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ANNEXI   

SUMMARYOFPROI）UCTCHARACTERISTICS   



l  NAMEOFTHEMEDICINALPRODUCT   

Valdoxan25mg創m－COatedtablets  

2  QUALITATⅣEANDQUANTITATⅣECOMPOSITION   

Eachfilm－COatedtabletcontains25mgofagomelatine．   

Excipient：lactosemonohydrate61．84mg   

Forafu111istofexclplentS，SeeSeCtion6．l．  

3  PHARMACEtJTICALFORM   

Film－COatedtablet［tablet］．  

Orange－yellow，Oblong，film－COatedtabletwithblueimprintofcompanylogoononeside．  

4  CLINICALPARTICtJLARS   

4・1 Therapeuticindications   

Treatmentofmqjordepressiveepisodesinadults   

4.2 Posology and method of administration 

Therecommendeddoseis25mgoncedailytakenorallyatbedtime．  
Aftertwoweeksoftreatment，ifthereisnoimprovementofsymptoms，thedosemaybeincreasedto  
50mgoncedaily，i・e・tWO25mgtablets，takentogetheratbedtime．   

Liverfunctiontestsshouldbeperformedinallpatients：atinitiationoftreatment，andthen  
Periodica11yafterarOundsixweeks（endofacutephase），tWelveweeksandtwentyfourweeks（endof  
maintenancephase）andtherea氏erwhenclinicallyindicated（Seealsosection4．4）．  
Patientswithdepressionshouldbetreatedforasufncientperiodofatleast6monthstoensure  
theyare丘eeofsymptoms．   

Valdoxantabletsmaybetakenwithorwithoutfood．   

C鋸んかe′】α〃dd（わJe∫Ce〃J∫ご  

Valdoxanisnotrecommendedforuseinchildrenandadolescentsbelow18yearsofageduetoalack  
Ofdataonsafbtyandefncacy（SeeSeCtion4．4）．   

／：■仙′●上付止〃J．－．－  

Efncacyhasnotbeenclearlydemonstratedintheelderly（≧65years）．Onlylimitedclinicaldatais  
availableontheuseOfValdoxaninelderlypatients≧65yearsoldwithm毎ordepressiveepisodes，  
Therefore，CautionshouldbeexercisedwhenprescribingValdoxantothesepatients（SeeSeCtion4．4）．   

タαJね乃ねW〟ゐre〃αJわ甲αJr〝7e〃J．・  
NorelevantmOd沌cationinagomelatinepharmacokineticparametersinpatientswithsevererenal  
impalrmenthasbeenobserved．However，OnlylimitedclinicaldataontheuseofValdoxanin  
depressedpatientswithsevereormoderaterenalimpalrmentWithm毎ordepressiveepisodesis  
avai1able・Therefbre，CautionshouldbeexercisedwhenprescribingValdoxantothesepatients・   

PαJfe〃わW油力甲α〃cわ？甲αfrJ〃g〃J．・   



Valdoxaniscontraindicatedinpatientswithhepaticimpairment（SeeSeCtions4・3，4・4and5・2）．   

乃・eα〃乃g〃r（ガ∫CO〃Jf〃〟α′わ〃．・  

NodosagetaperlnglSneededontreatmentdiscontinuation・   

4．3  Contraindieations   

Hypersensitivitytotheactivesubstanceortoanyoftheexcipients・  
Hepaticimpairment（i・e・Cirrhosisoractiveliverdisease）（See 

． 

4・4  SpeeialwarnlngSandpreealltionsforl】Se   

〔尤eJ〃C／7J／d′e〃α〃dα（わ／e∫Ce・〃ね．・  

Valdoxanisnotrecommendedinthetreatmentofdepressioninpatientsunder18yearsofagesince  
SafttyandefncacyofValdoxanhavenotbeenestablishedinthisagegroup．Inclinicaltrialsamong  
Childrenandadolescentstreatedwithotherantidepressants，Suicide－relatedbehaviour（suicideattempt  

andsuicidalthoughts），andhostility（predominantlyaggression，OPpOSitionalbehaviourandanger）  
WeremOrefrequentlyobservedcomparedtothosetreatedwithplacebo．   

J、・し・／′け／訂′イり・り／／川ハ、l油t／・・川＝両・∫  
Valdoxanshouldnotbeusedfbrthetreatmentofm年iordepressiveepisodesinelderlypatientswith  
dementiasincethesafttyandefncacyofValdoxanhavenotbeenestablishedinthesepatients．   

りl′′J／．J／恒一川仇′〃ん∴、  
Valdoxanshouldbeusedwithcautioninpatientswithahistoryofmaniaorhypomaniaandshouldbe  
discontinuedifapatientdevelopsmanicsymptoms・   

．＼一山．イ．人・ヾJ心ん山／J／…ノ．1ノ山．・  
Depressionisassociatedwithanincreasedriskofsuicidalthoughts，Selfharmandsuicide（Suicide－  
relatedevents）・Thisriskpersistsuntilsigniticantremissionoccurs・AsimprovelentmaynOtOCCur  
duringthenrstfbwweeksormoreoftreatment，PatientsshouldbecloselymonltOreduntilsuch  
improvementoccurs・ItisgeneralclinicalexperiencethattheriskofsuicidemaylnCreaSeintheearly  
stages of recovery. 
Patientswithahistoryofsuicide－relatedeventsorthoseexhibitingasignificantdegreeofsuicidal  
ideationprlOrtOCOmmenCementOftreatmentarekJlOWntObeatgreaterriskofsuicidalthoughtsor  
Suicideattempts，andshouldreceivecarefu1monitoringduringtreatment．Ameta－analysisofplacebo－  
COntrOlledclinicaltrialsofantidepressantsinadultpatientswithpsychiatricdisordersshowedan  
increasedriskofsuicidalbehaviourwithantidepressantscomparedtoplacebo，inpatientslessthan25  

yearsold．  
Closesupervisionofpatientsandinparticularthoseathighriskshouldaccompanytreatment  
especia11yinearlytreatmentandfo1lowingdosechanges・Patients（andcaregiversofpatients）should  
bealertedtotheneedtomonitorfbranyclinicalworsenlng，Suicidalbehaviourorthoughtsand  
unusualchangesinbehaviourandtoseekmedicaladviceimmediatelyifthesesymptomspresent．   

（■川〃／、／砧〟／＝〃llJ抽（●＝リ．I∴ノJ／〃／、ルリ・〉J、．・ハ・ハ・J／√明トノ．JJ川／J‥†J  
CombinationwithpotentCYPIA2inl1ibitorsiscontraindicated．Cautionshouldbeexercisedwhen  
PreSCribingValdoxanwithmoderateCYPIA2inhibitors（e・g・prOPranOlol，grePafloxacine，enOXaCine）  
Whichmayresultinincreasedexposureofagomelatine・   

血creα∫ed∫er〟研かα那α椚7〃α∫e∫．・  

Inclinicalstudies，elevationsofserumtransaminases（＞3timestheupperlimitofthenormalrange）  
havebeenobservedinpatientstreatedwithValdoxanparticularlyona50mgdose（seesection4・8）・  
WhenValdoxanwasdiscontinuedinthesepatients，theserumtransaminasesusuallyretumedto  
normallevels．Liverfunctiontestsshouldbeperfbrmedinallpatients二atinitiationoftreatmentand  
thenperiodicallyafteraroundsixweeks（endofacutephase），afteraroundtwelveandtwentyfbur  
weeks（endofmaintenancephase）andtherea氏erwhenclinicallyindicated．Anypatientwhodevelops  

3   



increasedserumtransaminasesshouldhavehisnlerliverfunctiontestsrepeatedwithin48hours・  
Therapyshouldbediscontinuediftheincreaseinserumtransaminasesexceeds3Xupperlimitof  
normalandliverfunctiontestsshouldbeperfbrmedregularlyuntilserumtranSaminasesreturnto  
normal．  

Ifanypatientdevelopssymptomssuggestinghepaticdysfunctionliverfunctiontestsshouldbe  
performed・ThedecisionwhethertocontinuethepatientontherapywithValdoxanshouldbeguided  
byclinicaljudgementpendinglaboratoryevaluations．Ifjaundiceisobservedtherapyshouldbe  
discontinued．  

CautionshouldbeexercisedwhenValdoxanisadministeredtopatientswhoconsumesubstantial  
quantitiesofalcoholorwhoaretreatedwithmedicinalproductsassociatedwithriskofhepaticirtiury．   

上αCわ∫ef乃わJerα〃Cg．・  

Valdoxancontainslactose・Patientswithrarehereditaryproblemsofgalactoseintolerance，theLapp  
lactasedeficiencyorglucose－galactosemalabsorptionshouldnottakethismedicine．   

4・5 Interactionwithothermedicinalproductsandothern）rmSOfinteractiotl   

PoJe〃ぬ／～〃JerαC血〝ぶq解c血gαgO∽eね血e．・  
AgomelatineismetabolisedmainlybycytochromeP4501A2（CYPIA2）（90％）andbyCYP2C9／19  
（10％）・Medicinalproductsthatinteractwiththeseisoenzymesmaydecreaseorincreasethe  
bioavailabilityofagomelatine．  
Fluvoxamine，apOtentCYPIA2andmoderateCYP2C9inhibitormarkedlyinhibitsthemetabolismof  
agomelatineresultingina60－fbld（range12－412）increaseofagomelatineexposure．  
Consequently，CO－administrationofValdoxanwithpotentCYPIA2inhibitors（e．g．fluvoxamine，  
Cipronoxacin）iscontraindicated．  

Combinationofagomelatinewithoestrogens（moderateCYPIA2inhibitors）resultsinaseveralfold  
increasedexposureofagomelatine，Whiletherewasnospecincsafttysignalinthe800patients  
treatedincombinationwithoestrogens，Cautionshouldbeexercisedwhenprescribingagomelatine  
WithothermoderateCYPIA2inhibitors（e・g・PrOpran0lol，grePanOXaCine，enOXaCine）untilmore  
experiencehasbeengained（SeeSeCtion4．4）．   

アoJ∽血J♪rβgO椚eJαJ加わq靡cJo〟ほr〝7edcf〃αノダrO血cわご  

1nvivo，agOmelatinedoesnotinduceCYP450isoenzymes．AgomelatineinhibitsneitherCYPIA2in  
VivonortheotherCYP450invitro・Therefore，agOmelatinewillnotmodifyexposuretomedicinal  
productsmetabolisedbyCYP450．   

Aゐdfc7〃αノダrO血cJ∫力なぁレム0〟〃dわ〆∬椚叩rO′eれ・  

Agomelatinedoesnotmodify丘eeconcentrationsofmedicinalproductshigh1yboundtoplasma  
proteinsorviceversa．   

0妨er〝柁成c加αJpro血cJ∫J  

Noevidenceofphamacokineticorpharmacodynamicinteractionwithmedicinalproductswhich  
COuldbeprescribedconcomitantlywithValdoxaninthetargetpopulationwasfoundinphaseI  
Clinicaltrials：benzodiazeplneS，lithium，ParOXetine，fluconazoleandtheophylline・   

dJco力0／．・  

ThecombinationofValdoxanandalcoholisnotadvisable．   

gJec／roco郡〟たルe血r軍）′作C7フニ  

ThereisnoexperienceofconcurrentuseofagomelatinewithECT．Animalstudieshavenotshown  
proconvulsantproperties（SeeSeCtion5・3）．Therefbre，ClinicalconsequencesofECTconcomitant  
treatmentwithValdoxanareconsideredtobeunlikely．   

4・6  Pregnancyandlactation   

Foragomelatine；noclinicaldataonexposedpregnanCiesareavai1able．Animalstudiesdonotindicate  
directorindirectharmfule脆ctswithrespecttopregnancy，embryonal／foetaldevelopment，parturition  

4   



OrPOStnataldevelopment（SeeSeCtion53）・Cautionshouldbeexercisedwhenprescribingtopregnant  
WOmen．   

Itisnotknownwhetheragomelatineisexcretedintohumanmi1k．Agomelatineoritsmetabolitesare  
excretedinthemi1koflactatlngratS．Potentialef托ctsofagomelatineonthebreast－ftedinginfanthave  
notbeenestablished．IftreatmentwithValdoxanisconsiderednecessary，breastfeedingshouldbe  
discontinued．   

4．7  Efftctsonabi］itytodriveandusemachines   

Nostudiesontheef托ctsontheabilitytodriveandusemachineshavebeenperfbrmed・  

However，COnSideringthatdizzinessandsomnolencearecommonadversereactionspatientsshouldbe  
Cautionedabouttheirabilitytodriveacaroroperatemachinery・   

4．8   Undesirableeffects   

Inclinicaltrials，OVer3，900depressedpatientshavereceivedValdoxan．  
Adversereactionswereusuallymildormoderateandoccurredwithinthefirsttwoweeksoftreatment．  
Themostcommonadversereactionswerenauseaanddizziness．  
Theseadversereactionswereusuallytransientanddidnotgenerallyleadtocessationoftherapy．  
DepressedpatientsdisplayanumberofsymptomsthatareassociatedwiththeillnessitselLItis  
thereforesometimesdifnculttoascertainwhichsymptomsarearesultoftheillnessitselfandwhich  
arearesultoftreatmentwithValdoxan．  

Adversereactionsarelistedbelowusingthefollowingconvention：VeryCOmmOn（≧1／10）；COmmOn  
（≧1／100to＜1／10）；unCOmmOn（≧1／1，000to＜1／100）；rare（≧1／10，000to＜1／1，000）；Veryrare  

（＜1／10，000），nOtknown（CannOtbeestimatedftomtheavailabledata）・Theftequencieshavenotbeen  
COrreCtedfbrplacebo・   

脱押0〟∫甲Je椚ゐor‘おr∫・■  

Common：headache，dizziness，SOmnOlence，1nSOmnla，mlgraine  
Uncommon：paraeSthesia   

砂eゐorderざ．■  

Uncommon：blurredvision  

G（フ∫Jrof〃Je∫J～〃dJdわor（ねr∫．・  

Common：rlauSea，diarrhoea，COnstlpation，upperabdominalpaln   

∫揖〃α〃d∫〟占c以rβ〃gO〟∫如∫〃e（九FOr（ねr∫  

Common：hyperhidrosis  
Uncommon：eCZema  

Rare：erythematousrash   

A血∫C〟わ∫たピノeJαJα〃dc（フ〃〃eC血eJf∫∫〃e（揖or（おr∫  

Common：backpain   

G（ヲ〃erαJd7∫Or（おr∫β〃dα加J〃扇r（ブタわ〃∫fJビCO〃d′Jわ〃∫．・  

Common：fatigue   

／／しハ′／け／リ／J・〃1・㌦、′れ／げ、  

Common：increases（＞3timestheupperlimitofthenormalrange）inALATand／orASAT（i．e．1．1％  
OnagOmelatine25／50mgvs．0．7％onplacebo）・  

Rare：hepatitis   

ハ、l・tイ～／＝／′●／し・し／／、＝●・／・ハ  

Common：anXiety  
Frequencynotknown＝Suicidalthoughtsorbehaviour（SeeSeCtion4・4）  
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4．9  0Yerdose   

Thereislimitedexperiencewithagomelatineoverdose・Duringtheclinica】development，therewerea  

ftwreportsofagomelatineoverdose，takenalone（upto450mg）orincombination（upto525mg）  

withotherpsychotroplCmedicinalproducts・Signsandsymptomsofoverdosewerelimitedand  
includeddrowsinessandepigastralgia．  
Nospecificantidotesforagomelatineareknown・Managementofoverdoseshouldconsistoftreatment  
Ofclinicalsymptomsandroutinemonitoring・Medicalfo1low－uPlnaSPeCialisedenvironmentis  
recommended．  

5  PHARMACOLOGICALPROPERTIES   

5・1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup‥Otherantidepressants，ATC－COde：NO6AX22   

Agomelatineisamelatonergicagonist（MTlandMT2reCeptOrS）and5－HT2CantagOnist．Binding  

Studiesindicatethatagomelatinehasnoe脆ctonnてOnOamineuptakeandnoafnnityforcL，β  

adrenergic＞histaminergic，Cholinergic，dopaminerglCandbenzodiazeplnereCeptOrS・  

AgomelatineresynchronisescircadianrhythmsinanimalmodelsofcircadianrhytlmdisruPtlOn・  
AgomelatineincreasesnoradrenalineanddopaminereleasespeC浦callyinthefナontalcortexandhas  
noinfluenceontheextracellularlevelsofserotonin．  
Agomelatineha5Showヮanantidepressant－1ikeefftctinanimalmodelsofdepression（leamed  
helplessnesstest，despalrteSt，Chronicmi1dstress）aswellasinmodelswithcircadianrhythm  

desynchronisationandinmodelsrelatedtostressandanxiety．  
Inhumans，Valdoxanhaspositivephaseshiftingproperties；itinducesaphaseadvanceofsleep，body  

temperaturedeclineandmelatoninonset．   

TheefntacyandsafttyofValdoxaninm毎ordepressiveepisodeshavebeenstudiedinaclinical  
PrOgrammeincluding5，800patientsofwhom3，900weretreatedwithValdoxan．  

SixplacebocontrolledtrialshavebeenperformedtoinvestigatetheshorttermefncacyofValdoxanin  

mqiordepressivedisorder：tWOflexibledosestudiesandfour重xeddosestudies．Attheendof  
treatment（OVer60r8weeks），Signincantefficacyofagomelatine25－50mgwasdemonstratedin30f  
thesixshortrtermdouble－blindplacebo－COntrOlledstudies・Agomelatinefhiledtodifftrentiatefiom  
Placeboinonestudywheretheactivecontrolfluoxetineshowedassaysensitivity．Intwootherstudies，  

itwasnotpossibletodrawanyCOnClusionsbecausetheactivecontroIs，ParOXetineandfluoxetine，  

failedtodifftrentiatefromplacebo．  
Efncacywasalsoobservedinmoreseverelydepressedpatients（baselineHAM－D≧25）inallpositive  
Placebo－COntrOlledstudies．  

Responserateswerestatistical1ysignificantlyhigherwithValdoxancomparedwithplacebo・  
Themaintenanceofantidepressantemcacywasdemonstratedinarelapsepreventionstudy・Patients  

respondingto8／10－Weeksofacutetreatmentwithopen－labelValdoxan25－50mgoncedailywere  
randomisedtoeitherValdoxan25－50mgoncedailyorplacebofbrfurther6－mOnths・Valdoxan25－  
50mgoヮcedai1ydemonstratedastatisticallysigni且cantSuPeri0ritycomparedtoplacebo（p＝0・0001）  
OntheprlmaryOutCOmemeaSure，thepreventionofdepressIVerelapse，aSmeaSuredbytimetorelapse・  

Theincidenceofrelapseduringthe6－mOnthsdouble－blindfo1lowupperiodwas22％and47％for  
Valdoxanandplacebo，reSPeCtively．   

Valdoxandoesnotalterdaytimevigilanceandmemoryinhealthyvolunteers・Indepressedpatients，  

treatmentwithValdoxan25mgincreasedslowwavesleepwithoutmodincationofREM（RapidEye  

Movement）sleepamOuntOrREMlatency・Valdoxan25mgalsoinducedanadvanceofthetimeof  
Sleeponsetandofminimumheartrate・Fromthefirstweekoftreatment，OnSetOfsleepandthequality  

OfsleepweresignificantlyimprovedwithoutdaytimeclumSinessasassessedbypatients・  
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InaspeCificsexualdysfunctioncomparativestudywithremitteddepressedpatients，therewasa  
numericaltrend（notstatisticallysignincant）towardslesssexualemergentdysfunctionthan  

VenlafhxineforSexEfftctsScale（SEXFX）drivearousalororgasmscoresonValdoxan・Thepooled  
analysisofstudiesusingtheArizonaSexualExperlenCeScale（ASEX）showedthatValdoxanwasnot  
associatedwithsexualdysfunction・InhealthyvolunteersValdoxanpreservedsexualfunctionin  
COmParisorlwithparoxetine．   

Valdoxanhadneutraleffectonbodyweight，heartrateandbloodpressureinclinicalstudies．   

InastudydesignedtoassessdiscontinuationsymptomsbytheDiscontinuationEmergentSignsand  
Symptoms（DESS）check－1istinpatientswithremitteddepression，Valdoxandidnotinduce  

discontinuationsyndromea負erabrupttreatmentcessation．  
Valdoxanhasnoabusepotentialasmeasuredinhealthyvolunteerstudiesonaspecificvisual  
analoguescaleortheAddictionResearchCenterInventory（ARCI）49check－1ist．   

5・2  Pharmacokineticproperties   

J／・、・川丁・J／＝〃・仙／／｛・ハ、り山／－′／／ハ  

Agomelatineisrapidlyandwell（≧80％）absorbedafteroraladministration．Absolutebioavailabilityis  
low（＜5％atthetherapeuticoraldose）andtheinterindividualvariabilityissubstantial．The  
bioavailabilityisincreasedinwomencomparedtomen．Thebioavailabilityisincreasedbyintakeof  
OralcontraceptlVeSandreducedbysmoking．Thepeakplasmaconcentrationisreachedwithin1to2  
hours．   

Inthetherapeuticdose－range，agOmelatinesystemicexposureincreasesproportionallywithdose．At  

higherdoses，aSaturationofthefirst－paSSeffectoccurs・  

Foodintake（standardmealorhighfhtmeal）doesnotmodifythebioavailabilityortheabsorptionrate．  
Thevariabilityisincreasedwithhighfatfbod．   

上）′∫Jr∫占〟Jわ〃．・  

Steadystatevolumeofdistributionisabout351andplasmaproteinbindingis95％irrespectiveofthe  
COnCentrationandisnotmodinedwithageandinpatientswithrenalimpalrmentbutthefreefraction  
isdoubledinpatientswithhepa‡icimpalrment．   

／〃・一丁′●J〃ゾ＝川＝／′川J・  

FollowlngOraladministration，agOmelatineisrapidlymetabolisedmainlyviahepaticCYPIA2；  
CYP2C9andCYP2C19isoenzymesarealsoinvoIvedbutwithalowcontribution．  
Them往IOrmetabolites，hydroxylatedanddemethylatedagomelatine，arenOtaCtiveandarerapidly  
COrリugatedandeliminatedintheurine．   

gJわ〃わ7α／わ〃．・  

Eliminationisrapid，themeanplasmahalfJlifeisbetweenland2hoursandtheclearanceishigh  
（aboutl，100ml／min）andessentiallymetabolic．  
Excretionismainly（80％）urinaryandintheformofmetabolites，Whereasunchangedcompound  

recoverylnurineisnegligible・  
Kineticsarenotmod沌eda負errepeatedadministration．   

肛／J．J＝Jり・り汗〃川J  

Norelevantmodificationofpharmacokineticparametersinpatientswithsevererenalimpalrmenthas  
beenobserved（n＝8，Singledoseof25mg），butcautionshouldbeexercisedinpatientswithsevereor  
moderaterenalimpairmentasonlylimitedclinicaldataareavailableinthesepatients（SeeSeCtion4、2）．   

／／小出し・／′叩、・ノ訂仙川－  

InaspeCi員cstudyinvolvingcirThoticpatientswithchronicmild（Child－PughtypeA）or㍗Oderate  

（Child－PughtypeB）liverimpairment，eXPOSuretOagOmelatine25mgwassubstantiallylnCreaSed（70－  

timesand140－times，reSPeCtlVely），COmParedtomatchedvolunteers（age，Weightandsmokinghabit）  
withnoliverfailure（seesection4．2，4．3and4．4）．  
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＝／桝ん・．ヾJ川ヴ・・ヾ、  

Thereisnodataontheinfluenceofraceonagomelatinepharmacokinetics．   

5．3  Preclinicalsafe吋data   

Inmice，ratSandmonkeyssedativeefftctswereobservedafterslrlgleandrepeatedadministrationat  
highdoses．  
Inrodents，amarkedinductionofCYP2BandamoderateinductionofCYPIAandCYP3Awereseen  
ffom125mgkg／daywhereas子n 

． 

studies．  

AgomelatinepassesintotheplacentaandfbetuseSOfpregnantrats・  
Reproductionstudiesintheratandtheral）bitshowednoe舵ctofagomelatineonftrtility，  
embryofbetaldevelopmentandpre－andpostnataldevelopment・  
Abatteryofinvifroandinvivostandardgenotoxicityassaysconcludestonomutagenicorclastogenic  
potentialofagomelatine．   

Incarcinogenicitystudiesagomelatineinducedanincreaseintheincidenceoflivertumoursintherat  
andthemouse，atadoseatleastllO－fo1dhigherthanthetherapeuticdose・Livertumoursaremost  
likelyrelatedtoenzymeinductionspec摘ctorodents・Thefrequencyofbenignmammary  
fibroadenomasobservedintheratwasincreasedwithhighexposures（60－foldtheexposureatthe  
therapeuticdose）butremainsintherangeofthatofcontroIs・   

SafttyphamacologystudiesshowednoefftctofagomelatineonhERG（humanEtheraLgO－gO  
RelatedGene）currentorondogPurkirtjecellsactionpotential．Agomelatinedidnotshow  
proconvulsivepropertiesatipdosesupto128mgn（ginmiceandrats・  

6  PⅡARMACEUTICALPARTICULARS   

6．1 Listofexcipients   

Tabletcore：  

－  Lactosemonohydrate  
＿   Maizestarch  

＿   Povidone  

－  SodiumstarchglycolatetypeA  
＿   Stearicacid  

－  Magnesiumstearate  
－  Silica，COlloidalanhydrous   

Film－COatlng：  

－  Hypromellose  
－  Yellowironoxide（E172）  

－  Glycerol  
－  Macrogol  
－  Magnesiumstearate  
－  Titaniumdioxide（E171）   

Printinginkcontainingshe11ac，prOpyleneglycolandindigotine（E132）aluminiumlake・   

6．2 Incompatibilities   

Notapplicable．   

‘．3  Sbelrlifb  
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3years・   

6・4  Specialprecautionsforstorage   

ThismedicinalproductdoesnotrequlreanySPeCialstorageconditions・   

6．5  Natureandcontentsofcontainer   

Aluminium／PVCblisterpackedincardboardboxes（calendar）．  

Packscontaining7，14，28，42，56，84and98且1m－COatedtablets，  
PacksoflOOⅢm－COatedtablets丘）rhospltaluse・  
Notallpacksizesmaybemarketed・   

6・6  Specialpreca11tionsfordisposal   

No special requirements. 

7  MARKETINGAUTHORISATIONHOLI）ER  

LesLaboratoiresServier  
22，rueGarnier  
F－92200Neuilly－SurqSeine  

France  

8  MARKETINGAUTHORISATIONNUMBER（S）  

9  I）ATEOFTIIEFIRSTAUTHORISATION／RENEWALOFTHEAUTⅡORISATION  

10   DATEOFREVISIONOFTHETEXT   

DetailedinfbrmationonthismedicinalproductisavailableonthewebsiteoftheEuropeanMedicines  
Agency（EMEA）i叫）‥／！’tvも、ニur・en3e乙！・CtlrOr）a・eu！・   



ANNEXII   

A．MANtJFACTURNGAtlTHORISATIONHOLDERRESPONSIBLE  
FOR BATCH RELEASE 

B．CONDITIONSOFTHEMARKETINGAUTHORISATION  
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A MANUFACTURINGAUTHORISATlONtlOLDERRESPONSIBLEFORBATCti  

RELEASE   

≠11】ユ＼、＿Jm】こ＝＝1ヾ・）＝lll＝l）州l直吋l廿‖－lし・・、い川川卜】し・l川二卜．tlしll－－l・】し・・l・：！、   

LesLaboratoiresServierIndustrie，905，rOutedeSaranN45520Gidy，France  
Servier（Ireland）IndustriesLtd，GoreyRoad－Arklow－Co．Wicklow，Ireland  
PrzedsiebiorstwoFarmaceutyczneANPHARMS．A．，ul．Annopo16B－03－236Warszawa，Poland  

Theprintedpackageleafletofthemedicinalproductmuststatethenam占andaddressofthemanufacturer  

responsibleforthereleaseoftheconcernedbatch・  

B CONDITIONSOFTHEMARKETINGAUTHORISATION   

●   CONDITIONSORRESTRICTIONSREGARI）INGSUPPLYANDUSEIMPOSEDON  
THE MARKETING AUTHORlSATlON HOLDER 

MedicinalproductsuりjecttomedicalprescrlPtlOn   

●   CONDITIONSORRESTRICTIONSWITHREGARDTOTHESAFEANI）EFFECTIVE  
USROFTI壬EMEDICINALIIROl）UCT   

TheMarketingAuthorisationHolder（MAH）shallensurethat，atlaunch，a11healthcareproftssionalswho  
areexperiencedtoprescribe／useValdoxanareprovidedwitheducationalmaterialscontalnlngthe  
払1lowlng：   

AsdescribedintheRMP，additionalriskminimisationactivityincludingeducationalmaterialwi11be  
providedtoprescribers・   

りIl－…再ヽぐヾ＝I、；tリ‖lltl・l廻iltl・l・、Illl…li＝＝1上こ吐   

TheprescribereducationalmaterialaboutValdoxan／Thymanaxwi11befbcusedon：   

－Thepotentialrisksofagomelatine  
＿TransaminasesElevations  

－InteractionswithpotentCYPIA2inhibitors（e・g・f］uvoxamine，Cipronoxacin）・   

－Guidancefbrhepaticfunctionscreening（Needtoperformliverfunctiontestsina11patients＝atinitiation  
oftreatment，andthenperiodicallyafteraroundsixweeks（endofacutephase），tWelveweeksandtwenty  
fburweeks（endofmaintenancephase）andthereafterwhenclinicallyindicated；   

TGuidanceincaseofclinicalsymptomsorliverfunctiontestsabnormality；   

－Cautiontobeexercisedwhentherapyisadministeredtopatientswhoconsumesubstantialquantitiesof  
alcoholorwhoaretreatedwithmedicinalproductsassociatedwithriskofhepaticlrUury；   

－Contra－indicationinpatientswithhepaticimpairment（i・e．Cirrhosisoractiveliverdisease）；   

－Contra－indicationinpatientsrecelVlngCOnCOmitantlypotentCYPIA2inhibitors・  
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●   OTIIERCONDITIONS   

タカαr椚αCOVJg血〃Ceサ∫re′〃   

TheMAHmustensurethatthesystemofpharmacovigilance，aSdescribedinversion4・Opresentedin  
Modulel．8．1．oftheMarketingAuthorisationApplication，isinplaceandfunctioningbeforeandwhilst  
theproductisonthemarket．   

月f∫た肋〃〟ge∽eJ7JPJα〃   

TheMAHcommitstoperformingthestudiesandadditionalpharmacovigi1anCeaCtivitiesdetailedinthe  
PharmacovigilancePlan，aSagreedintheversion4．00ftheRiskManagementPlan（FMP）presentedin  
themodulel．8．20ftheMarketingAuthorisationApplicationandanysubsequentupdatesoftheRMP  
agreedbytheCHMP，   

AspertheCHMPGuidelineonRiskManagementSystemsformedicinalproductsforhumanuse，the  
updatedRMPshouldbesubmittedatthesametimeasthenextPeriodicSafttyUpdateReport（PSUR）・   

Inaddition，anupdatedRMPshouldbesubmitted   
・WhennewinformationisreceivedthatmayimpactonthecurrentSafbtySpecincation，  
PharmacovigilanCePlanorriskminimisationactivities   

・Within60daysofanimportant（pharmacovigilanceorriskminimisation）mi1estonebeingreached   
・ attherequestoftheEMEA  
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ANNRXIII  

LABELLINGANDPACKAGELEAFLET  
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A．LABELLING  
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PARTICULARSTOAPPEARONTHEOUTERPACKAGING  

Outer carton 

OFTHEMEDICINALPRODUCT  

Valdoxan25mg坑Im－COatedtablets  
Agomelatine  

2．  STATEMENTOFACTIVESUBSTANCE  

Eachtabletcontains25mgofagornelatine．  

3． LISTOFEXCIPIENTS  

Containslactose．  
Seepackageleafletforfurtherinformation・  

4． PHARMACEUTICALFORMANDCONTENTS  

hlm－COatedtablets  

5． METHOI）ANDROUTE  OF ADMINISTRATION 

Readthepackageleanetbefbreuse・  

Oraluse．  

6． SPECIALWARNINGTIIATTHEMEI）ICINALPRODUCTMtJSTBESTOREDOUT  

OFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren・  

7． OTHERSPECIALWARNING（S  ，IFNECESSARY  
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8． EXPIRYDATE  

EXP  

9． SPECIALSTORAGECONDITIONS  

10． SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEI）ICINALPROI）UCTS  

ORWASTEMATERIALSI）ERIVEDFROMSUCHMEDICINALPRODtJCTS，IF  

APPROPRIATE  

11． NAMEANDADDRESSOFTHEMARKETINGAUTHORISATIONHOLDER  

LesLaboratoiresServier  
22，meGamier  
FN92200Neuilly－Sur－Seine  

France  

12． MARKETINGAUTHORISATIONNUMBER  

EU／0／00／000／000  

13． BATCHNUMBER  

Batch  

14． GENERALCLASSIFICATIONFORSUPPLY  

MedicinalproductsubjecttomedicalprescriptlOn．  

15．INSTRUCTIONSONVSE  

1‘． IN下ORMATIONINおRAILLE  

Valdoxan25mg  

lb   



MINIMUMPARTICULARSTOAPPEARONBLISTERSORSTRIPS  

BLISTER  

1．  NAMEOFTHEMEDICINALPROI）UCT  

Valdoxan25mgtablets  
Agomelatine  

2． NAMEOFT且EMARKETINGAt）THORISATIONHOLl）ER  

LesLaboratoiresServier  

3．  EXPIRYI）ATE  

EXP（MM／YYYY）  

4．  BATCHNけMI主ER  

Lot〈number）  

5． OTIIER  

M
。
N
T
U
E
W
E
。
T
H
。
m
S
A
T
紺
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B．PACKAGELEAFLET  
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PACKAGELEAFLET：INFORMATIONFORTHEUSER  

Valdoxan25mgfi］m－COatedtablets  

Agomelatine   

ReadaIlofthis）eafletcarefuIIybeforeyoustarttakingthismedicine．  

Keepthisleanet・Youmayneedtoreaditagaln・   

lfyouhaveanyfurtherquestions，aSkyourdoctororpharmacist．  

Thismedicinehasbeenprescribedfbryou．Donotpassitontoothers・Itmayharmthem，eVenif  

theirsymptomsarethesameasyours・  

Tfanyofthesideef托ctsgetserious，Orifyounoticeanysideefftctsnotlistedinthisleaflet，Please  

tellyourdoctororpharmacist・   

Inthisleaflet：  

1． WhatValdoxanisandwhatitisusedfor  
2． BeforeyoutakeValdoxan  
3． HowtotakeValdoxan  
4． Possiblesideefftcts  

5  HowtostoreValdoxan  
6． FurtheTinbma‡ion  

1． WHATVALI）OXANISANDWHATITISUSEDFOR   

ValdoxanbelongstoagroupofmedicinescalledantidepressantsandyouhavebeenglVenValdoxanto  
treatyourdepression・   

Depressionisacontinuingdisturbanceofmoodthatinterfereswitheverydaylife・Thesymptomsof  
depressionvary丘ornonepersontoanother，butoftenincludedeepsadness，ftelingsofworthlessness，loss  
ofinterestinfavouriteactivities，Sleepdisturbances，ftelingofbeingsloweddown，fbelingsofanxiety，  

Changesinweight．  

2． BEFOREYOUTAKEVALDOXAN  

DomottakeValdoxan   

ifyouareallergic（hypersensitive）toagomelatineoranyoftheotheringredientsofValdoxan（see  
’matfbldoxancontains’insection6）．   

ifyouaretakingfluvoxamine（anothermedicineusedinthetreatmentofdepression）or  
Cipronoxacin（anantibiotic）・   

ifyourliverdoesnotworkproperly（hepaticimpairment）・   

TakespecialearewithValdoxan  
TherecouldbesomereasonswhyValdoxanmaynotbesuitablefbryou：   
Ifyouhavealreadye竺Periencedorifyoudevelopmanicsymptoms（aperiodofabnormallyhigh  
excitabilityandemotlOnS）talktoyourdoctorbebreyoustarttakingthismedicineorcontinuewith  
thismedicine．   

1fyouaretakingmedicineknowntoafftcttheliver．Askyourdoctorforadviceonwhichmedicine  
thatis．  

Somepatientsmaygetincreasedlevelsofliverenzymesintheirbloodduringtreatmentwith  
Valdoxan．Yourdoctorwi11thereforerunlaboratoryteststocheckthatyourliverisworking  
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properlyattheinitiationofthetreatmentandthenperiodicallyduringtreatment・Basedonthe  

evaluationoftheseteststhedoctorwilldecidewhetheryoushouldcontinueusingValdoxanornot   
（seealsounder“1hwto（akefbldbxanninsection3），   
Ifyouaresufftringfromdementia，yOurdoctorwi11makeanindividualevaluationofwhetheritis  
SaftforyoutotakeValdoxan．   

Valdoxanisnotintendedforuseinchildrenandadolescents（under18yearsold）．   

乃0〟g加∫q／∫〟ねんねα〃dwor∫e〃f〃gめ0〟r（ブ如re∫∫わ〃  

IfyouaredepressedyoucansometimeshavethoughtsofharmlrlgOrkillingyourselfこThesemaybe  
increasedwhennrststartingantidepressants，Sincethesemedicinesalltaketimetowork，uSuallyabout  
twoweeksbutsometimeslonger．   

Youmaybemorelikelytothinklikethis：  
－ifyouhavepreviouslyhadthoughtsaboutkillingorharmlngyOurSelf．  
－ifyouareayoungadult．Information丘omclinicaltrialshasshownanincreasedriskofsuicidal  

behaviourinyoungadults（agedlessthan25years）withpsychiatricconditionswhowerebeingtreated  
Withanantidepressant．  
IfyouhavethoughtsofharmlngOrkillingyourselfatanytlme，COntaCtyOurdoctororgotoahospital  
Straightaway．   

Youmay重ndithelpfu1totellarelativeorclosefriendthatyouaredepressedandaskthemtoreadthis  
leaflet・YoumightaskthemtotellyouiftheythinkyourdepressionisgettlngWOrSe，Oriftheyare  
WOrriedaboutchangeSinyourbehaviour．   

Takingothermedicines  
Pleasetellyourdoctororpharmacistifyouaretakingorhaverecentlytakenanyothermedicines，  
includingmedicinesobtainedwithoutaprescrlptlOn・   

YoushouldnottakeValdoxantogetherwithcertainmedicines（Seealsounder砧Donottake拍lゐxan”in  
SeCtipn2）：fluvoxamine（an0thermedicineusedinthetreatmentofdepression），Ciprofloxacin（an  
antibiotic）．   

TakingValdoxanwithfbodanddrink  
Valdoxancanbetakenwithorwithoutfood．  

ItisnotadvisabletodrinkalcohoIwhileyouarebeingtreatedwithValdoxan．   

Pregmancy  
Talktoyourdoctorifyoubecomepregnant（orplantObecomepregnant）whileyouare．takingValdoxan．  
Askyourdoctororpharmacistforadvicebefbretakinganymedicine．   

Breast一鮎eding  

Talktoyourdoctorifyouarebreast－ftedingorintendingtobreast－ftedasbreastfbedingshouldbe  
discontinuedifyoutakeValdoxan，  
Askyourdoctororpharmacistforadvicebefbretakinganymedicine・   

Drivingandusingmachines  
Youmightexperiencedizzinessorsleepinesswhichcouldaffbctyourabilitytodriveoroperate  
machinery・MakesurethatyourreactionsarenormalbeforedrivingoroperatlngmaChines．   

ImportantinfbrmationaboutsomeoftheingredjentsofVa）doxan  
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Thismedicinecontainslactose．Ifyouhavebeentoldbyyourdoctorthatyouhaveanintolerancetosome  
SugarS，talktoyourdoctorbefbretakingValdoxan．  

3．  HOWTOTAKEVALI）OXAN   

AIwaystakeValdoxanexactlyasyourdoctorhastoldyou．Youshouldcheckwithyourdoctoror  
pharmacistifyouarenotsure・   

TherecommendedqoseofValdoxanisonetablet（25mg）atbedtime．Insomecases，yOurdoctormay  
prescribeahigherdose（50mg），i・e・tWOtabletstobetakentogetheratbedtime・   

Valdoxanstartstoactonsymptomsofdepressioninmostdepressedpeoplewithintwoweeksofstarting  
treatment．YourdoctormaycontinuetoglVeyOuValdoxanwhenyouareftelingbettertopreventyour  
depressionfromreturnlng・   

Donotstoptakingyourmedicinewithouttheadviceofyourdoctorevenifyoufもelbetter．   

Valdoxanisfbroraluse．Youshouldswallowyourtabletwithadrinkofwater．Valdoxancanbetaken  
withorwithoutfbod．   

Yourdoctorwi11runlaboratoryteststocheckthatyourliverisworkingproperlyattheinitiationof  
treatmentandthenperiodicallyduringtreatment，uSuallyafter6weeks，12weeksand24weeks，  
Therea氏ertestswi11betakenifthedoctorfindsitnecessary．  

YoumustnotuseValdoxanifyourliverdoesnotworkproperly・   

Ifyouhavetroublewithyourkidneys，yOurdoctorwi1lmakeanindividualevaluationofwhetheritissafe  
fbryoutotakeValdoxan・   

IfyoutakemoreValdoxanthallyOuShould  
IfyouhavetakenmoreValdoxanthanyoushould，Oriffbrexampleachildhastakenmedicineby  
accident，COntaCtyOurdoctorimmediately．  
TheexperienceofoverdoseswithValdoxanislimitedbutreportedsymptomsincludepalnintheupper  
PartOfthestomachanddrowsiness・   

IfyouforgettotakeValdoxan  
Donottakeadoubledosetomakeupfbrafbrgottendose．Justcarryonwiththenextdoseattheusual  
time．  

Thecalendarprintedontheblistercontalnlngthetabletsshouldhelpyourememberingwhenyoulasttook  
atabletofValdoxan．   

Ifyouhaveanyfurtherquestionsontheuseofthisproduct，pleaseaskyourdoctororpharrnaCist．  

4． POSSIBLESIDEEFFECTS   

Likeallmedicines，Valdoxancancausesideeffbcts，althoughnoteverybodygetsthem．   

Mostsideefftctsaremi1dormoderate．Theyusuallyoccurwithinthenrsttwoweeksofthetreatmentand  
are usually temporary. 
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Thefrequencyofpossiblesideeffbctslistedbelowisde重nedusingthefollowingsystem：   
・VeryCOmmOn（afftctsmorethanluserinlO）   
・COmmOn（af托ctsltolOusersin100）   
・unCOmmOn（afftctsltolOuserSin1，000）   
・ rare（affktsltolOusersin10，000）   
・Veryrare（afftctslessthanluse；in10，000）   
・nOtknown（倉equencycannOtbeestimated丘omtheavailabledata）   

Thesesideeffbctsinclude：  

Commbnsideefftcts：dizziness，Sleepiness（somnolence），difncultyinsleeping（insomnia），  
migraine，headache，ftelingsick（nausea），diarThoeチCOnStipation，upperabdominalpain，FXCeSSive  

SWeating（hyperhidrosis），backpain，tiredness，anXlety，increasedlevelsofliverenzymeslnyOur  
blod．  

Uncommonsideefftcts：Pinsandneedlesinthefingersandtoes（paraesthesia），blurredvisionand  
eCZema．  

Raresideefftcts‥SeriousskineruPtion（erythematousraSh），hepatitis．  
Othert）OSSiblesideefftcts：Suicidalthoughtsorbehaviour仲equencynotknown）．   

IfanyOfthesidee脆ctsgetserious，Orifyounoticeanysideefftctsnotlistedinthisleaflet，pleasetell  
yourdoctororpharmacist．  

5． HOWTOSTOREVALDOXAN   

Keepoutofthereachandsightofchildren．   

DonotuseValdoxanaftertheexpirydatewhichisstatedonthecartonandblister．Theexpirydaterefbrs  
tothelastdayofthatmonth．   

ThismedicinedoesnotrequlreanySpeCialstorageconditions．   

Medicinesshouldnotbedisposedofviawastewaterorhouseholdwaste．Askyourpharmacisthowto  
disposeofmedicinesnolongerrequired．Thesemeasureswillhelptoprotecttheenvironment．  

6．   FURTHERINFORMATION  

WbatValdoxan coれtai爪S  

TheactivesubstanCeisagomelatine．Eachtabletcontains25mgofagomelatine．  

Theotheringredientsare：  
・tabletcore‥1actosemonohydrate，maizestarch，POVidone，SOdiumstarchglycolatetypeA，  

・Stearicacid，magneSiumstearate，CO1loidalanhydroussilica．  

・tabletmm－COatlng‥hypromellose，glycerol，maCrOgOl，magneSiumstearate，ye1lowiron  

OXide（E172）andtitaniumdioxide（E171）．  

・Printingink：She11ac，prOpyleneglycolandindigotine（E132）aluminiumlake   

WhatVaIdoxanlookslikeandcontentsofthepack  
Valdoxan25mgfilm－COatedtabletsareoblong，Orange－yellowwithablueimprlntOf’companylogo’  
○ごゝ  
くこ7 0nOneSide．  

Valdoxan25mgnlm－COatedtabletsareavailableincalendarblisters．Packscontain7，14，28，42，56，84  

0r98tablets．PacksoflOOfilm－COatedtabletsarealsoavailableforhospitaluse．  
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Notal1packsizesmaybemarketed・   

MarketingAuthorisationHolderandManufhcturer：   

MarketingAuthorisationHolder  
LesLaboratoiresServier  
22，meGamier  
92200NeuillysurSeine－France   

Manuねcturer  

LesLaboratoiresServierIndustrie  
905，rOutedeSaran  
45520 Gidy 
Franc6   

Servier（Ireland）IndustriesLtd  

Gorey road 
Arklow－Co．Wicklow－lreland  

and   

Anpharm Przedsiebiorstwo Farmaceutyczne S.A. 
03－236Wa柑ZaWa  

ul．Annopo16B  
Poland   

Foranyinfbrmationaboutthismedicine，PleasecontactthelocalrepresentativeoftheMarketing  
AuthorisationHolder．  

Luxembourg／Luxemburg  
S．A．ServierBeneluxN．V．  

Tel：＋32（0）25294311   

Magyarorszag  
SeTVierHungaTiaK魚・  

Tel：＋3612387799  

Malta  

GALEPHARMALtd  
Tel：＋（356）21247082   

Nederland  

ServierNederlandFarmaB．V．  

Tel：＋31（0）715246700   

Norge  
ServierDanmarkA／S  
Tほ＋45364422（50  

ijsterreich 
ServierAustriaGmbH  

おelgi芭／Belgique／Belgien  

S．A．ServierBeneluxN．V．  

Tel：十32（0）25294311   

6も皿rapIⅢ  

CepB仏eMe脚X皿EOO苫  

TeJl．：十35929215700   

Cesk点republika  
Serviers．【．0．  

Tel：十420222118111  

Danmark  

ServierDanmarkA／S  
Tlf：＋4536442260  

Deutschlamd  

ServierDeutschlandGmbH  
Tel：＋49（0）895709501   

Eesti  

CentralPharmaCommunicationsOU  
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Tel：＋43（1）5243999   

PoIska  

ServierPoIskaSp．zo．0．  

Tel：＋48（0）225949000   

PortugaI  
ServierPortugal，Lda  
Tel∴＋351213122000  

Rom会nia  

ServierPharmaSRL  

Tel：＋40214020911   

SlovenlJa  
ServierPharma，d．0．Oっ  

Tel∴＋386（0）15634811   

SloveJ）Sk去republika  

ServierSlovenskospol．sr．0．  

Tel．：＋421（2）59204111  

Tel：＋3726400007  

E山鳥8α  

∑EPBIEE∧AA∑◎APMAKEYTIKHEnE  
T小・：＋302109391000   

Espa岳a  

LaboratoriosServierS．L，  

Tel：＋34917489630  

Framce  

LesLaboratoiresServier  

Tel：＋33（0）155726000   

Ireland  

ServierLaboratories（Ireland）Ltd．  

Tel：＋353（0）16638110   

Island  
Servier Laboratories 

C／0Icepharmahf  
Simi：＋3545408000  

Italia  

ServierItaliaS．p．A．  

Tel：＋39（06）669081   

Kli叩0弓  

Ⅹ．A．Ⅲα冗αg）ふ叩／α⊆＆∑iα八丁8  

T小：＋35722741741   

LatYija  
SIAServierLatvia  
Tel：＋37167502039  

LietuYa  

UAB“SERVIERPHAR舶M  
Tel：＋370（5）2638628  

Suomi／Finland  

ServierFinlandOy  
PuUTel：＋358（0）92798080   

Sverige  
ServierSverigeAB  
Tel：＋46（8）52250800   

United Kingdom 
ServierLaboratoriesLtd  

Tel：十44（0）1753666409  

Thisleafletwaslastapprovedin（dat？〉   

DetailedinformationonthismedicineisavailableontheEuropeanMedicinesAgency（EMEA）website  
r11tpニ／′‘www．enlea．el】1■OPa．eLl／  
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