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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOTONTOX

Apixaban Accord 2,5 mg emkodvppéva pe Aemtd vuévio Siokio

2. MHNOIOTIKH KAI IOXOTIKH XYNOEXH
Kabe emkoloppévo pe Aemntd vuévio diokio nepiéyet 2,5 mg apixaban.

"Exdoya pe yvootég dpacelg
Kaébe 2,5 mg emxoloppévo pe Aemtd vpévio diokio mepiéyet 51,97 mg Aoxtdln (BA. mapdypago 4.4).

IMoa tov TAnpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Emwcoloppévo pe Aemtd vpévio diokio (diokio)
Kitpwvo, otpoyyviod oynuotog, apeikupto diokio ETKOAVUPEVO te AETTO DUEVIO, SIULUETPOV TTEPITOV
6,00 mm, pe avayiveo 1o «lU1l» ot pio mhevpd kot yopic avayAveo otny GAAT.

4, KAINIKEX TIAHPO®OPIEX

41 OgpamevTikég gvoeicelg

[pdinym tev eAefikav OpopPosuporikmv encicodinv (POE) ce evilikeg acbeveig mov Exovv
voPAnOel o exhextiKn eyyeipnon anokatdoTaong 1yiov 1 YOVATOoG.

[Ipdinym ayyelokol eYKEPUAIKOD ETEICOO010V KOl GLGTNIATIKNG EUPOANG 0 EVAAIKES 000EVELG e un
BoiBidkr koAmikn poppopvyn (MBKM) pe évay 1 TeplocdTEPOLG TOPAYOVTEG KIVODVOD, OTTMG
TPONYOVUEVO QYYEWKO EYKEPAMKO ETEIGO10 1} TAPOSIKO 10y 0puKO nelc6d10 (TIA): nhikio

> 75 gtdv, vIEPTOOT, aKXop®ON dafnTn, cvpuntopatiky kapdakr averdpkeio (NYHA Kidon > I0).

Ogpaneio ™G ev o Padel pAePikng Opoupwong (EBOO) xat g mvevpovikng epfforng (I1E), kon
npoANyM vrotpomdlovoag EBPO ko I1E oe evijhkeg (BA. mapdypapo 4.4 yio aprodvvopkd
aotadeic acOeveic pe I1E).

4.2 Aocoloyia Kol TPOTOS YOP1YNoNS

Aocoroyia

Hpolnyn tne POE: cklextikn eyyelpnon amokaTaoTachS 1Yo 1 YOVaTog
H cuvictduevn 86o1 tov apixaban sivat 2,5 mg yopnyovueva amd tov 6TOHTog 600 POpEg
nuepnoionc. H apywm d6on npénetl va Anebei 12 émg 24 mpeg petd v enéuPao.

Ot watpoi pmopel vo AdBovv voyn ta Thava oPEAT amd TPONYOVUEVT] OVTITNKTIKY y®YN Yiot TV
wpoeVAacn Evavtt POE o6mwg emiong kot Tovug Kivovoug TG LETEYXEPTTIKNG OUOpPOyioG KoTd TV
AYM G amOGOoTG Y10 TO XPOVO YOPNYNONS HEGA GE 0LTO TO YPOVIKO Tapabupo.

2 aobeveic mov vmwofirlovior o€ EYYEIPNON OTOKOTATTOGHS 1OXIOD
H ocvvietopevn didpkela Oepomeiog ivar 32 Emg 38 nuépec.

2e aobeveic mov vwofdiloviar o€ EYYEIPNON OTOKOTATTOGHS YOVOTOS
H ocvvietduevn didpkela Oepomeiog ivar 10 Emg 14 nuépec.



Tponyn ayyeiaxod eykepadixod Exsic0diov Kou oLoTHUOTIKNC sufolnc o aobBeveic ue un Baifidikn

rxoAmixy uappopoyn (MBKM)

H cuvictdpevn 86o1 tov apixaban sivar 5 mg kot Aapfavetat omd to otope. 600 popég NUEPNGIC.

Meiwon e 0oons

H cuvictduevn 8601 tov apixaban sivar 2,5 mg kot Aappavetor omod to otope 300 POopEG NUEPGImG
oe acBeveig e MBKM kot pe TovAdyiotov 600 omd Ta Topakdte YopakTnplotikd: nikia > 80 etamv,

ocopoTko Bapog < 60 kg, | kpeatvivn opov > 1,5 mg/dL (133 micromole/L).

H yopniynon ¢ Bepanciog npénel va cuveyiletar pokpoypovia.

Ospancio tne EBDO, Ocporcio tne IIE kou mpolnyn vrotpormialovooc EBPO xoi [IE (Ospareio. POE)

H cuvictduevn 86om tov apixaban ywo t Ogpomeia g o&eiog EBDO kat t Ogpoameia g ITE eivat
10 mg yopnyodpeva amd oTOHATOG dVO QOPEG NUEPTGIMG Yia TIG TPAOTEG 7 NUEPES, akolovBovueva
a6 5 Mg xopnyoOUeVa 0md GTOUATOG OV0 POPES NUEPNCIMS. ZOUPOVA e TIG OIHOECILES 1OTPIKES
KkatevBuvTnpieg oomnyieg, N Ppayvypdvia Bepameio (TovAdyiotov 3 uveg) mpénet vo, faciletot oTovg
TAPAYOVTEG TALPOSIKOD KIVOUVOV (7)., TPOGPATT YEPOLPYIKN EMEUPACT], TPADLLE, OKIVTOTOINOT)).

H cuvictduevn 8601 tov apixaban ywo thy pdAnymn vrotponidlovcag EB®O kot ITE givon 2,5 mg
YOPNYOVUEVO, At GTOUATOG dVO POPEG NuepNcimg. Otav evdeikvotal TpoAnyn VTOTPOTIALoVCOG
EB®O kot I1E, 1 d6om TV 2,5 Mg 300 popég nuepncing mpénet va, EEKvA LeTE TNV OAOKAPOON
6 unvov Bepameiag pe apixaban 5 mg 6vo @opéc nuepnoimg N ue GAro avTimnKTikd, 6Tmg
vrodekvietar otov IMivaxa 1 mapakdto (PA. eniong mapdypago 5.1).

ivakag 1: Xvotaon d6ong (Bepangio POE)

o/ [E petd and ohokAnpwon
6 unvov Bepaneiog yio EBOO 1
IE

[pdypappo. docoroyiog Méyiotn nuepnota 600
O¢poneio EBOO 1 I1E 10 mg db0 popég nuepnoimg yio Tig 20 mg

TPAOTES 7 MUEPES

axolovBobpueva omd 5 mg dvo popég | 10 mg

nuepnoing
[Ipdinym vrotponidlovsog EBDO | 2,5 mg dvo @opéc nuepnoimg 5mg

H didprela g cuvolkng Oepomeiog mpémet va eEQTOUIKEDETAL LETA OO TPOGEKTIKT 0EIOAGYNOT TOV

OEPaTEVTIKOD OPEAOVE £VAVTL TOL KIvdUVOL arpoppoayiog (BA. Tapdaypago 4.4).

Hapaletyn docewy

Edv mapareipbei pio 3601, 0 acbevig mpénet va Adfel to Apixaban Accord apéomg kat £metta, vo
oLVEYIoEL IE AIYN TOL OPLAKOV 0V0 POPEG NUEPTOIMG OTIMG TPLV.

Aroyn OGeparciac

H aAlayn tng Bepanciog and mopeviepika avtimnktikd og Apixaban Accord (ko aviiotpdems) umopel
va YIvel oty enOUeEVN TPOYPUUUOTIGUEVT 800 (BA. Tapdypa@o 4.5). AvTd Ta PoPUOKEVLTIKG
TPOTOVTO OEV TTPEMEL VAL YOPNYOVVTAL TOLTOYPOVA.

Aldayn e Oepaneiog and avioywviory e freopivig K (VKA) oe Apixaban Accord

Katd t petanndnon acbevov amod Oepomeia pe aviayoviot g Preapivng K (VKA) og Apixaban
Accord, mpémetl vo dtakdmteton 1) Papeapivn 1| aAAn Bepancio e VKA kot va Eekivd to Apixaban
Accord 6tav 1o 61ebvég oparomompévo khdoua (INR) givon < 2.




AlLayy ¢ Oepameiog amd Apixaban Accord oe VKA

Katd t petanndnon acbevov amod Oepomeia pe Apixaban Accord og Ogpaneia pe VKA, tpénet va,
ovveyileton n yoprynon tov Apixaban Accord yio tovAdyiotov 2 nuépeg HeTd v Evapén g
Bepanciog pe VKA. Metd and 2 nuépeg ouyyopnynong tov Apixaban Accord pe Bepancio VKA,
npénel va mpaypatoroindel pérpnon tov INR mpv amd v endpevn TpoypoppaTiGUEV dOGT TOV
Apixaban Accord. H cuyyopiiynon tov Apixaban Accord pe Ogpomreio VKA mpémetl va cuveyiotel £mg
6tov 1o INR yiver > 2.

Hhrxiouévor
[pdinym ®OE kot Oepancio POE - Aev anarteitan Tpocappoyn e doomng (PA. mopaypdpovg 4.4 kot
5.2).

MBKM - Agv amaiteitol mpocoppoyn g 600mg, KTOg av TANPOOVTOL TO KPITNPLN Y10, LEI®MGT TNG
d6ong (BA. Meiwon ¢ doéons otV apyn TG Tapaypaeov 4.2).

Negpixn dvoiertovpyio,
e aoBeveic pe fma N péTpra veepikn SucAettovpyia, 16x00VY 01 AKOAOVOES GLOTAGELC:

- ywo. TNV TpOANYM e POE o€ exdektikn eyyeipnomn anokatdotacng 1oyiov 1| Yovatog (mpdinym
®OE), ™ Bepomeio tng EB®O, ) Oepamneia g [1IE kot v mpdAnym vrotpomialovcag EBOO kot
ITE (Bepameio. POE), dev amarteitol tpooappoyn g d6ong (PA. mapdypogo 5.2).

- Yl TNV TTPOANYN OYYELOKOD EYKEPAAIKOD ENTEICOO10V KOl GUGTNUATIKNG EUPOANC o€ acbeveig pe
MBKM kot pe kpeatvivi opod > 1,5 mg/dL (133 micromole/L) mov oyetiCetor pe nikio > 80 etdv
N copatikd Papoc < 60 Kg, amarteiton peimon g d6ong Ko meptypaeetar Topomdve. EAAelyetl

A @V kprtnpiov Yo peimon g 06one (NAKia, BAPOc COUOTOC), OEV ATUITEITOL TPOGOUPUOYT TG
d6ong (BA. mapdypago 5.2).

Y& acbeveic pe coPapn veppikn dvciertovpyia (kabapon kpeatviving 15-29 mL/min), ioydovv ot
axoAovbec ovotaoels (PA. mapaypdaeovg 4.4 kot 5.2):

- oo v TpdAnym s POE og exhextikn gyyeipnon amokatdotaong woyiov 1 yoévatog (mpdinym
®OE), ™ Oepomeio tng EB®O, ) Oepamneia g [1IE kot v mpdAnym vrotpomialovcag EBOO kot
I1E (Bepancio POE), o apixaban mpénet va ypnoponoteitat pue Tpocoyn

- Yl TNV TPOANYN AYYELOKOD EYKEPUAIKOD ENEICOO10V KOl GUGTNUATIKNG EUPOANG o€ acbeveig pe
MBKM ot acOeveic mpémet vo Aappdvoov ) youniotepn 66or apixaban tov 2,5 mg 600 @popég
nuepnoiog.

Kabd¢ dev vmapyet kKAvikn epmeipio og acbeveig pe kdbapon kpeatvivg < 15 mL/min 1| o€ acBeveic
7oL voPdAlovton og arpokdBapon, To apixaban dev cuvioTdTol 6€ aVTOVG TOVG 0leBeveic (BA.
nopoypdeovs 4.4 ko 5.2).

Hrozixn dvolesirovpyia
To Apixaban Accord avtevdeikvuton oe acbeveic pe nrotikh voco oxetilOuevn e dtatapayn g
TENG TOL aipATOC Kot KAMVIKA onpovTikd kivduvo otpoppayiog (BA. mapdypagpo 4.3).

Agv cuviotdton o€ acbeveic pe coPapr Nrotikn dusiertovpyia (PA. Topoaypdepovg 4.4. ko1 5.2).

Ipénel va ypnoomomBel pe tpocoyn o acbeveic pe Nmo 1 pétpia nrotikny dvcierrovpyia (Child
Pugh xatnyopia A 7| B). Agv amatteiton tpocapuoyn g d6ong e acbevei e Nol 1 LETPLO NTOTIKY
dveherrovpyia (PA. mapaypdeovg 4.4 kot 5.2).

AocBeveig pe avénuéva enimedo NIOTIKOV EVOOUOV OUVOTPOVGPEPACTC TG
aravivng(ALT)/aomaptikng apwvotpaveeepdons (AST) >2 X ULN 1 oAikng yorepuOpivng
> 1,5 X ULN g€oupébnkav amd tig khMvikég peiétec. Qg ek tovtov, 1o Apixaban Accord npémet vo



yopnyeital pe Tpocoyn oe avtod 1o TANBvoud (PA. Tapoypdeovg 4.4 ko 5.2). Tlpwv amd v évapén tov
Apixaban Accord, npénet vo mparypatonoteitonl E£T0.6N NTOTIKNG Aettovpyiag.

Zouatiko fapog
[Ipdinym ®OE kot Oepaneioa POE - Aev anorteiton mpocappoyn e d6ong (BA. mapaypdpovg 4.4 wat
5.2).

MBKM - Agv amaiteitol mpocappoyn g 606mG, EKTOG av TANPOHVTL To KPUTNPLO Y10 LEI®ON TNG
d6ong (PBA. Meiwon e déons otV apyn TG Tapaypaeov 4.2).

Dvlo
Agv anouteiton Tpocoppoy g 06ong (BA. mapdypago 5.2).

Aobeveic mov vmofarlovior oe kardivon e kabetipo (MBKM)
Ot acbeveic pmopolv va cuveyicovv tn ypnon tov apixaban evéd vrofailoviol 6e KATAAVGN 1E
kobetrpa (PA. mapaypdeovg 4.3, 4.4 ko 4.5).

Aaobeveic mov vrofalloviou oe kapdiouetoTpon
H yoprjynon tov apixaban pnopei va Egkivioet 1 vo cuveyotel og acbeveic ue MBKM, ot onoiot
UTOPEl va £OVV OVAYKT Y10 KOPSIOUETATPOT.

INo acBeveig mov dev €xovv AdPel mponyovpevn Bepaneio pe avtimnktikd, 8o mpénet va eEgtdleTon T0
EVOEYOUEVO ATOKAEIGUOV OPOUPOL PIETEPOL KOATOV LE TPOCTEALNUOT| LLE OMEIKOVIOTIKT KaBodynon
[m.y. dro160¢ayeo nyokapdioypdenue (TEE) 1 a&ovikn topoypagia (CT)] mpv and v
KOPOIOUETATPOTY, GE CLUPMOVIK LE TIG KaBlepmUEVES WTPIKES KaTevBuvTnpleg odnyies.

Ytovg acbeveic mov Eekivodv Bepameio pe To apixaban, 0o mpénet va yopnyodvral 5 mg d6o popig
nuepnoing ya tovAdyiotov 2,5 nuépeg (5 epanaé 666e1C) TPV 0o TNV KOPIIOUETOTPOTT, Y0 VAL
dMaceaMoTEL | ETOPKNAC avTInKTIKy dpaotikdtnTa (PA. Topdypapo 5.1). To docoroyikd oyfua Ha
npémel vo, peioveton og 2,5 Mg apixaban yopnyodueva 600 gopég nuepncing yio tovAdyiotov 2,5
nuépeg (5 epdmal d6c€1g) €dv 0 acbevig TAnpoi ta kprriplo, yio. peimwon g d6ong (BA. mapamdvo
nopaypdeovg Meiwon g déons kou Negpikij dvolsitovpyia).

Edv amotteiton kapdiopetatponr| Tpv va givar Suvath 1 yopriynon 5 docewv apixaban, o mpénet va
xopnynOet pa 66om eoptiong 10 mg, axorovbBovpevn amd yoprynomn 5 mg 6vo popéc nuepnoiong. To
0000A0Y1KO oy Ba TpEnet var LELdVETOL GE dOOT POpPTIoT G S MY, akolovBovpevn amd 2,5 mg dvo
QopEC NueEPNGimG, €Gv 0 acevig mAnpol Ta KpLTnpLo yio T peimon g 66ong (PA. Tapamdveo
Tapaypaeovg Meiwon tns doong kol Neppikn dvoiertovpyia). H yopriynomn g d6ong edptiong Ha
TPEMEL VO, YIVETOL TOVAGYIGTOV 2 DPEG TPV 0o TNV Kopdlopetatpont| (BA. mapdypago 5.1).

INa 6Aovg Tovg acbeveic Tov vofdAloviol oe kKapdopeTatpomny, Oa mpénel va avalnmOei Tpv amd
™mv KopdlopeToTponn, emPePainon 61t o acbevic Exel AaPer apixaban, copemva pe Tig 0dnyieg
ocuvtayoypaenong. Ot amopdcelc oxetikd e v Evapén kot tn didpkela g Oepaneiog Oa mpénet va
AP évouy vITOY” TIG GLOTAGELS TV KAOEPOUEVOY KOTELOVLVTIPLOV OONYIDV Y10 TV OVTUTNKTIKY
Oepaneio o acbeveic mov VIOPAALOVTOL GE KOPOIOUETUTPOTT).

Aobsveic ue MBKM kou 0o orepaviaio ovvopouo (OXX) 1/kau diadepuikn otepaviaio mopéufoon
(PCI)

Yndpyel mepropiopévn epmeipio and ) Oepancio pe to apixaban otn cuvietdpevn d66om yo oobeveig
ue MBKM, 6tav ypnotuonoleitar & GuvOLaoUd UE OVTIOUOTETOAOKOVS TOPAYOVTES GE 0GOEVEIC e
OXX f/xa1 o€ acbeveic mov vrofariiovtar o€ PCI, petd tnv enitevén apoctaong (PA. mapaypdeovg
4.4,5.1).

Houdiozpiroc wAnBoouog

H acedieia ko amoteleopotikdtto tov Apixaban Accord og mondid kon eprfovg niikiog KGTm tov
18 etV dev &yovv tekunpiwbei. Ta eni Tov TapdvTog Srobécia dedoUéva OYETIKA e TNV TPOATIYN
™G BpouPoepfoing meptypdpovior oty mopdypoaeo 5.1, aArd dev umopel va yivel chotaom yio




docoloyia.

Tpomog yoprynong

Amd 10V 6TONATOG XPTIOT
To Apixaban Accord ntpénetl vo Katomivetat pe vepo, 1e 1| x®PIg TPoen.

I tovg acbeveig mov advvatody vo katamovy oAdKANpa dtokia, Ta diokio Apixaban Accord
propohv va OpuppaTIcTODY Kot va yopnyndovv auécms amd To GTOUN MG EVOLMPTLA GE VEPD, 1| OE
dtdAvpo, yAokolng 5% (G5W), 1 og yopd uAov 1 avopeputypéva pe Todtod uniov (PA.

napdypao 5.2). Evaidaxtikd, ta diokio Apixaban Accord umopovv va Opuppatictody Kot va
xopnyNOovV apécmg HEG® PVOYPAGTPIKOD COAVE ®¢ evoidpnua o€ 60 ml vepod | GEW (BA.
Tapaypapo 5.2).

Ta Opvupoticuévo diokio Apixaban Accord napapévovv otabepd oto vepd, oe GEW, o youd uniov
KOl G€ TOATO PAOL Yol G Kol 4 dpeg.

4.3  Avtevdsieg

. YrepevoaicOnoio 6t dpacTiki ovcia 1} 6 KATo1o amd To £K60Y0 TOV VUPEPOVTUL GTNV
napdypoeo 6.1.
. Evepyn khvikd onpavtiky apopporyic.

. Hratikm vocog oxetilopevn pe dtotapayn e TENG TOL aiploTtog Kot KAVIKG OTULOVTIKO
kivévvo awpoppayiag (PA. mapdypago 5.2)
. BA&pn 1 wéOnon epocov Bewpnbei onuavicodg topdyovrag Kivdvvov yia peilova apoppayic.

Mmropei vo, tepthapavel TopovGa 1 TPOCEOTN YUSTPEVIEPIKY eEEAKMOT|, TapOoVGia Kako 0wy
VEOTAOGUAT®V LE VYNAO KIVOLVO OLOpPayiog, TPOGPATH EYKEQPAMKT KOAKMOT] 1| KAK®OT
VOTLOIOV LLEAOD, TPOGEUTN YELPOVPYIKT EXEUPACT GTOV EYKEPUAO, TO VOTIOIO HVEAO N
oOuAporoyikn eTEPPaoN, TPOGEATN EVOOKPAVIOKN alpoppayic, Yvootol 1 mifavoloyoduevol
0160Qa YKol K1pooi, apTnploeAefddelg duomracies, ayyelokd avevpdouato 1 peifoveg
EVOOPAYLUIEG 1) EVOOEYKEPUAIKES OYYELUKES OLOTAPAYEC.

. Tavtdypovn Bepamneio [Le 0OTO10OMTOTE AAAO OVTUTNKTIKO TOPAYOVTQ, T.X., N
KAaouatomomuévn nrapivy (MKH), nropivec yaunAov poplakov Bapovg (evo&amapivn,
daAtemapivn, KTA.), Tapdymyo nrapivng (fondaparinux kti.), amd Tov GTOUATOC AVTITNKTIKG.
(Bapopapivn, rivaroxaban, dabigatran kt\.) ektog Vo €101kéEC CLVONKES GAAAYNG OVTITNKTIKNG
Oepameiag (PA. mapdaypago 4.2), dtav n MKH yopnysiton oe d066€1g mOv omontodvTot yio T
dapnon avorytod KevTpikod eAERkov 1 aptnplaxol kabempa 1 dtav 1 MKH yopnysitau
Katd T S1GpKeLn TG KOTAALoNG pe Kabethpa yio KoAmikn poapuapoyn (BA. mapaypdeovg 4.4
Ko 4.5).

4.4 Ew01kég TPOELOOTOMGELS KU TPOPVAGEEIS KATE TN Y(p1jon

Kivduvog awopparyiog

Onwg ocvpPaivet pe dAlo avTinnkTika, ot acbeveic mov Aaufdvouvv apixaban mpénet va
TopOKoAoVOOVVTAL TPOCEKTIKA Y10 OMUElN AOopPayioG. ZVUVICTATOL 1] TPOGEKTIKN TOL ¥PNON O
TEPTMGELS pe avénuévo kivovvo alpoppayiag. H yopiynon tov apixaban mpénet vo dakomnei eGv
npokOyel coPapn apoppayio (BA. wapaypapovg 4.8 kat 4.9).

Iapd o yeyovog 6t ) Bepoameia pe apixaban dev amottel taktikn mopakoiovdnon g ékBeong, Evag
Babuovounuévog mocotikdg Edeyyoc tov avti-Xa Ilapdyovro pmopel va eivar yprionog o€ e£onpetikég
KOTOGTAGELS OTIG 0T0ieC ) yvdon tng ékbeong og apixaban pmopei va fondicet oty evnuépwon
KAWVIKOV amoQAcE®Y T.Y., VIEPIOCOAOYIN Kot emeiyovaa xelpovpyikn| emépupaocn (PA. mapdypapo 5.1).

Eivat dtaBéoipoc Evag mopdyovtag ovasTtpopng e dpaong avti-Xa napdyovta tov apixaban.
Alnlenidpaon pe GAAL QOPUOKEVTIKE TPOIOVTIO TOV EMNPEALOVY TNV OUOGTOON

Adyo avénpévou apoppaytkov Kivovvov, avievosikvotal 1 tavtdypovn Bepomeio e omoladnmote
AL avtunktied (BA. mapdypapo 4.3).




H tavtdypovn ypnon tov apixaban pe avitonponetolakons Topayovteg avEGVEL TOV Kivauvo
awpoppayiag (PA. mapdypogo 4.5).

[Ipémet va divetar mpoooyn edv ot acBeveic akorovBovv tavtdypovn Bepameio pe eKAEKTIKOVG
OVOOTOAELS ETOVATPOGANYNG GEPOTOVIVIG 1] OVAIGTOAEIS EXAVATPOGANYNG GEPOTOVIVIG-
VOPASPEVAAIVIG, N LE LT OTEPOEION AVTIQAEYUOV®DOT papuake (MEAD), cuopreptiapfoavopuévon Tov
OKETVAOGOAKVAIKOV 0EEDG.

Metd amo yeipovpyiky eméufact, dev GLVIGTATOL 1] GLYYXOPTYNOTN TOL apixaban pe GAAOVG aVUGTOAEIS
™G 6LEGMPELGNG arpomeTaAioy (PA. Tapdypapo 4.5).

Y& 000eveic [l KOATIKT LOpLOPLYT KOl TOONGELS TOL SIKOLOAOYOUV LOVT| 1] OUTAY| OVTLOLOTETOALOKT
Oepameio, TPETEL VO, TPAYLOTOTOLEITAL TPOCEKTIKT AEIOAOYNOT TV SUVNTIKOV OPEADY EVOVTL TOV
SUVNTIKOV KIvdOvev mptv 10 cuvovacud avtc ¢ Bepameiog pe apixaban.

e pio KAMvikn pHeAétn og acBeveic e KOATIKT LOPILOPLYT, 1] TOVTOYPOVY XPTOT) OKETVAOGHATKVAIKOD
o&éoc (ASA) avénoe tov kivovvo peilovog orpoppayiog pe apixaban omd 1,8% avé £tog og 3,4% ava
£10g Ko avénaoe 1o kivouvo arpoppayiog pe Bapeapivi and 2,7% ava étog oe 4,6% ava £tog. Xe avth|
™MV KAMviKT pedétn, vpée meploptopévn (2,1%) xprion Towtdyxpovng SITANG aVTIOHOTETOAMAKNS
Bepameiag (PA. Tapdypogo 5.1).

Mo khvikn pedétn evétaée acbevelg pe koAmkn pappapoyn pe OXZ 1i/xot acbeveic mov
vroParrovtal og PCl kot o mpoypoppaticpévn mepiodo Oepaneiog pe avaotoréa tov P2Y12, ue q
yopig ASA, kot avTimnKTikd omd tov otouartoc (site apixaban site VKA) yia 6 uivec. H tavtdypovn
xpnon ASA avénece tov kivouvo peilovog arpoppayiog katd ISTH (Aebvig Etaupeio yio
Opopupwon kot v Adotoon) 11 KEMM (khwvikd onpavtikng un petovog) apoppayiog oe aocbeveig
nov AauPovay Oepomeia pe apixaban amd 16,4% avd £tog o€ 33,1% avd £tog (BA. mapdypogo 5.1).

e pio kKAMvikn perétn og acBeveic vymAiod Kivdbvou petd and 0D otepaviaio cOVOPOLLO,
YOPOKTNPLOUEVOL OO TOALUTAEG KOPOLOKES KOl 11 KOPIIOKES GLVVOCT|POTNTEG, Ol 0TToiol EAafay
ASA 1 10 cuvdvacud ASA Kot KAOTIOOYPEANG, avaeipOnke onuavTik obEnoT Tov Kvduvou
peifovoc apoppayiag katd ISTH (Awebvrg Etaipeia yio ™ Opdppwon kot tnv Apndctaon) yio to
apixaban (5,13% ava étog) og chykpion He To EKOVIKO @appako (2,04% ova £tog).

Xp1ion Bpopfolvtikdv Tapaydvimv yio tn Bepaneio Tov 0EE0G 10YOIUIKOD EYKEQPAMKOD EMEIGOSIOV
Yndapyet oAl TePLOPIGUEVT] EPTEIPiO OGOV aPopd GTr| P1ioT BPOoUPOAVTIKAOV TOPAYOVTIMV Yid TN
Bepameio Tov 0EE0C 1Y OUIKOD EYKEPAAIKOD £ME1006i0V Gg aebeveic oL ToLg YopNyHONKe apixaban
(BA. mapdypago 4.5).

AoBeveic pe mpocBetikég BodPidec Tng Kopdidc

H acedieia ko 1 amotedeopatikdtnta tov apixaban dev éxovv peretndei og acbeveic pe TpocOeTIKég
BodPidec e kKapdidc, ue N Y®PIg KOATIKY poppapvyn. ¢ £k To0TOL 1 ¥p1oT Tov apixaban dev
GUVICTATAL GE QVTHV TNV KATACTOON.

Acfeveig e avtipmo@oimidud chvopouo

To avTInKTIKd QUEST|G dPACTIG TOV YOPTYOUVTOL 0td TO 6TONO, OTMG apixaban, dev cuvicTdvToL 6
acOeveic Tov TAoYOVY OO AVTIPMGPOALTIOKO GUVOPOLO KOl EXOVV 16ToP1Kd OpduPwong. 16img oTovg
acOeveic mov givor Tpumhd BeTikol (o8 avTIINKTIKO KATA TOV ADKOV, GE AVTIKOPIIOATIVIKA OVTICMLOTO
Kot 6€ avTio®poto évavtt g B2 yAvkornpwteivng 1),  Oepaneio pe ovTimnktikd dueong dpaong mov
XOPNYOUVTOL OO TO GTOUN UTTOPEL VO, GUVIEETAL UE AENUEVE TOGOGTH TOALUTAGY OpouPaTiKdY
EMELG00ImV G€ GLYKPLoTN ME TIG Bepameieg e avtaywviot e Prrapiving K.

Xelpovpyikn enépuPaon ko enepPatikcés Sadtkacieg

To apixaban mpénet vo dtaxdéntetat TovAdyiotov 48 mpeg mptv amd T YEPOVPYIKY eXEUPooT EKAOYNG
1 T1G enepPatikég dradikacieg pe LETPLo N LYNAO Kivouvo apoppayiag. Avtd mepthappivel
TopePPACELS Yo TIG 0Toieg 1 THAVOTNTA KAVIKA GNUAVTIKNG Ooppoyiog OV UTOPEl Vo AmOKAEIOTEL
1 Yy T1G omoieg 0 Kivouvog aupoppayiog eivor pn amodektogs.




To apixaban mpénet va S10KOTTETAL TOVAGYIOTOV 24 (DPEG TPV OO YEPOVPYIKY EMEUPOOT EKAOYNS N
TG emeUPUTIKEG O1001K00TIEG e YaUNAO Kivouvo atpoppayiag. Avto mepthapuPavel TopepPAcelc yio Tic
OTO1EC OTONONTOTE AUUOPPOYio TTOV EUPAVILETOL AVOUEVETOL VO, EIVOL EAAYIOTN, U1 KPIGIUN GTO
onpeio mov gppaviletal 1 eDKOA EAEYYOLEVT).

Ye mepintmon mov 1 YEPOVPYIKN enépPaon 1 ot exepPartikég Sadikacieg dev UTOPOLV Vol
KaBvoTtepncovy, amoiTeiTal KOTAAANAN Tpocoyn, AapPdavovtag vedyn tov avénuévo kivouvo
awpoppayiag. O kivovvog arpoppayiog mpénet va otafuileTor EvavTt Tov EReiyovTa YOPaKTNP TNG
TopEUPaoG.

H yoprjynon tov apixaban Oa mpémetl va Egkiva ek véou petd v erepfotikn dwadikacio 1) T
YEPOLPYIKT EXEUPAON TO GLVTOUOTEPO dVVATO VIO TNV TPOHTOOEST OTL TO EMLTPEMEL 1] KAVIKN
Katdotoon kot Ot £xel emtevyDel emapkng arpoctacn (Yo Kapdlopetatponr PA. mapdypapo 4.2).

INo aoBeveig mov voPdAlovtal oe KatdAvon pe KaBetpa Yo KOATIKY popropuyn oev ypetaletot va
dwaxomei n Oepameio. pe to apixaban (PA. mapaypapovg 4.2, 4.3 ko 4.5).

[pocwpv) draxom

H d1axomn TV avTimnKTikdv, copneptiiapupavousvon tov apixaban, yio evepyod auoppayio, EKAEKTIKN
YEWPOoLPYIKN emépuPacn, 1 eneuPaticéc dudikacieg OEtel Tovg acbeveic oe avénuévo kivouvo
Bpoppwong. O anokAicelg ot Bepaneio TPEMEL Vo ATOPELYOVTOL KOL EQV Y10 OTOLONTTOTE oiLTio
amatteitan va S1oKomel Tpocmpvad 1 avTimnktikn Oepaneio pe apixaban, mpénet va Egxivioet €k véou
TO GUVTOUOTEPO SLVOATO.

Evdopayiaio/smickAnpidoc avorsOnoio § Ttapokévinon

Orav ypnoiponoteital vevpatovikn avaicinoia (evéoppaylaio/emniokAnpidiog avaicincia) 1
gvooppoylaio/emokAnpidloc Tapakévinen, ot acbeveic ol omoiol Bpiokovtol e Oepomeio pe
avTiBpopuPwticods Tapdyoves yio TNV TpoAny Opoufoeuforiik®mv eMmTAOK®Y SlaTpéyouV Kivduvo
avATTLENG EMOKANPISION UOTOUATOS 1] GLUATOUATOS VOTLOIOD LVEAOD TOL UTTOPEL VO, 03Ny GEL GE
pokpoypovia 1 uoviun mapdivor. O kivouvog ontdv TV enelcodinv pumopel va avéndel and
LETEYYELPNTIKN YPNON UOVIL®V ETGKAN POV KABETNPp®V 1] TNV TOLTOYPOVI XPNOT POPUIKEVTIKOV
TPoiovVTIeV oV £nnpedlovy v aipdctact. Ot povipor emokAnpidiot 1 evéoppayraiot Kabetnpeg
pémeL vo, apotpefovy TovAdyiotov 5 dpec Tpv omd v TpdTn d60m apixaban. O kivévuvog evodyetat
va avénBel emiong and v TpaLUATIKY 1] EmavaAapPavopevn emokAnpidio 1 evdoppaytaio
napakévinon. Ot aobeveic Tpénet va TapakorovBoldvtal Guyva yio onueio Kol GOUTTOLOTO
VEVPOAOYIKNG dVGAELTOVPYIAG (7T.Y., aldio 1 advvapic TOV KAt dkpmv, SucAELITovpYio EVTEPOD 1|
0VPodoYoL KOHGTNG). Edv mapatnpnbei vevpoloyikn Ekmtmon anatteitan Engiyovoa S1dyvmaon Kot
Oepaneia. [Iptv amd tn vevpagovikn TapéuPacn, o YiaTpdc Tpénel va eEETAGEL TO EVOEXOUEVO OPEAOG
&vavTl Tov KvdOvou o€ acbeveic vd avTITNKTIKN aymyn i o€ acbeveic Tov TpoKeLTol va vToPAN0ovY
0€ AVTITNKTIKN aymyn Yo OpopforpopOraln.

Agv vmapyel KAk gpmepia e ™ xpron tov apixaban pe poévipovg evdoppayiaiong 1
EMOKANPIS10VG KaBETPEC. TE MEPIMTO®ON TOL VITAPYEL TETOLN OVAYKT) Kal fACEL TV YEVIKMDV
QOPLOKOKIYITIKGV dedouévav Tov apixaban, mpénel va mapélbet Eva ypovikd didotnuoe 20--30 wpodv
(ONA., 2 X nuicela Lon) peta&d g tehevtaiog d6ong Tov apixaban kot g agaipeong tov kabetpa,
Kot TPEmEL va, TapoAnedei TovAdyiotov pia 660m TPy ™V agaipeomn tov kabetpa. H exduevn doom
Tov apixaban mpémel va yopnynoei tovAdyiotov 5 dpeg petd v agaipeon tov kabetipo. Onmg pe
OAOL T VEQ, OVTITTNKTIKA QOPLOKEVTIKE TPOTOVTa, 1) EUTEpio Pe VELPAEOVIKO ATOKAEIGUO Eivar
TEPLOPIOUEVT KO, O EK TOVTOV, CLUVICTATOL TOAD PEYAAN TPOCOYN KaTd TN (pron Tov apixaban eni
TaPoVGiag veupaEovikod amokAEIGHOD.

Awodvvapukd aotobeic acBeveig pe IME 1 acBeveig mov ypeidlovror Opoufdiven 1 mvevpovikn
eufolextoun

To apixaban dgv cuvietdton ¢ EVOARAKTIKY THG U1 KAUGUOTOTOMUEVNC NTapivig o€ aceveic pe
TVELUOVIKT] EUPOAT, 01 omoiot ival apoduvapikd actadeig 1 evdéyetar vo vtoPfAnbovv ce
Opouforvon 1 mvevuovikn epfolrextoun], KaBOE N AoPAAEL KOL 1] ATOTEAEGUOTIKOTNTO TOV apixaban
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dev &yovv tekunplmbel o€ anTEC TIg KAMVIKEG GLVONKEC.

AoBeveic pe evepyd Kapkivo

Ot acBeveic pe evepyd Kapkivo pmopel va dtaTpéyovv vynio kivduvo 10co eAefikng Opopupoeppforng
660 Kot opoppaykev eneloodinv. Otav egetaleton to apixaban yo ) Ogpaneio tng EBOO 1 g I1E
oe acBeveig pe Kapkivo, Ba Tpémel va yiveton TPOoEKTIKY] 0EOAGYNOT TOV OPEADY EVOVTL TMOV
KwdOvav (BA. emiong mapdypago 4.3).

AocbBeveig pe veppikr duciettovpyia

IMepropiopéva KMVIKE dS0UEVO VTOSEIKYDOVV OTL Ol GLYKEVTIPMOELS TOL apixaban cto mAdopa givat
avénuéveg oe acbeveig pe coPfopn veepikn dvciettovpyia (kdBapon kpeatvivng 15-29 mL/min), to
omoio pumopel va 0dnynocel e avénpévo kivovvo arpoppayiog. ['a mv npdAnym e POE ce exhektikn
gyyeipnon amoxatdotoong oyiov 1 yovatog (mpdinyn OOE), ) Oepancio EBOO, ) Oepaneia TTE
Kot TNV TpoAnyn vrotpomialovoag EBOO kot ITE (Beponeio POE), to apixaban npémnel va
YPNOLoTOLEiTON e TpOosoyN o€ aobeveic pe coPapn veppikn dusAettovpyia (kdBapon kpeaTvivig
15-29 mL/min) (BA. mapaypdgovg 4.2 ko 5.2).

Mo v TpoANYM ayyelokod £YKEQOAKOV ETEIGOSI0V KOl GLCTNUATIKNG ELPOANG o€ acBevelg pe
MBKM, ot acbeveig pe coPapn veppikn dvciertovpyio (kabapon kpsatvivig 15-29 mL/min) kat ot
acBeveig pe kpeatvivn opod > 1,5 mg/dL (133 micromole/L) mov oyetiletar pe nikio > 80 gtdv M
couatikd Papoc < 60 kg mpimet va Aappdvoovv ) younidtepn d6om apixaban tav 2,5 mg 600 @opég
nuepnoing (PA. mapdypoeo 4.2).

Kabd¢ dev vmapyet kKMvikh epmepio og acbeveig pe kdBapon kpeatvivg < 15 mL/min 1| o€ acBeveic
7oL vVoPdAlovtal og aokabapon, To apixaban dev cuviotdtat oe avToHg Tovg aobeveis (BA.
nopaypdeovg 4.2 kar 5.2).

Hlxiopévor acbeveic

H ov&avopevn nhikio propel va avénoet tov kivovvo apoppayiog (BA. mapdypago 5.2).

Eniong, n ovyyopnynon tov apixaban pe axetvlocorkviikd o&H (ASA) oe nAKiopévoug acbeveic
TPEMEL va YiveTon pe Tpocoyn e€attiog Tov mhava peyaldTEPOL KIVEHVOL OLUOPPayinG.

2ZOUOTIKO Bapog
To yaunid copatiko Bapoc (< 60 kg) umopel va avénoet tov kivévvo arpoppoyiog (BA.
Topaypao 5.2).

AoBeveic pe nmatikn dvolettovpyio
To apixaban avtevdeikvutol o€ acbeveic pe nrotikny vooo oxetilduevn pe datapayn tng THEng Tov
aipoog kot KAvikd oyetilopevo Kivouvo apoppayiog (BA. Tapdypago 4.3).

Aev ovviotdtol o€ 0obeveic ue cofapn nratikn dvolertovpyia (A, Tapdypago 5.2).

Ipénel va ypnoyomomBei pe tpocoyn o acbeveic pe Nmo 1 pétpia nrotikn dvsierrovpyia (Child
Pugh xatnyopio A 7| B) (BA. mapaypdeovg 4.2 kar 5.2).

AocBeveic pe avénpéva enineda nrotikdv evioumv ALT/AST >2 x ULN 1} ohikn

yoAepuBpivn = 1,5 X ULN e€apébnkav amnd t1c kKAvikég pedétec. Q¢ ek tovtov, To apixaban npénet va
yopnyeital pe Tpocoyn oe avtdv Tov mAndvoud (BA. mapdypago 5.2). Tpwv amd v évapén tov
apixaban, mpémel vo mpaypatonoleiton e£€Taon Nratikig Asttovpyiag.

AMnAenidpaon pe avactoleis 1060 tov Kutoypoduatog P450 3A4 (CYP3A4) 6o kot tng P-
yAvkorpwteivng (P-gp)

H ypnon tov apixaban dev cuvietdton oe acbeveic mov Aoufdvovy tavtdypova cvotnuatiky Oepamreiol
Ue 1oyvpovg avaotoreic Tdoo tov CYP3A4 do0 kat tng P-gp, 0Tm¢ avIuknTINGIKA TS OUAdag TV
alordv (m.y., keTokovalOAn, 1tpakovaloin, Bopikovaldin kot ToocakovalOAT) KAl AVOGTOAEIC TNG
npwtedong tov HIV (m.y., prtovofipn). Avtd To QOpUOKEVTIKE TPOTOVTA EVOEXETAL VO, AVENGOVY TNV
ékBegon oo apixaban oto dimhdcto (BA. Tapdypago 4.5) | teplocdTEPO e THY TAPOLGI




emmpdobetv mopaydoviey mov avavovy Ty ékbeon oto apixaban (m.y., coPapn veppikn
duoiettovpyi).

AMnAenidpaon pe erayoyeic t6co Tov CYP3A4 dco kon tng P-gp

H tavtoypovn ypnon tov apixaban pe ioyvpoig enaywyeic tov CYP3A4 kot P-gp (.., proapmikivn,
eawvvtoivn, kapPapalenivn, powvofapPrrain 1 St. John’s Wort) evdéyetar va mpokaiéoet peioon tng
éxBeonc oto apixaban kot ~50 X po KMvikn pehétn pe acbeveic pe KOATIKY popuapuyi,
TopoTNPNONKE HELOUEVN OTOTELEGULATIKOTNTO KOt QLENLEVOG KivOuvog auptoppayiog 6T cuyyopnynon
apixaban podi pe 1oyvpovg eraywyeig tooo tov CYP3A4 660 kat g P-gp og oxéon pe to apixaban
LOVO TOov.

Y& aoBeveic mov Aapfdvovy Towtdypove GLCTNUATIKY Bepameia pe 1YLPOVE AVACTOAEIS TOGO TOV
CYP3A4 660 kot tng P-gp, 1oydovv ot akdrlovbeg cvotdoels (BA. mapdypapo 4.5):

- v v TpoANYM e DOE ce exchextikn eyyeipnon amokatdotoong ioyiov 1§ yovatog, yio v
TPOANYT AYYELKOV EYKEPOALKOD ETELGOSIOV KOl GCLGTNUATIKNG EUPOANG o€ acbeveic pe
MBKM kot ywo, tnv tpoAnym g vrotponialovoag EBOO kat ITE, to apixaban mpémet va
YPNOLOTOLEITON LE TPOGOYN

- 10 apixaban dev mpémnel va ypnoonoteitol yio ) Ogpameio tng EBOO kat ) Ogpameio tng ITE,
Kka0dG M amoterecpoTKOTNTO pITopel va etvat vrofaducopévn.

Xelpovpyikn enéufaon katdypatog 1oyiov

To apixaban dgv £xel peretn0ei og KAMvikég pedéteg o acbeveig mov VIOPAALOVTOL GE YEPOVPYIKN
eméuPoomn KaTayuatog 1oyiov yio vo aloloyndei 1 amoTteAeGUATIKOTITA KOl 1] ACQPAAELN GE AVTOVC
ToVG acbeveic. Zuvenmc, dev GUVIGTATOL GE QLTOVG TOLE 0oOEVEIS.

Epyoomplakéc mopduetpot

O1 e€etdoelg méng Tov aipatog [m.y., xpovog tpobpoufivig (PT), INR kot xpdvog evepyomompuévnc
uepkng Opoppomractivng (APTT)] ennpedlovian OTme eivon avapevopEVo amd T0 unyaviopd dpacng
Tov apixaban. Ot alhayég mov mapaTnPOHVTAL GE QTG TIG EETAGELS TENG TOV OHILOTOG OTNV
avapevouevn BepamevtiKy 06om eival PIKpEG Kot vTOKEWVTAL o€ VYNAG Pabud petapfintomrag (PA.
napdypago 5.1).

[IAnpogopiec oyetikd pe ta Ekdoyo

To Apixaban Accord mepiéyet Aaxtoln. Ot acbeveic pe omdvia KAnpovouka tpofAnuote dvcave&iog
o YoAaxtoln, TANpn Eherym Aoktdong 1 Sucamoppoenor YALKOLNG-yoAakTOlNG eV TPEMEL VOl
AGPovv avTd TO PAPUAKELTIKO TPOTOV.

AT T0 PapPUOKEVTIKO TPOIOV TepLEyel Ayotepo amd 1 mmol vatpiov (23 mg) avd dickio, dniadn
OVCLUCTIKA etvar «eAeVBepO vaTpiovy.

45 Almiemopdosig pe GAro QUPRUKEVTIKG TPOTIOVTO KUl GALES popPEg alinientiopaocng

Avootoleic tov CYP3A4 kar P-gp

H ovyyopriynon tov apixaban pe ketokovaloin (400 mg pio @opd tnv nuépa), Evav 1oxvpo
avactoréa 10060 Tov CYP3A4 600 ko g P-gp, odnynoe oe avénomn katd 2 eopég g péong AUC
Tov apixaban kot og ovénon kotd 1,6 popég g néong Cmax Tov apixaban.

H ypnon tov apixaban dev cuvietdton oe acbeveic mov Aaufdvovv tavtdypova cvotnuatiky Oepamneio
ue 1oyvpovg avaotoieic toco tov CYP3A4 660 kar tng P-gp, 0mm¢ avIuKnTINGKA TG OpLAdag TV
alordv (m.y., keTokovalOAn, 1tpakovaloin, Bopikovaldin kot ToocakovalOAT) KAl AVOGTOAEIC TNG
npwtedong tov HIV (m.y., prrovafipn) (PA. napdypago 4.4).

O1 dpaoTiKéG oVaieg o1 omoieg dev Bempovvtal ioyvpol avactoreic 10co Tov CYP3A4 660 kot g P-
ap, (.., apodapovn, KhapiBpopwkivn, Stitialéun, pAovkovaloin, vampolévn, Kividiv, Bepamapiin)

avapévetot vo avEnoovy tn cvykévipmeon tov apixaban oto Thdcpa og pkpotepo Pabud. Agv
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amotteital Tpocappoyn g 66om¢ Tov apixaban dtav cuyyopnyeitol pe Tapdyovieg mov dev ival
oyvpoi avactoreic Tov CYP3A4 kot g P-gp. o mapdaderypa, n diitialéun (360 mg pio popd v
nuépa), n omoio Bewpeiton pétprog avactoréng tov CYP3A4 kan miog avactoréag tng P-gp, odfynoce
oe avénon xatd 1,4 popéc e uéong AUC tov apixaban kot og avénon katd 1,3 popég g uéong
Cmax. H vampo&évn (500 mg, epdmag d6om), évag avactoréag thg P-gp aAAd oyt tov CYP3A4,
odnynoe og avénon katd 1,5 popég kat kotd 1,6 popéc g péong AUC kot g Cmax TOL apixaban,
avtiotoyya. H khapiBpopvkivny (500 mg, 600 @opég tnv nuépa), Evag avactoréag e P-gp kot évog
oyvpog avactoréas Tov CYP3A4, odnynoe oe adénon kotd 1,6 popég kat kotd 1,3 popég g Héong
AUC «ot g Cmax TOV @pixaban, avrtictoyo.

Enoyoysic tov CYP3A4 ko P-gp

H cvyyoprynon tov apixaban pe prpapmikivn, Evav 1oyvpd eraywyéo tooo tov CYP3A4 660 kot g
P-gp, odnynoe o¢ peimon kotd mpocéyyion tng Tééng tov 54% wot 42% g péong AUC kot Ciax TV
apixaban, avtiotolo. H tovtdypovn xpnon tov apixaban pe dilovg ioyvpoig enaywyeic tov CYP3A4
kot P-gp (7., ovutoivn, kapBopalenivn, awvoPapPirdin i St. John’s Wort) evdéyeton emiong va
TPOKOAEGEL LEIWOT TV GLYKEVTPMGEMY TOV apixaban oto TAdopo. Agv amatteiton TPOGAPHOYN TNG
d6oM¢ Tov apixaban katd v cuyyopnyobuevn Bepameio pe TETOL PAPUAKEVTIKA TPOIOVTO, M®GTOGO,
o€ acBeveig mov Aopfdavouvy TavTOYPOVA CLGTNHOTIKY Bepameia Le 1GYVPOVS ETAYWYELG TOGO TOV
CYP3A4 660 ko tng P-gp, to apixaban mpémet va xpnoiponoteital pe Tpocoyn yio v TpoANy” g
DOE o¢ ekAeKTIKN EYYEIPNOT OTOKATAGTOOTG 1GYIOL 1] YOVOITOG, Y10 TNV TPOANYT] OyYELOLKOD
EYKEPOUAIKOV ETEIC0010V Kol GVOTNUATIKNG EUPOANG o€ acbeveig ue MBKM kot yio thv mpoinym
vrotpomidtovsoc EBD® ko I1E.

To apixaban dsv cuvietdrta yia ) Oepaneior tng EBOO kai g ITE o€ aobeveic mov Aaupdvovv
TaVTOYpOVE GuaTnUatikn Bepameio pe 1oxLpovg enaymyeic toso tov CYP3A4 oo kar g P-gp,
Kobdg 1 amoteleopatikdTa propet va givar vrrofadicuévn (BA. mapdypago 4.4).

Avtumnktikd, ovaotoleic cuykdAInong aponetadiov, SSRIS/SNRIS kot MEAD

AOY® avENuévou apopparyikon Kvdivov, avTevoeikvutal | Tautdypovn Bepaneio pe omoladnmote
AN QVTITNKTIKG, EKTOC VIO €101KEG GLVONKEC OAAUYNC avTuTnkTiknG Oepaneiog, 6tav 1 MKH
YOPNYELTAL GE OOGELG TOL ATOLTOVVTAL Y10, T OLOTHPTOT OVOLYTOD KEVIPIKOD QAEPKOD 1) OPTNPLOKOD
kaBetnpa 1 6tov 1 MKH yopnyeital katd ) didpKeia TG KOTAALONG He KaOETPa Y10 KOATIKN

poppapvyn (BA. Topdypago 4.3).

Metd and cuvdvacpod yopriynong evoamapivng (40 mg epanas 66om) ko apixaban (5 mg epdma
0001, Topatnpndnike cuvePYIoTIKO amoTéAeca 6T dpdon Tov avtt- Xa [lapdyovra.

Agev amodeiyBnKoy PopUOKOKIVITIKEG 1| POPLOKOSVVALIKES oAANAETIdpAcELS OTOv TO apixaban
ocvyyopnynonke pe ASA 325 mg pio popd nuepnoimg.

H ovyyopriynon tov apixaban ue khomdoypén (75 mg pio popd nuepnoing) N ue cuvdvoacud
KAomdoypéAng 75 mg kar ASA 162 mg pia popd nuepnoing, N pe mpacovypéin (60 mg
axolovBovpueva and 10 mg pio popd nuepnoing) o pekéteg Oaong I, dev £de1ée kamolo oyeTIKN
avénon oe e€etdoelg TPOTLIIOL YPOVOL CLOPPOYING, 1| TEPOLTEPM AVOAGTOAN TNG GUYKOAANGNC
OLLOTIETOAIDV, GUYKPLTIKA LLE TN XOPTYNOT OVIIUHLOTETOAOKMV TopaydvImv ywpic apixaban. Ot
avénoeig otig eéetdoeig mENg tov aipatog (PT, INR, kot aPTT) tov o€ cuppovia e TIC EMSPACELS
Tov apixaban pepovouéva.

H vanpo&évn (500 mg), évag avactoréag tng P-gp, 0dfynoe oe avénon katd 1,5 popég ko katd

1,6 popég g uéong AUC kat g Cmax ToL apixaban, avtictoya. Iapatnpnnkay avtictoyeg
avénoeig otig egetdoeig TENG Tov aiparog yio To apixaban. Asv moapotnpnOnkay odlloyés oty
eMidpacmn g vampo&Evng otV TPoKaAoDUEV Ot apayldoVIKO 050 GUYKOAANGCT TV OLUOTETAAI®DV,
00TE KAVIKG GNUOVTIKAETYAKVLVGT TOV ¥pOVOL Loppayiog LETA T cuyyoprynon apixaban kot
vampo&évng.

Hopd v dapén avtodv TV EVPNUATOY, LTOPEL VO LTAPYOVY ATOUN LE TTO EVToVN
QOPLOKOSVVOULUIKT AVTATOKPIOT OTAV OVTILOTETAALUKOT TapAyOVTIEG GLYYXOpTYohvTon pe apixaban.

11



To apixaban mpémnet va ypnolponoieital pe tpocoyn oétov cvyyopnysitor pe SSRIS/SNRIs, MEAD,
ASA 1kt avootoreic Tov P2Y12 kabdg avtd to poproKevTkKd TpoiovTa avédvouy cuvinfog Tov
kivévvo awpoppayiag (BA. mapdypogo 4.4).

Yndpyel mepropiopévn eumelpio amd T cLyyopnyNon Le GAAOVS aVUGTOAES GLYKOAANONG
aoneTodiov (6nmg avtayoviotég vrodoxcwv GPIIb/Ia, dtrvpidapoin, de&tpdvn 1
covApvorvpalovn) 1 Bpopforvtikode mapdyoviec. Kabhg avtoi o1 mapdyovieg av&avouvy Tov
Kivduvo aipoppayiag, 1 GuyxopnyNon aVTdV TmV QUPUOKEVTIKOV TPOiOVTOV L To apixaban dev
ouvvictdtol (BA. Tapaypogo 4.4).

Alec ovyyopnyovueveg Bepaneieg

Agv mapatnprOnkay KMVIKE GNUAVTIKES QOPULOKOKIVITIKES 1] QOPLOKOSVVOUIKES AAANAETIOPAGELS
otav to apixaban cuyyopnynonke pe atevoloin N eapotidivn. H cuyyopriynon tov apixaban 10 mg e
atevolOAn 100 mg dev emépepe KAMVIKG GNUOVTIKY ETIOPOCT) GTN GOPUAKOKIVITIKY TOL apixaban.
Metd v xopiynon tov 800 PopUakeLTIKGOY Tpoiovtmv pali, n péon AUC kat Cmax yio to apixaban
Nrav younAdtepn katd 15% wot kotd 18% og oyéon pe v nepintwon mov yopnyndnke pévo tov. H
yoprynon tov apixaban 10 mg pe eapotidivn 40 mg dev eiye enidpacn oty AUC 1} ) Chax. TOV
apixaban.

Enidpacn tov apixaban e dAho @appokevtikd poidvto.

In vitro peAétec Tov apixaban dev édei&av avaotaltikn enidpaon ot dpdon twv CYPLA2, CYP2AS,
CYP2B6, CYP2C8, CYP2C9, CYP2D6 11 CYP3A4 (IC50 > 45 uM) evod mapatnpinke 6toug
acBeveig ikpn ovaotadtiky enidpacn g dpdong tov CYP2C19 (IC50 > 20 uM) 6 GUYKEVIPOGELS
OV £1vO GNUAVTIKG LEYOADTEPES amd TIC UEYIOTEG GVYKEVTIPMOELS 6T0 TAGoua. To apixaban dev
enépepe emaymyn tov CYP1A2, CYP2B6, CYP3A4/5 ¢ ouykévipoon péypt ta 20 uM. Zvvendg, 1o
apixaban dev avapéveral va tporomooet ™ peTaforkn kGOapon TV cLYXOPTYOOUEV®DV
QAPUOKEVTIKMV TPOiOvVTOV mov petaforilovron amd avtd to éviopa. To apixaban dev givor
OMUOVTIKOG avacToAEnS TG P-gp.

Y& HEAETEG IOV TTPAYUATOTTOWONKAY GE VY] GTOpa, OTMG TEPLYPAPETAL TTapAKAT®, TO apixaban dev
GAAaEE ONUOVTIKG TN QOPUOKOKIVITIKT TNG Otyo&ivg, Tng vampo&évng 1 TS 0TEVOAOANG.

Aryolivy

H ovyyoprynon tov apixaban (20 mg pia popd nuepnoing) pe dryo&ivn (0,25 mg pio popd
nuepnoing), éva vroéstpoue e P-gp, éev emnpéace v AUC 1 1 Chax Tng dtyo&ivng. Emopévac, to
apixaban dev avaoctéllel v pecoraBoduevn amd v P-gp petaxiviomn Tov VITOGTPMOUATOG,.

Normpolévy
H ovyyopnynon gpdmo d6cemv apixaban (10 mg) kot varpo&évne (500 mg), £va cuyva
ypnoyorolovpevo MEAD, dev enépepe kapio enintwon otnv AUC 1 ™ Cmax TG vompo&évig.

Atevolon
H ovyyopnynon piog epana& 66ong apixaban (10 mg) kot atevoloing (100 mg), évag cuvnbicpévog
B-amoKkAeloTG, 6V TPOTOTOINGE T POPUAUKOKIVITIKY] TNG OTEVOAOANG.

Evepydc avbpaxog
H yopnynon evepyod avOpaxa peidvel v £kbeomn oto apixaban (BA. mapdypagpo 4.9).

4.6 Tovipétnra, kKOO Kot yorovyia

Konon

Aev drotiBevtar KAvikd dedopéva oyeTikd e n xpron tov apixaban oe éykvo yovaika. Meléteg o
{oa dev katédel&av aueon 1 Eppeon toikdmmto oty avamapaymykn kavoto (PA.

napaypao 5.3). Q¢ TpoAnmtikd PETPo, Eivorl TPOTIUNTED VO AmoPevyETAL 1) Xp1ioN Tov apixaban kotd
™ S1dpKELD TNG EYKVUOGHVNC.

Oniacudg
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Aev givon yvootd edv to apixaban 1 ou petaforiteg Tov anekkpivovral 6to avOponivo yéia. To
dabéopa dedopéva og Loa £de1&av anékkpion Tov apixaban oto yaio (BA. Tapdypaeo 5.3). O
Kivouvog Yo to OnAalov Toudi dev umopel v 0moKAEIGTEL.

[Ipénet va amopaciotel gdv Ba dtokonetl o OnAacuog 1 Ba dwoukonel/Ba amopgvyBei n Bepaneio pe
apixaban, Aapfavovtag vedyn o 6@eL0g ToL ONAacpoD Yo To Toudi kot To O6PELOG TG Bepaneiog yia
) yovvoika.

Fovoma
Mehéteg oe {da ot omoia yopnynonke apixaban dev &yovv d&ilel KAmO1Q EXTIOPOOT GTN YOVILOTNTA.

(BA. mapdypago 5.3).
4.7 Emopacelg 6Ty tKavoTTo 001YN61S KAl EPIGHOD P UvI|HaT®V

To Apixaban Accord dev éyet kopio 1 el aoNpoVTn EXIOPACT GTNV IKOVOTNTO 001 YNONG Kot
YEPLGLOD UnyovnUaTmy.

4.8  AvemOOunteg evépyereg

Hepiinyn 1oV TPoeil acedieing

H acedlieia tov apixaban £yst e€etacei oe 7 khvikég pedétec @aong I wov cupmepieldufovoy
neprocdtepovg amd 21.000 acbeveis: maveo and 5.000 acbeveic otig peréteg mpoinyng POE, ntavem
am6 11.000 acbeveic otig pelétegc MBKM kot mévo amd 4.000 acleveic otig pedéteg Oepanciog POE
(Bepameio POE), yio uéon cvvorikn éxbeomn 20 nuepav, 1,7 etdv kot 221 nuepmv, avtiotorya (PA.
Topaypao 5.1).

O1 cuyvég avemBOunTe EVEPYELEG TAV aupLoppayio, LOA®TES, emiotaln kot atpndtouo (PA. [livaka 2
Y10l TO TTPOPIA TOV AVETIOOUNTOV AVTIOPAGE®DY KO TIC GLYVOTNTEC OvE EVOELEN).

211g peréteg mpoinyne e POE, cuvolikd 1o 11% tov acbevav mov Adupavay Oepancio pe apixaban
2,5 mg 600 popéc nuepnoing eppdvicav avemBounteg evépyetec. H cuvolim enintowon tov
avemBounToV evepyeldv mov oyetiCovtav pe apoppayio pe to apixaban ntav 10% otig peléteg pe
apixaban évavti evo&amapivng.

Y11c peréreg MBKM, 1 cuvoAikn emintwon avemBOunTmy evepyeldv mov oyeTilovtay Le aipoppayia
ue to apixaban ftov 24,3% ot pedétn pe apixaban évavt Bapeapivng kot 9,6% ot perétn pe
apixaban évavtt akeTvAoGOAIKVAIKOD 0EEog. T pedétn pe apixaban évavtt Boapeapivig, n exintoon
UellOVmV auoppaytdv amd to yaotpevteptko kotd ISTH (cuurepiiapfoavopuévng g apoppayiog Tov
AVAOTEPOV KoL KATMTEPOV YAGTPEVTEPIKOD GMAN VO KoL TOL opBov) pe apixaban ftav 0, 76% /étoc. H
enimtoon g peilovog ISTH eviopBdiuiag apoppayiag pe apixaban frov 0,18%/étoc.

Y1ic peréreg Bepameiog g POE, n cuvolikn| enintmon avemBountov evepyeidv mov oyetifovioy pe
awoppayia pe To apixaban frav 15,6% ot pedétn pe apixaban évavtt evo&amapivng/Papeopivng kot
13,3% ot uehétn pe apixaban évavtt ewcovikod eappdxov (PA. mapdypago 5.1).

Alota avem@ountmv evepyeldv 6e LopEn mivako

O ITivakxag 2 deiyvel T1g avemBOUNTEG EVEPYEIES TTOV KATATAGGOVTUL VA KOTIYOPio, OPYavVIKOD
CLOTHUATOC KO 0VE GUYVOTNTO XPTCLOTOIDVTIOG TNV TAPAKAT® cLVONKN: moAD cuyvég (> 1/10),
ovyvég (= 1/100 £mg < 1/10), oyt suyvég (= 1/1.000 éwg < 1/100), ondvies (> 1/10.000 émg < 1/1.000),
oAD onavieg (< 1/10.000), un yvootég (dev pmopodv va ektiunBodv ue Baorn ta dtabéciua dedopéva)
yio Tpdinyn OOE, MBKM «at Oepancio POE, avtictorya.

Mivaxag 2: AloTa avemBOpUNTOV EVEPYELOY OE POPPT] TIVUKA,
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Koatnyopio opyovikov cvotijporog | IHpéinyn ®OE Mpoinyn ayyelokov Oepameia
o€ EVI|MKEG EYKEQUMKOV EB®O ko IIE
ao0eveic mov EMELGOOI0V KL Kol tpoinymn
éyovv vmoPinBei | cveTnpatikig eppoing | vrrorpomdlovo
0€ EKAEKTIKY og evijlkeg acleveig pe | ag EBOO ko
gyyeipnon MBKM, pe évav 1 IIE (Ogpomeia
OTTOKATACTOONG TEPLOGOTEPOVG ®OOE)
woyiov 1 YovaTog | TOPAYOVTES KIVODVOL
(mpoiqyn ®OKE) (MBKM)
ALaropoyéc Tov oLUOTOINTIKOD KOl TOV ASUPIKOD GDOTHUOTOS
Avapio 2oyveéc 2oyvEC Xoyveég
®popponevia Oy ovyvég Oy cvyvég 2oyvEC
A1070p0YEC TOD AVOTOTONTIKOD GUOTIUOTOS
YrepevoioOnoio, adrepykd oionpa Yravieg Oyt ouyvég Oy ovuyvég
Ko avaguiasio
Kvnopog Oyt ovyvég Oyt ouyvég Oyt ouyvéc™*
Ayyelooionpa Mn yvootég Mn yvooTtég Mn yvootég
Aratapoyég Tov vevpikod ovoTiUaTOS
Eyxepaiicy awpoppayio Mn yvootég Oy ovyvég Xrbvieg
OpOalpurés orotapoyés
Ayoppayia Tov o@Boipon Xravieg Xvyvég Oy ovyvég
(ovumepriopPavopévng g
aoppayiog Tov EMTEPLKOTA)
Ayyeraxés orotopoyés
Aipoppayio, opaTopo Zoyvég Xoyvég Zoyvég
Ynotoon (cvumeprropfavopévng e Oy ovyvég Xvyvég Oy ovyvég
VIOTOONC TOV TPOKAAEITOL OO
OepamenTIKOVG XEPIGUOVG)
Evdoxotiaxn aipoppayio Mn yvooTtég Oy ovyvég Mn yvooTtég
A10T0p0YES TOD AVOTTVEDGTIKOD GVOTHUATOS, TOV Bwpaka Kol Tov uecodwpdxiov
Enictaén Oy ovyvég Xuyvéc 2oyvEC
Aiuomroon Zrévieg Oy ovyvég Oy ovyvég
Aipoppayio Tov OVOTVELGTIKOD Mn yvooTtég Zrévieg Zmhvieg
A10TOPOYES TOV YOTTPEVTEPIKOD
Navtia XuyveEg XuyvEg 2oyvEC
Apoppayio TOV YOOTPEVTEPIKOD Oy ovyvég Zoyvég Xoyvéc
Awoppayio apoppoidwv Mn yvootég Oy ovyvég Oy ovyvég
Aoppayio ToOV GTOUATOG Mn yvootég Oy ovyvég Xoyvéc
Awatoyesio Oy ovyvég Oy ovyvég Oy ovyvég
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Koatnyopio opyovikov cvotijporog | IHpéinyn ®OE Mpoinyn ayyelokov Oepameia
o€ EVI|MKEG EYKEQUMKOV EB®O ko IIE
ao0eveic mov EMELGOOI0V KL Kol tpoinymn
éyovv vmoPinBei | cveTnpatikig eppoing | vrrorpomdlovo
0€ EKAEKTIKY og evijlkeg acleveig pe | ag EBOO ko
gyyeipnon MBKM, pe évav 1 IIE (Ogpomeia
OTTOKATACTOONG TEPLOGOTEPOVG ®OOE)
woyiov 1 YovaTog | TOPAYOVTES KIVODVOL
(mpoiqyn ®OKE) (MBKM)
Apoppayia Tov opBoh, ovhoppayio Xravieg 2oyvEC Xoyveéc
OmicBomepiTovaikn apLoppoaryio Mn yvooTtég Xravieg Mn yvootég
ALaropoyéc Tov NIOTOS KoL TV YOAPOpwY
Mn @uctloloyikn e£€T00T NIOTIKAG Oyt ouyvég Oy ouyvég Oy ovyvég
Aertovpyiog, avENUEV aoTAPTIKN
AUIVOTPAVGPEPACT], CLENUEVN
OAKOAIKT @OGPATACT OilaTOG,
avénuévn yorepuBpivn aipotog
AvEnuévn y- Oyt ouyvég Xuyvég Yuyvég
YAOVTOUVAOTPOVGPEPACT
AvEnuévn apvoTpavepepact e Oyt ouyvég Oyt ovuyvég Xuyvég
alavivng
A1070poyéS TV FEPUATOC KL TOV DTOIOPLOD 1GTOD
Agppoticd eEdvinpa Mn yvooTtég Oy ovyvég XoyveEg
Alomexia Xravieg Oy ovyvég Oy ovyvég
[ToAdpopeo epvnua Mn yvooTtég [ToAV omdivieg Mn yvootég
Agppotikn ayyeutido Mn yvooTtég Mn yvootég Mn yvootécg
A1070p0YES TOV HDOOKEAETIKOD CUOTHUOTOS KAL TOD GVVIETIKOD 10TOD
Awoppayio podg Zrdvieg Xrdvieg Oy ovyvég
A10TOPOYES TWV VEPPWDV KAL TMV 0VPOPOPWY 00V
Awatovpia Oy ovyvég Zoyvég Xoyvég
A1070p0YES TOV AVOTOPOYDYIKOD GOGTHUOTOS KO TOD UOGTOD
Mn @uG10A0YIKT KOATIKY Oy ovyvég Oy ovyvég 2oyveg
aoppayia, opopparyio
OVPOYEVVNTIKNG 000V
LTeVIKES O10TOPOYES KO KOTOOTATELS THS 000D YOPHYNONS
Awoppayio g 0éong epapuoync Mn yvooTtég Oy ovyvég Oy ovuyvég
Hopoxiivikég eetaoeig
Mikpoackomikr] AavOdvovca Mn yvootég Oy ovyvég Oyt ouyvég

aloppayio Tapovca
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Koatnyopio opyovikov cvotijporog | IHpéinyn ®OE Mpoinyn ayyelokov Oepameia
o€ EVI|MKEG EYKEQUMKOV EB®O ko IIE
ao0eveic mov EMELGOOI0V KL Kol tpoinymn
éyovv vmoPinBei | cveTnpatikig eppoing | vrrorpomdlovo
0€ EKAEKTIKY og evijlkeg acleveig pe | ag EBOO ko

gyyeipnon MBKM, pe évav 1 IIE (Ogpomeia
OTTOKATACTOONG TEPLOGOTEPOVG ®OOE)
woyiov 1 YovaTog | TOPAYOVTES KIVODVOL
(mpoiqyn ®OKE) (MBKM)

Kokxwoeig, onlntnploocels kot emmlokes Gepomevtindy Yeipioumy

Molorog Zoyvég 2oyvEC Xoyveég

Ayoppayia petd and Bepoanevutikd Oyt ouyvég Oyt ovuyvég Oy ovyvég
YEWPIGUO (GUUTEPILOUPOVOUEVOD
QLULOTOUATOG META 0o BEPAmELTIKO
YEPLOUO, OLLOPPAYieG TPADUATOC,
QLULOTAOUATOS TOV ayYyeimv 6t Béom
TOPOKEVINGONG KOl ALLOPPOYiNG OTN
6¢om tov Kabetnpa), EKKplom omd
TpOvU, alpoppayic otn BEon Toung
(ovumepriopfovouévon Tov
QLLOTOUATOG 6T BE0M TOUNG),
EYYEPNTIKN aoppayic

MertotpavpoTiky| oopporyio Mn yvootég Oyt ovyvég Oy ovyvég

* Agv vnp&ov mEPLGTATIKG YeVIKEVUEVOL Kynopuol oe CV185057 (nakpoypovia tpoinyn OOE)

" O 6pog «Eykepalikn arpoppayion spmeptéyet OAeg TG VEOKPAVIOKES 1] TIG EVE0ppoyloies
alpopporyieg (SNACSN ALLOPPAYIKO OYYELNKO EYKEPUAIKO ETEIGOSI0 1 ALLOPPAYi TOV KEADPOVG TOV
(POKOELB0VC TVPNVO, TNG TOPEYKEPAAIONGS, EVOOKOIALOKT 1] VTTOCKANPIdIO. apoppayic).

H yprion tov apixaban evdéyetot va cvoyeTiotel pe avénpévo Kivouvo @avepnc | KPLONG OLoppoyiog
07t0 OTOLOONTTOTE 16TO | OpYOVO, 1| OTole UTopel va odnynoel o€ pebopoppayikn avaipio. Ta onueia,
To GUUTTONOTA Kol 1 coPapotnta Bo mowkilovv avdioya pe v Totobecio kot to Pabuod 1 v
enéktaon g apoppayiog (BA. mapaypdpovg 4.4 ko 5.1).

Avapopd TBovoAoyoLUEVEOV OvETBOUNTOV EVEPYELDY

H avagopd mbovoroyodpuevov avemBountov evepyelmv HETA amd T Yopnynon &delog kuklopopiog
TOV QUPUOKELTIKOD TPOIOVTOG elvar onpavtikn. Emtpénet tn cuveyn mapakorovnon g oyéong
0PEALOVC-KIVODVOD TOV QUPOKEVTIKOD TPOTOVTOC. ZnTeital and Tovg EXayyEAUOTIES LYEING VA
avaPEPOVY OTOIEGONTOTE THOVOAOYOVUEVESG OVETIOOUNTEG EVEPYEIEG LEGH TOL EBVIKOV GUGTIOTOG
avapopdg Tov avaypdpetol oto [apdptnua V.

4.9 Ymepdoocoroyia

H vrepdocoloyio Tov apixaban evééyetar va mpokaAiésel vynAotepo Kivéuvo apoppayiog. nv
TEPITTOOT AUOPPAYIKDV EXTAOKODV, 1 Ogpameio Tpémel va dtokomel Kot va diepguvn el ) Ty g
aoppayiag. Oa mtpénel va eetaotel 1 Evapén katdAining Oepaneiag, Y., XEPOVPYIKT AUOGTACON 1
1 UETAYYION PPECKOL TAYMUEVOL TAAGLOTOC 1] 1] YOPNYNON EVOC TAPAYOVTO AVAGTPOPTC Y10 TOVG
ovaoTOAElg TOL TapdyovTa Xa.

Ye eheyyOUEVEG KMVIKEG EAETEG, TO AIO TOL GTOLOTOG XOPTYOLLEVO apixaban oe vym dtoua oe
dooeig Twv 50 mg nuepnoing yuo 3 £wc 7 nuépec (25 mg dvo eopéc nuepnoing (bid) yia 7 nuépsg 1
50 mg wia opd nuepnoing (0d) yia 3 nuépeg) dev enépepe Kapio KAVIKG ONUAVTIKY OVETIOOUNTY
EVEPYELQL.
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e vy dropa, 1 xopnynon evepyod dvBpaxa 2 kot 6 dpeg petd v kotdmoon ddong 20 mg apixaban
ueimoe ™ péon AUC tov apixaban kotd 50% kot 27% avtictoya Kot dgv giye kapio enidpacn ot
Cmax. H péon nuiceia {on tov apixaban peiddnke and 13,4 opeg 6tav to apixaban yopnyndnke
pepovouéva oe 5,3 dpeg kat 4,9 dpeg avtiotoyya, 0Tav Yopnynonke evepyodc dvOpakag 2 Kot 6 mpeg
petd to apixaban. Zuvendg, | yopfynon evepyov avOpaka o propovce va gival ypnoyn oty
QVTILETOTION THG VITEPdOcOLOYiaG e apixaban 1 g tuyaiog katdroonc.

[No kataotdoelg 6Tig OMoieg AMOLTEITAL AVAGTPOPT TNG AVTITNKTIKNAG OPAGTIKOTNTAG, AOY®
ameAnNTIkng yio ) {on N U eAeyyopevng apoppayiog, eival dtabécipog évag mapdyovtog
AVOGTPOPNC Y10 TOVE OVAGTOAELS TOV apdyovta Xa (PA. mapdypaeo 4.4). Mmopei eriong va
e€eT0oTEl TO EVOEYOUEVO YOPNYNONE CLUUTVKVOUATOV TOV cuprAéypotog Tpobpoupivng (PCC) 1
avacvvdvacuévov topdyovta Vila. H avactpoen tov oppakoduvapukody entdpdoemy Tov apixaban,
OMOG amodeiynke amod TIc eTaforég Tov mapatnpnOnkay 6t dokpacio Tapaywyng OpouPivine, ntav
€kdNAN 670 TEAOG TNG EYYVONG KOl EPTAGE OTIC OPYIKES TIUEG EVTOC 4 mpdV PETA TNV Evapén
yopnynong evog PCC 4 mapaydviov pe éyyoon 30 Aentdv og vym dropa. QoT1060, SV VIAPYEL
KAvikn| epmeipio pe ) ypnon npoidviwv PCC 4 mapaydvimv Yo Ty avacTpoen TG opoppayiog oe
dropo wov £yovv AaPet to apixaban. Eni tov mopdvtoc, dev vITapyEl EUTEPI0. ™G TPOG TN YPNoN
avacvvdvacuévov topdyovta Vlla og dropa mov Aaufdvovv apixaban. @o pmopoloe vo eEETooTEL 1
TEPIMTOOT EMAVAYOPNYNONG ovacuvdvacuévou topdyovta VIla kat va yivel ithomoinon avdioya pe

v e&€MEn g arpoppayiog.

Avdiroya pe v tomikn debecipudtnra, Bo tpénet vo AneBel vrdym 1 YvopodOTNoN VOGS EIOIKOL GE
Oéuato mNKTIKOTNTOG TNV TTEepinton peilovog apoppayiog.

H owpokdBapon peimoe v AUC tov apixaban katd 14% og dropa pe veppikn voco TeEAKoD 6Tadiov
(ESRD), 6tav yopnynonke o epdna& 66om apixaban 5 mg and to otopa. Qg ek tovTOL, N
alpokdOapon dev eitvar THavo va amotedel Evo OTOTELEGUATIKO TPOTO AVTIUETOTIONG VITEPOOGOAOYIOGC
ue apixaban.

5. DOPAPMAKOAOTI'IKEX IAIOTHTEX
5.1 ®@appokodvVVopPIKES IOLOTNTES

Ddappokobepanevtikn katnyopio: AvtifpoufmTtikol TopayovTeg, GUECOL AVAGTOAEIS TOV TOPAYOVTOL
Xa, kwdwog ATC: BO1IAF02

Mnyovicuog dpdong

To apixaban givat évog 16yvp0og, 0d TOV GTOUATOC YOPNYOVUEVOS, AVUGTPEYILOC, AUEGOC KOl
Woitepa EMAEKTIKOC OVUOTOAENG TOV EVEPYOD KEVTPOL TOL Ttapdyovto Xa. Agv amatteitol
avtiBpoufivn I yuo Ty avtiBpoufwtiky dpdon. To apixaban avactéddel Tov eledBepo Kat TOV
decpevpévo oto Opoppo mopdyovo Xa ko T dpdon g tpobpoufivaonc. To apixaban dev €xet
Gueoeg eMOPACEIS 6T GLYKOAANOT TOV OUOTETOA®V, OALA OVAGTEALEL EPUESH TNV TPOKAAOVUEVN
amd v Bpoufivn cvuykdAnon Tov aponeTodiov. Avactéldovog Tov mapdyovta Xa, o apixaban
wpoAapPavel T dnpovpyio OpopPivng ko v avdmtoén Bpoupov. Iporkhvikéc pedétec Tov apixaban
0€ MEPAATIKA LOVTELD £XOVV amodei&et avTiOpopufoTiKy dpacT GtV TPOANYT TG APTNPLOKNAG KOt
QAP OpOUPOONC GE TPOGTUTEVTIKEC Y10, TNV OULUOGTOCT| OOCELS.

DaprokoduvaKE EMOPACELS

O1 pappokoduvouikés emdpdoelg Tov apixaban avtikoromtpilovv tov unyovicpd dpdong tov
(avaotoAn Tov FXa). Q¢ anotélespa tng avactolng tov FXa, to apixaban exiunkovel Toug xpovoug
oe e€etdoeic méEng Tov aipatog 6mwg o ypovog tpobpouPivig (PT), To INR kot o ypdvog
evepyomompévng pepikng Opopporiactivig (aPTT). Ot aAlayéc Tov TopatnPodVIaL G€ OVTES TIG
e€etdoelg TENG TOL OHATOC GTNV AVOLEVOLEVT] BEpOTTEVTIKT 0OOT VOl PIKPEC KOl VTOKEVTOL GE
VYNAS Babud petafAntodtnToc. Agv GUVICTOVTOL Y10 TNV AE0AOYNON TOV POPUOKOSVVOULIK®OV
emdpaoemv Tov apixaban. Xtn doxpacio mapaymyng Bpoufivng, to apixaban peimoe to evdoyevég
dvvaptkd g Bpoppivne, Evav deiktn pétpnong g tapaywyng Opoupivng oto avBpdmivo mAdcpa.
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"Eyet amodeybei emiong n dpdon Tov apixaban kotd tov IMopdyovta FXa péowm g peioong mg

evlopkng dpaong tov [apdyovra Xa oe moAlamAd eumopikd deiypata avti- [Hoapdyovtoa FXa, wotdco
TOL OTOTEAEGUATO, OLOPEPOVY PETAED TV dEYIATOV. Agdopéva amd KAVIKES HeAéTeg etvar dtabéoipa
uévo yua Tnv Rotachrom® Heparin ypopoyovo dokipacio. H Spdon xotd tov Mapdyovta FXa
TOPOVOLALEL [io OTEVY] GUEST] YPUUUIKT OXECT LE TH CLYKEVTPMOOT TOL apixaban oto midopa, 1 omoia
QTAVEL OTIC PEYIOTEG TYEG TN OTIYUN TOV UEYIOTOV GLYKEVTIPMGE®Y TOL apixaban oto mAdoua. H
oyéon peta&d g ovykéVIpmong Tov apixaban oto mhdopa kot tng dpdong katd tov IMapdyovra FXa
givan oxeddv ypoppukn og éva evpd paopa ddcemv apixaban.

O IMivakag 3 Tapaxdtm deiyvel Ty TpoPiendpevn £kBeon oe otabepn| KatdoToor Kot Tn dpdon Katd
tov [Tapdyovta Xa yio kéOe Evdeiln. e acbeveic mov Aappdavovv apixaban yio tnv tpdinyn me POE
KOTOMY EYYEIPNONG ATOKATAGTOGNG 10YI0V 1 YOVOTOC, TO OTOTEAEGLLOTO OTTOJEIKVOOVV L0,
dtakvpaven pikpotepn and 1,6-popég ota péyiota emg ehdyiota enineda. e acbevelg pe un
BaAPidikn koAmikn poppapvy Tov Aaufdvouy apixaban yio v TpdAnyn ayyelakod yKEPAAKOD
EMEIGOO10V KOl GUGTNUATIKNG EULPOANG, TO ATOTEAEGLOTO KATAOEIKVOOLV Lo SIOKOUAVOT] JKPOTEPT
amd 1,7-popéc ota. péytota émg erdyiota enineda. Xe acheveic mov Aaufdvouv apixaban yio
Bepaneio g EBOO kot g I1E 1 v tnv mpdinym vrotponidlovcag EBDO won I1E, ta
OTOTEAECLLOTO. KOTOOEUKVOOLV [0l SIOKVILOVGT) LKPATEPN OO 2,2-(0pEc OTA LEYIOTO £10C EAYLOTA
emineda.

- 3: IpoPremopevn £k0son oc apixaban o€ otabepn} KoTdoTOoN Kot dpaon katd Tov Mapayovra Xa

Apix. Apix. Méywotn dpdon Apix. katd | EAlayietn dpdon Apix. kotd
Crmax (NG/ML) | Cumin (ng/mL) | Tov Hapdyovra Xa (1U/mL) | Tov Hapdyovra Xa (1U/mL)

Mdpeocog [5°, 95° Exatootnuopio]

n e POE: cxlsktikn eyyeipnon amoKoTaoToonS 1oyIov 1] YOvaTog

015 Mepnoing

77[41,146] | 51[23,109] 1,3[0,67, 2,4] 0,84 [0,37, 1,8]

1 QYYELOKOD EYKEQAAIKOD ETEITOOIOV KOl gVOTNUATIKNC guffornc: MBKM

Wl 123 [69, 221] 79 [34, 162] 1,8[1,0, 3,3] 1,2 [0,51, 2,4]
oleg
C NUePNoimC 171191, 321] 103 [41, 230] 2,6 [1,4,4,8] 1,5[0,61, 3,4]

0. s EB®O, Ogporeio g IIE kou mpoinyn vrotpomiclovoas EBDPO ka1 IIE (Osporecio POE)

SiIg nuepnoiog |67 [30,153] | 32 [11, 90] 1,0 [0,46, 2,5] 0,49 [0,17, 1,4]
“nuepnoiog | 132[59,302] | 63[22,177]  |2,1[0,91,52] 1,0 [0,33, 2,9]
1 C 251[111,572] |120[41,335] |4,2[1,8,10,8] 1,9 [0,64, 5,8]
0G

*[TAnBvopog Tpocappocuévng d6omg, Paoel 2 ex Tv 3 kpurnpiov peimong 666G oTn HEAETN
ARISTOTLE.

IMapd to yeyovog 6t ) Bepomeia pe apixaban dev amottel taktikn mopakoiovdnon g ékBeong, Evag
Babuovounuévoc mocotikdg Eleyyog tov avti Xa [lapdyovta pmopei va givar ypioyog oe eEopeTiKeg
KOTAGTACELS OTIS OTOieC 1) yvdon tng £kbeomng og apixaban pmopei va fondioet oty evnuépwon
KAMVIK®V 0moQACGEWDY, T.Y., VTEPOOGOAOYIN KL EXEIYOLGO YEPOVPYIKT EXEUPOCT.
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KAwvikn ommoteAeCUOTIKOTITO KOl 00 QAAELD,

Hpolnyn e POE: exlextikn eyyeipnan amokardotaons 100 1§ YyOVATOS

To khvikd mpdypapo Tov apixaban oyedidotnke yio vo amodely0ei 1 0moTEAECUATIKOTITO KOl 1)
ac@dleto Tov apixaban oty TpoAnymn g POE ot éva peyddo vpog VMKV ac0EVOV, 01 0Toiot
vroPaAlovtay Ge EKAEKTIKY EYYEIPNOT AMOKATAGTOOTS Y10V 1] YOVATOG. ZUVOMKA TVY oo KoV
8.464 acbeveig oe dv0 KOpieg, SMAG TVPEAEG TOAVEBVIKEG PeAETES, 01 OTTOlEg GLYKPIVAVE TNV GO TOV
otopatog yopnynon apixaban 2,5 mg 6vo gopég nuepnoing (4.236 aobeveic) 1 evo&amapivng 40 mg
uio popd nuepnoing (4.228 acbeveic). e avtong cupneprappdavovrav 1.262 acbeveig (618 otv
opdda tov apixaban) nlkiog 75 etmv M peyarvtepot, 1.004 acbeveic (499 oty opdda tov apixaban)
pe yopmio copotiko Bapog (< 60 kg), 1495 acbeveig (743 oty opdda tov apixaban) pe BMI

> 33 kg/m?, ko 415 acBeveic (203 otnv opddo tov apixaban) pe pétpia vegpiky ducietrtovpyio.

H perém ADVANCE-3 mepiehappave 5.407 acbeveig o omoiot viofdAloviay e eKAEKTIKN
eyyeipnon amoxardotaong woyiov kot 1 perétn ADVANCE-2 nepiehdpupave 3.057 acbeveig ot omoiot
vroPdAlovtay oe EKAEKTIKN eyyelpnon amokatdotoong Yovatos. Ot acheveig EaPav gite amd Tov
OTOLOTOG XOpNYoLEVO apixaban 2,5 mg dvo popéc nuepnoing eite LVITOSOPIME YOPNYOVUEVT
evo&amapivn 40 mg pia popd nuepnoing. H tpdt d6on apixaban dwvotav 12 émwg 24 dpeg petd myv
gyxeipnon, evd n yopnynon evo&amnapivng Eekivovoe 9 éwc 15 dpeg mpwv v eyyeipnon. Toco 1o
apixaban 6co kot 1 evoamapivn divovay yio 32-38 nuépeg otn pelétn ADVANCE-3 kot yuo 10-

14 nuépec ot perétn ADVANCE-2.

Bdoet tov 10tpiko 16Toptkod TV acbevav otov vd uedétn TAnbucud tov peretov ADVANCE-3
kot ADVANCE-2 (8.464 acbeveic), o 46% ciye vaéptoon, to 10% ciye vrepAumdoipio, to 9% eiye
SwaPn kar to 8% eiye otePaviaio vOGO.

To apixaban ftav 6TaTIoTIKG avVAOTEPO GT LEIMGT TOV KHPLOL KOTOANKTIKOD onueiov, £va chvOETo
oAV TV encicodinv POE/Bdvatog omotaconmote artioloyiog Kot Tov KATAANKTIKOD onpeiov g
peifovoc POE, éva cuvbeto eyydc ev tm Pdbet prefumc Opoufwong (EBPG), un Bavatmedpov
[Mvevpovikng Epupoing (ITE) kot Bavdtov mov oyetiletar pe POE g cOykpion pe tnv evo&amapivn
OTNV EKAEKTIKT EYXEIPNOT OTOKATAGTAGNC TOGO TOV 16Yi0V 660 Kot Tov Yovarog (BA. TTivaxa 4).

Hivokog 4. ATOTEAECUOTO OG TPOS TNV UTOTELECUATIKOTN T 010 KOpLeg peréreg oaong 111

Mgeiét ADVANCE-3 (1oyio) ADVANCE-2 (yo6vato)
Ogpameio TG HEAETNG Apixaban | Evoamapiv | Tyunq p | Apixaban | Evo&omopiv | Ty p
Adom 2,5 mg and n 2,5 mg and n
Abpkela Oepomeiog TOV 40 mg TOV 40 mg
OTOMOTOG | VITOdOPIMC OTOUATOS | VTOJ0PImG
300 Qopéc pio popd V0 POPEC pio popd
nuepnoing | nuepnoing nuepnoing | nuepnoing
35%3 35+3 12+2 12+2
NHEPES NHEPES NUEPES NHEPES
Yvvoikny POE/Bdvatog 0motacdnmote attiohoyiog
Ap1Opog 2711.949 74/1.917 1471976 243/997
TEPIOTOTIKDOV/ 1,39% 3,86% 15,06% 24,37%
VITOKELUEVAOV
avoloyia < 0,000 <0,000
[Tepiotatikov 1 1
2yeTikog Kivouvog 0,36 0,62
95% ClI (0,22, 0,54) (0,51, 0,74)
Meilov OOE
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Meiét ADVANCE-3 (1oyio) ADVANCE-2 (yovato)
Ap1Bpog 10/2.199 25/2.195 13/1.195 26/1.199
TEPIOTOTIKDV/ 0,45% 1,14% 1,09% 2,17%
VITOKEUEVAOV
avoroylo 0,0107 0,0373
ITeprotatikov
YyeTIKOG Kivouvog 0,40 0,50
95% CI (0,15, 0,80) (0,26, 0,97)

Ta xatoAnktikd onpeio acedielag g peilovog arpoppayiag, To ochivleto ¢ peilovog Kot g
KAvika onuoavtikng pn peilovog (KEMM) arpoppayiog, kaBdc Kot TG GUVOAIKNG GLLOpPOyiog
£de1&av TapOUOL0, TOCOGTA Yo ToVG acbeveic vd Bepameia pe apixaban 2,5 mg og 6Oykplon pe v
evo&amapivn 40 mg (BA. Iivaka 5). e A0 Ta KPITHPLO OG TPOG TNV OLLOPPOYic GOUTEPIANPONKE 1
opoppayio oto onueio g eyxeipnonge.

[Tivakag 5: AmoteAéopata g Tpog TV opoppoyio omd Kupieg peaéteg odong I1*

ADVANCE-3 ADVANCE-2
Apixaban Evo&amapivn Apixaban Evo&amapivn
2,5 mg and Tov | 40 mg vmodopimg 2,5 mg and Tov 40 mg vrodopimg
oTopaTOg 600 pio popd GTONATOG dVO POPEG pio popd
POpEg npepnoing npepnoing nuepnoiog
nuepnoing 35 £ 3 nuépeg 12 + 2 nuépeg 12 + 2 nuépeg
35 £ 3 nuépeg
>Hvoro VIO n=2673 n=2.659 n=1.501 n=1.508
Oepamneia
Hepiodog Ospanciog?
Meilwv 22 (0,8%) 18 (0,7%) 9 (0,6%) 14 (0,9%)
Bavatneopog 0 0 0 0
Kopro + KEIMM 129 (4,8%) 134 (5,0%) 53 (3,5%) 72 (4,8%)
Oheg 313 (11,7%) 334 (12,6%) 104 (6,9%) 126 (8,4%)
Meteyyepyriy nepiodog Ospanciog
Meilwv 9 (0,3%) 11 (0,4%) 4 (0,3%) 9 (0,6%)
BOavotneopog 0 0 0 0
Kopio + KIMM 96 (3,6%) 115 (4,3%) 41 (2,7%) 56 (3,7%)
Oheg 261 (9,8%) 293 (11,0%) 89 (5,9%) 103 (6,8%)

* ¥ Ol TO KPLTNPLOL (OC TTPOG TNV GLUOppayioe cuUTEPIANEONKE 1 arpopparyio 6To onueio g

gyyeipnong

M IeplopBéver epiotatid mov cuvéPnoay uetd v mpdt ddon evolamapivng (Tpv v eyyeipnon)
2 TTeprhopBével Tep1oToTicd mov GLVEPNGAY PeTd TNV TpdT 60T apixaban (uetd v eyyeipnon)

O1 GUVOAIKEC GLYVOTNTEG EUPAVIOTG AVETIOOUNTOV AVTIOPACE®Y CUOPPYIOG, OVOLIOG Kot U
(QLGLOAOYIK®V TIUDV Tpavoapvac®dy (1., exineda ALT) Ntov aptOuntikd yauniotepeg o aobeveic
nov AauPovay apixaban cvykpitikd pe v evooamapivn oe uekéteg edong I ko I og exhektiKn
EYXELPNOT ATOKATAGTAGNG 10YI0V KO YOVOTOG.
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21N HeAET eyYElPNONG OmOKOTAGTAONG YOVATOC, KATE TNV Tpokabopiouévn didpketo, Oepamnsiag,
dayvocnkav 4 neplotatikd TVELHOVIKNG EUPOANG 6TO 6KELOG Tov apixaban évavtt kavevog
TEPIGTATIKOD 0TO OKEAOG TNG evoamapivine. Agv pumopel va do0ei kamota e€nynon yia avtd tov
VYNAOTEPO 0POUO ELLPAVIONC TVEVUOVIKTG EUPOANG.

Llpdinwn ayyeroxod eykepalikod exe1o00iov Koi cLOTHUATIKNG eufolnc o 0o0evelc ue un fatfiown
xoAmixn popuopvyn (MBKM)

Yvvorkd 23.799 acbeveig tuyaromomOnkoy 6to kKAviko mpdypoppe (ARISTOTLE: apixaban évavtt
Bapoeapivne, AVERROES: apixaban évavti ASA) cuumepilapfovopévov 11.927 tov
ToyooromOnkav og apixaban. To mpdypapLpo oYESAGTNKE Yo VoL KOTASEIEEL TNV AMOTELEGHATIKOTNTO
Kot as@AAELa TOL apixaban oty TpOANYN OyYEIKOD EYKEPAAIKOD EXEIGOSIOV KOl GLOTNUATIKNG
eupoing oe aobeveic pe un Parfiown koimkn pappapvyn (MBKM) kot évav 1| mepiocdtepovg
TPOGHETOVG TOPAYOVTEG KIVOUVOL OTTMG:

. TPONYOVUEVO EYKEPAAKO Oy YELOKO EMELGOO0 1| TAPOSIKO 16y apKS enelcddo (TIA)
. niio > 75 gtmdv

. VIEPTOOT

. COKYOPMONG dafnng

. ocvumToOpatiKy Kopdakr averdpkelo (Katyopio > I katd NYHA)

Merétn ARISTOTLE
2 peiét ARISTOTLE, cvvohd 18.201 acBeveig TuyotomomOniay e SmAd TopAn Oepaneia pe
apixaban 5 mg 6vo @opéc nuepnoing (1 2,5 Mg 600 opés Nuepnoing o€ emheyuévong acbeveic

[4,7%], BA. mopdypago 4.2) 1 Bapeapivn (emBountd edpog INR 2,0-3,0), o1 acBeveic extédnkay ot

OpaoTikn ovoia TG LEAETNG Yo éva Léso ypovikd ddotnue 20 pnvav. H péon niwia rav 69,1 etov,
N uéon Pabporoyic CHADS; fitav 2,1 kot o 18,9% tev achevav iyoav mponyodUevo ayyelKo
EYKEPOAKO EMEIGOO10 N TAPOOIKO IGYULUIKO ETELGODIO.

1t peAétn, to apixaban mETuye GTATIGTIKG GNUAVTIKY avOTEPOTNTA 6TO KOPLO KATAANKTIKO oNuUEio
TPOANYNG AYYELOKOD EYKEPUALKOD EMEIGOOI0V (CLLOPPAYIKOD 1 IGYALLUKOD) KOl GUGTNUATIKNG

euporng (BA. IMivaxa 6) og ohykpion pe ™ Papeapiv.

[Mivakog 6: ATOTEAEGUATO (OC TPOG TNV ATOTEAEGLATIKOTNTO G ACOEVEIG [1E KOATIKY LOPUOPLYT OTN

ueAétn ARISTOTLE
Apixaban | Bapapivn | Avaloyio kKivévvou
N=9.120 N=9.081 (95% CI) T p
n (%/étoc) | n (%/étoc)
Ayyeloxo eyKe@oAMKO ETEIGOO10 1| 212 (1,27) 265 (1,60) 0,79 (0,66, 0,95) 0,0114
GUGTNUOTIKT EUPOAN
Ayyeloxo eyKe@oAkd ENEIGOO10
Ioyayuko M pn 162 (0,97) 175 (1,05) 0,92 (0,74, 1,13)
TPOCIOPIoUEVO
Aopparykd 40 (0,24) 78 (0,47) 0,51 (0,35, 0,75)
2VOTNUOTIKY ELPOAN 15 (0,09) 17 (0,10) 0,87 (0,44, 1,75)

INa tovg acbeveig mov TuyaonomOnKav oe Aym Papeapivig, To S1GUECO TOGOGTO TOV YPOHVOL EVTOG
T0V Oepamevtikov gvpovg (TTR) (INR 2-3) Nrav 66%.

To apixaban enédeife peimon Tov ayyelokoh eyKeQOAMKOD EMEIGOSI0V Kol TG GLGTNUOTIKAG EUBOANG
o€ oVyKplon Ue TN Papeapivn oe Ola To dapopetikd enineda Tov T TR tov kévipov. Eviog tov
vyNnAdTEPOL TETAPTNUOPLOL TOV TTR ovppova pe 0 Kevipo, n avaroyio kKvdbvov yio to apixaban
évavtt Bapeapivne frav 0,73 (95% Cl, 0,38, 1,40).
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E&etdomkav To Bactkd dgvtepedovta KaToANKTIKA onpeio peilovog apoppayiog kot Oavatov
OTMOL0GONTOTE OLTIOAOYI0G GE Hia TPOKABOPIGUEVT] GTPATIYIKT LEPAPYLKDV SOKIUMV Y10 TOV EAEYYO
TOV GUVOAKOD COAAUATOG TUTTOL 1 6TN PEAETT). ETATIGTIKG ONUOVTIKY OVOTEPOTNTA EMITEDYONKE
emiong oto Pacikd dgvtepedovTa, KATOANKTIKA onpeio TOG0 yia T peilova apoppayic 660 Kot yio To
Bdvoto onotacdnmote arttoroyiog (BA. ITivaka 7). Me ) Bektimon g mapakorovdnong tov INR, ta
TOPOTNPOVLEVO. OQEAN TOV apixaban og cykpion pe ™ PBoapeopivn avaopikd pe to Bavarto
OTOL0GONTTOTE OIITIOAOYIOG LELDVOVTOL.

Mivaxag 7: Agutepevovia KATUAKTIKA onpeio 68 ao0gveic pe KOATIKN poppropuyr) ot peréTy
ARISTOTLE

Apixaban Bapoapivy Avadoyio Kivddvov | T p
N =9.088 N =9.052 (95% CI)
N (%/étoc) n (%/¢étog)
Awoppayikég ekfaocelg
Meilwv* 327 (2,13) 462 (3,09) 0,69 (0,60, 0,80) <0,0001
Oavor 10 (0,06) 37 (0,24)
neopog
Evdokp 52 (0,33) 122 (0,80)
évia
Meilov + 613 (4,07) 877 (6,01) 0,68 (0,61, 0,75) <0,0001
KEMMf
Oleg 2.356 (18,1) 3.060 (25,8) 0,71 (0,68, 0,75) < 0,0001
AOTA KOTOANKTIKG oNuEio
Odavarog 603 (3,52) 669 (3,94) 0,89 (0,80, 1,00) 0,0465
OTMOl0GONTTOTE
alToAoyiog
‘Epopaypa 90 (0,53) 102 (0,61) 0,88 (0,66, 1,17)
LLoKapdiov

* H peiCov orpoppayia opifetor ovppova pe ta kprenplo s Aedvoie Etatpeiog yio ™ Opopupoon
ko TNV Awdotaon (ISTH).
T KAwvikd onpovtikd, un peilov

> pehém ARISTOTLE, to cuvolikd 10606T0 SLoKomg AdY® ovemBountov aviidpaoemy nTov
1,8% vyia To apixaban ko 2,6% yio ) Boapeapivn.

O1 ekPACELG ATOTELEGUATIKOTNTOGS Y10 TIC TPOKOOOPIGUEVES VTTOOUADES, CUUTEPIAAUPOVOUEVOV TNG
Babuoroyiag CHADS,, ¢ nAikiag, Tov copotikod Bapovs, Tov @OA0V, TNG KATAGTUONG TG VEPPIKNG
AeLTovpYinG, TOV TPONYOVUEVOL AYYELNKOD EYKEPUAIKOD ETEIGOSI0V 1| TOPOSIKOD IGYOULKOD
EMEIG0O10VL KOl TOL SLOPTN NTOV GOUPMOVEG PE TIG KOPLEG EKPACELG ATOTEAEGLLATIKOTITOG Y10, TO
oLVOAMKSO TANOLG O oV peeThONKE oTN HEAETT).

H enintoon pelldvov apoppayidv amod to yootpeviepko katd ISTH (cuurepiiapfavopévng g
OLLOPPOYING TOV AVATEPOL KOl KATDOTEPOV YOOTPEVTEPIKOD KoL TNG aptoppayiog tov opbod) ftav
0,76%/¢toc pe apixaban kot 0,86%/¢étoc pe Bapeapivn.

Ta amoteléopata yio T peilova apoppayio yio Tic TpokaopioUEVES VTTOOUAES,
ocvumeptropPavouévav g fadporoyiogc CHADS,, g nAikiog, Tov copotikod fApovs, Tov eOAOL,
NG KATACTOONG TNG VEQPIKNG AEITOVPYING, TOV TPOTYOVLEVOD OYYELOKOD EYKEPAUAKOD ENEIGOSIOV 1)
TOPOSIKOD 1GYALLUKOD ETEIGOSTIOV KO TOV ST NTOV COUP®VO UE TO OTOTEAECLOTO, Y10, TO
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oLVOAKO TANBLG O oV pedeThONKe oTN PEAETT).

Melérn AVERROES

¥ pekétn AVERROES cuvolikd 5.598 acbeveic mov BempnOnioy amd tovg epeuvntég akaTdAAnAoL
va, AaBovv Oepameio pe VKA toyatomomnkav og Ayn apixaban 5 mg dvo gopéc nuepnociong (M

2,5 mg dbo popéc nuepnoing og emheypévoug acbeveis [6,4%], PA. mapdypago 4.2) 1 ASA. To ASA
xopnynOnke amoé nuepnoing og 66om 81 mg (64%), 162 (26,9%), 243 (2,1%), 1 324 mg (6,6%)
cvupova pe v kpion Tov epguvntn. Ot acBeveig ekTéBnKOY 6TN dPAGTIKY OLGIA TG HEAETNG Yia Eval
péco ypovikd drdotnua 14 unvov. H péon nhkia ftav 69,9 etdv, n péon Badporoyic CHADS, ftav
2,0 ko 1o 13,6% tv acfevov gliyav TPONYOOLEVO 0YYELOKO EYKEPUAIKO ETEIGOJIO 1| TOPOSIKO
IGYOLUIKO ETELGOD1O.

Y10V¢ GLYVOLG AGYOVS aKaTaAANAOTNTAG Yo Ogparneia pe VKA ot perétn AVERROES
neprouPavoviay to mopakdte:  Aqyn petprioewv Tov INR ota (ntodueva dtuetpoto fTav
advvarn/anifavn (42,6%), o acBevig apvinke Bepomeio pe VKA (37,4%), Babporoyiac CHADS, = 1
Ko 0 yratpog dev ovvéotnoe VKA (21,3%), ava&lomiotio ac0evods og mpog v THpNnom Tev 0dnyidv
TV eapuakevtik®dv Tpoidvtov VKA (15,0%), kot dvokorio/avapevopevn duokolia oty
gnikovovio pe tov acbev og TepinTtmon eneiyovoag alhoyng g 60ong (11,7%).

H perém AVERROES dwokdnnke mpodipa Pdoet cvotacng amd v ave&dptn Enttpomn
[MopakorovOnong Aedouévov Aoym capmv evoeiewmy PHelmONE TOL AyYELNKOD EYKEQOALKOD
EMEIGOO10V KO TNG GUGTNUATIKNG EUPOANG Le £val amodeKTO TPOPIA ACPAAELNS.

¥ pedét AVERROES, 1o 6uvolikd 1060616 d10komig AOY® avemBountav evepysimv nrov 1,5%
v To apixaban kot 1,3% yio to ASA.

1 peAén, to apixaban mETuye oTATIOTIKG GNUAVTIKY avOTEPOTITA ®C TPOG TO KOPLO KOTOANKTIKO
onueio TPOANYNG ayyEIKoD EYKEPUAIKOD ETEIGOGI0V (ALUOPPOYIKOD 1] IOYOUIKOD 7| 1N

TPOOIOPIoUEVOL) 1 cvoTnroTKNG pPorng (BA. TTivaxa 8) oe chykpion pe to ASA.

Mivaxag 8: Kvpieg ekfacelg amoTeAeGLATIKOTITOS 6€ 0.60EVEIS IE KOATIKI HOPUAPVY 6T

uehétn AVERROES
Apixaban ASA Avodoyia
N = 2.807 N =2.791 KLvo0vov Ty p
n (%/étoc) n (%/étoc) (95% CI)
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AYYELOKO EYKEPAALKO 51 (1,62) 113 (3,63) 0,45 (0,32, 0,62) | <0,0001
EMELGOO10 1] GUGTNULOTIKY

epporn*
AYYEOKO EYKEPAALKO
enelcdo10
Ioyouuikd M pun 43 (1,37) 97 (3,11) 0,44 (0,31, 0,63)
TPOGOOPIoUEVO
Apopporyikd 6 (0,19) 9 (0,28) 0,67 (0,24, 1,88)
ZVoTNUOTIKY EUPOAN 2 (0,06) 13 (0,41) 0,15 (0,03, 0,68)
AYYEl0KO EYKEPAAIKO 132 (4,21) 197 (6,35) 0,66 (0,53, 0,83) 0,003

ENEIGO010, GUOTNUATIKN
guPoAn, Epppaypa

pvokoapdiov, | Bdvatog
oyyeloKg outiohoylog™’

‘Epopayua 24 (0,76) 28 (0,89) 0,86 (0,50, 1,48)
LooKapdiov
OGavoToG 0y YELOKNG 84 (2,65) 96 (3,03) 0,87 (0,65, 1,17)
otoloyiog
®dvoTog 0To1GONTOTE 111 (3,51) 140 (4,42) 0,79 (0,62, 1,02) 0,068
atiohoyiac’

* AZoloynOnke pe Pdomn tn oTpaTNyKn S0 KAV EAEYY®V TOV GYESIACTNKE Y10 TOV EAEYYO TOV
GUVOMKOV GQAALTOG TOTOV | TN peAérn.
T Agvtepebov KaTaANKTIKO onuEio.

Agv vIApYE OTOTIOTIKA GNUAVTIKT dlopopd oty enintoon ueilovoc apoppayiog peta&d Tov apixaban
kot Tov ASA (BA. TTivaka 9).

ivaxag 9: Awpoppayikd emerc6010 o ac0eveic pe kodmkny pappopoyn otn perétn AVERROES

Apixaban ASA Avaloyio KivdOvov T p
N=2798 | N=2.780 (95% CI)
N (%/étog) | N (%/ét0g)

Meilov* 45 (1,41) 29 (0,92) 1,54 (0,96, 2,45) 0,0716

Oavameopo, | 5 (0,16) 5(0,16)
n

Evdokpaviak | 11 (0,34) 11 (0,35)
o, N

Meiov+ KEMM+ 140 (4,46) | 101 (3,24) 1,38 (1,07, 1,78) 0,0144
Ol 325 (10,85) | 250 (8,32) 1,30 (1,10, 1,53) 0,0017

*H peifov apoppayio opiletor copemva pe ta kpreipla tng Atebvovg Etapeiag yio tn Opoupfoon
ko TNV Awdotaon (ISTH).
T Khvikd onpovtiko, un peilov

Adobeveic ue MBKM ue OX% 1j/kou wov vrofdrrovror oe PCI
H perémn AUGUSTUS, o avotkth, Tuyoomomuévn, EAEYYOUEVT LEAETT] LIE TTOPUYOVTIKO GYESUCUO
2 emi 2 evétoe 4.614 acbeveig pe MBKM ot omoiot giyov OXX (43%) 1/xon giyav vwopindei o PCI
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(56%). O)ot o1 acBeveic Adupavov Bepaneio vofddpov ue avactorén tov P2Y 12 (khomdoypéin:
90,3%) mov cVVTAYOYPUPHONKE COUEOVA LE TO TOTIKO TPOTLTO PPOVTIONG.

O1 aoBeveic ToyotomomOnkay yo £0g kot 14 nuépeg petd 1o OXE f/xon v PCI ot Ayn apixaban 5
mg dbo popéc nuepncing (2,5 mg dvo popég nuepnoimg, edv o acheviig TAnpovoe d00 N TEPIEGHTEPQL
KpLeipila yuo ) peioon g d6ong. To 4,2% éhaPe xauniotepn d6on) 1 VKA ko gite ASA (81 mg
pio eopd nuepnoimg) gite ewovikd papuako. H péon nikio nrav ta 69,9 £m, 1o 94% tov acbevov
7oL TVyoomomdnkay gixe Badporoyic CHA2DS2-VASC > 2, evd 1o 47% ciye Pabporoyic HAS-
BLED > 3. ' acBeveic mov tuyatonomdnkav ot Afyn VKA, 10 1060616 0V ¥pdvou £vidg Tov
Bepamevticod €0povg (TTR) (INR 2-3) frav 56%, pe to 32% tov ¥povov yauniotepa omd to TTR kot
10 12% vymAotepa amd to TTR.

O vprog okomdg g perétng AUGUSTUS Ntav n a&loAdynon g aoAAElos, e KOPLO KATUANKTIKO
onueio ™ peiCova arpoppayio kot ISTH 1 tnv KEMM apoppayic. Xtn odykpion Tov apixaban
évavti tov VKA, 10 10pro katainktikd onueio aopdrelag g peilovog apoppayiog katd ISTH 1 g
KEMM apoppayiog otov piva 6 mapovoidotke o 241 (10,5%) kar 332 (14,7%) acBeveig 610
okélog apixaban kot oto okéhog VKA, avrtictoyo (HR=0,69, 95% ClI: 0,58, 0,82, augirtievpo
p<0,0001 ywa T pn katwtepdTa kot P<0,0001 yio v avotepdtnta). I'io tov VKA, mpdcbetec
avaAdoelg pe T xpron vroopddwv ava TTR katédei&av 6Tt To VYNAOGTEPO TOGOGTO CLLOPPAYIDV
ovoyeTloTay pE To YounAdTepPO TETAPTNUOPLo ToL TTR. To 060016 apoppayldv NTOV TOPOUOL0
peta&H Tov apixaban kat tov vynAdTEPOL TETAPTNUOPioOL TOL TTR.

>t ovykpion ASA £vavTi EIKOVIKOU QApUAKOD, TO KOPLO KOTUANKTIKO GNUELD ac@AAELng TNG
ueilovog apoppayiog katd ISTH 1 tg KEMM oawoppayiog otov unve, 6 Ttopovcidotnke o€ 367
(16,1%) ka1 og 204 (9,0%) acbeveic oto okélog ASA Kot 6TO GKELOG EIKOVIKOD POPUAKOL,
avtiotoya (HR=1,88, 95% CI: 1,58, 2.23, apeirievpo p<0,0001).

Yuykekplpéva, o€ acbeveic mov AauPavav Bepameio ue apixaban, peiCove 1 KEIMM apoppayio
nopovoidotnke og 157 (13,7%) ko o€ 84 (7,4%) acbeveic 610 okéhog ASA Kot 6T0 GKELOG EIKOVIKOD
Qopuakov, ovtictoryo. Xe acbeveic mov AduPovay Oepaneio pe VKA, ueilova 1 KEMM aoppoyio
napovotdotnke o€ 208 (18,5%) ko g 122 (10,8%) aobeveic oto okéhog ASA Kol 6T0 GKEAOG
EIKOVIKOV Qapudrov, avtictorya.

O1 GAdeg emdpdoeig g Oepaneiog a&loAoynnkav g devtepebov GKOTOG TG LEAETNG, e chVOETA
KOTOANKTIKG onpeia. Xtn ovykpion Tov apixaban évavtt tov VKA, 10 6hvheto kataAnktikd onueio
T0V Bavdartov 1 g véag voonieiog mapovoidotnke o 541 (23,5%) kot og 632 (27,4%) acbeveic oto
okéhog apixaban kot oto okéhog VKA, avtictoyo. To chvBeto katanktikd onueio Tov Bavatov 1
TOV 1GYOLUIKOD EMEIGOO10V (AyYELNKO EYKEQPUAKO EMEITOD10, ELEPAYILA TOL LVOoKapdiov, Opoufmon
™G evdompdbeong N enciyovsa enavayyeiowon) tapovoidomke e 170 (7,4%) kou 182 (7,9%) acbOeveig
070 oKELoG apixaban kat oto okélog VKA, avtictoyo.

1 olyKkpiorn tov ASA £vavTl TOV EIKOVIKOD QUPUAKOL, TO GUVOETO KATOUANKTIKO onueio Tov Bavatov
1 g véag voonheiag mapovoildotke og 604 (26,2%) kot og 569 (24,7%) acbeveic 610 okélog ASA
KOl 6TO OKELOG ELKOVIKOD QOpPHAKOL, avTioTotyd. To cuvleTo KataAnkTikd onpeio Tov Bavdtov 1 Tov
LGYOLUIKOD EMEIGOOI0V (0yYELOKO EYKEQOAIKO EMEIGOO10, EUPPAYLLO TOL LVOKOPdiov, OpouPfwon g
evdompdbeong N emeiyovoa emavayyeinon) tapovoidotke og 163 (7,1%) ko oe 189 (8,2%) acOeveig
070 okéhog ASA Kol 6T0 GKELOG EIKOVIKOD (UPUAKOD, OVTIGTOLYO.

Aobsveic mov vrofidlloviol oe KopIlOUETOTPOTH

H perétn EMANATE, o molvkevipikn HeAéTn ovoikTng emtonpavong, copmepiédafe 1.500
acOeveic o1 omoiot gite dev glyav AaPel Tponyoduevn Bepameia e amd TOL GTOUATOS AVTITNKTIKA EiTE
elyav AaPer Tponyoduevn Oepameia yio AMyotepec omd 48 dpeg Kot Elye TPOYPUUUOTIOTEL VOl
voPAnBovv ce kapdopetoatponn yio MBKM. O acBeveig tuyaionombnkav o avaroyia 1:1 og
apixaban 1 nropivn kavn VKA yio thv gpoAnym kapdiayyelokdv coppaviov. [paypotorombnke
NAEKTPIKN KOV QOPUOKOAOYIKT KOPIIOUETATPOTN HETH amd TovAdyiotov 5 ddoeig apixaban 5 mg 6vo
popéc nuepnoing [f 2,5 mg dbo popic nuepnoing og emieyuévoug acbeveis (PA. mapdaypago 4.2)] 1
TOVAdIoTOV 2 MPEG UeTd amd doom eoptiong 10 mg [1 d6om edpTiong 5 Mg oe emAeypévoug acbeveic
(BA. moapdypago 4.2)], v amarteiton TpOIUOTEPT KAPSIOUETATPOTN. TNV opdda Tov apixaban, 342
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acBeveic Elafoav ddon poptiong (331 acbeveic Edafav T ddon tov 10 mg kot 11 acbeveic Edafav ™
doon tov 5 mg).

Agv mapovctdotniay oyyewkd eykeaiikd ensicodia (0%) oty opdda tov apixaban (n = 753), evod
nopovoidotnkay 6 (0,80%) ayysiakd eykepaAikd eneioddia oty opddo nrapivng kavn VKA

[n =747, oyeticodg kivduvog (RR) 0,00, 95% CI 0,00, 0,64]. ®dvatoc 0mo1acdNToTE ATIOAOYi0G
apokAnOnke o€ 2 acbeveic (0,27%) otnv opdda tov apixaban kot o€ 1 acOevn (0,13%) oty opdda
nrapivng kavn VKA. Agv avaeépnikoy copfdavto cuotnpatiking eppoins.

Yvpupavrta peiCovog apoppayiog Kot KAWVIKG onpoavtikig un peilovog (KEMM) aypoppayiog
apokAndnkav o€ 3 (0,41%) kou 11 (1,50%) acbeveig, avtiotorya, oty opdda tov apixaban, oe
ovykplon pe 6 (0,83%) war 13 (1,80%) acbeveic oty opdda nrapivng ko VKA.

AVT 1 SlepELVNTIKY HEAETN KOTEDEIEE GUYKPIGIUN ATOTEAEGATIKOTTO KO AGPAAELD LETAED TMV
opddwv Bepaneiag pe apixaban kot nrapivy kavn VKA, 6to mhaicto g KapdoUETOTpOTHS.

Ocporeio e EBOO, Ocpancio e IE kou mpoinyn vrotpomalovoas EBPO ko I[IE (Beporeio POE)
To kKhvikd mpdypappo (AMPLIFY: apixaban évavtt evo&anapivng/Bapeapivng, AMPLIFY-EXT:
apixaban évavtt eikovikoy apUAKoV) GXESIACTNKE MOTE VO, KATOSEIEEL TNV OITOTELEGLOTIKOTITO KOt
v ac@dAeio Tov apixaban yio ) Oepancio g EBOO xavn g ITE (AMPLIFY), kot yio Ty
napoateTopuévn Oepaneia yio v TpoAny” vrotpomialovcag EB®O ko I1E petd amd 6 g 12 univec
avTInKTikng oyoyng yio. EBO® kavn ITE (AMPLIFY-EXT). Kat ot 8bo pehéteg nrav
TUYOLOTTOMUEVES, TAPUAANA®DY OUAO®V, SITAL TVPAES, TOALEDVIKEC doKIUEC o€ aoBevelg pe
copnTopatiky gyyvg EBOO 1 cvpntopotikn ITE. Ola ta kOpla katoAnKTIKA onueio aspAaAclog Kot
OTOTEAECLATIKOTNTOG TEKUNPLOONKOY amd pie aveEApTnTN, TVPAOTOINUEVT ETLTPOTT).

Melétn AMPLIFY

¥t pedétn AMPLIFY cuvolkd 5.395 aoBeveic toyatonomnkay oe Ogpameia pe apixaban 10 mg
YOPNYOLLEVE 0Tt 6TOUATOC dVO POPEC NUEPNGIMG Y10 7 NuéPES, akoAovBoueva and apixaban 5 mg
xopMyovueve and otouaTog 600 Qopéc nuepncing Yo 6 uiveg, 1 oe Bepameia pe evo&amapivny 1 mg/kg
XOpNYoLEV VTOdOPLA dVO POPES NUEPNGIMG Yo ToLAdIoTOV 5 Nuépeg (néxpt INR > 2) kou
Bappapivn (embounto evpog INR 2,0-3.0) yopriyoduevn and otopatog yio. 6 punvec.

H péon nicia ftov ta 56,9 £t kot 1o 89,8% tmv tuyaiorompévov acbevav elxe anpdkinta
enelcod POE.

I"a tovg acbeveig mov TuyaomomOnkav oe AMjym Bapeapivie, To LEGO TOGOGTO TOV YPOHVOL EVTOG TOV
Bepamevticod €opovg (INR 2,0-3,0) frav 60,9. To apixaban 51 va peldveL To TOGOOTA
vrotponidlovcoc copntopotikng POE 1 Bavdatov oyxetilopevov pe POE cg OAa Ta S1opopeTIKG,
enineda Tov TTR tov Kévipov. Evidc tov vynAdtepov tetaptnuopiov tov TTR coupmva pe to
KEVTPO, 1 avoloyio Kivdbvov Yo To apixaban évavtt evo&amapivng/Papeapivng rtav 0,79 (95% Cl,
0,39, 1,61).

1 peAén, to apixaban kotadeiybnke og un Kotmtepo g evoéamapiving/Pappapivng oto
GLVOVLOGHEVO KVUPLO KATOANKTIKO oNUElo Tekunplopévng vrotpomidlovoag countopotiking POE (un

Bavatnedopog EBOO 1 un bavatneodpocg ITE) 1 oxetildpevov ue POE Bavatov (BA. Iivaxo 10).

Hivaxag 10:  ExBdosic amotereopoatikéotnrog oty peréty AMPLIFY

Apixaban Evo&amapivy/Bapoapivy YyeTKOG Kivouvog
N=2.609 N=2.635 (95% CI)
n (%) n (%)

26



Apixaban Evo&amapivn/Bapeapivn YyeTIKOG Kivouvog
N=2.609 N=2.635 (95% CI)
n (%) n (%)

DOE 7 Bavarog 59 (2,3) 71 (2,7) 0,84 (0,60, 1,18)*
oyeTLONEVOG LUE
DOE

EB®O 20 (0,7) 33(1,2)

ME 27 (1,0) 23 (0,9)

Odavatog 12 (0,4) 15 (0,6)
oYeTLOUEVOC LUE
OOE
DOE 1 Bd&vartog 84 (3,2) 104 (4,0) 0,82 (0,61, 1,08)
OTO10.GONTOTE
aitoroyiog
®OE 7 Bavarog 61 (2,3) 77 (2,9) 0,80 (0,57, 1,11)
oYeTLOUEVOC LUE
KapdLayyELOKT VOGO
DOE, Bdvatog 73 (2,8) 118 (4,5) 0,62 (0,47, 0,83)
oyeti{ONEVOG L
DOE 1 pellov
apoppayio

* Mn katdtePo 6€ GVYKpLon e v evo&amapivn/Bapeapivn (tyun p <0,0001)

H anoteleopaticdémmra tov apixaban oty apykr Oepaneio e POE ftav otobepn petald acdevov
nov £dafav Ogpaneia ya ITE [oyetikdc kivovvog 0,9, 95% Cl (0,5, 1,6)] 1 EB®O [oyetikdg Kivouvog
0,8, 95% CI (0,5, 1,3)]. H anoteAecpotikdtnTa 6€ OAEG TIG VIOOUAIES, CUUTEPIAUUPAVOUEVOV TOV
VTOOUAd®V NAkiag, VA0V, deiktn palag ocdpatog (AME), ve@pikng Aertovpyiag, EKTAoTG TOV JEIKT
I1E, 8éonc tov Opopupov EBDPO kot mponyouuevng TapevTeEPTKNG ¥pHoNe NTapivng, NTav yevikd
otabepn.

To k0p1o KataAnKTikod onueio acedieiag rav 1 peilov cpoppayio. Xtn pedétn, to apixaban frav
OTOTIOTIKA AVAOTEPO TNG EVOEATOPIvIS/ Pap@apivig O TPOG TO KOPLO KATUANKTIKO GNUEID ACPAUAELNG
[oyetcdg kivovvog 0,31, oo epmictoovvig 95% (0,17, 0,55), Tyun P <0,0001] (BA. Mivoxo 11).

Hivaxkog 11: Amoteriopato g tpog v arpoppayio otn perétn AMPLIFY
Apixaban Evotomapiviy/Bapga | LyeTikdg Kivovvog
N=2.676 piv (95% CI)
n (%) N=2.689
n (%)
Metlov 15 (0,6) 49 (1,8) 0,31 (0,17, 0,55)
Meilwv + KEMM 115 (4,3) 261 (9,7) 0,44 (0,36, 0,55)
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Apixaban Evoéomapivy/Bapoa | Xyetikog Kivovvog
N=2.676 pivn (95% CI)
n (%) N=2.689
n (%)
EAdcowv 313 (11,7) 505 (18,8) 0,62 (0,54, 0,70)
Oheg 402 (15,0) 676 (25,1) 0,59 (0,53, 0,66)

Ta mocootd tekunplopévng peifovog apoppayiog kot KEMM awpoppayiog oe omotodnmote
OVOTOLKO OTUEl0 NTaV YeVIKG yapnAdtepa otV opdda Tov apixaban og chykpion pe Ty opddo g
evo&omapivng/Bapeapivne. Tekumpiopuévn peilov apoppayio omd 1o yootpevteptko kot ISTH
napovotdotnke o€ 6 (0,2%) acbeveic mov AauPavav Bepomeia pe apixaban kai o€ 17 (0,6%) oe
acBeveic mov AdpPavav Bepaneio pe evoamapivy/Papeapiv.

Melétn AMPLIFY-EXT

¥t pedétn AMPLIFY-EXT ocvvolikd 2.482 acbeveig tuyatomomdnkov o€ Oepameio pe apixaban

2,5 mg yopnyodueva amd otdépatog 600 opéc nuepncing, apixaban 5 mg yopnyodeva omd GTOUATOC
V0 QOPEC NUEPTCIMG 1 E EIKOVIKO QAPLOKO Yio 12 uiveg HeTd TV ohokANpwon 6 éwc 12 unvav
APYIKNG OVTITNKTIKNG oy@yns. Amd avtovg, 836 acbevei (33,7%) cvpueteiyav ot pelétn AMPLIFY
TP TNV €yypaen toug otn peaétn AMPLIFY-EXT.

H péon niia ftov 56,7 étn kot to 91,7% tov tuyoatomomuéveoy acbevov giye ampoxinta ensicdoLo
DOE.

2T peAétn, kot o1 600 docelg apixaban Ntov GTATIGTIKA GVAOTEPES TOV EIKOVIKOD QOPUAKOV MG TPOG
TO KUPLO KOTOANKTIKO onpelo ovpuntmpotikng vrotpondlovcas POE (un Bavatmeopog EBOO 1 un
Bavoatnedpog ITE) 1 Bavdtov omotacdnmote artiodoyiog (BA. IMivaka 12).

Hivaxag 12:  ExPdacsig amotereopotikotnrog ot peréty AMPLIFY-EXT
Apixaban | Apixaban | Ewoviko YyeTikog kivouvog (95% CI)
PaproKo
2,5mg 5,0 mg Apix 2,5 mg Apix 5,0 mg
(N=840) (N=813) (N=829) EvavTi Evavty
ELKOVIKOV ELKOVIKOD
PUPRAKOV PUPIAKOV
n (%)
Yrotpomalovea 19 (2,3) 14 (1,7) 77 (9,3) 0,24 0,19
DOE 1 Bavarog (0,15, 0,40) (0,11, 0,33)*
OTO10.GONTOTE
attoroyiog
EB®O®” 6 (0,7) 7(0,9) 53 (6,4)
IE" 7(0,8) 4 (0,5) 13 (1,6)
®dvatog 6 (0,7) 3(0,4) 11 (1,3)
OTO10.GONTOTE
attoroyiog
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OOE

Apixaban | Apixaban | Ewoviko YyeTikog kivovvog (95% CI)
PapRoKo
2,5mg 5,0 mg Apix 2,5 mg Apix 5,0 mg
(N=840) (N=813) (N=829) £vavTl £vavTl
ELKOVIKOD ELKOVIKOD
PuppaKov QPoppdKov
Yrotpomalovca 14 (1,7) 14 (1,7) 73 (8,8) 0,19 0,20
®OE 1 Havarog (0,11, 0,33) (0,11, 0,34)
oyxeTLOUEVOG LUE
OOE
Yrotpomalovoa 14 (1,7) 14 (1,7) 76 (9,2) 0,18 0,19
®OE 1 Havarog (0,10, 0,32) (0,11, 0,33)
oYeTLOUEVOC LUE
KapdLayyELOKT VOGO
Mn Bavatnedpog 6 (0,7) 8 (1,0) 53 (6,4) 0,11 0,15
EBOO" (0,05, 0,26) (0,07, 0,32)
Mn Bavatnedpog 8 (1,0) 4 (0,5) 15 (1,8) 0,51 0,27
IE' (0,22, 1,21) (0,09, 0,80)
®dvatog 2(0,2) 3(0,4) 7(0,8) 0,28 0,45
OYETICOUEVOS g (0,06, 1,37) (0,12,1,71)

¥ T p< 0,0001

*To aoBeveig pe meprocoTepa amd £va cuuPfavia va cuUPAAAOVY 6TO GUVOETO KATAANKTIKO OTLElo,
avapépOnke uodvo 1o TpmTo GVUPAY (T.Y. €Gv évag cvupeTéy®v Tapovoicce EBDO kot otn cuvéyeia
[E, avoaeépbnie povo n EBOO)
TKa0e coppetéyomv pepovopévo Umopodce vo ToPOVGLAGEL TEPLGGOTEPO OO £V GUUPAVTO Kot Vol
avTurpoconevdel kot 6T 000 TASIVOUNCELS

H anoteleopatikdémmra tov apixaban oty mpdinyn vrotpomnig piag POE Siotnpridnke og Oreg TIC
VITOOUADEC, CUUTEPIAUUPOVOUEVOV TOV DTOOUAd®Y NAKiaG, @OAov, AME Kot VEQPIKNG AEtTovpYiag.

To kOp1o KaTtainkTikd onueio aceaielog nTov 1 peilov aoppayia 6T SLAPKELN TG TEPLOOOV
Oepameiag. Xtn pehén, n enintowon peiovog arpoppoayiag kat yia tig 600 ddoelg apixaban dev v
OTOTIOTIKA SIUPOPETIKT OTO VTN TOL EIKOVIKOD QOPUAKOV. AEV VTN PYE CTUTIOTIKG GTLLOVTIKY
dtpopd oty enintwon peiCovog apoppayiog + KEMM, ehdocovog apoppayiag Kot OAOV Tov
alpoppaydv petad Tov ouddmv apixaban 2,5 mg 600 @opic uePNGimS Kat TOL EIKOVIKOD Gapudikov

(BA. TTivoxo 13).

Hivaxag 13:  Amoteiéopato oc mpog Ty apoppayio otn perétny AMPLIFY-EXT
Apixaban | Apixaban Ewovixo XyeTikog kivovvog (95% CI)
PapRUKO
2,5mg 5,0 mg Apix 2,5 mg Apix 5,0 mg
(N=840) (N=811) (N=826) £VOVTL EIKOVIKOD £VOVTL EIKOVIKOD
PAPLAKOD QOPUAKOV
n (%)
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Apixaban | Apixaban Ewoviko Yyetikog kivovvog (95% ClI)
PappoKo

MzeiCov 2(0,2) 1(0,1) 4 (0,5) 0,49 0,25
(0,09, 2,64) (0,03, 2,24)

MzeiCov + 27 (3,2) 35 (4,3) 22 (2,7) 1,20 1,62

KXMM (0,69, 2,10) (0,96, 2,73)

EAdcowv 75 (8,9) 98 (12,1) 58 (7,0) 1,26 1,70
(0,91, 1,75) (1,25, 2,31)

Oleg 94 (11,2) 121 (14,9) 74 (9,0) 1,24 1,65
(0,93, 1,65) (1,26, 2,16)

Texpnpropévn apoppayio and to yaotpevtepikd katd ISTH napovoidotnke og 1 (0,1%) acbevi Tov
éhaPe Oepomeio pe apixaban otn 660om TV 5 Mg 6V0 Popég nuepNoimg, oe kavévav achevn otn d0om
v 2,5 mg 6o popéc nuepnoing kot og 1 (0,1%) acbevi mov Elofe Oepaneio pe EKOVIKO PAPLOKO.

Howwarpikde tAnfvouodc

Agv vmapyet kopio eykekpiuévn moidiotpikn évosién (BA. mapdypapo 4.2).

Hpolnyn POE oe moudiazpixoic aobeveic ue oleio Aeupoflocuxn Aevyawuio i Asupofiactiko
Aéupawuo (OAA, AA)

> pekétn PREVAPIX-ALL, cvvolkd 512 acBeveic nlikiog >1 émg <18 etddv veodiayvaoouévorl pe
OAA M AA, ot ontolot vroPariovtay og ynpeodepaneio epOS0L CLUTEPIAAUPOVOLLEVIC
QOTOPUYIVACT|G LEGH UIOG LOVIUNG CLOKEVNG KEVIPIKNG QAERIKNG TpdoPacnc, TuyatorodnKay o
avaroyio 1:1 pe avoiktig emonuavong Opouforpo@ulaktikn aywyn e apixaban 1 v kabiepopévn
Bepancia (ywpig cvoTnrOTIKY ovTITNKTIKN aywyn). To apixaban yopnynonke cbupova pe éva oynua
otabepng 660mG, oe Pabuideg GVOUPOVO LE TO COUATIKO BAPOC, OYESAGUEVO Yia TNV 0TOS00T)
exbéceV GLYKPICIUOV UE EKEIVES TTOV TOPATNPOVVTOL GE EVIAIKEG TTOVL £x0uV AdPel 2,5 Mg dVo popég
mv nuépa (PA. Iivaxa 14). To apixaban mapacyébnke pe ™ popen diokiov 2,5 mg, dickiov 0,5 mg 1
nooov draAvpatog 0,4 mg/mL. H didpeon dudpkeia ékBeong oto okéAog Tov apixaban nrav

25 nuépec.

IMivaxog 14: Aocolroyia apixaban ety perétn PREVAPIX-ALL

Evpog Bapovg Xpovooraypaoppa 66ong

6 éw¢ <10,5 kg 0,5 mg b0 @opic v nuépa

10,5 émw¢ <18 kg 1 mg dvo popég v Nuépa

18 émg <25 kg 1,5 mg Yo @opéc v nuépa

25 ¢m¢ <35 kg 2 mg 800 QopEc TV NUEPA

>35 kg 2,5 mg 600 Qopég v Nuépa

To K0p10 KoTaANKTIKO oNUEl0 OMOTEAEGUATIKOTNTAG TAY £V, GOVOETO OMOTELEGUA TEKUTPIOUEVNG
CUUTTOUOTIKNG KOl OCLUTTOUOTIKNAG U Bavoatnedpag v To Pabel pAefikng Opoufmong, Tveuprovikng
euPoins, BpduPwong Tov eyKePaALKOD PAEPIKOV KOATOL Kot Bavdatov oyetilopevou e eAERIKN
OpopposuPforn. H enintmon tov khHp1ov KATOANKTIKOD GNUEIOL 0mOTELECUATIKOTNTOC TOy 31
(12,1%) oto oxéhog tov apixaban évavti 45 (17,6%) oto oxéhog g kabiepmuévng Bepomeiog. H
Ul TOL GYETIKOD KIVOUVOL dEV EPTUCE G GTATIOTIKA CNUOVTIKO EMITEDO.
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Ta, koToAnkTikd onueio ac@dieiag tekunpr@nkay copeova pe to kprrmpla ISTH. To kopio
KOTOANKTIKO onpeio aopdAsiag, n peilov apoppayia, tapovsidotnke oto 0,8% tov acBevov 610
KGO oréhog Oepameiag. Aypoppayio KEMM napovcidotnke o 11 acOeveic (4,3%) oto okéAog Tov
apixaban kot o€ 3 acbeveic (1,2%) 610 okéhog TG kKabiepouévng Bepanciog. To cuvnbéotepo cuufdy
KXMM nov cuvéPare ot dtopopd s Bepaneiog rav n Nmiag mg pétplag Papdnrag exictoln.
Zoppavro Nrog cpoppoyiog tapovotdotroy o 37 aobeveic oto okélog Tov apixaban (14,5%) kot
oe 20 acBeveic (7,8%) 610 okéhog TG kKabiepouévng Bepaneiog.

Lpoéinwn Bpoufocufolriic (TE) oe mraudiozpirodc aoleveic ue ovyyevij 1 emiktny kapoioki] vooo

H SAXOPHONE ftav pia tuyotomomuévn 2:1 avolkt), TOAVKEVTPIKY|, GUYKPITIKY LEAETT GE
acBeveic nAkiag 28 nuepmv €mg <18 eTmV pe cuyyevn 1 EMIKTNTN Kopdtokn vOGo mov ypeldlovtan
avtnktikn ayoyn. Ot acbeveic Elafav eite apixaban gite v kabiepopévn Opopfornpo@uiaktiki
aymyn pe avtoayoviotn g Prrapivig K 1 nmapivn xapniov poplakod Bapovg. To apixaban
xopnynonke coupmvo pe Eva oynua otabepng 06ong, oe Paduideg cOUEOVA e TO COUATIKO BApoc,
OYEOLOGUEVO Y10 TNV amdd00T| EKOECEDV CUYKPIGIU®OV LE EKEIVEG TOL TAPATNPOVVTUL GE EVAAIKES TTOV
&yovv Aafet pia d6om 5 mg dHo eopéc v nuépa (PA. Iivaxa 15). To apixaban mapacyénke pe
popen diokiov 5 mg, dickiov 0,5 mg 7 wéoov dwwAduatog 0,4 mg/mL. H péon didpreia éxbeong oto
okéAlog Tov apixaban frav 331 nuépss.

IMivokog 15: Aocoloyia apixaban etn pehétn SAXOPHONE

Evpog Bapovg Xpovooraypoppa 66ong
6 éwc <9 kg 1 mg 800 Qopéc TNV Nuépa
9 éw¢ <12 kg 1,5 mg 800 popég TV nuépa
12 éw¢ <18 kg 2 mg dHo opéS TNV NUEPOL
18 ém¢ <25 kg 3 mg V0 Qopéc v NUéEpPa
25 ¢m¢ <35 kg 4 mg dbo @opic v nuépa
>35 kg 5 mg dbo popéc v nuépa

To kbp10 KATAANKTIKO GNUELD AGPAAELNG, Eva GVUVOETO OTOTELECUO OO TEKUNPLOUEVT, OPILOUEVT e
Baon mv ISTH, peiova kot KEMM awpoppayia, tapovoidotnke og 1 (0,8%) amd tovg 126 acbeveig
010 okéhog Tov apixaban kot og 3 (4,8%) and tovg 62 acheveic 6T0 GKELOG TG KAOIEPOUEVNC
Oepamneiog. Ta dgvTeEPEDOVTA KATUANKTIKA OTHEIN AGQAAELNG TOV TEKUNPLOUEVOV uellovov, KEMM
KOl TOV GUVOAOD TOV OLLOPPAYIKDV ETEIGOSIMY NTAV TOPOUOLN GE ETITTMOOT Kol GTA VO OKEAN
Oepaneiog. To devTEPEVOV KATAANKTIKO ONUEID AGPAAELNG TNG OLOKOTNG TOL POPLAKOV AOY®
avemBounTov GUUPAVTOG, U1 AVEKTIKOTNTOG I opoppayiog avaeépdnke og 7 (5,6%) cuppetéyoveg
010 okELog Tov apixaban kot oe 1 (1,6%) coppetéyovia 610 6kELOG TG kKabiepouévng Bepameiog.
Koavévag acbevig dev mapovcioce OpouposuPorikd encicdo10 G 0TOI0ONTOTE A0 TO GKEAT
Oepaneiog. Aev vpée Kavévag BAvatog oe 0mo10dNToTE amd T GKEAT Oepameiog.

AVT 1 LEAETT GYESIAOTNKE TPOOTTTIKA Y10 TNV TTEPLYPUPIKT] OTOTEAEGUATIKOTITA KOl GOAAELD AOY®
NG AVOUEVOUEVNS YOUNANG einT®ong eppdvions OF kot aipoppayikdv eTEIGodimv 6€ auTdv TOV
TnBuopd. Adym g mapatnpndeioag youning enintmong ®F ot pekétn autr, dev katéotn duvoTn
1N 0p1oTIKN 0EOAGYNOT TOV 0QELOVS EVOVTL TOV KIVODVO.

O Evponaikoc Opyaviopog Gapudkmv Exel dOGEL avaPoin omd TNV VTOYPEMGT VTOPOANG TOV
AMOTEAEOUATOV TV HEAETOV Yo TV Bepameia g AePikng OpouPoeuPoing pe to apixaban og pia M
TEPLOCOTEPEG VIOKATIYOPIEC TOV TadlaTpikov mANOvouo (PA. mapdypao 4.2 yio TAnpopopicg
OYETIKA UE TNV TOUSUTPIKT ¥pNon).
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52 ®upuoKoKIVTIKES IOLOTNTES

Amoppoonon

H andérivt Brodwobecyudtnta tov apixaban givar mepimov 50% yio d6oeig péyxpt 10 mg. To apixaban
amoppoQaTaL ypriyopa He Tig pEyloteg ouyKevIpdoels (Cmax) va eppovifovon 3 £émg 4 dpeg netd ™
AMyn tov diokiov. H mpdoinym pe tpor| dev emmpedlet tnv AUC 1 ) Cmax TOV apixaban otn d6on
tov 10 mg. To apixaban propei vo Anedei pe 1| yopig tpoen.

To apixaban emdekvOEL YPOUKT QAPUOKOKIVNTIKY UE TIG 0060eEAPTOUEVES VENTELS TNG EKOEONC
Y1 TG 0O TOV 6TOUATOG YopNYovueveS 60aelg uéypt 10 my. Xe doceig > 25 mg to apixaban
EMOEKVVEL 0mOPPOPN o1 TOV TTEPLopiletar amod TN d1dAvon pe petmpévn Prodtabecipotnta. Ot
napdueTporl ékBeong oto apixaban mopovoidlovy yaunin Eoc pétpla. petafAntotnta, 1 oroia
QIOTLUTTAOVETAL GTIV HETAED TV 0oBevdv Kot vIOg TV acbevav petafintomta g tééng tov ~20%
CV ko ~30% CV, avtictotya.

Metd ™ xopnynon amd to otopa 10 mg apixaban g evaimpnua 2 Bpvppotiouévav dickiov tov 5 mg
og 30 ml vepov, n ékBeon 610 PApLaKO Tav cuyKpiown e Ty ékBeon petd T yoprynomn amd 1o
oTop0. 2 OAOKANP®V Stokimv Tmv 5 mg. Metd ™ xopnynon and 1o otéoua 10 mg apixaban viod popen
2 Opvppoticpévav dtokiov tov 5 mg o 30 g ToAtod uniAov, ot TIHEG Crax kot AUC ftav 21% ko
16% younAdtepec, avTioTO 0, GLYKPLTIKA LE TN YopnyNon 2 oAdkAnpwv diokinv Tov 5 mg. H peimon
g €kBeong dev Bewpeitat KAVIKA onpoavTiky.

Metd ) xopnynon evog Opvppaticpévov diokiov apixaban twv 5 mg og evardpnua og 60 ml GEW
LEC® PLVOYOoTPIKOD CrOANVa, 1 ékBeon Ntav Tapouola e tnv £kBeon mov mapatnpndnke oe GAAeg
KAVIKEG LEAETEG LE T1 GULUETOYT VYLDV aTOU®V TTOL EAoPav omd To otope epdmas 660m 5 mg
apixaban vzté popen dickiov.

Agdouévon Tov TPoPAEYILOD, OVAAOYIKOD UE T 8001, PapUAKOKIVITIKOD TPpo®iA Tov apixaban, ta
amoteléouata frodiabeciudtntog amod Tic peAéteg mov Exouvv debaybel 1oybovv oTIg YounAoOTEPES
ddoeig apixaban.

Katavoun
H déopevon otic mpoteives Tov TAdoatoc otov avBpmmno gtvor mepimov 87%. O 6ykog Katavoung

(Vss) eivon mepinov 21 Aitpo.

Buopetaoynuotiopoc kot anofoin

H omopoin tov apixaban yivetat péom noAldv 0ddv. And tn d6on tov apixaban mov yopnyeital otov
avBpwmo, To 25% Tepimov aviyveLTNKE VIO TN LOPPT UETAPOMTOV, UE TNV TAELOVOTNTA VO
aviyvevetal oto kompava. H veppikn amékkpion Tov apixaban gvboveton yio o 27% mepimov g
ouvolkng kdBapong. [apatnprnke n emmAéov cupPoin TG EKKPLONG HECH TV YOANPOP®V KoL TNG
GUEOTC EVIEPIKNG OMEKKPIONG O KAVIKES Kol 1) KMVIKEG LEAETES, OVTIGTOLYO.

To apixaban éyel cuvoiikn kadOapon mepinov 3,3 L/dpa kot nuicsia {on 12 mpdv mepinov.

H O-anopeburioon kot n vopo&urimon oty 3-0&o-mimeptdtvoro pila amoteAovV TIG KOPLEC
tonoBeoieg Propetatponnc. To apixaban petaforiletan kuping péow tmv CYP3A4L/S5 pe pkpn
ovppetoyn amd to CYPLA2, 2C8, 2C9, 2C19 kon 2J2. To apetdapAinto apixaban amotelel to facikod
OYETIKO L€ TN OPOCTIKT] OVGI0 GLGTATIKO GTO AVOPAOTIVO TAAGLO, X®PIG TNV TAPOVGia EVEPYDV
KuKAoQ@opolvtev puetofolrtmv. To apixaban eivou évo vrocTpOUO HETAPOPIKOY TPpOTEIVDY, P-gp Kot
NG TPWTEIVIG avVTOYNGS oTOV Kapkivo Tov pactod (BCRP).

Hluxwopévor
O nAkimpévor aobeveic (Leyakdtepotl Tmv 65 eTdv) mapovsiocay VYNAOGTEPES CUYKEVIPOOELS GTO

TAdoua omd Tovg vedtepovg acbeveic, pe péoeg Tipég AUC vyniotepeg katd 32% mepimov Kot Kapio
Stapopd ot Crax.

Neepikn dvoAetrtovpyio
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Agv pavnke kapio exintoon g eEacbevnuévng veppikng A1Tovpyiag ot HEYIOTH GVYKEVIPMOOT) TOV
apixaban. ®avnke pia adénon oty ékbeomn oo apixaban oyxetilopevn pe ™ peioon g veepikng
Aertovpyiag, 6nmg petprnke pécsm g Kabapong tng KpeoTvivine. X dropa pe nmo (kdbopon
kpeatwviving 51 — 80 mL/min), pétpia (kdBapon kpeatvivg 30 — 50 mL/min) kot coPapn (kdBapon
kpeatwvivng 15 — 29 mL/min) veppikn dvcieitovpyia, ot GLYKEVIPMOGELS TOL apixaban oto mldopa
(AUC) avénbnkav katd 16, 29 kot 44%, avtictorya, 6€ GOYKPIOT UE TO. ATOUO HE PLGIOAOYIKN
kdBapomn g kpeatvivng. H veppikn duciettovpyia dev giye kapio eppavr enidpacr otn oyéon
peta&d g ovykévipmong Tov apixaban oto midopa kot g dpdong kotd tov [opdyovta FXa.

Y dropa pe veppikn voco telkod otadiov (ESRD), n AUC tov apixaban avénbnke xatd 36% otov
yopnynOnke pio epdma 66on apixaban 5 mg apéong petd v apokddapon, 6€ GUYKPIOT LE 0VTO
7oL £xel TapaTNPNOEl o8 ATOpO LE KAVOVIKT VEQPIKT Agttovpyia. H apokdBapon peimoe v AUC
Tov apixaban kotd 14% oe avtd to, dtopa pe ESRD, dtav Eekivnoe §00 dpeg PUeTd amd tnv yopnynon
uiog epdmal d6ong apixaban 5 mg, mov avtictorei oe kKaBapomn tov apixaban 18 mL/Aentd. Qg ek
TOVTOV, M opokdBapon dev etvor TBavO va amoTedel EVOL ATOTEAEGUATIKO TPOTO AVTLUETDOTIONG
vrepdocoroyiag e apixaban.

Hrotikn duciettovpyia

Ye pia pehétn 0mov cvykpidnkav 8 dropa pe fmo nroTikny dvoAsrtovpyia, fabuog Child-Pugh A

5 (n = 6) kot Babuodg 6 (N = 2), kot 8 dropa pe pétpla nratikn dvoiettovpyia, Babudc Child Pugh B 7
(n =6) ko Babudc 8 (N = 2), ue 16 vy dropo. g OpAdHG EAEYXOV, 1| POPLOKOKIVITIKY KL 1)
eappokodvvaky epdmaé d6ong Tov apixaban 5 mg dev dAla&av og dropa pe NTOTIKN
dvoiettovpyio. Ot odhayég ot dpaon katd Tov [Hapdyovta Xa kot to INR fTav cuykpicyeg petaly
TOV OTOUMV LE N0 MG LETPLO NTATIKN SVGAEITOVPYIO, KOL TOV VYLDV OTOUMV.

dvro
H éx0eon oto apixaban ftav mepimov 18% vymlotepn o€ Yuvaikeg GUYKPLTIKG UE TOVG AVOPEC.

EQvucr] koTay@yn Kot QUAN

Ta anoteAéopota OAOV TOV pHeEAET®V @aong | dev £dei&av kapia gudidkpitn Slopopd 6T
eopuoxokvntiky tov apixaban ueta&d Asvkov/Kavkdoiov, Actatdv kot Eyypounv/Aepo-
Apepikdvov vrokeévoy. Ta anoteAécHoTo Hitg POPUOKOKIVITIKNG OVAALONG GE EMIMESO
TAnBvopov acbevodv Tov Elafav apixaban frav yevikd cOugmva pe ta anoteAéopoto g edaong I.

Youotiko Bapoc

Yuykprrikd pe v £kbeon atopmv pe copatikd Bapog 65 £mg 85 kg o apixaban, to copatikd Bapoc
> 120 kg ovoyetiotke pe 30% mepinmov yaunidtepn ékbeon kot 1o copoatikd Bapog < 50 kg
ovoyetiotke pe 30% mepinov vynAdTepT £KOeo.

Dap LOKOKIVNTIKT QOPUOKOSUVOLILKT) GYEON

H gapuaxokivntiki/eapupoakodvvauiky (PK/PD) oyton peta&d g cuykévipmong tov apixaban oto
TAAC O Kol TTOAAG QOPHOKOSVVOUIKE KATOANKTIKA onueio (dpdon katd tov [Tapdyovta FXa, INR,
PT, aPTT) éxovv a&oroynei petd and ) yopnynon evpéog edopatog docewv (0.5 — 50 mg). H
oyéon petagd g cuykévipmong Tov apixaban oto mAdopa kot g dpdong katd tov Iapdyovta Xa
TEPLYPAPNKE KOAVTEPA PEG® EVOG Ypappukod poviélov. H PK/PD oyéon mov mapatnpfdnke ce
acfeveic NTaV COLPOVT [LE OVTI] TOL TOPOVGIOCGOV TO VY1 VITOKEIUEVAL.

5.3 Mpoxivikd dedopéva Yo TNV A6QAIALEL0.

Ta TpokAviKa dedopéva, OV amoKOADTTOVV 10104TEPO KivOLVo Yo ToV AvOpwmo pe Pdon Tig
SVUPOTIKEG LEAETEG PUPUAKOALOYIKNG AOPAAELOS, TOEIKOTNTAG EMAVOLAUPAVOUEV®DY dOGEMV,
YOVOTOEIKOTITAG, EVOEXOUEVNG KOPKIVOYOVOD SPAOT|G, YOVILOTNTOG KOl OVATTTUEN KOTA TV EUPPLIKN
QAo Kot To&koTnTo 68 EPNPOLG.

O1 KupLOTEPEC EMOPAGELS TOL TTAPATPNONKAY OTIG LEAETEG TOEIKOTNTOG EMAVAAUUPOVOLEVDY OOGEWV
Nrav gkeiveg mov oyetiCovral pe T QopuakoduvaKn dpdon Tov apixaban otig mapapéTpovg Téng

TOV aipaToc. XTic peAéteg toSikotnTag Bpébnke tukpn £og Kapio tédon apoppayias. Qotdco,
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ded0UEVOD OTL 0WTO Pmopel vo, oQeileTan g younAdTEPT ELAGONGIO TV UN KAVIKOV E10MV GE GYEoT
Le Tov dvOp®mo, TO AMOTEAEGLLO QLTO TTPETEL VOL EPUNVEVETAL LIE TTPOGOYN, OTAV EMEKTEIVETAL GTOV
avOpomo.

210 yOAa apovpaiov Bpédnke vynAn avaioyio YAAAKTOS — UNTPKod TAAGLOTOC (KOTA TPOGEYYIoN
Cmax 8, xatd mpooéyyion AUC 30), mbBavd Adym TG EvEPYNTIKNG LETAPOPAG LEGO GTO YO,

6. OAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Kaotahoyog ekdoyv

Mvprvac Tov dickiov:

Aoaxtoln

Kvttapivn pikpokpustaiiikn
KopueAddln varpliovyog S106Ttonpoduevn
Natpro Aaovpvrobeikd

Maoyviiclo 6TeatiKo

Emwcdioyn pe Aemtd vuévio:
YrpopeAroln

Aaktoln povoiidpikn

Tiraviov d10&egido (E171)
Tpuoketivn

210mpov o&gidio kitpwvo (E172)

6.2 AcvpupotoTnTeg

Agv gpappodleton

6.3 Awgpkera Lo

3 ypévia

6.4 Idwitepeg mpouvrders katd T POLAEN TOV TPOIOVTOG
Agv VILapYoLV EBIKEC 001 Yieg dloTpMoNG Yo TO TPOTOV LTO.
6.5 ®von Kol CVETATIKA TOV TEPLEKTY

O1 xvyérec PVC/PVAC-alovuviov diatifevion og cvokevaocisg tmv 10, 14, 20, 28, 56, 60, 100, 112,
168 kot 200 emkoAoppévav pe AETTO VUEVIO J1oKIMV.

O1 xvyérec PVC/PVAC-alovuviov diatifevion oe didtpnteg koyéleg piog déong tov 10 X 1, 20 X 1,
28x1,56x1,60x1,100x 1 kot 168 X 1 emikodlvppévov pe AETTO LUEVIO SIOKI®V.

D16 amd HDPE pe komdxt ac@areiog oamd ToAVTPOTLAEVIO Yo ToudLd/ Ue GUVEYEG OTEIp®U, 1)
omoia mepiéyetl 60, 100, 168, 180, 200 kot 1.000 emkaivppéva pe Aemtod LUEVIO dloKia.

Mmropel va, pnv Kokho@opoOVv OAEC 01 GLCKEVAGIES.
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6.6 Idwitepeg mpo@uraers amoppLyng
Kapio g0k vroypémon.

Kd&Be aypnoiponointo poapurokevtiKd Tpoidv 1 VIOAELUA TPETEL VAL OTOPPITTETAL GOUPDVOL LIE TIG
KOTO TOTOVC 1GYVOVGEG OYETIKEC SLOTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039

Tonmavia

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/001
EU/1/20/1458/003
EU/1/20/1458/004
EU/1/20/1458/006
EU/1/20/1458/008
EU/1/20/1458/010
EU/1/20/1458/012
EU/1/20/1458/014
EU/1/20/1458/041
EU/1/20/1458/043

EU/1/20/1458/002
EU/1/20/1458/005
EU/1/20/1458/007
EU/1/20/1458/009
EU/1/20/1458/011
EU/1/20/1458/013
EU/1/20/1458/042

EU/1/20/1458/015
EU/1/20/1458/016
EU/1/20/1458/017
EU/1/20/1458/018
EU/1/20/1458/019
EU/1/20/1458/020

9. HMEPOMHNIA ITPQTHX EI'KPIXHYX/ANANEQYHYX THX AAEIAX

Huepounvia mpdtg éykpiong: 23 lovriov 2020

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPoPopieg Yo T0 TOPOV POPUUKEVTIKO TPOoidV gival S1BEGIIEG GTO SIKTLOKO TOTO TOV
Evponaikod Opyavicuod @apudkov:http://www.ema.europa.eu
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 5 mg emcoloppéva pe Aemtd vuévio dtokio

2. MHNOIOTIKH KAI IOXOTIKH XYNOEXH
Kabe emkoloppévo pe Aemntd vuévio diokio nepiéyet 5 mg apixaban.

"Exdoya pe yvootég dpacelg
KdéBe 5 mg emucoivppévo pe Aemtd vpévio diokio mepiéyet 103,95 mg haktdln (Br. mopdypogo 4.4).

IMoa tov TAnpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Emwcoloppévo pe Aemtd vpévio diokio (diokio)

Pol, ®oe1600¢g oyNuoTog, apeikupto S1oKio EXIKOAVUUEVO e AETTO VUEVIO, UfKovg Ttepimov 9,8 mm
Kot TAdTovg 5,2 mm, pe avayiveo to «lU2» ot pio mhevpd kat yopic avayAveo otnv GAAT.

4, KAINIKEX ITAHPO®OPIEX

41 Ogpamevtikéc gvociEelg

[Ipdinym ayyelokol eYKEPUAIKOD ETEIC0O10V KoL GLGTNIATIKNG EUPOANG 0 EVAAIKES 000EVELG e un
BaiPidwkn koAmkn poppoapvyn (MBKM) pe évov 1 Teplocdtepovg Topayovteg Kivovvov, OTmg
TPONYOVUEVO QYYELOKO EYKEQPOUAKO ETEIGOO10 | TapodIKS 1oy ok enelc6d1o (TIA): nikia > 75
ETOV, VIEPTOOT], GaKYop®ON dtafnTn, cvuntouatiky kapdiakn averdpreia (NYHA Kiaon > I0).
Ogpancio ™G v o Padel pAePikng Opoupwong (EBOO) xat g mvevpovikng epfforng (I1E), kon
TpoAnymn vrotpomidlovoag EBD®O kot ITE og evilikeg (PA. mapdypo@o 4.4 yio, atoduvoutKa
aotodeig acbeveic pe I1E).

4.2 Aocoloyio kol TpOTOG YOPYNONS

Aocoloyia

IIpoAnyn ayyeloxotd eykepatikod emsioc0diov Kou o0aTHUOTIKNG EUBoANC e aobevelc ue un folBidikn
xoAmixy uapuopvyn (MBKM)
H cuvictdpevn 8601 tov apixaban givar 5 mg yopnyovpeva amd Tov 6TOH0TOG 600 POPEG TUEPGIMG.

Meiwon g doans

H cuvictdpevn 8601 tov apixaban sivar 2,5 mg kot Aappavetor omod to otope 300 POPEG NUEPGIMG
o€ aobeveig ue MBKM kot e TouAayiotov 600 amd To TopakiT® YopaKkTnplotikd: nAtkio > 80 etdv,
ocopoTiko Papog < 60 kg, N kpeatvivn opov > 1,5 mg/dL (133 micromole/L).

H yopiynon ¢ Oepanciog npémnel va cuveyiletar pokpoypdvia.
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Ospancio tnc EBPO, Ocpaorcio tne IIE koi tpolnyn vrotpomialovoac EBPO xou [IE (Ospameio. POE)

H cvviotdpevn d6om tov apixaban yw m Oeponeio g o&eiog EBOO kot ) Ogpoameio tng ITE givan
10 mg yopnyodueva amd GTOUATOS dVO POPEG NIEPT|CIMG Y10 TIG TPAOTESG 7 NUEPES, akoAovBovueva
a6 5 Mg yopnyodueva omd GTOUATOS 6V0 POPEC NMUEPTCIOE. ZOUPOVE, LUE TIC O1HOECIUEG 1OTPIKESG
katevBuvnpieg odnyieg, 1 Ppayvypdvia Bepaneia (TovAdyiotov 3 unveg) mpémet va Paciletor oTovg
TAPAYOVTES TALPOSIKOD KVOUVOV (7., TPOGPATT YEPOLPYIKN eMEUPACT], TPAdL, 0KV TOTOINOT)).

H cvviotdpevn d6om tov apixaban yw mv tpdinyn vrotponialovoag EBO® kau ITE givar 2,5 mg
YOpNyovLEVH ard GTOLATOG dVO PopéS Nuepncimg. Otav evdeikvotal mpdAnymn vrotpontdlovcag
EB®O kot [1E, 1 660m TV 2,5 Mg 300 Qopég nuepncing mpénet va, EEKIVA LETE TV OAOKANPOOT
6 unvov Bepameiag pe apixaban 5 mg 6vo @opég nuepnoimg N pe dGAro avtTimnKTikd, 6Tmg
vrodeikvoetat otov [Mivaka 1 mapakdto (BA. eniong mopdypapo 5.1).

Hivaxag 1: Xvotaon 66ong (Oepansio POE)

EB®® xauvn I1E petd amd
oloxApwon 6 unvov Bepameiog
v EBOO 1 [1E

[pdypappo dosoroyiag Méyiot nuepnota 600
®¢poneio EBOO 1 [1E 10 mg 6v0 @opéc nuepnoimg Yia Tig 20 mg

TPMOTEG 7 MUEPES

axolovBodpeva and 5 mg dvo popég 10 mg

nuepnoing
[Ipdinym vrotpomalovsog 2,5 mg 6v0 popég nuepnoimg 5mg

H dubpreta g ouvolkng Bepaneiog mpémel va eEaToKEVETAL PHETA OO TPOGEKTIKY] 0ELOAGYNOT| TOV

Bepancvtikod 0QELOVG Evavtt ToL Kvdhvov apoppayiag (BA. Tapdypago 4.4).

Hopdlsiyn 06cewy

Eav mapareipBei pio d6om, o acbevig npénet va AaPet to Apixaban Accord apéomg kot émetta va,
ouvveyioeL Le ANYN TOL OPLAKOV 0V0 POPES NUEPTCIME OTTMS TPLV.

AAMayn Gepomeioc

H olayn g Oepameiog and mapevieptkd avtimnktikd og Apixaban Accord (kot avTioTpopmg) Hropet
va yiver oty endpevn tpoypoupoticpévn 86on (BA. mapdypogo 4.5). Avtd ta QopUOKELTIKG
TPOTOVTA OEV TPEMEL VAL YOP1YOVVTOL TOVTOYPOVA.

Alrayn e Ospareiog arwd aviaywvion) e Pfirouivic K (VKA) oe Apixaban Accord

Katd t petamndnon acbevodv amd Oepomeia pe aviayoviot g Prrapivig K (VKA) og Apixaban
Accord, mpénet va daxodmteton 1 fapeopivn 1 GAAN Bepameio pe VKA kot va Egxvd to Apixaban
Accord 6tav 1o 61ebvég oparomompévo khdaoua (INR) givon < 2.

Alroyn ¢ Oepomeiog amo Apixaban Accord oe VKA
Katd t petanndnon aocbevov amd Oepomeio pe Apixaban Accord og Oeponeia pe VKA, tpénet va
ovveyiletan 1 yoprynon tov Apixaban Accord yio tovAdyiotov 2 nuépeg puetd tnv Evapén g
Oepameiog pe VKA. Metd and 2 nuépeg ovyyopriynong tov Apixaban Accord ue Bepaneia VKA,
npénel va mpoypatorondet pétpnon tov INR wpv amd v endpUEVT] TPOYPOUUUATIGUEVT] dOGT TOL
Apixaban Accord. H cuyyopriynon tov Apixaban Accord pe Ogpomeio VKA mtpénet va cuvelotel émg

6tov 1o INR va yiver > 2.

Hhrxiouévor

Ogpancio POE — Aev amarteiton mpooapuoyn g 60ong (BA. mapaypdeovg 4.4 kot 5.2).
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MBKM - Agv oamatteiton Tpocapproyn T 60ome, EKTOG oV TANPOLVTOL TO KPLTPLoL Y1, Lelmon g
d6ong (PBA. Meiwon e déons otV apyn ™G Tapaypaeov 4.2).

Negpikn dvoierrovpyio,
e aoBeveic pe ma N pétpla veepikn SucAettovpyia, 16x0oVY 01 aKOAOVOES GLGTAGELC:

- ywo. T Bepameio tng EBD®O, 1 Oepaneia g I1E kot tnv tpdinym vrotpomialovcag EBO® kot [TE
(Bepomeio. DOE), dev amarteiton Tpoosappoyn tng d6ong (PA. Tapdypago 5.2).

- Yl TNV TPOANYN AYYELOKOD EYKEPAAIKOD ENTEICOO10V KOl GUGTNUATIKNG EUPOANG o€ acbevelg pe
MBKM «oat pe kpeatvivy opod > 1,5 mg/dL (133 micromole/L) mov oyetiletan pe nicio > 80 etdv
N copatikd Bapog < 60 kg, anarteitar peimon tng 600omg kot TEptypdeeTol Tapomdve. EAleiyet
AoV kprtnpiov Yo peimon tng 06ong (NAtkia, BAPOc COUOTOC), OV ATUITEITOL TPOGOUPIOYT TG
d6ong (BA. mopdypago 5.2).

Ye aobeveic pe cofapn veppikn dvorettovpyia (kdbapon kpeotvivng 15-29 mL/min), ioyvovv ot
axoAovlec cvotaoels (PA. Tapaypdaeovg 4.4 kot 5.2):

-y TNV TpoAnym s POE o¢ exhektikn eyyeipnon anokatdotaong 1oyiov 1 yovatog (mpoinym
®OE), ™ Bepomeio tng EB®O, ) Oepamneia g [1IE kot v mpdAnym vrotpomialovcag EBOO kot
ITE (Bepaneioa POE), to apixaban npénet va ypnoonoteiton pe mpocoyn

- Yl TNV TTPOANYN OYYELOKOD EYKEPAAIKOD ENEICOO10V KOl GUGTNUATIKNG EUPOANG o€ acbeveig pe
MBKM ot acbeveic npémet vo, Aapupavovy ) yauniotepn doon apixaban tov 2,5 mg dvo gopécg
nupepnoing.

Kabd¢ dev vmapyet kKMvikh epmepio og acbeveig pe kdbapon kpeatvivg < 15 mL/min 1| o€ acBeveic
7oL voPdAlovtan e alpokdBapon, To apixaban dev cuvioTdTol 6€ aVTOVG TOVG 0oBeveic (BA.
nopaypdeovg 4.4 kar 5.2).

Hrotikn dvaleirovpyio,
To Apixaban Accord avtevdeikvotat oe aoBeveic pe nratiky vooo oyetilOpevn e dtatapoyn g
TNENG TOL AUATOG Kot KAVIKG GNIOVTIKO Kivouvo atpoppayiag (BA. mapdypogo 4.3).

Agv cvviotdrtal og acbeveig pe coPapn nroatikn dvcierrovpyio (PA. Topaypdeovg 4.4. ko 5.2).

Ipénel va ypnoomomBel pe tpocoyn o acbeveic pe Nmo. 1 uétpla nrotikn dvcierrovpyia (Child
Pugh xatnyopia A 7| B). Agv anatteiton mpocapuoyn g d6ong e acbeveic pe Nmol 1 LETPLa. NTOTIKY
dvererrovpyia (PA. mapaypdpovg 4.4 kot 5.2).

Acbeveic ue avénuéva eninedo NIaTIKOV eVEOU®Y OUVOTPOVOQEPACTC TNE OAOVIVIG
(ALT)/acmaptiknc apvotpavopepdons (AST) >2 X ULN 71 ohkrig yorepvBpivng > 1,5 x ULN
e&opédnrav omd Tig KhMvikég pehéteg. Qg ek tovtov, To Apixaban Accord Oo mpémel va
YPNOOTOLEITOL PE TTPOGOYT 6€ 0wTd T0 TANBLoUS (PA. mapaypapovg 4.4 kar 5.2). TTpy amd v
évapén tov Apixaban Accord, tpémet vo Tparypotonoteitol £ETA6T NTUTIKAG AELTOVPYIOG.

Zopotio fapog

Ogpancio POE — Aegv amarteiton mpooapuoyn g 86ong (BA. mapaypdeovg 4.4 kot 5.2).

MBKM - Agv amotteitor Tposappoyn tng 006mg, EKTOG v TANPOVVTOL TO, KPLTHPLL Y10l LEIMON TNG
d6ong (BA. Meiwon th¢ déone oV apyn Thg mopaypdeov 4.2).

Dvlo
Agv amorteiton Tpocappoyn g 66ong (PA. mapdypapo 5.2).

AaBeveic wov vmofalloviar oe kKaralvoon ue kabstipoa (MBKM)
O1 aoBeveic umopovv va cuveyicovy T yp1ion tov apixaban eve vroPaiioviol 6€ KATAAVGT LE
kabetipa (BA. mapaypdeovg 4.3, 4.4 kar 4.5).
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AacBeveic wov vmwofallovial oe KapOIOUETOTPOTH
H yopnynon tov apixaban umopei va. Egkiviioel 1 va cvveytotel o€ aobeveic ue MBKM, ot omoiot
UTOPEL va. £OVV OVAYKT Y10 KOPSIOUETATPOT.

INo acBeveig mov dev €xovv AdPel mponyovpevn Bepaneia pe avtimnktikd, 8o mpénet va eEgtdleTon T0
EVOEYOUEVO OTOKAEIGUOV OpOUPOL 0PIGTEPOV KOATOL LE T1| YPT|ON TPOCTEAUCNG LLE OTEIKOVIGTIKN
KoBodnynon [m.y. dotcoedysto nyokapdioypdenua (TEE) 1 a&ovikn topoypapia (CT)] wpwv and v
KOPOIOUETATPOTY, GE CLUPMVIL LE TIG KaBlEpOUEVES WTPIKES KaTevBuvTnpleg oonyies.

Ytovg acbeveic mov Eekivodv Bepameio pe To apixaban, Oo tpénet va yopnyovvral 5 mg d0o popég
nuepnoimg yo tovAdyiotov 2,5 nuépeg (5 epdnas 06€15) TPy amd TNV KOPSIOUETATPOTT, Y10 VOl
SGPAMOTEL 1) EMOPKNG avTIINKTIKY dpacTtikotnta (BA. Tapdypago 5.1). To docoroyikd oynua Oo
npémel vo, peioveton og 2,5 Mg apixaban yopnyodueva 500 opég nuepncing Yo TOLAGYIGTOV

2,5 nuépec (5 gpdmal d60e1c) €dv 0 acbevig TAnpoi Ta KpiTHpila Yo peimon g do6ong (PA. mapandved
nopaypdoovg Meiwon g déons kou Neppikij dvoleitovpyia).

Edv anotteiton kapdlopetoTponh mpv va givor duvatn 1 yoprynon 5 docewv apixaban, Oa tpénet va
yopnynBet pa 66om eoptiong 10 mg, axorovBovpevn amd yoprynon 5 mg 6vo popéc nuepnoiong. To
d0G0A0OYIKO oynue Oa TPETEL Vo, LELDVETOL GE dOGT POpTIoTG 5 MY, akolovBovuevn amd 2,5 mg 600
QOpEC NUEPNGIMG, €0V 0 achevig TANPOL Ta KpLTnpLo Yo TN peiwon g 66ong (PA. Tapamdveo
Tapaypaeovg Meiwaon tns doons xor Neppiky ovoiertovpyia). H xoprynon g d6ons pdptiong Ha
TPEMEL VO, YIVETOL TOVAGYIGTOV 2 DPEG TPV 0mtd TV Kopdlopetatpont| (BA. mapdypago 5.1).

IMa 6hovg Tovg acbeveig Tov voPdiiovial og KapdopeTatpomny, Oa mpénet va avalntmOel Tpv amd
v kapdiopetatpont|, emPePainon 0t 0 achevig £xel AdPet apixaban, cOupovo pe Tig 0dnyieg
ocuvtayoypaenonec. Ot anopacelc oxetika ue v Evapén kot tn didpkela g Oepameiag Oa Tpénet va
AapPdvouy VoY TIG GLOTAGELS TV KAOIEPOUEVOVY KOTELOLVTNPIOY OONYIDOV Y0 TNV AVTITNKTIKT
Oepaneio o acbeveig mov VIOPAALOVTOL GE KOPOIOUETUTPOTT).

Acbeveic ue MBKM kou 0éo otepaviaio abvipouo (OXX) 1/kor dradepuikn orepaviaio mopeufoor
(PCN

Yndpyet meplopiopévn eumelpio and tn Oepancio pe o apixaban otn cuvictdpevn d6om yio acheveig
ue MBKM, d6tav ¥pnotuonoleitalr 6€ GuVOLOoUO UE OVTIOUOTETOAOKODS TOPAYOVTEG GE 0.G0EVEIC LE
OZX M/xon o€ acbeveic mov vroPariovtor og PCl, petd v enitevén oapdostaong (PA. mapaypdpovs
4.4,5.1).

Houdrazpirog ninBoouoc

H ac@diein ko amoteleopotikdmro Tov Apixaban Accord cg mondid ko eprfovg nhikiog Katm tov
18 et dev Eyovv tekunprwbei. Ta eni Tov TapdvToC Srobéotua SedoUéEVo GYETIKA LE TNV TPOATIYN
g OpouPoeuPoing meptypdpovtar oty Tapdypago 5.1, arid dev umopei va yivel GdoTOoT Yio T
docoloyia.

Tpoémog yoprynong
Amo6 Tov otOHTOG XPTIoN
To Apixaban Accord mpénel va KotamiveTot Le vepo, Le 1 yopig tpoen.

T tovg acbeveic mov advvatodv vo katomovy oAdkAnpa diokia, ta diokio Apixaban Accord
uropohv va OpuPHOTIGTOVY Kol va yopnynoovy auécmg amd To GTOU MG EVOLMPTLO G VEPO, N OE
ddAvpo, yAukolng 5% (G5W), 1 og yopud upAov 1 avopsutypéva pe Toitod uniov (PA.

napdypago 5.2). Evoliaktikd, ta diokio Apixaban Accord pmopodv va Opuppatictody Kot va
xopnyNBovV apEcOS HEG® PIVOYPAGTPIKOD GOANVO ¢ evaidpnua og 60 ml vepod 1} GSW (BA.
Tapaypoapo 5.2).

Ta Opvppaticpéva diokio Apixaban Accord mapapévovv otabepd oto vepd, o G5W, og youd uniov
KOl G€ TTOATO UNMAOL Y10l G Kol 4 dpeg.
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4.3 Avrevdsigeg

. YrepevaioOnoio 6tn dpactiki ovsia 1} o€ KAmoo and o £KO0YN TOV AVAPEPOVIOL GTNV
Topaypopo 6.1.

. Evepyn khvikd onuovtikn aiopporyic.

. Hratm vocog oxetilopevn pe drotapayn e THENS TOL aipotog Kot KAVIKG GTLOVTIKO
Kivduvo arpoppayiag (BA. mapdypogo 5.2)

. BAépn 1 méOnon epodcov Bewpnbei onpaviicodg mopdyovrag Kivdvvov yia peilova aipoppayico.

Mropei vo, mepthapBavel TpEYoVco. | TPOSPATY YUOTPEVTIEPIKT EEEAKMGT, TOPOLGIO KOKONOMV
VEOTAQGLAT®OV LE VYNAO KIVOUVO a1ploppayiog, TpOGOATI EYKEPUAIKT KAKMOOT] 1| KAK®GOT
VOTIO{oV HVEAOD, TPAGOATN XEWPOVPYIKY] ETEUPACT) GTOV EYKEPUAO, TO VOTIOL0 HVEAO N
opBodporoyikn enéppacn, TpdsEaTy EVOOKpAVIOKN alpoppayic, Yvootol 1 mifavoloyodpevol
0160QuY1KOl K1pooi, apTnPloeAEfddElg duomAucies, ayyelokd avevpiouato 1 peiloveg
gvooppoylaieg N EVOOEYKEPUAIKES OlyYELOKEG OLUTOPOYES.

. Tavtoypovn Bepameia e 0TO100MTOTE GALO OVTITNKTIKO TAPAYOVTQ, T.X., UM
KAaopatorompévn nrapivy (MKH), nropives yopunAov poplakov Bapovg (evo&amapivn,
daAtemapivn, KTA.), Topdywya nropivng (fondaparinux kti.), amwd ToLV GTOUTOG AVTUTNKTIKA
(Bapoapivn, rivaroxaban, dabigatran ktk.) ekto¢ vd £181kéC GLVONKES GAAOYNC AVTITNKTIKNAG
Bepanciag (PA. mapdypogo 4.2), 6tav n MKH yopnyeitatl 6 06E1G TOV OTOTOVVTOL Y10, TN
dTnpNnomn avoryToh KeVIPIKoL PAePikov 1 aptnplakol kKabetpa 1 6tav 1 MKH yopnysiton
KT T O1GPKELD TNG KOTAAVONG Ue KabeThpa, yio. KoAmikn papuapvyn (BA. mapaypdpovg 4.4
ko 4.5).

4.4  E101kég TPOELOOTOMGELS KU TPOPVAGEES KATE TN (p1jon

Kivdvvog awpoppayiog

Onog ocvpPaivet pe dAlo avTianktika, ot acbeveic mov Aaufdvouvv apixaban mpénet va
TOPOKOA0VOOVVTAL TPOGEKTIKE Y10 oMUEin apoppayioG. TuVIGTATOL 1| TPOGEKTIKN TOL ¥PNON GE
TEPIMTAOGELG HE aVENUEVO Kivduvo arpoppayiag H yopriynon tov apixaban mpémet va dakonel edv
TpoKOYEL coPapn apoppayio (BA. Tapdypapo 4.8 ko 4.9).

[Mapd to yeyovog 6t m Oepaneio pe apixaban dev amartel Taktikn TopakoAodOnon g £kbeong, Evag
Babuovounpévog mocotikdg Eleyyog Tov avti-Xa Ilapdyovta umopel va etvon yprioipog og e&oipeticég
KOTOOTACELS OTIS 0ToieC ) yvdon tng £kbeong og apixaban umopei va fondioet oty evnuépwon
KAWVIKOV amo@Aacemy .. VIEPO0GoA0Yio. Kat enctyovoa yeipovpyiky enéufaon (BA. mapdypago 5.1).

Eivat drabéoiuog évag mopdyovtag ovaosTtpopng e dpaong avti-Xa napdyovta tov apixaban.
AMNAETIOpaoT e GALL QOPUAKEVTIKA TPOTOVTO TOL £mnpedlovy TNV oudoTao

AOY® avENUEVOL apoppaytkoD KIvduvov, ovTEVOEIKVUTAL 1] TaVTOYpov Bepaneio pe omoladnmote
Ao avtumktikd (BA. mapdypago 4.3).

H tavtoypovn yprion tov apixaban pe avtiayonetaiokobs napdyovieg ovéavel Tov Kivouvo
awpoppayiag (PA. Tapdypapo 4.5).

[Ipémret va divetal Tpocoyn v ot acbeveic akorovBovv Tavtdypovn Bepaneio pe EKAEKTIKOVG
OVO.GTOAEIS EMOVOTPOGANYNG GEPOTOVIVIG 1] OVAIGTOAEIS EXAVOTPOSANYNG GEPOTOVIVIG-
VOPAOPEVUAIVIG, N UE LUT] OTEPOEION AVTIQAEYUOV®DOT dapuake (MEAD), courepiiapfoavouévon Tov
OKETVAOGOAIKVAIKOD 0EEDG.

Metd amd yeipovpyikn enéufacn, dev cuVIGTATAL 1] GVYYXOPTYNON TOL apixaban pe GAAOVG aVOGTOAEIC
Mg oveompevong arponetariov (BA. Ttapdypago 4.5).

e ao0eveic Lle KOATIKY LOPLOPLYT Kol TOUONGELS TOL SIKALOAOYOUV OV 1] OITAT OVTIOLOTETAALOKY|
Oepamneio, Oo TPETEL VO TPAYLATOTOIEITOL TPOGEKTIKT] 0ELOAOYNOT TWV SLVNTIK®DY OQEANDY EVAVTL TOV

SUVNTIKOV KIvdOvVeV mpv 10 cuvovacud avtg T Bepameiog pe Apixaban Accord.
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e pio KMk peAétn og acBeveic [Le KOATIKT LOPLOPLYT, 1] TOVTOYPOVY XPTOT] OKETVAOGUAIKVALKOD
o&éoc (ASA) avénoe tov kivouvo peilovog orpoppayiog pe apixaban omd 1,8% avd £tog og 3,4% ava
£10G Kol avénce 1o Kivouvo apoppayiog pe Bapeapivn and 2,7% ava £tog oe 4,6% ava £tog. Xe avth
™MV KAMviK pedétn, vpée meploptopévn (2,1%) xprion Tovtdyxpovng SITANG OVTIOHOTETOAMAKNS
Bepanciag (BA. mapdypopo 5.1).

Mo khvikn perétn evétaée acbevelg pe koAmkn pappapoyn pe OXZ 1i/xot acBeveic mov
vrofdrlovtar og PCI kon pua wpoypappaticpévn nepiodo Bepameiog pe avactoréa Tov P2Y12, e q
yopig ASA, kot avTimnKTikd omd Tov otouartog (site apixaban site VKA) yia 6 pivec. H tavtdypovn
xpnon ASA avénece tov kivovvo peilovog arpoppayiog katd ISTH (Aebvic Etaupeio yio
OpdpPmon kar v Apdotacn) 1§ KEMM (khwvikd onpavtikng pn peifovog) apoppayiog oe acheveig
ov Adppavay Oepomeio pe apixaban amd 16,4% ava étog og 33,1% ovd £tog (PA. Tapdypogo 5.1).

e pio kKAMvikn perétn og acBeveic vymAiovd Kivdbvou petd and oD otepaviaio cOVOpoLLo,
YOPOUKTNPLOUEVOL OO TOAAATAEG KOPOLOKES KO U1 KAPIIOKES GLVVOCT|POTNTEG, Ol 0moiol EAafav
ASA 1 10 cuvdvacpud ASA Kot KAOTIOOYPEANG, avaeipOnke onuavTiky adénoT Tov Kvduvou
petlovog apoppayiog katd ISTH (Aebvig Etapeia yio tn Opodpfoon kot v Apdotacn) yia 1o
apixaban (5,13% ava £tog) og chyKpion e TO EIKOVIKO @appako (2,04% ova £tog).

Xpnon Bpopforutikdv Tapaydvimv yio 1 Bepaneio Tov 0EEO0G IOYOKOD EYKEQUMKOD EXEIGOSIOV
Yndpyet moAld Teplopiopévn eumelpia 66OV apopd ot p1on BpopPorvTIKOY TOPAYOVTI®V Yid TN
Bepameio Tov 0EE0C 1GYOUIKOD EYKEPAALKOV £ME1006i0V 68 asbeveic oL Tovg YopnyHOnKe apixaban
(BA. mopdypago 4.5).

Aocbeveic pe mpocbetikéc BoarBidec g Kapdag

H acedieio ko 1 amoteAeopatikdtnta tov apixaban dev éxovv peretn el og acbeveic pe TpocdeTIKég
BodPidec e kKapdidc, ue N y®pPic KOATIKY popuapvyn. ¢ £k To0TOL 1) ¥p1oT Tov apixaban dev
GUVIOTATAL GE QUTHV TNV KATACTAON.

AcBeveic pe aviipomo@oMmdkd cuvipouo

To avtmnKtikd dpeong dpdong mov yopnyohviol ard 10 6ToOpa, Onmg apixaban, dev cuvioTdvTol og
acBeveic mov TAoKOVY ANd AVTIPMGPOAITIOIKO GUVIPOLO KOl EXOVV 16TOPIKO BpopuPwong. 16img oTovg
acOeveic mov givor Tputhd OeTikol (o8 avTIINKTIKO KOTA TOV ADKOV, GE AVTIKOPIIOATIVIKA OVTICMLOTO
Ko 6€ ovticopata Evavtt mg B2 ylvkorpmteivig 1), n Oepancio pe avimmktikd dpeong dpdong mov
XOPMYOUVTOL OO TO GTOUO UTOPEL VoL GUVIEETAL PE ALENUEVE TOGOGTH TOALATAGY BpopPaTikdY
EMEC00imMV 68 GUYKplom Ue TIC Ogpameiec pe avtaymviot g Prrapivig K.

Xelpovpyikn enéuPaon ko enepPaticés Sudtkacieg

To apixaban mpénet vo dtaxdéntetar TovAdyiotov 48 dpeg mptv amd T YEPOVPYIKT eXEUPooT EKAOYNG
N 116 emepPatikéc Srodikacisc pe HETPLO | LYNAO Kivovvo alpoppayioc. Avtd Teptiapfavel
TopePPAcELg Yia TIG omoieg 1 TOAvOTNTA KAVIKA GNUAVTIKNG ooppayiog OV Umopel vor amokAEIoTEL
1 Y10 T1g 0TOiEG 0 KivOLVOG aupoppayiog eival pun amrodekToq.

To apixaban wpénetl vo SoakdmTeTon TOVAAYIGTOV 24 BPEC TPV 0O XEPOVPYIKN EXEUPOOT EKAOYNC T
TG emeuPoTikég S10d1Kaoieg pe xaunio xivovvo aipoppayiag. Avto mepthappavel TopepPaceic yio Tig
0m01EC OTONONTOTE CUUOPPOYio TTOV EU@AVIfETOL AVOUEVETOL VO, EIVOIL EAAYIOTN, UN KPIGIUN GTO
onueio wov gppavilerar 1 eDKoA eEAeYYOLEVN.

Ye mepintmon mov 1 YEPoVPYIKN enéuPacn N ot exepPatikég dadikacicg dev UTOPOvV Vol
KkaBvotepncovy, anatteital KATAAANAN TpocoyN], AauBavovTag vTdyn Tov CLENUEVO Kivouvo
apoppayiag. O kivovvog arpoppayiog Tpénet va otafuileTon EVavTL TOV ERXEIYOVTA YOPOKTNPO TNG
napéuPfaocng.

H yopnynon tov apixaban npénet va Egkva ek véov petd tnv encpfatikn Sadikacio 1 TN YEPOVPYIKN

EMEUPOOT) TO GUVTOUOTEPO SLVATO VIO TNV TPOVTOOEST] OTL TO EMTPENEL 1] KAIVIKT KOTAGTOCT KOl OTL
éyel emtevyOei enapxng apdotact (Yo kapdiopetorponny PA. Tapaypopo 4.2).
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INoa aoBeveig mov voPdAilovral oe KatdAvon pe KaBetpa Yo KOATIKY popropuyn oev ypetaletot va
dwaxomei n Oepaneio. pe to apixaban (PA. mapaypapovg 4.2, 4.3 ko 4.5).

[pocwpwv) Sraxom

H dwakon| T@v avimnKtikdv, coprepthopfavopévov tov apixaban, yio evepyd apoppayic, EKAEKTIKN
YEWPOLPYIKN eMEUPacn, 1 eneuPaticéc dudikacieg BETel Tovg aobeveic oe avénuévo kivouvo
Bpoppwong. Ot anokAicelg ot Oepaneio Tpémel va amo@ehyovTal Kot 0V Yo 0ToldNmoTe otio
amorteital va Slakomel Tpoowpva n avtimnktiky Oepormeio pe apixaban, Tpénetl va EEKIVIGEL €K VEOD
TO GUVTOUOTEPO SLVATO.

Awodvvopika actabeig acBeveic pe IE 1) acBeveic mov yperdlovton Bpopfodivon 1 mvevpovikn
eupoliektoun

To apixaban dgv cuvietdton O¢ EVOARAKTIKT THG LN KAOGUOTOTOMUEVNC NTopivig o€ acbeveic ue
TVELUOVIKT] EUPOAT, o1 omoiot eivorl apoduvaptkd actabeig 1 evdéyetar vo vtoPfAnbovv oe
Bpopporvon N Tvevpoviky pPforextoun), KOOGS N AGEAAELD KoL 1] ATOTELEGUATIKOTNTA TOV apixaban
dev &yovv TekunpLmbel o€ aVTEC TIg KAMVIKEG GLVONKEC.

AocbBeveig pe evepyd Kapkivo

Ot acBeveic pe evepyd Kapkivo pmopel va dtaTpéyovv vynio kivduvo 10co eAefikng Opopupospupfoing
660 Kot apoppayikmdv enelcodionv. Otav eEetaleton To apixaban yio ) Ogponeio g EB®O 1) g TTE
o€ acBeveig pe Kapkivo, Ba Tpémel va yivetan TPOoEKTIKY| 0EOAGYNOT TOV OPEADY EVOVTL TV
Kwdovav (BA. emiong mapdypago 4.3).

AocbBeveig pe veppikr duciettovpyia

[Mepropiopévo. KAk ded0pEVA DTOSEIKVDOVY OTL 01 GLYKEVTPAOGELG TOL apixaban oto mhdopa givot
avénuéveg oe acbeveic pe cofopn veepikn dvciettovpyia (kdOapon kpeatvivng 15-29 mL/min), to
omoio umopel va 00 yNnoel o€ avénpévo kivovuvo arpoppayioc. ['a ) Oepomeio EBOO, ) Ogpaneio
ITE ko v mpdinyn vrotpomalovoas EBDPO kot ITE (Oepaneio POE), to apixaban mpénet va
YpNoLomTolEiTaL PE TPoooyn o€ acbeveic e coPapn veppikn dveiettovpyia (kaOapon kpeaTvivig

15-29 mL/min) (BA. mapaypdeovg 4.2 kot 5.2).

Mo mv TpoAnYN ayyeloKod EYKEQOUAIKOD ETEIGOGI0V KOl GLOTNUATIKNAG EUPOANC o€ acbeveig pe
MBKM, ot acbeveic pe copapn veppikr duciertovpyia (kabapon kpeativivng 15-29 mL/min) kot ot
acbeveig pe kpeatvivn opov > 1,5 mg/dL (133 micromole/L) mov oyetileton pe nikia > 80 etdv 1
copoTko Bapog < 60 kg mpénet va Aappavovv tn yapnidtepn doon apixaban tmv 2,5 mg dbo @opéc
nuepnoing (BA. Tapdaypogo 4.2)

Kabdg dev vmapyet kKMvikn epmepio og acbeveig pe kdBapon kpeotvivig < 15 mL/min 1| o€ acBeveic
nov voPdAlovton og didAvon, To apixaban dev cuviotdral o€ aVTovg Tovg acbeveic (BA.
napaypapovg 4.2 kat 5.2).

Hlwopévor acbeveic

H av&avopevn niikio propei va avénoet tov kivduvo atpoppayiag (PA. mapdypagpo 5.2).

Emniong, n cvyyopfynon tov apixaban pe oketvlocoiikvikd o0& (ASA) oe nAKlopévous acbeveig
TpEMEL va yiveTon pe Tpocoyn e&attiog Tov mava peyaldTEPOL KIVELVOL OLLOPPaYinS.

Zopotikd Bapog
To yaunio6 copatico Papoc (< 60 kg) propel va avénoet tov kivévvo arpoppoyiog (BA.
napdypagpo 5.2).

AocBeveic pe nrotikn duciettovpyia
To apixaban avtevdeikvotor o€ aoBeveic ue nratiky voco oyetilopevn e drotopoyr e TENG Tov
aiporog ko KAMvikd onuavtikd kivévvo awoppayiog (BA. Tapdypago 4.3).

Agv cuviotdton o€ acbeveic pe coPapn nrotikr dvoherrovpyia (PA. Tapdypopo 5.2).

43



Ipénel va ypnoomomBel pe tpocoyn oe acbeveic pe Nmo 1 uétpia nrotikny dvcierrovpyia (Child
Pugh kotnyopia A 1 B) (BA. Tapaypdaeovg 4.2 kot 5.2).

AoBeveic pe avénuéva emineda nrotikov eviopmv ALT/AST >2 x ULN 7 olikn

yorepvOpivn >1,5 X ULN e&aupébnkav and tig kAvikég perétec. Qg ek tovtov, to apixaban mpémet va
xopnyeital e Tpocoyn o€ avtdv Tov TANBuepd (BA. mapdypago 5.2). Tpw and v évapén Tov
apixaban, mpémel vo mpaypoatonotleiton e£€Taon Nratikig Asttovpyiag.

AMnAenidpaon pe avactoleig 1060 tov Kutoypoduatog P450 3A4 (CYP3A4) 6o kot tng P-
yAkonpoteivng (P-gp)

H ypnon tov apixaban dev cuvietdton e acbeveic mov Aaufdvovy tavtdypova cvotnuatiky Oepamreiol
e 163VPpovG avaotoAgic 1060 Tov CYP3A4 660 kot g P-gp, 0Ttmg ovVTHUKNTINGIKA TG OUAS0S TV
alolmv (m.y., ketokovaloAn, 1tpakovaloin, Popicovaldin Kot TocaKovalOAT) Kol OVOGTOAELG TNG
npwtedone tov HIV (m.y., prrovofipn). Avtd Ta QopUOKEVTIKE TPOTOVTA EVIEXETAL VO, AVENGOVY TNV
ékBeom oto apixaban oto duthdoto (BA. mapdypao 4.5) | TEPIGGATEPO pE TNV TAPOLGIaL
emnpocbeTv mapaydviov tov avavovy Ty ékbeomn oto apixaban (w.y. coPfapn veppikn
dvciettovpyia).

Alnenidpaon e emoywyeic 1oco tov CYP3A4 b0 kon the P-gp

H tavtoypovn ypnon tov apixaban pe ioyvpoig enaywyeic tov CYP3A4 kot P-gp (.., proapmikivn,
eawvvtoivn, kapPapalenivn, powvofapPrrain 1 St. John’s Wort) evééyetar va tpokaiéoet peioon tng
éxBeonc oto apixaban kot ~50%. e po, KAviky perétn pe aoBeveic ue KOATIKN LopUopLyT,
TopoTNPNONKE HELOUEVN OTTOTELEGUATIKOTNTO KOt QLENUEVOG KivOLVOg auploppayiog GTn cuyyopnynon
apixaban poli pe 1oyvpoig eraywyeig tooo tov CYP3A4 660 kar g P-gp og oyéon pe to apixaban
HOVO TOv.

Y& aoBeveic mov Aapfdavovy Tavtdypove cuoTNUATIKY Ogpameia pe 1YLPOVE OVAGTOAEIS TOGO TOV
CYP3A4 660 ka1 g P-gp, 1oydovv ot akdiovbeg cuotdoelg (PA. mapdypago 4.5):

- Y00 TNV TPOATYN AYYELNKOD EYKEPUAIKOD ENEICOOI0V KOl GLGTNUATIKNG EUPOANG o€ 0oOeveig e
MBKM «at yio Ty poAnym g vrotpontdovoag EBPO kat ITE, to apixaban npénet va
YPMOLLOTOLEITOL LLE TPOGOYT

- 10 apixaban dgv mpémel vo ypnoonoteitar yio ) Bepaneio tng EBOO xat tn Oepameia g ITE,
Kka0dG M amoteAecpOTIKOTNTO PITopel va eitvat vofaducpévn.

Epyaompilaxéc mapduerpot

O1 e€etdoeig méng Tov aipatog [m.y. ypdvog mpobpouPivng (PT), INR kat ypdvog evepyomotuévng
uepikrg Opopporiactivng (aPTT)] emnpedlovion dnmg givor ovapevOUeEVo oo TO UNYAVIGHO dpaong
tov apixaban. Ot aAlay£g OV TOPATNPOVVTAL GE OWTEG TIS £EETAGELS THENG TOV AUUATOC 6TV
avapevouevn BepamevtiKy 006om eival PIKPEG Kol VITOKEWVTAL o€ VYNAG Padud petapfintdmrag (PA.
napypago 5.1).

IAnpopopieg oyetikd pe ta Ekdoyo

To Apixaban Accord mepiéyet Aaxtoln. Ot aobeveig pe omdvia KAnpovopkd tpofAnuate dvcave&iog
o yoAaxtoln, TAnpn EMdetym Aoktdong 1 Sucamoppopnom YALKOLNG-yorakTtolng dev mpémet va
AGPovv anTd TO PAPUAKELTIKO TPOTOV.

AvTtd 10 PapROKELTIKO TPOidY TEPLE el AydTtepo and 1 mmol vatpiov (23 mg) avé diokio, Snradn
OVLOLUCTIKA Elval «edevbepo vaTpiovy.

45 Almiemopdosig pe GAro QUPRUKEVTIKG TPOTIOVTO KOl GALES popPEg alinieniopaocng

Avaoctoleic tov CYP3A4 ko tng P-gp

H ovyyopriynon tov apixaban ue ketokovaloin (400 mg pio @opd v nuépa), £vav 1oyvpo
avactoréa 1060 Tov CYP3A4 660 ko g P-gp, odnynoe oe avénomn katd 2 eopéc e néong AUC
Tov apixaban kot og avénon kotd 1,6 popég g néong Cmax Tov apixaban.
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H ypnion tov apixaban dev cuviotdton e acbeveic mov Aoufdvovy Tavtdypova cvotnuatiky Oepomeio
e 163VPpovG avaotoAgic 1060 Tov CYP3A4 660 kot g P-gp, 0Ttmg ovVTHUKNTIONGIKA TG OUAS0S TV
alolmv (m.y., ketokovaloAn, 1tpakovaloin, Popikovaldin Kot TocaKovalOAT) Kol OVOGTOAELG TNG
apwtedong tov HIV (w.y., prrovapipn) (BA. mapdypago 4.4).

O1 6paoTtiég ovsieg o1 omoieg dev Bewpodvtat 1oyvpoi avaotoreic 10co Tov CYP3A4 doo ko g P-
ap, (.., apodapovr, KAapt@popvkivn, SIATaléun, @Aovkovaloin, vampolevn, kvidivn, epamapiin)
QVOUEVETOL VO, WERGOVY TN GLYKEVTP®OT) ToL apixaban oto mldopa og pikpdtepo Pabud. Agv
amotteiTal TPOoaPLHOYN TG 800G Tov apixaban dtav cuyyopnyeital pe Tapayovieg Tov dev ivat
toyvpoi avactoreic tov CYP3A4 kot g P-gp. INo mapdderypa,  Sthtialéun (360 mg pio gopd v
nuépa), n omoio Bewpeiton pétprog avactoréng tov CYP3A4 kan fmiog avactoréag tng P-gp, odfynoe
og avénon katd 1,4 popég g péong AUC tov apixaban kot o avénon kot 1,3 popéc g puéong
Cmax. H vampo&évn (500 mg, epdmal d6on), évog avaotoréag e P-gp aAld oyt tov CYP3A4,
odnynoe og avénon katd 1,5 eopég kot katd 1,6 popég g uéong AUC kot tng Cmax TOL apixaban,
avtiotoya. H khapiOpopvkivy (500 mg, dbo opéc v nuépa), Evag ovactoréag e P-gp kot évag
wyvpog avactoréag Tov CYP3A4, odnynoe oe avénon katd 1,6 popég ko kotd 1,3 popég g péonc
AUC «ot g Cmax TOV apixaban, avtictoyo.

Enayoyeic tov CYP3A4 xon P-gp

H cvyyopnynon tov apixaban pe prpoumikivn, évav 1oyvpo enayoyéo tooo tov CYP3A4 660 kot g
P-gp, odnynoe og peimon kotd mpocéyyion g tééng tov 54% ot 42% g uéong AUC kot Ciax TOV
apixaban, avtiotorya. H tantoypovn yprion tov apixaban pe dAlovg woyvpoig eraymyeis tov CYP3A4
kot P-gp (1., pawvvtoivn, kapPfapalenivn, eawvofapPredin 7 St. John’s Wort) evééyetan emiong vo
TPOKOAEGEL peimon TaV cuyKeVTp®oe®mY Tov apixaban oto TAdoua. Aev amoiteital TPOSOUPUOYN TG
d6omg tov apixaban katd v cvyyopnyoduevn Bepansio e TETOW POPUAKEVTIKA TPOIOVTA, OGTOGO,
og aoBeveig mov AapPavouvy TaVTOYPOVE CLGTNHOTIKY Oepameia [e 1YVPOVS ETAYWYELG TOGO TOV
CYP3A4 660 ka1 g P-gp, To apixaban npénet va ypnoiponoteiton pe mpocoyn yio v mpodinym
OYYELKOD EYKEPUAIKOV ETEIGOOIOV KOl GVOTNUATIKNG UPoAnc o€ acbeveic ue MBKM kot yio v
pdANy” votpomidlovcag EBOO kot ITE. To apixaban dev cuvictdrat yio ) Ogpancio tng EBOO
kot g [1IE o€ acbeveig mov Aaufdavouvy tontdypove cueTnUatiky Oepameio e 1oyxvpove exoymyeig
1660 Tov CYP3A4 660 kar tng P-gp, kabdg 1 anotehecpuatikdtnra umopei va eivot vofaduicuévn

(BA. mapaypago 4.4).

Avtumnktikd, ovaotoleic cuykdAInong aponetadiov, SSRIS/SNRIS kot MEAD

AOY® avENuévou apopparyikon Kvdivov, avTevoeikvutal 1 Tautdypovn Bepaneio pe omoladnmote
AL OVTITNKTIKG, EKTOG VTIO €101KEG GLVONKES OAAMYNG avTuTnKTIKNG Bepaneioc, 6tav 1 MKH
YOPNYELTAL GE OOGELG TOL ATOLTOVVTAL Y10, T OLOTHPTOT OVOLXTOD KEVIPIKOD QAEPKOD 1) 0PTNPLOKOV
kaBetnpa 1 6toy 1 MKH yopnyeitat kotd ) S1dpKela TG KOTAALONG UE KAOETHPA Y100 KOATIKN

poppopvyn (BA. mapdypago 4.3).

Meté amd cuvévacud yoprynong evoamapivng (40 mg epdmnaé d6on) ko apixaban (5 mg epdmag
0001, Topatnpndnke cuvePYIoTIKO amoTEAECU 6T dpdon Tov avtl- Xa [lapdyovra.

Agv amodeiyBnkoy PopUOKOKIVITIKEG 7| QOPLOKOSVVALIKES oAANAETIdpacELS OTav TO apixaban
ocvyyopnynonke pe ASA 325 mg pio popd nuepnoimg.

H ovyyopriynon tov apixaban ue khomdoypéin (75 myg pio popd nuepnoing) N ue cuvdvoacud
KhomiboypéAng 75 mg kar ASA 162 mg pia popd nuepncing, 1 pe npacovypiin (60 mg
axolovBovpueva and 10 mg pio popd nuepnoing) o pekéteg Oaong I, dev £d6e1ée kamolo oyeTIKN
avénon oe e€etdoelg TPOTLIIOL YPOVOL CLOPPOYING, 1| TEPOLTEP® AVOGTOAN TNG GUYKOAANGNC
QLUOTIETOAI®V GUYKPLTIKG LE TN YOPNYTON AVTIOUOTETOAOK®V Topaydvimy ywpic apixaban. Ot
avénoeig otig eéetdoeig mENg tov aipatog (PT, INR, kot aPTT) tov o€ cuppovia pe TIC EMSPACELS
TOL apixaban pepovouéva.

H vanpo&évn (500 mg), évag avactoréag tng P-gp, 0dfynoe oe avénon katd 1,5 popéc ko katd

1,6 popég g péong AUC kat g Cmax Tov apixaban, avrtictoya. [Mapatnpndnkayv avtictotyeg
avénoeig otig egetdoeic TENG Tov aipatog yio To apixaban. Asv moapotnpnOnkay odloyés oty
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emidpacmn ™G vompo&Evne oTnV TPOKAAOVUEVT 0Tt aPayLOOVIKO 0ED GUYKOAANGT TV OLUOTETUAIDY
00TE KMVIKG GILOVTIKY ETUNKVVGT] TOV XPOVOL auploppayiag HETd T cuyxopnynon apixaban kot
vampo&EVNg.

Hopd v dmapén avtdv Tov svpnudtev, propel va vedpyovy dropa e o Eviovn
QAPULOKOOVVOLKY OVTOTOKPLGT OTOV OVTLOLUOTETAAAKOTL TTAPAYOVTEG GUYYOPNYOUVTOL LE apixaban.
To apixaban npénetl vo ypnoonoleitan pe mpocoyn otav cuyyopnyeitat pe SSRIS/SNRIs, MEZAD,
ASA f//xaw avaotoreic Tov P2Y 12 kabdg avtd To poproKevTkKd Tpoiovta avédvouy cuvinfwg Tov
Kivduvo arpoppayiag (BA. mapdypogo 4.4).

Yrapyel meplopiopévn eumelpio amd T cLyyopNyNon Ue GAAOVG AVOGTOAEIC GLYKOAANONG
aoneTodiov (6nmg avtayoviotég vrodoxcwv GPIIb/Ia, dtrvpidapoin, de&tpdvn 1
covApivorvpalovn) 1 Bpopporvtikode mapdyoviec. Kabdog avtoi o1 mapdyovieg av&avouvy Tov
KIvOLVO a1poppoyiag, 1 GLYXOPIYNOT] CLTOV TOV QOPUOKEVTIKOV TPoidovimv ue To apixaban dev
ovviotatol (BA. mapdypogo 4.4).

AlLec ovyyopnyovueveg Bepaneieg

Agv mapatnpiOnKoy KMvikKé onUOVTIKES QAPUOKOKIVITIKESG 1] POPUAUKOOVVOULKES AAANAETIOPACELS
6tov to apixaban cuyyopnynOnke pe atevoloin 1 eapotidivn. H cuyyoprynon tov apixaban 10 mg pe
atevolOAn 100 mg dev emépepe KAVIKG GNUOVTIKY ETIOPOCT) GTN QOPUAKOKIVITIKY TOL apixaban.
Metd v xopnynon tov 600 EopUaKeLTIKOV Tpoidoviav pali, n péon AUC kot Cmax yio To apixaban
Nrav younAdtepn katd 15% wot kotd 18% oe oyéon pe v nepintwon mov yopnyndnke pévo tov. H
yoprynon tov apixaban 10 mg pe eapotidivn 40 mg dev eiye enidpacn oty AUC 1 1 Chax. TOV
apixaban.

Enidpaon tov apixaban ce dAAa @opUaKELTIKA TPOIOVTIA

In vitro peAétec Tov apixaban dev édei€av avaotaltikn enidpaon ot dpdon twv CYPLA2, CYP2AS,
CYP2B6, CYP2C8, CYP2C9, CYP2D6 1} CYP3A4 (IC50 > 45 uM) evd nopatnpndnke 6toug
acbeveic advvaun avactoltikn enidpaon g dpdong tov CYP2C19 (1IC50 > 20 uM) e
GLYKEVTPMGELC TOV EIVOIL SNUOVTIKE PLEYOADTEPES OO TIG UEYIOTEG CLYKEVTPMGEIC 6T0 TAdGHa. To
apixaban dev enépepe enayoyn tov CYPLA2, CYP2B6, CYP3A4/5 og cuykévipoon puéxpt ta 20 pM.
Yuvenmg, To apixaban dev avouévetal vo, Tpomonooel T HETafoAkn kdbapon Tmv
GLYYOPTYOOUEV®V QAPUAKEVTIKMV TPOiovToV mov petaforifoviot amd avtd ta éviopa. To apixaban
dev givon onuovtikdg avootoréag g P-gp.

Y& HEAETEG IOV TTPAYUATOTOWONKAY GE VY] GTOpa, OTMG TEPLYPAPETAL TTapAKAT®, TO apixaban dev
GAha&e oNUOVTIKA TN POPUOKOKIVITIKY] TNG Otyo&ivng, Tng vampo&Evng 1 TNG OTEVOAOANG.

Aryolivy

H cvyyopnynon tov apixaban (20 mg pio @opd nuepnoimng) pe dryo&ivn (0,25 mg pia popd
nuepNoing), éva vrodstpoue e P-gp, éev emnpéace v AUC 1 1 Crax TG otyo&ivng. Emopévac, to
apixaban dev avaotéAlel Ty uecoAafovuevn oo v P-gp uetakivnon tov vrootpduatoc.

Nampolévn
H ovyyopnynon gpdmno d6cemv apixaban (10 mg) kot varpo&évne (500 mg), £va cuyva
ypnoomrolovpevo MEAD, dev enépepe kapio enintwon otnv AUC 1§ ™ Cmax ¢ vomrpo&évg.

Atevolon
H ovyyopniynon piog epana& d6ong apixaban (10 mg) kot atevoloing (100 mg), évag cuvnbicuévog
B-amoKkAeloTG, 6V TPOTOTOINGE T POPUAUKOKIVITIKY] TNG OTEVOAOANG.

Evepyog dvBpaxoc
H yopnynon evepyod dvOpaxa, peidvel Ty £kbeomn oto apixaban (BA. mapdypagpo 4.9).

4.6 Tovipétnra, kOO Kot yorovyia

Konon
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Aev drotiBevtar KAvikd dedopéva oyeTikd e n xpron tov apixaban oe éykvo yovaika. Meléteg o
Coa dev KatédeEAY Apeomn N EUUEST TOEIKOTNTA GTNV avVaTapay®ylkn tkavotnta (BA. Tapdypapo
5.3). Q¢ mpoAnmTikd UETPO, EivaL TPOTIUNTEO VA ATTOPEDYETOL 1) ¥PToT TOL apixaban katd ™ didpkela
NG EYKLUOGUVIC.

OnAacpodg
Agv glvar yvootod edv to apixaban 1 ot petapolritec tov amekkpivovtol 6to avOpdmvo yoa. Ta

dabéoa dedopéva og {oa £de1&av anékkpion Tov apixaban oto yaio (BA. Tapdypoaeo 5.3). O
kivouvog yia to OnAalov moudi dev pmopel va amokAEIoTEL.

[Ipénet va amopaciotel edv Ba dokonel 0 OnAacuog i Ba dokonel/Ba amoeevydei n Oepaneia pe
apixaban, Aapfavovtag vedyn o 6@eL0g ToL ONAacpoD Yo To Toudi kot To OPELOG TG Bepaneiog yia
) yuvoiko.

Tovipdnto
Meléteg og {mo oo omoio yopnynOnke apixaban dev xovv deifel kamola enidpaocn ot YOVILOTNTO.

(BA. mopdypago 5.3).
4.7 Emopacelg 6Ty tkavoTiTo 001]YN61S KOl EPLGROD P avi|HdTmv

To Apixaban Accord dev éxet kapio 1 el 0OHLOVTN EXIOPACT) GTNV IKOVOTNTO 0ONYNONG KO
YEPLGLOD UnyovnUaT@y.

4.8 AvemOounteg evépysieg

[epiinym 1oV TPoPiL acedieing

H acedlieia tov apixaban £yst e€etacbei oe 4 kKhvikég pedétec @aong I wov cupmepierdufovay
neplocdTepovg amd 15.000 acbeveis: mavm amd 11.000 acbeveig otig perétegc MBKM kot méve amod
4.000 aoBeveig otig peréteg Oepanciog POE (Bepancio POE), yio péon ocvvorkr| £kbeom 1,7 etddv Ko
221 nuepmv, avtiotorya (BA. mapdypago 5.1).

O1 ouyvég avemBounteg evépyeteg NTav oploppayia, porwnes, eniotadn kot cpdtopo (BA. Hivako 2
Y10l TO TPOPIA TV AVETIOOUNTOV OVTIOPAGE®DY KOL TIC GLYVOTNTES OV EVOELET).

Y11c peréreg MBKM, 1 cuvoAikn emintwon avemBOunTmy evepyeldv mov oyeTilovtay Le aipoppayia
ue to apixaban ftov 24,3% ot pedétn pe apixaban évavt Bapeapivng kot 9,6% ot perétn pe
apixaban évavtt akeTvAoGOAIKVAIKOD 0EEog. T pedétn pe apixaban évavtt Boapeapivig, n exintoon
UellOVmV auoppaytdv amd to yaotpevteptko kotd ISTH (cuurepiiapfoavopuévng g apoppayiog Tov
AVAOTEPOV KoL KATMTEPOV YAGTPEVTEPIKOD GMAN VO Kol ToL opBov) pe apixaban ftav 0,76%/étoc. H
enimtoon ISTH peiCovog evéopbdiuiag oupoppayiog e apixaban frav0,18%/étoc.

Y1ic peréreg Bepameiog g POE, n cuvolikn| enintmon avemBountov evepyeidv mov oyetifovioy pe
awoppayia pe To apixaban frav 15,6% ot pedétn pe apixaban évavtt evo&amapivng/Papeopivng kot
13,3% ot uehétn pe apixaban évavtt ewcovikod eappdxov (PA. mapdypago 5.1).

Hivaxog ovemBountwv evepyeidv
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O ITivaxag 2 deiyvel T1g avemBOUNTEG EVEPYEIEG TTOL KATATAGGOVTOL AVE KATNYOPio OpyaviKoD
GULGTHLATOC KO 0VA GUYVOTITO XPNOULOTODVTAG THV TapakET®d cuvOnkn: ToAd cuyvég (> 1/10),
ovyvég (> 1/100 émg < 1/10), oy ouyvég (> 1/1.000 éwg < 1/100), omaviec (> 1/10.000 £mg < 1/1.000),
o0 omdvieg (< 1/10.000), un yvootég (dev pmopobdv va extipunfovv pe Paon ta dtobéoipa dedopéva)

vio MBKM kot Ogpaneio OOE, avtictoyo.

Hivaxag 2: Aot avemBOpUNTOV EVEPYELDY GE HOPPN] TIVUK,

Kotnyopio 0pyovikov GUGTHUOTOS

Hpéinyn ayyerokov
EYKEPUAIKOV ETELG0010V
KOl GUGTNILATIKNG

O¢poncioc EBOO kot IIE ko
TPOANYN VTOTPOTLALOVGAC
EB®O ko IIE (Ogpaneia

enPoing og eviphikeg ®OOE)
acBeveic pe MBKM, pe
évay 1 TEPLEGOTEPOVS
TOPAYOVTES KIVOUVOL
(MBKM)

A1aTopoyéc Tov OLUOTONTIKOD KOl TOV ASUPIKOD GDOTHUOTOS
Avonpio Xuyvég Xuyvég
®popfonevia Oy ovyvég Xuyvég
Aratopoyég Tov 0vosoTOINTIKOD COGTHUOTOS
YrepevaioOnoia, aArepyikd oionua Oy ovyvég Oy ovyvég
KoL avopuiasio
Kvnoudg Oy ovyvég Oyt ovyvéc*
Ayyelooionpa Mn yvootég Mn yvootég
Aratopoyég Tov vevpikod ovoTiUATOS
Eyxepaiiy awpoppayio Oy ovyvég Xrbvieg
OpBOolurég oraropoyés
Awoppayio Tov 0@Boipon Suyvég Oy ovyvég
(ovumeptiopPavopévng g
OLLOPPAYIOG TOV EMTEPVKOTAL)
Ayyeraxcés diotopoyés
Awoppayia, cpdropo Xuyveég 2oyveg
Yrotaon (cupumepiapfavopévng e Yuyvég Oy ovyvég
VTOTOGTG TOL TPOKOAEITOL ALTTO
OepamenTiKong XEPIGUOVG)
Evdoxotiaxn aipoppayio Oy ovyvég Mn yvooTtég
A10TOPOYES TOV OVATVEDTTIKOD GVOTHIOTOS, TOV BpaKa Kol T
ueoobwpixiov
Enictaén Zoyvég 2oyvEC
Aiuomroon Oyt ovyvég Oy ovyvég
Aipoppoayio ToOL OVOTVELGTIKOV Zmévieg Zmhvieg
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Kotnyopio 0pyovikov GUGTUOTOS

Hpoinyn ayyelokov
EYKEPUAIKOV ETELG0010V
KOl GUGTNILATIKNG

Ocponcioc EBOO kat IIE ko
TPOANYN VTOTPOTLALOVGAC
EB®O ko IIE (Ogpaneia

enPoing oe eviphikeg ®OOE)
ao0eveic pe MBKM, pe
évay 1 TEPL6GOTEPOVS
TOPAYOVTES KIVOUVOL
(MBKM)

A10T0poyéS T0D YaTTPEVTEPIKOD
Noavtia Xuyvég Xuyvég
Awoppayio TOV YOOTPEVTEPIKOD Xuyveég Xoyveég
Awoppayio a1poppoidwv Oy ovyvég Oy ovyvég
Awoppayio 1oV GTOUATOG Oy ovyvég Xoyvég
Awartoyesia Oy ovyvég Oy ovyvég
Apoppayia Tov opBod, ovhoppayio 2oyveéc 2oyvEC
OnicBomepttovoikn apLopporyiol Xmavieg Mn yvooTtég
A1oTopoyég T00 NTATOS KoL TV YOANPOPDV
Mn @ucloAoyikr €EETAON NTOTIKNAG Oy ovyvég Oy ovyvég
Aertovpyiog, avENUEVT OGTOPTIKA
OLLVOTPAVGPEPACT], CLENUEVN
OAKOAIKT QOGPATACT OipaTog,
avénuévn yoiepvOpivn aipartog
AvEnuévn y-ylovtapvrotpavepepdon Suyvég Suyvég
AvEnpéVI aUVOTPAVGOEPAOT] TNG Oy ovyvég Xuyvég
alovivng
ALaropoyéc Tov 0EpUATOC KO TOV DTOJIOPIOV LGTOD
Agppoticd eEdvinpa Oy ovyvég Yuyvég
Alomexia Oy ovyvég Oy ovuyvég
IToAvpoppo epvinua IToA0 omdvieg Mn yvooTtég
Agppotikn ayyeutido Mn yvooTtég Mn yvooTtég
A107T0p0YEC TOV HDOOKEAETIKOD OVOTHUOTOS KOL TOD GVVOETIKOD 10TOD
Awoppayio podg Xrdvieg Oy ovyvég
A1070p0YES TV VEPPWY KAL TMV 0VPOPOPWY 00WV
Aipatovpia Zoyvég Zoyvég
A1070p0YES TOV AVOTOPOYDYIKOD COGTHUOTOS KOL TOD UOGTOD
Mn @uG10A0YIKT KOATIKY dipLoppayia, Oy ovyvég Xoyvég

aLoppayios OVPOYEVVITIKAG 000V

Tevirég droTopoyés Kol KaTooTaoelS THS 000D YOPHYNOHS
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Kotnyopio 0pyovikov cueTROTOS Hpoinyn ayyelokov Ocponcioc EBOO kat IIE ko
EYKEPUAIKOV ETELG0010V TPOANYN VTOTPOTLALOVGAC

KOl GUGTNUOTIKNG EB®O ko IIE (Oepancio
enPoing oe eviphikeg ®OOE)
ao0eveic pe MBKM, pe

évay 1 TEPL6GOTEPOVS
TOPAYOVTES KIVOUVOL

(MBKM)
Awoppayia otn Béon epappoync Oy ouyvég Oy ovyvég
Hoporxiivikég eCetaoeig
Mikpoackomiky] AavOdvovca Oy ovyvég Oyt ouyvég

alpoppayio Tapovca

Kaxdaoeig, onintnpidoeis kot emmAorés Oepomentikay yeipioumv

MoAiomog Xuyvég Xuyvég

Awoppayio petd ond Bepomentikd Oy ovyvég Oy ovyvég
YEWPLOUO (GuumepLapPoavorévon
QLULOTAOUATOG PET omd BepamevTiKd
YEWPIOUO, OHOPPaYitG TPOOLATOG,
QULOTAOUATOS TOV ayYyeimv 6Tn Béom
TOPOKEVINGNG Kol Oloppayicg ot
0¢om tov xkabeTnpa), EKKpion amd
TPOOUA, aioppayio otn 0Eon Toung
(ovumepriapfovouévov Tov
aLLOTOUATOG 6T BE0M TOUNC),
EYYELPNTIKN aoppayia

Metatpavpatikn opoppoyio Oy ovyvég Oy ovyvég

[Mivaxag 2

* Agv vnp&ov mEPLGTATIKG YeVIKEVUEVOL Kvynouol oe CV185057 (nakpoypovia tpoinyn OOE)

" O 6pog «Eykepalikn arpoppayion spmeptéyet OAeg TG EVOKPAVIOKES 1] TIG EVEoppoyLoieg
alpopporyieg (SNAadN AopPayIKO Ay YElOKO EYKEPUAIKO EMEIGOSI0 1 ALOPPAYiD TOV KEADPOLG, TNG
TOPEYKEPOAIDOC, EVOOKOIAMOKT 1) VTOGKANPIdI aipopparyia).

H ypnon tov apixaban evoéyetar va cuoyetiotel pe avEnpuévo Kivouvo eavepng 1 KPLENG aoppoyiog
07t0 OTOLOONTTOTE 16TO | OpYOVo, 1| OTola, puropel va odnynoel o€ pebopoppayikn avaipio. Ta onueia,
TO GLUTTOWOTA Kol 1 coPapotnta Bo mokilovy avdioyo pe v Totobecia kat to Pabuod 1 v
eméktoon g apoppayiag (PA. mapaypdapovg 4.4 kot 5.1).

Avapopd TBavoAoyoLUEVEOV ovETBOUNTOV EVEPYELDY

H avagopd mbovoroyodpuevov avemBountov evepyeimv HETA amd T Yopnynon &delog kuklopopiog
TOV QUPUOKELTIKOD TPOIOVTOG elvar onpavtikn. Emtpénet tn cuveyn mapakorovdnon g oyéong
0PEALOVC-KIVOVVOD TOV QUPOKEVTIKOD TPOTOVTOC. Znteital and Tovg EXayyEAUOTIES LYEING VA
avaPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVESG OVETIOOUNTEG EVEPYEIEG LEGH TOL EBVIKOV GUGTILOTOG
avapopdg Tov avaypdeetal oto Hapdptnua V

4.9 Ynaegpdoocolroyia

H vrepdocoroyio tov apixaban evééyetar vo mpokaAiésel vynAotepo Kivéuvo aoppayioc. Tnv
TEPIMTMOOT ALULOPPAYIKDOV EMTAOKMV, 1) Oepaneia mpémel va dlakomel Kot va diepevvndei | Tnyn g
aoppayiag. o mpémel va e€etaotei n Evapén g KOTAAANANG Bepameiog, T.) . XEPOLPYIKN
OLOGTACT), 1 LETAYYION GPECKOV TOYWOUEVOL TAAGHOTOG 1] 1) XOPNYNOT| EVOG TAPAYOVTH OVOGTPOPNS
Y10 TOVG OVOOTOAELS TOVL TTapdyovTo Xa.
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Ye gleyyOpeves KMVIKEG HEAETEC, TO amd TOV 6TOUATOG XOpnyoVuEvo apixaban og vy dtopa g
dooeig Twv 50 mg nuepnoing yo 3 éoc 7 nuépeg (25 mg dvo eopég nuepnoing (bid) yia 7 nuépeg 1
50 mg wia opd nuepnoing (0d) yia 3 nuépeg) dev emépepe Kapio KAVIKG GNUAVTIKY OVETIBOUNTY
evépyeLa.

e vy dTopa, 1 xopnynon evepyod dvOpaxa 2 kot 6 dpeg petd v kotdmoon do6ong 20 mg apixaban
ueimoe ™ péon AUC tov apixaban kotd 50% kot 27% avtictoya Kot dgv giye kapio enidpacn ot
Cmax. H péon nuioewo (o1 Tov apixaban peuwbnke amd 13,4 dpeg dtav to apixaban yopnynonke
pepovouéva oe 5,3 dpeg kot 4,9 dpeg avtiotoyya, 0Tav Yopnynonke evepyodc dvOpakag 2 Kot 6 mpeg
ueta to apixaban. vvendc, 1 yoprynon evepyov avipaka Bo, pmopodoe vo givat yproun oty
QVTILETOTION TNG VITEPdOcOL0YiaG e apixaban 1 g tuyaiog katdroonc.

IMo KaTaoTACELS OTIG OTOIEG AMOLTEITAL OVASTPOPT TNG AVTITNKTIKNG OPUCTIKOTNTAG, AOY®
ameNTIKNG Yo T {on N WU eAeyyopevng apoppayiog, eival dtabécipog Evag mopdyovtog
AVOGTPOPNG Y10 TOVG OVOOTOAEIG TOL TTapdyovta Xa (PA. mapdypago 4.4). Mmopei eniong va
e€etooTel TO EVOEYOUEVO YOPNYNONG CLUTVKVOUATOV TOV cuprAéypotog tpobpoupivng (PCC) 1
avacvvdvacuévov topdyovta Vila. H avactpoen tov opuakoduvapukoy entdpdoemy Tov apixaban,
Omwg amodeiynke amod Tic petaforéc mov mapatnpinkay 6t dokpacio apaywyng BpopPivine, nrav
€kdNAN 670 TEAOG TNG EYYVONG KOl EPTAGE OTIC OPYIKES TIUEG EVTOC 4 mpdV PETA TNV Evapén
yopnynong evog PCC 4 mapaydvtov pe yyoon 30 Aentdv og vy dropa. QoT060, OV VITAPYEL
KAvikn| epmeipio pe ) ypnon npoidviwv PCC 4 mapaydvimv yio Ty avacTpopn TG ooppayiog oe
Gropo wov £yovv AaPet to apixaban. Eni tov mopdvtoc, dev vITapyEl EUTEPI0. ™G TPOG TN YPNoN
avacvvovacuévov tapdyovto VIla og dropo mov Aappdvouy apixaban. @a uropovoe va eetactei
TEPIMTOOT EMAVAYOPNYNONG ovacuvdvacuévou topdyovta VIla kat va yivel ithomoinon avdioya pe

v eEEMEN TG aupopparyio.

Avdroya pe v tomikn defecipudoa, Oo tpénet va AneOel vdyn 1 YVoOU0dOTNoN EVOC EIOIKOD GE
Bépata mnKTIKOTNTOG 0TV TTEpintwon peilovog apoppayiog.

H awpoxdBapon peiwoe v AUC tov apixaban xatd 14% oe dropo pe ve@pikn vOco TeEMKOD 6Todion
(ESRD), 6tav yopnynonke o epdnaé 66om apixaban 5 mg and to otopa. Qg ek tovTOL, N
alpokdBapon dev etvar mbavo va anotehel Eva OTOTELEGUATIKO TPOTO AVTILETOTIONG VITEPOOGOAOYIOG
ue apixaban.

5. DAPMAKOAOI'IKEX IAIOTHTEX
51 ®@appokodvVVopIKES IOIOTNTES

dappokobepanentikn katnyopio: Aviifpoufmtikol TopayovTes, AUECOL OVAGTOAEIC TOV TOPAYOVTA
Xa, kodwog ATC: BO1AF02

Mnyoviouog dpdong

To apixaban givat évog 16yvpog, 00 TOV GTOUATOC YOPNYOVUEVOS, AVUSTPEYILOC, AUEGOC KOl
Witepa EMAEKTIKOG OVOCTOAENG TOV EVEPYOD KEVTPOL TOL TTapdyovto Xa. Agv amarteitol
avtiBpoufivn I yuo v aviiBpoufwtiky dpdon. To apixaban avactéddel Tov eredBepo Kat TOV
deopevuévo oto Bpoppo mapdyovo Xa ko T dpdon g mpobpouPivaonc. To apixaban dev £xet
Gueoeg emMOPACEIS 6T GLYKOAANOT TOV OUOTETOA®V, OALA OVAGTEALEL EPUESH TNV TPOKAAOVUEVN
amd v Bpoufivn cvuykdAnon Tov aponeTodiov. Avactéldoviog Tov mapdyovta Xa, o apixaban
npoAappavet T dnpovpyio OpopuPivng kot v avdmtuén Bpoupov. Ipoxhvikéc pedétec Tov apixaban
O€ MEPAATIKA LOVTELD £XOVV amodei&etl avTOpouPmTiKT dpacT GTNV TPOANYT TG CPTNPLOKNG KOt
QAEPIKNG OpOUPOONG GE TPOGTUTEVTIKES Y10 TNV OLHOCTACT] OOCELS.

Dappokoduvapukés EmOPAcELS
O1 pappoaxkoduvopikég emdpdoelg Tov apixaban avrikoarontpilovv tov unyoavicpod dpdong tov
(avaotoAn Tov FXa). Q¢ anotédespa tng avactolng tov FXa, to apixaban exiunkovel Toug xpovoug
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ot e€etdoelg mEng Tov aipatog Ommg o ypovog tpobpoufivig (PT), To INR kot o ypdvog
gvepyomompévng pepikng Opopporiactivng (aPTT). Ot aAlayég mov TopaTHPOHVTIOL GE QVTEG TIG
e€etdoeig TéENg Tov aipatog otV avouevouevn BepamenTikn 600 gival LWKPEC Kot VITOKEVTOL GE
VYNAO Pabud petafAntotntag. Agv cuVIGTOVTOL Yio TNV 0EI0AOYTON TOV QUPUAKOSVVOUIK®DY
emdpdoemv Tov apixaban. T dokpacio Tapaywyng Opoupivne, to apixaban peimoe to gvdoyevég
duvapkd g Opopfivng, évav deiktn pérpnong g mapaywyng Opoufivng 6to avBpmmivo TAACLOL.

"Eyet amodeybei emiong n dpdon Tov apixaban kotd tov IMopdyovta FXa péom g peiovong mg
evlopukng dpdong tov mapdyovta Xa og ToAamAd epmoptkd detypata avt- Hapdyovra FXa, wotdco
TOL OTOTEAEGUATO, OLOLPEPOVY PETAED TV dEIYLATOV. Agdopéva amd KAVIKES HeAéTeg etvar dtabéoipa
uévo o Tnv Rotachrom® Heparin ypopoyévo dokipacio. H Spéon xoté tov [Mapdyovta FXa
TOPOVOLALEL [io OTEVY] GUEST] YPAUUIKT OXE0T LE T CLYKEVTPMOOT TOL apixaban oto mldopa, 1 omoia
QTAVEL OTIC PEYIOTEG TYEG TN OTIYUN TOV UEYIOTOV GUYKEVTPMGE®MY TOL apixaban octo mAdoua. H
oyéon peta&d g cuykévTpwong tov apixaban oto mAdoua kot g dpdong katd tov IMapdyovra FXa
gtvar oxeddv ypoppukn og éva evpd ehopa docemv apixaban.

O ITivakag 3 Tapaxdtm deiyvel tnv TpoPrendpevn ékBeon oe otabepn| katdoTaor Kot Tn dpdon Katd
tov [Tapdyovta Xa. Xe acBeveig pe un Bodfidkn kodmikn poppapuyn mov Aapfdvooy apixaban yio
TNV TPOANYT| OYYELLKOD EYKEPOAKOD ETEGOOI0V KOl GUGTNUATIKNG EUPOANG, TO ATOTEAEGLOTA
KOTOOEIKVDOLV 10, SLOKDLLOVOT) LKPOTEPT oo 1,7-popég oTo UEYIOTA £C EAGYLOTA EMITEDA. XE
acBeveig mov AapBavovy apixaban yia m Oepancio tng EBDO kat g ITE 7 yio thv mpodAnym
vrotpomidlovsoc EBD® kot I1E, Ta amoteléopata Katadetkviouy Lo SLoKOUOVOT] MKPOTEPT OO
2,2-p0opég OTO, LEYIOTO MG EAGYLOTO EMITEDAL.

IMivaxog 3: Tpofremopevn £kBeon og apixaban o ota0epn KaTdoToon Ko dpdon Katd TOV
Hapayovra Xa

Apix. Apix. Méywet dpdon | Eldyiotn dpdon
Cmax (ng/mL) Cmin (ng/mL) Apix. katd Tov Apix. katd Tov
Hapdayovra Xa Hapayovra Xa

(IU/mL) (IU/mL)

Mapecog [5°, 95° Exatootnuopio]

Hpolnym ayyeiaxod eyrepoldikot exelo00iov Kai oLOTHUATIKNG eufolns: MBKM

2,5mg 8¢ 123 [69, 221] 79 [34, 162] 1,8 1,0, 3,3] 1,2 [0,51, 2,4]
nuepnoiong*
5mg dic 171 [91, 321] 103 [41, 230] 2,6 [1,4, 4,8] 1,5[0,61, 3,4]
nuepnoing

Ocpamncio. ths EBDPO, Ocpomeio g IIE xou mpoinyn vmotpomadlovoas EBDPO ko1 I[IE (Osporeio POE)

2,5mg dig 67 [30, 153] 32 [11, 90] 1,0 [0,46, 2,5] 0,49[0,17, 1,4]
nuepnoing

5mg dic 132 [59, 302] 63 [22, 177] 2,1[0,91,5,2] 1,0[0,33,2,9]
nuepnoing

10 mg &ig 251 [111, 572] 120 [41, 335] 4,211,8,10,8] 1,9 [0,64, 5,8]
nuepnoing

*[TnBvoudg Tpocapuocuévng doong, Pdost 2 ek Tv 3 kprtnpiov peimong 066N ot UeAETN
ARISTOTLE.
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Iapd to yeyovog 6t ) Bepomeia pe apixaban dev amottel Taktikn mopoakoiovdnon tng ékbeong, £vag
Babuovounpévog mocotikdg éreyyog Tov avti-Xa Ilapdyovta pmopel va etvan yprioipog oe e&oipeticés
KOTOGTAGELS OTIG 0T01eC 1) yvdon g £kbeong og apixaban umopei vo, fondicel ot evnuépwon
KAVIKQOV 0moQAce®V, T.)Y. VTEPOOGOAOYIN KOl ETEIYOLGO YEWPOVPYIKT| EXEUPACT).

KAwvikn ommote A eoHOTIKOTITO KOl 00 QAAELD,

Llpdinwn ayyeroxod eykepalikod exelo00iov Koi cLOTHUATIKNG eufolNC o 0o0evelc ue un fatfiown
Kok popuopvyn (MBKM)

Yvvolkd 23.799 acbeveic ToyoronomOnkay oto kKAviko mpdypapue (ARISTOTLE: apixaban évavrtt
Bappapivng AVERROES: apixaban évavtit ASA) courepirapfovopévov 11.927 mov
ToyooromOnkav og apixaban. To mTpoypoppo GYESAGTNKE Y10, VO, KATOSEIEEL TNV AMOTELEGHATIKOTNTO
Kot ac@AAELD TOL apixaban oty TpOANYN OyYEIKOD EYKEPAAIKOD EXEIGOSIOV KOl GLOTIUOTIKNG
euporng oe acBeveic pe un ParPidwn koAmikn poappoapvyn (MBKM) kat évay 1 tepiocdtepovg
TPOGHETOVS TAPAYOVTES KIVOUVOL OIS

. TPONYOVUEVO EYKEQPOAKO QyYELOKO ETEIGOSI0 | TaPOOIKO 1Yok £me1c6d10 (TIA)
. niia > 75 etov

. VIEPTAOT

. COKYOPMONG dafntng

. ocvumtopatikny kapdiakr avendprelo (Kotnyopio > 1T katd NYHA)

Merérn ARISTOTLE
2 peiétn ARISTOTLE, ovvohkd 18.201 acBeveig TuyotomomOniay e SmAd Ty Oepaneia pe
apixaban 5 mg &bo @opéc nuepnoing (M 2,5 mg 600 popég nuepnoing oe emheypévong acbeveic

[4,7%)], PA. mapdypogo 4.2) 1| Bapeapivn (exiBounto €opog INR 2,0-3,0), ot acbeveic extébnkav oto
0N OPACTIKY OVGIN TNG LEAETNC Y1 €VaL LEGO YPOVIKO dtdotnua 20 unvav.

H péon nicia ftav 69,1 etcdv, n péon Pabporoyio CHADS, fitav 2,1 kot 1o 18,9 % twv acBevadv
glyov TPONYOOUEVO AYYEIOKO EYKEQPAAIKO ETEIGOOI0 1) TAPOSIKO 1GYAUIKO ETEIGOOI0.

Y1t pelétn, to apixaban méTuye OTATIOTIKA GNIOVTIKY 0VOTEPITNTA 6TO KOPLO KATAANKTIKO GNUEID
TPOANYNG AYYELOKOD EYKEPOALKOD EMEIGOOI0V (OLOPPOAYIKOD 1 IGYOLLUKOD) KOL GUGTNHATIKNG
eupoinc (BA. Mivaka 4) o€ oOykpion pe tn Papeapivn.

Mivaxag 4: AToTeELEOCPLATA OG TPOG TNV UTOTEAECUATIKOTITO. 6 0.60EVEIS e KOATIKI papprapuyn
ot pehétn ARISTOTLE

Apixaban Bopoapivn Avaroyio
N=9.120 N=9.081 KLvoUvou T p
n (%/étoc) n (%/£toc) (95% CI)
AyyeloKo eyKEPUAIKO EMEIGOH10 1 212 (1,27) 265 (1,60) 0,79 (0,66, 0,95) 0,.0114
GUOTNUOTIKN EUPOAN
Ayyelokd eyKeQOAKO ENEIGOS10
Ioyoyuko M un 162 (0,97) 175 (1,05) 0,92 (0,74, 1,13)
TPOCIOPIoUEVO
Aoppayikd 40 (0,24) 78 (0,47) 0,51 (0,35, 0,75)
ZVoTNUOTIKY EUPOAN 15 (0,09) 17 (0,10) 0,87 (0,44, 1,75)

I"a tovg acbeveic mov TvyoomoOnkay ce Ayn Papeapivng, To S1dpeso T0c0GTO TOL YPHVOL EVTHG

tov Bgpamevtikod €vpovg (TTR) (INR 2-3) frav 66%.

To apixaban enédeile peimon Tov ayyelokoh eyKeQOAMKOD EMEIGOSI0V Kot TG GLGTNUOTIKAG EUBOANG

o€ oOykpion pe ) Papeapiviy oe OAa ta diapopeTikd enineda tov T TR tov kévipov. Evidc tov

VYNAGTEPOL TETAPTNUOPLOV TOV TTR cvppova pe 0 kKéVvTpo, 1 avaroyio Kivdvuvov yio To apixaban
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évavtt Bapoeapivne frav 0,73 (95% Cl, 0,38, 1,40).

E&etdomkav Ta Pacikd dgutepedovta katoAnKTikd onpeio peilovog apoppayiog kot Oovatov
OTOL0GONTOTE CITIOAOYI0C GE io TPOKABOPIGUEVT] GTPATIYIKT LEPAPYIKDV SOKIUMV Y10, TOV EAEYYO
TOV GLVOAMKOD GOAALATOG TUTTOV 1 61N peAéT). XTATIGTIKG ONUOVTIKY aveTePOTNTA ETLTEDYONKE
emiong ota Pacikd dgvtepedovta KATOANKTIKAE onpeio TOG0 yia T peilova apoppayic 660 Kot yio To
Bdvato onowacdnmote artioroyiog (PA. Iivaxa 5). Mg ) Beitioon ¢ mopakorovbnong tov INR, ta
TOPOTNPOVLEVO. OQEAN TOV apixaban og cykpion pe ™ Boapeopivn avaopikd pe to Bavarto
OTOL0GONTTOTE OLTIOAOYIOG LELDVOVTOL.

Mivaxag 5: AguTEPEvOVTA KATUAKTIKA onpueio 68 a60gveic pe KOATIKN poppropvyr] ot RELETY
ARISTOTLE

Apixaban Bapoapivy Avaioyio i p
N =9.088 N =9.052 Kivovvou
n (%/étoc) N (%/étoc) (95% CI)
Awoppaywég ExBaoeig
Meilov* 327 (2,13) 462 (3,09) 0,69 (0,60, 0,80) | <0,0001
Oavor 10 (0,06) 37 (0,24)
neopa
Evdok 52 (0,33) 122 (0,80)
pévia
Meilov + 613 (4,07) 877 (6,01) 0,68 (0,61, 0,75) | <0,0001
KEMM'
Oleg 2.356 (18,1) 3.060 (25,8) 0,71 (0,68, 0,75) | <0,0001
Aomd KataAnKTIKG onpeio
Odavatog 603 (3,52) 669 (3,94) 0,89 (0,80, 1,00) 0,0465
0TOL0GONTTOT
€ atioAoyiog
‘Epopaypa 90 (0,53) 102 (0,61) 0,88 (0,66, 1,17)
LLoKapdiov

* H peiCov oapoppayia opiletal odupova pe ta kprmmpia g Atebvoidc Etaipeiog yio t Opoupwon
ko v Ayostaon (ISTH).
T KMviké Znpavtuchc Mn Meilovog.

¥t pekét ARISTOTLE, to cuvolikd T0c06To Stokomg Adym avemBountov evepyeidv nrav 1,8%
yio. To apixaban ko 2,6% ya ™ Bappapivn.

O1 ekPACELG ATOTELEGUATIKOTNTOG Y10 TIC TPOKOOOPIGUEVES VTTOOUADES, CUUTEPIAAUPOVOUEVOV TNG
Babuoroyiag CHADS,, g niikiag, Tov coOUTIKOD BAPOVG, TOV OAOL, TNG KATACTAUONG TNG VEPPIKNG
AELTOVPYIOG, TOV TPOTYOVUEVOL OYYEINKOD EYKEPUAIKOD ETEIGOOI0V 1} TOPOSKOD 1GYOUUIKOD
EMEIC0010VL KOl TOL SLOPT T NTAV GOUPMOVES WE TIG KOPLEG EKPACELS ATOTEAEGLLATIKOTTOGC Y10, TO
oLVOAMKO TANBLGHO oV peeTONKE OTN PEAETT).

H enintoon peilldvov apoppoyidv amod to yaotpeviepiko katd ISTH (coumepiiapupavopévng g
OLLOPPOYING TOV AVATEPOL KOl KATDOTEPOV YOOTPEVTEPIKOD KoL TNG apoppayiog tov opbod) frav

0,76%/étoc pe apixaban kot 0,86%/¢tog pe Bapeoapivn.

To aroteAéopara yio ) peilova apoppayia yio Ti¢ TpoKaBopIoUEVES VITOOUADES,
ocoumeprropfavopévev tng fadporoyiog CHADS;, tng nAikiog, Tov copTIKOD BAPOVg, TOV GOAOL,
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NG KOTAOGTUGTC TNG VEQPIKNG AELTOVPYING, TOV TPOTYOULUEVOD AYYELNKOD EYKEPUAIKOD ENEIGOOI0V 1)
TOPOSIKOD 1GYALUKOD ETEIGOSTIOV KO TOV SaffNTn NTOV COUE®VA LE TO OTOTEAEGLLOTO. Y10l TO
oLVOAMKO TANBLG O OV peeTHONKE OTN PEAETT).

Merérn AVERROES

¥t perétn AVERROES cuvolikd 5.598 acBeveig mov Bewpninkoy and tovug epeuvntés axatdAiniot
va AaPouv Bepancio pe VKA toyatonomnkayv oe Ayn apixaban 5 mg dvo gopéc nuepnoing (M

2,5 mg dbo popéc nuepnoing og emheypévoug acbeveig [6,4%], PA. mapdypago 4.2) 1 ASA. To ASA
xopnynonke ama& nuepnoing oe d6om 81 mg (64%), 162 (26,9%), 243 (2,1%), 324 mg (6,6%)
oOUPOVA LE TNV Kpion Tov epguvnTn. Ot aobeveig ekTédnKOY 0TN dPUCTIKY OLGIN TG LEAETNG Yid Eval
HéEco ypovikd daotnua 14 pnvav. H péon niwia tav 69,9 etov, n péon Paduoroyic CHADS; ftav
2,0 ko 70 13,6% TtV acBevdv giyov TPONYOVLEVO OYYELOKO EYKEPUAIKO ETEIGOBIO 1| TAPOIIKO
IGYOLUIKO ETELGOO1O.

210V¢ GLYVOLG AGYOVS aKkataAAnAdTNTag Yo Oeparneia pe VKA ot perétn AVERROES
neptiapPavoviay ta mopakdto: 1 ARy petprioewv Tov INR ota (ntodpeva druotipota ftov
advvatn/anifavn (42,6%), o acbevig apvidnke Bepaneio ue VKA (37,4%), pabuoroyio CHADS, = 1
Ko 0 yratpog dev ovvéotnoe VKA (21,3%), ava&lomiotio a60evods og mpog v THpNnom T@v 0dnyidv
TOV QapROKELTIK®V Ttpoioviav VKA (15,0%), kot duokoiio/avapevouevn duokoio oty
emKovovia pe tov acbevi o€ mepintmon eneiyovsog aAlayne ™ doong (11,7%).

H peiétn AVERROES Swkonnke mpodipa Bdoet chotaons and v aveEdptntn Emtpomn
[MopakorovOnong Asdouévav AOym capdv evoeiewmy PHeimONE TOL AYYELNKOD EYKEQOALKOD
EMEIG0O10VL KOl TNG GVGTNUATIKNG EUPOANC UE £VaL amodEKTO TPOPIA ACPAAELNG.

> peiétn AVERROES, to cuvolkd mocooto dlakonig Adym avemBountev evepysidv nrov 1,5%
yto. To apixaban o 1,3% yo to ASA.

Y1t pelétn, to apixaban méTuye OTATIOTIKG GNUOVTIKY OVOTEPITNTA WC TPOG TO KVPLO KATAANKTIKO
onueio TPOANYNG ayyYEIKoD EYKEPUAIKOD ETEIGOGI0V (ALUOPPOYIKOD 1] IOYOUIKOD 7| 1N
TPOGOLOPIoUEVOD) ) cuoTUaTikng epPoing (BA. TTivaka 6) o€ cdykpion pe to ASA.

Hivaxag 6: Kvpieg ekPacelg amoTeAeoLaTIKOTITOS 6 000EVEIS IE KOATIKI LOPRAPVYT 6TT
perétn AVERROES

Apixaban ASA Avodoyio
N =2.807 N=2791 KLvo0vou i p
n (%/étoc) | n (%/étog) (95% ClI)
Ayyelaxod eyke@aikod 51 (1,62) 113 (3,63) | 0,45(0,32,0,62) | <0,0001
EMEIGOO10 1] GLOTILLATIKY
epporn*
AyyeloKO £YKEQAAIKO
EMELGOO10
Ioyopuko 1 pun 43 (1,37) 97 (3,11) 0,44 (0,31, 0,63)
TPOGIOPIoUEVO
Aopporyikod 6 (0,19) 9 (0,28) 0,67 (0,24, 1,88)
YuoTNUOTIKY RPN 2 (0,06) 13 (0,41) 0,15 (0,03, 0,68)
AYYEI0KO EYKEPUAIKO 132 (4,21) 197 (6,35) | 0,66 (0,53,0,83) | 0,003
EMEGHO10, GUGTNUATIKN
euPoir, Epppaypa
pvoxapdiov, | Bdvatog
ayyelaxng otiohoyiog*
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‘Eugpoyua pookapdiov 24 (0,76) 28 (0,89) 0,86 (0,50, 1,48)
OAvaTog ayyelKng 84 (2,65) 96 (3,03) 0,87 (0,65, 1,17)
otoloyiog
OA4vaTog 0TO10GNTOTE 111 (3,51) 140 (4,42) 0,79 (0,62, 1,02) 0,068
artioloyiog’

* AZoloynOnke pe Paon tn oTpaTnykn S0 KAV EAEYY®V TOV GYESIIGTNKE Y10 TOV EAEYYO TOV
GLVOMKOV GQAALTOG TOTTOV | oTN peAétn.
T Agvtepehov KaTaAnKTIKO onuelo.

Agv VIPYE GTOTIOTIKA OTUOVTIKY Slapopd otV enintwon peilovog apoppayiog peta&d tov apixaban
kot Tov ASA (BA. TTivoka 7).

Hivaxag 7: Awpoppayikd 160010 6 060gveic pe KoAmikny pappopoyn) oty perétn AVERROES

Apixaban ASA Avadoyio Kvdovoy | TP
N =2.798 N =2.780 (95% CI)
n (%/étog) n (%/étog)
MeiCov* 45 (1,41) 29 (0,92) 1,54 (0,96, 2,45) 0,0716
Oavatneopa, 5(0,16) 5(0,16)
n
Evdokpavioxd, 11 (0,34) 11 (0,35)
n
Meilov + KEMM' 140 (4,46) 101 (3,24) 1,38 (1,07, 1,78) | 0,0144
Ola 325 (10,85) 250 (8,32) 1,30 (1,10, 1,53) 0,0017

*H peilov apoppayio opileton cOppmva pe ta kpreippa g Atebvovg Etarpeiog yia tn Opoppwon
kot TNV Awdotaon (ISTH).
T KAvikd Enpavtikng Mn Meilovoc.

Adobeveic ue MBKM pue QX% 1/kou mov vrofdrroveor oe PCI

H perém AUGUSTUS, o avotkth, Toyotomomuévn, EAEYYOUEVT LEAETT] LUE TTOPUYOVTIKO GYESOOUO
2 eni 2 evétade 4.614 acbeveic e MBKM ot omoiot giyav OXX (43%) 1y/kon giyav vroPpAndei e PCI
(56%). O)ot ot acBeveic Adupavov Bepaneio vofddpov ue avoaoctorén tov P2Y 12 (khomdoypéin:
90,3%) mov cLVTAYOYPUENONKE GOUPMVO LE TO TOTIKO TPOTLTIO PPOVTIOOC.

O1 aoBeveic ToyotomomOnkay yo £0g kot 14 nuépeg petd to OXE f/xon v PCI ot Afyn apixaban 5
mg 600 gopéc nuepnoing (2,5 Mg 6vo eopéc nuepncing, edv o acbevic TAnpovce 600 1| TEPIGGOTEPQ.
Kprnpuo yuo T peimon g 66omg. To 4,2% éhafe yopnrotepn 60om) 1 VKA kot gite ASA (81 mg
pio eopd nuepnoimg) gite ewovikd papuako. H péon nikio nrav ta 69,9 £, 1o 94% tov acbevov
7oV tuyoomoOnkay giye Pabuoroyic CHA2DS2-VASC > 2, evd to 47% eiye Pabuoroyioa HAS-
BLED > 3. I'ia acBeveic mov tuyatomombnkay ot Anyn VKA, 10 1060610 10V YpOVOL EVIOE TOL
Bepamevticod €0povg (TTR) (INR 2-3) frav 56%, pe 1o 32% tov ypovou yauniotepa omd to TTR kot
10 12% vymAotepa amd to TTR.,

O vprog okomdg g perétng AUGUSTUS Ntav n a&loAdynon g acoaAelog, [Le KOPLO KATUAKTIKO
onueio ™ peiCova arpoppayio kot ISTH 1§ tnv KEMM aupoppayio. Xtn obykpion tov apixaban
évavti tov VKA, 10 x0p1o katoAnktikd onueio aocpdreiag g peilovoc apoppayiog kotd ISTH i g
KEMM opoppayiog otov unqva. 6 mapovoidotke og 241 (10,5%) wou 332 (14,7%) acbeveic ot0
okélog apixaban kot oto oxéhog VKA, avrtictoyo (HR=0,69, 95% ClI: 0,58, 0,82, apeitievpo
p<0,0001 yio T un katwtepdmra kat P<0,0001 yio v avetepdtnra). o tov VKA, mpdobetec
OVOADGOELG PE TN XpNon VoopadwV avd TTR katédeiov 0Tl T0 VYNAOTEPO TOCOGTO AULLOPPUYLDY

56



ovoyetildtav pe 10 younAotepo tetaptnudpto tov TTR. To mocootd aipoppayldv fToy TapoIolo
peta&y tov apixaban kat Tov vyMAdTEPOL TETOPTNHOPioL TOL TTR.

>t oOykpion ASA £vavTi EIKOVIKOU QApUAKOD, TO KOPLO KOTUANKTIKO GNUEL0 dG@AAELng TG
peifovoc apoppayiog katd ISTH 1 g KEMM oapoppayicg otov ufva 6 mapovcidotnke og 367
(16,1%) ko1 og 204 (9,0%) acbeveic 6to okéLog ASA Kot 6TO GKELOG EIKOVIKOD POPUAKOL,
avtiotoya (HR=1,88, 95% ClI: 1,58, 2.23, apeirievpo p<0,0001).

Yuykekpipéva, oe acbeveic mov Aappavay Oepaneio pe apixaban, peiCova  KEMM apoppayio
napovoldotnke o€ 157 (13,7%) kot og 84 (7,4%) acbeveig 610 okéhog ASA Kot 6T0 GKELOG EIKOVIKOD
Qoppakov, ovtiotoryo. Xe acbeveic mov AduPovay Bepaneio pe VKA, peilova 1 KEMM aoppoayio
nopovoldotnke og 208 (18,5%) ko o€ 122 (10,8%) acbeveig 6to okélog ASA Kot 6T0 OKEAOG
EIKOVIKOV QapudKov, avtictotya.

O GAleg emdpdoeig g Bepaneiog aSroroynbnkav wg devtepehov GKOTOG TG LEAETNG, Le chvOETA
KOTOANKTIKA onpeio.

1 ovykplon Tov apixaban évavti tov VKA, 10 60vOeT0 KataAnKTikod onueio tov Bavatov i g véag
voonieiag mapovoidotnke o 541 (23,5%) kot og 632 (27,4%) acOeveic oto okéhog apixaban kot 6to
okéhoc VKA, avtictorya. To cOvBeTo kaToAnKTiKO onueio Tov BovAaTov 1) ToL 1I6YUIKOD EXEGOSI0V
(ayyeloxod eyKeQOAKO ENEICO010, EUEPAYLLO TOL LVOoKOPdiov, Opopupwon g evoonpobeong
enetyovoa emovayysioon) mapovcidotnke oe 170 (7,4%) war 182 (7,9%) aoBeveic oto okélog
apixaban kot oo okéhog VKA, avtictoyo.

>t oyKkpiorn tov ASA £vavTl TOV EIKOVIKOD QUPUAKOL, TO GOVOETO KATOANKTIKO onpeio Tov Bavatov
N ¢ véog voonheiog Tapovotdotnke o€ 604 (26,2%) kat o 569 (24,7%) acbeveic oto okéhog ASA
KOl 6TO OKELOG ELKOVIKOD QOpPHAKOL, avTioTotyd. To cuvOeTo KataAnKkTikd onpeio Tov Bavdtov 1 Tov
LGYOLUIKOD EMEIGOOIOV (0yYELOKO EYKEQOAIKO EMEIGOO10, EUPPAYLLOL TOL LVOKOPSioV, Opoufwon g
evdompdbeong N emeiyovoa enavayysinon) tapovoidotke og 163 (7,1%) ko og 189 (8,2%) acOeveig
010 okéAhog ASA Kol 6TO0 GKELOG EIKOVIKOD (OPUAKOV, OVTIGTOLYO.

Aocbeveic mov vmofdrlovial o€ KapIlOUETATPOTH

H perétn EMANATE, o moAlvkevipikn peAétn avoiktig emonpovong, copmepiédafe 1.500
acBeveic o1 onoiot gite dev elyav AdPel Tponyoduevn Bepamneia e amd TOL GTOUATOG AVTITNKTIKA EITE
elyav AaPet Tponyoduevn Oepameia yio AMyodtepec omd 48 dpeg Kat Elxe TPOYPUUUOTIOTEL VOl
vroPAnBovv e kapdopetatpony yio MBKM. Ot acBeveig toyatomomOnkav o avaroyio 1:1 o
apixaban 1 nrapivn kavn VKA yio tv poAnymn kapdiayyelok®dv coppaviov. [paypatonoidnke
NAEKTPIKN KOV QOPUOKOAOYIKT KOPSIOUETOTPOTN UETA amd TovAdyiotov 5 ddoelg apixaban 5 mg 6vo
eopéc nuepnoing [1 2,5 mg dbo popic nuepnoing og emieyuévoug acbeveis (PA. mapaypago 4.2)] i
TOVAdYLoTOV 2 MPEG HeTd amd doom eoptiong 10 mg [1 d6om edpTiong 5 Mg oe emAeypévoug acheveic
(BA. mopdypago 4.2)], eGv amatteiton TpOIUOTEPT KAPSIOUETATPOTY. TNV opdda Tov apixaban, 342
acBeveic Elafov d6on podptiong (331 acbeveic EdaPav T ddon tov 10 mg kot 11 acbeveic Edafav ™
d6om tov 5 mg).

Aev Tapovcidotnkay ayysiakd eykepaiikd encicodia (0%) otnv opdda tov apixaban (n = 753), evd
napovctdotniay 6 (0,80%) ayysiaxd eykepalikd eneicodia oty opddo nrapivng kavn VKA

[n =747, oyetcog kivduvog (RR) 0,00, 95% CI 0,00, 0,64]. ®dvatog omotacdnmoTte aiTloAoyiog
npoxAnOnke og 2 aobeveic (0,27%) oty opdda tov apixaban kat o 1 acbevn (0,13%) oty oudda
nrapivng kavn VKA. Agv avaeéptnkay cuuBavto cuotnratiking uBoinc.

Svupdvra peiCovog apoppayiog Kot KAWIKG onuoavtikig un peiovog (KEMM) apoppayiog
npoxAnOnkav og 3 (0,41%) ko 11 (1,50%) acbeveic, avtiotorya, otnv opdda Tov apixaban, oe
obvykpion pe 6 (0,83%) ko 13 (1,80%) acbeveic otnv opddo nrapivng ko VKA.

AV 1 S1EPEVVNTIKT HEAETT KATEDEIEE GUYKPIOIUN OTOTEAEGLOTIKOTNTA KO ACPAAELN LETAED TWV
ouddwv Bepaneiog ue apixaban kot nropivn ko VKA, 610 TAaiclo g KopSlopeToTponnic.

Ocpareio tne EBDO, Ocporcio tnc IIE ko mpoinwn vrotpomialovooc EBDPE kou IIE (Osponcio. POE)
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To kKhvikd mpdypaupo (AMPLIFY: apixaban évavtt evooamapivng/Papeapivng, AMPLIFY-EXT:
apixaban évavtt eikovikod apUaKov) oXESIACTNKE MOTE VO, KATOSEIEEL TNV OITOTELEGLATIKOTITO KOt
™V ac@aieia Tov apixaban ywo t Ogpomeio g EB®O kavm g ITE (AMPLIFY), xat ywo trv
mopoTeTapUEVT Bepameia yio v TpdAnym vrotponidlovcac EBD® koavn I1E petd and 6 £mwg 12 uiveg
avTinKTikng oyoyng yio. EBO® kavn ITE (AMPLIFY-EXT). Kat ot 8bo pehéteg nrav
TUYOLOTOMUEVES, TAPEAANA®V opddwV, SITAG TVEAES, ToAvEBVIKEG doKIéG oe aobeveis e
ocopnTopoatiky gyyvg EBOO 1 cvpntopotikn ITE. Ola ta kOpla katoAnKTiKa onueio as@aieiog Kot
OTOTEAECLLATIKOTNTOG TEKUNPLOONKOY amd pia aveEAPTNTN, TVPAOTOINUEVT ETLTPOTT).

MEAETH AMPLIFY

>t perétn AMPLIFY cuvolkd 5.395 aoBeveic tuyotonombnkay oe Oepameia pe apixaban 10 mg
XOPNYOLUEVE 0TtO OTOHATOC dVO POPES NUEPNGIMG Y10 7 NUéEPES, akoAovBovueva and apixaban 5 mg
xopnyodueve and otduatog 600 opéc nuepncing Yo 6 puivee, 1 oe Bepameia pe evo&amapivn 1 mg/kg
XOPNYOLLEV VTOSOPLA dVO POPES NUEPNGIMG Yo TOLAd)IoTOV 5 Nuépeg (néxpt INR > 2) kou
Bappapivn (embounto evpog INR 2,0-3.0) yopryoduevn and otopatog yio. 6 pnvec.

H péon nicia frov ta 56,9 £t kot 10 89,8% tmv tuyaiomompévey acbevav elxe anpdkinta
eneicddlo POE. [Na tovg acbeveig mov Tuyatomomdnkay oe Aqymn Bapeapivng, To HEGO TOG0GTO TOL
¥pOVoL gvtdc Tov Bepamevtikod €vpovg (INR 2,0-3,0) fjtav 60,9. To apixaban 51 va peidvel ta
T0G00Td LOTPOTIALoVGas cupuntmpatikig POE 1 Bavdtov oyxetilopevov pe OOE og oA tal
dwpopeTikd enimeda tov TTR Tov kévrpov. Evtog tov vyniodtepov tetaptnuopiov tov TTR cdppova
LE TO KEVTPO, 1 avaroyio Kivdvvou yio to apixaban évavtt evo&omapivng/Papeapivng ntov 0,79 (95%
Cl, 0,39, 1,61).

>t peAétn, o apixaban kotadeiybnke og un Kotdtepo g evoéamapiving/Pappapivng oto
GUVOVLOGHEVO KVPLO KATOANKTIKO GNUELD TEKUNPLOpEVNC VToTpoTdlovoag cuurntopotikng POE (un

Bavameopog EBOO 1 un Bavameodpog IE) 1 oxetilopevov pe POE Oavdarov (BA. [Tivaka 8).

Hivoxag 8: ExBaoeic anoteheopotikotnrog otn perétn AMPLIFY

Apixaban Evo&anapiviy/popoa YyeTIKOG Kivouvog
N=2.609 pivyy (95% CI)
n (%) N=2.635
n (%)
DOE 1 Bdvartog 59 (2,3) 71 (2,7) 0,84 (0,60, 1,18)*
oyxetilopevog pe POE
EB®O 20 (0,7) 33(1,2)
IE 27 (1,0) 23(0,9)
®dvatog 12 (0,4) 15 (0,6)
oyetilopevog pe POE
DOE 7 Bavarog 84 (3,2) 104 (4,0) 0,82 (0,61, 1,08)
OTO10.GONTOTE
aitioAoyiog
®OE 1 Bdvartog 61 (2,3) 77 (2,9) 0,80 (0,57, 1,11)
oYeTILONEVOC [LE
KapOLoyYELOKT| VOGO
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Apixaban Evo&anapivy/popea YyeTIKOG Kivouvog
N=2.609 pivy (95% ClI)
n (%) N=2.635
n (%)
®OE, 0dvorog 73 (2,8) 118 (4,5) 0,62 (0,47, 0,83)
oyetiiopevoc e POE
N peilov apoppayio

* Mn katdTePO GE GLYKPLoN e TV evo&amapivn/Bapeapivn (Tyur p < 0,0001)

H anoteleopotikdémmra tov apixaban oty apykr Oepaneio e POE ftav otobepn petald acbevov
nov éhafav Oepamncia yia ITE [oyetikdg kivovvog 0,9, 95% CI (0,5, 1,6)] 1 EB®O [oyetixdc kivdvvog
0,8, 95% CI (0,5, 1,3)]. H amoteheouatikdtnTa 68 OAEC TI VITOOUASES, GCVUTEPIAOUPAVOUEVOY TOV
VITOOUAd®V NAKiag, @OAOL, deiktn pnalag ocdpatog (AME), ve@pikng Aertovpyiag, EKTOOTG TOV JEIKT
I1E, 8¢omc tov Bpoppov EBOO kot mponyovpevng TapeVIEPIKNG YP1ONS NTapivng, NTAV YEVIKE

otabepn.

To kbp1o KatoAnKTIKO onpeio ao@dieiac nrav 1 peilwv apoppayio. Xtn pekétn, to apixaban frav
OTUTIOTIKA AVATEPO TNG EVoEamapivne/Papeapivig ¢ TPOG TO KUPLO KATUANKTIKO GNUEID ACPAAELOG
[oyetikodg kivovvog 0,31, didotnua epmictoovvig 95% (0,17, 0,55), Tiun P < 0,0001] (BA. ITivaxa. 9).

Hivaxag 9: Amoteiéopnato oc mpog TNy apoppayio otn peréty AMPLIFY
Apixaban Evooamapivy/Bapeap | LyeTikog Kivovvog
N=2.676 vy (95% CI)
n (%) N=2.689
n (%)
Meilwv 15 (0,6) 49 (1,8) 0,31 (0,17, 0,55)
Mzeilov + KIMM 115 (4,3) 261 (9,7) 0,44 (0,36, 0,55)
EAdocmv 313 (11,7) 505 (18,8) 0,62 (0,54, 0,70)
Oleg 402 (15,0) 676 (25,1) 0,59 (0,53, 0,66)

Ta mocootd Texpnplopévng peilovog apoppayiag kor KEMM apoppayiog oe ototodnmote
AVOTOUIKO OMUEID NTAV YEVIKA YaunAOTEPOA 0TV opade. Tov apixaban oe chykpion pe v opdado tng
evo&amapivng/Boapeapivie. Tekumpiouévn peilov atpoppayia omd 10 yootpevteptko kot ISTH
napovotdotnke o€ 6 (0,2%) acbeveic mov AauPavay Ogpameio pe apixaban kot og 17 (0,6%) oe
acBeveic mov AdpPavayv Bepaneia pe evoamapivn/Papeapiv.

MEAETH AMPLIFY-EXT

¥t perétn AMPLIFY-EXT cvvolikd 2.482 acbeveic tuyatomomOnkov o Oepancio pe apixaban

2,5 mg yopnyovpeva amd 6Top0TOG 600 POpPEG NUEPNGimS, apixaban 5 mg yopnyoldueve and 6TOUTOG
00 QOPEC NUEPTCIMG 1 LLE EIKOVIKO QAPLOKO YioL 12 uiveg HeETd TV OAOKANpwon 6 £oc 12 unvav
APYIKNG AVTITNKTIKNAG oy@yns. Ao awtoig, 836 acOeveic (33,7%) cvpueteiyav otn pelétn AMPLIFY
TP TV €yypaen toug otn perétn AMPLIFY-EXT. H péon nAwia frav 56,7 £t ko 10 91,7% tov
TUY OO UEVV 000eVDV gixe amporinta enelcddia POE.

21 peAén, kot ol 600 docelg apixaban Nty 6TATIGTIKG AVAOTEPEG TOV EIKOVIKOD QOPUAKOV (G TPOC
TO KOPLO KOTOANKTIKO onpeio cuumtopatikig vrotpomidlovoag ®OE (un avammedpoc EBOO 1 un
Oavatnedopog ITE) 1 Bavatov onotacdfmote artioroyiog (BA. Iivaka 10).
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Mivaxag 10:

Expdosic amotereopatikétnrag oty peréty AMPLIFY-EXT

OOE

Apixaban | Apixaban Ewovuko Yyetkog kivéovog (95% ClI)
PapRUKO
2,5mg 5,0 mg Apix 2,5 mg Apix 5,0 mg
(N=840) (N=813) (N=829) £VOVTL EIKOVIKOU | £VOVTL EIKOVIKOD
PUPRAKOV POPRAKOV
n (%)
Yrotpomalovoa 19 (2,3) 14 (1,7) 77 (9,3) 0,24 0,19
®OE 1 Havarog (0,15, 0,40)* (0,11, 0,33)*
OTO10.GONTOTE
a1tioAoYiog
EBOO" 6 (0,7) 7(0,9) 53 (6,4)
IE” 7(0,8) 4 (0,5) 13 (1,6)
®dvatog 6 (0,7) 3(0,4) 11(1,3)
OTO10.GONTOTE
a1tioAoYiog
Ymnotponowdlovoa | 14 (1,7) 14 (1,7) 73 (8,8) 0,19 0,20
®OE 1 Havatog (0,11, 0,33) (0,11, 0,34)
oYeTILOUEVOC LUE
OOE
Yrotpomalovca 14 (1,7) 14 (1,7) 76 (9,2) 0,18 0,19
®OE 1 Havarog (0,10, 0,32) (0,11, 0,33)
oYeTLOUEVOC LUE
KOpOLOyYELOKN
v6Go
Mn Bavotnedpog 6 (0,7) 8 (1,0) 53 (6,4) 0,11 0,15
EBOOf (0,05, 0,26) (0,07, 0,32)
Mn Bavatneopog 8 (1,0) 4 (0,5) 15 (1,8) 0,51 0,27
IEf (0,22, 1,21) (0,09, 0,80)
®dvatog 2(0,2) 3(0,4) 7(0,8) 0,28 0,45
CYETICOHEVOG UE (0,06, 1,37) (0,12, 1,71)

¥ Ty p <0,0001

*To acBeveig pe meptocdtepa amd Evo cupPavta va cuUBEALOLY 6TO GUVOETO KATOANKTIKO OTElD,
avapépOnke povo To TPMTO GUUPAV ()., EAV VOGS GUUUETEY®V Tapovcioce EBDO kai otn cuvéyeia

[E, avaeépbnie povo n EBOO)

TKdé0e coppetéymv Hepovopévo LTOPOVCE VO TOPOVGLAGEL TEPICGOTEPN AO £VOL CLLPAVTO KoL VL
avVTITPOSOTEVOEL Kot 6TIC S0 TASIVOUNCELS

H anoteleopatikdmmra tov apixaban otnv mpdAnyn vrotpomic piag POE Siotnpridnke og OXeg TIC
VITOOUAOES, CUUTEPIAUUPAVOLEVOV TOV VTTOOUAd®V NAKiag, eOAov, AMX Kot VEQPIKNG Aettovpyiog.
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To kbp1lo kKataAnkTkd onpeio acedietog nrav n peillov apoppayio otn didpkela g TEPLOG0VL
Bepameiag. Xtn pekémn, n emintoon peilovog arpoppoyiog kot yio tig 600 ddcelg apixaban dev tov
OTOTIOTIKA SLUPOPETIKT| OO VTN TOL EIKOVIKOD QOPUAKOV. AEV DINPYE CTUTIOTIKH CTLLOVTIKY
dpopd oty enintwon peiovog apoppayiog + KEMM, ehdocovog apoppayiog Kot OAov Tav
aoppayldv peta&h Tov opddmv apixaban 2,5 mg dvo popég NUEPNGIMS KOl TOL EIKOVIKOD QUPUAKOV

(BA. Mivaka 11).

Hivaxag 11: Amoteiéopoto g mpog Ty cpoppayio otn perétny AMPLIFY-EXT
Apixaban | Apixaban Ewoviko Yyetkog kivéovog (95% ClI)
PapraKo
2,5mg 5,0 mg Apix 2,5 mg Apix 5,0 mg
(N=840) (N=811) (N=826) £VAVTL EIKOVIKOD £VOVTL EIKOVIKOD
papudrkov (QOPUAKOV
n (%)
Meilov 2(0,2) 1(0,1) 4 (0,5) 0,49 0,25
(0,09, 2,64) (0,03, 2,24)
Meilov + 27 (3,2) 35(4,3) 22 (2,7) 1,20 1,62
KXMM (0,69, 2,10) (0,96, 2,73)
EAdocmv 75 (8,9) 98 (12,1) 58 (7,0) 1,26 1,70
(0,91, 1,75) (1,25, 2,31)
Oheg 94 (11,2) 121 (14,9) 74 (9,0) 1,24 1,65
(0,93, 1,65) (1,26, 2,16)

Texunplopévn atpoppayio omd to yaotpeviepikd kot ISTH napovoidotnke o 1 (0,1%) acOevi) mov
éhaPe Oepomeio pe apixaban otn 660m v 5 Mg 6V0 Popég nuepnoimg, oe kavévav achevn otn d0om
Tov 2,5 mg dbo eopéc nuepnoing kat og 1 (0,1%) acBevi mov éhafe Oepomeio pe EKOVIKO PAPUOAKO.

Hodrotpikdg TANBvoUdC

Aev vdpyet kopio eykekpiévn madlorpikn EvoeiEn (PA. mapdypagpo 4.2).

Llpoinyn POE oe moudiazpixoic aobeveic ue olelo Asupofiaotixn Asvyouio n lspupofraotixo
Aéuowuo (0OAA, AA)

> pehém PREVAPIX-ALL, cvvolkd 512 acOeveic nhikiag >1 émg <18 etddv veodioyvoouévot pe
OAA M AA, ot omoiot vtoBdAlovtav og ynuetobepaneio EpOdoV cLUTEPIAAUPOVOUEVTG
OOTOPOYIVACTG LECH HOG LOVIUNG CLOKEVNG KEVIPIKNG QAERIKNG TpdcPaonc, TuyatorodnKkay o
avoroyio 1:1 pe avoiktig emonuavong Opouforpo@ulaktikn aywyn pe apixaban 1 v kabiepmpévn
Bepameia (yopic cvoTnpoTIK AvTITNKTIKY oyoyn). To apixaban yopnynbnke cOupova pe Eva oyfiua
otabepng 600mG, og Pabuideg cOUPOVO LE TO COUATIKO BAPOC, GYESIOGUEVO Vi TV 0TAS00T)
ekbEcEMV GLYKPICIUOV UE EKEIVEC TTOV TOPATNPOVVTOL GE EVIAIKEG TTOVL £xovV AdPet 2,5 Mg dvo popég
mv nuépa (PA. IMivaxa 12). To apixaban napacyédnke pe ™ popen| diokiov 2,5 mg, diokiov 0,5 mg 1,
nooov dwAdpatog 0,4 mg/mL. H didpeon dudpkero, €kbeomng 6to okélog Tov apixaban ftav

25 nuépec.

MMivaxog 12: Aocolroyia apixaban et perétn PREVAPIX-ALL
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Evpog Papovg Xpovooraypappe d6ong
6 éwc <10,5 kg 0,5 mg dvo popég v nuépa

10,5 éwc <18 kg 1 mg 800 Qopéc TV Nuépa
18 ém¢g <25 kg 1,5 mg dvo eopéc v nuépa

25 ¢m¢ <35 kg 2 mg 800 QopEC TV NUEPA
>35 kg 2,5 mg 600 Qopég TV NuUépa

To kbp10 KaTAANKTIKO ONUELD AMOTEAEGUATIKOTNTOG NTOV £VO GOVOETO OMOTEAEGLOL TEKUTPLOUEVIC
CUUTTOUOTIKNG KOl OCVUTTOUOTIKNAG U Bavoatnedpag ev 1o Pabet pAefikng Opoufmong, TveupovIKNG
euporng, BpopPmaong tov eykepaikod erePikod KdAmov Kot Bavdrtov oyeTilouevov pe eAefikn
BpoppospPorn. H enintmon 1ov kHplov KATOANKTIKOO GNLEIOL OmOTEAECUATIKOTN TG HTav 31
(12,1%) oto okérog tov apixaban évavti 45 (17,6%) oto oxéhog ¢ kabiepopévng Bepaneiog. H
UelmoN TOL GYETIKOD KIVOHVOL OEV £QTAGE GE GTATIGTIKA OTILOVTIKO ETITEDO.

Ta kateAnKTIKA onpeio ac@AAelg TEKUNPLOONKaY cOppova pe to, kpieipe ISTH. To kdplo
KOTOANKTIKO onueio aopdirelag, n ueilov apoppayia, tapovcidctnke 6to 0,8% tov acbevadv oto
KaBe oxélog Bepanciag. Aypoppayioc KEMM napovoidotnke og 11 acOeveic (4,3%) 610 6kéLOG TOL
apixaban kot og 3 acbeveig (1,2%) ot0 okélog TG kabiepopévng Oepaneiog. To cuvnBéotepo cvufav
KEMM 7ov cuvéPare otn dtopopd e Oepaneiog tav n Nriag mg puétplag Papdmmrag exictoln.
Sopupavro rog cpoppoyiog tapovotdotroy o 37 aobeveic oto okélog Tov apixaban (14,5%) kot
oge 20 acbeveig (7,8%) 010 okélog TG Kabiepopévng Bepaneiog.

Lpdlnwn OpouPosuforne (TE) oe moudiarpikoic aobeveic pe ovyyev 1 exiktity Kapdioki vooo

H SAXOPHONE 7tav pia toyotomompévn 2:1 avoikT), TOAVKEVTPIKY|, GUYKPLTIKY LEAET GE
acOeveic nAkiag 28 nuepmv €mc <18 et@v pe GVYYEV N EMIKTNTN KOpSloky VOGO OV ypelalovton
avtimnktiky ayoyn. Ot acbeveic Elafav eite apixaban eite v kabiepouévn Opopporpopuiaktikn
aywyn pe avioymviot g Prropivng K 1 nrapivn yopniov poprokov Bapove. To apixaban
xopnynonke coppwva pe Eva oynua otabepng 06ong, oe Paduideg cOLE®VA pE TO COUATIKO BApog,
OYEOLOGEVO Y10, TNV 0mdO00T| EKOEGEMV GUYKPIGIUMV UE EKEIVEG TTOL TOPATNPOVVTOL GE EVIAIKEC TTOV
éyovv Aafet pia d6om 5 mg dHo popéc v nuépa (PA. Iivaxa 13). To apixaban mapacyénke pe
popoen drokiov 5 mg, dickiov 0,5 mg 1 Tocov dreivpatog 0,4 mg/mL. H péon didpketa £xbeong oto
okélog tov apixaban frav 331 nuépsc.

IMivaxog 13: Aocoloyia apixaban ety perétn SAXOPHONE

Evpog Papovg Xpovooraypappe d6ong
6 ém¢ <9 kg 1 mg 600 Qopég TV Nuépa
9 ém¢ <12 kg 1,5 mg dvo @opéc v nuépa
12 émg <18 kg 2 mg 800 QopEc TV NUEPA
18 émg <25 kg 3 mg V0 Qopéc TV NUéEP
25 ¢m¢ <35 kg 4 mg 600 popég TV NuUépa
>35 kg 5 mg 800 @opég TV nuépa

To k0p1o KaTtainkTikd onueio ac@aielog, Eva cOHVOETO amoTéEAEGHN OO TEKUNPIOUEVT), OPILOUEVT] LE
Baomn mv ISTH, peilova kot KEMM awpoppayia, tapovoidotnke oe 1 (0,8%) amd tovg 126 acbeveig
010 okéLog Tov apixaban kot og 3 (4,8%) omd tovg 62 acbeveic 610 oKEAOC TN KOOIEPOUEVNC
Oepaneiog. Ta dgvTeEPEbOVTA KATOANKTIKA OMHEID AOQAAELNG TOV TEKUNPLOUEVOV pellovov, KEMM
KOl TOV GUVOAOD TV OLUOPPAYIKADV ETEIGOIMV NTAV TOPOUOL0 GE ETMTMOOT] Kol GTO VO OKEAN
Oepancioc. To devtepedoV KATAANKTIKO ONUEID OCQAAELNG TNG OLOKOTNG TOL POPUAKOV AOY®
avemfounTov CLUPAVTOG, U OVEKTIKOTNTOC ) opoppayiog avaeipbnke ot 7 (5,6%) cupuetéyoveg
010 oKéLog Tov apixaban kot og 1 (1,6%) cuppetéyovia 610 6kéLOG TG Kabiepouévng Bepaneiog.
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Koavévag acbevig dev mapovcioce OpouposuPorikd encicd610 G 0TO0ONTOTE A0 TOL GKEAT
Bepamneiog. Aev vpEe Kavévag Bavatog oe omolodNToTe amd ta GKEAN Bepameiog.

AvT 1 HEAETT GYESIAOTNKE TPOOTTIKA Y10l TNV TEPLYPUPIKT] OTOTEAEGUATIKOTITA KOl GPAAELD AOY®
NG AVOUEVOUEVNS YOUNANG emint@ong eppdvions OF kot aipoppayik®dv eneicodimv 6€ avtdv Tov
mnBuopd. Adym e mapatnpnBeicag yauning enintmong ®F ot pekétn avtr|, dev katéotn duvatn
1N 0PIETIKN 0EIOAGYNOT TOV 0QEAOVS EVOVTL TOV KIVOHVOU.

O Evponaikoc Opyaviopog Gapudkmv Exet ddceL avaPoir] amd v VToYPE®GT LTOPOANS TV
ATMOTEAECUATOV TOV HEAETOV Yo TNV Bepameia g AePikrg Opopupoeuporne pe to Apixaban Accord
o€ o 1 TEPLOGOTEPEG VITOKATIYOPiES TOL Taudlatpikov mAnbvcuov (PA. mapdypapo 4.2 yuo
TANPOPOPIEG TYETIKA LLE TNV TASLUTPLKN ¥PNoN)-

52 ®appokoKivnTIKES 1O10TNTES

Amoppoonon

H andéivtn Brodobecipudtnta tov apixaban givar mepimov 50% yio ddoeig péyxpt 10 mg. To apixaban
amoppoQaTaL ypryopa He Tig péyoteg ouyKevipdoels (Cmax) va eppoviCovon 3 £mg 4 dpeg netd ™
AMyn tov dokiov. H mpdoinym pe tpor| dev emnpedlet tnv AUC 1 ) Cmax TOV apixaban otn d6on
tov 10 mg. To apixaban pmopei va AneBel pe 1 xopic tpoem.

To apixaban emdekvOEL YPOUIKT QAPHOKOKIVITIKY UE TIG 0060eEAPTOUEVES CVENTELS TNG EKOEONC
Y10 TS 0O TOV GTONATOG YopNYovueveg 60aelg uéypt 10 myg. Xe doceig > 25 mg to apixaban
emdeViEL amoppoPnor mov mepopiletar amd T d1dAvon pe petmpévn Prodabecipotnta. Ot
Tapauetpot £kbeong oto apixaban wapovsialovy yaunin £og pétpla puetaPfAntotnta, 1 omoio
OTOTVTIOVETOL 6TV UETAED TV 000evaV Kot evTog TV acbevav petafintotnta g taéng tov ~20%
CV ko ~30% CV, avtictorya.

Meté ™ xopnynon and to otopa 10 mg apixaban g evaimpnua 2 Opvppotiouévav dickiov tov 5 mg
og 30 ml vepov, N £xbeon 610 PapLaKO Tav cuykpiown e Ty ékBeon petd T yoprynomn amd 1o
otopa 2 ohOKANpoV dtokiov Tov 5 mg. Metd ) yoprynon and to otope 10 mg apixaban vid popen
2 Opvppoticpévav dtokiov tav 5 mg o 30 g ToAtol uiAov, ot TiuéG Cmax kot AUC ftav 21% kot
16% younAdtepec, avTioTO 0, GLYKPLTIKA LE TN YopnyNon 2 oAdkAnpwv diokinv Tov 5 mg. H peimon
g €kBeong dev Bewpeitatl KAVIKA onpoavTiky.

Metd ™ xopnynon evog Bpvupaticuévou diokiov apixaban twv 5 mg og evaidpnua oe 60 ml GEW
LEC® PLVOYOOTPIKOD COANVE, 1 ékBeon Ntav Tapouola pe tnv £kbeon mov mapatnpndnke oe GAAeg
KAMVIKEG LEAETEG UE T1 GULUETOYT VYLDV aTOU®V TTOL EAaPav omd To otdpa epdmaé 660m 5 mg
apixaban vté popen dickiov.

A€ed0oPEVOL TOV TPOPAEYIOL, AVOAOYIKOD UE TN OG0T, POPLOKOKIVIITIKOD TPoeil Tov apixaban, ta
amoteléouara frodiabeciudtntog amod Tic peAéteg mov Exovv deEaybel 1oybovv oTIg YouUnAOTEPES
dooeig apixaban.

Kotavopn
H déopevon otig mpmteiveg Tov TAdcatog otov avlpwmo givar mepimov 87%. O 6yKog KoTavoung

(Vss) eivon mepinov 21 Aitpa.

Buopetaoynuotiopdc Kot amofoin

H amofoin tov apixaban yiveton péow moAldv 0dmv. And ) 661 Tov apixaban wov yopnyeital 6Tov
avBpomo, To 25% TEpimov aviyveLTNKE VIO TN LOPPT UETAPOMTOV, LE TNV TAELOVOTNTA VO
aviyvevetal oto kompava. H veppikn amékkpion Tov apixaban gvboveton yio o 27% mepimov g
oVVOAIKNG kKaBaponc. ITapatnpnonke n emmAéov cuuPoldr| TG EKKPLoNGg LEGH TV YOANPOP®V KOl TNG
GUEONC EVTIEPIKNG OMEKKPIONG O KAVIKES Kol 1) KMVIKEG LEAETES, OVTIGTOLYO.

To apixaban &yet cuvoiikn kadBapon mepinov 3,3 L/dpa kot nuiceia {mn 12 opdv mepinov.
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H O-anopeBurioon kot n vopo&urimon oty 3-0&o-mimeptdtvoro pilo amoteAovV TIC KOPIES
tomobeoieg Propetatpomng. To apixaban petafolrileton kuping péom twv CYP3A4L/S5 pe pukpn
ovppetoyn amo ta CYPLA2, 2C8, 2C9, 2C19 kon 2J2. To apetdfinto apixaban amoteAei 10 Pacikd
OYETIKO L€ TN OPOCTIKT] OVGI0 GLGTATIKO GTO AVOPAOTIVO TAAGLO, XMPIG TNV TAPOVGia EVEPYDV
KukAo@opovvtov petofoittdv. To apixaban givol £vo VTOGTPOO HETAPOPIKMY TPMTEIVOV, P-gp Kot
™G TPOTEIVIG aVTOYXNG oToV Kapkivo Tov pactod (BCRP).

Huxkuwpévor
O1 nAkiopévol acbeveic (Leyadbtepol Tov 65 eTdV) TopoLGIAGAY VYNAITEPEG GUYKEVIPMGELS GTO

TAAG O, aTd TOLG vedTEPOLS aobevels, pe péoeg Tywég AUC vymiotepeg katd 32% mepimov kot kopio
dtapopd ot Crax.

Neppikn dvcAettovpyio

Agv pavnike kopio enittmon g e€acBevnuévng veepikng Aettovpyiag ot HEYIOTN GLYKEVIPWOGT) TOV
apixaban. ®davnke pia adEnon oty ékbeomn oto apixaban oystilopevn pe ™ peiowon g veepikng
Aertovpylog, Onmg petprnke péom g KaBapong tng KpeaTvivine. Xe dropa pe nma (kdbopon
kpeatwviving 51 — 80 mL/min), puétpia (kédBapon kpeatvivg 30 — 50 mL/min) kot coPapn (kdBapon
kpeatwvivng 15 — 29 mL/min) veppikn dvcieitovpyia, ot GLYKEVIPMOGELS TOL apixaban oto mldopa
(AUC) avénbnkav katd 16, 29 kot 44%, avtictorya, 6€ cOYKPION UE TO. ATOUO LE PLGLOAOYIKN
k@Bapon g kpeatvivng. H veppikn duclettovpyia dev giye kapio eppavn nidpacr otn oyéon
peta&H TG cLYKEVTIP®GONG ToL apixaban oto mldopa kat g dpdong kotd tov Mapdyovto FXa.

e dropa pe veppikn vooo telkod otadiov (ESRD), to AUC tov apixaban avénbnke katd 36% otav
yopnynOnke pio epdma 66on apixaban 5 mg apéong petd v apokddapon, 6€ GOYKPIOT LE 0VTO
mov €xel mapotnpnOel o Atopa pe Kovovikn veepikn Aettovpyia. H aupokdBapon peimoe 1o AUC tov
apixaban xatd 14% og avtd to dtopo pe ESRD, dtav Egkivinoe 600 dpeg petd amd TV xopnynon piog
epdmag d6ong apixaban 5 mg, mov avtiototyei o kaBapon tov apixaban 18 mL/Aentd. Qg ek tobTOUL,
N apokdaBapon dev eivan TOavO va glvar omoTeAEL EVOV ATOTEAEGUATIKO TPOTO OVTIUETOTIONG
vrepdocoloyiag pe apixaban .

Hrartwkr) duciettovpyio

Ye pia pehétn 0mov cvykpidnkav 8 dropa pe fmo nrotikn dvoAertovpyia, Pabuoe Child-Pugh A

5 (n =6) kot Babuog 6 (N = 2), kot 8 dropa pe pérpra nratiky dvoiettovpyio, Pabuodg Child Pugh B 7
(n = 6) xou Babudc 8 (N = 2), ue 16 vy dropa g OpAdHG EAEYXOV, 1| POPLOKOKIVITIKY KOl 1)
eappokodvvaky epdnaé d6ong Tov apixaban 5 mg dev dAla&av og dropa pe NITOTIKN
ducrerrovpyia. Ot ahhayég otn dpdon katd tov Iapdyovta Xa kot to INR fjtav cvykpioyeg peta&hd
TOV ATOU®V UE NN £0C PETPLO NTUTIKT OVGAEITOVPYIO KoL TOV VYDV OTOUMV.

dovio
H éx0eon oto apixaban ftav mepinov 18% vymloteprn o€ YuVOiKeEG GUYKPLTIKG UE TOVG AVOPEC.

EBvwn kataywyn kot uin

Ta anotehéopato AV TV HEAETOV Qdong [ dev €de1&av kapia evdlakplTn dapopd ot
eoppaxokvntiky tov apixaban ueta&d Asvkov/Kavkdoiov, Actatdv kot Eyypounv/Aepo-
Apepwcavov atopmv. Ta arotedéopato piog opUaKoKIVITIKNG avalvong o€ eninedo TANOLGHoD
acBevav mov EhoPav apixaban ftoav yevikd cOueova Ue T0 anoterécpoto TG edong 1.

Zopotikd Bapog

Suykprrikd pe v ékbeon atdpov pe copotikd Bapog 65 £mg 85 kg oe apixaban, to copatikd Bapog
> 120 kg ovoyetiotnke pe 30% mepinmov yaunidtepn ékbeon kot to copotikd Bapog < 50 kg
ovoyetiomke pe 30% mepinov vynAdtepn kbeon.

D opUOKOKIVNTIKT/QOPUAKOSVVAIKT) GYECT)

H gapuaxokivntiki/eappokodvvauiky (PK/PD) oyton peta&d g cvuykévipmong tov apixaban oto
TAAG L Kol TTOAAG QapLOKOOLVOLKE KOTAANKTIKE onpeia (dpdon katd Ttov [Tapdyovta FXa, INR,
PT, aPTT) éxovv a&oroynei petd amnd ) yopnynon evpéog edopatog docewv (0.5 — 50 mg). H
oyéon peta&d g cuykévipwong Tov apixaban oto mAdopa kot e dpdong katd tov Iapdyovta Xa
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TepLypaenKe KoATEPA HEG® £VOG Ypapukod poviédov. H PK/PD oyéon mov napatnprdnke oe
acBeveic NTav COUPOVT LE OVTH TOL TOPOVGIAGAV T VYU dTOUA.

5.3 Mpoxivikd dedopéva Y10 TNV A6QAIALEL0,

Ta mpokAvika dedopéva dev amoKoADTTOVY W1aitepo Kivouvo yuo Tov avBpwmo pe Pdon Tig
SLUPOTIKEG LEAETEC PUPLOKOAOYIKNG OICPAAELNG, TOEIKOTNTOG EMUVAAAUPOVOUEVDY dOGEDV,
YovoTo&kOTNTaS, EVOEXOLEVNG KOPKLVOYOVOL dPACTS, YOVILOTNTAS KOl 0VATTUENG KaTd TNV eUPpuikn
@aomn kot To&otnTog o £PNPovG.

O1 xuploTEPEG EMOPACEIC TOV TAPOTNPNONKAY OTIG PEAETEG TOEIKOTNTAG EMAVIAQUPAVOUEVOV dOGEDY
NTav ekeiveg mov oyeTiCovTot HE T PapPROKOSVVOULIKT dpdon Tov apixaban otig mapapétpovg TENG
TOV aipoTog. ZTig HeAéteg ToSkoTNTag Bpébnke pikpn £og kapio tdon apoppayiog. Qc6td6c0,
dedOUEVOD OTL 0WTO Pmopel va, oQeileTan og younAdTEPT ELAGONGIO TV UN KAVIKOV EW0®V GE GYEoT
Le Tov dvOp®mo, TO AmOTEALEGHLO QVTO TPETEL VAL EPUIVEVETAL [LE TPOGOYN, OTAV ENMEKTEIVETAU GTOV
avBpomo.

210 yOAa apovpaiov Bpédnke vynAn avaioyio YAAAKTOG — UNTPIKOD TAAGLOTOC (KOTA TPOGEYYIoN
Cmax 8, xatd mpocéyyion AUC 30), mbBavd Adym NG eVEPYNTIKNG LETAPOPAG HEGO GTO YO,

6. OAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Kotahoyog ekdoyv

ITvpnvac Tov diokiov:

Aoaxtoln

Kvttapivn pikpokpuoTaAiikn
KopueAddln vatplovyog S106Tonpodevn
Natpro AaovpvAiobeikd

Moyviolo oTeaTikd

Ermucdlown pe Aemtd vuévio:
YrpoueAroln

Aaktoln povoiidpikn

Turaviov do&eidro (E171)
Tpraketivn

Z10mpov o&gidto epuipd (E172)

6.2 AcvpupototnTeg

Agv gpappoleron

6.3 Awgpkera (o

3 ypévia

6.4 Idwitepeg Tpouvracels KoTa T QOAAEN TOV TPOTOVTOG
Agv VTLAPYOLV EBIKEC 001 YiEC dLoTpMoNG Yol TO TPOTOV ALTO.

6.5 ®@Vo1 K GLOTUTIKA TOV TEPLEKTY
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O1 xvyérec PVC/PVAC-alovuviov diatifevion og cvokevaocisg tmv 10, 14, 20, 28, 56, 60, 100, 112,
168 won 200 emkaAvpPEVOVY e AETTO VUEVIO O10KIMV.

O1 xoyérec PVC/PVAC-alovuviov diatifevion oe didtpnteg koyéleg piog 66ong tov 10 x 1, 20 X 1,
28x1,56x1,60x1,100x 1Ko 168 X 1 emcorvppévev pe AEmTd LUEVIO SIoKImV.

D16 and HDPE pe komdxt ac@aieiog oamd TOAVTPOTLAEVIO Yo TodLY/ e GUVEYEG OTEIp®UQ, 1)
omnoia mepiéyet 60, 100, 168, 180, 200 ko 1.000 emkaAvppéve pe AETTO DUEVIO SIGKIL.

Mmropei vo, unv KoKAOQOPOLY OAEG Ol GUOKEVAGIES.
6.6 Idwitepeg mpo@uraers amdppLyng
Kapio g0k vroypéwon.

Kd&Be aypnoipomnointo popuokevtiKod Tpoidv 1 VIOAELUN TPETEL VAL OTOPPITTETAL COUPOVO LIE TIG
KOTO TOTOVC 1GYVOVGES OYETIKEC SLOTAEELG.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039

lomavia

8. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1458/021
EU/1/20/1458/023
EU/1/20/1458/024
EU/1/20/1458/026
EU/1/20/1458/028
EU/1/20/1458/030
EU/1/20/1458/032
EU/1/20/1458/034
EU/1/20/1458/044
EU/1/20/1458/046

EU/1/20/1458/022
EU/1/20/1458/025
EU/1/20/1458/027
EU/1/20/1458/029
EU/1/20/1458/031
EU/1/20/1458/033
EU/1/20/1458/045

EU/1/20/1458/035
EU/1/20/1458/036
EU/1/20/1458/037
EU/1/20/1458/038
EU/1/20/1458/039
EU/1/20/1458/040
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9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHY THX AAEIAX

Huepounvia mpatg £ykpiong: 23 loviiov 2020

100 HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmropepeic TAnpoeopieg yia 10 Tapdv QOPUAKEVTIKO TPoidV givol d1fEcIEG GTO SIKTLOKO TOTO TOV
Evpomaikod Opyovicuod @apudkov: hitp://www.ema.europa.eu
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http://www.ema.europa.eu/

IHAPAPTHMA II

IMAPAXKEYAXTHX(EYX) YHHEYOYNOX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI ATAITHXEIX THX AAETAYX KYKAO®OPIAX
OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AMMIOTEAEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. IHAPAXKEYAXTHXE(EY) YIIEYOYNOX(OI) I'A THN AIIOAEEMEYXH TQN
ITAPTIAQN

Ovopa kat d1ev6vvon Tov TaPacKeLAcT(MOV) Tov gival LITEVOLVYOE(01) Yo TNV ATOOECLELGT TMWV
TaPTIO®V

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Ioravia

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice,

ITolwvia

Pharmadox Healthcare Limited

KW20A Kordin Industrial Park,

Paola PLA 3000, MdXto

Accord Healthcare single member S.A.

64th Km National Road Athens, Lamia,

Schimatari, 32009,

EAMGSo

270 £VTUTIO PUALO 0JNYLDV XPNOTG TOV POPUOKEVTIKOD TPOIOVTOC TPEMEL VAL OVALYPAPETAL TO OVOLLAL
Kot 1 31e0BVVoT| TOL TAPACKELAGTN TTOL Eivat VITEHOLYVOG Y10 TNV ATOSEGUEVLGT TNG CYETIKNG TAPTIONS.

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

DoppaKeLTIKO TPOTOV Y10 TO OTOT0 AMOLTEITAL LOTPIKT) CLVTOYT.

. AAAOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX

o Ek0¢os1g Teprodikng mapakorovdnong e asparerng (PSURS)

O1 anoutnoetg ywo v vrofoin twv PSURS yio to v A0ym pappokevtikd tpoiov opilovror otov
KOTAAOYo pE TIC uepounvieg avapopds s Evoong (katdioyog EURD) mov mopatibeton oty

napdypoeo 7, Tov dpbpov 107y,tng odnyiog 2001/83/EK kai kébe emaxdAovdng extkapomoinong
OT®G ONOGIEVETAL GTIV EVPAOTAIKT] SUKTVAKT TOAT Y10l TOL POPLLOKOL.,

A. OPOI'H ITIEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEEMATIKH
XPHXIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyéoro owayeiprong Kivovvov (ZAK)

O Karoyog Adetag Kvkhogpopiag (KAK) Oa die€aydyet Tig amattodpueveg dpacTnploTnTES Kol

TOPEUPACELS PUPHOKOETOYPVTVIOTG OTG Tapovctdlovtal 6to cupenvndéy XAK mov tapovcsidaletat

otV evotnta 1.8.2 g ddelog kukAopopiog Kol 0To1EGONTOTE ETOKOAOLOES EYKEKPIUEVES

avaBewpnoelg Tov XAK.

"Eva emucaiporompévo XAK Oa npémel va katotedei:

. Metd and aitnpa tov Evponaikod opyovicpod @apuakoyv,
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OnoTEdNTOTE TPOTOMOLEITAL TO GVGTNUA OLOYEIPIONC KIVOHVOD, EIOIKE MG ATOTEAEGLOL ANYNG
VE®V TANPOQOPLDOV TOV UTOPOVV VO ETLPEPOVY GNUOVTIKT] OAAAYT OTN GYEGT OPELOVG-KIVOLVOL
N O UMOTELEGO, TNG EMITELENC EVOG GNUAVTIKOD OPOCTLOV (QUPUOKOETYPVTVIION M

A1 TOTOIN G KIVOOVOD).

EmnpéoOeta pétpa ehayriotomoinong Kivovuvov

O Kdaroyog Adeiag Kvkiopopiag mpénet va, dtacparicet 6Tt o mapéyetarl 6€ GAOLG TOVS YITPOLS TOV
OVOLUEVETOL VO, GLVTOYOYPaPNIoOLV TO apixaban to mopakdtem ekmodentikd LVAKO:

[epiAnym tov Xopaktnpiotikdv tov [Ipoidvtog

OdNydg Zvvtayoypaenong
Kapreg [pogidonoinong AcBevmv

Boowd otorgeio tov Odnyod Zvvtayoypdenong:

Agmtouépeieg pe ta ototyeio Twv TANBLGUOV pE SuvnTiKd VYNAGTEPO Kivouvo cupoppayiog
YUVICTMUEVEG OOGELS Kol 001 YieS Y1 T1 00GOA0YIN Y10 S1opOPETIKES EVOEIEELS
YVGTAGELG Y10 TV TPOSAPUOYH TG d0oNG o€ TANBLGHOVG oL Ppickovtal 6e kivduvo,
CUUTEPTAOUPAVOUEVDY TV acHEVDY e VEQPIKN 1 NIATIKN duGAELTOVpPYin
Kabodnynon oyetikd ue aAlayn and 1 o Ogpomeio pe Apixaban Accord
KoaBodnynon oyetucd pe eyyeipnon 1 enepuPfotikn diadikacio, Kabng Kot v Tpocmpivi
dtoKom
AVTIHETOTION TNG VIEPSOCOAOYING KOl TNG ALoppoyiog
H yprion tov e€etdoemv mENG TOL AilaTog KOt 1] EPUNVELN TOVG
011 6 6A0V¢ TOVG 0e0EVEIG TPEMEL VO TOPEYETOL L0 KAPTO TTPOEDOTOINGNE 000EVOVG Kat v
yivetal eviUEPMOT GYETIKA LLE:
- Inueio ] COUTTOUOTO OUOPPOYING Kol TOTE TPEMEL Vo, (NTNGEL TNV PPovTidn amd Evay
emoryyeApario vysiog
- Tn onuocio g coppdpemong ot Bepaneia
- Tnv avaykn va eépovv mtava endve tovg tnv Kdapta [Ipogidomoinong Acbevoig
- Trv avaykn va evnuepdoovy Tovg enayyeluatieg vysiag 6t Aappdvovv Apixaban
Accord, gav npénel vo vtoPAn0odv oe yyeipnon N enepPatikn dradikooio.

Baowkd otoryeia tng kaptag tpogidomoinong achevoug:

Ynueio N copnTORATO TNG dpoppayiog Kot Tote Tpémetl va {ntnbei n ppovtida amd Evov
enayyelpatio vyeiag.

Tn onuaocio g coppdpemong ot Bepancio

Trv avayxn va pEpovy TAvTa ENAV® TOVG TNV KAPTO TPOEDOTOINGNG achevong

Tnv avaykn va evnuepdoovy Tovg emayyeiuaric vyeiog tov Aaufdvovy Apixaban Accord v
npémnel va vtoPAnovy og eyyeipnon N oe emeuPoticy dladikocia.
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IHAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI ZYXKEYAZXIAX MIAX AOXHX 2,5 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 2,5 mg emkaivppévo. pe Aemtod vpévio diokia
apixaban

2. LYNOEXIH IE APAXTIKH(EX) OYZIA(EY)

KdBe emkoloppévo pe Aemtd vuévio diokio mepiéyet 2,5 mg apixaban.

3. KATAAOI'OX EKAOXQN

[epéyovy Aaxtoln. o teplocoTEPEC TANPOPOPIEG OEiTE TO PUALO 0INYIDV YPNOTG.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emuoloppévo pe Aemtod vuévio diokio

10 emucodvppéva pe Aentd vUEVIO SloKio
14 emuoloppéva e AeTTO LUEVIO OloKIi0L
20 emkalvppévo pe AETTO DUEVIO O1GKIO
28 emkaAvppéva pe Aewtd vpévio diokia
56 emikaivppévo pe AeTTo vUEVIO dloKio
60 emkalvppévo pe AETTO DUEVIO O1GKIO
100 emkaAvppéva pe AETTO LUEVIO dloKin
112 emkaAvppéve pe AETTO LUEVIO SloKia
168 emkaAvppéva pe AETTO LUEVIO dloKin
200 emkoAvppéva, pue AETTO VUEVIO S1oKia

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APAcTE TO PUALO 0INYIOVY XPNOTNG TPV 0T TN XPTOT.
Amo6 otopaTog ypnon.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO
®APMAKEYTIKO ITPOION IPENEI NA ®YAAXXIETAI *E OEXZH THN
OIIOIA AEN BAEIIOYN KAI AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdooetatl o Béon, TV omoia dev PAETOLY Ko dev Tpoceyyilovv Ta TadLd.

73




AAAH(EZ) EIAIKH(EX) IPOEIAOMIOIHEH(EIZ), EAN EINAI
AIAPAITHTH(EX)

8. HMEPOMHNIA AH=ZHX
EXP
9. EIAIKEX XYNOHKEYX OYAAEHX
10. IAIAITEPEX IPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TOQN
YIHOAEIMMATOQN IIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI
11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAYX KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039

lomavia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/001
EU/1/20/1458/003
EU/1/20/1458/004
EU/1/20/1458/006
EU/1/20/1458/008
EU/1/20/1458/010
EU/1/20/1458/012
EU/1/20/1458/014
EU/1/20/1458/041
EU/1/20/1458/043

13.

APIOMOZX MMAPTIAAY <,XTOIXEIA AOTH KAI KQAIKOI ITPOIONTOX>

Lot

14.

I'ENIKH KATATAZH I'TA TH AIAGEXH

15.

OAHT'IEX XPHXHX
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[16. TIAHPO®OPIEX XE BRAILLE

Apixaban Accord 2,5 mg

17.  MONAAIKOX ANATNOQPIZTIKOZ KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A6d106TaToG YPouUmTOS KOdKog (2D) mov gépet Tov meptAnebévta povadikd avayvopioTiko
KOOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQITO

PC
SN
NN
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EAAXIXETEX ENAEIZEIX I10Y IIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
TYIIOY BLISTER'H XTIX TAINIEX

KYYEAH I'TA XYXKEYAZXIA MIAX AOXHX 2,5 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 2,5 mg diokia
apixaban

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AH=ZHX

EXP

4. APIOMOZX MMAPTIAAX <,ETOIXEIA AOTH KAI KQAIKOI ITIPOIONTOX>

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTITIA XYXKEYAXIA MIAX AOXHX 5 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 5 mg emikadlvppéve pe Aemtod vpuévio dtokia
apixaban

2. TLYNOEXIH IE APAXTIKH(EX) OYXIA(EY)

Kabe emkoloppévo pe Aemntd vuévio diokio mepiéyet 5 mg apixaban.

3. KATAAOTI'OX EKAOXQN

[epiéyovv Aaxtoln. ' meplocodTEPEG TANPOPOPIES OEiTE TO PUALO OINYIDV XPTIOTG.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emucoloppévo pe Aemto vpévio diokio

10 emicodoppéva, pue Aemtd VUEVIO SLoKia
14 emucodvppéva pe Aentd VUEVIO OLoKia
20 emikoivppévo pe Aewto vUEVIO dloKio
28 emikalvpupévo pe AETTO DUEVIO O1GKIO
56 emkaAvppéva pe Aemtd vpévio diokia
60 emkaivppévo pe Aewtd vUEVIO dloKio
100 emkaAvppéva pe AETTO LUEVIO dloKin
112 emkaAvppéva pe AETTO LUEVIO dloKin
168 emkaAvppéva pe AETTO LUEVIO SloKia
200 gmxoAvppéva, e AETTO VUEVIO d1oKia

5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

APAcTE TO PUALO 0INYIOVY XPNOTNG TPV 0T TN XPTOT.
Ao otONATOC YPIoN.

6. EIAIKH ITPOEIAOIIOIHXH XYM®OQNA ME THN OIIOIA TO
®APMAKEYTIKO ITPOION IPENEI NA ®YAAXXETAI XE OEXH THN
OIIOIA AEN BAEIIOYN KAI AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puidooetar o€ BEon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tadid.

7. AAH(EX) EIAIKH(EX) ITPOEIAOIIOIHXH(EIYX), EAN EINAI
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AITAPAITHTH(EY)

8. HMEPOMHNIA AH=ZHX
EXP
9. EIAIKEX XYNOHKEYX OYAAEHX
10. IAIAITEPEX TIPO®YAAZEIX I'TA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATOQN IIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI
11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAX KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6 Planta,

Barcelona, 08039

lomavia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/20/1458/021
EU/1/20/1458/023
EU/1/20/1458/024
EU/1/20/1458/026
EU/1/20/1458/028
EU/1/20/1458/030
EU/1/20/1458/032
EU/1/20/1458/034
EU/1/20/1458/044
EU/1/20/1458/046

13.

APIOMOZX ITAPTIAAX <,XTOIXEIA AOTH KAI KQAIKOI ITPOIONTOX>

Lot

14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

15.

OAHT'IEX XPHXHX

78




[16. TIAHPO®OPIEX IE BRAILLE

Apixaban Accord 5 mg

17. MONAAIKOX ANATNOQPIZTIKOZ KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAZX (2D)

A6d106T0T0G YPaUUmTOS KOdKoG (2D) mov pépet Tov meptAn@bévta povadikd avayvopioTiko
KOOUKO.

18. MONAAIKOX ANATNQPIXETIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQITIO

PC
SN
NN
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EAAXIXETEX ENAEIZEIX I10Y IIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
TYIIOY BLISTER'H XTIX TAINIEX

KYYEAH I'IA XYXKEYAXIEX MIAX AOXHX 5 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 5 mg dioxia
apixaban

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AH=ZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI ZYXKEYAZXIAX MIAX AOXHX [TOY NNEPIEXEI KYWYEAEX MIAX AOXHX 2,5 mg

|1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Apixaban Accord 2,5 mg emkodvppéva pe Aemtd vuévio diokio
apixaban

2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EY)

Kabe emkoloppévo pe Aemntd vuévio diokio nepiéyet 2,5 mg apixaban.

3.  KATAAOI'OX EKAOXQN

[epéyovv Aaxtoln. o teplocoTEPEC TANPOPOPIEG OEiTE TO PUALO 0INYIDV YPNOTG.

|4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emwcoloppévo pe Aemtod vuévio diokio

10 x 1 emkaAvppéva pe Aewto vuévio diokio
20 x 1 emxoAvppéva e ATt VUIEVIO dloKia
28 X 1 emuoAvppéva e AEmTO LUEVIO dloKia
56 X 1 gmucoAvppéva pe Aemtd VEVIO dloKia
60 X 1 emxoAvppéva pue AemTd VUEVIO dloKia
100 x 1 emxoivppévo pe AEwTd VUEVIO O1oKia
168 x 1 emicoAlvppévo ue AEmTO DUEVIO dloKia

5. TPOIIOX KAI OAOX(OI) XOPHI'HXEHX

AwPaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XPNOT).
Ao oTOUATOC YPTIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

No puidooetal o€ 0éom, TV onoia dev PAETOLY Kt dev Tpooeyyilovy Ta Taldld.

[7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIY), EAN EINAI ADAPAITHTH(EX)

|8. HMEPOMHNIA AHEHX

EXP
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|9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX ITIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN ‘H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI AITO AYTA, EOOXON ANTAITEITAI

|11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6a Planta,

Barcelona, 08039

Toravia

|12. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/002
EU/1/20/1458/005
EU/1/20/1458/007
EU/1/20/1458/009
EU/1/20/1458/011
EU/1/20/1458/013
EU/1/20/1458/042

| 13.  APIOMOX ITAPTIAAX

Lot

[14. TENIKH KATATAZEH I'lA TH AIAGEZH

| 15. OAHTI'IEX XPHXHX

[16. TIAHPO®OPIEX XE BRAILLE

Apixaban Accord 2,5 mg

17.  MONAAIKOX ANATNQPIZTIKOZX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX. (2D)

A6d100TaTog Ypapuumtoc kKodkog (2D) mov eépet Tov meptAn@OEvta povadikd avayvopioTiko
KOOUKO.

18. MONAAIKOX ANATNQPIXETIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIXETEX ENAEIZEIX I10Y IIPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEYX TYIIOY
BLISTER'H XTIX TAINIEX

KYYEAEXZ MIAX AOXHX 2,5 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 2,5 mg diokia
apixaban

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AH=ZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA ETOIXEIA
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ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI XYXKEYAZXIAY MIAYX AOXHX IIOY IIEPIEXEI KYYEAEX MIAX AOXHX 5 mg

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 5 mg emikadvppévo pe Aemtod vpuévio dtokia
apixaban

2. LYNGOEZH IE APAXTIKH(EX) OYZIA(EY)

KébBe emkoloppévo pe Aemtd vuévio diokio mepiéyel 5 mg apixaban.

|3. KATAAOT'OX EKAOXQN

[epéyovy Aaxtoln. o teplocoTEPEC TANPOPOPIEG OEiTE TO PUALO 0INYIDV YPNOTG.

|4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emucoloppévo pe Aemto vpévio diokio

10 x 1 emkaAvppéva pe AewTo LUEVIO dlokio
20 x 1 emxoAvppéva, e AEmTO VUIEVIO dloKia
28 X 1 gmkoAvppéva pe Aemtd VEVIO dloKia
56 X 1 emkoAvppéva pue Aemtod VUIEVIO dloKia
60 X 1 emukoAvoppéva e ATt LUEVIO dloKia
100 x 1 emicoAvppéve. pe AETTO DUEVIO dloKial
168 x 1 emicolvppéve pe AemTo DUEVIO dlokia

[5.  TPOMOX KAI OAOZ(OI) XOPHTHEIHZ

APAcTE TO PUALO 0INYIOV XPNOTG TPV OO TN YPNOM.
Ao oTOUATOC YpIoT

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

No pvidooetar o€ 0éom, TV onoia dev PAETOLY Kt dev Tpooeyyilovy Ta Taldld.

|7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI ATTIAPAITHTH(EX)

8. HMEPOMHNIA AHEHX

EXP
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|9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX ITIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN ‘H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI AITO AYTA, EOOXON ANTAITEITAI

|11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6a Planta,

Barcelona, 08039

Toravia

|12. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/022
EU/1/20/1458/025
EU/1/20/1458/027
EU/1/20/1458/029
EU/1/20/1458/031
EU/1/20/1458/033
EU/1/20/1458/045

| 13.  APIOMOX ITAPTIAAX

Lot

[14. TENIKH KATATAZEH I'lA TH AIAGEZH

| 15. OAHTI'IEX XPHXHX

[16. TIAHPO®OPIEX XE BRAILLE

Apixaban Accord 5 mg

17.  MONAAIKOX ANATNQPIZTIKOZX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX. (2D)

A6d100TaTog Ypapuumtoc kKodkog (2D) mov eépet Tov meptAn@OEvta povadikd avayvopioTiko
KOOUKO.

18. MONAAIKOX ANATNQPIXETIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQITIO

PC
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EAAXIXETEX ENAEIZEIX I10Y IIPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEYX TYIIOY
BLISTER'H XTIX TAINIEX

KYYEAEX MIAX AOXHX 5 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 5 mg diokia
apixaban

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AH=ZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA ETOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI ZYXKEYAZXIAY ®IAAHX 2,5 mg

|1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Apixaban Accord 2,5 mg emkodvppéva pe Aemtd vuévio diokio
apixaban

2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EY)

Kabe emkoloppévo pe Aemntd vuévio diokio nepiéyet 2,5 mg apixaban.

3.  KATAAOI'OX EKAOXQN

[epéyovv Aaxtoln. o teplocoTEPEC TANPOPOPIEG OEiTE TO PUALO 0INYIDV YPNOTG.

|4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emuoloppévo pe Aemtod vuévio diokio

60 emcaivppévo pe AeTTO UEVIO O1oKIO
100 emkaAvppéva pe AETTO LUEVIO dloKin
168 emucolvppéva e AemTO VUEVIO SGKIL
180 emkaAvppéva pe AEmTO LUEVIO dloKia
200 emucoAoppéva, pue AETTO LUEVIO S1oKIia
1.000 emikoAvppévo. pe Aemto VIEVIO dioKia

5. TPOIIOX KAI OAOX(OI) XOPHI'HXEHX

AwPaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XPNOT).
Ao oTOUATOC YPTIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

No puidooetal o€ 0éom, TV onoia dev PAETOLY Kt dev Tpooeyyilovy Ta Taldld.

[7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIY), EAN EINAI ADAPAITHTH(EX)

|8. HMEPOMHNIA AHEHX

EXP
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|9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX ITIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN ‘H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI AITO AYTA, EOOXON ANTAITEITAI

|11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6a Planta,

Barcelona, 08039

Toravia

|12. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/015
EU/1/20/1458/016
EU/1/20/1458/017
EU/1/20/1458/018
EU/1/20/1458/019
EU/1/20/1458/020

[13.  APIOMOZX IAPTIAAX

Lot

|14. I'ENIKH KATATAZH I'lA TH ATAGEXH

[15.  OAHTIEX XPHIHZ

[16. TIAHPO®OPIEX XE BRAILLE

Apixaban Accord 2,5 mg

17. MONAAIKOX ANAI'NQPIEZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAY (2D)

Aod1dotatog Ypapuumtdc kmdkog (2D) mov eépet Tov meptAn@OEvta povadikd avayvopioTiko
KOOKO.

18. MONAAIKOX ANATNQPIXETIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

ETIKETA I'TA TH XYXKEYAZXIA ®IAAHX 2,5 mg

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Apixaban Accord 2,5 mg diokia
apixaban

2. LYNGOEZH IE APAXTIKH(EX) OYZIA(EY)

KdBe emkoloppévo pe Aemto vuévio diokio mepiéyet 2,5 mg apixaban.

|3. KATAAOT'OX EKAOXQN

[eptéyovy Aaxtoln. o TePLEGOTEPEG TANPOPOPIEG OEITE TO PUALO 0ONYIDV XPNOTG.

|4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emucoloppévo pe Aemto vpévio diokio

60 emcaivppévo pe AeTTO VUEVIO O1GKIO
100 gmukoAvppéva pLe AETTO VUEVIO JIGKIL
168 emkaAvppéva pe AEmTo LUEVIO dloKia
180 emkaAvppéva pe AETTO LUEVIO dloKin
200 emkoAloppévo e AeTo LUEVIO StoKio
1.000 emicoAvppévo. pe Aemtd VIEVIO dioKia

[5.  TPOMOX KAI OAOZ(OI) XOPHTHEIHZ

APAcTE TO PUALO 0INYIOV XPNOTG TPV OO TN YPNOM.
Ao otONATOC YPIoN.

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

No pvidooetar o€ 0éom, TV onoia dev PAETOLY Kt dev Tpooeyyilovy Ta Taldld.

|7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI ATTIAPAITHTH(EX)

8. HMEPOMHNIA AHEHX

EXP
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|9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX ITIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN ‘H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI AITO AYTA, EOOXON ANTAITEITAI

|11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6a Planta,

Barcelona, 08039

Iomavia

|12. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/015
EU/1/20/1458/016
EU/1/20/1458/017
EU/1/20/1458/018
EU/1/20/1458/019
EU/1/20/1458/020

[13.  APIOMOZX IAPTIAAX

Lot

|14. I'ENIKH KATATAZH I'lA TH ATAGEXH

[15.  OAHTIEX XPHIHZ

[16. TIAHPO®OPIEX XE BRAILLE

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

18. MONAAIKOZXZ ANATNQPIETIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTITIA TH XYXKEYAXIA ®IAAHX 5 mg

|1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Apixaban Accord 5 mg emcoloppéva pe Aemtd vuévio dtokio
apixaban

2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EY)

Kabe emkoloppévo pe Aemntd vuévio diokio mepiéyet 5 mg apixaban.

3.  KATAAOI'OX EKAOXQN

[epéyovv Aaxtoln. o teplocoTEPEC TANPOPOPIEG OEiTE TO PUALO 0INYIDV YPNOTG.

|4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emuoloppévo pe Aemtod vuévio diokio

60 emcaivppévo pe AeTTO UEVIO O1oKIO
100 emkaAvppéva pe AETTO LUEVIO dloKin
168 emucolvppéva e AemTO VUEVIO SGKIL
180 emkaAvppéva pe AEmTO LUEVIO dloKia
200 emucoAoppéva, pue AETTO LUEVIO S1oKIia
1.000 emikoAvppévo. pe Aemto VIEVIO dioKia

5. TPOIIOX KAI OAOX(OI) XOPHI'HXEHX

AwPaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XPNOT).
Ao oTOUATOC YPTIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

No puidooetal o€ 0éom, TV onoia dev PAETOLY Kt dev Tpooeyyilovy Ta Taldld.

[7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIY), EAN EINAI ADAPAITHTH(EX)

|8. HMEPOMHNIA AHEHX

EXP
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|9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX ITIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN ‘H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI AITO AYTA, EOOXON ANTAITEITAI

|11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6a Planta,

Barcelona, 08039

Toravia

|12. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/035
EU/1/20/1458/036
EU/1/20/1458/037
EU/1/20/1458/038
EU/1/20/1458/039
EU/1/20/1458/040

[13.  APIOMOZX IAPTIAAX

Lot

|14. I'ENIKH KATATAZH I'lA TH ATAGEXH

[15.  OAHTIEX XPHIHZ

[16. TIAHPO®OPIEX XE BRAILLE

Apixaban Accord 5 mg

17. MONAAIKOX ANAI'NQPIEZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAY (2D)

Aod1dotatog Ypapuumtdc kmdkog (2D) mov eépet Tov meptAn@OEvta povadikd avayvopioTiko
KOOKO.

18. MONAAIKOX ANATNQPIXETIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

ETIKETA I'TA TH XYXKEYAXIA ®IAAHX 5 mg

|1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Apixaban Accord 5 mg diokio
apixaban

2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EY)

Kabe emkoloppévo pe Aemntd vuévio diokio mepiéyet 5 mg apixaban.

3.  KATAAOI'OX EKAOXQN

[epéyovy Aaxtoln. o TePLEcOTEPEG TANPOPOPIEG OEITE TO PUALO 0ONYIDV XPNOTG.

|4. PAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emuoloppévo pe Aemtod vuévio diokio

60 emcaivppévo pe AeTTO UEVIO O1oKIO
100 emkaAvppéva pe AETTO LUEVIO dloKin
168 emucolvppéva e AemTO VUEVIO SGKIL
180 emkaAvppéva pe AEmTO LUEVIO dloKia
200 emucoAoppéva, pue AETTO LUEVIO S1oKIia
1.000 emikoAvppévo. pe Aemto VIEVIO dioKia

5. TPOIIOX KAI OAOX(OI) XOPHI'HXEHX

AwPaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XPNOT).
Ao oTOUATOC YPTIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

No puidooetal o€ 0éom, TV onoia dev PAETOLY Kt dev Tpooeyyilovy Ta Taldld.

[7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIY), EAN EINAI ADAPAITHTH(EX)

|8. HMEPOMHNIA AHEHX

EXP
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|9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX ITIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN ‘H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI AITO AYTA, EOOXON ANTAITEITAI

|11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6a Planta,

Barcelona, 08039

Iomavia

|12. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1458/035
EU/1/20/1458/036
EU/1/20/1458/037
EU/1/20/1458/038
EU/1/20/1458/039
EU/1/20/1458/040

[13.  APIOMOZX IAPTIAAX

Lot

|14. I'ENIKH KATATAZH I'lA TH ATAGEXH

[15.  OAHTIEX XPHIHZ

|16. TIAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAINQPIEZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAY (2D)

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AEAOMENA ANATNQXIMA AIIO
TON ANOPQITIO
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KAPTA ITPOEIAOIIOIHXHX AXOENOYX

Apixaban Accord (apixaban)
Kapra IIposidonoinong AcBevoig
"Eyete avti v kapta poli 60g ava oo oTiyp)

Agi&te avTi TNV KEPTA GTOV QUPRAKOTOLO GOC, TOV 000VTIATPO GG 1| GE OTOLOVONTOTE GAhO
emoyyeApaTio TOV TOPED TG VYELWOVOULKTG TEPiIBaIYNG 60C TaPaKOLOVOEL.

Bpiokopat 6g avrumkrua) ayoynq pe Apixaban Accord (apixaban) ywa v mpoinyn Opoppov
oTo aipo

Zopminp@OoTE aUTH TNV EVOTNTA 1] {NTNGTE 06 TOV Y10TPO GOG VA T GUUTANPDOGEL YU EGAG
Ovopatendvopo:

Hpepopnvia I'évvnong:

"‘Evdeidn:

Adom: Mg dvo popég nuepnoimg

Ovopatendvu O 1TPov:

TnAépwvo 1otpov:

Inpogopisg Yo Tovg acBseveig

. Iaipvete to Apixaban Accord taxtikd, cOupova pe T 0dnyies. Av moapoleiyete pa 600,
népte TNV LOAMG To Buundeite kot cuveyiote va akolovbeite T0 30GOAOYIKO GO TPOYPOLLLLAL.

. Mnv otouatfiogte vo maipvete To Apixaban Accord yopig vo (uAnceTe e tov yloTpd cog,
0ed0UEVOD OTL SlaTPEXETE KIVOLVO VO VITOGTEITE OYYELOKO EYKEPUAIKO EMEIGOS0 N VoL
eppavicete GALeC EMTAOKEG.

. To Apixaban Accord Bon6d otnv apainon tov aipatog. Qotdc0 0WTod Propel va cog avénoet
TOV Kivouvo aupoppayiog.

. To onueio Kot GUUATOUATA TNG AULOPPAYINS TEPILOUPAVOLY UOAMTEG 1 AUOPPOYio, KAT® omd
T0 OEPLO, KOTPOVO GTO YPAOUM TG TICCG, Al GTO 0Vpa, pvoppayia, {AAr, KOnwon,
oypdTTE 1 advvouic, oevidlo EVIovo TovoKEQOAo, Bya L aipo 1] EUETO UE O

. Edv n apoppayia dev otopatd and povn g, {NTiote auécms TPk PovTida.

. Edv yperaletan va vmoPAnbeite og yeipovpyikn enépPoon 1 onoadnmote EnepUPatikn
dwadikacia, evnuepmote Tov Yatpd oag 6Tt Toipvete Apixaban Accord.

Mnpo@opisg Yo Tovg emayyelpatieg vyeiog

. To Apixaban Accord (apixaban) sivat éva o6 Tov 6TOUITOG YOPNYOVUEVO AVTITNKTIKO TOL dpol
UE GUEOT EKAEKTIKN AVOGTOAN TOL TapayovTo Xa.

. To Apixaban Accord umopei va, avénoet Tov kivévvo awpoppayioac. Xe nepintoon ueillovov
OLLOPPOYIK®V ETEICOMIMV, 1| AT TOV TPENEL VO, S10KOTTEL AUES MG,

. H Oepaneio pe Apixaban Accord dev amattel toktikn mapakoiovdnon g ékbeongc. ‘Evog
Babuovounuévog mocotikdg Eleyyoc tov avti-Xa Ilapdyovta pmopel va govel ypfoyLog oe
eEQPETIKEG TEPIMTTMOOELS, .Y, VIEPOOCOAOYIN Kol EXEIYOVOX YEPOVPYIKN enEUPacn (dev
ocuvvioTovvtol dokacieg TENS xpovov mpobpopPivng (PT), diebvoig kavovikomompuévon
mnAikov (INR) kot ypdvov evepyomomuévng pepiknig Opopponiactivng (aPTT)) — BAéne TIXTI.

° Eivau dtaBéoipoc évag mapdyovtag ovastpoPns e dpaong avti-Xa napdyovta tov apixaban.
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@viro ooy ypiong: IIinpoopicg yra tov ypriot

Apixaban Accord 2,5 mg emiukaioppéve pe Aewtéd vpuévio dickia,
apixaban

Awpaote TPOGEKTIKG 0AOKANPO TO PVLAO 001YIAV YPT|ONG TTPLV APYICETE VO TAIPVETE AVTO TO
PapROKOo, O10TL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- DdurdEre avtd TO EUALO 0N YDV Yprone. Towg ypelaotel va to dwfdoete Eava.

- Edv éxete mepartépm amopieg, pOTNOTE TOV Y1OTPA, TOV POPLOKOTOL0, 1| TOV VOGOKOLO GOC.

- H cvvtayn yio ovtd 10 ¢appoko xopnynonke amokAEloTIKd Yio 60G. Agv TPEMEL VO ODGETE TO
@appoko og aGAAovs. Mmopel va Toug mpoKarésel PAAPT, AKOLUO KOt OTOV TO GUUTTAOUOTO TNG
ac0éveldc Toug etvar 101 pe Ta d1Kd oag.

- Edv mopotmpnoete Kamoo avemBOUNTN VEPYEL, EVILEPDOTE TOV YIUTPO, TOV PAPUAKOTOL0, 1
TOV VOGOKOUO G0G. ALTd 1oy0et Kot Yo KB mBavi avemBOuNTN evEPYELX TOV JEV OVAPEPETOL
GTO TTOPOV PUALO 0dNYIDV Xpnomg. BAéme mapdypago 4.

T tepréyer o mapév evAro 06N YLOV:

T1 elvon To Apixaban Accord kot Tota givor 1 yprion Tov
T npémer vo. yvopilete Tpv ndpete 1o Apixaban Accord
Iog vo mapete o Apixaban Accord

[MBavég avemBounteg evépyeteg

[Mog va puidoocete To Apixaban Accord

[epreydpeva g cvokevaciog Kot AOTES TANPOPOPIeg

oL

1. T givor To Apixaban Accord kot o givon 1 yprjon Tov

To Apixaban Accord mepiéyel ) dpactikn ovoia apixaban kol avikel o€ pio ouado QapuUaKmy o
ovoudlovratl avTimnKTikd. Avtd 10 edpuako fonddet otnv Tpdinyn Tov oynuaTIcrod Bpdupov cto
aipa, epmodifovrog Tov Iapdyovia Xa o omoiog eivat Eva GNUAVTIKO GLGTATIKO TG THENG TOV
aipotoc.

To Apixaban Accord ypnoyonoteitol o€ EVIAKES:

- v TV TPdANYT oynpatiopod Bpoufov (v T Pabel pAepkn Opdppmon [EPO]) petd and
eMeUPACELG aVTIKATAGTAONS 16Y 0V ) YOVaTog. Metd and pio enéppacn 610 16yio 1 10 YoévaTo
gvOEyeTaL VO, £YETE DYNAOTEPO Kivouvo avarTuéng Opoupwv oto aipa oTic AERES TV TOOLDV GOC.
Av16 pmopet vo TpokaAésel oidnpa oto IO, e N wpig movo. Edv évag 0popfog aipotog
uetapepOel amd 10 TOSL GG GTOVE TVEVUOVEG GOG, UTOPEL VO EUTOSIGEL T POT| TOL iUATOG
dnuovpymvtag dvemvoln e M| xopic Tovo oto 6THoC. AvTh 1) KOTAGTAGT (TVELUOVIKT EUBOAN)
umopei va glvan ametintiky yo ™ {o1 Kot omottel GUECT) 10TPIKT @POVTIda.

- Y10, TV TPOANYT oynuatiopov Opoufouv oty Kapdld o acbeveic ue akavovioTo Kapdtoko puoud
(KoAmin poppapvyn) Kot TovAdyiotov Evay tpdcbeto mapdyovta kivduvov. Ot Bpoufot aipatog
pmopel va omoKoAAN000V Kkal vo PeTapePBOHY GTOV EYKEPAAO KOl VO, TPOKAAEGOVV OIYYELOKO
EYKEQOMKO EMEIGOO10 1 GE AAAL OPYOVA. KL VO EUTTOSIGOVV TI] PUGLOAQYIKT POT] TOV CULLOTOC GE
avTa Ta Opyava (Yvootn exiong ¢ cvatnuatiky epupoin). To ayyelakd eyKeQoulkd enelicddlo
propel va glvar ametintuco yo T (N Kot amottel dpeon wTptkn epovtioa.

- v N Ogpameio OpouPwv aipotog oTic PAEPES TV TOdIMV (ev T® PaBel pAePikn Bpdupwon) Kot ota

ALLOQOPO AYYEID TOV TVELUOVAOV GaG (TVEVUOVIKT] EUPOAT), KOt Y10, TNV TPOANYT| EXAVEUPAVIOTG
OpouPwv aipatog ot apoPOpa ayyeio TMV TOSDY KA/ TOV TVELUOVOV GOG.
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2. T apéner va yvopilers mpv napete To Apixaban Accord

Mnyv napete 1o Apixaban Accord sav:

- &yxete allepyio oto apixaban 1 6g 0m0106MTOTE AAAO OO TOL GVGTATIKG AVTOV TOV POPUAKOV
(avagépovtor oty Tapdypopo 6)

- éxete vepPforuci arpoppayia

- €YETE KATOLN VOGO 6€ £VOL OPYAVO TOV GMOUATOG OV AVEAVEL TOV Kivouvo cofapng atpoppayiog
(6mwc gvepyod 1] TPOoPUTO TEMTIKG £AKOG 1) EAKOG TOV EVTIEPOV GUG, TPOCPATY] EYKEPUALKN
arpoppayio)

- €xeTe NATIKY] VOG0 OV 00MYEl g avENUEVO Kivouvo alpoppayiog (MTatiky dtatapoyn THENS)

- happavets eappoka yro Ty Tpéinyn s aéng Tov aipatog (t.y. Papeapivn, rivaroxaban,
dabigatran 1 nmopivn), ekT0g 06 TNV TEPIMTOON AAAXYNG TNG AVTITINKTIKNAG OYMYNG, EAV £XETE
QAEPIKN N APTNPLOKT] YPOUUT Kot AapPaveTe nrapiv) HEC® QLTS TNG YPOUUNG Y10 VL,
dratnpnBet avorktn 1 €dv €xet elcaydel Evag COANVAG 6TO AUOPOPO ayyeio cag (KOTAAVOT LUE
kafetnpa) yuo T Bepoameio Tov akavOVIGTOL Kapdtakoh puBpov (appudpic).

IIpogidomou)oels KoL TPOPVAGEELS

AmevBuvbeite 6TOV Y10TPO, TO POPLAKOTOLO, 1] TO VOGOKOHO GOG TPV TAPETE OLTO TO PAPHLOKO EAV
€YETE OTIONTOTE OO TO TOPAKATM:
- avEnpévo kivouvo ampoppayiog, OTWOC:
. aLPOPPaYIKES NATAPAYES, CLUTEPIAAUPAVOLEVOV KOTAGTAGE®Y TOL £0VV GOV

OTOTELEC LA T LELOUEVT] dPUGTNPLOTNTA AUOTETOAMV

TOLD VYNAR aPTNPLOK TIEGT, 1) EAEYYOUEVT] LECH QOPUOKEVTIKNG Oepameiog

elote peyaivtepog and 75 etdv

CuyiCete 60 kg 1 Mydtepo

- oofapn veppiki] voco 1 edv vrofdrieste 6€ d1divon

- TPOPAN LA NTATOG 1] LOTOPIKO NTATIKAOV TPOPANRATOV
AvT16 T0 Pappako o ypnoonombei pe Tpocoyn o acbeveic pe onueio ueTafoANg TG
NTATIKNG AELTOVPYiOG.

- giyare évav coivo (kabetiipa) 1] Kamora £veon 6T 6TOVOLVAIKY| 60G 6TI|AN (Yo
avarsOnoia 1 yuo peimon Tov Tovov), o yTpdg cog Bo oag mel va TapeTe aVTO TO PAPLOKO
5 ®peg M Kot TOPOTAV® PETE amd TV apaipeoT Tov KabeTpa

- av &yete tpocBeTik) ParPidoa kKapordg

- €av o yurpog cag kabopioet 6TL 1 apTnploKn oag mieon ivar aoTabng N

- TPOYPOUUATIOTEL GAAN Oepameio 1} xepovpyikn enéuPoon yio v agaipeon tov Opoupfov
aipatoc omd Toug TVEHLOVEG GOG

Ipocégte Woutépwc pe to Apixaban Accord
- Avyvopilete 011 TAoYKETE OO AVTIPMOGPOALTIOKO GUVOPOLO (Lol SLOTOPOYT TOV
OVOGOTOLNTIKOD GUGTHLOTOC TOV TPOKAAEL LENUEVO KivOuvo oynuaticpod Bpoupwv oto
aipla), EVUEPDOTE TOV YIUTPO GOGC, 0 000G Ba amopaciost av ypeldletal va aALIEETE
Oepameio.
Av ypewnotel va vrofinbeite oe yeipovpykn enépPaocn 1 o€ dadIKAGIo TOV UTOPEL VO TPOKOAETEL
QLLOPPOYic, EVOEXETOL O YIATPOC GOC VO, GO¢ {NTNOEL VO SLOKOYETE TPOGMPIVE T AfYN 0VTOV TOV
QOPUAKOD Y10 EVOL UIKPO ¥POVIKO dtdotnua. Av 0gv gicaoTte Giyovpot yio o av pia dtadikacio propet
VO TPOKOAEGEL OUOPPAYiD, POTHOTE TOV YIOTPO GUGC.
owora ko Epnpor
To Avtd 10 PAPHOKO dEV GUVIGTATOL GE TOdLA Kot €PTouvg nAkiag KaTm twv 18 etdv.

Al pappoxa kol Apixaban Accord

Evnuepdote Tov y1aTpd, TOV QOpLOKOTOL, 1) TOV VOGOKOUO GOG AV TaipveTe, £xeTe TPOGPATO TAPEL,
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1 pumopel va TapeTe AGALO PAPLLAKAL.

Mepikd eappoka evogyetal va ovERcoLy Tig entdpdcelg Tov Apixaban Accord kot peptkd dAia
EVOEYETUL VA LELDGOVV TIC EMOPAoELS Tov. O yiaTpdg oag Bo amopacicel eGv TPEMEL Vo akoAovOnoeTe
Bepancia pe To Apixaban Accord dtav Aappdavete avtd o @appoka Kot TOc0 GUYVA TPETEL VOl
mapakoAovOeioTe.

To mapakdto eappoka evogyetor va avEnoovy Tig emdpaoelg Tov Apixaban Accord kot va ocvéfcovy

v mhavdtnta avemBoung apoppayiog:

- UEPIKE PAPUOKT VL0, PUKNTIHGIKES AOLPAEELS (T0.). KETOKOVALOAT K.AT.)

- uepkd avri-ukd gappoxe yro to HIV / AIDS (.. prtovafipn)

- GAL0 APRAKA TTOV YPNGLUOTOLOVVTAL Y10 TN pHEi@on TG TENS Tov aipatog ().
evo&amapivn K.AT.)

- OVTLPAEYROVAOON | AVOLYNTIKG QAPROKA (T.). OKETVAOGOAKLAKO 0E0 )| varpo&évn). Eidika
edv glote peyaAdTePog amd 75 TV Kot TaipVETE AKETVAOGOAKVAIKS 0E, {omg £xeTe avEnUévn
mBavotnta cpoppoyiog

- QAPUROKA Y10 TV DYNALN dpTNPLOK TiEon 1] Yo Kopolokd tpofiqpata (7). Shtialéun)

- avioataOlmTikd eappaKo Tov ovoudlovton EKAEKTIKOL OVOGTOAELS ETOVATPOSANYNG

GEPOTOVIVIG 1] AVOGTOAEIS ETOVATPOGANYNG GEPOTOVIVIG-VOPUOPEVOAIVIG

To TOPOKAT® PAPLOKO EVOEXETAL VO LEIOGOVY TNV tKovdtTa Tov Apixaban Accord va Bondrcet
oTNV TPOANYN TOL GYNUATIGHOL OpouPwv oTo aipo:

- QappoKa Yo TNV IPOANYN ™S EMANYING )| 6TAGHAV (T.). POIVUTOIVY K.AT.)

- St John’s Wort (éva guTiké couUmApoUa. Y10, TV Kotabiuym)

- oappoka yio T Ogponcio TG upatioong | GAAOV Ao®OEE®Y (.. PLOOUTIKIVY)

Kinon ko Onioopog

Edv giote éyxvog, | Onhalete, vouilete 6t umopel va giote £ykvog 1 oxedlalete Vo AmoKTNGETE UL,
{ntote T GVUPOVAN TOL YTPOV, TOV PAPLOKOTOLOV, 1] TOV VOGOKOUOV GG TPV TAPETE AVTO TO
QAPLLOKO.

O1 emdpdoeig tov Apixaban Accord oty eykvopoohvn kat 610 ayévvnto moudi dev eivan yvmotéc. Agv
TPEMEL vaL TAPETE TO PAPLLOKO 0VTO €4V gloTe £ykvog. Emkotvaviiote apéoms pue Tov yiotpd ocag eav
uetvete éykvog evd AapPAveTe TO QAPLOKO OVTO.

Agv givan yvwo16 gav to Apixaban Accord amekkpivetal 6To avOpmmvo puntpikd yaio.
YvpPovievteite TOV Y1I0TPO, TOV PUPHOKOTOL0, 1) TOV VOGOKOUO GOG TPV TAPETE OVTO TO PAPHOKO EVD

Onralete. Oa coc cupPfoviedcoovy gite va otopatnoete T0 ONAaoud ite va oTopaTnoeTe/UNnV
EeKvioETE TN MY TOL QOPHAKOL CVTOV.

0o ynon ko YEPIGROS PNy ovnRdTOV

To Apixaban Accord dev éyet dei&el va PetdVEL TNV KOVOTNTO 00MYNONG 1] YEPITHOD unyavnudtov.
To Apixaban Accord agpiéyel haktoln (évog TOmog caKydpov) Kat vatpio

Edv éxete evnuepwbel amd tov y1otpod cog 0Tt xete ducavetio 6€ KATOW GAKYOPO, EMKOWVMVNOTE UE
TOV Y1TPO GOG TPV AGPETE OVTO TO PAPLLOKO.

At 10 Pappako mepEyel Ayotepo amd 1 mmol vatpiov (23 mg) avd dickio, dnAadn ovelaoTiKd
elvar «ehevBepo votpiovy.

3. og ve napere To Apixaban Accord

[Tavrtote va maipvete To PAPLOKO OVTO OVGTNPE COLPOVA LE TIC 0ONYIEC TOV Y1OTPOV 1| TOV
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QopUOKOTO10V Gag. Eav €xete appiPories, pmTtiote ToV Y10TpO, TOV QAPLOKOTOLd, 1) TOV VOGOKOLO
oG,

Adon

Kartarivete 1o diokio pe éva motfpt vepd. To Apixaban Accord pmopei vo Aapfavetol pe 1 yopic
TPOOT).

[Ipoomadniote va maipvete To diokia Tig 01ec dpeg kaBe nuEpa Yia va Exete To PEATIOTO BepamevTiKod
OTTOTEAEG|LOL.

Av duoKOAEDESTE VO KATATIEITE TO d10KI0 OAOGKAN PO, GLLNTNGTE UE TOV YIATPO GOG TOVG GALOVG
TpOTOVG Ayng tov Apixaban Accord. To dwokio pmopei vo Opvppotiotet Ko vo ovaptydei pe vepo 1
oo yAvkoln 5% 1 yopd PNAOL N TOATO UNAOL, GUECHG TPV o TN ANy).

Odnyiec Yo 10 Opoppotiopd:

e Opvuuatiote To O10KI0 YPCLOTOIOVTAS YOLOT Kol YOLSOYXEPL 1 UE TNV KLPTH TAELPE EVOG
KOVTOALOD EMAV® O€ £va TATO.

o Metapépete mPOGEKTIKG OAN TN OKOVT G€ KOTAAANAO d0YEl0 KO, GTN GLUVEKELD, AVOUIETE TN
oKOVN UE UIKPN TTOGOTNTA, TL.)., 30 MI (2 xovtoAég), vepol 1 evog amd Ta vITdLoua VYPE TOL
avapépinkav Tapardave dote va dnuovpyndet Eva piyua.

o Koarameite to piypa.

o HemAhvere To YoLdi Kt T0 YoLdoyEpt (1] TO KOLTAAL KOl TO TTLATO) TTOV YPNCUOTOGATE Y10 TO
Bpvppaticpd Tov drokiov Kot To doyeio e Alyo vepd 1 pe éva amd ta dAla vypd (m.y., 30 ml),
KOl KOTAMIEITE OVTO TO OPOLO iYL,

Av ype1aletar, 0 yoTpog 60g HUTopel emiong va cog xopnynoet to Opvppotiopévo diokio Apixaban
Accord, avapeurypévo pe 60 ml vepod 1 didivua yAvkdln 5%, uéow evog pvoypoacTpikod COANVA.

Iapte To Apixaban Accord eopgova pe Tig 6V6TAGELS Y10, TO KO OVOW:

TN tnv tpodAnwn oynuoticpot 0pdufov netd arnd eneufAcelc anokoTAcTOoNC 1610V 1) YOVOTOC.

H cvviotduevn d6om givan £va diokio Apixaban Accord twv 2,5 mg 600 gopég nuepnoiog.
INo mapdoderypo, €vo to Tpmi kot £va, to Ppadv.
Oa wpémel vo, TUPETE T0 TPMOTO O1okio 12 £mg 24 dpeg petd v enéuPocn cog.

Edv vropAn0nkote oe peilov yeipovpykn enéppaon toyiov cuvibwg Oa Aapupdvete ta diokia yio
32 ém¢ 38 nuépec.

Edv vroPAn0dnkoate og peilov yeipovpykn enépPaon yovatog cuvibwg Oa Aappavete ta diokia yio
10 éwg 14 nuépeg.

TN tnv TpdAnwn oynuoticpov 0pdufov otnv kapdid ce acbeveic pe akavovioTo kopdiakd puoud Kot
ToVAGY1oTOV Vo TPOcHETO TOPAYOVTO KIVODVOU.

H cuvictduevn 86om givan éva diokio Apixaban Accord twv 5 mg dbo @opéc nuepnoing.

H cuvictdpevn 860 eivon éva. diokio Apixaban Accord tav 2,5 mg dvo popég nuepnoing edv:
- €YeTE GNUAVTIKG PELOUEVT VEQPIKN AEtTovpYia
- 000 1] TEPLGGOTEPO OTTO TO TAPUKATO LGYVOVY Y10 EGAC:

- TO OMOTEAEGUATO, TOV OLULOTOAOYIK®OV GOG EEETAGEMV VITOSNADVOVY UEWOUEVT] VEQPIKN
Aerrovpyio (N Tiun g kpeatvivng opov givar 1,5 mg/dL (133 micromole/L) 7
UeYOADTEPT)

- elote 80 gToV KoL Gve

- 10 cUOTIKO cag Papog givon 60 kg 1 yauniotepo

H ocvvictdpevn 66on gival éva diokio 000 popéc NUeEPN OIS, Yo TaPAdELY LA, £VO TO TPML Kl EVaL TO
Bpdov. O yuotpog cag Ba aropaciost yio OG0 didotnua Bo Tpénel va cuveyicete T Bepaneia.
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TN Bepameio Opoufuv otic EAEBEC TV TOdDV cag Kot Opoufov ota ao@dpa ayysio TV
TVELUOVOV GO,

H cvviotdpevn d6om eivor dvo drekia Apixaban Accord 5 mg 600 popég nuepnoing yio Tig TpdTEG
7 nuépeg, yo mapdodetrypo, 600 to Tpwi Kot dVo 1o Ppddv.

Mertd tig 7 nuépec, 1 cuvioTdpevn d6on givar éva drokio Apixaban Accord 5 mg 600 popég
nuepnoing, yo mapdadetypa Eva Tpmi Kot éva 1o Bpdov.

TNty TpdAnwn srovepeavions 0pouBav 610 aino Katdmy 0OAOKANP®ONC TOVAGYLIGTOV 6 Unvayv
Oepaneiog

H cuvictduevn 86om givon éva diokio Apixaban Accord towv 2,5 mg d0o gopéc nuepnoing, yio
TapAdEY L, EVO TO TPOI Kol €V TO Bpadv.
O ywatpog oag Ba amopacicet yio tdéco daotnue Ba mpénet va cuveyicete ) Oepamneio.

O Y10TpOC 60C EVOEYETUL VU OALAEEL TNV OVTITINKTIKI] GOC OYOYT O 0KOAOVOMS:

- AlLayn omé Apixaban Accord oe avtimnktixd papuoxa.
Awxoyte T AMyn Tov Apixaban Accord. Eskwviiote ) Oepomeio pe ToL OVTITNKTIKG QOPUOKQL
(Yo Tapaderypo nmopivn) Tn gPOVIKY oTLyun mov Ba maipvate 1o emduevo S1okio.

- Aldoyn armd avarnkuikd pdpuoxa oe Apixaban Accord
AKOYTE TN MY TOV OVTITNKTIKOV apuakmv. Zekvnote ) Oeponeio pe Apixaban Accord
TN YPOVIKT GTLYUN TTov Ba maipvate TNV emOUEVT OGT OVTITNKTIKOD PapUAKoV, KATOTY
GUVEYIOTE KOVOVIKA.

- AMoyn awo  Oepomeio pe avumnktikd mov wePiEyel avioywvioty ¢ Prrouivis K (my.,
Pappopivy) oe Apixaban Accord
ALOKOYTE TN AYN TOL POPLAKOD TTOV TEPLEXEL Evay avTaymvioth ¢ Brrapiving K. O yatpdc
o0G TPEMEL VoL S1eEAYEL LETPNOELS GTO aiplo Kot VoL GG GUUPOVAEYEL TOTE VO apyicETE VOl
noipvete to Apixaban Accord.

- Aldoyn amé Apixaban Accord oe avurnktiky Ospancio wov wepiéyel ovioywviot) ¢ frrouivig
K (my., Poppapivy).
Edv cog met 0 ylotpdg cog 0Tl TPEMEL va EEKIVIGETE T1 AW TOV QUPIAKOL TOV TEPIEXEL EVOLV
avtayoviot g Prrapivng K, cuveyiote ™ Aqyn tov Apixaban Accord yio tovAdyiotov
2 Nuépeg HeTd amd TNV TPATN dOCT TOL PAPUAKOV TOL TEPLEYEL EVOV OVTAYMOVIOT TG
Brrapivne K. O yuotpdg cog mpémel va 01e€dyel LETPNGELS 0TO o Kot Vo 6a¢ cVUPovASYEL
noTE va otapotioete T Afyn tov Apixaban Accord.

AcOgveic mov vTOPdilovTal 6€ KOPIONETATPOTTY)

Edv o un puoioAoyikoc kapdiokog pulpog cag mpenet va enaveLDEL 6T0 PLGIOAOYIKO PHEGH piag
d1d1Kaeiog TOV OVOUALETOL KOPIIOUETATPOT, TAPTE TO PAPLOKO AVTO OGEG POPEG GG TEL O YIAUTPOC
600G, VIO TNV GTOTPOT TOV GYNUATICUOV Opoufmv ailatog 6g a1o@opa ayyeio 6Tov eYKEPOAO GOGC
Kol 6€ QAAO aLoOpaL ayyeior 0TO OO COLC.

Eav napete peyorvtepn d6on Apixaban Accord amé tnv kavovikn

Evnuepaote Tov 710TPO 660G apuécmg GV TAPETE PLEYAADTEPT ald TN GLVTAYoypaenBeica dOGT TOV
eapudkov avtov. IIdpte pali cog T CLEKELOGIO TOV PAPLAKOV AKOUN KoL EAV OV £Y0VV HElVEL
dokia.

Edv napete peyaivtepn and tn cuviotodpevn doon Apixaban Accord, evdéyetar va, £xete avEnuévo
kivouvo awpoppayioc. Eqv mpoxoyel apoppayia, evoéyetal va amatteitan eyyeipnon 1 LETAYYIoES

aipartog N GAdec Bepameiec TOV UTOPEL VO AVOGTPEPOVY TN OPACT] TOV TOPAYOVTA OVTL-Xa.
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Eav &eyaoete va mapete To Apixaban Accord

- [Tapte N 660mM apécme poAg To Buundeite kot
- napte TV enduevn do6on Apixaban Accord ) cuvnOiouévn dpo
- KOTOMLY, GUVEYIOTE KAVOVIKA.

Edv ogv gicte oiyovpor TL Tpémel vo KAVETE 1| €0V TAPOAEIYETE TEPLOGOTEPES OO pia 6001,
POTNOTE TOV YOTPO, TOV PAPLAKOTOLO, 1) TOV VOGOKOUO GOG.

Eav etapatioste va moipvere to Apixaban Accord

M GTOUOTAGETE VO TOIPVETE TO PAPUAKO OVTO YOPIG VA TO GLLNTNCETE TPMTO, LIE TO YIOTPO GOG,
EMELON 0 Kivovvog avamtuéne Opoupov oto aipa Oo propovce va gival VYNAOGTEPOS £V SUKOWETE TN
Bepamneio TOAD vopic.

Edv éxete meplocdtepeg EpMTNGELG CYETIKA LLE T YPNOT OVTOV TOL POPUAKOV POTHCTE TOV Y1ATPO,
TOV (POPLLOKOTOL0, 1] TOV VOGOKOLO GUG.

4, IMBavéc avemBopnTEg EvéPyELEg

Onwg 6Aa To pAPLOKD, £TCL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
Kot dev mapovactdoviarl oe OA0VG Tovg avBpmdmovg. To Apixaban Accord pmopel va yopnynoei yio
TPELG SLPOPETIKES 1TPIKES TN oels. Ol YvmoTég avemBOUNTES EVEPYELES KOl 1] GLYVOTNTO ELOAVICTG
TOVG Yo KGO pio amd ovTéG TIG 1TpIkKég TaNGELG UTOPEL VO SLOPEPOVV KO OVAPEPOVTUL YDPITTA
nopokate. ['o ovtég TiIc TN oElg, 1) To LYV YeVIKT TOAV aVETIOOUNTY EVEPYELL TOV QAPUAKOV
aVTOL gival N alpopparyio 1 omoio evoEyeTal va Elvar SuVNTIKG e TIKT Y10, T (on Kot amottel
GUEST 10TPIKT GPOVTIOA.

O axorlov0ec avemQbuntec evépyeiec sivar yvaotéc ov AaufBdvere Apixaban Accord ywo tnv Ttpoinun
oynuaticpob OpouPov petd and eneufAoElc oOVIIKOTAGTAONS 1Yoy 1 YOVOTOC.

Yuyvég avemOOunTeg evépysreg (umopei va exnpedoovy £0¢ 1 ota 10 dropa)

- Avoupia, 1 onoio pwopel vo TpokaAEGEL KOTMON 1] YADUAON
- Awoppayio, COUTEPIAAUPBAVOUEVOV TOV:

- UOADTEG KO 010N 0L
- Noavtio (adiebecio)

'Oy ovyvég avemOounTeg evépyeleg (umopei va ennpeaoovy £¢ 1 ota 100 dropa)

- Meiopévog aptBpdc aponetaAiny 6to aipa cog (Tov propel va ennpedcel Ty Tén Tov
aipatog)
- Awoppayia:
- OV TPOKVATEL LETA TNV EMEUPACT] UG, CLUTEPIAAUPOVOUEVOV TOV LOADTOV KOL TOV
0N LOTOC, SLOPPON GLLLITOC T} LYPOV OTTO TO YEPOVPYIKO TPOVU/TOUN (EKKPLON aTd
Tpovpe) 1 B€om g éveong
- OTO GTOUAYL 060G, TO £vTepo N LoNPO/KOKKIVO aiplo 6T KOTPAVO
- aipo oto ovpa
- omd TN HOTN o0C
- amod Tov KOATO
- Xounin aptmpilokmn wieon, 1 oroia 6o eEPVEL Tao Amobopiag, 1 £xete avENUEVO KapdLoKO
pvoud
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- Ot arpotoroyikég e€etdoeic umopel va dgi&ovv:
- U1 QLGLOAOYIKY] NTATIKT Agttovpyia
- avénon og pepikd nratikd Evivua
- avénon g xorepvOpivng, £va TPoidv S1IcTUCTC TOV EPLOPAOV ALOCPUPI®Y TOV UTOPEL
VO TPOKAAEGEL TOV KITPIVO YPOUATICUO TOL OEPUATOC KOL TOV LOTIOV.
- Kvnouodg
Yravieg avemOOunTeg evépysieg (nmopei vo ernpedcsovy émg 1 ote 1.000 aropa)

- Alhepyikéc avtdpdoels (vmepevaiodnoia), ol omoie EVOEXETAL VAL TPOKAAEGOLV: OO0 GTO
TPOCOTO, TO, XEIAN, TO OTOUA, TN YADOCCH KA1 TO Ad Kot SUGKOAIN GTNV OVOTVOT).
Emxowvoviiote pe Tov Y1otpo 6ag apeca av aicbovieite omotodnmote and avtd o
GUUTTOUOTO.

- Awoppayio:

- péoa o évav po
- oT0 LATIO GOg
- oo TO, OVA GOG Kot aipa ota oigha dtav Priyete
- a6 to 0phod cag
- Tpyodmtwon

Mn yvootig (1 ouyvotnTe dEV pmopei vo, ektiun0si pe faon to drabicipo dedopsva)

- Awoppayio:

- GTOV EYKEPAAO 1] T GTOVOLAIKY GOG GTHAN,

- GTOVG TVEDOVEG 1] GTOV ALUO GOG

- GTO GTOUO GOG

- OTNV KOWMOKY| GOG YDPa 1} GTNV TEPLOYN TG® amd TNV KOIAMOKY| 60G KOIAOTNTA

- 07o aoppoida

- aipa ota 00pa N TO KOTPAVO TOL OVIYVEDETAL OTIG EEETAGELG
- Agppatiko e£avOnua mov pumopel vo 0dNynoel 6e SYNUATIOUO PUOUAId®V Kot Potdlet e
UIKPOVG 0TOYOVG (KEVTPIKEG GKOVPEC KNAIOEG IOV TTEPPAAAOVTOL GO LL0L TTLO Y PT) TTEPLOYT], UE
&vay GKOVPO SOKTOALO TEPIUETPIKGL) (TOADUOpPO pvinua).
- OAeypovT] TOV OHOPOp®V ayyeimv (ayyelitidn) n omoia UTopel va TPOKAAESEL depaTIKO eEAvON UL
1 onuelkég, eninedeg, epuOpég, oTPOYYLALS KNAISEG KAT® amd TNV EMPAVELL TOV OEPLATOG )
LOADTIGUO.

Ot axOlovlec avemBduntec evépyeiec sivan yvootéc, av AauBdvete Apixaban Accord ywa tnv
TPOANWN oyNUOTIGHOD BpduBov otnv Kapdid oe aceveic pe akovoévioto Kapdiokd puoud Kot
TOVAGYIoTOV Vo TPOGHETO TOPAYOVTIO KIVODVOU.

Yuyvég avemOOunteg evépyereg (umopei va exnpedoovy £0¢ 1 ota 10 dropa)

- Awoppayia OTmG:

- ota pdtio 6ag

- 0TO GTOUAYL GOG 1 TO £VIEPO

- o6 10 0pho cag

- aipo oto oOpa

- amd TN poTn G0g

- amd o OVAN COG

- LOAOTEG Kol oldn o
- Avoipia, n omoio, uwopel vo TpoKaAEGEL KOTMON 1| YAOUAOO
- XounAn apmnplakn mieon, n onoia 6o eEpvel Taon Amobopiag, 1 £xete avEnuévo kapdlakod pvopd
- Nowrtia (aicOnpoa adiaebdeciog)
- O1 apotoroyikég e€etdoeic umopei va dgi&ovv:

- avénon g y-yAovtapviotpavepepaong (y-GT)

‘O ovyvég avemOounteg evépyeleg (umopei va ennpeacovy £m¢ 1 ota 100 dropa)
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- Awoppayio:
- OTOV €YKEPOAAO 1 TN GTOVOVAIKT] GOG GTNHAN
- 070 OTOUO 0aG 1| 0o 6To oieho OTav Pryete
- OTNV KOLAMOKN 606 YOpa i ord ToV KOATO
- Lompd/koKKIvo aipo 6To KOTpava
- aoppayio TOV TPOKVTTEL LETA OO TNV EMEUPACT] GOG GUUTEPIAAUPAVOUEVOV TOV
HOADTOV KoL TOV OONUATOC, TNG O10PPOTNG GULLITOC 1) VYPOL 0TO TO XEIPOLPYIKO
Tpovpo/TopN (EKKplon amd Tpavpa) 1 tn 0€om g éveong
- amd apoppoida
- aipo oTo 00pa ) TO KOTPOVO, TTOV AVIXVEVETOL OTIS EEETAGELS
- Mewopévog apBpdc oponetariov oto aipa cag (mov propel va ennpedoet Tnv mEn tov aiptaToq)
- Ot arpatoroyikég eEegtdioelc pmopet va dgi&ovv:
- U1 QLGLOAOYIKT| NTTOTIKT Agttovpyio
- avénomn og pepikd nratikd Evivua
- avénon g xorepvBpivng, £va TPoidv SldcTaoNS TOV EpLOPOV AHOCPULPI®V TOV UTOPEl Vo
TPOKAAEGEL TOV KITPIVO YPOUUTIGUO TOV SEPUATOG KOL TOV UATIOV
- Agppatiko e&avinua
- Kvnoudg
- Tpyomtowon
- Alepyicég avtidpdoelc (vreparctnaoia) ol omoieg EVOEXETAL VO, TPOKAAEGOVV: OIONUO GTO TPOCHOTO,
Ta yeiln, To 6TOUM, TN YA®GGA KavT To Aaipd Kot SueKoAia oty avanvon. Emkotveoviote apéomg
[LE TO TWOTPO 60G £V EPEAVICETE KATO10 OO QT TO GLUTTAOUATO.

Yravieg avemOounTeg evépysieg (nmopei vo ernpedcsovy émg 1 ote 1.000 aropa)

- Awoppayia:
- GTOVC TTVEVIOVEG 1) TO AOUO GOG
- otV MEPLOYN TO® amd TV KOIMOKN 600G KOAOTNTA
- péoa og évav po

oAV omavieg avemOounteg evépyereg (umopei va ennpedoovy £émg 1 ota 10.000 dropa)

- Agppotikd e£GvOnua Tov pmopei va 09Ny OEL GE GYNUOTIGUO PLGOAS®V KOl LOACEL PLe PIKPOVG
6TOY0VG (KEVTIPIKEG oKOVPES KNAIdEC TTOV TEPIPAALOVTAL OO UL TTO @YPT| TEPLOYN, LE EVOV GKOVPO
SOKTOA0 TEPLUETPIKA) (mOADUOpPO EpDONUO).

Mn yvootéc (1 ovyvoTTa 08V pmopel va ekTiun0si pe aon ta owebdécipa dedopéva)

- Dreypovn TV opo@dpwv ayyeiov (ayyeutidn) 1 onoio LTopel Vo TPOKOAECEL SEPLATIKO
e&avOnua 1 onpelokés, eminedeg, epuBpéc, oTpoyyvAEG KNAdES KATM amd TNV EMPAVELD TOV
S£POTOC N LOAOTICUO.

O1 axdhovBec ovemBdunteg evépyeteg sivar yvootéc ov AouBdvete Apixaban Accord yio tn Oepameio,
A v TtpdAnyn eravenedvions 0pdufuv otic eAéBec Tov Todudv cac kot OpduPwv oto cpoeodpa.
oyYyElo TOV TVELUOVOV GOC.
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Yoyvég avemOOunTeg evépyeres (umopei va exnpedoovy £0¢ 1 ota 10 dropa)

- Ayoppayio 6mmg:
- amd TN POTN GO
- amd o 0VAN GOG
- aipo oTo ovpa
- LOA®TEG KOl 010N UL
- OTO GTOUYL GOG, TO EvTepd Gag, amd 10 0pho GO
- OTO GTOUO GOG
- and ToV KOATO
- Avoipia, n omoio pwopel vo TPOKAAEGEL KOTMGN 1 YAOUAS
- Mewopévog apBpog arponetariov oto aipa 6og (Tov propel va exnpedoet v &N Tov aipatog)
- Nowrtia (aicOnpoa adiebdeciog)
- Agppoticd e€dvonua
- Or apatoroyikég e€etdoelc pmopei va dgi&ovv:
- avEnon ™g y-yAovtapvrotpaveeepdong (Y-GT) 1 g apvotpaveeepdong g oAavivig
(ALT)

‘O ovyvég avemOounTeg evépyereg (umopel va ennpedoovy £m¢ 1 ota 100 dropa)

- XounAn optnplokn mieon, n owoio oag eEPVeL Taon Amobupiag, 1 £xete avénuévo Kopdiokd puoud
- Awoppayio:
- OTO HOTLO GOG
- 010 6TOM GOg N aipa 6To Gieho otav Prixete
- Lompd/KOKKIVO aiplo GTO KOTpaLVOL
- aipo oTo 0VPo 1 TO KOTPOVA TOV aVIYVEDETOL OTIC EEETAGELC
- OLULOPPAYiC TOV TPOKVTTEL UETE TNV EXEUPAOT OGS, CUUTEPIAAUPAVOUEVOV TOV UOADTOV
KOl TOV OO HOTOG, O10ppOoT| OiATOg 1] VYPOD amd TO YEPOoVPYIKO Tpadpe/Toun (§kkpion and
Tpovpa) 1 I B€om g €veong
- amd ooppoida
- péoa og Evav po
- Kynopuog
- Tpydmtoon
- AMepyikég avTidpdoelg (vepatcOnoia) ol omoieg evogyeTal Vo TPOKAAEGOLV: OIOT0 GTO TPOCMTO,
Ta yeiln, To 6TOUM, TN YA®OGA KavT To Adlpd Kol SuGKOALN oty avanvon. Emkotveoviote apéomg
RE TO YLOTPO 060G €6V ELEAVICETE KATO10 OO LT TO GLUTTMOLLATA.
- O aparoroyikég e€etdioelc pmopet va, dgi&ovv:
- U1 PLGLOAOYIKY| NTATIKN Agttovpyia
- avénon og pepikd nrotikd Evivpa
- avEnomn g xorepvOpivng, £va TPoidv SLIoTUCTC TOV EPVOPAOV ALLOCPUIPIMY TOV UToPEl
VO TPOKOAEGEL TOV KITPIVO YPOUOTIGHO TOV OEPUATOG KAL TOV UATIDV.

Yravieg avemOounteg evépysieg (nmopei vo, ernpedsovy émg 1 oto 1.000 aropa)

Awoppayia:
- OTOV €YKEQPOAO 1] GTN GTOVOVLAIKN OOG GTNAN
- OTOVG TVEDUOVEG GOG

Mn yvootig ( ouyvoTnTe dEV pmopei vo, ektipun0si pe faon to Srabécipo dedopéva)

Awoppoyio:
- OTNV KOWMOKN GOG YDPO 1] GTNV TEPLOYN TO® awd TNV KOIAMOKN 600G KOLOTNTA
- Aeppoatikd eEdvOnpa Tov pmopel va 00N yNoEL 68 SYNUOTIGHO PLGOAMOMV Kot potdlet Pe PKpovE
o6TOYOVG (KEVIPIKEG OKOVPEG KNALDEC OV TTePIBAALOVTOL OO LK TTO WYPT TEPLOYN, LE EVOV
OKOVPO SUKTVUALO TEPIUETPIKA) (TOADUOPPO EpDORUO,).
- Oleypovi TV apoeopmv ayyeimv (ayyeitida) 1 omoio UTOpEl Vol TPOKAAEGEL SEPUATIKO
eEavOnua 1) onuelokég, eminedec, EpvOPES, OTPOYYLAEG KNMOEG KATW Omd TNV EXLPAVELD, TOV
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OEPIATOG 1 LOAOTIGUO.

Ava@opd avemOounToV evepyELOV

Edv mapoatnpnoete Kamowo avemBOunTn eVEPYELD, EVILEPDOTE TOV YIUTPO, TOV PAPUAKOTOL), 1 TOV
VOGOKOUO Gag. AuTod oLl Kot Yia kébe mbavr| avemBountn evépyela Tov dev avapEPETUL GTO TAPHY
@OALO 0OMYIDV Yprions. Mmopeite eniong va avapépete avemBounteg evépyeleg anevbeiog, HECH TOV
€0ViKob GLGTHATOG OVaPOPAS TToL avaypdeeTol oto [apdptnua V. Méom g avaeopag
avemBountov evepyeldv umopeite va fondnoete ot GLALOYT TEPIGGOTEPMOV TAT|POPOPLOY GYETIKA
LLE TNV OCQAAELL TOV TAPOVTOS PUPLAKOL.

5. Iog va pviascete To Apixaban Accord
To @appako ovtd TPETEL VO UAACCETAL GE PEPT] TOV OEV TO PAETOVV Kal OV TO POAVOLY TO TOdLAL.
Na punv ypnoionoteite 0vtd T0 PAPUOKO LETE TV Nuepounvio ANENG OV AvaPEPETAL GTO KOLTI Kol
oV KoyéAn petd ™ AHEH. H nuepounvia Méng etvan n tedevtaio nuépa TOL PWRVO TOV VOQEPETL
exel.
Agv vrdpyovv 1d1kéEg 0dNyieg d10THPNOMG Y1 TO TPOIOV AVTO.
Mnyv metdte APLOKA GTO VEPD TNG OTOYETEVONG 1] OTA OIKIOKA amoppippata. Potiote tov
(POPLLOKOTTOLO GOG Y10, TO TAS VO TETAEETE TA. PAPUAKE TTOL OEV YPMCIULOTOLELTE T AvTd T péTpa Oa
Bonfncovv oty Tpoctacio Tov TEPPAAAOVTOC,.
6. Mepreydpeva TNG 6GVOKELUGLOG KOl LOUTEG TANPOPOPIES
T epréye To Apixaban Accord
. H dpaotikn oveio givar to apixaban. Kabe diokio mepiéyet 2,5 mg apixaban.
. Ta dAla cvotatikd sivor:
- MMupnvag tov diokiov: Aaktoln (BA. mapdypao 2), KuTTapivn LKPOKPLGTAAAIKY,
KapueALOn vaTplodyog S1ocTOLPOVUEVT, VATPLO ACOVPLAODENKD, HLoyVIOl0 GTEATIKO
- Emucddoyn Aemtod vpeviov: Aaktoln povoidpikn (BA. mapdypago 2), vipopeAloln,
Trtaviov do&eidio (E171), tpraketivn, 0&gidio o1dMpov kitpwvo (E172)
Epgavien tov Apixaban Accord kot Tepleyopneve. TG 6VOKEVUGIOG
Ta emucoloppévo pe vuévio dtokia eivar KiTpva, GTPOYYLAOD GYAUATOS, OUPIKLPTE, d1oKio
EMKOAVUUEVA, PLe AETTO LEEVIO, e avayAveo To «IU1» otn pia migvpd Kot ympic avayAveo otnv

GAAN.

O1 kvyérec PVC/PVAC-alovuviov diatifevion og cvokevaocisg tmv 10, 14, 20, 28, 56, 60, 100, 112,
168 kot 200 emkoAoppévav pe AETTO VUEVIO J1GKIMV.

O1 xvyérec PVC/PVAC-alovuviov diatifevion oe didtpnteg koyéleg piog déong tov 10 X 1, 20 X 1,
28x1,56x1,60x1,100x 1 kot 168X 1 emikodlvpupévov pe AETTO LUEVIO JIOKI®V.

D16 amd HDPE pe komdxt ac@areiog oamd TOAVTPOTLAEVIO Yo ToUdLY/ Ue GUVEYEC OTtElp®U, 1)
omoia wepiéyel 60, 100, 168, 180, 200 kot 1.000 emkaivppéva pe Aemtod LUEVIO dloKiO.

Mmropet v, unv KoKAOQOPOLY OAEG Ol GUOKEVAGIES.
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Kapta npocidomoineng ac0evois: yeiplopnég minpo@opiodv

Méoa ot cvokevooia tov Apixaban Accord, pali pe to @OALo 0dny1dV ypriong Ba Ppeite wo Kapta
[Ipogidomoinong AcBevoig 1 0 Y1oTpOG GOG LTOPEL VO GOG ODGEL [0, TOPOUOL0L KAPTO.

Avt 1 Képra [Ipogidomoinong AcBevoig mepihapfaver tAnpogopieg mov Ba cag sivor ypnotues Kot
7ov Ba Tpogldomolovy dAlovg Yiotpovg 0Tt Taipvete Apixaban Accord. TIpémel vo. £xete TNV KapTQ
ovt) poli oog avé tdoa oTiypn.

1. [Tapte TV Kbpta

2. EeympioTe TO TUAUO TOV AVOYPAPETOL TN YADGGO Gag (0uTO SIEVKOADVETOL aTd ToL SLATPNTO
axpa)

3. SoumAnpmote Tig akdAovdeg evotnTeg | (NTNOTE OO TOV YTPO GO VO TIG GUUTANPDOGCEL Y10
€0dg:

- Ovopoatendvopo:

- Hpepounvia I'évvnong:

- 'Evéeién:

- Adon: ... mg 300 PopEG NUEPNGIMS
- OVOUOTETMVLLO Y1OTPOL:

- TnAépmvo yiatpod:

4, AmmldoTte TV KapTo Kot Exete TNV pall cog ava taoa oTiyun
Karoyog Adsrog Kvkhogopiog kot Ilapackevaostig
Karoyog Adcrog Kvkhopopiog

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6 Planta,

08039 Barcelona,

lomavia

Hopaockevaotg

LABORATORI FUNDACIO DAU

C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Ioravia

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice,

Mo wvia

Pharmadox Healthcare Limited
KW?20A Kordin Industrial Park,
Paola PLA 3000, MdéAta

Accord Healthcare single member S.A.

64th Km National Road Athens, Lamia,
Schimatari, 32009, EALdda
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To mapdv evAro 00N LAV Ypions avabempOnke Yo TELEVTAIO POPA OTIS

Adreg TNYEG TANPOPOPLOV
Agmtopepeic TAnpoeopieg yio 1o papproKo avtd givarl dtabéoipes 61o diktvakd T6mo Tov Evpmmaikod
Opyavicpov apudakmv: http://www.ema.europa.eu/.
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@viro ooy ypiong: IIinpoopicg yra tov ypriot

Apixaban Accord 5 mg smuxaloppéve pe Aewtd vpévio diokia
apixaban

Awpaote TPOGEKTIKG 0AOKANPO TO PVLAO 001YIAV YPT|ONG TTPLV APYICETE VO TAIPVETE AVTO TO
PapROKOo, O10TL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- DdurdEre avtd TO EUALO 0N YDV Yprone. Towg ypelaotel va to dwfdoete Eava.

- Edv éxete mepartépm amopieg, pOTNOTE TOV Y1OTPA, TOV POPLOKOTOL0, 1| TOV VOGOKOLO GOC.

- H cvvtayn yio ovtd 10 ¢appoko xopnynonke amokAEloTIKd Yio 60G. Agv TPEMEL VO ODGETE TO
@appoko og aGAAovs. Mmopel va Toug mpoKarésel PAAPT, AKOLUO KOt OTOV TO GUUTTAOUOTO TNG
ac0éveldc Toug etvar 101 pe Ta d1Kd oag.

- Edv moapoatmproete kKamolo avemBOUNTN EVEPYELD TOPUKAAEIGTE VO EVI|UEPDGETE TOV YLUTPO,
TOV (OPLOKOTTOL0, 1| TOV VOGOKOUO GOG. AVTO 1GYVEL Kot Yo kaOe mbavr| avemBountn evépyela
OV O&V AVAPEPETAL GTO TTAPOV PUALO 0ONYIdV ¥priong. BAéne mapdypago 4.

T tepréyer o mapév evAro 06N YLOV:

T1 elvon To Apixaban Accord kot o1d givon 1 yprion Tov
T npémer vo. yvopilete Tpv ndpete 1o Apixaban Accord
Iog vo mapete o Apixaban Accord

[MBavég avemBounteg evépyeteg

[Mog va puidoocete To Apixaban Accord

[epreydpeva g cvokevaciog Kot AOTES TANPOPOPIeg

oL

1. T givor To Apixaban Accord kot moud givan 1 yprjon Tov

To Apixaban Accord mepiéyel ) dpactikn ovoia apixaban kol avikel o€ pio ouado QapuUaKmy o
ovoudlovratl avTimnKTikd. Avtd 10 edpuako fonddet otnv Tpdinyn Tov oynuaTIcrod Bpdupov cto
aipa, epmodifovrog Tov Iapdyovia Xa o omoiog eivat Eva GNUAVTIKO GLGTATIKO TG THENG TOV
aipotoc.

To Apixaban Accord ypnoyonoteitol o€ EVIAKES:

- Y10 TV TPOANYT Synpatiopov popfov oty Kapdld oe acbevelg e akavovioTo Kapdakod puoud
(KoAmikn popuapvyn) Kot TovAdylIoTov Evay Tpdcbeto mapdyovta kvduvov. Ot Opdufot aipatog
umopei va amoKoAAN000V Kal v LETAPEPOHOVY GTOV EYKEPAAO KOl VO, TTPOKAAEGOVV OIYYELOKO
EYKEQOMKO eMEIGOO10 1| VO, pLeTaPepBOVY Gg GALD OPYAVO KOl VO EUTOSIGOVV TN PUGLOAOYIKT POT|
TOV QUUOITOC O€ OWTE Ta, Opyova, (YVOGOT ETionNg g cuotnuatikny eUPorn). To ayyelakd eyke@aiikd
€ME100010 umopel va givar omeintiko yo ) {oN Kot omottel dpeon rpikn ¢povtida.

- 710, T Ogpameio OpouPwv aipatog otig PAEPES TV TodBV (ev Tm Pdbel pAefikn Opoupfwon) kot ota
ALLOQOPA AYYEID TOV TVELUOVAOV GaG (TVEVUOVIKT] EUPOAT), KOl Y10, TNV TPOANYT] EXAVEUPAVIOTG
OpouPav aipatog ot opoPdpa ayyeio TV TOSDY KA/ TOV TVELUOVOV GOG.

2. T apéner va yvopilets Tpwv napete to Apixaban Accord

Mnyv napete To Apixaban Accord gav:

- &yxete adlepyio oto apixaban 1 6 0mo106MTOTE AAAO OO TO, GVGTATIKG, AVTOV TOL POPLAKOV
(avagépovtar oty Tapdypopo 6)

- éxete vepPforu) arpoppayia

- €YETE KATOLW VOGO 68 £V OPYAVO TOV GOUATOG OV AVEAVEL TOV Kivouvo cofapng atpoppoayiog
OGS EVEPYO M| TPOGPUTO £AKOG TOL GTOUAYOL 1) TOV EVIEPOV GOG, APOCPUTI EYKEPUAIKNY
aoppayio)
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- £YETE NTATIKI] VOG0 OV 0dNYel og avénpévo kivovvo aipoppayicg (Mratikn dtatapayn mENG)

- happavers eappoka yvo v Tpdinyn s aéng Tov aipatog (t.y., Papeapivn, rivaroxaban,
dabigatran 1 nmopivn), ekT0g 06 TNV TEPIMTOON AAAXYNG TNG AVTIINKTIKAG OYMYNG, EAV £XETE
QAEPIKN N apTNPLOKY] YPOUUT Kot AopPdavete nrapivi) LECO QVTHG TNG YPOLLLNS Y10l VL
drotnpnBel avorktn 1 €dv €xet elcaybel Evag COANVAG 6TO AOPOPO ayyeio cog (KaTAAVOT e
kaBetpa) yuo T Oepameia TOV akavOVIGTOL Kapdlakoh puOuov (appuduia).

IIpogidomou)oels KoL TPOPVAGEELS

AmevBuvbeite 6TOV Y10TPO, TOV POPUAKOTOLO 1| TOV VOGOKOUO GOG TPV TAPETE AVTO TO PAPLLOKO EGV
éxete OTIONTOTE OO TO TAPAKAT®:

- avénpuévo kivovvo apoppayiog, OTMS:
aLPOPPaYIKES NATAPAYES, CLUTEPIAAUPAVOLEVOY KOTAGTAGEDY TOL £X0VV GOV
OTTOTELEC O T LELOUEVT] SPUGTNPLOTNTA AUOTETOA MV
O VYNAR aPTNPLOK TIEGT, U] EAEYYOLEVT] LECH QPOPUOKEVTIKNG Oeparmeiog
elote peyaAivtepog and 75 etdv
Quyilete 60 kg 1 Myotepo

- cofapn veppikn voco 1) edv vrofdireote o€ dSiaivon

- TPOPAN LA NTATOG 1] LOTOPIKO NTATIKAOV TPOPANpaTOV
To eappako avtd o ypnoonombei pe Tpocoyn o€ acbeveic pe onueio peTaforng e
NTATIKNG AgLTovpyiog.

- av &yete mpocBeTik ParPida kKapordg

- €av o yltpog cog kabopioetl 6TL 1| apTNPLOKN oag Tigon ivarl aoTabng n

- TPOYPOUUATIOTEL GAAN Oepameia 1} xepovpykn enéuPoom yio v agaipeon tov 0poupfov
aipoTog omd Tovg TVEDLOVES GOG

Av ypelaotel va vropAnOeite og yepovpyikn enéuPacn 1 o€ d10d1K0cio TOV UITOPEL VO TPOKAAEGEL
aloppOyicL, EVOEXETAL O YIATPOG GOG VO, GOG {NTNOEL VoL S1OKOWETE TPOSMPLVE TH AYN GUTOV TOV
(OPUAKOD Yol VO LIKPO YPOVIKO dtdotnua. Av dgv glcaote Giyovupot yio o av pia dadikacio propet
VO TPOKOAEGEL OUOPPOLYiD, POTAGTE TO YIOTPO GUGC.

Ipocé&te 1dntépmg pe to Apixaban Accord
- Av yvopilete 011 TAoYKETE OO AVTIPOGPOALTIOKO GUVOPOUO (LU0l SLOTOPOYT TOV
OVOGOTOINTIKOD GLGTHIOTOC TOV TPOKAAEL LENUEVO KivOuvo oynuaticpod Opoupwov oto
aipo), evnuepdoTe ToV yTpd 60G, 0 0moiog Ba amopacicet av ypelaletat vo aAldEeTe
Oepaneia.

Howowd xon £pnpor
To @apuako owtd 6gv cLVIGTATAL G€ TOLOLE Katl erPovg NAtKiog kdtw Tmv 18 gtmv.
Alho pappoxa kou Apixaban Accord

Evnuepdote tov y1aTpd, TOV QOpLOKOTOL, 1) TOV VOGOKOUO GOG AV TalpveTe, £xeTe TPOGPATO TAPEL,
1M umopel va mapete GAAL PApUAKa.

Mepikd eappoka evégyetal va 0vERcoLV Tig endpdoelg Tov Apixaban Accord kot pepikd GAia
EVOEYETUL VO, LELDCOVV TIC EMOPACELS Tov. O yiaTpdg oag Bo amopacicel edv TPEMEL va akoAovOnoete
Bepameia pe To Apixaban Accord dtov Aappavete ovTd To APUOKO KOl TTOGO GLYVA TPETEL VOl
mapakoAovOeioTe.

Ta TopokdTom eappoko evééyetal va ovERGoLVY Tig endpdcels Tov Apixaban Accord kot va avEfcovy
v ThavoTnTa avemBounTg apoppayiog:

- UEPIKG @aPROKE Y10, PUKNTIOGIKES AOLR@EELS (1., KETOKOVALOAN K.AT.)

- uepkd avri-ukd gappoxe yro to HIV / AIDS (r.y. prtovafipn)
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- GAAD QEPROKE TTOV YPNGLUOTOLOVVTOL VL0, T1) HEI®OT TS TENS TOV aipaTog (Y.
evo&amapivn K.Am.)

- OVTLPAEYPOVAOO 1] AVOEAYNTIKA @ApRaKa (T.). OKETVAOGOAKLAKO 0E) ) varpolévn). Ewdika
edv glote peyaAdtepog amd 75 TV Kot TaipveETE AKETVAOGOAKVAIKS 0EV, {omg £xeTe avénuévn
TOOVOTNTO apLoppayiog.

- QPAPROKA YIO TV VYA 0pTNPLOKT Tigon 1] Yo Kapolakd tpofiqpata (w.y. Stktialéun)

- AVTIKOTAOMTTIKA QAPOKE TOV OVOUALOVTOL EKAEKTIKOL OVOGTOAEIS ETOVOTPOGANIYNG

GEPOTOVIVIG N AVAGTOAEIS ETAVOTPOGANYNG GEPOTOVIVIG-VOPUdpEVOAivIG

Ta ToPOKAT® PAPLOKO EVOEXETAL VO LEIOGOVY TNV tKovoTTa Tov Apixaban Accord va Bonbrfcet
oTNV TPOANYN TOL GYNUATIGHOL OpOUP®V 0TO aipo:

- QPaproKa yio TV TPOANYN TS EMMYIOS )| 6TOOROV (T.). PUVLTOIVI| K.AT.)

- St John’s Wort (éva guTikd coumApoua. 1o, Ty Kotdbiuym)

- oappoka Yo T 0gpancio TG popatiooons 1| GAAOV AoUOEE®V (T, PLOAUTIKIVY)

Kdnon kor Onraocpog

Edv giote éyxvog, 1 Onhalete, vouilete 6t umopel va giote £ykvog 1 oxedlalete vo amokTNoETE TOLdI,
{ntote 1 GLUPBOVAT TOL YIOTPOV, | TOV PAPUUKOTOLOV 1] TOL VOGOKOUOV GOG TPV TAPETE AVTO TO
(APLLOKO.

O1 emdpdoeig Tov Apixaban Accord oty eykopochvn kat 6To ayévvnto moudi dev eivar yvmotéc. Agv
TPEMEL vaL TAPETE TO PAPLOKO 0VTO €4V gloTe £ykvog. Emkotvaoviiote apéomg pe Tov yiotpd ocag eav
petvete ykvog eved AapUPAVETE TO PAPLOKO OVTO.

Agv givon yvooto edv to Apixaban Accord amekkpivetol 6to avOpdmivo pntpikd yaia.
YvpPovievteite TOV Y10TPO, TOV QUPHOKOTOL0, ) TOV VOGOKOUO GOG TPV TAPETE OVTO TO PAPHOKO EVD

Onialete. Oa cag cvpPoviedoovy gite va GTOUATAGETE TO ONAACHO €lTE VO GTANATACETE/ UMV
EexvnoEeTE TN MY TOL QUPIAKOL 0VTOV.

Odnynon Ko (ELPLOROS POV RATOV

To Apixaban Accord dev £yt deiéet va, HELdVEL THY IKAVOTNTA 081 YNONE 1| YEPIGUOD UNYOVIULATOV.
To Apixaban Accord agpiéyel haktoln (évog TOmTog caKyapov) Kot vaTplo

Edv &gete evnuepwbel amd 10 yiatpd cag 0Tt £xete ducavesin 68 KATOW GAKYOP, EMKOWVMVNOTE LE
TOV YTPO GaG TPV TAPETE ALTO TO PEAPLOKO.

Avto 10 PappoKo meptéyel Myotepo amd 1 mmol vatpiov (23 mg) avd dickio, dnAadn ovelaoTiKd
etvon «ehevBepo vatpiovm.

3. IMog va wapete To Apixaban Accord

[Tavtote va maipveTe To PAPUOKO QVTO CVGTNPE GOUPOVO UE TIG 0dNYieg TOV YioTpo¥ cag. Edv €yete
aupBolec, pmTNOTE TOV YIOTPO, TOV PAPUAKOTOL0, 1) TOV VOGOKOUO GAG.

Adbon

Karamnivete 1o diokio pe éva motpt vepd. To Apixaban Accord pmopei va Aappdvetor pe M xopic
TPOQI).

[Ipoorabniote va maipvete ta diokia Tig idieg dpec kdbe npépa Yia va €xete T0 PEATIOTO BEPATELTIKO

OTOTEAEC|LOL.

Av dvokolebeoTte va Katamieite To S16Ki0 0AOKAN PO, GULNTAGTE UE TO YIUTPO GO TOVG GAAOVG
Tpdmovg Aymg tov Apixaban Accord. To diokio pmopei va Opoppatiotel kot va avaprydei pe vepd 1
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oo yAvkoln 5% 1 yopd pRAov N TOATO LAV, GUECMS TPV od TN ANY).

Odonyieg yvo To Opoppatiopo:

. Opvppatiote To 010K XPCLLOTOOVTAS YOLOT Kol YOLSOYXEPL 1] LE TNV KLPTH TAELPA EVOG
KOLTOALOD EMAV® GE £val TLATO.
. MetogpépeTe TPOGEKTIKA OAN TN GKOVI GE KATAAANAO S0YEl0 KO, GTN GUVEYELD, OVOIETE TN

okOVn He Pikpn oot Ta, .., 30 Ml (2 KovtaAég), vepol 1 evog amrd To LIEOAOT VYPE TOL
avapépinkav Topandve dote va dnuovpyndet Eva piypa.

. Kortamieite 1o piypa.

. EemAbvere To Youdi Kat 10 Youdoyépt (1] T0 KOLTAAL KoL TO TTLATO) TOL YPNGLOTOMNGOTE Y1l TO
Opvupaticpd Tov diokiov kot To doyeio pe Alyo vepd M pe éva omd ta dAa vypd (m.y., 30 ml),
Kol Katamieite avtd T0 apatd piyua.

Av yperdletal, 0 ylaTpog 6og Umopel emiong va cag yopnynoet o Opvupaticuévo diokio Apixaban
Accord, avapeprypévo pe 60 ml vepov 1 dtdAvpa yAukoln 5%, pécm evog pvoypaoTpikod GOANVA.

IMapte To Apixaban Accord cOp@mva pe T 6VGTAGELS Y10, TO. aKOLOVO:

T v TtpoAnwn oynuoticpot OpouBov aipatoc otny Kopdid o€ acHeVelc LE OKAVOVIOTO KOPILOKO
pLOLO Ko TOVAYIoTOV Evay TPOGHETO TaPAyoVTIa KIVOUVOD.

H cvviotduevn d6omn eivon Eva diokio Apixaban Accord twv 5 mg 600 eopég nuepnoimg.
H cuvictduevn 860 eivan éva. diokio Apixaban Accord tev 2,5 mg dVo @opic nuepnoing edv:

- EYETE CNUAVIIKA PELONUEVY] VEQPIKY] AgrTovpYia
- 000 1 TEPLOTOTEPX. OTTO TO, TUPUKAT® LGYVOLY Y10, EGAC!

- TO, ATOTEAEGLOTOL TV OLUOTOAOYIKDV GOG EEETACEMV VTOINADVOLV KOKT VEQPPIKN
Aerrovpyio (N Tiun g kpeatvivng opov givar 1,5 mg/dL (133 micromole/L) 7
UeyoADTEPN)

- elote 80 etV Ko v

- 10 cOUATIKO 60g Bapog givar 60 Kg 1 xaunAdtepo

H ocvvietdpevn d6om eivar éva d1okio dVo Qopég nuepnoimg, yio Tapadetypa, £va To TPl Kot Eva TO
Bpdov.
O ywatpog oag Oa anopacicel yio 16co dotue 0o Tpénel va cuveyicete ) Oepamneia.

TNt Oepaneia OpouBwv aipatog otic EALBEC TV TOdDV cac kKot OpduBmv oipaTog oto opoopa,
oyYElo TOV TVELUOVOV GOC

H cuvictdpevn 8601 eivon 800 dvekio Apixaban Accord 5 mg dvo @opéc nuepNoing Yio TIC TPAOTEG
7 Nuépeg, yio Tapdderypa, d00 1o TPwi Kot dVo 10 Ppadv.

Meté tig 7 nuépec, 1 cuvioTdpevn doon givar £va drokio Apixaban Accord 5 mg 600 popég
NUePNoimC, Yio Tapddetya Eva Tpwi Kot Eva 1o Bpdov.

o tnv TpdAnwn erovepoavionc 0pouBav 610 aino Katdmy 0AOKANP®GNC TOVAGYIGTOV 6 Unvayv
Bepameiag

H cuvictduevn 86om givoan éva diokio Apixaban Accord twv 2,5 mg dvo gopéc nuepnoing, yio
TOPASELY LA, EVO TO TPOT KoL vl TO Bpadv.
O ywatpog oag Ba anopacicet yio td6co diotnue Ba Tpénet va cuveyicete ) Oepamneia.

O Y10TpOC 60C EVOEYETUL VU OALAEEL TNV OVTITINKTIKI] GOUC 0YOYN O OKOA0VOM®S:

- AlLayn amd Apixaban Accord oe avtimnxtixd papuoxa.
Awaxdyte ™) AMyn tov Apixaban Accord. Eekiviiote tn Ogpomeio Pe To avVTITNKTIKG QAPLOKOL
(Y10 Tapdaderypo NIapivn) Tn YPOVIKY oTiyUn mov o Taipvate 1o emdueVo S10kio.
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- Aldoyn amd avamnrtid pdpuoxae oe Apixaban Accord
AKOYTE TN AfYN TOV QVTITNKTIKOV Poprakev. Eckiviote T Oepaneia pe Apixaban Accord
TN YPOVIKT GTLYUN oL B Ttaipvate TNV mOUEVT SOGT OVTITNKTIKOD POPUAKOD, KATOTY
oLVeEYIOTE KOVOVIKAL.

- AMoyn aro Oepomeio ue avurnktino mov wepigyel avioywvioty ¢ Preouivis K (my., Poppopivn)
oe Apixaban Accord
AloKOYTE TN ANYN TOL POPUAKOL OV TTEPLEXEL Evay avTay®mvioT| TG Prrapivng K. O yatpdc
o0G TPEMEL VoL S1EEAYEL LETPNGELS GTO iplol Kot VO, GG GUUPOVAEYEL TOTE VO apyiceTE VOl
naipvete To Apixaban Accord.

- AlLayn omé Apixaban Accord oe avtimnxtikn Ospomeio mov TEPIEYEL OVTAYWVIOTH THE PIToUiviG
K (m.y., Boppapivy).
Edv cag met 0 yotpog cog 0Tt TPEMEL Vo EEKIVIGETE Tr AW TOVL QUPHAKOL TOV TEPIEYEL EVOLV
avtoyoviot g Prrapivng K, cvveyiote t Aqyn tov Apixaban Accord yia tovAdyiotov
2 NUEPEG UETA 0 TNV TPAOTN dOGT TOL PAPUAKOV TOL TEPLEYEL VOV OVTAYOVIGTH TG
Brrapivng K. O yuotpdg cog mpémet va dieEdyetl HETPNOELS OTO QLo KO Vo 6oG SLIPBOVAEYEL
ToTE Vo oTapoTHoETe T Ay Tov Apixaban Accord.

AcOgveic mov vroPairovtor 6€ KAPOLONETATPOTN
Edv o un puotoAoyikdc kapdtokog puOuog oag mpénet vo, enavELDEL GTO PLGIOAOYIKO LE pLa
dradtkacio Tov ovoUALETOL KOPIIOUETOTPOT, TAPTE TO PAPUAUKO OVTO OGEG POPEG GAG TEL O YIUTPOG
G0G, YlOL TNV AOTPOT| TOV GYNUATICUOV Opoufmv aifatog oe a1po@opa ayyeio 6Tov eYKEPUAD GOG
Ko 6€ GALG QLOPOPO Oy YEIDL GTO GO GOC.
Eav napete peyolvtepn d6on Apixaban Accord amé tnv kavovikn)
Evnuep@octe Tov Y10Tpo 605 apéoms edv mapeTe peyolutepn amd tn cuvtayoypoendeica 666m Tov
Apixaban Accord. TTapte poli cog T GLOKELAGIN TOV PAPUAKOD BKOWO KoL EGV OEV £YOVV UEivEL
dwokioL.
Edv mapete peyaivtepn and ) cuviotodpevn 66on Apixaban Accord, evdéygtar vo, £xete avEnuévo
kivouvo awpoppayioc. Edv mpoxowyet aipoppayia, evééyetor va amatteiton eyyeipnomn, LeTayyioelg
aipoatog N dAdec Bepaneiec TOV Umopel vo avaoTPEPOVY TN OPACT) TOV TOPAYOVTO OVTL-Xa.
Eav Egyaoete vo mapete To Apixaban Accord
- [apte ) 6601 auéomc uoALg o Buundeite kot

- napte v emdpevn ddéon Apixaban Accord tn cuvnBiopévn dpa

- KOTOTLY, GLVEXIOTE KAVOVIKAL.

Edv d¢ev giote oiyovpor T Tpémel va KaveTe 1| €0V TapaleiyeTe mEPLEGOTEPES 0TO pic o001,
POTNOTE TOV Y10.TPO, TOV QUPLAKOTOL0, 1 TOV VOGOKOLO GOG.

Eav stapatiocste va maipvere to Apixaban Accord

Mn GTOUOTAGETE VO TAIPVETE TO PAPUAKO OVTO YOPIG VL TO GLLNTNCETE TPMTO, LLE TOV YLOTPO GOG,
EMELON 0 Kivouvog avamtvéne Opoupov oto aipa Oa propovce va. gival VYNAOTEPOS EAV SLUKOYETE TN
Bepaneio TOAD vaopic.

Edv éxete meprocdtepeg epmTNGELG GYETIKA LLE T YPTOT OVTOV TOL POPUAKOV POTCTE TOV Y1OTPO,

TOV QUPLOKOTOL0, 1) TOV VOGOKOO COG.

4, IMBavég avemBouNTEG EVEPYELES
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Onwg 6ha Ta pappaKa, £TGL KoL aVTO TO GAPLAKO UTOPEL VoL TPOKAAEGEL avemBOUNTES EVEPYELEG, OV
Kot 6gv Topovctalovtal 6€ OAovg Toug avBpmmove. H o cuyvn yevikn mboavn avemBount evépyeia
OVTOV TOV PAPUAKOL Eival 1) apoppayio 1 omoia evOEYETAL VoL Vol SuVNTIKG amelAnTikn Yo tn {on
KO OTOUTEL GUEST) 10TPIKT PPOVTIOA.

O axorlovdec avemQountec evépyeiec sivar yvaotéc ov AauBdvete Apixaban Accord yio tnv Tpoinun
oynuatiopob Opoéufov aipatoc otV Kapdld o€ 0.oDeveic ue aKavovioto Kopdtokod puiud Kot
TOVAQYIoTOV £vay TpdebHeto mapdyovia KivouVou.

Yuyvég avemOOunTeg evépysreg (umopei va exnpedoovy £0g 1 ota 10 dropa)

- Awoppayio OT®G:

- 070 HATIO GOG

- 0TO GTOUAYL GOG 1] TO EVIEPO

- amo o 0phod Gag

- aipo ota 0vpa

- OO TN UOTN G0g
OO TO, OVA GOG

- UOAOTES Kot 010M e
- Avaipio, n onoio pmopet vo TpoKaAEGEL KOTMON 1 YAOUAO
- XapnAn aptnplokn mtieon, 1 omoia oag eépvel Téon AmoBopiag, 1 £xete avénpévo Kopdiokd puOud
- Nowrtia (aicOnpoa adiabdeciog)
- Ot arpatoroyikég e€etdoeic umopei va dgi&ovv:

- avénon g y-yrovtapvrotpavepepdong (y-GT)

‘O ovyvég avemOounteg evépyeleg (umopei va emnpeacovy £m¢ 1 ota 100 dropa)

- Awoppayio

- OTOV EYKEPOAO T TT GTOVOVAIKT GOG GTNAN
070 GTOUN 00G 1 aipe oTo Gieho Otav Pryete
- OTNV KOIAMOKN 600G Xdpa 1 and ToV KOATO
Lonpo/KOKKIVO aijlo 6T KOTPavVa,

- GLOpPOYic TOV TPOKVTTEL HETA OO OTOLAONTOTE ENEUPOACT CLUTEPIAAUPOAVOUEVOV TOV
LOADTOV KoL TOL O0NUOTOG, TNG O0PPONG OULOTOC 1] VYPOD OO TO YEPOLPYIKO TPOVLO/TOUN
(éxkpiom amd Tpavua) 1| ™ 0Eom ¢ Eveong

- amo aoppoida

- aipo 6To 00pa 1 TO KOTPOVO TTOV OVIYVEVETOL OTIG EEETACEL

- Meiopévog apfudc oponetariov oto aipo cog (Tov propel vo exnpedost Ty mén Tov ailetog)
- Ot opatoroyikég e€etdioelc pmopet va, dgi&ovv:

- U1 QLGIOAOYIKT MTATIKY AEITOVPYiQ

- avénon o€ pepikd nratikd Eviopa

- avEnon g xorepvbpivng, £va TPoldv SLUoTUCNC TOV EPVOPOV ALOCPALPI®Y TOV UTOPEL VOl
TPOKOAEGEL TOV KITPIVO YPOUOTIGHO TOV OEPUATOG KOL TOV LATIDV.

- Agppatikd e&avinua

- Kymoudg

- Tpydntoon

- AlMepyikég avtidpdoelc (vrepaicinoia) ol omoiec EVOEXETAL VO, TPOKAAEGOVV: 01ONLO GTO TPOCHOTO,
TaL x€iAn, TO 6TOUM, TN YADGGO KaUT T0 AdLd Kot SuoKOALN otV avarvon. Emikotveovioete apéomg
[LE TO TWOTPO GOS GV EPEAVICETE KATO10 OO OVTH TO GLUTTAOUATO.

Yravieg ovemOounteg evépysieg (nmopei vo. ernpedsovy £mg 1 oto 1.000 aropa)

- Awoppayia:
- 0TOVG TVEVHOVEG 1) TO AU GOG
- OTNV TEPLOYN TOW OO TNV KOIALOKT KOWAOTNTO
- uéoa og £vov o
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oAV omavieg avemOounteg evépyeteg (umopei va emnpeacovy £émg 1 ota 10.000 dropa)

- Agppotikd £GvONIa TOL UTOPEL VoL 0N YNOEL GE GYNUOTIGUO PLGOAIS®V KOl LOACEL e PIKPOVG
610Y0VG (KeEVIpUKEG oKoVPES KNAide Tov meptBdAlovtal amd i o @yPY| TEPLOYN, LE EVAV GKOVPO
SOKTOALO TTEPUETPIKA) (TOADUOpPO EpDONUO).

Mn yvootég (1 cuyvotnta dev pmopel va ektiun0ei pe fdon ta drabéopa dedopéva)

- Dlreypovn TV apo@opv ayyeiov (oyyeltidon) 1 omoio LTopel Vo TPOKOAECEL SEPLOTIKO
e&avonua 1 onuelokés, eminedeg, epuBpéc, oTPoyyLAEG KNAIOES KATM amTd TNV EMPAVELD, TOV
O0épLOTOC 1 LOAOTICUO.

O axorlovOec avemQountec evépyeiec sivar yvaotéc ov AaufBdvete Apixaban Accord ywo tn Oepameio
A v tpdAnyn eraven@dvions 0pduBuv aipotoc oTic EAEPEC TV TOdIHOV 60c Kol Opoufav aipotog
OTO OOQOPO. ayyElD TV TVELUOVOV GOC.

Yuyvég avemOOunTeg evépyereg (umopei va exnpedoovy £0¢ 1 ota 10 dropa)

- Awoppayia 6mogc:
- omd TN POTN Co0C
- OO TO, OVAO GOG
- aipo ota 0vpa
- UOAOTES Kot 01oM e
- 0TO GTOUAYL GOG, TO EVTEPO GOC, Ao To 0phd Gag
- 0TO OTOUO COG
- and tov KOATO
- Avoipia, n omoio popel vo TpokaAécel KOTMo™ 1| YA®UAOO,
- Mewopévog apBpog arponetaiinv oto aipa 6og (Tov propel va exnpedost Ty &N ToL ipaTog)
- Nowrtia (aicOnpo adiabeciog)
- Agppoticd e€dvonua
- Ot anpatoroykég €etdoelg propel va dgi&ovv:
- avénon g y-yrovtapvrotpavepepdong (y-GT) 1 g apvotpavepepdong tng oavivig (ALT)

Oy ovyvég avemOopnteg evépyeles (umopei va ennpedoovy émg 1 ota 100 dropa)

- XoaunAn aptnplokn wieon, 1 onoio cag eépvel Taon Amobvuiag, 1| xete avénuévo Kapdlokd pvouod
- Awoppayia:
- OTo pATW GOg
- 0TO 0TOUN GOC T aipo 6TO Gigho dtav Priyete
- Lonpd/kékKivo aipo ota, KOTPovo.
- oipo ota 00pa M TO KOTPAVO TOV OVIYVEVETOL OTIG EETAGELG
- opoppayic, OV TPOKOTTEL LETA TNV EMEUPOOT GOC, CLUTEPILOUPBAVOUEVOV TOV
UOADTOV KoL TOV 00NUATOC, SLoppon aipatog 1 vypov amd TO XEPOVPYIKO
TPpOV/TOUN (EKKplom amd Tpavpa) 1 tn 0om g éveong
- omd aoppoida
- puéoa oe Evav o
- Kymoudg
- Tpydmtoon
- AMepyikég avTidpaoelg (vmepoioOnoia) ol omoieg evogyetal Vo TPOKAAEGOVV: 0IOTIA GTO TPOCMTO,
TaL x€iAn, TOo 6TOUM, TN YADGGO KauT T0 AdLid Kot SuoKOALN otV avarvon. Emkotveoviete apéomg
[LE TO YWOTPO G6US £V EPEAVICETE KATO10 OO OVTH TO, CLUTTAOUATO.
- Ot cupatoroyikéc e€gtdoelg pmopel va dgifovv:
- UM QUOIOAOYIKN NTOTIKY AELTOVLPYIN,
- avénon o€ pepicd nratikd Eviopa
- avénon g xorepvBpivng, Eva TPOIoV SLICTUONC TOV EPLOPAOV ALOCPUPI®Y TOV UTOPEl
V0, TPOKOAEGEL TOV KITPIVO ¥POUOTIGILO TOV OEPLOTOC KOL TV LLOTIDV.
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Taavies avemOounteg evépyeieg (propei va emnpedsovy £mg 1 ote 1.000 dropa)

Awoppayio:
- OTOV €YKEPOAO 1) OTI GOVOVAIKT] GOG GTIHAN
- OTOVG TVEVLOVES GOG

Mn yvootig (N svyvotnTa dev propei va ektyun0si pe faon ta Srebécipa dedopéva)

Awoppayio:
- OTNV KOWMOKN 6OG YDPO 1] GTNV TEPLOYN TO® amd TNV KOIAMOKN 0ag KOOTNTA

- Agppatikd g&avOnpa mov pmopel va 0dNyNoeL 6€ GYNUATICUO PLOOAId®V Kat PLotdlet pe ukpoie
0TOY0VG (KEVTPIKEG OKOVPES KNAIDEG TTOL TEPIPAAAOVTOL OTO L0 TTO WYPT| TEPLOYN, HE EVOV
OKOVPO SUKTVUALO TEPIUETPIKA) (TOADUOPPO EpDORUO,).

- @leypovn TV apo@opmv ayyeimv (ayyedtida) 1 omoio pmopel va TPOKAAEGEL SEPUATIKO
e&avOnua 1 onpelokés, eminedeg, epuBpic, oTPOYYLAEG KNAIdES KATM amd TNV EMPAVELD TOV
OEPLOTOC N LOAGTICUO.

Ava@opd avemOounToV evepyELOV

Edv mopotnpnoete Kamoo avemBOunT evEPYEL, EVIUEPDOTE TOV YIUTPO, TOV PAPUAKOTOL), 1 TOV
VOGOKOUO Gag. AVt oYLl Kot Yio kdbe mhavr avemBountn evépyela Tov dev avapEPETAL GTO TAPOHY
@OALO 0OMYIDV Yprionc. Mmopeite emiong vo avapépete avemBounteg evépyeleg anevbeiog, HEC TOV
€0VIKOU GVGTNUATOG AVOPOPAS TOV avoypaeeTon 6to Ilapdptnua V. Méom tng avaeopag
avemBuunTov evepyeldv umopeite va fondnoete ot GLALOYN TEPIGGOTEPMOV TANPOPOPLOY GYETIKA
LE TNV ACPAAELL TOV TAPOVTOG PUPHIAKOL.

5. Haog ve pvidcscete To Apixaban Accord

To @apuaxo ovtd TPETEL VoL PLAACCETOL GE UEPT) TTOV OEV TO PAETOVY KOl eV TO POAVOLV T TAUdLA.

Na punv ypnoionoteite 0vtd T0 PAPLOKO LETE TV Nuepounvio ANENG OV AvaPEPETAL GTO KOLTI Kol
oV KoyéAn petd ™ AHEH. H nuepounvia AMéng etvan 1 tedevtaio nuépa TOL PWAVO TOV OVOQEPETOL.

Agv vtapyovv €181KEC 00MYieg daTpnoNg Yo To TPOidY avTo.
Mnv metdite @APUAKOA GTO VEPD TNG OMOYETELONC 1] OTA OKLOK(A aroppippota. Potiote tov
(POPLLOKOTTOLO GOG Y10 TO DG VO TETAEETE TOL PAPUAKE TTOL EV YPNCIULOTOLELTE Tl AvTd Tl péTpa Oa
BonBncovv oty Tpoctacio Tov TEPPAAAOVTOC.
6. Iepreydpeva TG GVOKEVAGLOG KOl AOUTEG TANPOPOPIES
T wepréyer o Apixaban Accord
. H dpaotikn oveia givar o apixaban. Kabe diokio mepiéyst 5 mg apixaban.
. Ta GAla cvotatikd eivo:
- TIupnvag tov diokiov: Aaktoln (Bi. mapdypago 2), Kuttapivr LKPOKPLGTOAAKT,
KapueALON vaTplovyog SLocTOLPOVUEVT, VATPLO AOVPLAODENKD, HLoyVIGl0 GTEATIKO
- EmwdAvymn Aemtod vueviov: Aaktoéln povoidpikn (PA. mapaypago 2), vrpouelholn,
Titaviov 810&gidio (E171), tproketivn, 0&gidio aidnpov epubpd (E172)

Epgavien tov Apixaban Accord kot Tepleyopneve. TG 6VGKEVAGILOG

Ta emxaloppéva pe vEEVIO diokia etvar pol, ®OEB0VE GYNUATOG, AUPTKVPTO SICKI ETKAAVUUEVE [IE
AETTO LUEVIO, e avayAveo To «IU2» ot pia mAevpd Kot yopic avayAveo oty GAAY.
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Ot kuyéleg PVC/PVAC-aiovpviov dotibevton o€ cuokevaocieg tov 10, 14, 20, 28, 56, 60, 100, 112,
168 ko 200 emkoAvppEVOV pe AETTO DUEVIO O1GKIMV.

Ot kuyéleg PVC/PVAC-aAiovpviov dwotiBevton o€ dudtpnteg koyéleg piag d6ong tov 10 x 1, 20 x 1,
28x1,56x1,60x1,100x 1Ko 168 X 1 emcorvppévev pe AemTd LUEVIO SIoKImV.

D16 and HDPE pe kamdxt ac@aieiog and ToAvTpomvuAiévio yio toudid/ e cuveyég oneipmpa, 1
omnoia mepiéyet 60, 100, 168, 180, 200 ko 1.000 smkaAvppéve pe AETTO DUEVIO SIGKIL.

Mmropei vo, unv KoKAOQOPOLY OAEG Ol GUOKEVAGIEC.
Kapto mpocidonoineg acOevovs: YepIopog TAnpopopLov

Méoa ot cvokevacio Tov Apixaban Accord, poli pe to @OALo odnyidv xprong o Bpeite pio Kapto
[Ipogidomoinong AcBevoig 1 0 ylotpog oG Umopel va 6ag dMGEL Lo TOPOLOLN KAPTO.

Avt 1 Képra [Ipogidomoinong Acbevoug mepihapfdavel mAnpogopieg mov Bo cag ivatl yxpnoues Kot
7oL Ba Tpogdonmoovy dALove YioTtpovs 6t Taipvete Apixaban Accord. IIpémet va £yeTe TV KapTO.
avT) poli oog avé tdoa otTiypn.

1. [apte v képta

2. EexmpioTe TO TUNLLO TOV OVOYPAPETOL GTN YADGGO Gag (0Td S1EVKOAVVETOL amd To. SLATPNTO
dKpa)

3. SoumAnpmote Tig akdAovdeg evotnTeg | (NTNOTE OO TOV YTPO GO VO TIG GUUTANPDOGEL Y10
€00

- Ovopatenmvopo:

- Hpepounvia I'évvnong:

- 'Evdeitn:

- Adom: ... mg 300 PopES NUEPNGIMS
- OVOLOTETM®VLO YTPOD:

- TnAéopwvo yotpov:

4. Amhdote TNV Kapta Kot Egete v poll cog avé mica oTyun
Karoyog Adcrog Kvkhogopiaog kot Ilapackevastig
Karoyog Adsrog Kvkiogopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Iomavia

Hopaockevaotc

LABORATORI FUNDACIO DAU

C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Ioravia

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice,

IToAwvia

119



Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, MéAta

Accord Healthcare single member S.A.
64th Km National Road Athens, Lamia,
Schimatari, 32009,

EALGSa

To mwapov UALo 0dNYLOV Yp1ioNS avaBewp1)OnKe Y10 TELEVTOIO POPE GTIS
Aldeg T YEG TANPOPOPLAV

Aemtopepeic TANpoeopieg Yo 10 pAapHOKO avTd givar dtaféciec 610 dikTLaKd TOTo Tov Evpmmaikod
Opyaviopod Oopudkov: http://www.ema.europa.eu/.
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