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HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Clopidogrel ratiopharm 75 mg emicoloppévo pe Aemtod vuévio diokia,

2. MOIOTIKH KAI ITOXOTIKH XYNOEXH
Kda0e emcodvppévo pe Aemtd vpévio diokio mepiéyel 75 mg kiomidoypéing (mg 6&vn Beukn).
"Exdoyo ue yvootn dpdon:

Ka0e emcoivppévo pe Aemtd vpévio diokio mepiéyetl 59,05 mg Aaxtdlng (mg povoidpikn).
IMa tov TAnpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Enuwcodoppévo pe Aemtd vpévio diokio.
Avouktov pol émg pol, SYNUOTOG KOWOKIOL EMKOAVUUEVO LE AETTO DUEVIO d10Ki, TTOV PEPOLY
TUTOUEVN TNV €vOEIEN “93” ot pia TAevpd kat Ty Evoeltn “7314” otnv GAAN TAgvpd.

4, KAINIKEYX IAHPO®OPIEX
4.1 OgpomevTiKéG EVOEiEELg

Aevtepoyevic mpoinyn abnpobpoufwtikdy enetoodiwv
H xlomdoypéin evdeikvuton Ge:

o Evilikec aoBeveic pe épopaypa tov pookapdiov (amd Aiyeg nuépeg péxpt Arydtepo omd 35

NUEPEG), IOYALKO AYYELOKO EYKEPOUAKO ETEIGOS0 (OO 7 NUEPES UEYPL AYOTEPO OO 6 UNVES)

N EYKATEGTNUEVT] TEPLPEPIKT OPTNPLOKT VOCO.

. Evilkeg acBeveic pe 0&D atepaviaio chvopopo:

- 08 otepaviaio GuVOPOpOo Ywpig avioracn Tov dtactpatog ST (actadng otnddyyn M
éuppaypo tov pookoapdiov ympic kopa Q), cvpmepirappavourévev Twv asbevoy mov
vrofdriovtal o TomoBEnon evoompdOeong (stent) petd amd dradepuikn enéppaon
OTEPAVIOIWV GE GLVOLOGHO LLE OKETVAOGOAIKVAIKO 0ED (AXO).

- 080 uppaype Tov pvokapdiov pe avaotacn Tov dtactiuatog ST, og cGuvovaoud pe
AX0 otg acBeveic mov vroPaiiovtal o€ d1adepLKn oTePaviaio TapERPaon
(cvumepthapPavopévav Tov acBevav mov vrofailovial oe TotobEtnon stent) 1) o€
acOeveic mov avtipeTomilovtal cuvTnPNTIKE Kot gival katdAAnAol va Adfovv
0poBOALTIKT/ IVWSOALTIKT OyY.

2e 000eveic e petpiov Ewg vynlov kivovvoo lapodiko loyoyuro Ereioodio (I1E) 1 élaooov

Ioyoyuro Ayysioxo Eykepoaliko Erncioooio (IAEE)

H «khomdoypéin oe cuvdvacpo pe AXO gvdeikvotat og:

. Evijlikeg acBeveic pe petpiov émg vymiod kivdvvov ITIE (Baduoroyia ABCD2! >4) 1
éloocov IAEE (NTHSS? <3) evtog 24 ophv and to ITIE 1 1o IAEE.

HpoAnyn aBnpobBpoufwtixav ko Opoufosufolikoy exeloodiwy ae KOATIKY UOPUaPOYI

! Hlxda, Aptnpokn wieon, KAviké yopoktnpiotikd, Adpketo kot Siéyvoon Zakyopddovg Atofrtn
2 KMpaka Ayyetaxod Eykepaitcod Encicodiov EOvicav ISpupdrov Yyeiac
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e eviAIKeG ac0EVEIC e KOATIIKT] LOPLLOPLYT TOV EXOVV TOLAAYIGTOV £VO TOPAYOVTO KIVODVOL Yl
ayyewKa coppdpata, Tov dev givar duvatd va mhpovv Bepaneio pe aviayoviotég Prrapivng K (ABK)
KOl 01 07t0101 £Y0VV YOUNAO KivOuvo alpoppayiag, 1 KAOTO0YPEAT EVOEIKVUTOL GE GLVOLOGUO LIE TO
AX0 ywo v TpdAnym abnpobpoupotikmdv encicodiny kol enelcodinv Opoufoenfoing,
GUUTEPTLOUPOAVOLEVOD TOL OYYELOKOD EYKEPOAKOD ETEGOSIOV.

Ta meprocdtepeg TANpopopieg Tapakareicde va avatpééete oty mapdypapo 5.1.

4.2  Aocolroyia Kol TPpOTOS YopyNoNs

Aocoloyia

o Eviilkeg kon nAkiopévol
H xAhomidoypéin mpémnel va divetar og epamas nuepnioto d6on Tv 75 mg.
Y& aobeveic mov TaoyoVY amd 0ED GTEQUVINIO GHVOPOLLO:

08D otepaviaio cUVOpPONO Ywpig avaotact Tov dtaotnuatog ST (actadng ondayyn 1

Euppaypa Tov pvokapdiov yopig kopa Q): n aywyn pe kKhomdoypédn o pémet va Eekivd

pe pia epana 06om eoptiong twv 300 mg 1 600 mg. H gpdnal 6601 @opTIong TV

600 mg B0 pmopovoe va yopnyeitol oe acbeveic niikiag <75 etcdv dtav TpoPfAénetan

Swadeppukn otepaviaio mapéuPacn (PA. Tapdypao 4.4). H Oepaneia pe khomdoypéin Oa

nmpémel va ovveyiletar e 75 mg pio popd v nuépa (Le aKETVAOGUAKVAIKS 0ED (AXO)

75 mg-325 mg nuepnoing). Kabng vyniotepeg doceic AXO cuoyeticOnkay e

VYNAOTEPO Kivouvo aupoppayiog, cuetivetol 1 66om AXO va unv givar peyaidtepn omd

100 mg. H BéAtiomn didpkela TG oy@yng oev £XEL EMION A TPOGIIOPIOTEL. XTotyEin

KAMVIKOV dokiudv vtootnpilovy  ypnon péxpt 12 punvec, Le to Héyloto 6(QEAOC v

napatnpeitar otovg 3 unveg (PA. mapdypapo 5.1).

O&D épepaypa tov pookapdiov pe avdonacn tov dwwotpoatog ST:

e g acbeveic mov aviipeTOI{ovTol GUVTNPNTIKA, KATAAANLOL Yo
OpouBOAVTIKT/ IVDOOAVTIKT aymYT], 1} KAOTIOOYPEAT Ba TpEMEL va, yopryeital ¢
epanaf nuepnota 66on Tov 75 mg Eexvavtag pe pia 0601 eoptiong tov 300 mg ot
ouvovacud ue AX0, ue M yopic Opopporvticd. I'a wTpikmdg Oepamevopevoug
acBeveic v TV 75 eTdv 1 KAomdoypEAN Ba Ttpémet va Eekiva ywpig d6om
@optione. H cuvdvacuévn Bepancio Bo mpénet va Eekvd 10 cuvTopdTEPO dLVATO
UETE TNV EvapEn TOV CUUTTOUATOV Kot VO GUVEXILETOL TO AYOTEPO Y10 TECOEPIG
epdopades. To 6perog and To cuvdvacud TG KAomdoypéAns pe AXO yio Sidotnpa
UEYAADTEPO TV TEGOapOV efSouddmv dev £xet uehetnOel (BAéne moapdypago 5.1).

e Ortoav mpokettal va wpaypoatomoindel dadepkn otepaviaio mapéufacn (PCI):

- H Bepaneio pe kKhomdoypéin Ba mpémel va Eekva pe o epamal d6om
0optiong 600 mg oe acbeveic mov vroPaiiovtar o€ mpwtoyevn PCI kot og
acBeveic mov vroPaiiovtan o€ PCI meprocdtepo amd 24 dpeg amd v Aqym
W®OOALTIKNG ayYNG. Xe acBeveic nhkiog > 75 etdv, ta 600 mg LD 6o
npémel vo, yopnyobvtor pe tpocoyn (PA. mapdypapo 4.4).

- H Bepoameia pe kKhomdoypéin epdmnal doong eoptiong 300 mg Oa mpémet va
yopnyeitan o€ acbeveig mov voPfdrioviar og PCI evtog 24 mpdv amd v
AYM WVOSOAVTIKNG 0y ®YNG.

H Bepaneio pe kKhomdoypéin Ba npénel va cuveyileton ot 75 mg pio popd tnv
nuépa ue AXO 75 mg-100 mg nuepnoinc. H cvvdvacpévn Bepancio Ba mpémetl va
EEKIVA TO GLVTOUOTEPO GLVATOV LETE TNV EVOPEN TOV GUUTTOUATOV KOl VO
ovveyiletan émg kot 12 pnveg (BA. Tapdypogo 5.1).

Eviilikeg aoBevelg pe petpiov €mg vymiov kvovvov IIE 1 éhaccov IAEE:

e evihkeg acleveic pe petpiov émg vyniov kvdvvov ITIE (Babuoroyic ABCD2 >4) q
éhaocov [AEE (NIHSS <3) Oa mpénet va yopnyeitot pia d6om @OpTIoTg KAOTO0YPEANS
300 mg axorovBovpuevn and doom Khomdoypéing 75 mg dna nuepnoiong kot AXO

(75 mg -100 mg dro& nuepnoing). H eponeia pe khomdoypéin kar AXO Oa tpénet va
Eexva evtog 24 opav amd To EMEIGOS0 Kol va cuveyiletat yia 21 nuépeg akoiovbovpevn
OO LOVI] OVTIOHOTETOAMOKY Oepameia.



e 000eVeig |1 KOATIIKT LOPUOPLYT, 1] KAOTIO0YPEAT TPETEL VAL YOPTYEITAL MG Hia
nuepnota 66om twv 75 mg. To AXO (75-100 mg nuepnoing) mpénel va apyilet Kot va
ovveyiletat og cuvdvaoud pe v Khomdoypiin (PA. mapdypago 5.1).

Edv Eeyaotel pa d6om:
- Evtog Myotepo tov 12 opdv HeTd TV KAVOVIKT TPOYPALUATIGUEVT] Opa: o1 aoBeveig
TPEMEL VAL TAPOLVV TN dOCT] TOVS AUECHG KOL LETA VO, TAPOVY TNV EXOUEVT 0OGT OTNV
KOVOVIKT TPOYPOUUUOTIGILEVT DPOL.
- Metd and nepiocdtepo amd 12 mpeg: ol acheveic mpémel va mdpovy v enduevn doom
GTNV KOVOVIKT TPOYPOUUOTIGUEVT] DPO KAl VO UMV SUTAAGIAGOoVV T d00T).

Ewdwoi minbvopuoi

o Hliciowouévor

O&H otepaviaio advdpouo ywpic avaomoon tov oraotiuotos ST (aotabnc atnbayyn i Euppoyuo
TOV LDOKOPOIOV ywplc koua Q):

- Hepdano& 66om poptiong tov 600 mg Ba pwopovoe vo yopnyeital oe acbeveic
NAkiac< 75 etdv 6tav npoPfAénetar Sradeppukn otepavioio mapupacn (BA.
napdypago 4.4).

O&D suppayuo oo uoKoPIIoL e OVATTAoH TOV 010oTHUATOS ST

- ZXg aoBevelg mov avtipetonilovrol cuvTNPNTIKA KATAAANAOL Vi
Opopporvtikiy/ivawdorvtikny ayoyn: o€ acbeveig nikiog dve Tov 75 etov 1 Oepaneia pe
KhomdoypéAn Ba mpénet va, EeKva ywpig pia epamas d6oM QpOPTIoNG.

2e aoBeveic mov vrofdrioviar oe mpwrtoyevyy PCI kou e aobeveic mov vmofdriovrar o PCI
TEPIOTOTEPO OO 24 DPeS Omo THY AN 1IVWIOLVTIKHG oywynG:

- ZXe aoBevelg nlkiag > 75 etmv, ta 600 mg LD Ba npénet va yopnyobvtal pe Tpocoyn

(BA.mtapbypogo 4.4).

. Houdrozpixog mAnBoouog
H xhomdoypéin dev mpémet va ypnoionoteiton 6€ Tondid yio Adyovg amoTeAespoTIKOTNTAG (PA.
napypago 5.1).

o Neppixn dvolertovpyio
H Bepamevtikn gpmeipia gival meplopiopévn oe acBeveis pe veppikn duoiettovpyio (BA.
napaypago 4.4).

o Hratikn dvolertovpyio
H Bepamevtikn epmeipia eival mePLOPIoUEVT] GE ACOEVEIG e LETPLO TTATIKT VOGO, Ol 00101
UTOPEL VL TAPOVGIAGOVV aLpoppoyikh tpodiddeon (BA. Tapdypago 4.4).

Tpémog yopfymong
Amo6 otouaTog ¥pron
Eivai dvvato va yopryeiton pe 1 xopic tpoen.

4.3  Avtevoeitag

. YrepevaicOnoio 6t dpactikn ovoia 1| 6 KATOL0 amd To £KO0Y0 TOV AVOPEPOVTUL GTNV
Tapdypoeo 2 f oty mapdypoeo 6.1.

o YoBapn nratikn dvcAertovpyia.

. Evepyog maboroykn| apoppayic, OTmG TENTIKO EAKOG 1 EVOOKPOVIOKT apLoppayia.

4.4  E101kéC TPOELOOTON|GELS KUl TPOPVAAEELS KATA T1| Y p1ion

Awoppoyio kKot ayuoTolOYIKES O10TAPOYES
Abdy® tov KIvdOHVOL opopporyiog Kol OLOTOAOYIK®Y aveTIBOUNT®V evepyel®mV, Ba mpémetl va
dlevepyeitar eyKoipmg HETPNOT TOV EULOPPOV GVOTOTIKAOV TOV GLOTOC, KOUT GALES OYETIKEG
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€€eTAOEIC OMOTEONTOTE KAVIKG GUUATMOUOTA TOV VITOSNAMVOLV opoppayia epeoviloviot Kotd T
duapketla g Bepaneiog (BA. mapdypapo 4.8). Onmg pe GALOLS OVTINHOTETOAOKOVS TOPAYOVTES, 1|
KAoTd0YpEAN Ba Tpémel va ypnolponoteital e Tpocoyn o€ acheveig Tov pmopel va eivat o€ Kivouvo
avENUEVNC aoppOyiaG amd TPOVL, XEPOVPYIKN emEuPacn 1| GALEC TaBOAOYIKEG KATAGTAGEIS KOl GE
acBeveic mov Aapfavovy ayoyn pe AZO, nropiv, avacTolels TV VTOSOYEMV TN YAVKOTPOTEIVIG
IIb/IlTa 1 un-otepoedn aviipreypovadn eapuoka (MEAD) couneplapPavoréVEY TOV OVOGTOAE®DY
g kapPoéuidong Cox-2 ) TV EKAEKTIKMY OVOGTOAE®DVY EXAVOTPOCANYNG TG oepotovivig (SSRIs),
1N oyvpovg enaymyeic Tov CYP2C19 1| dAlo poppoKevTiKd Tpoidvia Tov oyetiloviat pe Kivouvo
alpoppoyiog 6mme n tevto&ipuAlivn (BA. Tapdypago 4.5). Ad6ym tov avEnuévov Kivovvou
ooppayiag, 1 Tputhn avtioponetoiokn Bepaneio (kKhomdoypéAn + AXO + SimuptdapoAn) yio T
dEVTEPOYEVT] TPOANYT EYKEPUAIKOD ETEIGOSI0V dev GuvicTdtal o€ acbeveic pe 0&O un kapdloepuPforikod
oY OLKO eYKEPAAKO emelcodto | TIA (PA. mapdypago 4.5 kot mapdypago 4.8). Ot acbeveig Ha
TPEMEL VAL TAPAKOAOVOOVVTOL GTEVA Y10 KAOE GNUEID OpLoppayitG CUUTEPIAUUPBAVOLEVIC TNG
AavBavovcag apoppayiog, EWIKA KAt TIG TPOTES EPOOUASES TNG AYOYNG KOUT UETA atO EXEUPOATIKES
KapOLOAOYIKEG d1adIKaTiEg 1| YELpOLPYIKT enéuPacn. H tavtdypovn yopnynon g KAomdoypéAng pe
omtd TOV GTOUATOG OVTIUTNKTIKG 0EV GUVIGTATOL EMEWON UTOPEL VO LENGEL TNV £VTOOT TNG ALLOPPOYLOG
(B\. mapdypago 4.5).

Edv évag acBeviic mpokettal va vroPAndel 6€ TPOYPOUUOTIGUEVT KEPOVPYIKT EXEUPOOT Yio TV OmOid
TPOSMPWVA OV elvar emBuuNnTH AVIIUOTETAALOKT] OpAGT), 1| KAOTIO0YPEAN Ba TpEmet va SlokOTTETAL
7 nuépeg Tpv amd ™ yepovpyikn enéuPacn. Ot acbeveic o TPEmEL va EVILEPOVOVY TOVG 1TPOVS KOl
TOVG 000VTLATPOLG OTL AAUPEVOLY KAOTOOYPEAT, TPV OO TOV TPOYPUULATICHO KAOE XEPOVPYIKNG
emépPaong Kot Tpv amd T ANYn Kabe vEou papuakevTikov tpoidvtog. H khomidoypéin mapateivel To
¥POVO ponc ko Ba Tpémel va xpnoyLomoleitan e Tpocoyn o€ acbeveic, ot omoiot £xovv PAGPeg e
TAoM Vo AoppayRoovV (I01TEPA YOOTPEVTEPIKEG KOl EVOOQOAALILES).

Ot aoBeveic Ba mpénet va evnuepwBovv 6t 6tav Aappdvovy KAomdoypEAn (LOVN 1 6€ CLVOLOGHO LE
AX0) iowg¢ ypelooTel TEPLEGOTEPOG XPOVOC OT' OTL GLVNOMG TPOKEWEVOD VO GTOUATHOEL 1] QLOppayio
Ko 0Tt B0l TPETEL VoL AvOPEPOVY OTTOLONTTOTE ALV O1GTY (G TPOS TNV EVTOMION N TN SLdpKELD)
ooppayio GTov yiutpo TouG,.

H ypnon g epdma d6ong poptiong twv 600 mg kKAomdoypéing dev cuvicTdtol o€ acbeveic pe 0&0
oTe@aviaio cuvopouo yopig avaoracn tov ST duoTipnaTog Kot nAkiog >75 eTmv Ady® avénpéEVOL
KvdOvov aioppayiog o ovtodv Tov TANOLGUO.

AOY® TV TEPLOPIGUEVOV KAWVIK®V dedopévov o acbevelg niciog > 75 etdv pe STEMI PCI kot tov
avENUEVOL KIvdUVoV dipoppayiog, n xpon eeanas 06ong optTiong KAomdoypéAng tov 600 mg Bo
npémel va eEetdleTol Povo PeTd amd eEatokevuévn a&loAdyYNeN TOL KIvOHVOL aLoppayiog To
acBevoug and Tov 1aTpo.

Opoupfwnxny Opouforevikn loppipo (TTP)

Mol onavia £xet avapepbel Opoppatikn Opopporevikn [Hopevpa (TTP) petd amd ypnon
KAOTS0YPEANG, LePIKEG POPES LeTh amd PiKpng ddpketag £kBeon. Xapaktnpiletor amd Opopupomevia
KOL LLIKPOOLYYEIOTTOOTIKY] OLOAVTIKT] OLVOLLO TOV GUVOEETAL EITE [LE VELPOAOYIK( EVPTLLOTA, VEPPIKN
dvciettovpyia 1 pe mopetd. H TTP eivon pia Suvntikd Oovoteopog Katdotaon mov amattel £yKoipn
YY1, COUTEPILOUPAVOUEVIC TNG TAOCUAPAIPEST|S.

Erixtnn capogilio

Emiktnt opoeidia £xel avapepbei petd amd ypnon g KAOTOOYPEANG. LE TEPIMTMOELS
emPePfaiopévng LELOVOUEVTG TOPATACTG TOV YPOVOL EVEPYOTTOINIEVNG LEPKNGS OpopfomhacTivig
(aPTT) pe M yopig arpoppayio, tpémnel va e&etdleton | eniktntn opoirio. Ot ocbeveic pe
emPeParopévn didyvoon eniktnng apoPiriog Tpémel va aviyetonilovtol Kot va Oepamedovtal and
€101K00G Kot 1) KAOTIO0YPEAT TPEMEL VO SLIOKOTTETOL.



Tlpooparo 1oy0uuKo oyyelarxo eykepaliKo EXEIGOOIO
o Evapln g Ospamnciog

0 Xe aoBeveic pe 00 éhacoov IAEE 1 petpiov €mg vymiov kivddvoo ITIE, 1 durhn
avtoporetaliakn Oepameio (KhomdoypéAn kot AX0) Oa npémnel va EgKva T apyoTEPO
24 dpeg PETE TNV EPEAVIOT] TOV ENELGODI0V.

0 Aevumapyovv GTo eI OYETIKA IE TNV AVOAOYIO 0QEAOVS-KIVOUVOL TNG Bpoyvypoviag
dumAng avtioponetallakng Oepanciog og acbeveig pe 00 éhaccov IAEE 7 petpiov émg
vynAov kvdvvov IIE, pe 1otopikd (Un TpavUaTiKing) EVOOKPAVING OLOpPayiag.

0 ZXg aoBeveig pe un éhaccov IAEE, n povobepaneia pe khomdoypéin Ba mpénet va Eekiva
UOVO UETA TIG TPDTEG 7 NUEPES 0O TO ENELGO10.

o AcBeveic ue un élacoov IAEE (NIHSS >4)
AOY® EMAetymc dedopéEVmY, 1 1o SITANG AVTIIOTETAALOKT G Oepameiag dev ouvictdtor (BAEne
napypago 4.1).
o [lpooparo élacoov IAEE 11 uétpiov éwg vyniod kivévvov IIE oe aobeveic yia tovg omoiovg
evoeixvotol ) IpoypauuatileTol mopéufoon
Agv vapyovv 4edopEVE TOL VO, VITOGTNPILOoVY TN ¥PNOT SITANG AvTINUOTTETAALNKN G Oepaneiog o€
acBeveic y1o Tovg omoiovg evosikvuTal evOapTNPEKTOUN Kap®TIdag 1 Evoayyelakn Opoufektoun,
1N og aoBeveig yuo Tovg omoiovg Exel mpoypappatiotel Opoppoivon 1| avrimnkriky Oepaneio. H
SN avTiopomeTalok” Bepomeia dev GUVICTATAL GE AVTEG TIG KOTAGTACELS.

Kotoypwua P450 2C19 (CYP2C19)

Dopuakoyevetikn: Xe acteveig pe mepropiopévn petofortkn kavortnta tov CYP2C19, n
KAOTIOOYPEAT OTIG CUVIGTMUEVES 0OGELS GYNUATICEL AydTEPT TOGHTNTO ATt TO OPACTIKO PETAPOAITN
NG KAOTOOYPEANG Kot £XEL WKPOTEPT EMIOPOOT) O Agttovpyia Tov aiponetariov. E&etdoeig eivan
dnbéoieg Yo v tavtomoinor tov yovotvmov tov CYP2C19.

Emedn n khomidoypédn petaporiletor oto dpactikd petaforitn g ev uépet amd to CYP2C19, 1
YAPNON POPUOKEVTIKAOV TPOIOVIMV TOV OVACTEALOLV TN dpdon Tov evidIov avTov B avapéveTal va
£YEL MG AMOTEAECLOL LLEIMUEVO EMITEDQ TOV OPaCTIKOD PETAPOAITN TG KAOoTdoypéANG. H KAvikn
GLOYETION NG OAANAETIOpaoTg avThg etvar aféfan. Q¢ TpoPOAALN, 1| TAVTOYPOVY XPNON IOYLPDV M
perplov avaotoréwv tovCYP2C19 npénet va anobappdvetar (BA. Tapdypago 4.5 yo e Moto
avaoctorémv tov CYP2C19, BA. eniong mopdypago 5.2).

H yprion eappokeutik®v Tpoidvtov mov enxdyovy T opdon tov CYP2C19 avapévetal va 0dnyncel o
ALENUEVO ETITESA PAPLLAKOV TOV gVEPYOV HeTafoAltn TG kKAomboypéing kar Bo pmopovce va
gvioyvoel Tov Kivouvo apoppayiog. Ipoinmtukd, 1 tavtdypovn ypnomn wyvpov etaymyénv CYP2C19
0o mpémel vo amobappivetar (BA. TTapdypago 4.5).

Yroorpauozo tov CYP2CS
IIpocoyn yperaletarl oe acbeveic mov avtipetomiloviol OepamenTikd TOVTOYPOVE Le KAOTLOOYPEAT Kot
QUPUOKEVTIKG TPoidvTa OV givorl vtootpdpate Tov CYP2C8 (BA. mapdypago 4.5).

A100TOVPOVUEVES AVTIOPATEIS UETALD Oe1evomvpLoIvay

Ot acbeveic Tpémel va aloloyovvial yia 10Topikd vaepevaictnoiog oe Belevomupidiveg (6mwg
KAoTd0oypEAN, TIKAOTIOIVT), TPacOVYPEAT), dEdoUEVOL OTL £xEl avapePBEl S10GTAVPOVIEVT OVTIOPAOT)
avépeca o Believomupdives (PA. mapdypapo 4.8). Ot Beievomupidives evogyeTot Vo TPOKOAEGOVV NTLEG
¢w¢ coPapéc oAAepYIKEG aVTIOPAGELS OTC EEAVOT LA, OYYELO0IONIA 1) QUOTOALOYIKEG SLUGTOVPOVIEVEG
avtdpdoelc ommg Opopfomevia kot ovdeteponevia. O acheveig mov giyov avantuéel Tponyoduevn
OAAEPYIKT AVTIOPOOT) KOUT| OLATOAOYIKY] OvTiOpaoT| o€ pia Belevomupidivn evaéyetor va £xouv
avénuévo kivovvo avamtuéng g idtog 1 GAANG avTidpaong o€ Kamola GAAN Belevomuptdivn.
YuvieTatol Tapakorovinon tov aclevav e yvoot) aliepyia oTig Oetievomupidiveg yio onueia
vrepevarcnciog.

Negpixn dvoiertovpyio,

H Bepanevtin eumeipio pe kKhomdoypén eival mepropiopévn oe 0oOeveig Le veppikn SucAettovpyia.
I't' avtd M Khomdoypédn Ba TpEmeL vaL PN CLLOTOLEITOL e TPOGOYN G’ ALTOVG TOVG 0oBeveig (PA.
napaypoago 4.2).



Hratikn dvolertovpyio

H epmepia eivon mepropiopévn og acbeveig pe p€Tpia NroTiKny vOGo Tov UTOPEL VoL £XOVV ALLOPPOYIKN
npodidfeon. H khomdoypédn, emopuévac, Bo Tpémet vo xopnyEiTol Le TPOGOYN G' GLTOVG TOLG 0GOEVEIS
(BA. mapdrypagpo 4.2).

"Exdoya

Aaxtoln

Ot aoBeveic pe omavia kKAnpovouikd tpofAnuota dvcovesiog otn yolaktdln, TANPN avemdpKeLd
AOKTAONG 1 KOKT Amoppoenon YAVKOING-YahakTONG 6EV TPETEL VO TAPOVY BUTO TO POPLOKEVTIKO
TPOIOV.

Ndzpio
To eappakxo avtd mepiEyel Aydtepo amd 1 mmol vatpiov (23 mg) avd diokio, lvar 0vTd TOV
ovopalovpe «elevBepo vatpiovy.

4.5 Allremdpaosig pe GAra QUPUOKEVTIKG TPOTOVTO KOl GALES popPEg arlinieniopaong

DopuokevTiKd TPOIOVTO TOV TyeTICOVTaL Ue Kivovvo ayuoppayios: Y mapyel ovénuévog kivouvog
aoppayiog Adym Tng SuVNTIKNG aBpolaTikng dpdong. H tautdypovn xopiynon @opuaKevTIK®V
TPOIdVTOV oL oyeTiCovTol e Kivovvo apoppayiag tpémet vo Aapfdavovtal pe tpocoyn (BA.
napaypogo 4.4).

AVURnKTIKG 076 TOL GTOUOTOG: 1| CLYXOPNYNON KAOTIOOYPEANG KOl AVTITNKTIKOV OO TOV GTOLOTOC
dev cvvioTdTot 10Tt umopei va owEnost Ty évracn tng cupoppayiog (BA. mapdypago 4.4). Av kai
yopNynon KAomdoypéAng 75 mg/Mmuépa dev TPOTOMOINGE TN PAPUOKOKIVITIKY TNG S-Papeapivng M
tov INR (31e0voug opokomoinuévng oxéonc) oe aobeveic mov Aapfdvovy poakpoypovia Bepomneio pe
Bapeapivn, n cvyyopnynon kromdoypiAng pe Bopeapivn av&dvet tov kivouvo arpoppayiog Aoy
aveEAPTNTOV AEITOVPYIDV TNG OUOGTACT|G.

Avaortoleic twv vrodoyéwv e yAvkompwreivys Lb/Ia: v KAomdoYpEAT TPETEL VAL YPTCULOTOLEITAL [IE
mpocoyn o€ acbeveic mov AapuPdvouy TavTdYpove AVOCTOAELG TV VITOSOYEWMVY TNG YAVKOTPOTEIVNG
IIb/IMTa (BA. mapdypago 4.4).

Axervlooatikviiko old (A20): to AXO b petéfole TV avooTOAT TOL TPOKAAEL 1) KAOTIOOYPEAT OTNV
mpokaiovpevn and v ADP cucompevon tov aiponetoMov, evd 1 KAOTO0YPEAN evioyvoe T dpdon
0V AZO otV TPOKOAOVUEVT 0d TO KOALUYOVO GLGCMOPEVCT TOV AUOTETOA®Y. Q6TOGO, M
TavTtoYpovr yopnynon 500 mg AZO dV0 QopPEG TNV NUEPA Y1 Lo TLEPA OEV ADENCE OTULAVTIKG TNV
TAPATOCT) TOV XPOVOL POTG TOL TPOKOAEITOL ATd TN AyM NG KAomdoypéAng. Mio QoploKoduVaIKY|
oAnAieniopoon peta&d kKhomdoypéAng kot AXO givon mhavi, pe amotéleoua Ty ovénomn Tov
KvoOVOL Olopparyiog. ZUVETMG, | cLyYopNYNon Tovg Ba tpénetl va yivetal pe tpocoyn (BA.
apdypoeo 4.4). ITaviog, n kKhomdoypéin kot to AXO yopnynonkav pall yio dtdotnua péypt éva £tog
(BX. mapdypago 5.1).

Hropivy: og o KAvikn HEAETT TOV €YIVE GE LY GTOWO, 1) KAOTIOOYPEAT OEV KOTEGTNGE QVOyKOio, T
petaBoAn g 66omg TG nropivng, ovte petéPare tn dpaon g nropivng oty mén. H tavtdypovn
YOPNYNON TNE NTaPIvNG OV EMNPEUCE TNV OVAGTOAT TNG GLGCOPEVCTG TOV ALUOTETAAIDY TOV
TPOKOAETOL O TNV KAOTOOYPEAT. Mia Qoprakoduvapukn oAANAenidpacn petaé&d KAOTIO0YPEANS
Kot nrapivng etvor mBovy, pe amotélecua TV adENCT TOL KIVOUVOL OLLOPPAYInS. ZVVETMS, 1
ovyyoprynon tovg Ba wpénet va. yivetar pe mpocsoyn (PA. mapdypoago 4.4).

Opoufolvtika: n 0CQAAELN TNG TOVTOYPOVIG XOPTYNONG KAOTIOOYPEANG, EWOIKAOV 1] L1 Y10l TO WVADOES
OpopforivTiK®V TapayOVTIOV Kot Nrapvedv aflohoyndnke e acbeveic e 0&D Epepaypo Tov
pvokapdiov. H cuyvotnta epedaviong KAWVIKG GMUOVTIKAG Lo pparyiog NTaV TopOUOL [LE VT TOV
mapoTnpnOnke, 6tTav ta OpopforvtiKd edppoka Kot 1 nrapivy cuyyopnynnkav pe AXO (PAéne
napaypoago 4.8).



MXAP: oe o KAvikn LeAETn Tov €yve o€ LYLElG €BEAOVTEG, 1) TOVTOYPOVT YOPNYNOT KAOTIOOYPEANS
KoL vampo&Eévng avénoe tn AavBavovsa omdAslo ailatoc omd 1o YaoTpeEVTEPIKO. Q0TOG0, AOYM TNG
EMeyng pHeketdv aAAnAenidpacng pe Ao MEAD givol mpog To TapdV AdlEVKPIVIGTO 0V VTTAPYEL
avénpévog Kivouvog alpoppayiog omd To YooTpevteptko pe oad to MEXA®. Xvvendc, to MZAD
ouuUTEPIAOUBAVOLEVOY TV 0vOoTOAE®Y TG KapPBouddong Cox-2 kot 1 kKhomidoypéAn Ba mpémet va
ovyyopnyovvtat ue tpocoyn (PA. mapdypapo 4.4).

SSRIs: epdcov ot SSRIs emnpedlovv TV evepyomoinon TV aponetaliov Kot avEavovy Tov Kivouvo
oaoppayiag, n tavtdypovn yoprynon tov SSRIs pe kKhomdoypéAn mpénet va yivetol e Tposoyn.

AMeg tavtoypoves Geparneies:

Eraywyeic tov CYP2C19

Agdopévov 011 1 kKhomdoypérn petaforileton pepikds otov gvepyod petafoiitn g and to CYP2C19,
N ¥PNON PUPULOKEVTIKMY TPOIOVIWMV TOV EXAYOVV TN dPACTIKOTNTA 0LTOD TOV VIOV OVOLEVETOL VO
00MYNoOVY o€ AVENIEVA EMITEDD PAPLAKOL TOV vEPYOD UETOPOAITN TNG KAOTIOOYPEANG.

H prpopmikivn endyet éviovo 1o CYP2C19, pe amotérecua TG0 TV ovENGT TOL EMTEIOV TOV
gvepyoL PeTaPoAiTN KAOTOOYPEANGC OGO KOL TNV OVOGTOAN TWV GLLOTETAAIWYV, YEYOVOS TTOV E101KOTEPA,
umopel va evigyvoet Tov Kivovvo apoppayiag. I'a mpoAnmtikodg Adyoug, 1 Tavtdypovn xpnon
wyvpov enaymyémv CYP2C19 Ba npénet va amobBappivetar (BA. mapdypogo 4.4).

Avactoieig tov CYP2C19

Emedn n khomdoypédn petaporiletan ev pépetl péow tov CYP2C19 yia va Ttpokdyel 0 dpaoTikdg
peTaBoAiTnG TG, M XPNOT POPLOKEVTIKMV TPOIOVIMV OV aAVAGTEAAOVV 1| dpdion avtov tov evidpov
avopéveral 6t Ba Exel wg amoTéAEG O LELOUEVA ETITTESD TOV SPAGTIKOD UETAPOAITN TNG
Khomdoypéine. H khvikn cuoyétion e adinAeniopacng avthg eivat apéfatn. Qg mpopoiaén, N
TAVTOYPOVT] YPNIoN 1oYLP®V N péTprev avactoréwv Tov CYP2C19 npénet va amoBappivetan (PA.
mapaypdeovg 4.4 kot 5.2).

DdoappokevTiKd TPoidovTa ToL givar wyvpoi N pétprot ovactoreig tov CYP2C19 meprhappdvouv, yo
TAPASELY L, TNV OUETPALOAT Kot TNV ECOUETPALOAT, TN PAovPoEauivn, T PAovotetivn, T
poxioBepion, t Popucovaloin, Tn eAovkovaloAn, TV TiKAoTdiv, TV KapPapalenivn Kot v
epafpévin.

Avaoroieic e Avidiog Ipwtoviwv (AAILL):

H yopfiynon 80 mg openpalding epdmaé nuepnoimg, €ite oTov 1010 ¥pOvo Ue TV KAOTIS0YPEAT, EiTE
ue 12 dpeg PHeTa&d TV YOpPNYHRoE®V TOV 000 PUPUAK®V, LEimE TNV £kBgoT) TOV SPUCTIKOD
petafoiitn kot 45% (86om poptiong) kot 40% (56om cvvinipnong). H peiowon oyetiotnke pe 39%
(060m eoptiong) kot 21% (866M cuvTPNONC) HEI®ON TN BVOGTOANG TS CLGGMPEVCTG TV
owponetariov. H ecopenpaloin avopévetor va £yl mapopole aAANAETidpacn e TV KAOTIOOYPEAT).

AVTIQOTIKA 0£00UEVE, Y10 TIG KAVIKEG EMUTAOKESG QTG TNG QOPLOKOKIVITIKNG
(OK)/papuaxodvvoutkng (PA) arinienidpaong avapopikd pe peiova kapdioyyelokd coppauoato,
&xovv avapepbei amd peAéTeg TapatnpNoNg Kot KAMVIKEG HeAETEC. Qg TpoeVAAEY, 1) TAVTOYPOVT YPTIoN
ouempaloing | ecouenpaloing npémnet vo anobappivetat (BA. mapdypago 4.4).

Aryotepo €vioveg pelmoelg g €kxbeong Tov petafolrit Exetl mapatnpnOel pe v mavronpaloin N
AoveompaloAn.

O1 oVYKEVTPDOGELS 6TO TAAGLLO TOV dPaSTIKOV peTtaforitn peiddnke katd 20% (560m @oOpTIoNC) Kot
katd 14% (8601 cuvtipnong) Katd TN S1GPKELD TG TOVTOYXPOVIG ayyng pe 80 mg mavtompaloing
ePATOE NuePNCimsg. AVTO GUGYETIOTNKE e Lel®ON TNG HEONS AVOGTOANG TNG CUGCOPELCNG TOV
awponetariov kotd 15% kot 11%, avtictoyo. Ta arotedéopata avtd deiyvouv 0Ti 1 KAOTOOYPEAN
Umopel vo. yopnyeitol Le TNV movtompaloAn.



Agv vtapyovv otoryeia 6TL GAAY POPUAKEVLTIKA TPOIOVTO TOL UELDOVOVVY Ta YOOTPIKA 0&éa O0mmg ot H2
OTOKAEIOTEG N TOL AvTIOEIVOL EMNPEACOVY TNV OVTIHOTETAAOKT] OPAoT] TG KAOTLOOYPEATC.

Evioyvuévn avupetpoixn Oepomeia (ART):
O1 aoBeveic pe HIV mov vroPardovral og gvioyvpuévn avtipetpoikn Oepancia (ART) dwatpéyovv
VYNAO KIvOLVO EULPAVIONC Oy YELNK®DY GUUPBAUAT®V.

‘Exel mapatnpnOei onuovtikn peioon g avactoAng Tav aiporetariov oe acbeveic pe HIV mov
éloPav Bepameia pe prrovafipn N pe koumoiotdrn - evioyvpuévn ART Bepamneia. [Tapoio mov M
KAMVIKY] CUVAQELD OVTOV TOV EVPNUATOV eivar aféfam, vepéav avBopunTeg avapopés achevmv e
HIV mov vrofAndnkav e aywyn pe prtovofipn, evioyvuévn ART, ot omoiol epeavicay ETOVOCTEVOOT
peTd amd ™ Ao g andepaing N petd and BpopuPatikd cOUPapo VIO TPOYPUUUATICUEVIS
Oepameioc eopTiong pe KhomdoypéAn. H péon avactodn tov aiponetaiiov uropel va peiwdei pe v
TAVTOYPOVT] YPNON KAOTOOYPEANG Kal prtovafipng. Zvvemmg, 1 TavTdYPOVY XPNOT KAOTIOOYPEANG LE
evioyvpévn ART Oepaneia 0o npémnel va amobappuvoet.

Ao popuoxevtird mpoiovra:

"Evag aptOpog KMvik@v peAet@v Exouvv yivel pe v KAomidoypEAn Kot GAAS GUYXopTYOOUEVA
QOPUOKEVTIKA TPOIOVTA, MOTE VA, EPELVNOEL 1] SLVATOTNTO PAPLOKOSVVOUIKOV KOl QUPLOKOKIVI TIK®Y
oAANAemdpacemv. Agv TapatnpnONKay KMVIKE CNUAVTIKEG QOPUOKOSVVOUIKES OAANAETIOPACELS,
otav 1 KAOTIO0YPEAT] GUYXOPNYNONKE LE ATEVOAOAN, VIPESITIVI, 1] LE GUVOVOGUO OTEVOAOANG KOl
Vipedmivng.

EmumAéov, 1 @appokoduvaukn dpaon g KAOTIO0YPEANG OEV EMNPEACTNKE CUAVTIKA LLE TN
ouyyopnynomn eavopopPirtding 1 016TPOYOVMOV.

H pappakokivntikny g dtyo&ivng 1 g Bgopuirivng de petaPAndnke pe t cuyyopnynon g
KhomdoypéAnc. Ta avtio&iva de petéfarav to Pabuod g amoppdenong e KAOmdoypEANC.

Agdopéva and v perétn CAPRIE vmodeikvbouv 0Tt 1 patvoutoivn Kot 1) TOABouTapion, ot omoieg
petaporilovtar and to CYP2C9, pumopovv va suyyopnynfodv pe ac@ireia Le TV KAOTIOOYPEAN.

Doppokevtikd Tpoiovia mov givar vrootpopata tov CYP2C8: H khomidoypéin €xet derybel 6T
av&avel v ékBeomn otn pemayAvidn og vyeig eBgloviég. Meléteg in vitro éyovv deiet 0L 1 avénon
™G éxBeong ot pemayAvion eival Aoy g avactoing tov CYP2C8 amd 10 yAvkovpovikd
petaforitn e kKhomdoypéing. E&attiog tov kivdhvov avénpuévmy GUYKEVIPOCE®MY GTO TAAGHA, 1|
TAVTOYPOVT] YOPNYNON KAOTIOOYPEANG KOl PapliKmy mov ekkabapilovral kuping pécw petafoiicpov
a6 to CYP2CS (m.y., pemoyAwvidn, moxhtalédn) npénel va yiveton pe mpocoyn (Bi. mapdypago 4.4).

Ext6g and 115 mAnpopopieg yio. aAANAETIOPACELS LE CVYKEKPIUEVO POPUOKEVTIKA TPOIOVTO TOV
TEPLYPAPOVTOL TOPATAV®, Oev Exovv dteEayOel peréteg arAnienidpaong tng KAOTSOYPEANG e LEPIKL
QOPUOKEVTIKG TPOTOVTA TOV YOpNYoUVTAL cLYVA Ge acheveic pe aptnplobpouPotikn achévela.
Qo61600, aoeveic TOV cvUpPETEIYOV OTIC KMVIKEG HEAETEG e TNV KAOTIO0YPEAT ELafav pia Tolkidio
GUYXOPNYOVUEVAOV POPUAKEVTIKMV TPOIOVTIOV GUUTEPIAAUPAVOLEVOVY TOV S10VPNTIKAV, TOV B-
OVOOTOAE®V, TV OVIOY®OVICTOV TOL HETATPENTIKOD eVEDLOL TNG ayyelotacivig (avaotoreic MEA),
TOV OVTAYOVIGTOV SIOAW®V acBecTion, TOV TopayOVIOV LEIMONG TOV ETTESMV YOANOTEPOANG, TOV
OYYELOOOOTUATIKOV TMV GTEPAVINI®V AYYEI®V, TOV avTIOPNTIKOV TapaydvTOv
(cvumeptiapPoavopévng TG IVCOLAIVIG), TV OVTIETIANTTIKOV TUPOYOVIWOV KOl TOV OVIOY®VICTOV TOV
vodoyEmv ¢ YAvkorpwteivng IIb/Ila ympic supipata KAVIKA GNUOVTIKGOV overidountov
OAANAETIOPAGEWDY.

Onog kat pe GAAoLS amd Tov GTOUATOC 0vOoTOAELG P2Y 12, 1 GuYY0p1IYNOT Oy®VICT®V OTIOEOMV EXEL
T SvvaTOTNTO VO KOBLGTEPNGEL KOl VO LELMGEL TNV ATtoppdPNoN TG KAOTIO0YpEANG TBaVmDG AOY®
g Ppadeiog yaoTpikng kévaons. H khvikr onpacia dev givar yvoor. E&etdote ) yprion evog
TOPEVTEPTIKOD AVTIOUOTETAALOKOD TOPAYOVTA GE AoOEVEIS Le 0ED GTEPOVINIO GHVOPOLLO TTOV ATOLTOVY
GLYYOPNYNON LOPOIVIG I AAADV AYOVIGTMV OTIOEIOMV.

PocovBactativn: H khomdoypéin €xel derybel 011 av&dver v ékBeon otn posovPactativn o



acBevelg katd 2 popég (AUC) ko 1,3 popég (Cmax) HETA TN yoprynomn d6ong kKhomdoypéing 300 mg
rkat kKotd 1,4 popég (AUC) ywpic enidpacn ot Cmax LETA and emavolapfavOolevn xoOpnynon Hiog
d6om¢ KhomdoypéAng 75 mg.

4.6 TovipétnTa, KONON KOt yohovyia

Kvnon

Emedn dev vmapyovv kKAVIKG dedopuéva OYETIKE e TNV €kBEcN TNV KAOTIO0YPEAT] KATA TNV
€YKVUOGHVN, EvOL TPOTILOTEPO VO [N ¥PNOILOTTOLEITAL 1] KAOTLOOYPEAT KOTA TN O8pKEL TNG
EYKVUOGHVNG OG HETPO TPOPOAAENG.

Meléteg oe {da dev KOTEGEIEAY AUETES 1] EUIECES EMKIVOVVEG ETTTMOGELS GTNV EYKVUOGUVT, GTNV
avantvuén tov gufpvov, 6Tov TOKETO 1) TN UETAYEVWNTIKN avamtuén (BA. Tapdypogo 5.3).

Oniaocudg
Etvat dyvooto €dv 1 khomidoypédn amekkpiveTal 6To avOpomivo untpikod yaia. Meléteg oe (da

KaTé0EIE0V AmEKKPLoT TG KAOTIS0YPEANG GTO UNTPIKO YAAQ. Q¢ HETpo TpoOAAENC, 1| Yolovyia oev
Oa mpémel vo cuveyileton katd ™ didpkeia g Oepameiog pe to Clopidogrel ratiopharm.

Tovoémra
H xhomdoypéin dev £xet kotaderyOel 0Tt ennpedlel T Yoviuotnto o€ peréteg e (ma.

47 Emopaceis 6Ty IKAvOTNTE 001Y1161)G KU1 (EIPIGHOV PN UVIILETOV

H xhomdoypéin dev Exet kopia 1 £xel aonpavn eXidpact GV KAvOTITA 031YNONG Kol YEPIGUOD
UNYOVTLATOV.

4.8 AvemOounteg evépyeleg
LHepiinyn tov mpoeil aopdlelog

H acpddelo g khomdoypéing a&lodoyndnke og tepiocdtepovg and 44.000 acbeveic mov £govv
GUUUETACYEL 6€ KAMVIKEG LeAETEC, cupmeptiapPavopuévav teptocdtepwv amd 12.000 acbevdv mov
ékavav Bepaneio yia 1 ypdvo 1 meptocdTEPO. XVVOAIKE, 1| KAOTOOYPEAN 75 mg nuepnoing frav
ovykpiown pe 1o AX0 325 mg nuepnoing ot perétn CAPRIE, aveaptnto amd tv nikia, To pOAO
KoL T UAN. Ot KAWVIKA GYETIKEG LE TO PAPLLOKO OVETIOVUNTEG EVEPYELEG TTOV TOPATNPNONKOV OTIG
puerétec CAPRIE, CURE, CLARITY, COMMIT kot ACTIVE-A neprypdoovtal mopakdto. Eni mAéov
g epmelpiog amd Tig KAMVIKEG HeAETEC, avemBounteg evépyeleg £xovv emiong avapepbei avbBopuntmg.

H owpoppayia etvar 1 o cvyvn avtidopaon mov avagpépinke 1060 e KAVIKEG LEAETEC OGO KOl JLE
Baon v gumepio et TNV KLKAOQOPIio, TOV TPOIOVTOG GTNV Ayopd, OTOL avaPEPONKE KLPIMG KOTA TN
dbpKele Tov TPAOTOL pnva g Bepomeiog.

e aoBeveic g peréng CAPRIE nov éhaPav Bepancia eite pe kKhomooypéin eite pe AXO, 1
GLVOAIKT] GUYVOTNTO KGOE €idovg arpoppayiag tav 9,3%. H cuyvomnta eppdvions cofapaov
TEPLOTATIKMOV MTAV TOPOUO Y1t TNV KAOTO0YpEAN Ko To AZO.

> perét CURE, dev mapovoidotnkoy entmAéov peiloveg apoppayieg pe Tov uvovacuod
Khomdoypéing pe AXO o€ ddotnpa 7 nUeEP®V LETE TNV EXEPPOAOT AOPTOSTEPAVIOINS TAPAKOUYTS,
o€ acbeveig mov otapdtnoav 1 Bepaneio TEPIGGOTEPES OO 5 NUEPES TPV T YELPOVPYIKT EXEUPOON.
e acBeveic mov cuvé IGaV TNV AymYT VIO 5 NUEPDY TPV TNV EMEUPOCT CLOPTOGTEPUVIOING
TOPAKOLYTG, | CLYVOTNTA T®V ENEIC0diV NTav 9,6% yia Tnv Khomdoypéin pe AZO kot 6,3% yo to
gKoviko dppoko pe AXO.

¥ pekétn CLARITY, vanpye cuovoAikn adéncm ToV auoppoytdv 6TV Opado KAOTIO0YPEANS LE

AXO0 évavtt g opdadog ikovikod eappaxov pe AXO. H cuyvotmta eupdviong peilovog ayproppayiog
nrav mopdpota pHetald tv dVo opddwv. Ta amoteléopata oVTA 1oYHOVLY KoL Y10 TIC VTOONAIES
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acfevav 0mmg opilovTol amd YOPUKTNPLOTIKA avapopdg Kot amd Tov TOTo Tng Depameiog pe
Opoppoivticd  nrapivn.

> perétn COMMIT, 10 6GuVOMKO TOGOGTO [N EYKEPAAIKNG Leilovog apoppayiag 1 EYKEQOAKNG
aopparyiog oy YoUnAd Kot TopOUOlo EVTOS TV dV0 OUAd®V.

2 perétn ACTIVE-A, 10 mtococt6 ¢ peilovog apoppayiog Ntov LeYOADTEPO GTNV OUAON TNG
KhomdoypéAng + AXO &vavti TG OpaduG EKOVIKOD Qopurakov (6,7% évavtt 4,3%). H peilov
alpoppayio NTav Kupimg eEmkpaviakng Tpoéievong Kot otig dvo opades (5,3% oty opdda
KAomidoypéing + AZO- 3,5% oty opddo e1Kovikov gapprdxkov + AX0), Kupimg amd T0 YOoTPEVTEPIKO
ocoMva (3,5% évavtt 1,8%). Yanpée o abéEnon tng evOoKpavVIaKNG OLOPPAying GTV OUAd0 ay®YNS
pe Khomdoypéin + AXO cuykpvopevn pe tnv opdda gikovikov pappakov + AX0 (1,4% évovtt 0,8%
avtictotya). Agv vanpEe GTATIGTIKA CUAVTIKT OAPOPE GTA TOCOGTA TV avaTnEOpPOV ALLOPPAYIOV
(1,1% oty opdda Khomdoypéing + AZO kot 0,7% otnv oudda ikovikod eoppakov + AX0) Kot Tov
QLULOPPAYKOD ayyeloKoD eykepoikob enelcodiov (0,8% wat 0,6%, avtictoyo) Letald twv opddwv.

v perétn TARDIS, ot acBeveig pe mpdo@ato 1oyopuKd eyke@oio enelcdO10 Tov EAAPOV EVIOTIKN
avtwoponetaiakn Oepameio pe Tpia eappokevTikd tpoidvta (AXO + Khomdoypéin + SumvuptdapoAn)
ELQAVIOOY TEPICCOTEPT OLLOPPAYIO KOl aLoppayict LEYUAVTEPNG coPapdTnTaC 6€ GUYKPLIoN EITE UE
povoBepamneio pe kKAomd0ypEAN glte pe cuvdovacoud AXO Kot SUTVPOAUOANG (TPOGAPLOGIEVO KOVO
OR 2,54, 95% CI 2,05-3,16, p<0,0001).

Koazaloyos tawv avemBountwy evepyeimv oe noppn wivaro,

AvemBOunTEG EVEPYEIEG TTOL E1TE EUPAVIOTNKOV KOTA T1) S1APKELN TOV KAMVIKOV LEAETOV EiTE
avaeépinkav avbopuntog tapovoidlovtat 6tov mivaka tov akoiovdel. H cuyvotntd tovg opileton
ue Baon tig akdAovdeg mapadoyic: cvyvég (>1/100 £wg <1/10)- oyt cvyvéc (>1/1.000 £mg <1/100)-
omavieg (>1/10.000 ¢m¢ <1/1.000)- molv omdvieg (<1/10.000), un yvootég (dev umopodv va
extiumBovv pe Baon ta dwwbéopa dedopéva). Eviog kdbe katnyopiog cuyvotntog ELpAviongs, ot
avemBOUNTES EVEPYELEC TopatiBevtal kotd eBivovca Gelpd coPapdTnTac.

Katnyopia Yoyvég Oy ovyvég Xravieg IloA¥ omavieg, pn
Opyavov YVOOTESH
LUGTIHATOS
Awotapoyég Tov ®poppomevia, Ovdetepomevia, Opoppotikn
OLLOTTOMNTIKOD Kot Aevkomevia, ocvpmeptiopupavo- | Opoppomevikn
TOV AEUPIKOD NOGWOPIAiN UEVIC TNG nopovpa (TTP) (PA.
GLOTNLOTOG coPoapng napaypoeo 4.4),
ovdeTePOTEVING OTAQCTIKY ovoipa,
TOVKUTTOPOTEVICL,
AKOKKIOKVTTAPOLLD,

coPapn Opoupomnevia,
EMIKTNTN oo A,
KOKKLOKVTTOPOTEVICL,
ovopiol

Koapdiokég Xvvdpopo Kounis
dratapayEc (ayyeloovomooTiKng
oAdepywkn otn0dyyn/
OAAEPYIKO EUQPOYLLOL
TOL HVOKOPSIoVL) 6TO
mAaiclo avtidpaong
vrepevalctnciog
AOY® NG
Khomdoypéing*

Awtapoyég Tov Opovoaia,
OVOGOTOUTIKOD AVOPUAAKTOESETG
GUOTNLOTOC OVTIOPAGELC,
OOPUOKEVTIKT

11




Koatnyopia Yoyvég Oy ovyvég Xravieg oAb omavieg, pn
Opyavov YVOOGTECH
YUGTHHOTOG
vrepevocncio Adym
dloTOLPOVUEVNG
avtidpaong avapecso
o€ Belevomupidiveg
(6mw¢ Tichomdivn,
npocovypéAn) (PA.
napaypoeo 4.4)*,
ovT06vVoG0 GHVOPOLO
KOTO VGOLAIVIG, TTOV
UTopel v 001 yNoEL o€
coPapn vroyAvkapia,
wwitepo og aobeveig
pe vndétomo HLA
DRA4 (w0 ouyvo
GTOV 10TOVIKO
TANOveuo)*
Yoylatpikég Yevdaobnoelg,
SroTapoyég oLyyLoN
Awrtapoyés Tov Evdoxpaviokn Awtapoyés g
VEVPLKOV opoppayio YeOoNG, AyELGio
GLOTNUOTOG (avaeépbniay
OPLOUEVEC
TEPIMTMOELS JE
Bavatneopo
ékPaon),
KePOAQAYia,
mopotcOncio, COAN
OpBoipuécg Ayoppayieg Tov
SloTapayEg 0pBoApon
(emme@ukoOTOC,
evoopOaALLa,
AUPIPANGTPOEBOVS)
Awtapoyég Tov Tayyog
®TOG KoL TOV
AaBopiviov
Avyyelokég Awpdtopo YoBapn aoppayia,
SloTapoyég opoppayia omd to
EYXEPNTIKO TPAVLLO,
ayyettida, vroTaon
Awtapoyég Tov Enictaén Awoppayio amd v
OVOTTVELGTIKOV OVOTTVELGTIKT 000
GLOTNLOTOG, TOV (opdmTVOoN,
Ompaxo Kot Tov TVEVLOVIKT]
pecobwpakiov ooppayia),
Bpoyxéonacpog,
dtdpeon mvevpovitido,
NOGIVOPIAKN
TVELLOVIDL
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Koatnyopia Yoyvég Oy ovyvég Xravieg oAb omavieg, pn
Opyavov YVOOGTECH
YUGTHHOTOG
Awotapoyég Tov Awoppayio Taotpikd EAkog Kot OmicBomeprrovai- | ['aotpevtepikn kot
YOG TPEVTEPTKOV TOV dMOEKAOUKTUAIKO KN aoppayio 0mIe00TEPITOVAIKT
YOOTPEVTEPL- é\Kog, yaotpitida, opoppayia pe
k0O cOANVA, éuetog, vavtia, Bavatneopo éxPaon,
duppota, dvokodtra, TOYKPEATITION,
KOIAL0KO UETEMPIOUOG KOA{TIOO
dAyoc, (cvumeptrapfavo-
dvoneyia UEVNC TNG EAK®OOVE M
AELPOKVTTAPIKAG
KOAiTId0G),
GTOLOTITION
Awotapoyég Tov Oé&ela nrotkn
NTATOG KOl TOV OVETAPKELD,
YOANPOP®V nratitdo, pn
QLGLOAOYIKES
doxacieg NTATIKNAG
Aettovpyiog
Awtapayég Tov Moromog E&avOnpa, kvnouoe, [MoppoAivymdong
O€PULOTOG KOl TOV ooppayio omd 1o depuatitioa (tokn
VTO3OPLOV 1GTOV déppa (Toppvpa) EMOEPUIKT

VEKPOALGT], GOVOPOLLO
Stevens- Johnson,
TOAVLOPPO epVON L,
o&eio yevikeupévn
eEavOnuaTiky
@AvKTOivOoN
(OTE®)),

aryYE00ion pa,
GUVOPOLLO
QOPLOUKOETOYDLEVIG
vrepevatctnoiog,
QOPUOKEVTIKO
eEavOnua pe
NoewoPiio Kot
GUGTNULOTIK
GUUTTOHOTO
(DRESS),
€pLOMUOTOOEG 1|
OTOPOALOMTIKS
eEavOnua, kvidwon,
éxlepa, opaAdg
AELMVOG

Awotapoyég Tov
OVOTTOPOLY WYIKOD
GUGTNLOTOG KOl
TOV LOOTOV

IMvakopaotio
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Koatnyopia Yoyvég Oy ovyvég Xravieg oAb omavieg, pn
Opyavov YVOOGTECH
YUGTHHOTOG

Awotapoyég Tov MvoockereTiKn
LVOGKEAETIKOV opoppayio
GLOTHLOTOG KOl (aipopBpo),
TOV GUVOETIKOD apBpitida, apOpodryia,
16T00 pooiyio
Awotapoyéc Tov Awatovpio ZTEPAPATOVEPPITL-
VEQP®OV KOl TV oo, avénuévn
0VPOPOP®YV 0ODY KpeoTvivn aipotog
Tevucée Awoppayio [Mupetdg
dloTapayés Kot ot Béon
KOTOOTACELS TNG TOPAKEVINONG
0600 yopriynong
"Epevveg [Mopatetapévog

xpOvog porig,

HELOUEVOS aPOOC

OVOETEPOPIAMV,

LE®UEVOG aplBpog

OLUOTETOAM OV

* TIAnpogopieg Tov oyetilovial Ue TNV KAOTIOOYPEAT LLE «UT YVOGTA» GLYVOTNTO.

Avooopd THavorloyouUEV®V GVETIOVUNTOV EVEPYELDV

H oavoaeopd mboavoroyoduevmv avemBOUNTOV EVEPYEIDV UETA A TN XOPNYNOT ASELC KUKAOPOPIG
TOL QUPHOKEVTIKOD TPOidVTOG elvarl onuavtikn. Emtpénel ) ovveyn moapakoiovdnon g oyxéong
0PEAOVG-KIVODVOL TOV QPOPUOKEVLTIKOD TPOIOVTOG. ZNTeital omd TOLG EMAYYEAUOTIEC VYElag va
OVOQEPOVY OTTOLECONTTOTE TIOOVOLOYOVUEVEG aVETIOVUNTEG EVEPYELEC LECH TOV €0VIKOD GUGTNLOTOG
ovapopdg tov avaypdeetot oto [Hopdptmua V.

49 Ymnepodoooloyia

Y7repdocoroyia PETH amd yopNyNomn KAOTIO0YPEANG LITOPEL VO 00N YNOEL GE TAPATOGT) TOV XPOVOL
PONG Kol EmakOAoVOeS apoppayiég emmiokés. Edv mopatnpnovv apoppayieg Ba mpémet va
e€etaotel ol €lval 1 KATAAANAN oywyn.

Agv €xet Bpebet avtidoto TG eappaKoloykng dpdong g khomidoypéAns. Edv amouteiton dpeon
d10pbmon ToL TAPATETOUEVOL YPOVOV POTIG, 1| LETAYYIOT) OUOTETOAM®Y UTOPEL VO, AVOGTPEYEL TO
OTOTEAECLATO TNG KAOTLOOYPEANG.

5. OAPMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppokodovopikés 1010TNTEG

DopuokodepamevTiky KaTnyopic: AVTiIOpouPmTiKol TaPAYOVTIEC, OVOGTOAELS CLGGMPEVLCTG
OUOTETOAIWV EKTOG NTapivng, Kodikdg ATC: BOIACO04.

Mnyavioudc dpdonc

H xhomidoypéin gival éva mpo@appako, Evag omd Tovg LETOPOATESG TOL 0TTOIOL Eival AVAGTOAENS TNG
oLGOMPELOTG TV opontetadiov. H khomdoypédn pénel va petaforiotel and ta Evivpa Tov
CYP450 yio va mopdéet To dpaoTikod HETAPOAITN TOV AVAGTEALEL TN GLUGCMPELGT TV AUOTETAAIWDV.
O dpaoTikdg LETAPOAITNG TNG KAOTOOYPEANC EKAEKTIKA OVOGTEALEL TN GVLELEN TNG SPMOCPOPIKNG
adevooivng (ADP) ue tov vodoyéa P2Y 12 tov arpometadov kat tnv erakdAovdn evepyomoinon,
péom g ADP, tov cupmiéyuartog tng yAvkonpwteivng GPIIb/Illa, avactéAlovtag pe Tov Tpdmo avtd
T1 GLGGMPEVCT| TOV UUOTETAAIWV. AOY® TNG UN avaoTPEYIUNG oVLEVéng, Ta exTebsévVaL
opomeTdAL TN PealovTal Y1 TO VITOAOLTO TOV YPpdvoL {mNg Tovg (katd mpocéyyion 7-10 nuépeg) kot
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

1 AVAKTNOT TNG PLUGIOAOYIKNG AEITOVPYiag TV aiponeTtaAiny cupufaivel pue ppoud avéioyo pe 1o
pLOU6 avavémong tov aponeTtariov. H cusompevon tov aponetaliov, Tov TpoKaieitatl amd
ayoviotég dAdovg amd v ADP, avactéddetal, eniong, amd TNV TopEUTOdIoN TG EVIGYLONS TNG
gvepyonoinong and v aneievbepovpevn ADP.

Emedn] o dpaotikdg petafolritng npokvmtel amd ta Evivpa tov CYP450, opiouéva and ta onoia
TOPOVGLALOVV TOAVHOPPIGLOVG 1] VITOKEIVTOL GE OVOGTOAN At GAAN POPUOKEVTIKA TPOidVTa, OV Bat
£yovv 6Lt o1 aebevelg EmAPKT OVAGTOAN TOV OUOTETAAIWDV.

DapoKkoduvaKES EMOPACELS

Enavoloppavopevec d0oeig v 75 mg tnv nuéP TPOKAAEGOV OTLLOVTIKT OVOGTOAN TNG
mpokoAovpevng amod v ADP cueompevong tmv aponetaliov and ) tpdtn nuépa. H avaotoln
ovTn aLENONKE TPoodELTIKA Kl £PTacE o€ aTobepd emimeda peTa&d TG 3ng Kot 71 nUEPUS. X
oTabep| KATAGTAGT, 1) AVOCTOAN TNG OUOTETAALOKTG GLGCMPEVCNG TOV TOPATNPHONKE e dOoN

75 mg v nuépa, ftav g 1aEng tov 40% £wc 60%. H cvoodpevon tmv arpometaliov kot 0 povoc
poN¢ emaviABoY oTad10KA GTO OPYIKA EMITEDA, YEVIKA LEGH OE 5 NMUEPES LETA TN OLOKOTN TNG
Oepamneioc.

KhMvikr) anotedeopotikdtnta kol acQAaieo

H aocpddeio kot 1 amotelecpatikOTNTO TG KAOTIO0YPEANG ExEl a&loloynbei oe 7 SUTAEC-TVQAEC
peAéteg oTig omoieg cuppeteiyay mwévo arnd 100.000 acbeveic: n CAPRIE, pia peiétn odykpiong g
Khomidoypéing évavtt tov AXO kot ot CURE, CLARITY, COMMIT, CHANCE, POINT xot
ACTIVE-A, pelétec o0ykpiong tg KAOTOOYPEANG EVAVTL EIKOVIKOD QOPUAKOV, OTTOV KOl T S0
QUPUAKEVTIKG TPOTOVTa yopnyHonkay cg cuvdvacud pe AXO ko GAAN cvykekpuévn Oepameia.

LHlpoopato Euppoyuo Tov HDOKAPILOD, TPOGPATO CLYYEINKO EYKEPAAKO ETEICOOL0 1 EYKATEGTHUEVN
TEPLPEPLKN OPTHPLOKT VOTOS

H perémn CAPRIE ovumepiéhafe 19.185 aobeveig pe aptnprofpdppmon, mov eixe exdnimbet pe
TPOGPATO ERPEPAYIO LLOKAPOIoL (<35 NuéEPES), TPAGPATO 1oYOLUKO OYYELOKO EYKEPAAIKO ETEIGOS10
(peta&d 7 nuépeg kot 6 unveg) N eykateotnuévn Tepipeptkn aptnploky voco (ITAN). ‘Eywve
TUYoLoTOINGoT TV 0cBevdV og OpAdeS KLomWoypEANG 75 mg/Mmuépa 11 AXO 325 mg/muépa Ko 1
mopakorovOnon dmpkeoe yia 1 £og 3 xpodvia. Ty vTooUdda e EPEPAYLL TOL HVOoKApPdiov, Ot
nePLocdTEPOL amd Toug aobeveic Edapav AXO yua T1g TpdTEG Ayec NUEPES HETA TO 0ED EPEPAYLLL TOV
pvoxopdiov.

H «homdoypéin peiwoe onpavtikd tn cuyvotnta ELEAVIong VEOV IGYULUIKAOV ENEIc0dinV (cuVOETO
TEAIKO onueio aloAdYNoNg ELPPAYIATOG TOV LLOKOPIIO, IGYALLKOD OyYELOKOD EYKEPAUAIKOD
€me1c0010v Kot Kapdiayysiokov Bovatov) cuykpvopevn pe AXO. XprollomotdVvTos T0 LOVTEAD
OTATIOTIKNG AVAALONG e oKomod TNV Bepameia, 939 eneicddia EETAGTNKAV GTIV OUAdO TNG
Khomdoypéing, kot 1.020 encioddio pe AXO (peiwon tov oyetikov kivdvvov (RRR) 8,7%, [95% CI:
0,2 ég 16,4], p =0,045), mov avaroywd onpaivet 6t o€ kaOe 1.000 acbeveic mov Elafav aywyn ent 2
wpovia avtiotoryovv 10 [CI: 0 éwg 20] emmpocbeTol acHeveic TOV TPOPLALYONKAY OO VEO 1Y ALLUKO
€MELG0010. AvAAvon TG CLVOMKNG BVNGIUOTNTOC MG OEVLTEPEVOV KATOANKTIKO orueio oev £de1&e
Kdmolo oNUAVTIKN dtapopd peta&d g KAomdoypéing (5,8%) kat tov AZO (6,0%).

e [o ovaAvoT VTOORAd®Y avE KATAGTACT] (EUGPAYLLN TOL HVOKAPIIOV, IGYOKO Oy YELKO
gykePaAko enelsodto kai ITAN) to 6¢pelog amodeiynke Péyloto (ETTVYYAVOVTOGC GTUTIOTIKN SLOPOPd
p=0,003) o€ acbeveig mov elyoav copmepiinedei Loyw ITAN (18iwg o€ ekeivovg mov giyav emiong
10TOPIKO ELPPAYLaTOS TOL pvokapdiov) (RRR=23,7%, CI: 8,9 éwc 36,2) kot pikpdtepo (ot
onuavTikd dtoeopetikd and AX0) oe acBevelg e ayyelokd eykepaiikd eneicooto (RRR=7,3%, CI: -
5,7 ¢wg 18,7 [p=0,258]). Xe acbeveic mov giyav coumepinedel otn perétn pe udvn artioroyio
TPOCPUTOL EUPPAYLLATOS TOV LLOKOPII0V, 1 KAOTSOYPEAN NTOV aplfunTiKd Katdtepn oAAd ywpig
OTATIGTIKA oNUavTIKY dtapopd ond to AXO (RRR=-4,0%, CI: -22,5 éwg 11,7 [p=0,639]). EmutAiéov, 1
avdAivon piag vroopdadog pe Paomn v nhkia £0e1&e 6tTL To OPELOG amd TNV KAOTIO0YPEAT G acbeveig
ave TV 75 eTdv NTov [KpoTEPO amd gkeivo Tov mapatnpnonke o€ acbeveic <75 etdv.
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Emedn n pelétn CAPRIE dev Ntav og 0¢om vo eKTIUNGEL TNV OTOTEAECUATIKOTNTO TOV N1 HEPOVS
VTOOUAS®V, eV EIVOL GOPES £AV O1 SLULPOPEG GTN GYETIKT EAATTMOGT TOL KIVODVOL GTIG LVITOOUAOES LUE
KOTAGTAOT £IVOL TPOYHOTIKES, 1) ATOTEAEG LA TOYNC.

OC&b arepoviaio ovvipopo

H perétn CURE cvunepiérafe 12.562 acbeveig pe 0EO otepaviaio cOVOpopo ywpic ovAoTacT ToV
dwotuatog ST (aotadn otndayyn N Epepayura Tov pookapdiov yopic kbpa Q) mov TpocHAbav péca
o€ 24 dpeg PLETE TNV ELPAVICT] TOV 7O TPOGPATOL ENELGOOIOV TPOKEAPSIOV AAYOVE 1) CUUTTOUATOV
ovpPatdv pe woyopio. O acBeveic amontnOnke va £xovv gite NAEKTPOKAPIOYPAPIKES LETAPBOAES
ovppatég pe véa woyaipio 1 avénon tev kapdakmv evipmv 1 tportovivng I f T tovAdyietov dvo
QOpEG AV OO TO AVATATO PUGLOA0YIKO Opro. Ot acbeveic TuyoonomOnkay og KAOTOOYpEAT

(300 mg 860n @odptionc axodovBovuevn amd 75 mgMmuepnoing, N=6.259) 1| elkovikd ApLoKO
(N=6.303), ko1 Ta 600 yopnyndnkav oe cuvdvacud pe AX0 (75-325 mg epana nuepnoing) Kot
aAleg xabepopéveg aywyés. Ot aobeveic ftav vd aywmyn péxpt kar Eva xpovo. Xt perétn CURE, og
823 (6,6%) acBeveic cuyyopnyndnkav avtayoviotés Tmv vrodoywv yAvkompoteivng I1b/I11a.
Hrapiveg yopnyndnkav oe nepiocdtepo amd 1o 90% tov acbevdv Kot o oYeTikdc puOpog arpoppayiog
peTa&D KAOTOOYPEANG Kol EIKOVIKOD QUPIAKOD OV ETNPEACTNKE GTILOVTIKG OO TI GLYYXOPNYNoN

nrapivng.

O ap1Buog TV acbevav mov a&loloyndnikay og TPog To TPMTEVOV KATAANKTIKO onueio [Odvartog
KapOloyYEOKNG attiodoyiag, Epepaypa tov pookapdiov (MI), 1 ayyewond eykepaikd enelc6d10] Tav
582 (9,3%) otnv opdda g KAomdoypéing kot 719 (11,4%) otnv opdda Tov £1KOVIKOD QUPUAKOV, [LE
20% peimon tov oyeTkod kivovvov (95% CI 10%-28%, p=0,00009) yio v opdda TG KAOTIS0YPEANG
(17% oyetkn peiwon Tov Kvdvvov otav ot aoBeveig NTav VIO GUVTNPNTIKN Ay®YY, 29% OTav eiyov
vroPAnOel oe emépuPaon dradeppikng Stoviikng ayyelonAactikng otepaviaiov (PTCA) pe 1 yopig
tomoBétnon evoompdOeong (stent) ota otepaviaio kKot 10% dtav eiyov vropAndel oe enépfoon
aoptootepaviaiog mapdkapyng (CABG)). [IpoAnednkav véa kapdiayyelakd enelcod10 (TpOTEVOV
TEAKO onpeio a&loAdyNnoNg), Le OXETIKEG LELMGELS TOV KIvduvoL g tdéemg tov 22% (CI: 8,6, 33.4),
32% (Cl: 12,8, 46,4), 4% (Cl: -26,9, 26,7), 6% (CI: -33,5, 34,3) kou 14% (CI: -31,6, 44,2), kotd ™
dupkela TV daotnuatoy g perétng 0-1, 1-3, 3-6, 6-9 kot 9-12 pnveg, avtictoyo. LUVETMOG, LETA
TOVG 3 PVESG OY®YNG, TO OPELOG TTOL TTapaTnPNONKe TNV opdda KAomdoypeing + AXO dev avéndnke
TEPULTEP® EVD 0 Kivduvog arpoppayiog mapéueve (BA. mapdypapo 4.4).

H ypnion g khomdoypéing otnv CURE cvoyetiotnke pe peimon g avaykng yo Opopforvtikng
ayoyn (RRR=43,3%, CI: 24,3%, 57%) ka1 avactolrelg vrodoyxémv yhvkonpwteivig I1b/l1a
(RRR=18,2 %, CI: 6,5%, 28,3%).

O ap1Buog TV 0odevav mov agloloyndniay ©g TPog To GVVHETO TPOTEVOV KATAANKTIKO GNUEL0
[6GvaTog Kapdayysiakng ortiodoyiag, Epepaypa tov pvokapdiov (MI), ayyelakd eykepaiikod
enelodo10 1 avlektikn oyoio] ntav 1.035 (16,5%) oty opddo tng KAomdoypéing kot 1.187
(18,8%) otnv opdda tov g1Kovikod eappakov, pe 14% peiwon tov oyeticod kvdvvov (95% CI
6%-21%, p=0,0005) yio. TV opdda TG KAOTS0YPEANG. AVTO TO OPEAOC TPOKVTTEL KUPIWS aUITd TN
OTATICTIKMG CNUAVTIKY HEIMOT TG GLUYVOTNTOG ERPAVIONG TOL ELEPAYUATOC TOV puoKapdiov [287
(4,6%) omnv ouddo tng KhomdoypéAng Kot 363 (5,8%) otnv opdade Tov EIKOVIKOD GaPUAKoL]. Aev
TopoTNPNONKE EMIOPACT] GTN GLYVOTNTA EMOVEIGOYDYNG OE VOGOKOUELD Y10 0oTafn otndayym.

Ta amotehéopato Onmg ekt OnKay 6€ TANOVCoUOVG LE SLUPOPETIKE YOPUKTNPLOTIKA (7). aoTodn
omBayyn M éuepoyua Tov puokapdiov xwpig kopa Q, younAod £mc vynid kivévvo, drapén Sapnn,
avéykn enépPaong eravayyeimong, nAkia, VA0, K.AT.) NTOV COUPOVO LLE TO OTOTEAEGLOTO TG
TPOTOPYIKNG ovaAvong. Zvykekpiuéva, o€ pio post-hoc avéivon 2.172 acbevav (17% 100 cuVOAKoD
mnBucpov acbevav g perétng CURE), o1 omoiot vmofAnbnkav oe tomoBétnon evoonpodeong
(stent) (Stent-CURE), to. dedopéva. £3e1&av 0T, OTa 1) KAOTIS0YPEAT GUYKPIVETOL LE TO EIKOVIKO
(QAPULOKO, KOTAOEIKVIETOL ONUOVTIKY] PEloT TOV oyeTkov Kivduvov (RRR) katd 26,2% ctovg
acBeveic mov ehapuPavay KAOTIS0YPEAT MG TTPOG TO GLVOETO TPWTEVOV KATAANKTIKO onueio (0avotog
KOPOLOYYELOKNG OUTIOAOYIOG, EUGPOYLLO TOV LLOKOPIIOV, OYYELOKO EYKEPAAIKO ETELGOSI0) KO ETIONG
plo onuavtikn peimon katd 23,9% tov oyetikol Kivdhvov g Tpog to cuvheTo dgvtepedov
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KaTOANKTIKO onpeio (0dvatog amd Kapdoyyelokd aitio, ELEPOYLE TOL HLoKaPdiov, ayYelaKo
EYKEPOAKO emelcOd10 N avBextiky woyopio). EmmAéov, to mpogil acpdieiag g KAomdoypéAng o
OVTHV TNV VTO-OLAS 0GOEVMY OV ONLOVPYNGE KATO10 11aitepo TPOPANLA. ZVVETMOG, TO
amoTeEAéoUaTA omd QVTO TO VITO-CHVOAO GUUPOVOVV |IE TO. GUVOAIKA OTOTELECLOTA TG LEAETNG .

Ta o@éAn mov TapotnpNONKaAY pe TNV KAOTIO0YPEAN NTaV aveEdptnTa amd dAheg Bepameieg mov
YOPNYOUVTUL 0EEWMC | XPOVIMG Y10 KAPSIAYYEINKE VOGTIUATO (OTT®G Nmapivi/Mropivec Lkpol Loplokon
Bapovg (HMMB), avtaymviotég vrodoyéwv g yAvkorpwteivng 1Ib/Ila, vrolmdopucd
QOPUOKEVTIKA TPOidVTA, B-0vVAGTOAEIC, KOl AVUGTOAELG TOV HETATPEMTIKOD EVEDLLOL TNG
ayyelotacivng). H amotelecpatikdtnta g KAOmd0ypéAng Tapatnpnonke aveEdptnta omd 1 660n
tov AZO (75-325 mg pio popd nuepnoimg).

O&L fuppayua Tov pookapdiov pe ovaonroaon tov daotiuotoc ST

Ye acbeveic pe 0&0 Euepaypa Tov pvokapdiov pe avactoon tov dwctipatog ST (STEMI), 1
OCQAAELN KOl 1] OTOTEAECUATIKOTNTO TNG KAOTIOOYPEANG ExovV a&loAoynbel og dVO TVYALOTOINIEVEC,
ELEYYOUEVEC UE EIKOVIKO PAPUOKO, OITAEC-TVQAES pneléteg, oatnv CLARITY, og pia mpoomtikn
avdivon vroouddag g CLARITY (CLARITY PCI), kabng kot oty COMMIT.

H peiétn CLARITY ocvunepiédafe 3.491 acbeveic o1 omoiol mapovsioacsay eviog 12 mpodv and v
évapén g ST avdomaong ELEPaypo TOV HVOKAPSIOV KOl TPOYPOUHOTIOTKE VO EEKIVIIGOVY
Opopforvtikn Bepameia. O acBeveig EraPav Khomdoypéin (300 mg wg d6om PopTIONS KOt 6T
ocuvéyew 75 mg/Mmuépa, n=1.752) i ewcovikd eappako (n=1.739), Kot 6TIg dV0 TEPIMTMOOELS OE
ovvdvaoud pe AX0 (150 émg 325 mg wg 6on POPTIoNS Kot 6TN cLVEXEL 75 émg 162 mg/muépa), pe
£vav vmdoAvTiKo Tapdyovta kat, 0tav ypetalotav, pe nrapivn. Ot acBeveig tav vrd
mapakorovOnon yuo 30 nuépec. To mpmTevoV KATaANKTIKO onueio a&loAdynong Ntav N Tapovcia
amo@paypnévng eEaitiog EPEPAKTOL oTEPAVIaiaG aptnpiag otV ayyeloypapio tptv and v ££0d00 Tov
aoBevoug amd To vocokoueio, 1 Bdvatog 1 voTPOTALoV EUPPOYLLE TOV HVOKAPSIOL TPV T
otepavioypapio. ['a acBeveic mov dev vroPANONKaY 6g GTEPAVIOYPAPiD, TO TPOTELOV KOTUANKTIKO
onueio a&ordynong ftav o Bévatog 1 To vrotpomidlov Epnepaypa Tov pvokapdiov v Huépa 8 1
Katd TV £€£000 a6 To vocokopeio. O TAnbucudc tov acbevav coprepieddpupave 19,7% yovaikeg kot
29,2% acBeveig >65 etmv. Eva cuvoro 99,7% tov acBevov éhafe vomdorvtikd (vawdo-g1dikd: 68,7%,
un wodo-gdwd: 31,1%), 89,5% nrapivn, 78,7% B-avactolels, 54,7% avacToAElG TOL LETATPETTIKOD
ev{dpov g ayysotacivng kot 63% otativec.

[Mocoo16 dexamévte To1g exato (15,0%) Tov achevdv otnv opdda tng Khomdoypéing kat 21,7% otnv
OO0 TOV EIKOVIKOD QUPHAKOL £QTACE GTO TPMOTEVOV KATUANKTIKO onpeio a&loAdynong,
AVTITPOCMOTELOVTOG OTOAVTN peimon Katd 6,7% kot 36% mhavn peimon xdpv T KAomdoypéAng
(95% CI: 24, 47%, p<0,001), xvpiowg oyeTilOLEVEG PE PEIDOT] TOV ATOPPAKTIKOV OPTNPLUKOV
euepdxtov. To 6peroc aVTO VINPYE OE OAEC TIG TPOKAOOPIGUEVEG VITOOUAES CLUTEPIAALPOVOLEVG
NG NAIKIOG Kot TOL POAOL TOL aoBEVONG, TNG EVTOTIONG TOV EUPPAKTOV KAl TOV TOTOV TOV
W®IOAVTIKOD 1 TNG NTAPIVG TTOL YPNCLUOTOONKE.

H avéivon vroopddag CLARITY PCI ovunepiélope 1.863 acbeveic pe STEMI mov vwofAnonkay
o€ PCI. Ot acbeveic mov ElaPav doon eoptiong (LD) khomdoypéing 300 mg (n=933) eiyav
onUavTIKN pelmon oty enintwon Oavatov kapdiayyelakng artiohoyiag, EM 1 ayyslokov
£YKeQaAKoV enelcodiov petd amd PCI og cOykpion e ekeivoug wov EAafov EIKoVIKO QAPLLOKO
(n=930) (3,6% L& TPOKATUPKTIKY Oy®YN KE KAOTIO0YPEAT EvavTl 6,2% e sikovikd eappako, OR:
0,54, 95% ClI: 0,35-0,85, p=0,008). Ot acbeveig mov Erafav LD khomdoypéing 300 mg eiyav
onuavtikn peimon oty enintwon avdatov kapdiayyelakng artioroyiog, EM 1 ayyelakov
EYKEPAAIKOV eme1c0diov katd T ddpkela twv 30 nuepdv petd v PCI oe cvykpion e ekeivovg mov
Ehafoav eucovikd papuako (7,5% e TPoKATUPKTIKY 0y®yn Le KAOTIdoypéAN Evavtt 12,0% e gucoviko
eappoko, OR: 0,59, 95% CI: 0,43-0,81, p=0,001).

Qo1660, 6TaV ALTO TO GUVOETO KATAANKTIKO onpeio a&toloyndnke 6tov GuVOAKS TANBLGUO TG
perétng CLARITY dev tav GTOTIGTIKA GNIOVTIKO (G SEVTEPEVOV KATAANKTIKO GNuUEio. Agy
TopoTNPNONKE oNUAVTIKY d1aPopd 6Ta TOGOGTA HeI{ovog 1| ELAGGOVOC aoppayiog LeTaEy TV dVO
Bepameiodv (2,0% e TPOKOTAPKTIKN aymy” Le KAomdoypéAn évavtt 1,9% Le eikovikd gappoko,
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p>0,99). Ta evprpoTa aLTAG TG avAAvong LTOGTNPILOVY TNV TPOUN YPTIoN dOCTG POPTIONG
Khomdoypéing oe STEMI kot T oTpatnyiKn TG TAKTIKNG YPNONG TPOKATAPKTIKNG OYYNG LE
KAomidoypéAn o€ acbeveig mov vroPdriovtal oe PCL.

H perétn COMMIT pe mapayovtikd oyedacpd 2x2 cvumepédafe 45.852 acheveig ot onoiot
Topovciacay evtog 24 wpdv amd Ty Evapén TOV COUTTOUATOY LTOYIN ELEPAYUATOS TOV

Lok pdiov pe avirloyeg NAEKTPOKAPIOYPAPIKES aAlotmaelg (T.y. avacomaon ST, katdonaon ST 1
aplotepd okeAkd amokAelopo). Ot acbeveic Edafav kKhomdoypéhn (75 mg/muépa, n=22.961) 1
gkovikd pdppoko (n=22.891), oe cuvdvoouo pe AXO (162 mg/Mmuépa), yia 28 nuépeg 1 LEYPL TNV
£€€000 amd T0 voookopEio.

Ta cvvleta TpmTeEHOVTO KOTOANKTIKA onpeio fTav 0 BGvatog and omoladnmoTe aitio, Kol 1 TPMTN
EULPAVIOT| EMAVELPPUENS, OYYEWKOD EYKEPAALKOV €nelc0diov 1 Bavdtov. O mtAnbuoudg neprerdufove
27,8% yovaikeg, 58,4% acBeveic>60 etdv (26% >70 e1mdv) Ko 54,5% acbeveic mov AdpPovay
WOIOAVTIKA.

H «khomdoypéin peiwoe onpavtikd 1o oyetikod kivouvo Bavdtov and onotadnmote artia Katd 7%
(p=0,029) ko1 10 oYeTIKO KIVOUVO TOV GLUVOLOGHOV ETAVELPPAENS, AYYELOKOD EYKEPAAIKOV EMEIGOOI0V
1 Bavdrtov kotd 9% (p=0,002), avtimtpocmredovtag amdivtn peiowon kotd 0,5% wat 0,9% avtictoryo.
To 6¢pehog avTd NTOV 6TAOEPO YL TV NAIKIN, TO VA0 Kot TV xopnynon i Oyt Opouforvtikdv kot
mapatnpnonke evtog 24 wpaov.

Khlomdoypéin eodmaé d6onc eodptionc 600 me og acheveic ue OV Xteoaviaio ZOVOPOLO TOV
vrofdArovion og PCI

CURRENT-OASIS-7 (Xprnion Béiuotyg Aoons Kiomdoypédng kar Aomipivig yio ty Meiwon

v Erovoloufovousvaov Zoupaviawv Efdouoc Opyaviouos yio tqv AcioAoynon Ztpotnyikov oe
loyouuird Xovopoua)

AT 1 TLYAOTOMNUEVT TTOPAYOVTIKT| PEAETN cuumepAdupave 25.086 avOpdmovg e o0&y
otepaviaio ovvdpopo (OXX) mov mpoopilovrav Yo tpwtoyevi PCL. Ot acbeveic TuyotomomOnkov
glte og oA 06on (600 mg v Huépa 1, énerra 150 mg tic Huépeg 2-7, émetra 75 mg
nuepnoing) 1 o kavovikn 66com (300 mg v Huépa 1, énerta 75 mg nuepncing) kKAomdoypéing,
Kot og VYN 60om (300-325 mg nuepnoing) 1 oe yapnin d6omn (75-100 mg npepnoing) AZO. Ot
24.835 eyyeypappévol acheveig e OXX vrofAndnkoy o otepavioypapia kot ot 17.263 Elafav
PCI. Meta&d tov 17.263 acbevov mov Ehapav Bepanceia pe PCI, 6e cOykpilon [e TNV KAVOVIKT
doom, 1 01T d0omN KAOTIS0YPEANG HEIMTE TO TOGOGTO TOV TPOTELOVTOS KATAANKTIKOD o1peion
(3,9% évavt 4,5% mpocappocuévov HR= 0,86, 95% CI 0,74-0,99, p=0,039) ko peimoe
onuavtikd ™ BpopPwon tov stent (1,6% évavtt 2,3%, HR: 0,68, 95% CI: 0,55 0,85, p=0,001). H
peilovo aipoppayio IOV O GLUYVY UE TNV OUTAN dOGN 0o OTL LLE TV KAVOVIKT] d00T)
Khomdoypéing (1,6% évavt 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). Z& avt ™ perém,
epana 06om EopTIoNS KAomdoYpEANG 600 mg £5e1Ee oTabEPT] AMOTELECUATIKOTNTO GE AoDEVELG
nAwiag > 75 etV kot 6€ acbeveig nAkiog < 75 etdv.

ARMYDA-6 MI (H Avtiaiporetotioxn Ocpaneio yio ueiwon e Mvookeletikng BAafng kot thv
Ayyeromdootikn - Euppayua too Mvokopdiov)

AT 1 TLYALOTOMUEVT, TTPOOTTIKT, O1EBVNC, ToAVKEVTPIKN peAETT a&loAdynoe TV Tpo-Oepameia
pe 600 mg évavtt 300 mg khomdoypéing LD oto mhaicio enetyovtog PCI yio STEMI. Ot acBeveic
EhaPav kKhomdoypéin 600 mg LD (n=103) 1 khomdoypéin 300 mg LD (n=98) npwv and v PCI
KoL 6T GUVEXELN GLVTAYOYpoENONKay 75 mg/Mmuépa and v emopévn g PCI émg 1 étog. Ot
acBeveic mov éhaPav 600 mg LD kAomidoypéing eiyav onuoviikd peiopévo péyebog epopiypotog
oe ovykpion pe ekeivoug mov Elafav LD 300 mg. YrrpEe Myodtepo cuyvn Opouporvon oe
BaBpot ponic MI < 3 petd and PCI oe 600 mg LD (5,8% évavtt 16,3%, p=0,031), Bektiopévo
LVEF oto e&itqpro (52,1 £9,5% évavtt 48,8 £11,3%, p=0,026) ko1 ta peifova avembounta
Kkapdloyyelokd coppdavra 30 nuepav nrov Aydtepa (5,8% évavtt 15%, p=0,049). Aegv
mapatnpnonke avénon e aoppayiag 1 TV EMTAOK®V TS BEoMg £160d0V (devTEPELOVTA
KataAnktikd onueio tnv Huépa 30).

HORIZONS-AMI (Evapuovion Aroteleouatwv ue Exavoyyeiwon xai Stents oto OED FEugppayuo tov
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Mbvoxapdiov)

AV 1 €K TOV VOTEP®V HEAETN avaivong deénydn yia va agloloynoet edv n LD 600 mg
KAOTOOYPEAN G TOPEYEL TAYVTEPT] KO LEYOAVTEPT AVAIGTOAN TNG EVEPYOTOINONG TV
aponetariov. H avdivon e&étace v enidpaon pwog LD 600 mg oe ovykpion pe 300 mg oto
KAvikd amotedéopata 30 nuepdv oe 3.311 acBeveic amd v kopla Sokiun (n=1.153, opdda
300 mg LD, n=2.158, oudda 600 mg LD) ptv amd tov kapdiakd kabetnplacpd akolovdovpevn
amo 06om 75 mg / nuépa yuo > 6 unveg petd to e€itnpro. Tao amotedéopoto £6e1E0V ONUAVTIKA
YOUNAOTEPO 1N TPOGOPLOCUEVE TocooTd Bvnootntog 30 nuepav (1,9% évavtt 3,1%, p=0,03),
emovepepayon (1,3% évavtt 2,3%, p=0,02) kot opiotiki 1} mBovi OpouPmon stent (1,7% évavtt
2,8%, p=0,04) pe v 600 mg LD ywpic vynidtepa mocootd apoppayios. Me molvpetafAnt
avéAivon, pio 600 mg LD ftav évag aveEdpmTog TpoyvooTikKOg TapiyovTag XOUNAOTEP®V
T0606TOV PelOvav avemBountomv Kopdiokmv cuppaviov 30 nuepodv (HR: 0,72 [95% CI:
0,53-0,98], p=0,04). To mococt6 peilovog arpoppayiog (un oyetopuevo pe to CABG) frav 6,1%
oV opddo tov 600 mg LD kot 9,4% oty opdda twv 300 mg LD (p=0,0005). To mococtd
grdocovog arpoppayiog nrav 11,3% oty opdda twv 600 mg LD ko 13,8% otnyv opdda twv
300 mg LD (p=0,03).

Moxpoypdvia. (12 pivec) aywyn pe kKhomdoypéAn pali pue AX0 ote acbeveic pe STEMI petd and PCI

CREDO (Klomidoypéin yia. t Meiwon twv AvemBountwv Zoufaviwv kot t Aidpkelo tne
TapaxolodBnong)

AVTI 1 TUYALOTOUNUEVT], OUTAG TUQAY], EAEYYOUEVT LLE ELKOVIKO PAPLOKO HEAETN dlevepynOnke oTig
Hvopéveg IoAteieg kar otov Kavadd yia v a&lordynomn tov opélovg Te LoKpoypoviog

(12 pnveg) ayoyng pe kKhomdoypéAn petd omd PCI. ToyotomomOnkay 2.116 acbeveic o Aqym LD
Khomdoypéing 300 mg (n=1.053) 1 ewovikod papudxov (n=1.063) 3 £éwg 24 dpec tpv omd PCL
O)ot ot acbeveic Ehapav emiong 325 mg acmipivng. XN cvvéyeta, 6Aot ot acbeveig Erafav
KhomdoypéAn 75 mg/muépa Emg v Huépa 28 kat otig 600 opddec. Amd tnv Huépa 29 émg toug
12 pnveg, ot acBeveic oTnv opddo g KAomdoypéANg Adpfovay kKhomdoypéin 75 mg/muépa Kot
ot acBevelg oty opdda eréyyov Elafav eikovikd eappaxo. Kat o1 dvo opddeg Aappavav AZO
ka0’ 0An ™ ddpketo TG ueAétng (81 éwg 325 mg/Mmuépa). Xto 1 £10¢, TopatnpnOnKe GNUOVTIKT
peimon otov cuvdvacpévo Kivovvo Bavatov, EM 1 ayyelakol eykepaAikod engicodiov pe tnv
KhomidoypéAn (26,9% oyetikn peiwon, 95% CI: 3,9%-44,4%, p=0,02, andivt peiowon 3%) oe
GUYKPLOT LE TO EIKOVIKO pApLoKo. Agv Topatnprdnke onuavtiki adENGT 610 Toc00TO Heilovog
awpoppayiog (8,8% pe v kKhomdoypéin évavit 6,7% pe 1o eikovikd eappako, p=0,07) 1
gMdocovog arpoppayiog (5,3% pe v kKhomdoypéin Evavtt 5,6% e TO EIKOVIKO GAPUAKO,
p=0,84) 10 1 £10¢. To KVPLO EVPNLO AVTAG TNG LEAETNC Elval OTL 1] GLVEYLOT) TG KAOTLOOYPEANC
Kol Tov AXO yia TovAdyiotov 1 £€10g 001 Yel G€ OTATIOTIKE KOl KAVIKE OMLLavTIKY] peioon Tov
pellévov Opoupatikdv eneicodimy.

EXCELLENT (4roteieouatixotnza tov Xience/Promus Evovt tov Cypher oty Meiwon ts Oyiung
Anwierac Merd tqv Torobétnon e EvoornpoBeong)

AVT| 1] TPOOTTIKT, AVOIKTY|, TUYOOTTONUEVT LeAETN d1eENyOn otnv Kopéa yia va a&lodoynBel
€6v 1 6unvn dSimAn avrtioponetailokn Oepaneioc (DAPT) eivar un katdtepn g 12unvng DAPT
UETE TNV gU@UTEVOT stent EKAvoNg Papudkov. Ttn peAétn cvumepianednkoy 1.443 acbeveig mov
voPARONKaY oE ELPLTEVOT], 01 0TTOi0L TVYOLOTTOONKOY o Anym 6unvng DAPT (AZO

100-200 mg/mpépa ovv KhomdoypEAn 75 mg/muépa yio 6 unveg kot 6tn cvvéyelo AXO
pepovouéva €og toug 12 upveg) N 12unvng DAPT (AXO0 100-200 mg/muépa ouv kKAomdoypéin
75 mg/mpépa yo 12 pnveg). Agv mapotnpnionke onuavtikny Slopopd 6TV EXITTOOT 0GTOYING TOV
ayyeiov-otoyoL (cvvhetn ékPaon mov meptiapfavel Oavato Kapdiakng aitioroyiog, EM 7
eMOVayyei®on 6To ayyelo-oTOY0) OV NTAV TO KUPLO KATOANKTIKO onpeio peta&d Tov ouddwmv
vrd 6unvn ko 12unvn DAPT (HR: 1,14, 95% CI: 0,70 1,86, p=0,60). Eniong, n pehétn oev
KaTEOEIEE ONUOVTIKT O10(pOPE GTO KOTAANKTIKO onpeio tng acedieiog (ocvvletn éxfacn mov
neptlopPavel Odvato, EM, ayyeloxo eykepaiikd engiodoto, Opopfmon tov stent 1 peilova
awoppayia Baocel twv kprrnpiov TIMI) peta&d twv opddwv vd 6pnvn kot 12unvn DAPT (HR:
1,15, 95% CI: 0,64-2,06, p=0,64). To k0p1o edpnua ovTHG TS HeEAETnG HTay 6t 6unvn DAPT
ntav un katotepn g 12unvng DAPT avagopikd pe Tov kivouvo actoyiog Tov ayyeiov-cTtoyov.
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Amo-kMudkoon Tov tapayoviov ovactone e P2Y 1, oto 0&b otepaviaio obvdpono

H petéfaon and évav woyvpdtepo avactoréa Tov vmodoyéa P2Y 12 otnv khomdoypéin o cuvdvacuod
pe v aompivn petd v ofeio @aon ote@aviaiov cuvdopopov, £xet alohoynbel oe dvo
Tuyoomompéves peéteg mov emyopnyovvrot and tov epevvnth (ISS) - TOPIC kot TROPICAL ACS -
Le SEJOUEVE KMVIKDV ATOTELECUATWOV.

To KhMviKd 6perog TOV TPOKLITEL OO TOVGS IO 1GYVPOVG AvAGTOAEC P2Y 10, TikOypeAdp KO
TPOCOVYPERT, OTIC PaCIKEG LEAETEC TOVG, OYETIETAL [LE CNUOVTIKT HEIDOT) TOV VTOTPOTLALOVI®OV
IOYOUIKAOV ENEIG0dimV (cuumeptiapBavopuévng g o&elog kot vrroéeiog Opoupwonc tov stent, Tov
EUOPAYLATOG TOV PLOKaPdiov Kal TG Eneiyovsag emavayyeimong). Av Kot To 1GYOLUIKO OPELOS TV
otabepd Kb 'OAN TN S1ApKELN TOV TPAOTOL £TOVG, TOPATNPHONKE HEYAAVTEPT LEIDMGT GTNV IOYOUIKN
VTOTPOTN UETA OO 0EL GTEPUVINIO GUVOPOLO KOTA TIG APYIKEG NUEPES PETA TNV Evapén TNG AyYNS.
Avtifeta, ot post-hoc avarldoelg KaTEdEIENY GTUTIOTIKA ONUAVTIKES AVENCELS OTOV KivOuvo
LLOpPaYing e TOVG 1oYVPOTEPOVS ovacToAElg P2Y 12, o1 omoiot eppavilovial kupimg KoTd T didpKela
Mg PACMG GLVINPNONG, UETA TOV TPMTO Uiva artd To 050 otepaviaio ocvvopopo. H TOPIC kain
TROPICAL ACS oyedidotnKay yio vo, LEAETHCOLV TNV AUPAVVOT T®V QUOPPOYIKOV CUUBOLATOV
STNPOVTOC TAPAAANAC TNV ATOTEAEGUOTIKOTNTO.

TOPIC (Xpovog avaororng twv aypometalionv ustd omxo old orepaviaio cdvopouo)

AvTti 1 TVYOOTONEVT, AVOIKTY OOKIUN TepteAdpfoave acBevelg e 0EL otepaviaio GHVOPOLO Ot
omoiotl &xpnlav dadeppikng otepaviaiog tapéupacng (PCI). Acbeveig mov Aapfdavovy acmipivn Kot
évav 1oyvpotepo avactoréa P2Y 12 kot yopig avembBounto copPapa, og Eva pva petéfnoayv o
otabepn d00m acmipivng cuv KAOTIOOYPEAN (ATOKAUAK®OGOT G SITAT OVTIOLOTETAALNKN Bepameio
(DAPT)) 1 cuvéyion g QapUAKELTIKNG TOVG aymyNS (apetapintm DAPT).

2uvolKd, 645 and tovg 646 acBeveic e Epppaypo Lookapdiov pe avionact tov ST StacTiHTog
(STEMI) 7 épopaypa pookapdiov ywpig avdonaon tov ST dwaoctiuotog (NSTEMI) 1 actadn
omOayyn avorlvdnkov (amokipdkmon DAPT (n = 322), apetdpfinmm DAPT (n = 323)). H
napaxolovBnon oe Eva ypovo mpayparoromOnke yio 316 acBeveic (98,1%) otnv opdda
arokAlpndkoong DAPT kat 318 acBevov (98,5%) otnv apetafint opdda DAPT. H didpeon
TapokolovOnon Kot yio Tig 600 opddeg nTav 359 nuépeg. Ta YopaKTNPIGTIKA TNG LEAETOUEVNG
KOOPTNG NTAV TAPOUOLY GTIG dVO OUAOES.

To k0Pl amoTEAEG A, 1] ELEAVICT GLVIPOLOL KAPILAYYELNKOD BOVATOV, EYKEPAAKOD EMEICODI0V,
enelyovooag emavayyeimong kot BARC (Bleeding Academic Research Consortium) aipoppayiog >2
otov 1 ypovo petd and o&d otepaviaio ovvdpopo Elafe ydpa oe 43 acbeveig (13,4%) e opddag
armoxMpakwong DAPT kot og 85 acBevei (26,3%) g apetdfintng opdoag DAPT (p <0,01). Avti n
OTOTIOTIKA OTLLOVTIKT O10.p0pEd 0QENOTAY KVPIMG 6€ AYOTEPO TEPIOTOTIKG QOPPAYinG, YOPig
dpopd ota wyoptkd KotoAnktikd onpeia (p = 0,36), evdd 1 BARC >2 opoppayio mwapatnpnonke
AMydtepO cuyvd oty opdda arokApndkwong DAPT (4,0%) évavtt 14,9% otnv apetdfAntn opdda
DAPT (p <0,01). Ta coufauato apoppayiog mov opiotniay og 6Aa to BARC gppaviotnkay o

30 aoBeveic (9,3%) oty opdda amoxipdkwong DAPT kot og 76 acBeveic (23,5%) otnv apetafint
onada DAPT (p <0,01).

TROPICAL-ACS (doxiooio Awdvinong otnv Avoaorods twv Ayworetaliov omny Xpovia
Avuoyuonetatioxn Ocporeia yio O&éo Ltepoviaio Xovopoua,)

Avt M TuYaoTOMUEVY, avolyTh peAétn meptehdpuPoave 2.610 acBeveig pe Betikd Pro-deiktn yio0 0&0
oTEQOVI0I0 GUVOPOLO PETA 0o emTLY StadePKT oTe@aviaia mapéuPfoct. Ot acbeveic
TuyoomomOnkay va Adfovv gite Tpacovypéin 51 10 mg/d (nuépeg 0-14) (n = 1.306) 1| tpacovypéin
51 10 mg/d (mpépeg 0-7) xar otn cuvéyelo omokApakmOnKov ce kKAomdoypéin 75 mg/d

(muépeg 8-14) (n = 1.304), o cuvdvacud ue ASA (<100 mg/muépa). Tnv nuépa 14, die€qydn dokwun
aponetailokng Aertovpyiag (PFT). Ot acBeveic pe povo Tpacovypérn GUVENIGOVY LLE TPAGOVYPEAT] YiO
11,5 pnvec.

Ot acbeveic mov glyav vroPfinbei o amokAudkmon vrofANONKav oe ELeyy0 VYNANG
avtdpaoctikotntog aponetoriov (HPR). Edv n tiuq HPR >46 povadeg, ot acBeveic petéfoivay micwm

oV TpacovypéAn 51 10 mg/d ywa 11,5 pnqveg-edv ot ipéc HPR <46 povadeg, ol aobeveic cuvéyilav
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TN AMym KAomdoypéing 75 mg/d ywo 11,5 purvec. Q¢ ek T00TOV, 1 OPAdE ATOKAUAK®OGONG VTTO
kaBodnynon, eixe acbeveis eite oe mpacovypéin (40%) eite oe Khomdoypéin (60%). Orot o1 acBeveig
GUVEYIGOV e aoTpivn Kot TapakoAovOnonKay yia éva ypdvo.

To Tp®TEVOV KATAANKTIKO ONELD (1] CLUVOVAGUEVT] GLYVOTNTA ERPAVIOTG KOpdlayyELlkoD Bavdrtov,
EUQPAYLATOG TOV LLOKOPIIOV, EYKEPAAIKOV £TEIGOO10V Kot KAIpaKag apoppayioag BARC >2 ctoug
12 pnveg) emetevydn amodeikviovtag un Katwtepdmta. Evevivia névte acOeveic (7%) otnv opudoa
ATOKALAK®ONG Vo kKabBodnynor kot 118 acbeveig (9%) oty opdda eAEyyov

(p non-inferiority = 0,0004) siyav éva ooppapo. H vo kabodynon anokAipndkmon, dev 0dnynoe 6
avénpévo cuvovaoEVO Kivouvo epedviong oyalpik®v coppapdtov (2,5% oty opdda
amokMudkwong évavtt 3,2% oty opdda eAéyyov, (p non-inferiority = 0,0115), obte oto Pacikod
devtepedov TeMKo onueio g opoppayiag tov BARC >2 ((5%) oty opdda amoxiipdkwoong Evavtt
6% otnv opdda eréyyov (p = 0,23)). H aBpoiotiki enintmon OA®V TV LoppayIK®dV ETEIGOOIMV
(xotyopia BARC 1 éw¢ 5) ftav 9% (114 coufapate) oty opdado amokApudkoong vrd kabodnynon
évavtt 11% (137 cvpfavta) oty opdda eréyyov (p = 0,14).

A avtiaponetalakn Ogpomeio (DAPT) og 0&O ehdocov IAEE 1 uerpiov o vyniod Kivdhvou
IIIE

H DAPT pe cuvdvacud khomdoypéing kot AXO mg Oepameio TpOANYNE TOL 0yYEIKOD EYKEPAUAIKOD
enelc0diov petd amd o0& éhaccov IAEE 1 petpiov émg vymiov kivddvov IIE a&loloynnke og dvo
Tuyoomompéves peréteg mov entyopnyovvrat and tov epevvnti (ISS) — CHANCE kot POINT — pe
dedopéva EkPaong yio Ty KMVIKN 0CQAAELN KOl OTOTEAEGLOTIKOTNTA.

CHANCE (Klomidoypéln oe aobeveis Yynlod kivovvoo ue O&éa Ayyeioeykepalixa Enciaodio mov Agv
Ipokaiodv Avarnpio)

AVT 1 TUYALOTONUEVT, OUTAG TUQAT], TOAVKEVTPIKT, EAEYYOUEVT] LLE EIKOVIKO (PAPLOKO KAIVIKT LEAETT|
ocvumeptérafe 5.170 Kwvélovg acbeveig pe o&o IIE (Babporoyic ABCD2 >4) 7 0&0 éhacoov ayyelako
eykepolko enelcodio (NIHSS <3). O acbeveic ko otig 300 opddeg EraPav avorytr Beponsio pe AXO
mv nuépa 1 (og d6om kopovopevn amd 75 €wg 300 mg, cupe®va pe TV Kpion Tov Bepdmovtog
Tpov). Ot acheveic oL TVYALOTOWONKAV GTNV OLAdH TOL GLVIVAGLOD KAOTIO0YPEANG—AZO Ehafav
pia d6om pdptiong Khomdoypéing twv 300 mg v nuépa 1, axolovBodpevn and pio doom
KAOTO0YPEANG TV 75 mg Vv nuépa Tic NuEPeS 2 ¢ 90, kabmg kot AXO ot 0601 Twv 75 mg v
nuépa tig nuépes 2 €mg 21. Ot acbeveig mov TvyoomomOnkay oty opdda Tov AXO Erafav EKOVIKO
Qapproko avtiotoryo ¢ KAomoypEANG Tig Nuépes 1 €mg 90 kaw AXO ot d6on TV 75 mg TV Nuépa
TIc NUépec 2 émg 90.

H x0pro ékPoon amoTeAeGUATIKOTITOC T)TOV 1] ELGAVICT] OTOLOVINTOTE VEOD QLYYELOKOD EYKEPUAIKOD
€MEG0610V (1OYAUIKOV Kol OLOPPOYIKOV) oTig TpmdTeg 90 nuépeg petd and o0 éhaccov IAEE 1
vynrov kvdovou ITIE. Avtd cuvéPn oe 212 acBeveic (8,2%) otnv opdda Tov cuvivacov
KhomdoypéAng-AZO cvykprrucd pe 303 acbeveic (11,7%) oy opdda tov AZO (avoroyio Kivdhvov
[HR], 0,68, 95% didotpa epmotocvvng [CI], 0,57 émg 0,81, P<0,001). IAEE mapovcidotnke o€
204 acbeveig (7,9%) otV opdda tov cuvoLacHoD KAOTS0YpEANG-AX0 cuykpitikd pe 295 acbeveig
(11,4%) otV opdda tov AXO (HR, 0,67, 95% CI, 0,56 émg 0,81, P<0,001). Apoppaywod ayyeakd
EYKEPAAIKO EMEIGOO10 TAPOLGLAOTNKE o€ 8 acbeveig e kKabepio and T1g 000 opddeg tng perétng (0,3%
og Kabe ondda). Métpia 1 coPopn apoppayio mapovoidotnke oe entd acbeveic (0,3%) otnv opdda
TOV GLVIVOCUOL KAOTOOYPEANG-AXO Kot o€ oxTd acbeveic (0,3%) oty opdda tov AXO (P =0,73).
To T0G0GTO OTOIWVINTOTE AUOPPAYIKOV GUUPAVTOV fTav 2,3% 6TV OHAd0 TOL GLVOVAGOV
KhomdoypéAng-AZO cvykprtikd pe 1,6% oty opdda tov AXO (HR, 1,41, 95% CI, 0,95 éwg 2,10,

P =0,09).

POINT (IIpocavarohiouévn ota Aywonetalio Avaotods oe Néo ITIE kor Eldooov loyouuixé Ayyeroxo
Eykepalixé Enelodoio)

AVt M TUYAOTONEVT, STAN TVQAT], TOAVKEVTPIKT], EAEYYOLEVT] LLE EIKOVIKO QAPUAKO KAVIKT LEAETN
ocvunepérafe 4.881 debveig acheveic pe 00 IIE (Babporoyio ABCD2 >4) 1 élacoov ayyeloko
eykepalko enelcodto (NIHSS <3). Ohot ot acBeveic kot oT1g 000 opddeg Ehafav avorytn Bepaneio pe
AXO0 tig nuépec 1 €mg 90 (50-325 mg odupmva pe v kpion tov Oepdmovtog watpov). Ot acbeveic mov
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TuyooTomOnKay 6TV opdado T KAomdoypEANG EAafav pia d0on EOPTIoN G KAOTOOYPEANG TV

600 mg v nuépa 1, akolovBovpevn and KAOTd0YpEANG ot 6001 TV 75 mg tnv nuépa TIc NUEPES 2
£€w¢ 90. Ot acsBeveic Tov TVYAOTOMONKAV TNV OLASN TOV EIKOVIKOD PAPUAKOV AP0V EIKOVIKO
@apprako avtiotoryo g KLomdoypEAng Tig nuépeg 1 €mg 90.

H «dpra ékPaom amotelesuaTikOTNTAS NTOV £V GOVOETO KATOANKTIKO orueio mov meptelappave
ueilovo woyopkd eneicdoia (IAEE, EM 1 Odvatog amd ioyatpikd ayyelokd engiodoio) v nuépa 90.
Av16 ouvéPn og 121 acbBeveic (5,0%) mov éhaPav kKhomdoypérn ovv AZO cvykpitikd pe 160 acbeveic
(6,5%) mov éhafav povo AXO (HR, 0,75, 95% CI, 0,59 éwc 0,95, P = 0,02). H devtepevovoeg EkPaon
tov [AEE napovcidotke o€ 112 acbeveic (4,6%) mov éhafav kKhomdoypéAn cuv AZO cuykpitikd pe
155 acbeveig (6,3%) mov érafav povo AXO (HR, 0,72, 95% CI, 0,56 g 0,92, P = 0,01). H xopia
éxPaomn aopdrerog g peillovog apoppayiag mapovoldotnke o€ 23 amd tovg 2.432 acbeveis (0,9%)
mov éhafav KhomdoypéAn cvv AXO kot og 10 amd tovg 2.449 acbeveig (0,4%) mov éhafov povo AXO
(HR, 2,32, 95% CI, 1,10 éwg 4,87, P = 0,02). EAdccwv apoppayia mapovcidotnke oe 40 acheveic
(1,6%) mov élafav Khomdoypéin cvv AXO kot o€ 13 acBevei (0,5%) mov éhafav povo AZO (HR,
3,12,95% CI, 1,67 éw¢ 5,83, P =< 0,001).

Avdivon g ypovikng mopeiag tov peretd@v CHANCE kot POINT

Agv vnpye 0QELOC MG TPOG TNV OMOTEAESUATIKOTNTA Ot TN cvvéyon s DAPT wépav tov

21 nuepav. [paypatomoOnke pio KUTavour tng XPOVIKNG TOPEing TV HEWOVOVY IoYOIUIKDY
EMEIG00ImV Kal TV HelOVOV aloppayldv pe Baon Ty ekydpnomn g Oepameiog Yo vo avaAivbei 1
emidpaom g Ppayvypdviag xpovikng mopeiog s DAPT.

Mivaxoeg 1- Katavopun ypovikng mopeiag HEWLOVOV IGYUIUIK®V ETELGO0IMV KOl PEOVEOV
owpoppayi®dv pe faon v ekyopnon Oepanciog otig peréteg CHANCE kot POINT

Ap.
ovupaviav
ExBdoeig otig
peréteg Exyopnon Sovoho nm 2" 3n
CHANCE «o Oepameiog eBdopdda  efdondda  efdopdada
POINT
Mzeilova AXO0 (n=5.035) 458 330 36 21
LG OLULKEL
EMELGOA0L
KAIT+AZO 328 217 30 14
(n=5.016)
Atogopd 130 113 6 7
MzeiCov AZXO (n=5.035) 18 4 2 1
otpoppoyio
KAII+AXO 30 10 4 2
(n=5.016)
Awpopd -12 -6 -2 -1
KoAmixn papuopoyn

O peréteg ACTIVE-W kor ACTIVE-A, dwagopetikéc dokipég tov mpoypdppoatog ACTIVE,
ocoumeptérafoy acbeveic pe kohmukn pappopvyn (KM), ot omoiot giyov TovAdyiotov Evay mopdyovta
KvoLVoL Yo ayyelakd copfapata. Baoel tov kpumpiov etloaywyng, ot wotpol evétaéav acbeveig otnv
ACTIVE-W &gav ntav vroynoeiot yio Bepamneia pe aviaymviotéc g Prrapiving K (ABK) (6mmg 1
Bapeapivn). H perétn ACTIVE-A neprelappave acbeveic mov dev pmopovoay va Adfovv Bepameio pe
ABK eng1dm dev pmopovcav i) dgv entBoupovcayv vo AdBouv v ayoyn.

H perétn ACTIVE-W kotédeile 6t aymyn pe aviayoviotés g Preapiving K ftav o
OTOTELECUATIKN Ao TV KAomdoypéAn Kot to AXO.

H perétn ACTIVE-A (N=7.554) 1oV [o TOAVKEVTIPLKT], TUYOLOTOUNEVT], SUTAN-TVPAT, EAEYYOLEVT
LE EIKOVIKO QApUaKO HEAETN, 1] OTtolo GUVEKPIVE TNV KAOTO0YPEAN 75 mg/muépa + AXO (N=3.772) pe
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gioviko edpuaxo + AX0O (N=3.782). H cuvietduevn d6on yio to AXO frav 75 €og 100 mg/muépa.
Ot acBeveic NTav Vo ayoYN €og Kot 5 ypovia.

Ot acbeveic mov tuyaionomOnkav oto Tpdypappe ACTIVE fitav ekeivol mov mapovcstdotnKay e
amodedetypévn KM, dnA. gite pe poviun KM 7 pe tovddyiotov 2 engioddwn dokeintovsog KM atovg
TeAELTAIONE 6 LVES, Kal Ely0ov TOVAGYIGTOV £vav At TOVG AKOAOLOOVE TAPAYOVTES KIVODVOL: NAKia
> 75 e1av, N nhkia 55 g 74 etdv Kot glte cokyap®On dafntn mov anottovoe Bepaneia pe
QApLOKA, EITE ATOOEDEIYIEVO TPOTYOVLEVO EUPpaya pookapdiov (EM) 1 amodedetypévn otepaviaio
vdG0- NTAV GE Oy®YN Y10 GUGTNLUATIKY VITEPTOOT TPOTYOVUEVO OYYELOKO EYKEPOUAKO EMEIGHO10,
apodikod ook enelcdoto (IIE), | cvotpatikd epfolopd extog KNX-dvohettovpyio tng
aplotepdg Kokiag pe KAdopo eEmdnong g aplotepng kothiog <45% M amodedelyLéVT] TEPIPEPIKT
ayyewakn voco. H péon Babporoyio CHADS?2 ftav 2,0 (evpog 0-6).

Ta kbpla KpLTAPLe OTOKAEIGLOV Y10 acOeVEg TOV KaTaypaenKay fTay EAKOG TETTIKOD EVTOG TOV
TEAEVTOIOV 6 UAVOV: TPOTYOVLEVT EVOOEYKEPAAIKT arpoppayio: cofapr Opopupomevia (apBpog
apomeToriov < 50 X 109/1)- amaitnon yio kKAomdoypéAn i amd Tov oTOHTOC avTImnKTKG (AXAID)- 1
dvoavetio og omoladnToTE O TIG SVO OVLGIEC.

EBdopnvta tpia to1g ekatd (73%) tov acbevav mov evidydnkav otn perétn ACTIVE-A dev
umopovoay va Adfovy ABK Adym g a&loAdynong tov 1tpod, aduvapiog CORHOPP®ONG Yo TV
napokorlovOnon tov INR (d1ebvig opolomompévn oyéon), Tpodidbeonc yio TTOGT 1| TPOVUATIOUO TNG
KEQPUANG, 1] CLYKEKPLUEVOL KIvOOVOL apoppayiag: Yo To 26% tev achevav, n amdPacT Tov 1 Tpod
Bacioctnke 61N un embopio tov acbevoig vo Aapet ABK.

O minBvopdg twv acbevav cvumepiérafe yovaikeg katd to 41,8%. H péon nicio frav 71 €, to
41,6% tov acBevov ntav > 75 etdv. Eva civoro 23,0% tov acbevav Adpfavay avtiappudukd,
52,1% Prra-amoxdelotés, 54,6% avactoAeic tov MEA kot 25,4% otativec.

O ap1Buog TV 00Bevav, o1 omoiot £QTacav o€ £va TPMTEVOV KATAANKTIKO onueio (xpovog péxpt tnv
TPAOTN ELEAVIOT AYYELONKOD EYKEPAAIKOV €melcodiov, EM, cvuatnuatikog epfolopdc ektog KNX 1
ayyeloko Odvarto) frav 832 (22,1%) oty opddo Tov avIWETORIOTNKE pe KAomdoypéin + AZO kot
924 (24,4%) otv oudda Tov €KOVIKOV papudikov + AZO (ueiwon tov oyetikod kvdvvov 11,1%:
95% CI 2,4% £¢mg 19,1%- p=0,013), xupimg Adym pog peyding pueimwong tmg cuyvotntag TV
OYYELOKDOV EYKEPUMKDV ENEIGOOIMV. Ayyelokd eykepalikd emelcddia cuvéPncav o 296 (7,8%)
acBeveic mov Ehafav Khomdoypéin + AZO kot 408 (10,8%) acbeveig mov Erafov eiovikd eapuako +
A0 (peimon Tov GYeTKov Kvdvvov, 28,4%- 95% CI, 16,8% £wc 38,3%:- p=0,00001).

Hodratpiicdg minBuopog

e o LEAETN KAlpakovuevnc docoroyiag 86 veoyvav 1 Bpepdv émg 24 unvov og kivouvo
Opoppmong (PICOLO), n kKhomdoypérn a&loroynonke oe dradoyikég dooelg tov 0,01, 0,1 ko

0,2 mg/kg og veoyva kar Bpéon kot 0,15 mg/kg povo o veoyva. H 66om twv 0,2 mg/kg nétuye
LLEoT TOcOooTION OVAGTOAN TG TdENG Tov 49,3% (5 UM ADP-enaydpevn cucodpevon
OHOTETOAIWV), 1] OTTOL0L TOV GUYKPICIUN HE EKEIVN TV EVNAIKOV TOV AapBavouy KAOTIO0YPEAN
75 mg/muépa.

2g [0 TUYOOTOMNUEVT], SUTANC-TVPANG, TapdAAnAwv opddmv pedétn (CLARINET), 906 madiatpikol
aoBeveic (veoyva kat Bpéen) e KLOVOTIKY] GUYYEVT] KOPILHKT VOGO TOV aVTILETOTILETOL
TOPTYOPTIKA LE OPTNPIOKT TOPAKAUYT OO T1 GUCTNUATIKN TPOG TNV TVELHOVIKT KUKAOQOpia,
Tuyoomombnkav ya va Adpovv Khomdoypéin 0,2 mg/kg (n=467) 1§ ewovikd papuaxo (n=439) pali
pe tavtdypovn Bepameio pEypt To ¥pdVo TOL YEPOVPYEIOL € devTEPT PdoT. O HEGOC ¥pdVoC LETAED
NG TOPTYOPNTIKNG OVTILETMOMIONG E TOPAKALYT KO TNG TPMDTNG YOPNYNONS TOV PUPUAKEVTIKOD
poiovtog g perétng nrov 20 nuépes. Katd mpocéyyion 88% twv achevav éafav tavtdypova AZO
(ebpog 1 émc 23 mg/kg/Muépa). Aev vNPEE oNUAVTIKT S10POPd LETOED TMV OUAO®V GTO TPMOTEVOV
oVvBeTO KataAnkTikd onpeio Tov Bavatov, Opoupwong g mapdkapyng 1 tapéppaong oxetiloUeVNg
HE TNV Kapdid pwv amd v nAkio tov 120 nuepmdv petd and engicdo1o tov Bewpnnke Opoppotixig
@Vong [89 (19,1%) yio tnv opdda krhomdoypéins kot 90 (20,5%) yio Tnv opdda ekovikod Gaprakov]
(PA. mopdypago 4.2). H aoppayio Tav 1 mo cuyva avaeepOUEVT] avemBOUNTN EVEPYELD KOL OTIG
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d00 OpAdEG KAOTIOOYPEATG KOl EIKOVIKOD PAPUAKOV: (0GTOGO, OV VTN pEe Kopio onuavTiky dtopopd
GTO TTOGOGTO ALULOPPAYING HETOED TOV OUAd®Y. XTI LOKPOYPOVIL TAPOKOAOVONGN TG ACPAAELNG
OVTAC TNG UEAETNC, 26 ao0eVEIC e TNV TAPAKALYT] OKOLO VOLOTALEVT € NAKia evO¢ £Tovg EAafov
KhomdoypéAn Emg tnv nAkio tev 18 unvev. Kapd kawvobdpila avnovyia yio tnv ac@dieio dev
TopaTnPNONKe Katd TN S1ApKELN OLTAG TNG LAKPOYPOVING TAPAKOAOVONOTG.

Ot dokipég CLARINET ko PICOLO devepyndnkav xpnoipomotdvtog £va cuotaféy dtdivua
KLOTd0YpEANC. e o oxeTIKn HeAET Ploicoduvaping oe EVIAIKEG, TO GVGTUOEY SV
KAOTIO0YPEANG £5€1EE TOPOLOLOL EKTACT] KL EAGYLOTO VYNAOTEPO TOGOGTO ATOPPOPTONG TOV KUPLOL
KUKAOPOPOVVTOG (0vEVEPYOV) LETAPOAITN GLYKPITIKA LIE TO EYKEKPLUEVO JIOKIO.

52  ®@appoxkoKiviTIKEG 1O10TNTES

Amoppoonon

Metd amd epdmas Kot emavalapPavOopleveg NUEPNOIEG 00GELG 75 mg and TOL GTOUATOG, 1
KAOTIO0YPEAN amoppopatal ToEwc. To Héso vymAdTepPO eninedo TG aueTdfAnTnG KAomdoypéAng oto
mAdoua (kotd Tpocéyyion 2,2-2,5 ng/ml petd ond epdmal 66om 75 mg amd TOL GTOUATOC)
eppaviotnke mepinov 45 Aentd petd ) yopnynon g doons. H aroppdenon sivar tovridyiotov 50%
ue Baon ™ pérpnon anofoing Twv LETAPOATOV TNG KAOTIO0YPEANG GTO OVPAL.

Kotavopn

H xhomdoypéin kat o K0prog KuKAOQop®V (aveveEPYOGS) LETAPOAITNG TNG, OEGUEVOVTUL AVOSTPEWLLLN
pe TpwTEiveg Tov avlpdmvov Thdopatos (98% kat 94% avtictoye) in vitro. H déopevon in vitro dev
QTAVEL PLEYPL KOPEGLOV Y10l £VaL EVPV QUG CLYKEVIPWOTC.

Biopetaoymuatiopdc

H xhomdoypéin petapolrileton extetapéva oto fmap. In vitro kat in vivo, n khomdoypéin
petaforileton pécm 600 KOHPLOV PHETAPOAIK®Y 03MV: pic KATA TNV 0Toia, e TN HeGOAAPNoN
E0TEPACHV VOPOAVETUL GTO AVEVEPYO TaPAy®YO TOL KapPo&uikod 0&€oc (85% Tmv KukAopopovuvTmv
petafoAlt®dv) kat pio pe T pecoAdfnon moAlamimv kutoypoudtov P450. H khomdoypéin
petaforileton apykd otov evolaueco petafoiit 2-0xo-clopidogrel. Erakoiovboc petafoiiopog tov
gvoldpecov petafoiritn 2-0xo-clopidogrel éxel wg amotéleopa t dnpovpyic ToOL dPAGTIKOD
petaBoAitn, éva mapdymyo Be1oAnc. O dpaoctikdg petafoAitng dnovpyeitor kvupimg and o CYP2C19
ue ™ ovpPoArn amd ddpopa aira vivoua CYP, tepiraufavopévov tov CYPLA2, CYP2B6 kot
CYP3AA4. O gvepyog petaforitng Betdln, o omoiog amopovmbnke in Vitro, cuvdéetal ypriyopa Kot pun
OVOOTPEYLLA LLE VTTOJOYELS AILOTETOMMV, AVAGTEAAOVTAG £TGL TI] GUCCMOPELCT] TOV ALLOTETUMMV.

H Ciax T00 dpactikov petafoiritn ivar Sumhdoia HeTd amd po epdma 666m eoptiong tov 300 mg
oMo gival HeTd amo Téooepig NUEPES pe 66om cvvinpnons tov 75 mg. H Crax mopatnpeiton katd
mpocéyylon petd amd 30 émg 60 Aemtd petd T yopnynon g d6onc.

Amofoin

10V avOpoTo, HETE amd pia omd TV oTOHATOS 3601 KAomdoypédng ceonuaouévng pe HC, o 50%
nepimov amoPaAletal e To ovpa Kot 10 46% mepimov e ta kOTpave oe didotnua 120 wpdv HeETd amod
TN AMym g d0omne. Metd and epdmas d6om 75 mg and ToL GTOUATOG, 1) KAOTIO0YPEAT £XEL (POVO
nuioglog {ong mepimov 6 wpeg. O xpoVog Niceng amofoArg TOV KUPLOV KUKAOQOPOLVTOG (AvEVEPYOD)
petafoAitn nTav 8 dpec, HETA omd TNV €QATOE KO EXAVOALUPOVOLEVT] XOPYNON.

DapUOKOYEVETIKN

To CYP2C19 gumiéxetan otn dnpovpyia Kot Tov SpacTtikod LETAPOAITN KAl TOL EVOLIUECOV
petaforitn 2-oxoclopidogrel. H poppokokivntikyg Kot 1 ovIUoTeETaAOKT dPAGT TOL dPUCGTIKOD
petafodritn g KAOmS0YPEANGC, OTMG HETPHONKAV LE EX VIVO PETPTOELG TG GUGGMPEVCNG
OHOTETOAIWV, dLopEPOLV aviloya e o yovotvmo tov CYP2CI9.

To adnAidpopeo CYP2C19*1 avtictoyel o TANp®S Aettovpykd HeTafoAoud, evd To oAANAOLOPQOA
CYP2C19*2 xon CYP2C19*3 givan un Aetrrovpykd. Ta odinropopeo CYP2C19*2 xar CYP2C19*3
guBvvovtal ylo TV TAsoyneio ToV aAANASLOpE®V LE petmpévn Aettovpyia otovg Kavkdsiovg (85%)
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kot 6tovg Actdteg (99%) pe peiopévn petaforixn Asttovpyio. AAho aAANAOHOp@a oV oyeTilovtat
LE amovTa 1 HElUEVO peTafoliopd eivat Ayotepo ocvyvd kot teptrapfavovv to CYP2C19%4, *5, *6,
*7 xkon *8. 'Evag acBevig pe petopévn petafoiikn Aettovpyio Oa drabétel dvo aAAnAopopea e
EMenym Aertovpyiag 6mwg opiletar mapamavm. Anpocievpuéveg cuyvotnteg yovotimwv tov CYP2C19
e petwpévn petofolikn Aettovpyia givar katd npocyyion 2% ya toug Kavkdsiovg, 4% ya tovg
Mavpovg kot 14% yia toug Kiwvéfovg. Ymépyovv drabféoipec Sokiaoies yio Tov 0piopid ToL YOVOTUITOL
tov CYP2C19 gvdg acBevoic.

Muo perémn dwotadtpwong oe 40 vy dtopa, ard 10 og ke pia amd TIC TEGGEPIC KATNYOPIES
petaforikng uwovotntag tov CYP2C19 (mohd vynAn, eKTeTapéEV, EVOLAUEST Kol LEIOUEVN),
a&10A0YNGE TN POPLOKOKIVITIKT KOl TNV OVTATOKPIoT] TOV AUOTETOA®Y ypnoyomoiovtog 300 mg
KhomdoypéAng mov akorovbeitar amd 75 mg/Mmuépa kot 600 mg mov akolovbeitar amd 150 mg/muépa,
To kaBéva yia 5 pépeg (oTabepomonuévn Katdotaon). Aev mopatnpnOnKoy onuUavTikég dopopEg
otV €k0eom 6TO SPACTIKO HETAPOAITN KOL GTN HECT] AVOGTOAN T1G CLGGMOPEVCTG TOV ULUOTETAAIDY
(IPA) peta&pd ekeivov pe moAD VYNAY, EKTETAUEVT] KoL EVOLANIEST) LETAPOALKT TKOVOTNTO.

210 ATOUOL LLE LELOUEVT LETOPOALKN KAVOTNTA, 1) £KDECT) GTOV OPUOTIKO LETOPOAITN LEIDONKE KOTA
63-71% cuykplrikd pe ekeivo e eKTETAUEVT LETOPOAKT tkavOTnTa. METE TO S0GOA0YIKO oYL

300 mg/75 mg, ot OVTIOUOTETOAAKEG OVTOTOKPIGELG LEDONKOV 6T ATOWO PE UELOUEVT] LETABOAKY
wavotnta pe péon [IPA (5 uM ADP) 24% (24 dpeg) ko 37% (Hpépa 5) dnwg cuykpibnke pe v IPA
39% (24 opeg) ko 58% (Huépa 5) ota dropo pe ektetapévn petaforkn kavotro kot 37%

(24 dpeg) xar 60% (Huépa 5) ota dropo pe evotdpeon petafoiikn wavotnta. Otav ta dropo pe
petopévn petafoikn wavotnta Erafov to docoroyd oynpa tov 600 mg/150 mg, n ékbeon oto
dpoaoTikd petofolitn frav ueyaddtepn amd 1o Socoroyikd oyfiua tov 300 mg/75 mg. Emumpocheta, 1
IPA ftav 32% (24 dpec) ko 61% (Hpépa 5), mov ftav peyorvtepeg amd 6Tl 6To ATOA e LELWUEVT
petoforikn tkavotTa Tov EraPav 1o Socoroykd oyfpa 300 mg/75 mg kot Tapdpoteg pe TIG GALEG
opddeg petaforkng Aettovpyiag tov CYP2C19 mov éhafav 1o docoroyikd oynua twv 300 mg/75 mg.
"Eva katdAAnio docoroyikd oyipa yio avtd Tov TANBucud acbevmv dev £xetl kabiepwbel oe KAVIKEG
SOKIUEG.

ZOUOOVO LLE TO TOPATAVE® OTOTEAEGLOTO, GE L0 LLETO-0VOAVGT TTOV TEPteEAdpPove 6 peAéTeg e
335 dtopa oV AVTIUETOTIOTNKAV PE KAOTIO0YPEAT GE oTafEPOTOMUEVT] KATAOTOOT), KOTAdEl ONKeE
ot 1 €kBeon oto OpacTiKd petaforitn petmdnie katd 28% Yo To GTopa e EVOLAUEST) LETABOAKN
Aertovpyia kot 72% yo To GTOpo PLe PELOPEVT] LETAPOALKT] AEITOLPYIO EVD 1] AVOGTOAN] TNG
ovoodpevong apometaAiov (5 UM ADP) peiwbnike pe drapopéc oty IPA tov 5,9% kot 21,4%,
avtioTtotya, 0Ty cLYKPIONKe pe To GTopa pe EKTETAUEVT HETABOAIKN AgtTovpyia.

H emppon tov yovotdmov tov CYP2C19 otig kKAvikég exkPdoelg o ao0eveic mov avTipeTOnicTNKAY e
KhomdoypéAn dev €xel a&lohoyn0el 6€ TPOOTTIKES, TUYAOTOUEVES, EAeYYOUEVEG dokIUéS. Eyet
vapéet Evag aplipog avadpoKOY avaADcE®V: ®GTOGO, Ylo. TNV a&loAdYN G aVTNG TNG EMLOPOOTG OE
acBeveic mov £yovv AVTIUETOMIOTEL PE KAOTOOYPEAT KA Y10 TOVG OTOIOVG VITAPYOVV YOVOTUTIKA
anoteréopata: CURE (n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227),
TRITON-TIMI 38 (n=1477) ka1 ACTIVE-A (n=601), 6mwg kot £vag aptBpog ONUOGIELUEVOV HEAETOV
KOOPTNG.

Ymv TRITON-TIMI 38 kot og 3 and T1g peréteg kooptg (Collet, Sibbing, Giusti), 1 Guvdvacpuévn
opnado aclevov e gite evoldueon, €ite LEI@UEVT] HETOPOAIKT IKAvOTNTA ElYOV VYNAOTEPT GLYVOTNTA
Kapdlayyelokdv cupPapdtov (Bdvatoc, EUEPayLe TOL LLOKAPSIOU KOl AYYELNKO EYKEPAUAKO
enelc6610) M OpduPwong g evéonpdeong (stent) GUYKPITIKA LE TO ATOUO LE EKTETOUEVT UETAPOAIKN
KOVOTITO.

Ymv CHARISMA ka1 6g pio pedétn kooptg (Simon), o avénuévn cvyvotnra coppapdtov
TapoTnPNONKe HOVO oTO ATOpO PE PELOUEVT HETAPOALKT TKOVOTNTO OTAV GUYKPIONKAY LLE TO ATOMO E

EKTETAUEVT] LETAPOAIKT IKOVOTNTA.

¥m CURE, ot CLARITY, otnv ACTIVE-A kot og po and t1g pekéteg kooptng (Trenk), oev
mapaTnpRnke avénuévn cuyxvoTNTa GLUPAUATOV PACEL TNG LETAPOAIKNG TKAVOTNTOC.
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Kopio oamd avtég tig avaridoelg oev gixe 10 néyedog yio va VIOTioeL d10popég otny EKPoot TV
OTOUMV [LE LELMUEVT] LETAPOAIKT] IKOVOTNTA.

Ewwoi tAinbvopuoi

H pappokokivntikn Tov dpaotikov petafolitn e kKhomdoypéAng dev eival YVOOTH 6€ auTOVE TOVG
€101K00¢ TANBvouovg.

Negpixn dvoiertovpyio

Metd and enavorapfoavopeveg 006elg 75 mg KAOTOOYPEANG TNV NUEPQ GE ATOUA LLe GOPapT VEPPIKN
voc0 (kaBapon kpeatvivng amd S5 puéypt 15 ml/min) 1 avoGTOAN TG CLGGMPEVOTG TV ULUOTETAAIDY
nov pokaieitar and v ADP fitav yapniotepn (25%) and avt mwov napatnphdnke oe vy dToua,
®GTOCO, 1) TOPATOCT) TOL YPOVOL POTG NTOV TOPOLOLN LE EKELVT] TOL KATAYPAPTKE GE VY1 GTOLO TOV
edapPovay 75 mg Khomdoypéing v nuépa. Emmpocsbétmg, n kKAvikn avoyn ftav koAl og GAovg
Tovg acbeveis.

Hratikn dvoleitovpyio

Metd and emavoropfoavopeveg d0Gelg 75 mg KAomdoypéANG TV nuépa Yo 10 nuépeg o€ acbeveig e
coPapn NIOTIKN SVGAEITOVPYIO, 1) CVOGTOAT TG GVLCOCMPEVONC OUOTETAAI®V dlapésov g ADP ftav
mapdpola e exeivn mov mopatnpnonke o vy dropa. H péon mapdraocn tov ypdvov pong frav
emiong Tapdpota 6Tig 600 OUAOES.

Doin

O emumoracpog TV aAnAdpopewv tov CYP2C19 mov oyetiCovton pe eVOApEGO 1) TEPLOPICUEVO
petaforopd dapépet avaroya pe tn euAY/ebvikomtoa (BA. Doppaxoyevetikn). And ) fifloypapia,
vdpyovv mepLopicuéva dedopéva dabéotua yio vo a&lodoyndel n KAVIKY eXITT®ON YOVOTLI®V TOV
CYP yio v gpodvion coppapdtov og¢ kKAvikn ékBaon.

5.3 IIpoxivika dedopéva yio TV ooc@drero

Kotd ™ dibpkelo Tov P KAMVIKOV LEAETOV GE 0pOoLPAIONG KOl GE UTOUTOVIVOVG, Ol TO GLYVA
TOPOTIPOVUEVEG EMOPAGELG NTOV NAATIKEG OAAOIDGELS. AVTEG TapoTn P ONKaY 68 dOGEIS TOV
AVIUTPOCMOTELOVY TOVAGYLIGTOV 25 popég TNV ékBeom mov mapatnpndnke cg avhpmOToVS TOLV
elappavay KAvikég 06ce1c Twv 75 mg/muepnoing Kot fTov erakdAovho Liag enidpacn 6Ta NIOTIKA
petafoiika Eviopa. Kapio exidpacn oto nmatikd petafolikd Eviovua dev mopatnpnonke ce
avBpodTovg mov eAduPavay KAomdoypéAn otig BepanevTikég HOGELS.

e oD VYNAEG BOGELS, avapépOnKe emiong meEPLOPIGUEVT YAOTPIKY avoyT| (YOoTPiTIOwn, YOoTPUKEG
SPPpOTIKEG AALOIDGELG KON EUETOG) TG KAOTOOYPEANG GTOVG CLPOVPAIOVS KOl TOVG UTOUTOVIVOLG,.

Agv vmp&e kapio EvoeiEn kapkivoyovov dpdong otav 1 KhomdoypéAn yopnyndnke yio 78 efdoudadeg
o€ movtikovg kat yio. 104 efdouddeg og apovpaiovs, o d0celg puéypt kan 77 mg/kg v nuépa (1 oroia
OVIUTPOGMOTEVEL TOVAAYIGTOV 25 popég v £kBeon mov eppavifeTol atovg avBpdTovg Tov Aapfdvovv
75 mg/muepnoing).

H xhomidoypéin éxet doxipacel og pio oelpd in Vitro kot in Vivo yovoto&ik®mv pedetdv ko dev £0e1e
YOVOTOEIKOTN T,

H xhomdoypéin de Ppébnice va €xel emidpacn oTn YOVILOTNTO TOV APGEVIKMV Kol TOV ONAvKdV
apovpaimv Kol dev NTOV TEPATOYOVOG OVTE GTOVG APOoLPAioVS 0VTE 6T KovvéAa. Otav yopnynonke oe
OnAdlovteg apovpaiovg, 1 KAOTIO0YPEAN TPOKAAESE EANPPLA KABVGTEPNON GTIV AVATTVEN TOV
amoyovov. E1dkég QapprokokivnTikég LEAETEG TTOV £YIVOV LE POSIOCGECT|ULAGILEVT] KAOTILOOYPEAN
£oe1&av OTL M UNTPIKN ovsia 1 ot petaPoAiteg g exkpivovrol oto yaho. Enopévag, o dpeon
emidpaon (M ToEdTNTA), 1 Lol EppLecn enidpaon (Lelmwon TS YELOTIKNG KavOTNTOC) dEV UTOpEL
VO aOKAEIGOEL.

26



6. OAPMAKEYTIKEX TAHPO®OPIEX
6.1 Katdloyog ekdoymv

TTvpnvoc diokiov:

Aoktoln povobidpikn

Kvutropivr, prikpokpuotaAiikn
Ydpo&unponvrokvttapivn (E463)
Kpoomofiddvn (tomov A)

"Elato guticd vopoyovmpévo
Natpro Aaovpvrobetikd

Emixdloyn Aerrod vusviov:
Aoktoln povoiidpikn
YrpopeArdln (E464)

Trraviov d10&eido (E171)
IToAvabvievoyivkdin 4000
Z16Mpov o&gidio epvBpo (EL72)
Z1dnpov o&eido kitpvo (E172)
Adxa wvorkokappuviov (E132)

6.2 Aocvpparotnreg

Agv epoppdletar.

6.3 Awdpkero {ong

2 xpovia

6.4 Idwitepeg TpoPuracels KoTa T @OLAEN TOV TPOTOVTOG

Agv vLapyovV E01KES 001 Yieg SLOTPNONG YO TO TPOTOV LTO.

6.5 @01 KUl GLETUTIKE TOV TEPLEKTN

ALGTPNTEG AMOCTOUEVES KOWELEC LOVAS®V OOGNC 0td A0V UIVIO-0AOVLULIVIO, S1ATPNTEG KVWELEC
povadwv d6ong amd alovpivio-alovpivio kot eéieg ond HDPE pe nopato and ToAvmponvAiévio 1)
TOUATO AGPAAELOS Y10, TG 0O TOAVTPOTLAEVIO KOl OLPUYPOVTIKO THYLA 0&E5i0V TOV TVPLTIOV.
O1 dudTpnTeg KLYELES KO Ol SATPNTES UMOCTMHEVES KOWELEG TtepiEyovv 14x1, 28x1, 30x1, 50x1,
84x1, 90x1 1 100x1 emkaAvppéva pe Amtd VUEVIO dioKia.

H npepoloylaxn cuokevacio SiGTpntov KOWeAOV and alovpivio-arlovpivio mepiéyet 28x1
EMKOAVUUEVD LE AETTTO DUEVIO dloKia.

O préreg mepiéyovv 30 1 100 emkaAvppéva pe Aemtd vpévio dokia.

Mmropei va unv KoKAoQOpoLY OAEG Ol CUGKEVAGIEC.

6.6 Idwitepeg TpoPuLAAEELS amOPPIYNG

KdaBe aypnoyonointo paprokentikd Tpoidv 1 DTOAEUUN TPETEL VO OTOPPITTETAL GOUPDVE, [LE TIG
KOTO TOTOVS 16YVOVGEG OYETIKEG SIUTAEELS.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX

Teva B.V.
Swensweg 5
2031GA Haarlem
OX\avdio

8. APIOMOX(OI) AAETAY. KYKAO®OPIAX

EU/1/14/975/001

EU/1/14/975/002

EU/1/14/975/003

EU/1/14/975/004

EU/1/14/975/005

EU/1/14/975/006

EU/1/14/975/007

EU/1/14/975/008
EU/1/14/975/009
EU/1/14/975/010
EU/1/14/975/011
EU/1/14/975/012
EU/1/14/975/013
EU/1/14/975/014
EU/1/14/975/015
EU/1/14/975/016

EU/1/14/975/017

Xaptva koutid Tov 14x1 emtkalppévey 1e AETTO LUEVIO dIoKIOV oF
OTOCTIMUEVEG SIATPNTEG KLYWEAES LOVAS®Y OOCTG ATd

OAOVUIVIO-OAOV VIO

Xaptva koutid Tov 28x1 entKaAUUEVOVY e AETTO VUEVIO dIoKI®OV OF
OTOCTIMUEVEG SATPNTEG KLYWEAES LOVAS®Y OOCTG ATd
OAOVUIVIO-OAOVIVIO

Xdaptva koutid Tov 30x1 entkahppuévoy te Aemtd LUEVIO dIoKIOY o€
OTTOCTIMUEVEG SIATPNTEG KLYWEAEC LOVAS®Y OOCTG ATTO

OAOVUIVIO-OAOV VIO

Xdaptva koutid Tov 50x1 entkalppuévoy 1e Aemtd LUEVIO dIoKIOY o€
OTTOCTIMUEVEG SLATPNTEG KLYWEAEC LOVAS®Y OOCTG ATTO
OAOVUIVIO-OAOVUIVIO

Xaptva kouTld TV 84x1 emKoOAUUEVOV e AETTO LUEVIO d1oKimVY o€
OTTOCTIMUEVEG SLATPNTEG KLYWEAEC LOVAS®Y OOGNG ATtd
OAOVUIVIO-OAOVUIVIO

Xaptva kouttd Tv 90x1 emkoalvppEVOV e AeTTO LUEVIO d1oKimVY o8
OTTOCTIMUEVEG SATPNTEG KLYWEAEC LOVAS®Y OOGNG ATtd
aAovpivio-aAovpivio

Xaptiva koutwd Tov 100x1 emkaAvppévaov pe Aemtd vpévio S1okimv o
OTTOCTIMUEVEG SLATPNTEG KLYEAEC LOVAS®Y OOGNG ATtd
aAovpivio-aAovpivio

DOuadeg and HDPE tov 30 emiko UUEVOV [1e AETTO DUEVIO O10KI®MV
duadeg and HDPE twv 100 emkolvppévov pe Aemtd vuévio diokiov
Xdaptva koutid Tov 14x1 emtkalvoppuévov te Aertd vUEVIO dIoKinY o€
dudTpnTeg KOYEAES 0O AAOVUIVIO-AAOVUIVIO

Xaptva kouTld TV 28x1 emKOAUUEVOV e AETTO LUEVIO d1oKimVY o€
duTpnTeg KOYEAES 0md aAOVUIVIO-AAOVUIVIO

Xaptva koutid Tov 30x1 entka A UUEVOVY LE AETTO LUEVIO dIoKI®OV OF
AATPNTEG KOYELEC OO GAOVUIVIO-OAOV VIO

Xaptva kouTid Tv S0x1 Kol UUEVOV e AETTO LUIEVIO d1oKimVY o€
dudTpnTeg KOYEAES 0O AAOVUIVIO-AAOVUIVIO

Xdaptiva koutid Tov 84x1 emKaAVUUEVOVY LE AETTO VUEVIO dIOKI®OV OF
SaTpNTEG KOYELEG OO OAOVUIVIO-OAOV VIO

Xdaptva koutid Tov 90x1 emtkalvppuévoy 1e Aemtd LUEVIO dIoKIOY o€
duTpnTeg KOYEAES 0O AAOVUIVIO-AAOVUIVIO

Xaptiva koutid Tov 100x1 emkaAvppévaov pe Aemtd vpévio S1okimv o
duTpnTeg KOYEAES 0md aAOVUIVIO-aAOVUIVIO

Xaptva koutid Tov 28x1 entKaAUUEVOVY e AETTO VUEVIO dIOKI®OV GF
NUEPOAOYLOKT] GLOKEVAGIO, SIATPNTM®V KOYEADY 0O OAOVUIVIO-OAOVUIVIO

9. HMEPOMHNIA INPQTHY EI'KPIXHX/ANANEQYHYX THX AAEIAX

Huepopnvia tpdng £ykpiong: 19 @efpovapiov 2015
Hpepounvia tekevtaiog avavémong: 11 Nogpuppiov 2019

28



10.. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY
<{HH pnvag EEEE}>

Agmtopepeic TANpoPopieg Yo T0 TOPOV PUPHOKEVTIKO TPoioVy gival Sabéaieg oTovV SIKTLAKO TOTO
tov Evponaikod Opyavicpod ®apudkomv hitp://www.ema.europa.eu/.
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ITAPAPTHMA 11

HAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AITIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H TIEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTEX YIIEYOYNOI I'TA THN AITOAEXMEYXH TQN ITAPTIAQN

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

TEVA Pharmaceutical Works Private Limited Company
Pallagi 0t 13

4042 Debrecen

Ovyyapia

Merckle GmbH
Ludwig-Merckle-Strafe 3
89143 Blaubeuren
T'eppovia

Balkanpharma Dupnitsa AD
3 Samokovsko Shosse Str.,
Dupnitsa 2600,

BovAyapia

210 €VTUTTO PUAAO 0O YLDV YPHIONG TOL POPUUKEVTIKOD TPOTOVTOG TPEMEL VOL AVAYPAPETAL TO OVOLLA.
Kot 1 31evBVveN TOL TAPACKELOGTN TOL Eival VIEHOVVOG Y10 TNV ATOSEGUEVCT) TG CYETIKNG TAPTISOC.

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

DopUAKEVLTIKO TPOTOV Y10 TO OTOI0 AMUITEITAL LUTPIKT CLVTOYT.

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAX KYKAO®OPIAX
o Ex0éog1g meprodikiic mapakorovdneng g aceareras (PSURS)

Ot anaitioelg yuo tnv vrofoAr; PSURs yia 10 ev Adym pappokentikd tpoiov opifovral otov KatdAoyo
Le TIg nuepounvieg avapopdg g Evoong (katdloyoc EURD) mov mopatifetar oty mapdypoeo 7,
Tov dpBpov 107y, g odnyiag 2001/83/EK ko kébe emakdrovdng emikapomoinong 6mwg
ONUOGIEVETOL OTNV EVPOTOTKT SIKTLOKT TOAN Y10l TO PAPLLOKOL.

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

. 2yé010 owaygiprong Kivovvov (EAK)

O «kdroyog adetag kukAopopiog (KAK) Ba dieEaydyet Tig amattodpeveg dpactnploTnTeS Kot
TaPEUPACELS PAPUAKOETOYpOTVI|OTG OIS Tapovstdlovtal 6To cuppmvndéy ZAK mov
napovotdletor oty evotnta 1.8.2 g ddetog kKukAopopiag Kot 0noleconmote enakOAoVOES
gyKekpléveg ovoabempnoeilg tov TAK.

"Eva emxopomompévo XAK Ba mpémet va katatedei:
e uetd and aitmpo tov Evponaikod opyovicpov @appakwnv,
® OTOTEONTOTE TPOTOTOLEITOL TO GVOTNHO dLoYEIPLoNG KvOHVOUL, E101KE G ATOTEAEGILO AW
VE®V TANPOPOPIDOV TOV HITOPOVV VAL EMPEPOVLY GNUAVTIKT AAAAYT OT| GYECT] 0PEALOVG-KIVODVOL
N ©G amOTEAES A TG EMITEVLENG EVOG GNUAVTIKOD 0POGTLOV (PAPLLOKOETOYPVTVIOT 1
gloiotomoinon Kvdvvov).
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ITAPAPTHMA IIT

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXZH
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI - AIIOZIICMENH AIATPHTH KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Clopidogrel ratiopharm 75 mg emikoloppévo pe Aemtd vuévio diokia,
clopidogrel

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

KaBe emkoloppévo pe Aentd vpévio diokio mepiéyel 75 mg khomidoypéing (og 6Evn Beukn).

| 3. KATAAOI'OX EKAOXQN

[epiéyel Aaktoln. BA. g0AL0 0dNY1DV Y10 TEPIGGOTEPEC TANPOPOPIEG.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14x1 emkoivppéva pe Aewto LUEVIO dloKia
28x1 emikaAvppéEVo pe AETTO VUEVIO dloKiol
30x1 emkolvppéva pe Aemtd véEVio dtoKio
50x1 emkaivppéva pe AeTTo LUEVIO dloKio
84x1 emikolvppéva pe AemTd VUEVIO dloKio
90x1 emkaivpupéva pe Aewto LUEVIO dloKio
100x1 emkaAvppéva pe AETTO LUEVIO OloKio

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

AwPaote T0 PUALO 0INYIDOV XPHONG TPV OO TN XPNOT).
omd oTOHOTOC XPIOoN

1[ 2 M\ 3 NG

1. ATOGTAGTE £VOL LELOVMUIEVO KEAL TNG KOWEANG OO TO VITOAOUTO TG KUWEANG, TPOPDOVTUC OTaAd

KOTA PNKOG TV SATPNTOV GNUEIDV TTOV TO TEPIPAAAOLV.

2. AQa1péoTe TPOGEKTIKA TNV ENTEVILON.
3. Enpnéte To S10Kio TPog To EEM®.
4, TomoBetroTE TO O10KI0 GTO GTOUA GOG KO KATOTIEITE TO LlE VEPO 1 AALO VYPO.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO

AEN ITPOXZEITIZOYN TA ITAIAIA

IPOION MPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI

Na puAdooetatl o Béon, TV omoia dev PAETOLV Kal dev Tpooeyyilovv Ta Toudid.
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(7. AAAH(EX) EIAIKH(EZ) IPOEIAONIOIHEH(ELIY), EAN EINAI AIAPAITHTH(EY) |

8.  HMEPOMHNIA AHEHE |

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKON IMPOIONTQN 'H TQN
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@QOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX |

Teva B.V.
Swensweg 5
2031GA Haarlem
OX\avdio

12. APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/14/975/001 14x1 emkoAvppéva pe AeTTo LUEVIO dlokio
EU/1/14/975/002 28x1 emkaAvpupéva pe Aewtod LUEVIO dloKio
EU/1/14/975/003 30x1 emkaivupéva pe AemTd VUEVIO SLoKio
EU/1/14/975/004 50x1 emkoAvppéva pe Aemtd LUEVIO SLoKio
EU/1/14/975/005 84x1 gmkodvupévo pe Aemwtd vuéVio dokio
EU/1/14/975/006 90x1 emkalvupéva pe Aemtd vuévio diokio
EU/1/14/975/007 100x1 emikoAvUpéVO e AETTO DUEVIO dLoKial

13.  APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'lA TH AIAGEXH |

| 15. OAHTIEX XPHEZHE |

| 16. TAHPO®OPIEX *E BRAILLE |

Clopidogrel ratiopharm 75 mg
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17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A160146T0T0C YPAUU®TOS KDOKAS (2D) Tov pépel Tov TEPIANEOEVTO LOVAOIKO AVAYVOPLGTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI - AAAEX ATATPHTEX KYWYEAEX

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Clopidogrel ratiopharm 75 mg emikoloppévo pe Aemtd vuévio diokia,
clopidogrel

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

KaBe emkoloppévo pe Aentd vpévio diokio mepiéyel 75 mg khomidoypéing (og 6Evn Beukn).

| 3. KATAAOI'OX EKAOXQN

[epiéyel Aaktoln. BA. g0AL0 0dNY1DV Y10 TEPIGGOTEPEC TANPOPOPIEG.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14x1 emkoivppéva pe Aewto LUEVIO dloKia
28x1 emikaAvppéEVo pe AETTO VUEVIO dloKiol
30x1 emkolvppéva pe Aemtd véEVio dtoKio
50x1 emkaivppéva pe Aewto vuévio dlokio
84x1 emikodvppéva pe AemTd VUEVIO dLoKioL
90x1 emkaivppévo pe Aewto LUEVIO dloKio
100x1 emkaAvppéva pe AETTO LUEVIO OloKio

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

AwPaote T0 PUALO 0INYIDOV XPHONG TPV OO TN XPNOT).
omd oTOHOTOC XPIOoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MIPEIEI NA ®YAAXIETAI XE OEXH THN OITOIA AEN BAETIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLV Kat dev Tpooeyyilovv Ta TOdIdL.

[7. AAAH(EZL) EIAIKH(EX) IPOEIAONOIHZH(EIL), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

EXP
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| 9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEXZ IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKON IMPOIONTQN 'H TQN
YIHHOAEIMMATQN [TOY NPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAYX KYKAO®OPIAX

Teva B.V.
Swensweg 5
2031GA Haarlem
OX\avdio

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/14/975/010 14x1 emkodlvppéva pe Aemtd vuévio diokio
EU/1/14/975/011 28x1 emkadvppéva pe Aemtd VUEVIO SLoKiol
EU/1/14/975/012 30x1 emkaAvppéva pe Aewto LUEVIO dloKio
EU/1/14/975/013 50x1 emkodlvppéva pe Aemtd vuévio diokio
EU/1/14/975/014 84x1 emkodvppéva pe Aemtd LUEVIO SLoKio
EU/1/14/975/015 90x1 emkaAvppéva pe Aewtod LUEVIO dloKio
EU/1/14/975/016 100x1 emikoAvppévo pe Aemtd UEVIO dioKial
EU/1/14/975/017 28x1 emkalvupéva pe Aemtd vUEVIo SLoKio

13.  APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15.  OAHTIEX XPHIHZ

‘ 16. TTAHPO®OPIEX XE BRAILLE

Clopidogrel ratiopharm 75 mg

17.  MONAAIKOX ANAT'NQPIZTIKOZ KQAIKOX — AIXAIAZTATOX TPAMMQTOX
KQAIKAY (2D)

A163100T0TOC YPOUU®TOS KOdKAG (2D) Tov pépet Tov TepAn@BEvTa, LoVAdTKO OVOYVOPLOTIKO KMOKO.
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18. MONAAIKOZXZ ANAI'NQPIEZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [1IOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH (14x1, 28x1, 30x1, 50x1, 84x1, 90x1 1 100x1 smikalvppévo pe Aentd vuévio SiokKio)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel ratiopharm 75 mg emkolvppéva pe Aentd vuévio diokio
clopidogrel

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Teva B.V.

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX IAPTIAAX

Lot

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX [1IOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

HMEPOAOI'TAKH KYYEAH (28x1 gmkolvpupéva pg Aewtod vpuévio o1oKia)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Clopidogrel ratiopharm 75 mg emkolvppéva pe Aentd vuévio diokio
clopidogrel

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Teva B.V.

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX IAPTIAAX

Lot

5. AAAA XTOIXEIA

Hpepoloylakég nuépeg
Agv.

Tp.

Tert.

ITép.

Iap.

2ap.

Kwvp.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI - ®IAAEX

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Clopidogrel ratiopharm 75 mg emikoloppévo pe Aemtd vuévio diokia,
clopidogrel

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

Kda0e emcoivppévo pe Aemtd vpévio diokio mepiéyel 75 mg khiomdoypéing (mg 6&vn Beuxn).

3.  KATAAOI'OX EKAOXQN

ITepiéxet Aaxtdln. BA. @OAAO 0dNYIDV Y10 TEPICCOTEPEC TANPOPOPIEC.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkolvppéva pe AETTO VUEVIO d1oKia
100 emcaivppéva e AETTO LUEVIO dloKio

[5. TPONOX KAI OAOX(OI) XOPHTHEHE

AwBdote To GUALO 0INYIDV YPNONG TPV ATO TN (PN ON.
omd 6TOHOTOG XPIOoN

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

Na puidooetal o€ 0éon, TV onoia dev PAETOLY Kot deV TPooeyYilovy Ta, TOLOA.

(7. AAAH(EZ) EIAIKH(EX) IPOEIAONIOIHZH(ELY), EAN EINAI ATAPAITHTH(EY) |

|8.  HMEPOMHNIA AHEHX |

9. EIAIKEYX XYNOHKEY ®YAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI
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11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAYX KYKAO®OPIAX

Teva B.V.
Swensweg 5
2031GA Haarlem
OX\avdio

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/14/975/008 30 emkaAvupéva pe Aemtd vuévio diokio
EU/1/14/975/009 100 emkaAvppéva pe Aemwtd vuévio diokio

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHEZHE

‘ 16. TTAHPO®OPIEX XE BRAILLE

Clopidogrel ratiopharm 75 mg

17. MONAAIKOX ANAI'NQPIZTIKOZ KQAIKOX — AIZAIAZTATOX T[PAMMQTOX
KQAIKAY (2D)

A16d106T0TOC YPOUU®TOS KOdKAS (2D) Tov pépet Tov TepAN@BEVTa LOVAITKO OVOYVOPLOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIEZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YXTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAHX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX KAI OAOX(OI) XOPHTHEZHX

Clopidogrel ratiopharm 75 mg emikoloppévo pue Aemtd vuévio diokia,
clopidogrel
ond 6TOHOTOG XPNOoN

| 2. TPOIIOX XOPHI'HIHZ

Awopdote To GUALO 0INYIDV TPV amd TN XOPNYNoN.

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

| 5. HEPIEXOMENO KATA BAPOZX, KAT' OI'KO'H KATA MONAAA

30 emucolvppéva e AemTd VUEVIO SIoKia,
100 emkaAvppéva pe AETTO LUEVIO dloKio

6. AAAA XTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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®Vviro ooV rpiong: IIAnpogopisc yro Tov yp1jotn

Clopidogrel ratiopharm 75 mg emkaioppéve pe Aemtod vpuévio Sickio
KAomd0oYpEAN

AP AOTE TPOGEKTIKG OLOKAN PO TO QVAAO 0ONYLOV YP1ONGS TPLY UPYIGETE VU TAIPVETE AVTO TO
PapRoKo, O10TL TEPLAGUPAVEL G UAVTIKEG TANPOPOPIES Y10 GOG.

DvAGETE 0VTO TO PUALO 00N Y1V Ypriong. Towg xpelaotei va To dafdacete Eavd.

Edv éxete meportépo amopieg, poTNGTE TOV Y10TPO 1 TOV PAPHOKOTOLO GOC.

H ocvvtayn yio avtd 10 eappoko xopnynonke amokAeloTikd yio oag. Agv Tpémel vo SOGETE TO
0apurako o€ GAAoVG. Mmopel va Tovg TPOKOAEGEL PAAPT], AKOLO KOl OTOV TO, GUUTTOLATO, TG
acBéveldg Toug etvar 110 e Ta Sikd oag.

Edv mapatnpfoete kamoto avemBOunTn evEpyela, EVIUEPMDGTE TOV YIATPO 1) TOV POPLOKOTOLO
o0G. AvTo 1oyvel Kot yo kKB mhovi avemBOUNTN EVEPYELD TTOV OEV OVAPEPETAL GTO TAPOV
@OALO oONyLdV YpYone. BAéme mapdypago 4.

T wegpréyel 1o Tapov UALO 0ONYLOV:

o whE

1.

T eivar o Clopidogrel ratiopharm kot oo givan 1 xpfion tov
T npémet va yvopilete mpv ndpete 1o Clopidogrel ratiopharm
I va napete o Clopidogrel ratiopharm

[MBavéc avemBOunTes evépyetes

Ii¢ va puidooete to Clopidogrel ratiopharm

[Tepieydpeva ¢ cuokevaciag Kot AOUEg TANPOQopieg

T givar to Clopidogrel ratiopharm kot wowa givor 1 ypijon Tov

To Clopidogrel ratiopharm mepiéyet KLomboypEAN Kot OVAKEL GE Lo, KOTNyopio QOpUAK®OV TOv
ovopralovTol AVTIHOTETAAOKE QAapLOKELTIKA TPpoTovTa. Ta ayomeTdAio sivat ToAD pkpd copatidw
TOV QipOTOG, TO 0TTOi0, GLYKOAADVTOL KOTA TNV TEN Tov aipotoc. Ta aviioponetaiioKd
QOPUOKEVTIKA TPOTOVTA EUTOSILOVV QLTI TI GUGGMOPELCT KOl ETGL HELOVOLV TIC THAVOTNTES
oynuaticpov Bpoupav (Sraducacio mov ovopdaletar Opoupwon).

To Clopidogrel ratiopharm Aoapfdvetor and evilikes yio v TpoAnyn oynuaticpod Bpoupov ot
oKAnpopéva apoopa ayyeio (aptmpieg), pia dwdikacia yvoot cav adnpobpdupwon, tov pumopet va
odnynoet og aBnpobpouPotikd enelcod1n (OTMG IGYUUIKO AyYELOKO EYKEPUAKO €MEIGOO10, KOpPILOKD
enelc6o10 1 OAvato).

To Clopidogrel ratiopharm cog et cuvtayoypagndsi yio va Bondnocet 6Ny omo@uyn GyNUOTIGHOD
OpouPav Kol vo ELUTTOGEL TOV KIVOLVO 0UTOV T®V ETEICOIMV ETEON:

"Eyete pio maBnomn oxinpuvong tov aptnpldv (eniong yvmot cov adnpocskinpouven), Kot
"Exete 1010p1K6 KOpIOKOD EMEIGOOI0V, IGYOLUKOD Oy YELOKOD EYKEPUAIKOD EMEICOIOV 1)

TACYETE AMO 10 KOTAGTAOT YVOOTH MG TEPIPEPIKT apTNPLOKT VOGO, 1|

"Eyete 10t0p1xd soPapov mévov 610 6tog YvmoToD ¢ «aotadn otniayyn» 1 «EUepayie Tov

pookapdiovy (Kapdiakd enelcddio). I'a ) Bepameia avtng ¢ TdBnong o yotpdc cog mBavag
va €xel Tonobetnoel evdompdbeon (stent) otV Epayuévn 1 6TEVOUEVT opTnpia Yo Vo
OTOKOTOGTIOEL TNV OMOTEAEGHOTIKY POT] TOL aipatog. Mmopeil, emiong, va cag £xel yopnynei
oo TOV Y1TPd OO KO OKETVAOGOAKVALKO 05D (Mo ovoia TOV amavTdTol 6 TOAAG
POPUOKEVTIKA TPOIOVTA TTOL YPTCLLOTOIOVVTOL Y10 TV OVOKOVPLGT AtO TOV TOVO KOl MG
AVTITLPETIKG KaBmG emiong kat yio TNV TpdAnym Opoufmonc).

€XETE TOPOVOIACEL GUUTTAOUOTO ALYYELLKOD EYKEPAAIKOD ENEIGOOI0V TOV VILOYWPOLV HEGA GE
GUVTOUO YPOVIKO SLUCTNLA (YVOOTO Kol (0 TAPOSIKO IOYOUKO ETEIGOO10) 1 IGYOUKO
AYYEWKO EYKEPUALKO ETELGOO10 NTTLog Papdtntag. Mropel eniong va cag yopnynoel
OKETVAOGOAAIKVALKO 0ED 0O TOV YLOTPO 60G EEKIVAVTOG HECH OTIG TPATES 24 DPECS.
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2.

"Eyete éva pun kovovikd kapdlokd puiud, Hio KaTdoTooT TOV OTOKUAEITOL «KOATIKN

HOPULOPUYT» KoL OV UTTOPEITE VO TAPETE PAPLOKO TTOV EIVOL YVOOTE MG «OTO TOV GTOUOTOC
avTITNKTIKE» (avtaymviotéc Prrapivng K), ta onoia mpoiapBdvovv m dnpovpyio vémv
Opoppov kot epmodilovv Tovg vdpyovteg Bpoppoug va avénbobv. [pénel va &xete evnuepmbel
OTL TOL €OTO TOL GTOUOTOG AVTITNKTIKO) EIVOL TO OMOTEAECUATIKA OTO TO OKETVAOCUAIKVAIKO
o&0 1 ) cvvdvacuévn xpnon tov Clopidogrel ratiopharm kot tov akeTvAOCAAIKVALKOD 0EE0G
YU ot TV katdotaon. O yiorpdc oag mpimel vo cag £xsl cvvtayoypagroet to Clopidogrel
ratiopharm poli pe axetvAocaiikviikd o&d edv dev pmopeite va TAPeTe KOO TOV GTOUNTOG
AVTUTNKTIKA Kot dev €xete Kivouvo peilovog apoppayiog.

Tvwpéner va yvopilete Tpwy mapete 1o Clopidogrel ratiopharm

Mnyv ntapete To Clopidogrel ratiopharm

e mepinton ahiepyiag otnv KAOTOOYPEAN 1) GE OTOLOONTOTE AAAO OTO TO, GLGTOTIKG AVTOD
TOV POPUAKOV (OVAPEPOVTAL GTNV TOPAYPaPO 6).

Av éyete pia wTpikn TaOnon mov Tpokael evepyn apoppayio OIS EAKOG GTOUMYOV N
EYKEPUAIKT] QpLopporyia.

Edv mdoyete and coPapn nrotiky voco.

Av TIoTEDETE OTL OTOL0ONTOTE ATTO CVTA GOG OPOPOVV 1) AV EXETE TNV TOPAUKPT appioria,
ovppovievdeite tov yiorpd cag npv mhpete Clopidogrel ratiopharm.

Ipocidonomosig kot TpoPuvAGEelg
AmevBuvleite otov yotpd 1 ToV QapraKoTold oag Tpy ypnotporomoete to Clopidogrel ratiopharm

€qv vrdpyet kivouvog apoppayiog Onwg:
madnon Tov cag B€TeL o€ Kivouvo E6MTEPIKNG apopparyiag (.Y, EAKOG GTOUAYOV).
alpatohoyikn dtatapoyn €&’ artiag tng omoiag £xete TPodIAHeon Yo ECOTEPUKEG
alpoppayies (apoppayieg 6To ECOTEPIKO OTOLMVONTOTE IOTAV, 0PYAVAV 1) apdpdcemv
TOL CONUTOS GOG)
TPOGPATOC GOPOPOS TPAVLATICUOG
TPOCPUTN YEWPOVPYIKN ETEUPOOT (CUUTEPIAAUPOVOUEVOVY KOl TOV 000VTIUTPIKOV
eNEPPACEDV).
TPOYPOUUUATICUEVT XEPOVPYIKT ETEUPOCT (GUUTEPIAAUPAVOUEVOVY KOl TOV
000VTIOTPIKAOV EMEUPACEDV) LEGA OTIG ETOUEVES ENXTA NUEPEG.
€av elye oynuatiotel OpopPog oe Kamoo apTNPic TOV EYKEPALOL GO (ITYOUIKO CyYELKO
EYKEPOUAKO EMEIGOO10), TO 0TTOT0 GUVEPT KATA T1) SAPKELD TV TEAELTAL®OV EXTA NUEPDV
€0v TAGYETE AMO VOGO TOV VEQPAOV 1] TOL NTTATOG.
€dv elyate aAAlepyla 1 avTidpooT G€ OTOLOINTOTE PAPLLOKO TOV YPT|CLLOTOLEITE Y10l VL,
AVTILETOTIoETE TNV acBEVELD GOC.
€0v glyote TPONYOOUEVO 1OTPIKO IGTOPIKO EYKEPAAKNG ULLOPPAYING TOV OeV 0QEMITAY GE
TPOVUATIGUO.

Evoow naipvete Clopidogrel ratiopharm:

B TPETEL VO EVILEPDGETE TOV YIUTPO GOG EAV EXEL TPOYPOULLOATIOTEL KATOA, YELPOVPYIKN
enéuPoomn (cuumepAapuPavouévng g 000VTIOTPIKNG ETEUPACTC).

Ba Tpémel EMIONG VAL EVIUEPDOCETE TOV Y10TPO GO OUECHS EAV TAPOVGLAGETE Uial 1OTPIKN
katdotaon (exiong yvoot) og @poufotiky Opouforevikh [Topedpa 1| TTP) mov meptrapPdvet
TLPETO Kol HOAWOTES KAT® A0 TO SEPLO TOL UTOPEL VAL ELPOVIOTOOV WG EPVOPES KNAIOES, Le 1
XOpig aveENyntn KOT®GN, GVYYLON, KITpvn amdyp®on TOL OEPUATOC 1 TOV HATIOV (IKTEPOC)
(BA. mapbypago 4 «IMBavig avembOuNTag EVEPYELED).

Edv xomeite 1} Tpavpatioteite, icmg xpeOGTEL TEPIGGOTEPOC OO TO GLVVNOIGUEVO YPOHVOG Yia VO,
OTOHOTNOEL N arpoppayio. Avtd oyetileTon pLe TOV TPOTO dPAGTS TOL PAPLAKOV ooV epmodilet
TN dvvartotnTa dnpovpyiog Opoufov. IMa pukpng onpaciog KOWIHOTo Kot TPAVUOTIGHOVC, T.Y.
e xomeite, katd 10 EVpPILoU, cLVNOWG dev VapyeL TPOPANUa. Tlapodra avtd, edv avnovyeite
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AOY® TG apoppayiog oag, 0o TPEMEL v ETKOWVOVIGETE UE TOV YIUTPO G0G OUESMS (PBA.
napaypapo 4 «IMBavig avemBOuNTES EVEPYELED).
. O y1atpog oag pmopel va {ntnoet e€€Taoelg aiploToc.

Howowa ko £épnpor
Mn divete avtd TO PAPHOKO OTO oSG ETEWON deV €)eL dpdion.

Alha gappoko kar Clopidogrel ratiopharm

Evnpepmote tov yiatpd 1| TOV QOpUOKOTOL0 GOG €AV TaipveTe, £xeTe mPOGPATA TAPEL 1| Lwopel va
TOPETE AAALL QAPLLOKOL.

Kémoo dAla pappoxoe pmopei va emnpedoovy 1 xpion tov Clopidogrel ratiopharm 1 avtictpoa.

Ewdwotepa, Oa mpénet va evnuepdoeTe Tov Y10Tpd 00g GV AoUPAVETE!
- PapLOKa TTOVL EVOEXETAL VAL AVENCOVY TOV KIVOLVO aloppayiog OTwmc:
O  0md TOL GTOHOTOG OVTITNKTIKA, PAPLOKO TTOV XPNGUYLOTOLOVVTOL YidL T HEIMoT TG
TNKTIKOTNTOS TOV QiATOC,

O  KOTOL0 U GTEPOELDEG AVTIPAEYLOVADIES PAPLLOKO, TOV YPNCULOTOLEITOL GLVHO®G Yo TN
Oepomeio eEN®OVVOV KOV PAEYUOVOOIDV KOTOGTAGEDY TOV LVMV 1] T®V 0pfpdeemv,

O  Mmopivn 1 OTOLOONTOTE AALO EVEGILO PAPUAKO TOV YPTCLUOTOLEITOL Vi T HelmON TG
TNKTIKOTNTOC TOV AiIATOC,

0 TKAOTIOIVY, 1 GALOVG OVTIUOTTETAAOKOVG TTAPAYOVTEC,

0 évav EKAEKTIKO OVOGTOAEN EXAVATPOCANYNG GEPOTOVIVIG (TEphapoavouévey aAld pn
neplopopevev otn erlovocetivn 1 ™ eAovPolapivn), appoka Tov XPnoLoToI0VVToL
SVVNO®E Y10 VO OVTIETOTICOVV BepamevTIiKd TV KaTdOAyM,

0 ppoaumikivn (ypnoponoteital yio ) Oeponeio coPapdv HoAOVeE®DY),

- openpalOAn 1 ecOUETPALOAT, PAPLAKO VIO TNV AVTIILETMTIOT CTOUAYIKOV EVOYANCEWDY,

- pAovkovaloin 1 PopucovaloAn, GAPLOKA YOl TNV OVTILETOMTIOT LUKNTIUGIKOV AOUDEEMV,

- epafipévin, 1 dAAa avtipetpoitkd dppoka (ypnotpomoteital yio ) Bepaneio twv Aouméemv
and HIV),

- kapPapoalenivn, EAPLOKO Y10 TNV OVIILETMTICT) OPICUEVAOV LOPPDV ETANYIOG,

- HOKAOBEWION, PAPLOKO YLOL TV OVTILETMMTICN TNG KOTAOAyMC,

- PETOYAMVION, QAPLOKO Y10 TN OEPATEVTIKY AVTILETOTIGN TOL SN,

- TOKAMTAEEAN, PAPHOKO YO TN BEPUTEVTIKT AVIYETMOTION TOV KAPKIVOL,

- omoedn: evd AapuPdavete Bepaneia pe KhomdoypéXN, Oa TPEMEL v EVILEPDCETE TO YIATPO GOG
TPV GOG cLVTAYoYpapn0el 0To100MTOTE OTOEDEG (PN oYLoTOLElTOL Y100 TN BEpameia TOV
cofopov Tovov),

- pocovPactativn (YpNOLOTOLEITOL Yia TN LEIMOT TOV EMTEI®V TNG YOANOTEPOANG GAG).

Edv eiyate éva coPapd movo 6to otn0og (aotadn otdayyn N Kapdlakod EXEIGO010), TUPOSIKO
IOYOLLKO ETEITOD10 1) IOYULUIKO OYYELONKO EYKEQOAKO EMEIGOO10 TG PopOTNTAS, UTOPEL VO GOG
xopnynoei Clopidogrel ratiopharm ce cuvdvacpod pe akeTVAOGAAMKVAIKO 0&D, pio ovoio LoV
OTOVTATOL GE TTOALG QUPUOKEVTIKA TPOIOVTO TOL YPNGULOTOLOVVTAL Y10, TV 0VOKOVPLOT] 0Td TOV TOVO
KoL ®G OVTITUPETIKE. Mia Tep1ioTaciaxn xpnor oKETVAOGAAKVAIKOD 0EE0G (O TEPIOGOTEPO OO
1.000 mg oe diotnua 24 mpdv) dev Ba Tpémel, yeviKd, va TPokaAEcEL Kamolo TpdPANLa, EVD o
GAAEG TEPIMTOGELS, TapaTETOUEVT XpIon Ba tpénel va culnn et pe Tov yiatpd coc.

To Clopidogrel ratiopharm pe tpo@ég kot wotéd
To Clopidogrel ratiopharm umopei va Aaufdvetat ue 1| yopic tn Ayn tpoenc.

Kinon ko1 Oniaopdg
Eivar mpotipdtepo va unv maipvete ovtd To0 GAPUOKO KOTA TN StdpKeLn TG KONOTG.

Edv eiote éyxvog, vopilete 6T pmopel va giote £ykvog 1| oxedialete va anoktnoete ondi, {nrnote
GLUPOVAT TOL Y10TPOD 1) TOV PUPUOKOTOLOV GOG TPV TAPETE AVTO TO PAPLOKO. AV HeiveTe £YKVOG
evod houPavete Clopidogrel ratiopharm, coufovievbeite tov yotpd cog apéong, kabng dev
ovvietdral n ANy KLomdoypEANG Katd T StdpKela TG KONONG.
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Agv mpénet vo, INAalete evd ypnoyomoleite avtd 10 PAPHOKO.
Edv OnAdalete N oxedialete va Oniaocete, angvuBouvbeite otov yroTpd oG TPV TAPETE AVTO TO PAPLOKO.

ZNTNOTE TN GUUPOLAT] TOV YIOTPOV 1 TOL POPUAKOTOLOD GOG TPV TAPETE OTOLOONTOTE PAPLAKO.

001yNoN Kot YEPIGPUOS POV RATOV
To Clopidogrel ratiopharm givot anifavo vo exnpedoet Thv kavottd oag vo odnyeite 1 va yepileote

LN OV LLOLTOL.

To Clopidogrel ratiopharm mepiéysr Aaxtoln
Av 0 yuotpdg 60c, 00g EVNUEPW®GTE OTL £XETE dVGAVESIN GE OPIGUEVO GAKYOP, ETIKOVMVIGTE UE TOV
Y10TPd GOC TPV TAPETE AVTO TO POPLOKEVTIKO TPOTOV.

To Clopidogrel ratiopharm sepiéyst vatplo
To @appakxo avtd mepiEyel Aydtepo amd 1 mmol vatpiov (23 mg) avd diokio, lvarl ovTd TOV
ovopalovpe «elevbepo vatpiovy.

3. o va mapere To Clopidogrel ratiopharm

[Tavtote va maipvete T0 PAPLOKO AVTO AVGTNPE GOUPOVA LE TIC 00T YIES TOV YLOTPOV 1 TOL
poppoaxomolod cac. Edv éyxete appiforiec, potiote Tov y1aTpd 1| TOV QUPULAKOTOLO GOG.

H ocvvictopevn 66on, meptlapfavopévng ekeivng yia toug aobeveic pe pia acBévelo mov ovoudletal
CKOATTIKY LLOppopLyn» (LN Kovovikog kapdiokog pubpog), eivat éva dtokio tov 75 mg tov Clopidogrel
ratiopharm avé nuépa mov Aappavetat and Tov oTOUATOG HE 1 X®PIS TPOEN, Kot TV 101 dpa Kb
nuépa.

Edv &yete eppavicel coPapd movo 610 600G (otadn otndayyn N Kapdiakd ETEIGOS10), O YIUTPOG
oag unopei va cag yopnynoet T 86om tmv 300 mg 11 600 mg Clopidogrel ratiopharm (1 1 2 diokio Twv
300 mg 1 4 1 8 dwokio Twv 75 MQ) pic popd kat povo katd v évapén g Bepameiag. Xtn cvvéyeia, 1
owvioTdpevn d6om givan éva diokio Clopidogrel ratiopharm twv 75 mg v nuépa OTOS TEPLYPAPETOL
TOPATAV®.

Edv €yete mapouc1icel GUUTTMOUOTO OYYELNKOD EYKEPUAIKOD EXELGOGIOV TOV VTOYDPTCAV LEGH OE
GUVTOUO YPOVIKO SLACTNUA (YVOGTO KOl O TAPOSIKO IGYOLUIKO ETEIGOSI0) 1 IGYOLLUIKO Ay YELNKO
EYKEPAAIKO EMEIGOS10 NIIAG PapdTNTAG, O YITPOG GOG Umopel va cag Exel xopnynoet 300 mg
Clopidogrel ratiopharm (4 dioxio. tov 75 mg) pia popd oty apyn g Bepameioc. Tn cvvéyeta, n
ocuviotapevn doon eivar éva diokio Clopidogrel ratiopharm twv 75 mg tnv nuépa OTMG TEPLYpAPETOL
Topamave pali pe akeTLAOCUAIKVAKS 0&D Yo 3 efSopddes. X1 cuvéyeln o YoTpogs Ha
ovvtayoypaenoel gite Clopidogrel ratiopharm pévo gite aKeTVAOGAMKVAIKO 0ED HOVO.

To Clopidogrel ratiopharm 6o mpémet va o maipvete yio 660 ddotna 0 Ytpdg cog cuveyilel va oog
TO GLVTAYOYPOQEL.

[MopoakaAiovpe GNUELDOTE OTL 6TO EEMTEPIKO KOVTL TOV OATOCTOUEVOV KOYEADY divovTal 0dnyieg
OYETIKA LE TOV TPOTTO aPOipECTG TOV SIOKIOL OO TNV KVWEAN.

Eav napere peyarvtepn d6on Clopidogrel ratiopharm amo tnv kevoviki
Emcowvmviote e Tov y1atpd oag 1 TNV TANGIEGTEPT VOGOKOUELNKT DINPEGIN EKTOKTMV TEPIOTATIKAOV
AOY® TOL aLENEVOL KIvOHVOL aipoppayiog.

Eav Eeyaoete vo napete to Clopidogrel ratiopharm

Edv Egydoete va Aafete pia 66om Clopidogrel ratiopharm kot to Bvunbeite péca og 12 dpeg omod )
ocuvnOiopévn cog dpa, AaPete 1o d1oKio cog ApEcms Kot Katdmy AAPeTe To endpevo diokio Tnv
cuvndiopévn opa.
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Av 10 Egydoete Y10 TEPIEGOTEPO 0O 12 DPEC AMANDG AAPETE TNV ETOUEVT KOVOVIKT OOGT GTN)
cuvnbouévn mpa. Mnv mapete SITAY 600T Y10l VO OVOTANPAOGETE TO S10KI0 TOL EEXAGATE.

I"a ™ ovokevacio tov 28 x 1 diokimv, uropeite va eAEyEete TV NMUEPA TOV THPOTE TO TEAEVTAIO
dwokio Clopidogrel ratiopharm av kottd&ete to nuepordYI0 TOL gival TVT®HEVO Ty KLYELN (blister).

Eav stapatiocste va naipvere to Clopidogrel ratiopharm

Mn SWKOTTTETE TNV OYOYT] EKTOS KOl OV GUS TTEL 0 YLHTPOS 060G VA TO KAvETE. Emkovoviote e Tov
Y10TPO 1) TOV POPLOKOTOLO GOG TPV TO CTULOTI|GETE.

Edv éxete meplocdtepeg EpMTNCELG CYETIKA LLE T YPNOT VTOV TOL GAPUAKOL, POTHCTE TOV Y10TPO 1)
TOV POPUOKOTOL0 GOG.

4, MOavég avemOOuNTES EVEPYELEG

Onwc 6Ma Ta paproKa, £T61 Kol 0VTO TO PAPLAKO UTOPEL VO TPOKAAEGEL OVETIOVOUNTEG EVEPYELES, OV
Kot 6gv TOPOVGLALOVTAL GE OAOVG TOVG AVOPMITOVC.

EmkowvmviioTe pe TOV Y10TPO 60 AUECMG OV TOPOVGLAGETE:

. [Mupetd, onpeia Aoipméng 1 vepPoAikng KOTOoNG. Avtd TOAVAOC VO ELPOVIGTOVV AOY® TOV
OTAVIOV TEPIMTOCEMV PELMCENS KATOI®V KLTTAP®V TOV OLLATOG
o ZOUTTOUOTO NTOTIKGV TPOPANUATOV OTMG KITPIVIGHO TOV OEPLOTOC KAV TOV LOTIOV

(iktepog), aveEaptnta omd To GV cuvodevETOL ATd apoppayic, 1 omola epeovileral kdtw and
70 0épa ¢ EpLOPES KNALdEC Kavn obyyvon (BA. Tapdypago 2 «IIposidomomoelg Kot
TPOPLAAEEISY)

. Oidnua 6to oTOUA 1} SLTUPOYEG TOV dEPUATOG, OTTMG EEQVONUOTH KOl KVNOUOG, PAVKTUIVEG TOL
déppartoc. Avtd mbovov givarl onuadio adAepykng ovtidpaomng.

H mo ovyvn avem@opuntn evépyera wov el avapepsi pe To Clopidogrel ratiopharm givor n
apoppayia. H aoppayio mBavov vo mapovstiootel og aipoppayio omd 1o oTopdyl 1 T0 EViepo,
UOA®TEG, apdTopa (acvvifioTn apoppayio 1 HOAOTOS KAT® amd To 6EpUA), apoppayic amd
potn, aipa 6to 0Vpa. Ze PKpO apldpd mtepumtdcemv £xel avapepbel aoppayia ota pdtio, 6To
E0MTEPIKO TNG KEPAANG, GTOV TVEVUOVO 1 GTLG apBpDOCELS.

Eav mopatnpioste mopatetopivny apoppayia 6tav taipvere to Clopidogrel ratiopharm

Edv komeite 1 tpavpatioteite, icog ypelaotel meplocdtepog and 10 cuvnoicuévo ¥pdvo yia va
OTOUOTNOEL 1] aupoppayic. Avtd oyetileTol pe TOV TPOTO dPAGTG TOL POPUAKOV aPov eUmodilel T
duvatotnta dnuovpyiag Opopfov. I'a pikpic onpoaciog KowilaTo Kot TPovUATIGUOVE, T.Y. £0vV
Komeite, Katd to EVpiopa, cuvnBmg dev vtdpyel TpoOPANpa. [Tapdia avtd, edv avnovyeite AOY® TG
aoppayiag cog, 0o TPETEL VO EMIKOIVOVNGETE LE TOV Y1oTpd 600G apécms (PA. mapdypapo 2
«IIpoeidomoncelg Kot TPOPUAGEEID»).

Addeg avemOOUNTES EVEPYELEG TEPLAGUPAVOLV:
Yuyvég avemBounteg evépyeleg (evdéyetal va ennpedcovy £oc 1 ota 10 dropa):
Awdppoto, Kothakd Ghyog, duomeyia 1 KaHGoG.

Oyt ouyvég avemBounteg evépyeteg (evoéyetat va, ennpedcovy £0g 1 ota 100 dropa):
[Movoképaiog, £EAkog oTOUdY OV, EUETOC, VATIO, SVOKOIAOTNTA, VIEPPOALKE TOALA AEPLO GTO GTOUAYL
N o010 éviepo, e€avonuarto, Kvnopog, LaAn, aicOnorn « LupUNYKIAGLOTOG) KOl LOVILAGLOTOG.

Yrdvieg avemBounteg evépyeteg (evoéyetal va ennpedoovy £mg 1 ota 1000 dropa):
TAyyog, doykopévo 6tBoc 6TOVG AVOpEs.

[ToAv omdvieg avemBounteg evépyeieg (evoéyetarl va emnpedoovy émg 1 oto 10.000 dropa):
Tktepog: cofapdg Kotlokdg TOVOG Le 1| xOpic 0oPLaLyi: TVPETOS, SVGKOAIN GTNV OVOTVOT] TOL

LEPIKEG POPES GLVOIEVETAL OO P10l YEVIKEVUEVEG AAAEPYIKES OVTIOPACELS (YL TAPASELY LD, YEVIKY
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aioOnon (éotng pe Eapvikn yevikevpuévn duceopia péxpt Amobvpicg): oidnuo 6To GTOHO: PAVKTUIVEG
TOV OEPUATOG: OAAEPYIO TOV SEPHOTOG EAKT) GTO GTOUA (GTOUATITION)  TTMOON TNG OPTNPLUKNG TTiEoNS:
GVYYLON" TOPAICONGELS: TOVOC OTIG APOPMOELS LVTKOG TOVOG: OAANYEC GTY) YEVOT 1 OTAOAELD TNG
YEVONG TOV TPOPDV.

AvemBountec evEPYELEG LE U YVOOTH oLy VOTNTO (OEV LITOPOLV Vo EKTIUNO0VV Le Bdon ta dabéoia
dedopéva): Avtidpdoelg vepevarcinciog e Bopakikod 1 kotlokd Tdvo, ETIHOVE GUUTTMLOTO,
YOUNAOD GaKYAPOV GTO G,

EmmAéov, o yiatpdc cog pmopel va, avayvopicel LETAPOAEG OTO OMOTEAECLATO TMOV OLLLOTOAOYIK®DY
eetdoe®V 1 TOV AVOADGEDY OVP@V.

Ava@opd avemOounTOV evepyELOV

Edv mapatnproete kamowo avemBOUNTN EVEPYELD, EVIUEPDGTE TOV YIOTPO 1) TOV QUPLOKOTOLO GO,
AvT0 1oyt Kot Yo kdOe mhavr| avemBountn vEPYELR TOL OEV AVOPEPETAL GTO TAPOV GVALO 0ONYIDV
ypNone. Mropeite emiong vo avagépete ovemBOUNTEG evépyeleg anevbeiag, LEcm Tov Bvikon
GLGTIOTOG OVAPOPAS TTOL avaypdpeTol 6To [lapaptnuae V. Mécm g avapopdc averdountov
gvepyelmv pmopeite v fondnoete ot GLALOYN TEPIGTOTEP®V TATPOPOPLAOV GYETIKA LLE TNV ASPAAELN
TOV TOPOVTOG POPUAKOL.

5. Iog va pviascete To Clopidogrel ratiopharm

To pappoko avTd TPETEL VAL QLAACGETAL GE PLEPT TTOV OgV TO PAETOVY Ko dev T0 POAvoLV T Tondid.
No pn ¥p1oILoToLEiTE 0VTO TO PAPLOKO LETE TNV MUepounvia AMENG oL avapEpPETaL 6TO EMTEPIKO
KoLTi, 6TN PLIAN 1| oV KLVWEAN petd v EXP. H nuepounvia AnEng etvon n tedevtoio nuépo tov
VO IOV OVOQEPETOL EKEL.

Agv vapyovv e101KEC 00N YiEG SLOTPNONG Y10 TO PAPUAKEVTIKO OVTO TPOTdV.

Na pn ypnolLonoteite 0vtd T0 PAPHOKO EAV TAPOATIPTOETE OTOLO0ONTOTE 0paTO onueio PAAPNS.
Mnv metdite QAPLAKO GTO VEPD TNG AMOYETELONC 1 OTA OKIAK( amoppippata. Potiote tov
(OPLLOKOTTOLO GOG Y10, TO TAG VO, TETAEETE TAL PAPUAKO TTOL JEV YPMCILOTOLEITE T AvTd T péTpa Oa
Bonbnoovv oty mpoctacio Tov TepPdAlovtog.

6. Iepreyopeva TS GLOKEVAGTOG KOl LOUTES TANPOPOPIES

T egpréyer to Clopidogrel ratiopharm

o H dpactikn ovcia eivar 1 khomdoypédn. Kabe emkaivppévo e Aemtd vpuévio diokio mepiéyet
75 mg khomdoypéAng (g 6&wvn Beuxy).
o Ta aAho cvotatikd eivar (BA. Tapdypago 2 «To Clopidogrel ratiopharm mepiéyet Aoctdlny» kou

«To Clopidogrel ratiopharm mepiéyel vatpion):

- [Muprvag diokiov: Aaktoln HovoidpiKn, LIKPOKPUGTOAAIKY] KuTTOPivY,
vopo&umpomvrokvttapivn (E463), kpoomofidovn (tvmov A), EAa1o PLTIKO LOIPOYOVOUEVO
KoL VATplo AovpvAobeuko.

- Emkdioyn diokiov: Aaktdln povoiidpikn, vrpopeAroln (E464), tiraviov dro&eidio
(E171), molvabvievoyivkodn 4000, 61dnpov o&eidio gpvbpo (E172), cidnpov oeidio
kitpvo (E172) xon Adxa wducokappviov (E132).

Engeavien tov Clopidogrel ratiopharm ko mepieyopeve T 6v6KeLO6i0G

. Ta emkaivoppéva pe Aemtd vuévio diokio eivar avotktod pol ¢ pol, emKaAvLUIEVD LE AETTO
vuévio, oynuatog kayakiov diokio. H pio mievpd tov diokiov pépel TummpEVO TOV aplOpod
“93”. H dAkn mhevpd Tov dtokiov pépel TumUEVO TOV 0p1Bud “7314”.

. To Clopidogrel ratiopharm Swatifetal o didTpnteg KuyELES LovAdmY ddomMG amod
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aAovpivio/aiovpivio | euikeg amd HDPE pe nopate amd ToAvmtpomuAévio 1 TOUATO 0GPIAELNS

Yol TSI OO TOALTPOTVAEVIO KO ALPLYPOVTIKO YO 0EE1iov TOL TVpLTiov.

Meyé0n cvokevaciog:

- ATOOTOUEVEG 1] U1 OTOCTIOUEVEG S1ATPNTEG KVWELEC LOVEAS®V dOONG Old
aAovpivio/oalovpivio wov mepiéyovv 14x1, 28x1, 30x1, 50x1, 84x1, 90x1 1) 100x1 diokia

—  Hpepoloylokn cuoKevLaGio N OTOCTOUEVOV KOWEADY TTOL TTepLEYovy 28x1 diokia

—  O1dAeg mov mepéyovy 30 1§ 100 dokia.

Mmopel va unv KokAo@opoOV OAEG 01 GUCKEVAGIES.

Kéroyog Aderag Kvkrhogpopiog km IMapaockevaostig

Karoyog Adsrog Kvkhogopiac:

Teva B.V.,
Swensweg 5,
2031GA Haarlem,
OX\avdio

Hopookevaostic:

TEVA Pharmaceutical Works Private Limited Company

Pallagi ut 13,
4042 Debrecen,
Ovyyoapia

Merckle GmbH
Ludwig-Merckle-Stralle 3
89143 Blaubeuren
I'eppovia

Balkanpharma Dupnitsa AD
3 Samokovsko Shosse Str.,
Dupnitsa 2600,

BovAyapia

I'a omoladmwote TANPOEOPio GYETIKA LE TO TUPOV POPUAKEVTIKO TPOIOV, TOPAKOAEISTE VO
anevBuvleite otov Tomkd avimpdswno Tov Katodyov g Adewag Kvihogopiag:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Buarapus
Tesa ®apma EAJL
Tem: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg
ratiopharm GmbH
Allemagne/Deutschland
Tel/Tel: +49 73140202

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117
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Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EAlLada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafa
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.1.
Tel: +39 028917981

Kvrpog
TEVA HELLAS A.E.
EA\dda
TnA: +30 2118805000

Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67323666

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z o.0.
Tel: +48 223459300

Portugal

Teva Pharma - Produtos Farmacéuticos,
Lda.

Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117

To mwapov @OAA0 00N YIOV yp1ioNS avaBewpiOnke Yo TeElevTOio Popd otic {MM/EEEE}.

Agmtopepeic TAnpopopieg yia 10 pappoKo avtd givol dabéoiieg oto diktvako TOTo Tov Evponaikon
Opyavicpod Gopudkev: http://www.ema.europa.eu/.
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