ITAPAPTHMA I

MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX
Corlentor 5 mg emkaivppéva pe Aemtd vuévio dtokiol

Corlentor 7,5 mg smikaivupéva pe Aemtd vuévio diokio

2. HOIOTIKH KAI IOXOTIKH XYNOEXH

Corlentor 5 mg emukoivppéva pe Aertd vuévio diokio

Kdbe emcoloppévo pe Aemto vuévio diokio mepiéyet 5 mg ivabradine wg hydrochloride.

‘Exdoyo ue yvawaréc opaoeic:
Ka0e emxodvppévo pe Aentod vuévio diokio mepiéyet 63,91 mg Aaktoln povobddpikn.

Corlentor 7,5 mg emikaivupévo pe Aewtd vuévio diokio,

Ka0e emcorvppévo pe Aemtd vpévio diokio mepiéyet 7,5 mg ivabradine g hydrochloride.

‘Exdoyo ue yvworéc dpaceic:
Kda0e emkorvppévo pe Aemtd vpuévio diokio mepiéyet 61,215 mg hAaktoln povotiidpiki.

[Na tov TApN Katdroyo tv ekd0xwv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
EmkoAivppévo pe Aemtd vpévio diokio.

Corlentor 5 mg gmkoivuuéva pe Aertd vuévio dickio,

ZOUOV XPOUATOG, EMIUNKES, EMKOAVUUEVO L AETTO VUEVIO S10KI0 OLYOTOHOVLEVO KOl OTd TG SVO
TAEVPEC, YOPAYUEVO LE TNV EVEELEN «5» otn pia dyn kot 5= oy GAAN oym.

To d1okio umopei va doywpiotel o€ dVO i6eC SOGELG.

Corlentor 7,5 mg emxoloppévo pe Aentd vuévio diokia

ZOUOV YPDOUATOC, TPIYOVIKO, ETIKUAVUUEVO [E AETTO VUEVIO SIOKI0, YOpayUEVo e TNV Evoelén «7.5»
otn pio Oym ko ES™ oty dAAN Oym.
4, KAINIKEX TIAHPO®OPIEXZ

4.1 OepomevTIKEg EVOEiLelg

YOUTTOUOTIKA oy®yn TNe Ypoviac otabepnc otnddyync

H ivabradine gvdeikvotal yio T GUUTTOUOTIKY 0y@YR TG XpOViag otabepng otndayyng ot

OTEQOVININ VOGO GE EVIAIKEC UE PLGTIOA0YIKO QAEfokouPiko puOud kot kapdiakn cvyvotnto > 70

bpm. H ivabradine evésikvotai:

- o€ eVAKeg o1 omoiot £xovv dvoaveio 1 aviEvdelEn o xpnomn TV B-arokAEloTdOV

- N og cuvdvaoud pe B-amokielotég oe aobeveic Tov dev eEAEyyovTaL ETAPKMOG UE TN PEATIOT
doon B- amokAeloTy.



BepamevTIKN Ay®YN TG YPOVIOG KOPIIUKNG OVETAPKELOG

H ivabradine gvdeixvutat otn gpovia kapdiokn averdpketo katnyopiog I éoc IV katd NYHA, pe
GLGTOAIKY OLGAELTOVPYia, o€ EVAAIKES 0ioOevelg pe pAhefokopPicd puOud Kot Kopdiakn cuyvotnta >
75 bpm, g cuvdvooUd pE TVTTIKY OOy CLUTEPIAOUBOVOUEVIC TG ay®YNG LE PB-amokAielot) 1 dtav
N ayoyn pe B-amokielotn avtevdgikvutal 1) dgv yivetal avekt (BA mapdypagpo 5.1).

4.2 Aocoloyia Kol TPOTOS YOPNYNONS

Aocoloyia

ZOUTTOUATIKY Qywyn TS xpoviag otalepnc otnddyyns

Yuviotdron va AapBavetor 1 andeacn yio Evopén 1 TITAOToING TNg ayyng 0Tav VIAPYOVV
Sdradoykég petpnoelg g Kapdiakng cvyvotntog, HKI v epimatntikn 24wpn mapakoiovdnon.

H d60n évapéng g ivabradine dev mpémet va vrepPaivetl ta 5 mg 600 popég TNy nuépa og acbeveic
NAiog Katm tov 75 etdv. Metd and 1peic £0g 1éooepis efdopddes aywyns edv o acbevig
eEaxorovbel va givon coprtopaTiKdg, €6V 1 apytkn dOoM YiveTal KAl avVEKTY] Kot €4V 1 KOPOLOKT
ovyvotTTa Npepiog Tapapével Tave amd 60 bpm, 1 86om umopel va avénbel otnv exduevn vynAoTEPT
doom, oe acbeveig mov Aapfdavovy 2,5 mg dvo opéc v Nuépa 1 S Mg dvo eopég v nuépa. H 66om
ouvInpNoNG dev mpémel va, vepPaivet ta 7,5 Mg dVO QOPEG TNV NUEPO.

Edv dev onuelndei Bektimon twv otnbayyikdv copntoudtov péca o 3 pnveg and v Evapén g
aywyng, n ayoyn pe ivabradine mpénet vo S10kOTTETAL.

Emumiéov, mpénet va e€etdleton 1 S10K0TH TNG OY®YNGS, EAV 1] CUUTTOUATIKY AVTATOKPLOT| Vot LOVO
TEPLOPIGLLEVT] KO OTAV OEV OTUEIDVETOL KAMVIKE GYETIKY HEIDOT) TNG KOPSLOKNG GLYVOTNTOG NpERiag
HEGO GE TPELG PN VEG.

Edv kotd ™ didpkela g aywyng netwdel n kapdiokn cuyvotnta Katm ond 50 TaApovs ava Aento
(bpm) o€ npepio 1 edv 0 acevg EKINAMOEL GLUTTMOTO, TTOL GYETICOVTOL LE PBpadukapdio, OTwWC
CaAn, kommon 1 vtdTacn, 1 06on Tpénet va Tithomombel o€ yaunAodTEpQ Enimedal,
copmepopuPoavorévng Kat TG EAAYIoTNS 600mg Tev 2,5 mg 300 eopég tnv nuépa. (Lod diokio Tov

5 mg 600 popég v nuépa). Metd ) peiowon g d6ong, mpémet va mapakoiovdeitor n Kapdiokn
ovyvotta (PA. mapdypago 4.4). H ayoyn tpénet vo dtokdmTeTan v 1) KOPOK GUYvOTITO
Tapopével KaTm omd S0 bpm 1 €dv enpévouy T GLUTTOUATO TG Bpadvkapdiog, Tapd T Heiwon g
doong.

Ocpamevtinn aywyn e ypovias KopoLaKiS OVETGPKEINS

H ayoyn npénet va Eexvael povo oe aobevn pe otabepn Kopdlokr ovETapKELR. ZUVIGTATAL, O
Bepanv 10Tpdg va gival EUTEIPOS GTNV AVIHETOTIOT TNG XPOVINS KAPIIUKNG OVETAPKELOGS.

H cvving cuviotmdpevn d6on évapéng g ivabradine givar 5 mg 0o @opég thy nuépa. Metd amd 600
gfdouddeg aymyng, n 60om pmopel va avéndei ota 7,5 mg 800 popég Ty nuépa, £V 1 Kapdoky
ovyvotTa o€ Npepio mapapével otafepd Tavm amd 60 bpm 1 va peiwbdei ota 2,5 mg dvo eopég v
nuépa (oo diokio Tov 5 Mg 600 eopég v NUEPA), £AV 1 KaPSlaKn cuyvoTNTA GE Npepia givat
otabepd kdtw amd 50 bpm 1 o€ nepintmon cvuntOpdToOY TOL oYeTilovTat pe Ppadvkapdic, dmmg
CaAn, xémwon 1 votacn. Edv n kapdiakr cuyvotra eivor petagd 50 ko 60 bpm, tpénet va
Sdwnpeiton 1 86om TV 5 Mg dvo eopéc v Nuépa. Edv katd tn didpkela g aymyng, 1 Koepdtokn
ovyvoTTa perdvetal otobepd kdtom and 50 taipode to Aentd (bpm) o npepia i €dv o acbevig
EKOMADGEL CLUTTOROTO TTOV GYETIloVTaL pe Ppadukapdia, 1 0OCT TPENEL VO, LELDVETOL GTNV ETOUEVT|
younAoTepPn 8601 otovg acheveic mov Aapupdvovv 7,5 mg dvo popég TNV Nuépa i S Mg 500 popég TNV
nuépa. Edv 1 kapdioxn cvyvotta avéavetot otabepd ndvo and 60 maipnods to Aentd o€ npepia, N
doom pmopet va av&avetar otnv exdpuevn vynAdtepn d0om o€ acbeveic mov Aapupdavouv 2,5 mg 6vo
QOpPEC TV NUEPA T} S MP dVO POPEG TNV MUEPQL.

H aywyn npénet vo SokOmTETOL EGV 1] KOPILOKT GLYVOTNTO TapopéEVEL Kt omd 50 bpm 1 gdv ta
ovuntdpota g Bpadvkapdiog empévouy (BA. mapdypapo 4.4).

E1dikoi tinBuouoi

Hliiowuévor
e aoBeveic nhikiag 75 etdv kot Avm, cuvieTtdtal younAotepn 86om evapéng (2,5 mg 600 popéc v
nuépa, dMAadn ed dokio Twv 5 mg dVo EOPES TNV NUEPA) TPV TNV AOENGN TNG 0OoNG LE



TITAOTIOIN G, EAV (PEINOCTEL.

Negpixn averopkelo.

Agv amarteital Tpooappoyn e d0omg o€ acheveic e VEQPIKT aVETAPKELN Kal KABapoT KPEUTIVIVIG
mévo and 15 ml/min (BA. mapdypapo 5.2).

Agv vdpyovv ctotyeia yio acBeveig pe kdbapon kpeativivig youniotepn and 15 ml/min. H
ivabradine wpénel, ETOUEVOC, VO YPNCUYLOTOLEITOL TPOGEKTIKA GE AVTOV TOV TANOLGUO.

Hromirny ovemopxeio,

Agv amotteiton Tpocapoyn] g 80ong o€ acbeveig pe o nratikn averdpkela. [lpocoyn npénet va
dtvetat kotd ™ Yoprynon ivabradine oe acOeveic pe pérpla nroatiky avendpketo. H ivabradine
avtevdeikvotan og acbevelg pe cofopn Nratikn avendpkela, apov dev £xel peketn el o aLTOV TOV
mAnBuopd Kot avapévetar HeyaAn avénon g cvotnuotikng ékbeong (BA. mopaypdpovg 4.3 kot 5.2).

Toudrazpiog winBvouog

H aopdieia ko amotelecpatikotro g ivabradine og moudid nAikiog kdtw tov 18 g1dv dev £xovv

TEKUNPLOOEL.

Emnti Tov mapovtog dabécia dedopéva g aymyn yio T XpOVia KapSIoKn aVETAPKELD TEPLYPAPOVTAL
OTIS TOPOyPAPovs 5.1 kat 5.2 aAld dev pmopel va yivel cuotaot ywo T docoroyia.

Agv vapyovv d100€01La OEOOUEVA Y10, TN COUTTOUATIKY Bepameia Tng ¥pdviag otabepng otnBAyyNC.

Tpomog yoprynong

Ta dokia wpémetl va Aapavovor amd Tov oTOUATOS V0 PopES TNV NUEPQ, dNAadT o eopd To Tpwi
Kot pio o Ppadv, katd tn drbpkee TV yevpdtov (BA. Tapdypago 5.2).

4.3 Avtevoeigelg

—  YmepevaicOnoio 6tn dpactiki ovcia 1) 6€ KATOW0 omd T EKS0Y0 TOV AVOPEPOVTUL GTNV
apdypoeo 6.1

—  Kapdioxr cuyvotnrta og npepio xaunAdtepn and 70 maApods ovd AEmTd Tpv TNV ayoyn

—  Kapdioyevig katomAnéio

- O&0 épopaypa Tov pvokapdiov

—  XZofapn vrotaon (<90/50 mmHg)

—  ZoPapn NroTIKN AVETAPKELD

—  XOvdpopo vooovvtog prefokdpov

—  OiefoxopuPorkoAmikdg AmOKAEIGUOC

— Aoctafng M o&ela kapdlokn avemdpkeLo

—  E&bptmon amod Pnpatoddt (kapdiakn cuyvotnta mov emPAAAETOL ATOKAEIGTIKA OO TO
Pruatodotn)

— Aoctabng ombayym

—  KoAnokotmokdg amokAeiopog 3°° fabuov

—  Zuvdvacpdg pe 1oYvupols avacToAElc Tov Kutoypoduatog P450 3A4 6mmg aloikd
AVTIHVKN TN oK (KeToKOVALOAN, 1TpakovaloAn), Lakpoldikd avtiflotikd (khapiBpopvkivn,
gpubpopvkivn yopnyovpevn amd Tov 6TONNTOG, (ocapvkivn, teABpopvkivn), avactoreic HIV
mpmtedons (verpvaPipn, prrovafipn) kot veealodovn (PA. mapaypdeovg 4.5 ko 5.2)

—  Xvvdvacuodg pe Bepamopiin 1 Sthtialépn, mov givar pérpiot avactoreic tov CYP3A4 pe 1816t teg
peimong g kapdiakng cuyvotntag (BA. Tapdypago 4.5)

—  Konon, yahovyio kot yovaikeg pe SuvotdTnTo TEKVOTOINGNG Ol OTTOIEG JEV YPTCULOTOLOVY
KATOAANAQ ovTIGVAANTTTIKG péTpa (BA. Tapdypapo 4.6)

4.4 E101xég Tp0E100mou|oE1g KOl TPOPLAGEELS KOTA TN (prion

Amnovoia 00éhovc otic KAwikEC ekBdoegic og acbeveic ue cvurttouatikiy ypovia otafepn otnddyyn

H ivabradine gvdeikvotal LOvo Y1 T1 GUUATOUATIKY ay®YN TG xpdviag otabepnc otnOdayyng, yotin



ivabradine dgv £ygl 0QEAN Y1 T1g Kopdloyyelokeg EKPAGELS (7). ELPPUYUE TOV HVOKAPSiov 1
Kapdloyyelokog 0avatog) (BA. mapdypagpo 5.1).

Mérpnon g Kopdlokne cuyvoOTNTOS

Agdopévov 6Tt 1 kapdlakn cuyvoTTO UTOPEL VO TOPOVGLALEL CNUOVTIKES OIUKVUAVOELS LE TOV YPOVO,
pémel va AapuPavoviotl v’ Oyt S10d0yIKEC LETPNGELS TNE Kapdtaknc cuyvotntag, HKI' 7
wepmaTnTIKN 240pn Topakorovdnen, otav kabopiletar ) kKopdlakn cuyvotnta, TPV TNV Evapén
aywyng pe ivabradine kat e acBeveic Vo aywyn pe ivabradine 6tav e€gtdletal n TePinT®ON TNG
TItAomoinomg. Avtd oyvet kot yio ac0eveic e yaunAn Kapdlokn cuyvotnta, Wlaitepa 6Tav 1
KapdloKT ouyvoTTa HELdVETOL KATm amd 50 bpm 1 petd and peiowon g d6ong (BA. mapdypago 4.2).

Kopduokéc appuvbuieg

H ivabradine dev etvon anotelecpatiky 6t OepanevtiKyg ay®yn 1 TPOANYN TOV KAPIUKOV
appLOdV Kot TOAVAS YOVEL TNV OTOTELECULATIKOTNTA TNG OTOV EKONAGVETOL TayvoppLOuia (..
KOWALOKN 1] DTEPKOIALOKN TayLKapdia). Zuvenmg 1 ivabradine dev cuvioTdtol og acOeveic e KOATIKY
HopUopLYN N GAAEG Kapdlakég appubuieg mov exnpedlovv ) Aettovpyio Tov Aefokdupov.

e aoBeveic mov akoAovBovv aywyn pe ivabradine, etvat avEnpéEVog o kKivouvog ekdNAMONG KOATIKNG
pappoapvyng (BA. mapdypago 4.8). H koAmiky| popuapouyn stvar cuyvdtepn oe acbeveic mov
Aappdvovv Tantoypova aplodapdvi 1 1oyvpd avtioppuduikd katnyopiog I Xvviotdtol va
TopoKoAoVBOVVTAL KAVIKG G ToKTIKN Bdon ot acbeveic Tov Aapfdvouv aywoyn pe ivabradine ywo v
EUPAVION KOATIKNG HOPLOPLYNS (ELUEVOLGOG 1| TOPOEVGLUKNG), EVD TPENEL VoL GVUTEPIAAUPAVETOL
kot HKIT™ mapoakoiovBnon epodcov vrapyel kKAMvikn Evoeilln (m.y. o€ mepintwon emdevodeicog
omBdayyns, aohnuatTog TaAUdV, ATaKTov oELYLOV). Ot achevelc mpEmel va. EvUEPOVOVTOL Y10 TO
onueio Kol CUUTTAOUOTO TNG KOATIKNG LOPLOPLYNS KOl VA TOVG divetal 1) GUUPBOVAR VA EMKOV@VOHV
LLE TOV Y1OTPO TOLG, EAV OLTE EKONA®OOVV.

Edv exdnAwOel KOATIKN pHopropLyn KaTd TN OEPKELD TG AYOYNS, TPETEL va enoveseTaleTal
TPOGEKTIKA 1 GYECN 0OPELOVS — KIvOUVOL NG e€akolovBnonc g aymyng pe ivabradine AcBeveig pe
YPOVIO KAPOIOKT AVETAPKELD, TOL GLVOOEVETOL OO SLOTAPAYES TNG EVOOKOIAIIKNG EMAYWYNG
(amoxAelopdg aploTeEPOD OKELOVE, AMOKAEIGHOG 0eE10D GKELOVG) Kol KOTMOKO dVGLYYPOVIGUO TPETEL
va Tapokorovfoivior GTEVA.

Xpnhon og acBeveic pe koArokohoko omokieicud 2% Boduov

H ivabradine dgv cuviotdton o 000gveig pe KoATokotMokd amokAsloud 2°° Baduod.

Xpnon og acBeveic pe younin Kapdokn cuyvoTnTo

H ivabradine dev mpémet va yopnyeital o€ acOeveic mov Tpv TNV Evapén TG oy®yng EXOVV Kapolokm
oLyvoTNTA Yo uMAOTEPN 06 70 maAuovg avd Aentd o€ npepio (BA. Tapdypago 4.3).

Edv xatd ) didpreia tng aymyng 1 Kopdlokn cuyvotnta o€ npepio petmbei otabepd kdtw amd 50
bpm 1] €dv 0 acbevig exkdnimaoel copntodpoTa Tov oyetiloviat pe Bpadvkapdia, dmwg {aAn, kénwon 1
oTOOT, TPEMEL VO LEL®OET 6TAdIOKA 1) dOOT 1 VO SLOKOTEL 1 Oy®YN, €AV 1 KAPSLOKT GLYVOTNTA
mapopeivel kdtm omd S0 bpm 1 ta cvumtdpaTe TG Ppadvkapdiog empévouy (BA. mapdypoeo 4.2).

2uvovaoudc ue anokAelotéc dlavAwV aofectiov

H tavtoypovn yopnynon g ivabradine pe anokAelotég diadimv acPectiov mov HEIOVOLY TV
KapdloKN cLuVOTNTA OGS M Pepamapiin 1| 1 Sthtwalépn avtevosikvotat (PA. Tapaypdeovg 4.3 kot
4.5). Aev &yel 1ebel BEPO aGPALELONG OVOPOPIKA LE TO GLVOVACUO TG ivabradine pe VITpdOM Kat
SHOPOTVPLOVIKOD TOITOV ATOKAEITTEG SLOAWV acfectiov 6nwg N aprodimivny. H emmpdcsbetn
anmotelecpatikotnTa ¢ ivabradine o cuvévacud pe 1H3PoTVPIBIVIKOD THTOV ATOKAEIGTEG SIUVAMV
acPeatiov dev Exet texkunplodel (BA. wapdypago 5.1).

Xpdvio KopOoKN AVETAPKELD,




H xopdiokn averdpkela npémnet vo, ivar otabepn, Tpiv e€etootel n yopnynon g ivabradine. H
ivabradine mpénel va yopnyeitan pe mpocoyn o€ 0oBeVEIG Le KOPSIOKT) OVETAPKELD AEITTOVPYIKNG
katdraéng IV katd NYHA, Aoym tov meploptopévay 0edouévmy o€ antov Tov TAnucuo.

Eykeoaliko eneicddo

H ypnfion tng ivabradine d&v cuVIGTATOL AUECHC PETH OO EYKEPOALKO EMEIGOO10 KOOMG SV VITAPYOLY
otoyeia YU VTG TIG TEPIMTMOGELS.

Omtikn Asttovpyio

H ivabradine ennpedalet ) Aettovpyia Tov apAnctpoedn Agv vdpyovv evoei&els To&kng
eMidpoomng amd TN pokpoypovio aywyn tng ivabradine otov apeipinotpocidn (BA.wapdypago 5.1). Av
EUPAVICTEL U1 AVOUEVOUEVT EMOEIVMOT TNG OTTTIKNG AElTOVpYiog, TpEmel vo. e&eTaleTal To eVOEYOUEVO
dwaxomng g aywyns. [dtaitepn mpocoyn npémet va aokeitar oe aobevelg pue HeEAayypOOTIKN
apeipAnoctpocidonddeta.

Aocbeveic e votaon

Ta ototyeia wov vdpyovV yio 0cOeveic e NI EOC HETPLOL LTOTOGCT EIVOL TEPLOPIGUEVO KOL GUVETMG
n ivabradine mpénel va yopryeitol pe Tpocoyn o€ avtovs toug acbeveic. H ivabradine avtevésikvotot
og acbevelg pue coPfapn vrotaon (aptnploxy| nieon < 90/50 mmHg) (BA. mapdypago 4.3).

Kolmikn pappapvyn — Kapdwokéc appvbuisg

Agv vrdpyovv otoryeia Kivddvov gppdviong (vrepPoiikng) Ppadvrapdiag KaTd TNV EXTAVAPOPE TOL
oAePokoppikod pvBpov, 6tav EeKva 1 apprakoAoYIKn Kapdloovitaln o€ acbeveig mov akoAovBovv
aywyn pe ivabradine. Q6t660, AOY® 0mOLGIOG EKTETAUEVOV GTOLXEI®V, TO EVOEXOUEVO UN ENEIYOVOOG
Kapdloavataéng pe cvveyopevo pedpa Bo mpénel vo eEetdletan 24 dpeg petd tnv televtaio 60om
ivabradine.

Xpnon ot acBeveic pe ovyyevéc ovvopouno QT N Tov akoAovHovv ay®myn PLE QUPUOKEVTIKA TPOTOVTO.
OV _EMUNKVVOLV T0 didotnua QT

H ypnon ivabradine ce acOeveic pe ovyyevég obvopopo QT 1 wov axoAovBoldv aymyn pe
QOPUOKEVTIKA TTpoidvTa Ta omoia emnKOVoLY 1o dtdotnua QT mpénet va amoeevyetat (BA.
mapaypaeo 4.5). Edv o cuvdvacudg ivorl arapaitntog, anaiteitol 6Tevi] KapdOloAoyIKn
mTapoKolovOnom.

H peiomon g kapdiokng cuyvotntag mov mpokaieitat amd v ivabradine, propei va emdevacel mv
emunKvvon tov dtuotpatog QT to omoio umopel va mpokarécel GoPapéc appubuiec, £101KOTEPA THV
Kotk Tovkapdio diknv pundiov (7orsade de pointes).

Yreptaoikol acOeveic mov yperdloviar aAAYEC GTNV GVIIWTEPTUGLKT OY®YN TOVC

Ortav mpaypatorolovvtol aAlayég ot Oepaneio aclevavy pe xpovia KapdlaKn aveTapKeLd, Ol 0TT0ioL
axoAovBovv aywyn pe ivabradine, n aptnproxy wicon Oa Tpénel va Tapakorovbeitar avd TokTd
Swothpata (BA. mapdypago 4.8).

Exdoya

To pappakevtikd Tpoidv mepiéyel Aaktoln. Ot acheveig pe omavia KAnpovoukd TpoBAnuato
dvoavetiag ot Yolaktoln, LE aVETAPKELD OAMKNG AUKTAONG 1| dSucamoppoPnon YAuKOIng —
YohokTolng eV TPEMEL VO, TOIPVOLV QVTO TO PAPUOKEVTIKO TPOIOV.



4.5 AlMAiemopdoeis pe GAho QUPRIKEVTIKA TPOIOVTO KO GALES POPPEG IAANAETIOPAOYS

DapuoKodVVaUKES OAMNAETIOPATELS

Aev ooVIOTATAL TAVTOYPOVH YOPHYHON

Dapuorevtikd Tpoiovro mov exyunkdvovy 1o didotnue QT

—  Kopdayysiokd ooppokeutikd Tpoiovia mov empunkovouy to dstdotnpo QT (m.y. kvidivn,
S1G0TLPALION, UTETPLOIAT, GOTAAOAT, BOVTIAIOY, apL0dapOV)

—  Mn Kopdtayyelokd QapUOKELTIKA TPOIOVTa, OV emUnKLVOLY 10 dtdotnua QT (m.y. mpolidn,
Qimpac1dovn, oepTvodiT, LeQAOKIVY, aAopavTpivn, mevTaudivrn, cilampion, epvBpopvkivn pe
gvooQAEPLa yoprynom)

H tavtdypovn xopnynomn Kapdoyyelok®mv Kot un Kopdloyyek®v QopULOKEVTIKMY TPOIOVIWOV TOV

emumkovvouy 1o dtdotnue QT pe ivabradine wpénetl va amo@eVyETOL, YIOTL UTOPEL 1] EMUNKLVOT TOV

QT vo emdevaobel and T peimon g kapdiokng cvyvotnrag. Edv o cuvdvacudg eivar aroapaitnrog,

amotteiton otV Kopdioroykn mapakorovdnon (PA. mapdypago 4.4).

Tovtdypovn ypnon e mpoooyn

Aiovpntixd wov usidvovy to koo (Bsialidika diovpntixa kKol 0100pNTIKG THS OYKDANC)

H vrokohoipio propei va avénoet tov kivduvo appubuidv. Kabog 1 ivabradine umopei va
TpoKoAEceL Ppadukapdia, TO ATOTEAEGE TOV GLVOVAGHOD VIOKaALLiG Kol Bpadvkapdiog
amoteAel Tapdyovta Tpodiddeong yio v epeavion cofapdv appududy, Wiaitepa og acbeveic mov
glte MOy® ovyyevig avouaiiog gite TpokaioOpevo and kdmolo ovoia epeavilovy mopaTETOUEVO TO
dwotnua QT.

DopuokoKvNnTIKEC OAANAETIOPACELC

H ivabradine petafoiileton povo amd 1o CYP3A4 kot givan Todd acBevig avaoToiéns avTtol Tov
KUTOYPOUATOG,.

"Exet amodetytel 6t1 1 ivabradine dev ennpedletl 10 HETAPOAICUO KOL TIG GLUYKEVIPADGCELS TOV GAA®DY
vrooTpoudteov Tov CYP3A4 (Mmmv, LETplov Kol IeYupdV avacTOAE®V) 610 TAAGUA. Ol avaeTOAEIC
Kot emarymyelg tov CYP3A4 tetvouy va adinAiemidpovv pe v ivabradine kot va exnpedlovv to
UETUPOAICUO KAl T QOPUAKOKIVITIKY TNG 6€ Babud KAvikd onpoavtikd. Meiéteg aAnAenidpaong
&yovv amodeiet 6T1 o1 avaotoieic Tov CYP3A4 av&davouv Tig ouykevTpooels ivabradine oto TAdca,
€V 01 ETYMYEIG TIC petdvouy. Ot avénuéves cuykevipmoels ivabradine oto mAdopo propet va
cuvdéovtal pe kivduvo vepPoikng Bpadvkapdiag (BA. mapdypago 4.4).

AVTevoeiEels TowToXpovyg YopHNynong

loyvpol avaoroleic tovo CYP3A4

H tavtoypovn yopnynon woyvpov avactoréov tov CYP3A4, 61mg aloAKd avTuknTnooKd
(xeTokovaloAn, rtpakovaloAn), pakpoAdikd avtifrotikd (KAapiBpopvkiv, epudpopvkivn omd Tov
otopatog, Locapvkivn, teMBpopvkivn), avactolreic e HIV mpotedong (velpwvaPipn, pitovafipn)
Kot vepalodovn avtevdeikvotal (BA. mapdypago 4.3). Ot woyvpoi avactoreic tov CYP3A4
ketokovaloAn (200 mg pio eopd v nuépa) Kot Looapvkivn (1 g dvo eopéc v Nuépa) adénoay
péon éxbeon tng ivabradine oto mAdopa Katd 7 mg 8 popés.

Mézpior avaoroleic tov CYP3A4

Ewdwcéc peréteg ardnienidpaong og vyieig eBehovtéc kan acheveig £d€1&av 0TL 0 GLVOVAGUOC TNG
ivabradine pe Tovg Tapdyovteg SIATIalEUN N PEPATOUIAN TOV LELDOVOLY TNV KAPOLOKT cLYVOTNTO E1YE
oav anotéAespa TNy avénon g ékbeong g ivabradine (avénom g AUC katd 2 £¢ 3 popéc) Kot
emmAéov T pelmaon g Kopdakng cuyvotntag katd 5 bpm. H tavtoypovn xopnynon g ivabradine
LLE OVTA TO POPUAKEVTIKA TTpoidvTa avtevdeikvotat (BA. mapdypao 4.3).

Aev oovioTdTal Tavtoypovn yopnynon



H éxbeom oty ivabradine Suthacidotnke LETE 0md cuyyopnyNoN KE YO Ykpémepout. ETopévag,
TPETEL VO OTOPEVYETAL 1) KATOVAAWDGCT) YUUOV YKPEITPPOLT.

Tavtoypovy yoprnynon pe mpopovlalels

Métpior ovaoroleic oo CYP3A4

H tavtoypovn yoprynon ivabradine pe dAlovg pétpiovg avactoreic tov CYP3A4 (m.y.
@AovKovalOAN) umopei va emtponel pe 60om Evapéng to 2,5 mg 600 POPES TV NUEPA KL EPOCOV 1)
Kapdiakr ocvyvotnta npepiog eival peyolvtepn amd 70 bpm, pe mapaxorovOnon g Kapdiakmng
oVYvOTNTOC.

Eroywysic tov CYP3A4

Ot emaywyeic tov CYP3A4 (m.y. pupopmikivy, BapBrrovpikd, eawvvtoivn, Hypericum perforatum [St
John’s Wort]) pumopei va, peudcsovv v €kbeom kot tn dpactikdtta ¢ ivabradine. H tavtoypovn
YOPNYNON QPUPUAKEVTIKAOV TPOTOVT®V mov endyovy to CYP3 A4 pmopel va amottel tpocappoyn g
d6om¢ ¢ ivabradine. ‘Exet amodeyytet 0T1 0 cuvovacuodg ivabradine 10 mg 600 gopéc v nuépa pe St
John’s Wort vrodimhacialer tnv AUC tng ivabradine. H Afyn St John’s Wort npénet va mepropiletan
Katd TNV aywyn pe ivabradine.

AMdeg ovyyopnynoeis

Edwcéc peréteg aAdnienidpaong dev £xouv amodei&el KAVIKA onIovTIKT EXIOpacT T@V aKOAoLOmY
QOPLOKEVTIKOV TPOIOVTIWV GTI| QOPLOKOKIVITIKY Kot QOPHOKOSVVAIKY NG ivabradine: avactoleig
avtiog mpotoviov (openpaloin, Aavoonpaloln), cikdevaeiln, avactoieic tng HMG CoA
pedovktdong (cypactativn), StHdPoTLPIIBVIKOD TOHTOV OMOKAEIGTEG SLOA®Y acPectiov (apAiodutivn,
Aoaodmivny), dtyo&ivn kot Papoeapivn. Emmiéov, dev onpeiddnke kKAvikd onpoaviky exidpoor e
ivabradine otn @appaxoxkivntikny g oypaoctativng, aplodmivng, AacduTivng, 6T GOPLOKOKIVITIKY|
KOl QAPLOKOSVVOLIKT TG Otyo&ivig, Bapeapivng Kot 6T @opUOKOSVVOULKY] TG 0oTLPivic.

e Paocikég kKhMvikég pedéteg paong I, to akdAovba eapUaKeLTIKA TPOIOVTO GLVIVAGTIKAY KOVOVIKA
ue ivabradine, yopig va wapatnpndovv avnouynTikég eVOEIEELS: aVAOTOAEIS TOL LETOTPENTIKOD
ev{hpov g ayysotacivng, avtaywoviotég ayystotacsivig I, B-amokieiotés, dlovpnTikd, TapayovTES
avTL-aAd0GTEPOVNG, VITPIKA LaKpag kot Bpayeiag didpketog dpdong, avactoreic HMG CoA
PESOVKTAOTG, PUUTPATES, AVACTOAELS OVTALOG TPOTOVI®MV, avTIOOPNTIKE 0O TOV GTOUNTOG, AGTLPivN
KoL AL OVTL-OULOTETAALOKE QAPLLOKEVTIKA TPOTOVTO.

Howwrpikde TAnbvoudc

Meléteg aAinAenidpaong £xovv TpayuatTonombel Lovo o€ eVIAIKEC.
4.6 LCovipdtnTae, kinon kot yorovyiao
Tuvaikeg pe dvvatdTnTo TEKVOTOineNg

Ot yvvaikeg pe dvvatodtnta Tekvomoinong, Bo tpémetl Katd tn S1apKEL TNG Oy®YNGS, VA YPTCULOTOLO0V
KATOAANAQ avTIGVAANTTTIKG péTpa (BA. Tapdypapo 4.3)

Kinon

Agv vtapyovv 1 givar Teplopiopéva To ototygia yio ) xpron g ivabradine oe gykvouc.

Meléteg oe melpopatolma Exovv 0eigel TOEIKOTNTO GTNV OVOTAPOY®YIKT IKOvOTNTA. Ot HEAETEG OVTEG
&yovv deiet euPpvoTo&iKdTNTO KOl TEPOTOYEVETIKEG EMOPAGELS (BA. Tapdypago 5.3). O evdeyduevog
kivdvvoc Yo tov avBpomo givorl dyvootog. Etopévag, 1 ivabradine ovtevdeikvotol katd v komon

(BA. mapdypapo 4.3).

Todovyia
Meléteg og melpapatolma deiyvouv 4ti 1 ivabradine amexkpiverol oto pnTpikod yaia. Emopévac, n

ivabradine avtevdeixvuton kotd tn didpketa Tov nlaocpod.
O1 yuvaikeg mov xpnlovv Oepomeiag pe ivabradine, Oa mpénet va Stakoyouvv T yolovyio Kot vo
EMAEEOVY EVOAAOKTIKO TPOTO SLOTPOPT|S TOV TOLS10V.



Tovipdnto
Meléteg og apovpaiovg dev £xovv dei&el EMOPACT] GTN YOVILOTNTA APGEVIKMV Kot OnAvkadv (PA.
Topaypapo 5.3).

4.7 Emodpdceig otnv iIKavotnTa 001Y101G KOl (EIPIGHOY PN avLaTOV

H ivabradine dev £xet xapia 1 £yl aonuovn eXidpAGT GTV KOVOTNTO XEIPIGUOD UNYOVILATOV.

Mia g0k perém yio v aloddynon g mibavig emidpaong g ivabradine oty Kavotnta

001 yNoNG TPUyUATOTOMONKE GE VY1Elg eBehovTég, 6TOVG 0moiovg dev SLUMIGTMONKE LETAPOAN TNG
anddoong oty 0o ynon. Eviovtolg, avagépbniay, petd tmv KukAopopio Tov Tpoidvtog, mEPIGTATIKG
daTapayuévng kavotntag odynong Aoym opboiukdv copntopdtov. H ivabradine propei va
TPOKAAEGEL TAPOIKA QOTEWVE POIVOLEVE, TOV GUVIGTOVTOL KUPlmg o8 PaToyieg (BA. mapdypapo 4.8).
H mBovn exdAmon TET01mV QOTEWVOV QUVOUEVOV TPETEL VO Aapdvetal v’ dyn Katd Ty odnynon
1M TO XEPIGUO UNYOVILATOV, GE GLVONKES OTTOL UTopel va cuUPodv apvidieg petaforég g Evraong
TOL PMTOC, O10{TEPA KOTA T1 VOYTEPVT] 0O YNOT).

4.8 Avem@opnteg evépysieg

TIepiAnyn Tov TPOEIA acEALELNC

Ot o ovvnBelg avemBounteg evépyeleg pe ivabradine, eival Ta ®TEWVA EAVOUEVE, (POTOWIES)
(14,5%) kon m Bpadvkapdia (3,3%). Avtég eivar docoe&aptdpeves kot oyetiCovtal pe
QOPUOKOAOYIKT OpAGT TOV PUPLOKEVTIKOD TPOIOVTOC.

Hivakag Tov avemBounTmv evepyelmv

Ot okdrovBeg avemBOuntec evépyeleg avaeépOnkav katd TN OdpKeEW KAWVIKOV JOKIUMV Kol
Kototdooovtol pe Baon v akdrovdn cuxvotnta: Todd cuyvég (21/10), ovyvég (21/100 émg <1/10),
oyt ouyvég (=1/1000 éwg <1/100), omdvieg (=1/10.000 £mg <1/1000), moAd omavieg (<1/10.000), un
Yvootég (dev pumopobv va ektipnfovv pe Baon ta dabéoya dedopéva).

Koamnyopia / Opyovikd cootqua | Zvyvotnra [Ipotipmdpevog 6pog
Awrtopayés Tov aponomtikov | Oyt cuyveg Hoowooeiiia
KOl TOL AELLOIKOV GUGTILLOTOG
Awotapoyéc ToV HETABOMGLOV Oy ovyvég Ynepovpryopio
ko tng Opéyng
Awtapay£g Tov VEupLkov Yoyveg Kegpararyia, covinfog Tov
GULGTILLOTOG TPADTO UV AYWOYNG
Z4An mbova Aoy
Bpadvkapdiog
Oy ovyvec™ YvyKomn, mhoava Adym
Bpadvkapdiog
OpBoipukég droTapayésg IToAb cvyvéc Dotevd Qovoueva (EOTOWIES)
Xuyvég Oaumnn dpacn
Oy ouyvec* Awmhorio
Ontikn dwtapayn
Awrtapoyéc Tov OTOG KoL TOV Oy ovyvég Tayyog
AafupivBov
Kopdiakég dratapoyés Suyvég Bpaodvkapdio
KoAmokotMokdg amokAEIGHOg
1 BaBpov (tapateTapévo
duaotnua PQ oto
NAEKTPOKAPIIOYPAPN QL)
KotMokég EKTaKTEG GLGTOAEG
KoAmikn popuopouyn
Oy ovyvég AloOnpo moApov,
VIEPKOIALOKEG EKTOKTEG




GUGTOAEG, TOPATETUUEVO
duaompa QT oto
NAEKTPOKOPOLOYPAPTLLOL

TToA0 omdvieg

KoAmoxothokodg amokAelopog
2°° BaBpov. KoAmokotioog
amokAelopog 3°° fabpov

2Hvdpopo vosohvtog
oAefoxoupov

Ayyelokég datapoyég Suyvég Mn puBulopevn aptnplok
migon
Oy coyvéc™ Ymnotoon, mbavd Adym
Bpadvkapdiog
Awotapoyés Tov avamvevotikoy | Oyt cvyvég Avornvoun
GLGTNLOTOG TOV OdpaKa Kot
oV UecofwpdKiov
Awotapoyés Tov yootpevteptkoD | Oyt cvyvég Novrtio
AvcrotdtnTa
Avgppora
Kook aAiyoc™*
Awotapoyég Tov dEPUATOC Kal Oy cuyvéc™ Ayyerooidnuoa
TOV VTTOJOPIOV 1GTOV E&dvOnua
Xméviec* Epvfnpua
Kvnouog
Kvidwon
Awtopayég Tov poookeretikod | Oyt cuyvég Mvikoi oracpol
GUGTNLLOTOG KOl TOV GUVOETIKOV
1670V
Awotapoyéc Tov veppav Kot twv | Oyl cuyvég AvEnpévn kpeatvivn aipotog
0VPOPOPWV 00V
Fevikég datapayég ko Oyt ovyvéc* AioOnpo advvapiog, mbava
KOTOGTAGELS TG 0000 Aoy Bpadvkapdiog
YOPNYNOoNG AloOnpo k6mwong, mbavd Adym
Bpadvkapdiog
Xméviec* AioOnpa koxovyiog, mboavé

Aoy Bpadvkapdiog

* Yuyvotnto oo vworoyileton amd KAWVIKEC LEAETEC, V1o ovemBvuunTEC EVEPYELEC 0o avbopunTe
xvotm Y G W G Y HUNTEG EVEPYELEQ punteg

ovapopES

[Ieprypoon emAEYUEVOV QVETIOVUNTOV EVEPYELDV

Dotevd povopeva (eotoyieg) avapépdnioy and 1o 14,5% tov acbevdv Kot Teptyplooviol wg
TOPOOIKT AVENUEVT] POTEWVOTNTO GE TEPLOPIGLEVT TEPLOYN TOVL OTTTIKOV TTEdiov. [TupodotovvTan
cLVNBmG amd aLEVidlES SIOKVUAVGELS TG EVTAOTS TOL POTOG. Ol oToyieg umopel emiong va
TEPLYpAQOvVTUL G GA®, d1doTaoT EIKOVAS (PavOIEVO GTPOPOCKOTIOV 1 KAAEOOOKOTIOV), AAUTPd
APOUATIOTO POC 1) TOAAUTAG €idmAa (draTrpNon TG EKOVAS 6TOV ApPIPANGTPoEd”]). Ot poTtoyisg
Eextvolv cuVB®E HECH GTOVG TTPATOVG OVO PNVEG TNG AYOYNG Kal, LETA amd ovTd TO JAGTNHA,
umopel va erovaiapfavovtal. Ot potoyieg avaeépnkav wg Nmag £mg péTpiag éviaonc. Oleg ot
POTOYIEC VTTOYDPN oAV KOTA TN OdpKELD 1 LETA TNV ay®yN, He TNV TAgtovotnta (77,5%) va et
VIOYWPNOEL KOTA TN SAPKELD TG oy YNG. Atyotepo and 10 1% tov acbevav dAlaée Tig Kabnueptvég

TOV GLVNOELEG 1] SLEKOWE TNV AYDYT YO TI POTOVIES.

Bpadvkapdio avaeépOnke amod to 3,3% tov aclevdv, 1d1aitepo Kot ToVg TpdTovS 2 e 3 unveg
ayoyns. To 0,5% tov acBevav exdfiwoe coPapn Ppadvkapdia katm amo 1 ion ue 40 bpm.




2 perétn SIGNIFY mapatnprnke koAmikn| pappoapuyn oo 5,3% tov achevav mov Aappavoy
ivabradine oe oOykpion pe 3,8% g opddag £1KovVIKOD OPUAKOVL. Xe peta-avilvon oAmv tov Pdong
/1T Suwhé TOPA®Y ELEYXOUEVOV KAVIKDV PHEAETAOV, OLAPKELNG TOVAGYIGTOV 3 UNVOV, OOV
ocoumepneOnkay méve amd 40.000 acbeveig, 1 cuyvOTNTA ELPAVIONG KOATIKNG LOPLOPVYNAG NTAV
4,86% otovg acbeveic mov élafav ivabradine, cuykprtikd pe 4,08% cTovg paptupeg eAéyyov, mov
avtieToyel og avaroyio kvovvou 1,26, 95% CI [1,15-1,39].

X perét SHIFT, tepiocotepol aobeveilc ekONA®GOV ETELGOII0 ALENUEVIC OPTNPLOKNG TTECTG EVD
axorovBovsav aywyn ue ivabradine (7,1%), cuykptrikd pe Toug acbeveic mov AMaufovay eikovikd
@appako (6,1%). Ta enelcddio AVTA HTOV O GVYVA OUECHG LETA TNV AALOYT TNG AVTIVTEPTUGIKNG
ay®ynG, Tav Tapodikd Kot dgv exnpéacay Tn Bepamevtikn dpdon tng ivabradine.

Avaopd mbovoroyoduevav avemfounTmv EVEPYEIDOV

H avagopd mibavoroyoduevmy ovemBountov evepyeidv PeTd amd T Yop1ynon Adelog KVKAOPOPIiag
TOL QOPUAKEVTIKOV TPoidVTOog eivan onuovTikn. Emttpénet tn cuveyn mopakolovnon g oyéong
0PEAOVG-KIVOHVOL TOV QUPLAKEVTIKOD TPOIGVTOG. ZNTEITOL OO TOVG EMAYYEAUATIEC TOV TOUEN TNG
VYELOVOUIKTG TTEPIBaiymc va avapépovy onolecdnmote ThavoroyoOUEVESG OVETBOUNTES EVEPYELES
LEG® TOV €BVIKOV GUGTNATOG AVOPOPAS TOV avaypdeeTal oto [lapaptnua V*.

4.9 Ynepoocolroyia

ZUUTTOUOTO

H vrepdocoroyia umopel va wpokaréoel coPapn Kot mapatetapévn Bpadvkapdia (BA. Tapdypapo
4.8).

Avtyetomion

H cofapn Ppadvkapdio tpémetl vo avtipet@mileTol COUTTOUATIKE GE EEEIOIKEVIEVO TTEPIPAAAOV. €
nepintoon Ppadvkapdiog pe acBevi arpodvvapikn avoyr, tpénet va eEetdletal n yopriynon
CUUTTOUOTIKNG 0YYNG oL B mepthapPdvel evOo@AEPia yopnyoOUEVH QOPLOKEVTIKA TPoidvTa B-
d1éyepong, OTMC 1 1ooTPEVAAIVY). MTopel vo. EQapLOoTEL TPOCOPIVI KAPILOKT NAEKTPIKT
Prnuatoddtnon, bv amarteital.

5. ®APMAKOAOI'IKEXZ IAIOTHTEXZ
51 DoppuokodvvapKEg 1010TNTES

Doppoakobepamevtikn kaTnyopin: kapdiakn Bepaneia, Al Kapdiakd okevdcpata, kmdikoc ATC:
CO01EB17

Mnyaviouodg dpdong

H ivabradine givat apiyng mapdyovtag pHeimong g KapdloKng cuyvoTnTaS, TOV Opa. e EKAEKTIKT Kot
€101KT] AVOGTOAN TOL PEVATOS [t TOV KApSLKOL BratoddTn), TO 0moio EAEYYEL TV OLTOLOTN

106 TOAKY] EKTOA®OT 6T0 PAePdKOpPOo Kot puOuilel TNV Kapdiakn cuyvotnTa. Ot Kapdlokég
emdpaoelc elvar E101KEC Y10, To PAEPOKOUPO, Y®PiG ETIOPACT GTOVS YPOVOVS EVOOKOATIKNG,
KOATOKOIAOKNG 1] EVOOKOIMOKNG 0y®YNG, OVTE GTI GUGTAATIKOTNTO TOV LLOKAPOIOL 1] TNV KOIAHKT
EMOVOTOA®OT).

H ivabradine pnopei eniong va aAAnAemidpacel pe 10 apeBAnctpoedikd peopa h mov Holdlel moAd
LE TO KOopdloko Jr. ZOPUETEYEL OTN YPOVIKT SIOKPLTIKY| IKOVOTI T TOL OTTIKOD GLUGTNLOTOG,
neplopifovtog v aueiPAnctpoediky andkpion oe epebicuata éviovov eotoc. Katm amd cuvinkeg
TP0odOTNONG (T.). Tayeleg peTAPOAEG TG POTEWVOTNTAG), 1| LEPIKT| BVAGTOAT TOV Ih amd TNV
ivabradine mpokoiei To poTEWVA Potvopeva Tov pmopel vo eppavilovy mepiotactokd ot aobeveic. Ta
OOTEWVA PUIVOLEVA (POTOWIEC) TEPTYPAPOVTOL MG TUPOIIKT ALENUEVT] POTEVOTNTO GE TEPLOPICUEVN
TEPLOYN TOL OonTIKOV TEdiov (PA. Tapdypao 4.8).
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DapuoKodVVaUKES ETOPECELC

H x0pra poppokodvvapukn widtta g ivabradine otovg avOpmdmovg givat 1 e101kn 6060eEapTOUEVN
peimon g kapdiokng cuyvotntag. H avdivon g peimong g kapdlokng ouyvotntag pe d0GEIS £
20 mg 600 POpPES TNV NUEPA DTOJEIKVVEL Ui TAOT TPOG EUPAVICT] ETTESOV KOPOL (TANT®), 1) OToia
ouvoéetal pe PE®pEVO Kivouvo cofapng Bpadvkapdiog kdtm amd 40 bmp (PA. Tapdypago 4.8).

211c cuvNbElC GUVIGTOUEVES OOGELS, 1] UEI®ON TNE KAPSIAKNG cLyvoTNTOS Elval mepimov 10 bmp ce
npepio ko katd TV doknon. Avtd £xel cav omTOTEAESUA TN PEIDOT TOV KAPSIOKOV POPTIOV £PYOV Kot
NG Katovalmong o&uyovou amd To LuoKApd1o.

H ivabradine dgv ennpedlet tnv evookapdlOKT oY@y, T CLOTUATIKOTNTA (ATOVGI0, APVITIKNG

woTpOTOL SpAomnc) N TNV KOIAMOKY EXAVOTOAWDOT):

—  0& KMVIKEG NAEKTPOPLCIOAOYIKES HEAETES, 1) ivabradine dev giye Ko enidpaoT GTOVS YPOVOLG
KOATOKOWAOKNG | EVOOKOIMAKNG aywyng 1| oTa dtopbmpéva dactrpata QT

— o¢g aobeveic pe duoleltovpyia TG aplotepng KolAiag (kKAdopa E@ONoNG aplotepng KowAlog
[LVEF] peta&d 30 kot 45%), 1 ivabradine dev eiye kapud profepn enidpacn oto LVEF.

KAwvikn omote A eooTikOTTO KOl 00 QAAELNL

H avtiomBoyyikn Kot avTi-toyoikn aroteheopatikdtro g ivabradine peietOnke o mévte SimAég
TVPAEG TV OO UEVES HeAETES (Tpelg EvavTt placebo kot amd pio EvavTt atevoAOANg Kot
oaprodumivig). Ztig peréteg autéc cvumeptAnednkay cuvolikd 4.111 acBeveig pe ypdvia otabepn
omOayyn, ek Tov onoiwv o1 2.617 éhafav ivabradine.

H ivabradine 5 mg 600 popéc Nepnoing ATOSEYTIKE AMOTEAEGUOTIKY] GTLG TOPAUETPOVS TG
dokipaciog komwong péoa oe 3 émg 4 efdopdodeg aywyne. H arotedecpatikdtnra empPeformbnke pe
ta 7,5 mg 600 opég TNV NUEPA. ZVYKEKPIUEVA, TO EMTPOGHETO OPEAOC TAV® amd To 5 mg 600 QOpEg
™V NUEPa TEKUNPLOONKE GE EAEYYOUEVT LEAETN AVOPOPAS EVAVTL ATEVOAOANG: 1] GLVOALKT ddpKeLDL
doknong Katd tnv Heeon avénonke tepitov katd 1 Aentd petd omd Eva pva oyoyng pe S mg dvo
QOPEC TNV NUEPA Kot PEATIOONKE TEPAITEP® KATA GYESOV 25 deVTEPOLETTO UETA OO EMTAEOV
dtdotnua 3 unvav pe LITOXPEMTIKN TITAOTOINoT 6Ta 7,5 Mg 600 QopEG TNV NUEPA. XTN HEAETN VTN,
T, AVTIOTNOAYYIKA KoL aVTL-IoYoikd o@éAn g ivabradine emBefoimnkav oe acBeveig nlikiag 65
eT0V Kot dve. H amotedecpatikdmra tov 5 Kot tov 7,5 mg 600 popég v nuépa ftav otabepn o€
OAEG TIG HEAETES, OGOV APOPE OTIC TAPAUETPOLS TNG SOKIUAGTNG KOTWOONS (CLVOMKTY| StPKELL
aoxnong, xpovogs £mg TNV eKONAMON TEPLOPLOTIKNG 6TNOA&YYNS, XPOVOS £C TNV ekdNAmSN oTNOAYYNS
Kol xpovog €mG TNV Katdomaot Tov dtoothpatog ST koatd 1 mm) kot cuvdédnke pe peiwon kotd 70%
nepimov Tov Toc0cTov otnfayyikdv Kpicewv. H xopnynon ivabradine 800 gopég tnv nuépa mapeiye
OLLOLOLLOPPT] OTOTEAECUATIKOTNTA KB’ OO TO 24mpo.

e pio TuYoTOMUEVT], EAEYYOUEVT LE ELKOVIKO PAapuaKo PEAETN oL TteptElaPe 889 acbeveig, n
ivabradine mov yopnynonke oe cuvdvacud pe atevoldin 50 mg pio popd nuepnoing (0.d) £deiée
EMMALOV ATOTELEGUATIKOTNTA € OAEG TIC TapapéTpous AK 610 KaTmdTEPO ONUElD TNG dPACTIKOTNTAG
oL QopudKov (12 ®peg PeETA TNV 0Td TOL GTOUATOG YOPTyNon).

X pio Tuyoomomuévn, EAEYYOLEVT LE ELKOVIKO PAapLako HEAETN oV TteptélaPe 725 acbeveig, n
ivabradine dgv £d€1Ee emmpOceTN amoTEAEGLATIKOTNTO OTAV GLVOLAGTNKE e OUAOdUTiv) 0T don
VOEONG TG OPACTIKOTNTOC TOV Papudiov (12 dpeg puetd ™ ANy omd T0v GTOUATOS), EVD avTifeTa
Katadelydnke emmpdcoOeTn AmOTEAEGLOTIKOTNTO GT Pdon ayuns (3-4 dpeg petd t Aym amd Tov
oTOLOTOG).

e pio TUYOOTONUEVT), EAEYXOUEVT] UE EIKOVIKO PAPLOKO HEAETN oL TeplteAdpuPove 1.277 acbeveic, n
ivabradine £3€1&e OTATIOTIKAOG ONUAVTIKY] ETMITPOCHETT OMOTELECUATIKOTITA MG ATOKPLOT OTNV Ay®YN
(n omoia opiletar w¢ o peimwon kotd TovAdylotov 3 otnBayylkdv enclcodiov avd efdopdda Kar M
po avénon tov xpovov katd TovAdyiotov 60 s péypt TV KoTdomacn tov daotiuatog ST katd 1
mm, ot ddpkewn dokooiog kénwong AK) o6tav cuvovdomnke pe aprodimiviy 5 mg pio eopd
nuepnoing (o.d.) M vipedurivn GITS 30 mg pia @opd muepnoiong (o.d.) om edon Veeong g
dpaoTIKOTNTOC TOL Papudkov (12 dpeg petd ™ Aqyn omd tov otouatog ¢ ivadbradine) kot Yo pio
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nepiodo aymyng 6 epoopadov (OR = 1,3, 95% CI [1,0-1,7]; p=0,012). H ivabradine dgv £€deile
emmpochern SpacTIKOTNTA G€ OgVTEPEHOVTO KATOANKTIKA onpeio otig mapapétpoug AK ot @don
Veeong TG OPACTIKOTNTOC TOV  QOpuakov, eved avtibeto  katadeiybnke emmpdcobetn
OTOTELECUATIKOTNTO OTN GAoT atyung (3-4 dpeg LETA TN AQYT 0O TOL GTOUNTOG).

H anoteleopatikétnta g ivabradine dtatnpndnke TAnpwg kad’ 6A0 To TPIUMVO 1 TETPALVO
dtonua aymyng netald Tmv HEAETMV amoTeELEcUATIKOTNTOC. Agv mapatnpnOnkay evdeitelg
(QOPLOKOAOYIKNG OVOYNG (ATMAELD ATOTEAEGLATIKOTITOC) KOTA TN SIGPKELD TNG OYYNG OVTE
oawvopeva, avalomopwong (rebound) katd v aipvidla dtakomn ¢ ayoyns. H avtietnBayyikn kot
OVTI-IOY oK dpdon g ivabradine cuvoédnke pe 00G0eEUPTOUEVEG LEIDGELS TNG KOPIIOKNG
GLYVOTNTOG KO GNUOVTIKT LEIMGN TOL YIVOUEVOD GUYVOTNTAG-TiEoNG (KAPOLOKT GLYXVOTNTA X
GULGTOAIKN apTNPloKkT Tieon) og npepio kot Katd Ty acknor. Ot emdpacelg oty apTnploKy mieon
KOIL TNV TEPLOEPIKN AYYELOKT AVTIOTACT) NTAY TOAD LIKPEG Ko Ol KALVIKG GTIULOVTIKEC.

Y acbeveic mov éhaPav ayoyn pe ivabradine yio TovAdyiotov éva €106 (N=713) Stomotdbnke 6T
Sdwnpeiton N peimon g Kapdakng cuyvotntas. Agv mapotnprdnke enidpaocn oto petaforliopd g
YAVKOING N TV MTidimv.

H oavtiomnOayyikn Kot avTi-loy oK amroTeEAESHOTIKOTNTA TG ivabradine diatnpnnke oTovg
SaPntikotg acBeveic (n=457), e TapOROL0 TPOPIA AGPAAELNG CLYKPITIKE LLE TO GUVOALKO TANBVGUO.

Mo peyadn perétn éxPaong, n BEAUTIFUL, npaypatomomOnke og 10.917 acbeveic pe otepaviaio
voc0 Kt dSucettovpyia g aprotepng Koldiag (LVEF <40%) oe cuvdvacud pe ) Pértiom Bepameio
vroPdaBpov Kt pe 10 86,9% 1wV acbevav va Aappdvovv B-amoxieiotéc. To KOpro civBeTo KpLTrplo
QTOTEAECLLATIKOTITAG TOV O Kapdiayyelakoc Bdavartog, voonieio yio 0£0 Epepaypa Tov pvokapdiov 1
voonieia ya véa gpeavion 1 emdeivaon kapdlakng avendpkelas. H pedétn dev €dei&e dapopd oto
TOOCO0GTO TOV TPWTEVOVTOS GVVOETOL TEAIKOD onueiov oty opdda, tng ivabradine oe cOykpion pe v
opdda mov eAdpuPave eikovikd eapuako (oxetikdc kivovvog ivabradine: sucovikd eapuaxo 1,00,
p=0,945). Ze pio post-hoc vroopdda achHevov pe coprTOUOTIKA GTNOAYYN KATA TV TVYOLOTOINoN
(n=1507), dgv e£axpipddnke KAMO10 GO, TOV APOPOVCE TNV OOPAAELD OO0V APOPE TOV
Kapdloyyelokd Bdvato, T voonieia yio o0& EUEPAYLLO TOL LLOKOAPSIOV 1§ TNV KOPOIOKT OVETAPKELL
(ivabradine 12.0% évavtt eikovikov eapudakov 15.5%, p=0.05).

Mio, peydin perétn éxpaong, n SIGNIFY, tpayuatonomdnke o 19.102 acbeveig ue otepoviaio voco
Kot yopic KAvikn ekdnlwon kapdiakng avemdpkewag (KEAK > 40%), emmpocheta g PErTIomC
TUTIKNG ayoYNS. Xpnowomoinke Bepamevtikd oynua VYNAOTEPO NG EYKEKPLEVNS H0COAOYING Yia
™ voco [evapktpia 66on 7,5 mg b.i.d. (5 mg b.i.d, edv nlicia > 75 etdv) kon TitAomoinon émg 10 mg
b.i.d]. To xVplo cHVBETO KPITHPLO ATOTEAECUATIKOTNTAG NTOV KAPAAYYEINKOC Bdvatog | un potpaio
EM. H perétn dev €dei&e dapopd otn cuyvOoTNTe TOV TPOTELOVTOG TEAKOD oNueiov peTa&y TV
opddwv ivabradine kot gikovikob @oppdkov (oxeTikog Kivduvog ivabradine/siovikd @appaxo 1,08,
p=0,197). Bpadvkapdio avapipdnke oto 17,9 % tov acbevodv g ouddog ivabradine (2,1% oty
opada eIKOVIKOD Qoppdkov). Bepamapiln, diitialéun 1 woyvpovg avactoreic tov CYP 3A4 éhafe to
7,1% twv acevdv, katd tn didpreld TG LEAETNG.

IMopatnpnnke MHKpN OTATICTIKG ONUOVTIIKY aOENCN TOV TPMOTEVOVTOG TEMKOL oOneiov o€
npokoabopiopévn vo-opdda aclevav pe otBdayyn xoatnyopiag I katd CCS 1 vynAdtepng katd v
évapén (n=12049) (etowo mocootd 3,4% évavtt 2,9%, oyetikdg Kivouvog ivabradine/eicovikd
eapuaxo 1,18, p=0,018), aAld Oyt oty vmo-opdda TOvV cvvolkoh TANOvouod pe ooV
karnyopiag > | katd CCS (n=14286) (oyetixdc kivévvog ivabradine/sikovikd appoxo 1,11, p=0,110).
H vymAdtepn g eyKeKpéVNg 600G TOL YPNCILOTOMNONKE GTN UEAETY] OEV EPUNVEVEL TANPWOS OV T
TO. ELPNLOTAL

H perétn SHIFT fjtav pio peyddn molvkevpiky, 61eBvig, Tuoyoomompévn, SImAG TVQAT, EAEYYOUEVN
£VOVTL EIKOVIKOV Qapudicov perétn Ekpfaong mov mpaypotonomnke og 6505 evilikeg acbeveig e
otafepn ypovia kapdiokn avermdpketa (yio > 4 gfdopadeg), karnyopiog I £wg 1V katd NYHA, pe
petmpévo khdopo eEmOnong aprotepng kotdiog (KEAK < 35%) kat kapdiokn cvxvotta og npepio. >
70 bpm.

Ot acBeveic Aapufavoy Tomikn aywyn mwov meptelapPave B-amoxielotéc (89%), avactoreig tov MEA
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N/xat avtoyovietés ayyeotacivng I (91%), dtovpntikd (83%) kot mopdyovteg avTi-aAdosTEPOVIG
(60%). Znv opdda ivabradine, o 67% twv acBevav AauPave 7,5 mg 600 popég tnv nuépa. H péon
didpketa apakorobnong nrov 22,9 uivee. H aymyn pe ivabradine cuvdénke pe uéon peioon g
Kapdlakng cuyvotntag katd 15 bpm ce oyéon pe v apyn Ty tov 80 bpm. H dwapopd g
KapdloKng cuyvoTnTag HETa &l Tav dvo opddwy ivabradine kot eikovikod apudkov frav 10.8 bpm
o11¢ 28 nuépeg, 9.1 bpm otovg 12 pfveg ko 8.3 bpm otovg 24 pnvec

H perétn anédeiée KAVIKA Kol GTATIGTIKA GTIOVTIKT Heimon Tov oeTikod Kivdvvou katd 18% oto
TOGOGTO TOV TPOTEVOVTOC GVVOETOL TEAKOD GTUEIOV KOPILYYELONKNG BvNnottdTnToC Kot voonAgiog
MOyo emdsvodeicag kapdiokng averdpketog (oyetikog kivovvog: 0.82, 95%CI [0.75; 0.90] -
p<0.0001) gupavn péoa og 3 unveg omd v Evapén g aywyns. H peioon tov amdivtov kivdhvov
ntov 4,2%. Ta aroteréopata Tov TPOTEHOVTOC TEAMKOD omnpeiov KaBodnyovvrar Kupimg oo Ta TEAMKA
ONUELN TOL APOPOVY TNV KAPILOKT OVETAPKELX, VOOAEID AOY® eMOEVmBEICAG KOPIIOKNG
avemdpkelog, (amdAVTOC Kivouvog HEldpEVOG KoTd 4,7%) kat 0avatol AOYm KapdloKNG OVETAPKELNS
(amdivtog kivovvog petmpévos katd 1,1%).

BepamevtiKn Opdon 610 TpwTevoV cHvOeTO TEAKS oMpeio, Ta EMUEPOVE oNLElD TOV Kol TOL
devtepedovta TEAIKA orueio

Ivabradine Placebo Yyetikog kivovvog | T p
(N=3241) (N=3264) [95% CI]
n (%) n (%)

Tpwtedov ohvOeTo TeMkd onueio | 793 (24.47) 937 (28.71) | 0.82[0.75;0.90] | <0.0001

Empépovg onpeio tov ovvheTov
TEAKOD ompeiov:

- Kapdiayyeiarog Bévatog 449 (13.85) 491 (15.04) 0.91[0.80; 1.03] 0.128
- Noonieia Aoym emdevmbeioag 514 (15.86) 672 (20.59) 0.74 [0.66; 0.83] | <0.0001
KA

Ala devTEPEHOVTO TEAKA

onueio:

- @dvorog kGbe artioroyiog 503 (15.52) 552 (16.91) 0.90 [0.80; 1.02] 0.092
- Odvatog Moym KA 113 (3.49) 151 (4.63) 0.74 [0.58;0.94] 0.014
- Noonieia kae ortioroyiog 1231 (37.98) 1356 (41.54) 0.89 [0.82;0.96] 0.003
- Noonheia k/o. outiohoyiog 977 (30.15) 1122 (34.38) | 0.85[0.78;0.92] | 0.0002

H peiwon tov mpwtedovtog teAtkod onpeiov Tapoatnpodvtay otabepd aveEdptnta omd eOAO,
katnyopia NYHA, kapdiokr ovETUPKELN IGYOLUKNAG 1 U1 IGYXOUUIKNS OLTIOAOYIOG KOl TTPOTYOVEVO
16TOPIKO S0Pt 1| LVIEPTOOT|G.

Yty vo-opdda acbevav ue KX > 75 bpm (n=4150), napatnpribnke peyaAddtepn peioon oto
TPOTELOV 6VVOETO TEAMKO onpeio g TaEng Tov 24 % (oyeTikog kivovvog: 0.76, 95%CI [0.68;0.85] —
p<<0.0001) ko1 yuo To. dALo devtepevovVTa TEAMKE onpeia, cuumeptiapfovouévov tov Bavdtov kibe
artiohoyiog (oyetikdg kivouvog: 0.83, 95%CI [0.72;0.96] — p=0.0109) kot Tov Kapdioyyelokon
Bavdrtov (oxetikog kivévvog: 0.83, 95%CI [0.71;0.97] — p=0.0166). X& avth TV vVIo-ouGda acOevdV,
70 TTPOPik acpaielag tng ivabradine gival cOpE®VO pE TO avTicTOrK0 6T0 GLVOAIKO TANBLGUO.

Mio onuovtikiy emidpoacn mopatnpnOnke oto MPOTEVOV GUVOETO TEAIKO ONUEID GTO GUVOAO TG
opadog twv acbevav mov AduPoavoav oyoyn pe P-amokAelot| (oyetikdg kivovvog: 0.85, 95%ClI
[0.76;0.94]). Zv vro-opdda tov acbevav pe KX > 75 bpm kot pe cuvietdpevn 86om-616)0 TV B-
OTOKAELGTY], OEV TTAPOTNPNONKE GTOTIOTIKA GNUAVTIKO OPELOC GTO TPMTEVOV GUVOETO TEMKO oMEeio
(oxetwcog  kivovvog: 0.97, 95%CIl [0.74;1.28]) wor o€ GAA0 OEVTEPELOVTO TEAIKO omueia,
coumeprropfoavopévev tng voonieiog A0y emdeivoong NG KAPSOKNG OVETAPKEWG (OYETIKOG
kivovvog: 0.79, 95% CI [0.56;1.10]) 1} Bovatov omd Kopdlakn avemapkeld (oyeTikoc kivovvog: 0.69,
95% CI [0.31;1.53]).

Inueidbnke onuavtikn Peitioon g kotnyopiog NYHA otnv tehevtaio kataypa@opevn Ty,
Beltindnkav 887 (28%) aobeveic ue ivabradine évavtt 776 (24%) aobevdv pe €1KOVIKO QAPUAKO
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(p=0.001).

g 10, TUYOOTOMUEVT EAEYYOUEVT EVOVTL EIKOVIKOD Qapudikov pelét 97 acbevav, To ototyegio wov
GLAAEYONKOY KOTA TIG E10IKES 0POAALOLOYIKEG EEETAGELS, LIE GTOYO TNV TEKUNPI®OT TNG AELTOLPYiag
TOV CLOTNUATOV KOVIOV Kot paPdinv Kot TNG avioVcag OTTIKNG 0000 (OnA.
NAEKTPOAUPIPANGTPOEDOYPAPN O, CTATIKA KOl KIVITIKA OTTIKA TTedia, £yypmun OpaoT|, OTTIKY|
o&vta), o€ acbeveic mov Adupavav, yia 3 ypdvia, Papmpadivn, Aoym ypdviag otabepng otnddayyne,
dev €de1&av To&koTNTa TOV AUEPBANGTPOEIBOVC.

Houdwarpikodg tAnbuopog

Mio, ToyotoTomMuEVT S1ITAG TVPAN, EAEYYOLEVT EVAVTL EIKOVIKOD QAPUAKOV UEAETT) TPUYUATOTOOKE
oe 116 moudatpucovg acbeveic (17 nhkiog [6-12 [unvav, 36 niwiag [1-3 [etdv kot 63 nhwiog [3-18 [
etov) pe XKA kot datatikr pookapdtonddeia (A.M.) emmiéov g PérTiotng facikng aywyng. 74
éhapav ivabradine (oyxéon 2:1). H apywn d6on frav 0,02 mg/kg bid otnv nhkiakn vroopddo, [6-12 [
unvov, 0,05 mg/kg bid oty niiokn vroopdda [1-3 [etdv Kot 6TV NAkak vroopdda [3-18 [etmv
gpdoov <40 kg, ko 2,5 mg bid oty nAkiaxn vrooudda [3-18 [etdv ko epdoov > 40 kg. H d6om
npocopuoldtav avaloya pe TNV aviamokpion ot Bepameio ko ot péyioteg 60oeig nrav 0,2 mg/kg
bid, 0,3 mg/kg bid ko1 15 mg bid avtictoya. Xt uehén avty, i ivabradine yopnynbnke and tov
GTOUATOG GE VYPY| LOPON 1 6€ d1oKio, 600 popéc v Nuépa. H amovsio gapprokoKivnTiknig dtopopis
HETAED TV OV0 PAPLOKOTEXVIKMY LOPP®V EYE AMOOELYTEL GE IO OVOIKTI] TUYOLOTOUEVT dVO
TEPLOOMV J1OGTAVPOVLEVT] LEAETN, GE 24 evihikeg vylelg eBehovTéc.

Mo peimon 20% g kapdiakng cuyvotntag, xopic Ppadvkapdia, enetedydn oto 69,9% tov achevov
otnv ouddo tng ivabradine évavtt 12,2% otnv opuddo Tov €1KoVIKOD QUPUAKOL GTHV TEPI0dO TNG
Tithomoinong amod 2 éwg 8 efdonadeg (Adyog mbavomtov: E = 17,24, 95% CI [5,91 ; 50,30]).

Ot péoeg docoroyieg tng ivabradine mov enétpeyav pa peiwon tov K 20%, frav 0,13 + 0,04 mg/kg
bid, 0,10 + 0,04 mg/kg bid ka1 4,1 + 2,2 mg bid otic nAikwakég vroopddeg [1-3 [etav, [3-18 [etdv Kon
<40 kg ko [3-18 [etdv kar > 40 kg, avtictotya.

H péon ripm tov KEAK avéndnke amd 31,8% éwc 45,3% oto unive 12 oty oudda ivabradine, évavtt
35,4% ¢w¢ 42,3% oty opdda eikovikod eoappakov. Yanpée wo, fertioon oty katdraén katd
NYHA oto 37,7% tov acbevov ue ivabradine évavtt 25,0% oty opdda pe 1o gikovikd eappoko. Ot
BeAtidoelg avTég deV NTAV GTUTIGTIKA OTLLOVTIKES.

To mpopik acpdrelag otn d1apKELD EVOG ETOVG, TAV TAPOLOLO LUE OVTO TOV TEPLYPAPETOL Y10, EVAAIKES
acBevelc pe XKA.

O1 pokporpdbeouec emdpaoeig tng ivabradine oty avamtvén, epnpeio kot yevikd oty e&éMén
KabdG Ko M pakpompoddeoun enidpoaon g Oepaneiog pe ivabradine oty modkn nikio yuo
peimon g kKapdyyelokng voonpotntog Kot Bvnoudtnrag oev £xovv peletnOei.

O Evponaikdg Opyoviopog Popudkmy €xel 0OGEL ATOALNYT ATd TNV VTOYPEMST VTOPOANG TOV
amoteAeoudtov TV peretdv pe to Corlentor o 6Aeg Tig vVITokATYOPieg TOV TAUSIATPIKOD TANOLGUOD
v ™ Bgpoameio TG oTNOAYYMG KO TNG OTEPAVINING VOGO.

O Evponaikdg Opyoviopog Qopudkmy €xel 0OGEL ATOALNYT ATO TNV VTOYPEMST VITOPOANG TOV
amoteAeoudtov Tov peretdv pe to Procoralan o mandid nikiog omd 0 émg kdto and 6 unvav yio
Oepameio TG ¥pOVING KOPIOKNAG AVETAPKELNG. .

5.2 DoPPOKOKIVITIKES 1O10TTES

Kdéto and puoioloyikéc cuvOnkeg, 1 ivabradine amodecpevetot Tayéme omd ta diokio Kot eivor
Wwitepa voatodelvty (>10 mg/ml). H ivabradine givai S-evavtiopepés ywpig va éxet amodetydet
Bropetatponn in vivo. To N-amouebdviiopévo mapdywyo g ivabradine £yl tavtomomBel wg o kHp1og

gvepyog petaPolritng og avBpmmovg.

Amoppoonon kot frododecudtnro,

H ivabradine amoppo@dtal toyéms Kot oedov €€ OLOKANPOL UETA TNV OO TOV GTOUOTOS YOPNYNON,
LLE TO, AVAOTEPX ETIMESN GTO TAAGHO VO, ETTLYYAVOVTOL PEca o€ 1 dpa, KATw amd cuvBnKeg vnoteiag.
H amoivtn Brodiabeciudtnto Tov EMKAAVUUEVOVY 1e AemTd VUEVIo diokinvy gival mepinov 40%, Aoy
TOV PUVOUEVOL TTPMTNG 01000V GTA EVTEPO KOl TO TTTOP.
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H tpoon| kabvotepel v amoppdenon kotd 1 dpa mepimov kot ov&avel tnv £kbeon oto TAAoU KATA
20 éwc 30%. XZvviotdron 1 Ay Tov Stokiov KaTd TN SIEPKEW TOV YELUATOV Y10l VO LELDVETOL )
OTOUIKY OLOKDUOVET) G TTpog TV £kOeon (BA. Tapdypago 4.2).

Koatavoun

H ivabradine cuvdéeton katd 70% mepinov e TG TPOTEIVES TOL TAAGLLATOS KOl 0 OYKOG KOTOVOLNG
o€ otabepn katdotoon givarl oyeddv 100 1 oe acbeveig. H péyiotn cuykévipmon 610 TAGGHO LETA 0O
YPOVIA YOPNYNTNGTING SLVIGTOUEVNG dOGNG TV 5 mg 600 Qopég Ty nuépa eivar 22 hg/ml (CV=29%).
H péon ovykévipwon oto midopa eivar 10 ng/ml (CV=38%) ce ctabepn| katdotaon.

Bouetatpon

H ivabradine petafoiriletar o peydro Pabud oto fmap Kot o Eviepo pe 0&eidmon HEcm Tov
rkutoyxpopatoc P450 3A4 (CYP3A4) povo. O kiprog dpactikds petafoiitng eivat to N-
amopefvMmpévo mapdywyo (S 18982) pe ékBeom mepinmov 40% g avtioToryng Tov UnTpLkov popiov.
O petafoAiiopog avtov Tov dpactikod petaforitn euniékel eniong to CYP3A4. H ivabradine

T povotdlel yaunin cvyyévela pe to CYP3A4, dev deiyvel onueio KAVIKA GNUOVTIKNG ETOYOYNAG M
avaotoAng tov CYP3A4, cuvendg Bempeitar aniBavo va petafdirel to petaforlopod M Tic
GLYKEVIPMGELS 6TO TAAGHO TV VTooTpouatwyv Tov CYP3A4. Avtifeta, 1oyvpol avactoleic 1
enoyyeig pmopel vo ennpedlovv onUavTIKG TIC GLYKEVTPMGELS TNG ivabradine oto TAdopa (BA.
wapdypago 4.5).

Amopdxpuvon

H ivabradine amopaxpOveror pe kopra npumepiodo Long 2 wpav (70-75% g AUC) oto mAdopa Kot
oamoteAecpatikn numepiodo Lmng 11 wpdv. H ocvvoln kaBapon eivar mepimov 400 ml/min ko m
vepptkn Kabapon givar wepimov 70 ml/min. H anékkpion tov petafortdv yivetor amd to KOTPOvVo.
Kot To ovpa o€ Tapopow Ektact). [epimov To 4% g amd Tov 6TONATOG dOONG AMEKKPIVETOL
OUETAPANTO GTO VPO

Tpoupikdétnto/un ypouukotnto,

H xwntkn g ivabradine sivotl ypoppukn yio €vo €0pog 060omg amd tov otdpatog petald 0,5 ko
24 mg.

Edwoi mAnBvopoi

Hlrkiouévor
Agv &govv moapatnpndel papuaxoxivntikég drapopés (AUC kot Cmax) peta&d nMkiopévov (> 65
€TMOV) N VIEPNAK@V acBevadv (> 75 etdv) katl Tov GuvoAlKod TANOLepoD (BA. Tapdypago 4.2).

Neppixn drotapoyn

Ot emmtdoelg TG vePpPIkng dratapayns (kdBapon kpeatvivng and 15 éog 60 ml/min) ot
QoppoakokynTikny ¢ ivabradine gival eAdy1oTES, 0 GYEON UE TN WIKPT GVUPBOAT TNG VEPPIKNG
KkéBapong (mepinov 20%) otn cLVOAIKN amopdkpvvor TG0 TG ivabradine 660 Kol TOV KOPLOV
petafoiitn g S18982 (BA. mapdypagpo 4.2).

Hrotixy overnadpxeio

Ye aofeveic pe o nrotikn avendpketa (Babuoroyia Child-Pugh éwg 7), n adéopevtn AUC g
ivabradine kat o KOplog dpaoTtikdg petaforitng Ntav wepimov 20% vynAotepa and 0TL 6€ dTopd e
@LOo10A0YIKN NTOTIKN Agttovpyia. Ta otoyyeia eivar avemapkn yio va eEayBovv cupmepdouata o
aocBeveic pe pétpra nratikn avemdpkelo. Agv vdpyovv otoyyeia yio acOeveis e cofopn NroTikn
averapkelo (PA. mapaypdeovg 4.2 kot 4.3).

THoudrazpiog winBvouog
To papuakokivnTikd Tpoeik g ivabradine o maidioTpikong acheveic pe ypovio Kapdiokm
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AVETAPKELD NAKIOG 00 6 UNVAV £m¢ KOT® and 18 eTdv, gival TOpOUO10 LE TN PAPUOKOKIVITIKE TOV
TEPLYPAPETAL Y10 TOVG EVIIMKEG, OTOV QapUOleTal oynpa TITAOTOINOTG fOCIOUEVO GTNV NAKi Kot
670 Bapoc.

Yyéomn oapuokokvntikne/oapuakoduvvakne (PK/OA)

H avéivon g oxéong OK/DA £dei&e OTL 1) KOPIIOKT GUYVOTNTO LEIDVETAL GYESOV YPOUUIKE LE TNV
avénon tov cuykevip®cewy ivabradine kot S18982 610 mAdopa Yo d0cels £m¢ 15-20 mg dvo popég
™V NUEPA. X VYNAOTEPEG 0OGELS, 1 LEIWGCT TNG KOPIAKNG SLYVOTNTAG OEV Elval TAEOV OVAAOYN LE
TIG GLYKEVTPpMOEL ivabradine oto TAdGoua Kot TElVEL TPOG Eval Minedo KOPoL (TAATD). YynAég
exbécelg og ivabradine, Tov pmopovv vo gppavicfodv 6tav 1 ivabradine yopnysitoal 6€ GUVILOGUO LE
oyvpovs avactorels tov CYP3 A4, uropel va mpokarécovv vepPolkr| Lelmon Tng KapIoKng
GLYVOTNTAG, Tap’ OTL 0 KivOLVog aVTOG elvat LetdpéEVOg Le Tovg péTplovg avactoreic CYP3A4 (BA.
wapaypaeovg 4.3, 4.4 kot 4.5). H oyéon ®PK/DA g ivabradine o maidiotpicong acbeveic pe ypovia
KapdloKY| avendpkela nAkiog and 6 unvav émg kdto and 18 etdv, givar Tapdpo [LE T oYEoT
DOK/DA ov TeptypaQETOL Y10, TOVG EVAAIKES.

5.3 Ipoxivikd dgdopéva Yo TNV a.c@arera

Mn KAvikd dedopéva deV amoKaADTTOVVY 181a{TEPO Kivduvo Yo Tov dvBpwmo e Bdon cupPatikég
UEAETEG PUPUOKOAOYIKNG AGPAAELNG, TOEIKOTNTOG ETOVOLAUPavOpueEVN S 600G, YEVOTOEIKOTNTAG,
KapKvoyéveons. MeAETeg TOEIKOTNTOGC OTNV OVATAPAYMYIKT KOVOTNTA deV E0E1EQV EMIOPAOT] TNG
ivabradine 6T YOVILOTNTO OPCEVIK®Y KOl ONAVKOV apovpoimy.

Otav yopnyndnke aymyn 6€ KLOPOPOLVTO TEPAUATOLMA KOTE TV 0PYOVOYEVEST|, GE KOEGELC
mAnciov tov Bepoaneutikdv S0cemV, Tapatnpdnke VYNAOTEPT] GLEVOTNTA ELPAVIONS ELPPOOV L
Kapdrokés PAaPeg oTov apovpaio kot pkpog aptBpuds epuPfpiev e AMmodakTuAio 6ToV KOVIKAO.

e 6KVAOLG, 6TOVG 0moiovg yopnyOnke ivabradine (d6ce1g Towv 2, 71 24 mg/kgmuépa) yuo Eva xpovo,
mopoTNPNONKay ovacTpéyiueg LeTaBoAES TNG AUEIPANGTPOEISIKNG AELTOVPYioG, AALY deVv GUVOEOKAY
e onowdnmote PAAPN TV opBarutkdv dopmv. Ta dedopéva avtd etvor cOUPOVA LE TN
QopUOKOAOYIKT Opdon Tng ivabradine, 1 onoia oyetiletal pe v aAAnAeTidpact| TG LE T
EVEPYOTOLOVUEVA KOATA TNV VIEPTOAWDOT] AUPPANOTPOEISIKA peVLOTA [h, TOL OTTOI0 TOPOVGLALOVY
EKTETOLLEVEG OLLOIOTNTEG LE TO PEVULA [ TOV KaPdLaKkoy BrpatodoTn.

Alheg pakpoypovieg HeAéTeg emavaiapPoavOoprevng 000NG Kol KOPKIVOYEVESTG OEV OTOKAALY OV
KAWVIKG OMULOVTIKEG LETAPOAES.

A&oroynon mepBodrovtikod kwvdvvou (ERA)

H a&lordynon mepiporioviikod kivdvvov g ivabradine mpaypatomomnke cOUP®VO UE TIC
EVPOTAIKES KaTELOVVTNPLEG 00T Yieg Yo Trv ERA.

O1 exPaoelg avtdv Tev agloloynoewv vrootnpilovy TV arovcio TEPPAALOVIIKOD KIVOUVOL TNG
ivabradine ko 1 ivabradine dev amotedel ametdn yia to mepifdilov.

6. OPAPMAKEYTIKEX TIAHPO®OPIEX

6.1 Kotdroyog exdoymv

ITvprvac Tov dickiov

Aoktoln povoidpiky

Mayvioo oteatikd (E 470 B)

Apvio apapocitov

ModtodeEtpivn

TTvprtiov droégidro korhoewdéc (E 551)

EmkdAvyn Aemtov vueviov
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Yrpopearoln (E 464)

Tiraviov d10&gidto (E171)

IToAvaBvrevoyivkdin 6000

IMwkepoin (E 422)

Mayvroio oteatiko (E 470 B)

Z1dMpov o&eidio kitpvo (E 172)

Zwnpov o&eido epubpo (E 172)

6.2 AovpporoétnTeg

Agv epoppdlertar.

6.3 Aldpkera {omg

3 ypdvio.

6.4 Idwitepeg TPoPLAGEELS KOTE TNV VLAEN TOV TPOTIOVTOG
Agv vdpyovv edKEC 00N Yieg dSLOTPNONG Y10, TO TPOIOV AVTO.
6.5 DVHo1N KOl GVOTATIKE TOV TEPLEKTN

®nkeg (blister) PVC/alovuviov GUGKEVOGUEVEG GE YAPTIVO KOVTLA.

Meyén cvokevooiog

Hueporoylakég cvokevacieg mov mepiéyovv 14, 28, 56, 84, 98, 100 1 112 emwcaivupéva pe Aentd
vuévio dlokia.

Mmropel va v KukAo@opodV OAEG 01 GLCKEVAGIES.

6.6 Idwitepeg TPOPLAGEELS amOpPLYNS

Ka0e aypnoiponointo eoppokenTikd mpoidv 1 DVITOAELLLO TPETEL VO OTOPPITTETOL COUPOVOL LE TIC
KaTO TOTOVS 16 DOVGEG OYETIKEG SLOTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex

ToAlia

8. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

Corlentor 5 mg emukoivppéva pe Aertd vuévio diokia

EU/1/05/317/001-007

Corlentor 7.5 mg emikoloppévo pe Aemtd vuévio diokia

EU/1/05/317/008-014

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX
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Hpepopnvia mpdtng £ykpiong: 25/10/2005
Huepounvia tedevtaiog avaviémong: 31/08/2010

10. HMEPOMHNIA ANAOGEQPHXHX TOY KEIMENOY

AgnTouepn TANPOPOPLOKA GTOLYELN Yio TO TTPOTOV givar dtabéao TNV 16ToGEAIdO Tov Evpmmaikon
Opyavicuod Gapudxov http://www.ema.europa.eu
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ITAPAPTHMA 11

MAPAT QI OX(OI) YIIEYOYNOZX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI H IEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEZMATIKH XPHXZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A.  TTAPATQI'OX(OI) YHEYOYNOZX(OI) I'TA THN AITIOAEEMEYZXZH TQN ITAPTIAQN

Enovouio kot S1e00uveT ToV TopacKELAGTOV OV £ival bTEVOLVOL Y10, TNV OTOOEGUEVGT) TOV
TAPTId @V

Les Laboratoires Servier Industrie, 905, route de Saran - 45520 Gidy, T'aA)lia

Servier (Ireland) Industries Ltd, Gorey Road — Arklow — Co. Wicklow, IpAavdia

Przedsiebiorstwo Farmaceutyczne ANPHARM S.A., ul. Annopol 6B — 03-236 Warszawa, [ToAwvia
Laboratorios Servier, S.L, Avda. de los Madrofios, 33 -28043 Madrid, Spain

270 £VTUTIO POAAO 0ONYIOV YPNCEDS TOV PAPUOKEVLTIKOD TPOIOVTOG TPETEL VAL AVAYPAPETAL TO OVOUA
Kat 1 S1evBuvon Tov TapPacKELOGTH TV givar VIEVOVVOG Yial TIV ATOSECLLEVCT) TG OYETIKNG TAPTIONC.

B. OPOI H IIEPIOPIXMOI XXETIKA ME TH ATAOEXH KAI TH XPHXH

DoppokeLTIKd TPOTOV Y10 TO OTOT0 ATALTEITOL LOTPIKT GUVTOYTY).

I AAAOI OPOI KAI AITAITHXZEIX THX AAETAYX KYKAO®OPIAX

o  Ex0fczic meprodikng mopoaxorovOneng s acpdrerog (PSURS)

Ot anoutnoets yo v vrofoin PSURS yia to &v A0ym @oppakeuTikod mpoidv opilovtatl 6Tov KaTdrloyo
He TIc nuepounvieg avaepopag e Evoong (katdhoyoc EURD) mov apatifetor otnv mapdypago 7,
Tov GpBpov 107y, T odnyiag 2001/83/EK kot kdbe emaxdiovdng emkaiporoinong énwg
ONUOGIEVETOL OTNV EVPOTATKY SIKTLAKT TOAT Y10 TO QOPLLOKOL.

A. OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI ATIOTEAEXMATIKH
XPHZIH TOY ®APMAKEYTIKOY ITPOIONTOX

o Yyéowo Awryeipiong Kiwvovvou (ZAK)
O Kdroyog Adeiog Kukhopopiag (KAK) Ba die€dyet Tig omortodueveg dpaotnptotnTeg Kot
TAPEUPACELS PAPUUKOETAYPOTVIOTG OV TTEPLYPAPOVTAL 6TO cuppmwvniév ZAK to onoio
nmapovcialetar oty Evomra 1.8.2. ¢ Adstog Kukhogopiag Kot 0molecdnmote enakodAovdeg
gyKekpléveg ovobempnoelg tov ZAK .

"Eva emucoportompévo XAK Oa mpénet va katotifetan:

. Metd and aitnua tov Evponaikod Opyavicpot @appdkov

o OnotedNTOTE TPOTOTOLEITAL TO GVOTNUA SL0YEIPIONG KIVODVOD, 1O10iTEPO MG ATOTEAEG O ANYNG
VE®V TANPOPOPLDOV TOV UTOPOVV VO EMPEPOVLY GNUAVTIKN GAAAYT OTNV GYEoM
0PELOVC/KIVOHVOD 1 G AOTELEC U TNG EMITEVENG EVOC GNUOVTIKOD OPOGLOV
(pappoKoemaypOTVNOT 1| EAOYLGTOTOINOT] KIVOUVOV).
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ITAPAPTHMA IIT

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Corlentor 5 mg smikaivupéva pe Aemtd vuévio diokio
ivabradine

| 2. XYNOEXH XE APAXTIKH(EY) OYXIA(EY)

Ka0e emcodvppévo pe Aemtd vpuévio diokio mepiéyel S mg ivabradine (wg hydrochloride)

| 3. KATAAOI'OX EKAOXQN

[epiéyet Aaxtoln povoiidpik.
AwBdote To GUALO 0INYIDV Y10 TEPIOCTOTEPEC TANPOPOPIEC.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

14 emkaivppéva pe AeTTo LUEVIO dloKia
28 emkaAvpIUEVO LE AETTO VUEVIO dloKio
56 emualoupéva e AenTo LUEVIO dloKin
84 emicolvupéva pe Aewtd VUEVIO OLoKia
98 emkalvppévo pe AETTO DIEVIO OLoKIa
100 emkaivppéva e AETTO LUEVIO O1oKin
112 emxoivoppéva e Aemtod vUEVIO dloKia

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APacte T0 POALO 0INYIOV TPV OO TH XOPNYNOT.
Amo6 otoOPaTOG YpNoN.

6. EIAIKH ITPOEIAOITIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI
AEN ITIPOXEITIZOYN TA MITAIAIA

Na pvidooetar o€ Oéomn v omoia dev PAETOLV Kot dev TPoceYYilovv T TOLSIA.

[ 7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIX), EAN EINAI ADAPAITHTH(EY) |
| 8. HMEPOMHNIA AHEHX |
AHEH

| 9. EIAIKEX XYNOHKEY ®OYAAEHX
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10. IAIAITEPEX IIPO®YAAZEIX I'TA THN AIIOPPI¥YH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TON
YHOAEIMMATQON ITOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH TOY KATOXOY THX AAEIAY KYKAO®QOPIAX

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
TaAAia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/05/317/001
EU/1/05/317/002
EU/1/05/317/003
EU/1/05/317/004
EU/1/05/317/005
EU/1/05/317/006
EU/1/05/317/007

13. APIOMOX ITAPTIAAX

IToaptida

| 14. I'ENIKH KATATAZEH I'TA TH ATAOEXH

| 15. OAHT'IEX XPHXHX

| 16.  TAHPO®OPIEE XE BRAILLE

CORLENTOR 5 mg

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIXAIAXTATOX T[PAMMOQTOX
KQAIKAY (2D)

A16d100T0TOS YPOUU®TOC KOdKag (2D) mov pépet Tov meptin@Bévta LovadiKo avoyvoploTiKO
KOOUKO.

18. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

BLISTER

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Corlentor 5 mg emkaivppéva pe Aemtd vuévio dtokiol
ivabradine

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Les Laboratoires Servier

| 3. HMEPOMHNIA AHEHX
EXP

| 4, APIOMOX ITAPTIAAX
Lot
5. AAAA XTOIXEIA

XuvTopoypagieg yio Tic Nuépeg NG efdopadac

Aev.
Tpu

Ter.

Tlep.
Ilap.
Zap.
Kop.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Corlentor 7,5 mg emkaivppévo pe Aemtod vuévio dokia
ivabradine

| 2. XYNOEXH XE APAXTIKH(EY) OYXIA(EY)

Ka0e emkcodvppévo pe Aemtd vuévio diokio mepiéyel 7,5 mg ivabradine (og hydrochloride)

| 3. KATAAOI'OX EKAOXQN

[epiéyet Aaxtoln povoiidpik.
AwBdote To GUALO 0INYIDV Y10 TEPIOCTOTEPEC TANPOPOPIEC.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

14 emkaivppéva pe AeTTo LUEVIO dloKia
28 emkaAvpIUEVO LE AETTO VUEVIO dloKio
56 emualoupéva e AenTo LUEVIO dloKin
84 emicolvupéva pe Aewtd VUEVIO OLoKia
98 emkalvppévo pe AETTO DIEVIO OLoKIa
100 emkaivppéva e AETTO LUEVIO O1oKin
112 emxoivoppéva e Aemtod vUEVIO dloKia

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APacte T0 POALO 0INYIOV TPV OO TH XOPNYNOT.
Amo6 otoOPaTOG YpNoN.

6. EIAIKH ITPOEIAOITIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI
AEN ITIPOXEITIZOYN TA MITAIAIA

Na pvidooetar o€ Oéomn v omoia dev PAETOLV Kot dev TPoceYYilovv T TOLSIA.

[ 7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIX), EAN EINAI ADAPAITHTH(EY) |
| 8. HMEPOMHNIA AHEHX |
AHEH

| 9. EIAIKEX XYNOHKEY ®OYAAEHX
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10. IAIAITEPEX IIPO®YAAZEIX I'TA THN AIIOPPI¥YH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TON
YHOAEIMMATQON ITOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
ToAlio

12. APIOMOX(0OI) AAEIAY KYKAO®OPIAX

EU/1/05/317/008
EU/1/05/317/009
EU/1/05/317/010
EU/1/05/317/011
EU/1/05/317/012
EU/1/05/317/013
EU/1/05/317/014

13. APIOMOX ITAPTIAAX

ITaptida

| 14. I'ENIKH KATATAZH I'TA TH ATAOEXH

| 15. OAHT'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

CORLENTOR 7.5 mg

17. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX — AIXATAXTATOX TPAMMQTOX
KQAIKAX (2D)

A16d100T0TOG YPOUU®TOS KOdKag (2D) mov pépet Tov meptineBévta LovadiKo avoyvoploTIKO
KOOKO.

18. MONAAIKOX ANATI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [TIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHOY BLISTER 'H XTIX TAINIEX

BLISTER

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Corlentor 7,5 mg emkaivppévo pe Aemtod vuévio dokia
ivabradine

| 2. ONOMA TOY KATOXOY THX AAETAY KYKAO®OPIAX

Les Laboratoires Servier

| 3. HMEPOMHNIA AHEHE
EXP

| 4. APIOMOYX IIAPTIAAX
Lot
5. AAAA ITOIXEIA

YuvTopoypagiss Yo Tig NREPES TS Efoopadag

Agv.
Tpu

Tet.

Ilep.
Iop.
Xaf.
Kop.
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B. ®YAAO OAHI'TQN XPHXHX
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®VYALo 00NYIOV PSNG: TANPOPOPIES YO TOV acOeVY

Corlentor 5 mg emkolvppéva pe AerTé VPEVIO dLoKia
Corlentor 7,5 mg emkolvppéva pe AETTo VPEVIO dLoKiA
ivabradine

AP aoTE TPOGEKTIKG 0AOKANPO TO QVALO 03N YLAV AP OIS TPOTOV UPYICETE VO, TAIPVETE VTO TO

PappoKo, o10TL TEPLAGPUPAVEL N UAVTIKEG TANPOPOPIES Y10 GOG.

- DuvrdETe avTd TO POALO 0dM YLDV Xpronc. Tows ypelaotel va To dafacete Eava.

- Edv &yete mepartépw amopieg, poTHOTE TOV Y1ATPO 1 TOV GUPLAKOTOLO GOGC.

- H ocvvtayn yU' avtd 10 @appoKo xopnynonke amokAloTIKG Yio 60G. AgV TPEMEL VO ODGETE TO
Qappaxo og aAhovc. Mmopei va Tovg Tpokaiécet BAAPT, axdpa kot 6Tav To onpeio TG
acBéveldc Toug eivor 101 pe Ta KA Gag.

- Edv mapatnproete kdmowo avemBOUNT EVEPYELD, EVILEPDCTE TOV Y1IOTPO, 1| TO PUPUAKOTOLO
60G. AVTo 1oYVeL Kat yio, kKO mhovi avemBOUNTN EVEPYELN TOV OV UVAPEPETUL GTO TAPOV
@OALO oMYV YpRong PA. mapdypapo 4.

T wegpréyer To mopév eUALO 00N YIAOV:

T1 eivon To Corlentor kot Toa givon 1 ypron Tov

T1 npéner va yvopilete mpotod tapete to Corlentor
[og va mépete to Corlentor

[MBavég avemBOuntes evépyeteg

I va puidooetol to Corlentor

[epieydpevo e GuokeLACING Kol AOUTEG TANPOPOpPiES

ok whE

1. T givar to Corlentor kou wove givar 1 yp1jon Tov

To Corlentor (ivabradine) givor kapdiodoyikd @apuroko mov ypnoiuonoteitat yio ) Oepamneio:

- Tng cvpntouatikig otabepnic omBayyng (n onoia wpokaiei TOVO 6to 6THO0OC) o8 EVIMKEG
acBeveic TV onoimv 1 kapdlakr cuyvotnTa givar peyakvtepn i ion T@v 70 TOAU®OV ova
Aento. Xprnoomoteital og evilikeg acbeveig ot omoiot £xovv dvcaveéia 1 dgv propoHv va
AdPBovv ta eappaka yio Ty Kopdid mov ovopdlovion B-arokAieiotéc. Eniong ypnoylonoteiton
6€ GLVOLOGUO UE B-amOKAEIOTEG GE EVAMIKES 0l00EVELG TV OTOI®MV 1] KOTAGTACT dEV EAEYYETOL
EMOPKDG LE B- ATOKAEIOTY.

- Tng xpoViIag KapdloKNG OVETAPKELNG GE EVIAKES acOeVELS e KapdlaKn cuyvoTnTo
(pneyodvtepn 1 fom TV 75 TOAUGV 0vd AemTO). XpNGIUOTTOLEITOL GE GLVOVLOUCUO UE TUTIKN
YY1, COUTEPTAOUPAVOUEVIC TNG AYDYNG UE B-amOKAEIOTEG ) OTAV O1 B-0mOKAEIGTEG
avtevdeikvovtal 1 OeV YivovTol aveKTol.

Zyetikd pe ) otofepn otnOayyM (cVVNO®C AVOEEPETAL WS «oTNOAYYM»):
H ot06epn omOayym eivar kapdiokn vOGog Tov eKONAGVETAL OTOV 1) Kapdid dev AapuPdvel apketd
o&vyovo. To cuvnbéotepo counTopa oTnBdYYNG elval o Tdvog i 1o aicOnua dvseopioc 6to ot og.

ZYETIKA LLE TN ¥POVIO KOPOLOKT] AVETAPKELNL:

H yxpovia kapdiaxn avendpkeia givol kopdlaky VOGO Tov EKONAGVETOL dTav 1) KapdLd deV UTOpEl va
mpombnoetl apketd aipo 6To vVTOAOTo cdpa. Ta cuvnBéoTepa GUUTTONATA TG KAPOLOKNG
avemapKeLog lval To Aoydviaca, 1) KOTMGN, 1] KoOUPaoT Kol To TPHRELLO TOV GOUPDV.

Ilo¢ dpa to Corlentor;

H &e101n dpdon peimong g kapdiokng cuyvotntag g ivabradine fondaet:

- va gleyyfet ko va peiwbel o aptBpog Tov otnlayyikdv KpicemV HELOVOVTAG TNV OVAYKT TNG
Kapdldg yio o&uyovo,
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2.

va Bertiwbel 1 kapdlokn AEIToLPYIKOTNTO KO 1) {OTIKN TPOYVEOGCT TV acHevVOVY LE Xpovia
KOPOLOKT OVETAPKELQL.

T npéner va yvopilete Tpwy vo wapete To Corlentor

Mnyv wapete to Corlentor

o€ TepinTmon aAlepyiag otnv ivabradine 1| 6€ 001001 TOTE GALO GLGTATIKO CLTOV TOL POAPUAKOV
(avagpépovtal oty Topdypago 6)

0€ TEPIMTOON OV EXETE TOAD YAUNAT KOPILOKT GLYVOTNTA KOTAE TNV Npepio Tpv TV aymyn (KATm
v 70 moludv ava Aentod)

o€ mepimTon mov mhoyete amd kKapdoyevn katoamAnéio (kopdlokn KOTAGTOON 7OV OmOLTE]
€100.Y®YN OE VOGOKOUEIO)

0€ TEPIMTOON MOV TACYKETE MO dlTOPAYN] TOV KOPSKOV puduod (cvvopouo vocsoHvTog
AePOKOUPOV, PAEBOKOUPBOKOATIKOG ATOKAEIGHOG, KOATOKOIMOKOG UTOKAEIGHOG 3°° fabpov)

o€ MEPIMTMOT MOV £XETE VIOOTEL KAPI1OKT| TPOSPOAN

0€ TEPIMTOON OV TAGYETE OO TOAD YOUNAT APTNPLOKT TTiEoT

o€ mepintwon mov nhoyete and aotadn otndayyn (coPapn popen Katd v omoio 0 oTtnBoyyIKdS
TOVOG EKONAMVETAL TOAD GLYVE KoL LE 1 YOPIig TNV KotafoAr Tpootadeiag)

0€ TEPIMTMON OV TAGYETE OO KAPSLUKT OVETAPKELN 1 OTOI0 TPOCPOTO EMOEVOONKE

0€ TEPIMTOON TTOV 0 KAPOLOKOG TAAUOG 0aG EMPBAAAETOL ATOKAEIGTIKG AtO TO PNUOTOOOTY GOG

0€ MEPIMTOOT OV TAGYETE 0O cOPaPEG NTOTIKEG OLATAPOYES

oe mepimtwon mov mailpvete NON QApHOKO Yoo T OgpamevuTikn oywyn HUKNTWoEV (0TS
KeToKOVaLOAN, 1TpakovaloAn), HokKpoAdwd ovtifotikd (6mmg (ocapvkivn, KAapiOpopvkivn,
teMBpopvkivi M epvBpopvkiviy Tov yopnyeital amd 10 GTOUW), EAPUOKO YLl TV OVTILETMOTION
ropnéewv HIV (0mwg vehpwoaPipn, prrovafipn) 1 vepalodovn (QAPHOKO Yo TNV Oy®Yn TNG
KatabAyng) M Sitoléun, Pepamoapiin (TOV YPNOLUOTOOVVTIOL YO VYNAN apTnploKy Tieon 1,
omBayxn

€av glote yovvaika tcovr yio TEKVOToinon Kot dev ypnoionoteite a&lomotn aviioOAANym,

o€ mepinTmon mov glote £ykvog N mpoomadeite va petvete £YKVOG,

o€ mepintwon OnAacpov.

[pocdomomceis Kot TPoPVAAEES

AmevbuvBeite otov yatpd 1, T0 Papuakonold oag tpotov mhpete to Corlentor:

edv maoyete amd Statapayr] Tov Kapdlakoy pubupod (6nmg dtakTog Kapdlakdg pubuog, aicOnua
TOAL®OV, aOENCT oTNOAyYLUKoD TOVOD) 1] ELUEVOVGO KOATIKY LopLapLyn (100G GTAKTOL KapdloKoD
pvOuov), 1 o aveoporio oto niektpokapdoypaenue (HKA) wov ovopdletor «chvopopo pakpon
QT»,

edv &yete oupmTONATE, OTMOG KOT®OT, {aAN 1 Aaydviaopa (avtd pmopel va onuaivel 6t 1) Kapotd
cag emPpadvvetat viepPoiikd)

€0V TAGYETE OO CLUTTMOUATO KOATIKNG HOpRapLYNG (Kapdlakn cuyvotnta og npepio acvviicta
vynAn (vo tov 110 modpdv avé Aentd) N dtakto Kopdakod pubuo, xwpig Tpoeavy aitio, mTov
KaB1oTd SVoKOAN TN pHéTpNoN),

€V glyate TPOGPUTO EYKEPAMKO EMEIGOD1O,

€4v mhoyete amd NI £0G PETPLOL YOUNAN OPTIPLOKT THEOT),

ebv mdoyete amd appLOUIGTN APTNPLOKY TEST, Witepa LETA amd CAAUYN TNG OVTIVTEPTAGIKNG
aymyNg oo,

€qv maoyete amd coPopn KAPSOKN OVETAPKEID 1| KOPAOKN aveETApKeLn Ue avopaiio oto HKA
OV OVOUALETAL «OKEMKOG OMOKAEIGHOCY,

€dv TaoyETE AmO YPAVIO 0OPOUALIKT VOGO TOV AUPIPANGTPOEDOVC,

€4v mhoyeTe amd PETPLO NTATIKA TpofAnuata,

edv mdoyete amd coPapd veppukcd TpoPAnpaTa.

Edv kdti and to mapondve 1oydeL Yo 6og, JUANOTE GUESH GTO YLOTPO GOG TPV TAPETE 1) EVM TOIPVETE
to Corlentor.

TTowora
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Mn divete 10 PAPHOKO aVTO Gg TodLd Kot €Poug kdto Tov 18 etdv. Ta dwwbéoipa dedopéva dev
glval ETOPKN Yo LT TNV NAIKLOKT] OpLAda.

Alo @appoxa ko Corlentor:
Evnuepmaote tov yiatpd 1| 10 @oppokonotd cog eqv naipvete, £xete mpdseata mdpet 1) pwopel va
TAPETEAALOL PAPLLAKAL.

Befaiwbeite 6T1 evnuepdcate T0 Y1TpO GO €0V TOIPVETE KATOWO OO TO TOPOKAT® PAPUOKA, YIOTE
umopet va yperaletor mpocappoyn e 66ong tov Corlentor 1 wapakorovOnon:
- @AovkovalOAn (AVTILVKNTNOIOKO PAPLAKO)
- ppoumikivn (avtiPlotikd)
- PoapPrrovpikd (yio Suokoric 6TOV VTTVO 1 ETANYia)
- @owvTtoivn (Yo eTANyia)
- Hypericum perforatum 1 St John’s Wort (utikn aywyn yio v Kotdbiuygn)
- eappoxa mov emunkdvovy 1o ddotnuo QT Kot ypnolpomolobvTot €lte Yoo TV ay®yn TGV
Slatapoy®mv Tov KapdlakoD pubpov gite yio AAAEC KOTAOTACELS:
- Kwidivn, Slcomupapidn, 1POVTIAISN, GOTOAOAN, apodapdvr (Yo TNV OVIHETOTION TOV
dTOpaY®V TOL KapdloKod puOpod)
- umenpdidn (Yo Ty ovIWETORIOT TG oTthOdyMS)
- oplopéva €idN QOPUAK®Y YL TNV OVIIHLETATION TOL Ayyovg, ¢ oylloepévelng 1 GAL®V
yoyocenv (6nwg mipolion, {impacidovr, GepTIVOOAT)
- @bpuoka Kotd TG EAovosiag (OTwe LeAokivn 1 alopavtpivn)
- gpuBpopvkivn pe evéoeAéPia yoprynon (avtiplotikd)
- meviopudivn (ovTImopactiTikd EApLOKO)
- owampidn (katd TG YOoTPO-01G0PAYIKNG TAAVIPOUNGNG)
- KOmoln €101 S10VPNTIKMOV TO OTOl0 UTTOPEL VO TPOKAAEGOVV LEIMON OTO eMimeda KAAIOL GTO aipLa,
Omm¢ etvar 1 ovpocenion, n vdpoyAwpobelalion, woamapidn (ypnoyLoroovvrol yia T Oepaneio
TOV OONUATOG, VYNAT] 0PTNPLOKT TEST))

To Corlentor pe tpo@ég kar mota
Noa aropebyetar o yuUdS YKpEMPPOLT Katd TN d1dpKeta tng ayoyng pe Corlentor.

Kinon ka1 Oniaopdg

Edv eiote éykvog 1 Onhalete, vouilete 6T umopel va giote £ykvog 1 oxedlalete vo amokTNGETE IO,
{ntoTte 1 GVUPOVAT TOL YLUTPOV T} TOV PAPLAKOTOLOD GG TPOTOV TAPETE CVTO TO PAPLLOKO.

Mnv raipvete Corlentor dv giote ykvoc 1| oxedialete va amoktoete modi (PA. «Mny waipvete
Corlentor»).

Edv elote éykvog kon £yete mapel Corlentor, culntnote T0 e TO YOTPO GOG.

Mnyv maipvete Corlentor edv éyete ) duvatdTTa VO LEIVETE £YKVOG EKTOG EGV YPNOUOTOLEITE
a&omioto avticvAANTTIKG pétpa (BA. Mnyv maipvete Corlentor »).

Mnv naipvete Corlentor edv Onialete (BA. «Mnv maipvete Corlentor»). MiAnote e To y10Tpd o0g GV
OnAdlete | okomeveTe va ONAdoeTe KaODC, 0 ONAAGHOG TPETEL VO SIOKOTTETAL GTNV TEPITTMOGN TOV
naipvete Corlentor .

001 yNon Kot YEPIGUOS PNYUVAOV

To Corlentor uropei va Tpokarécel TapodKd POTEWVH OTTIKA PAVOUEVE (TPOCOPIVI POTEVOTNTA
010 ontikd medio, PA. «[TiBavég Tapevépyeiegy). Edv cag oupufel katt 11010, Vo €loTE TPOGEKTIKOL
otav odnyeite N xepileote UNYAVES OTIG TEPUTTMGELS TOV UTOPEL VoL oNUEIBOOV aipvidieg petaforég
NG €VTOoonG ToV QMTOG, Wlaitepa dTav 0dnyeite voyTO.

To Corlentor aepiéyer haxtoln

Edv cag €xetl met o ywatpog oag 6TL Tapovstalete dusavesio oe 0PIGUEVI GAKYAPO, EMKOWVMOVIOTE
padli tov Tpv Tapete avTd TO PAPHOKO.
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3. Iog va mapete To Corlentor

[Tavtote va maipvere T0 PAPLOKO QVTO QVGTNPE GOUPOVO, LLE TIC 0ONYIEC TOV YLOTPOD 1] TOV
Qoppakonolod cag. Eav éxete appifolieg pmtiote TOV Y1ATPO 1 TOV QOPLOKOTOLO GOG.

To Corlentor npénet va AapPdvetor poli pe to yeopota.

To dioxio Corlentor Smg pmopet va diaywpiotel og ioeg ddoeLC.

Edv axoAovBeite aywyn yuo T otabepn otnOdyym

H 860 évapéng dev npémet vo, Eemepvd to éva diokio Corlentor 5 mg 600 gopég tnv nuépa. Edv
eEaxorovbeite va £xete oTNOAYYIKA COUTTOUATO ) EAV TAPOLGLALETE KOAN avoyn LE TN 060M TV 5
mg 000 Popég TNV NuéPa, N doon uropei va owénbei. H d6om cuvtipnong dev npénel va Eemepva ta
7,5 mg 800 popég v nuépa. O yoTpds cag Ba oag xopnynoet m cmotr| d6on yia e5ds. H cuving
3601 etvan €va d1okio 1o Tpmi Kot Eva 010Kio To Ppddv. Xe KATOlEC TEPMTMOELS (T.Y. €AV glote 75
ETMOV N TOPOTAV®), O YIUTPOC GOG UTOPEL VO GOG YOPTYNOEL TN Hon 8661, OnAad1| pod diokio
Corlentor Twv 5 mg (mov avrtictotyei og 2,5 mg ivabradine) to Tpwi kot picd dickio Twv 5 mg to
Bpadv.

Edv axolovbeite aywyn yio xpoVIo KOPOLOKT OVETAPKEL

H ouvnng ocuvictdpevn d6om évapéng eivar éva dtokio Corlentor 5 mg 600 @opég v nuépa, mov
avEdveton ghv ypelaotei oto éva diokio Corlentor 7,5 mg 600 @opég thv nuépa. O yiatpde cog Ha
amogociost ol gival oot doom Yo ecdc. H cuving 06om eival éva dtokio To mpmi kot £va
dokio to Ppadv. Xe kdmoieg TEPMTAOCELS (T.). AV €loTE 75 ETMV 1 TAPUTAV®), O YITPOG GUG UTOPEL
VO, 60G YOpNYNoEL TN pot| doom, dnhadr| uoeod diokio Corlentor twv 5 mg 1o Tpwi (Tov avtictoyel og
2,5 mg ivabradine) kot picd diokio T@v 5 mg to Ppdov.

Eav napete peyorldtepn d6om Corlentor amwd tnv kavovikiy
Meydn d6om Corlentor pmopel va cag Kavel va, arcBavBeite dvomvola 1 KOTWoT, AOY® vIePPOAKNG
emPpaduvong g kopdids. Edv coufel avtod, emkovmviote GUESH e TO YIOTPO GOC.

Eav Egyaoete vo napete To Corlentor

Edv Eeydoete va mapete po d6om Corlentor, mépte v emdpevn 666n ) cvvnOiopuévn dpa. My
Tapete SUTAN OGT Y10 VO AVOTANPAOCETE T 600M Tov EeydoaTe.

To nuepordyto mov gival TvToUEVO 6T O1KN ToL TEPLEYEL TO dtokia Ba cag Bondd va Bupdote mota
ntav N tedevtaio popd mov mHpate diokio Corlentor.

Eav stapaticste va waipvere to Corlentor
Kaba¢ 1 Bepameia yio ) otnBayyn i ™ xpovia Kopdak ovendpkela eival cuvnbwg 16oPia, Tpénet
va. ou{NTNOETE LE TO Y1OTPO GOG TPV CTOUOTCETE VO TOUPVETE ALTO TO PAPUOKO.

Edv motevete 6t 1 dpdon tov Corlentor eivar modd woyvpn 1| oA advvaun, WARGTE 6TO Y10Tpo 1 TO
QOPUOKOTOL0 GOG.

Edv éxete meprocoTEpEg EPOTNOELS GYETIKA [LE TN (PT|OT OVTOV TOV TPOIOVTOC, PWTNOTE TO Y1ATPO 1) TO
QOPUOKOTOLO COG.

4, MBavég avemBOUNTES EVEPYELEG

Onwg 6o To. pAPLOKO, £TCL KOL 0VTO TO PAPUOKO UTOPEL VO TPOKOAEGEL OVETIOVUNTEG EVEPYELES, OV
Ko 6gv TOPOoVGLALoVTaL GE OAOVS TOVG AVOPMITOVC.

O1 10 GVYVEG avemBOUNTEG EVEPYELEC OO 0VTO TO PAPLLOKO Eivol docoeEapTMEVES Kal oyeTilovTal
LE Tov TpOTo dpAcNC TOL:

oAb ovyvég (umopel va ennpedlel mepiocdtepovg amod 1 atovg 10 avBpmdmovg)

Dotewvd ontikd pawvopeva (oTrypoio StGTAUATE CVENUEVIG POTEVOTNTOG, TTOV TPOKAAOVVTAL
ouVNBG amd alevidieg HETaPOAEG TG Evtaong Tov PTHg). Ot pwtoyieg pmopel emiong va
TEPLYPAPOVTOL OC OA®, YPOUOTIOTEG AAUYELS, SIACTOCT) EIKOVAG 1 TOAAATAG E0AQ.
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I'evikd cvopPaivouv péca 6Tovg SVO TPMOTOVG UAVES TNG OYOYNG KOL LETA amd ovTd SoTNUe Pmopet
VoL ETOVOAAUBAVOVTOL KL VO DTOY®MPHCOVY KATH TN O1APKELD 1 LETE TNV Ay@YT.

Yuyvég (umopel va emmpedlel uéypt 1 otovg 10 avBpmmouc)
Metafoln ¢ Asttovpyiag e Kapdldg (To CULUTTOUATE GVVIGTAVTOL 68 EMPPAOLVOT TNG KOPOLUKNG
oLYVOTNTOC). ZouPaivouy EIKOTEPU LEGH GTOVG VO £MC TPELG UVES KAT TNV Evapén TG aymYNG.

Aldeg avemBOuNTES EVEPYELEG EYOULV ETioNG avapepOEt:

Yoyvég (umopet va emnpedletl péypt 1 otoug 10 avBpdmovg)

Ataxtn tayeio cvonoaon g kapdudg (KoAmkn poappapuyn), pn guGIoAoykn avtiinym tov
Kkapdiokod TaAuov(Bpoadvkapdia, Kothakég éktakteg cvotoléc, Kolmokolhiakog amoxieiopuode 1°°
Babuod (ropatetapévo diomuo PQ oto niektpokapdloypaenua)), un pooulduevn aptnplokn
wieon, movoképarog, {aAn kot Bopmn 6paor (BoAn dpacn).

Oy ovyvég (umopet va emnpealet péypt 1 otovg 100 avBpmdTOLS)

AlcOnuo modlpodv Kot EKTakTol kapdlakoi Taipol, vavtia, SuoKkoloTnTo, d14ppola, KOtMakog TOVOC,
aloOnpa weplotpoen|g (IAryyoq), duckoria oty avamvor| (dvorvola), puikoi oracpol, vynid enineda
0VPKOV 0EE0G GTO aipla, TEPIGGELN NOGIVOPIA®Y (TOTOG AEVKAV ALOCPOIPi®mV) Kot avENUEVN
KpeaTvivn oto aipo (mpoidv petafoAlopol TV pomv), depuatikd eEAvOnua, ayystooidnua (6mmg
TPNOUEVO TPOG®TO, YADGGO 1] AAOG, OVGKOALD GTNV AVOTVOT 1] GTNV KATATOGT), YUUNAT 0pTNPLOKN
mieon, Mmobupia, aicOnua KOT®ONG, aichnua advvapiog, un eucsoioykd HKA, dutin 6paon,
Swtapaypévn dpaon.

Xrawieg (Lmopei va emnpedletl péxpt 1 otovg 1.000 avOpdmovg)
Kvidmwon, kvnopodg, epubpdtnra tov déppatoc, aichnua Kakovyiog

o oravieg (umopel va emnpealer péypt 1 otovg 10.000 avBpmdmovg)
Ataxtog Kapdlakos ToAds (KOATOKOIAMOKOG 0ok elo oG 2°° Bafpon, KOATOKOIMOKOG ATOKAEIGHOG
3% Babpov, Zovépopo vosohviog reBokoupov).

Ava@opd avemOounTOV evePyELOV

Edv mapatnpnioete Kamoto ovemBOuntn evEpyeLo, EVILEPDGTE TOV YLOTPO, 1] TO PUPUAKOTOLO COG.
AvT0 1oy0el Yo kEOe avemBounTn VEPYELN TOL OEV AVOPEPETOL GTO TOPOV PUALO 0dNYIDV YPNOTG.
Mropeite emiong vo avagépete avembountes evépyeles angvbeiog, LEcw ToL €BviKod cLGTNILOTOG
ovapopds Tov avaypdeetor oto Hoapdptua V. Méow TG avagopdc ovemBOUNTOV EVEPYELDV
umopeite va fondnoete T GLAALOYN TEPIGGATEP®V TANPOPOPIDOV GYETIKA LE TNV AGPAAELD TOV
TopOVTOG PAPHAKOV.

5. Iog va puidssetor to Corlentor

To @dppoko ovTd TPETEL VO, PUAACCETOL GE LEPT) TTOL gV TO PAETOVY KO dgV TO POGVOLY TO TOdLAL.
Na pn yprolLonoteite ovtd T0 PAPUOKO LETE TNV NUEPOUNVia ANENGS TOV OVOPEPETOL GTO KOVTI Ko
ot Onkn (blister) petd ™ «AHEH». H nuepounvia Aéng eivar n televtaio nuépa tTov punva mov
OVOQEPETAL.

Agv vtapyovv €101KES 001 YIS SLOTPNONG YO TO PAPLAKO QVTO.

Mnyv metdte @ApUAKO GTO VEPO TNG ATOYXETEVONG 1 0TO oKOLTIdl. PmTEioTe TO QUPLOKOTOLO GOC Yo

TO TG Vo TETAEETE TA PAPLLOKO TTOV OgV y¥pnoiplonoteite mo. Avtd to pétpa o fondncovv oty
TpooTacic Tov meEPPAALovTOoG.

6. Iepreydpevo TG GVOKEVAGING KOL AOUTEG TANPOPOPieS
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T egpréyer to Corlentor
- H dpaotikn ovesio ivar ) ivabradine (wg hydrochloride).

Corlentor 5 mg erucolvppéva pe Aemtd vuévio diokio

KéBe emcoloppévo pe Aemtd vuévio diokio mepiéyel 5 mg ivabradine (wg hydrochloride).

Corlentor 7,5 mg smucorlvppéva pe Aertd vuévio diokio

KéBe emcoloppévo pe Aemntd vpévio diokio mepiéyet 7,5 mg ivabradine (wg hydrochloride).

- Ta dAAa cuotaTikd glvat:

- TopHVog Tov dtokiov: Axktoln povoddpikn, payvioto oteatikd (E 470 B), duvio apafoacitov,
poitodeEtpivn, Tuprriov d10&eidro kohhoegwés (E 551),

- emiraloyn tov oiokiov: vpoueAddln (E 464), Titaviov dro&eidwo (E 171),
moAvatfvAevoylukoan 6000, yAvkepoin (E 422), payvnoio oteatikd (E 470 B), cionpov
o&eido kitpvo (E 172), cidnpov o&eidio epubpo (E 172).

Engavien tov Corlentor kot mepieyopuevo TG 6VOKELOGIOG

To Corlentor 5 mg diokia gival YpOUATOG COUOV, EXUNKT], ETKAAVUUEVO LE AETTO DUEVIO dloKio
Stgotopovpeva Kot amd TIG S0 TAEVPEC, JAPAYUEVA LE TNV EVIELEN «5» ot pia dyn kot 25 otnv
GAAN Oym.

To Corlentor 7,5 mg diokia gtvol ypOUATOS COUOV, TPIYOVIKE, ETKOAVUUEVA Le AETTO VULEVIO diokia,
Yopoypévo Le TV EvOeiEn «7.5» ot pia dyn ko 2 oty dAAn oym.

Ta doxia dwitiBevton og nueporoylakés cvokevaoies (blisters ahovpviov/PVC) tav 14, 28, 56, 84,
98, 100 1} 112 dokicv.

Mrmopet va punv dratifevton OAeg 01 GuoKEVAGIES.

Karoyog Adcrog Kvkrhoopiag
Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex - T'aAlio

Hapaockevaotiig

Les Laboratoires Servier Industrie
905 route de Saran

45520 Gidy - T'aAAia

Servier (Ireland) Industries Ltd
Gorey Road
Arklow - Co. Wicklow — Ipiavdia

Przedsiebiorstwo Farmaceutyczne ANPHARM S.A.
ul. Annopol 6B — 03-236 Warszawa — [ToAwvia

and

Laboratorios Servier, S.L.
Avda. de los Madrofios, 33
28043 Madrid

Spain

INo omoladnmote TANPOPOPIo, GYETIKE LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPUKAAEISTE VO
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amgvBuveite 6TOV TOTIKO AVTITPOCOTO TOL KATOYOL TNG AOELNG KUKAOPOPING.

Belgié/Belgique/Belgien
S.A. Servier Benelux N.V.
Tél/Tel: +32 (0)2 529 43 11

bbarapus
CepBue Memukan EOO/]
Temn.: +359 2 921 57 00

Ceska republika
Servier s.r.o.
Tel: +420 222 118 111

Danmark
Servier Danmark A/S
TIf.: +45 36 44 22 60

Deutschland
Servier Deutschland GmbH
Tel: +49 (0)89 57095 01

Eesti
Servier Laboratories OU
Tel:+ 372 664 5040

E\rada
YEPBIE EAAAY PAPMAKEYTIKH EIIE
TnA: +30 210 939 1000

Espafia
Laboratorios Servier S.L.
Tel: +34 91 748 96 30

France
Les Laboratoires Servier
Tél: +33 (0)1 55 72 60 00
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Lietuva
UAB ”SERVIER PHARMA”
Tel: +370 (5) 2 63 86 28

Luxembourg/Luxemburg
S.A. Servier Benelux N.V.
Tél/Tel: +32 (0)2 529 43 11

Magyarorszag
Servier Hungaria Kft.
Tel.: +36 12387799

Malta
V.J. Salomone Pharma Ltd
Tel: + 356 21 22 01 74

Nederland
Servier Nederland Farma B.V.
Tel: +31 (0)71 5246700

Norge
Servier Danmark A/S
TIf: +45 36 44 22 60

Osterreich
Servier Austria GmbH
Tel: +43 (1) 524 39 99

Polska
Servier Polska SP. Z O.0.
Tel.: + 48 (0) 22 594 90 00

Portugal
Servier Portugal, Lda
Tel: +351 21 312 20 00



Hrvatska
Servier Pharma, d. 0. 0.
Tel: +385 (0)1 3016 222

Ireland
Servier Laboratories (Ireland) Ltd.
Tel: +353 (0)1 6638110

Island

Servier Laboratories
C/o Icepharma hf
Simi: +354 540 8000

Italia

Istituto Farmaco Biologico Stroder S.r.l.

Tel: +39 06 669081

Kvbmpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
SIA Servier Latvia
Tel: + 371 67502039

Romaénia
Servier Pharma SRL
Tel: +4 021 528 52 80

Slovenija
Servier Pharma d.o.o.
Tel: + 386 (0)1 563 48 11

Slovenska republika
Servier Slovensko spol. s r.0.
Tel: +421 (0) 2 5920 41 11

Suomi/Finland
Servier Finland Oy
Puh/Tel: +358 (0)9 279 80 80

Sverige
Servier Sverige AB
Tel: +46(8)5 225 08 00

To wapdv @UAAO 00OV yp1ioNS avaBewp1OnKe Yo TEAEVTAIO POPE GTIS

Aentopepn TANPOPOPLAKA GTOLYEIN Yo TO TPOTOV givat dabéosia 6Ty 1etoceAida Tov Evpomaikon
Opyavicuod ®apudxwv (EMA): http://www.ema.europa.eu/.
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