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NEPIAHYH TON XAPAKTHPIZTIKOQN TOY ITIPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel HCS 75 mg emkoloppéva pe Aemtd vpévio diokia

2. MNOIOTIKH KAI ITOXOTIKH XYNOEXH
Ka0e emkolvppévo pe Aentd vpévio diokio mepiéyet 75 mg kKAomdoypéAng (g LOPOYA®PIKT).

"Exdoyo_ue yvootég dpdceic:
Ka0e emkorivppévo e Aemtd vpévio diokio meptéyet 13 mg v3poyovOUEVOL KIKEANIOL.

T tov mAnpn Katdloyo twv exkdoymv, PA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H

Emucoioppévo pe Aemtd vpévio diokio.
Pol otpoyyvdd Kot EAa@p®OS KUPTA EMKOAVUUEVE LE AETTO DUEVIO OloKIaL.

4. KAINIKEX IAHPO®OPIEX
4.1 OgpamevTikég gvoeilelg
Aevtepoyevig mpoinyn abdnpobpoufwtikdv emelcodimv

H «homdoypéin evdeikvotou Ge:
. Evilikec aoBeveig pe pppaypa tov pookapdiov (amd Aiyeg nuépec péxpt Aryodtepo and

35 NuéPEC), LoYOUIKO ayyElOKO EYKEPUAKO eMEGOd10 (0md 7 NUEPES UEXPL AyOTEPO AT

6 UVEG) M| EYKATESTNUEVT TEPLPEPIKT] OPTTPLUKT] VOTO.

o Evilikec aoBeveic pe 0&d otepaviaio cuvopopo:

- 080 otepaviaio cuVOpopo Yopic avioraon Tov dactipatog ST (aotadng otndayym 1
EUPpaypa Tov pookapdiov ywpig kopa Q), copmeptropufavorévey Tov acbevov Tov
vroPaiiovtal o€ TomobEéTnon evdonpobeong (stent) peTd amd Sradeprukn enépPoon
oTEQPUVIIOV 08 GLVOLOCUO UE OKETVAOGUAIKVALKO 050 (AXO).

- 080 uppaypo Tov pvokapdiov pe aviotoot Tov dacthpatog ST, oe cuvdvacud e
AX0, og acbeveig mov avtipetonifovol cuVTNPNTIKA Kol Vol KOTAAANA0L Vo Adfovv
Opopporvtikn ayoyn.

Tlpolnyn aBnpobpoufwtikoy kot Opouflosufioliky eneloodinwy o€ KOATIKN UaPUOPVYH

e eviAIKeG aoOEVEIC LE KOATIKT LOPLLOPLYT TOV EXOVV TOLAAYIGTOV £VO TOPAYOVTO KIVOUVOL Yl
ayyelwKd coppdpata, Tov dev givol duvatd va mdpovv Bepaneia pe avrayoviotég Pfrrapivig K (ABK)
KoL 01 0TT0i0t £0VV YOUNAO Kivouvo atpoppayiog, 1 KAomdoypEAT evosikvuTal o€ GUVOLOGUO E TO
AX0 ywo v TpdAnym abnpobpopfotikdv encicodiov kat enelcodiny Opoufoeupforng,
GUUTEPTAOUPOAVOLEVOD TOV AYYELOKOD EYKEPUAIKOV ETEIGOIO0V.

INoa nepiocdtepeg TAnpogopieg Tapakaieice va avatpééete oty Tapdypago 5.1.
4.2  Aocoloyio Kol TpOTOS YOPNYNONS

Aocoloyia
. Evilikeg ko nhikiopévol (dvo tov 65 etdv)

H khomidoypéin mpémel va, diveton wg epdmas nuepnoto door Twv 75 mg.

Ye acbeveic mov mwhoyovv and o&d otePaviaio GHVIPOLO:
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- 0&DH otepaviaio cvvopopo ympic avaoraotn tov dacthpatog ST (actabng
omOayyn N Enepayua Tov pokapdiov yopic kKoo Q): M aymyn e KAOTSoYpEAT
0o mpémer va Eekvd pe pio epdmos 06om eoptiong tov 300 mg kot petd, va
ouvveyileton pe 75 mg pio eopd v nuépa (pe akeTVA0GAAIKVAIKS 0&D (AXO)
75 mg-325 mg nuepnoing). Kabmg vyniotepeg d6ceic AXO cuoyeticOnkay pe
VYNAOTEPO Kivouvo aupoppayiog, cuetnvetatl 1 d6om AXO vo unv givan
peyodvtepn amd 100 mg. H Béltiot didpkeia tng aymyng dev Exel emionuo
TPOGIOPLoTEL. XTo1YEl0 KAMVIKOV S0KIUOV vrostpilovv T yprion uéxpt 12 univec,
LE TO HEYIOTO OQELOG VO, Tapotnpeital 6tovg 3 univee (PBA. mapdypago 5.1).

- 0&D éuppayua Tov pokapdiov e ovaoraotn Tov dtactipatog ST: n
KhomidoypéAn Ba mpémel va yopnyeitan og epanaé nuepnola d0om tv 75 mg
Eexvavtag pe pia d6om optiong tewv 300 mg o cuvovaoud pe AX0, pe N xopig
BpopPorvtikd. o acBeveig dvem Tov 75 etdv n KhomdoypéAn Ba tpénel va Eexva
yopig 06om edptionc. H cuvdvacuévn Bepamneio Oa tpénel va Eekvd To
GLVTOUOTEPO dLVATO PETE TNV EvapEn TOV CUUTTOUATOV Kol va cuveyiletal To
Mydtepo yia téacepic efoopddes. To 6@elog amd T0 GLVOLAGHO TNG
KAomdoypéAng e AXO yio SLAGTNIO LEYUADTEPO TOV TEGGAPWOV EROOUAOWOV dEV
éxel pedetnOel (PAéne mapdypago 5.1).

e ao0eveic [le KOATIKY LOPLOPLYT, 1| KAOTO0YPEAN TTPEMEL VOL YOPTYEITUL (OC i HEPTIOLOL
d6on tov 75 mg. To AXO (75-100 mg nuepnoing) mpénet va apyilel kot vo cvuveyiletor o
ovvdvacud pe v KAomdoypéAn (BA. mapdypago 5.1).

Edv Eeyootel o d6on:

- Evtog Myotepo tov 12 opdv PETE TNV KAVOVIKY|] TPOYPULUATIGUEVT dpa: o1 aoBeveic

TPETEL VL TAPOLV TN dOGT TOLG OUECMG KOl LETE VOL TAPOLV TNV EXOUEVT dOCN GTNV
KOVOVIKT] TPOYPOUUOTIGUEVT] DPOL.

- Metd and nepiocdtepo amd 12 mpeg: ot acbeveic Tpémel va mapovy v endpevn d60

GTNV KOVOVIKT TPOYPUUUATIGUEVT GPO KoL VO UMV SITAACIAGouV T dO0T).

Hondratpucog minbvoude.
H kAomidoypéhn dev mpéneL v, YPTCLULOTOLIEITAL GE TG AOY® OUPIPOAMDY Yo TNV
amotelecpatikotnto (BA. Tapdypapo 5.1).

Neoppikn dvciettovpyia
H Bepamevtikn eumepio eivon mepropiopévn oe acbeveic pe veppikn Svsiettovpyia (PA.
Topaypapo 4.4).

Hrotwkn dvciettovpyia
H Bepoamevtikn epneipia eivor mepropiopévn oe aoBeveig pe PETPLO NATIKY VOGO, Ol 0TToiol
umopel va mapovoidcovy aioppayikn tpodidbeon (BA. mapdypagpo 4.4).

Tpdmog yopnynong

Amo6 otOUATOC YpTIoN.
Etval duvato va yopnyeitat pe 1 ympic Tpo@.

4.3

4.4

Avtevoeigeg

YrepevaicOnoio otn dpacTiki ovcia 1 6€ KAmo1o omd To £KS0Y0 TOV AVAPEPOVTAL GTNV
ToPAypaeo 2 | otV Tapaypapo 6.1.

YoBapn nratikn dvcAettovpyia.

Evepyog maBoroyikn| apoppoayic, OTmG TEMTIKO EAKOG 1 EVOOKPOVINKT apLoppayia.

E101kég mpogidomonjoelg kot apo@urdcels katd  ypion

Awoppoyio kot ooToloYIKeS S10TOPOYES



AOY® TOV KIVOOVOL aoppayiog Kot GLLOTOAOYIK®VY OVETIBOUNTOV evepYEL®V, B TpEnel va
dlevepyeitan eykaipmg HETPNOT TOV EPUOPP®Y GUGTATIKOV TOV OA[LOITOC, KOUT GALEG OYETUEG
€€eTaoE1C 0MOTENNTOTE KAVIKG GUUTTMWOTO TOV VTOONADVOLV atpopparyic epeaviovol Kotd
duapkela g Bepaneiog (PA. mapdypaeo 4.8). Onwg e GAAOVE OVTIOUOTETOAOKOVS TAPAYOVTES, M
KhomdoypéAn Oa mpémel va ypnoyLomtoleital pe Tpocoyn oe acbeveic mov pmopel va gival og Kivouvo
avENUEVNC apoppoyiag amd TPadLLO, XEPOLPYIKN eXEUPacn 1| GALEG TAOOAOYIKEG KOTAGTAGEL KOL OE
aocBeveic mov Aapfavovy ayoyn pe AXO, nropivi, avacTOAEG T®V VITOJOYEWMY TNG YAVKOTPWOTEIVNG
IIb/I1a 1 pn-otepoetdn avtipAeypovmor eapuoke (MEAD) coumepAapfovouivay TmV ovooTOAE®DY
g kapPoéuriong Cox-2 N TV EKAEKTIKOV OVOCTOAEWOV ETAVATPOSANYTG TG oepotovivig (SSRIs),
N GAL0 QUPLOKEVTIKA TPOidVTH TOL GYeTilovTal Ue Kivouvo aupoppayiog 6mmg 1 Tevto&ipuAiivn (BA.
mapdypoeo 4.5). Ot acBeveic Oa mpémel va mapaxorlovBodvtar 6tevd yio Kabe onueio apoppayiog
ocvumeptropPavouévne g Aavidvovcag apoppayiag, eIk Kot TIG TPOTES EFOOUASES TG Ay®YNC
KoM LeT amd emeufotikég Kopdloloyikég Sladtkacieg 1 yeipovpykn exéupacn. H tavtdypovn
YOPNYNON NG KAOTIOOYPEANG LE 0td TOV GTOUATOC OVTITNKTIKG 0EV GLVIGTATOL ENEWN UTOPEL VO
avénoet v éviaon g aipoppayiog (BA. Tapdypago 4.5).

Edv évag acBevig mpokettar va vtoPANOel o€ TPOYPALUATIGUEVT] XEPOVPYIKT ETEUPAOT Yio TNV OToin
TPOSMPVA dev elvar emBuUNTY AVTIUOTETAALOKT] OpdoT, N KAomdoypéAN Ba Tpémel var S1oKOTTETOL
7 Nuépeg mp1v amod T xepovpyikn enépPaoct. Ot acbeveic Oa TpEmeL va EVILEPDVOVY TOVG LOTPOVG KoL
TOVG 000VTLATPOVG OTL AaUPEVOVY KAOTOOYPEAT), TPLV OO TOV TPOYPULUATICHO KAOE YEPOLPYIKNG
emépPaong Kot Tpv amd T ANy KAbe vEOU QopRAKELTIKOD Tpoidvtog. H khomidoypéin tapateivel To
¥POVO pong ko Ba TPETEL VO, XPNCUYLOTOLEITOL e TPOGOYN o€ 0obeveic, ol omoiol Eyovv PAGPec e
TGOo™M VO OOPPaycovV (IO10UTEPN YOOTPEVTEPIKES KOl EVOOPOAALUES).

Ot aoBeveic Ba Tpémet va evnpepwbovv 6t dtav AapBdvovy KAomdoypéAn (LOVN 1 6€ CLVOLAGHO LE
AX0) iowg yperotel mePLocdOTEPOG XPOVOG AT’ OTL GLVHOWOE TPOKELLEVOL VO, GTAUATIGEL 1] OLLOPPOLY et
KoL 0T B0l TPETEL VoL AVaPEPOVY OTTOLAONTOTE AGVVIOIGTT (WG TPOG TNV EVTOMIOT 1] TN SEPKELD)
oLoppayic 6To yiuTpo Toug.

Opoupfwmixy Opoupforevikn loppipo (TTP)

IToA0 ordvia €xel avapepbei Opoppwtiky Opopporevikn [lopevpa (TTP) petd and ypron
KAOTIOOYPEANC, LEPIKEC POPEG LETA amd LuKpnG dudpketog EkBeon. Xapaxtnpiletol and Opoppomevia
KOIL LIKPOOLYYEIOTTOONTIKY] OLOAVTIKT] OVOLLO TOV GUVOEETAL EITE [LE VEVPOAOYIK(L EVPTLLOTA, VEPPIKN
dvoiertovpyia 1| pe mopetd. H TTP givon pio duvntikd ovatneopoc KaTAoTAoT TOL OmaLTeEl EyKaipn
oy®YyN, COUTEPIAUUPOVOUEVTG TNS TAAGLOPAIPESTC.

EmixtyTy cpopiiio

Enixktnm apoeiiia €xet avoapepel Letd amod ypnon e KAOTIO0YPEANGS. XE MEPITTOOELS
emPeforopévng LELOVOUEVTS TOPATAGTS TOV YPOVOL EVEPYOTONUEVIG LEPIKNG BpoufomiacTivig
(aPTT) pe M yopig arpoppayia, mpémet va eetaleton n emiktnn apopirio. Ot acBeveic pe
emPeParopévn ddyvoon eTikTnIng apo@iriog Tpémet va avtipetonifovral kot va Bgpangdovtat omd
€101K00G Kot 1) KAOTLO0YPEAN TTPETEL VAL SLOKOTTETOLL.

Ipoopato 1oyayiKo ayyelaKo eyKePoriko ETeLTOOL0
Adyo g EMAeymc dedopévav dev pmopel va vtapEel GVGTAON YLoL AyYN KAOTOOYPEANG KATH TN
S1apKeL TOV TPAOTOV 7 NUEPDOV UETA amtd 0ED 10YAUKO aYYELOKO EYKEPAAIKS ETEIGO10.

Kvtoypoua P450 2C19 (CYP2C19)

Ddoppokoyevetikn: Le acbeveig pe meplopiopévn petoforkn wovotnra tov CYP2C19, n
KAOTIO0YPEAT GTIC GLUVIGTAOUEVEC dO0ELS oynuaTtilel AydTtepn mocdTTA 0Td TO OPUCTIKO PETAPOAITN
™G KAOTOOYPEANG Kot £xel LuKpOTEPN EMIOPAGT 0TN Agttovpyia TV aoneTaiinv. EEetdoelg etvan
dBéoieg yio v tavtomroinom tov yovdétumov tov CYP2C19.

Eme1dn n kKhomdoypéin petaforileton 6to dpaotikd petaforitn g ev uépet amd to CYP2C19, n
YPNOT POPLOKEVTIKAOV TPOIOVTOV TOV avacTEAAOVY TN dpdor Tov evidpov avtol Ba avapévetal va
£xel MG AMOTEAEGLLO LELWUEVA ETIMEd TOV dPpACTIKOD PeETOPOAITN TG KAOTdoYpEANG. H rhvikn
GLOYETION TNG OAANAETIOpaog VTG etvat aféfain. Q¢ TpoEOAALN, 1 TOLTOYPOVY XPTION LoYLPOV N
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pétprov avactoréov tov CYP2C19 npénet va amobappiverar (BA. mapdypoaeo 4.5 yio o Alota
avactorémv tov CYP2C19, BA. emiong mopdypago 5.2).

Yroorpauozo tov CYP2CS
[Ipocoyn yperdletor o acbeveic mov avtipetonilovtor OepamevTikd TAVTOYPOVA [LE KAOTIOOYPEAN KOt
QOPUOKEVTIKA TPoTdvTa oV gival vooTpdpate Tov CYP2CS (BA. mapdypapo 4.5).

A106T00POVUEVES OVTIOPOTEIS LeTalD Belevomupiovay

O1 acBeveig mpémel va aloloyovvral yia 16Topikd vrepevaicinciog og Betevomvpidiveg (0mmg
KhomdoypéAN, TIKAOTIOIVT, TPacOVYPEAT), deEdOUEVOL OTL el avapepBel S10GTAVPOVUEVT aVTIdpaCT)
avdpeoa og Betievorupidiveg (PA. mapdypago 4.8). Ot Betevomupidiveg evOEYETOL VO TPOKOAEGOVY NTTLEG
€m¢ coPapéc aAAepYIKES aVTIOPACELS OTTMG EAVOM L, 0yYEL00IONLEL 1] OLLATOAOYIKES OLOUGTAVPOVUEVES
avtdpdoelc omwg Opopfomevia kot ovdeteponevia. O acBeveic mov giyav avomtdéel mponyovpevn
OAAEPYIKN AVTIOPOOT) KA/ OLATOAOYIKY| 0vTidpaon o€ pio Beievomupidivn evogyetal va Exovv
avénpévo xivévvo avamtuéng g idtog 1 GAANG avtidpaong og kdmola AN Belevomupidivn.
Yvviotdron TapakorodBnon Tev aclevav pe yvoot adlepyla otig Betevomupidiveg yio onueia
vrepevatcnoiog.

Negpixn dvoiertovpyio

H Bepansvtikn epmeipio pe kKAomidoypédn elvar meplopiopévn oe acbeveic e veepiki SueAettovpyic.
I't' awtd N Khomdoypérn Ba mpémet va xpMGIUOTOLELTAL [IE TPOGOYN C' aVTOVS Tovg acBeveis (PA.
Tapdypoeo 4.2).

Hrozikn dvelertovpyio

H epmepia sivon mepropiopévn oe acbeveic e pétpla nmatiki vdG0o Tov WITopEl va, EX0VV OLOPPAYIKN
nmpodiabeon. H Khomdoypéin, enopévamg, Ba mpémel va yopnyeital pe tpocoyn 6' avtods Tovg acbeveic
(PA. mopdrypago 4.2).

Exooya.
AvT6 10 QUPUAKEVTIKO TPOTOV TEPLEYEL LOPOYOVOUEVO KIKEANLO, TO 0010 UTOPEl VO TPOKAAECEL
GTOHOYIKEG SLOTOPAYES KOt S1APPOLa.

4.5 Almiemopacels pe GALO QUPROKEVTIKA TPOIOVTO KAl AALES HOPQOES A AETTIOpAOT S

DaproarevTIKd TPOIOVTO, TOV TYETI(OVTOL UE KIVOVVO aiuoppayios: Y Tapyel avENUEVOG Kivouvog
atoppayiog Adym g SuvnTikhg abpoloTikng dpdong. H tontdypovn xopiynon @opuaKevTIK®V
TPOloVTOV OV oyeTilovTal pe Kivouvo apoppayiag tpénet vo Aapfdavovtar pe tpocoyn (BA.
Topaypapo 4.4).

Avurnktikd, amd Tov GTOUOTOS

H ovyyopnynon kAomidoypéing Kol avTITNKTIKOV ond TOL GTOUATOG OV GLUVIGTATAL O10TL UTOPEL VoL
avénoet v évtaon g apoppayiog (PA. mapdypaeo 4.4). Av Kot n xopnynon KAomdoypéing

75 mg/mpépa dev TpOTOTOINGE TN PAPUAKOKIVITIKY TG S-Papeapivng 1 Tov INR (51e6voig
opahomompéEVNG oxéong) o€ aobeveig mov Aapfdavouy pakpoypovia Bepaneia pe Papeoapivn, 1
oLyyopNyNoN KAOTSoYpEANG Le Pappapivi avédvel Tov kivouvo arpoppayiog Adym ave&aptntov
AELTOVPYIDV TNG OUOCGTACNG.

Avaoroleis twv vrodoyéwv e ylvkorpwteivyg 11b/Illa
H xhomdoypéin npémel va ypnoylomoieiton pe Tpocoyn oe acheveic mov Aapupdvouy tavtdypova
OVOOTOAELS TV VTOdOYE®V TG YAvKompmteivng IIb/Ila (BA. mapdypapo 4.4).

Axervlooatixviino old (AX0)

To AXO d¢ petéfade TV ovOGTOAN OV TPOKAAEL 1] KAOTIOOYPEAN GTNV TTpokalobuevn amd v ADP
GLGCMPELCT) TOV ALUOTETAAIWDV, VA 1) KAOTOOYPEAN evioyvoe T dpdon Tov AXO otnyv
TPOKAAOVUEVT OO TO KOAAUYOVO GLGGMOPEVOT] TOV OUOTETOM®Y. 26THG0, 1) TAVTOYPOVI XOPNYNOT
500 mg AXO 800 QopEg TNV NUEPA YO L NHEPO OEV ADENGE CNUAVTIKA TNV TAPATACT] TOV XPOVOL
pOTNG TTOL TPOKAAEITOL OO TN ANy TG KAOTIO0YPEANS. Mia @apuakoduvapikn aAAnAeTidpaon
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peta&d khomdoypéing kot AXO eival whovn, Pe amoTéEAES O TNV ADENGT TOL KIVOHVOL Goppayiog.
YVVETMG, 1 cuyyxopNYNon Tovg Ba Tpémel va yivetar pe mpocoyn (BA. mapdypago 4.4). [Tavimg, n
KhomdoypéAn kot to AXO yopnynonkav pall yo dtdotnua péxpt va £tog (PA. mapdypago 5.1).

Hropivy

e po KAMVIKT HEAETN TTov €yve o€ VY dTopa, 1 KAOTIO0YPEAT OEV KOTESTNOE avayKaio TN HETABOAN
g 060NG TG Nrapivng, ovte petéfoie T dpdomn tng nrapiving otnv TéEN. H tavtdypovn yopriynon
NG NEapivig OEV EXNPEAGE TNV OVOCTOAN TNG CUGCMOPEVOTG TOV ULUOTETAAIDY TOL TPOKOAEITOL OTTO
v KhomdoypéAn. Mia appokoduvaptky oAAnAeniopoaon pneta&d KAomdoypEAng Kot nropivng ival
mOovn, PE OMOTEAEG O TNV ADENGT TOL KIVODVOL OLOPPAYiOs. ZVVET®MS, 1| GLYXOPTYNCH Tovg Hal
npémel va yiveton pe mpocsoyn (PA. mapdypoeo 4.4).

Opoufotvtira

H aocpdleia tng tawtdypovng xop1ynong KAOTIO0YPEANG, EOIKMV 1} L] Y10 TO vddeS OpopforvtiKmdv
TapayovTov Kol nrapvav aSlohoynnke oe acbeveic pe 0&0 éuppaypa tov pvokapdiov. H cuyvotnta
EUPAVIOTG KAVIKG OMULOVTIKNG OLLOPPAYIOG NTAV TOPOLOL [LE OUTY TOL TAPATNPNONKE, OTAV TO
Opopporvtikd edppaxo Kot 1 nrapivn cuyyopnyndnkav pe AXO (BAéne mapdypopo 4.8).

MXAD

e po KAMVIK pHeAéTn mov €ywve og vyteis eBedovtég, 1 TowTdypovn XopyNoT KLomdoypEAng Kot
vampo&évng avénoe tn AavOdvousa ammAEL ALOTOG OO TO YOOTPEVTEPIKS. 20TOGO, AGY® TNG
EMheyng peketdv aAAnAenidpaong pe aGida MEAD eival mpog 10 mopdv adlevkpivioTo 4V VITapPYEL
avénpévog Kivouvog apoppayiog amd To yooTpevteptko pe 6aa to MEAD. Zvvendc, to MEZAD
GUUTEPIAOUPOVOLEV®V TOV aVOGTOAE®V TNG KapPo&uAdong Cox-2 kai 1 KAomidoypérn Ba tpémetl va
cuyyopnyovvrol pe tpocoyn (PA. mapdypoeo 4.4).

SSRIs
E@dcov ot SSRIs enmnpedlovv tnv evepyonoinon TV aplomeTolMmv Kot avEdvouy Tov Kivouvo
aoppayiag, 1 tavtdypovn yopynon Tov SSRIs pe kKhomdoypéAn Tpémel va, yiveTal Le Tpocoyn.

Alleg tawtoypoves Oepameies

Eme1dn n khomdoypéin petaforileton ev pépetl pésm tov CYP2C19 yia va mpokdhyel o SpacTikog
UETAPOAITNG TNG, M XPNOT POPLOKEVTIKAOV TPOIOVTWV TOV avacTEAAOVY TN dpdiomn avTov Tov VDOV
avapéveral 6Tt Ba Exel wg amoTELEGHO LELOUEVA ETITESN TOV OPACTIKOV HETAPOAMTN TNG
KAomidoypéinc. H kKhvikn cuoyétion g aAlnAenidpaong avtig ivar aféfain. Qg mpopoiain, n
TAVTOYPOVT YPNOT IGYLPOV N LETPLOV avacToAéwv Tov CYP2C19 npénel va amoBappuveral (BA.
mapaypdeovg 4.4 ko 5.2).

DopuokevTikd TpoidvTa mov eivar woyvpoi N pétpirot avaotoreic tov CYP2C19 meptrappdvovy, yia
mopadetrypa, TV opuempaloAn Kot Ty esouenpaloin, T eAovPolapivn, T @AovoEeTivn, T
pokAofepion, t Popucovaloin, T eAovkovaloAn, Tnv TikAomdivn, v kapPapalenivn kot tnv
epafpévin.

Avaoctoleic g AvtAiag Ilpotoviov (AAID):

H yoprynon 80 mg openpaloing epdmas nuepnoing, ite 6Tov id10 pdvo pe TV KAOTIO0YpEAD, elte
pe 12 dpec petald tmv yopnynoemv tov 600 papudkov, peiwce v £€kBeor Tov dpacTikon
petaforit katd 45% (d6om poptiong) kot 40% (56on cvvtnpnong). H peiowon oyetiotnke pe 39%
(660m eoptiong) kot 21% (d6om cvvTipPNoNG) Lel®ON TG AVUGTOANG TG GUGGMPEVGNG TMOV
owonetoriov. H ecopenpaldin avapévetor va Exel TapOpolo GAANAETIOPOOT LUE TNV KAOTIOOYPEAT).

AVTIQATIKAE 0£00UEVA, Y10 TIG KAVIKEG EMTAOKES QVTNG TG POPUUKOKIVITIKNAG
(OK)/pappaxodvvoptkng (PA) arinienidpaons avagopikd pe peilova kapdayyelokd coppdpota
&xovv avapepbel amd peléteg Tapatnpnong Kot KAMvikEG pehétes. g mpo@Aaln, 1) TALTOYPOVH XPNoN
openpaloing N ecopenpaloing npénel va amobappivetor (BA. Tapdypapo 4.4).

Aryotepo €vioveg pelmoelg g £xbeong Tov petafolritn éxet mapatnpnOel pe v movronpaloin N
Aoveompaloan.



O1 GLYKEVIPDOGELG OTO TAAGUA TOV SPOoTIKOD HeETaPoAiTn peidbnke katd 20% (d6om @opTIoNg) Kot
Kkatd 14% (8601 cuvtpnong) KaTd T S1EPKELN TG TOVTOYXPOVIG ayyng e 80 mg mavtompaloAng
eQamos nuepncimg. AVTO GUGYETIOTNKE LE Helmon TS HECNS VOGTOANG TNG GUGGMPEVGNG TOV
aponetaAiov kotd 15% kot 11%, avtictoyo. To aroteléopata avtd deiyvouv 6Tt 1) KAOTIOOYPEAN
umopel va yopnyeiton pe tnv wavtompaloAn.

Agv vtapyovv otoryeio 6TL GALG POPUOKEVTIKA TPOIOVTO TOL UELDOVOVV Ta YOOTPLIKA 0&éa O0mmg ot H2
OTOKAEIGTEG N TO avTIOE VO EXNPEALOVY TNV OVTIOUOTETAAOKT OpaoT TG KAOTLOOYPEATC.

Ao @apuakeLTIKG Ttpoiovta: ‘Evoc aptOpoc kKAvikmv peletmv £xovv yivel e TNV KAOTIO0YPEAN Kot
AL GLYYOPTYOVUEVH QUPUOKEVTIKA TPOIOVTO, OOTE Vo EpELVNOEL 1| SUVATOTNTO PAPUAKOSVVOUIKDY
KOL QOPLOKOKIVITIKOV dAANAETIOpdoey. Agv mopatnpnnKoy KAVIKE oNnUovTiKeg
QOPUOKOOVVOUIKES OAANAETIOPACELS, OTaV 1 KAOTLOOYPEAN cuyYopNYNONKE LE aTEVOLOAY, VIpediTivn,
N HE oLVOLAUCHO aTEVOAOANG Kot vipedimivng. EmmAéov, n poppakodvuvaiukn dpdon g
KAOTIOOYPEANG OEV ENMNPEACTNKE GNUAVTIKA LLE TN CLYYXOPTYNON PovoPapPirtdAng 1| o16TPOyOVMV.

H pappokoxivntikn g dtyo&ivng 1 tng BeopuArivng o€ petafAndnke pe tn cuyyopnynon mg
KAomidoypéAnc. Ta avtidEva oe petéforav to Pabuod e amoppdenong e KAOmOoYpEANC.

Agdopéva amd v perétn CAPRIE vrodeikvoouy 6Tt 1 parvutoivn kKot 1 ToABoutopion, ot omoieg
petaBorilovtar and to CYP2C9, pumopovv va cuyyopnynbodv e ac@Aaielo LE TNV KAOTIOOYPEAT).

Dopuoaxevtikd Tpoidvia mov eivar vrootpmpato Tov CYP2CS: H khomdoypéin €xet derybel otL
av&avel v €kBeomn ot pemayAvion o€ vyteic ébehovtés. Mehéteg in vitro €gouvv dei&el 6TL 1 avénon
™G éxBeong ot pemayAvion gival Aoy ¢ avaotoAng tov CYP2C8 amd 1o yAvkovpovikd
petafoiitn g kKhomdoypéing. E&attiog tov kivdivou auénpévmy GUYKEVIPDOCE®MY GTO TAAGUA, 1|
TAVTOYPOVY] YOPNYNON KAOTIOOYPEATG KOl PapUiK®my ov ekkabopilovtar kupiog HEGm HeTOPOMOLOD
and to CYP2CS8 (m.y., pemayhvion, mtakAta&éln) npénetl va yivetal pe mpocoyn (BA. mapdypago 4.4).

Extog and 115 mAnpopopies 1o aAANAETIOPACELS LE GUYKEKPLUEVE PAPUOKEVTIKA TPOIOVTO TTOV
TEPLYPAPOVTOL TOPATAV®, dev Exovv deaybel peréteg aAANAETIOpaONG TNG KAOTOOYPEANG e HEPIKEL
(QOPLOKEVTIKA TPOTOVTA TOV XOPNYOoUVTAL cLYVA G€ acbeveic pe aBnpobpoppatikn acbévela. Qotdc0,
acBeveic mov ovpupeteiyov ot KAMVIKEG HeEAETEG e TNV KAOTId0YpEAN EAafav tio TotKiAio
GUYXOPNYOVUEVAOV PAPUAKEVTIKMV TPOTOVIMV GUUTEPIAAULBOVOLEV®V TV SOVPNTIKAOV, TMV -
OAVOGTOAEMV, TMOV VTAYMVICTMOV TOV PETOTPENTIKOV evidov TG ayyelotacivng (avaotoieic MEA),
TOV OVTAYOVIGTOV SIOA®V acBECTION, TOV TOPUYOVIOV LEIMONG TOV EMTEI®V YOANGTEPOANG, TOV
OYYELOOOGTAATIKOV TMV GTEPAVINI®V aYYEI®V, TOV avTIOWPNTIK®OV TApaydvIimy
(ovumepriapfovopévng TG tVGOVAIVIG), TOV OVTIETIANTTIK®V TUPAyOVIOV KOl TOV AVIOYOVICTOV TOV
VrodoyEmv TG YAvkompwteivig IIb/Ia yopic svpuata KAVIKE onuavTik®v averifountov
OAAMAETIOPAGEDY.

4.6 TovipétnTo, KONON KAl YoloVYiQ

Eyxouooivn

Emre1on dev vdpyovv kKAvikd dedopéva oyeTikd e TV €kBeoT oTnV KAOTOOYPEAT KOTE TNV
€YKVUOGHVN, ElVOL TPOTIUOTEPO VO [N ¥PNCILOTTOLEITAL 1] KAOTLOOYPEAT KUTE TN OLOPKELN TNG
EYKVUOGHVNG MG LETPO TPOPVAAENG,.

Meléteg oe (Do dev KATESEIEOV AUETEG 1) EUUECEG EMKIVOVVEG EMATMOCELG GTNV EYKVHOGHVY], GTNV
avamTuEn Tov UPPLOL, GTOV TOKETO 1) GTN UETAYEVVNTIKY avarTuén (BA. mapdypapo 5.3).

Onlaouog

Eivar dyvooto edv 1 kAomidoypéAn amekkpiveTol 6To avOpdmvo untpikod yéio. Mehéteg oe (oo
KATESEIEQY AMEKKPLOT TNG KAOTIO0YPEANG GTO LUNTPIKO YAAM. QG LETPO TPOoPOANENC, 1| Yalovyia dev
Ba mpémel va cuveyileton katd ) dudpkeo g Oeponeiog pe to Clopidogrel HCS.

Toviuotyra



H xhomdoypéin dev £xet kotaderybel 0t emnpedletl T yoviudtnta o€ pedéteg pe (mo.
4.7 Emdpacels oty IKavOTnTe 001Y101NG KOl YELPLCHOD Py avAV

H xhomdoypéin dev Exel Kopd 1} Y€l aoNUAVTN EXIOPACT] GTNV IKAVOTNTA 031 YNONG KOl YEPICHLOD
UNYavav.

4.8 AvemOOunteg evépysieg
Tepiinyn tov mpoeil aopdleiag

H acpdieia g kKhomdoypéing a&loroynonke oe mepiocdtepovs and 44.000 acbeveic mov Exovv
GUUUETACYEL O€ KAVIKEG LeAéTEG, cupmeptiapPavopuévav teptocotepwv ard 12.000 acbevav mov
ékavav Bepameio yia 1 ypdvo 1 meplocdTEPO. ZVVOAKA, 1| KAOTOOYPEAN 75 mg nuepncimg oV
ovykpiown pe to AXO 325 mg nuepnoing ot pehétn CAPRIE, aveEdptnrta and v niikio, To gUAO
KoL T eUAN. Ot KAWVIKG GYETUKES LLE TO PAPLLOKO OVETIBVUNTEC EVEPYEIEG TTOV TOPATNPNONKOYV OTIG
perétec CAPRIE, CURE, CLARITY, COMMIT ka1 ACTIVE-A weprypdpovion napokdto. Eni miéov
NG EUTEPIOG Ao TIC KMVIKEC LEAETES, avETIBOUNTEG EVEPYELEG EXOVV emiong avapepBel avBopunTg.

H owpoppayia eivar 1 o cuyvn avtidopaon mov avagpépinke 1000 oe KAVIKEG LEAETEC OGO KL LE
Béon v gumelpio LeTd TNV KLKAOQOPIK TOL TPOTOVTOG GTNV Ayopd, OOV avapEPONKe Kupiwg KOTA
1 S1APKELN TOV TPMTOL Uiva TG Bepameiag.

e aoBeveic g pekétng CAPRIE mov éhafav Oepaneia eite pe khomdoypédn eite pe AXO, n
GUVOAIKT cuyvotnta kdbe gidovg arpoppayiog oy 9,3%. H cvyvomta epedvions cofapaov
TEPIOTOTIKDOV NTAV TOPOLOLYL YL TNV KAOTIO0YpEAT Kot 1o AZO.

2 perétn CURE, dev mapovciaotnkay emmiéov peiloves aproppayies e Tov Guvovacuo
KhomdoypéAng ue AXO ce daotnpa 7 nUEPDV LETA TNV EXEUPACT AOPTOCTEPAVIOING TALPAKAUYNG,
o€ aobeveig mov otopdnoay T Bepaneio TEPIGGOTEPES OO 5 NUEPES TPV TN YELPOVPYIKY| EXEUPACT).
Y acbeveic mov cuvE GOV TNV AY®YN EVTOG 5 MUEPDV TPV TNV EXEUPOOCT] OPTOGTEQAVINING
TOPAKALYTG, ] CLYVOTNTO TV ENEIG0diV NTav 9,6% yia v KAomdoypéin pe AZO kot 6,3% yo To
gikovikd pdppoko pe AXO.

> pekétn CLARITY, vnpye cuvoAikn adENGT TOV QOPPOYL®Y GTNV OULAS0 KAOTIO0YPEANG LE
AXO0 évavtt g opadog ikovikod eappakov pe AXO. H cuyvotnta eppdviong peiovog apoppayiog
ntav Tapopola peTa&d Tmv 600 opddwy. Ta amoTeEAEGHOTA AVTA 1GYDOVY KoL Y10 TIG VTOOUAdES
acfevav 0mmg opilovTol amd YoPUKTNPLOTIKA AVUPOPAs Kal ord Tov TOomo g Oepamneiog pe
Opoppoivtikd N nrapivn.

> pekétn COMMIT, 10 6uVOAIKO TOGOGTO U EYKEPAAKNG HEIlovog apoppayiog 1 EYKEQPOAKNG
atopparyiog NTav yopUnAd Kot TapopHolo eViog TV dVO OUAdMV.

¥ perét ACTIVE-A, 1o 10600716 g peilovog alpoppayiog NTov LeyoADTEPO GTNV OUAda TG
Khomdoypéing + AXO &vavti TG Opddag ELKOVIKOD Qappdakov (6,7% évavtt 4,3%). H peilwov
aoppayio NTovV Kupimg e£®KPOVIAKNC TPOEAEVONG Kal 6TIG 00O OUddES (5,3% oty opdda
Khomdoypéng + AXO- 3,5% otnv opdda elkovikol gappdkov + AX0), kupiwg 0md T0 YOGTPEVTEPIKO
ocolva (3,5% évavtt 1,8%). Yrnpée o abénom g evOOKpavIOKNG aLLOpPpayiog 6TV Opada aymyng
pe KAomidoypéin + AX0 cuykpivouevn Ue Ty opada eukovikon eoappakov + AX0 (1,4% évavt 0,8%
avtioctoya). Agv vanpée GTATIGTIKA CNUAVTIKT S10POPE GTA TOCOGTH TV BavaTnEOpOV ALLOPPAYIDV
(1,1% oty opdda kromdoypéing + AXO kot 0,7% otnv opdda gikovikod eappdkov + AX0) Kot Tov
aoppaykod ayyetakol eykepaiikov encicodiov (0,8% xat 0,6%, avtictorya) petalld Tmv opddmy.

KatdAoyog twv avemBountwy evepyeiay o nopen mivoxo.

AVemIOOUNTEG EVEPYELEG TTOV EITE EUPAVIOTNKOY KOTA TN SIAPKELN TOV KAWVIKOV LEAETOV giTE
avaépOnkav avbopuntog Tapovcidlovtal 6tov Tivaka Tov akoiovdel. H cuyvotntd toug opileton
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pe Baon tig akdrovbeg mapadoyéc: ouyvég (>1/100, <1/10)- oyt ovyvég (>1/1.000, <1/100)- omdvieg
(>1/10.000, <1/1.000)- oAV omdvieg (<1/10.000), un yvootég (dev umopodv va ektiunbovv pe faon
ta Swbéotua dedopéva). Eviog kabe katnyopiog cuyxvotntog ELOAVIONS, Ol aVETIOOUNTEG EVEPYELEG
napotifevton Katd pdivovoa celpd coPapoTnTog.

Kotnyopia Yuoyvég Oy ovyvég Xravieg IoAY omavieg, pn
Opyavov YVOOTECH
TuoTHNOTOS
AwTopayég Tov OpouPomnevia, Ovdeteponevioa, OpouPmtikn
OLLOTTOUTIKOD Aevkomevia, coumeptioppavo- | Opoupomevikn
KOl TOV NOGwoPLio HEVG NG mopVvpa. (TTP) (BA.
AEpQUCoD cofopng Tapaypoo 4.4),
GLOTNULOTOG 0VOETEPOTEVIOG OTAQCTIKY OLVOLUOL,
TOVKLTTOPOTEVIM,
OKOKKIOKUTTOP L,
coPapn Opoppomevia,
eMKTNTN apo@Ma A,
KOKKLOKUTTOPOTEVIQL,
Voo
Koapdrokég >Hvopouo Kounis
Sratapoyég (ayyel0oLGTOGTIKN
aAAepytkn| otnOdyym/
OAAEPYIKO EUPPOAYLLOL
TOL HLOKAPSioV) 6TO
mAaiclo avtidpaong
vrepevatcnciog Aoym
g KhomdoypEAnc*
Awtapoyég Tov Opovoaia,
OVOGOTONTIKOD AVOPLAOKTOELOEIC
GLOTHLOTOG avTIOpAcELS,
(POPUOKEVTIKN
vrepevatcncio Adym
SOGTAVPOVUEVNC
avtidpaong avdpeca
o€ Betevomupidiveg
(6mwg Tihomidiv,
mpacovypEAN) (BA.
mopdypoeo 4.4)*
Yoyrotpikég YevdasOnoelg,
Sratapoyég GUYYLON
Awtapayég Tov Evdoxpaviakn Awtapoyéc tng yevong
VELPKOV opoppayio
GUGTNLLOTOG (avapépOniay
OPLGUEVEC
TEPUTTMOELS LUE
Bovatneopo ékfoaon),
KeQaAaAyiaL,
napoiodnoio, {ain
OpBoipuég Awoppayieg Tov
datapoyég 0@OaApo0
(emmepukoTOC,
evoopOaALLa,
AUEPANGTPOEIBOVS)
Awtapoyés Tov Tayyog

®TOG KO TOV
Aafopivhov




Ayyelokég Aydtopa YofBapn awoppayica,
dwoTapayés apoppayio omd To
EYXEPNTIKO TPAVUAL,
ayyettda, vrdtoon
Awrtopayég tov | Emiotaén Awoppayio amd v
OVOTTVEVGTIKOV AVOTVEVGTIKT 000
GUOTNLOTOG, (oupdmTVON,
ToV Odpaka Kot TVELLLOVIKT|
TOV aoppayia),
uecobwpaxiov Bpoyyxdomacuog,
Oldpeon vevpovitida,
NOGIVOPIAMKN
TVELLLOVIOL
Awrtopayés tov | Apoppayia tov | I'aotpid €hkog kot OmcBoneprrovai- | ['aotpevrepikn| ko
YOOTPEVTIEPIKOV | yooTpevtept- OmOEKASAKTUAIKO KN ooppayio omeHomepLTovaik
KO0 GOV, é\Koc, yaotpitida, alpoppayio pe
dappota, €UETOG, vauTia, Bavateopo éxPaon,
KOWAMako dAyos, | duvokotlotno, TOYKPEOTITION,
dvomeyia HETEOPIOUOC KOMTIOO
(ovumeptiappavo-
HEVNG TNG EAKDOOVG M
AELPOKVTTAPIKNG
KOAITISOK),
GTOUATITION
Awtapoyég Tov Oéela nratiky
NTATOG KOl TV avVETAPKELN, NTOATITIOO,
YOANPOP®V U1 QLGLOAOYIKEG
doKocieg NTATIKNG
Agrtovpyiog
Awrtopayés tov | Molomog E&avOnua, kvnopoc, Iopporivydong
€PUATOG Kot aioppayio amd to depuotitida (To&kn

TOV VTOSOPLOV
16TO0

déppat (Topeupa)

EMOEPLIKT VEKPOALOT,
ouvdpopo Stevens-
Johnson, ToAvpopeo
gpuinpua, ofeia
YEVIKELUEVT
eEavOnuotkn
OAVKTOIVOOT
(OI'ED)),
aYYEL001OMN AL,
GLVOPOLO
QOPHLOKOETAYDLUEVIG
vrepevarcbnoiog,
POPLOKEVTIKO
eEavonua pe
NOGwoPIAio Kot
GUOTNUOTIK
GUUTTOOTOL
(DRESS),
EPLONUOTOOEG 1)
ATOPOALOWTIKO
eEavOnua, kvidwon,
€xCepa, opalog
Asymvog
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Awtopayég Tov INovaikopaoctio
AVOTTOPOLY YL
K0H GLGTHHOTOG
KOl TOL LOOTOV

Awotapoyég Tov MvoockeleTiKn
HVOCKEAETIKOD apoppayia
GUOTNUOTOC KOl (aipapBpo), apbpitida,
TOV GLVIETIKOV apBpaiyio, poaiyia
1670V

Awrtopoyés Tov Awatovpia XrepopaToveppitt-
VEQPDOV KOl TOV da, ovEnpévn
0VPOPOP®V KpeATIVivn oipatog
000V

Tevucég Awoppayio [Mupetdg

dwtapoyéc kar | otn Béon
KOTOOTACEL TNG | TOPAKEVTNONG
0300 Yopiyneng

"Epevveg [Mopatetapévog
XPOVOG pog,
UelmpEVOS aplipog
OVIETEPOPIA®YV,
peltmpEVog aplipog
OULOTETOAI OV

* TIAnpopopieg Tov oyetilovial pe TNV KAOTIOOYPEAT LUE «LUT) YVOGTH» GLYVOTITO.

Avapopd mhovoroyovuevov ovemfounTov evepyeELdv

H avagopd mibavoroyoduevmy avemBountov evepyeldv PETE amd TN YOp1YNoT AdEWG KUKAOPOPIag
TOV QOPUAKELTIKOD TPOIOVTOG eivan onpavtiky. Emitpénetl  ovvey mapakorlodOnon g oxéong
0PEALOVG-KIVOVVOD TOV QUPHOKEVTIKOD TPOTOVTOC. ZNTeital amd TOVg EXayYEAUATIEG TOV TOUEN TNG
VYELOVOUKNG TTEPIOOAYNC VO AVOPEPOVY OTTOIEGONTOTE TOUVOAOYOVUEVES OVETIOVUNTEG EVEPYELES
LEG® TOV €BVIKOD GUOTNUATOG AVOPOPAS OV avaypapetal 6to [apdptmuo V.

4.9 Yngpoocoroyia

Yrepdocoroyio PETA amd YopNYNON KAOTIO0YPEANG UTOPEL VO 0ONYNOEL OE TAPATOCT) TOV XPOVOL
poMg Kol ETakOA0VOEG apoppayikég emmAokés. Edv mapatnpnBovv apoppayieg o mpénet va
e€etaotel mown etvor 1 KATGAANAN oyoyT.

Aev €y Bpebel avtidoto TG pappakoroyikng dpdons e kKAomdoypéins. Edv amarteiton dpeon
d10pbmon Tov TAPATETOUEVOL YPOVOV POT|G, 1| LETAYYIOT OLUOTETOAM®Y UTOPEL VO, AVOGTPEYEL TO
OTOTELECUOTA TG KAOTLOOYPEANC.

5. OGAPMAKOAOTI'TKEX IAIOTHTEX

51 ®@oppokodvvopikis 1010TNTES

DopUaKODEPATEVTIKY| KATNYOPiN: OVOCTOAEIS CLGGMPELONG AUOTETOAMMY eKTOC NIapivng, Kmdtkdg
ATC: BO1ACO4.

Mnyaviouog opaons

H xhomidoypéin givar Eva Tpo@apurako, EVog omd Toug LETOPOAITEG TOV 0700V EIVaL AVAGTOAENC TNG
GLGOMPEVONG TOV aponeTaAinv. H kKhomdoypéin npénetl va petapforiotet omd ta Evivpa tov
CYP450 yio va mapdéet o 0pacTtikd PETOPOAITN TOV AVAGTEAAEL T GLGGMPEVGT| TWV ULUOTETAAIWV.

O dpaoTikdg LeTAPOAITNG TNG KAOTOOYPEANG EKAEKTIKA OVACTEAAEL TN GVLELEN TNG SIPMOPOPIKNG
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc�

adevooivng (ADP) pe tov vodoyéa P2Y 12 tov arpomtetariov kot v enakdAovdn evepyomoinon,
péom g ADP, tov cupmdéypartog tng yAvkorpwteivng GPIIb/Illa, avactéAlovtag pe Tov Tpdmo avtd
1 GUGGMPEVGT TOV ULUOTETAAIOV. AGY® TNG U1 avOSTPEYIUNG GVLEVENG, TO. ekTEDEEVDL
olpomeTdA ETNPealovTal Yio TO VIOAOUTO TOV YPpdvoL LmNg Tovg (Kotd Tpocséyyion 7-10 nuépeg) kot
1 AVAKTNOT TNG PLUGLOAOYIKNG AEITOLPYiaG TV alponetaAiny couPaivel pe ppoud avéioyo pe o
pLOU6 avavémong tov aponetoiiov. H cucodpevon tov ayoretoriov, Tov Tpokaieitol amd
ayoviotég dAlovg and v ADP, avaotédetal, exiong, omd TV TopeUnddIon TG EVIGHVONG TNG
gvepyonoinong amd v amelevbepovpevn ADP.

Eme1dn o dpacticog petaforitng mpoxvntel amd ta vivua tov CYP450, opiopéva amd ta omoio
TOPOVGIALOVV TOAVUOPPICUOVG 1] VITOKEWVTOL GE OVAGTOAT 0O GALD QUPLOKEVTIKA TPOidVTa, oV Oa
£€yovv 6A01 01 aoBeVEIG EMOPKN OVOGTOAY TV OLUOTETAAIWV.

DopUOKOIVVOUIKES ETIOPATELS

EravolopPoavopeveg d66€1C TV 75 mg Ty NUEPO TPOKAAECAY GNUAVTIKT OVOGTOAN TNG
wpokaovpevng amd v ADP cueempevong tov aponetaiiov ard ) tpomtn nuépa. H avactoin
vt ovéndnke Tpoodevtikd Kol EpTace o€ otalepd emineda petady g 3ng Ko 7ng nuépag.
otabep| KATAGTAGT], 1| AVOGTOAN TNG GLILOTETAALNKNG CLGCMPEVCTG TOV TOPATPNONKE e dOGN

75 mg v nuépoa, rav g tééEng tov 40% émg 60%. H cuecmpevon tov a1poretaroy Kol 0 xpovog
pong emaviADaY 6Tad10KG GTO OPYIKE ETITEDQ, YEVIKG LEGO, GE 5 MUEPES LETO TN SLAKOTN TG
Oepoameiog.

Klwvikn aroteleouatikdtyro, koi 00Qaigio.

H aocpdAeio kot 1 amoTeAeGLOTIKOTNTO TNG KAOTIO0YPEATG ExEL a&lodoynOel oe 5 SumAEG-TUPALC
peAéteg oTig omoieg cuppeteiyay mave and 88.000 acbeveic: n CAPRIE, pio peiétn cuykpiong g
Khomdoypéing évavtt tov AXO kot ot CURE, CLARITY, COMMIT ko1 ACTIVE-A, peléteg
GUYKPLONG TNG KAOTOOYPEANG EVOVTL EIKOVIKOD POPUEKOD, OTTOL KoL To V0 (OPLUKEVTIKA TPOTOVTOL
yopnynonkav e cuvdvacud pe AXO ko GAAN cvykekpévn Oepameia.

LHpooparo Euppayuo Tov HOKAPIIOD, TPOCPATO AYYEINKO EYKEPAMKO ETEITOOIO0 1] EYKATETTHUEVN
TEPLPEPIKT] APTHPLOKT] VOOOS

H perétn CAPRIE counepiédafe 19.185 acbeveig pe abnpobpdupwon, mov siye exdniwbei pe
TPOGPATO EUPEPUYLLO LLOKAPIIoV (<35 NUEPES), TPOGPATO IGYOLUKO OYYELOKO EYKEQPAAIKO EMEIGOO10
(petald 7 nuépeg Ko 6 puiveg) N eyKotestnéVN TepLpeptkn aptnplokn voco (ITAN). Eywe
TUYOOTOIN G TV acBevdV o opddec KhomdoypéAng 75 mgmuépa 1 AX0 325 mg/muépa Ko
mapakoAovOnon dmpkeoe yia 1 Eoc 3 ypovia. v VTOONAdA e ELPPAYLLO TOV HLOKAPSiov, Ot
EPLGOTEPOL 0d TOoVG 0obeveic Edafav AXO yuo T TpdTEG Aiyeg NUEPES LETA TO 0ED EUPPAYLLL. TOV
HooKapdiov.

H chomidoypédn peiwoe GCNUOVTIIKA TN GLYXVOTNTA EUPAVIONG VEDV I0YXUUIKOV ENelc0dimv (cOvBeTo
TEAIKO onueio a&loAdYNoNG ELEPAEYIOTOS TOL HVOKOPIIO, IGYOLUIKOD AYYEIKOD EYKEPAUAIKOV
€MEL00010V Kot Kapdrayyeiakov Bavétov) cvykpvopevn pe AXO. XpnoonoidvTog T0 HOVTIELD
OTUTIOTIKNG aviAvong e okomo tnv Bepamneia, 939 encicddia e€etdotniay oty opudda g
Khomdoypéng, kot 1.020 encioddia pe AXO (peimon tov oyetikov kivdvvov (RRR) 8,7%, [95% CI:
0,2 émg 16,4], p=0,045), mov avaroykd onpaivel 611 o€ kb 1.000 acbeveic mov Erafav aywyn eni 2
xpovia avtiotoryovv 10 [CL: 0 émg 20] emmpochetor acheveic mov TPoELALYONKAV ATd VEO IGYALUIKO
€MEI06010. AVAAVOT| TG GLUVOAIKNG BVNoudTNTOG G dgLTEPEVOV KATAANKTIKO oneio dev £d1Ee
Kamolo oNUAVTIKY dtapopd peta&d tng KAomdoypéing (5,8%) katl tov AZO (6,0%).

e UL avaADVGT| VTTOOUAd®V avE KATAoTOOT (ELPPUYLN TOV HVOKAPSIOV, IGYOUKO AYYELNKO
gykepolkd enelcodo kat ITAN) to 6pelog amodeiydnke péyloto (EXITLYYAVOVTOG OTOUTIGTIKY OLPOPE
p=0,003) ¢ acheveic mov giyav cupmepuinedei Aoy ITAN (18img o€ ekeivovg mov giyav emiong
16TOPIKO EUPPAYLATOG TOV puokopdiov) (RRR=23,7%, CI: 8,9 éwc 36,2) kot pikpdtepo (dyt
ONUAVTIKA StapopeTikd amd AX0) og acbeveig pe ayyelaxod eykepaiiod enelcd6d1o (RRR=7,3%, CI: -
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5,7 ¢w¢ 18,7 [p=0,258]). Xe acbeveic mov giyav coumepiinedel otn perétn pe uovn artioAoyio
TPOCPUTOL EUPPAYUATOG TOV LLOKAPSI0V, 1) KAOTOOYPEAN NTOV apPlOUNTIKA KATATEPN GALA YWOPIg
OTOTIOTIKA onpavtiky otapopd and to AZO (RRR=-4,0%, CI: -22,5 éw¢ 11,7 [p=0,639]). Emuwiéov, n
avéAivon piog vroopddog pe Paorn v nhikia £de1&e O6TL To OPELOG ad TNV KAOTIO0YPEAT o€ aebeveig
avo TV 75 eTdv NTov LKpOTEPO amd ekeivo Tov mapotnpnonke o€ acbeveic <75 etdv.

Emedn n perétn CAPRIE dev tav cg Béom vo eKTIUNGEL TNV OTOTEAECUATIKOTNTO TOV XL LEPOVG
VITOOUAO®V, OEV EIVOL GUPES EGV O1 DLUPOPEG GTI GYETIKT ELATTOOT TOV KIVOVVOU GTIG VITOOUADES LUE
KOTAOTOOT VAL TPOYUATIKES, 1) ATOTEAEGLO TOYNG.

O¢&b otepaviaio obvvdpouo

H perémn CURE ocvumepiédafe 12.562 acbeveic pe 0&0 otepoviaio cuvopopo xwpig avaonacn Tov
Sdwotuotog ST (aotabn otbayym 1 Enepayua Tov pookapdiov ympic Kopa Q), mov TpoonAbav peéca
o€ 24 ®peg LETA TNV ELPAVIOT TOL TTLO TPOGPATOV ENELGOFIOV TPOKAPAIOVL AAYOVG 1] GUUTTOUATOV
ovpParov pe wyopic. Ot acBevelg amortOnke va Exovv gite NAEKTPOKAPIIOYPAPIKES LETAPOAES
ouupatég pe véa woyaipia n avénon tev kapdakmv eviouwv 1 tporovivng I f T TovAdyiotov dvo
QOPEC TAV® 0l TO AVMTATO PLGLOA0YIKO Op1o. Ot acBeveic TuyaomoONKOY G KAOTIO0YPEAT

(300 mg d60m eoptiong akoiovBovuevn amd 75 mg/muepnoing, N=6.259) 1| etkovikd @apHaKo
(N=6.303), kot Ta dvo yopnyndnkav oe cuvovaoud pe AX0 (75-325 mg epdna nuepnoing) Kot
dAheg kabepopéves aywyég. Ot acbeveic NTav vd aywyn péxpt ko Eva xpovo. X perétn CURE, og
823 (6,6%) acBeveic cuyyopnyndNKav aviayoviotég TV vTodoywyv yAvkompateivng I1b/11a.
Hrapiveg yopnyndnkav oe nepiocdtepo amd to 90% tov acbevav Kot 0 oYeTIKOc puOog apoppayiog
peta&d KAOTO0YPEANG Kol EIKOVIKOD QPUPIAKOD OEV EMNPEACTNKE CTLUOVTIKG aTd TN GLYYOPNYNoN

nrapivng.

O ap1Bpog Tv acbevav mov a&loloyniniay og TPog To TPMTEVOV KATAANKTIKO onueio [dvatog
KopALOYYEWOKNG aTIOAOYIaG, EUPPayUe TOV pvokapdiov (MI), 1 ayyelokod eyke@aikd ETElGO10] TV
582 (9,3%) oy opdda ¢ kKAomdoypéAng kot 719 (11,4%) otnv opdda Tov EIKOVIKOD QapUAKOD, LE
20% peiwon tov oyeTikov kvduvov (95% CI 10%-28%, p=0,00009) yio trv opdda g
Khomdoypéng (17% oyetikn peimon tov Kvdvvov dtav ot aceveic NTav VIO GUVTNPNTIKY AYOYN,
29% otav giyov voPAnOel og enépuPacn SLodEPUIKNG SLOVAIKNG Oy YELOTANGTIKNG GTEPAVIOI®Y
(PTCA) pe M yopic Tomobétnomn evdonpobeong (stent) ota otepaviaia kot 10% otav giyav vwoPindet
o€ eméuPaon aoprootepaviaiog Tapdkauyng (CABG)). ITpoAnednkay véo Kapdlayyelokd TelcOola
(mpotedov TeMK6 onueio alohdynonc), Le GYETIKES HELDMGELS TOV KIvoUvou g TdEemg Tov 22% (CI:
8,6, 33,4), 32% (CI: 12,8, 46.,4), 4% (CI: -26,9, 26,7), 6% (CI: -33,5, 34,3) ko 14% (CI: -31,6, 44,2),
KaTd TN O1dpKeln TV dtoTnratwv g peaétg 0-1, 1-3, 3-6, 6-9 kot 9-12 pfveg, avtiotoryo.
2OVEnMS, HETA TOVG 3 UVES aYy®YNS, TO OQEAOG TTOL TTapATPNONKE GTNV OpAd KAOTO0YPEANG +
AX0 dev avéndnke mepattépm evd o Kivouvog apoppayiog tapéueve (PA. mapdypapo 4.4).

H ypnon ¢ khomdoypéing otnv CURE cuoyetiotnke pe peiwon g avdykng yio Opopforutiki
ayoyn (RRR=43,3%, CI: 24,3%, 57%) ka1 avaotolrelg vrodoyémv yAvkonpwteivng IIb/Ila
(RRR=18,2%, CI: 6,5%, 28,3%).

O ap1Bu6s TV acbevdv mov a&loAoyNOnKay O¢ TPOC To GVVOETO TPMTEHOV KATAANKTIKO GNUEI0
[66vatog Kapdlayyelakng attioloyiag, ERepoyue Tov pookapdiov (MI), ayyslokd eykepaitkd
enelodo10 1| avBektikn woyoupio] nTav 1.035 (16,5%) oy opdda g KAomdoypéing kot 1.187
(18,8%) otnv opdda tov gikovikov papudkov, pe 14% peioon tov oyetikod Kwvdvvov (95% CI
6%-21%, p=0,0005) yio. TNV opdda TG KAOTI0YPEANG. AVTO TO OPELOG TPOKVTTEL KLPIWS Od T
OTOTIOTIKMG GTUOVTIKY LEIWGCT TNG CLYVOTNTOG ELPAVIONG TOV EUEPEYLOTOC TOV pvokapdiov [287
(4,6%) onv opdda g KAomdoypéing kot 363 (5,8%) otnv opdda Tov E1KOVIKOD GApUAKOL]. Agv
mopatnPNONKe ETIOPACT) GTN CLYVOTNTA EMAVEICAYWOYNG GE VOGOKOUEID Y10 0oTaOn oTnOayYm.

Ta anotehéopata Onmg ekTiuNOnKay 6€ TANBLGUOVG pe SIUPOPETIKE YOPUKTNPIOTIKA (T.Y. aoTadn
omBayyn N éuepaypa tov pvokapdiov ywpig kopa Q, Yaunio £mc vynid kivévvo, dmapén dufnn,
avéykn enépPaong eravayyeimong, nikia, eUAO0, K.AT.) NTOV COUPOVA [LE TO, ATOTEAEGHLOTO TNG
TPOTAPYIKNG OVAALOTG. ZVYKEKPILEVD, GE pia post-hoc avdivon 2.172 acBevodv (17% Tov cuvolko
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mAnBvcpov acbevav g perétng CURE), o1 onoiol vtofAndnkay og totobétnon evdompdbeong
(stent) (Stent-CURE), ta 6edopéva £6e1&av 0TL, 6TAV 1) KAOTIO0YPEAT GLYKPIVETOL LE TO EIKOVIKO
QAPLOKO, KOTAOEIKVIETOL CNUOVTIKY PEIOT TOV oyeTikov kivduvov (RRR) katd 26,2% ctovg
acBeveic mov ehapPavay KAOTIS0YPELT MG TPOG TO GUVOETO TPOTEVOV KOTAANKTIKO onueio (Bdvotog
KOPOLOYYELOKNG OLTIOAOYIOG, EUGPAYLLE TOV HLOKAPSIOV, AYYEINKO EYKEPAMKO ETEIGOO10) KOl ETIONG
pio onuavtikn peimon katd 23,9% tov yeTIKoD KIvduvou mg TTpog To cLVOETO devTepedoV
KATOANKTIKO onueio (0dvatog amd KapdlayyElKd aitio, ELPPOYUE TOV HVOKAPSIov, ayYELNKO
EYKEPOAKO emelGOO10 N avOekTikn woyopio). EmmAéov, to mpopil acpdielag Tng KAOTIO0YPEANG O
LTV TNV VT0-0UAd 0GOEVAOV deV dNUIOVPYNOE KATO10 1310iTEPO TPOPAN L. ZVVETDG, TO
ATOTEAEGUATO, OO QVTO TO VTTO-GVUVOAO GUUPOVODV UE TO GUVOAMK( OMOTEAEGUOTO TG LEAETNG.

Ta 0péAn mov TapatnpNONKav pe v KAomdoypéAn tav aveaptnto amd dAAeg Oepaneicg mov
YOPNYOUVTOL 0EEMG 1 YPOVIMG Y10 KOPILOYYELKE VOoIOTA (OT®S NTapivy/Mrapiveg Likpod Loplokon
Bapovg (HMMB), avtaymviotéc vtodoyiwv e yAvkorpwteivng Ib/I1la, vroAmdayuikd
QOPUOKEVTIKA TTPOIdVTA, B-0vACTOAEIC, Kol AVOGTOAELG TOV HeTaTPEMTIKOD EVEDLOL TG
ayyelotacivng). H amoteleopatikdtnta g KAOMO0YpéANG TapatnpnOnke aveEdptnta omd 1 66on
tov AXO (75-325 mg pia popd nuepnoing).

e aoBeveic pe 00 Euepaypa Tov Lokapdiov pe avdoracn Tov dtaotiratog ST, n acedielo Kot n
OTOTEAEGHATIKOTNTO TNG KAOTIOOYPEANG Exouv a&loloynBel og 500 TUYAIOTONUEVES, EAEYYOLEVES IE
€IKOVIKO pdppoko, SmAEc-TueAéc peréteg, v CLARITY kot tny COMMIT.

H perétn CLARITY ovumepiéhafe 3.491 acbeveig ol omoiol mapovsiacay evtdg 12 wpdv amd v
évapén g ST avdomaong EUepayua TOL HLOKAPSIOV KOl TPOYPUUUOTIOTNKE VO EEKIVIIGOVY
Bpopporvtikn Bepamneia. Ot acBeveic Ehafav kKhomdoypéin (300 mg wg doon POpTIoNG KoL 6T
cuvéyeln 75 mgmuépa, n=1.752) 1 eikoviko edppoko (n=1.739), kot o115 600 TEPIMTAOCELS GE
cuvdvaoud pe AX0 (150 €wc 325 mg wg 666m POPTIoNS Kot 6N cuvEXEw 75 Emg 162 mg/muépa), pe
évav vmdoATIKd Tapdyovia Kot, OTav xpewalotav, pe nmapivn. Ot acBeveic nToav vwod
mapoakorlovinon ya 30 nuépec. To TpwTEVOV KATOANKTIKO oMpElo a&loAdyNong NTOV 1 TapoVsic
AmoQPAYUEVNG EE0NTIOG ELPPAKTOV CTEQOVIAIONG OPTNPIOG OTNV AYYEWYpAPia TPy omd TNV £€£000 TOV
acBevoug amd To vocoKkopeio, 1 Bdvatog 1 vtoTpomidlov EUepaypo Tov LLokKapdiov TPV
otepavioypapio. [ acBeveig mov dev vrofAnOnKay og oTEPAVIOYPAPiD, TO TPOTELOV KUTOANKTIKO
onueio a&orAdynong nrav o Bévatog 1 1o vroTpomaLov EUppaypo Tov puokapdiov v Huépa 8 1
Kkatd v €£060 and To vosokopeio. O TAnbuopdg twv acbevav copnepiedapfove 19,7% yovaikeg Kot
29.,2% acbeveig >65 etdv. 'Eva ovvoro 99,7% tov acbevav élafe tvodoivtid (tvmdo-gdukd: 68,7%,
un wodo-gdwd: 31,1%), 89,5% nrapivn, 78,7% B-avactodreic, 54,7% avaoTOAEIC TOV PHETOTPETTLKOD
ev{opov g ayyelotacivng kot 63% ototived.

[Mocoo16 dexamévte To1g ekato (15,0%) Tov acbevav otnv opdda g KAomdoypéing kot 21,7% oty
OGSO TOL EIKOVIKOD QOPUAKOD £QTAGE OTO TPMOTELOV KUTOANKTIKO onpeio a&loAdynong,
AVTITPOCHOTELOVTOS OTOAVTN peimon Kot 6,7% kot 36% mbovn peioon xaptv Tng KAOTIS0YPEANS
(95% CI: 24, 47%, p<0,001), kvpiwg oyeTilOUEVES Le PEIMOT TOV OTOPPAKTIKOV OPTNPLIKOD
enepaktov. To 6pelog avtd vanpye o€ OAeS TIG TPoKABOPIoUEVEG VTOOUADES GVUTEPIAAUPBAVOUEVNS
NG NAIKIOG Kot TOL PUAOL TOL aoBEVOVG, TNG EVTOTIOTG TOV EULPPAKTOV KOl TOV TUTOV TOL
WOS0AVTIKOV 1} TG NTOPIVNG TOV XPNGLULOTOIONKE.

H perétn COMMIT pe mopoyovtikd oyediooud 2x2 copmeptélafe 45.852 acbeveic o1 omoiot
TOPOLGICAV EVTOG 24 p®dV omd TNV EVapEN TOV GUUTTOUATOV VTOYio ELPEPAYIOTOS TOV
HooKopdiov pe avaroyeg NAEKTPOKAPIIOYPAPIKES UAAOIDGELS (7). avdomaon ST, katdonaon ST 1
aplotepd okeAkd amokAelopo). Ot acbeveig Edafav khomdoypédn (75 mgMmuépa, n=22.961) 1
€IKOVIKO Qdpuaxo (n=22.891), e cuvdvacpo pe AZO (162 mgmuépa), yuo 28 nuépeg N UéExPL TV
£€0d0 and 10 vosokopeio. To cOVOETO TPOTEVOVTO KATAANKTIKG onueio fTav o dvatog amd
OTOLOONTTOTE OILTiO KOL 1] TPDTY EUGAVIOT] EXAVEUPPAENC, AYYELNKOD EYKEPUAIKOD ETEIGOSI0V 1)
Bavartov. O TAnbvopdc neprelappave 27,8% yovaikes, 58,4% acBeveic>60 etmv (26%>70 e1dVv) Ko
54,5% aoBeveic mov Adppavoy vmdoAvTIKA.
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H xhomdoypéin peimwoe onuavtikd 1o oyetiko kivouvo Bavdtov amd oroladnmote artia Katd 7%
(p=0,029) Kot T0 6YETIKO KivOLVO TOV GLVIVAGHOD ETAVEUPPAENS, OYYELNKOD EYKEQPAAMKOD ETEIGOSIOV
M Bavdrtov katd 9% (p=0,002), avtimpocmredovrag amoivtn peioon kotd 0,5% wot 0,9% avtictoyya.
To 6perog avTd NTav 6Tabepd yio TV NAKia, TO PUAO Kot TNV Yopnynon 1 oyt Opouforvtikdv Kot
TapaTnPNONKE EvIOG 24 Op®V.
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Kolmixn puapuopoyn

O perétec ACTIVE-W ko ACTIVE-A, dagopeticég dokipég tov mpoypappatog ACTIVE,
ovumepléAafav aobeveic pe KoAmkn poapuapvyn (KM), ot omoiot iyov Tovddyiotov Evay mopdyovta
KvdOvov Y ayyelokd cvpuBdpata. Bdost tov kpitnpiomv sleoymyngs, ot laTpoti evéta&ov acheveic oty
ACTIVE-W &gav ntav vroynoetot yio, Oepamneia pe avroyoviotég g Prrapivng K (ABK) (0nwg n
Bapeapivn). H pedétn ACTIVE-A nepierddpfave acbeveic mov dev pmopovoay va Adfovv Bepameio pe
ABK ene1dn dev pmopovcav i 6ev entBovpovoay vo Adfovv v aywyn.

H peiétn ACTIVE-W katédeile 611 1 ayoyn pe oviayoviotés g Prrapivng K ftav wo
OTOTEAECLLATIKN Ao TNV KAOTdoypEAT Kot To AXO.

H perétn ACTIVE-A (N=7.554) Tav Lo TOADKEVIPIKT, TUXOLOTONUEVT), SUTAN-TUPAT, EAEYYOUEVT
LLE EIKOVIKO QApLOKO UEAETN, 1 OTOl0 GUVEKPIVE TNV KAomdoypéAn 75 mg/muépa + AZO (N=3.772)
e ewoviko dppaxo + AXO (N=3.782). H cuvictdpevn d6om yio to AZO ftav 75 €mg

100 mg/mpépa. Ot acBeveic NTav vwd aymyn €mc Kot 5 xpovia.

Ot acBeveic Tov tuyalonomOnkav oto mpdypappe ACTIVE ftav exeivol mov mapovsidotnkay pe
amodedetypévn KM, omA. gite pe povyun KM 7 pe tovhdyiotov 2 engioddia drodeirtovsog KM otovg
TeEAEVTOIOVG 6 PNVES, Kal lyav TOVAIGTOV £vay 0md TOVg akOAOLOOVG TaPAYOVTEG KIvODVOL: NAIKia
> 75 etdv, | Mlkia 55 éng 74 etdv Kot gite caxyop®mon daprtn mov anaitovce Bepaneio pe
QappoKa, €ite amodedEYIEVO TPOTYOLEVO Euppaypa pookapdiov (EM) 1 amodederypévn otepavioio
VOGO" NTOV GE Ay®YN Y10 GUGTNUATIKN VIEPTUGT)" TPOTYOVLUEVO OYYELOKO EYKEPUAIKO EMELGODIO,
TapodKo woyopiko enelcoodto (ITE), 1 cvompotikd epuforiopd extoc KNX- duciertovpyio tng
aplotepdg Kokiag pe KAdopo eEminong g apiotepnc Kothog <45%: 1 amodedEyIEVT] TEPLPEPIKN
ayyewkn voco. H péon Pabporoyioc CHADS: fjtav 2,0 (edpog 0-6).

Ta KOpLo KpLTAPLA ATOKAEIGHOD Y10 AGOEVELG TOV KOTOYPAPNKAY TOV EAKOG TENXTIKOV EVTOG TMV
TEAELTAIOV 6 LNVOV: TPONYOOUEVT] EVOOEYKEPAAKT apoppayio- cofapn OpopPorevia (aptBpdg
apomeTadiov < 50 x 10%/1)- amaitnon yio kKAomSoypéAn 1 amd Tov 6TOHTOC avmnKTikd (AZAIT) \
dvoavetia og omoladNToTE 0o TIG dVO OVGIEC.

EBdopnvra tpia 101 ex0td (73%) Tmv acbevdv mov evtaydnkoav otn pehétn ACTIVE-A dev
puropovoay va Aapfovy ABK Adym g a&toAdynong Tov 1tpov, aduvapiog CORUOPO®ONGS Yo TNV
mapokorlovOnon tov INR (Siebvig oparomompévn oyéon), Tpodidfeons yio TTOGCT 1 TPAVUATICUO TNG
KEPAANG, ] CLYKEKPLUEVOL KIVOUVOL aupoppayiog: yia 1o 26% tev aclevdv, 1 amd@AcT Tov 1Tpov
Bacionke otn pun embopia tov acbevoic va Adfsr ABK.

O minBuopodg tov achevav cvurepiérafe yovaikeg katd to 41,8%. H péon niio rav 71 €, to
41,6% 1oV acBevaov fTav > 75 etdv. Eva obvoro 23,0% tov achevav Aaufovav avtiappodukd,
52,1% Prra-amoxieiotéc, 54,6% avaotoieic tov MEA ko 25,4% otartivec.

O apBpdg Twv acbevav, o1 omoiot £EPTacav og Eva TPMOTEVOV KOTOANKTIKO orelo (xpdvog péypt v
TPOTN ELPAVION AYYELNKOV EYKEPAAMKOV emeG0diov, EM, cuotnuotikdg epfortonds extog KN 1
ayyewko Bdvarto) nrav 832 (22,1%) otnv opdda Tov aVILETOTICTNKE Pe KAomdoypéAn + AZO kot
924 (24,4%) otnVv opdda Tov gIKoviKoy papudkov + AXO (peimon Tov oyetikod kivovvov 11,1%:
95% CI12,4% ¢wc 19,1%- p=0,013), xuping Ady® piag peyding peimong tng ocuyvotnTog TV
AYYEWLK®DV EYKEQPOMK®DV ETEIGOSIMV. AYYEIOKA EYKEPUAIKA EMEIGOdL0 GLVERN GOV o€ 296 (7,8%)
aocBeveic mov Ehafav Khomdoypéin + AZO kot 408 (10,8%) acbeveig mov EAafav elkovikd pAPLOKO
+ AXO (peimon Tov oyeTikov Kvdvuvov, 28,4%:- 95% CI, 16,8% £wc 38,3%:  p=0,00001).

Toaidrarpiog winQvouog

e po LEAETN KAlpakovuevnc docoroyiag 86 veoyvav 1 Bpepdv £mg 24 umvov o€ Kivouvo
OpopPwong (PICOLO), n khomdoypédn a&oroynOnke o dradoyuég dooeis twv 0,01, 0,1 o

0,2 mg/kg o€ veoyva xan Bpéen ko 0,15 mg/kg pnovo og veoyva. H d6on tov 0,2 mg/kg métuye
HEOT TOCO0oTION0 aVaSTOAN TNG TAENS Tov 49,3% (5 UM ADP-grnaydpevn cucompevon
OOTETAAI®V), 1| OToio fTav cuyKpioun pe ekeivn TV evnAik®V Tov Aappdvouy KAomdoypéin
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75 mg/mpépa.

g o Tuyotomomuévn, SITANG-TVPANG, TapdAriniov opddov perétn (CLARINET), 906 nadiatpikoi
aocBeveic (veoyvd kai Bpépn) He KOAVOTIKY GLUYYEVH KAPSLOKT VOGO TOL OVTIHETORILETOL
TOPTYOPTTIKA LE OPTNPLOKT TOPEKAUYT GO TH GUGTNUATIKN TPOG TNV TVELUOVIKT KuKAopopia,
ToyatomomOnkay yo va Aapovv kKhomdoypéin 0,2 mg/kg (n=467) 1 eucovikd edapuaxo (n=439) pali
Ue Tautoypovn Bepameio LEYPL TO ¥POVO TOL YEPOLPYEIOL oE devTepT don. O pécog ypdvog uetal&d
NG TOPNYOPNTIKNG OVTILETMOTIONG HE TOPAKOLYT KOl TG TPDTNG XOPTYNONG TOV QAPLAKEVTIKOD
7TPo1ovTog NG pedétg ntav 20 nuépec. Katd tpocéyyion 88% twv acbevav érapav tavtdypova AXO
(evpog 1 ém¢ 23 mg/kg/muépa). Aev vanpée onuovTik Sopopd petaéd TV OPAd®V 6TO TPMTEVOV
oLVOETO KaTaANKTIKO onueio Tov Bavdtov, Opoufmonc g mapdakapyng | Topiufacng oxeTilOMEVNC
UE TV Kapdtd pwv amd v nikio tov 120 nuepdv petd and eneicddio mov Bewpndnke OpopuPotikng
©Vonc [89 (19,1%) yuo v opdda KAomdoypéAng Kot 90 (20,5%) yio trv opdda EIKOVIKOD QoPIAKOL]
(PA. mapdypaeo 4.2). H oypopparyio fTav 1 o cuyva ava@epOUEVT aVETIBOUNTN EVEPYELD KOl OTIC
000 opddeg KAOTOOYPEANC Kol EIKOVIKOD PUPUAKOV: ®OCTOGO, OeV VINPEE KOO OTLLOVTIKY dlapopd
GTO TOGOGTO UOPPAYING LETUED TV OPAO®V. XT1 LaKPOYPOVIL TOPaKOA0VON T TG ACPAAELNG
OVTAC TNG UEAETNG, 26 060eVEIC [Le TNV TAPAKALYT] AKOLO VPIOTAEVT] 6€ NAKia evOoc £Tovg EAafay
KAOTO0YPEAN ¢ TNV NAKia tv 18 unvav. Kopid kawvovplo avnovyio yio Ty aoc@aieio dgv
mapatnpNOnke Kotd T S1dpKeELD OVTAE TG LOKPOYXPOVING TAPOKOAOVONGNC.

Ot dokipég CLARINET ko PICOLO S1evepynOnkay ¥pnolonoldvog Eva cuoTadEy StdAva
KAOTIOOYPEANG. X€ Lo OYETIKN HEAETN Ploicoduvapiog o EVAMKEG, TO cLGTADEY StV
KAOTIO0YPEANG €5€1EE TOPOLOLL EKTACT KOl EAGYIOTO VYNAOTEPO TOGOGTO ATOPPOPTONE TOV KVPLOV
KUKAOPOPOHVTOG (0vEVEPYOD) LETAPOAIT GUYKPITIKA LE TO EYKEKPLULEVO JLOKIO.

5.2 @oppoKoKIVITIKES 1O10TNTES

Armoppognon

Metd and epdmaé Kot emavalapfavOopreveg NUEPNOIEG 00GELG 75 mg omd TOL GTOUATOG, M
KhomdoypéAn amoppopdtal ToxEms. To néco vynAdtepo eninedo ¢ apeTdPANTNG KAOTOOYPEANC GTO
T doua (katd Tpocéyyion 2,2-2,5 ng/ml petd ond epdmras 0661 75 mg omd TOL GTOUATOC)
gupaviotnke mepimov 45 Aemtd petd ) yopnynon g doong. H amoppdenon eivar tovAidyietov 50%
ue Paon ™ pétpnomn anoforng TV PETAROATMOV TNG KAOTOOYPEANG GTa 0VPAL.

Koazovoun

H xhomdoypéin kar 0 kOp1og KuKAOQop®V (avevepyOs) HETOPOAITNG TNG, OEGUEDOVTOL AVACTPEYLLLA
e TPOTEIVEG TOL avBpdmvov TAdopatog (98% kat 94% avtictoya) in vitro. H déopegvon in vitro dev
QTAVEL PLEYPL KOPEGLOV Y10l £VAL EVPV PACLLO, CUYKEVTIPWOGOTC.

Biouetaoynuotionog

H «homidoypéin petaPoriletar ekteTapévo 610 Nrap. In vitro Kot in vivo, 11 KAOTIOOYPEAN
petaforiletar pécm 600 KOPLOV peTABOMK®Y 00MV: Lio KOTA TV omoia LE TN LEGOAAPNoN
€0TEPACHOV VOPOAVETOL GTO OveEVEPYO TTapdymyo Tov KapPoLuikov 0&€oc (85% Tmv KukAopopoivimv
petafoAltmv) kat pia pe T pecoAdfnon moAlamimv kutoypoudtov P450. H khomdoypéin
petaPoriletar apyikd otov evdlapeco petafoiritn 2-oxo-clopidogrel. Emaxoiovbog petafoiiopodg tov
evdlapecov petaforitn 2-oxo-clopidogrel £xel og anotérecpa ) dnpovpyio ToL SPACTIKOD
petaporitn, éva mapdywyo Bg10Ang. O dpactikdg petaforitng dnpovpyeital kupimg ond to CYP2C19
e ™ ovpPoin amd drdpopa dira évivpa CYP, nepthapfavouévov tov CYP1A2, CYP2B6 kot
CYP3AA4. O gvepydg petaforitng Bg10An, o omolog amopovabnke in vitro, GUVOEETAL YPTYOPO KoL LN
aVOOTPEYLLO LE VTOOOYEIS OLUOTETAAI®Y, OVAGTEAAOVTAG ETGL TI] GUGGMPELCT] TV OLLOTETAAIWDV.

H Crax TOV dpaoctikov petafoiitn eivar simhdoto petd amd e epdmas doom eoptiong twv 300 mg
oM eival HETA amo TEGoEPIS NUEPES Le dOoT cuvtpnong TV 75 mg. H Crax mapatnpeitot Kotd

pocéyylon petd amd 30 £wg 60 Aemtd petd T YopnyNon TG dOoNG.

Anéxrpion
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Y10V GvOpoTOo, HETE amd pia omd TOL GTOPATOG 560N KhomdoypEing ceonpacpévng pe “C, 1o 50%
mepimov amofaAletal e To ovpa Kot o 46% mepinov pe ta kémpova og dtdotnua 120 opmdv PeETd amd
TN AMym g 80omg. Metd and epdmaé doomn 75 mg and Tov GTOUATOG, 1| KAOTIOOYPEAN el YpOVO
nuioglog {ong Tepimov 6 dpec. O xpOVOC NUIGELNG ATEKKPLONG TOV KOPLOV KUKAO(POPOHVTOC
(avevepyoD) petafolritn Ntav 8 MPeG, LETA Ao TNV €QATAE KOl EXOVOAAUPOVOLEVT] Y0P YNOT).

DoploKoyeVveTIKN

To CYP2C19 gumiéketar otn dnpiovpyio Kot TOL dpaGTIKOD PETAPOAIT KOl TOV EVOLAUETOV
petaforitn 2-oxoclopidogrel. H poppokokivntikn Kot 1 avToporetollokn dpaon Tov dpacTtikoh
petafoiitn g kKAomdoypéAng, Onmg LeTpNOnKay LE ex vivo PLETPNGELG TG CLGGMPEVOTG
alpomeTAAI®Y, d1apEPovy avaroya pe to yovdtumo tov CYP2C19.

To adnAidpopeo CYP2C19*1 avtictoyyel og TANpmg Aeltovpykd PETABOAOUO, EVD TO
adnidpopeo CYP2C19*2 ko CYP2C19%*3 givor un Aettovpyikd. To aiiniopopeo CYP2C19*2 kot
CYP2C19%*3 gvbhvovtar yuo TNV mAeoyneio Tov aAANAOLOPPOV LE LELMUEVT] AEITOVPYIO GTOVC
Koavkdaoiovg (85%) kat otovg Actiteg (99%) pe petopévn petaforikn Asttovpyio. AAda
oAAnAdpopea Tov oyetilovial pe omovTo 1 LEIWUEVO UETABOAOUO Elval AyOTEPO GUYVE Kot
neptropfavouv to CYP2C19*4, *5, *6, *7 kot *8. 'Evag acbevig pe peiopévn petafoikn Asrtovpyia
0o draBétel 600 aAANAOHOpEO pe ENAENYT Acttovpyiog OGS opileTal TaPUTAV®. ANUOGIEVUEVES
ovyvotnte yovotimmy tov CYP2C19 pe petmpévn petafoikn Aettovpyio givorl kotd tpocéyyion 2%
v Tovg Kavkdoiovg, 4% yia touvg Mavpoug kot 14% yio tovg Kwvélove. Yrapyouvv dtabéotpeg
dokacieg yio Tov opiopd tov yovotvmov tov CYP2C19 evog acbevoug.

Muo, perét daotavpwong oe 40 vym dropa, and 10 oe kdOe pio and T1g TEGGEPLG KT YOPiESg
petafoiikng wovotntag tov CYP2C19 (moAd vynAn, ektetapévn, evOldpecn Kot LEtdpévn),
0E0AOYNGE TN POPHOKOKIVITIKT KoL TV OVTATOKPIoN TOV dlponeTolMav ypnoyonoimvrog 300 mg
KAomdoypéAng wov axoiovdeitor and 75 mg/Mmuépa kot 600 mg wov akorovdeitan amd 150 mg/muépa,
to kaBéva yia 5 nuépeg (oTabepomonuévn Katdotaon). Aev mopatnpnonKoy onUavTIkEg doQopEg
otV €kBeot 610 OPacTIKO PETAPOAITN KOl GTN LEST] AVOGTOAT TG GLCCMPEVONG TWV UUOTETAAIWY
(IPA) peta&d exeivov pe ToAd VYN, EKTETOUEVT Kot EVOLAUEST] LETABOMKT tKOVOTNTO.

2T0 ATOUOL LE LELMUEVT LETOPOALKT] IkAVOTNTA, 1) £K0ECT 0TOV SPaoTIKO HETAPOAITN HEL®ONKE KOTd
63-71% cvykprrikd pe eketva pe extetapévn petaforkn wavotnte. Metd to S060A0YIKO oy

300 mg/75 mg, ol AVTIUHOTETAALAKES OVTATOKPIGELC LEMOMNKOV GTO GTOLO LE LELMUEVT LETOPOALKT
wavotnta pe péon [IPA (5 uM ADP) 24% (24 dpec) kon 37% (Huépa 5) dnwc cuykpifnke pe v IPA
39% (24 dpeq) xar 58% (Huépa 5) ota dropa pe exktetopévn petafoikr] ikavotnta kot 37%

(24 dpeg) ko 60% (Hpépa 5) ota dtopa pe evordueon petafoikn wavotta. Otav to dropa pe
petopévn petaforikn wkavotnta EAafov 1o docoroykd oynua twv 600 mg/150 mg, ) €ékbeon oto
dpaoTikd petafoiitn frav peyardtepn and 1o docoroykd oynua tov 300 mg/75 mg. Emmpdcheta, n
IPA fjtav 32% (24 dpeg) ko 61% (Huépa 5), mov ftav peyardtepeg and OTL 6TA ATOUO LE LELOUEVT
petaforikn tkavotnta mov Elafav 1o docoroykd oynpa 300 mg/75 mg Kot TapOUOLES UE TIC AAAES
opnades petaforikng Aettovpyiog tov CYP2C19 mov éhafav to docoroyikd oynua twv 300 mg/75 mg.
"Eva katdAAnAo 80G0A0Y1KO GynLa yio avTtd Tov TAnBuoud acevav dev &xel kabiepmbel og KAvikég
SoKES.

ZOUQ®VO LIE TA TOPUTAVED OTOTEAECLOTO, GE L0 LETA-0VAAVOT TTOL TTepleAduPave 6 peléteg pe
335 dtopa OV AVTIUETOTIOTNKOV Pe KAOTIO0YPEAT o€ oTafepomomuévn KaTdoTooT, Katadeiydnke
ot m ékBeon oto dpaoTikd petaforitn peiddnke katd 28% yio ta dTopo pe evoldpeoT LeTafoAKN
Aerrovpyia kot 72% yio ToL ATOpOL PLE LEWWUEVT] LETAPBOALKT AELTOLPYIO EVA 1) OVAGTOAN TG
ovoodpevong aponetaMmv (5 uM ADP) peiddnxke pe dwapopég oty IPA tov 5,9% Ko 21,4%,
avtioToya, 0TV cLYKpiOnKe pe Ta dTopa pe eKTETAPEVT PHeTAPOAIKN AgiTovpyia.

H emppon| tov yovotdmov tov CYP2C19 otig kKAvikég ekPacelg o 0o0eVEIS TOV OVTIUETOTIOTIKAY LE
KAOT0YpEAN dev Exetl a&loAoynOel o€ TPOOTTIKES, TUYALOTOMUEVEG, EAeY OUEVES doKIUES. Eyet
vrapEet Evag aplipds avadpOUIK®Y OVOAVGE®V: OGTOCO, Y10 TNV 0EI0AGYNOT OVTHG TG EMIOPAONG GE
acBevelg mov £(0VV AVTIETOMIOTEL e KAOTOOYPEAT KOt Y10 TOVG OTOI0VG VILAPYOVY YOVOTLTIKA
amoteréoparta: CURE (n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227),
TRITON-TIMI 38 (n=1477) ka1 ACTIVE-A (n=601), 6mw¢ kot £vag apltOpog ONUOCIEVUEVOY HELETMV
KOOPTNC.
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Ymv TRITON-TIMI 38 ko g 3 and T1g perétec kooptg (Collet, Sibbing, Giusti), n cuvévacuévn
opado aclevov e gite evoldueo, €ite LEIOUEVT] LETAPOAKT IKAVOTNTA ElXOV VYNAOTEPT GLYVOTNTA
Kapdloyyelokav cvuPopdtov (8dvatog, ELEpaye TOL HVOKAPOIOL KoL OYYELOKO EYKEPUAIKO
€nel06610) M OpouPwong g evéompoHeonc (stent) GLYKPLTIKA IE TO GTOUN UE EKTETAUEVT] LETAPOAKN
KOVOTNTOL.

Ymv CHARISMA ka1 o€ pio perétn kooptng (Simon), pio avénpévn cuyvotnta cuufoudtmy
TapoTNPNONKE HOVO 0TO ATOMO e PELOUEVT LETABOAIKN TKOVOTNTO OTAV GLUYKPIONKOY LE TO dTOopo pE

EKTETAUEVT] LETAPOAIKT IKOVOTNTO.

>m CURE, ot CLARITY, otv ACTIVE-A ko o€ o amd tig pehéteg kooptng (Trenk), dev
mapatnpnonke avénpévn cuyvotnta cvuPapdtov Pdost Tng LETOPOAIKNG IKOVOTNTAG.

Kopio and avtég t1g avaivaoelg dev giye to puéyebog yio va evromicel dtapopég otny koo Tov
OTOU®V [E UELOUEVT] LETABOMKT 1KOVOTNTA.

Edwoi mAnBvopoi

H poppoakokivntikn Tov dpactikod petafolitn g KAomidoypéAng dev ival YVOOTH GE dLTOVG TOVG
€101K00¢ TANBvouovG.

Neppirn dvolertovpyia

Metd and enavoropPavopeveg d06e1C 75 mg KAOTSOYPEANG TNV NUEPA GE ATOUN LE GOPOPN VEPPIKN
voco (kaBapon kpeatvivng amd 5 puéypt 15 ml/min), 1 0vaGTOAN TNG GLGCOPEVONG TOV AUOTETAMMV
7ov mpokaAgitar omd v ADP ftav yapnAdtepn (25%) and avth mov mapoatnpinke o€ vy o,
®GTOGO, 1 TOPATOGT TOL YPOVOL PONG NTAV TAPOLOL LLE EKELVT TOL KATOYPAPNKE GE LYW ATOLM TOV
ehapPovay 75 mg kKhomdoypéing v nuépa. Emmpocsbitmg, n kKAvikn avoyn ftav KaAr 6€ OAovg
ToVg acbeveis.

Hrozixn dvalerrovpyio,

Metd and enavoropPavopeveg d6celg 75 mg kKhomdoypéing tnv nuépa yio 10 nuépeg o acBeveig pe
cofopn NTOTIKN SLGAEITOVPYIA, 1] CVOCTOAN THG CLGCMOPEVOTG AUOTETOAM®Y dtapécov g ADP frav
napopota pe gkeivn Tov mopatnpndnke og vy dropa. H péon mapdracmn tov ypovov porg nrov
emiong mapopola 6Tl 000 OpHASES.

Doy

O gmmoroopog tav aAiniopopemv Tov CYP2C19 ov oyetilovton e EVOLAUESO 1] TEPLOPIGUEVO
petaforiopd dopépet avaroya pe T LAY/ eBvikotnta (BA. appakoyevetikr)). Amo tn Pifioypapioa,
VRLAPYOVV TEPLOPICLEVE dedopEva dtabéata o va a&lohoynBel 1 KAVIKY eninTOoT YOVOTLURT®OV TOV
CYP ywo v gpodvion copfopdtov og kKAvikn Ekfaon.

5.3 TIIpoxiivikd dgdopéva yia TV ac@aiero.

Koatd ) didpketa Tov pun KAVIKGOV LEAETOV G 0povPaiovg Kol G€ UTOUTOVIVOLS, Ol TTO GUYVE
TOPOTNPOVLEVEC EMOPACELS NTAV NTATIKEG AAAOLDGELS. AVTEG TopaTPNONKOY GE OOGELS TOL
OVTITPOGHOTEVOVY TOVANYIOTOV 25 opég TNV EkBeomn mov mapatnpnOnKe o€ avBpdmTovg Tov
ehappavay Khvikég 66celc v 75 mg/Mmuepnoing kol oy erakolovdo Lag exidpaong oTo NTATIKE
petaforika éviopa. Kapio enidpacn ota nratikd petaforikd Eviopa dev mapatnpnnke oe
avBpodrovg mov eAduPavay KAomdoypén otig Bepamevtikéc dOCELS.

e oD LYNAEG OGELS, avapEPONKe IO G TEPLOPICUEV YAGTPIKT avoyn (YooTpiTida, YOoTPIKES
SPpoTIKEG AALOIDOELS KA/ ELETOS) TNG KAOTIOOYPEANG GTOVG 0POLPAIOVG KOl TOVG UTOUTOVIVOG.

Agv vmp&e Kapio EvoeiEn kapkivoyodvou dpdong 6tav 1 kKAomdoypérn yxopnyndnke yo 78 efdopddeg
og movtikovg kal yio. 104 efdouddeg og apovpaiovs, oe dooelg uéypt kot 77 mg/kg tnv nuépa (n omoia
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AVTITPOCMOTEVEL TOVAAYIGTOV 25 popég TV £kbeomn mov eupavileTol 6Tovg avOpOTOLG TOL AapPdvouy
75 mg/muepnoing).

H xhomdoypéin €xet doxyachel o pia oelpd in vitro xat in vivo Yovoto&ik@v HEAETOV Kot dev £€de1&e
YovoTo&IKOTNTA.

H xAhomidoypéin d¢ Ppébnke va Exel emiopacn Gt YOVILOTNTA TOV OPCEVIKAV KOl T®V OnAvKdv
apovpaimV Kal dev NTOV TEPUTOYOVOG OVTE GTOVG APOLPAIOVS 0VTE 6T KovvEMa. Otav yopnyndnke
og OnAdlovrteg apovpaiovg, 1 KLoTO0YPEAN TTpoKdAESE EAaPPLO KaBVoTEPNON TNV avATTLEN TOV
amoyovov. E1dikég QaprakokivnTikég LEAETES TOV EYIVAV LIE POSIOGECT|LAGHUEVT] KAOTIIOOYPEAN
£oe1&av OTL M UNTPIKy ovcia N ot petaforiteg e ekkpivovtol oto yaro. Emopévac, pio dueon
enidpaon (mia to&kdtnTa), 1 o Eppecn enidpacn (Lelmon e YEVOTIKNAG IKOVOTNTOG) 08V UTTOPET
va amokAglcOet.

6. DOAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koatdhroyog ekdoymv

Hvpnvag diokiov:

Kvutrapivn pikpokpuoTaAlki
KoAlogdég avudpo 0&gidto Tov Tupttiov
KpoomoBidovn (thmov A)
IToAvaBvievoylvkoin 6000

Kwélato vdpoyovmpévo

EnucdAoyn Aemtov vueviov:
IToAvBivoiaikodin

Trraviov 610&¢ido (E171)
Z1dnpov o&gidio epubpd (E172)
Zidnpov o&gido kitpvo (E172)
TéAxnc

IToAvaBvievoyrlvkdin 3000

6.2 Aocvpparétnreg

Agv epappdletar.

6.3 Awdpkera omg

3 xpoVia.

6.4 Iowitepeg TPOPLAAEELS KOTA TV QVAAEN TOV TPOIOGVTOG

Duidocete 0NV OPYIKN] CLOKEVAGIN Y10l VO TPOCTATEVETOL OO TV TNV VYPAGI KOl TO P®G.

6.5 ®@Vo1 K GLOTATIKA TOV TEPLEKTT

Koyéleg and OPA/AI/PVC-Alovpivio Tov mepiéyovv 28, 30, 50, 56, 84, 90 kot 100 emikaAvppévo pe
Aemtd vEVIO dokia 1 drdtpnteg Kuyédec povadwv 66onc (OPA/AI/PVC-Alovpivio) mov mepi€yovv
28x1, 28x1 (mueporoylokn cvokevacia), 30x1, 50x1, 56x1, 84x1, 90x1 kot 100x1 emukalvppéva e
AemTO VUEVIO dloKia oE KOLTI.

Mmropet va. unv KuKAOPOPOLV OAEG Ol GUGKEVAGIEC.

6.6 Iowitepeg TpourGEELS ambppLYg
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Kabe aypnoionointo eoapuokevTikd Tpoidv 1 DITOAELO TPETEL VO OTOPPITTETAL GOUPDVO, [LE TIG
KOTO TOTOVG 16YVOVGEG OYETIKEG SLOTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

HCS bvba

H. Kennisstraat 53

B-2650 Edegem
Béiyo

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/10/651/001 Kovtid tov 28 emkaloppévav pe Aemntd vpévio Siokimv o Kuyéleg
OPA/AI/PVC - Al

EU/1/10/651/002 Kovtid toov 30 emkoroppévev e Aentd vpéVo Siokimv o KOYELEG
OPA/AI/PVC - Al

EU/1/10/651/003 Kovtid toov 50 emxoroppévev pe Aentd vpévio dSiokimv o KOYELEG
OPA/AI/PVC - Al

EU/1/10/651/004 Kovtid tov 56 emkaAvppévav e AeTTo DIEVIO SIoKIMV 08 KUWELEG
OPA/AI/PVC - Al

EU/1/10/651/005 Kovtid tov 84 emkaAoppévav e AeTTo DIEVIO SIoKIMV 08 KOWELEG
OPA/AI/PVC - Al

EU/1/10/651/006 Kovtid tov 90 emkaloppévav pe Aemtd DPEVIO S1oKImV 08 KUWELEG
OPA/AI/PVC - Al

EU/1/10/651/007 Kovtid tov 100 extkalvppévov pe Aemtd VUEVIO SIoKIOV 68 KOYEAES
OPA/AI/PVC - Al

EU/1/10/651/008 Kovtid tov 28x1 entkaAvppévav pe AETTo VUEVIO SIGKIMV 08 SL0TPNTEG
Koyéleg povadwv doong OPA/AI/PVC - Al

EU/1/10/651/009 Kovtid tov 28x1 enmkaAvppévay pe AETTo DUEVIO JIoKI®V 08 SL0TPNTEG
Koyéleg povadwv doong OPA/AI/PVC - Al (nueporoyloki GuGKELOGIa)

EU/1/10/651/010 Kovtid tov 30x1 entkaAvppévav pe AeTTto DVIEVIO JIoKIMV 08 SL0TPNTEG
Koyéleg povadwv doong OPA/AI/PVC - Al

EU/1/10/651/011 Kovtid tov 50x1 emkaAvppévaov pe Aemtd VéVIo d1oKimV o€ S10TPNTEG
Koyéleg povadwv doong OPA/AI/PVC - Al

EU/1/10/651/012 Kovtid tov 56x1 emkaAvppévov pe Aemtd VEVIO doKImV 08 S10TPNTEG
Koyéleg povadwv doong OPA/AI/PVC - Al

EU/1/10/651/013 Kovutid tov 84x1 emkoalvppuévav pe Aentd vuévio doKimV 6€ SL0TPNTEG
Koyéleg povadwv doong OPA/AI/PVC - Al

EU/1/10/651/014 Kovtid toov 90x1 emxodvppévav pe Aentd vuévio diokimv oe ddtpnteg
Koyéheg povadmv 06ong OPA/AI/PVC - Al

EU/1/10/651/015 Kovutid tov 100x1 emikaAvppévev e Aentd LUEVIO d1oKIMV og d1dTpNTEg

Koyéheg povadwv do6ong OPA/AI/PVC - Al

9. HMEPOMHNIA IIPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia mpdg éykpiong: 28 Oxtmppiov 2010
Huepounvia tedevtaiog avavémong: 16 Ilovviov 2015

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AenTopepn TANPOPOPLOKE GTOLYEIN Y10 TO TAPOV PAPUAKEVTIKO TPOTOV elvat SL0BECIUA GTOV SIKTLOKO
610 Tov Evponaikod Opyavicpod @apudkmv: http://www.ema.europa.eu/.
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ITAPAPTHMA 11

HAPAT'QI'OI YIIEY®YNOI I'TA THN ATIOAEEMEYXH
TQN ITAPTIAQN

OPOI'H TIEPIOPIZEMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

AAAOI OPOI KAI ATITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEZMATIKH XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX
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A. TIAPATQI'OI YHHEYOYNOI I'TA THN AITOAEXMEYXZH TQN [TAPTIAQN

‘Ovopa kat d1evbuvon Tov Topay®yon mov gival vrevfuvoc Yo TNV omodEGUEVOT TV TAPTIOWMV

Krka, d.d., Novo mesto
Smarjeska cesta 6
8501 Novo mesto

XhoPevia

B. OPOI'H OI IEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPoidy Yo T0 OTOI0 OTALTEITOL LOTPLKT) GLVTOYY).

I AAAOI OPOI KAI ATTAITHXEIX THX AAEIAYX KYKAO®OPIAX

o Ex0¢éos1g meprodikng wopakorovdnong g ac@direlag

O Kdroyog Adetag Kvkhopopiog Oa katabétel exkBEcelg meplodiknig mapakoroHnong e acearelng
Y10l TO €V AOY® TPOIOV GUUPMOVO, LLE TIG OTOLTIOELS TOV 0piloVTal GTOV KOTAAOYO E TIG ILEPOUNVIES
avapopds s Evoong (katdhoyog EURD) mov mapatifetar oto dpbpo 107y mapdypapog 7 g
odnyiag 2001/83/EK kot £xgtl onpocievbel oty eupOTAIKS S1IKTVAKT TOAN Y10 TO QOPLOKOL.

. 2votnpo PoppoxoemaypOimTvnong

O Kdroyog Adeiog Kukhopopiog mpémetl va S106@aricel 6TL TO GUGTIO QUPLOKOETOYPVTVIONG, TOL
nmapovctdletor oty Evotnra 1.8.1. g Adsiag Kvukhopopiag, éxet eykataotadel Kot Asttovpyei mpv

KoL Kotd T ddpKeLs KOKAOPOPIaG TOV TPoidvTog oTnV ayopd.

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

. 2yéoro Awayeiprong Kivovvoo (XAK)

Agv gpappdletor.

23



ITAPAPTHMA III

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

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Clopidogrel HCS 75 mg emkaAvppéva pe Aewto vUEVIO dlokio
clopidogrel

[2.  TYNGOEXIH IE APAXTIKH(EX) OYZIA(EX)

Kda0e emcodvppévo pe Aemtd vpuévio diokio mepiéyetl 75 mg kKAomboypEANG (G VOPOYA®PIKY).

| 3. KATAAOI'OX EKAOXQN

Eniong mepiéyet kucéhao vépoyovmuévo.
BXA. ¢OAAO 0INYIDV Y100 TEPLOCOTEPES TANPOPOPIEC.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

28 emucolvppéva, e Aemtd LUEVIO S1oKia
28x1 emkaAvppéva pe AETTO LUEVIO OloKia
30 emkalvpupévo pe AETTO DIEVIO OLoKIa
30x1 emkaivppéva pe Aewto vuévio dlokio
50 emikoAvUUEVO e AETTO DIEVIO O1GKIa
50x1 emikoAvppévo pe AETTO VUEVIO OLoKia
56 emikoAvUUEVO e AETTO DUEVIO OLoKIa
56x1 emikoivupéva pe AETTO VUEVIO OLoKia
84 gmicodvupéva e AETTO VUEVIO O1oKia
84x1 emikoivupéva pe AETTO VUEVIO OLoKia
90 emkalvpupéve pe AETTO DUEVIO OLoKIa
90x1 emkaivppéva pe Aewto vUEVIO OloKia
100 emukoAvppéva e AETTO VUEVIO SloKia
100x1 emucoAvppéva, e AEmTO VUEVIO dloKia

[5. TPOMOX KAI OAOX(OI) XOPHT'HZHX

AwPaoTe To PUALO 0NYIOV XPNONG TPV OO T YOPNYNOT).
Ao otouaToC YpIoN

AEN ITIPOXEITIZOYN TA ITAIATIA

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

Na euAdooetatl o Béon, Tnv omoia dev PAETOLY Ko dev Tpoceyyilovv Ta ToLdd.

[7. AAAH(ET) EIAIKH(EZ) MPOEIAONOIHEIH(EIX), EAN EINAI ATIAPAITHTH(EX)
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|8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEX YYNOHKEYX ®YAAEHX

DVAAGGETE GTNV APYLKT] CUCKEVAGIN Y10 VO TPOCTUTEVETAL OO TNV VYPUGIO KOl TO POC.

10. TAIAITEPEX ITPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH
XPHEZIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON 'H TQN
YIHOAEIMMATQON [TOY TPOEPXONTAI AIIO AYTA, E@OXON ANTAITEITAI

| 11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

HCS bvba

H. Kennisstraat 53
B-2650 Edegem
Béiyo

| 12.  APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/10/651/001 28 eMKOAVUUEVO PE AETTTO DUEVIO O1GKIL
EU/1/10/651/002 30 emKoAVUEVO e AETTO DUEVIO OLOKIOL
EU/1/10/651/003 50 emKoAvUpEVE e AETTO DUEVIO OLoKI0L
EU/1/10/651/004 56 emKOAVUUEVO e AETTO DUEVIO OLOKI0L
EU/1/10/651/005 84 emikolvoppéva pe AEmTO VUEVIO SLoKI0L
EU/1/10/651/006 90 emiKOAVUEVE e AETTO DUEVIO OLOKIOL
EU/1/10/651/007 100 emxaAvppéva e AemTO LUEVIO dloKia
EU/1/10/651/008 28x1 emkaAvppéva pe AeTTo vUEVIO dloKia
EU/1/10/651/009 28x1 emkaAvppéva pe AETTO LUEVIO O1oKi0 (MUEPOAOYLIOKT GLGKEVAGIN)
EU/1/10/651/010 30x1 emkoivppévo pe Aemwto vuévio diokio
EU/1/10/651/011 50x1 emkoivppévo pe Aewto vuévio diokio
EU/1/10/651/012 56x1 emkolvupévo pe Aemwto vuévio diokio
EU/1/10/651/013 84x1 emkorlvppéva pe AemTd VUEVIO dLoKio
EU/1/10/651/014 90x1 emkalvupévo pe Aemwto vuévio diokio
EU/1/10/651/015 100x1 emkaAvppéva e AEmTO LUEVIO dloKia

| 13. APIOMOX ITAPTIAAX

Moprtida

| 14. TENIKH KATATAZEH I'TA TH ATAGEXH

DoppoxevTikd TPOIOV Y10 TO 0TOT0 ATALTEITAL LUTPIKT] CLVTAYT).

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

Clopidogrel HCS 75 mg

17. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMOQTOX
KQAIKAY (2D)

A163106T0TOG YPOUU®TOC KOdKAS (2D) Tov @épel Tov meptin@févta, Lovadiko avoyvmpLoTIKO
KOOKO.

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

PC:
SN:
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EAAXIXTEX ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYINOY BLISTER'H XTIX TAINIEX

KYWEAH (28, 28x1, 30, 30x1, 50, 50x1, 56, 56x1, 84, 84x1, 90, 90x1, 100, 100x1 emukaloppéva pe
AETTO VREVIO OLoKiA)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IMPOIONTOX

Clopidogrel HCS 75 mg emkolvppéva, pe Aemtd vpévio Siokio
clopidogrel

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

HCS bvba

| 3. HMEPOMHNIA AHEZHX

AHEH

| 4. APIOMOZX ITAPTIAAX

[Moprida

5. AAAA YTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHOY BLISTER'H XTIX TAINIEX

KYWYEAH (28x1 gmkoivppéva pe Aentd vpévio o16Kia-nUEPOLOYLOKY] GUOKELUGIN)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IMPOIONTOX

Clopidogrel HCS 75 mg emkolvppévo, pe Aemtd vévio Siokio
clopidogrel

| 2. ONOMA TOY KATOXOY THX AAEIAY. KYKAO®OPIAX

HCS bvba

| 3. HMEPOMHNIA AHEHX

AHEH

| 4. APIOMOZX IMAPTIAAX

[Moprida

5. AAAA YTOIXEIA

Agv
Tpt

Tet

Tlep
ITap
Xof
Kvp
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B. DYAAO OAHI'TQN XPHXHX
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®viro ooV ypiong: IIAnpogopiss yro Tov yp1otn

Clopidogrel HCS 75 mg emkaioppéva pe Aentod vpévio oiokia
Clopidogrel

AP AOTE TPOGEKTIKG 0AOKANPO TO QVALO 0ONYLAV PN OIS TPOTOV UPYICETE VO, TOIPVETE CVTO TO

PapPROKO, OLO0TL TEPLAAPUPAVEL CNUAVTIKEG TANPOPOPIES YL GOC.

- DdvraEte avTo To EOAAO 0dnyLdV ¥prone. Towg ypelaotel va to dwufdacete Eavd.

- Edv éxete mepartépw amopieg, potoTe TO Y1ATPO 1| TO GOPUAKOTOLO GOG.

- H ocvvtayn yt” avtd 10 gappoKo xopnyndnke amokAeloTikd yio 6ag. Agv Tpémel vo SDGETE TO
@apurako og GAAovg. Mmopel vo Tovg TpokoAEael PAAPT, akoOpa Kot OTAY ToL GTIUELR TNG
ac0éveldg Toug givar 161 pe ta d1kd Goc.

- Edv mapatnprioete kdmola avemBountn evépyela, EVUEPMGTE TOV YIOTPO 1 TOV QOPLOKOTOLO
60G. AvTo 1oyveL Kot yio, kKiOe mhovn avemBOunTn evépyela Tov OV OVAPEPETUL GTO TAPOV
@OALO oMYV ypriong. BAéne mapdypago 4.

T ePLEYEL T0 TAPOV VAAO 00N YLOV:

1. T eivon to Clopidogrel HCS xot oo ivan 1 xprjom tov

2. T wpénet va yvopilete Tpotov napete 10 Clopidogrel HCS
3. Iog va napete to Clopidogrel HCS

4. [MBavég avemBounteg evépyeteg

5. g va puidocetat To Clopidogrel HCS

6. [epreydpevo g cuokevaciag Kot AouTég TANPoPopies

1. Tu givan To Clopidogrel HCS kon oo givan i yp1jon tov

To Clopidogrel HCS mepiéyet KAOMIO0YpEAN KO BVIKEL GE L0 KOTIYOPiO QOPUAK®OV OV ovoudlovtal
OVTIOLLOTETAALKA POPUOKEVTIKA TPoiovTa. Ta arpomeTtdia eivot TOAD [Kpd coUATION TOL AIOTOC,
T0 07010 GLYKOAA®VTAL KATd TNV TAEN TOV aipatog. To avTIHOTETOALOKG QAPUAKEVTIKA TPOIOVTAL
EUTOOILOVV OVTY TN GLGCMPELGT] KOl ETGL HELOVOLV TIC THavOTNTEG SYNUATIGHOD OpouPmv
(dwdkacio wov ovopaletal Opoppwon).

To Clopidogrel HCS Aapfdveral amd eviAIKEG Y10 TNV TPOANYT GYNUATIGHOV Opoupov ota
OKANPLUEVE apoPOpa ayyeia (apTnpieg), wia dadikacio yvoot) cav adnpodpoufmon, Tov uropei va
odnynoel o abnpobpopufotiKd enelcod1o, (OTMG IOYOUIKO QYYELOKO EYKEPUAIKO EMEIGOO10, KAPIIUKO
enelo6610 1 0avoTo).

To Clopidogrel HCS cag £xet cuvtayoypaenbei yio voa fondncel otny amouyn oynuoticpod

OpouPav Kol Vo ELATTOCEL TOV KivOUVO 0UTAOV TOV ENEICOIMV ENEON:

- "Eyete pio mabnom oxdinpouvong tov aptnplav (eniong yvoortr cov adnpockinpovven), Kot

- "Eyete 1610p1kd KapdlaKod EMEIGOSI0V, IGYUUIKOD OYYELKOD EYKEQPOAKOD ETEIGOSIOV 1|
TACYETE AMO L0 KOTAGTAOT YVOOTN MG TEPLPEPIKN APTNPLOKT VOGO, 1|

- "Exete 1010p1K6 cofapod TOVoL 610 6T100G YVOGTOU (00 «aoTad oTnOAyym» 1 «ELEPAYLLO TOV
pookapdiovy (Kapdlokd enctood1o). ['a ) Bepomeia avtic TG TAON oG 0 Y1TpOG GO TOAVDG
va £yl Tonobetnoel evoompobeon (stent) otV EpayUEVN 1 GTEVOUEVT apTnpio Yo vo
OTOKATOGTIGEL TV OTOTEAECUATIKY POT) TOL aipatoc. Oa mpémel, eniong, vo oag £xetl yopnynoel
Ao 1O Y1Tpd GOG KOl AKETVAOGOMKVALKO 0D (pio ovoia Tov amavTaTol G TOAAY
QOPUOKEVTIKA TPOIOVTA TOV YPNGLLOTOLOVVTAL Y10, THV AVOKOVPIGT A0 TOV TOVO KOl MG
AVTUTLPETIKG KOOGS emiong Kot Yo TV TpoAnym Bpdupwong).

- €xete Eva Un Kavovikd kapdlokd puipo, o KATAGTOCT TOV ATOKAAEITOL KKOATIKY
UOPLLOPLYT KOL OEV UTOPELTE VO TAPETE PAPUAKO TOV EIVOL YVOOTA MG «OTO TOV CTOUATOC
avTITNKTIKE» (avtoyoviotég Prropiving K), ta omoia mpoiapfavovv tn onpiovpyio véwv
OpouPov kat eumodilovv Toug vapyovteg BpouPoug va avEnboiv. [pénel va £yete evnuepwbet
OTL TO. OO TOV GTOWOATOG AVTUTNKTIKAY EIVOL O OTOTEAEGUOTIKG OTO TO AKETVAOGOMKVALKO
0&b N T cuvdvacpévn ypnon tov Clopidogrel HCS kot tov aketvAosaiikviikod o&éog y’
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avt ™V Katdotaon. O yitpog cog mpénel va cog £xel cuvtayoypoenoetl to Clopidogrel HCS
podi pe aKeTVAOGAAIKVAIKO 0&D 0V OV UTOPEITE VO TAPETE «ATO TOV GTOLOTOC OVTUTIKTIKO
ka1 Ogv £xete Kivovvo peilovog apoppayiog.

2. Tvrpémer va yvopilete npw va wapete To Clopidogrel HCS

Mnyv wapere 10 Clopidogrel HCS

o e mepinton aAiepyiog otV KAOTOOYPEAN 1] GE OTOLOONTOTE AAAO OO TO. GLGTUTIKA OVTOV
TOV POPHAKOL (OVOPEPOVTOL TNV TAPAYPOPO 6).

. Av éyete pia wTpikn TaONon Tov TPokaAel Evepyn apoppayio OTMG EAKOG GTOUAYOL 1
EYKEPUAIKT] otpopporyicL.

. Ed&v mdoyete and coPapn nrotiki voco.

Edv vopilete 611 0mo100Mmote amd avtd 1oy0eL 68 €60G 1 €6V £xETE KATOLO OUPLPOAQL,
ovpPovievteite To yatpd cag mpwv va ndpete To Clopidogrel HCS.

IIpocidomomoeig Kot TpoPuvAGEeLS
AV 0mo100MTTOTE A0 TIG O KATM OVOUPEPOUEVES KATAGTAGELS IOYVEL Yio 60, O TPEMEL VoL
EVILEPMGETE TO Y10TPO Go¢ TPy ypnoiporomoaete to Clopidogrel HCS:
. €bv vdpyel Kivouvog aoppayiag Ommg
- o wéBnomn mov cag BEtel og Kivouvo E0MTEPIKNG apoppayiag (0TS EAKOG GTOUMYOV).
- QILOTOAOYIKT StaTapayn €5 artiog tng omoiag £xete TPOdLABESN Y10 EGMOTEPIKES OLOPPAYIES
(apoppayiec 6TO0 ECMOTEPIKO OTOIMVONTOTE IGTAOV, OPYAVAOV 1| ApBpDCEMY TOL GMOUATOS CAG).
- TPOGPATOC GOPAPOS TPUVLATICUOG.
- TPOGPATN YEPOLPYIKT EXEUPOOT (GLUTEPIAAUPUVOREVOV KOL TOV 0OOVTIATPIKOV
eneppdoewv).
- TPOYPOALUATIGUEVT] XELPOLPYIKN EXEUPACT) (GUUTEPILOUPAVOLEV®Y KOL TMV 0S0VTIOTPIKMDY
emepPacemv) péca oTIg ETOUEVES EXTE NUEPEG.

. glye oynuoatiotel Opopupog oe Kamolo apTnpic TOL EYKEPALOVL GaG (IOYOLUIKO Oy YELNKO
EYKEPOAKOS EMEIGOO10), TO 0TOTI0 GUVEPT KATA TN SIAPKELD TV TEAELTALMOV EXTA NUEPDV.

. TACYETE A6 VOGO TOL NIATOS 1] TOV VEPPDOV.

. ey eiyoate allepyio 1 avtidpaon o OTOLOINTOTE PAPIOKO TOV PN CULOTOLEITE Y10, VL

avTipetonioete Vv acBéveld cag.

Evoocw maipvete Clopidogrel HCS:

. ®a TPETEL VOL EVILEPDGETE TOV YATPO GAG EAV EYEL TPOYPUUUATICTEL KATON YEPOVPYIKN
enépPoon (copmephapBovoéving TG 0doVTIATPIKNG EMEUPAOTG).
. Ba pénel EMioNG VL EVILEPMGETE TO YIUTPO GG AUECHOS EAV TOPOVCIACETE Pia 10TPIKT

Kkatdotoon (eniong yvoot wg ®poupatikr Opopporevikn [Hopevpa f TTP) mwov meprhapPdvet
TVPETO Kol UOAWMTES KAT® OO TO OEPLLOL TTOV UTOPEL VO ELPAVIGTOVV G EpLOPEG KNALdES, pe N
Yopic ave&nyntn KOT®GN, GOYXLOT, KITPIVN ATOYPMCT TOV OEPHATOG 1) TOV LATIOV (IKTEPOG)
(BAéme mapdypapo 4 «ITiBavég avemBOunTeg evEpyeleg»).

. Edv xomeite 1§ tpavpatioteite, icmg ypelactel TEPIGGOTEPOG A0 TO GLVNOIGUEVO YPOVOG YO VO
oTOHOTNOEL N alpoppayia. Avtd oyetileTor e Tov TpdTOo dpAoME TOV PAPUAKOL apov epmodilel
) duvatotnta dnuovpyiog Opopfov. I'a pupnc onpociog Koyipato Kot TpavLaTicpods, T.y.
€dv komeite, Katd to EHpiopa, cuvBmg dev vapyel TPOPANpa. [lapdia avtd, v avnovyeite
AOY® NG apoppayiog coc, Oo TPEMEL Vo EMKOWVOVIGETE LE TO Y10TPO GOG ApesS (BA.
mapdypoo 4 «ITbavég avemBountec evépyeley).

. O y1atpog oag umopel va {nthoet e£eTdoe1g aipoToc.

owowa ko £épnfor
Mn divete avtd T0 QAPLOKO 6TA TOdLd (KAT® TV 12 £TMV) EMEdN dev £xEL dpaom.

Alha gappoxa ko Clopidogrel HCS
Evnuepdoete 10 yotpod 1 10 OPUOKOTO0 GOG £4V TaipveTe, £xeTe TPOGPATA TAPEL 1| UTOPEL VoL
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ThpETE AAAA QAPUAKO, AKOMO KOL GVTA TOL OEV Gag £xovv xopnynoel pe cuvtoymn.
Kamow aAla edppoxe propei va exnpedoovy tn ypnon tov Clopidogrel HCS 1 avtictpoga.

Edwotepa, 0o mpénet va evnuep®GETE TO Y10Tpd 00G AV AUUPAVETE
- QAPUIOKA TTOV EVOEYETAL VO BLENCOVY TOV KIvOuVo apoppayiog Ommc:
0  amd TOL GTOHOTOG OVTUTNKTIKG, @APUOKO TOV PNGYLOTOOVVTOL Y10l T LEIMoT) TG
TNKTIKOTNTOG TOV OiHLATOC,
0  KGmO0 UN GTEPOEIDEG AVTIPAEYUOVMDIES PAPUAKO, TTOV YPNOILOTOLEITOL GUVIOMG Y1 TN
Oepamneio eT®OIVVOV KOV PAEYHLOVOIDV KATUCTACEDY TOV LVOV 1| TOV 0pOpdcewy,
0  nmopivn 1| 0OTOLOINTOTE AALO EVEGILO PAPUAKO TOV YPTCLUOTOLEITOL Vi TN HEI®ON TNG
TNKTIKOTNTOG TOV AiHLATOC,
0  Twhomdiv, £vog AALOG OVTIOUOTETAAOKOG TOPAYyOVTaG,
0  évav eKAEKTIKO OVOOTOAEN ETOVOTPOCANYNG GEPOTOVIVIG (TTEPIAAUPOVOLEVOVY OAANL [T
meploplopevav otn PAovo&etiviy 1 ™ eAovPosapivn), apLLOKE TOV YPNCLOTOI0VVTOL
SLVNB®E Yo Vo avVTIRETOTICOVY BepamevTikd TV KatdOAym,
- openpaloin 1 ecopenpalOin, EAPLOKO Y100 TNV OVTILETMOTICT CTOUAYIKOV EVOYANCE®V,
- pAovkovaloin i fopucovaloin, PAPUAKA Y10 TNV OVTILETATION LUKNTIOCIKOV AOIUOEE®V,
- epafpévin, Eva eAapuaKo yia T BEPUTELTIKN AVTILETOTION TV AoumEemy Tov HIV (16¢
avOpAOTIVIG OVOGOOVETAPKELIG),
- kapPopalenivn, @APLOKO Lol TNV OVTILETMOTIOT OPICUEVAOV LOPPADV ETIANYING,
- HOKAOBEWION, PAPLOKO YL TV OVTLLETMORTION TNG KOTAOAYMC,
- pPETAYAVIOT, EAPLOKO Y10, TN BEPATEVTIKY OVTILETOTIOT TOL ST,
- TOKAMTAEEAT, PAPLOKO Y10 TN BEPATEVTIKY| OVTILETMTION TOL KAPKIVOD.

Edv etyate éva cofapd movo 610 othbog (aotabn o bayyn 1 Kapdlokd ETEIGOO10) LITOPEL VO, Gag
yopnynBetl kKhomdoypéAn oe cuvOLACUS e AKETVAOGOAKVAIKS 0&V, Lio OVGia TOL ATAVTATOL GE
TOALG PAPUOKEVTIKA TPOIOVTO TTOL YPTGLOTOLOVVTOL Y10 TNV OVOKOVPIOT] OO TOV TOVO KOl (G
avVTITLPETIKA. Mia TEPIOTAGIOKN XPTOT) AKETVAOGAAIKVALKOV 0EE0G (Ot TepiocdTepo amd 1000 mg oe
duonpa 24 opdv) dev Ba TPEMEL, YEVIKA, VO TPOKAAEGEL KATOLO TPOPANLA, EVD GE AALEG
TEPIMTDOGELG, TAPOTETAUEVT ¥p1ion Ba mpénet va culntn et pe To yiaTpod cog.

Konon kot Onhaopég

Eivol mpotipdtepo vo uny maipvete avtd 1o mpoidv katd 11 SidpKela TG KOMOomG.

Edv gilote éyxvoc 1 voyidleote 0TL €ioTe £YKVOG, TPEMEL VA, EVIILEPDCETE TO Y1ATPO 1) TO
papuokonold cag tpwv vo tdpete 1o Clopidogrel HCS. Edv peivete éykvog eved Aaupdverte
Clopidogrel HCS, cvpfovievbeite to yiatpd cag apécmc, Kabmg dev cuvieTdTol 1) Ay
KAOTOOYPEANG KaTd T S1ApKELD TG KUNGTG.

Agv mpénet va INAalete evd ypnolonoteite ovtd 10 PAPLOKO.
Edv OnAdalete N oxedralete va Onidoete, LI OTE LE TO YIOTPO GOG TPV TAPETE AVTO TO PAPLLOKO.

ZnoTe TN GLUPOVAT TOV Y1UTPOV 1] TOV PAPUAKOTOLOD GOG TPOTOY TAPETE OTOLOONTOTE PAPLLOKO.
0onyNon KoL LEPIGPOS PN AVAV

To Clopidogrel HCS eivat aniBavo va ernpedost v ikavotnTd 60¢ vo 0dnyeite 1 va yepileote
HNYOVES.

To Clopidogrel HCS mepiéyel vopoyovopévo Kikéraro

AVTO VO£ ETAL VO, TPOKAAEGEL GTOLOYIKES SLOTAPAYEC | OGPPOLaL.

3. Hog va tapete 10 Clopidogrel HCS

[Tavtote va maipvete To PAPUAKO CLTO CVGTNPE GOUPOVO. E TIG 0ONYiEG TOV YaTpoD 1) TOV
eappakomolod cag. Eav éxete appifolieg, potote TO Y10TPO 1 TO POPLOKOTOLO GOC.
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H ocvvietodpevn d6om, teptriapfavopévng ekeivng yio toug acteveic pe po acéveia mov ovopdaleton
CKOATIIKT LOPLOpLYR» (UM Kavovikog Kapdlakog puBudc), eival éva diokio towv 75 mg tov Clopidogrel
HCS avé nuépa mov Aappdvetot omd Tov GTOUNTOS PE 1 ¥®PIG TPOEN, Kot TV 1010 dpa kdbe nuépa.

Edv éyete eppoavicel cofapd movo 610 6tNBog (aotadn ot Oayyn 1 Kapdiakod EXEGO10), O YIUTPOG
oag umopel va oag yopnynoet tn 66om tv 300 mg Clopidogrel HCS (4 diokia tv 75 mg) pia popd
Kot povo Kot v Evapén g Oepaneiag. L cvvéyeln, n cuvieTOUEVN dOGN eivan Eva dlokio
Clopidogrel HCS t@v 75 mg tnv nuépa., 0Tmg TEPLYPAPETOL TAPAUTOVE.

To Clopidogrel HCS 0a wpémel va to Taipvete yio. 660 ddGTNUO. O Y10TpOg oag cuveyileL va oag To
GUVTOYOYPOPEL.

Edav wapete peyordtepn d6on Clopidogrel HCS amé tnv kKavovikng
Emwcowvovhorte e To y1atpd oag 1 TNV TANGIEGTEPT] VOGOKOUELNKT VINPEGIN EKTOKTMV TEPIOTATIKMOV
AOY® ToL AENUEVOL KIVOHVOL aipoppayiog.

Eav Eeyaoete va mapete To Clopidogrel HCS

Av Egydoete va MaPete pia d6on Clopidogrel HCS ko to Buundeite péoa o 12 dpeg and
cuvnbiopévn cog dpa, AaPete To d10Ki0 oG APESHOS Kot KaTomy AAPETe TO EXOUEVO d1oKi0 TNV
ouvndiopévn apa.

Av 10 Egydoete Yo mEPIOTOTEPO OO 12 MPEG AMAMDG AAPETE TNV EMOUEVT] KOVOVIKT OOGT 01N
cuvnOopévn mpa. Mnv mapeTe SITAT 60T Y10, VO OVATANPAOGETE TO S10KI0 TOL EEXACOUTE.

INa ™ ovokevaocio tov 28x1 diokinv uropeite va eEAEYEETE TNV NUEPOA TOV THPOTE TO TEAEVTAIO O10Ki0
Clopidogrel HCS av kotta&ete to nuepoAdylo mov ivol TUTOUEVO GTNV KOYEAT).

Eav otapoatioete va naipvere to Clopidogrel HCS
M WOKOTTETE TV Oy®MYY] EKTOS KOL AV 6OG TTEL 0 YLOTPOS 6AG Vo TO KAveTE. Emkovovinote pe 10
Y10Tpd 1 TO POPLOKOTOLO GOG TPV TO GTULOTI|CETE.

Edv €xete meptocOTEPEG EPOTNGELG GYETIKA LLE TN XPTOT CVTOV TOL PUPHAKOV, POTNGTE TOV YLOTPO 1
TOV PUPHOKOTOLO GOC.

4. MBavéig avemBOpNTES EVEPYELEG

Onmg 6Aa 0 pApLOKO, £TCL KOL 0VTO TO PAPLOKO UTOPEL VAL TPOKAAESEL AVEMIBOUNTEG EVEPYELEG OV
Kot 6ev Tapovsidlovtal 6 GAOVG ToVG AvOpOTOLG.

Emkowoviiote pe To Y10Tp6 605 APECMS UV TOPOVOLAGETE:

- TPeTO, onueio Aoipméng 1 vtepPoikig KOT®OoNS. AVTE TOUVDOG VO, ELPAVICTOVY AOY® TV
OTAVIOV TEPIMTMOGEMV LEIDGEMG KATOLWV KVTTAP®OV TOV Oi[LOTOG,

- CUUTTOLOTO NTATIKOV TPOPANUATOV dT®G KITPIVIGLO TOV dEPHOTOC KOUT TMV LLATIOV
(ixtepog), aveEaptnta amd To €4V GLVOIELETAL OO apLoppayia, n oroia epeaviletal KAT® amd
70 0épua ¢ EpLOPEC KNALdEC Kavn obyyvon (PA. mapdypago 2 «IIposidomomaoelg Kot
TPOPLALEEISY).

- 010N 6TO GTOUA 1 SLATAPUYES TOV OEPLOTOC, OTTMOC EEAVONUOTO KAl KVNOUOGS, PAVKTOLVES TOV
0épuatog. Avtd mbavdv givarl onuadio aALEPYIKNC OvTIOpaoNG.

H mo ovyvi avem@ountn evépyera mov £xel avapepOei pe to Clopidogrel HCS givar i
awpoppayia.

H opoppayio miavov va mapovciactel mg aploppayio amd To GTOUAYL 1) TO £VIEPO, LOAWMTEGS,
apdtope (aocvvndiet apoppayic | LOA®TOG KATO amd TO dEPUM), ALLOpPpAYie 0o T T, ol
oT0 00p0. € HIKPO aplfud TEPITTOCEMY £EL EMioNG avapepOel apoppayio oTo LATIO, GTO ECOTEPIKO
NG KEPUANG, OTOV TVEDUOVA 1) OTIG apOpdCELS.
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Eav mapatnprocere mapatetopévn apoppayio 6tav waipvete 1o Clopidogrel HCS

Edv xomeite 1| Tpavpatioteite, iomg xpelaoTel TEPIGGOTEPOG GO TO GLVNOIGUEVO ¥POVOG YOl VL
OTOUOTNOEL 1] arpoppayic. Avtd oyetileTon pe Tov TPOTO dpACTG TOL PAPUAKOV 0OV gumodilel T
duvatotnta dnuovpyiag Opopfov. Ia pikpnc onpociog KOWilaTo Kot TPOVUATIGHOVS, TT.Y. E6V
Koneite, katd 1o Eupiopa, cuvnbmg dev vtapyel TpoPAnua. Ilapdia avtd, edv avnovyeite Adyw® g
aloppayiog cog, Bo TPETEL VoL EMKOIVOVICETE LE TO Y1ATPO 00g apéons (PAéme mapdypopo 2
«IIpocidomoinoelg Kot TPOPUAGEELDY).

Aldeg avemOOpNTES EVEPYELEG TEPLLOUPAVOLY:

Yuyvég avemBounteg evépyeleg (evoéyetan va ennpedoovv €og 1 ota 10 dropa):
Aldppota, KotAaKog TOVoS, dSuoTEyia 1] KOVGOG.

Oyt ouyvég avemBounteg evépyeteg (evoéyetor va ennpedoovy £mg 1 ota 100 dropa):
[Movoképaiog, €EAkog oTOMY OV, EUETOC, VOUTIO, SVGKOIALOTITA, VTEPPOALKA TOALA AEPLH GTO GTOUAYL
N o1o éviepo, eavOnuata, Kvnopog, LaAn, aicbnon «opunyKIoHOTOS) Kot LOVSIAGHATOC.

Ymhvieg avemBountes evépyeteg (evdéyetat va ennpedocovy émg 1 ota 1000 dropa):
Tayyog, doykmpévo 600G 6TOVG AVOPES.

[ToAv ondvieg avemBounteg evépyeleg(evoéyetan va ennpedcsovy £mg 1 ota 10.000 droua):

"Tktepog: coPfapdg KOMOKOC TOVOG pe ) Y ®pic 06QLOAYio: TUPETOS: SVGKOAIN TNV OVOTVOT| TOV
UEPIKES POPEC GLVODEVETOL OO PO YEVIKEVUEVEG AALEPYIKES OVTIOPACELS (Y100 TOPADELYLLA, YEVIKT|
aioOnon {éotrng pe Eapvikn yevikevpuévn duceopio péypt Amobopiog): oidnuo 6To GTOUN: PAVKTOIVEG
TOV OEPUATOC OAAEPYID TOL SEPHOTOC EAKT GTO GTOUO, (GTOUATITION)  TTOCN TNG OPTNPLUKNG TTieonS:
oLYYVON" TOPAUGONGELG TOVOG OTIG aAPBPOCELS: PVTKOG TTOVOS: AALIYEG GTI) YELGT TV TPOPDV.

AvemBOUNTEG EVEPYELEG LE YT YVOGTH GLYVOTNTA (deV PUmopovV vo. ekTiunBobv pe Pdon ta drabéoipa
dedopéva): Avtidpdoelg vrepevatcneiog pe Oopokikd Kot kKotakd TOHVo.

Emumiéov, o yratpdg cog pumopei va ovoryvopicel LetafoAég 6TA OTOTEAEGUATO TOV ULUOTOAOYIK®OV
e€eTAoE®V 1) TOV AVOADGEDY OVP@V.

AvaQopd avemOounTOVv EVEPYELDOV

Edv mapatnpnoete kdmota avemBountn evépyela, EVILEPMOTE TOV YIOTPO 1 TOV PUPUOKOTOLO GOG.
AVTO 1oVt Kot Yo kéOe mbavi| avemBountrn evEPyELR TOL SEV OVAPEPETAL GTO TAPOV GUALO 0dNYIDV
ypionc. Mmopeite emiong va avagépete avemBounteg evépyeleg anevbeiog, péow Tov Bvikon
GULOTILOTOG OVAPOPAS TTOL avaypdpeTal oto [lapaptnua V. Méco g avaeopis averdountov
gvepyelmv pmopeite va fonbnoete ot GLALOYN TEPIGTOTEP®V TATPOPOPIDOV CYETIKA LLE TNV AGPAAELN
TOV TOPOVTOG PAPUAKOL.

5. Hog va puidooetor To Clopidogrel HCS

To péppoxo avtd TPETEL VO GLAACCETAL GE LLEPT TTOL OgV TO PAETOLY Kot deV TO PHEVOLV TOL TALdLA.
No un ypnoYoTolEite aVTO TO PAPUOKO LETA TNV NUEPOUNVio AMENG TOV OVOPEPETOL OTO EEMTEPIKO
Kouti Kot otV Kuyérn petd t AHEH. H nuepounvia Aqéng etvor n tedevtaio nuépa ToL PRVO TOV
ovopEPETAL EKEL.

DduAdocete 0TV OPYIKN CLGKEVAGIN Y10l VO TPOSTATEVETAL OO TNV VYPAGIO KO TO PG,

Mnv meTdTe T0 PAPHOKA GTO VEPD TNG OTOYETELOTG 1) 6T GKOVTidL0. Pothote Tov papuaxonold cag

Y10l TO TOG VO TETAEETE TO, PAPUAKO TOL OEV YPMOILOTOLEiTE Tl AvTd T pétpa B fondncovy otnv
nwpootacia Tov mePPAALovTog.
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6. Iepreyopevo TG 6GVOKEVOUGIAG KU LOUTEG TANPOPOPIEg

T epréyer o Clopidogrel HCS
H épaotikni ovoia etvar  kKhomdoypén. Kabe emikalvppévo pe Aentod vpévio diokio mepiéyet 75 mg
KAOTIO0YPEANG (G LOIPOYA®PIKT)).

Ta dAla cvotatikd gival (BA. mapdypago 2 «To Clopidogrel HCS mepiéyet vdpoyovopévo KikKEAOLo»):
o [Mupnvag diokiov: KutTapivn KPOKPLGTAAAIKY], KOAAOELSEG AVOPO 0EEISI0 TOL
mopttiov, kpoonoPiodvn (tomov A), torvatfvievoyAvkoin 6000 Kot KikéAaio
VOPOYOVOUEVO.
o Emwcéioym diokiov: [ToAvfivuriaiodin, titaviov dto&eidio (E171), odnpov ogidto
epuBpod (E172), oonpov o&gidto kitpvo (E172), Tarkng kot tolvatbvievoyivkoin 3000.

Epeavien tov Clopidogrel HCS kot epieyopevo tng cvokevaciog

Ta emucoloppéva pe Aemtd vpévio dtokia givat pof oTpoyyvAd Kol EAAPPDS KLPTA.

Eivan d1o6éoipa kovtid tov 28, 30, 50, 56, 84, 90 1 100 emkoloppévav pe Aentd vuévio diokimv o
Kuyéleg 1 kouTld Tev 28x1, 28x1 (mueporoylokn cvokevaocia), 30x1, 50x1, 56x1, 84x1, 90x1 1
100x1 emucoloppévav e Aentd vUEVIO J10KIMV G S1ATPNTEG KVWEAEG LOVAS®Y dOOTC.

Mmropei va. unv KoKAOPOPOLY OAEG Ol GUGKEVAGIEC.

Kétoyog Adsiog kKukhogopiog Ko Tapay®yog

Karoyog Adciog Kvkhoopiog:
HCS bvba, H. Kennisstraat 53, B 2650 Edegem, BéAyio

Hoapayoyoc: 5
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, ZhoBevia

IMoa omoladnmote TANPOPOPic, GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, Topakareiche va
amgvBuvbeite otov Tomikd avtimpoésmmo tov Katdyov g Adeiag Kvkiopopiag:

Belgié/Belgique/Belgien Lietuva

Teva Pharma Belgium N.V./S.A/AG UAB “Sicor Biotech”

Tel/Tél: +32 3 820 73 73 Tel: +370 5 266 02 03

Bovarapus Luxembourg/Luxemburg

Tesa ®apmactotuksic benrapus EOOJ]  ratiopharm GmbH

Tem: +359 2 489 95 82 Allemagne/Deutschland
Tél: +49 731 402 02

Ceska republika Magyarorszag

Teva Pharmaceuticals CR, s.r.o. Teva Gyogyszergyar Zrt.

Tel: +420 251 007 111 Tel.: +36 1 288 64 00

Danmark Malta

Teva Denmark A/S Teva Pharmaceuticals Ireland

TIf: +45 44 98 55 11 L-Irlanda

Tel: +353 51 321740

Deutschland Nederland
TEVA GmbH Teva Nederland B.V.
Tel: (+49) 731 402 08 Tel: +31 (0) 800 0228400
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Eesti

Teva Eesti esindus UAB Sicor Biotech
Eesti filiaal

Tel: +372 6610801

EAiLaoa
Teva EAMGc ALE.
TnA: +30 210 72 79 099

Espaiia
TEVA PHARMA, S.L.U.
Tel: +(34) 91 387 32 80

France
Teva Santé
Tél: +(33) 1 55 91 7800

Hrvatska
Pliva Hrvatska d.o.o.
Tel:+ 3851 37 20 000

Ireland
Teva Pharmaceuticals Ireland
Tel: +353 (0)51 321 740

Island

ratiopharm Oy
Finnland

Simi: +358 20 180 5900

Italia
Teva Italia S.r.1.
Tel: +(39) 028917981

Kvnpog

Teva EALGG ALE.

EX\éda

TnA: +30 210 72 79 099

Latvija

UAB Sicor Biotech filiale Latvija
Tel: +371 67 323 666

Norge
Teva Norway AS
TIf: 47 66 77 55 90

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43/1/97007-0

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +(48) 22 34593 00

Portugal
Teva Pharma - Produtos Farmacéuticos Lda
Tel: +351 21 476 75 50

Roménia
Teva Pharmaceuticals S.R.L
Tel: +4021 230 65 24

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 1 58 90 390

Slovenska republika
Teva Pharmaceuticals Slovakia s.r.o.
Tel: +(421) 2 5726 7911

Suomi/Finland
ratiopharm Oy
Puh/Tel: +358 20 180 5900

Sverige
Teva Sweden AB
Tel: +(46)42 12 11 00

United Kingdom
Teva UK Limited
Tel: +44(0) 1977 628500

To wapdév @OAL0 00N YLOV YprioNs avaBewpiOnke Yo TeElevTOiO Qopd Tov <Mivag EEEE>.

Aentopepn TANpo@oplaKd oTotyeia yio to Tpoidv avtd eival S1a8€oia GTOV SIKTLOKO TOTO TOVL
Evponaikod Opyavicpov Gapudkov: http:/www.ema.europa.eu.
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