ITAPAPTHMA 1

MEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Clopidogrel Teva 75 mg emkolvppuéva pe Aemtd vuévio dtokio

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).

T tov mAnpn Katdloyo tv exddymv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

EmwcaAivppévo pe Aemtod vuévio diokio.
Avotktov pol ¢ pol, oyNIATOG KOWOKIOV ETIKOAVUUEVA e AETTO VIEVIO O10KI0, TOV PEPOVY
TUTOUEVN TNV €vOEEN “93” ot pia TAevpd kot Ty Evoeltn “7314” otnv GAAN TAgvpd.

4, KAINIKEX ITIAHPO®OPIEXZ
41 OgpamevTikéc gvociEeig
Asvtepoyeviic mpolnwn adnpobpoufwrtidy emeioodinv

H «homdoypéin evdeixvotal oe:
o Evilikec aoBeveic pe popaypa Tov pookapdiov (amd Aiyeg nuépeg péxpt Aryotepo omd 35

NUEPES), YUK Oy YELOKO EYKEPOAMKO €MEIGOO10 (amd 7 NuUEPES HEYPL AYOTEPO aTd 6 PNVEG)

N EYKATEGTNUEVT] TEPLPEPIKT OPTNPLOKT VOCO.

o Evilikec aoBeveic pe 0&0 otepaviaio cuvopopo:

- 0&D otepaviaio chvdpopo ympig avaomacn Tov dactnuatos ST (aotadng omnBayyn M
Euepayua Tov pookapdiov ywpig kopa Q), cvureptlappavouévey Tov acbevoy Tov
vroPdAiovtal o tomoBEnon evoompdbeong (stent) petd amd dadepuikn enéppaocn
oTEQPUVINI®V 68 GLVOLOCUO HE OKETVAOCAAIKVAIKO 050 (AXO).

- 08D éuppaype Tov pvokapdiov pe avaoracn Tov dwactiuatog ST, og cGuvdvaoud pe
AZX0 og acBeveig mov vroPdAlovtal oe Sadepikn oTePaviaia Tapsupocn
(ovumeprrappavopévav Tov acbevav mov vropfdAilovtol oe Tomobétnon stent) 1 o€
acBeveic mov avtipeToTilovtol cuvTnpNTIKAE Kot givat katdAAnAot va Adfovv
OpoBOAVTIK/IVOOOAVTIKY| oymYN.

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

Ioyoyuro Ayysioxo Eykepoldiko Erncioooio (IAEE)

H «homdoypéin oe cuvovaouod pe AXO gvdgikvotol oe:

. Evilikec ao0eveic pe petpiov £o¢ vymiow kivdvvov ITIE (Babporoyioc ABCD2! >4) 4
élaccov IAEE (NIHSS? <3) evtoc 24 mpdv and to ITIE 7 1o IAEE.

Hpolnyn aBnpobpoufwrtinady kar Opoufiosuforindv emeioodinwv oe KOATIKY LapuopvYH

e eviAIKeG acOEVEIC e KOATIIKT] LOPLLOPLYT TOV EXOVV TOLAAYIGTOV £VO TOPAYOVTO KIVODVOL Yl
ayyewKa coppdpata, Tov dev givar duvatd va mhpovv Bepaneio pe avrayoviotég Prrapivng K (ABK)
KOl 01 OTO101 £Y0VV YOUNAO KivOUVOo dipoppayiag, 1 KAOTIO0YPEAT EVOEIKVUTOL GE GLVOLOGUO LIE TO
AZ0 yia v TpoANYN adnpobpopfotikdv enclcodimv Kot encglcodinv OpoufoePoing,

! Hluxda, Aptnpioxr wieon, KAvikd yopoktnpiotikd, Atdpketo kot Siéyvoon Zakyopddovg Atofftn
2 Khipoxa Ayyeloxod Eykepolikod Eneicodiov Edvikamv Ispvpdrov Yyeiog
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GUUTEPTLOUPOAVOUEVOL TOL OYYELOKOD EYKEPOAKOD ETEIGOIO0V.

Ta meprocdtepeg TANpopopieg Tapakareiche va avatpééete oty mapdypapo 5.1.

4.2 Aocoloyio kol TPOTOG YOPNYNONS

Aocoloyia

o Evilikeg ko nikiopévot
H xhomidoypéin npémel va divetar o¢ epamas nueprioo d6on Tmv 75 mg.
Y& aobeveic mov TaoyoLVY amd 0EL GTEQUVINIO GHVOPOLLO:

0&0 otepaviaio chvopouo ympic avacmacn Tov daotpatog ST (actabng oBayyn 1
EUPpayUa ToV puokapdiov yopig kopa Q): n aywyn pe kKhomdoypéAn o tpémet va
Eexwva pe pia gpdmaé d6om eoptiong twv 300 mg 1 600 mg. H epdmaé d6om popTiong
twv 600 mg Ba umopovoe va yoprnyeitar oe acbeveic nhikiog <75 etdv 6tV TpoPAEmeTan
Swadeppukn otepaviaio mapéuPacn (PA. mapdypagpo 4.4). H Oepamneia pe khomdoypéin Oa
npémel va cuveyiletal pe 75 mg pia popd v Nuépa (Le akeTVAOGAAKVAKO 0£0 (AXO)
75 mg-325 mg nuepnoing). Kabog vyniotepeg d6ceic AXO cvoyeticOnkay pe
vynAdTEPO Kivduvo apoppayiag, cvetivetol n 06on AXO va punv givor peyardtepn and
100 mg. H BéArtiom didpkelo TG ayyng oev €EL EMiGNUA TPOGIIOPIOTEL. XToryEin
KMVIK®V doK1p®Vv vrootnpilovv n xpnon nuéxpt 12 uiveg, pe 1o uéyioto 6peiog va
mapatnpeitot otovg 3 unveg (BA. Tapdypago 5.1).

080 uppaype ToL LLOKOPSIOL LE avAoTacT TOL dtactipatog ST:

e g acbeveic mov avtipetomiloviol GuVTNPNTIKE, KATAAANLOL Yo
OpopporivTiki/ivedorvTiKny aymyn, 1 KhomdoypEAn Ba mpénet va yopnyeitol g
epanag nuepnota 06omn Tov 75 mg Eekvavtag e pio doom eoptiong tov 300 mg ot
ocuvdvacud pe AX0, e N yopic Opopforvtikd. ' wTpikde Bepamevdpevovg
acBevelg avo Tav 75 g1odv 1 Khomdoypéin Ba mpénet va Egkiva yopic doon
@optione. H suvdvacuévn Bepancio Oo mpénet vo EeKvad T0 GUVTOUOTEPO dLVATO
petd v €vapén TV COUTTOUATOVY Kol Vo, cuveyiletal To AyOTEPO Yo TE0oEPIC
gfdoudaodes. To 6pelog amd T0 GLVOVAGHO TG KAOTISOYPEANG e AZO Yo SdoTn e
peyaAdTEPO TV TEGCApV efdopddmv dev et LehetnBel (BAéne mapdypapo 5.1).

e Ortav mpdxerton va mpaypatonom et dwadeppukny otepaviaio napéppacn (PCI):

- H Bepaneio pe kKhomdoypéin Ba tpémel va Eexvd pe o epdmal d6om
@optiong 600 mg ce acbeveic mov vroPaiiovtar o€ mpwtoyevy PCI kot og
acBeveig mov vmofdAirovian o PCI nepiocdtepo amd 24 dpeg and v Anym
WOIOATIKNG aymyne. X acBeveic niikiog > 75 etdv, ta 600 mg LD Oa
npémet vo, yopnyobvtor pe tpocoyn (BA. mapdypago 4.4).

- H Bepoameia pe kKhomdoypéin epdmnal doong eoptiong 300 mg Ba mpémet va
yopnyeitan o€ acbeveig mov voPdrroviar oe PCI evtog 24 mpdv amd v
AT WVOIOAVTIKNAG AyWYNC.

e H Oepoancia pe kKhomdoypéAn Ba mpémel va cuveyiletar ota 75 mg pio popd v
nuépa pue AZO 75 mg-100 mg nuepnoine. H cuvdvacuévn Bepaneio Oo mpémetl va
EEKIVOL TO GUVTOUOTEPO GLVATOV LETA TNV EVOPEN TOV GUUTTOUATOV KOl VO
ovveyiletan éwg kot 12 pnveg (PA. Topdypago 5.1).

Evilikeg aoBeveig pe petpiov £og vyniot kivdvvov IIE 1 éhaccov IAEE:

e eviAkeg acBeveic pe petpiov émg vyniov kvdvvov ITIE (Babuoloyic ABCD2 >4) 1
élaocov IAEE (NIHSS <3) 0a mpénet va yopnyeitan pio d6om goptiong kKAomdoypéing 300 mg
akolovBovpevn amd doon Khomdoypéng 75 mg dmaé nuepnoimng kot AXO (75 mg -100 mg
amaé nuepnoing). H Bepaneia pe khomdoypédn kot AXO Oa mpémet va Egkivd eviog 24 wpodv
omd 10 ENELGO10 Kol va cuveyiletal yio 21 nuépec akoAovBovpevn amd povn
avtwoponetaiiakn epaneio.

e a00eveig [1e KOATIKT LOPULOPLYT, 1] KAOTIO0YPEAT] TPETEL VAL YOPNYELTAL MG P UEPTOLA
doom tov 75 mg. To AZO (75-100 mg nuepnoing) mpénet va, apyilel kot va cuveyiletal og
cuvdvaoud pe v Khomdoypérn (PA. mapdypapo 5.1).



Edv Eeyaotel o d6om:

— Evtoc AMyotepo tov 12 op®dv PETA TNV KOVOVIKT TPOYPOUUATICUEVT Bpa: 01 acbeveig
TPETEL VaL TAPOLV TN SO TOVG AUESMG KOt LETE VAL TAPOLV TNV EXOUEVT dOOT GTNV
KOVOVIKT TPOYPOUUUOTIGILEVT DPOL.

- Metd and neprocodTepo 0md 12 mpeg: ot acheveig mpémel va mapovv TNV eXOUEVT 0d0oN
GTNV KAVOVIKT TPOYPUUUATIGUEVT] DPA KAl VO U1V SITAAGIAGOoVY T 600T).

E1dikoi tinBuouoi

Himiwpévor

O¢&D otepaviaio advdpouo ywpic avaoroon tov oraotiuotos ST (aotaldns atnlayyn N éuppoayuo.
70V PVOKAPIIOV WIS Kduo Q):

- Hepdano& 66om poptiong tov 600 mg Ba pwopovoe vo yopnyeital oe acbeveic
nAKiog< 75 etmv otav mpoPArénetal dtadepukn otepaviaio mapéupaon (PA.
napypapo 4.4).

O Euppoyuo. Tov HLOKaPJIIoL e AVaoTaoH T0V J10oTHiaTog ST:

- Xg aobBevelg mov avtipetomilovtol cuvTnPNTIKA KATAAANAOL Yo
Opopporvtiky/ivawdorvtikny ayoyn: o€ acbeveig nitkiog dveo Tov 75 etov 1 Oepaneia pe
KhomdoypéAn Ba mpémet va Eexva yopic pio epdmal 66om eopTIoNC.

2e aobeveic mov vrofdrioviar oe mpwrtoyevyy PCI ko oe aobsveis mov vrofdiioviar o PCI
TEPIOTOTEPO ATO 24 DPES OO THY AN IVWIOLVTIKNG OywyNG:

- Xeg aobBeveic nhikiag > 75 etmv, Ta 600 mg LD Oa wpémel va yopnyodvial pe Tpocoyn

(BA.maphypogo 4.4).

Houdrozpixog winBoouog
H «homdoypéin dev mpémet vo ypnoonoteitor € mondid Adym ap@iBoAldv yio tnv
amoterecpatikotnTo (BA. TOPaypao 5.1).

Neppixn dvolertovpyio
H Bepamevtikn spmeipia ivar meplopiopévn oe acbeveic e veppikn duciertovpyio (PA.
Topaypago 4.4).

Hratikn dvolerrovpyio
H Bepoamevtikn epmeipia eivon mepropiopévn oe acbeveig pe LETpLo NIATIKY VOGO, 01 0TToiot
UTOPEL VO TAPOVGLAGOVY aploppaytk Tpodiabeon (PA. mapdypapo 4.4).

Tpomog yoprynong

Amo6 oTtOUATOC Y¥p1IoN
Eivat duvatd vo yopnyeitot pe 1 xopic tpoen.

4.3

4.4

Avtevoeigeg

YrnepevaicOnoio otn dpacTikn ovcia 1] 6€ KAmolo omd To £KS0Y0 TOL AVAPEPOVTAL GTNV
ToapAypao 2 | oty mapdypago 6.1.

Yofapn nratikn dSvcAeitovpyia.

Evepyog maboroykn| apoppayic, OT®G TETTIKO EAKOG 1 EVOOKPOVIOKT aLoppayia.

E101kég Tpoe1domon)6Els Ko TPOoQUAGEELS KAT TN Y(prion

Awoppoyio kKot ayoToloYIKES O10TAPOYES

Ady® ToV KIVOHVOL QULOPPOYiOG KOl OLLLOTOAOYIK®Y aVETIOOUNT®V EVEPYEL®V, Ba TPEmEL va.
devepyeitar eyKaipmg HETPNOT TOV EUUOPPOY GVOTOUTIKOV TOV GIOTOC, KON GALEC OYETIKEG
€€eTA.0E1C 0OMOTEONTOTE KAVIKA GUUATMOUOTO TOV VTOSNAMVOLV opoppayia epeoviloviol Katd
dbpkera g Bepoameiog (BA. mapdypapo 4.8). Onwg pe GALOVS AVTIHOTETAMOKOVS TOPAYOVTES, 1|
KAomd0ypéAN Ba Tpémel va ypnolponoteital e Tpocoyn o€ acheveig Tov pmopel va eivat o€ Kivovuvo
avénUévng apoppoyiog amd TPavU, XEPOVPYIKN enéuPaocn 1| dALEC TaBOAOYIKEG KATAGTAGEIS KOl GE
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aocBeveic mov Aapfavovy aymyn pe AXO, nropivn, avosTOAEIS TMV VTOSOYEDV TNG YAVKOTPOTEIVIG
IIb/Il1a M pn-otepoctdn avtipAeypovmdn eapuoka (MEAD) cuuTePIAAUPOVOUEVOV TOV OVACTOAE®DV
g kapPoéurdong Cox-2 N TV EKAEKTIKMOY OVOGTOAE®VY EXAVOTPOSANYNG TG oepotovivig (SSRIs),
1N oyvpovg enaymyeic Tov CYP2C19 1| dAla popprokevTiKd TpoidvTa Tov oyetiloviat pe Kivouvo
alpoppayiag 6rtmg 1 mevto&puAlivn (BA. Tapdypago 4.5). Adym tov avénpévov Kivéivou
oaoppayiag, 1 TputAf avtioponetoiokn Bepaneio (kKhomdoypéAn + AXO + SimvptdapoAn) yio
dEVTEPOYEVT TPOANYT EYKEPUAKOD ETEIGOJTOV OV cuvicTdtal o€ acbeveic pe 0&H un kapdroepforikod
O OULKO £YKEPOAKO £me1c0010 1 TTA (PA. mapdypapo 4.5 ko mapdypapo 4.8). Ot acbeveic Oa
TPEMEL VO TAPAKOAOLOOVVTAL GTEVA Y10 KAOE GNUEID OpLoppayicg CUUTEPIAAUPBAVOLEVIC TG
AavOavovcog apoppayiog, EW0IKA Kot TIG TPOTES EPOOUASES TNE AYWOYNG KOV UETA a0 EXEUPATIKEC
KapOLOAOYIKEG dladIKaTiEg 1 YEIPOVPYIKT eméuPacn. H tavtdypovn yopnynon g KAomdoypEANG He
OtO TOV GTOUOTOG OVTUTNKTIKG OEV GUVIOTATOL EXEWN UTOPEL Vo LENGEL TNV £vTaoT TNg opoppoyiog
(BA. mopdypago 4.5).

Edv évog acBevig mpodkettat va vtofAn0el o€ TpoypapaTIGUEVT YELPOVPYIKT ETEUPACT Yio TV OTOln
TPOSOPVA OV €lval emBLUNTH AVTIUOTETAALOKT] OpAcT, 1| KAOTIO0YPEAN Ba Tpémet val dlokOTTETAL
7 nuépeg mpv amd  yepovpyikn enépPoocn. Ot acbeveig Ba Tpémel vo evLEPDOVOLV TOVS 10TPOVE KO
TOVG 000VTLATPOVS OTL AAUPAVOVY KAOTIOOYPEAN, TPV OO TOV TPOYPAUUATICUO KAOE YEPOVPYIKNAG
eméuPaong Kot Tpv amd T ANYn Kabe vEou gapurakevTikoy tpoidvtog. H khomidoypéin mapateivel To
¥POVO pong kot Bo Tpémel va xproyLonoleitan e Tpocoyn o€ acbeveic, ot omoiot £xovv PAGPeg e
TAoM va apoppaynoovy (1I01{TEPO YOOTPEVTEPIKEG KOl EVOOQOAALILES).

Ot aoBeveic Ba mpénet va evuepmBovy 6tL 6tav Aappdvovy KAomdoypéAn (LOVN 1 6€ CLVOLOGHO LE
AX0) {owg ypelaotel mep1ocdTEPOS YPOHVOC 0t GTL GLVNOME TPOKEYEVOL VO GTOLOTICEL 1] OLLOppayin
Ko 0Tt B0l TPETEL VoL AvaPEPOVY OTTOONTOTE 0LV O1GTY (G TPOG TNV EVTOMION 1 TN SLdpKELD)
alloppayio 6To yoTpo TovG.

H yprion g epdmag 66ong optiong tawv 600 mg kKAomdoypéing dev cuvictdtol e acbeveic pe 0&0
oTe@avVIaio cuVOpouo Yopig aviaoraon tov ST duoTpraTog Kot nAkiog >75 eT@v Ady® avénpéEvou
Kvd0Ovov atpoppayiog o ovTov Tov TANBLGUO.

AOY® TOV TEPLOPIGUEVOV KAWVIK®DV dedopévov o€ acbeveig niciog > 75 etdv pe STEMI PCI kot tov
avENUEVOL KIvohvou aipoppayiag, 1 xpnon epanas d6ong eopTiong KAomdoypéing twv 600 mg Ha
npénel va eEetaletorl pdvo petd amd eEatoukevpévn aEloAdyNon Tov KIvovvou apoppayiog Tov
acfevovg amd Tov 1Tpo.

Opoufwtiry Opouporeviky [lopepipa (TTP)

Mo omavia £xel avapepbel Opoppatikn Opopporevikn [Hopevpa (TTP) petd amd ypnon
KAOTOOYPEANG, LEPIKEG POPES LETE amd iKpng ddpketog EkBeon. Xapaktnpiletor amd Opoppomevia
KoL JUKPOOYYELOTAONTIKY GLLOAVTIKY] OVOILLLIO TOV GUVOEETOL EITE UE VEVPOLOYIKE EVPTLLOTAL, VEPPIKN
dvciettovpyia 1 pe mopetd. H TTP eivon pia Svvntikd Bovomeopoc Katdotaon mov amottel £yKoipn
aY®YT], COUTEPILOUPAVOUEVIC TNG TAOCUAPAIPEST|S.

ErnixtnTn oapopiiio

Eniktnt apoeidia £xel avapepOei petd amd ypnon g KAOTO0YPEANC. 1€ TEPINTMCELS
emPefaiopévng HELOVOUEVTG TTOPATACTG TOV YPOVOL EVEPYOTTOUNIEVNG LEPIKNG OpopfomhacTivig
(aPTT) pe M yopig arpoppayio, Tpémnel va e&etdleton ) eniktntn opoeirdio. Ot ocbeveic pe
emPeParopévn didyvoon exiktnng apopiriog Tpémnel va aviyetonilovtol Kot va Oepamedovraol and
€101K00G KoL 1) KAOTIO0YPEAT] TPEMEL VO SLOKOTTETOL.

LIlpoopoto 1oY0IUIKG OyYEIOKO EYKEPOIIKO ETELTOOIO0
o Evapln s Bepameiog
0 Xe acBeveic pe 0&0 éhaccov TAEE 1 petpiov €wg vymiov kivdvvoo IIE, n dutin
avtwonponetaiokn Bepaneio (kKhomdoypédn kot AX0) Ba tpémel va Egxva To apyOdTEPO
24 dpec PETG TNV EUEAVICT] TOV EMELGOSIOV.



0 Aev umapyovV GTOXEID OYETIKA E TNV AVOAOYiO 0QPEAOVG-KIVEDVOL TNG Bpoyvypoviog
durAng avtoponetalokng Oepangiog og acbeveig pe o0& éhaccov IAEE 1 petpiov £émg
vynAov kvdvvov ITIE, pe 16toptkd (Un TpavpaTikig) evookpdviag atoppayiog.

0 ZXg aobeveig pe un éhaccov IAEE, n povobepaneia pe khomdoypéin Oa mpénet va Eekiva
pUoVo LETA TIG TPMOTEG 7 MUEPESG OO TO EMELGOO10.

o AoOeveic ue un élacoov IAEE (NIHSS >4)
Adyo EMhetyng dedopEVMVY, 1 YN oY OUTANG AVTINHOTETAALNKN G Bepaneiag dev cuviatdton (PAETE
napypago 4.1).
o [lpooparo élacoov IAEE 1 uétpiov éw¢ vyniod kivéovov IIE oc acbeveic yia tovg omoiovg
EVOEIKVVTOL 1] TPOYpouuaTi(ETOL TOPEUSach
Agv vdpyovv dedopéEVa TOV va VITOSTNPIlovy TN ¥PNoN SUTANG AVTIOUOTETAALOKNG Bepamneiag o
aoBevelc 1o Tovg omoiovg evdeikvuTal evoapTnpekToU KapmTtidag 1 evdayyelakn Opoufektoun,
1N o€ acBeveig yio Toug omoiovg £yl Tpoypappatiotel Opoppoivon 1 avrumkrikn Oepaneio. H
OuAN avTIOOTETOAMOKY] Bepameio SV GLVIGTATAL O OVTEG TIC KOTAGTAGELS.

Kotoypwua P450 2C19 (CYP2C19)

Dapuaxoyevetikn: Xe aobeveis pe mepropiopévn petaforkr| avotnta tov CYP2C19, n
KAOTO0YPEAT OTIG CUVIGTMUEVES OOGELC GYNUATICEL AyOTEPT TOGHTNTO AT TO OPACTIKO LETAPOAITN
™G KAOTOOYPEANG Kot £l IKPOTEPN EMIOPOIGT 0TN Agttovpyia TV apomeTarinv. EEetdoelg etvar
dwbéotpeg yuo TNV Tavtonoinom tov yovotvmov tov CYP2C19.

Ene1on n khomdoypédn petaforiletarl oto dpaotikd petaforitn g ev uépet and to CYP2C19, 1
APNON POPUOKEVTIKADV TPOIOVIMV TOV 0VACTEALOVY TN dpdon Tov eviDIOL avTov Oa avapéveTal va
£YEL MG UMOTELEGHO LELOILEVE ETITESD TOV SPACTIKOV peTafoAritn tng kKhomdoypeine. H khvikn
GLOYETION TNG OAANAETIOpaoTG LTS etvar aféfan. Q¢ TpoPOAALN, 1| TAVTOYPOVY XPNON IOYLPDV M
pétplov avactoré®mv tovCYP2C19 npénet va arobappiveton (PA. mapdypoeo 4.5 yia o Aloto
avactorémv tov CYP2C19, BA. eriong mapdypoaeo 5.2).

H ypnion eappoakeutikdv tpoidvtwv mov endyovv T opdon tov CYP2C19 avapéveratl va odnynoet o
avénuéva eminedo PoPUAKOD TOV gvEPYOD UeTABOAITN TG KAomdoypéAng Kot Ba pmopovoe va
gvioyvoet Tov Kivouvvo arpoppayiog. [Ipoinmtikd, n tawtdypovn xpnon woxvpov enayoyéov CYP2C19
0o mpémel vo anobappivetar (BA. TTapdypago 4.5).

Yroorpwuoza oo CYP2CS
[Ipocoyn ypetdleton o acbeveic mov avrtipetonilovral Oepamevtikd T TOYPOVE Le KAOTIOOYPEAT Kot
QOPUOKEVTIKA TPOoidvTa OV givor vtootpmdpoate tov CYP2C8 (BA. mapdypago 4.5).

A106T00POVUEVES OVTIOPAOELS UETALD BE1EVOTVPLOVDY

Ot aoBeveic Tpémet vo a&loAoyovvTat Y10 16Topikd vepevolstnaciog oe Beievomvpdiveg (Omwg
KAOTIO0YPEAT, TIKAOTLOIVT), TPACOVYPEAT), dESOUEVOD OTL £xEl avapPePOE] S1UGTAVPOVIEVT OVTIOPOOT)
avdpeoa o Believomupidiveg (PA. mapdypapo 4.8). Ot Belevomupidives EVOEXETUL VAL TPOKAAEGOVY
Nmes £0¢ GoPapéc aAhepyKés avtidpacels OTms eEAvOnUa, ayyel00idna 1| ALOTOAOYIKEG
dloTawpovueves avTdpdoelg 0mtmg OpouPfomevia kot ovdeteponevia. Ot acbeveig mov eiyov avartvéet
TPOTYOVLEVT] OAAEPYIKT] AVTIOPOGT] KOUT OUOTOAOYIKY avTidpaoT o pia Oeievomupidivn evogyetar va
&xovv avénuévo Kivovvo avamtuéng g idtog 1 GAANG avtidpaons oe kdmola ALY Belevomupidivn.
2uvioTdTon TapaKkoAovONoN TV acBevdv e YVOoT allepyia oTig Belevomupidiveg yio onpeio
vrepevaicncioc.

Negpixi ovoiertovpyio

H Ogpomevtikn gumeipio pe kKAomdoypén gival meploptopévn oe 0o0eVELg e veEQPIKT dSucAelTovpYia.
I't' aut6 M Khomdoypédn Ba TPETEL VO YPICLUOTOLEITOL LE TPOGOYN G’ AL TOVG TOVG 0oBeveig (PA.
Tapdypoeo 4.2).

Hrozikn dvalertovpyio,

H epmepia eivon mepropiopévn oe acbeveig pe péTplo NIATIK VOGO TOL UTOPEL VAL £X0VV OLHLOPPOYIKY|
mpodiabeon. H khomdoypéln, emopévmg, Ba tpémel va yopnyeital pe mpocoyn 6' avtodg Tovg acbeveig
(BA. mapdypago 4.2).



"Exdoya

Aaxroln

Ot acBeveig pe ondvio KAnpovouikd tpofinpata dvcavesiog otn yolaktoln, TANPN aveTapKELL
AOKTAONG I KOKT amoppdenomn YALKOING-YaAakTtOiNG dev TPEMEL VAL TAPOVY OVTO TO POPLLOKEVLTIKO
TPOIOV.

Nazpio
To @appakxo avtd mepiéyel Aydtepo amd 1 mmol vatpiov (23 mg) avd dickio, ivatl ovTd TOV
ovoudlovpe «erevBepo vatpiovy.

45  AMNAemOpacES NE GALO QUPUUKEVTIKG TPOTOVTO KoL GALES pop@ég aliniemiopaong

Dapuoxevtind Tpoiovre oo ayetiloviol e Kivovvo ayoppoyios: Y mopyel avénuévog kivouvog
aoppayiag Aoy® TG dOvvnTikng afpototikng dpdonc. H tavtdypovn yopnynon QoproKELTIKOV
TPOiOVTOV oL oyeTilovTon pe Kivouvo alpoppayiog tpémet va Aapfdavovtar pe tpocoyn (PA.
napbypago 4.4).

AvTurnktikd amwo Tov 6TOUATOG: 1| GUYYOPNYNOT KAOTOOYPEANG KOl OVTITINKTIK®Y 0td TOL GTOHOTOC
dev ouvioTatol S10TL puopel vo avénoetl Ty Evracn g aoppoyiog (BA. Tapdypago 4.4). Av Ko
yxopnynon kKAomdoypéing 75 mg/muépa dev Ttpomomoince TN PaprakokvnTikn TG S-Papeapivig 1
tov INR (31e0voi¢ opolomompévng oyéonc) oe acbeveic mov Aapfdavouv pokpoypdvio Bepameio, pe
Bapeapivn, n suyyopnynon khomidoypéAng ne Bapeapivn avédvel tov kivouvo apoppayiog Aoy
aveEAPTNTOV AELTOVPYIDV TNG OLUOCTACTC.

Avoaotoleic twv vmodoyéwy e yAvkompwrteivig IIb/Ia: | KAOTO0YPEAN TPETEL VAL YPNCIUOTOLEITAL UE
wpocoyn o€ acheveic mov AauPAvouy TAVTOYPOVA OVUGTOAEIG TOV VITOSOYEWDY TNG YAVKOTPOTEIVIG
[Ib/I1Ia (BA. mapdrypago 4.4).

Axervloootixviino ol (A20): to AXO b petéfode TNV avaoTOAN TOL TPOKAAEL 1] KAOTIOOYPEAT
otV Tpokarovpevn and v ADP cuccdpevon Tov aponetaAiny, eved 1 KAOTIS0YPEAN EVIGYVOE TN
dpdion Tov AXO GTNV TPOKAAOVUEVT] OO TO KOALOYOVO GUGGMPELGT TOV ALUOTETOAWY. QoTdGO, 1
tavtoyxpovn yoprynon 500 mg AXO 600 QopEc TV NUEPA YL 1oL NILEPO, OEV ODENCE CNLOVTIKE TNV
TAPATOCT) TOV XPOVOL PONG TOL TPOKUAEITOL ATd T1 AYN NG KAOTIO0YPEANG. Mio QupHOKOSUVOLIKY
oAnienidopaon peta&d kKhomdoypéing kot AXO givor mbavr|, e amoTéAeoa TV oénoTn Tov
KvdOvoL atoppayiog. Zuvemms, n cuyxopnynot tovg Ba mpénel va yivetan pe mpocoyn (PA.
napdypoeo 4.4). Ilavtwg, n kKhomdoypéAn kot to AXO yopnyhonkay pali yio dtdotnua péypt Eva £tog
(BA. mapdypapo 5.1).

Hropivy: 6g o KAWVIKT LEAETT) TOV €YIVE GE VYU ATOWO, 1] KAOTIOOYPEAT OEV KOTEGTNGE AVOYKOio, T
petafoin g 06ong g nrapivng, ovte PHETEPare T dpdom g nropivng oty Tén. H tavtdypovn
YOPNYNON TNG NTAPIVNG OV EMNPENCE TNV OVAGTOAT TNG CLGCHPEVCNG TOV ALUOTETAAIDY TOV
pokaAleitat omd TV KAOTIS0YPEAN. Mia @oppokoduvapukn aAANAETidpacn LeTaED KAOTIO0YPEANC
Kot nroapivng etvor mhoavy, pe amotélecua TV adENGCT TOL KIVEUVOL OLLOpPPayiag. ZVUVETMS, N
cvyyopnynon tovg Oa wpémel va yiveton pe mpocsoyn| (PA. mapdypapo 4.4).

Opoufolvtind: N ACQAAELN TNG TALTOYPOVNG XOPTYNONG KAOTIO0YPEATG, EIOIKAOV 1] U] Y10 TO IVMDOES
OpoppoivTikdv Tapayovimv Kot nTapvav agloloynnke oe acbeveig pe o0 Epepaypa Tov
pvokoapdiov. H cuyvotnta epedavions KAVIKG O1UOVTIKAG o pparyiog NTov TopOUoLd [LE OUTH TOV
mapatnpnonke, otav ta OpopfoArvtikd edppoka Kot 1 nroapivn cvyyopnyndnkav pe AXO (BAéne
napbypago 4.8).

MXA®D: og o KAMvikn LeAétn Tov £yve o€ vylelg e0elovTéc, 1 TOVTOYPOVY XOPNYNOT KAOTIO0YPEANG
ka1 vorpo&évng avénoe ) AavOavovco andAELN aioTog Ao TO YOoTPEVTEPIKO. 26TOG0, AMOY® TNG
EMeyng pHeketdv aAAnAenidpaong pe Ao MEAD givol Tpog 1o TapdV AdEVKPIVIGTO GV VTTAPYEL
avénuévog Kivouvog atpoppayiog omd to yooTpevieptko pe 0Aa 1o MEAD. Xvvenmg, o MEXAD



GLUTEPTLOUPAVOUEV®Y TOV aVOGTOAL®V TNG KapPo&uAdong Cox-2 kai 1 KAomdoypéAn Ba mpémetl va
cuyyopnyovvral pe tpocoyn| (PA. mapdypopo 4.4).

SSRIs: epdcov o1 SSRIs ennpedlovv Vv gvepyomoincn TV GUOTETAAIDV Kol dVEAVOVY TOV Kivouvo
apoppayiag, N tavtoyxpovn yopnynor tv SSRIs pe khomdoypén mpénet va yivetor pe TPOcoyN.

Aldeg tawtoypoves Oepameies.

Enaywyeig too CYP2C19

Agdopévov 6t 1 KhomdoypéAn petaforiletar pepik®dg otov evepyo petafoiritn g ond 1o CYP2CI19,
N XPNOT POPUAKEVTIKMOV TPOIOVIMOV TOV EXAYOLV T SPACTIKOTNTA ALTOV TOV EVEDUOV aVOUEVETOL VO,
001 YNoOoLY o8 avENUEVA EMITESO PUPLAKOV TOV EVEPYOD UETAPOAITN TNG KAOTIOOYPEANS.

H pwpapmikivn endyet évrova 1o CYP2C19, pe amotélecpa 1060 v abENOT TOV EXUTESOV TOV
EVEPYOU HETOPOAITN KLOTOOYPEANC OGO KOL TNV OVOGTOAN TV OUOTETAAI®YV, YEYOVOS TOV E0IKOTEPQL
UTOPEL VO EVIoYOGEL TOV Kivouvo apoppayiag. I'a tpoAnntikovg Adyoug, 1 tavtdypovn xpnon
woyvpmv enaywyiéwv CYP2C19 Oa npénet va amoBappovetat (BA. mapdaypogo 4.4).

Avactoieic tov CYP2C19

Emne1on n khomdoypédn petaPoriletar ev pépet péow tov CYP2C19 yua va Tpoxvyet o dpactikdg
UETABOAITNG TNG, M XPNOT POPUOKEVTIKDV TPOIOVIMY TOV AVOGTEAAOVV T Opdior avtod Tov evihov
avapévetor 0Tt Ba £xel G amoTELECILO LEWWHEV ETITESQ TOV POCTIKOD LeTaPoAiTn TG
KAomidoypéAne. H kKhvikn cvoyétion g aAAnAenidpoaonc avtng sivor aféfain. Qg mpoporaén, 1
TAVTOYPOVT] YPNON 1oXVP®V N uéTpLmv avactorény tov CYP2C19 npénet va amobappiverar (PA.
Tapoypaeovg 4.4 kat 5.2).

DoppoakevTikd Tpoidvta mov gival woyvpoi N pérplot avactoreic tov CYP2C19 neprappdvouv, yio
TOPASEY L, TNV OUETPALOAT Kot TNV E0OUETPAlOAT, TN @AovPo&apuivn, T elovoéetivn,
pokAofepion, t Popucovaloin, Tn erovkovaloAn, TNV TikAomdivn, tnv kapPapalenivn Kot v
epaPipévin.

Avaoroleic e AvtAiag Hpwroviwv (AAID):

H yopniynon 80 mg openpalding epdnal nuepnoimg, ite otov 1810 Xpovo pe TV KAomdoypérn, gite
ue 12 dpec petald tov yopnynoemv tov 600 gopudkov, peiwce v £kBecr Tov dpacTikon
petafoiit kot 45% (660m eoptiong) kot 40% (d6om cuvipnong). H peiowon oyetiotre pe 39%
(060m eoptiong) Kat 21% (36om cLVTIPNONG) LEIMON TNG OVAIGTOANG TG GLGCMPEVCTG TMV
oponeToriov. H ecopenpaldin avapévetol va xel TopOpolo GAANAETIOPAGT LE TNV KAOTIOOYPEAT).

AVTIQATIKA OEDOUEVE V1Ol TIG KAVIKEG ETTAOKES OLTNG TNG POPUOKOKIVITIKNG
(OK)/pappaxodvvaptkng (PA) arinienidpaong avapopikd pe peilova kapdiayyelakd coppapata
&yovv ovapepOel amd peléteg Tapatnpnong Kot KMviKEG HeAETes. Qg mpo@OAaln, 1 TavTdYPOV
PN oM OHETPAOANG 1) ecopenpaloing Tpémel va amobappivetatl (BA. Tapdypago 4.4).

Arydtepo €vioveg pewmoelg g £kBeomng Tov petaforitn £xel mopatnpnOel pe v mavronpaldin
AaveompalOAn.

O1 GLYKEVIPDOGELG GTO TAAGLA TOV dPOCTIKOD peTafoAritn peimbnke katd 20% (d6on eoOpTIoNS) Kot
Kot 14% (860m cuvtpnong) Katd T SdpKeL TNG TOVTOYPOVIG oy®yNs te 80 mg mavtompalding
eamos nuepncimg. Avtd cuoyeTioTNKE e HelmON TS HECTG AVOGTOANG TG GVGCOPELGNE TOV
oponetariov kotd 15% kot 11%, avtictoyo. To arotelécpata avtd deiyvouv 0Ti 1 KAOTO0YPEAN
umopel va yopnyeiton pe tnv mavtompaloin.

Agv vtapyovv otoryeia OTL GAAN PAPUAKEVLTIKA TPOIOVTO TOL LELOMVOVV Ta YOOTPIKA 0&€a Ommg ot H2
OTOKAEIOTEG 1] TOL AvTIOEIVOL EMNPEALOVY TNV OVTIHOTETAAAKT] dpaoT TG KAOTOOYPEANG.

Evioyvuévn avupetpoixn Oepomeia (ART):
Ot acBeveig pe HIV mov vrofdirovror oe evioyopévn avtipetpoikn Oepaneia (ART) dwutpéyovv
VYNAS KivOuvo EUPAVIONS Oy YELOK®Y GUUPAIATOV.



"Exer mapatnpnOet onpovikn peimwon e avactolng tov aponetarMmv o acbevelg ue HIV mov
éhoPav Bepamreia pe prrovafipn M pe koumoiotdrn - evioyvpuévn ART Bepamneia. [Tapoio mov n
KAVIKT] GUVAQPELD, 0VTOV TOV eupnudTev eivar aféfom, vip&av avBdpunteg avapopic achevav pe
HIV mov vrofAndnkav ce aywyn pe prtovafipn, evioyvpévn ART, ot onoiot epepdvicay
EMAVOOTEVOOT LETA amd TN Avom TG omdepaéng 1 HETA amd Bpoufmtikd couPapio vod
TPOYPAPPATIGUEVNG Bepameiog @OpTiong pe KhomdoypéAn. H pnéon avaoctodn tov aiponetoMaov
umopel va pelmbel pe tnv tawtdypovn xpnon KAOTIS0YpEANG KUl prrovaPipng. ZUVETMG, 1 TAVTOYPOVN
ypnomn KhomidoypéAng ne evioyovpévn ART Bepaneio Oo tpémet vo amobappuvoet.

AlLa papuoxevtird mpoiovra:

"Evag apBpog KMvik@v peAetdv Exouvv yivel pe tnv KAomdoypEAn Kot GALa cuyxop1yodUEVA
QOPUOKEVTIKA TPOIOVTA, MOTE VA, EpeLVNOEL 1 SLVATOTNTO PAPUOKOSVVOUIKOV KOl QUPLOKOKIVI TIK®DY
oAANAETIOPAGEDV. AgV TOPATNPHONKOY KAIVIKG CNUOVTIKEG QAPUOKOSVVOUIKES OAANAETIOPACELS,
otav 1 KAOTO0YpEAT GuYXopNYRONKE Le aTEVOAOLN, VIPESTTivN, 1 LE GUVOLOCUO OTEVOAOANG Kol
vipedumivic.

EmmAéov, n poappoakodvuvapukn dpdor g KAOTOoypEANG deV EMNPEAGTIKE CNUAVTIKA LE TN
cvyyopnynon eowvofopPrtding 1 01GTPOYOV@V.

H pappokokivntiki g dtyo&ivng 1 g Bgo@uArivng de petafAndnke pe ™ cvyyopynon g
Khomdoypéne. Ta avtio&iva de petéfaray to Pabud e amoppdenong g KAOTO0YPEANG.

Agdopéva and v perétn CAPRIE vrodeikvoovy 6t 1 @atvutoivn Kat 1 ToABovTapion, ot omoieg
petaporilovtar and to CYP2C9, pmopovv va suyyopnynbodv pe ac@areia Le TV KAOTIOOYPEAN.

Doppokevtikd Tpoidvia mov givar vrootpodpata tov CYP2C8: H khomidoypéin €xet derybel 611
av&davel v ékbeon ot penaylvidn og vyieic ebelovtéc. Meléteg in Vitro éxovv dgiet 6t M avénon
g €kBeong ot pemayAvion gival Adyo g avactoing Tov CYP2CS8 and 10 yAvkovpoviko
petafoiitn g kKhomdoypéing. E&attiog tov kivdhvov avénpévmy GUYKEVIPOCE®MY GTO TAAGHA, 1|
TOVTOYPOVT YOPYNON KAOTOOYPEANG Kol @apuakmv oL exkafapiloviol kupimg pécm petafoicpon
a6 1o CYP2CS (m.y., pemoyAwvidn, moxhtagédn) mpénel va yiveton pe mpocoyn (Bi. mapdypago 4.4).

Ext6g and 11g mAnpopopieg Yot aAANAETIOPAGELS e GUYKEKPLUEVH PAPULOKEVTIKA TPOIOVTO TTOV
TEPLYPAPOVTUL TAPOTAV®, eV Exovv dekaydel peléteg aAnienidpaong TG KAOTIOOYPEANG e PEPIKA
QOPUOKEVTIKG TPOTOVTA TOV YOPNYoUVTAL cLYVA GE acheveic pe aptnplobpouPotikn achévela.
Qo16060, aceveic TOv cvupeTeiyay oTIG KMVIKEG HEAETEG e TNV KAOTIO0YPEAT Elafav pia mowkiiio
GLYYOPNYOVUEVOV QUPUAKEVTIKDV TPOTOVIMV GCUUTEPIAALPOVOLEVOV TV JLOVPNTIKAOV, TV -
OVOGTOAEMY, TOV AVTOY®VIGTOV TOV UETATPENTIKOV eVEDUOD TNG ayyelotacivng (avactoieic MEA),
TOV OVTAYOVIGTOV SI0OA®V aoBecTion, TOV TOPAYOVIOV LEIMONG TOV EMTES®V YOANOTEPOANG, TOV
OYYELOOOCTUATIKAOV TMV GTEPAVINI®V AYYEI®V, TOV avTIOPNTIKOV TapaydvTov
(cvumepriapfovoprévng T tVGOVAIVIG), TOV AVTIETIANTTIKOV TOPUYOVIOV KOl TMV OVIOYOVIGTOV
TV VTodoYE®V TG YAvKompmteivng 1Ib/Illa ywpig evpRpota KAVIKE GNUAVTIKOV avETIOOUNTOV
OAANAETIOPAGEWDV.

Onwg kot pe dAlovg omd Tov 6TOUATOG 0avaoTOAEC P2Y 12, 1 cuyxopynomn ay®vicTOV OTIOEBOV EYEL
1 SvvaTOTNTO VO KOOLGTEPNGEL KOl VO LELOGEL TNV AToppOPNoN TNG KAOTIO0YPEANG THOVMDG AOY®
¢ Ppadeiog yaotpikng kévoons. H kAvikn onupocio dev eivar yvootn. EEetdote T yprion evog
TOPEVTEPTKOD OVTIOUOTETOAOKOD TapayovTa o€ aodeveig pe 0&D 6Te@AVINio GUVOPOUO TOV OTALTOVV
GLYYOPNYNON HOPOIVIG 1 GAA®V AYOVIGTMV OTIOEOMV.

PocovBaoctativn: H khomdoypéin €xel derybel 1L av&dver tnv ékBeon otn posovPactativn o
acbeveig katd 2 popég (AUC) ko 1,3 @opég (Cmax) HeTd T yoprynomn doong khomdoypéing 300 mg
ro kotd 1,4 popég (AUC) ywpic enidpacn 6t Cmax LETA ATO EMOVOAALPOVOLLEVT YOPNYNON LIOG
doomg KhomdoypEAng 75 mg.

4.6 TovipétnTa, KOO KOt yohovyia



Kvnon

Eme1dn dev vmdpyovv KAviKG dedopéva oYeTiKa Le v £€kBeon otnv KAOTO0YpEAN KaTd TV
€YKVHOoHVN, eival TPOTIWHTEPO VO 1N ¥PNCILOTTOLEITOL 1] KAOTLOOYPEAT KOTA TN O18pKEL TNG
EYKVLOGUVNG MG LETPO TPOPUAAENG.

Meléteg oe (Do dev KATESEIEAY AUETEG 1) EMECEG EMKIVOVVEG ETUTTOCELS GTIV EYKVLLOCVVT], OTNV
avamtuén Tov euPpHov, GToV TOKETO 1 6T peTayevvnTiky ovartuén (BA. Tapdypao 5.3).

OnAacpodg
Elvar dyvooto v 1 KhomidoypéAn anekkpivetal 6to avOpamivo untpikd yaia. Meréteg oe {ma

KATESEIEOV AMEKKPLOT TNG KAOTIOOYPEANG GTO UNTPIKO YAAQ. Q¢ HETPO TpoPOAAENC, 1| Yokovyia Oev
Oa mpémel vo cuveyileton katd ™ didpketa g Bepameiog pe to Clopidogrel Teva.

Tovipdnto
H xhomdoypéin dev Exet kKataderyOel 0TL ennpedlel T yovipotnta oe peréteg pe (ma.

4.7 EmopAaceis 6Ty IKAvOTTA 001Y161)G KO (EIPIGHOV PN UVIILATOV

H «lomdoypéin dev £xel Kapud 1 £yl 0CUAVTN EXLOPACT OTNV IKAVOTNTO 031 YNONG KOt YEIPIGHLOD
UnovnuaToy.

4.8 AvemOovunteg evépyeleg
LHepiinyn tov mpoeil aopdlelog

H aocpdieia g kKhomdoypéing a&toroyndnke og mepiocdtepovg and 44.000 acbeveic mov Exovv
GUUUETACYEL 6€ KMVIKEG peAéTeg, cupmeptiapfavopévov teptocdtepwv and 12.000 acBevdv mov
éxavay Bepameia yuo 1 xpovo 1 mePIocOTEPO. ZVVOAIKA, 1 KAOTIO0YPEAT 75 mg nuepncimg oy
ovykpioyn pe to AZO 325 mg nuepnoimg otn perétn CAPRIE, aveEaptnra amd v nAic, To ¢pOAo
KoL T eUAN. Ot KAWVIKA GYETIKEG LLE TO PAPLLOKO OVETIOVUNTEG EVEPYELEG TTOV TOPATNPNONKOV OTIG
ueréteg CAPRIE, CURE, CLARITY, COMMIT kot ACTIVE-A meprypdpovtan mapaxdtm. Eni tAéov
g epmepiog amd Tig KAMVIKEG HeAETEC, avemBounteg evépyeleg £xovv eniong avapepbei avbopuntmg.

H owoppayia eivar 1) mo cvyvn avtidopacn mov avagépOnie 1060 e KAMVIKEG LEAETEC OGO KOl e
Baon v gumepio HETE TNV KLKAOQOPIO TOL TPOIOVTOG GTNV ayopd, OTOV avapEpOnke Kuping Katd
T S1dpKELD TOV TPMOTOL UAVa. TG Bepameiog.

e aoBeveic g nerétng CAPRIE mov éhafav Oepaneia eite pe khomdoypéin eite pe AXO, n
GUVOAIKT cuyvotnta kabe gidovg apoppayiag ntav 9,3%. H cvyvomta gpedvions copfapdv
TEPLOTATIKMOV NTAV TOPOLOL Y1 TV KAOTIO0YPEAN Kot To AXO.

>t pekétn CURE, dev mapovoidotnkoy emmAéov peiloveg apoppayieg e Tov cuvovaouod
Khomdoypéing pe AXO o€ didotnpua 7 nuep@V LeTE TV EXEUPOCT AOPTOGTEPAVIOLINS TAPAKALYTS,
o€ acbeveig mov otapdtnooay  Bepancio TeP1ocdTEPEC OO S5 NUEPES TPV TN YEPOVPYIKY EXEUPACT.
Y& aoBeveic mov cuvE IGAY TNV ay®YN EVTOG S NUEPDOV TPV TNV ETEUPOCT) AOPTOGTEPAVIOING
TOPAKOLYTG, | CLYVOTNTA TV ENEIG0diV NTav 9,6% Yo TV Khomdoypéin pe AZO kot 6,3% yo to
gKovikd pdppoko pe AXO.

¥t pekétn CLARITY, vanpye cuvoAikn adénoT Tov aoppaytdv 6TV opado KAOTIO0YPEANS LE
AX0 évavtt g opdadag ikovikod eappaxov pe AXO. H cuyvotmnta eppdviong peiovog apoppayiog
nrav mopdpota pHetald tov oo opddwv. Ta amoteléopuatTa avTA 1oYHOVLV KO Y10 TIC VITOONAIES
ac0evav 0mmg opilovTol amd YOPUKTNPLOTIKA avapopag Kot arnd Tov TOTo Tng epaneiag pe
Opoppoivtikd N nropivn.

¥ pekétn COMMIT, 10 GUVOAIKO TOGOGTO [N EYKEPUAKNG Heilovog apoppayiog 1 EYKEQPOMKNG
aopparyiog NTay YoUNAd Kot TopOHolo EVIOG TV dVO OUAd®V.

10



2 peiétn ACTIVE-A, to moc0ot6 g peilovog aproppayiog Tov LeyoAdTEPO TNV opdda g
KAomdoypéAng + AZO £vavtt TG opddag e1KOVIKOL papudaxov (6,7% évavtt 4,3%). H peilov
aoppayio NTav Kupimg eEmKpavIaKng TpoéAenong Kot oTic dVo opdades (5,3% oty opdda
Khomdoypéing + AXO- 3,5% otnv opdda eukovikov eoppdikov + AX0), Kupimg omd To YOoTPEVTEPIKO
colMva (3,5% évavtt 1,8%). Yrnpée o abEnon tng evOoKpavIaKNG OLoppayios 6TV Opada aymyng
pe KAomdoypEAN + AXO cuykpvOUEVT LE TNV Opdda E1KOVIKOD goappdikov + AX0 (1,4% évavtt 0,8%
avtiototya). Aev VINPEE GTATIGTIKG CNUAVTIKY] S10POPE GTO TOCOGTA TV BAvaTNPOPOV ALOPPAYIOV
(1,1% oty opdda khomdoypéing + AZO kot 0,7% otnv opdda gikovikod eappdakov + AX0) Kot Tov
alpoppaykod ayysakol eykepaiikov enetcodiov (0,8% xot 0,6%, aviictorya) petatd Tmv opddwv.

2ty perétn TARDIS, ot acBevelg pe mpdo@aTo 10YX0UIKO EYKEPAAIKO ETEITOI0 TOV EAAPOV EVTUTIKY|
avTioponetalokn Oepamneia pe Tpia approkevTikd Tpoidovia (AXO + khomdoypédn + SmuptdapdAn)
EUPAVIGOV TEPIGGOTEPN aLOppayio Kot opopporyic HeyaAdTepNg GoPapodTnTag 08 GUYKPION EITE PE
povoBepaneio pe kKAomdoypéAn gite pe cuvdvacpd AXO kot SurvpdapdAns (TpocapLOGLLEVO KOO
OR 2,54, 95% CI 2,05-3,16, p<0,0001).

Karaloyog twv ovemBountwv evepyeiawv oe Loppi mivoko,

AvemBountec evépyeleg Tov gite EREAVIGTNKAY KATA TN O18PKELN TOV KAVIKOV LELETOV glte
avaeépOnkav avbopuntog Tapovcidlovtal 6tov Tivaka Tov akoiovdel. H cuyvotntd toug opileton
pe Baon 115 akorovdeg mapadoyés: cuyvég (=1/100 éwg <1/10)- oyt ovyvég (=1/1.000 €mg <1/100)-
onavieg (>1/10.000 £mc <1/1.000)- molv omdvies (<1/10.000), pn yvootég (dev pmopodv va
exTiunBovv pe Baon ta dabéoipa dedopéva). Evtog kabe katnyopiog cuyvotntog epLedviong, o
avemBounteg evépyeieg mapatifevion Katd pdivovoa celpd coPapotnTog.

Kotnyopia Yoyvég Oy ovyvég Yravieg IMoA0 omavieg, pn
Opyavov YVOOTES
YUGTHHOTOG
Awtapayég Tov OpopPomnevia, Ovdeteponevia, ®OpopPotikn
OO0 TIKOD Aevkomevia, ovumeptiappavo- | Bpopfomevikn
KoL TOV NOGWOPIAN UEVIC TNG mopovpa (TTP) (PA.
AEHOUCOD cofopng Tapdypoeo 4.4),
GUOTNLOTOC 0VOETEPOTEVING OTAQCTIKY avaipio,
TOVKLTTOPOTEVIM,
OKOKKLOKLTTOPOLUD,
cofapn Opopponevia,
EMKTNTN apoPiMia A,
KOKKLOKLTTOPOTEVIL,
ovoupiol
Koapdiokég Xvvopopo Kounis
drataparyEc (ayyeloovomooTIKN)
oAhepykn otnOayym/
oAAePYIKO EUQpOyLLOL

TOL HLOKPSioV) GTO
mhaiolo avtidpacng
vrepevarcinociog Aoy
¢ KAomdoypéinc*

Awotapoyég Tov
0VOGOTONTIKOD
GUGTNLOTOG

Opovooia,
OVOPLANKTOELDELG
avTdpacelc,
POPUOKEVTIKT
vrepevansnoio Adym
dotavpovuEVg
avtidpaong avapeca
o€ Belevomopidivec
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Kotnyopia Yoyvéc Oy ovyvég Xravieg IMo\¥ omavieg, pn
Opyévov YVOOTECH
YVGTHHOTOG
(6mwg T omidivn,
TpoacovypEAn) (PA.
Tapdypoeo 4.4)*,
0VTO0dVoG0 GHVOPOLLO
KOTA IVGOLAIVIG, TTOV
umopel va 001 yNoeL o€
coPapn vroyAvkoia,
Wwitepa o aobeveig
pe vedétomo HLA
DRAA4 (w0 ouyvo otov
OTOVIKO TANOLGLO)*
Yoylatpikég Yevdachnoels,
dratapayEc oLYYLoN
Awotapoyég Tov Evdoxpaviokn Awtapoyéc g
VELPKOV opoppayio yevong, ayevuoia
GLOTNLOTOG (avaeépOniav
OPICLEVEC
MEPIMTAOGELG LLE
Boavatneopo ékPaocn),
KePaAaAyia,
napoacOnoia, CoAn
OpBoipuécg Ayoppayieg Tov
SloTapayEg 0pBoipon
(emmepuKOTOG,
evoopOaALLa,
AUPIPANGTPOEBOVS)
Awtapoyég Tov Tayyog
®TOG KL TOV
AafopivBov
Avyyelokég Aydtopo Yofapn apoppayia,
SloTapayEg ooppayio and to
EYXEPNTIKO TPOV L,
ayyeutida, vwoToon
Awrtopayés tov | Emiotaén Awoppayio amd v
OVOTTVEVGTIKOV OVOTTVEVGTIKT 000
GUOTNOTOG, (oapdmTvon,
Tov Odpaka Kot TIVEVLOVIKT]
TOV ooppayia),
pecobwpakiov Bpoyyxdomacpog,
dugpeon vevpovitido,
NOGIVOPIAIKY|
TVELLLOVIOL
Awtapoyéc tov | Awoppayio tov | Faotpikd éhkog kot OmcbBoneprrovai- | ['aotpevrepikn kot
YOGTPEVTIEPIKOV | yooTpevtept- d®OEKAOAKTUAIKO K1 opopparyio ome00TEPITOVAIKT
KOV GOANVA, é\Kog, yaotpitida, aopparyio pe
dlappota, éuetog, vavtia, Bavatneopo ékPaon,
KotMoko dAyog, | duvokotlot T, TOYKPEOTITION,
dvomeyia LETEMPIOUOG KOAiTIOO
(ocvumepriapPovo-
UEVNC TNG EAKMOOVG M
AELPOKVTTAPIKNG
KOALTIONG),
GTOUATITION
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Kotnyopia Yoyvéc Oy ovyvég Xravieg IMo\¥ omavieg, pn
Opyévov YVOOTECH
YVGTHHOTOG
Awotapoyég Tov Oé&gla nrotikn
NTATOG KOl TOV avemapKeLD, NIATiTION,
YOANPOP®V 1] PUGIOAOYIKEG
SoKILOGTIEG NTOTIKNAG
Agttovpyiog
Awrtopayég tov | Molomag E&avOnpa, kvnouoe, [MoppoAivymong
OEPHOTOG K apoppayio amd To deppotitidoa (To&kn
TOV VITOSOPLOV dépua (Topevpa) EMOEPUIKT VEKPOAVOT),
1670V ovvdpopo Stevens-
Johnson, ToAvpOpPO
gpvON U, oeia
YEVIKELUEVT
eEavOnpotikn
QAVKTOIVOOT
(OT'E®)),
ayyelooidnua,
cvVdpouo
QOPUOKOETOYDUEVNG
vrepevansnoiag,
POPUOKEVTIKO
eEavonua pe
NOGIVOQIAa Kot
GUGTNHOTIK
GUUTTOLOTOL
(DRESS),
epuOnuoTddEC N
ATOPOMOMTIKO
eEavOnua, kvidwon,
éxlepa, oparog
AENVOG
Awotapoyég TIMovowopoaotio
OV
OVaTOPAY®YL-
KOV
GUGTNLOTOG
KOt TOV
LOGTOV
Awotapoyég Tov MvoockereTikn
HVOGKEAETIKOD ooppayio
GLOTHOTOG KOl (aipopBpo), apbpitida,
TOV GUVOETIKOD apBparyia, poolyio
1670V
Awotapoyéc Tov Awatovpio ZREPAUATOVEPPITL-
VEQPOV KL TOV da, avénuévn
oVPOPOPWV KpeaTIvivn aipotog
000V
Tevucég Aoppoyio TTvpetdg
dwtapayéc ko | otn 0éon
KOTAOTAGELS TNG | TOPAKEVTNOTG

0000 yopNynong
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Kotnyopia Yoyvéc Oy ovyvég Xravieg IMo\¥ omavieg, pn
Opyévov YVOOTECH
YVGTHHOTOG
"Epevveg [Mopatetapévog
XPOVOS porg,
LE®UEVOG aplBpog
0VOETEPOPIADY,
UE®UEVOS aplBudg
OULOTETOM MV

* TIAnpopopieg mov cyetiloviat e TV KAOTIOOYPEA LUE «LUT YVOGT» GLYVOTNTO.

Avapopd TBavoA0yoLUEVOV ovETBOUNTOV EVEPYELDV

H avapopd mbavoroyoduevev averiBountov VEPYEIOV HETA amd TN YOPNYNOT AOEWG KUKAOPOPIOG
TOVL QUPUOKEVTIKOD TPOIOVTOC eivarl onpavtikn. Emutpénel ) ocvveyn mopoakolovOnorn e oyéong
0QEAOVG-KIVOUVOL TOV  (QUPUOKEVTIKOD TPOiOVTOC. Znteitol amd Tovg emayyeAuatiec vyelag va
avaPEPOLVY OTOEGONTOTE TOUVOLOYOVUEVEG OVETBVUNTEG EVEPYEIEG HECH TOV €OVIKOD GLGTHUOTOG
avapopdg tov avaypdeetot 6to Hopdptmua V.

49 Yrnepdoooloyia

Yrepdocoroyia LETE amd YOp1nYNoT KAOTO0YPEAING LWTopEL va, 00N YNOEL O TOPATACT) TOL YPOHVOL
pon¢ Kal emakOAoveG apoppayikéc emmiokés. Eqv mapatnpnBovv arpoppayiec Oa mpémetl va
e€etaotel mow eivor 1 KATAAANAN oryy™.

Agv €yer Bpebel avtidoTo TG PapUAKOAOYIKNG OpAcNG TNG KAOTd0oYpéANG. Edv amotteiton dueon
010pHwoN TV TOPATETAUEVOL ¥POVOL PONC, 1| LETAYYIOT ALULOTETOMMY UTOPEL VO AVACTPEWYEL TA,
TOTELECUOTA TG KAOTILOOYPEANG.

5. DOAPMAKOAOTI'IKEY IAIOTHTEX
51 ®@appokodovopikEs 1010TNTEG

Ddoppokobepanentikn katnyopio: AviidpoufotiKol TapdyovTeS, OVAGTOAEL GVCCOPEVONG
apometariov ektoc nropivng, kwdikog ATC: BO1ACO04.

Mnyoviouog dpdiong

H xchomdoypéin eivar éva mpoedppako, £vag amd Tovg LETAPOAITEG TOL OO0V EIVaL AVAGTOAENS TNG
GVOCMPEVONC TOV OpoTETOAIWV. H KAomdoypéAn mpénel va petaforotel amd ta Evioua Tov
CYP450 yia vo mopdéet To dpaoTikod LETAPOAITN TOV AVAGTEALEL TN GLGGMPEVGT TOV CULOTETAAIWDV.
O dpooTikdg pHetafoAitng TG KAOTIOOYPEANG EKAEKTIKA OVAGTEALEL T 6VLELEN TG SUPOCPOPIKNG
adevooivng (ADP) pe tov vrodoyéa P2Y 12 twv apometariov Kot tnv emakolovdn evepyomoinon,
uéom g ADP, tov cupmiéyuartog g yAvkorpwteivng GPIIb/Illa, avactéAlovtag pe tov Tpdmo avtd
1 GUGGMPEVCT TOV UUOTETAAIOV. AGY® TNG U1 avooTPEYIUNG cVLEVENG, Ta ekTEDEEVAL
apomeTdAe enNnpealovTal Yio To VITOAOUTO ToV YpdvoL LmNg Tovg (katd Tpocéyyion 7-10 nuépeg) ko
1N GVAKTNOT TS PLGLOAOYIKNG AEITOVPYIOG TV OUOTETAAI®Y cvuuPaivel pe puBuod avaioyo e to
pLOUd avavémong tov aponetariov. H cuecmpevon tov aponetarlioy, Tov TpoKaieital amd
ayoviotég dAlovg and v ADP, avaotéldetat, emiong, ond TNV TopeUTOSIoN TNG EVIGKLONG TNG
gvepyomoinong amd v ameievbepovpevn ADP.

Eme1dn o dpacticog petaforitng mpoxvmtet amod ta évivpa tov CYP4A50, opiopéva amod ta omoio
TALPOLGIALOVV TOAVUOPPICLOVG 1] VITOKEIVTOL GE OVOLGTOAT OO GALO QOPHOKEVTIKA TPOidVTa, OV Oa
£€yovv 6A01 01 0oBeVeElg EMOPKN AVOICTOAN TOV ALLOTETAAWDV.

Dopuokodvvaukéc ETOPAGELS

Enavaiapfoavopeveg d6celg v 75 mg tnv NUEPO TPOKAAEGOY GNUOVTIKT OVOCTOAN TNG
mpokalovpevng and v ADP cuccdpevong tov aiponetoriov and m npdtny npépa. H avactoin
vt ovéndnke TpoodevTiKd Kol EpTace o€ otafepd emimeda HETAED TNg 3G Kot 7ng Nuépag. X
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

oTabep| KATAGTAGT, 1) AVOCTOAN TNG AUOTETAALNKTG GLGCMPEVGTG TOV TOPATIPHONKE e dOON

75 mg v nuépa, ftav g 1aEng tov 40% £wc 60%. H cvoodpevon tmv arpometaiiov kot 0 ypovog
pon¢ emaviABoY GTAd10KA OTO OPYIKA EMITEDD, YEVIKA LEGA GE 5 NUEPES LETA TN OLOKOTN TNG
Oepaneiog.

KhMvikr) anotedeopotikdtnta kol acQAaieLn

H acpddeio kot 1 amoTtelecpaTIKOTNTO TG KAOTIO0YPEANG ExEl a&loloynbei oe 7 SumAEC-TUOAES
peAéteg oTig omoieg cuppeteiyay mévo arnd 100.000 acbeveic: n CAPRIE, pia peiét odykpiong g
KAomidoypéAng évavtt tov AXO kot ot CURE, CLARITY, COMMIT, CHANCE, POINT kot
ACTIVE-A, puehéteg o0yKpIong g KAOTO0YPEANG EVOVTL EIKOVIKOD QUPILAKOV, OTTOV Kol T0, 60O
QOPUAKEVTIKG TPOTOVTA YopnyHoNnKay og cuvdovacud pe AZO ko GAAN cvykekpuévn Bepameia.

LHlpoopato Euppoyuo Tov HDOKAPILOD, TPOGPATO CYYEINKO EYKEPAAKO ETEICOOL0 1 EYKATEGTHUEVN
TEPLPEPIKN OPTHPLOKT VOOOS

H perétn CAPRIE counepiédafe 19.185 acbeveig e aptnpobpoufwon, mov eiye ekdnlmOel pe
TPOGPATO ERPEPAYIO LLOKAPOIoV (<35 NuéPES), TPOGPATO 1oYOLUKO OYYELOKO EYKEPAAIKO ENTEIGOS10
(peta&d 7 nuépeg kot 6 unveg) N eykateotnuévn Tepipeptkn aptnploky voco (ITAN). ‘Eywve
TVYOOTTOINGN TV acBevdV o€ opadec KAoTdoYpEANG 75 mg/muépa 1 AZO 325 mg/muépa Kot n
mapakorovOnon dmpkese Yo 1 £wg 3 xpodvia. ZTnv vrooudda e EPEPayLO TOL HVokapdiov, ot
neplocdTEPOL 0o Toug aobeveic Elafav AXO yia Tig TpdTEG Alyeg NUEPEG META TO 0&D EUPPAYLLO. TOV
pvoxapdiov.

H xhomdoypédn peiwoe onpavtikd T cuyvotnta ELEAVIong VEOV IGYULUIKOV ENEIc0dinV (cuvBETO
TeEMKO onpelo a&loAdyNoNg ELEPAYUATOS TOV LLOKAPIIO, IGYULIKOD AyYEWKOD EYKEQOUAIKOD
EMELG0010L Kal Kopdtayyelokol Bavatov) cuykpvopevn pe AXO. Xpnollomoidvtag T0 LOVIELO
OTATIGTIKNG AVAALONG e oKomd TNV Bepameia, 939 eneicdd1a £ETAGTNKAV GTNV OUAOO TNG
Khomdoypéing, kot 1.020 encioddio pe AXO (peimon tov oyetikov kivdvvov (RRR) 8,7%, [95% CI:
0,2 ég 16,4], p =0,045), mov avaroywd onpaivetl 6t o€ kaOe 1.000 acbeveic mov Elafav aywyn ent 2
xpovia avtiotoryovv 10 [CI: 0 éwg 20] emmpodcheTor acHeveilg Tov TPoPLALYONKAY amd VEO 15YALUKO
eME00610. AVAAVOT| TG GUVOAIKNG BVNoUoTNTOG OC dELTEPEVOV KATAANKTIKO onueio dev £deiée
Koo onUavTiKn dtapopd peta&d g KAomdoypeing (5,8%) kat tov AZO (6,0%).

e [o ovaAvoT VTOOUAd®Y avE KATAGTACT] (EUGPAYLLN TOL HVOKAPOIOV, IGYOUKO Oy YELNKO
eykePaAko enelsodto kat ITAN) to 6¢pelog amodeiybnke péyloto (ETTLYYAVOVTOG GTUTIOTIKN SLPOpPd
p=0,003) o€ acbeveig mov elyav cuopmepiinedei Loyo ITAN (18iwc o€ ekeivovg mov giyav emiong
16TOPIKO ePPpdypatog Tov pvokapdiov) (RRR=23,7%, CI: 8,9 éwc 36,2) kot pikpotepo (ot
ONUAVTIKG dtapopeTikd amd AX0) og acbeveig pe ayyeloko eykepaikd enelco6dio (RRR=7,3%, CI: -
5,7 ¢wg 18,7 [p=0,258]). Xe acbeveic mov giyav coumepiinedel otn perétn pe udvn artioAoyio
TPOCPUTOL EUPPAYLLATOS TOV LLOKOPI0V, 1) KAOTSOYpEAN NTaV aplBunTiKd Katdtepn oAAd ywpig
OTUTIOTIKA onpavTiky otapopd and To AXO (RRR=-4,0%, CI: -22,5 éwc 11,7 [p=0,639]). Emumiéov, n
avéAivon piog vroopddog pe Paorn v nhkia £0e1&e O6TL To OPELOG amd TNV KAOTIO0YPEAT o€ acbeveig
ave TV 75 eTdv NTov KpdTeEPo amd gkeivo mov mapatnpndnke og acOeveic <75 etdv.

Emedn n pedétn CAPRIE dev Ntav og 0¢om vol eKTIUNGEL TNV OTOTEAECUATIKOTNTO TOV XL HEPOLE
VTOOUAS®V, OEV EIVOL GOPES EAV O1 SLUPOPEG OTN GYETIKT EAATTMOGCT TOL KIVODVOL GTIG VITOOUAOES LUE
KOTAOTACT) £IVOL TPOYUOTIKES, 1] ATOTEAEG LA TOYNC.

O&b arepoviaio ovvipouo

H perétn CURE ocvpmepiérafe 12.562 acbeveig pe 0EH otepaviaio cOVOPOLo Ymwpic avACTOCT) TOV
dwotuatog ST (aotadn otndayym M Epepayura Tov pookapdiov yopic kbpa Q) mov TpooHAbav péca
o€ 24 ®peg PLeTd TNV ELPAVION TOL 10 TPOGPOATOV ENELGOSIOV TPOKAPSIOV AAYOVG 1] GUUTTOUATOV
ovpPatdv pe wyorpioa. O aoBeveic amottnOnke va £xovv €ite NAEKTPOKAPIIOYPAPIKES LETAPBOAES
ovppatég pe véa woyaipio N avénon tev kapdiakmv eviiuwv 1 tportovivng I q T tovAdyietov dvo
QOPEC TAV® 0 TO AVMTATO PLGLOA0YIKO Optlo. Ot acbeveig TuyatoTOM OOV GE KAOTIO0YPEAT

(300 mg 860n @opTIong axodovBovuevn amd 75 mgMmuepnoing, N=6.259) 1| etkovikd AapLoKO
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(N=6.303), ko1 Ta 300 yopnyndnkav oe cuvovacud pe AX0 (75-325 mg epana nuepnoing) Kot
aAleg xabepopéveg aywyés. Ot aocheveic ftav vd aywmyn péxpt kar Eva xpovo. Xt perétn CURE, og
823 (6,6%) acBeveig cuyyopnyndnKav avioyoviotés Tov vrodoxéwv YAvkonpoteivng IIb/I1a.
Hrapiveg yopnyndnkav oe nepiocdtepo amd 1o 90% tov acbevdv Kot 0 GYETIKOC pLOUOG a1poppayiog
peTa&l KAOTSOYPEANG Kol EIKOVIKOD PUPUAKOD OV EXNPEACTNKE CTULOVTIKA OO TN GLYYXOPNYNOT

nrapivng.

O ap1Bpog TV acbevav Tov a&loloyndnKay og TPog T0 TPMTEVOV KATAANKTIKO onpeio [Odvartog
KapdlayYELOKNG aTioAoyiog, Euepaypa tov pookapdiov (MI), | ayyslokd eykepaikd enelc6d10] NTav
582 (9,3%) otnv opdda g kKhomdoypEing kot 719 (11,4%) otnv opddo Tov EIKOVIKOD QOPUAKOV, LE
20% peiwon tov oyetikov kvduvov (95% CI 10%-28%, p=0,00009) yio tnv opdda g
KhomdoypéAng (17% oyxetikn pelwomn tov Kwvdivov Otav ot achevelg NToV VIO GLVTNPNTIKY AYOYY|,
29% otav giyav vroPAndel oe enépPaon dSOEPUIKNG SLOVAKNG Ay YELOTANGTIKNG GTEPAVIAI®V
(PTCA) pe 1 yopig tomoBétnon evdompdbeong (stent) ota otepaviaio kot 10% dtav giyov vwopfinbei
oe emépupaon aoprootepaviaiog mapdkapyng (CABG)). IlpoAnebnkav véa kapdioryysiokd eneicodio
(mptevoV TEMKS onueio aEOAGYNONG), e GYETIKES LELDMGELS TOV KvdUVOL TG TaEems Tov 22% (Cl:
8,6, 33,4), 32% (ClI: 12,8, 46,4), 4% (Cl: -26,9, 26,7), 6% (CI: -33,5, 34,3) ko 14% (CI: -31,6, 44,2),
Katd TN d1apKeld Tov dtaotnudtev e perétng 0-1, 1-3, 3-6, 6-9 kot 9-12 punveg, avtictolya.
ZOVERMC, LETA TOVE 3 UVES AY®YNG, TO OPEAOG TTOL TTAPATPNONKE GTNV Opada KAOTO0YPEANG +
AX0 dev avéndnke mepattépm evd o Kivovuvog apoppayiag mapéueve (PA. Tapdypopo 4.4).

H ypnon mg xhomdoypéins omnv CURE cvoyetiotke pe peiwon g avdykng yo Opopforvticn
ayoyn (RRR=43,3%, CI: 24,3%, 57%) ka1 avactoleig vrodoyxémv yhvkonpwteivng IIb/I1a
(RRR=18,2 %, CI: 6,5%, 28,3%).

O ap1Buog Tov acbevdv mov agloloyndnkay ®g TPog To GUVHETO TPOTEVOV KATAANKTIKO oTLElo
[66vatog Kapdiayyelakng oattioAoyiag, Epepaypo Tov pookapdiov (MI), ayyelokd eyke@aitkd
enelodo10 1 avBextiky oyoio] ntav 1.035 (16,5%) oty opdda tng KAomdoypéAng kot 1.187
(18,8%) otnv opdda tov g1Kovikod eappakov, pe 14% peiwon tov oyeticon kvdvvov (95% CI
6%-21%, p=0,0005) y1o. Tnv opdda TG KAOTOOYPEANC. AVTO TO OPELOC TPOKVTTEL KUPIMG At TN
GTUTIOTIKMG GTLUOVTIKY LEIMGOT TNG CLYVOTNTOC ELPAVIONS TOV EUEPAYLLOTOC TOV pookapdiov [287
(4,6%) otnv opdda g KAomdoypéANg kot 363 (5,8%) otnv opdda Tov EIKOVIKOD GapUdKov]. Agv
TopaTNPNONKE EMIOPACT] TN GLYVOTNTA EMOVEIGAYWYNG OE VOGOKOUELD Yo aoTafn otndayym.

Ta amoteléopata Onmg eKTUMONKay 6€ TANBVCUOVG HE SLUPOPETIKE YOPUKTNPLOTIKA (7). aoTodn
oBayyn M éuepoypa Tov puokapdiov xwpig kopa Q, younid £mc vynid Kivévvo, vmapén Safnn,
avaykn enéppaocng eravayysioong, nikio, eOA0, KAT.) NTAV GOUEOVE LE TA ATOTEAECUATO TG
TPOTOPYIKNG ovaAvong. Zvykekpuuéva, o€ pio post-hoc avdivon 2.172 acBevav (17% T00 GLVOAKOD
mnBucpov acbevav g perétng CURE), o1 onoiol vmofAnbnkav oe tomoBétnon evoonpobeong
(stent) (Stent-CURE), to. dedopéva £3e1&av 0T, OTa 1) KAOTIS0YPEAT] GLYKPIVETOL LE TO EIKOVIKO
QAPLLOKO, KOTAOEIKVIETOL CNUAVTIKY] PEiOT TOV oyeTikov kivduvov (RRR) katd 26,2% ctovg
acBeveic mov ehapPavay KAOTS0YpEAT MG TTPOG TO GLVOETO TPOTEVOV KATAANKTIKO onpeio (0avoTog
KOPOLOYYELOKNG QUTIOAOYIOG, ELGPOYLLO TOV LLOKOPIIOV, OYYELNKO EYKEPAAIKO ETEIGOSI0) KO ETIONG
pia onuovtiky peioon katd 23,9% 1ov oYeTIK0D KIvdUVoU i¢ TPOG TO cUVOETO dgvuTEPEVOV
KaTOANKTIKO onpeio (0dvatog and Kapdlayyelokd aitio, EUEPOYLLe. TOL LLOKAPOIo, ayYELHKO
EYKEPOAKO emelcOd10 N avBexTikn woyopio). EmmAéov, to mpogil acpdieiag TG KAOTO0YPEANG O
OLTAV TNV VTO-OLAd 0G0EVMY OV dNLLLOVPYNGE KATO10 1010iTteEPO TPOPANLLO. ZVVETDC, TO
amoteléonata and avTd TO VITO-GHVOAO GUUPOVOVV LIE TO, GUVOAIKA ATOTEAECOTA TNG LEAETNG .

Ta 0péAn mov TapatnpROnKav pe v KAomdoypéin Nrav aveEaptnto and diieg Oepaneieg mov
YOPNYOLVTOL 0EEMG 1 YPOVIOS Yo KapdlayyeloKa voonpato (dmwg nrapivn/mropiveg Likpol poplokov
Bapovg (HMMB), avtaymviotég vrodoyéwv g yAvkonpwteivng 1lb/Ila, vrolmdopkd
(QOPUOKEVTIKA TPOTOVTA, B-0vOGTOAELS, KOl OVOICTOAELG TOV LETATPENTIKOV EVEDLOV TNG
ayyeotacivng). H amoteleopatikdtnta g KAOTO0YpEANG TapatnpnOnke aveEdptnta omd Tn 660n
tov AZO (75-325 mg pia eopd nuepncimg).

Q& Enepayuo Tov pvokopdiov pe aviomoon Tov dwuctyuotoc ST

16



Ye acbeveic pe 0&0 Euepaypa Tov pvokapdiov pe avacroon tov dwothpuetog ST (STEMI), 1
OCQAAELD KO 1] OTOTEAECUATIKOTNTO TNG KAOTIOOYPEANG Exovv a&loAoynBel oe dVO TVYALOTOINEVEC,
ELEYYOUEVEC LE EIKOVIKO PAPUOKO, OITAEC-TVQAES peréteg, otnv CLARITY, oe pio mpoontikn
avarvon vroopddog tng CLARITY (CLARITY PCI), kabdg kot otnv COMMIT.

H perétn CLARITY ocvunepiédafe 3.491 acBeveig o1 omoiol mapovosiacay evtog 12 wpdv and v
évapén g ST avdomaong ELEPayo TOL HVOKAPSIOV KOl TPOYPUUUOTIOTKE VO EEKIVIIGOVY
OpopPorvtikny Bepamneia. Ot acbeveic Ehafav Khomdoypéin (300 mg mg d6oM POPTIONG Kot OTN
ouvéyeln 75 mgmuépa, n=1.752) f eicoviko edpuaxo (n=1.739), ko1 oTic V0 TEPUTTOCELS GE
cuvdvaoud pe AX0 (150 éwg 325 mg wg 666m POPTIoNG Kot 6TN cLvEXEw 75 émg 162 mg/muépa), pe
£vav mdoAvTiKo Tapdyovta kat, 0tov xpetalotav, pe nrapivn. Ot acBeveig tav vrd
mapakorovOnon yuo 30 nuépec. To Tpmtevov KaTaAnkTiko onueio a&lohdynong frav N Tapovcia
amoQPayUEVNG eE0ITIOG ELPPAKTOV GTEQOVIAING apTNPilag TNV ayyeloypapio tpy omd v ££000 TOV
acfevoug amd o vosokopeio, 1 Bdvatog 1 vrotpomalov EUepayie Tov puokapdiov TP T
otepavioypaeia. I'ia acBeveic mov dev vwofAnOnKay o€ GTEPAVIOYPAPiQ, TO TPOTEVOV KOTAANKTIKO
onueio a&rordynong ftav o 0évartog 1 To vrotpomidlov Epnepaypo Tov pvokapdiov v Huépa 8 1
Katd TV £€£000 amd To vocokopeio. O TAnbucudc tov acbevav coprepieddupave 19,7% yovaikeg kot
29,2% acBeveic >65 etmv. 'Eva cuvoro 99,7% tov acBevdv Elape vmdorvtikd (tvemdo-g1dud: 68,7%,
un wwdo-gdwd: 31,1%), 89,5% nrapivn, 78,7% B-avactolels, 54,7% avacToAElS TOV LETATPETTIKOD
evlhpov g ayystotacivng kot 63% otativec.

[Mocoo1d dexamévte To1g exato (15,0%) Tov achevdv otnv opdda tng Khomdoypéing kat 21,7% otnv
OO0 TOL EIKOVIKOD QUPHAKOL £QTACE GTO TPOTEVOV KATUANKTIKO onpeio a&loAdynong,
AVTITPOCHONELOVTAG ATOAVTY pelmaon katd 6,7% kot 36% mbavn peiwon yaptv ™G KAOTO0YPEANG
(95% CI: 24, 47%, p<0,001), xvpiong oxeTilopeveS e HEIDOT) TOV OATOPPUKTIKOD OPTNPLOKOD
enepdxtov. To 6perog aVTO LVIINPYE € OAES TIG TPOKAOOPIGUEVEG VITOOUAES GLUTEPIAALPOVOLEVTS
NG NAIKIOG Kot TOL PUAOL TOL aoBEVOVG, TNG EVTOTIONG TOV EUPPAKTOV KAl TOV TOTOV TOV
WOIOAVTIKOD 1 TNG NTAPIVIG TTOL YPNCLUOTO ONKE.

H avéivon vroopddag CLARITY PCI ovunepiélope 1.863 acbeveig pe STEMI mov vofAnonkay
og PCIL. Ot acbeveig mov ElaPfav doon eoptiong (LD) khomdoypéing 300 mg (n=933) eiyav
onuavtikn peimon oty enintwon avdatov kapdiayyelakng artioroyiag, EM 1 ayyelakov
€YKeQaAKoV emelcodiov petd amd PCI og cOykpion e ekeltvoug wov EAafav EIKoVIKO QAPLLOKO
(n=930) (3,6% e TPOKATUPKTIKY Oy®YN KE KAOTIO0YPEAT EvavTl 6,2% e eikovikd eappako, OR:
0,54, 95% CI: 0,35-0,85, p=0,008). Ot acbeveig mov Erafav LD khomdoypéing 300 mg eiyav
oNUAVTIKY Helwon oty enintoon BavdTov koapdlayyslakng attioloyioc, EM 1 ayygiokov
EYKEPAUAIKOV EMEIG0010V KaTd TN d1dpkeln Tov 30 nuepov petd v PCI ce ovykpilon pe exeivoug mov
Eafav eucovikd papuako (7,5% e TPoKATOPKTIKY 0y®yn Le KAOTIOoypéAT Evavtt 12,0% pe gicoviko
eapupoko, OR: 0,59, 95% CI: 0,43-0,81, p=0,001).

Q61660, 6TV AVTO TO GVLVOETO KATAANKTIKO onueio a&loloynOnke 6Tov GLVOAIKS TANOLGUO TG
perétng CLARITY dev tav GTOTIGTIKA GTULOVTIKO G SEVTEPEVOV KATOANKTIKO onuEio. Agv
TopaTNPNONKE oNUAVTIKY d1apopd 6Ta TOGOGTA LeIlovog 1 ELAGGOVOGS aoppayiog HeTa&d TV dVo
Oepameiov (2,0% e TPOKOTAPKTIKN aymy” Le KAoTdoypéAn évavtt 1,9% Le eikovikd gappoko,
p>0,99). Ta evprpoTo avTE TG avaivong Voo Pilovy TV TPOIUN YPHoN dOCN G POPTIGNG
Khomdoypéing oe STEMI kot T oTpatnyiKy TG TOKTIKNG YPONG TPOKUTAPKTIKNG OY®YNG LE
KAomidoypéAn o€ acbeveig mov vroPdriovtal og PCI.

H perétn COMMIT pe mopoyovtikd oyediooud 2x2 copmepiérofe 45.852 acheveic o1 omoiot
TOPOLGINGAV EVTOG 24 ®p®V Omd TNV EVOPEN TOV GUUTTOUATOV VTOYIN ELPPAYLOTOS TOV
LooKapdiov pe avaloyeg NAEKTPOKAPIIOYPAPIKES aAlotmaelS (T.y. avaomaor ST, katdonaon ST 1
aplotepd okeAkd amokAelopo). Ot acBeveig Edafav kKhomdoypédn (75 mg/muépa, n=22.961) 1
€IKOVIKO @dpuaxo (n=22.891), oe cuvdvaopod pe AZO (162 mg/muépa), yuo 28 nuépeg 1 pHExpL TNV
£€€0d0 amd 0 voookopeio.

Ta cVvleta TpmTEHOVTO KOTOANKTIKA onueio fTav 0 Odvatog and omoladnmoTe attio, Kol 1 TpMTN
EUPAVION ETOVELPPOENG, AYYELNKOD EYKEPOALKOD €MEGOST0V 1 Bavatov. O minbuoudg neprerdpfove
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27,8% yovaikeg, 58,4% acbeveic>60 etmv (26% >70 etadv) kot 54,5% acbeveig mov Aaufavoy
WOIOAVTIKA.

H xhomdoypéin peiwoe onpoviikd 1o oxetikod kivouvo Bavdtov amd oroladnmote artia Katd 7%
(p=0,029) K01 T0 oYETIKO KivOLVO TOV GUVOLAGHOV ETAVELPPAENS, OYYELLKOD EYKEQPOAKOD ETEIGOSI0V
1N Bavérov kotd 9% (p=0,002), avtitpocsmredovtag amdivtn peiowon katd 0,5% wat 0,9% avtictorya.
To 6pehog avTd NtV 6TaHEPO Y1 TNV NAIKIA, TO VA0 Kot TNV Yopnynon N O6xt Bpopforvtikdv Kot
TapoTNPNONKE EvTOG 24 0pdV.

Klomdoypéin epdmol d6onc edptione 600 mg ce acheveic pe OED Zte@oviaio ZHvVOPOLLO TOL
vroaAroviar og PCI

CURRENT-OASIS-7 (Xpnon BéAniotns Aoons Klomidoypeing kar Aomipivig yia ty Meiwon

v Eravolaufavouevaov Zoufaviwv Efdopos Opyaviouog yio v Aéiodoynon Zrpatnyikwv oe
Ioyayura Xovopoua)

AV M TUYOLOTOINEVT TTOPOYOVTIKT LEAETT) cupumepAdpPove 25.086 avOpmdTovg e 0ED
otepaviaio cuvdpopo (OZX) mwov mpoopilovtay yia tpmtoyevi) PCL. Ot acBeveic TuyotomomOnioy
gite og oA 6001 (600 mg v Huépa 1, émnerta 150 mg 1ig Huépeg 2-7, énerta 75 mg
nuepnoimg) N oe kavoviky d6om (300 mg v Huépa 1, énetta 75 mg nuepncimg) KAOTS0YPEANG,
ka1 o€ VYNAN d6on (300-325 mg nuepnoing) 1 o€ yaunin d6on (75-100 mg nuepnoing) AX0. Ot
24.835 gyyeypappévol acbeveic pe OXE vmopfAndnkav ce otepavioypopio Kot ot 17.263 élafav
PCI. Meta&p tov 17.26 acBevov mov éhafav Bepaneia pe PCI, og cOykpion Le v kavovikn
3001, 1 Outh 6601 KAOTOOYPEANG LEIMGE TO TOGOGTO TOV TPMTEVOVTOG KOTAANKTIKOV O1LEiOL
(3,9% évavti 4,5% npocappospévov HR= 0,86, 95% CI 0,74-0,99, p=0,039) ko peiwoe
onuavtikd t BpopPwon tov stent (1,6% évavtt 2,3%, HR: 0,68, 95% CI: 0,55 0,85, p=0,001). H
peifova apoppoyio IOV IO GUYVN Le TV OuTAN 66on amd OTL e TNV KOVoVIKT| 0don
KAomidoypéing (1,6% évavt 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). Xe avti T peAé, N
epamag 060om eoptiong KhomdoypéAng 600 mg £de1ée otabepn amoTelecHOTIKOTNTO GE 0.00EVEiC
nAwiag > 75 etV kot o€ acbeveig nikiog < 75 etdv.

ARMYDA-6 MI (H Avticauonerotiaxy Ocparncio yio. usiwon ts Mvookeletixng BAafng kata v
Ayyerorhaotikn - Euppoyua oo Mvokopdiov)

AVTI M TUYOLOTOINEVT, TPOOTTIKTY, O1EBVIC, TOAVKEVTIPIKT LEAETT a&loAOYNOE TNV Tpo-Oepameio
pe 600 mg évavtt 300 mg Khomdoypéing LD oto mhaicio enetyovtog PCI yio STEMI. Ot acBeveig
éhafov Khomidoypéin 600 mg LD (n=103) | khomdoypéin 300 mg LD (n=98) npwv amod v PCI
KoL 6T GLUVEKELR uvTayoypaenOnkay 75 mg/Mmuépa and v emopévn g PCI émg 1 érog. Ot
acBeveic mov Erafav 600 mg LD kAomdoypéAng elyov oNUOVTIKA HEIWUEVO HEYEDOC ELPPAYLATOC
o€ ovykpilon pe ekeivoug mov Elafav LD 300 mg. Yrnp&e Myotepo cuyvn Opoupoiven oe
Bafpov pong MI < 3 petd and PCI og 600 mg LD (5,8% évavtt 16,3%, p=0,031), BeAtiopévo
LVEF oto e&itpro (52,1 £9,5% évavt 48,8 +11,3%, p=0,026) kot ta peilova avemBounta
Kkapdloyyelokd coppdavre 30 nuepdv nTav Arydtepa (5,8% évavtt 15%, p=0,049). Agv
apaTnpnnke avénomn g apoppayiog N TOV EMTAOK®V TG BEong €166500L (devTEpEVOVTO
KkataAnktikd onueio tnv Huépa 30).

HORIZONS-AMI (Evapuovion Aroteleoudarwv ue Exavoyyeiwon xai Stents oto OED FEuppayuo. tov
Mbvoxapdiov)

Avt M €K TOV VOTEP®V HEAETN avaAivong oeényon yio va a&loroynoet edv n LD 600 mg
KAOTIO0YPEANC TTapéyEL TaOTEPT KOl LEYOADTEPT] VAIGTOAT TG EVEPYOTOINONG TV
owponetariov. H avdivon e&étace v enidpaon pog LD 600 mg og obykpion pe 300 mg ota
KAvikd arotedéopata 30 nuepdv og 3.311 acBevei amd v kopa dokun (n=1.153, opdda

300 mg LD, n=2.158, opdada 600 mg LD) mptv amd tov Kapdtakod kabetnplaoud akolovboduevn
amo 06om 75 mg / nuépa yuo > 6 unveg petd to e€itnpro. Ta anotedéopoto 6150V ONUOVTIKA
XAUNAOTEPQ [N TPOGUPHOGHEVA Toc0oTd Bvynodras 30 nuepdv (1,9% évavt 3,1%, p=0,03),
emavepepayon (1,3% évavtt 2,3%, p=0,02) kot opiotikn 1 mhovn Opdupwon stent (1,7% Evavtt
2,8%, p=0,04) pe v 600 mg LD ympic vynAidtepa mocootd alpoppayioc. Me molvuetafintn
avdivon, pio 600 mg LD ftav évag aveEdptnTog TpoyvooTikdg TapiyovTag XOUNAOTEP®V
T0GOoTAOV PEWLOVOV avemiBountov kapdiokmv cvoupdviov 30 nuepdv (HR: 0,72 [95% CI:
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0,53-0,98], p=0,04). To mococto peilovog arpoppayiog (un oyetilopevo pe to CABG) ftav 6,1%
otV opdda twv 600 mg LD kot 9,4% oty opdda twv 300 mg LD (p=0,0005). To nococtd
ghdocovog arpoppayiog ntav 11,3% oty opdda tov 600 mg LD xon 13,8% oty opdda tov

300 mg LD (p=0,03).

Moxkpoypdévia (12 piveg) oyoyn pe khomdoypéin noll pe AX0 ot acbeveic pe STEMI petd omd PCI

CREDO (Klomidoypéin yia t Meiwon twv AvemBountwv Zoupaviwv kota t Aidpkelo e
THaparxorotOnong)

Avti 1 TUYOOTOINLEVT, SITAG TVQAT], EAEYYOLEVT LLE EIKOVIKO QAPUAKO LEAETN dlevepynOnke
ot Hvopéveg Iolrteieg kot otov Kavadd yia tnv a&loAdynor tov opEAous TG LOKpoXpOVIG
(12 pqveg) aymyng pe kKhomdoypéin petd and PCI. Tvyaomombnkay 2.116 acbeveig oe Aqyn LD
Khomidoypéing 300 mg (n=1.053) 1 eikovikod eapudkov (n=1.063) 3 émg 24 wdpeg mpv and PCI.
O)ot o1 acbeveig Erapav emiong 325 mg acmipivic. tn cuvéyela, 6Aot ol acBeveic Elafav
KhomdoypéAn 75 mgMmuépa g v Huépa 28 kat otig 600 opddec. Amd tnv Huépa 29 mg Toug
12 unveg, ot acBeveic oty opddo g KAOTIO0YPEANG AdpPavay KhomdoypéAn 75 mg/Mmuépa kot
ot acBeveig otnv opdda eléyyov Elapav ewovikd eapuarko. Kot o1 dvo opddeg Aaupavay AXZO
ka0’ 0An ™ ddpkela tng peAétng (81 éwg 325 mg/Mmuépa). Xto 1 £10¢, TopatnpnOnKe CNUOVTIKY
ueimon otov cuvdvacpévo kivouvo Bavdtov, EM 1 ayyelakod £yKeaAlkoD eneicodion pe TV
KAomdoypéAn (26,9% oyetikn peiwon, 95% CI: 3,9%-44,4%, p=0,02, andAvt peimon 3%) oe
GUYKPIOT HE TO EIKOVIKO QAPLOKO. Agv TapatnpnOnke onuavtikny avénon 610 1060oTto peilovog
awpoppayiog (8,8% pe v khomdoypéin évavtt 6,7% pe to ewovikd edppako, p=0,07)
ghdocovog awpoppayiog (5,3% pe v Khomdoypéin Evavtt 5,6% e TO EIKOVIKO GApLaKO,
p=0,84) ot0 1 £10¢. To KOPLO VPO AVTAG TNG LEAETNC €lvatl Tl 1) GLVEYIOT TG KAOTLOOYPEANC
Kot 7oL AZO Yo TovAdyioToVv 1 £T0g 001 YEl GE GTUTIOTIKG Kot KAMVIKA OMLOVTIKN HElOT TV
uellovav BpouPmTikdv ene1codimy.

EXCELLENT (AmoteAecuotixotnta tov Xience/Promus Evavt tov Cypher oty Meicwon s Owung
Anwierac Mere v Tomobétnon e EvéorpobBeong)

AV M TPOOTTIKY, OVOIKTN, TUYALOTOINEVN HeEAETN d1eENyOn oty Kopéa yia va aglohoynOel
gav m 6unvn S avrtioponetailokn Oepaneio (DAPT) eivan un xatotepn g 12unvng DAPT
HETA TNV ELPVTELOT stent EKALOTG PAPUAKOL. ZTN HeAET cupmepAnednkay 1.443 acBevelg mov
vroPAnOnKav og epevTELOT, 01 OO0 TVY OO ONKaY o8 ANy 6unvng DAPT (AZO

100-200 mg/muépa. cuv KAOTd0YpEAN 75 mg/muépa yio. 6 uivec Kot 6t cuveyeln AXO
pepovouéva £og Toug 12 upveg) 1 12unvng DAPT (AX0 100-200 mg/muépa ouv kKAomdoypéin
75 mg/muépa v 12 pveg). Aev mapoatnpridnke onuavtikn dSlapopd 6TV ETIMTOOT AGTOYI0G TOV
ayyelov-atoyov (60vOeTn £KPaon mov mephapfPdavel Bavato kapdiaknig artioroyioag, EM 1
EMOVAYYEIMGT GTO 0YYEL0-GTOYO) TOV NTAV TO KVPLO KATUANKTIKO onpeio peta&d Tmv opddmv
vro 6pnvn xou 12umvn DAPT (HR: 1,14, 95% CI: 0,70 1,86, p=0,60). Ewiong, n perétn dev
KaTédelge ONUOVTIKT O10popd 6TO KOTAANKTIKO onpeio tng acedielos (cvvletn éxfaon mov
neptrauPavel Odvato, EM, ayyeiaxd eykepoiikd enciodoio, Opopfmon tov stent 1 peilova
apoppayio Baoet Tov kprmpiov TIMI) peta&d Tov opddov vd 6pnvn kot 12unvn DAPT (HR:
1,15, 95% CI: 0,64-2,06, p=0,64). To k0dpto gvpnua ovtig e perétng fnrav ot n 6unvn DAPT
nrav un katotepn ¢ 12unvng DAPT avagopud pe tov kivovvo actoyiog Tov ayyeiov-ctodyov.

Ano-kMubdkoon tov mTopayoviov avactoinc tne P2Y 12 oto 0&) oteoaviaio cuvdpouo

H petéfoon and Evav 1oyvpdtepo avactorén Tov vVodoyéa P2Y 12 oty khomdoypéAn o GuvovLOCoUO
HE TNV aoTpivn HETE TNV 0&Eia pAoT) OTEPAVIAIOL GUVIPOLOD, ExEl a&lodoynBei ae dVo
Tuyoonompéveg peréteg mov enyopnyovvrot and tov epevvnti (ISS) - TOPIC kot TROPICAL ACS -
pe 0e00UEVE KAVIKOV ATOTEAEGLLATWV.

To KAvikd 6QeLOG TOL TPOKVTTEL OO TOVS O 1GYLPOVG AVACSTOAEIG P2Y 12, Tikarypelopn Kot
TPAGOVYPEAN, OTIG PacIKEG LEAETEC TOVC, OYETILETOL LE ONUOVTIKY] LEI®ON TOV VITOTPOTLALOVT®V
oYK DV emelcodimv (cvpmepiiapfoavouévng e o&eiog kot vroéeiag Opoupmong tov stent, Tov
EUPPAYUATOG TOV LLOKOPSIOV KoL TG EMELYOVC UG ETUVAYYEIMONG). AV KOl TO IGYUUIKO OPEAOC NTOV
o1afepd Kb 'OAN TN S1dpKELN TOV TPAOTOL £TOVG, TOPATNPHONKE PEYAAVTEPT UEIDMOT GTNV IOYOULIKN
VIOTPOTN LETE amd 0EV GTEPOVINTO GOVOPOLO KATA TIG OPYIKES NUEPEG LETA TNV Evapin TG AyOYNG.

19



Avrtifeta, o1 post-hoc avaAboelg KOTESEIEAY OTATIOTIKA GNUAVTIKEG OVENGELG GTOV KiVOLVO
aloppayiog pe Toug 1oyvpoTEPOLS avaoToAeils P2Y 12, ot onoiot eppavifovtol kupimg katd
dlapKelo TNG PACNS GLVINPNONG, LETE TOV TPATO PNva amd To 0&D otepaviaio cvvopopo. H TOPIC
ka1 TROPICAL ACS oyedidotnkay yio vo LEAETHGOVV TNV GUPALVOT) TOV OLOPPAYIKDY
GUUPAUATOV JAUTNPDVTAG TOPAAANAL TNV OTOTEAECHATIKOTNTAL.

TOPIC (Xpovog avaorolins twv auonetodiov ueta ornd oéd orepaviaio cvvopouo)

AVt 1 TUYAOTTOMNUEVT, OVOIKTY doKIun Ttepteldpfave acBeveic pe 0£0 otepaviaio chHvVOpopo ot
omoiot &xpnloav dradepuikng otepaviaiog mapéppaong (PCI). AcBeveic mov Aaufdvouy acmipivn Kot
évav 1oyvpdTepo avactorén P2Y 12 kot yopic avemiBounto cdbupapa, oe Eva upva petéfnoayv oe
otabepn| 8001 aoTPivig GLY KAOTIO0YPEAN (ATOKAUAK®OOT] GE SITAY OVTIOLOTTETOAIOKT Ogpameia
(DAPT)) 1 cuvéyion g QapUAKELTIKNG TOVG aymyns (apetapintn DAPT).

YUVOAIKA, 645 amd Tovg 646 acbeveig pe Epppaypa pookapdiov pe avacmacn tov ST SteceTHUATOG
(STEMI) 7 épopaypa pookapdiov ympig avacracn tov ST dwotipatog (NSTEMI) 1 actabn

ot 0dyym avarbonkoy (amokipdkwon DAPT (n = 322), apetapint DAPT (n = 323)). H
nmapakolovOnon o éva ypovo wpayuatomombnke yia 316 acbeveic (98,1%) oty opdda
amokAlpnaxkwong DAPT kat 318 acBevav (98,5%) otnv apetapintn opdda DAPT. H didueon
TapaKoAovONoN Kat yia Tig 6o opddeg NTav 359 nuépes. Ta YOPAKTNPIOTIKA TNG LEAETMUIEVNG
K0OpTNG Nty ToPdHOLa 6TIC OVO OHASEC.

To K0p1o amotérecua, N ELPAVION GLVIPOLOL KAPIAYYEIKOD BavATOL, EYKEPAAIKOD ENEIGOOI0L,
enciyovoag emavayysimong kot BARC (Bleeding Academic Research Consortium) aupoppoyiog >2
otov 1 ypovo petd and o&d otepaviaio ovvdpopo Elafe xdpa oe 43 acbeveic (13,4%) e opddag
amoxpdkwong DAPT kot og 85 acBeveic (26,3%) g apetdpfintng opddag DAPT (p <0,01). Avti n
OTOTICTIKA CUAVTIKT O10(pOPa 0QENITAY KUPIMG 0€ AYOTEPU TEPIGTATIKA OLOPPAYING, XOPIC
dtapopd oto 1oyatpikd Katoinktikd onpeia (p = 0,36), evd 1 BARC >2 apoppayia mapoatnpndnie
MyoTEPO LYV oty opdda amokAlpndkwong DAPT (4,0%) évavtt 14,9% oty apetafAnt opdda
DAPT (p <0,01). Ta cvppdapata arpoppayiog mov opiotnkay g 6ia ta BARC gupaviotmkoav og

30 acbeveic (9,3%) oty opdda amoxipakmong DAPT kot og 76 acBeveic (23,5%) otnv apetapinm
onada DAPT (p <0,01).

TROPICAL-ACS (doxiuacio Awavinons othv Avacroln twv Aiponetoliov atyv Xpovio
Avuiayuoreratioxn Ocporeio yia Oféa Lrepaviaio XZovopoua)

AT 1 TUYAOTTOINUEVT, avolyTh HeEAETN TteptedapPave 2.610 acBeveig pe Oetikd Pro-deiktn yio 0&0
oTe@OVIOio cUVOpPOUO PeTd amd emiTvy SadepuKk| otepaviaia mapéuPfacn. Ot acbeveic
ToyaomomOnkav vo Adfovv gite mpacovypéin 51 10 mg/d (nuépeg 0-14) (n = 1.306) 7| tpacovypéin
51 10 mg/d (uépeg 0-7) kot otn cvvéyeia amokipak®dbnkoy og kKhomdoypéin 75 mg/d

(muépeg 8-14) (n = 1.304), o cuvdvacud pe ASA (<100 mg/muépa). Tnv nuépa 14, die€nydn dokyun
awponetailokng Aertovpyiag (PFT). Ot acBeveic pe povo Tpacovypéin cuvé IGay e TPAGOVYPEAT] Yo
11,5 pnvec.

Ot acBeveig mov elyav vroPfinbdei o amokAiudkwon vrofAnOnKav oe ELeyyo LYMANG
avtdpaotikotntoag oponetariov (HPR). Edv n tyuq HPR >46 povadeg, ot acOeveic petéfatvay micwm
oV mpacovypéin 51 10 mg/d ywo 11,5 pnqveg-edv ot Tipéc HPR <46 povadeg, ol acbeveig cuvéyilav
™ Mym Khomdoypéing 75 mg/d yuo 11,5 purvec. Qg ex T00TOV, 1| OPASO, ATOKAUAK®ONG VIO
kaBodnynon, elxe acbeveic eite oe mpacovypéin (40%) eite oe Khomdoypérn (60%). Olot o1 acBeveig
CULVEYICAV LE OOTILPIV KOl TapaKoAoLOHONKay yio éva (povo.

To mpwtevov KataAnKTiKod onuelo (N GLVOLAGUEVT CLYVOTNTO ELPAVIONG Kapdlayyelakoy Bavatov,
EUPPAYILATOG TOV HVOKOPSTIOV, EYKEQPUALKOV £TEIG0d10V Kot KATpaKkag apoppayiog BARC >2 otoug
12 pnveg) emetevydn anodeikvoovtag un Katwtepotnta. Eveviivia tévte acbeveic (7%) otnv opdoa
amoxApdkwong vro kabodnynon kot 118 acbeveic (9%) oty opdda eréyyov

(p non-inferiority = 0,0004) iyoav éva ooppapa. H vo kafodiynon anokAipndkmon, 6gv 0dynoe ot
aLENUEVO GLVOVAGUEVO KIVOLVO EUPAVIOTG IoYOUIK®OY ovpPaudtov (2,5% oty opdda
amoxMpdkwong évavtt 3,2% oty opdda eréyyov, (p hon-inferiority = 0,0115), obte oto Paocikd
devtepevov TeAKO onueio g apoppayiog tov BARC >2 ((5%) otnv opdda amokiipldkmong Evavtt
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6% otnv oudda eréyyov (p = 0,23)). H abBpoiotiki enintmon OA®V TV GLOpPayIK®OV ETEICOOIMV
(xatnyopia BARC 1 éw¢ 5) frav 9% (114 cvpfapata) otnv opdda amokipdkmong vo kadodnynon
évavtt 11% (137 couPdvra) otnv oudda eréyyov (p = 0,14).

AutAn ovtiouponetaliokn Oeparneio (DAPT) og 0&0 eAdocov IAEE 1 puerpiov £oc vwniod Kivovvou
IIIE

H DAPT pe cvvdvacpod khomdoypédng kot AXO mg Oepameio TpOANYNG TOL 0yYELKOD EYKEPUAIKOD
enelc0diov petd omd 0&H élaccov IAEE 1 petpiov émg vyniov kivovvov TIE a&oroynnke o 600
Tuyoomompéveg perétec mwov entyopnyovvrot and tov epevvntn (ISS) — CHANCE kot POINT — pe
dedopéva, EKPaong Yo TV KAVIKT dGQAAELN KO OTOTEAECUATIKOTNTOL.

CHANCE (Klomidoypéln oe acleveic Yynlod kivovvoo ue Oféa Ayyeioeykepalind Eneioddio mov Agv
Ipokolodv Avamnpio)

AT 1 TUYALOTOUMUEVT], SUTAG TUQAT|, TOAVKEVTIPIKT, EAEYYOUEVT LLE EIKOVIKO PAPLOKO KAIVIKT LEAETT
ovumeptédafe 5.170 Kwvélovg acBeveic pe o0&y TIE (Babpoioyia ABCD2 >4) 7| 0&0 éhacoov ayyelaxko
eykepaAkd encicodto (NIHSS <3). Ot acBeveig kot ot dVo opdoeg Ehafav avoryt Bepancio pe AXO
v nuépa 1 (o€ d60m Kupavouevn amd 75 €oc 300 mg, cOUEOVA e TNV KPioT TOL BepATOVTOC
1Tpov). Ot acbeveig mov TvyOOTOMONKAY GTNV OUAOA TOL GLVOVAGLOV KAOTIO0YPEANG—AZO ooy
pia 06om edpTIong Khomdoypéng twv 300 mg v nuépa 1, akorlovBoldpevn and pia d6omn
KhomdoypéAng Tov 75 mg v nuépa Tig Nuépes 2 £mg 90, kabmg kot AZO ot d66n TV 75 mg v
nuépa tic uepes 2 €mg 21. Or acbeveig mov TuyaromomOnkav oty opdda tov AXO Ehafav EIKOVIKO
QAPLOKO AVTIGTOLYO TNG KAOTISOYPEANG TIg NuEpeg 1 €mg 90 kot AXO ot 0601 TV 75 mg v nuépa
TiIc Nuépes 2 émg 90.

H «dpra ékPaom amoTeEAeGUATIKOTNTAG TOV 1) ELPAVIOT] OTOLOVONTOTE VEOL OYYELNKOD EYKEPUALKOV
ENELG0010V (1oYAUIKOV KO aoppaytkoV) oTig tpdteg 90 nuépeg petd and o éhaccov IAEE 1
vynAov kvdvvov TTE. Avto cuvéPn o 212 acBeveic (8,2%) otnv opddo Tov GuVOLACHOD
KhomidoypéAns-AX0 cuykprtikd pe 303 acbeveic (11,7%) otnv opdda tov AXO (avaroyio Kvddvov
[HR], 0,68, 95% dudotnpa epmictoovvng [CI], 0,57 éwg 0,81, P<0,001). IAEE nopovcidotnke o€
204 acbeveig (7,9%) otnv opdda Tov cuvdLOsHoD KAOTO0YPEANG-AX0 cuykpitikd pe 295 acbeveig
(11,4%) otV opdda tov AXO (HR, 0,67, 95% CI, 0,56 £¢mg 0,81, P<0,001). Apoppayikd ayyelokod
EYKEPAAKO eMEIGOS10 TapovslioTnKe o€ 8§ acbevelg og kKabepio amd T1g dVo opddeg g perétng (0,3%
o€ Ka0e opdoa). Métpia 1) soPapn aipoppayio tapovsidotnke o entd acbeveic (0,3%) oty opdda
TOV GVVOLUGUOD KAOTO0YPEANG-AXO kot o€ oytd acbeveig (0,3%) oty oudda tov AXO (P =0,73).
To T0G0G6TO OTOIWVINTOTE AHOPPAYIKOV cLUPAVTOV fTav 2,3% 6TV Opdda TOL GLVOLAGLOV
Khomdoypénc-AXO ocvykprikd pe 1,6% oty opdoda tov AXO (HR, 1,41, 95% CI, 0,95 éwg 2,10,

P =0,09).

POINT (IIpocovarohiouévny ota Ayworetdrio. Avaotolin ae Néo IIIE ko EAdooov loyayuro Ayyeioxo
Eykepaliko Eneio6010)

AT 1 TUYAOTONUEVT], SUTAG TUQAT], TOAVKEVTIPIKT, EAEYYOUEVT] LLE EIKOVIKO PAPLOKO KAIVIKT LEAETT|
ocvunepérafe 4.881 diebveig acheveic pe 0D IIE (Babporoyia ABCD2 >4) v éhacoov ayysloko
eyKe@aAko encioooto (NIHSS <3). Ohot o1 acBeveig kKot oTig d00 opuddeg ELaPav avouytr Bepaneio pe
AX0 tig nuépeg 1 €mg 90 (50-325 mg chupmva pe v kpion tov Bepdmovtog 1atpov). Ot acbeveig
OV TLYOOTOMONKAY BTNV OPAdA TNG KAOTIOOYPEANG Aoy pia dOoT POPTIoNG KAOTOOYPEANG TV
600 mg v nuépa 1, akorovbovpevn and KAomdoypéAng otn 066N TV 75 mg v nuépa TIc NUEPeg 2
¢w¢ 90. Ot acBeveic mov TvyooTOMONKAY STV OUASA TOV EIKOVIKOD QUPUAKOD EAAPAV EIKOVIKO
QAappraKo avtioTotyo TG KhomdoypEAng Tig nuépeg 1 €wg 90.

H «Opra éxPaom amotelecpatikdOTNTag NTOV £V GOVOETO KATOANKTIKO o1Leio Tov mepteAdupove
peilova woyoyukd encicooia (IAEE, EM 1 Bdvartog amd woyopikd ayyelokd engicdoto) v nuépa 90.
Avtd ovvéPn oe 121 acBevelg (5,0%) mov éhafav kKhomdoypéin ocvv AZO cuykprrikd pe 160 acBeveig
(6,5%) mov éhafav pévo AXO (HR, 0,75, 95% CI, 0,59 ¢wg 0,95, P = 0,02). H devtepevovoeg éxPaon
tov IAEE napovoidotnke og 112 acbeveic (4,6%) mov Ehafav khomidoypéAn cuv AZO GuyKPITIKG e
155 acBeveig (6,3%) mov érafav povo AXO (HR, 0,72, 95% CI, 0,56 émg 0,92, P = 0,01). H xdpia
éxPaon acedrelag g peilovog apoppayiog mapovsiioctnke og 23 amod tovg 2.432 acbeveig (0,9%)
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7ov Ehafav Khomdoypéin cvv AZO kot og 10 amd tovg 2.449 acbeveig (0,4%) mov érafov povo AXO
(HR, 2,32, 95% CI, 1,10 éw¢ 4,87, P = 0,02). EAdcowv apoppayio mapovoidctnke oe 40 acbeveig
(1,6%) mov €hafav KAomdoypéin cvv AXO kot og 13 acBeveic (0,5%) mov éhaPav povo AZO (HR,
3,12,95% CI, 1,67 éw¢ 5,83, P =< 0,001).

Avaivon g ypovikng topeiog twv peretddv CHANCE kot POINT

Agv vnpye 0QELOC MG TPOG TNV amoTeEAESUATIKOTNTA amtd TN cvuvéyion g DAPT wépav tov

21 nuepav. [paypatoromOnie pio KUTovoun Tng XPOVIKNG TOPEING TOV LEWLOVOV IGYOIUIK®DY
EMELG0OIMV KoL TV HElOVOV ailoppayldv pe fdomn v ekydpnon g Bepameiog yio vo avalvBel 1
emidpacn g Ppayvypoviag xpovikng topeiag tne DAPT.

Hivaxag 1- Katavopn ypovikig mwopeiag HEWLOVOV 16 IIHIIKOV ETELG0OIMV Kol HEWLOVOY
apoppayi®dv pe faon v ekydpnon Bepanciog otic perétec CHANCE kot POINT

Ap.
cuufaviev
ExBdoeig otig
peléteg Exyopnon Svolo 1n Al 3N
CHANCE «ot Oepameiog efoouada  ePfdondda  efdopdda
POINT
MeiCova AX0 (n=5.035) 458 330 36 21
oY OLKA
EMELTOOLN
KAIT+AXO 328 217 30 14
(n=5.016)
Awpopd 130 113 6 7
Mzeilov AXO0 (n=5.035) 18 4 2 1
apopporyio
KAII+AZO 30 10 4 2
(n=5.016)
Awpopd -12 -6 -2 -1
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KoAmixn puapuopoyn

O peréteg ACTIVE-W kow ACTIVE-A, dwgopetikéc dokipég tov mpoypdppoatog ACTIVE,
ocvumeptérafoy acbeveic pe koimkn pappopvyn (KM), ot omoiot giyov TovAdyiotov Evay mopdyovta
KvoLVoL o ayyelakd copfapata. Baoel tov kpumpiov setlooywyng, ot watpol evétaéav acbeveig otnv
ACTIVE-W &gav ntav vmoynoetot yio Oepamneia pe aviaymviotéc g Prrapiving K (ABK) (6mwg 1
Bapeapivn). H perétn ACTIVE-A neprelappave acbeveic mov dev pmopovcav va Adfovv Bepaneia pe
ABK ene1dn dev pmopovcav i dev entBopovcay vo AdBouvv 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 TOAVKEVIPIKT], TUYOLOTOUNEVT], SUTAN-TUPAT, EAEYYXOLEVT
LE EIKOVIKO QApUaKO HEAETN, 1 0TT0l0 GLUVEKPIVE TNV KAoTdoYpéAN 75 mg/Mmuépa + AZO (N=3.772)
e eikoviko pdappoxo + AXO (N=3.782). H cuvictopevn d6on yia to AZO ftav 75 €mg

100 mg/Mmpépa. Ot acBeveic rav vd aymyn £o¢ Kot S ypovia.

Ot acbeveic Tov tuyatomomOnkav oto Tpdypappe ACTIVE fitav ekeivol mov mapovstdoKay e
amodederypévn KM, dnA. gite pe povipun KM 1 pe tovhdyiotov 2 encioodia dtareinovooc KM otovg
televtaiovg 6 pUveg, Kat eiyov TOLAGYIGTOV £vay amd TOLG aKOAoLOOVE TaPAYOVTES KIVODVOL: NAKia
> 75 etdyv, | NAkia 55 g 74 etdv Kot gite caxyap®mon Saprtn mov anartovoe Oepaneio pe
Qappoxa, gite amodedetyuévo Tponyovevo pgpaypa pvokapdiov (EM) 1 amodederypévn otepaviaio
vdG0- NTAV GE Oy®YN Y10 CUGTNUATIKT VITEPTOCT TPOTYOVLUEVO OYYELOKO EYKEPUAKO EMEIGHO10,
apodikod ook enelcdoto (IIE), | cvotpatikd epfolopd exktog KNX- duciettovpyia g
aplotepdg Kolkiag pe KAdopa eEmdnong g apiotepng kothiog <45%: 1 amodederyévn TepLpepIKn
ayyelokn voco. H péon Babuoroyia CHADS: fitav 2,0 (evpog 0-6).

Ta kbpla KpLTAPLE OTOKAEIGHOV Y10 acOeVEIG TTOL KaTaypaenKaY fTaV EAKOG TETTIKOD EVTOG TV
TEAEVTOIOV 6 UAVOV" TPOTYOVUEVT EVOOEYKEPOAIKT arpoppayio: cofapr Opoppomevia (apBpog
awpometariov < 50 X 10%1)- amaitnon Yo khomdoypéAn 1 amd Tov 6TOHATOS avTITKTIKG (AZAIT)-
dvoave&ia o€ omoladNTOTE AMd TIG VO OVGIEC.

EBdopnvra tpia To1g exatd (73%) Tmv acbevdv mov evtaydnkov otn pehétn ACTIVE-A dev
umopovoav va Aapovy ABK Adym g a&loAdynong Tov 1tpov, aduvouicag COUUOPE®GNC Y10, THV
mapokorlovOnon tov INR (d1ebvig opoiomomnpévn oyéon), Tpodidbdeonc Yo TTOGN 1| TPOVUATIGIO
NG KEPOANG, 1] GLYKEKPLUEVOL KIvOOVOL atptoppayiog: yia 1o 26% tov achevdv, 1 amd@acT] Tov
Tpob Pacionke otn pn embopio tov acBevoic va Adfer ABK.

O minBuopog tov acevov ocvurepiérafe yovaikeg katd to 41,8%. H péon niia rav 71 €, 1o
41,6% twv acBevodv ntav > 75 etdv. 'Eva oivoro 23,0% tov acBevav AapPavay avtiappubukd,
52,1% Prta-amokAeiotés, 54,6% avaotoreig tov MEA kot 25,4% otativec.

O ap1Buds TV acbevdv, ol omoiol EpTacay o€ £va TPMTEHOV KATAANKTIKO onpeio (xpdvoc péypt tTnv
TPAOTN ELEAVION OYYELOKOD EYKEPAAIKOV emelcodiov, EM, cvotnuatikog epffolopdc ektog KNX 1
ayyewko Odvarto) frav 832 (22,1%) ot opddo Tov avIETORIOTNKE pe KAomdoypéAn + AZO kot
924 (24,4%) otnv opada Tov gwovikod papudrkov + AXO (peiwon tov oyetikod kvdvvov 11,1%:
95% CI 2,4% ¢wc 19,1%: p=0,013), xvuping Adym pag peyding peimong g cuyvotnTos Tov
AYYEWLK®DV EYKEQOMKDV ETEICOSIMV. AYYeloKd eYKEPUAKE Enelc6d10 cuvEPNncay og 296 (7,8%)
acBeveic mov Ehafav Khomdoypéin + AXO ko 408 (10,8%) acBevelg mov Elafov eKovikd APHLAKO
+ AXO (peimon tov oreTkov Kvdvvov, 28,4%- 95% CI, 16,8% £wc 38,3%:- p=0,00001).

Hodrwotpucde Tinbvoude

Xe o LEAETN KAMpokovpuevng docoroyiag 86 veoyvmv N Ppeedv £o¢ 24 unvov o€ Kivouvo
Opoupwong (PICOLO), nn khomdoypéin a&lohoyndnke oe dradoyikég d6celg Twv 0,01, 0,1 Kot

0,2 mg/kg og veoyva kar Bpéon kot 0,15 mg/kg povo o veoyva. H 66om twv 0,2 mg/kg nétuye
LLéoT mocooTwoie avasToAn tng tédéng Tov 49,3% (5 M ADP-enayduevn cucodpevon
OHOTETOAIWV), 1] 0TTola NTOV GLYKPICIUN e eKetvn TV evnAiKov Tov AapuBdvouy KAOmdoypEAN
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75 mg/muépa.

X€ Lo TUYOOTTOUEVT], SUTANG-TUPANS, TopdAANAwY opddwv pelétn (CLARINET), 906 moidiatpucol
aocBeveic (veoyvd kot Bpéen) Le KLAVAOTIKH GLYYEVH KOPOL0KT VOGO TOV OVTILET®TILETOL
TOPTYOPNTIKA LE OPTNPLOKT TOPAKALYT OO T1 GUCTNUATIKY TPOG TNV TVELHOVIKT KUKAOQOpia,
TuyoomomOnkay yio va Adfovv kKhomdoypéin 0,2 mg/kg (n=467) 1 ewkovikd dappoko (n=439) pali
pe tavtodypovn Bepameio péypt to ¥pdvo ToL yEPoLPYEioL g devTEPN PdoT. O pésog ¥pdvoc PeETa&n
NG TOPNYOPNTIKNG OVTIUETMOMIONG E TOPAKOUYT KOl TNG TPMTNG YOPNYNONS TOV PAPLAKEVTIKOD
TPoidvTog NG perétng Nrav 20 nuépes. Katd mpocéyyion 88% tmv acbevdv éafav tavtdypova AZO
(evpog 1 ém¢ 23 mg/kg/Mmuépa). Aev vmpée onuovtikn dopopd petasd Tmv ouddwv 6To TPOTEVOV
oLVOEeTO KaTaAnKTIKO onueio Tov Bavdrtov, Opoufmonc g mapdkapyng 1 Tapéufoacng oxeTilONEVNC
HE TNV Kapdid pwv omd v nAkio tov 120 nuepov petd and engicdo10 mov Bewpnnke Opopfotivig
@Vong [89 (19,1%) yio v opdda kKhomdoypéing kot 90 (20,5%) yio Tnv opdda EKOVIKOL apLdikov]
(BA. mapdypago 4.2). H apopparyio nTav 1 o GuyvE ovapepOUEVT] aVETIOVUNTY EVEPYELN KOL GTIG
300 opadeg KAOTIOOYPEANG KOl EIKOVIKOD PAPUAKOV: (GTOCO, deV VINPEE KOoio oNUAVTIKY Sopopd
GTO TOGOGTO OLoppayiag LETUED TV OUAO®Y. XT1 LOKPOYPOVIL TOPUKOA0VON O™ TNG CPAAELNG
OVTNC TNG UEAETNC, 26 0o0eVEIC e TNV TAPAKALYT] OKOLO VOLOTALEVT € NAKia evOg £Tovg EAafov
KhomdoypéAn Emg tnv nAkia tav 18 unvov. Kapd kawvobdpila avnovyia yio tnv ac@dieio dgv
TopATNPNONKE KOTA TN SEPKELD AVTNG TS HOKPOYPOVIOG TOPAKOA0VON oG,

Ot dokipuég CLARINET kot PICOLO devepynfniay xpnoiponoidvtag €ve cueTobEy dtdAvpo
KAOTIS0YPEANG. X Lo OYXETIKT LEAETN Proicoduvapiog o EVIAKES, TO GLOTAOEY Sdivpa
KAOTIO0YPEANC £5€1EE TOPOLOLOL EKTACT] KL EAGYLOTO VYNAOTEPO TOGOGTO ATOPPOPTONG TOV KUPLOL
KUKAOPOPOHVTOG (0VEVEPYOV) LETAPOAITN GUYKPITIKA LIE TO EYKEKPIUEVO JIOKIO.

52  ®@appokokiviTIKEG 1010TNTES

Amoppoonon

Metd amd epdmas Kot emavaldpPavOopIeveg NUEPNOIEG 0OGELG 75 mg arnd TOL GTOUATOG, 1
KAOTIO0YPEAN amoppodtal Toyswc. To pnéso vymAdtepo eninedo g apetdfAntng kKhomdoypéAng oto
mAdoua (kotd Tpocéyyion 2,2-2,5 ng/ml petd ond epdmal 660m 75 mg amd TOL GTOUATOC)
gupaviotnke mepimov 45 Aentd petd  xopnynon g 66onc. H anoppdenon eivar tovidyiotov 50%
pe Baon ™ pérpnon amofoing Twv LETAPOATOV TNG KAOTIO0YPEANG GTO OVPAL.

Kotavoun

H «homdoypéin Kot 0 KOPLog KOKAOPOP®Y (avEVEPYOGS) LETAPOATNG TNG, OECUEVOVTUL OVOCTPEW LA
UE TPOTEIVEG TOVL avOpdTvoy mhdopotog (98% kot 94% avtictoyya) in vitro. H 8écpevon in vitro dev
QTAVEL PLEYPL KOPEGHOV Yol EVAL EVPV PACLO CLYKEVIPOOTC.

Biopetaoymuotiopdc

H khomidoypéin petaPolrileton extetapéva oto fmap. In vitro kat in vivo, n khomdoypéin
petaforileton pécm 600 KOHPLOV PHETAPOAIK®Y 03MV: Lot KATA TNV OToia, e TN LEGOAAPNON
€0TEPACHOV VOPOAVETOL GTO AveEVEPYO TTapdymyo Tov KapPfoEuikov 0&€og (85% tmv KukAogopovvimv
petafoltdv) Kot pio pe T pecoAdfnon moAlamAdv kutoypoudtov P450. H khomdoypéin
petaforileton apykd otov evolaueco petafoiitn 2-0xo-clopidogrel. Emaxoiovbog petafoliopodg tov
gvolduecov petafoiritn 2-oxo-clopidogrel éxel og amotéleoua t dnpovpyic ToOL dPUGTIKOD
petaforitn, éva mopaymyo Oe10inc. O dpaoctikdg petafolritng onpovpyeitar kvping amd to CYP2C19
pe ™ ovppoirn amd ddpopa aira vivpa CYP, repiropPavopévov tov CYPLAZ, CYP2B6 kot
CYP3A4. O evepydg petafoiitng Bedin, o omoiog amopovmbnke in Vitro, cuvdéetot ypnyopa Kot un
OVOOTPEYLLA LLE VTTOJOYELS AIOTETOMMV, AVAGTELAAOVTAG £TGL TI GUCCMOPELCT TOV ALLOTETUMMV.

H Crax TOv dpactikod petaforitn sivon Simhdota petd omd pa epanas 66om @optiong twv 300 mg
OTmG lval petd amd téooepic NUEPES Le doomn cuvtpnong tov 75 mg. H Chax mopatnpeital Kotd
pocéyylon petd amod 30 £wg 60 Aemtd pueTd T YopnyNon TG dOGNG.
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AmoPBoin

Ttov GvOpno, HETE amd pia omd Tov 6ToHATog 300N KLomdoypéAng ceonpocuévng e HC, 1o 50%
nepimov amoPdAietal pe ta ovpa Kot to 46% mepimov e To Koénmpava o€ dtdotnua 120 wpdv petd and
TN AMym g d0ome. Metd and epdmaé d6om 75 mg and ToL GTOUATOG, 1| KAOTIO0YPEAT £XEL XPOVO
nuiosag Long mepinov 6 dpeg. O xpodvos NUIcELNS ATEKKPIONS TOL KOPLOV KUKAOPOPOHVTOG
(avevepyoD) petafolritn ftov 8 MPEC, LETA OO TNV EQATAE KO ETAVUAALPOVOLEVT] YOPYNON.

DopUOKOYEVETIKN

To CYP2C19 gumiéxetar otn dnpovpyia Kot Tov SpacTtikod PLETAPOAITN KAl TOL EVOLIUECOV
petaforitn 2-oxoclopidogrel. H poppokokivntikyg Kot 1 ovIUoTETAAOKT dPAGT TOL dPUGTIKOD
petaPoritn g KAOTS0YPEANC, OTTMG HETPHONKAV LE EX VIVO PHETPTOELG THG GVGCMPEVGCNG
olpomeTaAi®V, dlapépouy avaroya pe to yovotuno tov CYP2C19.

To adnAdpopeo CYP2C19*1 avtictoyyel o TANp®S Ae1Tovpykd HeTABOAOUO, EVD T
arlniopopea CYP2C19*2 xar CYP2C19*3 givon pn Aettovpykd. To ariniopopea CYP2C19*2 ko
CYP2C19%*3 gvBhvovtat ylo. TV TAEOYNQio ToV CAANAOLOPP®V LE LELMIEVT AEITOVPYIC GTOVE
Koavkéoiovg (85%) kot otoug Actites (99%) pe petwpévn petoforkn Agttovpyio. Aliao
oAAnAdpopea Tov oyetilovTal e amovTa 1 HEWUEVO HeTABoAoUO elval AydTEPO GUYVA Kol
neprapfavoov ta CYP2C19*4, *5, *6, *7 kat *8. 'Evag acOevig pe petopévn petafoiikn Aettovpyia
Ba S100étel 000 aAANAOLOpPa e EAAELYT Agttovpyiag Ommg opileTal Topamavm. ANULOGIEVUEVEG
ovyvotnTeg Yyovotummy tov CYP2C19 pe petopévn petoforikn Aettovpyio givor katd tpocéyyion 2%
v tovg Kavkdoovg, 4% yio tovg Mavpoug kot 14% yra toug KivéCovg. Yndpyouvv drabéotpes
dokipacieg yia tov opiopd Tov yovotvmov tov CYP2C19 evédg acBevoic.

Mo perém dwotadpwong oe 40 vy dtopa, amd 10 og kdbe pia amd TIC TEGGEPIG KATNYOPIES
petafoiikng uwovotntag tov CYP2C19 (mohd vynAn, ekteTapévn, evoldpeon Kot Letopévn),
a&10A0YNGE TN OPLOKOKIVITIKT KOl TNV OVTATOKPLIoT] TOV AUOTETOA®Y ypnoyomolovtog 300 mg
KhomdoypéAng mov akorovbeitar amd 75 mg/Mmuépa kot 600 mg mov akolovbeitor amd 150 mg/muépa,
to kaBéva yia 5 nuépeg (oTabepomoinpuévn Katdotaon). Aev mopatnpn Koy onuavTikég dlopopEg
oV €k0eom 6TO SPACTIKO HETAPOAITN KOL GTN HECT] AVOOTOAY TNG CLGCMOPEVCOTG TOV ULUOTETAAIDY
(IPA) peta&d ekeivov pe moAd vYNAN, EKTETAUEVT KOl EVOLAUEST LETAPOMKT] TKOVOTNTA.

210 ATOUOL LE LELOUEVT LETOPOALKN KAVOTNTA, 1) £KDECT) GTOV OPUOTIKO LETOPOAITN LEIDONKE KOTA
63-71% cLYKPITIKA e EKEIVOL e EKTETAUEVT] LETOPOAKT tkavOTnTa. METE TO S0GOAOYIKO G

300 mg/75 mg, ot OVTIOUOTETOAAKES OVTOTOKPIGELG LEIDONKOY 6T GTOWO LE UEIOUEVT] LETABOAKY
wavotnta pe péomn IPA (5 uM ADP) 24% (24 dpeg) kou 37% (Huépa 5) 6mwg suykpifnke pe v IPA
39% (24 dpeg) ko 58% (Huépa 5) ota dropo pe ektetapévn petaforkn wkavotro kot 37%

(24 dpeg) ka1 60% (Huépa 5) ota dropo pe evotdpeon petafoiikn wavotnta. Otav ta dropo. pe
HEIUEV peTafolikn tkavotnTo EAafav T0 d06oAoYIKO oy Tov 600 mg/150 mg, n ékBeon cto
dpaotikd petaforitn frav peyolvtepn omd to docoroyikd oxnpa tov 300 mg/75 mg. Emmpdcheta,
IPA ftav 32% (24 opeg) kot 61% (Huépa 5), mov Ntav peyahdtepeg omd OTL 6TA ATOUA [LE LEIOUEVT]
petoforikn tkavotTa Tov Erafav 1o docoroykd oyfpa 300 mg/75 mg kot TapdpotEg pe TIG GANEG
opddeg petafoikng Aettovpyiag tov CYP2C19 mov éhafav 1o docoroyikd oynua twv 300 mg/75 mg.
"Eva katdAAnAo do6oAoyikd oyipa yio avtd Tov TANBuord acbevmv dev €xel kabiepwbel oe KAVIKEG
SOKIUEG.

ZOUOOVO LE TO TOPATAVE® OTOTEAEGLOTO, GE L0 LLETO-0VOAVGT TTOV TEPtEAGpPove 6 PLeEAETES e
335 dtopa oV AVTIUETOTIOTNKAY e KAOTIO0YPEAT GE oTafEpOTOMUEVT] KATAOTOOT), KOTAdEL ONKeE
ot 1 €kbeon oto dpacTikd petaforitn peumdnie katd 28% yio To dTopa e EVOLAUEST) LETABOAKN
Aertovpyia kot 72% yo To ATOpo PLe LELOUEVT] LETAPOALKT] AEITOVPYIO EVD 1] AVOGTOAN TNG
ovoodpevong apomeTaAiov (5 uM ADP) peiwbnike pe dapopéc oty IPA tov 5,9% kan 21,4%,
avtioTtotya, 60tav cuyKpidnke pe To dropa pe ekteTapévn netafoAiikn Aettovpyia.

H emppon tov yovotdmov tov CYP2C19 otig kKAvikég exPdoelg o 0o0eveic mov avIIETOTICTNKAY e
KAomidoypéAn dev £xel a&lohoynOel 6€ TPOOTTIKES, TVUYAOTOMUEVES, EAeYYOUEVEG doKkIuéS. Eyet
vap&et Evag aplipog avadpoUKOV avaADCEMY MGTOGO, Y10, TNV a&loAOYNOT VTG TNG ENIOPAOTG G
ao0evelc TOV £XOVV OVTILETOMIOTEL [1e KAOTLOOYPEAT KO Y10, TOVG OTTO10VG VITAPYOVY YOVOTVTIKA
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amoteléopata: 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
KOOPTNC.

2tnv TRITON-TIMI 38 kot o¢ 3 and 11c peréteg kooptng (Collet, Sibbing, Giusti), 1 cuvdvacpévn
oudoa achevav pe gite evolapEDT), ite HEIOUEVN LETOPOALKN KAVOTNTA ElYOV DYNAOTEPT] GLYVOTNTO
Kapdlayyelokdv cupfapdtov (Bdvatoc, ELePayLe TOL HLOKAPOIoV KOl AYYELNKO EYKEPAUAKO
€nec6610) N OpouPwong g evéonpobeong (stent) GUYKPITIKA LE TO ATOUO E EKTETOUEVT LETAPOAIKN
KovoTTa.

Ymv CHARISMA ka1 o€ pio pedétn kooptng (Simon), pio avénpévn cuyvotnta cuufoudtov
TopaTnPNONKe HOVO oTa dTOpA LE PELOUEVT LETABOAIKN TKOVOTNTO OTAV GUYKPIONKAV LE TO GTOUO LIE

EKTETOUEVT LETABOAKN IKOVOTNTO.

2t CURE, ot CLARITY, omv ACTIVE-A «xot o¢ o and 1ic peréreg kooptng (Trenk), dev
mopatnpnonke avEnuévn cuyvotnta cvuPapdtov Pdost TnG LETOPOAIKNG IKOVOTNTAG.

Kopio omd avtég tig avardoelg oev gixe To néyedog yio va VIOTicEL d10popég otny EKPoot TV
OTOU®V [E PELOUEVT] LETABOMKT TKOVOTNTO.

Ewwoi tAnbvcpuoi

H pappokokivntikn Tov dpaotikov petafolitn e kKhomdoypéAng oev eival YVOGTH 6€ ATOVE TOVG
€101K00¢ TANBvouovg.

Negpixn dvoiertovpyio

Metd and emavorapPoavopeveg 006elg 75 mg KAOTOOYPEANG TNV NUEPQ GE ATOUA [Le cOPapT VEPPIKN
voo0 (kaBapon kpeatvivng amd S5 puéypt 15 ml/min) 1 avaGTOAN TG CLGGMPEVOTG TV ULUOTETAAIDY
nov pokaieitar and v ADP fitav yapniotepn (25%) and avt mov napatnphdnke oe vy dtoua,
®GTOGO, 1) TOPATACT) TOL YPOHVOL POTG NTOV TOPOLOLN LE EKEIVY] TOVL KATAYPAPNKE GE VY1 GTOLO TOVL
elapPovay 75 mg kKhomdoypéing v nuépa. Emmpocstétmg, n kKAvikn avoyn ftav koA g dAovg
ToVg acBeveis.

Hratikn ovolertovpyio

Metd and emovoropPoavopeveg d6Gelg 75 mg KAomidoypéAng tnv nuépa yio 10 nuépeg o€ acbeveig pe
coPapn NIOTIKN SVGAEITOVPYIO, 1) CVOGTOAT TG GVLCCOPEVONC OUOTETAAI®V Stapésov g ADP ftav
mapdopola e exeivn mov mopatnpnonke o vy dropa. H péon mopdracn tov ypdvov pong frov
emiong Tapdpota 6Tig 600 OUAOES.

Doin

O gmmolooudg Tov aAlniopopemv tov CYP2C19 nov oyetilovtat e EVOIUUESO 1 TEPLOPIGUEVO
petaforopd dapépet avaroya pe tn euAR/ebvikonta (BA. Doppakoyevetikn]). Ano ) fifhoypapia,
vrdpyovv mepropicuéva dedopéva dtabéotua yio vo a&lodoyndel n KAVIKY ETITT®ON YOVOTL®V TOV
CYP yio v gpodvion copfapdtov og¢ kKAvikn ékBaon.

5.3 IIpoxivika dedopéva yra Ty acpdirera

Kotd ™ dibpkelo Tov P KAMVIKOV LEAETOV GE 0pOLPAIOVG KOL GE UTOUTOVIVOVS, Ol TO GLYVA
TOPOTIPOVUEVEG EMOPACELG NTOV NAATIKEG OAAOIDGELS. AVTEG TapaTn P ONKaY 68 dOGEIS TOV
OVIUTPOGMOTELOVY TOVAGYLGTOV 25 popég TNV EkBeom mov mapatnpnOnke ce avhpdOToVE TOLV
elappavay kKhvikég 06ce1c Twv 75 mg/muepnoing Kot fTov erakdAov0o Liag eidPOcNC 6TA NIATIKA
petapoiikd éviopa. Kapio enidpacn oto nratikd petafolikd Evivua dev mopatnpnonke o
avBpodTovg mov eAduPavay KAomdoypéAn otig BepanenTikég HOGELS.

e oA VYNAEG 8OGELS, avapépOnke emiong mePLOPIoUEVT YAGTPIKY avoyT| (YOoTpiTidw, YUoTPIKEG
SPPpOTIKEG AALOIDGELG KON EUETOG) TG KAOTLOOYPEANG GTOVG BLpOVPAIOLS KOl TOVG UTOUTOVIVOUG,.
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Agv vmp&e Kapio EvoeiEn kapkivoyovov dpdong otav 1 KhomdoypéAn yopnyndnke yio 78 efdoudadeg
o€ movtikovg kal yio. 104 efdopddeg oe apovpaiovs, o d0celg uéypt kan 77 mg/kg v nuépa (1 omoia
OVTITPOGMOTEVEL TOLAAYLIGTOV 25 Popéc TNV £kBeoT TOL EREAVILETOL GTOVG AVOPDOTOVE TOL AaUPdvovY
75 mg/muepncing).

H xhomidoypédn éxetl Sokuacei og pio oepd in vitro kot in vivo yovoto&ik®dv pedetdv kot dev £0e1&e
YOVOTOEIKOTN T,

H «lomdoypéin de Ppébnke va €xel EXidOpOON GTN YOVILOTNTO TOV OPCEVIKMOV KAl T®V ONAvKmv
apovpaimv Kol dev NTo TEPATOYOVOC 0VTE GTOVS 0POVPaiovg 0UTE 6Ta KovVEAA. Otav yopnynonke
og OnAdlovteg apovpaiovg, 1 KLOTd0YPEAN TpOKAAESE EAAPPLY KOBVOTEPT O OTNV OVATTTLEN TOV
amoyovov. E1dkég papplokokivnTikég LEAETEG TTOV EYVOV UE POSIOCGECT|LAGILEVT] KAOTILOOYPEAN
£de1&av OTL 1 UNTPIKN ovcia N ot petafoiriteg g ekkpivoviat 6to ydAa. ETopuévac, pa dueon
enidpacn (o To&dTnTa), 1 Lol ERUEST] EMIOpacT (LEI®ON TNG YEVOTIKNG KAVOTNTOG) OEV Umopel
va amokAEloOet.

6. OAPMAKEYTIKEX MTAHPO®OPIEX
6.1 Katdloyog ekdoymv

Tvpnvog dioxion

Aoaxtoln povoidpikn

Kvuttapivn, prikpokpuoTaAlikn
Ydpo&umponvrokvttapivy (E463)
Kpoomofiddvn (tomov A)

"Elato gutid vépoyovmpévo
Natpro Aaovpvriobetkd

Emixaloyn Aerrod vuevioo
Aoktoln povoidpiky
YrpopeArdln (E464)

Tiraviov d10&gidto (E171)
IMoAvabvrevoyivkdin 4000
Z16Mpov 0&eidio epvBpo (E172)
Z1ompov o&gidio kitpwvo (E172)
Adxa wdkokapuiviov (E132)

6.2 Aocvppatotnreg

Agv epappdletar.

6.3 Awdpkero Long

2 ypovia

6.4 Idwitepeg TpoPuracels KoTa T OLAEN TOV TPOTOVTOG

Agv VLApYOLV EBIKES 001 YIS SLOTPTONG Y10 TO TPOTOV LTO.

6.5 @Yo K GLETUTIKE TOV TEPLEKTN

AlTp1TEG OMOCTAUEVES KOWEAEG LOVAS®V HOOTG amd OAOVUIVIO-OAOVUIVIO, SLATPNTEG KOWEAES
HovAad v d6omMG amd alovpivio-alovpivio kot eéieg ond HDPE pe mopato and molvmponvAiévio 1
TOUATO, AGPAAELOS Y10, TOLOIE OO TOAVTPOTLAEVIO KOl OLPUYPAVTIKO YA 0EE15I0V TOV TVPLTIOV.

O1 d1dtpnteg amoonoueveg Kuyéleg mepiéyovy 14x1, 28x1, 30x1, 50x1, 84x1, 90x1 1 100x1
EMKOAVUUEVA L AETTO VUEVIO O1OKIaL.
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O didtpnteg koyédeg Tepigyovv 14x1, 28x1, 30x1, 50x1, 84x1, 90x1 /| 100x1 emikoivupévo pe Aentod
vpévio dokia.

O eudreg mepiéyovv 30 1 100 emodoppéva e Aento vpévio diokia.

Hpepoloylokn cuckevacio S1GTpnTe@v KUWEADGV 0d aAovpivio/adovpivio mov wepiéyet 28x1
EMKOAVUUEVO LE AETTTO DUEVIO dloKia.

Mmopel va unv Kokho@opoOv OAEG 01 GLGKEVAGIES.
6.6 Idwitepeg mpourdierg amoppryng

Ka0e aypnoonointo papuokevtikd Tpoidv 1 VTOAEUUN TPETEL VO UTOPPITTETAL GOUPDVO, [LE TIG
KATO TOTOVS 1GYVOVCEG OYETIKEG OLUTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Teva B.V.
Swensweg 5
2031GA Haarlem
OMovoio

8. APIGMOXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/09/540/001 Xaptvo koutid tov 14x1 emkaAVppEVOV PE AETTO DUEVIO SIOKI®V GE
OTTOCTIMUEVEG SLATPNTEG KLYEAEC LOVAS®Y OOGNG ATtd
aAovpivio-aAovpivio

EU/1/09/540/002 Xaptvo koutid Tov 28X 1 emKAAVUUEVOV IE AETTO DUEVIO SIOKI®V GE
OTOCTIMUEVEG SLATPNTEG KVWEAEG LOVAOWV dOONC 0Td
oAovpivio-aAovpivio

EU/1/09/540/003 Xaptvo koutid tov 30X 1 emkaAVUUEVOV PE AETTO DUEVIO SIOKI®V GE
OTOCTIMUEVEG SLATPNTEG KVWEAEG LOVAOWV SO0 G 0Td
aAovpivio-aAovpivio

EU/1/09/540/004 Xaptva koutid Tov 50x1 emtka A UUEVOVY 1E AETTO VUEVIO dIoKI®OV GF
OTTOCTIMUEVEG SATPNTEG KLYWEAES LOVAS®VY OOCTG ATd
OAOVUIVIO-OAOV VIO

EU/1/09/540/005 Xdaptva koutid Tov 84x1 koA UUEVOVY e AETTO VUEVIO dIOKI®OV GF
OTTOCTIMUEVEG IATPNTEG KLYWEAES LOVAS®Y OOGNG ATd
OAOVUIVIO-OAOV VIO

EU/1/09/540/006 Xaptvo, koutid tov 90x1 emkaAvupuévav ue AemTo VUEVIO dloKiwV 6E
OTOCTIMUEVEG SIATPNTEG KLYWEAEC LOVAS®Y OOCTG ATTO
OAOVUIVIO-OAOV VIO

EU/1/09/540/007 Xaptvo, koutid tov 100x1 exkoloppévov ue Aemtd vuévio diokimv oe
OTOCTIMUEVEG SLATPNTEG KLYWEAEC LOVAS®Y OOGNG ATTO
alovpivio-alovpivio

EU/1/09/540/008 DiGAec om6 HDPE tov 30 smikaAvpuévev ue Aemtd vuévio diokiov

EU/1/09/540/009 D1oreg amd HDPE towv 100 enucodloppévov pe Aento vpuévio diokimv

EU/1/09/540/010 Xaptvo koutid Tov 14x1 emkaAVUUEVOV PE AETTO DUEVIO SIoKIMV GE
daTpNTEG KOWYELEG OO OAOVUIVIO-OAOV VIO

EU/1/09/540/011 Xaptvo, koutid tov 28x1 emkaAvupuévav ue Aemto vUEVIO doKinV 6
dudTpnTeg KOYEAES 0O AAOVUIVIO-AAOVUIVIO

EU/1/09/540/012 Xaptwvo koutid tov 30X 1 emkaAVUUEVOV PE AETTO DUEVIO SIOKI®V GE
duTpnTeg KOYEAES 0md AAOVUIVIO-AAOVUIVIO

EU/1/09/540/013 Xaptva koutid Tov 50x1 emtkaAUUEVOVY 1E AETTO LUEVIO dIOKI®OV GF
ATPNTEG KOYELEC OO GAOVUIVIO-OAOV VIO

EU/1/09/540/014 Xaptvo, koutid tov 84x1 emkaAvpupévav e AemTo vUEVIo doKinv ot

duTpnTeg KOYEAES 0d AAOVUIVIO-AAOVUIVIO
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EU/1/09/540/015 Xaptva koutid Tov 90x1 emtkahpUEVOVY LE AETTO VUEVIO dIoKI®OV GF
duTpNTEG KOYEAES OO AAOVULIVIO-AAOVLIVIO

EU/1/09/540/016 Xaptvo, koutid tov 100x1 extkoloppévov ue Aemtd vuévio diokimv og
dudTpnTeG KOYEAES 0O AAOVUIVIO-AAOVUIVIO
EU/1/09/540/017 Xaptvo koutid Tov 28X 1 emKaAVUUEVOV IE AETTO DUEVIO SIOKI®V GE

NUEPOAOYLOKT] GLOKEVAGIO, SIATPNTM®Y KLYEADV 0O GAOVUIVIO-OAOVLIVIO

9. HMEPOMHNIA ITPQTHXE EI'KPIXHX/ANANEQXHY THX AAEIAX
Hpepounvia mpdtg €ykpiong: 28 loviiov 2009

Hpepounvia tedevtaiog avavémong: 16 Maiov 2014

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

<{HH pnvog EEEE}>

Aemtopepeic TANpopopieg Yo To ToPdV POPUUKEVTIKO TPOIdV elvar d100€01peg GTOV SIKTVAKO TOTO
tov Evponaikod Opyavicpod ®apudkmv: http://www.ema.europa.eu/.
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ITAPAPTHMA 11

IHHAPAXKEYAXTEX 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

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

Ovopo. kot d1evfuvon TV TOPUSKEVAGTMV TOL £ivaol VTELOVVOL Y10 TNV ATOSEGUEVGT] TV 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 £VTUTO PUAAO 0O YLDV Y¥PNIONG TOL POPUUKEVTIKOD TPOTOVTOG TPEMEL VOL AVAYPAPETAL TO GVOLLOL
Kot 1 31e0BVVeN TOL TAPACKELOGTN TOL Eival VITEHOVVOG Y10 TNV ATOSEGUEVGT) TG CYETIKNG TAPTIOUGC.

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

DopUAKEVLTIKO TPOTOV Y10 TO OTOI0 AMUITEITAL LUTPIKT) CLVTOYT.

I AAAOI OPOI KAI ATITAITHZEIX THX AAEIAYX KYKAO®OPIAX

o Ex0¢oe1g meprodikig mapakorovdnong g acpaierag (PSURSs)

Ot anaitioelg yuo tnv vrofoAir towv PSURS yia to ev Ady® @appokentikd Tpoidv opiloviol otov
KatdA0Yo L TIC nuepounvieg avapopds s Evoong (katdroyog EURD) mov mapatibetor otnv

Tapaypaeo 7, tov apbpov 107y, tng odnyiag 2001/83/EK kot kaOe enaxodlovdng enkaiponoinong
OTMG ONOGIEVETAL GTIV EVPAOTOIKT SIKTVOKT TUAT Y10 TO PAPHLOKAL.

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

. 2yé010 owaygiprong Kivovvov (EAK)

Agv epappdlerar.
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ITAPAPTHMA III

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

EZQTEPIKO KOYTI

| 1.

ONOMAZIA TOY ®APMAKEYTIKOY IPOIONTOX

Clopidogrel Teva 75 mg emkolvppéva pe Aemtd vuévio dtokio
clopidogrel

| 2.

LYNGOEXH ZE APAXTIKH(EX) OYZIA(EX)

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

| 3.

KATAAOI'OX EKAOXQN

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

| 4.

OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14x1 emkoivppéva pe Aewto LUEVIO dloKia
28x1 emkaAvppéva pe AETTO LUEVIO dlokio
30x1 emkolvppéva pe Aemtd véEVio dtoKio
50x1 emkaivppéva pe AeTTo LUEVIO dloKio
84x1 emikodvppéva pe AemTd VEVIO dLoKioL
90x1 emkaivpupéva pe Aewto LUEVIO dloKio
100x1 emkaAvppéva pe AETTO LUEVIO OloKio

| 5.

TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 POALO 0INYIOV XPHONG TPV OO TN XPNOT).
omd oTOHOTOC XPIOoN

3
\11 2 N\ 3 4%

Mo

AmoomdoTe £va LELOVOUEVO KEM TNG KOYEANG 07TO TO VTTOAOLTO TNG TUWVING, TPOPOVTOC UTAAd
KOTO UINKOG TV S1ATPNTOV oNUEiDY OV TO TEPIPAALOLV.

A@Qo1péoTe TPOCEKTIKA TNV ETEVILON.

Yrpméte o d10Kio TPog Tal EEW.

TomoBetnoTE TO 10KI0 GTO GTOUN GOG KOl KATATIEITE TO [UE vEPO 1 GAAO VYPO.
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6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ 0éom, TV onoia dev PAETOVV Kat dev Tpooeyyilovv Ta TOdd.

[ 7. AAAH(EZT) EIAIKH(EX) IPOEIAOMOIHZH(EIZ), EAN EINAI ATTAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

| 9. EIAIKEX XYNOHKEYX OYAAEHX

10. ITAIAITEPEXZ IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHHOAEIMMATQN [TOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

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

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

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/09/540/001 14x1 emkolvppéva pe Aemtd vuévio diokio
EU/1/09/540/002 28x1 emkadvppéva pe Aemtd VUEVIO SLoKio
EU/1/09/540/003 30x1 gmkadvppéva pe AEmTd VUEVIO SLoKio
EU/1/09/540/004 50x1 emkodlvppéva pe Aemtd vuévio dtokio
EU/1/09/540/005 84x1 emkolvppéva pe Aemtd vuévio dtoKio
EU/1/09/540/006 90x1 emkaAvpupéva pe Aewto LUEVIO dloKio
EU/1/09/540/007 100x1 emikoAvppévo pe Aemto PEVIO dioKial

13.  APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTI'IEX XPHXHX
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16. TAHPO®OPIEX XE BRAILLE

Clopidogrel Teva 75 mg

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

A160146T0TOG YPAUU®TOS KDOKAS (2D) Tov pépel Tov TepAneHEvTo LOVAOIKO aVayVOPIGTIKO
KOOKO.

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

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

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

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel Teva 75 mg emkolvppéva pe Aentd vuévio dtokio
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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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Clopidogrel Teva 75 mg emkolvppuéva pe Aemtd vuévio dtokio
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 emkaAvppéva pe AETTO LUEVIO dlokio
30x1 emkaivpupéva pe Aewto LUEVIO dloKio
50x1 emkaivppéva pe Aewto vuévio dlokio
84x1 emikohvppévo, 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 POALO 0ONYIOV XPHONG TPV OO TN XPNOT).
omd oTOHOTOC XPNOoN

AEN ITPOXEITIZOYN TA ITAIAIA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MMPOION MPEIEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI

Na pvidooetar o€ Béom, v onoia dev PAETOLV Kat dev Tpooeyyilovv Ta TOd1dL.

[7. AAAH(EZL) EIAIKH(EX) IPOEIAONOIHZH(EIT), 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 ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN [TOY IPOEPXONTAI 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/1/09/540/010 14x1 emkodlvppéva pe Aemtd vuévio diokiol
EU/1/09/540/011 28x1 emkadvppéva pe Aemtd VUEVIO SLoKiol
EU/1/09/540/012 30x1 emkaAvppéva pe Aewtod LUEVIO dlokio
EU/1/09/540/013 50x1 emkodlvppéva pe Aemtd vuévio diokio
EU/1/09/540/014 84x1 emkodvppéva pe Aemtd LUEVIO SLoKio
EU/1/09/540/015 90x1 emkaAvppéva pe Aewtod LUEVIO dloKio
EU/1/09/540/016 100x1 emikoAvppévo pe Aemto UEVIO dloKial
EU/1/09/540/017 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 Teva 75 mg

17.  MONAAIKOX ANAI'NQPIZTIKOZ KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAY (2D)

A1Gd100TOTOC YPOUU®TOS KOdKaG (2D) Tov pépet Tov TepAn@BEVTa. LOVASTKO 0VOYVOPLOTIKO
KOOUCO.
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18. MONAAIKOX 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
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

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

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Clopidogrel Teva 75 mg emkolvppéva pe Aentd vuévio dtokio
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 [TIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

HMEPOAOI'TAKH KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY TPOIONTOX

Clopidogrel Teva 75 mg emtkolvppuéva pe Aentd vuévio diokio
clopidogrel

| 2. ONOMA KATOXOY THX AAETAYXY KYKAO®OPIAX

Teva B.V.

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX IAPTIAAYX

Lot

5. AAAA XTOIXEIA

Hueporoylaxég nuépeg
Agv.

Tp.

Ter.

IIép.

Iap.

2ap.

Kop.
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Clopidogrel Teva 75 mg emkolvppuéva pe Aemtd vuévio dtokio
clopidogrel

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

Ka0e emucolvppévo pe Aemtd vpévio dtokio mepiéyetl 75 Mg kAomidoypEAng (mg 6&vn Beuxn).

| 3. KATAAOI'OX EKAOXQN

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

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

30 emkolvpupéva pe AETTO VUEVIO d1oKia
100 emkaAivppéva pe AETTO LUEVIO dloKio

[5. TPONOX KAI OAOX(OI) XOPHTHEZHE

AwBdote To GUALO 0INYIDV YPNONG TPV ATO TN (PN ON.
ond 6TOHOTOG XPNOoN

AEN ITPOXEITIZOYN TA ITAIAIA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI

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

[ 7. AAAH(EZ) EIAIKH(EX) IPOEIAONOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

EXP

| 9. EIAIKEYX XYNOHKEY OYAAEHX
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIAITEITAI

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

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

12.  APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/09/540/008 30 emKoAvppéVO Le AETTO VUEVIO O1oKia
EU/1/09/540/009 100 emkoAivppévo pe Aemtd vuévio diokio

13.  APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZEH I'lA TH AIAOGEXH

| 15. OAHTI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

Clopidogrel Teva 75 mg

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

A160146T0T0G YPAUU®TOS KDOKAS (2D) Tov pépel Tov TepAn@OEvTo LOVAOIKO aVAYVOPIOTIKO
KOOKO.

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

PC
SN
NN

44



EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAHX (30 1 100 emwcoioppéva pe Aemtd vuévio diokia)

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

Clopidogrel Teva 75 mg emkodvppéva pe Aentd vuévio dtokio
clopidogrel

ond 6TOHOTOG XPNOoN

| 2. TPOIIOX XOPHI'HIHZ

Awopdote To GUALO 0INYIDV TPV amd TN YOPYNoN.

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

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

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

6. AAAA XTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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®viro ooV rpiong: IIAnpogopiss yro Tov yp1otn

Clopidogrel Teva 75 mg emkoloppéva pe Aentoé vpuévio diokia
KAOTO0YPEAN

AP AOTE TPOGEKTIKG OLOKAN PO TO QVAAO 0ONYLOV YP1ONGS TPLY UPYIGETE VU TAIPVETE AVTO TO

PapRoKo, O10TL TEPLAGUPAVEL G UAVTIKESG TANPOPOPIES Y10 GOG.

- DuAGETE 0VTO TO PUALO 00N Y1V Ypriong. Towg ypelaotei va To dafdacete Eavd.

- Edv éxete meportépo amopieg, poTNOTE TOV Y1OTPO 1] TOV PAPHOKOTOLO GOC.

- H cvvtayn yio avtd 10 @appoko xopnynonke amokAeloTikd yio oag. Agv Tpémel vo SOGETE TO
0apuroko o€ AoV Mmopel va Tovg TPOKAAEGEL PAAPT], AKOUO KOl OTOV TO, GUUTTOUATO, TG
acBéveldg Toug etvar 110 e Ta Sikd oag.

- Edv mapatnphoete Kamoto avemBOunTn evEpyela, EVIUEPMDGTE TOV YIATPO 1) TOV POPLOKOTOLO
c0G. AvTo 1oyvel kot yo kKB mhovi avemBOUNTN EVEPYELN TTOV OEV OVAPEPETAL GTO TAPOV
@OALO oONYLV YpYone. BAéme mapdypago 4.

T egpréyel 1o Tapov UALO 0ONYLOV:

T eivon to Clopidogrel Teva kot oo givat 1 yp1ion Tov
T npémer va. yvopilete npv ndpete 1o Clopidogrel Teva
Iag va mapete to Clopidogrel Teva

[MBavéc avemBOunTes evEpyeLes

[Mog va puidocete 1o Clopidogrel Teva

[Tepeydpeva g cVoKELAGIOG Kot AOUTEG TANPOPOPIES

ouhcwhE

1. Tu givan To Clopidogrel Teva kot wowa gival n yp1jon Tov

To Clopidogrel Teva mepiéyel KAOTOOYPEAN KOl AVIKEL GE L0l KOTYOpio QapUiK®V Tov ovopalovtol
OVTIOLOTETOAMOKE, QOPLOKELTIKA TPoiovTa. Ta apometdiio eivor moAD [uKpd coUaTidn Tov aipatog,
T0 0700 GLYKOAA®VTAL KaTd TNV THEN TOL aipnatog. To AVTINHOTETAMAKE POPUAKEVTIKA TPOIOVTAL
EUTOJILOVV AT TN CLGCMPELST] KOl £TGL HELOVOVV TIG THAVOTNTES GYNUATICHOV BpouPmv
(dwdkacio mov ovoudletatl OpouPmon).

To Clopidogrel Teva Aaufdvetar amd evilkeg yio TV TpoAnyn oynuatiopod Bpoufav ota
oKAnpopéva apoopa ayyeia (aptmpieg), pia dwdikacio yvooti cav adnpobpdupwon, Tov pumopei va
odnynoet o€ abnpobpopPotikd enelcdd1n (OTMG IGYUUIKO AyYELOKO EYKEPUAMKO €MEIGHO10, KOpPILOKD
enelo6o10 1 0GvoTo).

To Clopidogrel Teva cag £xet cuvtayoypaendel yio va fondnocet 6Ty amopuyn cynUATIGHOD
OpopuPav Kol vo ELATTOGCEL TOV KIVOLVO 0UTOV T®V ETEICOIMV ETEION:

- €xete pia mdOnorn oxAnpuvong tev aptpldv (ETions yvmotr| oov afdnpocskinpuvon), Kot

- £YETE 10TOPIKO KOPIAKOV EMEIGOOI0V, IGYUUKOD AYYELNKOD EYKEPAAIKOV £MEIGOOI0V 1 TAOYETE
oo Lo KOTAGTOCT YVOGCTY OG TEPIPEPIKN 0PTNPLOKT VOGO, 1)

- €xete 160TOPIKO GoPapod THVOL 6T0 6THHOG YVOGTOV MG «0oTOON oTNOAYYN» 1 «EULPPOYLLO TOV
pookapdiovy (Kapdiakd enelsddio). IN'a ) Bepaneia avtg T TdONong 0 yoTpdc Gog mBavag
va €xel TotobeTnoel evoompdbeo (stent) otV Epaypévn 1 6TEVOUEVT apTnpia Yo Vo
ATOKOTOGTIOEL TNV OMOTEAEGHOTIKY POT] TOL aipatog. Mmopei, eniong, va cog £xet yopnynoei
Ao TO YTPO GO KOl OKETVAOGOAKVALKO 0ED (Hia ovoia IOV amavtdTol 6 TOAAG
POPUOKEVTIKA TPOIGVTA TOL YPTCLLOTOLOVVTOL Y10 TV OVOKOVPIGT OO TOV TOVO KOl 1OG
AVTITVPETIKG KaBmG emiong kot yio TNV TpdAnym Opoufmonc).

- €XETE TOPOVOLACEL GUUTTAOUOTO ALYYELLKOD EYKEPUAIKOD ENEIGOOI0V TOV VILOYWPOLV LEGH GE
GUVTOUO YPOVIKO StUoTNUa (YVOGOTO Kol 0 TAPOSIKO IOYUUKO ETEIGOO10) 1 IO UMUK
AYYEWKO EYKEPUAKO ETELGO010 NTTog Papdtntag. Mropel eniong va cag yopnynoel
KETVAOGOAAMKVALKO 0ED 0O TOV YLOTPd 60G EEKIVAVTOG HECH OTIG TPATES 24 DPEC.
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- €xete €va U1 KOVOVIKO Kapdlako puOud, Hio KatdoTaon ToV OTOKOAEITOL «KOATIKY
HOPULOLPUYT» KoL OEV UTOPEITE VO TAPETE PAPLOKO TTOV EIVOL YVOOTE MG «OTO TOV GTOUOTOC
avTITNKTIKE (avtaymviotéc Prrapivng K), ta onoia mpoiappdvovy m dnuovpyio vémv
Opoppov kot epmodilovv Tovg vdpyovteg Bpoupoug va avénbobv. [pénel va &xete evnuepmbel
OTL TOL €OTTO TOL GTOUOTOG AVTITNKTIKO EIVOL TO OMOTEAECUATIKA OTO TO OKETVAOCUAIKVAIKO
o&0 1 ) cvvdvacuévn ypnon tov Clopidogrel Teva kot tov akeTvAOGOAKVAIKOD 0EEOG YU
avtn Vv Kordotoor. O ylatpog cog npénet va. cog £xel cvuvtayoypaenoet to Clopidogrel Teva
podi pe aKeTVAOGAAIKVAIKO 0ED 0V OV UTOPEITE VO TAPETE «ATO TOV GTOLOTOC OVTUTIKTIKA
Ko 0ev €yete kivouvo peilovog apoppayiag.

2. Tvnpéner va yvopilete npwv napete To Clopidogrel Teva

Mnyv napete To Clopidogrel Teva

- Y mepintoon oAhepylag otV KAOTIO0YPEAN 1 G€ OTO100MTOTE GAAO OO TOL GUGTATIKA OLTOV
TOL QUPUAKOV (OVUPEPOVTAL GTNV TTAPAYPAPO 6).

- Av €yete pia 1atpikn TaOnor mov TPpoKaAel evepyn apoppayio 0TS EAKOG GTOUAYOL 1
EYKEPUAIKT otpoppoayia.

- Edv mdoyete and cofapn nrotiky voco.

AV TIGTEVETE OTL OTOLOONTOTE QTG CVTA GOG OPOPOVV T OV EXETE TNV TOPAUKPT appioria,
ovppovievbeite tov yotpd ocag npv mhpete Clopidogrel Teva.

IIpog1domTou|oELS KOl TPOPUAGEELS
Amevbuvleite otov yatpd M Tov pappakonold oag mpw ndpete to Clopidogrel Teva:
. Edv vrapyet kivovvog aupoppayiog 6mmc:

- mdBnon mov cag BEtel o Kivouvo E0MTEPIKNG arpoppayiog (.. EAKOG GTOUAYOV).

- UOITOAOYIKT daTopayr| €5 artiog Tng omoiag &xete TPodiabeon Yo EGOTEPIKES
alpoppayieg (apopparyieg 6TO ECOTEPIKO OTOLOVINTOTE IGTOV, OPYAVOV 1 apBpdCE®Y TOV
cOUATOS 6aG)

- wpdSPATOG GOPaPOS TPAVLATIOUOG

- TpodoeaTn XEPOLPYIKN EXEUPacT (CLUUTEPIAAUPOVOUEVOV KL TMV 0SOVTINTPIKDV
eMeUPACEDV).

- TPOYPUUUOTIGUEVT] XEPOLPYIKT EMEUPAOT] (CUUTEPILOUPAVOUEVOV KOl TOV 000VTIOTPIKMV
eneuPloemv) LEGH OTIG EMOUEVES EMTA NUEPEC.

. Edwv eiye oynuatiotel Opoppog oe kdmota aptnpio Tov €yke@dAov 6o (IGYUUIKO oy yELOKO
EYKEPUAKO EMEIGOA10), TO OTOI0 GUVEPT KATA TN JIAPKELD TOV TEAELTAIOV EXTA NUEPDV.

. Ed&v ndoyete omnd vOcO TV VEQPOV 1} TOL NTATOC.

. Edv eiyate aliepyio 1| avtidpaon g 0TO100NTOTE PAPIOKO TOL YPNCULOTOLEITE Y10 VO
OVTIHETOTICETE TNV 060EVELD OO,

. Edwv lyate mponyoduevo 10Tpiko 16TOPIKO EYKEPAAIKNG OLLOPPAYIONG TOL dEV OQENOTAV GE
TPOVUATIGUO.

Evooom maipvete Clopidogrel Teva:

. Bo TpEnEL VO EVIUEPADGETE TOV Y1ATPO GAG EAV EXEL TPOYPOAULATIOTEL KATOH XELPOVPYIKN
enéppaon (cvumepthapfavoprévng e 000VIINTPIKNG ETERPAOTG).
. ®a TpEmEL EMIONG VO EVIUEPDOETE TO YIOTPO GO OUECHE EAV TOPOVCLAGETE Uia 1OTPIKN

katdotaon (exiong yvoot) og @poufotiky GOpouforevikh Iopedpa 1} TTP) mov meptrappdvet
TLPETO Kol UOADTES KAT® OO TO OEPILO. TOL UTOPEL VL ELPAVIOTOOV G EPVOPEC KNAIDES, UE |
yopig ave&nyntn KOT®G, GOYXLOT, KITPIVN ATOYPMCT TOL SEPHOTOC ) TV LATIOV (IKTEPOC)
(BA. mapdypago 4 «ITiBavég avemBOuNTeg EVEPYELESD).

. Edv xomeite N tpovpatioteite, iomg ypelootel TEPIoGOTEPOG OO TO GLVNOIGLEVO YPOVOS Yid VO
OTOUOTNOEL 1] arpoppayic. Avtd oxeTileTon pe TOV TPOTO dPAGTG TOL PAPUAKOV apPOov eUTodilet
T dvvatotnTa onpovpyiag OpopPov. o pikpng onpaciog KoOWipoTo Kot TpavUATIGHOVE, T.Y.,
€dv xomeite, katd 1o EVpIoUa, cLVNBMG dev VTdpyeL TPOPANUa. Tlapora avtd, edv avnovyeite
AdY® TG apoppayiag oag, Oo TPEMEL VO EMIKOIVOVIGETE LE TO Y10Tpd Go¢ apécmg (PA.
napaypaeo 4 «IMBavig avembOuNTEG EVEPYELED).
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. O ywTpog oag propel va {nmoet e€etdoelg aipotog.

Hooa kon £pnpor
Mn divete 0vTO TO PAPLOKO GTO TOdLA EMELON deV €xel Opao.

Alha gappoxo kot Clopidogrel Teva

Evnuepmote Tov yiatpd 1 TOV QOPUAKOTOLO GO EAV TAlpVETE, £XETE TPOSPATO TAPEL 1 LTOPEL VoL
TAPETE AAAOL QAPLLOKOL.

Koo dAla pappoko pmopei va emnpedcovy t ypnon tov Clopidogrel Teva 9 avtictpoeo.

Ewdwotepa, Ba mpémet vo evnuepdoeTe TO Y1aTpd G0G €0V AAUPAVETE:

- QAapUOKa TTOV EVOEYETAL VO VENCOVY TOV KiVOUVO aupoppayiog OTme:

O  amd TOV GTOUOTOG OVTITNKTIKA, PAPLOKO TOV XPTCULOTOLOVVTOL YidL T UEIMoT) TG
TINKTIKOTNTOC TOV AilATOC,

O  KGmWOl0 PN GTEPOELDEG AVTIPAEYUOVMDIES PAPUAKO, TOV YPTCILOTOLEITAL GUVHOMG Yia T1
Oepamneio eM®OVVAOV KOV PAEYLOVOIDV KATOGTAGENDY TOV LUMV 1] T®V 0pHpDdoE®V,

0  mmopivn N OTOLOONTOTE AAAO EVEGILO PAPLLOKO TTOV YPNCULOTOLEITOL Y10 TN LEIMOT TNG
TNKTIKOTNTOG TOV AiHATOC,

0  TwAomdivn, 1 GAAOVG AVTINOTETAALOKOVE TAPAYOVTEC,

0  &vav EKAEKTIKO OVAGTOAEN EMOVOUTPOCANYNG GEPOTOVIVIG (TEPIAAUPAVOUEV®Y OAANL T
neploplopevav otn eAovotetiviy i T eAovPoapivn), PApHOKA TTOL YPTGILOTOIOVVTOL
oLVNO®G Y10 VoL AVTIPETOTIGOVY BEPOUTEVTIKA TNV KaTAOA Ny,

0 pwpoumkivn (ypnoiponoteitor yio ) Oepaneio cofapdv poAvveewy),

- ouempaloin N ecoUemTPalOAT, PAPLOKO YLOL TNV OVTILETMTIOT CTOUAYIKMDY EVOYANCE®V,

- @AovKovaloAn N fopikovaloAn, GAPLOKO Y10, TNV GVTILETAOTIOT LUKNTIONCIKOV AOUMOEE®V,

- epafpévin, N dAlo avtipeTpoitkd apuaka (ypnoyomoteitat yio tn Oepaneio Tov Aoymdéewmv
and HIV),

- rkapPopalenivn, QAPLOKO Y10 TV OVTILETOTICT OPICUEVOV HOPPDV ETANYIAG,

- HOKAOBEWION, PAPLOKO Y10 TV OVIILETDTIOT TG KOTAOAWYNG,

- PETOYAMVION, PAPLOKO Yo Tr) OEPATEVTIKY AVTIUETOTIOT TOL SN TN,

- TOKATAEEAN, PAPUOKO Y1 T BEPATEVTIKN OVTILETMTION TOL KAPKIVOD,

- omoe1dN: evd AapPaverte Oepaneio pe KLOmOOYPELT, O TPETEL VO EVIILEPDOETE TO YIATPO GOG
TPV GO.G CLVTAYOYPOEN Ol 0mo10dNTOTE OT0EIOES (Yproomoteitan Yia T Bepaneio Tov
cofapov TdHvov),

- pocovfactativn (YPNOLOTOIEITOL Yio TN HEIDOTN TV EMTESWMV TNG YOANCTEPOANG GAG).

Edv eiyate éva coPapd movo 6to o1nbog (aotadr otndayyn 1 Kapdiakod enelc0010), TAPOSIKO
IGYOUIKO ETELGOOI0 1 IGYOLUKO QYYEIOKO EYKEPAAKO ENEIGOSI0 IO PapdTNTAG, UTOPEL VO GOG
yopnynOei Clopidogrel Teva ce cuvdvacuod pe okeTVAOGUAKVALKO 0ED, Lia ovGia TOV amavTdtal og
TOALG PAPUOKEVTIKA TPOIOVTO TTOL YPNGULOTOLOVVTAL Y10, TV OVOKOVPIOT] OO TOV TOVO KOl (G
avTImVPETIKG. Mio TEPIGTAGIOKN (P10 AKETLAOGUAIKLALKOV 0EE0G (Ot Tepiocdtepo amd 1.000 mg
o€ O1aoTnio 24 opmv) dev Oa TPEMEL, YEVIKA, Vo TPOKOAECEL KATO10 TPOPAN U, EVED GE GALEC
TEPIMTAOGELG, TOPOTETAUEVT YpNon Oa Ttpénet va culntnOet pe o yTpd cag.

To Clopidogrel Teva pe Tpo@£c Kot woto
To Clopidogrel Teva pmopei vo Aappavetor pe 1 xopig T Ayn Tpoenc.

Kinon ka1 Oniaopdg
Eivar mpotindtepo vo uny maipvete ovtd To pAPLOKO KOTA TN SLapKELN TNG KONOTG.

Edv elote éykvog, vopilete 611 pnopet va giote £ykvog 1 oxeddlete va amoktioete Toudi, {ntnote
GLUPOVAY TOL YLOTPOV T} TOV PAPLOKOTOLOD GG TPV TAPETE ALTO TO PAPLOKO. AV LEIVETE EYKVOG
evod hapPavete Clopidogrel Teva, cuppovievdeite to yiatpd oag apéoms, KaOmg 6gv GVVIGTATOL 1)
AYM KAOTIO0YPEANG KATA TN S1dpKELD TG KOTONG.

Agv mpénet vo, INAalete evd ypnoyonoleite avtd T0 PAPUOKO.
Edv OnAdalete N oxedialete vo Onidoete, PIANOTE pE TO YIOTPO GOG TPV TAPETE ALTO TO PAPLOKO.
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ZNTNOTE TN GLUPOVAT TOV YIOTPOV 1 TOL POPLOKOTOLOD GOG TPOTOV TAPETE OTOLOONTOTE PAPLOKO.

001 ynon Ko YEPIGROS PNYOVIRATOV
To Clopidogrel Teva eivon aniBavo va eanpedost Tnv ikavotnTd oG va odnyeite 1 va xepileote

L0V LLOLTOL.

To Clopidogrel Teva wepiéyer haxtoln
Av 0 Y1atpdg 6ag, 6ag evUEPOTE OTL ExeTe dvocavelia 6 OPIGUEVA CAKYOPM, ETIKOIVOVIOTE LIE TOV
YTPO GOG TP TAPETE ALTO TO PAPLOKEVTIKO TPOTIOV.

To Clopidogrel Teva wepiéyel vatpro
To @dppoako avtd meptéyel Aydtepo omd 1 mmol vatpiov (23 mg) avd diokio, ival avtd mov
ovoudlovpe «erevBepo vatpiovy.

3. Iog va mapete To Clopidogrel Teva

ITavtote va maipvete To PAPLOKO OVTO OVGTNPA COLPOVO LE TIC 0ONYIEG TOV YLOTPOV 1 TOV
QopuoKonolov cag. Eav €xete apgiPolrieg, potiote ToV Y1aTpd 1| TOV QOPUAKOTOLO GOG.

H ocvvictdpevn 800, meprapfavopévng exetving yia toug acbeveic pe o acBéveia mov ovopdaleton
CKOATTIKY] LLOpLopuyn» (Un Kovovikog kapdiokog puouog), eivat éva diokio twv 75 mg tov Clopidogrel
Teva ava nuépa mov AapBdvetatl amd Tov GTOHOTOG e 1| X0Pig TPoPh, Kot TV 1010 dpa KEOe nuépa.

Edv &ygete epoavicel coPapd movo 610 01006 (aotadn onddyyn N Kapdiakod enelc0010), 0 YIUTPOG
oag unopei va oag yoprnynoet t 86om tv 300 mg 13 600 mg Clopidogrel Teva (1 1} 2 diokia TV

300 mg 1 4 1 8 dokio Twv 75 MQ) pia eopd kat povo katd v évapén g Bepoameiag. Xtn cvvéyeia, 1
ovviotdpevn doon eivar éva diokio Clopidogrel Teva tov 75 mg v nuépa 6mmg meptypapeTot
TOPATAV®.

Edv €yete mapouc1icEl GUUTTOUOTO OYYELKOD EYKEPUAIKOD ETEIGOGIOV TOV VILIOYDPTCAV LEGH OE
GUVTOUO YPOVIKO SLAoTNUA (YVOGTO KOl O TAPOSIKO IGYULUIKO ETEIGOSI0) 1 IGYOLLUIKO Ay YELNKO
EYKEPAAIKO EMEIGOS10 NG PapdTNTAG, O YITPOG cOG Pmopel va cag £yl xopnynoet 300 mg
Clopidogrel Teva (4 dwokio tov 75 mg) pia eopd oty apyn g Bepameioc. Tt cvvéyela, n
cuviotdpevn doon eivar éva diokio Clopidogrel Teva tov 75 mg v nuépa OTMG TEPTYPAPETAL
mopamdve poll e aKeTLVAOGOATKVAKO 0ED Yia 3 efdopddec. Xtn cuvéyela o yaTpog Ba
ocvvtayoypoenoel gite Clopidogrel Teva udvo gite axeTvAOGOAKLALKO 0EH LOVO.

To Clopidogrel Teva 6o mpénet va to Taipvete yio 660 SIAoTNUO 0 Y10TpOg 60G cuVeEXILEL Vo 6ogG TO
GUVTOYOYPOQEL.

Eév napete peyardtepn o6on Clopidogrel Teva amd Tnv kKavoviki
Emkowveoviote pe 1o y1otpd 6ag 1 TV TANGLEGTEPT VOGOKOLELNKT] VIINPECTH EKTAKTMOV TEPIOTUTIKMV
AOY® TOL ALENUEVOL KIVOHVOL aipoppayiog.

Edv Eeydoete va wapete To Clopidogrel Teva

Edv Eegydoete va LaPete pio 66om Clopidogrel Teva kat to Buundeite péoa o 12 dpeg and
cuvnbiopévn cog dpa, AaPete To d10Kio oG AUESHG Kot KaTtomy AAPETe TO EXOUEVO d1oKi0 TNV
cuvnOopévn mpa.

Av 10 Egybioete Yo mEPIOcOTEPO OO 12 MPEG AMADG AAPETE TNV EMOLEVT] KOVOVIKT 6OCT 01N
cuvnOopévn mpa. Mnv mapete SITAN SOOT Yol VO OVATANPAOGCETE TO S10KI0 TOV EEXACTE.

I'a ™ ovokevacia tov 28 x 1 diokimv, uropeite va eréyEete TV NUEPA TOV THPOTE TO TEAEVTOIO
doxio Clopidogrel Teva av kottd&ete to npepordylo oL gival TuT®pEVO oty KLVYELN (blister).
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Eav otapotioste va naipvete to Clopidogrel Teva

M S10KOTTTETE TNV YWY EKTOS KO OV 60G TTEL 0 YIUTPOG 60 Vo, TO KaveTe. Emikovoviote pe
TOV YTpO 1| TO PAPUOKOTOLO GOG TPV TO GTOLATIGETE.

Edv éxete meplocdTepeg EpMTNOELS OYETIKA LLE TN YPNOT) QVTOV TOV QUPLEAKOV, POTHGTE TOV Y10TPO 1)
TOV QUPHOKOTOLd GOC.

4, IMBavég avemOOUNTES EVEPYELEG

Onwg 6A0 T0. PAPLOKO, £TCL KOL 0VTO TO PAPUOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
Kot 6gv TOPoVSLAlovTal G€ OAOVG TOVG AvOPMOTOLC.

Emxowmv|ote pe T Y10TPO 606 APEGMS OV TUPOVCLACETE:

o [Mvpeto, onpeio Aoipméng N vaepPorkng KOT®ENS. AVTA TOOVHS VO ELPAVIGTOVY AOY® TOV
OTAVIOV TEPIMTOCEMV PELMCENS KATOU®V KLTTAP®V TOV OiLATOS
. ZOUTTOHOTO NTOTIKGV TPOPANUATOV OTMG KITPIVIGUO TOV OEPLOTOG KAV TOV LOTIOV

(ixtepog), ave&aptnta amd To €0V GUVOSEVETAL OO apLoppayia, N omoia eppaviletal KOt and
70 déppal ¢ epLOPEC KNALdES Ko/ avyyvomn (PA. mapdypapo 2 «IIpogldomotioeElc Kot
TPOPLAGEEISH)

o Oidnua 6to oTOUA 1} SLTUPOYEG TOV dEPUATOG, OTTMG eEQVONLOTA KOl KVNOUOG, PAVKTUVEG TOL
3épuatog. Avtd mBavov gival onudoe aAAEPYIKNG avTidpaoTG.

H mo coyvi] avemBopntn evépyera mov £xel avapepBei pe 1o Clopidogrel Teva givar i
owpoppayia. H apoppayio mbavov va mopovstactel o aipoppayic. omd To GTOMAYL 1) TO EVIEPO,
UOAOTESG, QUATOO (AcLVROIGTN apoppayio 1] LOAOTOG KATO Ao TO dEPUA), aipoppayio amd
pot, aipo oto ovpa. e pikpod apliud tepittdoeny £xel ovapepbei apoppayio ota pdrtio, 6To
E0MTEPIKO TNG KEPAANG, GTOV TVEVUOVO 1] GTLG apBpDOCELS.

Edv napatnpicete mopoteTapivny apoppayio 6tav naipvere to Clopidogrel Teva

Edv xomeite N} tpavpatioteite, iomg XpeOGTEL TEPIGGATEPOC OO TO GLVNOIGUEVO XPOVO Yo VO
OTOUOTNOEL 1] arpoppayic. Avtd oyetileTor pe TOV TPOTO dPAGTG TOL POPLAKOV aPov eumodilel T
dvvatdtnra dnpovpyiag Opdppov. ' pikpng onpaciog KOWIHATO Kot TPOVUATIGHOVS, T.Y. AV
Komeite, Katd to EHpiopa, cuvnBmg dev vadpyel TPOPANua. Ilapdria avtd, edv avnovyeite Ady® TG
aloppayiag cag, Oo TPEMEL VO EMKOIVOVINGETE LE TO YOTPO 060G Apécms (PA. mapdypapo 2
«IIpocidomoncels Kot TPOPUAGEEIS»).

Addeg avemOOuNTES EVEPYELEG TEPLAGUPAVOLV:

Xoyvég avemBounteg evépyeteg (evogyetar va emmpedoovy émg 1 ota 10 dropa):
Atdppoto, KOAaKO AAyog, duomeyio 1 KaHGog.

Oyt ovuyvég avemBounteg evépyeleg (evoéyetan va ennpedoovy émg 1 ota 100 dropa):

[Movoképarog, EAkog GTOUMY OV, EUETOC, VAT, SVGKOIAOTNTA, VIEPPOALKE TOALN AEPLO GTO GTOLAYL
1M o710 éviepo, e&avOnuata, Kvnopog, (oAn, aictnon «opuUnyKIEGHATOS) KOl LOVIIAGLOTOC.
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Yravieg avemBounteg evépyeteg (evoéyetal va ennpedoovy £mg 1 ota 1.000 dropa):
TAyyog, doykopévo 6tBoc 6ToVG AVOpES.

Mol omdviec avemBounteg evépyeleg (evoéyetarl va emnpedoovy émg 1 oto 10.000 dropa):

‘Tktepog: coPfapds Kotokdg TOVOG Le 1| xOPic 0oPLALYi: TVPETOS, SVGKOAIO GTNV OVOTVOT TOV
UEPIKEG POPES GLVOIEVETAL OO P10l YEVIKEVUEVEG AAAEPYIKES OVTIOPACELS (Y1 TAPASELY LD, YEVIKY
aioBnon (éotng pe Eapvikn yevikevpuévn dvceopio péxpt Mmwobopiag): oldnpo 610 oTOUA: GAVKTOIVEG
TOV OEPUATOC: OAAEPYID TOV SEPUATOG EAKT) GTO GTOUA (GTOUATITION)  ATMON TNG OPTNPLUKNG TiEoNC:
GVYYLON" TOPALCONGELS: TOVOC OTIG APOPMOELS: LVTKOG TOVOG: OAANYEC OTY) YEVOT 1 OTAOAELN TNG
YEVONG TOV TPOPDOV.

AvemBOunTeg evépyeleg Pe Un yvooTi cuyvotnta (dev pmopovv va ektiunfoiv pe fdon ta dtwbéoipa
dedopéva): Avtidpdoelg vepevaicinciog pe Bopakiko 1 Kotlokd Tovo, ETIHLOVE GUUTTMLOTO,
YOUNAOD GOKYAPOV GTO OipaL.

EmmAéov, o yiatpdc cog pmopel va, avayvopicel LETAPOAEG OTO OMOTEAECLATO TV OLLLOTOAOYIK®DY
eEetdoemv 1 TOV AVOADGEDV 0VPWV.

Ava@opd avemOounTOV vepyELOV

Edv mapatnprioete Kamoto ovemBOUNTn EVEPYELD, EVILEPDGTE TOV YLOTPO 1] TOV QAPLOKOTOLO GOGC.
AvT0 1oyeL Kot Yo kaOe mhavr avemBountn vEPYELN TOL OEV AVOPEPETAL GTO TOPOV GVALO 0ONYIDOV
xpnomns. Mmopetite emiong va avagépete avembountes evépyetes angvbelog, LEcw Tov eBvikoD
GUOTNHHOTOG avapopdc Tov avaypdeetal oto [Hapdptnuo V. Méow g avapopdg averidountmv
gvepyelmv umopeite va, fondnoete ot GLAAOYN TEPIGTOTEP®V TATPOPOPLDOV GYETIKY LIE TNV AGPAAEL
TOL TOPOVTOG PAPUAKOL.

5. IIdg va puidocete To Clopidogrel Teva

To @dppoko avTd TPETEL VO, PUAACGETOL GE PLEPT TTOL eV TO PAETOVY KOt dgV TO POGVOLY TO TOdLE.
Na pn yproonoteite 0vtd T0 PAPHOKO UETA TNV Nepopunvia ANENG Tov avaeEpeTal 610 eEMTEPIKO
KOLTi, 6TN PLIAN 7| otV KLVYEAN petd v EXP. H nuepounvia Anéng etvar  teAevtoio nuépo Tov
WVOL TOL OVaLPEPETOL EKEL.

Agv vdpyovv eldKéc 0dnyieg dtoTpnong Yo To TPoidV avTo.

Na pun ypnolonoteite ovtd T0 PAPOKO EAV TOPATNPNCETE OTOL0OMTTOTE 0paTO onueio PAAPNG.
Mnv TeTdTe PAPUAKO GTO VEPD TNG OMOYETELONC 1 OTA OKIOK( amoppippota. Pothote tov
(QOPLOKOTOLO GOG Y10, TO TAG VO, TETAEETE TA. PAPUAKO TTOV OEV YPTGIUOTOLEITE T AvTd T péTpa Oa
BonBncovv otnv tpoctacio Tov TEPPAALOVTOG.

6. Mepreyodpeve TG cVoKELAGIOG KO AOTES TANPpOPOpPieg

T ngpréyer to Clopidogrel Teva

. H dpaoctikni ovcia etvar 1 kKhomdoypéin. Kabe emikalvppévo pe Aentd vpévio d1okio mepiéyet
75 mg khomdoypéAng (wg 6&wvn Bsuxy).
o Ta dAAa cvotatikd givar (PA. mapdypoeo 2 «To Clopidogrel Teva mepiéyet Aaktoln» kot «To

Clopidogrel Teva mepiéygtl vaTplon):

- [Mupnvag diokiov: Aaktoln LovoidPIKY|, LIKPOKPUGTUAAIKY KOTTAPIVY,
vépo&umpomvrokvttapivn (E463), kpoomofidovn (tomov A), 1o GUTIKO VIPOYOVOUEVO
Kot vaTpto Aaovpuiofeuiko.

- EnucdAvyn diokiov: Aaktoln povoiidpikn, vepopehdoln (E464), titaviov d10&€idio
(E171), molvabvievoyivkoin 4000, 61dnpov o&eidio gpvbpo (EL172), cidnpov o&gidio
kitpwo (E172) kou Adka wdwokapuviov (E132).
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Epgavien tov Clopidogrel Teva kol mepieyopeva g 6v6KevO6iog
o Ta emkoloppéva pe Aentd vuévio diokia givar ovolkTov pol £mg pol, emkalvppéva pe Aertd
vuévio, oynpaToc kayakiov owokio. H pio mievpd tov diokiov gépel Tommpévo Tov aplopod
“93”. H &An mhevpd Tov diokiov pépel TVTOUEVO TOV 0plBud “7314”.
o To Clopidogrel Teva dwatifeton o€:
- Amoondpeveg 01atpnTEG KUWELEG amd oAovLivio/aAovpivio Tov tepieyovy 14x1, 28x1,
30x1, 50x1, 84x1, 90x1 11 100x1 dokia,
- AvdTpnteg Koyéreg omd alovuivio/oiovpivio wov mepéyovy 14x1, 28x1, 30x1, 50x1,
84x1, 90x1 1 100x1 doxia
- DOuareg amd HDPE pe ndpota amd moAvmpomuAivio | TOUUTO 0CPAAELNG V1o TOdLd omd
TOAVTPOTVAEVIO KOl APLYPOVTIKO Ty 0E€1diov Tov upttiov mov wepiéyovv 30 1 100
dwoxkia.
- Hpepoloylokn cuckevacio SIGTPNTOV KOYEADY 0O 0AOVUIVIO/AAOVUIVIO TOL TEPLEYOLV
28x1 dokia.

Mmropei va unv KuKAOPOPOUV OLEG Ol GUOKEVAGIEC.

TTapaxariovpe onuedote 0Tl 6T0 £MTEPIKO KOVTL TMV ATOCTMUEVOV KOYEADV divovtar 0dryieg
GYETIKA LE TOV TPOTTO apOipeECTG TOV SIGKIOL 0T TNV TOVio KUWEANG.

Karoyog Adciag Kvkhogopiog ko Ilapackevaotiig
Karoyog Adsiog Kukhopopiag:

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

[Topackevaoctic:

TEVA Pharmaceutical Works Private Limited Company
Pallagi Gt 13,

4042 Debrecen,

Ovyyapio

Merckle GmbH
Ludwig-Merckle-Strafe 3
89143 Blaubeuren
Teppovia

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

Boviyapia

"o omowadnmote TANPoPOpPie GYETIKA LLE TO TAPOV PAPUAKEVTIKO TPOTIOV, TOPUKAAEISTE VOl
amevBuvleite otov ToMIKS avTpdsmmo Tov Katdyov g Adstoc Kukiopopioc:

Belgié/Belgique/Belgien Lietuva

Teva Pharma Belgium N.V./S.A./AG UAB Teva Baltics

Tél/Tel: +32 38207373 Tel: +370 52660203
Bbuarapus Luxembourg/Luxemburg
Tesa ®apma EAJL TEVA GmbH

Ten: +359 24899585 Allemagne/Deutschland
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Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Deutschland
TEVA GmbH
Tel: +49 73140208

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALGOO
TEVA HELLAS A.E.
TnA: +30 2118805000

Espafia
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 Finland Oy
Finnland

Simi: +358 201805900

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

Kvnpog
TEVA HELLAS A.E.
EA\ada
TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija

Tél/Tel: +49 73140208

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

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
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Tel: +371 67323666 Ireland
Tel: +44 2075407117

To mapov ¢vilo 0dNYLOV xpoNS ovadempOnke Yo TelevTaia popd ctic {MM/EEEE}.

Aemtopepeic TANpoPopieg Yo 10 PappoKo avtd sival dabéciueg oto diktvako TOTo Tov Evponaikon
Opyavicpov Ooppdxmv: http://www.ema.europa.eu/.
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