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MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 2,5 mg emtkaivpupéva pe AenTo vUEVIO d1oKia

2. MOIOTIKH KAI TIOXOTIKH XYNOEXH
Kdabe emkarvppévo pe Aemtd vpévio diokio mepiéyet 2,5 mg pipapolapmndvng.
"Exdoy0 pe yvootéc dpdcelg

Kabe emkaivppévo pe Aentd vpévio diokio mepiéyet 27,90 mg Aaktolng (og povoddpikny), PA.
mopaypaeo 4.4.

INo tov Tpn katdhoyo Tov exdoywV, BA. Tapdypago 6.1.

3.  ®APMAKOTEXNIKH MOP®H
Emwaioppévo pe Aemto vpévio diokio (d1okio)

2TpoyYLAL, apQiKVPT, ETKOAVUUEVO e AETTO VUEVIO S10KIO OVOLKTOV KITPLVOL XPOUOTOG, e
duapetpo mepimov 6,00 yA., pe yopaypévn v évoelgn «IL4» otn pio dym ko yopig £vosiEn oty
GAAN 6ym.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTikéc evociteig

To Rivaroxaban Accord, cuyyopnyoOuuevo pe akeTLAOGOAKLAKO 0ED (AZO) pwovo 1 pe AXO cov
KAOTO0YPEAN 1 TIKAOTILOTVT, EVOEiKVLTAL YO TNV TTPOANYN TV 0ONPofpouPmTikdV enelcodinv o
eviiMkeg aobevelg petd and o0&y otepaviaio chvdpopo (OXX) pe avEnuévoug kapdtakovg Brodeiktes
(BA. mapaypaeovg 4.3, 4.4 ko 5.1).

To Rivaroxaban Accord, cuyyopnyovuevo pe aketvA0GoAKLAKO 0ED (AXO), gvdeikvuton yio TV
TpoOANYM abnpobpoupotikdv encicodimv og evihikeg acbeveic pe otepaviaio voco (ZN) 1
CUUTTOUOTIKN TTEPLPEPIKN aptnplokh voco (ITAN) 6g vynAd KivouVo 1GYOUIKOVY ETEIGODIMV.

4.2  Aocoloyia kou TpOTOG YOPNYNONS

Aocoloyia
H ocvvietdpevn do6on givan 2,5 mg 600 popég nuepnoimd.

o [»)

O1 acBeveic mov maipvovv Rivaroxaban Accord 2,5 mg 800 @opéc nuepnoimg Tpénel emxiong va
maipvouv pia nuepnota d6om 75 - 100 mg AXO 1 wo nuepnota 66om 75 - 100 mg AXO emmpocheta,
gite pog nuepnotag 06omg KAOTS0YPEANG 75 mg €iTe [og TUTIKNE NUEPNOLG OOONG TIKAOTLOIVIC.

H Oepancia Oa tpémet va agloloyeitor cuyva otov acbevi otabuilovtog Tov Kivouvo 1oyaiukdv
oLUPAVTOV EvavTt Tov KIvobvev apoppayiag. Exéktaon g Oeponeiog petd to népag tov 12 unvov
0o mpémet va yiveton pepovouéva yio kdbe acBevr), apov LIAPYEL TEPLOPICUEVT] EUTELPLN Y10 AYWOYT
£€m¢ Tovug 24 pnveg .

H Oepancia pe pipoapoéapmivn mpénet va, apyicel To cuvToudtepo duvatdv PeTd T otabepomoinom
Tov enelsodiov OZE (cuumepAapfovoUévav TV S1001KACIOV ETAVAYYEIDOTG), TO VOPITEPO 24 MDPES



UETE TNV E100Y®MYN GTO VOGOKOUEIO Kal KaTd TO Ypdvo ov 0o, TPETEL KAVOVIKA VO S10KOTEL 1)
TOPEVTEPIKT] CVTUTNKTIKY] Oy®YN.

. 2N /TIAN

Ot acBeveic mov maipvovv Rivaroxaban Accord 2,5 mg d0o @opéc nuepnoiong tpénel eniong va
maipvouv pia nuepnota d6om 75 - 100 mg AZO.

e aoBeveig pLetd amo emroyn enéuPoon eravoyyeimong KAT® AKpov (YELPOVPYIKN N EVOOOYYELOKT,
ocopmepthappavouévey Tav vEpdikay eneufaceny) Aoym copntopotikig ITAN, 1 Oeponeio dev Oa
npénet va apyilel péxpt va emtevydel arpdotoon (PA. mapdypagpo 5.1).

H dudpxeta g Oepaneiag mpénet va kabopiletar yia kdbe acBevi Eeywpiotd pe PAon TOKTIKES
a&loloynoelg kot TpEmel va AapPavel vdym tov kivouvo BpoufmTikdv cuuPavioy Evovit Tov

KIVOUVOV apoppoyiog.

o 023, YN/IIAN

2vyyopnynon ue avtiaiponetoAioxy Gepomeia

Xe aoBeveig pe o0&y OpopPwticd couPav N ayyelokn erEPPocn Kot avaykr yio. O
avtioponetaAloky Oepameia, 1 cuvéyion Tov Rivaroxaban Accord 2,5 mg 600 @opég nuepnoing
npénel va, a&loAoyeitol avaioyo pe Tov TOO TOV GLUPAVTOC ) TG EmEUPAOTG KOL TNG
OVTIOLUOTETAALKN G OYOYTG.

H aocopdreia kon 1 amotelecpaticotnta s papoapumdvng 2,5 mg dVo popég nuepncing ot

ouvovooud pe dSutAn avtiaiponetaAlokn Oepaneio £yovv peletn el

o pe mpdopoto OXX o€ cuvovacuo pe AXO ovv Khomdoypéin/tikhomdivny (BA. mapdypapo 4.1),
Ko

. UeTd and Tpdoeatn enéuPacn enovayyeimong Katw dkpov AMoym cupntopotikng [TAN cg
ouvdvaoud pe AXO ka, eqv epappoletar, Bpayvypovia ypnorn kKAomdoypéang (PA.
mapaypaeovg 4.4 kot 5.1)

Adon mwov wapaleipbnke

Edv maporeipbei pio 6001, 0 ac0evig Tpémetl va cuveyioeL e TNV KavoviKn 8001, OTWG GUVIGTATOL
KOTO TOV ETOUEVO TPOYPAUUATIGHEVO ¥pOvo. H d6on dev mpémet va SumhactacTel yio v, avorAnpmOet
1 860N 7oL TaPoAeiPONKE.

Alrayy aro avioywviatés g Preopivns K (ABK) oe pifapoloumcvy

Orav ot acBeveic aAralovv and ABK og pipapo&oumavn, ot tiuég Atebvoig Oparomomuévng Xyéong
(International Normalized Ratio-INR) pmopei va givar yeudmg avénuéveg Hetd tnv TpdSAnym g
papo&aumdvng. H tyun INR dev etvar yiopn yuo T HETPNOT TNG AVTITNKTIKNAG OpAong TG
piapo&aumdvng Ko, GUVERMOC, deV TPEMEL VO, Yprolponoteital (BA. mapdypapo 4.5).

Alrayy aro ™ pifopolourdvy ae ovtaywviarés e Prrauivig K (ABK)

Yrdpyel mBovotnTo averapiods OVIUTNKTIKOTNTOS KATd T HETAPaon amd T ppaposaumdvn o
ABK. H cvveyfg emapkng ovTimnKTikoTnTo TPEMEL Vo Stoc@oliletal Katd T S1GpKELN OTOI0GONTOTE
petéfoong oe éva evarloktikd avtimnktikd. [pénel va onueimdet 6t 1 pifaposapmivn propet va
ovvelopépel og avénuévn Ty INR.

e acBeveig mov aAddlovv amd ) pipaposoundvn oe ABK, ot ABK ntpénet va yopnyobvrtal
tavtdypova puéxpt n tiun INR va givar > 2,0.

TMa t1g TpdTeC dV0 NUEPEG TNG UETAPOTIKNAG TEPLODOV, TPEMEL VO, XPTGILOTONOEL 1] TUTIKY| OPYIKT
docoloyia twv ABK, akolovBovuevn Tic endpeveg nuépec amd tn dosoroyia ABK, 6mmg
vrodewkvoetal amod Tic egtdoelc INR. Evoocw ot asBeveic Aapfdvovv mapdAinia pipapo&apmdvn kot
ABK, n tiun INR dev mpénet va ehéyyetar vopitepa omd 24 dpeg Petd amd TV Tponyovuevn do0o
AL TPV amd TNV EnOUEVT 060n piaposaumdvng. Otav o Rivaroxaban Accord diaxomei, ol
e€etdoelg INR pmopotv va yivovv a&tomiota tovddyiotov 24 dpeg petd amd v tergvtaio doom (PA.
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mapaypdeovg 4.5 kot 5.2).

Aoy amo Topeviepia ovTITnKTIKG o€ pifopoloumovy

Mo acBeveic mov Aapfdvovy éva TOPEVTEPIKO AVTITNKTIKO, OLUKOWTE TO TOPEVIEPIKO OVTITNKTIKO KOl
Eexwvnote ) papo&apmdavn 0 éog 2 dpeg mpv and 1o xpodvo Tov Ba exopnyeito N exdpevn d6om TOV
TOPEVTIEPIKOD PAPUOKEVLTIKOD TPOIdVTOC (TT.). NIapiveg tKpov poptakod Bépovd) 1 katd to xpdvo g
SLOKOTNG EVOG GUVEXMG YOPTYOVLEVOD TUPEVIEPIKOD PUPUOKEVTIKOD TPOTOVTOC (T.). EVOOPAEPLO Un
KAoopatomomuévn nrapivn).

Aoy aro ™ pifapoloumavy e TopPEVIEPLKG. AVTITHKTIKG
Awkoyte ™ piapolapmdavn Kot YopnynoTe TNV TPAOTN 606N TOL TOPEVIEPTIKOD OVTITNKTIKOD KUTA TO
yxpdvo mov Ba Enpeme va Anedel ) emduevn 660m g papoapmdvng.

Eidixoi mAnboouoi
Negpixn dvolertovpyio.
[epropropéva kKAvika dedopéva yuo acbeveic e cofapr| veppikn duvsiertovpyia (KabBapon

KpeaTvivng 15 - 29 ml/min) vTodetkvdouy 0TL 01 GLYKEVTIPMOGELS PLROPOEAUTAVIG GTO TAACLLOL
aLEAVOVTAL GNUOVTIKA. ZUVEN®G, TO Rivaroxaban Accord mpémet vo ypnoiponoleital pe Tpocoyn
6TOVG oLYKeEKPLUEVOLG acBeveis. H yprion de cuvictdrol og acBeveic pe kaBapon Kpeativivng

< 15 ml/min (BA. mopoypdpovg 4.4 kot 5.2).

Agv amaiteitol Tpocappoyn g 6ocoroyiag oe aobeveig pe Nmio veppikn ducAettovpyio (kdbapon

Kkpeatwvivig 50 - 80 ml/min) 1§ pétpro veppikn dvcrettovpyio (kdbapon kpeativivng 30 - 49 ml/min)
(BA. mapdypogo 5.2).

Hratikn dvalerrovpyio

To Rivaroxaban Accord avtevdeixvotal g acheveic e nratikn voco oyeTilOUEVT LLE daTapOyn TNG
TENG TOV QUPLOITOC Kot KAVIKA oeTI{OUEVO KiVOUVO aplopparyiog cuumepIAauPavouéveoy Tmv
kippotikev aclevav pe Child Pugh B kot C (BA. mapaypdpovg 4.3 kot 5.2).

Hliciwouévog ninbooudg
Agv amaiteitol mpocappoyn e docoroyiag (BA. Tapaypdpove 4.4 kot 5.2)
O kivduvog aupoppayiog avédver pe v avéavopevn nikia (BA. mapdypago 4.4).

Zouatiko fapog
Agv amaiteiton mpocappoyn g docoroyiog (PA mapaypdpovg 4.4 Kot 5.2)

Dolo
Agv amaiteiton mpocappoyn g docoroyiog (BA. mapdypapo 5.2)

Houdiorpixoc ninQvouog

H aopddeia kot n amotelecpatikotnto e pioapoaumdvng oe tadid nitkiog 0 émg 18 gtmv dgv
€yovv tekunpuwbei. Aev vapyovv drabéoipa dedopéva, cuvenmc, To Rivaroxaban Accord dev
oLVIeTATOL Y10 XpToT G TodLd NALKioC KAt TV 18 eTdv.

Tpomog yopnynong

To Rivaroxaban Accord gival yio amd 6TOHATOG XPHOT).
Ta Sioxio pmopovv va Aappdvovion pe 1 xopig tpoen (BA. mapaypdpovg 4.5 kot 5.2).

Opoupotioudc diokicwv

T acBeveig mov dev pmopobv va Katomiovy oAdKANpa diokia, To diokio Rivaroxaban Accord pmopet
va Opovppatiotel Kot vo avapelydet pe vepd 1 ToATO U0V aUECHE TPV TN ¥PNoMN Kot Vo yopnyn et
0t0 TOL GTOLOTOG.

To Bpoppoticpévo diokio pmopel emiong va yopnyndei péom yootpik@v coinvov (BA.

mapaypaeovg 5.2 kot 6.6).




4.3 Avtevoeigelg

YrepevoioOnoio 61N dpacTikn ovoia 1§ 6 KATO10 amd T £KO0Y0. TTOV AVAPEPOVTOL GTNV
Topaypopo 6.1.

Evepyodg khvikd onpavtikn aipoppayio.

B\apn i xatdotaon, ebv Bempeitar 011 amotelel onpovikd kivovuvo yia cofapn apoppayic. Avtod
propel va tepthopfavel TopoHcoo 1 TPOCPATY YOUGTPEVIEPIKT EEAKMON, TAPOVGia Kakonbmv
VEOTAQGLAT®V G€ LYNAO KIVOLVO QLOpPaYios, TPOGPATH KAKMGT TOL EYKEPAAOV 1 TNG GTOVOLAIKNG
GTNANG, TPOCPUTN XEPOVPYIKN ETEUPOOT) EYKEPAAOV, GTOVOVAIKNG GTHANG 1] 0POOAL®Y, TPOGOAT
EVOOKPAVIOKN OLLOPPAYieL, YVOGTOVS 0160QayIKoVG KIPGovG 1) btdvola VITapENG TOLG,
apTNPLOPAERDOEIS SVOTANGIES, AYYELOKA AVEVPVUGLOTO ) GOPAPEG EVOOPPAYLIES 1] EVOOEYKEPUAKEG
AYYEWKEG OVOUUATLES.

H tavtoypovn Bepaneio pali pe Ao avtimnkrikd .y, un kKioopatoromuévn nrapivy (MKH),
nrapiveg pikpov poptakod Bapovg (evo&amapivn, daitemapivn KTA.), Tapdywya nropivig
(fondaparinux ktA.), and oTOUATOG AVTITNKTIKA (Bopeapivn, ete&hikn| dafryatpdvn, amEapumdvn
KTA.) 0€V GUVIGTATOL EKTOG EWOIKMV GUVONKOV oAAayNG avTmnkTikng Bepaneiog (BA. mapdypago 4.2) 1
otav 1 MKH divetat o 806¢€1G amapaitnTeg Yo T SThPNoT VOGS OVOIKTOV KEVTPIKOD GAEPLKOD 1
aptplakol kabempa (PA. Tapdypaeo 4.5).

H tovtoypovn Bepomeio tov OZE pe avtioaponetoiiokn Oepaneio oe acOeveig e TponyovUEVO
AYYELKO EYKEPOAIKO ETELGOO10 1) TOPOSIKO 1oyopkd eneicddo (TIA) (BA. mapdypapo 4.4).

H tavtoypovn Bepancio tng EN/ITAN pe AXO og aobeveic pe Tponyodevo apopparykod M
KEVOY®PLOOES AYYELNKO EYKEQPUMKO ENEIGOD10, 1] OTOLOOMTOTE OYYELNKO EYKEPUAIKO ETELGOOI0 EVTOG
evog unvog (PA. mopdypao 4.4).

Hratim vocsog oyxetilouevn pe dwotapayn e THENG Tov aipotog Kot KAIKG oyeTilopevo kivouvo
alpoppayiog cvumepiapupavopévay 1ov Kippotikov acbevov pe Child Pugh B kot C (BA.
TapAypoeo 5.2).

Kvnon ko Onroaoude (PA. mapdypapo 4.6).
4.4 E10kég TPOELOOTOMGELS KO TPOPVAAEELS KATA TN Y p1]oN

e aobeveig pe OZE, 1 amoTEAEGLOTIKOTNTO KOl ac@aieto TG pipapolaumdvng 2,5 mg d0Vo popég
nuepnoing £xovv epguvnbei oe cuvdvacud pe aviloponetailokéc ovoieg AXO povo 1 AZO cvv
KAomidoypéAn/Tikhomidivn.

e aoBeveic e VYNAO kivouvo oyaykav coufavtov N / TTAN, 1 anotehecuaTKOTNTO Kol 1)
acparelo g prpaposoumdvng 2,5 mg 600 Popéc nuepnoing Exovv epguvnbel povo pe AZ0.

e aobeveic puetd amod tpdopotn enéuPfoot exavoyyeimong kato dkpov Adym cvpntopatikng IHAN, n
QTOTELEGLATIKOTNTO KOl 1) Ao@AAEL0 TNG piapoaumdvng 2,5 mg d00 Popég nuepncing £xovv
depeuvnbei o cuvdvacud pE TOV avTioporeTtaAlokd Tapdyovta AXO uovo 11 AXO cuv Bpayuypdvia
KhomdoypéAn. Edv amotteital, n dSutd) avtioponetadoky] Oepaneio pe kKAomdoypéAn Tpémel va eivon
Bpayvypdvia: n paxpoypdvia St avtioponetaliokn Oeponeio Oa wpénet va amopevyeton (PA.
mopaypapo S.1).

H Bepancio o€ cLVOLOGUO e GAAEG AVTIOUOTETAAOKES OVGIEG, .. TPACOVYPEAT 1 TIKOYPEAOPN, OEV
€xel peretnBel kai 6ev cuvViGTATAL

ZUVIGTATOL KAVIKT TOPAKOA0VONOT GOUP®VO. ILE TNV VTITNKTIKY TPOKTIKY Kab' OAN T didpKela TG
Oepameiog.



Kivovvog aupoppayiog

Onwg kot pe dAa avTmnkTikd, ot acBeveig mov Aappdvovv Rivaroxaban Accord 8o mpémet va
TOPUKOAOLOOVVTAL TPOCEKTIKG Yol oMueia apoppayiog. ZUVIGTATOL 1] TPOGEKTIKY ¥PNON G
KATOOTACELG pe avEnpévo kivouvo atpoppayiag. H yopriynon tov Rivaroxaban Accord Oo mpénet va
SdwkonteTon edv Tapovclactel cofapn apoppayio (BA. Ttapdypapo 4.9).

211¢ KMVIKEG HEAETEG apopparyia TV PAEVVOYOV@V (ONAadT ertiotaln, amd Ta 0OAM, TO
YOGTPEVTEPIKO, TO OLPOYEVVNTIKO GUUTEPIAAUPOVOUEVTG U1 PVOIOAOYIKNG KOATIKNG aploppayiog 1
ALENUEVNC ELpmVoL pYoTG) Kat avaptio €40V eavel o GV KaTd T SEPKELD LOKPOYXPOVIAG
Bepaneiog pe prapolapndvn emmpocOeTa LOG AVTIOUOTETAALNKNG AY®YTG EVOG 1] 600 Tapaydvimy.
Yuvenms, emmpdGOeTO GTNV EMOPKT KAVIKY| TAPATHPNGT, 1] EPYACTNPLOKN eEETaON TNG
alpoceopivng/apotokpitn Bo pwopovoe va £yt a&ia yio v aviyvevon Aavidavovcag aipuoppayiog
KOl TV TOGOTIKOTOINGT TG KMVIKNG oMuHaciog TG EKOMANG apoppayiog, 6mme KpiveTol KATAAANAO.

Opiopéveg voopddeg achevav, Onmg avaypleetal TaPUKAT®, EY0VV avENUEVO Kivouvo
alpoppayiog. Xvvermg, n xpnon g pPapoEaUndvne 6€ GUVOVAGUO LE VTILOTETAAOKT OY®YN
dvo mapayovimv o acBevelg e yvowotd avénpévo kivouvo arpoppayiog mpénet va otafpileton
£€vavTL ToL 0QPEAOVG OGOV aPopa TNV TPOANYM adnpobpoufotikdy encicodiny. EmmAéov, avtol o
acOeveic mpémel va TapakoAovBohvTol TPOGEKTIKA Y10 GNUEIN KOl GUUTTOUATO, AUOPPUYIKADV
EMTAOK®V Kot ovorpiog petd v Evapén g Oepamneiog (PA. Topdypago 4.8).

OnodNToTE OVEENYNTY TTOGN TNG OLLOGPALPIVNG 1] TNG OPTNPLOKNG TEONG TPENEL VO, 0N Y| OEL GE
Slepevivnon Yl OLLOPPAYIKT ECTIO.

Av xou m Oepameia pe pipapoéaundvn dev amartel mapakorlovOnon g Ekbeong wc e&étaon povtivag,
N pétpnon tev emmédov pipapoéoauravng pe pe fadpovounuévn tocotikn e€Taon HETPIoNG TG
dpaoTIKOTNTAG £VAVTL TOL Tapdyovto Xa pumopel va givot yxpioiun o€ eEUIPETIKES TEPIMTMOGELS, OTAV 1)
yvoon g €kBeong ot ppapolapndvn propel va fondnocetl otn AMyn KMVIKGOV amopicemV, T.Y.
vrepdocoloyia kot enetyovoa gyyeipnon (BA. mapaypdepovg 5.1 & 5.2).

Neopikn dvsAsttovpyia

e aoBeveig pe coPapn veppikn dvciertovpyia (kdbBapon kpeotvivig < 30 ml/min), To eminedo g
pipapo&aumdvng oto TAdoua uropei va avénbovv onuavtikd (1,6 eopéc katd uéco 6po), 0dNYMOVTG
o€ avénuévo kivouvo aoppayiog.

To Rivaroxaban Accord mpémnel va ypnoytonoleitor pe mpocoyn oe aobeveic pe kKabapon Kpeativivng
15 - 29 ml/min. H ypfion de cuvictdrol o€ acheveic pe kdbapon kpeoatvivng < 15 ml/min (PA.
mopaypdeovg 4.2 kot 5.2).

Y& aobeveig pe pétpro veppikn duciettovpyia (kdBapon kpeotvivig 30 - 49 ml/min) ot onoiot

Aappévouy TavTdypova GAAL POPUUKEVTIKA TPOIOVTO, Ta. OTTolo AVEAVOLV TN CLYKEVTPMGT] TNG
pipapolaumdvng oto TAdoua n prpapooumavn Ba mtpénet va ypnoiponoteital pe tpocoyr (PA.
Tapdypoo 4.5).

AMnAeTidpaomn ne GALD QOPUOKEVTIKG TPOTOVTO,

H ypnion tov Rivaroxaban Accord dev cuvictdton oe aoeveic 6TOVG 0MOiOVE GLUYYOPNYEiTOL
ovotnpatikn Bepomeio pe avtipvkntiocucég aloreg (0nmg KeTokovaloAn, 1tpakovaloin,
Bopucovaloin kor molaxovaloAn) | avootolreig Ttpwtedong tov HIV (m.y. prtovafipn). Avtéc ol
dpaoTiKEG ovoieg eivar ioyvpol avactoreic Tov CYP3A4 kan tng P-gp kot cuvendg prmopovv va
ALENGOLV TIC GVYKEVTPMGELS TG PBapoaumavng 6to TAAGHa 68 KAVIKE oyeTilopevo Padpo
(2,6 popég xatd PEGo 0po), To 0moio popel vo 0dnynoet oe avénuévo Kivovvo apoppayiog (BA.
mopaypaeo 4.5).

Amonteital Tpocoyn dv 6tovg 0s0eveic GUYYOPNYOOVTOL PUPLOKEVTIKA TPOTOVTO TOV eMnpedlovy TV
ALUOGTOOT), OTWG LN GTEPOELON| AVTIPAEYLLOVDOT POPLOKELTIKE TpoiovTa (MZAD),
AKETVAOGOMKVALKO 0ED (AZO) KOl OVOGTOAEIG TNG CUGCMPEVCNG ULUOTETAAIDV 1) EKAEKTIKOL



avaoToAElC emavampoOcANynG oepotovivng (SSRI) Kot avacTolelc EXavATPOGANYNG VOPETIVEPPIVIG-
oepotovivng (SNRI). INa aoBeveic mov datpéyovy Kivouvo EAKMTIKNG YOGTPEVTEPIKTG VOGOV, Uopel
va g€etaotel pa KaTtdAANAN TpoeuAakTiky Bepameio (PA. mapaypdpovg 4.5 kar 5.1).

Ot acBeveic mov Aappdvovv Bepameio pe ptBapoEapmavn Kot oVTIUOTETAAMOKOVG TOPAYOVTEG TPETEL
va Aappévouv tavtoypovn Bepaneio pe MEAD povo edv 10 QA0S VIEPIGYVEL TOV KIvOHVOL

apoppayiog.

AMAOL TTOPAYOVTEG OULLOPPOYLKOD KIVOVVOU
Onwg kot pe dAhovg avtiBpopfmtikovg mapdyovtes, n pipapoaumdvn de cuviotdton o acbeveig pe
avénpévo kivouvo aipoppayiog, OTmS:

e ovyyeveig N emikTnTEG CPOPPAYIKES daTOPUYES

e un eleyyxopevn cofopn apTNPLOKT VITEPTOOT)

e &AM yaoTpevTEPIKT VOGS Ympic evepyd eEEAkman, 1 omoia duvnTikd Uropel va 001y oEL o€
emmAoKEG apoppayiog ( T.Y. PAEYUOVOONG VOGOG TOV EVIEPOL, O1G0QUYITION, YOOTPITION Kot
YOGTPOOIGOPAYIKY] TAAVIPOULKT VOGOG).

® ayyewokn apeIPAncTpostdonadsia

® PpoyyeKtaocia 1 16TOPIKO TVELHOVIKNG OLLOPPAYIOG

[Ipénet va yopnyeiton pe mpocoyn o€ acbeveig pe OXZ kot og acBeveic pe TN/TTAN:

o niwiog > 75 etdv edv ovyyopnyeitor pe AXO uévo 1 pe AXO ovv KAOTOOYPEAN ) TIKAOTLOTVT).
H oyéon opéhovg-kvduvou g Bepamneiog o mpénet va a&toroyeitor eE0TOUIKEVIEVO G
TOKTIKN Bdon.

o pe yapunAotepo Papog copatog (< 60 kg) edv suyyopnyeitor pe AZO poévo 1 pe AXO cuv
KLOTOOYPEAN 1 TIKAOTLSIVY).

o AocBeveig pe XN kot 6oPapn CUUTTOUATIKY KOPOLOKT oveETapKeLD. AeSOUEVE KAVIKNG LEAETNG
delyvovv 61t TéTo101 0loBeveig pmopel vo weeAndodv Ayotepo amd T Oepaneio pe

pipapo&apmdvn (PA. mapdypapo 5.1).

AocBeveic ue kapkivo

O1 aoBeveic e kKakonOn voco propel tanutdypova va SloTpéYouy PEYOAVTEPO Kivduvo cupoppayiog Kot
Opoupwonc. To e&atopikevpuévo 6@erog TG avtidpouPotikng Oepameiog Tpémel va otabuiletar Evavtt
TOV KIVOUVOL aupoppayiog o aobeveic e evepyo kapkivo kat eEaptdton amod tn BEom Tov OyKov, TNV
avTVeOmAOCHATIKY] Bepameia Kot To 6TAd10 TG vOGoL. Ot dyKol ov gvtomilovtal GTO YOOTPEVTEPIKO
1 OTO OVLPOTOLOYEVVITIKO GUGTNUA £XOVV GUGYETIOTEL LE AVENUEVO KIVOLVO QLLOPPOYIioG KOTE Tn
duapkela g Oepamneiog pe pipapoaumdvn.

e aoBeveig pe KokonOn veomhdopota pe vymid Kivovvo arpoppayiag, n xprion g ppapoapumdvng
avtevoeikvotar (BA. mapdypaeo 4.3).

Aocbeveic ue mpoocbetikéc BarPidec

H pipapo&apmivn b o mtpénet va ypnotponolgitat yio Opopporpopvraén oe acbeveic mov Exovv
voPANOel Tpoceato ce dakabeTploky avtikotaotact aoptikng Parfidag (TAVR). H acedieia
K01 1] ATOTEAECUOTIKOTNTO TNG pLRopoSaumdvng oev £xouv pueretnBel oe acbeveic pe mpocobeTikég
Kapdtokée ParPidec. ¢ ek TOVTOV, deV VIAPYOLY dESOUEVE, TOV VoL vITooTnPilovy OTL M
pipapo&apumbvn TapEYXEL EMAUPKT AVTITNKTIKY 0pAcT) G€ aVTOV ToV TANBucud acbevav. H Bepameio pe
Rivaroxaban Accord dev GuUVIGTATOL Y10 TOVG GLYKEKPLUEVOLS 0GOEVELS.

Aocbeveic ne TponyodUeVo ayyeloko eyke@akd enelcdoto n/xon TIA

Acobeveic ue OX%

H piapo&aumavn 2,5 mg avievosikvotal yia ) Bepaneio tov OXX oe acbeveic pie mponyovpevo
ayyeloko eykepoliko enelcdolo 1 TIA (PA. mapdypogo 4.3). 'Exouv peietnfel Ayol acBeveig pe OXX
LE TPOTYOULEVO OIYYELOKO EYKEPAAIKO £MELG0010 1| TIA, ahAd To. TEPLOPIoUEVH DESOUEVAL
AmOTEAEGLLATIKOTNTOC OV lvar dtabBéota vTodeikvoouy 6t avTol ot acbeveic dev mpelovVTOL AT TN
Oepameia.




AdoBeveic ue XN n IIAN

Acbeveig pe EN/ITAN pe TPOMYOOLEVO OLUOPPOYIKO 1] KEVOXMPIMOES Oy YELONKO EYKEPAAIKO EMEIGOII0,
N IOYOUKO, U1 KEVOXWDPLDOESG OYYELOKO EYKEPUALKO ENEICOO10 EVTOG TOV TPOTYOVEVOL UNVOC OEV
peretOniay (deite mapdypago 4.3).

AocbBeveic petd and npdéceateg enepfdoelc enavayyeimong kéto dkpov Adym cupntopatikig AN pe
Tponyovuevo eykepaMkd enelc6d1o 1 TIA dev pedetnOnkav. H Bepancio pe piopoapmdvn 2,5 mg
6o mpémetl va amoeevyeTon og ekelvovg Tovg 0oBeveic mov AopfEvouy SITAY) OVTIOLOTETOMOKT)
Bepaneia.

AocBeveic ne avTIOGQEOATIONKO GUVOPOLO

Ta dueca dpavta amd Tov otopatog aviumnktikd (DOACs), copreptrapfovouévng g
pipapo&aumdvng dev cuvieTOVTOL 08 00BEVEIC e 16TOPIKO OpOuUPmong e S1yVOGUEVO

VTIPS POATIOIKO cuvopopo. [To cvykekpyéva oe acbeveig Tov elvar TpmAd Beticol (avTUTNKTIKO
TOV AVKOV, OVTIKAPIOAUTIVIKG OVTICAOUATO, KO OVTICOUATA £vavTt TG B2 -yAvkompmteivng 1), n
Oepaneio pe DOACs evdéyetar vo cvoyetiobel pe avénpévo kivouvo epedviong vtotpomialovimy
Opoupotikodv eneicodimv, oe cOyKplon pe Bepaneio Tov avtayovietdv g Prropivng K.

Paywoio/emokinpidioc avorsOnoio 1 mopokivinon

Orav ypnopomnoteitor vevpa&ovikn avaicOnoio (paylaio/emickinpidiog avoicdnoio) 1
poylaio/emiokAnpidlog mapoakEVTnon, ot acbeveic Tov Bepamedovtal e avTifpouPmTIKOVG TOPAYOVTEG
v TNV TPOANYN OpouPoerPorK®V ETTAOK®OVY S10TPEXOVY TOV KIVOUVO aviaTTuENG EMGKANPidlov 1
EVOOPPOYLOIOV OUOTMUATOS, TO OO0 UTOPEL VOL 00N YNOEL G HOKPOYPOVIA 1) poviun Tapdiven. O
Kivduvog autdv Tov cupPdviev prnopet va avéndet amd TNy HETEYXEPNTIKN PO ETOKANPIOIOV
KaOETAP®V N A0 TNV TAVTOYPOVT YPNOT PUPLOKEVTIKADV TPOIOVIMV TOV EXNPEALOVV TNV UOCGTACN.
O «ivévvog pmopel emiong vo avéndel omd Tpavuatikni 1 exavorapavouevn eTekANpidilo 1 payioio
nmapaxévinon. Or acBeveic mpénet va mapakolovBodvTol GuYVA Yo ONIELD KOl GUUTTOLOTO
VEVPOAOYIKNG SLGAELTOVPYING (7). atu®dio 1 aduvaio TOV TOSUDV, SVGAEITOVPYIO, TOV EVIEP®V 1| TNG
0VP0odOYOL KOOTEMG). Edv Tapatnpnbovv vevpoloyiKéc EMTTMOGELC, ATOLTEITOL ETElYOVGO SIAYVMOOT)
Kot Ogpamneio. [Ipv amd v vevpa&ovikn enepPatikn dtadkacio, o Yioatpog TpEmel vo. eEETAGEL TO
evoeyopevo 6pehog EvavTt Tov Kvduvov o€ acheveic vd avTITnKTIKY aymyn 1 o€ acbeveig Tov
TPOKELTOL VO, VTTOPANO0VY GE AVTITINKTIKY 0y@yn yio OpopuBorpopOAaén. Aev vdpyel KAVIKT gUTEpia
0€ TETOLES KATAGTACELS 6TN XpNon prlapoéaundvng 2,5 mg Kol OVIIOHOTETAALLKAOV Tapayoviwy. Ot
0VOOTOAEIS GLOCMPELGNG UUOTETAAIWV Bl TPETEL VAL SLUKOTTOVTOL OTIWG TPOTEIVETAL OO TIG
GUVTAYOYPUPIKEG TTATNPOPOPIES TOV TUPUCKEVAGTY.

Mo ™ peimon Thavod kvdbvou atpoppoyiog oxeTICOUEVNC LE TV TAVTOYPOVN ¥PNON TNG
pipapo&apmdvng kat vevpaovikng avarctnoiog (payloio/emoxkinpidiog avaicOneio) 1 payroiog
mapokEvinong, o mpénetl va AneOel vdyn 1o papuakokvnTikd Tpodil e piapoéaurdavne. H
tonmofétnon N N agaipeon gvog emicKANPidon KabeTNpo N N poylaic TAPUKEVTINGT dlevepyeital
KAADTEPO OTOAV 1) AVTITNKTIKN dpacn TG pipapoapmdvng ektydror 6Tt givat younin ( deite
Tapdypoo 5.2). Qotdc0, dev eival YvOoTOG 0 0KPIPNS YpOVOG Yo TNV EMITELEN UIOG ETAPKADG
YOUNANG AVTIINKTIKNG OpaonG o€ kKdOe acOev|.

A0GOAOYIKEC GUGTAGELS TPV KO UETA 0td eMeUPATIKES SLOOIKAGIES KO YELPOVPYIKT) TopEUBoon

Edv amoarteiton emepPartikn dwadtkacio 1 yeipovpyikn mapépfoon, to Rivaroxaban Accord 2,5mg
npénel va, dStaxomel TovAdylotov 12 dpeg mpv v TapépPacn, av etvar duvatdv, Kot pe Baon v
KAk kpiomn tov yirpov. Edv évac acbevig mpdkertar vo voPAn0el og eKAEKTIKN YEPOVPYIKT
enépuPaomn kot dgv etvar emBounti 1 AVTIKHOTETAALNKT dPAOT), Ol AVAGTOAEIC TG CLGCDPEVOTG
QULOTETAAIOV TPETEL VO, SIUKOTOVV OGS VITOSEIKVOETOL OO TIC TANPOPOPIEG CLVTAYOYPAPTONG TOV
TOPOY YO,

Edv n dwdikacia 6ev prmopel va kabuotepnost, 0 avEnpévog kivouvog atpoppayiog mpémet vo
a&loroynBet Evavtt Tov eneiyovtog g TapépPacnc.

To Rivaroxaban Accord npémnet va apyioet Eavd 10 GuvTopdTEPO duVaTOV UETE TNV ETEUPATIKN
Sldkacia 1) TN YEPOVPYIKT TOPEUPAOT, EPOGOV 1 KAIVIKT KOTAGTOGCT) TO EMTPENEL KO EYEL



dnuovpynOei emapkng apodctact 6mmg kabopiletar amd tov Oepdmovia yorpod (PA. mapdypapo 5.2).

Hluiopévog minBuopde
H avénpévn nlkia propet va avénoet tov kivovvo apoppayiog (PA. mapaypdeovs 5.1 kot 5.2).

Agppotoroyiés avtidpdoelg

Koazd m dibprela maparxorovdnong petd v kukiogopia tov apudikov, Exovv avapepel coPapég
OEPLOTIKEG AVTIOPAGELS GE GLGYETION WE TN XPNoT TG PPAPOSAUTAVIG, CLUTEPTAOUPOVOUEVOL TOV
ouVopopoL Stevens-Johnson/To&ikn EMOEPIKT VEKPOADGT] KO POPLOKEVTIKT] OVTIOPOIOT] UE
nocwoeiiia Kot cvotnuatikd cvuntdpato (DRESS) (deite mapaypapo 4.8). Ot acBeveic paiveTar va
glvat 6Tov VYNAOTEPO KIVOLVO Yo OVTEG TIG AVTIOPACEIS TPpMIUA LETE TV Evapén tng Bepoameiog: M
EUPAVIOT] TOV AVTIOPAGENDY TOPOLGLALETAL HEGA OTIG TPMOTEG ERdoUddEg Depameiag otnv TAEOYNEia
tov tepurtdcemv. H piapolapmdvn Bo tpémetl va StoKOTTETAL GTNV TPDTN ELEAVICT] EVOS GOPapov
depuaticon e&avOnpartog (m.y. enekteiveTat, givor Evtovo ka/n £xel LoAAd®OM avtidpaon) 1
Kdmolov GAAov onpeiov vrepevatsnciog oe cuvdvacud pe PAaPeg otovg PAevvoydvoug.

[TAnpopopiec oyetikd pe ta £kdoya
To Rivaroxaban Accord wepiéyet Aaktoln. Ot acbeveic pe omdvia KANpovoutkd TpofAnuota

dvoaveéiog otn YoAakToln, oMK avendpKeld AaKTAoNG 1 Susamoppoenon YAvKOINc-yaraktdling dev

TPENEL VO, TTAPOLV QLT TO PAPLLOKO.
Av10 T0 POPUOKEVTIKO TPOTOV TTEPLEYEL AtyOTEPO ad 1 mmol vatpiov (23 mg) avé diokio, dniadn
0VGLOOTIKA Elval «ehevnBepo vaTpiovy.

4.5 AlMiemopdosic pe Ghlo QUPUOKEVTIKA TPOIOVTA Ko GAheg pop@éc aiiniemiopacng

Avactoieig tov CYP3A4 xan tng P-gp

H ovyyopiynon g piapoapmivng pe ketokovaloin (400 mg epdna nuepnoing) 1 prrovafipn
(600 mg dvo popég TNV NuEPa) odnynoe o avénon Kotd 2,6 opéc/2,5 popég g uéong AUC g
pipapolapmdvng kot og avénon katd 1,7 eopéc/1,6 popéc e péong Cmax TG pLRapo&apmdvng, e
ONUOVTIKES LENCELG OTIG POPLOKOSVVAIKEG OPAGELS, TO 0010 UTOPEL VoL 00N YNOEL O€ AVENUEVO
Kivduvo aipoppayiog. Xvvemmg, 1 xpnon g prapolapmdavng dev cuviotdtol o€ acheveilg aTovg
01010VG GLYYOPMYEITAL GLGTNLOTIKY AYOYN UE OVTIWVKNTIOOIKES AlOAEC OTMG KETOKOVALOAN,
rpaxovaloin, Boptkovalodn kot molakovaloin 1 avactoieic tpotedong tov HIV. Avtéc ot
dpaoTikég ovoieg elvan woyvpol avactoreis toco Tov CYP3A4 660 xan g P-gp (BA. mopdypogo 4.4).

ApacTIKEC 0VGIEG TTOV AVAGTEALOLV 1GYVPA LOVO Uia 0o TIC 000VG ATOUAKPVVOTG TG
pipapolaumdvng, gite tov CYP3A4 gite g P-gp, avauéveral va avERGOvV TIG GUYKEVTPMOGELS TNG
pipapolaumdvng oto TAdoua o€ pikpotepo Paduod. H khapBpopvkivn (500 mg d0o eopéc v nuépa,),
Yo Topaderypa, 1 onoio Bempeital Evag woyvpog avactoréng Tov CYP3A4 kot péTplog avacToAENS
g P-gp, odMynoe o avénon katd 1,5 popd g péong AUC g pifaposapmdavng kot kotd 1,4 popd
™G Cmax. H aAAnAemidopaon pe v KhapBpopokivn oe Bewpeitan kKAvikd oyeti{opevn otoug
nepLocOTEPOVG 0obeveic alAd pmopel va givorl SuvnTiKd onuavTikh o€ acbeveic LYol Kivovvov.
(TMo acBeveic pe veppixn dveiertovpyia: PA. Tapdypao 4.4).

H epuBpopvkivn (500 mg tpeig popég v nuépa),  onoia avactérret petping o CYP 3A4 kot v
P-gp, odfynoe oe o avénon katd 1,3 eopéc g péong AUC kot Crax TG prpapo&apmdavng. H
aAAnAenidopacn pe TNV epubpopvkivn o Bempeital KAVIKE oyeTILOUEVN GTOVG TEPIGTOTEPOVG
acOeveic oAAG pmopel va gival SuvnTikd onuavtikn oe 0oBeveig LYNAOD KIVOUVOUL.

e dToua e e VEQPIKT dveAettovpyia, 1 epuBpopvkivn (500 mg tpelg popéc Ty NUEPA) 001YNCE
og pa avénon kotd 1,8 popég e néong AUC ¢ ppapo&aumavng kot Katd 1,6 eopéc g Cmax 0€
GUYKPION UE GTOLO LLE PLUGLOAOYIKT VEQPIKN AEITOVPYIQ. € ATOUO e LETPLO VEPPIKT] SUCAELITOVPYIO,
N epvBpopvkivn 0dMynoe oe pa avénon katd 2,0 popéc g uéong AUC ¢ piBapo&aumdavng kot
Katd 1,6 popéc TN Cimax O GUYKPION LE ATOLA LE PUGIOAOYIKT VEPPIKN Asttovpyia. H emidpaon g
gpvBpopvkivng eivor aBpoiotikn og ekeivn TG veepikng dusiertovpyiag (BA. Tapdypao 4.4).

H ¢lovkovaloin (400 mg spdmaé nuepnoing), n onoio Bewpeitatl Evag LETPLOC AVAGTOAENS TOV
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CYP3A4, odfynoe o€ pia avénon katd 1,4 popéc g péong AUC e pifopo&apmdvng Kot oe pia
avénon katd 1,3 eopéc g péong Cmax. H odAnAemiopaon pe v provkovaloin o Bempeitor Khivikd
oyeti{OpeVN 6TOVG TEPIoTOTEPOVG aicheveic 0AAG pmopel va, givatl SLVNTIKE GNUAVTIKT o€ 0o0EVELg
vynAov kvdvvov. (Mo acbeveic e veppikn dvciettovpyia: deite mapdypapo 4.4)

AedopEVOV TV TEPLOPICUEVOV OLUBEGILOV KAVIKOV GTOLXEI®MV UE TN OpovedapdV,0 GLVOVAGUAOG LLE
™ papo&apmndvn Oa TPENEL VoL ATOPEVLYETAL.

Avumnkrikd

Metd amod T cuvovacuévn xopnynon g evoéamapivng (40 mg drag 66om) pe ) ppaposopmdavn

(10 mg anag doom) mapatnpnOnkKe pio 0BpoloTiky dpacT ot SpacTIKOTNTA £VAVTL TOL Tapdyovto Xa
yopic emmpodcheteg emdpdoeis otig dokipaciec mEng (PT, aPTT). H evo&anapivn dev ennpéaoce Tig
QOPUOKOKIVITIKES 1O10TNTES TNG pLiapolapmdavnc.

AOY® T0V AVENUEVOL KIVODVOL aiploppayiog, amolteital Tpocoyr v 6tovg acheveic cuyyopnyovvtal
omoladNmote AN ovTInKTIKG, (PA. Topaypdeovg 4.3 & 4.4).

MXA®/avacTorelc GLEGMOPEVONG AUOTETAM MOV

Agv mopatnpnonke kKhvikd oyeti{opevn mapdTooT Tov ¥povov pong UETE amd T cuyyopNyNnon
papo&aumdvng (15 mg) xat 500 mg vanpo&évne. Evtovtolg, evéyetal va vdpyovv dtopa pe
TEPICCOTEPO EKGECT|LAGUEVT] POPLOKOOVVOLIKT] OVTATOKPLOT).

Agv TopatnpionKoy KMVIKE GNUOVTIKES QUPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES OAANAETIOPAGELG
otav 1 pipapo&apmavn cuyxopnyndnke pe 500 mg akeTVAOGAAIKVAIKOD 0EE0G.

H khomdoypéin (300 mg 6601 €630V cuvodevOUEVT amtd 75 mg 0661 cuvTPNoNG) dev €de1te
QOPUAKOKIVITIKT 0AANAETIOpaon pe T pipapoaundvn (15 mg), aAld mopotnpionKe (o oyXeTIKn
avénom 6To ¥povo pong o€ pio vToopdada achevav, | onoio dev cuoyeToTOY pE TO Paduod

GLGOMPEVONG OLUOTTETAAIOVY, Ta, emineda P-celektivng 1 Ta emineda tmv vrodoycwv g GPIIb/II]a.

Amauteiton mpocoyn €dv 6Tovg acbeveig ouyyopnyodvior MEAD (cvpmepriiopfovouévon Tov
AKETVAOGOAKVAIKOD 0EE0G) KOl AVOGTOAEIG CLGCMOPEVCTG ALULOTETUAMMY, S1OTL CVTA TO POPUUKEVTIKE,
TPOTOVTA TUTTIKA avEAVOLY Tov Kivovvo apoppayiog (BA. Tapdypago 4.4).

SSRI/SNRI

Onwc kou pe dAla ovTimnktikd, propei va vdpyet n mbovotnta ot acheveic va dtatpéyovv avénuévo
Kkivduvo aipoppayiog o€ mepintmon cvyyopnynone e SSRI M SNRI Adym g avapepOeicag
EMIOPACTG TOVG GTO AUOTTETAAL. OTOV YPNOUOTOONKOY TOVTOYPOVE GTO KAVIKO TPOYPOLLU TNG
pipapo&aumdvng, apBunTiKd vyMAoTEPO T0c0GTA GOPapng N Un cofapng KAVIKAE aE0A0YNGUNG
aipoppayiog mapatnpnOniay og OAeg TIG opadeg Bepaneiog.

Bapoeapivn

H petéfoaon tov aclevov and tov avtayoviet) g Prrapivne K Bapeapiviy (INR 2,0 émg 3,0) ot
pipapo&apmdvn (20 mg) | and ™ pipapoaumdvn (20 mg) oe Bapeapivn (INR 2,0 £wc 3,0) avénoe to
yxpévo mpobpoupivng/INR (Neoplastin) nepiocdtepo amd abpoiotikd (umopel va mapatnpndody
pepovopéves Tipég INR émg ko 12), evd ot emdpdoeic 6to aPTT, otnv avacstodn g dpacTnploTnTog
TOV TopAyovta Xa Kot 6To vOoyevES duvapukd Bpopfivng ftav abpototikés.

Edv givar emBopuntog o €Leyyoc TV QapUOKOSVVOIIK®OV ETOPAGEDY TG PPapoSaumTdvng Katd T
SLapKel TNG LETAPATIKNG TEPLOSOV, UTOPOLV VO, XPNGLLOTOIN OOV 01 doKIacieg dpacTNPLOTNTOS
avti-topdyovto Xa, PiCT ko Heptest, kaOad¢ avtég o1 dokipacieg dev ennpedotnray amnd
Bappapivn. Katd tnv tétaptn nuépa petd tnv tedevtaio 660m g Pappapivig, OAES Ol SOKLUAGIES
(ovumeprrapPavopévov tov PT, aPTT, avactoing g dpactnptotntog Tov mapdyovta Xa kot ETP)
AVTITPOSMOTELAY LOVO TNV eTidpacT TG piapoapundvng.

Edv givar emBopuntog o ELeyyoc TV QupUOKOSVVOUIKOV ETOPAGEDY TNG Bappapivng KaTd T
dugpketa g petaPatikng meptodov, N pétpnon INR pmopei va ypnopomomBei 610 Cirough TG
piRapolaumdvng (24 dpeg Letd TNV TPONYoOUEVT AW TS pLapolaumdvig) Kabmg avth n
dokipaocia ernpedletar ehdyioto and ™ papolapundvn e ovTd TO YPOVIKO oTEio.

Agv TopatnpnOnike QappoKoKvnTIK) aAANAenidpacn peta&d e Papeapivng kot tng
pipapo&apmdvng.
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Enaywoyeic tov CYP3A4

H ovyyopiynon g piapoapmivng pe tov ioyxvpd enaymyéa 1ov CYP3A4 prpaumikivy odfynoe o€
Kkatd tpocéyyion 50% ueimon ot péon AUC g pifopo&apumdvng, Le TopAAANAES LEIDCELS 0TI
QOPUAKOOLVOUIKEG TOVL dpdoelc. H tavtdypovn xpnon g pifapoéapmdvng e dAlovg 16xvpoihe
enaywyeig tov CYP3A4 (.. pawvvtoivn, kapPapalenivn, atvoPapPirdin v vrepud (St. John’s
Wort, Hypericum perforatum)) pmopel exiong va od1yNoel 6€ UEIWUEVES GUYKEVIPDGELS TNG
pipapo&aumdvng oto TAGGHN. ZVVETMDC, 1) TAVTOYPOVT YOPTYNOoN UE 1oyvpovs enaywyeig tov CYP3A4
TPENEL VO, ATOPEVYETOL EKTOC €4V 0 0.60evi¢ TapakorovBeitol otevd Yo onpeio Kot GUUTTOUATA
Opoupwong.

Alleg cuyyopnyovueveg Bepameieg
Agv mopatnpndnkoy KMVIKd SUOVTIKES QUPLOKOKIVITIKEG 1] POPUAKOSVVOUIKES CAANAETIOPAGELS
otav 1 papolaundvn cuyyopnynonike pe pdalordun (vrdéstpopo tov CYP3A4), dryoéivn

(vmdéotpopa e P-gp), atopPactativiy (vrdooTpopa tov CYP3A4 xon g P-gp) 1 openpaloin
(avaotoréng g aviAlag mpotoviov). H piBapolaundvn ovte avactédiel 00Te ndlyel omolecoNTOTE
KOpieg woopopeés Tov CYP 6mmg to CYP3A4.

Agv éxel mapotnpn el KAVIKG onpoavtikn cAAnienidpacn pe v tpoen (BA. Tapdypago 4.2).

Epyoocmplaxég mopduerpot
O mapdpetpor méng (m.y. PT, aPTT, HepTest) ennpedlovtar 6nmg givol avapevouevo amd tov Tpomo

dpdiong g papoéapmdvng (PA. mapdypaeo 5.1).

4.6 Tovipétnra, kOnon km yorovyio

Eyxvpootvn

H aocpddera kor 1 amotelecpaticotnTa e proposaumdvng dev £xovv tekunplwbel otig £yKveg
yovaikeg. Meléteg oe (Do katédei&av avamopaymykn toéikdmra (PAérne mapdypapo 5.3). Adym g
EVOEYOUEVNC TOEIKOTNTAG GTNV AVOTOPAYMYIKY IKOVOTNTA, TOV EVOOYEVODE KIVODVOL GLILOPPOYIOG Kot
g amddeEng OTL 1 pIapoSapmdvn SLEPYETOL TOV TAOKOVVTA, 1 PPOPOEAUTAVT] OVTEVOETKVUTOL KOTA
T d1dprela g eykvpocvvng (PA. Tapdypao 4.3).

IMvaikeg og avamopay®yk NAKio TPETEL VO, ATOPEVYOLV VO, LEIVOLY EYKVEC KATA T SLAPKELL TNG
Oepaneiog pe prpapo&apmdvn.

Oniooudg

H aoopdleta kot 1 amotelecpatikdtnTa TG pLoposaumdvng dev £xovv tekunpuwbei og yovaikeg mov
Onialovv. Ta otoyeio and {ma deiyvouv 611 1 pLPapooumavn ameKKPiveToL 6To UNTPIKO YAAC.
Yuvenmg 1 piopoéaumdvn avtevosikvotol Katd ) dudpkela Tov Onhacpod (BA. mapdypago 4.3).
[Ipénel va amopaociotel edv Ba dokonel 0 OnAacuog i Ba dwukonel/ B amopevydei n Bepaneia.

Tovwwotnta

Agv &yovv dievepynOei edicég peréteg pe m ppapolapndvn otovg avlpdmovg yio TNV agloAdynon
TOV EXOPAGEDV OTN YOVILOTNTO. X€ U0, LEAETN Y10 TN YOVILOTNTO appévmV Kal InAémv o€
apovpaiovg, dgv mopatnpnonkay exdpdacelg (BA. mapdypapo 5.3).

4.7 Emopacels 6Ty IKAvOTNTO 0011Y1|61G KO JELPLGHOV U UVIIULATOV
H pipopo&apmivn €xet pikpn enidpact oty KavOTNTO 001 yNCNG KoL XEPICUOV pnyavnuatov. Exovv
avaeepOel avemBOUNTEG EVEPYEIEG OTMOC GLYKOMN (GLYVOTNTA: OXL GLYVN) Kot oA (cuyvoTnTO:

ouyvn) (PA. Tapdypago 4.8). Ot acbeveig Tov Tapovcidlovy avTéC TIg avemBOUNTEG EVEPYEIEG OEV
TPEMEL vaL 001 youV 1 va xelpilovtat pyoviLota.
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4.8 AvemOuunTeg evépyereg

[IepiAnymn Tov TPOQEIA AGQAAEINC

H aocodiea g prpapolaundavne a&odoyndnke oe dekatpels Pacikéc peréteg eaong I (BA.
ITivaxa 1).

Yuvolikd, 69.608 eviihkeg acBeveic oe dekagvvéa peréteg eaong I kot 488 madatpicol acbeveig o
dvo peréreg eaong 11 ko dvo perétec pdong I extédnkav ot ppapoloumdvn.

Mivaxoeg 1: ApOpdég a60evav mov peretOnkay, cuvoiiki nuepnNola 6061 Kol pEYLETI| OLEPKELL
Oepamneiog otig peréteg @aong I og evijhikeg Kol TadLaTPLKOVS 060eveic

"Evoaign ApOpég Yovolki] nuepiowr | Méyiotn owdpkera
acOevav* | d6on Ogpamnciog
[Ipdinym g eAefikng Opopuposuforng | 6.097 10 mg 39 nuépeg
(®OE) ot gvnAikovg acbeveig mov
VROPAALOVTOL GE EKAEKTIKN XELPOVPYIKY|
EMEUPOOT AVTIKATAGTAGTG 1oYiov N
YOvVaTOg
[Ipdinym ¢ POE g maboroyikohe 3.997 10 mg 39 nuépeg
aocBeveig
Oepamneio ™G ev T Pader rePikng 6.790 Hpépa 1 -21: 30 mg | 21 pnveg
epéuﬁ@cng (EB@@)’, TVEVLLOVIKT) Hpépa 22 kon e&fic:
enpodn (I1E) kar mpdAnym mg 20 mg
VTOTPOTNS Mertd amo
TOVAGYIGTOV 6 PUNVEG:
10 mg 1 20 mg
O¢epamneio tng POE kot TpoAnym g 329 Adon 12 pveg
vrotponng ¢ POE og teleidunva TPOGUPUOGLLEVT G
veoyva kot ondid nAkiog kdto tov 18 TPOG TO GCOUATIKO
ETOV PETA TNV €VopEn TUTIKNG Bapog yuo v
avTINKTIKNG Oepomeiog emiTevEn TAPOLOLOG
€kBeonc pe ekeivn
OV TTOPTIPEITOL
GTOVG EVIIAKES IOV
Aappdévovv Bepameia
v EBOO pe 20 mg
ptpopoapmivng
amoé nuepnoing
[IpdAnym tov ayyelaKol eYKEPUAIKOD 7.750 20 mg 41 pnveg
EMEIG0O10V KOl TNG GVOTNUIKNG EUPOANG
o€ aobeveig pe un PaAPioikn KoATIK)
HOpHAPLYT
[Ipéinyn twv abnpobpopfoticdv 10.225 5mgn 10 mg 31 punveg
enelcodimv o acbeveic petd and OXZ Guyyopnyovueva gite
pe AZO gite pe AXO
GLV KAOTIOOYPEAN 1
TiKA oIV
[IpoAnyn v abnpobpoppotikdy 18.244 5 mg 47 unveg
GUYYOPTYOVLEVA. [LE
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enelcodimv o€ acbeveig e N /ITAN AX0 1 10 mg povo

3.256%* 5 mg 42 unveg

GUYYOPTYOOLEVA. [LE
AX0

* AcBeveig mov extéOnkav TovAdyiotov oe pia 06om papoapmdvng
ok Amd ™ perétn VOYAGER PAD

O o ovyvd avaeepopeves avemBounteg evépyetes o€ acbeveig mov Ehafav pipapolapumbvn nTov
apoppayieg (Iivaxog 2) (BA. eniong mapdypapo 4.4. ko «Ileprypaer| entheyuévov avembounTomv
gvepyeldv» Topakdto). Or o cuyva avapepopeves apoppayies frav eniotaln (4,5%) ko
apoppayio amd To YooTpevieptkd cvotnua (3,8%).

Iivaokoeg 2. [10600Td a1poppayIK®OV* ETELG00IMV KoL avorpiog o€ ao0eveic mov ekTéOnkay ot
pipaposapmavn og 0Aeg TIG 0AoKANPOUEVES peréTes @dong I o€ evijlikes Kol TOOLOTPLKOVG
ao0eveig

"Evoaign Onowwdnmote Avarpio
owoppayio
Ipoinyn g POE ce evnhikovg acbeveig | 6,8% tov acbevov 5,9% tov acbevav

oL VIOPAALOVTOL OE EKAEKTIKT| YELPOVPYIKT|
EMEUPOOT) AVTIKOTAGTAGNG 1oYI0V 1 YOVOTOG

[péinyn g POE cg maboroyucoig 12,6% tov acBevav 2,1% tov acBevav
acleveig

Oepamnceio g EBDO, I1E kot tpdAnym e | 23% tev aclevav 1,6% tov acbevav
VIOTPOTNG

O¢epameio Tng POE kot TpoAnym ¢ 39,5% tov acbevav 4,6% 10V acbevav

vrotporng ¢ DOE ce tedetdpumva veoyva
Kot Tondld nAkiog Kato tov 18 etdv petd
NV €vapén TUTIKNG OVTUTNKTIKNG Bepameiog

EMEIGOOI0V KO TNG GUOTNUIKNG EUPOANG o€
acBeveic pe un PaAfidikn KoATIKN

HOpHOPLYT

[TpoAnyn ToL ayyelKod £YKEPAALKOD 28 avd 100 ¢t acBevov | 2,5 ava 100 £t acBevov

enelcodimv o acbeveic petd and OXE

[pdinym tev adnpobpoupotikdy 22 avé 100 ¢t acBevov | 1,4 ava 100 £t acBevov

[Ipéinyn twv abnpobpopfoticdv 6,7 avd 100 &t 0,15 ava 100 €
enelcodimv o acbeveig e N /ITAN acOevav acOevav**
8,38 ava 100 ¢t 0,74 avé 100 ¢
acOevov” acOevav*** #
* T 6Aeg Tig peléteg pe ) ppaposoumdvn, OAC T GLUOPPAYIKA ETEICOOIN, GLAAEYOVTOAL,
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aVaQEPOVTOL KOl KATAKVPDOVOVTAL.

k- Yn pedétm COMPASS, vrdpyet yopnAn enintoon avoipiog Koddg EQaprocTnKe pa
EMAEKTIKY] TPOGEYYIOT GTI GUAAOYT AVETIBOUNTOV GUUPAVTOV

*E%  EQoppOoTNKE Pol ETIAEKTIKN TPOGEYYIOT] GTI GLALOYN avemBVUNTOV GUUPAVTOV

# And ™ perétn VOYAGER PAD

Kotaroyoc tov avemBountwv eVEPYEIDV GE TIVOKQ,

O1 cUYVOTNTEG TV OVETIBVUNTOV EVEPYEIDV TTOV ovapEPONKAY LE TN PLBOPOEQUTAVT) GE EVIHALKEG KO
madlaTpikovg acbeveic cuvoyilovtat otov [livaka 3 mopoKaT® ava KaTnyopio opyavikon
ovoTHTOG (COUPOVA Le T Bdon dedouévov MedDRA) kot avé cuyvotnta.

Ot cvyvotteg opilovtat oc:

oA cuyvég (= 1/10)

ovyvéc (= 1/100 éwg < 1/10)

oy ouyvég (= 1/1.000 émg < 1/100)

onavieg (> 1/10.000 éwc < 1/1.000)

oAb omavieg (< 1/10.000)

un yvooTtég (dev pmopolv va ektiunfovv pe faomn ta Stabécio dedopéva)

Iivaxkag 3: 'Okeg o1 avemOOuUNTEG EVEPYELES TTOV AVEPEPOVTUL GE EVIIAIKES 0.60EVEIG 08 KMVIKEG
perétes eaong I q péom ypriong petd TNV KuKLo@opia ToL PUPUAKOV* KOl 6€ VO periTeg
@aong II kon 6vo @aong 111 og TadLaTPIKOVS 0.60EVEIS

Yuyvég Oy ovyvée Yravieg oA Xmdavieg Mn yvooTtég

AWTopoyES TOV GLHOTOLTIKOV KOl TOV AERPLKOV CVGTHNOTOS

Avopio Opopporvtrdpwon

(ovumeprapPov | (cvumeptiapupavous

0 VOL TOL AVENUEVOL

LEVOV TV aptBpon

avtioTor®V aponeTariov)®

gpyootnpokay | OpouPomevia

TOAPAUETPOV)

AlTapayéS TOL EVOGOTON|TIKOD GUGTILATOG
Alhepycn AVOQULOKTIKES
avtidpaon, avTIdpdoel;
OAAEPYIKN coumepthappavop
deppotitioa, £vov
Ayyelooidnuo Kot OVOPUAOKTIKOD
oAAepyKo oidonua GOK

AlTapay£s TOL VELPIKOV GUGTIIOTOS

74N, Eykepaiikn kot

KEQOAQAYi0L EVOOKPUVIOKN
opoppayia,
GLYKOTN

Opdaipikég dwatapayés

OpBaipixn

opopparyio

(cvumeptiapfoy

OpEVNG TNG

apoppayiog Tov

EMMEPLKOTA)

Kaopowkéc owatapayés
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Tayvxapdio

Ayyewokég droatapayég

Yrotaon,
opLdTOpo

AWTopoy£S TOV GVUTVEVGTIKOD GUGTHHATOS, TOV 0DpUKa

K01 TOV nEcofwpdak

100

Enictaén,
apdmTUoT

Hoowopuukn
mvevpovio

Awtapayéc Tou Y

UOTPEVTEPLKOV

Ovloppayia,
alpoppoayio g
YOG TPEVTEPIKTG
0600
(ovumephappoy
OHEVNG TNG
aloppayiog Tov
opBov),

YOO TPEVTEPIKO
Kot KOTAL0KO
yog,
dvomeyia,
vowTia,
dvokotdTnTo?,
dwppota,
guetoct

Enpootopia

Awotapayés Tov

7TOTOS KUL TOV YOI Q

Op@V

AvEnon otig
TPUVGAUIVAGES

Hrotum
duoiettovpyio,
Avénon mg
yorepvOpivng,
Avénon mg
OAKOAIKNG
QPOCGEATACTNG TOV
aipotoct

Avénon g GGTA

Tkrepoc,
Avénuévn
ovlevypévn
yorepvOpivn (ue
N x®pig GLVOSHO
av&non g
ALT),
Xolootaon,
Hrortitda
(ovumep.
NTOTOKLTTOPIKNG
prapng)

AwTapay£s Tov dEPRATOS KUL TOV VITOOOPLOV 16TOV

Kvnopdg
(ovumepthappov
o-HEVeV Oyt
oLUYVAV
TEPUTTAOCEDV
YEVIKELUEVOL
KVNGLov),
e€avonua,
eKYOH®OoN,
OEPLLATIKT KO
VTOdOPINL

opopparyio

Kvidmon

YHvdpopo
Stevens-Johnson /
To&w
Emdepuikn
Nekpoivon,
YHvdpopo
DRESS

AWTOpaYES TOV HVOGKELETIKOD GUGTI|HOTOS KU1 TOU GUVOETIKOD 16TOV

AAyog otol
dxpo

ApapBpwon

Mvikn
aoppayio

2Hvdpopo

OlapepiopaTog
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0tOTOKO

opoppayiog
AWTOPOYES TOV VEQPAOV KOL TOV 0VPOPOPOV 00®V
Ayoppayia g Neppwn
OVLPOYEVVNTIKNG avemapKelo/
0600 oeio veppikn
(ovumeprappov OVETAPKELDL
OMEVNC NG omdTOKOG
alpatovpiog Kot apoppayiog
unvoppayiac?), KovIG va
VEQPIKNY TPOKOAECEL
duciettovpyia petmpévn
(ovumephappov alpdToon,
OLEVG TNG NeppomdOeila
ovEnpévng oyenllopevn e
KpeaTvivg OVTUTNKTIKA
aiparog,
ovEnpévng

ovplag aipoToc)

I'evikég owatapa;

£¢ KOl KOTUOTAGELS TNG 0000 YOPNYNONG

[Topetdc?,
TEPLOEPIKO
oidnua,
HELOUEVT) YEVIKT
duvaun Kot
gvépyeln
(ovumepapPov
OREVNS TG
KOT®WONG,
e€acbévionq)

AloOnpuo
adafeciog

(ovumeprapfovous

VNG Kakovyiag)

Evtomopévo
oidnuo®

Hoapoxivikég e€eTdoglg

Avénuévn LDHA,

avénuévn Mmaon?,

ovEnpévn
apvidon®

Kok®ogig, onintnplacels Ko EmaAokég 0EpamenTIKOV YEIPLGUAV

Awoppayia
HeTd TV
eméuPoon
(ovumephappov
OHEVNG TNG
LLETEYXEPNTIKTG
avopiog kKot
opoppayiog amd
TPOO L),
UDOAOTOG
€KKp1om amod
Tpodua’

Avyyelokd
YELdoaVEDPUGHLA
r

A: mapatnpndnke oty TpoAnyn g OOE ce acbeveic mov vroPdAlovtol og EKAEKTIKN YEPOVPYIKT|
EMEUPOOT AVTIKOTAGTAONG YOVATOG 1 10Y10V
B: mapampndnke ot Oeponeia yro tpy EBOO won ITE kot oty wpdAinyn g vmotpomig oG ol
oVYVN o€ yuvaikes nAkiog < 55 etdv
I': mapanpnOnke g 6y suyvn otV TPOANYN TV afnpobpouPontikdv enclcodimv oe acbeveic LeTd

amo O&0 Ztepaviaio Xovopopo (Hetd amd dtodepikn ote@aviaio TERPaon)

*

Epopurootnke pio mpokabopiopévn ETAEKTIKN TPOGEYYIOT GTI GLAAOYN AVETOOUNTOV
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ocuuPaviov og emdeyuéveg pehéteg edong Il H enintoon tov avembountmv evepyeidv dev
avENONKe Kot dev avayvopiotnke kapio véa avemBountn evépyeta Tov papudikov petd v avéivon
AVTOV TOV UEAETAOV.

TIeprypaon smdeyuévayv avemBounTwmv VEPYEIDV

Abdy® T0L POPUAKOLOYIKOD TPOTOL dpdcnc, 1 xpron TS paposaumdvng uropel vo GUGYETIOTEL [e
avénpévo kivduvo AovBdavovoag 1 EkOMAng apoppayiog ord 0TolovOnmoTE 16TO 1| OPYOvVo, 1| OTToia
umopei va Tpokoadécet pebopoppaytkn avapio. To onueio, copmtopata kol n cofapodtnTa (Tov
ocvpmepthappavel Bavatneopa ékPacn) mokidlovv avdioya pe v eotia, To Pabuo N v ékTacn g
awpoppayiog /xat avorpiog (BA. mapdypapo 4.9 Avtipetdmion g apoppayiog’). Xe kKAvikég
UeAETEG aupoppayio TV PAevvoyovey (dniadn enictaén, omd To 00AN, TO YOGTPEVIEPIKO, TO OVPO
YEVVNTIKO GUUTEPIAAUPOVOUEVNG LN PLGIOAOYIKTG KOATIKNG aupopparyiog 1 avENHEVNS ELumvou
poong) kat avoipio £xovv mapotnpndel To cuyva KoTd TN ddpKeln pakpoypoviag Bepaneiog pe
pipapolaumdvn oe ovykpion ue Bepaneia Aviayovietov Brtapiving K (ABK). Zuvendg, emmpocheta
OTNV EMOPKTN KAWVIKT TAPOTHPNON, N EPYACTNPLOKT EEETAGT TNG atpos@atpivng / aupatokpitn Oa
puropovoe va €xet atla yo v aviyvevon AavBdvovcas aipoppayiog Kot TV TOGOTIKOTOINGT TG
KAWVIKNG onuaciog Tng EkdNANgG aipoppayiag, 0Tmg Kpivetal katdAAnio. O Kivouvog aipoppayiov
umopei va glvar ovénuévog 6€ 0pIGUEVEG OUAOEG acBeVMY, .Y, O EKEIVOVG TOVG 0IGOEVELG e un
eleyyopevn cofapn apTnpLoKn VIEPTOCT] 1)/KOL GLYYOPTYOVLEVT] QOPUOKEVTIKY Oy@YT| 1] OToid
emnpedlel v apdotoon (PA. mopdypagpo 4.4 ‘Kivdvvog arpoppayiag’). H épunvoc pbon pmopel va
avéndel koM va topatadei. Ot apoppaykég ETUTAOKES UTOPEL VO ELPAVIGTOVY MG OOV,
oypodtra, (AN, kepaiadyia 1| aveERynto oidnua, SHGTVOLL Kol aveENYNTO COK. L€ OPIGUEVES
TEPMTMOGELG, G CLUVETELD TNG avorpiog, £xovv TapatnpnBel cuurTOUATO KOPIIOKNAG 1oY0ioG, OIS
Ompokikog movog 1 otnBayym. ' ™ prpapolaumavn Exovv avapepbel emmhokéc o1 omoieg ivat
YVOGTO 0TL UToPoHV va, GVUPBoLY puetd arnd cofapn aoppayic, OTOC GLVOPOUO JUUEPIGLOTOC KoL
VEQPIKT] OVETAPKELD AOY® LITOAPSEVONG 1 VEPPOTADELD GYETILOUEVT LUE VTITINKTIKA. ZVVETDC, KOTA
v a&loAdYNoT TNG KUTAGTUGTG 001000 ToTE 0loBevong vd avTianKkTiky Oeparneio, Tpénel va
e€etdleTon To EVOEXOUEVO QLLOPPAYING.

Avoopd THavoLoYOLUEVOV OVETBOUNTWOV EVEPYEIDV

H avagpopd mifavoroyoduevmy avemtfountov evepyeidv PETH amd TN yopnynon adelog KukAopopiag
TOV PUPHOKELTIKOD TPOIOVTOC glvan onuavtikn. Emrpénet tn cuveyn mopakolovdnon g oyéong
0PEALOVE-KIVODVOL TOV POPUOKEVTIKOD TPOTOVTOG. ZNTeital amd TOLg EXAYYEAUATIEG TOV TOUEN TNG
VYELOVOLIKNG TTEPIDOAYTC VO AVAPEPOVY OTTOIEGONTOTE TOUVOAOYOVUEVES OVETIOVUNTEG EVEPYELES
UEG® TOV €6VIKOD GLOTHUATOG AVAPOPAS TTOV avaypdpetal 6To [apdptua V.

4.9 Ynepoooolroyia

Eravieg TepUTMoEl; vtepdocoroyiog £mg kKot 1.960 mg £yovv avapephel. e mepintmon
VIEPOOGOAOYING, 0 0oBeVTg Oa TPEMEL v TP OKOAOVOEITOL TPOGEKTIKA Y10t AUOPPUYIKES EMUTAOKEG 1)
GAdec avemBounteg evépyeteg (PA. mopaypa@o «AVTIUETOTION TG GLLOPPOYinGy). AdY®
TEPLOPICUEVTG ATOPPOPTONG, AVOUEVETAL EVO POIVOLEVO 0POPTG WPIC TEPUITEP® aOENGT TNG LEGNG
éxBeong 010 MAAopo og vepBepanevTikég 000elg TV S0 mg plapolapndvng 1 avAOTEPES.

Yrdpyetl Sabécipuog e1d1kdS mapdyovtag avactpodng (andexanet alfa) mov avraywviletot
Qapuakodvvaulkn dpacn g pipapolaumdvng (avatpééte oty Iepiinyn Xopaktnpiotikmy
IIpoidvtog Tov andexanet alfa).

Mmnopei va e&gtaotel 1 gprion evepyol dvBpaka yio T Hel®won TG amoppdPNoNG G TEPINTO®ON
VIEPOOGOAOYIOG TNG PLRaPOEAUTAVIG.

Avtyletomion tng ouoppayiog

Y€ MEPIMTOON ELPAVIONS OUOPPAYIKNG EMTAOKNG o€ 0oBevi) Tov maipvel piapolapmdvn, 1 endpevn
yoprynon g paposoundvng tpénet vo Kabvotepnoet 1 1 Bepaneio Tpémel va dtakomel, g appolet.
H piBapo&apmivn éxer nulmn mepimov S éoc 13 wpav (BA. Topdypapo 5.2). H avtipetdmion npénet
va eE0TOKEVETOL GUUP®VA [LE TN coPapodTnTa Kat T BEon ¢ apoppayiag. KatdAinin
ovumtopatiky Oepaneio Bo pmopovoe va ypnopomonel avdioya L TIG avAayKeS, OT®S LIYOVIKNI
ovumieon (.y. ywo coPapn emictaln), XEPOVPYIKN OUOGTUCT LE dLOdIKAGIES EAEYYOL TNG
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ALLOPPAYIOG, OVOTANPOOT VYP®Y Kol OUOdVVOUIKT DTOGTNPLET, ToPAY®YO ailaTog
(ovumemukvopéva epuBpd apocEaipla 1| PPECKO KOTEYLYUEVO TAAGUA, aVAAOYM LE T OYXETWLOUEVN
avapio 1 dotapayn THENC) 1 AUoTETAALO.

e mepintwon mov pio apoppayio dev umopel va eleyybel pe ta ovotépm PETPa, TPETEL VO, EEETOOTEL
glte n yopnynon &vog kol mapdyovia avactpodng (andexanet alfa) avactoréa tov mopdyovta Xa,
oV avtayoviCeTot T eappoKoduvapkn opdon g papoSapmavng, 1 vog E101KOV TPOTNKTIKOV
TAPAYOVTA, OTMS TO CLUTVKVOUE, GLUTAOKOV TpoBpoppivng (PCC), cupmdkvopo EVEPYOTOINUEVOD
oupmiokov tpobpouPivine (APCC) i avacvvdvacuévov tapdyovto Vlla (r-FVIla). Evtovtol,
VILAPYEL LEYPL CNLEPA TTOAD TEPLOPICUEVT] KAVIKT gUmelpia amd TN (PO QVTOV TOV QUPUAKEVTIKMV
TPOioVTOV og dtopua o maipvouv pipapoaundvn. H cvotaon Baciletor emiong oe meplopiopuéva
pun-kAwvikd dedopéva. Ipémetl va eetaotel 1 enavadocoidynon Tov avacLVOVAGUEVOL

nmapdyovta VIla kot va tithomomBel avdioya pe ) Peltioon g apoppayiog.

Avdaloya pe v tomikn dtobecipudmra, Oo tpénet va eetaletar 1 GLUPBOLAT EVOG YLOTPOD
eEedkevévou Ge dlatapoyEg TG TENG TOL CLOTOG GE TEPITTMON cORup®V AHoppayIdV (deite
mopaypao S5.1).

H B mpotapivny ko ) Prrapivn K dev avapévetar va ennpedcovy Ty avImnkIikn dpdon g
pipapo&aumdvng. Ymhpyel mepropiopévn epmeipia pe 1o tpaveSopkd o&d kot kaborov eumepio pe to
QUIVOKOTTPOTKO 0&D KoL TNV OmpoTIvivn 6€ dtopa mov Toipvouy pipaposaumdvr. Agv vadpyel 00Te
EMIOTNLOVIKO GKETTIKO Y10, TO OQELOG OVTE EUTELPIQ LLE TN YPTON TOL GLGTNIUATIKOD OLLOGTUTIKOD
deoponpecivn o dropa mov Taipvouy paposoumdavn. AdY® TG VYNANG OECUEVOTG OE TPWTEIVEG
TOV TAAGUOTOG, 1 PLROPOEAUTAVT] OEV AVOUEVETOL VO EIVOL OLLOSTOAIGUY).

5. ®APMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppoxodvvopkés 1010TNTES

Ddoppokobepamentin katnyopio: Avtifpoufmtikol TopayovTeg, AUEGOL AVAGTOAEIC TOV TAPAYOVTO
Xa, kmdwog ATC: BO1AFO1

Mnyoviopog dpdong

H piapo&apmdvn eivar Evag e&atpetind eKAEKTIKOG AUECOS AVATTOAENG TOV TTopdyovTo Xa e amd Tov
otopaTog Prodabdecipnotnto. H avaotoln tov topdyovta Xa SloKOmTeL TV €vO0YeVh Kol E@YEVT 000
TOV KOTOPPAKTN TNG THENG TOL aipatog, avastéAlovtag T onpovpyia Opoufivng Kot v avamtuén
Opoupav. H ppapo&apmbvn dev avaoctédiet tn Opoppivn (evepyomompévog mapdyovtag II) ko dev
€xet KataderyOel kopio enidpacn ota aUOTETAAL.

Dappokoduvakés emOpACELS

IMopatnpndnke 060eEAPTOUEVT] OVOGTOAN TG dPACTIKOTNTOC TOL TapdyovTa Xa otov avhpwmo. O
ypdvog Tpobpoufivng (PT) emnpedletor amd tn pioapoapmdvn e 6060eE0PTOUEVO TPOTO LIE GTEVN
GLGYETION G TPOG TIG GCVYKEVIPAOCELG TAASUATOG (TN T 1oovtan pe 0,98) edv ypnoyionoteiton
Neoplastin yia tn dokipacio. AAAa avTidpactipla Bo propodcoay vo dOGoVV SlopopPETIKA
amoteléopata. H évoeién yuo PT pénel va mapoyBel oe devteporenta, d10tt T0 INR €xet
Babuovounbei kot extkvpmOel LOVO Y10 TO KOVUOPIVIKG, QVTITNKTIKA Kot OV Umopel va
¥PNoLLoTo0El Y10 0OTO100NTOTE AAAO OVTILNKTIKO.

e pio KMVIKA QopUOKOAOYIKT LEAETN Y10 TNV OVTIGTPOPT] TNG PUPUUKOSVVAUIKNG OpAong TG
papo&aumdvng og vy evilika dtopa (n = 22), a&toAoyndnkav ot dpdoeig v epdna 60cewv (50
IU / kg) amod 600 dapopeticong Tomovg PCCs, evog PCC 3 mapaydviov (mapdyovreg 11, IX ko X) kot
evog PCC 4 napayoviov (tapdayovieg I, VII, IX kot X). To PCC 3 mopayoviov peiowoe Tig PEGEG
Tiég Neoplastin PT katd wepimov 1,0 devteporento péoa o 30 Aemtd, o€ cOyKpilon pe T peiwon Tov
nepimov 3,5 devtepodrentmv mov mapotnpiOnke e to PCC 4 napoayovimv. e avribeon, to PCC 3
TOPAYOVTOV ElYE LEYOAVTEPT KOl TOYVTEPT] GUVOALKY| EXLOPACT GTNV OVTIGTPOPN TNG OPACN G GTNV
gvdoyevn mapoywyn Opoufiving amd to PCC 4 napayovimv (PAéne mapdypapo 4.9).
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O ypovog evepyomomuévng nepikng Opouporiactiving (aPTT) ka1 HepTest mapateivovran emiong pe
3000e£APTMUEVO TPOTO. QQGTOGO, OEV GLVIGTAOVTOL Y10 TNV EKTIUNGT TNG QPOPLUKOSVVAIKNAG dPAOTC
g ppapoéapndvne. Aev vapyel avaykn TapaKolohinong Tov TapapusTpov TENG KaTd TN S1dpKELN
g Oepameiog pe ™ ppopolaumdvn oty Kabnuepvny KAVIKY TpakTikh. Q61d60, €4V eVOgiKvyTaL
KAk, Ta enineda e ppapolaumdvng umopovv va petpnovv pe fobrovounpéves LETPNCELS TG
avti-Xa dpaotikdtrag (PA. Tapdypago 5.2).

KAk omtoteAeopuotikotnTo. Kol 0o@aAELn

0Ly

To KAwvikd mpdypappo TG pLopoEapmivng oxedioTNKE Yo VoL KATadEIEEL TNV OTOTEAEGUATIKOTNTA
g papo&apmdvng yuo v Tpdinym tov Koapdiayyelakov (CV) BavdTov, Tov eLepayLaTog TOV
pokapdiov (MI) 1§ Tov ayyetokol eykepalikod enelcodiov og acheveis e mpoceato OZX (Enppaypa
Tov pvokapdiov pe avaonaon tov ST [STEMI], éuppaypa tov pookapdiov ywpig avacracn tov ST
[NSTEMI] 1 actabnc otBayym [UA]). Xt Bacikn SumAd-toeAn pedétn ATLAS OXX 2 TIMI 51,
15.526 acBeveig ekyopnOnkav tuyaio pe tpomo 1:1:1 og pio amod Tpelg opddeg Oepamneiog:
pipapo&aumdvn 2,5 mg and ToL GTOUATOG OVO POPEG NUEPNGIMS, 5 Mg 0md TOL GTOUATOG OVO POPES
NUEPNOIOG 1} 08 EIKOVIKO PApLako 600 PopEg NUePNGiS Tov cuyxopnynOnke udévo pe AXO 1 pe
AX0 poli pe o Bstevomupdivn (Khomidoypéin 1 Tikhomidivn). Acbeveig pe OEL Ztepaviaio
2HvOpoo NAKiog KAt TV 55 eT@v Enpene va EYovV gite Gokyopmdn dapnn 1 tetopikd MI. O
duapecoc xpovog vtd Bepameio Nrav 13 pveg ko  cuvoliky| didpkela g Bepameiog fTav péypt
oyedov 3 ypovia. 93,2% tov acbevav EhaPav AXO tovtdypova pe Oepancio pe Oetevomupidivn kon
6,8% AXO povo. Meta&d tov 0o0evadv Tov EAaBoV aVTIGILOTETOALNKT Qy®YT 00O TOPAYOVI®V,
98,8% éhaPav Khomdoypéin, 0,9% éraPav Tikhomidivn kot 0,3% éraPav mpacovypéin. O acBevelg
Elofav v TpdT d001 NG prapoapmdvng TovAdyiotov 24 dpec kot £0¢ Kot 7 NUEPES (LECT TN
4,7 NUEPEC) LETA TNV EICOYWOYT GTO VOGOKOUELD, OAAG TO GUVTOUOTEPO SLVATOV LETA TN
otabepornoinom tov enelcodiov OXE, cUTEPIAAUPUVOUEVOV TOV SLOSIKAGIOV ETAVOYYEIMONG Kol
otav Oa £mpene KOVOVIKA VO SIOKOTEL 1) TUPEVTIEPIKT] OVTUTNKTIKT aymyn.

Kot ot dvo aywyéc pifapoaumdvng tav 2,5 mg 600 popéc nuepnoing Kot Tov 5 mg 300 popég
NUEPNGIMS NTOV OTOTELEGHATIKEG OTNV TEPALTEP® pelmon g enintmong twv CV engicodiov o éva
VOPabpo TLTIKNG avTlopoTeETAAOKNG oy yns. H aywyn tov 2,5 mg 600 popéc nuepnoing peimoce
BvmodTTO, Kol VITAPYOLY EVIEIEEIC OTL 1) YOUNAOTEPT OOCT Eixe YOUNAOTEPOVE KIVODHVOLS
alpoppayiog, cuvendg cuviotdrtol ptiaposaumdvn 2,5 mg dV0o POPEG NUEPNGIMG GUYXOPTYOVHEVT] LE
aKETVAOGAMKLAIKO 0&D (AX0) povo 1 pe AZO vV KAOTS0YPEAN 1| TIKAOTLSTVY Y10 TNV TPOATYN
TV adnpobpoufotikdv enclcodinv ce eviiikeg acheveic petd amd OXT ue avénuévoug kapdlakong
Prodeikteg.

e oyéon e TO EIKOVIKO apuako, N prpapolaumdvn Leimee GTUAVTIKG TO TPMTEVOV GUVOETO
KataAnKTiKo onueio Tov CV Bavdatov, MI 1 ayyelakod eykepaiikol encicodiov. To dpehoc mpoékuye
Kupig omd pio peimon tov kapdioyyelakov Bavatov kot tov MI kot eppavictnke vopic, pe dtopiég
OepamenTikd amotélecua o€ OAN TN didpkela TG Bepanevtikng teprodov (PA. Ilivaxa 4 kot Zyédio 1).
Eniong, 10 mpadTo devtepebov tedikd onpueio (Bdvatog amd dia o aitia, MI 9 ayyelaxd eyke@oiikd
€ME100010) pelm®Onke onuavtikd. Mio avadpopukn tpdchetn avalvomn KoTédelEe Uio OVOUUOTIKG,
ONUOVTIKN LEIMOT TOV TOGOCTMV EMMTMOOTG OpOUP®ONG GTO GTEVT GE GUYKPLON UE TO EIKOVIKO
oapuaxo (PA. IMivaka 4). Ta Tocootd enintmong yio Thv kKoplo EkPacn acedieiag (un oyetildoueva
ue aoptoote@oviaio mapaxopuyn pe pooyevua (CABG) cofapd aipoppayikd exeicoota katd TIMI)
ntav vymiotepa oe aceveig mov voPfAndnkav ce Oepaneio pe prpapolapmdvn and 0,tt oe acbeveic
mov éhafav eikovikd eappako (BA. [ivaxa 6). QoT660, T TOGOCTA EMNTOCNG NTAV IGOPPOTNLEVOL
UETOED TG PROPOEALITAVIG KOL TOV EIKOVIKOD (UPUEAKOL Y10 TO GUGTATIKA TOV GHVOETOV TEAMKOD
onueiov: BovoTnEopa ALLOPPUYIKA ETEIGOIL, VTOTOGCT) TOV amotel Oeparmeia pe evoopAEPiong
WOTPOTOVG TTOPAYOVTEG KO XEWPOVPYIKN TapEUPacn Yo cuveytloUeVn apoppayia.

Ztov [livaka 5 mapovstalovtol To ATOTEAEGLLOTO, THE OTOTEAECUATIKOTNTOG OE 0o0evElC Tov
vrofAROnKav ce dradeppkn otepaviaia mapéuPfacn (PCI). Ta amoteAéopoto 0oPAAENG GE GLTH TV
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vroopado acbevamv wov vroPfAndnkav oe PCI ftav cuykpiotio Le To YEVIKA AmoTEAEGILOTO

acPaAeLOg.

Acbeveig pe avénuévoug Prodeikteg (tpomovivn 1 CK-MB) kot ympic 16Topikd ayyelokon
gykepolkov/ TIA amoterovcav 1o 80% tov TAnBvopov ¢ perétng. Ta amotedéopota avtov Tov
mAnBuopov achevdv NTav eniong COUPOVA LE T YEVIKG ATOTEAEGHLOTO TNG OTOTEAEGUATIKOTITOG KOl

acPaAELOG.

Hivakog 4: ATOTELECPOTO ATOTELEGNATIKOTITOS 0té T perétn @aong III ATLAS OXX 2 TIMI

51

IIAn0Bvopdc perétng

" AcOgveic pe mpoceato 00 cre@avicio covépopo ¥

Aocoroyia Oepameiog

Piapo&aumdvn 2,5 mg, d00 @popég
nuepnoiong, N=5.114

Ewovikd pdppoxo
N=5.113

n (%)
Avaroyia kivddvov (95% CI) i p P
Kopdiayyeiaxog Bévartog, MI 1 313 (6.1%) 376 (7,4%)
OYYEWLKO EYKEPOAAIKO ENELGOOI0 0.84 (0,72 - 0 9’7) ; — 0.020%
®dvatog and Ol ta aitio, MI 7 386 (7,5%)

OYYELWKO EYKEPAAIKO ENELGOOI0

320 (6,3%)
0,83 (0,72 - 0,97) p = 0,016*

Kopdiayyelaxog Bévatog

94 (1,8%)
0,66 (0,51 - 0,86) p = 0,002%*

143 (2,8%)

Odvarog and dha To aitio

103 (2,0%)
0,68 (0,53 - 0,87) p = 0,002%*

153 (3,0%)

MI

205 (4,0%)
0,90 (0,75 - 1,09) p = 0,270

229 (4,5%)

Ayyelokd eyKeQUAKO EMEIGOI10 46 (0,9%) 41 (0,8%)
1,13 (0,74 - 1,73) p = 0,562
Opopupwon 610 oTEVT 61 (1.2%) 87 (1,7%)
0,70 (0,51 - 0,97) p=0,033%%*
o) TPOTOTONEVT avalvon mpdbeong Oepameiag (avaivon npobeong Oepaneing oto

0AOKANP®UEVO GUVOAO avaAivong Yio Opoupwon oteve)
B) évavt gucovikov eappdakov, tiun p Log-Rank

*  OTOTIOTIKG OVOTEPO
**  OVOUOGTIKG GTLOVTIKO
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Iivaxag 5: Amotehéopata anoteleopatikéTnTog and ™ perétn edong I ATLAS TIMI 51 o¢
ac0gveig mov vwoPfAnOnkav o PCI

IIAn0Bvopdc perétng

= AcOgveig ne mp66@ato oS0 cte@aviaio
cOvdpopo mov vropridnkay o PCI ¥

Aocoioyia Oepameiog

PiBopo&apmivn 2,5 mg, 600 popég

nuepnoiong, N=3114

n(%)

Avaroyia kivddvov (95% CI) i p P

Ewoviko pdppoxo
N=3096
n (%)

Kopdiayyeraxog Bévartog, MI 1
OYYELWKO EYKEPAALKO ETELGOOI0

153 (4.9 %)

0.94 (0.75, 1.17) p = 0.572

165 (5.3 %)

Kaopdiayyelaxodg Odvatog

0.54 (0.33,0.89) p=0.013**

24 (0.8 %)

45 (1.5 %)

®dvatog and Ol T aitio

31 (1.0 %)

0.64 (0.41, 1.01) p = 0.053

49 (1.6 %)

MI

115 (3.7 %)

1.03 (0.79, 1.33) p=0.829

113 (3.6 %)

Ayyelokd eyKeQOUAKO EMEIGOI0 27 (0.9 %) 21 (0.7 %)
1.30(0.74,2.31) p=0.360
Opopupwon 610 oTEVT 47 (1.5 %) 71 (2.3 %)
0.66 (0.46, 0.95) p=0.026**
o) TPOTOTONWEVT avalvon mpdbeong Oepameiag (avaivon npodeong Oepamneiag oto

0AOKANP®UEVO GUVOAO avaAvonG Yio OpouPwon otevr)
B) £vavtt gikovikov eapudkov, Tiun p Log-Rank

ok OVOLLOOTIKA GTLOVTIKO
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Hivakag 6: Amoteréopota ac@dreras amd tn perétn edong I ATLAS OXX 2 TIMI 51

IIAn0vopdc perétng

*  AcOgveic pe mpoceato 0&H cre@avicio cHvépopo ¥

Aocoioyia Oepameiog PiBopo&apmavn 2,5 mg, 600 popég Ewoviko pdppoxo
nuepnoing, N=5.115 N=5.125
n(%) n (%)
Avaroyia kvdvvou (95% CI)
wymp P
YoBapd aoppayIKod ETEIGO0 KATH 65 (1,3%) 19 (0,4%)
. % )
TIMI pn oyetilopevo pe CABG 3.46 (2,08 - 5.77) p = < 0,001
BOavatneopo ALUOPPUYIKO ETEIGOIIO 6 (0.1%) 9 (0,2%)
0,67 (0,24 - 1,89) p = 0,450
SOUTTOUOTIKT EVOOKPAVIOKT 14 (0,3%) 5 (0,1%)
aHoppoyia 2,83 (1,02 - 7,86) p = 0,037
Yndtaon mov anattel Oepancio pe 3(0,1%) 3 (0,1%)
eVOOPAEPLOVG vOTpOTOVG e
TaPAYOVTESG
Xepovpykn toapéufocn yo 7 (0.1%) 9 (0,2%)
cuveylopevn atpoppayio e
Mertdyyion 4 M TeplocoOTEPOV 19 (0.4%) 6 (0,1%)
LOVAd®V aipatog o€ pio mepiodo e
48 wpov

a) TANOveudc acepdlelag, vtd Oepameia

B)

*  OTOTIOTIKG OTLLOVTIKO

£vavti ikovikov eapudkov, Tiun p Log-Rank

Ewova 1: Xpovog yro. Ty TPOTI ERLPAVICT] TOV TPMOTEVOVTOS TEMKOD GMIEIOV
aroteieopaTikoTnTog (Kapdayyswokog Odvatog, MI 1 ayyeloké eyke@aikd ene166o10)

Pipapo&apmdvn 2,5 mg 2popég npepnoing

Avaroyia Kwvddvov: 0,84

95% CI: (0,72,
0,97)
P-tyury =0,020*

1
? 1 Ewoviko gdppoko -
4 i
1
3 i
1
% B
ABporeTiKé .
IocooTé (1)
Toppavrov 9
(%) 8
;A
6 A
s A s
4 -
5 A
2 )
;
)
1
0 ‘
0 9 18
0 0

ApBpog AcBevov oe kivduvo

511 443 394

Ewoviko ®appoxo 511 443 397
3 7 4

PiBapo&opmivn

27 36 45

0 . 0 ;0
Hpapag Q7O TNV TLYCLOTOLN O
319 260 200 142
925 266 305 $46
3 4 9 0
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Ewoéva 1: Xpdvog yro. Ty TpOTI ERLPAVIGT] TOV TPMOTEVOVTOS TEMKOD GMUEIOV
onotereopaTikoTnTog (Kapowayysrakdg Odvarog, MI 1 ayyelokod eyke@ailko exe160610)

2N /AN

H perémn @dong III COMPASS (27.395 acBeveic, 78,0% avdpeg, 22,0% yovaikeg) katédelle tnv
QTOTELEGLLATIKOTNTO KO TNV AGPAAELR TNG PPOpOSaUTAVG Yio TV TPOANYT VOGS GUVOETOV TEAKOV
onueiov CV Bavatov, MI kot ayysiokol eykepolikov encicodiov og acbevelg pe XN 1 countopatikyg
ITAN og vynAd kivovvo woyaipik®dv ensicodiov. O acbeveic mapakolovbnbnkav yia 16 ueco Ypovikd
dlonue 23 unvav Kot LEYIeTo Xpoviko ddotnua 3,9 eTov.

Atopa yopic cuveyn avaykn yo Oepaneio pe avaoToréa Tng avtiiog TpOTOVimV TuyonomdnKay og
TavTompalOAn N ewovikd apuako. Orot ot acbeveic otn cuvéyeto Toyatomooniay 1:1:1 oe
pipapo&aumdvn 2,5 mg 600 popég nuepnoing/AX0 100 mg draf nuepnoing, o ppapoéaumdvn 5 mg
dvo popéc nuepnoimg, 1 AXO 100 mg dnag nuepnocimg Lovo, Kot To ovTIGTOLYN EIKOVIKA QAPLLOKCL.

Ot acBeveic pe XN eiyav moAvayysiokn XN 1/kot Tponyoduevo MI. ' acBeveic nAikiog < 65 etdv,
Ntav arapaitntn n Vrapén adnpockinpmong mov tepAdupave TOLAGYIGTOV dV0 SLUPOPETIKA
TUALOTO TOV OYYEWKOD SIKTOOL (CLGTHHATOS) M TOLVAGYIGTOV dVO TPOGHETOLG TOPAyOVTEG
KOPSLOYYELOKOD KIVOUVOU.

O acBeveic pe ITAN elyav mponyobueves mapepfacelg Onms ¥epovpyIkn enEpPacn Tapdkapyns M
SLOOEPHIKT] OLATKT OYYEIOTANGTIKY 1] OKPOTNPLAGHO GKEAOVE 1} AKPOL TOOOC Y10, OPTPLOKT|
ayyewkn vocso N dtedeimovsa yolotnto e ceupoPpayiovio deiktn < 0,90 1/kar onuavTikng
TEPLPEPIKT] OPTNPLUKT] GTEVOOT 1) TPOTYOVLEVT EXOVAYYEIMOT KAPOTIOWOV 1] OGUUTTMOUOTIKN
KapOTIOKY 6Tévmon > 50%.

Ta kprripro. anokAEoLOD TEPIAAPPOvVAY TV avAyKn Yo SUTAT AVTIOHOTETOALOKN 1 GAAN ekTOC AZO
avtiponetaAlokn Oepaneio 1 amd Tov oTONATOG ovTUITnKTIKY Oepameia kot acOeveig pe vymio
Kivduvo aipoppayiog, | kopdlakr overapkela pe kKhaoua eEddnong < 30% 1 katnyopio I 1q IV katd
New York Heart Association, 1| 001001 TOTE IGYOIUIKO, [1T] KEVOXDPIDOEC OYYELOKO EYKEPUATIKO
eNEI00010 eVTOG 1 UNMVOG 1 OTOL0OMTOTE 1IGTOPIKO OLLOPPAYIKOV 1] KEVOYMPLHIOVS 01y YELLKOD
EYKEQOAKOV ETEIG0S10V.

H papo&apndvn 2,5 mg 600 popéc nuepnoing oe cuvdvaouod pe AXO 100 mg drag nuepnoing frav
avatepo Tov AX0 100 mg, ot peiwon tov Tpwtedoviog chvletov Tehkov onpeiov tov CV Bavdrov,
MI, ayyelokod eykepoulikov enclcodiov. (PA. [Tivaka 7 kot Ewkova, 2).

[apatpnOnie onuovtikn adénon g kopag EkPfaong aceaietog (peilova apoppayikd ETecOoLL
ovpewva pe to tpotonompéva kprrpila ISTH) oe acBeveig mov éhafav Bepameia pe pipapolapmdvn
2,5 mg 000 popég nuepnoing oe cuvdvacuod pe AXO 100 mg draf nuepnoing e cOYKPLoT UE
acOeveic o1 omoiot Elafav AXO 100 mg (BA. [Tivaxa 8).

IMa v kOpia ExPfacn amoTeEAEoUATIKOTNTAG, TO TOPATPOVUEVO OPELOG TG piapoiaundvng 2,5 mg
V0 eopéc nuepnoing cuv AXO 100 mg dnaé nuepnoing oe cvykpion ue AXO 100 mg draé
nuepnoing eixe HR 0,89 (95% CI 0,7-1,1) oe acBeveic =75 etwv (enintwon: 6.3% évavtt 7.0%) kot
HR=0,70 (95% CI 0,6-0,8) oc acBeveic <75 etmv (3,6% évavtt 5,0%). ['a peilova opoppayio
oupeVva pe To Tportonompéva kprmptla ISTH, n mapatmpovpevn avénon tov kivdhvov eiye

HR 2,12 (95% CI 1,5-3,0) o€ acbeveic =75 etav (5,2% évavrtt 2,5%)kar HR=1,53 (95% CI 1,2-1,9) c¢
acOeveic <75 etwv (2,6% évavtt 1,7%).

H yprion ¢ mavtonpalding 40mg dmoé nuepncing emmpocstitmg e avidpoufotiKig
QOPUOKEVTIKNG 0ly®YNG TNG LEAETNG o€ aoBeveic ympig TNV KAVIKY avAyKT) Y10 OVOGTOAEN OVTALOG
TPOTOVIOV OeV £0€15€ KOVEVO OPEAOG GTIV TPOANYT] TOV GLUUPAVTOV TOV AVAOTEPOV YUGTPEVIEPLKOD
oLoTHATOG (dNA. TOL cHVOETOL GNEIOL TNG HOPPUYING TOV AVATEPOL YUGTPEVTEPIKOD, TOV EAKOVG
TOL AVATEPOL YOOTPEVIEPIKOV N TNG ATOPPAENG 1] SIATPTONG TOV OVATEPOL YAGTPEVTEPIKOV). H
GLYVOTNTA ELPAVIONG TOV GUUPAVTOV TOL AVAOTEPOL YacvTpevTEPUKOD NTay 0,39 / 100 £t acbevav
otV opada mavtonpaloing 40mg dmaé nuepnocing kot 0,40 / 100 £t aobevadv otV OpUdda EIKOVIKOD

QopUAKOL dmaé nuepNoing.
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Hivakag 7: Anoteréopata anotelecpnoTikOTNTOS 0t T perétn edong I COMPASS

nBvopds g | AcBeveig pe EN/ITAN
peréTNG
Aéon Ogpoameiog | Prpapoapmavn 2,5 mg | AXO 100 mg od
bid o€ cuvovaopo pe
AX0 100 mg od
N=9.152 N=9.126
AoOsveic pe | KM% | AcOgveig pe | KM% | HR Ty p P
ovppavra ovupavro 95% CI)
Ayyeloxd
EYKEQOAUS 379 (4,1%) |5.20% |496 (5.4%) |7,17% 0,76 = 0,00004*
eneisod10, MI 1 70 0 A7) L 0,66 - 0,86) | P
CV 6avatog
- Ayyeloxo 0.58
. 0 0 0 0 ? —
eyKS(p,(xhKo 83 (0,9%) 1,17% 142 (1,6%) |[2,23% (0.4 - 0.76) p = 0,00006
enecO010
0 0 0 0 0,86
- Ml 178 (1,9%) |2,46% 205 (2,2%) |2,94% (0,70 - 1,05) p=0,14458
- CV 6avarog 160 (1,7%) |2,19% 203 (2,2%) |2,88% 0.78 p =0,02053
’ ’ ’ ’ (0,64 - 0,96) ’
OMOWOTITL 070 | 313 (3 4000 [450% | 378 (4,1%) |5,57% 0.52
oo T et e wHe 2700 1(0,71 - 0,96)
OSelawoyoniia |55 0500 |027% |40 04%) | 0,60% | %> 032+
TOV dKpoOV 0,92)
o) oLVOLO avAAVoTG SOUE®VE LE TN BepamenTikn TpdheoT], KOpLeg OvaADGELS
B)  évavti AXO 100 mg, Tun p Log-Rank
* H peiwon oty kOpia £xfaon amoTELECUATIKOTNTOG NTOV GTUTIOTIKA AVAOTEP.
bid: 600 popéc nuepnoing, CL: didotnpa epmiotootvig, KM%: ektiunoeig Kaplan-Meier tov
a0po1oTikoD KvdHvoL eminTmong vroloyiouévou otic 900 nuépeg, CV: kapdiayyeiakodg, MI:
Euppaypo Tov pookapdiov, od: dmaf nuepnoing
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Hivaxog 8: Amoteréopato ac@arelas amé T perétn eaong I COMPASS

I 0vopdg g perétng AcOsgveic pe XN/ITAN @

Aéom Ogpomeiog PipapoEapmavn AXO0 100 mg od | Avaroyio
2,5 mg bid o¢ Kvéovov
cuvdvaoné pe AZO (95% CI)
100 mg od, N=9.152 | N=9.126 ,

) ) Ty p P
n (a0p. kivovvog %) | n (aBp. kivovvog
%)

Meilov opoppayia cOpeova. e
to, tpomomtompéva kprripla ISTH

288 (3,9%)

170 (2,5%)

1,70 (1,40 - 2,05)
p <0,00001

7EO10 TOV OTOLTEL ETOVAANYT
G XEPOVPYIKNG EMENUPOIONG
(un Bavotedpoc, 6L o€
Kpioo 6pyavo)

- BavaTneopo AUOPPLYIKO 15 (0,2%) 10 (0,2%) 1,49 (0,67 - 3,33)
eNe0O010 p=032164

- DUUTTOUOTIKY alpoppayio o 63 (0,9%) 49 (0,7%) 1,28 (0,88 - 1,86)
Kpioio 6pyoavo p=0,19679
(kn Bavameopog)

- Awpoppayia 610 YELPOVPYIKO 10 (0,1%) 8(0,1%) 1,24 (0,49 - 3,14)

p=0,65119

- Awoppayio mov odnyei og
voonieia (un Bavatnedpog, Oyt
o€ KPiGILo Opyavo, Tov dgv
amotel EMAvAaANYN TG

XEWPOVPYKNG EMENPacNC)

208 (2,9%)

109 (1,6%)

1,91 (1,51 - 2,41)
p < 0,00001

Awoctaong, od: anaé nuepnoimg

B)  évavtt AXO 100 mg, Tun p Log-Rank
bid: 600 popég nuepnoing, CI: didotnpa eumiotocivig, abp. Kivduvog: afpoloTikh enintmon
Kwdvvou (extiunoelg Kaplan-Meier) otoug 30 unveg, ISTH: Awebvic’Evaoon @popupwoong kot

- Me Sduavuktépevon 6to 172 (2,3%) 90 (1,3%) 1,91 (1,48 - 2,46)
VOGOKOUELD p <0,00001

- Xopic dtovoktépeguon 610 36 (0,5%) 21 (0,3%) 1,70 (0,99 - 2,92)
VOGOKOELD p = 0,04983

Meilwv yootpevtepikn oipoppayio 140 (2,0%) 65 (1,1%) 2,15 (1,60 - 2,89)
p <0,00001

Meilwv evdokpaviakn oipoppayio 28 (0,4%) 24 (0,3%) 1,16 (0,67 - 2,00)
p = 0,59858

o) oLVOLO avAAvoT g SOUE®VE LE TN BepamenTikn TpdheoT, KOpLeg ovaADGELG

Ewodva 2: Xpovog péypr v 7patn ep@avict kopog Ekfacng amoteleopaTikoTnToS (Y YELOKO
EYKEPUMKO ETEIGOO10, EPPPAYILE. TOV HVOKOAPIIOV, KOPOLYYELOKOS OdvaToc) oty COMPASS
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10.0

PiBapo&apmavn 2,5 mg bid + AXO 100 mg od
------- AXO 100 mg od
9.0 4

AOporoTikd Extypnoeig (%) Kaplan-Meier otoug 30 punveg
IMocooTo Piapo&apndvn 2,5 mg bid + AXO 100 mg od: 5,2 (4,7-5,8) -
Zoppavrov (%) 804 AZO 100 mg od: 7,2 (6,5-7,9) J

7.0

6.0 4

5.0+

4.0

3.0+

2.0+

1.0 Avalrovia Kivddvov (95% CI

PiBapolapmév 2,5 mg bid + AZO 100 mg od évavrt AZO 100 mg od 0,76 (0,66-0,86)

0.0+

T T T T T T T

0 180 365 540 730 900 1095
Hpépeg amd tnv Toyoromoinon
Ap0pdc ac0evav og Kivovvo

Pipapo&opmavny 2,5 mg bid + AXO 100 mg od | 9152 9026 7898 6352 M 2302 658

AXO 100 me od | 9126 8982 7798 6233 3860 2253 668

bid: d0o popéc nuepnoimg, od: dras nuepnoing, Cl: dtbotn o eLTIGTOCHVNG

AocBeveic petd amd npdoeatn exépPact exovayyelmong KAT®m dkpov Ady® cuuntopatikis [TAN
2 Paoikr], dumAhd ToeAn dokr| edong Il VOYAGER PAD, 6.564 acBevelg petd and mpdoeatn
emtuyn enEPPaon erovayyeimons KAt dipov (YEPovpyIkn 1| evE0aYYELOKT, CUUTEPIAAUPUVOUEVOY
VPPOKOY enepPdoemv) Aoym cvurtouatikng ITAN, ekywpnOnkay toyoic o€ pio amd 600 opudosg
avtilpopupotikng Bepomeiog: pipapolaumdvn 2,5 mg 600 Popég nuepnoing 6g cuvdvacud e AXO
100 mg pio popd nuepnoing 1 AZO 100 mg pia popd nuepnoing, e avaroyio 1:1. O acBeveic
EMTPETOTOV VoL AAUPAvOLY ETPocOET® TNV TVUIIKY dOGT KAOTIOOYPEANG piet OPA MUEPTCIMG Yo
£m¢ kat 6 unveg. O 6tdyog TG UEAETNC TAY VO KATAOELYOEL 1] OTOTELECUATIKOTNTO KOL 1] AGQAAELDL
g papoéapundvng cuv AXO yo TNV TPOANYT TOL EUPPAYLOTOS TOV HVOKAPSIOV, TOV 1GYOLUIKOD
€YKEQOAKOV enelcodiov, Tov CV Bavatov, g o&eiog 1oyaipiog Tav dkpov 1 Tov peilovog
AKPOTNPLOCHOD AYYEWKNG aTloloyiog o€ acbeveic uetd and mpdoeateg enttvyeic emeuPacelg
enovayyeimong kato dkpov Ady® copntouatikng [TAN. Zvurepidnednkav acbeveig nikiog > 50
ETMV LE TEKUNPIOUEVT HETPLL £0G GOPapT| cuprTOpATIKY abnpockinpotikn [TAN TV kdto dKkpov
7OV ATOdEIKVOETOL atd OA0L TO akOAOVOa: KAVIKG (SNA. AElTOVPYIKOL TEPLOPIGUOL), OvaTOULK (ONA.
anewkovioTikd ototyeia [TAN meprpepikd ¢ £E® Aaydviog apTnpiag) Kot ooSVVOLLKH
(opvpoPpaytoviog deiktng [ABI] < 0,80 1 daktvdoPpayioviog deiktng [TBI] < 0,60 yio acOeveig ywpig
TPOTYOVUEVO 16TOPIKO enavayyeimong dkpov 1 ABI < 0,85 11 TBI < 0,65 yio acBeveig pe
TPONYOVLEVO 16TOPIKO emavayyeimong dkpov). Ot acbeveic mov ypeldlovoy SUTAN OVTIOLLOTETUALNKN
Oepaneia yio > 6 unveg, 1 omoladNmote TPoOcheTn avtioponeTailokn Oepaneia extdc omd AZO Kot
KLOTOOYPEAN, 1 OTO TOV GTONNTOG AVTITNKTIKNY Bepomeia, kabmg kal o1 acbeveig pe 16TOpLKO
EVOOKPAVIOKNG ooppayiog, eyke@aAtkol encicodiov | TIA, 1} ot acBeveic pe eGFR < 15 ml/min
amokAgioTnKay.
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H péon duapxela mapakorovdnong nrav 24 unveg ko 1 péylotn ddpketo mapoakorovdnong nrav 4,1
é¢m. H péon niwia tov acBevov mov evidydnkav ntav ta 67 £t kot 1o 17% tov mAnfucpol tov
acBevov Ntav > 75 etdv. O S1auecog ypdvog amd TNV ETEUPOCT) ETAVAYYEIDOTG AVOPOPAS £MG TNV
évapén g Bepoameiog e peAETNG NTav 5 NUEPES 6TOV GLVOAKO TANBLGUO (6 NUEPEG PETA oo
YEPOLPYIKN KOl 4 NUEPES LETA OO EVOOUYYELOKT EMAVAYYEIDMGT GLUTEPILAUPAVOUEVOVY TMV
VPOV enepPdoemv). Zuvolikd, 1o 53,0% 1oV achevav Eafav Ppayvypovia Bepareio vroRadpov
pe KAomdoypéAn pe drdpeon ddpketa 31 Muépec. TOUPOVOL LE TO TPOTOKOAAO TNG UEAETNG, T
Bepaneia Bo pmopovice va apyicel To GuVTOROTEPO duvaTOV, AAAL O)L apydtepa amd 10 nuépeg petd
oo Lol EMTUYY KATOAANAN emépPoom emavayyeimong kot apov giye Sl0COAMOTEL 1] OLOGTOOT).

H pipopo&apmivn 2,5 mg 600 popég nuepnoing oe cuvdvacpod pe AZO 100 mg pio popd nuepncimg
NTOV AVATEPT 6TN UEIMOT TNG KOPLAG cOVOETNS EKPaomg TOV ELPPAYIOTOS TOV HVOKAPHIOV, TOL
GYOLKOD ayyElKoD eyKeEPAAKoL englcodiov, Tov CV Bavdatov, e ofeiog oyopiog tTov dkpmv Kot
Tov peilovog akpmTNPLIGUOD ayYEOKNG a1TioAoYiog oe auykpion pe to AZO uoévo (BA. [Mivaxa 9). H
KOpla EKPaoT ao@AAELNG TOV HELOVOV aloppayik®dv encicodiov katd TIMI avéndnke otovg
acBeveic mov éhaPav Bepaneia pe ppaposapndavn kot AX0, yopic adénon tov Bovatneodpwv 1
gvookpavioKadv aupoppaytdv (PA. Iivaka 10).

O1 devTEPEVOVGEC EKPACELS OMOTEAEGUATIKOTNTAG EAEYYONKOAV UE TPOKAOOPIGUEVT] LEPUPYIKT GEIPA
(BA. ivoka 9).
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Iivakog 9: Amoterléopato amotereopnaTikOTNTOS 016 TV VOYAGER PAD @dong 111

IIn0Bvopdc g perétng

AocOgveic peta amd npocpateg enepfdosic eravayyeionons KAt
axpov Loym cvpntopatikig ITAN ¢

Aocolroyia Oepameiog

Pipapoapnavy 2,5 mg
bid 6¢ cvuvovaopo pe
AX0O 100 mg od

AXO 100 mg od

Avolroyia
KLVoUvou
(95% CI) ®

EMEIGOO10

N=3.286 N=3.278
n (aBp. kivovvog %)? | B (00p. kivéuvog %)
Kopra ékpoon 508 (15,5%) 584 (17,8%) 0,85 (0,76, 0,96)
amoteleopaTikéTnTOch p = 0,0043 9*
“MI 131 (4,0%) 148 (4,5%) 0,88 (0,70, 1,12)
- loyouxo eykepoikod 71 (2,2%) 82 (2,5%) 0,87 (0,63, 1,19)

- CV Bavatog

199 (6,1%)

174 (5,3%)

1,14 (0,93, 1,40)

- O&ela woyonpio tov
axpwv °°

155 (4,7%)

227 (6,9%)

0,67 (0,55, 0,82)

OYYELOKNG OLTIOAOYIOG

- Meilov akpotnplacpoc

103 (3,1%)

115 (3,5%)

0,89 (0,68, 1,16)

Agvtepevovoa ékpaon
OTOTEAEGUOTIKOTITOS

Mn TtpoypoUHaTICUEVT
emovayyeiwon Tov 1diov
AKpoL Yo

AKpoL

VIOTPOTIALOVGA IGY O

584 (17,8%)

655 (20,0%)

0,88 (0,79, 0,99)
p=0,0140 9*

N TEPLPEPIKT outiol
(omotodnmote and Ta

Noonieia yio otepaviaio

Kdt® dxpa) Opoppwticon

262 (8,0%)

356 (10,9%)

0,72 (0,62, 0,85)
p <0,0001 9*

YOPUKTHPO

Ovnowodmra and 6Aa to | 321 (9,8%) 297 (9,1%) 1.08 (0,92, 1,27)
aito

SvpPavro OOE 25 (0,8%) 41 (1,3%) 0.61 (0,37, 1.00)

% GhVOLO AVEALONG GOUPMVE. LIE TT) OEPATEVTIKT TPOBEST], KOPIEC AVAADOELS” KATOKVUPMLUEVO Ao

ICAC

P 5uv0eT0 Tov MI, 1501p11c00 £yKe@aAKoD englcodion, CV Bavitov (CV Bdvarog kot dyveotn atio
Oavdatov), ALI kot peilov akpotnplooudg oyyelokng atlohoyiog
V) AapBaveTon IO HOVO 1) TPMOTN ELPAVIOT TOL VIO aviAveT GLUPEVTOG £kBaong EVIOg Tov TEdiov
EQUPLOYNG TOV SESOUEVAV AT EVOV GUUUETEXOVTOL
% H HR (95% CI) Booiletat 610 poviého avoloyikdv Kivdhvay Tov CoX SIUCTPOUATOUEVO oVAAOYo
LE TOV TOTO TG emEUPaoTG KoL TN XpIoT KAOTdoypéAng pe T Bepaneia @g T pHovadikn

cLUUETOPANTY.

¢ H povomievpn ty p Poaoileton ot dokipooia log-rank S106Tpopot@UEV avaAOYa [e TOV TOTO TG
eméUPaong Kat T (pnomn KAomdoypEANG pe T Bepaneio g mapdyovta.
°UH o&eio woyoupio Tov dxpov opileTol ®¢ aipvidle oNUAVTIKY ETOEVOON TNE AUATOCTC TOV
dxpav, gite pe véo EMAelpa cQUYHOV gite pe avaykr Bepamevtikng Tapéupaong (dnA. Bpopupodivon 1
OpouPextoun M enetyovca emavayysimon) kal 1 onoio 0dnyel o€ voonieia
* H peiwon oty £kPacn amoTeAEGUATIKOTNTOC TAV GTUTIOTIKE avATEPT).
ALI o&ela woyopio Tov akpov, bid: dbo popég nuepncing, od: drnaé nuepnoing, Cl: dSitdotpa
gumotoovvng, MI: éuepaypo tov pvoxapdiov, CV: kapdayystokog, ICAC: Ave&aptntn Kiwvikn

Emitponn Texunpioong
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Hivaxog 10: Arotedéopata ac@aierog 0m6 Ty VOYAGER PAD ¢@aong 111

IIn0Bvopdc g perétng AocOgeveic peta amd npocpateg enepfdosic eravayyeionons kAT
axpov Loym cvpntopatikig ITAN ¢
Aocolroyia Oepameiog Pipapotapmavn 2,5 mg AXO 100 mg od Ava)toyia
bid o€ cuvdvaouo pe K“’?”"O” )
AZO 100 mg od (5% CD”
N=3.256 N=3.248
n (00p. Kivéuvog %)P | 1 (@0p. Kivdvvog %)P
Tywj p ¥
Meilov aipoppayic Kotd 62 (1,9%) 44 (1,4%) 1,43 (0,97, 2,10)
TIMI p =0,0695
(CABG / un CABG)
- Oavatneopog 6 (0,2%) 6 (0,2%) 1,02 (0,33, 3,15)
alpoppayiol
- Evdokpaviaxn 13 (0,4%) 17 (0,5%) 0,78 (0,38, 1,61)
opopparyio
- Eppavng apoppayio 46 (1,4%) 24 (0,7%) 1,94 (1,18, 3,17)
GLGYETILOUEVT LE TTMOOM
Hb > 5g/dl / Het > 15%
Meilwv opoppayio xotd 140 (4,3%) 100 (3,1%) 1,42 (1,10, 1,84)
ISTH p =0,0068
- OovaTnEopog 6 (0,2%) 8 (0,2%) 0,76 (0,26, 2,19)
opopparyio
- Mn Bavatneopog 29 (0,9%) 26 (0,8%) 1,14 (0,67, 1,93)
Kpioung onpaciog
opoppayio opydvoo
KMvikd oyetikn un peilov | 246 (7,6%) 139 (4,3%) 1,81 (1,47, 2,23)
opoppayio katd ISTH

% $Hvoro ovEAVOTIG ACPEAEIS (GAOL O TUYCOTOULEVOL GULHETENOVTES IE TOVAGIGTOV piot 86T Tov
oapudrov g perétng), ICAC: AveEaptn Khwvikn Enttporn Tekunpioong

P n = ap1Oudg coppeteydviov pe copfavta, N = apifudc copuetexoviov ot kivdvvo, % = 100 * n/N,
n/100p-yrs = A0Y0¢ 1oL 0plBUOL GUUUETEYOVTIOV LE TapeUTinTovTa cuufavia / afpolotikdg ypdvog o
Kivduvo

Y H HR (95% CI) Booiletor 610 poviélo avoloyikdv kKivduveov Tov Cox SlucTpopaT®pévo aviioya
LE TOV TOTO TNG eMEUPAOTG KO TN XPNoT KAOTdoYpéANG He T Bepameia @g T pHovadikn
GUUUETOPANTY

9 H apeimlevpn run p Pocileton ot Soxipacio log-rank Sractpopatmpévn oviloya pe Tov THTO TG
emEUPacnc Kot T ¥pNon KAOTOoYpEANG e T Oepameio wg mapdyovta,

Aocbeveic ne TN kot KOPOLOKT GVETAPKELD,

H perétn COMMANDER HF cvunepiéhafe 5.022 acOeveic pe kapdlokn ovemipKelo Kot OTULOVTIKY
otepaviaio voco (EN) petd amd voonieia yo un aviippomoduevn Kapdiakn averndpkeia (KA) ot
omoiol TuyotomomOnKav cg pia omd TIg Gvo opddeg Bepaneiag: prPapoaumdavn 2,5mg dvo POPES
nuepnoing (N=2.507) | tavopoidtumo gucoviko edpuako (N=2.215) avtictoya. H cuvoiikn Sidpueon
duapkela Oepaneiog tng pekéng Nrav 504 nuépeg. O aobeveic Ba Empene va eiyov copntopotikn KA
Yo TOLAGYIoTOV 3 Uveg kot kKhdouo eEmbnong apiotepng kothiog (LVEF) <40% to tehevtaio £tog
mpo G évtalng tove. Katd v évapén, to didpeco khdopa eEmnong nrav 34% (IQR: 28%-38%)
Kot 10 53% 1oV acBevav g peAétng eiyav Kapdlakn averndpkela katnyopiog III 1 IV katd NYHA.

H mpwtevovoa avaivon arotelecpatikdtntog (dnradn o cvvheto BvynootnTog omd dha o aitia,
MI 1 ayyelokod eyKEQOAKOV ETEIGOSI0V), dEV £DEIEE GTATIOTIKA GTLLOVTIKT S1POPE AVAUESH OTNV
opdioa ™ papoapmavng 2,5mg dvo POPES NUEPCIME KOl TNV OUAS, TOL EIKOVIKOD QUPUAKOL LE
HR=0,94 (95% CI 0.84 — 1,05), p=0,270. I'ia. Tnv ok Ovnopdtnta, dev vnpée dapopd avapeca
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ot PPAPOEAUTAVN KoL GTO EIKOVIKO QAPLOKO (OC TPOS TOV aptpd Tov cupupdviov (avaioyio
ouppaviov avda 100 étn acBevav, 11,41 évavtt 11,63, HR: 0,98; 95% CI: 0,87 éwg 1,10; p=0,743). Ot
avaroyieg T@v cupfaviov yio to MI ava 100 £t acbevav (pipapolapmdvn EvavTt ELKOVIKOD
oappaxov) frav 2,08 évavtt 2,52 (HR 0,83; 95% CI: 0,63 éwg 1,08; p=0,165) kot yia T0 aryyeloKo
€YKEPOMKO emelcdo10 ot avaroyieg cuppdvtov ava 100 £ acBevodv frav 1,08 évavtt 1,62 (HR:
0,66; 95% CI: 0,47 éwg 0,95; p=0.023). To mpwtevov onueio acpdrelag (dniadn To chvleTo
Bavatnedpov apoppayiog 1 apoppayiog og kpiown 0éon pe duvntikd pdviun avornpic), TPoEKLYE
o€ 18 (0,7%) acBeveig otnv oudda g prpapoéoumdavng 2,5mg dvo Popég nuepnoing kot o€ 23
(0.9%) acBeveic oty opdda Tov glkovikod eappdakov avtictoyo (HR=0,80; 95% CI 0,43 — 1,49;
p=0,484). Ymp&e i otatiotikd onuavtikn avénon ot peilova apoppayio cOUP®VO UE TO
kprpwa ™G ISTH oty opdda g prapoapmdvng oe chykpion pe TNV Opddo ToV EIKOVIKOD
oapudxov (avoroyia coppdvtav avé 100 €t acBevav: 2,04 évavt 1,21, HR 1,68; 95% CI: 1,18 émg
2,39; p=0,003).

v vrooudda g perétng COMPASS pe acbeveig pe o Kot pETplo Kapdakt avendpKela, ot
emdpaoelg g Oepameiag NTav TAPOUOIEG LE EKEIVEG GTO GLVOAKO TANOVGLO TG HeAéTng (deite
mapdypoeo IN/TTAN).

AocBOeveic pe tpurhd 0etikd avTIOOGQOAMTIOIKO GVVOPOLO VYNAOD KIVOUVOL

e pio TUYOIOTOINUEVT), TOAVKEVTPIKY, AVOLYTNG EMIONUAVOTG LEAETN YPTUOTOOOTOVUEVT OO TOV
gpeuvnT pe TveAomompévn a&lohdynon telkov onueiov, N praposapmdavn cuykpidnke pe
Bapopapivn oe acbeveic pe 10Top1kd BpopPmong, Sl yVOGUEVOV LE AVTIPMOCPOALTIOIKO GUVOPOLO Kot
VYNA0D Kvovvov yio OpopPospuforikd eneicdoia (Ppébnkay Betucol kot 6TI TPELS SoKIaGieS EAEYYOL
AVTIPMOGPOAITIOIKDV AVTICOUATMV: OVTITNKTIKO TOV ADKOV, OVTIKOPOIOATIVIKG CVTICOUOTO KOl
avticopota Evavtt g B2 -yAvkonpwteivng I)). H perétn tepuatiomnke mpoémpa petd v évragn 120
acOevav, AMoym avénuévou appod Bpopposuforikdv enelcodinv oe 0obeveig 6To GKELOC TNG
pipapo&aumdvne. H péon didpkeia mapakorovdnong frav 569 nuépec. [evivia evvéa (59) acbeveig
Tuyotomombnkav o piaposopndvn 20 mg (15 mg yuo acBeveic pe kdbapon kpeoatvivng <50
mL/min) ko1 e€nvta évag (61) o Papeapivn (INR 2,0-3,0). @poppoepporikd eneicodia onueiddnkay
oe 12% tov acbevov tuyaomompévev og prapolapmdvn (4 IoYaUKa ayyElKa EYKEPOAKA
enelc6010 Kot 3 gpepdypoto pookapdiov). Ztovg acheveic mov Tuyaonomdnkay otn Pappapivn oev
avaeépOnkav Bpoppoepforikd encicdoia. Eneicddio peilovog apoppayiog onpeimdnke og 4 acbeveic
(7%) ¢ opddag g prpapoéoumavne kot o€ 2 acbeveic (3%) g opddag g Papeapivie.

HNodrorpicodg mnBuopodg

O Evponaikdc Opyaviopog Gapudikmv Exel dOGEL amaAloyn and TNV VIoYPEMGT VITOBOANG TV
OTOTELECUATOV TV HEAETMV LE TO PAPUOKEVTIKO TPOTIOV avapopdg oV TEPLEyEL paposaumdvn o
OAEG TIG VTTOKOTNYOPiEG TOL TOSLOTPIKOD TANBLGLOD Yo TNV TPOANYT TV GLUPAVTOV
Opoupoepfoing (PA. mapdypo@o 4.2 yio TANPOPOPIES GYETIKA LE TV TALIIALTPIKY YPTON).

5.2 ®@oppoxokivTIKEG IO10TNTES

Amoppognon

H papoéapmdvn amoppopdror Taytms pe TG HEYIOTEG SLYKEVIPMGELS (Cmax) VO gppoviCovron 2 - 4
mpeg petd T Aqyn tov diokiov.

H and otopatog amoppoenomn g piapolapmdvng sivat oxedov TAnpng kat 1 and Tov 6TOUATOG
BrodiabeoipotnTo givar vymAn (80 -- 100%) yio T d60m diokiov Twv 2,5 mg kot tov 10 mg,
ave&aptnto amd TV Katdotaon vioTeiag amd 0,TL 6TV KATAoTOoN UETA To yevpa. H mpdcinyn pall
pe tpon dev emnpedlel v AUC 1 v Cimax TG p1apolapmdvne ot 66on Tov 2,5 mg Kot Tov

10 mg. To diokio piapolaumdvng 2,5 mg kai 10 mg pumopet vo Anedel pe 1| xwpic tpoen.

O1 OPLOKOKIVITIKEG 1010TNTEC TNG pPapo&apmdvng eivor mepimov ypappukég péypt mepimov 15 mg
dma nuepnoimg. e vymAdtepec 06oelg, 1 papoaumavn epeavilel amoppdenorn mov meplopiletal
amd TN SIHALTOTNTA TNG, LE LELOPEVT ProdtabesitdtnTa Kot LElwpévo puBud amoppdenong pe
av&avopevn 66o1. Avtod gival EVTOVOTEPO GTNV KATAGTACN VNOTELNG amd O,TL GTNV KATACTOOT LETA TO
yeopo. H dtoxdpavon 6t eoprakokivntikny e papoSapmdvng eival LETpla, Le SIaKOIoVeT LETAED
TV atopmv (CV%) and 30% éwg 40%.
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H amoppdenon g piapoapmivng e&optarorl amd tn 0éon anedevbEPmONC TOV GTO YUGTPEVIEPIKO
ocvotnpa. Mia peiwon katd 29% kot 56% oty AUC kat 6tV Cmax G€ GOYKPLOT LE TO S10KiI0
avaeépOnke 6tav 1 ppapoéopmdvn ved popen Kokkimv anelevbepmdvetal 6To eyyvg Aemtd Eviepo. H
€xBeomn eivorl TepUTEP® PEI@UEVT] OTOV 1] PIPOPOEAUTAVT] OTEAEVOEPDVETAL GTO TEPIPEPIKO AETTO
£€VTEPO 1] 6TO aVIOV KOAOV. ZVVETMGC, 1) XOPNyNo™ NS piapolaumdvng Tepipeptkd ToV GTOUMYOV
TPENEL VO, ATOPEVYETOL S1OTL AVTO UTOPEL VAL 0O YNOEL GE PEWHEVT] ATOPPOPNOT| Kot GYETIKT EkBeom
mg papoapmavne.

H Broduabeoipdtra (AUC kot Crax) NTav cuykpioun yia 20 mg pipapolapumdvng xopnyodpevng amd
TOV GTOUOTOC WG OPVUUATIGUEVO O1GKIO OVOLEUELYUEVO LLE TTOATO UNAOL, 1] EVOLOPNUEVO GE VEPD KOl
YOPNYOVUEVO HECH YAGTPIKOD COANVO akoAovBovuevo and Eva vypod YebUa, GE GOYKPLOT| LE EVal
0AOKANPO J10K10. AEGOUEVOL TOL TPOPAEYILOV, S0GOEEAPTOUEVOD POPUAKOKIVIITIKOD TPOPIA TG
ppapo&apmbvng, ta amoteAéopata frodtafecinotntog amd ) pekétn oty eivar mbovo va
epappolovtal og yaunAdtepeg 60celg ™G pipapolapumdvng.

Karavoun
H déopevon og npwteiveg tov TAdopatog 6tov avBpmmo etvar vynAn, o€ T060oTd TEPinov 92% Ewg

95%, pe ™ Agvk@UOTivi) 0pov VoL ATOTEAEL TO KOPLO dEGUEVTIKO GLGTUTIKO. O OYKOC KATAVOUNG Elvat
pétprog, pe Vs mepimov 50 Adtpa.

Buopetooymuatiopdgs kot anoBoin

A7 ™ yopnyovuevn d6on g pipapolaumdvng, mepimov ta 2/3 vrdkewTal 6€ LETAPOAIKN

AOdOUN O, LE TO GO OO ALTO VO OTEKKPIVETOL KATOTLY PEGH TNG VEQPLKNG 000V KOl TO GAAO HIGO
péo® tv Kompavav. To tedikod 1/3 tng xopnyoduevng 600mG VIOKELTAL GE GUEST) VEQPIKN ATEKKPION
®G QUETAPANTN OPOCTIKH 0LGIO GTO OVPO, KUPIOE HEGH EVEPYOD VEPPIKNG OTEKKPIOTC.

H piBopo&apmivn petaporiletor péow tov CYP3A4, tov CYP2J2 ot pnyovicudv aveEdptntov tomv
CYP. H o&edotikn amodounomn tov popiov LopeoAvovns Kot 1) VIPOALOT| TV opdIKOV SEGUADV,
amoTELOVV TO KUpLo onueia fropetatpomne. Me Baon Tic in vitro £pgvveg, 1 piapoaumdvn gival Eva

VIOCTPOLUA TOV TPOTEIVOV petapopénv P-gp (P-yAlvkonmpwteivn) kot Berp (mpwteivn avtictoong
KOPKIVOL TOV HOGTOV).

H apetapinm ppapolaumdvn givar n onuovtikdtepn Evoon 6to avlpdnivo TAdGua, xopic TV
TapovGio LEOVaV 1| EVEPYDOV KUKAOPOPOUVI®V LETOoAMTOV. Me cuotnuatiky kaOapon mepinov
10 1/h, 1 prpapo&aumdvn pmopei va ta&voundei wg ovsia youning kadBapong. Metd v evooeiéPia
yopnynon ueg d6ong 1 mg, N nuiceia {on anékkpiong sivon tepimov 4,5 dpeg. Metd v amd
GTOUATOG YOpNYyNo™, N amékkpion mepropiletar omd to puud amoppdenonc. H arnékkpion tng
papo&aumdvng and 1o TAdcpo AapPavel yopa pe telkég nulmég and S €wg 9 dpeg oe veapd
dropa, kot pe tedkég Nulwég amd 11 g 13 dpeg 6TOVG NAIKIOUEVOG.

E1ducoi tAnBvcopoi

Dolo

Agv mopatnpiOnkoy kKAvikd oyeTilOUEVES dOPOPES OTIC POPUUKOKIVITIKES KO POPUOUKOOVVOUIKES
1010TNTEC LETAED AVOPMY Kal YOVUIK®V 0c0evVOV.

Hlxiouévos minBoouog

O nAkiopévol acbeveig mopovsiocay VYNAOTEPEG CLYKEVIPOGELG TAAGHOTOC 0o 0,TL 01 VEOTEPOL
aceveic, pe péoeg tinég AUC mepinmov 1,5 popéc vymAotepeg, Kupimg AOYm NG HEIOUEVNG
(QovopeVIG) OAKNG Kol veQPIKkng kaBaponc. Aev amatteital Tpocapuoyn T 00GoA0YiaS.

Aropopenikés koTnyopies fopoug

Axpaieg TpéG copatikov Bapovg (< 50 kg 1 > 120 kg) giyov pwovo pikpn enidopoomn oTig
GUYKEVTIPMGELS TG pPapolaumdvne 6to TAdoHo (Atydtepo amd 25%). Aev amatteiton Tposapuoyn TG
docoioyiag.

Arapoieticés o10popés

Agv mopatnpnonioy kKhvikd oyetilopeveg Sapuietikcég dapopég petaly Kavkdoiwv, pavpmv
Apepikavav, lomovopwvov, landvov 1 Kivélov ac0evdv d6ov apopd 6TIG popUAKOKIVIITIKES Kot
QOPLOKOOLVOLIKES 1010TNTEG TG PLBAPOEAUTAVNIC.
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Hrortikn dvolertovpyio

Kippotikol acBeveig e nma nrotikn dvciertovpyia (otadiov A katd Child Pugh) eppdvicav poévo
UIKPEG LETAPOAES OTIC POPLOKOKIVITIKES 1010TNTEG TNG piapoéaumdavng (avénon kotd 1,2 popég otnv
AUC g prpapo&aumdvng Katd HEco 0p0), oXEOOV GUYKPICIES LLE TIC OVTIGTOLYES Yl TNV OLAd
eAEYYXOL VYLDV aTOH®V. € KIppOTIKOVS 0oBevelg pe pétpla nratiky dvciettovpyia (otadiov B katd
Child Pugh), n péon AUC g pipapo&apmbvng avénnke onpoavtikd katd 2,3 popég oe GUYKPLON LE
vyteig eBehoviéc. H AUC tov pn decpevpévon goppakov avénonke katd 2,6 popég. Ot cuykekpipuévol
acBeveic elyav eniong petopévn veppikn anékkpion g ptpapolapndvne, Opota pe ekeivn Tomv
acBevav pe pétpra veppikr| duciettovpyia. Agv vdpyovv dedopéva o€ acbevels pe cofapn NmoTikn
dvodettovpyia.

H avactoAn tng dpactikdtnTag Tou Tapdyovia Xa avénonke katd éva cvvieheot 2,6 o€ acbeveic pe
LETPLO NTOTIKY SLCAELITOVPYiR GE GVUYKPLoN He Tovg LYlelg eBehovtéc. H mapdtaon tov PT avénfnke
opoimg katd éva cvvieheot 2,1. AcBeveig pe pétpio Nratiky] SUCAEITOVPYIO NTOV TEPLGCOTEPO
gvoicOntotl otn papoéoumdvn pe amotélecpa pio peyaldtepn kiion otn oyéon PK/PD peta&o
ovykévtpmong kot PT.

H piopo&apmivn avievdeikvotor o acBeveic e NmaTtiky vOGo oyeTlONeVN Pe dTopoyn TG TENG
TOV OUOTOG Kol KAVIKA oeTILOEVO KivOUVO arpopparyiag, GCOUTEPIAAUPBOVOLEV®VY TOV KIPPOTIKOV
acBevov pe Child Pugh B xau C (BA. mopdypago 4.3).

Negpikn dvolertovpyio.

Mapatnpndnke pio adEnon g €kBeong ot prpapolapmdvn oe CLGYETION UE HEIDOT TNG VEPPIKNG
Aerrovpyiog, Onmg a&loloyOnke péow peTpioemv kdbapons kpeatvivig. Xe acbeveis pe nmo
(kaBapon kpeatvivng 50 - 80 ml/min), pétpro (kdBapomn kpeatvivig 30 - 49 ml/min) kot coPapn
(k&Bapon kpeatwvivig 15 - 29 ml/min) veppikn SucAertovpyio, 0l GUYKEVIPADCES TAAGLOTOS TG
piapolaumivng (AUC) avéndnkay kata 1,4, 1,5 kot 1,6 popég avtiotorya. Ot avtiototyeg avéncelg
0TI POPUOKOOVVOIKEG OPACELG Ta EVTOVOTEPES. Xe acbeveic pe Mo, PETpLa Kot cofapt) VEPPIKT
dvodeltovpyia, 1 YEVIKN 0VOGTOAN TNG OPACTIKOTNTOG TOV Tapdyovta Xa avEnonke kotd éva
ocvvtereot 1,5, 1,9 ko 2,0 avrtiotolya, oe cuykpion ue vyieic eBerovtéc. H mapdraon tov PT
avéndnke opoing katd Eva cuvtedeotn 1,3, 2,2 kot 2,4 avtiototya. Agv VTapyovV deSOUEVE GE
acbBeveic pe kdBapon kpeatvivng < 15 ml/min.

AOY® ™S VYNANG GEGUEVOTG GE TPOTEIVEC TOL TAACUATOG, 1| pLfapoaundvn dev avouévetot 0Tt
umopei va givar apodtAicyo.

H ypnon de cuvictdron og acbeveic pe kdbapon kpeativivng < 15 ml/min. H pifapo&apndvn mpénet
va ypnoonoteital pe Tpocoyn oe acheveic pe kabapon kpeatvivng 15 - 29 ml/min (BA.
mopaypapo 4.4).

Dappoxokvntkd dedopéva og acheveig

e aoBeveig mov Edafav prpapoéoumdavn 2,5 mg dV0 QopPEC NUEPTGIMG Yo TNV TPOANYT
afnpobBpoufotikdv enelcodinv o acbeveig pe OZE, o yeouetpikdg pécog ouykévipwong (90%
TPoPAEYIHO ddotnua) 2-4 dpeg kot mepinov 12 dpeg puetd ™ 6001 (AvTITPOocMTEDEL TEPITOV TIC
UEYIOTEG KOl EAAYIOTEC CLYKEVTIPMGELS KATO, TN OLAPKELN TOV SUGTHIOTOG TG 006N C) NTav 47
(13 -- 123) k01 9,2 (4,4 - 18) mcg/l, avticToya.

2y E0T QOUPUOKOKIVITIKAV/QOPLOKOSVVAMK®OV 1010THTOV

H oyéon eoappaxoxivntikdv/eoppokoduvaukav wiottov (PK/PD) peta&d g ovykévipoong g
pipapo&aumdvng oto TAdoua Kot dtopopmv tTeMkmdv onueimv PD (avactodn mapdyovia Xa, PT,
aPTT, Heptest) a&ohoynOnie petd amd ) yoprynon evog peydiov evpovg docemv (5 - 30 mg 600
@opéc nuepnoing). H oyéon peta&d e ocvuykévipmong g ppapolaumdavng Kot e dpactnploTnTog
TOV TTaPAyovTo Xa TePLypaenke KoAOTEPQ Ao Eva LOVTELO Emax. 't 10 PT, T0 povtého ypappikig
ToapeUPOANC YEVIKA TEPLEYpayE KAADTEPA TA OEOOUEVA. AVAAOYQ LLE TO SLOPOPETIKA OVTIOPAGTHPLOL
PT mov ypnoyomomOniay, n kAion diépepe onuoviikd. Otav ypnoyomomnke Neoplastin PT, 1
apyu Ty PT ftav wepimov 13 devtepdrenta (s) kot 1 kAion rav wepinov 3 £wg 4 s/(100 meg/l). Ta
amoterléopata tov avaivoewv PK/PD ot edon I kot I tav cuvakdiovda pe o dedopuéva mov
TEKUNPLOONKOY € VYU ATOpAL.
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Houdratpikdg minbucuog
H aopddeia kot anotehecpatikdta dgv Exovv tekumplodel yia tig evoeitelg OXZE kot IN/ITAN yia
7018 Kot enPovug nAtkiog £og 18 etdv.

5.3 Ipoxiwvikd dgdopéva Yo TNV 06QIAELQ

Ta pn KAvikd dedopéva dev amokaAlvTTovy 1aitepo Kivovvo yio tov avBpono pe Bdon Tig
SLUPOTIKEG LEAETES PAPULOKOAOYIKNG AGPAAELNG, TOEIKOTNTAS Liag dOONGS, PMTOTOEIKOTNTAG,
YOVOTOEIKOTNTAG, EVOEXOLEVNG KAPKLVOYOVOL OPACTG KOl VEOVIKNG TOEIKOTNTAG,

O1 emdpaoeic Tov mapatnpenOnkay oe peléteg ToSIKOTNTOG ETAVOLAUPAVOUEV®Y 0OGEDY 0pEiloVTOY
KUPL®G OTNV EKCECTLACLLEVT] POPUAKOIVVOLIKT SpaoTnpldtnTa g piapoSapmdvng. XToug
apovpaiovg, mapatnpnonkav avénuéva enineda IgG kot [gA 610 TAACHA GE KAVIKG GYETIKG, ETTITESQL
éxBeomnc.

21006 apovpaiovs, dev mapatnpNONKay ETOPAGELS GTN YOVILOTNTA TV 0ppévev 1 Inkémv. Mehéteg
oe {da KatédeEaV TOEIKOTNTO GTIV OVATOPAY®YIKY] IKOVOTNTO GYETILOUEVN LE TOV POPLAKOAOYIKO
TPOTO OpaonG TS pRopo&apmdvng (w.y. apoppayikéc emmAlokéc). Euppuikn - veoyvikn to&ikomra
(amofoAn petd v epneHTEVCT], KOBLGTEPNUEVT)/TPOYDPTLEVT] OGTEOTOINGT), TOALOTAC NTATIKA
AVOIKTOYPOUO OTIYUOTA) KOOGS Kot ouENUEVT CLYVOTNTO EUPAVICTIC KOVAY SLOUAPTIOV Kol
peTafor®V Tov TAaKOOVTA TapaTnPNONKAY 68 KAMVIKG GYETIKEG GUYKEVIPADGELS TAAGULOTOS. TNV
TPOYEVVNTIKT] KO LETAYEVVITIKN LEAETT) GTOVG apovpaiovs, Tapatnpninke petopévn fuocipudtna
TOV ATOYOV@V € OOGELS TTOL NTa TOEIKES Yo ToL ONAEQL.

6. ®APMAKEYTIKEX TIAHPO®OPIEX
6.1 Kaotaloyog ekddymv

IMvpnvoc diskiov:

Aoktoln povoidpkn

Koppuedholn vatpiovyoc dwouctavpoduevn (E468)

Natpro Aaovpvrodeukd (E487)

Yrpoperroln 2910 (ovopaotikd 1Emdeg 5,1 mPa.S) (E464)
Mikpoxpvotariikn kuttapivn (E460)

KoAloedég avoopo o&eidio moprtiov (ESS51)

Mayvnoio oteatiko (E572)

EmukdAivyn diokiov:

Maxpoyoin 4000 (E1521)

YrpoueArdln 2910 (ovouactikd 1Endeg 5,1 mPa.S) (E464)
Traviov do&eido (E171)

Z1dnpov o&eidro kitpvo (E172)

6.2 AocvupatoétnTeg

Agv gpapuodletat.

6.3 Awdpkera Long

2 ypovia.

Opvppatiopéva diokia

Ta Opoppaticpéva dioxio prlapoaumdavng eival 6tabepd 610 vepd Kol GTOV TOATO PNAOL £1G Kot 4
MpPEC.
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6.4 Iowitepeg TPo@LAGEELS KOTE TNV OAXEN TOV TPOIGVTOS
Agv vTapyovv €1d1KEG GUVONKEC dLOTHPNONG Y10 TO TPOIOV AVTO.
6.5 @von Kal GLETATIKA TOV TEPLEKTY

Avdpoaveg koyéreg PVC/aiovpiviov og cuokevacieg tmv 28, 56, 98, 100, 168 1| 196 emtkaivppuévov
pe Aemtd vuévio dokimv N d1dtpnteg Kuywéreg povig doomg twv 10 x 11 100 x 1 diokiwv.

OuAn and HDPE pe Aevkd adiopavég modpo ac@aieiog ywo to mondld amd TOAVTPOTVLAEVIO Kol
TAPEUPUCHO TOV €YEL ETEVOVOT ETUYDYIKNG GPPAYIong. Zvokevacia 30 1 90 emkalvppévaov pe Aento
VUEVIO dioK®V.

OuoAn a6 HDPE pe Agvkod adropavég PomTd mopa pe cuvexég GIelpmua amd TOAVTPOTVAEVIO KoL
TaPEUPLVOLO TOV €YEL ETEVOVOT| ETOYWYIKNG GPPAYIOTS. Xvokevacio S00 emkaAVUUEVOV UE AETTO
VUEVIO dioK®V.

Mmropei va v KuKAOQOpoUV OLEG 01 GLGKEVAGIES.
6.6 Iowitepes mpo@uAdEers amdppyns Kar GAAOG YEIPLONOS

Kdabe aypnoiponointo eappokevtikd mpoidv 1 VIOAELUO TPETEL VO, ATOPPITTETOL COUPDVA LE TIG
KOTO TOTOVG IGYVOVGES GYETIKES OLUTAEELG.

Opvppatiopods dokiov

Ta dwokia prpapo&apmdvng propovv va Bpvpupatictody Kot va evaropnfodv oe 50 ml vepod kot va
xopNnyNBovV PHEG® PVOYAGTPIKOD GCOANVE 1] COAVO YOGTPIKNG GiTioNg HeTd omd emifePaimon g
TOMOHETNONE TOV GOANVA EVTOS TOL GTOUAYOV. TN GUVEXELN O GCOANVOG TPENEL Vo, EETAEVETAL UE VEPO.
Agdopévov 6t 1 amoppdenon s ppapoapmivng eaptdral and T B€omn g aneievBipmaong tng
dpacTIKNG ovsiog, 1 yopnynon g PBAPOEUUTAVIG M TOV GTOUMYOV TPETEL VO, ATOPEVYETAL, AVTO
UTOPEL VoL 00TYNGEL GE UELMUEVT] ATOPPOPNOT) KOl KOT' aVTOV TOV TPOTO HEI®UEVT €KBeon otnV
dpaotikn ovoin. Agv amatteitol eviepiky oition auécmg LETE T yopynon Tov diokiov Tov 2,5 mg.

7 KATOXOX THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavia

8 APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/20/1488/001-011

9 HMEPOMHNIA INPQTHXE EI'KPIZHY / ANANEQYXHY THX AAEIAX
Hpepounvia npodtng €ykprong: 16 Noegufpiov 2020

Hpepounvia tedevtaiog avavémong: 6 Avyovotov 2025

10 HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopep) TANPOPOPLIKA GTOLYEID Y10 TO TAPIV PUPUAKEVTIKO TPOIOV £ivar O100£G1La GTOV SIKTLOKO
t6mo Tov Evpaonaikod Opyavicpov Goppdkov http://www.ema.europa.eu/.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 10 mg emkaAvppéva pe AeTTO LUEVIO dloKia

2. MOIOTIKH KAI MOXOTIKH XYNGEXH
Kabe emkaivppévo pe Aemtd vpévio diokio mepiéyel 10 mg papo&apmbvng.

"Exdoyo ue yvootéc dpdoelg

Ké0e emkaivppévo pe Aemtod vpévio diokio mepiéyet 27,90 mg Aaxtolng (og povobidpikn), BA.
Tapdypoo 4.4.

I'a Tov mpn katdhoyo Tov exddywv, BA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwaioppévo pe Aemto vpévio diokio (d1okio)

ZTPOYYLAL, GUPTIKVPTO ETUKOAVUUEVO, e AETTO VEEVIO dlokia avolkToD pol €mg pol ypdUaTog, 1
duapetpo mepimov 6,00 yA., pe yopaypévn v évoelgn «IL1» otn pio dym ko yopig £vosiEn oty
GAAN Oym.

4. KAINIKEX IAHPO®OPIEX
4.1 OgpomevTIKég evoeitelg

[Ipoinyn g erePinc OpopPoepforng (POE) oe evniikovg acbevelg mov vrofailovion oe
EKAEKTIKT] YELPOVPYIKN EXEUPOAOT AVTIKATASTACNG 1OYIOV 1 YOVATOG,

Bepomeio ¢ ev T Padel prefikng Opoupwong (EBDOO) kot ¢ mvevpovikng eufoing (ITE) kot
TPOANYM NG vtotpomng TG EBOO ko g I1E og evniikovg (PA. mopdypago 4.4 yia tovg
apoduvapkd actabeic aoeveig pe T11E).

4.2 Aocoloyio kot TpOTOGg YopNyNoNS

Aocoloyia

Llpoinym e POE oc evyiikovg aobeveis mov vrofdlioviar e exiekTikyg yeipovpyiky exéufoon
OVTIKATAOTOONS 1oYI0D 1 YOVOTOS

H ocvvietdpevn d6on givar 10 mg piapoéapndvn Aapupoavouevn amd Tov 6TOUTOC Amas nuepnoimg.
H apykr 66om mpénet vo, AapPdvetar 6 émg 10 mpeg petd tn yeipovpyikn exépPacn, epdcov £xel
emtevyfel cpooTao.

H dudpxera g Oepaneiog eaptdrarl and Tov atopkd Kivouvo mov datpéyet o ke acbevig yio
oAePikn OpopPosuPoin, o omoiog kabopiletatl amd TOV TOTO TG OPHOTUSIKNG YEPOVPYIKNG
eméuPaonc.

. Mo acBeveic mov vroPdAlovral e peilova yepovpyikn enEUPAcT 1GYI0V, GUVIGTATOL
dudpketa Bepaneiog S efoopddmv.
. Mo acBeveic mov vroPdAilovral oe peilova yeypovpyikn ETEPPAcT YOVOTOG, GUVICTATOL

duapketa Bepamneiog 2 efdoudowv.

Edv maporeipbei pio 600m, o acbevig mpémet va mapet To Rivaroxaban Accord apécwmg kot
KATOMV VO, GUVEYIGEL TNV EXOUEVN UEPO e TPOGANYT Aol NUEPNGIMG OTMG TPOT|YOVUEVMG,.
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Ocporeio ths EBDO, Ocparncio g IE kor mpoinyn s vmotponns ts EBPO ko e IIE
H ocvvietdpevn d6om yio v apykn Oepameia tng ofelag EBOO 1 T1E givar 15 mg dvo popég
NUEPN TS Y10 TIC TPDOTES TPEIS ELOOUAOEG, akorovBovpevn amd 20 mg draé nuepncing yio

ovvéyion g Bepaneiag kot v TpdAnyn g vrotpomig thg EBO® kon g ITE.

H pkpn Sdpkera Bepaneiog (Yo tovddyiotov 3 pnvec) Ba mpénet va eEgtaleton oe acheveig pe
EB®O 1 I1E mov npoxoieitor amd peiloveg mopodikong mapdyovteg Kivdvvov (dnA. TpOGOATo
coPapd yewpovpyeio N Tpadpa). H peyodotepn didpketo Oepaneiog o mpénet va e&etdleton o
acBeveic pe mpoxkAnty EB®O 1 I1E wov dev oyetileton pe peiloveg mopodikovg mopayovteg
Kwvdvvov, anpdkintn EBO®O 1 I1E, 1 wotopikd vrotponng EBOO 1 I1E.

Orav gvosikvuton Tapatetapévn tpoAnym g vrotponis EBO® ko ITE (petd v ohokAnpwon
TovAdylotov 6 unvov Bepamneiag yio EBOO 1 I1E), n cuvictdpevn 8o givar 10 mg dmoé nuepnoing.
Y& aobeveig oTovg omoiovg o kivovvog vrotponrg EBD®O 1 I1E Bempeitar vyniodg, 0Tmg ekeivol pe
EMTEMAEYUEVEC GLVVOOT|POTNTEG, 1 EKEIVOL TTOVL £YoVV gupavicel vrotpon] EBO® 1 I1E evd
Adppavav apoteTopévn TpoANy pe Rivaroxaban Accord 10 mg dnaé nuepnoing, Oo npénet va
e€etdleton o doom ppoposaumdvng 20 mg dna nuepnoing.

H dudpxeta g Oepameiog kot 1 emhoyn TG 000MG TPEMEL VA EEATOMKEDOVTOL LETA OO TPOGEKTIKY
a&loddynon Tov opélovg TS Bepameiag Evavtt Tov Kivdvvou arpoppayiog (PA. mapdypaeo 4.4).

Xpovikn mepiodog A0coroY1KO TPdYpappe | ZUVOMKN NUEPTIOLOL
doom
Oepoaneio Kot TpOANYM Hpépa 1 - 21 15 mg Yo popég 30 mg
™¢ vrotponnc EBOO NUePNGimC
xo I1E
Huépa 22 xon €€ng 20 mg amoé nuepnoing | 20 mg
[Ipdinym g Metd v ohokAnpwon | 10 mg drna& nuepnoing | 10 mg
vrotporc EB®O® kot | tovAdyiotov 6 unvov il 120 mg
I1E Oepaneiog yio EBOO 1 | 20 mg dnoé nuepnoing
I1IE

INoa vo, vroompyBei  petdPacn g docoroyiog amd 15 mg og 20 mg petd tnv Huépa 21, givan
Swbéoiun cvokevooia Evaping tecodpmv efdopddwy Tov Rivaroxaban Accord yia tn Ogpaneio g

EB®O /IIE.

Edv maporeipbei pia 6601 katd tn d1dpkelo, TG eaong Oepameiog tmv 15 mg d0Vo popég nuepncing

(uépa 1 - 21), o acbevig mpémet va mapel To Rivaroxaban Accord apéomc yio va Sloc@oAcTel 1)

wpocinyn 30 mg pipapoaundvng nuepnoime. Xty Tepintwomn avth, Lropovdv va Anedovv 600
dwokia tov 15 mg tavtoypova. O acbevic Tpémnel va cuveyicel TNV ETOUEVT] NUEPQ LE TNV KAVOVIKN
TpoOcAny” TV 15 mg 600 opéc nuepnoimg, ONWOC GLVICTATOL.

Edv maporeipbei pio 66om katd tn didpkea tng eaong Bepomeiog dmaé nuepncing, o acbevig
npénel va, mhpel To Rivaroxaban Accord apécmg Kot va, cuveyIiceL TNV EXOUEVT NUEPA. LUE TNV
wpocAnym anaé nuepnoimg, 6nwg cuviotdral. H d6on dev mpénet va Simhaclootel evidg g 1010G

NUEPOS Yo va avamAnpmBel n d6o1 mov mapoieipOnke.

Aldoyn omo avraywviotés g Piropivis K (ABK) oty pifapolouravn
INa acBeveig vd Bepamevtikn aywyn yioo EBOO, ITE kot mpdinym g vwotponng, 1 Oepamneio pe
ABK mpénet va drokomel ko va Eekvioel 1) Oepaneio pe to Rivaroxaban Accord 6tav n tyur] INR

givan < 2,5.

Kotd v adloyn acBevov and ABK ot pifoapoapmdyn, ot Tipnég Atebvoidg Oparomompévng
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Xyéonc (INR) Ba givor wevdmg avénuéveg Hetd v mpdcinym g pipaposopmdvng. To INR dev
glvat £yKvpo Yo TN HETPNON TNG AVTITNKTIKNAG OPASTIKOTNTOS TNG PBUPOEAUTAVIG, CUVETMOG OV
npénel va, ypnoiponoteital (BA. mapdypapo 4.5).

Aldoyn omo ™ pifapolouravn oe aviaywviotég g frrouivyg K (ABK)

Yrdpyel mBovotnTo averapkoDs OVTITNKTIKNG 0y®YNG KOTA TN SidpKeLn TNG LETAPaoNC oo T
pipapo&aumdvn oe ABK. H cuveyrg emapkng aviumnKtikn aymyn Tpénet va Stoc@oiiletal katd )
SlapKeELn OTOLGONTOTE HETAPAOTC G€ £va, eVOAAOKTIKO avTinkTiko. [Ipénet va onuelnbel 0tin
pipapo&aumdvn puropei va cuvelspépet og avénuévo INR.

e aoBeveig vo aAlayn omd ™ papoaundvn oe ABK, ot ABK mpémet va yopnyovvron
tavtoypova peypt o INR va givon > 2,0.

I"oa t1g TpdTEC dV0 NUEPES TG TEPLOSOV LETATPOTNG, TPEMEL VAL YPTCULOTOLELTAL 1) TUTIKY| OPYIKY|
docoioyia twv ABK akxoiovBobpevn and docoroyia ABK, dnwg kaBodnyeitatl and éleyyo tov INR.
Evoowm o1 acBeveig LapPavovy tavtoypova piapolapndvn kot ABK, to INR dev mpénet va
eMéyyeton vopitepa amd 24 dpeg LETA TNV TPONYOOUEVT dOGN, AALA TPV amd TNV EMOUEVT] OGN TNG
pipapo&aumdvng. Aeov to Rivaroxaban Accord dwakomei, 0 Edeyyog Tov INR pmopel va yivet
a&omioto TovAdylotov 24 dpeg uetd v tedevtaia 60om (PA. mapaypdpovg 4.5 kot 5.2).

ANoyn omo TopeEVTEPIKG AVTIINKTIKG, o€ pifopoloumovy

INa acBeveic mov AapPavovy enl Tov TOPOHVTOG VA TAPEVTEPIKO AVTITNKTIKO, SIOKOYTE TO
TOPEVTEPIKO avTINKTIKO Kot Egkviote T prpapoéaumavn 0 £og 2 dpeg Tpv To ¥povo o Oa
€XOPMYEITO 1 EMOLEVT] OO TOL TOPEVIEPIKOD POPLUKEVTIKOD TPOIOVTOG (). NTapiveg Kpov
HOpLaKoD BApovg) N KOTA TO XpOVO SIOKOTNG EVOG GUVEXMG YOPNYOVUEVOD TAPEVTIEPIKOD
QOPUOKEVTIKOD TPOIOVTOG (.Y, EVOOPAERLO LN KAAGHATOTOMUEVN NTOPivn).

Aldoyn omo ™ pifapoloumavn o€ TOPEVIEPIKG OVTITHKTIKG,
Xopnynote v pmTn 00GT TOL TAPEVTEPIKOD OVIUTNKTIKOD KOTA TO XpOvo Tov Ba Empene va
ANoeOel n emodpevn 06on ¢ prpapoaumdvng.

Ewwoi wAnbuvcuoi

Neppixn dvoleitovpyio.

[epropropéva kKAviKa dedopéva, yio acbeveic pe coPapn veppikn dvsiertovpyia (kKaboapon
KpeaTvivig 15 - 29 ml/min) vrodekvhouv OTL Ol GLYKEVTIPMGELS PROPOEAUTAVIG GTO TAAC LA
aLEAVOVTOL GIUOVTIKA. ZVUVEN®G, TO Rivaroxaban Accord mpémet vo xpnoiponoleital pe Tpocoyn
GTOVG oLYKEKPIUEVOLG acbeveic. H yprion de cuvictdral oe acheveic pe kdbapon kpeativivng < 15
ml/min (BA. mapaypdeovg 4.4 kot 5.2).

- IMa v 7poinyn g POE oe evniikovg acbeveig mov vrofdArloviol 6 EKAEKTIKT
YEPOLPYIKN EXEUPACT OVTIKATAGTOUOTG 1GXI0V ] YOVATOG, OEV OIOLTEITOL TPOGUPUOYT TG
docoroyiag oe acBeveic e o veepikn dveAettovpyia (kdOapon kpeaTvivig
50 - 80 ml/min) N pétpra veppikn duciertovpyio (kdBapon kpeatvivng 30 - 49 ml/min)
(BA. mapdypogo 5.2).

- INa ) Bgpancia g EBOO, Oepaneio g IIE ko wpdAnym tng vrotpomig g EBOO kot g
IIE, dev amatteiton Tpocapuoyn g d0c6oroyiag and T cuVIeTOUEV dOCT 6 aohevelg e o
veppikn dvciettovpyia (kdBapon kpeatvivng 50 - 80 ml/min) (PA. mapdypago 5.2).

e aoBeveig pe pétpa (kdBapon kpeatviving 30 - 49 ml/min) 1 coPapn veppikn dvcreitovpyia
(kaBapon kpeatvivng 15 - 29 ml/min): o1 acOeveic mpénet va Aaufdavovy Bepomeia pe 15 mg
000 Popéc NuepNSimg Yo TIC TPAOTESG 3 BOOAdES. TN CLUVEKELD, OTAV 1| GUVICTAOUEVT] OOON
glvon 20 mg dmag nuepnoimg, edv N a&loAdyNoN Kivduvou Tov aebevoig Yia atpoppoyio
vreptepel Tov Kvduvov vrotponng g I1E kot g EBO®O 0o npénet va Aappdvetot vmoyn pio
peiwon g 06ong amd 20 mg dnaé nuepnoing oe 15 mg dnaé nuepnoing. H cdotaon yio
ypnon tov 15 mg Bacileton oe PK povtého kot dev €xetl pedetnBel oTig cLYKEKPIUEVES KAVIKEG
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ouvOnieg (BA. mapaypdpovg 4.4, 5.1 ko 5.2).

Otav 1 cuvictdpevn 600 givar 10 mg droé nuepnoing, dev amaiteitol TpocapUoy TG
30G0A0YI0G Ao TN GUVIGTOUEVT] dOOT).

Hrartikn dvalertovpyio,

To Rivaroxaban Accord avtevdeixvotal oe acheveic e nmatikn vOG0 oYETILOUEVT LLE dLOTOPOYN
™G mNENG TOL alipatog Kot KAvikd oyetilopevo Kivovvo arpoppayiog, coumeptiapfavopéveoy
Kippotikev acdevaov pe Child Pugh B kot C (BA. Tapaypdpovg 4.3 kot 5.2).

Hliaowuévos ninboouog
Agv amaiteitonl Tpocappoyn g docoroyiog (BA. mapdypapo 5.2)

2oupatiko fopog
Agv amaiteitonl mpocappoyn g docoroyiog (BA. mapdypapo 5.2)

Dolo
Agv amaiteiton mpocappoyn g docoroyiog (PA. mapdypapo 5.2)

Taidrazpiros minBoouog

H acpdiela kot ) amotedespotikotnta g pipapoaundvng o€ modid niiog 0 €mg 18 etdv dev
€xovv akopa texunpumbet. Aev vapyovv dtubéotpa dedopéva, cuvendmc, To Rivaroxaban Accord
dev ouvioTdTon Yo ypon o€ moudid nAkiog kiTm tov 18 etmv.

Tpomog yopnynong

To Rivaroxaban Accord givat yio amd 6TOUATOG XPAOT).
Ta dioxio pwopovv va Anebovv pe 1 yopic Tpoen| (PA. mapdypago 4.5 kot 5.2).

Opovupotiouoc diokiwv

Mo acBeveic mov dev umopovV Vo, KoTamwiovy oAoKANpa diokia, to diokio Rivaroxaban Accord umopei
va Opvppatiotel kot vo avopeydei pe vepo 1 TOATO UAAOL ApECHS TPV TN YPNON Kot va yopnynOei
0tO TOL GTOUNTOG.

To Opoppoticpévo diokio umopei emiong va yopnynbdei uéom yootpik@v coinvov (PA.
TaPOypAeovg 5.2 Kat 6.6).

4.3 Avtevoeigelg

YrepevoioOnoio 6t dpactikn ovoia 1| 6 KAmo1o amd To £KO0Y TOV AVUPEPOVTIL
otV mopdypoeo 6.1.

Evepyog khvikd onuavtikn aipoppayia.

BAapn M xotdotoon, ebv Oempeitol 0Tt amoteLel onuovTiKd Kivouvo yio cofapn aioppayio.
Av16 pmopet va mepthapfdvel Tapovoa 1| TpdSEATY YOoTPEVTEPIKN eEEAKMOT, TapoVTia
KaKoNOdV VEOTAAGUATOV G€ VYNAO Kivouvo aipoppayiog, TpOcPATH KAKMOT TOV YKEQPAAOL 1)
NG GIOVOLAMKNG GTAANG, TPOSPATN XEPOLPYIKT ETEUPAUCT] EYKEQPALOV, GTOVOVAIKNG GTNANG M
0POOAUDY, TPOGPATT) EVOOKPAVIOKT OLOPPAYit, YVOGTOVS 0160(PayIKoDS KIpGoUE 1] LITOVOLL
OropENG Toug, apTNPLOEAEPDIEIC SUCTANGIEG, ayYELNKE 0VELPOGHOTA ) GOPAPEG EVOOPPOYLOIES 1
EVOOEYKEPUMKES Oy YELOKES OV LUATLEC.

H tavtoypovn Bepaneio pali pe A o avTimnktikd ww.y. un kKiaopatomomuévn nrapivny (MKH),
nmapiveg PiKpov poprokov PBapovg (evolamapivr, SaAtemapivn KTA.), Tapdywyo nropivig
(fondaparinux ktA.), awd 6TOUATOS AVTITNKTIKA (Bap@apivn, eTe€likn| dopryatpdvn, omEaumdavn
KTA.) OEV GUVIGTATOL EKTOG EWOIKMV GLVOT KOV 0AANYNG avTImNKTIKNG Oepameioag(BA.

mapdypoeo 4.2) | 6tav 1 MKH divetal o€ 06G€1¢ amopaitnTeg yio T dloTpnon VoG AVOlKToD
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KEVTPIKOV PAEPoV 1 aptnprakod kabempa (PA. mapdypoeo 4.5).

Hratum vocog oyetilopevn pe dratapayn e TENG ToV aiplotog Kot KAVIKG oXeTILOUEVO
Kkivduvo arpoppayiog, copmeprrappavopuévoy Kippotikov actevov pe Child Pugh B kot C (PA.
TapAypoaeo 5.2).

Kimon kot Onraopog (BA. mopdypago 4.6).
4.4 Ewdwkéc mpogrtdomonoels Kol TpoPuAaEels KaTd T (p1on

ZUVIGTATOL KAVIKT TOpakKOA0VONoT GOUO®VO LE TNV AVTITNKTIKY TPOKTIKY Kab' OAn ™ didpKea g
Oepameiog.

Kivovvog oupoppayiog

Onwg kot pe Ao avTmnktikd, ot acBeveig mov Aappdvovv Rivaroxaban Accord 8o mpémet va
TOPUKOAOLOOVVTAL TPOGEKTIKG Yol oMueia. apoppayiog. ZUVIGTATOL 1] TPOGEKTIKT ¥PNON G
KATOOTACELS Pe avEnévo kivouvo atpoppayiag. H yopriynon tov Rivaroxaban Accord Ba mpémet va
SdwakonteTon edv mapovctaotel coPfapn apoppayia (PAr.wapdypapo 4.9).

2116 KMVIKEG HEAETEG, apoppayieg amd Tovg PAevvoyovoug (dnA. emiotaén, omd To 0V A, TO
YOGTPEVTEPIKO, TO OLPOYEVVNTIKO GUUTEPIAAUPAVOUEVTG U1 PVGIOAOYIKNG KOATIKNG optopparyiog 1
ALENUEVNC EUUNVOL POOTG) KoL ovaiLLios TopatnPeONKay o GLYVE KOTA TN SIUPKELN TNG
pakpoypoviag Oepomeiog pe pipoapoapmivn oe cOykpion pe ) Oepaneio pe ABK. Xvvenwmg,
EMTPOCHETO GTNV EXAPKN KAVIKT] TOPAKOAOVON O, EPYACTNPLOKES LETPTOELS TNG
apoceapivng/opatokpitn o propovoay va etvat yproeg yio v aviyvevon Aovldavovoag
QLLOPPAYiog KO TNV TOGOTIKOTOINGT) TG KAVIKNG ONUAGTOG TNG KOMNANG aploppayiog, OTmg
Kkpivetat amapaitnro.

Optopéves vToopades 0oBevdv, OTMG avaypAPETIL TAPUKAT®, £XOVV avENUévo Kivouvo
alpoppayiag. Avtoi ot acbeveic Tpémel va TapakoAovOoVVTOL TPOGEKTIKA Y10, GNUELN Ko
GUUTTMUOTO OLUOPPUYIKDY ETUTAOKOV Kol avolpiog uetd tnv Evapén g Oepomeiog (BA.
napdypago 4.8). Xe acheveic mov AapPavovv pipapofaundvn yio tpdinyn e POE petd and
EKAEKTIKY] YEPOVPYIKT EMEUPOAOT AVTIKATAGTACTG 100V 1 YOVATOG, AVTO UTOPEL va Yivel HEC®
TOKTIKNG QUOIKNG e€€TAONG TOV 060evdV, GTEVIG TOPAKOAOVONOTG TNG TOPOYETEVOTG TOV
YEPOLPYIKOV TPADUATOG KOL TEPLOSIKMDY LETPHCEDV TNG OUOGPALPIVIG.

Omnoladnmote avegnynn TTAOT TNG ALLOCPAPIVIG | TNG OPTNPLOKTS TECTG TPENEL VAL 0ONYCEL GE
SlEPELYVNON Y1 CLLOPPAYIKT ECTIOL.

Av xou m Oepamneia pe pipapolapndvn dev amartel mapakorlovOnon g Ekbeong wg eEétaon povtivag,
N pétpnon tev enmédov pipapoéoauravng pe po fadpovounuévn mocotiky eE€taon LETpnong g
dpaCTIKOTNTAG £VOVTL TOL TTopdyovTo Xa pumopel va eivor yxpiotun o€ eEUIPETIKES TEPIMTMOGELS, OTAV 1)
yvoon g ékBeong ot papolapundvn propei va fondncel otn AMyn KMVIKGV amopiceE®V, T.Y.
VIEPOOGOAOYIN Ko emetyovaa eyyeipnomn (PA. mapaypdaeovg 5.1 kot 5.2).

Neppkr) dvciettovpyio

e aoBeveic pe coPapn veppikn dvoAertovpyio (kdBapon kpeotviviig < 30 ml/min), to exinedo TG
piapo&aumdvng oto TAdopa propei va anénbovv onuavtikd (1,6 eopéc katd Héco 0po), 0dNYDOVTAG
o€ avuénuévo kivouvo apoppayiog.

To Rivaroxaban Accord mpénetl va ypnoonoteitol pe Tpocoyn o€ acbeveic pe kédBapon kpeatvivng

15--29 ml/min. H ypnon d¢ cvvictdton o acobeveig pe kabapon kpeatvivng < 15 ml/min (BA.
mapaypdeovg 4.2 kot 5.2).
e aoBeveig pe pétpro veppikn dvciettovpyia (kdBapon kpeotvivig 30-49 ml/min) otovg omoiovg

GLYYOPNYOOVTOL GALD QUPLOKEVTIKE TPOIOVTO T 0010 ALEAVOVV TIG GLUYKEVTPMGELS
piapo&aumdvng oto TAdopa to Rivaroxaban Accord mpémetl va ypnoyomoteiton pe tpocoyn (PA.
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Tapdypoo 4.5).

AMNAETIOpaoT UE GALD QOPUOKEVTIKG TPOTOVTQ

H ypnion tov Rivaroxaban Accord dev cuvictdtal og aofeveic 6ToVg 0MOiOVG GLUYYOPNYEiTAL
cvotnpatikn Beponeio pe avripokntiaccés alores (0nmg ketokovaloin, itpakovaloin,
Bopucovaloin kor molaxovaloAn) | avaotolreig Tpwtedong tov HIV (m.y. prtovafipn). Avtéc ol
dpaoTiKéG ovoieg eivat 1oyvpol avactoreic Tov CYP3A4 kot tng P-gp ko cuvenmg pmopodv va
aLENCOVV TIG CLUYKEVTPOGELG TNG PPAPOEAUTAVIG OTO TAAGHO, G KAVIKA oyeT opuevo Badud (2,6
QOPEC KATh LEGO 0PO), TO omoio pmopel vo odnynoet o avénuévo Kivovvo apoppayiog (BA.
Tapdypoaeo 4.5).

Amarteiton mpocoyn €Gv 6Tovg 0shevelg GuYYopTYOHVTOL POPUOKEVTIKE TPOTIOVTE, TOV ETNPEAiOVY
TNV UUOCTAON, OTOG [T GTEPOEIN AVTIPAEYLOVAOIT QAPUAKELTIKA TTpoiovto (MEAD),
AKETVAOGOMKVALKO 0EL (AZO) KOl OVAGTOAEIG TNG GLGCMPEVGNG ULLOTETAAIDV 1) EKAEKTIKOL
avaoTOAEIC ETaVOTPOSANYNG GEpoTovivng (SSRI) Kot avacToAElc EXOVUTPOGANYNC VOPETIVEQPIVIG-
ogpotovivng (SNRI). INa acBeveic mov datpéyovy Kivouvo EAKDI0VE YUGTPEVTEPIKNG VOGOV, UTOPET
va g€etaotel o KaTtdAANAN Tpoeuiaktikny Bepansia (BA. Tapdypago 4.5).

AM\OL TTOPGYOVTEC OIUOPPAYIKOD KIVOVVOU
Onwg kot dAlotl avtifpoufotikoi Tapdyovieg, 1 ppapolaumdvn de cuviotdton o 0cOEVeEig e
avénpévo Kivouvo alpoppayiog, OTog:

o GUYYEVELG 1] EMIKTNTES OLUOPPOYIKES SLOTAPOAYES
o LN eAEYXOUEVT] GOPOPN APTNPLOKT) VITEPTOOT)
o GAAN YOoTPEVTEPIKT VOCOG YMPIG EvEPYO EEEAKMOT OV SLVNTIKA UTOPEL VO 00N YOEL GE

EMITAOKEC atpoppayiog (7). PAEYUOVAOING VOGOG TOL EVIEPOD, O1G0PAYITION, YOOTPITION Kot
YOGTPOOIGOPAYIKT] TAAVIPOUIKT VOGOG).)

o ayyeloKn apeipAnctposidondadsio

. Bpoyyextacio 1 1GTOPIKO TVELUOVIKAG ALLOPPOYIOG

AocBgveic pe kapkivo

Ot acBeveic pe kaxonn voco umopel Tovtdypova, va StaTpéyovy LeYoADTEPO Kivouvo atpopporyiog Kot
Opoupwone. To e&atopikevpévo 6@erog g avtiBpopPotikng Bepaneiog Tpémel va otabuileton Evavtt
TOV KIvOUVOL aupoppayiog o acobeveic e evepyo kapkivo kat eEaptdton amod tn 0Eom Tov OyKov, TNV
avTIVEOTACHOTIKT Bgpoameio Kut T0 6TAd10 TN VOGov. Ot dykol Tov vTomtilovTol GTO YOGTPEVTEPIKO
1 OTO OLPOTOLOYEVVITIKO GUGTNLA £XOVV GUGYETIOTEL E AVENUEVO KIVOLVO OLOPPOYiOG KOTA TN
duapkela tng Oepamneiog pe pipapooumdvn.

e aobeveig pe kokonOn veomhdopota pe vynAd Kivovvo apoppoyiog, 1 ypnon g pipapo&aumdvng
avtevoeikvotar (BA. mapdypaeo 4.3).

Aocbeveic ne mpocetikéc farPidec

H pipopo&apmivn o Ba mtpénet va ypnotponoteital yio Opopporpoporatn o acbeveig mov Eyovv
voPANOel Tpoceato ce dakabeTploky avtikotaotact aoptikng Parfidag (TAVR). H acedieia
KOl OTOTEAECUATIKOTNTA TNG pLaposaumavng dev Exovv pueketbei oe acbeveic pe mpocbetikég
Kapdlokég ParPideg. 2g ek TOVTOL, dEV VTAPYOLY SEGOUEVO TTOV VL VTTOCTNPILoVY OTL N
pipapo&apumbvn TapEXEL EMAPKT OVTITNKTIKY 0pAcT] 6€ avTdv Tov TANBucud acBevav. H Bepameia pe
Rivaroxaban Accord dev GUVIGTATAL Y10 TOVC GLYKEKPLUEVOVE 0oOEVEIC,

AcBeveic pe avTipmoQoMmOKO cHVOpOLO

Ta dpeca dpdvta amd Tov otdépatog avtmnktikd (DOACs), counepthapfoavopévng e
piRapolaumdvng dev cuvicT®VvTol o€ acbeveig e 1otoptkd OpouPmong pe dayvOoUEVo
AVTIPMGPOATIOIKO uvopopo. [Tio cuykekpéva og acbeveig mov eivor BeTIKOL Kot OTIG TPELS
dokipacieg eEAEyyov (OVTUTNKTIKO TOV AVKOV, OVTIKOPOIOMTIVIKG AVTICOUOTO KOl AVTICOUOTO EVOVTL
™m¢ B2 -yAvkonpwteivng 1), n Bepaneio pe DOACSs gvdéyetor va cuoyeticbel pe ovénuévo Kivouvo
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gueaviong vrotponaloviav Opoupatikdv encicodimvy, e GOYKPIoN Ue Depameia TOV avVTay®VIGTOV
g Prrapivne K.

XELPOLPYIKT OTOKATAGTOCT) KATAYUATOS 16Yi0V

H pioapo&apmivn dev éxel peketnBel oe mapepfotikég kKAvikég peréte o€ acbeveig mov
VIOPAALOVTOL GE XEPOVPYIKN EMEUPOCT] OTOKATAGTOOTG KOTAYUOTOG IOYI0V Yo TNV
a&1oAdYNoN TNG OMOTEAECUATIKOTNTOG KO TNG OCPAUAELNGS.

Ayodvvopukoc aotadeic ocbeveic ue mvevpovikn epBoin 1 acheveic 6Tove omoiove aronteitol
OpouPdrvon N_mvevpovikn epfolextoun

To Rivaroxaban Accord g cuVIGTATOL OG EVOALUKTIKO TNG U1 KAAGUOTOTOUUEVIG NTTOPIVIG GE
acBeveic pe mvevpovikn gpPoin ot omoiot etvon apodvvapukdg actabeic | mov propel va Adfovv
Bpouporvon 1 va vroPfAnBoOV e TVELUOVIKY| EUPOAEKTOUR QPO 1| AGPAAELD KoL 1)
ATOTEAEGUATIKOTNTO TNG PIPOPOEANTAVIG OEV £xEl TEKUNPLOOEL GE AVTEC TIG KAVIKEG KOTAGTAGELC.

Poyraio/emorinpidiog avarsOnoia 1 mapakévinon

Orav ypnoipomnoteitor vevpa&ovikn avaicinoio (paylaio/emickinpidiog avoicdnocio) 1
poylaio/emiokAnpidlog mapoaKEVTNon, ot acbeveic Tov Bepamedovtarl e avtifpoufmTikong
TAPAYOVTES Y10 TNV TPOANYT OpopfoerfolikdV eTTAOKOV S10TPEYOVY TOV KIVOLUVO avATTLENG
EMOKANPId10V 1} EVOOPPAYLOiOL CLUATAUOTOG, TO OTOI0 UTOPEL VoL 0ONYNOEL GE LAKPOYPOVIL 1
puévun opdaivor. O Kivouvog anTdv TV cVUPaUdToV propet vo avéndel amd TNy LETEYXEPTTIKN
¥PNON EMCKANPISI®V KAOETHP®V N aTd TNV TAVTOYPOVN YPNOT PAPUOKEVTIKMDY TPOTOVTWOV TOL
emnpealovv v apdéctacn. O kivovvog uropei emiong va avénbei amd tpovpotikn 1
enovolapPavouevn emokinpido 1 paylaio wapakévinon. Ot acbeveic npénel va maparxolovBovvtan
GLYVA Y10 ONUELD KO COUTTMUOTA VEDPOAOYIKNG dSucAettovpyiag (T.y. arpmdio 1| advvapic tov
001V, SOVGAEITOVPYIN TOV EVIEPOV 1 TNG 0LVPOOGYOV KVGTEMG). Edv mapatnpnovy vevporoyikég
EMATMOCELS, amorteiton eneityovoa didyvoon kat Oepameio. [Ipwv amd v vevpaovikn eneuPaticy
dladkaoia, 0 1TpdC TPEMEL va EEETAGEL TO EVOEXOUEVO OPEAOG £VAVTL TOL KIvOUVOL og aobeveig Vo
AVTIINKTIKN oywyn 1 o€ acBeveig mov Tpokettal va vroPfAnBodv oe avTITnNKTIKY aymyn yio
Opoupompo@vraln.

INo ™ peimon mhavod kvdbvou apoppayiog oxeTlOUEVIG LE TV TOVTOYPOVN ¥PNON TNG
pipapo&apmdvng kat vevpatovikng avarcnoiag (paylaio/emokinpidiog avaicneio) 1 payloiog
TOPOUKEVTINONG , Oa Tpémel va AneOel vTdyn To PappaKokVNTIKO TPOPIA ¢ pipapolaumdvng H
tomofétnon N N agaipeon evog emickAnpidlov kabetnpa N N payroic Topakévinon dievepyeitol
KOADTEPA OTOAV 1) AVTITNKTIKN dpdon TG pipapoapmivng ektydror 0Tt givat younin ( deite
Toapaypapo 5.2).

[Ipénel va mepdoovy TovAhayioTov 18 dpeg petd tnv teAevtaio yopnynon g ptpaposopmdvng Tpv
TNV 0Qaipect evog emoKANPidlov kabethpa. Metd and v agaipeon tov kabetnpa, Tpénet va
TEPACOVY TOVANYIGTOV 6 MpEC TPV YopnyNOel n emduevn d6omM ¢ pioapoapmdvng.

e TEPINTOOT TPOVUATIKNG TOPAKEVTINOTG, 1 YopNyNon g piapoaundvng mpénet va kabdvuotepnost
v 24 ®pes.

A0GOAOYIKEC GLGTACELS TPV Kot LETE 0o EMEUPATIKES S1dIKAGIES KO YELPOVPYIKT Topéufacn GAAn
amd EKAEKTIKT YELPOVPYIKT) EXEUPOOT AVTIIKOTAGTOONS 10Y10L 1) YOVOTOG

Edv amoarteiton emepPartikn dwadtkacio 1 yeipovpyikn mapépPoon, to Rivaroxaban Accord 10mg
npémeL va, dlakomel TovAdyiotov 24 dpeg mpv TV TapéuPacn, eav eivar duvatdv, Kot pe Baon v
KAk kpion Tov yiotpoo.

Edv n dwwdikacio dev pnopet va kabvotepnost, o avEnpévog Kivouvog apoppayiog TpEmeL va
a&loroynBet Evavtt Tov eneiyovtog g TapépPaonc.

To Rivaroxaban Accord npémnet va apyioet Eavd 10 GuVTOUOTEPO duVATOV UETE TNV ETEUPATIKN
Sldkacia 1) TN YEPOLPYIKT TOPEUPAOT, EPOGOV 1 KAIVIKT KOTAGTOGCT TO EMTPENEL KO EYEL
dnovpynBet emapkng apdotacn 6nme kabopiletor amd Tov Bepdmovta yrotpod (PA. Tapdypapo 5.2).

Hluxwouévoc tAnfuouoc
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H avénpévn nlkia propet va avénoet tov kivovvo apoppayiog (BA. mapdypoeo 5.2).

Agppotoroyiés avtidpdoelg

Koazd m dubprela maparxorovdnong petd v kukiogopio tov apudikov, Exovv avapepel coPapég
depUaTIKEG avVTIOPAGELS GE GLGYETION WE TN XpNomn TS papolapndvne, copreptlapuBavorévon Tov
cuvopopov Stevens-Johnson/To&ikr EMOEPUIKT] VEKPOAVGT] KOl POPUOKEVTIKY] OVTIOPAOT| UE
nocwoeiia Kot cuotnuatikd cvuntdpato (DRESS) (deite mapdypapo 4.8). Ot acBeveic paiveTar va
glvat 6Tov LYNAOTEPO KIVOUVO Y10 OVTEG TIC AVTIOPACEIS TPMILN LETE TNV Evapén Tng Bepoameiog: M
EUPAVIOT] TOV AVTIOPACENDY TOPOLGLALETaL HEGA OTIG TPMOTEG ERSoUAdEG Depameing otny TAEOYNEia
TV teputtoceov. H pipapolapndvn Bo tpémetl vo SIoKOTTETAL GTNV TPDTY ELEAVIOT] EVOG GOPapoD
depuaticon e&avOnpartog (m.y. enekteiveTat, givor Evtovo kavn £xel LoaAd®OM avtidpaon) 1|
Kdmolov dALOL onueiov vepevacOnciog oe cuvovacud pe BAaPeg otovg Prevvoydvouc.

I[TAnpooopicc oyetikd pe to £k60y0.

To Rivaroxaban Accord mepiéyet Aaktoln. Ot acBeveic e omdvia KAnpovoukd tpofAipota
dvoave&iog otn Yoraktoln, olkn EAMdelyn Aoktdong 1 dvcamoppopnor yYAvko{nc-yolaktolng dev
TPEMEL VAL TTAPOLY AVTO TO PAPLOKO.

AV10 TO POPUAKEVTIKO TPOTOV TTEPLEYEL AYOTEPO atd 1 mmol vatpiov (23 mg) avd dickio, dniadn
0VGLOOTIKA Elval «ehevbepo vaTpiovy.

4.5 AL Aemopacels pe GrAlo QUPUIKEVTIKA TPOIOVTA KoL AALES pOPPES aAINAemiopaonc

Avaoctoleic tov CYP3A4 kaw g P gp

H ovyyopiynon g pipapoapmivng pe ketokovaloin (400 mg epdna nuepnoing) 1 prrovafipn
(600 mg dvo popég TNV NuEPa) odnynoe o avénon Kotd 2,6 opéc/2,5 popég g uéong AUC g
pBopolapmivng kar g avEnon katd 1,7 eopég/1,6 popés g péong Cmax g prapodaumiavng, pe
ONUOVTIKEG VENGELS GTIS appakodVVOIIKEC SPAGELS, TO 0moio pmopei va odnyfoet oe avénuévo
Kivduvo aipoppayiog. Zvvenmg, 1 xpnor g prpapoloumavng dev cuvioTatal o€ 0odevelg aTovg
01010VG GLYYOPMYEITAL GLGTNOTIKY AYOYN UE OVTIWVKNTINOIKES AlOAEC OTMG KETOKOVALOAT,
rpaxovaloin, Boptkovalodn kot molakovaloin 1 avactoieic tpotedong tov HIV. Avtéc ot
dpaoTikég ovoieg etvar woyvpol avactoreic 10co Tov CYP3A4 660 kot g P gp (BA. mapdypago
4.4).

ApaoTiKEG 0VGiEG TOV AVAGTEALOLV 1GYXVPA LOVO pio OO TIC 000VG ATOUAKPVVOTG TG
papo&apmévne, eite tov CYP3A4 gite g P-gp, avapévetat va avENGouV TG GLYKEVIPMGELS TG
pipapolaumdvng oto TAdopua o€ pikpotepo Pabuod. H khapBpopvkivn (500 mg 600 popéc tnv
nuépa), yo mopadetypa, n oroia empeitat Evag 1oyvpdc avactoréag tov CYP3A4 ko pétprog
avaotoléog g P gp, odnynoe og avénon katd 1,5 eopd g péong AUC g pipapodapndvng kot
katd 1,4 opd Mg Cmax - H adnhenidpoon pe v khapdpopkivy de Bempeitor kKhvikd
oyeti{Opevn 6T0VG TEPLoTOTEPOVG aoheVEiC OALG Umopel va, givaitl SLVNTIKE GNUAVTIKT o€ 0o0gveig
vynAov kvdovou. (I acOeveic pe veppikn ovehertovpyia: BA. Topdypago 4.4).

H epvBpopvkivn (500 mg tpeig popég v nuépa), n onoia avactéirel petping o CYP 3A4 kot

v P-gp, 0dNynoe og i avénon katd 1,3 popég g péong AUC kat Cmax g pipapoapmdvng.

H oAnieniopaon pe v epvbpopvkivn de empeitar kKhvikd oyetilOUEVT] GTOVG TEPLGCOTEPOVC
acBeveic oAAG pmopel va gival duvnTikd onuavtikny o 0oBeveig LYNAOD KIVOUVOUL.

e dToua [E e VEQPIKT duciettovpyia 1 epuBpopvkivn (500 mg Tpeig popég v NuUEPA) 0dNYNCE
o€ o avénon katd 1,8 popég g péong AUC tng prpapoéapmdavng kot katd 1,6 popéc G Cmax O
dToa LLE T VEPPIKT] QLGAEITOLPYIO OE GUYKPIOT UE GTOLN LLE PUGIOAOYIKT VEPPIKN AELTOVPYiN. X€
dropa pe pETPLO vePpIKn duoAertovpyia, 1 epuBpopvkivn odnynoe og pio avénon kotd 2,0 popég g
péong AUC ¢ piapo&apmdvng ko katd 1,6 popéc g Cmax 0 COYKPLON UE ATOLO LLE PUGIOAOYIKN
veppikni Aertovpyia. H enidpaon g epvbBpopvkivig ival aBpototikn pe ekeivn TG VEQPIKNG
dvoiertovpyiag (BA. mapdypago 4.4).
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H pAiovkovaloin (400 mg epdmaé nuepnocing),  onoia Oempeitol Evog PHETPLOC OVAGTOAENS TOV
CYP3 A4, odfynoe o avénon katd 1,4 popd g péong AUC g piapo&opmdvng Kot oe avénon
Kkatd 1,3 eopd g puéong Cmax. H odinieniopaon pe tnv provkovaloin o Bempeitan KAvikd
oyeti{OpeVN 6TOVG TEPIoTOTEPOVG aicheveic 0ALG pmopel va, givatl SLVNTIKE GNUAVTIKT o€ 0o0EVELg
vynAov Kvdvvov. ( [o acbeveig pe veppikn dvoiettovpyia: deite moapdypapo 4.4)

AedopévVaV TV TEPLOPICUEVOV OLUBEGILOV KAVIKOV GTOXEl®mV LE TN dpovedapdvr), O
cuvdovaouds pe ) prapoloumdavn Ba mpémetl vo amoPevyETaL.

Avumnkrikd

Metd amod T cuvovacuévn xopnynon g evoéamapivng (40 mg drag 66om) pe ) ppaposopmdavn
(10 mg anag do6om) mapatnpOnKe pio aBpoloTiKn SpAoT 6T SPACTIKOTNTA EVAVTL TOV
mapdyovta Xa yopig emnpdcbetec emdpaoelg otig dokipacieg méng (PT, aPTT). H evo&amapivn
dev emnpéace TG POPUAKOKIVITIKES 1010t TES TG pLapolapmdvng.

A6y oV AENUEVOL KIvODVOL aupoppayiog, amolTeital Tpocoyr| ebv 6Tovg acheveic
GLYYOPNYOVVTOL OTOLOONTOTE GALL avTITNKTIKA (BA. Tapaypdeovg 4.3 kot 4.4).

MXA®/avacToleic CLGGMOPEVONG AUOTETOMMV

Agv mapatnpnbnke khvikd oyetilopevn mapdToon Tov ¥pOvov Pong METE amd TN Guyyopnynon
papo&aumdvng (15 mg) kot 500 mg vompolévng. Evtovtolg, evoéyetor vo vmdpyovv dtopo HE
TEPICCOTEPO EKGECT|LAGUEVT] POPLOKOOVVOLIKT] OVTATOKPLOT).

Agv TopatnpionKoy KMVIKE GNUOVTIKES QUPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES OAANAETIOPAGELG
otav 1 pipapo&apmavn cuyxopnyndnke pe 500 mg akeTVAOGAAIKVAIKOD 0EE0G.

H xhomidoypéin (300 mg 5601 £p6d0v Guvodevdeyn amd 75 mg 6601 cuvtnpnong) dev £deiée
QOPUOKOKIVNTIKY 0AANAETiOpac pe T papoapndvn (15 mg), aAld mapatnpiOnke (o oxeTIKy
abENOT 6TO XPOVO POTG o€ Lia VIToopada acBevdv, 1) omoio dev GLGYETILOTAV L TO. EMITED
GLGOMPEVOTG apomeTaAiY, P-celektivng 1 enineda vwodoyéwv thg GPIIb/I1a.

Amauteiton mpocoyn €dv 6Tovg acbeveig ouyyopnyodvior MEAD (cupmepriiopfovopuévon Tov
KETVAOGAAMKVAIKOD 0£E0G) Kal AVOOTTOAEIG CLGCMOPEVCTG AULOTETOA®Y, S1OTL AVTA TA
QUPUOKEVTIKG TPOTOVTA TUTIKA AVEGRVOLY TOV Kivouvo awpoppayiog (BA. mapdypago 4.4).

SSRI/SNRI

Onwc kou pe dAla ovTimnktikd, prnopei va vdpyet n mbovotnta ot acheveic va dtatpéyovv avénuévo
kivouvo aipoppayliog o mepintmon Tavtdypovns xpnons pe SSRI M SNRI Aoym g avagpepbeicag
EMIOPACTG TOVG GTO AUOTETAALL. OTOV XPNOUOTOWONKOY TOVTOYPOVE GTO KAVIKO TPOYPOLLU TNG
pipapo&aumdvng, apOunTiKd vYNAOTEPO TOc0GTA GoPapng N Un coPapng KAVIKE aEl0A0YNOUNG
alpoppayiog mapotnphOniay og OAeg TIg opddeg Oepameiog.

Bapoeapivn

H oMhayn acBevov amd tov avtaymviot g Brrapnivine K Bapeapiviy (INR 2,0 émg 3,0) ot
piapo&aumdvn (20 mg) | and ™ ppopoaumdvn (20 mg) ot Papeapiviy (INR 2,0 £mg 3,0) avénce
t0 ¥povo wpobBpouPivng/INR (Neoplastin) mepiocdtepo amd abpoiotid (evoéyetat va mapatnpndovv
pepovopéves tipés INR émg ko 12), evad ot emdpdoeic otov aPTT, otnv avaotodn g
dPaCTIKOTNTOG TOV TOPAyoVTa Xa Kol 6T0 evO0yevEC duvapukd Opoupivng fitav abpototikéc.

Edv givai emBountog o EAeyy0oc TV QapUaKOSVVUUIKOVY ETLOPAGEDY TG pLfapoaumdvng Katd
SLAPKELD TG TEPLOOOV OAAAYTG, LTOPOVV VO XPNOLUOTTOIN B0V peTproelg TG avtl-Xa
dpaotikotrag, PiCT kan Heptest, kaBdg avtég o1 dokipacieg dev ennpedotnioy amd T fapeapivn.
Tnv tétaptn nuépa HETA TNV TEAELTALN dOOM TNG PapPapivng, OLEG Ol LETPNCELG
(ovumeprapPavopévov PT, aPTT, avactolng e dpactikdtntog tov tapdyovta Xa kot ETP)
AVTUTPOSMOTEVAY LOVO TNV EMLOPOOT TNG PPAPOEAUTAVIG.

Edv givar emBopuntog o ELeyyoc TV QupUOKOSVVOUIKOV ETOPAGENDY TNG Bappapivng KaTd T
diapreta Tng TEPLOdOL ardayng, uropei va ypnopomomdei n uétpnon INR oy Cirough e
piapodapmavng (24 dpeg PETA Ty mponyodievn TPOSAYN TG pPapolapmivng ) kabdg avti 1
pétpnon ennpedletan ehdyioto amd ™ piopolaumdvn e ovTd TO YPOVIKO orpeio.
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Agv mopatnpnonke eapuokokvnTiky aAAnienidpaon petad e Papeopivng kot tng
ppapo&apumbvng.

Enayoyeic tov CYP3A4

H ovyyopnynon g piapo&apumivng pe tov 1oyvpod enaymyén ov CYP3A4 prpaumikivn odynoe o€
Katd tpocéyyion 50% peimon ot péon AUC g propo&aumdvng, e TopaAANAES LEUDCELS OTI
QopUOKOOLVOULKEG TOVL dpdoelc. H tavtdypovn xpnon g ppapolopmdavng pe GAAOVG 15YVPOLE
enoywyeig tov CYP3A4 (.. pawvvtoivn, kapPopalenivn, oawvoPapPirddn v vrepwd (Hypericum
perforatum, St. John’s Wort) uropei emiong vo 001yNoEL 6€ UEIOUEVEG GUYKEVIPDGELG TNG
ppapo&apmbvng 6to TAACHA. ZVVETADGC, 1| TOVTOYPOV YOPNYNOT LE 1oYVPOVS ETAYWYELG TOV
CYP3A4 npénel va ano@evyeTan eKTOG €6V 0 acbevig TapakoiovBeiton oteva yia onpeio Kot
cupntopoate Opoupwongc.

Allec_ovyyopnyovuevee Oepomeiec

Agv TopatnpionKoy KMVIKE GNUOVTIKES QUPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES OAANAETIOPAGELG
otav 1 ppopo&aumdvn cuyxopnyndnke pe pdalordaun (vroéctpopa tov CYP3A4), dtyo&ivn
(vmootpopa e P-gp), atopPactativny (vrooctpopa tov CYP3A4 kot g P-gp) 1 openpaloin
(avactoréag g avTAiog mpotoviov). H pipapoaundvn ovte avactéAAel 00TE ENAYEL OTOIEGONTOTE
Kupleg wloopopeég Tov CYP dnwg tov CYP3A4.

Agv mopatnpnonke kopio oyeti{opevn KAwiKa aAnienidpacn pe tpoen (BA. mapdypago 4.2).

Epyacmploxéc mapdpetpot
O mopapetpor THéng (m.y. PT, aPTT, HepTest) ennpealoviol 6mmg ivotl avopuevouevo amd Tov

TpOTO Opdong TS paposapmivng (BA. tapdypago 5.1).

4.6 Covipétnra, kinon ko yorovyio

Eyxvpocuvn
H aocopddea kor 1 amotelecpaticotnta e propo&aumdvng dev £xovv tekunplwbel otig £yKveg

yovaikeg. Meléteg oe {da Egovv deilel avamapaywyikn to&ikotnto (BAEne Tapdypago 5.3). Adyw
NG evOEYOUEVNG TOEIKOTNTOC GTNV OVATOPOY®YIKT TKOAVOTNTO, TOV EVOOYEVOLG KIVODVOL QUOPPayiog
Kol TG amddeEng 0t 1 piapoSapmdvn SEpYETOL TOV TAAKOVVTA, 1 PROPOEAUTAVT] OVTEVIETKVUTOL
Katd TN d1dpKeln TNG eYKLHOoUVNG (BA. Tapdypapo 4.3).

IMvaikeg og avamopaymyki NAKio TPETEL VoL OTOPEVYOLV VO, LEIVOVY EYKVEG KOTA TN

duapkela g Oepamneiog pe pipapoaumdvn.

Onioouodg

H aopddeia kot n amoterecpatikotnto e pioapoaumdvng dev £xovv tekunplwdei oe
Onralovoeg yovaikeg. Ta otoryeio and {da deiyvovv 611 1 prlapoapundvn amekkpiveTol 6To
UNTPKO YoAo. Zuvenmg 1 poposapmdvn avtevosikvotol Kot ) didpkela Tov Iniacpov (BA.
mapdypoo 4.3). [pénet va amogaciotel edv Oa dlakomnei 0 Onlacuoc i Oa dakonel/ Oa
amopevydei 1 Oepamneia.

Tovwomnta

Agv &yovv devepynBei e1dikég peréteg pe ) prapolaumdavn oTovg ovOpdTovg Yo TNV
a&1oA0YNoN TOV EMOPACEMY GTI YOVILOTNTO. X L0 LEAETT] Y10 T YOVIUOTITO, ApPEVOVY KOl
Oniéwv oe apovpaiovg, dev Tapatnpnnkav emdpdoelc (PA. mapdypapo 5.3).

4.7 Emopacseig 6Ty IKavOTNTA 001Y161)G KO (ELPIGHOV PYOVIIRATOV

H piapo&apmavn €xet pukpn enidpacn oty IKOVOTNTO 031YNONG KL YEIPIGHOD LU OVILATOV.
Avoeépniay avemBOunTeg eVEPYEIEG OMMG GLYKOT (GUYVOTNTA: O)L GLYVT) Kot LAAN (cuyvotnTa:
ouyvn) (PA. Tapdypago 4.8). Ot acbeveig Tov Tapovcidlovy avTéC TIg avemBOUNTEG EVEPYEIEG OEV
TPEMEL vaL 00N yoHV 1 va, xepilovtot pnyovnudToy.
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4.8 AvemOopnteg evépyeieg

[Iepidnyn v TNV _0GQAAELD

H aocodirea g prpapolapndvne a&odoyndnke oe dekatpels Pacikéc peréteg eaong I (BA.

[Mivaka 1).

Yuvolikd, 69.608 eviihkeg acBeveic acheveic o dexaevvia peréteg eaong LI kot 488 moudiotpikol
acBeveic og 000 peréteg edaong I ko dvo peréreg paong I extédnray otn paposopmdavn.

IMivaxkoeg 1: ApOpdég ac0evav mov peretiOnkoy, cuvoriki) nuepnoLla 6061 Kol péYLoTI
owdpkela Ogpameiog oTig peréteg @aong I og evijhkeg Kol TaLOLATPLKOVG 0.00EVEIQ

"Evoeién AprOpog 2ovoMkn nuepfiowe | Méyiotn owdpkela
[Ipdinym g eiePikng OpopPoepforng | 6.097 10 mg 39 nuépeg
(®OE) oe eviilikes aoBeveig mov
vroPdAlovtal oe eKAEKTIKN emépPoom
avTIKOTAoTOoNG 10YI0L 1 YOVOTOG
[Ipdinym g POE ce maboroyikong 3.997 10 mg 39 nuépeg
acOeveic
Ocpoameio TG v T PAOeL PAEPKNG 6.790 Hpépa 1-21:30mg |21 pnveg
OpopPwong (EBDB), Tng TvevLOVIKNG Hpépa 22 xon e&ne:
euPfoing (ITE) kot TpodAnym g 20 mg
VILOTPOTNG Metd anod
TOVAAYIGTOV 6 LUNVEC:
Ogpaneio g POE Ko mpoAnym g 329 Adom mpocappoopévn | 12 ufveg
vrotpomig g POE oe teretounva G TPOG TO COUATIKO
veoyva kot Toudid nAkiog kéto tov 18 Bapoc yio v
ETOV PETA TNV EvopEn TOTIKNG emitevén mapopolag
avTIINKTIKNG Oepomeiog éxBeomng pe exeivn mov
mopaTnpeital 6GTOVG
EVINAIKEC TTOV
Aappdvovv Bepameio
vy EBOO pe 20 mg
piBapo&apmivng ama
nuepnoiog
TIpoAnym ToL AyYEKOD EYKEPAALKOD 7.750 20 mg 41 pveg
EMEI00010VL KOl TNG GVOTNUIKNG EUPOANG
o€ acbeveig pe un-farPiotkn KoAmkn
HOpHOPVYT
[Ipdinym tev abnpobpoufotikdy 10.225 5mgmn 10 mg 31 unfvec
enc1o0dimv og aobevelc pLeTd amd o&h OVTIoTOlY MG,
otepavioio cuvopouo (OZX) GLYYOPNYOVLEVA ElTE
ue AZO eite pe AXO
oLV KAOTISOYPEAN M
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IIpoéAnym T@v abnpobpoupuoticidv
eneloodimv ot acbeveic pe XN /ITAN

ue AXO

18.244 5 mg cvyyopnyovueva | 47 uveg
pe AZO 1 10 mg pévo
3.256** 5 mg ocvyyopnyovpeva | 42 pfvec

*O1 acBeveic extédnkay o€ TOLAGYIOTOV piot dOom pLpapo&apmdvng

** Ano ) perétn VOYAGER PAD

O o ovyvd avaeepopeves avemBounteg evépyetes o€ acbeveig mov Ehafav pipapolapumbvn nTov
awpoppayieg (Iivaxog 2) (PA. eniong mapdypapo 4.4. ko «Ileprypaer| emheypévov avemBounTmv
EVEPYELDV» TTOPAKAT®). O1 10 cLYVA avapepoueveg apoppayieg frav emiotaén (4,5%) kot

alpoppayio omd 1o yootpevieptkod cvotua (3,8%).

Iivaxkoeg 2: I10600TA 0pOPPAYIKOVE ETELG00IMV KoL avalpiog o€ a60eveic mov ekTéOnkav otn
pipaposapmavn cg 0Aeg TIg 0AoKANPOUEVES perétes @dong I o€ evijlikeg Kol TOOLOTPLKOVG

ao0eveig

"Evoeign

Omowdnmote
owoppayio

Avapia

[Ipdinym g POE o evnhikovg
acBeveic mov voPdaArlovtal o

EKAEKTIKY| YELPOLPYIKN ETEUPaON
avTiKotdotaong wyiov 1 yovatog

6,8% TV 0c0svav

5,9% 1oV acBevav

Hpoinym g erePung
OpopposuPoing oe maboroyikonc
acleveig

12,6% tov acbeviov

2,1% tov acBevav

O¢pamneio e EBOO, I1E xat
TPOAN YT TG VITOTPOTNG

23% tov aclevov

1,6% tov acBevarv

Ogpancio g POE wat TpoAnym g
vrotponng g POE og teretopunva
veoyva kot mondid nAkiog KATm TV
18 etV petd v Evapén TomIKNg
OVTITNKTIKNAC Oepameiog

39,5% tov acbevdv

4,6% tov achevov

[IpéAnyn tov ayyelokol eyKEQPAAKOD
EMELG0O10V KO TNG CUCTN KNG
euporng oe acbeveic pe un Parfidowkn

KOATIIKT] LOPLLOLPUYT

28 ava 100 étm
ac0evav

2,5 avd 100 €1
ocOevav

[pdinym tev adnpobpoupotikdy
enelcodimv o€ acbeveig petd and
(0)))

22 ava 100 ét
ac0evav

1,4 avé 100 €
ocOevav

[Ipdinym tev adnpobpopupotikdy
enelcodimv o€ acbeveic ue XN /ITAN

6,7 avd 100 €t
acOevav

0,15 avé 100 ¢
ocOevav**

8,38 ava 100 ¢t
acOevov”

0,74 avé 100 ¢
acOevmVvEFE #

* TMa 0)eg Tic peréteg pe tn popo&apmivn, OA To CUOPPUYIKE ETEIGOSI0 CLAAEYOVTAL,
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aVaQEPOVTOL KOl KATAKVPDOVOVTAL.

k- Yn pedétm COMPASS, vrdpyet yopnAn enintoon avoipiog Koddg EQaprocTnKe pa
EMAEKTIKY] TPOGEYYIOT GTI GUAAOYT AVETIBOUNTOV GUUPAVTOV

*E%  EQoppOoTNKE Pol ETIAEKTIKN TPOGEYYIOT] GTI GLALOYN avemBVUNTOV GUUPAVTOV

# And ™ perétn VOYAGER PAD

[Tivokoc TV _avemOountmy EVEPYELDV

O1 cLYVOTNTEG TV OVETIBVUNTOV EVEPYEIDV TTOV OvVOPEPONKAY LE TN PIPAPOEAUTAVT) GE EVIIALKEG
Kol odtaTpkovs acheveic suvoyiloviat otov Ilivaka 3 mapoakdto avd Katryopio opydvov
ovoTHOTOG (COUPOVA LE T Bdon dedouévov MedDRA) kot avé cuyvotnra.

Ot cuyvotnTeg

opifovtor wg;

oD ovyveg (= 1/10)

ovyvég (= 1/100 €mg

< 1/10)

oy ovyvég (= 1/1.000 £mg

< 1/100) ondvieg

(= 1/10.000 émg < 1/1.000)

oAb omavieg (< 1/10.000)

LN yvooTtég (dev pmopolv va ektiunovv pe faomn ta Stabécia dedopéva)

Mivaxag 3: 'Okeg o1 avemOOUNTEG EVEPYELES TTOV AVUPEPOVTAL GE EVIIAIKES 0.60EVEIG 68 KMVIKEG
peréteg eaong I fq péom ypriong petd TNV KuKLo@opia TOL PUPRAKOV KOl 6€ VO periTeg
@aong II kon 6vo @aong 111 o€ TadLaTPIKOVS 060EVEIS

Yoyvég | ‘O ovyvég | Xravieg | oAb Xmdvieg | Mn yvooTég
AWTopoy£S TOV GLIHOTOLTIKOV KOl TOV AENPLKOV CVGTNOTOS
Avoupio Opoppoxvttdp
(ovumeptiapf | won
OVOUEVOV (ovumeptapp
avticTot v avouE VOu
EPYOSTNPIOKD | AVENUEVOL
v mopapétpov) | opBpon
OLLOTETAAIDV)
A
®poppomevia
Al0TOpayES TOV GVOGOTOLTIKOD GUGTLOTOS
Alhepycn AvoQUAOKTIKES
avtidpaon, avTdpaoelg
aMhepyukn cvumepthapBavop
deppotitioa, VoL
Ayyerooionu OVOLPLANKTIKOD
o Ko
OAAEPYIKO ooK
oidnua
AWTopay£S TOV VELPIKOD GLUGTROTOG
74N, Eykepoiwn
KeoAaAyio Ko
EVOOKPOVIOK
1
alpopporyic,
GULYKOTN

Opdaipkég Swatapayés
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OpBaipkn
atpoppayiol
(ovumepiapf
OVOLEVIG
opoppayiog
OV
EMTEPLKOTA)

Kapowkég owatapayéc

Tayvkapdio

Ayyewokég dratapayés

Ynrotaon,
opdTopo

Awtapayés 1oV

UVOTVEVGTIKOUV GUGTIILOTOS,TOV 0®MpaKa Kol TOV nEc00wpdKion

Enictaén,
OLUOTTLOT

Hoowopiiikn
TVELHLOVIN

Awtapayés Tov

YOOTPEVTEPLKOD

Ovioppayia,
opopparyio
g
YOOTPEVTEPIKN
¢ 000V
(ovumepiiapf
OVOLLEVIC
opoppayiog
a6 to 0phod),
YOOTPEVTEPIKO
KOl KOTALOKO
GAyog,
dvomeyia,
vortia,
dvuokootnTa
A, Sappota,
guetoct

Enpooctopia

Awtapoyés Tov

NTOTOS KUl TOV JOANQOP@V

AvEnon otig
TPOUVGAUIVAGES

Hrotum Tktepog, AvEnpévn
dvodertovpyia | cvlevypévn

, xohepuOpivn (pe 1
AvEnomn g xX0pic cLVOdO
yorepuOpivng | wd&non g ALT),
avénon g Xolootoon,
QAKOAKNG Hratitda (copnep.
PooQoTdonc” | NTATOKVTTAPIKAG
avénomn g Pr&PNG)

GGT*

Awtapoyés Tov

0£PIUTOG KOL TOV VTTOO0PLOV 16TOV

Kvnopdg
(cvumepthapf
OVOILEVOV OYL
oVYVAV

TEPUMTACEWDY

Kvidmon XHvopouo
Stevens-Johnson /
To&um
Emdeppucn
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YEVIKELUEVOL
KVIGHOV),
e&avonua,
EKYOUOOT),
OEPLLOTIKTY KOl
vroddplal

opopparyio

Nekpdivon,
>0Ovdpopo DRESS

Awtapoyés Tov

LVOGKEAETIKOD GUGTIOTOS KOL TOV GUVOETIKOV 16TOV

Alyog otal Awépbpwon Mvuikn apoppayio YHvdpopo

axpa’ Swapepioparog
OTOTOKO
apoppayiog

ALOTOPOYES TOV VEQPAV KU1 TOV 0VPOYPOPOV 00®OV

Awoppayia Neppum

mg avemdpkelo/ o&eia

OVLPOYEVVITIKNY VEQPIKN

¢ 0600 OVETAPKELD

(cvpmepihouf amOTOKOG

QVOHEVNS apopporyiog

(llu(l’EOI)p{(lg u(avflg Vo

Ko TPOKOAEGEL

unvoppayiag®) vrodpdevon,

, VEQPIKT Negppomdbela

duchettovpyio oyeTOpEVT He

(ovpmepriopp OVTITNKTIKG,

OVOLLEVIG TNG

ovEnpévng

KpeATIVivig

aipotog,

ENHEWNS

ovpiog

aipotog)

I'evikég o10Tupayéc KOl KUTAGTAGELS TNG 000V Y0P ynong

[Topetdc?, AicOnpua Evtomopévo

TEPLPEPIKO adlabeoiog oidnpo

oidnua, (ovumepiiap

UELMUEV -Bavopévne

yevikn 6vvaun | kakovyiog)

KOl EVEPYELNL

(ovumepiiapf
OVOLLEVIGC
KOTMOTG Kot
eEacbévionq)
Hopoxvikég e€eTdoslg
Avénpévn
LDH",
ovénpévn
Mméon?,
ovgnpévn
apvrdon®
Kok®oeig, onintnpldceis Kol smalokés 0EpameuTIKOV YEIPIGUAY
Awoppayia Avyyelokd
HETa TN yevdoavevpuopo”
dwdkacio
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(ovumepiapf
OVOLLEVIG
LLETEYXEPNTIKY|
¢ avorpiog Ko
alpoppayiog
oo TPAV L),
UOADTEG
"Exxpion anod
Tpadua’

A: mapamnpndnke oty tpoAnyn s POE ce acbeveic mov vroPdAlovtol 6e EKAEKTIKN YELPOVPYIKY|
eMEUPOT AVTIKOTAGTAGNG YOVATOG 1] 1o i0L.

B: mapatmpnnke ot Bepaneia yio tnv EBOO, I1E kot 6ty TpoAnyT TG VTOTPONNG (0C TOAD GLYVN
OTLG Yuvaikeg < 55 etdv

I': mapanphnke og oyt cuyvn oty TPOANYT TV adnpobpouPotik®v encicodinv oe aceveic pHetd
amd OXX (UeTd omd JladepIKT GTEQOVINi ETEUPOOT)

* Epopupootnke pio mpokabopiopévn ETAEKTIKN TPOCEYYIGT GTI GVAAOYN AVETLOOUNTOV
ocupupaviov o emieyuéveg pekéteg edong 1. H enintoon tov avemBduntmv evepyeldv dev
avENONKe Kot dev avayvopiotnke kapio véa avemBountn evépyela Tov eapudikov petd Ty avdivon
AVTOV TOV UEAETOV.

[eprypaen emheyuévav avemluuntmv evepPyEHV

AbdY® TOL POPUAKOAOYIKOD TPOTOL dpAGNG, 1 YPNIoN TS PLRapoEapmivng Uopel Vo CUGYETICTEL e
avénuévo kivduvo AovBdavovoag 1 EkONANg apoppayiog omd 0TolovOnmoTE 16TO 1| OPYOvVo, 1| 0TToio
uropel va tpokaiécet pebopoppaykry avarpio. To onueio, copntdpata kot n cofapodtnTa (Tov
ovpmepthappavel Bavatneopa Ekfacn) mokiAlovv avdioyo pe v €otia, To Babuo N v ktacn g
apoppayiog /xat avorpiog (BA. Topdypago 4.9 AVTiUeTdOTION TNG ALOPPAYING). XTI KAVIKES
ueAéteg, Prevvoyovikég arpoppayieg (dnA. exiotoln, omd Ta 0OVAQ, TO YOUGTPEVIEPIKO, TO
OVPOYEVVNTIKO GUUTEPIACUPAVOUEVTG UM PVGIOAOYIKNG KOATIKNG apoppayiog 1 avénuévng Euunvov
pooTG) Kat avorpio TapaTnpnnkay o cuyva Katd T Stdpkela TG Lakpoypoviag Bepaneiog pe
papo&aumdvn oe cvykpion pe tn Oepaneio pe ABK. Xvvenmg, emmpdcheto otny emapk] KAVIKN
TAPOKOAOVON G, EPYACTNPLOKEG LETPNOELS TNG Aoc@apivng/apatokpitn Ba puropodoay va eivat
YPNOULES Vi TV aviyvevoT AavOEvoLGoC aoppoyiaGg KoL TNV TOGOTIKOTOINGT TG KAWVIKNG
oNUOAGTOG TNG EKONANG aipoppayiag, OTmg kpivetat amapaitnto. O Kivouvog ouoppaytdv UTopel va,
glvar ov&npévoc o oplopéveg opdoeg acbevav, T.y. og ekeivovg Tovg acbeveig pe un ereyyouevn
cofopn apTNPLOKT LTEPTOOT) /KAl GUYXOPTYOVLEVT POPLOKEVTIKY 0y@yn 1 omoia exnpedlel Tnv
apootaon (BA. mapdypago 4.4 ‘Kivovvog apoppayiag’). H épunvog pbon pmopel va etvon
gvtovoTtepT N/Kat TapateTapévn. Ot oUoPPUYIKES EMTAOKEC UTOPEL VO, EUPOVIGTOVV OC 0dVUVaLia,
oypodTa, (AN, keparadyio | aveEnynto oidnua, SVomvola, Kot oveENynNTo GOK. X& OPIGUEVEG
TEPMTMOOELG, G CLUVETELD, TNG AvOoLpiog, £Xovv TapatnpnOel GLUTTOUATO KOPIIOKNG IGYOUING, OTWOC
Bmpokidg TOVog 1 aTNOAYYM.

I'vootéc emmlorég devteponabdeig o coPapn arpoppayic, ONOS GHVOPOLO JAUEPIGLOTOC KoL
VEQPIKT OVETGpKELN AOY® LITOAPdEVoNS, £xouv avaeepdet yia tn papoéaumdvn 1

veppomdBela oYeTILOUEVT] LE AVTITNKTIKA. ZOVETMOC, KoTd TNV 0.E10A0YNoN TG KATAGTUONG
0T010VONTOTE 0leBeVOC VIO avTITNKTIKN Bepomeia, Tpémel va eEeTALETOL TO EVOEYOUEVO

aoppayiog.

Avaopd mOovoroyoduevmV avemBOUnTmv EVEPYELOV

H avagopd mbavoroyoduevoy avemBOUNT®V EVEPYEL®V LETA GO TN YOPNYNON GO0 KLUKAOPOPIOG
TOL QPOPUAKEVTIKOV TPo1dvTOog elvar onpavtiky. Emitpénetl tn cvuveyn mapakolovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPUOKEVTIKOD TPOTOVTOG. ZNTeiTal amd TOVG EXAYYEAUATIEG TOL TOUEN TNG
VYEOVOUIKNG TEPIBaAYMC VO AvaPEPOVY OTTOIEGONTOTE TIHAVOAOYOVUEVES OVETIOVUNTES EVEPYELES
UEG® ToV €6VIKOD GLOTHUATOS AVUPOPAS TOL avaypdpetal 6To [apdptnua V.
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4.9 Ynepoocoroyia

Xravieg meputdoels vepdocoroyiog péxpt 1.960 mg éxovv avapepbel. Ze mepintwon
VEPd0GOAOYING, 0 0oBeVT|g O Tpémel va TaPaKOAOLOEITAL TPOGEKTIKA Y10t AUOPPAYIKES EMUTAOKES 1)
dAdec avemBounteg evépyeteg (PA. mapdypapo «AVTIHETOTION TNG alLoppayiasy). Adyw
TEPLOPIOUEVNC OTTOPPOPT|ONG, UVAUEVETOL EVOL POLVOLEVO OPOPNG YWOPIG TEPUITEP® 0ENGT GTNV HEST
éxbeon mhaopotog og vephepanevtiKic do6oelg Tv S0 mg piapoéapmdvng 1 vynioteped.

Yrdpyel Sabécipog e1d01k6g mapdyovtag avaotpopng (andexanet alfa) mwov avtaywviletor
oappakodvvaplkn dpdon g ppaposapmdvng (avatpééte oy Hepiinyn Xopaktnpiotikmy
IIpoidvtog Tov andexanet alfa). Mmopel va e€etaotel 1) ypnon evepyov avBpaxa yio ) pHeimon g
amoppOPNONG 6€ MEPINTO®OT LITEPdOGOLOYiag TG praposapumdvng.

Avtyletomion g oupoppayiog

Y& TePIMTOOT EUPAVIONG ALLOPPAYIKNG EMTAOKNG o€ aoBev mov AapPdver papo&apmivn,
amorteiton KaBuotépnon g emOUEVNG Yop1YNonG TS papo&aumivng 1 dtakont| tng Oepamneiog,
og apuodlet. H pipapo&apmdavn éxet nulon mepinov 5 €mg 13 mpeg (BA. mapdypapo 5.2). H
AVTIUETOTIOT TPETEL VAL EIval EEATOMKEVUEVT, AVAAOYA [LE TN GoPapdTnTa. Kot T BEom TG
alpoppayiog. Mropei va ypnoiporonel n KOTGAANAN Y10 TNV TEPITTMON GUUTTMOUOTIKY
Bepaneia, dmwoc pnyovikn cvumieon (T.y. Yo coPfapn enictasn), YELPOVPYIKY| CUOGTACN LE
Stodkacieg EAEYYXOL OLLOPPOYING, AVOTANP®GT] VYPOV KOl OLLOSVVAULKT VTOGTAPLEN, TOPAY®Ya
aipatog (cupmukvopéva pudpd 1 PPECKO KOTEWYLYUEVO TAAGLLA, AVAAOYA LE T GYETILOUEV
avapio 1 dtapayn e TENS TOV aiIaTog) N ALLOTETAALGL.

e mepintwon mov 1 apoppoayia dev umopei va eleyybel pe ta avatépm pétpa, tpénet vo eeTooTel
glte n yopnynon evog €01kl Tapdyovia avactpopng (andexanet alfa) avactoréa Tov Tapdyovta
Xa, mov avtayoviletol T poappakodvvapiky opdacn g papoaumdvng, 1| evog e1d1KoD
TPOTNKTIKOV TTapdyovta, Onms cLUTVKVOLLN cVUTAGKOL Tpobpopfivig (PCC), coumixvopla
gvepyomomuévov cupmiokov tpobpoufivne (APCC) i avacsvvovacuévog mapdyovtog VIla (r-
FVIIa). Qot660, entl Tov TopOvTOog VAGPYEL TOAD TEPLOPIGUEVT] KAIVIKT EUTEIPIO LE TN YPTON AVTOV
TOV QOPLOKEVTIKAOV TPOIOVTIWV € dTopa Tov aipvouv pipapolaurdvn. H ovotaon BacileTo
eniong o€ mepropiopéva pun kKAwvikd dedopéva. [pémet va e€etaotel 1 emavadocoAdynon Tov
avacvvdvacpévov mapdyovta VIla kot va titAomomBel avaroya pe ) Pertimon g apoppayiog.

Avaloya pe v tomikn dtobecipudmra, Oo tpénet va eetaletar 1 GLUPOLAT EVOG YLOTPOD
e€edkevévou o€ dlatapoyEg TG TNENG TOL COTOG GE TEPITTMON coPup®dV aoppayIdV (deite
Tapdypoo 5.1).

H B mpotapivny ko ) Prrapivn K dev avapévetar va ennpedcovy Ty avImmnkTikn dpdon g
pipapolaumdvne. Yrapyetl neplopiopévn eumeipio e to tpoveEapkd o&d kot kaboiov eumeipio
UE TO QUIVOKOTPOTKO 0ED KoL TNV ATPOTIVIVI) GE ATOUE TOV Toipvouy piaposapmivr. Agv
VLAPYEL OVTE EMOTNUOVIKO OKENTIKO Y10 TO OPEAOG OVTE EUTELPI JLE TN (PTIOT) TOV GLGTNUATIKOV
QLOGTOTIKOD OEGUOTPESTIVN GE ATOA OV Ttaipvouv piapo&apmdvn. Adym g LYNANG
déoUEVoNG 68 TPOTEIVEG TOL TAAGUATOC, 1| PLBAPOEAUTAV OEV OVOUEVETOL VO, ETVaL
alpLodwAiou.

5. DOAPMAKOAOI'IKEX IAIOTHTEX
5.1 @ appoKOOVVUPIKEG LOLOTITES

Doapuaxobepamevtikn kotnyopic: AvtiBpoufmTikol Tapdyovtes, AUECOL OVOGTOAELS TOL TAPAYOVTQ
Xa, kodwog ATC: BO1AFO01

Mnyavioudc dpdong

H piapo&apmavn eival évag eEonpetikd emAEKTIKOG AUEGOC 0VOOTOAENS TOPAyOVTO Xa [LE AT TOV
o1opaTog Prodiafecipuotnto. H avaotodn tov tapdyovta Xa SloKOTTEL TV EVOOYEVT Kol EE@YEVT] 000
TOV KOTOPPAKTN TNG TENG TOV aipatog, avaoTtéAlovtag T onpovpyia Opopufivng Kot v avamtuén
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Opoupav. H pifapoéaumdvn dev avactéddel tn Opoufivn (evepyomompévog mapdyovtag II) ko dev
€xel KataderyOel kopio enidpacn ota aUOTETAAL.

Dopupokoduvapkés EmopAceLg

Iopatnpndnke d0G0eEapTOUEVT] AVOGTOAN TG dPAGTIKOTNTOS TOL Tapdyovia Xa otov dvlporo. O
wpovog Tpobpoufivng (PT) emnpedletor amod tn pioposapmdvn e 6060eE0PTOUEVO TPOTO LIE OTEVN
GLGYETION G TPOG TIG GVYKEVIPAOCELG TAASUATOG (TN T 1oovtan e 0,98) edv ypnoyLonoteitan
Neoplastin yia tn dokipacio. AAia avtdpaotipla Bo propodcoay va dOGovV dopopeTIKd
amoteléopata. H évoeién ywo PT wpénel va mapoyBel og devteporenta, d10tt T0 INR €xet
Babuovounbei kot extkupmbel HOVO Y10 TOL KOVOPIVIKE, OVTITNKTIKA Kot OV UITopel va
ypnoononbel yio omotodnmote GAAO avTuTnKTKO. X acbeveic mov vrofaiiovtor o peilova
opBoradikn yepovpykn enéupaoc, Ta 5/95 ekatootnuopia yio PT (Neoplastin) 2 - 4 dpeg petd
AN 0L dtokiov (dNA. KOTA TO XPOVO TG UEYLETNG Opdiomg) KopdvOnkav amd 13 éwg 25
devteporenta (apyikég TIEG Tpv TNV emépuPaon 12 éwg 15 devtepdrenta).

e pio KMVIKT QOpUOKOAOYIKT LEAETN Y10 TNV OVTIGTPOPY] TNG PUPHUOKOIVVAKNG OpAomng TG
pipapo&aumdvng o€ vy evitika dtoua (n = 22), a&lodoyndnkav ot dpdcelc tov epdna 66cewv (50
IU / kg) amd 600 drapopetikong tomovg PCCs, evdc PCC 3 mapayovimv (mapdyovreg 11, IX ko X) kot
evog PCC 4 napayoviov (mapdyovieg I, VII, IX kot X). To PCC 3 mapayoviev peiowoe t1g péceg
Tipég Neoplastin PT katd mepimov 1,0 dgvteporento péca og 30 Aemtd, oe cOYKPIOTN e TN UeimoN TOV
nepinmov 3,5 devtepdientwv mov mapatnprnke pe to PCC 4 mopayoviwv. Le avtifeon, to PCC 3
TOPOyOVTOV ELYE Lo LEYOADTEPT] KO TOYVTEPT) GUVOAIKT] ETIOPAGT] GTNV AVTIGTPOPT TNG dpdong otV
gvdoyevn mapoywyn OpouPivng and to PCC 4 napaydviov (PAéne mapdypapo 4.9).

O ypovog evepyomomuévng pepikng Opopupomiactivig (aPTT) ka1 HepTest mapateivovton emiong pe
3000eEAPTMOUEVO TPOTO. 26TOGO, OEV GLVIGTAOVTOL YL TNV EKTIUNGT TNG POPLAKOSVVAIKNG dPACNG
g papoapmdvnc. Aev vtapyet avaykn mapokKolohnong Tov mapapétpov TENG Katd Tt didpKelo
g Oepameiog pe ™ ppopolaumdvn oty Kabnuepvny KAVIKY Tpaktikh. 261660, £dv gvdgikvuTal
KAviKd, Ta enineda e pifoapoéapmdvng uropodv vo, uetpnbovv pe Pabpovounuéveg LETPNOELS TNG
avti-Xa dpaoctikdtrag (PA. Topdypago 5.2).

KAwikn anotelecpotikdmmro Kot ao@aAeLo

Lpoinym the POE o¢ evniikovg aabeveis mov vrofdlioviar e ekiekTiKy yeipovpyiky exéufaoy
OVTIKATAOTOONS 1oYI0D 1 YOVOTOS

To KAwvikd mpdypappo TG pRopo&apmivng oxedioTnKe yio vo Kotadei&el tnv
amoTeELECUATIKOTNTO TN PPapolaumdvng yio TV Ttpdinym tov DOE, dni. eyyidc Kot drm gv 1o
Badetr prepikcn Opoupwon (DVT) kot mvevpovikn epuporn (IE) oe acbeveic mov vwofdrioviot oe
peilova opBomaidikn yeipovpyikn enépPaoon Tov kdto dxpov. [ldve and 9.500 acbeveig (7.050
G€ XEWPOLPYIKN EMEUPACT] OAKNG AVTIKATAGTACTG 1oyiov kal 2.531 og yeipovpyikn enépPoon
OAIKNG OVTIKATAGTUONG YOVOTOC) HEAETHON KOV GE EAEYYOUEVEG TUYOLOTOUNIEVES “OITAEC-TVPAES”
KAvikég peréteg eaong 111, to npodypappo RECORD.

H piBapoé&apmdvn10 mg draé nuepnoing (od) mov Eekivioe 61 GLVTOUOTEPO AT 6 DPES
UETEYYEPNTIKG, cLYKPiONKe pe v evo&amapivi 40 mg dra& nuepnoimg mov Eexivinoe 12 dpeg
TPOEYYELPNTIKA.

Kot otig tpeig peréteg odong I (BA. wivaxa 4), 1 prpapolaumdvn Leimoe oMUavVTIKG TO TOGOGTO
TV cLvolik®v POE (omowdnmote pAefoypapikd aviyvevouevn 1 coprtopatikn DVT, un
Oavammeodpa ITE kat Odvatoc) kot tov peillovov POE (eyyog DVT, un avamedpa IE kot Odvartog
oyetiiopevoc pe VTE), ta mpoxafopiopéva kopla kKot peilova devtepedovta TEAKA onpeio
amoTeELEGUATIKOTNTOC. ETutAéov, Kot oTig Tpelg PeAETES, TO TOG0GTO TV GuUTTONATIKOV DOE
(ovumtopotikn DVT, un Oavatneopog I1E, 8avatog oxetilopevog pe ®OE) ftav xoumAdtepo 6Toug
acOeveic mov EraPav piapoaumivn oe cOyKplomn pe Toug acbeveic mov Ehafav evolomapivn.
To khp10 KataAnkTikd onpeio acpareiog, peilwv apoppayia, £de1&e cuyKpiopeg

oLYvOTNTEG Yoo acBeveic mov Ehafav piapoaunavnl0 mg oe cvykpion pe evo&amapivn 40

mg.

52



Iivakag 4: ATOTELECPATA ATOTELECPRATIKOTNTAS KUl 0CQPAAELAS 0TTO TIS KAMVIKEG peréteg odong

11T

RECORD 1 RECORD 2 RECORD 3

[TAnBvoc 4.541 acBeveic mov 2.509 acBeveig mov 2.531 acBeveig mov

noc vroPAnOnKav og vroPAnOnKav o voPAnOnKayv o

peAéTNg YEPOLPYIKN emEUPaom YEPOLPYIKN emEUPaon YEPOLPYIKN emEUPaon
OAKNG OVTIKOTAGTAGNG OAIKNG OVTIKATAGTOONG OAIKNG OVTIKATAGTOONG
16yiov 1GyYiov yévatog

Aocoloyia PiBapolapmivn Evo&amapivn | Pipapoéourdavn Evo&omapivn | Pipapo&aumdvn

Ko p p Evo&amapivn p

Slprel 10 mg od 40 mg od 10 mg od 40 mg od 10 mg od 40 mg od

Bepameiog 35+4 3544 35+4 12+2 12+2 12+£2

HETE oMo NUEPES  MUEPES NUEPES  MUEPEG NHEPES

™m NHEPES

YELPOVPYIK

N eméuPoon

Yvvolkn 18 (1,1%) 58 (3,7%) 17 (2,0%) 81 (9,3%) 79 (9,6%) 166 (18,9%)

DOOE <0,001 <0,001 <0,001

Meilwv OOE | 4 (0,2%) 33 (2,0%) 6 (0,6%) 49 (5,1%) 9 (1,0%) 24 (2,6%)

<0,001 <0,001 0,01

Svurtopotik | 6 (0,4%) 11 (0,7%) 3 (0,4%) 15 (1,7 %) 8 (1,0%) 24 (2,7%)

1

®OE

Meiloveg 6 (0,3%) 2 (0,1%) 1 (0,1%) 1 (0,1%) 7 (0,6%) 6 (0,5%)

apoppa

yieg

H avéAivon Tov cuykevipoTIKOV 0moTeAecHATOV TV HeAeTOV edong 11, emPePainoe ta
dedopéva Tov eEANEONcaY and TIG LEPOVOUEVEG LEAETEG OYETIKA LLE TN UEIMON T®V GUVOMK®OV
DOE, tov uellévov GOE kot tov copntopatikov OOE pe m pipapoaumdvn 10 mg draf
nuepnoing og ovykpion pe v evoéamapivn 40 mg dnoé nuepnoing.

Emnpdcbeta tov mpoypdupatoc eaong Il RECORD, éxet mpaypotonombel og 17.413 acbeveic mov
vroPAnOnkav oe peilova opbomatdikn yeipovpyikn exéupaot oyiov 1 yOVATOC, Uid LETA TNV
KuKAopopia, pun Tapeppatiky, avoryty pneAétn kooptg (XAMOS) odote va cuykpiBei

pipapo&aumdvn pe GAAeg PapuaKoroyikég ovaieg Opopupompopiraéng (kabiepopévn aywyn-standard-
of-care) vtd cuvOnKeg mpaypoTikng Cong. Xtnv oudda g prpapooumavne (n = 8.778)
Tapovcliotnke copntopotikn POE oe 57 acbeveic (0,6%) xat 88 (1,0%) tov acbevdv otny opdda
standard-of-care (n = 8.635, HR 0,63, 95% CI 0,43-0,91), (mAnfvouog acedieioc). Meilwv
alpoppayia mapovoidotnke og 35 (0,4%) kot 29 (0,3%) tov acbevav ot pifopoéapmdvn Kal 6Ty
opada standard -of-care (HR 1,10, 95% CI 0,67-1,80). Xvvenmg, To 0TOTEAECUATA NTOV GOUPOVO, [LE
T OMOTEAEGUATO A0 TIG POCIKES TUYALOTOUNUEVES PLEAETEG.

Ocpaneio. e EBDO, IIE kot mpoinyn e vmotponic e EBDO ko e IIE

To KAvikd Ttpdypappo TG pRopoEapmivng oxedlicTNKE Yo VoL KOTAOEIEEL TNV OMOTEAEGUATIKOTNTA
g papoéapundvng oty apyikn kot cuveyliopevn Bepaneia g o&eiog EBD® ko ITE kon oty
TPOAN YT TG vIToTpomnc. MelethOnkay tédve and 12.800 acOeveig e TEGGEPIC TUYOLOTOINUEVES
eleyyopeveg kKhvikég peréteg eaong 11 (Einstein DVT, Einstein PE, Einstein Extension kot Einstein
Choice) ko emmpocOeta £xet deEaybel pia TPOKAOOPIGUEVT] GUYKEVIPOTIKT OVIAVGT TOV LELETMV
Einstein DVT xot Einstein PE. H cuvoAikn cuvdvacuévn didpketa g Bepaneiog og OAeg TG LehéTeg
Nrav émg Kot 21 pnvec.
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> peiétn Einstein DVT, pedetnOnkov 3.449 acOeveic pe ofgia EBDOO yio ) Oepamneio tng EBOO
Kol v TpoAnym g vrotpomig s EBO® kot g I1E (acBeveic mov mapovoialoyv CUURTOUOTIKY
IE amoxAeiomnkav amd avtiv ) pedét). H didpkeia g Oepaneiog tav yio 3, 6 | 12 pveg avaroya
HE TNV KAWIKN KpioT TOV gpguvnTy.

I'a v apywn Bepaneio g oeiog EBOO dudpxetag 3 gfdopddmv, yopnynnkav 15 mg
papo&apumbvng 600 popég nuepnoine. Avtd axorovdndnke amd 20 mg pipopoaumbvng dmal
nuepnoing.

Ynv peién Einstein PE, peletnOnkav 4.832 acbeveig pe o&eia mvevpovikn epfoin, ya m Bepaneio
NG TVELLOVIKNG EUPOANG KOl TNV TPOANYT TNE VITOTPOTNG TG EBDO kot tng mvevpovikng epuforng.
H dudpxera g Oepaneiog fjrav 3, 6 1 12 unvec e€aptmdpevn amd Ty KAWVIKN Kpior Tov gpeuvnty.
T'a v apywn Bepaneio g o&eiag mvevpovikng epPoing xopnyndnkav 15 mg piaposapndavng dvo
QopEc Nuepnoing Yo tpelg efdouddec. AkolovOnoe yoprynomn tov 20 mg pioapoéapmdvng amo
nuepnoloe.

Kot otig 6vo peréreg, v Einstein DVT kot v Einstein PE, 1 cuykpitikn Bepomegvtikn ayoyn
nepthauPave evoamapivi xopnyoOUEVT Y10 TOVAGXIGTOV 5 NUEPEC GE GUVOVLACUO LE AVTAYMVIOTY] TG
Brrapivng K péypt to PT/INR va givar evtdg tov Oepamevticod evpovg (> 2,0). H Bgpamneio
ocuveylonke pe Evav aviayoviot g Prrapivng K mpocappocpévng d6ong yo T d1atipnon tov
Tiudv PT/INR gvtog Tov Ogpanevtikon gvpovg 2,0 émg 3,0.

X1 peiétn Einstein Extension, pelemnOnkav 1.197 acbBeveig pe EBO® 1 I1E yio v mpdAnyn g
vrotporig s EBO® kot g [1E. H didpxeia tng Oepaneiog rav yio emimAéov 6 1 12 unveg o¢
acOeveic mov giyav olokAnpaoel 6 mg 12 punveg Bepaneiog yio eAefikn Opopuposufoln avaroya. pe
v KAvikr| kpion tov gpevvnti. H piopo&apmbvn 20 mg dmal nuepnoing cuykpinie pe gikovikd
QAPLOKO.

O1 peréteg Einstein DVT, Einstein PE kot Einstein Extension ypnciponoincav tig idteg
TPoKaBopIoUEVEG KUPLEG KOl dEVTEPEVOVGES EKPaoelg anotedespatikotntag. H khpla EkPoon
QTTOTEAEGULATIKOTNTOC NTAV CLUTTOUOTIKY VIToTpor POE kabopilopevn wc 1o chvOeTo onueio ™g
vrotporic EBDO 1 Oavamedpov 1 un Bavatmedpov IE. H devtepedovoa EkPoom
amotehecpatikottoag kabopiotnke og o cVvheTo onpeio T vrotponrig EBPO, un Bavatnedpov
I1E xon Ovnowotntog omd 6Aa ta aitio.

2t perén Einstein Choice, 3.396 acOeveic pe emPefarmpévn copntopatiky) EBPO 1 ko I1E o
omoiol oAokANpmcay 6--12 ufvec avtrnktikng Oeponeiog peretnOMKay yio v TpoOANY”N TS
Oavameodpov IE 1 g un Bavatnedpov copntopotikig vrotporig EB®O 1 [1E. O acleveic pe
£voeldn o cuvellopevn avTTnKTIKy aymyn Oepomevutikng 60ong amokisiotnkay and T peAétn. H
duapkela tng Bepameiog Nrav £og kat 12 pveg avaioyo Pe TNV NMUEPOUNVIO TUYOLOTOINGNG TOV ATOHOV
(Stdpeon: 351 nuépeg). H pipapoéaumdavn 20 mg dnaé nuepnoing kot n pipapoéopmdvn 10 mg dmoé
nuepnoing cuykpidnkay pe 100 mg akeTLAOGUAKLAIKO 0ED dmaé nuepncimg.

H x0pra éxPaocn amotelecpatikdOTnTog NTOV CLUTTOWATIKY VoTpon POE kabopilopevn og 1o
ovvbeto onueio g vrotporiic EBPO 1 Oavoammedpov 1 un Bavoammedpov I1E.

> perétn Einstein DVT (BA. [Tivaka 5), n piapo&apmivn katadeiydnie 0Tt elvar pn kotdTepn G
npog v evo&amopiv/ABK yio tqv kopia ékBoomn anoteiespotikdtnrag (p < 0,0001 (Sdokyun yio un
Kat@tepdTNTa), avaroyia kivdvvov: 0,680 (0,443 - 1,042), p = 0,076 (doxun yio veepoyn)). To
mpokabopiopévo kabapd KAviKd 6@ehog (Kopla EKPaoT AmTOTELEGUATIKOTITOS GLV GOPapd
apoppayikd enelcoda) ovapépnke pe avoroyia kivovvov 0,67 ((95% CI : 0,47 - 0,95), ovopactiky
Tun p = 0,027) vrép g piapolapmdvne. Ot Tyég INR frav péoa oto Bepamevtikd 0pog Katd PEGO
0po oto 60,3% tov YPdvov Yia TN péom didpkela g Oepaneiog Twv 189 nuepdv kot 55,4%, 60,1% ko
62,8% toL YpOVOL OTIC OpaAdES OTTOL Elye amopaoiotel Oepameia didpielag 3, 6 Kot 12 unvov
avtiotolya. Xtnv opdoa ¢ evo&amapivng/ ABK dev vanpée epoavig cuoyétion avaueso oto eninedo
tov pécov TTR (Time in Target INR Range 2,0 — 3,0) avd kévtpo 6nmg Kataveundnikov og 1copeyEon
TPUTNUOPLOL KOL OTNV EQOAVIST) VITOTPOTNG TG OpouposuPorng (P=0,932 yio odinienidopacn). to
Tprtnuopo TV vynAdtepwv TTR avd kévtpo, n avaroyio Kivdbvou pe T pipapolapmdvn Evavtt g
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Bapeapivng Rrav 0,69 (95% CI: 0,35 — 1,35).

Ta mocootd emintong yio v kKOpla EkPacn acepdrelag (coPapd 1 kKhvikd a&toloynoo, un cofapd
ALLOPPAYIKA ETEIGOOIN) KAOMDC Kat T dgvtepevovoa EKPact acpaietlog (coPapd apoppaytkd
eMEI0O01) MOV TOPOUOL. Kol Yia TG 600 ouddeg Oepameiog.

Iivokog S: ATOTELECPOTO ATOTEAEGUUTIKOTTOS KOl ac@dAElOS amd TN perétn @dong 11T
Einstein DVT

ITAnBvopodg pekétng 3.449 acbeveig pe copuntopatiky ofela ev T Badet phePikn
Opoupwon
Aocoloyia kat S1apKeLd TG PiBapolapmivn Evo&amnapivn/ABK P
Oepomeiog 3,61 12 uveg 3,61 12 piveg
N=1.731 N=1.718
Sountopotikn vrotponn GOE* 36 51
(2,1%) (3,0%)
ZOUTTOUOTIKT 20 18
enoveppavifopevn 11E (1,2%) (1,0%)
ZOUTTOUOTIKT 14 28
enoveppaviouevn EBOG® (0,8%) (1,6%)
Yvuntopotikn ITE kot 1 0
EBOO® (0,1%)
BOavatneopog IE / 6dvaroc 4 6
omov n I1E dev pmopet va (0,2%) (0,3%)
OTOKAEIOTEL
Yofapn N KAwvikd aglohoynowun, 139 138
oYL coPapn| apoppoaryio (8,1%) (8,1%)
Zofapd apoppayikd ETEGOOIL 14 20
(0,8%) (1,2%)

a) Piapoaumdvn 15 mg dbo popég nuepncing yu 3 efdouddeg akorovbovuevo and 20 mg draf
nuepnoing

B) Evo&omapivn yio. TovAdyiotov 5 nuépec cuyyopnyovuevn Ue, Kot akoilovBoduevn amd ABK

*  p<0,0001 (un xatotepOTNTO HE PAon Tpokabopicuévn avoroyia Kivovvey 2,0), avaloyia
Kwovvov: 0,680 (0,443 - 1,042), p= 0,076 (ywo vepoyn)

2 perétn Einstein PE (BA. ITivaka 6) n pipapolapmdvn Katedeiydn un Katdtepo g
evo&amapivng/ABK omv kupla ékPaon anoterespotikotnrag (p=0,0026 (€reyyog yio un
Kat@tepdTNTA): avoroyia kivovvou 1,123 (0,749 — 1,684)). To npokabopicuévo kabapd Khvikd
0pelog (KOpla £KPooT amoTEAEGUATIKOTNTAG GLV 1] EUPAVIoT peilovog apoppayiag) avaeépbnie pe
pia ovodoyio kivdvvov 0,849 ((95% CI: 0,633 — 1,139), ovopactikh a&la p, p= 0,275). Ot tipég INR
ntov ota Bepomevtikd TAaicwa pe péon T 63% tov ypdvov ya ) péon odpkela Bepameiog Tmv
215 nuepmv kot 57%, 62% kar 65% tov YpOVoL GTIG OpAdES e TpoKaBopiopevn dupketa Bepaneiog
3, 6 xau 12 pnveg avtiotoya. Ztnv opdda tng evo&amapivng/ABK dev vmipée eppavig cuayEtion
avapeoa ota enineda tov pécov TTR (Time in Target INR Range 2,0 — 3,0) avd kévtpo 0nmg
KOTOVEUNONKAY GE 1GOUEYEON TPITNUOPLO KO TNV ERPAVIGT] VITOTPOTN S PAEPIKN S Opopfoepufoing
DOOE (p= 0,082 y1o. aAAniemidpacn). 1o tpitnudpio Tv vynidtepov TTR avd kévtpo, n avaroyio
Kvduvou e T papoéoumdvn vovtt g Papeapivng tav 0,642 (95% CI: 0,277 — 1,484).

Ta mocootd emintong yio v KOpla EkPacn acepdrelag (coPapd 1 kKhvikd a&toloynoiua oyt coPapd
ALLOPPAYIKA ETEIGOIIN) NTOV EAAPPDG YOUNAOTEPQ 0T BEPOmEVTIKT OpAd TNG PPOPOEAUTAVIG
(10,3% (249/2412)) and 6,11 ot Begpamevticn opdada g evo&omapiving/ABK (11,4% (274/2405)). H
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devtepevovoa EkPoot ao@aielog (coPapd aoppaytkd ETe1cOO1R) HTaY YOUNAOTEPT GTNV OUAdA TNG
papo&apmdvng (1,1% (26/2412)) and 6,t1 otV opdda g evo&amapivng/ABK (2,2% (52/2405)) pe
avaroyio kvdovov 0,493 (95% CI: 0,308 — 0,789).

Iivakag 6: AToteAéopaTA AMTOTELECRATIKOTNTAS KO 00@dAELNS 0m6 TN perétn @dong 11

Einstein PE
ITAnBvoudg peréng 4.832 acbeveig pe o&elo GUUMTOLOTIKY TVELLOVIKT] EUPBOAN
Aocoroyia Kot S1pKELD TNG PiBopolapmévn @ Evo&omapivy/ABK P
Bepamneiog 3,6M 12 punveg 3,61 12 pnfveg
N=2419 N=2413
Sountopotikn vrotpor GPOE* | 50 44
(2,1%) (1,8%)
SountopaTikn vrotpon | 23 20
ITE (1,0%) (0,8%)
Sountopatiky vrotpony | 18 17
EB®O (0,7%) (0,7%)
Yvpntopotikn ITE ko 0 2
EB®O (<0,1%)
Oavatneopog I1E / Bdvatog | 11 7
omov 1 I1E dev pmopei va (0,5%) (0,3%)
amokAgloTel
Yofapa 1 kKAvikd a&loloynoo | 249 274
oYL GoPopd aopporyiKd (10,3%) (11,4%)
EMELGOOLN
Yofapd apoppaykd enelcoole | 26 52
(1,1%) (2,2%)

a) Piapo&aumdvn 15 mg dvo popég nuepncing yio Tpelg foopnddeg axorlovboduevo amo 20 mg

amoé nuepnoing.

B) Evo&omapiv/ABK yio TovAdylotov 5 nuéPe, GLYYOPNYOVUEVN UE, KOl akOAoVOOVUEV OO

ABK

*p <0,0026 (un KoT®TEPOTNTA Yo TNV TpokaBopiopévn avaroyio Kivdvvov tov 2,0): avaroyio
Kwoovvov 1,123 (0,749 — 1,684)

"Eyet dievepynBel po tpokafopiouévi GUYKEVIPOTIKY 0VAAVOT) TOV OMOTEAEGUOTOG OO TIG LEAETEG

Einstein DVT ko1 PE (BA. [Tivaxa 7).
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Iivakog 7: ATOTELECLATO OTOTEAEGUUTIKOTITOS KOl OGPALELNS OTO GUYKEVIPOTIKI] OVAAVGT)
10V peretdv @dong III Einstein DVT kot Einstein PE

ITAnBvopodg pekétng 8.281 acbeveig pe o&eia ovuntopatik) DVT 1 [IE
Aocoloyia kot didpketa g Bepomeiog PiBopotapmévn @ Evo&amapivi/ABK 2
3,6M 12 punveg 3,61 12 pnfveg
N=4.150 N=4.131
Sountopotikn vrotponn GOE* 86 95
(2,1%) (2,3%)
Yvuntopotikn vrotpomnn 11E 43 38
(1,0%) (0,9%)
Sountopotiky vrotpon) EBO® 32 45
(0,8%) (1,1%)
ourtopotiki [E kot EBOO 1 2
(<0,1) (<0,1%)
Oavatneopog I1E / 8avatog 6mov n I[IE | 15 13
dev umopel vo omokAEloTE (0,4%) (0,3%)
Yofapd 1 KAvikd a&loloyn oo 388 412
oYL GoPapd aLLoppaYIKA ETEIGOSLO (9,4%) (10,0%)
Zofapd arpopparyikd eTEGOOLL 40 72
(1,0%) (1,7%)

a)  Pipapo&aumdvn 15 mg dvo popég nuepncing yuo Tpelg fdopnddeg axorlovboduevo amd 20 mg

amoé nuepnoing.

B)  Evo&amapivn)/ABK yia TovAdyiotov 5 nuépeg, cuyxopnyoOuevn e, Kot okolovBodpevn and
ABK

* p <0,0001 (un xot@TEPOTNTA Yo TNV TPpoKaboplouévn avadoyio Kivdvvov tov 1,75): avaroyia

Kwvdovov: 0,886 (0,661 - 1,186)

To mpoxabopiouévo Kabapd KAviKo 6eerog (kKupla EkPaoT amoteAespotikdTnTag cuv pueilova
QLLOPPAYIKA ETEIGODIN) OTO T GLYKEVIPWOTIKY AVAAVOT) avoeépOnike e avoloyia kivdvvov 0,771
((95% CI: 0,614 — 0,967), ovopaoctikni a&ia p, p = 0,0244).

> perétn Einstein Extension (BA. [Tivaxa 8), 1 pipapo&apmdyn ntov avmoTept) TOV EIKOVIKOD
QOpUAKOV Yl TNV KOpLaL Kot TN devtepevovca EkPacn arotelecpatikotntas. [a v kopla éxPaon
acPAAELNG (COPOPA LOPPAYIKA ETEIGOAIN), VINPEE EVOL U] GTOTIOTIKA GULOVTIKO, 0pOUNTIKA
VYNAOTEPO TOGOGTO eMimTmong Yo acOeveic mov Elafav Oepancio pe papoapmdvn 20 mg dmoé
NUePNoime 6€ GVYKPLoT LE TO EIKOVIKO pappoko. H devutepedovoa ékfacn acedieiag (coPapd 1
KAWVIKE 0E10A0YNOLLO OYL GOPOPA CLLOPPOYIKA ETEIGOIIN) KATEDEIEE VYNAOTEPO TOGOGTA Y10

acOeveic mov EraPav Oepameia pe papoéaumdvn 20 mg droaé nuepncing o cHYKPION LE TO EIKOVIKO

QapLOKO.
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Iivaxog 8: ATOTELECLOTO OTOTEAECUUTIKOTNTOS KOl a6PAAELOG amd TN peréty ¢daong 111

Einstein Extension

[InBvopdg peréng 1.197 cvvéyicav  Bepaneio Kot TPOANYN TNG VIOTPOTNG TNG
orefucng OpopPoepPoric
Aocoroyia kot d1apKeL TG PiBopolapmévn @ Ewovikd pappako
Oepameiog 6 M 12 pnveg 61 12 pniveg
N =602 N=594
Yvuntopotikn vrotpon) POE* | 8 42
(1,3%) (7,1%)
SOUTTOUOTIKY ETAVELQOVICOpEVT | 2 13
IE (0,3%) (2,2%)
SOUTTOUOTIKY ETaVELQOVILOUEVN | 5 31
EB®O (0,8%) (5,2%)
Oavatneopog I1E / Bdvartog émov | 1 1
n IIE dev umopei va anokielotel | (0,2%) (0,2%)
YoBapd apoppayikd exelcodl |4 0
(0,7%) (0,0%)
KMviké a&roroynoun, oyt 32 7
cofapn| opoppayio (5,4%) (1,2%)

o)

Piapo&apmivn 20 mg dmoé nuepncing

* p <0,0001 (avotepdtnra), avaroyio kvdvovov: 0,185 (0,087 - 0,393)

¥ peiétn Einstein Choice (BA. [Tivaxa 9) n pipapoapmdyvn 20 mg kot 10 mg oy kot to Vo
avatepa Tov 100 mg akeTvAOGOAKLALKOD 0EE0G Y100 TNV KVPLa £KPaom anoteiespatikdttag. H
Kopla EkPaomn acearewog (Leilova apoppayikd enelcod1n) nTov mopdpoa yio aodeveic mov Ehafav
Oepamneia pe popoéapmdvn 20 mg kot 10 mg araf nuepnoing oe odykpion pe 100 mg

OKETVAOGOAMKVALKOD 0EE0G.

Hivakog 9: Amoteréopata
Einstein Choice

UTOTEAECUUTIKOTNTOS KOl a0o@aAielog omd 11 perétn @dong I

I[MinBvouds peréce

3.396 acbeveic cuvéyioav TpoOAYN
VOTPOTNG PAEPIKMC OpoufosuPoing

Aocoroyia Oepameiog Pipapo&apmdvm Piapo&apmdvm A¥O 100 mg od
20 mg od 10 mg od N=1.131
N=1.107 N=1.127
Atdpeon didpketo Oepomeiog | 349 [189-362] nuépeg | 353 [190-362] 350 [186-362]
[evdoteTapTNHOPLOKO EVPOG] NUEPES NUEPES
ZOUTTOUOTIKT VTOTPOTH 17 13 50
DOOE (1,5%)* (1,2%)** (4,4%)
SOUTTOUATIKY vToTpon | 6 6 19
IE (0,5%) (0,5%) (1,7%)
SOUMTOUATIKA voTponh | 9 8 30
EBO® (0,8%) (0,7%) (2,7%)
Oavatneopog I1E / @dvatog | 2 0 2
omov 1 I1E dev pmopet va (0,2%) (0,2%)
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OTTOKAELOTEL

SOUTTOUOTIKT VTOTPOTH 19 18 56
DOOE, éuppaypo tov (1,7%) (1,6%) (5,0%)
pvokapdiov, oyyeloko
EYKEPOAKO €MEIGOO10, N
oLOTNKT gRPorn exTdg

Tov KNX

YoBapd apoppaykd 6 5 3
EMELGOON (0,5%) (0,4%) (0,3%)
KMvikd a&oroynoun 30 22 20

un peilov opopparyio (2,7%) (2,0%) (1,8%)
SOUTTOUOTIKT VTOTPOT 23 17 53
®OE 7 peiCov oapoppoyio (2,1%)" (1,5%)"" (4,7%)
(koBapd KAVIKO 6(pEXOG)

* p<0,001 (avotepomta) prapolapmdvng 20 mg od évavti AZO 100 mg od- HR=0,34 (0,20-0,59)
** p<0,001 (avorepomta) prapolapmdvng 10 mg od évavti AXO 100 mg od- HR=0,26 (0,14-0,47)
" Piapo&aumdvn 20 mg od Evavtt AXO 100 mg od- HR=0,44 (0,27-0,71), p=0,0009 (ovopootikn)
“ Papo&opmdvn 10 mg od évavtt AXO 100 mg od- HR=0,32 (0,18-0,55), p<0,0001 (ovopaoctikn)

EmmpocBétmg tov mpoypdappatog peretav eaong I EINSTEIN, éxet die&oyBel pia mpoomtikn,
avoryt, un mopepfotikn perétn kooptg (XALIA), pe kevrpikn katokopmon exfdoemv,
ocvumepthappavouévev g vrotpomng POE, g cofaprg apoppayiog kot tov Bavatov. Evraydnikav
5.142 acbeveig pe o&eio EBOO yio, 0 diepedvnon e HoKpoypoviag ao@arelag TG papo&apmivng
0€ GUYKPIOoT UE TNV KAOEpOUEVT] OVTITNKTIKY aymyn otnv Kabnuepvi kKhvikn Tpoktiky|. Ta mocootd
g coPapng apoppayiac, Tg vrotporns POE ko g Bvnopdmrog amd Ol To aitia yio
papoapmévn rav 0,7%, 1,4% ko 0,5% avtictoryo. Yanpyov dtopopés 6Ta foactkd
YOPOKTNPLIOTIKA T®V 060EVAV Katd TV vtaln, copmeptlopfavopévav g nikiog, Tg vmapéng
KapKivov Kat Tng veppikng Susiertovpyiog. Mo mpokabopiopévn oTatioTiky aviilvon eEopoimong
Tdong (propensity score) ypnNoUOTOMmONKE TPOKEWEVOD Vi YiVEL TPOGAPUOYN UE PAON TIG LETPTCIUES
SQOopPEC 6T PACIKE YOPAKTNPIOTIKA TV 000eVAOY KoTd TNV évtaén ot Beponeia, ®GTOGO
VTOAEITOUEVOL GUYYLTIKOL TAPAYOVTEG UTOPEL Tap” OAOL AVTA VO £XOVV ENNPEAGEL TO, ATOTEAEGLOTA.
Ot avaroyieg Kvdovou petd v e€opoimon Taong yio ™ ovykpion ¢ ppapolaumdvng pe my
kabepopévn ppovtida atn cofapn aoppayic, oty vrotpor POE kai ot BvynodtnTo amd OAa
ta aitwa nTov 0,77 (95% CI1 0,40 - 1,50), 0,91 (95% C1 0,54 - 1,54) ko1 0,51 (95% CI1 0,24 - 1,07),

avTioTOTYOL.
AT 10 AOTEAEGLOITOL GTNV KOOMUEPIVT] KAVIKT TPOKTIKT VAL GOUPOVO, UE TO TEKUNPLOUEVO
TPOPih ACPAAELNG Y10 TY] CUYKEKPIUEVT EVOELET.

Y& oL LETEYKPITIKY, U TopeuPatikn ueAét, og mepliocdtepovg amd 40.000 acbeveis ympic 1otopikd
KOPKIvOL 0o T€66epIg YDPES, I priapolaumdavn cuviayoypaenOnke yio m Oepomeio 1 Ty TpOANYN
g EB®O ka1 g I1E. Ta nocootd cupPaviov ava 100 acBevo-£tn yio o 6L UTTOHOTUCO/ KAVIKE
gupavi GOE/Opopposuforikd copfdvo mov 0d1yohv 6€ VOoTAEio 6€ VOGOKOUEID KupudvOnkay amd
0,64 (95% CI1 0,40 — 0,97) oto Hvopévo Baoiiewo émg 2,30 (95% CI 2,11 —2,51) yia ) 'eppavia.
Ayoppayio Tov KatéAnée oe voonieio, G€ VOGOKOUELD TPOEKVYE GE TOGOOTA CLUPAVTOV AVA

100 acbevo-¢tn 0,31 (95% CI1 0,23 — 0,42) yia gvdoxpaviakt| opoppoayia, 0,89 (95% CI 0,67 — 1,17)
Yo opopparyio Tov yaotpevtepikov, 0,44 (95% CI 0,26 — 0,74) yio cupopparyio. TOL OLPOYEVVITIKOD
kal 0,41 (95% CI 0,31 — 0,54) ywo dAAn opoppoaryio.

Aocbeveic pe oAb Betikd ovTIQOoEOMTIOKO GUVIPOLO VYNAOD KIVOUVOL

e pio TUYOIOTOINUEVT), TOAVKEVTPIKY], AVOLYTNG EMIOUAVOTG LEAETN YPTUOTOOOTOVUEVT OO TOV
gpeuvnTn e TvpAomompuévn aglordynon telkol onueiov , n papolapmdvn cuykpidnke pe
Bapeapivn oe acbeveic e 1otoptkd BpOUP®ONG, SLOYVOGUEVOVY LE OVTIPOGEOAITIONKO GUVIPOLLO KOl
VYNA0V KIvduvou Yo Bpopfoepforikd eneicodia (Bpédnkav Betikol kot 6TIg TPEIS doKILOGieg EAEYYOV
AVTIPOGPOATISIKDV AVTICOUATMV: OVTUTNKTIKO TOV ADKOV, OVTIKOPOIOATIVIKG OVTICOUOTO KOl
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avtioodpoto Evavtt g B2 -yAvkonpwteivig I). H pelém tepuatiotnke mpdwpa petd v évraén 120
acBevav, My avénpévou apBpod Bpoppoepfolikdv enelcodinv oe aobeveig 6To GKELOG TNG
piapo&aumdvne. H péon didpkela mapakorovdnong frav 569 nuépeg. [evivta evvéa (59) acbeveig
Tuyotomombnkay o pipapoéourdavn 20 mg (15 mg yuo acOeveic pe kdBapon kpeotivivng <50
mL/min) kot e€nvra évag (61) oe Papeapivn (INR 2,0-3,0). OpopPoepuporikd eneicddio onueidOnkoy
oe 12% tov acBevov tuyoatomompévav oe piapoaumdvn (4 woyoipkd ayyelakd eyKe@oAkd
eNEI06010 Kot 3 epepaypoto pvokapdiov). Ltovg acheveic mov tuyatomomdnkay otn Pappapivn oev
avaeépinkav Bpoppoepforikd eneicdola. Eneicddio peiovog apoppayiog onpeimdnke oe 4 acbeveic
(7%) g opddag g papolaundvns kot o€ 2 acbeveic (3%) g opddag g Papeapivne.

Hodrorpicode mnBuouodg

O Evponaikdc Opyaviopog @apudkmv £xet dOoeL amaAlayn amd TV VIOXPEMOT] VITOBOANG
TOV ATOTEAEGLATAOV TOV UEAETAOV LE TO QPOPLOKEVTIKO TPOIOV OVOPOPAS TOV TEPIEYEL
pipapo&aumdvn o€ OAEG TIG VTOKATIYOPIEC TOL TAUSIATPIKOV TANBVGUOV GTIV TPOANYT| TV
Opoupospforikdv coppdvtov (PAéne mapdypago 4.2 yio TANPOQOPIEG TYETIKA LE TNV
TOLOLOTPIKTY XPNON)-

5.2 D opPOKOKIVI TIKEG 1OLOTITES
Amoppdéonon

H piapolapmdvn amoppopdrol Ty Le TG LEYIOTEG GVYKEVIPMOGELS (Cmax ) Vo

gupaviCovrol 2 - 4 opeg PETE TN AYN TOL d1oKIiOL.

H am6 tov otopetoc amoppdenon e poposapmdvng eivol oxedov TANPNG KoL 1 0td TOV GTOUUTOC
Brodrabecipdmra givar vymin (80 - 100%) yia tn 6601 diokiwv Tov 2,5 mg kot 10 mg, aveaptnta
omd TV Katdotaon VNoteiog/uetd to yeopa. H mpooinyn pali pe tpoen dev enmpedlet ty AUC T
™MV Cmax ¢ pipapolopmévng oty d6om tov 2,5 mg kot 10 mg. Ta Siokio 2,5 mg kot 10 mg g
pipapo&aumdvng umopodv va Anedovv pe 1 yopic Tpoer. Ot pupUOKOKIVNTIKEG IOIOTNTEG TNG
pipapo&aumdvng sivar mepinov ypapkeg uéxpt mepimov 15 mg draf nuepnoing. e vyniotepeg
dooeig, n papolapndvn enpavilel TEPLOPICUEVT ATOPPOENCT SIAAVGONG HE UEIWUEVT]
Brodrabecipudmra kot peiowuévo puiud amoppodenong Le avénuévn d6cm. Avto gival EVIoVOTEPO GE
KATAoTOOT VNOTEING Ao 0,TL 6 KATAGTOOT LETA TO YeOpo. H dtokduavon tng eapuaKoKivnTiKng
wotnrag g ppapodaumivng elvon pétpia, pe dtakvpavon petadd Tov atopwv (CV %) and 30 %
£w¢ 40 %, ektOG amd TV NUEPO. TNG XEWPOVPYIKNG EXEUPAONG KL TIV EXOUEVT NUEPQ OTTOTE M
dwakvpavon oty ékbeomn givar vynin (70 %).

H amoppdonon e pipapolaundvng e&aptdral and ™ 0o amelevfEPOONE TOL GTO YUGTPEVTIEPIKO
ovotnua. Mia peimon katd 29% kot 56% oty AUC kot 6TV Cmax G€ GOYKPIOT| L€ TO S10KI0
avaeépOnke 6tav 1 prapoapmdvn vd popen Kokkimv amelevfepdvetal oto yyvg Aemtod viepo. H
€xBeomn eivor TepATEP® PEIUEVT] OTOV 1] PROPOEAUTAVT] OTTEAEVOEPDVETAL GTO TEPIPEPIKO AETTO
£VIEPO 1 GTO AVIOV KOAOV. ZVVETMGC, 1| XOPNYNOT| TNG PPBAPOEOUTAVIC TEPIPEPTKA TOV GTOUNYOV
TPENEL VO, ATOPEVYETOL SLOTL AVTO UTOPEL VO 00T YNOEL GE PEIWHEVT] OTOPPOPNOT| Kol GYETIKN EkBeom
mg popoapmavnge.

H Produobeoipudmra (AUC kot Cmax) ftav cvykpiown yio 20 mg pipapo&aumdyn yopnyoduevng amod
TOV GTOUOTOC WG OPVUUATIGUEVO O1OKIO OVAUEUELYLEVO LE TTOATO UNAOL, 1] EVALOPNUEVO GE VEPD KOl
YOPNYOVUEVO PEGH YAGTPIKOD COANVO akoAovBovpevo and Eva vypod Yeba, GE GOYKPLOT| LE £VOl
0AOKANPO S10Ki0. AEGOUEVOL TOV TTPOPAEYILOV, O0GOEEAPTOUEVOD PAPUOKOKIVIITIKOD TPOQPIA TNG
pipapo&aumdvng, Ta amoteréouato, flodtafecitotnTog omo T uekétn avtr ival Tbavo vao
epappolovrot og yapnAdtepeg d0celg g ppapoaumdvng.

Koartavoun

H déopevon og mpwteiveg TAAGHATOG GTOV AVvOpmTO Eival VYNAT 6€ T060GTO TEPimov 92 % Emg
95 %, pe ™ AevKOUATIVI] 0OPOV VO ATTOTEAEL TO KUPLO OEGUEVTIKO GVOTOTIKO. O OYKOG KATAVOUNG
glvon pétprog, pe Vss mepimov 50 Adtpa.

Buopetaoynuatiopds kot anoBoir

A7 ™ yopnyovuevn d6on g pipapolaumdvng, mepimov ta 2/3 vrdkewTal 6€ UETAPOAKN
ATOOOUN O, LLE TO £VA UICL VO AEKKPIVETOL KOTOTIY LEGM TNG VEPPIKNG 0000 Kot TO GAAO
Nuov pécm tev Kompdvav. To tedikd 1/3 tng xopnyoduevng 666G vadKeLTal GE GueoT
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VEQPIKY] OMEKKPIOTN O AUETAPANTN POCTIKT 0VGi0 GTA OVPO, KVPIOS LEGH EVEPYOD

VEPPIKNG OTEKKPLOTG.

H piBopo&apmivn petaforiletor péow tov CYP3A4, tov CYP2J2 kon unyovicpuov aveédptntov
tov CYP. H o&edmtikn anodounon tov popiov pop@oivovig Kot 1 vdpOAoT| TV opdIK®V
deopdv, amoteAovv Ta KOpla onpeia Popetatponr|s. Me Baon Tig in vitro €pevveg, M
ppapo&apmbvn glvar Eva VTOGTPOUA TOV TPAOTEIVOV petapopémv P-gp (P-yAvkonpmteivn) Kot
Berp (mpoteivn avtictaong Kapkivov Tov pactov).

H apetdfintm piopo&apmdvn ivarl n onuoavtikodtepn Evoon oto avlpdnivo TAdcua, xopic tnv
Tapovsio PelOvav 1 evepyY®dV KUKAOPOPoUVI®V peTofolMtdv. Me cuotnuatiky] kdBapon mepinov
10 1/h, 1 prPapo&apmdvn pmopel va ta&voundei oc ovsia yoauning kdBapong. Metd v evooeAéPia
yopnynon g d6ong 1 mg, n nuicea {on anékkpiong eivan tepimov 4,5 dpeg. Metd v amd Tov
OTOMATOG XOPNYNOT, N amékkpion meplopiletal amd To puoud amoppdenonc. H amoforn trng
piapo&apumdvng and 10 TAAGHO TpayoToTTolEiToL te TEMKES NEmEG and 5 £wg 9 dpeg ot veapd
dropa Ko pe teAég nuimés amd 11 éwg 13 dpeg oToug NAKIOUEVOLG.

E1dwcoi tAnBuopoi

Dolo

Agv mopatnprionikay kKAvikd oyeTilOUEVES O10POPEG OTIG POPLOKOKIVITIKES KOl
QOPULAKOOLVOULIKEG 1O10TNTEG LETAED AVOPDV KoL YOVOIKADV AGOEVDV.

Hliwuévog minBoouog

O nAkiopévol acBeveig mopovsiocay VYNAOTEPES GLYKEVIPOGELG TAAGLOTOC 0md O,TL OL
veotepol acbeveig, pe péoeg Tywég AUC mepimov 1,5 popég vynidtepeg, Kupiog AOYm TG
LELOPEVNS (POtVOLEVT])) OAIKNG Ko VEQPIKNG KABapomg. Agv amatteitol Tpocaproyn g
docoioyiag.

Mapopetiés katnyopies fapovg

Axpaieg Tyég copatikov Papovs (< 50 kg 11> 120 kg) eiyav povo pkpn enidpacn oTig
GUYKEVIPMOGELS TAAGLATOS TNG pLpapolapmivng (AMydtepo amd 25 %). Aev amorteiton
TPOCAPUOYN TNES S0c0AOYING.

A10p0AeTIRES O10POPES

Agv mopatnprioniay kKhvikd oyetilopueveg dapuietikég dapopés uetald Kavkdaoiov, pavpmv
Apepikavaov, lotavopavev, landvov 1 Kivélov acBevdv 66ov apopd oTIG pOPUAKOKIVITIKES Kot
QP UAKOOVVOUIKEG 1O10TNTEG TNE PLPapOEapmTivG.

Hratikn dvolertovpyio

Kippotikoi acbeveic pe o nrotikn dvoiertovpyia (otadiov A katd Child Pugh) eppdvicav uoévo
LIKPEG LETAPOAES OTIG POPHOKOKIVITIKES 1010TNTEG TNG pLapoapmivng (avénon katd 1,2 popég
omv AUC g pifapo&apmivng Kotd HEGO 6po), oYEIOV GUYKPIGILEG LE TIG OVTIOTOLYES Y10, TNV
opado ELEYYOL VYLDV ATOU®V. ZE KIPPOTIKOVS 000eVEl e péTpra nratiky duciettovpyia (otadiov B
katd Child Pugh), n péon AUC ¢ piapolapmdvng avéndnke onuaviikd katd 2,3 popéc o
ovykpion e vyieic eferovtéc. H AUC un deopevpévou papudrov avénnke katd 2,6 popéc. Ot
OLYKEKPIUEVOL 000EVELG glyav emiong LEIWUEVT] VEPPIKT OTEKKPLOT) TNG PLPAPOSAUTAVIG, OO [IE
ekeivn tov acevov pe pétpla veepikn duciettovpyia. Agv vdpyovv dedopéva oe acbeveig pe
cofopn NroTikn SvcAettovpyia.

H avactoAr g dpaotikdttag Tov Tapdyovio Xa avénbnke katd évo cuvieleot) 2,6 o€ acbeveig
Ue PETPLA NTOTIKY OVGAELTOVPYiC G€ GUYKPLoT e Tovg vyieic eBedovtéc. H mapdraon tov PT
avéNOnKe opoimg Katd Eva cvvteleotn 2,1. AoBeveig pe pétpra nratikn duciettovpyio nTav
TEPLOCOTEPO gLOicONTOL Gt pLiaposapmdvn pe amoTélecpa pia peyaAdtepn kKAion otn oyéon
PK/PD petaé&d cvykévipmong kot PT.

H pipapo&apmdvn avievogikvotol o aoBeveic [Le NmATIKY VOGO GYETICOMEVT IE SOTOPUYT TNG
TENG TOV OUOITOC Kol KAVIKG oeTILOUEVO KivOuvo anpoppayiog, COUTEPIAOUBOVOUEV®DY
Kippotikdv acbevov pe Child Pugh B kot C (BA. mapdypago 4.3).
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Neppikn ovolertovpyio,

Iopatpndnke pio odénon g ékBeomng otn ppaposaumdvn e cLGYETION UE LEIMON TNG VEPPIKNG
Aertovpyiog, 6mwc a&lohoyndnke péco peTprioev Kabapong kpeotvivine. Ze acbeveic pe nma
(kaBapon kpeatvivng 50 - 80 ml/min), pétpra (kdBapon kpeatvivig 30 - 49 ml/min) kot coPfapn
(kaBapon kpeatvivng 15 - 29 ml/min) veppikr| Suciettovpyia, Ol GLYKEVIPOGELG TAAGLOTOC TG
papo&apmdvng (AUC) avéndnkay katd 1,4, 1,5 kot 1,6 popég avtictorya. Ot avtictoryeg avncels
OTIG POPUOKOIVVOIKEG OpACELG TAV EVTOVOTEPES. Xe acheveic e N, LETPLo Kot cofapt) VEQPPIKT
duoAeltovpyia, 1 YEVIKT OVOGTOAN TNG OPACTIKOTNTOG TOV apdyovta Xa avénonke kotd Eva
ovvtereot 1,5, 1,9 ko 2,0 avtiotolya, oe cuykpion e vyieic eBerovtéc. H mapdraon tov PT
avENOnke opoimg Katd Eva cuvtereot 1,3, 2,2 ko 2,4 avtictotya. Aev vdpyovv dedopéva oe
acBeveic pe kdBapon kpeatvivng < 15 ml/min.

AdY® ™S VYNANG HEGUEVOTG OE TPOTEIVEC TAACUATOG, 1| PLPapoSaumavn deV avopéveETaL OTL
umopei va givar apodtvAicylo.

H ypnon dg cuvietdton o€ acbeveig ue kaBapon kpeatvivig < 15 ml/min.

H piopo&apmivn mpénel va ypnoionoteitan pe mpocoyn| o acheveig pe kabapon kpeatvivng

15 - 29 ml/min (BA. Tapdypago 4.4).

DopuokokvnTikd dedopéva 6Tovg 0cbeveig

21ov¢ acbeveig mov maipvouv piapoéapmivn yio thv Tpdinyn g VTE 10 mg epdnaé nuepnoing,
0 YEMUETPKOG HEGOG TNG cLYKEVTIP®ONG (90% tov daotnpatoc TpdPreync) 2 - 4 dpeg Kot mepinov
24 Gpeg petd ™ 060N (AVTITPOSM®TEHOVTOG YOVOPIKA TN LEYITTN KL TNV EALYIOTN GUYKEVTP®OT
KaTd TN O1GpKELD TOV d0GoA0YIKOD dtacTtHpatog) NTav 101 (7 - 273) kat 14 (4 - 51) meg/l,
avTicTolya.

DopUOKOKIVNTIKES/ QUPUAKOOVVOULKES OYECELS

H oyéon poppokokivntikov/eapuokoduvouk®y wiottov (PK/PD) peta&d e cvykévipmong tng
ppapo&aumdvng oto TAdoua Kot dtopopmv tTeMkmdv onueimv PD (avactodn mapdyovia Xa, PT,
aPTT, Heptest) a&ioAoynOnie petd amd ) xoprynomn evog peydiov evpovg 66cemv (5 — 30 mg 600
@opéc v Nuépa). H oyéon peta&d g ouykévipwong e poposaumdvng Kot e dpacTnploTToC
10V Topdyovta Xa meptyphonke KaA0TEpa amd va povtéro Emax - I to PT, t0 povtédro
YPOUUKNG TAPEUBOANG YEVIKG TEPLEYPOVE coddTEp Tor SESOUEVA. AVALOYXL LIE TOL SLAPOPETIKE.
avtdpactipe, PT mov ypnowonomdnkav, n kAion 6iépepe onuovtikd. Otav ypnoyomotionke
Neoplastin PT, n apyucq run PT ftav mepimov 13 devtepdrenta (s) kot 1 kAion Ntav wepinmov 3 g
4 s/(100 meg/l). Ta anoterécpoto TV avarveewv PK/PD ot @don I kat I Atav cuvakdriovba pe
Ta 6edoUéEVa TOL TEKUNPLOON KAV GE VYL dTopa. XToVg acbeveic, ol apykég TIHEG Tov Topdyovta Xa
ka1 tov PT enmnpedonkayv amd tn xelpovpytkn eméuPfoor, e amoTEAEGO Lo d1apopd otV KAIoN
ovykévipmonc-PT peta&d g eteyyelpntikng NUEPAG Kol TS 6TadEPOTONUEVNC KATAGTOOTG.

Hodratpikds minbucuog
H aopddeta kot 1 amotelecpaticdtnTo dev £xouv TeKUNPLmOel Yo Ty £voeidn g TpmToyevong
wponyng ¢ POE yio moudud ko eprfouvg nhikiag émg 18 gtmv.

5.3 [poxivikd dedopéva Yo TNV a6QaAiEL0

Ta un KAviKd dedopéva OgV amoKaADTTOVY 1010iTEPO Kivouvo Y10, TOV AvOpwmo ue Paon Tig
SUUPBUTIKEG LEAETEC PUPUOKOAOYIKNG AGPAAELOG, TOEIKOTNTOC Uiag dOoNC, P®mTOTOEIKOTNTOG,
YOVOTOEIKOTNTAG, EVOEXOUEVNG KAPKIVOYOVOL OPACT|G KAl VEOVIKNG TOEIKOTNTAG,

O1 emdpaoelc mov mapatnpenOnkay o€ pelétec To&kdmTag ETAVOlAUPaVOUEV®DY 0OGEDY 0PEIlOVTOY
KUPIOG TNV EKCECNUOCUEVT] QUPLOKOSVVOUIKT] paoTnpoTnTa TS pLopo&aumdvng. Tovg
apovpaiovg, apatnpnnkav avénuéva enineda IgG kot [gA 010 TAACHA GE KAIVIKG GYETIKG ETITESQ
éxBeomnc.

2TOVG apovpaiovs, dev mapatnpNONKaY EMOPACELS TN YOVILOTNTO TOV appévav 1| Onhémv. Meléteg
o€ (®a KoTESEEAV TOEIKOTNTO GTIV OVATOPUYDYIKT] IKOVOTNTO GYETILOUEVN LE TOV (POPLOKOAOYIKO
TPOTO OpaoNG TS PROPOEAUTAVIG(T.). OHOPPAYIKES EMITAOKEC). EpPpuikn - veoyvikn to&ikotnta
(amofoAn petd v epuedTevoT, KaBLoTEPNUEVT/TPOY®PTLEVT] OGTEOTOINGT), TOALOTAC NTATIKA
AVOIKTOYPOLO OTiYHoTe) KABMG Kot 0vENUEVN cLYVOTNTA ELPAVIOTC KOVADY SIOUAPTIDV Kol
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uetaformv tov TAakobvTa TapaTNPNONKAY 6€ KAMVIKG GYETIKEG GUYKEVIPDGOELS TAAGLOTOC. TNV
TPOYEVVITIKT] KO LETAYEVVITIKN LEAETT) GTOVG apovpaiovs, Tapatnpnonke petopévn fuocipdtnta
TOV ATOYOVOV € 0OCELG TTOV NTa TOEIKEG Yo ToL ONAEa.

6. DOAPMAKEYTIKEX ITAHPO®OPIEX

6.1 Koataloyog ekddymv

IMvpnvoc diokiov

Aaktoln povoidpn

Kopuedrdln vatprovyog

dwotawpovpevn (E468)

Natpro AaovpvroBeukd (E487)

YrpoueAroln 2910 (ovouaotikd 1Endeg 5,1 mPa.S) (E464)
Mikpokpvotorrikny kuttapivn (E460)

KoAroedég avoopo o&eidio moprtiov (ESS51)

Maoyviiclo oteatikd (ES72)

Enucédioym diokiov

IHoAvaBvievoylvkoin

4000 (E1521)

YrpoueAroln 2910 (ovouaotikd 1Endeg 5,1 mPa.S) (E464)
Awo&eidio tov trraviov (E 171)

Z1dnpov o&eidro epvpd (E 172)

6.2 AovppatoTnTeg
Agv gpapuodletat.

Opvppotiopéva dokia
Ta Opoppaticuéva, diokio prpapooumdavng eival 6tabepd 6T0 vepd Kot GTOV TOATO UNAOD £G Kot 4
MpPEC.

6.3 Avapkero Cong

2 xpovia.

6.4 Iowitepeg TPOPUAAEELS KATA T1I] GVAGEY TOV TPOIOGVTOG

Agv vtapyovv €181kéEC 0dNyieg ST PNOMG Y10 TO TPOIOV OVTO.

6.5 DVHo1N KOl GLGTATIKG TOL TEPLEKT

Audpoveg koyéreg PVC/aiovuviov o€ cvokevacieg tmv 5, 10, 14, 28, 30, 98 | 100 emtkaAvpupuévov
ue Aemtd vuévio dokimv N d1atpnTeg Kuyéleg povig 6oong tav 10 x 11 100 x 1 diokiwmv.

Ouidn and HDPE pe Aevkd adlo@oavég mopo ac@oieiog yio to mondld amd TOAVTPOTVLAEVIO Kol
TapEUPUCHO TOV €YEL ETEVOVOT| ETUYWYIKNG GPPAYIong. Zvokevacia 30 1 90 emkaAlvppévaoy pe Aento
vuévio dlokmv.

O1odn a6 HDPE pe Agvkd adtopovég PdmTo moo e GUVEXEG CTEIPMLLOL AT TOAVTPOTVAEVIO KO
TapEUPUCHO TOV €YEL ETEVOVOT| EXOYWYIKNG SPPAYIoTS. Xvokevacio S00 emkaAvUPEVOV UE AETTO

vuévio dlokmv.

Mmropei va, unv KuKAOQPOpOUV OLEG 01 GLOKEVAGIES.
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6.6 Idwitepeg Tpo@uvAdEels ambppryng Ko GAAOG YELPLONOS

Kdabe ayxpnoiponointo eapuokevtikd mpoidv 1 VITOAELU TPETEL VO, ATOPPITTETOL COUPDVA LE TIG
KATA TOTOVG IGYVOVGEC GYETIKES OLUTALELG.

Opvppatiopds dSokinv

Ta diokia prapoéoumdvng uropovv vo Bpuupatictody Kot va valopndodv oe 50 ml vepod kot va
xopnyNBovV PHEG® PVOYAGTPIKOD GOANVA 1] COANVO YOOTPIKNG GiTioNg HeTd omd emiPePaimon g
TOMoBETNONG TOV GOANVA EVTOS TOL GTOUAYOV. LTN GUVEXELD O GOANVOG TPENEL Va. EeMAEVETAL e VEPOD.
Agdopévov 6t 1 amoppdenon s ppapoapmivng eaptdral and T B€om g anerevBipmaong g
dpacTIKNG ovaiog, 1 yopnynon e PBAPOEAUTAVIG GII® TOV GTOUMYOV TPENEL VO, ATOPEVYETAL, AVTO
UTOPEL VoL 0OTYNGEL GE LELMUEVT] ATOPPOPTOT) KOl KAT' GVTOV TOV TPOTO LEIUEVT £kBeon otV
dpaotikn ovoia. Agv amatteital eviepikn oition apéomg Letd ) yopnynon tov diokiov tov 10 mg.

7 KATOXOX THX AAEIAY KYKAO®OPIAX
Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,

Barcelona, 08039
Iomavio

8 APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1488/012-023

9 HMEPOMHNIA ITPQTHXE EI'KPIXHY/ANANEQYHYX THX AAEIAX

Huepounvia mporg £ykpiong: 16 Noeuppiov 2020
Hpepounvia tedevtaiog avavémong: 6 Avyovotov 2025

10 HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepn TANPOPOPLOKA GTOLXEID VIO TO TOPOV POPUOKEVTIKO TTPOidVY gival dlabéaiio oTov
dktvakd tomo Tov Evponaikod Opyavicpod Gopudkov http:/www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg emkaAvppéva pe AemTd LUEVIO dloKia

2. MOIOTIKH KAI MOXOTIKH XYNGEXH
Kabe emkaivppévo pe Aemtd vpévio diokio mepiéyetl 15 mg piapo&apmbvng.
‘Exdoyo pe yvootég dpdoeig

Ké0e emkaroppévo pe Aemtd vpévio diokio mepiéxet 20,920 mg Aaktodlng (og povoddpukry), PA.
Tapaypoo 4.4.

Mo tov Tpn katdhoyo Tov exdoywV, BA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H
Emwaioppévo pe Aemto vuévio diokio (S1okio)

ZTPOYYLAL, GUPTKVPTO, ETKOAVUUEVE LE AETTO DUEVIO SIOKIN, KOKKIVOD YPOUATOG, OLOUUETPOD
nepinov 5,00 mm, pe yopoaypévn v Evoeen «ILy ot pia 6ym Ko Ty EvOeiEn «2» otnv dAin oym.

4. KAINIKEX TIAHPO®OPIEX
4.1 OgpamevTikéc gvoeiels

Evnlixeg

[IpdAnym tov ayyelokol eYKEPAAIKOD ENEIGOSI0V KOl TNG GUGTNUIKNG ELPOANG o€ EVNATKOLG
acOeveic pe un PoAPIotkn KOATIKY LOPUOPVLYT LE EVOV 1 TEPICCOTEPOVG TOPAYOVTEG KIVODVOV, OTTMG
GULPOPNTIKN KOPOLOKT) OVETGPKELL, VIEPTACT, NAKia > 75 €TV, cokyap®dN daprTn, TPOTYoOUEVO
AYYELKO EYKEPUAMKO ETELGOD10 1) TAPOIIKO IGYUUIKO ETEIGOSIO.

Ogpaneio ™G ev 1o Padel prePucc Opoppwong (EBOO) xat tng mvevpovikng epfoing (I1E) ko
TPOANYM NG vtotpomng TG EBOO ko tng [1Ece evniikovg (deite mapdypago 4.4 yuo tovg
alpodvvapkd actabdesic aceveig pe I1E).

Houdiorpixoc ninQvouog

®epoaneio g eAePikng Opoupospporng (POE) ko mpoAny g vrotponng s POE ce madid
Kot pNPovg nAkiog katw tov 18 etdv kot Bapovg amd 30 kg £mg 50 kg petd amd tovidyiotov 5
NUEPES APYIKNG TAPEVIEPIKNG AVTITNKTIKNG Oepameiag.

4.2 Aocoloyia Kol TPOTOS YOP1YNoNS

Aocoloyia

LlpoAnym tov ayyeiaxod eyKepalikob EXEIT00I0D KOl THS COGTHUIKNAG EUPOANS OE EVHAIKES
H ocvvietdpevn do6on givan 20 mg droé nuepnoing, 1 onoia gival exiong 1 cLVIGTOUEVN LEYIOTN
doon.

H Ogpaneio pe to Rivaroxaban Accord npénet va cuveyiotel pokponpddeso epdoov to
OPELOC TNG TPOANYNC TOV AYYELOKOD EYKEQPAALKOD KOl TG GLOTNLUKNG EUPOANG LITEPIGYVEL

TOL KIvoLuvov arpoppayiog (BA. mapdypapo 4.4).

Edv maporeipbei pio 60om, o achevig tpémet vo tapet To Rivaroxaban Accord apéowmg kot va
oLVEYICEL TNV ETOUEV MUEPQ LE TNV TPOSANYT| Anas Nepnoimg, Onmg cuviotdtal. H d6om dev
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TPENEL VO, SITAAGIOCTEL EVTOC TNG 1010¢ NUEPOS Y1, VO avamAnpmBel 1 d6on Tov mapaleipOnke.

Ocparneio the EBDO, Oepameio e IIE ko mpoinyn s vrotponhs ths EBDO ko g IIE oe evilikes
H ocvvietdpevn d6om yio v apykn Oepameia tng ofelag EBOO 1 T1E givar 15 mg dvo popég

NUEPN TS Y10 TIC TPDOTES TPEIS ELOOUAOEG, akorovBovpevn amd 20 mg draé nuepncing yio )
ovvéyion g Bepaneiag kot v TpdAnyn g vrotpomig thg EBO® xon g ITE.

H pkpn ddpkera Bepameiog (Yo tovddyiotov 3 pnvec) Ba mpénet va eEgtaleton oe acheveig pe
EB®O 1 I1E mov poxoieitor amd peiloveg mopodikovg mapdyovteg Kivoovov (dnA. TpOGQATo
coPoapod yepovpyeio M tpovpa). H peyorvtepn didpketo Oeponeiog Oo mpémel va e&etaletan o€
acBeveic pe mpokAnt) EBO®O 1 I1E mov dev oyetileton pe peiloveg mopodikovg mopdyovteg
Kwvdvvov, anpdxkintn EBOO 1 I1E, 1} iotopikd vrotponiic EBO® 1 [1E.

Orav evdsikvoton Tapatetapévn tpoinym g vrotpomis EBO® ko IE (petd v ohokAnpwon
TovAdylotov 6 unvov Bepamneiog yioo EBOO 1 I1E), n cuvictdpevn d6on givar 10 mg droé nuepnoing.
Y& aobeveig oTovg omoiovg o kivovvog vrotponrg EBD®O 1 I1E Bempeitar vynAiodg, 0Tmg ekeivol pe
EMTEMAEYUEVEC GLVVOOT|POTNTEG, 1 EKEIVOL TTOVL £YoVV gupavicel vrotpon] EBO® 1 I1E evd
Adppavav mapatetopévn TpoANyN pe paposaurdvn 10 mg dnaé nuepnoing, o tpénel va
g€etaleton o doom papolaumdvng 20 mg dnaé nuepnoing.

H dudpxeta g Oepameiog kot 1 emhoyn TG 000NG TPEMEL VA EEATOMKEDOVTOL LETA OO TPOGEKTIKY
a&loldynon Tov opélovg TS Bepamneiag Evavtt Tov Kivdvvou arpoppayiog (PA. mapdypaeo 4.4).

Xpovikn mepiodog A0coroY1KO TPdYpappe | ZUVOMKN NUEPT|OLOL
doom
Ogpameio KoL TPOANYN Hpépo 1 - 21 15 mg dvo popég 30 mg
™¢ vrotponnc EBOO NUePNGimC
won [1E
Huépa 22 xon €€ng 20 mg amoé nuepnoiong | 20 mg
[Ipdinym g Metd v ohokAnpwon | 10 mg drna& nuepnoing | 10 mg
vrotponic EBOO® kot | TovAdyiotov 6 pmvav il 120 mg
I1E Oepameiog yio EBOO 1 | 20 mg dnoé nuepnoing
IE

IMa va vrootpiyBel n petdPfoocmn g docoroyiog amd 15 mg og 20 mg petd v Huépa 21, givor
dbéoun cvokevooio Evapéng tecodpmv efdouddwmy Tov Rivaroxaban Accord yia tn Ogpameia g
EB®O /IIE.

Edv maporeipbei pio 6601 katd tn d1dpkelo, TG edong Oepaneiag tov 15 mg 600 popég
nuepnoing (Muépa 1-21), o acbevic npénel va mhpetl to Rivaroxaban Accord auécmg yia vo
dwuopalotel | Tpdoinyn 30 mg pioapoapmdvng NUepNcimg. XNV TEPITTOCT VTN, LTOPOVV Vi
ANeBovv dvo diokio Tov 15 mg tavtdypova. O acbevig Tpénet va cuveyioel TNV endpevn nuépa
LE TNV KOVOVIKN TPOGANYN TV 15 mg 300 popég nuepnoimg, OTMG GLVIGTATOL.

Edv maporeipbei pio 66om katd tn didpkeio tng eaong epomeiog dmoé nuepncing, o acbevig
npénel va, mhpel To Rivaroxaban Accord apéomg Kot va, cuveyicel TNV XdueVn NUEPA. LUE TNV
mpdoANY” ama nuepnoing, 6nme cuviotdtal. H 06on dev mpénel va dimhociaotel vioc g idtog
NUEPOS Yo var avaminpmBel n d6o1 mov mapoieipOnke.

Ocporeio e POE xou npolnyn s vrotponns s POE oe moudia kot epiffovg

H Oepaneio pe 1o Rivaroxaban Accord og mandid kou pnfouvg niikiog Katw tov 18 etdv Tpénel va
apyilel petd amd TOLAAYIGTOV 5 NMUEPES OPYLKNG TOPEVTEPIKNG OVTIINKTIKNG Oepameiog (PA.
Tapdypoo 5.1).
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H 660n v moudid kat eprifovg vworoyileton pe Bdon 1o copatikd Bépoc.

- Zopatikd Bapog and 30 émg 50 kg:
ocvviotdrtol 06on 15 mg pifapoéapmdvng dmaé nuepnoing Avty gival n HEylotn NuePnH oL
doon.

- Yopatikd Bapog 50 kg 1 meprocdTEpO:
ocuviotdral 06om 20 mg piaposapmdvng dmas nuepnoing. Avt ivatl n péylotn Nuepno
doon.

- I'oa acBeveig pe copatikd Bapog pukpotepo and 30 kg, avatpéste oy Hepiinyn tov
Xopaktnplotik®v tov [Ipoidvtog GAA®Y GopUAKEVTIKOV TPOIOVIMVY OV TEPLEYXOVY KOKKIN
pipapo&apumdvng yio TOGIUO evoudpnpa Tov datifevtal oty oyopd.

To Bépog Tov Tadov mpémet va mapakoiovBeital ko 1 d6or va emavesetaleTon TOKTIKA. AvTtd
yivetat yia va d1ac@aiotel 0Tt dtotnpeitan pio Oepamevtikng d6om. Ot Tpocapuoyég g 600MG TPETEL
va yivovtal povo pe féon tig ahlayéc 6To coUaTIKO BApoc.

H Oepaneia mpémel va cvveylotel yio TovAdyiotov 3 pniveg o€ modid ko eprifovg. H Bepaneio pmopet
va enektafel o€ Emg kot 12 pveg dtav eivar KAika arapaitnto. Aev vrapyovv dtabéotua dedopéva
o€ modLd ov va vrootnpilovy peimon g d6oNg HeTd amd 6 ufves Bepaneiac. H oyéon opélovg-
Kvduvou tng cuveyllopevng Bepaneiog petd toug 3 pnveg Ba tpénet va a&loloyeital o
g€atopukevpévn Paon Aappdvovtag vedyn tov kivdvuvo vrotpomidlovcoc Opoupwong Evavtt Tov
TOOVOD KIvdOVOL aupoppoyiog.

Edv maporeipbei pia 66om, 1 6661 mov mapaieipdnke tpénel va Anebdei To cuvtopdtepo duvatov
a@ov aVTO Yivel avTIANTTo, aALd uovo v id1a nuépa. Edv avtod dev eival duvatdv, o acbevig npémet
va mapaielyel T 3661 Kot v cuveyicel pe v endpevn d00T OTTMG TOL cuvTayoypaeEnOnke. O
acBevig dev Tpémel va TApEL VO SOGELS Y10 VO OVATANPAOGCEL [io, 0OGT TOL TaPaAEiPONKE.

Aldoyn axo avraywviotés s frrouivis K (ABK) oty piffapolaumavn

- IIpdinym tov ayyelakol eyKEPAAIKOD ETEIGOOI0L Kot TG GVOTNUIKNG ERPOANG, I Oepameia pe
ABK zwpénet va, diaxomnel kot va Eekivioel 1) Oepameio pe to Rivaroxaban Accord 6tov 1 tium
Aebvoic Oporomompévng Zyéong (INR) givan < 3,0.

- Oegpomeio g EBDO, I1E ko mpdANyM T votponng e evihikeg kKot Oepomeio tng POE kot
TPOANYT TNG LILOTPOTNG G TAIATPIKOVG acBeveic:
n Bepancio pe ABK mpémel va drakomel kKo va Egkivioetl n Bepomeio pe To Rivaroxaban Accord
otov n Ty INR eivar <2,5.
Orav ot acleveic aAralovv and ABK og pipapo&oaumavn, ot tiuég INR Oa givar wevdmg avénuéveg
petd v mpoécAnyn g praposapmdavne. H tipn INR dev givon Eykvpn yuo tn pétpnon g
AVTIINKTIKNAG 0pACTG TNG PLROPOEAUTAVIG KO, GUVETADC, OEV TPEMEL VO Ypnoponoteital (BA.
mopaypapo 4.5).

AMoyn aro  pifapoloumavy oe aviaywviores ¢ Prropivis K (ABK)

Yrdpyel mBovotnTo averapkoDs OVTITNKTIKOTNTOC KoTd T petafacn amod ) pipoapoéaumdvn o
ABK. H cvveyng emapkng ovTumnKTikOTnTo TPETEL VO StooPoAileTan Katd Tn S14pKELN OTOI0GONTOTE
petéfoong oe éva evarloktikd avtimnktiko. [pénel va onueimdei 6t1 1 pifaposapmivn propet va
ouveloépel og avEnpévn tiun INR.

e aoBeveic mov aAralovv amo ) pipapoéouravn oe ABK, ot ABK mpémet va yopryodvran
tavtoypova peEypt 1 tiun INR va givon > 2,0.

IMa t1g TpdTeg dV0 NUEPESG TNG UETAPOTIKNAG TEPLODOV, TPEMEL VO, XPTGILOTOMNOEL 1] TUTIKY| OPYIKN
docoroyia twv ABK, akoiovBovpevn Tig endpevec nuépeg amod tn docoroyic ABK, ommg
vrodewkvoetal amod Tic egtdoelc INR. Evoocw ot asBeveic Aapfdvovv mapdAinia pipapo&apmdvn kot
ABK, 1 tiun) INR dev mpémel va eAéyyetar vopitepa amd 24 dpeg LETA amd TNV TPOTNYOOUEVT) 0OGN
AL TPV amd TNV EnOUEVT 060M NG piapoaumdvng. Otav to Rivaroxaban Accord dwokonei, ot
g€etdoeic INR pumopotv va yivouv aidomota tovddyiotov 24 dpeg Letd amd v terevtaio 06on (BA.
Tapaypaeovg 4.5 kot 5.2).

Mowdwarpikol acbeveig:
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IModd ov oArlalovv and 1o Rivaroxaban Accord oe ABK ypetdleton va cuveyicovv 1o Rivaroxaban
Accord yuo 48 dpec petd v Tpmtn 860m Tov ABK. Metd amd 2 nuépeg cuyyopnynongs, TpETEL va
Anoedei n Ty INR wpwv amd v endpevn apoypappatiopévn d6on tov Rivaroxaban Accord. H
ovyyopnynon Rivaroxaban Accord ka1 ABK cuvietdrtol va cuveyiotel péypt n tun INR va givor >
2,0. Otav to Rivaroxaban Accord dwokonei, ot e€etdoelg INR pmopovv va yivouv a&tomota 24 dpeg
petd amd v televtaia doom (PA. mapamdve Kot Tapdypapo 4.5).

AAkayn omo TopevTepia aVTmNKTIKG o€ pifopoloumovy

Ta eviikeg kon maudtatpikovg acbeveic mov AapPdvovy £va mapeviepkd avIUTNKTIKO, SIKOWYTE TO
TOPEVTEPIKO OvTINKTIKO Kot Eekviote T piapolaumdavn 0 £ng 2 dpeg Tpv amd 1o Ypovo Tov Ha
EXOPTYEITO 1 ETOUEVT] OOGT TOL TAPEVIEPIKOD POAPUAKEVTIKOD TPOIOVTOG (). NTapives kpoh
poptakol Bapovg) N Katd o xpovo NG OLUKOTNG EVOG GUVEXNDS YOPTYOVLLEVOD TTOPEVTEPIKOD
QOPUOKEVTIKOV TPOIOVTOG (T.X. EVOOPAEPLa LN KAacpatomompévn nrapivn).

Aldoyn aro ™ pifapoloumivy oe ToOPEVIEPLKO. AVTITNKTIKG
Awxkdoyte T0 Rivaroxaban Accord kot xopnynote v Tp®dTn 00GT TOL TAPEVIEPIKOD AVTUTIKTIKOD
Katd To Ypdvo wov Ba Empene va Anebei | exduevn 66om g pPapoapundvng.

Ewdwcoi minbuopoi

Negpikn dvolertovpyio.

Evilikec:

Iepropropéva KAviKa dedopéva, yio acbeveic pe coPapn veppikn dvciertovpyia (kKaboapon
KpeaTvivng 15 - 29 ml/min) vrodekvhovv OTL 0L GLYKEVTIPMGELS PROPOEAUTAVIG GTO TAACLLOL
aLEAVOVTAL GNUOVTIKA. ZVUVENMG, TO Rivaroxaban Accord mpémet vo xpnoiponoleital pe Tpocoyn
GTOVG GLYKEKPIUEVOLG acbeveic. H yprion de cuvictdral oe acheveic pe kdbapon kpeativivng < 15
ml/min (BA. mapaypdeovg 4.4 kot 5.2).

e aobeveic pe pétpra (kdbapon kpeotviving 30 - 49 ml/min) 1§ cofapn veppikn ducAettovpyio
(kaBapon kpeatvivng 15 - 29 ml/min), epapudlovtar ot akdAovOeg 0GOA0YIKEG GVOTACELS:

- Mo v TpodANYM TOL ayYEKOD EYKEPOUAIKOD ETEIGOSI0OV KOl TG CLGTNHIKTG EUPOANG GE
acOeveic pe un PaAPioikn KOATIKY LOPUOPVLYT, 1| CUVICTMUEVT 060N givarl 15 mg dmaé
nuepnoing (PA. Tapdypoo 5.2).

- ' Bgpoaneia g EBPO, ) Ogpancio g IIE kot v npdinyn g vrotponrg ts EBOO
ka1 tng [1E: o1 acOeveig mpémetl vo AauPavovy Bepomeio pe 15 mg 600 popég nuepnoing yio Tic
TpMTEG 3 POOUAOES. TN GUVEXELD, OTAV 1] GUVIGTONEVT SO0 glvan 20 mg dra nuepnoimg,
€dv 1 a&loddynon Kvdévvov tov acBevoic Yo apoppayio vIEPTEPEL TOL KIVOVVOL VITOTPOTNG
¢ [1E kou g EB®O 0o pémet va Aaufavetor vadyn pa peioon g 66ong amd 20 mg dnaé
nuepnoing o 15 mg dnoé nuepnoing. H ovetaon yo t xprion tev 15 mg Poaciletor oe PK
HOVTELO Kot dev €xel peretnfel oTig cuykekpyéves KAMvikég ouvOnkeg (deite mapaypdpovg 4.4,
5.1 ka1 5.2).0Otav n cuvietouevn doon givar 10 mg dmag nuepnoing, dev amatteital
TPOGAPUOYN TNES 00GOAOYING amd TN GUVIGTOUEVT] dOOT).

Agv amaiteitonl Tpocappoyn g 6ocoroyiog oe acbeveig pe Nmo veppikn ducAettovpyio
(kaBapon kpeatvivng 50-80 ml/min) (BA. mopdypapo 5.2).

IMoudatpiog winbvoude:

- TToudud ko EpnPot pe fmia veepikn dvciertovpyio (puOpodg orelpapotikng dtdnong 50 - 80
ml/min/1,73 m?): 8ev anoiteitan Tpocappoyn g 8oong, pe Pdon to dedopéva o evitikes Kat
nepropiopéva dedopéva e madtaTpikons acbeveic (PA. mapdypao 5.2).

- TToudwd ko Epnpor pe pétpia 1 coPapn veepikn dvciertovpyio (PLOUOG CTEPUUATIKNAG
d1MOnong < 50 ml/min/1,73 m?): To Rivaroxaban Accord dev cuvictdror kKadmg dev vdpyovv
dBéopa kKhvikd dedopéva (PA. mapdypapo 4.4).
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Hromirn dvalerrovpyio

To Rivaroxaban Accord avtevdeixvotal g acbeveic pe nmatikn vOco oyeTCOUEVT L dlaTapoyn
g TENG TOL aipatog kot KAk oyeTi{opevo Kivouvo alpoppayiog CuUTEPIAUUPOVOUEVOV TOV
Kippotik®dv acdevav pe Child Pugh B kot C (BA. mapaypdeovg 4.3 kot 5.2). Agv vrdpyovv
Swbéoipa KAvikd dedopéva 6 TodLd e NTATIKT OVGAELTOLPYICL.

Hliaowuévos ninboouog
Agv amatteiton mpocappoyn g docoroyiog (deite mapdypoo 5.2)

2ouotio fapog
Agv amaiteitonl Tpocappoyn g 6ocoroyiog Yo eviiikes (deite mapdypapo 5.2).
INo Todratpikovg acbeveic, n d0om kabopileton pe fdon 10 couatikd Papoc.

Dolo
Agv amaiteiton mpocsoppoyn g docoroyiog (deite mapdypopo 5.2)

Aobeveis mov vrofidllovior o€ kKopdioovataln

To Rivaroxaban Accord propet va Eekivioel 1 va cuveyotel o aobeveis, o1 omoiotl pmopei va
ATOITOVV KapdoavaTasn.

INo kapdroavataén kaboonyovuevn amd S10160QAYEL0 LIEPNXOYPAPT LA o 0oOEVELS IOV deV glyav
AGBel mponyovuevn Bepameia e avtimnkrikd, n Oepaneia pe Rivaroxaban Accord mpénet va
Eexvnoetl TOLAGLoTOV 4 MPEG TPV TNV avATAEN DOOTE VA EE0GPAAIGTEL ETAPKNG OVTUTNKTIKY Oy®myn
(BAéme mapaypapovg 5.2 ko 5.1).

TN 6hovg Tovg aedeveig Tpv and v avataén o tpénetl va avalnmOel emPePaicnon 6110
acBevig €xel AaPet to Rivaroxaban Accord 6mwe tov cvvtayoypaendnke. Ot anogdoels yio Tnv
évapén kai ddpkela g Bepameiog 0o Tpémetl vo AapuPavouv vadymn Tic Kablepouéveg
KaTELOVVINPLEC 00N YIEC Y10 TNV AVTITNKTIKN Ay®Y 6TOVG acbeveic mov vofdiiovial og
Kapdoavataln.

Adobeveic ue un Poarfioin kolwikn popuopvyy wov vrofalroviar oe PCI (diadepuixy orepaviaio,
ropéuPaon) ue torobétnon stent.

Yrdpyel meproptopévn epmelpio pe ™ Hetpévn 66om g pipapolaumdvng 15 mg draé nuepncing (M
papo&apmdvn 10 mg draf nuepnoiong oe acheveig pe pétpo veppikn duciettovpyia [kdbapon
kpeatviving 30-49 ml/min] yopnyobuevou enimpocditmg evog avactoAén Tov P2Y 12 yuo puéyioto

dwomuae 12 unvav og acbeveig pe un Paifidkn KoAmikn popuopvyn tov ¥pnlovy amnd Tov GTOUATOG
AVTIINKTIKN oywyn kot vroPdilovror o PCI pe tonobéton stent (deite mapaypdpovg 4.4 kot 5.1).

Houdrompixoc AnBvouoc

H aopddeia kor 1 amotelecpaticotnta Tov Rivaroxaban Accord og mandid niwiog 0 éog < 18 etdv
dev &yovv axoua TEKUNPLOOE] yio TV EvOeiEn TpOANYT TOV ayYEWKOD EYKEPAAIKOD ETEICOOI0V KoL
NG CLOTNWIKNG EUPOANG o€ acbeveic pe un PodPidtkn KOATIKN pappuapvy”. Agv vapyovy dobioiua
dedopEVO. ZVUVETMG, OEV GLUVICTATAL Y10l P O™ G TOdd NAKiog KAt Tov 18 eTdv yio evoeilelg
GAdec amo ) Oepameia Tng POE kot v mpoAny”n ¢ vrotporng e POE.

Tpomoc yoprynong

Evijlixec
To Rivaroxaban Accord givot yio amd oToOUATOC P o).
Ta dwokia mpémel va Aapfdvovtar pe Tpoen (deite mapdypoo 5.2)

Opopuotiouos dlokiwv
T acBeveig mov dev pmopobv va Katomiovy oAdKANpa diokia, To diokio Rivaroxaban Accord pmopet
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va Opvppatiotel kKo vo avoperydei pe vepo 1 ToATO URAOL ApECHS TPV TN ¥PNOT Kot va yopnynOei
a6 Tov otopaToc. Metd tn yopiynon tov Bpvppoticpéveov Rivaroxaban Accord 15 mg 1 20 mg
EMKAAVUUEVOV PE AETTTO VUEVIO d1okimV, 1) 6001 Ba Tpémel va akolovbeital apécmg amd Tpoen.
To Bpvppoticpévo dwokio Rivaroxaban Accord propet eniong va yopnyndet péow yootpikdv

COMVOV KATOTY eMPEPaimong TG COOTNE TOTOHETNGNG TOL COAVA EVTOG TOV GTOUAYOV (BA.
opoypapovs 5.2 kot 6.6).

Houdia kou Epnpor Popovs 30 kg éwg 50 kg

To Rivaroxaban Accord wpoopiletot yio omd oTOHATOS Yp1oN.

[pénet vo vodeikvoetal otov acbevn va katomivel To diokio pe vypo. Ilpénet emiong va Aapfdvetal
pe tpoen (PA. mapdypago 5.2). Ta dwokia npénet va Aappdvovtat pe pecoddotna tepinov 24 mpdv.

e mepinton mov 0 achevng PTUGEL AUECHG TN 000N N KAVEL EUETO €vTOC 30 AemTddV UETd T Aym
g 06onG, Ba Tpémet va dobel o véa 06o1. Q2oTOG0, £dv 0 acBevnc kdvel epetd mepiocotepo and 30
AEMTA pETd TN 600M, 1 060N dev mpEmeL va emavoyopnynOel Ko n endpevn d6om Ba Tpémel va Anebel
OT®G €Vl TPOYPOUUOTIGUEVO.

To dwokio dev mpénet va daympiletar o€ o mtpoomdbela Tapoyng KAAGHATOG Hog 601G d10Kiov.

Opoupotiouoc diokiwv

INo acBeveic mov dev pmopovv vo KoTamiovy oAokAnpa diokia, Oa Tpémetl va ypnopomombody dAia
QOPUOKEVTIKG TPOTOVTA OV TEPLEXOVV KOKKi pLapo&apumdvng yio TOGLUO EVoL®PN L0 TOV givart
dwbéotua oty ayopd.

Edv to mdouo evarmpnua 6gv eivan dpeco S1afEsiio, 0TOV GLUVTUYOYPAPOVVTOL dOGELC
papo&aumdvng 15 mg 1 20 mg, avtéc ta diokia tov 15 mg 1 20 mg propovv va Bpvppatictody Kot
va yopnynBovv pe vepd 1| TOATO INAOL OUESMG TTPLY TN ¥PNoT Kot Vo, xopnyndodv amd Tov 6TOHOTOC.
To Opvppoticpévo diokio umopei emiong va yopnyndei péom yootpik@v cornvov (BA. Tapaypdeovg
5.2 ko 6.6).

4.3 Avtevoeigelg

YrepevaioOnoio 6t dpactikn ovoia 1§ 6& KAmo10 amd T £KO0Y0. TOV AVAPEPOVTOL GTNV
Topaypaeo 6.1.

Evepyog khvikd onuoavtikn aipoppayia.

BAapn 1 xatdotaon, ebv Bempeitol 0Tt amotelel onuavTiKd Kivouvo yio cofapn aipoppayia.
Av16 pmopet vo meprhapPdvet Tapovoa | TpdoET YaoTpeVTEPIKN e€EAKmoT, Tapovaia
KaKonOdV VEOTANGI®Y 6€ LYNAO KivoLuVo alpoppayiog, TpOGEATH KAKMGT TOL EYKEPAAOL 1 TG
OTOVOVAIKNG OTAANG, TPOGEUTY] YELPOVPYIKT EXEPPACT] EYKEPAAOV, GTOVOVAIKNG GTAANG 1)
0POOAUDY, TPOGPATN EVOOKPAVIOKT OLOPPUYi, YVMOGTOVS 01G0QPAYIKOVE KIPGOUE 7| VITOVOLl
VIopENG TOVg, apTNPLOEAEPDIEIC SVOTANGIES, ayYELOKE, avELPOGLOTO 1) GOPUPES EVOOPPOYLOIES
N EVOOEYKEPOAIKES OLYYELOKEG VO UOATES.

H tavtoypovn Bepaneio pali pe Ao avtimnktikd .y, un kKioopatomomuévn nrapivny (MKH),
nrapiveg pKpov poprakov Bapovg (evoamapivn, Saitemapivn KTA.), Tapdywya nrapivng
(fondaparinux ktA.), and oTOUATOG AVTITNKTIKA (Bapeapivn, ete&ihikn dafryatpdvn, omEapumdavn
KTA.) 0V GUVIGTATOL EKTOG EWOIKMV cLVONKOV aAloyng avTimnkTikhg Oepaneiog (dgite Tapdypapo
4.2) 7} 6tav 1 MKH biveton o€ 000€1g amapoitnTeg yio. T d10ThHPNoT EVOS 0VOIKTOD KEVTIPLKOD
oAePkov N aptnplakov kobempa (PA. Tapdypoeo 4.5).

Hratum vocog oyetilopevn pe datapayr e TENS ToL aipoTog Kot KAWVIKG oyeTi{opevo kivduvo
apoppayiog cvumepiapupavopéveoy Tov Kippotikav acbevov pe Child Pugh B kol C (BA.
Toapaypapo 5.2).

Konon kot Onraopog (BA. mopdypapo 4.6).
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4.4 Ewdwkéc mpogrtdomonoels Kol TpopuAaEels KaTd T (p1on

ZuVIeTaTon KAVIKT TopakoAoVONoT GOUQ@VE LE TNV AVTITNKTIKY TPAKTIKY] Kab' OAn )
dugpketa tng Bepamneiog.

Kivdvvoc awpoppayiog

Onwg kot pe Ao avimnktikd, ot acBeveig mov Aappdvovv Rivaroxaban Accord 8o mpémet va
TOPUKOAOLOOVVTAL TPOCEKTIKG Yol oMueia apoppayiog. ZUVIGTATOL 1] TPOGEKTIKY ¥PNON G
KATOOTAGELS pe avEnpévo kivduvo atpoppayiag. H xoprynon tov Rivaroxaban Accord Ba mpémet va
dlakomTeTon Qv mapovoiactel cofapr| apoppayia (BA.Tapdypago 4.9).

2116 KMVIKEG HEAETEG apopparyia TV PAEVVOYOV@V (ONAadT erioTaln, amd Ta 0OAM, TO
YOGTPEVTEPIKO, TO OLPOYEVVNTIKO GUUTEPIAAUPAVOUEVTG U1 PVGLOAOYIKNG KOATIKNG optopparyiog 1
ALENUEVNC EUunvou pOoTg) Kat avorpio £xouv @avel To oLV KOTA TN SEPKELD LOKPOYXPOVIOG
Bepaneiog pe prpapolapndvn og cuykpion pe Bepaneio Avtayoviotov Birapivng K (ABK).
SUVETMG, EMMPOGOETO GTNV EMOPKT KAVIKT| TAPATPNGCT, N EPYASTNPLOKN EEETAGT TNG
alpoceopivng / apatokpitn Oa propovoe va £xel aia yio TNy aviyvevon Aavidvovcag
QPLOPPAYiog KOl TV TOGOTIKOTOINGT) TG KAVIKNG ONUAGTOG TNG KOMNANG aploppayiog, Ommg
KpIvETOl KATAAANAO.

Opiopéveg voopddeg acBevmv, OTOS avaypaeeToL TOPaKAT®, EXoVV ovénuévo Kivduvo alpoppayiog.
Avtoi ot acbeveig Tpémel vo TapakoAovBoOVTOL TPOCEKTIKG Y10 GMUEIN KO GUUTTMLOTO OLULOPPAYIKDY
EMTAOK®V Kot ovarpiog puetd v évapén g Bepamneiog (PA. Topdypapo 4.8).

OnodNToTE AVEENYNTN TTOGN TNE OUOGPALPIVIG 1 TNG OPTNPLUKNG TECN G TPETEL VO,

001 YNoEL G dlepehvION Y10 OLLOPPAYIKT EGTIA.

Av xou m Oepameia pe prpapolaundvn dev amartel mapakorlovinon g Ekbeong wc e&étaon povtivag,
N pétpnon tev emmédmv paposopmdvng pe po fodpovopunpévn Tocotikn e£€Tacn LETPMoNG TG
dpaoTIKOTNTAG £VAVTL TOL Tapdyovto Xa pumopel va givor xpnoiun o€ eEUIPETIKES TEPIMTMOGELS, OTAV 1)
yvoon ¢ €kBeong o pipapoaundvn uropei va fondnocel ot AMyn KMVIKGV 0mopicemV, T.Y.
vrepdocoloyia kot enetyovoa gyyeipnon (deite mapaypdopovg 5.1 & 5.2).

HNoduorpicodg mnBuopodg

Yrdpyovv nepropiopéva dedopévo. oe Todld pe OpouPwon Tov eYKEPUAKOV PAEPOV KoL TV
OAEPOODOY KOAT®VY OV EY0LV Aoipmén tov KN (PA. mapdypaeo 5.1). O kivdvvog aipoppayiog Oa
TPEMEL VO, EKTILATOL TPOCEKTIKG TPV Kol kKaTd Tn didpKeta tng Oepomeiog pe piapo&apmivn.

Neppikr) dvciettovpyia

e evniikeg aoBeveic pe cofapn veppikn dveiettovpyia (kadbBapomn kpeatvivig < 30 ml/min), ta
enineda g prpaposopmdvng oto TAacpo propel va avénbovv onpovtikd (1,6 popég kotd péco
0p0), 00NYDVTAG GE AVENUEVO KIVOUVO a1poppayiog.

To Rivaroxaban Accord wpémnel va yproylonoieitor pe Tpocoyn oe aobeveic pe kabopon Kpeativivng

15-29 ml/min. H ypnon d¢ cuvictdton o acbeveig pe kabapon kpeatvivng < 15 ml/min (BA.

Tapaypaeovg 4.2 Kot 5.2).

To Rivaroxaban Accord 0o tpémel va ypnoyomoteitat pe Tpocoyn o€ acheveic pe veepikn
dvodeltovpyia ot 0moiol Aapfavovy TavTOYPOVA AAL PUPHOKEVTIKA TPOIOVTO TO OTTOiN
aLEAVOVV TIC CLYKEVTPDOGELS pLapoaumivng oto TAdoua (PA. [Tapdypago 4.5).

To Rivaroxaban Accord dev cuvictdrtol o madid Kot eprioug pe pETpia 1 coPapn veppikn
dvodettovpyia (puOude omelpapatikig dmdnong < 50 ml/min/1,73 m2), kabmg dev vdpyovV
Stobéotpa KAVIKA dOUEVAL.

AMnAenidpaon pe QAL QOPUOKEVTIKO TPoidvTa,

H ypnion tov Rivaroxaban Accord dev cuvictdton og aofeveic oTovg 0moiovg cuyyopnyeital
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ovotnpatikn Bepomeio pe avtipvknTiooég aloreg (0nmg KeTokovaloAn, 1tpakovaloin,
Bopucovaloin kor molaxovaloAn) | avaotolreic Ttpwtedong tov HIV (m.y. prtovafipn). Avtéc ol
dpaoTIKEG 0voieg eivat 1oyvpol avactoreic Tov CYP3A4 kan tng P-gp kou cuvenmg uropodv va
AVENCOVY TIG CUYKEVIPMOGELG TNG PPAPOEAUTAVIG OTO TAAGO 6E KAVIKA oyeTiiouevo Padud (2,6
QOpPEC KATh LEGO 0PO), TO omoio pmopel va odnynoet o avénuévo Kivovvo apoppayiog. Agv
VIapyoLV drabéoia KAMvikd dedopéva g Tadld Tov AapUPBEvouy GuYXOPNYOVLEVT] GUGTILATIKY
Oepaneia pe 1wyvpovg avactoreic toso Tov kot CYP 3A4 6c0 kat g P-gp (BA. mapdypago 4.5).

Amatteiton mpocoyn edv 6Tovg acbevelg cuyyopnyohvtol PapLoKELTIKA TPOTOVTA OV emnpediovy
NV UUOGTAON, OTMG 1) GTEPOEN AVTIPAEYLLOVAOIT QAPUAKELTIKA TTpoiovia (MEAD),
OKETVAOGOAMKVALKO 0ED KoL OVOIGTOAELS TG CLGGMOPEVOTG OUOTETAM®Y 1 EKAEKTIKOT AVOGTOAEIS
enovampocAnync oepotovivng (SSRI) kot avacsToreic ETOvVATPOGANYNG VOPETIVEPPIVIG-GEPOTOVIVIG
(SNRI). ' acBeveic mov datpéyovy Kivouvo EAKMTIKNG YUOTPEVTEPIKNG VOGOV, UTTopel v, eEETOOTEL
pio KatdAAnAn Tpo@uAakTik Oepamneia (BA. mapdypoeo 4.5).

Al\ot mapdyoviec onpoppayukod Kvdvvov
Onwg kot pe dAlovg avtifpoufmtikodg mapdyovtes, N pipapoaundvn de cuvictdtol og acteveic pe
avénpévo kivouvo aipoppayiag, OTmS:

. GUYYEVEIG 1 EMIKTNTEC ULUOPPUYIKES SLOTAPAYES
. un ereyxoueVT GoPapn apTNPLOKT VTEPTOOT
. GAAN YOOTPEVTEPIKT VOGOG Y®PIC EVEPYO EEAKMGT TTOL dLVNTIKA UITOPEL VO 00Ny OEL GE

EMTAOKEC Oloppayioag (7). PAEYUOVAOING VOGOG TOL EVIEPOD, O1G0PAYITION, YOOTPITION Kot
YOGTPOOIGOPAYIKT] TAAVIPOULKT VOGOG).

. ayYEWOKN AUEIPANGTPOEdOTAOELL

. Bpoyyektacia 1 16TOPIKO TVELHLOVIKNG oLLopparyiog

Aocbeveic ue kapkivo

Ot acBeveic e kaxonn voco umopel Toutdypova, va StaTpéyovy LeEYOADTEPO Kivouvo atpopporyiog Kot
Opoupwonc. To e&atopikevpévo 6@erog TG avtipouPotikng Oepameiog Tpémel va otabuiletat Evavtt
TOV KIvdUVoL aipoppayiog oe aoBeveig pe evepyo Kopkivo kot eEaptdtar amd ) BEon Tov Oykov, TV
avTVeOmAOCHOTIKY] Bepameia Kot To 6TAd0 TG vOGoL. Ot dyKotl Tov gvtomilovtal GTO YUOTPEVTEPIKO
1 OTO OLPOTOLOYEVVITIKO GUGTNUA £XOVV GUGYETIOTEL LE AVENUEVO KIVOLVO OOPPOYioG KOTE Tn
duapkela g Oepamneiog pe prpapoaumdvn.

e aoBeveig pe KokonOn veomhdopota pe vynAd kivovvo apoppayiog, n xpnon g ppaposaumdvng
avtevoeikvutal (PA. mopdypoeo 4.3).

Aocbeveic ue mpocetikéc ParPidec

H pipopo&apmivn o Ba mpénet va ypnotponoteital yio Opopponpoporatn o acbeveig mov Eyovv
voPANOel Tpoceato oe dakabeTploky avtikoTaotacn aoptikng Paipidag (TAVR). H
AGQPAAELD Kot 0moTEAECUATIKOTNTA TNG piapoloumavng dev éxovv ueietndel oe acbeveig pe
TpocBeTikég kapdlokég farPideg. L2g ek TOVTOV, deV VILAPYOLY dEOUEVE, TTOV VAL VTTOGTNPILoVY OTL
N papolaumdvn TapEYEL EMAPKT| OVTITNKTIKY OpAcT) G€ aVTOV Tov TANBucud acbevov. H
Oepaneio pe Rivaroxaban Accord dgv cuvieTaTOL Y10 TOVG GLYKEKPIUEVOVS aoBeVEiC.

AoBeveic ne un BoABdikn koAmikn popuapvyn tov vrofdiiovror og PCI pe tomofétnon stent

Yrdpyovv dtafécipo KAvIKG dedopéva omd pio TopeUPoTikn LEAETN UE TPOTAPYIKO GTOYO TV
a&loAdynon g acpirelog o€ aobeveic pe pn BoAPiokn KOATIKY Lopuapvyn tov vrofdAlovtal g
PCI pe tomoBétnon stent. Ta Sedopéva GYETIKA LE TNV OMOTEAECUATIKOTNTO GE AVTOV TOV TANOLGUO
gtvon meplopopéva (BA. [apaypdeovg 4.2 ko 5.1). Aev vdpyovv dedopéva, yia avtioTotryovg acbeveic
LE LOTOPIKO Oy YELOKOD EYKEPOAMKOD EMELGOJI0V / TOPOdTIKOV 1oy aLpkoD exelcodiov (TIA).
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Awodvvopukoc actadsic osbeveic ue mvevpovikn epBoin 1 acbeveic oTove omoiove omounteiton
Opoufdrvon n_mvevuovikn eufoAsKToun

To Rivaroxaban Accord 6g cuvioTdtol MG EVOAAAKTIKO TNG 1] KAAGULOTOTOUUEVIG NTOPIVIG GE
acBeveic pe mvevpovikn gpPodn ot omoiot etvon apodvvapukdg aotabeic 1| mov propel va Adfovv
Opouporivon 1 va vTofAnNBoVV o TVELUOVIKT EUPOAEKTOUN QPOV 1 AGPAAELD KoL 1)
ATOTELEGLATIKOTNTO TNG PPOPOEANTAVIG OeV £xEL TEKUNPLOOEL 68 AVTEC TIG KAVIKEG KOTAGTACELG.

AocBeveic ne avTIOGQOATIONKO GUVOPOLO

Ta queca dpdva amd tov otopatog avimnktikd (DOACs), couneprrapfovouévng g
papo&aumbvng dev cuvictdviol oe 0oBeveis pe 16Toptkd BpduPmong e dtaryvocuévo
AVTIPMGPOATIOIKO cuVOpopo. [Tio cuykekpéva o€ acbeveig mov eivor BeTIKOl Ko GTIG TPELS
dokpacieg eEAéyyov (AVTUTNKTIKO TOV AVKOV, AVTIKOPIIOMTIVIKA AVTICOUOTO KOl AVTICOUOTO EVOVTL
g P2 -yAvkompwteivng I), n Bepaneia pe DOACs evdéyetar va cuoyetiobel pe avénpévo kivouvo
gUPaviong VToTpomaloviav Bpoupatikdv encicodimv, e GUYKPIoN UE Depameia TOV aVTay®VIGTOV

g Prrapivne K.

Payraio/emorinpidiog avarsOnoia 1) mapakévinon

Orav ypnopomnoteitor vevpa&ovikn avaisOnoio (paylaio/emickinpidiog avoicdnoio) 1
payraio/emokAnpidlog mapakEVTN o, ot acbeveic mov Bepamedovran pe avtiBpopfmTikong
TAPAYOVTES Y10 TNV TPOANYT OpopPoerfolikdV eTTAOK®OV S10TPEYOVY TOV KIVOUVO avATTLENG
EMGKANPIO10V 1} EVOOPPAYLOIOL UUATOUOTOS, TO OTOI0 UTOPEL VoL 0N YNCEL GE LAKPOYPOVIK 1
uévun opdivor. O Kivouvog anTdv TV cVUPAVTOV pumopel va avéndel amd TV LETEYYEPNTIKA
YPNON EMGKANPIOI®V KABeTHp®V 1 amd TNV TAVTOYPOVN YPNOT PAPHOKEVTIKMY TPOTOVTWOV TOL
emnpedlovv v apoctact). O kivovvog puropet eniong va avéndel amd tpavpatikn M
emavoAappoavopevn emorinpidro 1 payaio wapakévinon. Ot acheveic npénet va mapakorovbodvron
GLYVA Y10 GNUELN KOl CUUTTMUOATE VEDPOAOYIKNG dSucAettovpyiag (.. apmdia 1| advvapio tov
001V, SOVGAEITOVPYIN TOV EVIEPOV 1 TNG 0LPOOOYOV KVGTEMG). Edv mapatnpnovy vevporoyikég
EMITMOELS, amorTeiTton enetyovca didyvoon kot Oepamneia. [lpwv amd v vevpaovikn| enepfaticy
duadkaoia, 0 YTpdg TPEmeL va eEETAGEL TO EVOEXOUEVO OPEAOG £VAVTL TOV KIVOUVOL og aoBeveig vitd
AVTIINKTIKN oywyn 1 o€ acBeveig mov Tpokertal va voPfAnBodv oe avTITnKTIKY aymyn yio
Opoppompo@Oraln. Agv vITapyEL KAWVIKN eumelpio. 6€ TETOIEC KATUOTACELS JIE TN XPNOT) TG
pipapo&aumdvng 15 mg.

INo ™ peioon mhavov Kivdbvou aoppayiag GXETICOUEVIG LE TV TOVTOYXPOVN XPNON TNG
papo&apmbvng kot vevpaovikng avarctnoiog (payloio/emoxinpidiog avaictneia) 1 payroiog
TapoKEVINONG, Ba mpénetl va Anebel vdym o pappakokvnTikd Tpodid g paposaundvng. H
tonmofétnon N N agaipeon gvog emicKANPidon KabeTNpo N N poylaic TAPUKEVTINGT dlevepyeital
KOADTEPO OTOV 1) OVTIANKTIKY Opdomn TG pipapoaumdvng extipdron 0Tt eivar younAr. Qotdco, dev
glvar yvowotdg 0 akpiPng xpovogs Yo TV EMTEVEN HIOG ETOPKMG YOUNANG AVTITNKTIKNG OpAoNG OE
Kké0e acbevn kot Oa Tpémel va oTtabuileTol EVovTL TOL ENElYOVTOG HLOG S10YVAOGTIKNG OUOKOGIOG.
IMa v aeaipeon evog emokAnpidiov Kabetpa kot fACEL TOV YEVIKOV POPUAKOKIVITIKOV
YOPAKTNPLOTIK®Y, TOVAGYIeTOV 2 NUlmég, dMAadn TovAdyiotov 18 dpeg oe vEoug eviihkeg acbeveic
Kot 26 dpeg 6€ NAIKIOUEVOVG 0.00EVEIC TPETEL VO, TEPACOVY LETO TNV TEAELTALO ANYT| TNG
papo&aumdvng (deite mapdypao 5,2). Metd and v apaipeor tov kabetnpa, TPENEL Vo, TEPATOVY
TovAdyIoTOV 6 MpEC TPV YopMynbei ) exduevn doon TG paposapmdvng.

Xe TEPINTOOT TPOVUATIKNG TOPAKEVINONG, 1 YOPNYNON TS pLpapoaumdvng Tpémet vo
kaBvoteprioetl Yia 24 dpec.

Agv vapyovv dabéciuo dedopéva OYETIKA LE TOV ¥pOVo TomobETnong 1 apaipeong vevpa&ovikon
kafetnpa og Taud1d evoowm Aappdavouv Bepaneia pe to Rivaroxaban Accord. e tétoleg TepITTOOEL,
Swkoyte ™ papoaundvn Kot eEETATE TN (PNOT EVOG TOPEVIEPIKOD AVTITNKTIKOV Ppoyeiog
SLapKeELng OpaoTG.

A0GOAOYIKEC GLOTACEIC TPV Kol UeTO amd emeuBotikec S1001KOOIEC KOl YEIPOLPYIKN
mapéupoon

Edv amorteiton emepPatikn dwadkasio 1 yeipovpyikn mapépPao, to Rivaroxaban Accord 15mg

73



TPEMEL Vo, Slakomel ToOVAdIoToV 24 dpeg Tpv TNV TapEuPac, av eivar duvatdv, Kot pe Baon v
KAk kpion tov yiatpod. Edv ) dtadwcacio dev pmopel va kabBuotepnoet, o avnuévog kivouvog
apoppayiog mpénet vo atoloynBet évavtt tov eneiyovtog g mopEpnpaonc.

To Rivaroxaban Accord mpénet va apyicet Eavd 1o cuvtopdtepo duvatdv petd v enepPatikn
Slodkacia 1) TN YEPOLPYIKN TOPEUPAOT, EPOGOV 1 KAIVIKY KOTAGTOGT TO EMTPENEL KOt EXEL
dnpovpynBel emapkng apodctact 6mmg kabopiletar and tov Bepdmovta yatpod (PA. mapdypagpo 5.2).

Hluiopévog minBuopde
H avénpévn nlkia propet va avénoet tov kivovvo apoppayiog (BA. apdypoeo 5.2).

AgploTolOYIKES OVTIOPAGELS

Koazd m dibprela maparxorovdnong petd v Kukiogopia tov apudikov, Exovv avapepel coPapég
OEPLOTIKEG AVTIOPACELS GE GLGYETION WE TN XPNOT TG PPAPOSAUTAVIG, CLUTEPTAOUPOVOUEVOL TOV
ouVopopoL Stevens-Johnson/To&ikr EMOEPUIKT VEKPOAVGT] KO POPLOKEVTIKT OVTIOPOOT] UE
nocwoeiia Kot cuotnuatikd cvuntdpate (DRESS) (deite mapdypapo 4.8). Ot acBeveic paiveTar va
glvat 6Tov LYNAOTEPO KIVOLVO Y10 OVTEG TIG AVTIOPACEIS TPMIUA LETE TNV Evapén tng Bepomeiog: M
EUPAVIOT] TOV AVTIOPAGENDY TOPOLGLALETOL LEGA OTIS TPAOTEG ERdoUddeg Oepameing otny TAElOYNEia
tov tepurtoceov. H piBapolapmdvn o mpémetl vo SLoKOTTETAL GTNV TPDOT ELEAVIOT] EVOS GOPapov
depuatikcon e&avOnpatog (m.y. enekteiveTat, givor Evtovo kan £xel LoAAd®OM avtidpaon) 1
K@molov GAAov onpeiov vrepevatsnciog oe cuvdvacud pe PAaPeg otovg PAevvoydvoug.

I[TAnpooopisc oyetikd pe to £KO0YQ

To Rivaroxaban Accord mepiéyet Aaktoln. Ot acBeveic e omdvia KAnpovopkd tpofiipota
dvoave&iog otn Yoraktoln, olkn EMdelyn Aoktdong 1 dvcamoppoPnor YAvKo{nc-yolaktolng dev
TPEMEL VAL TAPOLV AVTO TO PAPLOKO.

AV10 TO POPUOKEVTIKO TPOTOV TTEPLEYEL AYOTEPO atd 1 mmol vatpiov (23 mg) avd dickio, Sniadn
0VCLOTIKA Elvar «ehevBepo vaTpiovy.

4.5 AMMAemOpaoslg pe GALO QUPUUKEVTIKG TPOTOVTO KUl AALES pOpPEg alinieniopaocng

O Baduodc Tov aliniemdpdoemv otov ToudtaTpikd TAnbuouod dev etvar yvootoc. Ta dedopéva
AAANAETIOPACEMY TOV AVOPEPOVTOL TAPAKATM ANPONCAY 0md EVIAMKEG KOl 01 TPOEIOOTOGELS GTIV
Tapdypoeo 4.4 Bo Tpénel va Aappdvovoat voyn yio Tov ToudteTptko mAnbvoud.

Avaoctolieic tov CYP3A4 kaw g P-gp

H ovyyopnynon g piapoapmivng pe ketokovaloin (400 mg epdna nuepnoing) 1 prrovafipn
(600 mg Vo popéc TNV NuEP) odnynoe o avénon kotd 2,6 eopés/ 2,5 popéc e uéong AUC g
ptpapoapmavng kat og 008NN katd 1,7 popés/ 1,6 popég g péong Cmax e prapodapmavng,
HE ONUAVTIKEG HVENCELS OTIS pappakoSUVALLIKES SPAGELS, TO 0MOT0 UITOPEl Var 08N YHOEL GE OENEVO
Kivouvo aupoppayioc. Zuvendc, n ypnon ™ pBoapoéapmdvng dev cuviatdtol oe acfeveic 6ToVg
0TO{0VG GLYYOPNYEITOL GUCTNHOTIKY AYWOYN UE OVTIVKNTINGIKEG alOheg OMWC KETOKOVALOAN,
rtpakovaloan, fopikovaloin kot molakovaloin 1 avactoAeis mpotedong tov HIV. Avtéc ot

dpaoTiKEG ovoieg eivat 1oyvpol avactoreic 10c0 Tov CYP3A4 600 kan g P-gp (BA. mapdypapo
4.4).

ApacTIKEC 0VGIEG TTOV AVASTEALOLV 1GYVPAE LOVO ia 0o TIC 000VE ATOUAKPVVOTG TNG
piapo&aumdvng, gite tov CYP3A4 gite tng P-gp, avapéveratl va avERcovy TiG GUYKEVIPMOGELS TNG
piapo&aumdvng oto TAdopa o kpdtepo Pabpo. H khapBpopkivn (500 mg 600 popég tnv
Nuépa), yia mopdostypa, 1 omoia Bempeitar Evag 1oyvpdc avactoréag Tov CYP3A4 kot pétprog
avacTtoréag TG P-gp, odnynoe o avénon kotd 1,5 popd ¢ péong AUC ¢ piapo&apmdvng kot
katd 1,4 popd g Cmax . H aAinienidpaon pe v KhapiBpopvkivny de Bewpeitor KAVIKA
oyetilOpeVN 6TOVG TEPIoTOTEPOVG acheveic oAAG pmopel va givatl SLuVNTIKE GNUAVTIKT o€ 0o0EVElg
vymAod kvdvvov. (Tor acBeveic pe veppin duchettovpyia: PA. mapdypopo 4.4)-

H gpvBpopvkivn (500 mg tpeig popéc v nuépa), n onoia ovootéArel petping to CYP 3A4 ko
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mv P-gp, odNynoe oe o avénon katd 1,3 popég mg péong AUC ko Cmax g priapoSapmdavng.

H oAnienidopaon pe v epubpopvkivn de Bempeitor kKAvikd oyeTilOUEVT] GTOVG TEPIGGOTEPOVC
acBeveic oAAd pmopel va ival SuvnTikd onuavtikny oe 0oBeveic LYNAOD KIvdOVOUL.

e dToua e e VEQPIKT dusiettovpyia 1 epuBpopvkivn (500 mg Tpelg @opég v NuUEPQ) 0dNYNCE
o€ o avénon katd 1,8 popég g péong AUC g prpapoéapmdavng kot katd 1,6 popéc G Cmax O
GUYKPLON LE ATOLO LLE PLGLOAOYIKT VEQPIKN AglTovpyia. e dtopa pe PETpla VEPPIKY| SucAettovpyia,
N epuBpopvkivn 0dMyNoe o pa avénon katd 2,0 popéc g néong AUC g prapo&apmivng kot
Katd 1,6 eopég NG Cmax 0 CUYKPLON UE GTOUO LE PLGTIOAOYIKT] VEQPIKN Agttovpyia. H emidpaom trng
gpvBpopvkivng eivon aBpoiotikn oe eketvn G veppikng dushertovpyiag (BA. Tapdypao 4.4).

H pAovkovaloin (400 mg epdmaé npepnocing),  onoia Oempeitol Evog HETPLOC OVAGTOAENS TOV
CYP3A4, odfynoe oe pa avénon katd 1,4 popéc g néong AUC g ppapo&apmbvng Kot og pio
ovénon katd 1,3 popéc ™S HEONG Cmax - H arldnhenidpaon pe ty provkovaldin de Bewpeita
KAvikd oyeti{opevn 61ovg meptocoTEPoVS aobeveic ahAd pmopel va givorl SuVNTIKE GNUOVTIKY| GE
acBeveic vymiov kvdvvov. (INa acbeveig pe veppikn ducieitovpyia: deite mapdypoeo 4.4).

AeSOUEVOV TV TEPLOPIOUEVMV OLOOECTIUOV KAIVIKGOV GTOXEI®V e TN dpovedapdvr, O
cuvovoouds e T paposapmivn Bao TPEmEL Vo amoPEVYETOL.

Avumnktikd

Metd amnd T cuvovacuévn yoprynon g evoamapivng (40 mg dna& doon) pe ™ papoapmivm
(10 mg anag d6om) mapatnpnOnke pio 0BpolGTIKY SpAcT| 6T SPACTIKOTNTA EVAVTL TOV
mapdyovta Xa yopig emnpdcbetec emdpdaoelg otig dokipacieg méng (PT, aPTT). H evo&amapivn
dev emnpéace TG POPUAKOKIVITIKES 1010t TES TG papolapmdvng.

A6y 0V AVENUEVOL KIVODVOL aiploppayiog, amotteital Tpocoyr| edv 6tovg acheveic
GLYYOPNYOVVTOL OTOLOONTOTE GANG avTITNKTIKA (BA. Tapdypago 4.3 & 4.4).

MZA®/avoGTOAEIC GUOGMPEVONG OLUOTETAAIOV

Agv mopatnpnonke kKhvikd oyeti{opevn mapdToot Tov ¥pOvov pong UETE amd T cuyyopNyNnon
papo&aumdvng (15 mg) ka1 500 mg vanpo&évne. Evtovtolg, evééyetal va vdpyovv dtopa pe
TEPIOCOTEPO EKGECT|LAGUEVT] POPUAKOOVVOLIKT] OVTATOKPLOT).

Agv mopatnpionKoy KMVIKG GNUOVTIKES QUPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES OAANAETIOPAGELS
otav 1 pipapolapmdvn cuyyopnynonke pe 500 mg akeTVAOGAAIKVAIKOD 0EE0G.

H khomdoypéin (300 mg 5601 €630V cGLVOdEVOUEVT amtd 75 mg 66N cLVTNPNONG) dev £de1te
QOPUOKOKIVNTIKY oAANAETiOpac pe T papolapndvn (15 mg), aAld mapatnpiOnKe (o oXeTIKy
avénom 6To xpovo pong o€ pio vToopdada aclevav, 1 onoio dev cuoyeTIoTOV e TO Paduod
GLGCMPEVONG OLLOTETAAIOVY, Ta. emineda P-celextivng N} Ta exnineda TV vrodoyéwv e GPIIb/II]a.
Amarteitol mpocoyn edv otovg acbeveic cuyyopnyobviar MEAD (cuumepiiopfovousvon tov
OKETVAOGOAKLAIKOD 0££0G) KOl AVOCTOAEIG CLGCMOPEVOT|G OULOTETOA®Y, S1OTL AVTA TA
QOPUOKEVTIKG TPOTOVTA TUTTIKA avEAVOLY TOV Kivovvo awpoppayiog (BA. mapdypago 4.4).

SSRI/SNRI

Onwg kot pe A o avTimnkTikd, propet va veapyet n mhovotnta ot acheveic va datpéyovv avénuévo
Kivouvo aupoppayiog og mepimtwon tavtdypoving xpnon e SSRI 1 SNRI Loyw ¢ avaeepbeicag
EMIOPAOTG TOVG OTO ALUOTTETAAL. OTOV ¥PNOUOTOONKOY TOVTOYPOVE GTO KAVIKO TPOYPULLN TNG
pipapo&apmdvng, apBuntiKd vynAotePo T0c006TA GoPapnc N un cofoapng KAVIKE aEl0A0YNGUNG
alpoppayiog mapatnpnOniay og OAeg TIG opadeg Bepamneiog.

Bapoeapivn

H petdfoon tov acbevav and tov aviaymviot g Prrapiving K Bapeapiviy (INR 2,0 éwg 3,0) ot
piapo&apmdvn (20 mg) | and ™ ppopoaumndvn (20 mg) oe Bapeapivn (INR 2,0 émg 3,0) adénoe
t0 Ypovo wpobBpouPivne/INR (Neoplastin) mepiocdtepo amd abpoiotid (Umopel va mapotnpndovv
pepovouéveg Twég INR €wg kot 12), eve o1 emdpdoelg oto aPTT, otnv avaoctodn g
SpacTNPIOTNTOG TOL TAPAYOVTO Xa Kol 6TO EVOOYEVEG duvapko Bpoppivinc tav abpotoTikéc.

Edv etvar emBountog o €heyyog v eopUaKodVVAUIKOV EMOPACEDY TNG PLRopoEapmdvng Kotd
SuapKeLn TNG LETAPATIKNG TEPLOSOV, UTOPOLV VO, XPTCLOTON OOV 01 SoKIHOCIES SpUcTNPIOTNTOS
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avti-topayovto Xa, PiCT kot Heptest, kaBd¢ avtég o1 dokipacieg dev exnpedotniay amd T
Bapoapivn. Katd tnv tétaptn nuépa petd tnv tedevtaio 6601 g Pappapivig, OAES Ol SOKIUAGIES
(ovumeptrapPavopévov tov PT, aPTT, avaotoAng g dpactnptotntog Tov mapdyovta Xa kot ETP)
avTImpocOTELAY LOVO TV enidpact g piapolapmdvng.

Edv eivar emBopntog o €leyyoc TV QapLOKOSVVOUIKOV ETOPAGEDY TNG Bapeapivng Katd ™)
dugpketa g petaPatiknig meptodov, N pétpnon INR umopei va ypnoorombet oto Ctrough tng
pipapo&apmdvng (24 dpeg LeTd TNV TPONyov eV ANy Tng prpapolapndvnc) Kabmg avti M
doxocio ennpealetor Eldyioto amd TN PPOPOEAUTAVT] GE AVTO TO YPOVIKO OTUETD.

Agv mopatnpndnke QappoKoKvnTiky adAAnienidpaon peta&d e Papeapivng kot g
pipapo&apmdvng.

Enaywyeic tov CYP3A4

H ovyyopnynon g piapoapmivng pe tov ioyxvpd enaymyéa 1ov CYP3A4 prpaumikivn odfynoe o€
katd tpocéyyion 50 % peioon ot péon AUC g piapolapumdvng, pe mapdAAnAes LEIDGELS OTIC
oapurakodvvapikés Tov dpdoeic. H tavtdypovn xpnon g ppaposopmdavng pe GAAOVG 15Yvpovg
enoywyeig tov CYP3A4 (.. pawvvtoivr, kapPapalenivn, eoawvoPapPirdin v vrepwd (Hypericum
perforatum, St. John’s Wort) pumopel emiong vo odnNynoel o PHEIOUEVEC GUYKEVTIPMGELS TG
pipapolaumdvng 6To TAGCHA. ZVVETWDC, ) TOVTOYPOV XOPTYNOT| LE IoYVPOVE EXUYDYEIG TOL
CYP3A4 npémel va omo@evyovTol eKToc €6V 0 0obevig Topakoiovieital oteva Yo onueio Kot
copntopate Opoupwong.

AlAec ovyyopnyovueveg Bepameiec

Agv mopatnpiinKoy KMVIKd SNUOVTIKES QUPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES OAANAETIOPAGELS
otav 1 pipapolaumavn cuyyopnyndnke pe wdalolaun (vrootpopa tov CYP3A4), dryoéivn
(vméotpopa e P-gp), atopPactativiy (vrootpopa tov CYP3A4 kot g P-gp) 1| openpaloin
(avactoréag g avtAiag mpotoviov). H pipapoaundvn ovte avactéAAel 00TE EnGyEL OTOIEGONTOTE
KOpieg toopopeéc Tov CYP ommg to CYP3A4.

Epyoomplaxég mopduerpot
O nopapetpor THéng (.. PT, aPTT, HepTest) ennpedalovtat 0mmg ivatl avouevoueVo amod
Tov Tpomo dpdiong g papoapndvng (PA. mapdypoeo 5.1).

4.6 Tovipétnta, kKinon kot yarovyio

Konon

H aocpddea ko 1 amotelecpaticotnTa e proposaumdvng dev £xovv tekunplwbel otig £yKveg
yovaikeg. Meléteg oe {da katédeiEav avamapaywykn ToSikotnta (PAéne tapdypapo 5.3). Adyw
NG evOgYOUEVNC TOEIKOTNTOGC TNV OVOTAPOY®YIKT TKOVOTNTO, TOV EVO0YEVODE KIVOUVOU
alpoppayiog kot g amddeiEng 0t 1 popoéaumdvn diEpyetat ToV TANKOVVTO, To Rivaroxaban
Accord avtevdgikvotot Katd tn dtdpkela g ykvpoovvng (BA. Tapdypagpo 4.3).

TIMuvaikeg o avoamapaymykn nikio TPETEL VO ATOPEVYOLV VO LEVOUV EYKLEC KATA TN

duapkela g Oepamneiog pe pipapooumdvn.

ONnAacOS

H aopddeia kot 1 amotelecpatikdtnTa TG pLoposaumdvng dev £xovv tekunpiwbei og yovaikeg
7ov OnAdlovv. Ta ototyeio amd (Do deiyvouv O0TL 1| pIROPOEAUTAVT OTEKKPIVETAL GTO UNTPIKO
yoAa. Zovenmg o Rivaroxaban Accord avtevdgikvutot katd tn didpkeia tov Oniacpov (PA.
mapdypoeo 4.3). [pénel va amopaciotel edv Oa dakonel o Oniacuoc i Oa dakonel/ Oa
amopevydei ) Oepamneia.

TovuotnTa

Agv &xovv dievepynBel e101kég pedéteg pe ) ppapoSopmdyvn 6Tovg avOpmTovs Yo TV
aEloAOYNoN TOV EMOPACEDY GTY| YOVILOTNTO. X€ U0 LEAETN Y10, T1 YOVILOTNTO pPEVOV KO
OnAéwv oe apovpaiovg, dev mapatnpOnkav emdpdcelc (PA. Tapdypapo 5.3).
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4.7 Emopdosic 6tV IkavoTnTa 001]71161G KL (EIPICHOD PN OVI|HATOV

H pipoapo&apmivn €xet pkpn enidpactn oty KavOTnTo 001 yNGNG KoL XEPIGLOV UNYAVILATOV.
"Exovv avaeepbel avemBounteg evépyeleg Onmg ovykont| (cuyvotnta: Oyt cvyvi) Kot {aAn
(ovyvomta: cvyvn) (PA. mapdypaeo 4.8). Ot acBeveic mov mapovstalovy avTég Tig avemBounteg
EVEPYELEG OEV TIPEMEL VO 00N YOV 1| Vo xelpilovTol unyovnuatoy.

4.8 AvemO@opnreg evépysieg
[IepiAnyn Tov TPOQIA 0oQAAEIOCS

H aoopddea g prpapoéaumdavne a&loroyndnke oe dekotpeig Pacikéc peréteg eaong I (BA.
ITivaxa 1).

Yuvolikd, 69.608 eviihkeg acBeveic oe dekagvvéa peréteg eaong I kot 488 madatpicol acbeveig o
dvo peréteg paong I kot dvo peréteg paong I extébnkav o pipapo&aumdvn.

Iivaxoeg 1: ApOpég ac0evav mov peretiOnkoy, cuvorKi] NuepNoLla 6061 Kol HEYLoTn
owdpkela Ogpaneiog oTig peréteg eaong 11

"Evoaidn ApOpdg Yuvolki nuepiowr | Méyiotn oiapkera
acOevav* | 000 Oepameiog
[Ipdinym g eiePikne OpouPoeuPorne | 6.097 10 mg 39 nuépeg
(®OE) og gvnAikovg acbeveig mov
VTOPAALOVTOL GE EKAEKTIKN XELPOVPYIKY|
EMEUPOOT OVTIKOTAGTAONG 10YIOV 1
yYOvoTOg
[Mpéinyn g OOE 3.997 10 mg 39 nuépeg
o€ maboAoyikolg acbeveic
Oepomeio TG ev T Padel pAePikng 6.790 Huépa 1-21:30mg |21 ufveg
OpouB@cng (EB@@),’mg TVELUOVIKNG Hépa 22 kon e2ic:
euPfoing (ITE) ko TpodAnym 20 mg
NG VTOTPOTNG Meté omd
TOVAGLOTOV 6 UNVEG:
10 mg 1 20 mg
®eponeio g POE wot mpoAnym tng 329 Adom mpocappoopévn | 12 uveg
vrotponng s POE oe tehetdounva WG TTPOG TO COLATIKO
veoyva kot Toudid nAkiog kéto tov 18 Bapoc yuo v
ETOV PETA TNV Evopén TOTIKNG emitevén mapopolag
avTIINKTIKNAG Oepomeiog ékBeong pe ekeivn mov
mopatnpeital 6GTovg
EVNAIKEC TTOV
Aappdvovv Bepameio
vy EBOO pe 20 mg
piBapo&apmivng ama
NHepnoing
TIpoAnym ToL ayYELKOD EYKEPUALKOD 7.750 20 mg 41 uMqveg
€NELG00{0VL KAl TG GLOTN KNG EPOANG
o€ acBeveig pe pun ParPidtkn KoATIKN
HOpHOPVYT
[IpoAnym Tev abnpobpopfotikdv 10.225 S5mgn 10 mg 31 pnveg
enc1o0dimv og acbeveic petd omd avTIGTOlYMC,
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0&0 otepaviaio ocvvopopo (OXX)

OLYXOPNYOVUEVOL
elte pe AZO elte pe
AXO ovv

ue AXO

KAomdoypEAn M
TIKAOTILOTVT
[Ipoinyn twv adnpobpopfotikdv 18.244 5 mg ovyyopnyovpeva | 47 pnveg
eMeIc00inv o€ aobeveic pe TN pe AZO 1 10 mg povo
/TTAN ; }
3.256** 5 mg ocvyyopnyovueva | 42 pfvec

* AcBeveig mov extéOnkav TovAdyiotov og pio 06om papoapmdvng

ol Ao ™ perétn VOYAGER PAD

Ot o ovyvd avaeepoueveg avemBounteg evépyeteg o€ acbeveig mov Elafav pipapolapmbyvn nTov
apoppayieg (Iivaxoag 2) (BA. eniong mapdypago 4.4. ko «Ileptypaen| entheyuévov avembdountomv
EVEPYELDVY» TOPAKAT®) . O1 L0 GLYVE avOpEPOUEVES apoppayieg Ntav eniotaln (4,5%) kot

apoppayio amd To YooTpevieptko cvotnua (3,8%).

Iivakoeg 2: I10600TA 0POPPAYIKOVE ETELG00IMV KoL avolpiog o€ a60eveic mov ekTéOnkav otn
prpapoapmavn og 0reg Tic ohokAnpopéves perétes @aong I og gvijlikeg Kol TOOLATPLKOVS
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ac0gveig

Opoppoeuforne (POE) oe evniikovg
acBeveic mov vroPdAilovrtal o
EKAEKTIKY| YELPOVPYIKT eXEPPaon
avTiKotdotaons wyiov 1 yovatog

"Evoeign Onowdnmote Avapia
owoppayio
[IpéAnyn g eAePcnc 6,8% tv aclevav | 5,9% tov acbevav

Hpoinym g eAefikng
OpoppospPoing oe maBoroyikong
acBeveig

12,6% tov 0c0eviv

2,1% 1oV acBevav

Oepamneio g EBDO, ITE kot
TPOAN YT TG VITOTPOTNG

23% tov acOevav

1,6% tov acBevov

O¢epameio Tng POE kot TpoAny” g
vrotpomng TS POE oe teleidunva
veoyva kot Tondid nAKiog KATm TV
18 etddv petd tnv Evapén TOmIKNG
avTUINKTIKNG Oepomeiog

39,5% towv acbevav

4,6% twv acBevov

EMELGO0O10VL KO TNG GUOTN KNG
eupoing oe acBeveic pe un PaAfidwn

KOATIIKT] LOPHLOPVYT

[IpdAnym Tov ayyelKoD eYKEPUATKOD

28 avé 100 €t
acOsvav

2,5 avé 100 €t
ocevav

[pdinym tev adnpobpoupotikdy
enelcodimv o acbeveig petd and
OxX

22 ava 100 étm
acOsvmv

1,4 avé 100 €1
acbevav

[pdinym tev adnpobpoupotikdy
enelcodimv o€ acbeveic ue N /ITAN

6,7 avd 100 €t
acOsvmv

0,15 avé 100 ¢
acOevav**

8,38 ava 100 étm
acOevov”

0,74 avé 100 ¢
acBevvEE* #

* IMa 0)eg T1c peréteg pe tn poapoapmiv, OA To UOPPUYIKA ETEIGOSI0 GLAAEYOVTOL,

AVOQEPOVTOL KO KOTOKVPMOVOVTOL.

¥ Xn pedétm COMPASS, vrdpyet yapnAn enintoon avoipiog Koddg EQaprocTnKE pio

EMAEKTIKT] TPOGEYYIOT GTI GVALOYT avemBOunTOV cuupdviov

eskosk

# Am6 ™ perétn VOYAGER PAD

ITivakog tov _avem@duntov evepyeidv

O1 cLYVOTNTEG TV OVETIBOUNTOV EVEPYEIDV TTOV OvVOPEPONKAY LE TN PLPAPOEAUTAVT) GE EVIIALKEG
Kol Todtatpikots acbeveic cuvoyilovtar otov Ilivaxka 3 mapakdtm avd katnyopio opyovikon

Epopuooctnke pio eMAEKTIKY TPOGEYYIOT GTH GLALOYT AvETBOUNTOV GLUPAVT®V

ovoTnuotog (cvuemva pe T Pdon dedopévoy MedDRA) kot avéd cuyvotnta.

Ot ouyvotteg opilovion mg:
TOAD ovyvég (= 1/10)
ovyvéc (> 1/100 éwg < 1/10)
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oy ouyvég (> 1/1.000 émg < 1/100)

onavieg (= 1/10.000 éwg < 1/1.000)

oAb omavieg (< 1/10.000)

LN yvooTtés: (dev pmopotv va ektiunBovv pe Baon to dtabéoia dedopéva)

Mivaxag 3: 'OLeg o avemOOuNTEG EVEPYELES TOV AVUPEPOVTOL GE EVIAIKES 060gVEIS o€
KMvikég peréteg odong 111 M péom yprjong petd v Kukio@opio Tov PUPUEKOV* KAl O
0vo perétes edong II kon 6v0 eaong 111 og TadraTpIKovg ac0eveig

Yoyvég Oy ovyvég Xrdvieg o0 Xmévies  Mn
YVOOTEG

AWTopoyES TOV GLIHOTOLTIKOD KOl TOV AERPLKOV CVGTINOTOS

Avopio ®poufokvtrdpmon
(cvumeprappavo | (copmeprapBovopévov
- pévev avEnpévou apBpov
avtictoymv oponetariov)®
gpyactplakay | O@popporevia
TOPAUETPDV)

Al TapayéS TOVL AVOGOTOUTIKOD GUGTI|LATOG

Alepycn avtidpaon, AvVAQUAOKTIKEG

aAAepyKn deppatitida, avTdpaceLg

Ayyerooidnpo ko cupmEPAALPAVO

aAAEPYIKO OloM uévou
OVOPLANKTIKOD
60K

AlTapay£S TOL VEDPIKOV GUGTIILOTOS

76, Eyxepolkn kot
KeQaAaAyial EVOOKPOVIOKN alopparyic,
GLYKOTN

Op0aripkég dwatTapoyég

OpBaipikn
opopparyio
(ovumepappov
OpéEVNG
alpoppayiog Tov
EMMEPLKOTAL)

Kaopowkég owatapayéc

Tayvkapdio

Ayyerokég droTapayés

Ynrotoon,
OLUATO O

AWTapay£S TOL AVATVEVGTIKOU GUGTILATOG, TOV ODpaKa Kot TOV nEGOOMPaKLO

e

Eniotaén, Hoocwopiiikn
opomTTLOT TVELLLOViDL
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AWTopayES TOV YO.OTPEVTEPLKOD

Ovloppayio
alpoppoayio g
YOOTPEVIEPIKNG
000V
(ovumeprappoy
opéVNg
alpoppayiog tov
opBov),
YOGTPEVTEPIKO
KOl KOTALOKO
&lyog, dvomeyia,
vowTia,
dvokotmdTnTo?,
dwppota,
guetoct

Enpooctopio

Awtapayés Tov 1

TOTOG KOL TOV YOAMPOp®V

AvEnon otig
TPOVOAUVAGES

avénuévn GGTA

Hrotikn dveiettovpyia,
AVENUEVN yolepBpivn,
aOENUEVT AAKOAK
POoeation aipotog?,

"Tktepog,
Avnuévn
ovlevypévn
yorepuBpivn
(ne M xopig
oLV0d0
avénon g
ALT),
Xolootaon,
Hrartitida
(ovumep.mmato
KLTTOPIKNG

BAGPNC)

AwTapayés Tov OEPNOTOS KOL TOV VTOIOPLOV

16700

Kyvnopdg
(ovumepapfovo
LEVOV oYL
CLUYVAV
TEPUTTAOCEWDY
YEVIKELUEVOL
KVNGpov),
e&avonuo,
eKyOp®OoN,
OEPLLOTIKN KOl
VTOdOPLL

opopparyio

Kvidmon

XHvopouo
Stevens-Johnson
/ To&wn
Emdepuucn
Nekpdivon,
XHvopopo
DRESS

Awtapayéc Tov p

VOOKEAETIKOU GUGTILOTOS KOL TOV GLVOIETIKOV 16TOV

Adyoc oto. dxpa’t

AyapOBpmon

Mvixn
apoppo
vio

XHvopop
0
dwapepio
LLOTOG
ondTOKO
apoppa
yiag
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AWTOPUYES TOV VEQPAY KAL TOV 0VPOPOPMV 00DV

Awoppayio g Neoppun
OVLPOYEVVNTIKNG avemdprelo/
0600 o&eia
(ovumeptapPov VEQPIKN
opévNg OLVETIOPKELDL
opaTovpiog Kot ondTOKOG
unvoppayiag®), apoppoaryiog
Neoppum KOVIG vol
duciettovpyia TPOKOUAECEL
(ovumepthapPov HElpEVN
opLéEVTG opdTmon,
avENUEVNS Neppondabeia
KpeaTvivng oxetilopevn
aiparog, He
avEnpévng OVTUTNKTIKA

ovplag aipotoc)

I'evikég droTapayéc KoL KATAGTAGELS TNG 000V (0PN YNONG

[Mopetoc?, Aionpo adwbeoiog Evtomiopé
TEPLPEPIKO (ovumeptiapfovopévng vo oidnua®
oidnuo, KaKovyiag),
LEWOUEVT] YEVIKN
duvaun Kot
evépyela
(ovumeptappoy
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YEPOLPYIKT EXEUPACT] OVTIKATACTOCTC YOVOTOG 1 15Y 0V

B: mapammpnonke ot Bepaneia yio tny EBOO kon ITE kot oty mpdinym ¢ vmoTponng g

oA oLyVN o€ Yuvaikeg nAikiag < 55 etov

I': mapatnphOnke og oyt cuyvn oty TPOANYT TV adnpobpoufmtik®v enelcodiny ce acbeveic petd
a6 O&D Zrepaviaio Xovdpopo (petd and dtadepukn ote@aviaio enéppaon)

* Epopuootnke pio mpokaBopiopévn EMAEKTIKN TPOGEYYIGT GTI GLAAOYT avemBOUNTOV
ouupaviov og emdeypéveg pehéteg pdong 1. H enintoon tov avemBduntov evepyeidv dev
avENONKE Ko deV avayvopioTnke kopio véa avemBountn vépyela ToL PapUAKoV PETA TNV avaAvon
AVTOV TOV UEAETOV.

[eprypa@n EMAEYUEVOV OVETIOOUNTOV EVEPYELDV

AbdY® T0L POPUAKOAOYIKOD TPOTOL dpAcNS, 1 xp1 oM TS pLRaposapmivng Pmopel vo GCLGYETICTEL e
avénuévo kivduvo AovBdavovoag 1 EKOMANg apoppayiog ord 0ToloVONToTE 16TO 1| OPYOVO, 1| OTToia
umopei va TpokaAécel pebopoppaytkn avaipio. To onpeio, coprtouata kol n cofapdtnTo (Tov
ocvumepthappavel Bavatneopa Ekfoomn) motkiAlovv avdroyo pe v €otia, To Babuo N v Ektacn g
apoppayiog /xat avorpiog (BA. mapdypa@o 4.9 AVTIHETOTION TNG OLHOPPOYING). Xe KAVIKEG LEAETES
aipoppayio tov frevvoydvav (dnAaaon eniotaln, amd to 0OAN, TO YOGTPEVTIEPIKO, TO OVPO YEVVITIKO
GUUTEPTAAUPBAVOUEVIC U PLGLOAOYIKNG KOATTIKNG atpoppayiag 1 cvénuévng Eppnvov pbong) Kot
avaipio Exovv Qavel o cuyva Katd ) dtdpkela poakpoypdvioag Bepanciog pe pipapoéaumdvn o
ovykpion pe Bepaneio Avioyoviotov Bitapivng K (ABK). Xvvenmg, eninpdobeto otnv emapkn
KAWVIKY] TapaTipnomn, 1 epyactnplaky] eEétacn g aoseatpivng / apatokpitn Ba pmopovoe vo Exel
a&ia yo v aviyvevon AavBdvovcog apoppayicg Kot TV TOCOTIKOTOINGT TG KAVIKNG onuaciog tng
£KOMANG apoppayiog, OTmE KPIveTol KOTAAANAO.

O kivduvog aupoppayidv propel va gtvar avEnpévoc oe opiopéves opdades achevav, T.y. o€ KElvovg
Tovg acbeveic e un edeyyouevn cofaprn apTNPLOKT VIEPTACT 1)/KOL GUYXOPTYOVLEVT] PUPUAKEVTIKY
ayoyn n onoio exnpedlel v apootaocn (PA. mapdypago 4.4 ‘Kivdvvog arpoppayiog’). H éuunvog
pvon pmopet va avéndei /ot va, mopotadei. Ot apoppoytkéc EMTAOKES UTOPEL VO EUPUVICTODY MC
advvopio, oypdtnta, (AN, kKeparaAyia 1| aveénynto oidnua, dvemvole Kot aveERyNnTo cokK. Xe
OPICUEVEG TEPIMTAGELS, OG CLVETELN TNG avoupiog, £xovv mapatnpndel cuuTTOUATO KOPOOKNG
woyopiog, 6Tmg Bopakikodg Tovog 1 oTnOayyM.

Mo ™ pPapo&apmdbvn £xovv avapepbei emmlokég ot omoieg givar yvwotd 6Tt pmopodv va cupfodv
petd and cofapn arpoppayio, OTOC GHVOPOUO JIAUEPIGLOTOC KL VEQPIKT] AVETAPKELL AOY®
VIOAPOEVGTG N VEPPOTAOELD, GYETILOUEVT LUE AVTITNKTIKA. ZUVERMDC, KATA TNV aSl0AdyNon TS
KATAOTOONG 0molovdNmote acBevovg vd avTmnkTikn Oepaneio, Tpémel va e€etaleTan To evogyOUEVO

apoppayiog.

Houdratpikdg minbucuog

Ocpoaneio e POE kor mpoinyn e vmotponns e POE

H a&ohdynon g acedrelog o maidid kat eprfovg Paciletor o dedopéva acparelag amd dVo
dokpég eaong I ko pia pdong I avorktig emonpavong EAeYXOUEVES LUE EVEPYO PAPUAKO GE
madlaTpikong acheveic nikiag amd tn yévvnon £mg Kato tov 18 etdv. Ta supruate ac@aislog NTov
YeVIKA Tapdpota peta&d e popoSaumivng Kot ToL GUYKPLTIKOD QOPUAKOL OTIG OApOopeg

OO TPIKEG NAKIOKEG OUAOES. XVUVOAIKA, TO TPOPik acpdielng oto 412 Todid Kot pnPovg wov
EhaPav Oepomeio ue ppoapo&apumdvn NTav TaPOUOL0 UE EKEIVO TOL TAPATNPEITAL GTOV EVIALKO
TANOVOUO Kol GUVETEC 6€ OAEC TIG NAIKIOKEC VTTOOUASES, av Kot 1) a&loAdynomn mepropiletar omd Tov
uikpd apBud acbevmv.

210v¢ Tadtatpikovg acheveic, kepahaiyia (mTodd cuyvés, 16,7 %), mopetdg (ol cvyvég, 11,7 %),
eniotadn (moAd cuyvég, 11,2 %), éuetog (moAd ovyvég, 10,7 %), tayvkapdia (cuyvéc, 1,5 %), avénon
ot yoArepuOpivn (cuyvéc, 1,5 %) ko avénuévn cvlevypévn xorepvbpivn (0x1 cuyvéc, 0,7 %)
avaeEPON KAV o GLYVA 0€ GUYKPION UE TOVG EVIMKEC. X€ GUUP®VIN LLE TOV EVIAIKO TANBLGO,
unvoppayia Tapatnpndnke oto 6,6 % (cvyvég) TV ePNPwV KopLtoldv peTd v eppmvopyn. H
Opoppomevia 6TwS TapaTNPHONKE TNV EUTEPiO LETE TNV KVKAOPOPIK GTOV EVIALKO TANBVGUO NTa
ouyvn (4,6 %) otic Tadlatpikég KAMVIKES doKIpeS. Ot avemBOUNTES EVEPYEIEG TOL PUPUAKOV GTOVG
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TS TPIKOVG 0oBeveic NTav Kupimg oG £0¢ LETPLOG GOPOPOTNTAG.

Avagopd mBavoAoyOOUEVOV QVETIBOUNTOV EVEPYELDV

H avagopd mbavoroyodpevov avemBOunNT®mV vepyEL®V UETA A0 TN YOp1ynon Gdelag KukAopopiog
TOV PUPUOKELTIKOD TPOIOVTOC glvar onuavtikn. Emtpénel tn cuveyn topakolovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPLOKEVTIKOD TPOTOVTOC. ZNnTeital amd TOVg EXAYYEAUATIEG TOL TOUEN TNG
VYELOVOLKTG TEPIBaAYMG VO ava@EéPoVY 0TTOEGONTOTE THAVOAOYOVUEVES OVETIBOUNTES EVEPYELES
Lécm tov €BvikoD cLOTHHATOS avaPOpdg oL avaypdeetat 6to [apdptua V.

4.9 Ynepooooroyia

e EVAIKEG, OTAVIEG TEPTMGELS VTTEPOOcOAOYinG Emg Kot 1.960 mg &xovv avapepBel. Ze
nepintwon vrepdocoroyiag, o acbevig Ba mTpémet va TopakoAiovdeital TpooekTIKd Yo
QLLOPPAYIKEG EMMAOKEG 1) AAAEG avemBOUNTEG eVEPYELEG (PA. TOPAYPAPO KAVTIUETOTION TNG
apoppayiogy). AOY® TePOPIGUEVIEC OTOPPOPNONG, AVOUEVETOL EVA PAIVOLEVO OPOPNG X OPIC
mepaltépm avénon g péong £kbeonc oto TAdGo og vVIepOepameVTIKEG 00GELG TV S0 mg
ppapo&aumdvng N avAOTEPES GTOVG EVIAKES, ®OTOGO, Ogv LITdpPyovV dabécia dedopéva oe
vrepBepamevtiKég dOGES 6Ta TOLdLA.

Yrdpyetl Sabécipog e101kdg mapdyovtag avacstpong (andexanet alfa)mov avtoywviletar
QOPUAKOOLVOUIKT dpacn TG pLPapo&aumdvng yio eVIMKESG, AL Oev Exel TeEKUNPLDE]l 6T TOd1d
(avatpé€te oy [lepiinym Xapaktprotikdv [1poidvtog tov andexanet alfa). Mmopei va e&gtaotei 1
YPNON EVEPYOL AVOPOKO Y10 TN LEIMOT TNG OTOPPOPNONG OE TEPIMTMOT VIEPOOGOAOYING TNG
ppapo&apmbvng.

Avtyletdmon g apoppayiog

e mePINTOOT EUEAVIONG ALOPPAYIKNG EMTAOKNG 08 0oBeVT| OV Taipvel priaposaumdvn, 1 emOUEVN
yopnynon g ppapoéaumivng Tpénel va kabvotepnoel N ) Bepaneia mpénel va dokomel, mg
apuoletl. H pipapolapmdvn Exel nulon mepimov 5 émg 13 opav og evihikes. H nuilon ota moudid
OTMG EKTIUNONKE YPTOUOTOIDVTAG TPOGEYYIGEIS PUPUAKOKIVITIKNG LOVTELOTOINON G TANOVGLOD
(popPK) givan Bpayvtepn (BA. mapdypaeo 5.2). H aviyetomion mpénet va £0ToKEVETOL GOUPOVA
ue ™ coPapdtra kot t 0éom g arpoppayioc. Katddinin copntopatiky Oeponeio Oa pnopovce
va ypnowomoindel avdioyo pe TIg avayKeS, OT®G UNYAVIKN cvurtieon (7., Yo coPfopn enictaén),
YEPOLPYIKT CLLOCTOOT) LE OLUOIKOGIEG EAEYYOV TNG GLLOPPAYING, AVUTATP®GT VYPDOV Kol
QLPLOSVVOLIKT VTOOTNPIEN, TOPAY®YO OiLTOS (CUUTVKVOUEVE EpLOPE apLocPaipla 1] PPECKO
KATEYLYUEVO TAAGHLO, vOLOYX LE T OYETWLOMEVT] avalpia 1) dtatapoyn THENS) 1| QUOTETAALA.

e mepintwon mov pio apoppayio dev umopei va ereyybel pe ta ovotépm pétpa, mpénet vo, eEETooTel
glte 1 yopnynon evog €101kov Tapdyovto avactpodng (andexanet alfa) avactorén Tov Topdyovia
Xa, mov avtayoviletal T eoprakodvvapky opacn g pipapoaumdvng, | evog £101KoD
TPOTNKTIKOV TOPAYOVTHL, OTMG TO GUUTLKVOE cLUTAGKOV Tpobpoufivng (PCC), cuumikvouo
gvepyomompévov cupmriokov tpobdpoufivine (APCC) 1 avacvvdvacpévov tapdyovto Vlila (r-FVIla).
Evtovtolg, vmapyetl Héypt oNUeEPO TOAD TEPLOPICUEVT KAVIKY EUTEPia Od TN YP1OT QVTAOV TOV
QUPUAKEVTIKOV TPOTOVIMY G€ EVIIAKEG KOl 6€ TodLd Tov maipvouy pifapoéauravn. H cvotaon
Baciletar emiong o€ meproplopéva un-kAvika dedopéva. [pénet vo eetootel 1 emovadocordynon
Tov avacvvdvacuévoy Tapdyovia VIla kot va tithomonfel avéloya pe ) PeAtioon g
apoppayiog. Avaroya pe v tomikn debecipuotnta, o mpénet va eetdleton 1 cuUPovAN EvOg
YTPOU EEEIBIKELUEVOD GE JLTOPAYES TNES THENC TOV OUUATOS GE TTEPITTOOT) GOPUPDV ALOPPAYLDY
(deite mapaypoeo 5.1) .

H 0suxny mpotapivny kot n Preapiviy K dev avapéveton vo emnpedoovy TNy avIimnKTikny dpdon e
piRapolaumdvng. Yrapyet meploptopévn epmepio pe to tpaveSopkd o&H kal KaBdlov gumeipio e TO
OLVOKOTTPOTKO 0&D KoL TIV OIPOTIViVY 68 EVIAIKEG IOV TTaipvouy pifaposapmdvn. Agv vadpyet
EUTEPLO OYETIKA LE TN (PTOT) CVTOV TOV TAPOYOVTOV GE TodLd TOL TTaipvouy priapolaumdavn. Agv
VILAPYEL OVTE EMOTNHOVIKO GKENTIKO Y10l TO OPEAOG 0VTE EUTELPTN. LLE TT] YPTOT) TOL CLGTHUAUTIKOD
OLLOGTOTIKOD OEGLOTPESTVY GE AToLO TOV Taipvouy piapolapmdvn. Ady® TG LVYMANG dEcUELONC GE
TPOTEIVEG TOV TAAGUOTOG, 1 PPOPOEAUTAVT] OEV AVOUEVETAL VO EIVOL ALLOSTOAICTUN.
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5. OAPMAKOAOTI'IKEX IAIOTHTEX
5.1 D oppoKodSVVIPIKEG 1OLOTNTES

Doppokobepamentikn katnyopic: Avtifpoufmtikol TopdyovTeg, AUEGOL AVAGTOAEIC TOV TAPAYOVTO
Xa, kmdwog ATC: BO1AFO1

Mnyoviopdg dpdong

H piBapo&apmivn givar Evag eEonpeticd eTAEKTIKOG GUECOG AVOGTOAENG TOV TTapdyovTa Xa [E amd
oV otopoToc Prodbecipdra. H avacstorr Tov mapdyovta Xa dakomtet Tnv evooyevn| Kot eEmyevn
000 TOVL KaTOpPAKTN TS TENS TOV OUHOTOC, AVOGTEAAOVTAG TN OMovpyia Opoppivng kot tnv
avantuén Opoupwov. H pipapoéoumdvn dev avactéAdel T Opoufivn (evepyomoinuévog mapdyovrtag I1)
Kol Oev €xel KataderyOel kapio enidPOoT GTO OLUOTETAALN.

Dopupokoduvakés EmopAcELg

[MopotnpnOnke docoe&optduevn avacToAr TG dpacTIKOTNTAG TOL Tapdyovto Xa otov dvipmmo. O
wpévog TpoBpopfivng (PT) emnpedletor amd tn ppaposapmdvn e 00G0eEapTOUEVO TPOTO LIE GTEVN
GUGYETION G TPOG TIG GVYKEVIPADGELS TAAGUATOG (TN 1 ioovtan pe 0,98) edv ypnolonoteiton
Neoplastin yio tn dokipacio. AAAa avtidpoaotiplo Oo propodoay vo dOGOLV SLoPOPETIKG
amoteléopara. H epunveio tov PT wpénet va yivetor oe devteporenta, o10tt T0 INR £yer
BaBuovounbei kot emtkupmBel PLOVO Y10 TO KOOUOPIVIKG OVTITNKTIKA Kot dgV Umopel va
yxpNoLomon el yio omotodmoTe AAAO OVTUTNKTIKO.

Xe aoBeveig mov maipvouv piapoapmivn yuo ) Oepaneia g EBO® xon g I1E ko v mpoAnym
NG VILOTPOTNG, T0. 5/95 exatooTnuopta yuo PT (Neoplastin) 2 - 4 dpeg petd ™ ANy tov dickiov
(. xoTd TO YPOVO TNG UEYLETNG Opdiong) Yo 15 mg pifapoapmdvng 300 Popég NuUeEPNGimg
KopavOnkav omd 17 éwg 32 devtepodrenta Kot yia 20 mg piapolapundvng dnas nuepnoiong amd 15
£€w¢ 30 devtepdrenta. XT0 KATMOTEPO ONUELD CLYKEVTPpWONG (8 — 16 dpeg petd T ANy tov d1okiov )
T 5/95 gkatootnuopla amd 15 mg dvo eopéc nuepnoimg Kupaivovay amd 14 éog 24 devteporenta
kat yuo o 20 mg anaé nuepnoiong (18 — 30 opeg petd ™ Ay tov diokiov) amd 13 mg 20
devTepOAETTAL.

e aoBeveig pe un PaAPidikn KOATIKY HLOpLOPLYT TTOL TAipVOLV PROPOEAUTAVT Vi TNV TPOAYN
TOV OYYELOKOV EYKEPOALKOD EMEIGOSIOV Kot TNG GLGTNIKNG EUPOANG, Ta 5/95 exatootnuopwa Yo PT
(Neoplastin) 1 - 4 dpeg petd ™ Aqyn oL diokiov (. Katd To ¥povo TG UEYIGTNG dPACTC) O
acOeveic mov Oepameday pe 20 mg dnaé nuepncing kopavinkay and 14 émg 40 dgvtepoienta
ka1 o€ acbeveic pe péTpia veppikn dvciertovpyia wov Ehapav Oepameia pe 15 mg dmoé nuepnoiong
a6 10 £wc 50 devtepdiento 1o KOTOTEPO oNEio cvuykévipmong (16 — 36 dpec Letd T ARYN TOL
dtokiov) ta 5/95 ekatoomuopla og acbeveic mov Bepamedovray pe 20 mg dnag nuepnoimg
Kopaivovtay and 12 émg 26 devtepodrenta kat o€ acbeveig Le N0 vePpikn SuGAEITOLPYiL TOV
EhaPav Oepomeio pe 15 mg anag nuepnoing omd 12 £mg 26 dgvtepOienta.

e pio KMVIKA QopUaKOAOYIKT LEAETN Y10 TNV OVTIGTPOPT] TNG PUPUUKOSVVAUIKNG OpAong TNG
pipapolaumdvng o€ vy evilika dtoua (n = 22), a&loAoynnkay ol ETATOCEIS TOV £QATaE 600EMY
(50 IU / kg) amd dvo dapopetikovg tomovg PCCs, evog PCC 3 mapaydvrav (mapdyovteg 11, IX kot
X) ko evog PCC 4 mapayoviov (tapdyovteg I, VII, IX ko X). To PCC 3 mopaydéviov peimoe Tig
uéoec Tipéc Neoplastin PT katd wepinov 1,0 devtepdrento péoa o€ 30 Aentd, o chyKpIlon e ™
ueimon tov mepinov 3,5 devtepdientwv mov mapatnpninke ue to PCC 4 mapayovimv. Xe avrtifeon,
10 PCC 3 mopayovimv giye pio peyaAdTepn Kol ToyDTEPT CUVOAIKT| EMIOPACT] GTNV AVTIIGTPOPT TNG
dpdong otnv gvdoyevn mapoywyn Opoufivinc amd to PCC 4 mapayoviov (PAéne mapdypagpo 4.9).

O ypovog evepyomomuévng pepikng Opopporiactivng (aPTT) ka1 HepTest mapateivovton emiong pe
0060eEapTMOUEVO TPOTO. 26THGO0, OEV GUVIGTAOVTOL YL TNV EKTIUNGT TNG QUPLAKOOIVVOLUKNG OpAoNC
™m¢ piapoapumdvne. Agv vdpyel OvVAYKT TAPAKOAOVONONG TV TUPAUETP®Y THENG KATA TN
dapketa g Bepameiag pe ) prPapoEapmdvn oty Kabnueptv KMVIKN TPokTikn, 201000, £V
gvdeikvotal KAvikad, to eninedo g piapoSapmdvng umopody va uetpnovv pe Babpovounpéveg
TOGOTIKEG UETPNOELS TNG avTl-Xa dpacTikOTNTog (PA. mapdypapo 5.2).
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Toudrorpikde TAndvoude

O ypovor PT (avtdpactipro veomhaotivng), aPTT kot o Tpocdiopiopdc tov avit-Xa (pe
Babuovounuévn mtocotikn dokacio) ELavilovy GTEVI] GUGYETION UE TIG GLYKEVIPDGELG TAAGLOTOC
o€ modld. H cvoyétion peta&d tou avti-Xa Kol ToV GUYKEVIPOCEMY TAACUATOG EIVOL YPOLLUIKT e
KAion Kovtd oto 1. Mropel va mpokOyouy atopkés acVUPVIES e VYNAOTEPES 1) YOUUNAOTEPES TIUES
avti-Xa 6€ GOYKPIoT LE TIG AVTIGTOL(EG CLYKEVIPADGELS TAAGHOTOS. AEV VIAPYEL OVAYKN Y10 TOKTIKT
TapoKoAovONoN TV TapapETpmy THENS KATA TN S1dpKELD TNG KAWIKNG Oepameiog pe
ppapo&apmbvn. Qo1000, AV EVOEIKVLTAL KAVIKA, Ol GUYKEVTPOGELS TNG Paposaumdvng Ltopovv va
petpovvtar HEG® PabovOUNEV®Y TOGOTIKOV SOKILAGLOV avTl-tapdyovta Xa oe meg/l (PA. mivaka
13 oV mopdypaeo 5.2 yio To 0PN TOV TAPUTNPOVUEVOV CUYKEVTIPMDOEMY TAAGOTOC TNG
pipapo&aumdvng og Todd). To yapunAdTEPO OPLO TOGOTIKOTOINGEWDY TPENEL VO, AAUPAVETOL VTTOYT)
otav 1 doKipooio avil-Xa YpnoLLOTOIEITOL Y10l TV TOGOTIKOTOINGT TMV GUYKEVIPOGEMYV TAUGCLLOTOG
g ppapoéapundvng o€ modid. Ovdog Yo To GLUPAVTO OTOTEAECUATIKOTNTOG 1 ACPAAELNG OEV EXEL

ek puoEt.

KAk ommoteAecuotikOTnTo. Kol 0oQAAELD,

LHpolnyn tov ayyelaxod eykeporikot EXEIGOOIOV Kol THS COGTHUIKNG EUPOANS o 000eVels ue un

Pl fioikn kolmxn popuopoyn

To KAwvikd mpdypappo TG popo&apmivng oxedlioTNKE Yo VoL KOTAOEIEEL TNV OMOTEAEGUATIKOTNTA
g papolapmdvng yio TNV TPOANYN TOL ayYEWKOD EYKEPAAIKOD ENEICOOI0V Kot TNG GLUCTNUIKNG
guPoinc oe acBeveig pe un PaAPrdkn KOATIKN LopuapLYN.

2 Baotkn dumdd-toeAn pekétn ROCKET AF, 14.264 acBeveig Tuyotomombnkay gite ot
pipapo&aumdvn 20 mg draé nuepnoing (15 mg arnaé nuepnoing oe acbeveig pe kKabopon Kpeatvivng

30-49 ml/min) eite o Bapeapivn tithonomuévn o INR-ato30 2,5 (Bgpomevtikd evpog 2,0 £mg 3,0).

O didpecog ypovog AMymc g Bepameiog frav 19 ufveg kot n cuvoilkn dudpkela ¢ Oepaneiog Aoy
¢mg 41 pivec. 34,9% tov acBevov Eafav Beponeio pe okeTVAOGAAIKVALKO 0D ko 11,4% éhaPav
Oepaneia pe avtioppuduucd katnyopiog I cvpnepiapfavopévng g apodopovng.

H piapo&apmdvn frov un katotepn g fapeapivng 6to tpmtedov cuvieTo Tehkd GNuEio TOV
AYYEKOD EYKEPAAIKOD ENTEICOI0V Kal TNG GLOTNUIKNG EUPOANC ekTOC Tov KN, Ytov minbucud
Bepamneiog KaTd TO TPOTOKOALO, TPOEKLYE AYYELOKO EYKEPUAKO ETEIGOO10 1) GLOTNLIKT EUPOAT| GE
188 acbeveig pe ppapoapmavn (1.71% emoiomg) kot 241 pe Bapeapivn (2.16% emoing) (HR 0.79,
95% CI1 0.66-0.96, P<0.001 yio un kat@tepdTTaA). AVAUESH GE OAOVE TOVG TUYALOTOUNUEVOLG
acOeveic mov avolvdnkav cOpemva pe Ty Oepamevtikn Tpobeot, TPoEKLYAY TPOTELOVTO CLUPAVTA
o€ 269 e pipapo&aumdvn (2.12% emoing) kot 306 pe Bapeapivn (2.42% emoing) (HR 0.88, 95%
CI10.74-1.03, P< 0.001 ywo un kotowtepotnta, P=0.117 yio avotepdtnTa).

Ta amoteAéopOTo Y10 TO SEVTEPEVOVTA TEMKE oNUElR OTMG EAEYXONKAV GE 1EPAPYIKT GEPA
avaAvenc cOpeova pe Ty Oepamevtikn tpdbeon eppavifovtarl 6tov mivaka 4.

Y1ov¢ aobeveig otny oudoa g Bapeapivig, ot Tuég INR ftav evtog tov Bepamevtikod gvpovg (2.0
£€m¢ 3.0) xatd péco 6po 55% tov ypdvov (Suipecog 58%, evdotetaptnpoplakd €0pog 43 éwg 71). H
dpdon g paposaundavng dev ditpepe ota drdpopa TTR [Time in Target INR (ypodvog evidg
Bepamevtikon gupovc) evpog 2.0 — 3.0] ota icov peyéBovug tetoptnuopia (P=0.74 yia
aAAnAeniopoomn). XTo VYNAGTEPO TETOPTNUOPLO COUPMVA LE TO KEVTPO, 1] AVOAOYID KIVOUVOL LE TN
pipapo&apmdvn Evavtt g Papeapivie nTav 0.74 (95% CI10.49 émg 1.12).

Ta mocootd enintwong yio v KOpla EkPacn acpidrelag (coPapd kot pn coPapd KAVIKA
aELOAOYNGLLOL OO PPAYIKE, ETELGOIIN) TTOV TOPOUOLOL KO YiaL TIG 600 opddeg Oepameiog (BA.

ITivaxa 5).

Iivaxog 4: Amoteléopato omoTeELESPHATIKOTNTOS 0710 T perétn edong III ROCKET AF

I[TAnBvopdg perétng

AvVOADGELS OmOTEAEGUATIKOTNTAG COUP®VA UE TN BepamenTikn- Tpodeocn- o
aofeveic pe un PaAPidikn KOATIKY HopROpLYY
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Bappap
tvn
TITAOTTO
muév
PiBapo&apmdvm ;,MIN?{- Avahio
20 mg amaé nuepncing 51630 yia
(15 mg ana& nuepnoimg 25 KIvoHv
o€ aobeveig pe pétpla (é EPATEVTIKG oL
Aocoloyia Oepanciog ve@pikh duchertovpyia) | oo 00C 2,0 £ (95%
3,0) ’ CI)
oLYVOTITO EPPAVIONG ’ T p,
engcodiov (100 € , E\eyyoc yo
acfevav) ovxvomTa VIEPOYN
EUPaVIoNg
EMEIG0IOV
(100 €t
acevav)
Ayyelaxd eyKeQOMKO
eMEGHO10 Ko 0.88 (0,74 — 1,03)
GLOTN KT ELPOAN 269 (2,12) 306 (2:42) 0,117
extog KNX
Ayyelaxd eyKeQOMKO
EMEGOO10, GUOTNUIKN
£uBoM, extoc Tov KN 572 (4,51) 609 (4.81) 0,94 (%g‘és‘ 1,05)
Kot 0avotoc omd ayyelokd ’
aito
Ayyewokd
EYKEPOAKO
£MEGO010,
GLOTN KN EUPOAN B
ekTOG T0V KNZ, 659 (5,24) 709 (5,65) 0,93 ((()),%3"58 1.03)
Bdvatog amd ’
ayyelokd aitio Ko
EUOpOYLLO TOV
HLoKoPdiov
Avyyelokd
EYKEPAAIKS 253 (1,99) 281 (2,22) 0,90 (0,76 - 1,07)
. 0,221
EMELGOO10
ZUGTNUIK
N eupoin 0,74 (0,42 - 1,32)
€KTOG TOV 20(0.16) 270021 0,308
KNZ
‘Epgpoypa
OV 130 (1,02) 142 (1,11) 0,91(0,72-1,16)
: 0,464
HLLOKOPSion

Mivakag 5: Arotehéopata ac@aierog amd T perétn @aong III ROCKET AF

[MnBvopodg pedéng AcBeveic pe un PoABdtkr KOATIKY poppapuyy
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Aocoroyia Bepomeiog Piapo&apmbvn Bapeapi Avoroyia
20 mg dmoé nuepnoiong | vn ANV
(15 mg ama& nuepnoiong | tithomowm 95% CI)
oe acBeveig pe pérpla pévn oe TN p
veppikn dvciettovpyio) | INR-
o6toY0 2,5
Zoyvotnta EPLPAavIoNng (Bepamevticd
emelcodionv (100 £ €0pog 2,0 émg
acOevav) 3,0)
Soyvotta
EUOAVIONG
EMEIG0OIOV
(100 €t
acOevmV)
Yofapd kot KAViKd 1.475 1.449 1,03 (0,96 - 1,11)
a&lohoynoa, oyt (14,91) (14,52) 0,442
cofapd arpopparycd
emelcHo
YoBapd 395 386 1,04 (0,90 - 1,20)
OLLOPPOYIKA (3,60) (3.45) 0,576
EMELGOOLN
®davato 27 55 0,50 (0,31-0,79)
cAOY® (0,24) (0,48) 0,003
apopp
aylag*
Awoppayio 91 133 0,69 (0,53 -0,91)
Cotucod (0,82) (1,18) 0,007
opybvov*
Evdox 55 84 0,67 (0,47 - 0,93)
POVIOK (0,49) (0,74) 0,019
1
apopp
aylo*
[Mtoon cposearpivng* 305 254 1,22 (1,03 - 1,44)
2,77) (2,26) 0,019
Metdyyion 2 1 183 149 1,25 (1,01 - 1,55)
TEPLOCOTEPOV (1,65) (1,32) 0,044
LUOVAS®V
GUUTVKVOUEVOV
epuBpov
opoceopiov M
oAKoV aipatog®
K\viké a&roroynoa 1.185 1.151 1,04 (0,96 - 1,13)
o1 coPfapa aLoppayIKa (11,80) (11,37) 0,345
emelcHo
OvnowdrTa amd dha 208 250 0,85 (0,70 —
TOL QiTLOo (1,87) (2,21) 1,02) 0,073

[TAnBvoudg acedretoc, vto Bepameio

88




* OvopaoTikd onUavTIKO

EmmpocBétmg g perétng odong III ROCKET AF, &xet dieEayBetl pa mpoontiky, vOg GKEAOVG,
LETEYKPLTIKY, Un TapeuPartikn, avoryt perétn kooptrg (XANTUS) pe kevipiki katokOpwon
ekpdoewv, copneprropfovouévav tov Opoufoeupforiikmv encicodiov kot tng coPfapng aoppayiog.
EvtayOnkav 6.704 acbeveig pue un PodPiotkn KOATIKN LopUOpLYT Y0 TV TPOANYT TOV 0y YELOLKOV
EYKEQOAMKOD £TEIGOOI0V KOl TG CLOTNKTG EUPOANG ekTOg KNE oty kabnpepivi] KAVIKY TpoKTiKn.
H péon tipn g xiiporag CHADS2 ftav 1,9 kot g kAipaxag HAS-BLED ftav 2,0 kot yo tig 600
otv XANTUS, og o0ykpion pe wa péon tiuy CHADS?2 kot HAS-BLED 3,5 kot 2,8 avtictotya ot
perétn ROCKET AF. Zofopn apoppayia eppaviomke og 2,1 ava 100 £ acBevadv. Gavatnedpa
apoppayio avapépbnke oe 0,2 ava 100 £ acBevodv kot gvdokpaviakn aoppayia o€ 0,4 avé 100
£ acbevav. Ayyelokd eykepaAkd enelcoo1o N cuotnuikn epfoin extog KNI kataypdonke og 0,8
avd 100 £ acBevov.

AVTEG 01 TapaTNPNOELG OTNV KOO UEPIVI] KAVIKY] TPOUKTIKY] EIVOL GOUPOVES LE TO TEKUTPLOUEVO
TPOPIA ACPAAELNG Y10 TY] GUYKEKPLUEVT EVOELEN.

e oL PETEYKPITIKT, U TopepRPatikn pehétn, og mepiocdtepovg amd 162.000 acbeveic and téooepig
YDPES, N PPapoaumavn GLVTAYOYPUPNONKE YO TNV TPOANYT TOV AYYELKOD EYKEPUAIKOD EMEIGOSI0V
Kol TNG GLGTNUIKNG EUPOANC o€ acbeveic pe un BodPidm Kodmikn papuopvyn. To Tocootd
GUHPAvVTOV Yo TO ayyeloko eykepaAlko ensicodio nrav 0,70 (95% CI 0,44 — 1,13) avd 100 acbevo-
€. Aoppayia mov KatéAnée o voonheio. 6T0 VOGOKOUEID TPOEKLYE GE TOGOGTA GLUPAVTOV avdL
100 acbevo-¢étn 0,43 (95% CI1 0,31 — 0,59) yia evdoxpaviakn apoppoyia, 1,04 (95% CI 0,65 — 1,66)
v opoppayio Tov yaotpevteptkov, 0,41 (95% CI 0,31 — 0,53) ywa arploppayio Tov ovpoyevvnTikon
xat 0,40 (95% CI 0,25 — 0,65) y1a dArov TOmOL opoppayic.

AcBeveic mov vrofdliovion o kapdroavaratn

Mo TPOOTTIKY], TUYOLOTOMUEVT], OVOLYTH, TOAVKEVIPIKT], OLEPEVVITIKN LEAETT LE TVOAN a&loAdYNoN
teAkoV onpeiov (X-VERT) 61ie&nyon oe 1504 acbeveig (ympic mponyoduevn Bepaneia pe and
OTOMATOG AVTIINKTIKA KaOdC Ko pe wponynbeico Oeparmeio e amd GTOUATOS AVTITINKTIKA) e 1N
BaAPidikn KOATIKY LOPLOPVLYT TPOYPAUUATICUEVOLS Y10 KAPILOOVATOET, MOTE Vo, GUYKPLOel 1
piapo&aumdvn pe ABK mpocappospévng 06ong (toyotomomdnkay 2: 1), yio v tpdinym
Kapdloyyelakdv cuPavtov. Ot 6TpaTNYIKES TOL YPTCILOTOIONKOY TaY KapdloavaTaén
KkaBodnyobuevn amd drolsoPpdyelo vepnXoypPAEN U (Tponynbeica avtimnktikn Oepomeio 1-5 nuépeg)
N ovpPatikn Kapdroavataén (mponynbeica aviumnkriky Bepomeio TtovAdyiotov Tpeic efdopdoeg). H
KOpLa EKPOoT) ATOTEAEGUATIKOTNTOS (OAO TO EYKEPUAKE, ETELGODIO, TAPOIIKO IGYOUUIKO EYKEPUALKO,
cvotnuiky epPoin extoc KN, Euppaypa tov pookapdiov Kot Kapdioyyelokog 0avatog) cuvépnoay
oe 5 aoBevelg (0,5%) oy opdda g prapoapndvn (n = 978) xar oe 5 acbevels (1,0%) oy opdda
ABK (n =492, RR 0,50, 95% CI 0,15 - 1,73, wAnBvuoudg tpororompévov ITT). H kdpra €kPaon
acpdreiag (peilov apoppayia) cuvePn og 6 (0,6%) kot 4 (0,8%) acBeveic otn piapoéapmivn (n=
988) kot otnv opdada ABK (n =499), avtictorya (RR 0,76, 95% CI 0,21 - 2,67, mAnBucpudc
acPaAreing). Avti 1 dlepeLVNTIKT HEAETN £0€1EE GUYKPICIUN OMOTEAECUOATIKOTITO KOl OICPAUAELL
ueta&d tov opddwv Oepameiog prpapolounavne ko ABK oto mhaicia g kapdioavataéng.

AcBeveic pe un Paifidikn koAmkn pappoapuyr mov vrofdiiovion og PCI pe tomofétnon stent.

Muo toyotomonpuévn, ovoiktn, moAvkevtpikn puerétn (PIONEER AF-PCI) d1e&nqybn og 2124 acbeveic
ue un BoAPidkn KoAmwikn papuopvy” ot oroiot vwofindnkav o€ PCI pe torofétnon stent yia
TPMTOYEVH aONPOSKANp®TIKN VOGO Yo Vo cuyKplBel n acpdieio 600 BEpUnEVTIKOV GYNUAT®V [E
pipapo&apmdvn ko evog oynpatog ABK. Ot acBeveic tuyatomomOnkav 1: 1: 1 yia cuvolkn Oepamneio
12 unvov. O acBeveic e 16TOPIKd 0y YEloKoD EYKEQPOAKOD ETELGOSIOV 1] TAPOIKOV 1Y OLULKOD
eneicodiov (TIA) e&apébnkav.

H opdda 1 élaPe pipapoaundvn 15 mg araf nuepnoiong (10 mg pio popd v nuépa oe aoeveic pe
KkaBapomn kpeatvivig 30- 49 ml / min) emmpocOétc evog avactoréa tov P2Y12. H opdda 2 élape
papolaumavn 2,5 mg dvo eopég v nuépa nalt pe DAPT (dimAn avtioponetaiiokn Oepaneio,
dnAadn KAomdoypéAn 75 mg [N evarlakTiko avactoréa P2Y 12] cuv younin d6on
akeTVAOGOMKLAIKOV 0E€0g [ASA]) yw 1, 6 1 12 pivec axorovBodpevn amd pipaposapmdvn 15 mg (4
10 mg yia ta dropa pe kdbapon kpeotvivng 30 -49 ml / min) draé nuepnoiog cvv yaunin sdon
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ASA. H oudoda 3 éhafe mpoocappocuévn 66on ABK cvv DAPT yo 1, 6 i1 12 uiveg akoiovBovuevn
amo mpocappocpévn 66on ABK pali pe yapnin d6omn ASA.

To mpwTevoV TEMKO GNUELD AGPAAEINCTO KAVIKE GUOVTIKA TEPIGTAUTIKA OUOPPOYinG, ELEAVICTNKE
og 109 (15,7%), 117 (16,6%) kot 167 (24,0%) dtopo oty opudda 1, oudda 2 kot opdda 3 avtictoyo
(HR 0,59, 95% CI1 0,47 -0,76, p 0,001 kot HR 0,63, 95% CI 0,50-0,80, p 0,001, avtictoyya). To
devtepedov tedko onpeio (ovvBeTo onpeio TV Kapdlayyelokdv cLUBEvTov Tov Kopdloyyelkon
BavaTov, ToL ELPPAYUATOG LVOKAPSIOL ) TOV EYKEPUALKOD EMEIGOOI0V) eppavictnke o€ 41 (5,9%), 36
(5,1%) xar 36 (5,2%) dropa otnv opdda 1, opdda 2 Kot opdda 3, avtictotyo. Kébe éva and ta
Bepanevtikd oynpata pe papolapmdvn £0e1&e ONUOVTIKY LEIDMOT) TV KAIVIKO ONLOVTIKOV
ALLOPPAYIK®DV ENEIC00IMV 68 cOyKplomn pe To Oepamevticd oynuo ABK oe acBeveig pe pun BoiPidkn
KOATIKT poppopvuyn mov vrofAndnkav oe PCI pe torobétnon stent.

O mpatapycog otoyoc g PIONEER AF-PCI ftav va a&loioynoet v acedieta. Ta dedopéva
GYETIKA UE TNV OTOTEAECUATIKOTNTO (cvpmepilapfovopuévay Tov Opopfosppolkdv eneicodimv) o
avTOV ToV TANBVoUS elval TEPLOPIGUEVA.

Ocporeio e EBDO, IIE ko1 mpoinyn s vrotporns s EBDPO ko g IIE

To KAwvikd mpdypappe TG pLRopoEapmivng oXedIoTNKE Yo VO KOTAOEIEEL TNV OMOTEAECUATIKOTNTO
g papoapmdvng oty apykr| kot cuveyliopevn Bepaneia e oeiog EBO® kot I1E kou ot
TPOANY NG LoTpomis. MeletOnkay mhve amd 12.800 acheveig oe TE0GEPIG TUYOLOTOINUEVES
eleyyoueveg kKhvikég peléteg aong Il (Einstein DVT, Einstein PE, Einstein Extension kot Einstein
Choice) kot emmpocOeta xet de&aybel pia TPOKAOOPIGUEVT] GUYKEVIPOTIKT] OVIAVGT TOV LELETMV
Einstein DVT kot Einstein PE . H cuvoAikn cuvdvacuévn didpketa tng Bepomeiog oe OAEG TIG
peréteg ftav €0¢ kot 21 pnvec.

> perétn Einstein DVT, pedetnOnkov 3.449 acOeveig pe ofeia EBOO yio ) Oepamneio tng EBOO
Kot TNV TpoAnyn g vrotpomns s EBOO kot g I1E (acbeveic mov mapovsiolav cupntopatikny
I1E amoxAeiomnkav omd avtiyv ) pekétn). H dudpkeia g Oepaneiog rav yuoo 3, 6 M 12 punvec
avAAOYO [E TNV KALVIKY Kpion TOL gpguvnT.

Mo mv apykn Oepaneio g o&eiog EBDO didpketog 3 efoopdadmv, yopnynbnkav 15 mg
piapo&apmdvng 0o popég nuepnoing. Avtd akolovnbnke amd 20 mg piaposoumdvn amal
NuepNGing.

Ymv ueiétn Einstein PE, peletnOnkav 4.832 acbeveig pe o&eio mvevpovikn epPolrn, yio m Oepomeio
NG TVELOVIKNG EUPOANG KoL TNV TPOANYT NG VIToTPoTnc TG EBDO kot tng mvevpovikig epuforngc.
H didpketa e Oegpaneiog rav 3, 6 1 12 unveg e€aptdpevn omd v KAVIKY Kpion TOL EpguvNT.
Mo v apyn Bepaneia g o&eiog Tvevpovikng epfoing yopnynonkav 15 mg

papo&aumdvng Svo Popég Nuepnoing Yo Tpels efdopddeg. Akolovdnaoe yoprynon twv 20 mg
pipapo&apmivng arnaé nuepnoing.

Kot otig 6vo peréteg, v Einstein DVT kot v Einstein PE 1 cuykpitikn Ogpomevtikn ayoyn
nepthapPave evoamapivi xop1nyoOUEVT Y10, TOVAGXIGTOV 5 NUEPEC GE GUVOVLACUO LE AVTAYMVIGTY] TG
Brrapivng K péxpt to PT/INR va givar evtdg tov Oepamevticod evpovg (> 2,0). H Bepaneio
ovveylotnke pe Evav aviayoviot g Brrapivng K mpocappocpévng d6ong yio T d10Tipnon Tov
Tiudv PT/INR gvtog tov Ogpanevtikov gupovg 2,0 émg 3,0.

> peiétn Einstein Extension, pelemOnkav 1.197 acbeveic ue EBO®O 1 I1E yio mv mpodAnyn g
vrotponng ¢ EBDO ko ¢ IE. H didpkeia g Oepaneiog tav yio emmAéov 6 | 12 unqveg oe
acBeveic mov giyav olokinpaoel 6 Emg 12 pnveg Bepameiag yio eAefikn Opoppoepforn avaroya
pe v KAwvikn kpiomn tov gpevvn. H piapolapndvn 20 mg draf nuepnoing cuykpidnke pe
EIKOVIKO QAPLLOKO.

O peréteg Einstein DVT, PE kou Extension ypnoiponoincav tig idec mpokabopiopéveg KOpleg Kot
devtepevovoeg ekPacelg amotelecpatikotntoc. H kopla ékfocn amoteAespotikdTnTag fTay
ocopntopatikn vrotponny POE kabopilouevn wg to obvheto onueio g vrotponng EBOO 7
Bavatneopov 1 un Bavatneopov IE. H devtepevovca éxPacn amotelecpatikottog kabopiotnke
¢ 10 ovvheTo onueio ™ vrotponng EBD®O, un Bavatnedpov I1E kot Bvnoypodtrag and dAa to
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oitia.

>t peiétn Einstein Choice, 3.396 acOeveic pe emPePoaropévn cvuntopatiky EBO® 1 kot I1E ot
omoiot oAokApmcav 6-12 piveg avumnktikng Bepaneiog peretnOnKay yio v TpoOANY” TG
Bavatneopov I1E 1 g un Bavatnedpov cvpntopatikig vrotponis EBOO 1 [1E. O acBeveic pe
évoerdn o cuvetllOpeVn oVTITNKTIKY aymyn Bepomevtiknig 60ong amokieiotnkay and T perétn. H
duapkela tng Bepameiog NTav £mg kat 12 pqveg avaioya PE TNV NUEPOUNVIC TVYOLOTOINGNG TOV OTOLOV
(drbipeon: 351 nuépeg). H prpapolapndvn 20 mg ara nuepnoiong kot 1 ppapoéapmivn 10 mg droé
nuepnoing cuykpidnkay pe 100 mg akeTVAOGAAMKLALKO 0EL draé nuepncimg.

H x0pra éxPaon amotelecpatikdtnTog NTov cuuntopatiky vrotpon POE kabopilopevn og 1o
ovvbeto onueio g vrotponiic EBOG 1 Bavatmedpov 1 un Bavatnedpov I1E.

Y peiétn Einstein DVT (BA. ITivaka 6), n pipapo&apmivn katadelydnie 0Tt elvar pn KoTdTEPO MG
wpog v evoéamapivn/ABK yio tqv kopa €kPaomn anoteiespotikdtrag (p < 0,0001 (dokyun yio pn
KatoTEPOTNTA), avaroyio kvduvov: 0,680 (0,443 - 1,042), p = 0,076 (dokun ywo veepoyn)). To
pokabopiopévo kabapd KAViKd 6@ehog (KOplo EKPaoT ATOTELEGUATIKOTNTOC GLY GoPapd
apoppaykd enelcdda) avapepnke pe avaroyio kKvdvvov 0,67 ((95% CI : 0,47 - 0,95), ovopaotikn
Tiun p = 0,027) vép g papoapmdvne. Ot tipég INR frav péoa oto Bepamevtind evpog KoTd
puéco 6po oto 60.3% Tov ¥POVoL Yo T péoT dldpketa TG Bepomeiog Tov 189 nuepdv kat 55.4%,
60.1% w1 62.8% tov ¥pdvov oTIS opadeg 6moL elye anopaoiotel Bepameia ddpkelag 3 -, 6- ko 12
unvov avtictoyo. v opdda g evoéamapivng / ABK dev vanpée eppavig cuoyétion avapesa
ota enineda Tov péoov TTR (Time in Target INR Range 2,0 — 3,0) avd kévipo 6mtmg KoTavenOnikay
o€ 1ooueyEdn TprTnudpla Kot 6TV EPLPEvion voTpomng g Opopfoepuforng(P=0.932 yua
aAAnAenidopaon). 1o Tprtnuoplo tov vynAotepov TTR avd kévtpo, n avaioyio Kivédvov pe ™
pipapo&aumdvn Evavtt g Papeapivne nTav 0.69 (95% CI: 0,35 — 1,35).

Ta mocootd enintwong yio v KOpia EkPaocn acedrelag (coPapd 1 KAvikd atoloynoyio un
coPopd aoppayiKd enelcodln,) kabmg kat tn dgvtepedovoa EkPacn acpaietlog (coPapd
QLLOPPAYIKG ETELGODIO,) NTOV TOPOUOLOL KoL Y10, TIG dVO opddeg Depomeiog.

Mivakag 6: AToTEAECPATA ATOTELECRATIKOTNTOS KOl 00QPAAELNS amd TN perétn @dong 11
Einstein DVT

[TAn6voudg perénc 3.449 acbeveig pe copuntopotiky ofela ev @ Padst prePikn
Opoupwon
Aocoloyia kat d1apKeLd TNG PiBopo&apmbvm @ Evo&omapivn/ABK P
Oepamneiog 3,61 12 pnvec 3,61 12 pnvec
N=1.731 N=1.718
oumrtopotikn vrotpony POE* 36 51
(2,1%) (3,0%)
ZOUTTOUOTIKN 20 18
gmovepavilopevn T1E (1,2%) (1,0%)
ZOUTTOHOTIKN 14 28
enaveppavilopevn EBO® (0,8%) (1,6%)
ourtopotiky IHE ko 1 0
EB®® (0,1%)
Oavatneopog I1E / Bdvatog 4 6
omov 1 I1IE dev pmopet va (0,2%) (0,3%)
OmOKAELoTEL
ZoBapn 7 KAwvikd a&loloynoun, 139 138
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oy coPap1| arpoppayio (8,1%) (8,1%)

Xofapd arpoppayikd TeGOOLL 14 20
(0,8%) (1,2%)

a)  Pipapo&aumdvn 15 mg dvo popég nuepncing yuo 3 efdouddeg akorovBovuevo amd 20

mg anaé nuepnoimng
B)  Evo&amapivn yio tovAdyiotov 5 nuépeg cuyyopnyovevn e, Kot akolovBodpuevn amd ABK
® p <0,0001 (un xoTmTEPOTNTA PE PAon Tpokabopiouévn avaroyio kivduvev 2,0),

avaroyio kvdovov: 0,680 (0,443 - 1,042), p = 0,076 (v vtepoyn)

2 perétn Einstein PE ( BA. TTivaka 7) 1 prpapo&apmdavn kotedeiydn un Katdtepo g evosamopivng
/ ABK oty x0pa éxBaon arotelecpatikotntog (p=0,0026 (€eyyoc yio un KatotepdTNTA); Avohoyiot
Kwdvvou 1,123 (0,749 — 1,684)). To npokabopiouévo kabapod khvikd 6perog ( Kopla EkPaon
QTTOTEAEGUATIKOTNTOC GLV 1] Epedvion ueilovog atpoppayiag) avaeépnke pe (o avaroyio Kivduvou
0,849 ((95% CI: 0,633 — 1,139), ovopootikn a&ia p, p= 0,275). Ot tiuég INR ftav oto Ogpomevtikd
mhaicwo pe péomn T 63% tov xpdvov yo ) péon ddpkela Bepameiog twv 215 nuepdv kot 57%, 62%
Kot 65% Tov ¥pdVOL GTIG OpadES e mpokaBopiopévn dbpketa Bepameiag 3-, 6-, kot 12- piveg
avtioToryo. Xtnv oudda tng evo&amapivng / ABK dev vmipée eppavig Guoy£Tion avAESH GTO.
enineda tov pécov TTR (Time in Target INR Range 2,0 — 3,0) avd kévtpo 0nmg Kataveundnikoy o
oopeyé0n tprnuopla Kot oty epeavion vrotpomnig eiepikng Opouposppoing @OE (p= 0,082 yw
aAAnAieniopaon). 1o Tprtnuoplo tov vynadtepov TTR avd kévtpo, n avaioyio Kivédvov pe ™
pipapo&apmdvn Evavtt g Bapeapivnc nrav 0,642 (95% CI: 0,277 — 1,484).

Ta mocootd enintong yio v KOpla EkPacn acpdreiag (coPapd 1 kKhvikd a&toloynciuo oyt
coPopa aLOpPOYIKA EMEIGOIIN) NTOV EAAPPDOG YAUUNAOTEPO GTN BEPATEVTIKY] OULAdA TNG
papo&apmdvng (10,3% (249/2412)) amd 6,11 otn Bepamevtikt| opdda g evo&amapivng/ ABK
(11,4% (274/2405)). H devtepevovoa ékPoon acedieng (cofapd aoppayikd emecodia) frav
younAotepn oty opdda g prpapoéaundvng (1,1% (26/2412)) and 6,tL 6Ty opada e
evo&omapivng/ ABK (2,2% (52/2405)) pe avaroyia kivdvvou 0,493 (95% CI: 0,308 — 0,789).

Ilivakog 7: ATOTELECPOTO OTOTEAEGUUTIKOTNTOS KOl a6@AAELOS amd TN peréty @dong 111
Einstein PE

[TAn6voudg peréng 4.832 aobBeveic pe 0&glo. GUUTTOUOTIKT TVELHOVIKT EUPOAN
Aocohoyia kot S1épKeELn TG PiBapoapmvn @ Evo&omapivny/ABK P
Oepomeiog 3,6M 12 unveg 3,61 12 ufveg
N=2419 N=2.413
Sountopotikn vrotponn GOE* | 50 44
(2,1%) (1,8%)
ZOUTTOUOTIKT VITOTPOTN 23 20
IE (1,0%) (0,8%)
ZOUMTOUOTIKT] VITOTPOTN 18 17
EBOO® (0,7%) (0,7%)
ourrtopotikn IHE ko 0 2
EBOO® (<0,1%)
Bavatneopog I1E / Bavotog 11 7
omov 1 I1E dev pmopet va (0,5%) (0,3%)
amoKkAeloTel
YoBapd M KAvikd agohoynowa | 249 274
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oYL GoPapd aoppoyIKd (10,3%) (11,4%)

ENEICOO

Xofapd arpoppayikd TeGOOIL 26 52
(1,1%) (2,2%)

)

PiBapo&apmivn 15 mg dvo popég nuepnoing yio Tpeig efdopndadeg axorlovboduevo amo 20

mg anaé nuepnoimg.

Evo&amapivn)/ABK yia TovAhdyiotov 5 nuépeg, cuyxopnyodpevn e, Kot okolovBodpevn arnd

ABK

p <0,0026 (un KoT®TEPOTNTA Yo TV TpokaBopiopévn avaioyio Kivdvvov tov 2,0):
avaioyio kvdovov 1,123 (0,749 — 1,684)

"Eyet dievepynOel pio tpokabopioiév GUYKEVTPOTIKY 0VOADOT) TOV OTOTEAEGUOTOG OO TIG LEAETEG
Einstein DVT kot PE (BA. [Tivaxa 8).

Mivokag 8: AToTEAEOCPATA ATOTELECRATIKOTNTOS KO 0CQPIAELNS OO CUYKEVTPMOTIKI] AviAlvon
perétn @aong I Einstein DVT kot Einstein PE

[TAn6voude peréne 8.281 acbeveig pe pia o&eio cvpntopotiky DVT 7 [IE
Aocoloyio kot didpkela g Oepomeiog PiBapo&apmavn » Evo&amapiviy/ABK P
3,61 12 pnveg 3,61 12 pnveg
N=4.150 N=4.131
Sountopotikn vrotponn GOE* 86 95
(2,1%) (2,3%)
Sourtopotikn vrotponn IE 43 38
(1,0%) (0,9%)
Yopntopotikn vrotpont) EBO® 32 45
(0,8%) (1,1%)
Yvuntopotikn I1IE koo EBOG 1 2
(<0,1) (<0,1%)
Oavateopog I1E / Bdvartog 6mov 1 15 13
I1E dev pumopet va amoxieiotel (0,4%) (0,3%)
Yofapd f KAvikd a&loloynoyo 388 412
oY1 GoPapa OLLOPPOYIKA ETEIGOSLO (9,4%) (10,0%)
Zofapd apoppayikd ETEGOOI 40 72
(1,0%) (1,7%)

P)

PiBapo&apmdvn 15 mg dvo popég nuepnoing yia Tpeig efoopndadeg axorlovboduevo amo 20

mg dnaé nuepnoimg.

Evo&omapivi/ABK yio TovAdyiotov S5 nuépeg, Guyxopnyoduevn Ue, Kot okolovboduevn amnd

ABK

p <0,0001 (U kaT®TEPHTNTA YO TV TPOKABOPIGUEVN avaloYia Kivdvvou tov 1,75):
avaioyia kwvdovvov: 0,886 (0,661-1,186)

To mpoxaBopiopévo Kabapd KAviKo 6perog (Kupla EkPaot amoteAespoTikoTnTag cLV peilova
ALLOPPAYIKA ETEIGODIN) OO T CLYKEVIPWTIKY AVAAVLOT avoeépOnike pe avoloyia kivdvvov 0,771
((95% CI: 0,614 —0,967), ovopaotikn a&ia p, p = 0,0244).
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> perétn Einstein Extension (BA. ITivaxa 9), 1 pipapo&apmdvn ftov avdTEPO TOV EIKOVIKOD
Qapurdrov yo TNV Kopa Kot ) devtepevovca ékPaon anotereopatikotntas. [a v kopla éxPaon
acPAAELNG (COPOPA ALOPPAYIKA ETEIGOSIN), VINPEE EVOL LN GTOTIGTIKA GTULOVTIKO, 0pOUNTIKA
VYNAOTEPO TOGOOTO EMIMTOONG Yo acBeveic wov Ehafav Oepaneia pe pipapoéoundavn 20 mg dnaé
NUeEPN OIS 6€ GUYKPLoT LE TO E1KOVIKO pappoko. H devtepevovoa EkPaomn acpdreiag (coPapd 1
KAvikd a&lodoynotpa oyt GoPapd atLoppayikd enelcodla) Katédelse VYNAOTEPA TOGOGTA Y10
acBeveic mov éhafav Bepaneia pe prapoéaundavn 20 mg dnal nuepnocimg oe GLYKPLON LE TO
EIKOVIKO PAPLLOKO.

Mivokog 9: ATOTELECPATO OTOTEAEGUUTIKOTTUS KOl 06QAAELNS OTTO T peréTY
¢aong I1I Einstein Extension

[MinBvoudg perég 1.197 cvvéyioav t Bepomeio Kot TPOANYN TG VIOTPOTNG TNG
pAefucng OpopPoepporng
Aocoloyio kot S1apKeLo TNG PiBapo&aumdvn @ Ewovikd pdppoko
Bepameiag 61 12 prveg 6M 12 punveg
N =602 N=59%
Yvuntopotikny vrotpon) POE* | 8 42
(1,3%) (7,1%)
SOUTTOUOTIKN 2 13
emavepeovifopevn IE (0,3%) (2,2%)
SOUTTOUOTIKY 5 31
emoveppavilopevn EBOO | (0,8%) (5,2%)
Oavatneopog I1E / Bdvartog 1 1
omov n I1E dev pmopet va (0,2%) (0,2%)
OTOKAEIOTEL
YoBapd apoppayikd exe1coO10 4 0
(0,7%) (0,0%)
Klviké a&roroynoun, oyt 32 7
cofapn| opoppayio (5,4%) (1,2%)
o) Piapoapmdvn 20 mg ol nuepnoing
* p <0,0001 (avotepdtnra), avaroyio kvdvvov: 0,185 (0,087 - 0,393)

> peiétn Einstein Choice (BA. [Tivaxa 10)  pipapo&oaumdavn 20 mg kot 10 mg ftav kot ot 0o
avatepec v 100 mg akeTLAOGOAKLAKOD 0EE0C Yo TV KVpLa ékPacn amotedespotikodtntoc. H
Kopla EkPaomn acearetog (Leilova apoppayikd enelcod10) nTov Topopoa Yo aodeveic mov Ehafav
Oepaneia pe ppoapoéapmdvn 20 mg kot 10 mg arag nuepnoing oe ovykpion pe 100 mg
OKETVAOGOAIKVALKOD 0EEOC.

Hivakog 10: AToTeAéOPOTO OTOTELECRATIKOTNTOS KOL 06@aAE0S amd TN perétn @aong I
Einstein Choice

IA0vopog perétng 3.396 ao0sveig cuvéoay Tpoinyn
vrotpomg erePukig Opopfoepforng

Aocoloyia Oepameiog Pipapoapmavn Pipapoapmavny AXO 100 mg od
20 mg od 10 mg od N=1.131
N=1.107 N=1.127

Avgpeon ddprela Oepaneiog | 349 [189-362] nuépeg | 353 [190-362] 350 [186-362]

[evootetaptnpoplakd ebpog] NUEPES NUéPES
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ZOUTTOUOTIKT VITOTPOTN 17 13 50

OOE (1,5%)* (1,2%)** (4,4%)
ZOUTTOUOTIKY VRTOTPOT | 6 6 19
IE (0,5%) (0,5%) (1,7%)
ZountopoTikn vrotpony | 9 8 30
EB®O (0,8%) (0,7%) (2,7%)
Oavatneopog I1E / ®dvatog | 2 0 2
omov 1 I1E dev pmopei va (0,2%) (0,0%) (0,2%)
amokAeloTel
ZOUMTOUOTIKT LITOTPOTN 19 18 56
DOE, éuoppaypo tov (1,7%) (1,6%) (5,0%)

pookapdiov, ayyelako
EYKEQOAKO EMEIGOO10, N
GLOTNKT EUPOAT| EKTOG

Tov KNX

Yofapd aopparyikd 6 5 3
EMEIGOO10 (0,5%) (0,4%) (0,3%)
KAwvikd a&roroynoun 30 22 20

un peiCov apoppayio (2,7%) (2,0%) (1,8%)
ZOUTTOUOTIKT VTOTPOTN 23 17 53
®OE 1 peiCov opopparyio (2,1%)" (1,5%)"" (4,7%)
(kaBapd KAviKo 6perog)

* p<0,001(avortepotnra) pBapoapmdvng 20 mg od Evavtt AXO 100 mg od- HR=0,34 (0,20-0,59)
** p<0,001 (avorepotnta) prapolapmdvng 10 mg od évavtt AXO 100 mg od- HR=0,26 (0,14-0,47)
" Piopoapmivn 20 mg od évavtt AXO 100 mg od- HR=0,44 (0,27-0,71), p=0,0009 (ovopaoctikn)
" PBapoloumdvn 10 mg od évavtt AXO 100 mg od- HR=0,32 (0,18-0,55), p<0,0001 (ovopaotikn)

Emmpocétmg tov mpoypaupatog peretov eaong III EINSTEIN, £yet die&aybei pia Tpoomtikn,
avoryt, un mopepfotikn perétn kooptg (XALIA), pe kevrpikn katokopmon ekfdoemv,
ocvumepthappavouévev g vrotpomng POE, g cofaprg apoppayiog kot tov Oavatov. EvdyOnkov
5.142 acbeveig pe o&eio EBOO yio, T diepedvnon g HoKpoypoviag ac@arelag e pioapo&apmivng
0€ GUYKPIOoT UE TNV KADEp@UEVT] OVTITNKTIKY aymyn otnv Kabnueptvi kKhvikn Tpoktiky|. Ta mocootd
g coPapng arpoppayiac, g vrotporns POE ko g Bvnopdmrog amd Ol to aitia yio
papoapmévn tav 0,7%, 1,4% ko 0,5% avtictoryo. Yanpyov dtopopés ota foactkd
YOPOKTNPIOTIKA T®V 000eVAV Katd TV évtaln, copmeptlopfavopévav g nikiog, Tg vmapéng
KapKivo Kat Tng veppikng Suoiertovpyiag. Mo mpokabopiopévn oTatioTiky aviivon eEopoimong
Tdong (propensity score) ypnNoUOTOMONKE TPOKEWEVOD Vi, YiVEL TPOCAUPUOYN UE PAON TIG LETPOIUES
SpopEC 6T PACIKE YOPAKTNPIOTIKA TV 0oBevdY KoTd TNV évtaén ot Beponeia, ®GTOGO
VTOAEITOUEVOL GUYYLTIKOL TAPAYOVTEG UTOPEL Tap” OAOL AVTA VO, £XOVV ENNPEAGEL TO, ATOTEAEGLOTA.
Ot avaroyieg Ktvdovou petd v e&opoimon Tdong yio T cvykpion e ppapoaumdvng pe v
kaBiepouévn epovtido otn coPapt| apoppoayia, oty vrotpor POE kai otn BvnoudtnTo amd oAa
ta aitwe nTov 0,77 (95% CI 0,40 - 1,50), 0,91(95% CI1 0,54 - 1,54) ko 0,51 (95% CI 0,24 - 1,07),
avTicTolya.

AT 10 ATOTEAEGLOITOL GTNV KOOMUEPIVT] KAVIKT TPOKTIKY VAL GOUPOVO, IUE TO TEKUNPLOUEVO
TPOPIA ACQAAELNG Y10 TI] CUYKEKPLUEVT EVOELET.

Y€ oL LETEYKPITIKT, U TopeuPatikn UeAéET, og mepliocdtepovg amd 40.000 acbeveis ympic 1oTopikod
Kapkivov omd TE60EPIS YOPES, N PLPAPOEAUTAVT GUVTOYOYPAPNONKE Yo TN Bepameio 1) TNV TPOANYN
g EB®O ka1 g [1E. Ta nocootd cuuPaviov ava 100 acBevo-£Tn yio o GUUTTOHOTUCO/ KAVIKE
eupavn OOE/Bpoppoepuforikd cupPdvo mov 0d1yobv o€ VOoTAELN 08 VOGOKOUEID KupdvOnKay amod
0,64 (95% CI 0,40 — 0,97) oto Hvepévo Baciieo émg 2,30 (95% CI 2,11 —2,51) ywo ) 'eppovic.
Ayoppayio Tov KatéAnée oe voonieio € VOGOKOUEID TTPOEKVYE GE TOGOOTA CLUPAVTOV aVA

100 acbevo-¢tn 0,31 (95% CI1 0,23 — 0,42) yia evdoxpaviakn opoppoyia, 0,89 (95% CI 0,67 — 1,17)
v apoppayia Tov yaotpeviepkov, 0,44 (95% CI 0,26 — 0,74) yio apoppayic Tov OVPOYEVVITIKOV
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xat 0,41 (95% CI1 0,31 — 0,54) yio dAhn cpoppoaryic.

Hodrorpicode mnBuouodg

Ocpameio e POE ko mpoinwn e vrotpornc e POE o moudiatpikodc aobeveic

"Eva oOvoro 727 mandiov pe emPePfaropévn oéela DOE, ek tv onoimv 528 éhaPav pifopoéapmdvn,
peAeThOnKay e 6 TOAKEVTPIKES TALOATPIKEG MEAETEG OVOIKTNG emonpuaveons. H mpocappoouévn wg
TPOG TO SOUATIKO BApoc docoidynon e acbeveig amod T yévvnon g Kato tav 18 etdv 0dfynoce o€
ékBeon ot papolapmdavn Topdpowa pe ekeivn mov Topatnpndnke oe evidikeg acbeveic pe EBOO
mov éhaPav Oepamneia pe prapoéoumavn 20 mg dnaé nuepnoing (0.d.) onmg emPefoarddnke ot
perétn edong I (BA. mapdypapo 5.2).

H perétn EINSTEIN Junior ¢dong I tav pia toyotomonuévn, eEAeyyopevn Le evepyod @AaprOKo,
OVOIKTNG EMICNUOVONG TOAVKEVTPIKT KAWVIKN peAéTn o€ S00 maudiatpikovg acbeveic (nAkiog amod )
vévvnon éwg < 18 etdv) pe emPePoaropévn ofela OOE. Xvppeteiyov 276 mondid niwiog 12 éog < 18
etov, 101 tadid nlkiog 6 Emg < 12 etdv, 69 Toudd nikiag 2 €mg < 6 etdv, kot 54 Todid nAkiog < 2
ETOV.

H ®OE avaepopdg taivoundnke gite wg POE oyetildpevn pe kevipucod erefikd kabetrpa (CVC-
VTE; 90/335 aceveic tng ouddag g pipapolaumdvng, 37/165 acbeveig tng opnddog cuykpiong),
OpouPwon TV eyKeEPUAKOY PAEPDOV Kol TV pAePd®V kOATwV (CVST; 74/335 acheveic tng opuddag
g papolapmdvnge, 43/165 acbeveig g opdadog cVYKPIoNG) Kot 'OAeg ot GAAES
ocopmepthappavouévng tg EBOO kot tng [IE (un-CVC-VTE; 171/335 acbeveig tg opddog e
pipapo&apmdvng, 85/165 acbeveig g opdadog cvykpionc). H wo cuyvn mapovciocn Opoufmong
avaeopdg og modd nikiog 12 éw¢ < 18 grav frav un-CVC-VTE og 211 (76,4 %) o€ modid niikiog
6 émg < 12 etddv xou nhkiog 2 mg < 6 gtdv Nrav CVST og 48 (47,5 %) xar 35 (50,7 %), avtictoryo
ka1 o€ Toudtd nAiog < 2 etwv ftav CVC-VTE o¢ 37 (68,5 %). Agv vanpéov modid < 6 unvov e
CVST oty opdda g pipapoéapmbvngs. 22 and toug acbeveic pe CVST elyav Aoipwén tov KNZ (13
acBeveic otV opdada g piaposapmivng Kot 9 acbeveic oty opdda cHykpiong).

H ®OE Mtav mpoxdnty| omd upuEVovTeg, Tapodikone, 1 Kol EUUEVOVTEC Kol TOPOIIKOVE TUPAUYOVTESG
Kwvdvvou og 438 (87,6 %) moudid.

Ot acBeveic ElaPav apykn Oepaneia pe Oepanevtikég 66ceic UFH, LMWH 7 povtamopvoéng yio
TOVAdYIOTOV 5 MuéPES Kat TuyalomomOnkav 2:1 yio va Adfovv ite TPOCSUPUOGUEVES O TPOG TO
ocopatikd Bapog d6celg prpapoaumdvng ite opadag cuykpitikod eappakov (nrapiveg, ABK) yio v
KOpa Tepiodo Bepoameiog g nerémg dudpketag 3 unvav (1 unvog yio toadid < 2 etov pe CVC-VTE).
210 TéA0G NG KVPLog TEPLOd0L Oepameiog Tng LEAETNG, ) OLOYVMGTIKN OMEIKOVIOTIKN £EETAION, 1] OTTOI0L
elye IneBet katd v Evapén, exavornednke, eav NTov Kivikd epuctd. H Bepaneio g peiémng
umopovoe va SLoKoTEL 6TO oNUEID QVTO 1), KATE TN SLOKPLTIKT EVYEPELOL TOL EPEVVNTN, VO GUVEXIOTEL
v émg kot 12 punveg (yio toudid < 2 etov pe CVC-VTE émg ko 3 uiveg) Guvolika.

H x0pra éxPaocn omoTeAecUATIKOTNTOG NTOV CUUTTOUATIKY, VToTpony] TG POE. H xdpia ékPaon
ac@arelag Nrav to obvOeto ¢ ueilovoc apoppoyiag Kot TG KAWIKG oyetikng un peiovog
apoppayiog (CRNMB). Okec o1 ekfdoelg amoTeEAEGUATIKOTITAG KOl ACPAAELNG KPiOMKaY KEVTPIKA
amo o ave&apTnTn EMTPOTN TVOAOTOMUEVN Yia TNV EKy®dpnon g Oepaneiag. Ta amoteAéopota
OMOTEAEGLLATIKOTNTOC KOl acPiAelog mapovaidloviot otovg [Tivakeg 11 kot 12 mapakdtm.

Yrotponéc POE gpepaviomrkav oty opdda g piaposaurdavng oe 4 and 335 acbeveic kat oty
OUAdO CLYKPLTIKOD QOPUAKOL o€ 5 amd 165 acbeveic. To ohvleto g peilovog apoppayiog Kot
CRNMB avagépnke oe 10 and 329 (3 %) acBeveic o1 onoiot ELaPav Bepaneio pe ppapoapmbyvn kot
o€ 3 am6 162 acbeveig (1,9 %) ot omoiotl Ehafav Oepamneio pe To cuykpitikod eappoko. Kabapd kiiviko
0pelog (cupmtopatikn vrotpory POE cuv peilova apoppayikd engicodia) avapépdnke otny opdoa
™m¢ ppapoéaumdvne o€ 4 amd 335 acbeveig Ko 6TV opddo cLYKPLTIKOD apUdKov oe 7 amd 165
acBeveic. Opaiomoinon Tov BpopuPmTIKOY POPTIOL GTNV EXAVOANTTIKT OTEIKOVIOT] EUPAVICTIKE GE
128 and 335 acBeveig pe ) Bepomeio pe 1o Rivaroxaban Accord kot og 43 amd 165 acbeveig oty
oudda GUYKPLTIKOD QOPUAKOV. AVTA TO ELPIUATA TTOV YEVIKE TOPOUOLN LETAED TMV NAIKIOK®V
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opadwv. Ymipyav 119 (36,2%) mardid pe onotadmote aplopparyic Tov eppovictnke ot Bepaneio

otV opada g ppapoapmbvng kot 45 (27,8%) madid otnv opddo cOYKPIoNG.

Mivakoeg 11: ATotelionato 0TOTELECUATIKOTNTOS 6TO TEALOS TG KUPLOG TEPLOO0L Ogpameiog

(1,2%, 95% CI
0,4% — 3,0%)

oppav Pipapoapmavn ZUYKPITIKO QappoKo
N=335* N=165*
Yrotporny POE (kOpra éxPaon anotelecpatikdotrag) 4 S

(3,0%, 95% CI
1,2% — 6,6%)

2Hvbeto: Zoumtopatikny vrotpony POE +
OCLUTTOUOTIKY ETIOEVOON GTNV EMOVAANTTIKN
OTTEIKOVION

5
(1,5%, 95% CI
0,6% — 3,4%)

6
(3,6%, 95% CI
1,6% — 7,6%)

XHvBeto: Zountopatiky vrotpony POE +
OV UTTOUOTIKY EMSEIVDON + Kapio peTaorn oty
EMOVOANTITIKY OTEIKOVIOT)

21
(6,3%, 95% CI
4,0% — 9,2%)

19
(11,5%, 95% CI
7,3% — 17,4%)

OuaAomoinen 6TNY ERAVOANTTIKY OTEIKOVIOT

128
(38,2%, 95% CI
33,0% —43,5%)

43
(26,1%, 95% CI
19,8% —33,0%)

XHvBeto: Zopntopatikny vrotponny POE + peilov
opoppayia (kaBapd KAvikd 6perog)

4
(1,2%, 95% CI
0,4% — 3,0%)

7
(4,2%, 95% CI
2,0% — 8,4%)

Bavatneopog 1 1N Bavatnedpog TVELUOVIKT EUPOAN

1
(0,3%, 95% CI
0,0% — 1,6%)

1
(0,6%, 95% CI
0,0% — 3,1%)

*FAS= chvoro mApovg avaivong, OAa ta Todid Tov Tuyaoromnkay

Iivokog 12: Amoteriopnoto 0o@IAELNS 0TO TEAOG TG KUPLOS TEPLOO0V Ogpameiag

0CPAAELOG)

(3,0%, 95% CI
1,6% — 5,5%)

Pipapoéapmavn ZOYKPLTIKO QAPROKO
N=329* N=162*
>HvOeto: Meilwv apoppayio + CRNMB (kopia éxPacn |10 3

(1,9%, 95% CI
0,5% — 5,3%)

Meilwv aoppayio

0
(0,0%, 95% CI
0,0% — 1,1%)

2
(1,2%, 95% CI
0,2% — 4,3%)

Ono100NToTE aLoppayio ToL eupavicTnke atn Oepaneio

119 (36,2%)

45 (27,8%)

*

TovAdyiotov 1 3661 ToV PUPUAKOL TNG LEAETNG.

SAF= cbvolo availvong ac@aielog, OA Ta Toidld Tov Tuyotomombnkay kot Elafov

To TpoPik OTOTEAECUATIKOTNTOG Kol 0CQAAELG TG papoéaumdvng fitay o€ ueydro Baduod
TapOpoLe, Heta&d tov modtaTpikod TANOveuon ue ®OE kot tov evidikov minbvopov pe EBOO/IIE,
®0T1HG0, TO TOGOCTO TOV UTOUMV LE OTONONTOTE ALUOPPAYic NTAV VYNAOTEPO GTOV TALSIATPLKO
mnOvopd ue ®OE e cOykpion pe tov eviliko TAnbvoud pe EBOO/IIE.

AoBeveic ne TpumAd HeTIKO OVTLOOOCEOMTIOIKO GUVOPOLO DYNAOD KIVOOVOL
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e o TUYOLOTOINUEVT], TOADKEVTPIKT], AVOLYTNG EMIGUAVOTG LEAETN YPNUOTOOOTOVUEVT OO TOV
gpeuvn pe TvpAomompévn aSloAdynon telkov onpeiov , 1 ppaposaumdvn cuykpidnke pe
Bappapivn oe acbeveic pe 16Top1Kd BpouPmong, S10yVOGUEVOV UE AVTIPMGPOAITIOKO GUVOPOLO KOl
VYNA0D Kvovvov yio BpopPospuforikd eneicdoia (Bpébnkay Betucol kot oTIG TPELS SoKIaGies EAEYYOL
AVTIPOGPOATISIKAV AVTICOUATMV: AVIUTNKTIKO TOV AVKOV, OVTIKOPOLOAUTIVIKA CVTICHOUOTO KOt
avticoOpota Evavtt g B2 -yAvkonpoteivng I. H peiétn teppatiomke npdmpa petd v évratn 120
acOevov, Aoy avénpévou aptBpod Bpoppoepfolikdv enelcodinv oe 0obeveilg 6T0 GKELOC TNG
papo&aumdvne. H péon dibpkela mapakorovdnong ftav 569 nuépes. Ilevivta evvéa (59) acBeveig
toyotomombnkav o praposopndvn 20 mg (15 mg yuo acBeveic pe kdbapon kpeoatvivng <50
mL/min) kot e€nvra évag (61) oe Papeapivn (INR 2,0- 3.0). Opopfoeuporkd enelcodio
onuewmdnkay oe 12% 10V 060evOV TOYOTONUEVOV o€ PROPOEAUTAVT (4 IoYOUIKA ayyELKd
EYKEQOAMKE 100010 Kat 3 gpepdrypato pookapdiov). Xtovg acbeveic mov Tuyotomombnkay 6t
Bappapivn dev avapépbniay OpopPoepuporikd exeicodia. Enelcodio peilovoc apoppayiog
onueiwdnke o€ 4 acbeveic (7%) g opadag g papoapmdavng kot o€ 2 aceveic (3%) T opddag
mg Bappapivng.

HNoudrorpicods mnBuopodg

O Evponaikdc Opyaviopog @apudkmv Exel dOGEL amaAlayn arnd TNV VIOYPEMST VIOBOANG TV
OTOTELEGUATOV TV HEAETMV LE TO PAPUAKEVTIKO TPOTOV avapopds mov TepLEyet paposaumdvn o
OAEG TIC VTOKOTNYOPiEG TOVL TOUSLOTPIKOD TANOVGLOD Yo TNV TPOANYT TV GLUPAVTOV
Opoupoeufoing (PA. mapdypo@o 4.2 yio. TANPOPOPIEC GYETIKA UE TNV TALSIALTPIKY YPTON).

5.2 D opProKOKIVITIKES 1OL0TTEG

Amoppdonon

O1 ak6rovBeg mAnpogopies Pacilovion o dedopéva Tov EMEONCAY GTOVG EVIAIKEC.

H pipapoéaundvn amoppo@dtot ToyEme Ue Tig uEyloteg ouykevipmoels (Cmax ) va eugaviCovrot
2-4 opeg PeTd m My tov Siokiov.

H and otoparog anoppdenon g ppapoéapmdvng eivar oxedov TANPNG Kot 1) 06 TOV GTOUUTOG
BrodwaBecipdtra givar vymin (80 - 100%) yia tn 6601 diokiov twv 2,5 mg ko 10 mg, ave&dptnta
amd ™V katdotacn yotelag/petd to yeopo- H tpdoinym poli e tpoer dev ennpedler mv AUC 1
™MV Cmax ™S ppapodaumdvng 6t 86on tev 2,5 mg kar 10 mg.

Aoyo petmpévou Babpod amoppdenong, n and Tov 6TOUATOG Prodtadeciotnta Yo to diokio Tmv 20
mg V16 cVVONKeC vnoteiag Tpocdiopictnke o€ 66%. Otav ta diokia piapoéaumavng 20 mg
AapBavovtar poli pe tpoen, mapatnphionkay avénoeig o uéon AUC kotd 39% oe cuykpion pe v
TPOGANYT TOV d16KiIoV VIO GLVOTKES VN GTELNG, TO 0010 VITOSNAMVEL GXEOOV TTANPT| OTOPPOPNOT| Kol
VYN omtd Tov oTopaTog Prodabecipuotnta. Ta diokia pipapoapumdvng 15 mg kot 20 mg
npoopilovtor va Aappdvovior pe tpoen (BA. Tapdypapo 4.2).

O1 QoPUOKOKIVITIKEG 1IO10TNTEC TNG PPOPOEAUTAVIG Eivatl TEPITOV YPOUUIKEG uEYPL Tepimov 15 mg
dmoé nuepncing oty Katdotoon vnoteiog. e cuvinkec oitiong, ta diokia pipapolaumdvng 10 mg,
15 mg ko 20 mg katédel&ov avoroyIKOTNTA GOUPOVE, LE TN dOON. L& VYNAOTEPEG OOGELS, 1
pipapo&apmdvn eppavifel amoppoenon mov meptopileTal amd T SHAVTOTNTA TOV, UE UEIOUEVN
Brodrabeoipudmra kot peiwuévo pubud amoppdenong e av&avouevn doon.

H dwokdpaven ot eoprakokivntikn e piapo&apmdvng eivor uétplo, pe Stakvpoven Uetaéd tav
atopov (CV%) and 30% émng 40%.

H amoppdenon g piapoéapmivng eEaptdror amd tn 0£0m anedevbEPmONG TOV GTO YUGTPEVIEPIKO
ocvotnua. Mia peimon katd 29% kot 56% oty AUC kot 6TV Cmax € GOYKPLOT| LE TO S10KI0
avaeéptnke 6tav 1 praposaumdvn vTd LopP| KOKKiwV aneAevBepdveTal 6To £yyvg Aento évtepo. H
€xBeomn eivor TepaTEP® PEI@UEVT] OTOV 1] PPOPOEAUTAVT) OTEAEVOEPDVETAL GTO TEPIPEPIKO AETTO
£VTEPO 1] GTO AVIOV KOAOV. ZVVETMGC, 1) XOPNYNOT TNG PLPAPOSOUTAVIC TEPIPEPTKE TOV GTOUMYOV
TPEMEL VAL ATOPEVYETOL O10TL AVTO UTOPEL VAL 00N YNOEL GE UELMUEVT] AOPPOPNOT| KOl GYETIKT £KBEOT)
mg papoapmivne.

H Produobeoipotra (AUC kot Cmax) Tav ovykpiotun yio 20 mg piapo&apmdvng xopnyoOuevns
OO TOV GTONATOG WG OPLUUOTICUEVO JIOKIO OVOUEUELYLEVO LE TTOATO UHAOL, T EVOLOPNUEVO GE VEPD
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KOLL YOPTYOVUEVO HECH YOOTPIKOD GCOANVE 0KOAOLOOVUEVO 0md Eva vYPO Yed UM, GE GVYKPLOT UE £Val
0AOKANPO d1oKio. AedoLEVOL TOL TPOPAEYILOV, S0GOEEAPTDLEVOL PAPLAKOKIVIITIKOD TPOQIA TG
pipapo&apmdvng, Ta amoteAéouato, flodlafecioTnTog 0md T HeAETN avty ivar Thavo va
epappolovtol og yaunAdtepeg 60celg g pLpaposaumdvng.

THoudrotpios mAnBovouog

Ta wond1d ELafav o S1oKio 1 TO TOGUO EVOLDPNIO PROPOEAUTAVIG KOTA TN SIUPKELN 1] GOVTOUO
petd and Tdicpa N TPOGANYN TPOPTG KOl LUE LU0 TUTIKY HePida VYPOV, TPOKEWEVOL VA SLOCPUAMGTEL 1)
a&omotn yopnynon g 66omng ota modtd. Omwe Kot pe Tovg eVAAIKEG, 1 popoSapmdbvn
ATOPPOPATAL OUESMG LETE OO YOPTYNOT) OO TOL GTOUATOG OC POPLOKOTEYVIKT LOPeN diokiov N
KOKKI®V Y10l TOOIO evoudpnpa. Aev mapotnpnnke kapio dtapopd peta&d Tov T060GTON
amoppdPNoNG N TNG EKTAGNG ATOPPOPNONG LETAED TNG POPUAKOTEXVIKNG LOPONS dtokiov 1} KoKKiwmv
Yl TOOIHO evoudpnpa. Aev mapotnpinke kopio dtapopd otov pubud amoppoenong ovte atov Padud
amoppoeNnong LeTa&d e HOPPOTOiNoTg d10KI0V Kot KOKKIMV Yo OGO EValdpnua. Agv vdpyovy
Swbéoipa OK dedopéva petd amd evooeAEPia yopnynon o€ madld, omoOTE 1 ATOALTN
BrodwaBecipdtnra g praposoundvns ota Tadid givor dyvmortn. Alumotdbnke pelowon 6t oYeTIKn
Brodrabecipdmra yio. av&avoueveg dooelg (o€ mg/kg copoTicon BApovg), LITOSEKVHOVTOG
TEPLOPICUOVG GTNV AOPPOPNGT] Y10 VYNAOTEPES SOCELS, aKOLa Kat OTav Aapfavovtal pali pe Tpoen.
Ta dwokia prapo&apmdavngls mg npémel va Aapfdavovtaol pe m oition 1 pe tpoen (PA. Topdypopo
4.2).

Kotavoun

H déopevon o Tpoteiveg Tov TAACUATOG GTOVG EVAAIKES vl VYNAN, 6€ T0G06TO TEPimov 92 % £wg
95 %, pe T Agvkopativn 0pov va amoteAel To KOHPLo decpuevTIKO cvoTaTiko. O GYKOG KaTavoUNg etval
Hérplog, He Vss HSP{'HJOU 50 M‘cpa.

Houdratpixog winQvouog

Agv vrdpyovv dabécipa dedopéva oxeTika pe TN déopevon g piapoSaumdvng oe TPMTEIVES TOV
TAAOUATOG E101KE, Y10l TO TTOdLd. Agv vadpyovv dabécipo K dedouéva petd and evooréfia
yopnynomn g papoéapmdvns oe madid. O Vs mov ektipundnke péow OK poviehomoinong
mAnBvuopov ota Tandid (nAkiokd e0pog 0 €wg < 18 eTdV) PeTd TV amd TOL GTOUATOG YOPTYNON TNS
pipapolaumdvng egaptdtal 0md T0 COUATIKO BAPOC Kol UTOPEL Vo, TEPTYPUPEL UE GANOUETPIKT
g€icwon, pe péco 6po 113 Altpa yio éva dropo pe couatiko Bapog 82,8 kg.

Blouetaoynuatiopdg kot amoBoAn

Y& eVAIKECG, ammod T YOpNYovpeV 6o ¢ piapoapumdvng, mepinov ta 2/3 vroKevTal 6
HETAPOAIKY| OTOdOUNGT), LE TO GO amd oUTO VO AMEKKPIVETAL KATOTY LEGH TNG VEQPIKNG 0300 Ko
70 GAAO L1G0 pES® TV KOTpavmv. To tehkd 1/3 tng yopnyoduevng 660mG VITOKELTAL GE GECT)
VEQPIKT] OTEKKPLON O AUETAPANTN OpaoTIKT 0VGio oTe 0VPa, KUPIMG UEGH EVEPYOD VEQPPIKNG
OTEKKPLONC.

H piBopo&apmivn peraforiletor péow tov CYP3A4, tov CYP2J2 kon unyavicpov ave&dptntov
tv CYP. H 0&e1dmTikn| 0modounon tov popiov Hop@oivovig Kot 1 DOPOAVCT| TOV OSIKOY
deoUdV, amoTEAOVV Ta KOPLa onpeia fropetatponng. Me Bdon Tig in vitro €pevveg, M
pipapo&apmdvn gival £va VTOGTPOU TOV TPAOTEIVOV petapopénv P-gp (P-yAvkonpmteivn) kot
Berp (mpoteivn avtiotaong kopKivov Tov Hactov).

H apetdfintm piopo&apmdvn ivarl n onpoaviikotepn Evoon oto avlpdnivo TAdcua, xopig tnv
Tapovcio LeOVMV 1| EVEPYDV KUKAOPOPOUVTI®V PeTOfolMTdv. Me cuotnuatiky kaOapon mepinov
10 1/h, 1 prpapo&aumdavn pmopei va ta&voundei wg ovsia youning kabapong. Metd v
gvOoPAEPBLOL Yoprynom wog d0omg 1 mg, n nuicelo (o anékkpiong sivar mepinov 4,5 dpec. Metd
TNV oo TOL GTOLUTOG YOPNYN O, 1| ATEKKPLo Teplopiletal amd To puBud amoppdenong. H
amékkpion g popoapmdvng amd To TAAGHO AauPavel yopa pe TeAkéEg Nlmég and 5 €mg 9
wpeg o€ veapd dtopa, Kot pe TeAkEc nuIlméc amd 11 éwg 13 dpeg oTovg NAKIOUEVOLG,.

Taudrazpiros minBoouog
Agv vrapyovv drabéoipo dedouéva HeTa oM oD 101kd Yia Ta Tondd. Agv vdpyovv dtabéoiuo GK
dedopéva petd amd evoopAEPia yopriynon g paposapndvng o modid. H CL mov ektyunnke pécm
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®K povtehonoinong minbuopod oto modid (MAkiokd €bpog 0 émg < 18 etmv) petd v amnd Tov
GTONATOG Yop1ynom g papolapndvng eEaptdtot amd To cOUNTIKO Bépog Kot pmopel va meptypagel
pe oAhopetpikn e&iocwon, pe péco 6po 8 1/h yio éva dropo pe copatikd Bapog 82,8 kg. Ot tipég
YEOUETPIKOD UEGOV Yia Tig NiwEG drdbeong (t1/2) mov extyundnkav pécwm OK poviehomoinong
mAnBuopov peidvovral pe ) peimon e nikiog kot kopdvonkav and 4,2 h otoug epnovs £mc
nepinov 3 h ota modid nAiog 2 — 12 etodv, ko og 1,9 ko 1,6 h ota modd niiog 0,5-< 2 gtdv kot
Kéto Tov 0,5 etdv, aviictouya.

E1dwcoi mAnBuopoi

Dolo

e evnhikec, dev mapotnphinkay KAvikd oyeti{OpeVeS S10POPES GTIG POPLUKOKIVITIKES KoL
QOPUAKOOVVOUIKEG 1O10TNTEG LETAED avOp®Y Kot Yovaukdv actevmv. Mia diepeuvntikn
aVAALGT OEV OTMOKAALYE GYETIKEG O10POPES otV £KBeon atn piaposoumdavn peta&y
appévev kot INAEmV Tadidy.

Hlqiwuévos ninboouog

O nAkiopévol acBevelg mopovsiocay VYNAOTEPES GLYKEVIPDOGELG TAAGLOTOG 0md O,TL 0L
veotepol acbeveig, pe péoeg Tywég AUC mepimov 1,5 popég vynidtepeg, Kupiog AOYm TG
UELOUEVNC (QOVOUEVTG) OAKNG Kol VEQPIKNG KAOaponG. AV amaLTEITOL TPOGAPIOYT TG
docoioyiag.

Mapopetiés kotnyopies fapovg

e EVIAIKEG, aKPaieC TIEC copoTkoD Bapoug (< 50 kg 1> 120 kg) eiyov udvo pikpn exidpacn oTic
GLYKEVTPAOGELS TNG prlapoéaundvng oto mAdopa (Aryotepo and 25 %). Agv amotteitol Tpocoppoyn
g doGoloyiag.

210 moudid, 1 ppapolaumdvn docoroyeital pe faon To copoTikd Bépog. Mo diepevvnTik
AVAALGT OEV OMOKAALYE GYETIKT EMIOPAOT] TOV EAATONE Bhpove 1} TNE TayvoapKiog oty £kbeon
o™ ppapoaumdvn ot Toidid.

A1090AeTIKES O10POPES

e eviAikec, dev mapotnpnOnkay Khvikd oyeti{opeves S1opLAETIKEG dlapopég puetaly Kavkdoiwy,
pavpov Auepikavav, lonavoemvov, lantovev 1 Kivé{ov acbevov dcov apopd oTig
QOPUOKOKIVITIKES KOl QOPUAKOSVVOUIKES 1010TNTES TNG piapolaumdavng.

Mua diepevvnTiky| ovéAvon dev amokdAvye oyeTikég defvikég dtapopés otnv Ekbeom otn
pipapo&apmdvn petal&d landvov, Kivélov 1 Aclotodv tadidv exktog g lamoviag kot g Kivag oe
GUYKPLON UE TOV AVTIOTOLYO GUVOAIKO ToUdLOTPIKO TANOLGUO.

Hratikn dvolertovpyio

Kippotikoi evihikeg acbeveic pe nma nrotiky dvcierrovpyia (otadiov A katd Child Pugh)
EUPAVICAV HOVO UIKPEG LETAPOAES OTIG POPLOKOKIVNTIKEG 1010TNTEG TNG pLRopoaumdvng (avénomn
katd 1,2 eopéc otnv AUC ¢ prfapoapmdvng Kotd uéco 6po), GYEOOV GUYKPIGUUEG UE TIG
AVTIOTOTYES Y10 TNV OUAS0. EAEYYOV VYDV ATOU®V. X& KIPPMTIKOVG acbeveic pe uétpia Nrotiky
dvodettovpyia (otadiov B katd Child Pugh), n péon AUC g pipapoéopmdvng avéndnke
ONUAVTIKA Kotd 2,3 popég oe auykpion pe vyteig eBerovtég. H AUC tov un decpevpévon
oapudxov avénonke katd 2,6 popéc. O ovykekpuévol acheveic elyav emiong Let®pPEVT VEQPPIKN
améKKPLon ¢ pLRoPoEamivT, OO0, LE EKEIVI TOV 0eOEVAY e PHETPLO VEPPIKT OVGAELTOVPYICL.
Agv vapyovv dedouéva oe aobeveic e coPapn nratikn dveAettovpyia.

H avactoAn g dpactikdtnTag Tov Tapdyovia Xa avénbnke katd éva cuvieleotn 2,6 o€ acbeveig
HE PETPLO MTTOTIKT OVGAELTOVPYIC G€ GUYKPIoT [E ToVG vyieic eBelovtég. H mapdrtaon tov PT
avéNOnke opoing Katd Eva cuvteleotn 2,1. AcBeveic pe pétplo nratikn duciettovpyio nTav
mEPLGGOTEPO €VAIGONTOL OTN PPAPOEAUTAV LE ATOTEAEGLLA L0 LEYAAVTEPT] KAIOM GTY) GYEoN
PK/PD petaé&d cvykévipmong kat PT.

H piapo&apmavn avievosikvotal o acOeveic e otk voco oyetilopevn e dtotapoyn e
TENG TOV aiplatog Kot KAvikd oxetildpevo kivovvo arpoppayiog, coureptlopufavouévoyv
Kippotikdv acbevov pe Child Pugh B kot C (BA. mapdypago 4.3).
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Agv vapyovv dabéciuo KAvikd dedopévo oe Taudld e NTATIKT SVGAELTOVPYId.

Neppikn dvolertovpyio.

e evilikeg, TopatnpnOnke pio avénomn g kbeong g pipapolaumdvng oe cuoyTion e peimon
NG VEPPIKNG Aettovpyiog, 6mwe a&loAoyndnke pécm petprioewmy Kabapong kpeatvivig. Ze acbeveig
pe Nma (kdBapon kpeativivng 50 - 80 ml/min), pérpia (kaBapon kpeatvivng 30 - 49 ml/min) Kot
coPopn (kaBapon kpeativivng 15 - 29 ml/min) veppikn ducAiettovpyia, 01 GLYKEVIPOGELG TAAGLOTOC
g papoéapundvne (AUC) avénbniay katd 1,4, 1,5 kot 1,6 eopéc avtiotorya. Ot avtioToryeg
OVENGELS OTIG POPLOKOSVVOUIKES OPAGELS MTAY EVIOVOTEPES. Xe 0oBevel Le Mmia, PéTpla Kot coPfopn
veppikn duciettovpyia, 1 YEVIKY OVOGTOAN TNG OPAGTIKOTNTOS TOV apdyovta Xa avénonke kotd éva
ovvtereot 1,5, 1,9 kau 2,0 avtiotolya, oe cuykpion e vyieic eBerovtéc. H mapdraon tov PT
avENOnke opoimg Katd Eva cuvtereot 1,3, 2,2 ko 2,4 avtictotya. Aev vdpyovv dedopéva o
acBeveic pe kdBapon kpeatvivng < 15 ml/min.

Ady® TG VYMANG OEGLEVOTG OE TPOTEIVES TOL TAACLATOG, 1| pLaposaumdvn dev avopévetat 0Tt
propei va givat apodtvoAicyo.

H ypnon de cuvietdrtar o€ acbeveig ue kaBapon kpeotvivig < 15 ml/min. H pipapo&apmdvnm

TPETEL VO, YPTCILOTOLELTAL [LE TTPOGOYN o€ aoBeveig pe kabapon kpeatvivng 15 - 29 ml/min (BA.
mopaypaeo 4.4).

Agv vrdpyovv dabécipa kKhvikd dedopéva og Toudid nikiog 1 étovg Kot dve pe pétplan

coPapn veppikr duciertovpyio (puOuog orepapotikhig S\Onong < 50 ml/min/1,73 m?).

Dappaxokivntkd dedouéva oe aobeveig

e aobeveic mov Ehafav pipapoéaundvn yio Oepomeio g ofeiog ev T Padel prefikng Opoupwong
(EB®O) 20 mg ana& npepnoimg, o yempeTpkos HEcog cuykEvipmang (90% npoPréyipo didotnpa) 2-
4 dpec Kot TePITov 24 dpeg PLETA T 006N (AVTITPOCOTEVEL TEPITOL TIG UEYIOTEG KO EAYIOTEG
GUYKEVTIPMGELS KAT TN O1GPKELD, TOV JUGTAATOS TG 06ong) ftav 215 (22 — 535) kan 32 (6-239) mecg
/1 avticTouyo.

e mandlatpikovg acteveic pe o&eio POE mov Ehafov TpocaploGUEVT] MG TPOG TO GOUNTIKO Bapog
papoapmdvn mov odnynoe oe xbeon mapdpow pe exetvn oe eviiikes acBeveic pe EBOO mov
Adppavay nuepriota 60om 20 mg draf nUepNGime, O YEWUETPIKES LEGEG CLYKEVTPOGELS (90%
SIoTNUR) GE XPOVIKE SOGTHLOTO SEIYUATOAMYING TTOV OVTITPOCHTEVAY YOVOPIKA TIG MEYICTES KOl
EMAYI0TEG CLYKEVTPMOGELG KATA TN SLAPKELN TOV H0GOA0YIKOL S10GTHLOTOC, cuvoyilovtal atov [Tivaxa
13.

Iivakoeg 13: ZovonTikd 6TaTIGTIKG 6TOV Eld (YEONETPIKOG pécog (90 Y% ddotnpna)) TOV
CUYKEVTPOGEMV TAAGNATOG oTadgpomopévig Katdaotaong prpaposapmavng (meg/l) katd

0060L0YIKO GY1Ua KOl NMKiQ
Xpovika
OLUGTINOTO
o.d. N 12 <18 etov |N 6 -<12 gtV
2,5-4 h peta |171 241,5 24 [229,7
(105-484) (91,5-777)
20-24 h petd |151 20,6 24 15,9
(5,69-66,5) (3,42-45,5)
b.i.d. N 6-<12gtov N 2 -< 6 gtV N 0.5-<2 g1V
2,5-4hpetd 36 (1454 38 |171,8 2 PB..
(46,0-343) (70,7-438)
10-16 h petéd 33 26,0 37 22,2 3 10,7
(7,99-94,9) (0,25-127) (5.v.- 3.v.)
t.i.d. N 2 -< 6 eTOV N Cévvnon - N 0,5-<2gtov [N [[évvnon -
<2 £TOV < 0,5 etV
0,5-3 h peté |5 164,7 25  |111,2 13 |114,3 12 |108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 h petd 3 33,2 23 |18,7 12 21,4 11 16,1
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| | (18,7-99,7) | (10,1-36,5) |  |(10,5-65,6) |  1(1,03-33,6)

o0.d. = arma& nuepnoimg, b.i.d. = 300 popég nuepnoing, t.i.d. = Tpeig popéc nuepnoimg, 3.v. = dev
vIoAoyioTNKE

O Tyég Kato and 10 Kathtepo dplo mocotikonoinong (LLOQ) vrokatactadnkav amd 1/2 LLOQ
Y10l TOV DTOAOYIGUO TOV 6TOTIOTIK®V ototyeinv (LLOQ = 0,5 meg/l).

2y£0T QOPUOKOKIVITIKGOV/QOPLOKOSVVAUK®OV 1010THTOV

H oyéon pappaxoxivntikdv/eoppokoduvapkadv wottov (PK/PD) peta&d g cuykévipoong g
ppapo&aumdvng oto TAdopa Kot dStopopmv tTeMkdv onueiov PD (avactodn napdyovia Xa, PT,
aPTT, Heptest) a&lohoynOnke petd omd ) yoprynomn evog peydiov evpoug 66cemv (5 - 30 mg 600
oopéc nuepnoing). H oyéon peta&d e ocvykévipmong g pipapoaumdvng kot g
dpactnpromrog Tov Tapdyovto Xa meptypdpnie KOATEPQ 0o éva poviEho Emax . 'a 1o PT, 1o
HOVTELO YPOLHLKNG TOPEUPOING YEVIKE TEPIEYPOVE KadDTEPOL TO. deSOpEVE. AVAAOYQL UE TaL
dapopeTikd avtidopactpla PT mov ypnoomombnkav, n khion diépepe onuavtikd. Otov
ypnoworomOnke Neoplastin PT, 1 apyucy Tyun PT ftav wepinov 13 devtepdrenta (s) kot 1 khion
Nrtav nepinov 3 £wc 4 s/(100 meg/l). Ta anoteréopata tov avarbcewv PK/PD ot ¢don I ko 1T
Ntav cuvakdiovda pe Ta dedopéva Tov TEKUNPLOONKAY GE VY ATOLC.

HNoudrorpicods mnBuopodg

H acpdlelo kot 0moTeEAECUATIKOTNTA OEV EYOVV TEKUNPLOOEL Ylo TNV EVOEIEN TNG TPOANYNC TOV
AYYEWKOD EYKEPAAIKOV ENMEICOOI0V Kol TG GLOTNIKNG ERPOANG o€ acbevelg e un PaiPiotkn KoAmikn
LOpLOpLYT] Y10 TToidtd ko pnfoug niikiog £og 18 etdv.

53 poxivikd dgoopéva Y10 TNV 0GQALEL

Ta pun KAviKd dedopéva dgV amoKaAVTTOVY 1010iTEPO Kivouvo Y10, ToV AvOpwmo ue Paon Tig
SLVUPUTIKEG LEAETEC POPUOKOAOYIKNG AOPAAELNG, TOEIKOTNTOG Liag dOONGS, PMTOTOEIKOTNTAG,
YOVOTOEIKOTNTAG, EVOEXOUEVNG KAPKIVOYOVOL OPACT|G KAl VEOVIKNG TOEIKOTN TG,

O1 emdpdbiogig mov mapatnpnOnkay o peAétes TOEWKOTNTAS ETOVaALUPAVOUEVOY d00EMV opeilovTay
KUPIOC GTNV EKGECT|LOGUEVT POPUAKOSVVAIKT dpacTnPloTnTa TG prlaposaumavne. ZToug
apovpaiovg, mapatnpnnkav avénuéva enineda IgG kot IgA 610 TAACUA GE KAIVIKG GYETIKG, ETITESQL
éxBeomnc.

21006 apovpaiovs, dev TapatnpNONKay ETOPAGEIS GTN YOVILOTNTA TV 0ppévev 1 Inkémv. Mehéteg
o€ {®a KaTedEEAV TOEIKOTNTO GTIV OVATOPAYWYIKT] IKOVOTNTO GYETILOUEV LE TOV (POPLOKOAOYIKO
TPOTO Opaong TS pRoapoapmdvng (w.y. apoppoytkéc emmAokég). Eufpuikn - veoyvikn to&ikotnto
(amofoAn petd v epneHTEVCT], KOOVGTEPNUEVT)/TPOY®PTLEVT] OGTEOTOINGT), TOALOTAC NTATIKA
AVOIKTOYPOHLO Tyt KoOdS Kot auEnpévn cuyvoTnTo ELPAVIONS KOVMV SOUAPTIOV KOt
HETABOAGV TOL TAOKOOVTA TapaTNPNONKAY GE KAMVIKG GYETIKEG GUYKEVIPAOGELG TAAGHOTOG. TNV
TPOYEVVNTIKY KO LETAYEVVITIKN LEAETT) GTOVG apovpaiovs, Tapatnpninke peiopévn frocipuotnta
TOV AT0YOVOV € 60GELS 1OV NTav TOEIKES Yo ToL ONAEa.

H pipapo&apmivn dokipudotke o€ veapohe apovpaiovg yia diapkela Oepaneiog £mg kat 3 unvav, pe
évapén xatd v Huépa 4 petd m yévvnon, deiyvovtag pa pun docoe&aptapevn dvénomn g
TEPIVIGLOOKNG EYKEPUAIKTG apoppayiog. Aev mapotnpnonkayv evoei&elg E101KNG Y10 GTOXELOUEV
opyava ToEIKOTNTOG.

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdroyog ekdoymv

TTvpnvoc diokiov

Aoktoln povoidpkn
Koapuehdoln vatprovyog dactavpovpevn (E468)
Natpro Aaovpvrobeukd (E487)
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Yrpoperholn 2910 (ovopootikd Edoec 5,1 mPa.S) (E464)
Mukpokpvotairkn kKuttapivn (E460)

KoAhoedég dvudpo o&eidio muprtiov (ES51)

Mayvcio oteatiko (E572)

Emukdioyn diokiov

IToAvaBvievoyivkoin 4000 (E1521)

YrpoueAroln 2910 (ovopactikd 1Emdeg 5,1 mPa.S) (E464)
Titaviov do&eido (E171)

210mpov o&gidro epubpd (E172)

6.2 AovppotoTnTes
Agv gpapudletan

6.3 Ardpkero Long
2 ypoévia.

Opvupatiocpéva dtokia
Ta Opoppaticpéva, diokio prpapooumdavng eivar otabepd 610 vepd Kot GTOV TOATO UINAOD £0G Kot 4
MPES.

6.4 Idwitepeg TpoPLAGEELS KOTA TV VAAEN TOV TPOIGVTOG
Agv vtdpyovv €1d1kéEG 0dNYieg dloTipnoNg Yo TO TPOIOV AVTO.

6.5 ®V061) KO GVOTOUTIKA TOV TEPLEKTN

Audpaveg koyéreg PVC/aiovpviov og cvokevacieg tov10, 14, 28, 30, 42, 48, 56, 90, 98 1 100
EMKUAVUUEVOV IE AETTTO VUEVIO OloKimV 1) O1aTpNTEC KLWEAEG ovig doong tov 10 x 11 100 x 1
dokimv.

DuoAn a6 HDPE pe Agokd adtapovég Tdpa ac@areiog yio To Toidid oamd TOAVTPOTUAEVIO Kot
TapEUPUCHO TOV £YEL ETEVOVOT| ETOYOYIKNG GPPayions. Xvokevacio 30 1 90 emtkaAvppuévoy pe Aertd
VUEVIO dioK®V.

Duodn amd HDPE pe Agokod adtapovég POmTo mdpo pe cuvexEg OTEIP®LO amd TOAVTPOTUAEVIO Kot
TapEUPUCUO TOV £YEL ETEVOVOT| ETOYOYIKNG GPPAYIoNS. Xvokevacio S00 eTKaAVUUEVOVY LUE DUEVIO
dokimv.

Mmropei va, un KuKAOQOPOUV OAEC 01 GUGKELOGIES.
6.6 Idwitepeg TpoPLAGEELS amoppIYNS Ko GAAOG YELPIOIOS

Kabe aypnoiponointo eopuakevtikd mpoidy 1 VIOAELUN TPETEL VO, ATOPPITTETOL COUPDVA UE TIG
KOTA TOTOLG IGYVOVGEC GYETIKES OLOTAEELG.

Opopuotiopds Stokimv

Ta diokia prpapo&aumdavng propovv vo Bpuupatictody Kot va vaiopndodv oe 50 ml vepod kot va
xop1nyNBovv LEGH PIVOYUCTPIKOD COAVO 1] COANVA YOOTPIKNG Gitiong Letd amd emPefaimon g
TOTOBETNONG TOL COANVA EVTOG TOL GTOLAYOV. XTI CUVEYELD O COANVOG TPENEL VO EEMAEVETAL LE VEPO.
Agdopévov 6tL 1 amoppdenon e pipapoéapmivng eaptdtal and T B€om Trng anedevbépmang tng
dpacTIKNG ovaiag, 1 yopnynon g PRAPOEAUTAVIG G® TOV GTOUMYOV O TPETEL VO OTOPELYETAL,
aVTO HIOPEl Vo, 0ONYNOEL OE LEIMUEVT] ATOPPOPNON Kol KAT' 0VTOV TOV TPOTO PElmpévn £kBeon otnv
dpaoTikn ovsio. Metd ™ yopnynon evog Bpvppatiocuévou dokiov piaposaumdyng 15 mg 1 20 mg, 1
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doon Oa mpémel va akolovbeital apécmg and eviepIKN GiTion.

7 KATOXOX THX AAEIAY. KYKAO®OPIAX
Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,

Barcelona, 08039
Iomavio

8 APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1488/024-038

9 HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Hpepounvia npotng éykprong: 16 Noegufpiov 2020
Hpepounvia teevtaiog avavémong: 6 Avyodotov 2025

10 HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Aentopuepn TANPOPOPLOKE GTOLXEID Y1 TO TOPOV POPUOKEVTIKO TPOioV gival dlabéciua aTov
dwktvakd toémo Tov Evponaikod Opyavicpod @opudkov http://www.ema.europa.eu/.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 20 mg emtkaAvUpEVa PE AETTO VUEVIO dloKia

2. MHNOIOTIKH KAI MIOXOTIKH XYNOEXH

Kabe emkaivppévo pe Aemtd vpévio diokio mepiéyetl 20 mg
pipapo&apmdivn.

"Exdoy0 pe yvootéc dpdoelg
Kabe emkaivppévo pe Aemtd vpévio diokio mepiéyet 27,90 mg Aaktolng (og povoddpikny), PA.
mopaypopo 4.4.

INa Tov mpn katdhoyo Tov exddywv, PA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwaioppévo pe Aemto vpévio diokio (d1okio)

2TpoyYLAL, aUTIKLPTO, EMKAAVUUEVA LE AETTO DUEVIO SIOKIOL GKOVPOV KOKKLVOL YPDOUATOG,
Sopétpov mepinov 6,00 yik., pe yapayuévn v Evoeitn «IL3» ot pia 6ym kot ywpig Evosién oty
GAAN 6ym.

4. KAINIKEX IAHPO®OPIEX
4.1 OgpamevTikéc gvoeielg

Evnlixeg

[IpdAnym tov ayyelokol eYKEPAAIKOD ENTEIGOSI0V KOl TNG GLGTNUIKNG EUPOANG o€ evnAikovg acbeveig
pe pn PoAPLOK KOATIKN LApUOpOYT| LE EVAV 1] TEPLGGOTEPOLS TAPAYOVTEG KIVODVOL, OTIMG
GULPOPTTIKT KOPOLOKT) OVETGPKELL, VIEPTACT, NAKio > 75 €TV, cokyap®dn daprtn, TPOTyoOUEVO
AYYEWKO EYKEPUAMKO ETELGOD10 1) TAPOIIKO IGYUUUIKO ETEIGODI0.

Ogpaneio ™¢ ev o Paber prefikng Opoupwong (EBPO) kor g mvevpovikng eppoing (IE) ko
TpOANYN g vrotpomns g EBO®O ko g IIE og evniikovg (PA. moapdypoagpo 4.4 yiwo tovg
apoduvapkd aotabeic acbeveig pe T1E).

Houdrotpiroc inBvouoc

®epoaneio g PAePikng OpopPfoepuporng (POE) kot mpdAnym g vrotponng e POE oe mandid o
epnPovg Nlkiag katw tov 18 gtdv kot Bapovg dveo Tov 50 kg petd amnd tovidyiotov 5 MuUEPES
OPYIKNC TAPEVTEPIKNG AVTUTNKTIKNG Oepameiog.

4.2 Aocoloyia Kol TPOTOS YOP1YNoNS

Aocoloyia

LlpoAnyn tov ayyeriaxod eyKePalikod EXEIT00I0V KoL THS COTTHUIKNG EUPOANS OE EVHAIKES
H ocvvietdpevn do6on givar 20 mg draé nuepnoing, 1 onoia gival exiong 1 CLVIGTOUEVN LEYIOTN
doom.

H Oepancio pe to Rivaroxaban Accord mpénet va cuveylotel pokponpodesio epdcov To

OQELOG TNG TPOANYNC TOV AYYELKOD EYKEPOALKOV KOl TNG GLGTNUKNG ERPOANG LITEPIGYVEL TOV
Kvdvvov aipoppayiog (BA. wapdypapo 4.4).
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Edv maporeipbei pio 60om, o acbevig tpénet va tapet To Rivaroxaban Accord apéowmg kot va
oLVEYICEL TNV EMOUEV MUEPQ LE TNV TPOSANYT| Ao Nepnoimg, 6nmg cuviotdtal. H d6om dev
TPENEL VO, SITAAGIOOTEL EVTOC TNG 1010¢ NUEPUS Y1 VoL avamAnpmBel 1 d6on Tov mapaieipOnke.

Ocporeio g EBDO, Ocparncio g IE Kot mpoinyn e vrotponns s EBDO koi g IIE oc evijlikeg
H ocvvietdpevn d6om yio v apykn Oepaneia tng ofelag EBOO 1 T1E givar 15 mg dvo popég

NUEPN OIS Y10 TIC TPDTES TPELS ELOOUASES, akorovBovpevn amd 20 mg dmaé nuepncing yo )
ouvéylon g Bepoameiog Kot TNV TPOANYN TE voTpomig g EBD®O kot g T1E.

H ppn Sdpketa Oepameiog (Yo tovddyiotov 3 univec) Bo mpénet va e&etaleton oe acOeveig e
EB®O 7 I1E mov npoxoieiton amd peiloveg mopodikovg mapdyovteg Kivovvov (. TpdGOaTo
coPapd xepovpyeio M tpavpa). H peyorvtepn dibpkela Bepaneiog Ba mpémetl va eetaleton o€
acOeveic pe mpokAnty EB®O 1 I1E wov dev oyetileton pe peiloveg mopodikovg mopayovteg
Kwvdvvov, un epokAntiy EBO®O 7 I1E, 1 wetopikod vrotponng EBOO 1 I1E.

Orav evégikvoton Tapatetapévn tpoinyn g vrotpomc EBOO kot ITE (petd v ohokAnpwon
TovAdyiotov 6 unvav Beparneiog yio EB®O 1 I1E), n cuvictdpevn do6on givarl 10 mg droé nuepnoing.
Xe aoBeveig oTovg omoiovg o kivduvog vrotponng EBO@O 1 I1E Bempeitor vyniog, 0Tmg exetvol pe
EMTEMAEYUEVEC GLVVOOT|POTNTEG, 1 EKEIVOL TTOVL £YoVV gupavicel vrotpon] EBO® 1 I1E evd
AdpBavay mapotetouévn TpoANy pe Rivaroxaban Accord 10 mg dmaé nuepnoing, Oa npénet va
eEetdleton o d6om Rivaroxaban Accord 20 mg dmag nuepnoiog.

H didpketa g Oepameiog kot 1 emthoyn g 0066M¢ TPEMEL va EEATOUKEDOVTOL LETE 0O TPOGEKTIKT
a&loldynon Tov opélovg TS Bepamneiag Evavtt Tov Kivdvvou arpoppayiog (PA. mapdypaeo 4.4).

Xpovikn wepiodog A0GOAOYIKO TPOYPOUUS | ZUVOAKN NUEPTOLOL
doom
Ogpameio KoL TPOANYN Hpépo 1 - 21 15 mg dvo popég 30 mg
g vrotponnc EBOO nuepnoing
xo I1E
Hpépa 22 xon e€ng 20 mg amoé nuepnoing | 20 mg
[IpdAnym tng Metd v 10 mg dmo& nuepnoicng | 10 mg
vrotpornc EBDO kot 0AOKANPOOT 1 120 mg
IE TOVAGIGTOV 20 mg amoé nuepncing
6 unvav Bepaneiog
v EBOO 1 [1IE

IMa va vrootpiyBel n petdPfocmn g docoroyiog amd 15 mg og 20 mg petd v Huépa 21, sivon
Sdbéoiun ocvokevooia Evapéng tecodpmv efdopddwy Tov Rivaroxaban Accord yia tn Ogpaneia g
EB®O /IIE.

Edv maporeipbei pio 60om katd tn didpkeia tng edong Oepaneiog tov 15 mg dvo popég

nuepnoing (Muépa 1 -21), o acbevig mpénel va mapet to Rivaroxaban Accord apécwmg yuo va
dwuopalotel | TpdoAnyn 30 mg poapo&apmdvng NUepNGimS. TNV TEPITTOGCT VTN, LITOPOVV Vi
ANeBovv dvo diokio Tov 15 mg tavtdypova. O acbevig mpénet va cuveyioel TNV endpevn nuépa

UE TNV KAVOVIKN TPOGANYN TeV 15 mg 300 Qopég NUepNcims, OTMS GLVIGTATOL.

Edv moapaierpbei pio 56om katd m didpkeia g eaong Beponeiog dnag nuepnoing, o achevig tpénet
va TapeL To Rivaroxaban Accord apéomg Kot Vo GUVEXIGEL TV EXOUEVI NUEPQ. pe TV TpOSANYM (o

nuepnoing, 6mws cuvictdtal. H door dev mpémet vo OImAaclacTel EVTOG TG 10106 NUEPAS Y0l VO
avamAnpmBel 1 6661 TOL TOPAAEIPOTKE.

Ocporeio e POE xou npolnyn s vrotponns s POE oe moudia kot epiffovg
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H Ogpaneio pe to Rivaroxaban Accord og mondid kot pnPovg niikiog kdtw tov 18 etdv tpénel va
apyilet petd amd TOLAGYIGTOV 5 NUEPES OPYLKNG TAPEVTEPIKNG AVTUTNKTIKNG Bepameiog (PA.
Tapdypoo 5.1).

H d060m ywo modid ko eprifovg vworoyiletar pe Baon to copatikd Bapoc.

- Yopatikd Bapog 50 kg M meprocdTEpO:
ovviotdrtol 06om 20 mg pifapoéapmdvng draé nuepnoing Avth gival n HEylotn NUeEPRH oL
doon.

- Zopatikd Bapog and 30 mg 50 kg:
ocvviotdrtol 06om 15 mg pifapoéapmdvng dmaé nuepnoing Avth gival n Héylotn NuePnH oL
doon.

- I'oa acBeveig pe copatikd Bapog pukpotepo and 30 kg, avatpéste oy Lepiinyn tov
Xopaktnpiotik®v tov [Ipoidvtog GAL®Y PapUAKEVTIKGV TPOIOVIMV TOV TEPLEXOVY KOKKIN
pipapo&apumdvng yio TOGIUO Evoudpnpa Tov dtatifevtal oty ayopd.

To Bapog Tov Tad1ov mTpémet va mapakoiovBeital kot 1 d6or vo emavesetdleTon TOKTIKA. AvTd
yivetal yia va d106QaAloTel 0Tt dtotmpeitan pio Oepamevtikng d6om. Ot Tpocapuoyég e 600mG TPEMEL
va yivovtal povo pe Béon tig ahlayég 6to copatikd Bapog.

H Oepaneia mpémel va ovveylotel yio TovAdyiotov 3 pniveg o€ modid ko eprifovg. H Bepaneio pmopet
va enektafel o€ Emg kot 12 pveg dtav eivarl KAvika amapaitnto. Aev vrapyovv dtabéotua dedopéva
o€ oo, Tov va vrootnpilovy peimon g d6oNg et amd 6 unveg Bepaneioc. H oyxéon opélove-
Kvduvou tng cuveyllopevng Bepaneiog petd toug 3 pnveg Ba tpénet va a&loloyeital o
g€atoukevpévn Paon Aappdvovtag vdyn tov kivdvuvo vrotpomidlovcoc Opoupwong Evavtt Tov
TOOVOD KIvdOVOL aupoppoyiog.

Edv maporeipbei pio 66om,  660om mov napareipdnke tpénel va Anedet 1o cuvtopdtepo duvatov
a@ov aVTO Yivel avTIANTtd, aAld uovo v id1a nuépa. Edv avtod dev eivar duvatdv, o acbevig npémet
va Tapareiyel T 366N Kot v GuveIGEL Le TNV EXOUEVT SOOT| OTMG TOL cuvTayoypaenOnke. O
acBevnig dev Tpémel va TApEL VO dOGELS Y10 VO OVATANPAOCEL [io, 0OGT TOL TapaAEipOnKe.

Aldoyn aro aviaywviotés s frrouivie K (ABK) oe pifapolaunavn

- IIpdinym tov ayyelaKol eyKEPAAIKOD ETEIGOOI0L Kot TG GVOTNUIKNG ERPOANG, I Oepameia pe
ABK mpénet va draxomel kon va Eekivioet 1) Oepamneia pe to Rivaroxaban Accord 6tov 1 tium
Aebvoic Oporomompévng Zyéong (INR) givan < 3,0.

- Ogpaneia g EBPO, I1E ko mpdinyn ¢ vrotpont|g o€ evijikeg kot Ogpaneio e POE ko
TPOANYT TNG LILOTPOTNG G TASATPIKOVG acBeveic:
n Oepoancio pe ABK mpémel va dwakomei ko va Egkivioetl 1 Oepomeio pe to Rivaroxaban Accord
otov n Ty INR eivar <2,5.

Orav ot acBeveic aAralovv and ABK og pipapo&apmdvn, ot tipég INR Ba givar wevdmg avénpéveg

uetd v pocinym g prpapoéoumavne. H tiun INR dev givar éykopn yio, tn puétpnon mg

AVTITINKTIKNAG 0pAcNC TNG PLROPOEAUTAVIG KO, GUVETMDC, OEV TTPEMEL VO, Ypnoipomoteital (PA.

Tapdypoo 4.5).

IModroTpikoi acbeveic:

IMoudd wov aAralovv and 1o Rivaroxaban Accord oe ABK ypetaletat va cuveyicovv o Rivaroxaban
Accord yio 48 dpec petd v Tpmtn 060m T0v ABK. Metd amd 2 nuépec cuyyopnynongs, TpEnel va,
Iedei n Ty INR wtpwv amod v enduevn mpoypappaticpévn 66on tov Rivaroxaban Accord. H
ovyyopnynon Rivaroxaban Accord ka1t ABK cuvietdrtal va cuveyiotel uéypt n tun INR va, givor >
2,0. Otav to Rivaroxaban Accord dwokonei, ot e€gtdoelg INR pmopovv va yivouv a&tomiota 24 dpeg
UETA amd TNV TeAevTaia 66on (PA. mapamdve kot Tapdypopo 4.5).

AAayn oo ) pifapolouravy ae avraywviares s Prrouivne K (ABK)

Yrdpyet mBoavoTnTa aveTapKoUS OVTITINKTIKOTNTAG Katd 1 petdfaon ond 1 pilapoaundvn oe
ABK. H cvuveyng enapkng ovTumnKTIKOTNTA TPETEL VO StocPoAleTan Katd Tn S14pKELN OTOLUGONTOTE
petapaong o€ Eva evaALakTiKO avTimnktikd. Ipénet va onueiwdet 6t1 | propolapmdvn propet va
ovvelopépel og avEnuévn tiun INR.
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e aoBeveig mov aArdalovv amod ) pipapoéaundavn oe ABK, ot ABK mpénet va yopryodvtan
tavtoypova, pueEypt 1 tiun INR va givar > 2,0.

Mo 11g TpOTEG dVO MUEPES TNG LETAPATIKNG TEPIOOOV, TPETEL VO YpNCLOTOINOEL 1) TUTTIKN APYIKN
docoioyia twv ABK, axoiovBolpevn Tig endpeveg nuépeg amod ) docoroyio ABK, dmmg
vrodekvoetat omd Tic eEgtdoeig INR. Evoocw ot acBeveic Aappdvovv mapdiinia pipapolapmbvn kot
ABK, n tiun) INR dev mpémet va ehéyyetarl vopitepa omd 24 dpeg petd and v tponyoduevn d0om
AL TPV amd TNV EnOUEVT 000N NG pifapoapumdvng. Otav to Rivaroxaban Accord dwokonei, ot
g€etdoeic INR pumopodv va yivouv a&idomota tovAdyiotov 24 dpeg LeTd amd Ty terevtaio 06on (BA.
Tapoypaeovg 4.5 Kot 5.2).

Aoy amo TopevIEPIKa oVTITNKTIKG, o€ pifopoloumovy

TMoa eviikeg kon Taudtatpikovg acbeveic mov Aappdvovy £va mapeviepkd avIUTNKTIKO, SIKOWYTE TO
TOPEVTEPIKO OvTINKTIKO Kot Eekviote T piapolaundavn 0 £ng 2 dpeg Tpv amd 1o Ypovo 1oL Ha
EYOPTYEITO 1 ETOUEVT BOGT TOL TOAPEVTEPTKOD POAPUAKEVTIKOD TPOIOVTOG (). NTapiveg ikpoh
HopLakoD BApovg) N KATd To pOvo TNG OLOKOTNG EVOG GUVEXMDC YOPTYOVLEVOD TOPEVTEPIKOD
QOPUOKEVTIKOV TPOIOVTOG (T.X. EVOOPAEPLa Un KAacpatomompévn nrapivn).

Aldoyn amo ™ pifapoloumavy e TopPEVIEPLKG. AVTITHKTIKG
Xopnynote v mpmTh 00GT TOL TAPEVTEPIKOD OVIUTNKTIKOD KOTA TO XpOvo Tov Ba Empene va
AnoeOel n emopevn 06on ¢ pipapoaumdvng.

Ewucoi tAnfuopoi

Negpixn ovolertovpyio.

Evilikec:

[epropropéva kKAviKa dedopéva, yio acbeveic pe coPapn veppikn dvsiertovpyia (Kabapon
KpeaTvivig 15 - 29 ml/min) vodekvhovy OTL 0L GLYKEVTPMGELS PROPOEAUTAVIG GTO TAAC LA
aLEAVOVTOL GIUOVTIKA. ZUVEN®G, TO Rivaroxaban Accord mpémet vo xpnoIponoleital pe Tpocoyn
0TOVG oLYKEKPLUEVOLG acBeveig. H yprion de cuvictdrol og acBeveic pe kdbapon kpeativivng < 15
ml/min (BA. mapaypdeovg 4.4 kot 5.2).

e aoBeveig pe pétpro (kdbapon kpeoatviving 30 - 49 ml/min) 1§ cofapn veppikr| Suciettovpyio
(kaBapon kpeatvivng 15 - 29 ml/min), epapudlovtat ot akdAovOeg 0GOA0YIKEG GVOTAGELS:

- Mo v TpoOANYM TOL ayYEKOD EYKEPOUAIKOD ETEIGOSI0OV KOl TG CLGTNHIKTG EUPOANG GE
acOeveic pe un PadPidikn KOATIKY HOPUOPLYT, 1| CLVICT®UEVT 060 givarl 15 mg drad
nuepnoing (PA. Tapdypoo 5.2).

- IMa ) Bgpancia g EBOO , ) Ogpaneia g [IE ko v TpdAnym g vrotponrg g EBOO
kot g I1E: o1 acBeveic mpémet vo, Aapfdavovy Oepameio pe 15 mg 600 opéc nuepnoimg yia Tig
TPMTEG 3 POOUAOES. XTN GUVEXELD, OTOV 1) GCUVIGTOUEVT SO0 glvar 20 mg dra nuepnoing,
€dv 1 a&loddynon Kvdévvov tov acBevoic Yo apoppayio vIEPTEPEL TOL KIVOVHVOL VITOTPOTNG
g [1E kou g EBOO 6a mpémet va Aapfavetar vdyn pa peioon tng 06ong and 20 mg dnaé
nuepnoing o 15 mg dnoé nuepnoiong. H ovetaon yo t xprion tev 15 mg Poaciletor oe PK
HOVTELO Kot dev €xel peretnfel oTig cuykekpyéves KAMvikég ouvOnkeg (deite mapaypdpovg 4.4,
5.1 ko 5.2).

Otov 1 cuvictdpevn 6001 givar 10 mg dmoé nuepnoing, dev amaiteitol TPOCAPUOYN TNG
S0GOA0YIOG ATd TN GUVIGTOUEVT] dOOT).

Agv amoiteitonl Tpocappoyn g 6ocoroyiog oe aoheveig Le Nmo veppikn ducAettovpyio

(kaBapon kpeatvivng 50 - 80 ml/min) (BA. Topdypago 5.2).

TToudiatpikdc TAnBvopoC:

108



- TToudud ko EépnPot pe fmia, veepikn dvoAettovpyio (puOuog orelpapotikng omdnong 50 - 80
ml/min/1,73 m?): v amotteitol Tpocappoyn Tg 86ong, pe Phon to dedouéva e EVAMKES Kat
TEPLOPIOUEVA OEDOUEVE, € TOdLOTPIKOVG acbeveis (BA. Tapdypago 5.2).

- TToudud ko EpnPot pe pétpio 1 coPfopn veepikn dvciertovpyia (pLOUOS GTEPAPATIKNG
d1MOnong < 50 ml/min/1,73 m?): To Rivaroxaban Accord 8ev cuvictdrar kabmhg dev vLapy oLV
Swbéoipa kKhvikd dedopéva (BA. Tapdypago 4.4).

Hratikn dvalertovpyio

To Rivaroxaban Accord avtevdeixvotal e acbeveic pe nratikn vOco oyeTCOUEVT e daTapoyn
g TENG TOL aipatog Kot KAvikd oyeTi{opevo Kivouvo alpoppayiog CuUTEPIAUUPOVOUEVOV TOV
Kippotikdv acfevav pe Child Pugh B kot C (BA. mapaypdeovg 4.3 kot 5.2).

Agv vrdpyovv dabécipa KAvikd dedopéva oe ToudLd e NTATIKT SLGAELTOVPYidL.

Hliwuévos minBoouog
Agv amaiteiton mpocappoyn g docoroyiog (deite mapdypopo 5.2)

Zouatiko fapog
Agv amaiteitonl mpocappoyn g docoroyiog Yo eviiikes (deite mapdypapo 5.2).
INo todratprkovg acBeveic, n d6om kabopileton pe fdon 10 copatikd Papoc.

Dolo
Agv amatteiton mpocappoyn g docoroyiog (deite mapdypoo 5.2)

Aobeveis mov vrofiallovial o€ kKopdioovataln

To Rivaroxaban Accord propet va Eekiviioel 1 va cuveylotel o aobeveic, ol omoiol umopei va
ATOITOVV KOPIOovATasN).

INo kapdroavataén kaboonyodueVn amd SL0IGOPAYELD VIEPNXOYPAPTLX o 0cOEVELS TOV deV glyav
AdPel mponyovpevn Bepamneia e avtimnktikd, ) Oepaneio pe Rivaroxaban Accord mpénet va Eekivnoet
TOVAGYIOTOV 4 OPEC TPV TNV avaTaén doTe v EACPAMOTEL EMAPKNG AVTITNKTIKN ayoy"| (BAEre
Tapaypaeovg 5.2 kot 5.1). T 6hovg Tovg acBeveic mpv omd v avataén Oo mpénet vo, avalnnoel
emPePainon o110 acbevig Exel Adfet To Rivaroxaban Accord 6rmg Tov cuvtayoypaenonke. Ot
ATOPACELS Yo TNV Evapén Kot didpketa g Oepaneiog Oa mpémet va Aapufdvovy voyn Tig
KkaOepouéveg KaTeLBLVTNPLES 0ONYIES YO TNV AVTITINKTIKY Yy 6TOVG acbeveic mov vrofaiiovtat
o€ kapoloavataln.

AocOgveis ue un Polpioiy kodmixn popuopovyn oo vaofdlrovior oe PCI (diodepuixn arepoviaio,
rapéuPaon) ue torobétnon stent.

Yrdpyel mepropiopévn epmelpio pe  petwpévn 66om g piapolaumdvng 15 mg draé nuepnoing (M
pipapo&apmdvn 10 mg dral nuepnoing oe acbeveig pe uétpla veppikn dvoiettovpyio [kdbapon
Kkpeatvivig 30—49 ml/min] yopnyoduevov emmpocHitwg evog avacotoréa Tov P2Y 12 yia péyioto
dwoua 12 unvav oe acBeveig pe un Paifidkn KoAmkn poppopuyn tov xpniovy omd Tov GTOUATOG
AVTIINKTIKN oywyn kot vroBdilovror o PCI pe tonobétmon stent (deite mapaypdpovg 4.4 kot 5.1).

Houdrotpiroc inBvouoc

H aopddeia ka1 amotelecpatikotnto tov Rivaroxaban Accord og maidid niwiog 0 éog < 18 etadv
dev &yovv axoua TEKUNPLOOE] yio TV EvOeiEn TPOANYT TOV ayYEWKOD EYKEPAUAIKOD ETEICOOI0V KoL
NG CLOTNIKNG ERPOANG o€ acBeveig pe pn PodPidikn KoAmkn pappopvyr. Aev vapyovv dobéoia
OedopEVO. ZVUVETMG, OEV GLUVICTATAL Y10 P O™ O TOdd NAKiog K&t Tov 18 eTdv yio evoeilelg
dAdec amod ) Oepameia Tng POE kot v mpoAnyn g vrotponng e POE.

Tpomog yoprynong

Evijlixec
To Rivaroxaban Accord givot yio amd oToOUATOC P o).
Ta diokia mpémet vo, Aapfdvovtar pe tpoen (deite mapdypapo 5.2)
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Opopuotiouos dlokiwv

I'a acBeveig mov dev pmopovv va Katamovv ohdkAnpa diokia, To diokio Rivaroxaban Accord pmopet
va Opoppatiotel Ko vo avopeydei pe vepo 1 TOATO LAAOL APECHS TPV TN YPNON Kot va yopnynOei
a6 TOV 6TONNTOC. Metd TN yopnynon tov Opvppoticpévav Rivaroxaban Accord 15 mg 1 20 mg
EMKAAVUUEVOV Ie AETTO VEVIO dokimv, 1) 600m Ba Tpémel va akolovBeital apécmg amd Tpoe).

To Bpvppoticpévo dokio Rivaroxaban Accord propet eniong va yopnyndet péow yootpikdv
coMvov (PA. mapaypdpovg 5.2 kot 6.6).

Houdia kou Epnpor Popovs 30 kg éwg 50 kg

To Rivaroxaban Accord wpoopiletot yio omd oTOUATOS ¥p1oN.

[pénet vo vodeikvoetal otov acbevn va katomivel To diokio pe vypo. Ilpénet emiong va Aapfdveral
pe tpoen (PA. mapdypago 5.2). Ta dwokia npénet va Aappdvovtat pe pecoddotnia mepinov 24 mpdv.

e mepinton mov 0 achevng PTUGEL OUECHG TN 000N N KAVEL EUETO €vTOC 30 AemTddV peTd T Aym
g 06onG, Ba Tpémet va dobel o véa 06o1. Q2oTOG0, £dv 0 acBevnc kdvel epetd mepiocotepo and 30
AEMTA pETd TN 600M, 1 060N dev mPEmeL va emavoyopnyndel Ko n endpevn d6om Ba Tpémel va Anebel
O €Vl TPOYPOUUOTIGUEVO.

To dwokio dev mpémet va daympiletar o€ o tpoomdbela Tapoyng KAAGHATOG Hog 601G d10Kiov.

Opouuotiouoc diokiwv

INo acBeveic mov dev pmopodv vo KaTamiovy oAokAnpa diokia, Oa Tpémetl va ypnopomombody dAra
QOPUOKEVTIKG TPOTOVTA OV TEPLEXOVV KOKKi pLapo&apumdvng yio TOGLUO EVOL®PNLLO TOV givart
dwbéotua oty ayopd.

Edv to mdouo evarmpnua 6gv eivan dpeco S1afEsiio, 0TOV GLUVTUYOYPAPOVVTOL dOGELC
papo&aumdvng 15 mg 1 20 mg, avtéc ta diokia tov 15 mg 1 20 mg propovv va Bpupupatictody Kot
va yopnynBovv pe vepd 1| TOATO INAOL OUESMG TTPLY TN ¥PNOT Kot Vo, xopnyndodv amd Tov 6TOHOTOC.
To Opvppoticuévo diokio umopei emiong va yopnyndei péom yootpik@v cornvov (BA. Tapaypdeovg
5.2 ko 6.6).

4.3 Avtevoeigelg

YrepevaioOnoio 6t dpactikn ovcia 1§ 6& KAmo10 amd T £KO0Y0. TOV AVAPEPOVTOL GTNV
Topaypapo 6.1.

Evepyog khvikd onuavtikn aipoppayia.

BAapn 1 xatdotaon, edv Bempeital 0Tt amotelel oMuovTIKO Kivouvo yio cofapn alpoppayia.
Av16 pmopet va mepthapfdvel Tapovoa 1| TpdSEATY YOoTPEVTEPIKN eEEAKMOT), TapoVTia
Kakon0mv veomhacidv 6€ DYNAO Kivouvo aupoppayiog, TpOGEATY KAKMGT TOL EYKEPAAOD 1 TNG
GTOVOVAIKNG GTHANG, TPOGEUTT YELPOVPYIKT EXEPPACT] EYKEPAAOV, GTOVOVAIKNG GTAANG 1
0POOAUDY, TPOGPATT EVOOKPAVIOKT OHOPPAYit, YVOOGTOVS 0160PayIKODS KIpGoUE 1] LITOVOLL
VIopENG TOVE, APTNPLOEAEPDIEIC SVOTAAGIES, ayYELNKE, AVELPOGLOTA 1) GOPAPES EVOOPPAYLAIES )
EVOOEYKEPUMKES QYYEINKES AVOUUAIES.

H tavtoypovn Oepaneio pali pe Ao avtmktikd .y, un Khaopatomomuévn nrapivy (MKH),
Nrapiveg pKpov poptakod Papovg (evo&amapivn, daArtemapivn KTA.), Tapdywya nropivig
(fondaparinux ktA.), and oTOUATOG AVTITNKTIKA (Bapeapivn, ete&ilikn dafryatpdvn, omEapumdavn
KTA.) OEV GUVIGTATOL EKTOG EWOIKMV GUVON KOV oAlayNG avTmnkTikng Oepoameiog (deite mTapdypopo
4.2) 1 6tov 1 MKH biveton o 860€1g amapaitnteg yio Tn S1aTHPNoT VOGS 0VOIKTOU KEVTIPLUKOD
oAePucov N aptnplakol Kabetnpa (PA. Tapdypopo 4.5).

Hrotwn voocog oyetildpevn pe dratapoyn e TNENS TOV aipatog Kot KAMVIKG oxeTi{OEVO Kivouvo
apoppayiog cvumepiapupavopéveov Tov Kippotikav acbevov pe Child Pugh B kol C (BA.
TapAypoeo 5.2).

Konon kot Onraopog (BA. moapdypapo 4.6).
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4.4 Ewdwkéc mpogrtdomonoels Kol TpopuAaEels KaTd T (p1on

ZuVIeTaTon KAVIKT TopakoAoVONoT GOUQ@VE LE TNV AVTITNKTIKY TPAKTIKY] Kab' OAn )
dugpketa tng Bepamneiog.

Kivdvvoc awpoppayiog

Onwg kot pe Ao avimnktikd, ot acBeveig mov Aappdvovv Rivaroxaban Accord 8o mpémet va
TOPUKOAOLOOVVTAL TPOCEKTIKG Yol oMueia apoppayiog. ZUVIGTATOL 1] TPOGEKTIKY ¥PNON G
KATOOTAGELS pe avEnpévo kivduvo atpoppayiag. H xoprynon tov Rivaroxaban Accord Ba mpémet va
dwokonteTon edv Tapovctlactel coPapn awpoppayia. (BA.tapdypapo 4.9)

2116 KMVIKEG HEAETEG apopparyia TV PAEVVOYOV@V (ONAadT erioTaln, amd Ta 0OAM, TO
YOGTPEVTEPIKO, TO OLPOYEVVNTIKO GUUTEPIAAUPAVOUEVTG U1 PVGLOAOYIKNG KOATIKNG optopparyiog 1
ALENUEVNC EUunvou pOoTg) Kat avorpio £xouv @avel To oLV KOTA TN SEPKELD LOKPOYXPOVIOG
Bepaneiog pe prpapolapndvn og cuykpion pe Bepaneio Avtayoviotov Birapivng K (ABK).
SUVETMG, EMMPOGOETO GTNV EMOPKT KAVIKT| TAPATPNGCT, N EPYASTNPLOKN EEETAGT TNG
alpoceopivng / apatokpitn Oa propovoe va £xel aia yio TNy aviyvevon Aavidvovcag
QPLOPPAYiog KOl TV TOGOTIKOTOINGT) TG KAVIKNG ONUAGTOG TNG KOMNANG aploppayiog, Ommg
KpIvETOl KATAAANAO.

Opiopéveg voouddeg acevmv, OTMS VY PAPETAL TAPUKAT®, EXOVV AVENUEVO KIVOUVO atpoppayiag.
Avtoi o1 acbeveic mpénel va mopoKoAoLOOVVTOL TPOGEKTIKA Y10 GTUELN KO GUUTTMLOTO OLULOPPAYIKDY
EMTAOK®V Kot ovarpiog puetd v évapén g Bepamneiog (PA. Topdypapo 4.8).

Omnoladnmote avenyntn TTAOOT TNG ALLOCPUPIVIG | TNG OPTNPLOKTS TECT|G TPENEL VAL

001 YNoEL G dlepehvION Y10 OLLOPPAYIKT EGTIA.

Av xou m Oepamneia pe pipapolapndvn dev amartel mapakorlovdnon g ékbeong wg eEétaon povtivag,
N pétpnon tev emmédmv paposopmdvng pe po fodpovopunpévn Tocotikn e£€Tacn LETPMoNG TG
dPaCTIKOTNTAG £VOVTL TOL TTapdyovto Xa pUmopel vo eivat xpiotun o€ eEAIPETIKES TEPIMTMOGELS, OTAV 1)
yvoon ¢ €kBeong o pipapoaundvn uropei va fondnocel ot AMyn KMVIKGV 0mopicemV, T.Y.
vrepdocoloyia kot enetyovoa gyyeipnon (deite mapaypdopovg 5.1 & 5.2).

Houdatpicodg tinbuopog

Yrdpyovv nepropiopéva dedopévo. oe Todld pe OpouPwon Tov eYKEPUAKOV PAEPOV KoL TV
OAEPOODOY KOAT®VY OV EY0LV Aoipmén tov KN (PA. mapdypaeo 5.1). O kivdvvog aipoppayiog Oa
TPEMEL VO, EKTILATOL TPOCEKTIKG TPV Kol kKaTd Tn didpKeta tng Oepomeiog pe piapo&apmivn.

Neppikr) dvciettovpyio

e evidikovg acbeveig pe cofapn veppikn dvciettovpyio (kKdBapon kpeativivng < 30 ml/min), Ta
emineda g papoéoumdvng oto TAacuo wropel va avénbodv onpovtikd (1,6 popég kotd puéco
0p0), 00NydVTAG 68 AVENUEVO KivOuvo aipoppayiog.

To Rivaroxaban Accord wpénel va ypnoyLonoleital pe Tpocoyn oe aobeveic pe kabapon Kpeativivng

15--29 ml/min. H yprion de cuvictdron og acleveic pe kdbapon kpeatvivng < 15 ml/min (PA.

Tapaypaeovg 4.2 Kot 5.2).

To Rivaroxaban Accord 0o tpémel va ypnoyonoteital pe Tpocoyn o€ acheveic pe veepikn
dvodeltovpyia ot 0oiol Aapfavovy TaVTOYPOVA AAL PUPHOKEVTIKA TPOIOVTO TO OTTOiN
ALEAVOVV TIG CLYKEVTPOGELS pLiapoapmivng oto Tidoua (BA. mapdypaeo 4.5).

To Rivaroxaban Accord dev cuvictdrtol o madid Kot eprioug pe pETpia 1 coPapn veppikn
dvodettovpyia (puOude omelpapatikig dmdnong < 50 ml/min/1,73 m2), kabmg dev vdpyovV
dlaBéatpa KAvikd dedopéva.

AMNAETIdpaon UE GAAD QOPUOKEVTIKO TPOidVTO,
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H ypnion tov Rivaroxaban Accord dev cuvictdton oe ac8eveic 6TOVG 0MOi0OVE GLUYYOPNYEiTOL
ovotnpatikn Bepomeio pe avtipvkntiocég aloreg (0nmg keTokovaloAn, 1tpakovaloin,
Bopucovaloin kor molaxovaloAn) | avaotolreig Tpwtedong tov HIV (m.y. prtovafipn). Avtéc ol
dpaotikés ovoieg eivan woyvpol avactoreic Tov CYP3A4 kat tng P-gp kot cuvendg pmopobdv va
AVENCOVY TIG CLYKEVIPOGELG TNG PRAPOEAUTAVIG OTO TAAGO 6E KAVIKA oyeTiiouevo Padud (2,6
QOpPEC KaTh LEGO 0PO), TO omoio pmopel va odnynoet o avénuévo Kivovvo apoppayiog. Agv

VAP ovV S008I KAVIKE 6ed0UEVH OE TOOLA TTOV AQUPBAVOUY GUYYXOPNYODUEVT] GUGTILLOTIKY
Oepaneia pe 1wyvpovg avactoreic toso Tov kot CYP 3A4 6c0 kat g P-gp (BA. mapdypago 4.5).

Amarteiton mpocoyn €Gv 6Tovg asbeveig cuyopTYOHVTOL POPUOKEVTIKG TPOTOVTE, TOV EXNPEAiOVY
TNV QUOCTACN, OTTOG LT GTEPOEIIN AVTIPAEYLOVAOT QAPUAKELTIKA TpoiovTa (MEAD),
OKETVAOGOAMKVALKO 0ED Kol OVOIGTOAELS TG CLGGMOPEVOTG OUOTETAM®Y 1 EKAEKTIKOT AVOGTOAEIS
enovompOcANyNs cepotovivng (SSRI) kot avactoreic eravampOGANYNS VOPETIVEPPIVIG-GEPOTOVIVIG
(SNRI). I'a acBeveic mov dratpéyovy Kivouvo EAKMTIKNG YOOTPEVIEPIKNG VOGOL, UTopel va eEgTaoTel
pio KatdAAnAn TpouAaktiky Oepamneia (PA. mapdypaeo 4.5).

AMAOL TTOPAYOVTIEG OLOPPAYIKOD KIVOUVOL
Onwg kot pe dAhovg avtiBpoufmtikovg mapdyovtes, n pipapoaumdvn de cuviotdton o acbeveig pe
avénpévo Kivouvo alpoppayiog, OTmg:

. GUYYEVEIG 1 EMIKTNTEC UUOPPUYIKES SLOTAPAYES
. un ereyxoueVT GoPapn apTNPLOKT VTEPTOOT
. GAAN YOOTPEVTEPIKT VOGOG Y®PIC EVEPYO EEEAKMGT TTOL SLVNTIKA UITOPEL VOL 00N YN OEL GE

EMITAOKES apopparyiog (). GAEYHOVAOING VOGOG TOL EVTIEPOV, O1G0PAYITION, YOOTPITION Kot
YOGTPOOIGOPAYIKT] TAAVIPOULKT VOGOG).

. ayYEWKN AUEIPANCTPOEdOTAdEIL

. Bpoyyextacio 1 1GTOPIKO TVELUOVIKNAG ALLOPPOYIOG

AocBgveic pe kapkivo

Ot acBeveic pe kaxonn voco umopel Toutdypova va StaTpéyovv LeEYOADTEPO Kivouvo atpopporyiog Kot
Opoupwone. To e&atopikevpévo 6@elog g avtiBpopuPotikng Bepaneiog Tpémel va otabpiletot Evavtt
TOV KIvdUVoL aipoppayiog oe aoBeveig pe evepyo Kopkivo kot eEaptdtat amd ) BEon Tov Oykov, TV
avTIVEOTACHATIKT Bgpoameio Kut T0 6TAd10 TS VOGov. Ot dykol Tov vTomtiloVTol GTO YOGTPEVTEPIKO
1 OTO OLPOTOLOYEVVITIKO GUGTNUA £XOVV GUGYETIOTEL LUE AVENUEVO KIVOLVO QIOPPOYioG KOTE Tn
duapkela g Oepamneiog pe pipapooumdvn.

e aoBeveig pe KokonOn veomhdopota pe vynAd kivovvo apoppayiog, n xpnon g ppaposaumdvng
avtevoeikvotal (BA. mopdypoeo 4.3).

Aocbeveic ue mpocHetucéc PoarBidec

H pipopo&apmivn o Ba mpénet va ypnotponoteital yio Opopporpoporatn o acbeveig mov Exovv
voPANOel Tpoceato oe dakabeTplaky avtikoTaotacn aoptikng Parpidag (TAVR). H
AGPAAELD KoL OTOTEAECUATIKOTNTA TNG piapolaumdavng dev Exovv peretndel oe acbeveig pe
pocBeTikég kapdlokég farPideg. LAg ek TOVTOV, dEV VTLAPYOLY dEOUEVE TTOV VAL VTTOGTNPILoVY OTL
N papolaumdvn TapEYEL EMAPKT| OVTITNKTIKY OpACT) G€ aVTOV Tov TANBucud acbevov. H
Oepamneio pe Rivaroxaban Accord 6gv GUVIGTATOL Y10, TOVC GLYKEKPLUEVOVS 0oBEVEIC.

AcbBeveic pe un Paifidikn koAmkn poppopvyn tov vrofdirovion og PCI pe tomofémon stent
Yrdpyovv drabéoio KAViKE dedopéva amd pio Tapepfotikn LEAETN LE TPOTAPYIKO GTOYXO TNV
a&loldynon g aoedielag o 0obeveic pe un PaAPidikn KOATIKY HoppopLyn oL vIofdAlovTol og
PCI pe tomoBétnon stent. Ta Sedopéva GYETIKA LE TNV OMOTEAECUATIKOTNTO GE AVTOV TOV TANGLGUO
glvon meplopopéva (BA. [apaypdeovg 4.2 ko 5.1). Aev vdpyovv dedopéva, yia avtioTotryovg acbeveic
LLE IGTOPIKO OYYELOKOD EYKEPOAKOD EMEIGOJIOV / TOPOSKOV 1oy apkoD enelcodiov (TIA).

Awodvvoukdg aotadeic acbeveic ue mvevpovikn epfoin N acbeveic 6Tovg 0moiove omotteital
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BpouPdrvon 1 mvevpovikn UPoiEKTOUN

To Rivaroxaban Accord g cuVIGTATOL O EVOALUKTIKO TNG U1 KAAGUOTOTOUUEVIG NTTOPIVIG GE
acbBeveic pe mvevpovikn epfoin ot omoiot eivar aipodvvapkd actabeic 1| mov propei va Adfovv
Bpouporvon 1 va vroPfAnBoldv e TVELUOVIKY| EUPOLEKTOUN QPO 1 AGPHAELD Kot M)
ATOTELEGLATIKOTNTA TNG PLRopoEapmivng dev £xel Tekunplobel 6e AVTES TIG KAVIKEG KOTAGTAGEL.

AoBeveic e avTioOo@OMTIOKO cOLVOPOLLO

Ta dueca dpavta amd Tov otopatog aviumnktikd (DOACs), copreptiapfovouévng g
ppapo&apmbvng dev cuvictdviol oe aoBeveis e 16Toptkd BpduPmong e dtaryvocpévo
AVTIPMGPOATIOIKO uVOpopo. ITio cuykekpuéva oe acbeveig mov eivon BETIKOL Kot OTIG TPELS
dokpacieg eEAEyyov (OVTUTNKTIKO TOV AVKOV, OVTIKOPIIOMTIVIKG AVTICOUOTO KOl OVTICOUOTO EVOVTL
g P2 -yAvkompwrteivng I), n Bepaneia pe DOACs evdéyetar va cuoyetiobel pe avénuévo kivouvo
euPaviong vrotpomaloviev Bpouputikdv engicodimv, oe cOYKPIoN Le Bepameia TOV aVTay®VIGTOV

g Prrapivne K.

Poyraio/emorinpidiog avarsOnoia 1) mapakévinon

Orav ypnopomnoteitol vevpa&ovikn avaicOnoia (poylaio/emickinpidiog avaicdnoian) 1
payraio/emokAnpidlog mapakEVTno, ot acbeveic mov Bepamedovran pe avtiBpopufmTikong
TAPAYOVTES Y10 TNV TPOANYT OpopPoerfolikdV eTTAOK®OV S10TPEYOVY TOV KIVOUVO avATTLENG
EMGKANPIO10V 1} EVOOPPAYLOIOL UUATOUOTOS, TO OTOI0 UTOPEL VoL 0ONYNCEL GE LAKPOYPOVI 1
uéviun topdivor. O Kivouvog antdv TV cVUPAVTOV pumopel va avéndel amd TV LETEYYEPNTIKN
¥PNON EMCKANPISI®V KAOETHP®V N ad TNV TAVTOYPOVN YPNOT PAPUOKEVLTIKMY TPOTOVTWOV TOL
ennpealovv v opdotacn. O kivovvog pmopel emiong va ovénbel amd tpovpotiky 1
emavoAappoavopevn emorinpidro N payaia wapakévinon. Ot acBeveic npénet va mapakorovbodvron
GLYVA Y10 GNUELN KOl CUUTTMUOTA VEDPOAOYIKN G dSucAettovpyiag (.. apmdia 1} advvapio tov
001V, SOVGAEITOVPYIN TOV EVIEPOV 1 TNG 0LVPOOOYOV KVGTEMG). Edv mapatnpnovv vevporoyikég
EMATMOOELS, amorteiton eneityovoa didyvoon kat Oepameio. [Ipv amd v vevpaovikn eneuPaticy
duadkaoia, 0 YTpdg TPEMEL va eEETAGEL TO EVOEXOUEVO OPEAOG EVAVTL TOV KIVOUVOL og aobeveig vtd
AVTIINKTIKN oywyn 1 o€ acBeveig mov Tpokettal va voPfAnBodv oe avTITnNKTIKY aymyn yio
Opoupompo@Oraln. Aev VIAPYEL KAMVIKY EUTELPIO GE TETOIEC KATAGTAGELS LIE T XPNOT TNG
pipapo&aumdvng 20 mg.

INo ™ peiwon mbavod kwduvov alpoppayiog oyxetillOUEVNC UE TNV TOVTOXPOVN YPNON TNG
papo&aumdvng kot vevpagovikng avoicOnoiog (poylaio/emiokAnpidiog avoicdnoio) 1 poyloiog
TapoKEVINonG, Ba mpémel vo Anebel vdym to PappakokvnTkd TPoPil ¢ ppaposaumdvng. H
tomofétnon N N aeaipeon evog emoKkAnpidiov kabempa N M paylaio Topakévinon dlevepysita
KOADTEPO OTOV 1] AVTITNKTIKTY Opdom g piaposaumavng ektipdtor 0tt ivar yaumin. Qotoco, dev
glvatl yvootdc o akpiPnig ¥povog yio TV emitevén UING EXUPKOC YOUUNANG OVTITNKTIKNG dpdong ot
Kké0e acbevn kot Oa Tpémel va oTtabuileTol EVovTt TOL ENEIYOVTOG HLOG S10YVAOGTIKNG OUOTKOGIOG.

IMa v aeaipeon evog emokAnpidiov Kabetpa kot fACEL TOV YEVIKOV POPUAKOKIVITIKOV
YOPAKTNPLOTIK®Y, TOVAGYIeTOV 2 NUlmég, dMAadn TovAdyiotov 18 dpeg oe vEoug eviihkeg acbeveic
Kot 26 dpeg 6€ NAIKIOUEVOVG 0.00EVEIC TPETEL VO, TEPACOVY LETO TNV TEAELTALO ANYT| TNG
pipapo&aumdvng (deite mapdypao 5,2). Metd and v agaipeon tov kabetnpa, TPETEL VO, TEPATOVY
TovAdyIoTOV 6 MpEC TPV YopMynbei ) exduevn doon TG ppaposapmdvng.

Xe TEPINTOOT TPOVUATIKNG TOPAKEVINONG, 1 YOPNYNON TS pLpapoaumdvng Tpémet vo
kaBvoteprioetl Yia 24 dpec.

Agv vapyovv dabéciuo dedopéva oYETIKA UE TOV ¥pOvo Tomobétnomng 1 aaipeong vevpa&ovikon
kaBetnpa g Toudd evoowm AauPavovy Bepomeio pe To Rivaroxaban Accord. Xe TéT01€¢ TEPUTTOGELS,
Swokoyte ™ papoaundvn Kot eEETATE TN (PNOT EVOG TOPEVIEPIKOD AVTITNKTIKOV Ppoyeiog
SLapKeELng OpaoTG.

A0GOLOYIKEC GLOTAGELC TPV KOL UETO 0O emeUPATIKEC d1adIKAGIEC KOl YEPOVPYIKN

mapéuPfoon

Edv amarteiton emepPartikng dwadtkacio 1 yeipovpyikn mapépPfoon, to Rivaroxaban Accord 20mg
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TPEMEL Vo, Slakomel ToOVAdIoToV 24 dpeg Tpv TNV TapEuPac, av eivar duvatdv, Kot pe Baon v
KAk kpion tov yiatpod. Edv ) dtadwcacio dev pmopel va kabBuotepnoet, o avnuévog kivouvog
apoppayiog mpénet vo atoloynBet évavtt tov eneiyovtog g mopEpnpaonc.

To Rivaroxaban Accord mpénet va apyicet Eavd 1o cuvtopdtepo duvatdv petd v enepPatikn
Slodkacia 1) TN YEPOLPYIKN TOPEUPAOT, EPOGOV 1 KAIVIKY KOTAGTOGT TO EMITPENEL KOt EXEL
dnpovpynBel emapkrg apodctact OTmg Kpivetar amd tov Bepdmovra yorpod (PA. mapdypoaeo 5.2).

Hlxiopévog minbuoudg
H avénpévn nlkia propet va avénoet tov kivovvo apoppayiog (BA. mapdypoeo 5.2).

AgploTolOYIKES OVTIOPAGELS

Koazd m dibprela maparxorovdnong petd v Kukiogopia tov appdikov, Exovv avapepel coPapég
depuratikés avtidpdoels e GLGYETION e TN XpNon TS papoapndvng , cuumeptAapfovouévon Tov
oLVopopoL Stevens-Johnson/To&ikr EXOEPUIKT VEKPOAVGT] KO POPUOKEVTIKT OVTIOPOOT| UE
noowoeiiio Kot cuetnuotikd cvurtopato (DRESS) (deite mapdypago 4.8). O acheveic paiveTor va
glvat 6Tov LYNAOTEPO KIVOLVO Y10 OVTEG TIG AVTIOPACEIS TPMIUA LETE TNV Evapén tng Bepomeiog: M
EUPAVIOT] TOV AVTIOPAGENDY TOPOoLGLALeETaL LEGA OTIS TPAOTEG ERdoUddeg Depameiag otny TAsloyYMEia
v teputtdcemv. H pipapolapundvn Bo mpémetl vo SoKOTTETAL GTNV TPDTY EUEAVIOT] EVOG GOPapoD
depuotikon e&avOnpartog (m.y. enekteiveTat, givor Evtovo ka/n £xel LoAAd®OM avtidpaon) 1
Kdémolov GAAov onpeiov vrepevarsnciog oe cuvdvacud pe PAaPeg otoug Prevvoydvouc.

I[TAnpooopicc oyetikd ue to £K60Y0

To Rivaroxaban Accord mepiéyet Aaktoln. Ot acBeveic e omdvia KAnpovopkd tpofiipota
dvoave&iog otn Yoraktoln, olkn EAAelymn Aoktdong 1 ducamoppoepnomn YAKO{Nc-yoraktolng dev
TPEMEL VAL TTAPOLY AVTO TO PAPLOKO.

AV10 TO POPUOKEVTIKO TPOTOV TTEPLEYEL AYOTEPO atd 1 mmol vatpiov (23 mg) avd dickio, Sniadn
0VGLOOTIKA Elval «ehevlepo vaTpiovy.

4.5 AlMAemopaosig pe GALO QUPUOUKEVTIKG TPOTOVTO KUl AALES popPEg alinieniopaocng

O Baduodc Tov aliniemdpdoemv otov ToudtaTpikd TAnbuouod dev eivar yvaootoc. Ta dedopéva
AAANAETIOPACEDY TOV AVOPEPOVTOL TAPAUKATM ANPONCAY 0md EVIAMKEG KOl 01 TPOEIOOTOGELS GTIV
Tapdypoeo 4.4 0o Tpémel va AapuPavovol vaoyn Yo Tov TodeTpiko minbvoud.

Avactoleic tov CYP3A4 kot tng P-gp

H ovyyopnynon g piopoaumivng pe ketokovaloin (400 mg epdna nuepnoing) 1 prrovafipn
(600 mg dvo popég TNV Nuépa) odnynoe o avénon kotd 2,6 popés/ 2,5 popég g péong AUC g
pipapoapmivng kat oe 00&NoN katd 1,7 popég/ 1,6 popég g péong Cmax e prapoapumiavng,
HE GNHAVTIKES AVENCELS OTIS pappakoSUVALIKES SPAGELS, TO OMOI0 UTOPEL VoL 08N YHOEL GE OENEVO
Kivouvo aipoppayioc. Zuvendc, n ypnon ™ pBoapoéapmdvng dev cuvictdtol o acfeveic 6ToVG
0T010VG GLYYOPMYEITAL GLGTNUOTIKY OY®OYN UE OVTIHVKNTIOCIKEG OLOAEC OTMG KETOKOVALOAN,
rtpakovaloAn, Popikovaloan kot molokovaloin 1 avactoAeig mpotedong tov HIV. Avtéc ot
dpaoTIKEC 0VGiES eival 1oyVPol avactoreic 1000 Tov CYP3A4 600 kot g P-gp (BA. mapdypapo
4.4).

ApaoTIKEG 0VGIEG TTOV AVAGTEALOLV 1GYVPA HOVO Uia OO TIC 000VG ATOUAKPVVOTG TG
pipapolaumivng, gite tov CYP3A4 gite tng P-gp, avauéveratl vo av&Rcovy TIG GUYKEVTPMOGELS TNG
piapolaumdvn oto mAdopa oe pkpotepo Paduo. H khapBpopvkivn (500 mg dvo popéc v nuépa),
Yo TApAdELy Lo, 1 omoia Bewpeitat Evag 1oyvpog avactoréng Tov CYP3A4 kot pHETPLog avacToAENC
g P-gp, odfynoe oe avénon kard 1,5 eopa mg péong AUC g pBapodapmiavng kot katd 1,4 gopd
™G Cmax - H aAdAnienidpaon pe v khapiBpopwkivn de Bempeiton kKAvikd oyetilduevn 6Tovg
mEPLGGOTEPOVS 0oBeveic aALd pmopel va eivorl SuvnTikd onpoavtiky o€ acBeveig vyMAoD Kvdbvov.
(TNo acBeveic pe veppikn dvsiertovpyia: PA. Tapdypapo 4.4).
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H epvBpopvkivn (500 mg tpetg popég v nuépa), n omoia avactéiretl petping 1o CYP 3A4 kot
v P-gp, 0dNynoe og pa avénon katd 1,3 popég g péong AUC kat Cmax g pipapoapumiavng.
H oAnienidopaon pe v epvBpopvkivn de Bempeitar kKAvikd oyeTilOIEVT] GTOVG TEPIGGOTEPOVG
acbeveic aAld pmopet va eivan Suvntikd onpavtikn og aobeveic VYNAoL KIVEHVOL.3e Gropa pe
N veepikn dvciertovpyia 1 epuBpopvkivn (500 mg tpeig Popég v NUEPa) 0d1NYNCE GE Ll
avénon katd 1,8 popéc g péong AUC g pipapo&apmdavng kot katd 1,6 eopéc ™G Cmax O
GUYKPLON LE GTOLO LLE PLGLOAOYIKT VEQPIKN AgtTovpyia. X dTopo pe PETPLO VEPPIKY)
dvodettovpyia, 1 epuBpopvkivn 0dnynoe oe pia ovénomn kotd 2,0 popég g péong AUC g
papo&apumbvng kot katd 1,6 eopés TG Cmax 0 CUYKPLON UE GTOUN LE PLUGLOAOYIKY| VEQPIKT
Aerrovpyia. H emidpaon g epubBpopvkivng eivorl aBpolotiky| og ekeivn TG vePpPikng
dvodettovpyiog (PA. mapdypago 4.4).

H pAiovkovaloin (400 mg epdmaé npepnocing), | onoia Oempeitol Evag HETPLOC OVAGTOAENS TOV
CYP3A4, odfynoe o€ pia avénon katd 1,4 popég g péong AUC e pifapoapmdvng Kot oe o
avénon kotd 1,3 gopég s Méons Cmax - H addnienidpaon pe v provkovaldin de Bewpeitat
KAVikd oyeTi{opeVT 6TOVG TEPIGTOTEPOVS 0obeveic aAAG pmopel va eivol SOUVNTIKG GNUOVTIKT GE
acBeveic vymiov kvdvvov. (INa aceveig pe veppikn duciettovpyia: deite mapdypoao 4.4).

AedopEVOV TV TEPLOPICUEVOV OLOBEGILOV KAVIKOV GTOXEl®V [E TN dpovedapdvr), O
ouVOLOoUOS e T pBapoloumavn Ba TpEmel Vo amoPevyETaL.

AvTnkrikd

Metd amd tn cuvovacpévn xopnynon g evoéamapivng (40 mg drag 66om) pe T ppaposopmdvn
(10 mg anag d6om) mapatnpnOnke pio 0BpoloTiKy SpAoT 6T SPACTIKOTNTO EVAVTL TOV
mapdyovta Xa ywpig eminpdcdetec emdpdoelg otig dokpacieg méng (PT, aPTT). H evoamapivn
dgv emnPENCE TIC PAPUAKOKIVITIKEG 1010TNTEG TNG pfapolapmdvng.

A6y oL AVENUEVOL KIvODVOL auploppayiog, amoiteital Tpocoyr| e6v 6tovg acheveic
GLYYOPNYOVVTOL OTOLOONTOTE GALD avTimnKTikd (PA. mapdypoeo 4.3 kot 4.4).

MXA®/avocTolelc CLGCMOPEVONG AUOTETOMMV

Agv mapamnprinke kKhvikd oyxetilopevn mopdTacT TOL ¥POVOL PONG UETA amd Tn cLyyopnynon
pipapolapumdvng (15 mg) kot 500 mg vampo&évne. Evtovtolg, evdéyetal va, vdpyovv dtouo pe
TEPIOCOTEPO EKGECT|LAGUEVT] POPUAKOOVVOLIKT] OVTATOKPLOT).

Agv mopatnpniniKoy KMVIKd SNUOVTIKES UPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES CAANAETIOPAGELG
otav 1 papolaundvn cuyyopnynonke pe 500 mg aKeTVAOGAAKLALKOD 0E£0G.

H chomdoypéin (300 mg 6661 €030V GLVOdEVOUEVT 0td 75 mg 666N cuvTipNoNg) dev £deiée
QUPUOKOKIVNTIKT oAANAETiOpaon pe T papoéaundvn (15 mg), aAld mopotnphOnke (o oyeTiky
avénom 6To ¥povo pong o pio vToopada aclevav, 1 onoio dev cuoyeTCOTOV pE TO Padud
GLGGMPEVOTG OLUOTETAAIOVY, Ta emineda P-celextivng N} Ta emineda TV vrodoyéwv g GPIIb/I]a.
Amauteiton mpocoyn edv 6Tovg acbeveig cuyyopnyobvior MEAD (cupmeprilopfovopuévon Tov
AKETVAOGUAMKVALKOD 0EE0C) Kal AVOOGTOAEIC GCLGOMPEVCTG AUOTETOA®Y, S1OTL AVTA TA
QUPUOKEVTIKG TPOTOVTA TUTIKA aVEGVOLY TOV Kivouvo awpoppayiog (BA. mapdypago 4.4).

SSRI/SNRI

Onwg kot pe Ao avTimnkTikd, propei va vapyet n Tlhavotnto. ot acheveic va datpéyovy avénuévo
Kivduvo arpoppayiog o mepintmon cvyyopnynons pe SSRI 1 SNRI Adyw g avapepbeicag
eMIOPAOTG TOVG OTA APOTTETAAL. OTOV XPNOUOTOWONKOV TOVTOYPOVE OTO KAVIKO TPOYPOLLLLD TNG
papo&apmdvng, apOunTiKd vYNAOTEPA TOc0GTH GOPapg N Un coPaprg KAVIKE aE0A0YNOUNG
apoppayiog mapatnpiOnKav oe 6Aeg TIG opadeg Bepomeiag.

Bapoeapivn

H petéfaon tov acBevov and tov avtayoviet g Prrapivng K Bapeapiviy (INR 2,0 éwg 3,0) ot
pBapolaumdvn (20 mg) 1§ and ™ papolaumdvn (20 mg) oe Papeapivn (INR 2,0 émc 3,0) avdénoce
10 ¥povo wpobBpouPivn/INR (Neoplastin) mepiocdtepo amd abpoiotikd (umopei va, mapotnpndovy
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pepovopéves Tipés INR €mg ko 12), evad ot emdpdoeic oto aPTT, otnv avactodn g
dpaCTNPLOTNTOC TOL TAPAYOVTO Xa KOl 6TO EVOOYEVEG dSuvakd BpopPivng tav abpoloTikés.

Edv givar emBountog o ELeyyoc TV QapUOKOSVVOUIK®OV ETOPAGEDY TNG pLRapoSapumdvng Katd )
dugpkela TG LETAPATIKNG TEPLOSOVL, LTOPOLV VO PN CLLOTOBovV 01 SoKILGiEg dpacTNPLOTNTOS
avti-topdyovta Xa, PiCT kot Heptest, kaBd¢ avtég ot dokipacies dev ennpedotniay amd
Bapoapivn. Katd v tétaptn nuépa petd v tedevtaio 666m ™G Papeapivie, OAES ol SOKLULAGIES
(ovumeprapPavopévov tov PT, aPTT, avaotoing g dpactnptotntog Tov mapdyovta Xa kot ETP)
AVTITPOSAOTELAY UOVO TNV ENidpacT TG prpapoapundvng.

Edv eivar emBopntog o €leyyoc TV QapLOKOSVVOUIKOV ETOPAGEDY TNG Bapeapivng Katd ™)
diapketa g Hetafotikng mepddov, n pérpnon INR pmopei va ypnoponombet 6to Ctrough s
prapolapmivng (24 dpeg HeTd Ty mponyodievn Aqyn T priopoaumavng) Kabdg avTy 1
dokpocio ennpedletat eldyioto amd T PPOPOEAUTAVTY] GE QVTO TO ¥POVIKO oTUEio.

Agv mopatnpnnke gappokokvnTiky odAAnienidpaon peta&d e Papeapivng kot g
pipapo&apmdvng.

Enaywyeic tovo CYP3A4

H ovyyopnynon mc pipapolaumdvng pe tov 1oyvpo enaymyéo tov CYP3A4 prpapmikivn odynoe o€
katd mpocéyyron 50 % peiwon ot péon AUC g ppapolopmdvng, Le TapAAANAES LEWDGELS OTIG
oapurakodvvopikés Tov dpdoeic. H tavtdypovn xpnon g ppaposopmdavng pe GALOVG 15Yvpove
enoywyeig tov CYP3A4 (.. pawvvtoivn, kapPapalenivn, eoawvoPapPirdin v vrepwd (Hypericum
perforatum, St. John’s Wort) uropei emiong va 00MyNoEL € UEIMUEVEG GUYKEVIPDGELS TNG
pipapolapumdvng 6To TAGCHA. ZVVETWDC, ) TOVTOYPOV XOPNYNOT| LE 1oYVPOVE EXUYDYEIG TOL
CYP3A4 npénet va amopevyovtol eKTOc €6v 0 aobevig TopakoiovBeital otevd Yo onpeio Kot
copntopata OpouPwong.

AMeg ovyyopnyodueveg Bepameieg

Agv mopatnpninioy KMvIKd SNUOVTIKES QUPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES OAANAETIOPAGELG
otav 1 pipapolaumdvn cuyyopnynonke pe wdaloraun (vroéotpopa tov CYP3A4), dtryoéivn
(vméotpopa e P-gp), atopPactativny (vrootpopa tov CYP3A4 kot g P-gp) 1| openpaloin
(avaotoréng TG avTAiag mpotoviov). H piBapoaundvn ovte avactéAAel 00TE EMdyel OmOEGONTOTE
KOpieg toopopeéc Tov CYP ommg to CYP3A4.

Epyaotplaxéc mapduerpot
Ot mapdiperpor Téng (m.y. PT, aPTT, HepTest) ennpedlovtar dnmg eivar avapevopevo omod

ToVv TpOTO dpdiong g prpapoaundvng (PA. mapdypoeo 5.1).

4.6 Tovipétnta, kKinon kot yarovyio

Kunon

H aopddeia kot 1 amotelecpaticotnta e propo&aumdvng dev £xovv tekunplmbel otig £yKveg
yovaikes. Meléteg oe {da katédei&av avamapaywykn toéikotta (PAéne mapdypago 5.3). Adywm
NG evOEYOLEVNG TOEIKOTITOG GTNV OVOTAPOY @YK TKOVOTNTO, TOV EVOOYEVODS KIVOUVOU
alpoppayiog kot tng amddelEng 6t 1 poposapmdvn S1EPYETOL TOV TAAKOVVTO, 1 PROPOEATAvT
avtevoeikvuTaL Katd TN O1dpKeLD. TNG EYKLHocOVNG (BA. Tapdypago 4.3).

Tuvaikeg o avamopayoykn nAMKio TPETEL VO ATOQEVYOVY VA LEIVOUV £YKVEG KATA TN

duapkela g Oepamneiog pe prpapoaumdvn.

Oniocuog
H aocopdleia kot n amotelecpatikotnTo e piopoéaumdvng oev £xovv tekunpiwbei og yovaikeg

mov InAdlovv. Ta otoyeio amd (Mo deiyvouv O0TL 1 PROPOEAUTAVT OTEKKPIVETAL GTO UNTPIKO
YaAa. Xovendg N piapolapmdvn avievdgikvotal kotd tn odpkela tov Oniacpov (PA.
mapdypoeo 4.3). [pénel va amogaciotel edv Oa drakomnei o0 Onhacuoc i Oa drakonei/ Ha
amo@evyBel ) Bepomeia.

Tovwotnta
Agv &yovv dievepynBei e1dikég peréteg e ™ papolaumdavn oTovg ovOpdTovg Yo TNV
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a&1oAdyNoN TOV EMOPACEDMY GTI YOVILOTNTA. X€ U0 HEAETT] Y10l TN YOVILOTNTO OPPEVOV Kot
Oniéwv og apovpaiovg, dev mapatnpndnkav emdpdaoels (PA. mapdypapo 5.3).

4.7 Emopaceig 61y IKavOTNTE 001Y161)G KOL JEIPLGHOV PN UVIILATOV

H pipoapo&apmivn €xet pukpn enidpacn oty KavOTnTo 001 YNGNG KoL XEPIGLOV UNYAVILATOV.
"Exovv avapepbel avemBounteg evépyeleg 0nmg cuykont| (cuyvotnta: Oyt cvyvi) ko {aan (
ouyvotnta: cuyvn) (PA. Topdypago 4.8).

O1 acBeveic Tov TaPoLGIALOVY QVTES TIG AVETIHOUNTEC EVEPYELEG OEV TPETEL VO, 0O YOVV 1] VO
yewpilovtatl pnyovnudToy.

4.8 AvemOOunteg evépyereg
[Iepiinyn ToL TPOPIA acEOAEINC

H aocodirea g prpapolaundvne a&lodoyndnke oe dekatpels Pacikéc peréteg eaong I (BA.
[Tivaka 1).

Yuvolikd, 69.608 eviihkeg acBeveic oe dekaevvéa peréteg paong I kot 488 madatpicol acbeveig o
dvo peréteg paong 11 kot 000 perétec paong I extébnkav o pipapoaumdvn.

Iivaxag 1: ApOpég ac0evav mov peretiOnkoy, cuvoriki) nuepnola 6061 Kol péyLoTn
owapxkera Oepameiog otig peréteg @aong 11

"Evosign AplOpdg | Tvvolki) nuepiowr | Méyiotn owdpkera
acBevav* | Adon Ogpameiog
[Ipdinym g eAefikng Opouposupoing | 6.097 10 mg 39 nuépeg

(®OE) ot gvnAikovg acbeveig mov
voPaAlovtol og EKAEKTIKN

YEPOLPYIKN EXEUPaON
OVTIKOTAGTOONC 1YoV 1] YOVOTOG
[IpéAnyn e POE 3.997 10 mg 39 nuépeg
o€ mafoAoykovg acbeveig
Oepameio TG ev T Padel AePKng 6.790 Huépa 1 -21: 30 mg | 21 pnveg
epéuﬁ@cng (EBd)@),’mg TVEVLLLOVIKT|G Hiuépo 22 won eiic:
epporng (ITE) kot podAnym 20 mg
NG VIOTPOTNG Meté o
TOVAGLOTOV 6 UNVEG:
10 mgn 20 mg
Oepamneio Tng POE kot TpoAnymn g 329 Aodon 12 pveg
vrotponng e POE oe tedeidunva TPOGOUPLOGUEVT] OG
veoyva kot mondid nikiog Kitm tov 18 TPOG TO GOUATIKO
ETOV PETA TNV EVOpEN TUTIKNG Bapog yio v
avTINKTIKNG Oepoameiog eMITEVLEN TAPOLLOLOG

éxbeong pe exeivn
OV TTopOTNPEiTOL
OTOVG EVIIAMKEG TTOL
Aappdvovv Oepameio

vy EBOO pe 20 mg
piapoSaumiavng
amaé nuepncing
[IpoAnyn ToL ayyElKOD EYKEPAALKOD 7.750 20 mg 41 punveg
EMELG0OI0V KOl TG CVOTNLUKNG
euporng oe acbeveic pe un ParPidwn
KOATIIKT] LOPLLOPVYT
[Ipéinyn twv abnpobpopfoticdv 10.225 5mgn 10 mg 31 unveg
enec0dimv o€ acbeveig petd amd o0&y OVTIOTOYMOC,

otepaviaio cuvdpopo (OXY) GLYYOPNYOLLEVOL
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elte pe AXO elte pe
AZO ovv
KAOTd0YpEAN 1
TIKAOTILOTVT

[pdinym tev adnpobpoupotikdy 18.244 5mg 47 pufveg
emelcodimv o acBeveic pe XN /ITAN GLYYOPNYOVOLEVA LIE
AX0 1 10 mg pévo

3.256** 5mg 42 pnveg

GLYYOPNYOVLEVA LIE
AXO

* AcBeveig mov extéOnkav TovAdylotov og pia 06om piapoaumdvng
ol Ao ™ perétn VOYAGER PAD

Ot o ovyvd avaeepoueveg avemBounteg evépyeteg o€ acbeveig mov Elafav pipapolapmbyn nTov
apoppayieg (Iivaxoag 2) (BA. eniong mapdypoago 4.4. ko «Ileprypaen| entheyuévov avemfdountomv
EVEPYELDV» TOPAKAT®) . O1 L0 GLYVE avVOPEPOUEVES aoppayieg Ntav eniotaln (4,5%) Kot
apoppayio amd To YooTpevieptko cvotnua (3,8%).

Hivakag 2: ITo6006TA apoppaytk@v* €TELG00IMV Ko avolpiog 6 acleveic mov ekTédnkay o1
pipaposapmavn cg 0Aeg TIG 0AOKANPOUEVES perétes @dong I og evijlikes Kol TOOLOTPLKOVG
ao0eveig

"Evoeign Onowonmote Avapia
awpoppayio
TIpoAnyn ™G eAefiknc 6,8% tov acbevav | 5,9% tov acbevav

OpoppoeuPforne (POE) oe evnAikovg
acOeveic mov voPdAriovtal o
EKAEKTIKY| YELPOLPYIKN ETEUPaON
OVTIKOTAGTOONC 1YoV 1] YOVOTOG

[Ipdinym g eAefikng 12,6% tav 2,1% tov acBevov
OpoppospPoing oe maboroyikovg acOevhv

acleveig

O¢pamneio e EBOO, I1E xat 23% tov acBevav | 1,6% tov acBevov
TPOAN YT TG VITOTPOTNG

Oepamneio g POE ko wpdinyn g | 39,5% twv 4,6% 1oV acBevaov

vrotponng e POE og teleidpnva ac0svdY
veoyva kot Tondid nAKiog KOTm Tov
18 etV petd v Evapén TomIKNg
avTIINKTIKNG Oepoameiog

[IpoAnymn Tov ayyelaKod 28 ava 100 ét 2,5 ava 100 €t
EYKEPOAMKOV ETELIGOGI0V KOt TNG aGOsvhHVY ac0svhY

CLOTN KNG EUPOANG oe acbeveic pe

un PoAPrdkn KOATIKY LopuopLyn
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[IpéAnyn twv abnpobd

POUPOTIKOV

22 ava 100 ét

1,4 avd 100 €t

emelcodimv o acbevelg petd and acOevdv ac0svhv
()M
[pdinym tev adnpobpoupotikdy 6,7 ava 100 € 0,15 avé 100 &t

emelcodimv o acBeveic pe XN /ITAN

acOevav

ocOevav**

8,38 ava 100 étm
ac0eviv”

0,74 avé 100 €
acOevovEFE #

* TMa 0)eg Tig peréteg pe tn popoapmivn, OAL Ta AHOPPAYIKE EMEIGOIN GLAAEYOVTOL,
aVOPEPOVTOL KO KATOKVPOVOVTOL.

¥ ¥n pedémm COMPASS, vrdpyet yopnAn enintoon avopiog Kaddg EQaprocTnKE pio
EMAEKTIKY] TPOGEYYIOT GTI GLALOYT avemBOUNTOV CLUPAVTOV

k% EeoppootnKe pio ETAEKTIKN TPOGEYYIOT 6T GLAAOYN avemBvuunTOV cGLUPavTOV

# A6 ™ perétn VOYAGER PAD

[Tivakoc Tov ovemBOUNT®V EVEPYELDV

O1 cuYvOTNTEG TV AVETIBOUNTOV EVEPYELDV TTOV avopEpOnKay pe pilapoapmndvn oe EVAAIKES
Kol wadlaTpikong acbeveic cuvoyilovion otov [ivaka 3 mopokdt® avd Katnyopio opyavikon
ovotipatog (cOppova pe ) faon dedopévov MedDRA) kot ava cuyvotnra.

Ot ouyvomteg opilovion og:

oD ovyvég (= 1/10)

ovyvéc (> 1/100 éwg < 1/10)

oy ouyvég (= 1/1.000 émg < 1/100)

onaviec (> 1/10.000 éwc < 1/1.000)

oAb omavieg (< 1/10.000)

un yvooTtég (dev umopovv va ektiunovv pe faomn ta dStbéciuo dedouéva)

ITivakag 3: Okeg 01 avemBopunTEg EVEPYELES TOV OVAPEPOVTOL O EVI|MIKES 0.008vEig o€
KAMvikég peréteg @dong I 1 péow ypnong ReETa TNV KVKAOQOPia TOV QUPUIKOV* KOl G
000 perétec aong Il kon 6vo eaong 111 o€ oo TPLIKOVS 060EVEIC

Xoyvég Oy ovyvég Xravieg oAb Xmévieg Mn
YVOOTEG
AWTopoy£S TOV GLUOTOLTIKOD KOl TOV AEPPLKOD GVGTINOTOS
Avopio ®poupokvtTdpmon
(cvumeproppav | (copumeprapfovopévov
0- UEVQV avénpévou apBpov
avr{c‘:mxmv (lll.LOTESTOLM(DV)A
gpyactnploxdy | Opopforevia
TOPOUETPDV)
AWTapay£S TOL EVOGOTOTIKOD GUGTI|LOTOS
Allepyucn avtidpaon, AVaQUAOKTIKEG
aAdepyikn depuaritido, avTISPasELC
AYY““OO{E}” HO KoL ocvpneplapfavops
aMAepyIK6 oibnpn VOU OVOQUAOKTIKOD
00K
AWTopay£S TOV VELPIKOD GLGTNATOG
ZA4An, Eykepalikn kot
KEPOAOAYi0L €VOOKPOVIOKT opLoppayia,
GLYKOTN
Op0aipukéc drutapayés
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OeBaAukn
apopporyio
(ovumepiapfov
opév”Ng
aLoppayiog Tov
EMIEPVKOTA)

Kapowkéc owta

ayég

Tayvkapdio

Ayyswokéc owatapayég

Ynotoon,
obTOUOL

AWTaPay£S TOL UVUTVEVGTIKOD GUGTI|LATOG,

70V 0OPOUK KOt TOV HEGOOMPAKIOD

Enioctoén,
aLLOTTLON

Hoowopihkn
TVELHLOVIQ

Awtapayéc Tov Y

OCTPEVTEPLKOD

Ovioppayia
aoppayio g
YOGTPEVTEPIKNG
0400
(ovumepiapfov
opévng
alpoppayiog Tov
opbov),

Enpoctopio

YOOTPEVTEPIKO
KOl KOIAOKO
Ayog,
dvoneyia,
vowTia,
dvokotmoTa®,
duappota,
guetoc?
AWTopoy£S TOV NTOTOG KOL TOV YOI QOpmV
Avénon oT1g Hrotikn dveiettovpyia, ‘Tktepog,
TPOVGOLUVAGES AvENuévn xoAepBpivn, Avénpévn
aOENUEV AAKOAKY ovlevypévn
POoeation aipotog?, yorepuBpivn
avénuévn GGTA (ne 1 xopig
oLV0d0
avénon g
ALT),
XoAdotaon,
Hrotitioo
(ovumep.nmat
OKVTTOPIKNG
PrAPNG)
AwTapay£S TOL dEPIATOS KOL TOV VITOSOPLOV 16TOV

Kvnouog
(ovumepriapfov
opéveV Oyt
GLUYVOV
TEPUTTAOCEDV
YEVIKELUEVOL
Kvnouov),

Kvidmon

eEhvOnuo,

>Hvopopo Stevens-
Johnson / To&wm
Emdeppucn
Nekpdivon,
>Ovdpopo DRESS
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ekybpmon,
OEPLLOTIKY KoL

VTOdOpLY
apopporyio
AWTopay£S TOV PVOGKELETIKOD CVOTHIOTOS KOl TOV GUVOETIKOD LGTOV
Alyoc oT0 AyapBpmon Mvikn| >vpopo
Grpa opoppayi dwapepiop
o 0T0g
amOTOKO
opoppayi
ag
AWTOpaYES TOV VEQPAV KAL TOV 0VPOPIP@OV 00DV
Ayoppayia g Neopprcn
OLPOYEVVNTIKNG avemdprelo/
000V o&eia
(ovumeptrapPav VEPPIKT|
opévng OVETAPKELDL
a1paTovpiog Kot OmOTOKOG
unvoppayiag®), opoppayiog
Neopprcn KOVNIG vol
dvoiertovpyio TPOKAAETEL
(ovumepiapfov LEI®HEVN
OULEVNG apdroon,
avENUEVNC Neppomdbet
KpeoTvivng o
aipatoc, oyxetillopevn
avEnpévg He
ovpiag aipaTog) OVTITNKTIKA

I'evikég owatapa;

£C KOl KATOGTAGELS TG 0000 Yop1yNons

[Topetoch,
TEPLPEPIKO
oidnua,
HELOUEVT YEVIKT
dvvaun Ko
gvépyela
(ovumepiapfov
OHEVNG
KOTWONG,
eEacBévionc)

AtoOnpo adiabeciog
(ovumeptiapfovopévng

KaKovyiag),

Evrtomopév
o0 oidnpa’

Hopoxivikég eéetdoeg

avénuévn LDHA,

avénuévn Mmdon?,
avénuévn apvidon®

Kok®ogig, onintnpléceig Kol emmrlokég 0gpamevTIKOV YEPLERUOY

Ayoppayio Ayyeltaxd
HETA TNV YELSOUVEDPY
enéppoon opo”
(ovumeprapfov
OpEVNg
UETEYYELPNTIKNG
avoipiog Ko
aoppayiog
oo TPALLD),
UDOADTOG
"Exkpion and
Tpodpa’
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A: mapatnpnnke oty TpodAnyn e POE oe eviikeg acBeveic mov vroPfdAiovtor o€

EKAEKTIKT] YEPOVPYIKN EXEPPOAOT AVTIKATASTACNG YOVATOG N 1010V,

B: mapammpnnke ot Bepaneio tg EBOO, I1E kat tng mpdAnyng vwoTpomnig oG ToAD Guyvi

o€ yuvaikeg nAkiog < 55 etdv

I': mapoanphOnke og oyl cuyv oty TPOANYN TV abnpobpoupotiKedv encicodiov ot acbeveic petd
a6 O&0 Ztepaviaio Xovopopo (Uetd and dtadepkn ote@aviaio TEpPaon)

* Epopuootnke pio mpokaBopiopévn ETAEKTIKN TPOGEYYIGT GTI GLAAOYN avemBOunTOV
ouupaviov og emdeypéveg pehéteg pdong 1. H enintoon tov avemBduntov evepyeidv dev
avENONKe Kot dev avayvopiotnke kapio véa avemBountn evépyeta Tov papudikov petd v avéivon
AVTOV TOV UEAETOV.

[eprypa@n) EMALYUEVOV aVETIOOUNTOV EVEPYELDY

AOY® TOL POPUAKOAOYIKOD TPOTOL dpAcNC, 1| ¥PNoM TS piBoapoéaumivng UTopel va
ovoyeTiotel pe avénuévo kivouvo AavBdvovcag 1 EkdNANG alpoppayicg amd orolovonmote
1676 1 Opyavo, 1 omoia propel va TpokaAiéasl uebopoppayikn ovaipio. Ta onueia,
cupmTOpate Kot 1 cofapotnta (rov cvumeptapfavel Bavaedpa xPaon) totkiddovv
avdioyo pe v eotia, To Babuo N v éktacn g apoppoyiog /ot avorpiog (BA.
Tapaypoeo 4.9 ‘Avtuet®nion g apoppayiog’). Xe KAWIKEC LEAETEG apLoppayio TV
Prevvoyovev (dniadn emictaln, amd To. OOAW, TO YOGTPEVIEPIKO, TO OVPOYEVVITIKO
GUUTEPTAAUPAVOUEVIC U] PLGLOAOYIKNG KOATIKNG otopparyiog 1 avénuévng Epunvov pooeng)
KoL avorpio £xovv eavel To cuyva KaTd T d1dpKelD pakpoypoviag Bepaneiog pe
pipapo&aumdvn o cuykpion pe Bepaneio Aviayoviotdv Brrapiving K (ABK). Zuvenac,
EMTPOCHETO GTNV EXAPKN KALVIKY] TOPATHPNON, 1) EPYOSTNPLOKT eEETAOT TG CLOCPULPivig /
alpatokpitn Oo umopovee va €xet akia yio TNy aviyvevon AavOdvovcag apoppayicg Kot Ty
TOGOTIKOTOINGT TNG KAIVIKNG OIOGTOC TNG EKONANG aipoppayiog, 0mmg Kpivetal KatdAAnLo.
O kivduvog aupoppayidv propel va gtvar avEnpévos oe opiopuéves opades achevav, T.y. o€
ekelvoug Toug aobevelg pe pn eleyyopevn cofopn aptnplaKt LTEPTOCT 1/KaL
GUYYOPNYOVLEVT] GOPUOKEVTIKY 0yyn 1 omoia emnpedlel Tnv apootact (PA. mapdypopo 4.4
‘Kivduvog apoppayiag’). H épunvog pvon umopei va avénbei 17/xat vo mapatadei. Ot
QLULOPPAYIKEG EMITAOKEG UTOPEL VO ELPAVIGTOVY G advvapia, oypdtnrta, (AN, KepaiaAyia
ave&nynro oidnpa, SOGTVOLY, KOl AVEENYNTO COK. € OPICUEVES TEPITTAGCELS, MG GLVETELN TNG
avapiog, Exovv mapatnpnbel cuuTTOUATO KOPIOKNG 1oyopiog, 6mws Bopokikodg Tovog 1

o 0ayym.

Mo ™ papo&apmdvn £xovv avapepbei emmAokég o omoieg gival yvmoTtd OTL UTopolv va,
oupPolv petd omd cofapn aoppayic, OTMG GHVOPOUO SLOUEPIGLOTOC KL VEPPIKT OVETAPKELQL
AOY® vodpdevong N veppomdbelo oxeTICOUEVT LUE OVTUNKTIKG. XVVETMG, KATA TNV a&loAdyNnon
NG KOTAGTOGNG 0TO10VONToTE 0loBevong vid avTinkTiky Oepaneio, npénel va eEetdleTon To
EVOEYOUEVO arpLoppayiag.

Hodratpikdg mAnduouog

Ocpareio e POE kor mpoinyn e vwotponns e POE

H a&ohdynon g acedrelog o madid kot eprfovg Pacileton og dedopéva acparelag amd dVo
dokpég eaong I ko pia pdong I avorktig emonpavong EAeYXOUEVES LUE EVEPYO PAPUAKO GE
madlaTpikong acheveic nikiag amd tn yévvnon mg Katm tov 18 etdv. Ta supruate ac@aislog NTov
yeviKa Topdpota Leta&d e popo&aumivng Kot T0L GUYKPLTIKOD QOPIAKOV GTIS OAPOPES

OO TPIKEG NAKIOKES OUAOES. XVVOAIKA, TO TPOPik acpdielag oto 412 Todid Kot epnPovg wov
EhaPav Oepomeio ue ppoapo&aumdyvn NTav TapOUOL0 UE EKEIVO TOV TAPATNPEITAL GTOV EVIALKO
TANOVOUO Kol GUVETEC 6€ OAEC TIG NAIKLOKEC VITTOOUASES, av Kot 1) a&toAdynon meplopiletar omd Tov
HiKpo apBpd achevaov.

210vg Taudtatpikovg acheveic, keparaiyia (Todd cuyvég, 16,7 %), mopetdg (mohd cvyvég, 11,7 %),
eniotadn (moAd cuyvég, 11,2 %), éuetog (moAd ovyvég, 10,7 %), tayvkapdia (cuyvéc, 1,5 %), avénon
ot yoArepuOpivn (cuyvéc, 1,5 %) ko avénuévn cvlevypévn xorepvbpivn (0x1 cuyvéc, 0,7 %)
avaeEPON KAV o GVYVA 0€ GUYKPION UE TOVG EVIMKEC. X€ GUUP®VIN LLE TOV EVAIKO TANBLGLO,
unvoppayia mapatnpndnke oto 6,6 % (cvyvég) TV ePrPwv Kopttoldy petd v epunvopyn. H
Opoppomevia OTwS TapaTNPHONKE TNV EUTEPiO LETE TNV KVKAOPOPIK 6TOV EVIALKO TANBVGUS NTa
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ovyvn (4,6 %) otig mandrotpikég KAvikEG dokipéc. Ot avemBOUNTEg EVEPYELES TOV PUPLAKOV GTOVG
OO TPIKOVE 0oBeveic NTav Kupimg NG £0¢ LETPLOG GOPOPOTNTAC.

AvoQopd mBavoAOYOLUEVOV OVETBOUNTOV EVEPYEIDY

H avagopd mhoavoroyodueveoy avemBOUNT®V EVEPYELDV LETA GO TN YOPNYNOoN GO0 KOUKAOPOPIOG
TOV POPUOKELTIKOD TPOIOVTOC glvar onuavtikn. Emtpénel tn cuveyn topakolovdnen g oyéong
0PEALOVE-KIVOHVOL TOV POPUAKEVTIKOD TPOTOVTOG. Znteital amd Tovg enayyeALATIEG TOV TOUEN TNG
VYELOVOLKTG TEPIBaAYMS VO avapEéPovY 0TOEGONTOTE THAVOAOYOVUEVES OVETIBOUNTES EVEPYELES
HEG® TOV €BVIKOD GLOTNUATOG AVAPOPAS TTOL avaypdpetal 6To [apdptua V.

4.9 Ynepooooroyia

e EVIMIKEG, OTAVIEG TEPUTMGELS VTIEPOOcOAOYinG £mg Kat 1.960 mg &xovv avapepOel. Ze
nepintmon vrepdocoroyiag, o acbevig Bo Tpémel vo TopakoAOVOEITAL TPOCEKTIKG Yo
QLLOPPAYIKEG EMTAOKEG 1) AAAEG avemBOUNTEG eVEPYELES (PA. TOPAYPAPO KAVTIUETOTION TNG
apoppayiogy). Adym TEPLOPIGUEVNG ATOPPOPTIONG, OVOUEVETOL EVA POIVOLEVO OPOPNG YMPIG
mepatépm avénon g péong £kBeonc oto TAdopa og vepBepanevTikég d0o¢Elg TV 50 mg
ppapo&aumdvng N AvAOTEPES GTOVG EVIAKES, ®OTOGO, Ogv LITdpPyovV dabécia dedopéva 6g
VEPOEPUTEVTIKEC HOCELS GTA, TOLOLAL.

Yrdpyel Sabéc1og e1d1kog mapdyovtag avacstpodng (andexanet alfa) mwov avtaywviletor
QoaprokodLVapLKn dpaon g prpapoaumdvng yio eviAMKeg, ahdd dev Exel TeKunpLobel ota modid
(avatpé€te oy Ilepiinym Xapaktpiotikav [1poidvtoc tov andexanet alfa).

Mmnopei va egtaotel 1 gprion evepyol dvBpaka yio T peiwon TG amoppdPNoNG GE TEPINTOON
VIEPOOGOAOYING TNG PLRapPOEOUTAVIG.

Avtyletdmon g apoppayiog

e mePINTOOT EUEAVIONG ALOPPAYIKNG EMTAOKNG 08 0oBeVT| TOV Taipvel priapoSaumdvn, 1 EmOUEVN
yopnynon g ppapoéaumdvng Tpénel va kabvoteproel N ) Bepaneio npémel va dlokomel, mg
appolel. H pipapolaumdvn éxet nulon mepimov 5 émg 13 opov og evilikeg. H nuilmn ota modid
OT®G EKTIUNONKE YPTOUOTOIDVTAG TPOGEYYIGEIS PUPUAKOKIVITIKNG LOVTELOTOINON G TANOVGLOD
(popPK) givan Bpayvtepn (BA. mapdypapo 5.2). H aviyetomion npénet va £0ToKEVETOL GOUP®VA
ue ™ coPapdotra kot ) 0éom g arpoppayioc. Katddinin copntopatiky Oeponeio Oa pnopovce
va ypnowomoindel avdioyo pe TIg avayKeS, OT®G UNYAVIKN cvurtieon (7., Yo cofopn enictaén),
YEPOLPYIKT AUOCTOOT) LUE SAOIKOGIEG EAEYYOV TNG CLLOPPAYIOS, OVATANPOGCT) VYPDV Kol
QLPLOSVVOLIKT VTTOOTNPEN, TOPAY®YO OiLTOS (CLUUTVKV®UEVE EpLOPE apLocPaipla 1] PPECKO
KATEYLYUEVO TAAGLO, avAAOYX LE TN OYETILOMEVT] avalpia 1) dtatapoyn THENS) 1| CUOTETAALA.

Y& mepinton mov pio apoppoyio dev umopei va ereyydetl e ta ovatépm pétpa, mpénet vo, eEET0oTel
glte n yopnynon evog €101kov Tapdyovto avactpodng (andexanet alfa) avactoréo Tov Topdyovia
Xa, mov avtayoviletol T eoppakodvvapiky opacn g pipapoaumdvng, | evog e181Ko0
TPOTNKTIKOV TOPAYOVTH, OTMG TO GUUTLKVOE cLUTAGKOL Tpobpoufivng (PCC), cuumixvouo
gvepyomompévov cupmriokov tpobdpoufivine (APCC) 1 avacvvdvacpévov tapdyovto Vlila (r-FVIla).
Evtovtolg, vmapyetl Héypt oNUeEPa TOAD TEPLOPICUEVT KAVIKY EUTEPia amd TN YP1OT QVTAOV TOV
QUPUOKEVTIKAOV TPOTOVIMY GE EVIIAKEG KOl G€ TodLd Tov maipvouy pifapoéauravn. H cvotaon
Baciletan emiong og mepropiopéva un-kAvika dedopéva. [pénet va e&gtaotel 1 emavadocordynon
Tov avacvvdvacuévoy Tapdyovia VIla kot va tithomonfel avdioya pe t PeAtioon g
aoppayiog.

Avaloya pe v tomikn dtabecipudmra, Oo tpénet va eetaletar 1 GLUPOLAT EVOG YLoTpOD
g€e1dkevuévou Gg dlatapoyég TG TNENG TOL AiaTOC 6 TEPITTMON coRup®mV apoppayIdV (dsite
Tapdypoo 5.1).

H Ogucn mpwtapivn ko 1 frropivn K dev avapévetar vo eanpedcovy Ty avTimnkTikn dpdon tng
piapo&aumdvng. Yrapyel neplopiopévn eumelpia pe 1o tpoveSapkd o0&, kat kaboiov eumeipio pe
TO QUVOKOTPOIKO 0ED KOl TNV OITPOTIVIVY G€ EVIAIKEG IOV TTalipvouy piapo&aumdvn. Agv vdpyet
gumelpio OYETIKA [LE TN ¥PNON CVTOV TOV TAPAYOVIMV G€ AL oL Taipvouy piaposopmdvr. Agv
VTAPYEL OVTE EMOTNUOVIKO OKENTIKO Y10 TO OPEAOG OVTE EUMELPIQ JLE TN (PTIOT) TOV GLGTNUATIKOV
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QLILOGTOTIKOD OEGLOTPESTVN GE ATOA OV TTaipvouv piapoapmdvn. Adym tng vYNANG déopevong
0€ TPMTEIVEG TOV TAAGHOTOG, 1 PPOPOEAUTAVT OEV AVOUEVETAL VO EIVOL OLLOSTOAIGUY).

5. ®PAPMAKOAOI'IKEX IAIOTHTEX
5.1 D oppoKodSVVIEPIKEG 1OLOTNTES

Doppokobepamentikn katnyopic: Avtifpoufmtikol TopdyovTeg, AUEGOL AVAGTOAEIC TOV TAPAYOVTO
Xa, kmdwog ATC: BO1AFO1

Mnyovioudg dpdong

H piBapo&apmivn givar Evag eEonpeticd eMAEKTIKOG GUEGOG OVOGTOAENG TOV TTapdyovTa Xa [ amd
oV otoOp0ToG Prodwabeoipdtra. H avactoAr] tov mapdyovta Xa StakomTel TV eVOOYEVT| Kot
e€wyevn 006 TOL KATAPPAKTN TS TENC TOL BiUATOG, aVOSTEAAOVTOG T dnutovpyio Bpoppivng kot
v avartuén OpouPov. H pipapolaumdvn dev avactélietl t Opoppivn (evepyomoinuévog
mapdyovtag I1) kan dev Exel koTadetyOel kapio enidpaon oTa ALUOTETAALA.

Dappoxoduvakés EmMOPACELS

[oapatpnnke docoe&optdevn avacToAr] Tng dpacTikdTNTAS TOL Tapdyovto Xa otov dvBpmmo. O
xpovog TpoBpopfivng (PT) emnpedletor amd tn ppaposapmdvn e 0060eEapTOUEVO TPOTO LE GTEVN
GLOYETION OC TPOG TIC GLYKEVIPAOCELS TAACUATOG (TN T 1oovtan pe 0,98) edv ypnoylonoteiton
Neoplastin yia tn dokipacio. AAAa avTidpoactiplo Oo propodoay vo dOGOVV SLoPOPETIKG
amoteléopata. H epunveio tov PT wpénet va yiveton og devteporenta, o160t To INR €yet
BaBupovounbei kot emtkupmBel PLOVO Y10 TO KOVUOPIVIKG OVTITNKTIKA Kot SgV Umopel va
ypMNoLomon el yio 0omotodmoTe GAAO OVTUTNKTIKO.

X acBeveig mov maipvouv prapoapumdvn v ) Oepancio thg EBOO won g [1E ko v mpodinym
NG VILOTPOTNG, T0 5/95 exatoonuopta yuo PT (Neoplastin) 2 - 4 dpeg puetd ™ ANy tov dickiov
(M. xoTd TO YPOVO TNG UEYLETNG Opdiomng) Yo 15 mg pifapoapmdvng 600 Popég NUEPNGImS
KopavOnkav omd 17 éwg 32 devteporenta kot yio 20 mg pipapoapundvng dnaé nuepnoing amd 15
£€w¢ 30 devtepdrenta. XT0 KATMOTEPO ONUELD CLYKEVTPpWONG (8 — 16 dpeg petd T ANy tov d1okiov )
T 5/95 gkatootnuopla amd 15 mg dvo eopéc nuepnoimg Kupaivoviay amd 14 éog 24 devteporenta
Kat yuo o 20 mg anaé nuepnoing (18 — 30 dpeg petd ™ Ay tov diokiov) amd 13 g 20
devTepOAETTAL.

e aoBeveig pe un PaAPidn KOATIKY HopUopLyn TOL Taipvouy pRapoSapmavn Yo TNV TPOAYN TOV
AYYEKOD EYKEPAAIKOD ETEIGOI0V Kal TNG CLGTNUIKNAG EUPOANC, Ta 5/95 ekatooTnuopta yio PT
(Neoplastin) 1 - 4 dpeg petd ™ Aqyn oL diokiov (. Katd To ¥povo TG UEYIGTNG dPACTC) O
acBeveic mov Bepamedtnray pe 20 mg dnaé nuepnoing kopavinkay and 14 émg 40 dgvtepoienta Kot
o€ acbeveic pue pétpla veppikn dvciertovpyia mov Erapav Oepaneia pe 15 mg dnoé nuepnoing and
10 émg 50 devteporenta. XT0 KATMOTEPO oMueio cuykEvipmong (16 — 36 dpeg LETA T ANYT TOV
dtokiov) ta 5/95 ekatoomuople. oe acbeveic mov Oepamedovrav pe 20 mg dna nuepnoimg
Kopaivovtay and 12 émg 26 devtepodrenta kat o€ acbeveic pe Mo vePpikn SuGAEITOLPYiL TOV
éhoPav Bepaneio pe 15 mg arag nuepnoing omd 12 £mg 26 dgvutepoOrenTa.

e pio KMVIKH QOpUOKOAOYIKT LEAETN Y10 TNV OVTIGTPOPT] TNG PUPHUKOIVVAUIKNG OpAong TG
pipapo&aumdvng og vy evilika dtopa (n = 22), a&loAoynnkayv o1 EMATOCEIS TOV £QATAE 60cEMV
(50 IU / kg) amd dvo dapopetikodg tomovg PCCs, evog PCC 3 mapaydviav (tapayovieg 11, IX kot X)
ka1 evoc PCC 4 mapaydvrov (mapdyovieg I, VIL, IX kot X). To PCC 3 mapaydvtov peiwoe Tig Péceg
Tipég Neoplastin PT katd mepimov 1,0 devteporento péoa og 30 Aentd, o cOyKplon pe T peimon
TV Tepimov 3,5 devteporientmv mov mapatnpndnke pe to PCC 4 mapaydviov. Xe avtibeon, to PCC 3
TAPOYOVTOV ELYE Lol LEYOADTEPT] KO TOYVTEPT) GUVOAKT OPACT] GTIV OVTIGTPOPT TNG dPACTC GTNV
gvdoyevn mapaymyn Opoupivng and 1o PCC 4 mapaydviov (PAéne Tapdypapo 4.9).

O ypdvoc evepyomomuévng pepkng Opoufomiactivng (aPTT) koar HepTest mapateivovton emiong pe
3000e£APTMUEVO TPOTO. 26TOGO, OEV GLUVIGTAOVTOL Y10 TNV EKTIUNGT) TNG QPOPLOKOSVVOILIKNAG

dpdong g ppapoaumdavne. Agv vapyel avaykn mapakolobOnong Tov TapauéTpmv TENG KTl

T Sudpketa tng Bepameiag pe ) pioposapmdvn oty Kadnuepvi KAWIKN Tpaxtiki. 261660, edv
gvdeikvoutal KMVIKA, Ta enimedo TG paposaumdvng uropovv va, petpnbovv pe Pabpovounuéveg

124



TOGOTIKEG UETPNOELG TNG avTl-Xa dpacTikoTnTog (PA. mapdypapo 5.2).

Howdwrpikdc TAnBucudg

O ypovol PT (avtidpactipro veomhaotivng), aPTT kot 0 Tpocdiopiopdc tov avil-Xa (Ue
BaBpovounuévn mocotikn dokacie) epaviovy GTEV] GUGYETION LE TIG CLYKEVIPDGELS TAAGLOTOC
oe modd. H cvoyétion peta&d tov avti-Xa Kot TdV GUYKEVIPOGEMV TAACUATOS EVOL YPOLLUIKT e
KAion kovtd oto 1. M7opei va, TpoKOyouV aTOUIKES ACVUPOVIEG e VYNAOTEPES 1) YOUUNAOTEPES TYLEG
avti-Xa 6€ GOYKPIoT UE TIG OVTIGTOLYEG CVYKEVIPAOGELG TAAGHOTOC. AEV VITAPYEL AVAYKN Y10 TOKTIKN
TapoKoAoLONoN TV Tapapétpmv THENS KaTd T ddpKeln TG KAWVIKNG Bepameiog pe ™)
pipapo&apmdvn. Qo1000, AV EVOEIKVLTAL KAIVIKA, Ol GUYKEVTPMOGELS TNG ppaposaumdvng uropoby va
petpobvtal HEGH PoOUOVOUNIEV®Y TOGOTIKOV SOKIUAGIOV avTl-tapdyovta Xa ce meg/l (BA. Tivaka
13 omv mapdypapo 5.2 yia o €0p1 TOV TAPOUTNPOVUEVOV CUYKEVIPMOGEMYV TAAGLOTOS TNG
papo&apmbvng oe Toudud). To yapunAdTeEPO OPLO TOGOTIKOTOMGEWDY TPENEL VO, AAUPAVETOL VITOYT
otav 1 doKipocio ovTi-Xa yproLLOTOIEITOL Y10 TNV TOCOTIKOTOINGT TMV GUYKEVIPOGEMY TAACUATOG
g papoapndvng o€ modtd. Ovddg yio To GLUPAVTO ATOTEAECUATIKOTNTOG 1] ACPAAELNG OEV EXEL
TeEKUNPLOOEL.

Kiwikn anotelecpotikdmmro Ko ao@aAeio

LHlpolnyn tov ayyelaxod eykeporikot EXEIGOOIOV KOl THS COGTHUIKNG EUPOANS o 000evels ue un

Lol fioikn kodmxn popuopoyn

To KAvikd mpdypappo TG popo&apmivng oxedlioTNKE Yo VoL KOTAOEIEEL TNV OMOTEAEGUATIKOTN T
g papoapmdvng yio TNV TPOANYN TOL ayYEWKOD EYKEPAAIKOD ENEICOOI0L Kol TNG GLCTNUIKNG
guPoinc oe acBeveig pe un PaAPrdkn KOATIKY LopUapLYN.

> Baotkn dumhd-tveAn pekétn ROCKET AF, 14.264 acBeveic tuyotomombnkay gite og
pipapo&aumdvn 20 mg draé nuepnoing (15 mg arnaé nuepnoing o acbeveic pe kabapon

kpeatvivng 30-49 ml/min) gite o Pappapivn tithonompévn oe INR-otdy0 2,5
(Bepamevtikd evpog 2,0 £wg 3,0). O diduecoc ypovog Aqumg tng Oepameiag ftav 19 unveg
Kot 1 uvolikn ddpkela g Bepameiog NTov €wc 41 punvee. 34,9% tov acbevav Elafov
Oepomeio pe axkeTVAOCAAIKVLAKO 0&D kot 11,4% éhaPav Bepameia e avtioappuOukd
xatnyopiag I copmeprapfoavopévng g apodapovng.

H piapo&apmdvn frov un katotepn g fapeapivng 6to tpmtedov cuvieTo TehKd GNUEio TOV
AYYEWKOD EYKEPAAIKOV ENMEIC0I0V KAl TG GLOTNIKNG ERPOANG ekTOS Tov KN, Xtov mAnbucud
Bepamneiog kATl TO TPOTOKOALO, TPOEKLYE AYYELOKO EYKEQPUAMKO ETEIGOO10 1) GLOTNLIKT EUPOAN
oe 188 acbeveig pe popolapmavn ( 1.71% etnoimg) ko 241 pe Papeapivn (2.16% emoing) (HR
0.79, 95% CI 0.66-0.96, P<0.001 yio, un KottEPOTNTA). AVAUESH GE OAOVE TOVG
TUYooTOoMUEVOLG acbeveic Tov avaivinkay cOueova pe Ty Bepamevtikn Tpdbeot, Tposkvyay
TpmTevovta cvufavta o 269 pe ppapoapmivn (2.12% emoing) kot 306 pe Papeapivn (2.42%
emoiwng) (HR 0.88, 95% CI10.74-1.03, P< 0.001 ywo un xototepdtnTa, P=0.117 yo

aveoTePOTNTA). To AmoTEAEGHOTA Yo TO SEVTEPEVOVTO TEAMK( OTUElN OTTMG EAEYXONKAY GE
lEPAPYIKT Gepd avaivong cOppova Le v Bepamevtiky Tpoddeon eppaviovtal otov mivoaka 4.
Y1ov¢ acbeveig otny oudoa g Bapeapivng, ot Tuég INR ftav eviog tov Bepamevtikod gvpovg (2.0
£€w¢ 3.0) xatd péco 6po 55% tov ypovov (didpecog 58%, evdotetaptnuoplokd vpog 43 émg 71). H
dpdon g paposaundvng dev ditpepe ota drdpopa TTR [Time in Target INR (ypodvog evtdg
Bepamevtikov gvpovg) evpog amod 2.0 — 3.0] ota icov peyéboug tetaptmuopie (P=0.74 ya
aAAnAeniopoomn). XTo VYNAGTEPO TETOPTNUOPLO COUPMVA LE TO KEVTPO, 1] AVOAOYID KIVOUVOL LE TN
pipapo&apmdvn Evavtt g Papeapivie nTav 0.74 ( 95% CI10.49 émg 1.12).

Ta mocootd enintwong yio v KOpla EkPacn acpirelag (coPapd kat pn coPapd KAvikd
aELOAOYNGILOL CLULOPPAYIKE ETELGOSIN) TTOV TOPOUOLD KO Vi TIG 000 opddeg Bepameiog (BA.
Iivaxa 5).

Iivaxog 4: Amoterléopato omotereocpaTIKOTNTOS 0710 TN perétn edong Il ROCKET AF

o€ acBeveig pe un PaiPiokn KoAmikn popuopuyn

[InBvopdg peréng AvVOADGELS OMOTEAEGUATIKOTNTAG COUP®VO UE TN BepamevTikn tpdbeon-

AocoAoyia Bepomeiog Piapo&apmbvn | Bapeapivn | Avoloyia
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20 mg dmoé nuepncing
(15 mg ana& nuepnoing
o€ acbeveig pe pétpla

TITAOTOMLEVT] GE
INR-6t6%0 2,5
(BepamevTino evpog

Kvdvvou
(95% CI)
TN p, £ReyY06 Yo

veppikn dvciertovpyia) | 2,0 €wg 3,0) VIEPOYN

oUyvOTNTA EUPAVIONG ouyvoTTOL

encteodiov (100 étn ELPAVIONC

aocBevav) enctoodimv (100 €

acevav)
Ayyelaxd eyKeQoAKo 269 306 0.88 (0,74 — 1,03)
EMEIGOO10 KO GUGTNUIKN (2,12) (2,42) 0,117
euPorn ektog KNZ
Ayyeloxod eyKeEPUALKO 572 609 0,94 (0,84 — 1,05)
EMELGO010, GLOTI KN 4,51 (4,81) 0,265
euporn ektog Tov KNZ ko
0avaTog amd ayyelokd,
aito
Ayyelaxod eyKePaMKo 659 709 0,93 (0,83 - 1,03)
EMELGO010, GLOTN KN (5,24) (5,65) 0,158
euporn ektodg Tov KNZ,
0avaTog amd ayyelokd,
a{Tio Kol EPEPOyLLo. TOL
LLOKOPdiov
Ayyelaxod eyKe@aMKo 253 281 0,90 (0,76 — 1,07)
EMELGOO10 (1,99) (2,22) 0,221
Yvotnkn epPoin extog 20 27 0,74 (0,42 - 1,32)
tov KNX (0,16) (0,21) 0.308
"Epepoaypo tov 130 142 0,91 (0,72 - 1,16)
pokapdiov (1,02) (1,11) 0,464
IMivoxkog 5: Aroteiéopota ac@arsrog anmo ™) perétn odone Il ROCKET AF

IIinBvoudg peréng Aobeveic pe pn PoABISIKA KOATIKY Lapuapuyr
Aocoroyia Oepameiog PiBapo&apmévn Bapopapivn Avadoyi

20 mg qroé nuepnoiong | TITAomouévn o

(15 mg anag og INR-616y0 KIvdUVou

nuepnoing o acbeveig 2,5 (95% CI)

LE LETPLOL VEQPIKT| (BepamevTiKo evpog TN p

dvciettovpyin) 2,0 ém¢ 3,0)

Xoyvotmro Zoyvotnto

EUOAVIONG EUOAVIONG

enelcodimv (100 € engwoodiov (100 £m

acevav) acHevav)
Yofapd kot KAviKd 1.475 1.449 1,03 (0,96 - 1,11)
a&loroynopa, oyl (14,91) (14,52) 0,442
cofapd arpopparykd
EMELTOO1N
YoPfapd 395 386 1,04 (0,90 - 1,20)
OLLOPPOAYIKA (3,60) (3,45) 0,576
enelcdoln
Odvotog Aoy® 27 55 0,50 (0,31 -0,79)
aoppoyiog* (0,24) (0,48) 0,003
Awoppayia 91 133 0,69 (0,53 - 0,91)
{oTikov opydvov* (0,82) (1,18) 0,007
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Evéokpaviak 55 84 0,67 (0,47 - 0,93)

n (0,49) (0,74) 0,019

oopporyio®

[Mtdon apocearpivng* 305 254 1,22 (1,03 - 1,44)
(2,77) (2,26) 0,019

Metdyyon 2 1 183 149 1,25 (1,01 - 1,55)

TEPIGCOTEPOV (1,65) (1,32) 0,044

LovAadmv

GUUTVKVOUEVAOV

epuBpmv

apocQapiov 1
OoAKoV aipatog™®

KAviké aE1ohoyRote 1.185 1.151 1,04 (0,96 - 1,13)
oyt coPapé apoppaytcs | (11,80) (11,37) 0,345
EMELTOO1N
Ovnopdmra omd O 208 250 0,85 (0,70 —
o oiTio (1,87) (2,21) 1,02) 0,073
o) [MnBvoudg aspdietog, vod Bepaneia
* OVOHOGTIKG ONUOVTIKO

EmmpocBétmg g perétng odong III ROCKET AF, &xet die&ayBel pa mpoontikt, vOg GKEAOVG,
UETEYKPLTIKT, Un TopeUPatikn, avoryt perétn koopthg (XANTUS) pe kevipiki KaTtokOpmon
ekpdoewv, copneptropfoavouévav tov Opoufoeuporiikmdv encicodiny kot Tng cofapng aoppayiog.
EvtayOnkav 6.704 acBeveig pe pn PadPiotkn KOATIKN LopUapuyn Yo TV TPOANYT TOL 0y YELLKOV
EYKEQOAMKOV EMEIGOOI0V KOl TG CLOTNKTG EUPOANG ekTOg KNE atnv kabnuepivi] KAviky TpoKTikn.
H péon tyun g xhipoxag CHADS?2 ftav 1,9 xon g kAipokos HAS-BLED ftav 2,0 kou yio 115 600
omv XANTUS, c¢ o0ykpion pe o péon tip) CHADS2 ko HAS-BLED 3,5 kot 2,8 avtictoyo ot
peiétn ROCKET AF. Zofapn ooppayio eppaviotnke og 2,1 avd 100 £t acBevov. @avatnedpa
apoppayio avapépbnke oe 0,2 ava 100 £t acbevadv kot vdokpaviakn apoppayia o€ 0,4 avé 100
£t acBevav. Ayyelokd eykepaAlkd enelcooo N cuotnuikn eufoin extog KN kataypdonke o 0,8
avd 100 £t acBevov.

AVTEC 01 TOPOTNPNGELG OTNV KOONUEPIVI KAIVIKT] TPOKTIKT] EIVOL GOUPOVEG LE TO TEKUTPLOUEVO
TPOPIA ACPAAELNG Y10 TI] GUYKEKPLUEVT EVOELEN.

e oL LETEYKPITIKT, UN TopeuPatikn ueAétn, og mepiocdtepovg amd 162.000 acOeveic amd téooepig
YDPES, N pPapoaumdvn GuVTaYOYPUPNONKE YO TNV TPOANYT TOV AYYELLKOD EYKEPUAIKOD ENEIGOSI0V
K01 TG CLGTNIKNG epPoAng o€ acBeveig pe pn PoAPidn KoAmikn pappopvyn. To Tocootd
SUUPBAVTOV Y10, TO 0yYELOKO EYKEPAAIKO emelcodto Tav 0,70 (95% CI 0,44 — 1,13) avd 100 acBevo-
£mn. Awoppayio Tov KatéAnée oe Voonieios 6T0 VOGOKOUEID TPOEKLYE GE TOGOGTO GLUPBAVTOV ava
100 acbevo-¢tn 0,43 (95% CI1 0,31 — 0,59) o evdoxpaviakn| opoppayia, 1,04 (95% CI 0,65 — 1,66)
Yl apoppayia Tov yaotpeviepkov, 0,41 (95% CI1 0,31 — 0,53) yio apoppayic TOL OVPOYEVVITIKOV
kat 0,40 (95% CI 0,25 — 0,65) ywo dAhov TOTTOL oupLopparyia.

AcBeveic mov vrofdliovion og kapdroavaratn

Mo TPOOTTIKY], TUYOLOTOMUEVT], AVOLYT, TOAVKEVTIPIKT], OLEPEVVITIKN LEAETT LE TVOAN aSloAdYN o
teAko0 onueiov (X-VERT) 1e&nyon o 1504 acbeveic (ympic mponyoduevn Oepaneia pe amnd
OTOUATOG OVTITINKTIKA KaOdC Ko pe Tponynbeico Oeparmeio e amd GTOUATOS AVTIINKTIKA) e 1N
BaAP1d1Kn KOATIKY LOPLOPVLYT TPOYPUUUATICUEVOLS Y10 KOPIOOVATOET, MOTE Vo, GUYKPLOel 1
papo&aumdvn pe ABK npocappocpévng 06ong (toyotomomdnkay 2: 1), yio mv tpdinym
Kapdlayyelokdv copfavtov. Ot oTpatnyikég Tov ¥PNoILOTOmONKaY NTav Kopdtoavatain
KkaBodnyobuevn amd drolsopdyelo vepnoypaenua (Tponynbeica avtimnktikn Oepaneio 1-5 nuépeg)
N ocvpPatikn Kapdroavataén (Tponynbeioa aviunktiky Oepomeio TovAdyiotov tpeig efdouddec). H
KOpLo EKPacT amoTeAecUATIKOTNTOS (OO TA EYKEPUAIKE ETEICON, TAPOOIKO IGYOLUKO EYKEPOAKO,
ovotnkn epPporn extdg KNZ, Epugpaypo tov pookapdiov kot Kapdloyyelokog 0dvatog) cuvéncav
o€ 5 acbeveic (0,5%) oty opdda g pipapoéapmdvng (n = 978) kot og 5 acBeveic (1,0%) otnv opdda
ABK (n =492, RR 0,50, 95% CI1 0,15 - 1,73, mAn0Bvcopog tporomompévov ITT). H kdpia EkPaon
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acpdretag (peilov apoppayio) eppaviotnke og 6 (0,6%) kot 4 (0,8%) acBeveig ot prpapolapmdvn
(n=988) ko omnv opdda ABK (n =499), avtictorya (RR 0,76, 95% CI1 0,21 - 2,67, mAnBuopog
acPoAEing). AvTth 1 SlepeLVNTIKT HEAETN £0€1EE GUYKPIGIUN OTOTELECUOATIKOTITO KOl OICPAUAELDL
peta&d Tov opdadov Bepamneiog g pipapoaundvng kol twv ABK oto mAaicto g Kapdtoavataéng.

AocbBeveic pe un BodPidkn KoAmikn papuapvyn mov vrofdiiovtar og PCI pe tomoBétnon stent.

Mo toyoomompuévn, avoiktn, moAvkevtpikn perétn (PIONEER AF-PCI) d1eénybn og 2124 acBeveic
pe un PBoAPidkn KoAmwikn pappopvyn ot oroiot vrofindnkav og PCI pe torofétnon stent yia
TPMTOYEVH aBNPOGKANP®MTIKN VOGO Yia Vo uYKPlOel n acpdieia 600 BEpUnEVTIKOV GYNUATOV LUE
ppapo&apmbvn kot evdg oynpatog ABK. Ot acBeveic tuyatomombnkav 1: 1: 1 yia cuvolkn Oepameio
12 pnvav. Ot acBeveic e 16TOPIKO ayyElOKOD EYKEPAALKOD EMEIGOSIOV 1] TOPOIIKOV IGYALLUIKOD
engicodiov (TIA) eEapébnkav.

H opdda 1 élape pipapoaundvn 15 mg araf nuepnoing (10 mg pio popd tv nuépo oe aceveic pe
KkéBapon kpeatvivng 30- 49 ml / min) emmpocBétwg evog avactoréa P2Y 12, H oudda 2 €hafe
ppapo&aumdvn 2,5 mg 600 popég v nuépa pall pe DAPT (dumhn avtioponretoiiokn Bepamreia,
dnAadn KhomdoypéAn 75 mg [1 evarlaktikod avactoréa P2Y12] cuv yaunin d6on
AKETVAOGOMKVALKOD 0E€0G [ASA]) Yo 1, 6 ) 12 piveg axoAovBovpevn and piapoéaundvn 15 mg (1
10 mg yia ta dropa pe kdbapon kpeotvivng 30 -49 ml / min) dnaé nuepnciong cvv yaunin sdon
ASA. H oudda 3 érafe mpocappocuévn 66on ABK cuv DAPT ya 1, 6 | 12 puiveg akoiovBovuevn
a6 Tpocappocuévn 66on ABK pali pe yaunmin d6omn ASA.

To mpwtevov TeEMKO oNUElD AGPAAELNS, TO KAVIKA CTHOVTIKG TEPIGTATIKA ALOPPAYIiNG, ELPUVICTNKE
oe 109 (15,7%), 117 (16,6%) ko 167 (24,0%) dropa otnv opdda 1, opdda 2 ko opdda 3 avrictoryo
(HR 0,59 95% C1 0,47 -0,76, p 0,001 ka1 HR 0,63, 95% CI 0,50-0,80, p 0,001, avtictoya). To
dgutepedov TeEMKO onueio (oVvOETO oNElo TOV KAPILOYYELOKDOY GUUBAVTOY TOV KOPILoYYELKOD
BavaTov, TOL ELPPAYUATOG TOV HLOKAPOIOL T} TOV EYKEPUAIKOD ENEIC0010V) EpPavioTnke o€ 41
(5,9%), 36 (5,1%) o1 36 (5,2%) Gropo otnv opudda 1, oudda 2 kai opdda 3, avtictoyo. Kabe éva
amo ta Oepamevticd oynuoto pe poposapmivn £9€1Ee onUavTIK Hel®oN T®V KAVIKA GTULOVTIK®V
ALHLOPPAYIK®V ENEIC0OIMV G€ chyKplomn ue To Oepamevticd oynuo ABK oe acBeveig pe pn Poipidwn
KOATKT poppapuyn mov vrofAndnkav oe PCI pe torofétnon stent.

O mpaotapykog otoyoc g PIONEER AF-PCI ftov va a&lodoynoet tnv aopdieta. Ta dedopéva
GYETIKA UE TNV OTOTEAECUATIKOTNTA (cLuTepAapfovouévay Tov OpoufosuPolkdv encicodimv) o
avTov TovV TANBvoUd eival TeplOopIGUEVO.

Ocpancio e EBPO, IIE kai mpolnyn s vrotponns s EBDO xou e [IE

To KAwvikd mtpdypappe TG pLopo&apmivng oxedIoTNKE Yo VO KOTAOEIEEL TV OTOTEAECUATIKOTNTO
™ ppapoaumivng oty apykn kot cvveyllopevn Bepaneio g oEeiog EBOO ko I1E xat oty
TPOANYT TNG VITOTPOTNC.

MelemOnkav nave and 12.800 acbeveic oe TEGOEPLS TUYOOTOMUEVES EAEYYOUEVES KAVIKEG LEAETEC
oaong III (Einstein DVT, Einstein PE, Einstein Extension kot Einstein Choice) kot emimpdcdeta £xet
de&ayDel po mpokabopiopévn cLYKEVTPOTIKY aviaivor tov peietdv Einstein DVT kot Einstein PE.
H ocvvolikn cuvdvaopévn didpketa g Oepaneiog og Oheg Tig pehéteg Nrav €og Ko 21 pnveg.

> perérn Einstein DVT, pedetnOnkov 3.449 acBeveig pe ofeia EBOO yia ) Ogpamneio tng EBOO
Kol TV TpoAnym tng vrotpomng s EBOO® kot g I1E (acbeveic mov napovoialov CUUTTOUOTIKN
IE amordeiomnkayv and avtiv T peArétn). H didpkeia tng Oepomeiog nrov yo 3, 6 | 12 punveg
avéloya pe TV KAMVIKY Kpion Tov €peuviT.

IMa v apyn Oepaneio g o&eiog EBOO didpketag 3 efdopddmv, yopnynhonkav 15 mg
piapo&aumdvng 600 popég nuepnoine. Avtd axorovdndnke ard 20 mg pipoapoaumdvng amal
nuepnoing.

Ymv ueiétn Einstein PE, peletnOnkav 4.832 acbeveig pe ofeio mvevpovikn epPolin, yia m Oepomeio
NG TVELLOVIKNG EUPOANG KoL TNV TPOANYN NG VIToTPOTNE T EBDO kot tng mvevpovikig epufoinc.
H dudpxera g Oepaneiog itav 3,6 1) 12 piveg eaptdpevn amo Ty KAVIKY| KpioT) TOV EpELVITH.

TMa v apykn Bepaneio g o&eiog Tvevpovikng epPoing yopnyndnkav 15 mg

piapo&aumdvng dvo popég nuepnoing Yo Tpelg efdouddes. Akolovdnoe yoprynon twv 20

mg piaposoundvng droé nuepnoing.

Kot otic dvo peréteg, v Einstein DVT kot tqv Einstein PE 1 cvykpitikn Oepamevtikng aywyn
nepthappave evoamapivn xopnyoOUEVT] Y10 TOVAIXIGTOV S MUEPEC GE GUVOLOCUO LE OVTAYMVIOTY|
g Prrapivine K péypt to PT/INR va givan gviog tov Bepanevtikov gvpovg (> 2,0). H Bepancia
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ovveylonke pe Evav aviaymviot g Brrapivng K mpocappocpévng d6ong yio T d10Tipnon Tov
Tiudv PT/INR &vtog Tov Bepanevtikon gupovug 2,0 £mg 3,0.

>t peiétn Einstein Extension, pelemOnkav 1.197 acbeveig pe EBO® 1 I1E yio v mpodAnyn g
vrotpomng ¢ EBD® kot g I1E. H dibpkera g Bepaneiog nrav yio emurAéov 6 1| 12 pnveg oe
acbBeveic mov glyav olokinpaoet 6 éwg 12 pnveg Bepameiog yioa eAefikn Opoppoepforn avaroya
pe v KAwikn kpiomn tov gpevvni. H pipapoapundvn 20 mg araf nuepnoing cuykpidnke pe
EKOVIKO QAPLLOKO.

O peréteg Einstein DVT, PE kou Extension ypnoonoincay tig idieg mpokafopiopéveg KOpLeg Kot
devtepevovoeg ekPacelg amotelecpatikotntoc. H kopa ékPaon amotedespotikdtnrag ftav
ocvpntopatikiy vrotponiy POE kabopilopevn og to ochivBeto onueio g vrotponng EBOO 7
Bavatneopov 1 un Bavatneopov IE. H devtepevovca éxPacn amotelecpatikottog kabopiotnke
¢ to cvvheto onueio g vrotporic EBDO, un Bavatneopov IE kot Ovnoyomtog amd dha ta
aiTio.

X1 peiétn Einstein Choice, 3.396 acBeveic pe emPeParopévn cvuntopatiky EBO® 1 ko I1E ot
omoiol oAoKANpmcav 6-12 uiveg avtTnkTikng Oepaneiog peAeTnONKAV yio TV TpOANYT TG
Bavameodpov I1E 1 g un Bavatnedpov copntopatikig vrotporig EB®O 1 [1E. O acBeveic pe
évoeldn v cuvellopevn ovTITNKTIKY aymyn Bepomevutiknig 60omg amokieiotnrkay and  perérn. H
dudpketa g Bepameiog Nrav £wg kat 12 piveg avaioyo Le TNV NUEPOUNVIO TUYOLOTOINGNG TOV ATOHOV
(Stapeon: 351 nuépeg). H pipapoéaumdavn 20 mg anaé nuepnoing kot n pipapoéopmdvn 10 mg dmoé
nuepnoing cvuykpidnkay pe 100 mg akeTVAOGOAKLAIKO 05D dmaé nuepncing.

H xopra éxPaon amotelecpotikdtnTog TV cuuntopotiky vrotpont] POE kaboplduevn g 1o
ovvbeto onueio g vrotpomiic EBDO 1 Oavammedpov 1 un Bavoamedpov I1E.

¥ peiétn Einstein DVT (BA. [Tivaka 6), n piapoaumdvn katadeiydnie 0Tt elvar un Kotd@TeEPO MG
npog v evo&amapiv/ABK yo v kopia ékPaon anoteiespotikdtrag (p < 0,0001 (dokun yio pn
KatotepOTNTA), avaroyio kivduvou: 0,680 (0,443 - 1,042), p = 0,076 (doxiun yuo veepoyn)). To
mpokabopiopévo kabapd KAviKd 6@ehog (Kopla EKPaoT AmOTELEGUATIKOTNTOS GLV GOPapd
ALLOPPAYIKA ETEIGODIL) ovapépOnke pe avoroyia kivdbvov 0,67 ((95% CI: 0,47 - 0,95), ovopacTiky
T p = 0,027) vaép g papoéapndvne. Ot tiuég INR ftav péoa oto Oepamevtind evpog Kotd
pécso 6po oto 60.3% Tov ypdvov yia N péon ddpketa g Bepaneiog Twv 189 nuepdv kot 55.4%,
60.1% w1 62.8% tov ypdvov oTig opddeg dmov elye anopaciotel Bepameia dibpketag 3-, 6- ko 12
unvov avtictorya. Ztnv opddo g evosamapivng / ABK dev viipée eppoving cvoyétion avapesa
ot enimeda Tov pécov TTR (Time in Target INR Range 2,0 — 3,0) avd kévipo 6nmg katavepndnkov
o€ 1o0UeYEOM TpLTNUdpLa Ko 6TV EUPEVion vrotporng ¢ Opoufoeuporng (P=0.932 yia
aAAnAeniopoon). 1o Tprtnuoplo tv vynAdtepov TTR avd kévtpo, n avaioyio Kivédvov pe
piapo&aumdvn Evavtt g Papeapivig nTav 0.69 ( 95% CI: 0,35 ¢wg 1,35).

Ta mocootd enintwong yio v KOpila Ekfacn acedrelag (coPapd 1| KAvikd aloAoynouio un
cofopd apoppayikd enelcodin) kabmg kat tn dgvutepevovoa Ekfacn acpdietog (coPapd
ALILOPPAYIKA ETELGOIIN) NTOV TOPOHOLOL KoL Yia TIG dVO opddeg Depameiog.

Ilivokog 6: ATOTELECUOTO OTOTEAEGUUTIKOTNTOS KOl aGPAAELOS amd TN perétny @dong 111
Einstein DVT

I[TAnBvopdg perétng 3.449 acbeveic pe copmtouatikn ofeio ev T Pdbel pAePikn
Opoupwon
Aocoloyio kot S1GpKeLo TNG PiBapoéopmévm ¥ Enoxaparin/ABK P
Bepameiog 3,61 12 uqveg 3,61 12 punvec
N=1.731 N=1.718
Svpntopotikn vrotponr GOE* 36 51
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(2,1%) (3,0%)
SOUTTOUOTIKY 20 18
emoveppavifopevn IE (1,2%) (1,0%)
SOUTTOUOTIKY 14 28
emoveppaviiopevn EBOO (0,8%) (1,6%)
Soumtopatikny HE kot 1 0
EB®O (0,1%)
Oavatneopog I1E / Bdvatog 6mov | 4 6
n [IE dev umopei va anoxieiotel (0,2%) (0,3%)
YoBapn 1 KAvikd a&loloynowun, 139 138
o1 coPapn apopporyio (8,1%) (8,1%)
YoBapd apoppayikd exe1coO0 14 20
(0,8%) (1,2%)

a)  Piapo&aumdvn 15 mg d0o popég nuepncing yio 3 efdouddeg akorovbovuevo amd 20

mg anaé nuepnoimg
B)  Evo&amapivn yio tovAdyiotov 5 nuépeg cuyyopnyovevn e, Kot akolovBoduevn amd ABK
® p <0,0001 (un xotmTEPOTNTA pE PAon Tpokabopiouévn avaroyio kvdovev 2,0),

avaioyio kvdovov: 0,680 (0,443 - 1,042), p = 0,076 (v vtepoyn)

X perétn Einstein PE ( BA. ITivaka 7) n prBapo&apmdavn kotedelydn un Katdtepo g evosamapivng
/ ABK otV x0pa éxPaon amoterecuatikotntog (p=0,0026 (Eleyyoc yio. un KotoTepITNTA); AvoAoyio
Kwdvvou 1,123 (0,749 — 1,684)). To mpokabopicuévo kabopod khvikd 0perog ( Kopla EkPaon
OTOTELEGUATIKOTNTOG GLV 1] Epedvion peilovog apoppayiog) avapépinke pe o avaioyio Kivduvou
0,849 ((95% CI: 0,633 — 1,139), ovopaotiky a&ia p, p=0,275). Or tipég INR frav ota Ogpangvtucd
mhaiclo pe péomn i 63% tov xpovov yuo ) péon ddpkela Bepameiog tov 215 nuepdv kot 57%, 62%
Kot 65% tov ¥pdvov oTIC opadeg pe mpokaBopiopévn dbipketa Bepaneiag 3-, 6-, ko 12- pveg
avtioTorya. Xtnv opdda tng evo&amapivng / ABK dev vmipe epupavig Guoy£Tion avAaIESa GTa
enineda tov pécov TTR (Time in Target INR Range 2,0 — 3,0) avd kévtpo 0nm¢ Kotaveundnikoy o
toopeyE0n TpLTUOPLOL KOl 0TV EUEAVIGT vToTporng eAePknc Opouposupoing ®OE (p= 0,082 ywo
aAAnAenidopaon). 1o Tprtnuoplo Tov vynidtepov TTR avd kévtpo, n avaioyio Kivédvov pe
piapo&aumdvn Evavtt g Bapeapivnc RTav 0,642 (95% CI: 0,277 — 1,484).

Ta mocootd enintwong yio v KOpila EkPacn acepdrelag (coPapd 1 kKhvikd a&toloynoo oyt
GOPopa ALLOPPOYIKE ETEIGODIN,) NTAV EAAPPDOG YAUUNAOTEPA GTN DEPUTEVTIKT OUAdA TNG
papo&apmivng (10,3% (249/2412)) amd 6,11 o1 Bepamevtikn opdada g evoéamapiving/ ABK
(11,4% (274/2405)). H devtepevovca ékPacn acpirelag (GoPoapd atoppoytka enelicddio) oy
younAotepn oty opdda g praposapundvng (1,1% (26/2412)) and 6,t1 6TV opdda TG
evo&amapivng/ ABK (2,2% (52/2405)) pe avaroyia kivovvou 0,493 (95% CI: 0,308 — 0,789).
MMivakag 7: ATOTEAECRATA AMOTELECRATIKOTNTAS KOl 00QAAELNS 0o TN perétn @dong 11
Einstein PE

ITAnBvopodg pekétng 4.832 acbeveic pe 0&eilo. CUUTTOHOTIKT TVELUOVIKT EUPOAN
Aocoloyia kot SidpKela Tng PiBapoEopmévm @ Evo&anopivn/ABK P
Beponeiog 3,61 12 pmvec 3,6 M 12 pnveg
N=2419 N=2413
Yountopotikn vrotpon GOE* 50 44
(2,1%) (1,8%)
ZOUTTOUOTIKN 23 20
vrotponn [1E (1,0%) (0,8%)
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ZOUTTOUOTIKN 18 17
vrotpont] EBOO (0,7%) (0,7%)
Svuntopotikn 11E 0 2
ka1 EBO® (<0,1%)
Bavatneopog I1E / 8davatog | 11 7
omov 1 I1IE dev pmopet va (0,5%) (0,3%)
OmoKAEIoTEL
YoBapa M kKAvikd a&ohoynoa | 249 274
oYL GoPopd aopporyIKd (10,3%) (11,4%)
ENEICOO
Yofapd arpopparyikd TEGOOIL 26
(1,1%) (2,2%)

P)

Piapo&aundvn 15 mg dvo popég nuepnoing yio tpeic efdopddeg akorovboduevo amd 20 mg

amoé nuepnoing.

Evo&amapivn/ABK yia TovAhdyiotov 5 nuépeg, cuyxopnyoOpevn e, Kot okolovBodpevn arnd

ABK

p <0,0026 (un KoTOTEPOTNTA YO TNV TPpokabopiopuévn avaroyio Kivdvvov tov 2,0): avaroyio

Kwvovvovu 1,123 (0,749 — 1,684)

"Eyet dievepyn0el pio tpokabopioiév GUYKEVTIPOTIKY VOADOT) TOV OOTEAEGUATOG OO TIG LEAETEG
Einstein DVT kot PE (BA. [Tivaxa 8).

Iivokog 8: ATOTELECPATO OTOTEAEGUUTIKOTITOS KOl OCPALELNS OTO CUYKEVIPOTIKI] OVAAVGT)
perétn @aong 111 Einstein DVT kou Einstein PE

IIinBvoudg perég 8.281 acbeveic pue wia o&eio copntopatiky DVT 7 [IE
Aocoroyia Kot S1apKELL TNG PiBapo&aumdvn @ Evoomapivy/ABK P
Oepameiog 3,6M 12 punveg 3,61 12 prvec
N=4.150 N=4.131
Yvuntopotikny vrotpon) POE* 86 95
(2,1%) (2,3%)
Soumtopatikn vrotponn 11E 43 38
(1,0%) (0,9%)
Yountopatiky vrotpon) EBO® | 32 45
(0,8%) (1,1%)
Youmtopatiki IE kot EBO® 1 2
(<0,1) (<0,1%)
Oavatneopog I1E / Bdvatog dmov 1 | 15 13
I1E dev pmopei vo, amoxieiotel (0,4%) (0,3%)
Yofapd 1 KAwvika aloloynoua 388 412
Oy1 coPapd apoppayikd enctcooto. | (9,4%) (10,0%)
YoBapd apoppayikd enelcooa 40 72
(1,0%) (1,7%)

)

PiBapo&apmdvn 15 mg dvo popég nuepnoing yio tpeig efoopndadeg axorlovboduevo amo 20

mg amoé nuepnoing.

Evo&omapivi/ABK yio TovAhdyiotov 5 nuépeg, Guyxopnyoduevn e, Kot okolovBoduevn amnd

ABK

p <0,0001 (un Kot@TEPOTNTA Y10, TNV TPOKABOPIGUEVT avaroyia Kivdhvov Tov 1,75):
avaioyia kwvdovvov: 0,886 (0,661-1,186)
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To mpoxaBopiopévo Kabapd KAviKo 6eerog (Kupla EkPacT anoteAespoTikoTnTag cLV peilova
ALLOPPAYIKA ETELIGODIN) OTO T CLYKEVIPWOTIKY AVAAVLOT avoeépOnie pe avoloyia kivdvvoo 0,771
((95% CI: 0,614 — 0,967), ovopaoctikni a&ia p, p = 0,0244).

> perétn Einstein Extension (BA. [Tivaxa 9), 1 pipapo&apmdvn ftav avdTEPO TOV EIKOVIKOD
Qapurdrov yo TNV Kopa Kot ) devtepevovca EkPaon anotereopatikotntas. [a v kopla éxPaon
acaAelng (GoPapd atoppayikd enelcodia), vnpée va PN GTATIOTIKA GNULOVTIKO, 0pOUNTIKA
VYNAOTEPO TOGOGTO eMimTmong Yo acBeveic mov Elafav Bepaneia pe ppoapoapmbvn 20 mg dmos
NUEPNOIME G€ GVYKPIOT LE TO EIKOVIKO Pappoko. H deutepevovoa ékfaocm acpdieiag (cofapd 1
KAWVIKE 0E10A0YNOLLO OYL GOPOPA ALLOPPOYIKA ETEIGOIIN) KATEDEIEE VYNAOTEPO TTOGOGTA Y10
acbBeveic mov éhaPav Bepamneia pe praposapndavn 20 mg dna nuepnocimg oe GUYKPLON LE TO
EIKOVIKO PAPLLOKO.

IMivokog 9: ATOTELECPOTO UTOTEAEGUUTIKOTNTOS KOl ac@dLElaS amd T perétny edong 111
Einstein Extension

[IinBvopodg peréng 1.197 cvvéyicav t Bepaneio Kot TPOANYN TNG VIOTPOTNG TNG
orefucnc OpopPoenpoing
Aocoloyio kot S1apKeLo TNG Plﬁ op Oit}u méivn Eucoviké pdppaxo
Oepansioc 61 12 pveg 61 12 pveg
N =602 N =594
Sopntopotikn vrotpon GOE* 8 42
(1,3%) (7,1%)
SOUTTOUOTIKY 2 13
emaveppaviopevn T1E (0,3%) (2,2%)
SOUTTOUOTIKN 5 31
ermaveppavilopevn EBO® (0,8%) (5,2%)
Oavatneopog I1E / Bavatog 6mov | 1 1
I1E dev pumopel va amokAelotel (0,2%) (0,2%)
YoBapd apoppayikd enelcdoa 4 0
(0,7%) (0,0%)
Klvikd a&roroynown, oyt coPapn 32 7
apoppoyio (5,4%) (1,2%)

a)  Pipapoaumdvn 20 mg draf nuepnoing
* p <0,0001 (avotepdtnra), avaroyio kvdvvov: 0,185 (0,087 - 0,393)

2t perérn Einstein Choice (BA. ITivaxa 10) n piapo&apmavn 20 mg kor 10 mg frav kot ot dHo
avatepes Tov 100 mg axeTvAOGOAKLAKOD 0££0G Yo TNV KVpLo EkPaon amotedespotikotntog. H
KOpia EkPaocn acpdretag (Leilova apoppayikd enelcddin) fray Tapouota. yio acbeveic Tov Elafov
Oepaneia pe popoéapmdvn 20 mg kot 10 mg anaf nuepnoing oe odykpion pe 100 mg
AKETVAOGOAMKVAIKOD 0EE0G.

Einstein Choice

Mivakag 10: AmoTeAéopOTO OTOTELEGUATIKOTNTOS KO 00QULEOS amd TN perétn @dong I

ITAnBvoudg pekétng 3.396 acBeveig cuvé ooy TPOANYN
vroTpomng eAePIKNG OpopfoepPoing

Aocoloyia Oepameiog Piapo&apmdvm Piapo&apmdvm AX0 100 mg od
20 mg od 10 mg od N=1.131
N=1.107 N=1.127

Alqueon dwbpxera Oepaneiag | 349 [189-362] nuépeg | 353 [190-362] 350 [186-362]

[evdotetaptnuoplokd 0pog] NUEPES NUEPES

ZOUTTOUOTIKT VITOTPOTN 17 13 50

DOE (1,5%)* (1,2%)** (4,4%)
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ZOUTTOUOTIKT LITOTPOTH | 6 6 19
[1E (0,5%) (0,5%) (1,7%)
ZOUTTOUOTIKY VToTpomh | 9 8 30
EBOO® (0,8%) (0,7%) (2,7%)
Oavatneopog I1E / 6avatog | 2 0 2
omov 1 I1E dev pmopet va (0,2%) (0,0%) (0,2%)
AmOKAEIOTEL
ZOUMTOUOTIKT LITOTPOTN 19 18 56
DOOE, éuopaypo Tov (1,7%) (1,6%) (5,0%)
pookKopdiov, ayyelako
EYKEPAMKO ENEIGOO10, 1|
GLGTNIKT EUPOAT| EKTOG
Tov KNX
Yofapd arpopparyucd 6 5 3
EMEICO01N (0,5%) (0,4%) (0,3%)
KAwvikd a&roroynoun 30 22 20
un petlov apoppayio (2,7%) (2,0%) (1,8%)
ZOUTTOUOTIKT VITOTPOTN 23 17 53
®OE 1 peiCov opoppayio (2,1%)" (1,5%)"" (4,7%)
(KaBapd KAviKo 6perog)
* p<0,001(avortepotnra) pBapoapmdvng 20 mg od Evavtt AXO 100 mg od- HR=0,34 (0,20-0,59)
** p<0,001 (avorepotnta) prapolapmdvng 10 mg od évavtt AXO 100 mg od- HR=0,26 (0,14-0,47)
" Piopoéapmivn 20 mg od évavtt AXO 100 mg od- HR=0,44 (0,27-0,71), p=0,0009 (ovopaoctikn)
" PPapo&oumivn 10 mg od évavtt AXO 100 mg od- HR=0,32 (0,18-0,55), p<0,0001 (ovopaotikn)

EmnpocOétmg tov mpoypappatog peretmv eaong I EINSTEIN, £xet die€oyfel pia mpoomtik,
avoryt, un mapepfotikn perétn kooptg (XALIA), ue kevipikn katakdpmon ekpacemv,
cvumepthappavouévev g vrotpomng POE, g cofaprg apoppayiog kot tov Oavatov. EvayOnkov
5.142 acBeveig pe oEeia EBDO yia tn diepedvnon g pokpoypoviag acdietos e prpaposapmdvnc
0€ GUYKPIOoT UE TNV KADEpOUEVT] OVTITNKTIKY aymyn oTnv Kabnueptvi kKhvikn Tpoktiky|. Ta mocootd
g coPapng atpoppayiag, g vrotponng POE kat tng Ovnoipdtntog omd OA o aiTio yio T
papoapmévn frav 0,7%, 1,4% ko 0,5% avtictorya. Yanpyov dtapopés ota foactkd
YOPOKTNPIOTIKA T®V 060EVAV Katd TV évtaln, copneptlopfavopévav g nikiog, Tng vmapéng
KapKivov Kat TG veppikng duoiertovpyiag. Mo mpokabopiouévn GTaTioTik aviivon eEopoimong
Tdong (propensity score) ypnNoUOTOMONKE TPOKEWEVOD V. YIVEL TPOGAPUOYN UE PAON TIG LETPTCIUES
SpopEc 6T PaCIKE YOPAKTNPIOTIKA TV 000eVAOY KoTd TNV évtaln ot Bepaneia, ®GTOGO
VTOAEITOUEVOL GUYYVTIKOL TAPAYOVTEG UTOPEL TAPOAL OLTE Vo £xovV Ennpedoet Ta amoteréopata. Ot
avaAoyieg Kivovvou petd my e€opoimon Taong yio T cVYKplon ¢ poapoéaumdvng ue my
kadiepopévn ppovtida otn cofapn aoppayia, oty vrotpont] POE kot otnv Bvnopdmta and 6ia
ta aite nTov 0,77 (95% CI 0,40 - 1,50), 0,91(95% CI1 0,54 - 1,54) ko 0,51 (95% CI 0,24 - 1,07),
avticTolya.

AT 10 ATOTEAEGLOITOL GTNV KOOMUEPIVT] KAVIKT TPOKTIKT VAL GOUPOVO, UE TO TEKUNPLOUEVO
TPOPih ACPAAELNG Y10 TV GUYKEKPIUEVT EVOELEN.

Y& oL LETEYKPITIKY, U TopeuPatikn ueAét, og mepliocdtepovg amd 40.000 acbeveis ympic 1otopikod
Kapkivov and Téooepic ydpes, N papoapundvn cvvtayoypaerinke yio tn Oepaneia 1) TNV TpOANYM
g EB®O ka1 g [1E. Ta nocootd copPaviov ava 100 acBevo-£tn yio o 6L UTTOHOTUCO/ KAVIKE
gupavn GOE/Opopposuforikd copfdvo mov 0d1yobv o€ VoonAgio. o€ VOGOKOUEID KuudvOnkay amd
0,64 (95% CI1 0,40 — 0,97) oto Hvopévo Baciielo émc 2,30 (95% CI1 2,11 —2,51) yuwo T Teppovia.
Ayoppayio Tov KatéAnée oe voonieio, € VOGOKOUEID TTPOEKVYE GE TOGOOTA CLUPAVTOV AVA

100 acBevo-¢tn 0,31 (95% CI1 0,23 — 0,42) v evdoxpaviakt| opoppoyia, 0,89 (95% CI 0,67 — 1,17)
v apoppayia Tov yaotpeviepko, 0,44 (95% CI 0,26 — 0,74) yio apoppayics Tov OVPOYEVVITIKOV
wat 0,41 (95% CI1 0,31 — 0,54) yio dAkn cpoppoaryic.
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Houdratpikdg minbucuog

Ocpameio e POE kou wpoinwn e vrotpornc e POE o moudiatpikodc aobeveic

"Eva oOvoro 727 mandiov pe emPePfaropévn oéela DOE, ek tv onoimv 528 éhaPav pifoapoéapmivn,
peAeThOnKaY e 6 TOAVKEVTPIKES TALOATPIKEG MEAETES OVOIKTNG emonpuaveons. H mpocappoouévn wg
TPOG TO SOUATIKO BApoc docoArdynon e acBeveig amod tn yévvnon g Kato tav 18 etdv 0dfynoe o€
ékBeon ot papolapmdavn Topdpowa pe ekeivn mov Topatnpndnke oe evidikeg acbeveic pe EBOO
7ov éhafav Oepamneia pe prpapoéoumavn 20 mg dnaé nuepnoing (0.d.) 6ntmg emPefoarddnke ot
perétn edong I (BA. Tapaypoeo 5.2).

H perétn EINSTEIN Junior ¢dong I frav e toyatomonuévn, ereyyopevn Le evepyd @Aaproko,
OVOIKTNG EMIGNUOVONG TOAVKEVTPIKT KAWVIKT peAéTn o€ S00 madiatpikovg acbeveic (nAuciog amod )
vévvnon éwg < 18 etadv) pe emPeParopévn oéeio OOE.

Soppeteiyov 276 modid nikiog 12 €ng < 18 et@v, 101 Toudid nhikiog 6 €ng < 12 etmv, 69 Toidud
niwiog 2 g < 6 €TV, Kot 54 Todtd nAKiog < 2 €Tov.

H ®OE avaeopdg tavounnke gite wg POE oyetildpevn pe kevipucod erefikd kabetrpa (CVC-
VTE; 90/335 acOeveic tng ouddag g pipapolaumdvng, 37/165 acbeveig tng opnddog cuykpiong),
Opoupwon TV eykePaMKOV PAEPOV Kol TV eAePddV kOATwv (CVST; 74/335 acBeveic tng opddag
g papolapmdvnge, 43/165 acbeveig g opdadog cVYKpPIoNG) Kot 'OAeg ot GAAES
ocvpmepthappavouévng g EBOO kot tng IIE (un-CVC-VTE; 171/335 acOeveig tg opddog e
pipapo&apmdvng, 85/165 acbeveig g opddoc cvykpiong). H wo cuyvn mapovcioon Opoupmong
avaeopdg og modd nikiog 12 éo¢ < 18 grav frav un-CVC-VTE og 211 (76,4 %) o€ modd niikiog
6 £¢ < 12 etddv Ko nAkiog 2 €émg < 6 etdv rav CVST o¢ 48 (47,5 %) ko 35 (50,7 %), avrictoyyo
ka1 o€ Toudtd nAkiog < 2 etwv ftav CVC-VTE o¢ 37 (68,5 %). Aev vanpéov modid < 6 unvov p1e
CVST omv opdda g ppopo&apmivng. 22 and tovg acbeveic pe CVST eiyav Aoipmén tov KNZ (13
acBeveic oty opdda g paposapmivng Kot 9 acbeveic oty opdda cHykpiong).

H ®OE Mtav mpoxdnty| omd eupuéVovTeg, Tapodikone, 1| Kol EUUEVOVTEC Kol TOPOIIKOVE TUPAYOVTESG
Kwvdvvou og 438 (87,6 %) moudid.

O1 acBeveic EhaPav apykn Oepaneia pe Oepanevtikég 66ceic UFH, LMWH 7 povtamopvoéng yia
TOVAdYIOTOV 5 MuéPES Kat TuyatomomOnkay 2:1 yio vo Adfovv ite TPOCSUPUOGUEVES O TPOG TO
ocopatikd Bapog d6celg prpapoaumdvng ite opadag cuykpitikod eappakov (nrapiveg, ABK) yio v
KOpa Tepiodo Bepoameiog g nerémg duapketag 3 unvav (1 unvog yio toadid < 2 etov pe CVC-VTE).
210 téA0G NG KOpLog TePLddov Bepameiog Tng LEAETNG, ] OOLYVMOTIKY OMEIKOVIOTIKY €EETAON, 1] OOl
elye MOl katd v Evapén, eravornednke, edv NToav KAvikd epuctd. H Bepaneia g peréng
umopovoe va SloKkomel 6To oNUEio avTod 1), KATE TN S10KPLTIKT EVYEPELOL TOL EPEVVNTN, VO GUVEIOTEL
v émg kot 12 punveg (yio toudud < 2 etwv pe CVC-VTE émg kot 3 uiveg) cuvolika.

H x0pia éxPacn amotelecuaTIKOTNTOC NTAV COUTTOUOTIKY, VEoTpont] tng POE. H kdpo ékPoon
ac@drelag Nrav to obvOeto ¢ ueilovoc apoppoyiag Kot TG KAWIKG oyetikng un peilovog
apoppayiog (CRNMB). Okec o1 ekfdoelg amoTeEAEGUATIKOTITAG KOl ACPAAELNG KPiOMKaY KEVTPIKA
amo (o ave&apTnTn EXTPOTN TVPAOTOMUEVN Yia TNV EKy®dpnon g Oepaneiag. Ta amoterécpota
OMOTEAEGLLATIKOTNTOG Kol acPiAelog mapovaidloviot otoug [Tivakeg 11 kot 12 mapakdtm.

Yrotponéc POE gpepaviomkav oty opdda g piaposaurdavng oe 4 and 335 acbeveic kat otnv
OUAd0 CLYKPLTIKOD QOPUAKOL o€ 5 amd 165 acbeveic. To ohvOeto g ueilovog apoppayiog Kot
CRNMB avoeépOnke og 10 and 329 (3 %) acOeveic o1 omoiot ElaPav Oepameio ue pipopolapmdvn kot
o€ 3 am6 162 acbeveig (1,9 %) ot omoiotl Ehafav Oepamneio pe To cuykpitikod eappoko. Kabapd kiviko
0pelog (cupmtopatikny vrotpory POE cuv peilova apoppayikd eneioddia) avaeépdnke otny oudoa
¢ piapolaumdvne o€ 4 amd 335 acBeveig Ko 6TV opddo cLYKPLTIKOD apUdKov og 7 amd 165
acBeveic. Opaiomoinon Tov BpopuPmTIKOY POPTIOL GTNV EXAVOANTTIKT OTEIKOVIOT] EULPAVICTIKE GE
128 and 335 acbeveig pe ) Bepomeio pe 1o Rivaroxaban Accord kot og 43 amd 165 acbeveig oty
odOa CLYKPLTIKOD QOPUAKOV. AVTA TO ELPIUATA TTOV YEVIKE TAPOUOLN LETAED TMV NAIKIOK®OV
opddov. Ympyav 119 (36,2%) mtoardid pe omoadnmote apoppayio wov eppavictnke ot Oepaneia
otV opado g piapoapmdvng kot 45 (27,8%) Todid oty opdde cOYKPIoNG.
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Hivaxog 11: ATotedéonata 0TOTELECUATIKOTNTOS 6TO TEALOS TG KUPLOG TEPLOO0L Ogpameiog

(1,2%, 95% CI
0,4% — 3,0%)

oppav Pipapolapmavn ZUYKPITIKO QappoKo
N=335* N=165*
Yrotporny POE (kOpra éxPaon anotelecpatikdomrag) 4 S

(3,0%, 95% CI
1,2% — 6,6%)

XHvBeto: Zountopatiky vrotpony POE +
OCLUTTOUOTIKY ETIOEVOON GTNV EMOVOANTTIKN
OTTEIKOVION

5
(1,5%, 95% CI
0,6% — 3,4%)

6
(3,6%, 95% CI
1,6% — 7,6%)

2Hvbeto: Zoumtopatikny vrotpon POE +
OCUUTTOUOTIKY EMOEiveon + Kapio LeTaforn otnv
EMOVOANTITIKT ATEIKOVIOT)

21
(6,3%, 95% CI
4,0% — 9,2%)

19
(11,5%, 95% CI
7,3% — 17,4%)

OuaAomoinen 6TNY EXAVOANTTIKY OTEIKOVIOT

128
(38,2%, 95% CI
33,0% —43,5%)

43
(26,1%, 95% CI
19,8% — 33,0%)

XHvBeto: Zopntopatikny vrotponny POE + peilov
apoppoyio (kabapd KAViKO 6pelog)

4
(1,2%, 95% CI
0,4% — 3,0%)

7
(4,2%, 95% CI
2,0% — 8,4%)

BOavatneopog 1 1 Bavatnedpog Tvevovikn eRPoAn

1
(0,3%, 95% CI
0,0% — 1,6%)

1
(0,6%, 95% CI
0,0% — 3,1%)

*FAS= ouvolo mAnpovg avdAivong, 6Aa Ta Toudld Tov TVYaLoTOOnKoy

Hivakag 12: Amotediopnoto 0c@IALELNS 0TO TEAOG TNG KUPLUS TEPLOOOV Oeparmeiog

UCPAAELOG)

(3,0%, 95% CI
1,6% — 5,5%)

Pipapoéapmavn ZVYKPLTIKO QaPROKO
N=329* N=162*
>HvOeto: Meilwv apoppayio + CRNMB (kopia éxPacn |10 3

(1,9%, 95% CI
0,5% — 5,3%)

Meilwv apoppayio

0
(0,0%, 95% CI
0,0% — 1,1%)

2
(1,2%, 95% CI
0,2% — 4,3%)

Ono0dnToTE aLoppayio ToL eupavictnke atn Oepaneio

119 (36,2%)

45 (27,8%)

*

TovAdyiotov 1 3661 ToV PUPHAKOL TNG LEAETNG.

SAF= cbvolo avaivong ac@aielog, OA T Tondld Tov Tuyatomomonkay kot EAafov

To TPoPiA OTOTEAECUATIKOTNTOG KOl ACPAAELG TNG paposaumdvng tav o€ ueydlo Paduod
TapOpoLe, Heta&d tov modtaTpikod TANOveuon ue ®OE kot tov evidikov minbvopov pe EBOO/IIE,

®0T1HG0, TO TOGOCTO TOV UTOUMV LE OTOUONTOTE OLUOPPAYic NTAV VYNAOTEPO GTOV TALSIATPLKO
mnBvopd pe ®OE e ovykpion pe tov evijliko TAnbuopd pe EBOO/IIE.

Aocbeveic pe TpumAd BTIKO OVTIOOGEOMITLOIKO GUVOPOLO DYNAOD KIVOOVOL
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e o TUYOLOTOINUEVT], TOADKEVTPIKT], AVOLYTNG EMIGUAVOTG LEAETN YPNUOTOOOTOVUEVT OO TOV
gpeuvn pe TvpAomompévn aSloAdynon telkov onpeiov , 1 ppaposaumdvn cuykpidnke pe
Bappapivn oe acbeveic pe 16Top1Kd BpouPmong, S10yVOGUEVOV UE AVTIPMGPOAITIOKO GUVOPOLO KOl
VYNA0D Kvovvov yio BpopPospuforikd eneicdoia (Bpébnkay Betucol kot oTIG TPELS SoKIaGies EAEYYOL
AVTIPOGPOATISIKAV AVTICOUATMV: AVIUTNKTIKO TOV AVKOV, OVTIKOPOLOAUTIVIKA CVTICHOUOTO KOt
avticoOpota Evavtt g B2 -yAvkonpwteivig I). H peié teppatiotnke mpdwpa petd v évraén 120
acOevov, Aoy avénpévou aptBpod Bpoppoepfolikdv enelcodinv oe 0obeveilg 6T0 GKELOC TNG
papo&aumdvne. H péon dibpkela mapakorovdnong ftav 569 nuépes. Ilevivta evvéa (59) acBeveig
toyotomombnkav o praposopndvn 20 mg (15 mg yuo acBeveic pe kdbapon kpeoatvivng <50
mL/min) ka1 e€nvra évag (61) oe Bappapivn (INR 2,0-3,0). OpouPoepuporikd encicddio onueidOnxoy
o€ 12% tov acBevov tuyatomomuévav og piapofaumdvn (4 1oyouKd oyyelokd eyKeQoAKd
enelc60n Kot 3 gpepdypoto pookapdiov). Ltovg acheveic mov Tuyaonomdnkav otn Papeapivn oev
avaeépOnkav BpoppoeuPorikd enciocddia. Eneicddio peilovog arpoppayiog onueimdnke og 4 aocbeveig
(7%) g opddag g prpapoéoumdavne kot o€ 2 acbeveic (3%) g opddag g Papeapivie.

Howdwtpukdc  TAnfuoude

O Evponaikdg Opyaviopog @apudkmv £xel SOl amaAlayn amd TV VIOXPEMOT] VITOBOANG
TOV ATOTEAEGLATOV TOV UEAETOV LUE TO QOPLOKEVTIKO TPOIOV OVOPOPAS TOV TEPIEXEL
pipapo&aumdvn o€ OAEG TIG VTOKATIYOPIEC TOL TAUSIATPIKOV TANBVGUOV Y10 TNV TPOANYM
v cvpuPavtav BpopPoepforng (PA. mapdypago 4.2 yio TANpoPopieg oYETIKA Pe TNV
TOLOLOTPIKTY XPNON)-

5.2 D opPoKOKIVITIKES 1OL0TTEG

Anoppdonon
O1 ak6rovBeg mAnpogopies Pacilovion o dedopéva Tov EMEONCAY GTOVG EVIAIKEC.

H papo&apumdvn amoppopdrtor Taxews pe g pHéyiotes ovyKevipmoels (Cmax ) va eppavilovon 2 -

4 dpeg LETA ) Aqyn ToL Stokiov.

H am6 otopatog amoppodenon g ppaposapmdvng etvat oxedov mAfpng Kot 1 and Tov GTOUATOG
BrodiabeoipotnTa gtvar vymAn (80 - 100%) ya tn d6on diokiov tev 2,5 mg kot 10 mg, aveEaptnra
omd TV Katdotaon vnoteiog/uetd to yevpa- H mpooinym pali pe tpoen dev enmpedlet ty AUC 1
™V Cmax ™S ppapodaumdvng ot 601 tev 2,5 mg kot 10 mg.

Adyo petopévou Babuod amoppdenong, n and Tov otopatog frodadecytotnTa Yo o diokio twv 20
mg vd cuvOnKeg vnoteiag Tpocdlopiomke oe 66%. Otav Ta diokio ppapoapmdvng 20 mg
Aappdavovion pali pe tpoen, mapatnpndnkay ovénoeig ot péon AUC katd 39% g obykpion pe v
TPOSANYT TOV S16KiI0V VIO GUVOTKEG VNGTELNG, TO 0010 VTOONAMVEL GXEGOV TANPT| OTOPPOPTOT| Ko
VYN amtd Tov oTopaTog Prodtabecipuotnta. Ta diokia pipapoapumdvng 15 mg kot 20 mg
npoopilovior va Aappdvoviat pe tpoen (PA. Topdypago 4.2).

O1 QoPUOKOKIVITIKEG 1IO10TNTEC TNG PPOPOEAUTAVIG Eival TEPITOV YPOUUIKEG uEYPL TEpimov 15 mg
amoé nuepnoing oty katdotoon vnoteiog. e cuvOnkeg citiong, Ta diokia ppapoapumdvng 10 mg,
15 mg ko 20 mg katédel&ov avoroyIKOTNTA GOUPOVE, LE TN dOON. L& VYNAOTEPEG OOGELS, 1
pipapo&aumdvn eppavifel amoppoenom mov mepropiletar omd T SIAVTOTTE TOV, UE UEIOUEVT
Blodrabeoipudmra kot peiwuévo puiud amoppdenong e avéavouevn door. H daxdpoaven ot
QOPUOKOKIVITIKY TNG piapolapmdavng eivar pétpia, pe dtokopaveon petad tov atopnv (CV%) arnd
30% £wc 40%.

H amoppdenon g piapoapmivng e&optdrorl amd tn 0£om anedevbEPmONC TOV GTO YUGTPEVIEPIKO
ovotnpa. Mia peioon katd 29% kot 56% oty AUC kot 6TV Cmax G€ GOYKPIOT] L€ TO S10KI0
avaeépOnke o6tav 1 prapolapmdavn vd HopeN KoKKimv amelevdepdveral 6To yyvg Aemtod Eviepo. H
£€kBeon eivon Tepattépo petopévn 6tav 1 papolapmdvn ameAevBEPMVETUL GTO TEPIPEPIKO AETTO
£VTEPO N 0TO VIOV KOAOV. ZVUVETMGS, N YOPNYNoN TS PLRAPOEAUTAVIG TEPLPEPTKE, TOV GTOLAYOL
TPENEL VO, ATOPEVYETOL SLOTL AVTO UTOPEL VO 00T YNOEL GE PEIMUEVT] OTOPPOPTOT| Kol GYETIKT EkBeom
™mg pPapoapumavne.

H BrodraBeoypotnta (AUC kot Cimax) oV ovykpioyn yio 20 mg piapolapmdvng yopnyoduevng
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a0 TOV GTOUOTOC MG OPVUUATICUEVO O1GKIO OVAUEUELYUEVO LE TTOATO UNAOL, | EVALOPNUEVO OE VEPO
KOLL YOPNYOOUEVO PEGH YAOTPKOD ANV akoAovBovpevo amd Eva vypod yeb, o€ GOYKPIo UE Eva
0AOKANPO J10K10. AEGOUEVOL TOL TPOPAEYILOV, S0GOEEAPTOUEVOL POPUAKOKIVIITIKOD TPOPIA TG
pipapo&apumdvng, Ta amoteAéouaTo, flodlafecioTnTog 0md T HeAETN avty| ivan mhavo va
epappolovtor og yapnAdtepeg 60celg ™G ppapoaumdvng.

Houdrozpixog winQvouog

Ta mondd Erafav to d1oKio 1 10 TOGIUO EvadpnLo PROPOEAUTAVNG KOTA TN SLIPKELR 1] GOVTOLA
petd and Tdicpa N TPOGANYN TPOPTG KOl LUE LU0 TUTIKY HePida VYPOV, TPOKEWEVOL VA SUCPUAMGTEL 1)
a&omotn yopnynon g 66omng oto modtd. Onwme Kot Pe Tovg EVAAIKEG, 1 popoSapmivn
ATOPPOPATAL OUECMG HETE OO YOPTYNOT) OO TOL GTOUATOG OC POPLOKOTEYVIKT LOPeN dloKiov N
KOKKi®V Y10 TOo1Ho evaudpnpa. Aev mapotnpinke kopio dtapopd peta&d Tov T0G0GToN
amoppOPNONG N TNG EKTACTG ATOPPOPTONG LETOED TNG POPUAKOTEYVIKNG LOPONG SIOKIOL 1} KOKKi®V
Yo TOOIUO eEvoudpnpa. Aev mapotnpnnke kopio dtapopd otov pubud amoppoenong ovte atov Padud
amoppdPNoNs LeTash TG LOPPOTOinoTg d10KIov Kot KOKKImV Yo OGO evaldpnua. Agv vrdpyovv
Swbéoipa OK dedopéva petd amd evooeAEPLa yopnynon o€ maidld, omoOTe 1 ATOALTN
Blodrabecipudmra g prpapoéoumavne ota Toudld eivol dyvmaotn. Almotdtnke peimwon 6T oYETIKN
BrodwBecipdtnra o avavopeveg dooelg (oe mg/kg copaticon PApovg), LITOdEKVHOVTOG
TEPLOPICUOVG GTNV ATOPPOPNGT] Y10 VYNAOTEPES SOCELS, aKOLa Kot OTav Aapfdavovtol pali pe Tpoen.
Ta dwokia prapoéoumavncl s mg mpémel va Aaufavovtal pe m oition 1 pe tpoen (PA. Topdypapo
4.2).

Katavour
H déopevon og npwteiveg Tov TAAGHLOTOG GTOVG EVIAMKES Elval LYNAY, o€ ToG00TO TEpinov 92 %

£€m0¢ 95 %, pe ™ Aevkouativ) 0pov Vo ATOTEAEL TO KOPLO SEGUEVTIKO GVGTATIKO. O OYKOG
KoTovopnig ivon pétproc, pe Vss TEpimov 50 Aitpa.

Houdratpixog winQvouog

Agv vapyovv dabéciuo dedopéva oYeTIKA UE TN dEoUeVoT TG PBAPOEOUTAVIC OE TPMTEIVES TOV
TAACPLATOG E01KE Yol TOL TTodtd. Agv vrdpyovv dabéoio OK dedopéva petd and evoopiéfia
yopnynomn g papoéapmdvns oe madid. O Vs mov ektipundnke péow OK poviehomoinong
TANOvopov ota Tondld (NAkiokd 0pog 0 £mg < 18 €TV) PUETA TV OO TOV GTOUATOC YOPTYNON TNS
pipapolaumdvng e&aptdtar 0md T0 COUATIKO BAPOC Kol UTOPEL Vo, TEPTYPUPEL LE GANOUETPIKN
e€lowon, pe péco 6po 113 Altpa yo éva dropo pe copatikod Papog 82,8 kg.

Buopetooymuatiopdgs kot anofoin

Y& eVMIKEG, amod T yopNyovuEeVn d66m TS papo&apmdvng, mepinov ta 2/3 vVIOKEVTUL O
UETAPOAIKT| AOdOUNGT, LE TO GO amd ovTd VO, AmeKKPIVETOL KATOTV UEGMH TNG VEQPPIKNG 0500 Kot
70 GAAO G0 Uéc® TV Kompdvmy. To tehkd 1/3 g yopnyoduevnc 606mG LITOKELTOL GE GLECT
VEQPIKT] OTEKKPLON O AUETAPANTN OpaoTIKT 0VGio oTe 0VPa, KUPIMG UEGH EVEPYOD VEQPPIKNG
OMEKKPIONG.

H piBopo&apmivn peraforiletor péow tov CYP3A4, tov CYP2J2 kon unyavicpov ave&dptntov
tov CYP. H 0&e1dm1ikr| 0modounen tov Lopiov Lop@oivovig Kot 1 v3pOADGT| TOV aUdIKOY
deoudv, amoteAoVV Ta KOplo onueia Popetatponns. Me Bdon Tig in vitro €épevveg, M
pipapolapmdvn gival £va VITOGTPOU TOV TPAOTEIVOV petaopénv P-gp (P-yAvkonpmteivn) kot
Berp (mpoteivn avtictaong Kapkivov Tov pactov).

H apetdfintm piopo&apmdvn ivarl n onpoavtikotepn Evoon oto avlpdnivo TAdeua, xopig tnv
TapoLvcio LEOVeV 1| EVEPYDV KUKAOQPOPOUVI®V LeTOfoAMTOV. Me cuotnuatiky kaOapon mepinov
10 1/h, n piapo&oundavn pmopel vo ta&voundei og ovoia younAng kabapong. Metd v
evOoQAEPL yopriynon g 0o6ong 1 mg, n nuiceia {on anékkplong sivon mepimov 4,5 dpeg. Metd
TNV omd TOL GTOUATOG XOPYNOT, 1| ATEKKPLOT TEpopiletar amd To puOud amoppdenone. H
amékkpion g popoapmdvng amd To TAAGHO AauPavel yopa pe TeAkéEg Nlmég and 5 €mg 9
mpec o€ veapd droua, Kot pe TeAkEg Nulwéc and 11 €wg 13 dpeg oToVg NAKIOUEVOLC.

THoudrotpios mAnBovouog
Agv vrapyovv drabéoipo dedouéva HeTafoAMa oD 101kd Yia Ta Tondld. Agv vdpyovv dabéoio OK
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dedopévo Uetd omd evoo@AEPia yopnynomn g ppapoéaunivng o mandid. H CL mov extundnke péow
@K povrtehonoinong minbuopov ota madd (Mikioxd ebpog 0 mg < 18 etdv) petd v and Tov
GTONATOG YopNynomn g ppapolaumavne eEaptdtot amd To COUOTIKO BApog Kot umopel va Teptypapel
pe oAhopetpikn e&iocwon, pe péco 6po 8 1/h yio éva dropo pe copatikd Bapog 82,8 kg. Ot tipég
YEOUETPKOV LEGOL Yia Tig NuimEg dudbeong (t1/2) mov extyunbnkav péom OK povielomoinong
mAnBucopov peidvovtal pe ) peimon e nikiog kot kopdvonkav and 4,2 h otovg epnovs £mc
nepinov 3 h ota modid nAwciog 2 — 12 etmv, ko o€ 1,9 kot 1,6 h ota wodid nikiog 0,5-< 2 etV kot
Kéto tov 0,5 eTdv, avticToly.

E1dikoi mAinBuopoi

Doblo

e evilikeg, dev mapotnpiOnkay kKAvikd oyeTi{OUEVES S10POPES OTIG POPLOKOKIVITIKES KO
QOPUAKOOVVOUIKEG 1O10TNTEG UETAED avOp®Y Kol Yovauk®v acevmv. Mia diepeuvntikn
avAALGT OV OMOKAALYE GYETIKESG OL0pOpES otV £KBeon ot paposapmdavn peta&y
appévev Kot INAEmV Tadidv.

Hliwuévos minBoouog

O nAkiopévol acBevelg mopovsiocay VYNAOTEPES GLYKEVIPDOGELG TAAGLOTOC 0o O,TL OL
veotepol acbeveig, pe péoeg Tywég AUC mepimov 1,5 popég vynidtepeg, Kupiog AOYm TG
HELOUEVNS (QatVOHEVTG) OAKNG Kol VEQPIKNG KABapong. Agv amatteiton TPOGAPUOYH TG
docoroyiag.

Mapopetiés kotnyopies fapovg

e eVAMIKEG, axpaies TIES copoTikov Papoug (< 50 kg 1> 120 kg) eiyov pdvo pikpn enidpacn oTig
GUYKEVIPAOGELS TNG papoiaundvng oto mAdopa (Aryotepo and 25 %). Agv amorteitol Tposoppoyn
g doGoloyiag.

Y10 moudid, 1 prpapoaumdvn docoroyeital pe faon to copoTKd Bdpog. Mia dlepevviTIKn
aVAALGT OEV OMOKAALYE GYETIKT EMIOPAOT] TOV EAAMTOVS Bépovg 1} TG TayvoapKiog oty £kbeon
ot ppopo&apmivn ota Toudid.

A1090AeTIKES O10POPES

Xe evAiKeg, dev mapotnpOnkay Khvikd oyeti{opeves SoupuAETIKEG dapopég petald Kavkdoiwy,
pavpov Auepikavav, lonavopmvov, latdveov 1 Kivélov acbevav dcov agpopd oTig
QOPUOKOKIVITIKES KOl QOPUAKOSVVOUIKES 1010TNTES TNG piapolaumdavng.

Mia, S1epevvnTikn avaALGT 0V OTOKAAVYE GYETIKEG O1E0VIKEG dlapopég oty ékbBeomn o
papo&aumdvn petad landvov, Kivé{wv 1 Actotov madidv ektog g lartwviag kot g Kivag og
GUYKPLON UE TOV aVTIOTOLO GUVOAIKO TodLOTPIKO TANOLGUO.

Hratikn dvolertovpyio

Kippotikoi evihikeg acbeveig pe nma nrotikn dvciertovpyia (otadiov A katd Child Pugh)
EUPAVICOY HOVO UIKPEG LETOPOAES OTIC PUPUOKOKIVITIKEG 1010TNTEG NG pLopoaumdvng (avénon
katd 1,2 eopéc otnv AUC ¢ prfapoapmdvng kotd uéco 6po), GYEOOV GUYKPIGUUEG UE TIG
AVTICTOT(ES YLOL TNV OUAOO EAEYYOV VYLDV ATOUMV. Xg KIPPMTIKOVG acOevelg pe PHETplo NIoTiky
dvodettovpyia (otadiov B katd Child Pugh), n péon AUC g pipapoéopmdvng avéndnke
oNUAVTIKA Kotd 2,3 popég e ovykpion pe vyteic ebedovtéc. H AUC tov un deouevpévon
eapudrov avénonke kotd 2,6 popéc. O1 cuykekpuévol acbeveic elyav emiong Lel®pUEVT VEQPPIKN
améKKpion ¢ poapoaumdvng, opoto e eKeivn Tov actevav pe pétpla veepikn ducAettovpyia.
Agv vrdpyovv dedopéva oe aobeveig e coPapn nratikn dvcAiettovpyia.

H avactoAn g dpaotikdTnTag Tou Tapdyovia Xa avéninke katd éva cuvieleot 2,6 o€ acbeveig
UE LETPLO TTOTIKT OLGAEITOVPYIQ GE GUYKPLOT LE TOVG vYieig eBedovtés. H mapdtaon tov PT
avénonke opoing Katd éva cuvteleot 2,1. AcBeveic pe pétpla nratikn dvcAgitovpyio HToV
mEPLGGOTEPO €VAIGONTOL OTN PPAPOEAUTAV LLE ATOTEAEG LA L0 LEYAAVTEPT] KAIOM GTY) GYEoN
PK/PD petaé&d cvykévipmong kot PT.

H piapo&apmavn avievosikvotal o acOeveic e otk voco oyetilopevn e dtotapoyn e
TENG TOV OUOITOC Kot KAVIKG oeTILOUEVO KivOuvo anploppayiog, COUTEPIAOUBOVOUEV®DY
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Kippotikedv acdevav pe Child Pugh B ko C (BA. mapdypago 4.3).
Agv vrdpyovv dabécipa KAvikd dedopéva og ToudLd e NTATIKT SVGAELTOVPYidL.

Negpikn dvolertovpyio.

e evnhikeg, mopatnpnOnke o advénon g ékbeong ot paposapndvn e cuoyETion Ue pHeimon
NG VEPPIKNG Aettovpyiog, 6mwe a&loAoyndnke pécm petprioewy Kabapong kpeatvivig. Ze acbeveig
pe nma (kdBapon kpeativivng 50 - 80 ml/min), pérpia (kaBapon kpeatvivng 30 - 49 ml/min) Kot
coPoapn (kaBapon kpeativivng 15 - 29 ml/min) veppikn duciettovpyio, Ol GLYKEVIPDOGELS TAAGLATOC
g papoéapndvne (AUC) avénbniay katd 1,4, 1,5 kot 1,6 eopéc avtiotorya. Ot avtioToryeg
AVENCELG OTIG POPLOKOSVVOLIKEG OPACELG NTAY EVIOVOTEPESG. Xe 0oBeVeig e i, PETpLa Kot cofapn
VEQPIKT duGAEITOVPYi, 1 YEVIKT OVOGTOAN TNG OPACTIKOTNTOC TOV Tapdyovta Xa avénonke kotd éva
ocvvtereot 1,5, 1,9 ko 2,0 avtictotya, oe cuykpion pe vyieig eBerovtéc. H mapdraon tov PT
avENONKe opoimg Katd Eva cuvtereot 1,3, 2,2 ko 2,4 avtiototya. Agv vapyovv dedopéva og
acOeveic pe kdbapon kpeatvivng < 15 ml/min.

AdY® ™S VYNANG GEGUEVOTG GE TPOTEIVES TOL TAACUATOG, 1| pLapoaundvn dev avouévetot 0Tt
umopei va givar opodwicun.

H ypnion de cuvictdron oe acbeveic pe kdBapon kpeatvivng < 15 ml/min. H piapo&apmivn

TPENEL VO, YPTCLUOTOELTAL [LE TPOGOYN o€ acBeveig pe kabapon kpeatvivng 15 - 29 ml/min (BA.
mopaypapo 4.4).

Agv vapyovv dabéciua kKhvikd dedopéve og Taudid nitkiog 1 étovg Kot dve pe pétpio

coPapn veppixr| Suciertrovpyio (puOudc orepapotikhg S1\Onong < 50 ml/min/1,73 m?).

Dappoxokvntkd dedopéva oe aobeveig

e aobeveic mov Ehafav piapoéaumdvn yio Oepomeio g ofeiog ev T Padel plefikng Opoupwong
(EB®O®) 20 mg ana& nuepnoims, 0 YEMUETPIKOG HEGOG SLYKEVTIP®ONG (90% mpofAréyio didotnpa) 2-
4 dpeg kot mepimov 24 dpeg PETA TN 060N (AVTUTPOCOTEVEL TEPITOL TIG UEYIOTES KO EACYLOTES
GUYKEVTIPMGELS KATA TN O1APKELD TOV SUGTAKATOG TG 06ong) ftav 215 (22 — 535) ko 32 (6-239) mcg
/1 avticTouyo.

e moudatpikovg aobeveis pe ofegio POE mov hafov mpocaplocuévn g mpog 0 coUatikd Bapoc
pipapo&aumdvn mov 0dNynoe oe Ekbeomn mapouolo pe ekeivn oe evidikeg aobeveic pe EBOO mov
Adppavay nuepnota d6om 20 mg droé NuepNGime, o1 YEMUETPIKEG HEGEG CLYKEVTPDOGELS (90%
SloTNUe) G XPOVIKE SLOGTILOTO SELYUATOANYING TTOL OVTUTPOCHTEVAV YOVOPIKA TIG LEYIOTEG Ko
EMAYI0TEG CLYKEVTPDOGELG KATA T SLAPKELN TOV HOGOA0YIKOL S10GTHOTOS, cuvoyilovtal otov [Tivaxa
13.

Iivakag 13: XvvonTikG 6TATIOTIKA oToLYEld (YempETPIKOS pécog (90 % dbdotnpa)) TV
CUYKEVIPDOOEMV TAAGNATOG 6TOOEPOTONUEVIC KaTaoTAoNS prfapotapmdvig (meg/l) kKaTd

0060A0Y1KO oyfno Ko nAkio
Xpovikd,
OLUGTILOTO
0.d. N 12 <18 etaov N 6 -< 12 gtV
2,5-4 hyetd |171 41,5 24  [229,7
(105-484) (91,5-777)
20-24 h petd |151 20,6 24 (15,9
(5,69-66,5) (3,42-45,5)
b.i.d. N 6-<12gtov N 2 -< 6 £TOV N 0.5 -<2 gTdv
2,5-4hyetd 36 [145,4 38 [171,8 2 5.0,
(46,0-343) (70,7-438)
10-16 h petéd 33 26,0 37 22,2 3 (10,7
(7,99-94,9) (0,25-127) (5.v.- 8.v.)
t.i.d. N 2 -< 6 eTOV IN ['évvnon - N 0,5-<2¢taov [N [['évwnon -
<2 eTOV < 0,5 etV
0,5-3 h petd |5 164,7 25  [111,2 13 1143 12 1108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)
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78hpeta |5 P32 D3 [18,7 12 14 11 [16,1
(18,7-99.7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

0.d. = ana nuepnoimg, b.i.d. = 300 Popég nuepnoing, t.i.d. = Tpeig popéc nuepnoing, 8.v. = dev
vroloyiotnke

O Tyég Kato and 10 Kathtepo dplo mocotikonoinong (LLOQ) vrokatactadnkav amd 1/2 LLOQ
Y10l TOV DTOAOYIGUO TOV 6TOTIOTIK®Y ototyeiov (LLOQ = 0,5 mcg/l).

20N QUPUOKOKIVITIKAV/(QOPLOKOOVVOULKMOV 1010TNTOV

H oyéon eoappakoxivntikdv/eoppokoduvaukayv wiottov (PK/PD) peta&d g ovykévipoong g
pipapo&aumbvng oto TAdopa Kot dStopopmv teMkdv onueiov PD (avactodn napdyovia Xa, PT,
aPTT, Heptest) a&odoynOnke petd and ) yoprynon evog peydiov edpovg 66cemv (5 - 30 mg 600
0opéc nuepnoing). H oyéon petald g cvykévrpmong g prpapolapmdvng Kat g 6pactnplotnog
0V napdfyovra Xa ngplfypdq)n](g K(l)\fl’)'fsp(l oo Evol },lOVTé)bO Emax T 1o PT, TO MOVTé)\.O
YPOUMIKNG TAPEUPBOANG YEVIKG TEPLEYPOVE codhdTEpa Tor SESOUEVA. AVALOYXL LIE TO. SLAPOPETIKE.
avtpaoctipro. PT mov ypnowonomdnkav, n kAion 6iéepepe onuaviucd. Otav ypnoyomordnke
Neoplastin PT, n apyucq un PT tav mepimov 13 devtepdrenta (s) kot 1 kAion tav wepinmov 3 €wc
4 s/(100 meg/l). Ta anoterécpato TV avarveemv PK/PD ot @don I kat 111 Atav cuvakdriovba pe
Ta 6£d0UEVA TTOVL TEKUNPLOON KAV GE VYL GTOLOL.

Hondatpikodg minbuvopdg

H aocopdleta kot 1 amotelecpatikdtnTa dev £xouv TekunprmBet yio tnv £voelin g TpoAnyng Tov
AYYEKOD EYKEPAAIKOV ETEICOI0V Kal TNG CLOTNUIKNAG EUPOANC o€ acbevelg e un PorPiotkn KoAmikn
LOpLOpLYT] Y10 TToidtd ko pnfoug niikiog £og 18 etdv.

53 poxivikd dgoopéva Yo TNy asQEAEL.

Ta pun KAviKd dedopéva dgV amoKaAVTTOVY 1010iTEPO Kivouvo Y10, ToV AvOpwmo ue Paon Tig
GUUPUTIKEG LEAETEC PUPUOKOAOYIKNG AGPAAELOG, TOEIKOTNTOC Uiag dOONC, PMTOTOEIKOTNTOG,
YOVOTOEIKOTNTAG, EVOEXOUEVNG KAPKIVOYOVOL OPACT|G KL VEOVIKNG TOEIKOTNTOG,

O1 emdpdbioeig mov mapatnpnOnkay o pHeAéTes TOEWKOTNTAS ETOVaALUPAVOUEVOY 00EMV opeilovTay
KUPIOC GTNV EKGECT|LOGUEVT POPUAKOSVVAIKT dpacTnpldTnTa TG ptiaposaumavne. XToug
apovpaiovg, mapatnpnnkav avénuéva enineda IgG kot IgA 610 TAACUN GE KAIVIKG GYETIKG, ETITESQL
éxbeomnc.

21006 apovpaiovs, dev TapatnpNONKay ETOPAGEIS GTN YOVILOTNTA TV 0ppévev 1 Inkémv. Mehéteg
o€ {da KaTedEEAV TOEIKOTNTO GTIV OVATOPAYWYIKT] IKOVOTNTO GYETILOUEV LE TOV POPLOKOAOYIKO
TPOTO Opaong TS poapoapmdvng (w.y. apoppoytkéc emmAokég). Eufpuikn - veoyvikn to&ikotnto
(amofoAn petd v epueHTEVCT], KOOVGTEPNUEVT)/TPOY®PTLEVT] OGTEOTOINGT), TOALOTAC NTATIKA
AVOIKTOYPOO oTIYUOTE) KAODS Kot 0uENUEVT GLYVOTNTO EULPAVIGTIC KOVAV SLOUUPTIOV Kol
HETABOAGV TOL TAOKOOVTA TapaTNPNONKAY G€ KAMVIKG GYETIKEG GUYKEVIPAOGELG TAAGHOTOG. TNV
TPOYEVVNTIKY KO LETAYEVVITIKN LEAETT) GTOVG apovpaiovs, Tapatnpninke peiopévn frocipuotnta
TOV AT0YOVOV € 60GELS 1OV NTav TOEIKES Yo ToL ONAEa.

H pipapo&apmivn dokipudotke o€ veapohe apovpaiovg yia diapkela Oepaneiog £mg kat 3 unvav, pe
évapén katd v Huépa 4 petd m yévvnon, deiyvovtag o un docoe&aptopuevn dvénomn g
TEPIVIOIOOKNG EYKEPUAIKTG apoppayiog. Aev mapotnpnonkov evoei&elg E101KNG Y10 GTOXELOUEV
opyava ToEIKOTNTOG.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaloyog ekddymv

ITvpnvoc dokiov

Aoktoln povoidpkn

Koappelhdln vatpiovyog dtactavpovuevn (E468)

Ndtpio Aaovpvrobeukd (E487)

YrpopeAroln 2910 (ovopaotikd 1Emdeg 5,1 mPa.S) (E464)
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Mukpokpvotarrkn kKuttapivn (E460)
Kolhoedég dvudpo o&eidto mupitiov (ESS)
Mayvfcio oteatiko (ES572)

Erucdioyn diokiov

IToAvarBvievoyAvkdin

4000 (E1521)

YrpopeAroln 2910 (ovopaotikd 1Eddeg 5,1 mPa.S) (E464)
Tiraviov do&eido (E171)

Z1dnpov o&eido epvBpd

(E172)

6.2 AovppotoTnTeg
Agv gpapudletan

6.3 Avdpkero Lomg
2 ypoévia.

Opvppaticpéva diokia
Ta Opoppaticpéva dioxia prlapoapmdvng eivar 6tabepd 610 vepd Kot 6TOV TOATO PNAOL £G Kot 4
MpPEC.

6.4 Iowitepeg TpoPLAGEELS KOTA TV QUAIEN TOV TPOTOVTOG
Agv vapyovv €1d1kéEG 0dNyieg dlaT PG Y10 TO TPOIOV OVTO.
6.5 @YoM KOl GLOTATIKG TOL TEPLEKTT

Adpaves koyéreg PVC/aiovpviov o suokevacieg tov 10, 14, 28, 30, 42, 56, 90, 98 1 100
EMKUAVUUEVOV IE AETTTO VUEVIO OloKimV 1) 018 TpNTEC KLWEAEG oviG doong tov 10 x 11 100 x 1
dokimv.

OuAn and HDPE pe Aevkd adlopoavég mopo ac@oieiog yio To moudld amd TOAVTPOTVLAEVIO Kol
TapEUPUoHO TOV £YEL ETEVOVOT| ETAYWYIKNG GPPAyions. vokevacia 30 1 90 emkalvppévaov pe Aento
VUEVIO dioK®V.

D1idn a6 HDPE pe Agoko adtapovég PomTo mdpo pe cuveXEG GTEIP®ILOL 0O TOAVTPOTVAEVIO Ko
TapEUPLUCLO TOV €YEL ETEVOVOT| EXAYWYIKNG GPPAYIoTS. Xvokevacio S00 emkaAvUPEVOV Le AETTO
VUEVIO OloK®V.

Mmropei va, un KuKAOQOPOUV OAEC 01 GUGKELOGIES.
6.6 Iowitepeg TPOPUAAEELS amOppPLYNS KOl GAAOG YELPIGIOG

Kabe aypnoiponointo eopuakevtikd mpoidy 1 VIOAELUN TPETEL VO, ATOPPITTETOL COUPDVA UE TIG
KOTd TOTOVG 10 DOVCEG OYETIKEG SLUTAEELS.

Opvppatiopds dSokiov

Ta diokia prpapo&apmdvng propovv vo Bpuupatictody Kot va evaiopndodv oe 50 ml vepod kot va
xop1nyNBovv LEGH PIVOYUCTPIKOD COAVO 1] COANVA YOOTPIKNG Gitiong LeTd amd emPefaimon g
TOMOOETNONG TOV GOANVA EVTOG TOL GTOUAYOV. TN GLUVEXELN O COANVOG TPENEL VA, EEMAEVETOL E VEPO.
Agdopévov 6tL 1 amoppdenon e pipapoéapmivng eaptdtal and T B€omn Trng anedevbépmang tng
OpACTIKNG ovGiag, 1 yopnynon g pPapo&aumdvng dmm Tov oToUdy oV Bo TPETEL VO ATOPEVYETOL,
aVTO HITOPEl Vo, 00N YNOEL OE LEIMUEVT] ATOPPOPNON Kol KAT' 0VTOV TOV TPOTO HELmpéEVN £kBeoT otV
dpaotikn ovoia. Metd tn yopnynon evog Bpvppaticpévovu dickiov pipapoéaumdavng 15 mg 1 20 mg, n
d60om Ba pémet va axolovbeitor apécme omd eviepikn oition.
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7 KATOXOX THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

8 APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1488/040-053

9 HMEPOMHNIA ITPQTHX EI'KPIXHX / ANANEQXHX THX AAEIAX

Hpepounvia npotng éykprong: 16 Noegufpiov 2020
Huepounvia televtaiog avavémong: 6 Avyovotov 2025

10 HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Agntopepn TANPOPOPLOKA GTOLXEID VIO TO TOPAV PAPUOKEVTIKO TTPOioVY gival dlabéaiia oTov
dwktvaxd toémo Tov Evponaikot Opyavicpod @opudkov http://www.ema.europa.eu/.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg emkaivppéva pe Aemtd vpévio diokia
Rivaroxaban Accord 20 mg emkaAvppéva pe Aemtd vévio dtokia

2. ITOIOTIKH KAI ITIOXOTIKH XYNGEXH

Kabe emxaioppévo pe Aemtd vpévio diokio mepiéyetl 15 mg pifapoapmivn.
Kdabe emxaivppévo pe Aemtd vpévio diokio mepiéyel 20 mg pifapoapmdvn.

'Exdoyo pe yvootéc dpdoels

Ké0e emkoaioppévo pe Aentd vpévio diokio 15mg nepiéyet 20,92 mg Aaxtolng (og povoidpikn), BA.
mopaypopo 4.4.

Kdabe emxaivppévo pe Aemtd vpévio diokio 20mg mepiéyet 27,90 mg Aaxtdlng (og povoidpikn), PA.
mopaypopo 4.4.

INo tov Tpn katdhoyo Tov exdoywV, BA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemto vuévio diokio (d1okio)

Rivaroxaban Accord 15 mg: Ztpoyyvlrd, apeikopta, EXKOAVUUEVO L AETTO VUEVIO O1oKid, KOKKIVOL
APOUATOG, dlapéTpov mepimov 5,00 yih., pe yopaypuévn v évoeén «ILy ot pia 6ym ko v évoeén
«2» otV GAAN Oy

Rivaroxaban Accord 20 mg: Xtpoyyvdd, apeikupto, EMKOAVUUEVO Pe AETTO VUEVIO d10Ki0, GKOVPOL
KOKKIVOL ¥Pp@OUATOG, StopéTpov epimov 6,00 yii., pe yapoypévn v évoeien «IL3» o pia 6y kot
yopic Evoelln oty AAAN oyn).

4. KAINIKEX IAHPO®OPIEX
4.1 OgpamevTikéc gvoeielg

Oepomeio ¢ ev o Paber pAefikng Opoupwong (EBDPO®) kot g mvevpovikng eupoing (ITE) kon
TpoAnyn ¢ vrotponng ¢ EBD®O kot e TIE oe evniikovg (dgite mapdypago 4.4 yio TOvg
apodvvapkd aotabeic aoeveig pe 11E).

4.2 Aocoloyia Kol TpOTOS Yopynong

Aocoloyia
Ocpancio e EBPO, Ocporeia g IIE ko mpoinyn e vmotporns ths EBPO kou g IIE

H ocvvietdpevn d6om yio v apyikn Oepameia g ofeiag EBOO 1 T1E ivar 15 mg dvo popég
NUEPNGIME Y10, TIC TPDOTES TPELS EPOOUGOES, akorovBovpevn amd 20 mg draé nuepncing yo )
ovvéyion g Bepaneiog kot tnv TpdAnym g vrotporng g EBO® kot g I1E.

H ppn Sdpketa Oepaneiog (Yo tovddyiotov 3 unvec) Bo mpénet va eEetaleton o acbeveig pe
EB®O 1 I1E mov npoxodeitor amd peiloveg mopodikong mapdyovieg Kivovvov (nA. Tpdceatn
coPapn eyyeipnon N tpavpa). H peyardtepn didpketa Oepaneiog Bo mpénet va e€etdleton o€
acBeveic pe mpoxinty EBOO 7 I1E mov dev oyetileton pe peiloveg mopodtkong TopiyovTeg
Kwvdvvov, anpdxintn EBO®O 1 I1E, 1} iotopikd vrotponiic EBO® 7 [1E.

Orav evésikvuton Tapatetapévn Tpoinym g vrotpomig EBO® ko ITE (petd v ohokAnpwon
TovAdyiotov 6 unvav Beparneiog yio EBOO 1 I1E), n cuvictdpevn doon givar 10 mg droé nuepnoing.
Xe acbeveig oTovg omoiovg o kivovvog votpomiic EBOO 1 I1E Bsmpeitar vynAog, 6mwg exeivot pe
EMMETAEYUEVEG GLVVOOTPOTNTES, N EKEIVOL TTOV EYovV avanTiéel vtotpon) EB@O 1 T1E evo
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Aaupavay Tapatetapévn TpoAnyn ue Rivaroxaban Accord 10 mg dmoé nuepnoiong, 0o tpénel va
eEetdleton pua d6om Rivaroxaban Accord 20 mg drag nuepnoiog.

H dudpxeia g Oepameiog kot 1 eXAoyn TG 0OONG TPEMEL VA EEATOMKEDOVTAL LETA OO TPOCEKTIKT
a&loddynon Tov opélovg e Bepameiog Evavtt Tov Kvdvvou arpoppayiog (PA. mapdypaeo 4.4).

Xpovikn mepiodog Aocoroyiko mpdypappe | ZOVOAMKN NUEPTOLOL
doom
O¢pamneio ko Tponyn | Huépa 1-21 15 mg dvo popég 30 mg
g vrotponic EBOO NUEPNGIMC
ko [1E
Hpépa 22 xon €€ng 20 mg dmo& nuepnoing |20 mg
[Ipdinym tng Metd v 10 mg dmo& nuepnoing | 10 mg
vrotpornc EBDO kot 0AOKANPOOT) 1 120 mg
IE TOVAGLOTOV 20 mg amaé nuepncing
6 unvav Bepaneiog
vy EBOO 1 [1E

H ovokevaocia évapéng Bepaneiog 4 efdopddwv Rivaroxaban Accord agopd oe acbeveic mov Oa
petafodv amod ) docoroyio Twv 15mg dvo popég nuepnoimg otn docoroyio Twv 20mg dmaé
nuepnoing omd v nuépa 22 kot énerta (Sgite mopaypapo 6.5).

Xe aoBeveig pe pétpro 1) coPfopn veppikn SuGAEITOLPYia OOV EYEL AMOPAGIGTEL 1) ANYT TV 15mg
dmoé nuepnoing and v nuépa 22 Kot Emelta, gival Sabécieg GAALEG CLGKEVAGIEG TOV TEPIEXOLV
uévo to. 15 mg emkaAvppéva pe Aemtod vuévio dtokia (deite 001yiec S060AOYING OTNV TOPAKAT®
mapdypoeo Eiducot [TAnbvouoti).

Edv maporeipbei pia 6001 katd tn didpkelo, tng edong Oepaneiog tov 15 mg dvo popég
nuepnoing (nuépa 1 - 21), o acBevig tpémet va mapet 1o Rivaroxaban Accord apéowmg yuo va
dwuopalotel | Tpdoinyn 30 mg poapoapmdvng NUeEPNCImS. TNV TEPITTO®ON VTN, LITOPOVV Vi
AneBovv dvo dokia Twv 15 mg Tavtdypova. O acBevig mpénel va cuveyioet Tnv endpevn nuépa
LE TNV KavoViKN TPOGANYM TV 15 mg 300 popég nuepncimg, OTMG GLVIGTATOL.

Edv maporeipbei pio 66om katd tn didpkeia tng eaong epomeiog dmoaé nuepncing, o acbevig
npénel va, mopel To Rivaroxaban Accord apécmg Kot va, cuveyicel TNV EXOUeEVN NUEPA. LUE TNV
TpoOcAny” ana nuepnoimg, 6nwg cuviotdtal. H d6on dev mpénet va dimhaciootel evtdg tng 1010g
NUEPOS Yo va avamAnpmBel n d6om mov maporeipOnke.

Alrayy aro avioywviatés g Preopivns K (ABK) oe pifapoloumcvy

IMa acBeveig vd Bepamevtikn aywyn yio EBOO, ITE kot mpdinyn g votpomnig, n Oepamneia pe
ABK mpénet va, diaxomel kot va Egkivioel 1) Oepamneia pe to Rivaroxaban Accord 6tov 1 Ty INR
givan < 2,5.

Orav ot acOeveic aAralovv and ABK oe pipapo&oumavn, ot tipég g Atebvovg Opoaiomomuévng
Yxéong (INR) Oa etvar yevdmg avénuéveg petd v tpdoinym g pipapoéaumdvne. H tyun INR dgv
glvat £yxopn yio T LETPNOT TG AVTITNKTIKNAG 0pAcNG TS PBOPOEAUTAVIG KO, GUVETMS, OEV TPEMEL
va ypnowomoteitan (BA. mapdypago 4.5).

Aldoyn aro pifapoloumavy oe oviaywviares e Prrouivis K (ABK)

Yrdpyel mBovotnTo averapkoDs OVIITNKTIKOTNTOS KATd T HETAPaon amd T pipaposaumdvn o
ABK. H cuveync enapkng avimmnKTikdtnTo TpEnet vo dtoc@ariletal Kotd tn otdpKeLd 0molasdnmoTe
petdfoong oe Eva evaAlokTikd avtimnktiko. [Ipénel va onuewmdei 6t 1 pifapoéapmdvn propet va
ouvelopépel oe avénuévn Ty INR.

e aoBeveig mov aArdalovv amod ) pipapoéaurdavn oe ABK, ot ABK mpémet va yopryodvton
tavtdypova puéxpt n tiun INR va givar > 2,0.

T T mpdteg 000 NUEPES TNG LETAPATIKNG TEPLOOOV, TPEMEL VO YPNOLUOTONOEL 1] TUTTIKY| OPYLKN
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docoroyio twv ABK, axoAiovBovuevn Tig endpevec nuépeg amod tn docoroyic ABK, ommg
vrodekvoetal and Tig e&etdoelg INR. Evoow ot aoBeveic Aappdvouy mapdiinia pifoapoapmivn kot
ABK, n tiun INR dev mpémet va ehéyyetarl vopitepa omd 24 dpeg Petd amd TV Tponyoduevn do0on
aAAGQ TPV amd TV enopevn d6on G piapoapmivng. Otav to Rivaroxaban Accord dwokonet, ot
eEetdoeic INR pmopodv va yivouv aidmorta tovddyiotov 24 dpeg puetd amd v terevtaio d6on (PA.
Tapoypaeovg 4.5 Kot 5.2).

AAkayn omo Topevrepia aVvTmnNKTIKG o€ pifopoloumovy

INo acBeveic mov AapPdvovy Eva TOPEVTEPIKO AVTITNKTIKO, OLOKOWTE TO TOPEVIEPIKO OVTUTNKTIKO
ka1 Eexkivnote T papoaumdavn 0 £og 2 dpeg Tpv amd 1o (povo Tov Bo exopnyeito N emOUEVY
3001 TOL TAPEVTIEPIKOD PAPUAKELTIKOD TPoidvTog (T.). Nrapiveg kpob poprakod Bépovg) 1 katd
TO YPOVO NG S10KOTNG EVOS GUVENDS YOPTYOVLEVOD TOPEVTEPIKOD POPLAKEVTIKOV TPOIOVTOG (TT..
evOoPAEPBLO U KAaopatomomuévn nropivn).

Aldoyn aro ™ pifapoloumavy oe TOPEVIEPLKO. AVTITHKTIKG
Xopnynote v IpdTI 60GT TOL TOPEVTEPIKOD OVTITNKTIKOD KOTA TO ¥PpOVo Tov Ba, Expene va
AnoeBel n emopevn 06on g ppapolaumdvng.

Edwcoi minBuopoi

Negpikn dvolertovpyio.

[epropropéva KAviKa dedopéva, yio acbeveic pe cofapn veppikn dvsiertovpyia (kKaboapon
KpeaTvivig 15 - 29 ml/min) vodelkvhouy OTL 0L GLYKEVTPMGELS PROPOEAUTAVIG GTO TAAC LA
aLEAVOVTAL GNUOVTIKA. ZUVEN®G, TO Rivaroxaban Accord mpémet vo ypnoiponoleital e Tpocoyn
GTOVG GLYKEKPIUEVOLG acbeveic. H yprion de cuvictdral oe acheveic pe kdbapon kpeativivng < 15
ml/min (BA. mapaypdeovg 4.4 kot 5.2).

e aobeveig pe pétpra (kdbapon kpeotviving 30 - 49 ml/min) 1§ cofapn veppikn ducAettovpyio
(kaBapon kpeatvivng 15 - 29 ml/min), epapudlovtar ot akdAovbeg 0GOA0YIKEG GVGTACELS:

- ' Bgpameia thg EBPO, ) Ogpancio g IIE kot tv npdinyn g vrotponrg ts EBOO
ka1 tng [1E: o1 acOeveig mpémetl va AauPavovy Bepomeio pe 15 mg 600 popég nuepnoing yio Tic
TpmTEG 3 EPOOUAOES. XTN GUVEXELN, OTOV 1] GUVIGTOUEVT] dOoT glvan 20 mg dra nuepnoimg,
€dv 1 a&loldynon Kwvdévvov tov acBevoic Yo arpoppayio vIEPTEPEL TOL KIVOVHVOL VITOTPOTNG
¢ [1E ko g EB®O 0o pémet va Aaufavetor vadyn pa peioon g 06ong amd 20 mg dnaé
nuepnoing o 15 mg dnoé nuepnoiong. H ovotaon yio t xprion tov 15 mg Paciletor oe PK
HOVTELO Kot dev €xel peretnfel otig ovykekpyéveg kKMvikég ouvOnkeg (deite mapaypdpovg 4.4,
5.1 ko 5.2).

Otov 1 cuvictdpevn 6001 givar 10 mg dmoé nuepnoing, dev amaiteitol TPOCAPUOYN TNG
30G0A0YI0G A0 TN GUVIGTAOUEVT] dOOT).

Agv amaiteitol Tpocaproyn e 60coAoyiag o aobeveig pe Nmio veppikn ducAettovpyio
(kaBapon kpeatvivng 50 - 80 ml/min) (BA. Topdypago 5.2).

Hratikn dvolertovpyio

To Rivaroxaban Accord avtevdeixvotal og acOeveic pe Nratikny vOGo oyeTILOUEVT LULE dLATOPOYN
g TNENG TOL alipaTog Kol KAk oyeTi{opevo Kivouvo apoppayiog CuPTEPIAAUPOVOUEVOV TOV
Kippotikdv acevav pe Child Pugh B kai C (BA. mapaypdeovg 4.3 kat 5.2).

Hlkiouévos ninBoouog
Agv amoiteiton mpocappoyn g docoroyiog (deite mapdypoo 5.2)

2ouotiko fapog
Agv amoiteiton mpocappoyn g docoroyiog (deite mapdypoo 5.2)

Dolo
Agv amaiteiton mpocuppoyn g docoroyiog (deite mapdypoo 5.2)
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Houdrozpixog winQvouog

H ovokevaocia évapéng Bepaneiog Rivaroxaban Accord dev mpénet va ypnoilponoteital o€ modidt
niwiog 0 g 18 etcdv d16T1 eivar e101kd oyedtocpévn Yo T Bepaneio evniikov acBevay Kot dev
glval KatdAANAn Yo ypfon o€ TudlaTpikovg acheveic.

Tpomoc yoprynong

To Rivaroxaban Accord gival yio amd 6TOUATOG XPHOT).
Ta diokia mpémet vo, AapPdvovtar pe tpoen (deite mapdypapo 5.2)

Opvuuoriouos olokiwv

Mo acBeveic mov dev pmopovv vo KaTamiovy oAoKANnpa diokia, to diokio Rivaroxaban Accord pmopel
va Opvppatiotel ko vo avopeydel pe vepod 1 TOATO UAAOL APECHS TPV TN YPNON Kot va yopnynOei
amo Tov oTOpaToc. Metd T yopnynon tev Bpvppoticpéveov Rivaroxaban Accord 15 mg 1) 20 mg
EMKAAVUUEVOV IE AETTO VEVIO dokimV, 1) 600m Ba Tpémel va akolovBeital apécmg amd Tpoe).

To Opoppoticpévo diokio umopei emiong va yopnynbei péom yootpik@v cornvov (PA.

TAPOYPAPOVS 5.2 Kat 6.6).

4.3 Avtevoeigelg

YrepevoioOnoio 61 dpactikn ovoia 1| o€ KAmo1o amd o £KO0Y0 TOV AVOPEPOVTOL GTNV
Topaypapo 6.1.

Evepyodg khvikd onpavtikn aipoppayio.

BAGPN 1 katdotaon, edv Oswpeitar 6Tt amoterel onuavtikd Kivovvo yio, cofapmn apoppayia.
Av16 pmopet va mepthapfdvetl Tapovoa 1| TpOSEATY YUOTPEVTEPIKN eEEAK®OT, TapovTi
KaKonOdV VEOTAAGL®OY 6€ LYNAO KivOLVo alpoppayiog, TpOGEATH KAKMGT TOL EYKEPAAOL 1 TG
GTOVOVAIKNG GTHANG, TPOGEUTT XELPOVPYIKT EXEPPACT] EYKEPAAOV, GTOVOVAIKNG GTAANG 1
0POOAU®Y, TPOGPATY EVOOKPAVIOKT QLOPPAYi, YVMOOTOVG 0O160(AYIKOVS KIPGOUG 1] VITOVOLl
vrap&Ng Toug, apTnPLoEAEPddElc SuoThacies, ayyelakd avevpOHGHOTA 1) GOPapES EvOoppayLaieg
N EVOOEYKEPOUAKES QYYELOKEG OV UOATES.

H tavtoypovn Bepaneio pali pe Ao avtimnktikd w.y. un kKioopatomromuévn nrapivny (MKH),
nrapiveg pikpov poptakod Papovg (evo&amapivn, daAitemapivn KTA.), Tapdywya nropivig
(fondaparinux ktA.), awd oTOUATOG AVTITNKTIKA (Bapeapivn, eTe€hikn dapryatpdvn, omEaumdavn
KTA.) OEV GUVIGTATOL EKTOG EWOIKMV GUVON KOV oAlayNg avTnkTikng Oepoameiog (deite mTapdypopo
4.2) 1 6tav 1 MKH biveton o 860e€1g amapaitnTeg yio Tn S10TipnoT VO 0VOIKTOV KEVTIPLKOD
oAePkov N aptnplakov kobetpa (PA. Tapdypoeo 4.5).

Hratuen vocog oyetilopevn pe drotapayn e THENG Tov aipotog Kot KAIKG oyetilopevo kivduvo
alpoppayiog cvumepiapupavouéveoy 1ov kippotikov acbevav pe Child Pugh B kot C (BA.
TapAypoeo 5.2).

Konon ko Onhaouodg (PA. mapdypapo 4.6).

4.4 E101kéC TPoELdOTONGELS KOl TPOPVAAEELS KATA TN Y p1ion

ZUVIGTATOL KAVIKT TOPAKOA0VONOT GOUP®VO IE TNV AVTITNKTIKY TPOKTIKY Kah' OAn )
dapketa g Bepameiag.

Kivéuvoc aipoppayiog

Onoc kot pe Ao avTitnkTikd, ol acbeveig mov Aapfavovv Rivaroxaban Accord Oa mpémet va
TOPOKOAOVLOOVVTOL TPOGEKTIKA Yiow oNUeln aploppayiog. XuvIeTAToL 1) TPOGEKTIKT XPT|ON O
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KATOOTACELG Pe avENUéVo Kivouvo atpoppayiag. H yopriynon tov Rivaroxaban Accord Oa mpémet va
dlokomTeTOl €V TOpoLGLOoTEL cofapn apoppayio (BA. Tapdypapo 4.9).

2115 KMvikég pedéteg atpoppayia tov fAevvoydvav (onAaon eniotaln, amd ta oA, TO
YOGTPEVTEPIKO, TO OLPOYEVVNTIKO GUUTEPIAAUPOVOUEVTG U1 PVOIOAOYIKNG KOATIKNG aploppayiog 1
ALENUEVNC EUUNVOL pOCTG) Kal avoLpion £X0VV @aVel To GLYVE KOTA TN SEPKELN LOKPOYPOVIOG
Oepaneiog pe prpapoéaumdavn oe cvykpion pe Bepamneio Avtayoviotov Bitapivng K (ABK).
Yuvenmg, emnpdGOETO GTNV EMOPKT KAVIKY| TOPATHPNGT, 1] EPYACTNPLOKN eEETAON TNG
apoceopivng / oupatokpitn Ba propovce va €xet a&la yuo TNy aviyvevon AavBdvovcag
aLLopPayiog Kol TNV TOGOTIKOTOINGT) TG KAVIKNG ONHAGTOG TNG EKOMANG ALLOppayiog, OTMG
Kpivetan KatdAANnAo.

Opiopéveg vroouddeg acbevmv, OIS ovayPAPETOL TOPAKAT®, EXOVV 0LENUEVO KivOLVO aipoppoyiog.
Avtol ot acBeveig mpémel vo mapakoAovBodvTat TPOcEKTIKE Y10 GNUELN KOl GUUTTMOUOTO OLLOPPAYIKDY
EMITAOK®V Kot avapiog Hetd v évapén g Bepamneiog (BA. mapdypago 4.8).

OnodNToTE AVEENYNTN TTOGN TNE OUOCPALPIVIG 1] TNG OPTNPLUKNG TECN G TPEMEL VO,

001 YNGEL G dlePEHVIOT Y10, ALLOPPAYIKT EGTIO.

Av kou m Bepamneia pe prpapolapndvn dev amartel mapakorovdnon g ékbeong wg eEétaon povtivag,
N pétpnon tev emmédov pipapoéoauravng pe pe fadpovounuévn tocotiky e€Taon HETPTNoNG TG
dpaoTIKOTNTAG £VavTL TOL Tapdyovto Xa pUmopel va givor xpnoiun o€ eENIPETIKES TEPIMTMOGELS, OTAV M)
yvoon g £kBeong ot papolapndvn propel va fondncet ot AMyn KMVIKGOV amoQice®V, T.Y.
vrepdocoroyia kot enciyovca eyyeipnon (dgite mapaypdopovg 5.1 & 5.2).

Neopwkr) duciettovpyio

e aobeveig pe coPapn veppikn dvoiertovpyio (kdBapon kpeoatvivig < 30 ml/min), to exinedo g
papo&aumdvng oto TAdopa propei va avénbovv onuavtikd (1,6 eopéc katd péco 6po), odNymdVTag
o€ avénuévo kivouvo aoppayiog.

To Rivaroxaban Accord mpémnet va ypnoytonoieitor pe mpocoyn oe aobevei pe kKabapon Kpeativivng

15--29 ml/min. H ypnon d¢ cuvictdton o acbeveig pe kaBapon kpeatvivng < 15 ml/min (BA.

Tapoypaeovg 4.2 Kot 5.2).

To Rivaroxaban Accord 0o Tpémel va ypnoyomoteital pe Tpocoyn o€ acheveic pe veepikn
dvoAeltovpyia ot 0oiol Aapfavovy TovTOYPOVE GALS PUPUOKEVTIKA TPOIOVTO TO OTTOiN
ALEAVOVV TIG CLYKEVTPOGELS pLiapoéapmdvng oto tidoua (PA. [Tapdypago 4.5).

AMNAETIOPOCT UE QAAD QOPUOKEVTIKG TPOIOVIQ

H ypnion tov Rivaroxaban Accord dev cuvictdtal og acBeveic oTovg omoiovg cuyyopnyeital
ovotnpatikn Bepomeio pe avtipvkntiocucés aloreg (0nmg KeTokovaloin, 1tpakovaloin,
Bopucovaloin kot molaxovaloAn) | avoaotolreic Tpwtedong tov HIV (m.y. prrovafipn). Avtéc o
dpaoTIKEC 0Voieg eivar 1oyvpol avactoreic Tov CYP3A4 kot tng P-gp ko cuvenmg uropodv va
aVENCOVY TIG CLUYKEVTIPMOGELG TNG PPOPOEAUTAVIG OTO TAAGHO 6 KAVIKA oyeTi opuevo Baduo (2,6
(QOPES KATA LEGO OPO), TO OTOT0 PIopel Vo 0dnynoet o ovénuévo Kivovvo apoppayiog (BA.
Tapdypoo 4.5).

Amauteiton mpocoyn €Gv 6Tovg acbeveig cuyyop N YOHVTOL POPUOKEVTIKG TPOTOVTE, TOV EMNPEdiOvY
TNV QUOCTAC, OTTWG 1] GTEPOEIIN AVTIPAEYHOVAOT QAPUAKELTIKA TTpoiovTo (MEAD),
OKETVAOGOAKLAIKO 0ED Kol OVOIGTOAELG TG CLGCMPEVOTG UOTETAM®Y 1 EKAEKTIKOT AVOGTOAEIG
enavanpdsAnyng oepotovivig (SSRI) kot avacToAElG ETAVATPOSANYNG VOPETIVEPPIVIG-GEPOTOVIVIG
(SNRI). I'io aoBeveic mov StoTp€yovy Kivouvo EAKOTIKNG YOOTPEVTEPIKNG VOGOL, umopel va egetaotel
pio KatdAAnAn TpouAakTiky Oepaneia (PA. mwapdypoeo 4.5).

AMLOL TapbyovTEG OUOPPAYIKOD KLVOUVOL
Onwc kat pe GAAovg avtiBpopufmtikoc mapdyovieg, | papolaumdvn o€ cuvioTdtal oe 0cOeveic e
avENpEVo Kivouvo aipoppayiog, OTog:
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. GUYYEVEIG 1] EMIKTNTEC OLUOPPOYIKES SLOTAPAYES

. U eAeyXOUEVT] GOPOP OPTNPLOKT VTEPTOOT

. GAAN YooTpEVTEPIKT VOGOG Y®PIC EvEPYO eEEAK®GT TTOL duVNTIKA pIopel VoL 00N YN OEL GE
EMTAOKEC apoppayiog (7). PAEYUOVAOING VOGOG TOL EVTIEPOD, O1GOPAYITION, YOOTPITION Kot
YOGTPOOIGOPAYIKT] TAAVOPOUIKT VOGOG).

. ayYEWKN AUEIPANCTPOEdOTAdELL

. Bpoyyextacia 1 16TOPIKO TVELLOVIKNG apopparyiog

AoBgveic pe kapkivo

Ot acBeveic pe kaxonon voco umopel Toutdypova va StaTpéyouy PLEYOADTEPO KivOuvo apopporyiog Kot
Bpoupwone. To e&atopikevpévo 6@erog g avtiBpopPotikng Bepaneiog tpémel va otabuiletot Evavtt
oV Kvduvou aupoppayiog oe aobeveig pe evepyo kopkivo kot eEaptdtar amd ) BEon Tov OyKov, TV
AVTIVEOTAOCHATIKT Bgpoameio Kut To 6TAd10 TS VOGoL. Ot dykol Tov vTomilovVTol GTO YOGTPEVTIEPIKO
1 OTO OLPOTOLOYEVVITIKO GUGTNUA £XOVV GUGYETIGTEL PUE AVENUEVO KIVOLVO OIOPPOYIOG KOTE T1
duapketa g Oepamneiog pe pipapooumdvn.

e aobeveig e KokonOn veomhdopota pe vynAd Kivovvo apoppayiog, n xpnon g pipapoaumdvng
avtevoeikvutal (PA. mopdypoeo 4.3).

Aocbeveic ue mpocetikéc farPidec

H pipopo&apmivn o Ba mpénet va ypnotponoteitol yio Bpopporpopvratn o acbeveig mov Exovv
voPAnOel mpdopata oe drokabetnplakn avrikatdotaon aoptikng farpicag (TAVR). H acopddeia
KOl 1 GTOTEAECUATIKOTNTO TNG pLRoaposaumdvng oev £xovv pueretnBel oe acbeveic pe mpoobeTIKég
Kapdlokég ParPideg. 2g ek TOVTOL, deV VTLAPYOLY SEGOUEVO TTOV VAL VTTOCTNPILoVY OTL N
pipapo&apumdvn TapEXEL EMAPKT AVTITNKTIKY 0pAcT) G€ aVTOV Tov TANBueud acbevav. H Bepameio pe
Rivaroxaban Accord 6gv cLVIGTATOL Y100 TOVG CLYKEKPLUEVOVG aGOEVEIC.

AocOeveic pue avTioOo@OMTLOKO GOLVOPOLLO

Ta dpeca dpovra and tov otopatog avrmnkrikd (DOACs), coumeprrapfavopévng g
papo&aumdvng dev cuviotdviol o 0oBeveis e 16TOPIKO BpduPmong e SlayveooHEVO
AVTIPMGPOATIOIKO cuVOpopo. [To cuykekpuéva oe aobeveig mov eivar OETIKOL Kot GTIC TPELS
dokpacieg eEAEyyov (OVTITNKTIKO TOV AVKOV, AVTIKAPOIOAMTIVIKG AVTICOUOTO, KOl AVTICOUOTO EVOVTL
g B2 -yhvkompwteivng I), n Bepaneio pe DOACs gvdéyetan va cuoyetiobel pe avEnpévo kivouvo
eUPaviong votpomalovimv BpouputiKdv encicodimv, oe cUYKPIoN Le Bepameia TOV avVTay®VICTOV

¢ Prrapivne K.

Awodvvopukoc actadsic ocbeveic ue mvevpovikn epBoin 1 acbeveic 6Tove omoiove orronteiton
OpouPodrvon N mvevpovikn epfoiextoun.

To Rivaroxaban Accord g cuUVIGTATOL MG EVOALAKTIKO TNG U1 KAAGUOTOTOUUEVG NTTOPIVIG GE
acOeveic pe mvevpuovikn epPoln ot omoiot eivar apodvvaK®g aotadeic | mov uropel va Adfovv
Opouporvon 1 va vroPfAnBoOV e TVELUOVIKT| EUPOAEKTOUN QPOV 1 AGPAAELD KoL 1)
amotelecpatikotnTo ToL Rivaroxaban Accord dev €yet tekunpiwbei o ovTéG TIC KAVIKEG
KOTOOTAGELS.

Poyaio/smoxinpidiog ovarsOnocio 1 mapakévinon

Orav ypnoponoteitor vevpa&ovikn avaicOnoia (poylaio/emickinpidiog avaicdnoian) 1
poyleio/emoKANpidlog TapoKEVTNON, ot acbeveic Tov Bepamedovtal pe avtiBpoufmTikong
TOPAYOVTES Y1 TV TPOANYT OpoPOoEUPOAIKOV ETTAOKDV SLOTPEYOVY TOV KIVOUVO OVATTUENG
EMOKANPIO10V 1] EVOOPPUYIOIOV CLUATMOTOS, TO 0010 UTOPEL VL 001 YNOEL GE LAKPOYPOVIX, 1|
OV TapEALGT).

O «ivévvog avTdVv TV GLUPaIITOV propel vo avénbel omd TV HeTeyyElpnTIKY Xp1ioN

EMOKAN POV KABETNP®V 1| ATO TNV TAVTOXPOVT] ¥PNOT PUPHOKEVTIKMOV TPOIOVTWOV TOL ENXNPEALOVV
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v apootacn. O kivduvog umopet eniong va avénbei amd tpavpatiKn 1 exovoropfovopevn
emoKANpidio 1 payloio topakévinon. Ot acbeveig mpénet va topakorovbovviol cuyvd yio onueio
K0l GUUTTOUATO, VEVPOAOYIKTG OVGAELTOLPYING (.. apmdio 1 advvopio TV TodidV, ducAettovpyio
TOV EVIEPMV 1) TNG 0VPOSOYOL KOGTEWS). EGv mapatnpnBodv vevporoyikés emnTMGELS, amotteiTol
enetyovoa dudyvaoon kot Oepaneia. [Ipv and v vevpa&ovikn enepPartikn dwadikacio, o yiatpog
TPENEL VO, EEETAGEL TO EVOEYOLEVO OPEAOG EVOVTL TOL KIVOUVOL GE 00OEVEIS VIO AVTIINKTIKY ay®yn M
o€ acbeveig Tov TpokeLTal va vVTofAndovy 6e avTimnKTiKN aywy”n yio Opouforpopdraln. Asv
VIAPYEL KAVIKN EUTELPIO GE TETOLEG KOTUGTAGELG UE TN ¥prion g pypapoéaundvng 15 mg i 20 mg.
I'a ) peioon mhovov Kvduvov apoppayiog oxeTilOUEVNS LLE TNV TOVTOYPOVT YPT|ON TNG
papo&apmbvng kot vevpaovikng avarctnoiog (paylaio/emoxkinpidiog avarcOnocia) 1 payroiog
TapoKEVINoNG, o mpénet va Anebel vdym to pappakokvnTikd Tpodil g paposaundavng. H
tomofétnon N N agaipeon gvog emcKANPISION KaBETNPO 1 N poylaic TAPUKEVTINGT dlevepyeital
KOADTEPO, OTOV 1) AVTITNKTIKT dpacn NG pipapoapmdvng ekTipdTol 0Tt glvan younAn (deite
TapAypaeo 5,2). Qotdco, dev eival YvOoTOG 0 0KPIPNG ¥pOVOG Yo TNV EMITELEN LI0G EMAPKADG
YOUNANG AVTIINKTIKNG OpAonG o€ KdOe achev.

INo v agaipeon gvog emiokAinpidiov kabetpa Kot PAGEL TOV YEVIKOV QOPULOKOKIVITIKOV
YOPOKTNPIOTIK®V, TOVAGYIoTOV 2 NUlmég, nAadn TovAdyiotov 18 dpec o véoug acheveic kal 26
MPEG 6€ MAKIOUEVOLS 0lo0eVELG TPETEL VO, TEPACOVY UETA TNV TEAELTALN AT pBapoloumavng
(deite mapdypaeo 5,2). Metd amd TV apaipesn Tov Kabetpa, TPENEL va TEPAGOLY TOVAGYIGTOV 6
wpeg Tpv yopnyndel n emduevn d6on g paposaumdvng.

e mePINTOOT TPAVUATIKNG TOPAKEVINONS, 1 YOPNYNoN TS ppapoapmdvng mpémet vo
kabvotepnoet Yo 24 dpeg.

Aocoloyikéc cvotdoelc mpv Ko petd amd emepfortikéc Srodtkooieg Ko yELPOVPYIKN

mapéufoon

Edv anotteiton enepPatikn dwadikacio 1 yeipovpykn mopépPaocn, to Rivaroxaban Accord

15/20 mg mpémel va drakomel TovAdyioTov 24 dpeg TPy TNV TOpERPacT), edv eivol SuvaTov, Kol LUE
Béaon v kKhvikn kpion Tov yatpov. Edv 1 dwadikacia dev propei va kabuotepnost, o avénpévog
kivduvog apoppayiog tpémetl va agloloyndet Evavti tov emetyovtog g mapéupaong.

To Rivaroxaban Accord mpénet va apyicet Eavd 10 cuvtopdtepo duvatdv PeTd TNV enepPotikn
Swdkacia 1 TN YEPOLPYIKT TOPEUPAOT, EPOGOV 1] KAIVIKT KOTAGTOGT TO EMTPENEL KOt EYEL
dnuovpynOel emapkng apoctact 6mmg kabopiletar amd tov Oepdmovia yiatpo (PA. mapdypapo 5.2).

HAuwaopévog mAnbuoude

H avénpévn nlxia propei va avénoet tov kivovvo apoppayiog (BA. mapdypoeo 5.2).

AepLOTOAOYIKEC OVTIOPAGELC

Kozd m dibpkela mapaxorovdneng Hetd v KukAo@opia Tov eapudkov, Exovv avapepdel coPapég
OEPLOTIKEG AVTIOPAGEL GE GLGYETION UE TN ¥PNoN PPapoEouTavnc, CLUTEPIAAUBOVOLEVOD TOV
ouvopopoL Stevens-Johnson/To&ikn EMOEPLIKT VEKPOAVGT] KO POPLOKEVTIKY] OVTIOPOOT| [E
nocwoeiiio Kot cuotnuotikd cvurntopate (DRESS) (deite mapdypapo 4.8). Ot acBeveic paiveTon va
glval 6Tov LYNAOTEPO KIVOUVO Y10 OVTEG TIC AVTIOPAGEIC TPpDIUN UETE TV Evapén g Oepoameiog: M
EUPAVIOT] TOV OVTIOPAGENDY TOPOLGLALETaL HEGA OTIG TPMOTEG ERSoUddeg Oepaneing otnv TAEloOYNEia
v tepurtocenv. H pilapolapmdvn Bo tpémetl vo SLoKOTTETAL TNV TPDOTH ELEAVIOT] EVOG GOPapov
depuotikon e€ovOnuatog (m.y. enekteiveTal, givol Evtovo kai/n £xel LoAAdMON avtidpacn) 1
KAmolov GAAOL onueiov vepevacOnaciog oe cuvovaoud e PAaPeg otovg PAevvoydvouc.

ITAnpooopiec oyetikd pe to £kdoyo.

To Rivaroxaban Accord mepiéyet Aaktoln. Ot acBeveic pe omavio KANPOVoULKE TpoAnoto
dvoave&iog otn YoAakToln, ohkn EAAelyn AoKTdong 1 dusamoppoPnor YALKOINc-yolaktolng dev
TPEMEL VAL TTAPOLY AVTO TO PAPLOKO.

AvT0 TO POPUAKEVTIKO TPOTOV TTEPLEYEL AYOTEPO atd 1 mmol vatpiov (23 mg) avd dickio, Sniadn
0VCOOTIKG Elval «ehevBepo vaTpiovy.
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4.5 AlIiemopaoels pe Grlo QUPUIKEVTIKA TPOIGVTA KoL AALES popPES ahinAiemiopaonc

Avaoctoieic Tov CYP3A4 ko e P-gp

H ovyyopnynon g pioapoapmivng pe ketokovaloin (400 mg epdnaé nuepnoing) 1 prrovafipn
(600 mg dvo popég TNV Nuépa) odnynoe oe avénon Katd 2,6 popés / 2,5 popég g péong AUC g
pBopolapmdvne kat o 0&non kotd 1,7 popés / 1,6 popég g péong Cmax e ppapodapmavng,
HE ONUOVTIKES OVENGELS OTIG (pappaKOSVVOLLIKES SPAGELS, TO OTOI0 UTOPEL VoL 08N YHGEL GE VENHEVO
kivduvo aipoppayiog. Xvvenmg, 1 xpnon g prapolaundavng dev cuviotdtol o€ achevelg aTovg
0m010VG GLYXOPNYEITAL GLGTNUOTIKY AY®YN LE OVIIHVKNTIOCIKES ALOAES OTMG KETOKOVALOAN,
rtpakovaloan, fopikovaloan kot molakovaloin 1 avactoAeig mpotedong tov HIV. Avtéc ot
dpaoTIKEG 0VGieg eival 1oyvpol avactoreic T0c0 Tov CYP3A4 600 kar g P-gp (BA. mapdypapo
4.4).

ApacTIKEC 0VGIEG TTOV AVAGTEALOLV 1GYVPA LOVO Uia 0o TIC 000VG ATOUAKPVVOTG TG
pipapo&aumivng, gite tov CYP3A4 gite tng P-gp, avapéveratl vo avERGovy TIG GUYKEVTIPMOGELS TNG
pipapolaumdvng oto TAdoua o€ pkpotepo fabuo. H khapBpopvkivn (500 mg 600 popéc tnv
NuéP), Yo mapadetypa, n onoia Bempeitar Evog 1oyvpds avaotoréag Tov CYP3A4 ko pétprog
avactoréag TG P-gp, 0dfynoe oe oménon katd 1,5 9opd g péong AUC g piapolapmdyvng kat
katd 1,4 opd ™ Cmax - H aAAnienidpacn pe v KhapiBpopvkivn de Bempeitar khvikd
oyetifopevn 6Tovg mePLocOTEPOVG acbeveic oALG pmopel va gival SuvnTikd onUAVTIKN o8 0oOEVElg
vynAov kvduvov. (1o acBevelg pe veppukn dvshettovpyia: BA. Tapdypago 4.4).

H gpvbpopvkivn (500 mg tpeig popéc tnv nuépa), n omoia avoaotéiret petpiong to CYP 3A4 ko
mv P-gp, odynoe og o avénom katd 1,3 gopég mg péong AUC ko Cmax g piiapoSapumdavng.
H oAnkenidopaon pe v epuBpopvkivn de Bempeitar kKAvikd oyeTilOUEVT] GTOVG TEPIGGOTEPOVG
acbeveic oAla pmopet va eivon Suvntikd onpaviikn og aobeveig VYNrov KIVELVOL. Te dropa pe
N veppikn dvsiertovpyia 1 epubpopvkivn (500 mg tpelg Popég Ty NUEPX) 001NYNGCE GE UIOL
avénon xatd 1,8 eopéc e peong AUC ¢ pipapo&apmdvns kot katd 1,6 popéc e Cmax O€
GUYKPLON UE GTOLO LLE PLUGLOAOYIKT VEQPIKN AElTOVPYia. T ATONO e PETPLO VEPPIKT|
dvodettovpyia, 1 gpuBpopvkivn odnynoe oe pia ovénomn kotd 2,0 eopég g néong AUC g
pipapo&apmdvng kat katd 1,6 eopéc TG Cmax 0 CUYKPLON UE GTOUN UE PLGTIOAOYIKT VEQPIKY
Aertovpyia. H emidpaon g epvBpopvkivng eivar aBpolotikn| oe ekeivn TG veEPPIKNg
dvorettovpyiog (PA. mapdypago 4.4).

H @Aovkovaloin (400 mg epdmaé nuepnoing),  onoio Oempeital Evoc LETPLOC OVAGTOAENS TOV
CYP3A4, odfynoe og pa avénon katd 1,4 popéc g néong AUC ¢ pifoapoéapmdyvng Kol oe o
avénon katd 1,3 gopég e Méons Cmax - H ardnienidpaon pe v provkovaldin de Bewpeitat
KAIKG oyetilopevn otovg meplocdtepovg acbeveic oAAd umopei va givar SuVNTIKA GNUOVTIKTY O8
acOeveic vymiov kvdvvov. (I'a acbeveig pe veppikr ducieitovpyia: deite mapdaypoo 4.4).

AedOUEVOV TV TEPIOPICUEVMV OLOOECIUOV KAIVIKOV GTOYXEI®mV [ TN dpovedapdvr, O
ouvdvaoudg e ) prpapoloumavn Bo tpénet vo amoPedyeTaL.

Avtumxkrikd

Metd amod tn cuvovacuévn xopnynon g evoéamapivng (40 mg arnag 66om) pe ) ppaposopmdvn
(10 mg anag d6om) TapatnpONKe pio 0bpoloTIKn OPAcT| 6T SPACTIKOTNTA EVAVTL TOV
mapdyovta Xa ympic emmpocheteg emdpdoelg otig dokpociec méEng (PT, aPTT). H evo&amapivn
dev emMPEGE TIG PUPUAKOKIVITIKEG 1010TNTEG TG Piaposapmavng.

AdY® 0V AVENUEVOL KIVODVOL auploppayiog, AmolTEITOL TPocoyT| €4V 6ToVg acheveic
GLYYOPNYOOVTOL OTOLOONTOTE GAAD avTimnKTikd (BA. mapdypaeo 4.3 & 4.4).

MXEA®/avaoTolels CLGODPEVLONG OLOTETAAM MY
Agv mapatnpninke khvikd oyxetiloOpevn mOPATAGT TOL ¥POVOL PONG UETG amd Tr Cuyyopnynon
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papoaumdvng (15 mg) kor 500 mg vampo&évng. Evtovtolg, evdéyetal va vrdpyovv GTOUO LE
TEPIOCOTEPO EKGECT|LAGUEVT] POPUOKOOVVOLIKT] OVTATOKPLOT).

Agv mopatnpionKoy KMVIKE SNUOVTIKEG QUPUOKOKIVITIKEG 1] POPUAKOSVVOUIKES OAANAETIOPAGELG
otav 1 ppopo&aumdvn cuyxopnyndnke pe 500 mg aKeTVAOGAAIKVAIKOL 0EEDG.

H «homdoypéin (300 mg 6601 £pdd0v cuvodevopuevn and 75 mg 66cm cuvinpnong) dev £deite
QOPUOKOKIVNTIKY] oAANAETiOpac pe T papoapndvn (15 mg), aAld mapatnpnnke (o oXeTIK)
avénom 6To ¥povo pong o€ pia vToopada achevav, 1 onoio dev cuoyeTIOTAVY pE TO Paduod
GLGOMPEVOTG OLLOTETAAIOVY, Ta emineda P-celextivng N} Ta emineda TV vrodoyéwv g GPIIb/I]a.
Amauteiton mpocoyn edv 6Tovg acbeveig ouyyopnyodtvior MEAD (cupmepiiapfovopévov Tov
OKETVAOGOAMKVAIKOD 0EE0G) Kol AVOCGTOAEIG CLGCMOPEVOTG AUOTETAAM MY, S1OTL AVTA TA
QOPUOKEVTIKA TPOTOVTA TUTIKA avEAvoLY Tov Kivovvo awpoppayiog (BA. mapdypapo 4.4).

SSRI/SNRI

Onwg kot pe GAA0 avTImnKTIKd, propei va vapyet n Thavotnto ot acbeveic va datpéyovy avénuévo
kivduvo arpoppayiog o mepintmon cvyyopnynongs pe SSRI 1 SNRI Adym g avapepbeicag
EMIOPAOTG TOVG GTA APOTETAAL. OTaV YPNOUOTOWONKOY TAVTOYPOVA OTO KAMVIKO TPOYPALLLD TNG
ppapo&apmdvng, apBuntiKd vynAotepa TocoaTd Gofapng N U cofapng KAVIKE aE0A0YNOUNG
alpoppayiog mapotnphOniay oe 6Aeg TIG opadeg Oepameiog.

Bapoopivn

H petéfaon tov acBevov and tov avrayoviot g Prrapivng K Bapeapivin (INR 2,0 éwg 3,0) ot
pipapo&aumdvn (20 mg) 7 and ™ ppapolaumdvn (20 mg) o Papeapivn (INR 2,0 éng 3,0) avénoe
T0 ¥povo wpobBpouPivn/INR (Neoplastin) mepiocdtepo amd abpoiotikd (Umopel va mapotnpndovy
pepovopéves tipés INR éwg ko 12), eved ot emdpdoeic 1o aPTT, otnv avacstoin g
SpaoTNPLOTNTAS TOL TALPAyoVTa Xa Kot 6T0 £vO0YEVEG duvapkd Bpoppivng tav abpototikés.

Edv givar emBountog o ELeyy0oc TV QapUaKOSVVUUIKOV ETLOPAGEDY TNG pifapoSaumdvng Katd )
SLapKEL TNG LETAPATIKNG TEPLOSOV, UTOPOLV VO, XPNCLOTOIN OOV 01 doKIHacieg dpacTNPIOTNTOS
avti-topayovto Xa, PiCT kot Heptest, kaBd¢ avtég o1 dokipacisc dgv exnpedotniay amd
Bapoapivn. Katd tnv tétaptn nuépa petd tnv tedevtaio 6661 g Pappapivie, OAES ol SOKLUAGIES
(ovumeprrapPavopévov tov PT, aPTT, avactoing g dpactnptotntog tov mapdyovta Xa kot ETP)
AVTITPOSMOTELAY UOVO TNV ETidpaoT TG prpapoapundvnc.

Edv givar emBountog o Eleyyoc TV QupUaKOSUVOUIKOY ETOPAGEDY NG Bappopivng Katd )
duapkela g petaPatikng meptodov, N pétpnon INR umopei va ypnoyoromnbei oto Ctrough tng
pipapo&apmdvng (24 dpeg LeTd TNV TPOoNyovevn ANy tng papoapndvng) Kabmg avti M
doxyocio ennpedaletat Eldyioto amd T PPOPOEAUTAVY] GE QVTO TO ¥POVIKO OTUETD.

Agv mopatnpnonke eapuokokvnTiky aAAnienidpacn petad e Papeopivng kot tng
ppapo&apmdvng.

Enaywyeig oo CYP3A4

H ovyyopnynon g piopoaumdvng pe tov 1oyvpod enaymyéo tov CYP3A4 prpaumikivy odynoe o€
Katd tpocéyyion 50 % peiwon ot péon AUC g piapolapmdvng, pe mapdAAnAes LEIDGELS OTIC
QapuraKodLVaULKEG ToL dpdoelc. H tavtdypovn xpion g ppapoloumdavng pe GAAOVG 16XVPO1G
gnoywyeic tov CYP3A4 (1.y. pawvvtoiv, kapPoualenivn, awvopapPiddn 1 vrepwd (Hypericum
perforatum, St. John’s Wort) pmopel emiong vo odnynoel o PEIOUEVEC GUYKEVTPMGELS TG
pipapo&apumdvng oto TAACHA. ZVVERADC, 1) TOVTOYPOV YOPNYNOT| LE 1oYVPOVS EXUYDYEIG TOV
CYP3A4 npémel va amo@evyovTol EKTOC €6V 0 0oBevig Topakoiovdeital oteva Yo onpeio Kot
ocvpntopoata 0poupwonc.

Aleg ovyyopnyodueveg Oepameieg

Agv TapotnpnOnkay KMVIKE SNUOVTIKEG QOPUOKOKIVITIKEG 1] POPHAKOIVVAIIKES OAANAETIOPACELS
otav 1 pipapo&apmdvn cuyyopnyndnke pe pdalordaun (vrootpopa tov CYP3A4), dtyoéivn
(vmootpopa e P-gp), atopPactativny (vrootpopa tov CYP3A4 kot g P-gp) 1| openpaloin
(avaotoréag TG avTAiag mpotoviov). H pipapolaundvn o0te avacstéAAel 00TE EMAYEL OTOIEGONTOTE
KOpleg 1oopopeég Tov CYP dnwg to CYP3A4.
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Epyoompiaxég mopduerpot
O apdpetpor méng (.. PT, aPTT, HepTest) ennpealovtor 6mwg ivar avapevopevo amod
ToVv TpOmo dpdiong g prpapolaundvng (PA. mapdypoeo 5.1).

4.6 Tovipotnta, kOnoen karyarovyio
Kvnon

H aopddeia kot 1 amotelecpaticotnta e pioapoaumdvng dev £xovv tekunplobei otig £ykveg
yovaikes. Meléteg oe {da katéderEav avamapaywykn ToEikotnta (PAéne tapdypago 5.3). Adyw
NG evOEYOLEVIG TOEIKOTNTOG GTNV AVATAPOYWYIKN TKAVOTNTA, TOV EVOOYEVOLS KIVOUVOL
alpoppayiog kot tng amddelEns 0t 1 paposapmdvn SEpYETaL TOV TAAKOUVTO, 1 PRopOoEapmivn
avTEVOEIKVLTOL KATA TN S1GpKELD TNG EYKLHOSUVNG (BA. Tapdypago 4.3).

IMvaikeg og avamopaymyki NAKio TPETEL VAL OTOPEVYOLV VO, LEIVOVY EYKVEG KOTA TN

Suapkela g Oepamneiog pe pipapooumdvn.

Oniooudg

H aoopdieia kot 1 amotelecpatikdOtnTa TS pLoposaumdvng dev £xovv tekunpuwbei og yovaikeg
mov Inialovv. Ta otoryeia amd (Mo detyvouv 6TL 1 pROPOEAUTAVT ATEKKPIVETAL GTO UNTPLKO
yYoAo. Zovenmg 1 prapoloutdavn avrevosikvotot Katd tn didpkela Tov OnAacuod (PA.
mapdypoeo 4.3). [pénel va amopaciotel v Oa drakomnel o Oniacuoc i Oa dakonel/ Oa
amopevybei 1 Bepamneia.

Tovipodtnto

Agv &yovv devepynBei edikég peréteg pe ) papoaundvn otovg avipdnovg yio v
a&loAdyNon TOV EMOPACEMY GTI YOVILOTNTA. X€ U0 HEAETT] Y10l T YOVILOTNTO OpPEVOV Kot
niéwv oe apovpaiovg, dev mapatnpndnkav emdpdoeis (PA. moapdypapo 5.3).

4.7 Emopaceig 6Ty IKavOTNTA 001Y161)G KUL (ELPLGHOV PNYUVIIRATOV

H papoapmavn éxet pukpr| enidpacn otny KovOTNTo 001 YNONG KoL XEPIGHOD UNYXOVIHATOV.
"Exovv avaeepbel avembBounteg evépyeileg 0nmg ocvykont| (cuyvotnta: Oyt cvyvi) ko {aan (

ouyvotnta: cuyvn) (PA. Topdypago 4.8).
O1 acBeveic Tov mapovctdlovy aVTES TIG AvemIOUNTEC EVEPYELEC OEV TTPETEL VO, 0O YOUV 1| VOl

xewpilovtatl pnyovnuiToy.
4.8 AvemOounreg evépyeieg

TIepiAnyn yio. TNV _ac@OAELR

H aocoddreia g prpapoéaumavne a&loroyndnke oe dekotpeic Paoikéc peréteg eaong 111 (PA.
Iivaxa 1).

Yuvolikd, 69.608 eviihkeg acOeveic oe dekaevvéa peréteg paong I kot 488 madatpucol acbeveig o
dvo peréteg paong 11 kot 000 perétec paonc I extébnkav o pipapoaumdvn.

Iivaxog 1: ApOpég a60evav mov peretiOnkoy, cuvorlki] nuepnola 6061 Kol HéYLoTn
owdpkela Ogpameiog otig peréteg eaong I o€ evijMkeg Kol TOOLATPLKOVS 0.60EVEIg

"Evéaién ApOpodg Yovolki) nuepiowr | Méyiotn owdpkera
ac0evav* | d6on Oepameiog
[IpoAnyn ¢ erePikng BpopPoepuporng | 6.097 10 mg 39 nuépeg

(®OE) og evnhikovg acbeveic mov
vroBdrlovtal o€ EKAEKTIKN
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YEPOLPYIKY EXEUPACT OVTIKATASTAOTG
1oyiov 1 YOVATOG
[péinyn g POE o maBoroytikolg 3.997 10 mg 39 nuépeg
aoBevelc
Oepamneio ™G ev T Padel rePikng 6.790 Hpépa 1-21:30 mg | 21 pnveg
OpéuB?)cng (EBCD('D),’mg TIVELUOVIKNG Hyuépa 22 xon e8hc:
eupoing (HE,) Kot TPOANY 20 mg
NG VIOTPOTNG Metd o
TOVAGYIGTOV 6 PUNVEG:
10 mg 1 20 mg
O¢epameio g POE kot TpoAny” g 329 Adon 12 pveg
vrotpomng e POE og tedeidunva TPOGUPLOGLEVT MG
veoyva Kot todid nikiog kéto tov 18 TPOG TO COUATIKO
ETOV PETA TNV EVOpEN TUTIKNG Bapog yuo Tnv
aVTINKTIKNG Oepomeiog emitevén mapOLOLOG
€kBeonc pe ekeivn
OV TTOPOTNPELTOAL
GTOVG EVIAKES TOV
Aappdvovv Bepameia
v EBOO pe 20 mg
ptpapoapmivng
amoé nuepnoing
[IpdAnym tov ayyelool eyKEPAAKOD 7.750 20 mg 41 pnveg
EMEIGOOI0V KO TNG GUGTNUIKNG
euporng oe acbeveig e un ParPiown
KOATIIKT] LOPLOPVYT
[pdinym tev abnpobpopupotikdy 10.225 Smgn 10 mg 31 pnveg
eMELG001mV 6€ aobeveis Letd amd o0&y AVTIGTOIY®C,
otepaviaio cuvopopo (OXX) GuYyopN YOV LEVL
glte pe AXO egite pe
AZ0 ovv
KAomdoypEAN M
TIKAOTOIV
[pdinym tev abnpobpopupotikdy 18.244 5 mg 47 pmveg
enelcodimv og acbeveig pe N /ITAN GLYXOPNYOVLEVD. LLE
AX0O 1 10 mg povo
3.256%** 5mg 42 unveg
GLYYOPNYOOLEVA, [LE
AXO

* AoBeveig mov extéOnkav TovAdylotov o pia 06om paposapumdvng
ok Ao ) perétm VOYAGER PAD

Ot o ovyvd avaeepoueveg avemBounteg evépyeieg o€ acbeveig mov Elafav pipapolapmdyn nTov
apoppayieg (Iivaxog 2) (BA. eniong mapdypapo 4.4. ko «Ileprypaer| emtheyuévov avemBounTomv
EVEPYEIDV» TOPOKAT®). Ot o cLyva avaeepdpeves opoppayieg Nrov eniotaln (4,5%) kat
apoppayio and to yaotpevieptkd cvatnua (3,8%).

ivakag 2: ITo606TA GpoppaytkOV* ETEIG0dIMV Ko avoIpiog 6 ac0gveic mov ekTéOnKay 611
pipaposapmavn 6g 0Aeg TIG 0AOKANP®UEVES neréTes dong I o€ evijAKeS Kol TOOLOTPIKOVG
ao0seveig

"Evogién Onowonmote Avarpio

awpoppayio
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HpoAnym g eAefucii
BpoupoepPoing (POE) oe gvniikovg
acBeveic mov vofaAiiovtal o€
EKAEKTIKT] YEPOVPYIKT EXEPPOON
oVTIKOTAGTAONS 1YoV 1) YOVATOG

6,8% twv acbevov

5,9% tov acBevav

[poAnym mg pAePung
OpoppoeuPoing oe maboroyikovg
acBeveicg

12,6% tov
oocbevov

2,1% tov acbevav

Oepancio g EBOO, I1E ko
TPOANYT TNG VTOTPOTNG

23% tov acbevov

1,6% twv 0c0svav

Bepoaneio g POE wat mpdAnym tng
vrotponng ™ POE oe teletdpunva
VeoYVa Kot Tondld NAKiag KAT® TV
18 etddv petd tnv Evapén TumKng
avTIINKTIKNG Bepomeiog

39,5% tov
ocevav

4,6% tov acbesvav

[IpdAnym tov ayyelokon

28 ava 100 ét

2,5 avé 100 €t

EYKEPOAKOD ETELGOSIOV KO TNG acOsvhHV acOsvhv * T
GLGTNUIKNG EULPOANG o€ acBevelg pe Oheg T
un PaAPioikn KOATIKY HopUapLYN HerETeg pe
[Ipdinym t@v abnpobpoufotikdv 22 avd 100 ¢t 1,4 ava 100 € m

enel0odimv o acbeveic petd and
Oz

ocevav

ocOevav

[Ipdinym t@v abnpobpoufotikdv
enelcodimv ot acbeveic pe XN /ITAN

6,7 ava 100 ém
ocevav

0,15 ava 100 étn
ocOsvav**

8,38 ava 100 ét
acOevav’

0,74 avé 100 €
acOev@v*** #

pipapo&aumdvn, OAL TO UUOPPOYIKA ETEIGOOL0 GLAAEYOVTAL, AVAPEPOVTOL KOL KOTOUKVPDVOVTOL.
¥ ¥ perétn COMPASS, vrdpyet younAr enintoon avoipiog kafmg epoprocTnKe Lo
EMAEKTIKT] TPOGEYYIOT GTI GVALOYT AvemBOUNTOV GLUPaVTOV

**%  E@QoppOoTNKE [0l ETIAEKTIKN TPOGEYYIOT| 6T GLALOYN avemBuuNTOV GLUUPAVTOV

# Amd ) perétn VOYAGER PAD

[Tivakoc v ovembOunT®V EVEPYELDV

O1 cUYVOTNTEG TV OVETIOOUNTOV EVEPYEIDV TTOV ovapEpOnkay pe Tt ptpapoéaumdvn cuvoyilovton
otov [livaxa 3 Topakdte avd katnyopio opyavikod cLGTAHATOS (GOUE®VA pE TN Bdon dedopévav
MedDRA) ka1 avé coyvotra.

O1 ovyvotnteg opilovtol og:

oD cuyvég (= 1/10)

ovyvéc (> 1/100 éwg < 1/10)

oy ouyvég (> 1/1.000 émg < 1/100)

ondvieg (> 1/10.000 éwg < 1/1.000)

oAb omavieg (< 1/10.000)

U yvooTtég: (dev umopotv va ektiunfovv pe Baon to Stabéoyia dedopéva)

Iivaxag 3: 'OLeg o avemOOUNTES EVEPYELES TTOV UVUPEPOVTOL GE EVIIAIKES 060EVEIS 6€ KMVIKEG
peréteg eaong I 1 péom yprong RETE TNV KUKLOQ@OPia TOV PUPUAKOV KOl 6E VO periTeg
@aong II ko 6vo eaong 111 o€ TodLOTPIKOVS 0.60EVEIS

Yoyvég Oy ovyvég Yravieg Mol Xmédvieg | My

YVOOTEG

AWTOpay£S TOV CLUOTOLTIKOD KL TOV AEROIKOY GUGTINOTOS
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Avoupio OpoupokvtTipmon
(ocvumeptroppav | (cvpmeptiopPavopévov
0- LEVV avénuévou apBpov
avTioTOl®V aponeTariov)®
gpyaotnplokmv | OpouPomevia
TOPOUETPOV)

AwTapay£S TOL EVOGOTOTIKOD CUGTILATOS

AAlepyikn ovtiopaon,
oAdepyikn depuatitida,
Ayyelooidnpo Kot
OAAEPYIKO oldn o

AvaQuAOKTUEG
avTIOpAacElg
copmeptiapov
opéVoL
OVOQUAOKTIKOD
00K

Awtapayé Tov v

EVPIKOV GVGTINOTOG

74,
KePaiolyio

Eyxepain kot
EVOOKPOVIOKT apLoppayic,
GLYKOTN

Op0aipikég oot

apayés

OpBaipikn
apopporyio
(ovumepiapfov
OULEVNG
alpoppayiog Tov
EMIEQPLKOTA)

Kapowakés owata

ayés

Tayvkapdio

Ayyswokéc watapayég

Ynotoon,
opdTmpo

AWTapay£S TOL AVUTVEVGTIKOD GUGTI|LATOS, TOV 0D PUKA KOl

70V nEG00®PEKIO

Eniotaén,
apoOTTULON

Hoowoeiiikn
Tvevpovio

Awtapayéc Tov y

OOTPEVTEPLKOV

Ovioppayia
aoppayio g
YOO TPEVIEPIKTG
0000
(ovumepriapfov
opév”Ng
aloppayiog Tov
opbov),
YOOTPEVTEPIKO
K0l KOIAMOKO
aAyo,
dvorneyia,
voTtia,
dvokodtnTa’,
ddppota,
guetog”

Enpooctopia

Awtopayé Tov

NTOTOS KOL TOV YO QOpmV

AvEnon otig
TPOVGOLVAGES

Hroatwn dvoettovpyia,
AVENUEVT Yorep1Bpivn,
oOENUEVN OAKOALKT

‘Tktepocg,

Avénpeévn
ovlevyuévn
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POGQATEoN aipoToc?, yorepvBpivn
avénpévn GGT* (ne 1 xopig
GLV0d0
avgnon g
ALT),
Xolootaon,
Hrotitda
(ovumep.nmat
OKVTTOPIKNG
PrAPNC)
Awtapayés Tov dEPRATOS KOL TOV VITOSOPLOV L6TOV
Kvnopog Kvidmon >Hvopopo
(ovpmeprapPov Stevens-
ouévo?v oxt Johnson /
ovxvev To&um
TEPUTTOCEDV ,
. Emdeppicn
YEVIKELUEVOD '
KVGLOD), Nekporvon,
eEavonpa, Zovdpopo
EKYOUOOT), DRESS
dEPLOTIKY Ko
VITOdOPLYL
apopporyio
AWTapay£S TOL HVOGKELETIKOD GUGTIIATOS KOl TOV GUVOETIKOD 16TOV
Alyog ota AépBpmon Mvikn XHvdpopo
axpat opopparyio Swapepiopa
TOG
OmOTOKO
apopporyio
S
AWTOPUYES TOV VEQPAV KAL TOV 0VPOPOP@OV 00DV
Ayoppayio g Neppik|
OLPOYEVVNTIKNG avemdpkelo/
0000 oeio veppikn
(ovumepriapfov OVETAPKELDL
opév”ng OmOTOKOG
apatovpiog Kot apoppayiog
unvoppayiac?), wKavng vo
Neppucn TPOKOAEGEL
dvoiettovpyia LEW®UEVN
(ovumeprapfov apdroon,
OUEVNC Neppomndfeia
avENpévnc oxetilopevn
KpeoTvivng ue
aipotoc, OVTUTNKTIKEL
avEnpévng

ovpiog aipoTog)

I'evikég owatapa;

£C KU1 KOTOOTAGELS TS 0000 yopiynong

IMTopetodc?,
TEPUPEPIKO
oidnua,
HELOUEVT YEVIKN
dvvoun Ko
gvépyela
(ovoumepiapPov
opévng

AioOnpo adabeciog
(ovumepiapfovopévng
KaKovyiag),

Evrtomopévo
oidnuo
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KOTWONG,

eEachévionc)

Hapaxivikéc gEeTdogig
avénuévn LDHA,
avénuévn Mmdon?,
avénuévn apwidon®

Kokaaoegig, onintnpldceig Kol EmMmrAokEg 0gpamevTIKOV YEIPLGUOY

Ayoppayia Ayyewokd

peté v YELdoaVELPLG
enéufaon ot
(ovumepiapfov

opév”g

LLETEYXEIPNTIKNG

avopiog Ko
aoppayiog amd
TPOVUQ),
UOADTOG
"Exxpion and
povua’

A: mapamnpnbnke oty tpoéAnyn s POEce acBeveic mov vroPdAilovral oe eKAEKTIKN

YEWPOLPYIKN ETEUPACT OVTIKATAGTOONC YOVATOG 1) 1GYi0V

B: mapampnOnke ot Ogparneia yio v EBOO kot [1E kat oty mpdinymn g vaoTpomng wg

oA oLyVN G€ Yuvaikeg nAikiag < 55 etV

I': mapoanphnke og oyt cuyvn oty TPOANYT TV adnpobpoufmtikdv enelcodiny ce acbeveic petd
a6 O&D Ztepaviaio Zovdpouo (Uetd and dtadepukn ote@aviaio exéppaon)

* Epopuootnke pio mpokabopiopévn ETAEKTIKN TPOGEYYIOT GTI GLAAOYN AVETOOUNTOV
ocuuPaviov og emdeyuéveg pehéteg edong I H enintoon tov avembduntov evepyeidv dev
avENONKE Kot eV avayvopioTnke Kopio véa avemBountn evépyela Tov QapUaKoV PETE TV avaAven
AVTAOV TOV UEAETAOV.

[eprypa@n eMALYUEVOV OVETIOOUNTOV EVEPYELDV

AdY® TOL POPUAKOAOYIKOD TPOTOL dPAcNC, 1| YPTON TNS PLPOPOEAUTAVIG UTOPEL VO GUGYETIOTEL e
avénpévo kivéuvo ravBavovsag N Ekoning apoppayiag amod omoovanmote 1616 1§ Opyavo, n onoia
umopei va tpokaiécet peboupopporykn avouydio. Ta onpeio, copntdpato ko cofapoétnta (ov
ovpmeprapBavel Havatneopa EkBacn) mowkilhovy avaroyo pe v eotio, To Pabuo i Ty Ektacn Mg
alpopparyiog /kan avarpiog (PA. mopd: a(Ko 4.9 *AVTIHETOTION TNG CUOPPOYLOS). ZE KAVIKEG
HeAETEG aupoppayio TV PAevvoyovov (dnAadn enictaén, omd To 0VA, TO YOGTPEVIEPIKO, TO OVPO
YEVWNTIKO GUUTEPLOpPOVOLEVIG U QUOLOAOYIKNG KOATIKNG OOpparyiog | GLENUEVNG ELUNVOD
PYOTC) Kat avorpio £xouv eavel To Gy VA Katd T d1GpKELD. Lakpoypoviag Oepameiag e
piapo&aumdvn oe ouykpion pe Bepaneia Aviayoviotov Bitapiving K (ABK). Zuvenag, emnpocheta
OTNV ENAPKN KALVIKY) TOPOTHPNOT), 1 spyacmgwmﬁ e&étaon g apoceopivng / opatoxpitn Oa
pmopovce va £xet aia yio v oviyvevon AavBdvoucog apoppayiog Kol Ty ToCoTIKOTONoT TNG
KAWVIKNG onpociog tng EkdnAng apoppayiog, OTme KPIvETol KOTAAANAO.

O «ivéuvog aupoppayldv Hropet vo, sivol anEnuévog 6e opioiéveC opadec acBevav, .y, o€ EKEIVOVC
Tovg aobeveic e un edeyyouevn GoPaptn apTNPLOKT VIEPTACT] 1)/KOL GUYYOPTYOVLEVT] POPUAKEVTIKY
ayoyn M onoio exnpedlel tnv apootacn (PA. tapdypago 4.4 ‘Kivovvog arpoppayioag’). H éuumvog
pvon uropet vo avéndei /ot va, mopotadei. Ot apoppoytkéc EMTAOKES UTOPEL VO EUPUVICTODY MOC
advvouio, oypdtnta, (AAn, kKepaiaAyia 1} aveénynto oidnua, dOeTvole Kot aveERyNnTo coK. Xe
OPIOUEVEC TEPIMTAGELS, MG GLVETELN TNG avoupiog, Exovv Tapatnpndel courtduate, Kopdlokng
oyopiog, 0mmg Bopakikog Ttovog 1 oTnOayyM.

TMa ) ppapoapmivn £xovv avaeephel emmlorég ol omoieg gival yvmotd 0Tt umopohv va cupfodv
HETA amd cofopr| atpoppayia, OTWg GOVOPOLO SUUEPIGLLOTOG KO VEQPIKT OVETAPKELD AOY®
VIOAPIELONG 1 VEQPOTAOELN GYETILOUEVN LE AVTITNKTIKA. ZVVETMC, KATH TNV 0E0A0YNoN TNG
KOTAGTAOTG OTO10VONTOTE 0l60eVOVG VIO AVTITNKTIKNY Bepamneia, Tpémel va eEeTaletal T0 evOeOLEVO

apoppayiog.
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AvoQopd mHavoAOYOVUEVOV AVETIBOUNTOV EVEPYELDV

H avagopd mbavoroyodpevov avemBOUNT®mV vePYEL®V UETA OO TN YOp1yNon ddelag KukAopopiog
TOV POPUOKELTIKOD TPOIOVTOC glvar onuavtikn. Emtpénel tn cuveyn topakolovdnen g oyéong
0PEALOVC-KIVODVOD TOV QOPLOKEVTIKOD TPOTOVTOC. ZNnTeital amd TOVg EXAYYEAUATIEG TOL TOUEN TNG
VYELOVOLKTG TEPIBalyMG VO avapéPovy 0ToleGONmoTe THAVOAOYOVUEVES OVETIBOUNTES EVEPYELES
Léc® Tov €BvikoD cLOTHHATOS avaPOopdg oL avaypdeetat 6to [apdptua V.

4.9 Ynepooooroyia

Xravieg mepuTmdoels vtepdocoroyiog Eoc kKot 1.960 mg £yovv avapepBel. Le mepintmon
VIEPO0GOAOYING, 0 0oBeVT|G Oa TPEMEL VL TAPOKOAOLOEITAL TPOGEKTIKA Y10l ALOPPAYIKES
EMITAOKEG | AAAEG avemBOUNTEG EVEPYELEG (BA. TAPAYPAPO KAVIIUETOTION TNG AUOPPAYIOCD»).
AOY® TEPLOPIGUEVTG ATOPPOPTONG, OVOUEVETOL EVO PUIVOLEVO OPOPNC Y®PIG TEPAUTEP® AVENCT
g péong éxbeong oto mAaco g vaepBepamentikég 000elg Twv 50 mg prpapoaumavne
AVAOTEPEC.

Yrdpyel SraBéciog ed1kog mapdyovtag avaotpopng (andexanet alfa) mov avtaywviletor )
Qopurokodvvoulkn dpacn g pipapolaumdvng (avatpééte oty Iepiinyn Xopaktnpiotik®v
[Ipoidvtog Tov andexanet alfa). Mmopel va e€etactel ) ypfon evepyow GvOpaka yio T Leimon TG
amoppOPNONG 6€ MEPITTO®OT LITEPdOGOLOYiag TG prfaposaumdvng.

AvTyleTOmon NG oupoppayiog

e mePInTOOT ELEAVIONG ALOPPAYIKNG EMTAOKNG 08 0cBeVT| TOL Taipvel priapoSaumdvn, 1 ETOUEVN
yopnynon g ppaposaumdvng tpénetl va Kabvotepnoel N 1 Oepaneio mpémel va dl0Komel, ®G
apuoletl. H pipapolapmdvn €xer nulon mepimov 5 éog 13 wpav (PA. mapdaypapo 5.2). H
AVTIUETOTIOT TPETEL VAL EEATOLKEDETOL COUPMVOL UE TN GOPapdTNTa Kot Tr B€0m TNng apLoppayiog.
KotdhAnin cvuntopotiky Ogpaneio Bo propovoe va ypnoipomombel avarloya Ue TG avaykeg, OTmG
UNyoavikn copmieon (m.y. yio cofapn emictaln), XEPovPYIKN adoTaoT LUe SLodIKaoIies EAEYYOL TNG
ALLOPPAYIOG, OVOTANP®GT] VYP®V KOl AUOOVVOULKT VTOGTHPIEN, TapaymYa oipatog (CUUTVKVOUEVH
£pLOPA OLOCEAIPLA 1| PPECKO KOTEWYVYUEVO TAGGLA, AVAAOYQ, LE TN GYETILOMEVT avopio 1)
dwoTapayn TENG) 1 OLUOTTETAALA.

Xe mepintwon mov pio apoppayio dev umopel va eleyyBetl pe ta avotépw PETPa, TPETEL VO, EEETOOTEL
glte n yopnynon evog €01kl Tapdyovta avactpodng (andexanet alfa) avactoréa Tov Tapdyovta
Xa, mov avtayoviletol T oppakodvvapiky opdon g ppapoaumdvng, 1 evog e181Kon
TPOTNKTIKOV TOPAYOVTH, OTMG TO GLUTLKVOUE cLUTAGKOV TTpobpoufivng (PCC), cuumixvopo
gvepyomomuévov cuoumriokov tpobpoufivine (APCC) 1 avacuvovacuévov tapdyovto Vila (r-FVIla).
Evtobtotg, vmhpyel uéypt onpepa moAd TEPLOPIGUEVT] KAVIKY| EUTEIPIO GO T YPT|ON AVTOV TOV
QOPUOKEVTIKMV TPOIOVI®V G€ dropa mov maipvouv pilapoéaurdavn. H cuotaon Paciletar emiong oe
mepoplopéva un-kAwvika dedopéva. [pénet va e€etaotel 1) ETOVOS0GOAIYNGN TOL OVAGLVIVAGHEVOD
mapdyovta VIla kot vo tithomomOei avaioya pe ™ Beltioon g apoppayiog.

Avaloya pe v tomikn dtabecipudmra, Oo tpénet va eetaletar 1 GLUPOLAT EVOG YLoTpoD
e€edkevpévou og dlatapoyEg TG TNENG TOL COTOG GE TEPITTMON coRupdV AHoppayIdV (deite
mapdypoeo S5.1) .

H O mpotapivn ko ) Prropivny K dev avapévetor vo ennpedcovy Ty aviimnkTikn dpdon g
pipapolaumdvng. Yrapyel nepropiopévn epmepia pe 1o tpoveapkd oo kot kaboAov eumelpio. pe 1o
QULVOKOTTPOTKO 0ED KoL TNV ampoTvivn 6€ dtopa 1oL Ttoipvouy pipapoéaumdv. Agv vadpyel o0Te
EMIOTNLLOVIKO GKETTIKO Y10 TO OQELOG OVTE EUTELPIQ [IE TN YPNON TOL GLGTNIOATIKOD OLLOGTUTIKOD
deoponpecivn o€ dropo mov Taipvouy papoSoumavn. AdYw® TG VYNANG OECUEVOTG OE TPWTEIVEG
TOV TAAGUOTOG, 1 PLROPOEATAVT) OV AVOUEVETOL VO EIVOL OLLOSTOAIGU).

5. OAPMAKOAOI'IKEX IJAIOTHTEX

5.1 D upProKoOVVOUIKES 1O1OTNTES

Dapuaxobepamevtikn KoTnyopic: AviiBpoufmTikol mopdyovies, ALECOL OVOGTOAELS TOL TPEYOVTOL
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Xa, kodikog ATC: BO1AFO1

Mnyoviopdc dpdong

H piBapo&apmivn givar Evag eEonpeticd eTAEKTIKOG GUEGOG AVOGTOAENG TOV TTapdyovTa Xa [E amd
oV otopaTog Prodwbeoidtra. H avactoir] tov mapdyovta Xa StakomTel TV eVOOYEVT| Kot
e€myevn 006 TOL KaTaPPAKTN TS TENS TOL BiUATOG, aVOoTEAAOVTOG T dnutovpyio Bpoppivng kot
v avamtuén OpouPov. H pipapolaumdvn dev avactélietl T Opoppivn (evepyomoinuévog
mapdyovtag 1) ko dev Exel koTadeyOel kopio enidpaocn oTo ALUOTETAALA.

Doppokoduvapkés EmOpAcELS

[oapoatnpnnie docoe&optdpevn avacToA TG dpacTIKOTNTAG TOL Tapdyovto Xa otov dvBpmmo. O
ypévog mpobpopfivng (PT) emnpedleton amod tn ppaposapmdvn Le 00G60eEaPTOUEVO TPOTO LIE GTEVN
GLOYETION MG TPOG TIC GVYKEVIPAOCELG TAASUATOG (TN T 1oovtan pe 0,98) edv ypnoylonoteiton
Neoplastin yia tn dokipacio. AAAa avTidpoactiplo Oo propodcoay vo dOGOVV SLopOPETIKG
amoteléopara. H epunveio tov PT wpénel va yivetor oe devteporenta, o16tL To INR €yet
BaBpovounBei kot emtkupmBel PLOVO Y10 TO KOOUOPIVIKG OVTITNKTIKA Kot dgV Umopel va
yxpNoLomon el yio omolodmoTe GAAO OVTUTNKTIKO.

e aobeveic mov maipvouv piapoapmivn yio tn Oepamneio g EBOO kot tng [1E ko v mpodAnym
NG VILOTPOTNG, T0. 5/95 exatootnuopa yuo PT (Neoplastin) 2 - 4 dpeg petd ™ ANy tov dickiov
(M. xoTd TO YPOVO TNG UEYLETNG Opdiomg) Yo 15 mg pifapoapmdvng 600 Popég NUEPNGImS
KopavOnkav omd 17 éwg 32 degvtepoienta Kot yia 20 mg pipapolapundvng anag nuepnoiong ard 15
€m¢ 30 devtepdrenta. XT0 KATMOTEPO ONUEl0 cLYKEVTPpWONG (8 — 16 dpeg petd T ANy tov d1okiov )
T 5/95 ekatootnuopla omd 15 mg dvo opéc nuepncimg Kupaivovioy amd 14 £og 24 devteporenta
Kot yuo o 20 mg anaé nuepnoiong (18 — 30 opeg puetd ™ Ay tov diokiov) amd 13 g 20
devTepOAETTAL.

e aoBeveig pe pun PaAPidoikn KOATIKY HLOpUOPLYT TTOL TAipVOLV PROPOEAUTAVT Yol TNV TPOAYN
TOV OYYELOKOV EYKEPOALKOD EMEIGOSIOVL KOt TNG GVGTNIKNG EUPOANG, Ta 5/95 exatootnuopla Yo PT
(Neoplastin) 1 - 4 dpeg petd ™ Aqyn ToL diokiov (NA. Katd To ¥pOvo TG UEYIGTNG dPAGTC) O
acOeveic mov Oepamedmray pe 20 mg dnaé nuepnoing kopavinkay and 14 émg 40 dgvteporenta
ka1 o€ acbeveic pe pétpia veppiky dvcAertovpyia wov Ehafav Oepaneia pe 15 mg dmoé nuepnciong
amo 10 éwc 50 devtepdienta 1o KOTOTEPO onpeio cuykévipmong (16 — 36 dpeg petd T Aqyn Tov
dtokiov) ta 5/95 ekatooTnuopla og acbeveic mov Bepanedovray pe 20 mg ana nuepnoimg
Kopaivovtay and 12 émg 26 devteporenta kal o€ acbeveic pe Mo VEPPIKT SVGAEITOLPYiR TOV
E\aPav Oepomeio pe 15 mg arag nuepnoing omd 12 £mg 26 dgvtepOienta.

e pio KMVIKH QopUOKOAOYIKT LEAETN Y10 TNV OVTIGTPOPT] TNG PUPUUKOSVVAUIKNG OpAong TG
papo&aumdvng og vy evijlika dtopa (n = 22), a&toAoynnkav ol EMATOCEIS TOV £QATAE H0cEMV
(50 IU / kg) amd dvo dapopetikovg tomovg PCCs, evog PCC 3 mapaydvrav (moapdyovteg 11, IX kot
X) ka1 evog PCC 4 moapaydviav (mapdyovreg I, VII, IX ko X). To PCC 3 mapaydviov peinoce Tig
uéoec Tipéc Neoplastin PT katd wepinov 1,0 devtepdrento péoa o€ 30 Aentd, o chyKpILon e ™
ueimon tov mepinov 3,5 devtepdientwv mov mapatnprinke pe to PCC 4 mapayovimv. Xe avrtifeon,
10 PCC 3 mopayoviov glye pio HeyaAdTEPT KOl TAXDTEPT GUVOAIKY| ENIOPACT] GTNV AVTIIGTPOPT TNG
dpdong otnv gvdoyevn mapoywyn Opoufivinc and to PCC 4 mapayoviwv (PAéme mapdypapo 4.9).

O ypovog evepyomomuévng nepikng Opouporiactiving (aPTT) ka1 HepTest mapateivovrar emiong pe
d000eEapTMUEVO TPOTO. QGTOGO, OEV GLUVIGTAOVTOL Y10 TNV EKTIUNGT TNG QPUPLOKOSVVAIKNAG dPAOTC
g ppapoéapndvne. Aev vapyet avaykn mapokolobinong tov mopaustpov TRENG KaTd )
duapketa tng Bepamneiag pe  ppapoapundvn onyv Kabnuepvi KAMVIKT TPAKTIKY], 0T060, GV
gvdeikvotal KAvikd, to eninedo g piaposapmdvng pmopodv va petpnovv pe Babpovopunpéveg
TOGOTIKEG UETPNOELS TNG avTl-Xa dpacTikotnTag (PA. mapdypoapo 5.2).

Khvu amoteheopoatcdtnro kol ac@dieia

Ocparneio the EBDO, IIE xai mpolnyn s vrotporns s EBDO koi g ITE

To kKhMvikd Tpoypappo g praposaundvng oxedldotnKe Yo va, KOTadeiEel TV amoTEAECUATIKOTNTO
g papoéapundvng oty apyikn kot cuveyliopevn Bepareia g o&eiog EBD® ko ITE kou oty
TPOAN YT TG vIToTpomnc. MelethOnkay tédve and 12.800 acbeveig 6e TEGGEPIC TUYOLOTOINUEVES
eheyyoueveg khvikéc peréteg eaonc I (Einstein DVT, Einstein PE, Einstein Extension kot Einstein
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Choice) ko1 emmpocOeta £xet dreEaybel pia TPoKaBOPIGUEVT] GUYKEVIPAOTIKT OVIAVGT] TOV LELETMV
Einstein DVT kot Einstein PE . H cuvoAikn cuvovacpévn didpkeia tng Bepomeiog oe OAEG TIG
peAéteg tav €mg kot 21 pivec.

2 perétn Einstein DVT, pedetnOnkov 3.449 acBeveig pe o&eia EBOO yia ) Oepamneio tng EBOO
Ko TV TpoAnym tng vrotpomng s EBOO kot g ITE (acbeveic mov napovoialov COUTTOUOTIKY
I1E amoxAeiomnkav and avtiv ) peAétn). H didpreia g Bepaneiog nrav yuoo 3, 6 1 12 pnvec
avaAioyo pe TNV KAVIKY Kpion Tov gpguvnTy.

Mo mv apyn Bepaneio g o&eiog EBPO didpketog 3 efdopdadmv, yopnynbnkav 15 mg
piapo&apmdvng 600 popég nuepnoine. Avtd axorovdndnke ard 20 mg pipapoaumdvng amal
nuepnoing.

Xnv peién Einstein PE, pelemOnkav 4.832 acbeveig pe ofeio mvevpovikn pPoin, yio m Bepaneia
NG TVELHOVIKNG EUPOANG Kot TNV TPOANYT TNG vIoTponng TG EBDO kot tng mvevpovikig epufoing.
H didpketa g Oegpaneiog frav 3, 6 7 12 unveg e€aptdpevn omd v KAVIKY Kpion TOL EpELVNTY.
Mo mv apykn Bepaneio g o&eiog Tvevpovikng eufoing yopnynonkay 15 mg

piapo&aumdvng dvo popég Nuepnoiog Yo Tpels efdopddes. Akolovdnaoe yoprynon tov 20 mg
papo&apmbvng aras nuepnoiong.

Kot otig 6vo peréreg, v Einstein DVT kot v Einstein PE 1 cuykpitikn Bepoamegvtikn ayoyn
nepthauPave evoamapivn xopnyoOUEVT Y10 TOVAGXIGTOV 5 NUEPEC GE GUVOVLOCUO LE AVTAYMVIOTY] TG
Brrapivng K péypt to PT/INR va givat evtdg tov Oepamevticod evpovg (> 2,0). H Bepamneio
ocuveylonke pe Evav aviayoviot g Brrapivng K mpocappocpévng d6ong yo T d1atipnon tov
Tipdv PT/INR gvtog Tov Bepansvutikon gupovg 2,0 émg 3,0.

>t perérn Einstein Extension, peietnOniayv 1.197 acBeveig pue EBOO 1 I1E yo tv mpdinym g
vrotpornc s EBDO kau ¢ [1E. H didpxeia tng Oepaneiog irav yio emumAiéov 6 1 12 ufvec o€
acOeveic mov giyav olokAnpaoel 6 émg 12 punveg Oepameiag yio eAefikn Opoppoeuforn avaroya
pe v KAwvikn kpiomn tov gpgvvnri. H piapolaundvn 20 mg draf nuepnoing cuykpidnke pe
EIKOVIKO QAPLLOKO.

O1 peréteg Einstein DVT, PE kot Extension ypnouonoinoay tig idieg mpokafopiopéveg KOpLeg Ko
devtepevovoeg ekPacelg amoterecpatikotntoc. H kopla ékfoon amotedespotikdtnrag fray
cvpntopatikny vrotpory POE kabopilouevn og to obvheto onueio g vrotponng EBPO 7
Bavatneopov 1 un Bavatneopov IE. H devtepevovca éxPaon anotelecpatikdttog kabopiotnke
®¢ to ovvleto onpeio g votponig EBOO, un Bavammeodpov I1E kot Bvnopndmrag and 6Aa to
aiTioL.

> peiét Einstein Choice, 3.396 acOeveic pe emPeParopévn cvuntouatiky EBOO 1 kat I1E ot
omoiol oAoKANpmcav 6-12 piveg avtumnkTikng Oepaneiog peAetnONKav yio Ty TpoOANYT TG
Bavatneopov IE 1 g un Bavatnedpov copntopotikig vrotponig EB®O 1 [1E. O acBeveic pe
£voelén o cuvellopevn avTITnKTIKy aymyn Oepomevutikng 60ong amokAsiotnkay ond T peAétn. H
duapketa g Oepameiog Nrav £mg katl 12 pveg avaroya Le TNV NUEPOUNVIC, TUYOLOTOINGNG TOV ATOLOV
(Srdpeon: 351 nuépeg). H pipapolaumdavn 20 mg ana nuepnoimng kot 1 pipaposopmdvn 10 mg droé
nuepnoing cvuykpidniay pe 100 mg akeTVAOGUAKLAIKO 05D dmaé nuepncimg.

H x0pra éxPaon amotelecpatikdOTnTOg NTOV CLUTTOWATIKY VoTpon POE kabopilopevn og 1o
ovvbeto onueio g vrotpomic EBOO 1 Bavatnedpov 1 un Bavoatnedpov I1E.

2 perétn Einstein DVT (BA. [Tivaka 4), n pipapo&opmdvn katadeiydnike 0Tt glvar pn kotdTEPT ©G
npog v evo&amopivi/ABK yio thv kopia EkPoon anoteiespotikdtnrag (p < 0,0001 (dokiun yio pn
KatotepOTNTA), avaroyio kvdvvov (HR): 0,680 (0,443 - 1,042), p = 0,076 (doxiun yio vepoyn)). To
wpokabopiopévo kabapd KAviKd 6pehog (Kopla EKPaoT AmTOTELEGUATIKOTNTOC GLV GOPapd
apoppayikd enelcoda) ovapépnke pe avoroyia kvovvov 0,67 ((95% CI: 0,47 - 0,95), ovopactiky
Tun p = 0,027) vrép g piapolapmdvne. Ot Tyég INR frav péoa oto Bepamevtikd 0pog Katd
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pécso 6po oto 60.3% Tov ¥povoL Yo T péo ddpketa tng Bepaneiog Tov 189 nuepov kat 55.4%,
60.1% ka1 62.8% tov ¥pOVOL GTIC OUAdEG OTTOL lxe amopaciotel Oepameia didpkelag 3 -, 6- Ko 12
unvov avtictoya. v opdda g evoéamapivng / ABK dev vanpée eppavig cuoyétion avapesa
ota enineda Tov pécov TTR (Time in Target INR Range 2,0 — 3,0) avd kévipo 6mmg KoTaveprdnikay
o€ wooueyEdn Tprtnudpla Kot 6TV ePPdvion vrotpomng g Opopfoepupforng(P=0.932 yua
aAAnAenidopaon). Xto Tprtnuoplo tov vynidtepov TTR avé kévtpo, n avaioyio Kivddvov pe
pipapo&apmdvn Evavtt g Papeapivng nTav 0.69 ( 95% CI: 0,35 — 1,35).

Ta mocootd enintwong yio v KOpta EkPaocn acedrelag (coPapd 1 Khvikd atoloynoo un
cofopd apoppayikd enelcodln) kabmg kat tn dgvutepevovoa EkPacn acpdielog (coPapd
QLLOPPAYIKA ETEIGODIN) TYTOV TOPOUOLO KOt Yia TIG dVO opddeg Depameiog.

Iivakag 4: ATOTEAECPATA ATOTELEGPUOTIKOTNTOS KOl ACQPALELNS 0TO TN peAéT
¢aong III Einstein DVT

ITAnBvopodg peréng 3.449 acbBeveic pe cvpntopaTikn o&eia eV TM
Baber prefikn OpouPwon
Aocoloyia kot didpketa tng Bepamneiog PiBapoEopmivn @ Evo&amapiv/ABK P
3,61 12 ufveg 3,61 12 punvec
N=1.731 N=1.718
Yvuntopotikny vrotpon) POE* 36 51
(2,1%) (3,0%)
SOUTTOUOTIKN 20 18
emavepeovilopevn IE (1,2%) (1,0%)
ZOUTTOUOTIKN 14 28
emavepeoviiopevn EBOO (0,8%) (1,6%)
Yvuntopotikn ITE koo EBOO 1 0
(0,1%)
Oavatneopog I1E / Bavatog 6mov n 4 6
I1E dev pmopei va amoxAeiotel (0,2%) (0,3%)
Yofapn N KAwvika aloloynowun, oyt 139 138
ocofapn oipoppayio (8,1%) (8,1%)
YoPapd arpoppayikd enelcOdL 14 20
(0,8%) (1,2%)

a)  Pipapo&aumdvn 15 mg dbo popég nuepncing yuo 3 efdouddeg akorovBovuevo amd 20

mg dnaé nuepnoing
B)  Evo&omapivn yio tovAdyiotov 5 nuépeg cuyyopnyovuevn pe, Kot akolovboduevn amdé ABK
* p <0,0001 (un xotmTEpOTNTA PE Pdon Tpokabopiopévn avaroyio kvduvev 2,0),

avaAoyio kvdvvov: 0,680 (0,443 - 1,042), p = 0,076 (yio vtepoyn)

> perétn Einstein PE ( BA. ITivaka 5) 1 pipapo&apmdavn kotedeiydn un katdtepn g evosomapivng
/ ABK otV xOpia éxPaon amoterecpatikotntog (p=0,0026 (Eleyyoc yio. un KotoTepdTTA); Avoloyio:
Kwdvvou 1,123 (0,749 — 1,684)). To npokabopicuévo kabapod khvikd 0perog ( Kopla ExPaon
QTTOTEAEGUATIKOTNTOC GLV 1] Ep@dvion ueilovog atpoppayiag) avapépnke pe (o avaroyio Kivduvou
0,849 ((95% CI: 0,633 — 1,139), ovopootikn a&io p, p= 0,275). Ot tuég INR ftav oto Ogpomevtikd
miaiowo pe péon tun 63% tov xpdvov yia tn péon dudpkela Bepaneiog tv 215 nuepav kot 57%, 62%
ka1 65% tov ypovoL oTig opddeg pe Tpokabopiopévn didpkela Bepameiog 3, 6, kon 12 unvecg
avtiotorya. Xtnv oudoda g evo&amapivig / ABK dev vmnpe eppavig cuoy£Tion avapuesa 6To.
enineda tov pécov TTR (Time in Target INR Range 2,0 — 3,0) avd kévtpo 0nmg Kotaveundnikoy o
1oopeYEDON TPUTNUOPLO KO OTNV EUPAVIGT VTOTPOTNG AEPIKN G Opoupospuporng OOE (p= 0,082 yw
aAAnAenidpacn). 1o Tprrnudpio tov vymAadtepwv TTR avd kévtpo, n avaroyio Kivdovov Le )
ppapo&apumdvn évavtt g Bapeapivng nav 0,642 (95% CI: 0,277 — 1,484).
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Ta mocootd emintong yio v KOpla EkPacn acpdrelag (coPapd 1 kKhvikd agtoloynoio oyt
GOPOPA ALLOPPAYIKH ETEIGOIIN,) NTAV EAAPPDOG YAUNAOTEPO GTN BEPUTEVTIKT] OUAd TNG
piapo&apmdvng (10,3% (249/2412)) and 0,t1 ot Oepamevticy opdda tng evo&amapiviic/ ABK
(11,4% (274/2405)). H devtepevovca éxPaon acpirelag (GoPapd aoppaytkd enelcddio) oy
yopunAotepn oty opdda g prapoapndvng (1,1% (26/2412)) and 6,t1 otnv opdda g
evo&amapivng/ ABK (2,2% (52/2405)) pe avaroyia kivdvvov 0,493 (95% CI: 0,308 — 0,789).

Iivakag 5: ATotehéopaTa anMOTELECRATIKOTNTAS KOl ao@dAELaS oo TN perétn @dong 11
Einstein PE

[TAnBvopdg ueréng 4.832 acbBeveic pe o&eglo CUUTTEOUATIKT TVELHOVIKT EUPOAN
Aocoloyia kou Stapketo g PiBapo&apmdvn @ Evo&amnapivn/ABK P
Bepameiag 3,6M 12 punveg 3,61 12 punveg
N=2419 N=2413
Yvuntopotikn vrotpon) POE* 50 44
(2,1%) (1,8%)
SOUTTOUOTIKT VTOTPOTN 23 20
I1E (1,0%) (0,8%)
ZOUTTOUOTIKE VTOTPOT 18 17
EB®O (0,7%) (0,7%)
Soumtopatiky IE kot 0 2
EBO® (<0,1%)
Oavatneopog I1E / Bdvartog émov | 11 7
n I1E dev pmopei vo, amokAeiotel (0,5%) (0,3%)
YoPfapd 1 KAvikd a&oroynotpa 249 274
oY1 GoPupa aLLoppayIKY (10,3%) (11,4%)
emelcOd0L
YoPapd arpropporyikd TGO 26 52
(1,1%) (2,2%)

a)  Piapo&aumdvn 15 mg dvo popég nuepncing yua Tpeig efoopdadeg axorlovboduevo amo 20

mg anaé nuepnoimg.

B)  Evo&omapivn/ABK yia TovAdyiotov S nuUEPES, GUYXOPNYOVUEVT LE, Kot 0KoAoLOODEVT 0d
ABK

* p <0,0026 (un KoTOTEPOTNTA YO TNV TPpokaboplouévn avaroyio Kivdvvov tov 2,0):

avaAoyio kvdovov 1,123 (0,749 — 1,684)

"Eyet dievepynOel pio tpokafopioiévi GUYKEVIPOTIKY aVOADOT) TOV OTOTEAEGUOTOS OO TIG UEAETEG
Einstein
DVT ot PE (BA. ITivoka 6).

MMivakag 6: ATOTEAECRATA AMOTELECRATIKOTNTOS KO 0CQPUIAELNS OO GCUYKEVTPMTIKI] Avarlvon
perétn @daong I Einstein DVT kot Einstein PE

I[TAnBvoudc perétng 8.281 aobeveic pe o oéeia ovumtopatik DVT f I1E
AOGO}‘QYW Kot S1dpKeLd TG Piapo&apmdvn o) Evo&anapivi/ABK B)
Bepansiog 3,61 12 pufveg 3,61 12 pfveg
N=4.150 N=4.131
SOUTTOUOTIKT VTOTPOTY 86 95
DOOE* (2,1%) (2,3%)
SOUTTOUOTIKN 43 38
vrotpom [1E (1,0%) (0,9%)
SOUTTOUOTIKN 32 45
vrotpon) EBOO (0,8%) (1,1%)
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Youmtopatkny HE ko 1 2
EB®O (<0,1) (<0,1%)
Bavatneopog I1E / Bdvartog 15 13
omov 1 I1E dev pmopet va (0,4%) (0,3%)
OTOKAELOTEL
YoBapd 1 KAvika 388 412
a&lohoynoia (9,4%) (10,0%)
oY1 coPfupd aopparyKd
enelcdol
YoBapd apopparykd 40 72
EMELGOOLN (1,0%) (1,7%)
o)  Piapo&aumdbvn 15 mg dvo popég nuepncing yia tpeig efoopddes axorlovbodevo amo 20
mg anaé nuepnoimg.
B)  Evo&amapivn/ABK yia tovAdyiotov 5 nuépesg, cuyxopnyoduevn e, Kot okolovBodpevn arnd
ABK
* p <0,0001 (un xoT@TEPOTNTA Vi TNV TPpoKabopIGUEVT avaloyio Kivdvvovy tov 1,75):

avaioyio Kvdovov: 0,886 (0,661-1,186)

To mpoxaBopiopévo Kabapd KAviKo 6perog (Kupla koot anoteAespotikdtnTag cvv peilova
QLILOPPAYIKA EMELGODIN) OO T CLYKEVIPWOTIKY aVAAVLOT avoeépOnke pe avaloyia kivdvvoo 0,771
((95% CI: 0,614 - 0,967), ovopaotikn o&io p, p = 0,0244).

2 perétn Einstein Extension (BA. [Tivaxa 7), n prpapoapumdyn Htov avmoTePT) TOV EIKOVIKOD
QopuaKov Yo TNV KOpla Kot T devtepevovca EkPacn aroteleopatikotntag. [a v kopla éxPaon
acPaAeLng (GOPopa aoppayIKd eTEGOdIR), VINPEE EVOL U1 GTOTIOTIKA CULOVTIKO, 0pOUNTIKA
VYNAOTEPO TOGOGTO EMiMT®ONG Yo acBeveic mov ElaPav Bepancia pe ppoapo&apmdvn 20 mg dmoé
NUEPNOIMC G€ GVYKPIoT LE TO EIKOVIKO pappoko. H devutepevovoa ékfacm acedieiag (coPapd 1
KAWVIKGE 0E10A0YNOLLO OYL GOPOPA ALULOPPUYIKA ETEITODI,) KATEDEIEE VYNAOTEPO TTOGOGTA Y10,
acBeveic mov éhafav Bepaneio pe praposopndavn 20 mg dna nuepncimg oe GLYKPLON LE TO
EIKOVIKO QAPLLOKO.

Hivakag 7: ATOTEAECRATA AMOTELECRATIKOTNTOS KOl 00QPAAELNS amd TN perétn @dong 11
Einstein Extension

[MinBvoudg nerég 1.197 cuvéyioav ) Bepameia kot TpOANYT TNG VTOTPOTNG TNG
@efuciic OpopBoenBong
Aosohoyia kot Siépketa P1Bapo&apmdyvn ¥ Ewcoviko @dppoko
e Ospaneiog 61 12 pniveg 61 12 pnvec
N=602 N=594
ZOUTTOUOTIKT LITOTPOTN 8 42
DOE* (1,3%) (7,1%)
ZOUTTOUOTIKN 2 13
EMOVEUPAVIZOPEV (0,3%) (2,2%)
T1IE
ZOUTTOUOTIKN 5 31
emovepeaviCopevn (0,8%) (5,2%)
EBD®
Bavatneopog I1E / Bavatog 1 1
omov 1 I1E dev pmopel va (0,2%) (0,2%)
amoKAEIoTEL
ZoPapd arpoppoyikd emelcoolo 4 0
(0,7%) (0,0%)
Khvicd a&loloynowyn, oyt 32 7
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|_coBapr awpoppayia | (5.4%) | (1.2%)
o) PiBapo&apmdvn 20 mg dmaé nuepnoing
* p <0,0001 (avotepdmTa), avaroyia kivdvvov: 0,185 (0,087 - 0,393)

Y perétn Einstein Choice (BA. [Tivaxa 8) n ptpapo&apméyvn 20 mg kot 10 mg tav kot ta Vo
avatepa Tov 100 mg akeTvAoGoAIKLALKOD 0EE0C Y10 TNV KOPLA EKPooT anotehespatikdtnTag. H
Kupla EkPaom acearetog (peilova apoppayikd enelcodln) nTov mapdpoa yio acdeveic mov Ehafay
Bepaneia pe ppapo&apmdvn 20 mg kot 10 mg drnag nuepnoing oe odykpion pe 100 mg
AKETVAOGOMKVAIKOD 0EE0G.

Iivokag 8: Amoteléopnoto OmOTEAEGUOTIKOTNTOS KOl 00QaAel0s omod T perétn ¢@dong 111
Einstein Choice
[TAn6voudg peréng 3.396 acbeveig cuvéyioav TpoANYM
vroTpomng GAEPIKNC Opopfoeuforng
Aocoloyia Oepameiog Piapo&apmdvnm Piapo&apmdvm AX0 100 mg pia
20 mg pio popd 10 mg pio popd @opd uepnoing
nuepnoing nuepnoing N=1.131
N=1.107 N=1.127
Avdpeon didprela Oegpamneiog | 349 [189-362] nuépeg | 353 [190-362] 350 [186-362]
[evdotetaptnuoplakd e0pog] NUEPES NUépeg
ZOUTTOUOTIKT VTOTPOTN 17 13 50
DOE (1,5%)* (1,2%)** (4,4%)
ZOUTTOUOTIKT VITOTPOTY | 6 6 19
IE (0,5%) (0,5%) (1,7%)
ZOUTTOUOTIKY VIToTpoTh | 9 8 30
EB®O (0,8%) (0,7%) (2,7%)
Oavameopog I1E / Bavartog | 2 0 2
omov 1 I1E dev pmopei va (0,2%) (0,2%)
amoKAeloTEl
ZOUTTOUOTIKT VITOTPOTN 19 18 56
OOE, éuepaypa tov (1,7%) (1,6%) (5,0%)
LuoKapdiov, ayyelako
EYKEPOAKO EMEIGOO10, N
GLOTN KT EUPOAT| EKTOG
Tov KNX
YoBapd aropparyikd 6 5 3
EMELGOOLN (0,5%) (0,4%) (0,3%)
KAwikd agloroynon 30 22 20
un peiCov apoppayio (2,7%) (2,0%) (1,8%)
ZOUTTOUOTIKT] VITOTPOTN 23 17 53
DOE 1 peifov apoppayio (2,1%)" (1,5%)*" (4,7%)
(koBapd KAWIKO 6QELOC)
* p<0,001(avwrrepotnra) pBapooapmdvng 20 mg od Evavtt AXO 100 mg od- HR=0,34 (0,20-0,59)
** p<0,001 (avorepotnta) prapolapmdvng 10 mg od évavtt AXO 100 mg od- HR=0,26 (0,14-0,47)
* PiBapoapmdvn 20 mg od évavtt AXO 100 mg od- HR=0,44 (0,27-0,71), p=0,0009 (ovopoctikn)
T Piapo&oumdvn 10 mg od évavit AXO 100 mg od- HR=0,32 (0,18-0,55), p<0,0001 (ovopootiki)

EminpocBétmg tov mpoypdppatog peretmv edaong III EINSTEIN, £yet deaybel pua tpoomtikn,
avoryt, un mapepfotikn perétn kooptig (XALIA), pe kevrpikn katokopmon ekpacemv,
ocvpmepthapfavouévev g vrotpomng POE, g cofapng apoppayiog kot tov Bavatov. Evrdydnikov
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5.142 acbeveic pe o&eio EBOO yio. T diepedivnion e LoKpoypOVIaS ao@arElNG TS pLRopo&apumivng
G€ GUYKPIOoT LE TNV KAOEpOUEVT] OVTITNKTIKY aymyn otV Kabnuepvi kKAvikn Tpoktiky|. Ta mocootd
g coPapng aipoppayiag, g vrotponng POE kot tng Ovnopndtntog omd 6 T aiTiol yio T
pipapo&apmivn ntav 0,7%, 1,4% kot 0,5% avtictoyya. Ymnpyov dtopopés oto Bactkd
YOPOAKTNPLOTIKA TV 060eVAV Katd Ty évtaln, copmeptlopfavopévav g nikiog, Tg vmaping
KapKivov Kat Tng veppikrg duoiertovpyiog. Mo mpokaBopiopévn oTatioTikn avilvon eEopoimong
Tdong (propensity score) ypnNoUOTOMONKE TPOKEWEVOL Vi YiVEL TPOCSAPUOYN UE PAON TIG LETPTOILES
Spopéc 6T Pacikd yOPAKTINPLOTIKA TV 0oBevdy KoTd TNV évtaln ot Bepaneio, ®oTOGO
VTOAETOLEVOL GLYYLTIKOL TAPAyoVTES Umopel ap’ OAol aVTA va £(0VV ENNPEAGEL TO ATOTEAEGLOTA.
Ot avaroyieg Kvdovou petd v e&opoimon Taong yio T ovykpion e ppapoaumdvng pe v
kabdiepopévn ppovtida atn cofapn apoppayia, oty vwotpor POE kai ot BvynoydtnTo amd OAa
ta aitie nTov 0,77 (95% CI 0,40 - 1,50), 0,91(95% CI 0,54 - 1,54) ko 0,51 (95% CI 0,24 - 1,07),
avticTolya.

AvTd T0 amoTeEAEGHOTO GTNV KOONUEPIVI] KAMVIKT TPOKTIKT VAL GOUPOVO LE TO TEKUTPLOUEVO

TPOPIA ACPAAELNG Y10 TI] GUYKEKPIUEVT EVOELEN.

2e oL LETEYKPITIKT, U TopeUPatiKn LEAETN, o€ meplocdtepovg amd 40.000 acbeveig ympic 1oTopikod
Kapkivov and téooepic ydpes, N papoapundvn cuvtayoypapnnke yio ) Oepaneio 1) TV TpOANYM
g EB®O ka1 g I[1E. Ta nocootd cuuPfaviov avd 100 acBevo-£Tn yio o GUUTTOUOTIKO/ KAVIKE
eupavi GOE/Opoppoeuforikd cupPdvo mov 0d1yobv o€ VOoTAEiN 0€ VOGOKOUEID KuudvOnkay amd
0,64 (95% CI 0,40 — 0,97) oto Hvopévo Baciielo émg 2,30 (95% CI 2,11 —2,51) yw tn [eppavio.
Ayoppayia mov kKatéAnée o voonieio 6€ VOGOKOLELD TPOEKVYE GE TOGOGTA CLUPAVTOV ava

100 acbevo-¢tn 0,31 (95% CI1 0,23 — 0,42) yia gvdoxpaviakn apoppoyia, 0,89 (95% CI 0,67 — 1,17)
Yo opopparyio Tov yaotpeviepkov, 0,44 (95% CI 0,26 — 0,74) yio cypopparyio. ToOL OLPOYEVVITIKOV
rat 0,41 (95% CI 0,31 — 0,54) yia dAAn cupoppayio.

AocBeveic pe TpumAd HTIKO OVTIOOGEOMTIOIKO GUVOPOLO DYNAOD KIVODVOL

e pio TUYOOTOINUEVT), TOAVKEVTPIKY], AVOLYTNG EMIONUAVOTG LEAETN XPMLOTOOOTOVUEVT OO TOV
gpguvnT pe TveAomomuévn a&lordynon telkov onueiov , 1 piapoéaumdvn cuykpidnke pe
Bapopapivn oe aobeveic pe 10Top1Kd BpOpPmong, S0 yVOSUEVOV LE AVTIPMOCPOALTIOIKO GUVOPOLO Kot
VYNA0L Ktvduvou Yo Bpopfoepforikd eneicodia (Bpédnkav Betikol kKot 6TIg TPEIS doKILOGieg EAEYYOV
AVTIPOGPOATIOIKDV AVTICOUAT®V: AVTITNKTIKO TOV ADKOV, AVTIKOPOIOATIVIKG CVTICOUOTO KOl
avtio®dpoto Evavtt g B2 -yAvkonpwteivig ). H pelém tepuoatiotnke mpdwpa petd v évraén 120
aclevav, Moy avénpévou apBpod Bpoppoepfolikdv enelcodinv oe aobeveig 6To GKELOG TNG
pipapo&apmdvne. H péon didpkeia mapakorovdnong frav 569 nuépec. [evivia evvéa (59) acbeveig
ToyotomomOnkay o pipapoéaurdavn 20 mg (15 mg yuo acOeveic pe kdbapon kpeotivivng <50
mL/min) ko1 e€nvra évag (61) oe Bappapivn (INR 2,0-3,0). OpopPoepuporikd eneicddio onueidOnxoy
og 12% taov acBevov tuyatomompévav og piapofaumdvn (4 1oyouKd oyyelokd eyKe@oAkd
eMEI00010 Ko 3 epepaypoto pvokapdiov). Ltovg acbeveic mov tuyatomomdnkay ot Papeapivy oev
avaeépOnkav Bpoppoepforikd encicddia. Eneicddio peilovog apoppayiog onueimdnie og 4 acbevei
(7%) g opddag g ppapoaumdavns kot o€ 2 acbeveic (3%) g opddag g Papeapivig.

Hodrorpikdg mAnbvoude

H ovokevaoia évapéng Bepameiog Rivaroxaban Accord givat 101k oxedloacpévn yio, )
Oepameio evnAiK®V 0c0evVOY Ko OV gival KATAAANAN Y10 PO O TALOLATPIKOVS acOEVEIC.

5.2 D opROKOKIVITIKEG LOLOTITES

Amoppognon

H pipopo&apmdvn amoppopdtal Toxémg pe TG HEY1oteg oLYKeVIPMGELS (Cmax ) va epeaviovton 2 -
4 dpeg LETA ) Aqyn Tov diokiov.

H oand otoépatog amoppoenon g prpaposaumdvng eivatl oxedov mANPNG Kot 1) od TOV GTOUUTOC
BrodwBeoipdnra glvar vymin (80 - 100%) yia tn 6601 diokiov twv 2,5 mg kot 10 mg, aveEdptnta
omd ™ Aqym vijotig N Hetd o yebpo. H mpooinym pali pe tpogn dev ennpedtet mv AUC 1 v
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Cmax ™G papodapmdvng 6t 860N 1v 2,5 mg kot 10 mg.

Adyo petpévou Babpod amoppdenong, n and Tov 6TOUATOG Prodiadeciuotnta Yo To diokio Tmv 20
mg v1to6 cVVONKeC vnoteiag Tpocdiopiotnke o€ 66%. Otav ta diokia piaposaurdavng 20 mg
Aappavovton padi pe tpoen, mtapatnpndnkav avénoelg ot péon AUC katd 39% e obykpion pe v
TPOSANYT ToV d1oKiov VIO GLVOTKES VN oTELNG, TO OO0 VTOSNAMVEL GXEOOV TAN|PT| ATOPPOPTOT| Kot
VYNAN amd Tov 6TopaTog Prodtabecipudmra. Ta diokia piapoéaurdvng 15 mg kail 20 mg
npoopilovior va Aappdvovior pe tpoen (PA. Tapdypapo 4.2).

O1 QopROKOKIVNTIKEG WO10TNTES TNG paposapmdvng eivat Tepimov ypoppikég péypt mepimov 15 mg
amoé NuepNcimg 6TV KATACTOOT VNOTENG.

e ouvinikeg oitiong, ta dokio prPapoaundvng 10 mg, 15 mg kot 20 mg kotédei&ay avoroyoTnTo
oLUPOVa P TN 0601. e vynAdtepeg 006elS, 1 pLpaposaumdvn eppavilel amoppdencn Tov
nepropiletat amd TN S10ALTOTNTAE TOV, PE HEIWHEVT] Blod1obestudTNTO KOl LEIWUEVO PLOUO
amoppoPNoNG He av&avopevn doan.

H dwaxopaven ot goppokokivntiky g pipapoaumdvng sivol pétpia, pe S1akdUavVoT LETOED TV
atopov (CV%) and 30% émng 40%.

H amoppdonon e pipapolaurndvng e&aptdral and ™ BEomn amelevfEPOONE TOL GTO YUGTPEVTIEPIKO
ovotnpa. Mia peimon katd 29% kot 56% oty AUC kat 6TV Cmax G€ GOYKPIOT| LE TO S10KI0
avaeépinke 6tav 1 prapoapmdvn vd popen Kokkimv amelevdepdvetal oto yyOg Aemtod viepo. H
€xBeom etvon TepaTEP® PEI®UEVT OTOV 1| PROPOEAUTAVT] OTEAEVOEPDVETAL GTO TEPIPEPIKO AETTO
£€VTIEPO 1 GTO AVIOV KOAOV. ZVVETMGC, 1| XOPNYNOT TNG PLPAPOEOUTAVIC TEPIPEPTKA TOV GTOUMYOV
TPENEL VO, ATOPEVYETOL S1OTL AVTO UTOPEL VO 0O YNOEL GE PEIWHEVT] ATOPPOPNOT| Kot GYETIKT EkBeom
™S ppapodapumavng.

H Brodrobecipomta (AUC kot Cmax) oy cuykpiown yia 20 mg pipapoloumdavn xopnyoduevng amnd
TOV GTOUOTOC O OPVUUATIGUEVO OLOKIO OVOUEUELYIEVO LUE TTOATO UNAOL, | EVOLOPMUEVO GE VEPO KOl
YOPNYOVUEVO PEGH YAGTPIKOD COANVa akoAovBovpevo and Eva vypod yeba, € GOYKPLoT| LE Eval
0AOKANPO S10K10. AEGOUEVOL TOL TTPOPAEYILOV, S0GOEEAPTOUEVOD POPUOKOKIVIITIKOD TPOQPIA TNG
pipapo&aumdvng, Ta omoTeEAEoUaTo, BlodtafesitoTnTog 0o T HeAéTn avth givar Thavo va
epapuolovror og yapnAdtepeg 60celg g pLpaposaumdvng.

Kotavopun
H déopevon og TpoTeives Tov TAAGHLOTOS GTOV AvBp®TO £ivol LYNAN, 6€ 0606t TEPinov 92 %
€16 95 %, pe ) Agvkopativy opov va amotelel To KUPLO decUEVTIKO GLGTATIKO. O OYKOC

KoTavopng sivor pétprog, pe Vss mepimov 50 Aitpa.

Buopetooynuatiopds kot amoBoin

Amd ™ yopnyovuevn d6on g pipapoaumdvng, tepimov ta 2/3 vrdkewTal o€ PETAPOAKN

AOdOUN 0T, LE TO GO 0d VTO VO OTEKKPIVETOL KATOTY HECH TNG VEQPIKNEC 000V KOl TO GAAO UIGO
uéom TV Kompavav. To teAiko 1/3 tng xopnyoduevng 606mG VIOKELTAL GE GUEST) VEQPIKN ATEKKPION
®G QUETAPANTN OPOCTIKH OLGIO GTO OVPO, KUPIWG HEGH EVEPYOD VEPPIKNG OTEKKPIOTG.

H piBopo&apmivn peraforiletor péow tov CYP3A4, tov CYP2J2 kon unyavicpov ave&dptntov
tv CYP. H 0&e1dmTikn| 0modounon tov popiov Hop@oivovig Kot 1 DOPOAVCT| TOV OSIKOY
deoudv, amoteAoVV Ta KOplo onueia Popetatponns. Me Bdon Tig in vitro €épevveg, M

pipapo&apmdvn gival £va VTOGTPOU TOV TPAOTEIVOV petapopénv P-gp (P-yAvkonpmteivn) kot

Berp (mpoteivn avtictaong Kapkivov Tov pactov).

H apetdfintm piopo&apmdvn ivarl n onpoaviikotepn Evoon oto avlpdnivo TAdcua, xopig tnv
Tapovcio LeOVMV 1| EVEPYDV KUKAOPOPOUVTI®V PeTOfolMTdv. Me cuotnuatiky kaOapon mepinov
10 1/h, n piapo&aunavn pmopel vo ta&voundei og ovoia younAng kabapong. Metd v

gvOoPAEPBLOL Yoprynom wog d0omg 1 mg, n nuicelo (o anékkpiong sivar mepinov 4,5 dpec. Metd
TNV amd TOL GTOUATOG YOPYNOM, 1| ATEKKPLOT TEpopiletar amd To puOud amoppdenone. H
amékkpion g popoapmdvng amd To TAAGHO AauPavel yopa pe TeAkéEg Nlmég and 5 €mg 9

wpeg o€ veapd dtopa, Kot pe TeAkEc nuIlméc amd 11 éwg 13 dpeg oTovg NAKIOUEVOLG,.

Edikoi mAinBuopoi
Dolo
Agv mopatnpinioy kKhvikd oyeTilOUEVES S10POPEG OTIG POPLOKOKIVITIKES KoL
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QOPUAKOSVVOUIKEG 1O10TNTEG LETAED AVOPDV KOl YOVOIKADV aGOEVDV.

Hliowuévog minBooudg

O Ao pévol aobeveig Topovsiocay VYNAOTEPEG GLYKEVIPOGELG TAAGLOTOC 0o 0,TL OL
veotepol acbeveig, pe péoeg Tywég AUC mepimov 1,5 popég vynidtepeg, Kupiog AOYm TG
HELOPEVNS (QatvOUEVTG) OAKNG Kot VEQPIKNG KaBapong. Agv amatteitonl TPOGAPUOYT TG
docoroyiag.

Arapopetixéc katnyopicg Popovg

Axpaieg Tipég copatikov Papovs (< 50 kg 11> 120 kg) eiyav povo pkpn enidpaocn otig
GLYKEVTIPMGELS TG PPapoloumdvng 6to TAGGH (AyoTepo amd 25 %). Agv amoiTeiTon TPOGOUPLOYT
g docoloyiag.

A1090AeTIKES O10POPES

Agv mopatnpnnioay kKhvikd oyetilopeveg dtapuietikcés dtapopésg petald Kavkdoiwv, poavpmv
Apepikavav, lotavopavev, landvov 1 Kivélov acBevdv 06ov apopd oTIG pOPUOKOKIVITIKEG KoL
QOPUAKOOVVOUIKEG 1O10TNTEG TNG PLPOPOEAUTAVIG.

Hratikn dvelertovpyio

Kippwtixoi acbeveig pe nmio nratikn dvciettovpyia (otadiov A katd Child Pugh) epgdvicav poévo
LIKPEG LETAPOAES OTIG POPHOKOKIVITIKES 1010TNTEG TNG pLopoapmivng (avénon katd 1,2 popég
omv AUC g piapo&apmivng Kotd péEGo 6po), oYedOV GUYKPIGIIES LE TIG OVTIGTOLXES Y10 TNV
OUAdO EAEYYOL VYLDV OTOUMV. € KIPPOTIKOVS 0oeveic pe puéTpla nratikn ducAettovpyio (otadiov
B katd Child Pugh), n péon AUC ¢ pifapoopmdvng avénodnke onuovtikd katd 2,3 popéc o€
ovykpion pe vyteig eBerovtés. H AUC tov pn deopevpévou eapudikov avéndnke kotd 2,6 popés. Ot
OLYKEKPIUEVOL 000EVELG glyav emiong LEIWUEVT VEPPIKT OTEKKPLOT TNG PLPApOSaUTAVIG, OO [IE
exeivn tov acBevov pe pétpla veepikn duciettovpyia. Agv vdpyovv dedopéva oe acbeveig pe
cofopn NroTIKn SvcAElToLPYia.

H avactoln g dpactikdmrag Tov Topdyovto Xa avéndnke katd £va cuvieleot) 2,6 o€ acbeveig
LE HETPLO NTOTIKT OVGAELTOVPYiD G€ GUYKPLIoT [E Tovg vyteic eBedovtég. H mapdrtaon tov PT
avENONKe opoimg kKatd £va cuvieleotn 2,1. AoBeveig pe pétpa nratikn duciettovpyio HTav
TEPLocOTEPO gvaicONTOL ot pLiaposopmdvn pe amotélecpa o peyaAdtepn kAion otn oyéon
PK/PD peta&d ovykévipoong ko PT.

H pipopo&apmivn avievdeikvotor o aoBeveic [le NmaTiky VOGO GXeTILONEVT LE STOpayT TNG
TENG TOV QUPOITOC Kot KAWVIKG oyeTI{OUEVO Kivouvo arpoppayiog, copmeptloupovouévmy
Kippotik®dv acdevav pe Child Pugh B kot C (BA. mapdypago 4.3).

Neppikn ovolertovpyio.

IMopatnpndnke pio adbénomn g ékbeong otn ppapolaumdvn o cLGYETION UE UEIMON TN VEPPIKNG
Aertovpyiog, 6mwg a&lohoyndnke péocw petpriioemv Kabapong kpeotvivine. Xe acbeveig pe nma
(kaBapon kpeatvivng 50 - 80 ml/min), pétpia (kaBapon kpeatviving 30 - 49 ml/min) kot coPfapn
(kaBapon kpeatvivng 15 - 29 ml/min) veppikr| Suciettovpyio, Ol GUYKEVTIPMOGELS TAAGLOTOC TNG
piapo&aumdvng (AUC) avéndnkoay katd 1,4, 1,5 kot 1,6 popég avtiotorya. Ot avtiotoryeg avénoelg
0TI POPUOKOIVVOIKEG OpACELG TaV EVTOVOTEPES. X acbeveic e Nmia, PETpLa Kot coPfapt) VEQPPIKT
dvuodeltovpyia, 1 YEVIKT 0VOGTOAN TNG OPACTIKOTNTOG TOV Tapdyovta Xa avénonke kotd Eva
ovvtereot 1,5, 1,9 ko 2,0 avrtiotoya, oe cvykpion ue vyieic eBerovtéc. H mapdraon tov PT
avéndnke opoing katd Eva cuvtedeot 1,3, 2,2 kot 2,4 avtiototyo. Aev VTapyoLV dESOUEVE GE
acBeveic pe kdBapon kpeatvivng < 15 ml/min.

Ady® TS VYNANG OEGUEVOTG OE TPOTEIVES TOL TAACUATOG, 1| pLlapoSapmdvn dev avapévetot 0Tt
umopel va givar opodwicun.

H ypnion de cuvictdron og acbeveic pe kdbapon kpeativivng < 15 ml/min. H piapo&apmivn

TPENEL VO, YPTCILOTOELTOL [LE TTPOGOYN o€ acBeveig pe kabapon kpeatvivng 15 - 29 ml/min (BA.
mopaypapo 4.4).

DopuakokvnTikd dcdouéva og acbeveic
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e aoBeveic mov Ehafav piapoéaumdavn yio Oepomeio tg ofeiog ev to Padet prefikng Opoupwong
(EB®O) 20 mg dmoé nuepnoing, o YeUETPIKOG HEGOG GVYKEVTPWONG (90% mpoPAéyipo didotnua)
2-4 ®peg Kot Tepimov 24 dpec PETA TN 6061 (OVIITPOCHOTEVEL TEPITOV TIG HEYIOTEG KOl EAAYIOTES
GUYKEVTIPMGELS KATA TN O18PKELD TOV dGTHATOG TG 0dong) Mtav 215 (22 — 535) ko 32 (6-
239)mcg/1 avticTtorya.

2y €01 QOPUOKOKIVNTIKAOV/QOPUOKOSVVOULK®OV 1010THTOV

H oyéon eoappakoxivntikdv/eoppokodvvaukayv woiottov (PK/PD) peta&d g ouykévipoong g
pipapo&aumdvn 610 TAAGH Kol S1POp@V TEMKOV onueiov PD (avaotoln tapdyovta Xa, PT,
aPTT, Heptest) a&lohoynOnke petd amd ) xoprynomn evog peydiov evpoug 66cemv (5 - 30 mg 600
0opéc nuepnoing). H oyéon petald g cvykévrpmong g prapolapmdvng Kat g 0pactnplotnog
oV Tapdyovta Xa meptypdonke KoATEPa omd éva povtédo Emax . [ o PT, 10 poviédro
YPOpHKNG TopEUBOANG YEVIKG TEPEYPONE kobTepO Tar Sedopéva. AVAAOYOL e ToL SIUPOPETIKG.
avtpaoctipro. PT mov ypnowwonomdnkav, n kiion 6iéepepe onuavucd. Otav ypnoyomordnke
Neoplastin PT, n apyuc yun PT tav nepimov 13 devtepdrenta (s) Kot 1 kAion frav nepimov 3 £wg
4 s/(100 meg/l). Ta anoteréspato TV avarveemv PK/PD ot @don I kai I1I Atav cuvakdrovba pe
Ta 6£30UEVH TTOL TEKUNPLOON KAV GE VY1 GTOUOL.

Houdatpicodg minbuopog
H ovokevaocia évapéng Bepaneiog Rivaroxaban Accord eivat e1d1kd oyedacpévn yia tn Oepaneia
EVNATK®V 0o0ev@V Kot dev €ivar KATAAANAT Y10, XP1ON O TALOIATPIKOVG GOEVEIC.

53 poxkivikd dgoopéva Y10 TNV AQALEL

Ta pn KAvikd dedopéva dev amokaAdTToVY 11aitepPO Kivouvo yio tov davBpomo pe Pdon Tig
oLUPUTIKEG LEAETEC POPUOKOAOYIKNG AOPAAELOG, TOEIKOTNTOG Liag dOONGS, PMTOTOEIKOTNTAG,
YOVOTOEIKOTNTAG, EVOEXOUEVNG KAPKIVOYOVOL OPACT|G KL VEOVIKNG TOEIKOTNTAG,

O1 emdphoeic mov mapatnpenOnkay oe pelétec Toékdmog exavolaupavoueveoy 606Ewmy opeilovioy
KUPIOC GTNV EKGECTLOGUEVT POPUAKOSVVAIKT dpacTnPloTnTa TG ptiaposaumavne. ZToug
apovpaiovg, mapatnpnnkav avénuéva enineda IgG kot IgA 610 TAACUN GE KAIVIKG GYETIKG, ETTITESQL
éxBeomnc.

21006 apovpaiovs, dev TapatnpNONKay ETOPACEIS GTN YOVILOTNTA TV 0ppévev 1 Inkémv. Mehéteg
o€ (®o KoTédeEay TOEIKOTTO GTIV OVATOPAYDYIKT IKOVOTNTO GYETILOUEVN UE TOV (POPLUKOAOYIKO
TPOTO Opaong TS papoapmdvng (w.y. apoppoytkéc emmAokég). Eufpuikn - veoyvikn to&ikotnto
(amofoAn petd v epneHTEVCT], KOBVGTEPNUEVT)/TPOY®PTLEVT] OGTEOTOINGT), TOALOTAC NTATIKA
AVOIKTOYPOHLO. oTiyHaT) KOODS Kot uEnUEVN cLYVOTNTO ELPAVIONG KOWVMV SLOUUAPTIOV KOt
HETABOADV TOL TAOKOOVTA TapaTNPNONKAY 58 KAMVIKG GYETIKEG GUYKEVIPADGELS TAAGHOTOS. TNV
TPOYEVVNTIKY KOl LETAYEVVI|TIKN LEAETT) GTOVG apovpaiovs, Tapatnpninke peiouévn Piocipudta
TOV AToYOVOV 6€ 60GELS IOV NTav TOEIKES Yo ToL ONAEa.

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdroyog ekdoymv

TTvpvag diokiov

Aoxtoln povoidpikn

Kappeddoln vatprovyog dactavpovpevn (E468)

Ndtpio Aaovpvrobeukd (E487)

Yrpoperhholn 2910 (ovopootikd Eddec 5,1 mPa.S) (E464)
Mikpoxpvotariikn kuttapivn (E460)

KoAhoedég dvudpo o&gidro muprtiov (E551)

Moyvioto oteatikd (ES72)

Emkdioyn diokiov

168



IToAvaBvievoyivkoin 4000 (E1521)

YrpoueAroln 2910 (ovopaotikd 1Emdeg 5,1 mPa.S) (E464)
Tiraviov do&eido (E171)

Z10mpov o&eidro epvbpd (E172)

6.2 Aovpfoatotnreg

Agv gpapudletan

6.3 Avapkera Cong

2 xpovia.

Opvpupaticpéva diokia
Ta Opoppaticpéva, diokio prpapooumdavng eival otabepd 6T0 vepd Kot GTOV TOATO UINAOD £G Kot 4
MPES.

6.4 Idwitepeg mpoUAAEELS KaTA TNV @VAAEN TOV TPOTOVTOG
Agv vapyovv €1d1kEG 0dNYieg S0t PNONG Y10 TO TPOIOV CVTO.
6.5 DYHo1n KUl GLOTATIKG TOL TEPLEKTT

Aocoloyikd oyfue cuokevaciog Evaping teacdpav fdopddmv

Adpaves koyéreg PVC/alovpviov o avadimhovievn cuokevacio mov mepleyovv 49 emkaivppévo
pe Aemtd vuévio dokia: 42 emucodvppévo pe Aemtd vuévio diokia Rivaroxaban Accord 15mg ko 7
emKaALUpEVA pE AemTo VUEVIO dokia Rivaroxaban Accord 20mg.

6.6 Idwitepeg TPoPUAAEELS amOppPUYN S KOl GAAOG YELPIGIOG

Kdbe oxpnoyomointo oppokevTikd mpoiov 1 VIOAEUO TPETEL VO ATTOPPITTETAL COUPMVOL HE TIG
KOTO TOTTOVE IGYVOVGEC GYETIKEC OLUTALELG.

Opvpuotiopdc dokiov

Ta diokia prapo&oumavng uropovy vo Opuupatictody Kot va evalnpndodv oe 50 ml vepod kot va
xopnyNBovV PHEG® PVOYASTPIKOD GCOANVA 1] COANVA YOOTPIKNG Gitiong Petd ond emifePaimon g
TOMOHETNONG TOV GOANVO EVTOG TOL GTOUAYOV. TN GLUVEXELN O COANVOG TPENEL Vo, EEMAEVETAL e VEPO.
Agdopévov 6t 1 amoppdenon ¢ pipapolaumivng egaptdral and ™ 0o g anedevbipmang tng
dpacTIKNG ovsiog, 1 yopnynon g PRAPOEAUTAVIG M TOV GTOUMYOV TPENEL VO, ATOPEVYETAL, AVTO
UTOPEL VoL 0O YNGEL GE LELMUEVT] ATOPPOPTOT) KOl KAT' AVTOV TOV TPOTO PEI®UEVT] £KBEGT OTNV
dpaotikn ovoia. Metd tn yopnynon evoc Opvppaticpévov dickiov pipapoéouravng 15 mg 1 20 mg, n
d0oon Oa Tpémel va akolovbeitat apuécmg amd EVIEPIKT Gition.

Ta Opoppaticuéva dioxia prpapolaumdvng eival 6tabepd 610 vepd Kot 6€ TOATO PNAOL i £®G Kol 4
MpEC.

7 KATOXOX THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio
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8 APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1488/039

9 HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Hpepounvia mpatg éykpiong: 16 Noegpfpiov 2020
Hpepounvia tedevtaiog avavémong: 6 Avyovotov 2025

10 HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Agntopepn TANPOPOPLOKA GTOLXEID YO TO TOPAV PAPUOKEVTIKO TTPOioV gival dlabéaiia oTov
dwktvaxd toémo 1ov Evponaikod Opyavicpod @opudkov http://www.ema.europa.eu/.
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ITAPAPTHMA 11

MAPAXKEYAXTHX(EZ) YHEYOYNOX(OI) I'IA THN
AIIOAEZMEYZH TQN HAPTIAQN

OPOI 'H HEPIOPIZMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAQOI OPOI KAI AITAITHXZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H MEPIOPIZMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX(EYX) YIIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN
ITAPTIAQN

Ovouo kor devuvon tov(twv) mopookevootn(®v) mov givar vrevfuvoc(ol) yuo Tthnv
000EGLUEVOT TAOV TAPTIOWV

Accord Healthcare Polska Sp. z o.0.
UL. Lutomierska 50,

95-200 Pabianice, IToAmvia

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park, Paola
PLA 3000, MdéAta

Laboratori Fundacié DAU
C/ C, 12-14 Pol. Ind. Zona Franca,
08040 Barcelona, Iomavia

Accord Healthcare B.V
Winthontlaan 200, 3526KV Utrecht,
OAhowvoio,

Accord Healthcare single member S.A.
64th Km National Road Athens,
Lamia, Schimatari, 32009, EALGSa

270 £VTLTIO QUALO 0INYIDV XPNOTG TOV POPLUKEVTIKOD TPOTOVTOC TPETEL VO, AVOLYPAPETAL TO

ovopa Kot 1 d1ievfvvon Tov TEPACKELAGTT OV gival VTEVOBVLVOC Y10 TNV ATOSEGHEVOT) TG
GYETIKNG TAPTIOAG.

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

DopHaKeLTIKO TPOTIOV Y10t TO OTOI0 AMOLTEITOL LOTPIKT GLVTOYT.

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY. KYKAO®OPIAX
o ExOfceig meprodwiig mapakorovOnong s aceaisioag (PSURS)

Ot anmotnoelg yio v vofoAn twv PSURSs yua 10 ev A0ym pappakevtikd tpoiov opilovtal otov
KATdAOYO pe TIg nuepounvieg avagopds e Evoong (katdioyoc EURD) wov mapotifetar oty
Tapdypoeo 7, tov dpbpov 107y, g odnyiag 2001/83/EK kot kdOe emakdlovdng emikoipomoinong
OTMG OMLLOCIEVETAL OTIV EVPAOTOIKT SIKTVAKT TOAT Y10l TO POPLOKOL.

A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

o Yyéowo Awyeiprong Kivovvou (ZAK)
O Karoyog Adeiag Kvkhogpopiag (KAK) Oa die&aydyel Tig amattoveVEg OpacTNPLOTNTES Kol
TAPEUPAGELG PUPLOKOETOYPVUTVIONG OGS Tapovotdovtal 6to cupenvniéy XAK mov

mapovctdleTar otny evotnta 1.8.2 g ddelog KukAopopiog Kot 0olecdNTOTE EMAKOA0VOES
gyKekpévec avabempnoelg tov TAK.
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"Eva emkatpomompévo LAK 0a mpénet va katoatedel:
- Metd and aitnpa Tov Evponaikod Opyavicpod @oppakov
o  Omotednmote TPOTOTOIEITOL TO GVGTNLA dLoyElPIoNG KIVODVOD, E101KE MG AMOTEAEG O ANYNG
VE®V TANPOPOPIDV TOV UTOPOVV VO ETLPEPOVY GTUAVTIKT OAAAYT) GTT) GYECT] 0QELOVC-KIVIHVOL
N ©¢ 0TOTELESUA TNG EMITEVLENG EVOC GNUAVTIKOD 0POCTHOL (POPUOKOETOYPOTVIOT 1}
gloyiotomoinon Kvovvov).

- Emzmpo6cOeto pétpa ehayiotomoinong Kivovvov

O KAK 0Ba mapéyet éva ekmardentikd Takéto, EXovIas Mg 6TOY0 OAOVS TOV YLUTPOVS TOV OVOLEVETOL
VO GLVTAYOYPUPOLV/YPNGIULOTO0VY T Rivaroxaban Accord. To ekmaidenTikd VAIKO €Yl GKOTO VOl
AVENOCEL TNV EVIUEPMOT GYETIKA UE TO SLVNTIKO KIVOLVO Ooppayiog KAt TV O1GpKELL TG
Bepamneiog pe Rivaroxaban Accord kot va 6dcel KaBodynor oYeTiKd Le TV OVIWETMOTIOT] QVTOV
oV KtvdUuvov. To exmandenTikd LAKO Yo Tov YloTpod Oa Tpémet va mepléyet:

> Tnv Iepiinyn Xopaktnpiotikdv [Ipoidvtog

> Tov Odnyo6 Zvvtayoypdonong

> Kdaprteg evnuépwong AcBevoig [to keipevo copmeprapfaveton oto [apdptnua 1]

O KAK mpénet va GuHQ®VNGEL Y10 TO TEPIEXOUEVO KAt TN LopPr] Tov Od1yod
ZovTayoypaenong, TopaiAnia pe éva oyxédlo emkovaviag pe g EOvikég Appodieg Apyég ot
Kké0e Kpdtog MéLog Tptv 1 S10vOUT TOV EKTOIOEVLTIKOD VAIKOD GTNV TEPLOYN OPLOSIOTNTOG.

O 0onydc Zvvtayoypdonong Oa mpénet va mePEyEL Ta akOA0VOa UnvopaTe — KAEWW Yio TV
acPaAELO:
o Aemtopépeteg mAnBououdv duvnTikd og VYNAOTEPO Kivouvo arpoppayiog
e Yvotdoelg yio peimon d0org o€ TANOLGUoVE 68 Kivduvo
o Oodnyieg oyetikd pe TNV ahAayn omd 1 o€ ay®yn pe ppapo&apmdyn
o Tnv avdykn Ayng tov diokiov tov 15 kot 20 mg poli pe tpoen
e Awyeipion KataoTdoE®mV VITEPOOGOAOYING
o Xpnom SOKIUAGLOY TNKTIKOTNTOG KO EPUNVELN TOVG
o Ot 6)\o1 o1 aoBeveig mpémet va, cuuPovAievfoly cyeTikd:
>  Meg onueia 1§ copumtdpoTo opopparyiog Kot wote va avalnTnoouy
BonBela evog emayyelpatio vyeiog
> Meg m onpocio coppdpemcng ot Bepaneio
> Me v avdykn Aqymc tov diokiov tov 15 kat 20 mg uali ue tpoen
> Me v avaykoaotta va épovy v Kapta Evnuépmong AcBevoic mov
> ovumeptropPaverol og Kabe cvokevacio pali Tovg mhvto
> Me myv avaykn tinpoeopnong tov Erayyeipoatidv Yyeiog yio tm Aqym
tov Rivaroxaban Accord cg Tepintmon avayKng 0mol0GoNTOTE YELPOVPYIKNG
eméuPaonc N enepPatikng dadikociog.

0 KAK ogeilel emiong va drabétetl o Kapta Evnuépmong Acbevoic péoa og kabe cuokevacio Tov
oapudxov, To Keipevo g omoiag mepthapuPdvetor oto [apdptmua IIL.
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IHAPAPTHMA 111

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX

174



A. ENIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTII'IA 2,5 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 2,5 mg emtkaAvpupéva pe AenTo DUEVIO d1oKio
ppapo&apumévn

2. TYNOEXIH ZE APAXTIKH(EZ) OYZIA(EY)

Kdabe emxarvppévo pe Aemtd vpévio diokio mepiéyet 2,5 mg pipapolapmndvng.

3.  KATAAOIOX EKAOXQN

[epéyel Aaktoln povoidpikn.

|4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

28 eMKOAVUUEVOL LE AETTTO DUEVIO dloKio

56 emKoAvUUEVA e AETTO VUEVIO SLoKia

98 emkaAvpUUEVOL LE AETTTO DUEVIO dloKiol

100 emixodvppéva pe Aewtd VUEVIO d1okial
168 emucoivppéva pe Aemrtd vpévio diokio
196 emkolvupéva e AenTo LUEVIO dloKin

10 x 1 emxodvppéva pe Aertd VUEVIO OloKia
100 x 1 emkaAivppéva pe AeTTO LUEVIO dloKiN

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

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XOP1YNON.
Amo6 otopaTOoC YpNO.

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

Na euldooetal o€ 0éom, v onoio dev PAEmOVY Ko dgv Tpoceyyilovy To, TaLdId.

7. AAAH(EZ) EIAIKH(EX) IPOEIAOMOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

|8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX XYNOHKEYX ®YAAEHX
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10. IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHHOAEIMMATQN I1IOY ITPOEPXONTAI AIIO AYTA, E@OXON AHAITEITAI

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

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

|12. APIOMOX(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1488/001-008

[13. APIOMOX HAPTIAAX

Lot

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

[15. OAHTIEX XPHIHX

[16. TIAHPO®OPIEX E BRAILLE

Rivaroxaban Accord 2,5 mg

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

A160106T0TOC YPOUUU®TOS KOdKaS (2D) mov gépel Tov TEPIANPOEVTO LOVOSTIKO avayVOPLOTIKO
KOOKO.

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

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAHI'IA TA 2,5 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 2,5 mg diokia
papo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

|3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YXYXKEYAXIA KYWYEAHYX MONHX AOXHX (10 x 1 AIZKIA, 100 x 1 AIZKIA) I'lA 2,5 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 2,5 mg diokia

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Accord

3.  HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

|5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER)

KYYEAHI'TA TA 2,5 MG (HMEPOAOTI'TAKH XYXKEYAXIA 14 AIXKIQN)

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 2,5 mg diokia
papo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

|3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA

Agv
Tpt

Tet

JRET)
Iop
Zaf
Kwvp
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
YXTHN AMEXZH XYXKEYAXTA

EZQTEPIKO KOYTI KAI EIIIXHMANXH I'TA TH ®IAAH AIIO HDPE I'lA TA 2,5 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 2,5 mg emtkaAvpupéva pe AenTo DUEVIO d1oKio
ppapo&apumévn

2. TYNOEXIH ZE APAXTIKH(EZ) OYZIA(EY)

Kdabe emxarvppévo pe Aemtd vpévio diokio mepiéyet 2,5 mg pipapolapmndvng.

3.  KATAAOIOX EKAOXQN

[epéyel Aaktoln povoidpikn.

|4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkaALUUEVOL PE AETTTO DUEVIO dloKiol
90 emKaAvUUEVO e AETTO VULEVIO JLoKia
500 emkaAvppéva e AETTO LUEVIO dloKia

[5. TPONMOX KAI OAOX(OI) XOPHTHEZHE

AwBaote T0 QUALO 0INYIOV ¥PNOTG TPV OO TN XOP1YNON.
Amo6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPEIEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIAIA

Na purdcoetal o€ Béom, Tnv onoia dev PAETOVV Kot dgv TpoceYyilovv T TOd1d.

7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX)

AHEH

8. HMEPOMHNIA AHEHX

|9. EIAIKEYX XYNOHKEYX ®OYAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YHOAEIMMATQON ITOY HPOEPXONTAI ATIO AYTA, EOOXON ANTAITEITAI

[11.  ONOMA KAI AIEYOYNIH TOY KATOXOY THE AAEIAY KYKAO®OPIAX
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Accord Healthcare S.L.U.

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

Barcelona, 08039

Iomavia (epoppoleTar HGVo Yo 10 eE@TEPIKO KOVTL, deV €QUPUOLETOL Y10 TNV ETIKETA TNG PLAANG)

[12. APIOMOZX(OI) AAEIAX KYKAO®OPIAL

EU/1/20/1488/009-011 (epapudlerar povo yio to eEmTepkd Kovti, 0ev EQapPUOLETAL Yio TNV ETIKETA
™G PLIANG)

| 13. APIOMOX ITAPTIAAX

Lot

[14. TENIKH KATATAEH I'lA TH AIAGEXH

| 15. OAHI'IEX XPHXHX

|16. HAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 2,5 mg (g@apuoleton Lovo yio 70 EE@TEPIKO KOVTL, OEV EQUPUOLETAL Y10, TNV
ETIKETA TNG PLOANG)

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMOQTOX
KQAIKAX (2D)

A160106T0TOC YPOUUU®TOS KOOGS (2D) Tov gépel Tov TEPIANPOEVTO LOVOSIKO aVoyVOPLOTIKO
K@OwKo. (epapuodletar povo yio to eEmTePkd Kovti, OV eQapUOlETAL Y10 TNV ETIKETO TG PLAANG)

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

PC (epappoleton povo yia 1o eEmteptkd KouTi, OV ePapUOleTal Yo TNV ETIKETO TG LAANC)
SN (gpapuodletar povo yio 1o eEmTeptkod KovTi, 6V eQapUOLETAL Y100 TNV ETIKETO TG PLOANG)
NN (epappoletor povo yo o E@TEPUKO KOVTL, deV EQUPUOLETOL V1oL TV ETIKETA TNG PLAANG)
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTII'IA 10 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 10 mg emtkaAvppéva pe AeTTO VUEVIO dloKia
PiBoapo&apmivn

2. TYNOEXIH ZE APAXTIKH(EZ) OYZIA(EY)

Kabe emxaivppévo pe Aemtd vpévio diokio mepiéyel 10 mg pifapoapmivng.

3.  KATAAOIOX EKAOXQN

[epéyel Aaktoln povoidpikn.

|4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

5 emkaAvpUpUEVA LE AETTO LUEVIO dloKia

10 emkoivppévo pe Aemtd vpévio dtoKio

14 emkaAvppéva pe AemTo VUEVIO dloKio

28 emKaAVUUEVA [LE AETTTO VUEVIO dloKin

30 emkoAvppéva pe AETTO LUEVIO dloKio

98 emKoAVUUEVO e AETTO VUEVIO SIOKI0

100 emixodvppéva pe Aewtd VUEVIO diokial

10 x 1 emucodvppévo pe Aertd vuévio Slokio
100 x 1 emkaAivppéva pe AETTO LUEVIO dloKia

[5. TPOMOX KAI OAOX(OI) XOPHTHEZHE

AwBaote T0 QUALO 0INYIOV ¥PNOTG TPV OO TN XOPNYNON.
Amo6 oTOUATOC YPNOT).

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

Na euldooetal o€ 0éom, TV onoio dev PAETOVY Ko dgv Tpoceyyilovy To, TaLdId.

[7. AAAH(EZ) EIAIKH(EX) IIPOEIAONOIHEH(ELY), EAN EINAI AITAPAITHTH(EX)

8. HMEPOMHNIA AHEZHX

EXP

|9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN TPOIONTQN ‘H TOQN
YIHOAEIMMATON ITIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

[11.  ONOMA KAI AIEYOYNIH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

[12.  APIOMOX(OI) AAEIAY KYKAO®OPIAY

EU/1/20/1488/012-020

[13.  APIOMOX HNAPTIAAX

Lot

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

[15. OAHTIIEX XPHIHX

|16. IHHAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 10 mg

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

A160100T0TOG YPOUU®TOS Kddkag (2D) mov pépel Tov TEPIANQOEVTO LOVOIIKO avayvOPIoTIKO
KOOKO.

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

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

KYYEAHTI'IA TA 10 MG

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Rivaroxaban Accord 10 mg diokia
papo&apmbvn

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

| 5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YXYXKEYAXIA KYYEAHYX MONHX AOXHX (10 x 1 AIZKIA, 100 x 1 AIXKIA) I'IA 10 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 10 mg diokia

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Accord

3.  HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

|5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAHI'TA TA 10 MG (HMEPOAOTI'TAKH XYXKEYAZXIA 14 AIZKIQN)

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 10 mg diokia
papo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

|3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA

Agv
Tpt

Tet

JRET)
Iop
Zaf
Kwvp
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
YXTHN AMEXZH XYXKEYAXTA

EZQTEPIKO KOYTI KAI EIIIXHMANXH I'A TH ®IAAH AIIO HDPE I'lA TA 10 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 10 mg emkaAvppéva pe Aemtd vpévio diokia
ppapo&apumévn

2. TYNOEXIH XE APAXTIKH(EZ) OYZIA(EY)

KdaPe emucoroppévo pe Aemtd vuévio diokio mepiéyel 10 mg pipapo&apmdvng.

|3. KATAAOTI'OX EKAOXQN

[epiéyer Aaktoln povoidpikmn.

|4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkoivppéva, pe AETTO LUEVIO SIoKia,
90 emkaAvUUEVL PE AETTTO DUEVIO dloKiol
500 emkaAvppéva e AETTO LUEVIO dloKia

|5. TPOIIOX KAI OAOX(0OD) XOPHI'HXHX

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XOPYNON.
Amo6 otopaTOoC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA MITAIAIA

Na purdooetal o€ Béom, Tnv onoia dev PAETOVV Kot dgv TpoceYyilovv T TOd1d.

[7.  AAAH(EX) EIAIKH(EX) TPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEX XYNOHKEYX ®YAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATON ITIOY HPOEPXONTAI ATIO AYTA, EOOXON ANTAITEITAI
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|11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

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

Barcelona, 08039

Iomavia (epappoletor LOGVo Yo T0 EEMTEPIKO KOVTL, OEV EQUPUOLETOL Y10 TNV ETIKETA TNG PLAANG)

|12. APIOMOZ(0OI) AAEIAY KYKAO®OPIAX

EU/1/20/1488/021-023 (epoppoletar povo yio to eE@Tepikd KouTi, 0ev EQapUOLETAL Y10, TV ETIKETA
™G PLIANG)

[13.  APIOMOX HAPTIAAX

Lot

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

[15. OAHTIEX XPHIHZ

|16. IHHAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 10 mg (epapuoéletan ovo yio to eEmTEPIKO KOLTi, 08V EQapPUOLETOL Y100 TNV
ETIKETA TNG PLOANC)

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

A160146T0TOG YPUUU®TOS KOdKAS (2D) Tov pépel Tov TepAn@HEVTU LOVAIIKO OVayVOPICTIKO
K®OwKo. (papudletar pLovo yia to eEmTeptkd Kovti, 0gv e@apuUOlETOL Y100 TNV ETIKETO TG GLOANG)

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

PC (epappoletar povo yia to £mtepikd KovTi, 0evV QUPUOCETOL Y10l TNV ETIKETO TNG PLIANG)
SN (gpapuodletar povo yio 1o eEmTeptkod Kovti, 6V ePapUOLETAL Y100 TNV ETIKETO TG PLOANG)
NN (epappoletor povo yio o EOTEPIKO KOVTI, deV EQUPUOLETOL Y10 TV ETIKETA TNG PLAANG)
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTII'IA 15 MG

1.

ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg emtkaAvppéva pe AeTTO LUEVIO dloKia
ppapo&apumévn

2.

XYNOEXH XE APAXTIKH(EX) OYXIA(EX)

Kdabe emkaivppévo pe Aemtd vpévio diokio mepiéyet 15 mg pifapo&apmivng.

3.

KATAAOTI'OX EKAOXQN

[epéyel Aaktoln povoidpikn.

4.

OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

10 emkoivppévo, pe Aemtd vuévio dtokio

14 emkaAvppéva pe AemTO VUEVIO dloKio

28 emKaAVUUEVA [LE AETTTO VUEVIO dloKin

30 emkoAvppéva pe AETTO LUEVIO dloKio

42 emKOAVUUEVO LE AETTTO VUEVIO dloKio

48 emkaAVUUEVA [LE AETTTO VUEVIO dloKia

56 gmkoAvppévo pe AeTTO VUEVIO OloKial

90 emKoAVUUEVO LLE AETTO VUEVIO SIOKIN

98 emkaAvUUEVOL PE AETTTO DUEVIO dloKiol
100 emikodvppéva pe Aewtd VUEVIO d1okial
10 x 1 emkoAvupEva, e AETTO VUEVIO dloKi0L
100 x 1 emkaAvpuéva pe AETTO LUEVIO SIOKIN

5.

TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote 10 QUALO 0INYIOV YPNOTG TPV 0T TN XOPTYNON.
Amod otopaTOoC YpN o).

6.

EIAIKH ITPOEIAOIIOIHXH XYM®OQNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA MITAIAIA

Na purdooetal o€ Béom, Tnv onoia dev PAETOLV Kot dgv mTpoceyyilovv Ta TAd1d.

7.

AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX)

8.

HMEPOMHNIA AHEHX
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EXP

9. EIAIKEX XYNOHKEYX ®YAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATON ITIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

[11.  ONOMA KAI AIEYOYNIH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

[12.  APIOMOX(OI) AAEIAY KYKAO®OPIAY

EU/1/20/1488/024-035

[13.  APIOMOX HAPTIAAX

Lot

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

[15. OAHTIIEX XPHIHX

|16. IHHAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 15 mg

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

A160100T0TOG YPOUU®TOS KddKag (2D) mov gépel Tov TEPIANQOEVTO LOVOSTIKO avayvOPIoTIKO
KOOKO.

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

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

KYYEAHTI'IA TA 15 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg diokia
papo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

|3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YXYXKEYAXIA KYYEAHYX MONHX AOXHX (10 x 1 AIZKIA, 100 x 1 AIZXKIA) I'lA 15 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg diokia

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Accord

3.  HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

|5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH I'TA TA 15 MG (HMEPOAOTI'TAKH XYXKEYAZXIA 14 AIZKIQN)

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg diokia
papo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

|3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA

Agv
Tpt

Tet

JRET)
Iop
Zaf
Kwvp
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
YXTHN AMEXZH XYXKEYAXTA

EZQTEPIKO KOYTI KAI EIIIXHMANXH I'A TH ®IAAH AIIO HDPE I'lA TA 15 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg emkaivppéva pe Aemtd vpévio diokia
ppapo&apumévn

2. TYNOEXIH XE APAXTIKH(EZ) OYZIA(EY)

Kdabe emucoroppévo pe Aemtd vuévio diokio mepiéyel 15 mg piapo&apmdvng.

|3. KATAAOTI'OX EKAOXQN

[epiéyer Aaktoln povoidpikmn.

|4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkoivppéva, pe AETTO LUEVIO SIoKia,
90 emkaAvUUEVL PE AETTTO DUEVIO dloKiol
500 emkaAvppéva e AETTO LUEVIO dloKia

|5. TPOIIOX KAI OAOX(0OD) XOPHI'HXHX

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XOPYNON.
Amo6 otopaTOoC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA MITAIAIA

Na purdooetal o€ Béom, Tnv onoia dev PAETOVV Kot dgv TpoceYyilovv T TOd1d.

7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX)

|8. HMEPOMHNIA AHEHX

|9. EIAIKEX XYNOHKEYX ®YAAEHX

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YHOAEIMMATON ITIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI
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|11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAEIAYXY KYKAO®OPIAX

Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona s/n, Edifici Est, 6a Planta,
Barcelona, 08039

Iomavia (epoppoleTar pévo yio 10 eE@TEPIKO KOVTL, deV €QPUOLeETOL Y10l TNV ETIKETA TNG PLAANG)

[12.  APIOMOX(OI) AAEIAY KYKAO®OPIAY

EU/1/20/1488/036-038 (epapuoleral povo yio to eEOTEPIKO KOVTI, 08V EQAPUOLETAL Y10 TNV ETIKETA
™G PLIANG)

| 13. APIOMOX ITAPTIAAX

Lot

|14. I'ENIKH KATATAZH I'TA TH AIAGEXH

| 15. OAHI'IEX XPHXHX

|16. IHAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 15 mg (epapuoéletan ovo yio to eEmTEPIKO KOLTi, 08V EQapPUOLETOL Y100 TNV
ETIKETA TNG PLOANG)

17. MONAAIKOX ANAINQPIZTIKOX KQAIKOX — AISAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPOUUU®TOS KOOGS (2D) mov pépel Tov TEPIANPOEVTO LOVOSIKO aVoyVOPLIOTIKO
K@OwKo. (epapudletar povo yio to eEmTePKd Kovuti, OV eQapUOlETAL Y10 TNV ETIKETO TG GLAANG)

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

PC (epappoleton povo yia 1o eEmteptkd KouTi, OV ePapUOleTal Yo TNV ETIKETO TG QLAANC)
SN (gpappoletar povo yio 1o eEmTeptkd Kovuti, OV ePapUOLETAL Y100 TNV ETIKETO TNG PLAANG)
NN (epappoletor povo yio o EOTEPIKO KOVTL, deV EQUPUOLETOL V1oL TV ETIKETA TNG PLAANG)
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTII'IA 20 MG

1.

ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 20 mg emtkaAvppéva Pe AETTO VUEVIO dloKia
ppapo&apumévn

2.

XYNOEXH XE APAXTIKH(EX) OYXIA(EX)

Kabe emxaivppévo pe Aemtd vpévio diokio mepiéyel 20 mg pifapo&apmivng.

3.

KATAAOTI'OX EKAOXQN

[epéyel Aaktoln povoidpikn.

4.

OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

10 emkaAvppéva pe AETTO VUEVIO dlokio

14 emcoivppévo pe Aemtd vpévio dtoKio

28 emKaAVUUEVA [LE AETTTO VUEVIO dloKin

30 emkaALUUEVOL PE AETTTO DUEVIO dloKiol

42 emukaAvppéva e AETTO LUEVIO dloKia

56 emKoAVUUEVA LE AETTO VUEVIO JLOKIO,

90 emkaAvUUEVL PE AETTTO DUEVIO dloKio

98 emikaAvppéva pe AETTO LUEVIO dloKio
100 emkodlvppéva e AenTo LUEVIO dloKin
10 x 1 emxodvppéva pe Aertd VUEVIO S1oKia
100 x 1 emkaAvppéva pe AETTO LUEVIO SIOKIN

5.

TPOIIOX KAI OAOX(0OD) XOPHI'HXHX

Awfaote T0 PUALO 0INYIOV ¥PNOTG TPV OO TN XOP1YNON.
Amo6 oTOUATOC YPNOT).

6.

EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na purdooetal o€ Béom, TNV onoia dev PAETOLV Kot dgv TpoceYyilovv T TOd1d.

7.

AAAH(EX) EIAIKH(EX) IIPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EX)

8.

HMEPOMHNIA AHEZHX

EXP
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|9. EIAIKEYX XYNOHKEYX OYAAEHX

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN I1IOY ITPOEPXONTAI AIIO AYTA, E@OXON AHAITEITAI

|11. ONOMA KAI AIEYOGYNXZH TOY KATOXOY THX AAEIAYXY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

|12. APIOMOZX(OI) AAEIAY KYKAOPOPIAX

EU/1/20/1488/040-050

| 13. APIOMOX ITAPTIAAX

Lot

|14. I'ENIKH KATATAZH I'TA TH AIAGEXH

[15. OAHTI'IEX XPHIHZ

|16. IHAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 20 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMOQTOX
KQAIKAX (2D)

A160106T0TOC YPOUUU®TOS KOdKaS (2D) mov gépel Tov TEPIANPOEVTO LOVOSIKO avayVOPIOTIKO
KOOKO.

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

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

KYYEAHI'IA TA 20 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 20 mg diokia
papo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

|3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YXYXKEYAXIA KYYEAHY MONHX AOXHX (10 x 1 AIZKIA, 100 x 1 AIXKIA) I'IA 20 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 20 mg diokia

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Accord

3.  HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

|5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAHI'TA TA 20 MG (HMEPOAOTI'TAKH XYXKEYAZXIA 14 AIZKIQN)

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 20 mg diokia
papo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

|3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA

Agv
Tpt

Tet

JRET)
Iop
Zaf
Kwvp
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
YXTHN AMEXZH XYXKEYAXTA

EZQTEPIKO KOYTI KAI EINIXHMANZXH I'A TH ®IAAH AIIO HDPE I'lA TA 20 MG

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 20 mg emkaAvppéva pe Aemtd vévio dokia
ppapo&apumévn

2. TYNOEXIH XE APAXTIKH(EZ) OYZIA(EY)

Kdabe emucoroppévo pe Aemtd vuévio diokio mepiéyetl 20 mg piapo&apmdvng.

|3. KATAAOTI'OX EKAOXQN

[epiéyer Aaktoln povoidpikmn.

|4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkoivppéva, pe AETTO LUEVIO SIoKia,
90 emkaAvUUEVL PE AETTTO DUEVIO dloKiol
500 emkaAvppéva e AETTO LUEVIO dloKia

|5. TPOIIOX KAI OAOX(0OD) XOPHI'HXHX

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XOPYNON.
Amo6 otopaTOoC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA MITAIAIA

Na purdooetal o€ Béom, Tnv onoia dev PAETOVV Kot dgv TpoceYyilovv T TOd1d.

[7.  AAAH(EX) EIAIKH(EX) TPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEX XYNOHKEYX ®YAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATON ITIOY HPOEPXONTAI ATIO AYTA, EOOXON ANTAITEITAI
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|11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

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

Barcelona, 08039

Iomavia (epappoletor LOGVo Yo T0 EEMTEPIKO KOVTL, OEV EQUPUOLETOL Y10 TNV ETIKETA TNG PLAANG)

|12. APIOMOZ(0OI) AAEIAY KYKAO®OPIAX

EU/1/20/1488/051-053 (epoppoletar povo yio to e£@TepIKd KOVTi, 08V EQAPUOLETAL Y10, TV ETIKETA
™G PLIANG)

[13.  APIOMOX HAPTIAAX

Lot

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

[15. OAHTIEX XPHIHZ

|16. IHHAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 20 mg (epapuoletan ovo yio to eEmTEPIKO KOLTi, 08V EQapUOLETOL Y100 TNV
ETIKETA TNG PLOANC)

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

A160146T0TOG YPUUU®TOS KOdKAS (2D) Tov pépel Tov TepAn@HEVTU LOVAIIKO OVayVOPICTIKO
K®OwKo. (papudletar pLovo yia to eEmTeptkd Kovti, 0gv e@apuUOlETOL Y100 TNV ETIKETO TG GLOANG)

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

PC (epappoletar povo yia to £mtepikd KovTi, 0evV QUPUOCETOL Y10l TNV ETIKETO TNG PLIANG)
SN (gpapuodletar povo yio 1o eEmTeptkod Kovti, 6V ePapUOLETAL Y100 TNV ETIKETO TG PLOANG)
NN (epappoletor povo yio o EOTEPIKO KOVTI, deV EQUPUOLETOL Y10 TV ETIKETA TNG PLAANG)
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

EZEQTEPIKH XAPTINH XYXKEYAZXIA ENAPEHX @OEPAIIEIAX (42 ENIKAAYMMENA
ME AEIITO YMENIO AIXKTA TQN 15 MG KAI 7 ENIKAAYMMENA ME AEIITO
YMENIO AIZKIA TQN 20 MG) (XYMIIEPIAAMBANOMENQY TOY BLUE BOX)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg
Rivaroxaban Accord 20 mg
EMKAAVUUEVA UE AETTTO DUEVIO dloKin

ppapo&apmbvn

2. TYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Kd&be xoxkivo emtkaivpupévo pe Aemtd vuévio diokio yio tnv efoopndda 1, 2 ko 3 mepiéyet 15 mg
pipapo&apmdvng.
Kdabe oxobpo KOKKIvo emkaAVUpEVO e AETTO LUEVIO dloKio Yo TV efdoudda 4 mepiéyet 20 mg
ppapo&apmbvng.

3. KATAAOI'OX EKAOXQN

Iepéyel Aaktoln povoidpikm.

|4. GOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kdabe ovokevacia pe 49 emkaivppévo pe AemTd LUEVIO doKi TEPLEYEL:
42 emaAvppéva pe Aemtd vpévio dtokia to Kabe éva pe 15 mg piapolapmdvng
7 emucoloppéve pe Aemtd vuévio diokia to kabe Eva pe 20 mg pipapolapmdvng

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

AwPaote 10 QUALO 0INYIOV XPNOTG TPV OO TN XOP1YNON.
Amod otopaTOoC YpN o).

Yvokevacio Evapéng Oepameiog
Avt 1 cvokevaoia Evapéng Bepaneiog elvar povo yia t1g Tpadteg 4 efdopddeg Bepameiog.

AOZH

Hpépa 1 émoc 21: 'Eva dwokio 15 mg dvo opég tnv nuépa (éva diokio 15 mg 1o mpmi kot £va To
Bpdov) pali pe eoynto.

Amd v nuépa 22: 'Eva diokio 20 mg, anaé nuepnoing (va Aappdvetat my idto opo kKabe nuépa)
podi pe eoaynto.

Huépa 1 g 21: 1 dokio 15 mg dvo @opég v nuépa (éva diokio 15 mg 1o mpwi kot Eva 10 Bpadv)
podi pe eoaynto.

Amo v nuépa 22: 1 diokio 20 mg, araf nuepnoing (va Aappdvetar tnv idio dpa Kabe nuépa) pali
He eaynTo.
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6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIEI NA ®YAAXXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIAIA

Na purdooetal og Béom, Tnv onoia dev PAEmoVV Kot dgv mpoceyyilovv T Tod1d.

7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

|8. HMEPOMHNIA AHEHX

9. EIAIKEX XYNOHKEYX ®PYAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TOQN
YIHOAEIMMATOQN IIOY IPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

[11.  ONOMA KAI AIEYOYNIH TOY KATOXOY THE AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavia

|12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/20/1488/039

[13.  APIOMOX IAPTIAAX

Lot

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

| 15. OAHI'IEX XPHXHX

|16. IHHAHPO®OPIEX XE BRAILLE

Rivaroxaban Accord 15 mg
Rivaroxaban Accord 20 mg

17. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)
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A163146TATOG YPAUU®TOS KOOKAG (2D) Tov gépet Tov TEPIANPHEVTA LOVASIKO OVOYVOPLETIKO
KOOKO.

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

PC
SN
NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

ANAAITIAOYMENH XYZKEYAZIA ENAPEHE @EPATIEIAY (42 ENIKAAYMMENA ME
AEINTO YMENIO AIZKIA TON 15 MG

KAI 7 ENIKAAAYMENA ME AENITO YMENIO AIZKIA TOQN 20 MG XQPIZ TO BLUE
BOX)

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg
Rivaroxaban Accord 20 mg
EMKAAVUPEVA LE AETTO LUEVIO dloKia

pipapo&apmivn

2. TYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Kd&be koxkivo emtkaivpupévo pe Aemtd vuévio diokio yio tnv efoopndda 1, 2 ko 3 mepiéyet 15 mg
ppapo&apumbvng.
Kdabe oxobpo KOKKIvo emkaAVUpEVO e AETTO LUEVIO d1oKio yia TV efdoudda 4 mepiéyet 20 mg
pipapo&apmdvng.

|3. KATAAOI'OX EKAOXQN

[epiéyer Aaktoln povoidpikm.

4. GOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kdabe ovokevacia pe 49 emkaivppévo pe AemTd LUEVIO doKi TEPLEYEL:
42 emkaAvppéva pe Aemtd vpévio dtokia to Kabe éva pe 15 mg pipapolapumdvng
7 emucodoppéva pe Aemtd vuévio diokia to kabe Eva pe 20 mg pipapolapmdvng

|5. TPOIIOX KAI OAOX(0OD) XOPHI'HXHX

Awfaote T0 PUALO 0INYIOV ¥PNOTG TPV OO TN XOP1YNON.
Amo6 oTOUATOC YPNOT).

Yvokevacia Evapéng Oepaneiog

Avt 1 cvokevaoia Evapéng Bepomeiog ivar uovo yia Tig Tpateg 4 efdopddeg Bepameiog.

Huépa 1 émc 21: 1 dwokio 15 mg dvo popég v nuépa (éva diokio 15 mg 1o mpwi kot éva 1o fpddv)
pali pe eoynto.

Amd v nuépa 22: 1 diokio 20 mg, draf nuepnoing (va Aapupdvetar tnv idio dpa kabe nuépa) pali
He eaynTo.

AOZH ka1 AOZOAOT'TKO ZXHMA
Huépa 1 émc 21: 'Eva dwokio 15 mg dvo @opég tnv nuépa (éva diokio 15 mg to mpmi kot £va To

Bpddv).
Amo v nuépa 22: 'Eva diokio 20 mg, dna nuepnoing (va Aapufdvetal tnv idto dpa kabe nuépa).

Apyun Bepomeio Rivaroxaban Accord 15 mg 6vo @opéc nuepnoing 3 tpmteg efOOUAdES
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Yuveyilouevn Bepameio Rivaroxaban Accord 20 mg dnaé nuepnoing Amo v epooudda 4
Emokepteite Tov yrotpd cag yia va Stac@aricete T cuvéyion tng Oepameiog.
Noa Aoppdaveton pe eaynto.

Rivaroxaban Accord 15 mg

"Evapén g Bepaneiog

15 mg

dvo popéc nuepnoimg

Huepounvia évapéng

EBAOMAAA 1, EBAOMAAA 2, EBAOMAAA 3

HMEPA 1234567891011121314151617 18192021

obufioro niov
obufioro peyyopiod

MetaBoin doong

Rivaroxaban Accord 20 mg

20 mg

dma& nuepnoing

va Aappdavetat v idto dpa kKGO nuépa

Huepounvia petaforng d6ong

EBAOMAAA 4

HMEPA 22 HMEPA 23 HMEPA 24 HMEPA 25 HMEPA 26 HMEPA 27 HMEPA 28

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA MITAIAIA

Na purdooetal og Béom, Tnv onoia dev PAETOVV Kot dgv Tpoceyyilovv T TOd1d.

(7. AAAH(EZ) EIAIKH(EX) IPOEIAOMOIHEH(EIZ), EAN EINAI ATTAPAITHTH(EY)

8. HMEPOMHNIA AHEHX

|9. EIAIKEY XYNOHKEYX ®OYAAEHX

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YHOAEIMMATON ITOY HPOEPXONTAI ATIO AYTA, EOOXON ANTAITEITAI

|11. ONOMA KAT AIEYGYNXZH TOY KATOXOY THX AAEIAYXY KYKAO®QOPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

|12. APIOMOZX(OI) AAEIAY KYKAO®POPIAX
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113.

APIOMOZX ITAPTIAAX

Lot

14.

I'ENIKH KATATAZH I'TA TH AIAOGEXH

15.

OAHT'TEX XPHXHX

16.

IHAHPO®OPIEX XE BRAILLE

H ottioddynon ya va umv teptaneBei n ypaen Braille givon amodekt.

17.

MONAAIKOZ ANATNQPIETIKOX KQAIKOZ — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH XE ANAAIITAOYMENH XYXKEYAXIA ENAPEHX OEPAIIEIAX
(42 EHIKAAYMMENA ME AEIITO YMENIO
AIXKIA TQN 15 MG KAI 7 EIIKAAAYMENA ME AEIITO YMENIO AIXKIA TQN 20 MG)

|1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Rivaroxaban Accord 15 mg
Rivaroxaban Accord 20 mg

ppapo&apmbvn

|2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOX ITAPTIAAX

Lot

5.  AAAA ITOIXEIA
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KAPTA ENHMEPQXHY AXOENOYX |

Képta evnpépoong acdevoig

AccordRivaroxaban Accord 2,5 mg (emA€ETe TO TETPAY@VIOLO Y10 VoL EMAEEETE TN
GLVTAYOYPAPNUEVT] 6OCT))

Rivaroxaban Accord 10 mg (emAéEte T0 TETPAY®VIOI0 Yl VO EMAEEETE TN GLVTAYOYPOAPTLEVT OOCT))
Rivaroxaban Accord 15 mg (emAéEte T0 TETPAY®VIOI0 Yl VO EMAEEETE TN GLVTAYOYPAPTUEVT OOCT))
Rivaroxaban Accord 20 mg (emAEETE TO TETPAY®VIOLO Y10 VO EMAEEETE TN GLVTAYOYPOAPTLEVT OOCT])

+ Kpamiote avti v kdpta poli cog ka0 otiypn
+ Ilapovoidote avti] TNV KAPTO 68 KAOE YIaTPO 1] 0d0vVTiaTpO TPLY 06 KGO Ogpameia

Eipor vwo aviurnktikn Ogpancia pe Rivaroxaban Accord (pipapoéapmdavn)
Ovopa:

AebBvvon:

Hpepounvia yévvnong:

Bépog:

A\, QapLOKO / KOTOOTAGELS:

Yg MEPITTMON EMEIYOVGUS AVAYKNG, TAPUKUAEIGOE VO EVI|LEPOGETE:
Ovopa yotpov:

TnAépwvo

YTpov: Zepayida

YTpov:

HopoxoieicOs va eviuepooete emionc:
Ovopa:

TnAépwvo:

Zyéon:

IIAnpogopicg Yo emayyehporties vyeiog:
+  Outipég INR ¢ Oo mpémet va ypnoLLOTO100VTOL ETELDTN OEV ATOTEAOVV aELOTIGTO UETPO TNG
OVTUTNKTIKNG dpaong Tov Rivaroxaban Accord.

T 00 pémer va yvopilo Yo 1o Rivaroxaban Accord.

+ To Rivaroxaban Accord apoi®vel To aipa, YEYovog 10 0010 60.¢ TPOPLAAGGEL 0ld TO VO,
OTOKTNOETE EMKIVOLVOLS OpOUPovs 6To aipa.

* To Rivaroxaban Accord 0o tpémet va Aappavetor axpifmg 6nwg oag Exet
CLVTAYOYPOPNGEL 0 Y1aTPOG 6as. [a va dtacearicete v Tpoctacio amd Opdupovg, unv
noporeiyeTe Kopio 0001).

* Ag Ba mpénel vo, otapatioste T Ay tov Rivaroxaban Accord mpotod

EVILEPMGETE TOV Y1UTPO GOG KAODS 0 Kivduvog tov Opoufov propet va avéndet.

+ MuMote 670 Y1TPO GO GYETIKG Le GALD QAPHOK TOL AQUPAVETE QVTY TNV TEPI0S0, TOV EYETE
AGBel mpdopaTa 1 Tov TpdKettan vo AAPETe, TpoTov Eekvioete To Rivaroxaban Accord.

+ EBEwnuepmnorte toug yiatpotc cog 6t Aaufavete to Rivaroxaban Accord mptv a6 0mot0dnmote
YEPOLPYIKN enéuPaon N enepPatikn dodikacio.

I167e B0 mpémerl va sopufovievT® 10 Y10.TPO pov?

Otov AopPavete GKEVACUOTO TOV APALDVOVY TO aipa OTt®g eivarl To Rivaroxaban Accord givat
ONUOVTIKO va Yvopilete Tic mBavEg avemBOunTeg EVEPYEIEG TOVC.

H oapoppayia givar n mo cvvnBiopévn avemBount evépyeto. Mnv Eekivioete ™ Ay TOV
Rivaroxaban Accord edv yvmpilete 611 Bpiokeote g avénpévo kivduvo aoppayiog, xwpig va To
€xete apykd ovlntnoel pe tov yurpo cag. Evnuepdote tov ylatpd oag apécme v EXeTe KATO0
amd To onueio | cuUTTOUOTA 0TS £ival To TAPUKAT®:

+ Tévo

4 0idnpa M dvsPopia
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4 TovokEQaAo, (oA 1 aduvapio

4 0oLV 016TOVG LOA®TEG, prvoppayieg, ovAoppayies, aloppayio amd KOyilaTo ToLv apyel va
GTOUOTNOEL

# £uunvo poon 1 KOATIKTY cupoppayio mov etvar Bapdteprn omd To Kavovikd
¢ aipa ota oOpa mov pmopel va givar pod 1N kapé, Kdmpova KOKKIvVA 1 Lopol
¢ amofoAn aipartog e To Prya, 1 EUETOG UE aipta 1 VAIKO TOL HOLALEL e KOKKOVG KOPE

Hoc AapPaveran To Rivaroxaban Accord

¢ To vao dwwopaiioete ) péylot mpootacia, to Rivaroxaban Accord
- 2,5mg umopel va AapBdaveton pe 1 xopic poyntd
- 10 mg pmopei va Aappavetot pe 1 yopic eoyntod
- 15 mg mpémer va AapPaveton pe eoynto
- 20 mg mpémel vo AauPaveTol pe eoynto
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B. ®YAAO OAHI'TQN XPHXHX
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®Yrho 0OV ypriong: IIAnpoopiss yia Tov ypioty

Rivaroxaban Accord 2,5 mg emkalvppévoe pe Aentod vpévio orokio
pRopo&apmim

AP aoTe TPOGEKTIKA OLOKANPO TO QVAAO 0ONYLDV YP1ONGS TPOTOV UPYIGETE VO TAIPVETE AVTO TO
PapRAKO, O10TL TEPLAAUPAVEL CNUAVIIKES TANPOPOPIES Y10 GO,

DvrdEte avTo TO POALO 0dNYIDV Yprone. Towg ypelaotel va to dofdcete Eava.
Edv &yete mepartépm anopiec, potioTe TOV Y1Tpd 1 TOV GOPUAKOTOLO GOG.
H ocvvtayn v avtd 1o papproko yopnynOnke omokAEIoTIKA Yio 60c. Agv TPETEL VO SDGETE TO

@apupoxo og GAlove. Mmopel va Tovg mpokahésel BAAPT, aoOpa Kot OTov To oNUElR TG
ac0Eveldg Tovg givat 010 e Ta O1Kd Gag.

Edv mapotnprioete Kamowo avemBOUNTN VEPYELD EVIUEPADGTE TOV YLOTPO 1| TOV QUPUAKOTOLO

c0g. Avtd 1oyvet kol ylo KGO mbavi avemBOUNTN EVEPYELX TTOV OEV OVAPEPETOL GTO TTALPOV
@OALO 0OMY1DV ¥prionc. BAéme mapdypagpo 4.

Ti nepréyer To Tapév Ao 00N IOV

Sunbkwd =

1.

Tt efvon o Rivaroxaban Accord kot oo givan 1) xpron tov
T mpénet vo yvopilete mpv mapete 10 Rivaroxaban Accord
Ig va mdpete to Rivaroxaban Accord

[MBavég avemBOunTes evépyeteg

Id¢ va puidccetar to Rivaroxaban Accord

[epieydpevo g cuokeLOTING Kot AOUTEG TANPOPOpPiEg

Tu givan To Rivaroxaban Accord kot wola gival 1 yp1on Tov

2ag Xopm/nemcs 1o Rivaroxaban Accord 5101t

€xete doyvaobel pe 0&d otepaviaio GHVIPoUo (Lo OpAdH ad KOTOGTAGELS TTOL
nepthapPavouv kapdiakn tpocsPolr] kot aotabn onOdyym, Eva cofapd Tomo Bwpakucon
TOVOL ) KoL £YEL Pavel OTL £xETE oL aDENOT OE EI0IKES KOPOIIOAOYIKES OLLOTOALOYUKESG
gketdoelg

To Rivaroxaban Accord peidvel 6TOVG EVAAIKEG TOV KIVOLVO oG GAANG KapSLOKTG
TpocPoing N Tov kivduvo Bavdatov and pia wihnorn mov oyetileton pe v Kapdid Kot To
aLLOPOPO. aryyeio Gog.

To Rivaroxaban Accord dgv 8a cog yopnyndel povo tov. O yratpdg cog Ba cag {ntnoet
eniong va mapete glte:

®  OKETLAOCOAIKLAIKS 0&D gite

®  OKETLAOGOATKVAIKS 0D GLV KAOTO0YPEAT 1| TIKAOTISIVY).

l

- &yete dwayvmobel pe vynAod kivovvo va eppavicete OpouPo aipatog Adym ctepaviaiog
vOGOL M TEPLPEPIKNG APTNPLOKTIG VOGO 1] OTTOi0 TPOKOAEL GUUTTMO AT,
To Rivaroxaban Accord peidvel tov Kivduvo 6Tovg eviiAkeg va peovicovy Opoufoug
aipatog (afnpobpoufmtikd encicdon).
To Rivaroxaban Accord dgv 0a. cag yopnynOel amd udvo tov. O yiatpdc cag Bo cog
{ntoel emiong va TapeTE AKETLAOGOAKLAIKO 0ED.

- Z& OPICUEVEG TIEPIMTMOELS, €AV AAPeTE PROPOEAUTAVT HETA amd o eTEUPaOT Y1 T
O1avolEn paG oTeEVOEVNG 1 KAEIGTIG apTIPLG TOL TOS10V GOG YO TV ATOKATACTUCN
NG PONG TOL GULATOC, O YLOTPOC GOG UTOPEL EMIGNG VO GOC GLVTAYOYPOPTOEL
KLOTOOYPEAN Y10 VOL TNV TIOPVETE EMTAEOV TOV AKETLAOGOAKLALKOD 0&£0G Yo LKpO
YPOVIKO SLUCTN L.
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To Rivaroxaban Accord mepiéyet ™ dpacTiKn ovoio PLPapoEapmdyvn Kot aviKeL GE 1o Opada
oapudkev mov ovopdlovior avtiBpoppotikol tapdyoviec. Agttovpyel amoxieliovtag Evav Tapdyovta
méeng (Tapdyovtag Xa) HEU®VOVTOS £TGL TV TAOT TOV aipatog va, dnuovpyei Opoufoug.

2. T npéner va yvopilete apwv wapete To Rivaroxaban Accord

Mnyv napete To Rivaroxaban Accord

- edv glote adlepykol ot prapo&apmdvn 1 6€ 0TO10OTOTE GAAO OO TO GUGTOTIKE AVTOV TOV
Qapudrov (avaeEPovIaL GTnV Tapdypapo 6)

- edv €xete vmepPoAikn arpoppayia

- €dv €xete VOGO 1 KATAGTAGCT) GE KATOL0 OPYOVO TOV GMUATOS GOS TOV avEdvel Tov Kivouvo
coPopng apoppayiog (7). EAKOG GTOUAYOV, TPOVLOTIGHO 1 ALLOPPAYIt GTOV EYKEPAAO,
TPOCOOTN EMEUPOOT] GTOV EYKEPAAO 1) GTOVS 0POUALOVC)

- €dv Aappdvete pappoxa yuo Ty tpdinym BpdpPov (n.y. Bapeapivn, daftyatpdavn, amEapmndvn
N Nropivn), KTOG amd TO SIAGTNUO KATE TNV 0AANYT TNG AVTITNKTIKNG Oepaneiog | OTav
AapBdvete nropivn péom eAePikon 1 aptnplakod kabetpa ®ote vo KpatnOel avorytog.

- €av €xete €va 0EH oTEPOVINio GUVOPOLLO KOl ELYOTE TPONYOVUEVMG TOPOVGLAGEL Opoppoyic 1
éva BpopPo aipatog otov eYKEQOAD Gag (OYYELKO EYKEPAALKO ETEIGOS10)

- edv €xete oTe@AVIOiD VOGO 1) TEPLPEPIKT APTNPLOKT VOGO Kot 6T0 TopeABdv elyate arpoppayia
OTOV EYKEQPUAD GOG (ALLOPPAYIKO EYKEPOAIKO EMEIGOO10) 1} AV 6TO TaPEADOV Elyate amOQPAcn
TOV LIKPAOV OPTNPLOV IOV TOPEYOVY CilLd GTOVS €V T® PABEL 16TOVG TOV £YKEPAAOL
(Kevoympudodes ayyelokd eyKePaAKO emelcod10) 1 edv giyate Opoufo aipotoc oTov eYKEPAAD
60¢ (IOYOUIKO, U1 KEVOYMPIMOES 0YYELOKO EYKEPAAIKO ETEIGOOI0) TOV TPOTYOVUEVO VOl

- €4 €yete Nratikn voco N omoio 00Nyel o€ avENUEVO KivOUVO arpoppayiog

- €av glote éykvog 1 Onhalete

Mnyv ndpete 10 Rivaroxaban Accord kot EvipepAOOTE T0 YLOTPO GOG GE TEPITTMOON TOL

OTO10ONTOTE OO TO, TUPUTAV® LGYVEL Y10 EGGC.

Ipocidomomoeis Ko TPOPVAGEELS

AmevBuvleite oTov Y10Tpd 1] TOV OPLOKOTOL0 GOG TPV Tapete To Rivaroxaban Accord.

To Rivaroxaban Accord dgv mpémet va ypnoLUOnOIEiTOL GE GLVOVAGUO LE OPICUEVO GAAD PAPLLOKOL
OV PELDVOLV TNV TEN TOL CUITOC, OTMG 1 TPAGOVYPEAT 1 1) TIKOYPEAOPN, EKTOG OO TO
AKETVAOGOAKVALKO 0ED Kot TNV KAOTIO0YPEAT)/TIKAOTIOIVY).

IpocéEte Wwaitepa pe 1o Rivaroxaban Accord
- eqv €xete avénuévo kivévvo arpoppayiog kabmg o propovce va, givol pio TepinTmon o€
KATOOTAGELS OTMC;
Ll cofopn vOGOG TV VEQPMOV, O10TL 1] AEITOVPYIO TMV VEQPDOV GO UITOPEL VO EXNPEGTEL TNV
TOGOTNTO TOL PAPUAKOV TOVL dPO HEGO GTO GO GOG
= €4v Aappdvete GALO QOPUOKEVTIKG GKEVAGHATA Y10, TNV TPOANYT Opoufmong (m.y. Bapeapivn,
daPryatpavn, omEaumndvn 1 nrapivn), KoTd TV oAloyn TG avTImNKTIKNG Oepameiag 1 6t
Aappdvete nmopivn péom eAePikov 1 aptnplakod Kabsmpa dote va kpatnel ovouytdc (PA.
Tapdypoeo “Ailo edppoka Kot To Rivaroxaban Accord”)
= QLLOPPUYIKEG DLOTOPOYEG
= TOAD LYMAN aPTNPLOKT THEST], ) OTTOT0L OV EAEYYETOL LE PUPUOKEVTIKT OY®YN
- VOGOl GTOUGYOV 1} EVIEP®V TOL B UTOPOVGOY VA 0INYNCOLVY GE ALLOPPAYid, TT.Y. PAEYUOVT T®V
EVTEPMOV 1] TOL GTOLAYOV, 1| PAEYLLOVT] TOV O1COPAYOL T.Y. AOY® YOGTPOOIGOPAYIKNG
TOAVOPOUIKNG VOGOV ( VOGOG 67OV T0. 0EEN TOV GTOUMYOV KOTELBDVOVTAL TPOG TOV 01G0PAY0) M
OYKOl IOV BPloKOVTAL GTO GTOUAYL 1) GTO £VIEPO 1] GTN YEVVNTIKY 000 1] GTO OVPOTOINTIKO
GUoTN O
= TPOPANLA LE TO ALLOPOPA ayYEiD 0TO TGW PEPOG TV 0PBUAUDY cag (apeiPAnotposidonddeia)
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= TVELUOVIKT] VOGO OTOL 01 BpoYyyot dlevpvvovtal Kot yepifovv pe moov (Bpoyyektacia),
TPOTYOVUEVT] OUpLoppayiol amd TOV TVELUOVL
= edv glote dvo tv 75 etV
= g Quyilete Myotepo amd 60 kg
. edv €xete otepaviaio VOGO e GOPapT] GUUTTMOLOTIKT KOPOLOKT OAVETAPKELL
- edv €yete mpocbetikn Kapdiakn PorPida
- edv yvopilete 6T €yete o voGo mov ovopaletal avIipoo@oAmidiko chvdpopo (po dtoTapoyn
TOV OVOGOTOUTIKOD GUGTIHUATOS OV TPOKAAEL avEnuévo kivovvo Bpoufov aipatog),
EVNEPMOOTE TO Y1OTPO GaG 0 omoiog o amopacicel edv 1 Oepaneia pnopel va ypelocTel va
aALGEEL.

Edv kdmowo omé Ta mrapandve agopd €6aGg eVIUEPAGTE TO Y10.TPO GAS TPOTOV TAPETE TO
Rivaroxaban Accord, o€ mepinT®GN TOL OTOOONTOTE QTG TA TAPUTAV® LGYVEL Yio £6GG. O Y1TpOC
oag Oo amopacicel edv Ba Tpémel va mapete Bepaneia e oLTO TO PAPLOKO Kot GV Ba Tpémet va
Bpiokeote vd oTEVOTEPT TOPOAKOAOVONON.

Eav yperaleton vo vropinOscite og emépfoaon:
- glvar ToAD onpovtikd vo tapete 1o Rivaroxaban Accord mpv kot petd v enépfocmn akpipadg
OTIg MPEC TOL KABOPIoE 0 YIUTPOG GOC.
- Edv n enépPoon cog meptropfavetl kabetipa 1 £veon otV oTovOLAIKN oTNAN (T.). 6€ poyloia
N emtokAnpido ovaicOncio N mapéuPacn yia peimon tov TOVOL):
e Eivar moAd onpovtikd vo Adfete to Rivaroxaban Accord mpiv kai petd v éveon M
NV aeaipecn Tov KabeTpa akpidg oTic MPEG TOL Gag EYEl LTOJEIEEL O YLOTPOG GOG
e Evnuepmorte 1o y10Tpd 00g apécns ebv acBaveite povdiacua 1 advvapio oto TOd
60G N TPOPANUATO GTIV KOIAMA 1) TNV KOGTT HETA TO TEAOG TG avalstnaiog, 010TL
glval omapaitn 1 engiyovca ppovtida.

Howowd xon £pnpor
To Rivaroxaban Accord dgv cvvieTtdTon Yo dropa nikiog Kdto Tov 18 eT®v. Agv vdpyovv
EMOPKEIG TANPOPOPIEG GYETIKA LUE TN XPNOT| TOV GE TOALAL KoL EPTovcC.

Alro @appoxa ko Rivaroxaban Accord
Evnuepmdote Tov yiatpd 1 ToV popuaKonold cag dv maipvete, £xete TpOGPOTA TAPEL, 1 LWTOPEL VoL
ThpETE GALG PAPUOKOL, OKOLO KOL QLT TTOV OgV Gag Exovv yopnynoel pue cuvtayn.
- Eaév ntaipvere
= OPIOUEVE PAPUOKO Y10 LUK TIOGIKES AOIUMEELS (TT.). PAOVKOVALOAT, 1TpaKovalOAn,
Bopucovaloin, molakovaldin), EKTOG eav anTd ePapudlovtal LOVo 6To dEPUA
= Jiokio keTokovalOANG (ypnoiorolovviat yio ) Bepomeio tov cuvdpopov Cushing - dtav o
opYaVIoHLOG TapayeL VIEPPOALKT KOPTILOAN)
= oplopéva PAPLOKO Yo BakTnplokés Aotudéels (w.y. kKAapiBpopwkivn, epubpopvkivn)
= oplopéva ovti-ukd eappakoe yio HIV / AIDS (7. prtovafipn)
= GAla eappoka yio T peioon g méemg Tov aipatog (m.y. evo&amapiv, Khomdoypéin
N avtayoviotég g Prropivng K 0nmg Papeapivn kot 0cEVoKoLHOpOAT, TPAGOVYPERT Kot
TiKoykpeAopn (PA. mapdypapo «I1pogidomomacelg Kot TpoPLAGEELS))
" QVTIPAEYLOVOON Kol TOVGITova @apuaKe (7). varpolévn 1 aKETVAOGOAKVAIKO 0ED)
= Jpovedapovn, Eva eappoKo yia T Bepaneio Tov TaBoroyikod Kapdiakoh puOpon

= oplopéva eapuaxe yio tn Oepaneio e KatdOinyng (exiexticol avaoTolelg emavampocinymg
oepotovivng (SSRI) 1 avactoreig emavanpocinyng vopemveppivng-oepotoviving (SNRI)).

Edv kamolo amé To Topandave agopd €6Gg EVIINEPADGTE TO YIOTPO GAS TPOTOV TAPETE TO
Rivaroxaban Accord, 610t1 1) dpdom tov Rivaroxaban Accord pmopel va avéndel. O yatpog cag
0o amopacicet edv O Tpémel va Tapete Bepaneia e 0LTO TO PAPLOKO Kot €6V Bo Tpémel va
Bpiokeote vd GTEVOTEPN TOPOKOAOVONGN.
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Edv o yiatpog oag kpivel 6t dratpéyete ovénuévo Kivouvo vo avarntoéete EAKN 6TO GTOUAYL )
070 £VTEPO, UTOPEL ETIOTMG VAL YPNCYLOTOGEL TPOANTTIKY] Bepameia Katd Tov EAKOVG.

- Eav naipvere:
= opopéva eapuaxa yio ) Bepomeio g emAnyiog (pawvvtoivn, kapPapalenivn,
ooawvoPBapPrtain)
= St. John’s Wort (Hypericum perforatum), évo. UTIKO TPOiOV IOV YPNGLLOTOEITOL Yol TN
Bepamneio ¢ katdOAyMC
= prpopmkivy, Eva avtiPlotikd
Eév kamowo amd to Tapandave apopa 640G EVIHEPAOGTE TO YIUTPO GUG TPV TAPETE TO
Rivaroxaban Accord, 61011 1 amoteAespotikoTnTo Tov Rivaroxaban Accord umopei va givan
pelopévn. O ytpdc cog Bo amopacicel, edv mpénel vo vroPAndeite oe Bepaneia e
Rivaroxaban Accord kot edv mpénet va Pfpiokeote VIO oTEVT| TApaKOAOVONGM.

Kinon kot Onraopog

Mnyv mépete to Rivaroxaban Accord gdv giote £yxvog 1 Onidlete. Edv vdpyet mepintoon va peivete
£YKV0G, ¥pNCIHOTOMGTE AEIOMIGTH AVTIGOAAN YT Yia OGO Xpovikd dldctnia Ttaipvete To Rivaroxaban
Accord. Edv peivete £€ykvog evd Taipvete ovtd 10 QAPLOKO, EVIUEPDGTE APECHS TO YIATPO GG, O
omoiog Ba amopacioel TG Oo TPETEL VO OVTIUETOTIGTEITE.

0onynon Ko YEPLoROS PN EVILATOV

To Rivaroxaban Accord pmopei vo mpokaAécel avembounteg avtidpdoeic 0mmg CoAn (cuyvn
avemBountn evépyewn) N Aumobopia (0x1 cuyvn avemBoun evépyewa) (PA. mapdypoaeo 4, «[Tibavég
avemBounteg evépyetec»). Agv mpémet vo odnyeite avtokivnto 1 TOdNANTO, VA (PNGLOTOLEITE
OTO100MTOTE EPYOLEID 1] UNYOVILLOLTOL AV TOPOVGLALETE TETOLN GUUTTMOLOTOL.

To Rivaroxaban Accord mepiéyel Aaxtoln ko vatpro
Av 0 yuTpdg cag, oag EYEL evnUEPDOGEL OTL £xeTe duoaveio GE OPIGUEVH GAKYOPA, ETKOIVMVIOTE UE
TOV Y1ITPO GO TPOTOL TWAPETE OVTO TO PAPLLOKO.

Av10 10 Papuako mepEyel Arydtepo amd 1 mmol vatpro (23 mg) ava dickio, Avtd onpaivel 0Tt etvat
0VGLOOTIKA « EAeOEPO VaTPion ».

3. Ilog va wapete To Rivaroxaban Accord

[Tévtote va maipvete ovTO TO PAPLOKO ALGTNPE COUPOVA LE TIG 00NYieg TOV YiaTpo¥ cag. Edv £yete
apePoriec, pmTAGTE TOV YITPO 1) TOV QOPUOKOTOLO GUG.

IIéoo va mapete

H ocvvietdpevn d6on givar éva diokio tov 2,5 mg dvo popég tnv nuépa. I1dpte 1o Rivaroxaban
Accord mepinov v 0o dpa kaOe pépa (Yo mopadetypa, Eva d1okio To mpmi kot £ve o fpadv). Avtd

T0 QAppako pmopet va Aneoel pe 1 yopic Tpoen.

Edv &yete duokolio va katamieite 0 616kio 0OAOKANPO, GLINTAGTE LE TOV YIOTPO GG GYETIKA |UE
dALovg tpomovg Ayng tov Rivaroxaban Accord. To diokio pmopei va, Opvppatiortel kat vo avapetydel
HE VEPO 1 TOATO PAAOL OUECHG TPV TO TAPETE.

Edv givar amapaitnto, 0 y1otpog 60 uopel emiong vo oag xopnynoet to Opuuuatiopévo diokio
Rivaroxaban Accord péocm yooTpikod GOANVA.

To Rivaroxaban Accord dev Ba cag yopnynOei povo tov.

O ywTpog oag Ba cag (NThHoeL eniong va TAPETE OKETVAOGUATKVALKO 0&D.

Edv ypnowomnoteite to Rivaroxaban Accord petd amd o&0 otepaviaio cOvopoo, o yloTpdsg cog Hmopet
va cog {ntnoel emiong va Tapete TIKAOMIvT.

Edv AdPete prpapolopmdavn petd omd pio erEuPacn yio T Stvolén Jog OTEVOUEVNG 1) KAEIOTNG
apTnpiog ToL OOV GUG Yo TV ATOKATACTOCT TNG PONG TOV CULLOTOG, O YIUTPOG OaG UTOPEL EMIONG
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VO GOG CLUVTAYOYPAPTCEL KAOTIOOYPEAT] Y10 VOL TNV TTAIPVETE EXUTAEOV TOV OAKETVAOCHAIKVALKOV 0EE0G
YL pikpd xpoviko d1dotnua.

O y1atpdc oag Ba cag mel 6o va Tapete omd avtd (cuviBwg peta&d 75 ko 100 mg
AKETVAOGOAVKIAIKOD 0&€0G Nuepncimg N pia nuepnota doom 75 éwc 100 mg akeTVAOGAUAVKIAKOD
0&€og ovv pia nuepnota 600 gite KAomSoypEANG 75 mg eite [0l TUTTIKT UEPTGLO dOCT
TIKAOTTLOTVT|G).

IIéte va Eexavijoete To Rivaroxaban Accord

H Oepaneio pe Rivaroxaban Accord petd amd 0&0 otepoviaio cHvVOPOLO TPETEL VO, aPYIGEL TO
GUVTOUOTEPO SLVOTOV PETA TN 0TOOEPOTOINGT TOL 0EE0G GTEPAVIAIOV GUVIPOUOV,TO VOPITEPO
24 (peg LETA TNV EIGOYWOYT OTO VOGOKOUEIO Kot KATd TO XpOvo Tov Bo Tpémel kavovikd va
GTOHOTNGEL 1] TAPEVTEPLKT (LECH EVEGTNC) OVTITNKTIKN Oy®YY).

O y1atpdg oag Ba cag mel mote vo Eekivioete ) Bepaneia pe to Rivaroxaban Accord gdv €yete
Swyvacbel pe otepaviaio vOcO 1 TEPLPEPIKT OPTNPLUKT| VOGO.

O y1atpoc oag B amopacicel yio 160 ypdvo Ba Tpémel va cuveyioete T Oepaneio.

Eév mapete peyorvtepn 66on Rivaroxaban Accord a6 Tnv kavoviki
EmcowvmvioTte pe o y1atpo cog apéonc eav nipate mépa ToAAd diokia Rivaroxaban Accord. H
MM vrepPoirikng mocdtntag Rivaroxaban Accord avédvet Tov kivduvo arpoppayiag.

Eav eydoete vo mapete 1o Rivaroxaban Accord
Mnv mtapete SmAn 6661 Yo v avOTANPOGETE P doomn ov mapoieiyate. Edv mapolelyate pio
doon, Tapte TV endpEVT 600T GOG TN GLVNOIGUEVT PO

Edv stopoaticere va naipvere To Rivaroxaban Accord
[aipvete To Rivaroxaban Accord og Toktikn Baon Kot Yo 060 xpovikd SdcTnie cuveyilel va oag To
GLVTAYOYPOQEL 0 Y1aTPdG GO,

Mnv ctapaticete vao maipvete to Rivaroxaban Accord yopig va evnuepdoete mpdTo T0 Y1oTpd GOG.
Edv otapatioete va maipvete autd to pappako, uropel va avéndel o kivovvog va mabete pio GAAN
KapOLOKT TPOGPOAN 1 OYYELNKO EYKEPOUAIKO ETEIGOSIO 1 VO ATEPLDGETE OO I TAONGT TOL
oyetiletat pe TV Kapdid 1 To ALLoPOpa ayYEio, GOg.

Edv éxete meplocdtepeg epOTNCELG OYETIKE, LLE T YPTOT GVTOV TOL POPUAKOV, POTACTE TO YTPd N
TOV QUPLOKOTOLO GOG.

4. IIBavég avemBOUNTES EVEPYELES

Onwg 6ha Ta eAppraKa, £TGL KO GVTO TO QAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, OV
Kot OgV TOPoLGLAloVTaL GE OAOVG TOVG AVOPMTOVC.

Onwg GAlo Topopole PAPLOKO, TOL HELOVOLY TOV GYNUaTIcH Bpdupov aipotog, To Rivaroxaban
Accord pmopel vo mpokarécel apopparyia, 1 omoio Uropel EVOEXOUEVMC VA EIVaL OTEIMNTIKY Y10 TN
Con. H veepPorikn aupoppayio pmwopel va 00MyNOEL GE apvidlo TTMGN TG 0pTNPLOKNG Tieong (cok).
€ OPICUEVEG TEPUTTAGELS, 1) arpoppayio pmopel va punv gival govepn.

Evnuepdote apéoms 10 Y10TPO 600G 0V TOPOLGLUCETE OTOLNONTOTE ad TIG akdA0VOES avemBOUNTEG
EVEPYELEG:
*  oNUAdLL TLHOPPAYiaG
- ooppayic oTov EYKEPAAO 1| LEGH GTO KPavVio (TO COUTTOUATO PTOPEL Va, TEPIAAUPEVOLY
TOVOKEPUAO, LOVOTAELPN adLVapia, ELETO, EMANTTIKEG KPIGELS, LEIWUEVO EMITESO
ovveldNnong Kat duokapyia atov avyéva. Mia cofapn 10Tpikn KATAoToo EKTOKTNG
avaykng. Znmote apécwmg wTptk fondeia!)
- TOPATETAUEVN 1) VIIEPPOAIKN atpopparyio,
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- évtovn advvapio, KOT®GN, ®yxpotNTo, COAN, TovokéQaiog, aveénynto Tpnéuo, dvemvola,
Bmpokikog movog 1 oTnBAYM
O y10TpO¢ 00G UTOPEL VO OTOPUCicEL Vo, Gog Tapakolovbel otevotepa 1§ va aAAdEeL T Bepamevtikng
ayyn coc.

2Npdor cofap®@v avTIOpacEMY TOL dEPRATOG:

- EMEKTEWVOLEVO EVTOVO depUaTiKO e&avOnua, puoaiideg 1 PAAPeg otovg PAevvoydvoug, T.y. 6To
otoua M ota patia (cbvopopo Stevens-Johnson / ToEKN eMOEPLIKT VEKPOALGN).

- Lo 0vTiOpOIoT GTO PAPLOKO TOL TPOKAAEL EEAVON L0, TUPETO, PAEYUOVI TOV ECOTEPIKDV
0pYAVAV, QIOTOAOYIKEG SaTapOyEG KOl GLGTNHOTIKY acBéveln (cOvdpopo DRESS).

- H ocvyvomta avtdv tov avemBountov evepyeldv ivor molv omdvia (néypt 1 otovg 10.000

avBp®OTOLC)

INpaol cofapav aALEPYIKAOV OVTIOPACEMV:

- oidnpa 610 TPOCWTO, TA XEIAN, TO GTOUA, TN YADCGCH 1} TO AdLd, SVCKOALD OTNV KOTATOG,
e€avOnuota Kot SuoKoAiEG GTNV avomvorn, EUQVIKT TTOGN GTNV THECT] TOV AiOTOG.

O1 cLYVOTNTEG TOV OAAEPYIKDV OVTIOPAGE®V Elval TOAD OTAVIEG (OVOPVANKTIKEG AVTIOPACELS,

GUUTEPTAAUPOVOLEVOD OVAPLAOKTIKOD GOK, UTopel va ennpedcsovy puéypt 1 atovg 10.000 avBpdmovg)

Kol Oyl oV VES (aryyetooidnpa kol aAlepytkd oidnua, propet va ennpedoet péypt 1 otovg 100

avBp®OTOLC).

YuvonTikn AloTa pe mOaveg avemOOUNTES EVEPYELES:

Yoyvéc (umopel va emmpedoovy ém¢ 1 ota 10 dropa)

- ueiwon tov aplfuov TV epLipmdV aocEUPinY 1 0Toilo UTOPEL VA KAVEL TO dEPUA YAMUO Kol Vi,

TpoKaAEsEL advvapia 1 dOOGTVoLl

- apoppayio 6to otopdyl 1 To £viepo, apoppayic amd Ta oOVPOYEVWNTIKE dpyava

(ovumeprioapfovouévon Tov aipatog 6ta 00pa Kot Paptdc ELUnvon poucng), aoppayic omd ™ uo,

alpoppayio omd To ovAa

- opoppoayic 6To UATL (GUUTEPIAAUPAVOUEVIC TNG ALILOPPAYING ad TOVG GKATPOVG YITMOVEG

(“aompddt”) TV PaTIdV)

- opoppayio o€ 10TO N KOILOTNTO TOL CAOUATOS (UUATOUA, LOADTES)

- amoPoin aipartog e To Prya

- opoppayio amd 1o dEPUA N KATWO amd TO dEPLOL

- opoppoyics LETA Ao YEWPOLPYIKY EXEUPaoN

- GTOYOVOELONG EKKPIOT] QUUOTOG 1] VYPOD GO TO YELPOVPYIKO TPODUOL

- TPNE0 GTO AKpOL

- TOVOG 6TA Gikpal

- dvolettovpyia TV veppav (Umopel va pavel otig eetdoelg mov Ba yivouv and To yotpd 6og)

- TUPETOG

- TOVOG GTO GTOMAYL, OLUTAPAYES TNG TTEYTG, TAON Yo EUETO 1| vanTio, SLCKOIMOTNTA, dLdPPOLL

- YOUNAR apTnNploKn Ttieon (Ta cupmTouate propet va givorl aicOnpo {aing 1 MmoBupio katd tnv
o6pOua otdon)

- HELOUEVN YEVIKT dOvaun Kot evépyela (advvapio, KOTmon), ToVoKEPAAOS, (AAN

- e&avOnua, kvnopodg

- o1 e€etdoelg aipotog umopei va dgi&ovv o avénon oe opiopéva nratikd Eviopo

Oy svyvég (Umopet va emnpedoovy €mg 1 ota 100 dtopa)
- olpoppayic 6TOV EYKEPAAO 1| OTO ECMTEPIKO TOV KPaviov (PAETE TaPOUTAV®, CTLASLO Lo PPAYIOG)
- apoppayio og ApBpwon mov mpokaiel THvo Kot TPNELO

- Bpoppomevia (yopnAdg apBpds aponetaliov, Ta K0TTapo Tov fondodv oty mHEN ToL aipoTog)
- OAAEPYIKES OVTIOPAOCELS, CUUTEPTAUUPAVOUEVOV TOV CALEPYIKAOV OEPLATIKAOV AVIIOPACEDY
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- dwotapaypévn nratikn Asrtovpyia (umopel va dwomotwdel otic e€etdoelc mov Ha TPayaTOTOMGEL O
Y10tpdg GOG)

- o1 e€etdoelg aipatog umopel va dei&ovv o avénon ot xohepvbpivr, o€ oplopuéva TAYKPEUTIKE 1
nratikd Eviopa | oTov oplipd TV oUOTETOAI®V

- MmoBupio

- aioOnua adwbeciog

- TayLKOPOieL

- Enpootopia

- kvidwon

Yrawieg (umopel va emnpedoovy émg 1 ota 1.000 dtoua)

- oupoppayio péca Gg pv

yoAoataot (UEI®UEVT POT| TNG YOANC), NTATITION CLUTEP. NTATOKLTTOPIKNG PAGPNC (pAeyuovn oTo
Nrap coumep. PAAPNC)- KiTpivioua Tov SEPUATOG KOl TV HATIOV (IKTEPOC)

- gvtomiopévo TpnEpo

- GLALOYT aipatog (opudToUe) ot fovPmViKN TEPLOYN, TOL UTOTEAEL EXTAOKT KOPIIOKOD

KafeTNPLOCUOD GTO GNUEID EIGOYOYNG TOV KOOET PO GE Lol apTnpic TOV TS0 GOC
(wevdoavehpuoor)

oAb omavieg (umopet va ennpedlovv émg 1 ota 10.000 dropa)
- GLGGMPEVGT NOGIVOPIAWDY, EVOG TUTIOV KOKKIOKLTTOPIKMV AEVKDV OLILOGOAPI®MVY OV TPOKAAOVY
QAEYLLOVT] GTOV TTVELLOVA (NOGIVOPIAIKT TVELLLOVIDL).

Mn yvootég (n ocvuyvotnta dev pmopet va ektiun el pe faon ta dabéoiua dedouéva)

- VEQPIKT OVETAPKELD LETA ad GoPapn apoppayio

- Qoppayio oTo VEPPA LEPIKEG POPEG LE TOPOVGIN AILATOG GTO, OVPA. TOL 0dNYEl o€ advvapio Tov
VEQPP®OV VO, AELITOVPYNoOVY 6mGTH (VeQpomddeio Tov oyetileTol Ue OVTITNKTIKG)

- oénuévn Tieon aVAIESO GTOVG HUDEG TV TOSIMV 1} TOV Bpoytdvmv PETA amd aloppayio, o
KATAoTOON 1 ool Umopel va 0dNYNoEL o€ TOvo, TPHEILO, aAAoldpévn aiclnomn, povdacpa 1
apdAvor (cHVOPOUO daPEPIGUATOG LETE amd opopporyior)

Ava@opd avemOOunTOV EVEPYELDV

Ed&v mapotnprioete Kamowo avemBOUNTN EVEPYELD EVIUEPDGETE TOV YIATPO 1] TOV POPLOKOTOLO GOG.
Av10 1oy0et Kot Yo kGOe mhavn avemBounTn evépyela Tov dev avaPEPETAL GTO TAPOV PUAAO 0ONYIDV
yphone. Mropeite emiong va avagépete avembounTeg evépyeleg amevbeiog, Lécm Tov EBvIKo
GLGTHIOTOG OVOPOPAS TTOV avaypapeTol oto Tlapdptnua V. Méoo tng avaeopds avembountoy
EVEPYELMV Umopeite vo, fondnoete 0T GLAAOYT TEPIGCOTEP®V TANPOPOPIDV GYETIKA LE TNV OCPIAELL
TOV TTAPOVTOS PAPLAKOV.

5. Ilog va purdccetal To Rivaroxaban Accord

Noa puAdcoeTal aVTO TO PAPLOKO GE LEPT TOL eV TO POGVOLV Kal dev TO PAETOVV T TALOAL.

Na pn ¥pMoLUOTOLEITE AVTO TO PAPIAKO HETA TNV NUEPOUN VIR ANENG TTOL aVOPEPETOL TOGO GTO KOLTI
000 Kot o€ kdOe KuyéAn 1 eradn petd v évoeitn AHEH/EXP. H nuepounvia Anéng eivar n
TEAEVTAIO NUEPO TOV UIVO TTOL OVOPEPETOL EKEL.

Agv vtapyovv €101KEG GUVONKES dLOTNPNONG Y10 TO TPOIOV AVTO.

BOpuppatiopéva dokia

Ta Opvppatiopéva dioxia papolapmdvng eival otabepd oto vepd Kal 6Tov TOATO PHAOL Emg Ko 4
MpPEC.

Mnv metdite eappaKa 6To vEPD TNG AMOYETELONG N OTA OIKIUKA amoppipata. Potiote to
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QOPUOKOTOLO GO TMG VO TETAEETE TO PAPLOKO TTOL OEV YpNoLponolEitol o, Avtd to pétpo Oa
BonBiocovv oty mpoctacia tov mepPdAilovtog.

6. Iepreydpevo TG cVOKELOGINS KO LOITES TANPOPOPiEg

T gpréyer 1o Rivaroxaban Accord
- H dpaotikn ovoia givar n prpapolaundvn. Kdabe diokio mepiéyer 2,5 mg pipapoloumdavng.
- Ta GAAa cvotoTikd giva:

IMvupnvag diokiov

Aaktoln povoidpn

Koapuehddln vatprovyog dactavpovpevn (E468)

Natpro Aaovpvrobeukd (E487)

YrpoueAroln 2910 (ovouaotikd 1Endeg 5,1 mPa.S) (E464)
Kvttapivn, pukpoxpvotoriwn (E460)

KoAroedég avoopo o&eidio moprtiov (ESS51)

Zreatiko payvnoto (E572)

Emnucdioym pe Aentd vpévio

Maxpoyoin 4000 (E1521)

YrpoueArdln 2910 (ovouaotikd 1Endeg 5,1 mPa.S) (E464)
Aw&eido tiaviov (E171)

Z10mpov o&eidio kitpvo (E172)

Ep@dévion tov Rivaroxaban Accord ko epiey6pevo ¢ 6voKevAGiag

Ta Rivaroxaban Accord 2,5 mg emtkaAvpupéva pe Aewto vuévio diokio eivol GTpoyyLAL, avolkToD
KITPIVOL YPAOUATOG, AUOIKVPTO EMKOAVUUEVA PE AETTO VUEVIO dlokia, SlapéTpov mepinov 6,00 mm, pe
yopaypévn v évoelln «IL4» otn pia 6yn ot pia oyn kot yopic £voelgn oty dAin dym.
To Rivaroxaban Accord emikaAvppéva e Aemtd LUEVIO S1oKio GLOKEVALETOL OE SLAPOUVEG KOWEAES
PVC/aAiovpviov mov gival dabéciueg oe:

- Kuyéln Tov 28, 56, 98, 100, 168 1 196 diokimv 1

- dbTpnteg Kuyédeg povig 06ong tov 10 x 11 100 x 1 diokimv.
To Rivaroxaban Accord emikaAvppéva, pe Aemtd vuévio diokia givar emiong dbéouo oe PLaieg amd
HDPE nov nepiéyovv 30, 90 1 500 dokia.

Mmropei va pnv KuKAOQOpoUV OLEG 01 GLUOKEVAGIES.
Karoyog ™ Adciog Kvkhogopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

[omavia

IHopoaockevaotig

Accord Healthcare Polska Sp. z o.0.
Ul. Lutomierska 50,

95-200 Pabianice, ITolwvio

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park, Paola
PLA 3000, Mdito

Laboratori Fundacié DAU
C/ C, 12-14 Pol. Ind. Zona Franca,
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08040 Barcelona, Iomavio

Accord Healthcare B.V
Winthontlaan 200, 3526KV Utrecht,
OX\avdio

Accord Healthcare single member S.A.
64th Km National Road Athens,
Lamia, Schimatari, 32009, EAALGSa.

To mapév @vrro 00OV YpfoNS avabemp1)Onke Yo TELEVTALO POPA oTIS .

Agntopepn TANpoPoplaKd ototyeio Yo avtd T0 PAPUOKELTIKO TPoidV gival dlaBéaio 6To dIKTLOKO
t6mo 1ov Evponaikod Opyavicpod Gappdkwyv: http://www.ema.europa.eu
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®Yrho 0OV ypriong: [Iinpoopiss yia Tov ypiioTy

Rivaroxaban Accord 10 mg emxalvppéva pe
Aemt6 vuéVIo diokKia

pipapo&apmivm

AP aoTE TPOGEKTIKA OLOKANPO TO PUAAO 00N YLOV YP1ONGS TPOTOV UPYIGETE VU TUIPVETE
oVTO TO QAPNAKO, OLOTL TEPLAOUPAVEL ONUOVTIKES TANPOPOPIES Y10 CUS.

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

Edv éyete meportépm anopiec, poTnoTe TOV Y10Tpd 1) TOV POPLOKOTOL) GO,

H ocvvtayn y’ avtd 10 gappoko xopnynonke omokAEIGTIKA Yio 60G. AV TPETEL VO ODGETE

TO PAPROKO GE GAAOVS. Mmopel va Tovg mpokaAéael BAAPT, akoOpa Kot OTov To onueia Tng
acBéveldg Tovg eivan 1010 pe ta O1kd Gag,.

Edv mapatnpnoete Kamowo avemBOUNTN EVEPYELD, EVILEPDOTE TOV YIATPO 1) TOV PUPLOKOTOLO
oG,

Av10 16908t Kot Yo kGOe mhavn avemBOunTn eVEPYELL TOV OV OVAPEPETUL GTO TAPOV

@OALO 0ONy1dV ¥prione. BAéne mapdypagpo 4.

T egpréyerl 1o maplév OLA0 00N YIOV:

AU e

1.

T1 eivon To Rivaroxaban Accord kot oo eivat 1 yprion Tov
T mpénet va yvopilete Tpv mapete To Rivaroxaban Accord
i va wépete 10 Rivaroxaban Accord

[MBavég avemBounteg evépyeteg

[ég va purdcoeton To Rivaroxaban Accord

[Tepreyduevo g cvokeLAGiag Kot AOTEG TANPOPOPIES

T eivon To Rivaroxaban Accord ko o givan i yp1ion Tov

To Rivaroxaban Accord wepiéyet ) dpaoTikn ovaio prpapoapumndvn Kot ¥pnoIUoToLEiTol o8
EVIAAIKEG Y10

™V TPOANY” TV OpduPov aipatog oTic AEREG UeTE amd YepoVPYIKN emEuPoon
avtikatdotacng woyiov 1 yovatog. O yatpdc Goc GLUVTAYOYPAPNGE CVTO TO PAPLLOKO Y10 GO,
10Tl petd and a yewpovpykn enéuPaocr Swutpéyete avénpévo Kivouvo va avortHEete
Opoupovg aiparoc.

1 Ogpameia OpouPwv aipatoc otig PAEPES TV TOdDV cag (v To Bdber pAefikn Opdupwon)
KOl 0T QUOPOPa AyYelo TV TVELUOV®V GOG (TVELHOVIKT EUPOAT]) KOt TNV TPOANYN TNG
EMOVEUPAVIONS OpOUP®V ailaTog 6TO AOPOPa. ayYELD TOV TOSIDV Gag 17/KAL TOV TVELUOVAOY
Gag.

To Rivaroxaban Accord avrketl g o oudoda eapudkmv mov ovoudlovtol avtidpoupotikol
mapdyovtes. Asttovpyel amokieiovtag Evav mapdyovra TEewg (Tapdyovtag Xa) LeudVoVTaG
£161 TNV Td0oT TOV aipeTog va dnuovpyel Opoupouc.

2.

Tvpémer va yvopilete nprv wapete To Rivaroxaban Accord

Mnyv napete to Rivaroxaban Accord

o€ mepintwon aAlepyiog ot papoaumdvn 1| 6 0mo10dNTOTE GALO OO TO GLOTATIKA
0VTOV TOL PAPLLAKOL (AVAPEPOVTOL TNV TOPAYPOPO 6)

o€ MEPInT®ON VIEPPBOAIKNG apLoppayiog

€4V €xeTE VOGO 1 KATAGTOOT) GE KATOL0 OPYOVO TOV GMUATOC GOC TOV AEAVEL TOV KIvOLVo
coPapnc apoppayiag (.Y, EAKOS GTOUAYOV, TPOVUATIGIO 1) OLULOPPOYic GTOV EYKEPUAO,
TpdSEaTN EMEPPAOCT] GTOV EYKEPALO 1] GTOVE 0POAALOVC)
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- &bv Aappdavete eapuaxa yio TNy TpoAnym Bpoupov (w.y. Papeapivn, dafryatpdvn, améapmivn

N Nropivn), Ktog amd 10 ddoTnU KaTd TNV 0AANYT TNG avTITNKTIKNG Bepaneiog 1 dTav
Aappdvere nropivn péom erefuco 1 aptnplakod Kabetmpa dote vo Kpatnel avorytdg
- og mepintoon NroTikng vocov 1 oroia odnyet oe awénuévo Kivovvo opopparyiog
- &bv glote éyxvog 1 Onhdlete
Mnyv napete to Rivaroxaban Accord kol eviiuep®ote T0 Y10Tpo 605 6€ mEpinTON TOL
0TO10ONTOTE OO TO, TOPATAV® LGYVEL Y1 EGEG.

Ipocidomomoeils ko TpoPLAGEELS
AmevBuvheite oTov Y10Tpd 1 TOV QOPLOKOTOLO GOG TPV Tapete To Rivaroxaban Accord.

MpocéEte wWwaitepa pe 1o Rivaroxaban Accord

€av €yete avénuévo kivévvo atpoppoayiog, kabmg Oa propovoe va cupfaivel 6€ TEPIMTOGELG OTWMGC:

UETPLOL 1) GOPapT| VEQPIKT VOGOG, O10TL 1| AELITOVPYIO T®V VEQPOV GOG UTOPEL VO EXNPEAGEL TNV
TOGOTNTO TOL POAPUAKOV TOL dPa. HEGO GTO GO GOG

€dv Aappdvete Ao eappoka yuo Ty Tpdinym Bpouov ( Ty Bapeapivn, daftyatpdvn,
amEQUTAV, | NTEPIVN) KOTA TN JEPKELD 0ALOYNG AVTITNKTIKNG 0ly®@YNCN KOTA TN dStdpKeLa
AMYME Nrapivng HEc® QAEPIKNG 1| ApTNPIOKNAG YPOUUNS Yo va dtotnpnBel avoyytr ( deite
Tapdypoeo © AAAa pdpuaka kot to Rivaroxaban Accord’ )

OLLOPPOYIKEG SLOTAPOYES

TOAD LYMAN apTNPLOKT THEST, 1) OTTOlaL OV EAEYYETOL LIE PUPLLOKEVTIKT QYWY

vOGOL TOV GTOUAYOV N TV EVIEP®V OV B0l LITopovGaY VoL 001 y1|COVV GE auploppayia, ..
QAEYLLOVT] TOV EVTEPOV 1] TOV GTOUMYOV, 1| PAEYUOVT] TOV O1GOPAYOV ). AOY®
YOGTPOOIGOPAYIKNG TUAVOPOUIKNG VOGOV ( VOGOG 0Tt0L Ta 0&£0, TOV GTOWAYOV KoTeLHHvovTaL
TPOG TOV 01GOPAY0) 1 OYKOL TOV BPicKOVTOL GTO GTOUAYL 1] OTO £VIEPO 1| GTN YEVVITIKY 000 N
GTO OVPOTOMTIKO GVGTTLLA

TPOPANUA LE Ta opoPOpa ayyeia 6TO ToW UEPOG TV 0POAAUDY Gag (auplplnotpocidondbeia)
whOnon TV TVELHOVEVY GToV o1 Bpdyyol doyKmdVovToL Kot YeRilovy e Toov (fpoyyextaocia),

N TPONYOVUEVT] OLHOPPOYiD OTTO TOV TVED OV

€aqv €yete mpochetikn Kapdiakn PorPida

€dv 0 yloutpog cog TPoodlopicet OTL 1) ApTNPLOKN oag Tigom gival actadng 1 oxedaletal kdmola
GAAN Bepoameia 1 yelpovpyikn enépPaon dote va apopedei Opoppoc amd Tovg TvedUOVEG oag.
€av yvopilete 6T £yete (o voGo mov ovopaletal ovTpOo@OATIdKo chvdpouo (o dtaTapayn

TOV 0lVOGOTOUTIKOD GUGTHUATOG TTOV TPOKOAEL avénuévo kivouvo OpouPov aipatog),
EVNUEPDOOTE TO Y1TPO GaG 0 omoiog Ba amopacicet edv 1 Oepaneia pnopel va ypelaotel va
aALGEEL.

g TEPITTMON TOV OTOLOONTOTE UMTO T TAPATAV® LGYVEL Y10, EGAG, EVIILEPDOTE TOV YLUTPO GO
npotol Tapete to Rivaroxaban Accord. O yuutpog cog O amopaciost edv Oa mpémnel va napete
Oepameio pe ovtd T0 PAPLOKO Kol GV o Tpénel va Ppiokeote VIO oTEVOTEPT TAPOKOAOVONGT.

Eav yperaleton va vropin0Ocite oc enépfaon
- givou ToAd onuavtikd va wdpete to Rivaroxaban Accord mpv ko petd, v emépPoon
aKpIP®S oTIC BPeg OV KOOOPLGE 0 YIUTPOG GOC.
Edv n yepovpykn enépfacn otnv onoia vroPAndnkate mepiiapfavel kabetipa 1 Eveon ot
OTOVOVAIKN oTNAN (T.). EmoKANPidloc 1} poylaio avarsOnoio 1 peiwon movov):
= givar ToAD onuovTikd vo tapete 1o Rivaroxaban Accord mpiv kol HeTd TNV éveon
N agaipeon tov kabetnpo akpPmg oTIC BPeg TOV KOBOPIGE O YIUTPOS GO
B SVNUEPMOTE TO YIATPO GUG AUECWHG EAV TAPOLGLAGETE LOVOLAGHLO 1 OOV TWV
OOV GOG 1 TPOPANOTO LLE TO EVTEPO 1) TV KVGTN GOC LETA TO TEAOG TNG
ovoroOnoiog, 010t amarteital enelyovoa avVTILETMOMTION.

Moowd ko £pnpor
To Rivaroxaban Accord dgv cvvieTdton Yo dropa nAkiog KAT® Tov 18 et®v. Agv vdpyovv

EMOPKEIG TANPOPOPIES GYETIKA LLE TN Y¥PNOMN TOV GE TALOLH Kot Eprovc.
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Alro @appoxo kor Rivaroxaban Accord
Evnuepoote tov yotpd M 1oV @opLoKoTold cog v TOipVETE, £XETE TPOCPAUTA TAPEL 1} LTOPEL
Vo TAPETE AAAA PAPLOKO, KOO KOl AVTA TOL OEV Gag £xovv yopnynoel pue cvvtaymn.
- Edv maipvete
" OPIGUEVO PAPUOKO Y10 LUK TIOGTKES AOTUMEELG (TT.). PAOVKOVALOAT,
rtpakovaloan, fopikovaloin, molaxovaloAn), eKTOC GV avTd EQoprolovot
pdvo oto dépua
= diokio keToKoVa{OANG (XPMNOILOTOl00VTaL Yo TN Oepaneio Tov GLVOPOLOL
Cushing - 6tav 0 opyaviopog Topayet vaepPoiikr| kKopTti{OAn)
= opopéva PapuoKo yio Baktmplokég Aouméelg (t.y. kKhapidpopvkivn,
gpvBpopvkivn)
= oplopéva avti-ukd edpuaxa yio HIV / AIDS (m.y. prtovafipn)
= GAlo @appoko yio T peimon g méemg Tov aipatog (m.y. evo&amapivn,
KAoTd0oypEAN 1 avTay®vieTég tng Prrapivig K, onmg Bappapivn kot
0CEVOKOVLOPOAT))
= QVTIPAEYLOVOON Kol TanciTova eapuake (7). vampolévn 1 aKETVAOGOAMKVAIKO 0ED)
= Jpovedapdvn, Eva eappoKo yio T Bepaneio Tov TaBoroyikod Kapdiakoh pvOpon
= oplopéva edppoaka yio ) Bepaneio g KatdOlnyng (ekiextuicol avacTolelg

enovampocAnync oepotovivng (SSRI) 1 avaotodelg eravampooAnyng VoperIveppivc-
cepotovivng (SNRI))

Y. MEPINTTMON TOV OTOLOONTOTE UM TU TAPUTAVO LOYVEL Y10 EGAG, EVIIUEPDOTE TOV
YwTpO 60g TPoTOL TAPETE TO Rivaroxaban Accord, 610t 1| 0pdomn tov Rivaroxaban
Accord pmopet va avénbetl. O yiatpog oog Oa anogaocioet ebv Bo mpénel va TapeTe
Bepamneia pe ovtd T0 PAPPOKO KoL GV o Tpémer va fpiokeote VIO oTEVOTEPT
mapakolovOnom.

Edv o yiatpog oag kpivel 0Tt diatpéyete avénuévo Kivouvo va avartoéete EAKT 610
OTOUAYL 1] OTO €VTIEPO, UMOPEL EMIGNC VO XPTCULOTOGEL TPOANTTIKT Oepameio kaTd TOV
é\Koug,.

- Edv maipvers:
= oplopéva eappaka yo tn Ogpameia g emAnyiog (eovoToivn,
kapPapalenivn, pavoPapPrrain)
=  Ymepweo (St. John’s Wort, Hypericum perforatum), évo, QUTIKO Tpoidv oV
ypMolLomoteital yuo tn Bepameia Tng KotaOANYNg
" PeopmiKivn, évo avtiPloTiko

Y& TEPITTMOI TTOVL OTOLOONTOTE OTO TU TAPATAVE® LGYVEL Y10 EGAS, EVI|UEPDGTE TOV
YwTpo cag TPy TapeTe T0 Rivaroxaban Accord, 6101t 1| ATOTEAEGLOTIKOTITO, TOV
Rivaroxaban Accord pmopei va givar petopévn. O yiatpog oag 8o amopacicel, v TpEnet va
vroPAnOeite o Bepameia pe Rivaroxaban Accord kot edv mpénel va Ppiokeote vd 6TV
mapokolovOnom.

Kinon kot Onhaopog

Mnv zéapete 10 Rivaroxaban Accord gdv icOe éykvoc 1 Inidlete . Edv vrapyel mepintmon va
pelvete €yKvog, YpNOLLOTOMOTE ASLOTIOTN AVTIGOAANYT] Y10 0G0 YPOVIKO SLACTN IO TOIPVETE TO
Rivaroxaban Accord. Edv peivete £ykvog evd Taipvete avtd T0 QAPLOKO, EVIUEPDGTE TOV YLOTPO
o0G APECWMS, 0 0Toiog Ba amopacicel Tmg Oo TPETEL VO OVTILETOTIGTEITE.

Oonynon ko EPGROS PNV HATOV

To Rivaroxaban Accord pnopei va mpokaAéaet (oAn (cuyvn avemBountn evépyela) 1 Awobupio (01
ovyvi avemBoun evépyela) (PA. mapdypapo 4 «I[TBavég avemBountec evépyeieo»). Agv tpénet va
odnyeite avTokiviTo 1 TOSNANUTO, VO YPNCILOTOLEITE OTOLUONTOTE EPYUAELD 1 UNYAVALLATO GV
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emmpedleote amd TETOLN GUUTTAOUOTOL.

To Rivaroxaban Accord mepiéyel Aaxtoln ko vatpro

Av 0 yuTpdg cag, oag evnuépmat 0Tl £xete dvoaveéio o OPIoUEVH CAKYAPO, ETIKOIVOVIOTE LE
TOV Y1Tpd GOG TPV TAPETE AVTO TOPAPLLAKO.

Av10 10 Papuako TEPEYEL AyoTepo amd 1 mmol vatplo (23 mg) ava dickio, Avtd onuoivet 0Tt
glval ovG10oTIKA «eAevBepPO VaTpiov ».

3. Ilog va wapete To Rivaroxaban Accord

[Tavtote va maipvete o eApRaKo avTd CVGTNPE GOUPOVA LE TIG 0dNYiES TOV Y1UTPOoV GOg.
Edv éyete apeipolrieg, potnote TOV Y10Tpo 1) TOV QUPUAKOTOL0 GOG.

IIéoo va mapete

- Tomy zpoinyn tov Opoupov aipatog oTig EAEPEG LETA Ao XEPOLPYIKN eméuPfao
AVTIKOTAGTAOTG 10% 10V 1 YOVATOG
H ocvvietouevn do6on eivar éva diokio Rivaroxaban
Accord 10 mg pia @opd v nuépa.

INo ™ Bepomeio OpouPov aipatog otic PAEREC TV TOdOVY Kol OpouPmv 6T atpoEdpa ayyeio
TOV TVELUOVAOV GOG KOL Y10 TNV TPOANYN TNG Enoveppdvions Opoupwv aipatog

Metd amd tovidyiotov 6 pnveg avtiBpopupotikng Bepaneiog, 1 cuvictdpevn 6601 glvar gite Eva
dwokio Tov 10 mg pia @opd v nuépa gite éva diokio Tov 20 mg pia popd v nuépa. O
YWTPOG GOG £XEL GUVTAYOYPAPNGEL Yio 60 TO Rivaroxaban Accord 10 mg pio opd tnv nuépa.

Koazameite to diokio katd mpotipnon poli pe vepo.
Mmnopeite va mépete 1o Rivaroxaban Accord pe 1 yopig tpoon.

Edv &yete duokolia va katamigite To d10kio 0OAOKANPO, GLINTNGTE LLE TOV YITPO OUG CYETIKA e
dArovg Tpomovg Afymc tov Rivaroxaban Accord. To diokio umopei va Opoppotiotet kot va
avaperyOel pe vepd N TOATO UAOL OUECMG TTPLY TO TAPETE.

Edv eivan amapaitto, 0 yiotpog cag umopel eniong va cag xopnynoet to Opvppatiocpévo diokio
Rivaroxaban Accord péocm yooTpikod GOANVA.

Iléte va mépete To Rivaroxaban Accord

[aipvete 10 diokio kGOe pépa LEYPL O YIUTPOG GO VO GOG TTEL VO GTOLOTCETE.
[Ipooradnote vo maipvete 1o dlokio TV id1a dpa kdbe pépa yia va to Boudote
€VKOADTEPQL.

O y1atpog oag O amopacicel yia 1d6co ypdvo Oa mpémnel va cuveyioete T Oepameio.

IMa v TpoAnyn tov Bpoufov aipatog otic EAEPEG HeTd amd xelpovpyikn eméufacn
avTIKOTaoTOoNG 1Yo 1| YOVaTOG:

[Tapte to TpdTO d1oKio 6 -- 10 DPEg HETA OO TN YEPOLPYIKT Cag EXEUPAON.

Edv vropAn0nrate oe coPapn enépPoon oto 1oyio Bo mhpete T diokio cuvnBmg Yo S5 eBSoUAOES.
Edv vropAn0nkoate o coPapn enéuPoocn oto yovoro Oa whpete To diokio cuvnOmS yio 2 EBSoUGOES.

Edv napete peyardtepn 060n Rivaroxaban Accord amé tnv kavoviki
Emcowvmviote pe to y1atpd cag apéons edv mipate mipa ToArd diokia Rivaroxaban Accord. H
My vepPoiknic moodtntac Rivaroxaban Accord avEdvet tov kivouvo aupopporyio.

Edv Eeyaoete vo mapete To Rivaroxaban Accord

Edv Eeydoarte pia 06om, mhpte v poAG To Boundeite. [apte 10 emduevo diokio TNV emoOpUeVN
NUEPO KO KATOTLY GUVEYIOTE Vo TAlPVETE £va O10Ki0 ptio popd TNV Nuépa 6Tws cuvime.
Mnv mtapete dSmAn 6661 Y10 VoL AVOTANPDOGCETE T1 06T OV EEYACUTE.
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Edv stopaticere va naipvete To Rivaroxaban Accord
Mnv cropaticete vo, taipvete o Rivaroxaban Accord yopic vo evnuepdoete Tpm@TO TO Y1OTPO
oag, 010t To Rivaroxaban Accord gumodilel v avamtvén pog cofapnc Katdotaong.

Edv &yete meprocdtepeg epOTNGELS GYETIKA LLE TN XPTOT AVTOV TOL PAPUAKOV, POTNGTE TOV
YTpo 1) TOV POPLAKOTOLd GO,

4. MBavéic avemBOUNTES EVEPYELEG

Onwg dha ta pappaxa, £T61 Kot avtd T0 PappoKo pumopel vo tpokarécet avemBOuNTes vEPYELEs, av
Kol 0gv Tapovctdlovtatl 6 GAOLG TOVG AvVOPAOTOLG.

Onwg aAla Topouota eappoka (avtidpopupotikoi mapdyoviec), To Rivaroxaban Accord pmopei va
TPOKAAEGEL apoppayio, N omoio UTOPEL EVOEYOUEVMS VO Eval amednTikn Yo T (on. H vrepfoin
alpoppayio pmopet va, 0dNYNGEL GE IPVIdLO TTOOT TNG TECTG TOV QULOTOC (COK). L& OPIGUEVEG
TEPMTMOGELG, OVTN 1| Oloppayio pmopel vo unv eivar pavepn.

Evnuepaote tov y10tpd 605 apécmc, e4v TopovcldceETe 0OMOINTOTE OO TIG AKOAOVOES
avemBoUNTES EVEPYELEC:
*  oNUAOLY CLHOPPAYioG
- owgoppayic otov eYKEPAAO N LEGA 6TO Kpavio (To cuUTTOUATO PTopEl va Tephapdvouv
TOVOKEPAAO, LOVOTAELPT adVVApia, ELETO, EMANTTIKEG KPIGELS, LELOUEVO ETTEDO
GLVEIdNONG Kot dSuokapyio oTov awyévo. Mio coPapn 10Tpik KATAGTUoT] EKTAUKTNG
avEayKng.
- TOPATETOUEVN ) LIIEPPOAKN cplopporyio,
- évtovn aduvapio, KOTOGN, @ypOTNTO, (UAN, ToVoKEEaLO, avelnynto Tpnéno, SvoTvola,
Ompokikd Tévo 1 oTNOayYN
O ywpdc oag pnopei va amopacicet va oag mapakorovdel otevotepa 1| va aAldEet tn Bepomevtin
ayyn coc.

e  Ynudor cofapig avtiopacng Tov OEPRATOG:
- EMEKTEWVOUEVO EVTOVO OEPUATIKO e&avON L, puoaAideg | PAAPeg oTovg PAevvoydvoLC, T.Y. OTO
oTopa 1 oto pato (cuvopopo Stevens-Johnson / To&ikr| emdep iy vekporvon).
- L ovTidpOoT 6TO PAPLOKO TOL TPOKAAEL EEAVON LN, TVPETO, PAEYLOVI TOV ECOTEPIKDV
0pYAvVaV, dOTAPOYES TOV OILOTOG Kol GLGTNHOTIKY acbévela (cbhvopopo DRESS).
- H ovyvomto avtdv tov avemfountov evepyeioveivar told omdvia (uéypt 1 ota 10.000
drTopa)

o  Ynudaol coPfap®@v arliepyIKOV AVIIOPAGEDV:
- oildnua 6t0 TPOCWTO, TO YEIAN, TO GTOUA, TN YADCGH 1} TO AdLd, SVCKOAIN OTNV KOTATOG,
g€avOnuata Kot SVGKOAIEG GTNY avomvor, EXQVIKT TTOGN GTNV TECT| TOV AioToC.
O1 cUYVOTNTEG TOV OAAEPYIKDV OVTIOPAGE®V Elval TOAD GTAVIEG (OVOPUANKTIKEG AVTIOPAGELS,
GUUTEPTAAUPAVOUEVOL OVAPLANKTIKOD GOK, UTopel va, ennpedoovy uéypt 1 otovg 10.000
avOp®TOVC) Kot Oyl GLYVES (ayyEl00idN A Kot oAAepYkd oidnpa, pmopel va ennpedost péxpt 1
otovg 100 avBpmmovg).

I'evik6g KOTdAOY0S TOAVAV AVETOOUNTOV EVEPYELDOV

Yoyvég (umopel va emmpedoovy émg 1 ota 10

droua)
- ueimon Tov apBpod TV pUOPOV aocPUIPi®mY 1 0TToia UITOPEL VO KAVEL TO OEPLLOL OOG
YAOUO Kot Vo TPOKAAESEL aduvapio 1 SvoTvola
- o1poppayic 0md TO GTOUAYL 1] TO EVTEPO, OLOPPAYiC ATt TOL OVPOYEVVITIKA OpyovaL
(ovumepriapfavopévou aiptatog ota ovpa Kot faptdg Eppnvov poong), ooppayic omd tn potn,
aoppayio omd To ovAa
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- 0@OaALIKY arpoppayic (GVUTEPIAAUPBAVOLEVTIC CLLOPPAYING 07T TO “aoTPAdL” TV UATIDV)

- Qoppayio o€ 16TO 1 KOIAOTNTO TOL GOUOTOC (AUATO U, LOAWOTES)

- amofoAn aipatog pe o o

- qoppayio amod To dEPUN 1 KAT® 0o TO dEPLLA

- qupoppayio LeTd omd xepovpyikn enépPoocn

- OTAYOVOEWNG £KKPLOT CULOTOC 1) VYPOV OO TO YEPOLPYIKO TPOVLA

- TIpR&o TV dkpov

- TOVOG GTO AKPOL

- dlatapaypévn Aettovpyia TV ve@pav (Umopel va pavel otig eEgtdoelg mov Ba yivouv amod to yTpd
)

- TuPETOG

- mOVOG GTO GTOUAYL, dtaTapayés TG TEYNG, aicOnua vavtiog 1 vavtio, SuGKOIMOTNTA, dtéppota
- XOUNAN apmpilokm wieon (ta cvuntdpato propel va etvar aloOnpa {adAng v MmwoBupio dtav
Bpiokeote og 6pbla oTAOM)

- LEW®UEVT) YEVIKN dUvauT Kot evépyetla (aduvapio, KOT®on), TovokEPaAog, COAN

- e&£hvOnpa, Kvynopog

- o1 e€gtaoelg aipatog pmopei va, 6gi&ovv o abénom optopévey NraTikay evioumv

Oy ovyvég (umopet va emnpedoovy €oc 1 ota 100 dropo)

- qupoppayio oTov eyKEQAAO 1| péca 610 Kpavio (PAEne Tapamdve, onuddia apoppoyiog)

- aupoppayia og ApBpwon TpokaAmdvtag TOVo Kot TpHEo

- Opoppomevia (YounAog apOpog apomeTaAiny, Ta KOTTapa ToL fondodv otnv TN TOL AieToC)
- OAAEPYIKES OVTIOPACELS, GUUTEPIAAUPOVOUEV®V OAAEPYIKMV OEPLATIKAV OVTIOPACEDY

- datapaypévn nratik Asrtovpyia (pmopei va damictwel otig e€gTdioeis mov
TPOYLLOLTOTOL0VVTOL OTO TOV YLOTPO GOG)

- o1 e€eTdoelg aipotog umopei va dgiovv o abénomn ot yorepvOpivn, G OPIGUEVH TOYKPEATIKA 1)
nratikd Eviopa | otov oplipd TV oUoTETOAI®Y

- AMmoBupia

- aioOnuo adabeciog

- TaVKOPSia

- Enpooctopia

- kvidmon

Yrawieg (umopei va emnpedoovy €ng 1 ota 1.000 droua)

- apoppayio G€ po

- YoAOGTAON (LEIOUEVT) POT} TNG YOANG), NTATITION GUUTEP. NTATOKLTTAPIKNG PAAPNS (PAeyHOVH GTO
fnap cvpmep. PAGANG)

- KITpiviopo Tov OEPUOTOC KoL TOV POTIOV (IKTEPOG)

- EVTOTIGLEVO TPNELO

- GLAAOYN aipoTog (pdTmpa) ot fovPOViKN TEPLOYN, TOV OMOTEAEL EMTAOKT KAPILOKOD

Kkafetnplocpov oto onpeio eloayyng Tov KaBeTpa 6€ o aptnpic Tov TodloL Gog

(wevdoavehpuoua)

IHoA0 omavieg (umopet va emnpedlovv £wg 1 ota 10.000 dropua)
- GLOCAPEVON NOCIVOPIA®YV, EVOG TOTTOL KOKKIOKVTTOPIKMY AEVKMV OLLOGPALPIOY TOL TPOKOAOHY
QAEYLOVT] GTOV TVEDLOVO, (NOGIVOPIAKT TVELLOVIQ).

Mn yvooTig (1 cuyvotnTa dev umopet vo ektiun el pe faomn ta dSabéoiua dedouéva)
- VEQPIKY| OveapKeLD LETE omd cofapn arpoppayia
- QOPPOYio OTO VEQPPH LEPIKEG POPEG LE TAPOVCIN OILATOG GTO, OVPA, TOL 0dNYEL G€ advvapio Tov
VEQPPOV VO, AELITOVPYNOOVY 6T (VEQpomdbeilo Tov oyeTileTon Pe OVTITNKTIKG)
- auénuévn mieon avdpeco 6Toug LHES TMV TOdOV 1 TOV BPaylOvVeOV LETA OO OLOPPaYic, Lo
KATAoTOON 1 07Ol UTopEl va 00Ny oEL o€ TOVo, TPHEILO, aAAOI®UEVT aicOnoT, poddlacpa 1
mapdAven (CVVOPOLO SLOUEPIGLOTOC LETE amd apopparyio)

Ava@opd avemOounTOV EVEPYELOV
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Edv mapotnpfioete kamoo avemBOunT evépyela, EVIUEPOOTE TOV YIOTPO 1) TOV PUPUUKOTOLO GOG.
Av10 1oy0et Ko Yo kbBe mBovr avemBopnTn evépyela Tov OV avaPEPETAL 6TO TAPOV PUAAO
ooMymV ypnone. Mmopeite eniong va avaeépete avemBountec evépyeieg anevbeiog, LEcm Tov
€0VIKOO GLGTNUATOG AVOPOPAS TTOV avaypapeTol oTo [lapdpmua V. Méom g avapopdg
avemBounToVv evepyeldv pmopeite va fondnoete ot GLALOYY| TEPIGGHTEPMOV TANPOPOPLOV GYETIKE
LLE TNV OCQAAELN TOV TOPIVTOG POPLUAKOV.

5. IIog va pvraocoetor To Rivaroxaban Accord

To @appoxo ovtd Tpémel va LAACCETAL GE PLEPT) OV OgV TO PAETOVY Kol O&V TO POAVOLV TA TOdLA.
Na pn xpnoIHoToleite avTd T0 PAPUOKO UETE TNV NUEpOUNVia ANENG TTOV AVOPEPETOL GTO KOLTI Kol
o€ kaBe KoyéAn 1 e1aAn petd v évoeién AHEH/EXP. H nuepopnvia AqéEng eivor n tehevtaio
NUEPO TOVL LIVA TOL OVOPEPETOL EKEL.

Agv vtdpyovv €1d1kég 0dNyieg dlaTipnoNg Yo T0 TPOIOV AVTO.

Opvuuotiopévao dokio

Ta Opoppaticpéva, diokio prpapooumdavng eival 6tabepd 6T0 vepd Kot GTOV TOATO UINAOD £G Kot 4
MPES.

Mnv metdte @appoko 6To vepd NG OmoyETELoNG N otTo. owlokd amoppipota. Potiote 10
(QOPUOKOTOLd GOG MG VO, TETAEETE TAL PAPLLOKO TTOV OgV Ypnotlponoleitol To. Avtd ta pétpo fa
BonBnocovv oty mpoctacia tov mepiPdAilovtog.

6. Mepreyépevo TS 6VOEKEVLAGIOS KOl LOUTES TANPOPOPIES
T nepréyer o Rivaroxaban Accord

- H dpaotikn ovoia givar n prpapolapmndvn. Kabe diokio mepiéyer 10 mg piapolapmdvn.
- Ta dAha cvotatikd ivat:

IMvupnvag diokiov

Aoktoln povoidpikn

Koppuedholn vatpiovyoc dwouctavpoduevn (E468)

Natpro Aaovporobeukd (E487)

YrpopeAroln 2910 (ovopaotikd 1Emdeg 5,1 mPa.S) (E464)
Kvtropivn, pikpokpovotaiiikn (E460)

KoAhoedég avudpo o&eidio moprtiov (ES51)

Yteatiko payvioto (E572)

Enucddoym pe Aentd vpévio

Maxpoyoin 4000 (E1521)

YrpoueArdln 2910 (ovouactikd 1Endeg 5,1 mPa.S) (E464)
Awo&gidio tiraviov (E171)

210 pov o&eidro epubpd (E172)

Ep@dvion tov Rivaroxaban Accord kot Tepieydevo TS GVOKEVAGIOG
Ta Rivaroxaban Accord 10 mg emuoivppéva pe Aewtd LUEVIO dloKia eival oTpoyYVAL, aueikvpTa,
avolktov pol €mwg pol ypOUATOS, ETKOAVUUEVA Le AeTTO VUEVIO dokia, dapéTpov mepimov 6,00 mm,
pe yapoaypévn v Evoelén «IL1» ot pia oy kot yopic Evoelén otny aAin oym.
To Rivaroxaban Accord emikaAvppévo pe Aertd vuEVio d1okio cuekeLALETOL G JAPOVES KOWELEC
PVC/alovuviov mov givon dabécipeg oe:

- Koyéln tev 5, 10, 14, 28, 30, 98 1 100 diokimv 1

- ddTpnTeg KuYEAES Lovnig 0dong tov 10 x 11 100 x 1 diokimv.
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To Rivaroxaban Accord emkaAvppéva pe Aemtd vuévio diokia givar emiong dwbéoo oe Prdieg amnd
HDPE nov mepiéyovv 30, 90 1 500 dokia.

Mmropei va pmv KuKAOQOpoLV OLEG 0L GUGKEVAGIES.

Kéroyog Aderag Kvkrhogpopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavia

Hopaokevaoctiig

Accord Healthcare Polska Sp. z o.0.
Ul. Lutomierska 50,

95-200 Pabianice, ITolwvio

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park, Paola
PLA 3000, MdAito

Laboratori Fundacié DAU
C/ C, 12-14 Pol. Ind. Zona Franca,
08040 Barcelona, Iortavia

Accord Healthcare B.V
Winthontlaan 200, 3526KV Utrecht,
OX\avdio

Accord Healthcare single member S.A.
64th Km National Road Athens,
Lamia, Schimatari, 32009, EALGSa

To mapév @vALo 00NYLOV YpRoNS avabemp1Onke Yo TELEVTALN POPA OTIS .

Aentopepn TANPOPOPLOKE GTOLYEIN Vi TO TPOTOV 0T Eivar S100Ec1UA GTOV SIKTLOKO TOTO TOV
BEvpomnoikod Opyavicpod @apudkmyv: http:/www.ema.europa.eu.
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®Yrho 0OV ypriong: [Iinpoopisg Yo Tov ypioTy

Rivaroxaban Accord 15 mg emkaivppéve pe Aenté vpévio diokia
Rivaroxaban Accord 20 mg emkalvoppéve pe Aentod vpuévio orokio

papo&apmbvn

AP aoTE TPOGEKTIKA OLOKANPO TO PUAAO 00N YLOV YP1ONGS TPOTOV UPYIGETE VU TUIPVETE

aVTé TO PappaKo, H16TL TEPLLapPdverl onpavTikég TANpoPOpiES Y10 GOC.

- DdovrdEte avTd TO EUALO 0N YDV Yprone. Towg ypelaotel va to dwufdcete Eavd.

- Edv éxete mepartépo amopieg, poTNGTE TOV YIOTPO 1] TOV PAPHOKOTOLO GOC.

- H ocvvtayn yia avtd to edppoko xopnynnke amokAelotikd yio cog. Agv Tpémnel va dMGETE
TO QAPUOKO GE AAAOVS. Mmopel va Tovg TpoKaAEGEL BAAPT, AKOMO Kol OTOV TO, ONUEIR TNG
ac0Eveldg Tovg eivarl 010 pe Ta O1Kd Gag,.

- Edv mapatnpnoete Kamowo avemBOuntn evEpyela EVNUEPDGTE TOV YIATPO 1 TOV
(OPUOKOTOLO GOg. AVTO oYLEL Kot Yio KAOe mbavr| avemBountn evépyeila mov dgv
avaPEPETOL GTO TTAPOV PUAAO 0dnyudv yprione. BAéne mapdypago 4.

Ti mepréyer 1o Tapév AL 00N YLOV:

T1 eivon o Rivaroxaban Accord kot oo eivat 1 yprion Tov
T mpéner va yvopilete mpv mdpete 1o Rivaroxaban Accord
[log va ndpete to Rivaroxaban Accord

[MBavég avemBounteg evépyeteg

[og va pvidooetar to Rivaroxaban Accord

[epreydpevo g cuokevasiog Kot AoméG TANpoPopieg

AN e

1. T eivon To Rivaroxaban Accord ko o givan i yp1ion Tov

To Rivaroxaban Accord mepiéyet T dpacTikn ovsia pipapoapumdyvn Kot ypNOLLOTOIEITOL GE
gvnAiKovg yo:

-V IPOANYN TV OpouPmV ailaTog 08 EYKEPUALKOA (EYKEQPAAIKO ETEIGOO10) KOl GAA
ALLOQOPOL AYYEID GTO COO GOG EAV EYETE LU0 LOPPT OKAVOVIGTOL Kapdlokoh puOuol mov
ovopdgeton pun PoAPiotkn KOATIKNY poppapuyn.

- 1 Bepancio OpopPov aiporog otic PAEREG TV TOdOV Gag (ev T Pabet pAefucn Opoufmon)
KOl 0T QUOPOPa AyYELD TV TVELUOV®V GOG (TVELHOVIKT EUPOAT]) KOt TNV TPOANYN TG
EMOVELPAVIONS OpOUP®V ailaTog 6TO AHOPOPa. ayYElD TOV TOSIDV Gag 1}/KAL TOV TVELUOVAOY
Gag.

To Rivaroxaban Accord ypnoyonoteital 6€ madld kot prpovg nAtkiog kato Tv 18 eTdv Kot pe
ocopotikd Bapog and 30 kg 1 mepiocdTepo Yio:

- 1 Bepaneio OpOUPOV OILOTOG Kot TNV TPOANYN TNG EXOVEUPAVIOTS OpouPov aipatog otic EAEPeg
N OTA UOPOPO. AYYELN TV TVELLOVAOV, LETA Ol apyIkn Bepameias TOLAGYIGTOV 5 NUEPDV e
EVEGILO. PAPLOKO TTOV YPTCILOTOI00VTOL Yo TN Bepamneio Opoufov aipotog.

To Rivaroxaban Accord avrketl g o opudoda eapudkmv mov ovoudlovtor avtidpoupotikoi
mapdyovtes. Asttovpyel amoxkieiovtag Evav mapdyovta TEewg (Tapdyovtag Xa) LeEumVoVTaG
€161 TNV TdoT TOL aipaTog va dnpovpyel Bpopfoug.

2. Tvpémer va yvopilete npwv mapete 1o Rivaroxaban Accord

Mnyv napete To Rivaroxaban Accord

- €dv glote adlepykoi otn pipapolapmdvn 1 6€ 0TOI0OTOTE AAAO OO TO, GVCTOTIKG
aVTOV TOL PAPLLAKOL (AVAPEPOVTOL BTNV TOPAYPUPO 6 )

- eaqv €yete vepPolkn apoppayio
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- €4V €xeTe VOGO 1 KATACTOOT] G€ KATOI0 OPYOVO TOL GOHOTOC GOG TOL 0LEAVEL
ToV Kivouvo coPapnig arpoppayiog (1., EAKOG GTOUAYOV, TPOVUOTIGHO 1
apoppayio 6Tov eYKEPAA0, TPOGPATT EXEUPAOT OTOV EYKEPAAO 1) GTOVG
oBaipovc)

€av Aappdvete eappaka yuo TNy tpdinym Bpoufov (m.y. Bapeapivn, daftyatpdvn,

am&apmdavn 1 nrapivn), EKTOS Ao TO SLAGTNUO KOTA TNV GAAAYT TNG AVTITNKTIKS
Bepaneiog N 6tav Aappdvete nropivn péom eAefucov N aptnplood Kabetpa ®oTe va
KpotnOei avorytoc.

- edv €xete Nratikn voco 1 omoio odnyel e avénpévo kivouvo arpoppayiag,

- edv glote £ykvog M nralete

Mnv ndpete 10 Rivaroxaban Accord kot evipuepAOOTE 10 YLUTPO GOG GE TEPITTMOOT TOL

OTO10ONTTOTE OO TO, TOPOUTAV® LOYVEL Y10 GGG,

Ipocdomomoeis ko TPoPLAGEES
AmevBuveite otov Y1aTpd 1 TOV OPUAKOTOLO GOG TPV Tapete to Rivaroxaban Accord.

IIpocéEte Wwitepa pe to Rivaroxaban Accord
- edv €xete avénuévo Kivovvo atpoppayiog kabmg o propovce va givol pua
MEPIMTAOGCT GE KOTAGTACEL OTWG:

coPopn VOGOS TV VEQPAOV Y10 EVIAIKES, KOl LETPLAL 1) GOPOPT VEPPIKT VOGO Y10l TodLdL

Kol €PNPovg, d10TL N AEITOLPYIN TOV VEQPPOV GOG LITOPEL VO EXNPEAGEL TNV TOGOHTITA TOV

QOPUAKOV TTOV dpa HEGH GTO GO GOC

eav Aappdvere GALA QOPUOKEVTIKA GKEVAGHATA Vil TNV TPOANYT Opopfwong (

.. Papeopivn, dafryatpdvn, am&apmdvn N nropivn), Katd TNy aAiayn e

avTnkTikng Oepomeiog ) 0tav Aaufdavete nmopiviy pécw ALK 1

aptnprakod Kabetipa date vo kpatnOel avorytog (PA. mapdypapo «AAla

@appoka kot to Rivaroxaban Accordy)

OLLOPPOYIKES SLOTAPOUYES

TOAD VYMAN apTNPLOKT TTESN, 1) OOl OV EAEYYETOL UE POPLUKEVTIKT] OY®YN
vOGOL TOV GTOUAYOV 1 TV EVIEP®V OV B0, LITopovGaY VO 001y COVV GE aLoppayia, TT.Y.
QAEYHLOVT] TOV EVIEPAOV 1] TOV GTOUMYOV, 1] PAEYLOVT] TOV O1GOPAYOV ). AOY®
YOGTPOOIGOPAYIKNG TOAVIPOUIKTG VOGOV ( VOGOG OOV Ta 0E£0, TOV GTOLAYOV
KateLOHVOVTAL TPOG TOV 0160PAY0) 1 OYKOL TOL PPIicKOVTOL GTO GTOUAYL 1| GTO EVTEPO Ny
OTN YEVVNTIKY 030 1] GTO OVPOTOINTIKO GUCTILOL

TPOPANLO UE TO OLUOPOPa aryYEiD GTO oW UEPOC TV 0POUAUDY Gag

(apeipinotpocidonadeio)

TVELUOVIKT] VOGO 010V o1 Bpoyyot dievpuvovton Kot yepilovv pe moov (Bpoyyextacia), N

TPONYOOUEVT arpoppayic omd Tov TVED OV,

eaqv &xete o TpoceTikn ParPida oV Kapdid

€GV 0 YL0TpOG GO TPOGIOPIcEL OTL 1) OPTNPLOKN CaG Tieomn gival actadng 1 oxedaletal
Kdmola AN Oepameio N yepovpyikn exépuPoon dote va aparpedel Opouog amd tovg
TVEOUOVEG 00G EAV YVOPILETE OTL £XETE PIdL VOGO TOV OVOUALETOL OVTLPOCPOAITIOKO
oLVOPOUO ([0 dLOTAPOYT] TOV OVOGOTIOTIKOD GUGTHUATOS IOV TPOKOAEL avénuévo Kivouvo
Opoupav aipartoc), evnuep®oTe 10 YioTpd Go¢ 0 omoiog Oa amoocioet ebv 1 Oepomeio pmopel
va ypeloTel va oAAGEEL.

Y.g TEPITTWON TOV OTOLOONTOTE U0 TU TAPUTAVA LOYVEL Y10 EGAG, EVIILEPDOTE TO YLOTPO
60g Tpotov whpete To Rivaroxaban Accord. O yatpdg oag Ba amopacicet edv o mpénet va

mhpete Oepameia pe avTtd T0 PAPLUOKO Kal edv Oa Tpénel va, fpiokecTte VIO GTEVOTEPT
TapoKoAovOoN.

Eav yperalerar va vropindeite o enépPaon:

glvat ToAD onpovtikd vo tapete 1o Rivaroxaban Accord mpv kot petd v enéufoon
aKPPOG OTIE MPEG TOL KABOPLGE 0 YLUTPOS GOC.

Edv n enépPoaon cog meptiapfavel kabetipa 1 £veon oty 6movovAikn oTnAn (T.y. o€ poyloio
N emokAnpido avoicHncia 1 mapépfaon yio peioon tov TOVoL):
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*Eivar o0 onuovtikd vo, AdPete to Rivaroxaban Accord mpwv kou petd tnv éveon n v
agaipeon Tov kabeTNpo AKPIPOS OTIC DPES TOV GOG £YEL VTOJEIEEL O Y1TPOC GOC

*Evnuepmote 10 y10tpd 60¢ apécmg edv atobaveite povdacua 1 advvapio oto Tode cog M

TpoPAUaTE GTNV KOWE 1 TV KOGTN HETA TO TéAOG NG avoioOnoiag, 010t amaiteitol
enelyovca epovTioa.

Moo ko £épnpor

To Rivaroxaban Accord d&ev cvvieTdTal Y10 TG pe cOPOTIKG Bapog katm Tov 30 kg. Asv
VILAPYOVV ETAPKEIC TANPOPOPiEG GYETIKA pe TN xpriomn Tov Rivaroxaban Accord ce moudid Kot
epnPoug yia Tig evdeitelg mov aPopovV TOVG EVIALKEG.

Alro @appoxa kor Rivaroxaban Accord
Evnuepmote tov yiotpd 1 10V oopuoKonold cog dv maipvete, £xeTe TPOGOOTA TAPEL, 1 WTOpEl
Vo TAPETE AAAL PAPUAKE, OKOUO KOL QVTA TOL OEV Gag £xovv xopnynoel pe covtoymn.
- Eév naipvere
= OPIOUEVE PAPUOKE VIO LUK TIOOIKEG AOIUAOEELS (.Y, pAovKOVALOAN,
rtpakovaloin, fopikovaloin, molakovaloAn), EKTOC €AV QLTA
epappolovrol povo 6to dépua
= Siokio keTokovalOANG (xpMoLoTolovvTal yio T Bepomeio Tov cLVIPOLOL
Cushing - 6tav o opyaviopog mopdyel vrepfoiikn Koptiloin)
= oplopéva eapuaka yio Paktnplakég Aoméelg (m.y. Khapidpopvkivn,
epvBpopvkivn)
= opopéva avti-uka edappaka yroo HIV / AIDS (m.y. prrovafipn)
= Ao eapuaka yo T peimon e mhéemg tov aipatog (). evo&amapivn,
KAomdoypEAN 1 avTaywvioTés g Prrapivng K énwg Bapeapivn kot
0GEVOKOLLLOPOAN)
" QVTIPAEYLOVAOIT KOl TOVGITOVO GAPIOKA (T.). VOTPOEEVN ] OKETLAOGOAIKLALKO 0ED)
= dpovedapovn, Eva papuako yio T Oepameio Tov Taforoyikov kapdlokov puOpod
= oplopéva eappoka yo T Oepameia tng KoTaOAWNG (EKAEKTIKOT AVOGTOAELG

emavanposinyng oepotovivig (SSRI) 1 avactoreic emavanpdsinyg
vopemveppivns-cepotovivig (SNRI))

2.g TEPITTWOOT TOV OTOLOONTOTE U0 TU TAPATAVO LOYVEL YL EGAS, EVIIULEPADCTE TO
YwTpO 60g TPOTOL TAPETE TO Rivaroxaban Accord, 010t 1| 0pdomn tov Rivaroxaban Accord
umopel va awénbei. O yatpdc oag Ba amopacicel eav Oo mpénet va tapete Oepomeio pe avtd
TO QApLOKO Kot €6V O Tpémel va Ppiokeote vd 6TEVOTEPT TOPAKOAOVONON.

Edv o yatpog cag kpivel 6ti datpéyete ovénuévo Kivouvo vo avarntoéete EAKN 6T0 GTOUAYL 1
07O £VTEPO, UTOPEL ETIOTG VO YPNCILOTOMNGEL TPOANTTIKN Bepamneio Katd Tov EAKOVG.

- Edv naipvere
= oplouéva appaka yio T Oepameio g emAnyiag (poawvotoivn,
kapPapalenivn, powvoPappirdin)
= St. John’s Wort (Hypericum perforatum), évo, pTIKO TpOidV OV
ypnoonoteital yuo ™ Oepameio TnG KotdOANYNG
= plpopmikive, éva avtiBlotiko

Yg TEPINTTMGT TOV OTOLOONTOTE OO TO TUPUATAVE LGYVEL V1A EGAS, EVIILEPADGTE TO YIOTPO
oog mpwv mopete 10 Rivaroxaban Accord, 610t 1 amotedecpotikotnto tov Rivaroxaban
Accord pmopei va etvon peiopévn. O yuatpodg cag o amopaciost, edv Tpémetl va vroPAndeite
o€ Bepamneia pe Rivaroxaban Accord kot edv mpénet va Bpickeote vwd otev Tapakolovonom.

Kinon ko Onhaopog
Mnv apete 10 Rivaroxaban Accord gdv giote £yxvog 1 Onialete . Edv vrdpyet nepintoon va
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HEIVETE £YKVLOG, YPNOLUOTOMGTE AELOTIGTN AVTIGVAANYT] Y10 OGO YPOVIKO SLUCTN A TAIPVETE TO
Rivaroxaban Accord. Edv peivete £€ykvog evid maipvete ovtd T0 QAPLOKO, EVIIUEPDOTE TO YIUTPO GOG
apEC®OS, 0 0Toiog B, amopacicel Tmg Oa TPETEL VO, AVTILETOTIGTEITE.

O ynon Kot YEPGROS PNYOVILATO,

To Rivaroxaban Accord pmopet va mpokaAéaet LaAn (cuyvr| avemBountn evépyela) 1 Mmobopio
(61 ovuyvn avemBOUNT evépyeia) (PA. mapdypaeo 4, «[TiBavég avemBounteg evépyetec»). Agv
TPENEL VO, 0ONYEITE OLTOKIVITO 1] TOONANTO, VO, XPT|CUOTTOLEITE OTOLUONTOTE EPYUAELD 1

LN OVILOTo €0V TOPOLGLALETE TETOLO GUUTTAOUATO.

To Rivaroxaban Accord nepiéyer Aaxtoln ko vatpro

Av 0 yuTpdg Gag, oo EYEL EVIUEPDGEL OTL £XETE dVGAVEELN Y10 OPIGUEVE GAKYOPTL,
EMKOWVMVNGTE LE TOV YIUTPO GOG TPV VO, TAPETE AVTO TOPAPLLOKO.

Av10 10 Phppako mepEyel Arydtepo amd 1 mmol vatpro (23 mg) ava diokio, Avtd onpoaivetl 6Tt
glvat ovGLOoTIKA « EAeVBePO VaTPiOL ».

3. IIog vo wapete To Rivaroxaban Accord

[Tévtote va maipvete ovTO TO PAPLOKO AVGTNPE GOUPOVO. LLE TIG 0N YIES TOV YLOTPOD GOG.
Edv éyete apeipolrieg, potnote Tov y10Tpd 1| TOV QUPUAKOTOL0 GAG.

[Ipénet va mapete 10 Rivaroxaban Accord pali pe éva yeopa.
Koarameite to(a) diokio(a) katd mpotipnon poli pe vepo.

Edv éyete dvokolio va katamieite 0 610Kio 0OAOKANPO, GL{NTHGTE LE TOV YITPO GOG
OYETIKA e AAAOVG TpdToVg ARy g Tov Rivaroxaban Accord. To dickio pnopei va
Opvppotiotel Ko vo, avoapelydel pe vepd 1 TOATO UNAOL apECHS TPV TO TAPETE. AVTO TO
HEelypHo Tpémet Vo akoAovBeital apéows omd Tpoe.

Edv eivan amapaitto, 0 yiotpog cag pumopel eniong va cag xopnynoet to Opuupatiocpévo
dwokio Rivaroxaban Accord uécm yooTpikod GmARVa.

IIéoo va mapete
Evijlikeg
- Mo v TpodAnym TV OpouPwv aipatog g eYKEPAAIKA (YKEPAMKO ETEIGOO10) KOl
GALO aLLOQOPO. aYYEID GTO OO GOG
H ocvviotdpevn d6on eivan éva diokio Rivaroxaban Accord 20 mg pio popd v nuépa.
Edv &yete veppika mpofinuata, n d6on umopei va peiwbei oe Eva diokio Rivaroxaban
Accord 15 mg pia popd v npépa.

Edv yperaletar vo vtoPAnOeite oe Bepomeio yio amo@paypéva apo@opa ayyeio oTny Kopold
oag (n omoia ovopdleton dradeputkn oteeaviaio mapéupfaocmn - PCI pe torobéon stent),
VILAPYEL TEPLOPICUEVT] TEKUNPI®OT Yo peiwon Tng 06omng o€ €va diokio Rivaroxaban Accord
15 mg pio popd v nuépa (N o éva diokio Rivaroxaban Accord 10 mg pio popd v nuépa
0€ MEPIMTMOT TOL 01 VEPPOL GaG OEV AELITOVPYOVV GMOGTH) GE GLVOVOAGHO LE £V
OVTIOLUOTETOALOKO POPUAKEVTIKO TPOTOV OTIMG 1 KAOTIOOYPEAT).

- INa ™ Bepancio OpopuPov aipotog oTig PAEREC TV TOdNDV Kol BpouPmv ota apopdpa
ayyeio TOV TVELUOVOV GOG KOl Y10 TV TPOANYT| TNG EXAVEUPAVIoNG OpouPov aipatog
H ocvvietdpevn 8o givan €va diokio Rivaroxaban Accord 15 mg dVo @opég Tnv nuépa yio
TIG TPOTES 3 €fOOUASES.
T ™ Bepameia petd Tic 3 efdopddec, N cvvioTdpevn 860 gival éva diokio Rivaroxaban
Accord 20 mg pia @opd v nuépa.
Metd and tovAdyiotov 6 unveg avtiBpouPotikig Oepancioc, o yatpdc cog pmopet va
amoPacicel vo cuveyioel T Oepamneia gite pe éva diokio Tov 10 mg pia eopd v nuépa gite
pe éva dtokio twv 20 mg pia eopd v nuépa.
Edv éxete veppikd mpoPAnuata kot maipvete Eva diokio Rivaroxaban Accord 20 mg pia
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@OpPA TNV NUEPQ, 0 WTPOG GOC UTOPEL VO amoPacicel T peimon g d0ong i T Oepoameio
petd and 3 efdopddeg oe éva diokio Rivaroxaban Accord 15 mg dmaé nuepnoing edv o
Kivduvog apoppayiog eivorl peyoddutepog amd tov Kivovvo amdktnong véov Bpoupov.

o  Tlowowd kot épnpor
H 8601 tov Rivaroxaban Accord e&aptdrtal and 10 copatikod fapog cog Kat Bo vToloyioTel
amo Tov Y1Tpo.

" H ocvvietdpevn 860 yio mondid ko eprifovug pe copatikd papog petaéd 30 kg ko
Kato Tov 50 kg cival éva diokio Rivaroxaban Accord 15 mg dna nuepnoing.
" H ocvvietdpevn d6om yia maidid kot eprfovg pe copatikd Bapog 50 kg 1 nepiocdTepo

glvar éva diokio Rivaroxaban Accord 20 mg dna nuepnoing.

[aipvete kabe 06om Rivaroxaban Accord pe kdmoto vypod (m.y. vepo 1 youd) katd tn SdpKelo VO
yevpotoc. [aipvete ta diokia kdbe pépa mepimov v 010 dpa. E&etdote To evdeydpevo va pubuicete
éva Eumvntpt Yo va oag To veeviouilet.

I yoveic | PovVIIGTES: TOPOKAAOVUE TOPATPNOTE TO Todl Yo va Pefatwbeite 6Tt £xel Anebei n
TnpNg d6oM.

Mn Saympilete 10 diokio o€ pia TpocTddeln TaPoyNS KAAoUATOG oG 600G diokiov. Eqv amatteitan
YOUNAOTEPT 0OGT), TOPUKAAOVLE YPNCLOTOMGTE TNV EVOAAUKTIKY TOPOLGIOCT) KOKKI®MV Y10 TOGLULO
gvaiopnua pro&apmdvng tov dtotifetar 6TV ayopd.

Mo Toud1d Ko pPovg Tov dev UTOPOLV VO, KOTATIOVV Ta. O10Ki0, OLOKAN PO, TPETEL VO
YPTCULOTOLOVVTOL TO KOKKIO pBOEAUTAVIG Y10l TOGUO EVOLDPT O

Kabdgn d6om tov Rivaroxaban Accord faciletol oto copotikd Papog, eival onuavtikd va, Tnpeite
TIG TPOYPUUUOTIGUEVEG ETICKEWYELS GTOV YITPO GOG, O10TL 1] 006N evoE ETAL VoL ¥pedleTOn Vo
TPOCAPUOCTEL OVOAOYQ UE TIG HETABOAES TOV BApovg.

Moté punv mpocappolete T 660on Tov Rivaroxaban Accord povor cag. O ylotpdc 0o Tpocapudcet
N 60601 edv givol amapoitnTo.

Edv to mdopo evandpnpa dev eivar dtbéoipo, to diokio Rivaroxaban Accord pmopei va Opvppatiotel
Kol vo avopetyOel pe vepd N oATO A0V auécm TPy T AqYN. Pdte ToGOTNTA TPOPTG 0LPOV AdPETE
avtd 10 peiypo. Edv elvan anapaitnto, o yuotpdg cog punopet eniong va yopnynoet 1o Opvppatiocpuévo
dwokio Rivaroxaban Accord uécm yaoTpikod cmAnva.

Edv ¢tidoete ™) 6601 1| KAVETE EPETO

. Myotepo amd 30 Aemtd apdTov £xete mapet to Rivaroxaban Accord, mdpte o véa d6om.

. neplocdTEPO 0mtd 30 Aemtd apdTOL EYETE MAPEL TO Rivaroxaban Accord, punv mépete pia véa,
d001. XNV epintwon avth, Thpte TV emopevn 06on Rivaroxaban Accord ) cuvnOiopévn
wpo.

EmcowvmvioTte pe Tov y1atpd edv QTOVETE TN 6001 1 KAVETE EUETO EMAVEIAUUEVO POV TAPETE TO
Rivaroxaban Accord.

I167e va wépete To Rivaroxaban Accord

TTaipvete 10 dtokio(a) KaOe pépa LEYPL 0 Y1OTPAC GOG VO GOG TEL VO, GTOUUTICETE.
IIpooradnaote va maipvete To(a) diokio(a) tnVv 1010 mpa kdbe pépa yia vo to Bopdorte
gukoAoTepa. O y1aTpdg oac Ba amoPacicet yio TOG0 ¥povikd StacTnpa Oa Tpémel va
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ovveyioete T Bepamneia.

I'a va amo@iyete ™ dnovpyia Bpoupwv otov eyKEQALO (EYKEPOAKO) Kot GAAOVS
Opoupovc 610 GOUA GOC:

Edv yperaletor emavapopd T@V QUGLOAOYIKOV Kapdlakdv puludv cag pe pia dtodikacio
7ov ovopdletal kapdoavataln, AdPete To Rivaroxaban Accord otig dpeg mov cog €xel
vodei&et 0 YloTpog GG,

Eav mapete peyarvtepn 66on Rivaroxaban Accord a6 Tnv kavoviki)

Emwcowmviote pe to yatpd cag apéoms edv nrpate mipa torrd diokia Rivaroxaban Accord. H
AuM vrepPorikng TocodTnTag Rivaroxaban Accord avédvel Tov kivéuvo aipoppayiog.

Eav Eeydoete vo mapete 1o Rivaroxaban Accord
- Evijlkeg, moudid ko Eenpou:
Edv maipvete éva diokio tav 20 mg 1 éva diokio Tov 15 mg pia eopd v nuépa kot
Eeyxaoate pio 600, mapte TNV LOALS To Boundeite. Mnv mapete Tdvm and Eva diokio péca oe
pio nuépa Yo vo, avomAnp®cete o door mov Eeydoate. [1dpte 0 endpevo diokio v
EMOUEV MUEPO KOl KATOTLY GLVEYIOTE VO TaipveTe éva d1oKkio pio popd TV NUéEPaL.
- Evilkec:
Edv maipvete éva diokio tov 15 mg 6o eopég tnv nuépa kot Eeydoate pio 06om, mhpte TV
LOALS To BounBeite. Mnv mépete mavo omd dHo diokio twv 15 mg péca oe pia nuépa. Edav
Eexdoate va mhpete pia d0oM, umopeite va ndpete 6o diokia tov 15 mg tavtdypova Yo va
AdPete éva ovvoro dvo diokimv (30 mg) o pia nuépa.
Tnv endpevn nuépa, Tpénel va cuveyioete va maipvete éva diokio Tov 15 mg dVo popég v nuépa.

Edv stopoaticere va naipvete To Rivaroxaban Accord
Mnv ctapatioete va maipvete to Rivaroxaban Accord yopic va evnuepdoete mpdTo T0 Y1oTpod
oag, 010t To Rivaroxaban Accord avtipetonilel kot Tpolapfdvel oPapés KATOOTACEL.

Edv éxete meplocdTepEg EPOTNOELG GYETIKE LLE T YPNOT AVTOV TOL POPUAKOV, POTHOTE TO
YTpO 1 TOV POPLLOKOTOO GOG.

4. IMBavég avemBOuNTES EVEPYELES

Onwg 6Aa To appoKka, ETCL Kot 0LTO TO QAPHOKO UTOpEel va TpokaAéoetl avemBOUNTES EVEPYELEG OV
ka1 6gv Tapovclalovtal 6 OAOLG TOVG AVOPMOTOLG,.

Onwg dAlo Topopolo PAPLOKO, TOL HEIOVOVY TOV oynuatiopd Opopupov aipatog to Rivaroxaban
Accord pmopel vo mpokarécel apopparyia, 1 omoio Uropel EVOEXOUEVMC VA EIVOL OTEIANTIKY Y10 TN
Con. H vaepPorikn apoppayio pmwopel va 00NyNoEL G€ apviolo TTMGN TG 0PTNPLUKNG TTiEoNC
(00K). X OpIoUEVEG TEPUTTMOELS, 1) OLOppayio. UTOpEl va Unv gival eavepn.

IIBavég avemBOUNTES EVEPYELES TOV PTOPEL Vo, eivar onudol apoppayiog:
Evnuepaote apéoms 1o Y10Tpo 660G £G4V TOPOVCIACETE OTOLOONTOTE OO TIG 0KOAOLOES
avemBvuNTEC EVEPYELEC:
e - onudoo apoppayiog
- owgoppayic otov eYKEPAAO N LEGH GTO KPavio (TO COUTTMOUATO PTOPEL VO, TEPIAAUPEVOLY
TOVOKEPUAO, LoVOTAELPN adLVapia, ELETO, EMANTTIKEG KPIGELS, LEIWUEVO EMITESO
ovveldnong Kat duokapyia otov avyéva. Mia cofapn 10Tpikn KaTAoToo EKTOKTNG
avayKnG.
- TOPATETOUEVN 1) VIEPPOAKN Clpoppoyio,
- évtovn aduvapio, KOT®GON, YpOTNTA, (OAT, TOVOKEPAAO, aveEnynTto TpHELO,
dvonvola, Bopakikd Tovo 1| oTNOAYYM
O ywTpog ooc pmopel va amoPacicel va cag mopakolovdel otevotepa 1 va aAAdEeL n Bepameia..
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INpadia cofapdv avTiopacemy Tov dEPRaToG:

- EMEKTEWVOLEVO EVTOVO depaTiKO eEavOna, puoaiideg 1 PAAPeg otovg PAevvoydvoug, T.y. 6To
otopa M ota pdtia (cbvdpopo Stevens-Johnson / ToEKN emOEPUIKT VEKPOALGN).

- L1 0VTIOPOoT) GTO PAPLOKO TOL TPOKAAEL eEAVON L0, TVPETO, PAEYLOVI TOV ECOTEPIKDV
0pYAVAV, QIOTOAOYIKEG daTapOyEG KOl GLGTNHOTIKY acBéveln (cOvdpopo DRESS).

H ocvyvomta avtov tov avemiBountov evepyeldv ivol mold orndvia (uéypt 1 atovg 10.000
avOp®TOLC)

2Npdor cofap®@v GALEPYIKOV OVTIOPACEMV:

- oidnpa oo Tpdowmo, Ta ¥ethn, TO GTOUA, TN YADCOH 1] TO AdLd, SLGKOALN GTNV KOTATOG,
e€avOnuata Kot SuGKOAIEG GTNV avomTvor, EXQVIKY TTMGN GTNV TECT] TOV AiOTOG.
O1 cuYVOTNTEG AVTOV TOV CALEPYIKAOV OVTIOPAGE®DY vl TOAD 6TAVIES (AVOPLAAKTIKES
avTIOPACELS, CUUTEPIAOUPAVOUEVOD OVAPLACKTIKOD GOK, UTOPEL Vo ETNpedcovy puéypt 1
otovg 10.000 avBpdmovc) kat oyt cuyvéG (0yyEl00idM Lol KOl OAAEPYIKO 0100, UITOPEL VOl
emnpedoet péypt 1 otovg 100 avOpmmovg).

YovontTikn Alota pe mOavig avemOOuNTES EVEPYELES TTOV TTEPOVOLALOVTAL OE EVIIAKES, TOLOLH
Kot gQ)povg

Yoyvég (umopet va emnpedoovy éwg 1 ota 10 droua)

- ueiwon Tov apBpod TV epuBpdV arpocealpimv 1 onoio PITopel Vo KAVEL TO SEPUO YAMUO Kol Vo
TPOKUAEGEL advvapia 1| dOGTVoLN

- QLOPPOYiO GTO GTOMAYL 1] TO EVTEPO, CLULOPPAYIiO OO TOL OVPOYEVVITIKA OpyavaL
(ovumepriopfovopévou aipatog ota 0vpa Kot Baptdg Eppnvov pouong), aoppayic amd T o,
alpoppayio omd To ovAa

- aoppayio 6to paTt (CuUTEPIAOUPOVOUEVIC OLLOPPAYIOG ad TOVG GKANPOVG YITMOVEG
(“aompddt”) TV paTidv)

- Qoppayic o€ 16TO 1 KOWMITNTO TOL GOUATOC (AUATO LA, LOAMTES)

- amofoAr aipatog pe o o

-apoppayio omd 1o dEpa N KAT® omd TO OEPUN

- qoppayio LETE 0d YEpoVPYIKn enéuPoon

- OTAYOVOEWING £KKPLOT GULLOTOC ] VYPOV OO TO YEPOLPYIKO TPODLLA

- Tpn&o ota aKpo

- TOVOG GTO AKPOL

-dvcAettovpyia TV veppmv (umopel va pavel otic e€etdlelg mov Oa yivouv omd 1o ylorpd Goc)
- TUPETOG

- TOVOC GTO GTOUAYL, SLTOPOYEG TG TEYNG, TAOT) Yo EUETO 1 VaTia, SuokodTTa, SLdppoLa
- XOUNAN aptnplokn wieon (ta cvumtdpate propel va eivor aicOnuo {adAng 1 Awobupio Kotd
v 0pbla oTdom)

- LEW®UEVT] YEVIKT dUVaUT Kot evépyeld (aduvapia, KOTwWo), TOVOKEPAAOG, (AN

- e€avOnua, Kynopog

- o1 e€etdoelg aipatog pmopet va, dgi&ovv o abénom oe opiopéva nratikd Evivua

Oy ovyvég (umopet vo. exnpedoovy éwg 1 ata 100 droua)

- QLOpPayio GTOV EYKEQOAO 1] GTO E6MTEPIKO TOL Kpaviov (PAETe Topandvm, onuadia aoppoyieg)
- aoppayio og pbBpwon Tov Tpokarel TOVO Kot TPHELO

- OpopPomevia (yapnidc apBudc aponetaliov, To KuTTopd Tov fondovv oty THén Tov aipatog)
- QALEPYIKEC OVTIOPACELS, CUUTEPIAAUPBOVOUEV®V OAAEPYIK®Y OEPUATIKMOV OVTIOPACEMY

- daTapayévn Nratikn Asttovpyio (Lmopet vo dtomictmBel oTic eEgTdoelc mov Ba
TPOYUOTOTOGEL O YIUTPOS GOG)

- ot e€etdoelg aipatoc pmopel va 0eifovv o avénor ot yolepuOpivn, o€ OploUEVa TAYKPEATIKE, |
nratkd Eviopa 1 6tov apliud TV OUOTETAAIWY

- MmoBupia

- aicOnuo adbeciog
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- TayvKapdio

- Enpoctopia
- kvidmwon

Yraweg (umopel va emnpedoovy éwg 1 aro 1.000 droua)

- quoppayio LEGH GE L

- xoAooToom (UELOUEVT POT| TNG XOANC), NAATITION GUUTEP. NAATOKVTTAPIKNG PAGPNG (pAeypovi oTo
nrap cvpmep. BAAPNG)

- KITpiviopa TOv HEPUOTOC KoL TOV POTIOV (IKTEPOC)

-evromiopuévo TpniéyLo

- 6GLAAOYY aipoTog (oupdTmpa) otn fovPovikn TEPLOYN, TOV AMOTELEL EMTAOKT KAPILOKOV
KafeTnplocpov 6to onueio ElGayYNG TOL KOBET PO GE Lo apTnpic TOV TS0 GOG
(wevdoavehpuoo)

oAb omavieg (umopet va ennpedlovv émg 1 ota 10.000 dropa)
- GLOCOPEVGN NOCIWVOPIA®Y, EVOC TOTTOL KOKKIOKVTTAPIKMY AEVKMV OUOGPALPIDY TOL TPOKOAoHY
QAEYLLOVT] GTOV TTVELLOVA (NOGIVOPIAIKT TVELLLOVIDL).

Mn yvoo1ég (17 ovyvotnta dev umopel vo. ektiunbel ue faon to drabéoiuo dedouéva,)
- VEQPIKT| ovemdpkela LeTd amd cofapn opoppayia
- Qoppayio oTo VEPPA LEPIKEG POPEG LE TOPOVGIN ALATOG GTO OVPA. TOV 0dNYEl o€ advvapio Tov
VEQPPOV VO, AELITOVPYNoOVY GMOGTA (VeppomdOeila mov oyetileTon Le ovVTUTNKTIKA)
- avénuévn mieon avdpeca 6tovg PHEG TOV IOV 1 TOV Bpoytovev HeTd amd apoppayia, po
KATAOTOOT 1 07Ol UTopEl v 00N YN GEL o€ TOVO, TPHELL0, OAAOI®UEVT aicOnon, Lobdlacua 1
TapdAvoT (cHVOPOLO JOUEPIGHOTOC LETE amTd apopporyic:)

AvemOs . 516, K i
I'evikd, ov avemBounteg evépyeieg mov mopatnpndnikoy og Todd Kot epnPovg mov Ehafav Bepameio
pe to Rivaroxaban Accord ftav mopdotov TOTOL e eKEIVEG TOL TapATNPNONKAY GE EVAAIKES Kot
NTav Kupiog NG E0¢ LETPLOC GOPOPOTNTIC.

AvemBOunteg evépyeieg mov mapatnpnnkay To cuyvd g Toudld Kot EPPoug:

IoAv ovyvég (umopel va emnpedoovy mepiocdtepovg amd 1 otovg 10 avBpdmoug)
= TOVOKEPUAOG
" TVPeTdC
= pwoppayio
= £uETOCg
Yoyvég (umopel va emmpedoovy émg 1 otovg 10 avBpdmoug)
" auénuévog KapdtoKog TOAUOGC
» o1 e€etdoelc aipatog pmopel vo dei&ovv abénom g xoAepvOpivng (xpOoTIKN TG YOANC)
. Opoupomevia (younrog apBpog aponetaAioy, ta onoia ival ta KbtTopa Tov fonbodv oty
EN TOL AiOTOC)
" Bopid Epunvog poon
Oy ovyvég (umopet va enmpedoovy £og 1 otovg 100 avBpmdmovc)
= ot eéetdoeig aipatog pumopel va dei&ovv avénon wog vrokatnyopiog g yorepvdpivng (dpeon
YOoAePVOPIVN, XPOCTIKN TNG YOANG)

Ava@opd avemOounTOV EvEPYELOV

Edv mapotnproete Kamowo avemBOUnNTn VEPYELX, EVILEPDOTE TOV YIOTPO 1) TOV PUPLOKOTOLO GO,
Av16 10y0et Kat yio kéBe mhav) avemiBoUNT EVEPYELD TOV JEV AVAPEPETOL GTO TAPOV VAL
oMYV ypnons. Mmopeite emiong va avaeépete avemBOunTeg evépyeieg amevbeiog, LESm TOV
€0vIKoL GLGTNUATOG AVOPOPAS TTOV avaypapeTol oto [apdpmua V. Méom g avapopdg
AvETIOOUNTOV EVEPYEIDV UTTOPETTE VO, foNONCETE TN GLALOYN TEPLOTOTEPMY TANPOPOPLDY CYETIKE
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HE TNV 0CQAAELN TOV TOPOVTOG POPLAKOV.

5. IIog va pvraocoetor To Rivaroxaban Accord
Noa euAAcoETAL QVTO TO PAPLOKO GE LEPT TIOL eV TO POGVOVV Kol Ogv TO PAETOVV Ta TALOAL.

Na pn xpnoIHoToleite avTd To0 PAPUOKO UETE TNV NUEpOUNVia ANENG TTOV AVOPEPETOL GTO KOLTI Kol
o€ kabe koyéAn 1 e1aAn petd v évoeién AHEH/EXP. H nuepounvia Anéng eivar n tekevtaio
NUEPO TOV UNVOL, TTOL OVOPEPETOL EKEL.

Agv vtapyovv €1d1KEG 00N Yieg S0t PNONG Y10 TO TPOTOV CVTO.

Opvupaticpéve dlokia
Ta Opvppaticpéva diokio prpapoapndvns eivar 6tabepd 610 vepd Kot 6ToV TOATO UAOL £0G Kol 4
OpES.

Mnv metdte ApUOKO GTO VEPO TNG ATOYETELOTG 1) OTA OKLOKA amoppipata. Potiote to
(OPUOKOTOLd GOG MG VO TETAEETE TO PAPLOKA TOL gV Ypnotponoteitol mo. Avtd to pétpa Oa
BonBnocovv oty mpoctacia tov mepiPdAilovtog.

6. Iepreydpevo TG GVGKEVAGINS KOl AOUTES TANPOPOPIES

Tvegpréyer 1o Rivaroxaban Accord

- H dpactikn ovoia eivar n prpapoéaumdavn. Kabe diokio mepiéyet 15 mg 1 20 mg
pipapo&apumdbvn.

- Ta dALla cvoTaTKA Eivat:

IMvupvag dickiov

Aoktoln povoidpikn

Koppuedholn vaztpiovyoc dwouctavpoduevn (E468)

Natpro Aaovporobeukd (E487)

Yrpoperroln 2910 (ovopaotikd Emdeg 5,1 mPa.S) (E464)
Kvttapivn, pikpokpuotoriikn (E460)

Kolhoedég avudpo o&eidio muprtiov (ES51)

Yteatikd payvioto (E572)

Enucddoym pe Aentd vpévio

Maxpoyoin 4000 (E1521)

YrpoueArdln 2910 (ovouactikd 1Endeg 5,1 mPa.S) (E464)
Awo&gidio tiraviov (E171)

210 pov o&eidro epubpd (E172)

Ep@dvion tov Rivaroxaban Accord kot TepieyOpevo TG GVOKEVAGIOG

Rivaroxaban Accord 15 mg: Xtpoyyvdd, apeikupta, KOKKIVOV YPOUOTOS, EXKOAVUUEVO LE AETTO
vuévio dlokia, dapéTpov mepinov 5,00 mm, ue yopoyuévn my Evoeién «ILy ot pio Oym Kot v
EVOELEN «2» oTnV AN Oy).

To Rivaroxaban Accord 15 mg emikaAvppéva pe Aemto vUEVIO O16KI0 CLGKEVLALETOL GE OLAPUVEC
koyéleg PVC/alovpviov mov eivon drabéoipeg oe:

- Koyéin Tov 10, 14, 28, 30, 42, 48, 56, 90, 98 1 100 doxiwv 1

- ddTpnTeg KuYEAES Lovnig 0dong tov 10 x 11 100 x 1 diokimv.
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To Rivaroxaban Accord 15 mg emtkadlvpupéva pe Aemtd vuévio diokia sivor emxiong dabéoyo o
oaheg and HDPE mov mepiéyovv 30, 90 1 500 diokia.

Rivaroxaban Accord 20 mg: XtpoyyvAd, apeikupta, oKoHPOL KOKKIVOL YPOUATOS, EXUKAAVUUEVA LLE
Aemto vUéVio dokia, dtapéTpov mepinov 6,00 mm, pe yopaypévn v évoeldn «IL3» otn pio dym ko
yopic évoelln otnv dAAn oyn.

To Rivaroxaban Accord 20 mg emkalvppéva pe Aento vuévio diokio. GLOKELALETAL GE JhPaveS
Koyéreg PVC/ahovpviov mov glvan drabéopeg oe:

- koyéln tov 10, 14, 28, 30, 42, 56, 90, 98 1 100 diokiwv 1

- ddtpnteg kuyéreg povig doomg tov 10 x 11 100 x 1 diokiwmv.

To Rivaroxaban Accord 20 mg emtkodlvppéva pe Aento vuévio diokia givor emiong dabéoio oe
ouareg amd HDPE mov mepiéyovv 30, 90 1 500 diokia.

Mmopei va un KokAo@opobV OAEG Ol GLGKEVAGIEC.
Karoyog adeiog kokrhopopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

Hopaockevaoctiig

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

95-200 Pabianice, ITolwvio

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park, Paola
PLA 3000, MéAta

Laboratori Fundacié DAU
C/ C, 12-14 Pol. Ind. Zona Franca,
08040 Barcelona, Iomtavia

Accord Healthcare B.V
Winthontlaan 200, 3526KV Utrecht,
OMovdio

Accord Healthcare single member S.A.
64th Km National Road Athens,
Lamia, Schimatari, 32009, EAAL0Sa

To wapdv @UAA0 00N YIOV Yp1ioNS avade®P1)ONKe Y10 TEAEVTOIO POPE GTIS .

AEmTOUEPT) TANPOPOPLOKE, GTOLYEID Y10 AVTO TO PAPUAKEVTIKO TPOTOV eivar dtabéoiua 6To
dktvakd tomo Tov Evporaikod Opyavicpod Poapudakmv: http:/ www.ema.europa.eu
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OYAAO OAHI'IQN XPHXHY: IIAHPO®OPIEX I'TA TON XPHXTH

Rivaroxaban Accord 15 mg emkaloppéve pe Aentod vpévio orokio
Rivaroxaban Accord 20 mg emkalvoppéve pe Aentod vpuévio orokio

Yvokevaocio Evapéng Oepamneiog
Oyt yuo xpiom o€ modid.

pRopo&apmim

Awpdote TpocekTIKG 0AOKANPO TO GVALO 03NYLAV YP1)ONG TPOTOV UPYIGETE VO TAIPVETE
aVTé TO PAppaKo, S16TL TEPLLapPavel onpavTikEg TANpOPOpPiES Y10 GOC.

DdvrdEte avtd TO EUALO 0N YDV YpNons. Towg ypelaotel va to dwufdcete Eava.

Edv éxete mepartépo amopieg, pOTNGTE TOV YIOTPO 1] TOV PAPHOKOTOLO GOC.

H cvvtayn yio avtd 10 approko xoprnynnke amokAEloTiKG Yio 60G. Agv TPETEL VoL dDGETE
TO PAPUOKO GE AAAOVG. MTopel Vo Tovg TPOoKAAEGEL BAAPT, AKOMO Kot OTOV TO, CNUELR
g acbéveldg Tovg givar id1o e ta dikd Gog.

Edév mapatnpnoete Kamowo avemBOuntn evEPyELD EVIUEPDGTE TOV YIATPO 1 TOV
QOpUOKOTOLd GaG. AVTO 1oYVEL Ko Yl kéBe mbav avemBountn evépyela mov dev
AVOQEPETAL GTO TTAPOV PUALO 0dNYLdV Yprions. BAéne mapdypapo 4.

Ti wepréyer 1o mapov OALO 00N YIOV:

ARG

1.

T1 eivon o Rivaroxaban Accord kot oo eivat 1 yprnon Tov
T mpénet va yvopilete Tpv mapete To Rivaroxaban Accord
[og va napete to Rivaroxaban Accord

[MBavég avembounteg evépyeteg

[og va pvidocoetar to Rivaroxaban Accord

[epreydpevo g cvokevaciog Kot AOmEG TANpoPopieg

T eivon To Rivaroxaban Accord ko o givan i yp1ion Tov

To Rivaroxaban Accord mepiéyet T dpactikn ovsia pipapoapumdyvn Kot yPNCLOTOIEITOL OE
gvnAikovg yo:

™ Ogpameia OpouPov aipatoc oTig PAEPEC TV TOdIOV Gag (v T Pabet eAefikn Opoupwon)
KOl 6TO UOPOPa OyYELD TV TVEVUOV®V GOG (TVELLOVIKT EUPOAT) KOt TNV TPOANYN TNG
emOVEUPAVIoNS OpouPmV ailaTog 6To AUOPOPa. ayYEiR TV TOdIDV GO /KAl TOV TVELUOVOV
o0,

To Rivaroxaban Accord avrketl g o opudoda eapudkmv mov ovoudlovtor avti@poupotikoi
mapdyovtes. Asttovpyel amokieiovtag Evav mapdyovta TEewg (Tapdyovtag Xa) LeEuDVoVTaG
€161 TNV TdoM Tov aipaTog va dnpovpyel Bpoufoug.

2.

Tvpémer va yvopilete npwv mapete 1o Rivaroxaban Accord

Mnyv napete to Rivaroxaban Accord

€dv elote adlepykol otn piapolapmdvn 1 6€ OTOI0OTOTE AAAO OO TO, GVCTOTIKG

0VTOV TOL PAPLAKOL (CVAPEPOVTOL TNV TOPAYPUPO 6 )

eaqv €yete vepPolkn apoppayio

€4V €xeTE VOGO 1 KATACTOOT] G€ KATOI0 OPYOVO TOL GOHOTOC GOG TOL 0LEAVEL

ToV Kivouvo coPapng arpoppayiog (.. EAKOG GTOUAYOV, TPOVHOTIGHO M

apoppayio 6Tov eYKEPAA0, TPOGPATT EXEUPAOT GTOV EYKEPAAO 1) GTOVG

0p0aAL0VC)

- €av Aappdvete eappaka yuo TNV Tpodinym Bpoufov (m.y. Bapeapivn, daftyatpdvn,
amEapumdvn N nropivn), ektdg amd To SIECTNIO KATH TNV GAANYT] TNG AVTUTNKTIKNAG
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Oepaneiog N 6tav Aappdvete nropivn péom EAERkov N apTnplaKod KabeTpa ®OTE Vo
KpotnOei avorytoc.
- edv &xete Nratikn voco 1 omoia odnyel e avénpévo kivouvo arpoppayiag,
- edv glote £ykvog M nralete
Mnyv ndpete 10 Rivaroxaban Accord kot evipuepAOOTE T0 YUTPO GOG GE TEPITTMOOT TOL
OTO10ONTTOTE OO TO, TOPOUTAV® LOYVEL Y10 EGGG.

Ipocdomomoeis ko TpoPLAGEELS
AmevBuvBeite otov yiatpd 1 TOV QopraKoTold cog Tpv tdpete to Rivaroxaban Accord.

MpocéEte wWaitepa pe 1o Rivaroxaban Accord

- edv €xete avénuévo Kivovvo atpoppayiog kabmg Ba propovoe va eivol pa
MEPIMTAOGT GE KOTAGTACELS OTWG:

- cofopn vOGOS TV VEQPAOV, S10TL 1] AEITOVPYIN TOV VEQPDOV GO UTOPEL VO EMNPEGGEL TNV
TOGOTNTA TOL PAPUAKOV TTOL dPa HEGH GTO GO GOC
- €av Aappavete GALO QOPUOKEVTIKG GKEVAGHOTA Y1 TNV TPOANYT Opoupoonc (
.. Papeapivn, dafryatpdvn, améapmdvn N nropivn), Katd Tnv aAiayn g
avTnkTikng Oepoameiog N 0tov AauPavete nmopivi pécw EAEPLKoD 1
aptnprokod Kabetipa date vo kpatnOel avolytog (PA. mapdypapo «AAla
@appoaka kot to Rivaroxaban Accordy)
- OLLOPPOYIKES SLOTAPOYES
- TOAD LYNMAN apTNPLOKT) TESN, 1) OOl OV EAEYYETOL LUE POPLOKEVTIKY] OY®YT
- vOGOL TOL GTOUAYOV N TV EVIEP®VY OV B Lropovoay Vo 001y COVY GE aipoppayid, ..
QAEYLLOVT] TV EVTEPMOV 1] TOV GTOUMYOV, 1| PAEYUOVT] TOV O1GOPAYOV ). AOY®
YOGTPOOIGOPAYIKNG TOAVIPOUKNG VOGOV ( VOGOG OOV Ta 0EE0. TOV GTOLLAYOV
KateLOHVOVTAL TPOG TOV 0160PAY0) 1 OYKOL TOL PPIicKOVTOL GTO GTOUAYL 1| GTO EVTEPO N
OTN YEVVNTIKY 000 1] GTO OVPOTOINTIKO GVGTNUA,
- TPOPANUO LE TA AUOPOPA. OyYELD 0TO oW UEPOG TV 0POAAUDY Gag
(apeipinotpocidonadeior)
- TVELUOVIKT] VOGO 010V o1 Bpoyyot dievpuvovton Kot yepilovv pe moov (Bpoyyextacia), )
TPONYOVLEVT arpoppayic omd TOV TVEDLOVAL

- eav &yete W, TpoceTikn PaArPida otV Kapdd

- €V 0 YL0TPOG GO TPOGIOPIoEL OTL 1] OPTNPLOKN CaG TTieom gival actabng 1 oxedaletan
Kdmola GAAN Bepameia 1 yepovpyikn enéupaocn mote vo aparpedel Opoupog amd tovg
TVEDOVEG GOLC.

- eav yvaopilete 0t1 £xete o voso Tov ovOUAleTal ovTIPOOEOATIONKO GOVIPOUO (Uio
d10TOPAYN TOL AVOGOTOLNTIKOD GLUGTHLOTOC TOV TPOKAAEL avénuévo kivovvo Bpdupov
allLOTOG), EVIHEPMOTE TO Y10TPO GOG 0 0noiog Ba amopacicet edv 1 Bepaneio pmopel va
xpeWCTEL va aAAGEEL.

Yg TEPITTMO TOV OTOLOONTOTE U0 T TAPATAV® LOYVEL VLU EGAS, EVI|UEPDOTE TO YLATPO
60g Tpotov whpete To Rivaroxaban Accord. O yatpdg oag Ba amopacicet edv o mpénet va
nhpete Oepameia pe avTod T0 PAPUAKO Kal v Oa Tpénel va, fpiokecTte VIO GTEVOTEPT
mapoKoAovOnon.

Eav yperalerar va vropindeite o enépPaon:
- glvar TOAD onpavtco va tapete 1o Rivaroxaban Accord mpv kot petd v enéufoon
aKPIPOG 0TIC MPEG TOL KaBAPLIGE 0 Y1ATPOS GOG.
- Edv n enéuPoon cog meprouPavel kabetmpa 1| Eveorn oty 6TOVOLAIKT 6TNAN (TT.). o€ poylaio
N emokAnpido avoicHncia 1 mapépfaon yio peioon tov TOVOL):
*Eivar moA0 onuovtikd vo, AdPete to Rivaroxaban Accord mpwv ko petd v éveon 1 v
apoipeon Tov Kabetnpa aKkpPdg oTIC MPEC TOL GOC £XEL VITOOEIEEL 0 YLUTPOS GOG
*Evnuepmote 10 y10tpd 60G apécmg edv atoBavieite povdacua 1 advvapio oto Tode cog M
TPOPALOTA OTNV KOG 1| TNV KVOTN HETA TOo TéAOG NG avoalsOnoiog, S1OTL amatteiton
eneiyovsa PPovTida.
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Iowra ko £pnpor

To Rivaroxaban Accord cuokevacio évapéng Bepaneiog dev cvvietdTon e dropa nikiog
KATo TV 18 £TdV kabdhg cival e1dkd oyediacpévn yio v Evapén g Oepaneiog evniikov
acBevav kot dev eival KaTGAANAN Yo yp1ion o€ Toudid Kot EpMPovg.

Alro @appoxa ko Rivaroxaban Accord
Evnuepmdote tov yiatpd 1 1oV ooplLoKonold cag ehv maipvete, £ETe TAPEL TPOGPOATA, 1) LTOPET
Vo TAPETE AAAL PAPUAKE, KOO KOL QVTA TOL OEV Gag £xovv xopnynOel pue cuvtoymn.
- Eav maipvete
= OpPLOUEVE PAPUOKE VIO LUK TIOCIKEG AOUAOEELS (.Y, pAovKOVALOAN,
rpakovaloin, fopikovaloin, molakovaloan), ekTdc eqv avtd
epappolovrorl pdvo 6to dépua
= Siokio keTokovalOANG (xpMoLoTolovvTal yio T Bepomeio Tov cLVOIPOLOL
Cushing - 6tav o opyaviopog mopdyel vrepfoiikn Koptiloin)
= oplopéva eapuaka yio Paktnplakég Aoméelg (m.y. Khapidpopvkivn,
epvBpopvkivn)
= oplopéva ovti-uka eappoka yioo HIV / AIDS (m.y. prrovafipn)
= Ao eapuaka yo T peioon e méemg tov aipatog (). evogamapivn,
KAOTd0YpEAN 1 avTay@vieTéS g Prrapiving K énwg Bapeapivn kot
0GEVOKOLLLOPOAN)
" QVTIPAEYLOVAOIT KOl TOVGITOVO GAPLOKA (T.). VOTPOEEVN 1] OKETLAOGOAIKLALKO 0&D)
= dpovedapovn, Eva papuako yio T Oepameio Tov Taforoyikov kapdlokov puOpod
= oplopéva eappoka yo T Oepameio tng KoTaOAWWNG (EKAeKTIKOT AVOGTOAELG
emavanposinyng cepotovivig (SSRI) 1 avactoreic emavanposinyrg
vopemveppivns-cepotovivig (SNRI))

Y.g TEPITTMO TOV OTOLONNTTOTE UMO TA TAPATAVE® LOYVEL YL EGAS, EVIUEPDGTE TO
YwTpO 60g TPOTOL TAPETE TO Rivaroxaban Accord, 010t 1| 0pdomn tov Rivaroxaban Accord
umopel va awéndel. O yatpdc oog Bo amopacicel eav Oo mpénet va mtapete Oepomeio pe avtd
TO PAPUOKO Kot €6V Oa TPEmEL va. fpioKeaTe VIO GTEVOTEPN TTOPAKOAOVON o).

Edv o yiatpog cag kpivel 61 dtatpéyete avénuévo Kivouvo vo avarnto&ete EAKN 6T0 GTOUAYL 1
0TO £VTEPO, UTOPEL EMIOTG VO YPNCILOTOMNGEL TPOANTTIKY Bepameio Katd Tov EAKOoVg.

- Eav maipvete
- opwouéva eappoka yo T Bepaneia g emAnyiog (povoToivn,
kapPapalenivn, eowvoPapPirain)
- St. John’s Wort (Hypericum perforatum), £vo. UTIKO TPOiOV OV
ypnoonoteital yuo t Oepameio TG KotdaOANYNG
- prpopmikivn, €va avtiBlotiko

Yg TEPITTMGT TOV OTOLOONTOTE OO TO TAPUATAVE LGYVEL V1A EGAS, EVIILEPADGTE TO YIOTPO
oog mpwv mopete 10 Rivaroxaban Accord, 610t 1 amotelecpotikotnto tov Rivaroxaban
Accord pmopei va etvon petopévn. O yuatpdg cag o amopaciost, edv tpémetl va vroPAnOeite
o€ Bepamneia pe Rivaroxaban Accord kot edv mpénet va Bpickeote vwd otev Tapakolovonom.

Konon ko Onhaopog

Mnv néapete 0 Rivaroxaban Accord gdv giote £ykvog 1| Onialete. Edv vrdpyetl nepintoon va
UEIVETE £YKVOG, YPTOLULOTOMGTE AEIOTIGTN AVTIGVAANYT] Y10 OGO YPOVIKO SLUCTN A TAIPVETE TO
Rivaroxaban Accord. Edv peivete £€ykvog evd maipvete ovtd T0 QAPLOKO, EVIIUEPDOTE TO YIUTPO GOG
apécmc, 0 omoiog Ba amopucicel TMG Bo TPEMEL VO AVTILETOTICTEITE.

001yNo1 Kot LEPIOROS PN AV HLATOV
To Rivaroxaban Accord pnopei va mpokaAéael (oAn (cuyvi avemBountn evépyela) 1 Awobupio
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(61 ovyvn avemBOUNT evépyeia) (PA. mapdypaeo 4, «[TiBavég avemBounteg evépyeiec»). Agv
TPENEL VO, 0ONYEITE OLTOKIVITO 1] TOONANTO, VO, XPT|CUOTOLEITE OTOLUONTOTE EPYUAELD 1|
YOV LATO €0V TOPOLGLALETE TETOO, GUUTTOUOTO.

To Rivaroxaban Accord nepiéyer Aaxtoln ko vatpro

Av 0 yuoTpdg G0c, oag EYXEL EVUEPDGEL OTL £XETE dVGAVEEIN Y10 OPIGLEVE, GAKYOPOL,
EMKOWVOVNOTE LLE TOV Y1ITPO GOG TPLV VAL TAPETE AVTO TO PAPLLOKO.

Av10 10 Papuako TEPEYEL AyoTepo amd 1 mmol vatplo (23 mg) avd dickio, Avtd onuoivet 0Tt
glval ovolooTIKE “eAedBepo vaTpiovy.

3. Ilog va mapete To Rivaroxaban Accord

[Tévtote va maipvete ovTO TO PAPOKO AVGTNPE COUPOVO, LE TIC 0ONYIES TOV YLOTPOD GOG.
Edv éyete aueipolricg, potnote Tov y10Tpd 1| TOV QUPUAKOTOL0 GOG.

[Ipénet va mapete 10 Rivaroxaban Accord pali pe éva yedpa.
Koartomeite To(a) dioxio(a) katd wpotiunon pali pe vepo.

Edv éyete dvokolio va katamieite T0 610Kio 0OAOKANPO, GLI{NTHOTE LE TOV YTPO GOG
OYETIKA pe AAAOVG TpdTOVG ANy Tov Rivaroxaban Accord. To diokio pmopet va
Opoupotiotel Kot vo avapelyBet pe vepod 1 TOATO PNAOL ApEC®S TPV TO TAPETE. AVTO TO
UElyHo TTpémeL Vo, akoAovBeital apécme amd Tpoen.

Edv gival amapaitnto, 0 y1otpog 60 Wropel exiong vo 6ag xopNnynoet To Opuupatiopévo
dwokio Rivaroxaban Accord pécm yooTpikov GmARVa.

Iléco va mapete

H ocvvietduevn d6on eivar éva diokio Rivaroxaban Accord 15 mg 300 @opég tnv nuépa yia Tig
npmteg 3 efdoudoes. [a ™ Bepaneio petd tig 3 efdopddes, 1 cuvicT®dpev do6oN etvar va dtokio
Rivaroxaban Accord 20 mg pia @opd tv nuépa. Avti 1 cvokevacia Evapéng Rivaroxaban Accord
15 mg kot 20 mg apopd uoévo otic Tpdteg 4 gfdonadec g Oepaneiog. Kotd v odoxAnpmon g
Oepaneiog pe avtn ™ cvokevacio Bo cvveyicete pe To Rivaroxaban Accord 20 mg dma& nuepnoimg
O™ GOG £XEL GLGTIGEL O YLUTPOS GOG.

Edv &xete veppikd mpofAnuarta, o yotpog oog UTOPEl Vo amopacicet T peimon g 60omg Yo T
Oepamneion petd omod 3 efdopddec o €va diokio Rivaroxaban Accord 15 mg dmaé nuepnoiong edv o
kivduvog alpoppayiag eivatl peyaddtepog amd Tov Kivovvo amdktnong véov Opoupov.

Iléte va mapete To Rivaroxaban Accord

[Maipvete 10 diokio(a) KB pHéEpa PEXPL O YIOTPOG GG VO GOG TTEL VO, GTALOTI|CETE.
[Ipocradnote vo maipvete To(a) diokio(a) v id10 dpa kdbe pépa yia va to Boudote
gvkohotepa. O yotpog cag Ba amopacicet ylo TOG0 ¥poviko didotnua Bo tpémet va
ovveyioete T Bepaneia.

Edv napete peyardtepn 0601m Rivaroxaban Accord amé Ty kavoviki
Emikovemviote e to y1atpd cag apéomc eav nipate mipa mTorAd diokia Rivaroxaban Accord. H
AuM vrepPoirikng TocodTrTag Rivaroxaban Accord avédvet Tov kivduvo arpoppayiog.

Eav Egyaoete va mapete To Rivaroxaban Accord

- Edv maipvete éva diokio tov 15 mg 800 @opég v nuépa kot Eeydoate pio d6GN, TUPTE TNV
HOALG To BounBeite. Mnv mépete Tavo omd dHo diokio towv 15 mg péca oe pia nuépa. Edv
Eexaoate va mhpete pio d00oM, UTopeite va napete 6o diokia Tov 15 mg tavutdypova Yo va
AdPete éva ohvoro dvo diokiov (30 mg) o pia nuépa. Tnv exdpevn nuépa, TPETEL va
ovveyioete va maipvete £va dtokio tv 15 mg 500 eopég v Nuépa.

- Edv maipvete éva diokio Tov 20 mg pia @opd v nuépa kai Eeydcoate pio d0om, ThpTe TNV
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HUOALG To BounBeite. Mnv mhpete TAvo omd €vo S1okio pHéca o€ pio NUEPa Yol va
avamAnpooete o, 06om mov Eeyaoate. [1apte To emOpUEVO d16KI0 TNV EXOUEVN NIEPQ KO
KaTOMY cLVEYioTE Vo Taipvete Eva diokio pia opd Ty nuépal.

Edv otapaticere va naipvete To Rivaroxaban Accord
Mnv crapaticete va maipvete to Rivaroxaban Accord yopig va evnuepdoete mpdTa T0 yoTpd
cag, 010t to Rivaroxaban Accord avtipetonilel ko Tporapfdvel GoPapés KATOOTAGEL.

Edv éxete meplocdtepeg EpOTNCELG GYETIKE LLE TT) YPTOT AVTOV TOL POPUAKOV, POTNHOTE TO
YTpO 1 TOV POPLLOKOTOO GOG.

4. MBavéc avemBOuNTES EVEPYELES

Onwg 6ha Ta eAppOKa, £TGL KOL GVTO TO QAPUAKO LTOPEL VO TPOKUAESEL AVETIOOUNTEC EVEPYELEC OV
ka1 6gv Tapovctdlovtal 6 OAOLG TOVG AVOPMOTOLC,.

Onwg dAlo Topdpola PAPLOKO, TOL HELDOVOVY TOV oynuationd Bpdpupov aipatog to Rivaroxaban
Accord pmopel va mpokarécet arpoppayio, 1 omoio pwopel VOEXOUEVMG vaL EIval OTEANTIKY Yo TN
Con. H vepPorkn apoppayio pmopel vo 0dMynoel 6€ apviola TTMdCN TNG OPTNPLUKNG TEGTC
(00K). X OpIGUEVEG TEPITTMOELS, 1) QLOppayio UTopEl va unv ival eavepn.

Evnuepaote apéoms 1o Y10Tpo 606 €0V TAPOVOLAGETE 0TOLUONTOTE U0 TIG AKOAOVOEG
ovemOOUNTES EVEPYELEC:
e Ynudowo crpoppayiog

- owgoppayic otov eYKEPAAO N LEGA 6TO Kpavio (To COUTTOUATO PTOopEL va TeEPIAapPavouv
TOVOKEPUAO, LOVOTAELPT) AdVVAIN, EUETO, EMANTTIKEG KPIGEIC, LEIOUEVO ETUTEDO
oLVveidnong Kot duokapyio oTov avyéva. Mio coBaprn 10Tpiky| KaTdoTooT EKTAKTNG
avlykng. Zntiote opécmg otpikn Pondeal)

- TOPATETOUEVN ) VIEEPPOAIKN atpopporyic,

- évtovn aduvapio, KOT®GN, ®XPOTNTA, COAT, TOVOKEPAAO, aveEnynTto TpHELLO,
dvonvola, dopakikd Tovo 1| oTNOAYYT, To 0TToio uTopel va amoTeLobY onpeio
aoppayiog

O ywpds oag punopei va amopacicet va oog mapakorovdel otevotepa 1| va aAldEer ) Oepoaneio.

o Ynudowo cofap@v avTiopaCE®V TOV OEPRATOS

- EMEKTEWVOUEVO EVTOVO OepUATIKO e&avOnua, puooAideg 1 BAGPeg oTovg PAevvoydvoLg, T.Y. OTO
otoua 1 oto pdtia (cvvdpopo Stevens-Johnson/to&ikn emideputkn vekpoivon).

- W0, avTidpaot 6To PAPUAKO TOV TPOKAAEL EEAVOT LA, TVPETO, PAEYLOVT] TOV ECOTEPIKDY 0PYAVOV,
SloTapayEC TOL aiaTog Kot cuoTNHOTIKY acBévela (ovvdpopo DRESS). H cuyvémra avtdv
TV avemfounTov evepyeldv gival Told ondvia (Léypt 1 otovg 10.000 avBpodToug).

o  Ynudown cofap@v ariepyIK@OV AVTIOPACEDY
- oidnua 6T0 TPOCWTO, TO XEIAN, TO GTOUA, TN YADCGH 1} TO AdLd, SVCKOAIN OTNV KOTATOG,
eEavOnuata Kot SuGKOAIEG GTNV aVOTTVOT], E0QPVIKY] TTMGN GTNV TECT] TOV Qi[LOTOG.
O1 GUYVOTNTEG AVTAOV TOV CALEPYIKDV AVTIOPAGEWDYV EIVOL TOAD GTTAVIES (AVAPVAUKTIKES AVTIOPAGELS,
GUUTEPTAAUPAVOUEVOL OVAPLANKTIKOD GOK, Uropel va, ennpedoouvy uéypt 1 otovg 10.000
avOp®TOVE) Kot Oyl GLYVES (ayyelooidonpa Kot oAAepYKod oidnpa, uropel va exnpedoset péxpt 1 otoug
100 avOpdmOLG).

YovonTikn AloTa pe mOavég avemOOUNTES EVEPYELES:

Yoyvég (umopet va ernpeaoovy éwg 1 oo 10 droun)

- ueiwon tov apBpod TV puOpPOV apocPUIpimV 1 omoia PITOoPEl Vo KAVEL TO dEpLa

YAOUO Kot Vo TPOKaAEGEL aduvapio 1 SvoTvola

- OULOPPOYI0 GTO GTOUAYL 1] TO EVTEPO, OLOPPAYiO AT TOL OVPOYEVVITIKA OpyOveL
(ovumepriapfavopévou aiptatog ota ovpa Kot faptdg Eppnvov poong), ooppayic omd tn potn,
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apoppayio omd To ovAa

- aoppayio 6to paTL (CUUTEPTAOUPOVOUEVIC ALLOPPAYIOG OO TOVG GKANPOVG YITMOVEG
(“aompddt”) T@v paTidv)

- QOPpPayio o€ 16TO 1 KOIMOTNTO TOL GMOUOTOC (AUATO UM, LOADTES)

- amofoAn aipatog pe o Pfrya

-aupoppayio omd To SEpUa N KAT® omd TO dEPUA

- cupoppayio LeTd omd xepovpyikn enépfoocn

- OTAYOVOEIONG £KKPLOT GULLOITOC 1) VYPOV OTTO TO YEPOLPYIKO TPODLLN

- Tpn&uo ota GKpa

-dvcAettovpyia TV veppmv (umopei va pavel otic e€etalelg mov Ba yivouv omd 10 yloTpd Goc)
- TOVOG GTO. AKPOL

- TuPETOG

- TOVOC GTO GTOUAYL, SLTOPOYEG TNG TEYNG, TAOT) Y10 EUETO 1 VOUTiO, SLOKOIAOTNTA, dLippoLa
- XOUNAN aptnplokn mieon (ta cvpntdpato propel va etvar aicOnua {ading v Mwobupio Kotd
v 0pbla oTdom)

- LEW@UEVT] YEVIKT duvaun Kot evépyela (aduvapia, KOTwon), ToVokEPaA0g, (OAN

- e€avOnua, Kynopog

- o1 e€gtaoelg aipatog pmopet va, dgi&ovv pa avénom o opicopéva nratikd Evvua

Oy ovyvég (umopel vo. exnpedoovy éwg 1 ara 100 aroua)

- QUOPPOYio GTOV EYKEQOAO 1] GTO E6MTEPIKO TOL Kpaviov (PAEme mapandvm, onUAdio aoppoyiag)
- aoppayio og apbHpwon Tov TPokarel TOVO Kot TPHELLO

- BpopPomevia (yopunioc apBudg aponetaiioyv, To KuTTOpa TOL fonbodv TNV TEN TOL AATOC)
- QALEPYIKES OVTIOPACELS, GUUTEPIAAUPOVOLEV®OV QAAEPYIKMY OEPUATIKMOV OVTIOPACEMV

- dtataparypévn nrotikn Asttovpyia (Umopel va damiotmbel oTig eEgTdioglg mov Ba TPy LATOTO|GEL
0 Y10Tpdg GOG)

- o1 e€etaoelg aipatog pmopet va, dgi&ovv pa abénom ot yorepvOpivn, 6€ OpIGUEVE TOYKPEUTIKA 1|
nnatikd éviopa 1 otov optipd TV aLoTETAAIY

- AMmoBupia

- aioOnuo adabeciog

- TayvKapdio

- Enpootopia

- kvidwon

Yréweg (umopel va emnpedoovy éwg 1 aro 1.000 aroua)
- apoppayio HEca GE P

- yoAdotaon (LEWUEVT poN TNG YOANG), NTATITION GCLUTEP. NTATOKLTTAPIKNG PAAPNS (PAeyLOVH GTO
nrop copmep. PAAPNG)
- KITpiviopo Tov 6EPUOTOC KoL TOV HOTIOV (IKTEPOC)
-evtomiopévo TpnHEyLo
- GLAAOYN aipoTog (apdTmpa) ot fovPOViKN TEPLOYN, TOV OMOTEAEL EMTAOKT KAPILOKOD
KOOETNPLOGHOD 6TO oMUElD EIGAYMYNG TOV KOHETNPA OE L0, APTNPIN TOL TOSLOD GAG
(wevdoavehpuoo)

IHoAb omavieg (umopet va emnpedlovv £wg 1 ota 10.000 dropa)
- GLGGMPEVCT] NOCIVOPIAMY, EVOC THTTOV KOKKIOKVTTOPIKAOV AEVK®V OLLLOGOALPI®V TOL TPOKAAODY
QAEYLOVT] GTOV TVEDLOVO, (NMOGIVOPIAKT TVELLOVIQ).

Mn yvoG6TEG (17 ovyvotnta dev umopet vo. ektiundel ue Paon to drabéotua dedouéva,)
- VEQPIKT| OvemdpKeLD LETE 0md cofapn alpoppayia
- OLULOPPOYIO OTO VEQPA LEPIKEG POPES LIE TOPOVGIN ILATOC GTA OVPA TOV 0ONYEL o€ advvapLio TV
VEQPDOV VO, AEITOVPYNOOVY 0MGTA (VeEPpomdOelo mov oyeTileETOL LE AVTITNKTIKA)
- avENUEVN TiEoT avAaIEsO GTOVG LOES TV TOJIDV 1| TV Ppayldvmv HeTd amd aioppayio, i
KATAoTAOT 1 om0l propel vo odnynoel oe movo, TPNELo, AALOIOUEVN aioBnon, LoV 1)
mapdAvor (cHVOPOUO JUUEPIGLOTOC LETE OO oLoppoyict)
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Ava@opd avemOOuNTOV EVEPYELOV

Edv mapotnproete Kamoto avemBOUnNTn VEPYELN, EVILEPDOTE TOV YIOTPO 1) TOV POUPUIKOTOLO GO,
Av10 1oy0et Ko Yo kbBe mBovr avemBounTn evépyela Tov dgv avaPEPETAL 6TO TAPOV PUAAO
oonymv ypnons. Mmopeite eniong va avaeépete avemBountec evépyeieg amevbeiog, LEcm Tov
€BviKoL GLGTNUATOG AVaPOPAS ToL avaypapsTot oto [apdpnua V. Méom g avapopds
avemBounTov evepyeldv pmopeite va fondnoete ot GLALOYY TEPIGGHTEPMOY TANPOPOPLOV GYETIKE
HE TNV 0CQAAELN TOV TOPOVTOG PUPLAKOV.

5. IIog va pvraocoetor To Rivaroxaban Accord
Na puAdooetol ovTd TO PAPLOKO GE UEPT TTOL OeV TO PBAVOLV Kal OV TO BAETOVY TA TALOLAL.

Noa pun xpno1Honoleite avtd T0 PAPUOKO UETE TNV NUEpOUNVia ANENG TOV AVOPEPETOL GTO KOLTI Kol
og kaBe koyéln petd v évoeriin AHEH/EXP. H nuepopunvia AMéng eivon 1 televtaia nuépa tov
VO TOV OVOPEPETOL EKEL.

Agv vtdpyovv €1d1kég 0dNyieg dlaTipnoNg Yo TO TPOIOV AVTO.

Opvppaticpéva diokia
Ta Opoppaticpéva diokio prpapooumdavng eival 6tabepd 6T0 vepd Kot GTOV TOATO UNAOD £G Kot 4
MpPEC.

Mnyv mtetdite QAPIAKO GTO VEPO TNG AMOYETEVCTC 1| 0T OIKLOKE amoppipata. Potiote 1o
QOPUOKOTOLO GO MG VO TETAEETE TO PAPUAKO TOL OEV YPNOLLoTolEiTOL To. AVTd To, uéTpo Oa
BonBnocovv oty Tpoctacia tov mepPdilovtog.

6. Mepreyépevo TS 6VOEKEVLAGIOS KOl LOUTES TANPOPOPIES

T egpréyerl o Rivaroxaban Accord

- H dpactikn ovoia eivar n prpapoéaumdavn. Kabe diokio mepiéyet 15 mg 1 20 mg
pipapo&aumdvn avtictory.

- Ta dAlo cvotatikd ivat:

IMupnvag diokiov

Aoktoln povoidpn

Kopuehddln vatprovyog dactavpovuevn (E468)

Natpro Aaovpvrodeukd (E487)

YrpopeAroln 2910 (ovopaotikd 1Endeg 5,1 mPa.S) (E464)
Kvttapivn, pikpoxpvotorin (E460)

KoAhoedég avuopo o&eidio moprtiov (ESS51)

Yteatikd payvioto (E572)

Enucddoym pe Aentd vpévio

Maoakpoyoin 4000 (E1521)

YrpopeAroln 2910 (ovopaotikd 1Emdeg 5,1 mPa.S) (E464)
Awoégidro titaviov (E171)

Z1dnpov o&eidio epubpd (E172)

Epoavien tov Rivaroxaban Accord kot wepieypevo g 6VGKELOGILOG

247


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Rivaroxaban Accord 15 mg: Xtpoyyvld, apeikupta, KOKKIVOV YPOUOTOC, EXKOAVUUEVO UE AETTO
vuévio dokia, dtapérpov mepinov 5,00 mm, pe yopoaypuévn v évoeen «IL» ot pia 6ym Kot v
&vodelgn «2» oty GAAn oym.

Rivaroxaban Accord 20 mg: XtpoyyvAd, apeikupta, oKoHPOL KOKKIVOL YPOUATOS, EXUKAAVUUEVA LLE
Aemto vUéVio dokia, dtapéTpov mepinov 6,00 mm, pe yopaypévn v évoeldn «IL3» otn pio dym ko
yopic évoelln otnv dAAn oyn.

Yvokevoia Evapéng Tov TpomTtev 4-efdouddny: Kabe cvokevacia pe 49 emkaAvUpUEVO PE

Aemto vUEVIO dloKimV TEPLEYEL:

42 emkaAvppéva pe Aemtod LUEVIo dokia 15 mg kot 7 emtkadvppéve pe AemTTO VUEVIO dloKia

20 mg og avadITAOVUEVT] GUOKELUGIA.

Mmropei va un KuKA0QOpoUV GAEC 01 GUOKELOGIES.
Kéroyog adciag kukrhopopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 6* Planta,
Barcelona, 08039

Iomavio

Hopackevactiig

Accord Healthcare Polska Sp. z o.0.
Ul. Lutomierska 50,
95-200 Pabianice, ITolwvio

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park, Paola
PLA 3000, MéAta

Laboratori Fundacié DAU
C/ C, 12-14 Pol. Ind. Zona Franca,
08040 Barcelona, Iomtavio

Accord Healthcare B.V
Winthontlaan 200, 3526KV Utrecht,
OX\avdio

Accord Healthcare single member S.A.

64th Km National Road Athens,
Lamia, Schimatari, 32009, EAALGSa

To mapév @vALo 00OV YpRoNS avabemp1OnKke Yo TELEVTALN POPA OTIS .

AEmTOUEPT) TANPOPOPLOKE, GTOLYEI Y10 AVTO TO PAPUAKEVTIKO TPOTOV eivar dtabéoiua 6To
dktvakd tomo Tov Evporaikod Opyavicpod @oappdakmv: http:/ www.ema.europa.eu
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