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HEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Grepid 75 mg emkaAvupéva pe Aemtd vuévio diokia

2. MOIOTIKH KAI TIOXOTIKH XYNOEXH
KaBe emcoloppévo pe Aemtd vpévio diokio mepiéyet 75 mg khomidoypéng (og fectikn).
"Exdoya pe yvootég dpdoelg:

Kdbe emkoroppévo pe Aemtd vpévio diokio mepiéyet 2,47 mg Aaktolng (og povoidpikn).
[Na tov TApN Katdroyo tov ekd0xwv, PA. Tapdypapo 6.1.

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

Pol, otpoyyvld, appikvupto emkalvppéva pe ATt LUEVIO dloKia.

4, KAINIKEX IAHPO®OPIEX

4.1 OegpomevTikég evOsielg
Aevtepoyevis mpolnyn adnpobpoufwrtinwy exeicodinv

H «homdoypéin evdeikvotou o€ :

o Evilikec aoBeveic pe épopaypa Tov pookapdiov (amd Alyeg nuépeg péypt Aryotepo omd 35
NUEPEGS), LOYALUIKO QYYELOKO EYKEPUAKO EMELGOO10 (0O 7 MUEPES HEXPL ALYOTEPO ATO 6 PVEC)
N EYKATEGTNUEVT] TEPLPEPIKT APTNPLOKT VOCO.

. Eviilkeg acBeveig e 0&D atepoviaio cOvVopopo:

- 0& otepoaviaio ochvopopo ympic avactaot tov dacthuatog ST (actadng atndayyn
éuppaypo tov pookoapdiov ympic kopa Q), copmeprrappavorévov Twv acbevdy o
vrofdAiovtal o tomoBEtnon evdonpdbeong (Stent) petd amd dadepuikn enéppoocn
OTEPAVIOIWV GE GLVOLOCUO LLE AKETVAOGUAMKVALKO 0EL (AXO).

- O& éuopaypa tov pookapdiov Le avacTaon Tov daoTinatog ST, o€ GUVOLACHO e
AX0 otg acBeveic mov vroPaiiovtar o€ d1adeppky oTeEPaviaia TapEUPaon
(ovumepirappavopévov tov aobevdv Tov vroPdiloviol og tonobitnon stent) 1 oe
acOeveic mov avtipeTomiloviol cuVTNPNTIKA Kot gival KatdAAnAot va Aapovy
OpouBoAVTIKA/VS0ALTIKT oy®YN.

2e 000eveic e petpiov Ewg vynlov krvovvov llapodiko loyoyuro Ensioodio (IIE) i éAacoov
Ioyoyuro Ayysioxo Eykepoldixo Ercioooio (IAEE)
H xhomidoypéin o cuvdvaoud pe AXO gvdeikvoton oe:
- Evidikeg acbeveic pe petpiov £mg vynhod kvdvvov ITIE (Babporoyio ABCD2! >4) 4
éloocov IAEE (NTHSS? <3) evtoc 24 opdv and to ITIE 1j to IAEE.

LHpoAnyn aBnpobBpoufwtixdy kot Opoufocufolikoy exeioooiwy Ge KOATIKY UapUopOYH

e evAAIKEG 0G0EVEIC UE KOATIIKT] LLOPLLOPVYT TTOV EYOVV TOVAGYIGTOV £VOL TOPEYOVTO KIVODVOL Ylo!
ayyewkd coppdpata, Tov dev givol duvatd va mhpovv Bepomeio pe avtayoviotég Prrapivng K (ABK)
KoL 01 0Toiot £X0VV YOUNAO Kivouvo alpoppayiog, 1 KAOTO0YpEAT evieikvuTal 6€ GLVOLOGUO LE TO
AZ0 yia Vv TpoANYN 0OnpobpoufoTikdv enclcodinv kot eneicodiny Bpopufoepfoing,
GUUTEPTLOUPOVOLEVOD TOL YYELHKOD EYKEPUAIKOV ENTEIGOSI0V.

! Hlxda, Aptnpioxt migon, KAvikéd yopoktnpiotikd, Atdpkeio kot Siéyvoon Zakyopddovg Ao
2 KMpaka Ayyetakod Eykepaiicod Encicodiov EOvikdv ISpupdrov Yysiag
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Ta meprocdtepeg TANpopopieg mapakareiche va avatpééete oty mapdypapo 5.1.
4.2 Aocoloyio kor TPpOTOG YOopPYNONS

Aocoloyia
o Evilikec ko nlkiopévot

H khomiboypéin mpémel va, divetor wg epdmaé nuepnota d6cm tov 75 mg.

Y& aoBeveic mov moyovv and 0&D cTEPAVINio GHVIPOUO:

- 0& otepaviaio ochvdpopo ywpic avaoraor tov deotipatog ST (aotadng ot Oayyn 1

EUQpayLLa ToV LooKapdiov ympic kopa Q): n aywyn pue kKhomdoypéin Ba Tpémet vo EeKva
ue pia gpamal doom eoptiong tov 300 mg 1 600mg. H gpdanal d6om pdptiong twv 600 mg
Ba umopovoe va yopnyeitot og acbeveic nikiog <75 e1dv 6tav Tpofrénetot S1adeputkn
otepaviaio mapépPaon (BA. mapdypapo 4.4). H Bepancia pe kKAomdoypéAn Ba mpénet, va
ocvveyileton pe 75 mg pia opd v NuEPa (L 0KETLVAOGAAIKLAIKO 0&D (AZO) 75 mg-
325 mg nuepnoing). Kabohg vyniodtepeg 60ceig AXO cvoyetiodnkav pe vynmiotepo
Kkivduvo apoppayiag, cvotinvetol 1 66on AXO va pnv gival peyoddtepn amd 100 mg. H
Béltiotn d1dpketa g aywyng dev €xet emionpa TpocsdloploTel. ZToryeio KAVIKOV SOKILMOV
vrootnpifovv ™ ypnom péxpt 12 uNnveg, Le 10 HEYIOTO OQELOG VA TapOTNPEITAL GTOVG 3
pnveg (PA. mapdypapo 5.1).

- O&0 éuopaypa Tov pLoKapdiov UE avAcTooT ToL dacTHUATog ST

- Xe aoBeveic mov avtipetomiloviol GuVTNPNTIKE, KOTAAANAOL Y10

Opopforvtikn/ivmdorvtikn aywyn, 1 kKAomdoypéin Ba mpémel va yopnyeitor g

gpana& nuepnota 66om Tv 75 Mg Eekivavtag pe pio doom eoptiong tov 300 mg ot

ouvdvacud pe AX0, e N yopic Opopforvtikd. o wTpikdg Bepomevdpevovg
aoBeveic avo Tov 75 e1dv 1 KAOTO0YPEAN Ba Ttpémet va Eekiva ympig d6om

@optiong. H ocvvdvaouévn Bepaneio Oo mpénet va Eekivd To cuvtopdtepo duvatd

HeTd TNV €vapén TOV COUTTOUATOV Kol Vo, cuveyiletal To AyOTEPO Yo TECOEPIS

gfooudaoes. To 6pelog amd T0 GLVOVAGUO TG KAOTISOYPEANG e AZO yia dSidoTnuo

peyaAbTeEPO TV TEGCapV efdopddwv dev et LehetnBel (BAéme mapdypao 5.1).

- Otav npokertan va tpaypotorom el dudepuikn otepaviaio mapéupacn (PCI):

- H Bepaneia pe kKhomdoypéin Ba mpémel va Eekva pe pua epanat 06om
@optiong 600 mg oe acbeveic mov vroParrovral og Tpwtoyevny PCl kot og
acBeveic mov vrofairovtar oe PCl mepiocdtepo amd 24 dpeg amd v Aym
WOOOATIKTG aymync. Xe acBevelg niikiog > 75 etdv, ta 600 mg LD B mpémet
va yopnyovvral e tpocoyn (BA. mapdypapo 4.4).

- H 0gpancia pe khomdoypéin epdanal 66ong eoptiong 300 mg Ba npémnel va
yopnyeitan o€ acBeveig mov vrofdiioviat oe PCl evtog 24 opmv amd tnv Aqyn
WOOOAVTIKAG Oy®YNC.

- H 0gpancia pe khomdoypéin Ba mpénet va cvveyiletar ota 75 mg pio eopd Ty nuépa
pe AXO 75 mg — 100 mg nuepnoimg. H cuvdvacuévn Beponeio Oa mpénet va Egkiva
TO GUVTOUOTEPO GLVATOV LETE TNV EVOPEN TOV GUUTTOUATOV Kal v cuveyiletal Emg
kot 12 piveg (PA. mapaypogo 5.1).

Evilkec acBeveic pe petpiov émg vyniov kivovvov IIE 7 éhaccov IAEE:

- Ye evidkeg acbeveic pe petpiov £mg vyniov kwvdvvou IIE (Babporoyic ABCD2 >4) q
éhaocov IAEE (NIHSS <3) 6a mpéner va yopnyeiton pia d6om poptions kAomdoypéing 300 mg
axolovBobpevn amd d6omn KhomdoypéAng 75 mg dnaé nuepnoimg kot AXO (75 mg -100 mg drag
nuepnoing). H Oepancia pe khomdoypéin kot AXO Oa mpénet vo, Eekiva evtog 24 mpdv amd 10
EMEIGOO10 KoL va cuveyiletat yia 21 nuépeg akoAovBovpEeVN amd LOVY| OVTIOUOTETOALOKT
Oepoaneia.



e aoBeveic [l KOATIKT LOPLOPLYR, T KAOTIO0YPEAN TPETEL VO YopnYEiTal ™G pia nuepniola 6661 TV
75 mg. To AXO (75-100 mg nuepnoing) tpémet va apyilet Kot va cuveyiletol 6€ GUVIVAGUO LE TV
KhomdoypéAn (BA. mapdypapo 5.1).

Edv Egyaotel pia 66om:

- Evtog Myotepo tov 12 opdv LETH TNV KOVOVIKT TPOYPUUUATIGUEVT OPA: Ol ACOEVEIG
TPENEL VL TAPOLV TN 3OGT TOVG OUEGMG KL LETE VO TAPOLV TNV ETOUEVT dOGT GTNV
KOVOVIKT] TTPOYPOUUOTIGUEVT] DPOL.

- Metd and neprocotepo and 12 mpeg: ot acbeveig mpémel va mapovv TNy enduevn 6o 6TV
KOVOVIKT] TPOYPOUUOTIGILEVT DPOL KoL VO U1V SITAAGIAGOLV 1) OO0.

Edwoi mAinBvopoi

HAwiopévol aoBeveic

0&D otepaviaio ovvdpopo ywpic avaomaon tov Saotipatoc ST (actadng ondayyn 1
EUepayLa ToL Lokapdiov ywpig kopa Q):

- H gpdma& d6om poptiong tov 600 mg Ba propovoe va yopnyeitat o€ acbeveig

NAkiag<75 et@v 6tav mpofArémetal dadeppikn otepaviaio tapépPacn (BA. mapdypago 4.4).

O&0 épepaypa Tov pvokapdiov pe avdomacn Tov dactipatoc ST:

- Xe aoBeveig mov avtiuetOmilovtal GUVTNPNTIKG KOTAAANAOL Yio!
BpopPorvtikry/ivwdorvtikh aywyn: og acBeveis nikiog dvo tov 75 etdv n Bepaneio pe
Khomdoypéin Oa mpémel va Eekva yopig pia epdmal 666m POPTIoNG.

Y¢ acBeveic mov voPdaiiovton og mpwtoyevn PCl kot og acbeveic mov vroPdirovtor og PCI
ePLocOTEPO OO 24 DPEG Ao TNV ANYN WWOSOAVTIKNG y®YNG:

- Xe acBeveig nlkiag > 75 etmv, ta 600 mg LD 6a mpénet va yopnyobvtal pe Tpocoyn
(BA.mapdypago 4.4).

HModrorpicog minbuopog
H «homdoypéin dev mpémetl va xpnoomnotleitol o modid Ady® aueoildmy yio tnv
amotelecpatikotnto (BA. Tapdypago 5.1).

Neppkn} duohettovpyia
H Bepamevtikn epmeipio eivon mepropiopévn o acbevelg pe veppikn dvoiettovpyia (BA.
mopaypaeo 4.4).

Hrotm dveiettovpyio
H Bepoamevtikn epneipio eivon mepropiopévn o acbevelg pe PETpLo NIOTIKY VOGO, Ol 0Toiot
UTOPEL VO TAPOLGLAGOVY auploppaytky] Tpodiabeon (PA. Tapdypopo 4.4).

Tpdmog yoprynong

Ao otOUATOG Yp1IoN

Eivat dvvatd vo yopnyeitot pe 1 xopic tpoemn.

4.3 Avrtevoeieg

. YnepevaicOnoio otn dpacTikn ovcia 1 6€ KATo10 amd To £KS0Y0 TOL AVAPEPOVTAL GTNV
Tapdypoeo 2 | oty mapdypoeo 6.1.

o YoBapn nratikn dvcAettovpyia.

o Evepyog maboroyikn| apoppoyic, OT®G TENTIKO EAKOG 1 EVOOKPOVIOKT aLLoppayia.

4.4  E0kéC TPOELOOTOUGELS KUl TPOPVAAEELS KATA TN PO

Awoppoyio kKot ayuoToloYIKES O1OTOAPOYES



AOY® TOVL KIvOHVOU aoppayiog Kol OLUATOAOYIKGOV aVETIOOUNT®V EvePYEL®V, Bo TpEmet val
dlevepyeitar eyKoipmg LETPNOT TOV EULOPPOV GUCTOTIKAOV TOV COTOC, KU GAAES GYETIKES
£€eTAOEIC 0MOTENNTOTE KAVIKA GUUTTMUATO TOV VITOSNADVOLV apoppayia epgaviovol Kotd ™
duapkela g Oepaneiog (PA. mapdypapo 4.8). Onmg pe GALOVS OVTIOUOTETAAIOKOVS TOPAYOVTES, 1
KhomdoypéAn Ba TpEMEL vaL YP1CLLOTOLELTAL [IE TPOCOYN € 0oOEVELS TOV Pmopel va eival og Kivouvo
oLENUEVIC apopparyiag amd TpadLLd, XEPOVPYIKT EXEUPACT 1 AALEC TABOAOYIKEC KATOGTAGELS KOL OE
acBeveic mov Aapfavovy aywyn pe AXO, nropivn, aVOcTOAEIG TOV VITOSOYEWDY TG YAVKOTPWOTEIVIG
IIb/111a 7| un-otepoetdn aviipieypovadn eapuaka (MEAD) coumepAapuPavouévav TOV aVOGTOAEDY
g kapPfoévidong Cox-2 1 TmV EKAEKTIKOV OVAGTOAL®V ETOVATPOSATIYNG TNG oepotovivng (SSRIS) 1
oyvpovg emaywyeic tov CYP2CL9 1 ddha poppoakentikd poidvta mov oyetilovtat pe kivouvo
apoppayiag 6mwg 1 Tevto&lpuAdivn (PA. mapdypaeo 4.5). Ady® Tov avénuévou Kivdhvov
apoppayiag, 1 TPUTAN avtiouponetaAlokn Oepomeio (kKAomdoypéin + AZO + SurvptdapoAn) yio
deVTEPOYEVT TPOANYT| EYKEPAAIKOD EMEICOOT0V dEV CLVIGTATAL G aoBEVELS e 0ED LN KapdlogpPoikd
OYOUIKO EYKEPAAIKO eme1c0010 1 TTA (PA. mapdypago 4.5 ko mapdypagpo 4.8). O acHeveic Oa
pémel va mapakoiovfodvor oteva yo kébe onpelo apoppayiog copmeprhapfoavopévns g
AavBdvovcag atpoppayiog, eW01KA Katd Tig TpdTES ELOOUAOES TNG AYOYNS KAUY| HETA amd EMEUPATUESG
Kapdlohoy1kég dtadikacieg i xeypovpyikn enéuPaocn. H tavtdypovn yopiynon g kKAomooypéAng pe
O7tO TOV GTOLOTOC OVTITNKTIKG OEV GLUVIGTATAL EXEWON UTOPEL VoL LENGEL TNV £VTOoT] TG aLoppayiog
(BA. mopdypago 4.5).

Edv évag acBevnic mpoxettal va vtoAndei oe TpoypopaTIioUéVN XEWPOVPYIKT ETEUPOOT] YioL TNV OmToid
TPOSMPVA deV etvar emMBLUNTY OVTIOHOTETAALOKY] dpAcT), 1| KAomdoypEAN Ba Tpémet va dtakomTETON
7 nuépeg mpv amd T xepovpyikn emépPoact. Ot acBeveic B Tpémel va evep®VOLY TOVG 10TPOHS Kot
TOVG 000VTLATPOLG OTL AapBavouy KAOTISOYPELT, TPV OO TOV TPOYPOLLATIOUO KADE XEPOLPYIKNG
emépuPaong Ko Tpwv amd T Aqyn kabe véov poppakevTikov Tpoidvtoc. H khomdoypédn mapateivel to
xpOvo pong kot Ba Tpémetl va ypnoomoteitan Le Tpocoyn o€ acbeveic, ol omoiol Exovv PAGPeg pe
Téo™M VO GOPPAYNGOVY (IO10ATEPA YOOTPEVTEPIKES KOl EVOOPOAALIES).

O1 aoBeveic Ba mpémet va evnuepmBoiv Ot 6tav Aapfdavouy KAomdoypén (LOVN 1] GE GLVOLOCUO LE
AX0) {owc ypetaotel mep1ocdTEPOG YPOHVOC o' GTL GLVNOME TPOKEYEVOL VO CTALOTIGEL 1] ALploppayio
Kot Ot B0 TPETEL VO AVOPEPOVY OTTO1AONTOTE 0loLVHBIGTN (WC TPOG TNV EVTOTION 1] T S1GPKELN)
ooppayic 6To yiTpo Tovg.

H ypnon ¢ epanag 06ong eoptiong tov 600 mg kAomdoypEéAng dev cuvioTdtol oe acheveig pe 0&L
oTEQOVINI0 GUVOPOLO YWOPig avioTact Tov ST dauoTipraTog Kot NAkiag >75 eT@v Ady® avénpévou
KvdOvVoV atpoppayiog o ovtov Tov TANOLGUO.

AOY® TOV TEPLOPIGUEVOV KAWVIK®V dedopévav o€ acbeveig nikiog >75 etdv ue STEMI PCI kot tov
avénpévou Kivohvou alpoppayioag,  xpnor eeanas doong eopTiong KAomdoypéing tov 600 mg o
npénel va eEeTdleTon Povo PeTd amd eEaTopkevEVT AELOAGYNON TOL KIvODVOL aploppayios Tov
acfevoug amd Tov 1Tpo.

Opoupfwtiy OpouPoreviki IHoppipa (TTP)

IToA0 omdvia €xel avapepbei Opoppotiky @popPorevikn Iopevpa (TTP) puetd amod yprion
KAOTO0YPEANC, UEPIKEG POPEC UETE ad UiKpn g dtdpketog Ekbeon. Xapaktnpiletal and Opopporevia
KoL IKPOOYYELOTAONTIKY GLLOADTIKY] OVOILIIO TOV GUVOEETAL EITE [LE VEVPOAOYIKG EVPTLLOLTO, VEPPIKT|
dvoiertovpyia N pe wopetd. H TTP givon pio Suvntikd ovatneopoc KaTAGTACT] TOL OOLTEL EYKOpN
ay@Y"], COUTEPILOUPAVOUEVIC TNG TAOCUAPAIPEST|S.

Eriktnty aapopilio

Eriktnm opogida £xel avapepbei petd amd yprion g KAOTIS0YPEANG. LE TEPIMTDOCELS
emPefaiopévng LELOVOUEVTG TOPATACTG TOV YPOVOL EVEPYOTTOUNIEVNG LEPIKNG OpopfomhacTivig
(@PTT) pe M xopig opoppayio, npénet va eEetaletan n exiktnTn apo@idio. Ot aobeveic pe
emPBePoropévn didyvoon enikntng apoeiriog tpénetl va ovtipetonilovtal kot va Bepamedoviot amd
€101K00G Kol 1] KAOTIO0YPEAT TPETEL VAL SLOKOTTETOL.

1Hlpoopoto 16Y0uuUIKe OYYEIOKD EYKEPOIIKO ETELTOOIO0



o FEvopln e Oepameiog

o g acbeveic pe 00 éhaccov IAEE 7 petpiov £mg vyniov kwvdovoo IIE, n dumin
avtioponetaiokn Oepaneia (Khomdoypéin kot AXO) Ba wpénetl va Eekivd To apyodTeEPO
24 dpeg PETE TV EUEAVIOT] TOV ETELGODI0V.

o Agv umhpyovv oToLyeio, OYETIKA [E TNV avoAOYio 0PEALOVE-KIVOHVOL TNG Bpayuypoviag
dutdng avtoponetaiiokng Oepaneiog oe acbeveig pe 0&d éhaccov IAEE 1 petpiov €wg
vynAov kvdvvov ITIE, pe 1otoptkd (Un TPavUATIKNG) EVOOKPAVING CLLOPPAYInG.

o ZXe aoBeveig pe un éhacoov IAEE, n povoBepaneio pe kKhomdoypéin Ba npémnel va Eexvd
HLOVO HETA TIC TPADTEG 7 NUEPES AmO TO ENELGOIO.

o AoOeveic ue un élacoov IAEE (NIHSS >4)
Abdyo Ehdetymg dedopévmv, 1 xpMon dmANG avtoponeTtaAlokng Bepaneiog dev cuvictatot (BAEre
napdypago 4.1).

o [lpooparo élacoov IAEE i uétpiov éwg vynlod kivovvoo IIIE oe a00eveic yia 1ovg omoiovg
EVOEIKVOTOL 1] TPOYPOUUOTI(ETOL TTOpEUSach
Agv vtapyovv dedopéva Tov va vtooTnpifovy T xpnon SANS avtioponetaAlakng Oepaneiog oe
aoBevelc Yo TOvg omoiovg evOeiKvLTAL EVOOPTNPEKTOUN Kap®TIduG 1 evdayyelakn Opoufektoun, M
o€ aobevelg yio Tovg omoiovg £xel Tpoypappotiotel Opoppoivon N avimmkriky Oepaneio. H dumin
OVTIOHOTETAALOKT] Bgpamein dEV GUVIOTATOL GE QVTES TG KATACTACELS.

Kvtoypawua P450 2C19 (CYP2C19)

Dapuaxoyevetikn: Xe aobeveis pe mepropiopévn petaforikn| ikavotnta tov CYP2C19, n
KhomdoypéAn oTic GuvieTOpEVES dO0ELS oynuatilel Arydtepn mocdTNTO OO TO OPACTIKO peTaforitn
™G KAOTOOYPEANG Kat €Yl LIKPOTEPN EMIOPOGT 0TN Agttovpyia TV aponeTarinv. EEetdoelg etvan
dwabéoipeg yo TNV Tavtonoinor tov yovoturov tov CYP2C19.

Emedn 1 khomdoypéin petaporiletor oto dpaotikd petaforitn e ev puépet amd to CYP2C19, 1
APNON POPUOKEVTIKAOV TPOIOVIMV TOV 0VAoTELLOVY TN dpdon Tov evidIov ovTov Ba avapéveTol va
€XEL MG OMOTELEG O PUEWOLLEVA EMiMESD TOV SpaoTikoV HeTAfoAitn g kKAomdoypéing. H khvikn
oLoYETIoN NG aAANAETiOpaong avTig lvar afféfam. Q¢ TpoPOAALN, 1 TAVTOYPOVT] YPNIOT LOYLPOV N
uétprov avactorénv tov CYP2C19 npénet va anobappivetar (PA. mapdypogo 4.5 yia po Aioto
avactorémv tov CYP2C19, BA. enione mapdypapo 5.2).

H yprion eappokevtik@v tpoidvtov mov endyovy tn dpdor tov CYP2C19 avauévetal va 0dnyncovv
o€ avénuéva emimeda PapUaKov Tov evepyol peTaforitn Tng KAOTO0YPEANC Kat Bo umopodoay va
gvioyLGoLV ToV Kivduvo arpoppayiog. [IpoAnmtikd, 1 TavTOYPOVI YP1OT IGXVPDV ETAYMYEDY
CYP2C19 00 mpénet vo. amobappiverar (BA. [Tapdaypago 4.5).

Yrootpauozo rov CYP2C8
IIpocoyn yxperdletor og acbeveic mov avipeTomiloviot BepanevTikd ToVTOYPOVA e KAOTOOYPEAT Ko
QOPUOKEVTIKG TPoidvTa oV gival vrootpduate Tov CYP2CS (BA. mapdypago 4.5).

A106T00podUEVES OVTIOPATELS UETALD Be1evomvpIovadV

Ot aoBeveic Tpémet vo aEloAoyovvTal Yl I6TopIKd VIEPELOITONGing oe Belevomupdives (dmwg
KAOTd0YPEAT, TIKAOTIOIVT, TPacOVYPEAT), dEdOUEVOD OTL el avapepOEl S1GTOVPOVIEVT AVTIOPOOT
avdpeoa og Betievomupidiveg (PA. mapdypapo 4.8). Ot Beievomupidive EvOEXETAL VO TPOKAAEGOVY
Nmies £0¢ coPapéc aAAepYIKEG AVTIOPACELG OGS £EAVON LA, aryYE100idN A 1] AULATOAOYIKEG
dlaoTowpoueves avTdpdoelg 0mmg OpouPfomevia kot ovdeteponevia. Ot acbeveig mov elyav avartdéet
TPOTYOVLEVT] OAAEPYIKT] AVTIOPOCT) KOUT QIOTOAOYIKT avTidopaoT o€ pia Beievorupidivn evoéyetan va
€yovv avénuévo Kivovvo avamtuéng g idtog 1 GAANG avtidpaons oe kdmola ALY Belevomupidivn.
2uVIoTATOL TAPOKOAOVONON TV acBEVOV e YVOOTH aAlepyia oTIG Belevomupidiveg yia onpeio
vrepevaistneciog.

Negpixiy ovoiertovpyio

H Ogpomevtikn gumeipio pe kKAomdoypéAn gival meplopiopévn oe acheveig pe veppikn dSucieitovpyia.
I't' avt6 N KAomdoypéLN Ba TPETEL VoL YPCLLOTOLEITOL e TPOGOYN G' L TOVG TOVG 0oBeveig (PA.
Tapdypoeo 4.2).



Hrozixn dvalerrovpyio

H epmepia eivon mepropiopévn oe acbeveig pe pETpLo NATIKY VOGO TOL UTOPEL VAL £X0VV AULOPPAYIKT
npodidfeon. H khomidoypédn, emopuévac, Bo mtpémet va xopnyeital pe Tpocoyn 6' avTovg Toug acheveic
(BA. mapdypago 4.2).

Exooya

To Grepid mepiéyet haxtoln. Acbeveic pe omdvia kKAnpovouka tpofrnuote dvoavetiog ot
yohoktoln, TANPT OVETAPKELN AOKTAOTG 1] KOKT amoppOpnor] YAVKOING-YoAaKkTONG dEV TPENEL VAL
AQBAVOLY VTO TO QOPUAKEVTIKO TPOTOV.

AVTO TO PUPUOKEVTIKO TPOTIOV TTEPLEYEL MYOTEPO 0td 1 mmol vatpiov (23 mg) avd diokio, sival avtd
mov ovopdlovpe «erevBepo vatpiovn.

4.5  Alremdpaoslg pe GAra QUPUOKEVTIKG TPOIOVTO KOl GALES popPEg alinieniopaong

Dapuoxevtikd Tpoiovro wov ayetiCoviol e Kivovvo ayuoppoyiog: Ynapyel ovénpévog kivouvog
aoppayiag Aoy g ovvnTikng afpototikng dpdonc. H tautdypovn yopnynon GopLaKELTIKOV
TPOIoVTOV OV oYeTiCovTal pe Kivouvo apoppayiag tpémetl vo Aapfdavovtal pe tpocoyn (BA.
Topaypapo 4.4).

AVURnKTIKG 07O TOV OTOUATOS: 1| GUYXOPNYNOT KAOTLOOYPEANC KO OVTITNKTIKMV 0T0 TOV GTOLOTOC
dev cuviotdral d10TL pmopei va avénoet v vtacn g opoppayiog (PA. mapdypago 4.4). Av koin
yopNyNon KAomdoypéANG 75 Mg/Mmuépa eV TPOTOTOINGE TN PUPUOKOKIVITIKY TG S-Pappapivig 7
tov INR (31€0voi¢ opolomompéving oyéong) oe acbeveic mov Aappdvouvv pakpoypovia Bepameia pe
Bappapivn, n cvyyopnynon kromdoypiAng pe Bopeapivn avédvet Tov kivovvo aipoppayiog A0y
aveEapTnNT®V AEITOVPYIDV TNG ALLOGTACTG.

Avaotoleic twv vrodoyéwvy e ylvkorpwteivyg IIb/111a: | kKhomdoypéln mpEmeL vo, xpnoyonoteitat pe
Tpocoyn o€ acheveils mov AapPavouy TaVTdYPOV AVACGTOAELS TV VTOSOYEMV TNG YAVKOTPOTEIVNG
lb/1lla (BA. mapdypago 4.4).

Axetvlocatixviixo old (A20): 1o AZO ¢ petéPfaie TNV OVAGTOAN IOV TPOKAAEL 1) KAOTIOOYPEAN
otV mpokaiovpevn and v ADP cucompevon Tov aiponetolMmy, evd 1 KAOTOoYpEAT eVioyLGE TN
dpdon tov AXO GV TPOKAAOVUEVT] OO TO KOALOYOVO GUGGMPELGT TV ALUOTETAAIWOV. Q6TdGO, 1
TavTo)povr Yopnynon S00 mg AZO dVo QopEG TNV NUEPA Y10 Lo NUEPC DEV OENGE CNUAVTIKG TV
TAPATOCT) TOV XPOVOL POTG TOL TPOKOAEITOL amrd TN AMyn NG KAomdoypéAng. Mia gappokoduvapk
oAAnAemidopaon peta&y kKhomidoypéing kot AXO sivor mbovi), pe amotélecpa Ty avénon Tov
KWvOOVOL alpopparyiag. ZUVERmS, | cuyyopnyNnon touvg Oa mpémel va yivetar pe mpocoyn (BA.
napdypoeo 4.4). Ilavtog, n kKhomdoypéin kot to AXO yopnynonkav pall yio dtdotnua péxpt Eva £tog
(BA. mapdypapo 5.1).

Hrapivy: og puo KAviK LEAETN TOV £Y1VE GE VY GTOUW, ) KAOTLOOYPEAN OEV KATECTNOE OVOYKOiaL T1|
petafoin g 06ong g nrapivng, ovte peTéPaire T dpdomn g nrapiving otnv TRéEN. H tavtdypovn
YOPNYNON TNG NIOPIVNG OEV EMNPENCE TNV AVACTOAN TG CLGGMPEVGTG TV ALUOTETOMMDY TOV
TpoKoAgitol amd TV KLomdoypEAN. Mia pappokoduvapkr oAANAeTidpacn Hetald KAOTOOYPEANC
Ko nrapivng eivor Thovy, pe amrotélecpa TV adENGCT TOL KIVOHVOL ALLoppayiog. TVUVETMS, 1|
ovyyopfynon tovg Ba wpénet va yivetar pe mpocoyn (PA. napdypagpo 4.4).

Opoufolvtina: 1 0CQAAELN TG TOVLTOYPOVIG XOPTYNONG KAOTIO0YPEATG, EOIKAV 1 [T Y10 TO IVAOOEG
OpoppoivTikdv Tapaydvimv Kot Nrapvav a&loloynbnke oe acbeveig pe o&d Epepaypo Tov
pookapdiov. H cuyvétnta epedvions KAVIKA O1ILOVTIKNAG GLLOPPAYIiNg HTOV TOPOIOLN LE OVTH TOV
mapoTnpnOnke, 6Tav ta OpopforvtiKd edppoKa Kot 1 nrapivy cuyyopnyndnkav pe AXO (PAérne
Topaypao 4.8).

MXEAD: og o KAWIKN LEAETT TOV €YvE GE VYLELS €0ENOVTEG, 1 TOVTOYPOVN XOPNYNON KAOTIO0YPEANS
Kot vorpo&évng avénoe ™ AovOavouco andAELN. 0IOTOG OO TO YOOTPEVTEPIKO. 26TOGO, AOY® TNG
EMheymg pedet@v oAAnAeniopaong pe dAda MEAD gival Tpog 10 TapdV AdlEVKPIVIGTO AV LITAPYEL



avénpévog Kivouvog arpoppayiog amd To YooTpevteptko pe 6Aa 1o MEAD. Zuvenmg, o MEAD
SLUTEPILOUPAVOLEV®V TOV aVOSTOAL®V TNG KapPo&uAdong Cox-2 kot 1 kKAomdoypéin Ba mpémetl va
ovyyopnyovviot pe tpocoyn (BA. mapdypapo 4.4).

SSRIs: epocov ot SSRIs emnpedovv v evepyonoinon TV apoTeTOM®VY Kot avEavouy Tov Kivouvo
aoppayiag, n tavtdypovn yopnynon tov SSRIs pe kKhomdoypéAn Tpémet va yiveTal e TPOGOYY).

AMeg tavtoypoves Gepaneicg:

Enaywyeic tov CYP2C19

Agdopévov 6T 1 KhomdoypéAN petaforiletar pepikdc 6Tov evepyo petafoiritn g amd to CYP2C19,
1 XPTON PUPLOKEVTIKMV TPOIOVTMOV TOV EXAYOVV TN SPACTIKOTNTA CVTOV TOL EVEOLOV OVOUEVETOL VO
00MYNoOoVY o€ AVENIEVO ETTEDD PUPLAKOV TOVL EVEPYOD UETUPOAITN TNG KAOTIOOYPEANG,.

H prpopmikivn endyer évrova to CYP2C19, pe amotérecpa 1660 v adENGT TOL EMTEIOV TOV
gvepyol LETAPOAIT KLOTOOYPEANC OGO KOL TNV OVOCTOAN TOV CLLOTETAAI®Y, YEYOVOS TOV E0IKOTEPA,
Umopel va evioyvoel Tov Kivouvo apoppayiag. I'ia mpoinntikovg Adyoug, 1 tavtdypovn xpron
oyvpav enaynyémv CYP2C19 Oa npénel va amoBappdvetor (BA. Tapdypapo 4.4).

Avaotoleic Tov CYP2C19

Ene1dn n khomdoypéin petaPorilerar ev pépetl péow tov CYP2C19 yia vo TpokdyeL 0 dpacTiKog
LETABOAITNG TNG, M XPNOT POPLOKEVTIKDV TPOIOVIMV TOV OVAGTEAAOVV T1 Opdior avtov Tov evidov
avapévetol 0Tt Ba €xel ¢ amoTELESHLO PELOUEVA ETITESA TOV dPACTIKOD LETAPOAITN TNG
Khomdoypéine. H kKAvikn cuoyétion g aAdnAenidpaong avtig eival aféPon. Qg mpoevAiatn, n
TOVTOYPOVT] YPNoMN WoXLPDV N PETPLOV avacTorémv Tov CYP2C19 npénet va amoBappuvetal (PA.
mapaypdeovg 4.4 kot 5.2).

DdoppokevtiKd TpoidovTo Tov eivat 1oyvpoi 1 puétplot avactoreic tov CYP2C19 mepthaufdavouv, yio
Tapadetypa, Tnv openpaloin Kot Ty esopenpaloin, tn eAovPoauivn, T eAovoetivn,
poxiofepion, t Popucovaldin, Tn eAovkovaloAn, TNV TiKAoTdiv, TV KapPapalenivn, Kot tnv
eaPpévin.

Avaotoleic g Avtiiag Ipotoviov (AAID):

H yopriiynon 80 mg ouenpalding epdmas nuepnoimg, €ite oTov 1610 ¥pOvo Ue TV KAOTIO0YPEAT, EiTE
pe 12 dpeg peta&d TV YopNYNoE®V TV 600 PapUIK®V, Leimoe TV EkbeoT Tov dpacTIKOD
petafoiitn katd 45% (86om poptiong) kot 40% (56om cvvinpnong). H peiowon oyetiotnke pe 39%
(6601 @OpTIoNg) Kat 21% (866N GLVIHPNONGC) UEIMOT TN AVAGTOANG THG CLGCMPEVONG TV
awponetariov. H ecopenpaloin avapévetor va, €yel mapopote. aAANAETidpacn pe v KAOTIS0ypEAT).

AVTIQATIKA dEOUEVE Y10 TIG KAMVIKES ETUTAOKES QTG TG POPLUKOKIVITIKNG
(®K)/papuaxodvvoutknig (PA) arinienidpaong avapopikd pe peilova kapdioyyelokd coppapota
&yovv ovapepOel amd pHeEETEG TapaTHPNONG KO KAVIKEG PEAETEG. QG TPOPOAAEN, 1) TALTOYPOVN
PN on ouenpalOANG 1 ecopuenpaloing tpémel va amobappivetar (BA. Tapdypago 4.4).

Ay0TEpO €vioveg PELDOELG TNG £kBeanc Tov petafodritn £xovy mapoatnpndet pe v mavrompaldin
TN AaveompalOAn).

O1 6VYKEVTPDOGELS GTO MAGGLLO TOV dPaCTIKOV petafolitn peiddnkay kotd 20% (56om edpTionc) Kat
Kkatd 14% (8601 cuvtHpnong) KATd TN S1EPKELD TNG TOLTOYPOVIS oywyng ue 80 mg movTompaloing
€QAmas NuePNCimg. AVTO GUGYETIOTNKE [E PEI®ON TNG LEONG OVOIOTOANG TG GLGGMPEVCTG TOV
awpometariov katd 15% kot 11%, avtictorya. Ta anoteléopata avtd delyvovv 0Tt 1 KAomidoypéin
Umopel vo yopnyeitot Pe TNV TovtompaloAn.

Agv vdpyovv otoryeia OTL GAAD POPUOKEVTIKA TPOIOVTIO TOL LELDOVOLV Ta YOOTPLIKA 0&€a Ontmg ot H2
OTOKAEIGTEG 1 T, avTIOE VAL €M PEALOVV TNV AVTIOHOTETAALOKT dPAoT) TS KAOTOOYPEANC.

Evioyopévn avtipetpoixn Oepomeio (ART): Ot acBeveig pe HIV mov vropfdAilovial og evicyvpévn
avtipetpoikn Oepancio (ART) dratpéyovv vynAd Kivouvo euEAVIoNE AYYEIOKOY GUUPBAUATOV.



"Exer mapatnpnBei onuovtikn peiowon g avactoing tov aponetariov og acbeveic pe HIV mov
é\afoav Bepomeio pe prrovaPipn N pe koumioiotdtn - evioyouévn ART Oepameia. [Taporo wov n
KAVIKT] GUVAQPELY, 0VTOV TOV EVpNUATOV eivat aféfam, vaipéay avbopunteg avapopic aclevav e
HIV mov vrofAnbnkav oe aymyn pe prtovafipn, evioyvpévn ART, ot omoiol eppdvicoy
EMAVOOTEVOOT LETA amd TN AVom TS amdepatng 1 HeTd omd Bpopfmtikd cOuPapo vtd
npoypoppatiopévng Oepaneiog eoptiong pe kKhomdoypéin. H uéon avacstoln tov aporetoliov
umopel va pelmBel pe Ty tawtdypovn xpnon KAomTdoypEANG Kal prrovafipng. ZUVETMG, 1 TOVTOYPOVN
ypnomn KhomidoypéAng ne evioyvpévn ART Bepaneio Oo mpénet va amobappuvoet.

AALO QOPUOKEVTIKG TTPOTOVTAL

"Evag apBpog KMvik@V HeAET@V EY0ouV Yivel Pe TV KAOTO0YPEAN Kot GAAG GUYXOPTYODUEVA
QOPLOKEVTIKE TPOTOVTA, OOTE Vo, £pELVNOEL 1) SUVATOTNTA PAPULAKOSVVOUIK®Y KOl QUPLOKOKIVI TIKOV
aAniemidpacemv. Agv TopatnpnOnKoy KAMVIKA ONUOVTIKESG POPLOKOSVVOIIKES OAANAETIOPACELS,
otav 1 KAOTIS0YPEAT GUYXOPNYRONKE Le aTEVOAOAN, VIPEDITTiVI, 1 LE GUVOLUCUO OITEVOAOANG KOl
vipedmivng. EmmAéov, n pappaxodvvapikn dpdon g KAOTO0YpEANG dev ENNPEACTNKE ONLOVTIKA UE
TN cLvyyopnynon eovoBapPitding 1 oleTpoyovoV.

H pappokoxivntiki g dtyo&ivng 1 g Beo@uArivng o€ petafAndnke pe tn cuyyopniynon g
Khomdoypéng. Ta aviio&iva de petéfaray to Babud g amoppdenong g KLomdoypEANC.

Agdopéva amd v perétn CAPRIE vrodeikvbouy 1L potvutoivn kai 1 ToABoutopidn, ot omoieg
petaforifovror amd to CYP2CY, pmopovv va cuyyopnynbovv pe ac@Aaielo pue TNV KAOTIOOYPEAT).

Dopuakevtikd Tpoidvta mov eivar vrootpmpato Tov CYP2CE: H khomdoypéAn xetl detybel oti
av&daver v ékbeon ot penaylvidn og vyieic ebehovtéc. Meléteg in vitro éxovv dei&et 6t M avénon
g £€kBeomg otn pemayAvidn eivar Adyw g avactoing tov CYP2C8 and to yAvkovpovikd
petafoiitn g kKhomdoypéing. E&attiog Tov kivdhvov avénpévemv GUYKEVTPOGE®Y GTO TAAGLLO, 1
TOVTOYPOVT] YOPNYNON KAOTOOYPEANG Kol Papudkmy oL exkabapiloviot kupimg pécm petafolMopon
amo o CYP2C8 (m.y., pemaylvion, mokAta&éAn) npénet va yivetal pe tpocoyn (BA. mapdypapo 4.4).

Ext6¢ and tig mAnpo@opieg Yo aAANAETIOPACELS LE GUYKEKPULEVO QOPHUKEVTIKE TPOIOVTO TOV
TEPLYPAPOVTOL TOPATAV®, OgV Exovv dteEaybei peréteg alAnAemidpaong tng KAOTOOYPEANC UE LEPIKE
QOPLOKEVTIKAE TPOIOVTA TOL YopNyouvTaL GLYVE o€ aobeveis Le adnpobpopfmticy acbévela. Qotodco,
000evelc TOV CLUUETELY OV OTIG KAVIKEG QOKIIEC e TNV KAOTOOYPEAT EAaPBav Lo TOKIAMQ
GLYYOPTYOVUEVOV POPUAKEVTIKAV TPOIOVIMV GUUTEPIAOUPBAVOUEV®Y TOV SI0VPNTIKOV, TOV -
OAVOGTOAEMV, TMOV OVTOYMOVICTMOV TOL LETATPENTIKOD eviOLOoV TG ayyelotacivng (avaotoreic MEA),
TOV OVTAYOVIGTOV SIOA®V acBecTion, TOV TOPAYOVIMV LEIMONG TOV EMTES®V YOANGTEPOANG, TMV
OYYELOOOGTAATIKOV TMV GTEQOVIOI®V oyyEl®V, TOV avTIOWPNTIKOV TapayOvVI®OY
(cvumeprAapfovopévng TN VGOLAIVIG), TV AVTIETIANTTIKAOV TOPUYOVI®V KOl TMV OVIUYOVIGTOV
TV VT0d0YEWV TG YAvKompwteivng ITb/111a ywpic evprpata KAMvVIKG onpovTIKGOV avemtfduntmv
OAANAETOPAGE®V.

Onwg kot pe GALovG amd ToL GTOUATOG aVAGTOAEIS P2Y 12, 1 GLYXOPYNOT OY®VIGTAOV OTIOEDDV EYEL
T SvvatodTNTO Vo KABLGTEPNOEL KOl VO LELMGEL TNV ATOPPOEN O TG KAOTIO0YPEANG TOVDS AGY®
g Ppadeiog yaotpikng kévaong. H khvikr onuacia dev gival yvooty. E&gtdote ) yprion evog
TOPEVTEPTKOV OVTIOHOTETOALOKOD TapAyovTa o€ acbeveig e o0& oTePavinio GOVIPOUO TOV OTALTOVV
GLYYOPNYNON LOPOIVIG 1] AAADV Yy®VIGTAV OTIOEWMV.

PocovPactativn: H khomidoypéhn €xet deiybei 6Tt avédvel v éxbeom ot pocovPactativn o€
aocBeveig katd 2 popég (AUC) kot 1,3 @opég (Cmax) HETA TN YopNynom d6omg khomdoypéing 300 mg
ro kotd 1,4 popég (AUC) ywpic enidpacn 611 Cmax LETA AT ETOVOLAUPOVOLEVT YOPNYNON HIOG
d00omg KhomdoypéANG 75 mg.

4.6 TovipétnTa, KONON KoL yorovyia

Kbnon



Emedn dev vmapyovv KAVIKA dedopuéva OYETIKE e TNV €KBEGN GTNV KAOTIO0YPEAN KATE TNV
€YKVLOGUVT), £IVOL TPOTYLOTEPO VOl LT YPTCILOTOLEITAL 1) KAOTSOYPEAN KATA T SLdpKELD TNG
E£YKVHOGHVNG OG HETPO TPOPOAAENG.

Meléteg oe {da dev KaTESEIEAY AUECES 1] EUUECES EMKIVOVVEG ETUTTOOCELS OTIV EYKVUOGVV, GTNV
avamtuén tov uPpHov, 6ToV TOKETO 1 6T HeTayevvnTik avantuén (BA. Tapdypago 5.3).

Onloouog

Eivat dyvooto €dv 1 khomidoypédn amekkpiveTal 6To avOpdmTvo unTpikod yaia. Mekéteg og (da
KaT€SEEAY amEKKPLoT TG KAOTO0YPEANC 6TO UNTPIKO YAAA. Q¢ LETPO TPOPVAAENG, 1) YoAOLYiO OEV
O mpémel vo cuveyileton katd ) dibpkela ¢ Oeponeiag pe to Grepid.

Toviuotnra
H xhomdoypéin dev Exet kotaderyel 0t emnpedlel T yoviudtnta o€ pekéteg pe (do.

47 Emopaceig 6Ty IKAvOTITE 001]Y161)G KU1 (EIPIGHOV YUV LATOV

H xhomidoypéin dev Exet Koud 1 £xEL aoNUavVTIN EXIOPACT GTNV IKOVOTNTA 03YNONG Kol YEPIGUOD
LYoV LATOV.

4.8 AvemOovunteg evépyeleg
Tepiinyn tov mpoeil acpdleias

H acpdiein e khomdoypéing a&oroynOnke og mepiocdtepovs amd 44.000 acbeveic mov Exovv
GUUUETACYEL G€ KAMVIKEG HeAéTeC, cupmeptlapfavopévov tepiocdtepov and 12.000 achevdv tov
ékavav Bepaneio yia 1 ypdvo 1 meptocoTEPO. ZVVOAIKE, 1| KAOTOOYpEAN 75 mg nuepnoing fTav
ovykpiown pe 1o AXO 325 mg nuepnoing ot perétn CAPRIE, aveaptnta amd v niikia, To @OAO
Kot TN PUAN. Ot KMVIKA GLUVOEOLEVEG e TO PAPHOKO OvETOOUNTES EVEPYELEG TOV TTapATNPTONKAV OTIG
peiéteg CAPRIE, CURE, CLARITY, COMMIT kot ACTIVE-A neprypdoovrol mapakdto.

Emumdéov g eumeipiog omd Tig KAVIKEG LEAETES, avemBOUNTEC EVEPYELEG EXOVV Eiong avapepOel
avBopuftos.

H owoppayia eivar 1) o cvyvn avtidopacn mov avapépdnke 1000 o€ KAVIKEG LeAETEG OGO KAl e
Baon v gumepio peTd TNV KLKAOQPOPIo TOL TPOIOVTOG GTNV Ayopd, OOV avapEpbnke Kuping Katd
T S1dpKELD TOV TPMTOL UAVa, TG Bepameiog.

e aoBeveic g nerétng CAPRIE mov élafav Oepaneia ite pe khomdoypéln eite pe AXO, 0
GLVOAIKY] GUYVOTNTA KAOE €ld0vg arpoppayiog nTav 9,3 %. H cuyvotnta epedviong copfapmv
TEPIOTOTIKMOV NTOV TOPOLOLA Y10 TV KAOTO0YpEAT Kot To AXO.

> pekétn CURE, dev mapovcidotnkay emmAéov peiloveg apoppayieg pe tov cuvovacud
Khomdoypéing pe AXO og ddotnpa 7 nuep®V LETE TNV EXEUPAOT AOPTOSTEPAVIOING TOPAKOLYTS,
o€ acbeveig mov otapdtnoay ™ Oepancio TepocdTEPES OO 5 NUEPES TPV TN YEPOVPYIKY EXEUPOOT.
Y& aoBeveic mov cuvé IGay TNV aymyn evtog S NUEPOV amd TNV ETEUPOCT] AOPTOGTEPAVIOING
TOPAKOLYTG, | CLYVOTNTO TV ENEIC0diV Tav 9,6% Yo TV KAomdoypéAn pe AZO kot 6,3% yio To
gikovikd pdppoko pe AXO.

> pekétn CLARITY, vipye cuvolikn adEnoT ToV aoppoytdv TNV opado KAOTIS0YPEANG e
A0 évavtt g opddag eikovikod eappakov pe AXO. H cuyvotta eppdviong peiovog apoppayiog
nrav mopdpota pHetald tov dVo opddwv. Ta amoteléopuata avTd 16YHOLY KoL Y1 TIC VTOOUAOES
acfevav 0nmg opilovTal amd YOPUKTNPLOTIKA AVapOopag Kol arnd Tov Toumo g Oepaneiog pe
Opoppoivtikd  nrapivn.

> pekétn COMMIT, 10 GUVOAIKO TOGOOTO U EYKEPUAKNG HEIlOVOg aupoppayiog 1 EYKEQPOAKNAG
aopparyiog oy YoUnAd Kot TopOHolo EVIOG TMV dV0 OUAd®V.
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> pekétn ACTIVE-A, to 1060016 g peilovog arpoppayiog NTov LeEYOADTEPO STV OUAdA TNG
Khomidoypéing + AXO évavtt TG opddag skovikov appiakov + AX0 (6,7% évavtt 4,3%). H peiCov
aoppayio NTav Kupimg eEmKPAVIaKNS TPoEAevong Kot oTic 600 opades (5,3% otnv oudda
Khomdoypéing + AXO- 3,5% otnv opdda eikovikol pappdkov + AX0), Kupimg and TO YOOTPEVIEPIKO
colva (3,5% évavtt 1,8%). Yanpée pa adénon g evookpoviaknig apopparyiog otnv opado aymyng
pe Khomdoypéin + AXO cuykpivopevn pe v opdda gikovikod eapudakov + AX0 (1,4% évavtt 0,8%
avtiotoya). Aev vINPEE GTATIGTIKG GNUAVTIKT] S10POPE GTO TOGOGTA TV BAvaTNPOPOV ALLOPPAYIOY
(1,1% otnv opdda Khomdoypéing + AZO kot 0,7% otnv opdda eikovikod eoppdakov + AX0) Kot Tov
alpoppaykod ayysikob eykepaiikov encicodiov (0,8% xat 0,6%, avtictorya) petalld Tmv opadmy.

Ymv puekét TARDIS, ot acbeveig pe TpoGQaATO 1GYALKO EYKEQOAKO ENEIGOO10 TOL EAafaV EVTATIKN
avtoponetailokn Oepaneio pe tpio appokevTikd tpoiovia (AXO + KAOTd0ypEAN + STLPOapOAN)
EUQAVIOOY TEPICCOTEPT| QLLLOPPAYin KOl aLpoppayic LEYaAVTEPNG coPapdtnTac o€ cOYKPLIoN EITE UE
povobBepameio, pe KAOTIO0YpEAN gite e cuvdvacd AZO Kol SITVPBAUOANG (TPOCAUPHOGUEVO KOIVO
OR 2,54, 95% CI 2,05-3,16, p<0,0001).

KazdAoyog twv avemBountwv evepyeimv ae nopen wivaro,

AvemBdunteg evépyeleg mov gite peovioTnKay Katd Tn SGpKELN TOV KAMVIKOV LEAETOV gite
avaeéptnkav avBopuntwg mapovotdloviotl otov mivaka mov akolovBel. H cuyvotntd toug opileton
ue Baon tig axdrovbeg mapadoyés: cuyves (=1/100 émg <1/10), dxt suyvé (>1/1.000 mg <1/100),
onavies (>1/10.000 éwg <1/1.000), ol omavies (<1/10.000), un yvootés (dev pmopovv va
ektiunBovv pe Paon ta dwbéoipa dedopéva). Evidg kabe katnyopiag opyovikod GLGTAATOC, Ot
avemBvunTeg evépyeteg mopatiBevtar kotd eBivovsa celpd coPapodTnTag.

Katnyopio/ Xoyvég Oy ovyvég Xravieg oAb omavieg, pn
Opyoviko YVOOTECH
XvoTnpo

Awrtopoyés Tov ®popponevia, Ovdetepomevia, OpoppoTikn

OO0 TIKOV AevkKomevia, ocoumeptiappavo- | Opoupomevikn

KOl TOV NOcvoPiMa HéVNG ™G nopevpa (TTP) (BA.
AepQucon cofopng napbypago 4.4),
GUOTNLOTOG 0VOETEPOTEVIDG OTAOGTIKY] aVOLia,
TOVKLTTOPOTEVICL,
OKOKKIOKVTTOPOLLLIL,
GoPapi
OpopPonevia,
EMIKTNTN OOPIAiD
A,
KOKKIOKVTTOPOTEVIQ,
ovopio

Kapdoxég Yovdpopo Kounis
dratapayEg (ayy€106VGTOOTIKY
alhepywkn otn0dyym/
OAAEPYIKO EPQPOYLLOL
TOV pokapdiov) 6To
mhoiclo avtidpaong
vrepevacnoiog
AOY® ™G
Khomdoypéing*
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Katnyopia/ Yoyvé Oy ovyvég Xravieg IMoX¥ omavieg, pn
Opyaviko YVOOTECH
Yoot

Awotapoyég Tov Opovoacia,
OVOCOTOTIKOD AVOQPUAOKTOEDELG
GUGTNLOTOG avTdpdoels,
QOPUOKEVTIKN
vepevatcncio
AOY®
dloTavpovUEVN
avTiopaong avapeso
o¢ Betevomupidiveg
(6mwg Tuchomdiv,
TPAGOVYPEAN) (BA.
mopaypapo 4.4)*,
LTOAVOGO GUVOPOLO
KATé VGOLALVNG, TOV
umopel va 0dMnynoet
o€ coPapn
VITOYAVKOLLLA,
Wwitepa og acbeveic
pe vedétomo HLA
DRA4 (w0 ouyvo
GTOV 10TOVIKO
TAnBucud)*
Yoyatpikég Yevdoohnoetg,
Srotapoyég GVYYLON
Awotapoyég Tov Evdokpoaviokn Awotapoyéc g
VELPUKOV opoppayio yevong, ayevoia
GUOTNLOTOG (avaeépOniay
OPLOUEVEG
MEPUMTAOCELG LE
Bavatneopo
éxPaon),
KePaAaAyia,
mapaicOnoia, {aAn
OpBolpicég Ayoppayieg Tov
StoTapoyég opBoApod
(emmepukoTOG,
gvoopBdiia,
aUQIBANGTPOE0VC)
Awotapoyég Tov Tayyog
®TOG KOl TOV
AapupivBov
Avyyelokég Awdtopo YoBapn apoppayia,
Sratapoyég ooppayia omd to

EYXEPNTKO TpadLLO,
ayyeutida, vroToon
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Katnyopia/ Yoyvé Oy ovyvég Xravieg IMoX¥ omavieg, pn
Opyaviko YVOOTECH
Yoot

Awtapoyés tov | Emiotaén Awoppayio and v

OVOTTVELGTIKOV OVOTTVELGTIKT 000

GUGTNLOTOG, (oupomTVON,

Tov Odpaka Kot TIVELLOVIKTY|

TOV ooppayia),

pecofmpaxiov Bpoyyodoracpog,
diapeon
TVELLLOVITION,
NOCWOPIMKT)|
TVELLLOVIOL

Awrtapoyéc tov | Ayoppayio | Taotpikd éhkog ko | OmcBomepitovai- | ['aotpevrepikn Kot

YOGTPEVTIEPIKOV | TOL dMOEKASAKTUAIKO K1 opoppoaryio ome00TEPITOVAIKT

YOOTPEVTEPL- | €AKOG, YOOTPITION, aoppayio pe

KOV COANVA, | EUETOC, VOUTIO, Bavatneopo ékPaon,

dldppota, SVOKOIAMOTNTA, ToyKpeATITION,

KOWALOKO HeTE@PIoUOG KOATIOO

dyoc, (ovumeptiapPovo-

dvomeyia HEVNG TNG EAKMOOVE
N AEUPOKVTTOPIKNG
KoATdag),
GTOLOTITION

Awotapoyég Tov Oé&ela nrotikn

NTATOG KOl TV OVETAPKELQ,

YOI POPOV nratitdo, pn
(PLGLOAOYIKES
doKacieg NIATIKNAG
Agrrovpyiog

Awrtopayés ov | MoAorog E&dvOnpua, kvnoudc, TTopeoivymdong

OEpUOTOG Kot aoppayio omd 10 depuatitioa (toikn

TOL VTOSOPIOV dépo (Topevpa) EMOEPLUIKT

16TOV vekpoALON,

ovvdpopo Stevens-
Johnson, ToAbpopeo
gpuOnua, ofela
YEVIKELUEVT
eEavOnuotikn
QAVKTOIVOOT
(OT'E®)),
ayyelooionua,
GLVOPOLO
QOPLOKOETAYDUEVIG
vrepevasOnoiag,
QOPUOKEVTIKO
eEavonua pe
NoowoPiiio Kot
GUGTNUOTIKY
GUUTTOLOTOL
(DRESS),
epuONUOTOdEC M
UTOPOAMOMTIKO
e&avonua, kvidwon,
éxepa, opadog
Asymvag
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Katnyopia/ Yoyvé Oy ovyvég Xravieg IMoX¥ omavieg, pn
Opyaviko YVOOTECH
Yoot

Awotapoyég Tov TINvvaukopactio
OVOTOPOYDYL-
K00
GUGTNHOTOC KOl
TOV LOGTOV
Awrtopayés Tov MvuookeAeTIKT
LLVOCKEAETIKOD ooppayio
GUCTNHOTOC KOl (aipapBpo),
TOV GUVOETIKOD apBpitida,
1GTOV apBpadyia, poodkyio
Awrtopayés Tmv Auwatovpia ZTEPALATOVEPPITL-
VEQPPOV KOl TOV da,avénuévn
0VPOPOP®V Kkpeatvivn aipotog
000V
Tevucéc Awoppayio TTvpetdg
dlotapayég ko | ot 0éom
KOTOGTAGELS TOPOKEVTN-
g 0500 ong
xopnynong
Moparkivikég [Mopatetapévog
egetaoels xpOvoG pong,

pelopévog aptBpde

0VOETEPOPIAMY,

petwpévog apipoc

OLUOTETOM MV

* ITIAnpogopieg mov oyetiCovtar e TNV KAOTOOYPEAT LE «UN YVAOGTI» GLYVOTNTO.

Avaopd mbovoroyoduevav avemounTomv EVEPYEIDV

H avagopd mBoavoloyodpevov avemBiuntov evepyeldv petd amd tn yopnynon adeiog kukAopopiog
TOV QOPUOKEVTIKOD TPOidvVTOg eivor onuavtikny. Emttpémel ) ocvveyn mopakoiovdnon tng oxéong
0PELOVC-KIVOUVOL TOV  (QOPUOKELTIKOV TPOTOVTOG. Znteitor amd TOVg EMOYYEAUOTIEG VYElOg va
avaPEPOVY OTOLEGONTOTE MHOVOAOYOVUEVES AVETIBVUNTES EVEPYEIEG UECH TOV EBVIKOL GLGTNLLOTOSG
avapopdg Tov avaypdeetor oto [Hopdptmua V.

49 Yrepodoooloyia

Yrepdocoroyia Letd amd yoprynon KAomdoypéAne umopel va odnynoel oe mopdtact Tov Ypdvou
POTG KoL ETakOA0VOES apoppayikég emmAokég. Edv mapoatmpnbovv apoppayieg Oa tpénet va
e€etaotel mow ivor 1 KATGAANAN oryyn.

Agv €yet Ppebel avtidoTo TG PopUAKOAOYIKNG dpAcNG TNG KAomdoypéAng. Edv amatteiton dueon
d1opbmaon Tov TAPATETOUEVOL YPOVOV POTIC, 1] LETAYYIOT) QUOTETOA®Y UTOPEL VO, AVOGTPEYEL T,
AmOTELECUOTA TG KAOTLOOYPEANC.

5. OAPMAKOAOI'TKEX IAIOTHTEX

51 ®@oppokodvvopikE 1010TNTEG

DoppokohepamenTIKy KATNYOPin: OVAGTOAELG GVCCOPELONG OUOTETAAI®Y EKTOG TOPIvIG,
kwdwog ATC: BO1IACO4.

Muyoviouog dpaong

H «homdoypéin eivar Eva Tpo@appaKo, vog and Toug HETaPoAiTeS TOL 0oioV €lval aVOGTOAENS TG
oLeemPeVoNG TV oponetadiov. H khomdoypédn mpénet va petaforiotel and to Evivpo Tov
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CYP450 ywo va mapd&et 1o dpaoTikd PETOPOAITI TOV AVOGTEAAEL T GCUGCMOPEVCT] TOV OLUOTETOAIMYV.
O dpaoTikdg petaforitng g KAOTIO0YPEANG EKAEKTIKA OVAGTEALEL T 6VLELEN TNG SUPOCPOPIKNG
adevooivng (ADP) pe tov vodoyéa P2Y12 tov auponetarlimv Kot Ty enokoiovdn evepyomoinon,
péow g ADP, tov cupmiéypartog g yAvkorpwteiving GPIIb/Ia, avaotéllovtag pe tov tpomo avtd
1] GUGGMPEVCT TOV OLUOTETAAIOV. AOY® TNG L1 AVOSTPEYIUNG GVLEVENG, Ta ekTeDEEVAL
OLUOTETAALY ETNPEALOVTAL Y10 TO VTTOAOITO TOV ¥pOvoL {®Ng Tovg (Katd Tpoosyyion 7-10 nuépec) Ko
1 AVAKTNOT TG PLUGIOAOYIKNG AglTovpyioag TV aiponetaiinv cvuPaivel pe puOud avéroyo pe to
pLOU6 avavémong tov aponeToliov. H cueompevon tov aiplonetolimy, Tov TpoKaieital and
aywviotég dAlovg omd v ADP, avaostéddetal, emiong, amd TNV TOPEUTOSIOT TNG EVIGYLONG TNG
EVEPYOTOINGONG TOV LUOTETAAIOV amd TNV ameAevBepovpevn ADP.

Ene1dn] o dpaoctikdc petafoiritng mpoxvntet omd ta Eviupa tov CYP450, opiopéva amd to onoia
TOPOVG1ALOVV TOAVLOPPLGLOVG 1] VITOKELVTOL GE OVAGTOAN A0 GAAN PAPULOKEVTIKA TPOIdVTa, OV Oa
£yovv 6A01 01 ae0evelg EMAPKT AVAGTOAT TOV OLLOTETAAMV.

DopPUOKOOVVOLULKES ETLOPATELS

Enmavolapfovopeveg d6c1c Tov 75 mg v NUEPE TPOKAAEGAY CNUAVTIKT] OVOUGTOAN TNG
mpokaAoOevnc and tnv ADP cuecdpevuong Tov aiponetoMov and ) tpmtn nuépa. H avacstoin
ovt) avENONKe TPoodevTiKd Kol £pTace o atabepd eninmeda peta&d ¢ 3ng Kot 7ng nUEPOC. X
otabepn KATAGTAGN, 1] OVOGTOAN TNG GULOTETOALOKTG GVGCMPEVGNG TOV TAPOTPNONKE e SO0

75 mg v nuépa, ftav g 1atng Tov 40 % £mg 60 %. H cvoompevon tomv arpometaiiov Kot o
1pOvog pong eraviABay otadlakd ot apykd emimeda, YeEVIKA LEGA GE 5 NUEPES LETA TN SLOKOTN TNG
Oepameiog.

Klivikn aroteleouatikdtnro kot aopaieio,

H aocpdlieto kot 1 amoTelecpaTkKOTNTO TN KAOTIO0YPEANG £xEl a&loloyn el og 7 SImAEC-TVQAES
peAéteg otig onoieg cuppeteiyav mdve amd 100.000 acBeveic: n CAPRIE, pia pelétn cvykpiong g
KAomdoypéing Evavtt tov AZO kar ot CURE, CLARITY COMMIT, CHANCE, POINT xot
ACTIVE-A, pehéteg o0yKplong tng KAOTO0YPEANG £VAVTL EIKOVIKOD QUPUAKOV, OTTOV Kot To, 500
QOPUOKELTIKA TpoiovTa yopnynOnkav oe cuvovacud pe AZO kot GAAN cvykekpévn Bepamneia.

Llpooparo Euppoyuo T0v HDOKOPAIIOD, TPOTPATO OLYYEINKO EYKEPOAKO ETEICOOLO 1 EYKATETTHUEVN
TEPLPEPIKN OPTHPIOKY VOTOS

H perétn CAPRIE cvunepiérafe 19.185 acbeveig pe aptnplobpopfwon, mov eiye ekdnimOel pe
TPOCPUTO EPEPAYLLO LLOKOPITOV (< 35 NuUEPEC), TPOGPUTO 1oYAUKO OYYELNKO EYKEPUAIKO ETEIGOO10
(peta&d 7 nuépeg kar 6 unveg) N eykatectnUéVN Teplpepikn aptnplokn voco (ITAN). ‘Eywve
Tuyoonoinomn Tev aclevdv og opddeg KAomdoypéing 75 mg/muépa 1 AX0 325 mg/muépa Ko m
mapokolovOnon opkece yio 1 £g 3 ypdvia. TNV vTOOUAdH UE EUEPAYLLO TOL pvokapdiov, ot
nepliocdTepPOL amd Toug acheveic Elafav AXO yia Tig TpdTEG Alyeg NUEPEG UETA TO 0&D EPEPAYLLO TOV
pvoxopdiov.

H xhomidoypéin pelwoe onuUavTikd t GuxvoTNTo ELPAVIONS VEDV IOYAIUKOV ETEIGOdImV (G0VOETO
TEAKO onueio a&loAdYNoNG ELPPAYIATOG TOV LVOKOPII0V, 1GYALLUIKOD OyYELKOD EYKEPUAIKOD
EMELG0010V Kal Kapdlayyelonkol Bavatov) cuykpvouevn pe AXO. Xpnotlomoidvtog T0 LOVIELO
OTUTIOTIKNG oviAVONG e okomod v Oepamneia, 939 encioddin e€etdotniay Ty opada g
Khomdoypéing, kot 1.020 eme1c6d1a pe AXO (peiwon tov oyeticov kvdvvov (RRR) 8,7 %, [95 % CI:
0,2 ¢mg 16,4], p = 0,045), mov avaroywd onuaivel 6Tt og Kabe 1.000 acbeveig mov Elafav aymyn emi
2 xpovia avtiotoryovv 10 [CI: 0 émg 20] emmpocBetol acBeveic Tov TpoPLALYONKAY amd vEo

oY OKO EMEIGO010. AVAAVOT| TG GUVOAIKNG BVNGIUOTNTAG (0 SEVLTEPEVOV KOTAUATKTIKO GNUELD dEV
£6e1&e Kamolo onpovTikh dopopd peta&d g kKAomdoypéng (5,8 %) kot tov AZO (6,0 %).

e po avaAvomn VTooOUAd®V ava KaTdoTtooT (ELEPOYU TOV HDOKAPSIOV, IOYOUIKO oyYELOKO

gykepalko enelsodto kat [TAN) to 6pelog amodeiybnke Péyloto (EXTLYYAVOVTOG GTATIGTIKN dlOpOpd
p = 0,003) og acbeveic mov elyav cvumepiinedel Aoy ITAN (1diwg oe ekeivovg Tov giyov emiong
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16TOPIKO EPPPAYUaTog ToL pvokapdiov) (RRR = 23,7 %, CI: 8,9 éwc 36,2) kot pikpdtepo (ot
ONUOVTIKA dapopeTikd and AZ0) og achevelg pe ayyelonod eykepaixd enelcodo (RRR = 7,3 %, CI:
-5,7 éw¢ 18,7 [p=0,258]). Xe acOeveic mov giyav cvumepiinedel otn dokun pe uoévn artoroyio
TPOGPUTOV EUPPAYUATOG TOV LLOKAPOI0V, 1) KAOTLOOYPEAN AV aplOUNTIKA KOTOTEPN AALY XOPig
oTOTIOTIKA onpavtikn dapopd and to AXO (RRR =-4,0 %, CI: -22,5 émg 11,7 [p=0,639]). EmnAéov,
N avéivon piog vwoopddag pe Pdon v nAtkio £6€1Ee OTL TO OQEAOG amd TNV KAOTIOOYPEAT GE
aoBeveic Avo TV 75 eTOV NTaV LIKPOTEPO Ao gKEIVO TOL TTapaTNPNONKE 6€ acbevelg < 75 eTMv.

Emedn n doxyuny CAPRIE dev Ntov og 001 vol EKTIUNGEL TV OTOTEAEGUATIKOTNTO TOV ETTL LEPOVG
VTOOUAS MV, BEV EIVOL CUPES EAV O1 SOPOPEG OTI GYETIKT EAATTMGT TOV KIVOOVOL GTIS VITOOLADES LLE
KATAoTOOT VAL TPAYUATIKES, 1| OTOTEAEG O TOYNG.

OC&b arepoviaio odvipouo

H perétn CURE ovumepiélafe 12.562 acheveic pe 0&H otepoviaio ohvopopo ympic avacmaoT tov
Swaotiuotog ST (aotabn ot Oayym N Euepoyie Tov LoKapdiov ywpic kopo Q), Tov tpocHibay péca
o€ 24 OPEG HETA TNV EULPAVIOT] TOV O TPOGPATOL EMELTOOI0V BwPaKLKOD AAYOVG 1] GUUTTOUATOV
ovpPatdv pe woyopia. Or acBeveilc amotyOnke va £xovv eite NAEKTPOKAPIOYPAPIKES LETAPOAE
ovppatég pe véa woyaipio 7 avénon Tev kapdakmv eviduwv 1 tpotovivng I | T TovAdyiotov dvo
(QOpEG AV OO TO AVATATO PUGLOAOYIKO Opro. Ot acbeveig Tuyatomom|Onkav og KAOmSoypEAN

(300 mg d60n @opTionc axodovboduevn amd 75 mgMmuepnocing, N=6.259) 1| elkovikd @ApHOKO
(N=6.303), ka1 o 800 yopnyndnkav oe cuvévacud pe AXO (75-325 mg epdma& nuepnoing) kot
dhec kabiepopéves aywyég. Ot acbeveic NTav vad aywyn péypt kot Eva ypovo. tn perétn CURE, og
823 (6,6%) acbeveic cuyyopnynnkay avtayoviotég tov vrodoyswv yAvkorpmteivng Hb/1l1a.
Hrapiveg yopnyndnkav oe nepiocdtepo amd to 90% tov acbevav Kot o oyeTikdc puBpog apoppayiog
peta&d KAOTO0YPEANG Kol EIKOVIKOD (OPUAKOD OEV EXNPEACTNKE CTILOVTIKG OO TI GLYYOPNYNoN

nrapivng.

O ap1Buog TV acbevav mov agloloyndnKay og TPog T0 TPMTEVOV KATAANKTIKO onueio [Odvartog
KapdloyyElOKNG artiodoyiag, Epepaypa Tov pvokapdiov (MI), 1 ayyeioxd eykepaikd enelcdd0] Nrav
582 (9,3%) otnv opdda g KAomdoypéing kot 719 (11,4%) otnv opdda Tov 1KOVIKOD POPUAKOV, LLE
20% peimon Tov oyeTkod Kvduvou (95% CI 10%-28%, p=0,00009) yio Tnv opdda g
KhomdoypéAng (17% oyetikn peimomn Tov Kvdvvov otav ot acBeveic NTav VIO GLVTNPNTIKY OY®YN,
29% otav giyav vroPAndel oe enépPaon SadePIIKNG SLOVAKNG Ay YELOTAACTIKNG OTEPAVIOi®V
(PTCA) pe M yopic tomobétnon evdompdbeong (stent) ota otepaviaio kot 10% otav giyov vropindel
o€ emépPaon aoprootepaviaiog Tapdkoapyng (CABG)). [TpoAnednkav véa kapdiayyelakd neicodLo
(Tpwtedov TEMKO onueio a&loldYNoNG), e GYETIKEG HEWDGELS TOV KVOUVOL TG Ta&ews Tov 22% (CI:
8,6, 33,4), 32% (ClI: 12,8, 46,4), 4% (Cl: -26,9, 26,7), 6% (CI: -33,5, 34,3) ko 14% (CI: -31,6, 44,2),
Katd T d1dpKeln Tov daotnudtov e uerétng 0-1, 1-3, 3-6, 6-9 kot 9-12 unvec, avtictoya.
YUVETMG, LETA TOVG 3 UNVEG AY®OYNS, TO OPELOG TOV TTopaTnPnONKe 0TV opdda KAOTId0YpEANG +
A0 dev avéndnke meportépm evd o kivouvog atpoppayiog mapéuewve (BA. mapdypapo 4.4).

H ypnion g kAomdoypéing otnv CURE cuoyetiotnke pe peimon g avayxng yo Opopfoivtikn
ayoyn (RRR=43,3%, Cl: 24,3%, 57,5%) ko1 avactoieic vrodoyéwv yhvkompwteivng l1b/111a
(RRR=18,2%, CI: 6,5%, 28,3%).

O ap1Buog TV acbevav mov aloloynnKay ®g Tpog To GOLVOETO TPOTEVOV KOTAANKTIKO onueio
[6&vaToc kapdiayyelakng ortiodoyiag, Epepaypa tov pvokapdiov (MI), ayyelokd eykeaiikod
enelo0010 1 avOektikn woyapio] nrav 1.035 (16,5%) oy opdda ¢ kKhomdoypéAng ko 1.187
(18,8%) otnv opdda tov €1KOVIKOD Qapurakov, pe 14% peimon tov oyetikon kvdvvov (95% CI 6%-
21%, p=0,0005) yia v opdda TG KAOTO0YPEANG. AVTO TO OPELOG TPOKVTTEL KLPIMG 0md TN
OTATICTIKMG CNUAVTIKY HEIMOT TG GUYVOTNTOS ELPAVIONS TOL ELPPAYLATOG TOV pvokapdiov [287
(4,6%) otv opdda g KAomdoypéAng kat 363 (5,8%) otnv opdda Tov EIKOVIKOD QapuUidKov]. Agv
TopoTNPNONKE ENIOPACT] GTN CLYVOTNTO EXAVEICAYWDYNG GE VOGOKOUEID Y10 aoTafn otnOdyym.

Ta amoteléopato OTmG eKTUNONKAY 6€ TANOVGUOVG PE SIOPOPETIKA YOPUKTNPLOTIKG (TT.Y. aoTadn
omOayyn M uepoyua Tov puokapdiov ywpig kKopo Q, yaunio £mc vynid kivévvo, vVmapén dafnTn,
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avaykn erépPaong eravayyeimong, nikio, OAO, K.AT.) NTOV COLPOVA LLE TO, ATOTEAEGLOTO TG
TPOTAPYIKNG AvAALoNG. ZuyKekpyéva, oe pio post-hoc avéivon 2.172 acbevav (17% tov cuvoiikod
mTnBucpov acbevav g uerétng CURE), o1 omoiot vrofAnOnkav og tomofétnon evoomnpodbeong
(stent) (Stent-CURE), ta dedopéva. £de1&av 011, 4tav 1 KAOTO0YPEAN GLYKPIVETAL LLE TO EIKOVIKO
QAPLLOKO, KOTASEIKVDETAL GNULAVTIKT Lelmon Tov oyetikov kvdvvov (RRR) katd 26,2% ctoug
aoBeveic mov eAdpPovay KAOTO0YPEAN MG TPOG TO GHVOETO TPMOTEVOV KATOANKTIKO orueio (BdvaTog
KOPALOYYELOKNG QUTIOAOYIOG, EUPPOAYLLO TOV LLOKOPIIOD, OYYELOKO EYKEPAAIKO ETELGOOI0) KO ETIOTG
pio onuavtikn peimon katd 23,9% tov 6yeTikoD Kvdvvov g TPpog To cuVOETO degvTepedOV
KOTOANKTIKO onueio (Bdvatoc amd kapdiayyelokd aitia, EREPOyLo TOL HVoKaPIion, ayyelokd
EYKEPAAKS eNEIGO010 1 0vOekTIKN 1oyaipia ). EmmAéov, To mpopil acpaielag g KAOmOoYpEANG o
QLT TNV VI0-0UAd0 0oBEVAOV dev dNUIOVPYNOE KATO10 1310{TEPO TPOPAN L. ZVVETDG, TO
QOTEAECLLOTO AT OVTO TO VTO-CVUVOAO GULPOVOVV LE TOL GCUVOMKGE ATOTEAEGLLATO TNG OOKLUNG.

Ta 0péAN Tov TapatnpRONKay pe TV KAomdoypéAn Ntav aveaptnto amd dAAeg Oepameieg mov
yopnyoldvrol 0EEmg N xpoving yio Kapdiayystakd voonpata (Onmg nmapiv/mrapiveg pikpov poptokon
Bapovc (HMMB), avtaymvictég vrodoyémv tne yAvkonpwteivng ITb/Ia, vrolmidauikd
QOPUOKEVTIKA TTPOidVTa, B-avAGTOAEIC, KoLl AVOGTOAELG TOV peTaTpenTikoh VOOV TG
ayyeotacivng). H amotedespotikotnto g KAOTIO0YpEANG TapotnphOnke aveEaptnTa amd ) d6om
tov AXO (75-325 mg pio popd nuepnoing).

Q& Enepayuo Tov pvokoPdiov pe aviomoon Tov dwactyuotoc ST

Y acbeveic pe 00 Euepoypa Tov pvokapdiov pe avacnoaon tov dwwotiuotog ST (STEMI), n
OCQAAELN KO 1] OTTOTEAECUATIKOTNTA TNG KAOTISOYPEANG Exouv a&lodoynBel og 000 TLYOOTOMUEVEG,
EAEYYOLEVEG LLE EIKOVIKO PAppOKO, SmAEC-TVQAES Ledétec, otnv CLARITY, og pia mpoomtikn
avalvon vroopddag tng CLARITY (CLARITY PCI), kabfd¢ kou oty COMMIT.

H doxcyun CLARITY cvounepiérofe 3.491 acbeveig o1 omoiol mapovciocay gviog 12 wpdv omd v
évapén g ST avdomoong ELEPayLLo TOV HVOKAPIIoL KOl TPOYPAUHOTICTNKE VO EEKIVI|GOVV
OpopPorvtikny Bepamneia. Ot acBeveic Erafav Khomdoypéin (300 mg g d6om POPTIONG Kol 6TN
ocuvéyeln 75 mgmuépa, N=1.752) f eikoviko edappako (N=1.739), kot otig 500 TEPITTOCELS G
ouvdvaouo pe AZO (150 émg 325 mg g d6on eopTIoNs Kot ot cuvExed 75 émg 162 mg/muépa), pe
évav vmdoATIKd Tapdyovia Kat, Otav ypealotay, pe nrapivn. Ot acBeveic nTav vwod
mapakorovOnon yuo 30 nuépec. To mpmTevOV KATAANKTIKO onpeio a&loAdynong Ntav n Tapovcio
amo@payUEVNG eE0ITIOG ELPPAKTOV OTEQAVINING OpTNPIOG GTNV ayYEWYPAPia TPV amd TNV ££000 TOL
acfevovg amd o vosokopeio, 1| Bdvatog 1 vrotpomalov Euepaype Tov puokapdiov TPy )
otepavioypapia. 'l acBeveic mov dev vofAnOnKav 6e ote@avIoypapia, TO TPOTEVOV KOTAANKTIKO
onueio a&oAdynong frav o Bévatog 1 T0 LLOTPOTIALOV Epppaypa Tov pookapdiov Ty Huépa 8 1
Katd TV £€£000 amd to vocokopeio. O TAnBucudc tov acbevav cvoprepieddupave 19,7% yovaikeg kot
29,2% aofeveic > 65 etddv. Eva ohvoro 99,7% tov acBevav éhaPe vawdorvtikd (tvwdo-g1dtkd:
68,7%, un wmdo-gwdkd: 31,1%), 89,5% nrapivn, 78,7% B-avactodreic, 54,7% avactoreic Tov
UETATPENTIKOL EVEDUOV TNG ayyE0TAGIvVIG Kot 63% oTativec.

ITocoo16 dexamévte Toig ekatd (15,0%) tov acbevdv otnv opdda g KAomdoypéing kai 21,7% otnv
OGS0 TOV EIKOVIKOD QUPLAKOV £QTACE GTO TPMTEVOV KATUANKTIKO onueio a&loldynong,
OVTITPOCMOTELOVTOG OTOAVTN peimon katd 6,7% kot 36% mbavn peimon xdptv TG KAomdoypEANG
(95% ClI: 24, 47%, p < 0,001), kvping oXeTI{OUEVEG IE PUEIMOT] TOV QTOPPOKTIKOD OPTNPLUKOD
euPpaktov. To 6perog avTd VIANPYE GE OAEC TIG TPOKAOOPIGUEVES VTTOOUAES GVUUTEPIAAUPAVOUEVNS
NG NAIKIOG Kot TOL POAOL TOL 0oBEVOVG, TNG EVTOTIONG TOV EUPPAKTOV KOl TOV TOTOV TOV
W®SOAVTIKOD 1 TNG NPV TTOL YPTCLULOTOONKE.

H avéivon vroopddag CLARITY PCI ovunepiérhope 1.863 acbeveig pe STEMI mov vrofinonkay
og PCIL. O acBeveig mov ElaPav doon eoptiong (LD) khomdoypéing 300 mg (n=933) eiyav
ONUAVTIKN Helwon oty enintoon BavdTov kapdiayyslakng artioloyioc, EM 1 ayyeiakov
gykePaAkov enelcodiov petd amd PCI og oOyKkpion pe ekeivoug mov EAafay EIKOVIKO QAPLOKO
(n=930) (3,6% pe TPOKATAPKTIKY aymyN pe KAOTSOYPEAN évavtt 6,2% pe eikovikd eappoko, OR:
0,54, 95% ClI: 0,35-0,85, p=0,008). Ot acbeveic mov EAafov LD khomdoypéing 300 mg eiyov
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OMNUOVTIKN pelmon oty enintwon Oavatov kapdiayyelakng artioroyiog, EM 1 ayyeliakov
EYKEPAAKOV enelc0diov katd N didpkea Tov 30 nuepodv petd v PCI og cvykpion pe exeivoug mov
Ehafoav ewcovikd eapuako (7,5% pe TPoKATOPKTIKN oy®yn Ke KAOTIdoypéAN Evavtt 12,0% ue gikoviko
eappaxo, OR: 0,59, 95% CI: 0,43-0,81, p=0,001). Qo1t6060, 6TOV 0WTO TO GUVOETO KATAANKTIKO
onueio a&roroyndnke otov cuvoAko mAnbuvoud g perétng CLARITY dev ftav otatiotikd
ONUAVTIKO (OC OEVTEPEVOV KATUANKTIKO onuelo. Agv mopatnpOnKe onUavVTIKN dlapOopE GTA TOCOGTA
ueilovog 1 eEhdiocovog atpoppayiog petald tav dvo Bepameidv (2,0% e TPOKATAUPKTIKY Ay®YN UE
KhomdoypéAn évavtt 1,9% pe eucovikd edpuaxo, p>0,99). Ta evpripato avTiS TG avaAvong
vrootnpilovv TV TpdUN ¥pNnon 06ong EOpTiong kKhomidoypéing oe STEMI kot T otpatnyikn g
TOKTIKNG ¥PNONE TPOKATOPKTIKNG ay®YNG LE KAOTO0YPEAT o€ aoBeveic Tov vrofailovtol og PCL.

H doxiun COMMIT pe mopayoviikd oyedacpd 2X2 cupnepiédafe 45.852 acbeveic o1 omoiot
mopovsiacay evidg 24 wpadv amd Ty Evapén TOV CUUTTOUATOV VTOYIN ELGPEYILATOS TOV
LLOKOPI0V [E aVALOYEG NAEKTPOKOAPIIOYPAPIKES OAAOIDGELS (TT.). avaoroon ST, katdonacn ST 1
apotepd oKkeMKO anokAelopd). Ot acBeveic EhaPav kKhomdoypéin (75 mg/muépa, N=22.961) 1
€KoVIKO @dpuaxo (N=22.891), oe cuvdvaouod pe AZO (162 mgmuépa), yuo 28 nuépeg 1 Héxpt v
£€€000 amtd 1o voookopeio. Ta cuvBeTa TPMOTELOVTA KOTOANKTIKE oneia Tav o Bdvatog and
OTOL0ONTTOTE OILTiO KOL 1] TPDTY EUGAVIOT] ETAVEUPPAENC, AYYELNKOD EYKEPUAIKOD EMEIGOSI0V 1)
Bavdarov. O mAnBuopdc neprierdpupave 27,8% yovaikeg, 58,4% acbeveig > 60 etdv (26% > 70 gtdv)
Kot 54,5% acBeveig mov Adpfovay vmdoAvTIKA.

H xhomdoypéin peiwoe onpoviikd 1o oyetico kivdvvo Bavdtov amd omorodnmote artio Kotd 7%
(p=0,029) ka1 10 oYETIKO KivOLVO TOL GLVEVAGHOD EXAVEUPPUENC, AYYELOKOD EYKEQPOAKOD ENEIGODIOV
N Bavatov katd 9% (p=0,002), avtimpocwnedovtag amdAvtn peiwon katd 0,5% kot 0,9%, avtictoiyo.
To 6perog avtd Nrav otafepd Yo TNV nAkia, To EOAO Kot TV Yop1ynon 1 0yt OpopfoAvtikdy kot
opaTnPNOnKe £viog 24 wpmv.

Klomdoypéin spdnol 66onc edptions 600me oe acheveic ue OED Zrepoviaio ZHvVOPOLLO TOL
vrofdArovion og PCI

CURRENT-OASIS-7 (Xprion Béitiotng Adong Klomidoypédng kor Aomipivig yia ty Meiwon twv
Erovaloufoviuevov Zoupoviav Efdouos Opyaviouos yio v Acioloynon Ztpatnyikav o loyoyuixa
2vopoua)

AVt 1 TLYAOTOUEVT TTOPAYOVTIKT LEAETN cvumeptddupave 25.086 avBpdmovg pe 0&d otepaviaio
ovvdpopo (OXE) mov mpoopilovtav yio mpwtoyevh PCIl. Ot acOeveic tuyatomomOnkay ite o€ SImAN
d6om (600 mg v Huépa 1, émerta 150 mg tig Huépeg 27, énerta 75 mg nuepnoiong) 1| 6€ KOVOVIKA
d6on (300 mg v Huépa 1, énerta 75 mg nuepnoimng) khomidoypéing, kot og vymAn 66on (300-325
mg nuepnoimg) N o€ younAn d6on (75-100 mg nuepnoimng) AXO. O124.835 eyyeypapuévol acbeveig
pe OXZ voPAndnkav oe oteeavioypapio kot ot 17.263 éhapav PCL. Meta&d tov 17.263 achevav
mov éhafav Bepaneia pe PCI, og oOykpion pe TV Kavovikn 060, 1 Sk 0661 KAOTLO0YPEANS
LEIMGE TO TOGOGTO TOV TPMOTELOVTOG KUTAANKTIKOV onpeiov (3,9% évavtt 4,5% mpocapurocuévou
HR= 0,86, 95% CI 0,74-0,99, p=0,039) kot peimoe onuovtd tn Opopfwon tov stent (1,6% Evavti
2,3%, HR: 0,68, 95% CI: 0,55 0,85, p=0,001). H peiova arpoppayio NTav 7o cuyvi pe T Smin
doom amd 0Tl e TNV Kavovikn 6601 khomdoypiing (1,6% évavt 1,1%, HR=1,41, 95% CI 1,09-1,83,
p=0,009). Ze oot TN pHEAET, N epamas d6oM POpTIoNS KAomdoypEéAnc 600 mg £de1e otabepn
OTOTELECUATIKOTNTO o€ 0oBeveig nAkiog >75 etdv kot og aoBeveic nhikiag <75 gtdv.

ARMYDA-6 MI (H Avtioauporetatiaxy Osparcio yra peiwon e Mvookeletikng BAafng kotd v
Ayyesiomdaotirii - Euppayuo too Mvokapdiov))

AT 1 TUYALOTOMLLEVT], TPOOTTIKT], O1EBVNC, TOAVKEVTPIKN LEAETT a&loAdynoe TV Tpo-Oepamneia e
600 mg évavtt 300 mg khomdoypéing LD oto mhaicio enciyovtoc PCI yia STEMI. Ot acBeveig
EaPoav Khomdoypéin 600 mg LD (n=103) 1 khomdoypéin 300 mg LD (n=98) npwv and v PCI kan
01N CLVEXELN cLVTAYoYpaENOnKav 75 mg/muépa amd v emopévn g PCI éwg 1 étoc. Ot acBeveig
oL éhaPav 600 mg LD khomdoypéAng elyav onUavTiKa HEIOUEVO LEYEDOC ELPPAYIOTOC GE GUYKPLION
ue exeivoug mov Elafoav LD 300 mg. Yap&e Ayotepo ouyvr Opoupodrivon e Babpod porng MI <3
petd o6 PCI og 600 mg LD (5,8% évavtt 16,3%, p=0,031), ertiwpévo LVEF oto e&umpro (52,1
+9,5% évavtt 48,8 £11,3%, p=0,026) ko ta peilova avemBounta kopdayyetokd coppava 30
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nuep@v nrav Aryotepa (5,8% évavtt 15%, p=0,049). Aev mapatnpndnke avénon g apoppayiog M
TOV EMTAOKAOV TNG B€omg €16000V (dgvTepedovta KaToAnKTikd onueio tnv Huépa 30).

HORIZONS-AMI (Evapuovion Amotedeouarwv ue Exavoyyeiwon ko Stents oro O Euppayuo tov
Movoxapdiov)

AVt M €K TOV VOTEP®Y PEAETN avdAivong deEnyon yia va a&loroynoet edv 1 LD 600 mg
KAoTId0YPEANC TapEYEL TaOTEPT KOl LEYOADTEPT] OVAIGTOAN TNG EVEPYOTOINGONG TV aponteToAiov. H
avdivon e&étace v enidpaon pog LD 600 mg og obykpion pe 300 mg oo KAVIKG 0m0oTEAEGLOTA
30 nuepwv og 3.311 acbeveic and v kupra dokyn (n= 1153, opdda 300 mg LD, n = 2158, opdoa
600 mg LD) wptv amd tov kapdtakd Kadetnplacud akolovBoduevn amd o6om 75 mg / nuépa yuo >6
unveg petd to e€itnpro. To amoteAéopota £0€1E0V GTLOVTIKG YOUNAOTEPO U1 TPOGAPUOGUEVA
10c0otd Bvnootnrag 30 nuepav (1,9% évavn 3,1%, p=0,03), enavepppdyion (1,3% évavtt 2,3%,
p=0,02) ko opiotikn 1 mBovy OpodpPmon stent (1,7% évavtt 2,8%, p=0,04) pe v 600 mg LD yopig
VYNAOTEPO TOGOGTA apLoppayiog. Me moAvpetafAnty avilvon, pic 600 mg LD fjtav évag
aveEAPTNTOG TPOYVMGTIKOS TaPEyovVTag YOUNAOTEP®V TOGOOTMV UEOVEOV avemBOUNTOV KapdoKmv
cuoupdvrev 30 nuepodv (HR: 0,72 [95% CI: 0,53-0,98], p=0,04). To mtocootd peilovog arpoppayiog
(un oxetilopevo pe 1o CABG) frav 6,1% oty opdda twv 600 mg LD kot 9,4% otnv opdda twv 300
mg LD (p=0,0005). To mococtd ghdocovog apoppayiog rav 11,3% oty opdda tov 600 mg LD kot
13,8% oty opdda twv 300 mg LD (p=0,03).

Moxpoypdvio. (12 pivec) aywyn ue khomdoypéin pnali pne AX0 oe acbeveic pe STEMI petd and PCI

CREDO (Kiomidoypéin yra ty Meiwon twv Avemi@buntwv Zvufdviwy kard t Aidpkeio e
HoparolotOnong)

AVTY| 1] TUYOOTTOMUEVT, SUTAG TVQAT, EAEYYOUEVT] LLE EIKOVIKO PAPLOKO LEAETN dlevePYNONKE OTIC
Hvouéveg [ToMreieg kot 6tov Kavadd yio v a&lohdynon tov opélovs g pokpoypovias (12 pnqveg)
ay@yng pe kKAomdoypéAn petd and PCI. TuyatomomOnkav 2.116 acbeveic oe AMyn LD kAomidoypéing
300 mg (n=1.053) 1 ewcovikod pappdakov (n=1.063) 3 éwc 24 mdpeg mpwv amd PCIL. Olot o1 acbeveic
érapav emiong 325 mg aomipivng. Xt cuvéyela, OAot o1 acbeveic Ehafav kKAomdoypéin 75 mg/muépa
¢w¢ v Huépa 28 kot otig dvo opddeg. And v Huépa 29 émg tovg 12 univeg, ot acBeveic oty opddo
g KhomdoypEANG Adupavay kKhomdoypérn 75 mg/Mmuépa kot ot acbeveic oty opdda eréyyov rapay
eikovikd pdappoko. Kot ot dvo opddeg Aappavav AZO ko’ 6An ) dibpketo g peréng (81 €mg

325 mg/muépa). Zto 1 étog, mapatnpnonke onpavtikn peimon otov cuvdvacuévo Kivouvo Bavdtov,
EM 1 ayyelokod £yke@aAlkoy 1160010V pe TNV KAOTd0ypEAN (26,9% oyetikn peioon, 95% CI:
3,9%-44,4%, p=0,02, amoivtn peioon 3%) ce cOYKPLON LE TO EIKOVIKO QAapLaKko. Aev mapatnpninke
onuavtikn avénon 610 Tocootd peilovog aipoppayiog (8,8% pe v Khomdoypéin Evavtt 6,7% ue 1o
gwoviko edpuaxo, p=0,07) 1§ ehdocovog arpoppayios (5,3% pe v kKhomdoypéin Evavtt 5,6% e to
gIKovIKO @dapuaxo, p=0,84) oto 1 £toc. To KOpLo gvpNUA CLTAG TG HEAETNG Eivarl OTL 1] GLVE LGN TNG
KhomdoypéAng kat Tov AXO yio TovAdyiotov 1 £T0g 0dNYel 0€ GTATIOTIKA Kol KAVIKG OT)LLOVTIKT
peimon Tov pellovav Bpoupotikdv enelcodiov.

EXCELLENT (Aroteleauotixotnra tov Xience/Promus Evavt tov Cypher oty Meiwon s Owiung
Arwierog Meta v Tormobstnon tng Evéorpdleong)

AV M| TPOOTTIKY, AVOIKTY], TUYOLOTOINEVT HEAETT d1e&nyOn oty Kopéa yio va aglohoynbei edv n
6unvn oA avtioponetaitokn Oepomeio (DAPT) givo un katdtepn e 12unvng DAPT petd v
eUPUTEVOT) stent EKAVOTG PAPUAKOV. TN HEAETN ovumeptAnednkay 1.443 acbeveig Tov vofAnOnkav
o€ EUQPVTELGT], 01 0Toi01 TVYaoTomOnKav og Afym 6unvng DAPT (AXO 100-200 mg/Mmuépa cuv
KhomdoypéAn 75 mg/muépa yio 6 unveg kot otn cuvéyela AXO pepovopévae émg toug 12 unveg) i
12pmvne DAPT (AXO 100-200 mg/muépa ovv KAomdoypéAn 75 mg/muépa yuo 12 punveg). Agv
TapaTNPNONKE ONUAVTIKY dPOPA GTNV ENIMTOOT 0GTOYI0G TOV ayyeiov-oTdyoL (cVvheTn ékPaon
oL epAapPdaverl Bévato Kapdiakng arttoloyiag, EM 1 eravayyeiwon o1o ayyeio-61dy0) mov RTav 10
KOP10 KATOANKTIKO onpeio pueta&d tov opddmv ved 6unvn ko 12unvn DAPT (HR: 1,14, 95% CI:
0,70 1,86, p=0,60). Emiong, n perétn dev Katédel&e onuavTiky Sopopd 6To KOTAANKTIKO onpeio tng
aoc@arelag (ovvhetn €kPaon mov mepthapfdavel Bavato, EM, ayyelokd eyke@aAikd eneicooto,
Opoupwon tov stent N peilova apoppayio Pacel tav kprtnpiov TIMI) petaé&d tov opddmv vrd 6unvn
xot 12pnvn DAPT (HR: 1,15, 95% CI: 0,64-2,06, p=0,64). To k0pto gdpnua ovthg TG LEAETNG TAV
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ot 6unvn DAPT ftav un katdtepn g 12unvng DAPT avageopikd pe tov kivduvo actoyiog Tov
ayyelov-ctoY0L.

Ano-KkMudkoon tov Topayoviov avacstoinc e P2Y 12 oto 0&) oteoaviaio cuvdpouo

H petdpaon amd évav 1oyvupdtepo ovaotorén Tov vTodoyéa P2Y 12 otnv Khomdoypéin e cuvdvacud
Ue TV acmpivn Letd v o&eia Aot oTe@aviaiov cuvopoov, Exel a&loloynbei oe dvo
TUYOLOTIOMUEVEG UEAETEG IOV emtyopnyovvTotl and tov gpevvnr (ISS) - TOPIC xor TROPICAL ACS -
pe 0e00UEVH KAIVIKOV ATOTEAEGLLATMOV.

To KAwiKo 6QELOG TOV TPOKVTTEL OO TOVS TLO 1oYLPOVG AvacTOAEic P2Y 12, Tikarypelopn kot
TPACOVYPENT, OTIS PaCIKES LEAETES TOVC, OYeTICETON PE ONUOVTIKY pelmoN TV vToTpomALoVIWY
oYK@V enelcodiov (cvpmepiapfovouévng g okeiog kot vroleiog Opdppwong Tov stent, tov
EUPPAYUATOG TOV LLOKOPIOV KoL TNG ENELYOVGOG ETAVAYYEIDMOTNG). AV KOl TO IGYOUUIKO OPEAOG TV
otafepd kab '0An ) Sdpkela Tov TPDOTOL £TOVG, TapaTnPNONKe LeyaADTEPT UEIOT GTNV IGYALUIKN
VROTPOT UETA OO 0EL GTEPAVIOIO GUVOPOLO KOTA TG APYLKES NUEPES LETA TNV EVOPEN TNG OYOYNS.
Avtibeta, o1 post-hoc avaiivoelg katédel&av oTaTIoTIKG GNUAVTIKEC 0VENGEIS 6TOV Kivouvo
aoppayioag pe Toug 1oyvpoTEPOVS avacTtoAeic P2Y 12, ot omoiot eppavifovtol kupimg katd )
dugpkela TG PACNG GLVTIPNONG, LETA TOV TPAOTO puNva amd to 0&0 otepaviaio cvvdpopo. H TOPIC
ka1 TROPICAL ACS oyedidotnKay Yo va, LEAETCOVY TNV AUPAVVCT] T®V OULOPPOYIKOV
GUUPAUATOV JATNPDVTAG TOPAAANAL TNV OATOTEAEGUATIKOTNTO.

TOPIC (Xpovog avacrolic twv aiuoretaliony uetd amd ol otepaviaio cdvipouo)

AvTti 1 TVYOOTONEVT, AVOIKTY JOKLUN TepteAdufove acBevelg e o0&V atepoviaio GOVOPOLO o1
omnoiot &xpnlav dadeppkng otepaviaiog mapépufacns (PCl). Acbeveic mov Aappdavovv acmpivn kou
évav woyvpodtepo avactoréa P2Y 12 kot yopig avemBounto cvpupapa, og éva pnva petéPnoayv o
otabepn d00m aompivng oLV KAOTIOOYPEAT (ATOKAUAK®GT O OITAT OVTIOHOTETAALNKN Bepameio
(DAPT)) 1] cuvéyion g POPLOKELTIKNAG TOVG aymyng (apetdpintn DAPT).

2uvolkd, 645 and tovg 646 acBevels e Epepaypa pookapdiov pe avaoract tov ST StoeTALaTog
(STEMI) 7 éuppaypo pvokapdiov yowpig avdonacn tov ST dactuatog (NSTEMI) 1 actabn
omBdayym avarvnkav (arokimpdakmon DAPT (n = 322), apetapintn DAPT (n =323)). H
mapaKolovOnon oe éva ypdvo paypatomombnke ya 316 acBeveig (98,1%) otnv opdda
arokApndrkoong DAPT kat 318 acBevov (98,5%) oty apetafint opdda DAPT. H didueon
mapokolovOnen Kot yio Tig 800 opddeg tav 359 nuépeg. Ta opaKTNPIOTIKA TG LEAETDUEVNG
K0OpTNG NTav TopdoLe 6TIC SVO OHASEC.

To k0p1o amoTéAEG A, 1| ELPAVICT GLVIPOLOL KAPIIAYYELKOD BovVATOV, EYKEPUAIKOD ENEIGOHI0V,
enelyovooag enavayyeimong kot BARC (Bleeding Academic Research Consortium) aipoppayiog >2
010 1 ypdvo petd amd o&L otepaviaio cuvdpouo Erape ydpa oe 43 acbevelg (13,4%) tng opddog
amokMudkwong DAPT ko og 85 acbeveig (26,3%) g auetdpintng opddac DAPT (p <0,01). Avti
1] OTOTIOTIKA GNUOVTIKH O10(pOPE OPEILOTAY KVPIWG GE AYOTEPO TEPIGTATIKA OLpoppayig, XmPic
dpopd oTo IoYaUIKA KataAnktikd onueia (p = 0,36), evod 1 BARC >2 awpoppayia mapatnpndnke
Ay6tepo cuyva oty opdda arokApdkwong DAPT (4,0%) évavtt 14,9% oty apetdfintn opddo
DAPT (p <0,01). Ta couPapato apoppayiog wov opiotnkav og 6Aa 1o BARC gppaviotnkay cg 30
aocBeveic (9,3%) oty opdda amokiipdakwong DAPT kot og 76 acbeveig (23,5%) oty apetdpfint
ouadoa DAPT (p <0,01).

TROPICAL-ACS (doxipooio Amévinons oty Avaoroln twv Ayworetaliov oty Xpovio,
Avuouporetotioxy Ocporeio yio O&éa Lrepaviaio Zovopoua)

Avti 1 TUYOOTOMNUEVN, avolyTh peAétn meptehduPoave 2.610 acBeveig pe Betikd Pro-deiktn yroo 0&0
oTEQOVIOi0 GUVOPOUO UETA 0o emTLYY| SLodEPIKT atepaviaia mapéuPact. Ot acbeveic
ToyooromOnkav va Adpovv gite mpacovypéin 51 10 mg / d (nuépeg 0-14) (n = 1306) N mpacovypéin
51 10 mg / d (uépec 0-7) Kot 6T cLVEKELD omoKAMpaK®ONKav o€ KAomdoypéAn 75 mg / d Huépec 8-
14) (n = 1304), o& cuvdvaouod pe ASA (<100 mg / nuépa). Tnv nuépa 14, die€nydn doxun
aponetatokng Asrtovpyiag (PFT). Ot acBeveic pe povo Tpacovypérn GUVEXLGOV LE TPOCOVYPEAT Yo
11,5 pnveg.
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Ot acBeveig Tov elyav vroPAndei oe anokApudkmon vrofAnOnKav ce EAeyy0 VYNANG
avtdpactikomtoag aponetoriov (HPR). Edv ity HPR>46 povadeg, ol acleveic petéfavay micw
oV TpacovypéAn 5 10 mg / d yia 11,5 puiveg: edv o1 tipég HPR <46 povadeg, ot acbeveig
cuveylav T ANy kKhomdoypéng 75 mg / d yio 11,5 piveg. g ek ToUTOL, 1 OPLAS ATOKAIUAKOGCNG
vto KaBodnynon, eiye acbeveig eite oe mpacovypéin (40%) eite og Khomdoypéin (60%). Orot ot
acleveic ouveyicav pe acmipivn Kot TapakoAovdndnkay yio Eva ypovo.

To TPp®TEVOV KATAANKTIKO GNUELD (1] CUVOVAGUEVT] GLUYVOTNTA EUEAVIOTG Kopdlayyelakoy Bavatov,
EUQPAYLLATOG TOV LLOKOPITIOV, EYKEPAAIKOV €MEIG0010V Kot KAIpoKag atpoppayiag BARC >2 ctoug
12 piveg) emetenydn amodeikviovtag pun katotepdtnra. Eveviivia névte acBeveig (7%) otnv opdda
amokMudkmong vo kabodnynon kot 118 acbeveic (9%) oty opdda eréyyov (p non-inferiority =
0,0004) etyav éva coppapa. H vro xaBodnynon amokipdxmon, dev 0d1ynoce oe avenpévo
GLVOLACHEVO KIVOUVO EUPAVIONS 1oYALUKOV cupPapdtov (2,5% otV opada amoKAUAK®OONG EVAVTL
3,2% otV oudda eréyyov, (p non-inferiority = 0,0115), ovte 610 Poocikd devtepedov TeEMKO onueio
g opoppayiag tov BARC >2 ((5%) oy opdda amoxiipdkwong Evavtt 6% oty opdda eAéyyov (p
=0,23)). H 08poiotikn enintmon 6@V TV aipoppoytk®dv encicodiov (katnyopia BARC 1 éng 5)
nrav 9% (114 coppdauata) oy opdda amokApdkmong vo kabodnynon évavtt 11% (137 coupdvra)
otV opado eAéyyov (p = 0,14).

A\ ovtiouponetaiokn Ogponeia (DAPT) og 00 ehdocov IAEE 1 uetpiov £oc vyniov Kivouvon
IIIE

H DAPT pe cvvdvacpod khomdoypéins kot AXO mg Oepameion TpOANYNG TOL ayYELKOD EYKEPAAIKOD
enele0diov petd and o&H éhaccov IAEE 1 petpiov g vymAov kivdvvou ITIE a&ioroynOnke og 600
TUYOLOTOMUEVEG PEAETEG IOV emyopnyovvTot and Tov epguvnty| (ISS) — CHANCE ka1 POINT — pe
dedopéva EkPaong yio TV KMVIKN 00QAAELN KOl OTOTELECUOTIKOTITOL.

CHANCE (Klomidoypéln oe aoOeveic Yynlot kivovvov ue Oféa Ayysioeykepalind Eneioodia mov Aev
Ipokolodv Avamnpia)

AvTi 1 TUYOOTOINLEVT, SUTAG TVQAT], TOAVKEVTPIKT), EAEYYOLEVT] LLE EIKOVIKO PAPLOKO KAVIKT HEAETN
ovumeptérafe 5.170 Kwvélovg acbeveic pe o&o IIE (Babuporoyioa ABCD2 >4) 1 0£0 éhaccov ayyelako
eykepalkd enelcodto (NIHSS <3). Ot acBeveic kan ot1g 000 opddeg Erafav avorytn Oepaneio pe AXO
v nuépa 1 (og 06om Kopoawvopevn amd 75 éog 300 mg, cOppova e TV Kpion Tov BepanovTog
1Tpov). Ot acbeveig mov TvyoomoOnKay oTNV Opdda ToL GLVOLAGLOL KAOTIOOYPEANC—AZO élaPav
pia doom pdpTiong KAomdoypéAng tav 300 mg v nuépa 1, axolovBoduevn amd pio doom
KhomdoypéAng Tov 75 mg v nuépa T NuéPes 2 £wg 90, kabmg kot AZO ot d6on Tev 75 mg v
nuépa tig nuépes 2 émg 21. Ot acbeveig mov Tuyaomombnkay otny opdda Tov AXO Ehafav elKovikd
@appako avtiotoryo ¢ KAomdoypEANCS Tig Nuépes 1 €mc 90 kot AXO ot d6on TV 75 mg v NUépa
Tic Nuépes 2 éwg 90.

H x0pia éxPoon amoTeEAeSHATIKOTNTOC T)TOV 1) ELGAVIOT] OTOLOVINTOTE VEOD AYYELNKOD EYKEPUAIKOD
€MEIG0010V (1OYOUIKOV Kol OLOPPOYIKOD) oTIS TpdTEG 90 nuépeg petd and o&0 éhaccov IAEE 1
vyniov Kvdvvovu IIE. Avtd cuvéPn oe 212 acbeveic (8,2%) otnv opdda Tov GuvoLAGHOD
KAoT100YpEANG-AZO cvykpitikd pe 303 aocBeveig (11,7%) oty opddo Tov AXO (avaroyio Kivduvov
[HR], 0,68, 95% 6ot pa epmictocvvng [CI], 0,57 émg 0,81, P<0,001). IAEE napovoidotnke o
204 aoBeveic (7,9%) oty opdada Tov GuVOLACHOL KAOTO0YPEANG-AXO cuykprtikd pe 295 acbeveig
(11,4%) otV opdda tov AXO (HR, 0,67, 95% CI, 0,56 émg 0,81, P<0,001). Apoppayixod ayyetaxd
EYKEPOAIKO EMEIGOS10 TAPOLGLICTNKE o€ 8 acbeveig e Kabepio and Tig 000 ouddeg tng perémg (0,3%
o€ kG0e oudda). Métpia 1 cofapn apoppayio Tapovcidotnke o€ entd acbeveig (0,3%) otnv opdda
TOL GLVIVOCHOV KAOTOOYPEANG-AXO Kot o€ oyt acBevei (0,3%) otnv opdda tov AXO (P =0,73).
To m0G06TO OTOIWVINTOTE UUOPPAYIKDY SLUPBAVTOV Ta 2,3% 6TV OpAd0 TOV GLVIVAGLOD
Khomdoypéng-AXO cvuykprtikd pe 1,6% oty opdda tov AXO (HR, 1,41, 95% CI, 0,95 éwg 2,10,

P =0,09).

POINT (Ilpocavarodiouévn ota Ayonetciio. Avaotors oe Néo ITIE kor Eldooov Ioyoyuikd Ayyeiano
Eyxepalixo Emeio6010)
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AVTN 1 TUYALOTONUEVT], SITAG TUQAT, TOAVKEVTIPIKT, EAEYYOUEVT] LLE EIKOVIKO PAPLOKO KAIVIKT LEAETT|
ocouneptérafe 4.881 diebveig acbeveic pe oD IIE (Babporoyia ABCD2 >4) v élacoov ayysioko
gykepoAko enelcodo (NIHSS <3). Ohot ot acheveic kat oTig 000 opddeg Erapav avouyrtr Oepaneia pe
AX0 tig nuépes 1 €mg 90 (50-325 mg copemva pe v kpion tov Bepdmovtog watpov). Ot acbeveig
OV TLYOOTOMONKAY STV ORAdA TNG KAOTIOOYPEANG EAaPav piac 3OO POPTIOTG KAOTOOYPEANG TV
600 mg v nuépa 1, akolovBobevn amd KAOmdoYPEANG oTn SO0 TV 75 Mg TNV NUEPA TIG NUEPES 2
£w¢ 90. Ot acBeveig mov TuyooToONKAY STV OUASA TOV EIKOVIKOD QOPUAKOD EAAPOY EIKOVIKO
QApHOKO avTIGTOLYO TNG KAOTOOYPEANC Tig Nuépes 1 €mg 90.

H «Opra éxPaom amotelecpatikdTNTag NToY £V 60VOETO KATOANKTIKO ornueio mov mepteAapupave
peilova woyoypukd eneicdoia (IAEE, EM 1 Odvotog amod ioyoipikd ayyelokd engiooo1o) v nuépa 90.
Avtd ovvéPn oe 121 aoBeveig (5,0%) mov Ehafav kKhomdoypéin ocvv AZO cuykprtikd pe 160 acBeveig
(6,5%) mov éhafav povo AXO (HR, 0,75, 95% CI, 0,59 éwc 0,95, P = 0,02). H devtepedovoeg EkPoon
tov IAEE napovoidotnke oe 112 acbeveig (4,6%) mov hapav khomdoypéin cvv AZO cuykpLTikd e
155 aoBeveig (6,3%) mov érafav povo AXO (HR, 0,72, 95% CI, 0,56 éwg 0,92, P = 0,01). H xopia
éxPaon acedrelag g peilovog apoppayiog mapovsidotnke og 23 amod toug 2.432 acbeveig (0,9%)
oL éhaPav kKhomidoypéAn cuv AXO kat og 10 and toug 2.449 acbeveic (0,4%) mov Ehapav uévo AXO
(HR, 2,32, 95% CI, 1,10 éwg 4,87, P = 0,02). EAdccmv apoppayio mapovsidotnke oe 40 acbeveic
(1,6%) mov élaPav Khomdoypéin cuv AXO kat o 13 acBeveig (0,5%) mov éafav uévo AXO (HR,
3,12,95% CI, 1,67 éwc 5,83, P < 0,001).

Avéivon g ypovikng mopeiog Twv peretv CHANCE kot POINT

Agv vmpye 6PEAOG MG TTPOG TNV OMOTEAECUATIKOTNTA Oto T cvvéyion s DAPT wépav tav

21 nuepmv. Ipayuatomonke pio KOTOVOUN TNG YPOVIKNG TOPELNG TV UELOV®V IGYOLUIKDV
EMELG0d1V Kot TV UeOVOV aupoppayldv e Baon Ty ekydpnon g Bepameiog yio va ovaivbel n
emidpaon g Ppayvypdvios ypovikng mopeiag g DAPT.

ivaxeg 1- Katavoun ypovikig mopeiag REWLOVOV LIGYUIUIKOV ETELG00IMV KOl PELOVEOV
apoppayI®Vv ne Baon v exyopnon Oepansiog otic perétec CHANCE kot POINT

Ap.
OUPBAvVTWY
ExkBaoeig oTig
HENETEG Ekywpnan Svoho 1n Al 3n
CHANCE kai Bepameiag efdoudda  ePfdopada  efdopada
POINT
MeiCova ioxaigikd  AZO (n=5.035) 458 330 36 21
ETEITOdIa
KAM+AZO (n=5.016) 328 217 30 14
Alagopd 130 113 6 7
MeiCwv aipoppayia  AZO (n=5.035) 18 4 2 1
KAM+AZO (n=5.016) 30 10 4 2
Alagopa -12 -6 -2 1
KoAmixn popuapoyn

On peréteg ACTIVE-W xar ACTIVE-A, dwopopetikég dokipég tov mpoypbpupatog ACTIVE,
ovumeptEAafav acbeveic e KoAmkn pappapvyn (KM), ot omoiot iyov tovddyiotov Evay mapdyovta
KvoOvou Yo ayyelokd copfauata. Bacel tov kpumpiov sloaywyng, ot wtpoi evétatav acbeveic oty
ACTIVE-W &dv ftav vroyneiot yio Oepaneio pe avioyoviotéc g prrapivng K (ABK) (0nmg 1
Bappapivn). H perétn ACTIVE-A nepiehdupave acbeveic mov dev propovoov va Aapovv Bepameia pe
ABK eneidn dev umopovoay 1 dgv embopovcay va AdBovv Ty aymyn.

H peiétn ACTIVE-W katédeile 011 1 avTIimnKTiky oy@yn He avtayoviotég g Prrapivng K ftov mo
OTOTEAEGILATIKY OO TNV KAOTO0YPEAN Katl o AZO.
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H perémn ACTIVE-A (N=7.554) Ntav (o TOADKEVTPIKT], TUYOLOTOUEVT, SITAN-TVEAT, EAEYYOMEVN
LLE EIKOVIKO PApLaKo HELETN, 1 omoila GLUVEKPIVE TNV KAoTdoypéAn 75 mg/muépa + AZO (N=3.772)
ue gwoviko edpuaxo + AX0O (N=3.782). H cuvictduevn d6on yia 1o AZO ftov 75 €

100 mg/muépa. Ot acBeveic Hrav vId aymyn g Kot 5 ypdvia.

Ot aoBeveic mov TuyatomomOnkav oto Tpodypappo ACTIVE ftav ekeivol mov mopovcidotnkay pe
amodedetypévn KM, dnA. gite pue udviun KM 1 pe tovddyiotov 2 eneicddio daeimovoag KM otoug
TEAEVTOIOVG 6 PAVES, KoL Y0V TOVAGYIGTOV VAV 0O TOVS 0KOAOLOOLG TaPAYOVTEG KIVOUVOL: NALKi
> 75 etdv, N NAkia 55 éog 74 etdv Ko gite caxyopdon dtapntn mov anottovoe Oepaneio pe
oapuoKa, gite amodederypévo mponyovuevo Epepayua pookapdiov (EM) 1 amodedetypévn otepovioio
VOGO NTOV GE Ay®YN Y10 GUGTNUATIKT VTEPTOCT)" TPONYOVUEVO AYYELNKO EYKEQPOUAMKO ETELGOD1O0,
Tapodko woyopukd enelcodio (IIE), 1§ svotnpotikd gpforiopd ektog KNZ- dvoiettovpyia tng
aprotepds kotkiag pe KAdopa eEdOnong g apiotepng kotkiog <45%: 1| amodederylévn TepLPEPIKN
ayyelokn voco. H péon Babuoroyia CHADS; fitav 2,0 (svpog 0-6).

Ta kOpla kprrpla amokAEIGHOV Yo acbevelg Tov KataypdenKay fTav EAK0g TETTIKOD VIO TOV
TeEAELTAIOV 6 VOV TPONYOOUEVT] EVOOEYKEPAAKT arpoppayio: coPapn Opopforevia (apBuog
awporetariov < 50 X 10%/1)- amaitnon yio kKhomdoypéin 1 amd Tov oTdNATOG avTimnkTikd (AZATIT): 7
dvoave&ia og omoldNToTE amd TIG VO OVOIES.

EBdounvra tpia 101 ex0to (73%) TV 0c0evav mov evtdyOnkav otn pekétn ACTIVE-A dev
pmopovcay va Adfovv ABK Aoym e agloldynong tov 1atpov, aduvapios COPUOPOOoNS Yo TV
mapakorovOnon tov INR (d1eBviic oparomomuévn oyéon), Tpodidbeong yio TTOCN 1 TPUVUOTIGILO
™G KEPAANG, 1] CLYKEKPIUEVOL KIvOHVOL apoppayiag: yia to 26% tmv aclevav, 1 andact Tov
Tpov Paciotnke otn un embopio Tov acbevoig va Adfet ABK.

O nBvoudg TV acbevav copmepiéhafe yovaikeg katd to 41,8%. H péon niikia tav 71 €, 10
41,6% twv acBevav ntav > 75 etdv. 'Eva cvvoro 23,0% tov acbevav Aaufavoy avtiappuOuikd,
52,1% Prra-amoxielotéc, 54,6% avaotoreic Tov MEA kot 25,4% otativec.

O ap1Buog TV acbevav, ot omoiot £QTacay og £va TPMTEVOV KATAANKTIKO onueio (xpodvog uéypt tnv
TPOTN ELPAVIOT AYYELNKOV EYKEPAAMKOV £MeLc0diov, EM, cuotnpatikd gpfoiiopd ektoc KNZ 1
ayyewko Odvaro) frav 832 (22,1%) otnv opddo Tov avIHETOTIoTNKE L KAomdoypéin + AZO kot
924 (24,4%) otV opdida Tov gikovikoy eapudkov + AXO (peiwon Tov oyeTcod kivovvov 11,1%:
95% ClI 2,4% ¢w¢ 19,1%- p=0,013), xuping Ady® pog peyding peimong tng cuyvotnTog TV
AYYEWKDV EYKEQOMKDV ETEIGOIMV. AYYELOKA £YKEPAAMKA eMElGHOA cLVEPN GOV Gg 296 (7,8%)
acBeveic mov Elafav kKhomidoypéin + AX0 ko 408 (10,8%) acBeveic mov EAafav EKOVIKO GAPLLOKO
+ AZO (ueimon tov oyetikol kvdvvov, 28,4%- 95% Cl, 16,8% éwg 38,3%- p=0,00001).

Houdrozpixog wAnBoopog

e po LeAETN KAlakovpevnc docoroyiag 86 veoyvav 1 Ppepdv g 24 unvav o€ kivouvo
OpouPwong (PICOLO), | khomdoypérn a&loroynnke oe dradoyikég d6oeig tv 0,01, 0,1 kot

0,2 mg/kg o€ veoyva kat Bpéen kot 0,15 mg/kg povo og veoyvd. H 6o twv 0,2 mg/kg nétuye ™
UEOT TOGOGTININ OVOGTOAT TNG TAENS ToL 49,3% (5 uM ADP-graydpevn cucodpevon
OLLOTTETAAIV), 1| OTTolo TAY GLYKPIGIUN UE EKEIVN TV EVNAIK®V TOL AapPdvouy kKAomidoypéin
75 mgmuépa.

& U0 TOYOLOTTOINUEVT], STTANC-TVPANG, TapdAAnAov ouddmv puerétn (CLARINET), 906 nodiarpikoi
acBeveic (veoyva kot BpEéen) He KOAVOTIKY GUYYEVH KOpOLOKT VOGO TOL OVTILETOMICETOL
TOPTYOPNTIKA LE OPTNPLOKT TOPAKAUYT OO T1 GUCTNUATIKY TPOG TNV TVELLOVIKT KVKAOQOopia,
TuyatomomOnkay yo, vo Adfovv kKhomdoypiin 0,2 mg/kg (n=467) 1 ewkovikd appoxo (N=439) pali
He TauToypovn Bepameio PEYpL TO YpOVO TOL YEPOLPYEioV Gg devTepT pdcn. O pécog ypdvog petaly
NG AP YOPNTIKNG AVTLLETMOMIONS LLE TOUPAKAUWYT] KOL TNG TPMTNG YOPNYNONS TOV QUPLAKEVTIKOD
TPOioVTOC TG peAétng Nrav 20 nuépes. Katd mpocéyyion 88% twv acbevav éafav tavtdypova AXO
(evpoc 1 £m¢ 23 mg/kgmuépa). Aev vanp&e onuavtikn d10popd HeTOED TOV OUEO®OY 6TO TPMTEVOV
oLVOETO KataAnKTikd onpeio Tov Bavdartov, Opoufmong g mapdkapyng | TopiuPoaong oxeTiloNeVNG
He TV Kopdd Tpv amd v nAkio Tov 120 nuepdv petd amd eneicddio mov Bewpndnke BpopfmTiknig
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@vong [89 (19,1%) yio Tnv opdda. kKhomdoypéing kat 90 (20,5%) yio TNV opddo EIKOVIKOV QapUdKov]
(BA. mapdypapo 4.2). H aipoppayio Tov 1 o cuyva avapepOUEVT] OVETIBOUNT EVEPYELN KOL OTIG
00 OpadEC KAOTIBOYPEANG KOl EIKOVIKOD QUPUAKOV* 0GTOGO, 0V VINPEE Kapio GNUAVTIKY dlopopd
GTO TOGOGTO ALLOPPAYiG HETAED TOV OUAd®V. TN LOKPOYPOVIL TAPOKOAOVONGN TG AGPAAELNG
QTG TNG LEAETNG, 26 00DeVElg e TNV TOPAKOUYT KOO VPIOTALEVT o€ NAKia EvOg £Tovg EAafav
KAOTIO0YPEAN ¢ TNV NAkia TV 18 pnvav. Koapid kawvovpio avnovyio yio v ac@aielo dgv
mapoTNPNONKE KATE TN S1APKELN OLTAG TNE HAKPOYPOVING TOPAKOA0VONOTG.

Ot dokipég CLARINET kot PICOLO dievepyndnkay xpnoilomotdvtag £va cuoTadéy dtdAvpa
KAOTOOYPEANC. X Lo oxeTIKY| HEAET Proicoduvapiog o€ eVAAIKES, TO GLOTAOEY dSLdAL LN
KLOTId0YPEANG £0€1&€ TOPOUOL0. EKTOOT) KOL EAAYIGTO VYNAGTEPO TOGOGTO ATOPPOPNGNG TOL KVPLOL
KUKAOQOPOUVTOG (aveVEPYOD) HETOPOAITI GUYKPITIKA e TO EYKEKPLUEVO S10KIO.

52 ®DappokoKiviTiKEG 1010TNTES

Armoppognon

Metd and epdmaé Kot emavarapBavOopleveg NUEPNOIEG 00GELG 75 mg amd TOL GTOUATOG, M
KhomdoypéAn amoppopdrtat Toxéws. To péso vynAdtepo eninedo g apetdfAntng KAomdoypEANG GTO
nAdopo (kotd Tpooéyyion 2,2-2,5 ng/ml petd amd epdmag 66om 75 Mg and 1oL GTOUATOC)
gppaviotnke mepinov 45 Aentd petd T yopnynon g ooons. H amoppdenon givar tovidyiotov 50 %
e Baom ™ pérpnon anofoing Tmv LeTaPOAT®OV TNG KAOTOOYPEANG GTA OVPAL.

Karavoun

H xhomdoypéin Kot 0 KOplog KUKAOQOPAOV (avevepydc) HETOBOAITNG TNG SEGUEVOVTUL AVOCTPEYLILO LE
TPOTEIVEG TOV avOpmdTIvoL TAdopatog (98 % kot 94 % avtictowya) in vitro. H 6écpevon in vitro dev
QTAVEL LEYPL KOPEGHOV Y10l EVAL EVPV PACLO CUYKEVTPWOOTC.

Bioueraoynuationoc

H khomdoypéin petaPolrileton ektetapéva oto fap. In vitro kot in vivo, 1 khomidoypéin
petaforileton pécm 600 KOHPLOV PHETAPOAK®V 03MV: Wia KaTd TNV 0Toio e TN LEGOAAPNOoN
E0TEPACHV VOPOAVETAL GTO AVEVEPYO TAPEYmYO TOL KapPoLuAtkol 0&Eog (85% Twv Kukhopopolvimv
petafoAlt®mv) kat pia e T HecoAdfnon moAlomAmv kutoypoudtov P450. H khomdoypéin
petaBoiileton apyikd otov evoldueco petaforitn 2-0xo-clopidogrel. Enaxoilovbog petafoiopdc tov
gvoldpecov petaforitn 2-0xo-clopidogrel £xel g amotédeoua tn dnuovpyic TOL dPAGTIKOD
petafoiitn, éva mopdywyo Bg0Ang. O dpaotikds petafolritng onpovpyeitan kvpiong and to CYP2C19
ue ™ ocvpPoArn amd ddpopa aira Evivua CYP, repropufavopévav tov CYPLAZ, CYP2B6 kot
CYP3AA4. O gvepyog petofolritng 0€10Ang, o omoiog amopovadnke in vitro, cuvdéetal ypryopo. Kot un
AVOOTPEYIUO LE VTOOOYEIS OUOTETAAIDV, OVOGTEAAOVTOG £TGL TN GLGGMPEVCT) TOV ALULOTETAAIWDV.

H Cinax T00 dpactikod petaforitn ivar dSurhdoia pHetd amod o epdmal 66om eoptiong tov 300 mg
KLOTd0YpEANG OTI™G givarl HeTd amd TEGoepLg NUEPES pe 60om cuvipnong Tov 75 mg. H Crax
mapoTnpeitat Katd tpocéyyion Hetd amod 30 £mg 60 Aemtd peTd TN YOpYNO™ TNG 0OONC.

Amopoln

210V GvOpoTo, HETd amd pia omd TV 6TOPATOS 560N KAomdoypédng emonuacpévng pe *C, 1o 50%
nepimov amoPdAietal pe Ta ovpa Kot 10 46 % mepimov pe ta kKOTpova og didotnua 120 opodv petd
amo T Ay ™G 600mG. Metd amd epana d6orm 75 Mg amd Tov GTOUNTOC, 1) KAOTLOOYPEAN ExEL XpOVO
nuioglog {ong mepimov 6 dpeg. O ¥povog NUICELNG OTEKKPIOTG TOL KUPLOL KUKAOPOPOVVTOG
(avevepyoD) petaPolritn NTav 8 MPeS, LETA Ao TNV £QATAE Kot ETOVAAAUPOVOLEVT YOPTYNON.

Dopuoroysvetikn

To CYP2C19 gumiéketon otn dnpiovpyio KoL Tov SpacTIKOD HETAPOAITN KOl TOV EVOLALESOV
petaBoiitn 2-0&o-kAomidoypéAn. H @opprokoKivnTiKy Kol 1) OVTILLOTETOAOKT 0pEoT TOV dPAGTIKOD
petaoritn g KAomd0oYpEANC, OTMG HETPONKOV UE EX VIVO UETPTOELG THG GLGCMPEVONG
oOTETAAIDV, S10pEpouy avaroya pe To yovotumo tov CYP2C19.
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To aAnidpopeo CYP2C19*1 avtictoyyel o TANp®S Ae1ToVpyIKod PETABOAIOUO, EVOD TO
adniopopea CYP2C19*2 ko CYP2C19*3 givar un Aertovpyikd. To aAiniopoppa CYP2C19*2 kot
CYP2C19*3 gvBuvovtat yio Ty TAEIOYNQio TOV OAANAOUOPO®YV UE UEWUEVT] AELTOVPYIO GTOVG
Koavkdaoiovg (85%) kot otovg Actiteg (99%) pe petopévn petaforikn Aettovpyio. Al
aAnAdpopea Tov oyetiloviol pue amovTa 1 HEWUEVO HeTABoAoUd elval AydTEPO GUYVA Kot
neprapfavoov to CYP2C19*4, *5, *6, *7 kot *8. 'Evag acOevig pe petopévn petafoitkn Asttovpyio
0o draBétel 600 aAANAOHOpEO pE EXAENYT Aettovpyiog OmmE opileTal TaPamavV®. ANUOGIEVUEVES
ovyvotnteg yovotimmy tov CYP2C19 pe petopévn petoforikn Aettovpyia givor katd tpocéyyion 2%
v Tovg Kavkdoiovg, 4% yia tovg Mavpovug kat 14% yio tovg Kivélove. Yrdpyovv drabéotpleg
dokacieg yio Tov opiopd tov yovotdmov tov CYP2C19 evog acbevoug.

Mo pedétn daotavpwong o€ 40 vy dropa, and 10 o kdbe pia and T1c TE00EPIS KaTNyopieg
petafoikng wavotntag tov CYP2C19 (oA vynmin, eKTeTopévn, eVOLAUEST Kot LELOUEVN),
a&l10AdYNGE TN POPUOKOKIVITIKT KOl TNV AVTIGLLOTETOALNKT aVTaTOKplon ypnotponotdvtag 300 mg
KAomidoypéAng mov akorovBeitan amd 75 mg/muépa ka1 600 mg mov akorovBeitan amd 150 mgmuépa,
10 KaBéva Yo 5 nuépeg (otabepomompévn katdotaon). Aev TapatnpnOnKoy GNUOVTIKES SL0POPES
otV €kBeoT GTO OPACTIKO PETOPOAITN KOt GTN LEGT OVOICTOAN TNG CLGGMOPEVCTG TMV OUOTETAA MY
(IPA) peta&d ekeivov pe moAd VYNAN, EKTETOUEVN Kot EVOLAUEST] LETOPOMKT LKAVOTITA.

210 QTOUOL LE LELOUEVT LETOPOALKN KAvOTNTO, 1) £KOECT] GTOV OpUCTIKO LETOPOAITN LELDOKE KOTA
63-71% GUYKPITIKA UE EKEIVOL e EKTETAUEVT] LETUPOAKT tKavOTnTe. META TO SOGOAOYIKO YU,

300 mg/75 mg, ot OVTIOUOTETOAAKES OVTOTOKPIGELG LEIDONKOY OTO GTOUO LUE HEIOUEVT] LETABOAIKN
wovotnta pe péon IPA (5 uM ADP) 24% (24 dpeg) kot 37% (Huépa 5) 0nwg ovykpidnke pe v IPA
39% (24 dpeg) kar 58% (Huépa 5) ota dropa pe ektetapévn petaforkn wavotmro kot 37%

(24 dpeg) xar 60% (Huépa 5) ota dropo pe evdtdpeon petaforkn ikovotnta. Otav to droua pe
peiopévn petafoikn wavotnta Ehafov to docoroykd oynpa twv 600 mg/150 mg, n ékbeon oto
dpuaotikd petofolitn frav ueyaddtepn and 10 docoroyikd oyniua tov 300 mg/75 mg. Exinpocheta, 1
IPA ftav 32% (24 dpec) ko 61% (Huépa 5), mov ftov peyaAdtepec omd 0Tl 6TA ATOLO [LE LELOUEVT
petoforikn tkavota Tov hapav 1o socoroykd oyfpa 300 mg/75 mg kot Tapdpoteg pe TIg GALEg
opddeg petaforkng Aertovpyiag tov CYP2C19 mov éhafav o docoroykd oynua twv 300 mg/75 mg.
"Eva katdAAnAo 6060 A0Y1KS GyIpa Yio 0vTo ToV TANBVGHO acBevdv dev £xetl kabiepwbel og KMVIKEC
SOKIUEG.

ZOUO®VO LE TA TOPOTAVED OTOTEAECLOTO, GE U0l LETA-0VAAVON oL TepleAduPave 6 peléteg pe
335 dtopa oV AVTILETOTIOTIKAY LE KAOTIO0YPEAN o€ otabepomomuévn Katdotaon, Katadeiyonke
ot 1 €kbeon oto SpacTikd petaforitn peimdnie katd 28% yio o dTopa pe EVOLAUEST) LETABOAKN
Aettovpyia kot 72% yo To ATopo pe LetdpEVT) LETAPBOALKT Aettovpyio EVD 1) AVOGTOAN TNG
ovoodpevong aponetariov (5 uM ADP) peiwdnike pe dapopéc oty IPA xotd 5,9% won 21,4%,
avtioTtotya, Ot cuyKpidnKe pe To dropo pe eKTETANEVT HETAPOAIKN AgtTovpYia.

H emppon tov yovotumov tov CYP2C19 o11g khvikég ekfdoelg e acheveic TOV OVIIHETOTIOCTNKAV LE
KhomdoypéAn dev €xel a&lohoynOel € TPOOTTIKES, TVUYALOTOUEVES, EAeYyOUEVEG dokIuéS. Eyet
vrap&et Evag aplipog avadpotKav avaADceE®mVY, ®GTOGO, Y10, TNV a&loAOYNOT AVTHG TNG ENLOPACTS O
acfeveic Tov €YoV AVTIUETOMIOTEL LE KAOTLOOYPEAT KO Y10 TOVG OTTOIOVS VIAPYOLY YOVOTVTIKA
armoteléopata: CURE (n=2.721), CHARISMA (n=2.428), CLARITY-TIMI 28 (n=227),
TRITON-TIMI 38 (n=1.477) xa1 ACTIVE-A (n=601), 6mwg Kot évag aplOpodg dnUoctevpivey
UEAETAOV KOOPTHG.

Yty TRITON-TIMI 38 kot o 3 and 11¢ peréteg kooptg (Collet, Sibbing, Giusti), n cuvdvacuévn
opnado acevov e gite evoldueon, gite HE@UEVT HETAPOAIKT] IKOVOTNTA €Yoy VYNAOTEPT GLYXVOTNTA
KapdloyyeloKdv copufoapdtomv (Bdvatog, EPepayio TOL LVOKOPIIoL Kol 0y YELKO EYKEPAAIKO
eMELG0010) N BpOUPmoNg ¢ evoompdBeonc (stent) cuykpitikd pe To ATOHO LE EKTETAUEVT LETOPOALKN
KovoTnTa.

Ztnv CHARISMA xoit o€ po, pedétn kooptig (Simon), po avénuévn cuyvotnta coppapdtov

TopaTNPNONKE HOVO 0TO ATOMO PE PELMWUEVT] LETAPOAIKT IKOVOTNTO OTAV GLYKPIONKAY LE TO. ATOUO, [LE
EKTETAUEVT] LETOPOMKT IKAVOTI|TA.
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¥t CURE, ot CLARITY, omv ACTIVE-A «ot o€ o and 1i¢ peréteg kooptng (Trenk), dev
mapaTnpnOnke ovénuévn cuyvotnTa CVUPAUATOV PBACEL TNG LETAPOAIKNG KOVOTNTOC.

Kopia amd avtég tig avalvoelg dev glye 10 péyebog yuo va eviomicel dapopég oty EkPfacn Tov
OTOUMV e UELMUEVT] LETAPOAIKT IKOVOTNTO.

Ewwol tAnfvopoi

H pappokokivntiki Tov dpaotikod petafolritn tng kKAomdoypéAng dev elval YVOGTH 6€ auToVE TOVC
€101K00¢ TANBLGLOVG.

Negpirn dvoiertovpyio,

Metd and enavoropPavopeves d0GES 75 mg KAOTIO0YPEANG TV NUEPO GE ATOUO LLE GOPapPT| VEQPIKY
vo60 (kdBapon kpeatvivng amd 5 péxpt 15 ml/min), 1 avacToin TG GLEGMOPEVONG TOV ULUOTETUAIMV
7ov mpokaAgitarl amd v ADP ftav yapnAdtepn (25 %) and avti mov mapatnpndnke o vy dropa,
®GTOCO, 1 TOPATOCT TOL YPOVOL PONG NTOV TOPOLOLN LE EKELVN TTOV KATAYPAPNKE GE VYL ATOLO TOV
ehapPavay 75 mg KAomdoypéAng v nuépa. Emmpocstétwe, n kKAvikn avoyn ftav KaAn oe OAovg
Tovg acbeveic.

Hromiry dvoierrovpyio

Metd and emovoropPavopeveg d6aelg 75 mg kAomidoypéAng tnv nuépa Yo 10 nuépeg o€ acbeveig pe
cofapr NTaTKn SVGAELITOVPYIN, 1] AVAGTOAN TNG GLGGMOPELONG arpoTETAAIV Sapésov g ADP ftav
mapopole Le eketvn mov mapatnpndnke oe vy dropo. H péon mapdtacn tov xpovov pong nTov
emiong TopOLOL0 OTIG OVO OLLADES,.

Doin

O gmmolooudg Towv aAnropopepwv tov CYP2C19 ov oyetilovtat Le EVOLAUESO 1 TEPLOPIGUEVO
petaforiopd dapépet avaloya pe T LAR/eBvikdtnTa (PA. Papuaxoyevetikn). Awo tn fifAloypaeia,
010V¢ AcloTikovg TANBLGLOVG LILaPYoLVY TEPlopIoUEVE dedopéva drabéotua ya va agtoroynBei n
KAk enintoon yovotvawv tov CYP yio Ty epedvion coufoudtov og kAvikr ékpaon.

5.3 IIpoxivika dedopéva yia Ty aocpdrera

Koatd ) didpreia Tov pun KAVIKGV HELETOV G 0poVPOiovg Kol GE UTAUTOVIVOLS, 01 TTO GUYVE
TOPOTIPOVUEVEG EMOPAGELG NTOV NTATIKES OAAOIDGELG. AVTEC TapaTnPONKay 6€ SOGELG TOL
OVTITPOGMOTEVOVY TOVAYIOTOV 25 Qopég TNV kBeon Tov mopatnphOnkKe og avOpMOTOLS TOV
ehappavay KAvikég 06ce1g Twv 75 mg/muepnoing Kot fToy erakOAov00 Liag ENIOPOCNC 6TA NIATIKA
petafoiika Evlopo. Kapio exidpacn oto nmatikd petaforikd Evivpa dev moapotnpnonke o
avBpadTovg Tov eAduPavay KAOTS0YpEAN OTIG BEPOTEVTIKEG HOCELS.

e oA VYNAEG dOGELS, avapépOnke emiong mTePLOPIoUEVN YAGTPIKY avoyT| (YooTpitida, YUoTPIKEG
SPpOTIKEG AALOIDGELG KON EUETOG) TG KAOTOOYPEANG GTOVG BPOVPAIOVE KO TOVG UITUUTOVIVOLC.

Agv vmipée kapia £voeiEn KapKivoyovov dpdomng 6tav 1 KAOTd0ypEAN yopnynonke yio 78 efoopddeg
o€ movtikovg kat yio 104 efdouddeg o€ apovpaiovg, oe dooelg uéypt kot 77 mg/kg mv nuépa (1 oroia
AVTITPOCMOTELEL TOVAAYIGTOV 25 popég v £kBeon mov eppaviletal otovg avlpmmovg Tov Aapupdvouy
75 mg/muepnoimg).

H khomidoypéhn éxet doxipacbel o€ pio oelpd in Vitro kot in Vivo yovoto&ikdv pedetdv ko dev £0e1ée
yovoto&kdtnra.

H xhomdoypéin b Ppébnie va €xel emidpacn ot YOVILOTNTA TOV APCEVIKAV Kol TOV ONAVKOV
apovpaimv Kal dev NTaV TEPATOYOVOG OVTE GTOVG apovpaiovs 0vTe ota Kovvéla. Otav yopnynonke
oe INAalovteg apovpaiovg, N KAOTOOYPEAT TPOKAAESE EAAPPLE KOBVOTEPTOT GTNV AVATTLEN TOV
amoyovov. E1dkég QapprakokivnTikég LEAETEG TTOV EYIVOV LIE POSIOGEGT|ULAGLEVT] KAOTILOOYPEAN
£oeigav 6Tl M UNnTPIKN ovcia 1 o1 peTafolriteg Tng exkpivovtar 610 YaAa. Etopévmg, o dueon
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enidpaon (mia to&koTnTa), 1 o EppecT enidpacn (Helmon ¢ YeVoTIKNG tkavoTnTag) OV UmopEl
va. amokAeloOel.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kataloyog ekdoymv
Tvpnvag diokiov

Kvutrapivn prikpokpuoTaAiiki
Ydpo&umponvrokvttapivy (E463)
Maovvitodn (E421)
Kpoomofioovn (tomov A)
Movoddpikd Kitpikd 0&0
[HoAvarBvrevoyivkoin 6000
2TE0TIKO 0ED
2TE0PLAOPOVLAPIKO VATPLO
Emixaloyn Aemwrod vuevioo
YnpopeAdoln (E464)

Epv0pd o&eidro ciompov (E172)
Movoidpikn Aaktoln
Tpraketivn (E1518)

Awo&gidro titaviov (E171)

6.2 Aocvpporétnreg

Agv epoppdlertar.

6.3 Awdpkera Cong

3 ypovio.

6.4 Idwitepeg TPoPULAEELS KOTA TV QUAOEN TOV TPOIOVTOG

dvrdococete o€ Beppokpacio pikpotepn twv 25°C.

6.5 ®@VYon Kol GVOTATIKA TOV TEPLEKTN

Koyéheg amd Aevkd PVC/PE/PVDC-@0ALo alovuviov.
Yvokevaocieg tov 10, 14, 28, 30, 50, 84, 90 1 100 emkaAvppévov pe AETTO VUEVIO S10KIWV.

Mmropel va v KukAo@opoOV OAEG 0L GLOKEVAGIES.
6.6 Iowitepeg TpoPULAEELS amOpPLYNG

Kopia g1dkn vroypéwon.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Pharmathen S.A.,
AgepBevokiov 6

15351 MaAinvn, Attikn
EXLada
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8. APIOMOI AAEIAY KYKAO®OPIAX

EU/1/09/535/001 14 EMKOADUPEVOV IE AETTO DUEVIO SloKI®V Kvuyéreg (PVC/PE/PVDC/alu)
EU/1/09/535/002 28 EMKOAVUUEVOV pE AETTO DUEVIO SIoKimV Kuyéreg (PVC/PE/PVDC/alu)
EU/1/09/535/003 30 EMKOAVUUEVOV e AETTO VUEVIO SloKimV Kvyéheg (PVC/PE/PVDC/alu)
EU/1/09/535/004 50 EMKOAVUUEVOV UE AETTO VUEVIO SLoKimV Kuyéheg (PVC/PE/PVDC/alu)
EU/1/09/535/005 84 EMKOADUPEVOV IE AETTO DUEVIO SloKI®V Kvyéreg (PVC/PE/PVDCl/alu)
EU/1/09/535/006 90 EMKOAVUUEV®V e AETTO VUEVIO SloKimV Kvyéheg (PVC/PE/PVDC/alu)
EU/1/09/535/007 100 EMKOAVUUEV®V e AETTO VUEVIO SloKimV Kuyéieg (PVC/PE/PVDC/alu)

EU/1/09/535/015 10 EMKOAVUUEVDV UE AETTO DUEVIO SLoKimV Kvyéheg (PVC/PE/PVDC/alu)

EU/1/09/535/016 28 EMKOAVUUEVOV e AETTO LUEVIO SLoKimV Kuyérec (PVC/PE/PVDC/alu),
Huepodloritakég
nué pEg

9. HMEPOMHNIA INPQTHXE EI'KPIZHX/ANANEQXHY THX AAEIAX
Huepounvia tpmtng £ykpiong: 28 IovAiov 2009

Huepounvia tedevtaiog avavémong: 11 Anpiiiov 2014

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TANPOQOpPIES Y1 TO TOPOV PAPLOKELTIKO TPOTOV etvar S10béoipes 6Tov dSKTLOKO TOTO
tov Evponaikod Opyavicpod @apudkmv: http://www.ema.europa.eu/
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ITAPAPTHMA 11

IHAPAXKEYAXTEX YIIEYOYNOI I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H NEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ANIOTEAEZIMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTEX YIIEYOYNOI I'TA THN AITOAEXMEYXH TQN ITAPTIAQN

Ovopo. kar d1evfuvon TV TOPASKEVAGTMV TOL £ivol VTELOHVVOL Y1 TNV ATOSEGUEVGT] TV TOPTIOWV

Pharmathen S.A.
AgepBevokiov 6

15351 MaAinvn, Attikn
EAAGSQ

Pharmathen International S.A

BIO. TTA. Xanadv,

Nopot Podonng, Owovopkod tetpaywmvo No 5,
69300,

EALéda

Orifarm Generics A/S
Energivej 15
5260 Odense S,

Aovio

270 £vTUTO VA0 0dNYIOV YPNOEDS TOL PUPLOKEVTIKOD TPOIOVTOG TPETEL VAL AVAYPAPETAL TO OVOLLN
Kat 1 S1evBuvon Tov TaPAcKELAGTN TTOL gival VIEVOHVVOG Y10l TV ATOSEGLEVOT TNG CYETIKNG TAPTIONS.

B. OPOI'H HEPIOPIZMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DopUAKEVLTIKO TPOTOV Y10 TO OTOI0 OTALTEITOL LOLTPIKT) CUVTAYY.

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAYX KYKAO®OPIAX

. Ex0fcs1c meprodikng Tapakorovdneng g aocParelog

O xdrroyog adelag kukAoopiag Ba Katabitel ekbEoels TEPLOdIKNG TOPOKOALOVINONG TNG ACPAAELNS Y10
TO €V AOY® TTPOTOV GOUPMVO, LLE TIG OTOLTHOELS TOV 0pilovToL 6TOV KATAAOYO LLE TIG IUEPOUNVIES

avapopdg ¢ Evaong (katdhoyoc EURD) mov mapatifetar oto ApBpo 107y mapdypagog 7 tng
Odnyiag 2001/83/EK kar £xel dnpocievbel oty evpomAiK SIKTVOKN TOAN Y10 TO PAPUAKA.

A. OPOI'H HEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

o Xyéoro Awayeipnong Kiwvovvoo (ZAK)

Agv gpappodletar.

30



ITAPAPTHMA II1

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIZ TIOY ITPEINEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI yw xoyédreg Tov 10, 14, 28, 30, 50, 84, 90 1] 100 emkaivppévov pe Aentod vpévio S16Ki®V

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Grepid 75 mg emkaAvppéva pe Aemtd vpévio diokia
clopidogrel

(2. TYNOEXIH IE APAXTIKH(EZ) OYZIA(EX)

Ka0e emucorvppévo pe Aentd vpévio diokio mepi€yet 75 Mg khomidoypEAng (og BEGIAKT).

| 3. KATAAOTI'OX EKAOXQN

Eniong mepiéyel Aaxtoln. BA.oOAAO 001 y1dV Y10, TEPLGGOTEPEG TATPOPOPIES.

| 4. PAPMAKOTEXNIKH MOP®H KAI HEPIEXOMENO

10 emkaAivppéva pe Aentd vpévio diokia
14 emucodivppéva pe AeTTO LUEVIO dloKiol
28 emkaAvUUEVOL LE AETTO VUEVIO dloKiol
30 emkolvppéva pe AETTO VIEVIO OLoKia
50 emualoupéva e AenTo LUEVIO dloKin
84 emicolvupéva pe Aemwtd VUEVIO O1oKia
90 emkalvppévo pe AETTO DIEVIO OLoKIaL
100 emucoloppéva pe Aemtd VUEVIO dloKia

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

AwBdote T0 GOALO 0INYIDV TPV amd T XPHoN.
Ao otoOpaTOG YpNoN.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXZEITIZOYN TA ITAIAIA

Na puAdooetatl og Béon v omoia dev PAETOLY KoL dev Tpoceyyilovv Ta Tald1d.

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AHEZH {MM/EEEE}

| 9. EIAIKEY XYNOHKEY ®OYAAEHX
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dvidooete oe Beppokpaocio pkpotepn tov 25°C.

10. IAIAITEPEX IPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN [TOY NPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAYX KYKAO®QOPIAX

Pharmathen S.A.,
AgepPevokiov 6

15351 IMaAinvn, Attikn
EXLada

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/09/535/001-007
EU/1/09/535/015-016

| 13.  APIOMOZX ITAPTIAAX

Moprida

| 14. TENIKH KATATAEH I'TA TH ATIAGEXH

| 15.  OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

Grepid 75 mg

17. MONAAIKOX ANAINQPILTIKOX KQAIKOX — AISAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A16d100TOTOG YPOUU®TOS KOdKAG (2D) Tov (pépet Tov TepANPBEVTa LOVASTKO OVOYVOPLETIKO
KOOKO.

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

PC: {apOuoc}
SN: {ap1Buoc}
NN: {apOuodc}
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EAAXIETEX ENAEIZEIZ TTIOY ITPEITEI NA ANATPA®ONTAI XTIZ 2YXKEYAXIEX
KYWYEAHX 'H XTIZ TAINIEXZ
(KYWYEAEX nov ngpiéyovy 10, 14, 28, 30, 50, 84, 90 1] 100 emuxaioppéva, pe Aemtod vpévio d1oKia)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Grepid 75 mg emkaAvupéva pe Aemwtd vpévio diokia
clopidogrel

| 2. ONOMA KATOXOY THX AAEIAYXY KYKAO®OPIAX

Pharmathen S.A.

| 3. HMEPOMHNIA AHEHX

AHEH {MM/EEEE}

| 4. APIOMOX ITAPTIAAX

[aptida

| 5. AAAA ITOIXEIA

Huepoloylokég nuépeg
Agv

Tp

Tet

ITep

ITop

Zaf

Kwvp
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B. ®YAAO OAHI'TQN XPHXHX
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®Vviro ooV rpiong: IIAnpoeopiss yia Tov ypnotn

Grepid 75 mg emkoloppéva pe Aemtod vpévio diokio
KAOTId0YPEAN

AP AOTE TPOGEKTIKG OAOKANPO TO QVALO 0ONYLAOV YP1 OIS TPV UPYIGETE VU TAIPVETE AVTO TO
PappoKo, o10TL TEPAGUPAVEL GCNUAVTIKEG TANPOPOPIES Y10, GOG.

- DuAGETE 0VTO TO PUALO 00N YLDV Ypriong. Towg ypelaotel va To dPdacete Eavd.

- Edv éxete meportépw amopieg, p@TNOTE TO Y1OTPO 1 TO POPUAKOTOLO COG.

- H cvvtayn yio avtd 10 @appoKko xopnyndnke amokAeloTikd yio 6. Agv TPEMEL VO SDGETE TO
QappoKo o€ AAhovc. Mmopel va Toug Tpokarésel BAAPT, akopa Kot OTAV TO CLUTTOUOTO TG
acBéveldg Toug eivat id1a pe ta Sk Gog.

- Edv mapatnpnioete kamolo avemBOunTn evépyeia, EVIUEPMDGTE TOV YIATPO 1) TO POPLLUKOTOLO
oaG. Avtd woyvet Kot yia kéOe mbovr avemBOunTn EVEPYELD TOL SEV OVAPEPETUL GTO TAPOV
@OAAO 0ONyudV ypriong. BAéne mapdypago 4.

T egpréyel 1o Tapov UALO 00NYLOV

T eivon o Grepid kou oo givat 1) yp1on Tov

T1 npémer va. yvopilete mpv ndpete 1o Grepid

[Mog va mapete to Grepid

[MBavég avemBountes evépyeteg

i va pvidooete to Grepid

[Mepieydpeva TG CLOKELOGIOG Kot AOUTEG TAPOPOPIES

ouprwNE

1. Tu givor to Grepid kot wowa givar 1 xpion Tov

To Grepid mepiéyel kKAomdoypéAn Kot aviKeL G€ L0, KATHYOPio, QopUAK®Y TOL ovopaloviol
OVTIOUOTETAALOK G QOPLOKEVTIKA TTpoidvTa. Ta aponetdAia eivar ToAD piKpd copUoTIdN TOV ailaTog,
T 0TOi0 GLYKOAADVTOL KT TNV THEN ToV aipatoc. To avTiooneTaMoKA QAPULOKEVTIKA TPOTOVTA
€UTOdiLovV aVTY| TN GLGGMPELOT KOl £TGL LELOVOLV TIG THAVITNTES GYNUATICLOV Opopfmv
(drdwcacio mov ovopdletor OpouPmon).

To Grepid Aappavetat omd eviKeg o Ty TpdAnym oynuotiouod Opoufonv ota ckAnpopévo
apoopa ayyeia (aptnpiec), pia dwadikacio yvoot cav adnpobpoufwon, mov purnopel va 0dnynoet 6
afnpobpoufotikd ene106010 (OTWOC IGYALUKO AYYELNKO EYKEPUALKO ETEIGODI0, KAPIIAKO EXELGOOIO0 1)
0avaro).

To Grepid cog éxel cuvtayoypaendei yio. va fonbnoet oty amouyn oynuoticpod Opdupmv Kot va

EMTTOOEL TOV KIVOUVO QUTOV TOV ENEICOSIMV ENEON:

- "Eyete pio maBnomn oxdinpovong tov aptnpldv (eniong yvoot cov adnpockinpouven), Kot

- "Exete 1010p1K6 KOpdoKOD EMEIGOOI0V, IGYOLUKOD Oy YELOKOD EYKEPAAIKOV EMEICOOIOV 1|
TOGYETE AMO L0 KOTAGTAOT] YVOOT MG TEPLPEPIKT APTNPLOKT VOGO 1)

- "Eyete 10t0p1xd cofapod Tévov 610 6THog YVvmoToU G «aeTadn oTnOayYn» 1 «ELEPOyLo TOV
pookapdiovy (Kapdiakd enelcddio). ['a ) Bepaneio avtg T NG 0 YaTpdc Gog TOAVAOG
va €xel Tonobetnoel evdompdbeon (stent) oty paypévn 1 6TEVOUEVT 0pTnpic Yio Vo
OTOKOTOGTOEL TNV OMOTEAEGUOTIKY POT] TOL aipatoc. Mmopei, emiong, va cog £xet yopnynbei
Ao TO YTPd OOG KOl OKETVAOGOAKLALKO 0D (Hia ovoia TOV amavTdTol 6 TOAAG
POPUOKEVTIKA TPOIOVTA TTOL YPTCLLOTOLOVVTOL Y10 TNV GVOKOVPLOT Atd TOV TOVO KOl MG
avVTITLPETIKG KaBDG emiong kot yio TNV TpdAnym Opoufmonc).

- "Eyete mapovc1doel GUUTTOUOTA AYYEIKOD EYKEPOUAKOD ENEGOSI0OV TOV VTOYMPOVV UECH GE
GUVTOUO YPOVIKO SLUoTNHA (YVOGOTO Kol ¢ TAPOIIKO IOYOUKO EXEIGOS10) 1 IGYOUKO
AYYEWKO EYKEPAAKO ETELGOO10 NTTLog Papdtntag. Mmopel eniong va cag yopnynoel
OKETVAOGOAKVAIKO 0EL 0O TOV Y10TPO 060G EEKIVAVTOG LECO OTIG TPDTESG 24 DPES.
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2.

"Eyete éva pun xovovikd kapdiakd puiud, Hio KatdoTtao ToV OTOKOAEITOL «KOATIKY

HOPULOPUYT KoL OV UTOPEITE VL TAPETE PAPLAKO TTOV EIVOL YVOGTA MG «OTO TOV GTOHOTOG
avTIIKTIKE (avtaymviotég Prrapivng K), ta omoia tporiapufdvovy tn dnuovpyia véwv
Opoppov kol epmodilovv Tovg vdpyovieg Opopupoug va avénbodv. [pénel va &xete evnuepmbel
OTL TOL €OTO TOL GTOWOTOG OVTUTNKTIKO EIVOL TO ATOTELEGUOTIKA OO TO OKETVAOGOAIKVAIKO
0&0 M ™ cvvdvacuévn xpion Tov Grepid kat Tov akeTLAOGOAKVAIKOD 0EE0C Y17 avTh TNV
Kataotoor. O ylutpog cog Tpénet va oog Exel cuvtayoypoenoest to Grepid pali pe
AKETVAOGAMKVAIKO 0ED €GV OEV UTOPEITE VO TAPETE «OTO TOV GTOUOTOG AVTITNKTIKA» KOl OEV
€yete xivouvo peilovog atpoppayiog.

Tvwpéner va yvopilete Tpwy Tapete 1o Grepid

Mnyv mtapete o Grepid

o€ TePImT™OT aAAepYiog otV KAOTSOYPEAN 1] GE OO0 TOTE GALO OO T GLGTUTIKE QVTOV
TOL QUPUAKOL (OVOQEPOVTAL GTNV TOPAYPAPO 6).

av éyete pio lTptkn TaOnon mov TPOoKaAEL evepyrn alopparyio OT®S EAKOC GTOAYOL 1)
EYKEPAAKY] apLopporyio

gdv Taoyete amd coPapn nraTikn voco.

Av TIGTEVETE OTL OTOLOONTOTE OO OLTA GOC OPOPOVV 1 OV EXETE TNV TOPUUIKPT OUPLPOAia,
ovpfovievdeite tov yorpd cag npv mhpete Grepid.

Ipocidonomosig kKot TpoPuvAdEelg

AV 0mo10dMToTE O TIC TO KATM OVOPEPOLEVES KATAGTAGELS LOYVEL Y10t GOC, Bo Tpémet val
EVNUEPADGETE TO YLTPO GOG TPV yproiporomoete to Grepid:

Edv vrapyet kivéuvog apoppayiog 6mmg:

wéOnon mov cag BEtel og Kivouvo e0OTEPIKNG apoppayiag (T.y. EAKOG GTOUAYOV).
alpatoAoykn dwutapayn €&’ attiog g omoiag £xete mPodABEST] Yo ECMTEPIKES OLoppayieg
(cpoppayieg 610 E6MTEPIKO OMOIOVONTOTE 1GTMV, OPYAVOVY 1 apBpOGEDY TOV CAOUATOC GOG).
TPOGPATOG GOPaPOG TPAVUATIOUOC.

TPOGPUTN YEPOLPYIKT| EMEUPAOT (CUUTEPIAAULBAVOLEVOV KOl TV 000VTIATPIKAOV ENEUPACEDV).
TPOYPULUATIGUEVT XELPOLPYIKN EMEUPAOT) (CVUTEPIAAUPAVOLEVEOV KOL TOV 00OVTIATPIKAOV
eneUPAceEV) HECO OTIG EMOUEVES EXTA MUEPEC.

Edv €iye oynuatiotel Opopfog oe kdmoo aptmpic Tov €YKEPALOL G0G (IGYOUIKO OyYELNKO
EYKEPAMKO EMEIGOO10), TO 0010 GUVEPT KOTA T1) OLAPKELD TOV TEAEVTOLMV ENTA NUEPDV.
Edv mdoyete amd vOGO TV VEQPAOV 1] TOL NTOATOG.

Edv eiyate adiepyio 1| avtidpoon e 0TO00NTOTE PAPHOKO TOV YPT|GULOTOLEITE YO VL,
OVTILETOTICETE TNV AcBEVELD GOg.

Edwv giyate mponyovuevo 10Tptko 16TOPIKO EYKEPOAIKNG OLLOPPAYIOG TTOL OEV OQEINOTOV O
TPOVUATIGUO.

Ooco maipvete to Grepid:

Bo TPENEL VO EVIULEPDGETE TOV YIOTPO GOG EAV £XEL TPOYPUUUATIGTEL KATOO XELPOVPYIKN
enéppaon (cvumepthapfoavopévng e 000VINTPIKNG ETERPAOTG).

®o TpEmEL EMIONG VO EVIUEPDOCETE TO YLATPO GOC OUECHS EAV TOPOVGLAGETE Uia 1OTPIKN
kartdotaon (exiong yvoot) og Opoufmntiky @pouforevikn [Hopevpa 1} TTP) mwov meprhapfdvet
TLPETO Kol HOAWDTES KAT® OO TO OEPILO. TTOV UTOPEL VO ELPAVIOTOOV (¢ EpVOPEC KNAIDES, LUE 1|
XOPig aveENynt KOT®GN, GVYYLGOT, KITpvn amdypwon Tov dEPHOTOC 1 TOV HaTIdV (TkTepog)
(BA. mapdypago 4 «ITiBavég avemBduntec evépyeteg»).

Edv xomeite 1| tpavpatioteite, iomg ypelaoTel TEPIGGOTEPOG OO TO GLVNOIGUEVO ¥POVOS Y10 VO
OTOHOTNOEL N arpoppayic. Avtd oyetileTon pe TOV TPOTO dPAGTG TOL PAPUAKOV aPoV eUTodilel
T dvvatodtnTa oMovpyiag Opopfov. ol pikpng onpaciog KOWIHOTO Kot TPOVUATIGUOVG, T.X.
ey xomeite, katd 10 EVpPLoUa, GLVNBMG dev VIApPYEL TPOPANUa. TTapodia avtd, edv avnovyeite
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AOY® NG apopparyiag cog, Oo TPEMEL VO EMKOIVOVICETE LLE TO YIATPO 00G ApESHS (PA.
mapdypaeo 4 «ITiBavéc avemBounteg evépyelec»).
. O y10tpog oag umopel va {ntroet e£€TdoELg aipLTOG.

Mawora ko £gnpor
Mn divete 0vTO TO PAPLOKO GTA TOdLA ENEON deV Exel dpdon.
Alo @appoxa kot Grepid

Evnuepdote 10 y1otpd 1 TO QOpLOKOTOLd GOC EAV TOIPVETE, EYETE TPOCPHUTA TAPEL 1| LTOPEL VOl
ThpeTE AAAA PAPUAKO, OKOLO KOL QVTA TTOL OEV GOG £0VV yopnynoel pe cuvtoym.
Kémow dAla eappoke pmopel va ernpedcovy t xprion tov Grepid 1 avtictpoa.

Ewdwotepa, Oa mpémel va evuepmoete T Y10TPO GoG £V AapPavete:

- QAPLLOKO TOV EVOEYETAL VAL ALENGOLV TOV Kiviuvo arptopparyiog OTwc:

O 0Omd TOV GTOWATOG OVTUTNKTIKE, QAPLLOKA TTOV YPTCLLOTOIOVVTOL Y10, TN UEIDOT TNG
TNKTIKOTNTOG TOV AILLATOG,

O KOO0 U1 OTEPOEIOEG AVTIPAEYHLOVAOIEG PAPLLOKO, TTOV YPNCIUOTOLEITOL GLVIO®E Yo TN
Oepameio em®OVVOV KOUN PAEYLOVOIDOV KOTACTACE®MY T®V LVGV 1] TOV apbpmdcemy,

o mmapivi 1 0TodNTOTE AALO EVEGILO QAPLLOKO TOL YPTCLLOTTOLEITAL Y1 T pelmon Tng
TNKTIKOTNTOG TOV OLATOG,

o Twhomdivn, 1 GALOVG AVTILOTTETAMOKOVS TAPAYOVTEC,

O &VOV EKAEKTIKO OVOGTOAEN ETAVOTPOGANYNG TNG GEPOTOVIVIG (TEeprhapfavorévey oAl pn
meploplopevay otn eAovotetiviy i) T eAovPoéapivn), PAPHOKA TOL ¥PNGILOTOIOVVTOL
oLVOMG Y10 TNV AVTHETOMION TG KATAOAYNC,

o ppoumikivn (ypnowonoteitot yio T Bepaneio cofapdv LOAOVGE®V)

- opempaloin 1 ecopenpalOAr, PAPLOKA Y10l TV OVTILETMOMTICT CTOUAYIKAOV EVOYANGEMV,

- @AovkovaloAn N PopucovaloAr, PAPLOKO Y10, TNV OVTIUETOTICT LUKNTIOCIKOV AOUOEE®V,

- epafipévin, N GAAa avtipeTpoikd eappaka (ypnoonoteiton yio ) Oepaneio Twv AopdEemv
and HIV),

- KapPapalenivn, EAPLOKO Y10 TV OVIILETOTIOT) OPICUEVAOV LOPPDV ETIANYIAG,

- HLOKAOBELION, PAPLLOKO Y10 TNV OVTILETMOMLON TG KATdOAyNG,

- PETAYAVION, PAPLOKO Y10, TN BEPATEVTIKY OVTILETOMIOT TOL dafNTN,

- TOKMTAEEAT, EAPUOKO Y10, TN BEPATEVTIKT OVTILETMTION TOL KAPKIVOD,

- omoedn: eved AapPdaverte Oepaneio e KAOTOOYPELT, O TPETEL VL EVIILEPDOETE TO YIUTPO GOG
TPV 60 cuvTayoypaenBel onotodnmote omoeldés (ypnoomoteitan yia T Bepaneio Tov
coPapod Tdvov),

- pocovPoctativn (XpNOOTOLEITOL Vi TN LEIMON TOV EXTEI®V TNG YOANCTEPOANG OAG).

Edv elyate éva coPapd movo 610 01t100g (aotadn oTndayyn N Kapdlokd ene1c6010), TOPOSIKO
oYK ETEITOO10 1] IOYULUIKO OYYELNKO EYKEPUAIKO EMEIGOOI0 NG BopOTNTOG, UTOPEL VO GOG
yopnynBei Grepid oe cuvdvoaoud pEe aKETVAOGOMKVAIKO 0&D, io ovoio TOL amavTdTal 6€ TOAG
QOPUOKEVTIKA TPOIOVTA TOV YPTGLLOTOLOVVTOL Y10, TNV AVEKOVPIGT OO TOV TOVO KOl 1OG
OVTUTUPETIKA.

Mia TePIGTAOIOKN YPNOT AKETLAOGAAMKVAIKOD 0&E0g (O mepiocdTepo amd 1.000 mg oe didotnua 24
®pmV) dev Ba TPENEL, YEVIKA, VO TPOKOAEGEL KATO10 TPOPAN LA, EVD GE AAAEG TEPITTMOOELS,
nmapatetapuévn xpnomn Ba tpénel va culnoet pe To yotpd cog.

To Grepid pe Tpo@éc kol ToTod
To Grepid pmopei va Aappavetor pe | ywpic T Aqymn Tpoenc.

Kinon ko1 Oniaopdg
Elvar mpotipdtepo va unyv maipvete ovtd To pAPLOKO KATA TN S1dpKELR TNG KOMOTG.
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Av giote €yxvog 1 vroylaleote 0Tl €ioTE £YKLOG, O TPETEL VO EVILEPDGETE TO Y10TPO 1] TO
eoppaxomold cog mpv AaPete Grepid. Av peivete £ykvog evo Aopfavete Grepid, cuppovievbeite to
YTpo 60 apicms, kabmg dev cuvictdtar ) Ayn Grepid kotd ) didpketo TG KONOTG.

Agv mpénet va, InAdlete evod ypnoyomoteite avtd 10 PApUAKO.
Edv OnAalete N oxedialete va Onidoete, WIAOTE LE TO YLOTPO GOC TPV TAPETE ALTO TO PAPUAKO.
Zntote T GLUPOLAN TOV YIATPOD 1] TOV POPUAKOTOLOD GUG TPOTOV TAPETE OTOLOONTOTE PAPLLAKO.

0onynon ko YEPGROS PN OV RATOV
To Grepid givar aniBovo vo exnpedoet TNV KavoTnTd 6og vo odnyeite 1 va xelpileote pnyavipota.

To Grepid mwepiéyel haktoln

Edv éyete evnuepwbet amd to yrotpod cag ot Exete dvoavetia oe Kamola cakyopa (T.y. Aaktoln),
EMKOIVOVNOTE LE TO YIATPO GOC TPV VO TAPETE OVTO TO PAPLLOKO.

To Grepid wepiéyer varpio

To @appaxo avtd mepiEyel Aydtepo amd 1 mmol vatpiov (23 mg) avd dickio, eivat avtd TOL
ovopdlovpe «erevBepo vatpiovy.

3. Mo va mapete To Grepid

ITavrtote va maipvete To PAPHOKO OVTO OVGTNPA COLPOVO LE TIC 0dNYIEG TOV Y1OTPOL 1| TOV
eoppakonolod cag. Eav éxete appifolieg, p@tiote TOV Y10TPO 1 TOV QAPUOKOTOLO GOG.

H ovvictodpevn 66on, mepthapPavopévng ekeivng yio toug acbeveic pe pia acBévela mtov ovopdletal
CKOATTIKT] LOppapuyn» (Un Kavovikog kapdtakog pubuog), eival éva dtokio tov 75 mg tov Grepid avd
Npépa Tov AapPaveTor and Tov GTOUATOS LE 1) XWPLG TPOoPT, Kot TV ida dpa kabe npépa.

Edv éxete epoavicet coPapd mévo 6to 6t00og (actadn otBdéyym 1 Kapdiokd enelcddio), o yatpdg
oag umopel va cag yopnynoet t 66om tv 300 mg 11 600mg Grepid (4 1 8 diokio Twv 75 mg) pia
@opd kot povo Katd v Evapén g Bepomneiag. Z1n cvVEXELD, | CLVICTOUEVT 00T gival Eva diokio
Grepid tov 75 mg v nuépa OTmG TEPLYPAPETOL TOPUTAVE.

Edv &yete mapovoidoel COUTTOUOTO AYYEINKOD EYKEPAAIKOD ETELCOOI0V TOV VITOYDPNCOV HEGT GE
GUVTOLO YPOVIKO ST (YVOGTO KOl (0G TOPOSIKO IGYALUKO ENEIGO10) N IGYALUKO Oy YELOKO
£YKEPOMKO enelc0610 oG PapdTnTog, 0 Y10Tpdc oag pumopel va cag £xel xopnynoet 300 mg Grepid
(4 dokia Tov 75 mg) pia eopd otV apyn tng Bepameiag. TN cLVEYELD, 1| GLVIGTAOUEVT dOGON Eivat
éva, dwokio Grepid twv 75 mg v nuépa OTMG TEPTYPAPETAL TOPUTAV® Hall pe AKETVAOCAAMKVAIKO
0D yia 3 gfdouadeg. T cvvéyeta o yorpdc Bo cuvtayoypagncel gite Grepid udvo gite
OKETVAOGOAIKVALKO 0&D OVO.

To Grepid 0a mpénel va To maipvere yio 660 SLGoTue 0 yoTpdg oag cuveyilel va cog To
GUVTOYOYPOQEL.

Eav napete peyarvtepn 60on Grepid omwd tnv kavoviki
Emkotveovnote pe to y1otpd Gag 1 TV TANGLEGTEPT] VOGOKOUELNKT] DINPECTO EKTAKTWOV TEPICTATIKAOV
AOY® ToL aENUEVOL KIvEHVOL aipoppayiog.

Eav Egyaoete vo, napete To Grepid

Av Egybdoete va MaPete pia d6om Grepid kot to Buunbdeite péoa oe 12 dpeg omd Tt cuvnOlouévn 6og
opa, AaPete 10 diokio cag apécms. Katomv Adfete to endpevo diokio tnv cuvnbicpévn opa.
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Av 10 Egydoete Yo TEPLocOTEPO 0 12 dpeg, amhmdg AaPete T0 endEVO d1okio TNV cuvNOIGUEVN Dpa.
Mnyv mépete SmA SO0T Yo VO OVATANPAOGETE TO S10KI0 ToL EEXACATE.

Eadv etapotioste va noipvetre to Grepid
Mn S1OKOTTETE TNV YY) EKTOS KOL AV 6OG TTEL 0 YLUTPOS 6aG Vo, TO KAveTe. Emkowvmvnote pe to
Y10TPO N TO PUPLOKOTOLO GOG TPV TO CTOUOTI|CETE.

Edv éxete meplocdtepeg EpMTNCELG GYETIKA LLE TN YPNOT AVTOV TOV PAPUAKOV, POTNAGTE TO Y10TPO 1)
TOV QAPLOKOTOLO GOC.

4, IMBavéic avemOOuNTES EVEPYELEG
Onwg 6ha o papUHaKa, £TCL KOL 0VTO TO PAPLOKO UTOPEL VoL TPOKAAEGEL avEMIBOUNTEG EVEPYELEG OV
Kot 6gv TOPOVGLALOVTaL GE OAOVE TOVG AVOPMITOVC.

Emkoivov)|ote apécms 1e TOV Y1TPO G6OS AV TUPOVGLOGETE:

- TPeTO, onpeia Aoipméng 1 vrepPoikng KOT®oNG. Avtd TOAVAOS Vo ELOAVIGTOVYV AOY® TOV
OTAVIOV TEPMTMOCEMV PEIMCENS KATOI®V KLTTAP®V TOV OLLATOC.

- GUUTTOUOATO NTATIK®V TPOPANUATOV OTMG KITPIVIGLLO TOV OEPLLATOS KOUT TOV LATIOV
(ixtepog), aveEaptnta and to edv cuvodeveTal amd apoppayia, 1 oroio eppaviletal Kot and
70 déppo ¢ epLOpPEC KNAIdES, ka/f cuyyvor (PA. mapdypago 2 «IIpogidomomaoeig Kat
TPOPLAAEEIS»).

- oildnua 0to oTOHA 1 SLUTaPUYES TOV OEPUATOC, OTMS eEAVONATA Kot KVNGLOG, PAVKTALVES TOV
0épuartog. Avtd mBavdv givar onpddio aAAepYIKNG avTidpaomg.

H mo ovyvi] avem@ountn evépysia wov £xel ova@ep0si pe To Grepid sivor n opoppayio. H
ooppayia TOavov vo TapovslacTel ¢ aoppayio omd T0 GTOUAYL 1) TO £VTEPO, LOAMTES, OLULATMLLOL
(aovvnBiotn opoppayio | LOAOTOG KAT® 06 TO dEPUA), opoppayio amd T o, aipo ota ovpa. X
LKkpO aplfpd meptdoev £xel avapepbel aoppayio ot LATLOL, GTO ECMOTEPIKO TNG KEPUANG, OTOV
TVELLOVO 1) OTIC 0pOPDGELC.

Eav napatnpioete mapatetopévny arpoppayio 6tav naipvetre to Grepid

Edv xomeite 1| tpavpatioteite, iomg ypelaotel TePGGOTEPOG IO TO GLVNOIGUEVO ¥PAVOS YOl VL
oTapatnoeL N apoppayio. Avtd oyetiletal pe Tov TpOTO dpaong ToL PAPUAKOL ool eumodilel
duvartdtnta dSnpovpyiog Opoupov.

INo pkpng onpaciog Koyigato Kot TPAvPaTIGHOVS, TT.Y. €AV Koneite, Katd 1o Ehpioua, cuvnbwg dev
vrdpyel TpoPANnpa. [apdia avtd, edv avnovyeite AOy® ¢ opoppayiag oag, Bo Tpémet vo
EMKOWVMOVNGETE LE TO YLOTPO 60 apéc®s (PA. mapdypapo 2 «I1pogdomotioelc Kot TPOPLAGEEID»).

AlLrec avemOOunTEeS eVvEpYELIEg TEPLAApBavoLV:

Yuyvég avemBounteg evépyeleg (evogyetal va ennpedoovy €wg 1 ota 10 dtopa):
Aldppoto, KOAaKOG TOVOS, SUoTEYIN 1] KODGOG

Oyt ouyvég avemBounteg evépyeleg (evoéyetat va, ennpedcovy £og 1 ota 100 dtoua):
[Movoképarog, EAkog oTopdy 0V, EUETOC, VAT, SVOKOIAOTNTO, VTEPPOAIKA TOAAG 0EPLO. GTO GTOUAYL
N o010 éviepo, eEavonuarta, Kvnopog, {aAn, aicOnorn «pUNYKIEGHATOS) KOl LOVILAGLOTOG.

Yravieg avemBounteg evépyeleg (evoéyetar va ennpedoovy €o¢ 1 ota 1.000 dropa):
TAryyog, doykopévo 6tnBog 6Tovg Avopes.

[ToAv omdviec avemBounteg evépyeleg (evoéyetat va emnpedoovy £mg 1 ota 10.000 dropa):

"Tktepog, coPfapds KOMoKOS TOVOG LE 1| X®PIS 06PLAAYiN, TUPETOS, OVOKOAID GTNV AVOTVOT] TOV
UEPIKEG POPES GLVOIEVETAL OO P1) 0L, YEVIKEVUEVEG OAAEPYIKEC OVTIOPAGELS (Y10 TAPASELY LA, YEVIKN
aioOnon (éotng pe Eapvikn yevikevuévn dveeopia péypt Amobopiag), oidnua 6To GTOMN, PAVKTUIVES
TOV OEPUATOC, OAAEPYID TOV OEPUOTOC, EAKT OTO GTOMO (CTOUOTITION), TTAOOCT) TNG OPTNPLUKNG THECT|S,
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oLYYVON, YEVdaIGHNGELS, TOVOG OTIC aPOPDGELS, LVTKOC TOVOG, QAAAYES GTN YEDOT N ATTMAELD TNG
YEVOTG TOV TPOPADV.

AvemBOunTteg evépyeleg Ue un yvmoTtr cuyvotta (1 cuyvotta dev pumopel vo extiundei pe faon to
dwbéotpa dedopéva):

Avtidpaoelg viepevarctnociog pe Owpakikd 1 KoMakd TOVo, enipove copmtdpote xopntod coxydpov
o710 aipa.

Emumdéov, o yatpdc cag pmopel va avayvopicel LETOPOAEC GTO UTOTEAECUOAT TOV OLLOTOAOYIKMV
eEeTdoeV 1 TOV OVOADGEDY 0VPMV.

Ava@opd avemOounTOV vepyELOV

Edv mapoatnpnioete Kamola avemBouuntTn vEPYELN, EVILEPDGTE TOV YLOTPO 1) TOV PUPLOKOTOO GOG,
AvT0 1oyeL Kot Yo kEOe Thavi avemBountr EVEPYELD TOL OEV OVOQEPETOL GTO TOPOV PDAAO 0O YOV
yxpnomns. Mmopeite emiong va avapépete avembounteg evépyeteg anevbeioc, LEG® TOVL

€Bvikobd cuoTtnpatog avaeopds Tov avaypaeetor oto [Hapdptnua V. Méowo g avapopdic
OVETIOOUNTOV EVEPYEIDV Umopeite va. fonBNceTe TN GLALOYN TEPIOCOTEPMV TANPOPOPLOV CYETIKE
LLE TNV AOQAAEL TOV TAPOVTOSC QOPHLAKOV.

5. Iag va pvidscete To Grepid
To @dppoko ovTo TPEMEL VO, PUAACCETOL GE LLEPT) TTOL deV TO PAETOVY Kot dgV TO POEVOLY TO TOd1GL.

No pn xpnoionoteite ovtd T0 PAPHOKO HETE TNV NUEPOUN VIO ANENG TOV OVAPEPETAL GTO KOVTL Kot
otV koyéAn, peta t AHEH. H nuepounvia Anénc eivat n televtaio nuépa Tov uiva mov
ovopEPETaL eKel.

dvraococete o€ Beppokpacio pikpotepn twv 25°C.
Na un ypnoyLonoteite ovtd T0 PAPLOKO EAV TOPOTIPHCETE OTOL0ONTOTE 0PATO GNUELD aAloiwoN.

Mnyv metdte ApLOKA 0TO VEPD TNG OMOYETEVOTG 1] GTA OKIKA amoppippota. Potiote 10
(QOPLLOKOTTOLO GOG Y10 TO MG VO, TETAEETE TAL PAPUAKO TTOL JEV YPMCILOTOLELTE T AvTtd T pétpa Oa
Bonfnoovv otnv mpoctacio Tov mepPariovtoc.

6. Mepreydpevo. TG 6VOKEVOGING KO AOWTES TANPOPOPiES
T ngpréyer to Grepid

- H dpaotikn ovcia eivan n khomdoypédn. Kabe emkaivppévo pe Aemntd vuévio diokio mepiéyet
75 mg khomdoypEAng (wg Pectikn).

- Ta dAlo cvotatikd sivar (BA. Tapdypago 2 «To Grepid mepiéyst Aaktoln»):
Hvprvag dioxiov: Kuttopivy ikpokpuotadiik, vopo&uaporviokvttapivy (E463),
povvitodn (E421), kpoomofidovn (tomov A), povoidptkd Kitpikd 0&H, moAvaBuAevVOyALKOAN
6000, oteatikd 0D, GTEAPLAOPOVLOPIKO VATPLO
Emicdloyn dioxiov: Yrpouerholn (E464), epvbpd o&eidio cionpov (E172), povotidpikn
Aoktoln, tproketivn (E1518), d10&eidio trraviov (E171).

Epgavion tov Grepid kot wepieyopeva TG 6v6KeLO6iog
To emkoloppéva pe Aentd vuévio diokio Grepid givar pol, 6TpoyyLAd Kot apeikvpTa.

Awrtifevtat og koyéleg and PVC/PE/PVDC/Alu, cvokevacuéva o koutid Tov mepiéyovy 10, 14, 28,
30, 50, 84, 90 1} 100 emkaAvppéva pe AETTO LUEVIO dlOKia.

42


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

Mmropei va unv KoKAo@opoLV OAEG Ol CUGKEVAGIEC.

Karoyog Adcrog Kvkrhopopiog ko Iapaockevaotic

Kéroyog Aderag Kvkhopopiag
Pharmathen S.A.,

AgpPevokiov 6

15351 IMoAAnvn, Attikn
EALGO o

IMopookevaotécPharmathen S.A.,
AgpBevakiov 6

15351 IoAAnvn, ATTik)

EXLada

'H

Pharmathen International S.A
BIO. ITA. Xonov,

Nopov Poddmng, Okovopukd tetpdycovo NoO 5,
69300,

EXAGda

'H

Orifarm Generics A/S

Energivej 15

5260 Odense S,

Aavio

INoa omoladnmote TANPOPOPio. GYETIKE LLE TO TOPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEIGTE VAL

anevBuvheite 6TOV TOTIKO AVTITPOGOTO TOV KATOYOV TG ASELNG KVKAOQOPTaG:

Belgié/Belgique/Belgien
Pharmathen S.A.
Tél/Tel: +30 210 66 04 300

bbarapus
Pharmathen S.A.
Ten.: +30 210 66 04 300

Ceska republika
Pharmathen S.A.
Puh/Tel: +30 210 66 04 300

Danmark
Orifarm Generics A/S
TIf: +45 63 95 27 00

Deutschland
Pharmathen S.A.
Tel: +30 210 66 04 300

Eesti (Estonia)
Pharmathen S.A.
Tel: +30 210 66 04 300

EALGoa
INNOVIS PHARMA AEBE
TnA: +30 210 6664805-806

Lietuva
SIAELVIM
Tel: +371 67808450

Luxembourg/Luxemburg
Pharmathen S.A.
Tel: +30 210 66 04 300

Magyarorszag
Pharmathen S.A.
Tel.: +30 210 66 04 300

Malta
Pharmathen S.A.
Tel: +30 210 66 04 300

Nederland
Glenmark Pharmaceuticals B.V.
Tel: +31 (0)8003355533

Norge
Orifarm Generics AS
TIf: + 47 21 69 69 10

Osterreich
Pharmathen S.A.
Tel: +30 210 66 04 300
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Espaia
Pharmathen S.A.
Tel: +30 210 66 04 300

France
Pharmathen S.A.
Tél: +30 210 66 04 300

Hrvatska
Pharmathen S.A.
Tel: +30 210 66 04 300

Ireland
Pinewood Healthcare
Tel: + 353 52 6186000

island
Alvogen ehf.
Simi: +354 522 2900

Italia
Pharmathen S.A.
Tel: +30 210 66 04 300

Kvzpog
The Star Medicines Importers Co. Ltd
TnA: +357 25371056

Latvija
SIAELVIM
Tel: +371 67808450

Polska
Symphar Sp. z o.0.
Tel.: +48 22 822 93 06

Portugal
Pharmathen S.A.
Tel: +30 210 66 04 300

Romaéania
Neola Pharma SRL
Tel: +40 (0) 21 233 17 81

Slovenija
Pharmathen S.A.
Tel: +30 210 66 04 300

Slovenska republika
Valeant Slovakia s.r.o.
Tel: + 421 2 6920 3921

Suomi/Finland
Ailon Pharma Oy
Puh/Tel: +358 40 702 4992

Sverige
Orifarm Generics AB
Tel: +46 40 680 02 60

United Kingdom (Northern Ireland)
Athlone Pharmaceuticals
Tel: +44 (0) 845 4375565

To mwapov @ULAo 00N YOV yp1ions avaBewpnOnke yro TerevTaio opd Tov <Mnvag EEEE>.

Agmtopepeic TAnpopopieg yia To Pappako avtd eivar d100éoipeg 6To dikTLAKO TOTO TOV Evpomaikol
Opyavicpod Goppdxmv: http://www.ema.europa.eu/
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