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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Norzac20 mgHard Capsule
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead capsuk contains22.4mg of fluoxetine hydrodloride equivakntto 20.0mg fluoxetinebase.
Excipients- ContainsLactoe Monohydrde 146.6mg

For afull listof excipients,seesection6.1.
3PHARMACEUTICAL FORM

Capsuleshard.
Light green,opaquecapsiles.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications
Adults:

Major depressie epgsodes.
Obsessre-compukivedisorder.

BulimianervosaNorzacis indicatedasa complement of psydotheray for thereductionof binge-eatingandpurging
activity.

Children and adolescents aged 8 years and above:

Moderateto sevee mgor depresiveepisode|f depressionis unresponsivéo psychologicaltherapyafter 4-6 sessions
Antidepressanmedicdion shoutl be offeredto a child or youngpersonwith modeiateto severedepressiomnly in
combinationwith a concurrenpsychologcal therapy.

4.2 Posology and method of administration

For oraladminstrationto adultsonly.

Major depressive episodes

Adults andthe elderly: 20 mg/dayto 60 mg/day.A doseof 20 mg/dayis recommendedhsthe initial dose. Althougt
theremay be an increasedootentialfor undesiral®@ effectsat higher doses,a doseincreasemay be consideed aftei
threeweeksiif thereis noresponse.

In agreenentwith the consensustatemat of the WHO, anidepressantmedication shouldbe continuedfor at least6
months.

Obsessive-compulsive disorder - Adults and the elderly: 20 mg/day to 60 mg/day. A dose of 20mgbay is
recanmendedastheinitial dose. Althoughtheremaybe anincreasegotental for sideeffects at highe dosesa dose
increas may be consderedafter two weeksif thereis no response If no improvements observedwithin 10 weeks
treamentwith fluoxetine shouldbe reconsideed. If a goodtherapeutt reponsehasbeenobtaned,treatment can be
continuedat a dosa@ adjuged on anindividual bass. While there are no systematicstudies to answer the questionof
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how long to coninue fluoxetine treatmet, OCD is a chronic condition andit is reasonabléo conside continuaton
beyond 10 weeksin regpondingpatients. Dosageadjustmats shouldbe madecarefuly on anindividual patientbasis
to maintan the patientat the lowest effecive dose.The needfor treatrment shouldbe reassessegdeliodically. Some
cliniciansadvocateconcomiaintbehaviourapsychotheapyfor patientswho havedonewell on phamacotheapy.

Long-termefficagy (morethan24 weeks)hasnot been demonstragdin OCD.

Bulimia nervosa - Adults andthe elderly: A dose of 60 mg/dayis recommendel. Long-term efficacy (morethan 3
months)hasnot beendemonstratech bulimianervosa

All indications. The recomnendeddose may be increased or deadeased.Doses above 80 mg/day have not beetr
systematicaly evaluated.

Fluoxetinemaybe administeredsa single or divided dose during or betwee meals.

Whendosingis stoppedactivedrug substinces will persistin the body for weeks. This shouldbe borrne in mind wher
starting or stoppingtreatment.Dosagdapeing is unneessaryn mostpatients.

Children: The useof fluoxetne in children and adolescets (underthe ageof 18) is not recomnended,as safetyanc
efficacy havenot beenestabished.

Eldedy: Cautionis recommendedvhen increasingthe doseandthe daily doseshouldgenerallynot exceed40 mg.
Maximumrecommendedos is 60 mg/day.

A lower or lessfrequentdose (e.g.20 mg every secondday) shouldbe consideredn patientswith hepaticimpairmen
(see section 5.2, Pharmacokinetic Properties).or in patientswhere concomitantmediation has the potental for
interactionwith fluoxetne (See section 4.5, Interaction with other medicinal products and other forms of interactions).

4.3 Contraindications

Hypersasitivity to fluoxetineor to anyof its excipiens.

Monoamine Oxidase Inhibitors. Casesf serousandsometimesfatal reactonshavebeenreportedin patients
receving an SSRIin combinationwith a monoanine oxidaseinhibitor (MAOI), andin patientsnvho haverecently
discontinuedan SRI andhavebeenstartad onaMAOI. Treamentof fluoxetneshouldonly be started? weeksafter
discontinuatiorof anirreversibleMAOI andthefollowing day after disconinuationof arevesible MAOI-A.

Somecasegresentedvith featuregesenbling serotoninsyndromgwhich mayresembleandbe diagnoseas
neurolepticmalignantsyndrome). Cyprohepadineor dantrolenemay benefit patientsexpeliencingsuchreactions.
Symptomsof adrug interactionwith a MAOI indude: hyperthemia, rigidity, myoclonusautononic instability with
possiblerapidfluctuationsof vital signs,menta statuschangesthatincludeconfusionjrritability andextremeagitation
progressingto delirium andcoma.

Thereforefluoxdineis contraindicatedin combnation with anon-selective MAOI. Similarly, atleas 5 weeksshould
elapseafterdiscontiruing fluoxetne treatmet beforestating aMAOI. If fluoxetinehasbeenprescribedchronically
and/or ata high dose,alongerintervalshoutl be consdered.

Thecombinaton of fluoxetinewith arevesible MAOI (e.g.moclobemde, linezolid,methylthioniniumchloride (also
called methyleneblue;areversble nonsekctve MAOI indicaedfor thetreatmentof methaemoglobinamia)) is not
recanmended.Treatnmentwith fluoxetinecanbeinitiatedthe following day after discontinuatiorof areversible
MAOI.

In exceptionalcircumsanceslinezold (an antibiotic which is areversibé non-selectiveMAOI) can begivenin
combinationwith fluoxetne providedthattherearefacilitiesfor closeobservéion of symptomsof serotoninsyndrome
and monitoringof blood pressure
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4.4 Special warnings and precautions for use
Warnings

Rash and allergic reactions. Rash,anaphyhcbid eventsandprogressivesystenic events,sometmes serous(involving
skin, kidney, liver or lung) havebeenrepored. Upon the appearancef rashor of otherallergic phenomendor which
an aternatve aetology cannotbeidentified, fluoxetine shoutl be discontnued.

Use in children and adolescents under 18 years of age

Norzac should not be usedin the treatmentof children and adolescerg underthe age of 18 years. Suicide-relatec
behaviours (suicide atemptandsuicidalthoughs), and hositli ty (predoninanty aggessionoppostiona behaviouranc
anger) were more frequentlyobservedn clinical trials amongchildren and adolescentsreatedwith antidepressants
comparedto thosetreaed with placebo.lf, basel on clinicd need, a decsion to treatis neverthelessaken,the patien
should be carefully monitoredfor the apperanceof suicidal symptons. In addtion, long-term safetydaa in childrer
and adolescentsconcening growth, maturaton and cogniive andbehaviourd developmenarelacking.

Precautions

Seizures: Seizuresare a potential risk with antidepresantdrugs. Therdore, as with other antidepessantsfluoxetine
should be introducedcautoudy in patientswho havea history of seiaires. Treatmentshouldbe discontinuedn any
patient who developsseizuresor wherethereis an increasein seiaire frequency.Fluoxetineshould be avoidedin
patientswith unstableseizuredisorders/epépsyand patientswith contolled epilepsyshouldbe carefullymonitored.

Mania: Antidepressaist shaild be usedwith caution in pdients with a history of mania/hypomania.As with all
antidepessarg, fluoxetineshould be discontinuedin any patiententeringa manc phase.

Hepatic/Renal Function: Fluoxetineis extensivelymetabolisedy theliver andexcreiedby thekidneys. A lower dose
e.g., alternateday dosing,is recommendd in paients with significanthepaic dysfunction. When given fluoxetine 20
mg/day for 2 monts patientswith severerenal failure (GFR <10 ml/min) requiiing dialysis showed no differencein
plasmalevelsof fluoxetineor norfluoxetne compaedto controls with normd renalfunction.

Cardiac Disease: No conducton alnormalitiesthat resultel in heat block were observedn the ECG of 312 patient:
who receivedfluoxetinein doubleblind clinicd trials. However clinical experiencen acutecardiacdiseaeis limited,
thereforecautonis advisable.

Weight Loss: Weight loss mayoccurin paientstaking fluoxetine butit is usually propotional to baselinebodyweight.

Diabetes: In patientswith diabetestreatnmentwith an SSRImay alter glycaemic contol. Hypoglycaemiahasoccurret
during therapy with fluoxetine and hyperglyca&mia has developéd following discontinudion. Insulin andbr oral
hypoglycaemialosagamay needto be adjusted.

Suicide/suicidal thoughts or clinical worsening: Depressionis associdedwith anincreaedrisk of suicidalthoughts,
self harmandsuicide (suicide-related events).Thisrisk persistauntil significant remissionoccurs.As improvement

may not occurduring thefirst few weeksor moreof treatment, paients shouldbe closelymonitored until such
improvementoccurs It is generaklinical expeaiencethattherisk of suicidemay increasdan the early stagef
recovery.

Other psychiatrc conditionsfor which fluoxetineis presaibed can alsobe associatedvith anincreasedrisk of
suicide-relatedevents. In addition,thes conditionsmay be co-morbidwith majordepressre disorder. Thesame

precaution®bservedvhentreatingpatientswith major depressivedisordershouldtherefore be observedvhentreating
patientswith otherpsychiatricdisorders

Patientswith a history of suicide-related events or thoseexhbbiting a significantdegre of suicidal ideaton prior to
commencerentof treatmentireknownto beatgreate risk of suiddal thoughtsor suicideattemptsandshouldreceive
carefulmonitoring duringtreament. A meta—analysis of placebe-controlled clinical trials of anidepresantdrugsin
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adult patiens with psychiatricdisordersshowedan increasedrisk of suicidd behavioumwith antidepessant€ompaed
to placeban patentsless than25yearsold.

Closesupervsion of patientsandin particular thoseat high risk shouldaccompanydrugtherapy especiallyin early
treamentandfollowing dosechanges.Patientgandcaregiwersof patient$ shout be alerted aboutthe neeal to monitor
for any clinical worsening suicidal behaiour or thoughtsandunusuachangesin behaviourandto seekmedicaladvice
immediatelyif thesesymptomspresent.

Haemorrhage: There have beenrepors of cutaneousblealing abnornalities such as ecchymoss and purpurawith
SSRI's. Ecchymosishasbeenreportedas an infrequentevent during treament with fluoxetine. Other hemorhagic
manfestatons (e.g., gynaecologial haemorrhage gastrointestnal bleedings and other cutaneousor mucou:
bleedngs) havebeenreporedrarely. Cautionis advisedin paients taking SSRIs, particularlyin concomiantusewith
oral anticoaguhnts, drugs known to affect platelet functon (e.g. atypical antipsydotics such as clozapine
pherothiazinesmostTCA'’s, agirin, NSAID’s) or otherdrugsthatmayincreae risk of bleedng aswell as in paients
with ahistory of bleedingdisorders

Electroconvulsive Therapy (ECT): There have beenrare reports of prolongal sdzures in patiens on fluoxetine
receving ECT treatmentthereforecautionis advisabeé.

S John's Wort: An increasein serotonergi effects,suchas serotonn syndrome may ocaur when selectiveserotonii
reuptakeinhibitorsandherbalpreparationgontaning St Johris Wort (Hypericum perforatum)areusedtogether.

On rare occasionsdevelopmentbf a serotonn syndromeor neuoleptic madignant syndomelike events have beet
reportedin associabn with treatmentwith fluoxetine, paricularly when givenin combinationwith othersewtonegic
(amongothersL-tryptophan)and/orneurolepic drugs. As these syndrones may resultin potentially life-threatenin
conditions, treamentwith fluoxetineshouldbe disontinual if suchevents(characterisedly clustersof symptons suct
as hypertherma, rigidity, myoclonus aubnomicinstability with possibé rapid fluctuationsof vital signs, mentalstatu:
changes including confusion,irritability, extrene agitation progressingo deliium and coma) occur and supportive
symptomaic treatmenshoutl beinitiated.

With referenceto the presenceof lactosemonohydrag in the formulation, patientswith rare hereditaryproblemsof
gaactog intolerancethe Lapplactasedefidencyor glucosegalactosemalabsoption shouldnot takethis medicine.

4.5 Interaction with other medicinal products and other forms of interaction
Interactionstudieshaveonly beenperformedin aduls.

Half-life: Thelong eliminationhalf-lives of bothfluoxetine andnorfluoxetineshouldbe bornein mind (seesecton 5.2)
whenconsideringpharmacodynant or pharmacokietic druginteracions(e.g.whenswitching from fluoxetineto

other antidepressanyts

Monoamine oxidase inhibitors: (see Section 4.3).
Not recomnendedcombination: MAOI-A (seeSection4.3)

Combinationgequiringprecautiongor use MAOI-B (selegeahe): risk of serotoninsyndrone. Clinical montoringis
recanmended.

Phenytoin: Changesin bloodlevelshavebeenobservedwhen combnedwith fluoxetine. In somecasesnanifestations
of toxicity haveoccurred Consderationshouldbe givento usingconservéve titration schedule®sf the concomitant
drug andto monitoring clinical status.

Serotonergic drugs. Co-admnistrationwith serotonergicdrugs(e.g.tramalol, triptans)mayincreaseherisk of
serotoninsyndrone. Usewith triptanscariestheaddtiond risk of coronaryvasoconstrictiorandhypertension.

Lithium and tryptophan: Therehawe beenrepors of serotoninsyndromewvhen SSRIshave been givenwith lithium or
tryptophan and,therefore the concomiintuseof fluoxetine with thesedrugsshouldbe undertakerwith caution.When
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fluoxetineis usedin combinationwith lithium, closerandmore frequentclinical monitoringis required

CYP2D6 isoenzyme: Becausdluoxetiné s metaboism (like tricyclic anidepressantaandothersekctiveserobnin
antidepessarg) involvesthe hepaticcytochromeCYP2D6isoenyme system concomitanthermpywith drugsalso
metabolisedby this enzymesystemmaylead to druginteractions. Conconitant therapywith drugspredominantly
metabolisedby thisisoenzymeandwhich havea narrowtherapetic index (suchasflecainide,enainide,
carbamazpineandtricyclic anidepresants)shouldbeinitiated at or adjustedto thelow end of their doserange.This
will alsoapplyif fluoxetinehasbeentakenin the previous5 weeks.

PharmacokneticinteractionbetweenCYP2D6inhibitors and tamoxifen, showing a 65-75%reductionin plasmaevels
of oneof themoreacive formsof thetamoxifen,i.e. endoxifen has beenreportedn theliterature. Reducecefficacy of
tamoxifen hasbeenreportedwith conconitant usageof some SSRlanidepressantsn somestudies As areducedeffect
of tamoxfen cannotbe excludedco-admnistrationwith potentCYP2D6inhibitors(including fluoxetine)should
wherevea possibe be avoided(seesection4.4).

Oral anticoagulants: Alteredanti-coaguiant effects (laboratoryvaluesand/orclinical signsandsynptoms),with no
consistentpatern,butincludingincreagdbleeding,havebeenrepored uncommonlywhenfluoxetineis co-
administeredwith oral anticoagulants Patentsreceving warfarin thergy shouldreceve carefulcoagulation
monitoring whenfluoxetineis initiated or stoppedseesedion 4.4, Haenorrhage)

Electroconvulsive Therapy (ECT): Therehavebeen rarereportsof prolongedseizure in patientson fluoxetine
receving ECT treatmentthereforecautionis advisabeé.

QT interval prolongation: Pharmacokinét and pharmacodynant studesbetweerfluoxetineandothermedicinal
productsthatprolongthe QT intervalhavenot beenperformel. An additive effectof fluoxetineandthesemedicinal
productscannotbe excluded.Therefore co-administrdion of fluoxetine with medidnal productsthatprolongthe QT
interval, suchasClasslA andlll antiarrhythmes,antipsychoic (e.g.phenothiazinederivatives, pimozide,haloperidol)
tricyclic antidepresantscertainanimicrobid agens (e.g.spafloxacn, moxifloxadn, erythromycinlV, pentamidine),
anti-malariatreatmenparticularlyhalofantine, certain antihistamines(astemzole, mizolastine) shouldbe usedwith
caution.

Alcohol: In formal tesing, fluoxetinedid notraise blood alcohol leves or enhancehe effects of alcohol. However the
combinationof SSR treatmentndalcoholis notadvisable.

. John’s Wort: In commonwith otherSSRIs pharnmacodynanic interactionsbetweenfluoxetineandtheherbal
remedySt. Johris Wort (Hypericum perforatum) may occur, which may resultin anincreaseof undesiableeffects.

4.6 Fertility, pregnancy and lactation

Pregnancy:
Someepidenological studiessuggestnincreasedisk of cardovascula defeds associateavith the useof fluoxetine

during thefirst trimeser. Themechanisms unknown.Overal the datasugget tha therisk of havinganinfantwith a
cardovascuér defectfollowing maternafluoxetine exposuras in theregion of 2/100comparedvith anexpectedrate
for suchdefectsof approximatelyl/100in thegeneal populdion.

Epidemiologicadatahavesuggestedhatthe useof SSRIsin pregnancy paticularin late pregnancymayincreasethe
risk of persstentpulmonaryhypertensionn the nevborn(PPHN).The observe risk wasappoximately 5 casegper
1000 pregnanciedn thegeneralpopulaton 1 to 2 casesof PPHNper1000pregnanciesoccur.

Furthermore althoughfluoxetine canbe usedduring pregnancy caution shouldbe exercised,especiallyduring late
pregnancyor just prior to theonset of laboursincesone othe effects have been reportedn neonatesirritability,
tremor,hypotonag, persiséntcrying, difficulty in suckingor in sleeping. Thesesymptomsanay indicateeither
serotonergiceffects or awithdrawalsyndrome Thetimeto occur andthe durationof thesesymptomamayberelated
to thelong half-life of fluoxetine(4-6 days)and its acive metabolite, norfluoxetine(4-16 days).

Lactation: Fluoxetineandits metaboaite norfluoxetine,areknownto beexcrégedin humanbreasmilk. Advers events
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have beenreporedin breastfeedingnfants.If treamentwith fluoxetine is considerel necessat, discontinuatiorof
breastfeedig shouldbe constdered;however if breastfeedng is continued,thelowesteffective doseof fluoxetine
should beprescrbed.

Fertility:
Animal datahaveshownthatfluoxetine may affed spermqudity (seesection5.3).
Humancasereportswith someSSRIs haveshownthatan effed on spem qualty is revesible.Impact on human

fertility hasnotbeenobservedsofar.

4.7 Effects on ability to drive and use machines

Althoughfluoxetine hasbeenshownnotto affectpsychonotor performancein healthyvolunteersany psychoactive
drug mayimpair judgementor skills. Patentsshouldbe advisedo avoid driving a caror operatinghazardous
machnery until theyare rea®nabl certainthatther performanceis not affeded.

4.8 Undesirable effects

Themostcommonly reportedadverseaeactionsin patentstreated with fluoxetine wereheadachgnauseainsomnia,
fatigueanddiarrhoea.Undesirableeffectsmay deaeasdn intensiy andfrequerty with continuedtreatmentanddo
not generallyleadto cessaton of therapy.

Thetablebelow givestheadversaeactonsobsevedin clinicaltrials (n = 9297)andfrom spontaneousepoting.
Someof theseadversaeactionsarein commonwith otherSSRE.

Frequencyestimate:Very common(>1/10), common(>1/100to <1/10),uncommon>1/1,000 to <1/100) rare
(>1/10,000t0 <1/1,000) veryrare(<1/10,000),notknown (cannotbe esimated from the availabledata) Within each
frequencygrouping,undesirableffectsarepreentel in orderof deadeasingseriousness.

Very Common Uncommon Rare Very Rare Frequency
Common Not Known
Blood and lymphatic system disorders
Thrombocytopenia
mmune system disorders
Anaphylactic
reacton
Serumsickness
Endocrine disorders
Inappropriate
antidiuretic
hormone
secretion
Metabolism and nutrition disorders
Decreasd Hyponataema
appeitel
Psychiatric disorders
Insomnia& | Anxiety Depersonalisationevated HypomaniaMania Suicidal
Nervousiess | moodEuphoricmoad Hallucinations thoughtsand
Restlessness | Thinking abnormal Agitation behaviourl?
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Tensin Qrgasmbnorma? Parnc attacks Confugon
Libido Bruxism Dysphemia
decreasd®
Sleepdisorder
Abnormal
dreams
Nervous system disorders
Headabe | Disturbancein | Psychomotor Convulsion Seraonin
attertion hyperactivity Dyskinesa | Akathisia syndrome
Dizziness Ataxia Buccoglossal Memory
Dysgeuga Balarcedisorder syndrome impairment
Lethargy Myoclonus
Samnolencé
Tremor
Eye disorders
Vision blurred | Mydriasis
Ear and labyrinth disorders
Tinnitus
Cardiac disorders
Pabitations Ventricular
arrhythmia
includingtorsade
depointes
Electrocadiogram
QT prolonged
Vascular disorders
Flushind Hypotension Vasculitis
Vasodildation
Respiratory, thoracic and mediastinal disorders
Yawning Dyspnoea Phayngitis Pulmonary
events
(inflammabry
processesf
varying
histopathobgy
and/orfibrosis)
Epistaxis
Gastrointestinal disorders
Diarrhoeal Vomiting Dysphagia Oesophagealain Gastointestnal
Naus@ |Dyspep& haemorrhagée®
Dry mouth
Hepato-biliary disorders
Very rare
idiosyncraic
hepatitis
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Skin and subcutaneous tissue disorders
Rasl¥ Alopecialncreased Angioedema Erythema
Urticaria tendencyto bruiseCold Ecchymoss multiformel3
Pruritus sweat Photosensivity
Hyperhidross reacton
Pupura
Musculoskeletal, connective tissue and bone disorders
Arthralgia Muscletwitching Myalgia
Renal and urinary disorders
Frequent Dysuria Urinary retention Micturition
urinatior? disorde
Reproductive system and breast disorders
Gynaecological | Sexualdysfunction Galactorrhoea Priapism
bleedng!! Hyperprolactinema
Erectile
dysfurction
Ejaculation
disordef?
General disorders and administration site conditions
Fatiguet? | Feelngjittery |Malaise Mucosal
Chills Feelingabnormal haemorrhage
Feelingcold Feding hot
Investigations
Weight Abnormalliver
decrease functiontests

L Includesanorexia

2 Includesearlymorning awakening,initial insomniamiddle insomnia

3 Includesnightmares

4 Includeslossof libido

5 Includesanorgasma

6 Includeshypersomniasedation

" Includeshotflush

8 Includeserythemagxfoliativerash,heatrash,rash,rasherythemabous,rashfollicular, rashgenealized, rash
maallar, rash macularpapularrashmorbilliform, rashpapularrashpruritic, rashvesiculr, umbiical erythena

rash
9 Includespollakiuria

10 Includesejacuhtionfailure, ejaculationdysfundion, prematureejaailaton, ejaculationdelayedyetrograde

ejaculation

1| ncludescervix haemorrhageyterinedysfunctbn, uterinebleeding, genital haemorhage merometrorhagia,
menorrhaga, metrorrhagiapolymenorrhegposmenopausahaenorrhage, uterine haemorrhagesaginal

haemorrhage
12 |ncludesasthenia

13 could progresgo Stevenslohnson syndromeor Toxic Epidermal Neaolysis (Lyell Syndrane)
14 Thesesympbmsmay be dueto undetying diseae
151ncludesmost frequentgingival bleeding hagmatenesis haenabcheza, redal haemorhage diarrhoee
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haemorrhagianelaenaandgastic ulcerhaenorrhage

Casef suicidalideaton andsuicidal behaviourhavebeenreported during fluoxetinetherapy or early after treatment
discontinuation(seesection4.4).

Bone fractures: Epidemidogical studies,mainly conducedin paients 50 yearsof ageandolder,showanincreased
risk of bonefracturesin patientsreceivirg SSRIsand TCAs. The mechanismleadingto therisk is unknown.

Withdrawal symptoms seen on discontinuation of fluoxetine treatments. Discontinuatiorof fluoxetine commonlyleads
to withdrawal symptomsDizziness sensorydisturbancs (including paraesthsia), sleepdistubancegincluding
insomniaandintensedreams)astheniaggitaton or anxiely, nauseand/orvomiting, tremorandheadachare the most
commonlyreportedreactions Generally theseeventsaremild to moderae andareself-limiting; however,jn some
patientstheymaybe severeand/orprolonged (seesection 4.4). It is therdore advisedthatwhenfluoxetinetreamentis
no longerrequired gradualdiscontinuaibn by dosetaperingshouldbe carried out (seesectionst.2and4.4).

Children and adolescents (seesections4.4 and5.1):
Additional adversaeactionshavebeenobsevedspedfically in this populdion andaredescibedbelow.

In paediatricclinical trials, suicide-related behavours(suiade attermpt andsuicidal thought$ andhostility weremore
frequentlyobservecamongchildrenandadolescentstreaedwith antidepressargcompaedto thosetreaedwith
placebo.Manic reactionsjncludingmaniaandhypomana, wererepored (2.6%of fluoxetinetreatedpaientsversus
0% in placebacontrols),leadingto discontinuationin the majority of casesThesepatientshadno prior episode®f
hypomania/mara.

Isolatedcasesof growthretardatiorhavealsobeenreported from clini cal use(seealso section 5.1).

In paediatricclinical trials, epistaxs wascommonly repored, andfluoxetine treatmentwasassoatedwith adecrease
in alkaline phosphataskevels.

Isolatedcasesof advere eventspotentially indicaing ddayed sexu& maturation or sexualdysfunctionhavebeen
reportedfrom paediatricclinical use(seealsosecton 5.3).

Reportingof suspecte@ddverseeactions:

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactiongreferablythroughthe online reporing option acessiblefrom the IMB homepageA
downloadablaeportform is also accesdile from the IMB website which may be completednanuallyandsubmitted
totheIMB via ‘freepcst . Alternatively,thetradtional postpaid‘yellow card optionmayalsocontinueto be used.

FREEPOST
PhamacovgilanceSecton
IrishMedicinesBoard
Kevin O’ Malley House
Eailsfort Centre

Eailsfort Terrace

Dublin 2

Tel: +3531 6764971
Fax:+3531 6762517
Website:www.imb.ie
e-mail: imbpharmacowilance@imb g

4.9 Overdose

Caseof overdoseof fluoxetinealoneusudly havea mild course Symptons of overdosehaveincludednausea,
vomiting, sekzures cardiovasculadysfunctionranging from asymptonatic arrhythmiagincludingnodalrhythmand
ventricular arhythmias) or ECG changesndicativeof QTc prolongaion to cardia arresi(including very rarecasesof
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Torsadede Pointes, pulmonarydysfunction,and signsof altered CNS stausranging from exdtation to coma.Fatdity
attributed to overdoseof fluoxetinealonehasbeenextremdy rare Cardia andvital signsmonitoring are
recanmendedalongwith generakympbmaic andsupportivemeasuresNo specific antidoteis known.

Forceddiuresis dialysis,haemoperfusio, andexchangdransfuson areunlikely to be of benefit. Activatedcharcoal,
which may be usedwith sorbitol maybe as or moreeffective than emesis or lavage In managingoverdosageconsider
the possibility of multiple druginvolvement. An extendedtimefor closemedcal observatiormaybeneededn
patientswho havetaken excessivejuantitesof atricyclic antidepressantf theyare also taking, or haverecentlytaken,
fluoxetine.

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup: Selectiveseaotonin reupt&e inhibitors
ATC Code: NO6 ABO3

Fluoxetineis a selectiveinhibitor of serotoninreuptikeand this probablyaccountsfor the mechanisnof action.
Fluoxetinehaspracticallyno affinity to otherreceptorssud aso,-, a.,- and f-adrenerge; serobnegic; dopaminergic;

histaminergig; muscarinic; andGABA receptors.

Major depressive episodes: Clinicaltrialsin patientswith major depressie episodeshavebeenconductel versus
placeboand acive controls.Fluoxetinehas bean shownto be significanty moreeffectivethanplacebcasmeasuredy
theHamiltonDepresn RatingScale(HAM-D). In thesestudes,fluoxetine produceda significantly higherrateof
respmse (definedby a50%decreasin theHAM-D swore)andrenission, comparedo placebo.

Dose response: In the fixed dosestudiesof patientswith major depressin thereis a flat doseresponse&urve, providing
no suggestin of advantagein termsof efficacyfor usinghigherthanthereconmendeddosesHowever it is clinical
experiencehatuptitratingmight be benefical for somepaients.

Obsessive-compulsive disorder: In shortterm trials (unde 24 weeks), fluoxetnewasshownto be significantlymore
effective thanplacebo.Therewasatherapeut effed at 20 mg/day,but higherdoses (40 or 60 mg/day)showel a
higherresponseate.In long temm studies(three shortterm studiesextension phaseandarelapsepreventionstudy)
efficacy hasnot beenshown.

Bulimia nervosa: In short termtrials (underl6 weeks),in out-paientsfulfil ing DSM-I1I -R-criteria for bulimia
nervosa,fluoxetine 60 mg/daywasshownto be significanty moreeffective thanplacebdfor thereductionof bingeing
and purging aciviti es However for long-termefficacyno condusioncan bedrawn.

Two placebecontrolledstudieswereconducte in patentsmeeding Pre Menstrwal DysphoricDisorder(PMDD)
diagnosticcriteria accordingo DSM-IV. Patentswereincludedif theyhad symptomsof sufficientseverityto impair
socialandoccupatbnalfunctionandrelationshipswith othas. Patentsusingord contraceptivesvereexcludel. In the
first studyof coninuous20 mg daily dosingfor 6 cycles,improvenentwasobserve in the primary efficacy parameter
(irritability, anxiety anddysphoria)ln the secondstudy,with intermittent luteal phasedosing(20 mg daily for 14 days)
for 3 cydes,improvemenivasobservedin the primaryefficacy paranete (Daily Recod of Severity of Problens
score).However,definitive conclusionson efficacy anddurdion of treatmentcannotbe drawn from thesestudies.

Major depressive episodes (children and adolescents): Clinicaltrialsin childrenandadolesentsagel 8 yearsand
above havebeencorductedveraisplacebo Fluoxetne,at a doseof 20 mg, hasbeenshownto be significantly more
effective thanplacebain two shorttermpivotal studies, asmeasuredoy thereductionof ChildhoodDepressiorRating
Scale-Revised CDRS-R) total scoresard Clinical Globallmpresson of Improvemen{CGI-1) scoresln bothstudies,
patientsmetcriteria for moderatdo severe MDD (DSM-III or DSM-IV) atthreedifferentevaluationsy practising
child psychatrists.Efficacy in thefluoxetinetrials may dependontheinclusionof a selectivepatientpopulation(one
thathasnot spontaeou$y recoveredvithin a periodof 3-5 weeksandwhosedepessionpersistedin the faceof
consider®le attention). Thereis only limited dataon safey andefficag/ beyond9 weeks. In geneal, efficacy of
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fluoxetinewasmodest Responseates(the primary endpoint,defined as a 30%deceasdn the CDRS-R score)
demonstragéda statisticaly significantdifferencein oneof thetwo pivotal studies(58%for fluoxetine versus32%for
placebo,P = 0.013;and65%for fluoxetineversuss4%for placebo,P = 0.093).In thesetwo studies,the meanabsolué
changesin CDRSR from baslineto erdpointwere 20 for fluoxetine versusl11 for placeboP = 0.002;and22 for
fluoxetineversusl5 for placeboP <0.001.

Effects on growth (children and adolescents), sections 4.4 and 4.8:
After 19 weeksof treatmentpaediatic subjecs treated with fluoxetine in a clinical trial gained anaverageof 1.1cm
lessin height(p=0.004)and1.1kg lessin weight (p=0.008)thansubjeds treaedwith placebo.

In aretrospedte matdedcontrolobservanal studywith ameanof 1.8 yearsof exposureof fluoxetine,paediatre
subjectstreatedwith fluoxetinehadno differencein growthadjustel for expecedgrowth in heightfrom their matchel,
untreatedcontrols(0.0cm, p=0.9673).

5.2 Phar macokinetic properties

Absorption:
Fluoxetineis well absorbedirom the gastointeginal tract after oraladmnistraton. The bioavailabilty is not affected
by food intake.

Distribution:

Fluoxetineis extensivelyboundto plasmaprotens (about95%)andit is widely distributed (Volume of Distribution 20
- 401/kg). Steadystak plagnaconcentratnsareachievedafter dosng for severd weeks Steadystateconcentations
after prolongeddosingaresimilar to concentrationssee at4 to 5 weeks.

Metabolism:

Fluoxetinehasa nonlinear pharmacokietic profile with first pasdiver effect. Maximum plasmaconeentraton is
generallyachieved to 8 hoursafteradministation. Fluoxetneis extensivey metabolisedy the polymoiphic enzyme
CYP2D6. Fluoxetneis primarily metaboisedby theliverto the acive metéabolite norfluoxetine(demethylfluoxetine),
by degnethylation.

Elimination:

Theelimination half-life of fluoxetineis 4 to 6 days and for norfluoxetne 4 to 16 days.Thesdong half-lives are
respamsble for persistencef thedrugfor 5-6 weeksafter discontnuation. Excretionis mainly (about60%)via the
kidney. Fluoxetneis secretednto breastmilk.

At-risk populations

Elderly: Kinetic parametersrenot alteredin heathy elderly whencomparedto youngersubjects.

Children and adolescents: The meanfluoxetineconcentationin childrenis appoximately2-fold higherthantha
obseredin adolescentandthe meannorfluoxetne conantraion 1.5-fold higher.Steadystateplasmaconcentrations
are depemlenton bodyweightandarehigherin lowerweight children(seesedion 4.2). As in adults,fluoxetineand
norfluoxetine accumulate@xtensivelyfoll owing multiple oral dosing;steadystateconcentrationswereadieved
within 3 to 4 weeksof daily dosing.

Hepatic insufficiency: In caseof hepaticinsufficiency(alcohdic cirrhosis),fluoxetine and norfluoxetne half-lives are
increagdto 7 and12 days,respectivelyA loweror lessfrequentdoseshouldbe considered.

Renal insufficiency: After single-doseadmhistrationof fluoxetine in patientswith mild, modeateor complete(anuria)

remal insufficiency,kinetic parameterfiavenot beenalteredwhencomparel to healthyvolunteersHowever after
repeatedadninistration,anincrea® in steadystae plateauof plasmaconcentationsmay be observed.

5.3 Preclinical safety data

Thereis no evidenceof carcinogenicityor mutagentity from in vitro or animd studies
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Adult animal studies

In a 2-generaton ratreproductiorstudy,fluoxetinedid not produe adveaseeffectson the matingor fertility of rats,
wasnotterabgenc, anddid not affectgrowth, devdopment, or reprodudive parametersf the offspring. The
concentratbnsin thediet provideddosesapproximatdy equialentto 1.5,3.9,and9.7 mg fluoxetine/kgbodyweght.

Male mice treateddaily for 3 monthswith fluoxetine in thediet ata doseapproximatelyequivalento 31 mg/kgshowel
adecreasein tests weight andhypogermabogensis. However this doselevelexceededhe maximum-toleratel dose
(MTD) assignificantsignsof toxicity were seen.

Juvenile animal studies

In ajuveniletoxicology studyin CD rats,administraion of 30 mgkg/dayof fluoxetinehydrochlorideon postnaal days
21 to 90resutedin irreversble testiculardegeneration andnecrosisepididymd epithdial vacuolationjmmaturty and
inactivity of thefemalereproductiveractanddecreased fertility. Delaysin sexual maturationoccuredin males(10
and 30 mg/kghbay)andfemales30 mg/kg/day).The significanceof thesefindingsin humanss unknown.Rats
administered30 mg/kgalsohaddecreaseflemurlenghs comparedwith controlsandskeletaimuscledegeneation,
necross andregenerationAt 10 mg/kg/day, plasmaevek achieval in animals wereapproximately0.8to 8.8-fold
(fluoxetine)and3.6to 23.2fold (norfluoxetne)thoseusuallyobserve in paaliatric patients At 3 mg/kg/day plasma
levelsachievedn anmalswereapproximately 0.04to 0.5-fold (fluoxetine) and 0.3to 2.1-fold (norfluoxetine)those
usuallyachievedn paedatric patients

A studyin juvenile mice hasindicatedtha inhibition of the serotonin transporer preventghe accual of bone
formation.This findingwould appeato be supporté by clinical findings. Therewversibility of this effecthasnotbeen
established

Anctherstudyin juvenile mice (treatedon postnatadays4 to 21) hasdenonstatedthatinhibition of the seotonin
transpoter hadlong-lastingeffect on thebehaiour of the mice. Thereis no informationon whetherthe effectwas
reversible.Theclinical relevanceof this finding hasnot beenestablished.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

LactoseMonohydrate
Microcrystaline Celulose
Magnesiunttearate
Colloidal Anhydrous Silica

Capsule Shell:

Gelatn

TitaniumDioxide (E171)

Yellow Iron Oxide (E172)
QuinolineYellow (E104)

Indigo Carmne (E132)

6.2 Incompatibilities
Not applicable
6.3 Shelf life

3years
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6.4 Special precautionsfor storage
Do not stare above30°C. Storein the original padkagein orde to protect from moistuee.
6.5 Nature and contents of container

Thecapsuésareplacedin thermoforned PVC/PVdCfoil lamindedwith alumnium. Theblisterpacksizesare7, 14,
21, 28,30,50,56,60,84,90,100,112and120capsuls.

Not all packsizesmaybemarketec

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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