ITAPAPTHMA 1

MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX
Ivabradine Anpharm 5 mg emwcolvppéva pe Aentd vuévio diokia

Ivabradine Anpharm 7,5 mg emikoloppéva pue Aemtod vpévio diokia.

2. IMOIOTIKH KAI IIOXOTIKH XYNGEXH
Ivabradine Anpharm 5 mg emwcolvppéva pe Aentd vuévio diokia
KéBe emcoloppévo pe Aemtd vpévio diokio mepiéyet 5 mg ivabradine (og hydrochloride).

Exdoyo ue yvworéc dpdoeig:
Kda0e emucoroppévo pe Aemtd vuévio diokio mepiéyet 63,91 mg Aaktdln povoidpikr.

Ivabradine Anpharm 7,5 mg enucaivupévo pe Aemtd vuévio diokio

KébBe emcoloppévo pe Aemtd vpévio diokio mepiéyel 7,5 mg ivabradine (g hydrochloride).

Exdoyo ue yvworsg dpdoeig:
Kda0e emucoloppévo pe Aemtd vuévio diokio mepiéyet 61,215 mg Aaxtoln povobdpikn.

IMa tov AP Katdrloyo Tov ekddymv, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Emoivppévo pe Aemtd vpévio diokio.

Ilvabradine Anpharm 5 mg emkolvppéva pe Aemtd vuévio diokio

ZoOUOV YPOUATOC, EMIUNKES, EMKAAVUUEVO LE AETTO VUEVIO O10KI0 O1YOTOLOVUEVO KOt amd TIG SVO
TAELPES, YOPAYLEVO te TNV EVOEEN «5» otn pia oym Ko “S” otnv dAAn dym).
To dwokio propet va daywpiotel og dVo ioeg 6OoELS.

Ivabradine Anpharm 7.5 mg enucalvppéva pe Aemtd vuévio diokia

ZoUOV YPOUATOS, TPLYOVIKO, EMKOAVUUEVO Ue AETTO VUEVIO S10KI0, YOPaYHEVO LE TNV EVOEIEn «7.5%
ot pia oy kot “S” oty GAAN dym.

4. KAINIKEX IAHPO®OPIEX

4.1 OepamevTiKég gvoeiEelg

YOUTTOUOTIKY ay®yn TS Ypoviac otadepnc otndyyne

H ivabradine evéeikvotat yio ) copmtopoTiK oyoyn g xpoviag otabepnc otndayyng ot

oTEQOVIOIN VOO G EVAAIKEG LE PLGIOA0YIKO GAEBoKOUPIKO pLOUO Kot Kapdlakr cuyvotnTa = 70

bpm. H ivabradine gvdeikvotat:

- o€ eviAiKeg o1 omoiot £xovv dvoaveia 1 avTEVOEIEN 0T XPT o1 TOV P-0TOKAEIGTOV

- N og cvvdLacUO pE P-amokAelotég og acbevelg mov dev eAEyyovTal EMOPKMOG e TN PBEATIOT
d0om B- amokAeloT.



OLpomEVTIKN oy®YN THE ¥POVIOC KOPOIOKNC AVETAPKELNC

H ivabradine evdeikvutar ot gpodvia kapdiokn averndpkela karnyopiog I éoc IV xatd NYHA, pe
oVGTOMKY dvoettovpyia, e acbeveic pe pAefoxkoufikd pvOuod Kot kapdiakn cvyvotnTa > 75 bpm,
0€ GLVOLUGUO E TUTTIKT AY®OYN GUUTEPIAOUPAVOUEVNS TNG AY®YNG UE P-omokAelot) 1 6Tav 1 aymyn
ue B-omokielotn avievosikvotot 1 dev yivetar avekt (BA mapdypapo 5.1).

4.2 Aocoloyia Kol TpOmog yopfynong

Aocoroyia

ZOUTTOUATIKY 0yl THS XpOVIag oTolspns otnlayyns

Yvviotdrot vo Aapfavetal n amogact yio Evapén 1 Tithotoinon g aymyng otav vadpyovv
dradoykég petpnoelg tng Kapdtakng ocvyvorntog, HKI 1 mepumatntikn 24wmpn mapoakorobonon.

H d060m évapéng g ivabradine dev pémel va vepPaivel to. 5 mg dVo @opég v Nuépa og aobeveig
NAkiog Kot Tov 75 etdv. Metd amd tpelc £0¢ Técoepic EfOoUAdES ayYNS, €4V 0 acBevnic
e€axoAovlel vo eival cOUTTOUOTIKOC, €6V 1 apykn OGN YiveTal KOAN AVEKTH KOl €AV 1) KOAPSIOKN
ovyvoTTa Npepiog Topouével Tve amd 60 bpm, n d6om pnopel va avéndel otnv enduevn vynidtepn
doon, o€ aobeveic mov AapPdavovy 2,5 mg dvo gopéc v Nuépa | S Mg dvo gopég v nuépa. H d6om
oLVTHpNoNG dev TPEmel va vrepPaivel Ta 7,5 Mg 600 Qopic TV NUéPAL.

Edv oev onuewmbei Bertiooon tov omhayyikdv countopdtov uéca og 3 unveg amod v Evapén g
aymyng, n aywyn pe ivabradine mpénel va diokomteTol.

Emuwmléov, mpénel va e€etdletan 1 S10KOT TNE 0y®YNG, AV 1| GUUTTOUATIKY AVTOTOKPIOT Eival Lovo
TEPLOPIGLLEVT] Kol OTAV OEV CNUEIDVETAL KMVIKA CYETIKY LEI®ON TNG KOPILOKNG cLYVOTNTOC N|PEUING
UECO GE TPELG UNVEC.

Edv katd ™ didpkela TG aymyng petwbel n kopdiakn cuyvotnta kKéto and 50 mainovs avd Aentd
(bpm) oe npepia N av 0 0cBevig eKONADOGCEL cuUTTOUATE, TTOVL o)eTilovTal pe Bpadvkapdio, OTMG
{aAn, komwon 1 vdtact, 1| 0001 TPENEL va. TiIthomon el o€ yapunAoTepa nimeda,
ocvumepthopPavopévng Kot g eMdytotng 06onc twv 2,5 mg d0o eopég v nuépa (Liocd diokio Tov

5 mg dvo popég v Nuépa). Metd ) peimon g d00mg, TPETEL VO TOPUKOAOVOEITOL 1) KOPILOKT|
cuyvotnta (PA. mapdypago 4.4). H ayoyr mpénet va S10KOTTETOL EAV 1] KAPOLOKT GLYXVOTITO
wapopével kato and 50 bpm 1 edv empévouy Ta copnTOpRTe TNG Ppadvkapdiag, mapd T peimon g
d00mG.

Ocpomevtiky aywyn e Ypovios KopOoLOKHS OVETGPKELOS

H ayoyn mpénel va Eekivael povo oe acbevn pe otabepn KapdloKY aveTapKeLd. ZOVIGTATAL, O
Bepanv 10Tpdg va givorl EUTEPOG GTIV OVTLETMICT TG XPOVING KAPILOKNG OVETAPKELOS.

H ovuvnOng cuvictdpevn d6om évapéng g ivabradine givat 5 mg dvo opéc v nuépa. Metd amd 500
efdopdioeg aymyne, n 06on umopel va awéndel ota 7,5 Mg 000 popég TV NUEPA, AV 1 KAPIOKT
ovyvoTnTa o€ Npepia Tapapével otabepd Tavo amd 60 bpm 1 va peiwbdei ota 2,5 mg dbo popéc v
nuépa (oo diokio Tv 5 Mg dVo Popég TNV NUEPA), €6V 1 Kapdlokr cuyvotnta o€ npepia etvat
otafepd kdto omd S0 bpm 1 og mepintwon cvuntpdTeV oL oYXETICOVTAL PE BpadvKapdia, OTmG
Lo, komwon 1 vedtaon. Eav n kapdiakn cuyvomto givon peta&d 50 kot 60 bpm, npénet vo
dwnpeitar 1 06omM TV 5 My 600 eopéc Ty Nuépa. Edv katd t didpkea TG aymyng, 1 Kapolokn
ovyvotnTa pewwvetTal otafepd kit amd S0 maApovg to Aemtd (bpm) oe npepia N €dv 0 aoBevig
eKONAMOEL CLUTTONOTO TOV GYeTilovTat pe Ppadvkapdic, 1 SOOT TPETEL VO LEIOVETAL GTNV EMOUEVT|
xounAoTepPn 060m otovg acbeveic mov Aapfdavovy 7,5 mg dVo Popég TN nuépa 1 5 Mg 0o popég tnv
nuépa. Eav 1 kapdrokn cvyvotnto avédvetat otabepd mive amd 60 maipovg 1o Aentd oe npepia, 1
0001 pmopet vo av&avetot otny emdpuevn vynAdtepn d0om o acbeveig mov Aapupdvovv 2,5 mg dvo
QOPEC TNV NUEPAL N 5 MJ dVO QOPEG TNV NUEPQ.

H aywyn npénetl vo S1oakdmTeTon €Gv 1 Kapdlokn cuyvotnTo Toepopével Kato ord 50 bpm 7 edv ta
countopata g fpadvkapdiog empévouv (PBA. mapdypago 4.4).



Ewwoi wAnbvouoi

Himawuévor

Y& aoBeveic nhkiag 75 etdv kol Gvm, cuvieTtdrtal younidtepn d6om évapéng (2,5 mg dvo opéc v
Nuépa, ONAadN oo diokio Tv 5 Mg 000 popég Ty Nnuépa) TP TV adENCT TG 666NC e
TitAomoinon, €4v ypelooTel.

Neppixn averdprelo.

Agv amorteitol Tpocapoy” g 606Mg 6€ 0G0EVEIS e VEQPIKN avemGpKeLo Kot KABapor KpeaTvivig
névo amd 15 ml/min (PA. Tapdypaeo 5.2).

Agv vrdpyovv atoygia yio acbeveig pe kdbapon kpeatvivng yauniotepn arnd 15 ml/min. H
ivabradine mpénel, ETOUEVOG, VO YPNOYLOTOLEITOL TPOGEKTIKA GE OVTOV TOV TANOVLGUO.

Hrotikn avendpreio

Agv amaiteitol Tpocappoyn g 600 oe acheveic e N NIoTIKn avendpkela. [Ipocoyn npénel va
dtvetor kotd ™ yoprynomn ivabradine ce acOeveic pe pérpla nratikn avendpkelo. H ivabradine
avtevdeikvutal o€ acbeveic pe cofapn NTATIK AvemTdpkeld, apol dev £xel ueretn0el oe avTdV TOV
TAnBvoud Kot avapéverat peyain avénomn g cvotuatiknig ékbeong (PA. mapaypdeovg 4.3 kat 5.2).

Houdrorpixoc ninBvoudog

H acpdieia ko amotelecpotikdnta tng ivabradine og moudid niikiog kétw tov 18 etdv dev &govv
TekunpLooei.

AwBéoipa ent ToL TAPOVTOG OEBOUEV GTNV Ay®YN Y10 TN YPOVIO, KOPOLOKT| OVETAPKELN TEPLYPAPOVTOL
OTIG TOPUYPAPOLS 5.1 kat 5.2 aAAdd dev umopei va yivel cuGTOoN Yia. T 0060 0Yia.

Agv vtapyovv d100€0LA OEOOEVA Y10, TN CUUTTOUOTIKY oywyn TG XpOviag otafepic otnBayymg.
Tpomog yoprymong

Ta dwokia Tpémet va AopPdvovtal amd Tov oTOUITOC SV0 POPEC TV NUEPA, INANOT Lo popd To Tpwi
Ko pio to Bpdov, Katd ™ ddpkela TV yeupdtov (PA. mapdypoeo 5.2)

4.3 Avtevositelg

—  YnepevaroOnoio otn dpactiki ovoia 1| o€ KAmowo armd T £KS0)0 OV AVUPEPOVTAL GTNV
Tapaypago 6.1

—  Koapdiokn cuyvotnta o npepio xopniotepn amd 70 moApong ave AETTd TP Ty aymyn

—  Kopdioyevnig xatorinéia

—  0& éuopayuna Tov pookapdiov

—  XoPapn vrdétaon (<90/50 mmHg)

—  Xofapn Nmatiky| ovemdpkeLo

—  X0Ovdpopo vocovuvtog piefokopov

—  OAePokopPOKOATIKOC OTOKAEIGHOG

—  Aoctafng 1| o&eia KopdlakY| aveTdpKeLd

—  E&bptnon amod Pnpatodom (kapdiokn cuyvdtnta mov enPAALETOL ATOKAEIGTIKE ad TO
Bnpotodortn)

—  Aoctafng otBdyym

—  KoAnokothakdg amorxieicpog 3°° fabpov

—  Zuvovacopdg Le 1oLupols ovacToAElg Tov kKutoyxpdpatog P450 3A4 dmwg aloikd
AVTIVKNTNOKA (KeToKoValOAN, 1TpakovaloAn), Lokpoldikd aviiflotikd (kKhapBpopvkivn,
gpvbpopvkivn yopnyovpevn amd ToV GTOUATOS, Locapvkivn, TeMBpopvkivn), avactoreig HIV
npwtedong (verpwvoafipn, prrovafipn) kot vepalodovn (PA. mapaypdapovg 4.5 kot 5.2)

—  Xvvdvacpoc pe Pepamapiin 1 dStitialéun, mov sival pétpiot avactoreic tov CYP3A4 pe 1810t teg
peimong g kapdiakng cvyvotntag (PA. mapdypapo 4.5)

—  Kvnon, yorovyio Kot yovaikeg pie SuvoToTnTo TEKVOTOINGTG Ol 0TT01ES SEV YPTOUOTOLOHY
KoTOAANAQ ovTicLAATTIKG pétpa (PA. mapdypopo 4.6)



44 E101kég Tpo1domomcelg Kol TPoPuAGEEIS KaTd TN Yprion

Amnovaoio 0@élovc otic KMvikES ekBdoelc og aoheveic ue cupumtouotikn ypovie otadepn otnddyyn

H ivabradine evégikvotat poévo yia T COUTTOUATIKY ay®yn TG XPpoviag otabepnc onBayyng, ylatin
ivabradine dev £xgt o@éAN yiao TG Kapdiayyelokég ekPaoelc (1), EUEPayio Tov LooKapdiov 1
Kapdloyyelokog Oavatog (PA. mapdypoeo 5.1).

Mé£tpnomn e KOPSKAC GLYVOTNTOGC

Agdopuévou OTL 1 KapdloKn cuvOTNTO WToPEl Vo Tapovctalel GNIAVTIKEG SIUKVUAVGELG UE TOV YPOVO,
pEmeL va AapPdvoviot v’ Sty StadoyIkES LETPNGEIC TNG Kapdlakng cvuyvotntag, HKI 1
TEPITOTNTIKN 24®p1 Tapakorlovdnom, otav kabopileton n kKapdiakn cuyvotTnTa, TP TNV Evapén
aymyng ue ivabradine kot og ac0eveic vtod aywyn ue ivabradine 6tav e€etaleton n TepinTwon g
TITAOTTOINGMG. AVTO IGYVEL KO Y10 0GOEVEIS e YoUNAN Kopdlakn cuyvotnta, Wiaitepo 6tav N
Kapdlakr cuyvotnta petdvetol kéto and 50 bpm 1 petd and peiovon g doong (BA. mapdypapo 4.2).

Kapduokéc appuuieg

H ivabradine dgv gival amoteAeoLoTikn ot 0epamenTiKy ay@yn 1 TPOANYT TOV KOPILOK®OY
appLOOVY Ko TOOVOS YOVEL TNV OTOTEAECUATIKOTNTA TNES OTOV EKONADVETOL TOyLOPPLOuia (7T,
KOWMOKT 1} VIEPKOIAMOKT Taukapdia). Tuvenmg 1 ivabradine dev cuvietdrtal o€ acbeveic pe KoAmkn
popuopLYN | GAAES Kapdiakég appuduieg mov exnpedlovy ) Asitovpyio Tov AefokduPov.

Y acbeveic mov axorovbovv aywyn pe ivabradine, sivatl avEnuévog o Kivouvog ekdNAMONG KOATIKNG
pappopvyns (BA. mapdaypago 4.8). H KoAmikn| papuopuyn sivar cuyvotepn oe acbeveic mov
AapBavouv tavtdypova apodapodvn 1 oyvpd avtoppudukd katnyopiag I Zuvictdron va
napakolovBodvtol KAMvikd o€ TaxTiky Pdon ot aobeveic mov Aapupdvovy aywyn ue ivabradine yio v
EULGAVIOTN KOATIKNG LOPUAPLYNS (EUUEVOLGAG 1 TAPOEVGUKTNG), EVO TPEMEL VA, CLUTEPIAAUPAVETOL
kot HKT™ wopakorohOnon epdoov vdpyel kKMvikn Evoeiln (m.y. o€ mepintmon endevmdeiocag
otT0dyyMS, AoONUATOC TAAU®Y, ATOKTOV GPUYHOV). Ot 0cBeveic TpEmeL va EVIUEPDVOVTAL YidL TO.
ONUEIN KOl COUTTOUATO TNG KOATIKNAG LAPLOPLYNG KOL VA, TOVG diveTol 1) GLUPBOVAN VOl EMKOVEOVODY
LLE TOV Y10TPO TOVG, EAV AVTA EKINA®OOVV.

Edv exoniwbel KoAmikn poppopuyn Katd m Stpkelo TG aywyns, Tpenet va exavesetdleTot
TPOCEKTIKA 1| GYECT 0PELOVG — KIvdUVoUL Tng e&akoAovBnong TG aymyng pe ivabradine.

AocBevelg pe ypovia KapdloK AVETEPKELD, TOV GLVOOEVETAL OO SLATOPAYES TNG EVOOKOIALOKTG
emayoyng (OMOKAEIG OGS 0ploTEPOD GKEAOVG, AOKAEIGLOG 05100 GKEALOVC) KOt KOWAOKO
duovyypoviopd TPEMEL VA TapaKoAoVBOHVTOL GTEVEL.

Xpnhon oe acBeveic pe KoAtokooko omokieicuo 2°° Boduov

H ivabradine dev cuviotdral o€ ao0eveig Le KOATOKOIAMOKS amokAelopd 2°° Babpod.

Xpnon ot acBeveic pe younin Kopdlokn cuyvotnta.

H ivabradine dev mpénet va yopryeitar o acBeveic mov mpv v Evapén g aymyng £xovv KapdloKn
ovyvotnta yaunAdtepn and 70 modpuove ava Aemtd (bpm) oe npepio (BA. Tapdypapo 4.3).

Edv xotd ™ didpketo TG aywyng 1 Kapdakn cuyvotnta o npepio peimbel otabepd kdto omd 50
bpm 1 gdv 0 acBevng exkdnAdoel cupnTdpato Tov oyetiloviot pe Ppadvkapdia, Omwg (dAn, kKOTwon M
VROTOOT, TPENEL VO, LEIwBEl aTadtaKd 1 d0omn 1| va SlakoTel 1) aywyn, AV 1 KAPSKT cLYVOTNTA
nopopeivel kdto omd 50 bpm 1 o cupmTOpaTa TG Bpadvkapdiog empévovy (PA. Tapdypapo 4.2).

2uvoLao oS UE OTOKAEIGTEC S1aVAWY acBeEcTion

H tavtdypovn yopriynon g ivabradine pe amokAeiotéc StovAmv acfection Tov HEL®VOLY TNV
KopdloK GuYVOTNTO OTWG N Pepamapiin | n Sthtwaléun avrevdeikvotar (BA. Tapaypdeovg 4.3 Kot
4.5). Aev &yer tebel Bépa acpaielog avapopikd pe To cuvovacud g ivabradine pe vitpmor Kot



SHOPOTLPOVIKOD TOTTOV ATOKAEIGTEG dLLAMV acPeoTiov 0ntmg N aprodmivn. H emumpdcoben
amoteAeopatikotnTa TG ivabradine oe cuvévacud pe StHdPoTLPLSVIKOD TOTOV OTOKAEIGTEG SLOVAWDY
acPeotiov dev £xel tekunpumbei (BA. Tapdypapo 5.1).

Xpbovio KopdoK OVETAPKELD,

H xopdiokn avendpkela mpémnet vo sivarl otobepn, mpv e€gtootel | xopnynon tng ivabradine. H
ivabradine mpénet va yopnyeitan ue mpocoyn o€ acBeveis pe Kopdloky avemdpKelol AEITOVPYIKNG
katdtaéng IV katd NYHA, Aoym TV Teplopiouévav 0edouEvav e auTov ToV TANOuGuO.

Eykepolkd eneicdd1o
H ypnion tng ivabradine dev ouvioTdTOL AUECHS LETA OO EYKEPUAIKO ETEIGOS0 KaBDS dev vrdpyovy
oToLyEla YU OVTEG TIG TEPITTMOGELC.

Omntkn Asttovpyio

H ivabradine exnpealet T Aettovpyio tov au@iBAnctpostdn Aev vdpyovy evdei&elg ToEkng
enidpaong and tn pokpoypodvia aywyn g ivabradine otov apeipinotposidn (PA. mapdypoapo). Av
EUPOVICTEL U1 AVOUEVOUEVT EMOEIVOGT TNG OTTTIKNG Asttovpyiog, Tpémetl va e£eTaletal To EVOEXOUEVO
dlaKkom ¢ TG aymync. Idwaitepn tpocoyn Tpénel va ackeital o€ acheveic e LEAAYYPOOTIKY
auePpAnctposidonddeia.

Acbeveic pe vdtaon

Ta ototyeio mov vVEapyoLV Yo acbeveig pe N o PETPLO VTTOTACT EIVAL TEPLOPICUEVO KOl GUVETMG
1 ivabradine wpémel va yopnyeital pe mpocoyn o€ awtovg Tovg acbeveic. H ivabradine avtevdeikvoton
o€ acbeveic pe coPapn vrdtaon (aptnprokn wieon < 90/50 mmHg) (BA. mapdypogo 4.3).

Kolmikn poppapvyn — Kopdrokéc appuvduisg

Agv vtapyovv ototyeio kKtvdivov epgaviong (vepPoikng) Ppadvkapdiog Katd tnv emavapopd tov
pAePfoxoppicod

pLOLOY, dtav Eekvé N PAPUAKOAOYIKT Kapdtoavatasn o acbevels Tov akolovBovv aywyr| pLe
ivabradine. 2616060, A0Y® amOVGIOG EKTETAUEVOV GTOLEIMV, TO EVOEYOUEVO UN] ETELYOVGOG
Kapdoavataing pe cvveyopevo pedua Ba tpénet va eEetdleton 24 dpeg petd v tehevtaio ddom
ivabradine.

Xpnon og acBeveic pe ovyyevéc ovvopouo QT 1 mov akorovfovv aymyn PE QUPUOKEVTIKA TPOTOVTO.
OV _EMUNKOVOLV 10 dtdotnua QT

H ypnon ivabradine cg acBeveig pe ovyyevég ohvopopo QT 1 mov akorovBodv aywyn e
QOPUOKEVTIKA TPOTOVTO T ool emunkHvovy 10 ddotnua QT mpénel va amopevyeton (PA.
napdypoeo 4.5). Eqv o cuvévacpds eival amapaitntog, onatteitol 6Tevi) KopoloAoykn
TopoKolovOnom.

H peimon g kapdiakng cuyvotntag mov tpokaAsiton oo tnv ivabradine, pnopei va enidevooet Ty
empunKuvor tov daotrnatog QT to omoio pmopei va mpokarécel cofapég appubiieg, edodTEPD TNV
Kook Tovkapdio diknv putdiov (7orsade de pointes).

Yreptaoikol acOseveic mov ypeidllovior aAlaryéC TNV OVIIWTEPTAGIKN OY®YN TOVC

Orov mpaypatonotovviat aArayég otn Oepaneio acOevav pe ypovia KapdloKr| ovemdpKeLd, Ol 0Toiot
akoAovBovv aywyn pe ivabradine, n aptmplokn wieon Ba Tpénel va mapakorovbeital ové ToKTd
dwotiuoto (BA. Tapdypapo 4.8).



"Exdoya

To @appokentikd owtd Tpoidv mtepiéyel Aaktoln. Ot acOeveic e omavio, KANPOVOLILKE TPoPAN T
dvoavetiag otn YoAaktoln, e oOMKN averdpkelo AaKTaong 1 ducamoppoPnor yYAvKoing —
YoAoKTOING eV TIPEMEL VO TOIPVOLV OLTO TO POPUOKEVTIKO TPOTOV.

4.5 AMMNAEMOPAOELS PHE GALD QUPUUKEVTIKG TPOTOVTO KUl AALES HOPPES UAMNAETIOP UGG

DapLokodVVALKEC AAANAETIOPAGELS

Aev ooVIOTATOL TOVTOYPOVH YOPHYHON

DapUaKeVTIKG TPOIOVTO TOV EXUNKOVOLY T0 didotnue OT

- Kopduayyesiaxd poppokentikd Tpoidvta mov exyunkivovy to diotnue QT (mm.y. kvidivn,
dteomupopion, Urenpididn, GotaAOAT, POVTIAION, apodapovVT)

—  Mn kopdoyyelakd QopUOKEVTIKA TPOTOVTa, TOL munkOvouy to dtaotnuo QT (m.y. muolion,
{umpac1dovn, 6epTvOOAN, peplokivn, ahopovtpivr, Teviaudivn, ollampion, epvdpopvkivn e
evdopALPo yopriynon)

H tautoypovn yopriynon Kopdloyyelokdy Kot U Kepdloyyelok®my QapUOKELTIKAOVY TPOIOVIMV TOL

emunkvvovy to detnuo QT pe ivabradine wpénel va, amo@eVYETAL, YIOTI LWTOPEL 1] EXUAKVLVGT TOV

QT va emdevwbel amd tn peimon g kapdiakng cuyvotnras. Eav o cuvdvacudc sivar amapaitntog,

amorteital oTeV Kapdloloyikn mapoakorovOnon (BA. mapdypagpo 4.4).

Tavtoypovn ypnon ue mpocoxn

Arovpnuird wov uernvovy o koo (Geralidixd d10vpnTiKd Kai OLOVPNTIKG THE OYKOANC)

H vrokohoipio pmopei va avénoet tov kivévvo appubuidv. Kabog 1 ivabradine propei va
npokaréoel Ppadvkapdic, TO ATOTEAEGILO TOL GUVOLAGLLOD VITOKAMOLUING Kot Bpadvkapdiog
amotelel mopdyovta mpodiddeong yio TV epedvion coPapdv appLOudVv, Wiaitepa o aobeveic Tov
glte MOy ovyyevig avouaiiog ite TPoKaAOOUEVO amd Kdmold ovoio epueavilovy TOPATETAUEVO TO
duotnuo QT.

DopUOKOKIVNTIKES OAANAETIOPACELC

H ivabradine petafoirilerar povo amd to CYP3A4 ko eivar modd acBeviig avaotoréag avtod Tov
KUTOYPDOUATOG,.

"Exet amoderytel 0T 1 ivabradine dev enmnpedlel To HETAPOMGO KOl TIC GCLYKEVIPMGELS TOV GAA®V
vrootpopdtev 1ov CYP3A4 (Mmmv, pétplov kol 1oyupdv ovactoAémv) 61o TAdca. Ot avacToAElS
kot enaywyelg tov CYP3A4 teivouv va adAniemidpovv pe tny ivabradine kot va ennpedlovv 10
petafoiiopd Kot T eOpPUAKOKIVNTIKY NG o€ Pabud kKAvikd onpoavtikd. Meléteg aliniemdploemv
&yovv amodei&et 0t ot avactoAeic Tov CYP3A4 avEdvouv T1g cuykevipdoelg ivabradine oto mAdoLo,
eV o1 emaymyeic Tig petmvouv. Ot avénuéveg cuyKeviphoels ivabradine oto mAdoua pmopet va
cuvdéovtol pe Kivovvo vrepPoikng Ppadvkapdiog (BA. mapdypapo 4.4).

Avrevieilels Tavtoypovns Yopnynons

Iloyvpol avaoctoleic tov CYP3A4

H towtdypovn xopnymon wyvpav avacstorény tov CYP3A4, 6nwg alolikd avIytuknTnoloKd
(xetokovaloAn, wpakovaloin), pakpoidikd avtifrotikd (KhapiBpopvkivn, epubpopvkivny amd tov
oTopaTog, Locapvkivn, teMBpouvkivn), avactoireis g HIV mpotedong (velpwvaPipn, prrovafipn)
Kot vepalodovn avtevdeikvuton (BA. mapdypago 4.3). Ot oyvpol avactoreic tov CYP3A4
ketokovaloAn (200 mg pia eopd v nuépa) Kot Locapwkivny (1 g 500 gopéc Tnv Nuépa) adéEnoay
péon éxbeon g ivabradine oto mAdopa katd 7 £mg 8 QOpEG.

Mérpiror avaotolgic oo CYP3A4
Ewdwcéc peléreg ardnienidpaong og vyieic eBerovtég kan acbeveig £6e1&av 6TL 0 GUVOILACUOG TNG
ivabradine pe tovg mapdyovteg Sthtialéun 1 PEPOTAAN TOV UEIBVOLY TNV KOPSOKT GUYVOTNTO EiYE
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oav amotéAecpa TNy avénon g ékbeong g ivabradine (avénon g AUC katd 2 £m¢ 3 popéc) Kot
eMMAL0V TN Uel®o™ TG Kapdlakng cuyvotntag katd 5 bpm. H tavtdypovn yoprynon tng ivabradine
LE QT TO POPUOKEVTIKG TpoidvTa avievdsikvotal (BA. mapdypopo 4.3).

Aev oovietatol TavTtoypovy Yopnynon

H éx0eon oty ivabradine dumhactdotnke Petd omd cuyyoprynon ue youd ykpéumepovt. Enouévmc,
TPEMEL VO OTOPEVYETOL 1) KATOVAA®DGCT) VU0V YKPEITPPOLT.

Tavtoypovy yoprnynon ue Tpopviotels

Mézpior avaotoleic tov CYP3A4
H tavtoypovn yoprynon ivabradine pe dAhovg pétprovg avactoreic tov CYP3A4 (m.y.
@AovkovaloAn) umopei va emttpomel pe 60om Evapéng to 2,5 mg 600 POpEC TV NUEPA. KOL EPOGOV 1)
Kapdlakr cvyvotnta npepiog eivarl peyolotepn and 70 bpm, pe mapakorovdnon g kapdiakng
oVYvOTNTOG.

Eroywyeic tov CYP3A44
O1 enayoyeic tov CYP3A4 (.. prpoumikivn, BapBrrovpikd, eawvvtoivr, Hypericum perforatum [St
John’s Wort]) pumopel va petwcovv v ékbeon kat tn dpactikdtnta g ivabradine. H tavtoypovn
YOPNYNON QOPUAKEVTIKMOV TPOTOVTMV oL endyovy o CYP3 A4 pmopel va amottel Tpocapproyn e
doong tng ivabradine. ‘Exet amodetytei 6Tt 0 cuvdvacuog ivabradine 10 mg 600 @opég tnv nuépa pe St
John’s Wort vrodutiacialer tmv AUC ¢ ivabradine. H Aqyn St John’s Wort wpénet va mepropiletan
KaTé TNV aymyn e ivabradine.

Akec ovyyopnynoelg

Edwcég perétec arniemidopdoemv dev £xouv amodeifel KAMVIKE oNavTIKY EXI0PaoT TV akOAOLO®Y
(QOPUOKEVTIKOV TPOIOVIWV GTH PUPLOKOKIVITIKT Kol poppoakoduvapiky tng ivabradine: avactoieic
avtAiog Tpotoviov (openpaloin, Aavoorpaldin), ctldevaeiln, avactoreic tng HMG CoA
pedovktdong (cpactativn), S0 pomLPIdVIKOD TOTOV ATOKAEIGTEG S100A®Y acPBectiov (apdodutivy,
Aacowmivn), dryo&ivn ko Bapeapivn. EmmAéov, dev onueidOnKe KAVIKA ONUOVTIKY EXidpacn NG
ivabradine o1 @appakokivntikny g cpactativng, apAodimivine, Aacdutivng, 6T OPLLOKOKIVITIKY|
Ko QopULaKodLVVOLKT NG dryo&ivng, Pappopivng Kot 6T QapUOKOSLVOLIKT TG AoTPivNg.

e Paokég kKhMvikég peréteg edong 111, ta axdAovBo QoppLaKeLTIKA TPOIOVTO GLVOVAGTNKOY KOVOVIKA
pe ivabradine, yopig va mapatnpnBodv avnovynTikés evOeiEels: avaoTOAELS TOV HETATPERTIKOV
evlopov g ayyelotacivng, avtayoviotég ayyelotacivng I, f-amoxielotés, dtovpnTikd, TapAyovTes
avTL-0Ad00TEPOVTG, VITPIKE pokpds Kot Bpayeiag duipketog dpdong, avactoreic HMG CoA
pedOLKTACNG, PIUTPATES, avVOCoTOAELS avTAiog TpmTOVimV, avTIOPNTIKE 0Td TOV GTOUATOS, AGTIPIvY
Kot GAAQL OVTL-OLLOTETAALOKG, POPLOKEVTIKA TPOIOVTAL.

Hodrarprcde TAnduopodg
Meléteg ardnrenidpaong Exovv TpaypatonomBel povo og eVIAIKEG.

4.6 TCovipétnra, kinon ket yorovyio

Tuvaikec pe dvvotdtnTo TEKVOTOINoNC
O1 yuvaikeg pe duvorotnta tekvomoinong, o mpénet Kotd T StpKe TG AYOYNG, VO YPNCLLOTOLOHV
KOTOAMNAQ avticvAAnTtikd pétpa (BA. mapdypapo 4.3)

Kdnon

Agv vrtapyovv 1 givar TEploptopéva To. 6Totyela Yo tn xprion g ivabradine oe gyxdoug.

Mehéteg og melpapatdlma £xovv dei&el TOEIKOTNTA GTIV OVATOPAY®YIKT IKovOTNTA. Ol LEAETEC OLTES
&youv ogi&et euPpooTodIkdTNTa Kol TEPUTOYEVETIKEG eMOPAcels (PA. mapdypapo 5.3). O evdeyouevog
Kivéuvog yia tov avBpomo givorl dyvootog. Eropévag, n ivabradine avtevdeikvotot katd tnyv komeon

(BA. mapdypapo 4.3).



CaAovyia
Meléteg og nepapatdlmoa deiyvovv 6ti 1 ivabradine amexkpiverol 6to unTpikd yaAo. Exopévag, 1

ivabradine avtevésixvotat Kotd tn didpkea Tov Inracpod.
O1 yuvaikeg mov ypnLovv Bepanciag pe ivabradine, Oa mpénet va draxdyouvy T yodovyio Kol vo
EMAEEOVY EVOAAOKTIKO TPOTO S10.TPOPNG TOV TOd10V.

Tovyomta
Meléteg oe apovpaiovg dev £xovv dei&el enidPaoT GTN YOVILOTNTOA OPGEVIK®OVY Kot OnAvkadv (PA.
Tapdypopo 5.3).

4.7 Emopdosig 6TV IKavOTNTA 001]Y161)G KO YEPLGUOV UNYOVIHATOV

H ivabradine dev £yt xapio 1 el aonuovIn enidpacn 6Ty IKOVOTNTO YEPIGUOD unyovnudtoy.

Mia, e1dwn perémn yio v a&lordynon g mibavng enidpacnc g ivabradine otnv wavdtTa

001 yNoNg Tpaypatonomnke og vyieic e0edovtéc, 6ToVg 0moiove dev damIGTOONKE PeTABOAN TNg
amodoong oty 0dnynon. Eviovtolg, avaepépnkay, petd tmv kukhogopio, ToOL TPoidVTOC, TEPIGTATIKA
dTapaypévng tkovotntag odynong Aoym opbaikdv copntopdtoy. H ivabradine propei va
TPOKOAECEL TAPOOIKH PMTEVA PUIVOLEVA, TOV GLVIGTOVTOL KUPimg o€ pwtoyies (BA. Tapdypago 4.8).
H mBavn ekdONAmoT TETOIMV QOTEVOVY QAIVOUEVOVY TPETEL VO, AAUPAvVETOL LT’ OYN KOTE TNV 001 YyNom
N TO XEPIGUO UNYOVOV, 68 GLVOTKEG OOV Hopel vo cuuPodv oevidieg petaforéc e £viaong Tov
QMTOG, 1O104TEPA, KOTH T1) VOYTEPIVT 001 YNOT).

4.8 AvemOopnteg evépyseieg

IIepiinymn Tov TPOEIA 0GEAAELNC

O1 o ocvvhBeig avemBOunteg evépyeieg pe ivabradine givatl pmtevd @awvopeva (pwtoyisg) (14.5%)
kot Bpadvkopdio (3.3%). Avtég eival docoeaptdueveg kat oyetiCovral pe T eapuakoloyikn dpdon
TOL QOPUAKEVTIKOD TPOIGVTOG.

Hivokog tov avemBountov evepyeidv

O1 akdlovBeg avemBOUNTEG EVEPYELEC AVOPEPONKAY KOTE T1] OIAPKELN KAIVIKAOV SOKILOV Kol
KOTOTAGGOVTOL LE Baomn TNy akdAovdn cuyvotnta: Todd cuyvég (21/10), cuyvég (>1/100 émg <1/10),
Oyt ovyvég (21/1000 g <1/100), omavies (=1/10.000 éwg <1/1000), mord ondvieg (<1/10.000), un
Yvootés (dev umopodv va ektiunBovv pe Paomn ta dwbéoiia dedopéva).

Koatyopia / Opyaviké Yoyvotrta Hpotyudpevog 6pog
choTnUO
Awtapayéc tov apomontikod | Oyt cvyvég Hoocwoeiiia
KOl TOL AELLOTIKOV GUGTHLLOTOG
Awrapayéc tov petaforopod | Oyt cvyvég Yrepovpryopio
Kot g Hpéyng
Awtopayég Tov vevpikon Yuyvég Kepalaryio, covinBmg tov
GUOTNLOTOG TPADTO UV Oy®YNGS
Zédn mhava Aoym
Bpadvkapdiog
Oyt ovyvéc™ Yvykony|, mlavd Aoy
Bpadvkapdiog
OpBoipikég dratapayss [ToAb ocvyvég Dotewvd eawvoueva (QoToyisg)
Xoyveég Oapnn 6paocn
Oy ouyveéc™ Aumlonio
Ontikn dwTapayn
AwotopoyEc Tov WTdG KoL TOL Oy ovyvég Tayyog
Ao PopivBov




Kaopdiakég dratapayég

Xoyvég

Bpadvkapdia

KoAmokotlMokoc omokAEIGHOC
1°* BaBpov (Topatetapévo
dwwotnuo QT ot0
NAEKTPOKAPIIOYPAQT QL)

Kot\Mokég EKTOKTEG GUGTOAEC

KoAmikn popuopoyn

Oy ovyvég

AicOnuo ToAumv,
VIEPKOIMUKEG EKTOKTEG
GUGTOAEC, TOPUTETAUEVO
dwotnuo QT ot0
NAEKTPOKAPIOYPAPT LA

IToAV omdvieg

KoAmokotMaKog amokAEIGHOG
2°" Babuov. KoAmokotlokog
amokAelopnog 3°° fabduov

2HVOPOLO VOGOUVTOG
oAeBoxoupov
Ayyelokéc drataporyég Xoyvéc Mn puOulopevn aptnplokn
mieon
Oy coyveéc* Yroétaon, mbava Aoy
Bpadvkapdioc
Awotapoyés Tov avamvevotikod | Oyt cvyvég Adomvola
GLOTHLOTOC TOV OdpoKa Kot
ToV pecobwpakiov
Awotapoyés Tov yootpevieptkov | Oyt cvyvég Navtia
Avckotdtnto
Aldppoto
Kotmakd dAyoc™*
Awotapoyés Tov OEPLOTOC Kot Oy cuyvéc™ Avyyerooidnua
TOL LIOSOPLOV 1GTOV E&avOnpa
Xravieg* EpbOnua
Kvnoudc
Kvidwon
Awrtapayég Tov pvookeretikov | Oyt cuyvég Mvikoi omacpol
GULGTILOTOG KOl TOV GUVOETIKOV
1GTOV
Awtapayéc tov veppdv kot Tov | Oyt cuyvég AvEnpévn kpeatvivn aipoatog
0LPOPOPMV 0OMV
Ievikég Srataporyés o Oyt ouyvéc™ Atobnpo advvapiog, mbovd
KOTOOTACELS TNG 000V Aoy Bpadvkapdiog
XopPNYNoNg Aiobnpo k6mtmong, mbavd Adyw
Bpadvkapdiog
Yravieg* Alobnpo kakovyiog, mlavd

Adye Bpadvkapdiog

* Yuyvotnto Tov VwoAoyileton amtd KAVIKEC HEAETEC, Yo, avemBOUNTES eVEPYELEC amd avdopunte
xvom Y G W G Y HUNTEC EVEPYELEG punteg

ovapOPES

IIeprypoon emleyuévov ovemBountwv EVEPYELOV

Ddotewvd povoueva (eoToyisg) avaeépdnkav arod to 14,5% tov acevov Kol TeprypaeovIol Mg
TOPOSIKT ALENUEVT] POTEWVOTNTO OE TEPLOPIGUEVT] TTEPIOYT TOL OTTIKOV Tediov. [Tupodotovvtal
cuvnBmg Ao aEvidieg S1UKVUAVOELS TG EVINONG TOL EMTOG. Ol paToyieg pmopel eniong va
TEPLYPAPOVTUL WG AA®, d1doTaon EKOVAS (PatvopeVo oTpofoockoniov 1 KAAEWBOGKOTIOV), Aaumpd
YPOUATIOTO PG 1) TOARUTAG gidmAa (draTnpMon TG EKOVOG oToV aUEPANCTPOET)). Ot pwTOoVieg
Eexvov cuvnBmg HEGH GTOVG TPAOTOVG OVO PNVEG TNG YMYNG KO, LETA OO OTO TO ST,




umopel va emavoroppavovrol. Ot pmtoyieg avapépbnkav g Nmiag mg pétplag éviaonc. Oleg ot
POTOYIEC VTOYMPNOAY KOTA T SAPKELD 1] LETA TNV ay®y™, 1e TNV mAgtovotnta (77,5%) va €xet
VTOYOPNOEL KOTA TN SAPKELD TNG 0y®YNG. Atyotepo and 10 1% tv acbevav dAhaée Tic Kabnuepveg
TOV 6LV OELEC 1} SIEKOYE TNV Ay®YN Y10 TIG POTOVIEG.

Bpadvkapdio avapépdnke and 1o 3,3% tov acbevdv, 1iaitepa Katd Toug TpdToNG 2 pe 3 Piveg
ayoync. To 0,5% tov acBevav ekdnrooe coPapr Bpadvkapdia kdtwm amd 1 ion pe 40 bpm.

Y pekétn SIGNIFY mapatnpndnke koAmikn poppopvyn oto 5,3% tov acbevav mov Adupoavoy
ivabradine oe oOykpion pe 3,8% g ouddag eikovikod Qapudkov. e peta-avalvon oAmv tov @dong
I/ Suhé TOQAGDY EAEYXOUEVOV KAVIKOV UEAETOV, SIAPKEING TOVAAYIGTOV 3 UNV@AV, OOV
ooumepAnenKay mive amo 40.000 acbeveig, N cuyvOTNTO ELPAVIGNC KOATIKNG LOPLOPLYNG NTOV
4,86% otovg acbeveic mov édapav ivabradine, cuykprrikd pe 4,08% otovg pdpTupeg ELEYYOVL, TOV
avtiotolyel og avaroyio kivdvvou 1,26, 95% CI [1,15-1,39].

Y peiétn SHIFT, nepiocdtepol acheveic ekdAmony enelcd0 ALENUEVTIG APTNPLOKNG TTEON S EVD
axoAovBovoav aywyn ue ivabradine (7,1%), cuykprtikd pe Toug acbeveic mov AMaufovay £1Kovikd
Qapuako (6,1%). Ta enelcdd10 VTA NTOV TLO GVYVA OUECMG LETE TNV OAAAYT TNG OVTIVTEPTAGIKNAG
aymyng, NTav Tapodikd kot dev exnpéacay tn Oepoanevtikn dpdon tng ivabradine.

Avapopd mBavoroyodueveov ovembounTev eveEPYEIY

H avagopd mboavoroyoduevov avemtbiuntoy evepyeidv Petd amd T xop1ynom Gdeog KUKAOQOpPIig
TOV QAPUAKELTIKOD TPOIOVTOC eivan onpavtikn. Exttpénet tn cuveyn mopoakolovdnon e oyéong
0PEALOVC-KIVOVVOL TOVL QOPLOKEVTIKOD TPOTOVTOC. ZNTEITOL 0O TOVE EXUYYEAATIEG TOV TOUED TNG
VYEWOVOUKNG TTEPIBaAYMC VO avapéPovy 0molecONmoTe TOAVOLOYOVUEVES OVETIOVUNTES EVEPYELEG
LEC® TOV €6VIKOL CLOTNLATOG AVAPOPAG TTov avaypdeeton oto Hapdptnua V*.

4.9 Ynagpoocolroyio

2VUTTOUOTO

H vrepdocoroyia punopel va mpokarécel coPapn Kot mapatetapévn Ppadvkapdio (BA. mapdypapo
4.8).

Avtipetdmion

H cofapn Bpadvkapdia mpémel va avtipetoniletol countopatikd o eEgldikevpévo tepdiiov. e
nepintoon Ppadvkapdiag pe achevi| apodvvapikn avoyn, Tpémet va eEgtaletat ) xyoprynon
GUUTTOUATIKNG oy®y™g Tov Ba meptiapPdvetl evoopAéfia xopnyodpeva aprokeLTIKd Tpoidvta B-
O€yepong, OTmG 1 16oTPEVOAIVY. Mmopel va epaplocTel TPOGMPIVY] KOPIOKT NAEKTPIKT
Bnuratoddtnon, edv amatteital.

5. ®APMAKOAOI'IKEX IAIOTHTEZ
5.1 D uppoKoOVVONIKEG 1OLOTITES

Ddoppokobepanevtikn katnyopio: kapdiokn Bepaneio, Ghia kapdiokd ckevdopata, Kootkog ATC:
CO1EB17

Mnyovioudc dpdonc

H ivabradine eivar apiyng mopdyovtag peimons g Kapdlokng cuyvoTnTag, Tov dpo. Le EKAEKTIKN Kot
€101K1] OVOGTOAN TOL PEVLATOG [t TOV KAPSLOKOV PrLaTodOTh), TO 0010 EAEYYEL TNV OUTOUOTY
OloTOAKY| EKTOA®OT 6T0 PAEPOKOUPO Kat puOuilel TV Kapdiaxn cuyvotnta. Ot Kapdiokég
emdpdoelg ivar 101KEG Y10 To PAePOKOUPO, Y®PIg ETIOPACT GTOVG YPOVOVLS EVOOKOATIKNG,
KOATIOKOIAL0KNG 1) EVOOKOIMOKNG 0Y®YNG, OVTE GTI GUGTUATIKOTITO TOL LLOKOPSIOV 1] TNV KOIAOKN
EMOVATOAW®OT).

H ivabradine propei erniong vo aAAnAemidpdoet pe to apePAnctpoedikd pedpa i mov potdlel Tod
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LE TO KOPOKO Ir. ZOUUETEYEL GTT] YPOVIKT SLUKPITIKY] IKOVOTNTO TOL OTTIKOD GLUGTIHUOTOC,
nepropifovtag v aueIPANcTpoEdikY omdkpion o€ epebicpata Eviovov potoc. Kdtm amd cuvinkeg
TLPOJdOTNONG (T.Y. ToyElEG LETAPBOAEG TGS PMOTEWVOTNTAG), | LEPIKT OVOGTOAN TOV Ih GO TNV
ivabradine mpokoAiel To pOTEWVA QovOpEVE TOV pmopel vo epeavilovy mepiotaciakd ot acbeveic. Ta
QOTEWE EUIVOUEVO (POTOWIES) TEPTYPAPOVTOL O TAPOIIKT] CVENUEVT] POTEVOTITO GE TEPLOPIGUEVT|
TEPLOYN TOL OTtTIKOV TEdiov (PA. Tapdypapo 4.8).

Dapuokodvvakéc emdpioelc

H x0pla poppoakodvvapukn diotnra g ivabradine otovg avlpmdmovg givar 1) €101k1 6060e50PTMUEV
peimon g kapdiokng cuyvotnrag. H avdivon e peimong e Kapdtakng cuyxvotntog Le 00GELS £mG
20 mg 0V0 POPEG TNV NUEPT VTTOJEIKVVEL i, TAOT) TPOG EUPAVICT] EXTEOV KOPOL (TAUTM), 1) OToia
ouvvdieTal ue Pelmuévo kivovvo coPapnc Bpadvkapdiag katm arnd 40 bmp (BA. Tapdypago 4.8).

Y11c ouvhBelg cuvicTdpeveg 00GELS, 1 LelmoN TNG Kapdlakng cuyvotntag eivat tepimov 10 bmp oe
npepio Kot Kot v doknor. Avtd £xel oav omoTEAECUN T LEIDOT TOV KapdlokoD GopTiov Epyov Kot
NG KOTavAA®Gnc 0&uyovou amd TO HVOKAPSIO.

H ivabradine dgv ennpedletl tnv vOoKapOLOKT 0y®YT, TN CUGTUATIKOTNTO (OTOVGI0 UPVNTIKNAG

woTpdTov OpAcTQ) 1§ TNV KOIAOKTY EXAVATOAWDOT):

—  0€ KMVIKEG NAEKTPOPLGIOAOYIKEG LEAETEC, 1) ivabradine dgev eiye Kopld eTidpaoT GTovg POVOLG
KOATIOKOIAL0KNG 1) EVOOKOIMOKNE oy®yng 1 ota, dopbouéva dwuotmuato QT

— o¢ acbeveic pe dvolettovpyia TG aplotepng Kokiag (kKhaouo eEmOnong aplotepg KotAiog
[LVEF] peta&d 30 kot 45%), 1 ivabradine dev &iye xapud rofepn enidpaon oto LVEF.

KAMviKT omoTeEAECUOTIKOTNTO KOl 0OQAAELD

H avtiotnBayyikn kot avii-ioyaipikn aroteAeopatikdtra g ivabradine pedetnbnke oe mévte dumALg
TVPAEC TVYOOTTOM UEVES LeAéTeg (Tpelg évavtt placebo ko amd pio Evavtt atevoAOANG Kot
aprodumivig). Xtig peréteg autéc svumepMnednkay cuvoAikd 4.111 acBeveic pe ypdvia otabepn
otnOayyM, ek TV omoiwv o1 2.617 éhaPav ivabradine.

H ivabradine 5 mg 600 @popég npepnoing amodelyTNKE AMOTEAEGLOTIKY GTIG TAPAUETPOVS TG
dokaciog Kommong péoa o€ 3 émg 4 efdopddeg aywyns. H amotedespoticdtnra emPefoiddnke pe
ta 7,5 mg 600 popég v Nuépa. Luykekpléva, 1o emnpdcBeto 6@eAog mhve amd o 5 mg d00 POPES
™V NUéPa TEKUNPLOONKE GE EAEYXOUEVT] LEAETN aVOPOPAS EVAVTL ATEVOAOANG: 1 GLVOALKT dldpKeLnL
doxnong Katd v veeon avENdnke mepimov kotd 1 Aemtd petd and Eva pnva ayoyng pe 5 mg 6vo
QopEC TNV NUéPA Kol PeEATIOONKE TEPUITEP® KATA GYEDOV 25 devTepOLenTa LETE OO EMTMAEOV
SloTNUa 3 UNVOV e VITOYPEDTIKY TITAOTOINGN ota 7,5 mg d00 PopéG TNV NUEPA. ZTN LEAETN QVTT),
T AVTIOTN Oy KA Kot ovTi-loyopukd opéAn g ivabradine emiBefarddnkav oe acbeveig niuciog 65
etov kot ave. H arnotedespotikdtnta tov 5 kot tov 7,5 mg d0o eopég v nuépa Nrav otabepn o
OAEG TIC LEAETEG, OGOV 0POPA OTIC TAPAUETPOLS TNG OOKILOGING KOTMONG (GUVOAKT O1apKELL
doKnong, xpPOVOS £0¢ TNV EKONAMON TTEPLOPLOTIKNG oTNO&YYNS, YPOVOS £MG TNV EKONA®OT oTNOAYYNGS
Kot xpOvog Emg v Katdonaot tov dweotnpatog ST kotd 1 mm) kot cuvdédnke pe peiwon kord 70%
nePimTov 1oV T0G0oToV oTNBay KMV Kpicewv. H yoprynon ivabradine d0o @opég tnv nuépa mopeiye
OLOOLOPOT| amoTEAECUATIKOTNTA Katf® 6A0 TO 24®poO.

e pio TOXOOTOMUEVT], EAEYYOLEVT] LLE EIKOVIKO aploo peAétn o meptédafe 889 acbeveig, 1
ivabradine mov yopnynnke oe cuvdvaouod pe atevoroin 50 myg pia popd nuepnoing (0.d) £de1ée
EMTAEOV ATMOTELEGLATIKOTNTA G OAEG TIC TapopléTpous AK 610 KaTdTEPO ONUEID TNG SPACTIKOTNTOG
oV QapudKov (12 dpeg petd tnv amd ToL GTOUATOG XOPTYNoN).

e pio TUYOOTOMUEVT], EAEYYOLEVT] LE EIKOVIKO PApUaKo HEAETN TTov TteplElaPe 725 acbeveig, 1
ivabradine dgv £0e1&e emmpOCHETN AMOTEAEGUATIKOTITA OTAV GUVOVAGTNKE UE AUAOIITIVI OTN PAOT)
VOEONG TNG OPACTIKOTNTOS TOV PapudKkov (12 dpeg petd tn AMyn amd Tov 6TOUATOG), VO avtibeta
katadelydnke emmpocHetn amotelecpatikoTNTo 0T PAon oryung (3-4 dpeg PETA T AW OO TOV
GTOMOTOG).
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e pio TOYOoTOMUEVT], EAEYYOLEVT] LE EIKOVIKO PApLOKO HeAETN Tov epleAduPave 1.277 acbeveig, 1
ivabradine £0€1£€ OTOTIOTIKMG ONUOVTIKY] ETUTPOCHETT ATOTEAEGUOTIKOTITO, MG ATOKPION OTNV Ay®YN
(n omoia opiletar og (o peimon katd tovidyiotov 3 otnlayyiKov enelcodiny avd efdoudda Koy 1
pio ovénon tov xpovov Katd tovAdyiotov 60 s uéyxptl v katdorootn tov dactipatog ST katd 1
mm, otn didpkeln dokipaciog komwong AK) otav cuvovdotnke pe aprodutivn 5 mg pio popd
nuepnoing (0.d.) N vipedurivn GITS 30 mg pia popd nuepnoing (0.d.) otn eacn Veegong TG
dpaoTIKOTNTAG TOV PapudKkov (12 dpeg petd tn Afyn arxd tov otopatoc ¢ ivadbradine) kot yio o
nepiodo aymyng 6 efdonddmv (OR = 1,3, 95% CI [1,0—-1,7]; p=0,012). H ivabradine dev £d€1&e
eMmPOGOETN SPOCTIKOTNTA GE OEVTEPELOVTO KOTAANKTIKA onpeio otig mopapuétpoug AK ot @don
VOEONG TNE OPACTIKOTNTOS TOV PapUaKoL, evd avTtifeta katadelydnke emmpdcodetn
OTTOTELEGULATIKOTNTO 0TN PdoT ayyung (3-4 dpeg LETA TN ANy 0T0 TOL GTOUATOC).

H omoteleopatikotnta g ivabradine diotnpnOnke TAnpog kad’ 6Ao To Tpipnvo 1 TeTpaunvo
dlloTuo aymyng pLetobd Tov HeEleT®@V omotelecpatikdTTag. Agv TopatnpnOnkay evosi&elg
QOPUAKOAOYIKNG VoG (OTTMAELD OTTOTELEGUATIKOTNTOC) KOTA TN SIUPKELD TNG AY®YNG OVTE
eawvopevo, avalomipwong (rebound) koatd v aipvidio dtakonn g ayoyns. H avtiomOoyyim kot
avTI-loyotkn dpdon tng ivabradine cuvoédnke pe 060eEAPTMUEVEG LEUDGELG TNG KOPILOKNG
GLYVOTNTOG KOl GNUAVTIKY LEIMGN TOL YIVOUEVOD GUYVOTNTAG-Tieon (KapdloKT GuYVOTNTA X
GLGTOAIKY apTNPLOKN TTieon) oe npepio kot Katd tnv acknon. Ot endpaoelg oty opTnpLokn mtieon
KOl TNV TEPLPEPIKN OYYELNKT AVTIGTOOT NTOV TOAD HIKPEG Kot Ol KAIVIKA GMUOVTIKEC.

Y& aobeveic mov Ehafav aywyn pe ivabradine yio tovAdyiotov €va £1o¢ (N=713) damiotmOnke 611
dtnpeitar ) peioon ¢ kapdakng cuyvotntag. Agv mapotnpndnke exidpacn oto LETOPOMGUO TNG
YAVKOING 1 TV Amidimv.

H oavtiomBayyikn Kot ovTi-IoY oK aroteAespatikotnto, e ivabradine diatnpnOnke otovg
P tikotg acbeveig (n=457), e TaPOLOL0 TPOPIA AGPAAELNG GUYKPLTIKA LE TO GUVOALKO TANOLGLO.

Muo peydin perétn éxPaong, n BEAUTIFUL, mpaypatomomdnke oe 10.917 acBeveic pe otepaviaio
vdoo kot dushertovpyia g apiotepng Kotkiag (LVEF <40%) oe cuvovaoud pe tn Bértiot Beponeio
vroPadpov kot e to 86,9% TV acbevodv va Aappdvovy B-amoxieictéc. To KOplo ohvheTo KpitpLo
OTTOTEAEGLATIKOTNTOG TAY O KAPOLOYYELOKOG BAVaTOG, voonAeia yio 00 uepaypa Tov puokapdiov 1
voonlela ya véa gpeavion N emdeivoon kopdlokng averdpkelas. H pedétn dev €0ei&e dapopd oto
TOGOGTO TOV TPOTEVOVTOG GVVOETOV TEAKOD onueiov otny opdda tng ivabradine e cOykpion pe v
opdda ov eEAdpPove ikovikd @appoko (oyetikds kivovvog ivabradine: sucoviko eapuako 1,00,
p=0,945). e pio post-hoc vroopdada acbevdvy pe copurTOUaTIK) GTNOAYYN KATE TNV TVYOOTOINGN
(n=1507), dev eEaxp1PdOnke KO0 GO TOL APOPOVSE TNV ACPAAELL OGOV APOPE TOV
Kkapduyyewko Bévato, Tn voonAeio yio 050 Epepaypo TOL HVOKAPSIon 1) TNV KOPOOKT OVETAPKELL
(ivabradine 12.0% £vovtt ecovikod eappdxkov 15.5%, p=0.05).

Mia peyddn perétn éxPaong, n SIGNIFY, mpaypotorombnke oe 19102 acbeveic pe otepaviaio voco
Ko yopic KAvikn ekdniwon kapdaknc averdapkeiog (KEAK > 40%), emmpdcheta tng édTiong
TUTTIKNG oY@y, Xpnoiporomdnke Bepamevtikd oo VYNAOTEPO TNG EYKEKPLUEVNS docoroyiag Yo
™ voco [evapktpio d6on 7,5 mg b.i.d. (5 mg b.i.d, gév nAkio > 75 g1dv) ko tithonoinon émg 10 mg
b.i.d]. To kVp10 6VUVOETO KPITHPLO ATOTELEGUATIKOTNTOG NTAV KAPILOYYELOKOG OAvaTog 1 Un potpaio
EM. H pelétn dev €dei&e dapopd 6T cuyvoTNnTa TOV TPOTEVOVTOG TEAIKOD onpeiov petald tov
opddwv ivabradine kot gicovikol appdkov (oyetikds Kivduvog ivabradine/sicovikd @dappoxo 1,08,
p=0,197). Bpadvkapdia avapépdnke oto 17,9 % towv acbevdv tng opddag ivabradine (2,1% oty
opdda eikovikoh eappdkov). Bepoamapiin, diktaléun 1 ioyvpoic avactoreic tov CYP 3A4 élafe to
7,1% tov acBevdv, KoTd T J1dpKeLD TNG LEAETNG.

[Hopatnpndnke pikpn GTATIOTIKA GNUOVTIKE a0ENGTN TOL TPOTEVOVTOG TEAKOD onpeiov o
npokabopiopévn vo-opudda acbevov pe otnddyyn katnyopiag I katd CCS 1 vynAidtepng KoTd TV
évapén (n=12049) (emowa mocootd 3,4% Evavtt 2,9%, oyetikog kivovvog ivabradine/sicovikd
eappoxo 1,18, p=0,018), akAid Oyt oty vIo-oudda Tov GVVOAKOD TANBVGOD pe GTnOGYYN
kotnyopiag > | kard CCS (n=14286) (oxeticog kivovvog ivabradine/ewovikd dappaxo 1,11, p=0,110).
H vymAdtepn g eykekpiévng 660mg ToL ¥pNCILOTOMONKe 0T LEAETT dEV EPUNVEDEL TANP®G OVTA
TO, EVPTLATOL
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H perétn SHIFT frav pio peydin moivkevipiky, S1e6vig, Tuyaomompévn, SImAd TopAr, Ereyyopevn
EVOVTL EIKOVIKOD PAPUAKOL LEAETT EKPaomg Tov TTpaypatonomOnke oe 6505 eviiikeg acheveic pe
otabepn ypovia Kapdiakn averdpketa. (Yo > 4 gfdopddec), katnyopiog I émg IV xatd NYHA, pe
pelwpévo khaopa eEmbnong apiotepnc koiag (KEAK < 35%) kot kopdiokn cuyvotnto o€ npepio
>70 bpm.

Ot acBeveic AapuPavoy Tumikn aywyn mov tepteldupave B-amoxielotéc (89%), avaotoieig tov MEA
n/xo avtayoviotég ayysotactvng I (91%), dtovpntikd (83%) kon mapdyovteg avil-0Ad0GTEPOVNG
(60%). Znv opdoda ivabradine, to 67% twv acBevav AapPave 7,5 mg 0o popég tnv nuépa. H péon
didpkela mapakorovOnong Nrav 22,9 uivec. H ayoyn ue ivabradine cuvdédnke pe uéon peioon mg
Kapdlakng cuyvotntog katd 15 bpm oe oyxéon ue v apykn Tun tov 80 bpm. H dwapopd g
Kapdlakng ouyvotntog ueta&d Tmv dvo opddmy ivabradine kot sikovikod gapudkov ftov 10.8 bpm
ot1g 28 nuépeg, 9.1 bpm otovg 12 pnveg kot 8.3 bpm otovg 24 unveg

H perétn anédeiée KMviKd Kol 6TATIGTIKG GNUAVTIKT UEIDOT TOV GYETIKOD Kivdvvou katd 18% oto
TOGOGTO TOL TPMTEVOVTOG GVUVOETOV TEAIKOD ONUEIOV Kapdlayyelkng Ovnoudtnrog kot voonAeiog
MOYo emdsvobeicog kapdlakng avemdpkelag (oyetikde kivovvog: 0.82, 95%CI [0.75; 0.90] —
p<0.0001) gupovh puéco og 3 unqveg omd v Evapén g aywyns. H peioon tov amdAvtov Kivdivou
nrav 4,2%. Tao amoteléopata TOV TPOTEVOVTOC TEAMKOD oM Ueion KaBodyobvtal Kupime omd To TEMKA
onueio. mov a@EopolY TNV KOPOIOKY OVETAPKELR, Vooniein Ady®m emdevmbeicog KopdKNG
avendpkelog, (amoAVTOg Kivouvoe Helouévog kot 4,7%) kot 0dvatol Adym KoPOOKNG OVETAPKELNS
(amdAvTog Kivduvoc petmpévog katd 1,1%).

BepamevTikn dpdon oto TPOTEHOV GUVOETO TEAIKO GTUELD, TO EXUEPOVS OTUEIN TOV KO TO.
dguTepeboVTa, TEAKA onpeio

Ivabradine Placebo Zyetiko¢ kivovvog | Twun p
(N=3241) (N=3264) [95% CI]
n (%) n (%)

Ipwtevov cOvOeTo TeEMKO onueio | 793 (24.47) 937 (28.71) 0.82[0.75; 0.90] | <0.0001

Empépovg onpeia tov odvBetov
TEAMKOV ompeiov:

- Kapdioyyetokog 0avatog 449 (13.85) 491 (15.04) 0.91 [0.80; 1.03] 0.128
- Noonigia Moyo emdevmbeicog 514 (15.86) 672 (20.59) 0.74 [0.66; 0.83] | <0.0001
KA

Ao devtepevovTa TEAMKE

onueia:

- ®d4vartog kKabe artioroyiog 503 (15.52) 552 (16.91) 0.90 [0.80; 1.02] 0.092
- @dvorog Moym KA 113 (3.49) 151 (4.63) 0.74 [0.58;0.94] 0.014
- Nooneia kéOe outioloyiog 1231 (37.98) 1356 (41.54) 0.89 [0.82;0.96] 0.003
- Noongia k/a artiohoyiog 977 (30.15) 1122 (34.38) | 0.85[0.78;0.92] | 0.0002

H pelwon tov mpmtedovrog telikod onpeiov mapatnpodviay otabepd aveidaptnta amd eOAO,
katnyopia NYHA, Kopdloky] avemTapKeLn IGYOLUKNG 1] U1 IOYXOUIKNG OTIOAOYI0G KOl TPOT)YOVLEVO
16TOpIKO S10PNTN 1 VIEPTAONG.

Yty vro-opddo acBevav pe KX > 75 bpm (n=4150), mapatnpnidnke peyavtepn peimon oto
TPOTEVOV 6VVOETO TEMKO onueio TG TdENG Tov 24 % (oyeTkog kivovvog: 0.76, 95%CI [0.68;0.85] —
p<0.0001) ka1 yio tae AL devtepevovta TEMKA onpeia, ocvumeptiopfavopévov tov Hovdatov kade
artoroyiog (oyetikog kivovvoc: 0.83, 95%CI [0.72;0.96] — p=0.0109) ka1 Tov kapdioyyelokon
Bavatov (oyetikog kivovvog: 0.83, 95%CI [0.71;0.97] — p=0.0166). e avth v vIo-0UAd0. acBeVhV,
T0 TTPOQik acpaAelag tng ivabradine givail cOpE®OVO pE TO 0VTIoTOLO 6T0 GUVOAMKO TANOVGUO.

Mia onpovtikn enidpoon mapotnpnnke 1o Tpmtevov cuvheTo TeEAKO GNEEI0 GTO GOVOAOD TNG
opadog tv acbevav mov Adupovay aywyn pe B-amokielotr (oyetikog kivovvog: 0.85, 95%Cl
[0.76;0.94]). v vro-opdda tv acbevadv pe KT > 75 bpm kot pe suvietdpevn §66n-6toHx0 0V B-
OTOKAEIGTY], OEV TOPUTNPNONKE OTATIOTIKA GNUAVTIKO OPEAOC GTO TPOTEVOV GUVOETO TEMKO omnpeio
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(oyeTcog xivovvog: 0.97, 95%CI [0.74;1.28]) kot g dAlo devtepevovta TeMKE onueia,
oLUTEPTAOUPOVOUEVOVY TNG VOoTAEl0G AOY® EMOEIVOONG TNG KAPILOKNG OVETAPKELNS (CYETIKOC
kivévvog: 0.79, 95% CI [0.56;1.10]) /| Bavdrtov amd kapdiakr avendpkelo (oyetikog kivovvog: 0.69,
95% CI [0.31;1.53]).

Inuemdnke onuavtikn Pektioon g katnyopiog NYHA oty tehevtaio katoypa@opevn Ty,
Bertiwbnkov 887 (28%) acbeveic pe ivabradine évavtt 776 (24%) acbeviv e EIKOVIKO QAPLOKO
(p=0.001).

g 10, TOYOIOTOMUEVT] EAEYXOUEVT EVOVTL EIKOVIKOV Qapudikov pekétn 97 acbevov, To ctotyesio mov
SLAAEYOMNKAY KOTA TIG E1O0KES 0QOUALOAOYIKEG EEETAGELS, LLE GTOYO TNV TEKUNPIMON TNG AgtTovpyiog
TOV CLGTNUATOV KOVIOV Kot pafdimv Kot Tng aviodeog 0TTIKNG 000V (ONA.
NAEKTPOOUPIPANOTPOEISOYPAPN IO, CTOTIKE KOl KIVITIKG OTTTIKG, TEdia, £yYpoUn OpaGT), OTTTIKN
o&vmta), og acbeveic mov AauPavav, yia 3 ypdvia, Papmpadivn, Aoym xpoviag otabepng otnddyyne,
dev £de1&av To&kdTNTa TOL AUEPANGTPOEIBOVC.

Hodrazpucdc TAnOvopudc

Mia, ToYooTOMUEVT SUTAG TUPAT, EAEYXOUEVT] EVAVTL EIKOVIKOD QAPUAKOL UEAETT] TPOYUOTOTOM ONKE
oe 116 naudratpikode aobeveic (17 niixiag [6-12 [unvav, 36 nhikiog [1-3 [etodv ko 63 niiog [3-18 [
etdv) pe XKA kat dratotikn pookapdionddeia (A.M.) emmdéov g BEATIoTC Pacikng aymyng. 74
éhaPav ivabradine (oxéon 2:1). H apywr d6on firav 0,02 mg/kg bid otnv nlkiokn vroopdda [6-12 [
unvav, 0,05 mg/kg bid otnv nhkiokn vroopdda [1-3 [etdv kor oty nAkiakn vrooudda [3-18 [etdv
gpdoov <40 kg, kot 2,5 mg bid oty nAkiaxn vrooudda [3-18 [etdv ko epdoov > 40 kg. H d6om
TPoGoproloTay avaloyo pe Ty aviomdkpion otn Oepomeio ko o1 péyioteg d6ceig nrav 0,2 mg/kg
bid, 0,3 mg/kg bid kou 15 mg bid avtictoua. Xtn pehétn avtn, n ivabradine yopnynmbnke and tov
oTOLOTOG GE VYPN LOPPT 1} G€ O10Ki0, dVO Qopég TNV Nuépa. H amovsio @apuakoKivnTIKNG S1opopdic
UETOED TV 0VO POPLOKOTEXVIKDV LLOPPDV EIYE ATOOEYTEL GE LU0 AVOLKTI] TUYOLOTOILLEVT SO
TEPLOOMV OOGTAVPOVUEVT] LEAETN, oE 24 eviAikeC vylelg eBelovTéc.

Mua, peiwon 20% ¢ Kapdiakng cuyvotntog, Yopis Bpadvkapdia, exetedydn oto 69,9% twv acbevov
otV ouddo tng ivabradine évavtt 12,2% otnv opdda 1ov £1kovikoD @apudkov otny mepiodo g
Tithomoinong and 2 émg 8 efdouddeg (Adyog mbavottwv: E = 17,24, 95% CI [5,91 ; 50,30]).

Ot péoeg docoroyieg tng ivabradine mov enétpeyav pa peiwon tov K 20%, tov 0,13 + 0,04 mg/kg
bid, 0,10 + 0,04 mg/kg bid kot 4,1 + 2,2 mg bid otig nAkakéc vroopddeg [1-3 [etdv, [3-18 [etdv Kot
<40 kg xau [3-18 [etdv ko > 40 kg, avtiotouya.

H péon tyn tov KEAK avénbnke amd 31,8% éwg 45,3% oto ufva 12 otnv opdda ivabradine, évavtt
35,4% émg 42,3% oty opada eKovikoy apprdakov. Yanipée pio fedtioon oty katdtan Kot
NYHA oto 37,7% tov acbevdv pe ivabradine évavtt 25,0% oty opdda pe to gikovikd gappoko. Ot
BeAtidoels avTég dev NTAV GTATIOTIKA CTLOVTIKES.

To mpoeik aceaielng oTn d8PKELD EVOG £TOVS, TTOV TOPOLOLO LE OVTO TOV TEPLYPAPETOL YLl EVIAIKES
aocBeveic pe XKA.

Ot pakponpdbeopeg emdpaoelg tng ivabradine oty avamtuén, spnPeio kot yevikd otnv e£€MEn
KoBdg ko M pokporpddeoun enidpoaon g Oeponeiog pe ivabradine otny modikn nAkio yio tn
peimon g Kapdloyyelokng voonpotntog kat Bvnoyotnrag dgv €xovv pehetndet.

O Evponaikog Opyaviopdc Pappdxov €xet ddoet amorlayn amd Ty vnoypEwon VToPoAnG Tmv
anoTELEoUATOV TV peret®V pe v ivabradine og Oleg Tig VITOKUTNYOPIES TOV TASIATPIKOD
mAnBucpov yo ) Bepaneio tng otNBAYYNG Kol TNG OTEPAVINING VOGOU.

O Evponaikog Opyaviopds Pappdxov Exet ddoel amoilayn amd Ty vroypEwon VToPoAng Tmv
anoTeElecUdTOV TV peletdv pe tny ivabradine og moudid nhikiag and 0 £mg KaT® omd 6 pnvdv Yo, ™)
Oepameio TG YPOVING KOPIOKNG OVETAPKELNS.
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5.2 D opPOKOKIVITIKEG 1OLOTITES

Kdéto and puoioloyikég cuvOnkeg, 1 ivabradine amodecuevetal Tayéme omd To dlokio Kot ivot
Wwitepa voatodiaivt (>10 mg/ml). H ivabradine gival S-gvavtiopepéc yopig va. Exetl omoderybel
Bropetatponn in vivo. To N-amouebviimpévo mapdywyo g ivabradine £yl tantomombel wg o kbplog
evepyoc petoPolritng oe avlpmmoug.

Anoppoonon kot frodrobecydTnro

H ivabradine amoppo@drol Tayémg kot oXed0V €€ OAOKANPOV UETE TNV OO TOL GTOUATOC YOPNYNON,
LLE TO AVATEPQ EMIMESN GTO TAAGUE VO EMLTLYYAVOVTOL pEca 6€ 1 dpa, KaT® arnd cuvOnkeg vnoteiog.
H amolvtn Brodiabeciudtnto TV eTKaADUUEVOVY pe AemTd Vuévio diokimv eivar tepimov 40%, Adyw®
TOV QAIVOUEVOL TTPMTNG 01080V GTA EVTEPQ, KOL TO NTTOP.

H tpon xabvotepei v amoppdenon kotd 1 dpa mepimov kat avéavel tnv £kbeom 610 TAAGHO KoTd
20 £w¢ 30%. Zvvietdrol n ANy Tov J10KI0VL KOTA TN S1UPKELN TOV YEVUATOVY Y10l VO, LEIDVETOL 1|
OTOUIKT] OLOKDUOVGT) ¢ TTPOog TNV ékBeon (BA. mapdypapo 4.2).

Koatavoun

H ivabradine cuvdéeton kKotd 70% mepinov e T1g TPOTEIVEG TOL TAGGUATOG KOl 0 OYKOG KOTAVOUNG OE
otabepn| katdortaon eivat oxeddv 100 1 o acbeveic. H uéylotn cuykévipmon 6to TAAGHO HeTd amd
YPOVIOL YOPNYNON THG GVVIGTOWEVNG 800TS TV 5 mg dVvo Popéc v nuépa givar 22 ng/ml (CV=29%).
H péon ovykévipoon oto nAdopa eivar 10 ng/ml (CV=38%) oe otabepn katdotaot.

Biopetatponn

H ivabradine petopolriletar oe peydro fabud oto nmop Kot 1o Eviepo |e 0Eeidwon HEcwm Tov
kutoypmpatog P450 3A4 (CYP3A4) povo. O kbplog dpactikd petaforitng ivor to N-
aropefvMmpévo mapdaywyo (S 18982) ue éxbeon mepinov 40% 1tng avtiotoyns tov unTptkov popiov.
O petafoiioudg owtov Tov dpactikov petaforitn epuniékel emiong to CYP3A4. H ivabradine
apovotdlel yaunin ocvyyévewn pe to CYP3A4, dev detyvel onpeio KAVIKA ONULOVTIKNG ETOYOYNS T
avaotoing tov CYP3A4, cuvenmg Bempeitor aniBovo va petafdiiet 1o petafoAiopuod 1 tig
GUYKEVTPMGELS 6T0 TAAGHA TV vtootpoudtav Tov CYP3A4. Avtifeta, 1oyvpol avacTtoreic N
emayoyeig pmopel va emnpedlovy CNUAVTIKA TIC GLYKEVIPMGELS TG ivabradine oto mAdopa (BA.
Tapaypago 4.5).

Amopdkpuvon

H ivabradine amopaxpiverar pe kOpro numepiodo Long 2 wpav (70-75% g AUC) oto mAdopa kot
anotelecpatikn nuurepiodo {ong 11 ompov. H cuvorkn kdbapon ivar mepimov 400 ml/min kot
veppikn kaBapon elvar mepimov 70 ml/min. H anékkpion tov petafoirtdv yivetar amd to KOTpava
Kot o ovpa o€ mapdpoa Ektaoct). [epimov to 4% g amd Tov 6TéHATOC dOONG amekKpiveTon
apeTdfinto ota ovpa.

T'poppucdTnTo/Un YypouukoTnTo

H xwnrue g ivabradine givan ypoppkn ya éva edpog 86omg amd tov otopatog peta&d 0,5 o
24 mg.

Ewwoi tAnbvopuoi

Himawuévor
Agv &yovv mapatnpnOel papparxokvnTikég dtapopég (AUC kot Cmax) petadd nlikiopévav (> 65
€TMV) N VIEPNAiK@V aclevav (> 75 eT@v) Kot Tov cuVoALkoD TANOVGHOD (BA. Tapdypapo 4.2).
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Negpixn dazopoyn

Ot emimtdoelg g vePpikng dtatopayng (kabapon kpeatvivng and 15 £mg 60 ml/min) ot
QopuokokvnTiKn g ivabradine givol eAdylotec, oe oyEon UeE TN WKPT GVUPOAN TNE VEPPIKNG
kd0apong (repimov 20%) 6N cuVolKn amopdkpvvoT TG0 TG ivabradine 660 Kol TOV KOPIOV
petafoiitn g S18982 (PA. mapdypago 4.2).

Hrotikn avendpreio

Y& acbeveic pe Mo nratiky avendpkelo (Babuoroyio Child-Pugh éwog 7), n adéopevtn AUC g
ivabradine ka1 0 k0p1og dpacTikdg petaforitng Nrav mepinov 20% vymAdtepa omd OTL GE ATOUA, LE
QLO10A0YIKN NToTIkn Acttovpyia. To otoyeia ivar avemapkn yio va e€ayfovv cupmepaouato, oe
acleveic pe pétplo nmatikn avemdpkelo. Agv vIdpyovv otolyEin Yo acOeveic pe cofapn Nratiky
avendpkelo (PA. Tapaypdpovg 4.2 kot 4.3).

Houdapirog ninBoouog

To eapuaxokvntikd Tpopid tng ivabradine oe modiatpicog acbeveic pe ypdvia Kapdiokr
avendpkelo NAKiog amd 6 unvav éog Kot and 18 etd@v, sivol TopdUoLo [E T QUPUOKOKIVITIKA
OV TIEPLYPAPETAL Y10, TOVG EVIAIKES, TV £QopuoleTal oynua TItAomoinong faciouévo otnv
nAkia ko oto Bapoc.

Tyéon eapuakokwnTiknc/eapuokoduvautkie (PK/PA)

H avéivon e oyéong DK/DA £0ei&e 611 1 Kapdlokn cLYVOTNTO LEIDVETOL GYEOOV YPOLUIKA LE TNV
avénon tev cvykevipo®cewy ivabradine kot S18982 610 mAdopa yio dooelg £mg 15-20 mg dvo popég
TV NUEPO. Xe VYNAOTEPES OOGELS, 1 UEIMON TNE KAPILOKNG GLYVOTNTAG OEV Eval TAEOV AVAAOYT LE
TIG CLYKEVTPOGELG ivabradine 610 TAAGHO KoL TEIVEL TPOG €val eMinEdO KOPOL (TAAT®). YymAéc
ekbéoelg og ivabradine, Tov umopovv vo gpeavicfodv 6tav 1 ivabradine yopnysitol oe cuvovaoud pe
woyvpovg avaotoieic Ttov CYP3 A4, unopel va Tpokarésovy vrepPoAtkn peimon e Kapdlokng
ovuyvotnTag, mop’ OTL 0 Kivouvog avtdg etvar LELWUEVOG e TOVG LETPLovg avactoleic CYP3A4 (BA.
napaypaeovg 4.3, 4.4 kat 4.5). H oyéon OK/DPA 1t ivabradine o maidiorpicong acOeveic pe ypovia
KapOOKT OVETAPKELD NAKING amd 6 unvav g kdtm and 18 etdv, eivar mapdpota pe T oyéon
DK/DA mov TeptypaQETOL Y10, TOVG EVAAIKES.

5.3 Ipoxiviké dedopéva Yo TNV a6PaAieLo.

Mn Khvikd dedopéva dev amokaAdTTovV W1aitepo Kivduvo yia Tov dvBpwmo pe Baon cvpPaticég
LEAETES PAPLLAKOAOYIKYG AGPAAELNS, TOEIKOTNTAS ETAVOLAULPAVOILEVIC BOOT|G, YEVOTOEIKOTNTAG,
KOPKIVOYEVESNG. MEAETES TOEIKOTNTAG GTNV AVATOPAY®YIKN tKavotnta dev &dei&av enidpaon tng
ivabradine 61 yovidTNTA APGEVIKMOV Kot BNAVK®V apovpaimv.

Orav yopnyndnke ayoyn o6& KLoPopoHvTa TEPARATOLMO KATA TNV OPYOVOYEVEST|, GE EKOEGELS
mAnoiov Tov Bepamevtik®v d0cemV, Tapatnpnnke vYNAOTEPN cLYVOTNTA ELPAVIONG EUPPO®V pE
KapdlokeS PAGPeG oTOV apovpaio Kot pikpog aptBpdc epuPfpimv e AMmodakTudior GTOV KOVIKAO.

e 6KOAOVG, 6TOLG 0moiovg yopnynOnke ivabradine (d6ceig Twv 2, 7 1| 24 mg/kg/muépa) yia Eva ypodvo,
wopaTnpHONKay avaoTpEyleg LeTABOAES TG AUPIPANGTPOEISIKNG AetToVpYiag, dALd eV GLUVIEDT KAV
pe omotadnmote PAAPN TV 0pBoAipikdY dopmv. Ta dedopéva avtd lvar GOPP®VO e TN
eappokoroykn dpdon g ivabradine, 1 omoia oyetiletal pe TV ocAANAETIOpAGT] TNG LE TO
EVEPYOTOLOVLEVA KOATE TNV VIEPTOAMOT] AUPIPANCTPOEdIKA pedATA [h, TO OO0 TOPOVGIALOVY
EKTETAUEVEG OLOLOTNTEG LE TO PEVUA [t TOL KAPOLOKOL PratodoTn.

AMAEG LOKPOYPOVIES LEAETEG EMOVAAAUPOVOLEVIG OOOTC KOl KAPKIVOYEVEST|G OEV QTOKAALY OV
KAVIKGA ONUOVTIKEG PETAPOAES.

A&oldynon mepBorlovtikov kvduvou (ERA)

H a&oidynon mepiBorioviikod kivdvuvov tng ivabradine mpaypotomombnke coppova Ue TIg
EVPOTOIKES KaTeLOVVTNPLEG 00MYieg Yo TV ERA.

O ekPaocelg avtov Tov alodoynoewy vrootnpilovy ™V anovcio TEPPAALOVTIIKOD KIVODVOL TNg
ivabradine ko 1 ivabradine dev amotedel ametin yio 1o TepPaAiov.
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6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Katdroyog ekdoymv

ITvprvoc Tov d1oKiov

Aoxtoln povotidpiky

Mayvioio oteotikéd (E 470 B)

Apvio apapocitov

Motode&pivn

[Muprriov 610&€id10 kKoAoeWéG (E 551)

EnmucdAvyn Aertod vugviov

Yrpoueiroln (E 464)

Trraviov do&eido (E171)

[MoAvaBvrevoylvkoin 6000

IMwkepoin (E 422)

Mayvioio oteotikéd (E 470 B)

Z1dMpov o&gidio kitpvo (E 172)

Z16Mpov o&eidio epvbpod (E 172)

6.2 AcvpfatoTnTeg

Agv gpappdletat.

6.3 Awapxera, Lonfg

3 xpoVia.

6.4 Idwitepec mpoPLAGEELS KATA TNV QVAGEN TOV TTPOIGVTOC
Agv vdpyovv e1dkég 0dnyleg dlaTrpnong yuo To Tpoioy ato.
6.5 D61 KO GUGTOUTIKA TOV TEPLEKTT

Onxeg (blister) PVC/alovpviov GUoKELAGHEVES GE YAPTIVAL KOVTIEL.

Mey£n cvokevaoiog

Hpepoloyuokéc cuokevacieg mov mepiéyovv 14, 28, 56, 84, 98, 100 1} 112 emkaivppéva pe Aento
vpévio dokia.

Mmnopei va, pnv KOKAOQOPOLV OAEG Ol GUGKEVAGTEC.

6.6 Idwitepec mpo@uvrdcers amdppryng

Kd&0e aypnoyomointo gopuokeutikd mpoiodv 1 VIOAELUO TPETEL VAL ATOPPITTETOL GOUPDVO LLE TIG
KOTO TOTOVS 1GYVOVGEG GYETIKEG SIUTAEELS.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

ANPHARM Przedsigbiorstwo Farmaceutyczne S.A.

ul. Annopol 6B
03-236 Warszawa
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IToAwvia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

Ivabradine Anpharm 5 mg smikalvppéva pe Aertd vuévio diokio

EU/1/15/1041/001-007

Ivabradine Anpharm 7,5 mg emikaivupévo pe Aemntd vuévio diokio.

EU/1/15/1041/008-014

9. HMEPOMHNIA IMNPQTHX EI'KPIXHYX / ANANEQYXHY THX AAEIAX
Huepounvia mpatg éykpiong: 08 ZenteuPpiov 2015

Huepounvia tekevtaiog avavémong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AgmTopepn TANPOPOPLOKE GTOLYEI Y10, TO TPOTOV givar dlabéciua oty 16T0cEAId0. Tov Evpmmaikod
Opyavicpod ®appdkov http://www.ema.europa.eu

19



A.

ITAPAPTHMA 11

MAPAXKEYAXTHX (EX) YIIEYOYNOZX(OI) T'TA THN
AIIOAEXEMEYXH TQN ITAPTIAQN

OPOI H HEPIOPIZEMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI ATAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®PAAH

KAI AIOTEAEEMATIKH XPHXH TOY
®APMAKEYTIKOY ITPOIONTOX
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A. MAPAXKEYAXTHX (EX) YIIEYOYNOZXZ(OI) I'lA THN AITIOAEEMEYXZH TQN
IMAPTIAQN

Enovopia kot d1e06vvon TV TapaoKeuasT®dV Tov sival brtevfuvor yio TV arodECUEVCT] TV
TOPTIO®Y

Les Laboratoires Servier Industrie, 905, route de Saran - 45520 Gidy, I'aAAio

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

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

370 £VTLTTO VALO 00N YLDV YPNCEMS TOV PAPUOKEVTIKOD TPOIOVTOC TPEMEL VAL OVAYPAPETOL TO OVOULO
Kot 1 d1e00VVET TOL TAPACKELOGTN TOL Elval LITEVOVVOC Y10 TNV ATOSEGUELGN TN GYETIKNG TOPTIONG.

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

DoppoKkevTIKd TPOIOV Y10 TO OTOI0 AMOTEITAL LTPIKT GLVTAYT).

I. AAAOI OPOI KAI ATAITHXZEIX THX AAEIAYX KYKAO®OPIAX

o  Exk0iosig meprodikng mapokorovOneng s acedlrerog (PSURS)
Ot anaitnoelg yio. v vofoAir; PSURS yia 1o v Ady® goppakentikd mpoiov opilovior otov KatdAoyo
Le Tic nuepounvieg avagopds e Evoong (katdioyog EURD) mov mapatifetor oty mapdypapo 7,
Tov apBpov 107y, g 0dnyiag 2001/83/EK kot kGO emaxoAovONG enkapomoinong 6mms
ONUOGIEVETAL GTNV EVPOTAIKT SIKTVOKN TOAT] Y10l TO PAPLOKAL..

A. OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEEMATIKH
XPHXIH TOY ®APMAKEYTIKOY ITPOIONTOX

o Xyédro Awyeipiong Kiwvovvoo (XAK)
O Karoyog Adeiog Kvukhopopiag (KAK) 0o die€dyet Tic omaitovpeveg dpaoctnplotnieg Kot
TapeUPACELS PAPULAKOETAYPOTVIONSOTOS Tapovstalovial 6To cupupovndéy XAK mov mapovcialetan
omv Evomra 1.8.2. g Adswg Kuxhoeopiog kot omoleconmote emakOlovbec eykekpluéveg
avabempnoelg tov ZAK.

"Eva emucoporomuévo ZAK Ba mpénet va kotottedet:

. Metd anod aitnuo tov Evponaikod Opyavicuot Oapudkmv

. Onotednmote TPOMOMOLEITAL TO GUGTNHA dLXEIPIONG KIVOUVOV, E0IKH (OC OMOTELEGHO ANYNG
VEOV  TANPOPOPIOV TOL UTOPOLV VO, EMPEPOVY  ONUOVTIKY]  UETAPOA TNnG oOYEONG
0PEAOVG/KIVOUVOL 1  ®G ONOTEAECUE TNG  Emitevéng &vOg  ONUOVTIIKOU  OPOCTLOV
(poppokoeraypdITVNON 1 EAOYLOTOTOINGT KIVODVOD).
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ITAPAPTHMA IIT

EIIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIITIXHMANXH
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ivabradine Anpharm 5 mg emkoloppéva pe Aemtd vuévio diokio
ivabradine

[ 2. LYNGOEXH XE APAXTIKH(EX) OYZIA(EX)

Ké0Be emcoloppévo pe Aemtd vpévio diokio mepiéyet 5 mg ivabradine (wg hydrochloride)

| 3. KATAAOI'OX EKAOXQN

[epiéyel Aoktoln povobidpikm.
AWPAcTE TO PUALO 0ONYIDV Y10 TEPIGCOTEPEC TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14 emucodvppéva pe Aemtd VEVIO StoKia

[28 emkaAivpupéva pe Aemto LUEVIO dloKio
[56 emkaAivpupéva pe Aemto LUEVIO dloKio
[84 emkaivupéva pe Aemto vUEVIO dloKio
[
[

98 emcolvpupéva pe AETTO VUEVIO O1GKIOL
100 emkaAvppéva e Aemto vUEVIO d1oKin]
[112 emolvppéva pe Aemtd vpévio diokia]

| S. TPOIIOX KAI OAOX(OI) XOPHI'HEHX

AwPacte 10 @OALO 0INYIOV TPV amd TN YOPTYNON.
Amd oTOHATOG XPNION).

6. EJAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIATA

Na pvAdooetal o€ Béon v onoio dev PAEmoLV Kot dev Tpoceyyilovv Ta Tod1d.

| 7. AAAH(EY) EIAIKH(EX) ITPOEIAONIOIHXH(EIYX), EAN EINAI AITAPAITHTH(EX)
| 8. HMEPOMHNIA AHEHX
AHEH

| 9. EJAIKEX XYNOHKEX ®OYAAEHX
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10. IAIAITEPEX TIPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY NIPOEPXONTAI ATIO AYTA, E@OXON AITIAITEITAI

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

ANPHARM Przedsiebiorstwo Farmaceutyczne S.A.
ul. Annopol 6B

03-236 Warszawa

[oAwvia

12. APIOMOZXZ(OI) AAEIAY KYKAO®QOPIAX

EU/1/15/1041/001

[EU/1/15/1041/002]
[EU/1/15/1041/003]
[EU/1/15/1041/004]
[EU/1/15/1041/005]
[EU/1/15/1041/006]
[EU/1/15/1041/007]

13. APIOMOZX ITAPTIAAX

[Toptida

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

| 15. OAHT'TIEX XPHXHX

‘ 16. IHTAHPO®OPIEX XE BRAILLE

Ivabradine Anpharm 5 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOXZ TPAMMQTOX
KQAIKAZX (2D)

Awed1d0TaTog YPoUR®mTOg Kddkag (2D) mov pépel Tov TEPIAN@OEVTO LOVSIKO OvayVmPLoTIKO
KOOWKO.

18. MONAAIKOX ANAI'NQPIZETIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX IOY HPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYINOY BLISTER 'H XTIX TAINIEX

BLISTER

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Ivabradine Anpharm 5 mg emkoloppuéva pe Aemtd vuévio dtokio
ivabradine

| 2. ONOMA TOY KATOXO0Y THX AAEIAY KYKAO®OPIAX

ANPHARM Przedsigbiorstwo Farmaceutyczne S.A.

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOZ ITAPTIAAY

Lot

S. AAAA XTOIXETA

Agv.
Tpu

Tert.

Iep.
ITap.
Zap.
Kwvp.
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ivabradine Anpharm 7,5 mg emkaivpupéva pe Aemtd vuévio diokio
ivabradine

[ 2. LYNGOEXH XE APAXTIKH(EX) OYZIA(EY)

KéBe emcoloppévo pe Aemtd vpévio diokio mepiéyet 7,5 mg ivabradine (og hydrochloride)

| 3. KATAAOI'OX EKAOXQN

[epiéyel Aoktoln povoiidpixm.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENQO

14 emucodvppéva pe Aemtd vEVio dtokio
[28 emkaivpupéva pe Aemto vuévio diokia]
[56 emkaivpupéva pe Aemto vuéEVio diokia]
[84 emkaAvpupévo pe Aemtd vuévio diokio]
[98 emkaivpupéva pe Aemto vUEVIO d1oKia]
[100 emucolvppévo pe Aemtd vévio d1okio]
[112 emucoloppéva pe Aemtd vpévio dlokio]

| S. TPOIIOX KAI OAOX(OI) XOPHI'HEHX

AwPacte 10 @UALO 0INYLOV TPV amd T XOPTYNON.
Amd otdpaTOG XPNON.

6. EJAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na puAdcoetal o€ Béomn v omoia dev AETOLV Kot dgv mTpoceyyilovv Ta ToddL.

| 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIYX), EAN EINAI ATTAPAITHTH(EX)
| 8. HMEPOMHNIA AHEHX
AHEH

| 9. EJAIKEX XYNOHKEX ®YAAEHX
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10. IAIAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHXIMOIIOIHOENTON ®APMAKEYTIKQN ITPOIONTOQN 'H TQN
YIHOAEIMMATON ITOY NPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAT AIEYOGYNXZH TOY KATOXOY THX AAEIAY KYKAO®QOPIAX

ANPHARM Przedsigbiorstwo Farmaceutyczne S.A.
ul. Annopol 6B

03-236 Warszawa

[MoAwvia

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/15/1041/008
EU/1/15/1041/009
EU/1/15/1041/010
EU/1/15/1041/011
EU/1/15/1041/012
EU/1/15/1041/013
EU/1/15/1041/014

13. APIOMOX ITAPTIAAX

[Toptida

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

| 15. OAHT'TIEX XPHXHX

‘ 16. IHIAHPO®OPIEX XE BRAILLE

Ivabradine Anpharm 7.5 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A168100T0T0G YPapuU®TOS KddKas (2D) mov pépet Tov meptAn@Oivta HovadiKd avayvopioTiko
KOOWKO.

18. MONAAIKOX ANAI'NQPIZETIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [1OY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIHNOY BLISTER'H XTIX TAINIEX

BLISTER

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Ivabradine Anpharm 7,5 mg emikoloppéva e Aemtd vpévio diokia.
ivabradine

| 2. ONOMA TOY KATOXO0Y THX AAEIAY KYKAO®QPIAX

ANPHARM Przedsiebiorstwo Farmaceutyczne S.A.

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOZ ITAPTIAAY

Lot

S. AAAA XTOIXETIA

Agv.
Tpu

Tert.

Iep.
ITap.
Zaf.
Kwvp.
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B. ®YAAO OAHT'TQN XPHXHX
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DVYiro oonYLOV ypnone: IIAnpoopiss yro Tov aoOevi

lvabradine Anpharm 5 mg smkaloppéve pe Aemtod vpuévio diokia,
lvabradine Anpharm 7,5 mg smukaioppévo, pe Aewté vpévio diokia
ivabradine

A PacTe TPOCEKTIKA OLOKANPO TO PVLAO 00N VIOV YP1ONG TPV OPYIGETE VO TAIPVETE GVTO TO

PapnoKo, O10TL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10, GOG.

- DdvraEte avTd TO EUALO 00MYIBY YpNoNG. Towg ypelootel va to duPacete Eavd.

- Edv éxete mepartépm amopieg, pOTAGTE TOV YIOTPO 1] TOV QUPHOKOTOLO GOGC.

- H cvvtayn y1 avto to eappako yopnynnke amokAelotikd yio 6og. Aev Tpénel va SOCETE TO
QAapuUaKo 6€ GALOVC. Mmopel vo Tovg Tpokahésel PAGPN, aKoOua Kot OTAY To, GNUELR TNG
ac0éveldg Toug eivat 1010 pe o, O1Kd Gag,

- Edv mopatnprioete Kamolo avemBOunT eVEPYELX, EVILEPMDGTE TOV YIOTPO, 1 TO QPUPLOKOTOLO
c0G. Avtd 1oyvet kat yio, kaOe mhovn avemBOUNTN EVEPYELN TOV OEV OVAPEPETAL OTO POV
@OAAO 0OMYIDV ¥pNoNG PA. mapdypoo 4.

T epréyeL 1o mapov @OAAO 00N YLOV:

Tt eivon To Ivabradine Anpharm kot wowa givat 1 yprion tov
T npénet va yvopilete npv mhpete To Ivabradine Anpharm
Ia¢ va. mwapete To Ivabradine Anpharm

[MBavég avemBdunteg evépyeteg

Ia¢ va purdocoete to Ivabradine Anpharm

[Tepieyoueva ¢ cuokevaciag Kol AOUTEG TANpoPopieg

ogkrwhpE

1. T givor To lvabradine Anpharm ko owe givar n yprjon tov

To Ivabradine Anpharm (ivabradine) givat kapd10Aoyikd QAaPUAKO TOL YPNCLULOTOLEITOL Y10, TT|
Oepameia:
- Tng ovumtopatiknig otabepric otndayyng (n omoio mpokaiel TdOvo 6to 6T1H00G) 68 EVAMKES
acBeveic tov omoimv 1 Kapdiokmn cuyvotnta ival peyaivtepn 1 ion tov 70 maiudv avd
Aento. Xpnowonoteitan og eviidikeg acBeveig ol omoiol govv ducavesio 1 dgv umopovv va
AdBovv Ta pappoka yo v Kapdid mov ovoudlovral B-amoxieiotés. Emiong ypnoomoteiton
6€ GLVOLAGUO [ P-amOoKAEIOTEG G eViiAikes aoBevelg TV omoiwv 1 Katdotaon dev eAEyyeTal
EMOPKADG LLE B- ATOKAEIDTY.
- Tng xpoviag kapdlokng aveTapKeLng oe EVIAIKEG AoBeVelg Le Kapdlok cuyvoTnTa
peyolvutepn 1 ion Tov 75 ToAUOV avd Aentd. Xpnoonoleital 6€ GUVOVOCUO LLE TUTIKTY
YY", GOUTEPAAUPOVOLEVIC TNG ay®YNG LE B-amokAeloTéc 1) dTav ot B-amokAeloTEG
avtevdeikvovtol 1 dgv yivovtol avekTol.

2yetd e ) otabepn) otnBdéyyn (cvvnloc avapépetar wg «otnBayym»):
H otafepr| otnOayym eivar kapdiokr| vocog mov ekdonAdverol 0tav 1 kopdid dev AapuPdvel apketod
o&vuyovo. To cuvnBéotepo countmpa otndayyng eival o TéHvog 1 1o aichnua dvoeopiag oto o1 bog.

YyETIKA UE TN YPOVIOL KOPOLOKT OVETAPKELOL:

H ypovia xapdiokr| avemdpkelo ivor Kapolokn vOcog Tov ekdNA®MVETAL OTav 1 Kapdld dev pumopel va
TPowONGEL ApKETO aiplo 6To VTOAoUTo cmud. Ta cuvnBEoTEPE CLUTTAONATO TNG KOAPOIHKNG
avemdpkelog elvat To Aoydviaco, 1 KOTmo, 1 KoOPaoT Kot TO TPNEO TOV GPUPGOV.

Ioc dpa to Ivabradine Anpharm;

H 18w dpdon peimong g kapdlokng cuyvotnrag g ivabradine fonbaet:
- vo eheyyBel kot vo peimbel o apBpog tov onlayyik®dv KpIGEDY LEWDVOVTOS TNV OVAYKT TNG
KapdLig Yo 0&uyovo,
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2.

- vo Beltiobel n Kapdaxn AeitovpykdtnTog Kot 1 (OTiK) Tpdyvmaon TV achevav pe ypovia
KOpOLOKT OVETGPKELD.

T npémer vo yvopilete mpw vo wapete o lvabradine Anpharm

Mnyv napete To lvabradine Anpharm og nepintwon alkepyiag otny ivabradine 1 6g onoodnToTE
GAAO GLOTATIKO CVTOD TOV PAPUAKOL (AVaPEPOVTOL GTHV TAPAYPUPO 6)

0€ MEPIMTMGCT TOL EYETE TOAD YOUUNAT KUPOLOKT GUYVOTNTO KATA TNV Npepia Tpv TV oywyn (KAto
TV 70 TOAUL®OV 0V AETTO)
0€ MEPIMTOGT TOL TAGYETE amd Kapdoyevn katamAn&io (Kapdlokn KOTACTOOT) OV OmoLTE
EICAYMYT] GE VOGOKOUEIO)

O€ TEPINTO®OTN MOV TAGYETE 0o draTapay Tov Kapdiakoy puOuod (6Vvépouo vosohvtog

eAeBOKOUPBOV, PAEPOKOUPBOKOATIKOG ATOKAEIOUOC, KOAMTOKOIAOKOG amokAeloog 3 fabuov)
0€ MEPIMTOOT TOL EYETE LILOGTEL KAPIAKT TPOGPOAN
0€ MEPIMTOGCT TOL TAGYETE ATO TOAD YOUUNAN APTNPLOKY TTiEST
o€ TEPIMTOOTN 7oL TAcYKETE amd aotadn otnddyyn (coPapr Lopen katd TV omoia 0 oTnOayyKdg
TOVOG EKOMAMVETAL TOAD GLYVA Kal LE 1 YoPIg TNV KoTafoAn Tpocmdeiac)
0€ TEPIMTOGOT TOL TAGYETE OO KAPOLOKN AVETAPKELD 1] OTOI0 TPOCPUTA EMOEVOONKE
0€ TEPIMTWGT TOL 0 KAPIIUKOG TAAUOC G0G EMPAAAETAL ATOKAEIGTIKA 07T0 TO Patoddtn cog
0€ MEPIMTOGT TOL TAGYETE AO GOPUPEC NTUTIKES SAUTAPOYES
0€ TEPIMTOOT TOL TaipvETE NON PhpuaKo Yio T OepameLTIKN Y@y HUKNTIAGE®Y (OTTMC
KketokovalOAN, ttpaxovaloAn), pakpoidikd avtifrotikd (0nmg Coocapvkivn, kKhapiBpopvkivn,
teAMOpopvkivn 1 epuBpopvkivn Tov yopnyeital omd T0 GTOUN), PAPLOKO, YO TNV OVTILETOTION
rodéewv HIV (dnwog velpvaPipn, prrovafipn) 1 vepalodovn (ApHOKO Yo TV oy®yn TNG
KkatdOAymc) N Sdtaléun, Bepamotiin (Tov ¥PNGLOTOIOVVTAL Y10 VYNAN apTNPlaKh Ttieon 1
omBaym
edv elote yovaika kavn yio TEKVOToinoT Kot 0gv YpNoILoToteite aSIOMOTY AVTICVAAN YT,
o€ mepintwon mov glote £yKvog 1| Tpootabeite va peivete £ykvog,
o€ mepinTtwon ONAacLLOD.

IIpog1domon|6ELS KOl TPOPVAGEELS
Amgvbovieite otov yioTpd 1, TO Papuakonold oag tpotod mhpete To lvabradine Anpharm:

eqv mdoyete amd dratapayr| TOL KapdakoL puluod (dnmg draktog Kapdlakdc puOudg, aicOnua
oAUV, avEnon otnlayykoh TOVov) 1 EUUEVOLCA KOATIKY] LopLapLyn (100G ATAKTOL KOpSOKOD
pvOpov), N pa avoporio oto niektpokapdoypdenua (HKA) mov ovopdleton «chvdpopo pokpov
QTx»,

€qv €xete cLUTTOUOTO, OTOG KOTWOT, (AN N Aoydviaopa (wtd propel va onpaivel 6t n kapdd
cag emPpadvverat vVIEPPOAKE),

€QV TAGYETE OO CLUMTAOUATA KOATIKNG LaprapLyns (kapdlakn cvyvotnta o npepio acvvhdiota
vynAn (ve tov 110 todpov ové Aento) 1| dtaxto Kapdlakd pubuo, yopig mpopavn aitia, Tov
Kobiotd dvokoin ™ pétpnon),

€aqv elyate TPOCPOTO £YKEPUMKO ENEIGHO10,

eqv mdoyete amd N £0G PETPLOL YOUNAN OPTNPLOKT THEST,

€qv mdoyete amd appLOGTN aPTNPLOKN TTiEST), 10104TEPO HETA OO ALAYY| TNG OVTIVTEPTACIKNG
ay®YNG oo,

€qv mdoyete amd coPfop KapdKY avendpKeld 1 Kapdlokn avemdpkea pe ovopoiio oto HKA
OV OVOUALETOL «OKEMKOG OMOKAEIGHOGY,

eav mdoyete amd Ypovia oeHaApiky véco Tov aUEPANGTPOEIDOC,

€Qv TAoYETE MO PETPIA NTATIKA TPOPANHOTA,

eqv mdoyete amd coPapd veppucd tpofAnpata.

Edv kd1t amo o mopandve 1oyvel Yo 606, LANOTE GUESH GTO YITPO GO TPV TAPETE 1 EVO TOiPVETE
to lvabradine Anpharm.

Hawdra
Mn divete 10 ApraKO ALTO o€ TodLd Kot EPTovg kato Tv 18 etmv. Ta dubéciua dedopéva dev
glvat EmOPKT Yo dLT TV NAKLOKT OpLddaL.

32



Alho oappoxa ko lvabradine Anpharm

Evnuepaote tov y1otpd M 10 GOopUOKOTTOW0 oG 4V Taipvete, £xeTe TPOGPATA TAPEL 1) WITOPEL VoL
TOPETE GALOL QOPLLOKOL.

Befaimbeite 011 evnuepdoate TO Y10TPO GOG €AV TAIPVETE KATO0 OO TO, TOPAKAT® PAPLLOKAL, V10T
umopet va ypetdletarl mposapuoyn tng 66omg tov Ivabradine Anpharm 1 Tapokoiovdnon:
- @AovKova oA (VTILVKNTNGLOKO QAPUOKO)
- prpoumikivn (avtPplotikd)
- PapPrrovpikd (Yo Suckorion 6TOV VIIVO 1 ETANYiaL)
- @oawvvtoivn (Yo emnyio)
- Hypericum perforatum 7 St John’s Wort (utikn aymyn yio. Thv KatdOAwym)
- QAPUOKO IOV ETUNKVVOLY TO dtdotnua QT Kot ¥pnoOTOI00VTL EITE Y10 TV AY®YT TV
dTapaymv Tov kKapdlokod puouod gite yio GALEG KATAGTAGELC:
- Kwidivn, dicomupopion, YPouTididn, coTaAdAT, apodapdv (Yio TV OVIYETMTIO TOV
dTapay®V TOV Kapdlokov puouod)
- umemrpdidn (Yo TNV QVTILETOTIOT TG oTNOAYYNC)
- oplopéva €idN QUPUAK®OVY Y10 TV OVTILETOTION TOL AyXoVs, TNG oxlloPpéveLag 1 dAlmV
yoynoemv (6mwg mpolion, (impacidovn, cepTivooAn)
- eapuoko Katd g ehovooiog (0mmg peeiokivn 1 adopavtpivn)
- gpubpopvkivn pe evdoAEPia yoprynon (avtiPlotikd)
- mevtoudivn (avTImopactTikd QApUoKo)
- owampion (katd TG YOoTPO-0160PayIKNG TaAVIPOUNONC)
- KGmolo €101 S10VPNTIKAOV TO, OTTOI0, UITOPEL VO TPOKAAEGOVV UelmoT oTa Enimeda KAAIOV 6TO aipa,
oG gival n eovpocepion, N vopoyrmpobelalion, wdamauion (ypnoyorotodvot yio T Oepaneio
TOL ONUATOG, VYNATN apTNPLOKN TTiEoN)

To Ivabradine Anpharm pe tpo@ég kat mota
No amo@ebyetal 0 YoUOg YKpEmPPoLT Katd TN didpketo TG aywyng pe Ivabradine Anpharm.

Kdnon kot Onraopog

Edv eioBe éyxvog 1) Onidlete, vouilete 6T pmopel va giobe £ykvog 1 oxedlaleTe vo amoKTHOETE Todi,
{ntote ™ cupPovAn ToL Y1ATPOD 1) TOV PAPLAKOTOLO) GG TPOTOL TAPETE AVTO TO PAPLLOKO.
Mnv maipvete Ivabradine Anpharm gav iote £ykvog 1| oxedidlete vo anoktoete moudi (PA. «Mnv
naipvete lvabradine Anpharmy).

Eav giote éykvog kot xete mapet lvabradine Anpharm, cu{ntorte 10 e 10 Y10Tpd GoG.

Mnv maipvete lvabradine Anpharm gav €xete T dvvorodtnTa va peivete £YKvog eKTOg eGv
ypnowonoteite a&lomota avticvAAnTTikd pétpa (BA. Mnv maipvete Ivabradine Anpharmy).

Mnv maipvete Ivabradine Anpharm gév 6nidalete (BA. «Mnv maipvete Ivabradine Anpharmy).
Muote pe 10 Yiotpo cag edv Onidlete 1 okomevete va InAdoete Kabmg, o Onlaoudg mpénet va
dakomTeTON OTNV TTEPiTTMOON oL TTaipvete Ivabradine Anpharm.

00 yN o1 KOl YEPLEROS UNYAVI|LATOV

To lvabradine Anpharm pmopei va TpokaA£cEL TAPOSIKE POTEWA OTTIKG POUVOUEVA (TPOC®PIVI
QoTeEWdTTA 6T0 omTKd TEdio, PA. «ITBavég Tapevépyeteg»). Edv oag cuppetl katt této1o0, va giote
TPOCEKTIKOL OTOV 0dNYeite N XEPILESTE UNYOVALLOTA OTIC TEPIMTMOGELS TTOL UTOPEL VoL onuelmBody
a1pvidieg petaforég g £vtaong Tov emTog, Wiaitepa OTav odnyeite voyta.

To lvabradine Anpharm agpiéyer haxtoln
Edv cag &xetl met o yratpdg cag 0Tt Tapovctalete ducavetio o€ OpIGUEVE GAKYOPM, ETIKOWVMOVIOTE
padi Tov TPV TAPETE AVTO TO PAPLOKO.

3. og ve napete To Ivabradine Anpharm

[Tédvtote va maipvere To GAPUAKO OVTO CVGTNPE COUPOVO LLE TIG 0ONYIES TOV Y1OTPOD 1) TOV
QopuaKomolod coc. Edv éxete appiforieg potiote Tov yatpd 1 TOV QOPLOKOTOLO GOG.
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To lvabradine Anpharm wpénet va Aoufdaveton pali pe ta yeduota.
To dioxio Ivabradine Anpharm 5mg umopei va dioywpiotei o€ iogg d6oeLS.

Edv axoiovBeite aymyn ywo tn ot0bepn) otnbayym

H 660m évapéng dev mpémet vo Eemepva to éva diokio Ivabradine Anpharm 5 mg dbo gopég tnv nuépa.
Edv e&okolovbeite va €yete oTnOayyikd GCOUTTOUATA T} EGV TOPOVGLALETE KAAT avoyn UE TN d00T TV
5 mg 600 popéc v Nuépa,  06on pmopel va avéndei. H doom cuvtinpnong dev mpénel va. Eemepva Ta
7,5 mg 600 popég v nuépa. O yiatpog cag Ba cag yopnyNoeL T 6ot 066n Yo €6dg. H cuviong
doon gival éva, d1okio 1o TPl Kot Eva d10Kio TO Bpadv. Xe KAmoleg TEPITTOCELS (T.), €AV gloTe 75
ETOV 1 Gvm), 0 Y10TpOS 6aG UTOPEL VL 60 YOPNYNOEL T [oh 660, dnAadn oo diokio Ivabradine
Anpharm tov 5 mg (mov avtictoyel og 2,5 mg ivabradine) to npwi kot pwod diokio Tov 5 mg o
Bpdov.

Edv axolovBeite aymyn yuo ypdvia Kapdiokn ovenapkelo

H cvving cuviotodpevn d6om évapéng sivar éva diokio Ivabradine Anpharm 5 mg %o gopég tnv
nuépa, mov avEaveral edv ypelaotel oto éva diokio Ivabradine Anpharm 7,5 mg 800 @opég v
nuépa. O yTpdg cog Oa amopocicel Tola eival n oot doom Yo e6dc. H cuviong 86om sivat éva
dtokio To Tpwi Kot éva d1okio To Ppadv. Xe Kamoleg TepmTMGELS (.. €0V glote 75 €TV ) Av®), O
YTPOG 060G UTOPEL VO GOg YOPTYNOEL T Lot d0on, dnhadh oo diokio Ivabradine Anpharm tewv
5 mg 1o mpwi (mov avtiotoryei og 2,5 mg ivabradine) kot pod diokio tov 5 mg 1o fpddv.

Eav napete peyarvrepn d6on lvabradine Anpharm amé tnv kevoviki
MeydAn 66or Ivabradine Anpharm pmopei va cog kavet vo, awoBavieite dbomvola 1| kénwon, Adyw®
vepPfoikng emPpadvvong g kapdidc. Eav coppPet antd, enikovoviote dueoa. e To yiatpd oag.

Eav Egyaoete vo napete Ivabradine Anpharm:

Edv Egydoete va mapete po 66om Ivabradine Anpharm, ndpte tnv enduevn 66om ) cvvnoicuévn
opo. My mapete OTAN 000N Y10 VAL AVOTANPDOGETE TN 8O0 TTOL EgYAoaTE.

To nuepordylo Tov sivar TomwpEVO ot BNk oL TTePIEyeL Ta dokia Ba cag fonbd va Bupdote mola
nrav 1 televtoio eopd mov whpate diokio Ivabradine Anpharm.

Edv otopatioste va aipvere to Ivabradine Anpharm Koabwmg n Ogpameio yio T otnddyyn N
YPOVIOL KopdlokT averdpkela eivatl cuviBwg 1ofa, TPEnel va cuINTNCETE e TO YIOTPO GOG TPV
OTOATIOETE VO TOPVETE AVTO TO PAPLLOKO.

Eav motedete 6t 1 dpdon tov lvabradine Anpharm givar modd oyvpn 1| oAD addvaun, PWANCTE 6TO
YTpd M T0 PAPULAKOTOLO GOG.

Edv éyete meprocdTepeg EpOTNGELS GYETIKA LLE TN YPNOT] CLTOV TOL TPOIOVTOG, POTNGTE TO YLUTPO 1| TO
(OPLOKOTOLO GOG.

4. MBavég avemBOunTeg evépyereg

Onwg 6ha Ta pApraKa, £TGL KO AVTO TO PAPUOKO UTOPEL VoL TPOKOAEGEL AVETIOVUNTEG EVEPYELES, OV
Kot 6gv Tapovclalovtal 6€ OAOLS TOVG avOPOTOVE.

O1 o ovyvég avemBounteg evépyeteg and avtod To edppako etval docoegaptdpeveg kat oxetilovton
pe tov Tpdmo dpdong tov:

IMoAY ovyvég (umopel va emnpedost mepiocdtepo amd 1 ota 10 dropa)

Dotewvd ontikd eavopeva (oTrypioio dSoTAUATE CVENUEVNG POTEWVOTNTOC, TOL TPOKOAOHVTOL
ocuvnBwg amd aevidieg peTaPorEG TG EvTaong Tov emTOg). Ot poToyies umopel emiong va
TEPLYPAPOVTOL WG GA®, YPOUATIOTEG AAUYELS, SIACTOOT EIKOVOS 1) TOAAATAG EI0MAQ.

I'evikd cvpfaivovv péca 6TOVG SVO TPAOTOVS UAVES TNG OYWYNG KOl LETA OO oTO S1ACTNUO PITopet
VoL ETAVOAOUPBAVOVTOL KOl VO VITOYMPTICOVY KOTA TN OAPKELN 1 LETA TNV Ay®YN.
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Yuyvég (umopel vo emnpedoet £éo¢ 1 ota 10dtopa)
MetafoAn g Aettovpyiog Tng Kapdlds (To CUUTTOUATE GUVIGTAVTOL GE EXIPPASVLVOT TG KOPIOKNG
oLYVOTNTOG). ZVUPaivouy eWIKOTEPO LECH GTOVG OVO £MC TPEIG WAVES KATA TNV Evapén TS oy@ynS.

AlLreg avemBOuNTEG EVEPYELES £XOVV EMioNg avapepDEl:

Yuyvég (umopei va emmpedoet éocl ota 10 dropa)

Atoktn tayeio cvomaon e Kapdidg (KoAmkn papuapuyn), un QUGIOAOYIKY ovTIANYT] TOL
Kkapdlokod waipuov (Bpadvkapdia, Kothokéc Ektaxteg cuotorés, Kodmokotmakdg anokieiouog 1°°
Babuov (mopatetouévo didotnuo QT oto niekTpokapdoypdenua)), un pudulduevn aptnploxy
mieon, movoképarog, (AN kot Oaumn 6pacn (BoAn 6pacn)

‘Oy1 ovyvég (umopel vo emmpedoet éocl ota 100 dropo)

AlcOnuo ToAp®V Kot EKTOKTOl Kapdlokoi TaApol, vanTtio, SVGKOIAMOTNTA, J18pPOLa, KOIALOKOS TOVOC,
aicOnpa wepiotpoeng (IAyyoc), dvckoria oty avamvon (dvemvoln), poikol omacuol, uetaforéc Tav
EPYACTNPLOKAOV TOPAUETPOV: DYNAY enimeda ovptkod 0&£0g GTo aipa, TePIGoE NOGIVOPIA®MY (TOTTOC
AEVKOV opoc@atpimv) Kot avénuévn kpeoatwviv oto aipa (Tpoidv LeTafoAo ol TV HLUmY),
deppotikd eEdvinua, ayyelooidnua (6nwg TpNGUEVO TPOGHOTO, YADCGTO 1 AUUdS, dSVGKOAiL oTNV
QVOVOT| 1} GTNV KOTATOOoN), XOUNAN aptnplaxy tieon, Amobupia, aicOnua kénwong, aicOnua
advvapiog, un euotoAroyikd HKA, st dpacn, dtatapayuévn 6pac

Yaavieg (umopei va emnpedoet £o¢ 1 ota 1.000 dropa)
Kvidmon, kvnouds, epudpdmra tov déppatoc, aictnuo kakovyiog

IToAb ertavieg (umopei vo emmpedoet péypt 1 ota 10.000 dropa)
Atoktog kapdlakdc Taipnog (KoAmokoakdg amokAeiopog 2°° Babuov, KOATOKOIMAKOC OTOKAEIGHOG
3% Babpovn, Zovépopo vosohviog refokoupov).

Ava@opd avemOOunTOV evepyEI®OV

Edv mapotnprioete Kamola avemBountn evépyelo, EVILEPDOTE TOV YLOTPO, 1 TO POPUUKOTOLO GOC.
AvT6 1oyt Yo KEOe avemBOUNTN EVEPYELD TTOV OEV OVOPEPETUL GTO TTAPOV PUALO OONYIDV YPNONG.
Mrnopeite eniong vo, avoaeépete avemBountec evépyeleg amcvbeiog, uEcm Tov gBvikoD GVGTNUATOS
avapopds mov avaypdpetol oto [Hopdptnua V.

Méow g avapopds avemBOuntov evepyeldv pumopeite va fondnoete 61 GLALOYY TEPIGGOTEPDV
TANPOPOPLDY GYETIKA LE TNV OCPAAELN TOV TAPOVTOG PUPLLAKOV.

5. Iog ve purdacsete o Ivabradine Anpharm

To @dpparo avtd TpEmel va pLAAGGETOL GE LEPT) TTOV OEV TO PAETOVY KAl O&V TO POAVOLY Ta, TOdLAL.
Na pn ypnowyonoteite avtd 10 GAPHOKO LETE TNV NUEpOUNVia ANENG OV aVAPEPETOL GTO KOLTI Kot
ot 0Nk (blister) petd v «AHEH». H nuepopnvia AMéng lvar n tedevtaio npépa Tov pnva mov
OVAPEPETOL.

Agv vréipyovv e181kEG 0dNyieg OLUTHPNONG Y10 TO PAPUAKO AVTO.

Mnyv metdte pappaka 6To vepd NG amoy£Tevong 1 ota okovnidw. Poteiote to papuakomold cag yio
TO TAG VAL TETASETE TO PAPLLOKO TOV OV YpNoYLomoleite mo. Avtd Ta pétpa 8o fondncovv otnv
TPooTaGio Tov TEPPAALOVTOG.

6. [epreydpeva TG CLOKEVOGIOG KOL AOUTEG TANPOPOPIES

T wepréyer To lvabradine Anpharm:

- H dpaotikny oveia ivar ) ivabradine (og hydrochloride).
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lvabradine Anpharm 5 mg emkolvppéva pe Aettd vuévio diokia

KdBe emcoloppévo pe Aemto vuévio diokio mepiéyet 5 mg ivabradine (wg hydrochloride).

lvabradine Anpharm 7,5 mg emikaivupévo pe Aewtd vuévio Stokio:

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

- Ta dAlo cvotatikd givat:

- TUPHVOS Tov Olokiov: AoKTOlN povoidpiky, poyvioto oteatiko (E 470 B), duvio apapocitov,
noAtodegTpivn, moptriov d1o&eidio korroewég (E 551),

- emiraloyn tov dtokiov: vpoueAoln (E 464), titaviov 610&eidio (E 171),
moAvatfvievoyivioin 6000, ylukepoin (E 422), payvioto oteatikod (E 470 B), cidnpov
o&eidwo kitpwvo (E 172), cidnpov o&eidro epvbpd (E 172).

Eng@avien tov lvabradine Anpharm kot aepieyopeva g 6VoKELO.Giag

To Ivabradine Anpharm 5 mg diokia givat ypduatog coudv, ETUNKY, ETKOADUUEVE UE AETTO DUEVIO
dtokio dyyoTopovUEVE KOl 0t TIG OVO TAEVLPES, YOPOUYUEVO e TNV EVOEIEN «5» ot pio oy kat ’S”
TNV GAAN OYM).

To Ivabradine Anpharm 7,5 mg diokio givat yp®OUOTOG COUOV, TPIYOVIKA, ETKAAVUUEVO, LE AETTO
VUEVIO dloKia, yopayuéva, e TNV EvoeiEn «7.5» ot pia oym kot ”’S” otnv GAAN oy

Ta dwokio datiBevion o€ nueporoylakéc ovokevacies (blisters aiovuviov/PVC) tov 14, 28, 56, 84,
98, 100 | 112 diokiwv.
Mmropei vo, unv drotifevtar OAeg 01 GLOKEVAGIEC.

Kartoyog Adsrog Kvkiogopiag:

ANPHARM Przedsiebiorstwo Farmaceutyczne S.A.
ul. Annopol 6B

03-236 Warszawa - [Tormvia

Hopaockevaotic:

Les Laboratoires Servier Industrie
905 route de Saran

45520 Gidy - I'oAhia

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

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

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

Iomavio
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IMo omoadnmote TANPOPOPIn GYETUKE, JLE TO TUPOV POUPUAKEVTIKO TPOIOV, TOPUKAAEIGTE VO
amevBovvbeite otov Tomiko avtimpoécsmmo tov Katdyov g Adeiag Kukhopopiag.

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

Boarapus
Cepsue Menukan EOO/]
Ten.: +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\ada
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

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 Kift.
Tel.: +36 12387799

Malta
V.J. Salomone Pharma Ltd
Tel: + 356212201 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

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

Slovenija

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

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

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

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

Latvija
SIA Servier Latvia
Tel: + 371 67502039

Slovenska republika
Servier Slovensko spol. s r.o.
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 wapdév @OALO 00N VIOV Yp1ioNS avafe®p1)OnKe Yo TEAEVTAIN POPE OTIS

Aemtopepeic mTANPOPOpPieC Yio TO PapUaKo avTd gival d100éc1UEG 6TO dIKTLOKO TOTTO TOV Evpmmaikod
Opyaviopod ®apuakomv (EMA): http://www.ema.europa.eu/ .
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