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HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brilique 60 mg emkalvppéva pe Aentd VUEVIO SloKia

2. MNOIOTIKH KAI MIOXOTIKH XYNOGEXH
Kd&0e emucodvppévo pe Aemtd vpévio diokio mepiéyel 60 mg TikoypeAdpng.

IMo tov TApn katdloyo Tev ekddywv, PAEne Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwcoloppévo pe Aemto vpévio diokio (d1okio).

2TpoyyvAd, apeikvpta, pol diokia onuetopéva pe «60» moveo and «T» ot pia TAevpd Kot Agia omd
™V GAAD.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTikég gvociterg

To Brilique, cuyyopnyobpevo pe akeTvAocaAkvAKO 00 (AX0), evdeikvuTat Yio TV TPOANYT TOV
afnpobpopfotikdy enelcodinv oe eviiikes acbeveic pe
- o&ta otepaviaio ovvopopa (OZX) 1
- 10TOPIKO EUPPAYIOTOG TOV puokapdiov (EM) kat vymid kivovvo avamtuéng
afnpobpopfotikov encicodiov (PAéne mapaypdpovg 4.2 ko 5.1).

4.2 Aocoloyio kor TPOTOS YOPNYNONS

Aocoloyia

O1 acbeveig mov Aappavouv Brilique mpénet emiong va Aapfdvovy Kabnpuepvd younin d6om
ocuvtipnong AZO 75-150 mg, ektog edv avTeVOEIKVLTOL GUYKEKPIUEVAL.

Oléa arepoviaio odvopouo,

H Oepancio pe Brilique mpémel va Eexvdet pe pia epana 66om edptiong tov 180 mg (6vo diokia Tmv
90 mg) ka1 petd va cuveyiletor pe 90 mg dvo popég nuepnoing. H Beparneia pe Brilique 90 mg 600
QopEG NuepNoimg cvviotatar ywo 12 piveg og acbeveic pe OXE extdg €4V 1 d10K0TH EVOEIKVLTOL
KAvikd (BAéne mopdypago S5.1).

Ilotopiko suppayraToc Tov HLoKkapdiov

To Brilique 60 mg 51 nuepnoing eivor n cuviotdpevn d6on 6tav omatteiton TapateTapuévn Bepaneio
v acBeveic pe wotopikd EM tovddyiotov gvog £Tovg Kot bynAod kivouvo abnpobpoppwticon
emelcodiov (Préne mapdypago 5.1). H ayoyn propet va apyilel yopic draxonmn wg Oepaneio cuvéyiong
UETE TNV OpyIkY| aywyn didpkelag evog étovg pe Brilique 90 mg 1) dAAn Bepamneia pe ovacToAéd TV
VTOJOYEMV TNG NPT Popikng adevoaivng (ADP) oe acbeveic pe OZE kot vymAo kivovvo
afnpobpopPotikov encicodiov. H aywyr propet eniong va EeKivnoet evidg dSlooTHOTOG 2 ETOV LETA
10 EM, 1] ev10¢ €vOG £T0VG HETA TN S10KOT TG TPOYEVESTEPTG Bepameing e avAGTOAED T®V
vrodoyéwv Tov ADP. YTdpyovv meplopiopéva GToLyEl Yo TNV OTOTEAECUOTIKOTITA KO TV
OCQPAAELD TNG TIKOYPEAOPNC TEPAY TOV 3 ETMV TAPATETAUEVNG YPNONG.

Edv armarteitanr addayn Bepaneiog, n tpmtn 66on tov Brilique mpénet va yopnyeital 24 opeg petd tnv
TeEhevTaio 600T) GAANG CVTIOUOTETAAOKNG QPUPUOKEVTIKNG QY®YNG.



TopoderpBeioo doon
Mopekichioeig anod ) Oepaneia mpénet eniong va amoeevyovtol. O acBevig mov Tapaieinet pio d6om
Brilique mpémet va Aapet povo éva diokio (Trv ExdUEVN 306N TOL) TV KOBOPIGUEVT DPOL.

E1ducoi mAnBuopotl
Himaouévor
Agv amaiteitol Tpocappoyn g 600mg 6Tovs NAKiopévovg (BAETE Tapdypapo 5.2).

Negpirn dvalerrovpyio,
Agv givon amapoitntm 1 Tpocappoyn g 60omg o aobeveic e veppikn duciettovpyia (BAETe
Tapaypopo 5.2).

Hrartikn dvoliertovpyio

H tcayperdpn dev Exel pehetn el o aoeveig pe coPapn nratikn SucAettovpyio KoL 1 xpHon TG 6
OVTOVG TOLG 000eVEiS MG ek TOVTOL avtevdeikvuTal (BAEre Tapdypao 4.3). Ot dwabéoieg
mAnpoeopieg yio acbeveig pe pétprov Pabpod nrotikn SvcAeitovpyio ival TEPLOPIGUEVES. AgV
GULVIGTATOL TPOSUPUOYN TNG SOGOAOYING, MGTOGO 1) TIKOYPELOPT TTPETEL VO YPT|CLLOTOLEITOL LIE
npocoyn (PAéme mopaypdpovg 4.4 kot 5.2). Agv givorl amopaitntn 1 TPOSAPHOYN TNG dO0MG O
acBeveic pe e nratikn dvcAertovpyio (PAETE mapdypapo 5.2).

THaoidratpikog ninBoouog

H acpdiela kot 1 amoteAespotikdTnTa TG TIKOYPEAOPTG 08 Tod1d NAkiog KGT® TV 18 etdv dev
&yovv TeKUNPlBel. Agv LIAPYEL GYETIKT| YPNON TNG TIKAYPEAOPTG OE TOLOLA e OPETOVOKVTTOPIKY|
vooo (PAéme mapaypdeovg 5.1 kan 5.2).

Tpomog yoprynong

Amo6 Tov 6TOHATOG XPION.

To Brilique pmopei va yopnynet pe 1 xwpig tpoen.

[N tovg acbeveig mov dev pmopovv va Katamovv to(a) diokio(o) oAdKAnpo(a), Ta SIoKio LTOPovV Vol
cuvOAPoLV o€ Lo AETTH OKOVN KOl VAL OVOULYTOOV e HIcO TOTNPL VEPOD Kot va TivovTot apécms. To
noTpt Tpémet vo Eemivbel e emmhéov oo moTpl vepod Kat To TepleyOuevo vo mtivetat. To piypo
umopel emiong va yopnyndei péow evog prvoyoaotpikod cwinve (CH8 1 peyardtepov). Eivar
OTUOVTIKO VO EEMAVVETE TO PIVOYAGTPIKO COANVO LE VEPO LETA TN YOPNYNOT| TOV UiYHOTOG.

4.3 Avtevositeg

. YrepevaicOnoio ot dpUCTIKT 0VGIN 1) G€ KATOW0 0 Ta EKO0Y0 TOV OVOPEPOVTOL GTV
napdypoeo 6.1 (BAéne mapdypopo 4.8).

Evepyog maboroykn apoppayic.

Iotopd evéokpaviaxng apoppayiog (PAEre Tapdypapo 4.8)

YoBapn nratikn duciertovpyia (PAETE Topaypdpovg 4.2, 4.4 ko 5.2)

Yuyyopnynon tikaypehdpng e 1oyxvpovs CYP3A4 avaotoreis (m.y. kKetokovaloin,
KhapBpopvkivn, vepalodovn, prtovafipn kot atalovaPipn), kabmg n cuyyopnynon uropei va
odNynoel € oNUOVTIKY avénomn g ékbeong oty tikaypehopn (BAéne Tapdypago 4.5).

4.4 E0wkég TPOEIOOTOMGELS KU TPOPVAAEELS KATA T1) P10

Kivéuvvog aploppayiog

H ypnon g tikayperdpng oe acheveic pe yvootd avénpévo kivéuvo yia apoppayio Tpémet vo

oToOpileTar £Evavti ToL 0PEAOVG AVOPOPLKE e TNV TPOANYT TV abdnpobpoufotik®v encicodiny

(BAéne mapaypdpovg 4.8 kot 5.1). Edv evdeikvutot KAVIKA, 1 TikaypeAOPT| TPETEL VAL YPNOYLOTOLEITOL

e TPOGOYN OTIG AKOAOVOEG OpLAdEG acbevdv:

. AocBeveig e mpodidbeon yio apoppayia (T.y. e&ortiog TPOGPATOV TPAVUATOS, TPOCPUTNG
YEPOLPYIKNG EMEUPAOTG, SlaTapaydV TG TENG TOL AiNATOG, EVEPYNG 1 TPOCPUTNG
YOGTPEVTEPIKNG OLoppayiag) 1 Tov draTpéyovv avénuévo kivovvo tpavpotiopov. H yprion g
TIKAYPEAOPNG avTeVOEikvLTaL o€ acBeveig pe evepyd TabBoroykn alpoppayia, oe ekelvovg pe
1GTOPIKO EVOOKPOVIOKNG apoppayiog Kot o€ acbeveig pe cofapn nratikn duciettovpyia (PAETe
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napdypopo 4.3).

. AcBeveig vtd TaVTOYPOVN YOPTYNOT PAPUOKEVLTIKMY TPOTOVIWOV TOL UTOPEL VO 0vENCOVY TOV
Kivouvo aupoppayiog (.. un oTepoeldr| avIpAeyLovadn eappoka (MEAD), amd Tov GTOHOTOG
OVTIINKTIKE Ko/1] W@d0oAVTIKA) evtog 24 @pdV amd T YopnyNon TIKaypeAOPNS.

H petdyyion apometodimv o€ vyeig e0gAovTEG dEV OVTIOTPEPEL TNV AVTIUOTETOALOKY] OPAoT] TNG
TIKOYpEAOPNG Kot etvar amiBovo va €xel KAviko 0pelog og aobeveig pe apoppayio. Kabogn
oLYYOPNYNON TNG TIKAYPEALOPNG Le decpompeaaivn O Lelmae To xpOVO PoNg, 1 OECUOTPESTIvN etvat
amiBoavo vo eitvol AmoTELEGHATIKT OTOV EAEYYO0 T®V KAVIKAOV aLoppayik®v cuoppavtav (BAére
napaypoeo 4.5).

Avtuvaodorvtikn Beponeio (aptvoxampoikd o&0 1 tpaveapkd o&y) kaun Bepomeio pe
avacvvdvacpévo tapdyovta VIla umopel va avénoovy v apdotacn. H tikaypelopn umopel va
ouveyloTel apov Tavtomotndel ko eeyyBei n artio TG opoppayiog.

Xelpovpyikn enéuPaon

Ot ac0eveig mpémetl va cupfoviedovtal Kot Vo TANPOPOPOVY TOVS TPOVG KOl TOLS 000VTINTPOLS OTL
Aappévouv tucorypeopn TPy and TOV TPOYPOUUOTICHO Y10 OTOLUONTOTE XEPOVPYIKN EMEUPAOT] Ko
P ANeOel 0TO10NTOTE VEO PAPLOKEVTIKO TPOIOV.

Ye aoBeveig g perétng PLATO mov vrofAndnkav oe aoptootepaviaia tapdkapymn (CABG), n
TIKOYPEALOPT) TOPOVGINCE TEPIOCOTEPT] Oloppayict amd TNV KAOTISOYPEAN OTAV S1OKOTNKE LEGO OE

1 nuépa Tpv amd TV XEPOVPYIKT ETEUPACT), OAAL TAPOO10 TOGOOTO UEWLOVOV ALOPPUYIDY GE
oUYKPLON UE TNV KAOTIO0YPEAT LETA TN dlakomh TG Bepameiog 2 1| TEPLOGOTEPES NUEPESG TPV TNV
xepovpyikn enépPaon (BAéne mapdypapo 4.8). Edv o acbevig npokeital va vrofindei oe
TPOYPOLLOTICUEVT] XEWPOVPYIKN EMEUPOCT KoL OV Elvar ETBLUNTH 1 AVTIOLLOTETAALNKT OPAGCT), M
TUKOLYPEAOPT TPETEL VO, STOKOTTETAL S5 NMUEPEG TPV T XEWPOoLPYIKN enéuPaot (PAére mapdypopo 5.1).

Aocbeveig pe TponyoVeVo 1oYoKd ayYEINKO EYKEQPOAKO ETEIGOO10
Aocbeveig pe OXZ Kol TPOTNYOOUEVO IGYOLKO OYYELONKO EYKEPUAKO ETEIGOOI0 UTOPOVV VO Adfovv
Oepaneio pe Tikaypelopn yia dtdotnua £og 12 unvav (uelétn PLATO).

>t peiétn PEGASUS, o¢ acbeveic pe 1otopikd EM dev counepieAnebnoay acbeveig pe
TPOTYOULEVO IOYOLUKO OYYELWKO EYKEPAALKO €ME1G0d10. Katd cvvémela, amovsio dedopuévav, dev
cuvviotdral Oepameia Yo S1ACTNHO LEYOAVTEPO TOV EVOG ETOVG GE OLTI| TNV KATIYopio acHevov.

Hrotikr| dvohertovpyia

H ypnon g tikayperdpng avievdeikvotor o acbeveig pe cofapn nratikn ducAettovpyio (PAETE
napaypdeovs 4.2 ka1 4.3). H gunepia pe v ticoypelopn oe acbeveic e péTpla nratikn
duoiettovpyio eivor TEPLOPIGUEVT], KATA GUVETELD GLUVIGTATOL TPOGOYT YO GVTHV TNV KATNyopio
acBevav (PAéne Tapaypdpovg 4.2 kot 5.2).

AobBeveic og kivouvo yio eneroddio Bpadvkapdiog

H mapaxorovdnon tov Holter HKI™ €dg1&e pia avénuévn cuyvotnto Kupimg 0oV UTTOUATIKOV
KOUMOK®OV TOVGE®V KATA TN S1dpKela TG Oepameiog e TikaypeAdpn 6€ GOYKPIOT| LE TNV
KAomdoypéAn. AcBeveig g avénuévo kivovvo yia erelcodia Bpadvkapdiog (m.y. acbeveig ywpig
BnuratodoTn Tov £xovv cHVEpopo vocsohviog ereforkopupov, 2% 1 3% Babpod KoAmokothako
OTOKAEIGUO 1| CLYKOT GYeTILOHEVN LE Bpadukapdia) amokAeioTnKAV Ao TIG KOPLeg HEAETES
a&loAdYNoNG TNG ACPAAELNG KOL TNG OMOTEAECUATIKOTITAG TNG TIKAYPEAOPNG. L2G €K TOVTOV, AOY®
TMEPLOPICUEVIG KAVIKNG EUTEPLOG, 1) TIKOYPELOPT) TTPETEL VO YPT|CLLOTOLEITOL LLE TPOGOYY| GE TETOLOVG
acBeveic (PAéme mapdypopo 5.1).

Emumiéov, mpémel va divetal mpocoyn dtav yopnyeital TIKoypeAOPT TOLTOYPOVO LUE POPUOKEVTIKA
TPoidvTa oL gival yvmotd 0Tt endyovv Ppadvkapdia. Qotdc0, dev mapatnprOnKay otoryeio KAviKd
OTUOVTIK®V ovemBountov evepyeidv ot dokiun PLATO petd amd tavtdypovn xopnynon He Eva 1
TEPLOCOTEPA POAPUAKEVTIKA TPOTOVTA OV givarl YVvmaTd 0TL endryovv Ppadvkapdia (T.y.

96% B-omokAelotég, 33% amokAeloTég Savimv acoPeotiov dhtialéun kot Pepamapiin Kot



4% odryo&ivn) (PAéme mapdypopo 4.5).

Kotd m didpketo g vmoperéng Holter otnv PLATO, mepiocotepot acbeveig iyav kothiakég
TAOGELG >3 SEVLTEPOAETTO UE TNV TIKAYPEAOPT| OO O,TL LE TNV KAOTOOYPEAT KOTA TN SIPKELD TNG
o&elag pdong Tov 0&E0c oTEPAVINiov cLVOPOLOL Tovg. H ahénom tov KotlaKk®V TadceE®VY [E TNV
TIKOYpELOPT, OV aviyvevdniayv pe Holter, ntav peyakvtepn o acbeveig pe xpovia Kapdiak
avendpkelo (XKA) and 0,t1 6T0 cuvolikd TANOLGHO TG LEAETNG KOTA TN dtdpkela TNG o&elog PAoNg
1oV 0£€0G OTEPOVIAIOV GUVIPOLOV, OAAL OYL GTOV VO PVO VIO TIKOYPEAOPN 1) GE GUYKPIOT| LE TNV
KAOTd0YpEAT. Agv vIpyay OVETIBOUNTEG KAMVIKEG EMMTAOCELS OYETILOUEVEG LUE QLTI TNV dLoTapoyn
(ovumeptiappavopévng Tng cuyKonng N TG Tomofétnong Pfnpatoddtn) oe avtdv ToV TANGLGHO
acBevav (PAEre Tapdypapo 5.1).

Bpadvappuduikd eneicddio Kot KOATOKOIMaKOT amokAelcpol £xouv avaeepdel petd tv KukAopopia
o€ aoBeveig mov Aapfavouvv Tikaypehopn (PA. mapdypago 4.8), kuping ot acheveig e OXZ, 6mov
OL®G 1] KAPOLOKN 1oYOLUI0 KOt ) TOVTOYPOVI AYT QOPUAK®OV TOV LELMVOLV TNV KOPSIKT cuyvOTNnTe
N emnpedovv TNV Kopdakn aymylpndtnta eivat mbavoi cuyyvticol tapdyoviec. H khvikn katdotoon
TOV 060gVOVG KOt 1) GLVOSAG PUPUAKELTIKY aymyn Ba mpénet va, a&toloyobvtot g mhavEg attieg Tpv
oo TNV TPooapUoyn TG Bepaneiog.

Avcnvola

Avaeépbnie dvonvola og aobeveic vd Bepaneia pe Tikaypeldpn. H dvorvola givarl cuviBwmg nma
£mG LETPLOL OE £VTOOT) KO GUYVA VTOYWPEL Y®pic va xperaletan dtakonn| g Oepaneiog. Acbeveig pe
aofBpa/ypovia amoppaktik] Tvevpovomdeia (XAID) propet va Egovv avénpévo andivto Kivovvo va
eUQavicovv dvoTvola pe TNV TIKaypeAopn. H tucoypelopn mpénet va ypnoIULOTOIELTAL LLE TPOGOYT| GE
acBeveic pe 1otopikd dobpatog ko] XAIL O punyoviopog oev €xet dtevkpviotel. EGv o aoBevrg
OVOQEPEL VEQ, TAPOTETAUEVT] 1] ETOEWVOUEVT] SODOTVOLO AVTO TIPETEL VoL dlepevvnBel TANPmG Kot av dgv
elvan avektn, n Oepaneia pe Tucayperopn mpénet vo dtokonel. ['a mepaitépw TAnpopopieg fAéne
opdypapo 4.8.

Kevtpwn dnvoia vmvou

Kevtpum arvola vvov cvumeptapfavopévng g avamnvong Cheyne-Stokes €xel avapepbei petd tnv
KuKAo@opia Tov eapudkov o acbeveig Tov Aapfavovy Tikayperdpn. Edv vrdpyet voyia kevipikng
dmvolag vvov, Ba Tpémel va e€etaotel TEPATEP® KAVIKY EKTIUNOT).

Avénon kpeatwvivig

Ta enineda kpeatTviving pmopel va avé&nbodv katd tn didprela g Oepaneiog pe Tikayperdpn. O
punyoviopog dev Exel dtevkpviotel. H veppikn Aettovpyio mpémet vo eAEYYETAL GOUE®VO LE TN GV
WTPIKT TPOKTIKY. X acbeveic pe OZE, cuvioTaTal ETIONG EAEYYOG TNG VEQPIKNG AELTOVPYinG Evol Uiva
petd v évapén g Bepameiog pe Tikaypeddp, divovtag diaitepn tpocoyr| o€ acbeveig >75 etdv,
acBeveic pe pétpra/cofapn veppikn duciertovpyia kot g ekeilvovg mov Aapfdvovy Tovtdypovn
Oepameio pe AmTOKAEIOTEG TV VTOJOYXEMV TG ayyelotacivng (ARB).

AvEnon ovpkod o&éog

Ynepovpryorpia propei va eppavictel katd tn didpkeia g Oepomeiog pe ticoyperopn (PAéne
Tapdypoeo 4.8). ZuvioTdtal TPocoyn 6ToVG ACHEVEIC [LE 1GTOPIKO VIEPOLPLYOLUING 1) OVPIKNG
apBpitdag. Qg mpoinntikd péTpo, dev evBappivetar 1 xprom TikaypeAOPNG o€ 0oOEVELg e
veppomddeia amd ovpikd 0&D.

Opoupotikn Opopporevikn Iopevpa

Me 1t yprion TG TIKoypeAOpng ExEl TOAD ondvia avapepBel @popuPatikn @popporeviky [lopevpa.
Xapaxtnpileror and Opoppomevia Kot LIKPOAyYEIOTAONTIKT OPOAVTIKN avaipio Tov oyetileTon eite
L€ VELPOAOYIKA EVpNOTA, VEQPIKN ducAettovpyio 1 Tupetd. H OpopPatikn @popporevikn [lopedpa
gtvan i SuvnTiKa BovaTnEopog Katdotaon Tov arattel dpeon Bepomeio coumeptAapupfavopuévng g
TAOCUAPAIPESTG.

[apeufoin omn SoKiUocio AEITOVPYIKOTNTOC TOV GUOTETAAIMY Y1a T SLLYVOGCT) TNG ETOYOLEVNC 0ITO
v nrapivn Opouporeviac (HIT)




21 dokipacio TG eToyOUEVNG amd TNV Nrapivn evepyoroinong tov aponetariov (HIPA) mwov
ypnowomoteitat yio T dudyvaoon g HIT, ta avticdpate Kot Tov GOUTAOKOV OVTILOTETAANKOD
napdyovia 4/mmapivig oTov 0po TV AcHEVOV EVEPYOTOLOVV TO ALLOTETAALN VYLDV 0TV TAPOLGiN
™mg Nmopivng.

"Exovv avaeepBel ywevdmg apvnrtikd arotedéopota yio ) HIT ot doxyacio Aettovpykdtntog tov
aponetaAiov (cupmepthapfavouévng, oAAG pn mteploptopévng ot dokipacio HIPA) og acBeveic
0TOVG omoiovg yopnynonke tukaypelopn. Avtd oyetiletal pe TNV avacsToAn Tov vrodoyéa P2Y 1, og
OILOTETAALO VYLDV SOTMV OTI SOKIHOGIN amd TNV TIKAYPEAOPT 6TOV 0pO/TAAGIL, TOV 0.60evoDG.
Amattovvtor TAnpopopies yio TNV Tavtdypovn Bepaneia pe TikoypeAdpT Yo TV EPUNVEIR TOV
SOKIHACIOV AEITOVPYIKOTNTOG TOV OLUOTETAAIDV Yia TN dudyvaon tng HIT.

Ye aoBeveic mov &govv avantouéel HIT, npénet va agloloynbei 1o 6¢pelog-kivouvog Tng cuvé ong g
Oepaneiog pe Ticoypelopn, Aappdvovtag veoyn toco v Tpobpoufatikn katdotaon g HIT 6co
KO TOV ALENIEVO KIVOLVO QLOpPayiog LLE TV TAVTOYPOVT] OVTITNKTIKY aymyn Kot T Oepaneio pe
TIKOYPEAOPT).

Ala

Me Bdion t cvoyétion mov mapatnpiOnke oty PLATO peta&d g d6omng svvripnong tov AXO kot
NG OYETIKNG OMOTEAEGHOTIKOTITAG TNG TIKAYPEAOPNG OE GUYKPLON UE TNV KAOTIO0YPEAN, 1|
oLYYOPNYNON TNG TIKAYPEALOPNG Kot VYNANG 600mg cuvtipnong AXO (>300 mg) de cvviotdtot (BAEre
napdypoeo 5.1).

[pdéwpn drokomn

H mtpoémpn S10k071) 0TO10GONTOTE OVTIOHOTETOAMOKNG Oepaneiog, cvuneptAapufavouévonv Tov
Brilique, umopei va €xel g amotéheopa avénuévo kivovvo yia kapdiayyetaxd (KA) Bdvato, EM 1
OYYEWOKO EYKEQPOAMKO ENEICOO10 AOY® TNG VTOKEIIEVNG VOGOV TOL acBevovg. )G ek TOVTOL, 1) TPOWPN
dtoKomn G Bepaneiog TPEMEL Vo OTOPEVLYETAL.

Ndrpro
To Brilique mepiéyet Atyotepo amd 1 mmol vatpiov (23 mg) avd d6om, dnA. eivar ovolaoTIKA
«ekevbepo vatpiovm.

4.5 Allemopacseig pe Ao QUPUOKEVTIKA TPOTOVTA Kol GALES HOPPEG AAMAETIOPOONG
H twcaryperopn eivar kupiog vrootpopa tov CYP3A4 kon nmog avactoAréog oo CYP3A4. H
TIKOYpEAOPT gival emiong VTOGTpO Ko 0c0gvig avacTtoréng TG P-yAvkonpwteivng (P-gp) kot

evoéyetan va av&avetl v ékbeon Tov P-gp vrootpopdtov.

Emdpdoelc @apuoKeLTIKAOV Kol GAA®V TPoidVIMV 6TV TIKOYPEAOPT

Avaoroleic tov CYP3A4

o Joyvpol avaotoleic tov CYP3A4 — Zuyyopnynon KetokovaloAng pe Tikoyperopn avénce
Crax Kot v AUC ¢ Tikaryperopng katd 2,4 kot 7,3 popéc, avtiotoryd. H Cmax kw1 AUC tov
dpaotikod petafolritn peimdnioy kotd 89% kot 56%, avtictoyo. Avapévetotl GALoL 1oyvpoi
avaotoAeic tov CYP3 A4 (khapiBpopvkivn, vepalodovn, prtovaBipn kot atalovafipn) va €xovv
TOPOUOLEG EMOPAGELG KO KOTA GUVETELD 1] TAVTOYPOVN YPNON IOYLPDOV AVUCTOAE®DY TOV
CYP3A4 pe ticoypehopn avrevdeikvotan (BAEme mapdypagpo 4.3).

o Merpior avaotoleic oo CYP3A4 — Zvyyopnynon oktialéunc pe tikoyperopn avéEnce ™ Cumax
™G TiKayperopng katd 69% kat v AUC katd 2,7 popés kot HEIWTE T1 Cuax TOL OPOCTIKOD
petaporitn katd 38%, evo n AUC mopépeve apetdpintm. Aev vripée enidpacn g
TIKOYPEAOPNG ot EMimEd SIATIOLEUNG oTo TAdopa. AAdotl péTplot avactoAeic tov CYP3A4
(.. aumpevafipn, ampemitdvn, epvdpopvkivn kot GAOLVKOVALOAT) OVOUEVETAL VO, EYOVV
TapOUOL ETIOPOCT) KO UTOPOVV ETIONG VO GLYYOPNYNOOVV LE TIKOYpEAOPT.

o Metd and Kafnpuepvn KOTavaAm®oT HEYAA®Y TOGOTHTMV YVUOV YKpEmepouTt (3x200 ml)
napoTnpnOnke po avénon g £xbeong oy Tikaypeddpn katd 2-popég. Avtod to péyebog g
avENUEVNG €KBEONC dEV AVOUEVETOL VOL ETVOL KAIVIKG GMUOVTIKO Y10 TOVG TEPIGGOTEPOVS
acOeveic.




Ernoywysic tov CYP3A

Xvyyxopnynon prpapmikivng pe tikoyperdpn pelwoe ™ Cmax ko v AUC ¢ Tikarypelopng katd 73%
kot 86%, avtiotoryo. H Cmax TOV dpaotikod petafoiritn ntav apetdpint kot n AUC peiddnke Kotd
46%, avtiotorya. Avapéverol aiiot enaywyeig tov CYP3A (m.y. powvvtoivn, kapPapalenivn kot
eawvoPapPiTdin) va petdvovuy eniong tnv £kbeon otnv Tikaypehdpn. H cuyyopfynon g
TIKAYPEALOPNG LE 1oYLpovg emaywyei Tov CYP3A pmopet va pewdoset v ékfeon Kot v
OTOTELEGULOTIKOTITO TNG TIKAYPEAOPNG KATA GUVETELD 1] TOVTOYPOVT PO TOVS LE TIKOYPELOPT) dEV
evBappOveTalL.

Kovxlooropivy (P-gp kou CYP3A ovaotoléog)

H ovyyopnynon kvkioomopivng (600 mg) kot tikarypelopng avéEnce ™V Cmax Kot Tnv AUC g
TIKaypeAOpNG Katd 2,3-kon 2,8-popéc, avtiototye. H AUC tov dpaocticod petaforitn avéndnke kotd
32% kot N Crax pHewmONKe katd 15% mapovsio kukhoomopivig.

Agv vrdpyovv dabécipa dedopéEva Yo TV TAVTOYPOVN (PNOT TNG TIKAYPEAOPTG LE GAAES SPACTIKEG
ovoieg o1 omoieg emiong ivar 1oyvpol avactoreic Tng P-gp kot pétprot avactolreig tov CYP3A4 (m.y.
Bepomaptiin, Kividivn) To onoio pmopel vo avéncovy v €kbeon otny Tikaypehdpn. Edv o
oLVOLACHOC deV PUTOPEL Vo ATOPELYOEL, 1 TOVLTOYPOVT XPTOT| TOVG TPEMEL VOL YIVETOL LE TPOCOYT).

Alla

KMvikég pedétec papuokoroykng aAANAETidpacng £€1Eav OTL 1] GLYYOPTYNON TIKAYPEAOPNG LE
nrapivn, evoamapivn kot AXO 1 deGUOTPESTivN deV glye Kapio ETidPAOT OTN PUPUOKOKIVITIKY TNG
TIKAYPEALOPNG 1] OTO dPaCTIKO HETAPOAiTN 1| otV ADP-gnaympevn cueomPeVOT) TOV AULOTETOA®Y GE
oUYKPION HE TNV TIKAypeAOPT povn TG Edv evdeivotot khvikd, papUokeLTIKd TpoidvTo To
HETAPAALOVY TNV AUOGTOCT) TTPETEL VO, YPTCLLOTOIOVVTIOL LE TPOGOYT GE CUVOVAGUO LE TNV
TUKOLYPEAOPT).

"Exer mapatnpnBeil kabvotepnuévn kon petopévn ékbeor o€ amd Tov 6TOUATOG 0VOGTOAEIG P2Y 12,
CUUTEPIAUUPAVOLEVIG TNG TIKAYPEAOPTG KOL TOV EVEPYOD peTaPoAitn TG, o€ acbeveic pe O mov
évafoav popoeivn (peiwon katd 35% oty €kbBeon oe Tucayperopn). Avth 1 aAANAETidpaoT HUmopel va
oyeTiCeTal Ue PELMUEVT] YAOTPEVTIEPIKT KIVITIKOTNTO KoL IGYVEL Kot 68 dAha omoedn. H khivikn
ocvoyétion etvor dyveotr, oAAE To dedOUEVE LTOONADVOLY TNV THAVOTNTO UEIDUEVNG
OTTOTELEGULOTIKOTNTOG TG TIKAYPEAOPNG o€ acheveic TOL GLYYOPNYOUVTOL TIKOYPEAOPT] KOl LOPOIVY.
Ye aoBeveic pe OZE, otovg omoiovg 1 poppivn dev pmopel vo amopevydel kot Oempeitar kpioyn 1
dpeon avaoctol Tov P2Y 11, umopel va e€etaotel 1 xpnom mapevieptkov ovactorén P2Y 1.

Enmdpdoeic e tikorypeAdpne 6€ GALGL QUPUOKEVTIKG TPOIOVTa,

Dapuokevtika wpoiovio wov uetoffolilovion ard o CYP3A4

o Juyfaoctativyy — Zuyxopnynomn Tikaypehopng pe opactativi avénoe ™ Cmax TNG
owPaoctativng katd 81% kot v AUC katd 56% kot avénce T Cmax TOL 0&£€0G NG
owPaoctativng katd 64% kot v AUC katd 52% pe kamoteg pepovapéveg avénoelg ioeg pe 2
€mg 3 popéc. Zvuyyopnynomn TiKaypeAdpNg Le 060€1g ouPactativng mov Eemepvovv ta 40 mg
nuepnoing propet vo TpoKaAESEL avemBOUNTEG EVEPYELEG TNG CLUPOCTATIVNG KOl TPETEL VOl
otofpilovtat Evavtt Tov duvnTIKoD 0PEAOVS. Agv vrpée emidpaot tng cfactativig oTa
emineda TG TIKaypeAOpNG 010 TAdoua. H Tikaypelopn umopel vo Exel mopOUOIEG EMOPACELG
o Aofactotivi. Aev GuVIeTATAL 1] TOVLTOYPOVT XPTOT| TNG TIKAYPEAOPNG e OOGELG
owPaoctativng 1 AoPactativng peyardtepeg and 40 mg.

® Aropfaotativy — Zuyyopnynon atopPoactativng kot Tikaypehdpng avénoe T Cmax TOV 0EE0C TNG
atopPaoctativng kotd 23% kot v AUC katd 36%. [apatnpndnkav mapdpoteg ovénoceig tmv
AUC 01 Cax Y100 6A0VG TOVG peTaforiteg Tov 0EE0C TG atopPfactativng. AvTég ot avENoELg
dgv BepodvTot KAVIKA O1LLOVTIKES.

o Tlopopown exidpaocn og dAleg otatives mov petaPforilovrar and o CYP3A4 de pnopei va
amoxielotel. Ot acBeveig otnv PLATO mov AdpPavoy tikaypehdpn Elafov pio motkidio




OTOTIVOV, YOPIG VO VTTAPYEL AVNOVYIO Y10 GUGYETION UE TNV OCPAAELN TOV GTOTIVOV GTO
93% g kooptg g PLATO mov Adppave autd 10 pOPUOKEVTIKA TPOTOVTA.

H twcayperopn givar riog avactoréag tov CYP3A4. Zvyyopriynon tikaypehdpng Kol VTOGTPOUATOV
tov CYP3A4 pe otevd Bepomentikd deiictn (onAadn olampion 1 aAKAAOELIN TG EPLGIPDOOVG
O6Avpag) dev cuvioTdtal, KaBmg 1 TiKaypehdpn Umopel va avénoet tnv £kbeon og avtd Ta
QOPUOKEVTIKA TPOIOVTAL.

Yroorpwuato P-gp (mepiloyfovousvav dryolivie, kvkAoomopivig)

Tavtoypovn yopnynom e Tikayperopng avnce ™ Cmax NG dryo&ivng xatd 75% kot tnv AUC katd
28%. Ta péoa katdtepa enineda dryo&iving avéndnkav nepinov katd 30% pe cvyyoprynon
TIKOYPEAOPNG, LE OPIOUEVES LELOVOUEVESG LEYIOTEG AVENGELS £G 2 Popés. [Tapovaia dtyo&ivig, 1 Crax
kot 1 AUC g Tikarypeddpng Kot Tov dpaotikod HeTafoAiitn Tng dev ennpedotnkay. Qg ek T0VTOV,
OULVIOTATOL KATAAANAN KAWVIKT KOUT EPYOCTNPLOKT TOPAKOAOVON G OTAY YOPTYOUVTOL TAVTOYPOVA. LIE
TIKOYPEAOPT] POPUOKEVTIKA TPoidVTO Pe 6TEVO BepamenTikd deiktn mov eaptdvton amd tnv P-gp,
OGS M dryo&ivn.

Agv vrdpyet Kopio eXidpaoT TNG TIKAYPEAOPTG OTA EMIMED TG KVKAOGTOPIVNG GTO aipla. Agv €xel
peietnOei n emidpaocmn g TikaypeAdpNg e GALa vTooTpdpoTa TG P-gp.

Daopuorevtird wpoiovio wov uetaforilovrar amo o CYP2C9

Zuyyopnynomn g TikaypeAdpg Le ToAPoutapion dev petéfade ta eminedo TAACHOTOG KAVEVOG OO TOL
dV0 PUPUAKEVTIKG TPOTOVTAL, YEYOVOG TO OTOI0 VTOONAMDVEL OTL 1) TIKAYPELOPN OV Eival aVOGTOAENS
tov CYP2C9 ko eitvan amiBavo va petafdrel To petofoAopd eapudkmy mov petafoiilovrol péow
tov CYP2C9 6mwg n Bappapivn kot 1 ToAfoutopion.

PocoovBacrtotivy

H tcarypeddpr pmopel vo, ennpedcel Tn veQPIKN amEKKPLIoT TG pocovPactativg, avéavovtag Tov
KIvOLUVO GLGCMPEVOT|G TNG POCOVPATTATIVIG. AV KOl O AKPIPNG UNYAVIGHOG dEV gival YVv®OTOG, G
OPICUEVEG TTEPITTAOCELS, 1| TOLTOYPOVT XPNOT| TIKOYPELOPNS Kt pocovPactativng odnynoe o€ peimon
™G VEQPIKNG Aertovpyiag, avénuévo eminedo kvdong g eocpokpeatvivng (CPK) kot
papoopvdrvon.

Amo Tov orouoroc avrticviinmrika

Zuyyopnynomn g TikaypeAdpng Le Aefovopyestpédn Kot atfuvikoiotpadiodn avénoe v €xbeon
otV aBvvidoloTpadioin tepimov Kotd 20% oA de HeTEPOAE TN POPUOKOKIVITIKY TNG
AePovopyeotpéAng. Aev avopEVETOL KAIVIKA OTLLOVTIKT ETIOPAGCT] OTNV OTOTEAECUATIKOTITO TOV 0T
TOV GTOUOTOG AVTICLAANTTIK®Y OTAV 1 AeBOVOPYESTPEAN KAt 1) ABuVIAOIGTPASIOAT GUYXOpNYOHVTOL
LLE TIKAYPEAOPT).

DopuakevTiKd TPOIOVTO TOV EIVAL YVWTTO OTL EXGYOVY Bpodvkapdio.

AOY® TG TOPOTAPNOTG KUPIMG ACVUTTOUATIKMOV KOIALOK®MOV TOVCEMV Kot Ppadukapdiog, TpEmet va
divetol mpocoyn 6tav yopnyeitar TikaypeAOPT TALTOHYPOVA LUE POPLOKEVTIKA TPOIOVTO TOL Elvat
YV®oTo 0Tt endyovv Bpadvkapdio (PAére mapdypaeo 4.4). Qot660, dev TapatnpnOnKay evoei&elg
KAVIKG GNUOVTIK®OV ovemiBountov evepyeimv ot dokiu] PLATO petd amd tavtdypovn yopnynon He
éva 1 TEPLOCOTEPT PAPUAKEVTIKA TPOIOVTO TTOL £Vl YVAOGTO OTL Endyouv Ppadvkapdia (.. 96% [-
OTOKAELOTES, 33% amOoKAEIOTEG OlVA®V acPeotiov dtAtialéun Ko Bepamapiin kot 4% dryo&ivn).

Aln towtoypovn Ospameio

e KMviKég peAéTeg, 1 TIKaypeAdpT| yopnynonie cuyvd pe AX0, avaotolelg avtiiog TpoTovimy,
OTOTIVEG, B-OMOKAEIGTES, OVOIOTOAELG TOV PETATPENTIKOD eViVpOL NG ayyelotacivig (MEA) kot
OVTOYOVIOTEG TMV VITOO0YEWDV AYYEIOTAGIVNG COUGMVA LE TNV OVAYKT TG CUVUTAPYOVGOG
KOTAGTOOTG Y10 LOKPOYPOVIL XP1oN Kot EMIONG e NTapivr), Nroapivn xoauniod poptokobd Bapovg Kot
evoopAEfrovg Gpllb/Illa avactoieic yio pikpd dtuotnuoto (BAEre Tapdypapo 5.1). Agv
nopoTnPENONKaY evOEIEELS KAVIKA GMUOVTIK®V OVETIOOUNTOV OAANAETIOPACE®DY LE ALTA TA
QOPUOKEVTIKA TPOIOVTAL.




H ovyyopnynon g tikaypelopng pe nrapivr, evo&amapivn 1 0eGLOTPESTiv OeV Elye eMidpaon GTOV
TPOGOI0PIGHO TOL YPOVOL gvepyomomuéVNg pepikng Bpopporractiving (aPTT), tov evepyomompévon
ypovov téng (ACT) 1 tov mopdyovta Xa. QoTt660, AGY® TOV SVVNTIKOV QOPUOKOSVVOLKOY
OAANAETIOPACEWVY, TPEMEL VAL HIVETL TPOGOYY] TNV TAVTOYPOVT] XOPTYNOT TNG TIKAYPEAOPNG LLE
(OPUOKEVTIKA TPOTOVTA TOV EIVOL YVOOTO OTL LETARAAAOVY TNV OUOCTAON.

AOY® avopopmv o€ avopaiieg deppatikig apoppayiog pe SSRIs (m.y. mapoletivn, oeptpaiivn kot
oItoAoTpdun), cvvictdtol Tpocoyn 6tav yopnyovviar SSRIs pe tikaypehdpn Kabmg avtd pmopel va
avénoet Tov Kivouvo yia apoppayic.

4.6 Tovipétnra, KONON KO Yolovyia
IMyvaikeg o€ oVaTOpOY®YIKN NAKIO

IMuvaikeg o avomapaymykn nkio TPETEL VA YPTGLLOTOLOVV KATOAANAC OVTIGCUAANTTIKA PETPO DOTE
VO OTOQVYOVV TIV YKVHOGUVN KaTd T d1dpkela g Oepameiog e TikaypeAdpn.

Kbnon

Agv vrdpyovv 1 elvol TEPLOPICUEVO TO OESOUEVA GYETIKA LE T YPNON TNG TIKAYPEAOPNG OE EYKVEG
yovaikeg. Meiéteg oe {da €de1&av avamapaywyikr To&ikotnta (PAéne ntapdypaeo 5.3). H
TIKOYPEALOPT) OEV TTPEMEL VAL YPTCLLOTOLEITOL KOTE T O1APKELD TG EYKVHOGVVIG.

Oniacuodc
To S00éc10 PappAKOSVVOUIKA/TOEIKOAOYIKA dedopéva and {da Exovv dei&el OTL 1| TIKaypeAOpN Kot

ot dpaotikoi petaforiteg g amekkpivovtol 610 YaAa (PAére mapdypaeo 5.3). O kivouvog yia ta
veoyévvnto/PBpépn dev pmopet va amokieiotel. [Ipénet va Anebel amdeacn yio T SloKom Tov
OnAaopov 1 ™ dokomn/amoyn and T Bepomeio pe Tikaypelopn Aapfdavovtag vIdyn To OPEALOG TOV
OnAocpov yio To modi kot To 0perog TG Bepameiag yo T yovaika.

Tovipdtra
H twcayperdpn dev eiye emidpaon ot yovipdmra o€ apoevikd kot Onivkd {oa (PAEne
Tapdypoeo 5.3).

4.7 Emopacels 6Ty tkavoTTe 0011YN61)G KOl (EIPIGHOD P UvVI|HaTOV

H tcayperdpn dev Exetl kopio 1} Y€l aoNUAVTY EXIOPACT] OTNV IKAVOTNTO 001YNONG KOt XEPICUOV
punyovnudtev. Katd t didpreta g Oepameiog pe tikaypeddpn, Exovv avaeepBei {aAn kot couyyvon.
Q¢ ek TovTOVL, acbeveic TOV EUPAVICOVY AVTA TO GLUTTONOTO B0 TPETEL VAL EVOL TPOGEKTIKOT KATA
TNV 001 YNNG M TO XEPIGHO UNYOVILLATOV.

4.8 AvemOOunteg evépyeleg

[epiinyn Tov TPoEiA acpdielag

To wpopik acpdrelng g Tikaypelopng a&loloyndnie oe dVo peydreg dokipég ekPacemv edong 3
(PLATO kot PEGASUS) o115 onoieg cupumepieinedncav nepiocdtepot amd 39.000 acbeveig (PAEme
napdypoeo 5.1).

Yt pedétn PLATO, ot aoBeveic o Oepameia pe Tikoypehopn elyov vymiotepn GuyvoTnTo
eppdviong dtakomng AOym avemBountov coppdviov Evavtt g KAomidoypéAng (7,4% évavtt 5,4%).
>t perkétn PEGASUS, ot acBeveig vrd Bepaneio pe Tikaypedopn eiyav vynAdteprn cuyvotnta
enedviong dlakomng AOY® avemBountov cupfdvimv ce cuyKplon pe T povobepaneio pe AXO
(16,1% y1o v tikoryperopn 60 mg pe AX0 évavtt 8,5% yuo ) povoBepamneia pe AZO). Ot cuyvotepa
avapepoOUEVEG avemBOUNTEG EVEPYELEG aobevdy mov Ehafayv TiKoypeAdOpN NTOV apLoppoyio Kot
dvonvola (Bréne mapdypapo 4.4).

AvemBounteg evépyeleg o€ popen mivaxo
Ot axo6AovBeg avemBOUNTEG EVEPYELEG £XOVV TPOGII0PIOTEL PETA ald PeAéTEG 1 £xoVV avopepbel petd
v KuKAopopia g tikoyperopng (Ilivaxag 1).




O avemBOunTeg evépyeleg mapatifevral copemva pe v Koatmyopio Opyoavikod ZucTtiUaTog Tov
MedDRA. Evtog kaBe Katnyopiog Opyoavikod ZueTiiotog ot avemBounteg evépyeleg ivat

ta&vounpéveg ava Katryopio cuyvotntag. Ot katnyopieg cuyvotntag opilovial GOUP®VO PE TNV
axolovdn cvvinkn: [Todv cuyvéc (=>1/10), cuyvég (=1/100 €wg <1/10), Oyt cvyvég
(>1/1.000 éwg <1/100), ondvieg (>1/10.000 ¢wg <1/1.000), mord ondvieg (<1/10.000), un yvootég
(0ev pmopovv va exktiunBovv pe Bdon ta dbéoipa dedopéva).

Mivakag 1 AvemBOunTeg vEPYELES VA GLYVOTI|TO KOL KATIYOPLd OPYEVIKOV

OLOTINOTOG
Katyopia
Opyavikov IMoAd ovyvég Yoyvég Oy ovyvég Mn yvooTtég
YVoTHNOTOS
Neomldouara Ayloppayieg
KoAonOn, kaxondn kou dyxov”
un kabopiouévo,
(mepriopfavovial
KOOTELC KO TOADTO0ES)
Adoapoyés Tov Awoppayieg & Opoupotikn
OLUOTOMTIKOD KO TOD | OUUOTOAOYIKTG Opopporevikn
Jeugpikod ovotiuotoe | Satapoync’ opevpa’
Adoapoyés Tov YnepevoicOnocio
OVOGOTOINTIKOD neprAapPovoprévon
OVOTHUOTOS ayyeloowdnuatog’
Adoapoyés Tov Yrepovpryoupia® Ovpikn
uetafoliouov kai e ApBpitida
Opéyns
Poylatpikés Xyyvon
010TOPaYES
Arozapoyés tov Z6éAn, Evdoxpaviokn
VEVPIKOD GOGTHUOTOS 2vyKomnn, apopporyio”
Kepahohyio
OpBoturcés Ayoppayio Tov
O10TOPaYES opBaApon®
Arozopoyég 100 wTo8 TAayyog Ayoppayio wtdg
xa1 Tov lofvpivBoo
Kapoioxes drotapayés Bpadvappodpia,
KoAmokothokog
OTTOKAEIGUOG
Ayyeroxég droTopayés Ynotaon
Arazopoyég tov Adonvou Ayloppayiec tov
OVATVEDOTIKOD OVOTTVELGTIKOV
OVOTHUOTOG, TOD OLGTNUATOC "
Owpaxo kor Tov
uecoBwpdxiov
Arozopoyég Tov Awoppayio tov | OmcBomepitovaikn
YOOTPEVTEPIKOD YOOGTPEVIEPIKOV | cupopparyio
coMva®,
Aldppora,
Nowria,
Avoneyia,
Avckototnta




Katyopia

Opyavikov IoAd ovyvég Yoyvég Oy ovyvég Mn yvooTtég
YVoTHNOTOS
Adoapoyés Tov Ymodopla n
O0EPUATOS KO TOD dEPUOTIKT
DTOAOPLOV 10TOD apoppoyia,
E&avOnpa,
Kvnoudg
Adotapoyég Tov Muwkég
UVOCKEAETIKOD opoppayiec’

OVOTHUATOS KL TOD
OVVOETIKOD 10TOD

Awozopoyés twv Ayoppayio tov
VEQPOV KO TV oVPOPOPOV
0VPOPOPWYV 00DV 00V
Arozopoyég Tov Ayloppayieg
OVOTOPOYWYIKOD QVOTOPOLY OYYTKOD
OVOTHUATOS KL TOD GLOTHHOTOC®
HOOTOD
Hopaxiivirég Kpeatwvivn
eetaoeig aiporog
avénuévn’
Kokawoeig, Ayloppayio
onAnTnpraceis kai petd omd
EMITAOKES emépupaon,
Oepamevtinav Metatpavpatik
AEIPLOLUDY éc oupoppayiec?

“70.X. QLLOPPOYio, OPELOUEVT] GE KAPKIVO 0VPOBOYOV KOGTNG, KOPKIVO GTOUAYOV, KOPKIVO TTaE0G EVIEPOV

By, avEnuévn téon exyupudoeny, avddpuUNTO CUATOME, apoppaytkT Siibeot

¥ Evtomtiotnke Katd Tn S1dpKela TG EUmEpiog HETA TV KUKAOQOpPio

% 01 GUYVOTNTEG TPOEKLYOY OMO EPYOSTNPLUKEG TaPOTNPGELS (AVENGELC 0VPIKOD 0EE0C GE >AVATEPO PLGLOLOYIKS Op1o,
£VOVTL TNG aPYIKNG TG KaTm amd 1 evtog Tov €0pOLG avapopds. AvEncelg kpeatvivng >50% omd v apyikn Tiun) Kot ot
v adpn cuyvoTNTA AVOPOPDV OVETIBLUIT®V cLUPAVTOV

€ LY. QULOPPOYL0. TOV ETMEPVKOTO, TOV AUPBANCTPOEDODS, EVOOEOGAa aoppayio

°t 1.y emiotadn, opoTTUON

¢ .. ovAoppayia, crpoppayia Tov opBov, arpopporyio YaoTPKoH EAkoug

LY. EKYOUOOT), SEPLLOTIKY OLHOPPOYin, TETEYXELEG

9 1.y, odpopOpo, pikn apopporyio

LTy, LoV, OLLOPPayIKT) KUGTITIOO0

Iy, KOATK ouptopparyiol, OpLoTOGTEP IO, LETEUUVOTOVGLOKT OLLOppOyio.

P 1y, LOAOTOC, HETOTPAVLATIKG OLULATOLO, HETOTPAVLLATIKY OLLOpPOyio:

¥ aBopunT, oxeTCOpEVN HE EMEUPOOT 1) TPOVHOTIKT] EVOOKPUVIOKT OLLOpPayio.

[eprypa@n EMALYUEVOV AVETIOOUNTOV EVEPYEIDV

Awoppayia

Evpriuara avopopixa pe oipoppoyixd emerodédio otny PLATO

To cvvoAikd amoteAéopota TG eninTmong apoppayiog ot perétn PLATO nopovsidlovtol otov
[Mivoka 2.

ivaxag 2 — Av@iven TOV GUVOMKAV aipoppayiov, ektipnocsis Kaplan-Meier otovg 12 pnfjveg

(PLATO)
Twayperopn | Kromdoypéin | Ty p*
90 mg o1g
NUEPNGIOG N=9186
N=9235
YvvoAkég Meilovec katd PLATO 11,6 11,2 0,4336
Meiloveg Oavatneopes/ Ametintikég yia ) {on 5,8 5,8 0,6988




katd PLATO

Meiloveg un oyetiloueveg pe CABG katd

PLATO 4,5 3,8 0,0264
Meiloveg un oyetiloueveg pe dlodkaoisg Katd

PLATO 3,1 2,3 0,0058
YvvoAkég Meiloveg + EAdooovec katd PLATO 16,1 14,6 0,0084
Meiloveg + ghdiocoveg pun oyeTllOpeVES e

dwdkacieg katd PLATO 3,9 4,3 <0,0001
Meiloveg katd TIMI 7,9 7,7 0,5669
Meilovec + EAdocoveg katd TIMI 11,4 10,9 0,3272

Opropoi KaTNYoPLAOV Hoppayiag

Mceilov Oavatneopa/Anetintiki Yo ™ (o1 Aypoppayio: Kiwvicd epeavig pe >50 g/L peioon g apoo@aipivig i
petayyion >4 povadwv gpubporuttdpmyv, 1 BavaTnedpa, 1 EVOOKPAVIOKT, 1] EVOOTEPIKOPIIOKT| HE Kapdlakd emmmpatiopnd,
He vooykoyukn katomAn&io 1 coPapny vrdtaoT oL amattel ToPdyovTeg AENONG TG TECNG TOV AUHATOG 1] XEPOVPYIKY
emépPoon.

Meilov Arn: Khavikd gpgavig pe 30-50 g/L peimon g aupoceatpivng 1 petayyion 2-3 povadov pubpokuttdpav, 1
TPOKOAOVGO CNULAVTIKY OVIKOVOTNTO.

ELldocwv Apoppayio: Amartel 1otpikr TopépPaocn TPOoKEWEVOD VoL GTAUATAGEL 1] VO AVTILETOTIOTEL 1] CLOppayio.
Meilov ampoppayio kotd TIMI: Khvikd eppavig pe >50 g/L peioon g aupoo@aipivng 1 evOoKpaviakn alopparyio.
EAldocwov apoppayio kard TIMI: Kl epeovig pe 30-50 g/L peimon g aipoc@aipivng.

*n Ty p vroAoyichnke amd povtého avoroyikdv kivdbveov tov Cox pe v opddo Oepameiog @G T HOVASIKY) EPUNVEVTIKY
(aveEbpmm) petafinm

H twcaryperopn kon 1 khomdoypérn de di€pepav 6to Tocootd e Meilovog
Oavatneopag/Aneiintikng yio ™ {on apoppayiog katd PLATO, tng cvvoiikng Meilovog
apoppayiog katd PLATO, g Meilovog arpoppayiog katd TIMI 1§ tng EAdocovog arpoppayiog Kotd
TIMI (ITivaxag 2). Qot660, gpeovicTnKay Teplocotepes cuvovaouéves katd PLATO Meiloveg +
ELdoocovec apoppayieg pe v TiIKaypehopn o€ GOYKPLoT UE TNV KAOTdoypEAT. Atyol acBevelg otnv
PLATO e&iyav Bavamedpa apoppayic: 20 (0,2%) ya tnv tikoyperopn kot 23 (0,3%) yio v
KAomdoypérn (PAEme Topdypago 4.4).

H nAicia, o ¢OLo, To BApog COUATOG, 1| PLAT, 1] YE@YPOAPIKT] TTEPLOYT], Ol GUVVTTAPYOVGES
KOTAOTAGELS, 1) SLYXOPNYOULEVT] Bepameia Kot TO 10TPIKO 16TOPIKO, GUUTEPIAAUPBOVOLEVOL
TPONYOULEVOD OYYELOKOD £YKEQPUAKOD EMEIGOSIOV 1] TAPOSIKOD 1GYALUKOD EXELGOSI0V, OEV
TpoEPreyav 00TE TN CLVOAIKY, OVTE TN Un oxetilopevn pe ddikaocieg katd PLATO Meilova
apoppayia. ‘Etot, kapio cuykekptév opdda dev avayvopioTnke VIO Kivouvo yio Kopio DVIToopddo
opoppoyiog.

Awoppayio oyxetilduevn pe aoptootepaviaio topaxapymn (CABG):

2t peiétn PLATO, 10 42% and tovg 1584 acbeveig (12% tng kodptng) mov vrofandnkav oe CABG
etyov MeiCova @avoatneopo/AnetAntikn ywo ) (on apoppayio katd PLATO ywpig dtapopd petald
TV opdd®v Bepaneioc. Oavatneopa apoppayio oyetilopevn pe CABG mapovoidotnke o 6
acBeveic og ke Oepamevtinn opdda (PAEne Topdypapo 4.4).

Awoppayia un oyetilopevn pe aoptootepoviaio mapdkapyn (CABG) ko pn oyxetilouevn pe
drodKaoieg:

H tcayperdpn kon 1 KAomidoypéin dev diépepav otn un oxetiiopevn pe CABG, katd PLATO
Meilova Oavatneopa/Areiintikn yo ) {on apoppayio, aArd 1 katd PLATO opilopevn Zvvolkn
Meilova, n Meilov katd TIMI ko 1 Meilwv + EAdocwv katd TIMI aipoppayia fTov mo cuyvég pe
™V TIKaypeAopT. Opoimg, 6tav apoaipednkay OAeg ol oxeTILOUEVEG e S10dIKAGIES aoppayies,
TEPIOGOTEPES ALOPPUYIEG TAPOVCLACTNKAY [LE TNV TIKAYPEAOPN OO O,TL LE TNV KAOTIOOYPEAN
(ITivakag 2). H dwakomn g Bepaneiog eEantiag tng pun oyetilopevng pe dodikacieg opoppoyiog oy
O GLYVY Y10 TNV TIKAypeAOpT (2,9%) and 6,11 yio v Khomdoypérn (1,2%, p<0,001).

Evdoxpaviakn opoppayio:

Ymip&av mo ToAAEG un oxeTILOUEVEG LE O1001KAGIES EVOOKPUVINKES OLLLOPPAYIES LLE TNV TIKOYPEAOPN
(n=27 apoppayieg o 26 acbeveic, 0,3%) amod 6,11 pe v KAomdoypérn (n=14 apoppayieg, 0,2%),
amo Tig omoieg 11 arpoppayieg pe Tikaypehopn kot 1 pe khomdoypédn nrav Bavatneopes. Agv vanpye
dpopd 0TI GUVOMKES Bavatneopeg apoppayies.
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Evpriuora oyenilopevo e onpoppayixa. emeioooia oty ueiétn PEGASUS

H ocvvolikn éxBaon tov apoppaytkdv enelcodiov otn peiét PEGASUS napovcidletor otov

ITivaxa 3.

Mivaxag 3 — Ava@iven 6uvoMK®V aipoppayi®dv, ektipoelg Kaplan-Meier otovg 36 pijveg

(PEGASUS)
Twayperopn 60 mg oig MovoOgponcio
nuepnoing + AXO AXO
N=6958 N=6996
Avaloyia
Tehké Inpeia Acpalerag KM% Kwdivov KM% Twn p
(95% CI)
Katnyopieg apoppoyidv kota TIM
2,3 2,32 1,1 <0,0001
Meilovec katd TIMI ’ (1.6 8’ 321 ’ ’
, 0,3 1,00 0,3 1,0000
BOavatneopeg (0.44,2.27)
0,6 1,33 0,5 0,3130
ICH (0,77,2,31)
, , , 1,6 3,61 0,5 <0,0001
Aldeg Meiloveg katd TIMI (231, 5.65)
3,4 2,54 1,4 <0,0001
M 4 7 E)\l 7 r TIMI b b b b
elloveg 1| EAdocoves katd (1.93.3.35)
Mzeilovec 1 ELdoooveg 1 mov 16,6 2,64 7,0 <0,0001
Amo1todv 10TpIKn epovTida KoTd (2,35,2,97)
TIMI
Katnyopieg apoppayrdv kot PLATO
, . 3,5 2,57 1,4 <0,0001
Meiloveg katd PLATO (1.95.3.37)
Oavatneopes/ ATenTikég 2,4 2,38 1,1 <0,0001
v ™ Lom (1,73, 3,26)
Aldeg Meiloveg Kotd 1,1 3,37 0,3 <0,0001
PLATO (1,95, 5,83)
, ;o . 15,2 2,71 6,2 <0,0001
Meilovec | EAdocoveg kotd PLATO (2,40, 3.08)

Opopoil KaTNYoPLOV alpoppayiag

Meilov apoppayio katd TIMI: Gavameopa apoppayia, 'H onotadnmote evéokpaviakt awpopporyio, H khvikd epeavi
onueia opoppayiog cvoyxeTilopeva pe ttdon g apooearpivig (Hgb) >50 g/L, 1 edv dev givan dwobéoun 1 i Heb,

nrdon tov apatokpitn (Het) koard 15%.

OavatTnEopa: ayoppayikd TGOS0 TOV EMEPEPE Gpesa Tov Bavato evtdg 7 nuepmv.

ICH: Evdoxpavioxm ayoppayio.

Al Meilov katd TIMI: Mn Oovotnedpa pn evdokpaviakn Meillwv apoppayio kotd TIML

ELldocwv katd TIMI: Kl epeavig pe peioon tng aproogatpivng kord 30-50 g/L.

TIMI ov Aronrei wtpuar) povtida: Araitei mapépPaon, 'H npokadei voonieio, H avaykn dpeong a&ordynong.
Meilov Oavatn@opa/amerdintiki Yo ™ (o1 katd PLATO: Govamedopa ayoppayio, H omotadnmote evookpaviokn
awoppayio, H gvdomepikapdioxt pe kapdiokd enmopoticpd, H pe vrooykayuks kotominéio 1 cofapn vndtacn mov
amottel Topayovteg mov avéavouvy v migon/votpoma 1 xelpovpykn enépPaon H eivar khvikd epgavig pe peioon mg
apoo@atpivg kotd >50 g/L 1 petdyyion >4 povadwv epudpokuttdpoy.

Al Meilov katd PLATO: [Tpokolovoa onpavtiky ovikavomto, H khvikd epeavng pe 30-50 g/L peioon g
ayoopatpivng, 'H petdyyion 2-3 povadwv epubpokuttdpav.

ELldocwv katd PLATO: Anottel wotpikn] Topépupoon TpoKeEVOD VoL GTAUOTHCEL 1] VO AVTILETOTICTEL 1] GULOPPOYid.

¥t pekétn PEGASUS, n cuyvotnta g Meilovog arpoppayiog katd TIMI yo tnv tikoyperopn
60 mg 561G nuepncing NTav vyMAdTeEPN art' 6Tt yio T povobepaneia pe AXO. Aev mapotnprOnke
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avENpéEVog Kivouvog yia Bavatneopa aipoppayio Kot Tapatnpndnke povo po pikpr ovénon oe
EVOOKPOVIOKEG auploppayiec, o€ oOyKplon pe tn povobepaneio pe AXO. Yrip&av Aya Bavatneopa
apoppayikd enelcodia ot perétn, 11 (0,3%) yuo v tikaypeiopn 60 mg kot 12 (0,3%) yuo
povoBepamneio pe AZO. O mapatnpovpevog avénpévog kivouvog Meilovog atpoppayiog katd TIMI pe
Vv TIkarypedopn 60 mg opelldTay Kuplog oe VYNAOTEPT cvyvoTnTa TV AAA®mv Melovav kotd TIMI
OLOPPAYL®V 00N YoVpEV®DV 0mtd cupuBdavta oty Katmyopia Opyavikod ZueTiUatog Tov
YOGTPEVTEPIKOV.

AvEnuéveg popeég arpoppayiog mapopoteg pe tic Meiloveg katd TIMI napatnprnkay yuo Tic
Katnyopieg aoppayidv Meldvov 1 Ehaccovav katd TIMI, Melovov katd PLATO ka1 Meilovov
N Eloocoovev katd PLATO (BAéne ITivaka 3). H dwaxonn g Oeponeiog Aoym apoppayiog nrov
oLYVOTEPT UE TNV TIKayperdpT 60 mg Evavtt Tng povobepamneiog pe AXO (6,2% xat 1,5% avtictoya).
H mhelovotnta autdv TV apoppayidv Ty pkpotepns coPapdtnrag (katnyoplonomdnkayv wg TIMI
ov Amatovv 1otpikn Oepaneia), m.y. enioTadn, LOAMTEG KOL OLULOTOLOTOL.

To wpopik cpoppayidv g Tikayperdpng 60 mg Nrav 6tabepd oe dSdpopec TPokaBoPIoUEVES
VIOOUAdES (Tr.). ava nAwcio, OAO, BAPOG, PLAT, YEOYPUPIKT] TEPLOYN, CVVOOEC TAONGELS, TAVTOYPOVN
Bepaneio ko 10Tpkd 10T0p1Kod) Yo apoppoayiec Meiloveg kotd TIMI, Meiloveg 1 EAdocoveg Kotd
TIMI kou MeiCoveg katd PLATO.

Evdoxpaviakn apopporyio:

AVTOHOTES EVOOKPOVIOKES OLLOPPAYIEG AVAPEPONKOY GE TAPOLOLN TOGOCTA YO TNV TIKAYPEALOPT

60 mg ka1 tn povobeparneio pe AXO (n=13, 0,2% kot 6115 600 BepanevTiKég OpUAdES).
Metatpavpatikéc Kot oxeTilopeves e O10d1Kacieg EVOOKPAVIOKES apoppayieg £det&av pupr ovénon
pe t Bepaneia Tikaypeddpng 60 mg, (n=15, 0,2%) évavtt tng povobepamneiog pe AZO (N=10, 0,1%).
Yrqp&av 6 Boavatneopeg evookpaviakég alpoppayieg pe v tikaypedopn 60 mg kot 5 Bavatnedpeg
EVOOKPOVIOKEG atpoppayieg pe tn povobepaneia pe AXO. H cuyvotnto epnedviong evOoKpaviokng
alpoppayiog NTav yopnAn Kot otig 000 opddeg Bepameiog deSO0UEVNG TNG OTLULAVTIKIG CLUVVOCT|POTNTOG
kot v KA napaydviov kivddvov atov vmd perétn minbuopo.

Adorvoie.

Avornvola, pia aicOnomn dvokoriog oty avamvon, £xet avapepbel and acbeveic vd Bepaneia pe
Tikaryperopn. X perétn PLATO ta avemBounta copfdvia dvenvolag (duemvola, SLGTVoLa KoTd
™V Npepia, 600TVOL0 PETA 0O KOTWGT), SVCTVOLN TAPOEVGUIKT VOYTEPIV Kol VOYXTEPIVY] OVCTVOLLL),
otav cvvdvaoTtrkay, ovapépnkay omd to 13,8% twv aclevov vid Bepaneio pe TiKoypeAOpN KOl 0O
10 7,8% twv acBevav vd Oepaneia pe kKhomdoypéAn. Xto 2,2% tov acdevaov mov rafav
Tikaryperopn kot oto 0,6% exeivaov mov Elafov kKhomdoypédn ot epevvntég Beddpnoay 6tTL 1 dvemvola
oyetileTor autioAoyka pe tn Oepaneio ot perétn PLATO, eved Alyo mepiotatikd ftay cofopd
(0,14% twcayperopn ko 0,02% khomdoypéln), (PAéne mapdypaeo 4.4). Ta tepiocdtepa avapepbivta
CUUTTOUOTO SVOTVOLNG TAY N £0G LETPLO OE EVTOOT] KOl TA TEPICTOTEPA AVOPEPONKAY MG EVa
LLOVIPEG EMEIGOOL0 OAUECHOG PETA TNV Evapén g Bepaneiog.

g oLYKpLoN Pe TNV KAOTIS0YPEAT|, ot acBeveig pe doBuo/XAIT vrd Bepaneio pe Tucoypelopn pmopet
va £rouv avénpévo kivovvo gupdviong un cofapnig dvomvolag (3,29% tucaryperopn évavtt 0,53%
KAomdoypéAn) kot coPapng dvonvotag (0,38% tikayperdpn Evavtt 0,00% khomidoypéhn). Ze
amOAVTOVG OPOVE, 0 Kivduvog MTay VYNAGTEPOG 0l TO GLVOALKO TANBvoud g PLATO. H
TIKOYPEAOPT TIPETEL VO YPT|CLOTTOLEITAL LE TPOGOYT o€ acBeveic pe 1otopkd dobpatog kaun XAIl
(BAéme mapdypago 4.4).

[epinov to 30% TV enelc0diny vioywpnoav péca o 7 nuépes. H pedétn PLATO copunepiédafe
acBeveic mov elyav cvueopn Tk Kapdiokn averdpkeio, XAIl 1 dobua oy évapén. Avtoi ot
acBeveic kot o1 nMKIOPEVOL HTaY 0 TOAVO VoL avaPEPOVY SVGTVOLL. XTNV TEPITTMOT TNG
TIKaypeEAOPNS, T0 0,9% TV acbevav diékoye T0 PAPROKO TNG LEAETNG AOY® dVOTTVOL0G, GE GUYKPLOT
pe 1o 0,1% mov AdpPave kKhomdoypédn. H vynidtepn cuyvotnta epnpdvions 60omvolag pe v
TIKOYpeELOPT O oyetileTan e véa 1 EMOEVOVUEVT KOPILOKT 1] TVEVUOVIKT VOGO (BAETE Tapdypapo
4.4). H ticaryperdpn dev ennpedlet Tig SOKILAGIES TVEVUOVIKTG AglTovpyiog.



¥t pekétn PEGASUS avaeépOnie dvonvola oto 14,2% tav acBevav mov Erafav tucayperopn

60 mg 581G nuepnoing kot 610 5,5% TV acbevdv tov Eafav povobepamneia pe AXO. Onwg otnv
PLATO, 1 ovyvotepa avaeepdpevn dVemvola NTav NILag Emg LETPLag vtaong (PAéme

napdypoeo 4.4). Ot acBeveig o1 omoiotl avépepav dOoTvola £TEvay va glval HEYOADTEPOL 08 NAKi Kot
elyav ovyvotepa dvonvola, XAIl 7 dobua katd v Evapén.

Topoxlivikéc eletaoeic

Avénoeig ovpikov o&éog: X pehétn PLATO, 1o ovpikd 0&p otov opd avénbnke oe enimeda
VYNAOTEPO OO TO AVATEPO PLGIOAOYIKO Oplo 670 22% TV 0chevdv Tov Adupavay TikaypeAdpn o€
ovykpion pe 10 13% twv acBevav mov Adpfovay kKhomdoypéin. Ta avtictoyo T0c00Td GTNV
PEGASUS 7tav 9,1%, 8,8% xot 5,5% ywo tnv tikaypehdpn 90 mg, 60 mg Kot T0 EIKOVIKO QpAPLLOKO,
avtiototya. H péon tun tov emmédmv tov ovupikod o&€og atov 0pd awénbnke nepintov katd 15% pe
TNV TIKAYPEAOPT GE GUYKPLOT e TTEPImOL KoTd 7,5% pe TNV KAOTIO0YPEAN Kot LETE TN S10KOTT TG
Oepaneiog, petmbnie mepimov katd 7% yio TV TIKOYPEAOPT ALY dev TapoTnpOnke peiwon yo TNV
Khomdoypén. X uerétn PEGASUS, swamotmbnke avaotpéyiun avénon g péong Tipng tov
EMMESWV 0LPLKOV 0EE0G GTOV 0po Kt 6,3% kot 5,6% yo v Tikayperopr 90 mg kot 60 mg,
avTioTo 0, GLYKPITIKA e peimon katd 1,5% oty opdda Tov 1KoVIKoD QApUAKOL. XTr HEAET
PLATO, 1 cuyvotnta epeaviong ovpikng apbpitidog ntav 0,2% yio v tikayperdpn Evavt 0,1% yuo
Vv KAmdoypéAT. Ot avtioTolyeg cuyvotnTeg Yo TNV ovpikt| opBpitida ot perétn PEGASUS ftav
1,6%, 1,5% kot 1,1% yio v tucaryperopn 90 mg, 60 mg kot To EKOVIKO PAPUAKO, OVTIGTOLY.

Avapopd ThavoAoyoLUEVOV OVETBVUNTOV EVEPYELDV

H avagopd mhovoroyodpevov avemBOUnNToV evePYEL®V HETA amd TN YOPNYNOT AOE10C KUKAOPOPIaG
TOV POPUAKELTIKOD TPOidVTOG etvar onpavtiky. Emitpénetl n cvuveyn mopoakorobbnon g oxéong
0PEAOVG-KIVOUVOU TOL POPUAKEVTIKOD TPOIOVTOG. ZNTEITAL O TOVG EMAYYELLOTIES VYEiOG VOl
OVOPEPOVY OTTOIEGONTOTE TOOVOLOYOVUEVES OVETIBVUNTEG EVEPYELEG LECH TOL EBVIKOD GLGTILOTOG
avagopdg mov avaypdoeetal oto [Hapdptnua V.

4.9 Ymnepdooolroyia

H twcayperdpn elvan kadd avektn og epdmag d6celg péypt kot 900 mg. H yaotpevtepikn| to&ikotnta
NTav S0COTEPLOPICTIKY G pia LEAETN avénong g epanas d0omg. AAAES KAVIKA CTILOVTIKEG
avemBOUNTEG EVEPYELEG TOV PTOPEL VO ELPAVIGTOVV LE TNV VITEPOOGOAOYIN TEPIAAUPAVOVY SVGTVOLL
Kot KoMokég mavoelg (BAEne mapdypago 4.8).

Y mepintmon vepdocoA0Ying, Oa UTOPOVCAV VO ELPAVIGTOVV O OVATEP® TOAVEG AvETBOUNTES
evépyeleg ko Ba mpénet va e&eTaleton 1 mEPINTOON TOPAKOAOVONONG [LE NAEKTPOKAPIIOYPAPTLLAL.

Eni tov mapdvtog dev vmapyel YvooTO 0vVTIOOTO Y10 VO, AVOCSTPEWEL TIG EMOPACELS TNG TIKAYPEAOPNG,
KoL 1] TIKOypeAOPT) OEV amopaKpOVETAL [LE aptodtdAlon (PAéne Tapdypapo 5.2). H Bepaneia Tng
vepdocor0Yiog TPEMEL Vo 0KOAOVOEL TIC Kabiepopéves Tomiég wTpikcég Tpaktikés. H avapevopevn
emidpaon g vVePPOAIKNG dOONG TIKAYPELOPNG VAL 1] TAPATETAUEVT] OEPKELD TOV CLLLOPPAYLKOD
KvoUVOL oL GYETICETOL PE TNV OVOOTOAN TV aipontetaAiov. H petdyyion aponetodmv givan
aniBavo va £xel KAMviko 0pelog og aobeveig pe arpoppayia (BAéne Tapdypapo 4.4). Av TopovclooTel
alpoppayia, TpEmel vo AneHovV GAAN KOTAAANAC VTOGTNPIKTIKA HETPAL.

5. OAPMAKOAOI'TIKEX IAIOTHTEX

5.1 ®@appokodvvopikés 1016TNTEG

DdappokobepoamentiKn Katnyopio: AvVacTOAEIS TG CLCCHPEVONG TOV ALUOTETAAIWDV EENPOVUEVG TNG
nrapivng, koduog ATC: BO1AC24

Mnyoviouog dpdong
To Brilique mepiéyet Tikoyperopn, LEAOG TNG YNUIKNG TAENS TV KUKAOTEVTUAOTPLALOAOTL PYUOIVOV
(CPTP), n oroia givol amd TOL GTOUATOG, AUECTG OPACTG, EKAEKTIKOG KOl AVASTPEWILO CUVOEOLEVOG
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aVTOYOVIOTNG TOL VTodoyEd P2Y 12 kot 1 ool epmodilel Ty pesorafodpevn and o ADP ko
eCaptopevn and Tov P2Y 1, evepyomoinon kot cueompevon TV aiponetariov. H tikoypelopn dev
eumodilet tn ovvdeon tov ADP, aAld dtav cuvdéetan pe tov P2Y 1 vrodoyéa epmodilel tnv
emayopevn and 1o ADP petoywyn onpotog. Kabmg to arporetdiio coppetéyovy oty Evapén Kovn
v e£EMEN TV BpouPOTIKGOV EMTAOKMV TNG 0BNPOCKANPOTIKNG VOGOUL, 1] AVOGTOAN TNG AEITOVPYING
TV apomeToriov €xel amoderybel 6T permvel Tov kivouvo KA eneicodiov, 0ntmg o Bdvartog, to EM 1
TO AYYEWKO EYKEQPOAMKO ENEITOO10.

Emiong n tikayperdpn av&avel ta tomkd exinedo TG EVO0YEVOVG AOEVOGIVIG OVUCTEALOVTOG TO
petapopéa e£looppomNoNG GVYKEVIPOCTE®MY Voukieoodimv-1 (ENT-1).

H tcaryperdpn €xet tekunpiobel 61t av&avel Tic axoAovhes eTayOUEVEG amd TNV AOEVOGIVY EMOPACELS
o€ vy dropa Kot o€ acbeveig pe OXX: ayyelodl0oToAN (LETPOVUEVT OO TIG AVENCELS TG
oTEQOVIOING PO TOL aipaTog o€ vYieic eBedovtég kot acbeveic pe OZE, Ke@OAOAYin), AVOGTOAN TOV
aponeTaAiov (o€ oAMko aipa avOpdmov in vitro) Kot dvcrvoln. Qotdc0, 1 oxéon petatd Tmv
TOPATNPOVUEVAOV AVENCEMV TG 0OEVOCTVNG KOl TOV KAVIKOV ekPBacewv (mT.y.:

Voo pOTNTO-OvNCIUOTNTA) dEV £XEL SIEVKPIVIOTEL CAPAG,.

Dapuokodvvotkéc EmMOPACELS

Evapén e dpdonc

Ye aobeveic pe otabepn otepaviaio voco (XN) vrd Bepaneio pe AXO, 1) TIKOYPELOPT EMOEKVOEL
Tayelo Evapén TG GOPLOKOAOYIKNG OPAong OTMG EMOEIKVIETAL OO TN LEGT] VOGTOAN TNG
GLGGMPEVOTG TV UUOTETAAIDV Yo TNV TIKoypeLopn ot 0,5 dpa petd amd 180 mg d6om eoOpTIoNg
katd wepinov 41%, pe PEYIOTN OVOGTOATN TNG CLGCOPEVOTG TV OHOTETAAIY 89% oTig 2-4 dpeg
Hetd tn oo, 1 onoia dtatnpeitotl petaly 2-8 wpav. To 90% tov acbevov glye TelMkd Pabuo
OVOOTOANG TG CLGCMOPEVCOTG TV OUOTTETAAIV >70% evtdg 2 wp®dV HETA TN dOO.

Topélevan tnc dpaonc

Edv mpoypappatiletor emépfoon aoptootepoaviaiog TopaKapuyngs, o Kivouvog atpoppoyiog pe
TIKOYPELOPT EIVOL AVENIEVOG OE GUYKPLOT LE TNV KAOTLO0YPEAT, OTAV S1OKOTTETAL LEGH GE ALYOTEPO
amo 96 mpeg mpv amd TV enépPoon.

Aedouéva oldoync Ospomeioc

H aAlayn Bepaneiog and kKhomdoypéin 75 mg oe Tikaypehdpn 90 mg d1g nuepnoing Exel g
OTOTELEC O OOAVTY aVENON TG AVOGTOANG TNG XvoomPELOTg TV Alponetalov katd 26,4% ko
oAdoyn and TIKaypeAOPT o€ KAOTOOYPEAT EXEL WG OMOTEAES U OTOAVTN Uelmon TS AVOGTOANG TNG
Yvoompevong tov Alponetoiiov katd 24,5%. O acBeveig umopovv va adha&ovv Bepomeio amod
KAOTO0YPEAT O TIKAYpEAOPT| Y®PIG SLOKOTN TNG OVTIOHOTTETAALNKNG dpdong (PAEme mapdypapo 4.2).

Klvikr) onote ecpatikdTnTo Kot 0oQAIAELL
H xhwvicn texpnpimon yio Ty o0ToTEAECUATIKOTNTO KOt TV 0CQAAELY TNG TIKOYPEAOPTC TPOKVTTEL
a6 600 doKIpéG paong 3:

o Tn perémn PLATO [PLATelet Inhibition and Patient Outcomes], puo GuyKpion g
TIKOYPEAOPNG EVAVTL TG KAOTOOYPEATG, OTTOV KOt O1 dVO YopMynOnkav oe cuvdvacuod pe AZO
Kot GAAN KaBiepopévn Bepaneio.

e Tn perétn PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients], pua cOykpion g TikaypeAdpng o€
ocuvovacpod pe AXO évavtt povobepaneiog pe AXO.

Melétn PLATO (O&éa Zrepaviaio 2ovipoua)

H perétn PLATO ocvunepiédafe 18.624 acbeveig o1 onoiol mapovoidotniay evidg 24 opav amd v
évapén tov couTTONATOV 0oTabobs otnBdyyne (UA), epepdypatog tov puokapdiov ywpig avacmaon
tov Swwotpotog ST (NSTEMI) 1 epepdypotog tov pookapdiov pe avdomoon tov dtuotpotog ST
(STEMI), kot 01 070101 OVTIHETOTICTIKAY OpYIKO QUPHOKEVTIKA 1) LLE SIUOEPUIKT GTEQAVICIOL



napéupaon (PCI) 7 pe CABG.

Klwikn aroteleouotixotyro,

Yuyyxopnyobuevn kadnuepvd pe A0, n Tikaypeddprn 90 mg dV0 PopEG NUEPNGIMG NTAV AVATEPT TOV
75 mg nuepnocing KAomdoypéAng otny TpodANYN Tov cvVOETOL KataAnkTikoy onueiov KA Oavatov,
EM 1] ayyelokob eykepolikov eneicodiov pe T dlapopd vo dtapoppdvetal amd tovg KA Bavdatovg
kot to EM. Ot acBeveic éhafav d6om @optiong 300 mg khomdoypéing (mbavov 600 mg av
vroPAnOnkav oe PCI) 1 180 mg tucarypehopng.

To amotédeopa epeoviomnke vopig (Leiwon Tov amdivtov kivdvvov [ARR] 0,6% ko peiwon tov
oyetikov Kvovvov [RRR] 12% otig 30 nuépeg), e otabepn enidpaocr g Oepaneiog yio 6o to
dtotnpa twv 12-punvaov, odnyovtag oe ARR 1,9% 10 ypovo pe RRR 16%. Avtd vrodnidvel 0Ti
o®oTN TPOcEYYlon, amottel Oepaneia acbevav pe Ticaypelopn 90 mg 500 popéc Nuepnoimg Yo

12 pnvec (BAéne mapdypoeo 4.2). H Bepancia 54 acBevov pe OZE pe ticarypehopn avti yuo
Khomdoypéin Ba amotpéyet 1 abnpobpopfotikd coppapa, n oe Bepancio 91 acbevov Bo amotpéyet
1 KA 8dvaro (PAéme Zynua 1 ko [ivaka 4).

To amotédeopa tng Bepameing pe TucaypeAOPN EVOVTL TNG KAOTIOOYPEANG TOPAUEVEL TO 1510 Y10l TTOAAEG
VTOONAdEG acBevadv cuumepAapfovopréVoy Tov BAPOVS, TOV PHAOV, TOV LTPLKOD IGTOPIKOV Y10l
ocaKyopmOTN S10PNTN, TOV TAPOSKOV IGYULUKOD ETELGOSIOV 1 TOL LT CUOPPAYIKOD Oy YELOKOV
EYKEPUAIKOV EMEIC0O10V, 1 TNG EMAVAYYEIDONG, TV GLYYOPTYOVUEV®V Bepaneldy Tov TeEPAaBavouy
nrapivn, Gpllb/Illa avactoAeig kot avactolelg aviiiog Tpotoviov (PAEme mapdypapo 4.5) 6mwg Kot
™G TEAKNG S1dyvwong Tov evoelkTikov ouuPavtoc (STEMI, NSTEMI 7 UA) kabmg kot tng
EMOOKOUEVNG DEPUTEVTIKNG TOPELOG KATE TNV TLUYOOTOINGT) (ETEUPATIKY 1] QAPUAKEVTIKN).

Mia acBevmg onuovtikn Bepamevtikn aAAnAeniopacn Topatnpninke pe Baon Ty meployn, OTOV VD
1 avaAoyio kvdvvov (HR) yia 1o k0plo katadnktikd onueio eivat vaép g TikarypeAopng Yo Tov
VIOAOUTO KOGLO, gival VEP TNG KAOTOOYPEANG ot Bopeto Apepikn, 1 omoio avTimtpocmmedel
nepinov 10 10% tov cuvoAkod TANBucsoD Tov peletOnke (Tipn p ahAnAienidpacnc=0,045).
Atepgovnticég avaAboelg vrodetkvoouy pia mihavr cuoyétion pe ™ d6on AXO kabag Tapatnpndnke
LEW®UEVT] OTOTEAEGUATIKOTITO TNG TIKOYPEAOPNG e avEavoueves doaelg AX0. O xpovieg NUePNOLES
d0ce1g AXO mov Ba cuvodebouvv TV TIKaypeAOp TpEnet va etvor 75-150 mg (BAEme maparypdpovg
4.2 xon 4.4).

To oynua 1 deiyver tnv ektipnon Tov Kivdhvov Yo TV TPOTN ELEAVICT] OTOI0VINTOTE GLUPAVTOC GTO
oLVOETO KOTOANKTIKO ONUEID OMOTEAEGUATIKOTNTOG,



Xypa 1 - Avaivon koprov Kmvikob cvvleTov katainktikov onpeiov KA 8avatov, EM ko
ayyELoKoU eyKe@aikov exgrcodiov (PLATO)

1 3 ————  Tikaypehdpn (T) [EE4/0335]
————-  KAhomdoypéAn [ [ 10145 9291]
1 24
== 11,679
114 R %
s 1Y =TT 9,80%
§ 9 4 _,_,..--d"'_'-.' /F_J.,—f_/_/_/_r_
s & T
< =
8 7 -
Q
< £
e 5
1)
(e}
g 4
C
3
2 4 HR 95% ClI TIPA-p
1 4 T vs C 0,84 0,77, 0,92 <0,001
oA
0 =4 120 1680 240 300 360
Aobeveig o€ kivduvo Huépeg ammd tnv TUXaIoTTOinoN
T 9333 29628 2460 a2149 6743 161 4147
[0y 9291 25821 2262 21 24 EES0 50096 4074

H tcayperdpn peiwoe Ty eLeAvIoTn TOV KUPLOV GHVOETOV KOTAANKTIKOD GNUEIOV GE CUYKPIOT e TNV
KhomidoypéAn kot otoug 600 mAnBvopovg UA/NSTEMI kor STEMI (Ilivaxag 4). Katd cuvéneia, to
Brilique 90 mg 61 nuepnoing oe cuvdvacud pe younArn 66on AXO pmopel va yopnyn0el oe acOeveig
pe OXX (aotadn o Oayyn, Epepaype tov Mvokapdiov ywpig avaonaon tov daotipatog ST
[NSTEMI] /' Epgpaypo tov Mvokapdiov pe aviaomtaon tov dtactipatog ST [STEMI])
CLUTEPTAAUPOVOUEV®Y 0GOEVAOY TTOV AVTILETOTILOVTOL POPHOKEVTIKA, KOl EKEIVOV TOV
avtipetoniCovron pe dradeppukn| otepaviaia mopépuPacn (PCI) 1 pe aoptoote@aviaio TopaKopymn

(CABQG).
ivaxkag 4 — Av@iooen KOplov Kot SEVTEPEVOVIOV KATUM|KTIKAV CNUEIOV ATOTELECPUOTIKOTTAS
(PLATO)
Tuayperopn Kko;r;ﬁoyps)n]
90 mg o1g d;;l%g
epnoio , ARR* RRR* (%) ,
(?/f,1 up;lﬂavsigg nuepnoios (Yo | o ey | (959, cry | TP
BE GORPana) uc’()avag pe
N=9333 cvnpopa)
N=9291
Kopdiayyeltakdg Odvatoc,
EM (g&apeitan 10 clomnro
EM) 7 ayyelokd 9,3 10,9 1,9 16 (8, 23) 0,0003
EYKEPAAKO EMEIGOO10
[Ipdbeom yw
emepPoTin 8,5 10,0 1,7 16 (6, 25) 0,0025
OVTILETAOTION
[Ipdbeon yu
QOPUOKEVTIKN 11,3 13,2 2,3 15(0,3,27) | 0,0444°
OVTILETAOTIO)
Kopdiayyetakdg Odvatog 3,8 4,8 1,1 21 (9, 31) 0,0013
EM (e€apeitan 10 clomnio 5,4 6,4 1,1 16 (5, 25) 0,0045




EM)?

Eykepoalkd encic6010 1,3 1,1 -0,2 -17 (-52, 9) 0,2249

Ovnoywomta

OTOL0GONTOTE AITIOAOYI0G,
EM (e&mpeitar 1o clomnio
EM) 1 ayyelokd 9,7 11,5 2,1 16 (8, 23) 0,0001
EYKEPUAIKO EMEIGOO10

Kopdiayyeloxog Odvatog,
ovvoro EM, ayyeloko
EYKEPAAIKO enelc0d10, SRI,

RI, TIA f 6\ha ATE! 13,8 15,7 2,1 12 (5, 19) 0,0006
Ovnowwomra

OTOLOGONTIOTE OUTIOAOYIOG 4,3 5,4 1,4 22 (11,31) | 0.0003°
BéBoawm Opoppwon g

evoonpobeong (stent) 1,2 1,7 0,6 32 (8, 49) 0,0123°

* ARR = peimon tov Andivtov Kivdvivov, RRR = peinon tov Zyeticod Kivdtvov = (1-Avoroyia Kivdtvov) x 100%. Ot
apvntikég Tipég RRR vrodeucviouy advénomn tov oyetikol kivduvov.

B EEaipeitar to cronnid EM.

¥ SRI = coPapn vrotpomidovoa woyaipic, RT = vrotpomalovoa woyopio, TIA = mapodikcd ioyayukd eneicodio, ATE =
apTnploko OpopPmtikd £ne166510. LT0 GOVOAO TOV EPEPAYHATOV LvoKapdiov mepthopPfdvetal T0 SLIOTNAO EUEPayo TOL
HLOKOPSiov, 60V MG NUEpOUnVia ToL cupPapatog opiletor ) nuepopnvia Tov ovaKoAHEONKE.

8 Tiun ovOpOGOTIKAC oNUavTIKOTHTOG. OAEC Ol GALEC EfvOL TUTIKG CTUTIOTIKMG GNHOVTIKEG LEG® TPOKAOOPIGUEVIC LEPAPYLKIC
dokipaciog.

PLATO yevetikn vmouelétn

H yovotomnon tov CYP2C19 kot ABCB1 og 10.285 aoBeveig g PLATO mapeiye cvoyetioels tov
YOVOTLTIK®V Opadmv pe Tig exPaoeic g PLATO. H avotepdtnto TG TIKOypEAOPNG EVAVTL TNG
KAOTIO0YPEANG 0T Uelmon TV HELOVAOV KOPIYYEINK®MY GUUPAUATOV dEV EXNPEAGTNKE CTIUOVTIKA
amo6 to yovotumo tov CYP2C19 1 tov ABCBI twv acBevav. Opoimg pe t cuvolikn pedétn PLATO,
1 ocvvolkn Meilova apoppayia katd PLATO dev d1épepe petald g TikaypeAdpng Kol Tng
KAomdoypéing, ave&aptnrta and 1o yovotumo tov CYP2C19 1 tov ABCBI. H pn oyetilopevn pe
CABG peilova apoppayio katd PLATO avénbnke pe tnv tikaypelopn og ohyKpion UE TV
KAomdoypéAn og acheveic pe pia 1 TEPIOCOHTEPES OTDAELEG TV AEITOVPYIKOV GAANAI®V TOV
CYP2C19, aAld ftav dpoto pe v KAomdoypéAN o€ acbevelg ympic anmdAiela Aeltovpykod aAiniiov.

20V00a0UOS OTOTEAECUOTIKOTHTOGS KO O.0PAAEIONG

"Eva cuvovaopévo KataAnktikd onpeio anotehespatikdmrog kot acedieiog (KA 0dvatoc, EM,
ayYEWKO £YKeQOAMKO enelc6d10 1 katd PLATO «Zvvolukr Mellwv» apoppayior) vrodeikvoetl 0Tt 1o
OPEAOG OTIV OMOTEAEGUATIKOTITO TNG TIKOYPEAOPNG EVAVTL TNG KAOTIO0YPEANG OeV avTioTadpileTan
ano6 ta, peilova apoppaywkd copPavia (ARR 1,4%, RRR 8%, HR 0,92, p=0,0257) ywo didotnpa

12 unvov petd 1o OZX.

Klvikn aopdleta

Ynoperétn Holter:

Mo ) perétn g epeavions KOIMoK®OV ToDcE®mV Kot GAA®V encicodimv appulpicg Kotd t didpkela
g PLATO, ot gpevvntég mpaypotonoincav napakolovdnon pe Holter oe pia vroopdda

3000 mepimov acBevmv, ek TV omoimv mepinov ot 2000 giyav kataypapéc T0c0 Katd tv o&eia pdon
tov OXX 660 Kot petd amd éva uiva. H xopla HeTafANT evOlopEPOVTOG NTAV 1 ELPAVIOT KOTMOK®OV
navcewv >3 devtepodenta. [lepiocoTepot acheveig iyav KOIMAKEG TAVGELS [IE TNV

Tikaryperopn (6,0%) oe oyéon pe v Khomdoypéin (3,5%) otnv oéela pdon, kot 2,2% Kot

1,6%, avtiotoiywg, pnetd amo 1 uiva (BAéne mapdypapo 4.4). H abénomn otig Kothokég Tavoelg oty
o&eia @don Tov OXZ fTav cLYVOTEPT GTOVG UGHEVELS LTTO TIKAYPEAOPT) LLE 1GTOPLKO

XKA (9,2% évavtt 5,4% og acBeveic yopig iotopikdo XKA™ yia Toug acbeveig vd KAomdoypérn,
4,0% oe exeivoug pe 1otopkd Evavtt 3,6% oe eketvoug yopig 1otopikd XKA). Avti 1 avicoppomio
dev gppaviotnke otov éva unva: 2,0% évavtt 2,1% yio toug acbeveig vid Bepomeio TiIKaypeAdpNG e N
xopig 1otopkd XKA, avtictorya” kot 3,8% évavtt 1,4% pe khomdoypédn. Agv vanpéov avembounta
KAVIKA emokOAovOa Tov Vo GuVOEOVTAL [LE QVTNV TNV aVIGoppoTia (CUUTEPIAUUPOVOUEVIG TNG
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Tomo0£Tnong Pnpatodortr) og avtdv Tov TANOLGHO achevdv.

Melétn PEGASUS (Iotopixo Euppayuoroc tov Mvokapdiov)

H peArétn PEGASUS TIMI-54 ftav o pedét 21.162 acBevov, kabBodnyovuevn and copfavia,
TUYOLOTOUUEVT, OITAG-TVOAY], ELEYXOUEVT LE EIKOVIKO QAPUAKO, TAPAAANA®Y OpddwY, d1eBvng
TOAVKEVTIPIKT LEAETY] Y10 TNV EKTIUNOT TNG TPOANYNG afnpofpouPoTik®V enelc0dimy e TV
TIKOYpEALOPN Yopnyoopevn o€ 2 docels (gite 90 mg d1g nuepnoimg 1 60 mg 81 nuepnocing) ot
ouvovacud pe younin 60on AX0 (75-150 mg), oe ouykpion pe povobepaneio pe AXO og acleveic pe
otopkd EM kot emmpdchetovg mapdyovies kKivovuvou yia abnpobpoupwon.

Ot ac60gveig NTav KOTAAANAOL Yoo GUPUETOYN 0V giyav nAkia 50 etdv 1 peyakovtepn, 1otopikdé EM
(1 émg 3 €N PO NG TLYAOTOINGTG) KOl TOLANYIGTOV £vay 0O TOLG OKOAOLOOVG TOPAYOVTEG
KvoLvoL avamtuéng afnpobpopfwong: nlikio =65 etmv, cakyapmon dtafntn mov ypniel Oepaneiag,
devtepo mponyovuevo EM, evdeifelg molvayyelokng ZN 1 xpovia veppikn SucAeitovpyio pun teAkcon
otadiov.

Ot acBeveic dev Moy KATAAANAOL TPOG £VTOEN £V VITPYE TPOYPAUUOTIGUEVT YOPNYNOT EVOG
AVTOYOVIOTH TV VT000YEDV P2Y 12, dutuptdapding, olilootaloAng, N avTimnKTikng Oepaneiog Kotd
dudpKeln TNG TEPLOOOL TNG LEAETNG €AV ELYOV OLLOPPAYIKT SLATOPOYN N IOTOPIKO 1GYOLUKOD
AYYEKOD EYKEPAAIKOD ENEICOOI0V 1| EVOOKPOVIOKTG OLLOPPAYIOG, OYKO TOV KEVIPLKOD VEVPIKOV
GULOTILLOTOC 1] EVOOKPAVIOKES 0y YELOKES dlatapayEg” 4V glyav apoppayic. TOV YOGTPEVTEPIKOD
oMV evtOg TV TPonyovUeEVEVY 6 unvev 1 vroPAndnkav ce peilova yeipovpyikn enépPoon eviog
TV Tponyovuevav 30 nuepov.

Klvikn aroteleouotixotyro,

Xypa 2 - Avaivon Koprov KMvikob cvv0eTov katainktikov onpeiov KA 6avatov, EM ko
ayyELoKoU eYKe@aikov exgrcodiov (PEGASUS)

" —— TikaypeAopn 60 mg Eikovikd .
10 OIG NUEPNTIWG dapuako _a-t 1
N 7045 7067 s
AaBeveig pe £meI06dI 487 (6,9%) 578 (8,2%) i ad
9 KM% atouc 36 privec 7.8% 9,0% -
Avahoyia Kivduvou (95% ClI) 0,84 (0,74, 0,95) -
8 T p 0,0043 e

ABpoi10TIK6 NMocooTo %
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Huépeg amé tnv Tuxaiomoinon

Acobeveig o€ Kivduvo

TikaypeAdpn 60 mg
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Mivaxag 5- Avaivon KOPLOV KoL OEVTEPEVOVTMV KATUANKTIKAV CIUEI®V UTOTELECRATIKOTNTAS

(PEGASUS)
Twoyperopn 60 mg dig nuepnoing Movobeponsia AZO
+AX0 N =7067
N =7045 i p
. | AcOgveig pe o HR AocOeveig ne o
XopoxmpioTiko EMELGOOLL KM % (95% CI) EMELGOOLL KM %
Kvpio katainktikd onpueio
Xovheto KA
Oavéatov/EM/
Ayygloko 487 (6,9%) 7,8% © 73’83 95) 578 (8,2%) 9,0% 0,0043 (s)
EYKEQAAKOD o
£MELG0010V
KA 8dvarog 174 (2,5%) 2,9% © 6%813 01 210 (3,0%) 3,4% 0,0676
EM 285 (4,0%) 4,5% © 7%’83 08) 338 (4,8%) 5,2% 0,0314
Ayyelokd
£YREPOAKD 9NN | 1% | 27 og) | 122(07%) | 19% 0,0337
€MELGOO10 e
Agvtepevov KoToAnKTiKo onueio
KA 8évarog 174 (2,5%) 2,9% © 6%813 01 210 (3,0%) 3,4% -
Gvnowomra 0,89
OMOL0GONTTOTE 289 (4,1%) 4,7% 326 (4,6%) 5,2% -
artioloyiog (0,76, 1,04)

H avaloyia kivddvov kan ot Tipég p vmoAoyifovtal EexmpioTd yio TNV TIKOypeAOpT £vavTt Tng povobepaneiog pe
A0 and 1o povtého avaroyikdv kivdvvev Cox pe v opdda Bepamelog g ™ povn EPUNVELTIKT LETOPANT.
[Mocootd KM vroloyiopévo otovg 36 pvec.

Inueioon: o aplBpoc TV TPOTOV ENEC0dimV Y Ti§ cuvioTtdoes KA Bavdatov, EM kot ayyelokod eyke@aitkon
ene1000iov gtvat 0 TpaypaTikog apliudc TpmdTOVv ene1c0dimv Yo ke cuvioTdoa Kot dev afpoilovtatl oTov
apBpod TV £TE10001mV TOL GLVOETOL KATAANKTIKOD OTUEIOV

(s) Ymodeivoel 6TATIOTIKN ONHOVTIKOTNTA.

CI = Avtotpa epmiotooivng, KA = Kapduayyeioko, HR = Avoloyia kivdovov, KM = Kaplan-Meier,

EM ="Epgpaypa pookopdiov, N = AptBudg acOevaov.

Tooo ta 60 mg d1g nuepnoing 660 Kot To 90 mg 51g NUEPNGIWS GYNUATA TG TIKAYPEAOPTG O
ocuvdvaouo pe AXO vrepeiyav Evavtt tng povobepaneiog pe AXO oty TpodAnym adnpobpoufotikmv
enelcodimv (ohvheto Kotadnktikd onueio: KA 8avatoc, EM kot oyyelokd eykepaikd ene1c0010), e
ot0fepd Bepamevticd anotéAespo ko' OAN TN S1dpKeld Tng HeAéng, empépovtag 16% RRR won
1,27% ARR yio v tikaypehdpn 60 mg kot 15% RRR «ot 1,19% ARR yuo v tikoyperiopn 90 mg.

[Hopott T0. TPOPid amoterecpatikotnTog Tv 90 mg Kot Tov 60 mg oy TaPOUOLN, VITAPYOVV
dedopEVa OTL 1] YOUNAOTEPT OCT EYEL KOADTEPO TPOPIA OVOYNG KOl ACPAAELNG GE GYECT] LLE TOV
KIVOLVO TOV OLLOPPAYIKGV ETEICOdI®V Kat Tng dvonvolog. Katd cuvéneia, povo to Brilique 60 mg d1g
NUEPN TS GuyyopNYoVpEVO pe AZO cuVIeTATOL Yo TV TPOANYT adnpobpoufatikdy eneicodimv
(KA 08avato, EM kot ayyeloxod eykepoaliod ene1c6010) o€ acbeveic pe wotopcd EM kot vynio kivovuvo
avantuéng adnpobpopfmticod eneicodiov.

"Evavtt g povoBepamneiog pe AXO, 1 tikaypehopn 60 mg d1g nuepnoing peimoe onpovikd to Khplo

ovvheto KataAnkTikd onueio KA Baviatov, EM kot ayyelokov eykepoiikov engicodiov. Kabe po omd
TI GLVICTMOEG GUVEIGEPEPE OTI LEI®OT TOV KOPLOV cVuVBeTOV KataAnkTikov onpueiov (KA Bdvatog
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17% RRR, EM 16% RRR ot ayyeliaxd eykepaiikd eneicodo 25% RRR).

H peimon tov oyetikod Kivdhvov yia 1o ohvleto kotadnktikd onpeio and 1 €wg 360 nuépeg (17%
RRR) kot amod t1g 361 nuépeg kot petd (16% RRR) ftov mopduoa. Yrdpyovv mteplopiopuéva dedopéva
OTOTELEGLLOATIKOTITOG KOl ACPAAELNG TNG TIKAYPEAOPTG LETA 0md 3 ypodvia mapaTeTapnévng Bepameiog.

Agv vip&e kapia EvoeiEn opélovg (Kapio peimon oto kbplo cuvOeTO KataAnktko onueio KA
Bavdarov, EM kot ayyelokod eyke@aAikob eneicodiov, aArd avénon tng peilovog arpoppayiog) étav m
Tikaypedopn 60 mg dvo popéc nuepnoimg xopnyndnke oe kKAvikd otabepovg acbeveic >2 ypdvia amd
10 EM, 1 mepiocdtepo amd €va £TOG LETA TN JLOKOT TPOYEVESTEPTG Bepameing e avVAOTOAEN TV
vrodoyéwv Tov ADP (BAéne emiong mapdypapo 4.2).

Kiwikn aopdleta

To 1060016 dukondV pe Tikayperdpn 60 mg Adyw arpoppayiog Kot SOOTVOLNG NTOV VYNAGTEPO O
acBeveic >75 etmv (42%) and 6, TL o€ vedtepovg acbeveic (evpog: 23-31%), pe o dStapopd Evavtt
TOL EIKOVIKOD Qapudiov peyorvtepn and 10% (42% évavtt 29%) o acBeveic nlikiag >75 etov.

Mouwdratpucdg TAndvoudg

g 1o TUYOOTOMUEVT], SUTAG TVPAY, TaPIAANA®Y opddwy perétn Odaong I (HESTIA 3), 193
noudlatpikoi acbeveic (MAkiog 2 €mg kAT® TV 18 £TOV) [E SPETOVOKLTTAPIKY] VOGO TUYOLOTOWOnKoV
v va AdPovv gite eucovikd eapuaxo gite TikaypeAdpn o€ 060€lg TV 15 mg £mg 45 mg 500 popég v
Nuépa avaroya pe 10 copatiko Papog. H tucoypelopn eiye og amotéleoua o S1GUECT) OVOGTOAN
TV oponeTodiov 35% mpv n yoprynon g 06ong Kot 56% otig 2 dpeg LETA TN XOpNYNoN TS
d0ong ot otabepomomuévn Katdotaon.

g ocUYKPIOT LLE TO EIKOVIKO QAPLOKO, OEV VINPYE KavEVO OPELOG amd TN Depameio pe Tikayperdpn
GTO TOGOGTO TMV OYYELO-OTOPPAKTIKMOV KPIGEWV.

O Evpomnaikog Opyovioudg Ooappdkmv £xel SOGEL OTOAAAY OO TNV VIOYPEDGCT LTOPOANG
OmoTELEGUATOV peeT®V Le To Brilique og OAeg TIg VTOKATIYOPiEG TOL TAUSLOTPIKOV TANBVGLOV GE
o&éa otepaviaia ocvvopopa (OZX) Kot 16ToptKd epppiypatog Tov pouokapdiov (EM) (BAére
TOPAYPUPO 4.2 Yo TANPOPOPIEG GYETIKA LE TNV TOUSIOTPIKT YP1IoN).

52 ®@appoxoxkiviTIKEG 1O10TNTES

H tcarypehdpr emdevOeL YPOUUIKT QOPUOKOKIVITIKY Kot 1] €KOEOT 0TIV TIKOYpEAOPT KOl GTOV
dpaotikd petaforitn (AR-C124910XX) etvon mepimov avaroyn tng 60ong péypt ta 1260 mg.

Amnoppoégnon

H amoppdpnomn g tikayperopng etvar toyeia e S1HESO tmax TEPiTOL 1,5 dpa. O oynuatiopds tov
KOp1oL KukKAoPopovvTog petaforitn AR-C124910XX (emiong dpaotikdg) amd Tnv TikaypeAopn eivot
TOYOG UE SAUETO tmax TEPITOL 2,5 dpeg. Metd and pia epdna d6omn omd Tov otopeTog 90 mg
TIKOypEAOPN G VIO GuVOTKeS Votelog o€ vy dtopa, N Cmax gtvar 529 ng/ml ko1 AUC etvon

3451 ng*h/ml. H avatoyia petaforitn/untpikng ovoiog ivar 0,28 yior T Crax kat 0,42 yia v AUC.
H pappoakokivntkn g tikayperdpng kot tov AR-C124910XX oe acBeveig pe 1otopikdé EM ftav
YEVIKA TTopOpoa pe ekeivn) Tov mAnBvouov pe OXE. Me Bdon po QopuokKoKIviTIKY ovaAvon
minBuopov g perétng PEGASUS 1 dudpeon Cax TG Tikoryperopng tav 391 ng/ml ko n AUC ftav
3801 ng*h/ml 61N otabepomompévn KoTdoTaon Yo TNV TIkayperopn 60 mg. o v Tikaypehdpn
90 mg 1 Cmax NTav 627 ng/ml kot AUC ftav 6255 ng*h/ml ot otabepomompévn katdotoon.

H péon amorvtn frodiabeciuotnta tng Tikaypeddpng ekt Onke ot eivarl 36%. H katavdioon
YEOLLOTOG e PEYAAT TEPIEKTIKOTNTA G€ AMmapd giye g amotéAespa 21% avénon otnv AUC g
Ticaryperopng Kot 22% peimor 6T Crax TOL dpaoTikobd petaforitn oAld dev giye enidpaon ot Cumax
g Tikaypehdpng 1 otnv AUC tov dpactikol petaforitn. Avtég ot pukpég petaforég Bempodvio
eMdylotng KAMvIKNG onpaciog. Q¢ ek TovTOoL, 1) TIKAypeAOpN Umopet va yopnynOel pe 1 yopig tpoery. H
TIKOYPEAOPT) OTMG KOl O dPACTIKOG TNG HETOPOAITNG eivar vTooTpdpata TG P-gp.
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H twcayperopn og Opvppaticpéva diokio avopelypéve Le vepo, mov AapPivovtol omd To 6ToUe 1 Tov
XOPMYOLVTAL HEGH PIVOYUGTPIKOV GCMANVO GTO GTOUAYL, £XOVV avaAioyn ProdiabecyuotnTo pe Ta
ohoKANpa dtokio oyetikd pe Tig AUC kot Cax Y100 TV TKoypeAOpN kot To dpactiko petaforitn. H
apykn| €kBeon (0,5 ko 1 dpa petd T 060M) TV BpLUUATICUEVOY OIOKIOV AVOUEIYLEV®V LE VEPO
NTav VYNAGTEPN G€ GUYKPIoN UE To OAOKAN PO S1oKIa, LE YEVIKA TOVOUOLOTUTO TPOPIA GUYKEVIPWOOTG
otn ovvEéyeln (2 £mog 48 mpeg).

Koatavoun
O 6yKog Katavoung TG TIKoypeLOpNG o€ otabepn katdotaomn sivor 87,5 1. H tikaypehdpn kot o

OpaoTIKOG TNG LETAPOAITNG GUVIEOVTUL EKTEVAGS [LE TIC TPMTEIVEG TOL AVOPAOTIVOL
mAGopoTog (>99,0%).

Buouetaoynuotiopog

To CYP3A4 givar 10 k0pro éviupo vrevfuvo yio 10 LETAPOMGHO TG TIKOYPEAOPNG KOl Y10, TO
CYNUOTIGUO TOV SPOCTIKOV UETAPOAITN VD 1) AAANAETIOPOGT] TOVG LE AAAL VTTOGTPMUOTO TOV
CYP3A xvpaivetal and gvepyomoinom HEYPL AVOGTOAN.

O Kkvprog petaforitng g tikoyperopng etvar o AR-C124910XX, o onoiog givan emiong dpaotikog
OGS TpoodtopileTar amd TV in vitro cHVOEST 6TOV poneETAAOKO vITodoyéa P2Y > tov ADP. H
ovoTnpaTiKh €k0eoT 6T0 dpaoTikd petafolritn eivar tepintov 30-40% avtng mov emTLYYAVETAL LIE TNV
TIKAYPELOPT).

Amofoin

H x0p1a 066¢ amoPoing g tikaypelopng eivat pEG® Tov Nratikov petafoitopon. Otav yopnyeiton
POSLOCT|LACUEVT] TIKOYPELOPT, 1 HEOT avakTnon padievépyetlag etvon mepimov 84% (57,8% ota
Kémpava, 26,5% ota ovpa). H avaktnon g tikaypehdpng Kot Tov dpactikov PeTaforitn amd ta
ovpa NTav pikpoTepT ToL 1% NG ddoMS Ko Yo Ta. dv0. H xdpra 060G amoforig Tov dpactikod
petafoiitn givon mbavotata pécm tng xoAKkng £kkpiong. O pécog tin frav mepimov 7 MPEG Yo TNV
TIKOYPEAOPT KoL 8,5 MPEG Y10 TO dPACTIKO PETAPOAITN.

Ewwoi tAnfvopoi

Hhrxiwuévor
HopatnpnOnie vynAotepn £kBeon oty TiKaypeAdpn (Tepimov 25% Y10 Crax Kot AUC) kot 6t0

dpaoTiKd peTaPoAitn o nAKimpévoug acbeveic (Mkia > 75 etdv) pe OZE oe oUyKplon UE VEOTEPOLG
acOeveic amd TN PAPUOKOKIVITIKY avaAlvoT TANBuouon. AVTEg ot dlapopég dev BempovvTotl KAMVIKE
onuovtikég (BAéne mapdypago 4.2).

Toudiozpixoc tinBvouoc

[lepropropéva dedopéva etvan drabéaia oe moudid pe dpemavokvTTapikn voco (BAéme
mopoypapovg 4.2 kot 5.1).

>t peiétn HESTIA 3, og aoBeveic nAkiag 2 éog kKatm tov 18 etdv Papovg > 12 éwg < 24 kg,

> 24 ém¢ < 48 kg xan > 48 kg, xyopnynOnke tikoypeddpn g mondtaTpikd StocmepOEVO S10Ki0 TV
15 mg og d6ceig tov 15, 30 kot 45 mg 0o popég v Nuépa, avtiotorya. Me Bdomn
QOpLOKOKYNTIKY ovéAvoTn TAnBvopov, 1 péon AUC kopdvinke arnd 1.095 ng*h/ml €wg

1.458 ng*h/ml kot 1 péon Cmax KOpAVONKE omd 143 ng/ml éwg 206 ng/ml ot ctobepomonuévn
KOTAGTAOT).

Dblo
[Hopatnpnnie vynAoTepn £kBeon oV TIKAYPEAOPT] KOl GTO dPUCTIKO HETUPOALTY GE Yuvaikeg o€
ovykpion pe dvrpeg. Ot dapopég dev Be@povvTal KAVIKE ONUOVTIKES.

Neopixn dvalertovpyio

H éxBeom oty tikaryperopn ftav mepimov 20% yopnAdtepn kot 1) £kBeom 610 dpacTIKO HETOPOAITN
Nrav nepimov 17% vymAdtepn o€ acbeveig pe coPapn veppikn dvciettovpyia (kaBapor kpeatvivng
<30 ml/min) og cOyKpIoN UE ATOUA LE PLGIOAOYIKT VEPPIKT AELTOLPYICL.
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Y aoBeveic pe veppkn vOGo TeAKoD 6Tadiov V1o apodtvion, 1 AUC kot 1 Crax TNG TIKAYPEAOPTG
90 mg mov yopnyNOnKe og pia nuépa xwpig drvion Nrav 38% kot 51% vyniotepeg o cOYKPLON pe
ToL ATOLLO [LE PLGLOAOYIKY] VEQPIKT Aettovpyia. [Tapdpola avénon g Ekbeong mopatnpnonie d6tav 1
TIKAYPEAOPT YopNyNONKe apéows mpv ) dwiion (49% kot 61%, avtioTory o) KOTOSEKVOOVTOG OTL
TIKOYPEALOPT OV OmOpaKPOVETOL e atplodAlor. H ékBeon tov dpactikov petafoiritn avénbnke oe
pucpotepo Pabud (AUC 13-14% kot Cmax 17-36%). H emidpaon g ovasToANG TG CLGCHPEVONG TV
aponetariov (IPA) g tikaypeddpng ftav aveEaptnn amod tn Stdion oe acbeveig e veppikn voco
TEMKOV GTOSI0V KOl TOPOLOL0. LUE GTOUO LE PLGLOAOYIKT] VEQPIKN Agttovpyia (BAETe Tapdypapo 4.2).

Hrotixn dvalerrovpyia

Ot Cpax k0t AUC y1o v Tikarypeddpm nTav 12% kot 23% vymAdtepeg o aoBeveig e Ao nratikn
dvolettovpyia o cHYKPLON PE TO AVTICTOLYO VY ATOUO, WGTOCO 1) EXOPACT] TNG TIKAYPEAOPNG OTNV
OVO.OTOAN TNG GCLGCMPEVONG TV OHOTETOAI®V NTOV TopOpoln LETAED TV 600 opddmv. Agv
OTOTEITOL TPOCGOPLOYY| TG d0G0A0Yi0G G aobevelg e o nroTikn dvcieitovpyia. H tikaypedopn
dev &yel peleBel oe acbeveic e coPapn NTATIKY SVGAEITOLPYIO Kol SEV VILAPYOVY TAT|POPOPIES
(QOPLOKOKIYNTIK®OV dedouévev Yo acheveic pe HéETpla NIoTikn Suchertovpyia. Xe acbeveic mov glyav
pétpro 1) coPoapn dvodo oe pia 1| TEPLOGOTEPEG EEETAGELG TNG NTOTIKNG AEITOVPYIOG KATA TNV Evapsén,
0l GUYKEVTPMOEIS TAGGLOTOG TG TIKOYPEAOPTG NTAV KATA LEGO OPO TAPOUOIEG 1| EAAPPA VYNAOTEPES
o€ GUYKPIOT UE EKEIVOVG Ywpig avENoels katd TV Evapén. Agv GLUVIGTATOL TPOGOPLOYT] TNG
docoloyiag og acleveic pe pétpla nratikn dvciertovpyia (PAEme mapaypdpovg 4.2 kot 4.4).

EbOvikotnra
Ot acbeveig Actlatikng mpoéievong eiyav 39% vyniotepn péon Prodabeciudtnta g cHyKpion pe

toug Kavkdsoiovg acbeveic. Ot acbeveic mov avtonpocdiopiotnkay wg povpot iyav 18% younidtepn
BrodiafecipuotnTa TG TIKaypeELOpNG o€ ouYKplon pe Toug Kavkdoiovg acbeveis. Xe kKAvikég
QOPLOKOAOYIKEG LEAETEG, 1] €kBECN (Cmax k0l AUC) oty Tikaypelopn o ldnwveg ntav mepinov

40% (20% petd v TPocapproyn yio o Pépog COUATOG) VYNAOTEPT GE CUYKPIOT] LE VTN TV
Kovkdoiov. H éxbeon tov acBevadv mov avtonpocsdiopictnkay g lomavoemvor 1| Aativol tav
napopota pe ekeivn tov Kavkaciov.

5.3 Ipoxivikd dedopéva Yo TNV acQdieia

To mpoKAviKa dEdOpEVA Y10, TNV TIKOYPEAOPT] KOl TOV KUPLO UETAPOAITN TNG OEV OELYVOLV UN OTOOEKTO
Kivouvo ylo avemBounteg emdpacelg otov AvOpwmo pe BAcT cLUPATIKEG LEAETEG PUPHOKOAOYIKNG
ACPAAELNG, TOEIKOTNTAG £QATAE Kol ETOVOAAUPBAVOLEVOVY SOGEDV KOl OUVITIKNG YOVOTOEIKOTNTOG.

EpeBiopog tov yootpeviepikod cuGTHHOTOG TapatnpiOnke og apketd €idn (OoV 68 KAMVIKA GYETIKA
emineda Exbeong (BAEme mapdypapo 4.8).

e OnAvkovg apovpaiovg, 1 TiKaypeAOPN og VYNALC dOGELS £0e1&e pia avénomn ot GuyvoTnTA
EUPAVIOTG OYK®V TN uTpog (adevokapkivopa) Kot pio avénon oTn cuyvoTnTo EREAVICTG NTOTIKOV
adevOUATOV. O PNYOVIGHOG Y10 TV GVATTLEN OYK®V OTn UNTPA £ival EVOEXOUEVMG OPUOVIKN
OVIGOPPOTi TOV UTOPEL VO 001 YNGEL GE GYKOLG GTOVG 0povpaiong. O UNyovIGHOG Yo T NTOTIKE
00EVOUOTA EVOEXOUEVMG OPeiLeTOL G€ EVOVIKT] ETOY@YT GTO NTTOP, E01KO Yo, TO. TPOKTIKA. 'Etot, Ta
gVPNHOTA KapKivoyéveons Bempeitar aniBavo va givor oyeTikd yio Tovg avBpadrovg,.

Y1ovg apovpaiovs, mapatnpOnkay eEAdccoves ovOUaAieg avaTTLENG e TOEIKEG OOGELG Yo TN UNTéPal
(6p1o acedretog 5,1). e kovvéha, TapatnpnOnKe eEAdPpLd KaBLGTEPNON OTNV OPILAVOT TOL NTOTOG
KO TNV 0VATTTLUEN TOV OKEAETOD oTa EUPpua e VYNAEG 00GELS Ywpig va TapatnpnOel ToikdTnTa Yo
™ untépa (0p1o acedielas 4,5).

Mehéteg og apovpaiovg Kot KOULVEALL £J€1E0V TOEIKOTTA GTNV OVATOPOYMYT, LE EAOPPDG LEWOHUEVT)
TPOGANYN PAPOVE COUATOG Y10 TN UNTEPO, LELOUEVT] PIOCOTNTO TOV VEOYVAV KOl LEIOUEVO BAPOG
Katd tn yévvnon, pe kabvotepnuévn avamtun. H tikaypeddpn mpokdiece oavapoilovg KHKAOLS
(kvpiwg TAPOTETAUEVOVG KOKAOVG) 68 ONAvkolg apovpaiovs, 0AAG dev EXNPENCE T GUVOALKN
YOVILOTNTO TOV OPCEVIKMV Kol TV INAvkdv apovpaimv. Ot @apuoKoKIvNTIKEG LEAETES TOV
TPOYUATOTOMONKAY LUE POSIOETICUOCUEVT] TIKAYPEAOPT) £O€1E0V OTL 1] UNTPIKT EVMOOT Kot OL
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petafoAiteg g amekKpivovial 6To Yoo TV apovpainv (BAEre Tapdypapo 4.6).

6. @®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kaoatahloyog ekdoywv

Mvpnvag diokiov

Mavvitoan (E421)

O&wvo pwopopikd 0oPEGTIO S1VOPLKO

Yteatikd payvioto (E470b)

Apvo kapPoéopedviimpévo vatplovyo tomov A
Y dpo&umporvrokvttapivn (E463)

Enucdivyn diokiov

Awo&eido tov titaviov (E171)
Méhav 0&gidio Tov odnpov (E172)
EpvOpod o&eidio tov cdmpov (E172)
[HoAvarBvrevoyivkoin 400
Yrpopuehhdln (E464)

6.2 Aocvpparotnreg

Agv gpappoletar.

6.3 Awgpkera Cong

3 xpovia

6.4 Idwitepeg TpoPuvrdéers katd T @OLAEN TOV TPOIOVTOG

To pappokevTikd ovtd TPoidv dev amartel WwiTEPES GLUVONKES POAUENS.

6.5 ®@Vo1 KO GVOTATIKA TOV TEPLEKTI

. Aweovig PVC-PVDC/AI koyéln (pe oopfoira nAlog/eeyydpt) Tov 10 diokiov: KouTid Tmv

60 dokiov (6 xuyéreg) kot Tov 180 diokiwv (18 kuyéleg).

. Awoeovig PVC-PVDC/AI nueporoyiokn koyérn (pe coppoia nitog/eeyydpt) tov 14 diokimv:
KouTid Twv 14 diokimv (1 koyédn), Tov 56 diokinv (4 koyéleg) kot twv 168 diokimv

(12 xoyéheq).
Mmnopei va unv KoKAOQopobV OAEG Ol GUCKEVAGIEG.

6.6 Iowitepec mpo@uLAAEEIS amOppIYNg

Kd&0e aypnoylomointo poprokentikd Tpoidv 1 VTOAENO TPETEL VAL ATOPPITTETOL COUPMVA UE TIG

KaTé TOTOVG 10YDOVCEG GYETIKEG OAUTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX
AstraZeneca AB

SE-151 85 Sodertilje

Youndia

8. APIOGMOZXZ(OI) AAEIAY KYKAO®OPIAX
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EU/1/10/655/007-011

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQYXHY THX AAEIAX
Hpepopnvia tpdng £ykpiong: 03 Askepppiov 2010

Hpepopnvia televtaiog avavémong: 17 IovAiov 2015

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeig TANPOPOPIES Y10 TO TOPOV PAPHOKEVLTIKO TPOIOV glvar dtabécieg oTov SiKTLAKO TOTTO
tov Evponaikod Opyavicpov Oappdkwv http://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brilique 90 mg emkaAvppéva pe Aentd vUEVIo diokio

2. MOIOTIKH KAI MIOXOTIKH XYNOGEXH
Kd&0e emcodoppévo pe Aemtd vpévio diokio mepiéyel 90 mg tikoypehdpng.

IMo tov TAnpn katdloyo Tov exdoywv, PAéne Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwcoloppévo pe Aemtd vpévio diokio (010kio).

2TpoyyvAd, apeikvpta, Kitpva diokio onuetopéva pe «90» mévo amd «T» otn pio TAevpd Kot Agio
oo TNV GAAN.

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpamevTiKég EVOEiLelg

To Brilique, cuyyopnyobdpevo pe akeTvAocaAtkvAkd 00 (AZ0), evdeikvutan yio TV TPOANYT TOV
afnpobpopfotikdy enelcodinv oe eviiikes aceveic pe
- oo otepaviaio ocvvopopa (OZX) 1
- 10TOpIKO EPPPAYUaTOg TOV pvokapdiov (EM) kot vymid kivévvo avamtuéng
afnpobpopfmtikod encicodiov (PAéne mapaypdpovg 4.2 ko 5.1).

4.2  Aocoloyio kol TPOTOS YOPNYNONS

Aocoloyia

Ot acbeveig mov Aappdavouv Brilique mpénet emiong va Aappdavouy Kabnuepvd younin d6on
ocuvtipnong AZO 75-150 mg, ektdg €bv avTEVOEIKVLTOL CLUYKEKPIUEVOL.

Oléa atepoviaio obvopouo,

H Bepanceio pe Brilique mpémet va Eexvdet pe pia epanal 66om eoptiong Tov 180 mg (6vo diokia Tmv
90 mg) ka1 petd va cuveyiletor pe 90 mg dvo popég nuepnoing. H Bepancia pe Brilique 90 mg 600
QopEG NuepNoimg cvviotatal ywo 12 piveg og acbeveic pe OXE extdg €4V 1) O10KOT EVOETKVVTOL
KAMvika (BAéne mapdypapo 5.1).

lotopiko euppayuoroc tov uvokapdiov

To Brilique 60 mg 81 nuepncing ival n cuvictdpevn d6on 6tav omotteiton TapateTopuévn Bepaneio
v acBeveic pe wotopucd EM tovddyiotov gvog £Tovg Kot vynio kivouvo abnpobpopfmticod
emelcodiov (PAéne mapdypago 5.1). H aywyn puropet va apyilel xopic dtoukomn wg Oepaneio cuvéyiong
UETE TNV OpyIkY| oya@yn didpKetag evog £Toug pe Brilique 90 mg 1) dAAn Bepamneia e avacTorén TmV
VTOJ0YEWV TNG NPT PopIkng adevooivng (ADP) oe acbeveic pe OZE kot vynAo kivovvo
afnpobpopfmtikod encicodiov. H aywyr puropet eniong va EeKvioet eviog dlO0THOTOG 2 ETOV LETA
10 EM, 1 ev10¢ €vOg £T0VG PETA TN S10KOT TG TPOYEVESTEPTG Bepameing Le avaoTOAEN T®V
vrodoyEwv Tov ADP. Ymdpyovv Teplopiopéva oToLyEla Yo TNV OmOTEAECUAUTIKOTI T KoL TV
OCQPAAELD TNG TIKOYPEAOPNC TEPAY TOV 3 ETMV TAPOTETAUEVNG XPNONG.

Edv amarteitan addayn Bepaneiog, n mpdtn 06on Tov Brilique mpénet va yopnyeitan 24 opeg petd tnv
TeEAEVTOA0 OO0T) GAANG CVTIOULOTETAALOKNG QPUPLOKEVTIKNG QY®YNC.
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TopoderpBeioo doon
Hopekihioelg amod tn Oepaneio npénel eniong va amoeevyovtol. O achevig mov Tapaieinet pio d6om
Brilique mpémet va AaPet povo éva diokio (Tnv ETOUEVT dOGT TOL) TV KOBOPIGUEVT DPOL.

E1ducoi mAnBuopol
Hlmawuévor
Agv amaiteital Tpocapoyr| g 600mg 6Tovs NAKIOUEVOLS (BAETE Tapdypapo 5.2).

Negpixn dvaliertovpyio,
Agv givon amapoitntm 1 Tpocappoyn g 60omg o acbeveic e veppikn duciettovpyia (PAETe
Tapaypopo 5.2).

Hrartikn dvoliertovpyio

H tcaypedopn dev €xel pehetn el oe acbeveig e cofopn nrotikn SucAeitovpyio KoL 1 ¥pHON TG O
aVTOVG ToVG 0obeveic Mg ek TovTOL avtevdeikvuTal (PAERE Tapdypao 4.3). Ot dwbéoieg
mAnpoeopieg Yo acbeveic pe pétprov Pabpod Nrotikn SucAertovpyio ival TEPLOPIGUEVES. AgV
GULVIGTATOL TPOCUPLOYT TG OOGOA0YING, MOTOGO 1 TIKAYPEALOPT TPETEL VO, YPTCLLOTOLEITOL [LE
npocoyn (PAEre mopaypdpovg 4.4 kot 5.2). Agv givol amapoitntn 1 Tpocapuoyn TG d0oNG o€
acBeveic pe e nratikn dvcAertovpyio (PAETe mopdypapo 5.2).

Houdrotpixog minBoouog

H acpdiela kot 1 amoteAeopoTikdTnTa TNG TIKAYPEAOPTG 08 Tond1d nhkiog kaTo Tov 18 etdv dev
&yovv TeKUNP1Bel. Agv LIAPYEL GYETIKT| YPNON TNG TIKAYPEAOPTG OE TOUOLA e OPETOVOKVTTAPIKY|
vooo (PAéme mapaypdeovg 5.1 kan 5.2).

Tpomog yoprynong

Amo tov 6TONOTOC XPNOT.

To Brilique propel va yopnynet pe 1 xwpig tpoei.

INoa tovg acbeveig Tov dev pmopovv va Katamovv To(a) diokio(o) oAdKANpo(a), Ta dioKio HTopovV va
ouvOAMPoVV o€ pio AETTTH GKOVI KOl VO OVOULLYTOVV e IIGO TTOTHPL VEPO Kal VO TivovTal apécms. To
ot pt Tpémel va Eemhubetl pe emmhéov Piod ToTHPL vepd Kot T TtepieyOuevo vo mtivetat. To piypa
umopel emiong va xopnynOel péow evog pvoyactpucod cwinve (CH8 1 peyaidtepov). Etvan
OTUOVTIKO VO EEMAVVETE TO PIVOYUOSTPIKO COANVO e VEPO LETA TN XOPNYNOT| TOV UiYHOTOG.

4.3 Avtevosieg

. YnepevarcOnoio otn dpacTIKT 0VGIN 1) G€ KATOW0 antd Ta £KO0Y0 TOL OVAPEPOVTOL GTNV
napdypoeo 6.1 (BAéne mapdypopo 4.8).

Evepyog mabBoroyun apoppayio.

Iotopkd evbokpaviakng arpoppayiog (PAETe mapdypapo 4.8).

YoBapn nratiky dvciertovpyia (PAETE mopaypdpovg 4.2, 4.4 ko 5.2)

Yuyyopnynon tikoyperopng pe 1oyxvpotc CYP3A4 avaotoleig (w.y. ketokovaloin,
KAapBpopvkivn, vepaloddvn, prrovafipn kot atalovaPipn), kabmg n cuyyopnynon Uropei va
odnynoet o€ onpovTiKn avénon g ékbeong otnv tikaypehopn (BAEne Tapdypao 4.5).

4.4 E0wkég TPOEIOOTOMGELS KL TPOPVAAEELS KATA T1) (P1)ON)

Kivévvog ouploppayiog

H ypnon g tikayperdpng o acheveic pe yvootd avénpévo kivouvo yia apoppayio Tpémet vo

otofpiletat £Evavtt Tov 0PELOVG AVOPOPIKA e TNV TPOANYT TV adnpodpouPoTikdy englcodiny

(BAéne mapaypdpovg 4.8 kot 5.1). Eqv evdeikvutar KAViKA, 1 TIKaypeAOpT| TPETEL VAL YPNOYLOTOLEITON

LE TPpoGOYN OTIG akOAOVOEG Opddeg acevav:

. AocBeveig pe mpodidbeon yio opoppayia (m.y. e&outiog TPOGPOTOL TPADUATOS, TPOCPUTNG
YEPOLPYIKNG EMEUPAOTS, SlaTapaydV TNG TENG TOL AILATOS, EVEPYNG 1 TPOCPUTNG
YOGTPEVTEPIKNG alopparyiag) 1 Tov dutpéyovv avénuévo kivovvo tpavpotiopot. H xpnon mg
TIKOYPEAOPNG avTeVOEikvLTaL 08 ac0gvelg pe evepyd TabBoloyikn alpoppayia, oe EKEIVOLG pe
1GTOPIKO EVOOKPAVIOKNG apoppayiog Kot o acbeveig e coPapn nratikn duciettovpyio (PAETE
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napdypoeo 4.3).

. AocBeveig vd TaVTOYPOVN YOPNYNOT PAPUOKEVTIKMY TPOIOVIMV IOV UTOPEL VoL ALENGOVY TOV
Kivouvo arpoppayiog (.. un oTePOELd ovTpAeyLovadn edppoka (MEAD), ard Tov oTOHATOG
OVTUIINKTIKE Ko/ W@doAVTIKA) evTOg 24 @pdV Ao T yopnyNnon TIKaypeAOpNS.

H petdyyion aponetolimv o€ vyeig e0gAoVTEG dEV AVTIOTPEPEL TNV AVTIUOTETOALOKY] OPAoT TNG
TIKOYpEAOPNG Kot etvar amiBovo va &xetl KAviko 0pelog o acbeveig pe arpoppayio. Kabogn
CLYYOPNYNON TNG TIKAYPEALOPNG LE OECUOTPETTivT O LEIMTE TO XPOVO PONG, 1| OEGLOTPESSIVN Elvat
aniBoavo va etvol AmoTELECUATIKT OTOV EAEYYO TV KAVIKAOV QUOppayIK®V cupuPdviov (PAéne
napdypoeo 4.5).

Avtuvodorvtikn Oepameia (apvokampoikd oo N Tpavesopid o&0) Kavn Bepameia pe
avacvvdvacpévo tapdyovta VIla pmopel va avénoovy v apdotacn. H tikaypelopn umopel va
ouveyloTel apov Tavtomotndel kKot ereyyBei n artio TG opoppayiog.

Xelpovpyikn) enéuPaon

Ot acBeveic Tpémel va cupfoviedovtal Kot Vo TANPOPOPOVY TOVG TPOVG KOl TOLS 000VTINTPOVS OTL
Aappévouv tucoypelopn Ty and TOV TPOYPOUUOTIGUO Y10 OTOLUONTOTE XEPOVPYIKN EMEUPAOT] Kot
pv AneOel 0mo10dNTOTE VEO PAPUOKEVLTIKO TPOTOV.

Ye aoBeveig g perétng PLATO mov voPAndnkayv oe aoptootepaviaia tapdkapyrn (CABG), n
TIKAYPEALOPT) TOPOVGIOCE TEPIOTOTEPT] OLOPPAYict amd TNV KAOTIS0YPEAT OTOV SIUKOTNKE LEGH OE

1 nuépa mpv amd TV xepovpyikn enéuPact, OAAG TAPOUOI0 TOGOGTO HEWLOVOV AUOPPOYLDY GE
oLYKPLON UE TNV KAOTIO0YPEAT LETA TN dlakomn) TG Bepameing 2 1| TEPIOGOTEPEG NUEPES TPV TNV
xepovpyikn enépPaon (BAéne mapdypago 4.8). Edv o acbevic mpokeital va vrtofAindei oe
TPOYPOLUOTIGUEVT XEPOLPYIKT EMEUPOOT KoL OV Elvar ETBLUNTY 1] OVTIOUOTETAALNKT] OPAGCT), M
TIKOYPELOPT TTPETEL VOL SIOKOTTETOL S5 NUEPEG TTPLV TN YEPOLPYIKT enénPaon (BAéne mapdypapo 5.1).

Aocbeveig pe Tponyoduevo 1oyayKd ayyeloKo eyKe@aikd Ene1c6d10
AocBeveig pe OXZ Kot TPOTNYOVUEVO IGYOLKO OYYELOKO EYKEPOAKO ETEIGOOI0 UITOpoVV va Adfovv
Oepaneio pe Tikaypedopn yuo didotnua £og 12 unvav (uerétn PLATO).

>t perétn PEGASUS, o¢ acbeveig pe wotopikd EM dev cvumepieAnodnoay acbeveig pe
TPOTYOULEVO IOYOLUKO OYYELKO EYKEPAALKO £mel50010. Katd cuvvéneia, amovsio dedopévmv, dev
ocuvviotdrton Oepameio Yo S1AGTNHO LEYOAVTEPO TOV £VOG £TOLG GE QLTI TNV Katnyopio aclevmv.

Hrotikr| dvohertovpyia

H ypnion g tikayperdpng avtevdsikvutar o aobeveig e coPapn nratikn dvciettovpyio (PAEre
napaypdeovg 4.2 kot 4.3). H gunepia pe v tikaypehopn oe acBeveig pe péTpla nratikn
duoAertovpyia ival TEPLOPICUEVT, KATA GUVETELD GLUVIGTATOL TPOGOYN Y0 LTIV TNV Katnyopio
aclevov (PAEne mopaypdpovg 4.2 kot 5.2).

AobBeveic og kivouvo yio eneroddio Bpadvkapdiog

H mapaxorovdnon tov Holter HKI™ £dg1&e pior av&nuévn ouyvotnto Kupimg 0oUUTTOUATIKOV
KOWMOK®OV TOOGE®V KAT TN O1dpKela tng Oepameiog pe Tikaypehdpn 6€ GOYKPLOT LE TV
KAomdoypéA. AcBevelg g avénpévo kivouvo yia eneicodia Bpadvkapdiog (m.y. acbeveic ywpig
Bnuratodd™ oL £xovv GUVOPOLO VOGoHvTog PAEBokOPoL, 2% 1 3% Babol KoATokoaKo
OTOKAEICUO 1| ovYKOTY| oxeTilopevn pe Ppadvkapdic) amokieioTnKay Ao TIG KOpleg HEAETEG
a&10A0YNONG TNG ACPAAELNG KOl TNG OMOTEAECUATIKOTNTAG TG TIKAYPEAOPNG. L2G €K TOVTOV, AOY®
TEPLOPIGUEVNC KAVIKNG EUTELPIOGC, 1) TIKOYPELOPT] TTPETEL VAL YPNCULOTOLEITAL LLE TPOGOYT GE TETOLOVG
acBeveic (PAéme mapdypapo 5.1).

EmutAéov, mpénel va divetan mpocoyn 6tav yopnyeitot TikaypeAdpn TALTOYPOVO LUE POPUAKEVTIKA
TPoidvTa oL glvar yvwaotd Ot endyovv Bpadvkapdia. QoT10c0, dev mapoatnpNOnKay oTotyeio KAVIKA
OTUOVTIK®V oveEmBOUNToV evepyelidv otn dokiun PLATO petd omd tavtdypovrn yoprynon Ue éva 1
TEPIGGOTEPA PAPUAKEVTIKA TPOIOVTO, TTOV EIVOL YVOOTO OTL ENAyouV Bpadvkapdia (T.y.

96% B-omokAelotég, 33% amokAeloTég Staviwv aoPeotiov dthtialéun Ko Bepamopiin kot
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4% oryo&ivn) (BAére mapdypapo 4.5).

Kotd ™ dibpketa g vropeiéng Holter otnv PLATO, mtepiocdtepot acbeveig eiyov KotAokég
TaOoELg >3 SEVLTEPOAETTO [LE TNV TIKAYPEAOPT OO O,TL e TNV KAOTIOOYPEAT KATA TN SIEPKELD TNG
o&elag pdaong Tov 0&€og atepaviaiov cuvoporoL Tovg. H abénon tov KotMokdv Tavcemy pe TNy
TIKOYpEAOPT, TOV aviyvevOnkav pe Holter, ntav peyodvtepn oe acobeveig pe xpovia Kapdiak
avendpkelo (XKA) and 0,t1 6T0 cuvolikd TANBLGUO TG peATng KaTd TN didpketo TG o&eiog PAoNG
1oL 0£€0G GTEPAVINIOV GUVIPOLOV, OAAG OYL GTOV EVOL UTVA VIO TIKOYPEAOPN 1) GE GUYKPLOT| LE TNV
KAOmd0oYpEAT. Agv vinpyav avemBOUNTEG KAMVIKEG EMMTAOCELS OYETILOUEVES UE QLTIV TNV dLoTOPOYN
(ovumeptiapupavopévng Tng GLYKOTNG 1 TG TomoféTnong Pnpatodotn) oe avtdv Tov TANGLGUO
acBevav (PAEre Tapdypapo 5.1).

Bpadvappubuikd engioddio Kot KoAmokothakoi amokAelopol £xovv avaeepdet petd v KukAopopia
o€ aoBeveig mov AapPavovv Tikaypehopn (PA. mapdypapo 4.8), kuping ot acheveig e OXZ, 6mov
OL®G 1 KOPAOKN 1oY0io KO 1] TOVTOXPOVI AW QAPUAK®Y TOV LEUDVOLV TNV KAPAIOKT cuYvOTNTH
N emnpedovv TV Kapdakn aymylpndtnta eivor mbavoi cuyyvticol mapdyovtes. H khvikn katdotoon
TOV 060gVOVG Kat 1] GLVOSAS PAPUOKEVTIKT aywyn Ba mpénet va a&toAoyobvtol og mhovEG artieg mTpv
oo TNV TPooapuoyn TG Bepansiog.

Avcnvola

Avopépbnie dvonvola og aobeveic vd Bepaneia pe Tikaypeldpn. H dvorvola givarl cuvibog Nma
£mG LETPLO OE £VTOOT] Kol GLYVA VIOYMPEL Y®pPic va ypeldletal dakont| g Oepaneiog. Acbeveig pe
aofBpa/ypovia amoppaktiky] Tvevpovomdeia (XAIL) prmopet va Egovv avénuévo andivto Kivovvo va
eupavicovv dvomvola e TNV TIKaypeAopn. H tikaypelopn mpénet vo yp1oLUOTOIEITOL LLE TPOGOYY| GE
acBeveic pe wotopid acbuatoc kavn XAIL O unyaviopodg dev €xet dievkpviotel. Edv o aoBevng
OVOQEPEL VEQ, TAPOTETOUEVT 1] ETIOEWVOUEVT] OVOTVOLN, VTO TPENEL VoL dlepevvn el TANp®G KoL av dgv
etvan avekn, 1 Oepameia pe Tucaypeopn mpénet va dtaxomnel. ['a tepartépw mAnpopopieg fAéne
opdypapo 4.8.

Kevtpwn| dnvola vvou

Kevtpum arvola vvov cvumepiiappavopévng g avamvong Cheyne-Stokes £xel avapepbei petd tnv
KuKAopopia Tov eapudkov o acbeveig Tov Aapfavovy Tikayperdpn. Edv vrdpyet vroyia kevrpikng
amvolag vmvov, Ba Tpémel vo eEETAOTEL TEPATEP®O KALVIKY EKTIUNOT).

Avénon kpeatwvivig

Ta enineda kpeatvivig pmopel va avénbodv katd tn didpreia g Oepaneiog pe Tikayperdpn. O
pUNyoviIopog oev €xet dtevkpviotel. H veppikn Aettovpyio mpémet vo, eEAEYXETAL GOUPOVO, LLE TN GLVHON
WTPIKT TPOKTIKY. Xg aoBeveig pe OLE, cuvioTtdtal emiong EAEYYOG TNG VEQPIKNG Aettovpyiag Evo piva
petd v €vapén g Bepameiog pe Ticayperop, divovtog Wiaitepn tpocoyn| o€ acbeveig >75 etdv,
acBeveic pe pétpro/cofapn veppikr| duoiettovpyio Kot og EKEIVOVG TOL AoUPAVOLY TOLTOYPOVY
Oepomeio pe AmoKAEIOTEG TOV VITOJOYXEMV TG ayyelotacivng (ARB).

AvEnon ovpkod o&€og

Yrepovpryopio pmopei va epeaviotel Kotd T didpkela e Oepaneiog pe tikaypedopn (BAére
Tapdypoo 4.8). ZuVIGTATOL TPOGOYT GTOVG AGHEVEIS e IGTOPIKO VITEPOLPLYOING T OVPIKNG
apBpitdag. Qg mpoAnTTiKd PETPO, dev evBappiveTar 1| xprom TiKaypeAOpNg o€ acheveig e
veppomdBela omd ovpkd 0&D.

Opoppotikn Opopporevikn Iopevpa

Me 1t ypnon ™G TIKaypeAOpng £yl TOAD ondvia avapepBel Opoupwtiky Opouporeviky [lopevpa.
Xapaxtnpiletor and Opopfomevia Kot LIKPOAyyEIOTOONTIKY QOAVTIKN avalpio Tov oyetileTon eite
L€ VELPOAOYIKA EvpriLaTa, veppikn duciettovpyia 1§ topetd. H OpopPatikr @popporevikn [lopedpa
etvar e SuvnTikd Bavotneopog Katdotaon Tov anattel dueon Bepomeio cupmeptAapfovopévng g
TAOCUAPAIPESTG.

[apeufoin omn SoKIUOGI0 AELTOVPYIKOTNTOC TOV OUOTETAALMV Y10, TN SIYVOGCT) TNG ETOYOLEVNC OTO
v nrapivn Opouporeviog (HIT)
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21 dokipacio TG emayOUEVNG amd TV Nrapivn evepyonoinong tov aiponetoAiov (HIPA) mov
ypnowomoteitat yia t didyvwon g HIT, Ta avtichpato KoTd Tov GOUTAOKOV OVTIOLOTETAALNKOD
napdyovto 4/mMrapivig oTov 0pd TV 0oHEVAOV EVEPYOTOLOHV TO LLOTETAALN VYLDV 0TOV TOPOLGIN
™mg Nmopivng.

"Exovv avaeepBel wevdmg apvnrtikd aroteléopata yio tn HIT ot dokipacio AettoupytkdtnTog teov
alpometaAiov (cupmepthapavopévng, oAAd pn teploptopévng otn dokipacio HIPA) og acBeveic
OTOVG 0TOl0VG YopNYNONKE TiKaypedopT. Avto oyetiletar Le TV avaoToAn Tov vrodoyéa P2Y 1, og
OULOTETAALD VYL®V SOTMV OTY| SOKIHOGIN 0md TNV TIKAYPEAOPT| GTOV 0pO/TAAGILO. TOV a.c0evoDG.
Amottovvtol TANpoPopies yio TNV TavTdYpov Bepameia Le TikaypeAdpN Yio TV EpUNVEIR TOV
SOKIUACIOV AEITOVPYIKOTNTOG TOV OLOTETAAIOV Yia T dudyveon tng HIT.

Ye aoBeveic mov &govv avantuéel HIT, tpénetl va agloloynbei 1o 6¢pelog-kivouvog tng cuvEy iong tng
Oepaneiog pe Tikaypedopn, Aapfdavovtag vrdyn toco v Tpobpoufwtikn katdotaon g HIT 6co
KO TOV aLENUEVO KIVOUVO aLopparyiog [E TNV TALTOYPOVT OVIUTNKTIKY aymyn Kot T Oepomeio pe
TUKOLYPEAOPT).

Ala

Me Bdon t cvoyétion mov mapatnpinke oty PLATO peta&d g d6omg suvtipnong tov AXO kot
NG OYETIKNG OMOTEAECHOTIKOTITOAG TNG TIKAYPEAOPNG GE GVYKPLOT| UE TNV KAOTOOYPEAN, 1|
CLYYOPNYNOMN TNG TIKAYPEAOPNG Kot vyMANG 66omg cuvtipnong AXO (>300 mg) de cvviotdton (BAéme
napdypoeo 5.1).

[pdéwpn drokomn

H mtpoémpn d10komy) 0motaconmoTe avTloloneTalakg Oepaneiog, copneptlapfovopuévov Tov
Brilique, pmopet va éxet og amotéleoua avénuévo kivovvo yia kopdiayyetaxd (KA) Bdvato, EM 1
OYYEWKO EYKEPOAMKO ENEICOO10 AOY® TNG VTOKEILEVNG VOGOV ToL 0oBeVOG. L2g ek TOVTOV, 1| TPOWPN
dlaKomn TG Bepaneiog TPEMEL VoL OTOPEVYETAL.

Ndrpro
To Brilique mepiéyet Arydtepo amd 1 mmol vatpiov (23 mg) avd 56om, dnA. lvatl ovVCLAGTIKA
«ekevbepo vatpiovm.

4.5 AlMAemOPAOEIS N AALO POPUAKEVTIKA TPOTIOVTA KoL GAAEG PHOPPES aAAAETIOPAONG
H twcayperopn gival kopiog vrootpopa tov CYP3A4 kot fmog avactoréac tov CYP3A4. H
TIKOYpeAOPT gival emiong vTdcTpO Ko acBevic avactoAréag g P-yAvkonpateivng (P-gp) kot

evoéyetan va av&avel v ékBeon Tov P-gp vrootpopdtov.

Emdpdoelc @apuokeuTIKOV Kol GAA®Y TpoidVImV 6TNV TIKOYPEAOPN

Avaortoleic tov CYP3A4

o Joyvpoi avooroleig tov CYP3A4 — Zoyyopnynon KETokovalOANG He Tikaypeopn avénce
Crax Ko v AUC ¢ Ticaryperopng katd 2,4 kot 7,3 popég, avtiotoryo. H Cmax ko 1 AUC tov
dpaotikod petaforitn petodnkav katd 89% kot 56%, avtictoya. Avapévetal GAAOL 1oyvPOoi
avaotoieic tov CYP3A4 (khapBpopvkivn, vepalodovn, pitovaBipn kot atalovaPipn) va govv
TOPOUOLEG EMOPACELG KO KOTA GUVETELY 1] TAVTOYPOVT] YPTON IOYLPAOV VOTTOAE®DY TOV
CYP3A4 pe tikoyperopn avrevdeikvotar (BAEne mapdypapo 4.3).

o  Merpior avaotoleic oo CYP3A4 — Zvyyopnynon otktialéung pe tikoyperopn avénce ™ Cumax
™G TIKaypehopng katd 69% kot tnv AUC katd 2,7 eopéc kot HEITE T1 Crax TOL SPACTIKOD
petaporitn kotd 38%, ev n AUC moapépeive apetdfint. Aev vinpée enidpaon g
TIKaYpEAOPNG oTa. eTimeda SthTaléung oto TAdopa. AArot pétprot avactoreic tov CYP3A4
(.. apmpevafipn, anpemitdvn, epvBpopvkivn kot PAOVKOVALOAT) OVOUEVETOL VO, EYOVV
TopOUOLN ETIOPOOT] KOl LITOPOVV NGNS VAL cLYYopnyNOovV e TIKoypeAOpT).

e Metd amd Kabnuepvi] KOTOVAA®OT LEYOA®Y TOGOTHT®V YLV YKpéumepouT (3x200 ml)
napatnpnOnke po avénon g €kbeong oty TIKaypeAdp”n Katd 2-popég. Avtd o péyebog g
avENUEVNG €kBeonc dev avapévetal Vo ivorl KAMVIKG STIUOVTIKO Y10 TOVG TEPLGGOTEPOVG
acOeveic.
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Enoywyeic rov CYP3A

Xvyyxopnynon prpaumikivng pe tikoypeAdpn pelwoe ™ Cmax kot v AUC g Tikorypehopng katd 73%
kot 86%, avtiotorya. H Cmax TOV dpaoticod petafolitn froav apetdpfint kot AUC peiddnke Kotd
46%, avtiototrya. Avapéveral aAiot enaywyeig tov CYP3A (m.y. powvvtoivn, kapPapalenivn kot
eawvoPopPiTdin) va petdvovy eriong tnv £kbeon oty tikaypedopn. H cuyyoprynon g
TIKOYPEAOPNG HE 1oLpovg emaywyeic Tov CYP3A pmopei va peuwoet v ékBeon Kot v
OTOTELEGLLOTIKOTITO TNG TIKOYPEAOPTG KOTA GUVETELD 1] TOVTOYPOVT YPNOT) TOVG LE TIKOYPEAOPN dEV
evBappOveral.

Kvxlooropivy (P-gp ko CYP3A ovaotoléoc)

H ovyyopnynon xvkhoomopivng (600 mg) kot Tikaryperdpng avénce TV Cmax Kot v AUC g
TIKaypeAOpNG Katd 2,3-Kkon 2,8-popéc, avtiotorya. H AUC tov dpaoctikoD petaforitn avéndnke Kotd
32% ko N Crax pHeW®ONKe katd 15% mapovcio kukloomopivng.

Agv vrdpyovv da0éoo Sedopéva Yio TV TOVTOYPOVT XPNOT TNG TIKAYPEAOPNG e GALEG dPOOTIKEG
ovoieg o1 onoieg emiong ivat 1oyvpoi avactoleic g P-gp kot pérprot avactolreig tov CYP3A4 (m.y.
Bepamapiin, Kvidivn) ta omoia pmopel va avénoovy tny €kbeon otny TikKaypehdpn. Edv o
ouvdvaouog dev umopel va amopgvydel, N TOVTOYXPOVN XPTOT| TOVG TPETEL VO YIVETAL LLE TPOGOYT).

Alla

KMvikég pehétec papuokoAoykng aAAnAeTidpaong £6€1Eav OTL 1] GUYYXOPNYNOT| TIKAYPEAOPNG LE
nrapivn, evoamapivn kot AXO 1 0eGLOTPESTIvN deV glye Kapio EMIOPACT GTN POPLOKOKIVITIKN TNG
TIKOYPEAOPNG 1 6TO dpaoTiko petafoiritn 1| otnv ADP-gnaympevn cuoodpeuon ToV AIOTETOA®Y G
oLYKPLON PE TNV TIKaypeAdpN povn Te. Edv evdeiicvotal kKAMviKd, poapUokeLTIKG TPOTOVT TOV
peTaBAAlovy TNV AUOGTOCT TPETEL VO YPT|CLLOTOIOVVTAL LE TPOGOYT GE GLUVOVAGHO UE TNV
TUKOLYPEAOPT).

"Exer mapatnpnOei kabvotepnpuévn ko petopévn ékbeon o€ amd Tov 6TOUATOG 0VOGTOAEIG P2Y 12,
CUUTEPTAOUPAVOLEVIC TNG TIKOYPELOPTC KOl TOL EVEPYOV HETOPOAITN TG, o€ acheveic pe O mov
évafoav popoeivn (peiwon katd 35% oty ékbeon oe Tucarypelopn). Avti 1 aAANAETIOpoo Uropel v
oyeTileTon Le HELUEVT YOUOTPEVTEPIKT KIVITIKOTNTO Kot IGYVEL KOt o€ dAa omogdn. H kiwvikn
ocvoyétion etvarl dyvmortn, oAAG To dedopEVE VTOONAMVOLY TNV THAVOTNTO UELDUEVNG
OTOTEAEGLLOTIKOTITOG TNG TIKOYPEAOPNG G€ 0oBEVEIG TOL GLYYOPTYOVVTOL TIKAYPEAOPT KOl LOPOIV.
Ye aoBeveic pe OZE, otovg omoiovg 1 popeivn dev pmopel va amopevyDel kot Oempeitar kpioyn 1
dupeon avaoctoln Tov P2Y s, pmopel va e€etaotel 1 xpromn mapevieptkod avactorén P2Y 1.

Emdpdoeic e tikorypeAdpnec o€ GAAL QOPUOKEVTIKO TPOTOVTA,

Dapuokevtika wpoiovie. wov ustofoliovion ard 1o CYP3A4

o Jwfaoctativyy — Zuyxoprynon tikayperopng pe oyPaoctativi avénoe mm Cmax NG
owPaoctativng katd 81% kot v AUC katd 56% kot adéENce T Cmax TOL 0£€0G NG
owPaoctativng katd 64% kot tnv AUC katd 52% pe Kanoleg pepovopéves avénoelg ioeg e 2
€mG 3 popéc. Zvuyyopnynon Tikoyperopng pe d6celg oiupaoctativng mov Eemepvovv ta 40 mg
nuepnoing propet va TPOKOAEGEL AVETIOOUNTEG EVEPYEIEG TNG CIULPACTATIVNG KOl TPETEL VOL
otofpiovtat Evavtt Tov duVNTIKOD 0PEAOVS. Agv vipée enidpaot Tng SUPacTOTIiVIIG GTA
emineda TG TIKaypeAOpNG 010 TAGca. H tucoypelhopn pumopel vo £yl mapOUOIEG EMOPACELG
o™ AoPactativn. Aev GuVIGTATAL 1] TOLTOYPOVY XPTOT) TNG TIKAYPELOPNG LE OOCELG
ocwPaoctativng 1 Aofactativng peyardtepeg and 40 mg.

® Aropfaoctativy — Zuyyopnynon atopPactativng kot TikaypeAdpng avENce 1 Cmax TOV 0EE0C TNG
atopPaoctativng kotd 23% ko v AUC katd 36%. [apatnpndnkav napodpoleg avénoeig tmv
AUC xa1 Cpax Y1o. 6A0VG TOVG peTafolriteg Tov 0E€og TG atopPactativng. Avtég ot avENoELg
dgv BemPoVVTUL KAIVIKA OTLOVTIKEG.

o Tlopouown exidpaon oe dAleg otativec mov petoforilovrar and 0 CYP3A4 de pnopei va
amokAewotel. O1 acBeveig otnv PLATO mov Adufavoy tikaypehopn éafov pio motidio
OTOTIVOV, YOPIG VO DTTAPYEL AVNOVYI Y10l GUGYETION UE TNV OCPAAELN TOV CTOTIVMV GTO
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93% g xooptng ™G PLATO mov Adpfove autd ta GoproKeLTKd Tpoiovra.

H twcayperopn eivan nmiog avactoréag tov CYP3A4. Xuyyoprynon Tikoyperopns Kot VITOGTPOUATOV
tov CYP3A4 pe otevd Bepamentikd delictn (dnAadn olampion 1 aAKOAOET] TG EPLCIPMOOVG
OAvpag) dev cvvioTatal, KaOdG 1 TIKaypeAopn propel va avénoet v £kbeon og avtd Ta
QOPULOKEVTIKA TPOIOVTAL.

Yroorpwuato P-gp (mepiloyfovousvav dryolivne, kvkAoomopivng)

Tavtoypovn yopnynomn e Tkayperopng avénoe ™ Cmax Tng dryo&ivng katd 75% kot tnv AUC katd
28%. Ta péoa katdtepa enineda dryo&iving avéndnkav nepinov katd 30% pe cvyyoprynon
TIKOYPELOPNG, LLE OPIOUEVES LEUOVOUEVESG LEYIOTEG AVENGELS £G 2 Popés. [Tapovaia d1yo&ivng, 1 Curax
kot 11 AUC g Tikarypeddpng Kot Tov dpacTikol petafoiitn g dev ennpedotnkay. ¢ ek T00TOL,
GULVIOTATOL KATAAANAN KAVIKY] KOUT EPYOCTNPLOKT TOPAKOAOVON G OTAV YOPTYOUVTOL TALTOHYPOVE. LE
TIKOYPELOPT] PUPLOKEVTIKA TPOidVTO Pe 0TEVO Bepamentikd deiktn mov eaptdvton amd tnv P-gp,
Om®G M Oryo&ivn.

Agv vrdpyet kapio enidpacn TG TIKAypeAOPTG OTa EMITEDQ TNG KVKAOGTOPIVNG GTO aipla. Agv €xel
peketnOei n enidpaon g TiKaypeAdpng g GALN vTooTpOpoTH TNG P-gp.

Daopuorevtirg wpoiovro wov uctaforilovror ard to CYP2C9

Zuyxopfynon g TIKaypeAdpNS e ToAPoutapidn dev petéPfare ta eninedo TAACUOTOS KAVEVOG OO TOL
dV0 QUPUOKEVTIKA TPOIOVTO, YEYOVOS TO OTO10 LITOONAMVEL OTL 1 TIKOYPELOPT) OEV Elval AVOTTOAENS
tov CYP2C9 ko etvon amiBavo va petafddrel to petafoliopd eapudkmy mov peroforilovral HEcw
tov CYP2C9 6mwc n Bappapivn kot 1 ToAfovtopion.

PocoovBacrotivy

H tkaryperdpr pmopel vo, ennpedcel Tn veQPiKn amEKKPLIon TG pocovPactativng, avéavovtag Tov
KivoLuVo GLGCMPEVOTG TG pocovPactativig. Av Kot 0 akpipig UNXavIoHOg dev eival YvmoTog, o€
OPICUEVEG TEPUTTMGELS, 1) TALTOYPOVI PN ON TIKAYPEAOPNG Kot pocovPactativrg odnynoe o€ peimon
™G VEQPIKNG Aertovpyiag, avénuévo eminedo kvdong g eocpokpeatvivng (CPK) kot
papoopvdivon.

Amo tov orouoroc avricviinmrika

Zuyyopfynon g TiKaypeAdpng Le Aefovopyestpédn Kot atfuvikoioTpadiodn avéEnce v €kbeon
otV aBvVIAOIoTPadIOAN TTEPimOL Katd 20% oA de HeTEPOAE TN POPLOKOKIVITIKY TNG
AePovopyeatpédng. Aev avopEVETOL KAVIKO GNLOVTIKT ETIOPOOT) OTNV OTOTEAECUATIKOTITO TOV O
TOL GTOUOTOG AVTICLAANTTIKOV OTAV 1] AeBOVOPYESTPELN Kot 1] alBLVIAOIGTPOSIOAT GLUYXOpNYOHVTIL
LLE TIKAYPEAOPT).

DopuakevTiKd TPOIOVTO TOV EIVAL YYWTTO OTL EXGYOVY Bpodvkapdio.

AOY® TG TOPATHPNONG KUPIMG ACVUATOUATIKGOV KOIMOKOV TOVGE®V Kot Bpadukapdiag, Tpémet va
diveton mpocoyn O6tav yopnysiton TikaypeAOPT TALTOYPOVO LE POPLOKEVTIKA TPOIOVTO TOL Elvat
YV®otd 0T endryouv Bpadvkapdia (BAéme mapdypaeo 4.4). Qotd6G0, dev TapatnpnOnKay evoei&elg
KAVIKGA CIUOVTIK®V ovemBopuntov evepyeudv ot dokyu] PLATO petd amd tavtdypovn yopnynon He
éva 1 TEPLOGOTEPH PAPHOKEVTIKA TPOIOVTO TTOL £Vl YVOGTO OTL Endyovv Ppadvkapdia (w.y. 96% [-
OTOKAELOTES, 33% amOKAEIOTEG OlVA®V acPeotiov dtAtialéun ko Bepamapiin kot 4% dryo&ivn).

AAAn tovtoypovny Ospameio

e KMvIKEG PeAETEG, 1 TIKaypeAOpT| yopnyNOnke ocvyvd pe AX0, avaoTtolelg avtiiog TpwTovimy,
OTOTIVES, B-OMOKAEIOTES, OVAGTOAELG TOV PETATPENTIKOL EVEDOL TG ayyelotacivig (MEA) ko
OVTOYOVICTEG TOV DTOO0YEMV OYYEIOTUGIVIG COUG®VA LE TNV OVAYKT) TG CUVUTAPYOVGOG
KOTAGTOOTG Y10 LOKPOYPOVIL Yp1oN Kot Eniong Pe nrapiv, nrapivn xapnAiov poptakob Bapovg Kot
evoopAéfrovg Gpllb/Illa avactoreig yio pikpd dtuotnuoto (BAEne Tapdypapo 5.1). Agv
nopoTnPNONKaY EVOEIEEIS KAVIKA CTULOVTIK®V OVETIBOUNTOV CAANAETIOPACEDY LLE QVTA TA
QOPUOKEVTIKA TPOTOVTAL.

H ovyyopnynon mg tikayperdpng pe nrapivn, evo&amoapivn 1 0GLOTPESTiv OeV glye EMidpaon GTOV
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TPOGILOPIGHUO TOL YPOVOL gvepyoTomUEVG pepikng Bpopporractiving (aPTT), tov evepyomompévon
ypovov Téng (ACT) i) Ttov mopdyovta Xa. QoT060, AOY® TOV SLVNTIKOV QOPLOKOSVVOLKOV
OAANAETOPACE®V, TPETEL VO SIVETOL TPOGOYT| TNV TAVTOYPOVN XOPTYNOT TNG TIKAYPEAOPNG LLE
(OPLOKEVTIKA TPOTOVTA TOV EivOl YVOGTO OTL LETARAAAOVY TNV OUOGTACN.

AOYO avoeop®dv o€ avopaiiss deppatikig ooppayiog pe SSRIs (.y. mapo&etivr, oepTpaiivr kot
oITOAOTTPAUN), CLVICTATOL TPOGOYT| OTaY YopnyovvTan SSRIs pe tikaypehdpn Kabmdg avtd pumopel va
avENOEL TOV Kivouvo Yo opoppayict.

4.6 Tovipétnra, KONON KO Yohovyia
IMuvoikec o€ ovomopoyyiKy nAKio

lMuvaikeg o avomapaymykn NAKio TPETEL VoL YPTCLOTOLOVY KATUAANAN OVTIGVAANTTIKA PETPOU DOTE
VO OTOQVYOLV TNV €YKLUOGVVN KaTd T dtdpkela g Oepameiog pe TikaypeAdpn.

Konon

Agv vrdpyovv N elval TEPLOPIGUEVE TA, OEGOUEVA TYETIKA LE TN YPNOT TNG TIKAYPEAOPTG OE EYKVEG
yovaikeg. Meiétec o (da £de1&av avamapaymykn toéikotta (PAéne mapdypoeo 5.3). H
TIKOYPEALOPT) OEV TPEMEL VAL YPNOUYLOTOLEITAL KATE TN OLAPKELN TNG EYKVUOGVVIG.

Oniacuodc
To Sa0éca pappoakoduvapkd/To&ikoloyikd dedopéva and {oa £xovv dei&el OTL 1| TIKOypeAOPN Kot

ot dpaotikoi petafoiiteg g anekkpivovial 610 Yaio (PAéne mapdypapo 5.3). O kivouvog yia ta
veoyévvnto/Bpéon oev pumopet va anoxieiotel. [Ipénet va AneBel amdpaon yia T SoKonY| Tov
OnAaopov 1 ™ dwkomn/amoyn and T Bepaneio pe Tikaypeopn Aapfavovtag vIToYn To OPEALOG TOV
OnAoacpov o To modi Kot 1o 0pelog g Bepaneiog yio Tn yovaika.

Tovipdmra
H twcaryperdpn dev eiye emidpaon ot yovipdtnta o€ apoevikd kot Onivkd {oa (PAEre
Tapdypoeo 5.3).

4.7 Emodpacelg 6TV tKavOTITO 001]Y161)G KO EPIGHOD P Uvi|HaTOY

H twcayperdpn dev Exetl kopio 1 £xel aoLavTn EXOPACT) OTNV IKAVOTNTA 01YNONG KoL YEPICHOV
unyovnuatev. Katd tn didpreia g Oepaneiog pe tikaypeddpn, Exovv avaeepBei {aAn kot cuyyvon.
Q¢ ek ToUTOV, 0cbeveig Tov epPaAvVIioVY AVTAE Ta CLUTTONHOTO B0 TPETEL VAL ElVOL TPOGEKTIKOT KOTA
NV 001 YNNG 1] TO XEPIGHO UNYOVILLATOV.

4.8 AvemOOunrteg evépysreg

[epiinyn tov Tpoid acedielag

To wpopik acedreiag g Tikaypelopng a&loloynnie oe dVo peydreg dokyég ekPfacewv edong 3
(PLATO xor PEGASUS) o115 omoieg ovumepieinencav nepiocdtepot and 39.000 acbeveig (PAEme
napdypopo 5.1).

Yt pedétn PLATO, ot acBeveic vd Oepameia pe Tikaypehopn elyav vynAdTEPT CLYVOTNTO
eppdviong dtakomng A0ym avemBiunT®mv cupPdviov Evavtt g Khomdoypéing (7,4% évavt 5,4%).
>t perétn PEGASUS, ot acfeveig vmd Bepoameio pe Tikaypeddpn giyav vynidtepn cuyvotnta
enedviong dlakomng AOY® avemBountov coppdviov oe cuykpion pe T povobepameio pe AXO
(16,1% y1o v Tikaryperopn 60 mg pe AXO évavtt 8,5% yuo ™ povobepamneio pe AXO). Ot cuyvotepa
avapepoOueveg avemBOUNTEG EVEPYELEG aoBevdY mov EAafay TiKoypeAdpN AV coppayiol Kot
dvomvola (PAéne mapdypapo 4.4).

AvemBountec evépysleg o€ LopEN TvaKa
Ot ax6Aov0eg avemBOUNTES EVEPYELEG £XOVV TPOGOI0PIoTEL PETA OO PEAETEG 1) £XOVV avopepDel peTd
™V KukAopopia tng Tikaypehdpng (ITivaxag 1).
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O avemBOunTeg evépyeteg mapatifevral ooppmva pe v Koammyopia Opyavikod ZuoTthiioatog Tou
MedDRA. Evtog ke Katnyopiog Opyoavikod ZuoTiHOTOG 01 ovemBounteg evépyeleg ivat

tagwvounuéveg ava katnyopio cvyvotrag. Ot katnyopieg cvyvotntag opilovtol cOUP®VA LE TNV
axoAovin cuvOnkn: ITodd ovyvég (>1/10), cvyvég (=1/100 g <1/10), Oyt cvyvég
(>1/1.000 éwg <1/100), ondvieg (>1/10.000 ¢wg <1/1.000), mord ordvieg (<1/10.000), un yvootég
(0ev pmopovv va extiunBovv pe Bdon ta dbéoiua dedopéva).

IMivakag 1 AvemO0OunTeg evEPyELES VA GVYVOTITO KOL KATYOPLO OPYOVIKOV

OLOTNNOTOG
Katyopia
Opyavikov IMoAd ovyvég Yoyvég Oy ovyvég Mn yvootég
YVoTHNOTOS
Neomldouaro Ayloppayieg
KoAonOn, kaxontn kou dykov”
un kabopiouévo,
(reprlopfavovial
KOOTELC KO TOADTTO0ES)
doopoyés Tov Awoppayieg €€ Opoupotikn
OIUOTOINTIKOD KO TOD | OUUOTOAOYIKTG Opopporevikn
Jeugpikod ovotiuotos | Satapoync’ opevpa!
Adoapoyés Tov YnepevoicOnocio
OVOGOTOINTIKOD neptlapPoavopévon
OVOTHUOTOS ayyeloodnuatog’
Adoapoyés Tov Yrepovpryoupia® Ovpikn
Hetafoliouod kot e ApBpitida
Opéymg
Poylatpikés 2yyvon
010TOPaYES
Arozopoyég Tov Z6éAn, Evdoxpavioxn
VEVPIKOD GOGTHUOTOS 2vyKomnn, apopporyio”
Kepahohyio
OpBotuixég Ayloppayio Tov
O10T0PaYES opOoApod®
Arozopoyég 100 wTo6 TAryyog Ayoppayio otdg
xai Tov Aoffupivioo
Kapoioxes drotapayés Bpadvappodpia,
KoAmokothokog
OTOKAEIGUOG
Ayyeiroxég droTopoyés Ynotaon
Arozopoyég Tov Avbonvoun Ayloppayiec tov
OVOTVEDOTIKOD OVOTTVELGTIKOV
OVOTHUATOG, TOD cvoThpaToc’”
Owpaxo kor Tov
uecobwpdxiov
Arozopoyég Tov Awoppayio tov | OmcBomepirovaixn
YOOTPEVIEPIKOD YOOTPEVIEPIKOD | oupopparyio
coMva®,
Adppoua,
Nowria,
Avoneyia,
Avckototta
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Katyopia
Opyavikov IoAd ovyvég Yoyvég Oy ovyvég Mn yvootég
YVoTHNOTOS
Adoapoyés Tov Ymodoplan
O0EPUATOS KO TOD dEPUOTIKT
DTOAOPLOD 10TOD apoppoyia,
E&avOnpa,
Kvnopdg
Adoapoyés Tov Muwkég
UVOCKELETIKOD opoppayiec’
OVOTHUOTOS KA TOD
OVVOETIKOD 10TOD
Awozopoyés twv Ayoppayio Tov
VEQPOV KO TOV oVPOPOPOV
0VPOPOPOYV 0DV 0dV!
Arozopoyég Tov Ayoppayieg
OVOTOPOYWYIKOD OVOTOPOLY QY LKOD
OVOTHUATOS KL TOD OLOTNUOTOG
HOOTOD
Hoparxiivirég Kpeatwvivn
eetaoeig aiporog
avgnuévn’
Koxawoeig, Ayloppayio
onAntypraceis kat petd amod
EMITAOKES emépuPaon,
Oepamevtinav Metatpavpatik
AEIPLOLUDY éc oupoppayiec?

%70y opoppayio OPEIMOUEVT GE KOPKiVO 0VPodOYOL KOGTNG, KOPKIVO GTOAXOV, KOPKIVO TaYE0G EVIEPOV

By, avEnpévn téom exyupmoEny, aVOOPUNTO CLUATOLO, aoppaylkh S1ibeom
Y EvtomtiotnKe Katd TN S1GPKELD TG EUTEPING HETH TNV KUKAOQOPIa.

% 01 GUYVOTNTEG TPOEKVLYAY OO EPYOCTNPLIKEG TAPOTNPNGELS (AVENGELS 0VPIKOD 0EE0G GE >AVATEPO PLGLOAOYIKO OPIO,
£VOVTL TNG OPYIKNG TING KaTm amd 1 evrog Tov £0povs avapopds. Avéncels kpeatviving >50% amd v apyikn Tiun) Kot oyt
NV adpr] GLYVOTNTA AVAPOPOV OVETIBOUNT®V GUUPAVTOV
€ LY. QULOPPOYI0, TOV EMTEPVKOTA, TOL OUPPANGTPOEDOVS, EVOOPOGALL arpoppayio

°t .y emiotadn, apoTTUON

¢ 1.x. ovAoppayia, arpoppayia Tov opbod, orpoppayic, YaoTPIKoD EAkoug
LY. EKYOUOGT), SEPLOTIKY OLLOPPOYin, TETEXELEG
9 1.y, odpopOpo, wikn apoppayio

LTy, OLUOTOVPIn, OLLOPPAYIKT) KLOTITIOO0

Iy KOATKY] OLLOPPOLyiol, OLOTOCTEPLIN, LETEUUVOTOVGLOKT OLOPPAyio

P 1y, LOMOTAC, LETOTPUVLOTIKG OLUATMLOL, LETOTPOVATIKY OLLOPPOyio:

¥ aBopun T, oxeTICOMEVN HE ETEUPOOT 1] TPOVHOTIKY EVOOKPOVIOKT OLLLOPPaLyio.

[eprypa@n emAeyUEVOV OVETIOOUNTOV EVEPYEIDV

Awoppayia

Evpriuato avopopixa pe oipoppoyixd emeroédio otny PLATO
To cvvoAikd amoteAéopota TG enintmong aoppayiag ot perétn PLATO napovsidovtol otov

ITivaxa 2.

ivaxag 2 — Av@Avoen TOV GLVOAMKAOV aipoppoyiev, ektipnosis Kaplan-Meier otovg 12 prjveg

(PLATO)
Twayperopn | Kromdoypéin | Ty p*
90 mg o1g
NUEPNGIOG N=9186
N=9235
Yvvolkég Meilovec katd PLATO 11,6 11,2 0,4336
Meiloveg Oavatneopes/ AmetAntikég yia ) {on 5,8 5,8 0,6988
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katd PLATO

Meiloveg un oyetiloueveg pe CABG katd

PLATO 4,5 3,8 0,0264
Meiloveg un oyetilopeveg pe dlodkaoisg Katd

PLATO 3,1 2,3 0,0058
Yvvolkég Meiloveg + EAdocoveg katd PLATO 16,1 14,6 0,0084
Meiloveg + ghdocoveg pun oyeTllOpeVeS e

dwdkacieg katd PLATO 3,9 4,3 <0,0001
Meiloveg katd TIMI 7,9 7,7 0,5669
Meilovec + EAdocoveg katd TIMI 11,4 10,9 0,3272

Opopol KaTNyopLOV alpoppoyiog

Mceilov Oavotneopo/Arsiintiki Yo ) Lo Awoppayio: Kiwikd epeavig pe >50 g/L peioon g ayptoo@atpivig
petayyion >4 povadwv gpubporuttdpmyv, 1 BavaTnedpa, 1 EVOOKPAVIOKT, 1] EVOOTEPIKOPSIOKT LE KAPIOKO EMAMUATIONO, I}
pe vooykayukn katamAnéio 1 coPapn vdtoon mov amattel Tapdyovieg adENCNG TG TECTS TOV A{ATOG 1] XELPOLPYIKY
emépfoon.

Meilov Arn: Khvikd gpgavig pe 30-50 g/L peimon g cupoceatpivng 1 petdryyion 2-3 povadwv epubpokuttdpav, 1
TPOKOAOVGO GNUAVTIKY OVIKOVOTNTO.

ELldocwv Aypoppayio: Anartel wotpiki TopépPaocn TpoKEWEVOD VO, GTAUATAGEL 1] VO OVTIHETOTIOTEL 1] dopporyio.
Meilov apoppayio kotd TIMI: Khvikd epgavig pe >50 g/L peioon g apoo@aipivng 1 vOoKpaviakt| aopparyio.
EAldocwov apoppayio kard TIMI: Kiwvicd epeovnig pe 30-50 g/L peiwon g apoceapivig.

*n Ty p vtoAoyichnke amd povtého avoroyikdv Kivdbvav tov Cox pe v opdda Oepameiog mg T HOVASIKT) EPUNVEVTIKT
(ave&aptnm) petofint

H tcaryperdpn kon 1 kKAomidoypéLn de d1€pepav 6to TocooTtd TS Meilovog
Oavateopag/AneinTikng yio t {on apoppayicg katd PLATO, tg cvvoiwmng Meilovog
apoppayiog kotd PLATO, g Meilovog aipoppayioag katd TIMI 1§ tng EAdocovog arpoppayiog Kotd
TIMI (ITivakag 2). Qotdco, eupovictnkay Teplocotepes cuvovaouéves katd PLATO Meiloveg +
ELdooovec apoppayieg pe v TikKaypeAdpn o€ oOYKPIoN Ue TNV KAomdoypéAn. Atyol acbevelg otnv
PLATO egiyav Bavammedpa apoppayic: 20 (0,2%) yo v tikoyperopn kot 23 (0,3%) yo v
KhomidoypéAn (PAéme mopdypao 4.4).

H nAia, o @OAo, T0o BApog cOUATOS, 1| PUAN, 1] YEDYPAPIKT TEPLOYN], O GUVVTAPYOVGES
KOTAGTACELS, 1 SLYXopNYoLUeEVT| Bepameio Kot TO 10TPIKO 1GTOPIKO, CLUTEPIAAUPOVOLEVOD
TPOTYOVLEVOD AYYELOKOV EYKEPOAKOD EMELIGOJIOV 1] TAPOIIKOD 1GYALLUKOV EXELGOSIOV, OEV
TpoéPAeyay 00TE TN CLVOAIKY|, 0VTE TN Un oyeTCopevn pe dudikaociec katd PLATO Meilova
apoppayio. ‘Etot, kapio cuykekpiuévn opdoa dev avayvopioTnke vd Kivouvo yio Kopio VToopddo
opoppoyiog.

Awoppayio oxetilduevn pe aoptootepaviaio mopakapyn (CABG):

2t pedétn PLATO, 10 42% and tovg 1584 acbeveig (12% g kodptng) mov vroPAantnkav oce CABG
elyav Meilova Oavameopo/Anetintikn yia ) {on apoppayio kotd PLATO yopic dtoupopd petatd
TV opdd®V Bepaneiog. avarneopa apoppayia oxetilopevn ue CABG mapovcidotnke o 6
acBeveic og kdbe Bepamevtikn opdda (PAEre Tapdypapo 4.4).

Awoppayio pun oyetilopevn pe aoptootepaviaio mapakapyn (CABG) kot pn oxetilopevn pe
dtodtkaoieg:

H tcayperdpn kot 1 KAomidoypérn dev diépepav atn un oxetilopevn pe CABG, katd PLATO
Meilova Oavatneopa/Areidntikn yo ) {on apoppayia, aArd n katd PLATO opilopevn Zvvolkn
Meilova, n Meilov katd TIMI ko 1 Meilov + EAdocwv katd TIMI aipoppayia fTov mo cuyvég pe
™V TIKayperopn. Opolmg, dtav apaipdnkav 6ieg ot oxeTILOUEVES e Ol0d1Kacies ooppayies,
TMEPLOCOTEPES ALOPPAYIEG TAPOVCLAGTIKAY LLE TNV TIKAYPEAOPT A0 O,TL LLE TNV KAOTIOOYPEAN
(ITivakag 2). H dwakonn g Bepaneiog e&attiog g pn oxetilouevng pe dodikacieg opoppoyiog oy
O GLYVY Yo TNV TIKAYPeAOPT (2,9%) and 6,11y tnv Khomdoypéin (1,2%, p<0,001).

Evdoxpaviakn opoppayio:

Ymip&Eav mo ToAAEG Un oXeTILOUEVEG LE O10OIKAGTIEC EVOOKPUVIOKEG ALLLOPPAYIES [LE TNV TIKAYPELOPN
(n=27 opoppayieg o 26 acbeveig, 0,3%) amod 0,T1 pe v KAomdoypéAn (n=14 apoppayieg, 0,2%),
amo Tig omoieg 11 apoppayieg pe Tikaypehdpn kot 1 pe kKhomdoypédn nrov Bavatneopeg. Agv vanpye
dpopd oTIC GLVOMKES Bavatneopeg apoppayies.

37



Evpriuata oyetilopevo ue aypoppayika emeioooia oty peiétn PEGASUS

H ocvvolikn €éxPaon tov apoppayikadv eneicodiov ot perét PEGASUS napovoidletal otov

ITivoxa 3.

Mivaxag 3 — Ava@iven cuvoMK®V aipoppaytdv, ektipoelg Kaplan-Meier otovg 36 piveg

(PEGASUS)
Twayperhopn 60 mg oig MovoOgponcio
nuepnoing + AXO AXO
N=6958 N=6996
Avadoyio
Tehké Inpeia Acpalerag KM% Kwdivov KM% Twn p
(95% CI)
Katnyopieg apoppayidv kota TIM
<
MeiCoveg katd TIMI 23 ( 628’332 21 L1 0,0001
, 0,3 1,00 0,3 1,0000
BOavatneodpeg (0.44,2.27)
0,6 1,33 0,5 0,3130
ICH (0,77,2,31)
, , , 1,6 3,61 0,5 <0,0001
Aldeg Meiloveg katd TIMI (231, 5.65)
3,4 2,54 1,4 <0,0001
M 4 7 E}\I 14 r TIMI b b b b
elloveg 1| EMdocoves katd (1.93.3.35)
Mzeilovec 1 EMdoooveg 1 mov 16,6 2,64 7,0 <0,0001
Amo1todv 10TpIKn ppovTidn KoTd (2,35,2,97)
TIMI
Katnyopieg apoppayiaorv kata PLATO
, . 3,5 2,57 1,4 <0,0001
Meilovec katd PLATO (1.95.3.37)
Oavatneopes/ AtednTikég 2,4 2,38 1,1 <0,0001
v ™ Lom (1,73, 3,26)
Aleg Meiloveg Kotd 1,1 3,37 0,3 <0,0001
PLATO (1,95, 5,83)
. , . 15,2 2,71 6,2 <0,0001
Meilovec | EAdoocoveg katd PLATO (2,40, 3.08)

Opopoil KaTNyopLAOV dLpoppoyiog

Meilov awpoppayio katd TIMI: Gavatmeopa apoppayio, 'H ortowadfmote evdokpaviakn apoppayie, H khvikd epepavi
onueia opoppayiog cvoyetilopeva pe Ttmon g apooearpivng (Hgb) >50 g/L, 1 edv dev givon dobéoun n rypn Heb,

nrdon tov apatokpitn (Het) kord 15%.

OavoTn@opa: ayoppaykd ETEIGOS10 TOV EMEPEPE Gpeca Tov Bavato evidg 7 NuepmV.

ICH: Evdokpavioxr aopporyio.

Al Meilov katd TIMI: Mn Oovatnedpa pn evdokpaviakn Meillov apoppayio kotd TIML

EAldocwv katd TIMI: Kl epeavig pe peioon g apocearpivng kord 30-50 g/L.

TIMI ov Artantei wrpukn) @povtida: Araitei mapépPaon, 'H npokodei voonheio, H avdykn dpeong a&lohdynong.
Meilov Oavamneépa/anerintiki Yot Lo katd PLATO: Oovammedpa apoppayio, H omoradnimote evookpoviokn
awoppayio, H gvdomepikapdioxn pe kapdiokd emmopoticpd, H pe vrooykaykn kotaminéio 1 coPfapr vndtacn mov
amartel Topdyovteg mov av&avouy v migon/wvotpoma 1 xeipovpyikn enépPoon H eivar khvikd epgavig pe peioon mg
aooeatpivng katd >50 g/L 1 petdyyion >4 povadwv epubpokuTTdpmy.

Al Meilov katd PLATO: [Tpokolovoa onpavtiky avikavotta, H khvikd epeavig pe 30-50 g/L peioon g
ayoopatpivig, H petdyyion 2-3 povadwv epubpokuttdpav.

ELdocov katd PLATO: Anautel wtpixr] TopépBocn TpoKeWEVOD Vo, GTOUOTHCEL 1] VO OVTILETOTIOTEL 1] GLOPPOYio.

¥t pedétn PEGASUS, 1 ouyvotta g Meilovog arpoppayiog katd TIMI yio tnv tikoyperopn
60 mg 561G nuepnoimg frav vynAdTepn o' 6Tt yio T povobeparneia pe AZO. Agv mapatnpnonke
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aVENUEVOG Kivouvog Yo Bavatneopa alpoppayic Kot Topatnpndnke udévo po pikpr ovénon oe
EVOOKPOVIOKEG apLoppayiec, oe cuykpilon pe T povobepaneio pe AXO. Yrip&av Alya Bovatneopa
apLoppayIkd enelcodtla ot perém, 11 (0,3%) yuo v tikayperopn 60 mg xon 12 (0,3%) yuo
povobBepamneio pe AXO. O mapatnpovpevog avénuévog kivovvog Meilovog arpoppayiog katd TIMI pe
™V TIKayperopn 60 mg opelldTay Kuplwg o€ LYNAOTEPT cvyvoTNTa TV AA®v Mellovov katd TIMI
apoppayldv odnyovpevev ond coppdvta otnv Koatmmyopio Opyavicod Zuotipatog tov

YOG TPEVTEPIKOD.

AvEnuéveg popeég aypoppayiog mapopotes pe tic Meiloveg katd TIMI napatnpnidnkay yuo tig
Katnyopieg arpoppayidv Melovev 11 Eraccovov katd TIMI, Mewlovov katd PLATO ko Melovov
N Ehaococdvev katd PLATO (BAéne ITivaka 3). H diaxomn g Oepomeiog Aoym aproppayiog nrov
oLYVOTEPN e TNV TIKaypeAdpT 60 mg Evavtt Tng povobepaneiog pe AXO (6,2% wat 1,5% avtictoyya).
H mielovotnta autdv Tov apoppayidv Ty pikpdtepng cofapdtnrag (katnyoplomomdnkav wg TIMI
oV ATontovV 1oTtpikn Oepamneia), m.y. enictaln, LOAMTEG KO CULOTOLUOTOL.

To mpopid apoppayldv g Tikayperdpng 60 mg Nrav otabepd og dipopes TPOKUOOPIGUEVES
VROOUAdES (T.y. ava nAtKia, @OAO, BAPOC, PUAT, YEOYPUPIKT TEPLOYT, CVVOOEC TAONGELS, TOLTOHYPOVN
Bepameio Ko 10Tpkd 10T0p1Kd) Yo apoppayiec Meiloveg kotd TIMI, Meiloveg 1 EAdocoveg Kotd
TIMI xor MeiCoves katd PLATO.

Evdoxpaviokn opopporyio:

AVTOpOTEG EVOOKPAVIOKES UOPPOYIEG AVOPEPON KOV GE TAPOUOLN TOGOCTA YO TNV TIKAYPEAOPT

60 mg ka1 tn povobepaneio pe AXO (n=13, 0,2% Kot o115 600 OepamevTiKég OUAOES).
Metatpavpatikéc Kot oxeTlopeVES e dladkacieg evooKpaviakEg atpoppayieg £0e1&av Likpn avénon
pe  Bepaneio Tikaypeddpng 60 mg, (n=15, 0,2%) &évavti g povobepamneiog pe AXO (N=10, 0,1%).
Yrqp&av 6 Bovatneopeg evooKpaviakeg apoppayieg pe v tikarypedopn 60 mg kot 5 Bavatnedpeg
EVOOKpPOVINKEG arpoppayieg pe tn povobepaneia pe AXO. H cuyvotnta epodviong evOoKpaviokng
apoppayiog NTov yopnAr Kot oTig 000 opddeg Bepameing dESOUEVNG TG ONUOVTIKAG GLVVOCT|POTNTOG
kot Tov KA mapaydviov kivddvov otov vmd perétn minbuoud.

Adorvoie.

Avornvola, pia aicOnomn dvokolag oty avamvon, &yl avaeepbel omd acbeveic vd Oepaneia pe
Tikayperopn. X perétn PLATO ta avemBounta copfdvio ducmvolag (duemvola, dOGTvolo KoTd
™V Npepia, S0oTVola PETH amd KOTWOT), SVCTVOLd TAPOELGUIKT VOYTEPIVI KOl VOYTEPIVY] SVOTVOLN),
otav cuVOLAGTNKAY, avaeépOnkav amo to 13,8% twov acbevav vto Oepaneia e TiKoypeldpn Kot amd
10 7,8% twv acBevav vitd Bepomeio pe KAomdoypEAN. 10 2,2% twv aclevov mov Erafav
TiKoyperopn Kot oto 0,6% ekeivav mov Elafav KAomidoypéAn ot pguvntég Bemdpnoav 6tTL 1 Svemvola
oyetileTon artiohoyikd pe tn Oepaneia otn perétn PLATO, evo Alyo mepiotatikd ftay cofopd
(0,14% twcayperdpn kon 0,02% khomdoypéln), (PAéne napdypapo 4.4). Ta tepiocodtepa avapephivia
CUUTTOUOTE SVOTVOLNG TAY N0 £0C PETPLO OE EVTOOT] KOl TA TEPICCOTEPA. AVOPEPOTKAY G EVa
LOVIPEG EMEICOS0 AUECHOS PETA TNV Evopén Tng Bepameiog.

g ovyKplon pe TV KAomdoypéLn, ot acBeveic pe dobuo/XAIl vd Bepaneio pe Tikoypeldpn pumopel
va £rouv avénuévo kivovvo gupdviong un cofapng dvcmvorag (3,29% tkayperopn évovtt 0,53%
KhomdoypéAn) kot cofapng dvomvolag (0,38% tikayperopn Evavtt 0,00% khomdoypéhn). Ze
amOALTOVG OPOVG, 0 KivOLVOg MTay VYNAOTEPOG 0ld TO GLVOALKO TANBvoud g PLATO. H
TIKOYPEALOPT TIPETEL VO, YPTCLUOTOIEITOL L TPOGOYT| 6€ acbeveig pe 1oTopkd dobuartog ko/n XAIl
(BAéme mapdypapo 4.4).

[epinov 1o 30% TV enelc0diny vroymdpnoav péca o 7 nuépes. H pedétn PLATO coprepiéiafe
acBeveic mov giyav cvupopnTikn Kapdiokn averdpkela, XAIl 1 dobua oy évapén. Avtoi o
acBeveic kat o1 NMKIOUEVOL HTaY 0 TOOVO VoL avapEPOLY SVOTVOLNL. XTNV TEPITTMCT TNG
TIKaypeEAOPNS, T0 0,9% TV acbevav diékoye 10 PAapROKO TNG LEAETNG AOY® SVGTTVOLNG, GE GUYKPLON
pe 1o 0,1% mov AdpPove kKhomdoypéin. H vymAdtepn cuyvotnta eupdvions SUoTvolag pe Ty
TIKOYPELOPT O oyeTiletar Le VE 1] EMOEVOVUEV KOPOLOKT 1] TVEVHOVIKT VOGO (PAETE TOpdypOpO
4.4). H ticaryperdpn dev ennpedlet Tig SOKIUAGIES TVEV LOVIKNG AELTOVPYiaC.
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>t peiétn PEGASUS avaeépOnie dvonvola oto 14,2% tov acBevav mov Elafov Tikayperopn

60 mg 581G nuepnoing kot 610 5,5% TV acbevdv mov Elafav povobepaneia pe AZO. Onwg otnv
PLATO, n cuyvotepa avapepopevn duomvola nTav frag £0g pétprog Evtaong (PAEne

napdypoeo 4.4). Ot acBeveic o1 omoiol avépepayv dHomvola ETevay va glvar LEYRADTEPOL G NAKIN Kot
elyav ovyvotepa dvonvoro, XAIT 1 dobpa katd v Evapén.

Topoxlivikéc eletaoeic

Avénoeig ovpikov o&og: Xt pekétn PLATO, 1o ovpikd 0&p otov opd avénbnke o€ enimeda
VYNAOTEPA OO TO OVMDTEPO PLGLOAOYIKO Op1o 670 22% T®V 0cBevAV ToL AduPavay TikaypeAdpT| G
ovykpion pe 10 13% tov acbevav mov AduPovay khomdoypéin. Ta avtictoyo T0600TA GTNV
PEGASUS ftav 9,1%, 8,8% xot 5,5% ywo tnv tikaypehopn 90 mg, 60 mg Kot To EIKOVIKO QpAPLOKO,
avtiototya. H péon tyun tov emmédmv tov ovupikod o&éog otov opd avénbnke nepintov katd 15% pe
TNV TIKAYPEALOPT GE GUYKPLOT e TEPImOL Katd 7,5% pe TNV KAOTIO0YpEAN Kot LETE T O10KOT TG
Oepaneiog, peumbnke mepimov katd 7% yio TV TIKOyPEAOPT 0ALG dev TapaTnpOnke peiwon yuo TNV
Khomdoypén. X perétn PEGASUS, Swoumiotobnke avactpéyun avénon g péong Tipng tov
EMMESWV 0LPKOV 0EE0G GTOV 0pO Katd 6,3% Kot 5,6% yo v Tikaypeddpr 90 mg kot 60 mg,
avtioTo 0, CLYKPLTIKG pe peioon katd 1,5% oty opdda Tov EIKOVIKOD QOPUAKOV. XTN UEAET
PLATO, n cuyvotnta epedviong ovpikng apbpitidog nrov 0,2% yuo v tikaypehopn évavtt 0,1% yuo
v KAomdoypérn. Ot avtioTolyeg ouyvotnTeS Yo TNV ovpikn apbpitida ot perétn PEGASUS ftav
1,6%, 1,5% war 1,1% yio v ticaryperopn 90 mg, 60 mg kot To EKOVIKO PAPUOKO, AVTIGTOLYC.

Avogopd mBavoroyodUEVOV OVETIBOUNTMOV EVEPYELDV

H avagopd mhovoroyodpevov avemBOunTov evepyeudv PETA amd TN YopnyNnon adetog KukAopopiag
TOV POPUAKEVTIKOD TPOidVTOG eivor onuavtiky. Emitpénet m ovveyn mapakorlohOnon g oxéong
O0(PELOVG-KIVOUVOD TOV PAPUOKEVTIKOD TPOIOVTOC. Znteitol amd Tovg enayyehpaties vyeiog va
OVOPEPOVY OTOIEGONTOTE TOOVOAOYOVUEVES OVETIBVUNTEG EVEPYELEG LECH TOL EBVIKOV GUGTHLOTOG
avagopdg mov avaypdeetal oto [Hapdptnua V.

4.9 Ymnepodoooloyia

H twcayperdpn elvan kadd avektn og epdmag d6celg péypt ko 900 mg. H yaotpevtepikn| ToEikOTnTO
NTov SOCOTEPLOPIOTIKT G pia LEAETT avéNong TNG EQATAE 060G AAAES KAVIKA OTLLOVTUKEG
VETOOUNTEG EVEPYELEC TOV UTOPEL VO ELPOVIGTOVV HE TNV VITEPSOGOA0YIN TEPIAAUPdvouY dDoTVOLL
Kot KotMokég mavoelg (BAEne mapdypago 4.8).

Y mepintoon vepdocoroyiog, Bo LTOPOVCAV VO ELPAVIGTOLY Ol OVOTEP® TOUVEG AVETIHOUNTES
evépyeleg ko Ba mpénet va eEetaleTon 1) TEPITTOOT TOPAKOAOVONGNG LLE NAEKTPOKAPILOYPAPT AL

Eni tov mapovtog dev vmapyel YVOOTO 0vTIOOTO Y10 VO, OVOCSTPEWEL TIG EMOPACELS TG TIKAYPEAOPNG,
KoL 1) TIKOypeAdpT dev amopakpovetat pe apodtvion (PAéne mapdypapo 5.2). H Bepaneio g
VIEPOOGOAOYIOG TPEMEL Vo oKoAoLOEL TG kabiepwpéveg TomKES WTpikég TpokTikés. H avapevopevn
emidpaon TG VLEPPOAIKNIG dOONG TIKAYPEAOPNG VAL 1 TAPATETAUEVT] OEPKELD TOV CLLOPPAYLKOD
KIvOUVOL OV GYETICETOL LE TNV OVAGTOAN TV auponeTaiiov. H petdyyion aponetodMmy givan
amiBavo va &xel KAviKO 0pelog og aoBeveig e arpoppayia (BAEne mapdypapo 4.4). Av Tapovcloctel
apoppayia, TPEMeEL vo AneOouV GAAN KOTAAANAC VTOGTNPIKTIKA PETPAL.

5. OAPMAKOAOI'TIKEX IAIOTHTEX

5.1 ®@appoxodvvomkEs 1010TNTEG

Dappaxobepanevticn katnyopic: AVOGTOAEL TG CUGCMPEVONG TMV ALUOTETAAIOV EEAPOVHEVNG TNG
nrapivng, kodwog ATC: BOIAC24

Mnyoviopog dpdong
To Brilique mepiéyet tikoypehdpn, LEAOG TNG YNUIKNG TAENS TOV KUKAOTEVTUAOTPLOL OAOTTL PYUOIVDV
(CPTP), n omoia givor amd Tov 6TOHOTOG, Gpeong dpaong, EKAEKTIKOG KOl AVOSTPEYILN CUVOEOLEVOG
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aVTOYOVIGTNG TOL VTTodoyEa P2Y 12 kot 1 ool eumodilel T pecorafodpevn amd to ADP ko
eCaptopevn and Tov P2Y 1, evepyonoinon kot cuocdpevon TV aonetariov. H ticoypelopn dev
eumodilel tn ovvdeon tov ADP, aAdd 6tav cuvdéetan pe tov P2Y 1 vrodoyéa epmodilel tnv
emaryopevn omd 1o ADP petaywyn onpoatog. Kabmg to aiponetdiio coppetéyovy otny Evapén Kavn
v e£EMEN TV BpouPOTIKGV EMTAOKOV TNG ABNPOCKANP®TIKNG VOGOV, 1] OVAGTOAN TNG AEITOVPYING
TV apomeToAmv €xel amodelybel 6TL pewmvel Tov kivouvo KA eneicodiov, 0mwg o Bdvartog, o EM 1
TO AYYEWKO EYKEQPOMKO ENEITOO10.

Emiong n tikaypehdpn av&avel ta Tomkd eXinedo NG VO0YEVODG OOEVOGIVIG VOGTEALOVTOG TO
petagopéa eEl6oppoTNONG GVYKEVIPDOCTE®MY VoukAeoodimv-1 (ENT-1).

H twcayperdpn €xet tekunpiobel 61t av&avel Tic akdlovbeg emaydpeveg and TV AdEVOGivn ETOPACELS
o€ vy dTopa kot o€ acbeveig pe OXX: ayyelodl0oToAN (LETPOVLEVT OO TIG AVENCELS TG
oTEQOVIOING PO TOV aipaTog o€ VYieic eBelovtég kot acbeveic pe OZE, ke@olodyin), AVAGTOAN TOV
alponeTaAlV (o€ oAMKo aipa avBpdmov in vitro) Kot duomvola. 2oT1060, 1 oxéon petasd Tmv
TOPATNPOVUEVAOV AVENCEMV TG AdEVOGTVNG KOl TV KAVIKOV ekPdoewv (m.y.:
voonpoOTNTO-vNoIUOTNTA) OEV £)XEL SIEVKPIVIOTEL CAPAMG,.

Dapuoxoduvoutkés emOPAcELS

Evapén we opdong

Ye aoBeveic pe otabepn otepaviaio voco (XN) vrd Beponeio pe AXO, 1) TIKOYPELOPT EMOEKVOEL
Tayelo Evapén g PUPHOKOAOYIKNG dPAong OTmG EMOEUKVVETAL OO T LEGT] AVOGTOAN TNG
GLGCMPEVOTG TOV AUOTETAAI®V Yo TNV TiKaypeAopn otn 0,5 opa petd amd 180 mg d6om eoOpTIoNg
Kkatd wepinov 41%, pe PEYIOTN AVOGTOAN TG CLGCMPEVOTG TV OHOTETAAIOV 89% oTIc 2-4 dpeg
petd tn 600, 1 onoia Statnpeital peta&y 2-8 wpav. To 90% tov achevav eiye telko Pabuo
OVOLGTOANG TG CLCCMPEVONG TOV APOTETAAIY >70% evtdg 2 wp®dV HETA TN dOOM.

Topélevan tnc dpaonc

Edv mpoypoppatiletot emépfocn aoptoote@aviaiog TopaKapuyngs, o Kivouvog ooppoyiog pe
TIKOYPEAOPT gival avENIEVOG O GUYKPLOT UE TNV KAOTIOOYPEAT], OTAV OLOKOTTTETOL LEGO OE ALYOTEPO
a6 96 mpeg Tpv and TV enépPoon.

Aedouéva oldoync Ospomeioc

H aAdayn Oepaneiog amd kKhomdoypédn 75 mg oe Tikayperopn 90 mg 51g nuepncing £xel g
OmOTELEGHO AOALTH AENON TNG AVOGTOANG TS XVoodpevong TV Alponetaiioy kotd 26,4% ko
oAdoyn and TIKaypeEAOPT 68 KAOTOOYPEAN EXEL OC OMOTELEGUO OMOAVTY peimon TG AVOGTOANG TNG
Yvoompevong tov Aponetaiiov katd 24,5%. Ot acBeveic umopodv va aAddEovv Bepaneio amod
KAOTIOOYPEAT G TIKAYPEAOPT] YOPIG dLOKOTN TNG ovTIoporeTaAokNG dpdong (PAEme mapdypapo 4.2).

Klvikr) anotehecpatikdTnTo Kot 0oQIAELL
H rAwvicn tekpnpioon yio TNy anoTteAEGHOTIKOTITO KOL TNV ACPAAELY TNG TIKOYPEAOPTG TPOKVTTEL
a6 600 SoKIUEG eaong 3:

e Tn pelém PLATO [PLATelet Inhibition and Patient Outcomes], pa cOykpion g
TIKOYPEAOPTG EVAVTL TG KAOTOOYPEANG, OTTOL Kot 01 dVO YopnyNnkav oe cuvdvacuod pe AXZO
Kot GAAN kKaBiepopévn Bepaneio.

e Tn peiémn PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients], pio cuykpion g TikaypeAdpng o€
ocuvovacpod pe AXO évavti povobepaneiog pe AXO.

Melétn PLATO (O&éo. Zrepaviaio 2ovopoua)

H peiétn PLATO ocvurnepiédafe 18.624 acbeveic o1 omoiol mapovoidotniay evioc 24 opav amd v
évapén TV cuUTTOUATOV 0oTafovg otnddyyns (UA), epepdypotog Tov puokapdiov ympig avacmoon
tov Swotipnotog ST (NSTEMI) 1 epgpdypatog tov pvokapdiov pe avioracn tov daotipatog ST
(STEMI), kot 01 070101 AVTIUETOMICTIKAY OPYIKO QUPUOKEVTIKA 1] LE SLOOEPIIKT GTEQAVICIOL
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napéupaon (PCI) 1 pe CABG.

Klwikn aroteleouanixomro,

Yvyyopnyovuevn kadnuepva pe AX0, 1 tikaypeddprn 90 mg dV0 Popég NUEPNCIMG NTAV AVATEPT TOV
75 mg nuepnoing KAomdoypéAng otnv TpoOANYN Tov cbvBeToL KataAnKTiKoh onueiov KA Bavdtov,
EM 1] ayyelokod eykepoAikobd engicodiov pe tn dtapopd vo dtapoppdvetotl amd toug KA Bavitovg
kot 1o EM. Ot acbeveig érapav 66omn poptiong 300 mg khomdoypéing (mBavov 600 mg av
vrofAnOnkav e PCI) 1 180 mg tikarypeAdpng.

To amotéreoua epeoviomke vopig (Leiwon Tov andivtov kivovvov [ARR] 0,6% kat peiwon tov
oyetikod Kivdvvov [RRR] 12% otig 30 nuépeg), pe otabepr| enidpaon g Oepaneiog yio 60 T0
dtotnua twv 12 umvov, odnymvtag oe ARR 1,9% 1o xpovo pe RRR 16%. Avtd vnodniovet 6T
o®oTN TPOGEYYIon, amotel Oepaneia acbevav pe tikoypelopn 90 mg 500 opéc Nuepnoimg Yo

12 pnveg (PAéme mapdypoeo 4.2). H Bepancia 54 acBevov pe OZX pe tikoypehopn avti yuo
Khomdoypéin Ba amotpéyet 1 abnpobpopfotikd copPapa, n o Bepancio 91 acbevov Ba amotpéyet
1 KA 8dvaro (PAéme Zynua 1 kot [Tivaka 4).

To anotéleoua tng Bepameiag pe TikaypeAdp”n Evavtt TG KAOTIOOYPEANG TOPAUEVEL TO 1010 Y10l TOAAEG
VTOOUAdES 0oBEVAOV cLUTEPIAAUPOVOIEVOD TOV BAPOVS, TOV PVAOL, TOV LTPIKOD IGTOPIKOV Yl
ocaKYOP®MON S10NTN, TOV TAPOSIKOD IGYALUKOD ETEIGOSIOV 1] TOV [U1] CLLOPPAYIKOD Oy YELLKOV
EYKEPAAKOV ENEIG0O10V, 1 TNG EMAVAYYEIDONG, TV CLYYOPTNYOLUEVAOV BEPOTEL®V TOV TEPIAAUPAVOLV
nrapivn, Gpllb/Illa avactoleig Kot avactoreic avtilag Tpotoviov (PAEme mapdypapo 4.5) 6mws Kot
™G TEAIKNG d1dyvaong Tov evoelkTikov cupupavtog (STEMI, NSTEMI 1} UA) kabog kot g
EMOOKOUEVNG BEPOUTEVTIKNG TOPELNG KATA TNV TLYOLOTOINGT (ETEUPOTIKN 1] POPUAKEVTIKN).

Mia acBevmg onpovtikn Oepamevtikn aAAnienidpaon topatnpnonke pe Baon tnv meptoyn, 6TOV VD
1 avaioyio ktvdovov (HR) yia to k0pro katadnktikd onpeio tvat vaép g tikarypeAopng yio Tov
VIOAOITO KOGO, givarl VIEP TNG KAOTO0YPEANG 6T Bopeto Apepikn, 1 omoia avTimpoc®mnedel
nepinov 10 10% tov cvvoAikod TAnBuepoD Tov peletOnke (T p oAAnAenidpaonc=0,045).
Atepgovntiég avaAiboelg vodetkvoouy pia mbav cuoyétion pe T 60on AXO kabag TapatnpnOnke
LEI®UEVT] OTOTEAECUATIKOTNTO TG TIKOYPEAOPNG e avEavopeves dooelg AZ0. O ypovieg NUePNOLES
d0ce1g AXO mov Ba cuvodevovy TV TIKaypeAOP TpEmeL va. givar 75-150 mg (BAEme maparypipovg
4.2 xon 4.4).

To oynua 1 deiyvel v ektignon Tov KvdHVoL Yo TNV TPMTH ELEAVICT] OTOL0VINTOTE GLUPAVIOS GTO
oLVOETO KOTOANKTIKO GNUEIO OMOTEAECUATIKOTNTOG,
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Xypa 1 - Avaivon koprov kKmvikob cvvleTov katainktikov onueiov KA 8avarov, EM ko
ayyeloKoy eyke@aikov exgrcodiov (PLATO)

1 3 ————  Tikaypehdpn (T) [EE4/0335]
—-——-  KlomdoypéAn [ [ 1014789291]
1 24
== 11,679
114 R 7
g 1Y =TT 9,80%
§ 9 4 _,_,..--d"'_'-.' /F_J.,—f_/_/_/_r_
s & T
< =
S 7 -
Q.
< £
2
5 = A
(e}
g 4
C
3
2 4 HR 95% ClI TIPA-p
1 4 T vs C 0,84 0,77, 0,92 <0,001
oA
0 =4 120 1680 240 300 360
Aobeveig oe kivduvo Huépeg a1md tnv Tuxaiotoinon
T 9333 29628 2460 a2149 6743 161 4147
[0y 9291 25821 2262 21 24 EES0 50096 4074

H ticayperdpn peiwoe Ty LAvVIoT TOL KHPLOV GUVOETOV KOTUANKTIKOV GNUEIOV GE GCUYKPIOT LE TNV
KhomdoypéAn kat otovg 0o mAnbvopovg UA/NSTEMI ko STEMI (Ilivaxag 4). Katd cuvéneia, to
Brilique 90 mg 61g nuepnoing o cuvdvocud pe yapnAn d6on AXO pmopet va yopnyndel oe acbeveig
pe OXX (aotabn omOayyn, Epepaype tov Mvokapdiov ywpig avacnaon tov dactipotog ST
[NSTEMI] 1 'Epgpaypo tov Mvokapdiov pe avdomaor tov dStaotripoatog ST [STEMI])
CLUTEPTAAUPOVOUEV®DY 0GOEVOY TOL OVTILETOTILOVTOL PAPUOKEVTIKA, KOl EKEIVOV TOV
avtetonifovror pe dadeppkn otepaviaia mopépuPacn (PCI) 1 pe aoptootepaviaio wopdKopym

(CABQG).
Mivaxkag 4 — Avaiooen KOPLov Kot dEVTEPEVOVIOV KATUM|KTIKAV CUEIOV UTOTELECPUATIKOTNTAS
(PLATO)
Twayperopn Kko:;;ﬁoypsm
90 mg o1g d;;l%g
ePNGI® . ARR* RRR* (%) ,
(?/il,l (:)J]Oavaigg nuepnoioe (%o | o/ ey | (959, cry | TP
BE GORana) uc’()avag pe
N=9333 cvnpopa)
N=9291
Kopdiayyeloxog Odvatoc,
EM (e€apeitan 10 clomnro
EM) 7 ayyelokd 9,3 10,9 1,9 16 (8, 23) 0,0003
EYKEPAAKO EMEIGOII0
[Ipdbeon yu
emepPoTin 8,5 10,0 1,7 16 (6, 25) 0,0025
OVTILETAOTION
[Ipdbeon yu
QOPUOKEVTIKN 11,3 13,2 2,3 15(0,3,27) | 0,0444°
OVTILETAOTION
Kopdiayyeliaxodg Odvatog 3,8 4,8 1,1 21 (9, 31) 0,0013
EM (e€apeitar 10 clomnAo 5,4 6,4 1,1 16 (5, 25) 0,0045
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EM)P

Eykepolko encic6610 1,3 1,1 -0,2 -17 (-52, 9) 0,2249

Ovnowwomra

OTOL0GONTOTE AITIOAOYI0G,
EM (e€apeitar 1o clomnio
EM) 1 ayyelokd 9,7 11,5 2,1 16 (8, 23) 0,0001
EYKEPAAKO EMEIGOO10

Kopdiayyelaxog Odvatoc,
ovvoro EM, ayyelokd
EYKEPAAKO enelc0d10, SRI,

RI, TIA f 60k ATE! 13,8 15,7 2,1 12 (5, 19) 0,0006
Ovnowwomra

OTOL0GONTOTE OLTIOAOYIOG 4,3 5,4 1,4 22(11,31) | 0.0003°
BéBoawm Opoppwon trng

evoompobeong (stent) 1,2 1,7 0,6 32 (8, 49) 0,0123°

* ARR = peimon tov Andivtov Kivdivon, RRR = peioon tov Zygticod Kivdtvov = (1-Avaroyio Kivdtvov) x 100%. Ot
apvntikég Tipég RRR vrodeicviouy avénomn tov oyetikod Kivduvov.

B EEaipeitan o cromnhé EM.

¥ SRI = copapn vrotpomidovoa woyotpio, RT = vrotpomidlovoa ioyaytio, TIA = mapodikd ioyayukd eneicodio, ATE =
aptnploko OpopPmticd enelc6610. LT0 GOVOAO TOV EUEPAYHATOV LVOKapdiov TeptAapfdveTal T0 SIOTNAO EUPPAYLLO TOV
HLOKOPSiov, 60V MG Npepounvia Tov cupPapatog opiletor N nUEpOUNVia TOL AVAKOAVEONKE.

8 Ty oVOpOOTIKAG oNUovTIKOTHTAG. OAEC 01 GALEC EfVOL TUTIKG GTOTIOTIKMG CNUAVTIKES HEC® TPOKAOOPIGUEVIC LEPAPYLKNG
dokipaciog.

PLATO yeverikn vmouelétn

H yovotomnon tov CYP2C19 kot ABCB1 og 10.285 acBeveig g PLATO mapeiye cvoyetioelg tov
YOVOTUTIK®V opddwv pe Tig ekPdoeic g PLATO. H avatepdtra g TikoypeAdpng EvavTt Tng
KAOTd0YpEANG 0T peimon TV PELOVOV KOpIayYEINK®Y GUUPAUAT®V dEV ETNPEAGTNKE CTLOVTIKA
amo6 to yovotumo tov CYP2C19 1 tov ABCB1 tev acBevav. Opoiwng pe T cvvorikn pekétn PLATO,
1 ovvolkn Meilova apoppayia katd PLATO dev diépepe petald g TikaypeAdpng Kot Tng
Khomdoypéing, ave&dptnrta and To yovotvumo tov CYP2C19 1 tov ABCBI1. H un oyxetilopevn pe
CABG peifova awpoppayio katd PLATO avéndnke pe v Tikaypelopn e cOYKPLoN UE TNV
KAomidoypéAn o acBeveic e pia 1 TEPIOCOTEPES UMDAELEG TV AEITOVPYIKOV OAANAI®V TOV
CYP2C19, aAld fitav opow pe TNV KAOTIO0YPEAN o€ aohevelg Ympic anmmdAelo AEITovpYLKoD dAANAiov.

20VO0a0UOS OTOTEAECUOTIKOTHTOGS KOL O.0PAAEIOG

"Eva 6uvovaopévo KataAnktikd onueio anotehecpatikdtntog kot acpaietog (KA 0dvatoc, EM,
ayyeloko eyke@oko enelcod1o 1 katd PLATO «Zvvoluc Metlwvy» aipoppayior) vrodetkvoetl 6Tl To
OPEAOG OTIV OTOTEAECUATIKOTNTA TNG TIKOYPEAOPNG EVAVTL TNG KAOTIO0YPEANG deV avTioTaduileTon
amo ta peiCova apoppaykd copPava (ARR 1,4%, RRR 8%, HR 0,92, p=0,0257) ywo d1dotnpa

12 unvov petd to OZX.

Kiwikn aopdleta

Ynoperétn Holter:

Mo ™ perétn g eLeavions KoIMoK®V TaVGEMY Kol GAA®V EMEIGOdimV appubuiog KoTd T dtdpkeld
g PLATO, o1 gpevvntég mpaypotonoincav mopakorlovdnon pe Holter g pio vroopdda

3000 mepimov acBevmv, ek TV omoiwv mepimov o1 2000 giyav katoypaeic 1060 Katd TNV 0&eia pdon
Tov OXX 660 Ko petd amd Evo uiva. H xdpla HeTafANT evolapEPovToc NTaV 1) ELEAVIOT] KOTMOK®OY
navcewv >3 devtepddenta. [leprocdtepor acbeveig iyav KOIANKEG TAVGELS [UE TNV

Tiayperopn (6,0%) oe oyéon pe v KAomdoypéin (3,5%) oty o&eia pdon, kat 2,2% Kot

1,6%, avtiotoiywg, pnetd amo 1 uiva (BAéne mapdypapo 4.4). H adénon 611G Kotakég TavsGeLS otV
o&eia @don Tov OXZ ftay cLYVATEPT GTOVS 0oOEVELG VIO TIKAYPEAOPT| LE 1GTOPIKO

XKA (9,2% évavtt 5,4% og acBeveig xopig iotopikd XKA™ yia Toug acbeveig vd KAOmdoypérn,
4,0% oe exeivoug pe 1otopkd Evavtt 3,6% oe eketvoug ympig 1otopikd XKA). Avti 1 avicoppomio
dev gppaviotnke otov éva univa: 2,0% évavtt 2,1% yia toug acbeveig vid Bepomeia TikaypeAdpng He 1
xopig otopkd XKA, avtiotorya” kot 3,8% évavtt 1,4% pe khomdoypérn. Asv vanpéav avemBounta
KAVIKA emakOAovba Tov VoL GUVOEOVTOL LLE VTNV TNV aVIGOPPOTia (CUUTEPIAAUPOVOUEVNG TNG
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Tomo0£Tnong Pniatodotn) o€ avtdv Tov TANGLGHO acbevdv.

Melétn PEGASUS (Iotopixd Euppayuoroc tov Mvokopdiov)

H peArétn PEGASUS TIMI-54 ftav pio pedét 21.162 acBevov, kabBodnyoduevn and cupfava,
TUYOLOTOUNLEVT], STAG-TVQAY], ELEYYOLEVT] LE EIKOVIKO PAPLOKO, TAPAAANA®V opddwy, d1e6vng
TOAVKEVTPIKT LEAETT] YOl TNV EKTIUNOT TNG TPOANYN S 0BNpoBpopPaTikdy enelcodioV He TV
TIKOYPELOPT YopMYoULEVT] GE 2 dOo¢els (gite 90 mg d1g nuepnoing 11 60 mg 61g nuepnocing) oe
ocuvovacud pe younAn 60on AX0 (75-150 mg), oe ovykpion pe povobepancio pe AXO oe acBeveig pe
otopkd EM kot emnpdobetovg mapdyovteg Kivdvuvou yia afnpobpoupwon.

Ot ac0gveig NTav KATAAANAOL Y10 GUPUETOYN dv giyav nAkia 50 eTdv 1 peyaivtepn, iotopikdé EM
(1 émg 3 €N PO NG TLYALOTOINOTG) Kol TOVAGYLGTOV £vay 0td TOLG 0KOAOLOOLG TOPAYOVTEG
KvoLVoL avamtuéng afnpobpopfmonc: nhkio =65 etmv, caxyapmdon drafntm mov ypniel Oepaneiog,
devtepo Tponyovuevo EM, evdeifelg moivayyeiokng XN 1 xpOVia VEQPIKT SLVGAEITOLPYIO U] TEAKOD
otadiov.

Ot acBeveic dev Mtav KatdAANAol TPog Evtaln edv VPYE TPOYPUUUOTIGUEVT] YOPTYNON EVOG
aVTOYOVIOTH TV VI0d0YEWV P2Y 12, S1muptdaploAng, clAootaloANg, N avTImnKTkng Oepaneiog Katd ™
SLpKELn TNG TEPLOOOL TNG UEAETNG €AV ELYOV CLLOPPAYIKT OLALTAPOYT 1] IOTOPIKO 1GYOLUIKOD
AYYEWKOD EYKEPAAIKOD ENEIGOO10V 1| EVOOKPUVIOKNG OLLOPPAYIOG, OYKO TOV KEVIPLIKOD VEVPIKOD
GULOTNLLOTOG 1] EVOOKPAVIOKESG OyYELOKEG OOTAPUYES GV Elyav apoppayic. TOV YOGTPEVTEPIKOD
o®MVOL EVTOG TV TTPoNYourEV®Y 6 unvav 1 vtoPAROnKkav oe peilova yeipovpyikn enéppoon evog
TV tponyovpevav 30 nuepov.

Klwikn amoteleouotixotyro,

Typo 2 - Avéivern k0prov KMvikod 60vleTov KatainkTikov onpgiov KA Oavétov, EM ko
ayyeloKov eyke@aikov exgrcodiov (PEGASUS)

" —— TikaypeAopn 60 mg Eikovikd .
10 OIG NUEPNTIWG dapuako _a-t 1
N 7045 7067 s
AaBeveig pe £meI06dI 487 (6,9%) 578 (8,2%) i ad
9 KM% atouc 36 privec 7.8% 9,0% -
Avahoyia Kivduvou (95% ClI) 0,84 (0,74, 0,95) -
8 T p 0,0043 e

ABpoi10TIK6 NMocooTo %
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Mivaxag 5- Avaivon KOPLOV KL OEVTEPEVOVTMV KATOAKTIKAOV CNUEI®V UTOTELECRATIKOTNTAS

(PEGASUS)
Twoyperopn 60 mg dic nuepnoiong Movobeponsia AZO
+AX0 N=7067
N =7045 i p
. | AcOgveig pe o HR AocOeveig ne o
XopaxmpioTiko EMELGOOLL KM % (95% CI) EMELGOOLL KM %
Kvpio katainktikd onpueio
Xovheto KA
@owarov/EM/ . . 0.84 . )
Ayyglaxob 487 (6,9%) 7,8% (0,74, 0,95) 578 (8,2%) 9,0% 0,0043 (s)
EYKEQOAKOD o
£MELG0010V
KA 6dvarog 174 (2,5%) 2,9% © 6%81301) 210 (3,0%) 3,4% 0,0676
EM 285 (4,0%) 4,5% © 7%’83 98) 338 (4,8%) 5,2% 0,0314
Ayysumor . . 0.75 . .
EYKEPOUALKO 91 (1,3%) 1,5% (0,57, 0,98) 122 (1,7%) 1,9% 0,0337
€MELGOO10 e
Agvtepevov KoToANKTiKo onueio
KA 6dvarog 174 (2,5%) 2,9% © 6%813 01 210 (3,0%) 3,4% -
Ovnowotta 0,89
0OmO0L.GONTOTE 289 (4,1%) 4,7% 326 (4,6%) 5,2% -
artioloyiog (0,76, 1,04)

H avaloyio kivdbvov kot ot Tipég p vroloyifovot Eex@piotd yio v Tikoypehopn évavtt g povobepaneiog pe AXO omd To
povtého avoroyikdv kivduvav Cox e v opdda Oepanciog @g T povn epUvVeLTIK HETOBANTH.

[Nocooté KM vroloyiopévo otoug 36 pves.

Inueioon: o aplBpdg tov TpdTev EnE0diaVv Yo Tig cuviotdceg KA Bavitov, EM kot ayyelokon eyKepaikol £nelcodiov
giva 0 TpaypHaTiKos aplBpog TPOTOVY EnElc0dinv Yo kabe cuviot®oa Kot dev abpoilovtatl otov apBud TV ETEIGOdIMY TOL
oUVOETOV KATOANKTIKOD GTHEiOv

(s) YodekvieL GTATIOTIKT] GNLOVTIKOTITO.

CI = Aot pa epmotoovvig, KA = Kapduayyeiakd, HR = Avadoyia kivddvov, KM = Kaplan-Meier, EM ="Epgpoypo
pvokopdiov, N = ApBudg acbevov.

Toéo0 ta 60 mg d1g nuepnoing 660 Kot o 90 mg 51g NUEPNGIWG CYNUATO TNG TIKAYPEAOPTG OF
cuvovaoud pe AXO vrepeiyov Evavtt tng povobepaneiog pe AXO oty TpodANyM abnpobpoufotiKmv
enelcodimv (ohvheto KotaAinkTikd onueio: KA 8dvatoc, EM kot ayyelokd eyke@aikd ene1c0010), e
ot0fepd Bepamevtind anotédespo ko' OAN TN Sidpreln g peAéng, emeépovtas 16% RRR won
1,27% ARR ywo v tikorypedopn 60 mg kot 15% RRR xon 1,19% ARR yia v ticayperdpn 90 mg.

[Hopott T0 TPoiA amotelecpaticotnTog Tv 90 mg Kot Tov 60 mg oy TUPOUOLN, VITAPYOLV
OedOUEVA OTL 1] YOUNAOTEPT OOT £XEL KOADTEPO TPOPIA OVOYNG KOl ACPAAELNG GE GYECT] LLE TOV
KIVOLUVO TOV IOPPAYIKGV ETEICOdIMV Kal Tng dvonvolog. Katd cvvéneia, povo to Brilique 60 mg d1g
nuepNoing cuyyopnyovpevo pe AZO cuvioTdTol Yio TV TPOANYT abnpobpoupotikdv encicodiov
(KA 0avato, EM kot ayyelioxd eykepalikd engio6o10) o acbeveic pe wotopucd EM kot vynio kivduvo
avantuéng abnpobpopfwtikod eneicodiov.

"Evavtt g povobBepamneiog pe AX0, n tikaypehopn 60 mg d1g nuepnoing peimoe onpovIkd To KOplo
ovvheto KataAnkTikd onueio KA Bavdrov, EM kot ayysiokod gykepoiikov eneicodiov. Kabe pio omd
TIG CLVICTMOEG GUVEICEPEPE OTI UEIMOT TOV KVPLov cOVOETOL KotaAnkTikov onpeiov (KA Bdvatog
17% RRR, EM 16% RRR ot ayyeliaxd eykepolikd eneicodo 25% RRR).
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H peimon tov oyetikod Kivdhvov yia to ohvheTo kotainktikd onueio omd 1 €wg 360 nuépeg (17%
RRR) kot amd tig 361 nuépeg kot petd (16% RRR) ftov mopodpoa. Yrdpyovv teplopicuéva dedopéva
OTOTELEGULOTIKOTNTOG KOl OCQAAELNG TNG TIKAYPEAOPNG LETA 0md 3 ¥podvia mapaTeTapévng Oepaneiog.

Agv vnpée kapio £voelgn opéhovg (Kapio Leimon 6To Kupto cuvHeTO KaTaANnKTiko onpeio KA
Bavdarov, EM kot ayyelokod eyke@aAikov engicodiov, aArd avénon tng peilovog arpoppayiog) 6tav n
Tikarypedopn 60 mg 600 popéc nuepnoimg xopnyndnke oe kKAvikd otabepovg acbeveic >2 ypovio amd
10 EM, 1 mep1ocdTepo 0md £va £TOG LETA TN SLKOTT TPOYEVESTEPNG DEPATEiNG [IE AVACTOAEN TMV
vrodoyéwv Tov ADP (BAéne eniong mapdypago 4.2).

Kiwikn aopdleta

To 1060016 dloKkondV pe TikaypeAdpn 60 mg Adyw arproppayiog Kot SVOTVOLNG NTAV VYNAOTEPO O
acBeveic >75 etmv (42%) and 0, TL 6€ veodtepovg acbeveic (e0pog: 23-31%), pe o dtapopd Evavtt
TOL EIKOVIKOD Qopurakov peyaivtepn and 10% (42% évavtt 29%) o acbeveic nlikiog >75 etov.

Mouwdratpicdg TAnduoude

g 10, TOYOOTOMUEVT, SUTAG TVPAY, TaPIAANA®Y opddwv perétn Odaong I (HESTIA 3), 193
noudtatpikoi acheveic (NAkiog 2 mg KAT® TV 18 £TOV) [IE OPETOVOKLTTUPIKT] VOGO TUYALOTOW 0KV
v va AaPovv gite etcovikd PApUOKO €iTE TIKAYpeAOpN o€ 00GELg TV 15 mg £mg 45 mg 600 popég TV
NUEPO aVAAOYa e TO GOUATIKO Bapog. H tucoypelopn eiye og amotédecpa o S1GUECT) OVOGTOAN
TV oponeTodiov 35% mpv T yoprynon mg 06ong Kot 56% otic 2 dpeg LETA TN XOPNYNON TS
d0oNg otn otabepomompévn Katdotaon.

g oVYKPIOT LLE TO EIKOVIKO QAPLOKO, OEV VINPYE KOvEVO OPELOG 0md TN Bepameio pe Tikayperdpn
GTO TOGOGTO TMV OYYELO-OTOPPAKTIKAOV KPIGEWV.

O Evponaikog Opyoviopuoc Oappdkmv £xel SOCEL AmaAlayr| 0md TNV VTOYPEWCT LTOPOANG
amotelecpdtov peketodv pe 1o Brilique og 0Aeg Tic VoK yopieg TOL TAUSLOTPIKOV TANBVGLOD OE
o&éa otepaviaio ocvvdpopa (OZX) Kot 16Toptkod epEPAyHaTos Tov pookapdiov (EM) (BAéme
TOPAYPUPo 4.2 Yo TANPOPOPIEG GYETIKA LE TNV TOSLUTPIKY| YP1ION).

5.2 ®appoxkoxiviTIKEG 1O10TNTES

H tcaypedopr emdetkvieL YPOpLUIKT QOPUOKOKIVITIKY KOt 1] £KOECT 0TIV TIKAYpELOPT] KOl GTOV
dpaotikd petafolritn (AR-C124910XX) etvan mepimov avaroyn tng 66ong péxpt ta 1260 mg.

Amoppoégnon

H amoppdenon g tikaypehdpng etvor tayelo e SIUESO tmax TEPimOL 1,5 dpa. O oynUATIGHOS TOV
KOp1oV KuKAoPopoVTOg petaforitn AR-C124910XX (eriong Spaotikdg) amd Ty Tikoypelopn eivort
TOYVG UE SAUESO tmax TEPITOL 2,5 dpeg. Metd and pia epdmas d6on amd Tov otopatoc 90 mg
TIKOYpELOPNG VIO GLVOTKES VoTelog og vyu] dTopd, N Cmax elvar 529 ng/ml ko AUC etvon

3451 ng*h/ml. H avaloyio petaforitn/untpikns ovoiog ivar 0,28 yior T Crax kot 0,42 yia tqv AUC.
H poppoakokivntkn g tikaypeddpng kot tov AR-C124910XX oe acBeveig pe 1otopikd EM ftav
YEVIKA Tapopola Le ekeivn Tov TAnBuopov pe OXXE. Me Bdon o QopUoKoKIVITIKY ovaAvon
mnBuopov g perétng PEGASUS 1 dudpeon Cax TG Tikoypedopng oy 391 ng/ml ko n AUC frav
3801 ng*h/ml otn oTabepomompévn KaTdoTaon yio TV Tikayperopn 60 mg. o tnv Tikaypeddpn
90 mg 1 Cmax NTOV 627 ng/ml kot 1 AUC Aoy 6255 ng*h/ml ot otabepomompévn katdotoon.

H péon amodivt Prodobeocipdtnra tng Tikaypeddpng ekt dnke ot eivar 36%. H katavaiwon
YEOLLOTOG LE PEYAAT TEPLEKTIKOTNTA G€ AMmapd giye g amotédespa 21% avénon otnv AUC g
Ticoryperopng Kot 22% peimon 6t Cmax TOL dpaoTikod petafolitn oAld dev giye enidopaon ot Cumax
g tiKoyperopnc 1 otnv AUC tov dpaotikol petaforitn. Avtég ot pukpég petaforég Bempodvion
eMd1oTNg KAVIKNG onuaciog. g ek TovTov, 1) TIKaypeAdpT Uropet va yopnynoel pe 1 yopig tpoon. H
TIKAYPEALOPT) OTTMG KOl O dPAGTIKOG TNG HETOPOAITNG eivar vTooTpdpota e P-gp.

H twcayperopn og Opvppaticpéva dtokio avaperypéva Le vepo, Tov AapuBivovtol amd To 6To 1] ToL
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XOPMYOUVTOL HEGM PIVOYOGTPIKOD GOANVO GTO GTOMAYL, £X0VV avAAoyT flrodlabeciuotnta pe o
olOKANpa drokia oyeticd pe Tig AUC kot Crax Y100 TV TIKOypeAOPT] Kot To dpactikd petafoiitn. H
apyn €xbeomn (0,5 ko 1 dpa petd ™ 060M) TV OpLUUATICUEVEOVY SIGKIMV AVOUEIYUEVOV LE VEPO
NTav VYNAGTEPT G€ GUYKPLOT| LE To OAOKANPA O10Kid, e YEVIKA TOVOLOLOTUTO TPOPIA CUYKEVIPWOTG
ot ovvéyxela (2 £og 48 mpeg).

Koatavoun
O 6y7KOG KaTavoung TG TIKaypeLOpNG o€ otabepn katdotaomn sivar 87,5 1. H tikaypehdpn kot o

OpaOTIKOG TNG LETAROAITNG GUVIEOVTUL EKTEVAS LE TIC TPOTEIVES TOL OVOPAOTIVOL
mAdopaTog (>99,0%).

Buopetaoynuotiopog

To CYP3A4 givar 1o k0pro éviupo vrevbuvo yio 1o HETOPOAMGUO TNG TIKOYPEAOPNG KoL Y10, TO
OYNUOTIGUO TOV OPOCTIKOD HETAPOAITN VD 1) AAANAETIOPOCT] TOVG HE GAAN VTTOGTPMUOTO TOV
CYP3A xvpaivetror amd gvepyomoinotn HUEYPL OVOGTOAN.

O Kkoprog petaforitng g tikoyperopng etvar o AR-C124910XX, o onoiog gival emiong 0pacTikdg
OGS TpoodopileTar amd TV in vitro GHVOEST 6TOV AUOTETAALKO LITodoyéa P2Y 1> tov ADP. H
oLOTNUOTIKY €k0ECT 6TO dpaoTIKO peTafolritn eivar tepinmov 30-40% avtig TOL EMLTLYYAVETOL LE TNV
TUKOLYPEAOPT).

Amofoin

H x0p1a 066¢ amoPoing g tikaypeldpng eivat pEGm Tov Nratikov peTofolcpod. Otav yopnyeiton
POSLOCT|LACUEVT TIKAYPELOPT, N HEOT avakTNnon padlevépyelag eivarl tepimov 84% (57,8% ota
Kompava, 26,5% ota ovpa). H avaktnon g Tikayperdopns Kot Tov dpacTikov PETaforitn amd ta
ovpa NTav pKpdTeEPT ToL 1% NG ddoMG Kal Yo Tar d00. H kipto 060G amoforng Tov dpactikod
petafoiitn givor mbavotato pEcm tng YoAKng £kkpiong. O pésog tin ftav mepimov 7 MpEG Yo TNV
TIKOYPELOPT KO 8,5 MPEG Y10 TO OPACTIKO PETAPOAITN.

Ewwoi mAinfvopoi

Hhrxiouévor
HopatnpnOnie vyniotepn £kBeon otnv TikaypeAdpn (tepimov 25% Y10 Crax Kot AUC) ko oto

dpaoTiko petafoAitn og nAkimpévoug acbeveic (Mlkia > 75 etdv) pe OZE oe oUYKpIon UE VEOTEPOLG
acBeveic omd TN POPUAKOKIVNTIKY avaAvoT TANBvooD. AVTEG Ol Slapopég dev BempovvTol KAMVIKE
onpoavtikég (PAéne mapdypago 4.2).

Toudiazpikoc tinBvouoc

[lepropiopéva dedopéva etvan drabéoia o€ madid pe dSpemavorkvtTaptkn vooo (PAéme
mopoypapovg 4.2 kot 5.1).

>t peiétn HESTIA 3, og acBeveig nhikiag 2 £og kKatm tav 18 etdv Bapovg > 12 éwg < 24 kg,

> 24 ém¢ < 48 kg xan > 48 kg, yopnynOnke tikoypeddpn g tondtatpikd StoomepOeVo S10Ki0 TV
15 mg og doceig Tov 15, 30 kot 45 mg 0o popég v Nuépa, avtiotorya. Me Bdon
QOpLOKOKYNTIKY ovéAvon TAnBvopov, n péon AUC kopdvinke and 1.095 ng*h/ml €wg

1.458 ng*h/ml kot 1 péon Cmax kKOpAVONKE 0md 143 ng/ml éwg 206 ng/ml ot otadepomoinuévn
KOTAGTAOT).

Dblo
Hopatnpnnie vynAdTepn £kBeon oV TIKaypeAdPT| Kol GTO dPACTIKO LETOPOAITN GE YUVaIKEG OE
ovyKkplon pe avipes. O dtapopég dev Be@povvTal KAVIKE OTUOVTIKES.

Neopikn dvalertovpyio

H éxBeom oty tucaryperopn ftav mepimov 20% younidtepn kot n ékbeomn oto dpacTiKd HeETOPOAITN
Nrav wepimov 17% vymAodtepn oe acbeveic e coPapr| veppikn dvoiertovpyia (Kabapor kpeatvivng
<30 ml/min) og cOyKpIoN LE ATOUA LE PLGLOAOYIKT VEPPIKT AEITOVPYiCL.

Ye aoBeveic pe veppikn| voGo TeAKod 6Tadiov V1o apodtvion, 1 AUC kot 1 Crax TNG TIKAYPEAOPTG
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90 mg mov yopnyNOnke og o nuépa xwpig drvion Nrav 38% kot 51% vynidtepeg o€ cOYKpLoN pe
ToL ATOULO [LE PLGIOAOYIKN VEPPIKT Agttovpyia. [Tapopola avénon tng Ekbeong mapatnpnonie dtov 1
TIKOYPEAOPT YopNyNOnKe apéows mpv ) dwiion (49% kot 61%, avtioTory o) KOTOSEIVOOVTOG OTL
TIKOYPEALOPT OV OTOUAKPVUVETOL Pe atplodAlor. H ékBeom tov dpactikov petafolritn avénbnke oe
pucpotepo Pabpo (AUC 13-14% kot Cmax 17-36%). H emidpaon g avasToANG TG CLGCOPEVONG TV
aponetariov (IPA) g tikaypeddpng ftav aveEdptntn omd tn dStdhon oe acbeveig e veppikn voco
TEMKOU GTASI0V KOl TOPOLOL0 LLE ATOLO LE PLGLOAOYIKT VEQPIKN Agttovpyio (BAETe Tapdypapo 4.2).

Hrozixn dvalerrovpyia

Ot Cpax k0t AUC y1o v Tikarypeddpm ntav 12% kot 23% vymAdtepeg o€ 0o0gVElg [Le NTTLOL NTOTIKY
duodettovpyia 6 CUYKPLON LE TO AVTICTOLYO VYU GTOUO, WGTOCO 1) EXOPACT] TNG TIKAYPEAOPTG OTNV
OVOGTOAN TNG GVGCMPEVCTG TOV AHOTETOAI®V TV Tapdpota peta&d Tmv 600 ouddwv. Agv
ATOTEITOL TPOGOPLOYT| TG d0G0A0Yi0G 6€ aobevelg pe o otk Svciettovpyia. H tikaypedopn
dev €yel peleBel oe acbeveic e coPapn NratiKn SLGAEITOLPYIO Kot SEV VILAPYOVY TANPOPOPIES
(QOPLOKOKIYITIKOV dedopévov yia acbeveic pe péTpla NroTikn Svcietovpyia. Xe acheveic mov giyav
pétpo 1) coPopn dvodo oe pia 1| TePLocOTEPEG EEETATELG TNG NTATIKNG AEITOLPYIOG KATA TNV Evapsén,
0l GUYKEVTPMGEIS TAAGUOTOG TNG TIKOYPEAOPTG NTAY KATH LEGO OPO TAPOUOIEG 1] EAAPPE VYNAOTEPES
o€ oVYKpIoN Ue eKeivoug Ywpig avéNoelg katd tnv Evapén. Agv GLUVIGTATOL TPOGOPLOYT TNG
docoloyiag og acBeveic pe péTpla nratiky svcAettovpyia (PAEme mapaypdpovg 4.2 kot 4.4).

EbOvikotnra

Ot acbeveig Actatikng Tpoéhevong eiyav 39% vynAdtepn péon Prodrobeciudtnta 6€ GOYKPLoT HE
toug Kavkdsiovg acBeveic. Ot acbeveic mov avtonpocdiopiotnkay wg pavpot iyav 18% youniodtepn
BrodafecipuotnTa TG TIKaypeELOPNC o€ oVuYKplon pe Toug Kavkdoiovg acbeveis. Xe kAviég
QOPHOKOAOYUES HEAETEG, 1 €kBECT (Cmax kK0l AUC) oty Tikaypehopn oe ldnwveg ftav mepinov

40% (20% petd v Tpocapuoyn Yo T0 PAPOG CAOUATOG) VYNAOTEPT GE GUYKPIOT] LUE QLT TV
Kovkédoiov. H éxbeon tov acBevaov mov avtonposdiopictnkay g lomavopmvol 1| Aativol oy
napopown pe ekeivn tov Kavkaciov.

5.3 Ipoxivikd dedopéva yia TNV a6QIrEL

To mpokAviKd ded0pEVA Y10, TNV TIKOYPEAOPT KoL TOV KUPLO UETAPOAITN TG OEV OELYVOLV UN ATOOEKTO
Kivouvo ylo avemiBounteg emdpacelg otov AvOpwmo pe PAcn cvuPatikég LEAETES PAPHOKOAOYIKNG
ACQPAAELNG, TOEIKOTNTOG £QATAE Kot ETAVOAAUBOVOLEV®Y SOGEMY KOl OVUVNTIKNG YOVOTOEIKOTNTOG,

Epebiopog tov yootpevtepucod cuGTHHOTOG TapatnpiOnke og apketd idn (dwv g KAVIKA GYETIKA
emineda éxbeong (BAEne Tapdypao 4.8).

e OnAvkovg apovpaiovg, N TIKAYPEAOPT Ge VYNAEC dOGELS £0€1Ee tio adENoT GT GLUYVOTNTA
euedviong 0yKmv tng utpog (adevokapkivopa) Kot pio avénon otn cuyvoTnTo ERLPAVICTG NTOTIKOV
adevoudtev. O unyavicrog yio Ty ovAarTuEn OYKov ot UNTPa eivol EVOEXOUEVMG OPLOVIKN
OVIGOPPOTiCL TOV UTOPEL VO 001 YNGEL GE GYKOLG GTOVG 0povpaiong. O Unyoviopog Yo To NIoTikd
a0EVOUOTH EVOEXOUEVOG OPEIAETAL GE EVOLHIKT] ETOY@YT OTO HITop, E01KO Yo To, TpOKTIKG. 'Etot, Ta
eVpNHOTO KapKivoyéveong Bempeital aniBavo va givor oyeTikd yio Toug ovOpdmoug,.

Y1ovg apovpaiovs, mapatnpnkay ehdocoves avapaiieg avantuéng pe toéikég 60celg Yo T Untépa
(6p1o acpdretog 5,1). Xe kovvéha, TapatnpnOnKe eAdPpLd KaBuoTéPNomn TNV OPILAVOT] TOL TOTOG
KO 6TV OVATTTLEN TOV GKEAETOV ata EpPpua e VYNAEG 80celg Ywpig va TapatnpnOel ToikdTnTa Yo
™ untépa (0p1o acedielag 4,5).

Meléteg og apovpaiovg Kol KOUVEALL £JE1E0V TOEIKOTNTO GTNV OVATOPUYMYT, LLE EACPPDG LEWOHUEVT)
TPOSANYT BAPOVG CAOUATOG Y10 TN UNTEPA, LEWOUEVT PIOGILOTNTO TOV VEOYVAV KOl LEIOHUEVO BAPOG
Katd tn yévvnon, pe kabvotepnuévn avamtuén. H tikaypeddpn mpokdress ovadPOAOVS KOKAOLS
(xKVpimg TaPATETAPEVOVG KOKAOVG) G€ ONAvKoUG apovpaiovs, OAAG dev EXNPEACE T GUVOALKN
YOVILOTNTO TOV OPCEVIKOV Kol TOV INAvkdV apovpaiov. Ot opuakoKIVTIKEG LEAETEC TOV
TPOYUATOTOMONKOV [LE POSIOETICUOCUEVT] TIKAYPEAOPT) £5€1EAV OTL 1] UNTPIKT EVOOT] KoL 0L
HeTaPOAITEG TNG OMEKKPIVOVTAL GTO YAAO TV apovpainv (BAETE Tapdypago 4.6).
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6. @®APMAKEYTIKEXZ IAHPO®OPIEX
6.1 Kotaroyog ekddymv

Hvpnvag diokiov

Mavvitoan (E421)

O&wo pwoeopikd 0oPEGTIO d1VOPIKO

Yteatikd payvioto (E470b)

Apvdo kapPoéopebvliopévo vatplovyo tomov A
Y dpo&umponvrokvttapivn (E463)

Emdivyn dokiov

TéAxng

Awo&eidio tov trtaviov (E171)
Kitpwvo o&eidro tov oionpov (E172)
[HoAvarBvrevoyivkoin 400
Ynrpopuehidln (E464)

6.2 Aocvpparotnreg
Agv gpapuoletor.
6.3 Awgpkera Conlg

3 ypovia

6.4 Idwitepeg TpoPuvAdEerls Kata T @OLAEN TOV TPOIOVTOG

To @appaxevtiKs avtd Tpoidv dev amartel Wwitepec cuVONIKEG POAUENS.

6.5 ®@Vo1 KO GLOTUTIKA TOV TEPLEKTI

. Aweavig PVC-PVDC/AI xoyéin (pe oopPolro fAtoc/eeyydpt) Tov 10 diokiov: kovtid tov 60
dokiov (6 koyérec) kot Tov 180 diokiwv (18 kuyéleg).

. Awoeovig PVC-PVDC/AI nueporoylokn koyérn (e oopfoira nlog/eeyyapt) tov 14 diokiov:
KouTid TV 14 doxiov (1 kuyéln), Tov 56 dokiov (4 koyéreg) kol Tov 168 diokiov (12

KOWELEG).

. Aweavic PVC-PVDC/AL dudtpntn koyédn povadmv doomng tov 10 diokimv: kovtid tov 100x1

dokiov (10 Kuyéreg).
Mmopei va pnv KokAo@opohv OAES 01 GUCKEVOGIEG.

6.6 Iowitepeg TpouvAAEELS ambppIYNG

Kd&Be aypnoylomointo poaprokentikd Tpoiov 1 VTOAELNO TPETEL VO OTOPPITTETOL GOUPOVOL LE TIG

KaTA TOTOVG 10YHOVGEG OYETIKEG SIUTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertilje
Youndia



8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/10/655/001-006

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Hpepounvia mpdtng £ykpiong: 03 Askepppiov 2010
Hpepopnvia televtaiog avavémong: 17 IovAiov 2015

10. HMEPOMHNIA ANAOGEQPHXHX TOY KEIMENOY

Aemtopepeig TANPOPOPIES Y10 TO TOPOV PUPHOKEVTIKO TTPOioV gival dlabécieg oTov S1kTLOKO TOTO
tov Evponaikod Opyavicpod Oappdkwv http://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brilique 90 mg dioxia S10.6TEPOUEVH GTO GTOUA

2. MNOIOTIKH KAI TIOXOTIKH XYNOGEXH
Kd&0e diokio daomepdpevo o1o otopa mepieyel 90 mg Tikoypehdpng.

IMoa tov TANpn Katdhoyo Tov exdoywv, PAEne Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
AoKi0 SIOCTEPOUEVO GTO GTOUAL.

2TpOYYVAQ, eMITEDQ, e AOEOTUNUEVES AKPEG, AEVKA £ wYPd pol S10Kio SIUCTEIPOLEVO GTO GTOLM
onuempéva pe «90» mave amd «Th» otn pio mhevpd Kot Aelo omd TNV GAAN.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTikég gvociterg

To Brilique, cuyyopnyobdpevo pe aketvAocaAkviikd o0 (AX0), evdeikvotat yio TV TPOANYT TOV
afnpobpouPotikdv enelcodiny og eviiAikeg acteveic pe
- oo otepaviaio ocvvopopa (OZX) 1
- 10TOPKO EUPPAYHOTOG TOV pvokapdiov (EM) kot vymAd kivovvo avamtuéng
afnpobpopPfmtikod encicodiov (PAéme mapaypdpovg 4.2 ko 5.1).

4.2 Aocoloyio kor TPOTOS YOPNYNONS

Aocoloyia

Ot acbeveig mov Aappdavovv Brilique mpénet emiong vo Aapfdvoovy Kabnpuepvd younin d6om
ovvtipnong AXO 75-150 mg, exTdG Qv aVTEVOEIKVLTOL GUYKEKPLUEVAL.

Oléa arepoviaio obdvopouo,

H Oepaneia pe Brilique mpémel va exvaer pe pio epdma 66om eoptiong tov 180 mg (dvo diokio Tmv
90 mg) kot petd va cuveyiCetor pe 90 mg dvo popég nuepncing. H Bepancia pe Brilique 90 mg 600
QopEG NuepNoimg cvviotatar ywo 12 piveg og acbeveic pe OXE extog €dv 1 dlokomr evogikvoTol
KAMvika (BAére mapdypoeo 5.1).

lotopiko euppayuozoc Tov Hokapdiov

To Brilique 60 mg 81 nuepnoimg ivorl n cuvictdpeyn d6on 6tav omatteiton TapateTapévn Bepomeio
v acBeveic pe wotopikd EM tovddyiotov gvog £Tovg Kot vynAo kivouvo abnpobpopfwticond
emelcodiov (PAéne mapdypapo 5.1). H aywyn puropet va apyilel xopic dtoukom wg Oepaneio cuvéyiong
UETA TNV OpyIKn aywyn ddpketag evog £Toug pe Brilique 90 mg 1) dAAn Bepaneia pe avacTtorén TV
VTOJOYEMV TNG NPT Popikng adevoaivng (ADP) oe acbeveic pe OZE kot vynAo kivovvo
afnpobpopfotikov eneicodiov. H aywyr puropet eniong va EeKivioet eviog dlOGTHOTOG 2 ETOV UETA
10 EM, 1] €v10¢ €vOG £T0VG LETA TN S10KOTN TNG TPOYEVESTEPN G BEpameiog e AVOTTOAEN TMV
vrodoyéwv Tov ADP. YZdpyouv Teplopiopéva GTOLYEI Y100 TNV OTOTEAECUAUTIKOTITA KoL TV
OCQPAAELD TNG TIKOYPEAOPNC TEPAY TOV 3 ETMV TAPOTETAUEVNG XPNONG.

Edv amaiteiton addayn Bepomeiog, n tpmtn 66om tov Brilique npénet va yopnyeital 24 opeg petd v
TeEhevTaio 600T) GAANG CVTIOUOTETAAOKNG QPOPUUKEVTIKNG Oy®YNC.
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TopoderpBeioo doon
[opekichiceig and ) Oepaneio Tpénet eniong va anopevyovral. O acevig mov Tapaieinet pio d6om
Brilique mpémet va AaPet povo éva diokio (Trnv exodUevn 0661 TOL) TV KaBopIopévn Mpa.

E1ducoi mAnBuopotl
Himaouévor
Agv amouteital Tpocappoyn e d6omg otovg nAkiopévovg (PAETE mapdypapo 5.2).

Negpixn dvaleirovpyio,
Agv givar amapaitnn 1 Tpocapproy” g 60omng oe acbeveic pe veppikn duciettovpyia (PAEme
Tapdypoeo 5.2).

Hrartikn dvolierrovpyio

H tcayperdpn dev £xel pehetnBei oe acbevelg pe cofapn nratiki] SuoAeitovpyio Kot ) yp1Homn TG O
aVTOVG ToVG aobeveic Mg ek ToVTOL avtevdeikvutal (PAEre Topdypao 4.3). Ot dwbéciueg
mAnpoeopieg yio aoBevei pe pétprov fabpod nrotikn Svciettovpyio eival TePlOpPIoUEVES. Agv
GULVIGTATOL TPOGAPLOYN TNG d0GOA0YING, MOTOGO M TIKAYPEAOPT TPETEL VO, YPTCLLOTOIEITOL [LE
npocoyn (PAEme mopaypdpovg 4.4 kot 5.2). Agv givorl amapaitntn 1 TPOSAPUOYN TG dOONG O
acBeveic pe fma nratikn dveiertovpyia (PAETE mapdypapo 5.2).

THaoidratpikog ninBoouog

H acpdleto kot n amoteAespoTikOTNTO TG TIKAYPEAOPTG 08 TTond1d NAkiog KT® TV 18 eTtdv dev
&yovv TeKUNPLoBel. Agv VITAPYEL GYETIKN ¥PNON TNG TIKAYPEAOPTG OE TOLOLA e OPETOVOKVTTOPIKY|
vooo (PAéme mapaypdeovg 5.1 kan 5.2).

Tpomog yoprynong

Amo6 tov 6TOpHOTOC XPNON.

To Brilique umopei va yopnynet pe 1 xwpig tpoen.

To d1oKio S1GTEPOUEVO GTO GTOUN UTOPOVV VO ¥ pNoiomomBodv evailaxticd tov Brilique 90 mg
EMKOAVUUEVO e AETTTO VUEVIO O10Kia Y10 TOVG 0loBEgVELg OV £XOVV dVGKOAIN GTNV KATATOOT TOV
OAOKAN POV S10KiMV 1 Y10 TOLG 0TOI0VG LILAPYEL Liol TPOTIUN G Yo SIoKI0 SIOCTEIPOUEVO GTO GTOUA.
To dwokio Tpémel va tomobeteiton Tavo ot YA®ooa, 6mov Ba dtoomapel ToyEmg oTOV Gigho. X1
ouvvéyela, pmopel va Katamobel pe 1 xwpig vepd (PAéne mapdypago 5.2). To diokio umopei eniong va
dwaomapet og vepod Kot va yopnyndel péocw evog pivoyaotpikod cwinve (CH8 1 peyaidtepov). Etvan
OTUOVTIKO VO EETAEVETOL O PIVOYOGTPIKOG COANVOG LE vEPD Katevbeiav LeTd TN yoprynon Tov
piypotog. Agv gival SaBéoio diokio droomelpdpevo oto otopa 60 mg.

4.3 Avrtevociteaig

. YnepevarcOnoio otn dpacTikn ovcia 1] 68 KATO10 armd Ta £KS0Y0 TOV aVIPEPOVTOL GTNV
napdypoeo 6.1 (BAéne mapdypapo 4.8).

Evepyog maBoroywn| apopparyio.

Iotopd evdokpaviaxng apoppayiog (BAETe mapdypapo 4.8).

YoBapn nratikn dvcAertovpyia (PAETe mopaypdpovg 4.2, 4.4 kot 5.2)

Yvuyyopnynon tikaypehdpng e 1oyxvpotc CYP3A4 avactodeig (m.y. ketokovaloin,
KhapBpopvkivn, vepaloddovn, prrovafipn kot atalovoPipn), Kabmg 1 cuyyopnynon Uropei va
odnynoet o€ onuovTikn avénon g ékbeong oty tikaypeopn (PAEre Tapdypapo 4.5).

4.4 E0wkég TPOEOOTOM|GELS KL TPOPVAAEELS KATA T YP1)ON)

Kivduvog arpoppayiog

H ypnon g tikayperdpng o acheveic e yvmotd avénpévo kivéuvvo yia apoppayio Tpémet vo

otofpiletan £Evavti Tov 0PELOVG AVOPOPIKA e TNV TPOANYT TV 0Bnpobpoufotik®dy encicodiny

(BAéme mapaypdoovg 4.8 kot 5.1). Eqv evdeikvutor KAviKA, 1 TikaypeAdpT| TPETEL VA YPNCYLOTOLEITOL

LLE TPOGOYN OTIG akOA0VOES OpddEg achevdv:

. AocBeveig pe mpodidbeon yio apoppayio (7., e&ortiog TpOGPATOL TPADUATOSG, TPOCPUTNG
YEPOVPYIKNG eENEPPAONS, SlaTapaydV TG TENG TOL OiULATOG, EVEPYNG 1] TPOCPATNG

53



YOOTPEVTEPIKNG apoppayicg) 1 mov dratpéyovy avénuévo kivovvo tpavpaticpod. H ypion g
TIKOYPEAOPNG avTEVOEIKVLTAL G 0GOeveElg e evepyd TaBoloyikn aoppayio, o€ EKEVOLG e
1GTOPIKO EVOOKPAVIOKNG Oloppayiag Kot o aobeveig e cofapn nratikn duciettovpyio (PAETE
napdypoeo 4.3).

. Aocbeveig vITd TOLTOYPOVN XOPTYNOT PUPUAKEVTIKMV TPOIOVIMV TOV UITOPEL VO 0VENCOVY TOV
Kivouvo apoppayiog (m.y. un otepoEd| avTipAeyovadn edapuoaka (MZAD), amd Tov GTOUATOG
OVTITNKTIKA Ka/1] V@SOAVTIKA) eVTOG 24 @Pp@V Ao T YOp1yNon TIKAypeEAOPNS.

H petdyyion aponetaliov ot vylelg e0eAoviég deV AVTIGTPEPEL TV AVTICLUOTETAALNKT OpAoT) TNG
TIKOYpEALOPNG Kot glvar omiBavo va €xel KAviko 6pehog o€ acbeveig pe arpoppayio. Kabdgn
GLYYOPNYNOTN TNG TIKAYPEAOPG LE dECUOTPETTivT O Lel®TE TO XPOVO PONG, 1 OEGUOTPESTIVN Elvan
amiBovo va etvol OmOTELECUATIKT OTOV EAEYYO TV KAVIKOV QUOPPAYIKAOY cLUBavtov (BAETE
napdypoeo 4.5).

Avtuvodorvtikn Bepameio (aptvokampoikd o0&y 1 tpavegapkd o&v) Kaun Bepaneia pe
avacvvdvacpévo tapdyovta VIla pmopel va avénoovy v apdotacn. H tikaypehdpn propel va
ouveylotel apov Tavtomoindel kKot ereyyBei n artio g opoppayiog.

Xelpovpykn emépPoon

O1 ac0eveig Tpémetl va cupPovAedovTal Kot Vo TANPOQPOPOVY TOVG TPOLS KOl TOLS 000VTINTPOVS OTL
Aappévouv tucoypelopn Ty and TOV TPOYPUUUOTIGHO Y10 OTOL0ONTOTE XEPOVPYIKN EMEUPAOT] Ko
pwv ANeHel 0mo100MTTOTE VEO PUPLOKEVTIKO TPOTOV.

Ye acbeveic g nedétng PLATO mov vroPAndnkayv oe aoptootepaviaia mapdikapyr (CABG), n
TIKOYPEALOPT) TOPOVGIOCE TEPITTOTEPT] ALOpPayic. amd TNV KAOTIS0YPEAT] OTOV SIUKOTNKE LEGO OE

1 nuépa pv amd TV xepovpyikn eméuPaot, oALE TapOHO10 TOGOGTO PEWOVOV OHLOPPAYLDY GE
OUYKPLOTN e TNV KAOTIO0YPEAT] LETA TN dlakoT) TG Bepoameiag 2 1| TEPLIOGOTEPEG NUEPES TPV TNV
yewpovpyikn enépPaon (BAéne mapdypago 4.8). Edv o acbevig mpoxeital va vrofinbei oe
TPOYPOUULOTIGUEVT] XEPOVPYIKN eMEUPoom Kat dev elvar EmBLUNTH 1 AVTICLOTETAALKT] OPAGT), M
TIKOYPEALOPT TIPETEL VO, STOKOTTETAL 5 NMUEPES TPV T XEPOLPYIKN enéuPacn (PAéne mapdypapo 5.1).

Aocbeveig pe Tponyoduevo 1oyoKkd ayyeloKo eyKeEQaAMKO ETEIGO10
Aocbeveig pe OXX Kol TPOTNYOOUEVO IGYALKO OYYELONKO EYKEPUAKS EMEIGOSI0 UTopovV va Adfovv
Oepaneio pe Tikaypedopn yua didotnua £og 12 unvav (uelétn PLATO).

>t pekétn PEGASUS, og acBeveig pe 1otopucd EM dev copnepieAnebnoay acbeveig pe
TPOTYOULEVO IOYOUUIKO AYYELNKO EYKEPAALKO £MELG0010. Katd cuvéneia, amovsio dedopuévav, dev
ocuvviotdton Oepameia Yo S1ACTNLO LEYOAVTEPO TOV EVOG £TOVG GE OVTI| TNV KATNYOopio acHevmv.

Hrotwr) duciertovpyia

H ypnon g tikayperdpng avievdsikvotal o acbeveig pe cofapn nratikn duvciettovpyia (PAEme
napaypdeovs 4.2 ko 4.3). H sunepia pe v tikoypelopn oe acBeveic pe HeTpla nmatikn
duoiertovpyia eival TEPLOPICUEVT, KOTA GUVETELN GLUVIGTATOL TPOGOYT] Y10, GVTHV TNV KoTnyopio
acBevov (PAéme mopaypdpovg 4.2 ko 5.2).

AobBeveic og kivduvo yio enelsddio Bpadvkapdiog

H mapaxorovdnon tov Holter HKI™ £d€1&e pia avénpévn cuyvotnto Kupimg 0oV UTTOUATIKOV
KOWMOK®OV TOOCE®V KATd T d1dpKela tng Oepameiog pe Tikaypehdpn 6€ GOYKPLoT HE TV
KAomdoypéA. AcBevelg oe avénuévo Kivouvo yia enelcodia Ppadvrkapdiog (m.y. acbeveic ywpig
BnuratodoTn o £Xovv GHVOPOLO VOGoHvTog GAERoKOUPoV, 2% 1 3% Babod KoATokoaKo
OTOKAEIGUO 1| CLYKOTN GYETILOUEVN He PpaduKapdic) amoKAEIoTNKOY Amd TIG KOPLeg HEAETES
aE10A0YNONG TNG ACPAAELNG KOl TNG OMOTEAECUATIKOTNTOG TG TIKOYPEAOPTS. L2G €K TOVTOL, AOY®
TMEPLOPICUEVNG KAVIKNG EUTEPLOC, 1) TUKOYPELOPT] TTPETEL VOL YPTCLUOTOLEITOL LLE TPOGOYY| GE TETOLOVG
acBeveic (BAéne mapdypapo 5.1).

Emumiéov, mpémel va divetal mpocoyn 6tav yopnyeitat TikaypeAOpT TOLTOYPOVO LUE POPUOKEVTIKA
TPOIOVTA TOL Elval YvwoTd 0Tl endyovv Ppadvkapdia. 2oT0G0, dev TapatnpOnKav GTotyeio KAVIKA
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OTUOVTIK®V ovemBountov evepyelidv otn dokiun PLATO petd amd tavtdypovn yopnynon Ue Eva
TEPLOCHTEPO POPUAKEVTIKE TPOTOVTA OV Eival YVOOTO 0TL EMdtyouv Bpadvkapdio (),

96% B-omokAelotég, 33% amokAelotég Stavimv aoPeotiov dthtialéun kot Pepamopiin kot

4% oryo&ivn) (PAéme mapdypopo 4.5).

Kotd ™ dibpketa g vmoperéng Holter otnv PLATO, mepiocdtepot acheveig eiyov Kothokég
TAOoELG >3 dELTEPOLETTA [IE TNV TIKAYPEAOPT OO O,TL E TNV KAOTIOOYPEAT KOTA TN SEPKELD TNG
o&elag pdomng Tov 0&€og otepaviaiov cuvdpooL Tovs. H avénon tov KolMokdV Tavce®mV e TNV
TIKAYpELOPT, TOV aviyveLOnkav pe Holter, NTav peyodvtepn oe aobeveig pe xpovia Kapdak
avendpkewo (XKA) and 0,t1 610 cuvolikd TANOLGHO TG LEAETNG KaTA TN didpkela TG o&eiog pAaoNg
1oV 0££0G GTEPAVIAIOV GUVOPOLOV, OAAG OYL GTOV EVal UIVO VIO TIKAYPEAOPT 1] GE GUYKPLOT| [E TNV
KAOTS0YPEAT. Agv vanpyov avemBOUNTEG KAVIKEG EMMTAOGCELG GYETILOUEVEG LE QTN TNV dloTapay
(cvumepiapfavopévng g cuyKonng 1 TG TomofETnong PruatodoTn) og avtdv Tov TANBLGUO
acOevav (PAEre Tapdypapo 5.1).

Bpadvappuduikd emeicddia kot KOATOKOIAMoKoT amokAelool £xouy avaeepdet petd tv KukAopopia
o€ aoBeveig mov AapPavouvv Tikaypehopn (PA. mapdypago 4.8), kuping ot acheveig e OXZ, 6mov
OL®G 1 KAPOLKN 1oYOUL0 KOL 1) TAVTOYPOVY] AYT QOPUAK®OV OV LELMVOLV TNV KOPSIKT cuyvOTNTH
N emnpedovv TV Kapdokn aymypotnta eivat mbavoi cuyyvticol mapdyovtes. H Khvikn katdotoon
TOV 0.00EVOVG KAt 1) GLVOOAS PAPUOKEVTIKY aywyn Ba mpénet va a&toAoyobvtotl og mhovEG artieg mTpv
oo TNV TPooapuoyn TG Bepansiog.

Avonrvola

Avaeépbnie dvonvola og aobeveic vd Bepamneio pe Tikayperopn. H dvonvola givarl cuvifog Nma
£mG LETPLOL OE £VTAOT) KOl GLYVE VIoYmpEel yopig va yperdletar dtokonn| g Oepaneiag. Acbeveig pe
aofBpa/ypovia amoppaktiky] Tvevpovoradeia (XAIT) pmopel va éxovv avénpévo andivto Kivovvo va
eUQavicovy dVoTVold [e TNV TIKOypeAOpn. H Tucorypelopn mpémet va yp1OIULOTOIEITAL LUE TPOGOYY| GE
acBeveic pe wotopikd acbpatog ko XAIL O unyaviopog dev €xet dievkpviotel. EGv o aoBevrg
OVOPEPEL VEQ, TOPATETOUEVT 1) ETOEWVMUEVT] SOVOTVOLN, VTO TPETEL VA, dlepeuvn el TANp®G KoL av dev
etvar avektn, 1 Oepaneia pe Tucoyperopn npénel va dwaxomnel. [a nepartépm nAnpogopieg PAéne
opdypapo 4.8.

Kevtpwn dnvoia vmvou

Kevtpum anvola vvov cvumepiiapfavopévng g avarnvong Cheyne-Stokes €xel avapepbel petd v
KuKAo@opia Tov eapudkov o acbeveig Tov Aapfavovy Tikayperdpn. Edv vrdpyet vroyia kevpikng
amvolag vmvov, Bo Tpémetl va eEeTaoTEL TEPAUTEP® KALVIKY] EKTIUNOT).

Avénon kpeatwvivig

Ta enineda kpeatvivig propel va avénbodv katd t dudpkela g Oepaneiog pe Tikayperdpn. O
punyoviopog oev €xet drevkpviotel. H veppikn Aettovpyia mpénet vo EAEYYETAL GOUPOVO LE TN GLVION
WTPIKN TPAKTIKY. X acbeveic pe OZE, cuvioTatal ETioNg EAEYYXOG TNG VEPPIKNG AgLTovpyiag éva uiva
petd v évapén g Bepameing pe Tikayperopn, divovtog wiaitepn tpocoyn| o€ acbeveig >75 etdv,
acBeveic pe pétpro/ocofapn veppikn| duoiettovpyio Kol og ekelvovg Tov Aapfavouvy Tovtdypovn
Oepameio pe AmOKAEIOTEG TV VTOdOYEMV TG ayyelotacivng (ARB).

AvEnon ovpkod o&éog

Yrepovpryopio propet vo epeaviotel Kotd ) dtdpkela g Oepaneiog pe Tikoypehdpn (Préne
napdypoeo 4.8). Zuviotdtal TPocoyn 6Tovg AcHEVEIC LLE 10TOPIKO VITEPOLPLYOLUING 1) OVPIKNG
apBpitdac. Qc tpoAnmtikd péTpo, dev evBappuvetar 1 xpror TIKaypeLOpNG o€ acbeveig pe
veppomddeia and ovpikd 0&D.

Opoupotikn OpopPorevikn [opevpa

Me 1t ypnon g TiKoypeAopng Exel TOAL ondvia avapepBel @popupwtikn @popporevikn [Topevpa.
Xapaxtnpileror and Opopfomevia Kot PLIKPOOYYELOTOONTIKY QUOALTIKT avolpio Tov oyetileTon eite
L€ VELPOAOYIKA gvpriLaTa, Ve@pikn duciettovpyio 1 Topetd. H Opoppotikr @popporevikn [lopedpa
etvan e SuvnTikd Bavotneopog KoTdotaon Tov orattel dpeon Bepansio cuumeptAapufavopuévng g
TAOCUAPAIPESTG.
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Hapeppoln otn doxiacio AEITOLPYIKOTNTOC TOV QLUOTETAAIDVY Y1a TN S1éyVMGOT TG ERAYOLEVC OO
v nrapivn Bpoufoneviac (HIT)

21 dokipacio TG ETOYOUEVNG amd TNV Nrapivn evepyonoinong tov oonetaiiov (HIPA) mov
ypnoyomoteitat yia tn didyvwon e HIT, T avtichpato KoTd Tov GOUUTAOKOV CVTIUOTETAAAKOD
napdyovia 4/mmapivig 6Tov 0pd TV 0GHEVAOY EVEPYOTOIOVV TO OLUOTETAALN VYLDV S0TOV TOPOLGIN
™mg Nmopivng.

"Exovuv avaeepBei wevdmg apvnrikd amoteAéopata yio t HIT ot dokpocio Asttovpyikdtntog tov
aponetaAiov (cuumeptiapupavopévng, oAAG pn meploptopévng ot dokipacio HIPA) og acBeveic
OTOVG OTO10VG YopNYNONKe TiKaypelOpT. AvTo oyetiletar e TNV avaoToAn Tov vrodoyéa P2Y 1, og
OLLOTETAALN VYLDV SOTMV OTY| SOKIHOGIN amd TNV TIKAYPEAOPT) 6TOV 0pO/TAAGHL. TOV 0.60evolG.
AmottodvTol TANpoPopieg Yo TNV Tavtdypovn Bepameia e TIKoypeAdpT Y10 TNV EPUNVELN TOV
JOKIUACIOV AEITOVPYIKOTNTOG TOV OLUOTETAA OV Yo T dudyveoon g HIT.

Ye aoBeveic mov &govv avantuéel HIT, npénet va a&lorloynBei to 6¢pelog-kivouvog Tng cuvé ong tng
Oepaneiog pe Ticoypelopn, Aappdvovtag voyn toco v Tpobpopupwtikn katdotaon g HIT 6co
KO TOV 0VENUEVO KIVOUVO aLoppayiog [E TNV TALTOYPOVI OVTITNKTIKY aymyn Kot T Oepomeio pe
TUKOLYPEAOPT).

Ala

Me Bdon tn cvoyétion mov mapatnpiOnke oty PLATO peta&d g d6ong cuvtipnong tov AXO kot
NG OYETIKNG OMOTEAEGHOTIKOTITOG TNG TIKOYPEAOPNG GE GUYKPIOT| LE TNV KAOTIOOYPEAN, M
CLYYOPNYNOTN TNG TIKAYPEAOPTG KOl VYNANG 600mg cvvinpnong AXO (>300 mg) de cuviotdto (BAEre
napdypoeo 5.1).

[pbéwpn drokomn

H mtpoémpn S10k0omr 0To10601TOTE AVTIOHOTETOAMOKNG Oeparneiag, cupmepthapfavopuévov Tov
Brilique, pmopel va €yt o¢ amotélecpa avénuévo kivovvo yia kapdiayyelaxd (KA) Bdvato, EM 1
OYYEWKO EYKEQPOAMKO ETEICOO10 AOY® TNG VIOKEIHEVNG VOGOV TOV acBevois. (g €K TOVTOV, 1| TPOWPN
dtokomn g Bepaneiog TPEMEL v ATOPELYETOL.

Ndrpro
To Brilique mepiéyet Atyotepo amd 1 mmol vatpiov (23 mg) avd do6on, dnA. givar ovolooTiKd
«ekevbepo vatpiovm.

4.5 Alnlemopdosic pe Ghlo QUPUOKEVTIKA TPOIOVTA KOl GALES HOPPEG AANAETIOPOONG
H twcayperdpn givan kupiong vrootpopa tov CYP3A4 kou fmog avactoAréac tov CYP3A4. H
TIKaypeELOPT givat emtiong VIOGTPpO Ko 0.c0evig avactoréag T P-yAvkonpateivng (P-gp) kot

evoéyetar va av&avel tnv ékbeon Tov P-gp vrootpopdtov.

Emdpdoelc @apuokeuTIK@V Kot GAA®V Tpoidvimv 6TnV TIKOYPEAOPT

Avaotoleic tov CYP3A4

o Joyvpoi avooroleis tov CYP3A4 — Zoyyopnynon KeTokovaloAng He Tikayperopn avénce
Crax Kot v AUC ¢ Tikarypehopng katd 2,4 kot 7,3 eopég, avtiotoryd. H Cmax kou 1 AUC tov
dpaotikov petafolritn peiddnkav Katd 89% kot 56%, avtictoya. Avapévetot dArot ioyvpoti
avaotoieic tov CYP3A4 (KhapiBpopvxivn, vepalodovn, prtovaBipn kot atalovafipn) va £xovv
TOPOUOIEG EMOPACELG KO KATA GUVETELD 1) TAVTOYPOVT] YPTON IOYLPDV AVUCTOAEDY TOV
CYP3A4 pe tikoypehopn avtevdeikvoton (PAéne mapdypagpo 4.3).

o  Mcérpior avaoroleic oo CYP3A4 — Zvuyyopnynon Sitialéung pe tucoyperopn avénce ™ Crmax
™G TIKoyperopng katd 69% kot v AUC katd 2,7 eopéc kot HEITE T1 Crax TOL SPACTIKOD
petaporitn katd 38%, evd n AUC mapépeive apetdfintn. Aev vnpée enidpacn g
TIKOypeEAOPNG ot emimeda StATioléung oto TAdGopo. AAlot pétpilot avaotoieic tov CYP3A4
(.. apmpevafipn, anpemitdvn, epvOpopvkivn kol GAOVKOVALOAT) OVAUEVETOL VL £YOVV
TopOUOLN ETIOPOOT] KOl LTOPOVV ETIONG VO cLYYopnyNOovV LE TIKoypeLOPT).

o Metd and Kabnpuepvn KoTovaAmon HEYAA®Y TOGOTHTOV YVUOV YKpEmEpoLT (3x200 ml)
napoTnPenOnke po avénon g €kbeonc oty TiIKaypeAdpn Katd 2-popég. Avtod to péyebog g
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avENUEVNG €KBEONC deV aVOUEVETAL VO EVOIL KAVIKG GTIUOVTIKO Y10 TOVG TTEPLGGOTEPOVG
acOeveic.

Ernoywyeic rov CYP3A

Xvyyopnynon prpoumikivig pe tikaypedopn pelwoe ™ Cmax ko v AUC ¢ Tikarypelopng katd 73%
kot 86%, avtiotorya. H Cmax TOV dpaotikod petafolitn nrov apetapAntn ko AUC peiddnke Kotd
46%, avtiototya. Avapéveral aliot enaywyeig tov CYP3A (m.y. powvvtoivn, kapPapalenivn kot
eawvoPapPitain) va petdvovy eniong tnv €kBeon otnv tikaypehdpn. H cuyyopfynon tng
TIKAYPEAOPNG LE 1oyvpovg emaywyei Tov CYP3A pmopei va pewdoet v €kbeon kot v
OTOTEAEGLLOTIKOTITO, TG TIKAYPEAOPNG KATA GUVETELD 1) TAVTOYPOVN YPNOT TOVG LLE TIKOYPEAOPN dEV
evBappoveral.

Kovxlooropivy (P-gp kou CYP3A ovaotoléog)

H ovyyopnynon xvkhoonopivng (600 mg) kot Tikaryperopng adENce TV Cmax Kot Tnv AUC g
TIKOypeEAOPNG Kotd 2,3-Kkon 2,8-popéc, avtiotorya. H AUC tov dpactikcol petaforitn avéndnke kotd
32% ko N Crax pHeM®ONKe katd 15% napovoio kuklocmopivng.

Agv vrdpyovv dabéoia SedOUEVA YL TV TAVTOYPOVT XPTOT| TNG TIKAYPEAOPNG e AALEG OPOOTIKEG
ovoieg o1 onoieg emiong eivon 1oyvpol avactoreic Tng P-gp kot pétprot avactoreic tovo CYP3A4 (m.y.
Bepamapiin, kividivn) to onoio pmopel va avénoovy v €kbeon otny Tikaypehdpn. Edv o
oLVOLACUOG OeV UTOPEL VO ATOPELYDEL, 1] TOLTOYPOVT XPTOT| TOVG TPEMEL VO, YIVETUL LLE TPOGOYN).

Alla

Klvikég pedéteg pappokoloyikng aAAnAenidpaong £6e1Eav OTL 1] GUYXOPNYNON TIKAYPEAOPNG LE
nnapivn, evo&omapivn kot AXO 1 deGUOTPESTiv deV giye Kapia EMIOPAOT OTN POUPUOKOKIVITIKY TNG
TIKOYPEAOPNG 1] OTO dpaoTIKO HETaPoAitn 1} otV ADP-gnayduevn cueompenor TV aOTETOA®Y G
oUYKPLON HE TNV TIKAypeAOPT povn e Edv evdeicvoton khvikd, papUokeLTIKE TpoidvTa To
HeTABAALOLY TNV OUOGTOCT TPETEL VO YPT|CLLOTOLOVVTOL LLE TPOCOYT G GLVOLOCUO UE TNV
TUKOLYPEAOPT).

"Exer mapatnpnbei kabvotepnuévn ko petopévn ékbeon o€ amd Tov 6TOUATOG 0VaGTOAEIG P2Y 12,
CUUTEPILOUPAVOEVIC TNG TIKOYPELOPTG KOt TOL EvEPYOV peTafoAritn tng, og acbeveic pe O mov
Eafoav popoeivn (peimon katd 35% oty ékbeon oe Ticaypelopn). Avth 1 aAANAETidpaoT Umopel va
oyetTileTon L PHELOMUEVT] YOOTPEVTIEPIKT KIVITIKOTNTO Kot 1oYOEL Kot o€ dAha omoedn. H kivikn
ocvoyétion givar dyvmaortn, 0AAG To dESOUEVA VTOINADVOLY TNV THAVOTNTO UEWDUEVNG
OTOTELEGLATIKOTNTOG TNG TIKAYPELOPNG G€ 0.60eVElG TOL GLYYOPNYOVVTOL TIKOYPEAOPT] KOl LOPPIVY.
Y aobeveic pe OZE, otovg omoiovg 1 poppivn dev pmopel vo amopevydel kot Oempeital kpioyn 1
dueon avaotoAn Tov P2Y1», pmopel va e€etaotel ) ypron Tapevteptkod ovactoréa P2Y 1.

Enmdpdoeic e tikoypeAdpnec 6€ GALG QUPUOKEVTIKO TPOTOVTA,

Daopuokevtike wpoiovio. wov uctaforilovror and to CYP3A4

o Juyfaoctativyy — Zuyxopnynon tikayperopng pe oypaotativ avénoe tm Cmax NG
owPaoctativng katd 81% kot tnv AUC katd 56% kot avénoce ) Cmax TOL 0&£€0G NG
owPaoctativng katd 64% kot tnv AUC katd 52% pe kanoleg pepovopéves ovénoelg ioeg pe 2
€mg 3 popéc. Zvyyopnynon tikaypelopng pe 60celg oipufactativng mov Eemepvovv ta 40 mg
NUEPNTIMG HUmopel Vo TPOKOAEGEL AVETIOOUNTEG EVEPYEIEG TNG CLUPACTATIVIG KoL TPETEL VOl
otofpifovtat Evavtt Tov duVNTIKOD 0PEAOLS. Agv vrnpée emidpaon tng cpfactativig oTa
eminedo TG TIkaypeAOpNG 610 TAAca. H Tikaypedopn pumopel vo el mapOUOLES EMOPACELS
oTn AoPacToTivi. AEV GLUVIGTATAL 1] TOVLTOYPOVT XPTOT| TNG TIKAYPEAOPNG e OOGELG
owPactativng 1 Aofaoctativng peyardtepeg amd 40 mg.

® Aropfaotativy — Zuyyopnynon atopPactativng kot Tikaypehdpng avénoe T Cmax TOV 0EE0C TNG
atopPaoctativng kotd 23% ko v AUC katd 36%. [apatnpndnkav mapodpoteg avénoeig tmv
AUC kot Cpax Y100 6A0VG TOVG peTOforiteg TOV 0EE0C TG atopPacTotiving. AvTég Ol ALENCELG
dev BemPoHVTOL KAVIKA OTUOVTIKEG.
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o Tlopopown exidpaon og dAdec otatives mov petaPforilovrar and o CYP3A4 de pnopei va
anokAelotel. Ot acbeveig otnv PLATO mov AdpPoavay tikaypeiopn Erafoyv pio motkidio
OTOTIVOV, YOPIG VO DTTAPYEL AVNOVYI Y10 GUCYETION UE TNV OOPAUAELN TOV GTATIVAOV GTO
93% g ko0ptNg TG PLATO mov Adupave avtd to poprokenTikd Tpoidva.

H twcayperopn eivan nmog avactoréog tov CYP3A4. Zvyyoprynon tikaypehdpng Kol VTOGTPOUATOV
tov CYP3A4 pe otevd Bepanentikd deiktn (onAadn olampion 1 AAKAAOELDN TG EPLGIPDOOVG
O6Avpag) dev cuvioTdtal, KaBmg 1 TikoypeAopn pumopel va avénoet Ty €kbeon og avtd Ta
QOPLOKEVTIKA TPOTOVTAL.

Yroorpwuato P-gp (mepiloyfovousvav dryolivne, kvkAioomopivng)

Tavtdypovn yoprynon g Tkayperopng avénoe ™ Cmax g dryo&ivng katd 75% kot tnv AUC katd
28%. Ta péoa katdtepa enineda dryo&ivng avénbnkay mepinov katd 30% pe cvyyoprynon
TIKAYPEAOPTG, LLE OPIOUEVEG LELOVOUEVES UEYIOTEG AVENGELS £G 2 Popég. TTapovaia dryo&iving, 1 Cuax
kot 1 AUC g Tikarypeddpng Kot Tov dpaotikod petafolitn g dev ennpedotniay. g ek To0TOUL,
OGULVIOTATOL KATAAANAT KAVIKY] KOUT EPYOCTNPLOKT TOPAKOAOVONON OTAV YOPTYOUVTOL TAVTOYPOVE. LE
TIKOYPEAOPT) PAPUAKELTIKA TTPOiOVTO UE 0TEVO BepamenTikd deiktn mov eaptdvton amd tnv P-gp,
omwg M oryo&ivn.

Agv vrdpyet kapio exidpaon e TIKaypeELOPNG 0TA EMIMESA TNG KLKAOGTOPIVNG 6TO aipla. Agv €xel
peietnOei n enidpaon g TIKaypeAdpNg o€ dAla vooTpdpota TG P-gp.

Dapuorevtika wpoiovio. wov uetofolilovror and to CYP2C9

Zuyyopnynomn tng TikaypeAdpng ne ToAPovtapion dev petéfade ta emimeda TAACUATOG KAVEVOG OO TOL
V0 QPUPUAKEVTIKA TPOTOVTA, YEYOVOS TO 0010 VITOSNAMVEL OTL 1 TIKAYPEALOPT OEV EIVAL OVOGTOAENS
tov CYP2C9 ko givor aniBavo va petafdrel to petafolopd eapudkmv mov petafoiilovrol péow
tov CYP2C9 6nwg n Boapeapivn kot 1 ToAfovtaption.

PocoovBacrotivy

H tcaryperdpr pmopel va enpedoel Tn VeQPIKN améKKPIoT TG pOcoVPacTaTivig, auEavovTag ToV
KIvOLUVO GLGCMPEVOTG TNG POCOVPAUCTATIVIG. AV Kol 0 akpIPig UNYOVIGHOG OeV Elval YvmOTOS, G
OPICUEVEG TEPUTTMGELS, 1] TOVTOYPOVI XPNOT TIKAYPELOPNG Kot pocovPactativig odnynoe o€ peimon
™G VEQPIKNG Aertovpyiag, avénuévo eminedo Kvdong g eocpokpeatvivng (CPK) kot
papoopvdivon.

Amo tov orouoToc avricviinmrika

Zuyyopfynon g TiKaypeAdpng Le Aefovopyestpéin kot atfuvidoloTpadiodn avénce v Ekbeon
otV afuvikoloTpadiodn epimov Kotd 20% oA de HeTEPOAE TN POPUOKOKIVITIKY TNG
AePovopyectpéAne. Aev avopEVETOL KAVIKG OTLLOVTIKY ETIOPAGCT) OTIV OTOTEAECUATIKOTITO TOV O
TOL GTOUATOG AVTICLAANTTIK®V OTaV 1 AefovopyesTpéAn Kot 1 atBuviloloTpadiodn cuyyopnyohviot
LLE TIKAYPEAOPT).

DopuokevTiKd TPOIOVTO TOV EIVAL YVWTTO OTL EXAYOVY Bpodvkapdio.

AOY® TG TOpATAPNONG KUPIMG ACVUTTOUATIKMY KOIMOK®OV TOVGEMV Kot Bpadukapdiog, TpEnet va
diveton mpocoyn 6tav yopnyeitar TikaypeAOPTN TALTOHYPOVA LE POPUOKEVTIKA TPOIOVTO TOL Elvat
YV®oTo 0TL endryouv Bpadvkapdio (BAérne mapdypaeo 4.4). Qotdc0, dev TapatnpnOnkay evoei&elg
KAVIKGA GUOVTIK®V ovemiBountov evepyeimv ot dokiu PLATO petd omd tavtdypovn yopnynon e
éval 1 TEPLOGOTEPO. POPLOKEVTIKA TPOIOVTO TOL Elval YvGTo OTL Endyovv Ppadvkapdia (w.y. 96% [-
OTOKAEIGTEC, 33% amoKAeloTEC SlovAY acfeatiov dthtialéun Kot Bepamapiin kot 4% dryo&ivn).

AAAn towtoypovn Ospareio

e KMVIKEG PEAETEG, 1] TIKaYpeAOPT| yopnyNOnke cuyva pe AXO, avactoAeig avtAiog TpoToviny,
OTOTIVES, B-OMOKAEIOTES, OVAICTOAELG TOV HETATPENTIKOV £vEDUOL TG ayyelotacivig (MEA) kot
OVTOYOVIOTEG TV VITOO0YEMV AYYELOTOUGIVIG COLP®VO LE TNV OVAYKT) TG CLUVUTAPYOVGOG
KOTAGTAOTG Y10, LOKPOYPOVIL XP1oN Kot ENIONG LE Nrapivn, nrapivn younAov poplokov Bépovg Kot
evoopAéfrovg Gpllb/Illa avactodeig yio pikpd dwouotipota (BAéne mapdypapo 5.1). Agv
nopaTnPENONKay evOEIEEIS KAVIKA GMUOVTIK®VY OVETIBOUNTOV CAANAETIOPACE®DVY LLE ALTA TA
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QOPUOKEVTIKA TPOIOVTAL.

H ovyyopnynon g tikaypelopng pe nrapivr, evo&omapivn 1 decompescivn oev glye enidpacn oTov
TPOGILOPICUO TOL YPOVOL gvepyomomuéVNG pepikng Bpopporractiving (aPTT), Tov evepyomompévon
ypovov TéEng (ACT) 1 tov mapdyovta Xa. QoT1060, AOY® TOV SLVNTIKOV QOPLUKOSVVILIKOV
OAANAETIOPACE®VY, TPEMEL VAL STVETOL TPOGOY] GTNV TAVTOYPOVN XOPNYNOT TNG TIKAYPEAOPNG LLE
(OPLOKEVTIKA TPOTOVTA OV EIVOL YVOGTO OTL LETARAAAOVY TNV OUOGTOON.

AOY® avoeop®dVv o€ avopoiieg deppatikig apoppayiog pe SSRIs (m.y. mapoletivn, oeptpaiivn kot
oITOAOTPAUT ), CVVICTATOL TPOG oY OTaY Yopnyovvtol SSRIs e tikoypeldpn Kabmg avtd pmopel va
avENOEL TOV Kivouvo Yo apopparyicL.

4.6 Tovipétnra, KONON KoL Yarlovyia
IMuvoikeg o€ ovamopay®yKy nAKio

lNuvaikeg og avamapaymykn NAKio TPETEL VAL YPTCILOTOLOVV KOTAAANAL OVTIGUAANTTIKA HETPO DOTE
VO 0TOQVYOLV THV EYKLUOGUVN Katd T dtdpkela g Oepaneiog pe Tikoypehdpn.

Konon

Agv vdpyovv M elval TEPLOPIGUEVE TAL SEGOUEVO GYETIKA LE T YPNON TNG TIKAYPEAOPTG OE EYKVEG
yovaikeg. Meiétec oe (da £6e1&av avamapaymyikn to&ikotnta (PAéne mapdypopo 5.3). H
TIKAYPEAOPT) OEV TTPETEL VAL YPNCULOTOLEITOL KOTE T SLAPKEL TG EYKVHOGVUVIG.

OnAacude
To S00écpa pappokoduvapkd/Tosikoloyikd dedopéva and {ma £xouv dei&el OTL 1| TIKaypeAdpN Kot

ot dpaotikoi petafoiiteg g anekkpivovial oo yaio (PAére mapdypapo 5.3). O kivdvuvog yia ta
veoyévvnto/Bpéen dev pumopet va anoxieiotel. [pénet v Anebel amdeaon yia T SoKon| TOv
OnAaopov 1 ) dwokomr/anoyn and T Bepomeia pe TikaypeAOpn AapPAvovTag VITOYT TO OPEAOG TOV
OnAocpov Yo To modi Kot o 0pelog TG Bepaneiog yo T yuvaikoa.

Tovipdtra
H twcayperdpn dev eiye emnidpaon otn yovipdtnra o€ apoevikd kot Onivkd {oa (PAEme

Tapdypoeo 5.3).
4.7 Emodpaceig 6Ty IkavOTNTO 001]YN61)S KOl EPIGHOD P ovindToy

H tcayperdpn dev €xet kopia 1 £xel AoHOVTN EXOPOACT] OTNV IKAVOTNTO 0ONYNONG KoL YELPITUOD
unyovnuatev. Katd tn didpreia g Oepaneiog pe tikaypeddpn, Exovv avaeepBei {aAn kot cuyyvon.
Q¢ ek T00TOVL, 060eveic TOL EUPAVIOVY OVTA TO GLUTTMOUOTO OO TPETEL VAL EIVOL TPOGEKTIKOT KOTA
TNV 001 YNNG 1] TO XEPIGHUO UNYOVILLATOV.

4.8 AvemOovunteg evépyereg

[epiinym tov Tpoid acedielag

To mpopik acedrelng g Tikaypelopng a&loloynnie oe dVo peydleg dokipég ekPacewy edong 3
(PLATO xor PEGASUS) o115 onoieg ocvpumepieAnednoav nepiocdtepot amd 39.000 acbeveig (BAére
napdypoeo 5.1).

>t pekét PLATO, ol aoBeveic vd Oepameia pe Tikoypehdpn elyov vymAiotepn cuyvotnTa
eupdviong dtaxomng A0ym avemBOunT®mv cupPdvimv Evavtt g KAomdoypéing (7,4% évavt 5,4%).
>t peiétn PEGASUS, ot acfeveig vrd Bepameio pe tikaypeddpn giyav vynidtepn cuyvotnta
euPaviong dakomng AOY® ovemBountov cupPdviov oe cuykpion pe T povobepamneio pe AXO
(16,1% y1o v Tikaryperopn 60 mg pe AXO évavtt 8,5% yuo ™ povobepamneio pe AX0). Ot cuyvotepa
avaeepoueveg avemBOuNTeG EVEPYElEg aclevdv mov Ehafav TiKaypeAdpN NTOV alpLoppoyio Kot
dvonvola (PAére mapdypopo 4.4).

AvemBountec evEpyelec 6€ LOPOT TTIVOKO

59



Ot axdAovBeg avemBOUNTEG EVEPYEIEG £XOVV TPOGIIOPIOTEL PHETA amd PEAETEG 1| £OVV avopepOel PeTd
v KuKAoopia g tikayperopng (ITivaxag 1).

O1 avemBOunTeg evépyeleg Tapatifevral copemva pe v Katyopia Opyovikod ZuoTiHoaTog ToL
MedDRA. Evtog kafe Katnyopiog Opyavikod ZuoTiHoTog o1 avemBounteg evépyeleg ivat

tagvounuéveg ava katrnyopio cvyvotntag. Ot katnyopieg cuyxvotnTog opilovial GOUPOVA LE TNV
axolovdn cvvOnkn: IloAd cvyvég (>1/10), cuyvég (=1/100 g <1/10), Oyt cvyvég
(>1/1.000 éwg <1/100), ondvieg (>1/10.000 ¢wg <1/1.000), moAd ondvieg (<1/10.000), un yvootég
(0ev pmopovv va extiunBoiv pe Bdon ta dwbécia dedopéva).

Mivakag 1 AvemOOunTeg evépyeles ava ovyvoOTNTO KOL KATYOPLa OPYOVIKOV

GLOTNNOTOG

Katyopia
Opyavikov
YVoTHNOTOS

IMoAd ovyvég

Xoyvég

Oy ovyvég

Mn yvootég

Neormldouara
Kodonn, karxonOn ko
un kabopiouévo,
(repriopfavovial
KOOTELS KOl TOADTTO0EG)

Ayoppayieg
oykov*

Arozopoyég tov
OLUOTOITIKOD Kl TOV
Agupiod ovaTiuoTog

Awoppayieg €€
OLLOTOAOYIKNG
Srorapoync’

Opoppotikn
OpopPomevikn
[Moppvpa’

Arozopoyég Tov
OVOGOTOITIKOD
OVOTHUOTOS

YnepevaicOnoia
nepAapPovoprévon
aYYE0010UOTOG"

Arozopoyég tov
Hetafoliouov kat e
Opéyns

Ynepovpryoupio’

Ovpucn
ApbBpitida

Poyratpikés
010TOPaYES

2yyvon

Arozopoyég Tov
VEVPLKOD GOGTHUOTOS

Z6éAn,
2vyKomn,
Kepahohyio

Evdoxpavioxn
apopporyio”

OpOalpurég
010TOPOYES

Ayloppayio Tov
o(pOaipon®

Arozapoyés Tov wTo6
xai Tov AoffupivBoo

Thyyog

Ayoppayio otdg

Kapoioxes drotapayés

Bpadvappudpia,
KoAmokothokdg
OTOKAEIGUOG

Ayyeraxég dratopoyés

Yrotoon

Arozopoyég Tov
OVOTVEDOTIKOD
OVOTHUATOG, TOV
Owpaxo kor Tov
uecobwpdxiov

Avonvolo

Ayloppayieg Tov
OVOTTVELGTIKOV
cuoTHHaTOC "

Arozopoyég Tov
YOOTPEVIEPIKOD

Ayloppayio Tov
YOG TPEVIEPIKOD
ccoM]vaC,
Aldppora,
Noawvrtia,

OmcBomepirovaikn
ooppayio
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Katyopia
Opyavikov IMoAd ovyvég Yoyvég Oy ovyvég Mn yvootég
YVoTHNOTOS
Avomeyia,
Avokototta
Adoapoyés Tov Ymodoplan
0EPLLOTOS KOL TOD OEPHOTIKN
DTOAOPLOD 10TOD apoppoyia,
E&avOnpa,
Kvnoudg
Adoapoyés Tov Muwkég
HVOCKELETIKOD opoppayiec’
OVOTHUATOS KO TOD
OVVOETIKOD 1OTOD
Awozapoyés twv Ayoppayio Tov
VEQPWYV KO TV oVPOPOPOV
0VPOPOPOV 0DV 0dV!
Arozopoyég Tov Ayloppayieg
OVOTOPOYWYIKOD QVOTOPOLY OYYLKOV
OVOTHUATOS KL TOD OLOTNUOTOG
HOOTOD
Hoparxiivirés Kpeatvivn
eetaoeig aiporog
avénuévn’
Kokawoeig, Ayloppayio
onAntypraceis kat petd amod
EMITAOKES emépuPaon,
Oepamevtinav Metatpavpatik
AEIPLOLUDY éc oupoppayiec?

%70y opoppayics OPEAOUEVT GE KapKivo 0VPodOYOL KOGTNG, KOPKIVO GTOUEXOV, KOPKIVO TaE0G EVIEPOV

B 1y, avEnuévn téon exLUmOoEnY, CVOOPLINTO CLATOLO, cipoppaykh Siddeom
Y Evtomiotnke Katd Tn S1GpKele TG EUTEPING HETH TNV KUKAOQOPIa,

8 O1 GUYVOTNTES TPOEKLYOY OO EPYOCTNPLAKEG TAPOTPNGELS (AVENGELC 0VPIKOD 0EE0G GE >AVATEPO PLGLOAOYIKS OPIO,
£VOVTL TNG OPYIKNG TING KAT® amd 1 evtdg Tov e0povs avapopds. AvEnoelg kpeatviving >50% oamd v apyikn Tiun) kot ot
™V adpr] cLYVOTNTA AVAPOPOV OVETIBOUNT®V GUUPAVTOV
€ LY. QLOPPOYI0. TOV EMMEPVKOTO, TOL OUPPANGTPOEDODG, EVOOPOGALa apoppayio

ot .y emiotadn, opoTTLON

¢ .. ovAoppayia, arpoppayia Tov opov, apoppayio, YaoTPKoH EAkoug
LY. EKYOUOGT), SEPLOTIKY OLLOPPOYin, TETEXELEG

9 1.y, oduopOpo, pikn apopporyio

LTy, UOTOVPio, OLLOPPayIKT) KLOTITION
Iy KOATKY optopparyiol, OpLoTOoTEP LN, LETEUUVOTOVGIOKY] CLLOPPOyioL

P 1y, LOADTAC, HETOTPAVLATIKG CUULATOLO, LETOTPOVLATIKY OLLOPPOyio:

¥ a0opun TN, oXETILOMEVN e EXEUPOAOT] 1] TPOVHOTIKY EVOOKPOVIOKT OLLLOpPaLyio.

[Ieprypaon eMALYUEVOV OVETIOOUNTOV EVEPYEIDV

Awoppayia

Evpriuara avopopixa pe oipoppoyixd erxeroédio otny PLATO
To cvvorikd amoteAéopota TG EninTmong apoppayiag otn pekétn PLATO napovcidlovtol otov

ITivaxa 2.

ivaxag 2 — Av@Aven TOV GLVOAMKAV aipoppoyiev, ektipnosis Kaplan-Meier otovg 12 prfjveg

(PLATO)

Twayperopn
90 mg d1g

Klomooypéin

T p*
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NUEPNGIOG N=9186
N=9235

YvvoAkég Meilovec katd PLATO 11,6 11,2 0,4336
Meiloveg Oavatneopes/ ATelAntikég yia T {on 5,8 5,8 0,6988
katd PLATO
Meiloveg un oyetiloueveg pe CABG katd
PLATO 4,5 3,8 0,0264
Meiloveg un oxetildpueveg pe drodkaoisg Katd
PLATO 3,1 2,3 0,0058
YvvoAkég Meiloveg + EAdocovec katd PLATO 16,1 14,6 0,0084
Meiloveg + gldiocoveg pun oyeTllOpeVES e
dwdkacieg katd PLATO 39 4.3 <0,0001
Meiloveg katd TIMI 7,9 7,7 0,5669
Meiloveg + EAdocoveg katd TIMI 11,4 10,9 0,3272

Opropol KaTnyopLav arpoppayiog

Meilov Oavatn@opa/Anstintiki Yo ™ Lo Apoppayio: Kiwvikd epeavnig pe >50 g/L peioon g ayptoo@atpivig
peTdyyon >4 povadmv gpubpokuttdpmy, 1) Bavatnedpa, 1 EVOOKPAVIOKY, 1] EVOOTEPIKOPSIOKT| IE KapSLoKd EMTmUATIoO, 1|
pe vrooykayukn katamAnéio 1 coPapn vdTacn Tov amattel Tapdyovieg abdENCTS TG TEONG TOV AUHATOG 1] XELPOLPYIKY
emépfaon.

Meilov Arn: Khavikd gppavig pe 30-50 g/L peimon g apoceaipiving 1 petdyyion 2-3 povadwv epubpokuttdpav, 1
TPOKOAOVGO CNULAVTIKY OVIKOVOTNTO.

ELdoowv Aypoppayio: Anortel 1otpikiy mopéufact) TPOKEWEVOD VO GTAUATACEL 1] VO OVTILETOTICTEL 1] ALopporyio.
Meilov apoppayio kotd TIMI: Khvikd gpoavig pe >50 g/L peioon g apoceoipivng 1 evOoKpaviakt| aioppoyio.
ELdoowv apoppayio kata TIMI: Kl epeavig pe 30-50 g/L peimon g aipoceapivng.

*n Ty p vtoAoyicOnke amd povtého avoroykdv Kivdbhvaoy tov Cox pe v opdda Oepameiog mg T HOVASIKY EPUNVEVTIKT
(aveEapnmn) petofint

H tcayperdpn kot 1 KhomdoypéLn de di€pepav 6to Tocootd TG Meilovog
Oavatneopag/AreinTikng yia ™ {on apoppayiog katd PLATO, tng cvvoAikng Meilovog
apoppayiog katd PLATO, tng Meilovog arpoppayiag kotd TIMI 1 g EAdocovog aipoppayiog Kotd
TIMI (ITivakag 2). Qotdco, eppavictnkay teplocotepeg cuvovaouéves katd PLATO Meiloveg +
ELdoocoveg apoppayieg pe v TikaypeAdpr o€ GOYKPLoT HE TNV KAOTd0YpEAT. Atyol acbevelg otnv
PLATO egiyav Bavammedpa apoppayio: 20 (0,2%) v v tikoyperopn kot 23 (0,3%) yo v
KhomdoypéAn (PAEme Topdypapo 4.4).

H nAicia, o ¢Oro, T0o Bapog cdUATOG, 1) GUAN, 1| YEOYPAPIKN TEPLOYT], Ol GUVVTTAPYOVGES
KOTAOTAGCELS, 1| CLYYOPTYOVLEVT Bepamein Kol TO 1WTPIKO 1GTOPIKO, GUUTEPIAOUPAVOUEVOL
TPOTYOVLEVOD OYYELOKOV EYKEQPOAKOD EMEIGOSIOV 1) TAPOSIKOV IGYALLUKOD EXEIGOSIOV, dEV
TPoéPAeyay 00TE TN GLVOAIKN, 00TE TN Un oyxeTilopevn pe dudikaociec katd PLATO MeiCova
apoppayio. ‘Etot, kopio cuykekpiuévn opdoa dev avayvopiotnke vrd Kivouvo yio Kopio DToopddo
opoppoyiog.

Awoppayia oxetilopevn pe aoptrootepaviaio tapakapyn (CABG):

2t perétn PLATO, 10 42% and tovg 1584 acbeveig (12% g kodptng) mov vrofAndnkav o CABG
etyav Meilova Oavatnedpa/Aneintikn v tn {on apoppayia katd PLATO yopic dtapopd petaco
TV opdd®v Bepancioc. Oavarneopa apoppayio oxetiiouevn pe CABG mapovcidotnke o€ 6
acbeveic o kabe Bepamevticn opdda (PAEre Tapdypapo 4.4).

Awoppayio un oxetilopevn pe aoptrootepoviaio mapdxopyn (CABG) kot pn oyxetilduevn pe
drodtKaoieg:

H tcayperdpn kon 1 Khomdoypédn dev d1€pepav otr un oyetiiopevn pe CABG, katd PLATO
Meilova Oavatneopa/Areidntikn yio ) {on apoppoyic, oArld 1 kotd PLATO opilopevn Zvvolkn
Meilova, n Meilov katd TIMI ko 1 Meilwov + EAdocwv katd TIMI aipoppayia fTov mo cuyvég pe
™V TIKaryperopn. Opoiwg, 6tav apopédnkav OAeg ot oyeTIOpEVEG LE SLOdIKAGTES aloppayies,
TEPLIOGOTEPES OLLOPPOYIEG TOPOVCLAGTNKOY [LE TNV TIKAYPELOPT OO O,TL LE TNV KAOTIO0YPEAN
(ITivakag 2). H dwakonn| tng Oepaneiog e&ortiog tng un oxetilopevng pe dadikacieg opoppoayiog o
O GLYVY Yo TNV TIKAypeAOPT (2,9%) amd 6,11 Yo v Khomdoypéin (1,2%, p<0,001).

Evdoxpavioxn apopparyio:
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Ymp&av mo ToAAES U oYeTICOUEVEG LE SLOOIKOGIES EVOOKPOVIOKES OLLOPPOYIES LUE TNV TIKOYPEAOPT
(n=27 onpoppayieg o 26 acbeveig, 0,3%) amd 0,T1 pe v KAomdoypérn (n=14 apoppayieg, 0,2%),
amo Tig omoieg 11 opoppayieg pe tikaypeddpn kot 1 pe khomdoypédn frav Bavatnedpes. Agv vanpye
dpopd oTIC GLVOMKEG BavatnEopeg apoppayies.

Evpriuata oyetilopevo ue aypoppayika emeioooia oty ueiétn PEGASUS
H ocvvolikn| éxPaon tov apoppayikadv enelcodiov otn peaét PEGASUS mapovoidletal otov

ITivaxa 3.

ivaxag 3 — Av@iven cuvolMK®V aipoppayidy, ektipioelg Kaplan-Meier otovg 36 pijveg

(PEGASUS)
Twayperhopn 60 mg oig MovoOeponcio
nuepnoing + AXO AXO
N=6958 N=6996
Avaloyio
Tehké Inpeia Acpaolerag KM% Kwdivov KM% Twn p
(95% CI)
Katnyopieg apoppayidrv xota TIMI
<
Meiovec katd TIMI 23 (1 628’332 21 L1 0,0001
, 0,3 1,00 0,3 1,0000
Oavoneopes (0,44, 2,27)
0,6 1,33 0,5 0,3130
ICH (0,77,2,31)
, , , 1,6 3,61 0,5 <0,0001
Aldeg Meiloveg katd TIMI (2,31, 5.65)
, , . . 3,4 2,54 1,4 <0,0001
Meiloveg 1 EAdoocoveg koatd TIMI (1.93.3.35)
Mzeilovec 1 EAdoooveg 1 mov 16,6 2,64 7,0 <0,0001
Amoitohv 10TpIKn ePovTidn KoTd (2,35,2,97)
TIMI
Katnyopieg apoppayriaov kot PLATO
, ) 3,5 2,57 1,4 <0,0001
Meiloveg katd PLATO (1.95.3.37)
Oavatneopes/ ATeAnNTiKEG 2,4 2,38 1,1 <0,0001
v T oM (1,73, 3,26)
Aldeg Meiloveg Kotd 1,1 3,37 0,3 <0,0001
PLATO (1,95, 5,83)
, L an , 15,2 2,71 6,2 <0,0001
Meiloveg | EAdoocoveg katd PLATO (2,40, 3.08)

Opropoi KaTNYoPLOV alpoppayiag

Meilov ampoppayio katd TIMI: @avateopa apoppayio, 'H onoladfmote evdokpaviakn apoppayic, H khvikd epeavi
onueia opoppayiog cvoyetildpeva pe Ttmon g opocealpivig (Hgb) >50 g/L, 1 edv dev givon dabéoun n typn Heb,
nrdon Tov apatokpitn (Het) katd 15%.

OavoTn@opa: ayoppayikd TGOS0 IOV EMEPEPE GpET TOV BAvaTo EVTOG 7 NUEPDV.

ICH: Evdokpaviakr aoppayio.

Al Meilov katd TIMI: Mn Oovatmedpo. pn evéokpaviakn Meillov apoppayio katd TIML

EAldocwv katd TIMI: Kiwvikd epoavig pe peioon tng orpooearpivng kord 30-50 g/L.

TIMI ov Arontei wotpua) @povtida: Arottei mapéppaon, 'H npokadel voonieio, H avaykn dupeong a&ordynong.
Meilov Oavatneépa/aneiintikny Yo, T (o1 katd PLATO: Govammedpa apoppayio, H omoradnimote evookpoviokn
awoppayio, H gvdomepikapdioxt pe kopdioko emmopoticpd, H pe vrooykayukn kotarinéio 1 cofapr vrdtacn mov
amattel mopdyovteg mov av&avouvy v wigon/votpoma 1 xeipovpyiky enépPoon H sivar khvikd epgavig pe peioon g
aooeatpivng katd >50 g/L 1 petdyyion >4 povadwv epudpokuTtdpoy.

Al Meilov katd PLATO: [Tpokolovoo onpavtikny ovikavotta, H khvikd epeavig pe 30-50 g/L peiowon g
aoo@atpivng, 'H petdyyion 2-3 povadov epubpokuttdpav.
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ELldocwv katd PLATO: Anautel wotpikr] TopépBocn TpoKeWEVOD VO, GTOUOTHCEL 1] VO OVTILETOTIOTEL 1] GLOPPOyio.

¥t pedétn PEGASUS, 1 cuyvotta g Meilovog aipoppayiog katd TIMI yuo tnv tikoypehdpn

60 mg 581G nuepnoimg Ntav vynAdtepn o' 6Tt Yo T povobepomeia pe AXO. Aev mapatnpnonke
aVENUEVOG Kivouvog Yo Bavatneopa alptoppayio Kot Tapatnpndnke udévo pwo pikpn avénon oe
EVOOKPOVIOKEG aLploppayiec, o€ oOyKplon pe tn povobepaneio pe AXO. YrpEav Atya Boavatneopa
OLOPPAYIKA ETEIGOSI0. oTn HeEAETN, 11 (0,3%) yuo v Tikaypehopn 60 mg ko 12 (0,3%) yuo
povobBepamneio pe AXO. O mapatnpodpevog avénuévog kivovvog Meilovog atpoppayiog kotd TIMI pe
™V TIKayperopn 60 mg opeldTay Kuping o€ LVYNAOTEPT cLyvOTTA TV AA®mv Mellovov katd TIMI
alpoppayldv odnyovuevev and coppavta oty Katnyopia Opyovikod ZueTiUotog Tov

YOG TPEVTEPIKOD.

AvEnuéveg popeég arpoppayiog mapopoteg pe tic Meiloveg xatd TIMI napatnprinkay yo Tig
Katnyoples apoppayidv Melovev 1 Ehaccovov katd TIMI, Melovov katd PLATO ko Mellovav
N Ehaoocdvev katd PLATO (BAéne Ilivaka 3). H diaxonn g Oepomeiog Aoym aproppayiog nrov
oLyvOTEPN e TNV TIKaypeAdpr 60 mg Evavtt tng povobepamneiog pe AXO (6,2% war 1,5% avtictoya).
H mAeovotnta autdv Tov aploppaytdv TV pKkpotepns cofapdtnrag (katnyoplonomOnkav wg TIMI
ov Amaitovv 1oTpikn Oepaneia), m.y. eniotaln, LOAMTEG KO CULOTOLUOTOL.

To wpopik cpoppayidv g TIKayperdpng 60 mg Nrav otabepd oe dSaPopec TPOKOHOPICUEVES
VTOOUAdES (T.y. ava nAkia, @OA0, BAPOC, PUATN, YEOYPOPIKN TEPLOYN, CLVOOEG DTN GELS, TOVTOXPOV
Oepaneio Ko 10Tpkd 10T0p1Kd) Yo apoppayiec Meiloveg kotd TIMI, Meiloveg 1 EAdocoveg Kotd
TIMI kou MeiCoveg katd PLATO.

Evdoxpaviokn apopporyio:

AVTOOTEG EVOOKPAVIOKES QUOPPAYIEG AVAPEPON KOV GE TAPOLOLN. TOGOGTA Y10 TV TIKAYPEAOPT

60 mg ka1 tn povoBepaneio pe AXO (n=13, 0,2% Kot o115 600 OepamevTiKég OUAOES).
Metatpavpatikéc Kot oyeTILOUEVES e O100IKOTIEG EVOOKPAVIOKEG apoppayies £de1&av PiKpn avénon
pe  Bepaneia Tikaypehdpng 60 mg, (n=15, 0,2%) &évavti g povobepaneiog pe AXO (N=10, 0,1%).
Ymp&av 6 Boavatneopeg evookpaviakég alpoppayieg pe tnv tikaypedopn 60 mg kot 5 Bavatneodpeg
EVOOKPOVIOKEG atpoppayieg pe n povobepaneia pe AXO. H cuyvotnta eupavions evookpaviakng
apoppayiog NTav yopnAr Kot otig 000 opddeg Bepameiog SESOUEVTG TG ONLOVTIKNG CUVVOCT|POTITOG
kot Tov KA tapaydviov kivddvov otov vrd perétn minbuoud.

Adorvoie.

Avonvoia, pia aicOnorn dvokoriog otny avamvon, &yl avaeephel amd acbeveic vd Bepaneia pe
Tikayperopn. X perétn PLATO ta avemBounta copfdavta dvonvolag (S0omvola, dSUGmvola Kotd
™V Npepia, SVoTVOLN PETH amd KOTWOT), SVOTVOLN TAPOEVCUIKT VOYTEPIV KOl VOYTEPIV] OVCTVOLLL),
otav cuvdvacTKaAY, avaeépOnkav ard to 13,8% twov acBevav vid Bepaneia pe TiIKoypeAOpn Kot amd
10 7,8% twv acBevav vitd Bepameia pe KAOmOOYpEAN. XT0 2,2% TV 000evdv Tov EAafav
Tikaryperopn kot oto 0,6% exetvov mov Erafav kKhomdoypéAn ot epevvnTég Bedpnoay 6tTL 1 Svemvola
oyetileton artiohoyika pe tn Oepaneia otn perétn PLATO, evéd Alyo mepiotatikd ftay cofopd
(0,14% twcayperdpn kot 0,02% xhomdoypéln), (PAére mapdypopo 4.4). Ta tepiocoTepa avapephivia
CUUTTOUOTO SVOTVOLOG TAY N0 £0C PETPLO GE EVTNGOT] KO TO TEPICCOTEPA. AVOPEPOTKAY G Eva
LoV PEG EMEICOS10 QUECHOC PETA TNV Evapén Tng Bepameiog.

g ovyKplon Ue TNV KAOTIO0ypELN, ot acBevei pe acOuo/XAIT vid Bepaneio pe Tucorypehdpn pmopet
va £xouv avuénuévo Kivouvo gupdviong un cofapnig dvomvolag (3,29% tikayperopn évavtt 0,53%
KAomdoypéAn) kot coPapng dvonvotag (0,38% tikayperdpn Evavt 0,00% khomdoypérn). e
ATOALTOVG OPOVG, 0 Kivovvog NTav VYNAGTEPOS 0mtd TO GVVOAIKO TANBvoud e PLATO. H
TIKOYPEALOPT TTPETEL VO YPTCLLOTOLEITOL L TPOGOYT 0€ acbeveig pe 16Topikd dobuartog ko/n XAIT
(BAéme mapdypago 4.4).

[epinov to 30% TV ene1codiny vroydpnoav péca o 7 nuépec. H pelétn PLATO coprepiérafe
acBeveic mov giyav cvueopn Tkt Kapdiokn avemdpkela, XAIl 1 dobua oy évapén. Avtoi ot
acBeveic kot o1 nMKIUEVOL fTay o TOVO VoL avapEPOVY SVGTVOLN. XTNV TEPITTMOT TNG
TIKaypeEAOPNS, T0 0,9% TV acbevov diEkoye To PAPHOKO TNG LEAETNG AOY® SVOTVOL0G, G GUYKPLON
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ue 1o 0,1% mov AdpPave kKhomdoypéAn. H vynAdtepr cuyxvotnta epnedviong 600mvolag pe v
TIKOYPELOPT O oyeTileTan He vEa 1 EMOGEVOVUEVT KOPIOKT 1] TVEVUOVIKT VOGO (BAETE TOpAypOpO
4.4). H ticaryperdpn dev emnpedlel Tig SOKLUAGIEG TVEVUOVIKTG AELTovpYiog.

¥t peiétn PEGASUS avagépOnie dvonvola oto 14,2% tov acbevav mov Elafov Tikayperopn

60 mg 581G nuepnocing kot 6to 5,5% TV acbevdv mov Erafav povobepaneia pe AZO. Onwg oty
PLATO, 1 cuyvotepa avoapepouevn dSVomvola NTov Amag £0g pétplog Evtaong (PAETe

napdypoeo 4.4). Ot acBeveig o1 omoiot avépepay dHomvola £Tevay va givat LEYOADTEPOL 68 NAKIN Kot
elyav ovyvotepa dvonvoln, XAIl 1 dobua katd v Evapén.

Topoxlivikéc eCetooeic

Avénoeig ovpkov o&oc: Xt pedétn PLATO, 1o ovpikd 0&p otov opd avénbnke og enimeda
VYNAOTEPA OO TO AVATEPO PLGIOAOYIKO Oplo 6T0 22% TV 0cBeVdV ToL AduPavay TikaypeAdpT| G
ovykpion pe 10 13% twv acBevav mov AapPavay khomdoypéin. Ta avtiotoryo T0c00Td GTNV
PEGASUS 7ftav 9,1%, 8,8% xot 5,5% ywo v tikayperopn 90 mg, 60 mg Kot T0 EIKOVIKO pAPLLOKO,
avtiototya. H péon tyun tov emmédmv tov ovptkod 0&éog atov 0po avénbnke nepinov katd 15% pe
TNV TIKOYPELOPT] GE GUYKPLOT LE TTEPImOL KaTd 7,5% pe TNV KAOTO0YPEAN Kot PETE, TN S10KOTTH TG
Oepaneiog, peumbnie mepinov kKatd 7% yio TV TIKOYPEAOPN AALA dev TapaTnpOnke peiwon yo TNV
Khomdoypérn. X perétn PEGASUS, Siamiotmbnke avaotpédyiun avénon g HEoTg TIUNG TV
EMMESIWY OLPLKOV 0EE0G GTOV 0p0 Kt 6,3% Ko 5,6% Yo v TiKayperdpr 90 mg kot 60 mg,
avtioTolya, cLYKPLTIKG pe peimon katd 1,5% oty opdda Tov EIKOVIKOD QUPUAKOV. XT1 LEAETN
PLATO, n cuyvotta epedviong ovpikng apbpitidog nrav 0,2% yio v tikaypeddpn Evavrt 0,1% yuo
™V KAomdoypéAn. Ot avtioTolyeg ouyvotnTeg Yo TNV ovpikn apbpitida otn perétn PEGASUS ftav
1,6%, 1,5% wat 1,1% yio v ticaryperopn 90 mg, 60 mg kot To EKOVIKO PAPLOKO, AVTIGTOL(.

Avogopd mBavoroyoOUEVOV OVETIBOUNTMV EVEPYELDV

H avapopd mbBavorloyoduevemv avemBOunTov evepyeumv PETA amd TN YOPTYNOT AdEG KUKAOPOPIag
TOL (POPUOKEVTIKOV TPOIOVTOG Eival onpavtiky. Emitpénetl n cvveyr| maparxorovdnon g oxéong
0PEAOVG-KIVOUVOL TOV POPUAKEVTIKOD TPOIOVTOG. ZNTEITOL (O TOVG EMAYYELLATIES VYEiOG VOl
OVOPEPOVY OTTOLEGONTOTE TOOVOAOYOVUEVES OVETIBOUNTEG EVEPYELEG LECH TOL EBVIKOD GUGTNOTOG
avagopdg mov avaypdeetal oto [Hapdptnua V.

4.9 Ymnepdooolroyia

H tcayperdpn eivar kadd avektn og epdmag d6ceig péypt ko 900 mg. H yaotpevtepikn| t1o&ikoTnTO
NTav dOCOTEPLOPIOTIKN G€ pio PEAETN adENONG TNG EQATAE dOOTG. AAAEG KAVIKG GTILOVTIKEG
aVETOVUNTEG EVEPYELES TOV UTOPEL VOL ELPOAVIGTOVV UE TNV VITEPdOcoA0Yin TEpIAapPdvouy dVoTVoln
Kot KoMokég mavoelg (BAEne mapdypapo 4.8).

Y nepintmon vrepdocoroyiag, Ba umropohoay va ELPAVIGTODY 0l aveTEP® TOAVES avemBOUNTES
evépyeleg ko Ba mpénet va eEetaleTon 1) TEPITTOOTN TOPAKOAOVONONG [LE NAEKTPOKAPIIOYPAPT AL

Eni tov mapovtog dev vmdpyel YVOOTO 0VTIOOTO Yo VO, OVOSTPEWEL TIC EMOPACELS TNG TIKAYPEAOPNG,
KoL 1) TIKoypeAOpT gV amopakpOveTal te apodtvion (BAéne mapdypapo 5.2). H Bepaneio tng
VIEPOOGOAOYIOG TPEMEL Vo 0KOAOVOETL TG Kabepwpéveg Tomikég wTpikég TpokTikéc. H avapevopevn
eMidpaon TG VIEPPOAIKNG dOONG TIKOYPEAOPNG EIVAL 1] TAPATETAUEVT] OEPKELD TOV ALLOPPAYLKOD
KIvOLVOL OV GYETICETOL UE TNV OVOCTOAN TV aipontetaiiov. H petdyyion apometoimv givan
amiBavo va £xel KAvikO 0pelog og acbeveic pe apoppayio (PAEre Tapdypapo 4.4). Av TopovclocTEl
alpoppayia, TPETEL va ANEOOVV AAAN KOTOAANAQ VTOGTIPIKTIKA LETPAL.

5. DOAPMAKOAOTI'IKEXZ IATOTHTEX
5.1 DuppoKOIVVINIKEG 1OLOTITES

DappokobepoamenTiky Katnyopio: AVOGTOAEIS TG CLCCHPEVONG TOV AUOTETAMMV EEALPOVUEVG TNG
nrapivng, koduog ATC: BO1AC24
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Mnyovicuog dpdong

To Brilique mepiéyet tucoyperopn, LEAOG TNG YNUIKNG TAENS TOV KUKAOTEVTUAOTPLOLOAOTLPUITVOV
(CPTP), n onoia givot amd Tov 6TOHOTOG, AUECTG OPACTG, EKAEKTIKOG KOl AVOSTPEWYILLN GUVOEOUEVOG
AVTOYOVIGTNG TOV VTodoyEa P2Y 12 kot 1 ool eumodilel ) pecorafodpevn omd to ADP ko
eCaptmpevn and Tov P2Y 1, evepyonoinon kot cuocdpevon Tov aiponetaiiov. H tucoypelopn dev
eumodilet tn ovvdeon tov ADP, aAld dtav cuvdéetar pe tov P2Y 1 vrodoyéa epmodilel tnv
emayopevn ond 1o ADP petaywyn onpatog. Kabmg o arporetdho coppetéyovy atnyv évapén Kovm
™mv e&EMEN TV BpoufaTiKdV EMITAOKOV TNG 0ONPOCKANP®TIKNG VOGOV, 1] AVOGTOAN TNG AEITOLPYING
TOV QHOTETOAM®V €xel amodelyBel 6TL pewdvel Tov kivouvo KA eneicodiov, 0mmg o Bdvatog, to EM 1
TO OYYEOKO EYKEQPOMKO ENEICOO10.

Emiong n tikaypehdpn av&avel ta Tomikd exinedo NG VO0YEVOUG AOEVOGTIVIG OVUCTEALOVTOG TO
petapopéa e£looppdnnong cLYKEVIPOCE®MY Voukieoodimv-1 (ENT-1).

H twcayperdpn €xet tekpunpiobdel 01t av&aver Tig axdAovbeg emaydpeves and TNV ddeVosivr ETOPACELS
o€ VY1 dtopa Kot o€ acbeveig pe OXX: ayyelodt0oTOAN (LETPOVLEVT 0T TIG AVENGELS TNG
oTEQOVINiNG poNg Tov aipatog og vyieig éBelovtég ko acBeveic pe OZE, ke@olodyia), AVOGTOAN TOV
alponeTaAiov (o€ oAMKko aipa avOpdmov in vitro) Kot duomvola. Qotdc0, 1 oxéon petasd Tmv
TOPOTIPOVUEVOV ALENCEMV TG 0OEVOCTVNG KOl TOV KAIVIKOV ekBAcewv (..

Voo POTNTO-OvNGIUOTNTA) OEV £)XEL SDIEVKPIVIOTEL CAPAG,.

Dapuaxoduvotkés emOPAcELS

Evapén we opdong

Y& aoBeveig pe otabepn otepaviaio voco (EN) vrd Bepaneio pe AXO, 1 TIKOYPELOPT EMOEKVOEL
Tayela Evapén TG QUPUOKOAOYIKNG dpAong OTMG EMOEIKVVETAL OO TN LEGT] AVOGTOAN TNG
GLGGMPEVONG TOV AUOTETOA®Y Yo TNV TiKaypehopn ot 0,5 dpa petd amd 180 mg d6om eoOpTIoNg
Kkatd wepinov 41%, pe HEYIOTN OVAGTOAN TG CLOCMPEVCTG TOV ALOTETAAM®Y 89% oTig 2-4 dpeg
HeTd ™ 600, 1 omoia Sratnpeital peTa&d 2-8 wpav. To 90% tov acbevav eiye Telko faduo
OVO.OTOANG TNG CLGCMOPEVOTG TOV AUOTETAAIWY >70% evtdg 2 wp®dV HETA TN dOOM.

Tapélevan tnc dpadonc

Edv mpoypoppatiCetor emépufoacn aoptootepaviaiog Topakapyngs, o kKivduvog aoppoyiog pe
TIKOYPEAOPT Eival aENUEVOG G GUYKPLOT e TNV KAOTIOOYPEAT], OTAV S10KOTTETAL LEGOH GE AYOTEPO
a6 96 mpeg Tpv and TV enépPoon.

Aedouéva aldoync Ospomeioc

H aAdayn Bepaneiog and kKhomdoypédn 75 mg oe Tikoyperopn 90 mg 51g nuepncing £yl mg
OTOTEAEG LA ATOAVTH AVENON TNG AVOGTOANG TNG ZVGCMPELONG TOV ALOTETOM®Y Katd 26,4% Kot m
oAAoyn amd TIKAYPEAOPT G€ KAOTIOOYPEAN EXEL WG OMOTEAES U OTOAVTN Lel®ON TG AVOGTOANG TNG
Yvoompevong Tov Alponetariov Katd 24,5%. O acBeveig pmopodv va adidEovv Bepaneio amod
KAOTIOOYPEAT G TIKAYPEAOPT YOPIG SLOKOTN TNG OVTIOHOTETAAKNG dpdiong (PAEme mapdypago 4.2).

Klvikr) oanotehecpuatikdTnTo Kot 0oQaAELL
H rAwvicn texpnpimon yio Ty omoTEAECUATIKOTNTO KOt TNV AGPAAELN TNG TIKOYPEAOPNG TPOKVTTEL
amo 600 SoKIEG eaong 3:

o Tn perémn PLATO [PLATelet Inhibition and Patient Outcomes], puo Goykpion g
TIKOYPELOPN G EVAVTL TNG KAOTIO0YPEATG, OTOL Kot 01 50 yopnynonkayv og cuvdvacud pe AXO
Kot GAAN kabepopévn Bepaneio.

e Tn perémn PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients], pio c0ykpion g TikaypeAopng o€
ocuvovacpod pe AXO évavti povobepameiog pe AXO.

Melétn PLATO (O&éa Zrepaviaio 20vipoua)
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H peAiétn PLATO ovunepiélafe 18.624 acbeveic o1 omoiol mapovoidotniay eviog 24 @pav amd TV
évapén tov cvuntopdteov aotadods otnBayyng (UA), epepdypatog tov pookapdiov ympig avacmaon
tov Swotuatog ST (NSTEMI) 1 epepdypotog tov pookapdiov pe avdonaon tov dwuotipotog ST
(STEMI), kot 01 07010t VTIHETOTICTIKAY OPYIKO QOUPHOKEVTIKA 1) LLE SLOOEPIIKT] GTEQOAVIOIOL
napéupaon (PCI) 1 ue CABG.

Klwvikn aroteleouotixotyro,

Yvyyopnyovuevn kadnuepva pe AX0, 1 tikaypeddprn 90 mg dV0 PopEG NUEPNGIMS NTAV AVATEPT TOV
75 mg nuepnoing KAomdoypEAng oTnv TPOANYN Tov cbvOeTOL KataAnkTikoh onueiov KA Oavdtov,
EM 1] ayyelokod eykepaAtkov ene1c0diov pe T dlapopd va dtopoppdveTal amd toug KA Bavitovg
kot to EM. Ot acBeveig éafav 06omn poptiong 300 mg krhomdoypéing (mbavov 600 mg av
vrofAnOnkav og PCI) 1 180 mg tikaryperdpng.

To amotéreoua eppaviomnke vopig (Leiwon Tov andivtov Kivddtvov [ARR] 0,6% kot peiwon tov
oyxetikob Kvdvvov [RRR] 12% otig 30 nuépeg), pe otabepr| enidpaon g Oepaneiog yio 60 T0
dtonua Tov 12 umvev, odnymvtag oe ARR 1,9% 10 ypovo pe RRR 16%. Avtd vrodnimvel 6t
oWOoTN TPOGEYYIoT, amoitel Oepaneia acbevav pe Tikoypelopn 90 mg 500 opéc Npepnoig Yo

12 pnveg (PAéme mapdypoeo 4.2). H Bepancia 54 acBevov pe OZX pe tikoypehopn avti yuo
Khomdoypéin Ba amotpéyetl 1 abnpobpopfotikd copupapa, n de Bepancio 91 acbevov Bo amotpéyet
1 KA 8dvaro (PAéme Zynua 1 ko [Tivaka 4).

To amotédeopa tng Oepameiog pe TucaoypeAopn EVavTl TNG KAOTISOYPEANG TAPAUEVEL TO 1510 Y100 TOAAEG
VIToOpAdES aobeVAOV cuumepIAaPovOUEVOD TOV BAPOVG, TOV A0V, TOL TPIKOD IGTOPIKOV Y10
COKYOP®OTN OB T, TOV TOPOSIKOD IGYOLUKOD EXELGOSIOV 1] TOV U1 OLLOPPAYUKOD OlyYELOKOD
EYKEPAAIKOV ENEIGO0O10V, 1 TNG EMAVAYYEIDONG, TOV GLYYOPTYOVUEVDV Bepanel®y mov mephappdvouv
nrapivn, Gpllb/Illa avactoAeig kot avaoTolels avtiiog Tpmtoviov (BAETe mapdypapo 4.5) 6mwg Kot
™G TEAMKNG d1dyvawomng Tov evidelktikov cvupupdavtog (STEMI, NSTEMI 1| UA) kabog kot g
EMOIKOUEVNG BEPUTEVTIKNG TOPEing KATA TNV TVYOOTOINoN (ETEUPATIKN 1| UPUAKEVTIKN).

Mia acBevog onuoavtikr Oepamevtikn aAAnienidpaocn tapatnpnOnke pe Pdon v mteployr, 6TOV EVD
1 avaioyio kvdvvov (HR) yia to kOpro kataAnktikod onpeio eivot vaép g TikarypeAdpnG Yo ToV
VIOAOITO KOGO, gival VITEP TG KAOTO0YPEANS ot Bopeto Apepikn, 1 omoio avTimpocmTeDEL
nepinov 10 10% tov cuvoiikod TANBVGHOD TTov peletONKe (T p aAANAeRidpaonc=0,045).
Atepguvntiég avaAdoelg LITodekviovy pia Thavh cuoyétion pe T d0on AXO kabdg TapatnpnOnke
LEWMUEVT] OTOTEAEGUOTIKOTITA TG TIKAYPEAOPNG e avEavopeves 60celg AZ0. Ot ypovieg NUePNOLEg
d0ce1g AX0 mov Ba suvodevoLY TNV TIKAYPEAOPN TPENEL va, givor 75-150 mg (BAEme mapaypdpovg
4.2 ko 4.4).

To oynua 1 deiyvel v ektipnon Tov KvdHvov yio TNV TPOTY ELPAVICT] OTOL0VONTOTE GLUPAVIOS GTO
oLVOETO KOTOANKTIKO GTUEID OTOTEAEGUATIKOTITOG,
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Xypa 1 - Avaivon koprov kKmvikob cvvleTov katainktikov onpeiov KA 8avarov, EM ko
ayYELOKOV eYKe@aikov engrcodiov (PLATO)

13l | ——— Txayperspn (T) [S64/0333]
————-  KAhomdoypéAn [ [ 10145 9291]
1 24
== 11,679
114 U o
s 1Y =TT 9,80%
§ 9 4 _,.,.-"_F_F-.' /F_J_’_,—/_’_/_r_
s & T
< -
kS 7 -
Q
< £
e 5
b
(e}
5 e
=
3 |
2 4 HR 95% ClI TIPA-p
1 4 T vs C 0,84 0,77, 0,92 <0,001
a
0 =4 120 1680 240 300 360
AoBeveig ot KivBuvo Huépeg amé v Tuxaiotroinon
T 9333 29628 2460 a2149 6743 161 4147
[0y 9291 25821 2262 21 24 EES0 50096 4074

H ticayperdpn peiwoe v LAvVIoT TOL KHPLOV GVVHETOV KOTUANKTIKOV GNUEIOV GE GUYKPIOT LUE TNV
Khomdoypéin kot otovg Vo mAnBvopovg UA/NSTEMI ko STEMI (Ilivaxag 4). Katd cvvéneia, to
Brilique 90 mg 61g nuepnoimg o cuvdvacud pe yapnAn 66omn AXO pmopel va yopnynOel oe acheveig
pe OXX (aotabn omOayyn, Epepaype tov Mvokapdiov ywpig avacnaon tov dtootipatog ST
[NSTEMI] v 'Epgpaypa tov Mvokapdiov pe avaoraor tov dtaotiuatog ST [STEMI])
oLUTEPTAOUPOVOUEVOVY 0GOEVOV TOL OVTIHETOTILOVTOL POPHOKEVTIKA, KOl EKEIVOV TOV
avtetoniCovrol pe ddeppkn| otepaviaia mopépuPacn (PCI) 1 pe aoptoctepaviaio mapaKopym

(CABQG).
Mivaxkag 4 — AvaAooen KOplov Kol dEVTEPEVOVIOV KATUM|KTIKAV CUEIOV UTOTELECRATIKOTNTAS
(PLATO)
Tuarypehopn Klomdoypéin
75 mg
90 mg §l§ (iﬂf(lé ARR® RRR" ((y )
nuepnoing , () ,
(% acbeveig | MHEPNSIOC (o | o cr oy | (95% cry | TWIP
BE oopPapa) ucf)avag pe
N=9333 coppona)
N=9291
Kopdiayyeloxog Odvatog,
EM (e€apeitan 1o clomnro
EM) 1 ayyeloxd 9,3 10,9 1,9 16 (8, 23) 0,0003
EYKEPUAIKO EMELGOO10
[Ipdbeon yu
emepfoTikn 8,5 10,0 1,7 16 (6, 25) 0,0025
OVTILETAOTION
[Ipdbeon yu
(QOPHOKEVTIKT 11,3 13,2 2,3 15(0,3,27) | 0,0444°
OVTILETAOTION
Kopdiayyelaxodg Odvatog 3,8 4,8 1,1 21 (9, 31) 0,0013
Eﬁ)(fg“‘p‘g“m 70 GUOIMAS 5.4 6,4 1,1 16 (5,25) | 0,0045
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Eykepolko eneic6010 1,3 1,1 -0,2 -17 (-52, 9) 0,2249

Ovnowwomra

OTOL0GONTOTE ALTIOAOYI0G,
EM (e€apeitan 10 clomnio
EM) 1 ayyeioxd 9,7 11,5 2,1 16 (8, 23) 0,0001
EYKEPAAKO EMEIGOO10

Kopdiayyetaxdg Odvatoc,
ovvoro EM, ayysloko
gYKEPAMKO emelcod10, SRI,

RI, TIA ¥ @o ATE! 13,8 15,7 2,1 12 (5, 19) 0,0006
Ovnowwomra

OTOLOGONTOTE OTIOAOYIOG 4,3 5,4 1,4 22 (11,31) | 0.0003°
BéBam Bpoppwon trng

evoompobeong (stent) 1,2 1,7 0,6 32 (8, 49) 0,0123°

* ARR = peimon tov Andivtov Kivdvvov, RRR = peioon tov Zyeticod Kivdtvov = (1-Avaroyio Kivdbvov) x 100%. Ot
apvntikég Tipég RRR vrodekviouy avénomn tov oyetikol Kivdvuvov.

B EEaipeitar o cromnid EM.

¥ SRI = cofapn vrotpomidovoa wyopio, RI = vrotpomidlovoa ioyaytia, TIA = mapodikd ioyoyukd eneicodio, ATE =
aptnplokd OpopPmtikd £ne166510. £T0 GUVOAO TV EUPPAYUAT®V HVoKapdiov TeptAapfdvetal To GIOTNAS EUPPayLO TOV
HLOKOPSiov, 60V MG NpEpouNvia Tov cupPapatog opietot 1 nuepopnVia Tov avaKoAHEONKE.

8 Ty OVOpAGTIKIG oNUovTIKOTHTOG. OAEG Ol BAAEC EIvAL TUTTIKE GTOTIOTIKAG CHULAVTUCES HECE TPOKAOOPIGUEVIC LEPAPYLKNG
dokipaciog.

PLATO yevetikn vmouelétn

H yovotomnon tov CYP2C19 kot ABCB1 og 10.285 acBeveig tng PLATO mapeiye cvoyetioeig tov
YOVOTLTIK®V Opadmv pe Tig ekPaoelg g PLATO. H avatepdmra tg TiKoypeAopns EVavTL TG
KAOT0YPEANG 0N Helmon TV HELOVOV KOPIHYYEINK®MY GUUPAUATOV OEV EXNPEACTNKE CTILOVTIKA
amo to yovotumo Tov CYP2C19 1 tov ABCB1 tev acBevav. Opoing pe tn cuvolkn pedétn PLATO,
1 ocvvolkt] Meilova atpoppayia katd PLATO dev diépepe peta&d g Tikaypehdpng Kot g
KAomdoypéAng, aveEdptnta omd To yovotumo tov CYP2C19 1 tov ABCBI. H pn oyetilopevn pe
CABG peilova apoppayio katd PLATO avénfnke pe v tikaypeddpn o€ cOYKPLoN Le TNV
KAomidoypéAn o acbeveic pe pio 1 TEPIOCOTEPES OMDOAELEG TOV AEITOVPYIKOV GAANAI®VY TOV
CYP2C19, aAld fitav 6poto pe TV KAOTIO0YpEAT o€ acbevelg ympic andAiela Aertovpykod aAiniiov.

20VO0a0UOS OTOTEAECUOTIKOTHTOGS KOL O.0PAAEIOG

"Eva cuvdvaopévo KataAnktikd onpeio anotedecpatikdtrag kot acedietog (KA 0dvatoc, EM,
ayYEWKO eYKeQPaAKO enelc0010 1 katd PLATO «Zvvoluc Mellwv» apoppayior) vrodekvioel 0Tt 1o
OPEAOG OTIV OMOTEAECUATIKOTNTO TNG TIKOYPELOPNG EVAVTL TNG KAOTO0YPEANG dev avTiotaduileTon
amo ta peiCova apoppaykd coppavta (ARR 1,4%, RRR 8%, HR 0,92, p=0,0257) yw d1dotnpa

12 unvov petd to OZX.

Kiwikn aopdleta

Ynoperétn Holter:

IMo ) perétn g epeavions KoMoK®v TadceDY Kol GAA®V ENEICOdimV appulpicg Kotd T didpkela
g PLATO, o1 gpevvntég mpaypatonoincayv mapakorlovdnon pe Holter og pio vroopdda

3000 mepimov acbevav, ex TV omoiwv mepinov ot 2000 giyav kataypapég 1060 Katd v o&eio pdon
Tov OXZ 660 Kot HeTd amd €vo pva. H kbpla peTafAnT evolapépovtog NTav 1 ELEAVICT) KOIMOK®OV
navcewv >3 devteporenta. [lepiocotepol acbeveig eiyav KOAOKEG TAVGELS LLE TNV

Tikaryperopn (6,0%) oe oyéon pe v KAomdoypéin (3,5%) oty ofela pdon, kot 2,2% Kot

1,6%, avtiotoiywg, pnetd amod 1 uiva (BAéne mapdypago 4.4). H abénon otig KotMakég TavcES otV
o&ela pdon tov OXZ ftav cuyvoTEPN GTOVG 0GOEVELG VIO TIKAYPEAOPT| LLE IGTOPLKO

XKA (9,2% évavtt 5,4% og acBeveig yopig iotopikdo XKA™ yia Toug acbeveig vmd KAomidoypérn,
4,0% oe exelvovug pe 1otopkd Evavtt 3,6% oe gkeivoug yopig totopkd XKA). Avth 1 avicoppomio
dev gppaviotke otov éva univa: 2,0% évavtt 2,1% yia toug acbeveig vid Bepameio TikKaypeAdpNG LE 1
xopig otopkd XKA, avtiotorya” kot 3,8% évavtt 1,4% pe khomdoypérn. Agv vanpéav avembounta
KAVIKA emoKOA0LO0 TOL VO GLVOEOVTOL E QLTI TNV AVIGOPPOTiK (CUUTEPIAUUPOVOUEVIG TNG
TomoBéTnong Pnuatodotn) oe avtdy Tov TANGLGHO acBevadv.
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Melétn PEGASUS (Iotopixd Euppayuoroc tov Mvokapdiov)

H peArétn PEGASUS TIMI-54 ftav o pedét 21.162 acBevov, kaBodnyovuevn amd copfava,
TUYOLOTOUUEVT, OITAG-TUQAY], EAEYXOLEVT LE EIKOVIKO PAPUAKO, TAPUAINA®Y opddwy, d1e6vng
TOAVKEVIPIKN PEAETT Y10 TNV EKTIUNOT TNG TPOANYNS 0BNPoBpopPaTikdY enelcodimV e TNV
TIKOYPELOPN YopMyoOpevn o€ 2 d6cels (gite 90 mg d1g nuepnoimg 1 60 mg 61g nuepnocing) oe
ouvovacud pe younAn 60on AX0 (75-150 mg), oe cOyKpion pe povobepaneio pe AXO og acBeveic pe
otopkd EM kot emmpdchetovg mapdyovteg Kivduvou yia anpobpoupwon.

Ot acBeveic NTov KOTAAANAOL Yot GUPUETOYN 0V glyav nAwia 50 etdv 1 peyaivtepn, iotopikdé EM
(1 émg 3 €N PO NG TLYAOTOINGTG) KOl TOLAGYIGTOV £vay amd TOLG 0KOAOLOOVG TOPAYOVTEG
Kvouvou avamtuéng atnpobpopfmonc: nhikio =65 etmv, cakyapmdon drafntm mov ypniel Oepaneiag,
dgvtepo mponyovuevo EM, evdeifeig moivayyeiaxig XN 1 xpovia VEPPIKT SLVGAEITOLPYIN LU TEALKOD
otadiov.

Ot ac0eveig dev Mtav kKatdAAnAotl Tpog Evtaln 6V VINPYE TPOYPOUUOTIGUEVT] XOPTYNON EVOG
avTOYOVIoTH TV VodoYEwv P2Y s, SimuptdapdAng, GlAootaloAng, | avTImnKTikg Oepaneiog KoTd ™
JlpKeELn TNG TEPLOOOL TNG LEAETNG €AV EYOV OLLOPPAYIKT] SLATOPOYN N IGTOPIKO 1GYOLUKOD
OYYEWKOD EYKEPAAIKOD EMEIGOOI0V 1] EVOOKPAVIOKNG ALLOPPAYIOG, OYKO TOV KEVIPLKOD VEVPIKOD
GULOTILLOTOC 1] EVOOKPAVIOKES Oy YELOKEG OlOTAPUYES €4V Elyav apoppayic. TOV YOGTPEVTEPIKOD
o®wAvo. eVTOg TV Tponyovrevemy 6 unvev 1| voPfAnOnkav ce peilova yepovpyikn enépfoon evog
TV Tponyovuevav 30 nuepov.

Klwikn aroteleouatixomyro,

Xypa 2 - Avaivon Koprov KMvikov 6vvleTov katakTikoy onpeiov KA 8avarov, EM ko
ayyeloKov eyke@aikov exgrcodiov (PEGASUS)

1"

—— TikaypeAopn 60 mg Eikovikd .
10 8Ig NuepPNTiwg dapuako =1 1
N 7045 7067 e -
_||AcBeveig pe ereioddia 487 (6,9%) 578 (8,2%) e
9 7|KM% oToug 36 prveg 7,8% 9,0% -
Avahoyia Kivduvou (95% ClI) 0,84 (0,74, 0,95) P -
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Huépeg amé tnv Tuxaiomoinon
Aocbeveig o€ Kivduvo
TikaypeAdpn 60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Eikoviké ®dappako 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714
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Mivaxag 5- Avaivon KOPLOV KL OEVTEPEVOVTMV KUTOAMKTIKAV CIEI®V UTOTELECRATIKOTNTAS

(PEGASUS)
Twayperopn 60 mg dic nuepnoiong Movobeponsia AZO
+AX0 N=7067
N =7045 ,
un p
. | AoOgveig pe o HR AocOgveig ne o
XopoxmpioTiko EMELGOOLL KM % (95% CI) EMELGOOLL KM %
Kvpro katainktikd onpeio
Yovheto KA
@avatou/EM/ . . 0.84 . )
Ayyegoxov 487 (6,9%) 7,8% (0,74, 0,95) 578 (8,2%) 9,0% 0,0043 (s)
EYKEPAAKOD o
€MELG0O10V
KA 6dvarog 174 (2,5%) 2,9% © 6%813 o1 210 (3,0%) 3,4% 0,0676
EM 285 (4,0%) 4,5% © 7%’83 98) 338 (4,8%) 5,2% 0,0314
Ayysumo, . . 0.75 . .
EYKEPUALIKO 91 (1,3%) 1,5% (0,57, 0,98) 122 (1,7%) 1,9% 0,0337
€MELGOO10 e
Agvutepevov KOTOANKTIKO onpeio
KA 6dvarog 174 (2,5%) 2,9% © 6%813 01 210 (3,0%) 3,4% -
Gwnootmro 0,89
OTOL0GONTOTE 289 (4,1%) 4,7% 326 (4,6%) 5,2% -
attioloyiag (0,76, 1,04)

H avaioyio kivdbvov kot ot Tipég p vroroyilovran Egxmpilotd yia TV TIKaypelopn évavtt g povobepameiog pe AZO omd To
povtélo avoroyikdv kivdbvaov Cox e v opdda Oepameiog g T povn epunvevTiKy HeToANTH.

[Nocooté KM vroroyiopévo otovg 36 pmveg.

Inueioon: o aplfpog tov TpOToOV ETEIGOdMV Yo TIG cuviotdoeg KA Oavdatov, EM kot ayyelokod eyKepaiikol £ne1605iov
giva 0 TPayROTIKOG aptipog TPAOTOV EMEC0diMV Yo Kabe cuvicT®oa Kot dev abpoifovior otov apBud TV ETEIGOdIMY TOL
6OVOETOV KATOANKTIKOD GTHEIOD

(s) YmodekvieL 6TATIGTIKY] GTHOVTIKOTITO.

CI = Audompa gpmiotoodving, KA = Kapduayyeiakd, HR = Avaroyia kivdbvov, KM = Kaplan-Meier, EM ="Epgpaypo
pvokapdiov, N = ApBudg acbevov.

Toéoo ta 60 mg d1g nuepncing 660 Kot To 90 mg 51g NUEPNGIWS CYNUATA TG TIKAYPEAOPNG OF
ocuvovacpo ue AXO vrepeiyav Evavtt g povobepaneiog pe AXO oy TpdAnym abnpobpopfotiKmv
enelcodimv (ohvheto KataAinkTikd onueio: KA 8dvatoc, EM kot oyyelokod eyKEQAAIKO ENEGO10), e
otafepd Bepamevtind anotédespo Kab' OAN TN didpkela TG LeAETNg, empépovtag 16% RRR won
1,27% ARR yw v tikayperopn 60 mg kot 15% RRR xon 1,19% ARR yia v ticayperdpn 90 mg.

[HopoTtt 0 TPOPiA amotelecpatikotnTog Tov 90 mg kot Tov 60 mg ftav TapoUoLa, VITAPYOLV
Oed0UEVA OTL 1] YOUNAOTEPT OOT EXEL KOAVTEPO TPOPIA OVOYNG KOl ACPAAELNG GE GYECT| LLE TOV
KIVOLUVO TOV OLLOPPOYIK®Y ENEIc0dimV Kol Tng dvonvoloc. Katd cvvéneia, povo to Brilique 60 mg d1g
nuepNoing cuyyopnyovuevo pe AXO cuvieTATOL Yo TV TPOANYT afnpobpopuPatikdy eneicodimv
(KA 6davato, EM kot ayyeioxod eykepalikd eneicddo) o acbeveig pe 1otopicd EM kot vynio kivovuvo
avantuéng abnpobpopfmtikod eneicodiov.

"Evavtt g povoBepaneiog pe AXO, n tikaypehopn 60 mg d1g nuepnoing peiwoe onuaviikd to Koplo
ovvheto KataAnkTikd onueio KA Bavdtov, EM kot ayysiokod eykepaiikov eneicodiov. Kabe pa amod
TIG GLVICTMOEG GLVEICEPEPE OTI LEI®OT TOV KVPLOL cUVOETOL KataAnkTikov onueiov (KA Bdvatog
17% RRR, EM 16% RRR ot ayyelokd eykepaiikd eneicodo 25% RRR).
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H peimon tov oyetikod kivddvov yia 1o ohvleto kotainktikd onpeio omd 1 €wg 360 nuépeg (17%
RRR) kot amo tig 361 nuépeg ko petd (16% RRR) ftav mopdpoa. Yrdpyovv teplopicpuéva dedopéva
OTOTELEGLLOTIKOTNTOG KOl ACPAAELNG TNG TIKAYPEAOPTG LETA 0md 3 ypodvia TapateTapuévng Bepameiog.

Agv vinp&e kapia Evoelgn opélovg (Kapio peimon oto kKupto cuvOeTO KataAnKTiKo onueio KA
Bavdatov, EM kot ayyeiokod eykepaiikov engicodiov, aArd avénon g neilovog apoppayiog) étav m
Tikaypedopn 60 mg 600 popég nuepnocimg yopnyndnke oe Khvikd otabepovg acbeveic >2 ypdvio amod
10 EM, 1 mep1oc0TEPO 0o £Vl £TOG LETA TN OLOKOTN TPOYEVESTEPTG Depameing e OVAGTOAEN T®V
vrodoyéwv Tov ADP (BAéne eniong mapdypago 4.2).

Kiwikn aopdleta

To 0600106 dukondv pe TikaypeAdpn 60 mg Aoy arpoppayiog Kot SVGTVOLNG NTAV VYNAOTEPO O
acBeveic >75 etmv (42%) and 0, TL 6€ vedTepovg acbeveic (e0pog: 23-31%), pe pa Stpopd Evavtt
TOL EIKOVIKOD Qopurakov peyaivtepn and 10% (42% évavtt 29%) o acBeveic nlikiog >75 etov.

Moudratpucdg TAndvoudg

g Jio TUYOOTOMUEVT], SUTAG TVPAT, TaPIAANA®Y opddwy perétn Odaong I (HESTIA 3), 193
noudtatpikoi acheveic (MAkiog 2 €mg KAT® TV 18 ETMV) He SPEMAVOKLTTOPIKT] VOGO TUYALOTOW OnKaY
v va AdPovv gite etcovikd papuako gite TikaypeAdpr o€ 00celg TV 15 mg £mg 45 mg 500 popég v
NUéPA avaroya pe To copatiko Bdpog. H tucoypelopn eiyxe og amotélecpa o S1GUECT) OVOGTOAN
TV oponetariov 35% mpv n yoprynon g d6ong Kot 56% otic 2 dpeg LETA TN XOPNYNON TS
d0oNg otn otabepomompévn Katdotaon.

g GUYKPLON LE TO EIKOVIKO PAPLOKO, OEV VINPYE KAvEVA OPEAOG amd TN Bepameio pe TikaypeAopn
GTO TOGOGTO TMV OYYELO-ATOPPUKTIKAOV KPIGEWV.

O Evponaikoc Opyaviopog @apudkmv xel SOCEL amaAlayr omd TNV LTOYPEWCT LTOPOANG
OmoTELEGUATOV pekeTdV pe To Brilique og 0Aeg Tig vToKaTYOpieg TOL TASLOTPIKOL TANOVGLOV GE
o&éa otepaviaio ovvopopa (OZX) Kot 16Toptkd epepdyprotoc Tov pookapdiov (EM) (BAére
TOPAYPOEO 4.2 Yo TANPOPOPIES GYETIKA LLE TNV TOUSIATPIKT YP1ION).

52 ®appoxkoxiviTIKEG 1OLOTTES

H ticarypehopn emdetkviel YpopIKn QOpHOKOKIVITIKN Kot 1) £KOEoT 0TV TIKaypeAdpN Kot GTOV
dpaotikd petaforitn (AR-C124910XX) eivon mepinmov avaroyn g d0omg péxpt ta 1260 mg.

Amoppoéonon

H amoppdenomn g tikaypehdpng ivat tayeia pe S1UESO tmax TEPiOL 1,5 dpa. O oynuatiopds tov
KOp1ov KuKAoPopovVTOog petaforitn AR-C124910XX (eriong dpactikdc) amd tnv TikoypeAopn eivot
TOYVG PE SIAUESO tmax TEPITOV 2,5 dpeg. Metd and pia epdmas d6on amd Tov otopatoc 90 mg
TIKOYpELOPNG VIO GLVOTKES VoTelog og vyu] dTopa, N Cmax €tvar 529 ng/ml ko AUC etvon

3451 ng*h/ml. H avaroyio petafolritn/untpicnc ovoiog givar 0,28 yior T Crax kot 0,42 yia tv AUC.
H goppokokivntikn g tikayperopng kot tov AR-C124910XX og acBeveic pe 1otopikdé EM ftav
YeVIKA Tapopota pe ekeivn tov mAnbvopov pe OXE. Me Bdon o QopUoKoKIVITIKY oviAlvon
minBuopov g perétng PEGASUS 1 dudpeon Cax TG Ttkoyperopmg Tav 391 ng/ml xon 1 AUC ftav
3801 ng*h/ml otn otabepomompévn KaTdotaon yio v Tikayperopn 60 mg. o v Tikoyperopn
90 mg 1 Cmax NTOv 627 ng/ml kot AUC ftav 6255 ng*h/ml ot otobepomomuévn katdotoon.

H péon amoérvtn Prodabecipdtnra tng TikaypeAdpng ekt dnke ot eivar 36%. H katavdioon
YEOLLOTOG PE HEYAAN TEPIEKTIKOTNTO GE AMmapd giye g amotédecua 21% avénon otnv AUC g
Ticaryperopng Kot 22% peimor 6T Crax TOL SpaoTikod peTafolritn oaAAd dev giye enidpaon ot Cumax
g tikoyperopng 1 otnv AUC tov dpaoticon petafoiitn. Avtég ot pukpég petaforég Bempoivvtan
eMAYLOTNG KAVIKNG onpaciog. ¢ €K TOVTOV, 1] TIKAYPEAOPT Uropel va xopnynOel pe 1 yopig tpoery. H
TIKOYPEAOPT OTTMOG KOt 0 dPACTIKOC TNG HETOPoAiTNG eivar vooTpmpata g P-gp.

Ta diokio S1GTEPOUEVO GTO GTOUM TIKOYPELOPNG, TOV O1OCTEIPOVTOL GTOV GIEAO KO KOTOTIVOVTOL
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YOPIG vepod 1 TOL ALOPOVVTOL GTO VEPDH KAl YOPTYOUVTOL LECH EVOG PIVOYAGTPIKOD COANVA GTO
otoudyt, frav froicodvvapa pe tao emkaivppéva pe Aento vpévio otokia (AUC kot Cuax EVTOG
80-125% y10 tnv TUkarypeAopT Kot Tov dpactikd petaforirn). Otav 1o diokio diuonelpdpevo oTo
otopa dtuomapOnke otov oigho kot katamddnke pe vepo, 1 AUC g Tikaypeddpng fTav TapOpold,
evd 1 Crax NTOV TIEPiITOV 15% IKPOTEPT OE GUYKPLION UE TO EMKOAVUUEVO pe AENTO LUEVIO dtokio. H
pukpt| dtapopd ot Cmax TOL TOpaTPNONKE Elvan amiBoavo va €xel KAVIKT onpocia.

Koatavoun
O 6yKog Katavoung TG Tikaypelopng o€ otabepn katdotaon givor 87,5 1. H tikaypeldpn kot o

OpaoTIKOG TNG LETAPOAITNG GVVIEOVTAL EKTEVADS LE TIC TPOTEIVEG TOL OVOPAOTIVOL
mAdopatog (>99,0%).

Buopetaoynuotiopog

To CYP3A4 givar to kOp1o éviopo vrevbuvo yio 1o LETAPOMGUO TG TIKAYPEAOPTG KOL Y10l TO
OYNUOTIGUO TOV dpUCTIKOD UETAPOAITN VD 1) AAANAETIOPAGT] TOVG e GAAL VTTOGTPMOLOTO TOV
CYP3A xvpaiverol and evepyonoinom HEYPL OVAGTOAN.

O Kkvprog petaforitng g tikayperopng etvar o AR-C124910XX, o omoiog givar emiong dpaotikoc
OGS TPoodlopileTal amd TNV in vitro cHVOEST 6TOV cpomeTaAloko vrodoyéa P2Y > tov ADP. H
cvotnpatikn ékBeor oto dpaotikd petaforitn etvan tepimov 30-40% avTNG TOV EMTLYYAVETAL UE TNV
TUKOLYPELOPT).

Amofoin

H x0pra 066¢ amoPoing g tikaypelopng eivat pEG® Tov Nratikov petafoitspon. Otav yopnyeiton
POOLOCT|LLOGHEVT] TIKOYPEAOPT, 1 HEOT] avAKTNON podleveEpYELag etvar tepimov 84% (57,8% ota
Kkémpova, 26,5% ota obpa). H avaktnon g tikaypehdpng Kot Tov dpacTikov PETaPoAiTn omd Ta
o0pa NTaV HKpoTeEPN ToL 1% NG ddoMG Kat Yo Ta d00. H kdpta 060G amoforig Tov dpacTikod
petafoiitn givorl mbavotata pEcm tng YoAKng Ekkpiong. O pésog tin ftav mepimov 7 MPES Yo TNV
TIKOYPEALOPT KoL 8,5 MPEG Y1 TO OPACTIKO PETAPOALTN.

Ewwoi tAinbvouoi

Hhrxiwuévor
Hopatnpnnie vyniotepn £kBeon oty Tikaypeddpn (Tepimov 25% Y10 Crax Kot AUC) kot oto

dpaoTiko petafoAitn og nAkimpévoug acbeveic (Mkia > 75 etdv) pe OZE oe ovyKpion pe vedTEPOLG
acBeveic omd TN POPHOKOKIVNTIKY avAAlvoT TANBUGHOD. AVTEG Ol dlapopEg dev BewpovvTal KAVIKA
onuovtikég (BAéne mapdypago 4.2).

Toudiazpixoc tinBvouoc

[lepropropéva dedopéva etvan drabéoia oe modid pe dpemavorkvtTapikn voco (PAéme
mopoypapovg 4.2 kot 5.1).

>t pehétn HESTIA 3, og acOeveig nAwciog 2 £o¢ kato tov 18 etdv Papovg > 12 éwnc < 24 kg,

> 24 ém¢ < 48 kg xon > 48 kg, xyopnynOnke tikoypeddpn g Toudtotpikd Steomelpopevo S1oKio Tmv
15 mg og doceig tov 15, 30 kot 45 mg 600 popég v Nuépa, avtiotoryo. Me Bdon
QoppokokvnTikn avéivon tinducpov, n péon AUC kopdvinke arnd 1.095 ng*h/ml €wg

1.458 ng*h/ml kot 1 péon Cmax KOpAVONKE omd 143 ng/ml éwg 206 ng/ml ot ctobepomonuévn
KOTAGTAOT).

Dblo
Hopatpnnke vynAidtepn £kBeon otV TIKaypeAdpT Kol GTO dPUCTIKO LETOPOAITN GE YVVAIKEG OE
ovykpion pe dvtpes. Ot dapopég dev Bempovvtotl KAMVIKE ONUOVTIKES.

Neopikn dvalertovpyio

H éxBeom oty tikaryperopn Nrav mepinmov 20% yoaunAidtepn kai 1 ékbeom oto dpaoTikd HETOPOAITN
Nrav nepinov 17% vymAodtepn oe acbeveig pe coPapn veppikn dvciertovpyio (kdOapomn kpeatvivig
<30 ml/min) cg cHyKpIoN LE GTOHO LE PUCIOAOYIKT VEQPPIKT] AELTOLPYiCL.
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Y aoBeveic pe veppikn voco teAkov otadiov vro apodtvion, 1 AUC kot 1 Crax TNG TIKAYPEAOPTG
90 mg mov yopnyNOnKe oe o nuépa ywpig orvion Nrav 38% xat 51% vyniotepeg e chykplon pe
ToL ATOUO LE PLGIOAOYIKN VEPPIKT Agttovpyia. [Tapopota avénon g ékbeong Tapatnpnonke 6tav 1
TIKOYPELOPT YopNyNONKe apéows mpv ™ dwiion (49% kot 61%, avtioTory o) KOTOSEKVOOVTOG OTL
TIKOYPEAOPT) OEV OTOUOKPOVETOL e aitplodAlor. H ékBeom tov dpactikov petafoiritn avénbnke oe
pucpotepo Pabpo (AUC 13-14% kot Cmax 17-36%). H emidpaon g ovasToANG TG CLGCHPEVOTG TV
aponetariov (IPA) g tikaypehdpng ftav aveEaptnn amod tn dStbhon e aceveig pe veppikn voco
TEAMKOD 0TOOIOV KOl TOPOUOLN LE ATOLM [LE PLVGLOAOYIKY] VEQPIKT Agttovpyio (BAETe Tapdypapo 4.2).

Hrotixn dvaletrovpyia

Ot Cpax k0t AUC y1o v Tikarypedopn oy 12% kot 23% vymAdtepec o€ aoOevelg e o otk
duoAertovpyio 6 cOYKPION LE TO AVTICTOLY VY1 ATOUO, WGTOCO 1) EXOPACT] TNG TIKAYPEAOPTG OTNV
OVO.OTOAN TNG GCLGCMPEVONG TOV AUOTETOAMY TV TopOpoln LeTaEd TV 600 opddmv. Agv
OTOLTEITOL TPOGAPLOYT TNG 00G0A0YI0G o€ aobevelg pe Nmo otk dvciettovpyio. H tucoypelopn
dev €yel pelemBel og acbeveic e coPapr NTATIKY SVGAEITOLPYIO Kot SEV VTAPYOVY TANPOPOPIES
(QOPLOKOKIYNTIK®OV dedopévov Yo acbeveic pe péTpla Nrotikn Suciertovpyio. Xe acheveic mov giyav
pétpo 1) coPopn dvodo oe pia 1| TEPLoGOTEPEG EEETAGELG TNG NTATIKNG AEITOVPYiaG KATA TNV Evapsén,
0l GLUYKEVTPMGEIS TAGGLLOTOG TG TIKAYPEAOPTG NTAY KATA LEGO OPO TAPOUOIEG 1) EAAPPE VYNAOTEPES
o€ GVYKPLoN Ue eKEIVOVg Ywpig avéNoels katd tnv Evapén. Agv GLUVIGTATOL TPOGOPLOYT TNG
docoroyiag og acleveic pe péTpla nratikn dvciettovpyia (PAEme mapaypdpovg 4.2 kot 4.4).

EbOvikotnra
Ot acbeveig Actatikng Tpoéhevong eiyav 39% vynidtepn péon Prodabeciudtnta o€ cOYKPLoT HE

tovg Kavkdoiovug acBeveic. Ot acbeveig mov avtonpocdiopictnkay wg pavpot giyov 18% yoaunidtepn
BrodaBecipotnTa TG TIKaypeAopn G o€ oOYKplon pe Toug Kavkdoiovg acbeveig. Xe kAviég
QOPLAKOAOYIKEG LEAETEG, 1] €kBECN (Cmax kK0l AUC) oty Tikaypehopn oe ldnwveg ftav mepinov

40% (20% petd v Tpocapuoyn Yo T0 Pépog COUATOG) VYNAOTEPT GE GUYKPIOT] LUE QLT TV
Kovkéoiov. H éxbeon tov acBevav mov avtonpocsdiopiotniay og lomavoéemvor 1 Aativol oy
napopown pe ekeivn tov Kavkaciov.

5.3 Ipoxivikd dedopéva yia TNV a6@IrEL

To mpoKAviKa dEdOpUEVA Y10 TNV TIKAYPEAOPT KO TOV KUPLO UETAPOALTN TNG dEV SEiYvOLV LT OTOSEKTO
Kivouvo Yo avemiBounteg emdpacelg otov AvBpmmo pe BAcn cvuPaticég LEAETES POPLOKOAOYIKNG
ACPAAELNG, TOEIKOTNTOG QAT Kot EXAVOLAUBOVOLEV®Y SOGEMY KOl OUVITIKTG YOVOTOEIKOTNTOG,

Epebiopog tov yootpeviepikon cuotipatog topatnpninke oe apketd €idn {dov o8 KAVIKG GYETIKA
emineda éxBeong (PAéne mapdypago 4.8).

e OnAvkovg apovpaiovg, 1 TikaypeAOpn og VYNALS dOoELS £0e1&e pia advénom ot cuyvoTHTA
eppdviong dyKov g UATpog (adevokapkivopa) kot pio adEnoT 6T cuyvoTnTo ELPAVIOT|C TUTIKOV
adevoudtov. O unyaviGrog Yo TV ovATTLUEN OYK®Y OTr HNTPA Elval EVOEXOUEVMOG OPLLOVIKT|
OVIGOPPOTia, TOV UITOPEL VAL 001 YNGEL 68 GYKOLG GTOVG apovpaiovs. O unyoviopog yiol To NoTikd
a0EVOLOTA EVOEXOUEVOS OPeideTal 6€ EVOVUIKT] ETOYWYT OTO MO, EOKO Y10, TO. TPOKTIKG. 'Etot, Ta
eupNHoTa KapKivoyéveong Bempeitar aniBavo va gival oyeTikd yio Tovg avBpdrovg.

Ytovg apovpaiovs, mapatnpnOnkay eAdoccoves avopaiieg avantuéng pe toéikég 001G Yo T Untépa
(6p1o acedretog 5,1). Xe kovvéla, TapatnpnOnke EAaPpLd KaBLGTEPNOT TNV OPILAVOT TOL NTOTOG
KOl 6TV OVATTTUEN TOV OKEAETOV ot EPPpua Le VYNAEG 0OGELS Ypig va TapatnpnBel ToikoTnTa Yo
™ untépa (0pro acpdietlag 4,5).

Mehéteg og apovpaiovg Kol KOUVEALL £JE1E0V TOEIKOTNTO TNV AVATUPUYDYT, ILE EAOPPDG LEWOHUEVT)
TPOSANYN PAPOVG COUATOG Yo TN UNTEPO, UEIOUEVT] PLOCILOTNTA TOV VEOYVOV Kl LEWUEVO BAPOGC
Katd T yévvnon, pe kabvotepnuévn avamtuén. H tikaypeddpr mpokdiece avodpoAiovg KOHKAOLS
(xvpimg mapoTETAUEVOLG KUKAOVG) G€ ONAVKOVG apovpaiovs, OALG deV EXNPENCE TI GUVOAIKY
YOVILOTNTO TOV OPCEVIKOV Kol TV INAvKdV apovpaiov. Ot gappoKoKIvnTIKEG LEAETES TOV
TPOYUATOTOMONKAY [LE POSIOETICNHOCUEVT] TIKAYPEAOPT £EEAV OTL 1) UNTPLKN EVOOT] KoL OL
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petafoAiteg TG ameKkpivovial 6To Yoo TV apovpainv (BAEre Tapdypapo 4.6).

6. DOAPMAKEYTIKEXZ IAHPO®OPIEX

6.1 Kotaroyog ekdoymv

Mavvitoan (E421)

Mikpoxpvotoriikn kuttapivn (E460)

Kpoonofioovn (E1202)

Evtonn (E967)

Avvopo acBéotio 6&vo pwopopikd (E341)

Natplo 6TEATLAOPOLUAPIKO

Y dpo&umponvrokvttapivn (E463)

KoAroegdég dvudpo o&egidio Tov muptriov

6.2 Aocvpparotnreg

Agv gpapudletar.

6.3 Awgpkera Conlg

3 ypovia

6.4 Idwitepeg Tpo@uvrders katd T @OLAEN TOV TPOIOVTOG

To pappaxevtiKd ovtd Tpoidv dev amartel Wwitepeg cuvOnKeg POAUENS.

6.5 ®@Vo1 KO GUOTATIKA TOV TEPLEKTI

AldTpnTn KOYEAN povadmv 60omg and Arovpivio/Alovpivio (AVAl) tov 8 1 10 diokiov, KovuTid TV
10 x 1 dwokiwv (1 kKoyérn), koutld TV 56 X 1 diokiwv (7 kKuyéreg) Kot kouTtid tv 60 x 1 dokiov (6
KOWELEG).

Mmnopei va pnv KuKAOQOPOLV OAEG Ol CUOKEVAGIEG.

6.6 Idwitepec mpo@uAdEers amdppryng

Kd&0e aypnoylomointo eoprokenTikd Tpoiov 1 VITOAEIN TPETEL VO OTOPPITTETOL COUPOVO LE TIG
KaTé TOTOVG 10YHOVGEG OYETIKEG OAUTAEELS.

7. KATOXOZXZ THX AAEIAX KYKAO®OPIAZ

AstraZeneca AB

SE-151 85 Sodertilje

Youndia

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAZ

EU/1/10/655/012-014

9. HMEPOMHNIA ITPQTHE EI'KPIXHY. / ANANEQYXHY. THEX AAEIAX
Hpepopnvia mpdtng £ykpiong: 03 Askepppiov 2010
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Hpepopnvia televtaiog avavémong: 17 IovAiov 2015

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPoPopieg Yo T0 TOPOV PAPUOUKELTIKO TPOTOV glvar S100€G1EG GTOV SIKTLAKO TOTTO
tov Evponaikod Opyavicpov Oappdkov http://www.ema.europa.eu.
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ITAPAPTHMA 11

IMAPAXKEYAXTHX(EYX) YHHEYOYNOX(OI) I'TA THN
AIIOAEEMEYZXZH TQN ITAPTIAQN

OPOI'H INIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXZEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH

KAI ATIOTEAEEMATIKH XPHXH TOY
®APMAKEYTIKOY ITPOIONTOX
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A. IHHAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN AITOAEXMEYXH TQN
IHAPTIAQN

Ovoua ka1 d1evfvvon tov(twv) Topackevaot)(®V) Tov gival vrevhuvoc(ot) Yo TNV ArTodEGLEVLCT) TOV
TaPTIdOV

AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
Youndia

270 £VTUTTO PUALO 0OMYLOV YPNONG TOV PAPUAKEVLTIKOD TPOIOVTOG TPETEL VAL AVALYPAPETOL TO
ovoua kot 1 d1evvvon Tov TAPUCKELAOTH TOV gival VTELOHLVOG Y10 TNV ATOOEGUELCT] TNG
OYETIKNG TOPTIONG.

B. OPOI'H OI HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

Doppoxevtikd TPOidv Yo TO 0TO10 ATALTEITOL WITPIKT] GLVTOYT).

I. AAAOI OPOI KAI ATAITHZEIX THX AAETAY. KYKAO®OPIAX

. Ex0éoe15 Ileprodwiig Iapakorovdnong g Acpdirerag

Ot amaitioelg yo Ty voPoin exBécemv mEPLOSIKNG TAPAKOALOVONGNG TG OCPAAELNG Y10 TO EV
AOY® QopRaKEVTIKO TPOiOV 0pilovTal 6TOV KATAAOYO LE TIG NUepounvieg avapopdg g Evoong
(xatdrhoyog EURD) mov mapatifetor otnyv mapdypapo 7, tov dpbpov 107y, tng odnyiog
2001/83/EK kot ka0g emakoAoving entkalpomoinong OTws ONLOGIEVETOL GTNV EVPMTOIKN
SIKTLOKT] TOAN Y10 TO PAPLLOKAL.

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

. Yyéoo Awoyeipiong Kivovvov (ZAK)

O Kdatoyog Adetog Kvukhopopiog Ba dieEaydyet Tig amaitoOpeves SpaoTnploTnTESG Kot
ToPEUPACELS PAPUOKOETAYPVTVIOTG OTTMG Tapovctdlovtal 6Tto cuppovndéy XAK mov
napovotdleTar otny evotnta 1.8.2 g doetog kuklopoping Kot 0TolecdnToTE ETaKOA0VEG
eykekpipéveg avabempnoelg tov TAK.

"Eva emucaiporompévo XAK Ba npémel va katatedet:
e uetd and attnpa tov Evponaikod opyavicpov @apudkwov,
® OTOTEONTOTE TPOTOTOLEITOL TO GVGTNLUA OLaYEIPLONG KIVOHVOD, EIOIKE MG AMOTEAEG O ANYTG
VE®V TANPOGOPLOY TOV UITOPOVV VO EXLPEPOVY CNUAVTIKT] GAANYT GTI GYECT] 0QELOVC-KIVOHVOL
N G OTOTEAEC A TG EMITEVENG EVOC GIUAVTIKOD OPOCTHLOV (PAPHOKOETAYPVTVION 1
EAOLYLOTOTTOINGT) KIVOVVOU).
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ITAPAPTHMA I1I

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIXHMANXH
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Brilique 60 mg emikalvppéva pe Aento VUEVIO SloKia
TIKOYPELOPT

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

Kd&0e emucodoppévo pe Aemtd vpévio diokio mepi€yxet 60 mg tikoypehdpn.

| 3. KATAAOT'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI INTIEPIEXOMENO

14 emaivppéva pe Aento vuévio diokio
56 emkaAvppéva pe AETTO VIEVIO OLoKioL
60 emkodlvppéva pe AETTO VIEVIO OLoKioL
168 emucaivppévo pe AeTtd VUEVIO SloKio
180 emicoivppéva pe Aertd vuévio diokio

| 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Awpaote 10 PUALO 0INYIOV XpNOTG TPV Al TN YPNON.
Amo6 tov 6tdpHOTOG XPIIoN

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN HIPOXETTIZOYN TA ITAIAIA

Na pvrdcoetar o€ Béom, TNV onoio dev PAETOLY Kot dgv Tpoceyyilovy Ta TAld1dL.

| 7. AAAH(EX) EIAIKH(EX) ITIPOEIAOIIOIHIH(EIZ), EAN EINAI ATTAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AH

[1]

H

9. EIAIKEX XYNOHKEYX OPYAAEHX

10. IATIAITEPEX IPO®YAAEEIZ T'TA THN AIIOPPIYH TQN MH
XPHEXIMOIIOIHOENTOQN ®PAPMAKEYTIKQN [MTPOIONTQN 'H TQN
YHOAEIMMATON ITOY IPOEPXONTAI ATIO AYTA, E©OOXON ATTAITEITAI
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11.

ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85
Sodertilje
Youndia

12.

APIOMOX(OI) AAETAY KYKAO®POPIAX

EU/1/10/655/007 14 emukolvoppéva pLe AETTO LUEVIO dloKiol
EU/1/10/655/008 56 emukaloppéva e AemTo LUEVIO dloKio
EU/1/10/655/009 60 emukalvppéva e AeTTO LUEVIO dloKio
EU/1/10/655/010 168 emikoivppéva pe Aentd vpuévio diokio
EU/1/10/655/011 180 emicoivppévo pe Aemrtd vpévio diokio

| 13.  APIOMOZX ITAPTIAAX
[aptida
| 14. TENIKH KATATAEH I'lA TH ATAGEXH

Doppaxevtikd TPoiody Yo T0 0Tol0 ATALTEITAL WTPIKT) CLVTAYT).

| 15.

OAHTI'IEX XPHXHX

| 16.

INTAHPO®OPIEX XE BRAILLE

brilique 60 mg

17.

MONAAIKOX ANATNQPIETIKOX KQAIKOX — AISAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

AGd100T0TOG YPOUUOTOS KOJKAS (2D) Tov @épet Tov TEPIANPOEVTO LOVASTKO OVOyVOPLOTIKO
K®OUKO.

18.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1.  ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Brilique 60 mg dwokia
ticagrelor

| 2. ONOMA TOY KATOXO0Y THX AAETAY KYKAO®OPIAX

AstraZeneca AB

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

‘ 5. AAAA XTOIXEIA

2opporo HArog/D@eyydpt
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EAAXIXTEX ENAEIZEIX IOY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

HMEPOAOI'TAKH KYYEAH

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Brilique 60 mg dwokia
ticagrelor

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

‘ 5. AAAA XTOIXEIA

Agv Tpt Ter Iep Hap Zap Kvp
2oppoio HAilog/Deyydpt
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1.  ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Brilique 90 mg emkalvppéva pe Aentd vuéVio diokio
TIKAYPEAOPT

(2. TYNOEXIH XE APAXTIKH(EX) OYZIA(EY)

Kd&Be emucoroppévo pe Aemto vuévio diokio mepiéyet 90 mg tikoypehdpn.

| 3.  KATAAOI'OX EKAOXQN

| 4. PAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14 emkaAvppéva pe Aemto vuévio diokio

56 emKoAvUUEVO LE AETTO DUEVIO OLoKI0L

60 emkaAvppéva pe AETTO DUEVIO OloKioL
100x1 emucoivppévo pe Aertd vEVIO SloKia
168 emkodvppéva pe Aewtd vuévio dlokio
180 emikoivppévo pe Aertd vévio diokio

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

Awpaote 10 PUALO 0INYIOV XPNOTG TPV ATO TN YPNOT.
Amo tov 6TOH0TOC YPIIoN

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEITEI NA ®YAAXXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN TPOZETTIZOYN TA ITAIAIA

Na puidooetal o€ 0éom, TNV onoia dev PAETOLY Kot dgv Tpooeyyilovy Ta TAld1d.

| 7.  AAAH(EX) EIAIKH(EX) HPOEIAOIIOIHXH(EIYX), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEX XYNOHKEX OYAAEHX

10. IATAITEPEX IIPO®YAAEEIX I'TA THN AITOPPI¥YH TQN MH
XPHEIIMOIIOIHOENTQN ®APMAKEYTIKOQN IMTPOIONTQN 'H TQN
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YIHHOAEIMMATQON [HOY ITPOEPXONTAI ATIO AYTA, E©OOXON ATTAITEITAI

11.

ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAEIAYXY KYKAO®OPIAX

AstraZeneca AB
SE-151 85
Sodertilje
Youndia

12.

APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/10/655/001 60 emkaAvoppéva e AETTO LUEVIO OloKio
EU/1/10/655/002 180 emikoivppévo pe Aertd véVio dlokio
EU/1/10/655/003 14 emucoloppéva pe AeTTO LUEVIO dloKio
EU/1/10/655/004 56 emucoloppéva e AemTo LUEVIO dlokiol
EU/1/10/655/005 168 emkaivppéva pe Aewtd vUEVIO dlokio
EU/1/10/655/006 100x1 emkoivppéve pe AETTO DUEVIO OloKio

| 13. APIOMOZ ITAPTIAAZ
[aptida
| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

DoppokevTikd TPOIOV Yo TO OTO10 ATALTEITOL LTPIKT] CLVTOYT).

| 15.

OAHT'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

brilique 90 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AISAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUU®TOS KOdKAS (2D) Tov @épet Tov TeptAn@Bévta, LovadiKo avoyvOpLoTIKO
K®OUKO.

18.

MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

AIATPHTH KYYEAH MONAAQN AOXHX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Brilique 90 mg dwokia
ticagrelor

| 2. ONOMA TOY KATOXOY THX AAETAY KYKAO®OPIAX

AstraZeneca AB

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA ETOIXEIA
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EAAXIXTEX ENAEIZEIX IOY ITPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brilique 90 mg dwokia
ticagrelor

| 2. ONOMA TOY KATOXOY THX AAETAYXY KYKAO®OPIAX

AstraZeneca AB

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

‘ 5. AAAA XTOIXEIA

2opporo HArog/D@eyydpt
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

HMEPOAOI'TAKH KYYEAH

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brilique 90 mg dwokia
ticagrelor

| 2. ONOMA TOY KATOXOY THX AAETIAYXY KYKAO®OPIAX

AstraZeneca AB

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

‘ 5. AAAA XTOIXEIA

Agv Tpt Ter Tep ap Zap Kvp
2opporo HAlog/Deyydpt
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brilique 90 mg diokia S10.6TEPOUEVA GTO GTOUA
TIKOYPEAOPT

(2. TYNOEXZH IE APALTIKH(EX) OYZIA(EX)

Ké0e doxio draomerpdpevo oto otopa mepiéyel 90 mg tikoryperop.

| 3.  KATAAOI'OX EKAOXQN

| 4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

10 x 1 diokio SoomelpdUEVE GTO GTOUA
56 x 1 d1okio S100TEPOUEVA GTO GTOL
60 x 1 d1okio S106TEPOUEVA GTO GTOLA

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

Awpaote 10 PUALO 0INYIOV XPNOTG TPV Al TN YPNON.
Amo tov 6tOHTOG XPIIoN

6. EIAIKH ITPOEIAOITIOIHEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puidooetal o€ 0éom, TNV onoia dev PAETOLY Kat dev TpoceYyilovv Ta TOdIdL.

| 7. AAAH(EY) EIAIKH(EY) TPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AH

[1]

H

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

10. IATAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTQN ®APMAKEYTIKON ITIPOIONTQN 'H TQN
YIHHOAEIMMATON ITOY IPOEPXONTAI ATIO AYTA, E@OXON AITAITEITAI
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11.

ONOMA KAT AIEY®OYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85
Sodertilje
Youndia

12.

APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/10/655/012 10 x 1 dioKio S10GTEPOUEVO GTO GTOLLOL
EU/1/10/655/013 56 x 1 dioxio S10GTEPOUEVO GTO GTOUO
EU/1/10/655/014 60 x 1 dioxio S10GTEPOUEVO GTO GTOLO

| 13.  APIOMOZX ITIAPTIAAY
[oprtida
| 14. TENIKH KATATAEH I'lA TH AIAGEXH

Doppoxevtikd TPoiodV Yo T0 0010 ATALTEITOL WTPIKT) GCLVTAYT].

| 15.

OAHT'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

brilique 90 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AISAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A166140T0TOG YPOUU®TOS KOdKAS (2D) Tov @épet Tov TEPIANQOEVTO LOVASTKO 0VOYVOPLOTIKO
K®OUKO.

18.

MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

AIATPHTH KYYEAH MONAAQN AOXHX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brilique 90 mg d1okia 510.6TEPOUEVO. GTO GTOUN
ticagrelor

| 2.  ONOMA TOY KATOXOY THX AAEJAY KYKAO®OPIAX

AstraZeneca AB

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. ®’YAAO OAHTTQN XPHXHX
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®vrAo ooNYIOV ypiong: [IAnpogopicg yia Tov ypfioT

Brilique 60 mg emwcaloppéva pe Lewtod vuévio Siokia
TIKOYPELOPT

AwfdoTe TPOGEKTIKG OAOKANPO TO PVAAO 00N YIOV AP GG TPV UPYICETE VO TAIPVETE AVTO TO

PaPROKO, OLOTL TEPLAUUPAVEL GNUAVTIKES TANPOPOPIES YU GAS.

- DdvrdEte avTd TO PUALO 0dN YOV YpNoTS. Towg ypelaotel va to dwfdcete Eavd.

- Edv éxete mepartépo amopieg, poTNOTE TOV Y10TPO 1 TOV QAPLOKOTOLO GOLG.

- H cvvtayn yo avtd 1o pdppako yopnynonke omokAeloTikd yio oag. Agv TPEMEL Vo SMGETE TO
(AapuraKo o€ AAAOVG. Mmopel va Tovg TpoKoAESEL PAGPN, KOO Kot OTAV TOL GUUTTOUOTA TNG
acBéveldc Toug eivar 1010 pe T Sk GO,

- Edv mapotnpfioete Kdmoo avemBOUnTN EVEPYELD, EVIUEPDOTE TOV YIOTPO 1] TOV POPLOKOTOLO
0aG. AVt oyvel Kot Yo kaBe mhovi avemBOunTN eVEPYELD TOV OEV OVAPEPETOL GTO TOPOV
@OALO 0NV yprong. BAéne mapdypapo 4.

T epréyer To Tapoév VAL 00N YLOV:

T etvon To Brilique kot oo givot 1 gp1ion Tov

T péner va yvopilete mpv mapete 1o Brilique

[og va ndpete to Brilique

[MBavég avemBounTec evépyeteg

g va pvidcoete to Brilique

[epreydpeva g cvokevaciog Kot Aomég TANpoPopies

AN ol S e

1. T eivon To Brilique kon wowa givat 1 yprion Tov

T givon To Brilique
To Brilique mepiéyet po dpaotiky) ovcia 1 onoia ovopdletot TikaypeAOpT). AVTH aviKeL o€ pio opdda
(OPUAK®V TOL OVOUALOVTOL OVTIOUOTETOAOKE QAP LLAKa.

ow givar 1 xpiion tov Brilique
To Brilique g cuvdvacud pe akeTVAOCAAIKVAIKS 0&D (€vag AAAOG OVTIOLOTETOAOKOC TAPAYOVTAG),
npoopileTol yio xpron Lovo amd eviAikes. Xag £yl 000l To PApUAKO aVTO ENEON ElYOTE!

®  KOopPAOKN TPOSPOAT], TPV Ad OLAGTNLO LEYOAVTEPO TOV EVOG ETOVG.
Meiwvet Tig mBavoTnTEG Yo pio GAAN Kapdlak” TPOSPoAn 1] Y10, ayYELNKO EYKEPAUAKO ETEIGOII0 N Y1l
Bdvarto and acHéveln mov oyetiCeTan e TV Kapdid 1 T0 ALOPOPO. ayYEID GOC.

Iag dpa to Brilique

To Brilique ennpedlet ta kOTTOpQ TO OO0 OVOUALOVTOL «OUOTETAALOY (KAAOVVTOL ETTioTG
Opoppoxidtrapa). Avtd Ta ToAD PiKpd KOTTOPA TOL aipatog fonbodv Hécw cueom®PEVONG VAL
OTOUOTIOEL 1] apoppayic epalovtag LIKPOSKOTIKEG TPOTES GTO ULLOPOPO OyYEiD TOL £XOVV KOTEL 1)
KOTOGTPOQEL.

Qo61660, TO APLOTETAALN PUTOPEL EMiONG V. oynpaticovy OpoUPoug HEcH GE VOGOUVTO ALOPOPO.
ayyeio otV KapdLd Kot 6ToV €YKEQOAO. AVTO pmopel va etval ToAD emKivouvo emeldn:

. 0 Opoppog pumopel vo S1aKOWEL EVIEADS TNV TOPOYN CULOTOC — OVTO UTOPEL VO TPOKAAECEL
KapdloKn TPosPorr] (ELepoyra TOV HVoKapdiov) 1 AYYELKO EYKEPAAIKO ENEIGO0, 1)
. 0 Opoupog pmopel va epaEet pepKmG TO APOPOPA. Ay YELD TPOG TNV KAPOLA — AVTO PELDOVEL TN

pOT TOV QUOTOG TTPOG TNV KapdLd Kot Propel va TPoKAAEGEL BpaKikd TOVO TOL EPYETAL Kot
pevyel (ovopdletol «aoTabng ot0ayym»).

To Brilique Bonfdet vo oTapatioEL 1) GUCCOPELOT TOV OHOTETAAI®V. AVTO PELDVEL TNV THAVOTN T
oYMNUOTIGHOV BpOpUPV Tov PTOpPEl VO LELWGOVY T1) POT| TOL OHHLATOG,
2. Tvnpéner va yvopilete mpv napete 1o Brilique
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Mnyv wapere 10 Brilique gav:
o Eiote ahlepyikol oty TiKOypEAOPN 1| GE OTOLOONTOTE AAAO OO TO. GLGTAUTIKA AVTOD TOL
QopudKov (ovapEPOVTAL OTNV TAPAYPUQPO 6).
Ayloppayeite Topa.
Elyate mébet ayyeloko eykepaAid NeGO010 TOV TPOKANONKE amd Oopparyio. 6TOV EYKEPAAO.
"Exete cofapn nrotikn voco.
Aopfavete omotodnmote and To aKOA0LO APLLOKOL:
— kerokovaloAn (ypnoyomoteitat yio T Oepameio LUKNTIOCIKOV AOUDEEMV)
— KhopBpopukivn (yxpnotponoteitor yio T Beponeio okTnplokdv AOUmEEDY)
— vepalodovn (éva avTikatafmTiko)
— puovafipn kot atalavaBipn (ypnoyorolovvtal yio ) Bepameio Aoipméng amd HIV kot yio
10 AIDS)
Mnyv mépete to Brilique av cag cvufaivel kdmoo amod ta tapondve. Edv dev giote olyovpot,
EMKOVAOVIGTE LLE TO YIULTPO 1] TO POPLOKOTOLO GOG TPV TAPETE AVTO TO PAPLLOKO.

[pocdomonoeis Ko TPOoPUVAGEELS
AmevBuvheite otov Y10TPO 1 TOV QUPHOKOTOLO GOG TPV TApeTe To Brilique gdv:
e 'Eyxete avénpévo kivévvo opoppayiog e&ontiog:
— TPOGOAUTOL GOBOPOL TPAVHATIGHOD
—  TPOCOUTNG YEPOLPYIKNG EMEUPOOTG (CVUTEPIAAUPAVOUEVIG 0OOVTIOTPIKNG EPYACIOG,
POTNOTE GYETIKA TOV 000VTIOTPO GOC)
— pog katdotoaong Tov ennpedlel TNy mEN TOL AilATOg
— mPOCOATNG Aoppayicg amd To GTOUdYL 1] TO £vIEPO (OTTMG amd £AKOG GTO GTOUAYL 1| OO
«TOADTOd0» GTO TTAYD EVIEPO)

o [Ipokerton va vofAndeite oe yeipovpyikn enéuPaot (copneptlapufavopévig odovVIIaTPIKNG
gpyaciag) omoladnmote oTIyUn eved maipvete Brilique. Avto yroti pmopei va avénbei o kivovvog
apoppayioc. O yotpdg cog pmopel va OELEL VoL GTAUOTCETE VO TOAPVETE OVTO TO PAPHOKO
5 Nuépeg TPy amd TN YEPOVPYIKY| EXEUPACT).

o O xopdiakodg cag puiudc eivar acvvindiota yapnAids (cuvndmg yapniotepog amd 60 TaApovg To
Aent0) Ko dev £xete NON Tomobernoel cuokevn mov puduilel TV kKapdid cag (fpatodoTng).

o 'Eyxete doBpa 1 kdmwoto dAL0 TPOPANLLATO GTOVG TVEDLOVEG 1] SUGKOAIEG GTIV OVOITVOT).

®  AvamtdooeTe 0KovOVIGTO LOTIRa avamvong OTms EmMTéyvvoT, ETPPAduvon 1 KPES TADCELG
g avorvong. O yutpdg cog B amopaciost edv ypeldleote mepartépw agloldynon.

o Eiyate omolodnmote mpoPAnua Le To fmap cag 1 elyate 6to TapelBov omoladnmote Tabnon tov
UTOPEL VoL ETNPEACE TO NTLOP GOLG.

o 'Eyxete kaGvel e&€toom aipatog Tov £0e1&e TEPLEGOTEPT AMO Tr GLVNOIGUEVT] TOGOTTO OVPIKOV
o&éoc.

Av kamowo and Ta Tapandve cog cupPaivel (1 av Ogv €loTe GlyovPOL), EMKOVMOVNGTE LE TO YIOTPO M
TO POPLOKOTOLO GOG TPLY TAPETE AVTO TO PAPLLOKO.

Edv maipvete Brilique kot nmapivn:

e O yiotpog oag pmopel vo CNTNoet £val dEly Lol TOV ALOTOG GOG Y10, Sl0YVMOTIKEG EEETACELS, EQV
VROY1GLETOL Hio OTLAVIO S10TAPOYT] TOV OUOTETOAM®MY TOV TPOKaAEiTAL omd TNV Nmapivy. Eivol
OTLLOVTIKO VO EVILEPDCETE TOV YIOTPO GOG OTL TaipveTe 1060 10 Brilique 660 kot nrapivn,
ka0d¢ 1o Brilique pmopel va ennpedost T dryvootikn e&étaon.

Howowd ko £pnpor
To Brilique dev cuvictdrol yio Toudid Kot pnouvg kdto tov 18 etdv.

Alho @appoxo kot Brilique

[MopakareicOe va evnpepdoeTe TOV Y1TPO 1) TOV QPOPLOKOTOLO GOG EAV TOIPVETE, EXETE TAPEL
TPOGPATO 1] propel va mhpete GAla pappoka. Avtd cvpPaivel yioti to Brilique pmopel va ennpedost
TOV TPOTTO TTOV AELTOVPYOVV PEPIKH PAPLOKO KO LEPTKA PAPLLOKO UTOPEL VO, £YOVV ETMIOPACT) OTO
Brilique.
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Evnuepaote o y1atpd 1 TO GOPUOKOTOL0 GOG €0V TAIPVETE OTTO10ONTOTE Od Ta AKOAOLO PAppLOKaL:

® pocovfaoctativn (éva eapuako yio T Oepameio Tng VYNANG XOANSTEPOANG)

e 7eplocodtepo amo 40 mg nuepnoing eite cuPactativng gite Aofaoctativing (eappoaka Tov
YPNOWOTO0VVTAL Y10, T Bepameio TG LVYNANG YOANGTEPOANG)

o plpapmikivn (éva avtiflotikd)

*  @awvtoivn, kKopPopalenivn kot eavoBapPirdin (xpnoYLOTOIOVVTAL Y10l TOV EAEYXO TOV
EMANATIKAOV KpioE®V)

o dryo&ivn (ypnowomoteital yio T Oepomeio KapSloKG AVETAPKELNS)

®  KuKAoomOpivn (YPNOYOTOLEITOL Y10 VO EAATTMGEL TIG AUVVES TOV OPYOVIGLOD GOG)

o Kvdivn kau Sthtialépn (ypnoomolovvtal yio T Oepameio Tov PN PLVGIOA0YLKOD KOPSOKOD
pvouov)

o [B-amoxAelotég ko Pepomapiin (ypnoponotovvTol yio Ty Oepameio TG VYNANG APTNPLOKNG
mieonc)

® Lopeivn Kot dAla omotoedn (ypnoiporotovvat yio v Bepaneio Tov cofapod TdHVoV)

YUYKEKPIUEVO, EVIUEPMOTE TO YIATPO N TO PUPHUOKOTOLO GOG EAV TAIPVETE OTOL0ONTTOTE OO TOL
axolovba eappaka Tov avEdvouy Tov Kivouvo yio apoppayios:
®  «OmO TOV GTOUOTOG AVTIUTNKTIKGY GUYVE OVOPEPOUEVO MG KOPULOTIKA TOV O{LOITOC) TTOV
neptropfavoov Pappapivn.
o  Mn Ztepoedn] Aviipieypovadn @appokoe (MEAD) nov Aapupdvoviol Guvn0mG G oVaAYNTIKA,
OGS Povmpoaivn Kot vorpo&évn.
o Eixextikovg Avaotoreic Eravoarpocinyng Zepotoviving (SSRIs) mov Aapfdavovrot og
avTIKOTOOMTTIKA, OTG TaPoEETiv, GEPTPAAIVT KO GITAAOTTPAUT).
® (Ao @apuaka, OTmg ketokovaloin (xpnoonoteitol yio tn Ogpameio LUKNTIOCIK®V
rodEewv), KhapBpopokivn (ypnoytoroteitot yia tn Oepaneio Paktnplokdv Aoudéemv),
vepalodovn (éva avtikatablmtiko), prrovafipn kot atalavaBipn (xp1oyLoTolovVToL Yo T
Bepaneio Loipméng and HIV kot yia to AIDS), cilanpidn (ypnoonoteiton yuo ) Oepomeio Tov
KaOo0V), AAKAAOELDN TG EPLGIPDO0VS OAVPOG (XPNoIOTOIOVVTAL Yia TN Bepameio TG
NUKPOVIKG KOl TOV TOVOKEPAA®V).

Eniong evnuepoote to yatpd oag 611 Aoy g AMyng Tov Brilique, pmopel va £xete avénpévo
Kivouvo apoppayiog €6V 0 yloTpdg oG GAG OMOEL IVOIOAVTIK(, GUYVA OTOKAAOVUEVOL
«BpopporvtiKdy, OTWC GTPENTOKIVACT 1) AATETAAGCT).

Kinon kot Oniacpog

Ag ovviotdton ) ypnon tov Brilique edv giote £ykvog M umopei va peivete éykvog. Ot yuvaikeg mpénet
V0L YPNCLOTOLOVV KATAAANAC AVTICLAANTTIKA LETPO. Y10 VO, ATOPVYOLV TNV EYKLHOCHVI] EVED
Aappdévouv ovtd T0 PAPLOKO.

Evnuepaote tov yuatpd cog mpv mapete 10 ghppako avtd ov nialete. O yuotpdg cog Ba culntnoet
pali cog ta opEAN Kot TOLG Kivovvoug tng ANyng Brilique katd t didpkeia avtng e meptddov.

Edv giote éyxvog 1 OnAialete, vopilete 6T umopel va giote £yKvog 1 oYeO1ALETE VO ATOKTOETE OO,
{ntote T cupPovAn ToL Y10TPOD 1) TOV POPHOKOTOLOD GOG TPV TAPETE AVTO TO PAPHLOKO.

00 yNo1 KOl LEPICROS PUNYAVILATOV
To Brilique givan aniBavo va enmnpedlel Tnv iKovotnTd cog va odnyeite 1 va xepileote pnyaviLota.
Edév aicBavBeite {aAn 1 o0yyvon eved Aappdvete avtd To pApUaKo, Vo, EIGTE TPOGEKTIKOT KATH TNV

001yNo™M M TO YEPICUO UNYOVILLATOV.

[eprekTikéTnTO 0 VaTPLO
To @dpuaxo avtd Tepieyel Arydtepo amd 1 mmol vatpiov (23 mg) avd d6om, gival avtd mov
ovoudlovpe «erevBepo voTpiov.

3. [ ®g va wapete to Brilique
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[Tédvtote va TaipveTe TO GAPLOKO GLTO AVGTNPE COUPMOVE, LLE TIG 00T YIS TOVL Y1TpoL Goc. Edv €xete
aUPPBOMEG, POTACTE TOV YATPO 1] TOV QOPLOKOTOLO GOG.

léoo va mapete
e H ovvnong 860 eivar éva diokio tov 60 mg dVo Popég TV NUéEpa. XvveyioTe vo ToipveTe T0
Brilique yio 660 didotnpa cog £xel TEL 0 Y1TPOG GOG.
o [ldpte owtd 10 PAppOKO TEPimOL TNV 1010 dpa kdBe pépa (Yo Tapdderypa, Eva d1oKio To Tpwi
Kot €va To Bpadv).

Haipvovtag To Brilique pe drlha appoxa yro v mién Tov aipatog

YuvBmg o yotpog cag Ba cag el eniong va TaipveTE AKETVAOCHAIKVAIKSO 0&0. AvTh givan pio ovsia
1 omoia VAPYEL GE TOAAG PAPLLOKO TOL OTTOI0L YPNCULOTOOVVTAL Y10, TNV TPOANYT Bpdufmong tov
aipartog. O yiatpdg oag Ba cag mel méco va maipvete (cuvnBog peta&y 75-150 mg nuepnoing).

og va napete to Brilique
e Mmnopeite va mdpete To d1oKio pe 1 Yopig TPOOT.
e Mmnopeite va eEléyEete ToTE Tpate TeEAELTAiN POpA Eva diokio Brilique kottdlovrog oty
KOWEAN. Yrdpyet Evag fAtog (Yo to Tpwi) Kot Eva eeyyapt (Yo to Bpddv). Avtd Ba cag et av
éxete mApPEL TN dOON.

Eav éyete dvokoria oty KaTdmoon Tov d1oKiov
Edv é€yete duokorio otnv KOTATOGT TOV d10KIOL UTOPEITE VO TO GLUVOATYETE Kot VoL TO ovoeiEeTe pe
vepd o¢ eENG:

o YuvOMyTe 10 d10KI0 GE pio AETTH] GKOV.

e Adeldote T 0KOVI G€ PIod TOTNPL VEPO.

®  Avokotéyte Kol TELTE TO OUECHC.

o [ va BePorwbeite 6T dev Epeve papurako, EEMADVETE TO AOEL0 TOTNPL LIE EMTAEOV GO TOTHPL

vepo ko miette to.

Edwv eiote oto voookopeio umopei va cog yopnynbei o dickio avtd avapeprypévo pe Aiyo vepod Kot
YOPTYOULEVO HECH EVOG COANVO A0 T POTT (PLVOYAGTPIKOG COANVAG).

Eav napete peyorvtepn 66on Brilique amd tnv kavovuki)

Edv mapete peyodotepn o06on Brilique omd tnv Kavovikn, EXKOVOVAGTE HE £va YLoTpo 1) TNYoiveTe
katevbeiav o€ vocokopeio. [1dpte T cvokevacio Tov papudiov pali cag. Mropei va Bpickeote vd
avEnpévo Kivouvo o apoppayic.

Edv Egyaoete va mapete o Brilique

. Edv Eeydoete vo mapete pia 00T, ATANDG TAPTE TNV EXOUEVT dOOTN GOG KAVOVIKA.
. Mnyv mépete SmAr 6601 (dV0 dOGEIS TNV 1d10L GTIYUR) Yo VO AVOTATPMOGETE TN OGN TOL
Eexdoarte.

Eév otapatioete va naipvere to Brilique

Mnyv otapatioete va maipvete to Brilique ywpig va puinocete pe 1o yuotpd oag. No maipvere autd 1o
(APLOKO TOKTIKA Kot Y10 650 S1doTn e cuveyilel va To cuvTayoypael o yotpog cag. Edv
otopatioete vo taipvete Brilique, pmopel va avéndet o kivouvog yia pio GAAN Kapdiakn tpocsBoin M
OYYEWKO EYKEPOALKO ETELGOO10 1 Yo Bdvato omd acBévela mov oyetiletal pe Tnv Kopdd 1 o
oLLOPOpO aryyeio Gog.

Edv éxete meprocotepeg EpOTNCELS GYETIKA LLE TT] YP1OT] AVTOV TOV QUPUAKOV PMOTNCTE TOV Y1ATPO 1)
TOV POPUAKOTOLO GO,

4. MBavéig avemBOuNTEG EVEPYELES

Onwg 6Aa 10 pApLOKO, £TGL KOL 0VTO TO PAPLOKO UTOPEL VO, TPOKAAEGEL OVETIOVUNTEG EVEPYELES, OV
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Kot dev Topovctalovial 6€ GAovg Tovg avlpmdmovg. O akdAovdeg avemBOUNTEG EVEPYEIEG UTOPEL VO
GLHPOVV LE OVTO TO PAPHOKO:

To Brilique ennpedlel v &N 10V aipaTog, CUVERHG 01 TEPIEGTOTEPEG AVETDVOUNTES EVEPYELEG
oyetiCovtal pe arpoppayiec. Apoppoayio HTopel vo TPOKHYEL GE OTOLOONTOTE UEPOG TOV GMOOTOG.
Optopéveg apoppayieg etvar cuyvég (0rTmg LOrmmeg Kot pvoppayiec). Ot coPapéc apoppayieg oev
etvar cuyvég aALd umopel va etvat amenTikég yio T Lon.

Emoke@teite apécwg évav yiotpo av TapatnpieETE 0TO00NTOTE 06 TO aKOLOVOO — pTopeEl va.
xpedleote enciyovoa waTpiki) Ospancia:
o H awpoppayia otov eykéPairo 1] VIO TOV KPaviov amoTeAlel )1 ovyvi] avemOounTy
EVEPYELD KL UTTOPEL VO TTPOKOAECEL CNUELN AYYELOKOV EYKEQUAIKOD EMELG0OI0V OTTOG:
- &opvikd povdacua 1 advvapio 6To UIpatco, To TOdL 1} T0 TPOCHOTO, EWIKA av glval HOVO
GT1] 0L LEPLA TOV CAOUATOG

- &aeVvikn ovyyvor, Suokodio otV OpIAic 1] GTNV KOTAVONOT TV GAA®DY

- EaeVIK SUCKOAIN OTO TEPTATN O 1] OTMAELN IGOPPOTING 1| GLVTOVIGLOV

- Eaoviko aictnpa {aAng 1 Eaevikoc cofapdg ToVOKEPAAOG YOPIg YVMOTY| ortio

o Ynpueio awpoppayiog 6TmG:
- opoppayia wov givar évrovn 1 mov dgv umopeite va meplopicete
- ompOGUEVT] opoppayic N apopparyio TOv SlopKEl Yo LEYOAO XPOVIKO SlaoTN
- pol, kékKva 1 KaPE ovPa
- €ueon KOKKIVOL OiLLOTOG 1) O EPETOG OO HOALEL Pe «KATaKAOL TOV KOpEN
- koOKKwa 1 povpa kémpava (potdlovy pe micoao)
- omoPoAin Bpopfov aipatog pEcm Pya 1 EPLETOD

e AwroQupia (cvykonny)
- TPOCMPIVI] ATMAELD TNG CLUVEIONOTG AOY® opVidlog HElmONG TNG PONG OULOTOG OTOV
gyképaro (ouyvn)

o Ynpueia evég mpofipatog T NS TOV aipaTog Tov ovopdleTal OpoupfoTiki
Opopporevikii Ilopepvpa 6mmg:
- TLPETOC Kot TOPPLPEG KNALdES (Tov ovopdlovTal ToppOpa) 6To SEPUA 1) GTO GTOUM, LE M
YopPig Kitpiviopa Tov dépuatog 1 TV Hotdv (iktepog), aveEnyntn vrepPolikn KOT®ON 1
olyyvon

YuinTioTe pE TOV YI0TPO G6OG AV TAPATNPNGETE OTOLOONTOTE OO TA aKOAOVO:

e AicOnpa dvokoriag otV avamvor] - GVTO givar ToAd ovyve. Mnopel va opeileTal otnv
KapdloKn oag voso N o€ kKdmola GAAN artia, 1§ pmopel va glvar avemBountn evépyeia Tov
Brilique. H avorvevotikn duceopia mov cvoyetileton pe to Brilique glvon yevikd i ko
yopoktnpiletor mg arpvidle, anpocpevn embupia yio aépa Tov cLVHB®S TAPOVGIALETOL KOTA
TNV OVATOVOoN Ko UTOpEl va ELQOVICTEL 0TI TPAOTEG Efdonddeg Tng Bepameing Kot yio TOAAOVG
acBeveic pmopet va mapérBet. Eqv 1o aicOnpo tng SuGKOAING GTIV aVOTVOT] XEPOTEPEVEL 1|
dtopkel yo peyddo daotnua, evnpepdote To yuoTpd oag. O yorpds cog Bo aropaciost av
ypewaleTon Bepaneio 1 tepiocdTEPT dlgpevvno.

Adreg mOavig avemOOpNTES EVEPYELEG

MoAd ovyvég (nmopei va exnpedoovy teprocétepa ané 1 ota 10 Gropa)
®  YynAd emineda ovpikod 0&€og oTo aipa cog (Onwg mapatnpeitol o€ eEETACELS)
e Awoppayio mov TpokaAeital 0md AUATOAOYIKES SLOTAPOYES

Yuyvég (umopel va emnpedcovy £0g 1 ota 10 dropa)
o Mohomeg
o [lovoképalog
o AioOnpua {dAng i cav va yopilet To dopdtio
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Awgppoto 1 dvomeyio

Nowrtia

Avcrototnta

E&avOnua

Dayovpa

"Evtovog mévog kot Tpi&ipo tev apfpmoedv oag - anotehovv onpeio ovptkng apbpitidag

Aiobnua {aAng 1 tdon Amobupiag, 1| Oaumn 6pacT - AroTEAOVY GNUELN YOUNANG APTNPLOKNG

mieong

Ayoppayio and T po

o Awoppoayio PHETA amd yEPOoLPYIKN enéUPaon 1 amd Koyipato (Yo Tapdderypa 6to ELPICLO)
KoL TANYEG GUYVOTEPQ OO TO PLGTIOAOYIKO

*  Awoppayio amd TNV ECOTEPIKT| ETEVOVOT TOV GTOUAYOL GOG (EAKKOG)

e Aoppoyia TV oVA®V

Oy ovyvég (nmopet va emnpedoovy émg 1 ota 100 aropa)

o Alepywn avtidopaon — Eva eEAvOna, eayovpa 1 TPTGUEVO TPOCHOTO 1| TPNCUEVA
yYelMa/yYAdooo pumopel vo amotelodv onueio allepytkng avtidpaong

e XUyyvon

o [IpofAquata 6pacng Tov TPOKAAOVVTIOL GO TV TAPOLGIO OHLOTOC GTO HATL GOG

o KoAmkn apoppayio mov givor mo €viovn 1 cupfoaivel o€ S10popeTIKS YPOVO 0T TNV
(QLGIOAOYIKT aupoppayio TG TEPLOOOL (EUpnVvog pvo)

o Awoppayio otig apOpdoELg KOt TOVG HUEG GOG TOL TPOKAAEL ET®OVVO TPNELLO

e Aifjo oto avTId GOG

o Eowtepkn apoppayio, wov pmopel va mpokarécetl {aAn 1 tdon Amobupiog

Mn yvootéc (1 suyvotnTa ogv propel va ekTiun0ei pe paon ta drebéopa dedopéva)
e  Aocvvniota younidg kapdiakdg pubuog (cuvnbwg yopuniotepog and 60 Taipovg To AETTO)

Ava@opa avemOopunTov vePYELOV

Edv mopatnpnoete kKamowo avemBOUNTN EVEPYELQ, EVIUEPDOTE TOV YIOTPO 1] TOV POPLOKOTOLO GUG.
Av10 1oyvet Ko Yo kdOe mhavi| avemBountrn evEPYELR TOL OEV AVAPEPETAL GTO TOPOV PUALO 0dNYIDV
yprone. Mropeite emiong va avapépete avemBounteg evépyeleg anevbeiog, péow Tov €BviKoD
GLGTHLOTOG OVAPOPAS TToL avaypdeeTal oto [apdpmmua V. Méow trng avaeopdg avemBountomv
evepyelmv pmopeite va fondnocete ot GLALOYN TEPIGSOTEPMOV TANPOPOPLOV GYETIKA LLE TNV AGPAAELN
TOV TOPOVTOG PAPUAKOL.

5. og va pvracoete To Brilique

To @dpuaro avtd TPETEL Vo PLAACGETOL GE LEPT) TTOV OEV TO PAETOVV Kol OV TO POAVOLV Ta TALO1AL.
Noa pn gp1oyLonoleite avtd T0 PAPHOKO HETA TNV NUEPOUNVIL ANENG TOV AVOQEPETAL GTNV KVYWEAT Kot
oto kovuti petd t AHEH. H nuepounvia Anéng etvar n tedevtaio nUéEP TOL UIVO TOV OVOPEPETOL
exel.

To @dpuaxo avtod dev amaitel Waitepeg cvvOnKes POAAENS.

Mnv meTdite EAPULAKA GTO VEPO TNG ATOYETEVONG 1) GTO OIKLOKE amoppippata. Potote tov
(POPLOKOTOLO GOG Y10l TO TAOG VO TETAEETE TO PAPLLOKA TTOV OV YPNOLOTOLEITE T AvTd To péTpa Oa
Bonbncovv oty Tpoctacio Tov TEPPAAAOVTOC.

6. epreyépeva TG GVOKEVAGING KO AOUTEG TANPOPOPIES

T epréyer To Brilique

. H dpaotikn ovoia givar 1 tikaypeddpn. Kdbe emkaioppévo pe Aentd vpévio d1okio mepiéyet
60 mg TiKoypehopNG.
. To @GAAa cvotoTikd givar:
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Tvpnvog dioxiov: pavvitodn (E421), 6Evo pwcpopikd aoPEGTIO S1dPIKO, AULAO
kapPoéopebviimpévo vatplovyo tomov A, vopoLurporviokvttapivn (E463), oteatikd

payviolo (E470Db).

Emixdloyn dioxiov: vipopedddln (E464), 610&eid10 Tov Titaviov (E171), molvaiBvievoylvkoin

400, pérav o&eidro owdnpov (E172), epubpod oéeidio adnpov (E172).

Epgévion tov Brilique kot epiegydpeva tng cuokevaciog
Emwcoloppévo pe Aemtd vpévio diokio (diokio): Ta diokia givar oTpoyyvdd, apueikvpta, pol,
EMKOAVUUEVO LE AETTO DUEVIO OTUEIUEVA PE «60» Tave omd «T» ot pio TAgvpd.

To Brilique gtvon d106éo1p0 o€:

o amAég Kuyéreg (pe cvpPoia MAog/eeyyapt) o€ kKouTid Tv 60 Kot 180 diokimv
® nueporoylaKéG KuyéAES (Le ovpfola A10c/eyydpt) og KouTid Twv 14, 56 kot 168 diokimv

Mmnopet va. unv Kokho@opobv OAEG Ol GUGKEVOGIEG.

Karoyog Adcrog Kvkiogopiog ko I[lapackevaotig

Kéroyoc Adetag Kvkhopopiag:
AstraZeneca AB

SE-151 85 Sodertilje

Youndia

[Mapaockevaoctic:
AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
Youndia

INo omoladnmote TANpoPOpic. GYETIKA [LE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKOAEICTE VO
amgvBuvleite otov Tomkd avimrpdcwno Tov Koatdyov tng Adstog Kvukhopopiog:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: 432237048 11

Bbarapus
Actpa3eneka boarapus EOO/]
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.o
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca

Tel: +372 6549 600

E))LGoa

Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
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AstraZeneca A.E. AstraZeneca Osterreich GmbH

TnA: +30 2 106871500 Tel: +43 1711310

Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00

France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 14129 40 00 Tel: +351 21 434 61 00

Hrvatska Romainia

AstraZeneca d.o.o. AstraZeneca Pharma SRL

Tel: +385 1 4628 000 Tel: +40 21 317 60 41

Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited

Tel: +353 1609 7100 Tel: +386 1 51 35 600

island Slovenska republika

Vistor hf. AstraZeneca AB, o.z.

Simi: +354 535 7000 Tel: +421 2 5737 7777

Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010

Kvnpog Sverige

Aréktop Qappokeutiki Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000

Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd

Tel: +371 67377100 Tel: +44 1582 836 836

To mapév @viro 0dNyIOV Yprions avade®pOnke Yo TeELEVTALIR POPA TOV
Addreg IYEG TANPOPOPLOV

Aemtopepeig mAnpopopieg yio To @appako avtod gival dabéoieg oto diktvakod Tomo tov Evpomnaikon
Opyaviopov Gapudkov: http://www.ema.europa.eu.

101



®vrio 0dNYIOV ypriong: IAnpogopisg yia Tov ypioT

Brilique 90 mg emwkoivppéva pe Lewtod vuévio diokia
TIKOYPELOPT

A doTe TPOGEKTIKA OLOKANPO TO GVALO 00N YLAV YP1OIG TPV UPYICETE VU TAIPVETE GVTO TO

PaPROKO, 10T TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES YU GAS.

- DdvrdEte avTd TO PUALO 0dNYIOVY YpNoNGS. Towg ypetaotel va To dfdcete Savd.

- Edv éxete mepantépm amopieg, poTNGTE TOV Y10TPO N TOV QOPUAKOTOLO GOC.

- H cvvtayn v autd to edappaxo yopnynonke omokAEIGTIKA Yo GOC. Aev TPETEL VO ODCETE TO
(AapuraKo o€ GAALOVG. Mmopel Vo Toug TPOKOAESEL PAGPN, 0KOLA Kot OTAV TOL GUUTTOUATA TG
acBéveldg Toug givar id1a pe ta Sk Gog.

- Edv mapatnpnoete Kamoa avemBOpUnTn evEpYELD, EVILEPMOTE TOV Y1ATPO 1] TOV (POPLOKOTOO
0aG. Avto oyvel Kou Yo ke mhovi avemBOunTn evépyela Tov dev avaPEPETAL GTO TAPHY
@OALO odNydV yprong. BAéne mapdypapo 4.

T Tepréyer 1o Tapov A0 00N YLOV:

T etvon To Brilique ko o givo 1 gprion Tov

T pémer va yvopilete npv mapete 1o Brilique

[og va ndpete to Brilique

[MBavég avemBounteg evépyeteg

[og va pvidooete to Brilique

[epreydpeva g cvokevaciog Kot AOITES TANPOPOpPiES

AN ol S e

1. T givan To Brilique xon wowa gival 1 yprion Tov

T givon To Brilique
To Brilique mepiéyet po dpaotiki ovoia 1 onoio ovopdletot TikaypeAdpr. AvTi aviKel o€ pio opddo
QOPUAK®V TOL OVOUALOVTOL OVTIOHOTETOALOKE PAPLLOKO.

ow givar 1 yprion tov Brilique
To Brilique g cuvdvaoud e akeTVAOGAAKVAIKS 0&D (Evag GAAOG OVTIOHOTETOAOKOS TAPAYOVTOG),
npoopileTol yio ypron Hovo amd evihkeg. Zag £yl 000l 10 PApPUAKO aVTO ENEWDN ElYOTE!

* KopdloKn TPOoPorn,

e gotafn omBayyn (omBayyn 1 Bwpaxikdc Tdvog Tov dev givarl KaAd EAeyYOUEVE).
Mewovet Tig mhavoTnTEG Yo pio GAAN Kopdlokn TPOSPOAN 1 Y10 ayYELOKO EYKEQPUAKO EMEIGOS10 M YioL
Bdvarto and acHéveln mov oyetileTan Le TV Kapdid 1 T dLopOpo. ayyEia Gog.

Ilag dpa to Brilique

To Brilique ennpedlet ta kuTTOpO TO 000t OVOUALovVTOL «OtoneTdA (KohobvTon emiong
Opoppoxitrapa). Avtd ta ToAD pikpd KOTTOP TOL Oipatog fonfovy HECH GLGGMPEVONG VAL
OTOUOTNOEL 1] aupoppayio epalovtag PKPOCKOTIKEG TPUTEG OTA CUOPOPH OYYELD TOL £XOVV KOTEL 1)
KOTOGTPOQEL.

Qo1600, To opoTETAAN pUopel Emiong va oynuoticovy Bpopufoug Héca 6 vVoGoHvVTo dopopo.
ayyeio otV Kapdid Kot 6ToV €YKEQOAO. AVTO Umopel vo givorl ToAD emkivouvo emeldn:

. 0 Opoppog pumopel va SoKOWEL EVIEADS TNV TOPOYN CULOTOC — OVTO UTOPEL VO TPOKAAECEL
KopdloKn TPoSforn (EUepaypa Tov HVokapdiov) 1 oyYEIKO EYKEPAAIKO ETEIGOD10, 1
. 0 OpopPog pumopel va ppa&etl Hepkdg T oPOPa ayyeia TPog TNV Kapdld — dVTO HEIDVEL TN

pOT TOV QU[LOTOG TTPOG TNV KOPd1d Kot PTopel va TpoKaAEceL 0opakikd TOVO TOL EPYETAL KoL
eevyel (ovoudletol «aotadng ot Oayym»).

To Brilique Bon0det va oTapaTiGEL 1] GLCCOPEVLOT TOV CUOTETAAIWYV. AVTO PEIDVEL TNV TBAVOTNTA
oynUaticpob BpopUPwv Tov PTopEl va LEHGOVVY T POT| TOV OiHLATOG.
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2. T péner vo yvopilete mpv napete To Brilique

Mnyv népete o Brilique gav:
o Eiote ahlepyikol otnv TiKOypEAOPN 1) GE OTOLOONTOTE AALO OO TO. GLGTATIKA AVTOD TOL
(OPUAKOV (OVAPEPOVTOL OTIV TAPAYPUPO 6).
Ayloppayeite TOpa.
Eiyoate na0et ayyelokd eykepaAikod eneG0010 TOV TPOKANONKE amd aloppayict 6TOV EYKEPAAO.
"Exete cofapn nmatikn voco.
AopPavete omorodnmote omd To akOA0VOO PAPHLOKOL:
— kerokovalOAN (ypnoomoteitar yio T Oepameio LUKNTIHCIKOV AOUDEEDV)
— KhapBpopvkivn (ypnoonoleital yio T Oeponeio fokTnplokdv AOUdEEDY)
— vepalodovn (éva avTikatafAmTiKo)
— puovafipn kou atalavafipn (ypnoporotovvral yio T Oepaneio Aoipméng omd HIV kot yo
10 AIDS)
Mnyv népete o Brilique av cog cupfaivel kdmowo and ta mapondve. Edv dev eiote oiyovpot,
EMKOVAOVIGTE LE TO YIUTPO 1) TO POPLOKOTOLO GOG TPV TAPETE AVTO TO PAPLLOKO.

[poscidomonoeig Kot TPOPUVAAEELS
AmevBuveite oTov Y10TpO M TOV PUPHOKOTOLO GOG TPV TTapete to Brilique gdv:
o 'Eyxete avénuévo xivouvo aipoppayiog egortiog:
— TPOHGEAUTOL GOPOPOD TPAVHOTIGHOD
—  TPOCOUTNG YEPOLPYIKNG EMEUPOONG (CVUTEPIAAUPAVOUEVTG OOOVTIOTPIKNG EPYACIOG,
POTNOTE GYETIKA TOV 000VTIOTPO GOC)
—  pog KatdoTaong Tov ennpedlel TNV mEN TOL AilaTOg
—  mpOSEATNG apoppayiog amd To GTOUd)L 1] TO £VIEPO (OTTMG Ao £AKOG GTO GTOUAYL 1) Ao
«TOADTTOd0» GTO TV EVIEPO)

o [Ipdkerton va vtoPAndeite oe yeipovpyikn enéupaot (CoUTEPIAOUPAVOIEVIG 000VTIOTPIKNG
gpyaciag) omoladnmote otryun eveo maipvere Brilique. Avtd yati pmopel va avéndel o kivouvog
apoppayiag. O yatpdg cog uropel va BELEL va GTAPATHGETE VO TOAPVETE OLTO TO PAPHOKO
5 Nuépeg TPV amd TN (EPOVPYIKY| ETEUPACT).

o O kapdiakog cag puuds ivar acvvnOiota youniog (cuvnwg yapmiotepog amd 60 TaApovg To
Aent0) Kou dev €xete oM Tomobetnogl cuokevn wov puduilel v kapdid cag (fratodoTnc).

e 'Eyxete dobpa 1 kdmoto dALo TpoPAILOTO GTOVG TVEDOVEG 1] SUGKOAIEG GTIV AVOTVOT).

®  AvamtdooeTe 0KavOVIoTO LOTIRa avamvong OTws EmTéyvvor), enPpaduvon 1 LKpES TAHGELG
g avorvong. O ytpds cog Ba aropaciost edv ypetdleote Tepattépw agloldynon.

o Eiyate omolodnmote TpoPAnLa e To map cog 1M elyate 6to Tapelfdv omoladnmote Tadnon tov
Umopel vo EnNPENCE TO NTAP GOC.

o 'Eyete kavel e&€toom aipotog mov £0e1&e TEPIoGOTEPT amd TN GLVNOIGUEVT) TOGOTITO OVPIKOD
o&éoc.

Av kamo1o amd To TapATave cog cpPaivel (1] av Ogv €l0TE GIyoVPOL), EMKOIVMVIOTE LLE TO YIOTPO M
TO POPUOKOTOLO GOG TPLY TAPETE AVTO TO PAPLLOKO.

Edv maipvete Brilique kot nmapivn:

e O yotpog cag pmopel vo {ntioet vo delypLa TOL OiLATOg GOg Y10 Oy VMOTIKEG EEETATELS, AV
VIOY1ALETON pio OTLAVIO SloTapayY] TOV OUOTETOAM®Y oV TpoKaieitat amd tnv nmapivn. Eivol
OTLLOVTIKO VO EVILEPMCETE TOV Y1OTPO GaG OTL maipveTe 1060 To Brilique 660 kot nmopivn,
ka0a¢ to Brilique pmopei va exnpedost T diayvootikn eEétaon.

Howod xon £pnpor
To Brilique dev cuvictdtot yio Toudid Kot epnovg kdto tov 18 etmv.

Alho @appoxa kot Brilique

[opakareicOs va evepDCETE TOV Y1ATPO 1 TOV QOPLOKOTOLO GOG EAV TAIPVETE, £XETE TAPEL
TPOCPATO 1] pmopet va Tapete AL pdppaka. Avtd copPaiver yiati to Brilique uropei va enmnpedost
TOV TPOTTO TTOV AELTOVPYOVV UEPIKA PAPLOKO KO LEPIKE PAPLOKA UTOPEL VO, EYOVV EMIOPOAOT OTO
Brilique.
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Evnuepdote 10 yotpd 1 T0 GOpUAKOTOL0 0O EAV TOIPVETE OTOLOONTOTE OO TOL AkOAOVOA PAPLLOKL:

® pocovfactativn (éva eappako yio tn Oepameio TG VYNANG YOANGTEPOANG)

o 7eplocdtepo amd 40 mg nuepnoing gite oPfoactativng gite Aofactativing (apLaKa TOV
YPNOYOTO0VVTAL Y10, TN Bepameia TG LVYNANG YOANGTEPOANG)

o plpapmikivn (éva avtiPlotiko)

*  @awvtoivn, KopPopalerivny kot eatvoBapPirdAn (xpnoYLOTOI0VVTOL Yio TOV EAEYXO TOV
EMNATIKAOV KpioE®V)

o dryoivn (ypnowonoteital yuo T Oepameion KapSOKNG AVETAPKELNS)

® kvKAoomopivr (YPNCLOTOLEITAL Y10 VO EAATTMGCEL TIC AHVVEG TOL OPYAVIGHOV GOGC)

o kvidivn kau StdtialEpn (xpnoyomolovvTal yio T Oepameio Tov U1 EUGIOA0YIKOD KOPS1oKoD
pLOpov)

o [B-amoxAelotég kon Pepomapiin (ypnoponotodvtot yio v Bepameio TG VYNANG APTNPLOKTG
mieonc)

® Lopeivn Kot GAA0 ootoedn (ypnoiporotovvTal yio v Bepaneio Tov coPapod TOHVov)

YUYKEKPYEVD, EVIUEPMOTE TO YIOTPO 1] TO PAPUOKOTOLO GOG EAV TAIPVETE OTOLOONTOTE OO TOL
axolovba eappaka wov avédvouv Tov Kivouvo yia apoppayios:

®  «0mO TOL GTOUOTOG AVIUTNKTIKGY GUYVE OVOPEPOLEVO MG «KOPOLOTIKA TOV OiLOITOC) TTOV
neptropfavoov Pappapiv.

o  Mn Ztepoedn] Aviipieypovadn @appoke (MEAD) mov Aapfdvovtor GuviBOg MG oVOAYNTIKA,
OGS PovTpoPaivn Kot vOrpo&évn.

o Eixextikovg Avaoctoreic Eravoarpocinyng Zepotovivng (SSRIs) mov Aappdavovrot og
aVTIKOTOOMTTIKG, OTOG TAPOEETIV, GEPTPOAIVT KO GITAAOTTPAUT).

* Ao appoka, OTmG keTokoval oA (ypnoonoteital yio tn Oepameio LUKNTIOCIK®V
roudéemv), KhapBpopokivn (xpnoyomroteitot yia tn Oepaneio faktmplokdv AOUDEEDV),
vepalodovn (éva avtikatadlrtikd), prrovafipn kot atalavapipn (xp1oYLOTO0VVTOL Yo T
Bepaneio Loipméng and HIV kat yuo to AIDS), o1ilanpidn (ypnoonoteitar yio ) Bepomeio Tov
KOOo0V), AAKAAOELDTN TG EPLGIPDO0VS OAVPOG (XpNoiponotovvTaL Yio T Bepaneio g
NUKPOVIOG KOl TOV TOVOKEPAA®V).

Eniong evnuepaote to yrotpd cag 6t Adym g Ayng tov Brilique, pmopel va €xete avénpévo
Kivouvo apoppayiog €6V 0 YloTpOg GO GAG OMOEL IVMIOAVTIKA, GUYVE OTOKAAODUEVOL
«BpopporvtiKdy, OTWG OTPENTOKIVACN 1) AATETAAGCT).

Kinon kot Oniaocpog

Ag ovvietdtor 1) xpnon tov Brilique v elote £ykvog N umopel va peivete £ykvog. Ot yuvaikeg mpénet
VO YPNOYOTOI0VV KATAAANAC AVTIGLAANTTIKA LETPO Y10 VO AITOPUYOLVV TNV EYKLUOGUVT EVA
Aoppdvouy avtd To PAPLOKO.

Evnuepaote tov yuatpd cog mpv mapete 10 gappoko avtd ov Inialete. O yuotpdg cog o culintnoet
pali cag ta oQEAN Kot Tovg Kivduvoug tng Aqyng Brilique katd tn didpkeia avtng e meptddov.

Edv giote éyxvog 1 OnAdalete, vouilete 6T umopei va giote €ykvog 1 oxedldlete vo amokToETE TOudt,
{ntote 1 GVUPOVAT TOL YATPOV 1] TOV PUPLOKOTOIOD GOG TPV TAPETE AVTO TO PAPHLOKO.

001 yN 01 KO LEPICROS PNV RATOV
To Brilique givon aniBavo va ennpedlet Tnv wovotntd cog vo odnyeite 1 va xepileote pnyaviLata.
Edv aicBavbeite {aAn 1 o0yyvon eved AapPavete avtd To GAPUOKO, VO EICTE TPOGEKTIKOL KATH TNV

001yNo™M M TO YEPICUO UNYOVIULATOV.
MeprekTikéoTNTO 6€ VaTPLO

To @dppaxo avtd mepieyel Aydtepo amd 1 mmol vatpiov (23 mg) avd d6om, ival avtd mov
ovopdlovpe «ehevBepo vaTpiovm.
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3. [ og va wapete To Brilique

[Tévtote va maipvete T0 PAPHOKO CVTO VCTNPA COUPOVA LE TIC 001YIiES TOVL Y1aTpoL cog. Edv &xete
aUPPOAES, pMTACTE TOV YATPO 1] TOV QOPLOKOTOLO GOG.

éoo va mapete

. H d60m évapéng eivar dvo diokia tavtdypova (d6om eoptiong Tov 180 mg). Avti 1 660m
ocvvnbwg Ba cag yopnynbel oto vocsokopeio.

. Mertd ) 860m Evapéng,  cvviong d6on eivar éva dtokio Twv 90 mg dVo PopEg NUEPNGIWS Yo
péYpL ko 12 pveg ektog €V 0 Y10TPOG 60,G 064G GUUPBOVAEWEL S10.POPETIKA.

. [épte owtd 10 PApprOKo TEPimov TNV 1010 dpa kdbe pépa (Yo Tapdderypa, Eva diokio To Tpoi
Kot €va To Bpadv).

Haipvovtag To Brilique pe airo @appoxa yia Ty mién Tov aipatog

YuvBmg o yotpog cog Ba cag et emiong vo ToipveTe aKeETVAOGAAIKLAIKO 0£0. AvTn etvan pia ovcio
1 omoia VAPYEL OE TOAAA QAPLLOKO TOL OO0 YPTGULOTOLOVVTAL Y10, TNV TPOANYT Bpdufmong Tov
aipatog. O yatpog oag Ba cog mel 1d6co vo maipvete (cuvnBwg peta&y 75-150 mg nuepnoing).

og va napete o Brilique
e Mmnopeite va mhpete T0 d1okio pE N YOPIg TPOOT.
e Mrnopeite va eAéyEete ToTE Tpate TeEAgLTAin POpA Eva dtokio Brilique kottdlovtog otnv
KOWEAN. Yrdpyet Evag Atog (Yo to Tpmi) Kot Eva eeyyapt (Yo to Bpadv). Avtd Ba cag el av
éxete mAPEL TN OO

Eav éyete dvokoria oty KaTdmO01] TOV d10Ki0OV
Edv éxete Suokolio otV KOTATOGT TOV d10KIOL UTOPEITE VO TO GLVOAIYETE Ko voL TO ovapei&eTe e
vepd o¢ eENgG:

o YuvOAyTe 1O d10KI0 GE pio AETTT OKOV.

® AJdeldoTe TN OKOVI G LIGO TOTNPL VEPO.

e AvokotéyTe Kol TEITE TO OUECHC.

e [ vo BePoarwbeite 6T1 dev Eeve PappoKo, EEMAHVETE TO AOEL0 TOTPL UE EMTALOV GO TOTHPL

vepO Ko mielTe To.

Edwv eiote oto vocokopeio umopei va cog yopnynbei o dickio ovtd avapeprypévo pe Aiyo vepod Kot
YOPTNYOVLEVO HECH EVOG COAVO A0 T HOT (PLVOYAGTPIKOG COANVAG).

Eév napete peyorivtepn 66on Brilique a6 Tnv kavovikii

Edv mépete peyodotepn o06on Brilique amd v Kavoviki, ETKOVOVNCTE UE £Va, YLOTPO 1) TNYAIiveTE
katevbeiav og vocokopeio. [Tdpte T cvokevacio tov apudiov pali cag. Mropei va Bpickeote Vo
avénuévo xivéuvo yia cpoppayic.

Eav Eeyaoete va napete To Brilique

. Edv Eeydoete va mapete pia d001, ATANDG TAPTE TNV EXOUEVT SOOT| GOG KOVOVIKA.
. Mnyv mépete SmAr| 5001 (dV0 dOGEIS TNV 1d10L GTIYUN]) Y10 VO AVOTATPOGETE TN dOCT TOL
Eeyaoarte.

Eév otapotiocere va naipvere to Brilique

Mnyv ctapatioete va maipvete to Brilique yopig va pidioete pe to yatpd cog. Na maipvere autd 1o
(APLLOKO TOKTIKA KoL Y10 0G0 S1AcTN e cLVEYILEL VO TO cLVTAYOYPAPEL O Y10TpOg cog. Edv
otopatnoete vo aipvete Brilique, prmopet va avénbel o kivovuvog yia pio GAAN Kapdiakn Tposfoin 1
AYYEWKO £YKEQOAKO ENEI0O010 1| Yo Bdvato amd acBévela mov oyetiletan e v Kopdid 1 To
OLLOPOpO. ayYeEio GOg.

Edv éxete meprocotepeg EPOTNGELS GYETIKA LLE TN YPNOT) AVTOV TOL PAPUAKOV POTNOTE TOV Y1ATPO 1)
TOV POPLOKOTOO GOG.
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4. MBavéc avemBOunTeg evépyereg

Onwg 6la Ta appoKa, £TCL KAl 0VTO TO PAPLOKO UTOPEL VO, TPOKAAEGEL AVETIOVUNTEG EVEPYELES, OV
Kot dev Topovctaloviatl oe 6A0VS Tovg avlpmdmovg. Ot akdrovbeg avemBOUNTEG EVEPYELEG UTOPEL VO
oLUPOVV pE AVTO TO PAPLOKO:

To Brilique exnpedletl v anén Tov AiaTog, GLVETMG Ol TEPLEGOTEPEG AVETIHOUNTEG EVEPYELEG
oyetifovtal pe apoppayiec. Apoppayio pmopet va TpoKOYEL GE OTOIOONTOTE HEPOS TOV CMOOTOG.
Optopéveg ayoppayieg etvar ocvyveg (0nTmg poimmeg Kot pvoppayieg). Ot coPapés apoppayieg dev
etvar ocuyvég oA pmopel va lvan ameldntcég yio ) o).

Emoke@teite apécwg évav yiatpd av TapatnpieETE 0To00NTOTE 06 To aKOLOVOO — propel va.
xpedleote eneiyovoa atTpki) Ospancia:
e H awpoppayia otov eykéParo 1] vTég TOV Kpaviov amwoTerel 61 cvyvi] avemOounTy
EVEPYELD KOL PUTTOPEL VO TPOKOAECEL CNUELN AYYELOKOV EYKEQUAKOD EMELG0OI0V OTTOG:
- Eaevikd povdacua 1 advvapio 6To Prpdtco, To TOdL 1| T0 TPOCWOTO, EWIKE av eivatl Hovo
G711 oL LEPLA TOV CAOUATOG

- £opVikn oVYYVOoT), SUGKOAIN GTIV OfALL 1 OTNV KOTAVOT T TOV GAA®DY

- £0VIKN GVOKOAIN GTO TEPTATN L 1] OTMOAELN IGOPPOTLOG 1| GLVTOVIGLOV

- &oeviko aicOnpa {aAng N Eapvikoc cofapdg TovokEPAAOg Xpig YvmoTh artio

. Znualu agwpoppayiog 6TOG:
alpoppayio Tov gtvor €vrovn 1 mov dev pmopeite va meplopicete
- ampocuevn apoppayio 1 apoppayio wov Stapkel Yo peydlo ypovikd dtéotnua
- pol, kKOKKva 1 KAPE ovPa
- €ueon KOKKIVOU aiploTog 1 0 EUETOG 00G HOALEL PLe «KATOKAOL TOV KOpEN
- KOKKWO 1 povpa k6mpava (potdlovy pe micoao)
- omoPfoAin BpduPov aipatog pEcm Pya 1 EPETOD

e AwoQupia (cvykonn)
- TPOCMPWVI OTMAE TNG CLVEIONOMNG AOY® 0pVidlog Pelmong TG pong CilLOTOG GTOV
gyképaro (ouyvn)

o Ynpueia evég mpofrpatog T NS TOV aipaTog Tov ovopdaleTor OpoppfoTuci
Opopporevikii Ilopevpa 6moC:
- TLPETOG Kot TopPLPEG KNAdeS (Tov ovopdlovtol ToppOpa) 6To dEPUA 1] GTO GTOUM, LE M
YOPIg KiTpiviopa Tov dEpUATOg 1 TOV HaTdV (TkTtepog), aveEnyntm veepPoiikn| kOnwon 1
olyyvon

YouinTioTe pE TOV YIUTPO GG AV TAPATNPNGETE OTOLOONTOTE 0T6 TA aKOAOVO:

e AicOnpa dvokoriag otV AVATTVOT] - GVTO Eivan TOAD ovyve. Mropel va opeiletarl otnv
KapdloKn oog vOGo 1 o€ KAmola GAAN ottia, 1 LTopel va glvar avemBountn evépyela Tov
Brilique. H avarvevotikn ducpopia mov cuoyetileton pe 1o Brilique givar yevucd i ko
yopoktnpiletar mg apvidla, ampocuevn embopia yio aépa Tov cLvNB®G TOPOVGIALETUL KOTA
TNV oVATOLoN Kot UTopel va eLeavioTtel oTig Tpates efdouddeg tng Bepameiag Kot yio ToAAOVG
acBeveic pmopet va mapérbet. Edv to aicbnpo g duokoAiog oty avamvor| xeipotepevEL 1
dtopkel yo peyddo daotno, evnpep®oTte 1o Yotpod coc. O ylotpos cog Oa amopacicet ov
ypewdleTon Bepameio 1 tepiocdTEPT Stepevvnom.

Adreg mOavig avemOopnTeg EvépyeLeg

MoAd ovyvég (nmopei va exnpedoovy tepiecdtepa amd 1 ota 10 Gropa)
*  Yynd enineda ovpikod 0&éog oto aipa cog (6nwe mapatnpeiton o€ £EETAGELC)
e Aoppoayio Tov TPOKOAEITOL OO AUATOAOYIKES SLOTAPOYES

Yuyvég (umopel va exnpeacovy £0¢ 1 ota 10 dropa)
o Mohomeg
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[Movoképaiog

AioOnpo {adAng M cav va yopilel 1o doUATIO

Awgppota 1| dvoreyio

Nowrtia

Avokototnta

E&avOnua

Dayovpa

"Evtovog movog kot Tpiéipo Tev apfpmoedv 6og - amoTeAovV onpeio ovpikng apbpitidag

AioOnpo {aAng 1 Taon Amobopiog, 1 Oapmn 0pact - amoTELOVV onpeion YOUNANG opTNPIOKNIG

mieong

Ayoppayio amd ™ pot

o Awoppayio LETA amd yepovpYIKn enéuPacn 1 amd Koyipato (Yo Topaderypua 6to EHPIcUA)
Ko TANYEG GUYVOTEPQ OO TO PLGLOAOYIKO

*  Awoppayio amd TNV ECOTEPIKT EXEVOVGT TOV GTOUAYXOV G0g (EAKOG)

e Aoppayio TV 0OVA®V

Oy ovyvég (nmopet va emnpedoovy émg 1 ota 100 aropa)

o AlAepyikn avtidopaon — &va eEAvOnua, eayovpa 1 TPMGUEVO TPOGHOTO 1 TPTCUEVA
YeMa/yYAdooo pumopel vo amoteAovV onpeic allepyikng ovTidpaong

e XVUyyvon

o [IpofAnuata 6pacng ToL TPOKOAOHVTOL OO TNV TOPOLGIO ALOTOS GTO PATL GOG

o KoAmkn awpoppayio wov ivor mo Eviovn 1 coppaivel o S10popeTIKd ¥pOvo omd TNV
(LGIOAOYIKT aupoppayio TG TEPLOSOL (EUpnvog pvo)

o Awoppayio oTig apBpdoElg Kol TOVG HOES GO TOV TPOKAAEL EMM®OVVO TPNELLO

e Aifjo oto oIl GOG

o Eowtepkn apoppayio, wov pmopel va mpoxarécet {aAn 1 Tdon Amobupiog

Mn yvootéc (1 suyxvotnTa ogv propel va ekTiun0ei pe paon ta drebéopa dedopéva)
e Acvvnoiota youniog kapdiakdg puudg (cuvnbwg yopuniotepog amd 60 TaApovg To AETTO)

Ava@opd avemOuunTOV EVEPYELOV

Edv mapoatnprioete Kamowo avemBOpunTn evEPYELD, EVIUEPMOTE TOV YIOTPO 1 TOV (POPLUKOTOLO GOGC.
Av10 1oyvet Kot yia kdOe mbavr avemBountn evépyela mov dev avagEPETAL GTO TOPOV PUALO 0dNYIDOV
ypronc. Mmopeite emiong va avapépete avemBounteg evépyetleg anevbeiog, péow Tov Bvikon
GUGTIUATOG OVO(POPAS Tov avaypaeetar oto [apdpmmua V. Méoo tng avapopdg avemBountomv
evepyelmv pmopeite va fonbnocete ot GLALOYY TEPICCOTEPWOY TANPOPOPLOV CGYETIKA LLE TNV ASPAAELN
TOV TOPOVTOG PUPLUAKOVL.

5. og va pvraocoete 1o Brilique

To @apuaro avtd TPEMEL Vo PLUAACCETAL GE PEPT TTOV OgV TO PAETOVV Kal OV TO POAVOLV Ta TOLOAL.
Na pn gpnoyLonoteite avtd 10 PAPHOKO UETA TNV NUepOUNVia ANENG TOV aVAQEPETOL GTNV KVWEAT Kot
oto kouTti petd ) AHEH. H nuepounvia Anéng elvar 1 tedevtaio nuépa TOL PVE TOV AVOQEPETOL
exel.

To @dpuaxo avtod dev amartel Wiaitepeg cvvOnKes POAAENS.

Mnv metdite EAPUAKO GTO VEPO TNG ATOYETEVONG 1] GTO OKLOKE amoppippata. Potote tov
(POPLLOKOTOLO GOG Y10, TO TAOG VO, TETAEETE TO PAPLLOKO, TTOV OEV XPNCIUOTOLELTE Tl Avtd T pétpa Ba
Bonbncovv oty Tpootacia Tov TEPPAAAOVTOC.

6. [epreyépeva TG GVOKEVACING KOL AOUTEG TANPOPOPIES

T tepréyer To Brilique
. H dpaotikn ovoia givar 1) tikaypehopn. Kdbe emkaivppévo pe Aemtd vpévio d1okio mepiéyet
90 mg tiKoypeAOpNG.
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. To @GAAa cvotatikd givar:
Tvpnvog dioxiov: pavvitoin (E421), 6Evo poopopikd aoPEGTIO 10dPIKO, ALAO
kapPo&upeduiimpévo vatplovyo tomov A, vopourpomviokvttapivn (E463), oteatikd
payvioto (E470Db).

Emixdloyn diokiov: vpopeAloln (E464), dro&eido tov titaviov (E171), Tdikng,
noAvatfvievoyivkoin 400, kitpvo o&eido adnpov (E172).

Epgévion tov Brilique kot wepigydpeva tng cuokevaoiog
Emwcaioppévo pe Aemto vpévio diokio (Siokio): Ta diokia glvar otpoyyvrd, apeikvpta, Kitpva,
EMKOAVUUEVO LE AETTO VUEVIO oMUEI®UEVO PE «90» TTavm and «T» ot pia Thevpd.

To Brilique gtvon d106éo1p0 o€:
o amAég kuyéreg (Le ovpPora NAog/peyydpt) o kovTid Tv 60 Kot 180 diokimv
® nueporoylaKég KuyEALES (Le ovuPoAia NAL0G/ peyydpl) og KouTid Twv 14, 56 kot 168 diokimv
o dudTpnreg KuYELES povig 06ong og kouti Twv 100x1 doximv

Mmopei va pnv Kokho@opohv OAEG Ol GUGKEVOGIEG.

Karoyog Adcrog Kvukiopopiog ko Ilapackevaotiig

Kdéroyog Adeiag Kvkhopopiag:
AstraZeneca AB

SE-151 85 Sodertélje

Youndia

[Mopaockevaoctic:
AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
Youndia

INo omoladnmote TANPOPOPio. GYETIKA [LE TO TAPOV PAPUAKEVLTIKO TPOTOV, TAPUKAUAEIOTE VA

amgvBouvleite otov Tomko avimpdowno Tov Katdyov g Adstog Kvukiopopiog:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: 432237048 11

Bbarapus
Acrtpa3enexa bearapus EOO/]
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.o
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti

Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
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AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00

E)Lado Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH

TnA: +30 2 106871500 Tel: +43 1711310

Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00

France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 14129 40 00 Tel: +351 21 434 61 00

Hrvatska Romainia

AstraZeneca d.o.o. AstraZeneca Pharma SRL

Tel: +385 1 4628 000 Tel: +40 21 317 60 41

Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited

Tel: +353 1609 7100 Tel: +386 1 51 35 600

island Slovenska republika

Vistor hf. AstraZeneca AB, o.z.

Simi: +354 535 7000 Tel: +421 2 5737 7777

Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010

Kvnpog Sverige

Aréktop Qappokeutiky Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000

Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd

Tel: +371 67377100 Tel: +44 1582 836 836

To mapév evLro 0dNYIOV YpiioNS avabemp1)OnKe Yo TELEVTALO POPA TOV
AlLreg TNYES TANPOPOPLAV

Aemtopepeic TAnpopopieg yio To pappoko avtod gival dabéoyeg oto diktvakd Tomo tov Evpomnaikon
Opyaviopov @apudiov: http://www.ema.europa.eu.
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®vrAo 0dNYIOV ypriong: [IAnpogopisg yia Tov ypioTy

Brilique 90 mg diwokia dwcmEPOUEVE GTO GTONO.
TIKAYPEAOPT

A doTte TPOGEKTIKA 0AOKANPO TO PVALO 00NYLAOV YP1)ONG TPV UPYICETE VU TAIPVETE GVTO TO

PaPROKO, OLOTL TEPLAUPPAVEL GNUAVTIKES TANPOPOPIES YU GAG.

- DdvidEte avTd TO PUALO 0dNYIOV XpNoNS. Towg ypelaotel va to dwfdcete Eavd.

- Edv éxete meportépm amopieg, poTNGTE TOV Y10TPO 1| TOV QAPLOKOTOLO GOLG.

- H ocvvtayn yio avtd 10 gappoko xopnyndnke amokAeloTikd yio oag. Agv TPEMEL Vo SMGETE TO
QAapuroKo o€ GAAoVG. Mmopel va Tovg TpoKaAEseL PAAPN, 0KOU KoL OTAV TO GUUTTOUAT TNG
acBéveldg Tovg givar 1010 e T S1kd Gog,.

- Edv mopatnpnoete Kamola avemBOpunTn evépyela, EVILEPMOTE TOV Y1ATPO 1] TOV POPLOKOTOO
oaG. Avto oyvel Kot Yo kafe mhovi avemBOunTn evépyela mov dev avapEPETAL 6TO TAPHYV
@OAAO 0ONYIOV xpiong. BAére mapdypapo 4.

T tepréyer To mapév Ao 00NYIOV:

T etvon To Brilique kou o givoit 1 ¢prion tov

T mpénet va yvopilete npv mapete 1o Brilique

[og va mapete 10 Brilique

[MBavég avemBounteg evépyeteg

[og va pvidcoete to Brilique

[epreydpeva g cvokevaciog Kot Aomég TANpopopieg

AN ol S e

1. T eivon o Brilique kot mwowa giva 1 yprion Tov

T givan To Brilique
To Brilique mepiéyet po dpaotiky ovsia 1 omoia ovopdleTot TikaypeAOpT). AVTH OVIKEL GE Hio OpAd
(OPUAK®OV TOL OVOUALOVTOL OVTIOULOTETOALOKA (PAPLLOKO.

ow givar n xpiion tov Brilique
To Brilique o GuvdLaoHO e OKETVAOGAAKVAIKO 0ED (vag AAAOG OVTIOHOTETOAOKOG TAPAYOVTAG),
npoopileTol yio ypron Lovo omd eviikes. Xag £yl 000el To pAapUaKo avTd ENEWN ElyoTe:

* KopdloKn TPocPorn, 1

o ogotofn omBayym (omBdyyn 1 Bwpakikdc TOVOG oL dev givarl KOAN EAeYYOUEVL).
Mewovet Tig mBovotnTeg yio pio GAAN kapdlakr TPooPoin 1 yio ayyEloKO EYKEQUAKO EMEIGOS10 N Vil
Bdvaro and acBéveln mov oyetiCeTar e TNV Kapdid 1 T0 ALOPOPO. ayYElD GOG.

Iag dpa to Brilique

To Brilique ennpedlet ta kOTTOpQ TO 0TOl0 OVOUALOVTOL «OLOTETAAOY (KAAOVVTOL ETTIOTG
Opopporidtropa). AvTd TO TOAD PKPH KOTTOPO TOV ailatog Bonfodv Hécm cLGEMPEVONG VAL
OTOUOTNOEL 1] dpoppayic epalovtag LIKPOOKOTKEG TPUTTES OTA UOPOPa ayyein TOL EXOVV KOTEL 1)
KOTOGTPOQEL.

Qo1600, To APOTETAALN UTTOpPEL EMiong va. oynuaticovy Bpopfoug Héca 6g voGoHvTo dopopa
ayyeio otV Kapdld Kot oTov eYKEPUAO0. AVTO pmopel va eival ToAD emkivouvo emeldn:

. 0 Opoupog umopel va SLOKOWEL EVIEADG TNV TOPOYH CLILOTOC — 0VTO UTOPEL VO TPOKAAESEL
Kapdlokn TPosPorr] (Epeparypo TOV HVoKapdiov) 1 AYYEKO EYKEPAAIKO ETEIGOD10, 1
. 0 Opoupog pmopel va ppaEel LePIKMG TO ALOPOPO, OYYELD TPOG TNV KOPS1E — 0VTO PEIDVEL TN

pOT TOV QUOTOG TTPOG TNV KAPSLA KOl UTOPEL VO TPOKOAEGEL DPOKIKO TOVO TOV EPYETAL KO
pevyel (ovopdletol «aotabng otnayym»).

To Brilique Bonfdet va oTOUATAOEL 1) GUCCOPELOT TOV UUOTETAAIDV. AVTO LELDVEL TNV ThOVOTNTA
oyMNUaTIcpob BpduPwv Tov UTopEl VoL LELDGOLV T1 POT| TOV OiHLATOG,
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2. Tvnpéner vo yvopilete mpiy mapete to Brilique

Mnyv wapere 10 Brilique gav:
o Eiote adlepyikol oty TiKoypehdpn 1 6€ OTOOONTOTE GAAO OO TO. GLGTUTIKA AVTOD TOL
QopUAKov (OVAPEPOVTAL OTNV TAPAYPOPO 6).
Ayloppayeite TOpa.
Efyate mdOet ayyeroko eyke@aAid enelc0010 TOV TPOKANONKE amd apoppayio GToV EYKEPOAO.
"Exete coPoapn nrotikn voco.
AopPavete omorodnmote and To akdA0VOL PAppLOKa:
— keTokovaloAn (ypnoyomoteiton yio T Oepameio LUKNTINCIKGOV AOUDEEDV)
— KhopiBpopvkivn (ypnotponoteitor yio T Bepomneio Poktnplok®v AOUMEEDY)
— vepalodovn (éva avtikatafAmTiko)
— puovafipn kon atalavafipn (ypnoyorotovvral yio T Bepomeio Aoipméng and HIV kot yio
10 AIDS)
Mnyv mépete to Brilique av cog cvpfaivel kdmoto amod ta mapondve. Edv dev eiote oiyovpot,
EMIKOLVAOVIGTE LLE TO Y1OTPO 1] TO POPLOKOTOLO GOG TPV TAPETE AVTO TO PAPLLAKO.

I[pocdomouoeis Kot TPOPULAAEELS
AmevBuvbheite oTov Y10TpO 1 TOV POPLOKOTTOL0 GOG TPV Tapete To Brilique gdv:
e 'Eyxete avénuévo xivouvo aipoppayiog e&ontiog:
— TPOGEATOL GOPAPOL TPAVUATIGHOD
—  TPOSOUTNG YEPOLPYIKNG eMEUPaog (CVUTEPIAAUPAVOUEVTG 0OOVTIOTPIKNG EPYACIOG,
POTNOTE GYETIKA TOV 000VTIOTPO GOC)
— log katdotaong Tov ennpedlel TNy TEN TOL OiLATOg
—  mPOSOAUTNG AoppayiaG Ao TO GTOUAYL 1] TO £vIEPO (OTTMG aTd £AKOG GTO GTOUAYL 1) Ao
«TOADTOS0» GTO TTOYD £VIEPO)

o [Ipokerton va voPAndeite og yeipovpyikn enéupaot (copneptlapffovorévig 00ovVIIOTPIKNIG
gpyaciag) omoladnmote oTiypn) eved waipvete Brilique. Avtod ywoti pmopei va avénbei o kivovvog
apoppayiog. O yaTpdg oag umopel va BEAEL VoL GTAUOTACETE VO TOIPVETE OLTO TO PAPHOKO
5 Nuépeg TPV amd TN YEPOVPYIKY| EXEUPOCT).

o O xopdiakodg cag puoudg etvar acvvinBiota youniog (cuvnbmg yaunmiotepog amd 60 TaAovg To
Aent0) Ko dev €xete NON ToMOBETNGEL GuoKELT TOL PLOUILEL TNV KAP1E Gag (fUaTodOTNC).

o 'Eyxete doBpa 1 kdmoto dALo TpoPANLOTE GTOVG TVEDOVES 1] SUGKOAIEG GTNV AVOTTVOT).

®  AvamtdooeTe 0KOvVOVIoTO LOTIRol avamvong Om®g EMTay LYo, EMPPAadvvon 1| LIKPEG TAOGELG
g avorvong. O ytpds cog Ba aropaciost edv ypetdleote Tepattépw agloldynon.

o Eiyate omolodnmote TpofAnpa pe To fap oag 1 glyate oto Tapehfdv omoladnmote Tadnon mov
UTOPEL Vo ENNPENCE TO NTAP GOC.

o 'Eyxete kdvel e&€toom aipotog mov £0e1&e TEPLEGOTEPT Ao T GLVNOIGUEVT TOGOTITO OVPIKOD
o&éoc.

Av kamo1o amd to Tapomave cog cupPaivel (1 av dev €loTe Glyovpol), ETIKOVOVIGTE LE TO YIOTPO M
TO (POPLOKOTOLO GOG TPV TAPETE AVTO TO PAPLLOKO.

Edv maipvete Brilique kot nmapivn:

e O y1otpog cag pmopel vo {ntioet éva delypa Tov aipatog 6og Yo Sl1oyvmoTikE eEETATELS, AV
voY14leTon pio GTAVIO SLTOPOYT TOV AUOTETAAMMY OV TpoKaAEital omd Ty nmapivn. Eivol
OTUOVTIKO VO EVILEPMGETE TOV YIOTPO G0G OTL malipveTe 1000 T0 Brilique 660 Kot nropivn,
ka0dg To Brilique pmopel va exnpedoet ™ dyvootikn| eEétaon.

Howod xon £pnpor
To Brilique dev cuvictdtot yio moidid Kot epnPouvg kaTo tov 18 etdv.

Allo @appoxa ko Brilique

[NopakareicOe va evnpepdCETE TOV Y1ATPO 1) TOV QOPLOKOTOLO GOG EAV TAIPVETE, £XETE TAPEL
TpoOcPaAT 1 pmopet va mapete dALa pappaka. Avtd copPaivel yiati to Brilique umopel va ennpedost
TOV TPOTO TTOL AELTOVPYOVV UEPIKA PAPHOKO KO LEPTKA PAPLOKA UTOPEL VO £YOVV EMIOPACT] GTO
Brilique.
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Evnuepaote to y1atpd 1 TO GOPUOKOTOL0 Gag EAV TAiPVETE OMOL0dNTOTE ald T AKOAOLO PAppLOKaL:

® pocovfactativn (éva eappako yio tn Oepameio TG VYNANG YOANGTEPOANG)

® 7eplocotepo amo 40 mg nuepnoing eite cluPaoctativng gite Aofaoctativig (eapproka Tov
YPNOYOTOL0VVTAL Y10, T Bepameia TG LVYNANG YOANCTEPOANG)

o plpaumikivn (éva avtiPlotikd)

® @awvtoivn, KapPopaleniviy kot potvoPapPitddn (Xp1oUYLOTOI0VVTOL Y10 TOV EAEYXO TOV
EMANTTIKOV Kpioe®V)

o dryo&ivn (ypnoponoteital yuo tn Oepomeio KapSlOKNG AVETAPKELNS)

o KuKAoomopiv (YPNCILOTOLEITAL Y10 VO EAATTMOCEL TIG AUVVES TOL OPYUVIGHOL GOC)

o  Kvdivn ko Sthtialéun (ypnoomolovvtal yia T Oepameio TOL PN PLGIOAOYIKOD KOPOLHKOD
pvoLov)

o [B-amoxAelotég ko Pepamapiin (ypnoponotodvTot yio v Bepameio TG VYNANG APTNPLOKNG
mieonc)

® Lopeivn Kot dAlo omotogdn (ypnoiporotovvral yio v Bepaneio Tov cofapod TOHVOV)

ZUYKEKPIUEVA, EVIUEPDOTE TO YIOTPO 1 TO POPLOKOTOLO GOG EAV TalipveTE OTO100MTTOTE 0o TOL
axoAovha edppoka Tov avéavouy Tov Kivouvo Yo aoppoyio:
®  «OmO TOL GTOUATOG AVTIUTNKTIKEY GUYVE AVOPEPOLEVO MG KOPULOTIKA TOV OULOTOC) TOV
neptiapfavooy Bappapiv.
o  Mn Ztepoedn Aviipreypovadn @appoka (MEA®) mov Aappdvoviol GuviBmg WG oVaAYNTIKA,
OGS Povmpopaivn Kot varpo&évn.
¢ Exiextikovg Avactolreic Emavanpocinyng Zepotovivng (SSRIs) mov Aappdvovrot g
avTIKaTaOMTTIKA, OTOC TaPoLETiv, CEPTPAAIVT] KOl GLTOAOTPAUT).
® (A0 PApUOKO, OTMG KETOKOVALOAN (Ypnoytomoteitot yia T Oepameio LUKNTIOCIKMV
roudéemv), KhapBpopkivn (ypnolionoteitat yuo tn Oepameio faxtnplokdv AOUDEEDV),
vepalodovn (éva avtucatadimntiko), prrovafipn kou atalavafipn (ypnotonotodvot yio
Bepamneio Loipwéng and HIV kai yuo to AIDS), cilanpion (ypnoiponoteital yio ) Oepomeio Tov
KaOG0V), AAKaA0EWN TG EpLSPDOoVE OAVPG (XpNoiponotovvTaL Yo T Oepaneio TG
NUKPOVING KOl TOV TOVOKEPAA®V).

Emiong evnuepmote to yiatpd oag 611 Adyw g Ayng Tov Brilique, prmopel va £xete avénpévo
Kivouvo apoppayiog €6v o yloTpdsg 6o 6AG dMOEL IVMOOALTIKA, GUYVE OTOKAAOVIEVOL
«BpopporvtiKdy, OTWG GTPENTOKIVAGN 1) OATETAAGCT).

Kinon ko Oniaopog

Ag ovvietdtot 1) xpnon tov Brilique gdv giote £ykvog 1 umopel va petvete éykvog. Ot yuvaikeg mpénet
VO YPNCYOTO0VV KATAAANAC AVTIGUAANTTIKA LETPO Y10 VO, ATOPHYOLV TNV EYKVUOGVVT| EVA
Aappévouv avtd T0 PappaKo.

Evnuepaote tov yrotpd cog mpv Tapete 10 @dpparo avtd ov Onialete. O yiotpog cag Oa culntmoet
pali oag o 0pEAN Kot Toug Kivovuvoug tng ANyng Brilique katd t Sidpkeia avtig e meptodov.

Edv giote éyxvog 1 OnAdalete, vouilete 60T1 pmopei va €iote £yKv0og 1) oYeO1ALETE VO ATOKTOETE TTOUdL,
{ntote T cupPovAn) Tov YoTPoD 1 TOV PAPHOEKOTOIOD GOG TPV TAPETE AVTO TO PAPHLOKO.

0o ynon Ko YEPIGROS PUNYAVIRATOV
To Brilique eivat amiBavo va emnpedlel Tnv wovotnTtd cog va odnyeite N va xewpileote punyaviuota.
Edév ateBavOeite {aAn 1 o0yyvon evd AapPavete avtd To GAPUOKO, VO, EIGTE TPOGEKTIKOT KOTH TNV

001 yNom M 1O XEPICHO UNYOVILLATOV.
HeprekTikdTTO 0€ VATPLO

To @apuaxo avtd mepiéyel Aydtepo amd 1 mmol vatpiov (23 mg) avd d6om, etvar avtd oV
ovopdlovpe «erevBepo vaTpiov.
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3. [ og va napete To Brilique

[Tédvtote vo TaipveTe TO PAPHOKO ALTO AVGTNPE COUPOVA LLE TIS 0ONYIES TOL YTPOL Goc. Edv &xete
aUPPBOMES, pMTAGTE TOV YATPO 1] TOV POPLOKOTOLO GOG.

léoo va mapete

. H d60m évapéng etvar dvo diokia tavtdypova (56orm pdptiong T@v 180 mg). Avti ) 6o
ocuvnbog Ba cag yopnyndel oto vocsoropeio.

. Metd ) d60m Evapéng, 1 cvviOng d6om etvar Eva dtokio Tov 90 mg dHo Popég NEPNGIMS Yo
péypL ko 12 piveg eKtog £dv 0 Y1aTpOg 060G 066G CLUPOVAEWEL S10POPETIKA.

. [Mépte owtd 10 PApLROKO TEPimov TNV 1010 dpa kbe pépa (Yo Tapdderypa, Eva 610Kio To mTpwi
Kot €va To Bpadv).

Haipvovtog To Brilique pe aira ¢appoxa yia v mén Tov aipatog

YuvBog o Yotpog oag Ba cag el Emiong va TalpVETE AKETVAOGAAIKVAIKSO 0£0. AvTn eivan pia ovsia
1 omoia VLAPYEL GE TOALN PAPLLOKA T OO0 YPNCLOTOOVVTAL Y10, TNV TPOANYT BpduPmong tov
aipartog. O yiotpog oag Ba cag mel Toso va maipvete (cuvinBwg peta&y 75-150 mg nuepnoing).

aog va napete o Brilique
Mnyv avoliyete TNV KOWEAN péXPL va £pBeL 1| Pl va TAPETE TO PAPUAKO GOG.
e [ va Pydiete to diokio, avoi&te amooyilovtog To GUALO TG KVWEANG - UV TO CTPMOYVETE
LEG® TOL OAOLUIVOPLAAOV, ETEWN TO J10KI0 EVOEXETAL VO OTLAGEL.
e TomoBethoTE TO S10KI0 AV OTN YADCGO GOG KOl ApPOTE TO Vo SLoAVDEL.
e X1 cuvéyew, pmopeite va 1o Katameite e 1 xopig vepo.
e Mmnopeite va mhpete T0 S1oKio PE N YOPig TPOOT.
Edwv eiote oto vocokopeio umopel va cog yopnynbdei o diokio avtd avapepypévo pe Aiyo vepod kot
YOPTNYOVLEVO HECH EVOG COANVO A0 T LOTY (PLVOYAGTPIKOG COANVAG).

Eév napete peyardtepn 66omn Brilique a6 Tnv kavoviki

Edv mapete peyarotepn 66om Brilique omd v Kavovikn, EXKOVOVACTE LE €V YIOTPO 1) TNYAiveTE
katevbeiav o€ vocokopeio. [Tdpte T cvokevacio Tov papudiov pali cag. Mropei va fpickeote Vo
avENUEVo Kivouvo yia opoppayia.

Eav Eeyaoete va napete to Brilique

. Edv Eeydoete va mapete pio 5001, ATANDG TAPTE TNV EXOUEVT] dOOT GOG KOVOVIKA.
. Mnyv népete SmAn 6661 (dV0 dOGEIS TNV 1d10L GTIYUN]) Y10 VO AVOTATPMOGETE T dOGT TOL
Eeydoarte.

Eév ctapotioete va naipvere to Brilique

Mnyv otapatioete va maipvete to Brilique yopig va piinocete pe 1o yuorpd cog. Na waipvere avtd 1o
(APLOKO TAKTIKA Kot Y10 660 dtdoTnie cuveyilel va 1o cuvtayoypapel o yotpog cog. Edv
otopatioete vo naipvete Brilique, pmopet vo avéndel o kivouvog yia pio AN Kapdiakn tposfoin n
AYYEWKO £YKEQOAMKO ENEICO010 1 Yo Bdvato amd acBévela mov oyetileTon pe TNy Kopdd 1 To
oLLOPOPO ayYEiQ GOG.

Edv éxete meplocOtepeg EpMTNCELG GYETIKA LLE T YPNOT] AVTOV TOV POPUEKOL POTNGTE TOV YOTPO 1)
TOV POPUAKOTOLO GO,

4. MBavéig avemBOuNTEg evépyereg

Onwg 6lo To papHOKa, £TCL KOL 0VTO TO GAPIOKO UTOPEL VO TPOKAAEGEL OVETIOVUNTEG EVEPYELES, OV
Kot dev Topovstalovial oe 6AoVG Tovg avlpmmovg. Ot akdrovbeg avemBOUNTEG EVEPYELEG UITOPET VO
GLUPOVV LE AVTO TO PAPLOKO:

To Brilique ennpedlel Tnv &N 10V AiOTOG, GLVETMS 01 TEPIOCOTEPES AVETIOVUNTEG EVEPYELEG
oyetiCovton pe apoppayiec. Apoppayio pmopet vo TpoKHYEL GE OTOIOOTOTE HEPOG TOL COUOTOG.
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Opiopéveg apoppayieg etvar ovyvég (0Tmg LOiomeg Kot pvoppayiec). Ot coPapés alpoppayieg oev
etvar cuyvég oA pmopel va glvan amenTikég yio T Lon.

Emoketeite apécwg Evay yioTpo av TapaTnpieETE 0TOL00NTOTE 06 To aKOLoOVOA — popel va.
xpedleote enciyovoa watpiki) Ospancia:
o H awpoppayio otov eykéParo 1] viog TOV Kpaviov amotelel 61 cvyvi) avemOounTy

EVEPYELD KL PUTTOPEL VO TPOKOAEGEL CNUELN AYYELOKOD EYKEQUAIKOD EMELGOOT0V OTTOG:

- Eaevikd povdacua 1 advvapio 6To Urpdtco, To ToOdL 1| T0 TPOCW®TO, EWIKE av eivat Lovo
G711 0L LEPLA TOV CAOUATOG

- EaeViKn oVYYVOoT], SUGKOAID TNV OLIAIL 1 TNV KOTAVOTOT T®V GAA®DY

- £0pVIKN SUCKOAIN GTO TEPTATNLOL 1] OTOAELN IGOPPOTILOG 1] GUVTOVIGLOV

- Eaovikd aicOnpa {aAng 1 Eaevikog cofapog ToVOKEPAAOG YOPIG YVOOTN ottio

ansm awpoppayiog 6TOG:
awpoppayio Tov gtvar évrovn 1 mov dgv pmopeite va meplopicete
- ampocuevT apoppayic 1 apopparyio Tov Slopkel Yoo Leydlo xpovikd dtotnua
- pol, kékKva 1 KAPE ovPa
- €ueon KOKKIVOL OilLOTOG 1) O EPETOG GO HOALEL e «KATaKAOL TOV KOpEy
- kOKKwvA 1 powpa kompava (potdlovy pe micoa)
- omoPoAin BpopPov aipotog pEcm Prya 1 EPETOD

AwtoOvpia (cvykom)
- TPOCOPWVI OTMOAELY TNG CLVEIONONG AOY® 0pVidlog Pelmong TG pong aipoTog oTov
gyképairo (ouyvn)

Ynpueia evég Tpofriqpatog tng mENS TOV aipatog wov ovopdleTal OpoupfoTiki

Opopporeviciy Mopevpa 6mwg:

- mupetds Kot TopPLPEG KNAdeS (mov ovopdlovtal Topehpa) 6To dEPUA 1] GTO GTOUM, LE M
YOPIg Kitpiviopa Tov dEpUatog 1 TV HoTdv (iktepog), aveEnynt vrepPoiikr| kOTwon M
olyyvon

YvinTioTe pE 1OV Y1I0TPO 6OS AV TOPATNPNGETE OTOLOONTOTE 0T6 TA aKOLOVOQ:

AicOnpo dvokoriag 6TV avamvol] - avTo €ivar TOAD ovve. Mmopel va opsileTor otV
KapdloKn oog vOso 1 o€ Kdmowo GAAN aitio, 1 uropel va glvar avemBountn evépyeia Tov
Brilique. H avarvevotikn duceopio mov cuoyetifeton pe to Brilique glvan yevucd fmia ko
yopoaktnpiletal og apviola, ampocuevn exfopio yio aépa mov cLVRB®S TAPOLSIALETUL KOTA
TNV OVATOLON Kot UTOPEL Vo ELPaVIoTEL 0TIG TPaTEG Efdonddeg tng Bepameiag Kot yio TOAAOVG
acBeveic propet va mapérbet. Eqv 1o aicbnuo tng duokoiiag oty avamvor| yeipotepedel 1
dlopkel Yo peydao dtdotnio, evnuepdote 10 y1oTpd cog. O yuutpdg cog Ho amopasciost av
ypewdleton Bepoameio 1 TepiocdTEPT diepevvnon.

Adreg mOavig avemOOpNTES EVEPYELEG

MoAd ovyvég (nmopei va exnpedoovy teprocétepa ané 1 ota 10 Gropa)

YynAd enineda ovpkov 0£E0G 6T0 aipla oag (OTmG TapaTnpeital o€ EETACELS)
Ayloppayio oL TPOKAAEITOL OO OLUATOAOYIKES O10TAPOYES

Yuyvég (umopel va emnpedcovy £0g 1 ota 10 dropa)

Momhomeg

[Movoképaiog

AioOnpo {aing 1 oav v yopilel 1o d®UATIO
Awgppota 1| dvoreyio

Novrtia

Avcrototnta

E&avOnua

Ddayodpa
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¢ 'Evtovoc névog kot tpi&ipo tov apbpmoedv oag - amoteloy onpeio ovpikng apbpitidag

o AiocOnpa {adAng 1 téon AuoBupiag, 1 Bopum 6pact - amoTEAOVY GNUEIN YOUNANG OPTNPLOKNG
mieong

e Ayoppayio omd T poT

o  Awoppayio HeTd amd xelpovpyikn exéupaon 1 amd Koyipota (Yo Topaderypua 6to EHPICUN)
KoL TANYEG GUYVOTEPQ OO TO PLGLOAOYIKO

*  Awoppoyic amd TNV ECOTEPIKT EXEVOVOT] TOV GTOUAYOV GOG (AKOG)

e  Aoppoyia TV oVA®V

‘O ovyvég (nmopet va emmpedoovy émg 1 ota 100 aropa)

o AlAepyikn avtidopaon — Eva eEAvOnua, payovpa 1 TPTNGUEVO TPOCHOTO 1| TPTCUEVA
YEMA/YADOGO umopel vo. amoTeAoVV opeint aAAEPYIKNG OVTIOpOIOTG

e XVUyyvon

o [IpofAnpata 6pacng Tov TPOKAAOVVTIOL O TV TOPOLGIN ALITOC GTO UATL GOG

o  KoAmn apoppayio wov givor mo Eviovn 1 copPaivel o S10pOPETIKO YPOVO 0T TNV
(QVOIO0AOYIKT aupoppayio TG TEPLOSOL (EUpunvog pvo)

o Aoppayio 6Tig apBpdoELg KoL TOVG HVEG GOG TOV TPOKAAEL ET®OVVO TPNELLO

e Afpo ota avTid GoG

o Eowtepkn apoppayio, mov pmopel va mpoxorécet {aAn 1 tédorn Amobupiog

Mn yvootéc (1 cuyvotnTa ogv propel va ekTiun0ei pe paon ta drebéopa dedopéva)
e Aocvvniota younidg kapdiokoc puudg (cuvnbwg youniotepog and 60 TaApovg To AETTO)

Ava@opd avemOopunTmv evepyEtOv

Edv mapatnproete Kamowo avemBOUNTN EVEPYELD, EVILEPMOTE TOV YIOTPO 1] TOV (OPLOKOTOLO GOC.
AvTo 1oyvet Ko yio kdOe mbavr avemBountn evépyela mov OV avapEPETAL GTO TOPOY PLAAO 0INYIDOV
ypronc. Mropeite emiong va avapépete avemBounteg evépyeieg anevbeiog, péow® Tov EBviKoD
GLGTHLOTOG OVAPOPAS TTOL avaypdpeTal oto [apdpmua V. Méow tng avapopdg averbountmv
evepyelmv pmopeite va fondnocete ot GLALOYY TEPICCOTEPOV TATPOPOPLOV GYETIKA LLE TNV OCPAAELN
TOV TOPOVTOG PAPUAKOL.

5. [ og va pvraocoete To Brilique

To @dppaxo avtd Tpémel va puidcoetal oe UéPT mov dev 10 PAETOLV Kot dev TO POAVOLVY Ta TOOAL.
Na pn ypnoyLonoteite ovtd T0 PAPHOKO PETA TNV NUEPOUNVIC ANENGS TTOV OVOPEPETOL GTNV KVWEAT Kot
010 kouTti petd ™ AHEH. H nuepopnvia Aéng eivor n tedevtaio nuépa ToL PRV TOV OVOQEPETOL
exel.

To @dpuaxo avtd dev amartel Waitepeg cuvONKes POAAENS.

Mnyv metdite @APUAKA GTO VEPD TNG ATOYETEVLONG N GTO OKLOKA amoppippata. Potote tov
(POPLOKOTOLO GOG YO, TO TAG VO, TETAEETE T PAPLLAKO, TTOV OEV YPNCILOTOLETE T, AvTd To péTpa Ol
BonOncovv oty Tpoctacio Tov TEPPAALOVTOC.

6. Mepreydpeva TG GVOKEVAGING KOL AOUTEG TANPOPOPIES

Tvtepréyer to Brilique

. H dpactikn ovoia givar 1 Tikaypehopn. Kabe diokio draomeipdpevo oto otopa mepiéyet 90 mg
TIKOYPEAOPTG.
. To dGAro cvotoTikd giva:

povvitodn (E421), pkpoxpuotorikn kuttapivn (E460), kpoomofidovn (E1202), EuAitoin
(E967), dvudpo acPéotio 6Evo pmapopikd (E341), vatplo oteatviopovpopiko,
vdpo&umponvrokvttapivn (E463), koAlogdég dvudpo 0&eidio Tov muprtiov.

Epgdavion tov Brilique kot wepigybpeva g cuokevaociog
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To diokio S10CTEPOUEVO GTO GTOUA VAL GTPOYYVAL, ENIMEDA, e AOEOTUNUEVEG GIKPES, AEVKA EMG
wypd pol onuelopéva pe «90» tavo and «TDy ot pia TAgvpd.

To Brilique gtvon d106éo1p0 o€:

o dudTpnrTeg KOYELES HOVAdmV 060N G o€ KouTld Twv 10 x 1, 56 x 1 ko 60 x 1 dioximv

OLOOTEPOUEV®V GTO GTOUCL.

Mmnopei va unv KuKAOQOPOLV OAEG Ol CUCKEVAGIEC.

Karoyog Adcwog Kvukiopopiog ko Ilapackevaotiig

Kéroyoc Adeiag Kukhopopiag:
AstraZeneca AB

SE-151 85 Sodertilje

Youndia

[Mopackevaoctic:
AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
Youndia

IMo omoladnmote TANPoPOpic. GYETIKA [LE TO TAPOV POPUAKEVTIKO TPOTOV, TAPAKOUAEISTE VO
amgvBouvleite otov TomKO avTTpdcwTo Tov Koatdyov tng Adstog Kvukiopopiog:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: 432237048 11

Bbarapus
Acrtpa3enexa bearapus EOO/]
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.0
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca
Tel: +372 6549 600

EALGoa
AstraZeneca A.E.
TnA: +30 2 106871500

Espaiia

AstraZeneca Farmacéutica Spain, S.A.

Tel: +34 91 301 91 00

Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.
Tel.: +48 22 245 73 00
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France
AstraZeneca
Tél: +33 141 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvnpog
Aléktop Qappokeutiky Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

Portugal
AstraZeneca Produtos Farmacéuticos, Lda.
Tel: 4351 21 434 61 00

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika

AstraZeneca AB, 0.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom (Northern Ireland)
AstraZeneca UK Ltd
Tel: +44 1582 836 836

To mapdév evAiro 0dNYLOV YprioNS avade®p1Onke Yo TELEVTALIO POPA TOV

Addreg TYEG TANPOPOPLOV

Aemtopepeic TANpoPopies Yo To @dppaKko avtod gival dabéoieg oto diktvaxod Tomo tov Evpomnaikon

Opyaviopov @apudxmv: http://www.ema.europa.eu.
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