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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Cipramil 20mgfil m-coatedablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 20mgcitalopramascitalopram hydrobromide
Excipients:Lactose
For afull listof excipients,seesection6.1

3PHARMACEUTICAL FORM

Film-coatedtablet

Product imported from the Netherlands and Italy
White, oval, scoredtablet marked‘C” and“N” synmetically aroundthe score.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications
Treatmet of depessivellnessin theinitial phaseand asmaintenane aganst potentialrelapse/recugnce.

Cipramil is alsoindicatedin thetreatmenbf panicdisorderwith or withoutagoraphobia.
4.2 Posology and method of administration

Depresion
Adults

Citalopramshouldbe adminigeredasa single oral doseof 20 mg daly. Dependert onindividual patientresponse the
dosemaybeincreasedo a maximumof 40 mg dally.

PanicDisorder

Adults

A singleoral doseof 10 mg is recommendefbr thefirstweek beforeincreaing the doseto 20 mg daily. Dependenbn
individual paientresponsethedosemay increasedo a maximum of 40 mg daily.

OCD

Adults

Aninitial doseof 20mg daily isrecommeaded. Dependenton individual patientresponsethe dosemay beincreasedo
amaximumof 40mgdaily.

Eldedy patients(> 65 yearsof age)
For eldely patients the dose should be decreael to haf of the recomnmendeddose, e.g. 10-20 mg daily. The
recanmendednaximumdosefor theelderlyis 20 mg dally.

Reducedhepaticfunction

Aninitial doseof 10 mg daily for thefirsttwo weeks of treatmentis recomnendedn patientswith mild or modeate
hepaic impairment.Dependingonindividud patientresponsethe dosemay beincreasedo a maximumof 20 mg
daily. Cautionandextracarefuldos titrationis advised in paientswith seveely reducel hepaticfunction (seesection
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5.2).

Poor metaboisersof CYP2C19

Aninitial doseof 10 mg daily duringthefirst two weeksof treamentis reconmendedor patientswho areknown to
be poor metboliserswith regpectto CYP2C19.Thedosemay beincreasedto a maximum of 20 mg daily depending on
individual paient response(seesection5.2).

Methodof Administration
Citalopramtables areadministeredasa singledaly doseand canbetakenat anytime of theday without regardto
food intake.

Durationof treaiment

Theantidepressarffectusuallysetsin after2 to 4 weeks. Treatmentwith antidepessantss symptomatiandmust
thereforebe continuedfor anappropriatdengh of time, usudly up to 6 monthsafterrecovey in orderto prevent
relgpse. In patientswith recurrentdepressiorfunipola) mainenane therapy may needto be continuedfor anumberof
yearsto preventnewepisodes.

Maximumeffectivenesof citalopramin treatng panic disorderis reachel after about3 monthsandtheresponsés
maintainedduring continuedreatment.

Withdrawalsymptomsseenon disconinuaion of SSRI.

Abruptdiscontnuationshould be avoided Whenstoppng treatmentwith citalopramthe doseshouldbe gradually
reducedovera periodof atleastoneor two weeksin orderto reducetherisk of withdrawal reactiongseesection4.4
and sectiord.8).If intolerabke symptomsocaur following a decreasein the doseor upondiscontinuatiorof treatment,
thenresumingthe previouslyprescribeddosemay be consideed. Subsequaetly the physicianmay continuedeceasing
thedose, butata more gradualrate.

4.3 Contraindications
Hypersasitivity to the activesubsanceor to anyof the excipients (see secton 6.1).

MAOQIs (monoanine oxidas inhibitors)

Caseof serousandsometimedatal reactionshavebeenreporteal in patentsrecaving an SRI in combinationwith
monoamineoxidaseinhibitor (MAOI), includingthe selective MAOB inhibitor selegilineandthereversibleMAOI
(RIMA), moclobemide andin patientswho haverecenty disconthuedanSSRlandhavebeenstartel onaMAOI.
Somecasegresenteavith featuregesenbling se'otoninsyndrome.

Citaloprammustnot beusedin conbinaion with aMAOI includingsekgiline in dosesabovel0 mg daily.
Treatmet with citaloprammaybe instituted 14 daysafter disconthuaton of non-selectiveMAOIs andminimumone
day afterdiscontnuationof moclobemideTreatmentwith MAOIs may beintroduced7 daysafterdiscontinuatiorof
citalopram(seesectiond.5 Interactionwith othermedicinal producs and otherformsof interaction).

Concomitantreatmeniith pimozide.

Citalopramis containdicatedn patiens with known QT-interval prolongaton or congenitalong QT syndrome.
Citalopramis contrandicatedtogetherwith medichal producs thatare knownto prolongthe QT-interval (seesectior
4.5).

4.4 Special warnings and precautions for use

Treatmet of elderly patientsandpatientswith reducedkidneyandliver function, seesection 4.2.

Use in children and adolescents under 18 years of age

Antidepressantshoutl not beusedin thetreatmat of childrenandadolescatsunderthe ageof 18 years.Suicide
relaed behavious (suicideattemptandsuicidal thoughts) andhosili ty (predominantlyaggressiongppositional
behaviour andanger)weremorefrequenly obsevedin clinical trials anongchildrenand adolesentstreatal with
antidepessarg comparedo thosetreatedwith placebo.If, basedon clinical need,a decisionto treatis nevetheless
taken the paient shouldbe carefully monitoredfor the appeaanceof suiddal symptoms
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Paradoxical anxiety

Samepatientswith panic disordemay experiencantensifiedanxietysymptomsatthe start of treatmemwith
antidepressas. This paradoxtal reaction usuallysubsdes within thefirst two weels of startirg treatnent.A low starting
doseis advisedto reducethelikelihood of aparadoxicalanxiogeniceffect(seesedion 4.2 Pesdogy andMethod of
Administration).

Hyponatraemia
Hyponaraema, probally dueto inappropriatentidiuretic hormonesecretion(SIADH), hasbeenreportedasarareadverse
reactionwith theuseof SSRIs Elderly femalepatientsespeally seemto bearisk group.

Suicide/suicidal thoughts or clinical worsening
Depresionis associateavith anincreasedisk of suicidd thoughts self harm and suicide(suiciderelatedevents).This
risk persiss untl significantremissionoccurs.

Asimprovenmentmaynot occurduringthefirst few weeksor more of treatment, patientsshouldbe closelymonitored
until suchimprovemenbccus. It is generaclinical experiecethattherisk of suiade mayincreasen the early stages
of recovery.

Other psychiatrc conditionsfor which citalopramis prescrbedcanaso beassociateavith anincreasd risk of suicide
relaedeventsin addition, theseconditionsmay be co-morbidwith major depressivelisorder.The sameprecautbns
observedwhentreatingpatientswith majordepressivedisordershoutl therdore be observedvhentreatingpatients
with otherpsychiatricdisorders.

Patientswith a history of suicide-relatedeventsor thoseexhibiting a significantdegeeof suicidalideationprior to
commencerentof treatmentareat greaer risk of suiddal thoughtsor suicide attenmpts,andshouldreceivecaretl
monitoring during treatmentA metaanal/sis of placebacontolled clinicd trials of antidepresantdrugsin adult
patientswith psydiatric disordersshowedanincreasedisk of suicidd behaiour with antidepressantsomparedo
placeboin patientslessthan25 yearsold.

Closesupervsion of patientsandin particular thoseat high risk shouldaccompanydrugtherapy especiallyin early
treamentandfollowing dosechanges.Patids (and caragiversof patients)shouldbe alerted aboutthe needto monitor
for any clinical worsening suicidal behaiour or thoughtsandunusuachangesin behaviourandto seekmedicaladvice
immediatelyif thesesymptomspresent.

Akathisia/psychomotor restlessness

Theuse of SSRIs/SNRIshas beenassocatedwith the developmentof akathisiachaacterisedoy a subjectivelyunpleasanh
or distressng restesressard needto move oftenaccompanietby aninability to sit or standstill. This is mostlikely to
occurwithin the firstfew weeksof treament.In paientswho devebp thesesymptans,increasng thedosemaybe
detrimental.

Mania
In patientswith manicdepressivallnessa changdowardsthe manicphasemayoccu. Should the patiert enteramanic
phasecitalopramshouldbediscontinued

Seizures
Althoughanimd experimentshaveshownthatcitalopramhasno epileptogenigotentialit shoud, like other
antidepressas, beusedwith cautionin paientswith a history of sazures.

Diabetes
Asdegribedfor other psychotopics citalopram may modify insulin andglucoserespmsescalling for adjugmert of the
antidiabetic therapyin diabetc patients;in addition thedepressiveillnessitself mayaffectpaients’ glucosebalance.

Serotonin syndrome
If citalopramis usedconconitantly with medidnal productswith serotonergi@ffectssuchassumatriptaror othertriptans,
tramadoland tryptophar, caution is advisabl.
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Rarely, theoccurrencef “serotoninsyndromé has beenreporteal in paientsreceving SSRIs. A combinationof
symptoms, possiblyincludingagitation,confusion tremor,myodonusandhypertherna, may indicatethe
developmentof this condition(seesectiond.5 Interadion with othermedicinal productsandotherforms of
interactiong.

Haemorrhage
There havebeenreportsof cutaneoudbleedingalnormalties suchaseachynosesand purpurawith SSRIs.Cautionis

advisedin patientstaking SSRIs paricularly with conmmitant useof oral anticoagulats; mediciral producs known to
afect plateletfunction (e.g.atypical antpsychoticsandphenothiazies, mosttricyclic antidepresaits, acetylsalicyclicacid
and nonstendial antrinflammatorymedicinal products(NSAIDS), ticlopidineanddipyridamole)aswell asin paients
with a histoly of bleedingdisorderqseesectiord.5 Interacton with othermedidgnal produds andotherformsof
interadion)

ECT (electroconvulsive therapy)
Thereis limited clinical experienceof concurrentadninistraion of SRIsandECT; thereforecautian is advisable.

Reversible, selective MAO-A inhibitors

Thecombhnation of citalopramwith MAO-A inhibitorsis generallynotrecommendddueto therisk of onsetof a
serotoninsyndrome(seesecion 4.5

Interactionswith othermedicnal productsandotherformsof interaction)

For informéation on con@mitanttreament with non-selecive, irreversble MA O- inhibitors, seesectiord.5.

S John's Wort

Concomitantuseof SSRIsand herbalremedes contaning St Johris Wort (Hypericum perforatum) may result in ar
increasd |g0|denoe of adversereactions(see secton 4.5 Interaction with other medicinalproducs and other forms of
interaction

QT interval prolongation

Citalopram has been found to causea dosedependentprolongdion of the QT-interval. Casesof QT interva
prolongdion and ventriculararrhythmiaincluding torsadede pointes have beenreportedduring the postmarketing
period, predomnantly in paientsof femak gender,with hypokdemia, or with pre-existing QT prolongaion or othel
cardac diseasegseesectons4.3,4.5,4.8,4.9and5.1).

Caution is advisedin patientswith significant bradyardig or in patients with recentacutemyocardialinfarction or
uncampensatedheartfailure.

Electrolytedisturbancesuchashypokal@mia and hypomanesaena increasethe risk for malignantarhythmiasanc
should be correctedbeforetreatmenwith citalopram is started.

If paientswith stablecardiacdiseasearetreatd,an ECGreview shouldbe consideedbeforetreatments started.

If signsof cardiacarrhythma occurduringtreamentwith citalopran, thetreamentshouldbewithdrawnandanECG

should be perforned.

Withdrawal symptoms seen on discontinuation of SSRI treatment

Withdrawalsynptomswhentreatmenis discontinuedarecommon particularly if discontinuations abmupt (see
section 4.8 Undesirabé Effects). In arecurrencerevention clinical trial with citalopram,adversesventsafter
discontinuatiorof activetreatmentvereseens 40% of paientsversus20%in patientscontinuingcitalopram.

Therisk of withdrawalsymptomanay be dependentn severalfactorsincluding the durationanddoseof thermapyand
therateof dosereduction.Dizziness sersorydisturbanes(including parasthesia) sleepdisturbance (including
insomniaandintensedreams)agitationor anxiet/, nauseand/or vomiting, tremor, confusion,sweatingheadache,
diarrhoea, palipitations emotionalinstablity, irritabiity andvisualdisturbancesre the mostcommonlyreported
reactons.Generdly thesesymptomsaremild to modeate,howeve, in somepatientshey maybe sevee in intensit.

Theyusuallyoccurwithin thefirst few daysof discontnuing treatnent, but there havebeenvery rarereportsof such
symptomsin patientswho haveinadverently misseda dose.

Generallythesesymptomsareself-limiting andusuall resolvewithin 2 weeks,thoughin someindividualsthey may
be prolonged(2-3 monthsor more).lIt is thereforeadvisal thatcitalopramshout be graduallytapeedwhen
discontinung treatmentovera periodof severalweeks or monhs,according to the patien’s needg(seesection4.2
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Posdogy andmethodof adminitraion)

Excipients _ _ _ _
The tables contin lactosemonohydrag. Patents with rare hereditiry problemsof gdacose intolerane, the Lapp
lactasaleficiencyor glucosegalactosanalabsorpion shouldnotreceivethis medidne.

4.5 Interaction with other medicinal products and other forms of interaction
Pharmacodynamic interactions

At thepharmacodynamidevel therehaveonly been few documengd cases of serotoninsyndiomewith citalopamand
moclobemideandbuspirone.

Contraindicated combinations
MAOIs (non-selectiveaswell assekcive A (moclobemide) risk of “serotoninsyndromée’ (seesectiord.3
Contraindicatbns)

QT interval prolongation

Pharmacokmetic and pharmaodynanic studies between citalopram and other medcinal products that prolong the QT
interval have not been perforned. An addtive effect of citalopramand thesemedcinal products cannotbe excluded
Therefore co-administration of citalopramwith medcind produds thatprolongthe QT interval, such asClasslA andlll
antiarrhythmics, artipsyotics (eg. fentiazne derviatves, pimozide, haloperidol), tricyclic antidepessats , certair
antimicrobial agents(e.g. sparfloxain, moxifloxacn, erythromycinlV, pentamiine, arti-malarian treatnert particularly
halofantrine),cettain artihistamnes(asemizle, mizolastne) etc., is contraindicated.

Pimozide
Co administration of a single doseof pimozide 2 mg to subjeds treaed with racemiccitalopram40 mg/dayfor 11 days
causedan increasein AUC and C, of pimozide, dthough not consstently throughoutthe study. The co-

administrationof pimozide andcitalopramresulted in a mean increasein the QTc interval of appioximatdy 10 msec
Due to the interactionnoted at a low doseof pimozide, concomtant administrationof citalopran and pimozideis
contraindicaed.

Combinations requiring precaution for use

SHegiline (selective MAO-B inhibitor)

A pharmacolknetic / pharmacodynanic interaction studywith conconitantly adminstered citalopram (20 mg daily) ard
selegiline (10 mg daily) (asdective MAO-B inhibitor) denonstrate&l noclinicaly relevantnteractons. Patientdolerated
theselegilnecitalopramconbination well.

Serotonergic medicinal products

Lithium andtryptophan

No phamacalynamicinteractonshavebeen foundin clinical studiesn which citalopramhasbeengiven concomitantly
with lithium. Howevertherehavebeenrepors of enhancedeffectswhenSSRIshavebeengivenwith lithium or
tryptophan andtherebrethe concomiaintuseof citalopramwith thesemedicinal productsshouldbe undetakenwith
caution.

Co administrationwith serotonergienedcina productye.g.tramadol sumatriptan) mayleadto enhancemerdf 5-HT
assceiatedeffects.

. John’s Wort
DynamicinteractonsbetweerSRIs andherbal remaly St Johris wort (Hypericum perforatum) canocaur, resultng in
an increasan undesiréle effects(seesection 4.4 Specal WarningsandPrecaubnsfor Use

Haemorrhage
Therehavebeenreportsof cutaneoubleading abnormalties suchas ecchynosesandpurpurawith SSRIs.Cautionis
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advisedin patientstaking SRIs, paricularly with concomtantuseof ord anicoagulantsmedicinalproductsknownto
affect plateletfunction (e.g.atypical antipsydiotics andphenothiaznes,mosttricyclic antidepessantsacetylsalicyclic
acid andnon-sterodal ani-inflammaiory medcinal productsNSAIDs), ticlopidine anddipyramole)aswell asin
patientswith a history of bleedingdisorcers(seesedion 4.4 Specal WarningsandPrecautiongor Use)

ECT (electroconvusive therapy)
There areno clinical studiesestblishing therisks or benefitsof the combineduseof electraconwilsivetheray (ECT) and
citalopram(seesection4.4 SpecialWarningsandPrecautonsfor Use)

Alcohol
Thecombinaton of SSRIsandalcoholis notadvisable. However clinical studieshaverevealedcho adverse
pharmacoginamicinteractionsbetweercitalopramand alcohol

Pharmacokinetic interactions

Biotrangormation of citalopramto demethylcitaloprans mediatedoy CYP2C19(appox. 38%),CYP3A4 (appro. 31%)
and CYP2D6(appox. 31%)isozymes of the cytochromeP450system. Thefactthatcitalopramis metabolisedby more
thanone CYP meanghatinhibition of its biotransformaion is lesslikely andco-adminstration of citalopramwith other
medcinal productsn clinical prectice hasvery low likelihood of producng pharmacokinetienedicinal product
interagions.

| nfluence of other medicinal products on the pharmacokinetics of citalopram

Cimetidine(potentCYP2D6,3A4 and1A2 inhibitor) causech modeaateincreasen the averagesteadystatelevelsof
citalopram.Cation is advise& when adminiseringcitalopramin combinaton with cimetidine.Doseadjustmert maybe
warranted.

Effects of citalopram on other medicinal products

A pharmacolnetic / pharmacodynanic interaction studywith conconitantadministratiorof citalopramandmetoprolol (a
CYP2D6 substrate)shoveda twofold increasen mebprolol concentrationdyut no statisticallysignificantincreasen the
effect of metqorolol on blood pressureandheartratein healthyvolunteers.

Citalopramard demethylcialopramare negligibleinhibitorsof CYP2C9,CYP2EL andCYP3A4, andonly weakinhibitors
of CYP1A2,CYP2C19andCYP2D6 as comparedo otherSRIs estblishedassignificantinhibitors.

Thusno chargein pharmacoknetics or only very small change®f no clinical importarce wereobservedvhencitalopram
wasgivenwith CYP1A2 substates (clozapineard theophylling), CYP2C9 (warfain), CYP2C19 (imipramire ard
meplenybin), CYP2DG6 (spartene imipramne, amitriptyline, risperidongand CYP3A4 (warfarin,carbamazeape ard
triazolam).

In apharmacokineticdnteradion study citalopramdid not cause any changesn the pharmacoketicsof digoxin meaniry
thatcitalopramneitherinducesnor inhibits P-glycoprotein.

4.6 Fertility, pregnancy and lactation

Pregnancy
Clinical experiencef usein pregnantvomenis limitedbut no reports which may causeconcernhawe beenreceived

Basedon datafrom reproductiontoxicity studiegsegmentl, Il andlll) thereisnorea®nto havespecialconcernfor the
useof citaloprmamin womenof childbearingpoteriial.

Neorates shoutl be observedif maternaluseof Cipramil continues into thelater stagef pregnang, particularin the
third trimester. Abrupt discontinuatiorshouldbe avoidedduring pregnaicy.

Thefollowing symgomsmay occurin the neonate after maternd SSRISNRI usein laterstageof pregnancy:
respiratorydistresscyanosisapnoeaseizures, tempeatureinstability, feedingdiffic ulty, vomiting, hypoglycaemia,
hypertoniahypotoniahyperreflexiatremor,jitterinessjrritability, lethargy,constantrying, sonnolenceand
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diffi culty sleepng. Thesesymptomscouldbedueto eitherserotonergi effectsor discontinuatiorsymptoms.ln a
majority of instanceshe compicationsbegin immediaely or soon(<24 hours)afterdelively.

Lactation

Citalopramis excretedinto breast milk. It is estimated thatthe suckling infantwill receiveabout5% of theweight
relaed maternaldaily dose(in mg/kg).No or only minor eventshavebeenobsevedin theinfants.However,the
existing informationis insufficientfor assesmenbf therisk to thechild.

Cautionis recanmenced.

4.7 Effects on ability to drive and use machines

Citalopramdoesnotimpair intellectualfunction and psydiomotorperformance. However patientsvho arepresciibed
psychotrojic medicationmaybeexpectedo havesomeimparmentof generakttentionandconcentrationeitherdueto
theillnessitself, the medicationor bothandshouldbe cautonedabouttheir ability to drive acarandopeiate
machnery.

4.8 Undesirable effects

Advers effect observedwith citalopramarein generaimild and transent. They aremostfrequert duringthefirst one or
two weeksof treatmenandusualy atenude sulsequentlyThe adversereactionsarepresentecatthe MedDRA
Prefered Temm Level

For thefollowing reactbnsa doseresponsevas discoveredSweatng increagd, dry mouth,insomna, somndence,
diarrhoeanauseandfatigue

Thetableshowsthe percentagef adwersedrugreactionsasssotatedwith SSRIsand/ar citalopramseenin either> 1% of
patientsin dowble-blind placeba-contolledtrials or in the postmarketingpeliod. Frequencis aredefinedas:very commor
(> 1/10); common(> 1/100,<1/10); uncomnon (> 1/1000,<1/100; rare(> 1/10000,<1/1000); very rare (<1/10000) not
known (cannat beestimaedfrom availabledata)

MedDRA SOC Frequency Preferred term
Blood andlymphatic _
disaders Not Known Thrombocytopera

Hypersensitity NOS

Immunesystemdisorder | Not Known .
Anaphylactc reacton

Endocine disorder Not Known InappropriateADH secretior
Common i <l
Metabolsm andnutrition AppetltedecregsemO
disarders Uncommon increasd appetitt
Rare Hyponatremie

Agitation, libido decreasd,
anxety, nervousness,

Common i
corfusionalstate,abnormalrgasm
L (female
Psychiatricdisorders ) -
Aggressio, depersonalization,
Uncommon o .
halucination,manie
Rare Suicide-relaedevents(seesectiord.4)
Not Known Panicattack,bruxism,restlesnes
Very common Somrolerce,insomra NEC?2
Common Tremor, paraediesa NEC
Uncommon Syncop:
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Rare Convulsiongrandmal, dyskinesie
Nervoussystemdisorder CorvulsionsNOS, serotonir
Not Known syndrome,extrapyramidadisorder
NEC, akathisiamovemenidisorde|
Eyedisorders Uncommon Mydriags
Not Known Visual distubanct
Earandlabyrinthdisordee | Common Tinnitus
Cardiacdisorder Uncommon Bradycardiatachyardia
Ventricular arrhyhmiaincluding
Frequencyunknown torsadede pointes
Vasculardisorders Not Known Orthostatichypotaision
Respirabry thoract and Common Yawning
mediastinadisorders Not Known Epistaxi:

Very common

Dry mouth,Nausea

Gastrointestinadlisorder | €ommon DiarrhoeaNOS!, vomiting
Gastrointestinahaemorrhage
Not Known (including rectalhaemorrhagt
Hepatobiliarydisorders Rare Hepattis

Very common

Sweatingincreasdal

Skinandsubcuaneous Common Pruritus
tissuedisorders Uncommon Urticaria,alopeca, rash,purpuraNOS
Not Known Ecchymosisangioedems:
Musculoskeledl,
comectivetissueandbone | Common Myalgia, arthralgia
disader
Renaland urinary . i
disarders Uncommon Urinary retenton
Impotencegjaculaton disorderNOS
_ Common L
Reprod.uctlvesystemand ejaculationfailure
breastdisorders :
Uncommon FemaleMenorrhagi:
FemaleMetrorrhagia
Not Known . g
Male: Priapsm galactorrhoe
Gere_raldlsc_)rde_rand Common Fatigue
administratiorsite
conditions Uncommon Oedema
Common Weightdecrease
Investigation Uncommon Weightincrease
Not Known Liver funcion testabnorme

Numberof patiens: Citalopranmy/ placelm = 1346/ 54&
1 NOS= Not otherwis specified
2 NEC = Not elsewhereclassified
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Casexf QT-prolongdion andventicular arrhythmiaincludingtorsadede pointeshavebeenreportedduringthe post
marketingperiod,predominantlyin patientsof female gendeywith hypokalemia, or with pre-existingQT prolongation
or othercardiacdisease¢seesections4.3,4.4,4.5,4.9and5.1).

Withdrawal symptoms seen on discontinuation of SSRI treatment

Discontinuaibn of Citalopram(paricularly whenabrupt)comnonly leadsto withdrawalsymptons. Dizziness senson
disturbancegincluding

paraesthesi), sleepdisturbancesgincluding insomna andintensedreans), agitation or anxiety,naus@ and/orvomiting,
tremor,confusion sweaing, headachediarrhoea pdpitations,emotiond instability, irritability, andvisualdisturbance
are themostcommonlyreportedreactionsGenerdly theseeventsaremild to moderateandareselflimiting, however,
in same patentstheymaybe severeandor prolongedlt is thereforeadvisedthatwhencitalopramtreatmenis no
longerrequred, gradualdiscontinuationby dosetaperingshouldbe carried out (seesectiond.2 andsection4.4).

4.9 Overdose

Toxicity

Comprelersive clinical dataon citalopramoverdosearelimited andmany casesinvolve concamitantoverdose®f
otherdrugsalcolol. Fail casesof citalopramoverdo® havebeenreportedwith citalopramalone;howe\er, the
majority of fatal casesaveinvolvedoverdosevith concomiantmedications.

Symptoms

Thefollowing sympgomshavebeenseenin reported overdoseof citalopram:convulsion tachycadia, somnolence,
QT prolongation,coma,vomiting, trema, hypotension, cardacarrest, nauseasetoninsyndromeagitation,
bradycardiadizzines, bundlebranchblock, QRSprolongatbn, hypatension,and mydriasis.

Treatment

Thereis no specifc antidote Estblishandmaintainanarway, ensureadequat@xygeration andrespirabry function.
Gastriclavageandthe useof activatedcharcoalmight be consideredGastric lavage should be carriedout assoon as
possibleafter oral ingegion. Cardia andvital signsmonitoring arerecommadedalong with generakymptomatic
supportivemeastes.

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties
ATC-code:N 06 AB 04

Mechanism of Action

Biochemical and behaviouralstudies have showntha citalopramis a potent inhibitor of seotonin (5-HT)-uptake.
Tolerane to theinhibition of 5-HT-uptakeis notinducedby long-termtreamentwith citalopram.

Citalopramis a very SelectiveSerotonn Reupt&e Inhibitor (SSRI)with no, or minimal, effecton noradrenalingNA),
dopaming(DA) andgammaaminobutyricadd (GABA) uptake.

In contrastto manytricyclic antidepessantandsone of the newer SSRIs,citalopramhas no or very low affinity for a
series of receptorsincluding 5-HT,, 5-HT,, DA D, and D, receptors,a;-a,-, p-adenoceptorshistamineH,,

muscarinecholinergic,benzodiazepineandopioid receptos. A series of functional in vitro testsin isolaied organsas
well asfunctional in vivo tess haveconfirmed the lack of recepor affinity. This absee of effectson receptorscould
explain why citalopramproducedewer of the traditional side-effects suchasdry mouth,bladderand gut disturbancg
blurredvision, sedatbn, cardiotoxicityandorthosatic hypotension.

The man metabolitesof citalopramareall SSRIsalthoughtheir potencyand selectivityratiosare lower thanthoseof
citalopram. However,the selectvity ratios of the meaboites are highe than thoseof manyof the newerSSRIs. The
metabolitesdo not contributeto the overall antidepressanteffect
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Phar macodynamic effects

Suppressiorof rapid eye movement(REM) sleepis consideed a predictor of antidepressardctivity. Like tricyclic
antidepessarg, other SSRIsand MA O inhibitors, citalopram suppresseRREM-sleepand increasesdeep slow-wave
seep.

Although citalopramdoesnot bind to opioid receptorsit potentates the ani-nociceptive effect of commonly usec
opioid analgesics.

In humans,citalopramdoesnot impair cogniive (intellectual function) and psychomotormperformanceand hasno or
minimal sedativepropertieseitheraloneor in combinaion with acohol.

Citalopramdid not reducesaliva flow in a singledosestudyin human volunteersand in noneof the studiesin hedthy
volunteersdid citalopramhave significant influence on cardiovasaular paranetes. Citalopran hasno effect on the
serum levelsof growth hormone.Citalopram like otherSSRIsmay increaseplasmaprolactin,aneffectsecondaryo the
prolactinstimulatingrole of serotoninandof no clinicd importance

5.2 Phar macokinetic properties

Absorption
Absorptionis almostcompleteandindependat of food intake(T ., mean3 hours).Oral bioavailabilityis about80%.

Distribution
The apparentvolume of distribution (Vd)B is about 12-17 L/kg. The plasgma protein binding is below 80% for

citalopramandits mainmetabolites

Biotransformation

Citalopramis metaboisedto the activedemehylcitalopran, didemethylcitalopram, citalopram-N-oxide andaninacive
deaminatedpropioric acid derivative. All the active metabolitesare also SSRIs, athough weakerthan the paren
compound. Unchangectitalopramis the predominat compoundn plasma The concentatiors of demethylctalopran
and didemetyicitalopram are usualy 30-50% and 5-10% of the citalopram concentratia, resgectively. The
biotransfornation of citalopramto demehylcitalopramis mediatedby CYP2C19(approx 38%), CYP3A4 (appox. 31%)
and CYP2D6(appox.31%).

Elimination
The elimination half-life (Tl/zﬁ) is about1.5 daysandthe systemiccitalopramplasmaclearance(Cly) is about0.3-0.4

L/min, andoral plasmacleaance(Cl ;) is about0.4 L/min.

Citalopramis exaetedmainly via the liver (85%) and the remainder(15%) via the kidneys; 12% -23% of the daily
doseis excreedin urineasunchangeditaopram. Hepatic(resdual) clearancas about0.3 L/min andrenal cleaance
about 0.050.08 L/min.

Linearity
The kineticsarelinear. Steadystateplasna leves are achievedin 1-2 weeks. Averageconcentration®f 300 nmol/L
(165-405nmol/L) areachievedat a daily doseof 40 mg.

Elderly patients (>65 years)

Longerhalf-lives(1.5-3.75days) anddeaeasedlearane values(0.080.3L/min) dueto areducedateof metabdism
have beendemonstrateth elderly patients Steady statevalueswereabouttwice ashighin the elderly asin younger
patientstreatedwith the samedose.

Reduced hepatic function

Citalopram is eliminaed more slowly in paients with reducedhepaic function. The half-life of citalopramis abou
twice aslong andsteadystatecitalopram concentationsat a given dosewill be abouttwice ashigh asin paientswith
normalliver function.
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Reduced renal function

Citalopramis eliminatedmore slowly in paientswith mild to moderaé redudion of renalfunction, without any majol
impact on the pharmacokineticef citalopram. At present no informationis availablefor treamentof paientswith
severelyreducedenalfunction (creatinineclearane <20 mL/min).

Polymorphism
In vivo investigatbnshaveshownthatthe mealolism of citalopramexhibitsno clinically importantpaymorphsm of the

spateine/debisoquineoxidaion (CYP2D6).For CYP2C19,asa precaition, aninitial doseof 10 mg should be considerel
for knownpoor metaboisers(seesecion 4.2).

Phar macokinetic / pharmacodynamic relationship
Thereis no clearrelationshp betweencitalopram plasnalevels andtherapeuticespamseor sideeffecs. The metabdites
do notcontibuteto theoverallartidepressinteffect

5.3 Preclinical safety data

Acutetoxicity
Citalopramhasalow acutetoxicity.

Chronictoxicity
In chronicstudiestherewereno findings of concernfor thethergeutic useof citalopram.

Reproducton studes

Basedon datafrom reproductiortoxicity studies(segnentl, Il andlll) thereisnoreasorto havespecialconcen for
theuseof citalopramin womenof childbearing potential.

Citalopramappearsn milk in low concentations.

Embryotoxcity studiesin ratswith dossof 56 mg/kgbday, which causematernaltoxicity showedbooneanomaliesn
theregionof thevertebralcolumnandribs. The maernd plasmalevd wasthen2-3 timesthetherapeuticoncentratior
in man.In ratscitalopramdid not haveany effed onfertili ty, pregnang andpostnatablevelopmenbut diminishedthe
birth weightof the pups Citalopramandits metaboltesreach foetd conentraions,which are10-15 timesthe makerna
plasmalevel. Clinical experiencef use in pregnant womenand during lactaton is limited.

Mutagenicandcarcinogeni@otenial
Citalopramhasno mutagenicr carcinogers potental.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Maizestach

Lactose

Microcrystaline cellulose
Copovidone

Glycerol
Croscarmdbsesodium
Magnesiunstearag
Hypromellose

Macrogol
Titaniumdioxide (E171)

6.2 Incompatibilities

Not applicable
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6.3 Shelf life

Theshelflife expiry dateof this productis the dateshownon the blister stripsand outercartonof the productas
marketedn the countryof origin.

6.4 Special precautionsfor storage

Do not stare above25'C. Keepin the original conaing in orderto protectfrom light.

6.5 Nature and contents of container
Anoverlabeledcardboardartoncontainingtwo blisters.Eachblistercontans 14 tablets.

Or
An over-labelkedcardboardtartoncontainingoneblisterwhich contans 28 tablets.

Packsize: 28 tablets.

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

7 PARALLEL PRODUCT AUTHORISATION HOLDER
Profind Wholesalel_td

Unit 625, KilshaneAvenue

NorthwestBusines$ark

Dublin 15

Ireland

8 PARALLEL PRODUCT AUTHORISATION NUMBER
PPA 150051/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first autorisation:5™ Febuary2010

10 DATE OF REVISION OF THE TEXT

March2012
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