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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel Teva Generics B.V. 75 mg emxoAivppéva pe Aentd vpévio diokia

2. HOIOTIKH KAI ITOXOTIKH XYNGOEXH
Kdabe emcoivppévo pe Aemtd vpévio diokio mepiéyet 75 mg kKAomboypEANG (G VOPOYAWPIKNY).

"Exdoyo:
KdaBe emcodvppévo pe Aemtd vpévio diokio mepiéyet 13 mg vdpoyovopévoo kikelaiov.

INa tov TApn KaTdloyo Tev ekdoywmV, PA. Tapdypago 6.1.
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3. DOAPMAKOTEXNIKH MOP®H +Q
&
EmcoAvppévo pe Aemtd vpévio diokio. \'<\
Pol otpoyyvdd Kot ELa@P®OG KUPTA ETKOAVUUEVA [LE AETTO DUEVIO OloKia. \40’
@
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4. KAINIKEXZ TAHPO®OPIEX (:O
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4.1 OgpoamevTiKég eVOEiLelg OQ

H kAomidoypédn evdeikvutal o€ EVAAKES Yo TNV npokn\vn’q& afnpobpoufotikdv enelcodiny oe:

. AocBeveig pe éuoppaypa tov pookapdiov (amd Aty g)]ﬁlspsg péypt Atydtepo amod 35 nuépeg),
OYOUKO Oy YELOKO EYKEPOAMKO €MEIGHO10 (omb uépeg péxpt Mydtepo amd 6 unveg) M
EYKATESTNUEVT TEPLPEPIKT] OPTNPLOKT VOQOO‘U

o Aocbeveig pe 0&0 otepaviaio vaéipou(ﬁ
- 0&D otepaviaio cvvopopo, ¢ avdonoon tov daotipatog ST (actadng omBayym 1
EUQpayLa TOV pvokapdi @mpig Kopa Q), copmepriapfovouévav Tmv 0chevdy Tov
vrofaAilovtal 6 TOT on evdompdBeong (stent) petd amd dadeppikn enépPoon
OTEQUVIUI®V GE GUVGPOCHUO HE OKETVAOGUAKVAIKO 080 (AZO).
- 080 éuppaypa ted-{rvokapdiov pe avioroot tov dtacthpatog ST, oe cuvovacuod Le
AX0, ot aoBeysic mov avtipeTonifovior cuvTNPNTIKE Kot gfvar KatdAAnAot va Adfovv

Opo uBo?wr@n ayoy”.

INa nsptocérspai_@%o¢opisg napakaieiche va avatpiEete oty mapdypago 5.1.

AN
4.2 Aoco@w Kol TPOTog Yopnynong

@ TKEG KOl NAIKLOUEVOL
0. KhomidoypéAn mpémet va. Sivetal og epamal nuepioa 60on Tmv 75 mg le 1 yopig T ANy
TPOPHG.

Y acbeveic mov mhoyovv amd 0&D oTEPAVINiO GHVIPOLO:
- 0&D otepaviaio cvuVOpopo Ywpic avaoracn tov dactpatog ST (aotadng

omOayyn N Enepoyua Tov pookapdiov ywopic kKopa Q): M aymyn e KAOTdoypEAN
Oo mpémer va Eekva pe pio epdmag 660m eoptiong tov 300 mg Kot petd, vo
cvveyileton pe 75 mg pia opd v NuéEP (Le 0KETLVAOGAAIKLAIKO 0&D (AZO)
75 mg-325 mg nuepnoing). Kabobg vyniotepeg 66ce1c AXO cvoyetiodnkav pe
vynAdTEPO Kivouvo aupoppayiog, cvativetol ) 66cmn AZO va pnv givot
peyaAvtepn and 100 mg. H Bértio didpketo g aymyng oev Exel emionuo



TPOGIOPIOTEL. XTO1YEl0 KAMVIKAOV S0KIUOV vTosTnpilovy T yprion uéxpt 12 univec,
He To PéYLoto 6QEAOG va Topatnpeital otovg 3 pveg (PA. mapdypapo 5.1).

- 08D Euppaypo, Tov pvokapdiov pe avioTaoT Tov dtactpatog ST: n
KAomidoypérn Ba wpémel va yopnyeitanr og epanaé nuepnoia door tv 75 mg
Eexvavtag pe pia doom eoptiong Tv 300 mg 6e cuvdvacuo pe AZO0, pe | yopig
Opopporvtikd. [a acbeveic avo tov 75 etV 1 KAoTdoypéAN Oa Tpémel vo Eekivd
yopic d6on eoptiong. H cuvdvacuévn Oepaneia Oa npénet va Egxva To
GUVTOUOTEPO SVVOTO META TNV EVOPEN TOV CUUTTOUATOV Kot Vo, cuveyileTal To
MyoTEPO Y10 TEcOEPIC ERSOUAdES. To 6PELOG 0d TO GLUVOVAGLO TNG
KAomidoypéAng pe AXO yio S1AeTNHo LEYOADTEPO TV TECCAP®V ERSOUASWDY deV
€xel peretnOel (PAéme mapaypoeo 5.1).

D

o DapuoKoyEVETIKN \O\\‘
[Tepropiopévn petaporkn wovotnta tov CYP2C19 cvoyetileton e petopévn (xvr(xng)é@cn

otV KhomidoypéAn. H Bédtiotn docoroyia yio GdTopa |LE TEPLOPIOUEVO usmBoMcug TPEMEL

va kaBopiotel (BA. Tapdypago 5.2). ‘uo

&

. [odrarpicol acbeveis. N
H acpdlelo kot 1 amoTteAeGUATIKOTNTO TNG KAOTIO0YPEANG GE TodLd Kat@%ﬁong dev €yovv
aKou”n Tekunplodei. A‘v\
zocu
. Neppikn dveiettovpyia
H Bepoamevtikn epmeipio eivar mepropiopévn oe acbeveig pe v@(ff(ﬁ dvodettovpyio (BA.
mopaypaeo 4.4). OQ
X
. Hratikn duciettovpyio A

H 6epamevtikn eumepia eivon mepropiopévn oe apfiveic pe pétpla nmatiky voco, ol omoiot
UTOPEL VO TOPOVGLAGOVY CLLLOPPAYLKN npo&d\@c (PA. mapdrypago 4.4).
&
A\
. YrepevarcOnoio otn dpacTiky ov@;ﬁ G€ KAmMOo1o amd Ta £KO0Y0.
. YoBapn nratikn SUGXSI‘CODpY%O\
. Evepyog maboroywcr] aupopp@yio, Omem¢ TENTIKO EAKOG 1) EVOOKPOVIOKTY OiLpopporyio.
N
4.4 Edwkég npoatﬁonon’gﬁ\? K01 TPOQUAAEELS KaTd TN (p1ion

)

4.3 Avtevoeiteg

Awoppayio ko orparo, ®>Kég O10TaPoxéES

AOY® TOV KIvdHVOL PPAYIOG Kol OUATOAOYIKAOV aveETIOOUNT®V EvEPYEL®V, Bo Tpémet va
Sievepyeitar eyKQiPmG LETPNON TOV ELHOPPOV GUGTATIKAV TOV 0ULATOG, KOUT GALES GYETIKEG
e€etdoelg omo TOTE KAVIKG CUUTTMOLOTO TTOV VTOSNADVOLV apopparyio ueaviovol Kotd
duapkela m@@;p(mswg (BA. mapdypago 4.8). Onwg pe GAAOVG AVTIALOTETAALOKOVS TOPAYOVTES, 1
KAOT1d0 N Ba Tpémel va ypnoiponoleital pe Tpocoyn o€ acbeveig mov umopel va eivat og Kivouvo
avén ¢ aoppayiog amd Tpadua, YEPOLPYIKN eXEUPacn 1 GAAeg TOOOAOYIKEG KOTOGTAGELS KOl GE
0@ ic Tov AapPavovy aymyn pe AXO, nmapiv), OVOoTOAEIG TOV VTOSOYEWDV TNG YAVKOTPWOTEIVIG
[¥7111a M pun-otepoctdn avtipAeypovmdn eapuoke (MEAD) coumepAapfovorivay T@V 0VAGTOAE®DY
g kapPoévidong Cox-2. Ot acBeveig Oa mpémel va mapakorlovbodvtal 6Teva Yo Kabe onpeio
apoppayiog cvumepthappavopuévng g Aavidvovcag aoppayiog, WK KAt TG TPMTES EPOOUAOES
G ay®YNG KoM PETA amd emeuPotikég KopdloAoyikég dtadtkacieg 1 xelpovpyikn exéupacn. H
TAVTOYPOVT YOPNYNON TNG KAOTIOOYPEANG LE OTO TOL GTOUATOG OVTITNKTIKA OEV GUVIGTATOL ETELON
umopel va avénoet v évtaon g apoppayiog (PA. mapdypago 4.5).

Edv évag acBevic mpoxettal va vofAndei oe TpoypoppaTIGUEVT] XEPOVPYIKT EXEUPACT] Y10, TNV OOl
TPOCWOPIVA deV glval EMOLVUNTN AVTINUOTETAALOKT OpdoT], 1) KAOTLO0YPEAN B Ttpémet Vo, S1aKOTTETUL
7 nuépeg mptv amod T xepovpyikn enépPaoct. Ot acHeveic Bo mpémel va EvEPDOVOLY TOVG 10TPOVG KoL
TOLG 000VTLATPOVG OTL AAUPEvOoVY KAOTOOYPEAT, TPV OO TOV TPOYPULUATIGHO KAOE YEPOVPYIKNG



eméuPoong Kot Tptv amd T ANy kAbe VEOL QoPLOKEVTIKOV Tpoidvtoc. H khomidoypéin napateivel To
xPOVO pong kat Ba TpEmeL va xpnoIUoTTOoLEiTOL e TPOGOYT o€ acbeveig, ol omoiol Eyovv PAGPeG e
TAOM Vo UoPPUyNoovV (101TEPD YOOTPEVTIEPIKES KOl EVOOPOAAUIES).

Ot acbeveig Ba mpénet va evnuepwBobv 6TL dtav Aappdvovv kKhomdoypéin (LOVN 7| G GLUVOVAGUO WE
AX0) iowc ypelotel mePIocOTEPOG XPOVOC ATt OTL GLVHOWOE TPOKEWEVOL VO, GTAWATIGEL 1] OLUOPPOyia,
Kol 0TL B0l TPETEL VO, AVOPEPOVY OTTOAONTOTE BlGVVIO1GTY (G TPOG TNV EVTOMION N TN SIAPKELD)
ooppayio 6To yiuTpo TouG.

Opoufwtixy Opouforevikn Ioppipo (TTP)
Mol omdvia £xet avapepBel OpopPatikn Opopporevikn [Hopevpa (TTP) petd amd ypnon
KLOTO0YPEANG, HepIKéG POPEG LETE omd pikpng diapkelag EkBeor. Xapoaktnpiletar amd Opopfomrey
KOl LKPOOyYELOTadNTIKT OLOAVTIKT] OVOLLLOL TTOV GUVOEETOL EITE [LE VEDPOLOYIKA EVPTLLOTA, VE @é\?
dvoertovpyia 1 pe mopetd. H TTP givon pia Svvntikd Bovatn@dpoc KatdoToon Tov amottel ggyoupn
YY1, CUUTEPIAUUPOVOUEVIG TN TAUCHLOPOIPESNC. K

D)

O
Tlpooparo 1oxoIKo ayyelaro eYKEPOAIKO ETELTOOLO cU
Adyw g EAdenyng dedopévav dev pmopel va vtapéel cOGTACT Yo ANy Kkoméioxég}mg KT T
SlIpKELN TOV TPOTOV 7 NUEPOV UETE 0O 0&D 1GYOUIKO OyYELOKO syKS(paMK(').\ 0010.
@

Kotéypwua P450 2C19 (CYP2C19) Q)
Ddappokoyevetikn: Baoet dedopévav amod tn fifAoypaeia, acbeveic @vmmd petmpévn Agttovpyio
tov CYP2C19 £yovv younlotepn cvomuatikn £ékfeon oto Sp(wm& afolitn g KhomdoypEAng
KOl LELOIEVT OVTOTTOKPIOT] TV OUOTETAAI®MV KO YEVIK EMOEL DV KOPOLOLYYELKA GUUPALOTO [LE
VYNAOTEPT GLYVOTNTO LETA ad EUPPorypLa. TOL pookapdiov ca§yeon pe Tovg acbeveis pe
puctoroyikt| Aettovpyia tov CYP2C19 (BA. mapdypago 5. @\

Ene1dn n kKhomdoypéAn petaforileTon 610 dpaocTikd é%a[iokm] g ev uépet and to CYP2C19,
PO PUPLOUKEVTIKOV TPOIOVIWV TOV AVOCTTEAL dpdon tov evidpov avtov Bo avapéveral vo
€XEL OC OMOTEAEC L LELOUEV ETTITESD TOV Spa?ﬁob petaforitn g khomidoypéine. H kKivikn
GLGYETION TNG CAANAETIOpAOTG LTS Elvar @Q o). Q¢ TpoevAAEN, 1 TALTOYPOV XPTIoN
QOPUAKEVTIKAV TPOTOVIMVY TOL OVOGTEA. 70 CYP2C19 00 mpémel vo amoBappiOveran (BA.
mopaypaeo 4.5 yio puo AMota avacrok@@g)/v CYP2C19, BA. emiong mapdypao 5.2).

Negpixn dvoieitovpyio O
H Oepamnevtikn eumeipio pe K \goypé?m elval TEPLOPIGUEVT] GE acesvs{g LE VEPPIKT) SuCAELITOLPYIQL.
I'' avtd M KhomdoypéAn prsnsl VO {PNCYOTOLEITOL LE TPOGOYN G' AL TOVG TOVG 0loBeveig (PA.

mopaypaeo 4.2). o\

Hrozikn dvolerroy '&Q
H epnepia stv Qéptoptcmévn o€ aobevelg e PETPLo NIATIKY VOGO TOL UTOPEL VL £Y0VV OLOPPOYIKT|
npoétd@scn.@%oméoypékn, EMOEVMGS, Ba TpEmeL va yopryeiTal Le TPOGOYN G' ALTOVG TOVG 0GOEVELG
(BA. napdo@kpo 4.2).

ASEG 10 QUPUOKEVTIKO TPOTOY TEPIEYEL VEPOYOVOUEVO KIKEANLO, TO OTTOT0 UTOpPEL VO TPOKOAECEL
OTOUOYIKEG OLOTAPOYES KOl S1GppOlaL.
4.5 Alnliemopdaosic pe GAlo QUPROKEVTIKA TPOIOVTA Ko drheg pop@éc ahiniemiopaong

AVURNKTIKG 07O TOV OTOUATOG: 1) GVYXOPNYNOT KAOTIO0YPEANC KOl AVTITINKTIKAOV 0O TOV GTOUOTOC
dev ovviotdton 010t puropel va avEncet Ty évtaon g apoppayiog (PA. Tapdypoeo 4.4).

Avaotolelc twv vwodoyéwv e yAvkompwteivng IIb/Ia: 1 KAOTIOOYPEAT TPEMEL VO YPTCLLOTOLEITAL [LE
mPocoyn o€ 0cbeveic mov AapPdvouy TaVTOYPOVA AVACTOAEIS TV VTOSOYEWMV TNG YAVKOTPMTEIVNG
IIb/1a (PA. Topdypao 4.4).



Axervloootixkviino ol (A20): to AXO dg petéfade TV ovooToA TOL TPOKAAEL 1] KAOTIOOYPEAT
oV Tpokarovuevn ard v ADP cucomdpevon Tov aipnonetaAiiny, evd 1 KAOTOOYPEATN EVIGYLGE T
dpdon Tov AXO otV TPOoKEAOVUEVT OO TO KOAANYOVO GUCCMOPELGT TV OUOTETAAI®V. L26TOCO, 1
TavToypovr yopnynon 500 mg AXO dV0 QopPEG TNV NUEPA Y10, Lo NULEPA OEV ODENTE OTLLOVTIKG, TNV
TOPATOGT) TOV XPOVOL PONC TOV TPOKAAEITAL ATtO TN AYN TG KAOTIO0YPEANG. Mio QUpUOKOSVVOLIKT
aAAnAeniopaomn peta&d KhomdoypéAng kot AXO eivon mbavn, pe arotélecpa v advénon tov
KIvOUVOL apoppayiog. Zvvenmg, n cuyyopnynon Tovg Ba npémnel va yivetal pue tpocoyn (BA.
napdypoeo 4.4). Ilaviog, n kKhomdoypéin kal to AXO yopnynonkav poali yio Stdotnua péypt €va £Tog
(BA. mapdypago 5.1).

Hropivy: og o KAk HeAETN TOV €YVE GE LY GTOUA, 1) KAOTIOOYPEAN OEV KAUTEGTNOE OvaryKaia Tn
petafolf] Tng 6ong e NEapivig, ovTe peTEPae T dpdon TS nrapivig oty THEN. H tantoypovi
Xopfynon g nrapivng dev enNpEace TNV 0VAGTOM] TG GLGCOPEVONG TOV AUOTETOAIY Tov (&
TPOKUAEITAL ATtO TNV KAOTO0YPEAT. Mio pappokoduvapkr aAAnienidpacn uetaéd KAomoo '\ng
Kot nrapivng ivatl Thov, Pe amoTéEAEGHO TNV ADENGN TOL KIVOHVOL ALLOPPayiag. ZDVSTCO')&,
ovyyopnynon tovg Ba wpémel va yivetal pe tpocoyn (BA. mapdypapo 4.4). “uo
Opoufolvtind: n 0oQULELN TG TOVLTOYPOVNG YOPTYNONG KAOTIO0YPEATG, EWOIKAOV T’\ﬁ\y\w TO WMOEC
OpoppoivTikdv Tapayoviev Kot Nrapvav abloAoyndnke oe aceveig pe o&d Eupayo Tov
pvokapdiov. H cuyvotnta epeaviong KAVIKG GMULOVTIKAG CLOpPAyiog TV OLOLN LLE QLVTY| TOV
mapotnpinke, 6tav ta OpopfoAvTIKA APLOKO KoL 1) NIapiv cuyxopq,g kav pe AXO (PAéne
mopdypapo 4.8). (”

©

MXAD: og o KMVIKN LEAETN ToL £Ylve o€ VYieic eBelovtég, N Té@oxpovn YopnyNor KAomoypEANS

Ko vompo&évng avénoe ) Aavbdvovso andAgla aiptatog and @ yaoTpevieptkd. Qot660, AOym g

EMhelyng pedet@v oAnAeniopaong pe dAia MEAD gival TO POV AOIEVKPIVIOTO EAV VTTAPYEL

avénuévog kivouvog arpoppayiog omd 1o yaoTpeviepkd Lgtora 1o MEAD. Zvvenmc, to MEAD

GUUTEPTLOUPAVOUEVOV TOV OVOGTOAEWDV TNG KapBO«E&)\. 6ng Cox-2 kot 1 kKhomdoypEAN Ba pémet va
AN

ouyyopnyovvtar pe tpocoxt (PA. mapdypago 4.4).c5

Addeg Towtbypoves Oepameies: Enedn n khomqypéin petoforiCeton ev pépet péow tov CYP2C19
VO TPOKVYEL 0 SPAGTIKOC PETAPOAITNG T APNON PUPUOKEVTIKADV TPOTOVTOV TOL AVAGTEALOVV TN
dpdon avtov tov evihUoV avapéveTal SITVa EYEL MG ATOTEAEGLO LEIMUEVE, ETITEDA TOV SPOUCTIKOD
petaforitn g kKhomdoypéing. H K1 GUGYETION TNG OAANAETIOpaoNG AL TG gival aféfan. Qg
TPOPVAAEN, 1) TAVTOYPOVT xpﬁow PLOKEVTIKOV TPoioVTOV oL avactéAlovy To CYP2C19 npéner
va aroBappivetar (BA. napow&@ovg 4.4 xon 5.2).

R\
DopOKEVTIKG TPOTdVTY- ROV avactédhovy to CYP2C19 mepihapPévovy v opempalodn Kot T
gcopenpaloAn, ™ ¢ o&apivn, tn eAovo&etivn, ™ pokAofeuion, ™ Popucovaloin, ™
@AoVKOVALOAN, T KAomidivn, tn cmpopro&acivn, T oluetdivn, v KapPoualenivn, tnv
Oc“,KapBaQenivl\ TN YAOPOUQOVIKOAT.

e pa TAVPOVUEVT] KAVIKT HEAETT), yopnynHONKay yio 5 nuépeg kKAomdoypéAn (8661 POPTIoNG
300 KohovBodpevn and 75 mgmuépa) povn kot pe openpaloin (80 mg v ido dpa pe TNV
WAQmMSoypéin). Ta eninedo Tov dpoctikod petafolritn g khomdoypéAng perddnkay kotd 45%
(Hpépa 1) ko 40% (Huépa 5) otav n khomdoypédn kot 1 opempaloin yopnyndnkav poli. H péon
aVOGTOAN TG cuoc®pevong apometarionv («Inhibition of Platelet Aggregation» — IPA) pe 5 pM ADP
gratT@bnke xotd 39% (24 dpec) kor 21% (Huépa 5) dtav n khomdoypéin ko 1 openpaldin
yopnynonkav padi. Xe po GAAN pHeAETn amodeiynke OTL 1 yopnynon KAOTO0YPEANG Ko OUETPALOANG
pe dapopd 12 wpav dev umoddice v aAAAeTidpaot| Tovg, 1 omoia mhovoTaTo TPOKAAELTAL OO TNV
avaoTaATIKY Opdon g openpaloing oto CYP2C19. H ecopenpaloin avapévetat vo topovctalet
TOPOUOLD, CAANAETIOpaoT HE TNV KAOTIOOYPEAT).

QT ,
Avaot@f‘mg Avtiag [potoviov (AATI):

AVTIQOTIKA S£SOUEVE V1O TIG KAMVIKEG ETUTAOKES OUTHG TG QPOPLOKOKIVITIKNG
(OK)/papuaxodvvopikig (PA) aAinienidopacng avapopikd pe peifova kapdioyyeiokd coppapoto
€yovv avopepOel amd pHEAETEC TapATHPNONG KO KAMVIKEG HEAETES. Q¢ TPOPVAALT, 1) TAVTOYPOVT XPToN

5



openpaloing N ecsopenpoaloing npénet va amobappovetal (BA. Tapdypago 4.4). Agv vrapyovv
Stob€otpa TELGTIKG OEGOUEVA Y10 T POPUAKOOVVAIKT CAANAETIOPAOT] TNG KAOTLOOYPEANC KOl TV
oAov AAIL

Agv vtapyovv ototyeia 6Tl ALY PAPUAKEVLTIKA TPOIOVTO TOL UELDOVOLV Ta YOOTPIKA 0&éa O0mmg ot H2
amokAeloTéS (Ue e€aipeon T oeTidivn, N omoia ivatl avacstoréag Tov CYP2C19) 1 ta avtio&iva
EMNPEALOLY TNV UVTIOUOTETAALOKT dPAGT TNG KAOTIO0YPEATG.

AM\O, QUPUOKEVTIKG TPOIOVTOL:

"Evag apBpog KMviK@V HeEAETOV Exouv Yivel Ue TV KAOTIS0YPEAT KOl GALG, GUYXOPTYODUEVO
QOPUAKEVTIKE TPOTOVTA, MGTE Va. EpeuvN Ol 1 SLVATOTNTU POPLAKOSVVALUIKDV KO QOPULOKOKIVITIKMOV
OAMNAETIBPEOE®Y. AV TAPOTNPHONKOV KAVIKG OMILAVTIKEG QOPUAKOSVVOLIKES CAANAETBPAGEL,
OTOV 1 KAOTISOYPEAT GLUYYOPNYNONKE e ATEVOAOATN, VIpedUTiv, 1] LE GLVOVACUO ATEVOAOANG KO(O\\\

vigedimivng. EmmAéov, n poppokodvvapkn dpdor g KAOTO0YPEANC dev ennpedoTnKE on M&Q;L\Kd ue
TN GLYYOPNYNON PoVOBapPLTaANg 1 O1GTPOYOVAV. K
O

H eoppakokivyntikn g dryo&ivng 1 tng Bgo@uAdivng de petafAnonke pe m ovyyop M ¢
KhomdoypéAng. Ta avtio&iva de petéfaray to Pabud g aroppdenong g Kkomio PEANC.

&

‘N
Yroyeio amd PEAETEG e NTOTIKG (KPOSHO AT avOpdTov £de1&av 0TL 0 usw@kﬂmg KkapPo&uiikd o0&y
NG KAOTO0YPEANG Ba LTopovGE Vo 0VOOTEIAEL TNV OPACTIKOTNTA TOV podpatog Pyso 2C9. Avtn

0o umopovioe SuvnTikd Vo 0dnyNoel o€ aENCT TOV ETMES®V G6TO TAL (POPLOKEVTIKAOV TPOTOVI®V
OTMS M GOVLTOTIVN Kot 1) TOABovTapidn kKot oo MEZAD, to omoia us'K&Mqovwl oand to Kutoypopua
Pys0 2C9. Aedopéva amd v perétn CAPRIE vrodeikviovy 611 %@xwvro‘fvn Kot 1 ToABovTapion
umopohy va cuyxopnyndodv pe aoc@areld e TNV K)»omSoypé?»Om&

Extog and T1g mAnpopopieg Yo aAANAETIOPACELS pE cuy@bptuava QOPUOKEVTIKA TPOTOVTA TTOV
TEPLYPAPOVTOL TOPOUTAV®, OEV EYOLV dle&oyOel Hedét ‘%Mmksn%pacng NG KAOTOOYPEANG UE LEPIKEL
(POPUOKEVTIKG TPOTOVTA TOV YOPNYOVVTOL GUYVEL Oeveig pe abnpobpopfotikny acbévela. Qotdco,
ac0eveic TOV GUUUETEIYOV OTIG KAVIKEG LEAETE v KhomdoypéAn Erafav o Totkiiia
GLYYOPNYOVUEVAOV POPUOKEVTIKOV npo’iévrw@gvpnsptkapﬁavouéva)v TOV SIOVPNTIKAV, TOV B-
OVOGTOAEMV, TOV OVTAY®VIGTOV TOV Het Tiov evihpov g ayyetotacivng (avactoieic MEA),
TOV OVTAYOVIGTOV SIOAV acPeoTio vV TAPOYOVTOV PEIMONG TOV ETTESWOV YOANGTEPOANG, TOV
OYYEIOOI00TUATIKOV TMV GTEPVLO YYEIOV, TOV AVTIOIAPNTIKOV TOPAYOVI®V
(ovumepriapfavopévng Tng VGouAVIG), TOV OVTIETIANTTIK®OV TOPAYOVI®OV KOl TOV AVTAYOVIGTOV TOV
VTOJOYEDV TNG y?wmnpwrs’i’v& /I11a yopig evprpato KAMVIKE SNUAVTIKOV aveTOOUNTOV
OAANAETIOPAGEDV. ) A\

O\
4.6 Kinon ka yz{@)xia
D

Enedn| dev DEQ&Q)V KAvikd dedopéva oyxeTikd pe v ékBeon oty KAOTBoYpEAT Katd TNV
EYKLUOGVHV Ol TPOTILOTEPO VAL U1 YPT|CLLOTOLEITAL 1) KAOTOOYPEAN KATA T S1APKELR TNG
sym)uooin&?og LETPO TPOPUAAENG.

Me ?68 {oa dev KoTEdEEAV AUETES 1| EUIECES EMKIVOVVES EMMTMGELG GTNV EYKLHOGVHVT), GTIV
ofQmTuEN Tov EPPpov, oTov TokETO M) 0N peTayevvnTIKh avamtuén (BA. mapdypago 5.3).

Eivar dyvaooto gdv 1 kKhomidoypédn anekkpivetal 6to avOpomvo untpikd yain. Meiéteg oe {ma
KATESEIEOV AMEKKPLOT TNG KAOTIS0YPEANG GTO UNTPIKO YAAQ. Q¢ LETPO TPOPOAAENG, 1 Yolovyia dev
0o mpémel va cvveyiletor kotd T didpkela g Oepaneiog pe to Clopidogrel Teva Generics B.V..

4.7 Emopaceis 6TV IKAVOTNTA 001Y161G KO YELPLGHOV PNYUAVAOV

H «homidoypéin dev éxel Kapud 1 £XL AoNUAVTIN ENXLOPACT) GTNV IKAVOTITA 001 YNONG KO YEPLIGLLOV
UNYovaov.

4.8 AvemOounteg evépysieg



H acpdAeia g khomdoypéing a&loroyndnke oe mepiocdtepovg and 42.000 acbeveic mov Exovv
GUUUETACYEL € KAWVIKEG LEAETEG, CLUTTEPIAAUPAVOUEVOV TTEPIEGOTEP®V 0o 9.000 0c0evidv oL
éxavay Bepaneio yia 1 xpovo 1 meptocdTepo. Ot KAMVIKE GYETIKES LLE TO PAPUOKO OVETIOVUNTEG
evépyeleg mov mapatnpnonkav otig peréteg CAPRIE, CURE, CLARITY kot COMMIT
TEPLYPAPOVTOL TOPUKAT®. ZUVOAIKA, 1) KAOTOOYPEAN 75 mg nuepnoing RTav cuykpiotun pe to AXO
325 mg nuepnoimng otn pekétn CAPRIE, ave&dptra amd tnv nAikio, To ¢OA0 Kot T QUAT. Eni tAéov
g epmelpiog amd Tig KAMVIKEG LEAETES, avemBOUNTEC EVEPYELEG ExOUVV emtiong avapepBel avbopuntac.

H awpoppayia eivat n o cuyvn avtidpacn mov avapépinke 1060 6€ KAMVIKEG LEAETEC OGO KO LE
Baon v eumepio LETG TNV KLKAOQOPIO TOL TPOIOVTOG GTNV ayopd, OOV avapipinke Kuping Katd
TN SLOPKELN TOV TPMTOV UNVe. TG Oepameiog. \\‘9

Ye aoBeveic g nedétng CAPRIE mov éhaPav Oepancia ite pe khomdoypéln eite pe AXO, ‘u\
GUVOAIKN cVyvOTTa KEBE €idovg atpoppayiag Nrav 9,3%. H cuyvdtta epopdviong GoBapg'
neplotoTikav frav 1,4% yia tnv Khomdoypéin kot 1,6% yio to AXO. “uo

¥ peiétn CURE, 10 1060616 T0V encicodimv peilovog ayoppayiog nrav yio T 'g\;;m%«{pé?m +
AX0 dococaptopevo and o AZO (<100 mg: 2,6%, 100-200 mg: 3,5%, >200_mg: 4,9%) dnwg Kot T0
TOGO0TO TOV EMEIGOSIMV PEI{OVOC UopPpaying Yo EIKOVIKO PAPUOKO + AZO’&XIOO mg: 2,0%,
100-200 mg: 2,3%, >200 mg: 4,0%). O kivdvvog aipoppayiog (emtkivoy @La m o, peifovoc,
EMAOCOVOG, AAANG) LEIMONKE KaTE TN S1APKELD TNG LEAETNG: KATO TOV €G 0-1 (KAomidoypéin:
9,6%, eikovikd pdppoko: 6,6%), katd Tovg unveg 1-3 (Kkoméioypé?\ 5%, EWKOVIKO QAPLLOKO:
2,3%), xatd Toug uveg 3-6 (kKhomdoypéin: 3,8%, elKoviko edp : 1,6%), xatd Tovg unveg 6-9
(homdoypéin: 3,2%, ekovikd eappoko: 1,5%), katd toug piddc 9-12 (khomdoypéin: 1,9%,
gloviKo dapuaxo: 1,0%). Aev TapovcldoTnKoy ETITAEOV OVEG OLLOPPOYIEG LLE TOV GLVOVOGHO
KhomdoypéAng + AXZO og dSioTnue 7 NUEPDOV LETA TNV, ERENPUCT] COPTOGTEPUVIAING TUPAKAUYNG, OE
acOeveic mov otapdtnoav ™ eponeio TEPIGGOTEPE % 5 NUEPEG TPV TN YEPOLPYIKN EXEUPaON
(4,4% omdoypéAn + AZO évavtt 5,3% ewovikoy Wapudkov + AX0). e acbeveig mov cuvéyicay
TNV oy®yn €vioc S nuepmv Tpv v exépufoon %{octa(pavwiag TOPAKOLYNG, ) CLYVOTNTA TOV
eng160dinv frav 9,6% ywo mv kKhomdoypEnck AZO Kat 6,3% i To gucoviké gdppoko + AXO.

¥ peiétn CLARITY, vinpye Guvoklé‘gﬁincn TAOV QLOPPAYLDY GTNV OUAd KAOTIO0YPEATG +
AX0 (17,4%) évovtt g oudodag €t Qﬂcob pappakov + AX0 (12,9%). H cuyvotnta gppdviong
peiovog apoppayiog nTav napéboﬁ peta&d tov dvo opdadmv (1,3% évavtt 1,1% yia 11g opddeg
Khomdoypéing + AXO ko sug@Ké oappako + AXO, avtictorya). Ta aroteléopata vt 1I6YVOVY
KO Y10l TIC VTOOAdES aofevipv Omws opilovton amd YpaKINPIGTIKA OVapOpPAG KOl OO TOV TOTO TNG
Oepomeiog pe GpouBoM)é@ﬁ nmapivn.

¥t pekém CO , TO GLVOMKO TOGOGTO U1 EYKEPAAIKNG UEIlOVOC alopparyiog 1 EYKEPUAIKNG
alpoppayiog NreeyopnAd Kot Tapdpoto evrdg tov dvo opddwv (0,6% vavtt 0,5% yo T opuddeg
MontSoypé%éB A0 ka1 gikovikd eappoko + AZO, avtictoya).

Avsme\ﬁrsc; EVEPYELEG TTOL €1TE EUQOVICTNKAY KATE TN S1APKELN TOV KAMVIKOV UEAETOV gite

ov Kav avbopuntog Tapovcidlovral atov mivaka wov akoiovdel. H cuyvotntd toug opiletan
omn TIg akoAovbec Tapadoyés: cvyvég (=>1/100, <1/10), oyt cuyvée (=>1/1.000, <1/100), omdvieg

(>1/10.000, <1/1.000), moAv omdavieg (<1/10.000). Evtog kabe katnyopioag cuyvotnTog ELPAvIoNGS, ot

avemBounteg evépyeteg mapatifevtol kot Oivovsa cepd coPapdtmrag.

Kamnyopia Yoyvég Oy ovyvég Yravieg oAb omavieg
Opydvov
2VGTNHOTOS




Awotapoyég Tov Opoppomevia, Ovdeteponevia, OpopPotikn
OO0 TIKOD Aevkomevia, ovumeptiopfavo- | Bpoppomevikn
KOl TOV noctvoeiMa HEVNG NG mopovpa (TTP) (BA.
AELPIKOD coPapng Tapdypoeo 4.4),
GUCTNHOTOG ovdeTEPOTEVING OTAQCTIKY avoipia,
TOVKLTTOPOTEVICL,
OKOKKIOKLTTOpOUCL,
coPapn Opoppomnevia,
KOKKIOKVTTOPOTEVICL,
ovopiol
Awtopayés Tov Opovoaia, \
0VOGOTONTIKOV ava(pv?uamosﬁ%@
GUGTNLOTOG avTOpAGELS \O
Yoylatpikég ‘Psuéatc%%mg,
SloTapoyEg oLyyvel
Awtapoyég Tov Evdoxpaviokn AL@(}\daxég ™g yebong
VELPKOV ooppayio <\
GLOTNULOTOG (avoeépbniay C}
OPIOUEVEG (;J\A
MEPUTTAOCELS LIE A\
Oavatneopo ékfao), ‘Oc‘-’
KeQOAQAYiQL, , 0@,
napocOnoio, (aAn N\
OpBoipukég Ayoppayieg Tov &U\
dratapoyég o@BaALL00 3
(emmepukoTOC, &
evoopOGia, =
appBAnoTp S
Awtapoyég Tov 60" Tayyog
®TOG KO TOV Q
Aafopiviov N
Avyyelokég Aydtopo 6\0 YoBapn apoppayia,
dratapoyég <\ aoppayio omd 1o
00 EYXEPNTIKO TPAVLLO,
7S ayyeutida, vroToon
Awotapoyég Tov Enicrg%q\ i Awoppayio amd v
OVOTTVEVGTIKOV é\ OVOTTVEVOTIKT 000
GUGTHHOTOC, 'QQ (oarpdmTUON,
oL BDPOKO KO o TIVEVLOVIKT|
TOV '\&- aoppayia),
uacoempmcigj) Bpoyydomacuog,
R dugpeon Tvevpovitido
Awrto ¢tov | Awoppayio tov | I'aotpikd €hkog kot OmcsBoneprrovai- | Faotpeviepicn kot
yo TEPIKOV | YOOTPEVTEPL- d®OEKAOUKTUAIKO K1 apoppayio omcbonepirovaikn
Q KOV GOANVA, é\Kog, yaotpitida, aoppayio pe
ddppora, éuetoc, vavtia, Bavatneopo ExPaon,
KotMoko diyog, | duvokothotTo, TOYKPENTITION,
dvomeyia UETEMPIOUOG KoAiTIdO
(cvumepapfovo-
UEVNC TNG EAKDOOVE M
AELPOKVTTAPIKNG
KoATIdOK),
GTOUATITION




Awotapoyég Tov Oé&ela nrotikn

NTATOG KOl TWV OVETAPKELD, NTOTITION,

YOANOOP®V U1 QUGLOAOYIKEG
doKpLacieg NIATIKNAG
Agrtovpyiog

Awrtoapayés ov | Molomag E&avOnpa, kvnopoe, [MoppoAivymong

OEPOTOG KO alpoppayio oo To deppatitida (To&kn

TOV VTTOAOPLOV déppa (Topevpa) EMOEPUIKT] VEKPOALOT),

16TOV ovvdpopo Stevens-
Johnson, ToAvpOpPO
gpvinua), ,
ayyelooionua, N
gpuONUUTOS Q\\\
e&avomu 180)01],
SKCSH% 0AOg
Aevg

Awotapoyég Tov %Glcskgrmn

HVOGKEAETIKOD C,\mpoppayia

GUCTNHOTOG KOl '\A (aipapBpo), apbpitida,

TOV GLVOETIKOD A(U apBparyia, poalyio

1670V ACY

Awotapoyéc Tov Aatovpio (,’v ZIEPAUATOVEPPITL-

VEQPOV KOl TMV ‘© o0, avénuévn

oVPOPOP®V C)Q KpeaTvivn aipotog

000V _ '3&

T'evikéc Awoppayia J\: [ [Tvpetog

dwotapayéc ko | otn 0éon {)}

KOTOOTAGELS TNG | TOPAKEVTNOTG \0~

0300 yopiynong oV

"Epevveg [Moparte &vog

XPOVOS PO,
neilievog apipdg
ETEPOPIA®V,
QO peiwpévog ap1dpdg
(\0 OULOTTETOM MV
A
4.9 Ynepdocoloyia 6\0

Ynepdocoroyia Hsr&\gé YOPNYNON KAOTOOYPEANG UTTOPEL VO 00N YNOEL GE TAPATUCT TOV YPOVOL
] ) €C OLUOPPAYIKEC EMIMAOKES. EGv mapatnpnbovv apoppayieg Oa mpémet vo

VoL 1 KOTAAANAT ayoyn.

POTG KOl ETOKO

eetaotel ot

Agv éxel B 1 avTidoTOo NG PUPHOKOAOYIKNG dpdons Tng kKAomdoypéAne. Edv aratteiton dpeon
) @%61) TOPOTETALEVOD YPOVOL POTG, 1 LETAYYIOT UOTETOM®MY UTOPEL VOL AVOGTPEYEL TOL

)

5.

5.1

d16p0
ano&&uaw NG KAOTOOYPEANG.

OAPMAKOAOTI'TKEX IAIOTHTEX

D opPoKOOVVIUIKES LOLOTNTES

DoppokobepamenTIKy KATNYOPIlo: AVAGTOAELS GVCCOPEVONG OUOTETAAMV EKTOC NTTOPIVNG, KOOIKOC
ATC: BO1AC-04.

H xAomidoypéin elvar £va TpoeaproKo, Evag amd Toug LETABOAITEC TOV 0TTOioV Eival AVOGTOAENG TNG
oVooMPEVONG TV aonmeTariov. H khomdoypéin npénetl va petaportotet amd ta Eviupa Tov
CYP450 yio va Tapdéet To 0pacTikd PeTOPOAITN TOV AVAGTELAEL T GLGGMPEVLGT TWV OLLOTETAAIWDV.



O dpaoTikdg pHeTafoAitng TG KAOTIOOYPEANG EKAEKTIKA AVAGTEALEL TN 6VLEVEN TNG SLPOCPOPIKNG
adevooivng (ADP) pe tov vodoyéa P2Y 1, tov arponetariov kot tnv enaxdAovdn evepyomoinon,
péom g ADP, tov cupmiéypartog tng YAvkorpmteivng GPIIb/IIa, avacstéAlovtag pe Tov Tpdmo avtd
T1 GLGGMPEVCT TOV OLUOTETAAIOV. AGY® TNG YN avaoTpEYLUNG cVievéng, Ta ektedeluéva
OLOTTETAALN EMNPEALOVTAL Y10 TO VIOAOLTO TOL YPOVOL (NG Tovg (katd Tpocéyyion 7-10 nuépeg) Kot
N AvAKTNON TG PVOIOAOYIKNG AELTOVPYinG TV aponeTaAinv cupuPaivel pe pudud avéioyo pe 1o
pLOU6 avavémong tov aponeTodiov. H cucompevon tov aporetolmy, Tov TpoKoAsiTol amd
ayoviotég dAlovg omd v ADP, avactéddetal, emiong, omd v TopepnddIon TG EVIGHVONG TNG
gvepyomnoinomng amd v amelevbepovuevn ADP.

Eme1dn o dpaocticog petaporitng mpoxvntel amd ta vivua tov CYP450, opiopévo amod ta omoio
TAPOLGIALOVY TOAVUOPPICUOVG 1] VITOKEIVTOL GE OVAGTOAN omd GALN Qapuoka, dgv Oa £xovy Aot %\
000EVEIC ETOPKT| OVOGTOAT TOV OUOTETAAI®V.

Enmovariapfavopeves 86c€1g Tv 75 mg tnv nuéPa TPOKAAESAV GTLLOVTIKT AVOGTOAN LISRY O(U
TpokaAovpEVTS oo TV ADP cucompenong Tmv aomeTaAiny ond T TpdTn NUEPA. (xcro?m
ot ovéndnke TpoodevtiKd Kol EpTace o€ otabepd enineda neTa&y g 3ng Kot 71] %pag ¥m
otofepn KOTAGTAGN, 1) OVUGTOAN TNG ALOTETAALOKAG GVCCMPEVCT|G TOV TOPOLTY| Ke pe 66om

75 mg v nuépa, rav g tééng tov 40% émwg 60%. H cusompevon tov oo {ov ko o ypdvog
PONG EmOVAADOY GTASIOKA GTO, aPYIKE ETITEDQ, YEVIKG GO GE S NUEPEG HETHTN SLOKOTT TNG

Oepomeiog. ‘Ocu

H acpdAelo kot 1 amoTeAeGUOTIKOTNTO TNG KAOTIO0YPEANG EXEL aén?c?qea 6€ 4 SIMAEG-TLPAEG
ueAéteg oTig omoieg cvppeteiyav Tavm omd 80.000 acbeveic: IE, pio perétn odykpiong g
Khomdoypéing évavtt tov AXO kot ot CURE, CLARITY «ot MIT, peréteg ovyKpiong g
KAOTIO0YPEANG EVOVTL EIKOVIKOD QOPUAKOD, OOV KoL TO SURPOPLOKEVTIKA TPoidvTa Yopnynonkay ce
ouvdvaoud pe AXO kot GAAN cuykekpluévn Oepameia. @

Tlpoopazo Euppayuo Tov HLoKapdiov, TPOCPATO Qg@gko' EYKEPOALIKO ETEITOOIO 1] EYKOTETTHUEV
TEPIPEPIKT OPTHPIOKT VOGTOS o)

H perétn CAPRIE cvpmepiéhafe 19. 185 %sig pe afnpobpdupwon, mov eiye exdniwbei pe
TPOGPATO EUPEPUYLLO LLOKAPIIOV (<35 PEC), TPOCPAUTO LYK Oy YELOKO EYKEPOAMKO EMEIGHO10
(neta&d 7 nuépeg Ko 6 pufveg) N €y chmuévn mepLpeptkn aptnplokn voco (ITAN). Eywve
TLYOOTTOINoN TV acHevdV g ¢ KhomdoypéAng 75 mg/muépa | AZO 325 mg/Mmuépa kot m
TapaKoAovON o S pKEGE YU égg 3 xpOVIOa. ZTNV VTOOUAdH [LE EUPPAYLLO TOV LLOKAPIIoV, Ot
TEPLGGOTEPOL OO TOVG aq@s&gtg EhaPav AZO o Tig TpdTEG Alyeg NUEPEG LETA TO 0&D EULPPOYLLO TOV

ot
pokapdiov. O\

H «lomdoypéin '&8 ONUAVTIKA TN GUYVOTNTO ELPAVIONC VEDV IGYOUK®OV ETEG0dImV (GVVOETO
TEMKO onpeio (@l.‘éuoyncng EULPPAYLOTOG TOV PVOKOPSIO, IGYOUIKOD ayYELOKOD EYKEPOAKOD
EMELO0BI0V K apStawaLaKov Bavatov) cuykpwopevn pe AXO. Xpnoleomoidvtog To HOVTELO
cwucmct{g. véAvong pe okomo v Bepamneia, 939 encicoda e€eTdoTNKAV GTNV OLAdO TNG
KAOTILO, Ang, ko 1.020 eneicooia pe AXO (peimon tov oyetikov kvdvvov (RRR) 8,7%, [95% CI:
@ 6,4], p=0,045), mov avaroywd onpaivel 6L o€ KaBe 1.000 acBeveic mov ElaPav aymyn eni 2
@Q& avtietolyovv 10 [CI: 0 éwc 20] emmpdobetor acbeveic mov TpoPLAGONKAY amd VEO 1GYUUIKO
EMELGO010. AVAALGN TNG CLVOAMKNG BVNGIUOTNTOC MG SEVLTEPEVLOV KATUANKTIKO onieio dev £5e1Ee
Koo oNpaVTIKY d1apopd LETOED TG KAomdoypéAng (5,8%) kot tov AZO (6,0%).

& U0, avAAVOT] VTTOOUASMV OV KATAGTUGT (EUGPOYLLE TOV LLOKOPIIOV, 1IGYALUKO OyYELOKO
gYKePOAKO emelcod1o kat [TAN) to 6@pelog amodeiydnke péyloto (EXITVYYOVOVTOG GTUTIGTIKY OLOPOPE
p=0,003) ce acBeveic mov eiyav coumepinedel Adyw ITAN (10iwg o exeivovg mov glyav emiong
otoptkd epepayratog Tov pvokapdiov) (RRR=23,7%, CI: 8,9 éwg 36,2) kot pkpotepo (Ot
onuavTikd dtapopetikd and AX0) o acBevelg pe ayyelakd eykepaiiko eneicooto (RRR=7,3%, CI: -
5,7 éwg 18,7 [p=0,258]). e acbeveig mov giyav coumeptAn@Oei otn pelét pe uovn artoroyio
TPOGPUTOV EUPPUYUATOS TOV LLOKAPSI0V, 1) KAOTLOOYPEAN NTOV apPlOUNTIKA KATATEPN GALL Y OPIg
GTATIGTIKA oNUavTIKh dtapopd ond 1o AXO (RRR=-4,0%, CI: -22,5 éwg 11,7 [p=0,639]). EmumAiéov, 1
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avéivon piag vroopddog pe Paon v nhkia £0e1&e 6L To O6PELOG amd TNV KAOTIO0YPEAT o€ acbeveig
Gvo TV 75 eTdv NTov LKpOTEPO amd eKEivo oV mapotnpOnke o acbeveig <75 etdv.

Emedn n pelén CAPRIE dev tov og Béom vol eKTIUNGEL TNV OTOTEAECUATIKOTNTO TOV XL LEPOLS
VTOOUA®V, OEV EIVOL GUPES EAV 01 SLOPOPES GTI GYETIKT EAUTTOOT TOV KIVOUVOVL GTIG DVTOOUAOES LE
KOTAGTOOT EIVOL TPOYUATIKES, 1) ATOTEAEGLO, TOYNG.

O&b orepaviaio ovvopouo

H peiétn CURE ocvpmepiérafe 12.562 acBeveic pe 0&H ote@aviaio cuvopouo yopic avactoct Tov
Swotpatog ST (aotabn onBayym 1 Enepaypa Tov pookapdiov yopic kopa Q), Tov TpocnAbay péca
o€ 24 GPEC ETE TV ELPAVION TOV TLO TPOGPOTOV EMEIGOSIOV TPOKAPSLOL GAYOUC 1) GUUTTOUATMOV D
ovpfarov pe wyopio. Ot acBevels anoatiOnke va xovv gite NAEKTPOKAPIIOYPUAPIKES uewBoXéQ\\‘
ovuPotég pe véa woyoipio N avénon Tov kopdakmv eviduwmv fi tpormovivng I T tovrdyictoy, §y
QOPEG WAV OO TO AVMTATO PLGLOAOYIKO Opro. Ot acbeveig TuyaonomOnkay o KXORLSOR\@n

(300 mg d60m PopTiong akolovBodevn amd 75 mg/muepnoimg, N=6.259) 1 sikovikd @iPLoKO
(N=6.303), ka1 ta. 500 yopnynOnkav oe cuvovacuod pe AXO (75-325 mg epdamo nu@ﬁg) Kot
dAAeg Kablepopéveg aywyéc. Ot acBeveig NTov Vo aywmyn LEXPL Kot Eva ypovo. ZT.Q elétn CURE, o¢
823 (6,6%) acBeveic cuyxopnynONKav avIay®vIoTEG TMV VTOSOYEMV y?mmnp,a@mg [Ib/IlIa.
Hrapiveg xyopnyndnkav oe nepiocdtepo amd to 90% tov acbevav kot o oyetlisds pubuog aipoppayiog
peta&l KAOmS0YPEANG Kot EIKOVIKOD (OPUAKOD dgV EMNPEACTNKE O payo amd TN GVYYopNYNoN

nmropivng.
‘\qu

O ap1Bpo6g tev achevav mov agloloyninkay mg TPog T0 TPOTEVERKATAANKTIKO onpeio [BdvaTog
Kapdlayyelokng onttoroyiag, Epepaypa tov pookapdiov (MI), §uyyeraxd eykepoiikd eneicodio] nrav
582 (9,3%) oty opdda g kKhomdoypEAns kot 719 (11,4%%&nv opddo ToL EIKOVIKOD QUPUIAKOL, LIE
20% peiwon tov oyetikov Kvouvov (95% CI 10%-28%,0,00009) yio v opddo tg
KhomdoypéAng (17% oyetikn peiwon tov Kvdvvov § (i'v‘ ol acBeveig fTav VWO GLVTNPNTIKN AYOYT,
29% oOtav giyav vroPAindel oe enépPaon dradep LOWALKTG OYYELOTAOGTIKNG OTEPUVIAI®V
(PTCA) pe 1 xopig tomoBétnon evoompdheong! t) ota otepaviaio kKot 10% dtav glyov vroPfinOet
o€ emépPaon aoptootepaviaiog Tapdkapyng(CABG)). ITpoAnednkav véa Kapdtoyyelokd enelcOold,
(mpwtedov TeMKd onueio aEloAdyNoNGg), HEBYETIKES HEIDGEL TOV KvdOvov Tng taEemg Tov 22% (CI:
8,6, 33,4), 32% (CI: 12,8, 46,4), 4% (CGR\=26,9, 26,7), 6% (CI: -33,5, 34,3) xon 14% (CI: -31,6, 44.2),
KOTA TN O1GPKELN TOV SLOCTNLATOV &‘g peréng 0-1, 1-3, 3-6, 6-9 ka1 9-12 unveg, avtictoya.
YVVETMG, LETA TOVG 3 UNVEG AY®YIS; TO OPEAOG oV TapatnpnOnke oty opudda kKAomdoypéing +
A0 dev avéndnke nspanépq\Qw 0 kivouvog aipoppayiog mapépewve (BA. mapdypapo 4.4).
1
Q
H ypnon g khomdoyp otmv CURE cvoyetiotnke pe peiwon g avaykng yio Opopfoivtikn
ayoyn (RRR=43,3%,, CI724,3%, 57%) kot avactolrelg vmodoyémv yAvkonpwteivng IIb/11a
(RRR=18,2%, CL‘O6',<S\A>, 28,3%).
\J\_
O ap1Buog r(@\xoGsvo’av oL a&oA0YHONKAV MG TPOG TO GVLVOETO TPOTEVOV KOTAANKTIKO OTNUELD
[6&vaToc Ly YELOKNG atTloAoyiag, Epepaype Tov pvokapdiov (MI), ayyelaxd eykepoikd
EMELGO avBextikn woyopio] nrav 1.035 (16,5%) oty opdda tng Khomdoypéing kot 1.187
(18 %) GTNV OLLASO TOV EIKOVIKOD Qappdkov, pe 14% peimwon tov oyetikon kvdvuvov (95% CI
6%0-21%, p=0,0005) yio v opdda g KAomdoypEANG. AVTO TO OPELOG TPOKVTITEL KVPindg amd Tn
OTOTIOTIKMG GNUOVTIKY HEIDOT TG CLYVOTNTOG ELPAVIONG TOV EUEPEYLOTOC TOL puoKapdiov [287
(4,6%) otnv opdda e KAomdoypéing kot 363 (5,8%) otnv opddo Tov EKOVIKOD PApUAKOL]. Agv
mopaTnPNONKE ETIOPACT) GTI CLYVOTNTO EMAVEICAYWOYNG OE VOGOKOUELD YL aoTadr oTtnddyym.

Ta anotehéopato Onmg ekTiunONKay 6€ TANOBLCUOVG e SPOPETIKE YOPAKTNPLOTIKA (TT.Y. aoTodN
omOayyn N éuepaypa tov puokapdiov ywpig kopa Q, youniod £0c vynid Kivévvo, dmapén dafnTn,
avaykn enépPaong exavayysioons, nAkia, OUAO, K.AT.) NTAV COUPOVA LLE TO. ATOTEAEGLLOTO TNG
TPOTOPYIKNG avaivons. Zuykekpiéva, og pia post-hoc avdivon 2.172 acbevav (17% tov cuvolkov
mAnBvopov acbevav g pekétng CURE), ot omoiot vrofAndnkav ce tomofétnon evoonpdbeong
(stent) (Stent-CURE), ta dedopéva £6e1&av 0TL, OTOV 1) KAOTIOOYPEAT GUYKPIVETOL LLE TO EIKOVIKO
(APLLOKO, KOTAOEIKVIETAL ONUAVTIKY| LelwoT Tov oyeTikov kivduvov (RRR) katd 26,2% ctovg
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aocBeveic mov ehapuPavay KAOTS0YpEAT MG TPOC TO HVOETO TPOTEVOV KOTAANKTIKO onueio (Bdvotog
KOPOLOYYELOKNG OLTIOAOYIOG, ELPPOYLLO TOV HVOKAPOIOV, AYYELNKO EYKEQPUMKO ETEIGOO10) KOl ETIONG
plo onuavtikn peimon katd 23,9% tov 6YeTIKoD KIvOUVOL MG TTPOg To0 cLVOETO devTepevoV
KaToANKTIKO onueio (0dvatog amd Kapdayyelod aitio, ELPPoyUe TOV HVoKAPdiov, ayyELOKO
EYKEPAAIKO eMEGOO10 N} avOekTikn woyoupio). EmmAéov, to mTpopil acpdielog tng KAOTIO0YPEANG OF
VTV TNV VITO-0UAd 0oOEVAOY OV dNUIOVPYNOE KATOL0 10104TEPO TPOPANLLO. ZUVETMOG, TO
amoteléopata amd avTd TO LITO-CHVOLO GUUP@VODV LE TO GUVOMKE OTOTEAEGUATO TNG LEAETG.

Ta 0péAn mov TapatnpNONKav pe TV KAomdoypéAn Ntav aveEaptnta amd aiieg Oepaneieg mov
YOPNYoUVTaL 0EEMG 1 YPOVIMG Y10 KOPIloyyELOKE voonpata (6mme Nrapivn/mrapiveg Likpod Hoplakon
Bapovg (HMMB), avtaymviotéc vtodoyéwmv g yAvkonpwteivng Ib/Ila, vroAmdayikd
(QOPLOKEVTIKA TPOTOVTA, B-0VAGTOAELS, KOl OVOGTOAELG TOV UETATPETTIKOD EVIDUOV TNG N\)
ayyerotacivng). H amotedespotikdtnto TG KAOTIO0YPEANG TapotnpOnKe aveEaptnta amod ) 8(\@%‘
Tov AXO (75-325 mg pio popd nuepncimg). Otu

Y acbeveic pe 080 Euppaypa Tov pvokapdiov pe avactoaot tov dwotiratog ST, n ace@hela Kot 1
QTOTEAECLLOTIKOTITO TNG KAOTOOYPEANG £x0VV a&lodoynBel oe SO TUYOOTOINUEVEC, BREYXOLEVEG LE
EIKOVIKO QAPHKO, SIAEG-TVPAES peréteg, v CLARITY ko v COMMIT.

)
H peAétn CLARITY ocvumepiédafe 3.491 acbeveic ol omoiol Tapovciacoy 8\&2)% 12 opdv amd v
évapén g ST avdomoaonc ELepayLo TOL HVOKAPIIoV Kot TPOYPUULATE va Egkivioovy
OpopPorvtikn Bepamneia. Ot acOeveic Erapav Khomdoypéin (300 mg %ﬁcn @OPTIONG KO OTN
ocuvéyeln 75 mg/muépa, n=1.752) 1 gikoviko eappoko (n=1.739), w ¢ 600 TEPIMTAOOELS OF
cuvovaoud pe AX0 (150 émc 325 mg g 3661 POPTIONG Kol OT €xelo 75 émg 162 mg/muépa), pe
&vav vmdoAVTIKO Tapdyovta Kot, 0tav ypelalotay, pe nrapiviOr acbeveic RTov vd
napakolovOnon yia 30 nuépec. To TPOTEVOV KOTOUANKTIKG glo a&loldynong ftav N Topovacio
amo@payUEVNG e&aTiog ELPPAKTOV CTEPAVINING OPTNPIEETNV ayyeloypapia TP amd Ty ££000 TOL
acOevovg and 10 vosokopeio, 1| Bdvatog 1 mtorpomé% EUOPOYUO TOV HVOKAPSIOL TPV TN
otepavioypagio. ['a acbeveic mov dev vroPrOnkg)Ge otepavioypagic, 10 TPOTEVOV KATOANKTUCO
onueio a&oAdynong nrav o Bdvatog 1 To VIoTREFALoV EUEpPayua Tov pookapdiov Thv Huépa 8 1
kot v £8080 omd To vosokoueio. O mAnbuowos Tov acbevav cvunepieapBave 19,7% yovaikeg ko
29,2% acbeveig >65 etav. Eva Gﬁvoko‘9 % TV ac0evov EAape vmdoAVTIKA (1vewdo-g101Ka: 68,7%,
un wodo-gdwd: 31,1%), 89,5% mwp@h 8,7% B-avactoleic, 54,7% 0vaoTOAEI TOV PETATPERTIKOD
evlhpov g ayyslotacivng kot 63 "/b'émrivsg.

[Mocoo16 dexaméve To1g SK(M@%,O%) TV acfevodv oty opdda g Khomdoypéing kot 21,7% oty
OLLAO0 TOV EIKOVIKOD QUpPILEOV £QTAGE GTO TPMTEVOV KOTUANKTIKO onpeio a&loAdynong,
AVTITPOGMOTELOVTOS OOV pelmon katd 6,7% kot 36% mbavn peioon xaptv Tng KAOTIS0YPEANS
(95% CI: 24, 47%, p 1), kuplog oxetilopeveg pe PHEI®ON TOV ATOPPAKTIKOV OPTNPLOKOV
epuppaktov. To 6 ¢ avtd VENPYE o€ OAES TIG TPOKAOOPIGUEVEG VITOOUAIES GUUTEPIAAUPAVOUEVNS
g NAKiog Km\z& @OAOL TOV 060EVOVG, TNG EVTOMIONG TOL EULPPAKTOV KOl TOV TOHTOL TOV
WOIOADTIKOVNTTNG NTapivg TOL XPNCUOTOONKE.

H HSX@OMMIT UE TapayovTikd oxedlacpo 2x2 coumepiéhafe 45.852 acbeveig ot omoiot

o @1 ooy evtoc 24 wpav and TV Evapén TOV GUUTTOUATOV VITOYI0 ELEPAYUATOS TOV
p@%p&ov Ue avaAoyec NAEKTPOKOPIOYPAPIKEG aALOIDGELS (.. avacmacn ST, katdoroaon ST 7
aplotepd okeMkd amokAelopod). Ot acheveig Ehapav kKhomdoypédn (75 mgMmuépa, n=22.961) 1
€IKOVIKO Qdapuako (n=22.891), oe cuvdvacpo pe AZO (162 mgmuépa), yio 28 nuEPEG N UEXPL TNV
£€0d0 and 10 vosokopeio. To cOVOETO TPOTEVOVTH KATAANKTIKG onpeia Tav o Bdvatog amd
OTOLOONTTOTE OILTiOL KOL 1] TPDTY] EUPAVIOT] EXAVEUPPAENG, AYYELKOD EYKEPAAIKOD EMEIGOSIOV 1)
Bavdrov. O TAnbvopdc neperdpupave 27,8% yovaikeg, 58,4% acOeveic>60 etdv (26%>70 etdv) Kot
54,5% acBeveig mov Adufovay vmooAVTIK.

H xAomidoypédn peiwoe onNUAVTIKA TO GYETIKO Kivouvo Bavatov arnd omoladnmote attio Kot 7%

(p=0,029) K01 T0 6YETIKO KivOLVO TOV GLVIVAGHOD ETAVEUPPUENG, OYYELNKOD EYKEQPOAMKOD ETEIGOSIOV
1 Bavdrtov katd 9% (p=0,002), avtimpocmredovrag aroivtn peiwon kotd 0,5% wat 0,9% avtictoyo.
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To 6perog avtd NTav oTabepd yio TV NAKica, To POAO Kot TNV YopnyNnon 1 oyt OpouforvtiK®dv Kot
mTapaTnPNROnkKe evtog 24 opmv.

5.2 ®@appokokivnTikES 1O10TNTEG

Amoppoonon

Metd and epanal kot emavolapfovopeveg nuepnoteg 66ce1c 75 mg amd ToL GTOUOTOC, 1|
KhomdoypéAn amoppopdtal Toéms. To péco vynAdtepo eminedo g apetdfaAntng kKhomdoypéing oto
mAdoua (Kotd tpocéyylon 2,2-2,5 ng/ml petd and epdnal 660m 75 mg omd ToL GTOUATOC)
eppaviotnke mepimov 45 Aentd petd ) yopnynon g doons. H amoppdenon ivar tovridyiotov 50%
ue Baon ™ pérpnon anofoing Twv HETAPOATOV TG KAOTIO0YPEANG GTO OV

D
Kozovour 0\\\
H xhomidoypéin kat 0 kOplog KUKAOQOP®V (avevePYOG) HETOPOATNG TNG, OEGUELOVTOL avacyrg‘w\lua
ue Tpwteiveg Tov avBpmmvov TAdcpatog (98% kot 94% avtictowa) in vitro. H Sécusum]& itro ogv
PTAVEL LEYPL KOPEGLOV Y10l £VEL EVPV PAGO CLYKEVIPWOOTC. “uo
, L&
Meraforiouog \
H xAomidoypéin petaforiletar ektetapévo oto Nrap. In vitro Ko in vivo, M Kk@oypé)m
petaforileton pécm 600 KOPLOV PETAPOAIK®Y 03MV: o kaTd TNV onoio pe TR flecoldpnon
E0TEPACHV VOPOAVETAL GTO AVEVEPYD TAPAYMYO TOV KapPoLuAikol 0&g % TV KUKLOPOPOLVT®V
petafoTmv) Kot pio PE T HecoAdfnon moAlamAdy kutoypopdtov P439. H khomdoypéin
petaforiletor apykd oTov evOLaESO HETABOAITN 2—0x0—clopidogre\ axorovfoc petaforlopds Tov
evoldpecov petafolritn 2-oxo-clopidogrel £xel g amotéleoua T thovpyia TOV OPUCTIKOV
petaBolitn, éva mopdywyo 0e10AnG. In vitro, oot 1 petaBolud®) 000 pubuiletar omo Ta CYP3A4,
CYP2C19, CYP1A2 xar CYP2B6. O gvepydc petafolritn A1, 0 onolog amopovadnke in vitro,
GULVOEETOL YPIYOPO. KO [UT) OVOGTPEYLLLOL LLE VITOOOYELG at&i&:wh’cov, avaoTéAlovTag £To1 T

GLGCMPELCT) TV OLLOTETAAIWDV. &
o
Améxrpion ‘%'
2tov GvBpwmo, LETA amd Ui amd Tov (ST(')I.L(MQQ 60m Khomdoypéng ceonpoouévng e *C, 1o 50%
mEPimov amoPAAAeTaL LLE TO OVPA KOL TO mepimov pe ta Kompova og ddotnua 120 opmdv petd amd

nuiocstog {ong mepimov 6 mpec. O ¢ NUCENG OMEKKPIONC TOV KVPLOV KUKAOPOPOVVTOG

(avevepyoD) petafoiritn frav 8 (@ , LETA Ao TV £0anas Kot exavalapufavopevn xoprynon.
<O

Dapuoxoyevetikn o\

Adpopa molvpopeikd £x&dua tov CYP450 evepyomototy tv kKhomdoypéhn. To CYP2C19

EUTAEKETOL GTT) OM}LL Qyw K0l TOL SpacTIKOD LETAPOAITN KAl TOL EVOLAUETOV LETOLOAITN
a0

™ Ay g d6onc. Metd and S(péma% N 75 mg omd Tov GTOUATOC, 1| KAOTIOOYPEAT £XEL XPOVO

2-oxoclopidogrel, OLPLLOKOKIVI|TIKT] KOl 1] OVTIOLLOTETAALOKT] OPAGCT) TOV OpACTIKOV PeTafoAlTn TG
KAOTLO0YPEANC UETPNONKOV UE ex Vivo UETPNGELS TNG CVGCMOPEVCTG ALLOTETOM®Y, SLOPEPOVY
avaroya pe toyyovotumo tov CYP2C19. To adiniopopgo CYP2C19*1 avuictoyel og mAnpog
Xsnovpyu@f‘ﬂswﬁohcué, evad Ta aAAnAopopea CYP2C19*2 ko CYP2C19*3 avtictotyolv og
TEATOYIE: etaforopod. Ta aliniopopea CYP2C19*2 kot CYP2C19*3 gvbivovron yia to 85% twv
oAl Q 0pPMV e PEldpéVN Aettovpyia 6Tovg Aevkovg Kat 99% otoug Actdteg. AALo aAANAOLOPQO
T@%XF,’E{COVT(H pe petwpévo petafolopd meprrappdvoovyv to CYP2C19*4, *5,) *6, *7 kot *8, aAld
ovTd etvar AMydtepo cuyva 6To YeEVIKO TANBLVGIS. ANUOCIEVUEVEG CLUYVATITEG Y10, TOVG GLYVOVLG
QOVOTOHTOVS KOl YOVOTUTTOVG KOTOYPAQOVTUL GTOV TIVOKO TOPAKATO.

Yoyvétnto @Poavotirtov kot I'ovétvrev Tov CYP2C19

Yoyvotnta
(Y0)
Agvkoi Moavpor Kwélor (n=573)
(n=1356) (n=966)
Extetapévog petaforiopnog: CYP2C19*1/*1 74 66 38
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Evdudpeoog petaforiopnog: CYP2C19*1/*2 1 26 29 50
*1/*3

[epropropévog petafoAopog: 2 4 14
CYP2C19*2/*2, *2/*3 or *3/*3

Méypt ofjuepa, 1 ETITT®GN TOL YOVOTLTOL GTN POPLAKOKIVITIKT TOL dpacTiKoy petafolitn g
KhomidoypéAng €xet alohoynfel og 227 dropa and 7 dnpootevpéves perétes. O petmpévog
petaportopdc tov CYP2C19 og dropo pe volbpeco Kot TePOPGUEVO HETAROAGHO, LelmTE TN Cuax
xat v AUC 10v dpaotikod petaforitn koatd 30-50% petd and doceg poptions 300 kot 600 mg Ko
d0celg suvtnpnong Tv 75 mg. Xapniotepn £kBeom 6To dpaoTiKO UETAPOAIT GUVETAYETAL LUKPOTEPT
OVOGTOAT] TOV AHOTETAAIDV 1) VYNAOTEPT VTOAEILUATIKY SPOCTIKOTNTOL 0O TOL pLoTETaA0L MExp
ONUEPQ, LELMUEVT] OVTIOLOTETOALOKT] OVTOTOKPIOT OTNV KAOTOOYPEAT £YOVV TTEPLYPAPEL Y10, ATOLL

UE EVOLAUECO KOl TEPLOPIGUEVO PETOPOAMGHO o€ 21 avapepopeves peréteg epmiéxovrog 4.520 @

H oyetikn dapopd 6TV avVIIOIOTETOAOKN OVTOTOKPIOT) LETAED YOVOTLTIKMV OUAS®V 1:011(8(@1
petadd Tov peAeT®v avaroya pe ™ uébodo mov ypnotponomdnke yio v a&loAdynon ™mey
avtamokplons, aArd etvar Tomkd peyardtepn tov 30%. \‘\‘u
H ovoyétion peta&y tov yovotvmov tov CYP2C19 kot v ékPacm g ayoyng 1 \K%nﬁoypém
a&loloynonie o€ 2 avadpopKég avaADGELG KMVIKOV SOKIUDV [VTo-UEAETES T ARITY (n=465)
kot TRITON-TIMI 38 (n=1.477)] ko 5 peréteg koopg (chvoro n=6.489), Fmv CLARITY ko og
pio €K TV HEAET®V KoOpTNg (n=765 - Trenk), 1 cuyvoTTO TOV KOPSLO! Cﬁkd)v ovppopdtov dev
Sépepe onpavtikd avaroyo pe to yovotuno. Ztnv TRITON-TIMI 38 ﬁcg 3 amo Tig peréteg
Kkooptng (n=3.516- Collet, Sibbing, Giusti), acOeveig pe sm]psacuéx@%ndcwon petafoliopon
(cvvdvacpol eVOLIUEGOL Kol TEPLOPIGUEVOD LETABOAIGLOD) eix% MAGTEPT GLYVOTNTA
Kapdayyelwk®v cvpfopdtov (Bdvatog, ELEpaype ToL LLOKEASIOL Kol 0yYELONKO EYKEPAAIKO
eMEGO010) 1| OpopPmon Tov stent GLYKPIVOLEVOL LLE TOVG O €lg pe extetapévo petafolopod. Xtnv
mEUTTN peAETN Kooptng (n=2.208-Simon), 1 cvEnuévn 0tNTo CLUPANATEOV TapoTNPONKE PHOVO
o€ aobeveig pe meplopiopévo petaforiopd. S

&
dapuakoyeverikn eétaon pmopet va owayvcop@ YOVOTLTOVG TTOL oyeTilovTon pe HETAfANTOTNTO OTN
opaon tov CYP2C19. \)Q
[MBavov va vdpyovv yeveTika aMnM(‘B\e%(pa A ov eviopwmv Tov CYP450 pe emdpdoeig otnv
KOVOTNTO TNG dNovpyiog Tov dp 00 petafoAitn g KAomdoypEANG.

N
Educoi minbvouoi ,\O

N
H @oppakokivnTiky toy-gpootikod petaBoritn g khomdoypéing dev eival yvmot) 6e antolg Tovg
€101K00G nkneucuof){\Q
D

Negpixn dvoie @ﬁ%yia
Metd omd € %Kauﬁavéusvsg d00g1g 75 mg KAOTIO0YPEANG TNV NUEPA GE ATOLO LLE GOPapT| VEQPIKY
M Kpeatvivng and 5 péxpt 15 ml/min) n ovaGTOAN TG GLOCOPEVONG TOV AUOTETOMMY
gttan amd v ADP ftav yapmAdtepn (25%) amd avty mov mopotnpndnke o vym dropa,

d&Bovay 75 mg Khomdoypéine Ty nuépa. Emmpoosdétme, n kAviky avoyn fitav kahf o€ GAove
Tovg oobeveic.

Hrotixy dvoierrovpyio

Metd and emavorapfavopeveg 06celg 75 mg KAomdoypEAng v nuépa yia 10 nuépeg oe aobeveic pe
coPapn NTOTIKY SVGAEITOVPYIO, 1) AVOGTOAT TS GLCOMPELONG AHOTETAAI®V Olapésov g ADP ftav
mapouola pe ekeivn Tov mapatnpndnke og vy atopa. H péon mapdracmn tov ypdvov porg frav
emiong mopdpotla otic SVo OpddEC.

Duin
O emmorooudg Tov aAiniopopepwv tov CYP2C19 nov oyetilovtat pe EVOLIUESO 1 TEPLOPIGUEVO
petaforopd dapépel avaroya te T LAY/ eBvicotnta (PA. Papuaxoyevetikn). Amo tn Pipioypagia,
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VILAPYOVV TEPLOPICUEVE dedOUEVA dtabéatpa Yo va a&lohoyn0el 1 KAMVIKT ETITTOOT YOVOTUTT®OV TOV
CYP yo v guedvion coufopdtov og kAwvikn Ekpaon.

5.3 Ipoxivikd dgdopéva Yo TNV 0.6QaAiELd

Kotd ™ didpkelo Tov pn KAMVIKOV HEAETOV GE APOVPOIOVE KOl GE UITOUTOVIVOVS, OL TTO GUYVAL
TOPOATIPOVLEVES EMIPACELS NTAV NTUTIKEG AALOLDCELS. AVTEG TapatnpOnKay o€ dOGELG TOV
AVTITPOCHOTEVOVY TOVALYIGTOV 25 Qopég TNV EkBeom mov mapatnpnnke oe avBpmTovg Tov
ehapfovay kKhMvikég 80celg Tov 75 mg/muepnoimg kot tav erakdAovbo piag ETdpacng GTO NTOTIKA
petaporkd évivpa. Kapia enidpacn ota nratikd petaforikd évivpa dev mapatnpnnke oe
avBpodTov OV EAGUPavaY KAOTIO0YPEAT OTIG BEpamevTIKEG dOCELS.

e ToAD LYNAEG dOGELS, avapEpOnKe eiong TEPLOPICUEVN YAOTPIKY ovoyn (YaoTpitida, yacrpm@\\\
SPPOTIKEG 0ALOIDGELS KA/ EUETOC) TNG KAOTIOOYPEANG GTOVS 0POVPAIOVG KOl TOVG unawt&qgvoug.

Agv vip&e kapio EvOeiEn kapkivoyovov dpaong 0tav 1 KAOTOoYpEAT xopnynonke yta i) 8[350ud58g
o€ movTiKovg kot Yo 104 eBdopddeg og apovpaiovs, o d6celg uéypt kot 77 mg/kg T spa (n omoia
OVTUTPOCMOTEVEL TOVAAYIGTOV 25 popég TV £kbeomn mov elueavileTol 6GTOVS av@pum\ oV Aappévovy
75 mg/muepnoing).

‘u
H xhomdoypéhn éxel doxacbel oe pio oepd in vitro xou in vivo yovor%ggkw peAeTav Ko dev €de1Ee

yovoto&kdtnra. Q
XS

H xhomdoypéin o Ppébrnice va £xetl emidpacn ot yoviuotnta T pcavu(mv Ko TV OnAukodv
apovpainv kot dev NTav TEPATOYOVOG 00TE 6TOVG apovpaiovs lite ota Kovvéhia. Otav xopnynonke
oe OnAalovteg apovpaiovg, 1 KAOTOOYPEAT TTPOKAAESE EA & kabvatépnon oty avantuén Tov
amoyovov. E1dikég gapplokokvnTikég LEAETES TOV éyw POOLOGEC| LAGLEVT] KAOTLOOYPEAN
€de1&av O6TL M UNTPIKN oVGia 1 ot PeTaPOAITEG TG € %th 670 YaAa. Emopévamg, o dpeon
enidpacn (mia to&kdTnTar), 1 po EPUPESN 87516[)% UEIMON TNG YELOTIKNG IKOVOTNTOC) 0V UTOpEi
Vo aOKAEIGOEL.

QQ

6. OAPMAKEYTIKEX HAHPO@QPIEZ

6.1 Katdhoyog ekdoywv 00

O
[vpnvog dickiov: N
Kvtrapivn pikpokpuot X M
KoAiogdég dvudpo 10 TOV TVPLTiov
Kpoomofioovn (thmov A)
IToAvaBvievo oAn 6000

Kwérao 1)6 %ovmuévo

Emucd ksmou vueviov:

Yo porvrokvttapivn (E463)
Tioviov do&eido (E171)
Z10mpov o&gidio epuipo (E172)
Tahkng

[IpomvievoyAvkoAn

6.2 Aovpparétnreg
Agv gpappdletar.
6.3 Awpkewa Lomg

2 xpovia.
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6.4 Iowitepeg TPOPLAAEELS KOTA TNV QVAAEN TOV TPOIOGVTOG
DduAdocete 0NV APYIKN CLOKEVAGIN Y10l VO TPOGTATEVETOL OO TNV TNV VYPACIO KOl TO P®G.
6.5 ®@Vo1 KOl GLOTUTIKG TOV TEPLEKTY

Koyélec and OPA/AI/PVC-Alovpivio mov mepiéyovv 28, 30, 50, 56, 84, 90 ko 100 emkaivppéva pe
AemTd VEEVIO dokia 1 SrdTpnTeg KVWELEC LovadmY 6dong mov TtepiEyovy 28x1, 28x1 (nuepoloylakn
ovokevaocia), 30x1, 50x1, 56x1, 84x1, 90x1 ko 100x1 emkaivppéva pe Aentod vuévio diokia o
KOVTL.

Mmnopei va pnv Kokho@opohv OAEG Ol GLGKEVOGIEG.
O‘u
6.6 Idwitepeg TpoPuAGEELS amTOppPLYNG K

Kopio gdwkn vroypémon. <\\\<°

7. KATOXOX THX AAEIAY KYKAO®OPIAX N

&
Teva Generics B.V. (:O
Computerweg 10 ‘\(}
3542 DR Utrecht OQ
OAavdia Q

O

Ay
o
8. APIOMOZX(OI) AAEIAX KYKAO(I)OPIAZ‘G

60%\
9. HMEPOMHNIA ITPQTHE EI'KPIXHY / ANANEQYXHY THX AAEIAX
' C)0
O\
10. HMEPOMHNIA ANAGE YHX TOY KEIMENOY

Aentopepn TANPOoQOPLOKA csm\%ta Yl 1O TPO1oV givar dtabécia oty 1otoceAidn Tov Evpomaikon
Opyoviopod ®apudkov (EMA): http://www.ema.europa.eu/.
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O
MMAPAPTHMA II OQ

N

KATOXOX THX AAEIAX ITAPAT'QI'HY, YII YNOX I'TA THN AIIOAEXMEYXH
TQN ITAPT

B. OIOPOITHX %&Z KYKAO®OPIAX
&
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A. KATOXOI THX AAEIAX ITAPATQT'HXE YIIEYOYNOI I'TA THN AITOAEXMEYXH
TQN ITAPTIAQN

‘Ovopa kat d1evbuvon TV Topoy®ydVv Tov gival vTevBVVOL Yo TNV AT0dEGUEVCT TOV TAPTIOWV

Krka, d.d., Novo mesto- Locna
Smarjeska cesta 6

8501 Novo mesto

i oPBevia
D
$*
Pharmachemie B.V. O(U
Swensweg 5, 2031 GA Haarlem ‘(UOA
OMavdio <\\\

270 £VILTIO QUALO 0ONYIDV YPNCEMG TOV PUPUOKEVTIKOD TPOIOVTOC TPEMEL V(t‘&x aypAQETOL TO OVOLLL
Kot 1 d1evbuven Tov TapayyoL oV ival LITEVBVVOC Yo TV omoﬁécueuc@lmg OYETIKNG TaPTIdUC.

&

B. OI OPOI THX AAEIAYX KYKAO®OPIAX OQ\

. OI OPOI KAI OI IEPIOPIZMOI XXETIKA M &AIA@EZH KAI TH XPHXH IIOY
BAPYNOYN TON KATOXO THX AAEIAY K ODOPIAX

A

DoppaKELTIKO TPOTOV Y10 TO OTOT0 OaLTEITOL unp& ouvToYn.

D
o OPOI 'H HEPIOPIXMOI OXON A@\&A THN AXPAAH KAI AHOTEAEEMATIKH
XPHXH TOY ®PAPMAKOY O\)

X
Aev gpopuodleto. O(\

. AAAOI OPOI ,\00

P
Voo appokosmay, \f@/ncng

O Kdatoyog Adeiog Iéé&é(popiw; TPETEL VO SIOCPOAGEL OTL TO GUGTNLLO POPLOKOETOYPOTVNONG, OTWG
meptypapetat otny_Ekdoon 8, Noéupprog 2009 mov mapovaialetar oty Evotnra 1.8.1. g Aitnong

Yo yoprynon 1\ ¢ Kvkhoopopiag, éxetl eykatactadel kot Aertovpyel Tptv Kot KoTd T StdpKeLo
KDK?»O(pOpi(XQG D TPOTOVTOG GTNV Oyopd.

EIIA (}J‘_

To appa vropoing g EIIA ywa to Clopidogrel Teva Generics B.V. erucoloppévo pe Aento
0 dwokia wpémel va akolovbel To Tpdypappe vrofoing tng EIIIA yio 1o Tpoidv avoapopdc.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel Teva Generics B.V. 75 mg emkaAvppéva pe Aento vuévio diokio
Clopidogrel

[2.  TYNGOEXIH IE APAXTIKH(EX) OYZIA(EX) %
|\

N
Kdabe emodoppévo pe Aemtd vpuévio diokio mepiéyel 75 mg KAOTIOOYPEANS (G USpoxk?@m'])

[3. KATAAOIOX EKAOXQN R\

Eniong mepiéyet kucéloto vopoyovmuévo. zocu
AwBdote TO PUALO 0INYIDOV YO TEPICCOTEPEC TANPOPOPIEC. 0(4

| 4.  ®APMAKOTEXNIKH MOP®H KAI HEPIEXOM-E?JO

ny

28 emtkaAvpUpéEVO pe AETTO DUEVIO dloKia @
28x1 emkaAvppéva pe AETTO LUEVIO dlokia O

30 emkaAvpupévo pe AETTO DUEVIO O1oKIa N
30x1 emkaAvppéva pe AewTo LUEVIO dloKio ‘O~

50 emikoAvUUEVO e AETTO DIEVIO O1OKIML

50x1 emicoAvppéve pe AETTO VUEVIO 5161@)

56 emKOAVUUEVE e AETTO DUEVIO 5@
56x1 emkaioppéva pe Aentd vpévioookia

84 emicolvupévo pe AEmTTO VE oKio
84x1 emkodlvupévo pe Aemtod '@?o dtokia
90 emkoAvppévo pe Aenté-Hpuévio diokia
90x1 emkaivpupévo e @zr() vuévio dlokia
100 emucorvoppéva 7TO LUEVIO dlokia
100x1 gmodvpptyo pe Aentd vpévio diokia

N\
0’\

B Tp&ﬂoz KAI OAOX(OI) XOPHTHEZHZ

ﬁﬁ%m TO PVAAO OONYIDV TPV ATd T YOPNYNON.
OTOMATOG PO

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

Na puidooetal o€ 0éon v omoia dev fAEmovv kat dev Tpoceyyilovv To Toudid.

7. AAAH(ET) EIAIKH(EZ) IPOEIAOMOIHEZH(ELYX), EAN EINAI AITAPAITHTH(EYX)
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|8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEX XYNOHKEY ®YAAEHX

DVAAGGETE GTIV OPYLKT] CUCKEVAGIN Y10 VO TPOCTUTEVETOL OO TNV VYPUGIO KO TO POC.

1)
N
10. TIAIAITEPEX ITIPO®YAAEEIX I'lA THN AIIOPPIYH TQN MH \0\\
XPHEIIMOIIOTHOENTQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN N
YIIOAEIMMATON MTOY ITPOEPXONTAI ATIO AYTA, EOOXON ATTAITEITAI
©
A
| 11. ONOMA KAI AIEYOYNZIH TOY KATOXOY THX AAEIAY KYKAG®OPIAX
\J
- S

Teva Generics B.V. Q

Computerweg 10 zocu

3542 DR Utrecht (A

OMavdia O

o
A\
| 12.  APIOMOX(OI) AAEIAYX KYKAO®OPIAL  (V
JF
NN
&
| 13.  APIOMOZX ITAPTIAAX U
o
Moptida QQ
‘O
o)
L
| 14. TENIKH KATATAZH I'OTH AIAGEXH
00
DoppokevTikd TPOioVY Yo r&&oio OTTOLTEITOL TPIKT] GLVTOY.
1
.’\O
(\O
| 15.  OAHTIEX XPHEHX
§)
A
N

| 16. TIAHPO®OPIEE *E BRAILLE

Clo@%rel Teva Generics B.V. 75 mg

)
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIIOY BLISTER 'H XTIX TAINIEX

KYYEAH (28, 28x1, 30, 30x1, 50, 50x1, 56, 56x1, 84, 84x1, 90, 90x1, 100, 100x1 emkaivoppéva pe
AemTo VPéVIO OroKia)

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel Teva Generics B.V. 75 mg emkaAvppuéva pe Aento vuévio diokio ,
Clopidogrel \\\\)
o

A‘U\

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX A\ ~

, @
Teva Generics B.V. ,<\\\

3.  HMEPOMHNIA AHEHZ A\

AHEH ‘ G(,’

(4. APIOMOX IAPTIAAY O

IToaptida {)}

5. AAAA ITOIXEIA (S
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIIOY BLISTER 'H XTIX TAINIEX

KYWYEAH (28x1 gmxaivppéve ng Aewto vpuévio o10Kio-nUeEPOLOYIOKT] GVGKELAGIN)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IMPOIONTOX

Clopidogrel Teva Generics B.V. 75 mg emikaAvppévo pe Aemtd vpévio diokiol
Clopidogrel

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX A
\J
, Q
Teva Generics B.V. “uo
&
A
3.  HMEPOMHNIA AHEHX RN
&
- )
AHEH ‘Oc"
O
A
4. APIOMOZX ITAPTIAAX OF
O\X
[Moptida s{}
O
-
&
5. AAAA XTOIXEIA . ,fO(U
U

Agv QQ

Tpt O

Tet (\O

JUE) O

Tlap 00

>op e

Kvp ~’\O

QO
(o)
NI
O
N
R
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OYAAO OAHI'TQN XPHXHX: IAHPO®OPIEX I'TA TON XPHXETH

Clopidogrel Teva Generics B.V. 75 mg emkaloppéva pe Aentod vpévio oiokia
Clopidogrel

AP AoTE TPOGEKTIKG OAOKAPO TO QUALO 0ONYLAV PN OIS TPOTOV UPYICETE VO, TUIPVETE VTO TO

PapLOKO.

- DduAidEte avTd TO EOARO 0dNYIDV YprioNG. Towg ypelaotel va to daPdcete Eavd.

- Edv éxete meportépm amopieg, potoTe TO Y1TPO 1| TO GOPUAKOTOLO GOG.

- H ocvvtayn yia avtd 1o pappako yopnynonke yo cog. Agv mpénel va SMCETE TO PAPLOKO GE
dAhovg. Mropei va toug Tpokarécel PAGPN, akdpo Kot OTOV TO GOUTTOUATAE TOVG givot 1010 !
0. 31Kd Gac. \0

- Edv xamola avemBountn evépyela yivetal coPopny, 1| av TopatnpnoeTe KAmola avsm@;')@]m
EVEPYELD, TTOV JEV OVOPEPETOL GTO TAPOV PVALO 00N YDV, TapoKaAeicOEs va gvn uapo')& TO
YTpO 1 TO PUPHOKOTOLO GOGC. “uo

<\\\

To mwapdv @ULLO 00N YIOV TEPIEYEL: \

T etvon To Clopidogrel Teva Generics B.V. kot wowa givat ) gpriomn tov Qo'

1.
2. T npémer va yvopilete mpotod napete to Clopidogrel Teva Generics .
3. o va napete o Clopidogrel Teva Generics B.V. zod
4. [MBavég avemBounteg evépyeteg A
5. [og va puidocoetan to Clopidogrel Teva Generics B.V. '\O~
6. Aowmég TAnpoopieg OQ
X
1. TI EINAI TO CLOPIDOGREL TEVA GEN@%’IS B.V. KAI IIOIA EINAI H XPHXH
TOY S
AN

&
To Clopidogrel Teva Generics B.V. avikel og @Kurnyopm QOPUAK®OV TTOL ovopdlovTot

QVTIOHOTETAMAKE GAPUAKEVTIKO TpoiovTo. {Fa aponetdiia eivol TOAD pikpd cmuotiole Tov ainotog,
T, OO0l GLYKOAADVTAL KOTd TNV TTNEN y(@)ﬂ'uarog To avTIOHOTETOAOKE POPUOKEVTIKA TPOTOVTA
eUTOSifovV QLTI TN CLGGAOPEVOT) KOl @1 LELOVOLV TIG THAVOTNTES GYNUOTIGHOV Bpdupwv
(dradkacio wov ovopaletol Bpd uﬁgé]).

To Clopidogrel Teva Generic&@?ﬁ AapBavetot yloo v TpdAnym oynUoTIcHov Bpoupwv ota
OKANPUUEVE CLHOPOPT. OLY7 (aptnpiec), pia dadikacio yvooti oav adnpodpoupfwon, Tov puropet vo
odnynoet og abnpobpo K6 eme160010 (OTMG 1OYALUIKO AYYELONKO EYKEPAAMKS EMEGOA10, KOPOUKO
EMELGO10 1| Béwaro%Q

To Clopidogre {l&eova Generics B.V. oag éxet cuvtayoypaendel yio vo fonbnoet otnv amopuyn

oynuoTiopoB popuBmyv Kat va EAUTTOGEL TOV KIVOUVO aVTOV TOV ETEIGOdIMV EMEWON:

- 'E i TABn o™ cKAnpuveng TV apTNPLBV (emiong yvwotn cav abnpocskinpuven), Kot

- "Egete 10T0p1Ko KopdloKov eTEIC0O10V, IGYOLUKOD OyYELOKOD EYKEPAAIKOD EMEICOI0V 1|

GYETE ATO LUK KOTAGTOOT YVWOOTH MG TEPLPEPIKN APTNPLOKT VOGO, 1

-8 "Eyete 1610p1Kd 60Papod mévov 610 6THO0S YVOSToD 0¢ «acTadn oTnddyyn» 1 «Euepaype Tov
pookapdiovy (Kapdiakd encioooto). ['a tn Bepameio avtig TG TAONoNG 0 Y1TpOg cag THAVAS
va €xel TorobeTroel evoompobeo (stent) onv epayuévn 1 oTEVOUEVT apTnpia Yo vo
OTOKATOGTIGEL TNV OMOTEAECUATIKY POT) TOL OilaToC. O Tpémel, enione, vo oag £xetl yopnynoet
0o TO YTPO GOG KOl AKETVAOGUAMKVALKO o0&V (Uio ovoia TOL OmAVTATAL GE TOAAY
(QOPUAKEVTIKE TPOTOVTA TOV YPTGLLOTOLOVVTOL Y10 TNV AVOKOV(LGT OO TOV TOVO Kol MG
aVTITVPETIKG KaBMG emiong Kot Yo TNV TPOANYM OpouPmonc).

2. TI HPEINEI NA I'NQPIZETE IIPIN NA IAPETE TO CLOPIDOGREL TEVA
GENERICS B.V.

26



Mnyv népete to Clopidogrel Teva Generics B.V.

o o€ mepintwon aAlepyiag (vTepevatcsnaciog) otnv KAOTSOYPEAN 1) GE OTOLOONTOTE GALO
ovotatikd Tov Clopidogrel Teva Generics B.V.

. av €yete pia woTtpikn wdnon mov Tpokodel evepyn alpoppayio OT®C EAKOC GTOUGYXOV M
EYKEPAAKY| opLopparyio,

. gdv maoyeTe amd cofopr NTATIKN vVOGO.

Edv vopilete 611 0101001 T0TE OO QLT 10YVEL OE €6GC 1} €AV £xETE KATOLQ OUPLPOALQL,
ovpPovievteite To yiatpd cag tpwv vo mapete To Clopidogrel Teva Generics B.V..

pooétte whaitepa pe To Clopidogrel Teva Generics B.V. ,
Av omo1adMmoTe amd TIC O KAT® OVOPEPOUEVES KOTAGTACELS 1oYVEL Yo Gag, Oa TpEmel va \\9
EVNUEPDGETE TO Y10TPO Gag TPy ypnoiponomoete 1o Clopidogrel Teva Generics B.V.: \O
. €av vapyetl kivduvog apoppayiog 6mmg N
- o wéBnon mov cag BTl og Kivouvo 0MTEPIKNG atpoppayiog (OTme EAKOG croud&o%
- arpatoAoykn dwotapoyn €& artioag tng omoiog £xete mpodidbeon yio sccorspucéq} Loppayieg
(apoppayiec 6T0 E0MTEPIKO OMOIMVONTOTE 1GTAOV, OpYAVOV 7| apBpmdcemv T,@ OLOTOS 60G)
- TPOGPUTOC GOPAPOS TPOVHATIGHOG S
- TPOGPUTN YEPOVPYIKT EXEUPOOT (CLUTEPIAAUPOVOUEVOV KOL TOV 06@@5%1;)11«1)\/
enepupdoemv) A(U
- TPOYPOLUATICUEVT XEWPOVPYIKN eMEUPooT (cuumeptlopfavo ué\zgm(ou TOV 000VTLOTPIKDV
enepPacenv) Lo 0TI EMOUEVES EXTA NUEPES
. elxe oynuotiotel OpopPog og Kamoa aptnpio TOL EYKEPAAO '&g (loyoyuKo ayyeloKo
EYKEPAAIKO EMEIGOD10), TO OTOI0 GUVEPT KATA TN Btdes\li()év TEAEVTOI®V EMTA UEPDV
. TACYETE A0 VOGO TOL NITATOC 1] TOV VEPPDOV. @)
)

Evéow naipvete Clopidogrel Teva Generics B. V. @

. Oa TPETEL VO EVIUEPDOETE TOV YLATPO GOG 80@){81 TPOYPOULUATIOTEL KATOL XELPOVPYIKN
enéppaon (cvumeptlopPavopévng g oé}e@arpmﬁg enéppaong)
. Bo pémel EMioNG VO EVILEPMGETE TO yux@é c0OG OUECHG EAV TOPOVGLAGETE Lia LOTPIKN

Katdotoon (ETiong YVOoTh g ®po@ k1 @popporevikn Iopevpa | TTP) mov mepthapPdvet
TVPETO Kol LOAOTESG KATW OO t(\@ppa OV UTOPEL VO ELPAVIGTOVV MG epLOPEG KNAIdES, Le 7
Yopig aveényntn KOTWo, Gﬁ@, KiTpIVN AIOYP®GCT TOL SEPUOTOG 1) TOV UATIOV (IKTEPOC)
(BAéne mapdypago 4 «ITiBovEY tvemBOuNTEG EVEPYEIESY)

. Edv komeite 1 tpowpanc@bra, {om¢ YpelooTel TEPLEGOTEPOG OO TO GLVNOIGUEVO ¥POVOG Y10, VO
OTOUOTNOEL 1] dpoppyte. AvTtd oyetileTol pe ToV TPOTO dPAGTC TOL PAPUAKOV ooV eUmodilet
T dvvatotnTa Snp\f@) yiog Opoppov. INa pikpng onpociog KoWipato Kot TpevHeTIGHOVS, T.Y.
edv komeite, Kapdao Evpiopa, cuvnBmg dev vadpyel TpoPAnua. [Tapdia avtd, edv avnovyeite
AOY® NG a}ue@p yiog oag, 0o TPEMEL Vo ETKOVOVIAGETE LE TO Y10TPO G0¢ apécmg (PA.
Tapdypo@e@IIBavég avemBOunTeg EVEPYEIEDD).

. (0] ytar&éﬁg umopet va {ntnoet e&etdoelg aipotog

@
To Clopidpgrel Teva Generics B.V. dev mpoopiletar yio yprion omd mondid 1 Epnpovuc.
N

;@Qﬂ)@v PUPRAKOV

pokaAeiche va evnuepdOETE TO Y1OTPO 1 TO POPLOKOTOWO GOG EAV TAIPVETE 1| EYETE TAPEL
TPOCPUTO GALO PAPLOK, KOO Kot 0VTE TOV dgv oag Exouvv yopnynbei e cuvtayn.

Kémown dAla appoxa propei va ennpedoovv ) xpnon tov Clopidogrel Teva Generics B.V. 7
avTioTpoQa.

Ewwotepa, o mpénet va evuepdoETE TO Y1TPO 0aG AV AoUPAvVETE

- 0mtd TOV GTOUATOG OVTUTNKTIKE, QAPLOKO TTOV YPTGLLOTOOVVTAL Y10, T Helwon TG
TNKTIKOTNTOS TOV AipATog,

- KOO0 UN GTEPOELDEG OVTIPAEYLUOVMOES PAPLOKO, TOV YPNOLOTOLEITAL GLVIOMG Yo TN
Oepomeio eNOOVVOV KOV PAEYLOVOOIDV KATAGTAGEDV TOV HVGMV 1) TOV apOpdoemv,
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- nmapivn 1 0TOL0INTOTE AALO PAPLAKO TOV XPTGLLOTOIEITAL Y10, T PEIMOT TNG TNKTIKOTNTAG
TOVL aipATOG,

- £vav ovaeTOAEN TNG OVTALNG TPOTOVIOV (.Y, OUETPALOAN) Y10, GTOLOYIKES EVOYANGCELS,

- @AovkovaloAn, fopikova oA, GurpoPro&acivn, 1 YA®POUUPUIVIKOAT, PAPLOKO, VL0, TV
AVTIHETOTIOT PAKTNPLOKDV KOl LUK TIOCIKOV AOTUDEEDV,

- GUETIOIVT), PAPLOKO Y10, TNV OVTIUETOTIGT TOV GTOUAYIKDV EVOYANCEDV,

- @Aovo&etivn, elovPoéapivn N LOKAOPBEUION, PAPLOKO Y10, TNV AVTILETOTION TNG KATAOAWYTG,

- kapPapalenivn N o&kapPalenivn, EAPUOKA Y10, TNV OVTILETOTION OPICUEVOV HOPPDV
emunyiog,

- TIKAOTILO VT, EVOG AAAOG OVTIOHOTTETOAOKOS TAPAYOVTOG,

Edv giyote éva coPapd mévo 610 othfog (aotadi otnddyyn 1 Kopdlakd emelco810) LTOpel Ve 60C (D
yopnyNOel KAomdOYPEAT GE GUVIVAGHO LE AKETVAOGOAKVALKO 0&V, Uio 0VGIN TOV ATOVTATOL ce\o\\‘
TOALG QUPUAKEVTIK TPOTOVTO, TTOV YPNCLUOTOLOVVTOL Y10 TV 0vaKoHPLoN atd Tov TOVO Ko
avTITLPETIKG. Mio TEPIGTAGIOKT (PO AKETVAOGOAIKVALKOD 0EE0C (O TEPIGGOTEPO ATTO & 0 mg o¢
duotnua 24 opdv) dev Bo TpEmel, YEVIKE, VO TPOKAAEGEL KATO0 TPOPANLLO, EVD GE G,

TEPIMTAOGELS, TAPUTETOUEVT ¥pNon Oa wpémel va culntOei pe 10 Yiotpod cog. <\\\

N\
Afyn tov Clopidogrel Teva Generics B.V. pe tpo@éc kon motéa .40’
To Clopidogrel Teva Generics B.V. pnopel va Aappdaverar pe 1 xopig X&qﬁ}tpocpﬁg.

&

Kinon ko Onhaopog zo
Eivol mpotydtepo va pn xpnolonoleite avtd 1o Tpoidv KuTa T 81@( o TNG KVNONG KOl TOV
OnAacpov. o)

\)
Edv eiote éykvog 1 vroyidleote 011 elote £yKVOG, TPEMEL v’%@n LEPDOGETE TO YOTPO 1| TO
pappoakomold cag mpw vo tapete To Clopidogrel Teva @%ﬁcs B.V.. Edv petvere €ykvog v
happdvete Clopidogrel Teva Generics B.V., coppovietbeite 10 yiatpo cog apécms, kabmg dev

ouviotdrtol n AMyn KAOTO0YPEANG KATA TN 61dp§so@\ MG Konong.

Evoow Aappdvete Clopidogrel Teva Generic@%., oVUPBOVAELTEITE TO Y1OTPO GAG OYETIKA LLE TO
Onraopod tov Ppépoug.
O

ZntoTe T GLUPOVAT TOV YLOTPOD Bém) (OPUOKOTOLOD GOG TPOTOV TAPETE OTOLOONTOTE PAPLAKO.

0onynon Ko YEPIoPog un @))v
To Clopidogrel Teva Genggiks B.V. givor anifavo va ennpedoet my wovomta cag va odnyeite 1 va
yewpileote unyoavec. ’O\

INROvTIKEG TAN &pisg oY eTIKA pe opropéva cvetatikd Tov Clopidogrel Teva Generics B.V.
To Clopidogrel{ﬁe a Generics B.V. mepiéyel vopoyovmpévo Kikélalo 1o omoio pumopel vo Tpokaiécel
OTOUOYIKES %@ apoyEG KoL d1GppotaL.

N

3. O 2. NA ITAPETE TO CLOPIDOGREL TEVA GENERICS B.V.

[Tévtote va naipvete to Clopidogrel Teva Generics B.V. avotnpd cOpemva pe t1g 0dnyieg Tov
ywTpov cag. Edv éxete apeiPolriec, potiote T0 y1oTpd 1) TO POPUOKOTOLO GO,

Edv éyete epopavioel coPfapd movo oto othog (aotadn otndayyn N Kapdiakd ETe1GO010), O YIUTPOG
oag umopel va cag yopnynoet tn 66omn twv 300 mg Clopidogrel Teva Generics B.V. (4 diokia tov

75 mg) pia opd ko povo katd v Evapén g Bepameiog. tn cvvéyeta, n cuvnng d6om givar Eva
doxio Clopidogrel Teva Generics B.V. towv 75 mg v nuépa, to omoio mpémet va Aapfdavetor amd to
oTOUM [E 1 Y®PIg TPOPN Kot TNV id1a dpa KAbE pépa.

To Clopidogrel Teva Generics B.V. 8a npénet va 1o Taipvete yio 660 SAGTNUO O YI0TPOG OOG
ouveyilel va 60G TO GLVTUYOYPAPEL.
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Eav wapete peyorvtepn d6on Clopidogrel Teva Generics B.V. a6 Tnv kavoviki)
Enwcowmviote e To y1aTtpd oag 1 TNV TANGLEGTEPT] VOGOKOUELNKT] VNPEGIO, EKTUKTOV TEPIOTATIKMV
AOY® TOL aENPEVOL KIvohVOL apoppayiog.

Eav Egyaoete va napete To Clopidogrel Teva Generics B.V.

Av Egydoete va AaPete pio doom Clopidogrel Teva Generics B.V. kot to Bvundeite péoa og 12 mpeg
amd ™ ovvnOioUéVn oag dpa, AdPete To d1oKio GOg APESMS Kot KATOTLY AdPete TO EndEVO d10Ki0
Vv cvvnoiGpéVN dpa.

Av 10 Egybioete Yo mePLocOTEPO OO 12 dpeg Amhdg AAPeTE TNV EMOUEVT KAVOVIKT| SOOT| OTN|
ocuvnOouévn dpa. Mnv mapete SimAn 6001 Yo va ovaTANpAOGETE T 6001 oV EEYAUoUTE. \\‘9
o

I'o ™ ovokevacia Tov 28x1 diokinv umopeite va eEAEyEete TNV NUEPA TOV TTHPOTE TO rshsnr&'(g%tmdo
oV KO1TAEETE TO NUEPOAOYLO TTOV EIVOL TUTOUEVO GTIV KLUWEAT. K
O
Edv otapatiioete va waipvere 1o Clopidogrel Teva Generics B.V. \\CU
Mn otapatdte v oywyn. Emikovoviote e To y1oTpd 1 TO QOPLOKOTOL0 GOG n&gg\o OTOLLOTIOETE.
)
Edv éxete meplocodTEpEg EPOTNOELS GYETIKA [LE TN YP1ON 0VTOV TOV (papudlg&bmrﬁcrs TO YLOTPO 1| TO

QOPUOKOTOLO COG. ‘Ocu
‘\qu
4. IHHIOGANEX ANEINIOYMHTEX ENEPT'EIEX OQ
Q
Onwg 6la ta edpuaka, £1o1 kat to Clopidogrel Teva Genetves B.V. unopei vo mpokaiécet

aVETIOOUNTEG EVEPYELEC OV Kot OV TAPOLGLALOVTUL GE 5’@ ¢ TOVG aVOPMTOLG.

- mopetod, onueio Aoipméne 1 vrepfoiikn ®oNe. Avtd mBavadg va ELEOVIGTOOV AOY® TOV
OTLAVIOV TEPUTTOCEMY UELDCEMG KATO®Y KLTTAP®V TOV OHLOTOG.

- GUUTTMUOTO TOTIKGV TPOBAN uc}@b(mmg KITPIVIGLO TOV SEPLOTOC KOUT T®V HOTUDV
(iktepog), avedapmra anod 1o efwsLVOSEDETOL MO arpoppayio, N omoia epaviCeTar KATo ano
70 déppal G EpLOPEC KNATLDE M ovyyvon (BA. mapdypago 2 «IIpocéste Wwitepa pe to
Clopidogrel Teva Generics\B-V.»).

- oidnua 610 otoua N SLO@Jaxég oV dépUatoc, Ommg e&avinuata kot Kvnopudc, PAVKTOIVES TOV
déppoTog. Avtd m’ags&v glvatl onuddio oAAepyIKnG avTidpacTc.

~N\

H mo ovyvi) avsm(@om gvépyewa (n onoia ennpedlet 1 éwg 10 acbeveic otoug 100) wov £xer

avapepOei pe To Clopidogrel Teva Generics B.V. givan n aapoppayio.

H owpopparyio VOV VO TOPOVGLOCTEL MG ALLOPPOLYiol OO TO GTOUMYL 1] TO EVTEPO, LDAMTEG,

opdTmpa ( @ﬁGwm opoppayio | HOAOTAG KAT® 0md TO dEPLA), aLpoppayio omd T HOTN, oipLo

oTa 06&‘ LUIKPO aplOpd Tepmtdoewv £xel emiong avapepdel alploppayio oTo LATLO, GTO ECOTEPIKO

Emikowvovii6Te pe 10 T10TPO 606 APECMS AV ;ﬁmmdcsra:

™G K€ ¢, 0TOV TVEVOVA 1 OTIG ApOpADCELS.

E&Y TOPATNPNGETE TOPOTETAREVY apoppayia 6tav naipvete To Clopidogrel Teva Generics B.V.
Edv komeite 1 tpavpatioteite, iomg ¥pelooTel TEPIGGOTEPOG OO TO GLVNOIGUEVO ¥PAVOG Y1 VO
oTAPATNOEL 1] apoppayic. Avtd oyetiletat pe Tov TpOmo dpAcng TOV PaPLEKoL apov eumodilel T
dvvatdtnta dnpovpyiag Bpdupov. I'a pikpng onuoaciog KoyipaTo Kot TpOVIATIGHOVS, .Y, 0V
Komeite, Kotd to Evpiopa, cuvnBwg dev vdpyel TpoOPANUa. ITapdia avtd, edv avnovyeite AOY® TG
aloppayiog cog, Oa TPEMEL V. ETIKOIVOVIGETE LE TO Y1TPd G0¢ apéows (BAEme mapdypapo 2
«IIpocéEte Wwitepa pe 1o Clopidogrel Teva Generics B.V.»).

Addeg avemBOuNTES EVEPYELEG TTOL £Y0UVV avapepBel pne To Clopidogrel Teva Generics B.V. givau:

Yuyvég avembBounteg evépyeleg (o1 onoieg ennpedlovv 1 éwg 10 acbeveic otovg 100): Adppota,
KOUMOKOG TOVOC, duomeyia 1 KaHGog.
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Oy ouyvég avemBounteg evépyeteg (o1 omoieg emnpealovv 1 émg 10 acbeveig otovg 1.000):
[Movoképaiog, EAkog GTOUdY OV, EUETOC, VOUTIO, SVGKOIALOTITA, VTEPPOALKH TOAAA AEPLO GTO GTOUAYL
1M o710 éviepo, eavOnuarta, kvnopog, Cain, aichnon «HupunyKIoHOTOS) Kol LOVIIAGLOTOC,

Yravia avemBountn evépyela (n omoia emmpedlet 1 émg 10 acbeveic atovg 10.000): TAryyog.

Mo\ omdviec avemBounteg evépyeteg (ot omoieg emmpedalovv Atydtepovg and 1 acbevi atovg 10.000):
"Tktepog, GoPapdc KOIMOKAOC TOVOG UE | XOPIC 0GPLOAYIN, TUPETOG, OVGKOALD GTNV CVOTVOT] TTOL
UEPIKEG POPEG GLUVOIEVETAL OITd PY0, YEVIKEVUEVEG AALEPYIKES OVTIOPACELS, OIOTLO GTO GTOUA,
PADKTOIVEG TOL dEPUATOG, QAAEPYID TOV OEPUATOG, PAEYLLOVI] TOV GTOUOTIKOD BAEVVOYOHVOL
(oTopatitida), TTOGN TG APTNPLIKAG THEOC, GVYXVOT, TAPUGONGELS, TOVOC OTIC UpOPOGELS, HVTKAE)
TOVOG, 0ALOYEG OTN YELGT TV TPOYUATOV. 0%‘

N

EmimAéov, o yuoutpog coc pmopel va avoyvopicel LeTaPoiég 6To AmOTEAEGLLOTA TOV atuatc& KOV

eetdoe@v N TOV AVOADGEDY 0VP®V. “uo
Edv xdmolo avemBountn evépyeia yivetar cofapn 1 av Topatnpioete KAmolo ows@& puntn evépyeta
IOV OEV AVAPEPETAL GTO TAPOV PVAAO 00N YLDV, TOPAKOAEIGHE VO EVIIUEPDGET 10Tpd N TO
QOPLOKOTOLO GOG. N

<

5. QX NA OPYAAXXETAI TO CLOPIDOGREL TEVA G@GERICS B.V.

Noa puAdoocetal o€ pPépn oL dgv T0 POAVOLY KoL deV TO PAET &cr)a TOO1GL.

Na un ypnowomnoteite To Clopidogrel Teva Generics B.V. v nuepounvio AnéEng mwov
avoQEPETaL 6T0 EEMTEPIKO KOLTE Kot 6TV KuyéAn petd Oy AHEH. H nuepounvio Angng eivarn
TeEAEVTOIO MUEPD TOV UIVOL TTOL OVAPEPETOL. S

O
DdvAdocete 6NV APYIKN CLCKEVAGIN Y10 VO, TP TeVETAL OO TNV VYPAGIN KO TO YOG,
Ta papuaka dev TpémMeL va wtoppimovr‘ QX0 VEPO TNG ATOYETEVGNG 1 6TA GKoLTidia. Potiote T0
(POPLOKOTTOLO GOG TAC VO, TETAEETE TAL pako, Tov dev ypetalovial o Avtd To pétpo Ha
BonOncovv oty Tpoctacio Tov n88ﬁti AovToc.

00
A
6.  AOIIEX HAHPQ%OPIEZ

N
T epréyer to Clopidogrel Teva Generics B.V.
- H dpaocticiguoia givar 1 kKhomdoypédn. Kabe emkaivppévo pe Aentd vpévio diokio mepléyet
75 mg « 0YPEANC (G VOPOYA®PIKN).
- Ta dm‘g&(wcwtmd glval KuTTapivn LIKPOKPUGTOAALKY], KOALOELDES vuopo 0EEIdL0 TOV
1) v, KPooToP1oovn (Tomov A), moAvatBvievoylvkdin 6000, KikéAlato vOPOYOVOUEVO GTOV
va Tov dtokiov Kot vdpo&umporvrokvuttapivn (E463), titaviov d10&eidio (E171), aionpov
GQ 1010 epvBpo (E172), TdAKNC Kol TPOTUAEVOYAVKOAT OTNV EMKAAVYT TOL O16KIOL.

Ep@avion tov Clopidogrel Teva Generics B.V. kol Tepley6evo TG 6VoKELUGTOG

Ta emkaAoppéva pe Aemtd vUEVIO diokio eival pol GTPOYYVAL Kol EAAPPDS KLPTA.

Eivar d100éc1pua kovtid tov 28, 30, 50, 56, 84, 90 1 100 emikoAvppévov pe AETTO DUEVIO JIOKI®V GE
Kuyéleg 1 kouTid Tov 28x1, 28x1 (mueporoylokn cvokevacia), 30x1, 50x1, 56x1, 84x1, 90x1 7
100x1 emucoloppévay e Aemtd VUEVIO O1oKImV o8 SLATPNTEG KVWEAES LOVAS®Y dOGTC.

Mmopei va pnv Kokho@opohv OAEG Ol GLGKEVAGIEC.

Kdrtoyog Adsiac kukhopopiag Kol Tapayyog
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Karoyog Adciog Kvkhogopiag:
Teva Generics B.V., Computerweg 10, 3542 DR Utrecht, O ALavdia

Hopayowyoc:
KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501 Novo mesto, XAofevia
Pharmachemie B.V., Swensweg 5, 2031 GA Haarlem, OAhavoia

T"a omoladmoTe TANPOPOPIa GYETIKA LE TO TUPOV POPUAKEVTIKO TPOIOV, TOPAKOAEISTE VU
amevBuvleite otov TomKd avTmpdsmno Tov Katdyov g Adstoc Kukiopopiog:

Belgié/Belgique/Belgien Luxembourg/Luxemburg )
Teva Pharma Belgium N.V./S.A. Teva Pharma Belgium S.A. O
Tel/Tél: +32 3 820 73 73 Tél/Tel: +32 3 820 73 73 \o\\‘
&
Bnarapus Magyarorszag AO
Tesa ®apmactotukwic bearapust EOOJ  Teva Magyarorszag Zrt ‘(UO
Ten: +359 2 489 95 82 Tel.: +36 1 288 64 00 '<\\\
. &
Ceska republika Malta '\A
Teva Pharmaceuticals CR, s.r.o. Teva EMGG ALE. Ac‘-’
Tel: +420 251 007 111 Tel: +30 210 72 79 099 zocu
Danmark Nederland ‘\0‘(”
Teva Denmark A/S Teva Nederland B(&
TIf: +45 44 98 55 11 Tel: +31 (0) 8@3228400
Deutschland Norge N
Teva Generics GmbH Teva Syweden AB
Tel: (49) 351 8340 Tk&‘(}@ 42121100
D
o
Eesti QOsterreich
Teva Eesti esindus UAB Sicor Biotec‘hoo Teva Generics GmbH
Eesti filiaal <\o\ Tel: (49) 351 834 0
Tel: +372 611 2409 Q)
EA\Lada '\O Polska
Teva EAAGG A E. o ) Teva Pharmaceuticals Polska Sp. z o.0.
TnA: +30 210 72 79%@ Tel.: +(48) 22 345 93 00
Espaiia [ Portugal
TEVA PHA@IA, S.L.U. Teva Pharma - Produtos Farmacéuticos Lda
Tél: +(3i_}08ﬁ 387 32 80 Tel: (351) 214 235910
&

Fr?@ Romaénia

€Y% Santé Teva Pharmaceuticals S.R.L

¢él: +(33) 1 5591 7800 Tel: +4021 230 65 24
Ireland Slovenija
Teva Pharmaceuticals Ireland Pliva Ljubljana d.o.o.
Tel: +353 (0)42 9395 892 Tel: +386 1 58 90 390
island Slovenska republika
Teva UK Limited Teva Pharmaceuticals Slovakia s.r.0.
Simi: +(44) 1323 501 111. Tel: +(421) 2 5726 7911
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Italia Suomi/Finland

Teva Italia S.r.1. Teva Sweden AB
Tel: +(39) 0289179805 Puh/Tel: +(46) 42 12 11 00
Konpog Sverige
Teva EALGc ALE. Teva Sweden AB
TnA: +30 210 72 79 099 Tel: +(46) 42 12 11 00
Latvija United Kingdom
UAB Sicor Biotech filiale Latvija Teva UK Limited
Tel: +371 67 784 980 Tel: +(44) 1323 501 111 S
Lietuva \o~\\
UAB “Sicor Biotech” O‘u
Tel: +370 5 266 02 03 A
‘(UO
}

To wapov @AL0 00NYLOV PN OGS EYKPIONKE Y10 TELEVTAIN QOPA OTIG {nuspo@vw}

Agntopepn TAnpooplakd cTotysio yio To Tpoidv ival dSobéoyia oty 101&0‘%180& tov Evpomaikon

Opyavicpod OoppixKmy: zocu
http://www.ema.europa.eu. 0(”
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