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IEPIAHYH TON XAPAKTHPIETIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Plavix 75 mg emikodvppéva pe Aemwtd VpéVIo dlokio
Plavix 300 mg emkaAvppéva pe AemTO LUEVIO dloKia

2. IHOIOTIKH KAI ITOXOTIKH XYNOEXH

Plavix 75 mg smkolvppéva pe Aentd vuévio diokio
Kda0e emkodvppévo pe Aemtd vpévio diokio mepiéyel 75 mg khomdoypéing (og 6&vn Beuxn).

Exdoyo ue yvworéc opdoeig:
Kabe emcodvppévo pe Aemtd vpévio diokio mepiéyel 3 mg Aaxtdlng kot 3,3 mg vépoyovOUEVOL
KIKeAQIOV.

Plavix 300 mg emkoivppéva pe Aentd vuévio diokia
Kdabe emodvppévo pe Aemtd vpuévio diokio mepiéyel 300 mg khomdoypéing (wg 6&vn Beukn).

Exdoyo ue yvworéc opdoeig:
Ka0e emcodvppévo pe Aemtd vpuévio diokio mepiéyel 12 mg Aoktolng kot 13,2 mg vdpoyovouévou
KikeAaiov

IMa tov TAnpn kaTdroyo TV ekddy®v, PA. Tapdypaeo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Emucoioppévo pe Aemtd vpévio diokio.
Plavix 75 mg emkaivpuévo pe Aertd vuévio StoKio

Pol, otpoyyvrd, appikupto Kot pEpeL xopayuévo tov aptipd «75» ot pio mhevpd kot Tov apfpd
«1171» oy dAAn mAevpd.

Plavix 300 mg smucoivpuévo pue Aemtd vuévio dekio
Pol, emiunkec ko pépet yapayuévo tov aptOpd «300» ot pio mAevpd kot Tov aptBpd «1332» oty
GAAN TAELPA.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTikég EvOEiEelg

Aevtepoyevis mpolnyn adnpwbpoufwtikwy exeioodinv
H «homdoypéin evdeixkvotar oe:

. Evilikeg aoBeveic pe épopaypa Tov pookapdiov (amd Alyec nuépeg uéypt Aryotepo amnd 35
NUEPEG), LOYOLKO OYYELONKO EYKEPUAKO EMEIGOO0 (0O 7 NUEPES UEYPL AYOTEPO OO 6 UNVEQ)
N EYKATEGTNUEVT] TEPLPEPIKT OPTNPLOKT VOCO.

. Evilkeg aoBeveic e 0&D atepaviaio chvVOpopo:

- O&b otepaviaio ovvdpouo ywpig avacmacn tov dwwotiuatog ST (actadng omOayyn 1
EUppaypa Tov puokapdiov yopig kopa Q), copmephappavopuévey Tav actevdv mov
vroPairovtal o€ TomoBéTnon evoonpdbeong (stent) petd amd Sradeprukn enépPoon
OTEPAVIAIOV GE GUVOLOGUO LLE OKETVAOGOAIKVALKO 0ED (AX0).

- O&0 épopaypa Tov pookapdiov pe avacmacn Tov dwotipetog ST, 6 GUVILAGUO [E
AX0 ot¢ acBeveic Tov vroPaiiovtar o€ d1adepIKn oTePaviaio TapEpPaon
(cvumepthapfavopévov Tov acBevav mov vrofailovial o€ TotobETnon stent) 1) o



acOeveic mov avtipeToTilovtal cuvTnPNTIKE Kot gival katdAAnAol va Adfovv
OpopPolvTiK)/tvOd0ALTIKN aymY.

2e 000eveic e petpiov Ewg vynlov kivovvoo lapodiko loyoyuro Ereioodio (IIIE) 1 élaooov
loyayuro Ayyeioxo Eykepoaliko Erncioooio (IAEE)
H «homidoypéin o cuvdvaouo pe AXO gvdeikvotol oe:
- Eviikeg acBeveic e petpiov foc vyniod kivddvov ITIE (Baduoroyia ABCD2! >4)
élaccov IAEE (NIHSS? <3) evtdg 24 wphv and to ITIE 1 to IAEE.

Hpolnyn aBnpobpoufwrtinady kai Opouflosuforindv ensioodiwy oe KOATIKY Hapuopvyn

e eviAiKeg a.o0eVEIC e KOATIKT] LOPLLOPLYTH TOV EYOVV TOLAAYIGTOV £VA TOPEYOVTO KIVOUVOL Ylo
ayyewKd coppdpoata, Tov dev givar duvatd va mapovv Bepaneio pe aviayoviotés Prrapivng K (ABK)
KOl 01 00101 £Y0VV YOUNAO KivOuvo atpoppayiag, 1 KAOTIO0YPEAT EVOEIKVUTAL GE GLVOVOGUO LIE TO
AX0 ywo v Tpdinym abnpobpopfotikmdv encicodiny kol enclcodinv Opoufoepfoing,
GUUTEPTAOULPOVOLEVOL TOL OYYELOKOD EYKEPOAKOD ETEGOSIO0V.

INoa nepiocdtepeg TAnpoopicc mapakoreicde va avatpééete oty mapdypaeo 5.1.
4.2  Aocoloyio Kol TpOTOS YOopPYNoNS

Aocoloyia
. Eviilkeg xon nAkiopévol

Plavix 75 mg emucoivppéva pe Aentd vuéVio dioKio
H xAomidoypéin wpémet va divetor o¢ epdmaé nuepniolo d6on Tov 75 mg.

Plavix 300 mg emucaivppéva pe Aemtd vpuévio diokia
Av16 10 dtokio Twv 300 mg KhomdoypéAng TpoopileTal yio xpnon mg 666N pOPTIoNG.

Xe aoBeveig mov moyovv and o&d otePaviaio GHVIPOLO:

- 0&0 otepaviaio obvdpouo ympig avacmaon Tov dactipatog ST (aotabng onBayyn 1
EUOPOYUO TOV HVokapdiov ywpig kopo Q): n aymyn ue kKhomdoypéAn Oa mpénel va Egkiva e pio.
epamaé 06omn eoptiong twv 300 mg 1 600mg. H epdmnas d6on @optiong tov 600 mg Ba pmopovoe
va yopnyeitar o€ acbeveig niciog <75 et@v 6tav mpoPArémetar Sadepuiky otepaviaio TapEpPpaon
(BA. mopdypaeo 4.4). H Oepancio e khomidoypédn Ba tpénet va cvveyiletat pe 75 mg pia gopd
v nuépa (Le akeTLAOGOAKLALKO 050 (AZO) 75 mg-325 mg nuepnoing). Kabog vynidtepeg
d0ce1g AX0 ocvoyeticOnkayv pe vymiotepo kivouvo alpoppayiog, cvotivetal 1 66on AZO va pnv
elvar peyodvtepn and 100 mg. H BédTio didpkela TG oymyng 0ev €xel EmioN O TPOGOIOPIOTEL.
Yroyygia KAMVIKOV doKiudv vrostnpilovv T ypnon uéxpt 12 unfvec, pe to uéyloto 6QEA0C vo.
mopotnpeitar otoug 3 unveg (PA. mapaypoeo 5.1).

- 08D éuppaype Tov pookapdiov pe avaotact Tov dtaotipatog ST:

- Xg aobeveic mov avietomilovial GuVINPNTIKE, KOTAAANAOL Y10
OpouPoluTikh/IvedoAvTIKY aymyn, 1 KAomdoypéAn Oa. mpémel va yopnyeital g
epamaé nuepnoto d6oM TV 75 mg EekvavTag Le pia door poptiong tov 300 mg e
ovvdvacud pe AXO, pe 1 yopic Opopporvtikd. o wtpikmdg Bepamevoevovg acheveig
v Tov 75 etdv 1 Khomdoypéln Ba mpénet va, Eekiva ywpig d6om eoptiong. H
ouvdvacuévn Bepameio Oa mTpénel va EeKva To0 GuvTOUOTEPO dUVATO PETE TNV Evapén
TOV COUTTOUATOV Kot vo. cvuveyiletal To Ayotepo yia téooepig efdopddes. To 6pelog
Ao T0 GLVOLAGHO TNG KAOTIOOYPEANG e AXO yia S1dotnpa LeYOADTEPO TV TEGGAPWY
ePooudowmv dev €xel peretn el (PAéme mapdypago S5.1).

- Orav npdkertan va mpaypotoron et dtodeppkn otepaviaio mapépfacn (PCI):

- H Bepaneia pe khomdoypéin Ba mpénel va Eexva pe pua epama d6om
@optiong 600 mg ce acbeveic mov vroParrovtal o€ Tpwtoyevn PCI kot og

! Huda, Aptnpuaxn wison, KAwvikd yapoxmpiotikd, Awdpketa kot Sidyvoon Zokyapddovg Ataphtn
2 Khipaxe Ayystaxkod Eykepoiikov Eneicodiov EOvikdv Idpvpdtev Yyeiog



acBeveic mov vrofariiovial og PCI mepiocdtepo amd 24 dpeg amd tnv Aym
WOOAVTIKNG oyoyNc. Ze aobeveic niiag > 75 etdv, Ta 600 mg LD Oa mpénet
va yopnyovvtal pe tpocoyn (BA. mapdypapo 4.4).

- H Bgpaneia pe khomdoypéin epdmal 66onc eoptiong 300 mg Ba mpémel va
yopnyeitar o€ acbeveic mov vrofarioviat oe PCI evtog 24 mpmv omd tnv Aqym
W®OOOAVTIKNG Oy®YNC.

H Bepoameia pe kKhomdoypéin Ba mpémel va cuveyiletan ota 75 mg pio popd tnv

nuépa pe AXO 75 mg — 100 mg nuepnoing. H cuvdvacuévn Bepancio Oo mpémet vo
£eKVAL TO GUVTOUOTEPO CLVATOV LETA TNV EVOPEN TOV GUUTTOUATOV Kol Vo

ovveyiletan éog kKo 12 punveg (PA. mapdypoeo 5.1).

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

- e evilkeg aoleveic pe petpiov émg vyniov kvdvvov IIE (Babuoroyic ABCD2 >4) q
éhaccov TAEE (NIHSS <3) 0a mpénet va yopnyeital pio d6om @optiong khomdoypéing 300 mg
axolovBobpevn and d6omn Khomdoypéing 75 mg dnaé nuepnoimg kot AZO (75 mg -100 mg drag
nuepnoing). H Bepaneia pe kKhomdoypéin kar AXO Ba mpémetl va Eekvd evtog 24 wpdv omd 1o
EMEGO010 Kol va cuveyiletor yia 21 nuépeg akoAovbovuevn amd LoV OVTIOUOTETOALKT
Oepomeia.

Y& ao0eveic |1 KOATIKN LOPUOPLYT, 1 KAOTIO0YPEAT TPETEL VAL YOPNYEITAL MG pia NUEPTOLOL dOCT TV
75 mg. To AXO (75-100 mg nuepnocing) npénet va apyilel kot va cuveyileTtal o€ cuVOVAGUO pE TNV
KhomdoypéAn (BA. mapdypapo 5.1).

Edv &eyaotel o d6om:

- Evtoc Myotepo tov 12 0pdv HETA TNV KOVOVIKT TPOYPOUUATICUEVT Bpa: Ol acbevelg Tpémet va
TEPOLV TN 3OCN TOLG AUESMG KAl LETE VO TAPOVV TNV EXOUEV dOGT GTNV KOVOVIKY
TPOYPOULUATICUEVT] DPOL.

- Metd and neprocdtepo amd 12 dpeg: o1 aobeveic mpémel va whpovy TV emOUEVT OGN 6TV
KOVOVIKT] TPOYPOUUOTIGUEVT] PO KOL VO U1V SITAAGLAGOVV TN dO0M.

Ewdwoi minbvopuoi

. Hlkiopévor acbeveic

0&0 otepaviaio ohvdpouo ympig avacmaon Tov daotiuatog ST (actabng oBayyn 1
EUPpaypa ToV puokapdiov ywpig kopa Q):

- H epdma& d6om @optiong twv 600 mg Bo uropodce va yopnysitar oe acbeveig

NAKiIac<75 etmv dtav mpoPAémetor dtadeppukn otepaviaia wapéupacn (PA. Tapdypapo 4.4).

08D uppaype Tov LLoKPSioL LE avaoTact Tov dtaotipatog ST:

- Ze aoBeveig mov avTieTOmI{ovTal GUVTNPNTIKG KOTAAANAOL YioL
OpouBorvTiki/IvwdoAvTIKY aywmyn: o€ acBevelg nlikiag dvo tov 75 etdv 1 Bepaneia e
KAomidoypéAn Oa wpémel va Eekva ywpig pio epdmal 066M QOPTIoNC.

Y& aobeveic mov vroParloviot o€ mpwtoyevn PCI kot oe acBeveic mov vwofarroviat g PCI
TEPIOCOTEPO OO 24 MPEG Ao TNV ANYN WOIOAVTIKNG Ay®YNG:

- Xe aoBeveig nAkiog > 75 etav, ta 600 mg LD B mpénet va xopnyodviol Le Tpocoyn
(BA.mapdypapo 4.4).

o Iodatpicodg TAnbvopodg
H xAomidoypédn dev mpémel va ypnoIUOTTOLEITAL G TOOLA AOY® AUPIPBOAIDV Yl TV
amotelecpatikotnto (BA. Tapdypapo 5.1).

. Neoppikn dvciertovpyia
H Bepoamevtikn epmeipio. eivor meproptopévn o€ acbeveig pe veppikn dvoiettovpyio (BA.
Tapdypoeo 4.4).



. Hratwkn dvciettovpyio
H Bepoamevtiknm epmeipio. eivor meproptopévn o€ acbevelg pe éTplo NIaTIK) VOGO, 01 07Toiot
umopei va Tapovcidcovy apoppoytkn tpodiddeon (BA. mapdypapo 4.4).

Tpomog yoprynong
Ao otoOUaTOG YpIoN
Eivar dvvato va yoprnyeitor pe 1 xopic tpoen.

4.3 Avtevoeigelg

. YnepevarcOnoio 6N dpUCTIKY 0VGIN 1) GE KATO0 0T TO £KO0Y0 TOV OVAPEPOVTOL GTNV
ToapAypaeo 2 | otV mopaypapo 6.1.

. YoBapn nratikn dvcAeitovpyia.

. Evepyoc maBoloyikn apoppayic, 0TS TENTIKO EAKOC 1 EVOOKPOVIOKT] OLLLOPPaAYid.

4.4 FE10kég TPostdomomcELS Kol TPOPLAAEEIS KaTd TN Yp1jon

Ayioppoyio. kol aaTOAOYIKES OLOTOPOYES

AOY® TOL KIvODVOL aOpPayiog Kol OLUATOAOYIKAOV avemBOUNT®V gvepyel®mv, Bo Tpémel va
dlevepyeitar eyKoipmg LETPNOT TOV EULOPPOV GUOTOTIKAOV TOV GLOTOS, KOUN GAAES GYETIKES
€EeTA0ELG OTOTEOMTOTE KALVIKA GUUTTMLOTO TOL VITOONADVOLV atpoppayio epeoavifovtol Katd
duapketla g Bepaneiog (PA. mapdypapo 4.8). Onmg pe GALOVS AVTINUOTETOALOKOVG TOPAYOVTEG, N
KhomdoypEAN Oa TPEMEL VO, YPTGILOTOLELTAL [IE TTPOGOYN 0 aobeveig mov umopel va gival o€ Kivouvo
avENUEVNC aupopparyiag amd TpavLa, YEPOVPYIKN eXEUPaon 1 GALEC TUOOAOYIKES KOTAGTAGELS KOl GE
acBeveic mov Aapfavovy aymyn ue AXO, nropivn, avoGTOAEIS TMV VTOSOYEMV TNG YAVKOTPOTEIVIG
IIb/I1a M pn-otepoctdn avtipAeypovmdr eapuoke (MEAD) coumepAapfovoUEVOV TMV 0VAGTOAE®DY
g KopPosuriong Cox-2 1 TV EKAEKTIKOV OVOCTOAEWMV ETAVATPOSANYNG TG aepotoviving (SSRIs),
N woyvpovg emaywyeic tov CYP2C19 1 dhha popurakevtikd Tpoidvta mov oyetiCovral pe kivouvo
apoppayiag 6mwg 1 tevTo&leuAdivn (PA. mapdypaeo 4.5). Ady® Tov avénuévov Kivdhvov
aioppayiag, n TpAN avtioponetaiiokn Bepameio (kKhomdoypédn + AZO + SimuptdapoAn) yia T
deVTEPOYEVT TPOANYT] EYKEPAAIKOD EMEIGOOT0V dEV CLVIGTATOL G aoBEVELS pe 0EL Un KapdlogpPoikd
oy opukd eyke@oulikd encioddio 1 TIA (PA. mapdypago 4.5 kot mapdypago 4.8). Ot acOeveic Oa
TPENEL VO TAPOKOAOLOOVVTAL 6TEVA Y1 KAOE onpeio apoppayiog copmepthapovouévng g
AavBavovcag apoppayiog, E0IKE KATA TIG TPMTEG ELOOUADES TNE OY®YNG KOV UETH amd eMEUPOATIKES
KaPOLOAOYIKEG dladIKOGiEg 1 YEIpoLPYIKT eméuPacn. H tavtdypovn yopnynon e kKhomdoypéAng pe
OTO TOV OTOWOTOG OVTUTNKTIKG 0EV GUVICTATOL EXEWON UTOPEL Vo LENGEL TNV £VTOOoT TNG CLOPPayiog

(BA. mapdypapo 4.5).

Edv évag acBevic npoxettal va vtoPAndei oe Tpoypopatiopévn xeypovpytkn eréufacn yio Ty omoio
TPOoWPVA deV gival EMBLUNTN AVTIOLUOTETAALNKT OPACT), 1| KAOTLO0YPEAN ol TPEMEL VOL S1OKOTTETOL
7 Nuépeg mpv amod T xepovpyikn enéppaoct. Ot acOeveic Oa mpémel va EVILEPOVOVY TOVG 1ATPOVE KOl
TOVG 000VTLATPOVS OTL AUUPAVOVY KAOTOOYPEAN, TPV OO TOV TPOYPAUUATICUO KAOE YEPOVPYIKNAG
eméuPoong Kot Tpv amd T AMyn Kabe vEoL QoPUOKEVTIKOV Tpoldvtoc. H khomdoypédn Tapateivel 1o
xpOvo pong kot Ba Tpémetl va ypnoyLomoteital Le Tpocoyn o€ acbeveic, ol omoiot Eyovv PAGPeg pe
Téomn va, apoppaynoovy (1I010{TEPN YUOTPEVTEPIKEG KO EVOOQOAALIES).

Ot acBeveig Ba Tpémet va evnuepmBovv 6Tt 6tav Aappdvouy kKhomdoypEAn (Lovn 1| o Guvdvacud e
AX0) lowc ypelactel meplocdTEPOS YPOVOC o' OTL GLVNOME TPOKEEVOL VO GTOLUTICEL 1] OLLOppayic
Ko 0Tt BoL TPETEL VoL AvaPEPOVY OTTOONTOTE AlGVVIHOIGTN (MG TPOC TNV EVTONION 1 TN SLAPKELX)
ooppayic 6To YiuTpo Toug.

H ypfion ¢ epdma d6ong eoptiong tawv 600 mg kKhomdoypéAng dev cuvictdtol oe acheveic pe 0&D
oTEQOVINio GVUVOPOUO Ywpig avaotacn Tov ST dauotipatog Kot nhikiog >75 eT@v Ady® avénpévou
Kvduvou aipoppayiag og avtdv Tov minbuoud.

AOY® TOV TEPIOPIGUEVOV KAVIK®V dedopévev o€ acbeveig nikiog >75 etdv pe STEMI PCI kot Tov
avénpévou Kivovvou atpoppayiag, 1 xpnon eednas doong eopTiong KAomdoypéing tov 600 mg a



npénel va e€etdleTor uovo Petd amd eEatopukevuévn a&loAdynon Tov Kivohvou aioppayiog Tov
acBevoug amd Tov 1Tpo.

Opoufwmnixy Opouporeviry [oppipa (TTP)

Mol ondvia Exet avapepbel OpopPatikn @popporevikn [opevpa (TTP) petd amd ypnon
KAOTOOYPEANG, LEPIKEG POPES PETA amd Kpng dtdpketag EkBeon. Xapaktmpiletor amd Opoppomevia
KOIL JLIKPOOLYYELOTTOONTIKY] OLOAVTIKY] OVOLLLOL TTOV GUVOEETAL EITE [LE VELPOAOYIKA EVPTLLOTO, VEPPIKN
dvodettovpyia 1 pe mopetd. H TTP eivan pia Svvntikd Oavommedpog katdotaoT mTov amattel £ykoipn
YY", COUTEPILOUPOVOUEVIC TNG TAUCUAPAIPESTG.

Ernixtnty aqpogilio

Eniictnn apo@idia £xel avapepbei petd amd ypnon tng KAOmO0YPEANG. Xe TEPUTTOCELS
emPeforopévng LELOVOUEVTG TAPATACTS TOV XPOVOL EVEPYOTOINUEVNC LEPTKNG OpopfomhacTivig
(aPTT) pe 1 yopig arpoppayio, Tpénet vo e&etdleton ) eniktntn apoidia. Ot acbeveic pe
emPeParopévn dudryvoon exiktnng apo@iiiog Tpénel va aviipetoniloviot kKot va Oepamedovrol and
€101K00G Kal 1] KAOTIO0YPEAT TPEMEL VAL SIUKOTTETOL.

Tpooparo 16ya1uIKo OyYEIOKO EYKEPOMKO ETEITOOLO
o FEvopln e Oepameiog

o Xg acbeveic pe 0&0 éhacoov IAEE 1 petpiov £w¢ vyniov kvddvov IIIE, n durin
avtioponetaiokn Oepaneia (Khomdoypéin kot AX0) Ba mpénetl va Eekivd To apyoTeEPo
24 (pec PETA TNV EUOAVICT] TOV ETEIGOSIOV.

o Agv umhpyovv oToLyEin, OYETIKA [E TNV aVOAOYIO 0PEAOVC-KIVOHVOL TNG Bpoyuypoviag
dutng avtoponetaiiakig Oepaneiog oe acbeveig pe o0& éhaccov IAEE 1 petpiov émg
vynAov kvdvvov ITIE, pe 1otoptkd (Un TPavUATIKNG) EVOOKPAVING aLoppayiag.

o ZXeg aoBeveig pe un éhacocov IAEE, n povobBepaneio pe kKhomdoypéin Ba mpémnel va exva
UOVo LETA TIG TPMOTEG 7 MUEPES OO TO EMELGOO10.

o Acbeveic ue un élacoov IAEE (NIHSS >4)
AOY® ENheymg dedoUEV®V, 1 ¥PNON SUTANG AVTIOUOTETAALOKNG Bepameiag dev cuvioTdtol (PAETE
mopdypapo 4.1).

o [lpooparo élaooov IAEE 1 uétpiov éwg vyniod kivovvoo IIE oc acbeveic yia tovg omoiovg
EVOEIKVOTOL 1] TPOYPOUUOTILETOL TOPEUSacH
Agv vdpyovv dedouEVH TOV Vo VITOGTNPILoVY TN YPNOT SUTANG AVTIHOTETAALOKTG OEpaneiag o
acOeveic ylo Tovg 0moiovg evosikvuTol EVOAPTNPEKTOUN KOPOTIONG 1 Evoayyelaxn Opoufektoun, 1
o€ aobeveig yio Tovg omoiovg Exel Tpoypappatiotel Opopfdivon N aviimnkriky Oepaneia. H durin
avtwoponetaiaky Bepaneio dev cLUVIGTATAL GE VTG TIG KOTOOTAGELS.

Kovtoypwuo P450 2C19 (CYP2C19)

Doppokoyevetikn: Ze acbevelg pe meplopiopévn petafoikn wavornta tov CYP2C19, n
KAOTOOYPEAN OTIG CUVIGTMUEVEG 0OGELC oyNUOTilEL AydTEPT TOGHTNTO AT TO OPACTIKO PETAPOAITN
NG KAOTOOYPEANG Kol £XEL WKPOTEPT EMIOPOOT GTN Attovpyio TV alponetariov. E&gtdoeig sival
dwabéoipeg yuo TNV Tavtonoinom tov yovotvmov tov CYP2C19.

Eme1dn n khomdoypéin petaporiletal oto dpactikd petaforitn g ev puépet and 1o CYP2C19, n
YAPNON POPUOKEVTIKADV TPOIOVIMV TOV 0VACTELAOVY TN dpdon Tov evidIov avtov Ba avapéveTol va
€XEL WG OMOTELEG A LEIWUEVA EMITESO TOV OPACTIKOV HETOPOALTN TNG KAoTdoypEANG. H KAtviky
GLOYETION NG AAANAETdpaong avThg elvar apéfan. Q¢ TpoOAAET, 1| TAVTOYPOVN ¥PNON LIYLPDV 1
pétprov avactorémv tov CYP2C19 npénet va, anobappivetar (PA. mapdypoaeo 4.5 yio o AMota
avactorémv tov CYP2C19, BA. emiong mapdypapo 5.2).

H yprion eappokevtik@v tpoidvtov tov endyovy tn dpdorn tov CYP2C19 avauévetal va 0dnyncovy
og avénuéva emimeda PapUAKoL TOV EVEPYOL HETAPOAITN TG KAOTOOYPEANG Kat Bo pTopovcay va
€VIoYVo0oVV TOV Kivouvo aupoppayiog. [lpoAnmticd, n TautdYpovn ¥p1omn LoYVPOV ETOYOYEDV
CYP2C19 6o mpémet vo amoBappiOvetal (BA. [Tapdypago 4.5).

Yrootpauoza tov CYP2CS



IIpocoyn yperaletarl o acbeveic mov avtipetomilovial OepamenTIKA TOVTOYPOVE LE KAOTIO0YPEAT Kot
QOPUOKEVTIKG TPOTOVTa TOV givarl vooTpdpate Tov CYP2CS (PA. mapdypago 4.5).

A10.0T00pOOUEVES AVTIOPATELS UETOLD OelevomvpLoIvOV

Ot acBeveic Tpémel va aloloyovvial yia 10Topikd vaepevaiodnoiog oe Beievomupidiveg (6mmg
KAOTOOYPEAT, TIKAOTLOIVT), TPOGOVYPEAT), dEdOUEVOL OTL £xEL ovaPePOEL S1GTAVPOVIEVT AVTIOPOOT)
avdpeca og Beievorupidives (PA. mapdypapo 4.8). Ot Beievomupidiveg evogyeTal Vo TPOKAAEGOLV NTTLEG
£0¢ coPapéc aAlepYIKEG AVTIOPAGELS OTTMOC EEAVON L0, CYYELOOION IO 1] OLUOTOAOYIKES OLUCTAVPOVIEVES
avtdpdoelc Ommg OpouPomevia kai ovdeteponevia. Ot acbeveic mov eiyav avoartuéel TponyovueVn
OAAEPYIKN AVTIOPOOT) KOV OLATOAOYIKY avTiOpaoT o€ pia Bglevomupdivn evagyetatl va £xouv
avénuévo xivovvo avdmtuéng g idlag 1 GAANG avTidpaong oe Kdmola GAAN Beievomuptdivn.
YuvieTdtol Tapakorovinon tav aclevav e yvootn aliepyia oTig Belevomupidiveg Yo onueia
vrepevaicinciog.

Neppixn dvolertovpyio.

H Oepamevtikn gumeipio pe kKAomdoypéAn eival meploptopuévn oe 0c0EVEL LLe VEQPPIKT SVGAEITOVPYIA.
I't" awtd N KhomdoypéAn Ba TpEmeL va xpMGIUOTOIEITAL Le TPOGOYT 6° VTS Tovg acbeveis (BA.
Topaypago 4.2).

Hratikn dvolerrovpyio

H eumepia sivon mepropiopévn og acbeveig pe HETPLO NIOTIKN VOGO TOV UTOPEL VAL £XOVV ALLLOPPOLYIKN
nwpodidfeon. H khomdoypédn, emopévac, Bo mpénet va yopnyeital pe Tpocoyn 6° avTods TOVg
aocBeveic (PA. mapaypopo 4.2).

Exooya.

To Plavix mepiéyel Aaxtoln. Acbeveic pe omdvia kKAnpovoukd tpofiqpota dvcavetiog ot
yoAoktoln, EAMAenyn olMkng Aoktdong 1 dSucamoppoenong YALKO NG-yorakTolng dev Tpémel va
AOLBAVOUY 0VTO TO PUPLLOKEVTIKO TPOTOV.

AVTO TO QUPUAKEVTIKO TPOTOV TEPLEYEL VOPOYOVMUEVO KIKEAXLO, TO OTTOI0 UTOPEL VO, TPOKOAEGEL
OTOUOYIKESG OLOTAPOYES KOl O1APPOLaL.

4.5 Almiemopdosig pe GAA0 QOPRUKEVTIKE TPOTOVTE KO GAAES POPPES aAANAeTiOpaONG

Dapuoxevtind Tpoiovra wov cyetiloviol e kivovvo ayoppoyios: Y mopyel avénuévog kivouvog
aoppayiag Aoy g dSuvnTikng afpototikng opacns. H tavtdypovn yopnynon GopraKELTIKOV
TPOloVTOV oL o)eTilovTol pe Kivouvo apoppayiag Tpémel vo Aaufavovrat pe mpocoyn (PA.
Tapdypoeo 4.4).



AVURnKTIKG 07O TOV OTOUATOS: | GLYXOPTYNGOT KAOTOOYPEANG Kol OVTITNKTIKMV OTO TOL GTOUNTOC
dev ouvioTdTot d10TL pumopel va avENoet TNy Evtacn g aoppayiog (BA. Tapdypago 4.4). Av ko
yopynon KAomdoypéAng 75 mg/muépa dev TPOTOMOINGE TN PAPLOKOKIVITIKN TNG S-Bappopivng 1)
tov INR (31e0voig opaiomompévng oxéonc) oe acbeveic mov Aapfdavovy pakpoypovia Oepaneio pe
Bappapivn, n cuyyopnynon KAomdoypéing pe Papeapivn avéavel Tov Kivovvo atpoppayiog Adym
aveEapTNTOV AEITOLPYIOV TNG AILOGTACTG.

Avaotolelc twv vmodoyéwv e yAvkompawrteivng IIb/Ila: 1 KAomdoypéAT TPETEL VO, XPNCULOTOLEITOL LLE
wpocoyn oe acheveic Tov AaUPAvVOVY TAVTOYPOVA OVUGTOAEIG TOV VITOSOYEWDV TNG YAVKOTPWOTEIVIG
[Ib/Ia (BA. Tapdypao 4.4).

Axetvlooalikviino 0ld (AX0): to AXO dg petéfade TV 0VAGTOAN TOV TPOKAAEL 1] KAOTLOOYPEAN TNV
wpokaiovpevn and v ADP cuecdpevon Tov apomeTolmy, Vi 1 KAOTId0YpEAT evicyvoe T dpdon
oL AXO 6TV TPOKOAOVLEVT] OTO TO KOALNYOVO GUCCMOPELGT TMOV ALUOTETUAM®Y. Q0TdC0, N
TanToyYpov yopnynon S00 mg AXO V0 QoPEC TNV NUEPQ Y10, LU0, NLEPA OEV ADENGE CTULAVTIKY TNV
TAPATOGCT) TOV XPOVOL POTG TOL TPOKOAEITOL AITO TN AYN TNG KAOTIO0YPEANG. Mio QUpIOKOSVVOLIKT
oAnAenidopaon peta&d kKhomdoypéing kot AXO givar mbavr|, pe oamotédeca TV avénomn Tov
KvdOVoL atpoppayiog. Zuvemms, 1 cuYYopnynon tovg Oa mpénetl va yivetar pe mpocoyn (PA.
napdypoeo 4.4). Ilavtog, n kKhomdoypéAn kot to AXO yopnyhnkav pall yio dtdotnua péypt Eva £T0¢
(BA. mapdypago 5.1).

Hrapivy: o€ o KAVIKY HEAETN TTOV £YVE GE VYL GTOUA, 1) KAOTILOOYPEAN OEV KATEGTNOE OVAYKOICL T1
petafoin g 060Mg g nrapivng, oute HETEPaie TN dpdon g Nrapivng oty TéN. H tavtoypovn
YOPNYNON TNG NTAPIVIG OV ETNPENCE TNV OVAGTOAT TG GUCCHOPEVONG TOV AUOTETOM®Y TOV
TPOKOAEITAL ATTO TNV KAOTLO0YPEAN. Mia popprokodvuvapukn aAAnAenidpaon peta&d KAOTIS0YPEANG
Ko nrapivng etvor Tloavy, pe amotélecpa TV abENCT] TOV KIVOUVOL OLLOPPAYing. ZVUVERMG, M
ovyyopnynon tovg Oa mpémnel va yivetor pe mpocsoyr| (PA. mapdypopo 4.4).

Opoufiolvtind: 1 ACEAAELN TNG TOVTOYPOVNG YOPNYNONG KAOTIOOYPEANG, EIOIKDV 1 LT Y10 TO IVADOEG
OpoppoivTikdv Tapaydvimv kot nrapvav aloloyninke oe acbeveig pe 0E0 Epppaypa Tov
pookapdiov. H cuyvotnta epepavion KAMVIKG OHOVTIKAG OULOPPAYING NTOV TOPOIOL0 LE VTN TOV
napatnpnOnke, 6tav ta OpopufoArvtiKd eappoka Kot 1 nrapivi cuyyopnyndnkav ue AXO (PAére
Tapdypoeo 4.8).

MZEAD: oe pia KMviKT LEAETN OV £yve GE VYIEIG €0EAOVTEG, 1 TAVTOYPOVN YOPNYNON KAOTIOOYPEANG
Kot vorrpo&évng avénoe ) AavOavousa andAELN. AiOTOg 0o TO YOoTPEVTEPIKO. 26TOGO0, AOY® TNG
EMheyng pehetdv aAAnAenidpaong pe Ao MEAD givor mpog To Tapdv AdlELVKPIVIOTO 0V VTTAPYEL
avénuévog kivouvog arpoppayiog omd to yooTpevieptkd pe Oha ta MEAD. Xvvenmg, to MEXAD
ocoumepopuPavouévey Tov avasTtoré®mv e kapPo&uAidong Cox-2 kat 1 KAomidoypéAn Oa npémnel va
cuyyopnyovvral pe tpocoyn| (PA. mapdypapo 4.4).

SSRIs: epdcoov o1 SSRIs ennpedlovv v evepyomoinon TV aponetoliov Kot av&avouy Tov kivouvo
aoppayiag, n Tavtodxpovn xoprynon t@v SSRIs pe kKhomdoypéin TpEmel va yiveTal e TPOGOYN.

AMeg towtoypoves Ospameicg:

Enaywyeig tov CYP2C19

Agdopévov 6t 1 KhomdoypéAn petaPoriletal pepikmdg otov evepyo petafoiitn g and to CYP2CI19,
N XPNOT PUPUAKEVTIKMOV TPOIOVTMOV TOV EXAYOVV T SPACTIKOTNTA ALTOV TOV VDOV aVOUEVETOL VO,
001 YNGOLY 6g aVENUEVA EMITESO QPOUPLLAKOV TOV EVEPYOD UETAPOAITN TG KAOTIOOYPEATG.

H pwpapmikivn endyet évrova 1o CYP2C19, pe amotélecpa 1060 v aHENGCT TOV EXLTESOV TOV
EVEPYOU LETOPOAITN KLOTLOOYPEANC OGO KOl TNV OVOGTOAN T®V OUOTETAAI®Y, YEYOVOC TOV EOIKOTEPQL
umopel va evicyvoet Tov Kivovvo arpoppayiag. o mpoAinmtikovg Adyoug, 1 Tavutdypovn xpnon
woyvpov eraywyéwv CYP2C19 0a npénet va amoBappvvetal (PA. Tapdypoao 4.4).

Avaotoleig Tov CYP2C19



Ene1dn n khomdoypéin petafoiriletor ev pépetl péow tov CYP2C19 yia vo TpokdyeL 0 dpaoTikog
UETOPOAITNG TNG, M| XPTION POPUUKEVTIKOV TPOTOVI®V TOL AVAGTEAAOLV TN OpAcT) avTov ToLv EVIDILOL
avOopEVETOL OTL Ba €xEl OC OTOTEAEC U HELOUEVO ETIMEON TOV OPAGTIKOD PETAPOALTN TNG
Khomdoypéine. H khvikn cuoyétion g aAAnienidpacng avthg eivar apéforn. Qg mpoeviaén, N
TAVTOYPOVT YPNOT IGYLPOV N LETPLOV avacToréwv Tov CYP2C19 mpénetl va amobBappuverar (BA.
mapaypdeovg 4.4 kot 5.2).

DopuakevTikd TpoidvTa Tov eival woyvpoi N pétprot avaotoreic tov CYP2C19 neptlappdvovy, yia
TOPASELY O, TNV OUETPALOAT Kal TV EcOUETPAlOAN, TN PAovPoEauivn, T eAovoetiv, T
pokAofepion, t Popucovaloin, T eAovkovaloAn, v TikAomdivn, tnv kapPapalenivn kot tnv
epaPrpévin.

Avactoleic g AvtAiiag [potoviov (AAIL):H yopriynon 80 mg openpaloing spdmoé nuepnocing, site
GTOV 1010 (poOvo e TNV KLomdoypéA, gite pe 12 dpeg peta&h Tmv yopnynoemv Tov 600 Papuikmv,
peimoe v ékBeom tov dpactikov petafolritn katd 45% (56om edptiong) ko 40% (56om
ocvvtipnong). H peimon oyetiomnke pe 39% (860m @optiong) kot 21% (866 cuviinpnong) peiwon mg
OVOLGTOANG TG CLGCMPEVOTG TV oponetariov. H ecopenpaloin avopévetat va £yel TapOLOLOL
oAANAETIOPOOT) LE TNV KAOTLOOYPEAN.

AVTIQATIKA OEOOUEVE V1Ol TIG KAMVIKEG ETITAOKES OVTHG TNG POPUOKOKIVITIKNG
(OK)/pappaxodvvoutkng (PA) arinienidpaong avapopikd pe peilova kopdiayyelokd coppapato
&yovv avapepOel amd peléteg mapaTnpnong Kot KAViKEG HeEAETEC. G TPOPUANEN; 1 TAVTOYPOVT YPNON
openpaldine N ecopenpaldoing npénel va amobappovetat (BA. mapdypago 4.4).

A1yoTepO £VTOoVvEG LEIDTELS TNG £kBeomc Tov petaforitn €xel mapatnpndet pe v mavrompaloin |
AavoompalOAn.

O1 GLYKEVIPDOGELG OTO TAAGO TOV dpAcTIKOD peTaforitn peimbnke katd 20% (d6om poOpTioNg) Kot
katd 14% (d6om cvvtpnong) Kotd tn StapKewd TG TavToOYpOovng aywyns te 80 mg mavtonpalding
€Qamag nuepnoine. AVTO CLUGYETIOTNKE LE LEIMOT) TG HECTC OVOGTOANG TG GVCCMOPELONG TWV
apometariov kotd 15% kot 11%, avtictoyo. Ta aroteléopata avtd deiyvovv 0Tt 1 KAOTISOYPEN
umopel va yopnyeitot pe tnv mavtompaloAn.

Agv vapyovv oTotyeio 0Tt GAAL QUPLOKEVTIKA TPOTOVTO TOV LELOVOLY TA YOOTPIKE 0EEn Ontwc ot H2
OTOKAEIGTEG N TO AvTIOEIVOL EMNPEALOVY TNV AVTIUOTETAALOKT OpAoT| TG KAOTOOYPEANC.

Evioyvuévn avtipetpoixn Oepameio (ART): Ot acBeveic pue HIV mov vroPailovtal 6€ eVIGYLUEVT
avtipetpoikn Bepameio (ART) datpéyovv LYNAO KIVOLVO ELPAVIONG OYYEOK®DY GUUPOUATOV.

‘Exel mapatnpnfel onpoavtikn peimon g avasToAng Tov olponeTaAiinv o€ acbeveig ue HIV mov
é\oPav Bepomeio pe prrovaPipn N pe koumioiotdtn - evioyopévn ART Oepamneio. [Taporo wov n
KAVIKT] GUVAQPELD, 0VTOV TOV gupnudtov elvat aféfom, vaipEay avbdpunteg avapopic achevav pe
HIV mov vrofAndnkav o€ aywyn pe prrovafipn, evioyvuévn ART, ot omoiot epedvicay enavactévoon
petd omd ™ Aon g oamdepaéng N uetd and Opoufotikd cOUPapa VIO TPOYPUUUATICUEVNC
Oepamneiog poptiong pe Khomdoypérn. H péon avacstoln tov aponetoriov propei va peiwbei pe myv
TAVTOYPOVT] YPNON KAOTOOYPEANG Kol prTovafipng. ZVVETMS, 1) TOLTOYPOVY XPNOT KAOTISOYPEANG e
gvioyvuévn ART Oepamneia 0o npémnel va amobappuvoet.



Alo eopuaKeLTIKG Tpoidvta: 'Evag aptBpoc KMvik®v HeAeTdv £xovv Yivel Le TV KAOTIO0YPEAN Kot
AL GLYYOPNYOVUEVO, QUPUOKEVTIKA TPOIOVTA, (OGTE Vo EpgLVNOEL 1| SUVATOTNTO PAPUAKOSVVOUIKOY
KO QOPUOKOKIVITIKOV 0AANAETOpaoemV. Agv mapotnpiOnKay KAVIKE GNUOVTIKES
QOPLAKOOVVALIKEG AAANAETIOPAGCELS, OTOV 1) KAOTOOYPEAT GLYYOPTYNONKE e aTEVOLOAT, VIQEdTivN,
N pe cuvdvacud atevoloing kot vieedumivng. Emimiéov, N papuokodvuvaukn dpdon g
KAOTIOOYPEANC OEV ENMMPEACTIKE GNUAVTIKA LLE TT) GLYYXOPNYNOT PovoPapPitdAng 1 016TpoyoVmV.

H pappokoxivntiki g oryo&ivng 1 g Bgo@uArivng de petafAndnke e ™ cvyyopynon g
Khomdoypéine. Ta avio&iva de petéfarav to Pabud e amoppdPnoNg TG KAOTIO0YPEANG.

Agdopéva amd v perétn CAPRIE vrodeikvoouy 6t 1 patvutoivn Kot 1 ToABoutapidn, ot omoieg
petaforifovror amd to CYP2CY, pmopovv vo cuyyopnyndovv e acpaielo pe TV KAOTIO0YPEAT).

Doppokevutikd Tpoidvia mov givar vrootpopata tov CYP2CE: H khomidoypéin €xet derybel 6Tt
avéavel v ékbeon ot pemoayAvion oe vyieic ebehovtéc. Meléteg in vitro Exovv deilel 6t n avénon
g ékBeomng ot pemayAvion gival Adym g avaotoing tov CYP2C8 and 1o yAvkovpovikod
petafoiitn g kKhomdoypéing. EEattiag Tov Kivduvou avénpévmy GUYKEVIPOCE®MY 6TO TAAGUA, 1|
TAVTOYPOVT XOPNYNON KAOTOOYPEANG Kol Papuakmv oL ekkabapilovtal kupimg pécw petafoAicopon
amo 1o CYP2C8 (m.y., pemayhvion, makArta&éAn) npénel va yivetol pe mpocoyn (PA. mapdypoaeo 4.4).

Ext6¢ amd 11g mAnpoopieg yio aANAETIOPAGELS e CUYKEKPIUEVO, QOPIOKEVTIKA TPOIOVT TOV
TEPLYPAPOVTOL TOPATAV®, OgV Exovv dteEaybel ueréteg aAAnAemidpacng tng KAOTIOOYPEANG UE UEPIKL
(QOPUOKEVTIKG TPOTOVTA TOV YOPNYOUVTOL cLYVE o€ acbeveic pe abnpobpoufwtikn acbévela. Qotoc0,
aofeveic mov cLUUETEL OV OTIC KAMVIKES SOKIUEG pe TNV KAoTdoypéAn Ehafay o Totktiia
GLYYOPNYOVUEVOV QPUPUAKEVTIKOV TPOTOVIMV GCUUTEPIAALBOVOLEVOV TMV SLOVPNTIKAOV, TV -
OVOGTOAEMV, TOV AVTOYMVIOTOV TOV LETATPENTIKOV VEDUOD TNG ayyelotacivng (avactoieic MEA),
TOV OVTAYOVIGTOV SIOAWOV acBECTION, TOV TOPAYOVIOV LEIMOTG TV EMTES®V JOANOTEPOANG, TV
OYYELOO0GTAATIKOV T®V GTEQUVIOI®Y ayYEI®V, TOV AvTIOOPNTIKOV TopayOdvVT®V
(cvumepAapfovoprévng T VGOLAIVIG), TV AVTIETIANTTIKOV TOPUYOVIMV KOl TOV OVTOY®VIGTOV TV
VIodoyEmV NG YAvKonpwteivng 1Ib/Ila ywpic svpipata KAVIKA GNUOVTIKOV oveETOOUnTOV
OAANAETIOPAGEWDY.

Onwg kot pe GAAOVG amd TOL 6TOUATOG aVAGTOAEIC P2Y 12, 1 GLYXOPTYNOT OY®VIGTOV OTIOEOMV EYEL
T SvvaTOTNTO Vo KABVGTEPNOEL KO VO LELDMGEL TNV ATOPPOPNON TNG KAOTIO0YPEANG TBAVMDG AOY®
¢ Bpadeiog yaotpikng kévoons. H kKAvikn onpacio dev eivar yvootn. EEetdote T yprion €vog
TOPEVTIEPIKOD OVTIOUOTETOAOKOD TapayovTa o€ acheveig pe oD oTe@AVINio GVVOPOUO TOV OTALTOVY
GLYYOPNYNON HOPOIVIG 1] GAA®V AY®OVIGTMV OTIOEWMV.

PocovPactativn: H khomidoypéin €xet deybel 6t avéaver v ékbeom ot pocovPactativn o
aocBeveic xatd 2 popég (AUC) ko 1,3 popég (Cmax) petd tn yopnynon doong khomdoypéing 300 mg
rkat kKotd 1,4 popég (AUC) ywpic enidpacn ot Cmax petd omd enavarapiPovOorsvr Yopiynon LG
d0omg KhomdoypéAng 75 mg.

4.6 Tovipétnra, kONon km yorovyio

Konon

Eme1dn dev vmdpyovv KAviKG ded0UEVO GYETIKA UE TNV £kBeoT 0TV KAOTOOYPEAN KATA TNV
€YKVUOGHVN, EVOL TPOTOTEPO VO [N ¥PNCILOTTOLEITAL 1] KAOTLOOYPEAT KATE TN OLEPKELN TNG
EYKLVHOGHVNG G HETPO TPOPVAAENG.

Meléteg oe {da dev KoTESEIEAY AUETES 1) EUUECES EMKIVOVVEG EMTTMOGELS GTNV EYKVUOGUVT, GTNV
avamtuén Tov gUPpvov, GTOV TOKETO N 0TN PeTayeEVVITIKN avamTuén (PA. mapdypapo 5.3).

Onloouog

Eivar dyvaooto gdv 1 kKhomdoypédn anekkpivetrol oto avOpamvo untpikd yéio. Meréteg oe {da
KOTESEIENY AMEKKPLOT TNG KAOTIOOYPEANG OTO UNTPIKO YaAL. Q¢ HETPO TPOPOAUENGS, 1 Yolovyia dev
0o Tpémel va cuveyileton kotd T didpkela g Oepaneiog pe to Plavix.
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Toviuotnro
H xhomidoypéin dev éxel kotaderyOel 0tL emnpedlel T yoviudtnto o€ peréteg pe (ma.

4.7 Emdpdaoeig 6TV IKavOTNTA 0011|061 KOL (EIPICLOD PN EVILATOV

H rhomdoypéin dev £xet Kopid 1 £xEl aonUOvTIn EXIOPOCT GTNV IKOVOTITA 0dNYNONG Kol YEPIGUOD
unxovnudToy.

4.8 AvemOounteg evépyereg
Lepiinyn tov Tpopil aopdleiog

H acpddeia g khomdoypédng a&loroyndnke og nepiocdtepovg and 44.000 acbeveic mov Exovv
GUUUETACYEL O€ KAMVIKEG HeEAETEC, cupneptlapPavopévov tepiocdtepov and 12.000 achevdv Tov
éxovay Oepameia yio 1 xpovo 1 TeptocdTEPO. ZVVOMKCE, 1| KAOTIO0YPEAT 75 mg nuepncing NTov
ovykpiown pe 1o AXO 325 mg nuepnoing otn perétn CAPRIE, aveaptnta amd v niia, To pOAO
Ko T LAN. Ot KAMVIKG GUVOEOUEVEG LE TO PAPLOKO OVETBVUNTESG EVEPYELES IOV TOPATNPNON KAV OTIG
perétec CAPRIE, CURE, CLARITY, COMMIT kot ACTIVE-A mepiypdeovtal mopakdto. Eni mAéov
g epmelpiag amd Tig KMVIKEG peAéTeg, avemBounteg evépyeleg £xovv emiong avaeepbei avbopuntmg:

H owpoppayia etvar 1 To cvyvn avtidopacn mov avapipnike 1060 o KAVIKEG LEAETEC OGO KO LIE
Baon v gumepio LETd TNV KLKAOQOPIQ, TOV TPOIOVTOG GTNV ayopd, OOV ovapEPONKe KLPIME KoTd TN
dlapKeLn TOL TPMTOV PNVo. TG Bepameiog.

e aoBeveic g pedétng CAPRIE mov éhafav Bepaneia gite e kKhomidoypéln eite pe AXO, 1
GLVOMIKY] GUYVOTNTO KAOE €ld0vg arpoppayiog fTav 9,3 %. H cuyvotnta epedviong copfapmv
TEPICTOTIKAV NTOV TOPOLOLA Y10 TNV KAOTO0YpEAT kot To AXO.

> peiétn CURE, dev mapovcidotnkay emtmAéov ueiloveg atuopparyieg e Tov GuVOLOoUO
Khomdoypéing pe AXO o€ didotnua 7 nUEPOV PETE TNV EXEUPACT ALOPTOSTEPAVIOINS TAUPAKAUYTG,
o€ aobeveig mov otopdtnoay tn Oepaneio TEPIGGOTEPES OO 5 NUEPESG TPV T1| YELPOVPYIKN EXEUPAON.
Y& aoBeveic mov cuvéyiGay TNV ay®yn evtog 5 nuep®@V and TV eTEUPOCT] 0OPTOGTEQOVIAING
TAPAKALYTG, 1] CLYVOTNTA TV ENEI00diV NTav 9,6% yia v KAomdoypéin pe AZO xot 6,3% yo To
gKovikd pdppoko pe AXO.

> perétn CLARITY, vanpye cuvoAlkn adéNcT TV QUOPPAYLDY GTNV OUAd0 KAOTIO0YPEANG LE
A0 évavtt g opdadag gikovikod eapudxov pe AXO. H cuyvotmra eupdviong peilovog arpoppayiog
nrav mopdpotd Letald Tov dVo opddwv. Ta amoTEAEGHLOTO OVTA 1oYVOVVY KO Y10 TIC VITOOMAOEG
acBevav onwg opilovial amd YOPUKTNPLOTIKG avapopdg Kot amd Tov TOTo TG Depameiog pe
Opoppoivtikd N nropivn.

2 perétn COMMIT, 10 cuvoMKO TOGOGTO UT| EYKEPAAKNG Leilovog atpoppayiog 1 YKEPAAIKNG
aoppayiog oy YOUNAd Kot TopOUOI0 EVIOG TV dV0 OUAd®V.

2 perétn ACTIVE-A, 10 060016 ¢ peilovog apoppayiog NTov LEYUADTEPO GTNV OUAO0 TNG
Khomdoypéng + AXO &vavti TG opddag E1KovViKoD gappdakov (6,7% évavtt 4,3%). H peilov
apoppayio NTav Kupimg eEmKpaviakng TpoéAevong Kot oTic 600 opades (5,3% otnv oudda
Khomdoypéng + AXO- 3,5% otnv opdda etkovikol pappdakov + AX0), kuping arnd 10 YooTpeEVIEPIKO
ocoMva (3,5% évavtt 1,8%). Yanpée o abEnom tng evOoKpavIaKnG aLoppayiog 6Ty Opuada aywoyng
pe Khomdoypéin + AZO cuykpivopevn e v opdda gikovikod eappakov + AX0 (1,4% évavtt 0,8%
avtiotoya). Aev VINPEE GTATIGTIKG GNUOVTIKY S10POPA GTA TOGOGTA TV BAvaTnPOPOV AHLOPPAYIOV
(1,1% oty opdda khomdoypéing + AXO kat 0,7% oty opdda gikovikod eappdkov + AX0) kat Tov
ALLOPPAYIKOD ayYEIOKOD EYKEPUAKOV enelcodiov (0,8% kot 0,6%, avtictorya) peta&d Tmv ouddwy.

v perétn TARDIS, ot acBeveig pe mpdo@aTo 10y oUKd EYKEQOMKO EMEICOO10 TOV EAAPOV EVTOTIKY
avtoponetailokn Oepameio pe Tpia papuokevTikd tpoiovto (AXO + kKhomdoypéAn + SmuptdapoAT)
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EUPAVICAV TEPIGGOTEPN GLLOppayio Kot otpoppoyio LeyaAbtepng coPapodTnTog o€ GUYKPION EITE UE
povoBepameio pe KAOTIO0YPEAT giTe e cuvovacud AZO Kol SITUPOAUOANG (TPOCAUPHOGUEVO KOIVO
OR 2,54, 95% CI 2,05-3,16, p<0,0001).

Kataloyog twv avemBountwv evepyeimy o€ uopen wivaxa.

AvemBountec evépyeleg Tov gite pQAvioTNKAY KOTA TN S1dpKeLn TOV KAVIKOV PLEAETOV glTE
avaépOnkav avbopuntog Tapovoidlovral 6tov Tivaka Tov akoAovdel. H cuyvotntd tovg opileton
pe Baon tig akdrovbeg mapadoyéc: ouyveg (>1/100 émg <1/10)- oyt cuyvég (=1/1.000 ¢wg <1/100)-
onavieg (>1/10.000 €wc <1/1.000)- moiv ondvieg (<1/10.000), un yvootég (dev pmopoldy va
extyunovv pe Baon ta dSwbéoua dedopéva). Eviog kabe katnyopiog cuxvotntoag ELeAvIong, ot
avemBounteg evépyeleg mapotifeviot katd edivovoa celpd cofapoTnToc.

Kotmnyopia Yoyvég Oy ovyvég Yravieg IIoA¥ omavies, pn
Opyoaviko YVOOTEC
oot

Awtopayég Tov ®popPomnevia, Ovdeteponevia, Opopfmtikn

OLLOTTOTIKOD AevkKomevia, ovumeptloppavo- | Bpoppomevikn

KOl TOVL NOcIvoeAia HéVNG ™G mopevpa (TTP) (PA.

AgppUCOD cofopng napdypoeo 4.4),

GLOTNOTOG 0VOETEPOTEVING OTAQCTIKY OVOLUQL,
TOVKLTTOPOTEVIA,
OKOKKLOKLTTOp oL,
coPapi
OpouPomevia,
EMIKTNTN Apoeiiia
A,
KOKKLOKVTTOPOTEVIQL,
ovorpiol

Kapdroxég >vvopopo Kounis

SloTapoyEg (ayyeloocvomaoTiKn
OAAEPYIKT oTNOdYYN/
OAAEPYIKO EUPPOyOL

TOV HVOKaPdiov) 6TO
mAoiclo avtidpoaong
vrepevocnciog
AOY® NG
Khomdoypéing*

12




Awotapoyég Tov Opovoaia,
OVOGOTOTIKOD AVOQUAUKTOEDELG
GLGTNLOTOG avTdpacelc,
(POPLOKEVTIKN
vrepevaictnecio
AOY®
SLOGTAVPOVUEVG
avtidpaong ovaueso
o Belevomupidiveg
(6mwg Tk omdivn,
TPacovypEAN) (PA.
Topaypoeo 4.4%),
OVTOAVOGO GUVOPOLO
KOATA LVGOVAIVIG, TTOV
umopel vo odnynoet
oe coPapn
VIOYALKOLLI,
Wuitepa o acbeveig
pe vmdétomo HLA
DRAA4 (mo cuyvo
GTOV LOTOVIKO
mAnBvoud)*
Yoylatpikég Yevdaobnoetg,
drotapoyég oVYYLGN
Awotapoyég Tov Evdoxpaviokn Awotapoyéc g
VELPKOV opoppayio YELONG, ayeLGia
GLOTILLOTOC (avapépOniov
OPLOUEVEC
TEPUTTMOELS LIE
Boavatneopo
ekPaon),
KEQOAQAYiQL,
napoicOnoia, LaAn
OpBaipuég Ayoppayieg Tov
dratapoyég 0pOaAL0D
(emmepukoToC,
gvoopdia,
aUEIBANGTPOEIBOVE)

Awotapoyég Tov
®TOG KOl TOV

Tayyog

AafopivBov

Avyyelokég Aydtopo YoBapn aoppayia,

SroTopayég ooppayio omd 1o
EYXEPNTIKO TPaVLLO,
ayysttda, vrdtaon

Awtapoyés tov | Eniotaén Awoppayio amd v

OVOTTVELGTIKOV OVOTTVEVGTIKT 000

GLGTNLOTOG, (oupomTLON,

oL BPOKa Ko TVELLLOVIKN

TOV aoppayia),

pecobwpakiov Bpoyydomacuoc,
ddipeon
TVELUOVITION,
NOGIVOPIAIKT|
Tvevovio
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Awotapoyég Tov
YOG TPEVTEPIKOD

Awoppayio
TOL
YOOTPEVTEPL-
KOV GOANVA,
dlappota,
KOWAOKO
ahyog,
dvomeyia

Taotpikd Ehkog Kot
OWAEKADAKTVAIKO
é\Koc, yaotpitida,
éuetog, vavtia,
dvokotmdtTa,
UETEWPIOUOG

OmicBomepirovai-
K1 apoppayio

laotpevtepikn Kot
0m1e00TEPITOVOIKT
ooppayio pe
Bovatneopo ékPaon,
TOYKPEATITION,
KoAiTda
(ovumeptiapfovo-
HEVNG TNG EAKMOOVE
1N AELPOKVTTOPIKNG
KOAMTI30G),
oTopatiTidn

Awotapoyég Tov
NTATOG KOl TWV
YOANPOP®V

Oéela nrotikn
OVETAPKELDL,
nratitda, un
(QUVGIOAOYIKES
SoKIUOGIEG NTATIKNG
Agrtovpyiog

Awtapoyég Tov
OEPUATOG KOt
TOV VTTOSOPIOV
16700

Mororog

E&avbnpoa, kvnopog,
aoppayio omd to
déppa (Topevpa)

[Mopporivydong
depuatitida (to&kn
EMOEPUIKT
vekpolvon,
ovvopopo Stevens-
Johnson, ToAvpopeo
gpvbnpua, ofeia
YEVIKEVHEVT
eEavOnpoTikn
QAVKTOIVOOT
(OI'ED)),
ayye1001onua,
oLVOpPOLO
QOPLAKOETOYDLLEVIG
vrepevasnoiag,
QOPUOKEVTIKO
e&avonuo pe
NOGWOPIALN Kot
GUGTNUOTIKG
GUUTTAOLOTO
(DRESS),
epLONUOTOIEC N
ATOPOAMOMTIKO
e&avonuo, kvidmon,
éxlepo, opaidg
Asymvog

Awrtapoyég Tov
OVOTOPOY®Y1-
KoV
GUGTNHOTOC KOl
TOL LOGTOV

Tvvawopaoctio

Awtapoyég Tov
LVOCKEAETIKOD

GUGTNHOTOC KOl
TOV GULVOETIKOV
1670V

MUvooKeLETIKT
opoppayio
(aipapbpo),
apbpitida,
apBpaiyia, poadyio

Awotapoyéc TV
VEQPPOV KL TOV
oVPOPOPWV
000V

Awatovpia

Yrelpapatoveppitt-
da, avénuévn
KpeoTvivn aipotog
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Tevucéc Awoppayia [Mvpetdg
Satapoyéc kar | ot 0éom

KOTOOTACELG TOPOKEVTN-

g 0500 ong

xopfiynong

TMoapaxAvikég [MapateTapévog

eketdoelg ¥POVOG pois,
UEW®UEVOG aplOpog
0VOETEPOPIADYV,
peltopévog aptBpdc
opoTETOAM Y

* TIAnpopopieg mov oyetiloviat e TV KAOTIOOYPEAT LUE «LUT| YVOGTI» GLYVOTNTO.

Avapopd mhavoAroyovuevev ovemfBounTev EVEPYELOYV

H avagopd mbovoroyoduevov avemBountov evepyelmv PETH amd T yopnynon &delog kuklopopiog
TOL QUPUAKEVTIKOV TPOTOVTOG Elvar onuovtikn. Emitpénet T cuveyn mapakolovdnen e oyéong
0PEALOVG-KIVOVVOL TOV QUPHOKEVTIKOD TPOTOVTOC. ZNTEiTal 0d TOVG ETAYYEAUATIEG TOL TOUEN TNG
VYELOVOLUKNG TTEPIBOAYNG VO AVAPEPOVY OTOIEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELES
UEG® TOL €6VIKOD GLOTHLOTOC AVaPOPAG TTOV avaypdeetat oto [apdptnua V.

4.9 Ynegpoocoroyia

Yrepdocoroyia LETE amd YOpnYNOT KAOTIO0YPEANG LWITopEL va, 00N YNOEL 0 TOPATACT) TOL YPOHVOL
POTG KOl EMaKOA0VOES apopparyikég emmAokés. Eav mapatnpnBoiv aipoppayieg Oo mpémel va
e€etaotel mow etvor 1 KATGAANAN oyyn.

Agv &xet Bpebet avtidooto TG @apUaKOAOYIKNG dpdiong TG KAomdoypEAns. Edv amatteiton dpeon
d1opbmon Tov TaPATETOUEVOL YPOVOV POTG, N UETAYYIOT OUULOTETOAM®Y UTOPEL VO OVOGTPEYEL TO
OTOTEAECLOTA TG KAOTLOOYPEANG.

5. DOAPMAKOAOTI'IKEY IAIOTHTEX
5.1 ®@oppokodVVOPIKES 1O10TNTES

DoppokohepamenTiK KaTnyopio: OVUGTOAELS GVCCOPEVONG AUOTETAAI®V EKTOC NTAPivIG,
kwdwog ATC: BO1AC-04.

Muyoviouog dpdong

H «homidoypédn elval Eéva Tpo@apLaKo, EVOg amd TOLG LETABOAITEG TOV 0TToloL gival AvaGTOAENG TNG
oLGOMPELOTNG TV aponetaliov. H khomdoypéin tpénel va petaforiotel amd ta Evivpa Tov
CYP450 yia va mopdéet To dpaoTiKd HETAPOAITI TOV AVAGTEALEL TN GUGCMPELGT TV OUOTETAAIWDV.
O dpaocTikdg LETAPOAITNG TNG KAOTOOYPEANC EKAEKTIKA OVOGTEALEL TN GVLEVLEN TNG SPOCPOPIKNG
adevooivng (ADP) ue tov vodoyéa P2Y 12 tov arpometadmv kat tnv exakdAovdn evepyomoinon,
péom g ADP, tov cupmiéypatog g yAvkompwteivng GPIIb/Illa, avactéAlovtag pe Tov Tpdmo avtd
T1 GLGGMPEVCT| TOV UUOTETAAIOV. AOY® TNG UN ovooTPEYIUNG oVLEVENG, Ta ekTEDELEVOL
OHOTETAALY EMNPEALOVTAL Y10 TO VTTOAOITO TOV YpOvov Lmng Tovg (Kot Tposéyyion 7-10 nuépec) Ko
1 AVAKTNGOT TNG PUGIOAOYIKNG AEITOVPYiOG TV alponeTtaAinv cupufaivel pe pudud avaioyo pe 10
pLOU6 avavémong tov aponeTaliov. H cuesompevon tov aponetaliov, Tov TpoKaieitol amd
aywviotég dAAovg omd v ADP, avacstéddetal, Emiong, amd TNV TOPEUTOIIOT TNG EVIGYVONG TNG
gvepyonoinomng amd v amelevbepovpevn ADP.

Emedn] o dpaotikdg petafolritne mpokvmtel and ta Evivpa tov CYP450, opiopéva and ta onoia
TOPOVGIALOVY TOAVUOPPICUOVG 1) VITOKEWVTOL GE OVAGTOAT 0O GALD QUPLOKEVTIKA TPOidvTa, deV Oa

£yovv 6Ao1 o1 acbevelg EmaPKT OVOGTOAN TOV AUOTETAAI®DV.

DaprarodVVOIKES ETIOPAOEIS
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Eravaiapfoavopeveg d0celg Tmv 75 mg tnv NUEPO TPOKAAEGAY GNUOVTIKT OVOCTOAN TNG
nmpokaiovpevnc and v ADP cuccdpevong Tov aponetorov and m tpmtn nuépa. H avacstoin
vt ovénonke TpoodevTiKd Kol EpTace o€ otafepd emimeda HeTa&y Tng 3ng Kot 7ng nuépag.
otafepn KATAGTOON, 1| OVOGTOAN TNG AUOTETAALNKTG CLGGOPEVONG TOV TOPATPNONKE Le 6OoN

75 mg v nuépa, nTav g 1aéng tov 40 % g 60 %. H cuoodpevon tov arponetoiimy Kot o
xpOvog pong emaviABay otadlokd ot apykd emineda, YEVIKA HEGH GE S5 NUEPEG LETA TN SLOKOTT TNG
Oepaneiog.

KAwvixn aroteleouotikotyro. kot aopalsia

H aocpdieia kot 1 amoTeAeoUATIKOTNTO TG KAOTOOYPEANG ExEl 0EtoAoyN0el oe 7 SIMAEG-TVQAES
ueAéteg otig omoieg cvppeteiyay méve and 100.000 acbeveic: n CAPRIE, pia pelétn chykpiong g
Khomdoypéing évavtt tov AXO kot ot CURE, CLARITY, COMMIT, CHANCE, POINT ot
ACTIVE-A, pehéteg o0yKpiong tng KAOTIO0YPEANG EVOVTL ELKOVIKOD QOPLAKOV, OOV KAl TO. VO
QOPUAKEVTIKG TPOTOVTA YopnyHONnKay og cuvdvacud pe AXO ko GAAN cvykekpuévn Bepameia.

Tlpooparo Euppoyuc T0v HLOKAPAIIOD, TPOTPYATO AYYELOKO EYKEPOAIKO ETELTOOLO 1] EYKOTECTHUEVH
TEPLPEPLKT OPTHPLOKY VOTOS

H perétn CAPRIE copnepiérafe 19.185 acbeveic pe abnpobpoupwon, mov giye ekdniwbei pe
TPOGPATO ELPPAYLLO LLOKAPOIOV (< 35 NUEPES), TPOGPATO IGYOUKO OYYELNKO EYKEQPUALKO EMEIGOOI0
(peta&y 7 nuépeg Ko 6 unveg) N eyKkatestnuévn meplpeptkn aptnptokn voco (ITAN). ‘Eywve
TUYOLOTTOINGT TOV AcHevdV 68 Opddeg KAOTIB0YpEANG 75 mg/Mmuépa ] AXO 325 mg/muépa Kot m
mapokorlovOnon dmpkece yua 1 €wg 3 ypdvia. ZTnv vroopdda e EPEPayLLE TOL pvokapdiov, ot
ePLocoTEPOL ad Tovg 0lobeveic Edapav AXO yua TIg TpDTEG Ayec NUEPES LETA TO 0ED EUEPAYLLL TOV
pvoxapdiov.

H «homidoypéln peiwoe onpavtikd T cuyvotTnTo ELEAVIONG VEOV IGYULUIKOV EMEIC0dimV (cUVOETO
TEAKO onueio aloAdyNoNe EUPPAYIATOC TOL LVOKAPIIO, IGYALUIKOD ayYEINKOD EYKEPAUAIKOD
€MEI00010V Kot Kapdayyelokod BavaTov) cuykpvopevn pe AZ0. Xpnoluonoidviog To LOVTEAD
OTATIGTIKNG OVAALONG Le oKomod TNV Bepameia, 939 eneicdd1a EETAGTNKAV GTIV OUAOO TNG
Khomdoypéing, kot 1.020 eneio6dia pe AXO (ueiwon tov oyetikov kvdvvov (RRR) 8,7 %, [95 % CI:
0,2 émg 16,4], p=0,045), mov avaroykd onpaivel 61t o€ kdbe 1.000 acbeveic mov EraPav aywyn eni 2
xpovia avtiotoryovv 10 [CL: 0 émg 20] emmpocbetor acheveic mov mpoELALYONKAV Ad VEO 1GYALUKO
EMELG0010. AVAALGT TNG CLVOMKNG OVNOIUOTNTOC MG SEVTEPEVOV KATOANKTIKO oreio dev £deiée
Kdmolo oNUAVTIKY dtapopd peta&d g KAoTdoypéANg (5,8 %) kat tov AZO (6,0 %).

€ o ovaAVGoT VTOOUAS®Y aVE KATAGTACT] (EUGPAYLLN TOV HVOKAPSIO, IGYOUKO Oy YELNKO
£YKePOAKO emelcdd1o kat ITAN) 1o 6¢pelog amodeiydnke péyloto (ETTVYYAVOVTOC GTUTIOTIKN SLOPOPd
p=0,003) ¢ acBeveic mov giyav copmepiinedei Aoyw [TAN (18iwg o€ ekeivovg mov giyav emiong
10TOPIKO ELPPAyRaTos ToV puokapdiov) (RRR = 23,7 %, CI: 8,9 émg 36,2) kot pkpdtepo (Ox1
ONUAVTIKA d10popeTikd amd AX0) og acbeveig pe ayyelaxod eykeeaikd enelodolo (RRR =7,3 %, CI:
-5,7 éwc 18,7 [p=0,258]). Xe acOeveic mov giyav cvumepiinedel otn dokun pe povn arttoroyio
TPOCPUTOL EUPPAYLATOG TOV LLOKOPSI0V, 1) KAOTSOYPEAN NTOV aplBUNTIKA KaTdTEPT OAAL YOPig
GTOTIOTIKA onpoavtiky otapopd and o AZO (RRR =-4,0 %, CI: -22.5 éwg 11,7 [p=0,639]). EmutAéov,
N avaivon piog vroopddog pe Pdon v niikia £0e1&e 6Tl To OPEAOG amd TNV KAOTIS0YPEAT GE
acBeveic avo Tov 75 eT@V NTOV PIKPOTEPO OO EKEIVO TTOL TTapatnpNOnke oe acbeveic < 75 etdv.

Ene1dn n doxyu) CAPRIE dev tav og B€om vo eKTIUNGEL TNV OTOTEAECUATIKOTNTO TOV N1 HEPOLG
VTOOUAO®V, OeV Elval CAPES €AV 0L SLAPOPEG OT GYETIKT EAATTMOT TOV KIVODVOL GTIG VITOOUADES e

KOTAGTAOT £IVOL TPAYHOTIKES, 1) ATOTEAEG LA TOYNC.

OC&b arepaviaio oOvopouo
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H perétn CURE ovumepiélofe 12.562 acheveic pe 0&O otepaviaio cHvOpouo mpic avacTocTt ToL
dwotpatog ST (aotadn odayyn M Epepayua Tov pookapdiov yopic kopa Q), Tov tpocHAbay puéca
o€ 24 dpeg LETA TNV ELPAVICT] TOV MO TPOGPATOL ENELGOOI0V OPaKIKOD GAYOVE 1] GUUTTOUATOV
ocvoppatav pe wyotpio. Ot acbeveic amartOnke vo, Exovv ite NAEKTPOKOPIOYPAPIKEG UETABOAEG
ovpupatég pe véa wyaipia 1 avénon tov kapdakov evioumv i tportovivng I T tovAdyiotov dvo
QOpPEC AV amd TO avAOTATO PLGLOA0YIKO Optlo. Ot acbeveig TuyotomoOnKay 6 KAOTIO0YPEAT

(300 mg 660m PépTIoNG aKorlovBovuevn and 75 mg/muepnoing, N=6.259) 1 eikovikd QapLLoKo
(N=6.303), kot Ta 300 yopnyndnkav oe cuvdvacud pe AX0 (75-325 mg epdmaf nuepnoing) Kot
aAleg kabepopéveg aywyés. Ot acheveic tav vd aymyn péxpt kat Eva xpovo. Xtn perétn CURE, og
823 (6,6%) acBeveic cuyyopnyndnkav aviayoviotés Tmv vrodoyéwv yAvkompoteivng Ib/I1a.
Hropiveg yopnynnkav og tepiocdtepo and 1o 90% tov achevadv Kot o oxeTikds pubpog aoppayiog
HeTa&D KAOTO0YPEANG KAl EIKOVIKOD PUPUAKOD OV ETNPEACTNKE GTILOVTIKG OO TI GLYYXOPNYNOT

nmapivng.

O ap1Bpog TV 0cbevav mov a&loloyninKay oG TPOg To TPMTEVOV KATUANKTIKO onueio [dvatog
KopALOyYELOKNG ouTloAOYiaG, ERepaypo Tov pookapdiov (MI), 1 ayyelokd eyKepaAlko enelc0010] NTaV
582 (9,3%) otnv opdda g kKAomdoypéing kot 719 (11,4%) otnv opdda Tov £1KOVIKOL papudikov, 1e
20% peimon tov oyeTikov Kvdvuvou (95% CI 10%-28%, p=0,00009) yia tnv opdda ¢ KAomdoypEANG
(17% oyetkn peimon tov kvdbvov dtav o1 acbeveic tav vd cvvinpNTKN aywyn, 29% otav eiyav
vroPAn0Oel oe emépuPaon SadepUkng SVAKNG ayyelomAaoTikng otepoviaiov (PTCA) pe 1 yopig
tonofétnon evéorpdbeonc (stent) ota otepoviaio kot 10% otav eiyoav vroPAndel og enéuPaon
aoptootepaviaiog mapdkapyng (CABG)). [TpoAnednkav véa kapdiayyelakd ene1co010 (Tp@TELOV
teMKO onpelo a&loAdynong), e OYETIKES HELMGELG TOL KvdUVoL g thEewc 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
duapkela TV daotnuatov g perétng 0-1, 1-3, 3-6, 6-9 kot 9-12 pnveg, avtictoyo. ZVVETMOG, HETA
TOVG 3 PVESG AY®YNG, TO OQELOG TTOL TTapaTPONKe TNV opdda KAomdoypéing + AX0 dev avéndnke
TEPULTEP® EVOD 0 Kivouvog opoppayiag mapéueve (PA. mapdypopo 4.4).

H ypnon mg xhomdoypéing omnv CURE cvoyetiotke Le peiwon tng avéykrg yia Opopforvticn
ayoyn (RRR=43,3%, CI: 24,3%, 57%) ka1 avactoAeig vrodoyxémv yAvkonpwteivng I1b/1a
(RRR=18,2%, CI: 6,5%, 28,3%).

O ap1Bpog TV 0cbevadv Tov agloloyndnkay oG TPog To GVVHETO TPOTEVOV KATAANKTIKO OUEl0
[6dvatog kKapdiayyelakng attioAoyiag, Epepayio Tov pookoapdiov (MI), ayyslokd eyke@aitkd
enelo6o10 1 avBextikn woyoio] ntav 1.035 (16,5%) oy opdda tng KAomdoypéAng kot 1.187
(18,8%) otnv opdda Tov KOVIKOV QoppdKov, pe 14% peiwon tov oxetikov kvdvvov (95% CI 6%-
21%, p=0,0005) ywa TV opdda g KAOTOOYPEANS. AvTd TO dPELOC TPOKVTTEL KUPIMG amd TN
OTOTIOTIKMG GTUOVTIKY LEIMGT TNG CLYVOTNTOC ELPAVIONS TOV EUEPAYLOTOC TOV pookapdiov [287
(4,6%) oV opdda g KAomdoypéng kot 363 (5,8%) otnv opdda Tov E1KoVIKOD PapudKov]. Agv
mopatnPNONKe EMIOPACT) GTN CLYVOTNTO EMAVEICAYWOYNG OE VOGOKOLELD Yoo aoTadn otnddyyn.

Ta anoteléopata Onmg exTiOnKay o€ TANOLCoUOVG HE SLOPOPETIKE YOPAKTNPIOTIKA (TT.). aoTadn
omBayyn M éuepoaypa Tov puokapdiov ywpig kopa Q, yYouniod £mc vynAd kivévvo, dmapén dafnTn,
avaykn enéppaocng emavayyeioong, nikio, eOA0, KAT.) NTAV GOUEOVE LE TO ATOTEAECLOTO TG
TPOTOPYIKNAG AVOAVOTG. ZVYKeEKPIUEVa, o€ pia post-hoc avdivon 2.172 acbevav (17% tov cuvoAlkoh
mAnBvopov acBevav g perétng CURE), ot onoiot vtoPAnOnkav oe tomofémon evéonpdbeong
(stent) (Stent-CURE), ta. dedopéva €0e1&av 0TL, 0TAV 1) KAOTIOOYPEAT GUYKPIVETOL LLE TO EIKOVIKO
QAPLOKO, KOTAOEIKVOETOL CNUOVTIKY LEiOT TOV oyeTikoD kivdvvov (RRR) katd 26,2% ctoug
acBeveic mov ehapuPavay KAOTIS0YPEAT MG TTPOG TO GLVHETO TPOTEVOV KATAANKTIKO onueio (0avotog
KOPOLOYYELOKNG OUTIOAOYIOG, EUEPAYLLO TOV LLOKOPIIOV, OYYELNKO EYKEPAAIKO ETELGOOI0) KO ETIONG
pio onuoavtikn peimon katd 23,9% tov oyeTikol Kvdvvov mg Tpog To cVOETO devTepedoV
KATOANKTIKO onpeio (Bdvatog amd KapdloyyeloKd aitio, ELEPOYLLE TOL HLOKaPSiov, ayYEIHKO
EYKEPAAKO eMEGOO10 N avBekTikn woyopia ). EmmAéov, to mpoil acedielag tng KAOTS0YpEANG oF
OLTAV TNV VTO-OLASN 0GOEV®Y OV OMLLIOVPYNGE KATO10 1310iTteEPo TPOPANLA. ZVVETMG, TO
amoteléouata amd aVTd TO LITO-GHVOAO GUUPOVOVV LE TO, GUVOAIKA OTOTEAEGUOTO, TG SOKIUNG.
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Ta 0péAn mov TapatnpOnKav pe v KAomdoypéin Ntav aveEaptnta amd diieg Oepaneieg mov
YOPNYOLVTOL 0EEMG 1 XPOVIOS Yl KapdloyyELoKA voonuato (6mwg nrapivn/mropiveg pikpol poplokon
Bapovg (HMMB), avtaymvietég vrodoyéwv g yAvkorpwteivng 1Ib/I1a, vrolmidanpukd
QOPUAKEVTIKG TPOTOVTA, B-0VOGTOAELG, KOl OVOGTOAEIG TOV LETATPENTIKOV EVEDUOV TNG
ayysotaocivng). H amotelecpaticotnto g KAomdoypéing topatnpnonie ave&dptnrta omd tn 06om
tov AXO (75-325 mg pia popd nuepnoing).

0&D éuopayuo Tov pvokapdiov pe avdcroon tov dwactnuatoc ST

e aoBeveic pe o0&V Euepayua Tov pvokapdiov pe avaoroon tov dactipatog ST (STEMI), n
OOQUAELNL KO 1] ATOTELEGUATIKOTNTA TNG KAOTIO0YPEANG Exovv a&lohoynBel og dh0 TuyoOTOMUEVEG,
ELEYYOLEVEC [LE EIKOVIKO APUAKO, SITAEC-TVOAEG peréTec, oty CLARITY, og pio Tpoontikn
avdivon vroouddag tng CLARITY (CLARITY PCI), kabmg kot oty COMMIT.

H docyu) CLARITY cvpnepiérafe 3.491 acBeveic o1 onoiol mapovsiacayv eviog 12 mpdv amd tnv
évapén g ST avdomaong ELEPayIO TOV HVOKAPSIOV KOl TPOYPUUUOTIOTIKE VO EEKIVIIGOVY
Opopporvtikn Bepamneia. Ot acheveic Elafav KAomdoypérn (300 mg wg 660m POPTIoNG Kot 6N
ocuvéyeln 75 mg/muépa, n=1.752) 1 eikoviko edppaxo (n=1.739), Kot oTic 500 TEPIMTOCELS O
ouvovacud pe AXO (150 émg 325 mg ¢ 660m OpTIoNS KL 6TN cLVEKELD 75 émg 162 mg/muépa), e
évav wvmdoAuTikd Tapdyovto Kat, otav ypewalotav, pe nrapivi. Ov acbeveic rav vwd
mapakorlovnon yia 30 nuépec. To TpwTEvOV KATaANKTIKO onueio a&loAdynong nTtav 1 mapovcio
OTOPPAYUEVNG EEALTIOG ELPPAKTOV GTEPAVIAING APTNPING OTNV ayYEloypaia Tpty amd TV ££000 TOV
ao0evoug amd To vocokoueio, 1 Bdvatog 1 vToTPOTALoV EUPPOYE TOV HVOKAPSIOL TPV TN
otepavioypapio. ['a acbeveic mov dev vToPANONKAY GE GTEPAVIOYPAPiQ, TO TPOTELOV KOTUANKTIKO
onueio a&oAdynong nrav o Bévartog 1 10 voTpomalov Epppaypa Tov puokapdiov v Huépa 8 1
Katd v €£000 amod to vocokopeio. O mAnBuoudc tov acbevav copreperdpupave 19,7% yovaikeg kot
29,2% acbeveig > 65 etmv. Eva cuvoro 99,7% tov acBevav éhape vmdolvtikd (tvmdo-g1dukd.:
68,7%, un wmdo-edkd: 31,1%), 89,5% nmapivn, 78,7% B-avactodreic, 54,7% avactoAeic Tov
petatpentikov gvEdpov g ayyelotacivng kot 63% otativec.

[Mocootd dexamévie 101G ekato (15,0%) Tov achevav otnv opdda tng KAomdoypéing kat 21,7% otnv
OULAdO TOV EIKOVIKOD (OPUAKOV £QTAGE OTO TPMOTELOV KATOANKTIKO ornueio a&loAdynong,
QVTITPOCHOTEVOVTOS OmOAVTN Ueimon Katd 6,7% ko 36% mbavn peimon xdptv T kKAomdoypéing
(95% CI: 24, 47%, p < 0,001), kupimg oyeTILOUEVEG IE PEIMOTN TOV OTOPPAKTIKOD APTNPLULKOD
epuepaktov. To 6pelog avtd vanpye o€ OAeg TIG TPOKABOPICUEVEG VTOOUAOES CLUTEPIAAUPOVOUEVTG
™G NMKiaG Kot Tov VA0V TOL acBeVOVE, TNG EVIOTIONG TOL EUPPAKTOV Kol TOL TOTOV TOL
W®SOAVTIKOV 1} TNE NTOPIvNg OV XPNCUOTOONKE.

H avaivon vroopdadoag CLARITY PCI cvunepiérafe 1.863 acbeveic pe STEMI mov vropAnOnkav
o€ PCI. O acbeveic mov éElafav doon doptiong (LD) khomdoypéine 300 mg (n=933) siyav
OMNUOVTIKN Heimon oty enintwon Oavatov kapdiayyelakng artioroyiag, EM 1 ayyslokov
eYKePaAkov enelcodiov petd amd PCI og oOyKkpion pe ekeivoug mov EAafav EIKOVIKO QAPLOKO
(n=930) (3,6% & TPOKATUPKTIKN Oy®yN Me KAomdoypéAn Evavtt 6,2% e eikovikd eappako, OR:
0,54, 95% CI: 0,35-0,85, p=0,008). Ot acbeveig mov ElaPav LD xhomdoypéing 300 mg iyov
oNUOVTIKN pelmon oty enintwon Bavdatov kapdiayyelakng artioroyiog, EM 1 ayyelakov
EYKEPAAIKOV meLc0diov kotd T odprela twv 30 nuepav petd v PCI og cbykpion e ekeivovg mov
Eafoav etcovikd eapuako (7,5% pe TpoKaTUPKTIKN ay®yn Ke KAomdoypéAn Evavtt 12,0% ue gikoviko
eappako, OR: 0,59, 95% CI: 0,43-0,81, p=0,001). Qot06G0, 6TAV 0VTO TO GOVOETO KATUANKTIKO
onueio a&toroyndnke otov cuvoAlkd TANBvoud g perétng CLARITY dev ftov otatioTikd
ONUOAVTIKO (G SEVLTEPEVOV KATUANKTIKO GNUELD. AgV TapatnpNONKe OMUOVTIKY O10pOPE 6TA TOGOGTH
peilovog 1 ehdocovog apoppayiog petald tav dvo Bepameidv (2,0% e TPOKATAPKTIKT Ay®Y| UE
KhomdoypéAn Evavtt 1,9% pe sikovikd eappaxo, p>0,99). Ta gvpripata ovtic e avaivong
vrootnpilovv TV PO YpNon d6ong EOpTions kKAomidoypéAng oe STEMI kot t otpotnyiki g
TOKTIKNG XPNONG TPOKATAUPKTIKNG y®YNS HE KAOTOOYpEAN og acbeveic mov vroPdAilovtal og PCL.

H doxipuy COMMIT pe mapoayoviikd oyedioopod 2x2 counepérafe 45.852 acbeveig ol omoiot
mopovciacay evtog 24 wpav amd v Evapén TOV COUTTOUATOY LTOYiN ELEPAYUATOS TOV
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LooKopdiov e avAloYEG NAEKTPOKAPIOYPAPIKES OAAOIDGELS (T.). aviaoraon ST, katdomaon ST 1
ap1otePO oKeAKO amokAeiond). Ot acBeveig Ehafav khomidoypéin (75 mg/Mmuépa, n=22.961) 1
€IKOVIKO @dapuaxo (n=22.891), oe cuvdvacud pe AXO (162 mgmuépa), yro 28 nuépeg 1 uéxpt v
£€0d0 and 10 vocsoxopeio. Ta chvOeTo TPOTEHOVTO KOTAANKTIKA onpeia Tov 0 BdvaTog amod
OTOL0ONTTOTE OLTiOl KO 1] TPMTY EUPAVICT) EXAVELEPAENS, AYYEIKOD EYKEPUAIKOV ENEIGOI0V N
Bavdrtov. O mAnbvondc nepelappave 27,8% yovaikeg, 58,4% acbeveig > 60 etdv (26% > 70 e1mdv)
Kot 54,5% acbeveig mov Aapupavoy vodoAlvTIKA.

H «homdoypéin peiwoe onuaviikd to oyetiko kivovvo Bovétov amd onotadnmote artia Katd 7%
(p=0,029) Kot T0 6YETIKO KivOLVO TOV GUVIVUGUOD ETAVELPPAENS, OYYELODKOD EYKEQPOAIKOD ETEIGOSIOV
1N Bavarov kotd 9% (p=0,002), avtimpocwngdovtag andivtn peimon katd 0,5% war 0,9% avticTorya.
To 6¢pehog avTtd TV 6TAEPO Yo TV NALKIA, TO VA0 Kot TV xoprynon i 6xt Opouforvtik®dy Kot
TapoTNPNONKE EVIOG 24 0P®V.

Khlomdoypéin eodmaé 60onc odptionc 600me og acheveic ue OV Xteoaviaio XHVOPOLO TOV
vroairlovion og PCI

CURRENT-OASIS-7 (Xprion BéAtiotng Adong KAomidoypédng kou Aomipivg yia ty Meiwon twv
Enrovalaufovousvav Zoufoviwv Efdouoc Opyoviouog yio. v ACtoloynon Zrpotnyikwv oe loyoiuiro,
Zbvopoua)

AV 1 TLYAOTONUEVT TTOPAYOVTIKT| PLEAETT cvumeptAdupave 25.086 avBpadmovg e 0&d otepaviaio
ovuvdpopo (OZX) mov mpoopilovtav yia tpwtoyevi PCIL. Ot acBeveic toyoomombnkoay gite o Suthn
d0oon (600 mg v Huépa 1, énerta 150 mg tig Huépeg 27, émeita 75 mg nuepnoing) 1 6€ KOVOVIKT
d0on (300 mg v Huépa 1, énerta 75 mg nuepnoing) kKAomidoypéing, katl o€ vynin d6on (300-325
mg nNuepnoimg) N o€ younAn 66on (75-100 mg nuepnoing) AXO. Ot 24.835 eyyeypappévor aobeveig
pe OZX vrofAndnkoyv o otepavioypagia kot ot 17.263 éhapav PCL. Meta&d tov 17.263 acbevav
mov éhafav Bepaneia pe PCI, og o0yKkpion pe v Kavovikn 066m, 1 SAn 00661 KAOTIS0YPEANS
Lelwoe T0 T0G0GTO TOL TPMTEVOVTOG KaTaAnKTikKoy onpeiov (3,9% évavtt 4,5% mpocaplosévon
HR= 0,86, 95% CI 0,74-0,99, p=0,039) ko1 peince onpovikd tn Opoupwon tov stent (1,6% évovtt
2,3%, HR: 0,68, 95% CI: 0,55 0,85, p=0,001). H peilova apoppayio NTov mo cuyvn Le tTnv i
3001 amd OTL pE TNV Kavovikn 6001 kKhomdoypéing (1,6% évavtt 1,1%, HR=1,41, 95% CI 1,09-1,83,
p=0,009). Xe avtn T perétn, n epana d6om poptiong KAomdoypéAng 600 mg £de1ée oTabepn|
OmOTEAESULATIKOTNTA GE 0obevelg nlkiog >75 etdv kot og acBeveic nhikiog <75 etdv.

ARMYDA-6 MI (H Avtiaaponerotioxy Ocparncio yio. ueiwon ts Mvookeletikng BAafng kata tnv
Ayyeromdootikn - Euppayuo too Mvoxapdiov))

AVT 1 TUYALOTOMUEVT, TTPOOTTIKT, O1E0VNIC, TOAVKEVTPIKN HeAETN a&loAdynoe TV TTpo-Oepaneio pe
600 mg évavtt 300 mg khomdoypéing LD oto mhaicio enciyovtog PCI yio STEMI. Ot acbeveig
ElaPav Khomdoypéin 600 mg LD (n=103) i} khomdoypéin 300 mg LD (n=98) wpwv and v PCI ko
61N GLVEYELD cLVTAYOYPaeNOnKay 75 mg/muépa amd v emopévn g PCI éwg 1 étoc. Ot acbeveig
7ov éhafav 600 mg LD kAomidoypéing giyav onuavTikd petopévo puéyedog epepaylotog 6€ GOYKPLoN
pe exeivoug mov Elafav LD 300 mg. Yrp&e Aryotepo ouyvr Opoupodrivon oe Babpov pong MI <3
petd and PCI og 600 mg LD (5,8% évavt 16,3%, p=0,031), BeAtiwpévo LVEF oto e&uirmpio (52,1
+9,5% évavtt 48,8 £11,3%, p=0,026) ka1 ta peiCova avemBounta kapdiayyeloakd coppavo 30
npepav NTav Atyotepa (5,8% évavtt 15%, p=0,049). Aev mapatnpndnke avénon g opoppayiog 1
TOV EMIAOKDV NG B€0MG 10000V (devTepedovTa KataAnkTikd onpeia v Huépa 30).

HORIZONS-AMI (Evapuovion Aroteleoudrwv ue Exavayyeiwon xor Stents oto OEO Euppayuo. tov
Movoxkopdiov)

AVt 1 €K TV VOTEP®V HEAETN avalvong dteénydn yia va aglodoynoet v LD 600 mg
KAOTO0YPEANC TTapEYEL TaOTEPT] KOl LEYOADTEPT] OVOIGTOAN TNG EVEPYOTOINONG TV OpoTETOAl®mY. H
avéivon e&étace v enidopaon pog LD 600 mg og ovykpion pe 300 mg ota KAVIKG 0TOTEAEGLOTA
30 nuepwv og 3.311 acbeveic and v kupra dokyn (n= 1153, opdda 300 mg LD, n = 2158, opdda
600 mg LD) npwv amod tov kapdiokod kabetnplacpud okolovbovpevn and door 75 mg / nuépa yio >6
punves petd to e&itnpro. To amoteAéopata £0€1£0V OTUAVTIKG XOUNAOTEPQ LT TPOCAPUOGUEVHL
mocootd Bvnopdtrag 30 nuepav (1,9% évavt 3,1%, p=0,03), eravepppdayion (1,3% évavtt 2,3%,
p=0,02) kot oprotikn | mbavn OpouPwon stent (1,7% Evavti 2,8%, p=0,04) pe tnv 600 mg LD ywpig
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VYNAOTEPA TOGOGTA apoppayiag. Me moAvpetafint) aviivon, pio 600 mg LD fjtav €vag
aveEAPTNTOC TPOYVOGTIKOC TOPAYOVTAS YUUNAOTEP®MY TOCOGTMV UEOVOV aVETBOUNTOV KOPIIOKOV
ovpupdvrtav 30 nuepav (HR: 0,72 [95% CI: 0,53-0,98], p=0,04). To mocootd peilovog atpopparyiog
(un oyxetilopevo pe 1o CABG) ftav 6,1% oty opddae twv 600 mg LD kat 9,4% oty opdda tov 300
mg LD (p=0,0005). To mococt6 ghdccovog apoppayiog rav 11,3% oy opdda twv 600 mg LD ko
13,8% omv opada twv 300 mg LD (p=0,03).

Maoaxpoypdvia (12 unvec) oyoyn ne kAomdoypéin nali pe AX0O ot acOeveic ue STEMI uetd ond PCI

CREDO (Klomidoypéin yio. th Meiwon twv Averm@ountwv Zoufaviwv kot t Aidpkelo tng
TapaxolodOnong)

AV M TUYOLOTOINEVT, SUTAG TVEAT], EAEYYOLEVT] LLE EIKOVIKO @APUOKO LEAETN dtevepynOnKe oTIg
Hvouéveg IMolrteieg kot otov Kavadd yio v a&loAdynon tov 0péAong g pokpoypoviog (12 uveg)
ayoyng pe kKAomdoypéin petd and PCL. TuyaiomomOnkav 2.116 acbeveig oe Ayn LD kAomidoypéing
300 mg (n=1.053) 1 ewkovikod eappdakov (n=1.063) 3 éwc 24 dpeg mpwv and PCIL. Olot ot acbeveic
é\aPav eniong 325 mg acmipivng. Xtn cvvéyela, 6 ot o1 acbeveig Erafav kKhomdoypéAn 75 mg/muépa
¢wc v Huépa 28 kot 6115 600 opddeg. And v Huépa 29 émg toug 12 pnveg, ot acbeveig otnv opdda
g Khomd0YpEANG Adupavay kKhomdoypéAn 75 mg/Mmuépa kot ot acheveic otV opdda eAéyyov rafav
gikovikd pdppoako. Kot ot 600 opddec AdpPavoav AXO ko’ 6An T dudpketa T perétng (81 émg

325 mg/muépa). 10 1 €t0¢, TapatnpNONKe oNUOVTIKY LEI®GT GTOV GUVOLOGUEVO Kivovvo BavdTov,
EM 1 ayyelokod £yke@oAlkoy 11600100 e TNV KAOTS0YpEAN (26,9% oyetikn peioon, 95% CI:
3,9%-44,4%, p=0,02, andéivutn peiwon 3%) oe cuyKpion pe 10 elkovikd appako. Aev mapatnpnonke
onuovTiKny avénon oto Tocootod peilovog apoppayiag (8,8% pe v KAomdoypéin Evavtt 6,7% pe 10
gKoviko @dpuaxo, p=0,07) 1 Eldocovog arpoppayiog (5,3% pe v Khomdoypéin Evavtt 5,6% e to
€KoviKo edpuaxo, p=0,84) oto 1 £10c. To KOpro gvpNUa CLTAHG TNG HEAETNG Eival OTL ‘GLVE IO TNG
KAOTO0YPEANG Kot ToV AXO Yo TovAdyloToV 1 £10¢ 00N YEL GE GTATIOTIKA KOl KAVIKA OT)ILOVTIKN
peimon Tov pHelovav BpouPoTikdv enelcodimy.

EXCELLENT (Anoteleouatikotnra tov Xience/Promus Evavtt tov Cypher oty Meiwon the Owiung
Ancirerag Merd v TomwoOétnon tng EvoorpolBeong)

AT 1 TPOOTTIKY], AVOIKTH, TUYOloTOmUEVN peAéTn o1eényon oty Kopéa yuo va a&loroyn0el edv n
6pnvn oA avtioponetalokn Beponeio (DAPT) givar un kotdtepn g 12unvng DAPT petd v
guQOUTEVOT stent EKAVOTG PAPUAKOV. Tt HEAET cvumepAneOnkav 1.443 acbeveig mov vrofAnOnkav
G€ EUPVTELGT, Ol 0TToOi01 TVYaoTomONKav og Afyn 6unvng DAPT (AXO 100-200 mg/Mmuépa cuv
KhomdoypéAn 75 mg/muépa yio 6 pnveg Kot otn cvvéyeld AXO pepovopéva Emg Toug 12 uivec) 1
12pumvng DAPT (AX0 100-200 mg/muépa ouv KAomdoypEAn 75 mg/muépa yio 12 punvec). Agv
TapUTNPNONKE GNUAVTIKY SLOPOPE GTNV ENIMTOOT 0GTOYING TOL ayyEiov-aTOY0L (cOvOeT ékPaon
mov mephapPavet Bdvarto kapdlokng artoroyiag, EM 1 emavayyeioon oto ayyeio-otdyo) mov nTav 10
KOPL0 KATOANKTIKO onpeio peta&d tov opddwv vwd 6unvn kot 12unvn DAPT (HR: 1,14, 95% CI:
0,70 1,86, p=0,60). Eztiong, n pelém dev katédeiée onUavVTIK S10popa 6TO KOTAANKTIKO onpeio Tng
aopdrelag (ovvlern ékPaom mwov mepthapupdvel Odvato, EM, ayyelokd eykepaAikd enelcoo10,
Opoppwon tov stent 1 peiova apoppayia Pacel tov kprtnpiov TIMI) peta&d tov opddmv vmd 6unvn
ot 12unvn DAPT (HR: 1,15, 95% CI: 0,64-2,06, p=0,64). To x0p1o edpnpa avtig g HEAETNG fTav
ot 6unvn DAPT ftav un xatotepn g 12unvng DAPT avageopikd pe tov kivduvo actoyiog tov
ayyelov-ctoYOL.

Amo-kMudkoon Tov Tapayoviov avactolc e P2Y » oto O Ztepaviaio Xvvdpopo

H petdfaon and Evav 1oyvpdtepo avactoréa Tov vVTodoyéa P2Y 12 oty khomdoypéin o GuvovacoUO
He Vv aocmpivn petd v ofeio paon ote@aviaiov cuvopopov, Exel a&loAoynbel oe dVO
Tuyoomompéveg peAétec mov emtyopnyovvrat amd tov epevvnty (ISS) - TOPIC kot TROPICAL ACS -
HE SEJOUEVE, KMVIKDV ATOTELECUATOV.

To KMviKd dQeA0G TOV TPOKVITEL OO TOVGE TTLO LOYVPOVG AVACTOAEIC P2Y 12, TiKOypeAdpn Kot
TPOUCOVYPEAT, OTIC PaCIKEG LEAETEC TOVG, OYETICETAL [LE CNUOVTIKT HEIDOT) TOV VTOTPOTLALOVI®OV
OYOLK®V ENEC0dimV (cuumeptiopfavouévne g o&eiag kot vto&eiog Opoupwong Tov stent, Tov
EUQPAYLATOG TOV LLOKOPIIOV KoL TG EMELYOVLGUG EMAVAYYEIMONG). AV KOL TO 1OYALLIKO OPEAOG TV
otabepd Kb 'OAN TN S1dpPKELN TOV TPAOTOL £TOVG, TOPATNPNONKE HEYOAVTEPT LEIMGT GTNV IGYOUIKN
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VROTPOTN UETA OO 0EL GTEPAUVIAIO GUVOPOLO KOTA TIG OPYKEG NUEPES PETA TNV EVapEn TNG Ay@YNS.
Avtifeta, ot post-hoc ovorlDoELG KATESEIENY GTUTIOTIKA ONUAVTIKES AVENCELS OTOV Kivouvo
QLLOPPAYIG E TOVG 1oYVPOTEPOVE 0vVaGTOAELG P2Y 12, 01 omoiot epeavilovial Kupimg KoTd T didpKela
Mg PAOTG GLVINPNONG, UETE TOV TPMTO Uiva amtd To 0£H otepaviaio obvopopo. H TOPIC kain
TROPICAL ACS oyedidomnkay yio. vo LEAETHOOVV TNV AUPAVVGT TGOV GLLOPPAYIK®V GUUPBAUATOV
STNPOVTOC TAPAAANAQ TNV ATOTEAEGUATIKOTNTO.

TOPIC (Xpovog avaorolic twv auporetoriov pueta orxo old arepaviaio cbvopouo)

AvTi 1 TUYOOTOINEVT, AVOIKTY| OOKLUN TepteAdpPave acBevels pe 0&ED atepoviaio GOVOPOLO Ot
omoiol &xpnlav dadepuikng otepaviaiog tapéupacnc (PCI). AcBeveig mov Aaufdavouvy acmipivn Kot
évav woyvpotepo avactoréa P2Y 1 kot yopig avembounto copPapa, og éva pva petéfnoayv o
otafepn d00m aomipivng cuV KAOTIOOYPEAN (ATOKAUAK®GOT o€ SITAT OVTIOUOTETAALNKN Bepameio
(DAPT)) 1 cuvéyiomn g QapUOKELTIKNG TOVG aymyng (apetapintm DAPT).

YuvoMKa, 645 amd Tovg 646 acbeveig pe Epuppayuo pookapdiov pe avdomaor tov ST

dwomuatog (STEMI) 1 éuepaypo pvoxapdiov yopic avdcmaon tov ST dwwotnuatog (NSTEMI) 1
aotodn oBdyyn avardvdnkay (arokiipdkwon DAPT (n = 322), apetapintn DAPT (n=323)). H
nwapakolovBnon oe £va ypovo mpaypatoroOnke yio 316 acbeveic (98,1%) otnv opdada
arokAlpndkwong DAPT kat 318 acBevov (98,5%) otnv apetapintn opdda DAPT. H Sidpeon
mapakolovOnen Kot yia Tig 600 ouddeg rav 359 nuépeg. Ta YopaKTNPIGTIKA TNG LEAETDUEVNG
KOOPTNG HTAY TAPOLOLN OTIG dVO OADEG.

To kOp1o amoTérecpa, 1 EUPAVICT] GUVIPOLOVL KAPSIHYYELLKOD BavATOV, EYKEPAAIKOD ENEIG0H10V,
enelyovooag emavayyeimong kot BARC (Bleeding Academic Research Consortium) aipopporyiog >2
010 1 ypdvo petd amd o&H otepaviaio cuvdpopo Erape ydpa o 43 acbevelg (13,4%) g opdadog
arokAlpdkwong DAPT kot o€ 85 acBevei (26,3%) g apetdfintng opddag DAPT (p'<0,01). Avtn
1] OTOTIOTIKA GNUOVTIKH S10pOpE 0PEILOTAV KVPIWE GE AlYOTEPO TEPIOTOTIKG Opoppayiog, Ywpig
dpopd oTo IoYaKA KataAnktikd onueia (p = 0,36), evo 1 BARC >2 awpoppayia mapatnpndnke
AMyotepo ouyvd oty opdda amokipdakwong DAPT (4,0%) évavtt 14,9% oty apetdfAintn opdda
DAPT (p <0,01). Ta couPapato apoppayiog wov opiotnkay og 6Aa 1o BARC gppaviotnkav cg 30
aoBeveic (9,3%) oty opdda amokipakwong DAPT kat og 76 acbeveig (23,5%) oty apetdpfintm
opada DAPT (p <0,01).

TROPICAL-ACS (doxadio. Awaviyons otnv Avoaotoin twv Aiworetaliov omnyv Xpovia
Avuouporetotioxy Ocpareio yio. O&éa Lrepaviaio Zovopoua)

AvTti 1 TUYOOTOINEVT, avolyTh HeAétn TepteAdpPave 2.610 acBeveig pe Betikd Pro-deiktn yroo 00
oTEQOVINI0 GVUVOPOLO HETA 0o ety dLadepIKT oTepaviaia mapiufocmn. Ot acheveic
Tuyotomombnkav va Adfouv gite mpacovypéin S 10 mg / d (npépeg 0-14) (n = 1306) 1| Tpacovypéin
51 10 mg / d (nuépeg 0-7) Kot 6T cLVEXELR omoKAMpaKk®OnKay o€ KAomdoypeAn 75 mg / d Huépec 8-
14) (n = 1304), o€ cuvdvacuod pe ASA (<100 mg / nuépa). Ty nuépa. 14, dre&nybn dokuun
aponetaitaxng Asttovpyiag (PFT). Ot acBeveic pe ovo Tpacovypéin cuvEXIGOV e TPAGOVYPEAT Yo
11,5 pnves.

Ot acbeveic Tov giyav vroPAndei oe amokApudmon vrofAnOnKav ce EAeyy0 VYNNG
avtwpootikotntag aponetariiov (HPR). Eqv n tiu HPR>46 povddec, ot acBeveic petéfovay micm
otV mpacovypéAn S 10 mg / d ya 11,5 piveg: eav ot tpég HPR <46 povéoeg, ol aobeveic
ocuvélav ™ ANy Kromdoypéng 75 mg / d yia 11,5 uiveg. g €k ToVTOL, 1] OUASN ATTOKALLAK®OGCNG
v7to KabodNynon, eiye acbeveig ite oe Tpacovypéin (40%) eite oe KAomdoypérn (60%). Olot ot
aoBeveic ouveyioav e aompivn Kot wapakoAovdnOnKay yio Eva ypovo.

To Tp®TEVOV KATAANKTIKO GNUELD (1] GUVOVAGLEVT] GLYVOTNTO EPPAVIOTG KOPIlayYELKoD BavdTov,
EUPPAYUATOG TOV HLOKAPSIOV, EYKEPOUAIKOD £NEIGOSI0V Kot KAipokag apoppayiog BARC >2 otoug 12
pnvec) emetedydn amodekvbovtog un katotepotnta. Evevivta névte aocbeveic (7%) onv opdda
ATOKALAK®GONG VIO kKaBodynon kat 118 acbeveig (9%) otnv oudda eEléyyov (p non-inferiority =
0,0004) giyov éva cdppapa. H vro kabodynon amokAMpdkmon, dev 0dnynoe oe avénpévo
GLVOLOGLLEVO KIVOUVO EUPAVIoNS WoYa KOV cOUPapdtov (2,5% otV opada amoKAUAKOONG EVAVTL
3,2% otV oudda eréyyov, (p non-inferiority = 0,0115), ovte 610 Pacikd devtepehov TeEAIKO onueio
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g opoppayiag tov BARC >2 ((5%) oty opdda amoxiipdrwong Evavtt 6% otnv opdda eréyyov (p
=0,23)). H aBpoiotikn enintmon OAmv Tov apoppaytkdv encicodiov (katnyopio BARC 1 émg 5)
ntav 9% (114 copfauate) oty opada arokALakwong vo kabodnynon évavtt 11% (137 cvufdva)
otV opada eréyyov (p = 0,14).

A avtiaporetalakn Ogpomeio (DAPT) og 0&) ehdocov IAEE 1 puerpiov o vyniov Kivdhvou
IIIE

H DAPT pe cvvdvacpd kAomdoypéing kot AXO w¢ Bepomeion TpOANYNG TOL AyYELNKOD EYKEPOALKOV
enel006iov petd amd 00 éhaccov IAEE 1 petpiov émg vymiov kivovvov IIE a&loloynnke og dvo
Tuyoomompéves peAéteg mov emyopnyovvrot and tov epevvnti (ISS) — CHANCE kot POINT — pe
dedopéva EkPaong yio TNV KAVIKT 0CQAAELN KOl OITOTEAEGLOTIKOTNTO.

CHANCE (Klomidoypérn oe aoBeveic Yynlod kivddvoo ue Oéo Ayyeroeykepalixd Encioodia wov Agv
Ipoxalovv Avormnpio)

AVT 1 TUYALOTOMUEVT, OITAG TUQAT], TOAVKEVTPIKT, EAEYYOLEVT LLE EIKOVIKO QOAPLOKO KAVIKT UEAETT
ovumepérafe 5.170 Kwvélovg acbeveig pe o&o ITE (Babuoroyic ABCD2 >4) 1| o0&y éhacoov ayyelako
eykepohko enelcodto (NIHSS <3). O acbeveic ko otig dVo opddeg EraPav avorytn Beponeio pe AXO
mv nuépa 1 (og d6om Kopovopevn omd 75 €wg 300 mg, cupe®va [Le TNV Kpion Tov Bepdmovtog
tpov). Ot acbeveig Tov TuyaoTOONKOY GTNV OUAdA TOV GLVIVAGUOD KAOTIO0YPEANC—AXO Elafav
pia doom pdptiong KAomdoypéAng tav 300 mg v nuépa 1, axolovBovpevn and pio doom
KAOTOOYPEANG TV 75 mg v Nuépa Tic nuépes 2 g 90, kabmg kot AXO ot d6om TV 75 mg v
nuépa tic nuépeg 2 mg 21. O acbeveic mov Tuyatomombnkay oty opdade tov AXO Elafav sikovikd
@AappraKo avtioToryo g KAOTOOYPEANCG Tig NuEPES 1 €mg 90 kar AXO o1t doom TV 75 mg v NUépa
Tic nuépes 2 €mg 90.

H x0pro éxPoon amoTeLeoHATIKOTNTOC )TV 1) ELGAVIOT] OTOLOVINTOTE VEOL AYYEWKOD EYKEPUAIKOD
€MEIG0610V (1OYOUIKOV KOl AUOPPAYIKOV) 0TIS TPMOTEG 90 nuépeg petd and 0&d-éAaccov IAEE 1
vynrov kvdvvov ITE. Avto cuvéfn oe 212 aoBeveic (8,2%) otnv opdda 1oL GuVOLOGLOD
Khomdoypénc-AXO cuykprrid pe 303 acbeveig (11,7%) oty opdda tov AZO (avoroyio Kivohvou
[HR], 0,68, 95% didotnua epumiotocvvng [CI], 0,57 émg 0,81, P<0,001). TAEE mapovcidotnke o
204 acBeveic (7,9%) otnv opada Tov GLVIVAGUOV KAOTIS0YPEANG-AXO cuyKpitiKa pe 295 acbeveic
(11,4%) otV opada tov AXO (HR, 0,67, 95% CI, 0,56 £wg 0,81, P<0,001). Ayoppayikd ayyeloko
EYKEPAUAIKO EMEIGOO10 TaPOLGLICTNKE o€ 8 acbeveig og kabepio amd T1g dVo opddeg g perétng (0,3%
og k4B opdda). Métpa 1 coPopn arpoppayia topovoidotnke oe entd acbeveic (0,3%) otnv opdda
TOL GLVOLAGHOV KAOTLOOYPEANS-AXO kat o€ oyTd acbeveig (0,3%) oty opdda tov AXO (P =0,73).
To 1060G6TO 0TOIOVINTOTE ALULOPPAYIKOV GVUUPBAVTOV NTav 2,3% 6TV Opada ToL GLVOVLUCUOD
Khomdoypéns-AX0 cuykpitikd pe 1,6% oty opdda tov AXO (HR, 1,41, 95% CI, 0,95 éwg 2,10,

P =0,09).

POINT (Ilpooavoroliouévy ota Aiuoretarioa Avaotoln oe Néo IE kor EAdooov loyoyuro Ayyeiaro
Eyxepotiko Eneiaooio)

AVT 1 TUYALOTOMNUEVT, OITAG TUQAT], TOAVKEVTPIKT, EAEYYOUEVT LLE EIKOVIKO QOAPLOKO KAVIKT UEAETT
ovunepiérafe 4.881 d1ebveig acbeveic pe 0&0 IIE (Babporoyio ABCD2 >4) 1| éhaccov ayyelako
gykepoko enelcodto (NIHSS <3). Ohrot o1 acBeveig kat otig 600 opddes EraPav avorytn Bepaneia pe
AXO g nuépeg 1 €wg 90 (50-325 mg cougpmva e v kpion tov Bepdmovtog wtpov). Ot acbeveic mov
ToyatomomOnkay otV opdado ¢ kKAomdoypéAng Eafav pia 6om EOPTIoNG KAOTIO0YPEANG TOV

600 mg v nuépa 1, akorovBovpevn amd KAOTd0YPEANG 0N 860N TV 75 mg TNV Nuépa T NUEPEG 2
£w¢ 90. Ot acsbeveic TOL TLYAOTOON KOV GTNV OLLASN TOV EIKOVIKOD QAPLLAKOL EABaV EIKOVIKO
QAapHOKO avTioToryo TG KAOTd0YPEANC TIg Nuépeg 1 €mc 90.

H x0pua éxPaon amotelecpatikdtnTog TV £vo cOVOETO KATOANKTIKO oMLElo Tov TepteAdppove
peifova woyopuxd encieodo (IAEE, EM 1 6dvatog amod 1oyaipukod ayyslokd encieoodo) v nuépa 90.
Av16 cuvéPn og 121 acbBeveic (5,0%) mov éhaPav Khomdoypérn cvv AZO cvykpitikd pe 160 acbeveic
(6,5%) mov éhafav povo AZO (HR, 0,75, 95% CI, 0,59 ¢wg 0,95, P = 0,02). H devtepevovoeg £kfoon
tov [AEE napovoidotke oe 112 acBeveic (4,6%) mov éhafav khomdoypéAn cvv AXO cuykplikd pe
155 acBeveic (6,3%) mov éhapav povo AXO (HR, 0,72, 95% CI, 0,56 émg 0,92, P =0,01). H xopia
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éxPaon acedrelag g peilovog apoppayiog mapovsidotnke oe 23 amod toug 2.432 acbeveig (0,9%)
7ov Ehafav Khomdoypérn cvv AXO kot og 10 amd tovg 2.449 acbeveig (0,4%) mov Erafoav poévo AXO
(HR, 2,32, 95% CI, 1,10 éwg 4,87, P = 0,02). EAdccmv awpoppayia mapovcidotnke og 40 acbeveic
(1,6%) mov éhaPav kKhomdoypéin cvv AXO kot og 13 acbeveig (0,5%) mov Elafav uévo AXO (HR,
3,12, 95% CI, 1,67 éwc 5,83, P < 0,001).

Avaivon g ypovikng topeioag tov peretddv CHANCE kot POINT

Agv vnpye 0QEAOC MG TPOG TNV amoTelecaTKOTNTA 0t TN cvvéyion s DAPT népav tov

21 nuepov. [paypoatoromOnie pio KATtovoun tng XPOoVIKNIG TOPEing TV HEWOVOV IGYOUIKOV
ENELG00IMV Kol TV PelOVOV auoppayldv Le Bdon Ty ekympnon g Bepomeiag yio vo avalvdel 1
enmidpaocn g Bpayvypoviog ypovikng mopeiag tng DAPT.

IMivakag 1- Katavopn ypovikig mopeiag peilévov 16 oK@V ETEI600i0V Kot peévav
awoppayiov ne Baon v exyopnon Bepansciog otic peréteg CHANCE kot POINT

Ap.
OUUBAVTWY
ExBaoeig oTig
HENETEG Ekxwpnon Sivoho n Vi 3n
CHANCE kai Bepareiag €Booudda  eBdopada  eBdoudda
POINT
MeiCova ioxaigikad  AZO (n=5.035) 458 330 36 21
€TMEI0B01a
KAM+AZO (n=5.016) 328 217 30 14
Aiagopd 130 113 6 7
MeiCwv aipoppayia  AZO (n=5.035) 18 4 2 1
KAM+AZO (n=5.016) 30 10 4 2
Alagopd -12 -6 -2 1
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KoAmixy napuopoyn

Ot peréteg ACTIVE-W ka1 ACTIVE-A, dwopopetikég dokipég tov npoypappatog ACTIVE,
ocounepérafoyv acBeveic pe kohmun pappopvyn (KM), ot omoiot giyov Tovddyiotov Evav mopdyovta
KWvoOVoL Yo ayyelakd cupfauata. Baoel tov kprmpiov stleaywyng, ot tatpoi evétaéav acbeveig otny
ACTIVE-W &dv ftav vroyneiot yio Oeparneio pe aviayoviotés g Prrapiving K (ABK) (6nwgn
Bappapivn). H perétn ACTIVE-A nepiedappave acbeveic mov dev uropodoav va Aapovv Oepaneio pe
ABK eneidn dev umopovoay 1 dev embopovoay va Adfovv Ty aymyn.

H perémn ACTIVE-W katédeiée 6t n aywyn pe avtaymviotes g Prrapivng K ftav mo
OTOTEAEGILATIKY OO TNV KAOMIS0YPEAT Kot To AXO.

H perétn ACTIVE-A (N=7.554) 7Tov o TOADKEVTPIKT, TUXOLOTONUEVT], SITAN-TLOAY, EAEYXOUEVT
LLE EIKOVIKO QAPUAKO UEAETN, 1] OTLOl0L GUVEKPIVE TNV KAOTOOYPEAN 75 mg/muépa + AZO (N=3.772) pe
gikoviko edpuaxo + AX0 (N=3.782). H cuvietduevn d6on yio to AXO Aoy 75 €og 100 mg/muépa.
Ot acBeveic nTav V6 ayoYn £0g Kot 5 ypdvia.

Ot aoBeveic mov TuyatomomOnkav oto Tpdypapupo ACTIVE ftav ekeivol Tov mopovctdotnkay pe
amodeoetypévn KM, onA. gite pe uoviun KM 7 pe tovddyietov 2 encioddia dtoreintovsoc KM atovg
TeEAEVTOIOVG 6 PAVES, Kal YOV TOVAGYIGTOV £vay 0O TOVG 0KOAOLOOVG TOPAYOVTEG KIVODVO: NALKia
> 75 etdv, ) Nhkia 55 g 74 etdv Ko gite caxyopmon dtapntn mov anoitovce Oepaneia pe
QApUOKA, EITE ATOOESEIYIUEVO TPOTYOVLEVO Euppaye pookapdiov (EM) 1| amodedetyuévn otepaviaio
VOGO NTOV GE Ay®YN Y10 GUGTUATIKN VIEPTOGCT)® TPOTYOVLUEVO OYYELNKO EYKEPOALKO ETELGOD1O0,
TapodIKo woyopiko enelcodto (IIE), 1 cvotnuotid epfoliopd ektog KN duchiettovpyia g
aptotepdg Kotdiag pe kKAdopa eEmBnong g aprotepng kowkiog <45%:- N amodederyévn TePLPEPIKT|
ayyewkn voco. H péon Pabporoyic CHADS, fitav 2,0 (gsvpog 0-6).

Ta KOpLo KPITAPLOL OTOKAEIGHOD Y10 AGOEVEIG TOV KOTAYPAPNKAY TV EAKOG TTEMTIKOV EVTOG TMV
TEAEVTAIOV 6 UAVOV" TPOTYOVEVT EVOOEYKEPUAIKT aipoppayio: cofapr Opopupomevia (aptOpog
awpometariov < 50 x 10%/1)- amaitnon Yo kKhomdoypéAn 1 amd Tov 6TONATOG avTITKTIKG (AZAIT)- 7
dvoave&ia o€ 0moldNTOTE Ao TIG dVO OVGIES.

EBdopnvta tpia to1g ekatd (73%) tov acbevov mov evidydnkav ot perétn ACTIVE-A dev
uropovoav va Aapfovv ABK Adym g a&toAdynong Tov 1tpov, aduVoLitg COULOPO®ONG Yo TV
mapakorovOnon tov INR (d1ebviic oparomompévn oyéon), Tpodidbeong yio TTOCN 1 TPOVUATIGUO TNG
KEPAANG, 1] GLYKEKPLUEVOD KIVOUVOL aupoppayiog: yio 1o 26% tav aclevav, 1 amd@acT Tov 10Tpov
Baciotnke ot pun embopia tov acbevoic va Adaper ABK.

O mAnBuoudg Tev aclevav cvumepiélaPe yovaikeg katd to 41,8%. H péon nikio nrav 71 €, to
41,6% twv acBevav ftav > 75 etov. 'Eva cvvoro 23,0% tov acbevav Aaufavoy avtiappuOukd,
52,1% Pnra-amoxhelotéc, 54,6% avaotoleic tov MEA kot 25,4% otativec.

O ap1Bpog TV 0c0evav, o1 0moiol £QTacay o€ £va TPMOTEHOV KATUANKTIKO onueio (xpovog péypt Tnv
TPMTI EPOAVICT) OYYELONKOD EYKEPAALKOD eMec0diov, EM, cvotnuotikdg epfolopog exktog KNZ 1)
ayyewko Odvarto) frav 832 (22,1%) otnv opdda mov avietoniomnKe pe kKAomdoypéin + AZ0 kot
924 (24,4%) otV opddo. Tov eKoViKoy @apudkov + AXO (ueiwon Tov oyetikod Kivovvov 11,1%:
95% CI12,4% ¢wg 19,1%- p=0,013), xuping Ady® pog HeyaAng HEIONG TNG GLYVOTNTOS TOV
AYYEWK®V EYKEQUMK®OV EMEIGOOIMV. AYyeloKkd eykepalikd eneioddia cuveéPncav oe 296 (7,8%)
acBeveic mov Ehafav Khomdoypéin + AZO kot 408 (10,8%) acbeveic mov Elafav erovikd papuoko +
A0 (peimon Tov oYeTIKoy Kivdvvov, 28,4%- 95% CI, 16,8% éwc 38,3%  p=0,00001).

THoudiozpixog ninBoouog

e o LeAETn KAlakovuevng docoroyiag 86 veoyvav 1 Bpepdv g 24 unvav o€ Kivouvo
Opoppwong (PICOLO), n khomdoypérn a&loroyndnke og dradoykég 06aelg Tmv 0,01, 0,1 kot

0,2 mg/kg oe veoyva kai Bpéen kot 0,15 mg/kg novo e veoyvd. H d6on tv 0,2 mg/kg métuye
péon mocooTiaia avasToAn e Tééng Tov 49,3% (5 pM ADP-eraydpevn cucohpevon
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aOTETAAI®V), 1| omoia fTay cvuykpiown pe ekeivn TV evnAikev Tov Aappdvovv Plavix
75 mg/muépa.

e U TUYOOTOMUEVT], STANG-TVPANG, TapdAAN AoV opddov perétn (CLARINET), 906 maidiatpucoi
aoBeveic (veoyvd kot Bpépn) Le KLAVAOTIKH GUYYEVH KOPOL0KT VOGO TOV AVTILETOMILETOL
TOPNYOPNTIKG [LE APTNPLOKT] TOPAKOUYT GO T CUGTNUATIKY TPOG TNV TVELHOVIKT KuKAOQOPida,
TuyotomomOnkav ya va Aapovv Khomdoypéin 0,2 mg/kg (n=467) 1§ ewovikd papuako (n=439) pali
Le Tautoypovn Bepameio LéEYpL To ¥poOvo ToL YEPOLVPYEioL og devtepT pdon. O pécog ypdvog uetaln
NG TOPNYOPNTIKNG OVTIUETOMIONG LLE TOPAKOLYT KOl TNE TPAOTNG XOPYNONS TOL QUPUAKEVTIKOD
TPo1ovTog TG puerétng Ntav 20 nuépec. Katd tpocéyyion 88% twv acbevav édafav tavtdypova AZO
(evpog 1 émc 23 mg/kg/Mmuépa). Aev vmnpée onpovtikn Sapopd petasd TV opddwv 6To TPMTEVOV
oVVOETO KaTAANKTIKO onpeio Tov Bavatov, Opoupwonc g Tapdkapyng 1 mapéppacng oxeTilopevng
UE TNV Kapdtd pv omd v nAkio tov 120 nuepmdv petd and engiodo1o mov Oewpnnke OpouPfotixnig
@vong [89 (19,1%) yio v opdda kKhomdoypéAng kat 90 (20,5%) yio TV opdda EIKOVIKOV GapUaKov]
(BA. mapdypago 4.2). H apoppayio nTav 1 1o cuyva avagepOUeVn avemBOunTn evEPYELN Kl OTIG
d00 opadeg KAOTIOOYPEANG KOl ELKOVIKOD PAPUAKOV: (0GTOCO0, dev VINPEE Kouio oNUAVTIKT dl0Qopd
GTO TOGOGTO ALLOPPAYING HETAED TOV OUAd®OY. TN LOKPOYPOVIL TAPUKOAOVONGN TG 0CPAAELNG
OVTNG TNG LEAETNG, 26 000EVEIG e TNV TOPAKOUYT KO VPICTALEVT O NAKIQ EVOG £ToVg EAafay
KAOTIO0YPEAN €m¢ TV NAkia Twv 18 pnvav. Kopd Kawvovpio avinovyio yio v ac@aieio dgv
TapoTNPENONKE KAT TN S1APKELN OLTAG TNE HOKPOYPOVING TaPAKOA0VONoTG.

Ot dokipég CLARINET ko PICOLO dtevepyndnkay xpnoorot@vtog £vo, cuoTabéy dtdAvua
KhomdoypEANC. Xe o oxeTikn LeAétn Proicoduvapiag o EVAAIKES, T0 GVOTOOEY dldALU
KLOTO0YPEANC £0€1EE TOPOOLDL EKTACT] KOl EAGYLGTO VYNAOTEPO TOGOGTO ATOPPOPNONG TOL KHPLOV
KUKAOPOPOUVTOG (aveveEPYOD) HETOPOAITI] GUYKPITIKA LE TO EYKEKPIUEVO S1OKIO.

5.2 ®@appokokivnTiKES 1WO10TNTEG

Armoppognon

Metd amd epdmaé Kot emavalapBavOoreveg NUEPNOIEG 00GELS 75 mg and TOL GTOUATOG, M
KAomdoypEAN amoppopdtat ToEms. To péco vynAdTEPO EMinedo TG OUETAPANTNG KAOTSOYPEANG GTO
mAdopa (Katd tpocéyyion 2,2-2,5 ng/ml petd ond epdmas 66om 75 mg omd ToL GTOUATOC)
gupaviotnke mepimov 45 Aemtd petd ™ yopnynon g 6oone. H amoppdoenon eivar tovidyiotov 50 %
pe Baon m pétpnomn anoforng TV PETAROMTOV TG KAOTO0YPEANG OTa 0VPAL.

Kazavoun

H xhomidoypéin kai 0 KOPLog KOKAOQOP®V (aveVEPYOGS) LETAPOAITNG TNE, OEGUEVOVTUL AVASTPEYLA
e TPOTEIVEG TOL avOpdTIvoL TAdopHaTOG (98 Y% kan 94 % avtictoy) in vitro. H déopevon in vitro
dev QTAVEL LEYPL KOPEGLOV Y10l EVAL EVPV PAGLLO CLYKEVTPOOTNG.

Biouetaoynpotionog

H xchomdoypéin petaPorileron ektetopéva oto map. In vitro Kot in vivo, 1 KAOTLSOYPEAN
petaforileton p€cm 600 KOPLOV UETAPOAIK®Y 03MV: Uio KATA TNV 0700, e TN UEGOAPNON
€0TEPUCOV VOPOADETOL GTO OVEVEPYD TaPAy®YO ToL KapPoLuiikov 0&€og (85% TV KuKAOPOPOUVI®V
petafoT®mv) Kot pio HE T pecoAdfnon moAlarAdv kKutoypopdtov P450. H khomdoypéin
petaforiletar apytkd otov evdlaueco petaforitn 2-oxo-clopidogrel. Enaxolovbog petafolopdc tov
gvoldpecov petapoAritn 2-oxo-clopidogrel £xel wg amotéleopa T dnuovpyio TOL dPUGTIKOD
petaforitn, éva mapdymyo Oe10ing. O dpaoctikdg petaforitng onpovpyeitan kupiong ard to CYP2C19
pe ) cvpPorn amod ddpopa dira Eviopa CYP, tepihapfavopévov twv CYP1IA2, CYP2B6 kat
CYP3A4. O evepyog petaforitng 0g10An, o omoiog amopovadnke in vitro, GUVIEETOL YPNYOPO. KOL N
AVOGTPEYIUO LE VTTOOOYEIS UOTETAAI®V, AVACTEAALOVTAG £TOL TI GUGGMPELGT) TV ULLOTETAAIWDV.

H Chax TO0 dpaotikov petafolitn eivoat Sumhdoio Petd amd o epdmras d6omn eoptione twv 300 mg
oM gival HeTd amd Téooepig NUEPES pe 0601 cuvinpnong tov 75 mg. H Chax mopatnpeital katd

pocéyyon petd amd 30 fwg 60 Aemtd petd T YopnyNoN TG dOGNG.

Anéxrpion
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1oV GvOpomo, netd amd pio amd Tov 6TéHATOg SO KhomSoypéing ceonuacuévng pe C, to 50%
nepimov amoPdaiieTon pe ta 0vpa Ko to 46 % mepinov pe o KOTpava o€ dSdotnua 120 wpdv petd
omd T Ay TG 660MG. Metd amd spdmas d0on 75 mg amd Tov GTOLATOS, 1| KAOTLOOYPEAN £xEL YpdVO
nuicelag {ong mepimov 6 dpec. O ypdvoc NUicEG OTEKKPIONS TOL KHPLOV KVKAOPOPOUVTOG
(avevepyoD) petafoiritn NTav 8 dPeG, LETA O TNV £QATAE KOl ETOVOAAUPOVOLEVT] Y0P YNOT).

Dopuoxoyevetikn

To CYP2C19 gumiéketon otn dnpiovpyio Kot Tov dpocTIKoD HETAPOAIT KOl TOV EVOIAUECOD
petafoiitn 2-oxo-clopidogrel. H @appookivnTikn kot 1 avTIOLUOTETAALNKT dpAGT) TOV dPUGTLIKOD
UETAPOAITN TNG KAOTIOOYPEANG, OTWC LETPNONKAV LE ex Vivo LETPNOELS TG CVGCOPEVOTG
LUOTTETAAIDV, SlaPEPOVY avaroya (e To yovotumo Tov CYP2C19.

To aAniopopeo CYP2C19*1 avrtiotoryel oe TANPOC AEITOLPYIKO LETOPOAICLO, EVED TO OAANAOLOPPO
CYP2C19*2 xou CYP2C19%*3 givar un Aertovpyikd_. To aainiopopeo CYP2C19*2 kot CYP2C19*3
gvbvvovtar yio TNV TAEOYNEio TOV OAANAOHOPPOV LEe Letdpévn Aettovpyio otovg Kavkdoiovg (85%)
Kot otovg Actdreg (99%) pe petmpévn petaforikr| Asttovpyic. AAlo adAnAdpopea mov oyetilovot
LE amoVTO 1 LELMIEVO PETOPOAIOUO givarl AydTepo cuyvd kot teptlappdvovy ta CYP2C19*4, *5, *6,
*7 xa1 *8. 'Evag acbevig pe petopévn petafoiikn Aettovpyia 0o dtabétel 600 aAAnAdpopea pe
EMenym Aertovpyiag 6mwc opiletan mapamdve. Anpocievpéves ouyvotnteg yovotvinwy tov CYP2C19
pe petopévn petafoiikn Aettovpyia eivan katd tpocéyyion 2% yia toug Kavkdsiovg, 4% yuo toug
Mavpovg kot 14% yia toug Kivélovg. Yrapyovv dtaféciuec SoKIHOGIES Yio TOV OPIGHO TOV YOVOTVTTOV
tov CYP2C19 gvog acBevoic.

Mio, perét dwotavpwong oe 40 vym dropa, and 10 og kaOe pia and T TEGGEPLS KT YOPiEg
petaforkng wavotmrag tov CYP2C19 (woAd vynAn, eKTeTopévn, EVOLAUEST Kol UELMUEVT),
aE0AGYNOE TN POPLOKOKIVITIKT KOl TNV AVTOTOKPLIoT] TOV OUOTETOM®Y yproiponotdvag 300 mg
KAOTIO0YPEANG oL akoAoVBeiTaL omd 75 mg/muépa kot 600 mg mov akoiovOeitan and 150 mg/Mmuépa,
70 KaBéva Yo S nuépeg (otabepomomuévn katdotaor). Aev TapatnpeNONKoy GNUAVTIKES SL0POPES
otV ékbeom oTo dpaoTiKO PETAPOAITN KOL OTN HEGT] AVOGTOAY TNG CLGCMOPEVCTG TV OLUOTETAAIDV
(IPA) peta&d exeivov e ToAd VYN, EKTETAUEVT Kot EVOLAUEST) LETABOMKN 1KOVOTNTO.

210 GTOMO UE UELMUEVT HETAPOAIKT TKOVOTNTO, 1 EKOECT) GTOV dpaoTIKO HETAPOAIT pEId®ONKE KaTd
63-71% cvyKpITIKG e EKEIVO LE EKTETAUEVT] LETAPOALKT tkavOTNTA. METH TO HOGOAOYIKO Oy

300 mg/75 mg, Ol AVTIOLUOTETAALOKEG AVTATOKPIOELS LEMONKOV GTO ATOUO E UEIWUEVT LETAPBOAIKT
wavotnta pe péon [IPA (5 uM ADP) 24% (24 opec) ko 37% (Huépa 5) dnwg cuykpibnke pe v IPA
39% (24 opeg) ko 58% (Huépa 5) ota dtopa pe extetapévn petaforikn wavotnra kot 37%

(24 opec) ko 60% (Hpépa 5) ota dropa pe evordueon petaforikn wavotnto. Otav ta dTopd pe
petopévn petaforikn wkavotnta EAafav 1o docoroykd oyfua tov 600 mg/150 mg, n €ékBeomn oto
dpaoTiko petaforitn frav peyadbtepn omd 1o d0coAoykd oyfua Tmv 300 mg/75 mg. Emnpocherta, n
IPA ftav 32% (24 opeg) kot 61% (Huépa 5), mov ftav peyaldtepe omd OTL 6TO ATOUN [LE LEIOUEVT]
petafoiikn kavotnta mov EAaav to docoroyikd oynua 300 mg/75 mg Kot TapPOUOLES e TIG GALES
opadec petaforikng Aettovpyiog tov CYP2C19 wov éhafav to docoroyikd oynua tawv 300 mg/75 mg.
"Eva katdAAnAo 0G0A0YIKO Gy Y10 aLTO TOV TANOuoUS acbevav dev £xel kKobiepmbel o€ KAVIKEG
SOKES.

SOHUEMVO LE TO TOPUTAVE® OTOTEAECUOTA, GE L0 LETA-0VAAVGN TTOL TTepleAdpupave 6 peléteg pe
335 dtopa OV AVTIUETOTIOTNKOV Pe KAOTIO0YPEAT 68 oTafepomomUévn KATAOTOOT), KatadeiyOnke
ot 1 €kBeon oto dpacTikd petaforitn petmdnke katd 28% yio Ta dTopa e EVOLALEST) LETABOALKN
Aertovpyia kot 72% yio ToL ATOQOL PLE LEIOUEVT] LETAPOAIKT AELTOVPYIO EVA 1] AVOGTOAN TG
oLeomPeLoNG alponetariov (5 uM ADP) peidbnke pe dtapopég otnv IPA tov 5,9% war 21,4%,
avtioTtotya, 0TV cLYKPiONKe pe Ta dTopa e eKTeETaUéEVN LeTABOAKN AgtTovpyia.

H emppon tov yovotdmov tov CYP2C19 otig KAvikég ekPacelg oe 0oOeVEIS TOV AVTIUETOTIOTNKAV [UE
KhomdoypEAN dev €xel a&lohoyn0el € TPOOTTIKES, TUYOLOTOMUEVES, ELEYYXOUEVES SOKIHEG. ‘Eyet
vrdpéel Evag aplBpdg avadpoUKOY avIADGEMY: MGTOCO, Yol TV 0EIOAOYNOT VTNG TG ENLOPACNC O
acfeveic Tov £YOVV AVTIUETOTIOTEL LE KAOTLOOYPEAT KO Y10 TOVG OTOIOVE VITAPYOVY YOVOTUTIKE,
arotedéopata: CURE (n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227),
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TRITON-TIMI 38 (n=1477) ka1 ACTIVE-A (n=601), 6mw¢ kat £vag aptOpog SNUOGIELUEVOV HEAETOV
KOOPTNG.

Ymv TRITON-TIMI 38 kot o€ 3 and T1g perétec kooptg (Collet, Sibbing, Giusti), 1 GuvdLAGUEYT
opado acHevov pe gite evoldpeo, €ite HEIOUEVT] HETOPOAKT tkavOTNTA YOV VYNAOTEPT GLYVOTNTA
KapOLOYYELOKOV cuUPapdTov (BGvaTog, ELEPAYLLO TOL HLOKOPOIOD KOl OYYELNKO EYKEPUAIKO
EMELG0010) N OpOUPmonNg TG eviompdBeonc (stent) CLYKPLTIKE LLE T ATOLOL LE EKTETAUEVT LETOPOALKN
KovoTNTO.

Ymv CHARISMA ka1 6g o pedétn kooptng (Simon), o avénuévn cvyvotnto coppfopdtov
TopoTNPNONKE HOVO 0TO ATOpO e UELOUEVT LETABOAKN TKOVOTNTO OTAV GLUYKPION KOV LE TO GTOMO LE

EKTETAUEVT] LETAPOAIKT IKOVOTNTA.

¥ CURE, ot CLARITY, otv ACTIVE-A kot o€ po amd tig peréteg kooptng (Trenk), dev
mapaTnPeROnKe avénuévn cuxvoTnTa GLUPANATOV BACEL TNG LETAPOAIKNG TKOVOTNTOC.

Kopio and avtég T1g avaivaoelg oev giye 1o néyeboc yuo va evromicel dtopopég otny EKfoocn Tov
OTOUMV E UELMUEVT] LETAPOAIKT IKOVOTNTA.

Edwoi minbvopuoi

H poppoakokivntikn Tov dpactikod petafolitn g kKAomidoypEAng dev eival yvmoTh 6& duTovg TOVG
€101K00¢g TANBuopovG.

Negpixn dvoiertovpyio,

Metd and emavoropfoavopevesg 006e1g 75 mg KAOTIO0YPEANG TNV NUEPO GE GTOUO LLE GOPaPT| VEQPIKY
voo0 (kabapomn kpeatvivig amd 5 uéxpt 15 ml/min), 1 avasToAR TS GVCCHOPEVONG TWV OUOTETAAIWV
7oV mpokaAgitat omd v ADP ftav yaunAdtepn (25 %) amd avt mov mapatipnnke o vyiq dtoua,
®OTOGO, 1 TOPATOGT TOL YPOVOL POTIG NTOV TAPOLOLN LE EKELVT) TOVL KATOYPAPNKE GE VY] ATOLM TOV
ehaupavay 75 mg kKAomdoypéAng v nuépa. Emmpocstétwe, n kKAvikn avoyn NTov KAy oe 6A0VG
ToVG acbeveic.

Hratikn dvolerrovpyio

Metd and enavarapPoavopeveg d6oelg 75 mg kKAomdoypéAng v nuépa yro 10 nuépeg o€ acbeveig pe
cofapn NTOTIKT SLVGAEITOVPYIA, 1] OVAGTOAN TG CLGCMPEVCONG AUOTETOA®Y dtapécov g ADP ftav
TapoOpold e ekeivn Tov TapatnpnOnke o vy dtopa. H péon mopdtacn tov ypdvov pong frav
€MioNG TOPOLOLN OTIG OVO OULADEG.

Doin

O emumoloopog Tov aAlnAdpopewv tov CYP2C19 nov oyetiCovtar [ie EVOIAUESO 1| TEPLOPICUEVO
petaforioud dopépet avaroya pe T QLAY/eBvikotnta (PA. Papuakoyevetikny). Awo tn PifAtoypaeia,
VILAPYOVV TEPIOPICEVO. dESOpEVE OlaBEGUa Yo va a§loAoyn Ol | KAVIKY ERIMTOOT YOVOTLUTTOV TOV
CYP ywo v gpodvion copfopdrov og kKAvikn kfoor).

5.3 Ipoxivikd dgdopéva Yo TNV 06QIAELQ

Koatd ) didpreia Tov pun KAVIKGOV HELETOV GE apOVPAIOVG KOl GE UTOUTOVIVOLG, OL TTO GUYVE
TOPUTNPOVUEVEG EMOPACELS NTOUV NAATIKEG AAAOIDGELC. AVTEG TapotnphOnKay 6g dOGEIC TOV
AVTITPOCHOTEVOVY TOVAGYIGTOV 25 Qopég TNV Ekbeom mov mapatnpninke og avlpd@ITOVE TOV
ehapfovay kKhvikég 060e1g Tmv 75 mg/muepnoimg Kot ftay enakdAovdo oG enidpacnc 6T NTOTIKG
petafoika Evlopa. Kapio exidpacn oto nmatikd petaforikd vivua dev mapatnpndnke o
avBpadTovg mov eAGuUPavay KAOTd0YpEAN OTIG BEpOmEVTIKEG HOCELS.

X moAD VYNMAEC 0OGELC, ovaEEPONKE EMIONG TEPLOPICUEVT YOGTPIKN avoyn| (YaoTpitida, YOoTPIKEG
SPpoTIKEG AALOIDGELS KOUT EUETOC) TNG KAOTILOOYPEANG GTOVG BPOVPOIOVE KOl TOVG MUITUUTOVIVOLC.
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Agv vmp&e Kapio EvoeiEn kapkivoyovou dpdong otav 1 KAomdoypEAn yopnynOnke yio 78 efdoudadeg
o€ TovTKovg Kot Yo, 104 eBdopddeg oe apovpaiovs, oe ddcelc puéypt kar 77 mg/kg v nuépa (n omoia
AVTITPOCHOTEVEL TOVAAYIGTOV 25 Popég TNV £kbeom mov eupavileTor oTovg avOpdmTovg Tov Aaufdvouvy
75 mg/muepnoing).

H xhomidoypéin €yxer dokipnacbel oe pia Gepd in vitro Kot in vivo YovoToEIK®V LEAETMV Kot deV £0€1EE
YOVOTOEIKOTNTA.

H «homidoypéin de Ppédnke va £xel EXidpaoN GTI YOVILOTNTO TOV OPCEVIKMOV KAl T®V ONAvKmv
apoLVPAimV Kol OV NTOV TEPOTOYOVOG OVTE GTOVE APOLPAIOVG 0VTE 6T KovvEMa. Otav yopnyndnke oe
Onralovteg apovpaiovg, 1 KAomdoypéAn mpokaiese ehappld kabvuotépnon otV avamTuén Tov
0moy6vov. E1d1kéc QapLakoKIvnTIKES LEAETEG TOV EYIVOV LLE POSIOGECTLAGIEVT KAOTLOOYPEAN
éoei&av OTL M uNTPIK” ovcia 1 o1 peTaPfolriteg TG exkpivovtal 6to YaAa. Etouévmg, (o dueon
enidpaocn (mia to&ikdTnTae), 1 o Eppecn enidpacn (Leimon e YeLoTIKNg IKavoTNTaGg) dev UmopEl
va amokAEloOet.

6. ®APMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdaroyog ekddymv

Tvpnvag:
Movvitoan (E421)
MoAvaBvievoylvkoin 6000
Kvttapivn pikpokpuotoiiikg
Kwéhato vdpoyovopévo
Y 8po&umpomvuAoKLTTAPIVI YOUNATC VTOKOTAGTACTC

Emixaloyn:
Yrpopeiroln (E464)
Aoktoln povoiidpikn
Tpuoketivn (E1518)
Titaviov d10&eido (E171)
Z10mpov o&eido epvbpod (E 172)

THapayovrag otirfwong:
Knpog kapvaovpng

6.2 AocvpuparétnTeg

Agv epappdletar.

6.3 Awdpkewa ong

3 xpovia.

6.4 Iowitepeg TPpoPLAGEELS KOTE TNV VAAEN TOV TPOIGVTOS

e koyéreg and PVC/PVDC/Aluminium, guidccete o€ Beppokpacio pikpotepn twv 30 °C.
e KOWELEG LOVO OTd AAOVUIVIO, OEV VTTAPYOLV E1OIKEG 00MYIEG SLOTNPNONG Y1 TO TPOIOV AVTO.

6.5 ®@Vo1 KOl GVOTATIKA TOV TEPLEKTN
Plavix 75 mg emkailvpuévo pue Aertd vuéEvio StoKio

Kvoyéheg and PVC/PVDC/Aluminium 1 koyéhec povo amd alovpivio, 6€ KOLTLA Ao YOPTOVL TOV
neptEyovv 7, 14, 28, 30, 84, 90 ko 100 emkaAvppéva pe Aentd vuévio diokia.
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Yvokevaocieg koyeldv (blister), povadwv 66ong ard PVC/PVDC/Aluminium 1 povo amd aAOVUivVIo
0€ KoVTLd amod yopTtoVL ToL TEPEYoLV 50 X 1 emucaloppéva pe Aemtd vuévio diokia.

Plavix 300 mg emkoloppévo pue Aentd vUEVIo diokia
Yvokevaocieg koyel@v (blister), povadwv 666mG, amd GAOLUIVIO GE YoPTOKVTIO TOVL TTEPLEYOVY 4 X 1,
10x 1,30 x 1 ko 100 x 1 emkaAvppéva pe Aemtd vUEVIO doKia.

Mmropei va unv KoKAOPOPOUV OAEG Ol GLOKEVAGIEC.
6.6 Iowitepeg TPoPLAGEELS aOpPLYNG

Ka0e aypnoiponointo poapuokevtikd Tpoidv 1 VTOAEUN TPETEL VO UTOPPITTETAL GOUPDVO, HE TIG
KOTA TOTOLE 16 VO0VGEC GYETIKEG S10TAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

FoAAio

8. APIOMOI AAEIAY KYKAO®OPIAX

Plavix 75 mg gmkaioppéva pue Aertd vuévio diokio

EU/1/98/069/001 - Kovtid TV 28 emtkaAvppévey e Aentd VIEVIO SIoKIWV 6€ KOWELEG 0md
PVC/PVDC/Alu

EU/1/98/069/002 - Kovtid tmv 50 x 1 enucaloppévev pe Aentd vpévio diokimv oe Koyéreg and
PVC/PVDC/Alu

EU/1/98/069/003 - Kovtid tev 84 emikoAvppévov pe ATt DUEVIO JIoKI®V GE KOWELEC OO
PVC/PVDC/Alu

EU/1/98/069/004 - Kovtid tov 100 emicolvppévev e Aemtd vpévio dtokiov o Koyéreg amd
PVC/PVDC/Alu

EU/1/98/069/005 - Kovtid tov 30 emtkaALUUEVOVY e AETTO VUEVIO dIOKIOV G€ KOWEAEG amd
PVC/PVDC/Alu

EU/1/98/069/006 - Kovtid tev 90 emikalvppévov e Aentd vpévio SIokimv o€ KoyéELEG omd
PVC/PVDC/Alu

EU/1/98/069/007 - Kovtid tov 14 emtkaAUpévey te AeTTO VUEVIO dIOKIOV 08 KOWEAES amd
PVC/PVDC/Alu

EU/1/98/069/011 - Kovutid v 7 eMKAAVUUEVOV IE AETTO DUEVIO O10KIMV 0 KOWELEG ATd
PVC/PVDC/Alu

EU/1/98/069/013 - Kovtid tmv 28 emkaALUUEVOV Pe AETTO DUEVIO S10KIOV 08 KUWELEG LOVO 0o
oAovpivo

EU/1/98/069/014 - Kovtid tv 50 x 1 emtkaAvppuévov pe Aentd vuévio diokinv e KuyéELeg LOVO amd
alovpivo

EU/1/98/069/015 - Koutid TV 84 emikaAvppévoy e Aemtd vpévio SIoKimv o€ KoyéLeg LOVo omd
oAovpivo

EU/1/98/069/016 - Kovtid tov 100 emkoAloppévav e Aento vuévio diokimv o Kuywéleg Hovo amd
alovpivo

EU/1/98/069/017 - Kovtid tv 30 emiKoAvUUEVOVY LE AETTO DUEVIO JIOKI®MV GE KOWEAES LOVO aTTO
alovpivo

EU/1/98/069/018 - Kovtid tmv 90 emkaivppévov pe Aentd vpéVio diokinv og Kuywéleg LOVO and
oAovpivo

EU/1/98/069/019 - Kovutid tov 14 emikoAvpupévov pe AenTd DUEVIO SIoKIMV G€ KOWELEC LOVO Ao
alovpivo
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EU/1/98/069/020 - Kovtid tv 7 emkaAvpuévev pe Aentd vuévio d1okinv g Kuyéleg Lovo omd
alovpivo

Plavix 300 mg emuaivppéva pe Aemtd vpuévio diokia

EU/1/98/069/008 - Kovtid tov 4 X 1 exucoloppévav pe Aemtd vuévio diokiov oe blister, povadwv
d001g amd oAOLLIVIO

EU/1/98/069/009 - Kovtid tov 30 X 1 emikaAvppévev pe Aemtd vpévio dtokiov og blister, povadwv
d001g amd oAovivio

EU/1/98/069/010 - Kovtid twv 100 x 1 emkodvppévev pe Aentd vuévio diokimv ot blister, povadwy
30601 amd oAovpivio

EU/1/98/069/012 - Kovtid tov 10 X 1 emikaAvppévev pe Aemtd vuévio diokiov og blister, povédwv
300G amd oAOLIVIO

9. HMEPOMHNIA ITPQTHX ET'KPIZTHX/ANANEQXHY THX AAEIAX
Hpepounvia mpdtng €ykpiong: 15 loviiov 1998

Huepopunvia tedevtaiog avavémong: 19 Ilovviov 2008

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

<HH prvag EEEE>

Aemtopepn TANPOPOPLOKA GTOLYEIR Y10 TO TOPOV PAPUAKEVTIKO TPOTOV Eival S100€G1Ua GTOV SIKTLOKO
t6mo 1ov Evpaonaikod Opyavicpod Qoppdkov: http://www.ema.europa.eu/
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ITAPAPTHMA 11

HHAPAXKEYAXTEX YIIEYOYNOI I'TA THN
AITIOAEEMEYZH TQN ITAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ANIOTEAEEMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTEX YIIEY®YNOI I'TA THN AITOAEXMEYXH TQN ITAPTIAQN

Ovopo. kot d1evfuvon TV TOPASKELAGTAV TOL £ivol VTELOVVOL Y10 TNV ATOSEGUEVGT] TV TOPTIOWV

- Plavix 75 mg emkolvppéva pe Aemntd vpévio dlokio

Sanofi Winthrop Industrie

1, Rue de la Vierge

Ambarés & Lagrave
F-33565 Carbon Blanc cedex
TaAXio

Sanofi S.r.1.

Strada Statale 17, Km 22

67019 Scoppito (AQ) — Itaria

Sanofi Winthrop Industrie

30-36 avenue Gustave Eiffel

37100 Tours

TaAAio

- Plavix 300 mg emukaAvppéva e Aemtd VUEVIO dloKia

Sanofi Winthrop Industrie

1, Rue de la Vierge

Ambarés & Lagrave

F-33565 Carbon Blanc cedex

TaAAio

270 £VTUTIO QUALO 0JNYIOV XPNCEMG TOV PUPLOKEVTIKOD TPOTOVTOC TPETEL VAL OVAYPAPETOL TO OVOLLOL
Kot 1 31evBvven TOL TAPACKELOGTN TOL Elval VITEHOVVOG Y10 TNV ATOSEGUEVCT) TG CYETIKNG TAPTIOUC.

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

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT) CLVTOYT.

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX

. Ex0fce1g meprodikng Tapakorovdneng g aocParelog

O Kkd1oyog adeag KukAopopiag Ba katabétel ekBEGEIG TEPLODIKTG TUPAKOAOVONONG TG AGPAAELOS Y10l
TO €V AOY® TTPOTOV GOUPMOVO, LLE TIG UTOLTAOELS TOV 0pilovTal GTOV KUTAAOYO LE TIC UEPOUNVIEG

avapopdg ¢ Evaoong (katdroyog EURD) mov mapatifetal oto ApOpo 107y mapdypapog 7 g
Odnyiag 2001/83/EK kau €xel dnpocievbei otnv evp®RTATKT SIKTLOKT TOAN Y10 TO PAPLOK.

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

. Yyéowo Awayeiprong Kivovvou (XAK)

Agv gpapudletar.
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