ITAPAPTHMA 1

HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX
Procoralan 5 mg emtkaAvpupéva pe Aewto vuévio dlokio

Procoralan 7,5 mg emkaAvppéva pe Aemtod vuévio dlokio

2. NOIOTIKH KAI IOXOTIKH XYNOEXH

Procoralan 5 mg emkaivpuévo pe Aemttd vUEVIO S1oKia

Ka0e emkaivppévo pe Aemtd vuévio diokio mepiéyel 5 mg ivabradine wc hydrochloride.

Exdoyo ue yvwares opdoeig:
Ka0e emkaivppévo pe Aemtd vpévio dtokio mepiéyet 63,91 mg Aaktoln povoddpikny.

Procoralan 7.5 mg emxoivpupuévo, pue Aertd vugvio diokio

Ka0e emkaloppévo pe Aemtd vuévio diokio mepiéyel 7,5 mg ivabradine wc hydrochloride.

Exdoyo ue yvwareg opdoeig:
Ka0e emkaivppévo pe Aemtd vpévio dtokio mepiéyet 61,215 mg haxtdln povobdpik.

IMa tov TA7pn kaTdroyo TV ekddywV, PA. Tapdypoeo 6.1.

3. OAPMAKOTEXNIKH MOP®H
EmwcaAoppévo pe Aemto vuévio diokio.

Procoralan 5 mg emkaivpuévo pe Aemtd vUEVIO SIoKIa,

ZOUOV YPOUATOC, ENMIUNKES, EMKAAVUUEVO LE AETTO VIEVIO S1oKI0 O1YOTOLOVHEVO Kot omtd TIG dVO
TAEVPEC, YOPAYHEVO He TNV EvOEEN «5» oTn pic Oy kot E5= otnv GAAN oym.
To diokio umopel va draympiotel o€ dvo iceg SOGELC.

Procoralan 7.5 mg smxoivupuévo. pue Aertd vugvio dokio

ZOUOV YPOUATOC, TPLYOVIKO, EXIKOAVUUEVO e AETTO VUEVIO SLOKIO, YOpayUEVO e TNV EVOEIEN «7.5»
ot pio 6ym ko ESS oty dAAN dy.
4. KAINIKEX IIAHPO®OPIEXZ

4.1 OepamevTiKég eVOEiEEIg

TUUTTOUOTIKY ory®yn Te ypovioe otadepnc otnddyyne

H ivabradine gvdeivotal yio T COUTTOUOTIKY 0y®@yn TG Xpoviag atabepng otnOayyng ot
oTEPOVL0IN VOGO G EVAAIKEG E PLGLOAOYIKO PAEBoKOUPIKO pOUG Kot Kapdlakn cuyvotnTo = 70
bpm. H ivabradine gvdeivotat:

- o€ eVAAIKEG o1 omoiot £xovv dvoavetia 1 avtévoelEn ot ypnomn TV B-amoKAEICTOV

- N 6€ LVOLAGUO pE B-amoKAEIGTEG G aoBeVELG TOV OV EAEYYOVTOL ETAPKAOC LE TN PEATIOTN



560 PB- amorkieloTn.

OepaTEVTIKE 0y®YN TS ¥POVIOC KOPILOKNE OVETOPKELOC

H ivabradine evoeikvutatl 6t ¥povia kapdiokt averdpketo kornyopiog I éoc IV katd NYHA, e
GLOTOMKT dvoAeltovpyio, o evilikeg aoBevels pe pAeforouPikd puBuod Kol KopdloKn cuyvoTnTo >
75 bpm, o€ GUVOLOGUO LE TLTTIKT AY®YN CUUTEPIAOUPOVOUEVIC TNG OYOYNG LE P-0mOKAEIST 1 OTOV
N ayoyn pe B-amokAelotr| avtevoeixvotor 1] dev yivetal avekt (PA mapdypago 5.1).

4.2 Aocoroyia Ko TPOTOS 1op1yNoNg

Aocoloyia

ZOUTTOUATIKY 0pwy) THS xpoviag atabspng othOayyns

ZovioTdTol vo AapUBAVETOL 1] arO@ooT Yo EVapEN 1 TITAOTOINGT TG Ay®YNS OTAV VTAPYOVY
Sradoykég PeTpnoelg TG Kapdlakig cvyvotntag, HKI i mepimatntikn 24wpn mwopakorohonon.

H d60m évapéng g ivabradine dev mpémel va vrepPaivel o 5 mg 600 popég v nuépa og aobeveig
NAKiog K4t Tov 75 etdv. Metd and tpelg £0¢ Técaepis fOoUades aymyng, eav o acevig
eEaxolovBel va €ivol COUTTOUOTIKOG, €6V 1 aPYIKTY dOCT| YIVETOL KOAR OVEKTY KO GV 1 KAPOLOKT
oLYVOTNTA NPERiag Topapével Tave and 60 bpm, n d6or propet vo avénbei otnv emduevn vyNAOTEPN
d00om, oe acbeveig mov Aopfdavovy 2,5 mg dvo opic v NUéEPA 1} S mg dVo Popég Tnv Nuépa. H 66om
oLVTHPNONG 0ev TPEmel va, vepPaivel ta 7,5 mg 600 Popé TV NUéPa.

Edv dev onuewwbei Bertioon tov omnloayyik®v cuuntopdtov péca og 3 unveg amd tnv Evapén g
aywyng, N aywyn pe ivabradine mpémet vo S10KOTTETAL.

Emumiéov, npénel va e€etaletal n S1oKOm TS 0y®YNS, 0V 1] COUTTMOUATIKY OVTATOKPLoN Elval povo
TEPLOPIOUEVT KO OTAV OEV GTUEIDVETOL KAVIKG GYETIKT LEI®OT TNG KOPIIAKNG GLYVOTNTOC NPEUING
LEGO GE TPELG LUVEC.

Edv xoatd ) Sdprela g aywmyng pewwbel n kapdioxy cuyxvotnta kdtw and 50 naipodc avd Aentd
(bpm) ce npepia N av 0 0oBevig EKINADOGEL GUUTTOUATO, TTOV oyeTilovTal pe Ppadvkapdio, OTMC
LaAn, konwon 1 vdtaon,  doom Tpénet va, Tithonom el o€ YounAodtepa enineda,
cupmePAapPovopEVNG Kat TG EAGYIeTNG 600MG TmV 2,5 mg 600 popég tnv nuépa (od diokio Tov

5 mg &0 eopég v Nuépa). Metd ) peioon g 800G, TPEMEL va Tapakolovdeital 1) kapSloK
ocvyvotnta (BA. mapdypago 4.4). H ayoyn npénet va SlokOTTeETOL GV 1] KAPIIAKT GLYVOTNTO
Topopével KaTo arnd S0 bpm 1 edv eTpEVOLV TA CLUTTOHOTA TNG Bpadvkapdiag, Tapd tn peiwon g
doong.

Ocpormevtiki] aywyn TS YPOVIOS KOPOILOKNS OVETAPKELOS

H ayoyn mpénet va Eekvael povo o acbevn pe otabept] KOPOOKN AVETAPKELXL. XVVIGTATAL, O
Oepanv 10TpOC Vo, Eivol EUTELPOC GTIV OVILETMTION TNG XPOVING KOPOLUKNG AVETAPKELNS.

H ocvvnbng cuvictdpevn 66om évapéng g ivabradine givorl 5 mg 600 @opég v nuépa. Metd amod 600
epdopddeg aymync, n 06on umopel va avéndet ota 7,5 mg 600 popéc v NUépa, €6V 1 KOPILoKN
ouyvoTNTO o€ Npepio mapopével otobepd Tavm omd 60 bpm 1 vo peiwbel ota 2,5 mg 600 EopEc TV
nuépa (o6 dokio Tv 5 mg 300 PoPEG TNV NUEPA), EAV 1 KOPILHKT GLUYVOTITA GE NpEpia vt
otafepd kdtw amd 50 bpm 1 og mepintwon cvuntOUdTOV TOL GYeTiCovTal pe Ppadvkapdic, OT®S
CaAn, k6mwon N veotaon. Eav n kapdiokn cuyvotnta eivar peta&d S50 kot 60 bpm, apénet va
dltnpeitar ) 860om TV 5 mg 600 popég TV Nuépa. Edv katd ) didpkeia TG aymyng, N Kopoloky
ouyvoTNTa petdveTal 6talepd kKdtw amd 50 maApovg o Aentd (bpm) o€ npepia 1 €bv 0 acBevig
eKONAdoEL cuumTOpaTa TOV oYeTilovtar pe fpadvkapdia, 1 0OGN TPEMEL VAL LELDVETOL GTNV EMOUEVT
YOUNAOTEPT 00GM GTovg aobeveic mov AapPfdavovy 7,5 mg dVo Qopég TNV NuéEPa N 5 mg 300 Popég TNV
nuépa. Edv n kapdrokn cvyvomnto avédvetor otabepd nave and 60 tolpods to Aentd oe npepia, 1
doon pmopet va avEdveton oty emdUeV LYNAOTEPN 000N o acbeveic Tov AapPdvovy 2,5 mg dHo
QOPEC TNV NUEPA N S Mg dVO QOPES TNV NUEPQL.

H aywyn npénet va S10kO6mTETOL AV 1) KOPOLOKT] GLYVOTNTO TOPAUEVEL KAT® 0md 50 bpm 1) €dv ta
ovuntdpata e Bpadvkapdiog empévooy (PA. mapdypapo 4.4).

Ewwoi winbvopoli




Hikiouévor

e acBeveig niikiag 75 etdv kot dvo, cuvietdTon younAotepr 66on Evapéng (2,5 mg dvo popég v
nuépa, OnAad”| pod d1okio Tov 5 mg 600 POPES TNV NUEPA) TPV TNV avENCN TG d00MNG LE
TITAOTIOIN O], EAV YPEIOCTEL.

Neppixn ovemopkelo,

Agv amaiteitonl Tpocappoyn g 60omg oe aceveic e veppikn avemdpkelo Kot KABopor KpeaTvivng
wévo amd 15 ml/min (BA. mopdypago 5.2).

Agv vdpyovv otorygeia yo acbeveic pe kabapon kpeatvivig xaumiotepn oxd 15 ml/min. H
ivabradine mpénetl, ENOUEVAOC, VA YPTCILOTOEITAL TPOCEKTIKG GE AVTOV TOV TANBVGUO.

Hromixn ovendpreio

Agv amaiteitol Tpocappoyn g 600mg og acbeveig pe e nratikn avendpketa. [Ipocoyn npénet va
dtvetan KoTd T yopnynon ivabradine og acBeveig pe pétpra nmatikn avendpkelo. H ivabradine
avtevdeikvutal og acbeveic pe cofapn NTATIKY AVETAPKELX, 0poD dev £xel LereTnOel GE aVTOV TOV
TANOVoUO Ko avapévetal PeydAn avénon g cvetnuotikng ékbeong (PA. mapaypdeovg 4.3 kot 5.2).

Houdrozpixog winQvouog

H acpddeia kot anotehecpatikdra tng ivabradine e Toudid nAkiog kéto tov 18 e1dv dgv éxovv
TekuUnpLooEt.

Eni tov mapovrog drobéoipa dedopéva og aymyn| yia T xpovia. KopdloKr oVETAPKELD TEPTYPAPOVTOL
OTIG TOPOYPAPOVG 5.1 kat 5.2 aAld dev umopei va yivel 60oTO0T Yo T d0G0A0Yia.

Agv vdpyovv dabécipa dedopéva yia cupmtopatikny Bepomreio g xpoviag otabepng onOAyYMS.

Tpomog yopnynong

Ta diokia Tpémet vo Aapfavovtal omd Tov GTOUATOG 000 POPEG TNV NUEPA, OMANST] pHia popd TO TPpmi
Kot pio To fpadv, katd T ddpKelo TV YELUATOV (PA. Tapdypapo 5.2).

4.3 Avtevoeigeag

—  YmepevoioOnoia 6t dpactikn ovsia 1| 6 KAmolo amd To £K60Y TOV AVUPEPOVTOL GTNV
Topaypapo 6.1

—  Kopdioxn ovyvotnrta o npepia xopmiotepn omd 70 maApovg avd AETTO TPV TNV OyOY™|

—  Kopdioyevng katominéia

—  O& éuepaypo Tov pooKapdiov

—  Xofapn vrdtacn (<90/50 mmHg)

—  XZofapn NraTiki averdpKeLd

—  X0Ovopopo voooivtog eAefoxdupfov

- OrefoxopufokoATiKOG ATOKAEIGUOG

—  Aoctabfng 1 o&eio kapdlokn aveTapKeLd

—  E&apton amod Pnuatoddt (kapdiokn cuyvotnta wov EXBAAAETOL OTOKAEIGTIKA OO TO
PnuoTodoTn)

—  Aoctabng om0dyym

—  KoAnokotmakog amokieiopog 3°° faduon

—  Zuvduacudg e 16Yupovs avacTolElc Tov Kutoypopatog P450 3A4 6nmc aloiikd
AVTIHVKNTNOLOKE (KETOKOVALOAT, 1TpaKovalOAn), pakpoidud avtiflotikd (KAapiBpopokivn,
gpvBpopvkivn yopnyovuevn and tov otépaToc, Losapvkivn, teMBpopvkivn), avactoleic HIV
mpwteaons (velpwvaPipn, prtovafipn) kot vepalodovn (BA. mapaypdeovg 4.5 kai 5.2)

—  Xuvvdvacudc e Bepomoapiin 1 Stitaléun, mwov sivar pétprot avactoAeig tov CYP3A4 e 1810tnteg
peimong g Kopdiakng cvyvotntog (BA. mapdypapo 4.5)

—  Konon, yorovyio kKot yovaikeg pe SuvoTOTNTO TEKVOTOINGCTG Ol OTTOIES OEV YPTCLUOTOLOVY
KaTOAANAQ ovTIcVAANTTIKA pétpa (BA. Tapdypago 4.6)



4.4 E101kéC TPoEIdOTOMGELS KAl TPOPVAAEELS KATA T1) Y P1ioN)

Anovoio 0@élovc otic KMViKEC ekPfaoeic o aocbeveic ne countopatikn ypovio otadepn otnddyyn

H ivabradine gvogikvotol Hévo yio T COLTTOUATIKY ay®yn e xpdviag otabepng otnBdyymgs, yiotin
ivabradine dgv &ygl 0QEAN Y10 TIG KOPOLOYYELOKES EKPAGELS, TT.Y. EUEPAYLLO TOV LLOKAPSIoV Iy
Kapdlayyelakdg 0avatog (BA. mapdypapo 5.1).

Mérpnomn e KOPOeKNEC GLYVOTNTOC

Agdopévou OTL 1 KapdlaKt GUYVOTNTO, LTOPEL VO TaPOLGLALEL GNUAVTIKES SLOKVUAVGELS [LE TOV YPOVO,
TPEMEL VL AAUPEVOVTOL VT OV J100YIKES LETPNOELS TNG Kopdtakng cvyvotnrog, HKI 1
epmatnTiKn 24wpn mapaxorovineomn, otav kabopiletar 1 Kapdiakn cuyvotnTa, TPV TNV Evapén
aywyng pe ivabradine kot o€ acbeveig vd aywyn pe ivabradine dtav eEetdleton n Tepintwon g
TITAOTTOINOTG. AVTO 1GYVEL KO Y10 00OEVELG e YoUNAN KOPOLoKT cuyvOTNTa, W10iTEPA OTOV M
KOPSIOKN GLYVOTNTO UELDVETUL KAT® amd 50 bpm 1 petd omd peimon g 66omng (BA. mopdypago 4.2).

Kapduakéc oppvduiec

H ivabradine dgv givon amotelecpatikn ot OepamevtiKy aymyn 1 TPOANYN TV KOPIUKDV
appLOOV Kol THOVAG YAVEL TV OTOTEAECUATIKOTNTA TNG OTOV ekdNAmveToL Tayvappudpia (m.y.
KOWMOKT] 1} DTEPKOIAKT Toyvkapdin). Zvvenmg 1) ivabradine dgv cuvioTdtol o€ 060EVELS e KOATIKN
LOpUApLYT 1 GALEG KOPOLOKEG appLBpLieg Tov ennpedlovv T Agrtovpyia Tov PAEfOKOUPOV.

e aoBeveig mov axoAovBovv aymyn pe ivabradine, eivar avénpévoc o kivouvog exdNAMONG KOATIKNG
poapuapvyng (PA. mapdypaeo 4.8). H koAmikr poppoapuyn sival cuyvotepn o€ acbeveic mov
Aappévouy Tavtdypova aptodapdvn N 1eyvpd avtiappLudukd katnyopiog I Zvvietdtot vo
mapoakolovfovvtal KAMvikd o€ TaxTiky faon ot acBeveig mtov Aappdvovv aywyn e ivabradine yio tnv
EUPAVIOT] KOATIKNG LOPLOpLYNG (EHHEVOVGOG T TAPOEVGLUKTG), EVA TPETEL VO GUUTEPIAUPAVETOL
kot HKT" mapaxorohnon epdoov vrapyet KMvikn Evosien (.. o€ mepintoon emdsvmbeicog

ot 0ayyng, actuoTog TOAN®OVY, ATaKTOL oELYLOV). Ot aoBeveic TpEmel va evepdVOVTaL Y10, TO
ONUELN KOl CUUTTOUOTO TNG KOATIKTG LOPLOPLYNG KoL VO TOVS STVETAL 1] GUUPBOVLAN VA ETUKOVEOVOVY
LLE TOV Y10TPO TOVC, €AV LTA EKONA®OOVV.

Edv ekdnAmOei KOATIKY popropuyn KOt T SIUPKELN TN YOS, TPETEL Vo, emaveEeTaleTat
TPOGEKTIKA 1] GYE0T 0PELOVG — KLVOUVOL NG eEokorovBnomg T aywyng e ivabradine.

Acbeveic pe ypovia, KapdloK OVETAPKELN, TOL GLVOOEDETOL GO SLUTAPAYES TNG EVOOKOIAMOKNG
eNOY®YNG (amoKAEIGUOC 0PLoTEPOD GKEAOVC, ATOKAEIGUOG 0e£100 GKELOVC) Kol KOIAMOKO
dvuovyypovioud TPEMEL VA ToPakoAoVBOVVTOL GTEVAL.

Xpnon ot acBeveic pe kKoATokolokd amokAeicpnd 2 foduov

H ivabradine dgv cuviotdton o€ acbeveig pe KOATOKOIAL0KO OTOKAEIGHO 2°° Babpod.

Xpnon ot acBeveic pe younin Kopotokn cuyvotnta

H ivabradine dev mpémetl va yopryeitan o€ acBeveic mov mptv TNy Evapén g aymyng EXoVV KapOloK
ovyvoTNTA YoUNAOTEPT 0md 70 TaApovg avd Aentd o€ npepio (bpm) (PA. mapdypaeo 4.3).

Edv xotd ) dibpketa TG aywyng 1 Kapdiakn ocvyvotnto og npepia peiwdel otabepd kdtm ond 50
bpm 1] €dv 0 acBevig exdnAmdaoel cupnToOpoTa ToL oyetilovion pe Bpadvkapdia, 6mwg (AAn, KéTwon M
VIOTOON, TPENEL VO, LEI®OEL GTOSIOKA 1) 0OGT 1 VO SLAKOTEL 1] ay@y™|, EGV 1) KOPILOKT GUYVOTITA
mapopeivel Kato and 50 bpm 1 to cvurtOpATo TG Ppadvkapdiog empuévouy (BA. mapdypapo 4.2).

2uvovac O LE omoKAEIGTES SladA®V acBecTion

H tavtoypovn yopnynon tng ivabradine pe anokAelotég S100A®MY 0GPESTION TOV HEWDVOLY TNV
KapSLOK GUYXVOTNTA OTI®G N Pepamapiin N n SATaléun avtevdeikvutat (BA. Tapaypdeovg 4.3 Kot
4.5). Aev éyel 1ebel B0 AGPALELOG OVOPOPLKA LLE TO GLVOLOGHO TNG ivabradine e VITp®OT Ko
SHOPOTVPLOVIKOD TUTOV ATOKAEITTEG SLdAWV acPectiov 0nmg 1 aprodutivn. H emimpdcsbetn



amoteleopaTikOTNTO TG ivabradine g cuUVOLAGUO UE STHOPOTVLPIOWVIKOD THTOV ATOKAEIGTEG SIOAMY
aoPeotiov dev €xet tekunplwdei (PA. mapdypoeo 5.1).

Xpbvio KopdaKN OVETAPKELD,

H xapdioxn avendpkela tpénet vo eivar otabepn|, mpv eEgtaotel | yopnynon ¢ ivabradine. H
ivabradine wpémel va yopnyeital pe mpocoyn o€ 0coOeVEIS [Le KOPSIOKT AVETAPKELL AELTOVPYIKNG
katdtaing IV katd NYHA, Adyo tov neploptopévey dedopévev 6e avtdv Tov TANBuceud.

Eykepaiiko eme1c0010

H ypnion ¢ ivabradine dev cuvioTdTon OUECHG LETA OO EYKEPUMKO ETEIGCOO10 KOOMG dEV VTLAPYOVLY
otoyeio YU aUTEG TIC TEPIMTMGELS.

Omtikn Asttovpyia,

H ivabradine emnpedletl T Aertovpyia Tov AUEIPANCTPOELDT . Aev VTLAPYOLY EVOEIEEIS TOEIKNG
emidpaomng amd T HaKpoypovie, aymyn tne ivabradine otov apeifinotposdn (PA.mapdypoeo 5.1). Av
EUQAVIOTEL LN ovOUEVOLLEVT EMOEIVMOT) TG OTTIKNG AstTtovpyiog, Tpémetl va eEetdletan To EVOEYOUEVO
dloKomNg g aymyNs. [daitepn tpocoyr| mpénel va aokeital o aoBeveic [le LeAayyp®OTIKN
aueipAnotpogidonddeia.

AoBeveic ue vdtoon

Ta oTotyeia mov VIAPYOLVVY Yia acOeveig pe NN G PETPLO VTTOTAON EIVOIL TEPLOPIOUEVH KO CUVETDG
n ivabradine wpémel va yopnyeiton e Tpocoyn o€ avTovg Tovg acbeveis. H ivabradine avtevdeikvotal
o€ acbeveig pe cofapn vrdétaon (aptnprakn wicon < 90/50 mmHg) (BA. mopdypapo 4.3).

KoAmukn papuopvyn — Kapdroxéc appuuisc

Agv vapyovv otoryeio Kivdohvov eppdviong (vrepPoiikng) fpadvkapdiog KoTd TV ET0vaPopd Tov
oAePokopfrkon

pLOpOY, dtav Eekivd 1 PapuaKoAoyIKn Kapdtoavdtoin oe acbeveic mov akolovBohv aywyn pe
ivabradine. Q61660, A0Y® amOVGi0G EKTETAUEVOV GTOLYEIWV, TO EVOEXOUEVO LN ENEIYOVOAG
Kapdoavataéne pe cuveyouevo pedua Ba mpénel va e€etdleton 24 dpeg uetd tnv tehevtaio 660m
ivabradine.

Xpnon ot acBeveic pe ovyyevéc cbvdopouo QT 1 mov akolovHovv oymwyn LUE QOPUUKEVTIKA TPOIOVTQ
OV _emuUNKHVOLVY 10 dtdotnua QT

H ypnon ivabradine og acBeveic pe ovyyevég ouvopopo QT 1 mov axorovBodv aymyn pe
QOPULOKEVTIKA TPOTOVTA TO 0moia emunKOvouvy 1o dtdotnpa QT npénet va amopedyeTon (PA.
mapdypaeo 4.5). Edv o suvdvacudg sivar amapaitntog, amaiteitol 6Tev] KapOloAoYIK)
TapoKoAoLOoN.

H peiowon g kapdiakng cuyvotntog mov mpokoieitol amd v ivabradine, pumopei vo, eTI0eIVOGEL TNV
gmunkovven tov dactiuatoc QT to omoio umopei va Tpokorécel cofapéc appvpicg, edikdTepa TNV
Kotk Tayvkapdia dikny putdiov (Torsade de pointes).

Yreproaoikoi acOeveic mov yperdlovior oAAayEC GTIV AVTIWWTEPTUGIKN 0y®YT) TOLC

Orov mpaypotonotovvtol aAlayég ot Oepaneio aobevav pe ypovia KapdloKn averdpKeLd, Ol 0Toiot
akolovbovv aywyn ue ivabradine, 1 aptnplakn wigon Oa npénel va mapakorlovdeitol avd TakTd
dwotuato (PA. mapdypaeo 4.8).

Exooyo.
To eapuakevtikd Tpoidv mepiéyel Aaktoln. Ot acbeveig pe omavio KAnpovoulks tpofAnuato
dvoaveéiog otn YoAaKToln, Pe avETGPKELD OAIKNG AAKTAOTG 1] Sucamoppdenon YAVKOLNG —



YoAaKTOING Oev TPEMEL VAL TAIPVOLY 0T TO QUPUAKEVTIKO TPOTOV.
4.5 Al AemoOpacels pe GAlo QUPRIKEVTIKA TPOIOVTA KO GALES poPPES aAInAemiopaong

DoppaKodLVVOUIKEC OAMNAETIOPAOELS

Aev ovvioTaTal TovToYpovy XOpHYyHoH

Daproaxevtikd Tpoidvia Tov exyunkdvovy 10 ordotnuc. QT

—  Kopdwayyeiokd eapuakevutikd tpoidvta mov enxtpunkdvouy 1o dtdotnuo QT (mw.y. kvidivn,
SLo0oTVPALION, UTETPLOIAT], COTAAOAT, BOVTIAION, CLLOdAPOVT])

—  Mn kopdloyyelakd @opUaKELTIKA TPoidvTa, oL entunKOvovy o dtdotnuo QT (m.y. muolion,
Qumpac1dovn, 6epTIVOOAT], peplokivn, ahopavTpivr, Tevtadivn, orloampion, epubpopvkivn e
evOoQAEPL yopriynom)

H tavtoypovn yopnynon Kopdloyyelokdv Kot U KapoloyyYEloKOV QopHOKEVTIKOV TPOTOVIMY TOL

gmunkovouy to dotnuo QT pe ivabradine mpénet va amopevyetTal, YoTi PITopel 1) ETMUAKVVOT TOL

QT va emdevmbel amod T peimwon g kapdiakng cvyvotntag. Eav o cuvdvaoudg ivar omapaitntog,

amorteiton 6tevy Kopdlodoykn tapakoiovdnon (BA. mapdypago 4.4).

Tavtoypovy ypron ue mpoooyn

Arovpntid wov UEIDVOLY 10 KdAL0 (Bs1alidixd d10vpnTIKG Kol J10VPNTIKG TS GYKDANC)

H vroxoonpio propet va avénoet tov kivovvo appuduidv. Kabog n ivabradine pmopei va
TPOKOUAEGEL PpaduKapdic, TO ATOTEAEGLO TOV CLVOVAGLOD VITOKOALOUING Kot Bpadvkapdiog
omotelel mopdyovta mpodidbeong yia TV epedvion coPapmv appuBdy, Wdiaitepa o acbeveic Tov
glte Moy® ovyyevig avouoiiog ite TPOKAAOOIEVO amd KATOL0 0vGia ELPoVIloVY TOPATETAUEVO TO
dwwotua QT.

DaprokokvnTikéc aANAETIOPAGELC

H ivabradine perafoiiletor povo amd to CYP3A4 ko ivorl mold acBevig avaoToléag anTod Tov
KLTOYPMLOTOG.

"Eyel amoderytel 6T 1 ivabradine dev emnpedlel 1o peTafoAoUd KOl TIG GUYKEVIPAOGELS TV GAA®DV
vrooTpopdTev Tov CYP3A4 (Mmov, HETPLoV Kol 1IoYVpdV 0VAGTOAE®V) 6T0 TAAG. Ot avacToAElg
kot enoywyeic tov CYP3A4 teivouv va odAnAemidpovv pe tnv ivabradine kot va exnpedlovv 10
UETABOAGUO KOl TN QOPUOKOKIVITIKN TG 6€ Babud kKAvikd onuovtikd. Meléteg aAinieniopoong
&yovv amodei&et 6T1 ot avactoAeic tov CYP3A4 avédvouv Tig cuykevipdoelg ivabradine oto mAdoa,
EVD Ol EMOYYELG TIC petdvouy. Ot avénpéveg ocvykevtpmaoelg ivabradine 6to TAdGpo umopel va
ouvdéovTol Ue Kivouvo vrepfoitkng Bpadvkapdiag (PA. mopdypago 4.4).

Avrevoeilelg tavtoypovns yopRynons

loyvpoi avaoroleic oo CYP3A4

H tavtoypovn yopniynon woxvpmv avoctoréwnv tov CYP3A4, 6nmg aloAMKd avToknTnoioKd
(keTtokovaloAn, ttpakovaloAn), pokpoAdwd aviiBrotikd (kKhapiBpopwkivr, epuBpopvkivi amd Tov
otopatog, Cooapvkivn, teMBpopvkivn), avactoreis e HIV npmtedong (vedpwvafipn, prtovaBipn)
Kot veealodovn avievdeikvotol (BA. Tapdypapo 4.3). Ot ioyvpoi avactoreic tov CYP3A4
KketokovaloAn (200 mg pia popd v nuépa) Kot Locapvkivn (1 g 600 popéc v nuépa) adénoay
uéon éxbeon g ivabradine oto mAdoua katd 7 £0¢ 8 opéc.

Métpior avaoroleic oo CYP3A4

Ewducéc peréteg arinienidpaong o€ vyleic éBelovtég kot acBevels £0e1&av Tl 0 GLVOLAGLOC TNG
ivabradine pe tovg mapdyovieg Sthtialéun N PEPATAAT TOV PUEIDVOLV TNV KAPSIOKT GLYVOTNTA. EiYE
oav amotéAespa TNV avénon g £kBeong g ivabradine (advénon g AUC xotd 2 £m¢ 3 popég) Kot
gmmA£oV T pelmon ¢ Kapdlokng ovyvotntag kotd S bpm. H towtdypovn yoprynomn g ivabradine
LE OUTA TO PAPLOKEVTIKA TTPpoTovTa avievdeikvutal (BA. Tapdypapo 4.3).




Aev ovVIeTOTOL TOVTOYPOVH YOPHYNON
H éxBeom ot ivabradine duthacidotnKe HETA Amd cLYYXOPYNON HE YVUO YKpéumppovt. Emouévmg,
TPEMEL VO, ATOPEVYETOL 1] KOTOVIADGN VU0V YKPETPPOLT.

Tavtoypovy yopnynon ue TPoYviGLels

Mézpior avaotoleic tov CYP3A4

H tavtoypovn yopniynon ivabradine pe diiovg pétprovg avactoreig tov CYP3A4 (w.y.
@AovkovalOoAn) uropet va emttpamnel pe d6om Evapéng ta 2,5 mg 600 QopEc TV NUEPT KAl EPOGOV 1)
Kapdlakn cvyvotnta npepiog etvorl peyoddtepn and 70 bpm, pe TopaKoAoVONGN TN KOPIIKNG
GUYVOTNTOC.

Eraywyeic tovo CYP3A44

Ot emayoyeig tov CYP3A4 (m.y. proapmikivn, BapPrtovpikd, gavutoivn, Hypericum perforatum [St
John’s Wort]) umopet va peidcsovy v ékbeon Kot tn dpaoctikdtnta ¢ ivabradine. H tavtdypovn
YOPYNON POPUUKEVTIKMV TPOTOVI®MV mov endyovv to CYP3A4 pnopel va amoitel mpocappoyn e
d6omnc¢ ¢ ivabradine. ‘Exet amodeiytel 011 0 cuvdvacpog ivabradine 10 mg 0o @opéc tnv nuépa pe St
John’s Wort vrodimhacialer tnv AUC g ivabradine. H Ayn St John’s Wort pénetl va neplopileton
Katd TNV ayoyn pe ivabradine.

Aldeg avyyopnynoels

E1dkéc peléteg adldndenidopaong dev £xovv amodeifel KAMvViKd onuavtikn enidpacn Tov akdiovbwov
QOPLOKEVTIK®V TPOIOVIMOV GTN POPLOKOKIVITIKY KO QOPLOKOOLVOUIKT TG ivabradine: avooToAElG
avTAiag Tpotoviev (opempaloin, Aavoorpalddn), cikdevapiin, avactoreic Tng HMG CoA
pedovktdong (cypactativn), dStHOPOTLPISVIKOD TOTOV ATOKAEIOTEG dtabA®V acPeotiov (aplodimivn,
Aacdurivn), dryo&ivn ko Bappapivn. Emimiéov, dev onueidbnke kKAvikd onpoavtikn exiopacn g
ivabradine ot @oppokokiynTikny ¢ oufactativig, aurlodimivng, AactduTivig, 6T QoPUOKOKIVITIKY
KOl QOPHOKOSLVAIKY] TNG d1yo&ivg, Bap@apivng Kot GTn GOPUOKOSVVOLIKT THG AOTLPIVIG.

e Bacucég Khvikég peiéteg paong I, to akdAovBo QopUaKeLTIKA TPOIOVTO CLVOVAGTNKOY KOVOVIKE
ue ivabradine, yopic va mapatnpndodv avnovyntikég eVOsiEElc: avOOTOAEIS TOV UETATPETTIKOD
gv{OUOL NG ayyelotacivie, avtayoviotég ayyslotacivng I, B-amokAieiotés, d10vpnTIKd, TapPdyovTEC
aVTI-0AS0GTEPOVTG, VITPIKA LaKpag kot fpayeiag didpketag dpdong, avactoreic HMG CoA
PESOVKTAOTG, PLUTPATES, OVOCTOAELG AVTALOG TPOTOVI®V, OVTIOWPNTIKA ATO TOV GTOUOTOC, AGTIPIVNY
KoL GAAQL OV TL-OLUOTTETAALOKG QOPIOKEVTIKA TPOTOVTAL.

Todrorpikde TANOvoudS

Meléteg adlinAeniopoaonc £xovv TpoypoTomombel LoOvo o€ EVAAIKEG,.
4.6 T'ovipotnta, Kvnoen ko yoiovyio

T'vvaikeg pe dvvatdtnto TEKVOTOInong

Ot yuvaikeg pe SuvatoTnTa TEKVOTOinonc, Ba mpénetl katd T S1dpKeLn TG AY®YNG, VA XPNCLOTOL0VV
KatdAANnAo avTicuAAnTTiKa pétpa (BA. mapdypago 4.3)

Kvnon

Agv vapyovv N eival TEPLOPIGUEVE, TO, GTOLYELD Y100 TN ¥PN oM NG ivabradine o eykHovg,.

Meléteg og mepapatdlma Exovv deiEetl TOEIKOTNTA TNV AVATOPAY®YIKY tkavotnTo. Ot HeAéTeC VTG
€yovv deiéet epPpvoto&ikdtnra Kot TepaToyeVeTIKEG emdpdoets (PA. mapdypapo 5.3). O evdeyOuevog
Kivduvog yio tov dvBpomo sivon dyvootog. Emopévmg, n ivabradine avtevdeixvotal katd tnv Komon
(BA. mapdaypago 4.3).

TaAovyia
Meléteg oe mepapatdlma deiyvovv 6tTL 1 ivabradine amekipivetar 6To untpkd yoia. Emopévog, 1

ivabradine avtevdsikvotol KoTd T didpkela Tov Inlacpoo.
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Ot yuvaixkeg mwov ypnlovv Bepamneiog pe ivabradine, o Tpémel va Stakdyouv T yohovyia Kot vol
EMAEEOVY EVOALAKTIKO TPOTO SLATPOPTG TOL TTALO10V.

Tovwotnta
Meléteg oe apovpaiovg dev Exovv deilel EMOPUCT OTN YOVILOTITO OPGEVIKMV Kl ONAVKOV (BA.
mopaypapo 5.3).

4.7 Emopdcseig 6tny IKavOTINTO 0011y 061G KL YEIPLGHOD PUNYOVRATOV

H ivabradine dgv éyel kopio 1 £l Ao ULAVTN ETIOPACT] OTNV IKAVOTNTO YEPICUOD UNYOVILATOV.

Mio e1d1kn perlémn yio v a&lohdynon g mbovng emidpacng g ivabradine oty avotnTa

001 yNoNG TpaypaTonomOnke og vyieic €0eAovTég, 6TOVG 0moioVE gV dlamIeTOONKE UeTABOAN TNG
amodoong oty 0dnynon. Eviovtolg, avapépnkay, petd tnv kokloeopio Tov TpoidvTog, TEPIGTUTIKY
dtaTapaypuévng tkovotntag odnynong Aoym opfaiiukdv copntopdtov. H ivabradine propet va
TPOKUAEGEL TUPOSTKA PMTELVA PUIVOLEVE, TTOV GLVICTOVTOL KUPI®G 6g pmToyiec (BA. mapdypapo 4.8).
H mBavn kAo TETOIOV QOTEWVOV QOIVOUEVOVY TPETEL VO AAUPAvETOL VT’ OYN KOTA TNV 001yNom
1M TO XEPIGUO UNYOVNLATOV, 6€ cLVONKES OTTOL UTopel va cupPodv apvidieg petaforég tng vraong
TOV QMOTAC, WO1OITEPO KOTA TN VOYTEPIV] 001 YNGT.

4.8 AvemOopnteg evépyereg

TIepiinyn Tov TPOEIA AGQAAELOG

Ot o ovvnBeig avemBounTeg evépyeleg pe ivabradine givan ta poOTEWE @avopeva (poTOWiES)
(14,5%) ko m Bpadvkoapdia (3,3%). Avtég eivar docoeEaptdpeves kKot oyetilovtat e
QOPUOKOAOYIKT OPAGT TOV PUPLOKEVLTIKOD TPOIOVTOG,.

[ivakag Tov avemBounTmv evepyelmv

O axolovbeg avemBountec evépyeleg ovoaeépOnkay katd Tn Odpkeln KAWVIKOV OOKIU®V Kot
Katotdooovtal pe Baon v akdilovdn cuyvotnta: moAd cuyvég (21/10), cuyvég (21/100 émg <1/10),
oyt ovyvég (21/1000 émg <1/100), omdvieg (=1/10.000 g <1/1000), morv omdvieg (<1/10.000), un
YVOOTEG (Oev pLmopohv va exktiunBov pe Baon ta dtabéctpa dedopévar).

Koamnyopia / Opyavikd cuotnua | Zvyvotnta IIpotympevog 6pog
Awotapoyéc Tov arpomomtikod | Oyt cvyvég Hoowopihia
KOl TOL AELPIKOV GLUGTLOTOG
Awtopayég Tov petaforiopod | Oyt cuyvég Ymrepovpryoio
ko g Opéyng
Alotapoy€c ToV VEVPLKOD Yuyveéc Kepaioiyia, cuvibwg tov
GUOTNLOTOG TPADTO UNVO AYWOYNS
Z6édn mhoava Aoym
Bpadvkapdiog
Oy ovyvéc* 2vykomn, mbavd Aoy
Bpadvkapdiog
OpBarpicéc droTapayéc [ToAV ouyvég Dotewvd eovoueva, (mToYieg)
Xuyveég Oaypmni dpacn
Oy ovuyvég* Awmlorio
Ontikn droTapoyn
Awotapoyéc Tov OTOC KoL TOL Oy ovyvég Tayyog
Aafupivlou
Koapdiaxég dratapoyég Suyvég Bpoadvkapdia
KoAmokotMakog amokAEIoHOG
1°° BaBpov (mapatetapuévo
duaotua PQ oto
NAEKTPOKOAPILOYPAPNLLOL)
Kothokéc £KTaKTEC GUGTOAEG




KoAmixn popuapoyn
Oy ovyvég AlcOnpua moAnov,
VIEPKOIALOKES EKTUKTEG
GUGTOAEG, TOPATETOUEVO
ddotnua QT oto
NAEKTPOKOPOLOYPAON LN
IToAV omdvieg KoAnokotMmakog amokAEIGUOC
2% Bafpod. Koimokotiiokoc
omokAelopnog 3% fabrov
2HvOpPOLO VOGOVVTOG
oAeBoKoupov
Ayyelokég dtaTopayss Xoyvég Mn puOulopevn aptnplaxn
mieon
Oy ovuyvég* Yroétaon, mbava Loy
Bpadvkapdiog
Awotapoyéc Tov avamvevotikov | Oyt cuyvég Avormvoln
GLOTNLOTOG TOL Bdpaka Kot
ToV pesobwpakiov
Awtapoyéc Tov yaotpevteptkon | Oyt cuyvég Noavtia
AvckoMoTTo
Aldppota
Kot\okd diyoc*
AlTopoyEG TOL SEPHOTOC KOt Oy ovyvég* Ayyelooionua
TOL VLTOJOPLOV 16TOV E&avonpa
Xrdviec* Epbnpua
Kvnoudg
Kvidwon
Awotapoyéc Tov pvookehetikod | Oyt cvyvég Mvikoi oacpol
GUOTNLOTOG KOl TOV GUVOETIKOV
16TOV
Awtapoyéc tov veppav kot tav | Oyt cuyvég AvEnuévn kpeoTvivn aipotog
0VPOPOPMV 00DV
Tevikég dratapayés Kot Oy ovyvéc* AicOnua advvapiog, Thova
KOTOOTAGELG TG 000V Aoy Bpadukapdiog
Yop1ynong AicOnpa k6Tmong, mbavé Adym
Bpadvkapdiog
Xrhvieg* AloOnpo kokovyiog, mbava
Ay Bpadukapdiog

* Yuyvotnta mov VtoAoyiletal amd KAMVIKES LEAETEG, Y10 OVETIOOUNTEG EVEPYELES A0 OWBOPUNTEG
ovVOQOPEG

Heprypaon emeypévav avemBOunTmv gvepyelmv

Dotewvd pavopeva (pmToyieg) avaeépdnkav amod to 14,5% twov acbevodv Kot TEPypaeOvVIOL ¢
TOPOOIKN ALENUEVT] POTEWVOTNTO GE TEPLOPICUEVT TTEPLOYT TOV OTTIKOV TTediov. [Tupodotovvtan
oLVNOBW®G amd a1pvidieg S1aKVUAVOELS TNG EvTaoTg ToL PTds. Ot poToyiec pumopel emiong va
TEPLYPAPOVTUL OC OA®, SLACTOCT EIKOVOS (PavOUEVO GTPOPOCSKOTION 1 KAAEIOOGKOTIOV), AUUTPO
YPOUATIOTO PG N TOAAATAN gldmAa (SlaTtrpMon TG E1KOVAG oToV aUEPANGTPoEdn). Ot pwToyieg
Eextvohv cuVNO®G HEGO GTOVE TPATOVG OVO UNVEG TNE OY®YNG KO, LETA OO 0VTO TO SLAGTN L,
umopei va emavoropupavovratl. Ot pmtoyisc avapépnkav g Nmiag mg puétplag évraonc. Olec ot
POTOYIEC VTTOYOPN oAV KOTA TN JEPKELD 1] HETA TNV ay®YN, Ke TNV TAgtovotnta (77,5%) va €xet
VIOY®PNOEL KOTA TN S1ipKeELR TNE oy ynG. Atyotepo and 10 1% tov acbevav dAhaée Tic kabnuepivig
TOV oVVN0eleg N} SLEKOYE TNV Ay®YN YO TIG POTOVIEG.
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Bpadvkoapdia avagépbnke amod to 3,3% tov acBevav, waitepa katd Toug TpdTovg 2 e 3 pnveg
ayoyns. To 0,5% tov acBevov exkdnrmce coPfapn Ppadvkapdio kKatw and 1 ion pe 40 bpm.

2 perétn SIGNIFY mapatnpnifnke kohmkn poppopvyn oto 5,3% tov achevaov mov Adpfoavay
ivabradine o€ cuykpion pe 3,8% Tng opadag IKOVIKOD GapUAKOL. T HETA-0vAAVOT OAV TV Ddorg
H/IIT S1hé ToPA®Y EAEYYOUEVOV KAMVIKOV UEAETOV, OLAPKELNG TOVAGYIGTOV 3 UNVOV, OTTOL
ocopmeptnedniay tive amd 40.000 acbeveig,  cuxvVOTNTO EULPAVIOTC KOATIKNG HOPLOPVYNG TV
4,86% otovg acleveic mov éhafav ivabradine, cuykpitikd pe 4,08% otovg uapTupeg EAEYYOL, TOL
avtioTtolyel o€ avoroyia kivovvou 1,26, 95% CI [1,15-1,39].

> peiétn SHIFT, nepiocdteporl acheveic ekdNAmoay ETelcO010 LENUEVIG OPTNPLOKNG TEONS EVAD
akolovbovcav aymyn ue ivabradine (7,1%), cuykpitikd pe Tovg acbeveic Tov Aaupavoy E1KOVIKO
@appakxo (6,1%). Ta enelc6d10 ALTAE NTAV TLO GLYVE AUESMG LETE TV OAAOYT TNG OVTIVTEPTAGIKNG
ay®OYNG, NTAV TapodKd Kot dev ennpéacay tn Oepamevtikn dpdon tng ivabradine.

Avagopd THavoAoyoLUEVEOV OVETBOUNTOV EVEPYELDV

H avoapopd mBavoroyoduevemy avemiBountmy evepyeumy HeTd amd T Yop1yNnom Adelc KUKAOPOpiag
TOL QOPUAKEVTIKOV TPoidvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorovdnomn e oyéong
0PEALOVC-KIVODVOL TOL QOPUOKEVTIKOD TPOTOVTOG. ZNTEITOL 0O TOVG EMAYYEALOTIEG TOL TOUEN TNG
VYELOVOLIKNG TTEPIBOAYNG VO AVOPEPOVY OTTOIEGONTOTE TOOVOAOYOVUEVES OVETIBOUNTEG EVEPYELES
UEG® TOV €6VIKOD GUOTNUATOG OVOPOPAS TOV avaypapeTat oto [apdptmuo V*.

4.9 Ynepooooroyia

ZOUTTOUOTO

H vrepdocoroyia pmopel va mpokaAiésel coPapn kot mapoateTapévn Bpadvkapdia (PA. Tapdypopo
4.8).

Avtietomion

H coPapn Ppadvkapdia mpénet va avTipetonileTol GOUTTOUATIKE 68 £E101KEVIEVO TTEPIPAALOY. XE
nepintowon Ppadvkapdiog pe aodevn alpodvvapiky avoyn, Tpénet va eEetaletol n yopnynon
CUUTTOUOTIKNG AY®YNG oL Bo tepthapPdvel evoAERLa xOpNYOOUEV POPUOKEVTIKG TPOTOVTA B-
déyepong, OTm¢ N 1ompevaiivn. Mmopel vo epaprocTel TPOoSmPIVI KapO1oKN NAEKTPIKN
Pnuotodotnon, edv amatteitat.

5. DAPMAKOAOI'IKEX IAIOTHTEX

5.1 DoPPOKOOIVVOULKES 1OLOTNTES

Doppokobepamentikn katnyopio: kapdiokn Oepaneia, dAlo Kopdiokd okevdopata, Kodkoc ATC:
CO1EB17

Mnyoviopdc 6pdonc

H ivabradine sivou apyng mapdyovtog peimong e Kapdlokng cuyvOTNTIS, TOL Opa. LLe EKAEKTIKT| Kol
€101KN OVOGTOAT TOL PEVUOTOC Ir TOV KopdlokoD Patoddtr, To omoio eAEYYEL TNV CLTOATY
Sl0oTOMKY] EKTOAWGT 6TO PAEPOKOUPO Kot puOuilel TV Kapdiakn cvyvoTnTa. Ot KapdlaKég
EMOPAGELS eivar E101KES Yo To PAEPOKOUPO, YmPIg EMIdPACT) GTOVG XPOVOVS EVOOKOATIKNC,
KOATTOKOIALOKNG 1 EVOOKOIAMOKNG 0ly®YNS, OVTE GTN GUGTOATIKOTITO TOL LVOKOPOIOV 1) TNV KOTAMOKT
EMOVOTOA®ON.

H ivabradine pnopei eniong va. aAAnAemidpdost pe 1o apeiAnotpostdikd pevua I mov potdlel moAd
HE TO KOPOlako Ir. ZOUHPETEYEL OTT| YPOVIKT] SLOKPLTIKT IKAVOTNTO TOV OTTIKOD GLUGTILLOTOC,

nepropifovrog v ouePANcTPoEdIKn amoKpior o€ epebicpata Evtovov potog. Katw amd cuvinkeg

1"


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

TVPOdOTNONG (TL.Y. Taxeiec LETAPOAEC TG POTEVOTNTOG), 1| LEPIKT OVOGTOAN TOL [ omd TV
ivabradine Tpokaiei 1o QOTEWVA QovOpEVE TOV pmopel vo eppavilovy meptotactokd ot acbeveic. Ta
QOTEWVE PAVOUEVO (POTOYIES) TEPTYPAPOVTUL MG TAPOSIKT] CVENUEVT] POTEVOTITA GE TEPLOPICUEVT|
TEPLOYN TOL OoMTIKOV TEdiov (PA. Tapdypapo 4.8).

DoppaKodVVoUIKEC ETOPAOELS

H x0pla pappaxodvvaopikn didtnta tng ivabradine otovg ovOpdmovg eivat 1) £101K1 060eEAPTMUEVY
peiwon g kopdtakng cvyvotntas. H avdivon g peimong g Kapdlakng cuyxvotntog Le 00GELS EmG
20 mg 300 QOPEG TNV MUEPA VTTOSEIKVOEL Pia TAGT TPOG EUPAVIOT] ETUTESOV KOPOL (TAUTM), 1) OTOla
ouvoéeTan pe PelmpéVo Kivouvo cofapng Bpadvkapdiog kdtw and 40 bmp (BA. Tapdypapo 4.8).

211¢ cuvhBelg GUVIGTONEVES OOGELS, 1 LelmoT TN Kapdlakng cuyvotnTag eivan tepimov 10 bmp oe
npepio Kot KoTd TNV doknor. Avtd £xel oav OTOTELEGA T HEIDGT) TOV KOP10KOD POPTIOL £PYOV Kot
g KOTOVAA®oNg 0Euy6voL 0o T0 Luokdpdto.

H ivabradine dgv ennpedlel tnv evooKapOLOKN Qy®YN, T1 GVGTOATIKOTNTO (OTOVGI0 APVNTIKNAG

woTpdTOv dpacng) N TNV KOIAOKN EMOVATOAMON:

—  0€ KAMVIKEG NAEKTPOPLCLOAOYIKEG LEAETEC, 1) ivabradine dev €lye Kol EXIOPACT) GTOVS ¥POVOVG
KOATOKOIAMOKN G 1| €VOOKOIMOKNG ay®myNe N ota dlopbouéva dtuomuoto QT

— o¢g acbeveic pe duoiertovpyia g aplotepng Kotkiog (Khdopo eEmbnong apiotepng Kotiiog
[LVEF] peta&d 30 ko 45%), n ivabradine dev giye kapud Prafepn enidpacn oto LVEF.

Khlvikn omotelesnotikdTnTo Kol 0GQAAELL

H avtiomBayyikn| Kot ovTi-loyoipikn omotehecpuatikotra g ivabradine peietinke o€ mévte SImMAEG
TVPAEG TUYOOTTONUEVEG HEAETEC (TPELS EvavTl placebo Kot o pio EVaVTL ATEVOAOANG Ko
apAodumivig). XTic peAéTeg auTég cuumepAEOnKay cuvolkd 4.111 acBeveig pe ypovia otabepn|
omBayyn, ek tov onoiwv o1 2.617 élafav ivabradine.

H ivabradine 5 mg 600 @opéc NuepNoimG A0S TNKE ATOTEAEGLOTIKY GTI TOPAUETPOVG TNG
dokpaciog kOTmong péoa o€ 3 £m¢ 4 eBdouddeg aymync. H anotedespotikdtnto, emPePoarmbnke pe
Ta 7,5 mg 000 Popég TNV NUEP. ZVYKEKPIUEVA, TO EMTPOGHETO OPELOG TAV® amd Ta S mg dVO POPEC
TNV NUEPO TEKUNPLOONKE GE EAEYYOUEVT] LEAETN OVALPOPEG EVOVTL OTEVOAOANG: 1] GUVOAIKT O1apKELL
doknong Katd v veeon avéndnke mepimov kotd 1 Aentd petd amd Eva unve, aymyne pe 5 mg 600
@OpPEC TNV NUEPQ. Kal PeATinONKE TEPUITEP® KATA GYEdOV 25 devTEPOAETTA UETE 0O EMTAEOV
SloTNUe 3 UNVOV LLE DTOYPEMTIKN TITAOTOINoN oTa 7,5 mg dV0 QOPEG TNV MNUEPQ. LT HEAETN OVTY,
Ta ovTIoTNOayyikd Kot avTi-loyaipkd o@éAN ¢ ivabradine emiBefoidbnkay oe acbeveic nAtkiog 65
€10V kot ave. H anotehecpatikdmmra tov 5 kot tov 7,5 mg 600 gopég tnv nuépa ftav otabepn og
O\EG TIG HEAETEG, OGOV OPOPA OTIC TAPAUETPOVS TNG SOKIHAGTOG KOTWOTG (GUVOMKT S1dpKELn
doknong, xpovog £€mg TV EKONMANMON TEPLOPIOTIKNG oTNO&YYNG, XPOVOS £1¢ TNV eKONA®SN otnd&yymg
Kot xpdvog Emg TNV KoTaomaon Tov dtaotnuatog ST katd 1 mm) kot cuvoédnke pe peioon kotd 70%
TePITOL TOV TOG00TOV oTNOayYIK®V Kpicewv. H yopnynon ivabradine dvo gopéc tnv nuépa mapeiye
OLLOIOLLOPOT] OTTOTEAEGUATIKOTNTO KaO® OA0 TO 24®mpoO.

e pio TUYOOTOMUEVT], EAEYYOUEVT LE EIKOVIKO ApuaKko HEAETN TTov TtepiEdafe 889 acbeveig, 1
ivabradine mov yopnynOnke oe cuvdvacud pe atevoddin 50 mg pia popd nuepnoing (o.d) £deiée
EMTAEOV OTMOTELECUATIKOTNTO O€ OAEG TIC TapapéTpoug AK 610 KoTdTEPO GNUEID TNE SPACTIKOTNTOG
oV QopudKoL (12 dpec PHETA TNV ad TOV CTOUATOC YOPNYNoN).

e pio TUYOOTOINUEVT], EAEYYOLEVT] LE EIKOVIKO QAP0 HEAETN TToL TTeplEAaPe 725 acbeveig, 1
ivabradine dgv £0e1&e emmpdoOETN AMOTEAEGUATIKOTNTO OTAV GUVOLACTNKE UE OUAODITIV OTN PO
VOEONG TNG SPACTIKOTNTAG TOV Papudkov (12 dpeg petd tn AMjyn amd Tov 6TOHOTOG), VG avTifeTa
Katadelydnie emmpdodetn amoTeELEGUATIKOTNTO 0T PAoT otyung (3-4 dpec PETA T AYN OO TOV
6TOLOTOG).

e pio TUYOOTOINUEVT), EAEYYXOLEVT] LE EIKOVIKO QApUaKO HEAETN oV TepleAdpuPave 1.277 acbeveig, 1
ivabradine £5€1£€ GTOTIOTIKMG GMUOVTIKY ETTPOGOETN ATOTEAEGUATIKOTITO (OC UTOKPIOT GTIV 0y®YN
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(n omoia opileton mg pa peimon katd tovAdyiotov 3 otnlayyikdv encicodimv avd efdopdado Kot/ 1
po avénon tov ¥pdvov katd TovAdyloTov 60 s pEypt TV Katdomaon Tov daotipotoc ST katd 1
mm, 6t dtdpkeln dokpaciog komwong AK) otav cuvdvdotnke pe aprodutivn 5 mg pio popd
nuepnoing (0.d.) f vipedurivn GITS 30 mg pia popd nuepnoing (0.d.) otn edon veeong g
dpaoTIKOTNTAG TOV Papudkov (12 dpeg petd t Afym amd tov 6tdépaTog ¢ ivadbradine) kot yio pio
nepiodo ayoyng 6 efdopdadwv (OR = 1,3, 95% CI [1,0-1,7]; p=0,012). H ivabradine dgv £de1&e
EMTPOCHETN OPUCTIKOTNTO GE DEVTEPEVOVTO KATAANKTIKG onpeia oTig TopapéTpoug AK otn pdon
VEEONG TNE SPAGTIKOTNTOS TOV PAPUAKOL, eV ovTifeta KatadeiyOnke emmpdcde
OTTOTEAECUATIKOTNTA OTY] OdoT ayung (3-4 dpeg petd ™ AMyn omd 1oV GTOUATOG).

H amoteleopatikdtnta g ivabradine diotnpnOnke minpwg kad’ 6Ao To TpipNnVo N TETPAUNVO
SloTnue aymyns HeTa&d TV HEAETMV OmOTEAECUATIKOTNTOS. Agv TopatnpnOnikay evosi&elg
QUPUOKOAOYIKNG VoY (OTMAELN UTOTELECUATIKOTNTOC) KOTA TN SLAPKELN TNG Ay®YNG 00TE
oawvopuevo avalomopwong (rebound) kotd Tnv orpvida Stakonn g aymyns. H avtiomnOoyyikn kot
avTI-loYouKn dpdon g ivabradine cuvdédnke e 0G0EEAPTMUEVEG LEIDCELS TNG KAPIIOKNG
GLYVOTNTOG KOl GNUOVTIKT UEIDOT) TOV YIVOUEVODL GLYVOTNTOC-TiEoNC (KOPOL0KT GUYVOTNTA X
GLGTOAIKT GpTNPLOKT TTiEon) oe npepia kot Katd Ty doknon. Ot emdpacelg 6TV apTnploKn Tieon
KOL TNV TEPLPEPTKN AYYELOKT] OVTIGTAGT) NTOV TOAD pKPES Kot OXL KAVIKG GTLLOVTIKEC.

e aobeveic mov Ehafav aywyn pe ivabradine yio tovAdyiotov €va. £1o¢ (n=713) domictd®bnke 011
dwtnpeiton 1 peimon g Kapdakng cuyxvotntas. Agv mapotnphnke enidpocmn 6to petafolopd g
yAvk6ing M tv Mmdiov.

H avtiomBoyyikn| Kot ovTi-loyotpiky] onotehecpatikdtta g ivabradine diatnpndnke otoug
Sdwfnrikodg acbevelg (n=457), pe TapdHo1o TPOPIA AGPAAELNG GUYKPLITIKA e TO GUVOAMKO TANBLGHO.

Mo peyddn perét éxpacng, n BEAUTIFUL, npayuatomomOnke og 10.917 acbeveic pe otepaviaio
voco0 Kot dvorettovpyia g apioteprg kotkiog (LVEF <40%) o€ cuvdvaopd pe ™ Pértiot Bepaneia
vrofabpov Ko pe to 86,9% twv acbevav va Aappdvovy B-arokielotés. To KOpo ocvivBeto kprTnplo
OTOTEAECUATIKOTNTOG NTAV 0 Kapdlayyelokog Oavotoc, voonieia yio o&d Euepaypo Tov pvokoapdiov 1
voonieia yuo véa eppdavion 1 emdeivaon kopdiakng avendpkelog. H pedémn dev €de1&e drapopd oto
TOGOGTO TOV TPMOTELOVTOG GVVOETOL TEAIKOD onpeiov oty opdda tng ivabradine oe GUuyKplon pe TV
opado Tov eErauPave elkovikd appako (oyeticog kivovvog ivabradine: sikovikd eappako 1,00,
p=0,945). X¢ pia post-hoc vwooudda acOevdv e GuURTOUATIKY GTNOAYYN KATA TNV TUYO0TTOINoT
(n=1507), dev eEaxppobnke kdmolo onpa TOL APOPOVGE TNV ACPALELD OGOV APOPA TOV
Kapdloyyelokd Bavato, T voonieio yio 0&0 EUEPAYLLO TOL LLOKOPSTOV 1 TNV KOPIOKT OVETAPKELD
(ivabradine 12.0% &vavtt eikovikov eapudicov 15.5%, p=0.05).

Mia peydain perémn éxPaong, n SIGNIFY, npaypatomodnke og 19102 acBeveic pe otepaviaio voéco
Kol yopic KAvikn exkdnimon kapdiokng overdpkelag (KEAK > 40%), emmpocheto g PEATIONG
TUTTIKNG ay®YNS. Xpnoipomoinke Bepamentikd oy VYNAOTEPO NG EYKEKPILEVNS docOAOYING Yia
T vooo [evapktipla 60om 7,5 mg b.i.d. (5 mg b.i.d, edv nhwia > 75 etdv) kot tithomoinon éwg 10 mg
b.i.d]. To kbp1o cHVOETO KPITNPLO AMOTEAEGLATIKOTNTOG NTOV KOPIlayyElkOg Odvatog 1 un potpaio
EM. H peArétn dev £€deiée dapopd GTn GuyvOTNTO TOV TPOTEVOVIOS TEAMKOD orueiov petald Tov
oudowv ivabradine kot gwovikob @oapudkov (oyetikdg kivovvog ivabradine/sucovikd @dppoxo 1,08,
p=0,197). Bpadvkapdio avaeépdnke oto 17,9 % twv acbevov tng ouddag ivabradine (2,1% otnv
OpAdO EKOVIKOL Qupprakov). Bepamapiin, siitialéun 1 woyvpovg avactoreig tov CYP 3A4 élofe to
7,1% 1oV acBevav, katd ™ ddpKelo TG LEAETNG.

ITopampnOnke HKPY| OTATICTIKA ONUOVTIKY aOENON TOL TPMOTEVOVTOS TEAIKOL Onueiov o€
nmpokabopiouévn vro-oudda acbevav pe otndayyn xotyopiog II katd CCS 7 vynAdtepng KATA TNV
évapén (n=12049) (emowr mocootd 3,4% évavtl 2,9%, oyetikdg kivovvog ivabradine/sikovikd
oapuaxo 1,18, p=0,018), aiid Oyt otV VTO-OUASC TOL GLUVOAIKOD TANOLoUOD pe oTnBayyM
Katyopiag > I katd CCS (n=14286) (oyetikds kivouvog ivabradine/sikovikd edppaio 1,11, p=0,110).
H vynAotepn g eykekpuévne 666m¢ mov ypnoiporomonke otn peAétn dev epunvedEl TANP®S oL TH
TO, EVPNLLOTAL.

H peArétn SHIFT firav pio peydin molvukevipikn, debvig, Tuoyaiomotmuévn, oImAd TOQAT, EAEYYOUEVN
EVOVTL EIKOVIKOV papudicov perétn Ekfaong mov tpaypotonomdnke oe 6505 eviiikeg acbeveig pe
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otabepn| ypovia kapdiakr| averdapkela (Yo > 4 efdouddeg), katnyopiog I £wc IV xatd NYHA, pe
pelmpévo kKhaopa eEdOnong aprotepr|g kohiog (KEAK < 35%) kot Kapdiakr cuyvotnta o€ npepia
>70 bpm.

Ot acBeveic Aapupavay Tumikn oywyn mov tepteAaupave B-aroxielotés (89%), avactoreig tov MEA
kot aviayoviotég ayyelotacivng I (91%), dtovpntikd (83%) kot Topdyovteg avti-aAdosTEPOVIG
(60%). Znv opdda ivabradine, to 67% tov acBevav Adppave 7,5 mg 600 opég v nuépa. H péon
duapkela mapakorovOnong Nrav 22,9 unvec. H aywyn pe ivabradine cuvoédnke pe péomn peiowon tng
KapdlaKNG ovyvotNnTag Kot 15 bpm og oyéon pe v apykn T tov 80 bpm. H dtapopd g
KOPSOKNEC GUYVOTNTOG LETOED TV dLO OGOV ivabradine Kot e1KoviKoD eopudakov ftav 10.8 bpm
oT1g 28 Nuépeg, 9.1 bpm otovg 12 pnveg kot 8.3 bpm otovg 24 univec

H perétn anédeiée kKhMvikd Kot GTATIOTIKG GNUAVTIKT Helmon Tov oxeTikod Kivovvou Katd 18% oto
TOGOGTO TOV TPMOTELOVTOG GLVOETOV TEAIKOD onpeiov Kopdlayyelakng Bvnoudtntag Kot voonieiog
Ay emdevwbeicag Kapdiakng avendpkelog (oyetcog kivovvog: 0.82, 95%CI [0.75; 0.90] —
p<0.0001) eppavn péoa oe 3 uives amd v évapén e ayoyne. H peimon tov andivtov kivdvvou
nrav 4,2%. To amoteAécaTa TOL TPMTEVOVTOG TEAIKOD GNuUEIOL KaBodnyouvTal Kupimg omd To TEMKE
ONUELN TTOL APOPOVY TNV KOPIIOKT AVETAPKELX, VOoNAEio AOY® emdevmbeicoc KapdtoKnc
AVETAPKELOS, (0mOAVTOC Kivduvog Hetmpévog kotd 4,7%) kot Bdvatol Aoym KopdloKng aveTApKELNS
(amdAvTOC Kivduvog petmpévog kota 1,1%).

OgpamevuTiKn dpAcT| 6TO TPWTEVOV GUVHETO TEAKO oM uElo, Ta EMUEPOVG oM LLEin TOV Kot TO
devtepedovta TEMKA onpeiol

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

IIpwtedov cvivBeto teMkd onueio | 793 (24.47) 937 (28.71) 0.82 [0.75; 0.90] | <0.0001

Empépovg onpeia tov ohvBetov
TeEAIKOD onueiov:

- Kapduayyetokdg Odvatog 449 (13.85) 491 (15.04) 0.91 [0.80; 1.03] 0.128
- NoonAeia AMym emdevmbeicag 514 (15.86) 672 (20.59) 0.74 [0.66; 0.83] | <0.0001
KA

Al 0e0TEPELOVTO TEMKA

onpeio:

- @dvartog kaOe artioroyiog 503 (15.52) 552 (16.91) 0.90 [0.80; 1.02] 0.092
- ®dvatoc Aoyon KA 113 (3.49) 151 (4.63) 0.74 [0.58;0.94] 0.014
- Noonieia kdOe artioroyiog 1231 (37.98) 1356 (41.54) 0.89[0.82;0.96] 0.003
- Noonieio k/a artiohoyiog 977 (30.15) 1122 (34.38) 0.85[0.78;0.92] | 0.0002

H peioon tov mpwtedovtoc teAtkov onpueiov mapatnpodvray otabepd aveEaptnta omd pOAO,
katnyopic NYHA, kopdiok avemipkelo 10(oUKNG 1] U IOYXOUIKNG OLTIOAOYI0G KOl TPOTYOVLEVO
1oToptkd dafnn M| VIEPTACTG.

2nv vro-opddo acBevov pe KE > 75 bpm (n=4150), mtapatnpndnke peyodvtepn peimon 61o
TPMTEHLOV GVVOETO TEAIKO onueio ¢ TaEng Tov 24 % (oyeTikdg kivovvog: 0.76, 95%CI [0.68;0.85] —
p<0.0001) ko yio. Tow GAAQ dgVTEPEVOVTA TEAIKA oTueia, cupmeptlapupavouévov tov Bavatov kdabe
artoroyiog (oxetikog kivovvog: 0.83, 95%CI [0.72;0.96] — p=0.0109) kot Tov KapdlayyEKoH
Bavdatov (oyetucog kivovvog: 0.83, 95%CI[0.71;0.97] — p=0.0166). Xe ot TNV VIO-0pAda AcHEVADV,
70 TPOPIL acpdrelag TG ivabradine gival GOUPOVO LE TO OVTIGTOLYO GTO GUVOAIKO TANOLGUO.

Mio onpovtikn enidpoon mapotnpinke oto Tpetevov cvvleto TeElkd onpeio 6To GHVOLO TG
opadug tov acbevav mov Adppavay aywyn pe B-arokielot (oyetikog kivovvog: 0.85, 95%CI
[0.76;0.94]). Ztnv vmo-opddo Tmv acbevav pe KX > 75 bpm kot pe cuvietdpevn 606m-6tdy0o tou -
QTOKAELDTH], OEV TOPATNPNONKE CTATIOTIKA ONUAVTIKO OPEAOG GTO TPOTELOV GUVOETO TEMKO ompeio
(oxeTkdg kivduvog: 0.97, 95%CI [0.74;1.28]) xor o dAla devtepevovTo TeEAKE onpeia,
cuumepAapuPavouévmy g voonieiog A0ym emdeivmong tng Kopdlakng avenapKelag (oyeTIKOg
kivdvvog: 0.79, 95% CI [0.56;1.10]) | Bavatov amd Kapdiokn avemdpkel (oxeTikog Kivovvog: 0.69,
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95% CI[0.31;1.53]).

Inuewmbnke onuavtikn Peitioon g katnyopiog NYHA oty tedevtaio KoToypo@Opuevn Ty,
Bertidbnkav 887 (28%) acbeveic pe ivabradine évavtt 776 (24%) acBevdv pe E1KOVIKO QAPLOKO
(p=0.001).

g 0L TUYOOTOMUEVT] ELEYXOUEVT EVOVTL EIKOVIKOV papudkov peétn 97 acbevav, To otoryeio mov
SLAAEXON KOV KOTA TIG E101KES 0QOAAUOLOYIKEC EEETAGELG, IUE GTOYXO TNV TEKUNPIOOT] TNG AELTOVPYiog
TOV CLOTNUATOV KOVIOV Kot pafdiov Kot TN oviovoag OTTIKNG 0500 (ONA.
NAEKTPOOUUPIPANCTPOEISOYPAPT L0, CTOTIKE Kot KIVITIKG OTTIKG TEdia, EYYPOUT OPOGCT), OTTIKN
o&vnta), ot acbeveic mov Adpupavav, yia 3 xpévia, poumpadivn, Adoym xpoviag otabepng otnddyyne,
dev £de1&av To&kdTnTa TOV OUEPANGTPOEISOVC.

Todrorpikdg TAnOvoude

Mo ToyotomotUéVT SITAG TVPAT], EAEYXOLEVT EVAVTL ELKOVIKOD QOPIAKOL LEAETN TPy LOTOTOLOnKE
og 116 modrotpicovg acbeveig (17 nikiag [6-12 [unvov, 36 niaxiog [1-3 [etdv kot 63 nAikiog [3-18 [
e1v) pe XKA kot dratotiky pookapolonddeta (A.M.) emmdéov g BéATIoTC Pacikng aymyng. 74
é\aPav ivabradine (oyéon 2:1). H apyixn 66on frav 0,02 mg/kg bid oty nAkiakr vroopdde. [6-12 [
unvov, 0,05 mg/kg bid otnv nAikiokn vroopdda [1-3 [eTdV kot oty nAkiokn vroopdda [3-18 [etmv
epooov <40 kg, ka1 2,5 mg bid oty nhikiaxn vroopdda [3-18 [etodv kot epocov > 40 kg. H 660
wpocapuoloTay avaroya pe Ty aviamndkpion otn Oepameio kot ot péyioteg docelc nrov 0,2 mg/kg
bid, 0,3 mg/kg bid kot 15 mg bid avtictoya. tn perétn avtn, 1 ivabradine yopnynbnke amd tov
GTOUATOG GE VYPT LOPP1| 1| G€ d1oKio, 000 Popég tnv nuépa. H amovsio pappokokivnTikig Stopopig
UeTa&D TV dV0 POPUOKOTEYVIKMDY LOPPOV &Y amodELYTEL GE UL OVOLKT] TUYALOTOINUEVT] dVO
TEPLOOWDV JLACTAVPOVLEVT LEAETN, GE 24 eviAKeG VYLElg e0glovTEC.

Mo peimon 20% g Kapdaxing cuyxvotntag, xmpig Ppadvkapdia, enetevydn oto 69,9% tov acbevov
otV opada g ivabradine évavtt 12,2% otnv opddo Tov EIKOVIKOD QAPUAKOL GTNV TEPI0d0 TNG
Tithonoinomng amd 2 £wg 8 efdopnadec (Adyog mbavotntov: E =17,24, 95% CI [5,91 ; 50,30]).

O1 péoeg docoloyieg g ivabradine mov enétpeyav pia peimon tov XK 20%, nrav 0,13 + 0,04 mg/kg
bid, 0,10 £+ 0,04 mg/kg bid ka1 4,1 = 2,2 mg bid ot nhikiakég vroouddsg [1-3 [eTdv, [3-18 [eTdV Kot
<40 kg kot [3-18 [eTov ko > 40 kg, avticToryo.

H péon tipn tov KEAK awénbnke amd 31,8% éwg 45,3% oto pnva 12 otnv opdda ivabradine, Evavtt
35,4% €wg 42,3% oty opdda 1kovikod eappakov. Yanipée po Bertioon oty katdtaln Kotd
NYHA o710 37,7% 10V acbevav pe ivabradine évavtt 25,0% otnv opddo e 10 €IKoViKd edppoko. Ot
Bektidoelg anTéc dev NTAV GTATIGTIKA GTLOVTIKEC.

To wpopik ao@dielag otn dtapKeELD EVOG £TOVG, NTOV TOPOLOLO LE AVTO TOL TEPLYPAPETOL Y10 EVIAIKES
aoBeveig pe XKA.

Ot pakpompdBecpeg emdpdoel tng ivabradine otnv avamtuén, epnpeia kot yevikd otnyv eEEMEN
KkaOdg kot 1 pokporpoecun emidpacn g Oepanciog pe ivabradine otnv modikn nAkio yio T
peimon TG KapdloyyELoKG VOoTpOTNTOS Kot Bvnouotntag dev £xovv pedetnOet.

O Evpomnaikdg Opyoviopoc Poapudkmy €xel dOGEL OTOALXYT A0 TNV VTOYPEMGT] VTOPOANG TOV
OTOTELECUATOV TV LEAETMV e TO Procoralan 6g OAEC TIG LTOKATNYOPIES TOV TALOLATPIKOD
mAnBuopov yo ) Bepameia Tng oTNOAYYNG Kot TG OTEPAVINING VOGOU.

O Evponaikdc Opyoviouds apudkmv Exel SOGEL amaAloy) omd TNV VTOYPEMSN VIOPOANG TMV
amoTeElecUATOV TV PHEAETMV pE TO Procoralan og moudid nAtkiog omd 0 £o¢ kGt amd 6 uvodv yio, )
Oepameio TG YPOVIOG KOPIIOKNG AVETAPKELOC.

5.2 DopPOKOKIVITIKES 1OLOTTEG

Kdétm and puoiohoyikéc cuvinikeg, 1 ivabradine anodeopeveton Tayéms and Ta diokio Kot ivor
Witepa voatodiaAivt (>10 mg/ml). H ivabradine sival S-gvavtiopepéc yopic va. £xetl amodetyel
Bropetatponn in vivo. To N-amopgbvlopévo napdymyo ¢ ivabradine £yetl tavtomonbei wg o KOPLog

evepyodg petofolritng og avOpmdTOLG.

Amoppoonon kot frodrobecipudtTnro,
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H ivabradine amoppo@dtat Tayémg Kot 6yed0V €€ OLOKANPOL LETE TNV OO TOL GTOUOTOC YOPTYNON,
LE T ovVATEPQ EMIMESD GTO TAAGLA VA ETLTLYYAVOVTOL PEGA 6€ 1 dpa, KAT® arnd cuvOTKkeg vnoteiog.
H amolvt Brodiafecindtnto TV EmKaAVUUEVOV pe AenTd vUEVIO diokimv etvar tepintov 40%, Aoy®
TOL POVOUEVOD TTPMTNG S10S0VL GTA EVTEPO KOL TO NTOP.

H tpoon| kaBuctepei v amoppdenon kotd 1 dpa mepimov Kot avEdvet v €kBeon 610 TAAGHA KOTA
20 émg 30%. Zuviotdror n ANy Tov S16KI0V KOTA TN SIGPKELN TMV YELUATMV Y10, VO LELDOVETOL )
OTOUIKT SLKVIOVGT ¢ TTPog TNV ékBeom (PA. mapdypago 4.2).

Koatavoun

H ivabradine cuvoéetan katd 70% mepimov e Tig TpTEIVES TOV TAAGHLOTOS KOt 0 OYKOG KOTAVOUNG G
otabepn| katdotaor eivar oxeddv 100 I o acbeveig. H péyiotn ouykévipmon 6to TAdGHo LETE omd
KPOVIOL YOPTYNOT| TNG CLVICTMUEVNG dOONG TV 5 mg dVo Qopég TNV Nuépa eivar 22 ng/ml (CV=29%).
H péon ovykévipoon oto midopa givar 10 ng/ml (CV=38%) oe o100epn KaTAGTACT).

Biouetatpon

H ivabradine petaforileton o peydro Pabuo oto fmop kot 1o Eviepo pe 0Eeidwon HECH TOV
Kutoypopatog P450 3A4 (CYP3A4) povo. O kdpilog dpactikdc petaforitng sivar to N-
amopefvMmpévo mapdywyo (S 18982) ue éxbeon mepinov 40% tng avtictoyng tov PNTPLKod popiov.
O petaforiopdg ovtov Tov dpaotikol petaforitn epumiékel eniong to CYP3A4. H ivabradine
mapovctdlel yaunin ovyyéveln pe o CYP3A4, dev deiyvel onpeio kKMVIKG ONUOVTIKNG ETAY®YNS M
avaotoAng Tov CYP3A4, cuvenmg Bempeitor anibBovo vo petafdrrel To petafoMopod M Tig
GUYKEVTIPMGELS 6TO TAAGHO TV VTooTpoudtav Tov CYP3A4. Avtibeta, 1oyvpol avactoreic )
enoywyeic pmopel va emnpedlovy GNUAVTIKA TIC GVYKEVIPMOOELS TG ivabradine oto mhdoua. (PA.
Tapdypoeo 4.5).

Amopdkpuvon

H ivabradine anopoaxpbdverot pe kopla nuurepiodo {ong 2 wpav (70-75% g AUC) oo mAdopo Kot
amoteleopatikn nuepiodo {ong 11 mpmv. H cuvoiikn kabapon eivar mepimov 400 ml/min ko 1
veppikn kabapon givar mepimov 70 ml/min. H anékkpion tov petaforitdv yivetor amd tao kOTpovol
Kot to 0vpa o€ mopopoto Ektact). [epimov to 4% g amd Tov GTOUNTOC SOOTG amEKKPIVETAL
OUETAPANTO GTA OVPOL.

T'poppkdTnto/un ypoukoTnTo,

H xwnrikn ¢ ivabradine givat ypopikn yio. évo e0pog 666M¢ 0d Tov oTouatog Letaéy 0,5 Kot
24 mg.

Edwkoil mAnbvopuol

Himawuévor
Agv &xovv mapatnpndel poppakokvntikés diapopéc (AUC kot Cmax) petald nikiopévav (> 65
€TOV) N VIEPNAIKOV acBevaV (> 75 €T0V) KoL TOV GLVOALKOD TANBVGLOV (BA. Tapdypapo 4.2).

Negpixn diatopoyn

O1 eMTTOGELG NG VEPPIKNG dtaTapoyng (kabapon kpeatvivng and 15 émg 60 ml/min) ot
(QOPUOKOKIVITIKY TNG ivabradine givotl eAdyloteg, o€ oy€om LE TN [Kp CLUPOAN TNG VEQPIKNG
KkéBapong (ntepimov 20%) 61N GLVOAIKT OTOUAKPLVGT TOGO TNG ivabradine 660 Kot ToL KOPLOL
petoaforitn g S18982 (BA. mapdypapo 4.2).

Hramixn averdpreia

e aoBeveig pe Mmoo nratikn avendpkela (fadporoyio Child-Pugh éwg 7), n adéouevtn AUC g
ivabradine ka1 o K0P10g dpaoTikdg petaforitng nrav mepinov 20% vynAdtepa omd OTL 6€ dropo pe
@LO10A0YIKN NaTikn Agttovpyia. Ta otoyyeia eival averoapkn yio va e&aybovv coumepdouato og
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aoBeveic e PETpLa NATIKY avemdpKeLd. Agv VAP oLV oTOoLKElN Yio acOeveic (e cofapr NTATIKY
avendpkela (PA. mopaypdeovg 4.2 kot 4.3).

Taidrazpiros minBoouog

— To gappoxokvntikd Tpoeid tng ivabradine oe Toudlatpikovg acbeveic pe ypovia Kapdlok
ovendpkelo nAkiog omd 6 pnvov Eoc Kdto and 18 etdv, eitvol Tapdolo LE T QOPILOKOKIVITIKY
OV TEPLYPAPETAL Y10, TOVE EVAAIKEG, TV PappoleTol oo TiTAomoinong Paciopuévo oty
nAwio ko oto Bépog.

2yéon eapuoxokvntiknc/eapuakodvvoukie (PK/PA)

H avéivon g oyéong OK/DA £de1&e OTL 1 KapSaKT GUYVOTITO LEIMVETOL GYEGOV YPOLULKE, LUE TNV
avénon tov cvuykevipooemy ivabradine kot S18982 6to mAdopa yio d6ce1g Emg 15-20 mg 600 popéc
TV NUéEPa. Xe vYMAOTEPES SOCELG, N LEI®ON TNG KAPIIIKNG GLUYVOTNTAG OeV Elval TAEOV avAAOYT LE
TIG oLYKEVTPMOELS ivabradine 6to TAdGuA Kot TEivEL TPOG Eva eMinedo KOPOL (TAUT®). YYnAég
gkbécelg o ivabradine, Tov pmopovv va epeavicBovv otov 1 ivabradine yopnyeital 6€ GLVOVAGUO pE
1oyvpovg avactoreic tov CYP3A4, unopei vo mpokaAécovy vaepPorkn LEIDOT TG KOPIOKNAG
oLYVOTNTOG, TaP” OTL O KIVOLUVOG AVTAG Elvar PLEIOUEVOS HE TOVG PETPLovs avactoAeig CYP3A4 (BA.
Tapaypaeovg 4.3, 4.4 ka1 4.5). H oyxéon ®K/DPA ¢ ivabradine oe maidtatpikong aceveic pe ypovia
KopdloKn avemdpkelo NAKiog oo 6 unvav mg kKato omd 18 etdv, gival TapopoLo, LLE T GYEoT
DOK/DA mov meptypaeeTon Y10 TOVG EVIAIKEG.

53 I poxivikd d€dopéva. Y10 TNV 0GQALELN

Mn KAvikd dedopéva dev amoKAADTTOVV 1510iTEPO Kivouvo 1o Tov AvBpwmo pe Baon cuopPatikéc
UEAETEG PAPUAKOAOYIKNG AGPAAELNS, TOEIKOTNTAG Emavalapuavouevng 60ong, yevoto&ikdTnTag,
KOPKIVOYEVESTG. MEAETEC TOEIKOTNTOG GTIV OVOTOPAY®YIKT tkavdTnTa dgv £6e1&av EmidpaoT TG
ivabradine o1t yovipdnTOo 0pcEVIK®V Kot ONAVKOV apovpainv.

Otav yopnyndnke aywmyn 6€ KoEOPoHVTA TEWPAPATO DO, KOTE TNV OPYOVOYEVEST|, O EKDEGELC
mAnciov TV OepamevTik®V d0cemV, TaPOTNPNONKE VYNAITEPN GLYVOTNTA ELPAVIONC EUPPO®V LE
Kapdlokég PAAPeg oToV apovpaio Kot pkpos aptBpdc epPfpimv pe ATodaKTLUALN GTOV KOVIKAO.

Y& okhAOVG, 6TOVG 0moiovg yopnynonke ivabradine (66ceig Twv 2, 7 1} 24 mg/kg/muépa) yia éva ypodvo,
mapoTNPRONKAY avaoTPEYIIEG LETABOAEG TN AUPIPANGTPOEIOIKNG Aettovpying, adAd dev cuvoEOnKay
pe omoladnmote PAAPN TV 0pOaAKGY doudv. Ta dedouéva ovTd lvar GOUPOVO LIE T
QaprokoAoykt| dpdon g ivabradine, 1 omoia oyetileTon pe TNV AAANAETIOPOOT TNG LE TO
EVEPYOTOLOVUEVA KAT TV VIEPTOAMGT AUPIPANGTPOEdIKE pedpata, Ih, To omoia Tapovotdlovv
EKTETAUEVEG OLOLOTNTEG WLE TO PEVUA If TOL KapdlokoD Bratodot).

AMAEG LOKPOYPOVIEG LEAETEC ETOVOAUUPOVOUEVIC BOONG KoL KAPKIVOYEVEGTC OEV OTOKAALY OV
KAWVIKG oM UOVTIKEG LETUPOAEC.

A&oldynon neporroviikon kivovvov (ERA)

H a&lorldynon mepifaiioviikod Kivovvou g ivabradine mpoypoatomotfnke cOUP®VA LE TIG
EVPOTOTKES KatevBuvThpleg 0onyieg yia v ERA.

O1 exfaoeic avtav Tov a&loAoyncemv vooTnpilovy TNV amovcia TEPPOAAOVTIKOD KIVOOVOU TNg
ivabradine ka1 1 ivabradine dev amoteAel omelAn Yo T0 TEPPAAAOV.

6. DOAPMAKEYTIKEX TIAHPO®OPIEXZ

6.1 Koatdroyog ekdoymv

TTvprvoc Tov diokKiov

Aoktoln povoidpkn
Mayvnoio oteatikod (E 470 B)
Apvio apafocitov
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MoaAtodeEtpivn
TTvpitiov 610&€ido KoAAoedéc (E 551)

Emwdivyn Aemwtod vueviov

Ynpopehholn (E 464)

Trraviov d10&eido (E171)

IToAvarBvievoyivkdin 6000

IMwokepoin (E 422)

Mayvnoio oteatiko (E 470 B)

Z1ompov o&eidro kitpvo (E 172)

Z10mpov o&eidro epvbpd (E 172)

6.2 Acvpfoatotnreg

Agv gpapudletat.

6.3 Avdpkera Confg

3 xpovia.

6.4 Iowitepeg TPoPULLAEELS KATA TNV QVAAEY TOV TPOIOVTOG
Agv vtapyovv €1d1kéEG 0dMYieg dlatpnong Yol T0 TPOidv aTo.
6.5 @YoM KoL GLOTUTIKG TOV TEPLEKTN

Onxkeg (blister) PVC/olovpviov cUGKELAGUEVES GE APTIVA KOVTIAL.

Mey£bn cuokevaciog

Hpepoloylakég cvokevacieg mov mepiéyovy 14, 28, 56, 84, 98, 100 1 112 enucorvoppéva pe Aentod
VUEVIO OloKiaL.

Mmropei va, unv KoKAOQPOpOUV OAEG 0L GLOKEVAGIES.

6.6 Iowaitepeg TPOPUAGEELS amOpPLYNG

Kda0e aypnoiponointo eopuokevtiKd tpoidv 1 VIOAEUO TPETEL VO, ATOPPITTETOUL COUPOVO LE TIG
KT TOTOVG 10 DOVCEG OYETIKEG SLOTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex

ToAria

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

Procoralan 5 mg smikoivuuéva pe Aertd vuévio diokia,

EU/1/05/316/001-007

Procoralan 7.5 mg smkaivppévo. pue Aertd vuévio diokio
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EU/1/05/316/008-014

9. HMEPOMHNIA ITPQTHX ETKPIXHX / ANANEQXHX THX AAEIAX
Hpepounvia npdtng €ykprong: 25/10/2005

Huepounvia tekevtaiog avavémong: 31/08/2010

10. HMEPOMHNIA ANAOGEQPHYHX TOY KEIMENOY

Aentopepn TANPoPopLoKd oTotyeio yio To Tpoidv gival dabésia oty 16tocerida Tov Evpmraikon
Opyaviopod @apudxmv http:/ www.ema.europa.cu
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ITAPAPTHMA II

MHAPATQI'OX(0OI) YIIEYOYNOZXZ(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI H IEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH

KAI AIIOTEAEEMATIKH XPHXH TOY
®APMAKEYTIKOY ITPOIONTOX
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A. HAPATQIrox(0OI YIHEYOYNOX(OI I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

Enovopuio kot die06uvon temv TopaoKeELasT®@Y TOL ival vTevfuvol Yo TnV arodEGUEVTT TMV
TaPTId OV

Les Laboratoires Servier Industrie, 905, route de Saran - 45520 Gidy, ['oAAia

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

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

270 £VTUTTO PUALO 0ONYIDV XPIOEMG TOV POPLOKEVTIKOD TPOTOVTOG TPEMEL VAL OVOYPAPETOL TO OVOLLOL
Kot 1) 01e00VVGN TOL TAPACKELOGTN TTOL Eival VITEVOVVOC Y10 TNV ATOOEGUEVOT TNG GYETIKNG TOPTIONC.

B. OPOI H IIEPIOPIEMOI XXETIKA ME TH ATIAGEXH KAI TH XPHXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITOAL LOTPIKT CLUVTOYT.

I. AAAOI OPOI KAI AITAITHXEIX THX AAETAYX KYKAO®OPIAX

o Ex0Ofcsgig meprodkng mapakorovdnong g acpdiretas (PSURS)

Ot anmortioelg yio v voPoAn PSURS yia to ev Ady® gappakentikd mpoidv opiloviol otov KatdAoyo
ue Tig nuepounvieg avapopds e Evoong (katdroyoc EURD) mov mapatifetol otny mopdypapo 7,
Tov apBpov 107y, g odnyiag 2001/83/EK kot kdbe emakdlovdng emukaiponoinong 0rmg
ONUOGIEVETAUL TNV EVPMTOIKT SIKTVLOKT TOAT] Y10, TO, QAP UAKOL..

A. OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIHIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

o Yyéow Awaysipriong Kivovvou (ZAK)
O Kdroyog Adsiog Kukhopopiag (KAK) Ba o1e&dyet TIC amaitodpeves OpactnploTnTeS Kot
TOPEUPAGELG PUPLOKOETOYPVTVIONGOTMG Tapovctdiovial 6to cuupwvndév ZAK mov mapovoialetal
otV Evotnra 1.8.2. ¢ Adeiag Kukhopopiag Kot 0molecdnnote enakolovbes eYKEKPIUEVEG
avobewpnoelg tov ZAK.

"Eva emucaportomnpévo XAK Oa npénet va katartedei:

. Metd and attnpa tov Evporaikov Opyoviepod Oappdxmv

o Onotednmote TPOTOMOLEITAL TO GCVGTN O S1OYEIPIONG KIVOHVOU, EOIKE MG ATOTEAEGLLO ANYNG
VE®V TANPOPOPIDV TOV UTOPOVY VO ETLPEPOVY CNUAVTIKT LETAPOAN TNE oYEGNC
0PEALOVE/KIVOVLVOL 1| G ATOTELEC LA TNG EMTEVENG EVOG GTLLOVTIKOD OPOGTIHLOV
(pappaxogmoypOmTVNON 1 EAOYIOTOTOINGCT KIVOUVOU).
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ITAPAPTHMA 111

ENIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Procoralan 5 mg emtkaAvpupéva pe Aewto vuévio dlokio
ivabradine

| 2. XYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Kda0e emxatoppévo pe Aemtd vpévio diokio mepiéyel S mg ivabradine (og hydrochloride)

| 3. KATAAOI'OX EKAOXQN

ITepiéyet Aaxtdln povobdpik.
Awfaote T0 PUALO 0INYIDV Y10 TEPIGSOTEPES TATPOPOPIES.

| 4. DPAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

14 emkaAvppévo pe Aewto vUéVio dlokio
28 emKOAVUUEVOL PLE AETTO VIEVIO dLoKial
56 emKoAvUUEVO e AETTO DUEVIO OLoKia
84 emkoAvppéve pe AETTO VUEVIO O1oKia
98 emucaAvppéva pe AeTTO VEEVIO d1oKio
100 emikodvppévo pe AemTtd VUEVIO dloKial
112 gmucodvppévo pe Aemtd vpévio diokio

| 5. TPOITIOX KAI OAOX(OD) XOPHI'HXHX

Awfaote 10 PUALO 0ONYIOV TPV amd TN YOPNYNON.
Amo6 oTOUATOC YPNION).

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIAIA

Na pvrdcoetal o€ Béomn v omoia dev PAETOLY Kot dev Tpoceyyilovy Ta TodId.

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

9. EIAIKEY YYNOHKEX OYAAEHX
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10. IAIAITEPEX IIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKOQN INPOIONTQN 'H TON
YHOAEIMMATOQN ITOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAETIAY KYKAO®OPIAX

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
ToArio

12. APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/05/316/001
EU/1/05/316/002
EU/1/05/316/003
EU/1/05/316/004
EU/1/05/316/005
EU/1/05/316/006
EU/1/05/316/007

13. APIOMOX ITAPTIAAX

TToptida

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

| 15. OAHT'TEX XPHXHX

‘ 16. IHAHPO®OPIEX XE BRAILLE

PROCORALAN 5 mg

17. MONAAIKOX ANAI'NQPIZTIKOZ KQAIKOX — AISATIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A163146TaTOG YPAUU®TOS KOOKAG (2D) Tov PépeL TOV TEPIANPHEVTA LOVASIKO AVOYVOPLGTIKO
K®OKO.

18. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY HPEITEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
TYHOY BLISTER 'H XTIX TAINIEX

BLISTER

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Procoralan 5 mg emtkaAvpupéva pe Aewto vuévio dlokio
ivabradine

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Les Laboratoires Servier

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA

Agv.
Tpt

Tet.

Tlep.
Iop.
Sap.
Kop.
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ENAEIZEIX ITIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Procoralan 7,5 mg emkaAvpuéva pe Aewtod vuévio dlokio
ivabradine

| 2. XYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Ka0e emxaioppévo pe Aemtd vpévio diokio mepiéyetl 7,5 mg ivabradine (¢ hydrochloride)

| 3. KATAAOI'OX EKAOXQN

ITepiéyet Aaxtdln povobdpik.
Awfaote T0 PUALO 0INYIDOV Y10 TEPIGSOTEPES TATPOPOPIES.

| 4. DPAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

14 emkaAvppévo pe Aewto vuéVio dokio
28 emKOAVUUIEVOL PLE AETTO DUEVIO dloKial
56 emKoAvUEVO, e AETTO DUEVIO O1oKIa
84 emkoAvppéve e AETTO DUEVIO O1oKia
98 emucaAvppéva pe AeTTO VEEVIO d1oKio
100 emikodvppévo pe AemTtd VUEVIO dloKial
112 gmucodvppévo pe Aemrtd vpuévio diokio

| 5. TPOITIOX KAI OAOX(OD) XOPHI'HXHX

Awfaote 10 PUALO 0ONYIOV TPV amd TN YOPNYNON.
Amo6 oTOUATOC YPNION).

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIAIA

Na pvrdooetal o€ BEon v omoia dev PAETOLY Kot dev Tpoceyyilovy Ta TodId.

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

9. EIAIKEY XYNOHKEY OYAAEHX
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10. IATAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPI¥YH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKOQN INPOIONTQN 'H TON
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AHAITEITAI

| 11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAETIAY KYKAO®OPIAX

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
ToArio

12. APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/05/316/008
EU/1/05/316/009
EU/1/05/316/010
EU/1/05/316/011
EU/1/05/316/012
EU/1/05/316/013
EU/1/05/316/014

13. APIOMOX ITAPTIAAX

TToptida

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

| 15. OAHT'TEX XPHXHX

‘ 16. IHAHPO®OPIEX XE BRAILLE

PROCORALAN 7.5 mg

17. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AIZATIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A163146TATOG YPAUU®TOS KOOKAG (2D) Tov PEpeL ToV TEPIANPHEVTA LOVASIKO AVOYVOPLETIKO
K®OKO.

18. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX - AEAOMENA ANATNQXIMA AITO
TON ANOPQIIO

PC
SN
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EAAXIXETEX ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

BLISTER

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Procoralan 7,5 mg emkaAvppéva pe Aewtod vuévio dlokio
ivabradine

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Les Laboratoires Servier

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXEIA

Agv.
Tpu

Tet.

Iep.
Ilap.
Sap.
Kwvp.
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B. ®’YAAO OAHI'TQN XPHXHX
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DVALO 00NYLAOV YPNONG: TANPOPOPIES Y10 TOV 060V

Procoralan 5 mg emxalvppéva pe Aemtd vpuévio diokia
Procoralan 7,5 mg emkaioppéva pe Aemtd vpuévio diokia
ivabradine

AP aOTE TPOGEKTIKE OLOKAN PO TO QVAAO 0ONYLOV YP1ONGS TPOTOV UPYIGETE VO TUIPVETE AVTO TO
PappoKo, O10TL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

DvrdEte avTd TOo EOALO 0dNYIBV Yprione. Towg xpelaotel va to dofdoete Eavda.

Edv éxete mepartépm amopieg, pOTNOTE TOV YLOTPO 1) TOV PAPLOKOTOLO GOGC.

H ocvvtayn y1 avtod to eappoako yopnyHonke omokAEloTIKA Yio 6oc. AeV TPETEL VoL SMGETE TO
@apuroko og GArovg. Mmopel va Toug TpoKaAéael PAAPN, axoOpa Kot OTav To, oMUEln TNG
aoBéveldc Toug tvar 1010 e ToL OIKA OO,

Edv mapotnpnoete Kamoto avemBOunTn evEPYEL, EVILEPDOTE TOV YIOTPO, 1 TO POPLOKOTOLO
c0g. Avtd 1oyvel kat yo Kabe mhavn avemBOunT eVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV
@OALO 00N YLDV Yp1ionG PA. mapdypapo 4.

T Tepréyer 1o mTapév AL 00N YLOV:

AU R e

1.

T efvon To Procoralan kot ota ivan 1 yprom tov

T mpénet va yvopilete Tpotov mapete T0 Procoralan
[log va ndpete to Procoralan

[TBavéc avemBounteg evépyeleg

Iég va puidcoetar to Procoralan

[epreydpevo e cuokevaoiag Kot AOUTEG TANPOPOpies

Tu givan To Procoralan ko mova givor 1 (pfion tov

To Procoralan (ivabradine) eivat kapdtoAoykd @ApHaKo ToLv ypnoiporoteitat yio ) Oepameios:

Tng cvuntopotikng otabepng otnddyyne (n omoio Tpokarel TOVO 610 6TNOOG) GE EVIAIKEC
acOeveic Tov omoimv M Kopdlakn cvyvotnta gival peyoivtepn 1 ion tov 70 ToOAp®V avd
Aento. Xpnowonoteiton oe evilikes acBeveig ol omoiot €govv dvcavelia 1 dev pmopovv va
AdPovv Ta eapproKa yio TNV Kopdld mov ovopdlovtar B-amokAeiotés. Emiong yprnoylonoteiton
G€ GLVOVAGHO LE B-0TOKAEIOTEG GE EVIAIKEG 000EVEIS TV 0Ol 1] KATAoTUOT OV EAEYYETOL
EMOPKOG e B- amoKAEITTN.

Tng ypoéviag kapdlokng ovemdpkelng o€ evilikeg ooBevelg pe kopdlokr cuyvotna
peyodvtepn M ion tov 75 TOAPGV ové Aemtd. XpMoUYLOTOLEITOL GE GUVOLACUO LE TLTIKN
ayoyr), ocvumepthapfavopévng e aymyng pe P-amoxkAelctéc 1 Otav ot P-omokAEloTEG
avTevOEikvLOVTOL 1] 08V YIVOVTAL OVEKTOL.

2yetka pe tn otobepn otndayyn (cvvnbme avaeépetor mc «oTnddyyn»):

H otofepn omBayyn eivor kapdlokn vOGo¢ Tov ekdnAmvetal 6tay 1 Kapdid dev AaUPAvelL apKeETO
o&vyovo. To cvvnbéotepo cOunTopa otnBAYYNS €lvatl o Tdvoc 1 To aioBnua ducpopiag 6To oTrdOC.
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ZYETIKA LIE TN YPOVIK KAPOLOKY] OVETOPKELDL:

H ypovia kapdiaxn averdprelo ivar kapdiakn vOcog mov eKONAmveTal dtav 1 Kapdid dev pmopel va
TPowONGEL apKETO aiplo 6T0 VITOLOTO cpA. Ta cLVNOEGTEPU CLUTTOUATA TNG KOPIIOKNG
AVETAPKELNG EIval TO A0YAVIOGLO, 1 KOT®OOT], 1] KOVPOGT KOl TO TPNEO TOV GPUPDV.

Ildg dpa 1o Procoralan;

H 101m dpdion peimong tng kapdiokrg cuyvotntag g ivabradine fonbaest:

- va eheyyBel kat va pelwbel o apBudg Tov oTNBAYYIKOV KPIGEDV HEMVOVTAS TNV AVAYKN TNG
Kapoldg yia o&vydvo,

- va Bedtiobel 1 kapdiokr AETOVPYIKOTNTA Kot 1) (OTIKT TPOYVOCT TV 00OEVAOV e YpoOvia
KOPOLOKT] OVETAPKELQL.

2. T ipéner va yvopilete mpiy vo wapete To Procoralan

Mnyv napete to Procoralan

- og nepintoon orAepyiag oty ivabradine 1 6 0mo10dMTOTE GALO GLGTATIKO AWTOV TOV PAPUAKOV
(avapépovtal 6TV Tapdypapo 6)

- O€ MEPIMTMON OV EYETE TOAD YOUNAT KOPILOKT cuyvOTNTA KATA TNV Npepia Tpv v oyoyn (Kdto
TV 70 ToAUdV ova AeTTO)

- og mepintwon mov maocyete omd kapdloyevny kotomAn&io (kopdlokr KoTAGTOCY TOL OmoLTED
€100Y®YN OE VOGOKOUEID)

- 0¢ TEPIMTOON 7OV TACYETE OMO OlOTAPOYN TOL Kopdakod pvouod (GUVOPOUO VOGOVVTOC
eAepokopPov, PAePOKOUPOKOATIKOG ATOKAEIGHLOG, KOATOKOIALOKOG OTOKAEIGHOG 3% BafLov)

- 0€ TEPINTO®ON TOL £XETE VTTOGTEL KAPOLOKT| TPOGPOAN

- og mepinTmon mov ThoyeTE Amd TOAD YOUNAY APTNPLOKN TiEoT

- og mepintmon mov macyete and actabn otnddyyn (cofapn Hopen Katd v omoic 0 TNy IKOC
TOVOG EKONAMVETOAL TOAD GUYVA KOl LE 1) YOPIG TNV KATaPOAN TPooTadELng)

- 0€ TEPINTO®ON TTOL TAGYETE OO KAPIIOKN AVETAPKELD 1] OO0 TPOCPATO EXOEVOONKE

- 0€ MEPIMT®ON TTOL 0 KAPSOKOC TAAUOC GOC EMPAALETAL ATOKAEIGTIKG, 0td TO PNUATOdOTN GOGC

- 0€ TEPInT®ON TOL TAGYETE AMO GOPUPES NTOATIKES SLOTAPOAYES

- 0¢ TEPMT®ON 7OV TOipveTE NON QAPHOKO Yoo TN OEPUMELTIKN OY®OY HUKNTIACEWDV (OTMG
ketokovalOAn, tTpaxovalOAn), uaxpoAdikd aviiplotikd (énwg Cocouvkivn, klapiBpopvkivn,
teMBpopvkivn 1| epuBpopvkivn Tov yopnyeital omd 10 GTOUN), PAPUOKO YIOL TNV OVTIUETOTION
rowméewv HIV (0mmg velowaPipn, pirovafipn) 1 veealoddovn (QOapHOKO Yoo TNV aym®Yr TNG
KkatdOlyng) M ditaléun, Pepamopiln (moOv ¥PNGUOTOOVVTAL YO, VYNAN OPTNPLOKY Tieon M
omOayn

- glv glote yuvaika Kovn Yo TEKVOTOINoT| Kot 3V XPNOHOTOoLEiTe aElOmGTN AVTIGUAAN YN,

- og mepintwon mov glote ykvog N mpoorabeite va petvete £yKvoc,

- og mepintwon Oniacuov.

I pocdomoumjosis kKo TPoPLAGEELS

AmevBuvieite otov YiaTpd 1, TO PAPUOKOTOLO GOG TPOTOV TAPETE TO Procoralan:

€dv maoyeTe amd dlatapoyn TOL Kopdlakoy puuoy (6nwg draktog Kapdiakog pvoude, aictnua
TOAUGV, avENOT oTnOayyKoD TOVOD) 1 EUUEVOVCO, KOATIKY LopuapLyn (€100¢ ATOKTOL KOpSLOKOD
pvOpov), N o aveopaiio oto niektpokapdioypaenuae (HKA) mov ovopdletor «cvvépopo pokpon
QT»,
- Qv éyete ouumTOUATA, OTOC KOT®OGN, (4AN N Aoydviacuo (avtd pmopel va onpaivel 6Tt 1 kapdd
cog emPpadvvetar vepPoAKY),
- &0V TAGYETE MO GUUTTMUATO KOATIKNG HapUapLyns (kapdiakn cuyvotnta o npepio acvvhtiota
vynAn (vo tov 110 modludv avd Aemtd) 1 draxto kapdokd pubud, yopic Tpopovn attio, TOL
Kka01oTd dSVGKOAN TN péTpnon),
- &by elyate TPOGPATO £YKEPOAKO ENEIGOO10,
- v mhoyete amd Mo £0¢ PETPLA YApNA OpTNPLOKT TTiEDT,
- &Gv mhoyete and appVOUICTN APTNPLOKY THEST), 1O10UTEPO. LETE OO QAAOYT| TNG OVTIVTEPTAGIKNG
aywyng oag,
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gbv mhoyete omd cofapr Kapdlokn ovendpkela N Kapdlokn avemdpkelo pe ovopoiio oto HKA
OV OVOULALETOL KOKEMKOG ATOKAEITUOGY,

€4v mhoyete amd ypovio oPOaAUIKT VOGO TOV aApEPANGTPOEB0DG,

€4v mhoyeTe AmO HETPLO NTATIKA TPOPANATO,

€dv maoyete omd coPapd veepikd TpoPAaTa.

Edv kdtt and to mopondve 1oydel Yo 6og, JMANCTE AUEGH GTO YIOTPO GOG TPV TAPETE 1] EVO TOIPVETE
to Procoralan.

Hoda
Mn divete 10 PApHOKO aVTO o€ Todld Kot epnfoug katw Tv 18 etdv. Ta dtubéotpa dedopéva dev
glval ETOPKN Yo QUTY TV NAIKLOKT OUAdaL.

Alho pappoxo kol Procoralan

Evnuepdote tov yiotpd 1 10 papUaKonold cag 6y maipvete, £xeTe TPOGPOTO TAPEL 1] LTOPEL VOl
whpeTE GALG PaPUAKOL.

BePaimbeite 011 evnuepd@cate 10 Y0TPO GOG €AV TOIPVETE KOTOW0 0Td TO TOPUKAT® PAPUOKO, YLOTi
umopei va ypelaletot Tpocapproyn g 06ong tov Procoralan 1 mopoakorobonon:

OAOVKOVALOAT (QVTILVKNTNGIOKO QAPLOKO)

proapmikivn (avtiPlotikd)

BapPrrovpikd (yio Suvokorio oTov VTVO N ETANia,)

eawvutoivn (Yo eminyio)

Hypericum perforatum | St John’s Wort (putiki aymyn yio v KatdOioym)

QAapuoke TOL emunKbvovry To dtdotnua QT kol ypNGYOTOvVTAL EITE Yo TNV Ay®YN TOV

dlotapay®v Tov Kapdiokov puOuov gite Yio GAAEC KATAGTACELS:

- Kwidilvn, Sicomupapidn, 1PovTIAidN, GOTOAOAN, OUOdAPOVY (Ylo. TNV OVTIUETOMICN TOV
dTapay®v Tov kapdiakov pupov)

- umempudiAn (Yo TNV OVIHETORIOT TG 6TNOAYYG)

- opwopéva €N QOPUAK®OV Yol TNV OVIIUETMMION TOV Ayxovs, tng oyloppévewng 1 GAAov
Yyuyooemv (0mwg mpolion, {impaciddvn, cepTvOOAT))

- @apuoka kotd TG eEAovooiag (0Tmg pepAokivn 1 alo@avtpivn)

- gpvbpopvkivn pe evooeAEPia yopnynon (avtiPlotikd)

- mevropdivn (avTimopacitikd eApLaKo)

- oampidn (KoTd TG YOoTPO-01G0QAYIKNG TUAVOPOUNGNG)

KAmolo €101 SLOVPNTIKOV TO. OTOle. UTOPEL VoL TPOKOAAEGOVY LEIOT 6TA ENMIMESD KAAIOV GTO aipa,

ommg gival 1 ovpoceuion, n Vopoyrwpobelalidn, wdamauidn (yproorolovvol yuo tn Bepameia

TOV OWNUATOS, VYNAT 0PTNPLOKY TEST))

To Procoralan pe 1po@ég ko motd
No amo@g0yeTaL 0 YOUOG YKPEWPPOVT Katd T dtdpkela TG aywyns pe Procoralan.

Kinon ko Oniaopog

Edv elote éyxvog 1 Onidlete, vouilete 6T umopel va giote £yKvog 1) oyed1dleTE VO ATOKTHCETE TOOL,
{ntote TN GLUPOLAN TOL YTPOV T} TOL POPLUKOTOLOD GG TPOTOV TAPETE CVTO TO PAPLOKO.

Mnv naipvete Procoralan edv giote £ykvog 1 oxedialete va amoxtioete modi (BA. «Mnv maipvete
Procoralany).

Edv elote éyxvog kon éxete mépel Procoralan, cu{ntiote 10 pe 10 Y10Tpo GOg.

Mnv maipvete Procoralan edv €xete T duvatdTnta vo LeiveETe £YKLOG EKTOG EQV YPNCUOTOLEITE
a&omiota avticVAANTTIKG péTpa (BA. Mnv maipvete Procoralany).

Mnv naipvete Procoralan edv Onialete (PA. «Mnv maipvete Procoralany). MiAnote e to yrotpd cag
eav Onialete M| oxomedete va Onrhdcete KaBmG, 0 INAAcUOC TPETEL VO SIOKOTTTETOL GTNV TEPINTOON
mov maipvete Procoralan.

001 yNnon Kot XEPIGUOS PNYOVOV
To Procoralan pmopel vo TpokaAécel TapodIKd GOTEWVE OTTIKA POVOUEVE (TPOCSMOPIVI] POTEWVOTNTA
670 onTikd medio, PA. «ITbavég Tapevipyeiey). Edv cag ouuPel kdtt tét010, Vo €i0TE TPOGEKTIKOL

33



otav odnyeite 1 yepileote UNYAVEG OTIG TEPUTTAOGELS TOV UTOPEL VoL oNUELWOOVV anpvidiec HeTaforEg
G €VTaonG Tov eMTOC, Wiaitepa 6Tay odnyeite voyTa.

To Procoralan wepiéyer haktoln Edv cag £yel met o yotpog cag 0t mapovoidlete dvoaveéio o
OPIGUEVH CAKYOPO, EMKOWVMVNGTE Pall TOV TPV TAPETE AVTO TO PAPUAKO.

3. Iog va wapete To Procoralan

[Tavtote va maipvete To EAPLOKO QLTO CLGTNPE GCOUPOVO LE TIG 0ONYIEG TOV YLOTPOD 1] TOV
Qapurokomolovd cog. Eav éxete appifolieg pmtiote Tov y10Tpd 1 TOV QOPUAKOTOLO GOG.

To Procoralan mpénet vo, Aapfdavetol poll pe to yeopota.

To dwokio Procoralan Smg pmopel va dwywpiotel o€ ioeg dOOELS.

Edv axoAovbeite aywyn yia m otabepr) omnBéyyn

H 660m évapéng dev mpémel va Eemepvd To éva diokio Procoralan 5 mg dvo gopég v nuépa. Eav
eEaxorovbeite va £xete oNOOYYIKA CUUTTONOTO 1] €0V TAPOVGIALETE KOAN OvOYN LE TN 060N T®V 5
mg 0V0 QopPES TNV NUEPA, 1 d0on umopel va awénbei. H d6om cuvtipnong oev mpénet va Eemepvd Tol
7,5 mg 600 popéc v nuépa. O yaTpog cag Ba Gag yopnyNoeL T cwaoth 0601 Yy €cds. H cuvnong
d0on givar €va d1okio to Tpwi Kot Eva d1okio To Ppddv. e kdmoleg TePMTOGELS (7). €0V giote 75
ETOV N TOPATAV®), 0 YIOTPOG GO UTOPEL VAL GO YOPTYNOEL TN Hon dOGN, dONAadN oo d1oKio
Procoralan t@v 5 mg (mov avtictoryel o€ 2,5 mg ivabradine) to mwpmi ka1 6 dickio TV 5 mg 10
Bpddv.

Edv axoAovBeite aywyn yia ypodvia KopSloKn oVETHPKELD

H ovvnng cuvictopevn 66om évapéng eivar Eva diokio Procoralan 5 mg 600 @opég trv nuépa, mov
av&averal edv ypelaotel 610 éva diokio Procoralan 7,5 mg 600 gopég tnv nuépa. O yiatpdc oag Oa
amoocicel Ton gival 1) ooty 6001 Y e6dc. H ouving 06on etvan éva diokio To mpmi kot Eva
d1okio 1o Ppddv. Xe KATOEG TEPMTMOELS (TT.Y. €AV €l0TE 75 €TV N TAPOUTAV®), O YIUTPOG GOG UTOPEL
Vo 60 YOPTYNOEL TN Hon 0661, dnAadn| oo diokio Procoralan twv 5 mg 10 mpwi (mov avticToyEl ot
2,5 mg ivabradine) kot pico diokio Twv S mg 10 Ppdov.

Eév mapete peyorvtepn 606on Procoralan amé tnv Kavovikn
Meydin 66om Procoralan pumopel va cog kavel va aicBavieite Svomvola 1 KOT®oN, AOY® vIepPOAKNG
emPpadvvong g Kopolds. Edv couPei antod, emkovmviote GUEGH UE TO YIOTPO GOC.

Eav &eyaoete va napete 1o Procoralan

Edv Eeydoete va mapete o d6om Procoralan, wépte tnv emduevn 8601 1 cvvnbicuévn dpa. Mnv
ThPETE OITAN SOOT| Y10, VO OVATANPAOGCETE TN d00T oV EgYdioaTe.

To nuepordyro mov givorl Tomwpévo ot BNKN oL Tepéyet Ta diokia Ba cag fonda va Bvpdote mowa
ntov 1 televtaio popa mov nfpate diokio Procoralan.

Eév ctopatiocere vo maipvete 10 Procoralan

Kabmg 1 Bepameia yio tn ot Bayym 1 ™ (povia kapdlokr| avemdpkela eivar cuvnbmg 166P1a, Tpémet
v GL{NTNOETE LE TO YIOTPO GOG TPV GTOLOTICETE VO TAIPVETE AVTO TO PAPLLOKO.

Edv motevete 6t 1 0pdomn tov Procoralan gival modv 1oyvpn | ToAD addvaun, WAHeTE 6T0 YTpd 1
TO QUPUAKOTOLO GOG.

Edv éxete meptocdTEpEG EPOTNOELS GYETIKA LLE TN YPNOT] AVTOV TOV TPOIGVTOG, POTNOTE TO YTPO 1 TO
(OPLOKOTOLO GO,
4. IMBavég avemBOUNTEG EvéPyELES

Onwg 6ha Ta eappoka, £TGL KOl ALTO TO GAPULOKO UTOPEL Vo TPOKOAESEL aveMBOUNTES EVEPYELEG, OV
Kot 6gv Tapovctdlovtal 6€ OAOLG TOVG AVOPMOTOVC.

34



O 10 oVYvEG avemBOuNTEg evEpYELeg amd anTo TO PApPLaKo ival docoeEaptmpeveg kot oyxetilovtal
pe tov tpdmo dpacng Tov:

oA ovyvég (umopel va emnpedlel TeplocoTePOoLS 0mtd 1 otovg 10 avBpdmovg)

Dotewvd ontikd eavopeva (oTiypioio SCTHUATE CVENUEVIG POTEWVOTNTOC, TOL TPOKOAOVVTOL
oLVNBLG amd apvidieg petaforéc g Eviaong Tov emTog). Ot pwtoyieg umopet eniong va
TEPLYPAPOVTAL OG GA®, YPOUOTIOTEC AMApYELS, O140TOoT EIKOVAS 1) TOAAATAG sldmA.

I'evikd cvpfaivovy péca 6ToLG VO TPMTOVG UAVES TNG AYOYNG KOL LETA amd ovTd dLUoTNUA PTopet
Vo ETAVOAOUBAVOVTOL KOl VO, DTOXM®PNGOVY KUTA T O1dpKeLa 1] LETA TNV Oywyn.

Yoyvég (umopet va emmpedlet uéypt 1 otovg 10 avBpmdmovg)
Metafoin g Aettovpyiag Tng Kapdlds (T CUUTTOUATE GVVIGTOVTOL GE EMPPASLVOT TNG KOPOIOKNAG
oVYVOTNTOG). ZVUPaivouy e101KOTEPO LEGO GTOVE dVO £MG TPELG UVES KATA TNV EvapEn TNG aymyNS.

AlLreg avemOOuNTEG eVEPYELES £XOVV ETTioNG ovapepOE:

Yoyvég (umopei va emmpealet uéxpt 1 otovg 10 avBpomoug)

Ataxtn Toyeio cvomaot g kapdids (KoAmkn poppapuyn), Un euGIoA0YIKN avTiAnyn Tov
Kapdlokov ooy (Bpadvkapdio, Kothakég Ektakteg cvotoréc, Kodmokoiiakdg amoxieiopuodg 1°°
Babpov (tapatetapévo ddotnuo PQ oto niektpokapdioypdenua)), un puoulouevn aptnplakn
wieon, movokEParog, (AN kot Baunr 6pacn (BoAn 6pacn)

Oy ovyvég (umopet va emnpealetl péypt 1 otoug 100 avBpadmovg)

AlcOnpa Tolpov Kot €KToKTol Kopdtokol TaApol, vavtio, duokotMdtnta, d1dppota, KOaKOc Tovog,
aiocOnpa meprotpoPrig (iAtyyog), duckoiio oty avamvor (dVemvola), Loikol oracuol, VYNAQ erineda
0VPIKoV 0EE0G 0TO aipla, TEPIGGELN NOGIVOPIAMYV (TOVTTOC AEVKADV ULOGPULPIOY) Kot avEnuévn
KpeaTviv) 6To aipa (Tpoidv PeTABOAICUOD TOV LOMV), depuaTikd e&avOnua, oyystooidnua (Omwg
TPNOUEVO TPOGMTO, YADGSA 1) AULUOC, SVGKOAIN GTNV AVATVOY| 1] GTNV KATATOOT)), YOUNAN ApTNPLoK)
mieon, Amobupia, aicOnpa K6Tmong, aicnua advvapiog, un evcstoroyikd HKA, stk 6poon,
dloTapayuévn opacn

Yrdwvieg (umopei va emnpedlet péypt 1 otovg 1.000 avBpdmovg)
Kvidwon, kvnouodg, epubpdmmra tov d€ppatoc, aichnuoa Kakovyiog

Moid ordvieg (nmopel va emnpedletl péxpt 1 atovg 10.000 avBpadmovg)
ATOKTOC KOPIKOG TOAUOG (KOATOKOIMOKOG OmoKAEIGUOC 2°° BafoD, KOATOKOIMAKOG ATOKAELGHOG
3% BaBpov, ZHvopoo vosovvtog eAEROKOUPOV).

Ava@opd avemOOuUNTOV EVEPYELOV

Edv mapotnpioete Kamoto ovemBountn evEPYELa, EVILEPDOGTE TOV YLOTPO, 1] TO POPUOKOTOLO GOC.
AvT0 1oyeL Yo kaBe avemBounTn evEPyELD TOL OEV AVOPEPETAL GTO TAPOV PUALO 0dONYIDV XPTIONG.
Mmropeite eniong vo, avaeépete avembounteg evépyeteg angvbeiog, LEcm Tov €6ViKOV GUOTNUATOG
avaopds mov avaypdeetor oto Hopdptnua V. Méocw g avagopds avemBountov evepyeidv
umopeite va fondnoete o1 GLALOYN TEPIGGOTEP®V TAPOPOPILDY GYETIKA LE TNV ACPAAELN TOV
TPOVTOG POPUAKOV.

5. og va pvracoetor To Procoralan

To @apuako ovtd TPETEL VoL GUAACCETAL GE PEPT] TOV OgV TO PAETOVY Kol OgV TO POAVOLY TO, TOLSLAL.
Na pn ypnoiponoteite avtd 10 PAPUOKO UETE TV NUEPOUNVIE ANENG TOV AVOPEPETOL GTO KOVTL Ko
ot Onkn (blister) petd mv «AHEH». H nuepounvio Anénc eivar n televtaio nuépa Tov punva. wov

OVOQEPETOL.

Agv vTapyovv €181KEG 0dMYieg S10THPNONG Y10l TO PAPUAKO QVTO.
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Mnv metdite @APUAKA GTO VEPD TNG AMOYETELONG 1 OTA GKOLTIdLN. PwTeloTE TO POPLLOKOTOLO GOG Yo
TO TG VO TETAEETE T PAPLOKO TOV JEV YPNOILOTOLElTE T, AVTA Ta péETpa Bo fondncovy oty
TpooTacio Tov TEPPEALOVTOG.

6. Ilepreydpevo g GVGKEVAGING KOl AOUTES TANPOPOPIES

T epréyel To Procoralan

- H dpaotikn ovoia givar ) ivabradine (og hydrochloride).

Procoralan 5 mg emkaivpuévo pe Aerntd vuévio Siokia

Kda0e emxalvppévo pe Aemtd vpévio diokio mepiéyel S mg ivabradine (g hydrochloride).

Procoralan 7.5 mg smkoivppévo. pue Aertd vuévio diokio

Kabe emcadlvppévo pe Aemtd vpévio diokio mepiéyel 7,5 mg ivabradine (¢ hydrochloride).

- Ta dAla cvotatikd iva:

- TopHvog Tov dtokiov: Axtodln povoddpikn, payvioto oteatko (E 470 B), auvio apafocitov,
uaAtode€tpivn, moprriov 610&eidio korhoeés (E 551),

- emixaloyn tov dtokxiov: vapoueAloln (E 464), titaviov d10&eido (E 171),
moAvatBuievoyivkoin 6000, yAvkepodn (E 422), payviotlo oteatikd (E 470 B), odnpov
o&eidio xitpwvo (E 172), cwdnpov o&eido gpvbpd (E 172).

Ep@évion tov Procoralan kot wepieyOpevo TG 6VGKELAGIOG

To Procoralan 5 mg dioxio givol xpOUATOC COUOV, EXYUNKT, EXKOAVUUEVA LE AETTO DUEVIO dloKia
Stgotopovpeva Kat omd TG S0 TALLPES, YapOyUEVa LE TV EVEEIEN «5» ot pio Oyn kat ES™ otnv
GAAN Oy

To Procoralan 7,5 mg diokio givot ¥p®UOTOC COUOV, TPIYOVIKA, EMKAAVUUEVO LE AETTO DUEVIO
Stoxda, yopoyuéva pe Ty EvSelén «7.5» ot pio oym kot 2= oty dAAN oy,

Ta diokia dlatiBevrol oe nueporoylakés cvokevacisg (blisters alovpviov/PVC) tov 14, 28, 56, 84,
98,1001 112 dsiokimv.

Mropei vo, unv drotibeviot OAEg 01 GLOKEVAGIEG.

Kéroyog Adsrag Kvkhogopiag
Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex - ['oAlio

Iopaockevaotig

Les Laboratoires Servier Industrie
905 route de Saran

45520 Gidy - I'oAhia

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

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

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

Tomovia

I"o omoadnmote TANPOPOPIo. GYETIKA LE TO TOPOV POUPUOKEVTIKO TPOIOV, TAUPUKOAEISTE VO

omevBuvleite 6TOV TOMIKSO AVTITPOGMOTO TOV KOTAYOL TNG AOEL0G KUKAOPOPLOGC.

Belgié/Belgique/Belgien
S.A. Servier Benelux N.V.
Tél/Tel: +32 (0)2 52943 11

Bbbarapus
Cepsue Memukair EOOJ]
Ten.: +359 2 921 57 00

Ceska republika
Servier s.r.o.
Tel: +420222 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

EArGoo
YEPBIE EAAAY PAPMAKEYTIKH EIIE
TnA: +30 210 939 1000

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

France
Les Laboratoires Servier
Tél: +33 (0)1 55 72 60 00

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

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

Island
Servier Laboratories

Lietuva
UAB ”SERVIER PHARMA”
Tel: +370 (5) 2 63 86 28

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

Magyarorszag
Servier Hungaria Kft.
Tel.: +36 1238 77 99

Malta
V.J. Salomone Pharma Ltd
Tel: +356 212201 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

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

Slovenija
Servier Pharma d.o.o.
Tel: + 386 (0)1 56348 11

Slovenska republika
Servier Slovensko spol. s r.0.



C/o Icepharma hf
Simi: +354 540 8000

Italia

Servier Italia S.p.A.
Tel: +39 (06) 669081

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

Latvija
STIA Servier Latvia
Tel: +371 67502039

Tel: +421 (0) 2 5920 41 11

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

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

United Kingdom (Northern Ireland)
Servier Laboratories (Ireland) Ltd
Tel: +44 (0)1 753 666409

To mapév ¢vALo 00N LAV YpfioNS avabep1OnKe Yo TELEVTALIN POPA OTIS

Aentopepn TANPOEOPLAKA GTOLYElD Yo TO TPOiOV givan dtaubBécipa 6ty 1etoceAida Tov Evpmraikoh
Opyaviopov @apudrkov (EMA): http://www.ema.europa.eu/ .
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