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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Clopidogrel Taw Pharma 75 mg emicoivupévo pe Aemntd vpévio diokio

2.  MOIOTIKH KAI ITOXOTIKH XYNOEXH
Ka0e emcodvppévo pe Aemtd vpuévio diokio mepiéyel 75 mg kKAomdoypEAT (@G VIPOYA®PIKT).

"Exd0y0 e yvootés 0pacels:
Ka0e emucorvppévo pe Aemtd vpévio diokio mepiéyetl 13 mg vépoyovaopévoo kikeraiov.

I'a tov mAnpn Katdloyo tov exddymv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Emwcoloppévo pe Aemtod vpévio diokio.
Pol, otpoyyvAd Kot opeikvpto ETKOAVUUEVO LE AETTO VUEVIO S1oKia.

4. KAINIKEYX IAHPO®OPIEX
4.1 OgpomevTiKéG EVOEiEELG
Aevtepoyevis mpoinyn abnpobpoufwtikdy eneloodiwv

H xhomdoypéin gvdeixvotal oe:
o Evilikeg aoBeveic pe épopaypa Tov pookapdiov (amd Aiyeg nuépeg uéypt Aydtepo amd

35 NuéPEC), 1OYOUIKO ayYELOKO EYKEQOAKO EMEIGOS10 (0 7 MUEPES UEYPL AyOTEPO AT

6 UMVEC) N EYKATEGTNLLEVT TEPLPEPIKN APTNPLOKT VOGO.

° Evilikec aoBeveic pe 0&O otepaviaio cuvopopuo:

- 0&v otepaviaio ouVEpouo ywpig avacracn Tov dtaotnuatog ST (actadng otnddyyn 1
Euppaypa Tov pvokapdiov ywpig kopa Q), copmephappavopévoy Tav achevov mov
vrofdriovtal o TomoBEnon evoompdOeong (stent) petd amd dradepuikn enéppaon
oTEQUVINIOV 68 GLVOLOCUO UE OKETVAOGUATKVAIKS 0&D (AXO0).

- O&0 épppaypa Tov pookapdiov pe avdonaon tov dSwwotipatog ST, oe cuvdvaoud pe AXO
o€ aobevelg mov vofdriovtal og SladepIKT oTeEPOVIaio TapEufoaon
(cvumepthapPavopévav Tov actevav mov vrofdlloviol og TotoBETnon stent) 1 o 0cOeveiG
OV OVTILETOTILOVTAL GUVTNPNTIKG Kal gival kaTdAAnAot va AdBovv Bpouforvtikn/
WOIOAVTIKY| Oy@YT.

2e 000eveic e uetpiov éwg vynlov kivovvoo lapodiko loyoyuro Ereioodio (I1E) 1 élaooov
Ioyayuro Ayysioxo Eykepoaliko Erncioooio (IAEE)
H «homdoypéin oe cuvdvaouod pe AXO gvdgikvotol oe:
- Evilikec acBeveic pe petpiov émg vymiov kvdvvov ITIE (Baduoloyio ABCD2! >4)
élaccov IAEE (NIHSS? <3) evtog 24 mpdv amd to ITIE 7 to IAEE.

Hpolnyn abBnpobpoufwrtinady ko Opouflosufolindv emeloodinwy oe KOATIKY LapuopvYH

e eviAIKeG 0.c0EVEIC e KOATIKT] LOPLLOPLYT TOV EYOVV TOLAAYIGTOV £VO TOPAYOVTO KIVODVOL Yl
ayyewKa coppdpoata, Tov dev givar duvatd va mhpovv Bepaneio pe aviayoviotég Prrapivng K (ABK)
KOl 01 OTTO101 £Y0VV YOUNAO KivOUVOo alpoppayiog, 1 KAOTO0YPEAT EVOEIKVUTOL GE GLVOVOGUO LE TO
AZ0 v v TpoANYN adnpobpopfotikdv enclcodimv Kot enclcodinv Opopfoeoing,
GLUTEPTAOUPOVOLEVOL TOL OYYELOKOD EYKEQPOAKOD ETEGOSIO0V.

! Huxda, Aptpioxy micon, KAvikd yapoxtnpiotikd, Atdpkeia kot Siiyvoorn Zakyapddovg Awapnn
2 Khipako Ayyetakod Eykepoiikod Eneicodiov EOvikav Idpvpdtov Yyeiog
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INo nepiocdtepeg mAnpogopieg PA. mapdypapo 5.1.

4.2 Aocoloyio kou TpOTOG YOPNYNONS

Aocoloyia

Evilkeg kot nhikuopévol

H «homdoypéin mpémet va diveton og epdmal nuepnola d6on tov 75 mg.

e aoBeveic mov mhoyovv and 0&D oTEPAVINIO GVVIPOUO:

0&D otepaviaio ohvdpopo ympig avacmacn Tov dactnuatos ST (actadng omdayym 1
EUepayua Tov pookapdiov ywpig kopa Q): n aywyn pe kKhomdoypéhn Ba mpémetl va Eekivd e
pia epamaé doom optiong tov 300 mg 1 600 mg. Oa wpénel vo e&eTdleTal TO EVOEYOUEVO
xopnynong uiog doomng eoptions tov 600 mg oe acbeveic nhikiog <75 e1dv dTav TPOKELTAL VO
vofAn0ovv og dradeppikn otepoviaio TapsuPaon (PA. mapdypapo 4.4). H Oepamneio pe
KhomdoypéAn Ba mpémet va cuveyileton pe 75 mg pio opd v NuéPa (LLe OKETVAOGOATKLAMKO
0&0 (AXZ0) 75 mg-325 mg nuepnoing). Kabaog vymiotepec d0oeig AXO cvoyeticOniay pe
VYNAOTEPO Kivduvo aupoppayiag, cvetivetal ) 66on AXO va pnv gival peyorvtepn amd 100
mg. H BéAtiotn didpkeia g aywyng dev €xet emionpa Tpocdloplotel. XTotyeion KAVIKGV
dokmv vroatnpilovy Tn ypnon uéxpt 12 piveg, e To HEYIGTO OPELOG VO TOPATPEITOL GTOVG
3 pveg (BA. mopdypaeo 5.1).

O&0 épepaypa Tov pvokapdiov L avacmoaon Tov dactipatoc ST:

- e acBeveig mov avtipetonilovtal cLVTNPNTIKA, KOTAAANAOL Y10

OpopPorvTikh/ vadorvTikn aywyn, 1 KAOTdoypEéAN Ba mpémet va xopnyeitor mg epAamas

nuepnola d6on Tov 75 mg Eekvavtag pe pio 06om eoptiong Tov 300 mg 6 cuVOLAGHLO

pe AZ0O, pe M yopic OpopPorvtikd. ['a wrpikdg Oepomevdpevovg acheveis dvo tov 75

€T®V M KAOTB0YpEAN Ba Tpémer va Eekvd ympic doom poptiong. H cuvdvaouévn

Oepamneio Oa wpémetl va EeKva TO GLVTOROTEPO dUVATO HETE TNV Evapén TV

CUUTTONATOV Kot va suveyileTat To Mydtepo Yo téaoepig efdopnades. To dperog amd To

ouVOLOoUO TG KLoTdoypEAng pe AXO yio S1AGTNUO LEYOADTEPO TV TEGGAPMV

ePooudowv dev €xet peeBel (BA. mopdypapo 5.1).

- Otav npdkettat va mpaypatorondel dtadeppukn otepaviaio mapéupacn (PCI):

- H Oepancio pe khomidoypéin Ba mpénetl va EEKIVA PE id EPATOE dOOT POPTIONG
600 mg o€ acbeveig mov vroPdiroviol oe Tpwtoyevh PCI kau o€ acbeveig mov
vroBaArovrtal og PCI mepiocotepo and 24 dpec omd TV Ay W@IOAVTIKNG
aywync. Xe acheveic nhikiog > 75 etdv, ta 600 mg LD Oa mpémetl va yopryovviot
ue mpocoyn (PA. mapaypopo 4.4).

- H Bepaneio pe Khomdoypéin epdmnal doomg epoptiong 300 mg Ba mpémet va
yopnyeitar o€ acbeveig mov voPdrroviar og PCI evtog 24 mpdv amd tnv Aqym
W®OOAVTIKNG Oy®YNC.

H Bepoameio pe kKhomdoypérn Ba mpémel va cuveyileton oto 75 mg pio popd tnv nuépa pe

AX0 75 mg—100 mg npepnoing. H cuvdévacuévn Oepaneia Oo npénet va Egxva To

GUVTOUOTEPO CLVATOV LETE TNV EVOPEN TOV GUUTTOUATOV Kol Vo cuveyileTot £mg Kot

12 unveg (BA. mapdypogo 5.1).

Eviilikeg aoBeveig pe petpiov €mg vymiov kvdvvov IIE v éhaccov IAEE:

e evilikeg acleveic pe petpiov émg vyniov kvdvvov TTE (Babuoroyic ABCD2 >4) 1| éhaccov
IAEE (NIHSS <3) 0o mpémet va yopmyeitot pio 8001 poptiong kKAomdoypéing 300 mg
akolovBovpuevn and doomn Khomdoypéing 75 mg ana nuepnoimng kot AXO (75 mg -100 mg draf
nuepnoing). H Bepaneia pe kKhomdoypéin kot AXO OBa mpénetl va Eekivd evtog 24 wpdv amd 1o
enelc6610 Ko va cuveyileton yio 21 nuépeg axorovBovuevn amd povi avtioponeTollokn Oepaneia.

Y& ao0eveig [le KOATIKY LOpULOpLYR, 1 KAOTIO0YPEAN TTPETEL VO YopnYEiTOL ™G pia nuepola 00N TV
75 mg. To AXO (75-100 mg nuepncing) npénet va apyilel kot va cuveyiletal o€ cuVOVAGUO e TNV
KhomdoypéAn (BA. Tapdypapo 5.1).



Edv Eeyaotel pa d6om:

Evtoc AMyotepo tov 12 opdv PeTd TV KOVOVIKT TPOYPULLUATIGUEV DPa: Ol AoOEVEIC TPEMEL
Vo TAPoVV T 3OGT TOVG AUECMG KOl LETA VO, TTAPOLV TNV ETOUEVT] 0OGT GTNV KOVOVIKT|
TPOYPULUUATIGUEVT] DPCL.

Metd and neprocodTepo 0md 12 mpeg: ot acheveig Tpémel va mapovy TNV enOUEVT 0o GTNV
KOVOVIKT TPOYPUUUATIGUEVT] (PO, KOL VO NV SITAAGIAGOVY T dO0M.

Edwoi mAinBvopoi

Hliiouévor aobeveic

080 otepaviaio cuVOPopOo Ywpig avaotacn Tov dtactuatog ST (actadng otndayyn

EUppaypa Tov puokapdiov ywpig kopa Q):

- H epdma 66om poptione tov 600 mg Oa propovce va yopnyeital o€ acbeveic
niiag < 75 etdv otav tpoPAéneton dSradeppikn otepaviaio mapipuPacn (PA.
Tapdypoeo 4.4).

080 Euppaypo Tov LLOKOPSIOL LE avAoTacT ToL dtactipatog ST:

- Y& ao0eveic mov avtipetomiloviol GUVINPNTIKE KOTAAANAOL Y10
Opopporvtiky/vedorvtikny aywyn: o€ acbeveic nAikiog dve Twv 75 etov N Oepamneia pe
KhomdoypéAn Ba mpénet va, Eekiva ywpig pia epamas d66M pOPTIoNG.

e acbeveig mov vroPdrrovtar e Tpwtoyevr] PCI kot og acBeveig mov vroBdirovtal oe PCI

TEPIOGOTEPO OO 24 MPEG Ao TNV ANYN WOSOAVTIKNG OY®YNG:

- Ye acBeveic nlkiag > 75 etdv, Ta 600 mg LD Ba mpénet va yopnyovvton e Tpocoyn
(PA.tapdypago 4.4).

Houdrazpixog winBoouog
H «Aomidoypéin dev mpémet va xpnoonoteital o€ Todld A0y apeiBoldv yio tnv
amoteAespatikotnTo (PA. mapdypago 5.1).

Neppixh dvolertovpyio.
H Oepamnevtikn gumeipio eivor meplopiopévn o€ acbeveig e veppikn dvsiertovpyio (PA.
Topaypapo 4.4).

Hraztikn dvolerrovpyio
H Ogpamevtikn gumeipio eivor meplopiopévn o€ acbeveig e HETPLO NTOTIKY VOGO, 01 0710101
umopel va Tapovcidcovy apoppoytkn tpodiddeon (BA. mapdypapo 4.4).

Tpomog yoprynong

Ao otoOuaTOS Yp1IoN

Etvatl duvato va yopnyeiton e ) yopic tpoon.

4.3 Avtevoeileig

. YnepevarcOnoio otn dpUGTIKY 0VGIN 1) G€ KATO0 0T TOL EKO0Y0 TOV OVAPEPOVTOL GTNV
mapdypaeo 6.1.

. Zofap1 NraTiKn) dLGAELITOLPYid.

. Evepyoc maBoloyikn apopparyic, 0TS TEMTIKO EAKOG 1] EVOOKPOVIOKT] OpLopporyia.

4.4 E10wkég TpoetdomomcELs Kot TPoPpuAdEels Katd n ypion

Ayioppoyio. kol aiUaTolOYIKES OLATOPOYES

AOY® TOL KIvOOVOU opoppayiog Kol OLUATOAOYIKAOV avemBOUNT®V evepyE®V, Ba Tpémel va
dtevepyeitar eykaipmg LETPMOT TOV EUUOPPOV CLGTUTIKMOV TOV AIIATOG, KO GAAEG OYETIKEG
€EeTdoelg 0TOTEIMMOTE KAMVIKA GUUTTMOTO TOL VITOINAMDVOLV ailploppayic ELeavifovTol Kot T
duapkela g Bepaneiog (PA. mapdypapo 4.8). Onmg pe GALOVS OVTINUOTETUAOKOVS TOPAYOVTES, N
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KhomdoypéAn Oa TpEmeL va, YPMCILOTOLELTAL [IE TPOGOYN o€ 0oBeveig mov umopel va gival o€ kivduvo
avEnNUéEVNS aoppayicg amd TpavU, XEPOVPYIKN eméuPaocn 1| GALEG TaBOAOYIKEG KOATAGTAGELS KOl GE
aocBeveic mov Aappdvovy aywyn pe AXO, nropivr, OVOGTOAELS T®V VTOSOYEWV TNG YAVKOTTPMTEIVIG
IIb/I1a M un-otepoctdn avtipAeypovmdr eapuoka (MEAD) coumepAdpfovVOUEVOV TMV 0VAGTOAE®DY
g kapPo&vidone Cox-2 1 TV EKAEKTIKAOV OVACTOAEMV EXAVATPOCANYNG TNG oepoTovivig (SSRIs),
N woyvpovg emaywyeic tov CYP2C19 1 pe dAla papprokenTikd tpoidvta tov oyetifoviat Le Kivovuvo
ooppayiag, 6mwg sivar 1 tevto&lpuAiivny (BA. mapdypaeo 4.5). Ady® tov avénpévov Kivdhvou
aoppayiag, n TpuTAn avtloponetaiiokn Oepameio (kKhomdoypéAn + AZO + SimuptdapoAn) Yo T
deVTEPOYEVI TPOAN YT EYKEPAAIKOD EMEIGOSTIOV dEV GLUVICTATAL GE aoHEVEIG e 0ED LN KapdlogPBoALKO
woyopkd eykepaikd encioodwo 1 TIA (BA. mapdypapo 4.5 ko mapdypapo 4.8). Ot acBeveig Ha
TPEMEL va TapakolovBovvtal 6tevd yia kabe onpeio apoppayiog copmeptopfoavouévng g
AavBdavovcag apopparyiog, EW01KA Kot TG TPOTES EBSOUASES TNG OYWOYNG KOUT UETA a0 EXEUPOATIKES
Kapd10A0YIKEG dradikacies N xeypovpytkn enéppaoct. H tavtdypovn yoprynon e KAOmdoypEANG 1e
Ot0 TOV GTOWOTOC OVTITNKTIKG &V GUVIGTATOL EXEWON UTOPEL VoL LENGEL TNV £vTaoT TG aoppayiog

(BA. mapdypapo 4.5).

Edv évag acBeviig mpodkettal va vmoPAndel 6€ TPOYPOUUOTIGUEVT XEPOVPYIKT EXEUPOCT Yio TNV OOl
TPOCOPIVA deV gival EMOVUNTA AVTIOLOTETAALOKT OpAcT), 1| KAOTLO0YPEAN Oa TPEMEL VoL S1UKOTTETAL
7 nuépeg Tpv amd ™ yepovpyikn enépPoon. Ot acbeveig Ba Tpémel va evLEPDOVOLV TOVE 10.TPOVE Kol
TOVG 000VTLATPOLG OTL AoUPEVOVY KAOTIOOYPEAT], TPV OO TOV TPOYPUUUATICHO KAOE YEPOLPYIKNG
eméuPoong Kot Tpv amd T AMyn Kabe vEOL QOPLOKEVTIKOV TPoidvtog. H khomidoypéin napateivel To
xPOVO ponc ko Ba Tpémet va ypnoonoteitar Le Tpocoyn o€ acheveic, ol onoiot Exovv Prafeg pe
TAo™M VO HOPpPayNcovY (IO10ATEPU YUOTPEVTEPIKES KOl EVOOPOAALES).

Ot acBeveic Ba Tpémet va evnuepmBovv 6Tt 6tav Aappdvouy KhomdoypéAn (Lovn 1| oe GuvdLACUO e
AX0) iowg ypelootel mEPIGGOTEPOG XPOVOG O OTL GLVIOMG TPOKEWEVOL VO GTAUATICEL 1] OLoppayio
Ko 6t B Tpémel va avagEpovy omotadnmote acvviBioTn (oG TPog TNV evidmion 1 T dldpKeLa)
ooppayic 6To yiuTpo TouG.

H ypnon g 860m¢ pdpTiong khomdoypédng tov 600 mg dev cuvicTdtal 6 acOeveic e 0&D
oTEQOVINi0 GUVOPOLO YOPig aviotaon Tov dlactpatog ST kot nikiag >75 1@V AOY® TOL
avENUEVOL KIVOHVOL aLoppayiag o€ avTdv Tov TANBVGHO.

Adyo TV TEPOPIGHEVOV KMVIK®DV dedopévmv og acbeveic nhikiog > 75 etdv pe STEMI PCI kot tov
avENUEVOL KIVOHVOL aipoppayiag, 1 xpnom epamas d6ong eOpTIong KAOTIO0YpEANG Twv 600 mg Oa
npénel va eEeTdleTon Povo PETd amd eEaTopkeLUEVT AELOAGYNON TOL KIVOHVOL auploppayiog Tov
acBgvoig amd Tov 10Tpo.

Opoufownixny Opouforeviky Hoppovpa (TTP)

[ToAv ondvia Exel avapepbel Opoppotikn Opopporevikn [opevpa (TTP) petd and xpion
KAOTIOOYPEANG, UEPIKEG POPEC UETE ad iKkpng dtdpketog Ekbeon. Xapakmpiletol amd Opopupomevia
KoL IKPOOYYELOTTAONTIKY OLLOADTIKT OVOILLLIOL TOV GUVOEETOL EITE UE VEVPOAOYIKE ELPIUOTOL, VEPPIKN
dvodettovpyia 1 pe mopetd. H TTP eivon pia Suvvntikd Bavoatneopog katdotaor mov amottel £yKoipn
oy@yn, COUTEPIAUUPOVOUEVNG TNG TAAGLLOPAIPESTC.

Erixtnty aqpopilio

Eniktnm apopidia £xel avapepbei petd amd ypnon g KAOTIS0YPEANG. L€ TEPUTTAOCELS
emPefaiopévne LELOVOUEVTG TOPATACNC TOV YPOVOL EVEPYOTOINIEVNC LEPTKNG OpopforhacTivng
(aPTT) pe M yopig apoppayia, mpémel va e&etaletar n exiktntn apogirio. Ot acOeveig pe
emPeParopévn ddyvoon eniknng cpopiriiog Tpémel va avietonifoviot Kot va Ogpamedovral and
€101KOV¢ Kol 1 KAOTO0YpEAN TPEMEL VO, SIUKOTTTETAL.

Tlpooparo 16y0uuKo oyyeloro eykepaliKo EXEIGO0I0
o Evapln ¢ Oepareiog
o ZXe aobeveig pe o0&V éhaccov IAEE 1 petpiov £ vyniot kivdvvov IIE, 1 sy
avtoponetaloky Oepaneia (Khomdoypéin kat AX0) o mpémetl va Eekvd To apyodTEPO
24 (peg LETA TNV EUPAVIGT] TOV EMEIGOSIOV.



o Agvvrdpyovv ctoryeia GYETIKA e TNV avoroyio 0pEAOVG-KIVODVOL TG Bpayvypoviag
dutng avtionponetaioxng Oepaneiog og acBeveig pe 0£0 éhaccov IAEE 1 petpiov €émg
vyniov kvdvvov IIE, pe 1010pikd (UN TPOVHATIKNG) EVOOKPEVIOG ALLOPPOYiNG.

o ZXZe aoBeveig pe un éhococov IAEE, n povobBepaneio pe kKhomdoypéin Oa npémel va exvd
UOVOo LETA TIG TPMOTEG 7 MUEPES OO TO EMELGOO10.

o Acobeveic ue un élacoov IAEE (NIHSS >4)
Abdyo EMhetyng dedopévmv, 1 xpNoT SUTANG AVTIUUOTETAALNKN G Bepaneiag dev cuviatdton (BAETE
mopaypapo 4.1).

o [lpooparo élacoov IAEE 11 uétpiov éwg vwniod kivoovov IIE oe acbeveic yia tovg omoiovg
EVOEIKVVTOL 1] TPOYPOUUOTILETOL TOPEUSacH
Agv vrdpyovv dedopéva Tov va vTosTnPilovy TN ¥p1oN SUTANG AVTINUOTETAALOKNG Bepaneiag o
aoBevelc Yo Tovg omoiovg evoeikvuTal EvoapTNPEKTOU KapmTidag 1 evdayyslokt Opoufexktoun, 1
o€ aobeveig yio Tovg omoiovg £xel Tpoypappatiotel Opoppdivon N aviumkriky Oepaneia. H dutin
avtwoponetalloky Oepaneio Sev GLUVIGTATAL GE QVTEG TIG KATOOTAGELS.

Kotoypwua P450 2C19 (CYP2C19)

Dapuaxoyevetikn: Xe aobeveis pe mepropiopévn petaforkn| iavotnta tov CYP2C19, n
KAOTIOOYPEAT OTIG CUVIGTMUEVES OOGELC GYNUATICEL AyOTEPT TOGHTNTO ATt TO OPACTIKO LETAPOAITN
™G KAOTOOYPEANG Kat €Yl LIKPOTEPN EMLOPOGT 0TN AgttovpYyia Twv oponmeTarinv. EEetdoeig eival
dwbéotpeg yuo TNV Tavtonoinot tov yovotvmov tov CYP2C19 tov acBevoic.

Ene1on n khomdoypédn petaPoriletar oto dpaotikd petaforitn g ev pépet amd to CYP2C19, 1
APNON POPUOKEVTIKAOV TPOIOVIMV TOV 0VACTEALOLY TN dpdon Tov evEDIOL avTov Ba avapéveTal va
€YEL MG OUMOTELEGHO PLELWILEVE EMITESD TOV SPACTUKOV peTafoAritn tng kKhomdoypeéine. H khvikn
GLOYETION NG OAANAETIOpaog LT etvar aféfain. Q¢ TpoPOAAEN, 1| TAVTOYPOVY XPNON IOYLPDV N
pétplov avactorémv tov CYP2C19 Ba pénet va aroBappivetar (PA. mapdypaeo 4.5 yia o Moto
avactorémv tov CYP2C19, BA. eriong mapdypoaeo 5.2).

H ypnion eappokeutik®dv tpoidviwv mov endyovv t dpdomn tov CYP2C19 avapévetal va odnynoovy
o€ avuénuéva emimeda PapUAKoL TOL EvePYOL HeTAPOAITN TG KAOTOOYPEANC Kat B pmopodcoy va
EVIGYVoOVVY ToV Kivouvo apoppayiog. [IpoAnmticd, n ToutdYpovn ¥P1oT IoYLPOV ETOYDYEDY
CYP2C19 6a npénet va amoBappivetar (BA. Ilapdaypago 4.5).

Yroorpouoza oo CYP2CS
[Ipocoyn ararteiton oe acBeveig mov Aapfdavovv Tavtdypova pe T Bepaneio TG KAOmOOYpEANG Kot
QOPUOKEVTIKA TTpoidvTa oL amotelobv vtooTpopa CYP2CS (BA. mapdypago 4.5).

A106T00POVUEVES OVTIOPAOoEIS UETOLD Bg1evorvpLdvady

Ot aoBeveic Tpémet vo a&loAoyovvtal Y10 16Topikd vepevolsinaciog oe Betevomupdiveg (dmwg
KAOTIO0YPEAT, TIKAOTLOIVT), TPACOVYPEAT), dEdOUEVOD OTL £xEl avapPePOE] S1UGTAVPOVIEVT OVTIOPOOT
avdpeoa ot Beievomupidives (PA. mapdypapo 4.8). Ot Beievomupidives pmopei va TPOKAAEGOVY NTIEG
€mg coPapiéc aAdepyikég avTidpacelg Omwmc eEAvON LA, ayYEL00I0NLUA ) QIOTOAOYIKNG PUGEMS
dlaoTavpovueveS avTdpdoelg 0mmg Opoufomevia kot ovdeteponevia. Ot acbeveig mov eiyov avarntiéet
TPOTYOVLEVT] OAAEPYIKT] AVTIOPOGT) KOUT OLUOTOAOYIKY avTidpaoT o pia Oeievomupidivn evogyetar va
daTpéyovv avénpévo kivouvo eppdviong tng 10106 1 SLPOPETIKNG avTidpaong o€ o GAAN
Belevomupidivr. votivetol 1 TopakoAovon o Twv achevmV e Voot aAlepyia oTic Belevomupidiveg
vl onpeio vrepevaicOnciog.

Negpiki ovoiertovpyio

H Oepomevtikn eumeipio pe kKAomdoypéAn gival meplopiopévn oe acevei e veppikn duciettovpyia.
I't' avt6 N Khomdoypédn Ba TPEmEL VoL PICLUOTOLEITOL LE TPOGOYTN G€ AVTOLS TOVG acBeveic (PA.
Tapdypoeo 4.2).

Hrozikn dvalerrovpyio

H Bepanevtikn eumeipio eivon meplopiopévn o acbeveig pe péTpla otk voco, ol 0moiot Uropel va
TOPOVGLAGOVY apoppayikn tpodidbeon. H Khomdoypéln, emopévmg, Bo Tpénet va ¥pnoiuonoteital e
pocoyn ¢' ovth TV opdda TANBveprod (BA. Tapdypago 4.2).



Exdoya
AvT6 10 POPUAKEVTIKO TPOTOV TEPLEYEL LOPOYOVOLEVO KIKELOLO, TO OTTO10 UTOPEL VO TPOKOAAECEL
GTOUOYIKESG OLUTOPOYES KOl OLAPPOLaL.

4.5 AlMmiemopdcseig pe GAAG QUPRUKEVTIKE TPOTOVTH KoL GAAES HOPPES aAANAETIOPAONG

Dapuarevtind Tpoiovra wov ayetiloviol e Kivovvo ayoppoyios: YTapyel ovénuévog kivouvog
aoppayiag Aoy® TG dSuvnTiKNg afpotoTtikng opacnc. H tavtdypovn yopniynon GopUoKELTIKOV
TPOiOVTOV oL oyetilovton pe Kivouvo atpoppayiog Oa tpémel va AapBdvovtal pe Tpocoyn
(BA.mapdypaeo 4.4).

AVTurnktiKaG amwo To0 6TOUATOG: 1| GLYYOPNYNON KAOTOOYPEANG KOl OVTITNKTIK®Y 0tO TOL GTOLOTOC
dev ouviotdtol S10TL pumopel vo avénoet Ty Evracn g aoppoyiog (BA. Tapdypago 4.4). Av Koi 1
xopnynomn kAomdoypéing 75 mg/muépa dgv TPOTOMOINGE TN PAPUAKOKVITIKY TNG S-Papeopivig 1
tov INR (31e0voi¢ opolomompévng oyéong) o€ acbeveic mov Aapfdavouv pokpoypdvio Bepameia, e
Bapeapivn, n suyyopnynomn khomidoypéAng pe Papeapivn avédvel tov kivovvo apoppayiog Aoy
aveEapTNTOV AEITOLPYIOV TNG ALULOCGTOCTG.

Avaotoleic twv vmodoyéwv e ylvkompwteivig IIb/Ila:  KAOTO0YpEAN TPETEL VAL YPNCIUOTOLEITOL UE
pocoyn o€ acheveic mov AapuPavouy TAVTOYPOVA OVUGTOAEIG TOV VITOSOYEWDV TG YAVKOTPWOTEIVIG
[Ib/I1Ia (BA. mapdrypago 4.4).

Axretviooalixvrio ofd (A20): to AXO de PeTéPole TNV OAVOGTOATN OV TPOKAAEL | KAOTOOYPEAN oTNV
wpokoiovpevn and v ADP cucodpevon tov aypometoriov, eved 1 KAomdoypén evioyvoe tn dpdon
oV AXO GtV TPOKOAOVLEVN OTO TO KOALOYOVO GUCCHOPEVCT TMV AUOTETOAM®Y. QoTOC0, N
tavtoyxpovn yoprynon 500 mg AXO 600 QopEc TV NUEPA YL 1oL NILEPO, OEV OVENCE CNLOVTIKE TV
TOPATOCT) TOV XPOVOL POTG TOL TPOKOAEITOL ATd Tr AYN NG KAOTIO0YPEANG. Mio QupHOKOSVVOLIKY
oAnAieniopaon peta&d kKhomdoypéing kot AXO givor mbavi|, pe amoTéAeoua Ty ovénomn Tov
KvdOvoL atoppayiog. Zuvemms, n cuYxopnynoy tovg Ba mpénel va yiveton pe mpocoyn (BA.
napdypogo 4.4). Ilavtog, n kKhomdoypéin kot to AXO yopnynonkav poall yio dtdotnua péypt éva £Tog
(BA. mapdypapo 5.1).

Hropivy: oe pia kvikn peAétn mov €ywve o€ vy dropa, 1 KAOTIOOYPEAT OEV KOTEGTNOE avayKaio T
petafoin tng 066N g nrapivng, ovte peTEPare T dpdomn g nropivng oty TéN. H tavtoypovn
YOPNYNON TNG NTAPIvNG OV ENMNPENCE TNV OVAGTOAT TNG CLGCMPEVCNG TV ALUOTETAAIWDY TOV
pokaAleitat omd TV KAOTIS0YPEAN. Mia @oppokoduvapukn aAANAETiOpacn LETOED KAOTIO0YPEANC
Kot nroapivng etvor mhovy, pe amotélecpa TV adENGCT TOV KIVEUVOL OLLOpPPaYiag. ZVUVETMG, N
cvyyopnynon tovg Ba wpémel va yivetan pe mpocsoyn| (PA. mapdypapo 4.4).

Opoufolvtind: N ACQAAELN TNG TOVLTOYPOVIG YOPTYNONG KAOTIOOYPEATG, EOIKAOV 1] LT Y10 TO IVADOES
OpoppoivTikdv Tapayovimv Kot nTapvav agloloynnke oe acbeveig pe o0 Epepaypa Tov
pvoxopdiov. H cuyvotnta epedavions KAVIKG OMUOVTIKAG oppayiog NTov TopOUoL [LE OUTH TOV
mapatnpnonke, 6tav ta BpopfoArvtikd edppaka Kot 1 nroapivn cvyyopnyndnkay pe AXO (BA.
opaypapo 4.8).

Mn-2tepoeion Avapleyuovaon @apuorxa (MEAP): oe pia KMvIKT LEAETN TOV £Y1VE GE VYIELG
g0elovTtég, N TowTOYPOVN YopNYNoT KAoTd0oYpEANG Kot vartpo&évng avénoe ) AavBdvovca armAeia
aipotog amd 10 YooTpeEVTIEPIKO. Q0TOC0, AOYM TNG EAAEIYNG LEAET®V OAANAETIOpaoNC pe GAAa MEAD
glval TPog 10 TAPOV ASEVKPIVIGTO EQV VIAPYEL aVENUEVOS KivOuvos apopparyicg amd To
YaoTpeVTEPIKO e OAa Too MEAD. Xuvendc, to MEAD cupmeptAapPovoIEVOV TV OVOGTOAE®Y TNG
kapPo&uidong Cox-2 kot 1 kKhomdoypérn Ba mpémel va cuyyopnyodvion pe pocoyn (PA. mapdypopo
4.4).

SSRIs: epdoov o1 SSRIs ennpedlovv v evepyomoinon TV aponetoliov Kot av&avouy Tov Kivouvo
aloppayiag, n Tavutodxpovn xoprynon twv SSRIs pe kKhomdoypédn tpémet va yivetar pe mpocoyn.



AMeg tavtoypoves Geparneicg:

Enayoyeig too CYP2C19

Agdopévov 6T 1 KAOTId0YpEAN peTaforileTal HepIKDC 6TOV evepyo petafoAritn g amd to CYP2C19,
1N XPNOT POPUAKEVTIKMOV TPOIOVIMV OV EXAYOLV T SPACTIKOTNTA ALTOV TOV eVEDLOV aVOUEVETOL VOl
00MYNoOVY € AVENIEVO ETTEDD PUPUAKOV TOV EVEPYOD UETUPOAITN TNG KAOTIOOYPEANG.

H pwpapmikivn endyet évrova 1o CYP2C19, pe amotélecpa 1060 TV aHENCT TOV ETUTESOV TOV
gvepyoL LETAPOAITN KAOTOOYPEANC OGO KOL TNV OVOGTOAN TOV OLUOTETAAIDYV, YEYOVOS TOV E101KOTEP,
UTopEl va eVioyvoEL ToV Kivouvo apoppayiag. o mpoinntikodg Adyoug, 1 tavtdypovn xpion
oyvpav enaynyémv CYP2C19 Oa tpénel va amoBappivetarl (BA. Tapdypapo 4.4).

AvaoctoAeic tov CYP2C19

Eme1dn n khomdoypéin petafoiriletar ev pépetl péow tov CYP2C19 yia vo tpokdyel 0 dpacTikdg
HETABOAITNG TNG, 1 XPNOT POPUAKEVTIKOV TPOIOVI®V TOV aVAGTEAAOVV T dpdion avtov Tov evihov
avopéverar 6Tt Ba £xel g amoTEAEG O LELOUEVA ETITTESO TOV dPACTIKOD UETAPOAITN TNG
KAomidoypéine. H khvikn cvoyétion g aAAnAenidpaons avtig sivor aféfain. Qg mpopviaén, 1
TAVTOYPOVT] YPNoN 1oYLP®V N péTprmv avactorénv tov CYP2C19 npénet va amobappiverar (PA.
mopaypdeovg 4.4 kot 5.2).

DoppokevTiKd TPoidvTa TOL gival 1yvpoi N péTplot avactoreig tov CYP2C19 mepthappdvouv, yio
mapadetypa, TV openpaloin kot v esopenpaloin, tn eAovfoapivn, T eAovoletivn,
poxAoBeuion, t Popucovaloin, T eAovkovaloAn, TV TiKAoTdiv, TV KapPapalenivn, Kot tnv
epafpévin.

Avaoroieic tne Avidiog Hpwrtoviwv (AAILL):

H yopriynon 80 mg openpaloding epdmas nuepnoing, eite 6tov 1610 pdvo pe TV KAOTIO0YpEAD, elte
pe 12 dpeg peta&d TV Yopnynoemv Tov 000 PApUAK®V, Leimae TNV £kBgoT TOV dPUCTIKOD
petafoiitn koatd 45% (06om eoptiong) kot 40% (56om cvviipnong). H peiowon oyetiotke pe 39%
(860m @opTIong) kot 21% (860m cuvTPNoNC) HEIWON TNG AVAGTOANS TG CLGGOPEVOTG TOV
aponetariov. H ecopenpaloin avouévetot va €yel Tapopuole, aAANAETIdpacn e TV KAOTIO0YPEAT.

AVTIQATIKA dEOUEVE V1O TIG KMVIKES ETTAOKES OUTNG TNG POPLOKOKIVITIKNG
(OK)/papuaxodvvaptkng (PA) aAinienidpacng avagopikd pe peillova kapdioyyelokd copupdporo
&yovv ovapepOei amd peléteg Tapatnpnong Kot KMVIKEG HeAETES. Q¢ Tpo@VAaLT, 1) TAVTOYPOV YPToN
openpaloing N esopenpaloing mpénet va amoBappvvetat (BA. Tapdypago 4.4).

AyOTEpPO €vToveg PEIMOELG TNG £kBeonc Tov petafoiritn £xovv mapatnpndei pe v mavrompaldin N
AovGeoTpalOAn.

O1 GLYKEVTPDOGELG GTO TAAGUA TOV OPOoTIKOD peTaforitn petddnkay katd 20% (8601 pdpTIong) Kot
Kkatd 14% (8601 cuvtypnong) KaTd T S1GPKELN TG TOVTOYXPOVNG oy@yng ue 80 mg mavtompaloing
€QAmOE NuepNcimg. AVTO GUCYETIOTNKE Ue Pel®mon TG HEONS VOGTOANG TNG CUGGMPEVCTG TOV
opomeTaAiwv Katd 15% kat 11%, avtictoyo. Ta aroteléopata avtd delyvouv 6Tt 1) KAOTIO0YPEAN
umopel va yopnyeiton pe tnv mavtompaloAn.

Agv vpyovy oTot Elo OTL GAAL PUPLLOKEVTIKA TPOTOVTIO TOV LELMVOVY TO YOOTPIKAE 0EEM OTw¢ ot H2
OTOKAEIGTEG N TOL AvTIOEIVOL EXNPEALOVY TNV OVTIUOTETAALNKT OPAoT| TNG KAOTLOOYPEANC.

Evieyvuévn avupetpoixn Oepomeio (ART):
Ot aoBeveic pe HIV mov vrofdAiroviar og evioyvpuévn aviipetpoikn Oepomneia (ART) dwotpéyovv
VYNAO KIVOUVO EUQAVIOTG QYYELKDV GUUPARATOV.

e aoBeveic pe Aolpwén HIV mov Aapfdavouv avtipetpoitkég Bepaneieg evioyvuéveg pe prrovafipn 1
KOUTIGIOTATN €YEl KOTOdEOEl GNUAVTIKA PELOUEVT EKOECT] GTOV dPUCTIKO HETOPOAITN TNG
KAOTO0YPEANG Kol PLELOWUEVT avaeTOAN TV alonetaliov. [lapodio mov 1 KAVIKY onuoacic autdv TV
gupnudtov eivar afépan, vaipéayv avBdpUNTEC aVaPOPES EMEICOdIMV VEAG ATOPPUENS LETA 0md



AVTHETOTION TNG 1 OpoUPOTIKGV EMEIGOSI®V 6TO TANIG1I0 OEPATEVTIKOD GYNLOTOC EPOSOV LIE
KhomdoypéAn and acbeveig pe Aoipmén HIV mov Aapfdvovv evicyvuéveg avtipetpoitkég Oepaneieg. H
£€kBeom otV KAOTIOOYPEAT KOl 1] HECT] AVAGTOAN TOV OUOTETAM®Y PUTopel Vo LEtwBOvV e TV
TavTOYpovT YpNon prrovaPipng. Emopévag, n tantdypovn ypiion KAOTISOYPEANG LLE EVIGYVUEVEG
avTipeTpoiikég Bepaneieg Tpémel va amoBappHveTat.

Alo poapuakeuTikd tpoidvta: 'Evag aptBpoc AAAmv KMVIK®OV HEAETAV £XOVV Yivel pe TNV
KAOTO0YPEAT KOl AAAG GUYXOPTYOVUEVE POAPLOKEVTIKG TPOTOVTO, MOTE VO, EpELVNOEL 1| duvoTOTNTA
QOPUOKOSVVOUIKOV KoL QAPLOKOKIVITIK®V 0AANAETIOpdoemy. Agv mapatnpnonKoy KAVIKA
ONUOVTIKES POPUOKOOVVOUIKEG AAANAETIOPACELS, OTAV 1) KAOTIO0YPEAN GLUYXOPNYNONKE LLE ATEVOAOAT,
vipedimiv, 1 pe cuvdvaoud aTeVOAIANG Kot vipedutivng. Emimiéov, N pappokodvuvapkn dpdon g
KAOTOOYPEANG OEV ENMMPEACTIKE CNUAVTIKA LLE TT) GLYYXOPNYNOT PovoPapPitdAng, 1 016TPOYOV®V.

H poppoakokivntikny g dtyo&ivng 1 g OeopuAidrivig de petafAndnke pe t cuyyopnynon g
Khomdoypéing. Ta avio&va de petéfaray to Pabud g amoppdenong g KAOTS0YPEANG.

Agdopéva and v perétn CAPRIE vrodeikvoovy 6t 1 @atvutoivr kat 1 ToABoutapidon, ot omoieg
petaforifovror amd to CYP2C9, pmopovv vo cuyyopnyndovv e acpaielo Le TV KAOTIOOYPEAT).

Doppakevtikd Tpoidvta wov aroteAovv vocTpope CYP2CS8: H khomdoypéin £xet derybei 6T
avéavel v ékbeon ot pemayAvion oe vyieic ebedovtéc. In vitro pekéteg £xovv deiéel 0TI M avénon
g £€kBeomg ot pemayAvidn etvor Adyw g avaotoAng tov CYP2C8 and to yAvkovpovikd
petaBoiitn g khomdoypéins. EEautiag Tov Kivdivou avénUévmy GUYKEVIPOCEWDY GTO TAUCLLA,
EMOUEVMC, 1] CLYYXOPNYNON KLOTOOYPEANG Kol poppdkmy mov petapoiilovral kupimg and 1o CYP2CS
(my, pemaryAvidn, maxtaEéAn) Oa tpénet va avtipetonileTon pe mpocoyn (PA. mapdypeo 4.4).

Ext6¢ and tig mAnpopopieg Yo aAANAETIOPACELS e GUYKEKPILEVO POPUAKEVTIKE TPOIOVTA TOV
TEPLYPAPOVTOL TOPUTAV®, OgV Exovv deEaybei peréteg aAAnAemidpaong tng KAOTOOYPEANG LUE HEPIKL
(QOPLOKEVTIKA TPOTOVTA TOV YOpNYoUVTOL cLYVE o€ acbeveic pe abnpobpopufotikn acbévela. Qotdco0,
000eVElC TOV CLUUETELY OV OTIG KAVIKEG SOKIIEC e TNV KAOTOoYpEAT Aafav o Totkidio
GLYYOPTYOVUEV®V POPUAKEVTIKAV TPOIOVIMV GUUTEPIANUPOVOUEVOVY TOV SLOVPNTIKAV, TV B-
OTOKAEIOTAOV, TOV AVIAYOVIGTOV TOV PETATPETTIKOV VDOV TNG ayyetotacivng (avactoieig MEA),
TOV OVTAYOVIGTOV SIOA®V acBecTion, TOV TOPAyOVIOV LEIMONG TOV EMTES®V YOANOTEPOANG, TMV
OYYELOOOGTAATIKAOV TV GTEQUVIOI®V ayyEi®V, TOV avTIOONTIKOV TopayOvVTOV
(cvumeprAapfoavoprévng TS IVGOVAIVIG), TV AVTIETIANTTIKAOV TOPUYOVIMOV KOl TOV OVTIOYOVIGTOV TOV
vrodoyEmv TG YAvkonpwteivng IIb/Ila ympic svpipata KAVIKA onpovTik®v ovembountov
OAANAETOPAGE®V.

Onwc kot pe dAAovg and Tov otopaTog avacsTtorels P2Y 12, 1 Guyyopnynor aymvicTdv Omosddv el
TN SLVVATOTNTO VO KABVGTEPNGEL KOl VO, LELMCEL TNV ATOPPOPNOT TNG KAOTIO0YPEANG TOAVADC AdY®
g Ppadeiog yaotpikng kévaonc. H kiwvikr onuacia dev givatl yvooth. E&etdote tn yprion evog
TOPEVTEPTKOV OVTIOHOTETOAOKOD TapdyovTa o€ aobeveig pe oD otepaviaio GHVOPOUO TOV OTOLTOVV
GLYYOPNYNOT LOPPIVIC 1 GAADV AYOVIGTOV OTLOEOMV.

Pooovfoorozivy:

H xhomdoypéin €xer deryBel 011 av&avel tnv €kBeon ot pocovPactotiviy o aobeveic katd 2 popég
(AUC) kat 1,3 @opég (Cmax) HETA TN YOpTYNOT 000MG KAoTIdoypéANg 300 mg kot katd 1,4 popég
(AUC) yopic enidpacn ot Cmax LETE ad ETOVAAAUPOVOUEVT] XOPNYNOT] H10G dOGNS KAOTOOYPEANC
75 mg.

4.6 TovipétnTo, KONON KO ONracpog

Konon

Eme1dn] 6ev vmapyovv KAvikd dedopéva oxetikd pe v €kBeom otnv KAOmO0YpEAN KOTA TNV KUT|oT),
glval TPOTIUOTEPO VO U1 YPNCIUOTOLEITAL 1) KAOTLOOYPEAT KOTA TN SOPKELD TG KONONG O UETPO
TPOPUAAENG.



Meléteg oe {da dev KoTESEIEAY AUETES 1] EUUECES EMKIVOVVEG ETTTOGELS GTIV KONOT|, GTNV AvATTLED
TOV gUPPVOL, GTOV TOKETO 1| OTN UETAYEVVITIKN avamTuén (PA. mapdypaeo 5.3).

Onloouog

Eivar dyvaooto gdv 1 kKhomidoypédn anekkpivetol oto avOpamvo untpikd yéia. Meréteg oe {oa
KOTESEIEQY ATEKKPLOT TNG KAOTIO0YPEANG GTO UNTPIKO YAAM. QG LETPO TPOoPOAAENGS, 0 ONAacLOC dev
0o mpémel va cuveyileton kot ™ didpkela ¢ Oepaneiog pe Clopidogrel Taw Pharma.

Toviuotnro
H xlomdoypéin dev £xet kataderyBel 6T emnpealet T yovipdtnra oe peréteg pe {oa.

4.7 Emopdaosig 6TV IKavOTNTA 001]Y1]61GC KO (EPICROV UNYAVIRATOV

H xhomidoypéin dev £xet Kopid 1 €l aonUavTn EXIOPACT GTNV IKAVOTNTA 03YNONE KoL YEPIGUOD
unyovnudtoy.

4.8 AvemOopnteg evépyereg
Tepiinyn tov mpoeil aopdlelag

H acpdAeio g khomdoypéing a&loroyndnke oe tepiocdtepovg and 44.000 acbeveic mov Exovv
OUUUETAGYEL O KAMVIKES LEAETES, cuumepAapPavopévey teptocdtepmv amd 12.000 acbevdv mov
éxavav Bepameio yia 1 ypdvo 1 mepLocdTEPO. ZVVOMKA, N KAOTSoYpEAN 75 mg nuepncimg HTov
ovykpiown pe to AXO 325 mg nuepnoing otn peiétn CAPRIE, aveEdptnta and v nlkia, To @OA0
Kot T PUAN. Ot KAVIKG GUVOEOUEVEG LE TO PAPLOKO OVETIOVUNTESG EVEPYELES TOV TOPOTNPNOMNKAY OTIG
peiéteg CAPRIE, CURE, CLARITY COMMIT ka1 ACTIVE-A meprypdpovtal mapokdte. Emmiéov
™G eumelpiog amd T KMVIKEG HeAETES, avemBounteg evépyeleg Exovv emiong avoeepBel avbopuntmg.

H oipoppayio glvar ) o cvyvi avtidpaor mov avaeépdnie 1060 g KAMVIKEG LEAETEG OGO KOl [E
Baon v eumepio petd v Kukloeopio Tov TPoidvtog otnv ayopd, 6mov avaeipdnke Kupiwe Kot T
S1pKeELn TOL TPMTOV pNva TG Bepameiog.

e aoBeveic g pedétng CAPRIE mov éhafav Bepancia eite pe khomdoypéin eite pe AZO, n
GLVOAIKY] GuYVOTNTA KABE €ldovg arpoppayiog nTav 9,3 %. H cuyvotta epedviong copfapmv
TEPIOTOUTIKAOV NTAV TOPOUOLO Vi TNV KAOTIO0YPEAT Kol To AXO.

> perétn CURE, dev mopovoidotnkay emmAéov peiloveg apoppayieg e Tov cuvovaopo
KhomdoypéAng e AXO o€ 1ot 7 NUEPOV UETE TNV EXEUPOAOT AOPTOGTEPAVIOINS TOPAKOUYTG,
o€ aobeveig mov otopdtnoay T Bepaneio TEPIGGOTEPES OO S NUEPESG TPV TN YELPOVPYIKT EXEUPOON.
Ye aoBeveic mov cuvéyioay TV aymyn evtog S nuepdv and TV NEUPOCT) AOPTOGTEPAVINING
TOPAKOUYNG, | CLYVOTNTO TV ENEIG0diV NTav 9,6% yia kKhomdoypéAn ue AXO kot 6,3% yio
gwovikd pdppoxo pe AXO.

> perétn CLARITY, vmipye GLUVOAIKT 00ENCT] TGV QULOPPAYIDV GTNV OLASN KAOTOOYPEANC e
AXO0 évavtt g opadog ikovikod eoppakov pe AXO. H cuyvomta epgdviong peiovog ayoppayiog
Nrav mapopote HETaEd Tov 000 opddwy. To amoTteAéGHOTA AVTA 1GYHOVV Kot Y10l TIG VTOOUASES
acBevav 0Tc opiloviat omd YopaKTNPIGTIKA AVAPOPAg Kot amd Tov TOTo TG Bepaneiog pe
Opoppoivticd N nEopivn.

2t pekétn COMMIT, 10 6GuVOAKO TOGOGTO Un EYKEPAAIKNG LeIlovog apoppayiog 1 €YKEQPUMKNG
otpoppayiog NTOV YOUNAO Kol TOPOLOLO EVTOS TOV dVO OUASWV.

2t pekétn ACTIVE-A, to mocootod g peilovog apoppayiog Tov peyoldtepo oty opdda g
Khomdoypéing + AXO évavtt g opddag ewovikov gappdkov + AX0 (6,7% évavtt 4,3%). H peilov
alpoppayio NTov Kupimg e£®KPOVIaKNC TPoEAEVOTG Kol GTIC dV0 opadeg (5,3% oty opdda
Khomdoypéing + AZO- 3,5% oty opdda eikovikov gapudkov + AX0), kupiwg 0md T0 YOUSTPEVTEPIKO
cova (3,5% évavtt 1,8%). Yanpée wa adEnon g evOoKpavIaKg aLoppayiog 6TV Opado aymyns
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pe Khomdoypéin + AXO cuykpivopevn pe v opdda ikovikod eappakov + AX0 (1,4% évavtt 0,8%

avtiotoya). Aev VINPEE GTATIGTIKG CNUAVTIKY] S10POPE GTOA TOGOGTA TV BavaTnPOPOV ALOPPAYIOV
(1,1% oty opdda kromdoypéing + AXO kot 0,7% oty opdda gikovikod eappdkov + AX0) Kot Tov

ALLOPPAYIKOD ayYEIOKOD EYKEPUAIKOV enelcodiov (0,8% kot 0,6%, avtictorya) peta&d Tmv ouddwv.

v perétn TARDIS, ot acBeveig e mpdo@ato 1oy auKd eyKeQOMKO enelcOO10 TOV EAAPOV EVIOTIKN
ovtioponetaAokn Oeponeia pe Tpia appakevtikd Tpoiovia (AXO + khomidoypéAn + Sutuptdadin)
EUPAVICAV TEPIGSOTEPN GLOppayio Kot opopporyios LeyaAdTepPNg GOPapOTNTAG OE GUYKPLON EITE LE
povobBepamneio pe KAOTIO0YPEAN glte pe cuvovaoud AXO Kot SUTVPOaIOANS (TPOGAPUOGHEVO KOVO
OR 2,54, 95% CI1 2,05-3,16, p < 0,0001).

Kartaloyos twv avemBountwv evepyeiwv oe open mivoko.

AvemBOunTeg eVEPYELEG TTOL €iTE EUPOVIOTNKOV KOTE TN SLAPKELN TOV KAMVIKOV UEAETOV gite
avapépOnkav avbopuntog Tapovoidlovtal otov Tivaka Tov akoiovdel. H cuyvotntd tovg opileton
pe Baon tig akdrovbeg mapadoyés: ovyvég (21/100 Emg <1/10), oyt cuyvég (21/1.000 émg <1/100),
omavieg (>1/10.000 éwc <1/1.000), ToAd omdvieg (<1/10.000), un yvootég (dev umopodv va
ekTiunBovv pe Baon ta dwwbéoa dedopéva).

Evtég ka0 katnyopioc/opyavikod GUGTHLATOS, Ol AVETIBOUNTES EVEPYELEC TaPATIOEVTOL KATA
oBivovca oelpd cofapdtnToc.

Kotnyopia/ Yoyvég Oy ovyvég Yravieg oAb omavieg, pn
Opyaviké YVOOTECH
Yoot

AwTopayéc Tov OpouPomnevia, Ovdeteponevia, OpouPmtikn
OLLOTTOTIKOV Aevkomevia, ocvouneptiapPavo- | Opoppomevikn

KOl TOV NOcIvoQMa HEVNG TG moppOpa (TTP) (BA.
AELLOIKOD coPapng Tapaypago 4.4),
GULGTNHLOTOC OVOETEPOTEVING OTAQOTIKN avoipia,
TOVKVTTOPOTEVICL,
OKOKKLOKVTTOPOLUD,
cofapiy
Opopponevia,
EMIKTNTN CLLOPIAio
A,
KOKKIOKVTTOPOTEVIAL,
ovopio

Kapdrokég Xvvopouo Kounis
Sratapayég (ayyeloocvomooTIKN
oAhepykn otnOdayym/
OAAEPYIKO EPQPOYLLOL
TOL HLOKOPSIOV) GTO
mhaiolo avtidpaong
vrepevaicinciog
AOY® NG
Khomdoypéing*
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Kotnyopia/ Yoyvég Oy ovyvég Yravieg oAb omavieg, pn
Opyaviké YVOOTECH
Yoot
Awotapoyéc Tov Opovoaia,
VOG0T TIKOD AVoQUAOKTOEDELG
GUGTNLOTOG avTdpdoelg,
QOPUOKEVTIKN
vrepevatcnecio
AOY®
S10eTAVPOVUEVIG
avtiopaong avéuesa
o¢€ Betevomupidiveg
(6mwg Tuchomidivn,
TPacovyYpEAN) (BA.
Tapdypoeo 4.4),
oVTodvoGo
GUVOPOLLO KOTA
WGOVAIVIC, TTOVL
umopel v 001 ynoet
o€ cofopn
vroyAvKoia,
Wwitepo o aobeveig
pe vrétomo HLA
DRA4 (mio ouyvo
GTOV 10TOVIKO
TAnOvopo)*
Yoyrotpikég YevdaoOnoelg,
drotopayég oLYYLON
Awotapoyéc tov Evdoxpaviakn Awrtapoyés g
VELPIKOV aoppayia I'edong, ayevoia
GUGTNHOTOG (avaeépbniov
OPLOUEVEG
MEPUTTAOCELS LE
Bavatneopo
éxfoon),
KeQaAaAyia,
napatcOnoia, (dAn
OBalpkég Awoppayieg tov
draTopoyég opOoApod
(emmepuKoTOG,
gvdopOaA L,
AUPIPANGTPOEIBONS)
Awtapoyéc Tov Tayyog
®TOG KOt TOV
AafvopivBov
Ayyelokég Aydtopo Yofapn apoppayia,
draTapoyég ooppayio amd to

EYXEPNTIKO TPOV U,
ayyetitida, vadTaon

12




Kotnyopia/ Yoyvég Oy ovyvég Yravieg oAb omavieg, pn

Opyaviké YVOOTECH

Yoot

Awtapayéc tov | Eniotaén Awoppayio and v

OVOTTVELGTIKOV OVOTTVEVLGTIKT 000

GUGTNLOTOG, (oupomTVON,

TOoL BDpaKa Ko TIVEVLOVIKY|

OV ooppayia),

pecofwpakiov Bpoyydomacyog,
diapeon
TVELUOVITION,
NOGIVOPIAIKY|
TVELLLOViOL

Awtapoyéc tov | Ayoppayio Taotpkd édkog ko | OmcBomeprrovai- | [actpeviepikn kot

YOGTPEVTEPIKOL | TOV OMOEKASAKTUAKO K1 oopporyio ome00TEPITOVAIKT

GUGTNLOTOG yootpeviepl- | €Akog, yaoTpitida, opoppayia pe

KOO COANVA, | EUETOC, VOTia, Bavatneopo ékPaon,

duappoto, dvokoiiotTa, TOYKPENTITION,

KOUMOKO UETEMPIOUOG KOAiTIOO

dyoc, (ovumeptrapPovo-

dvomeyia HEVG TNG EAKMOOLE
N AEULPOKVTTOPIKNG
KOAITIO0G),
oTOLOTITION

Awotapoyéc Tov Oé&gela nrotikn

NTOTOS KOl TOV OVETAPKELQ,

YO PSPV nraTitdo, pn
(PLGLOAOYIKES
doKacieg NIATIKNAG
Aettovpyiag

Awtapoyéc tov | MoAwmog E&dvOnpua, kvnopdc, IToppoivymdong

dEPLOTOG KO alpoppayio amo to deppotitioa (to&km

TOV VTOSOPLOV dépo (Topevpa) EMOEPUIKT

16T00 vekpoALON,

ovvdpopo Stevens-
Johnson, ToAvpOpPO
gpuinpua), o&eia
YEVIKELUEVT
eEavOnuotikn
QAVKTOIVOOT
(OI'ED)),
ayyelooionua,
cLVOPOLO
QOPHOKOETOYDUEVNG
vrepevatsOnaciag,
QOPUOKEVTIKO
eEavonua pe
NOGIVOPIAN Kot
GUGTNHOTIKA
GUUTTOUOTO
(DRESS),
epuOnuoTddEC M
UTOPOMOMTIKO
e&avOnpa, kvidwon,
éxepa, opadog
Asymvag
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Kotnyopia/
Opyaviké
Yoot

Yoyvég

Oy ovyvég

Yravieg

oAb omavieg, pn
YVOOTECH

Awotapoyéc Tov
OVOTTOPOLY Y 1-
KOV
GUCTNHOTOG KOl
TOL LOGTOV

T'vvawcopaoctio

Awtapoyéc Tov
LLVOCKEAETIKOV
GLGTHHOTOC,
TOV GLVOETIKOV
16TOV KOl TV
0GTMOV

MvooKeAETIKN
ooppayio
(aipapbpo),
apBpitida,
apBpadyia, pooiyia

Awotapoyés tov
VEPPOV KOt TOV
0VPOPOP®V
00®V

Awartovpia

ZREPAUATOVEPPITL-
o0, avénpévn
KPETLVIVY QipaTog

Fevucéc
daTopayég Kot
KOTOOTACELG
™G 0600

xopfynong

Awoppayio
otn Béon
TOPAKEVINONG

TTvpetdg

Hopaxkivikég
eketdioelg

[Hopatetapévog
xpOVOg porg,
UELDUEVOG apOHOG
0VLOETEPOPIAMY,
HelwUEVOS aptBpdg
oomeToMav

* [IAnpopopieg Tov oyetilovial Le TNV KAOTISOYPEAT LUE «LUT) YVOGTH» GLYVOTNTO.

Ava@opd TiovoroyodUevaV aveTIOIUNTOV EVEPYEIDY

H avagopd mboavoroyoduevov avemBOunTov evepyYEL®Y PETH amd T YopNyNoN &gl KukAopopiag
TOV QUPUAKELTIKOD TPOiIOVTOG elvan onpavtiky. Emitpénet n cuveyn mapakorobnon g oxéong
0PELOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOIOVTOG. ZNTEITUL At TOVG EMAYYEALOTIEG VYELNG VOl
avaPEPOVY OTTOLEGONTOTE TOOVOAOYODUEVES OVETIOVUNTEG EVEPYELEG LECH TOV EOVIKOD GLGTNLATOG
ovapopds Tov avapépovror oto Hapdpnua V.

4.9 Ynepodocoroyia

Yrepdocoroyio PETH amd yopNyNoN KAOTIO0YPEANG UITOPEL VO 001 YNOEL GE TAPATOGT) TOV XPOVOL
PONG Kol EMaKOAOVOEC apoppayikéc emmAokés. Eqv mapatnpnbovv apoppayiec Oa mpémet va
e€etaotel mowd etvor 1 KatdAANAN ayoyn. Aev £xel Bpebel avtidoTo TG PaPUAKOAOYIKNG OPACTG TNG
Khomdoypéing. Eqv amatteiton dpeon 016pBmon Tov TopATETAUEVOD ¥POVOL PONG, | LETAYYION
OLUOTETOAIWV UTOPEL VO OVOGTPEWYEL TOL ATOTEAEGLLOTA TG KAOTLOOYPEATC.

5. OAPMAKOAOI'TKEXZ IAIOTHTEX

51 ®@oppokodovopikéc 1W0O10TNTEG

DopuokobepamevTiky KaTnyopic: AVTiOpouPmTiKol TAPAYOVTES, OVOGTOAELS TG GUYKOAANONG TOV
opomeTaAinv, eEatpovpévng g nrapivng, kodwkoég ATC: BO 1AC04.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Muyoviouog dpdong

H xhomdoypéin elval éva Tpo@apuaKo, Evag amd Tovg pLetafoliteg Tov omoiov gival avasToALag TG
oLEoMPELOTG TV aponetodiov. H khomdoypédn tpénel va petaforiotel amd ta Evivpa Tov
CYP450 yio va mapdéet 1o 0pactikd PETAPOALTN TOV AVAGTEALEL TH GUGGMOPEVGT) TOV CUOTETAMMV.
O dpaoTikdg LETAPOAITNG TNG KAOTOOYPEANC EKAEKTIKA OVUGTEALEL TN GVLEVLEN TNG SIPOOPOPIKNG
adevooivng (ADP) ue tov vodoyéa P2Y 12 tov arpometadov kat tnv erakdAovdn evepyomoinon,
péom g ADP, tov cupmiéypatog tng yAvkonpmteivng GPIIb/Illa, avactéAlovtag pe Tov TpOTO avTtd
T1 GLGGMPEVCT| TOV UUOTETAAIWV. AOY® TNG UN ovaoTPEYIUNG oVLEVENG, Ta ekTEDEILEVL
OLUOTETAALY EMNPEALOVTAL Y10 TO VITOAOITO TOV YpOvov Lmng Tovg (kKotd mTpocséyyion 7-10 nuépeg) Ko
1 AVAKTNOT TNG PLUGIOAOYIKNG AEITOVPYiag TV alponetaAinv cupufaivel pe pplud avaioyo pe 1o
pLOU6 avavémong tov aponeTtaliov. H cuvoompevon tov aponetaliov, Tov TpoKaieitol amd
ayoviotég dAAovg amd v ADP, avactéddetal, Eniong, amd TNV TOPEUTOIION TG EVIGYLONG TNG
gvepyonoinong amd v anglevbepovpevn ADP.

Eme1dn] o dpaotikdg petafolritng mpokvmtel amd ta Evivpa tov CYP450, opiouéva amnd ta onoia
TOPOVGLALOVV TOAVLOPPIGLOVG 1 VTOKEIVTOL GE OVAGTOAN At GAAN POPUOKEVTIKA TPOidVTa, OV Bat
£yovv 6A01 01 ae0eVvelg EMAPKT OVAGTOAN TOV AUOTETAAIDV.

DopUaKodVVOLIKES ETIOPAOEIS

EnravolopPoavopeveg d6ce1c tov 75 mg v NUEPA TPOKAAEGAY GNUOVTIKY] OVAGTOATN TG
TpokaloOevnc and tnv ADP cuecdpevong Tov alponetolMov ard v tpdtn nuépa. H avaotoin
ovt) avENdnke Tpoodevtikd Kot EpTace o otabepd enimeda peta&y e Huépag 3 kot te Huépag 7.
21 otafepn KATACTAG, 1| LECT AVOGTOAT TNG OLLLOTETOALOKTG CUCCMPEVONG TOL TAPATNPNONKE He
doon 75 mg v nuépa, Nrav g téEng tov 40 % £wg 60 %. H cuccmdpevon tav aiponetaAioy Kot o
¥POVOG pong emaviABay oTadlokd ota apyikd enineda, YEVIKE HEca g 5 NUEPEG LETA TN SLOKOTH TNG
Oepameiog.

Klvikn aroteleouatikotnta kot aopileio.

H acpddeio kot 1 amotelecpatikdTnTo TG KAOTO0YPEANG £xEl a&loloynOel o 7 SUTAEC-TVOAES
peAéteg otig omoieg cvppeteiyav mwévo and 100.000 acBeveic: 1 CAPRIE, pia peAétn odykpiong g
Khomdoypéing Evavtt tov AXO kot ot CURE, CLARITY, COMMIT, CHANCE, POINT «at
ACTIVE-A peréteg cOykpiong g KAOTIS0YPEATG EVOVTL EIKOVIKOD (OPLAKOD, OOV KAl TO VO
(QUPUAKEVTIKA TPoTdvVTa yopnyNHOnkay oe cuvdvacud pe AXO Ko GAAN cvykekpyévn Bepameia.

Tlpooparo Euppoyua T0v HLOKOPAIOD, TPOTPYATO AYYELOKO EYKEPOAIKO ETELTOOLO 1] EYKOTECTHUEVH
TEPIPEPIKT OPTHPIOKH VOGTOS

H perétn CAPRIE coumepiérofe 19.185 acbeveic pe aOnpobpodupwon, mov giye ekdnAiwbei pe
TPOCPUTO EPPPAYLLO LLOKOPITOV (< 35 NuEPES), TPOGPATO IGYALLUKO OYYELOKO EYKEPUAIKO EMEIGOIIO0
(peta&d 7 nuépec kot 6 unveg) N eykateotnUéVN TepLpepikn aptnplokn voco (ITAN). ‘Eywe
TVYOOTOINGN TV acBevdy o opddec KAomdoypéAng 75 mg/muépa n AZO 325 mg/muépa Kot n
mapakorlovOnon opkece yuo 1 g 3 ypdvia. XNV LTOOUAdH UE EUPPAYLLE. TOV HLOKAPSioV, 0L
nepliocdTEPOL o Toug acbeveic Elafav AXO yia Tig TpdTEG Alyes NUEPEG LETA TO 0&D EUEPAYLLO TOV
pookapdiov.

H xhomidoypéin pelwoe onUAVTIKA TN GLYXVOTNTO ELPAVIONG VEDV IOXOUKOV ETEGOdI®V (G0VOETO
TEAKO onpelo a&loAdYNoNG ELPPAYLATOS TOV HVOKOPII0V, 1GYALUKOD OyYELOKOD EYKEPUALKOV
EMELG0010V Kol Kapdtayyelokol Bavatov) cuykpvopevn pe AX0. Xpnolomoidvtag 10 LOVIELO
OTOTIOTIKNG 0viAvoNg e okomo tnv Bepaneia, 939 encicddin e€etdotniay oty opdda g
Khomdoypéing, kot 1.020 emeic6d1a pe AXO (peimwon tov oyetucov kvdvvov (RRR) 8,7%, [95% CI:
0,2 ém¢ 16,4], p = 0,045), mov avaroyikd onuoaivel 6t og kéBe 1.000 acbeveic mov Erafov aywyn ent 2
xpovio, avtictoyobv 10 [CL: 0 éwg 20] emmpdobetor acheveic mov Tpo@LALYONKOY amd VEO 1o ALK
EMEGOO10. AVAAVOT| TG GUVOAIKNG BVNGIUOTNTOG G dELTEPEVOV KATAANKTIKO onueio dev £deite
Kémola onpavtikn dtaopd peta&d g Khomdoypéing (5,8%) kat tov AZO (6,0%).
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e po aviAVoT| VTOOUAd®V avE KATAoTOoT (ELPPAYLLL TOV HVOKAPSIOV, IGYAYUKO ayYELKO
eyKeQaAkd enctcod1o kot ITAN) 1o dperog amodeiydnke HEYIGTO (EMTLYYAVOVTOG GTOTIGTIKY GNLAGIN
p = 0,003) oe acBeveig mov eiyav cvumepiAneei Adym [TAN (16iwg oe ekeivoug Tov glyav eniong
16TOPIKO EUPPAYLaTOS TOL pvokapdiov) (RRR = 23,7 %, CI: 8,9 éwg 36,2) kot pkpdtepo (Ox1
oNUAVTIKA dtapopeTikd amd AX0) oe acbevelg pe ayyeiaxko eykepaikod eneioodto (RRR =7,3 %, ClI:
-5,7 ém¢ 18,7 [p=0,258]). Ze acbeveig mov elyav copmepinedei otn SOk pe LoV attioAoyia
TPOCPUTOL EUPPAYUATOG TOV LLOKOPII0V, 1) KAOTOOYPEAN NTOV aplOUNTIKA KOTOTEPT OARL Y®Pig
OTOTIOTIKA onpoavtiky otapopd and o AXO (RRR =-4,0 %, CI: -22.5 éwg 11,7 [p=0,639]). EmutAéov,
N avéivon piog vwoopddag pe Béorn tnv nAkio £de1Ee 6L T0 OQEAOG amd TNV KAOTIOOYPEAT GE
aocBeveic avo Tov 75 eT@V NTOV LIKPOTEPO OO EKEIVO OV TTapatnpnOnKe og acbeveic < 75 etdv.

Emedn n dokyry CAPRIE dev ftav o€ BEom va EKTIUNGEL TNV ATOTEAEGLATIKOTITO T®V ML LEPOLE
VITOOUAS®V, OEV EIVOL GOPES EAV O1 SIAPOPEG GTN GYETIKT EAATTMGT TOL KIVODVOV GTIG VITOOUASES oVl
KATAOTOOT VL TPOYUATIKES, 1) OTOTEAEGLO. TOYNG.

O¢&b otepaviaio advdpouo

H perétn CURE cvumepiérafe 12.562 acbeveig pe 0&O otepaviaio cOVOPOLO Ympic ovACTACT] TOV
dwotipatog ST (actabn otBdyym 1 Euepayua tov pvokapdiov ympic koua Q), Tov TtpocHAboy péoa
o€ 24 dpeg PUETA TNV ELPAVION TOL IO TPOGPATOV ENELGOSI0V OPaKiKoh GAYOVE 1| GUUTTOUATOV
ovpPatav pe wyopio. Ot acBeveic amartOnke va Exovv gite NAEKTPOKAPIIOYPUPIKES LETAPOAES
ovuPatég pe véa woyatpio 7 avénon tov Kapdlokdv eviopmv 1 tportovivig I T tovAdyiotov 6Ho
QOPEG TAV® OO TO VATUTO PLGLOAOYIKS Oplo. Ot acBeveic TuyaomomOnkay ce Khomdoypéin (300
mg 3601 popTiong axorovBoduevn amd 75 mg nuepnoing, N=6.259) i ewkovikd edppoko (N=6.303),
Kot T 600 yopnyovpeva g cuvovacud pe AXO (75-325 mg epdnag nuepnoiomg) kot dAleg
Kafiepopéveg aymyés. Ot acBeveic rav vd aymyn péxpt ko éva xpdvo. Xtn pehétn CURE, oe 823
(6,6%) acBeveic cuyyopnyNONKaAV avTayvicTtég Tmv vTodoywv yAvkompateivng IIb/Ila. Hrapiveg
yopnynonkav ce Tep1ocoTEPO amd T0 90% TV 0oBEVAOV KOl 0 OYETIKOG pLOUOG apoppayiog peta&d
KAOTOOYPEANC KOl EIKOVIKOD PAPLAKOV OEV EMNPEAGTIKE CNLULOVTIKE amd T GLYYOPNYNoN NIaPiv.

O ap1Buog TV 060evav Tov a&loAoyninKay Mg TPOG TO TPOTEVOV KATAUANKTIKO onueio [Bdvatog
KopdloyyeloKng attiohoyiag, Epepaypo Tov pookapdiov (MI), 1 ayyelokd eyKeaAlko enelcod10] fTav
582 (9,3%) otnv opdda g kKhomdoypEing kot 719 (11,4%) otnv opdda Tov €1KOVIKOD apUAKOL, LLE
20% peimon tov oyeTkov Kivdvvou (95% CI 10%-28%, p=0,00009) yio v opdada T KAOTIO0YPEANG
(17% oyetwkn peiwomn Tov Kvdvvov dtav ot acBeveig NTav VIO GUVTINPNTIKY Ay®YY, 29% OTav eiyov
voPAnOel oe emépuPaocm dadepUkng SLVAKNG ayyelomAaoTtikng otepoviaiov (PTCA) pe 1 yopig
tonofétnon evdorpobeonc (stent) ota otepaviaia kot 10% otav giyov vroPAndel og enépuPaon
aoptootepaviaiog mapdkapyng (CABQG)). [IpoAnednkay véa kapdiayyelokd enelcooln (Tp@TEVOV
teMKO onpelo a&loAdynong), Le OYETIKES HELMGELS TOL KvdUVoL Tng thEemc Tov 22% (CI: 8,6, 33,4),
32% (CI: 12,8, 46,4), 4% (CI: -26,9, 26,7), 6% (CI: -33,5, 34,3) xon 14% (CI: -31,6, 44,2), xotd T
dupkela TV daotnudtov g perétng 0-1, 1-3, 3-6, 6-9 kot 9-12 pnveg, avtictoyo. LUVETMOG, LETA
TOVG 3 PVESG AYWYNG, TO OQELOG TOL TTapatnprOnke otV opdda Khomdoypéing + AX0 dev avéndnke
TEPALTEP® EVOD 0 KivOuvog apoppayiag mapépewve (PA. Tapdypopo 4.4).

H yprion g khomdoypéing otnv CURE cvoyetiotnke pe peimon g avaykng yo Opopforvtikng
ayoyn (RRR=43,3%, CI: 24,3%, 57,5%) ka1 avactolreig vrodoyémv yhvkonpwteivng IIb/l1a
(RRR=18,2%, CI: 6,5%, 28,3%). O ap1Oudc tov acbevav mov a&loroyndnkav g tpog 10 chvheTo
TPOTEVLOV KATOANKTIKO onpeio (Bdvatog kapdioyyelokng atlohoying, ELEPAYLLO TOV HLOKAPIIOD
(M), ayyeloxd eykepalikod engicddo i avOektikt| wyopio) frav 1.035 (16,5%) otnv opdda ™
Khomdoypéing kot 1.187 (18,8%) otnv opdda Tov glkovikol gappdkov, e 14% peimon tov oyetikov
Kwvdvvou (95% CI: 6%-21%, p=0,0005) yio v opddo T KAomdoypéANG. AVTo T0 0QEA0OG TPOKOTTEL
KLPI®G Ao T GTATIGTIKMG CUAVTIKT UElMOT] TNG GLYVOTNTOS ELPAVIOTS TOV ELEPAYLLATOS TOV
pvoxoapdiov [287 (4,6%) otnv opdda e kKAomdoypéing kot 363 (5,8%) otnv opdda Tov guKovikon
Qopuakov]. Agv mapatnpinke EXIOPAOT] GTI GLYVOTNTA ETOVEISHYMYNG OE VOGOKOUEIO Y10 0.oTaOn
omOayym.
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Ta amotehéopata Onmg ekt Onkay o€ TANBLCoUOVG LE SLOPOPETIKE YOPAKTNPIOTIKA (7). aoTodn
omBayyn M éuepoypa Tov puokapdiov xwpig kopa Q, younAod £mc vynAd kivévvo, dmapén Sofnn,
ovaykn enéppaocng eravayysioong, nikio, eOA0, K.A.T.) NTOV GOUEOVA LLE TO OTOTEAECUATO TNG
TPOTOUPYIKNAG AVOAVOTG. ZVYKEKPYEVA, o€ pia post-hoc avdivoon 2.172 acbevav (17% tov cLVOAIKOD
mAnBvopov acBevav g perétng CURE), ot onolot vrofAndnkayv cg tomobétnon evéompdbeonc
(stent) (Stent-CURE), ta dedopéva £0e1&av 0TL, 0TV 1) KAOTIOOYPEAT GUYKPIVETOL LLE TO EIKOVIKO
QAPUOKO, KATAOEIKVOETOL CNUAVTIKY Helmon Tov oyeTikol Kivouvov (RRR) katd 26,2% octovg
acBeveic mov Adpfavay KLomdoypEAn ¢ Tpog T0 cVVOETO TPMTEVOV KATOANKTIKO onpeio (Bdvartog
KOPOAYYELWOKNG OLTIOAOYIOG, ELPPAYILO TOV HVOKAPSIOV, OYYELNKO EYKEPOAMKO EMEIGOO10) Ko EMIONG
pia onuovtiky peioon katd 23,9% 1ov oYeTIKod KIvduvou ®¢ Tpog To cOvOeTO dguTEpEdOoV
KaTOANKTIKO onpeio (0dvatog amd KapdloyyeloKd aitio, ELEPOYLLE TOL HLOKOPOIo, ayYELHKO
€YKEPOAKO emelcodo N avBextikn woyopio). EmmAéov, to mpogil acpdieing g KAomdoypéANG o8
OLTHV TNV VTO-OLAS 0GOEV®Y OV dNLLIOVPYNGE KATO10 1d1itepo TPOPAN LA, ZVVETMG, TO
amoteléonata omd avTd TO VITO-GHVOAO GUUPOVOVV LE TO, GUVOAIKA OTOTELECLOTA TG SOKIUNG.

Ta o@éAn mov TapotnpNONKay e TV KAOTIO0YpEAN NTav aveEdptnTa amd dAheg Bepameieg mov
YOPNYOUVTOL 0EEMC | XPOVIMG Y10 KAPIAYYEINKE VOGT|UATO, (OTT®G Napiv/nmopives Lkpov HopLoko
Bapovg (HMMB), avtaymviotég vrodoyéwv g yAvkompwteivng 1b/Ila, vrolmdapikd
QOPUOKEVTIKA TPOIdVTA, B-ATOKAEIOTEC, KOl OVOGTOAEIG TOV HETATPEMTIKOD EVEDLLOL TNG
ayyelotacivng). H amoteleopatikotnta g KAomdoypéAng Tapatnpndnke aveEdptnta omd 1 660n
tov AXO (75-325 mg pia popd nuepnoing).

O&L fpppayuo Tov pLoKapdiov pe avaonoacn tov dwaotiuotoc ST

Ye aobeveig pe 080 Epppaypa Tov pvokapdiov pe avacnaot tov dwotiuotog ST (STEMI), n
OCQAAELD KO 1] OTOTEAECUATIKOTNTO TG KAOTIOOYPEANG ExovV a&loAoynbel og dVO TVYALOTOINEVEC,
eleyyOUEVES LLE EIKOVIKO APUAKO, SITAEC-TVOAEG peréteg, oty CLARITY, og pio mpoomtikn
avdAivon vroouddag g CLARITY (CLARITY PCI), kabng kot oty COMMIT.

H doxipur) CLARITY cvunepiéhafe 3.491 aoBeveig o1 onoiol mapovsiocay eviog 12 opdv and v
évapén g ST avdomaong ELEPaypo TOV HVOKAPSIOV Kol TPOYPUUUOTIOTKE VO EEKIVIIGOVY
Opopforvtikn Bepomeia. O acBeveig EraPav Khomdoypéin (300 mg wg d6on POHpTIONS Kot 6T
ocuvéyew 75 mg/Mmuépa, n=1.752) i ewcovikd eappako (n=1.739), Kot 6TIg dV0 TEPIMTMOCELS OE
ovvdvaoud pe AX0 (150 émg 325 mg wg 866M POPTIoNS Kot 6TN cLVEXELD 75 émg 162 mg/muépa), ue
&vav vmdoAVTIKO TopdyovTo Kat, Otav ypealotav, pe nmapivr. Ot acbeveic nTav ved
mapakorovOnon yuo 30 nuépec. To TpmTevoV KATOANKTIKO onueio a&loddynone Ntav N Tapovcia
amoPPAYHEVNG €EAITIOG EPPPAKTOV GTEPAVIAING apTNPIag OTNV ayyeloypaia Tptv amd v ££000 Tov
aofevoug amd To vosokoueio, 1 Bdvatog 1 VTOTPOTALOV EUPPOYL TOV HVOKAPSIOL TPV T
otepavioypapio. ['a acBeveig mov dev vroPANONKAY Gg GTEPAVIOYPAPiD, TO TPOTELOV KOTUANKTIKO
onueio a&ordynong ftav o 0avartog 1 To VIoTPomAlov Epepayo Tov pvokapdiov uéypt v Huépa 8
N uéypt v €060 amd to vosokoueio. O TAnfuopog tov acbevav cvpmepierdpupave 19,7% yovaikeg
kot 29,2% acBeveic > 65 etdv. Eva ohvoro 99,7% tov acBevav éhafe vodoivtikd (vmdo-e1dtkd:
68,7%, un wmdo-gdwkd: 31,1%), 89,5% nmapivn, 78,7% P-amoxieiotés, 54,7% avactoreic Tov
UETOTPENTIKOV evEDLOV TNG ayyelotacivig kal 63% otatived.

[Mocootd dexamévte To1g ekatd (15,0%) tov acBevav oty opdda tng kKhomdoypéing kot 21,7% otnv
OO TOL EKOVIKOD QUPLAKOL £QTUCE GTO TPOTEVOV KATUANKTIKO onpeio a&loAdynong,
AVTITPOCMOTELOVTOS OTOAVTN pelmon Katd 6,7% kot 36% mbovn peioon veép g KAOTIS0YPEANG
(95% CI: 24, 47%, p < 0,001), kupimg oyeTILOUEVEG e HEIMON TOL OTOPPAKTIKOD CLPTNPLOKOD
epnppaktov. To 6pelog avtd vanpye o€ dheg TIG TPOKADOPIGUEVEG VOO UAOES GLUTEPIAAUPAVOUEVTG
™G NMkiog Kot Tov EOAOL TOL AcBeVOVE, TNG EVIOTIONG TOL EUPPAKTOV KoL TOL TOTOV TOL
W®IOAVTIKOD 1 TNG NTAPIVIG TTOL (P CLUOTOONKE.

H avéivon vmoopddag CLARITY PCI ovunepiérafe 1.863 acbeveic pe STEMI mov vropAnOnkay
o€ PCIL. Ot acbeveig mov Elafav d6on eoptiong (LD) khomdoypéing 300 mg (n = 933) eiyov
onNUavVTIKN pelmon oty enintwon Bavatov kapdiayyelakng artioroyiag, EM 1 ayyslokov
€YKePAAKOV emelcodiov petd amd PCI og cOykpion e eketvoug mov EAafov EIKoVIKO GAPLLOKO
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(n=930) (3,6% pe TpoKaTAPKTIKTY ay®YN pe KAOTd0YpEAN EvavTt 6,2% Le gucovikd edpuako, OR:
0,54, 95% CI: 0,35-0,85, p = 0,008). Ot acBeveic mov éhaPav LD khomdoypéing 300 mg eiyav
onuavTiky peiwon oy enintoon BavaTov kapdiayyelakng artioloyioc, EM 1 ayygiokov
EYKEPAAIKOV €MEIG0010V KaTd TN d1dpkeln Tov 30 nuepov petd v PCI oe cvykpion pe exeivoug Tov
Ehapav eucovikd eapuaxo (7,5% pe mpokaTopKTiKn aywyn He kKhomdoypéAn Evavtt 12,0% pe eikoviko
oapuako, OR: 0,59, 95% CI: 0,43-0,81, p = 0,001). Qo1660, dTay aVTO TO GHVOETO KATAANKTIKO
onpeio a&roroyndnke otov cuvoAlkd TAnBuoud g perétng CLARITY dev fltav oTaTioTikd
OTUOVTIKO G OEVLTEPEVOV KATAANKTIKO GNUELD. Agv TopatnpnOnNKe oNUovTIKY d10pOopE 6TA TOGOGTA
petovog 1 ehdocovog atpoppayiog peta&d twv dvo Bepameidv (2,0% e TPOKATAPKTIKNY aymYY| LE
KAomdoypéAn évavtt 1,9% pe ewovikd edppaxo, p > 0,99). Ta evprjpata avtig TG AVAALONG
vrootpifovy TV TpdIUN YpRHoN dOoNg POpTIoNg KAomdoypérng oe STEMI kot ) otpatnyikn tng
TOKTIKNG YPNONG TPOKATAPKTIKNG Ay®YNS HE KAOmB0YpEAN o€ acbeveic mov vofdiiovton og PCIL.

H doxcu COMMIT pe mopayovtikd oyxedloouod 2x2 cvunepiélofe 45.852 acbeveic o1 omoiot
TOPOLGINGaV EVTOG 24 pmdV omd TNV EVapEN TOV GUUTTOUATOV VTOYio ELPPAYLOTOS TOV
LLoKapdiov e avaloyeg NAEKTPOKAPIIOYPAPIKES aAlotmaelS (OnA. avacmaon ST, katdomaon ST 1
aplotepd okeAkd amokAelopo). Ot acbeveic Edafav kKhomdoypédn (75 mgmuépa, n=22.961) 1
€IKOVIKO Qapuaxo (n=22.891), e cuvdvacud pe AZO (162 mg/muépa), yo 28 nuépeg 1 pHéxpL v
£€0d0 amd 10 voookopeio. Ta cUVOETA TPMTELOVTA KOTAANKTIKA oNUEin Tav 0 BAvatog amd
OTOLONTOTE OLTiOL KO 1) TPATY EUPAVIOT| EXAVELPPAENC, AYYELKOD EYKEPAAKOD EMEICOOIOV 1)
Bavdarov. O mMnbvopdc neperdpupave 27,8% yovaikeg, 58,4% acbeveig > 60 etmv (26% > 70 etdv)
kot 54,5% acBeveic mov Adppavay vmdoivTikd.

H «lomdoypéin peiwoe onpovtikd to oyetikd kivovvo Bovdatov and onoladnmote artio Katd 7%
(p=0,029) ko1 T0 oYeETIKO KivOLVO TOV GUVOVOGUOV EXAVEUPPAENGS, AYYELKOD EYKEPUAKOV ETEGOSIOV
1 Bavdrov xotd 9% (p=0,002), avtitpocmredovtag amdivtr peiowon katd 0,5% xat 0,9% avtictorya.
To 6¢pehog avtd NToV 6TadEPO Yo TNV NAIKIA, TO VA0 Kot T xop1ynon i 6yt Opopforvtik®dy Kot
napoTnPRONKe HOAIG EVTOG 24 mPGOV.

Klomdoypéhn spdmal ddonec eoptions 600 mg og acheveic ue O&H Xte@aviaio XVvVOPOLO TOV
vroairoviar og PCI

CURRENT-0OASIS-7 (Xprnion Béitiotne Aoons Klomidoypéing kar Aomipivig yro. th Meiwon twv
Enavaloufavouevaov Zoufaviwv Efidouos Opyaviouog yia v A&1oloynon Zrparnyikoyv oe loyoiuiko.
Zovopoua)

AV M TVYOLOTOINEVT TTAPOYOVTIKT HEAETT cvpumepthdpfove 25.086 avBpmmovg e 0EL otepaviaio
ouvdpopo (OZX) mov mpoopilovtav yia tpmtoyev) PCL. Ot acBeveic Tuyoaomombnkay gite oe dutAn
doon (600 mg v Huépa 1, énerta 150 mg tig Huépeg 27, éneita 75 mg nuepnoing) 1 6€ KOVOVIKT|
d0on (300 mg v Huépa 1, érnerta 75 mg nuepnoing) kKAomdoypéing, kot og vynin o6on (300—

325 mg nuepnoing) N o€ yaunAn 06con (75-100 mg nuepnoing) AX0. O1 24.835 eyyeypappévol
acBeveic pe OZX vmofAnnkav oe atepavioypapio kot ot 17.263 élapav PCIL. Meta&d tov

17.263 acBevav nov éhafav Bepoaneia pe PCI, o€ suykpion pe v kavovikn 80or, 1 SuAn doon
KhomdoypéAng pelmwoe 10 TOGOGTO TOV TPWTEVOVTOG KaTaANKTIKOV onpeiov (3,9% évavtt 4,5%
npocoppocpévov HR = 0,86, 95% CI 0,74-0,99, p = 0,039) kot peiowoe onpoavtikd tn 0pdpupwon tov
stent (1,6% évavtt 2,3%, HR: 0,68, 95% CI: 0,55 0,85, p = 0,001). H peiCova aipoppayia nTav wo
oYV HE TNV STAN 8O0T 0o O,Tt Ue TNV Kovovikt 86on khomdoypéing (1,6% évavtt 1,1%,

HR =1,41, 95% CI 1,09-1,83, p = 0,009). & avtf 11 peAén, N epdmal 666m pOpTIoNS KAOTIO0YPEANG
600 mg £de1&e otabepn amotelecpatikOTnTo 08 aobeveic nhikiog > 75 etV kot 6€ acbeveig nAtkiog
<75 etv.

ARMYDA-6 MI (H Avtiaiporerotioxn Ocpameia yio ueicoon e Mvookeletikns BAafng kord, thv
Ayyerorhaotiky - Euppayuo oo Mvokopdiov)

AV M TUYALOTONLEVT], TPOOTTIKT, O1EOVIC, TOALVKEVTPIKN LEAETN 0E10AOYNGE TNV TPO-Oepameia, e
600 mg évavt 300 mg Khomdoypéing LD oto mhaicio enciyovtoc PCI yio STEMI. Ot acOeveic
éafov KAomidoypéin 600 mg LD (n = 103) 1 kKhomidoypérn 300 mg LD (n = 98) wpv and v PCI
Ko 0T GUVEXELD cuvtayoypaprOnkav 75 mg/muépa and v eropévn g PCI émg 1 €106, Ot acbeveic
mov éhafav 600 mg LD khomdoypéAng elyav oNnUOVTIKE HEIOUEVO HEYEBOC ELEPAYUATOC GE CUYKPION
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pe exeivoug mov EdaPav LD 300 mg. Yrap&e Ayotepo cuyvr Opoupodrivon ce Babpod pong MI < 3
petd and PCI og 600 mg LD (5,8% évavtt 16,3%, p =0,031), Bektiopévo LVEF oto e&utnpro

(52,1 £9,5% évovt1 48,8 = 11,3%, p = 0,026) kot ta peilova avembBounta Kopdiayyelokd copfavta
30 nuepav Nrav Myotepa (5,8% évavtt 15%, p = 0,049). Aev mapatnpnOnke adéEnon g ayoppayiog
N TV emmlok®v g BEonc 166500V (devTEPEVOVTA KaTaANnKTkd onpeia v Huépa 30).

HORIZONS-AMI (Evapuovien Aroteleoudrwv ue Exavoyysioon kot Stents oto OEO Euppayuo. tov
Mbvoxapdiov)

AvTi M €K TOV VOTEP®V HEAETN avaAivong dte&nyon yia va a&lodoynoet eav 1 LD 600 mg
KAOTOOYPEANC TOPEYEL TOYVTEPT KOl LEYOAVTEPT] AVAGTOAN TNG EVEPYOTTOINGNG TV OponeTaAiwy. H
avéivon e&étace v enidpaon pog LD 600 mg oe ovykpion pe 300 mg oto KAVIKG 0moTEAEGLOTA
30 nuepav og 3.311 acbeveig and v KOpra doxun (n = 1.153, opdda 300 mg LD, n = 2.158, opdda
600 mg LD) wpwv and tov kapdiakod Kabetnplacid akolovboduevn amd d6on 75 mg/Mmuépa yio

> 6 pnveg petd to e&urnplo. Ta amoteléopata £6€1E0V GNUAVTIKA YOUNAOTEPQ U TPOCUPUOGUEVA
10c0otd Bvnootrag 30 nuepadv (1,9% évavtt 3,1%, p = 0,03), enavepppayion (1,3% évavt 2,3%,
p = 0,02) ka1 oprotiki 1 mbavr| Opoupwon stent (1,7% évavtt 2,8%, p = 0,04) pe v 600 mg LD
Y®pic vyMAdTEPA TOcOGTA arpoppayiog. Me moivpetafAnt avaivon, pic 600 mg LD ftav évag
ave&apTNTOg TPOYVOGTIKOG TOPAYOVTOG XOUNAOTEP®OV TOGOGTMV HEWLOVOV aVETOOUNTOV KAPIOHKOV
ocvpupdvtav 30 nuepdv (HR: 0,72 [95% CI: 0,53-0,98], p = 0,04). To mocoot6 peifovog apoppayiog
(un oxetilopevo pe 1o CABG) ftav 6,1% oty opdda twv 600 mg LD kot 9,4% oty opdda teov
300 mg LD (p = 0,0005). To mococtd ehdocovog apoppayiog nrav 11,3% oty oudda tov 600 mg
LD kot 13,8% otv opdda twv 300 mg LD (p = 0,03).

Mokpoypovio (12 unveg) orywyn pe kAomdoypéin pali pe AX0O og acbeveic e STEMI petd and PCI

CREDO (KAomidoypéin yia tn Meiwon twv AvemBountwv Zoufaviwv kata t Aigpkeio e
HopaxolotOnong)

AT 1 TUYAOTTOUNUEVT], OUTAG TUQAT], EAEYYOUEVT LLE ELKOVIKO PAPUOKO HEAETN dlevepynOnKe GTIg
Hvopéveg [Tolrteieg kot 6tov Kavadd yio tnv a&loAdynon tov opélovg g pokpoypoviog (12 pmveg)
ayoyng pe kKhomdoypéin petd and PCL. TvyatomomOnkav 2.116 acBeveic oe AMym LD khomdoypéing
300 mg (n = 1.053) 1} ewovikov eapudkov (n = 1.063) 3 ¢wg 24 dpeg mpwv amd PCL. OAot o1 acbeveig
éaPav emiong 325 mg acmipivng. Xt cvvéyeld, OAot o1 acbeveig Eafav Khomdoypéin 75 mg/muépa
€w¢ v Huépa 28 kot otig dvo opddes. Amnd v Huépa 29 émg tovg 12 unveg, ot acBbeveic oty opddo
NG KAOTd0YpEANC AduPavay kKhomdoypéAn 75 mg/Mmuépa. kat ot acbeveic oTnv opdda eréyyov rapay
gioviko apuaio. Kot ot dvo opddeg Adpfovay AXO kad’ 6An ™ didpketo T perétng (81 mg

325 mg/muépa). Zto 1 étog, mapatnpnonke onuavtikn peimorn 6tov cuvdvacuévo kivouvo Bavatov,
EM 1] ayyeloko0 eyke@oakob enelcodiov pe v kKhomdoypéin (26,9% oyetikn peiwon, 95% CIL:
3,9%-44,4%, p = 0,02, andivt peimon 3%) o€ GVYKPION UE TO EIKOVIKO PapUaK0. Agv
napatnpOnke onpavtiky avénon 610 mocootd peiovog apoppayiog (8,8% pe v kKhomdoypein
évavtt 6,7% pe to gucoviko edpuaxo, p = 0,07) | ehdocovog apoppayiag (5,3% pe v kKhomdoypéin
évavtt 5,6% pe to gucoviko papuaxo, p = 0,84) oto 1 £tog. To kbp1o eOpnUa AVTAC TG LEAETNG Elvar
OTL M cvvERIoN TS KAOTOOoYPEAN G Kot Tov AZO yia TovAdytoTov 1 £10g 0dNYEl 08 oTATIOTIKG Kot
KAMVIKG onUovTIKn peimon tov Helldvov Opopfotikdy eneicodiny.

EXCELLENT (Aroteleouatixotnra tov Xience/Promus Evovti tov Cypher oty Meiwon ths Oyung
Anwierac Mera v Tomobétnon e EvoompoBeong)

AvTi M TPOOTTIKY, OVOIKTY, TUYAOTOINIEVN peAéTn deENyOn oty Kopéa yia va a&loroynBel edv n
6unvn oA avtioponetaitokn Oepomeion (DAPT) givon un kotdtepn g 12unvng DAPT petd v
eUPUTELOT stent EKAvoNg PapUAKoL. Xt perétn copneptinednkav 1.443 acBeveic mov vwofAnOnkav
o€ gULPVTELOT, 01 0Toiol TvyaoTomOnkav oe Ay 6unvng DAPT (AXO 100-200 mg/muépa cvuv
KAoTdoypéAN 75 mg/Mmuépa yio 6 pveg kot otn cvvéyelo AXO pepovouéva Emg Toug 12 pveg) M
12pmvng DAPT (AZO 100-200 mg/muépa ovv khomdoypéin 75 mg/muépa yua 12 urveg). Aev
TapaTnPNONKe GNUAVTIKY dPOPE GTNV ENIMTOOT 06TOYl0G TOV ayyeiov-otdyoL (cvvheTn ékPaom
7ov epthapPdvetl Bdvato Kapdtakng artioroyiag, EM 1 emavayyeiwon oto ayyelo-o16y0) mTov oV 10
KOP10 KOTOANKTIKO onueio ueta&d tov opddwv ved 6unvn kot 12unvn DAPT (HR: 1,14, 95% CI:
0,70 1,86, p = 0,60). Eniong, n pekétn dev katédelée onuavTikn S10.9popd 6To KOTOANKTIKO GNUELD TNG
ac@aietlag (ovvhetn €kPaon mov tepthapBdavel 0advato, EM, ayyelokd eyKe@aAikd eneicod1o,
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Opoppwon tov stent N peilova apoppayio Pacel tov kpitnpiov TIMI) peta&d tov opddmv vwd 6unvn
xat 12unvn DAPT (HR: 1,15, 95% CI: 0,64-2,06, p = 0,64). To k0pto €0pnpa avtns e LEAETNG TV
ot m 6unvn DAPT ftav pun katotepn g 12unvng DAPT avagopikd e tov kivouvo actoyiog Tov
ayyelov-ctoO)OL.

Amo-KMudkmon tev mapaydviav ovactois e P2Y 1, oto O&) Ytepaviaio Tvvopouo

H petéfoon and Evav 1oyvpdtepo avactorén Tov vodoyéa P2Y 12 oty khomdoypédn o GuvovLacUO
HE TNV aoTpivn HETE TNV 0&ein pAOT) OTEPAVIAIOL GUVIPOLOD, ExEl a&lodoynBel ae dvo

TUY OO UEVEG PEAETEC OV emyopnyovvtal amd Tov epevvnty (ISS) - TOPIC kou TROPICAL ACS -
pe 0e00UEVE KAIVIKAOV ATOTEAEGLLATWV.

To KAviKo 6QELOG TOV TPOKVTTEL OO TOVS TLO 1oYLPOVG AVACSTOAEIG P2Y 12, Tikarypelopn Kot
TPAGOVYPEAN, OTIG PacikéG LEAETEC TOVC, OYETILETOL LE ONUOVTIKY] LEI®ON TOV VTOTPOTLALOVT®V
oYK@V emelcodiov (cupmepiiapfovouévng g o&eiog Kot vwoeiag Opopupmong tov stent, Tov
EUPPAYUATOG TOV HLOKOPSIOV Kol TNG EMELYOVCOG ETOVAYYEIMONG). AV K01 TO IGYOUUIKO OPEAOG TV
otafepo Kb '0AN TN S1dpKELN TOV TPADTOV ETOVC, TAPUTNPNONKE LEYOADTEPT LEIMOT GTNV 1OYOLLUKN
VITOTPOTN LETE amd 0EV GTEPOVINTO GUOVOPOLO KATA TIG OPYIKEG NUEPEG LETA TNV Evapén TG AyOYNG.
Avtifeta, o1 post-hoc avaADGELG KATESEIEAY OTATIOTIKA GNUAVTIKEG OVENGELG OTOV KiVOLVO
aLopPAYiag LE TOVS 1oYVPOTEPOLS avaoTOAELG P2Y 12, o1 omoiot ppavifovtot Kupiwg KoTd T dtdpkelo
G PAoMG GLVINPNONG, UETE TOV TPMTO Uva amtd To o0& otepaviaio ocbvopopo. H TOPIC kain
TROPICAL ACS oyedidomKay y1o, vo. LEAETHGOVV TNV AUPALVGT TGOV GLLOPPAYIKGOV GUUPBAUATOV
STNPOVTOS TOPAAANAQ TNV ATOTELEGUATIKOTNTO.

TOPIC (Xpovog avaorolns twv auonetoriov ueta oo oéd arepaviaio cvvopouo)

AVt 1 TUYAOTTOMUEVT, aVOLKTY| doKIun TtepteAdpPave acBeveig pe 0£0 otepaviaio chHvopopo ot
omoiot &xpnloav dradepuikng otepaviaiog mapéppaong (PCI). AcBeveic mov Aaufdvovy acmipivn Kot
évav 1oyvpdtepo avactorén P2Y ;2 kot yopic avemiBounto cdbupapa, oe Eva upva petéfnoav o
otabepn] d0om aompivig oLV KAOTSOYPEAN (ATOKALAK®OOT G€ SITAN avTloloreTaAlokn Oepameio
(DAPT)) 1 cuvéyion g QapUAKELTIKNG TOVg aymyns (apetapintn DAPT).

YUVoAIKA, 645 amd Tovg 646 acbeveig pe Epppaypa pookapdiov oe avacmacn tov ST ScGTANATOG
(STEMI) 7 épopaypa pookapdiov ympig avactaon tov ST dwwotipatog (NSTEMI) 1 actabn

ot 0dyym avarbonkoy (amokipdkwon DAPT (n = 322), apetapintn DAPT (n =323)). H
mapakorovOnon e éva ypdvo mpaypatomomOnke yio 316 acbeveig (98,1%) oty opdda
arokAlpndkmong DAPT kai 318 acBevav (98,5%) otnv apetapint opdda DAPT. H Sidpeon
TopaKoAovON o Kat yia Tig dVo opddeg NTav 359 nuépes. Ta YopAKTNPIOTIKA TNG LEAETMUEVNG
K0OPTNG NTaV TOPOLOLN GTIG OVO OULADES,

To kOp1o amotérecua, 1 ELPAVIOT GLVIPOLOL KAPIYYELLKOD BavATOV, EYKEPAAIKOD ENEIGOOI0V,
enciyovoag emavayysinong kot BARC (Bleeding Academic Research Consortium) aipoppoayiog >2
670 1 ypovo petd and 0&0 otepaviaio cvvdpopo Elafe ydpa o 43 acbeveig (13,4%) g opdadag
amokpdkwong DAPT kot og 85 acBeveic (26,3%) g apetdpfinng opddag DAPT (p <0,01). Avti n
OTATICTIKA CNUAVTIKT S10(pOopE 0QEMITAY KUPIMG 0€ AYOTEPU TEPIGTATIKA ALOPPAYiaG, Y®PIC
dtapopd ota 1oyaikd katoinktikd onpeia (p = 0,36), evd 1 BARC >2 awpoppayio mopatnpnonke
AyoTEPO cLUYVE oty oudda arokAlpudkmong DAPT (4,0%) évavtt 14,9% oy apetdfAnt opddo
DAPT (p <0,01). Ta coppdapata apoppayiog mov opiotnkav g 6ia ta BARC gppaviotnkav o€ 30
acBeveic (9,3%) oy opdoda amokApdkoong DAPT kat oe 76 acBeveic (23,5%) oty apetdfint
opada DAPT (p <0,01).

TROPICAL-ACS (doxyaocio Awevinons otyv Avaotorn twv Ayioretorionv otny Xpovia.
Avtiayuoretotioxn Ocpareio yra Oféa Lrepaviaio Xovipoua)

AT 1 TUYAOTTOMUEVT, avolyTh HeEAETN TtepteAdpPave 2.610 acBeveig pe Betikd Pro-deiktn yio 0E0
oTe@aviaio cuVOpopo Petd amd emiTvyY| dedep k| otepaviaio mapépuPacn. Ot acheveic
Tuyoomomnkay va AdfPovv gite mpacovypéin 51 10 mg / d (nuépeg 0-14) (n = 1306) 1| TpacovypéAn
571 10 mg / d (nuépeg 0-7) kat ot GUVEKELD ATOKALLOK®ONKAY 6€ KAoTdoypEéAn 75 mg / d Huépec 8-
14) (n = 1304), oe cvvdvacuod pe ASA (<100 mg / nuépa). Trv nuépa 14, de&nybn doxyun
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apometaitakng Asttovpyiog (PFT). Ot acBeveic pe 1ovo Tpacovypédn GuVEXIGOV e TPAGOVYPEAT] YO
11,5 pnves.

Ot acBeveic Tov giyav vrofinbdei oe amokApdkmon vrofANOnkav o EAeyy0 VYNANG
avtwpootikotntag aponetaiiov (HPR). Edv n tiwn HPR>46 povddeg, ot acBeveic petéfovay nicm
otV mpacovypéAn 51 10 mg / d yia 11,5 piveg: edv ot tpég HPR <46 povéoeg, ol aobeveic
ocuvélav ™ ANyn Khomdoypéing 75 mg / d yia 11,5 uiveg. g €k To0TOL, 1 OUASH ATTOKAULAK®OGCNG
v7o Kabodnynon, eiyxe acbeveig ite oe Tpacovypéin (40%) eite og KAomdoypérn (60%). Orot ot
aoBeveic ouvéyioay e aompivn Kot mapakoAovdnonkay yio Eva ypovo.

To Tp®TEVOV KATAANKTIKO GNUELD (1] GLUVOVAGUEVT] GLYVOTITO EUPAVIOTG KOPIlayyELkoD BavdTov,
EUPPAYUATOG TOV HLOKOPSI0V, EYKEPOUAIKOV £NEIG0SI0V Kol kKAipokag apoppayiog BARC >2 otoug 12
pvec) emetelydn amodekvbovrog pun katotepodtnta. Evevivta névte aobeveic (7%) onv opdda
ATOKALAK®ONG Vo kKabodynon kot 118 acbeveig (9%) otnv oudda eEléyyov (p non-inferiority =
0,0004) giyov éva ocdppapa. H vro kabodrynon amokipdkmaon, dev 0dnynoe og avénpévo
GLVOLOGCLEVO KIVOUVO EUPAVIONG oYaK®OV cuUPapdtov (2,5% otV opada amoKAMUAKOoNG EVOVTL
3,2% otnv opdda eréyyov, (p non-inferiority = 0,0115), obte oto Pacikd devtepevov TEAIKO onpeio
g awpoppayiog tov BARC >2 ((5%) otnv opdda amokiipdkmong Evavtt 6% oty opdda eréyyov (p
=0,23)). H aBpoiotikn enintmon OAmv Tov apoppaytkov encicodiov (katnyopio BARC 1 éwg 5)
nrav 9% (114 coppdapata) oty opdoa amokAlpdkmong vio kafodnynon évavtt 11% (137 coppdva)
otV opado eréyyov (p = 0,14).

A\ ovtiouponetaiokn Ogpomeia (DAPT) og 00 eddocov IAEE 1 uetpiov £oc vyniov Kivouvou
IIIE

H DAPT pe cvvovacpd khomdoypéing kot AXO w¢ Bepomeion TpOANYNG TOL AyYELONKOD EYKEPUALKOV
enelc06iov petd amd 00 éhaccov IAEE 1 petpiov émg vymAod kivddvov IIE a&lodloynnke og dvo
Toyoomompéves peéteg mov emyopnyovvratl and tov epevvnty (ISS) — CHANCE kot POINT — pe
dedopéva EkPaong yio TV KAVIKN doAAELD KO OTOTEAECLATIKOTNTO.

CHANCE (Klomidoypérn oe ao0eveic Yynlod kivdvvov ue Oléo Ayyeioeykepolikd Ercioodia wov Aev
Ipoxalovv Avarnpio)

AV 1 TUYOLOTOINEVT, SUTAL TVEAT], TOAVKEVTPIKT), EAEYYOUEVT] LLE EIKOVIKO QAPLOKO KAIVIKN
perétn copmepiéhafe 5.170 Kwvélovg acBeveig pe o0& TTE (Babpoioyio ABCD2 >4) 1 0&0 éhacoov
ayyeloko eyke@aiko eneloooto (NIHSS <3). Ot acBeveic kon otig 600 opddeg Erafav avoryti
Oepamncio pe AXO v Huépa 1 (og d60m xopavopevn and 75 Eoc 300 mg, cOpQ@VA LE TNV KPioT TOV
Bepdmovtog 1tpov). O achHeveic Tov TVYOOTOMONKAV GTIV OUASA TOV GLVIVACHOD KAOTOOYPEANG—
AXO0 &oPav pia 666m PopTIong KAomdoypéing Tv 300 mg v Huépa 1, akorovBovduevn amd pio
d6om Khomdoypéns Tmv 75 mg v nuépa T nuépes 2 £o¢ 90, kabmg kar AXO ot doon Twv 75 mg
v Nuépa Tic nuépes 2 ¢ 21. O acBeveic mov TuyatomomOnkay oty opdda Tov AXO hafav
EIKOVIKO QAPUAKO avTIGTOLYO TNG KAOTIO0YPEANG TIc NUéEPES 1 émg 90 kat AXO otr 6601 TV 75 mg

v nuepa Tic nuépes 2 €mg 90.

H «Opra ékPaomn amoTeAeGUATIKOTNTAG NTOV 1) ELPAVIOT] OTOLOVONTOTE VEOL OIYYELNKOD EYKEPUALIKOV
€MEIG0610V (1OYOUIKOV KOl UOPPOYIKOV) 0TIS TPMTEG 90 Nuépeg petd and 00 éhaccov IAEE i
vyniob kvdvvov TIE. Avtd cuvéfn oe 212 acbeveic (8,2%) otnv opdda Tov GuVILAGHLOV
KAOT100YPEANC-AZO cvykpitikd pe 303 aoBeveig (11,7%) oty opdda tov AXO (avaroyio Kivddvov
[HR], 0,68, 95% didotua epmictocvvng [CI], 0,57 émg 0,81, P<0,001). IAEE mapovcidotnke o
204 acBevelg (7,9%) otnv opdda Tov cuvovacHoD KAomdoypEANG-AX0 cuykpltikd pe 295 acbeveic
(11,4%) otV opdda tov AXO (HR, 0,67, 95% CI, 0,56 émg 0,81, P<0,001). Apoppayikod ayyelakd
EYKEPAAIKS ENEIGOO10 TOpoVCIdoTNKE o€ 8 acbeveig og kabepio amd Tic 600 OpAdES TG HEAETNG
(0,3% o¢ ke opdda). Métpra 1) coPapn apoppayio tapovoidotnke oe entd acdeveic (0,3%) otnv
opada Tov GuVoLACHOV KLOTE0YPEANS-AZO Kot og oyxtd acBeveic (0,3%) otnv opdda Tov AXO (P =
0,73). To m0GOGTO OTOLWVONTOTE CUOPPAYIKMDY SLUPAVTOV fTav 2,3% 61NV opdds TOL GLVIVAGHOD
Khomdoypénc-AXO cuykprtikd pe 1,6% oty oudda tov AXO (HR, 1,41, 95% CI, 0,95 éwg 2,10,
P=0,09).
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POINT (Ilpooavaroliouévn ota Aiuoretorio Avaotoln oe Néo IE koi Eldooov loyoyuxo Ayyeiaxo
Eyxepotiko Eneiaodio)

AvTi 1 TUYOLOTOINEVT, SUTAA TVEAT], TTOAVKEVTPIKT], EAEYYOLEVT] LLE EKOVIKO QAPUOKO KAVIKY
perétn ocopmepiérafe 4.881 diebveic acbeveic pe 0&0 IIE (Babuporoyia ABCD2 >4) 1 éhacocov
ayyeloko eyke@oiko enercooto (NIHSS <3). Olor o1 acBeveig kat 6115 600 opddes Eafav avory
Oepamneio pe AXO T1g Huépeg 1 €émg 90 (50-325 mg ocvpuemva pe v kpion tov Begpdmovtog wotpov). Ot
acBeveic mov TuyaomoONKaV TNV OpAdA TNG KAOTISOYPEANG EAafay pic S0CT QOPTIoNG
KhomdoypéAng tov 600 mg v Huépa 1, axorovBobduevn amd khomdoypéing ot 6001 TV 75 mg
™V Nuépa Tic nuEPeS 2 £m¢ 90. O aoBeveic Tov TVYAOTOMON KOV GTIV OLASO TOV EIKOVIKOD
QOPUAKOV EAAPOV EIKOVIKO PAPHOKO 0VTIoTOYO TNG KAOTIO0YPEANG TG Népes 1 €wg 90.

H x0pua éxPaon amotelecpatikdtnTog TV £va cOVOETO KATOANKTIKO onpeio mov tepteAdpfove
peifova ook eneioodto, (IAEE, EM 1 Bdvotog amd ioyaiukod ayyelokd encioodo) v Huépa 90.
Av16 ouvéPn og 121 acbBeveic (5,0%) mov éhaPav kKhomdoypérn ovv AZO cuykpitikd pe 160 acbeveic
(6,5%) mov éhafav povo AXO (HR, 0,75, 95% CI, 0,59 ¢wc 0,95, P = 0,02). H devtepevovoeg £kPfoon
tov IAEE napovoidotnke oe 112 acbeveic (4,6%) mov éhaPav khomdoypéin cvv AZO cuykplikd pe
155 acBeveig (6,3%) mov élapav pdévo AXO (HR, 0,72, 95% CI, 0,56 £éwg 0,92, P =0,01). H xOp1a
éxPaon acpdrelag g peilovog apoppayiog mapovsidotnke oe 23 amd tovg 2.432 acbeveig (0,9%)
ov EhaPav KhomdoypéAn cvv AXO kot og 10 amd tovg 2.449 acbeveig (0,4%) mov éhafoav povo AXO
(HR, 2,32, 95% CI, 1,10 éw¢ 4,87, P = 0,02). EAdoowv apoppayia mapovoidotnke oe 40 acBeveig
(1,6%) mov élafav Khomdoypéin cvv AXO kot o 13 acbeveig (0,5%) mov éafov uoévo AXO (HR,
3,12, 95% CI, 1,67 éwc 5,83, P <0,001).

Avaivon g ypovikng mtopeiog tov peretddv CHANCE ko POINT

Agv vpye 6QEAOG MG TTPOG TNV OMOTEAECUATIKOTNTA 0o T cvvéyion s DAPT mépav tov

21 nuepov. [paypoatomorOnke pio Katavoun tng xpovikng topeiog Tmv PEOVOV 1o UUKOY
EMEIG0SIMV KoL TV HEWlOVOV aloppayldv pe fdomn v ekydpnon g Bepomneiog yio vo avalvBel 1
enmidpacn g Ppoyvypdviog ypovikng mopeiog tng DAPT.

Mivaxoeg 1- Katavoun ypovikng mopeiag HEWLOVOV IGYUIUIK®V ETELGO0IMV KOl PEovev
awoppayiodv pne faon v ekyopnon Bgpanciog otig pehéteg CHANCE ko POINT

Ap.
suufaviev
E‘;EX;%%G;&? ;‘3&*}@ g:g;:tz ?&? YHvoro 1" efdopada 21 efdopndda 3" gfdopddo
Meilova oo AXO 458 330 36 21
€MEGO010 (n=5.035)
KAII+AX0 328 217 30 14
(n=5.016)
Awpopd 130 113 6
Meilwv apoppayio AXO 18 4 2 1
(n=5.035)
KAIT+AX0 30 10 4 2
(n=5.016)
Awpopd -12 -6 -2 -1
KoAmixn puapuopoyn

O perétec ACTIVE-W kor ACTIVE-A, dwagopetikéc dokipég tov mpoypdppatog ACTIVE,
ocvoumeptérafoy acbeveic pe koimkn pappopvyn (KM), ot omoiot giyov TovAdyiotov Evay mopdyovta
KvoLVoL Yo ayyelakd copfapata. Baoel tov kpumpiov etloaywyng, ot watpoi evéta&av acbeveig otnv
ACTIVE-W &gav ntav vroyneiot yia Oepomeia pe aviayoviotég g Prrapivng K (ABK) (6nwg 1
Bapeapivn). H perétn ACTIVE-A neprelappave acbeveic mov dev pmopovcav va Adfovv Bepameia pe
ABK eng1dn dev pmopovcav i dgv entBvpovcay vo AdBouvv v ayoyn.

H perétn ACTIVE-W kotédeile 6T ) avTImnKTikng ayoyn pe avtayoviotég g Prrapivng K ftav mo
OTOTELECUATIKN Ao TV KAomdoypéAn Kot to AXO.
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H perétn ACTIVE-A (N=7.554) ftov o TOAVKEVTPIKT, TOXOOTOMUEVT], SUTAN-TVOAY, EAEYXOLEVT
LLE EKOVIKO QApUAKO UEAETN, 1] OTTOl0L GUVEKPIVE TNV KAOTOOYPEAN 75 mg/muépa + AZO (N=3.772) pe
gikoviko dpuaxo + AXO (N=3.782). H cuvietduevn d6on yio to AXO ftav 75 €og 100 mg/muépa.
Ot acBeveic nTav V6 ayoYN £0¢ Kot 5 ypovia.

Ot aoBeveic mov TuyatomomOnkav oto Tpodypappo ACTIVE ftav ekeivol mov mopovoidotnkay pe
amodederypévn KM, onA. gite pe povipun KM 7 pe tovhdyiotov 2 encicodia dtareinovoag KM otoug
TEAEVTOIOVG 6 PAVES, KoL Y0V TOVAGYIGTOV £V 0O TOVG 0KOAOLOOVG TOPAYOVTEG KIVOUVO: NAKia
> 75 etdv, | nhkia 55 g 74 etdv Ko gite caxyopdon Sapntn mov anaitovoe Oepaneia pe
oapuoka, gite amodederypévo mponyoduevo Epepaypo pookapdiov (EM) 1 amodederypévn otepaviaio
VOGO NTOV GE Ay®YN Y10 GUGTNUATIKY VTEPTOGCT)" TPOTYOVLUEVO OYYELNKO EYKEPOAIKO EXEIGOD1O0,
TopodIKo woyopiko enelcodto (IIE), 1 cvotnuatcd epfoliopd ektog KNX- duciettovpyia g
aprotepn|g Koldiag pe KAdopa eEmdnong g aprotepng kowkiog <45%: 1 amodederyévn TepLpeptkn
ayyewkn voco. H péon Pabporoyic CHADS, ftav 2,0 (svpog 0-6).

Ta KOpLo KPITAPLO OTOKAEIGHOD Y10 AGOEVEIG TOV KOTAYPAPNKAY TV EAKOG TEMTIKOV EVTOG TMV
TEAEVTOIOV 6 UNVAOV* TPOTYOVLEVT EVOOEYKEPUAIKT arpoppayio: coPapr Opoupomevia (apOpog
apometariov < 50 x 10%/1) amaitnon yio kKhomdoypédn M amd Tov 6TdpaTog avrmkticd (AXAIT)- 1
dvoavetia og omoladNToTE 0o TIG dVO OVLGIEC.

EBdounvra tpia To1g ex0to (73%) TV acbevav mov evtdydnkoy otn pekétn ACTIVE-A dev
puropovoav va Aapfovy ABK Adym g a&loAdynong Tov 1tpov, aduVoLitG COUUOPE®ONG Yo, TV
mapakorovOnon tov INR (S1ebviic oparomompévn oyéon), Tpodidbeong Yio ITOON 1 TPOAVUATIGUO TNG
KEPOANG, 1 £101KOV KIvdHvov aupoppoayiog: yio to 26% tov actevdv, 1 amdQact TOL 1TPoL
Baciotnke ot un embopia tov acbevoic va AdPer ABK.

O AnBvoudg TV acbevav copmepiéhafe yovaikeg katd to 41,8%. H péon nAikia ntav 71 €, 10
41,6% twv acBevav ftav > 75 etov. Eva oovoro 23,0% tov acbevav Adufovay avtiappuduikd,
52,1% B-amokAeiotés, 54,6% avaotoreic tov MEA xon 25,4% otartivec.

O ap1Buog TV 0obevav, o1 0moiol £QTacay o€ £va TPMTEVOV KATUANKTIKO oneio (xpovog péypt Tnv
TPMTN EPPAVIOT] OYYELONKOD EYKEPAALKOD eMeG0diov, EM, cuotnuotikdg epfoiopog exktog KNZ 1)
ayyewkog Bavarog) ftav 832 (22,1%) otnv opdda mov avTILETOTIGTNKE pe KAOTdoypéAn + AXO kot
924 (24,4%) otV opdda Tov gikovikol eapudkov + AXO (peiwon Tov oyeTcod Kivovvov 11,1%:
95% CI12,4% ¢wc 19,1%  p=0,013), xuping Ady® pog peyding peimwong tng cuyvotnTog TV
AYYEWKDV EYKEQUMK®DV EMEIGOOIMV. AYyeloKkd eykepuAkd eneioddia cuveéPnocav oe 296 (7,8%)
aocBeveic mov EaPav kKhomidoypéin + AX0 ko 408 (10,8%) acbeveic mov Ehafav eikovikd edppako +
A0 (peimon tov GYeTIKoV Kivdvvov, 28,4%- 95% CI, 16,8% £wc 38,3%  p=0,00001).

Taidrotpinos tAnBvouog

e po LEAETN KAlpakovuevng docoroyiag 86 veoyvav 1 Bpepdv émg 24 unvov og kivouvo
Opopupwong (PICOLO), | khomdoypéin a&lohoyndnke oe dradoykég d6aelg Tmv 0,01, 0,1 won

0,2 mg/kg oe veoyva kai Bpéon kot 0,15 mg/kg poévo oe veoyvda. H 66on tov 0,2 mg/kg nétuye
péon mocooTtiaio avastol e Taéng tov 49,3% (5 uM ADP-gnayduevn cuoompevuon
OLLOTETAAIV), 1| OToia fTay GLuYKpiouN pe eKEvn TV evnAik®V Tov AapPdvouy KAomidoypéin
75 mg/muépa.

g 1o TUYOOTOMUEVT], SITAN-TVOAT, TapdAAnAmV opuddwv pedétn (CLARINET), 906 moidiatpucoi
acBeveic (veoyvd kot BpEen) Le KVAVOTIKY GLYYEVH KOpPOLOKT VOGO TOV OVTILETOMILETOL
TOPNYOPNTIKA LLE APTNPLOKT] TOPAKOUYT OO T CLGTNUATIKY TPOG TNV TVEVHOVIKT KUKAOQOPI,
TuyoomomOnkav yia vo Adpovv Khomdoypéin 0,2 mg/kg (n=467) 1} ewovikd eappaxo (n=439) poli
pe Tautoypovn Bepaneio péEypt To ¥poOVo TOL YEPOLPYEiov og devTepT Ppdon. O pécog ypdvog peta&y
NG TOPTNYOPNTIKNG OVTILETOMIONG E TOPAKALYT KoL TNG TPMTNG YOPNYNONS TOV QUPUAKEVTIKOD
TPO1ovTOoC TNg perétng Ntav 20 nuépec. Katd mpocéyyion 88% twv acbevav édafav tavtdypova AZO
(evpog 1 €mc 23 mg/kg/muépa). Aev vanpée onuovTikn dopopd petasd TV OUAd®V 6TO TPOTEVOV
oVVOETO KaTAANKTIKO onpeio Tov Bavatov, Opoupwonc g Tapdkapyng 1 mapéupaocng oxetilopevng
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HE TNV Kapdid pwv amd v nAkio tov 120 nuepmdv petd and engicdo1o tov Bewpnnke Opoppfotixig
¢@Vong [89 (19,1%) yio tnv opdda krhomdoypéins kot 90 (20,5%) yio tnv opdda ekoviko Gaprakov]
(PA. mapdypago 4.2). H ayoppayio Tav 1 o cuyva ava@epOUEVT] aveTBOUNTN EVEPYELD KOL OTIG
300 opadEC KAOTIOOYPEANG KOl EIKOVIKOD PAPUAKOV: (0GTOCO, deV VINpEe Kopio onUavTIKh dlopopd
GTO TOGOGTO AULOPPAYING HETOED TOV OUAd®Y. XTI LOKPOXPOVIL TAPOKOAOVONGN TG AoPAAELNG
OVTAC TNG UEAETNC, 26 0o0EVEIC [Le TNV TOPAKALYT] AKOLO VOLOTAEVT] € NAKia eVOC £Tovg EAafov
KAomdoypéAN ¢ v NAkio twv 18 pnvov. Koapd koawvovpto avnovyia yio v ac@dieio dgv
TopoTNPNONKE KATA TN S1APKELN OVTAG TNG HOKPOYPOVING TOPAKOAOVONOTG.

Ot dokipég CLARINET kou PICOLO devepyndnkav xpnoiporotdvtog £vo cuotadéy dtdAvua
KAomdoypéANG. Le o oxetikn pelétn Prodiobeoiudtnrag o EVAIKEG, T0 GVGTAOEY SLdivpa
KLOTd0YpEANG €0€1EE TOPALLOL0L EKTACT] KOl EAGYIGTO VYNAOTEPO TOCOGTO ATOPPOPN NG TOL KHPLOL
KUKAOPOPOUVTOG (0VEVEPYOD) LETOPOAITN GUYKPLTIKA LE TO EYKEKPIUEVO JIOKIO.

52 ®@oppoxokiviTIKEG 1O10TNTES

Armoppognon

Metd and epdmaé Kot emavarapBavOoreveg NUEPNOIEG 00GELS 75 mg ard TOL GTOUATOG, M
KAOTO0YPEAN amoppopatal ToEwc. To pHéso vymAdTEPO eMinedo TG aUeTdPANTNG KAOTO0YPEANC GTO
mAdoua (kotd Tpocéyyion 2,2 -2,5 ng/ml petd and epdanaé 66om 75 mg amd TOV GTOUATOC)
eppaviotnke mepinov 45 Aentd petd ™ yopnynon g 06one. H amoppdenon eival tovidyiotov 50 %
pe Baom ™ pétpnon anoPoing Tmv HeTaPoATdV TG KAOTSOYPEANG GTa 00pa.

Kozovoun

H xhomdoypéin kat 0 K0P1og KUKAOQOP®V (avevepyOgs) LeTAPOAITNG TNG SECUEVOVTAL OVOCTPEYIUA LLE
TpmTEIVES TOV avBpdmvov mhdouatog (98 % kot 94 % avtictowy) in vitro. H décugvon in vitro dev
OTAVEL LEYPL KOPEGLOV Y10l EVAL EVPV PACUO CLUYKEVTPWOOTC.

Bioueraoynuatiouos

H «homdoypéin petaPoriletar ektetapéva 6to Nrap. In vitro Kot in vivo, 11 KAOTIOOYPEAN
petaforileton pécm 600 KOHPLOV PHETAPOAIK®Y 00MV: Uio KATA TNV 0Toia, e TN HEGOAAPNON
€0TEPAUOOV VOPOADETOL GTO OVEVEPYO TTOPAY®YO ToL KapPoSuAikov 0&€og (85% Tmv KuKAo@OopOLVTI®V
petafoitmv) Kot pio Pe T pecoAdfnon moAlanAdv kutoxpopdtov P450. H khomdoypéin
petaBoiileton apyikd otov evdlaueco petaforitn 2-oxo-clopidogrel. Enaxoilovbog petafolopdc tov
gvoldpecov petapoiritn 2-oxo-clopidogrel éxel wg amotéleopa t dnuovpyio ToL dPUGTIKOD
petafoiitn, éva mopdywyo Beding. O dpaoctikdg avtdg petaforitng oynuatiferon kuping and 1o
CYP2C19 vrootpopa pe t cvoppetoyn Kot dAAwv CYP evlouwv, 6mwg tov CYP1A2, CYP2B6 kot
CYP3A4. O evepyog petaforitng 0g16An, o omoiog amopovadnke in vitro, GUVOEETAL YPNYOPO KOl [T
aVOOTPEYILO E VTOOOYEIS OUOTETAAIDY, OVAGTEAAOVTAG £TGL TI] GUGCMPEVCT TOV OUOTETAAIWDV.

H Ciax T00 dpactikov petafolritn givar Sumhdoio HeTd amd o epdras 666 eoptiong tov 300 mg
KLoTd0YpEANG OIS gival HETA amd TEGoEPLS NUEPES pe dOom cvuvpnong TV 75 mg. H Crax
mopatnpeiton katd Tpocdyylon petd and 30 £wg 60 Aemtd petd ) xopnynon g d0omG.

Amofoin

2tov dvBpwmo, petd omod pia and Tov otéHaToC dO0oN KAomdoypEANS oeonpacuévng pe 14C, to 50%
nepimov amoPdAietan pe ta ovpa Kot to 46% mepimov e To Koénpava o€ dtdotnua 120 wpdv petd and
TN AMym g d6omns. Metd and epdmas d6om 75 mg and ToL GTOUATOG, 1) KAOTIO0YPEAT £XEL YPOVO
nuioglog {ong mepimov 6 dpeg. O ¥pOVOG NUICELNG OTEKKPIOTG TOL KUPLOL KUKAOPOPOVLVTOG
(avevepyoD) petafolritn frav 8 MPEC, LETA OO TNV EQATAE KO ETAVOAALPOVOLEVT] YOPNYNON.

Dapuoxoyevetikn

To CYP2C19 gumiéxetar otn onpiovpyia Kot Tov dpacTtikod LETAPOAITN Kl TOL EVOLAUECOV
petaforitn 2-oxo-clopidogrel. H @oapuoxokivnTiKe Kot 1 aVTIOLUOTETUALNKT OpAGCT) TOV dPOUCTIKOD
petaforitn g KAomdoypéANG, OTMG LETPNONKAV LE ex Vivo PETPNGELG TNG CLGCMPEVCTG
apometariov, dtapépovv avdioya pe o yovotumo tov CYP2C19.
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To adnAidpopeo CYP2C19*1 avtictoyei oe TANp®G Aettovpykd PETAROAMGUO, EVD TA CAANAOLOPPOL
CYP2C19*2 ko CYP2C19%*3 givan un Aertovpyd. Ta adiniopopeo CYP2C19*2 ko CYP2C19*3
guBvvovtat Yo TV TAsoyneio ToV aAANASLOpe®V e petmpévn Aettovpyia otovg Kavkdoiovg (85%)
ka1 6tovg Actdteg (99%) pe petopévn petafoiikn Asttovpyio. AAlo aAAnAopopea mov oyeTilovTol
LE amovTo 1 HELUEVO peTafoliopd eivar Atydtepo cvyvd kot teptrapfavovv to CYP2C19%4, *5, *6,
*7 kou *8. 'Evag aoBevig pe petopévn petaforikn Asttovpyia Oa d1abétel dvo aAnAopopa e
EMhewym Aertovpyiog dmwg opiletan mapoamdve. Anpoctevpéveg ocuyvotnteg yovotvmwv tov CYP2C19
pe petopévn petafoiikn Aettovpyia eivan katd tpocéyyion 2% yia toug Kavkdsiovg, 4% yio toug
Mavpovg kot 14% yia toug Kivéfovg. Ymbpyovv draféoipec SoKilacie yio Tov opiGHd ToL YOVOTUITOL
tov CYP2C19 evég acBevoig.

Mo perét daotovpwong oe 40 vy dropa, and 10 og kaOe pia and 11 TEGGEPLS KATYOPiEs
petaforikng wovotntag tov CYP2C19 (mohd vynAn, ekteTapévn, evoldpeon Kot LEdIEVD),
a&10AGYNGE TN POPLOKOKIVITIKT KOL TNV VTOTOKPIoT] TOV HOTETOM®VY ypnoiponotdvoag 300 mg
KhomdoypéAng mov akolovBeitar amd 75 mg/Mmuépa kot 600 mg mov akolovbeitar amd 150 mg/mpépa,
70 KaBEVa Yo 5 NUEPEG GUVOAIKA (0TOOEPOTOINILEVN KATAGTAGT]). AEV TOPATNPNONKAV CNUOVTIKEC
Stapopég oty £kBeom 6To OpaoTIKO LETAPOAITN Kot 6T LEGT AVAICTOAN TNG CLGGMPEVCTG TOV
aponetariov (IPA) peta&d ekeivov pe modd vymAn, eKTETOUEVN Kot EVOLAUEST) LETAPOAIKY
KOVOTNTO. XTO ATOLO LLE PLELMUEVT LETAPOAIKT IKOVOTNTA, 1| £KOECT OTOV dPAOTIKO LETABOAITN
peltndnke katd 63-71% cvykpttikd pe ekeiva pe ekteTapévn petafolkn tkavotnra. Metd to
docoroyiko oynuoe 300 mg/75 mg, ot AVTIUOTETOAOKES OVTOTOKPIGELG LELMONKOY GTO, ATOMO [LE
petwpévn petoforikn wavotnta pe peon [IPA (5 uM ADP) 24% (24 opeg) kor 37% (Huépa 5) omwc
ovykpinke pe v IPA 39% (24 opeg) kar 58% (Huépa 5) ota dropa pe ektetapévn Letafoitkn
woavotnta Kot 37% (24 opeg) xat 60% (Huépa 5) ota dropa pe evdidpeon petaff oAk tkavotnta.
Ortav ta dtopo pe petmpévn Hetafoiikn wovotnto EAafay To S0GOA0YIKO GYNLUA TV

600 mg/150 mg, n éxBeom 610 dpacTiKO HeETAPOAITN NTOV LEYOADTEPT OO TO HOGOAOYIKO GYLLOL TMV
300 mg/75 mg. EminpocOeta, n IPA frav 32% (24 dpeg) kot 61% (Huépa 5), mov frav peyordrepeg
oo OTL 6T ATOUO PE UEIWUEVT] LETAPBOAIKT] IKOVOTNTO TOV EAOPOAV TO SOGOAOYIKO GYN O

300 mg/75 mg Ko Tapdpoleg He Tic dAAeS opadeg petoforikng Aettovpyiog tov CYP2C19 mov éhafav
70 60G0A0YIKO oy Twv 300 mg/75 mg. 'Eva katdAAnio 6060 0Y1IKO GyIa Yio avTd ToV TANOuGIS
acOevav dev £xel KabiepmBel og KAMVIKEG dOKIUES.

ZOUQ®VO LE TA TOPOTAVED OTOTEAECLLOTO, GE U0l LETA-0VAAVOT oL TepleAdupave 6 peléteg pe
335 dropa mov avTIpETOTICTNKAY LE KAOTO0YPEAN 0 oTafEpOmOINUEV KATAGTAGN, KatadelyOnke
ot 1 €kbeon oto SpacTikd petaforitn uetmdnie katd 28% yio To GTopa Pe EVOIGUEST) METAPOALKN
Aertovpyia kot 72% yo To ATOpO PLe LELOUEVT] LETAPOALKT] AEITOVPYIO EVD 1) AVOGTOAN TNG
ovoodpevong aporetadiov (5 uM ADP) peiwbnike pe dapopéc oty IPA 5,9% won 21,4%,
avtioTtotya, 6t cuyKpiOnKe pe To dTopa pe EKTETANEVN HETABOAIKN AgtTovpyia.

H emppon tov yovotdmov tov CYP2C19 otig KhMvikég ekPacelg oe ao0eveic mOV QVTIUETOMIGTKAY e
KhomidoypéAn dev €xel a&loloyn0el 6€ TPOOTTIKES, TUYAOTOUEVES, EAEYYOUEVEG doKIuéS. Eyet
vrap&et Evag aplipdg avadpOUIK®OY OVOADGE®MV: WGTOCO, Yo TNV aS0AdYNoN CUTHG TG EMIOPACTC GE
acfeveic mov £YovV AVTIUETOMIOTEL LE KAOTLOOYPEAT KA Y10 TOVG OTOIOVG VILAPYOVV YOVOTUTIKA
amoteréopata: CURE (n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227),
TRITON-TIMI 38 (n=1477) ka1 ACTIVE-A (n=601), 6mw¢ kot £vag aptOpog ONUOGIEVUEVOV LEAETOV
KOOPTNC.

Ymnv TRITON-TIMI 38 kot og 3 and T1g peréteg kooptg (Collet, Sibbing, Giusti), 1 cuvdvacuévn
opnado acevov e gite evoldueon, gite pet@pévn peToforikn wavotnta iyav vYNAOGTEPT GLYVOTNTO
Kapdlyyelokdv cvpufapdtov (Bdvatog, EPepayo ToL LVoKaPSIoL Kot 0y YELNKO EYKEPAAIKO
EMELG0010) 1 BpOUPmoNG TG evoompdBeon (stent) CLYKPITIKA [LE TO ATOOL LE EKTETAUEVT] LETOPOALKN
KOVOTNTO.

Yv CHARISMA ka1 6¢ pia pedétn kooptng (Simon), pior avénuévn cvyvotnta cuoppapdtov

mopaTNPNONKE LOVO O0TO ATOUO PE PEIMUEVT HETAPOALKT IKOVOTNTO OTOV GLYKPIONKAY [LE TO, ATOUO [UE
EKTETAUEVT] LETAPOAIKT IKAVOTITO.
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>mv CURE, otnv CLARITY, otv ACTIVE-A kot o€ puo and t1g pehéteg kooptng (Trenk), oev
TapaTnPenOnke avénuévn cuyxvotnTa GLUPARATOV BACEL TNG LETAPOAIKNG KOVOTNTUGC.

Kopio omd avtég Tig avardoelg dev gixe 10 néyedog yio va VIoTioel dlapopég atny EKfoom TV
OTOUMV [LE UELOUEVT] LETAPOAIKT] IKOVOTNTA.

Ewwoi mAnfvopoi

H pappokokivntikn Tov dpaotikov petafolitn e kKAomdoypéAng dev eival YVOOTH 6€ ATOVE TOVG
€101k00¢ TAnBvopove.

Negpirn dvoiertovpyio,

Metd and emavorapfavopeveg d0celg 75 mg KAOTOOYPEANG TNV NUEPQ GE ATOUM LLE cOPapT VEPPIKN
voco (kabapon kpeatvivng amd 5 puéypt 15 ml/min), n avacTOA TG CLGCOPEVOTG TOV ALUOTETAAIDV
nov pokaieitar and Tnv ADP fitav yapniotepn (25 %) and avtr| mov mapatnpnbnke o vy dropa,
®GTOGO, 1) TOPATACT) TOL YPOVOL POTIG NTOV TOPOLOLO LE EKELVT] TOV KATAYPAPTKE GE VY1 GTOLO TOV
ehappavay 75 mg kKAomdoypéAng v nuépa. Emmpocsétwg, n kKAvikn avoyn NTov Ko 6e OAovg
ToVg acbeveic.

Hromirey ovoiertovpyio

Metd and emavoropPavopeveg 606elg 75 mg KAomdoypEANG TNV Nuépa Yo 10 nuépeg o€ acbeveig pe
cofapn NIATIKY SLVCAEITOVPYIA, 1] VAGTOAT TNG GLGCOPEVONG AoTETOAI®V dtapécov g ADP ftav
mapopola [e ekeivn mov mapatnpnonke o vy dropa. H péon mapdrtacmn tov ypdvov pong frav
emiong TopOLOL0 OTIG OVO OULADES.

Doin

O emumolaopdg Tov aAnAdpopewv tov CYP2C19 mov oyetifovton pe eVOApEGO 1 TEPLOPICUEVO
petapoiiond tov CYP2C19 dwpépet avaroya pe ) euAn/ebvicotnta (PA. Papuaxoyevetikn). Amo
Biproypapia, vdpyovv Tepropiopéva dedopéva drabéaia yio va aEloroyn el n Khvikn enintmon
yovoturwv Tov CYP yia v epugdvion copfopdtov o khvikn éxfaon.

5.3 TIIpoxlvikd doedopéva yia TNV ac@dreia

Koatd ) didpreta Tov pun KAVIKGOV HELETOV G 0pOoVPOIoVG KOl GE UTAUTOVIVOLS, Ol TTO GUYVE
TOPOTNPOVUEVEG EMIPAGELG TV NAATIKES OAAOIDGEIS. AVTEG TapaTnPONKaY 6€ dOGEIC TOV
AVIUTPOGMOTEVOVY TOVAGYLGTOV 25 popég TNV EkBeot mov mapatnpndnke og avhpmdToVs TOLV
elappavay KAvikég 06ce1c Twv 75 mg/muepnoing Kot fToy erakOAov00 Lag ENTIOPOCNC 6TA NIATIKA
petapoika Eviopa. Kapio exidpacn oto nmatikd petaforikd Evivua dev mopatnpnonke o
avBpodToLg TOV EAGUPAVAY KAOTIOOYPEAT OTIG BEpamenTiKég OOGELS.

e oD VYNAEG dOGELS, avapépOnke emiong mepLopIoUEVN YAGTPIKY avoyr| (YOoTpitidw, YaoTPIKEg
SPPOTIKEG AALOIDGELG KON EUETOG) TG KAOTOOYPEANG GTOVG CLPOVPAIOLS Kol TOVG UTOUTOVIVOUG,.

Agv vmp&e kapio £voeiEn KapKivoyovov dpdomng 6tav 1 KAOTIS0YpEAN yopnynonke yio 78 efoopdadeg
o€ movtikoVg kat yuo 104 efdouddeg o€ apovpaiove, o 60celg uéypt kar 77 mg/kg v nuépa (1 omoia
OVTUTPOCMOTEVEL TOVAAYIGTOV 25 popég v £kBeon mov eppavifeTal atovg avBpdmovg mov Aapfdvovy
75 mg/muepnoing).

H xhomdoypéin €xetl dokyuacBel og pio Gepd in vitro Kol in vivo YOvoToEIKGOV PEAETMV Kot eV €51
yovoto&ikdtnra.

H xhomidoypéin de Ppébnice va €xel emidpaon ot YOVILOTNTO TV APGEVIKMOV Kol TOV ONAvKOV
apovpaimv Kal dev NTOV TEPATOYOHVOG OVTE GTOVG ApoLPaiovg ovTe oTa KovvéAa. Otav yopnynonke o
OnAdlovteg apovpaiovg, 1 KAOTIO0YPEAN TPOKAAESE EANPPLA KABVGTEPNON GTIV AVATTVEN TOV
amoyovov. E1dkég QapuakoKivnTikég LEAETEG TTOV EYIVOV [IE POSIOGECT|UAGIEVT] KAOTILOOYPEAN
£doe1&ov OTL M UNTPIKN ovaGio 1 ol petafoiriteg g exkpivovrol oto yoia. Emopévag, o dpeon
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enidpacn (o To&oTnTa), 1) Lol EUPEST] EMdpacT (Lel®ON TNG YEVOTIKNG KAVOTNTOG) OEV Umopel
va. amokAeloOel.

6. OAPMAKEYTIKEX TAHPO®OPIEX
6.1 Koatdaroyog ekdoymv

[vprvag diokiov:

Kvutrapivn pikpokpuotoAlki

A10&gid1o Tov TopITiov KOAAOEIDESG, AVUOPO
Kpoonofidovn (tomov A)
IToAvaBvievoyilvkoin 6000

Kwérato vdpoyovopuévo

Erucédioym:
IToAvBivuiaikodin

Tiraviov d10&¢gido (E171)

Z1dnpov o&eidio epubpd (E 172)

Kitpwvo 0&eidio tov cdnpov (E172)

Tahkng

[ToAvatBvievoyivkdin 3000

6.2 AocvpparétnTeg

Agv epoppdletar.

6.3 Awpkewa Lomg

3 xpovia

6.4 Iowitepeg mpoPuLAAEELS KOTA TV PVLAEN TOV TPOIOVTOG

DVAAGGETE GTNV OPYLKN CLCKEVAGIN Y10 VO TPOGTOTEVETOL OO TNV VYPOGIO KO TO (POC.

6.5 @von Kol 6LVETUTIKA TOVL TEPLEKTN

Kvoyéheg and OPA/AI/PVC-Al mov mepiéyovy 7, 14, 28, 30, 50, 56, 84, 90 kot 100 emkaivppéva pe
Aentd vpévio diokia, o€ KOLTL.

Hueporoyiakés koyédeg and OPA/AI/PVC-Al mov mepiéyovv 7, 14, 28, 56, 84 emukalvupéva e Aentod
vuévio dlokio, og KouTi.

Yvokevaoieg diiTpntev Kuyedav (blister), povadwv 66ong ard OPA/AI/PVC-Al mov mepiéyovv 30x1
Kot 50x1 emkodvppéva e Aentd vpévio diokia, o€ KOLTi.

Mmropei va unv KoKAOQOPOLY OAEG Ol CUGKEVAGIEC.

6.6 Iowitepeg TPOQLAGEELS aTOPPLYNG

Kopia g1dtkn vroypéwon.
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7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Taw Pharma (Ireland) Limited

104 Lower Baggot Street

Dublin 2

IpAavdio

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/09/559/001-016

9. HMEPOMHNIA MMPQTHX EI'KPIXHY / ANANEQYXHY. THX AAEIAX
Huepounvia tpdng €ykpiong: 21 ZentepuPpiov 2009

Hpepounvia tedevtaiog avavémong: 22 Maiov 2014

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY
Aentopepn TANPOPOPLAKA GTOLYEIN Yio TO AETTOUEPEIC TANPOPOPIES Y10l TO TAPOV PAPLOKEVTIKO

POoiov eivan dtaBécipa oty 1oTocerida Tov Evponaikod Opyavicuod oppdkov
http://www.ema.europa.eu/.
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ITAPAPTHMA 11

IMAPAXKEYAXTHX(EY) YILEYOYNOZXZ(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ANNIOTEAEZIMATIKH XPHZH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

Ovopa kar d1evfvven tov (tewv) TopacskevostN(®V) oL ivor vTevHuvoc(ol) yia TNV oT0dEGUEVCT) TOV
TaPTId @V

KRKA, d.d., Novo mesto

Smarjeska cesta 6

8501 Novo mesto

XA oPBevia

TAD Pharma GmbH

Heinz-Lohmann-Straf3e 5

27472 Cuxhaven

Teppovia

210 €VTUTTO GVUAAO 0ONYIDV YPNCEMG TOV POPLLOKEVTIKOV TPOIOVTOC TPEMEL VAL VLY PAPETOL TO OVOLLNL
Kot 1 d1evBuven Tov TaPAYYoD OV £ivol LTEVHVVOC Y1o TV OTOSECUEVOT| TG GYETIKNG TOPTIONS.

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

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMUITEITAL LOTPIKT) CLVTOYT.

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX

. Ex0fcg1c meprodikng mapakorovdneng g aoc@aielog

O xdrroyog adelag kukAopopiag Oa katabétel ekBEcelg TePLOdIKNE TapaKolovONoNG TG acPdAeLlag Yo
TO €V AOY® TTPOTOV GOUPMOVO, LLE TIG OTOLTAOELS TOV 0pilovTol GTOV KOTAAOYO LE TIG UEPOUNVIEG

avapopdg ¢ Evaoong (katdhoyoc EURD) mov mapatifetal oto ApOpo 107y mapdypapog 7 tng
Odnyiag 2001/83/EK kan £xel npocievdel 6ty gupomaiky SIKTLOKY TOAN Y10, TO QAPHLOKO.

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

. Yyéowo Awayeiprong Kiwvovvou (ZAK)

Agv gpappodletart.
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ITAPAPTHMA III

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

EEQTEPIKO XAPTINO KOYTI

| 1.

ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel Taw Pharma 75 mg, emukodoppéva pe Aertd vuévio diokia

KAOTLO0YPEAN

| 2.

YXYNOEXH XE APAXTIKH(EX) OYXIA(EX)

Ka0e emicodoppévo pe Aemtd vpuévio diokio mepiéyel 75 mg kKAomdoypéAT (@G VIPOYA®PIKN).

| 3.

KATAAOI'OX EKAOXQN

[epiéyer emiong Kik€raio VOPOYOVOUEVO.
BA. ¢OALO 0dNYIDV Y10 TEPICCOTEPES TANPOPOPIEC.

4.

PAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

7 emkaAoppéva, e Aemtd VUEVIO dloKia

14 emkaAvppéva pe AemTo LUEVIO dloKio
28 emKOAVUUEVE PLE AETTO VUEVIO SLoKia
30 emkolvpupévo pe AETTO DUEVIO 010K
30x1 emkaivppéva pe Aewto LUEVIO dlokio
50 emukalvppéva e AETTO LUEVIO dloKin
50x1 emucoivppéva, pe AemTd VEVIO dloKia
56 emicoAvUIEVO L AETTO DIEVIO O1oKIaL
84 emualoupéva e AemTo LUEVIO dloKin
90 emucolvppéva pe AemTd VEVIO oKl
100 emucoAvppéva, e Aemtod VUEVIO dloKia

| 5.

TPOITIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 POALO 0ONYIDOV TPV 0T TN XOPTYNOT.
Amo6 oTtOUATOC YpTIoN

6.

EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXIETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI
AEN ITPOXZEITIZOYN TA HHAIAIA

Na puidooetar og Béomn v omoia dev PAETOLV Kot dev Tpoceyyilovv To TodLdL.

| 7.

AAAH(ET) EIAIKH(EZ) HPOEIAOMOIHZH(EIL), EAN EINAI AIAPAITHTH(EX)
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|8. HMEPOMHNIA AHEHX

AHZEH:

| 9. EIAIKEX XYNOHKEYX OYAAEHX

DVAAGGETE GTNV APYIKN] GLOKEVAGIN Y10 VO TPOGTOTEVETOL TG TNV VYPOGIO KO TO (POC.

10. TAIAITEPEX IIPO®YAAZEIX I'TA THN AIIOPPI¥YH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI AIIO AYTA, EOOXON ANTAITEITAI

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

Taw Pharma (Ireland) Limited
104 Lower Baggot Street
Dublin 2

Iphavdia

[12.  APIOMOX(OI) AAEIAY KYKAO®OPIAY

7 emKaAvppéva pe Aemtd vuévio dwokia: EU/1/09/559/001

14 emcoivppéva pe Aemto vuévio olokia: EU/1/09/559/002

28 emikaAvppévo pe Aemtd vpévio dtokia: EU/1/09/559/003

30 emucoivppéva pe Aemtd vpévio dtokia: EU/1/09/559/004

50 emkoivupévo pe Aemtd vpévio owokia: EU/1/09/559/005

56 gmucodvppévo pe Aemtd vpuévio owokia: EU/1/09/559/006

84 emucalvoppéva pe Aemto vuévio dioxio: EU/1/09/559/007

90 emkalvpupéva pe Aemto vuévio ookia: EU/1/09/559/008

100 emucoloppéva pe Aertd vpévio dwokio: EU/1/09/559/009

30 x 1 emxaioppéva pe Aemtod vpévio dtokio: EU/1/09/559/010

50 x 1 emkaivoppéva pe Aertd vuévio dwokio: EU/1/09/559/011

7 emkaAvppéva e Aemtd VUEVIO dtokia -nueporoylakn kowéAn: EU/1/09/559/012
14 emuodvppéva pe Aemtd vévio dtokiao -nueporoytakn koyéin: EU/1/09/559/013
28 emucolvppéva, pe Aemtd vLévio dtokia -nueporoytakn koyéAn: EU/1/09/559/014
56 emicoAlvppévo pe Aemto VEVIO O1okia - nueporoylakn kowéAn: EU/1/09/559/015
84 emucodoppéva pe Aemto vpévio dlokia - ueporoylakn koyédn: EU/1/09/559/016

[13. APIOMOZX IIAPTIAAX

Hoprida:

| 14. TENIKH KATATAEH I'TA TH ATAGEXH

DopHaKELTIKO TPOTOV Y10 TO OTOI0 AMUITEITAL LTPIKT CLVTOYT.

| 15. OAHTIEX XPHIHZ
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16. HAHPO®OPIEX XE BRAILLE

Clopidogrel Taw Pharma 75 mg

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

A160186T0T0C YPAUUU®TOS KDOKAS (2D) Tov pépel Tov TepIAn@OEvTa LOVAOIKO aVayVOPIGTIKO KMOIKO.

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

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

KYYEAH (BLISTER) (Kovtid Todv 7, 14, 28, 30, 30x1, 50, 50x1, 56, 84, 90 xonx 100)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel Taw Pharma 75 mg, emukoloppéva pe Aemtd vuévio diokia

KAOTO0YPEAN

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Taw Pharma (Ireland) Limited

| 3. HMEPOMHNIA AHEHX

AHEH:

| 4. APIOMOZX IIAPTIAAYL

IToptida:

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX [TIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIIOY BLISTER 'H XTIX TAINIEX

HMEPOAOI'TAKH KYWEAH (BLISTER) (xovtid Tov 7, 14, 28, 56 1 84 diokicwv)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel Taw Pharma 75 mg, emukoloppéva pe Aemtd vuévio diokia

KAOTO0YPEAN

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®QOPIAX

Taw Pharma (Ireland) Limited

| 3. HMEPOMHNIA AHEHX

AHEH:

| 4. APIOMOZX IIAPTIAAYL

IToptida:

5. AAAA XTOIXEIA

Agv
Tp
Ter
ITép
ITop
Yop
Kwvp

EBdopada 1

EBdoudda 2 (yio to kovtid tov 14, 28, 56, 84)
EBdoudoda 3 (yia ta kovtid tov 28, 56, 84)
EBoopada 4 (yio o kovtid tov 28, 56, 84)
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B. ®YAAO OAHI'TQN XPHXHX
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®Vviro ooV ypiong: IIAnpogopiss yro Tov yp1otn

Clopidogrel Taw Pharma 75 mg emkolvppévo, pe Aentod vpuévio owokio
KAOTd0YpEAN

AP AOTE TPOGEKTIKG OAOKANPO TO QPVAAO 0ONYLOV YP1CNGS TPLY UPYIGETE VU TAIPVETE AVTO TO

PappoKo, o10TL TEPLAGUPAVEL GNUAVTIKESG TANPOPOPIES Y10 GOG.

- doAdéte avTd TO PUALO 0dNYIDVY XpNoNS. Towg ypetaotel va To dafdoete Eava.

- Edv éxete mepoartépm omopieg, pOTRGTE TO YLOTPO 1] TO PUPLOKOTOLO GOC.

- H ocvvtayn v avtd 10 ¢appaxo yopnynonke amokAEIoTIKA Y10 6aG. Aev TPEMEL V. ODCETE TO
Papuoko 6g aGArovg. Mmopel vo Toug TpokoAEcel PAAPT, Ao Kot OTav To, oMUeEin TG
acBéveldg Tovg givar 101 pe T Sk Gog.

- Edv mapatnpnoete kdmoo avemBOUnTn EVEPYELN, EVILEPDOTE TOV YIUTPO N TOV POPUAKOTOLO
c0G. AvTd 1oyvel kot yio kdBe mhovi avemBOUNTN EVEPYELN TOV OEV OVOPEPETOL GTO TAPOV
@OAAO 0ONYIDV Ypriong. BAére mapdypago 4.

T epLéyeL To TOPOV OALO 0ONYLOV

T eivan to Clopidogrel Taw Pharma kot oo givot 1 gpfion tov
T péner va yvopilete mpv mapete to Clopidogrel Taw Pharma
Iog va napete to Clopidogrel Taw Pharma

[MBovég avemBdunTeg evépyeteg

[Iog va puidooete to Clopidogrel Taw Pharma

[Tepieyodpeva TG GLOKELAGING KOl AOUTEG TANPOPOPIES

AN

1. T eivan To Clopidogrel Taw Pharma kot mwowa givor n ypfion Tov

To Clopidogrel Taw Pharma mepiéyet kAOmb0ypEAN KOt AVI{KEL GE L0l KATIYOPio QUPIAK®OY TOV
ovoUACoVTOL OVTIOUOTETAUAOKE POPUAKEVTIKH TPOTOVTH. Tol QHOTETAALN EIVOL TOAD HIKPA COUATIOW
TOV AiNATOC, T 0Tol0 GLYKOAAMVTOL KaTd TNV TEN Tov aipatog. Ta avtioponeTookd
QOPUOKEVTIKE TPOTOVTA EUTOSILOVV QLTY] TI GUGGMPELGT KOl ETGL HELDOVOVV TIC THAVOTNTES
oynuaticpov Bpoupav (dradikacio wov ovopdletal Opoupfwon).

To Clopidogrel Taw Pharma AapBdvetor amd eviAikes yio v tpdAnyn oynuoticpov 0pdupov ota
oKANPLLEVE, apoPopa. ayyeia (aptmpieg), pia dwudikacio yvoot cav 0dnpobpdupwon, Tov puropei va
odnynoel o adnpobpopfotiKd enelcddo (OTMG IGYAYKO AyYELKO EYKEPUAMKO ENEIGOS10, KOPOLOKO
ene1G0010 1 Bdvarto).

To Clopidogrel Taw Pharma cag £yt cuvtayoypagndel yio va fondncel oty amopuyn GynUaTIGHOD

OpopPav Kot va ELATTAOCEL TOV KivOLVO QUTAV TMV ENEICOSIMV ENEON:

- "Eyete pio mabnon oxdinpouvong tov aptnplav (eriong yvootn cav adnpockinpouven), Kot

- "Eyete 10T0p1Kd KapdloKod ETEIG0O10V, IGYOUIKOD OyYELNKOD EYKEPAAKOD ETEIGOSIOV 1)
TAGYETE AMO 10 KOTAGTACT] YVOOTH MG TEPLPEPIKT APTNPLUKT VOGO

- "Exete 1010p1K6 coPopod TOVOL 610 6T1H00G YVOGTOU ¢ «aoTod] oTNOUYYN» 1 «ELPPOYLLO TOV
pvokopdiovy (kapdiakd eneicddo). o Bepoameio avtig T TEONoNG 0 YoTpog Gag TOUVDS
va €xel TonobeTnoel evoompdbeo (stent) oty EpaypéV 1] GTEVOUEVT] apTnpic Yo Vol
OTTOKOTOGTGEL TV OTOTELECUATIKY POT) TOL aipatoc. Mropet, emiong, va cag £yl yopnynoel
Ao TO YTPd GO KOl AKETLAOGOAKVALKO 0D (Lo ovoia TOV amavTdTol G TOAAG
POPUOKEVTIKA TPOIOGVTA TOV YPTGLULOTOLOVVTAL Y10, TV OVOKOVPIGT OO TOV TOVO KOl 1OG
avTImupeTIKd kabmg emiong kot yuo TNV TpdAnym Opoufmonc).

- "Exete TapovslaGEL CUUMTOUATO AYYELONKOD EYKEPAAIKOV EMEIGOOI0V TOL VITOYWPOVV PECH GE
GUVTOLO XPOVIKO SLIoTNUA (YVOGTO KOl O TOPOOIKO IOYULUIKO EXELGOI0) 1] IGYALUKO
AYYEWKO EYKEPAAKO ENELGOO10 NTog Papdtntag. Mmopetl eniong va cag yopnynoel
OKETVAOGOAIKVAKO 0ED ad TOV YLOTPO GaG EEKIVMVTOG LEGO OTIG TPDTEG 24 MDPES.

- "Eyete éva pun xovovikd kapdlokd puiud, o KatdoTtooT Tov amoKaAEITol «KOATIKN
LOPUOPOYT KoL OV UTTOPEITE VL TAPETE PAPHOKO TTOV EIVOL YVOGTA MG «OTO TOV GTOLOTOC
avTITNKTIKE» (avtoymviotéc Prrapivng K), ta omoia mpoiapfdvovy m dnuovpyia vémv
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2.

Opoppov kot epmodilovv Tovg vdpyovteg Bpopupoug va avénbobv. [pénel va &xete evnuepmbel
OTL TOL €OTO TOL GTOUOTOG AVTITNKTIKO» EIVOL TO OMOTEAECUATIKA OTO TO OKETVAOCUAIKVAIKO
0&0 1t cuvdvacuévn ypnomn tov Clopidogrel Taw Pharma ko tov axetvAocoiikvikol 0&éog
YU avti TV kotdotaon. O yatpdc cog Tpémel va oag £yl cuvtayoypapnoet To Clopidogrel
Taw Pharma poli pe axetoAoGaAkuAIKO 05D €4V OV UTOPEITE VO TAPETE «ATO TOV GTOHOTOG
AVTITNKTIKEY Kot Og dratpéyete Kivouvo peilovog apoppayiog.

Tvrpéner va yvopilete napwv wapete T0o Clopidogrel Taw Pharma

Mnyv napete to Clopidogrel Taw Pharma

o€ MEPIMTOON aALEPYiOG GTNV KAOTIOOYPEAT 1) GE OTO10ONTOTE GALO OO TOL GLGTATIKA ALTOV
TOV PAPUAKOL (OVOPEPOVTOL TNV TOPAYPOAPO 6)-

av €yete pio 10Tpikn mdonon mov Tpokadel evepyn aipoppayio OT®MG EAKOG GTOUAYOV 1
EYKEPAAIKT apLoppayia,

gdv TaoyeTe amd cofopn NTATIKY VOGO.

Av ToTEVETE OTL OTOL0ONTOTE GO CVTA GOG CUPOPOVV 1) OV EXETE TNV TOPAUKPT appiBoria,
ovuPovievbeite tov yiatpod cag mpwv ndpete Clopidogrel Taw Pharma.

Ipocidonomosig kot TpoPuAGEelg
AmevBuvbeite otov yiatpd cog tpotov mapete To Clopidogrel Taw Pharma edv omotadnmote amd Tic
O KAT® OVOPEPOUEVES KATAGTAGELS IGYVEL Y10 COG:

€bv vdipyel Kivouvog apopparyiog OTmg

- wGOnon mov cog BETel o€ Kivouvo ecOTEPIKNG atpoppoyiag (w.y. EAKOC GTOUdYOV)

- alpatoAoykn dtatapayn €5’ artiag tng omoiag £xete TPodldheon Yo ecOTEPUKEG
apoppayieg (OULOPPaAYiEG OTO ECOTEPIKO OMOIWVONTOTE 1GTMV, OPYAVOV 1| apBphoemv
TOL CONATOG GOG)

- TPOSPOTOG GOPAPOG TPAVUATICUOG

- TPOGPATN YEPOVPYIKT EXEUPOOT (CLUTEPIAAUPOVOLEVOV KOL TOV 000VTIOTPIKDOV
eneppdoewv)

- TPOYPOUUATICUEVT YEPOVPYIKT| ETEUPOCT (CUUTEPIALAUPAVOUEVOVY KOL TOV
000VTIOTPIKAOV ENEUPACEDMV) HECA OTIC EMOPEVES EMTA NUEPES

€aqv elye oynuatiotel OpopuPoc oe kamowa aptnpio TOL EYKEPALOV GOG (LOYOUKO ayYELNKO

EYKEPAMKS EMELGOI10), TO OO0 GLVEPT KATA TN SLAPKELD TOV TEAEVTOI®V EXTA NUEPDOV

€0V TAGYETE AMO VOGO TV VEPPAOV 1) TOL NTOTOG

gdv eiyoate allepyio 1 avtidpaon o€ OTOLOINTOTE PAPLOKO TOV (PN GILOTOLEITE Y10l VO

avteToricete TV aobéveld cag.

€4V €ly0TE TPOTYOVLEVO LUTPIKO IGTOPIKO EYKEPUAIKNG OLLOPPAYIOG TOV dEV OQEINOTAV GE

TPOVUOTIGHO.

Evoow maipvete 1o Clopidogrel Taw Pharma:

Oa TPETEL VO, EVILEPADGETE TOV Y1TPO GOG EAV EXEL TPOYPOLLUATIOTEL KATOO XELPOVPYIKN
enépuPoomn (cvpmephapPavopévng tng 0d0VIIOTPIKNG EXEUPACTC).

Oa mpénel eniong va EVIIEPMGETE TO YOTPO GG AUECHOS EHV TOPOVCIACETE Uit LTPIKT
katdotaor (eniong yvooti o¢ Opoupotiky @popforevikr [opevpa | TTP) mov meprhapPdvet
TVPETO Kol LOAMTES KAT® amd TO OEPLUA, TOL PTOPEL VAL ELPAVICTOVV MG EPLOPES KNAIOEG, Le M
xopic ave&nyntn KOT®GN, GOYYLGT, KITPIVN UTOYP®GT TOL SEPOTOC 1} TOV UATIOV (IKTEPOC)
(BA. mapdypago 4 «ITiBavég avemBounteg evépyeteo»).

Edv xomeite 1} Tpavpatioteite, iomg ypelaotel TEPIGSOTEPOS 0O TO GVVNOIGUEVO YPOVOG Y10 VOl
OTAPATNOEL 1 ooppayic. Avtd oyetiletal pe Tov TPOTO dPAoNg TOL PAPIAKOL AoV EUTOdILEL
N dvvatotnTo dnpovpyiag Opoufov. o pikpng onuaciog KOWIHOTo Kot TPAVUATIGUOVG, T.Y.
eav Komeite Katd to Evpiopa, cuvnBmg dev vdpyel TPOPANpa. [lapdia avtd, edv avnovyeite
AOY® NG opoppayiag cag, Oo TpémeL va EMKOVOVINGETE e TO YTpd 600G Apécws (PA.
mopdypaeo 4 «ITiBavéc avemBOUNTEG EVEPYELESY).

O ywtpdg oag pmopet va {ntioet e€etdoeig aipotog.
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Moora ko £pnpor
Mn divete 0vTO TO PAPLOKO GTO TOdLE ENELN] Ogv £xeL Opdo.

Alha gappoxo ko Clopidogrel Taw Pharma

Evnuepmaote 10 y10tpd 1] T0 QOPLOKOTOLO GOG EAV TAIPVETE, EXETE TPOGPATO TAPEL 1] LTOPEL VO TAPETE
QAL PAPLLOKD, OKOMO KoL dLTE TOV dev cag £xovy yopnynBel pe cuvtoymn.

Kdamow aida pdppoxoe propei va exnpedoovy tn ypnon tov Clopidogrel Taw Pharma 1 avtictpoa.

Ewwotepa, Bo mpémet va evuep®cete To Yotpo oag 6v AapfPavete
- Qappaka to omoio avEAvouy Tov Kivouvo aipoppayiog, OTog:
0 and TOL GTOUATOG AVIITNKTIKA, PAPLOKO TOV YPTCLLOTOLOVVTOL Yo T Lelmon TG
TNKTIKOTNTOC TOV AiIATOG,
O KOO0 Un OTEPOEIDEG AVTIPAEYHOVAOIEG PAPLLOKO, TTOV XPTOLUOTOLEITAL GLVAOW®S Yo TN
Oepaneio eMOIVVOV KOV PAEYLOVOOIDV KATOGTACEDY TV LVMV 1| T®V 0plpdoewv,
o mMmapivn 1 0TOOINTOTE AALO EVEGILO PAPLLOKO TTOV YPTGLLLOTTOLEITAL Yo T [LElmoN TG
TNKTIKOTNTOG TOV AiATOG,
o TwKAoduTiv N GALOVG AVTIOHOTETOALOKOVG TTOPAYOVTEG
0 évav eKAEKTIKO OVOGTOAEN ETAVATPOCANYNG TNG GEPOTOVIVIG (TEPIAAUPOVOUEV®Y OAAG N
neploplopevav ot eAovotetiviy 1 pAovBolapivn), EApPUAKO TOV ¥PNGILOTOLOVVTOL Y1, TV
OVTETOTIOT GVVIHOWOE TG KaTAOAyMC.
o pwapmkivn (ypnowonoteiton yio ) Oepaneio coPfapdv LOAOVGEDV)
- ouempaloin N ecouempalOin, PAPLOKO Y10l TNV OVTILETMOTIOT CTOUAYIKOV EVOYANGEDV,
- Aovkovaloin 1N fopucovalOAn, GAPLAKA Y10 TNV OVTILETOTICT] LUKNTIUCIKOV AOIUOEE®V,
- epaPpévin, 1 dAlo avtipeTpotitkd papuako (ypnoyLoroteitat yio tn Oepaneio v Aouméemv
ond HIV),
- KapPapalenivn, APLOKO Y10l TNV OVTILETAOTION OPIOUEVAOV LOPPAOV ETANYIAGS,
- LOKAOPBEWION, PAPHOKO Y10, TNV AVTIUETOTION TNG KATAOANYNG
- PETAYAVION, QPAPHOKO Y10 TNV OVIYETMOTIOT TOV S1ofnTn
- TOKAMTOEEAT, OAPLOKO Y10, TNV OVTILETATIOT TOL KAPKIVOL
- omoedn: eved AapuPavere Bepaneio pe KAOTOOYPELT, O TPETEL VAL EVILEPDCETE TO YIUTPO GOG
TPV GOG oLVTOYOYPaENBel 0mo10dMTOTE 0MOEWEG (YpNoionoteiton yia T Bepaneio Tov
coPapod Tévov)
- pocovfactativn (YPNOLOTOLEITAL Yo TN HElMOT TV EMTEI®V TNG YOANGTEPOANG GOC).

Edwv eiyate moté coPapd mévo 610 otfog (aotabn ondayym 1 Kapdiakd eneicdo10), Tapodikod
IGYOUIKO ETELGOOI0 1] IGYOUIKO QLY YELKO EYKEQPUALKO EMEICOO10 NG PapVTNTAG, LTOPEL VO, Gag
yopnynOei Clopidogrel Taw Pharma e cuvdvaoud pe aketTvAoGoAKLAIKS 0£D, pio ovoio Tov
OTOVTATOL GE TTOAAN PAPHOKO TOL YPNCULOTOLOVVTAL Y10, TV OVOKOVPIOT] OTO TOV TOVO KOl (G
avTmupeTikd. Mio mepioTacilokn ¥pnon akeTVAOGOAKVALKOD 0&€og (0L Tepiocdtepo amd 1.000 mg
o€ dloTio 24 opmdv), 0e Oo TPEMEL YEVIKA V. TPOKAAEGEL KATO0 TPOPANUA, EVD GE AAAES
TEPIMTACELS, TOPOTETAUEVT] Yp1ion Ba mpénet va cuintn el pe to yaTpod cog.

To Clopidogrel Taw Pharma pg tpo@1] kot wot6
To Clopidogrel Taw Pharma pmopei va Aappdvetar pe 1 xopig ™ Aqyn tpoeng

Kinon ka1 Onioopog
Eivar Tpotydtepo va unv maipvete autd To @APUOKO KT T S1GpKELL TNG KON ONC.

Av glote €yxvog 1 vroyialeote 0Tl €ioTe £YKVOG, O TPEMEL VL EVILEPADOETE TO Y1ALTPO 1] TO
eapuakonord cag tpwv AMdPete Clopidogrel Taw Pharma. Av peivete éyxvog evod AapPavete
Clopidogrel Taw Pharma, cupfovievfeite to ylatpd oog apécms, Kabog 0 GUVIGTATOL 1) Afyn
KAOT0YpEANG Katd T StdpKela TG KONGTG.

Agv mpémel va, OnAdlete evd ypnoomoteite avtd 10 PApUaKo.
Edv OnAdlete N oxedialete va Onldoete, WIANOTE pe TO Y10TPO GOG TPV TAPETE AVTO TO PAPUAKO.
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ZNTNOTE TN GUUPOVAT TOV YIOTPOV 1 TOL POPUOKOTOLOD GUG TPOTOV TUPETE OTOLOONTOTE PAPUAKO.

001yNoN Ko YEPIGPUOS PN YOV RATOV
To Clopidogrel Taw Pharma eivot amiBovo va exnpedost TV KovoTnTéd 60G v 001 YEiTE 1 Vol

yewpileote unyovnuaro.

To Clopidogrel Taw Pharma wepiéyel vopoyovopévo Kikéholo
Eivar mBavd va mpokaiécel oTopoyikn dtatapoyn 1 didppota.

3. Hog va napete To Clopidogrel Taw Pharma

ITavrtote va maipvete To PAPLOKO OVTO OVGTNPA COLPOVO LE TIC 0ONYIEG TOV Y1OTPOV 1 TOV
@appoakonolod cag. Eav éxete appifolieg, p@toTe TO Y10TPO 1 TO GOPLOKOTOLO GOC.

H ovvictoduevn 66on, mepthopPavopévng ekeivng yio toug aobeveic pe pio acévelo mov ovoudleton
CKOATIKT Lopprapuyn» (Un Kavovikog Kapdtakog pududg), eivat éva diokio Twv 75 mg tov Clopidogrel
Taw Pharma avd nuépa mov Aappavetal omd Tov GTOUATOG LE 1 YOPIG TPOPT], Kot TNV id1a dpa kKibe

nuUépaL.

Edv gpeavicete éviovo Bopakikd toévo (aotadn omnddyyn 1 Kopdiakd eneic6610), 0 YIOTPOG GOG
pmopet va oag yopnynoet 300 mg 11 600 mg Clopidogrel Taw Pharma (4 1 8 dioxia tov 75 mg) pia
@opd KT TNV Evopén TG Bepameiog Kot 6T GUVEYELN T1 CUVIGTOEVT 00T TOV £VOG d10KIOV TMV
75 mg Clopidogrel Taw Pharma nuepnoing 0rmg meptypaeetol Topumovo.

Edv éxete mopovcidoel GOUTTOLOTO OYYEIOKOD EYKEPUAKOD ETEIGOSIOV TOV VTOYDPNCAV HECO, GE
GUVTOUO YPOVIKO SAoTNHa (YVOGTO Kol ¢ TAPOIIKO IGYOUKO EXEIGOS10) 1 IGYOYKO Oy YELNKO
EYKEPAAIKO €MEIGOO10 NG PapdTNTOC, O YITPOS GOC Umopel va cog £xet yopnynoet 300 mg
Clopidogrel Taw Pharma (1 diokio twv 300 mg 1 4 diokia Twv 75 mg) pia opd oTnv apyn ™G
Oepameiog. Xt cvvéyela, N cuvicTdpevn do0om ivan £va diokio Clopidogrel Taw Pharma twv 75 mg
TV NUEPA OTTMG TTEPLYPAPETAL TAPOUTAV® Holl HE AKETVAOGOAKVALKO 0ED Yia 3 efdopddes. T
ocuvéyeln o yTpods Ba cuvtayoypaenoel gite Clopidogrel Taw Pharma povo gite akeTuA0GOAKLALKO
0&0 povo.

To Clopidogrel Taw Pharma 0o tpénet vo. o maipvete yio 660 ddotnpa o yutpds cog cuveyilel va
00G TO GLUVTOYOYPOQEL.

Eav wapete peyardtepn 66on Clopidogrel Taw Pharma am6 tnv kKavovuki
Emwowvmviote e To y1aTpd cag 1 TNV TANGIEGTEPT VOGOKOUELNKT] VINPECTH EKTUKTWOV TEPICTATIKMV
AOY® TOL aVENEVOL KIvOHVOL aipoppayiog.

Eav Egyaoete va napete 1o Clopidogrel Taw Pharma

Av Egyaoete va AaPete pia 66om Clopidogrel Taw Pharma kot to Buuneite péoa og 12 dpeg amod
ocvvnBiopévn cag dpa, AMPete To S10Ki0 GOG OUESMG Kot KATOTLY AdPete To endpevo diokio TV
ocuvnoepuévn dpa.

Av 10 Egybdioete yio meplosoTepPo 0md 12 dpeg amAmg AAPeTE TNV EMOUEVN KAVOVIKT dOOT| GT1
cuvnOiopuévn dpa. Mnv mhpete SITAN SOOT] Y10 VO OVATANPAOGCETE TO S10KI0 TOV EEXYAGUTE.

I"a t1c ovokevaoieg Tov 7, 14, 28, 56, 84 diokimv (MUEPOLOYLOKT KOWEAN), Lopeite va eAEyEeTe TOLA
nrtav n terevtoio nuéPa Tov Tpate To o1okio Tov Clopidogrel Taw Pharma PAémovtag Tig nuépeg ToL
etvon TuTOEVEG OTNV KOWEA.

Edv otapoatioete va maipvere to Clopidogrel Taw Pharma

Mn SWKOTTTETE TNV AYOYT] EKTOS KL OV 60 TTEL 0 YIATPOS 060G Vo TO KAvETE. Emkowvmvnote Le to
Y10Tpd 1 TO POPUOKOTOLO GOG TPV TO CTUOTI|CETE.
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Edv éxete meprocdtepeg pMTNGELG GYETIKA LLE TN YPTOT ALTOV TOL POPUAKOV, POTAGTE TO Y1TPO 1) TO
QOPUAKOTOLO GOG.

4. MOavég avemBOuNTES EVEPYELEG

Onwc 6Ma o pdppoka, £T61 Kol avTd TO EAPUOKO UTOPEl VO TPOKAAECEL AVETIOVUNTEG EVEPYELEG AV
Kot 6gv TOPOVGLALoVTaL GE OAOVG TOVG AVOPMITOVC.

EmxowvmvijoTe pe T0 Y10TPO 660G APESMS OV TUPOVGLUCETE:

- TopeTo, onpeio Aoipnméng N vepPOAIKNG KOTMONS. AVTA TOOVAS VO ELPAVIGTOVV AOY® TOV
OTAVIOV TEPIMTOCEMV PELOCENS KATOI®V KLTTAP®V TOV OiLATOS

- GUUTTOOTO NTOUTIKOV TPOPANUATOV OTMG KITPIVIGHA TOV dEPLATOG KOV TOV LATIOV
(iktepog), aveEdptnra 0md TO €0V GLVOOEVETAL OO ALLOPPayia, 1 otoia EuPavileTol KATM amd
70 déppa g epLBpEc kKNALdEg Kav/n ovyyvon (PA. mapdypapo 2 «IIposidomorioel Kot
TPOPLAGEEISY).

- oldnua 6To oTOUA 1 SLOTAPUYES TOV SEPLATOS, OTTMC EEAVONLOTA KOl KVNGUOS, @AVKTOLVES TOV
déppotoc. Avtd mbavov etvar onpadio aALEPYIKNG aVTIOPUCTG.

H mo ovyv avem@ountn evépyera wov £xer avapepOei pe 1o Clopidogrel Taw Pharma givon
awpoppayia.

H apoppayio mboavov va mapovstactel o apoppayic. 0md To GTOMHAYL 1) TO EVIEPO, LOAMIES,
apdTopa (aocvvnBieTn aoppayic N LOA®TOC KAT® amd To dEpU), ooppayia amd Tn poTn, oipo
GT0 0VPO. ZE PIKPO aplOpd TEPITTOGE®V, £l avapepBel alpoppayio 6Ta AT, GTO ECMTEPIKO TNG
KEPUANG, GTOV TVELHOVA, 1] OTLS apBpdCELC.

Edav ropatnpriocere mapatetopévny arpoppayio 6tav naipvete to Clopidogrel Taw Pharma
Edv xomeite N tpavpatioteite, icmg xpelaotel meplocdTePOg 0md 10 cuVNOIoUEVO XPOVOG Yl Vol
OTOUOTNOEL 1] aupoppayic. Avtd oyetileTol pe ToV TPOTO dPAGTG TOL POPUAKOV aPov eumodilel T
dvvatdtnta onpovpyiag Bpdppov. I'a pikpnc onraciog KOWiATo Kot TPOVUATIGHOVS, T.Y. AV
Komeite, Katd to EHpiopa, cuvnBmg dev Vapyel TPOPANUa. [Tapdia avtd, v avnovyeite AdY® g
aloppayiog cog, o TPEMEL VO EMKOIVOVINGETE LE TO Y0Tpd 60G Apécms (PA. mapdypapo 2
«IIposidomomcels kKot TPOPLAAEELS?).

Addeg avemOOUNTES EVEPYELEG TEPLAGUPAVOLY:

Yoyvég avemBounteg evépyeteg (evogyetar va emnpedoovy émg 1 ota 10 dropa):
Aldppoto, KOIAKOG TOVOG, SUOTEYIN 1 KOVGOC.

Oyt ouyvéc avemBounteg evépyeleg (evoéyetat va enmpedoovy émg 1 ota 100 dropa):
[Movoképarog, EAkog GTOUAY OV, EUETOC, VAT, SVGKOIAMOTNTA, VIEPPOAIKE 0EPLO OTO GTOUMYL 1| GTO
évtepo, eEavOnuata, kKvnopog, (AN, aichnorn «LupuNyKIAGHATOS» KAl LOVOLAGUATOG.

Xravieg avemBounteg evépyeteg (evoéyetar va emmpedost £w¢ 1 ota 1000 dropa):
TAyyog, doykopévo 6T 6TOVG AVOpPES.

IToA¥ omdvieg avemBounteg evépyeteg (evoéyetar va emnpedoovy émg 1 ota 10.000 dtopa):

‘Tktepog, cofapdc Kothokdg TOVOG pe 1| YOPic 0oPLAAYiN, TVPETOS, OVGKOAN GTNV CVUTVOT] TTOL
UEPIKEG POPEC GLVOSEVETAL OO P1XQL, YEVIKEVUEVEG OAAEPYIKEG OVTIOPAGELS (Y10 TOPASELY LA, YEVIKY
aiocnon {éotng pe Eapvikn yevikevpévn duceopia péypt Mmobopiag), oldnua 6To GTOUN, PAVKTOIVEG
TOV JEPLATOG, QALEPYIO TOV SEPLATOG, PAEYLOVI] TOV CTOHOTIKOD PAEVVOYOVOUL/ EAKN GTO GTOLO
(otopatitidn), TTOGN TG APTNPLOKNAG TTESNG, GVYYLOT, TAPUIoONoELS, TOVOG OTIS apHPMCELS, LVTKOG
OVOG, aAlayEG oTr YOO 1 OTMAELN TNG YELONG TOV TPOPDV.
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AvemBOuNTEG EVEPYELEG E U YVOOTI GLYvOTNTA (dEV Umopovv va ekTiunBoiv pe fdon ta dtbéotpa
dedopévar):

Avtidpdoelg vepevarcinoiog e Bopakikod 1 KotAakd Tdvo, ETILOVE GUUTTMOLATA YOUUNAOD
GOKYGpOL GTO aipla.

Emumiéov, o yrotpog coc pmopel va avoyvmpicel LETAPOAEG OTO OMOTEAEGLLOTO TV OLOTOAOYIKMV
eEetdoemv 1 TOV AVOAOGEDV 0VPWV.

Ava@opd avemOOunTOV vEPyELOV

Edv mapatnpnioete Kamota ovemBOunTn VEPYELD, EVILEPDGTE TOV YLOTPO 1| TO PUPHOKOTOLO GOC.
AvT0 1oyeL Kot Yo kaOe mhavr avemBountn vEPYELN TOL OEV AVAPEPETAL GTO TOPOV GVALO 0ONYIDV
yponc. Mropeite emiong va avapépete avemBounteg evépyeleg anevbeing, Hécw Tov Bvikod
GLOTNLOTOG aVaPOoPds Tov avagépetor oto [Hapdptnua V. Méow g avapopdc avembountov
gvepyelmv pmopeite va fondfioete ot GLALOYN TEPIGTOTEP®V TATPOPOPLAOV GYETIKA |IE TNV AGPAAELD
TOL TAPOVTOG PAPUAKOL.

5. Hog va gviaccetar To Clopidogrel Taw Pharma
To @dppoko avTd TPETEL VO, PLAAGGETOL GE PLEPT) TTOL deV TO PAETOVY KO dEV TO POGVOLY TOL TOO1E.

Na pn ypnolonoteite 0vtd T0 PAPUOKO UETE TNV NUepounvia ANENG OV aVaPEPETAL GTO KOVTI Kot
otV KOYEAN petd v évoeltn "AHEH". H nuepopmvia AEng sivon 1 tedevtoio npép ToL PNV TOV
ovopEPETAL EKEL.

DVAAGGETE GTNV OPYLKN] CUCKEVAGIO Y10 VO TPOGTOTEVETOL OO TNV VYPOGIO KO TO POC.

Mnv metdte ApUOKA GTO VEPO TNG OTOYETEVOTNG 1) 6T 6KOVTIdW. PotNote T0 papuakorold cag yio
TO TG VoL TETAEETE TO PAPLLOKA TTOV dgV ypnoiponoteite mo. Avtd ta pétpa o fondrcovv oty
TPOoTAGia ToL TEPPEALOVTOC.

6. Iepreydpevo TS 6VGKEVAGTOG KOl LOUTEG TANPOPOPIES

T gpréyer o Clopidogrel Taw Pharma

H dpaoctikn ovoia givar | kKhomdoypédn. Kdbe emkaivppévo pe Aemto vpévio diokio mepiéyet 75 mg

KAOTO0YPEAN (WG VIPOYA®PIKS GANG).

Ta dAlo cvotatikd givat:

- IMuprvag diokiov: KutTapivn LIKPOKPLOTAAAIKT, S10E€Id10 TOL TVPLTIOL KOALOEDES GvLdpO,
Kpoomofddvn (tomov A), toAlvatBvievoylvkoin 6000, kikéhato vdpoyovouévo (PA.
mapdypoeo 2 «To Clopidogrel Taw Pharma mepiéyet vopoyovouéVo KIKEANLOY)

- EmucdAoym: morvPwvororkoodin, titaviov d10&eidio (E171), epubpod 0&eidio Tov cdnpov (E172),
kiTpivo o&eidro tov cdnpov (E172), tédkng kot moAvaiBuievoyivkoin 3000.

Epg@avion tov Clopidogrel Taw Pharma kot epieyopevo tng cvokevooiog

Ta emkaloppéva pe Aemtd vpévio diokia eivat pol, oTpoyyvAd Kot apeikvpTa.

AwtiBevton o€ KovTid oL EPLEYovv 7, 14, 28, 30, 50, 56, 84, 90 kot 100 emkaivppéva pe Aentd
VUEVIO O10KI0 CUGKEVAGUEVA GE KOWEAEC,

AwtiBevion og KovTld TOL TIEPLEYOLY 7, 14, 28, 56, 84 emkaAvppéva pe AETTO LUEVIO dloKia
GUCGKEVAGILEVO GE TLUEPOAOYIUKEG KOWEAES.

AwtiBevton o€ KovTid Tov meptEyovv 30x1 kot S0x1 emkaivppéva e Aentd vuévio diokia
GLOKEVAGUEVE GE SLUTPTTEG KOWEAES HOVAdaG OOGTG.

Mmropel va unv KukAo@opoOV OAEG 01 GUCKEVAGIES.
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Karoyog aogroc kokrhogopiog
Taw Pharma (Ireland) Limited
104 Lower Baggot Street
Dublin 2

Iphavdia

Hopaymyoc

KRKA, d.d., Novo mesto, gmarjeﬁka cesta 6, 8501 Novo mesto, ZAofevia
TAD Pharma GmbH, Heinz-Lohmann-Strafle 5, 27472 Cuxhaven, ['eppoavia

IMo omoladnmote TANPOPOPio. GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEIGTE VO
amgvBuvbeite 6TOV TOMIKO OVTITPOGMTO TOV KATOXOL TNG AdEG KUKAOPOpPIag:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

bbarapus
Maiiman EOOJ]
Ten.: +359 2 44 55 400

Ceska republika
Mylan Healthcare CZ s.r.o.
Tel: + 420 222 004 400

Danmark
Viatris ApS
TIf: +45 28116932

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti

BGP Products Switzerland GmbH Eesti
filiaal

Tel: + 372 6363 052

EALGda
Viatris Hellas Ltd
TnA: +30 210 0 100 002

Espaiia
Viatris Pharmaceuticals, S.L.U.
Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 437257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Lietuva
Mylan Healthcare UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 14652100

Malta
V.J. Salomone Pharma Ltd
Tel: +356212201 74

Nederland
Mylan B.V
Tel: + 31 (0) 20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33

Osterreich
Arcana Arzneimittel GmbH
Tel: +43 1416 24 18

Polska
Mylan Healthcare Sp.z.0.0
Tel.: +48 22 546 64 00

Portugal
Mylan, Lda.
Tel: +351 21 412 72 56

Romaénia

BGP Products SRL
Tel: +40 372 579 000
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Ireland
Mylan Ireland Limited
Tel: +353 1 8711600

island
Icepharma hf
Simi: +354 540 8000

Italia
Viatris Italia S.r.l.
Tel: +3902-612 46921

Kvnpog

Varnavas Hadjipanayis Ltd

TnA: + 357 2220 7700

Latvija
Mylan Healthcare SIA
Tel: +371 676 055 80

Slovenija
Mylan Healthcare d.o.o.
Tel: +386 123 63 180

Slovenska republika
Viatris Slovakia s.r.o
Tel: +421 2 32 199 100

Suomi/Finland
Viatris OY
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited
Tel: +353 18711600

To mwapdév UAA0 00N YIOV Yp1ioNS avaBewp1OnKe Yo TEAEVTOIO POPE GTIG:

Aemtopepn TANpoPopLaKd GToLyEld Yo TO TPOidV givar dtabécipa oty 16T0ceAida Tov Evpmmaicod

Opyavicuot Goppdxkmy :
http://www.ema.curopa.cu/.
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