ITAPAPTHMA 1

MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xtandi - 40 mg Koyakio, polokd

2. ITOIOTIKH KAI ITOXOTIKH XYNOEXH

Xtandi - 40 mg Koyakia, polokd
Ka0e poraio xaydxio mepiéyet 40 mg enzalutamide.

"Exdoyo(a) pue yvootn 6pdon
Kdabe porarod koaydxio mepiéyet 57,8 mg copPrroinc.

IMa tov TAnpn KoTdrhoyo TV €KOOY®V, PA. mapdypa@o 6.1.

3. OAPMAKOTEXNIKH MOP®H

Kaydxio, poroko.
Agukd €m¢g VITOAELKA, ETUNKN poAoKd Koydkio (rtepimov 20 mm x 9 mm), pe Toropévo to “ENZ” pe povpo
HeAGvL ot pio TAEVPAL.

4. KAINIKEX TIAHPO®OPIEX
4.1 OgpamevTikég gvositelg

To Xtandi evdeivotor yio:

e 11 Bepamneio TOL LETAGTATIKOV, OpLOVOELOiGONTOL Kapkivov Tov tpoctdtn (MHSPC) og cuvdvaoud
pe Oepaneia otépnong avdpoyovev (ADT) oe evijhikeg dvdpeg (PA. mapdypapo 5.1).

e 1 Oepomeio TOV UN LETAGTOTIKOD VYNAOD KIVEHVOU avOEKTIKOD GTOV ELVOVYIGHO KOPKIVOL TOL
npootat (CRPC) e evijhikeg avopeg (PA. mapdypapo 5.1).

e 1 Bepaneia Tov petactatikov CRPC g gvijlikeg avopeg ot omoiot gival AV UTTOUATIKOL 1) T
GUUMTOWNATIKOL £meLTa omd amotuyia ¢ Oepameiag oTéEPNONG AVOPOYOVAOV KOl GTOVE OTTOI0VG 1|
ymueobepaneio dev evdeikvuton akdpa kKAvikd (BA. Topdypago 5.1).

e 1 Oepameia Tov petactatikod CRPC g evijhikeg avdpeg Tmv omoiwv 1 vOG0og €xet e&elyfel Kotd )
duaprela N petd omd epomeio e viooetaLern.

4.2 Aocoloyia Kol TPOTOS Yop1yNoNS

H évapén tng Bepoameiog pe enzalutamide kot 1 emifAeyn ovtng TPEMEL Vo YiveTon 0o E101KOVE Y1ATPOVG
EUTELPOVG OTNV TP Bepameio TOL KapKivov TOL TPOGTAT.

Aocoloyia
H cuvictdpevn 66om eivon 160 mg enzalutamide (téocepa podakd kaydkio tov 40 mg) g epdmaé omd Tov

GTONATOG MUEPNOLOL SOOM.

O QapLAKEVTIKOG EVVOVYIGLOG E EVOL AVAAOYO TNG EKAVTIKNG OPUOVIG TNG @YPvoTpoTov oppovns (LHRH)
0o mpémel va cvveyileton katd ™ didpkela ¢ Oepomeiog achevmv ot omoiot dev £xovv vroPAndei o
YEPOLPYIKO EVLVOLYLIGULO.

Edv évac aoBevig mopaieiyel va mapet To Xtandi tn cuvin dpa, 1 cLVIayoypaPOVUEVT SOOT| TPEMEL VAL
Aappavetal 660 o duvaTdv TANGIECcTEPN 0TN cLVHON dpa. Edv évag acbevig Topaieiyel pio doom yia pio
oAOKAN P NUEPQ, N Bepameio mpEmet Vo emavalapuPavetar TV EXOUEVN NUEPA LE TN GLVIH O NuepNola dOoT).



Edv évag acBevng eppavicet to&ikdtnto Babpod > 3 1§ pia un avektn avemBOountn evépyeia, 1 d60m mpémet
va dtokonteTon yio pio fdopdda 1 €0 6Tov To cuuTTOpATO BEATinB0OV og Babuod < 2, kot otn cuvéyea va
emavaineOei 1 ida N pio petopévn 66om (120 mg 1 80 mg), edv awtd arttoroyeitot.

Tovtoypovn ypion ue 1oyvpovs avooroleic CYP2CS

Edv etvon g@ikto, 1 Toutdypovn xpnon 1oxvpdv avactoréwv tov CYP2CS8 npénet va amopevyetot. Edv
610VG acBeveig Tpémel va cuyyopnynOel Evag woyxvupog avactoréas tov CYP2CE, n doon tng enzalutamide
npénel vo, pewwbei oto 80 mg pio popd nuepnoing. Edv n cuyyopnynon tov 16xvpod ovaGTOAEN TOV
CYP2CS8 dwaxomel, n d6on g enzalutamide mpénet vo eMGTPEYEL 6T HOGT TOV YPTGLUOTOLOVVIOV TPV A0
v évapén tov wyvpob avactoréa Tov CYP2CS (BA. mapdypapo 4.5).

Hlxiouévor acleveic
Agv givon avaykaio 1 Tpoocappoyn g 60omg o NAkiopévovg aceveig (BA. mopaypdeovg 5.1 ko 5.2).

Hrozixny dvalertovpyia

Agv givon avaykaio 1 Tpooappoyn g 60omg oe acBeveic pe i, PETpla 1 cofapn Nratikn ducAiettovpyio
(Kammyopia A, B 7 I katd Child-Pugh avtictoyya). Qotoco £xel mapatnpndel avénon tov xpdvov nuicetog
Cong g enzalutamide o€ aoBeveic e coPapn nratikn dvorettovpyia (BA. mapaypdeovg 4.4 kot 5.2).

Negpixn dvaleirovpyio

Agv givon avaykaio n mpooappoyn g d0omng oe acbeveic pe Nmia 1 pétpro veppikn] duciettovpyia (PA.
Tapdypoo 5.2). Tuviotdrol Tpocoyn oe acbeveig e cofapn veppikn duciettovpyio 1 vepponddeio TeEAKoD
otadiov (PA. Tapaypapo 4.4).

Houdrazpirog wAnBoouog
Aev vmdpyet oxeTikn ypnon g enzalutamide otov Toudtatpikd TAnbuopo. H €vdelén g Bepansiog tov
CRPC kot Too mHSPC agopd og evijhikeg dvopeg.

Tpomog yoprynong
To Xtandi mpoopiletal yia xprion and Tov 6TopaToS. To paiokd koydkio 0ev TPETEL VAL LOCHVTOL, VO
dtoAvovtal M vo avoiyovtal, aAle TPETEL VO, KATATIVOVTOL OAOKANPO. LE VEPD, KO UTOPEL V. AapBAvovToL e

1 X0pig TPOPN.

4.3 Avtevositeg

YrepevoicOnoio ot (ot15) dpactiki(£g) ovcia(eg) 1 6€ KATO0 amd To EKS0Y0 TOV OVOPEPOVTUL GTNV
TapAypapo 6.1.

TINuvaikeg mov givon 1 pmopel va peivouv €ykveg (BA. Tapaypdpovg 4.6 kai 6.6).

4.4 FE101kég TPOELDOTOUMGELS KO TPOPVAAEELS KATA TN Y P1)oN

Kivéuvog emtnnikdv kpicemv

H ypnon ¢ enzalutamide £ye1 cuoyetiotel pe emAnmtég Kpioeig (PA. mopdypao 4.8).

H andépaomn yuo t ocvvéyion g Beponeiog og acbeveic mov epeoviovy EMANTTIKEG KPIGELG TPENEL VOl
Aappdavetal ava mepinTmon.

20vdpopo omicbuog avaotpéwiung eykeparondfeloc (Posterior Reversible Encephalopathy
Syndrome-PRES)

"Exovv avapepbel omdviec avapopég Tov cuvopopov omichiog avactpéyiung eykeparonddeiog (PRES) oe
acBevelg mov Aappavovv Xtandi (BAéne mapdypago 4.8). To PRES eivon pia omdvia, avacstpéyiun,
VELPOAOYIKT draTapoyn], | onoia propel vo ekdnAimbel e paydaio eEEMGOOUEVA GUUTTOUOTOL,
GUUTEPIAAUPOVOUEV®V GTIAGUOV, KEQUAUAYING, GVYYVOTG, TOPAMGNC Kol GAADY OTTIKOV KOl VEVPOAOYIK®OV
datapaydv, pe N yopig oxetilopevn vaéptaon. H didyvoon tov PRES armaitei emiPefaioon pe
OTEIKOVIOTIKES EEETAGELS TOV EYKEPALOV, KATE TPOTIUNGT) HOYVNTIKY TOLOYpapic Tov eykepdaiov (MRI).
Xvviotdron dakony] tov Xtandi o€ acbeveig Tov avantocoovv PRES.




Aevtepoyeveic Kbpiec Kaxonfeteg

Exouvv avapepbel mepiotaticd dgutepoyevav Kopiov kakondeidv oe acbeveic mov éhafav enzalutamide og
KAMVIKEG HEAETEC. Ze KAMVIKEG LEAETEC PAONC 3 Ta TTO GLYVA avapePOLEVE GVUPAVTO o aoBeveig oV
éhaPav enzalutamide kon peyoldtepa amd To EIKOVIKO QAPHOKO, NTAV Kapkivog ovpoddyov kbotg (0,3%),
adevokapkivoua maytog eviépov (0,2%), kapkivoua ord petapotikd emtbniio (0,2%) kot petafotikd
Kapkivopa ovpoddyov kvotg (0,1%).

Ot acBeveic Oa Tpémel va cupfoviedoviot AUESA TO YITPO TOVS EAV TOPOTNPGOLY CTUASLN
YOGTPEVIEPIKNG OLLOPPAYIOG, LUKPOGKOTIKT OLUOTOVPic. ] GAAD CUUTTOUATO OTMG SOLGOVPIN 1) EXITOKTIKN
avaykn ovpnong Kotd tn dudpkela g Oepanciog pe enzalutamide.

Tavtdypovn ypnon pe GAAD EOPUOKEVTIKG TPOTOVTAL

H enzalutamide givai £vag woyvpdc emaymyéag eviOpmV Kol UTopel vo 00N YNOEL GE OTMAELD TG
OTOTEAECLATIKOTNTOG TOAADV EVPELONG YPNOEDS PAPUAKEVTIKOV TPoiovTmV (BA. mapadeiypata oty
TaPAypoPo 4.5). ZUVETMOC Uit AVOCKOTNGT TV GLYYOPTYOVUEV®V POPUAKEVTIKMOV TPOIOVIMV TPETEL VO,
de&dyetan katd v Evapén tng Bepameiog pe enzalutamide. H tavtodypovn yprion g enzalutamide pe
QOPHOKEVTIKA TPOTIOVTA TOL Eivo vaicHNTA VTOGTPOUATO TOAADY PETAPOMKODV EVEDL®Y 1| HETAPOPEIS (PA.
Tapaypapo 4.5) Tpémel yeVIKA va oamopedyeTal GV 1 BEpAmEVTIKN TOVS dpdoT eivan peydAng onpaciog yuo
ToV 0.60gvT], Kot €6V 01 TPOGAPHOYEG TG OOOTG OEV UITOPOLV EDKOA VO, TPOYpLoTomomBodv Bacetl Tng
TAPOKOAOVONONG TNG AMOTEAEGUATIKOTNTAG 1] TOV GUYKEVIPOGE®DY GTO TAUCLLL.

H ovyyopnynon pe Bapeapivn kor avturnktikd opoldlovta pe kovpapivn tpénet vo amopevyetal. Edv to
Xtandi cuyyopnyeital pe évo avtimnktikd mov petafoiriletarl and o CYP2C9 (6nwg n Pappapivi 1
0GEVOKOVHOPOAN), TpETEL va dte&ayDel emmpoohetn mapakorovOnon g Atebvodg Opoaromompévng Zyéong
(International Normalised Ratio-INR) (BA. mapdypago 4.5).

Neppwr) dvciertovpyia
Amauteiton mpocoyn o€ acbeveig pe cofapn veppikn duciettovpyio kabmg 1 enzalutamide dev €xet
peketnOel o owtod TOV TANBVGUO 0oBEVDV.

2oBap1 nmatiky dvciettovpyio

Mo avénon tov ypdvov nuiceiag Cmng g enzalutamide €xel mapatnpnOei oe acbeveic pe cofapn nratikn
dvodettovpyia, mBava cvoyeti{opevn pe v ovénpévn Katavourn 6tovg 16tovc. H khvikn onuocio ovtng
NG TOPUTHPNOTG TUPAUEVEL AYVEOOTY. QGTOGO, AVOUEVETUL EVO TOPATETOUEVO YPOVIKO SLAGTNLO VIOl VO,
(@TAGOVV Ol GUYKEVIPADGELG GTT) GTAOEPOTOMUEVT] KATAGTOOT) KoLl 0 XpOVOC UEXPL va EmttevyBel n péytot
QOPHOKOAOYIKT dpaoT KabmS Kot ot xpovol yia Ty Evapén kot peimon tng eviopukng exayoyns (BA.
mapdypaeo 4.5) propet eniong va avénbovv.

[poéceatn Kapdioyyelokn vOsog

2115 peréteg eaong 3 amokAeiotnikoy acheveic pe TPOGPATO EUEPAYLLO TOL HLOKOAPIIOV (KATE TOVG
tehevtaiong 6 pveg) N actadn ot Bayyn (Kotd Tovg TEAEVLTAIOVE 3 PVES), KOPSIOKT AVETAPKELN
rkatnyopiag [l 1 IV katd New York Heart Association (NYHA) gkt0¢g av to KAdopa eEdOnong apiotepng
KowMog (Left Ventricular Ejection Fraction-LVEF) > 45%, Bpadvkapdio 1 un ereyyopevn vaéptoon. Avto
pénel va, Aapfavetal veoyn ov o Xtandi cuvtayoypagpeital 6€ avTovs Tovg acheveic.

H Beponeio avdpoyovikol amoxielcpov pumopei va nopoteiver To dtbotua QT.

e acbeveig pe 1wtoptkd N Hrapén Topaydvimv Kivddvou yia Topdtoct Tov dteotipatog QT kot oe acbeveig
OV AAUBAVOVY TOVTOYPOVO QUPUAKEVTIKA TPOTOVTO TOL EVOEXETAL VA TopoTEivouv T0 dtdotnuo QT (BA.
mapdypao 4.5), ot Bepanovteg yroTpol Tpémnel va aE10A0yo0V 10 160L0Y10 0PEAOVG-KIVOVVOU
GUUTEPIAAUPOVOHEVNS TNG TOOVOTNTAS Y10, ELPEAVIOT) KOTMOKNG ToyvKapdiag diknv putidiov (Torsade de
pointes) Tpwv Vv évopén Tov Xtandi.

Xpnon pe ynuetodepansio

H ac@dleia kot 1 0ToTEAEGUATIKOTTA TNG TAVTOYPOVNG ¥P1ong Tov Xtandi pe KuTTapoTo&iKn
ynueobepaneio dev £xet texunpiwdel. H ouyyopiynon g enzalutamide dev €xet kopio KAMVIKA OTLOVTIKY
EMIOPAOT] GTN PUPLAKOKLVITIKN TNG EVOOPAEPLOG VTOGETOEEANG (BA. Tapdypapo 4.5). Qotdc0, dev pumopel va
OTOKAELOTEL oL aDENON EULPAVIONG OVOETEPOTTEVIOG ETOYOUEVNG OO T VIOGETOEEAT).
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Avtidpaceig vrepevoicinciog

AvTdpaoelg vepeLocONGing EKINADVOVTUL LE CUUTTAOUATA TOV TEPIAAUPAVOLVY, dALG dev Teplopilovtat
6€ 0ldNUA TPOoHOTOV, YADGGOC, YEIAOVG | PapLYYa, 1 eEavOnua éxovv TapatnpnOel pe enzalutamide (PAéne
napdypao 4.8). Exovv avapepbel coPapés depuatikég avembounteg avtidpdoels (SCARs) pe v
enzalutamide. Katd m cvvtayoypdonon, ot aobeveig Oa mpémet va. evruep@vovtat yio o onpeio kot to
CUUMTMOUOTA KoL VO TOPAKOAOVBOVVTOL GTEVE Y10 SEPUATIKES OVTIOPACELS.

"Exdoya
To Xtandi mepi€yet 57,8 mg copPrroing (E420) avé porokod koyaxio.

4.5 Alniemodpaoeig pe GALO QUPUOKEVTIKA TPOTOVTA KoL GAAES HOPPES aAANreTidpaong

AvvnTikn enidpacn GAAOV QOPUAKEVTIKAOV TPoiovimv otnv ékfeon otnv enzalutamide

Avaoroleic tov CYP2CS8

To CYP2CS dwdpapatifel onpavtikd poro otnv amofoirn g enzalutamide kot 610 oynUoTIcUd TOVL
gvepyov petafolritn tng. MeTd amd Tov GTOUOTOC YOPTYNoN TOL 1o)Lpov avacsToréa tov CYP2C8, g
vepepoliing (600 mg dvo popéc nuepncing) ot vyieic dvopeg, 1 AUC g enzalutamide avénbnke Kotd
326%, evd M Cmax TG enzalutamide peidbnke katd 18%. o To cdvoro g adéopevtng enzalutamide pe
tov adéopevto evepyd petaPoritn, 1 AUC avénbnke katd 77%, evd 1 Cmax peiddnke katd 19%. loyvpoli
avaoTtolrels (m.y. yepeBpolidn) tov CYP2C8 mpénel va amo@evyovTal 1) VoL XPTCULOTOI0UVTAL LLE TPOGOYN
Katd T didpkela g Bepameiog pe v enzalutamide. Edv otovg acbeveig mpémel vo cuyyopnyeiton Evog
1oxVpog avaotoréng Tov CYP2CS, 1 d6on g enzalutamide mpénet va pewwbei oe 80 mg pio popd

nuepnoing (PA. tapdypoeo 4.2).

Avaoroieic tov CYP3A4

To CYP3A4 Swdpapatilel pkpd poro oto petaforiopd g enzalutamide. Metd amod tnv and 1oL GTOUATOG
YOpNYNo™ Tov 16YXVPov avactoréa tov CYP3A4, g itpakovaloing (200 mg pio popd nuepncing) ot vyieic
avdpec, 1 AUC ¢ enzalutamide ow&ndnke katd 41% evd N Crax mapépeve apetdfintn. o to cvvoro g
adéopevtng enzalutamide pe tov adécpevto evepyd petafoiritn, n AUC avénonke katd 27% evéd 1 Crmax
mapépewve Eava apetdfintm. Aev givar avaykaio 1 Tpocapproyn g 06ong 6tav to Xtandi cuyyopnysiton pe
avaotoAeig tov CYP3A4.

Eraywyeic twv CYP2C8 kou CYP3A44

Metd v and Tov 6TéHaTog Yop1ynomn tov pétpov enaymyen CYP2CS8 kot tov woyvpol emayoyéa CYP3A4,
g prpaumikiving (600 mg dma& nuepnocing) oe vyieig avdpeg, 1 AUC g enzalutamide pali pe tov gvepyod
petaforitn g, pewddnke katd 37%, eved N Cmax TOPEUEVE OUETAPANTY. ALV OTOLTEITAL TPOGAPLLOYT TG
doong 6tav 1o Xtandi cuyyopnyeiton pe enayoyeig twv CYP2C8 1 CYP3A4.

Avvntikn enidpaon e enzalutamide otnv £kOeon og GAAO QOPUAKEVTIKE TPOTOVTOL

Eraywyn evidouwv

H enzalutamide givon évog 1oyvpog enaymyéag eviOU®mV Kot ovEavel T ovvBeon TOAADY eviOI®V Kot
UETAPOPEMY. ZVVETMG, AVOUEVETOL OAANAETIOPOOT e TOAAA EVPELOG YPNONC PAPLOKEVTIKG, TPOTOVTO, TTOV
glvar vrooTpopata N petapopeig twv eviopmv. H peimon 611G GUYKEVIPOGELG TOL TAAGLOTOC UTOpPEL va,
glvon onuavTIKy, Kot vo 00NyHoEL 6€ andAEL0 1] Lei®OT) TOV KAVIKoD amoteléopartog. Emiong vdpyet Evag
Kivouvog yio awénpévn ovovheon evepyav petaforrtomv. Ta évivpa mov propet va emayBovv Tepthapavovy
10 CYP3A oto fmap Kot to éviepo, o CYP2B6, CYP2C9, CYP2C19 kot v ovpidvo 5'-01pwopo-
yAvkovpovosurtpavepepdon (UGTs -culevypuéva yAvkovpovidia). Opiopévol HeTapopeic pmopovv emiong
va enayBobv, OTWOG TT.X. 1 TOAVPOPLOKEVTIKY avTioTtaoT Tov oyetiletal pe mpwoteivn 2 (MRP2) kot to
TOALTENTIOO PETAPOPAS opyavikadV avioviov 1B1 (OATP1B1).

In vivo pehéteg éyovv dei&et 6T1 1 enzalutamide givan £vag woyvpdg emaywyéag tov CYP3A4 ko évog pétplog
enoywyéag twv CYP2C9 ka1 CYP2C19. Xvyyopnynon enzalutamide (160 mg pio @opd nuepnocimg) pe
ePamas amd ToL GTONNTOG 00GELS TV gvaictntov vrootpwpdtev Tov CYP oe acbeveig pe kapkivo Tov
Tpootdrn 0dMynoe o pia peiowon 86% oty AUC g pudaordung (vrootpopa tov CYP3A4), pia peioon
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56% otv AUC g S-Bapeapivng (vrootpopa oo CYP2CY), ko pia peiwon 70% oty AUC g
openpalding (vréotpope tov CYP2C19). H UGT1A1 pnopel emiong va emdyetol. Xe puo KAMviKn LEAETN o€
ao0evelg e HETAOTATIKG, aVOEKTIKO GTOV ELVOLYIGUO KapKivo Tov tpootdrtn (CRPC), to Xtandi (160 mg
pio popd nuepnoimeg) dev glye KAVIKA OTHLOVTIKT EXIOPACT] OTN POPHOKOKIVITIKY TNG EVOOPAERimG
yopmyoduevng viooetotéing (75 mg/m? pe &yyvon ke 3 efdopddec). H AUC g vrosetaléing peimdnke
xatd 12% [yeoperpucog pécog Aoyog (GMR) =0,882 (90% CI: 0,767, 1,02)] evd | Crmax peiddnke katd 4%
[GMR = 0,963 (90% CI: 0,834, 1,11)].

Avapévovtol GAANAETIOPACELS LE CUYKEKPIUEVO QUPUUKEVTIKA TPOIOVTA TOV amoPdAlOVTOL HECH
petafoliopo 1 HEcm evepyol petapopds. Eav n Ogpanevutikn toug dpdon sivor peyding onuaciog yuo tov
acBev, Kot o1 TPOCAPLOYES TNG dOONC deV givar EDKOA0 va Tpaypatomomfovy Pacel T TapakorovOnong
NG OMOTEAEGLLUTIKOTITOG 1] TV CUYKEVIPMGEMV GTO TAAGHLO, TOTE OVTA TA POPUAKEVTIKA TPOIOVTO TPEMEL
VO OTOQEVLYOVTOL 1] VO XPTCLULOTOL0UVTOL LE TPOcoyn. Yhpyel voyia 6Tt 0 Kivouvog yia nratikn BAGAPN
UETE amd YopNYNON TOPAKETAUOANG Elvar pHeYaADTEPOG 6€ a60eVEIC TOL VTTOPAAAOVTAL TAVTOYPOVA GE
Oepaneia pe enaywyeic eviopmv.

O1 OpLAOEC TOV PAPUAKEVTIKMOV TPOIOVTMOV OV UTOPEL VO ETNPEACTOVV TEPIAAUPAVOVY, OAAG dEV
nepropifovion oe:

AvodlynTikd (7). QOIVTOVOAT, TPOUAOOAN)

Avtifrotikd (m.y. KhapiBpopvkivn, do&ukvkdivn)

Avtikapkwikoi mapdyovreg (m.y. kopmalitagéin)

Avtiemimrtika (1.y. kapPapalenivn, kKhovalemaun, eovotoivn, Tpyuddvn, fainpoikd o&d)
AvTiyuyooikd (T.y. aAomeploOAT))

AvtiBpoppotikd (T.y. acevokovpapdin, apeapivr, Khomdoypéin)

B-AmoxAelotég (.. ProomporOA, TPOTPAVOLOAN)

Amorxdelotéc StvAwv acBeotiov (m.y. dShtialépnn, pelodimivn, vikapdurivn, vipedurivr, Bepamopiin)
Kapdiaxég yAvkooideg (m.y. dtyo&ivn)

Koptikootepoedn (m.y. deapebalovn, mpedvilorlovn)

Avtukd HIV (m.y. wowapipn, prtovafipn)

Yrvotikd (n.y. Swolemdaun, rdaloraur, CoAmdépun)

AvOoc0oKATOOTOATIKA (TT.). TOKPOALLOVC)

Avaotoleig avtiiog tpotoviov (t.y. openpaloin)

Yrativeg mov petafolrilovion péow tov CYP3A4 (n.y. atopPactativn, ciufactativn)
Mopdyovteg Tov Bupeogdove (.. Aefobuposivn)

To mApeg duvapikd erayoyng g enzalutamide propel va pun oopPet péypt mepimov 1 pva petd v Evapén
g Bepoameiog, 6tav enttevyBolv o1 cuYKEVTPMOGELS TNG enzalutamide 6to TAGCUA 6€ GTAOEPOTOINUEVT
KOTAOTOOT, 0V KOl KATOIEG EMNTMOCELG TNG EXAYWYNG UTopel va gival epeoavelg vopitepa. Ot acbeveic mov
AapPdvouv eapuaKeLTIKA TPOidVTO T, 0TToia gival vrootpapato tov CYP2B6, CYP3A4, CYP2CY,
CYP2C19 1 UGT1A1 mpénet va a&loroyodviot yia Tihovr] OTOAE TOV QOPLOKOLOYIK®V EMOPACE®Y (1)
avénon TV emdPAcEOV 6€ TEPITTOGELG 6oL oynuatilovtal evepyol petaforites) Kotd T SidpKeLo TOV
TPMOTOL pUnva g Oepamneiog pe enzalutamide, kKot mpénel va eEeTAlETOL | TPOGAPUOYT TNG dOGNG OTOL
gvoegikvotal. Aappdvovtag vToyn To peydro xpovo nuicelog {mng g enzalutamide (5,8 nuépeg, PA.
TopAypapo 5.2), ot eMOpAcels ota VDU UTOPEL VO, EXUEVOLY Y10 EVOL HNVO, | TEPIGGOTEPO UETA TN
dwakonn| tng enzalutamide. Mia otadioky| peiwon Tng 606G TOL GLYYOPTYOVUEVOL POPUOKEVTIKOD
TPOTOVTOG Uopel va eivan amapoitntn katd tn dlakomnr g Oepoameiog pe enzalutamide.

Yrootpouozo twv CYPIA2 kar CYP2CS

H enzalutamide (160 mg pio opd nuepnoing) dev mpokdiese kKAvikd onuovtikn petafoin otnv AUC 1
otV Cmax TG K0QEIVNG (VTooTppa Tov CYP1A2) 1 e moyhralovng (vtoctpopua tov CYP2C8). H AUC
™G moyATalovng avénonke katd 20% evéd N Cmax petdOnke Kotd 18%. H AUC kot 1 Crax TNG KOQETYNG
petwbnke katd 11% ko 4%, avtictorya. Agv gvdgikvutol 1 Tpocapoyr] TG d0omS 6tav cuyyopnyeitat Eva
vrndotpope 1ov CYP1A2 1 tov CYP2CS pe to Xtandi.

Yrootpouazo e P-gp



In vitro dedopéva Katadeikviovv Ot 1 enzalutamide pmopel va givol avacstoréag Tov petapopéa ekpong P-
gp. M o avactaAtikn dpdon g enzalutamide, og otabepn Kotdotaon, oty P-gp mapatnpndnke og
po LeAETN oty omoia cuppETElYaV aoBeVeis e Kopkivo Tov Tpootdtn mov Ehafav epdmas amd Tov
GTONATOG 066N d1yo&iving oV TEPIEYEL AVIXVELTT] LLE VTOGTPOUO TG P-gp mpv kot Tantdypova e TNV
enzalutamide (1 cuyyopfynon axorovOnoe TovAdyioTov 55 nuépeg amaf nuepncing doong 160 mg
enzalutamide). H AUC ka1 1 Cmax TG dtyo&ivng avénbnkayv katd 33% kot 17%, avtictoyya. Ta
QOPUOKEVTIKG TPOTOVTA e 0TEVO BepamenTikd €0pog Tov gival vrooTpdpaTo TG P-gp (1. Kolyucivn,
gte&lkn dafryatpdvn, dryo&ivn) mpémel vo ypNOUOTOI0DVTOL LE TPOGOYH OTaV cuyyopnyovvtol pe Xtandi
Kot pmopet vo amontn el mpocappoyn g 600mG yia T dtotnpnon TV BEATIOTOV GUYKEVIPOGEWDY GTO
TAGGUOL.

Yrootpauoza s BCRP

Xe otabepomompévn Katdotaon, 1 enzalutamide dev mpokdiece KAvikd onpavtikn petafoln otnv ékbeon
670 VTOGTPMLLO TOV AVLYVELTH TPMOTEIVNG avTicToong Kopkivov Tov pactov (BCRP) rosuvastatin og
aoBeveig pe Kopkivo Tov TpooTdtn oL EAafav ePATaE amd TOV GTOHOTOG dOGT rosuvastatin Tpv Kot
Tavtdypova e enzalutamide (1 cuyyopfynom akolovnce ToLAAYIGTOV 55 NuUEPES Amas nuepncimng 666MGg
160 mg enzalutamide). H AUC tng rosuvastatin peid0dnie katd 14%, evd N Cmax a0ENONKE KaTd 6%. Agv
amorteiton Tpocappoyn g d6omng otav vrootpoua s BCRP cuyyopnyeiton pe to Xtandi.

Yroorpouozo twv MRP2, OAT3 ko1 OCTI

Me Baon ta in vitro 6edopéva, n avactodn g MRP2 (610 évtepo), kabmg kat Tov petapopéa 3 opyavikond
aviovtog (OAT3) ko Tov petagopéa 1 opyavikov katidovrog (OCT1) (cuotnpikd) dev pmopel va
TOKAEIGTOVV. Oe®PNTIKE, 1) EXOYOYT AVTOV TOV LETAPOPEWV glvarl emiong duvarn, kot To kabapod
amoTéAES A Eivan TTPOG TO TAPHV GyVOGTO.

DapuUoKeDTIKG. TPOIOVTO TOV TOPaTEIVOLY TO Oraotho QT

Kabmg 1 Oepaneio avdpoyovikoD amokAeiopov pumopel vo topateivel To ddotnua QT, n_tavtdypovn xpnon
tov Xtandi pE PAPUOKELTIKA TPOIOVTA TTOL Elval YV@GTA 0Tt Tapateivouy 1o ddotnua QT 1 poppakevTikd
TPOTOVTA TTOV EYOLV TN SLVATOTNTA VO ETLAYOVV KOIAOKT TaxvKapdia dikny putidiov (Torsade de pointes)
onwg taéng A (m.y. kividivn, dtsomopopion) N taéng I (n.y. apmdapovr, GoTaAdAT], JOPETIAION,
PoVTIAION) avTloppLOIKE PAPULAKEVLTIKA TPOiOVTa, HeBadovr, LOELPAOEAGTV, AVILYVUYWOGCIKA, KAT. TPEMTEL
va agloroyovvtot TpooekTikd (PA. Tapdypopo 4.4).

Emdpdoeic tng 1poenic oty ékbeon oe enzalutamide
H tpoon dev £xel Khvikd onpovtikn enidopactn oto Babud g £kBeonc oty enzalutamide. Xg kKAviKég

dokpéc, To Xtandi yopnynOnie yopig tn ANy Tpoenic.

4.6 TovipéTnTa, KUNOGN KOl YoAoL)iM

Tuvaikec o€ avamopay®yIK nAKio

Agv vrdpyovv dedopéva atov GvBpwmo yio T ypriorn Tov Xtandi KOTA TV EYKLHOGUVY KO TO TOPOV
QOPUOAKEVTIKO TPOTOV dev mpoopiletat yia ypnon o€ yuvaikeg mov Ppiokovrol oe avamapoywyki nikic. To
Tapdv QapaKo evOEyETAL v TPOKAAESEL PAAPN 610 ayévvnto moudi 1) havn amofoin edv Aappaveton omo
yovaikeg Tov givar £ykveg (PA. mapaypapovg 4.3, 5.3 kat 6.6).

AvTIcOAAN YN GE AVTPES KO YUVOIKES

Agv givorl yvoot6 gdv 1 enzalutamide 1 o1 petaforiteg tng eivorl TopOvVTEC 6TO GIEPHO. ATTalTEITOL
TPOPLANKTIKO KOTA TN S1dpKeln Kot yio 3 piveg petd t Oepomeia pe enzalutamide edv o acBevig emdideton
o€ 6e£o0VaAKN dpacTnploTnTa He £ykvo yovaiko. Edv o acevig emdidetar e ge&ovalikn| exoen e
yuvaiko Tov Bpioketol otV avamapaymykn NAKic, TPETEL VO (PTCLLOTOLEITOL TPOPLAOKTIKO Kot pio
emmAéov PEH0SOC aVTIGVAANYNG KOTA TN dtdpkela Kat Yo 3 uiveg petd tn Oepaneio. Meiéteg og {ma €xovv
deiet avamapaywywn to&kdtra (BA. mapdypoeo 5.3).

Kinon
H enzalutamide dev mpoopiletar yio yprion o€ yovaikes. H enzalutamide avtevdeicvotar og yovaikeg mov
glvan M umopel va petvoov €ykveg (PA. mapaypdapovg 4.3, 5.3 kot 6.6).



Oniocuog
H enzalutamide dev npoopiletar yia yprion o€ yuvaikec. Aev gival yvooto edv 1 enzalutamide Ppicketan 6to

avBpamivo yaro. H enzalutamide ko ot petafolriteg g amexkpivovior 6to yahio Tawv apovpaiov (BA.
Tapdypoo 5.3).

Tovipodtnto
Meléteg oe (Do katéder&av 0T 1 enzalutamide ennpéace T0 avomTOPAY®YIKO GUGTNIO GE OPCEVIKOVG

apovpaiovg Kot okvAovg (PA. Tapdypoeo 5.3).
4.7 Emopacelg oty IKavOTNTe 001YN0NG KOl (EPLGROD UNYOVIILATOV

To Xtandi evééyeton va £yl HETPLOL EXIOPACT TNV IKOVOTITO 0O1YNONG KOl XEPICUOD UNYOVILATOV KOODS
€xouv avopepOel YyuyloTpikd Kot vevporoyikd cupuPavto cupmepthapuBavopuévng tng EMANTTIKNG kpiong (PA.
mapdypao 4.8). Ot acOeveig OBa mpénet va evnpepdvovTal yio Toug Thovong Kivdhivous vo EkdNAMGouY Eva
YOYLOTPIKO 1] VEVPOAOYIKO GUUPBAY KOTA TNV 00N YNoT 1] TOV YEPIGUO pnyavnuatov. Agv éxovv dieEoydel
LeAETEG Y1 TNV 0EI0AOYNOT TV eMdpdcemV TG enzalutamide oTnv avOTNTO 031 YNOTG Kot YEPLGHLOD
PnyovnUaTmy.

4.8 Avem@Ounteg evépyereg

[epiAnyn Tov TPoPiL acdAelng

O mAéov ouyveg avemBounteg evépyeteg etvon eacBévion/konmaon, eEAyels, VTEPTAOT, KOTAYLLOTO, Kot
TTOGCT. AAMAEG ONUOVTIKEG OVETIOVUNTES EVEPYELEG TEPIAOUPAVOVV IGYOUUIKT] KAPOIOKT VOGO KOl ETANTTIKEG
Kploels.

Emunntucn kpion mapovsidotke oto 0,5% tov acbevov nov éhofav enzalutamide, oto 0,2% tov acBevav
mov éhafav eikovikd eappako Kot 61o 0,3% tov dobevov mov Ehafav frkaiovTopion.

"Exovv avaeepbei omdvieg TepImTdoES TOL GLVIPOUOL OGO AVaSTPEYIUNG eYKEPAAOTTAOELNG G 0ioBeVeig
nov éafav enzalutamide (PAéne Topdypogo 4.4).

Kotdhoyog avemBOuntmv vepyEldv 6€ LOPOT TIVOKO

Ot avemBounteg evépyelec Tov mapoTnpONKay KOTd TN O1dpKeELN KMVIKOV LEAETOV ToPpATIOEVTOL TOPOKAT®
avd katnyopia cuyvomrag epeaviong. Ot katnyopieg cuyvotrag peaviong opiovtol g akoloHmg: ToAD
ovyvéc (= 1/10), ouyvég (= 1/100 émg < 1/10), oy ouyvég (= 1/1.000 £mg < 1/100), ondvieg (= 1/10.000 €mg
< 1/1.000), oAb omavieg (< 1/10.000), pun yvootés (dev pmopovv va ektipundovv pe Baon ta dtbéoyua
dedopéva). Evtog kabe kotnyopiog cuyvotntog ELPAVIONS, Ol avemBOUNTEG EVEPYELEG TopaTifeEVTAL KOTA
@Bivovoa oelpd cofapdmroc.

Mivaxkag 1: AvemOounTeg gvépyeleg Tov avayvopioTKay 6€ eAeyyOpeves KMVIKEG doKIPNES KOl PeTd TV
KUKAOQOpPia TOV QaPUEKOV

Katyopia/opyaviké cictnpa
ovpoomvo pg 1o MedDRA

AvemOOuNTEG EVEPYELES KON GUYVOTITA

AlTOpOYEG TOV OLLOTOUTIKOD
KOl TOU AEUPIKOD CLUGTILLOTOG

Oyt ovyvég: hevkomevia, ovdetepomevia
Mn yvootéc*: Opoufomevia

Al0TOpaYEG TOL OVOGOTONTIKOD
GLGTHIOTOG

Mn yvootéc*: oldnpa Tpocdnov, oidN U YA®GGoC, oidnua
yeilovg, oldnua dapvyya

Poylatpicég dtoTopay€g

Xoyvég: dryyog
Oy ovyvéc: ontikn wevdaicOnon

AwTapayéc Tov veupkon
GLOTNHLOTOG

YuyvEC: EMNPEACUEVN VAN, QUVNGLo, OLOTOPO)Y OTNV TPOGOYN,
dvuoyevcia, cHVOPOLO VICLY®V TOSIDY

Oy cvyvéc: vontikn Swatapayy], eminrrikég kpioeit

Mn yvootéc*: ohvdpopo omichiog ovaoTpEWUNG EYKEPUAOTADELNG

Kaopduakég dratapayés Toyvég: 1oyoupukn Kapdiakt] vosog”
Mn yvootég*: mapdtaomn tov dwaotruotog QT (BA.
mapoypaeovg 4.4 kot 4.5)

Ayyelokég dtatopoyég [ToAv cuyvéc: e€dwelc, vaéptacn
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AwTopay£c Tov YaoTpevteplkod | Mn yvootéc*: vavtia, uetog, didppota

AwTopayég Tov OEPUTOG Kot Yuyvég: Enpodeppic, KvnoHOG
TOL VIOOOPLOV 1GTOV Mn yvootég*: moldvpopeo epvnua, eEavonua

Awatapoyéc Tov pockeletikod | TToAd cvyvéc: kotdypotat
GLGTNUATOG KOl TOV GUVOETIKOV | M1 yvootég*: puadyia, poikoi oroouol, poikn advvaypdia,
16100 oGLOLYin

Awtopayég Tov 2UyvEG: YUVOIKOUOOTIO
OVOTTOPOYMYIKOD GUGTLLOTOG
KOl TOV JLOGTOV

levikég Sratapayég Kot [ToAb cvyvéc: eEavTinon, KOTwon
KOTOGTAGELS TG 000V
xopnynong

Kokooeig, dnintnpiéoeig kot [ToAV cuyvéc: mTmon
EMTAOKEC DEPATEVTIKOV
YEPLOUDV

* AvBopunteg avapopis amd TV eUmEpio LETA TNV KUKAOQOPI TOV POPUAKOV.

¥ Onwg a&oroyndnke and tvromompéva epotipata MedDRA (SMQs) «Enacpdvy GUUTEPIAAUBUVOLEVOV TMV CTACUOV,
OTOGHAV YEVIKELHEVNG EMANYI0G, GCUVOETOV EGTIOKMV EMANTTIKOV KPIGEWDV, EGTIOKAV ETANTTIKOV Kpicemv Kot status epilepticus.
Avto meptAapfavel GTAVIEG TEPUTTMOELS EMANTTIKMOV KPICEMV [E EXUTAOKEG IOV 001Y0OV o€ Odvarto.

T Onwg a&oroynOnke and tumorompéva epotinata MedDRA (SMQs) «Epgpaypo tov pookapdiovy Kot « AAAY o)oK
KPSkt vOG0», CUUTEPIAUUPAVOUEVOV TV 0KOLOVO®OV TPOTILOUEVOV Op®V TOL TapatnpHONKav € ToOLAdYLGTOV dVo 0cbeveic oe
TUXOOTOUNHEVEG EAEYYOHEVEG LE EIKOVIKO QPAPUOKO HEAETEG PAong 3: otnOdyyM, otepaviaio vOco, Euppaypa Tov pookapdiov, 0&d
éuoepaypo Tov pookapdiov, 0&H otepaviaio cOVEpoLo, actabng otddyyn, wyaiio Tov HLoKAPSioL Kot APTNPLOCKATPLUVET|
otepaviaiog aptnpiog.

1 IeplapPaver GAOLG TOVG TPOTIUMUEVOVG OPOVG LE TN AEEN «KATOYHO» 6T 0GTA.

Ieprypoon emAeyuévav avembountoVv EVEPYELOV

Emilnmurn xpion

Y11 eheyyopeves KMviké peiétec, 24 (0,5%) and toug 4.403 acbeveic mov vroPandnkav og Bepameia pe
nuepnowa 6omn 160 mg enzalutamide epedvicav emanmrikn Kpion, eved 1éocepig acbeveic (0,2%) mov
Elafav eucovikd eapuaxo kat évag actevig (0,3%) mov éhafe Prkalovtapion EUEAVICHY ETIANTTIKY Kpion.
H 8601 paivetol va amoTeAel OMUAVTIKO TPOYVAOCTIKO TOPAYOVTO TOL KIVOUVOL EULQAVIONG ETANTTIKNG
Kkpiong, OTWS avTiKoTompiletat amd o TPOKAMVIKE dESOUEVE KL OO TaL SESOUEVO Omd piol LEAETN
KAMUAK®ONG TG 000MG. XTI EAEYYOUEVEG KAWVIKEC PEAETEG, e€apédnKay ol acBeveic e Tponyovpevn
EMANTTIKY KPioT 1| LE TAPEYOVTEG KIVODVOD Y10 TIV EULPAVIOT| ETANTTIKNG KPIioNS.

e o ok povov okédovg 9785-CL-0403 (UPWARD) yio tnv a&loAdynon g ETinTmong Tov
EMANTTIKOV KpioemVv o€ acbeveic pe mpodiafecticong Tapayovies Yo EKONAMGCT ETANTTIKOV KpicewV (amod
tovg omoiovg 1,6% elyav 10topkd emANTTKAOV Kpicemv), 8 and 366 (2,2%) acOeveic mov EaPav Oepaneio
pe enzalutamide eppdvicav po eminmtkn kpion. H duipeon didpxelo g Oepaneiog rav 9,3 privec.

Agv givar YVmOTOG 0 PNYOVIGHOG LECH TOV 0Toiov 1) enzalutamide pmopel vo HEIdoEL TOV 0Vd0 TV
EMANTTIKOV Kpioemv, 0AAE Bo pTopovoe va GYeTIOTEL e To dedOpUEVA and in Vitro NEAETEG TTOL dElYVOLV OTL
1N enzalutamide ka1 0 evepyog LeTAPOAITNG TNG TPOGOEVOVTOL KOl UTOPEL VO AVAGTEIAOLV TN dPACTIKOTNTA
TV dldAOV TOV 16VToV YAopiov Tov GABA.

Ioyouaxy kapdiaxn vocog

& TOYOOTTOINIEVES KAVIKEG LEAETEG ELEYYOUEVES LE EIKOVIKO QAPLLOKO, 1) ICYOULIKT] KAPSIOKT VOGO
gppavioke 010 3,9% tov acbevav mov Elafov enzalutamide kot ADT cvykpitikd pe 1,5% tov acbeviov
nov £dafav eikovikd eappako kot ADT. Agkanévte (0,4%) acBeveic mov éhaPav enzalutamide kou 2 (0,1%)
aoBeveig mov EAafav EIKOVIKO QAPLOKO ELPAVIGAV GUUPEY IGYOLUIKNG KOPIIOKNG VOGOL OV 00N YNCE GE
Bdvaro.

Avo@opd TOavoA0yoOUEVOV OVETIOOUNTOV EVEPYELDY




H avagopd mhoavoroyodpuevov avembOunTmV EVEPYEIOV LETA OO TN XOPNYNOT AOELNG KUKAOPOPING TOV
(QOPUOKEVTIKOD TPOiOVTOG Elvan onpavtiky. Emitpénetl  cuveyn mapoakorovdnon g oyéong opélovc-
KIvOHVOU TOL QOPUOKEVTIKOD TPOIOVTOS. ZNTEITOL OO TOVG EMAYYEALOTIEG TOV TOUEN TNG VYELOVOLIKNAG
nepiBolymc vo avapEpovy 0molecdNmote THUVOAOYOVUEVES OVETIBVUNTEG EVEPYELEG LECH TOL EOVIKOD
GULGTILOTOG OVOPOPAS TOL avaypapeTat oto [apdptnua V.

4.9 Ymnepodocolroyia

Agv vrapyet avtidoto yio Tnv enzalutamide. X mepintmon vrepdocoroyiag, n Oepaneia pe enzalutamide
TPETEL VO, OTOLOTIOEL KO YEVIKG VTOGTNPIKTIKA LETPO TPETEL VAL EEKIVIIGOVV, AAUPAVOVTOS Loy TO Xpdvo
nuicelag {ong tov 5,8 nuepdv. Ot acbeveig pmopel va S1aTpéYovv avENUEVO KiVOUVO ETANTTIKOV KPIGEDV
LETA amd VIEPSOGOAOYIaL.

5. DOPAPMAKOAOI'IKEX IAIOTHTEX
51 ®@appoxodvvomkis 1010TNTES

DoppokoBepamEVTIKT KATNYOPI: AVIOYMOVIGTEG OPLOVAY KOl GLUVOQELG TAPEYOVTEG, aVTI-avOpoYoOVa,
kodwodc ATC: L02BB04.

Mnyavicudc dpdong

Eivat yvwotd 611 0 kapkivog Tov Tpootdn givor evaicntog ota ovdpoydva Kot avTamoKpiveTol otV
OVOGTOAN TNG GNUATOSOTNONG LEGH TOV VTLOSOYEN TV avOpoyovmv. TTapd To yaunAo 1 axdun Kot To pn
aviXveLoLUO EMITESO TV AVIPOYOV@V GTOV 0pd, 1 CNUATOSOTNOT HEGE® TOV VTTOSOYEN TV AVOPOYOVMV
ovveyilel va mpowbei Tnv e£EMEN g voosov. H diéyepon g avanTuéng TV KapKIVIKOV KUTTAPOV HEGH TOV
VTOS0YEN TV OVOPOYOVOV amantel Tupnvikd eviomopod kot déspevon tov DNA. H enzalutamide eivor évag
1OYVPOG AVOGTOAENS TNG CNUATOSOTNONG HEGH TOV LTOSOYEN TOV AVOPOYOVAOV TOL EUTOSILEL ddpopa
GTAdL0 GTO GNUOTOJOTIKO LOVOTATL TOL VTT0d0YE TV avdpoydvev. H enzalutamide avactéddlel
OVTOY®VIOTIKG TN GOVIEST TOV aVOPOYOVEOV GTOVG DITOSOYELS TOV OVEPOYOVHV, Kl ETOUEVMG OVACTEAAEL
TNV TUPNVIKT HETATOTION TOV EVEPYOTOUNUEVOV DTOSOYEMV KOl AVOGTEALEL TN GVVIEST] TOV
EVEPYOTOMUEVOL VTTOJOYEN TV avOpoyovmv e DNA axoun kot 6Tnv pouopen g vaepék@pocng Tov
VTOS0YEN TMV OVOPOYOVOV KOl GE KOPKIVIKA KOTTOPO TOV TPOoTdTtn avlektikd o€ avti-avopoyova. H
Oepomeia pe enzalutamide petdvel Ty avanTuén TOV KAPKIVIKOV KVTTAP®OV TOV TPOGTATN KOl UTOPEL VL
TPOKAAEGEL OAVOTO GTO KOPKIVIKA KOTTOPO KOL DTOYDPTGT TOL OYKOV. L€ TPOKAVIKEG LEAETEG ™|
enzalutamide otepeitat g SpAong TOL AYOVIOTY GTOV VTOSOYEN TV AVIPOYOV®V.

Dopupokoduvapkés emOpPAcELS

e o KMvikn dokipn edong 3 (AFFIRM), acBevav mov dev avtamokpiOniay oe mponyodpevn
ymuelobepaneio pe viooetatérn, 1o 54% tov aclevov mov Edafav Oepaneia pe enzalutamide, évavtt 1,5%
TV aofevav Tov EAafav ElKoViKO @apLako, eiyav TovAdyotov 50% peiwon omd tn péon T Tev
emmédwv PSA.

e o GAAn Ky dokn eaong 3 (PREVAIL) ot acBeveig mov dev giyav mponyovpévmg Adpet
ymueobepamneio kKo Edafov enzalutamide mopovciacay onpavVTIKE VYNAOTEPO TOGOGTO AVTATOKPLIOTG TOV
oAkov PSA (opilopevn g peiwon > 50% amd tnv apyikn TIUn), 6€ GVYKPLoN Ue Tovg acbeveic mov Elafav
€IKOVIKO @dppaxo, 78,0% évavtt 3,5% (drapopd = 74,5%, p <0,0001).

e o kKhvikn dokyn eaong 2 (TERRAIN) ot acBeveic mov dev giyav mponyovuévac Aapet ynuetodepameio
kot EAaPav enzalutamide mopovsiocay oTNUAVTIKE VYNAGTEPO TOGOGTO AVTATOKPIGNG TOL OAKoL PSA
(op1lopevn og pelwon >50% omd v apyikn Tun), o€ cUYKPIoN Le Tous acBevelg mov Elafov
Bucarovtapion, 82,1% évavtt 20,9% (dapopa = 61,2%, p <0,0001).

e o dokipn povov okéAovg (9785-CL-0410) ot acbeveig mov elyav mponyovpuévog Aapet Oepaneia
dbpkelag TovAdytoTov 24 gfdopddwv pe apmpatepovr (ovv mpedvilovn), o 22,4% mapovciooe peioon >
50% amd o apyikd eninedo PSA. TOp@Va e TO TPOTNYOVUEVO 1GTOPIKO yNUEODEPUTELNG, TO TOCOGTA TOV
acBevav pe peimon > 50% tov emmédov PSA Ntav 22,1% kot 23,2%, Yo Tig opddes acbevav mov dev elyov
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TPONYOLUEVDG AdPeL ynuelobepameio Kot yio TIG OpAdEg acBevmdy o giyav TPONYOoLHEVMG AdPEL
ymueobepaneia, avrictolya.

v Khvikn dokiu; MDV3100-09 (STRIVE) un petactaticod kot petactatikov CRPC, ol acBeveic mov
éapav enzalutamide mwapovciooay GNUOVTIKA VYNAOGTEPO GUVOAKO TOGOGTO EMPERULOUEVNG AVTOTOKPIONG
PSA (opilopevo mg o peimon > 50% amd v apyikn Ty) og obykpion pe acbeveic mov Aapfovoy
Bucarovtapion, 81,3% évavtt 31,3% (dragpopd = 50,0%, p <0,0001).

v kKAwvikn dokiu] MDV3100-14 (PROSPER) pn petactatikod CRPC, ot acBeveic mov édafav
enzalutamide xatédei&ov onuavtikd VYNAGTEPO T0600To emPePfarmpévng amoxpiong PSA (opildpevo mg o
peimon > 50% amod TV apyIkn Tun), o€ cOykplon pe acbeveic mov Adppavay gikoviko eappoko, 76,3%
&vavtt 2,4% (dwapopd = 73,9%, p <0,0001).

KAMvikn amoteAecpoTikdTNTO Kol 0GQOIAELD

H amoteleopatikdmra g enzalutamide tekunpidOnKe Ge TPELG TLYOLOTOMUEVES, ELEYXOUEVES LLE EIKOVIKO
QAPLOKO, TOAVKEVIPIKES KAVIKEG pEAETEG eaong 3 [MDV3100-14 (PROSPER), CRPC2 (AFFIRM),
MDV3100-03 (PREVAIL)] mov die&nybnoav oe acbeveig pe kopkivo tov mpootdtn vad e£EMEn, ot onoiot
gupavicav eEEMEN TG vooov vtdbepaneio otépnong avopoydvev [avdioyo LHRH 1 énerta and
apeotepomievpr opxektopn]. Tt pedétn PREVAIL evtayOnkav acOeveig pe petactatiké CRPC mov giyov
AdBet mponyovpéveg ynpeodepaneia, eved otn perétn AFFIRM evtayOnkav acOeveis pe petactaticd CRPC
Tov giyov AdPet Tponyovpévmg viocetalédn kot otn pedétn PROSPER evtdybnkov acBeveig pe un
petaotatikd CRPC.

EmmAéov, n amoterespatikotnta o€ aobeveic e mHSPC texunpiodnie eniong o€ pio tuyoiomompévn,
EAEYYOLEVT LLE EIKOVIKO PAPLOKO, TOAVKEVTPIKT KAMVIKT pehétn pdong 3 [9785-CL-0335 (ARCHES)]. Olot
o1 acBeveig giyov AdPet éva avaroyo tng LHRH 1 eiyav vroPfAnbel oe appotepodmievpn opyeKktoun.

210 okélog evepyo Bepaneiog, To Xtandi yopnynonke omd Tov oTopATOG GE dOom 160 mg nuepnocimg. ZTig
téooepig kKhMvikég pehéteg (ARCHES, PROSPER, AFFIRM kot PREVAIL), o1 acBeveic Aapfavay gicovikod
QAPLOKO GTO OKELOG EAEYYOL KOl 0TOVG 0oOevelg emttpendTay, Y®PIG va amatteitatl, va Aapupfdvoovy
TpedvILOVN (M péyiotn emTpendpevn nuepnoto. 66on Nrav 10 mg mpedvilovng 1 tlwodvvaun).

Ot petaforég otn cvykévipwon tov PSA otov opd and poveg Tovg dev OMOTEAOVV TAVTOTE TAPAYOVTIQ
TPOPAEYNS TOL KAMVIKOD 0OQPELOVC. £2G €K TOVTOV, OTIG TEGOEPIC PEAETES LANPEE 1) GVGTAOT 01 aobeveis va
ovveyicovy va Aappévouy Tig Bepameiec TOVG 6TO TANIGLO TNG HLEAETNG LEYPL TNV IKAVOTOINGT TOV KpLTnpimv
SLKOTNG, OTWS AVTA TPOGIOPILOVTUL TOPUKAT® Y10 KAOE HEAETT.

Melétny 9785-CL-0335 (ARCHES) (a00¢veig ue uetoototike HSPC)

2 peiétn ARCHES evtayOnkav 1.150 acBeveic pe mHSPC, ot omoiol TuyotomomOniayv pe avaioyio 1:1
oe My enzalutamide podi pe ADT 1 ewovikod gappdxov poli e ADT (n ADT opileton og aviroyo
LHRH 7 appotepomrevpn opyextopn). Or acbeveic éhapav enzalutamide og 66om 160 mg pio popd
nuepnoiong (N = 574) 1§ ewoviko pdpuaxo (N = 576).

KoatdAAniot ylo évtagn otn peAétn NTav ol 0oBEVEIS [LE LETAGTATIKO KOPKIVO TOV TPOCTATY, TEKHUPLOUEVO
pe Betikd omvOnpoypaenue oot®v (Yo 06TIKN vOG0) 1 petactatikég eotiec o€ CT 11 MRI (v voco
poAaxmv popiov). Ot acbeveig 6Toug omoiovg 1 eEAmlmon TG vOcou TeploptldTay GTOVG ETLYDPLOVE
TLEMKOVC Aeppadéveg dev NTav KaTdAANAot Yo Evtaén ot PeAé.

Ot acBeveic emttpendTay va £xouv AdPel £mg 6 KOKAoLg Bepameiog e viooetaedn, Le TV TeEAgvTaio
yopnynon g Oepameiog va £xel ohokAnpwOel evidc 2 unvav Tpv omd v Nuépa 1, xopig va Exovv evdei&elg
eEEMENG TG VOGOV KaTA TN dtdpKEL 1] LETA TNV OAOKANpmGT| TNG Oepameiag pe viooeTalern.
Amoxeiomnkav o1 0oBeveig pe Yvootn 1 TOovoloyoOLEVT EYKEPUAIKT| LETACTOOT] 1| EVEPYN VOGO GTNV
OPOLYVOEION UVLYYO 1] LLE LOTOPIKO EMANTTIK®OV KPIGEWDV 1] OTO0OTOTE KATAGTOOT TOV LITOPEL VOl
dMpovpynoet Tpodiabeon Yo EMANTTIKN Kpion.

Ta dnuoypaeikd GToryEln Kot To YOPUKTPIGTIKA 0VOPOPAS NTAV KOAG 1IGOPPOTNUEVE LETAED TV dVO
opddwv Bepancioc. H dipeon nhkio oty toyotonoinon frav 70 £t kot 6115 600 opddeg Oepomeiog. Ot

TEPLoCOTEPOL 000EVELG 6TOV GLUVOLIKO TANBLVGLO MTtav Kavkdoiol (80,5%), to 13,5% ftov Acidteg kat to
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1,4% frav Mavpot. H Babporoyia tov emmédov anddoong katd Eastern Cooperative Oncology Group
(ECOG PS) ftav 0 ya to 78% tv acBevav kot 1 yio to 22% tov acbevdv katd v Evialn otn pHerén.
O1 aoBeveic oTpopOTOTOMONKAY GE YOUNAOD EVOVTL VYNAOL POPTIoL VOGO Kot TporyoOuevn Oepansio e
vtooeTa&éln Yo KapKivo Tov Tpoctdrr. Tpldva entd To1¢ £K0TO TV AoOEVAOV giye VOGO YOUNANG
Katovopns Kot 63% tov acbevav gixe voso vyning Katavoung. Oydovta dvo Tolg ekatd TV achevav dev
glyav Adper Tponyovpevn Bepameia pe viooetaédn, to 2% éhafe 1-5 kdkhovg ko o 16% EhafPe 6
TPOTYOVUEVOVLS KOKAOVG. Aev EXETPAnN 1) TOLTOYPOVT Bepameia e VTOGETAEEAT.

H emBinon yopic aktivoroyun eEEMEn g vocov (rPFES), Bdoet ave&aptntng Kevipikng enaveEétaong,
NTOV TO TPAOTOPYIKO KATAANKTIKO OoNLEl0 TOV 0pioTNKE MG 0 YPOVOS OO TNV TLYOLOTTOINGN MG TNV TPAOTN
OVTIKELUEVIKT EVOEIEN aKTIVOLOYIKNG EEEMENC TG VOGOV 1] ToV BdvaTo (0mo10GONTOTE ALTIOAOYI0G 0o TN
OTIYUN TNG TVYOOTOINoNG £1G TIC 24 £BOOUASES ATd TN SLOKOT TOL PAPUAKOV TNG HEAETNG), OTTO10
ouvEPave TPAOTO.

H enzalutamide enédeiée otatiotikd onuavtikny peimon katd 61% otov kivovvo gupdaviong cvufavtog rPFS
o€ oVYKplon e 1o gikovikd eappako [HR = 0,39 (95% AE: 0,30, 0,50), p < 0,0001]. Avdroya
amoteAéopata Yo v rPFS mopampnibnkov otovg acbeveic pe voso vymiov @optiov 1| vOGO YOUNAOD
QOPTIOL Ko 6€ aoBeVEIS Le Kot ympig Tponyoduevn Oepancio pe viooetaléAn. O Suapesog ypovog £mg TV
epeavion coppavtog rPFS dev enetedydn 610 okélog g enzalutamide, evéd ftav 19,0 piveg (95% AE: 16,6,
22,2) 610 GKEAOG TOV EIKOVIKOV QUPUAKOV.

Mivakag 2: Mepiinyn TOV 0£60PEVOV UTOTEAECRATIKOTITOS 68 060gveic mov EhaPav Ospameio pe
enzalutamide 1] etkovik6 @appaxo otn perétn ARCHES (avédivon mpéBeonc yra Oepancia)

Enzalutamide poli pe ADT | Ewkoviké oappoxo poli pe
(N=574) ADT
(N =576)
Mp®TOpYIKO KOTUANKTIKO GTUEI0
Empioon yopic aktivoroyikn eEéMén
Ap1Ouog cvpuPavtav (%) 91 (15,9) 201 (34,9)
Atdipeon tyun, pves (95%
AE)! A/E 19,0 (16,6, 22,2)
Avaroyia kivdovov (95%
AE)? 0,39 (0,30, 0,50)
T p’ p <0,0001

A/E = Agv emebybnke.
1. Ymoloylotnke pe ypnon g pebddov Brookmeyer kot Crowley.
2. Awotpopdtoon pe Baon to eoptio Tng vOcou (Yapunio £vavit vyniov) Kot TNV TPoNYoOUEVT ¥PNON VTOOETOEEANG (VoL 1
oxL).
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Empiwon ywpic akmvoypamirn sEEMEN (%)
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Ewova 1: Kapmvin Kaplan-Meier tng rPFS 6ty peiétn ARCHES (avaivon npo0Osong ywa Oepamsia)

Ta KOpo SeVTEPEVOVTO KATAANKTIKA OTHEIR ATOTEAESUATIKOTNTOG TOL a&loAoynOnKay 6T HeAET
oopmephappavay To xpovo Emg v eEEMEN Tov PSA, 10 ¥podvo Evapéng g vENS OVTIVEOTAAGLOTIKNG
Oepoameiag, 10 T0600Td acbevaV pe pn aviyvevoylo eninedo PSA (peimon og < 0,2 pg / L), kot to 1060616
avtikelpevikng avtanokpions (RECIST 1.1 pe Bdorn aveEdptnn avackonnon). ZTOTIGTIKO OT|LLOVTIKEG
Beltuwoelg og acbeveic mov EAaPav enzalutamide oe GOYKPIOT HE TO EIKOVIKO QAPUAKO KOTOSEXONKAV Yo
OA0OL VT TO OEVTEPEVOVTA TEAKA OMUELDL.

‘Eva dALo Pacikd de0utepedov KATAANKTIKO ONUEl0 OTOTEAEGHATIKOTNTAG TTOV a&loA0YHONKE oTN HeAéTn NTaV
1 GLVOMKTY| EMPI®OT. TV TPOKABOPIGUEVT TEMKT 0VAALOT] Y10 TN GLVOMKTY| EMPimON, Tov de&nydn dtov
mapatnpnOnkav 356 Bévatol, katadeiydnke oTOTIGTIKA ONUAVTIKY HEIOT TOL Kvduvov Bavdatov Kotd 34%
o1V opada Tov TuyalomomOnke va AdPel enzalutamide o GuyKpIoN HE TV OPLASA TOL TLYALOTOMONKE Yot
va Adet eikovikd eappaxo [HR = 0,66, (95% CI: 0,53; 0,81), p < 0,0001]. O duipecog xpovog yio
ouvolikn emiPimon dev emrtedyOnke og Kapio amod Tig dVo opddes Bepanciog. O eKTIHMUEVOG O1AUECOG
¥PpOVOG TapakoroOnoNg Yo OA0VG Tovg acBeveic ntav 44,6 unveg (PAérne Eucova 2).

oo
W5
%0 4
R
B0+
|
—_ 65+
£ s
E 554
3 504
CA
E ]
¥4
¥ -
5
204 Ogpameia Api8u6g aoBeviov
15+ Enzalutamide ]
a4 * Eik. @douaxo i
g Aokipagia SlaoTpwudTwong Log-Rank: < 0,001
5+ Avaloyia kivdovou (95% Cl): 0,66 (0,53,0,81)
[-] ¥ # 9 | %5 a 1 i ] 1 ¥ T & " L] 7 =]
Mrve
Acbeveig o€ Kivduvo nves
Enzalutamide 574 388 538 531 333 3 48 4M 47 M0 47 47 M M 4 MM 1M @ LH] ] 1
EIk. pdppako 576 MEd  BEE  EFE 811 aBR 4BA A% apd DB M) DM T W W M- " ] 1 1

Ewova 2: Kaproieg Kaplan-Meier g cuvohkig empimong otn periétn ARCHES (avaivon
npo0eong Yo Oepameia)

Meletn MDV3100-14 (PROSPER) (aobeveig ue un petaotatiko CRPC)
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2 peiétn PROSPER evtayOnkav 1.401 acOeveic pe aoupmtopatiko, YYnAoy Kivouvou pUn-UeETOCTATIKO
CRPC nov cuvéyioav t Oepomeio otépnong avdpoydovov (ADT, opildpevo wg avdioyo LHRH 7
Tponyovpevn dipepng opyektoun). Ot acBeveig Empene va £xovv ypdvo dumhactacuov PSA <10 univeg, PSA
> 2 ng/ mL, ko1 emPePoainon pn LETOCTATIKNG VOGOV 0 TVQAT aveEAPTNTN KEVIPIKT 0VOCKOTNON
(Blinded Independent Central Review, BICR).

Enetpdmn n évtaén acevov pe 16toptkd Nmog £og pETprog kapdlokng averdapkelag (katnyopia I 1 I katd
NYHA) kot ac0evav mov Adpfovoy oproKeuTiKd Tpoiovia Tov oyetiloviay He TV EAATTOOT TOV 0VOoV
TOV ETUNATIKOV Kpicewv. ATokAeiotnKov acBeveis Le Evo TPOTYOULLEVO IGTOPIKO ETMANTTIKNG Kpiong, 1 Le
Kol dOnon mov Oa propovce va anotehel TPodIAHEGIKO TAPAYOVTA Y10 ELPAVIOT] ETANTTIKNG Kpiong M
L& CLYKEKPIUEVES TPONYOVUEVES Bepameieg Yo kapKivo Tov TpocTtdn (dnA. ynpewdepaneio, keTokovaloin,
ofw aumipatepdvn, aptvoyrAoutedipion 1/kat enzalutamide).

Ot acBeveic ToyaomomOnkav pe ovoroyia 2:1 otn Aqyn gite enzalutamide og 6601 160 mg pio popd
nuepnoing (N = 933) eite ewovikov pappdkov (N = 468). Ot acBeveic dtuotpopatdbnkay pe Baon to
YPOVO SIMAAGIAGLLOD TOV £101K0V TPooTaTikol avtydovov (PSA) (PSADT) (<6 pivec 1 = 6 wiveg) kot
YPNON TAPAYOVI®MV GTOYELONG OGTAV (VaL 1 O)L).

Ta dnpoypaeikd cToryelo Kot To YOpaKTNPIGTIKA TG VOGOL TV achevdv Katd tnv Evapén ftav
soppomnpéve Letald tov okeAmv Bepaneiog. H didpeon niikia Katd v tuyxaionoinon nrav ta 74 £t 610
okéAog NG enzalutamide kot To 73 €11 6T0 GKELOG TOV EIKOVIKOD POPUAKOL. LT HEAETT Ol TEPIGGOTEPOL
acBeveic (71% nepinov) Rrav Koavkdaotot, 16% frav Acidres kot 2% frav Mavpot. To 81% tov acbeviov
eppavioe eminedo amddoons katd ECOG 0% kot to 19% tov achevav elye eninedo anddoong ECOG 1.

H emBioon yopig petactdoelg (Metastasis-free survival, MFS) fjtav 1o Tp@topyikd KATAANKTIKO oneio
IOV OPIGTNKE G 0 YPOVOG OO TNV TUYOLOTOINGT) £MG TNV AKTIVOAOYIKT €EEMEN 1} TO Bdvato evtog 112
NUEP®V OO TN daKoTN TNG Bepameiog ympig TNV KoToypapr| TG aKTvoAoYIKnG eEEMENG, dmoto cuvéPatve
TpmT0. Baoikd dgvutepehovta kaTtoAnKTikd onpeia Tov a&loAoynOnKay ot LEAETN NTOV 0 ¥POVOG G TNV
p60d0 10V PSA, 0 ¥pdvoc w¢ v mpmdn Ypnriomn véag avtiveomhootikng Oepaneiog (TTA), n cuvolikn
empPioon (0S). EmmAiéov devtepedovia Katainktikd onpeio mepleAdpufoavay 1o xpdvo PéypL TV TpdTn
¥pNoN KuTTapoto&ikng ynuetodepanciog ko emPinong ywpig ynpeodepancio. Agite o amoteAéopoto
nmapokdato (ITivakag 3).

H enzalutamide xoté€dei&e oTOTIOTIKA oNUOvVTIK peimon Katd 71% 610 oyeTIKO KiVOUVO KTIVOLOYIKNG
eEEMEng M Bavatov og cuykpion pe To siovikd eapuaxo [HR = 0,29 (95% AE: 0,24, 0,35), p <0,0001]. H
dtapeon i MFS frav 36,6 punveg (95% AE: 33,1, A/E) oto okéhog tng enzalutamide évavtt 14,7 pmvév
(95% AE: 14,2, 15,0) oto oKk€Mog L€ TO EIKOVIKO PAppoko. Xvvenn amoteréopato MFS napatnprnkav
emiong o€ OAeg TIg TpoKabopiopéves VTooUAdES acbevdv, cuprepthappavopéveoy tov PSADT (<6 unvav 1
> 6 unvev), g dnpoypaetkns teploxns (Bopewa Apepikn, Evpdmn, vroioimog k6G10G), TG nAkiag (<75 1
> 75), TG xpNoNgS evog TporyodeVOL Tapdyovta 6Tdxevons oot®dv (vau 1 0y (PAéne Ewcova 3).

Mivakag 3: Mepiinyn Tov dedopévov aroterlespotikétnTog ot peiétn PROSPER (avaivon
npo60eong Yo Oepameia)
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Enzalutamide Ewkoviké gappaxo
(N=933) (N =468)
MpoTopIKé KOTUANKTIKO oNuEi0
Empioon yopic peractdosig
ApBudc cvpBaviev (%) 219 (23,5) 228 (48,7)
Atdueon Ty, wiveg (95% AE) 36,6 (33,1, A/E) 14,7 (14,2, 15,0)

Avaloyio kivdvvov (95% AE)’

0,29 (0.24, 0,35)

T p’ p <0,0001
Kvplo 6guTepevovTa KOTOAKTIKG GNUELN OTOTEAECUOTIKOTTOS
Tvvolkn empPioon’
Ap1Ouog coppavrav (%) 288 (30,9) 178 (38,0)

Atdueon Ty, piveg (95% AE)

67,0 (64,0; A/E) 56,3 (54,4; 63,0)

Avadoyia kivdvvov (95% AE)?

0,734 (0,608; 0,885)

Ty p’

p=0,0011

Aldotnpa og v e£éMEN Tov PSA

Ap1Bpdg cvpfaviav (%) 208 (22,3) 324 (69,2)
Atdpeon Ty, piveg (95% AE)’ 37,2 (33,1, A/E) 3,9 (3,8,4,0)

Avadoyio kivddvov (95% AE)’

0,07 (0,05, 0,08)

Ty p’

p <0,0001

Aot O TNV TPATN YPNGTN VEUS GVTIVEOTA

opaTikig Ogpaneiag

Ap1Ouog cuoppavrav (%)

142 (15,2) 226 (48,3)

Atdpeon Ty, wivec (95% AE)’

39,6 (37,7, A/E) 17,7 (16,2, 19,7)

Avadoyia kivdvvov (95% AE)?

0,21 (0,17, 0,26)

Ty p’

p < 0,0001

A/E= Aev emtevydnke

1.  Me Bdon 1o omoteréopota g Kopmding Kaplan-Meier.
2. H avoloyio kivddvov mov mpoépyetal omd évo. poviédo mtalvopounone Cox (pe m Bepaneio g ™ povn

ocoppetafint), dSwotpopatdbnke pe fdon to ypodvo durhaocioopov tov PSA kot tyv mponyovpevn 1 tavtdypovn

¥PNON EVOG TOPAYOVTA GTOYEVONG 00TAOV. Avaroyia kKivdvuvov < 1 gvvoei tnv enzalutamide cuYKpPITIKA e TO

EIKOVIKO (QAPLLOKO.

3. H oy p npoépyetan omo pio dtactpopatonomuévn dokipacio Aoyapdukng tag&vounong (log-rank test) amod to

¥povo duthaciacpov PSA (< 6 pnvav, 2 6 pnvav)
otOYEVONG 00TAV (Vat, OxL).

4. Me Bdon pwo tpokabopiopévn evoldpesn avalvon pe nuepopnvia dtakonng cviroyng dedopévav 15 Okt 2019.

KO TNV TPONYOVHEVT 1} TAVTOYPOVY YPNON EVOG TOPAYOVTOL

EmBiwon ywpic peraoraoeg (%)

Enzalutamide (N = 933) Median 366 months Hazard ratio = 0.29
0] Placebo (N = 468) Median 147 months ~ 95% C1(0.24, 0.35), p < 0.0001
rrrorr 1 rr Tttt e et Tttt rrrrr T rnrd
0 3 ] 9 12 15 18 3| 24 27 a0 1 6 9 42
Patients at Risk Miiyveg
Enzalutamide 933 865 750 637 528 43 48 a2 237 158 &7 7 31 0
Placebo 468 420 296 22 157 105 98 B4 49 kY| 16 11 5 1 i]
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Ewova 3: Kapmoieg Kaplan-Meier g empioong yopig petdotacn ot peréty PROSPER (avaivon
np60eong Yo Oepomein)

Katd v telicn avdioon yo ) cuvolikn emPioon petd v mapatipnon 466 Bavatmv, ) Beponeia pe
enzalutamide katédei&e otatioTikd onuavtiky Pedtioorn 6t cuvolkn eximon cuykpttikd pe ) Bepameio
LLe EWOVIKO @dppako pe peiwor tov Kivdvuvov Bavdtov katd 26,6% [avoroyia kvddvov (HR) = 0,734, (95%
AE: 0,608, 0,885), p=0,0011] (BAéne Ewkdova 4). O didpecoc ypovog moapokorovdnong frav 48,6 kot

47,2 nnveg, avtiotoya. Tpuovtatpio Toig ekatd tov achevov mov Ehafav enzalutamide-kot 65% twv
aoBevdv Tov Elafav eikovikd eappako ELafav TOLAGYIGTOV pic ETOUEVT AVTIVEOTAAGLATIKY Bepameio 1
omoia pmopet va av&NoEL T GLUVOAIKN emPimon).

EmBiwon (%)
4

ApiBpdc aobevioy - Median (95% AE) Hazard Ratio (95% AE)
9

4 --»--XTANDI 33 67,0 (640,A/E) 0,733 (0,608,0,883)
o — Placebo 468 56,2 (54,4, 63.0) ANAD
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
1} B 12 18 4 il = 42 43 = 1) =] 2
Qiapkeia ouvohkr|g emBlwang (Mivee)
XTANDI =30 20 (10 7 (23] 265 1) 22 (3] 745133 08 (177 473 (213 7 (257) 206 (272 83 (252 15 [287) 0[5
Placebo 463 455 (0] 444 (12 42128 EEE A 274114 196 (140 140152 &7 [1562) A7) 917 0178

Ewova 4: Kaprdieg Kaplan-Meier g cuvohkig empimong otn perétn PROSPER (avéaivon
npo60eong Yo Ogpameia)

H enzalutamide kotéderle otatioticd onpovtiky peimon katd 93% tov oyetikol kivdvuvov eEMENG Tov PSA
o€ ouyKplon e 1o gikovikd eappako [HR = 0,07 (95% AE: 0,05, 0,08), p <0,0001]. O didpecog ypdvog £m¢
Vv Tpoodo Tov PSA ftav 37,2 unveg (95% AE: 33,1, AE) 610 okélog tng enzalutamide évavtt 3,9 unvaov
(95% AE: 3,8, 4,0) 010 6kéLog ToV g1KoViKOL Qappakov (BAéne Eucova 5).

H enzalutamide kotédei&e oTaTIoTIKG GNUAVTIKT KOOVGTEPNGN GTO SIAGTNUA MG TNV TPAOTN YPNOT VELS
OVTIVEOTAOCLLOTIKTG Oepaneiog oe cOyKpion pe To eikovikd edppako [HR = 0,21 (95% AE: 0,17, 0,26), p
<0,0001]. O d14pecog xpoOVOC MG TNV TPMOTN XPNOT VENSG AVTIVEOTAAGHATIKNG Bepaneiog NTav 39,6 unveg
(95% AE: 37,7, AE) oto okéAog g enzalutamide évavtt 17,7 unvav (95% AE: 16,2, 19,7) 610 6k€L0G TOV
EIKOVIKOD QOPUAKOL.
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104 —— Enzalutamide (N =933) Median 39.6 months Hazard ratio = 0.21
o] Placebo (N = 468) Median 17.7 months  95% C1{0.17, 0.26), p < 0.0004
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] 4 8 12 16 20 24 28 32 36 40 4
Patients at Risk Minyze
Enzalutamide 933 829 729 625 526 418 313 213 121 49 7 i
Placebo 468 406 209 Pra| 166 107 72 46 ral g 1 0

Ewova 5: Kapmoieg Kaplan-Meier Tov (p6ovov yio Ty Tp@T1] (P1]01] VEQS OVTIVEOTAAGHUTIKNG
Oepanciog ot perétn PROSPER (avdiven tpdé0song yra Ogpomeia)

Melétn MDV3100-09 (STRIVE) (aoBeveig ue un pertaorotiko/uetootatixd CRPC mov dev eiyav mponyovusvamg
Adfer ynueioBepomeia)

>t perétn STRIVE evtayOnkav 396 acBeveig pe pun petaotatiko 1 petactotiké CRPC mov giyav
Broynuun 1 axtivohoykn eEEMEN TG VOGOL Tapd TNV TPMOTOPYIKT Oepaneio 6TEPNONG OVOPOYOVMV, O1
omoiot TuyatomomOnKoav yuo va Adfovv gite enzalutamide o€ 660m 160 mg pio popd

nuepnoing (N = 198) gite Pucaiovtapidn og d6om 50 mg pia popd nuepnoing (N = 198). H ehevbepn
axtvoroyikng e&€Méng emPioon (PFS) ftav o mpotapyikd Kotodnktikd onueio mov opictnKe oG 0 xpovog
OO TNV TLYULOTOINON £MG TIC TPMTEG AVTIKEWEVIKEG eVOEIEELS axTvoroYIkNG eEEMENC, TV e€EMEN Tov PSA
1N 1o Bavarto otn pedétn. H ddueon ty PES ntav 19,4 uiqveg (95% AE: 16,5, pn emtevybeica) otnv opddo
¢ enzalutamide évavti 5,7 pnvav (95% AE: 5,6,8,1) oty opdda Pucarovtapidng [HR = 0,24 (95% AE:
0,18, 0,32) <0,0001]. Xt00epd d¢erog TG enzalutamide Evavtt Tng Prkarovtapiong otnv PFS mopatnpnbnke
o€ OLec Tig mpokabopicpéveg voouddeg acbevav. o tn un petactatikn vroopddo (N = 139) cuvolkd 19
amd tovg 70 (27,1%) acbeveig mov Elafav enzalutamide kot 49 amd tovg 69 (71,0%) acbeveig mov Elafav
Bucarovtapion giyov cvpPavra PFS (68 cuvoicd coppdvrta). H avoroyio kivddvov ftav 0,24 (95% AE:
0,14, 0,42) kot o dudpecog xpovog o€ Eva cupuPav PFS dev emttevybnke oty opndda g enzalutamide évovtt
8,6 unvov oty opdada g Prkokovtapiong (BAéne Ewova 6).

17



[Emupiwan Xwors EEshiin Nogoy (%)

__ Enzalutamide (N = 198)

Median 19.4 months  Hazard ratio=024 ~— °

03 Bicalufamide (N=198)  Wedian 5.7 months  95% C1(0.18, 0.32), p < 0.0001
T T T T T T T T T T T L T T T T T T T T T T T T T T T T T T
0 3 L] 9 12 15 18 21 24 27 30
Patients at Risk Minces.
Enzalutamide 198 m 150 131 101 66 43 24 16 5 0
Bicalutamide 198 138 80 =1 29 17 9 5 3 1 0

Ewéva 6: Kapmioreg Kaplan-Meier tng empioong yopic e€éMEn g vooov otn perétn STRIVE
(avaivon mp6Beong Yo Ocpaneia)

Mehéty 9785-CL-0222 (TERRAIN) (acbeveic ue petaororié CRPC mov dev eiyav mponyovuévag Adfet
xnuetofepomeio)

>t perétn TERRAIN evtayOnkav 375 acbeveig pe petactatikd CRPC ov dev giyav mponyovpévag Adpet
ynueodepaneio kot Oepameia pe avti-ovdpoydva, ot omoiot TuyotomoOnkay va Adfouv gite enzalutamide og
d0oom 160 mg pio popd nuepncing (N = 184) gite fucoiovtapidn oe 66om 50 mg pio popd nuepnoing (N =
191). H d1dpeon emPioon yopig e£éMén (PFS) fitav 15,7 unqveg yia toug acbeveic oe Oepameio pe
enzalutamide évovti Tov 5,8 unvav yio toug acbevelg oe Bepancio pe Pucokovtapidn [HR = 0,44 (95% CI:
0,34, 0,57), p <0,0001]. H PFS opiotnke o¢ n avTikelevikn EvOogiEn axtvoroyikng e£EMENG g vosov and
aveEaptnn KEVIPIKN emaveEETaoT, CUUPAVTO OYETILOUEVA [LE TO OKEAETO, 1 EVOPEN VEAS OVTIKOPKIVIKIG
Oepomeiog 1 0 OGvatog amd omoradmoTe artio, 0TIONTOTE 0md o TAPATAV® GLUPET TPMTO. ZT00EPO OPENOG
eni g PFS mapatmpnnke oe OAec T1c Tpokabopiopéveg voopddes achevaov.

Meréty MDV3100-03 (PREVAIL) (a00evei ue petoorotikd CRPC wov dev eiyov mponyovuévas Adpe
xnuerolepomeia)

"Eva 6hvoro 1717 acOUTTOUOTIKOV 1} L0 CUUTTOUATIKOV 0oOEV®V, 01 0TT0T0L SEV EIYOV TPOTYOVUEVDS
AGBet ympetoBepameio ToyoonomOnke pe avaroyia 1:1 otn Aqyn eite enzalutamide and Tov GTONLATOG GE
doon 160 mg pio popd nuepnocing (N = 872), gite 1koviKoD PAPUAKOL 0O TOL GTOUATOS [io popd
nuepnoiong (N = 845). Enetpann n éviaén acbevov pe omlayyvikn voco, 0o0evav Ie 16TOPIKO NG £MG
pétpag kapdiakng avemdpkelag (katnyopio I 1 I katd NYHA) kou acBevadv mov Adppavoy QoppuokenTikd
TPOIOVTO TO. OTOi0 GUGYETILOVTAV LE TNV EAATTOOT TOL OVIOV TMOV EMANTTIKOV KPIGEDV. AToKAEioTNKAY
ao0evelg [Le TPONYOVUEVO 1GTOPIKO EMANTTIKNG Kpiong 1 mdbnomng 1 omoia Bo propovce va anotehet
TPOOOOESIKO TOPAYOVTO Y10 ELPAVIOT| ETMANTTIKNG Kpiong kot acbeveis pe pétpio 1 coPapd movo Adyw® Tov
kapkivov tov Tpootdtn. H Aqym g Bepameiog g pehéng cvveyiomke £wg v e£€MEN TG vOooL
(axTvoroyikn évoelEn eEEMENG, peavion cuuPapatog oxeTlOUEVOL LE TO OKEAETO 1 KAVIKN eEEMEN) Kot
v évapén eite KuTTAPoTOEIKNG YMuEDepaTEinG gite AYNG EPELVITIKOV TOPAYOVTA, EITE EMG TNV EUPAVIOT
Un amodeKTNG TOEIKOTNTOG.

Ta dnuoypaeikd cToryelo Kot To YapUKTNPIGTIKA TG VOGOL TV achevdv Katd tnv Evapén ftav
ooppornuéva peta&d Tmv okelmv Bepaneioc. H diapeon nlkio ftav to 71 £tn (e0pog 42-93), evad 1
euietikn katavoun frav 77% Kovkdoot, 10% Acidtec, 2% Mavpor ko 11% dAing v dyveotng euing. To
e&nvta oktd To15 £K0TO (68%) TV 0cbevdv gixe eminedo amddoong katd ECOG g 1aéng tov 0 xon o 32%
acBevav giye eninedo amddoong kotd ECOG g 1aéng Tov 1. H a&lodldynon tov movov Kotd v Evapén
Ntov 0-1 (aovurtopotikoi) 610 67% ToV acbevav kot 2-3 (Le e coprtdpata) 6To 32% TV aodevov
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omwg opiletor amd to Xvvortikn Khipoka Métpnong [1ovov (Brief Pain Inventory Short Form) (o
YEPOTEPOC TOVOG EVTOG TV TEAELTAIOV 24 wpdv o€ pa kAipaka amd to 0 émg to 10). Iepinov 10 45% TV
acBevav eiye petpnotun véco porok®v popimv katd v Evioén otn perétn kot 1o 12% twv acbevav sixe
OTAOYYVIKEG UETAGTAGELS (TVELLOVAG KOUT NTTap).

To TpoTEHOVTA KATOANKTIKG ONHEID OTOTEAEGUATIKOTNTOG TAV 1) GUVOALKY emPicon Kot 1 eAevBepn
oKTVoAOYIKN G e£EMENG emPimon (rPFS). Emmpocheta tov kOpiov kaToANKTIKOV onueinv, To 0QeA0g
a&loAoynOnke Pdoet Tov ¥pdvoL Emg TNV Evapén KuTtapotolikng ynuetodepaneiag, tng PEATIOTNG GUVOAIKNG
OVTOTOKPIONG HOAUK®Y HOPimV, TOL YPOVOL £mG TO TPMTO GYETILONEVO LE TO CKEAETO GUUPAV, TNG
avtamokpiong tov PSA (neiwon > 50% amd v évapén), Tov xpdvov €mg v eEEMEN Tov PSA kot tov
1POVOL ¢ TNV EAdTTOON TG GVVOAIKNG Babpoloyiag FACT-P.

H axtivoroyun eEEMEN a&loloynOnike Le xpnor S10d0 KMV OTEIKOVIGTIKOV EETAGEWDY, OTMG opilovTal amod
Ta kprenpa (e Tig 06TikeS PAaPec) Tng Opddag Epyaciog yia tig khvikég dokipéc Kapkivov tov Tpootan
(Prostate Cancer Clinical Trials Working Group 2, PCWG2) ko ta Kpitipio A&iohdynong Avtamdxpiong
ot Bepancio Zopmaydv Oykwv (Response Evaluation Criteria in Solid Tumors, RECIST exb. 1.1) (v tig
BAGPes poiakdv popiwv). ['o v avdivon g rPES ypnoporombnke kevipikd avackomodevn
aKTvoAoytKN a&loAdynon g eEEMENG.

Kotd v mpokafopiopévn evoldpesn avaivon yio T GuVoAkT eniimon Hetd tnv mapotnipnon 540
Oavdrtwv,  Bepancio pe enzalutamide katédei&e oTaTioTIKA oNUAvTIKY BeAtioorn ot cuvolKkn emiPioon
GLYKPITIKA pE TN Ogpameio pe E1KOVIKO QApUOKO e peimon Tov Kivdhvou Bavatov kotd 29,4% [HR)=0,706,
(95% AE: 0,60, 0,84), p < 0,0001]. Mia ericaipomompévn ovaAvon enpioons Tpoylatonoonke petd myv
napatipnon 784 Bavatwv. Ta amoteAéopaTa auThg TG AVAALOTG CUUPMOVOVCAVY LE OVTA TNG EVOLALESNG
avarvong (ITivaxag 4). Xty emkatpomotnpévn avéivon to 52% tov acBevdv mov rafav enzalutamide kot
10 81% TV acbevodv Tov ELaPav eKoviKo @appoKo VToPANONKav o peTayevéoTtepes Bepameies yio
petactatikd CRPC ot omoieg pmopet vo avéncovy tn cuvolikn emPioon.

H tedluc) avaivon tov dedopévav g perétng PREVAIL ota 5 €t £6e1ée otatiotikd onuavtikn odvénon
™G GLVOMKNG emPiwong, | omoia dratnpNOnke o acbeveig mov EdaPav Bepancio pe enzalutamide og
ovyKplon e 1o gikovikd eappako [HR = 0,835, (95% AE: 0,75, 0,93), 7w p = 0,0008] mapd 1o yeyovodg ot
10 28% TV acbevdv mov Elafav Bepancio e eikovikod appako petéfnoav oe Bepaneio e enzalutamide.
To mocoot6 ¢ OS ota 5 &t NTav 26% yia 10 6kéEAOG Tng enzalutamide og cOyKpion pe 21% Y10 10 6KELOG
TOV EIKOVIKOV QUPUAKOV.
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Mivakag 4: Tvvoiikn empiomon acevav mov vrofiOnkayv cs Ocpancia site pe enzalutamide site pe
£IKoviKO @appaxo ot perétn PREVAIL (avdiven tpd0song yia Ocpancia (intent-to-treat analysis))

Enzalutamide Ew. ¢oappoxo

(N =872) (N = 845)
[TpokaBopicuévn evdrdpeon oviivon
ApBudc Bavarov (%) 241 (27,6%) 299 (35,4%)
Aidpeon emPioon, unveg (95% AE) 32,4 (30,1, A/E) | 30,2 (28,0, A/E)
T p’ p<0,0001
Avodoyio kivdvvov (95% AE)? 0,71 (0,60, 0,84)
Emkouporompévn avéloon emBioong
Ap1Budc Bavatwv (%) 368 (42,2%) 416 (49,2%)
Adpeon emPioon, ppves (95% AE) 35,3 (32,2, A/E) | 31,3 (28,8, 34,2)
Ty p’ p=0,0002
Avaloyio kivdvvov (95% AE)? 0,77 (0,67, 0,88)

Avdlvon g emiPioong ota 5 £

Ap1Ouog Bavatav (%) 689 (79) 693 (82)
Atdpeon emPioon, unveg (95% AE) 35,5(33,5,38,0) | 31.4(28.9,33.,8)
T p’ p =0,0008
Avoloyio kivdovov (95% AE) 0,835 (0,75, 0,93)

AE= Agv gmitevybnke

1. H 1y p npokdntel and o un otpopotorompévn dokpacio Aoyoptdukng ta&ivopnong (long-rank test)

2. H avaioyio kivdhvov mtpokvntet amd £val (1) CTPOUATOTOMUEVO HOVTEAO avaAOYIKOV Kivdbveav. H avaloyia
Kwvdbvou < 1 guvoei tnv enzalutamide

a5 ] —  Enzalutamide 160 mg
- Placebo

Survival (%)
|

Treatm ent M eclian ) e LT

15 4 -
0] Erzalutamide 160 mg %5 Tt L.
SRR Placeho 314 Hazard Ratio (95% CI): 0.835 (0.751,0928) Log-Rark Test p= 0.0008
0l
rrrrrrrrrrrrrrrrrrrrrrrrrrr T I T rTrrrr rrrrrr T rrrrrrr T T T T T T T T T T T T T T T T T T I T orrT
i @ 12 18 2 a0 % 42 48 54 a0 A 72 78 fi4

Duration of Overall Survival (months)

Erzalutamide 160 mg
Patients at Risk 872 850 7H8 Al 611 219 aM 331 256 252 213 145 a1 g o

Placebo
Patients at Risk 843 a2 702 612 514 431 354 2596 243 206 162 92 33 3 o

Ewova 7: Kapndreg Kaplan-Meier tng cvvolikiig empioong pe faon ta dedopéva empioong ota
5 étn ot peréty PREVAIL (avdiven tpd0song yia Ogpameia)
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Mumber of Patients Hazard Ratio for Deeth
Subgroup Enzalutamide /Placebo (95% C1)

All Peiets 872 /845 = 083 (0.75-083)
ECOG Paformane Staus gede= 0 584 /585 = 087 (0.77-0.99)
ECOG Paformaics Status grade= 1 268/ 260 i 073 (0.61-0.88)
Age < 75 yeas 555 / 563 - 088 (0.77-1.00)
Age>= 7o yexs 3174282 = 074 (0.62-0.69)
Gengaphic Region - North Ameica. 218/ 208 ——q 085 (0.66-1.05)
GengyephicRegion - Europe 465 / 448 i 085 (0.74-0.98)
Gienoyephic Pegion - Peest of Warld! 183/ 191 —— 0,79 (0.63-0.99)
Viserd disese (Jung ancfor liver) - Yes a8 108 ——y 085 (0.64-1.15)
‘iserdl diisse (Jung encfor liver) - No 7744738 [ 084 (0.75-0.84)

T T f T T

i} 05 10 15 20

Favrs Enzdutamide  Favors Hecdn

Ewova 8: Avaivon cvvolikic empioong ota 5 £t ava vroopdde: Avaroyia Kivovvov kot 95%
odotna epmotocvvig ot peréty PREVAIL (avaiven tpdBsong yra Ogpameia)

Kot v mpoxabopiopévn avdivon g rPFS, koatadeiydnke otatioticd onpovtiky fedtioon peta&d tov
opadwv Bepamneiog pe 81,4% pelwon Tov kKivdbivov aktivoroykng eEEMENG 1 Bavdtov [HR = 0,19 (95% AE:
0,15, 0,23), p <0,0001]. Exatov dekaoxtd (14%) acOeveig mov Ehafav enzalutamide xou 321 (40%)
acbBevelg mov Elafav erkovikd eappaxo eppdvicay kdnoto copPdav. H dibpeon rPFS dev enetedydn (95%
AE: 13,8, dev emnetevytn) omv opdda Bepameiog e enzalutamide, eved ntav 3,9 unveg (95% AE: 3,7, 5,4)
otV opada Bepaneiog pe to ewcoviko edpuaxo (Ewova 9). Xtabepd o6pelog eni g rPFS mopatnpnonke oe
O\eg TIg TpoKaBoplopEveS VIToopades acBevav (m.y. nhkia, arddoon katd ECOG katd v évapén, PSA kot
LDH xotd v évapén, Pabuoroyia Gleason katd tn didyvawon Kot Grhayyvikn vO6og Katd tn diahoyn). Mia
npokabopiopévn avarvon maparkorovdnong g rPFS mov Boaciotnke oty a&loAdynomn g oKTIVOAOYIKNG
e&EMENG amd Tov epeuvNTh KOTESEIEE OTUTIOTIKG OMHOVTIKY BedTimon peta&d Twv opddwv Bepaneiog e
69,3% peiwon tov Kvdivov axtvoroyikng e&éhEnc i Oavéarov [HR = 0,31 (95% AE: 0,27, 0,35), p <
0,0001]. H duapeon rPES ftav 19,7 puiqveg otnv opddo tng enzalutamide ko 5,4 piveg oty opdda Tov
EIKOVIKOD (PUPUAKOV.
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10 4 Enzalutamide (N = 832) AiGpean NYR Avohoyia kavdivou = 0,185
0o memmeemeeeaas Ek gdppoxo (N =801) Aidipeon 3.9 pfAveg 95% AE (0,149, 0,231), P =0,0001

Axrivohoyikr emBiwon ywpic siEhign g vooou (%)

T T T T I T

0 3 6 9 12 15 18 21
Mnrveg
AgBeveic ot kivSuvo
Enzalutamide 8§32 514 256 128 34 i} 1 0
Eik. pdppako 301 305 79 20 5 o 0 0

Katd to ypdvo mpaypatomoinong me apyikng aviivong ot toyotonotmpuévol oobeveig tav 1.633.

Ewova 9: Kapmoieg kota Kaplan-Meier empimong ehev0spng axtivoroyikig eEEMENG ot peEAETY
PREVAIL (avdivon tpdBeong yra Oepameia)

Emunpdcbeta mpog to TpOTELOVTO KATAANKTIKG GNUEIN OTOTEAECUATIKOTNTOS, GTATIOTIKG GTUAVTIKES
Bektidoelg katadeiyOnkav eniong oto akOAoVO0 TPOOTTIKA KOTAANKTIKG GMUElD.

O d1apecog xpovog £mg v Evapén kutTopotoSikng Oepaneiog tav 28,0 uveg yuo Tovg aobeveig mov
Adppavay enzalutamide ko 10,8 pfveg yuo tovg acBeveic mov Adppavay gikovikd eappoaxko [HR = 0,35,
(95% AE: 0,30, 0,40), p < 0,0001].

To 1060016 TV acbevov e pHeTpRoun VOGO KT TNV Evapén mov vroPAndnkay oe Oepomeio pe
enzalutamide kot o1 omoiot elyov avTikeeViKN avtamdkpion paiakdv popiov frav 58,8% (95% AE: 53,8,
63,7) cuykprtikd pe 1o 5,0% (95% AE: 3,0, 7,7) tov acBevodv mov vroPAnnkav ce Bepaneio pe gikovico
oappaxo. H amdAvTn 510p0pd GTNV AVTIKEWEVIKT OVTATOKPLON TOV LOAUKOV Loplov HeTAED TOV GKEADV
¢ enzalutamide Ko Tov €1kovikoD @appdiov ftav [53,9% (95% AE: 48,5, 59,1, p < 0,0001]. [TAnpng
avtamokpon avaeépnke oto 19,7% twv acbevdv mov éhafov enzalutamide cvykprikd pe to 1,0% tov
acBevav mov ELaPav eKoVKO PAPROKO, VO peptkn avtandkpion avapépnke oto 39,1% twv acdevadv mov
élofav enzalutamide Evavtt Tov 3,9% TV 000evdv TOL EAAPOV EIKOVIKO OAPLOKO.

H enzalutamide peiwoe onpovtikd tov kivouvo ELEAVIOTS TOL TPATOL GYETILOUEVOV UE TO CKEAETO
ovppdparog katd 28% [HR = 0,718 (95% AE: 0,61, 0,84), p < 0,0001]. Q¢ oyetilOuevVO pe TO GKEAETO
oLpPav opiotnke 1 aKTvodepameio 1 1 YELPOVPYIKY ETEUPOOT O 0GTO Yl0. TOV KOPKIVO TOV TPOSTATY, TO
Ta0oA0YIKO KATAYLOL OGTOV, 1] GUUTIEST] TOV VOTLOOV HVEAOD 1] 1) AAAXYT] TNG OVTIVEOTAUGLOTIKTG
Bepameiog ylo vo ovTIHET®MIOTEL 0 06TIKOG TOVOG. H avdAvon copnepilapfave 587 oyxetilopeva pe 1o
okeAeTd ocvpPdvra, ek TV onoimv Ta 389 cuufavia (66,3%) opsilovtav ce axtivobepaneio oTo 0GTA,

79 ovppavra (13,5%) opeilovtav 6 GLUTIEST] TOL VOTIAIOL HVEAOV, 70 cupuPdvta (11,9%) opeiloviav oe
maforoykd Kataypo 0otov, 45 cvpPavra (7,6%) opeilovtav oe aAlayn TG AVIIVEOTAAGHATIKNG Bepameiog
Yol VoL AVTIETOTIOTEL 0 00TIKOG TOVOG kot 22 cupPdvta (3,7%) opeidovtav oe yeipovpykn enépPoon oe
0070.

O1 aoBeveic mov Adppavav enzalutamide KoTédel&av oNUAVTIKA VYNAOTEPO TOGOGTO AVTATOKPIOTG TOV
oAkov PSA (opilopevo g peimon > 50% amd v Evapén), CuYKPLTIKA pe Toug acbeveig mov AauPavoy

eloviKd edppoko, 78,0% évavtt 3,5% (dwapopd = 74,5%, p < 0,0001).
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O ddpecog xpdvog £mc v eEEMEN Tov PSA ocdpowva pe ta kprtnpre PCWG2 frav 11,2 prves yio toug
acBeveig mov ElaPov enzalutamide ko 2,8 pnveg yo toug aobeveic Tov ELaPav EIKOVIKO GAPLOKO
[HR =0,17, (95% AE: 0,15, 0,20), p < 0,0001].

H Bepamneia pe enzalutamide peiwoe tov kivovvo emdeivmong g Badporoyiog FACT-P xatd 37,5%
GLYKPLTIKA e TO gkovikO eappako (p < 0,001). O pécog xpovog £mg v emdeivaon g Padporoyiog
FACT-P ftav 11,3 pfvec otnv opdda g enzalutamide kot 5,6 piveg 6ty opddo ToL EIKOVIKOD (OPUAKOD.

Meiréty CRPC2 (AFFIRM) (a00eveic ue peroorotiko CRPC ot omoiol iyav mponyovuévas Adfet
xnuetobepameia)

H amotedeopatikdmra kot  acediein g enzalutamide og acBeveic pe petactatikdo CRPC, o1 onoiot glyav
AGBel viooeTa&EAn kat ypnoponotovcay avirloyo LHRH 7 etyav vmofAnbei oe opyextopn, a&todoyndnkav
GE€ LU0l TUYOLOTTONIEVT], EAEYXOUEVT] LE EIKOVIKO QAPLOKO, TOAVKEVTPIKT KAWVIKT S0KIU (Ao 3. Zuvolkd
1.199 acBeveic TuyaromomnOniay 2:1 yio va Adfovv gite omd Tov otopaTOg enzalutamide og 6001 TV

160 mg pio popd nuepnoiong (N = 800) 1 eucovikd pdppoko pio popd nuepnoing (N = 399). tovg acbeveig
emTpannke 0ALG Oev amartiOnke va AaPovv Tpedvilovn (n LEYIOTN EMTPETOUEVN TUEPTOL dOGT NTOV

10 mg mpedvildvng 1 1oodvvopun). Ot acbeveic TuyoomomOniay gite 6€ GKELOG Y10 VOL GLVEYICOVV TN
Bepameia péxpt v e£EMEN g vocov (opiletal og emPePfarmpévn axtivorloyikn eEEMEN N eppdvion
oxetillOpeEVOV U TO OKEAETO GUUPBAVTI®V) Kot TNV Evapén vENG GUGTNUATIKG OVTIVEOTANGLOTIKNG Bepameiog,
pe pun amodektn 10Ot TO, ETE AITOGUPON KA.

Ta axdAovBa dNPOYPAPIKA oTOtKELN TOV 0GOEVAOV Kot TO BACTKE YOPUKTNPLOTIKE TG VOGOL 1TaV
woppomnpéva petacd tov okedmv Bepameiog. H didpeon nlkia ftav 69 £ (edpog 41-92) kot 1 puretikn
karovoun frav 93% Kavkdaciot, 4% Mavpot, 1% Actdreg, kat 2% Alrot. To eninedo amdSoong katd
ECOG ntav 0-1 oto 91,5% tov acbevav kot 2 610 8,5% tov acBevov. To 28% eiye péon Padporoyia pe
Baomn v KAilpoka Métpnong I1ovov Brief Pain Inventory > 4 (0 pécog avopepopevog xeipdtepog TOvogs Tov
000gvoUg KOt TN SIAPKELN TOV TPOTNYOVUEVOV 24 p®OV VITOAOYIGTNKE Y10 EXTA NUEPEG TPV TNV
toyaonoinon). Ot neprocdtepot acbeveic (91%) eiyav petaotdoels ota 06TA Kot 10 23% eiye omAoyyviKd
EVPNUATA GTOV TVELLOVA KA/ 6T0 Nap. Katd v évapén g pedég, to 41% tov tuyatomomuévev
acBevav eiye novo e&EMEN oto PSA, evd 10 59% tov acbevdv eiye aktivoloyikn e&€MEn. To mevivta éva
to1G £K0TO (51%) TV acbevidv AauPave Bepameio pe Sp®oPOVIKE KaTd TV Evapsén.

2 uehétn AFFIRM amoxheiotnray ot acOeveig pe 10Tpikéc KaTtasTAceS Tov Uopel vo Tpodiadétovy o€
eMANTTIKEG Kpioels (PA. mapdypao 4.8) Kol popUOKEVTIKAE TPOIOVTO TOV Eival YV®MOTO OTL LELDVOLV TOV
0V TOV EMAMNTTIKAOV KpicemV, KoOMG Kot acheveig e KAVIKG ONUOVTIKT KopdloyyEloKn VOCO0, OTTmG 1N
EAEYYOLEVN VTTEPTAOT, TPOGPUTO 1GTOPIKO EUPPEYUATOS TOV Lvokapdiov 1| actadn otnOayym, Kapdiokn
avendpkelo kornyopio 11 7 IV katd New York Heart Association (ekt0g €6v to kAdopa eEmOnong frav

> 45%), Khvikd onuovTiki Kook appuduio 1] KOATOKOIMOKOS OmOKAEIGHOC (X0pig Lovipo Prpatodot).

H mpoxaBopiopévn amd 10 TpmtoKoAlo evolduecn avaivon petd omd 520 Bavatovg £de1&e pia 6TaTIoTIKA

OTUOVTIKT AVOTEPOTNTO GTN GLVOAIKT] EMPinon Tev acBevav mov éAafav Oepaneia pe enzalutamide og
ovyKkpion pe 1o ewovikd papuaxo (Iivaxog 5 ko Ewkdveg 10 ko 11).
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Mivakag 5: Xvvoikn empiowon ac0evav mov hapayv site enzalutamide €ite s1kovikd QappoKo 6T
perétn AFFIRM (avédiven tpdé0eong yro Ospancia)

Enzalutamide (N = 800) Ewoviké ¢appoko
(N=399)

Bdvarot (%) 308 (38,5%) 212 (53,1%)
Atdipeon emPioon (uvee) (95% CI) 18,4 (17,3, A/E) 13,6 (11,3, 15,8)
Ty P’ p<0,0001
Avadoyia kivdvvov (95% CI)’ 0,63 (0,53, 0,75)

A/E = Aev emtevyOnke

1. N T p TPoKVTTEL 0o e dokipacio log-rank pe dtotpopdtoon and to eninedo anddoong

Babuoroyiog kard ECOG (0-1 évavtt 2) kot to péco 6po Pabporoyiag tov movou (< 4 Evavit > 4)
2. N avoloyia KivdOvou TpoépyeTal 0o £va SIGTPOUATIKO LOVTEAD avoloyiK®v Kivduvev. H avoloyia

Kwovvov < 1 guvoei v enzalutamide

100%:
80%:4
=
=
E 60%
=3
5
40% i
20%
Enzalutamide (N = 800)  Median 18.4 months  Hazard ratio = 0.63
————— Placebo (N = 209) Median 13.6 months  95% CI(0.53, 0.75), p < 0.0001
DO-'{IGI T T T T T T T T T T T T T T T T T T T T T Li T 1
0 3 6 g 12 15 18 21 24
Patients at Risk MAvg
Enzalutamide 800 775 701 627 400 211 72 7 0
Placebo 399 376 317 263 167 81 33 3 0

Ewova 10: Kapmodres ovvohkig empiomong kota Kaplan-Meier ot peiétn AFFIRM (avaivon
npo0Beong Yo Oepaneio)
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ApiBuoc Aoevdv AvahoviaKivdivou via

Enzalutamide /[Elkoviko Bdvato Aidpeon Tuvoikr EmBiwon (mo)

Ymwoopaba Pdppake [95% CI) En: ide/ ElkovikG pdpp
Zivoko AoBeviny 800/ 399 [ 0,63 (0,53-0,75) 18471138
Hhmda

=85 2327130 —— 0,63 (0,46-0,87) —124

=65 568/ 269 o 0,63 (0,51-0,78) 1847139
Apymc Kandoraon AtroSoong Bobpokoyiag kard
ECOG

0-1 730/ 367 aa! 0,62 (0,52-0,75) 1142

2 70132 —_— 0,65 (0,39-1,07} 10,5172
Mion Apykn BaBpohoyiag Novou oz BPLSF
(Epwrnon #3) o

=4 574/284 0,59 (0,47-0,74) —162

24 2261115 ——t 0,71 (0,54-0,94) 124791
Aplpoc Nponyoipevwy Xnpood sparTeuTion
TynudTwy e

1 5797298 > A 0,59 (0,48-0,73) —I142

=2 2211103 0,74 (0,54-1,03) 1590123
ToTrog EEEMENS KaTd Tnv "EvapEn Tng MeAémg ——

Movo PSA EEEMED 326/ 164 o—i 0,62 (0,46-0,83) —/185

Axmvohoyikd EEENIEN + PSA EEEMED 4701234 0,64 (0,52-0,0) 17,3/13,0
Apykd Ty PSA ——

<fudpeon (11,2 pgil) 4127188 e 0,67 (0,50-0,89) 1192

=AnpEan (111,2 paiL) 3881211 0,62 (0,50-0,78) 15,3/10,3
Apymed] Tipf) LOH —e

sfubpeon (211 UIL) 411/192 0,63 (0,46-0,36) —1182

»fufipean (211 UIL) 389 /205 = 0,61 (0,50-0,76) 124185
Zuvohik] BoBpohoyia kard Cleason o Ludyvwon

<7 360 /175 0,67 (0,51-0,88) 1847148

=3 366/ 193 b=l 0,60 (0,47-0,76) 1824113
T rhayyvikeg Muarapayic rou Mvelpova kavf ou
"Hrrarog kavd To Screening ——

No 196/ 82 o 0,78 (0,56-1,08} 13,4785

oy 804 /317 0,56 (0,46-0,69) —1142

0.0 035 1.0 1.5 20
Euvod v Euvoz To Eikovikd
Enzalutamide pappoko

ECOG: Eastern Cooperative Oncology Group, BPI-SF: Brief Pain Inventory-Short Form, PSA: E1duc6
[Ipoctatikd Avtiydvo

Ewova 11: Xvvoikn empioon ava vroopdda ot perétn AFFIRM - Avaloyio kivéovvou kot 95%
O1a6TNNO EPTLETOGVVIG

Ext6g and v mapatnpovpevn Bektioon ot cuvolikn emPinon, To facikd deuTepeloVTH KATOANKTIKY
onueia (e£6MEn PSA, axtivoroyikn emBioon yopig eEEMEN, Kot 0 ¥pOVOG MG TO TPMTO GYETILONEVO LE TO
oKeLeTO cupPav) uvomoav v enzalutamide Kot TOV GTATIGTIKA GNUOVTIKE LETE TNV TTPOCAPLLOYT| V0L
TOALOTTAEG SOKIUES.

H emPioon yopic aktivoroykn eEEMEN, 6nwc a&loloyeital and TOV EPEVVNTH LE XPTOT) TOV KPITNPimV
RECIST v1.1 ywo polokd popio kot epeavion 2 1| mepiocotépev PAaPdV 610 0010 68 omvinpoypaenua
00TOV NTaV 8,3 punveg yuo toug acbeveic mov Edafav enzalutamide ko 2,9 piveg yuo toug acbeveic mov
éapav ewcovikd eappaxo [HR = 0,40, (95% CI: 0,35, 0,47), p < 0,0001]. H avélvon agpopodos

216 Bavdrovg ympig Texunplopévn eEEMEN kan 645 Texunpropéve copPavta eEEMENG, €K TV omoiwv
303 (47%) opeihovtav otnv eEEMEN polakdv popinv, 268 (42%) opeihovtay otny €EEMEN TG OCTIKNG
BAGPNc kar 74 (11%) opeilovtay 1660 6T LOANKE HOPLO OGO Kol GTIG OGTIKEG GALOIDGCELS.

H emPePoropévn peioon tov PSA katd 50% 1 90% ntav 54,0% kot 24,8%, avtictorya, yio toug acbeveig
nov £hafav enzalutamide ko 1,5% won 0,9%, avtictorya, yio Tovg acOeveic mov Elafav elkovikd QAapLLaKo
(p <0,0001). O d1Gpecog xpdvog péxpt TV e&EMEN Tov PSA ftav 8,3 punveg yio toug acbeveic mov Edafav
enzalutamide ot 3,0 pives yio Tovg acBeveig mov Erafav sucovikd edpuako (HR = 0,25, (95% CI: 0,20,
0,30), p < 0,0001].

O d1apec0g Ypdvog £mG TO TPMTO GYETILOMEVO LE TO OKEAETO GuUPav Tov 16,7 Pveg yio Toug acbeveig mov
éhapav enzalutamide xou 13,3 piveg yuo toug aoBeveic mov Edapav eikovikd eappako [HR = 0,69, (95% CI:

0,57, 0,84), p <0,0001]."Eva oyetildpevo pe 10 okeAeTd cuuPav opiotnke o¢ aktivodepameio 1| xepovpykn
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enépuPaon oe 0610, TaBOLOYIKO KATOYUO 0GTOD, 1| GLUTIEST TOL VOTIOIOL HVEAOV, 1] 1] CALOYT TNG
OVTIVEOTANCLOTIKYG Ogpameiog yio va, avTIeTOmoTeL 0 00TIKOG TOVOS. H avilvon mepilapfove

448 oyetldpeva pe 1o oKeLETO cupPavta, £k TV omoiwv 277 cupPdavta (62%) mov opsilovtay o
axtwvoPoiia ota 0atd, 95 cuppdavta (21%) Tov opeilovtav 6g cuumiesn Tov voTioiov LweAoD, 47 cuufavia
(10%) mov opeilovtav og Taforoyid Kataypo 06Tov, 36 cuppava (8%) Tov opsilovtav g aAlayn otV
OVTIVEOTAOC LLOTIKT Oepameia 1o vor avTYETOMIOTEL 0 00TIKOG TOVOG Kot 7 supufavta (2%) mov opeiloviay
G€ YEPOLPYIKN EMEUPAOT] GE 0GTO.

Melétn 9785-CL-0410 (aobeveis ue petaotatiko CRPC mov élafov enzalutamide peta omo aywyn ue
QUTTIPATEPOVY])

H perém 9785-CL-0410 ftav povol okéhovg o€ 214 acbeveig pe petaotatiké CRPC vrd e&éMén mov
éloPfav enzalutamide (160 mg pio popd nuepnoing) petd and TovAdyiotov 24 gfdopnddes Bepaneiog pe
ofwm aumipatepovn cuv tpedviLovn. H didpeon rPES (ehevBepn axtivoloyikng eE€Méng emBiwon, to
TPOTEHOV KATUANKTIKO onpeio g peréc) nrav 8,1 unveg (95% CI: 6,1 - 8,3). Aev emttevydnke 1 didpeon
ovvolikn emBioon (OS). H avtandkpion PSA (opiotnke g peimon > 50% amd v opyikn Tiun) frov
22,4% (95% CI: 17,0 - 28,6).

[N tovg 69 acBeveic mov mponyovpévag Erafav ynpeobepamneio, 1 Siapeon rPFS nrav 7,9 uqveg (95% CI:
5,5 -10,8). H avrandkpion PSA ntav 23,2% (95% CI: 13,9 - 34,9).

IMa tovg 145 acBeveic mov dev elyav AaPel Tponyoduevn ynuetodepaneio, n diapeon rPFS frav 8,1 unveg
(95% CI: 5,7 - 8,3). H avtandkpion PSA frav 22,1% (95% CI: 15,6 - 29,7).

Ymp&e mepropiopévn avtamdkpion o€ peptkovg acbeveic mov Eapav Bepomeio pe enzalutamide petd omd
Oepameia pe apmpotepovn. O AdYog yio avTd TO VPN Elval TPOG TO TAPOV GyvwoTos. O oxedlGHOG TG
UEAETNG BV UTOPOVGE OVTE VA TPOGOLOPIcEL ToVg acbeveic mov mbavov Bo erweelovvtay, 00TE TV
aAAniovyia pe v omoia 1 enzalutamide kou 1 apmpatepdVN Empene va xopnynoodv yia o PéATioTo
OTOTEAEG LA

Hluopévor acBeveic

Ex tov 4.403 acBevdv otig eheyydpeveg kKAMvikég dokipég ol onoiot Elafav enzalutamide, o1 3.451 acBeveig
(78%) Mrav nAkiog 65 etdv Kot avo kot ot 1.540 acbeveig (35%) oy 75 e1dv kot dve. Agv
TAPOTNPNONKOY GUVOAIKES SLUPOPEG TNV AGPAAELD 1] TIV OTOTEAEGUOTIKOTITA LETOED OLTAV TV
NAMKIOPEVOV acBevov Kot pkpoTepN NAkiag acevov.

Hadratpikodg minbuouog

O Evponaikog Opyaviopnds Pappdkov £yl ddoeL amoiloyn amd TV VITOXPEMGT LTOPOANG TV
OTOTEAECUATOV TOV HEAET®V pE TNV enzalutamide o OAEG TIG VTOKATIYOPIEG TOL TAOLATPIKOV TANBVGLOV
070 KapKivopa Tov Tpootdtn (PA. mapdypapo 4.2 yio TANPOQOPIES GYETIKG. LE TNV TOSIATPIKN XpNoN).

5.2 ®appoxoxiviTikéc 1O10TNTEG

H enzalutamide eivon eddyiota voatodiaAvt. H dteAvtotnta tng enzalutamide av&dvetor amd Tovg
KOTPOALKOVG KOTPIKOVG EGTEPES YAVKEPOANG TOAVULBVAEVOYAVKOANG TOL SPOVVMG

YOAOKT®UOTOTOWTEC/ TAGLEVEPYEG OVOIES. XE TPOKAVIKEG UEAETES, 1| amoppoOen o Tng enzalutamide
avéndnke 6tav S10A0ONKe 6€ KATPLAKOVE KATPIKOVS EGTEPEG YAVKEPOANG TOAVAOVAEVOYAVKOANG.

H gappakokivntikn g enzalutamide &yl a&iohoynOei oe acbeveic Le Kapkivo Tov TPooTatn Kot € LYLEig
avdpec. O pécog tehMrds xpovog npioetag Lomng (ti2) yo v enzalutamide oe acBevelg petd and po epdmas
amd ToLVGTONATOG 00N tvan 5,8 nuépeg (evpog 2,8 €mc 10,2 nuépeg), kat 1 oTaBePOTOINUEVT KATAGTAOT
EMTLYYAVETAL GE £VOL PVOL TTEPTTOV. Me kabnueptv) arnd Tov 6TOUATOG Yop1YyNoT, 1| enzalutamide
oVGCMPELETAL TTEPITOV 8,3 POpPEC G oyEom pe pia epamas d6om. Ot NUEPTOLEG OLUKVUAVGELG OTIG
GUYKEVIPMGELS TOV TAACHOTOS etvor YoUNAES (pLéyiotn €mg ehdyiot avaroyia 1,25). H kédbapon g
enzalutamide yiveton Kupimg HEG® TOV NTATIKOD PETAPOAGLOD, TOPAYOVTAG VO EVEPYO UETAPOAITH TTOV
eivan e&ioov dpaoTikds Ommg 1 enzalutamide kot KUKAOPOPEL GE TEPITOL BTNV 1610 GVYKEVTIPWGT) GTO TAUGLLA
ommg m enzalutamide.

Amoppdonon
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Ot péyoteg ouykevipmoelg 6to TAUSHA (Cmax) TG enzalutamide moapoatnpnOnikov ce acbeveic 1 £mg 2 dpeg
HETA TN yopnynon. Me Baon o perétn wolvyiov palag og avOpmmovs, 1 and TOL GTOUATOSG ATOPPOPNON
¢ enzalutamide ektipdron 61t €ivon TovAdytotov 84,2%. H enzalutamide dev anotelel vmdoTpOLO TV
petapopémv ekpong P-gp 1 BCRP. Xe otabeponomuévn kotdotaon, ot pEGe TIES TNG Crmax Y100 TNV
enzalutamide kot Tov gvepyov petafoiirn g eivon 16,6 pg/ml (23% cvvteheotig petoforng [CV]) ko
12,7 pg/ml (30% CV), avtictoyya.

H tpoon dev £xel Khvikd onpovTikn enidopact oto Pabud amoppdenonc. Xe khvikég dokiuég, to Xtandi
xopNynonke oveSapmrog mg Ayng Tpoeig.

Kartavoun
O péoog eovopevog 6ykog katavouns (V/F) g enzalutamide og acBeveig petd and po epdamaé and tov

otopatog 6o givar 110 L (29% CV). O dyxog katavouns g enzalutamide eivon peyaAdtepog and tov
OYKO TOV GLVOAIKOD VEPOD TOV CAOUATOG, EVOEIKTIKO TNG EKTETAUEVTG EEMAYYELNKTG KaTavounc. MeAéteg og
TPOKTIKG VITOdEKVOOVY OTL 1| enzalutamide kot 0 vepydg HeTafoAITNG TG, LTOPOVV VO SIUTEPAGOVY TOV
OLULOTO-EYKEPOAKO OPaAyLLO.

H enzalutamide etvon cuvdedepévn 97% émg 98% e Tic TpoTeives ToL TAACUATOC, KUPIWG Le TNV
Aevkopativn. O gvepyodg petaforitng eival cuvdedepévog 95% pe T TpoTeiveg Tov TAACHATOC. Agv VIpée
EKTOTION OO TIG TPMTEIVES TOV TAACSHATOG peTaly g enzalutamide kot GAA®V QOPUOKEVTIKOV TPOIOVIMV
OV JEGLEVOVTAL IGYVPA G aVTEG (Papeapivn, Povmpopaivn Kot caAtkvikd o&V) in vitro.

Buopetaoynuaticpog

H enzalutamide petapolileton ektetapéva. Ymdpyovv dvo kbpiol petaforiteg ato avBpdmivo mAdopo: n N-
dyebvopévn enzalutamide (evepyn) kot Eva Tapdymyo Tov KapPo&uiukov o&éog (adpavég). H
enzalutamide petaforiletor amd to CYP2CS kan oe pukpotepo Pabud and to CYP3A4/S (PA.

Tapdypao 4.5), o omoio appdtepa Sradpappatilovy poLo 6To GYNUATIGUO TOL EVEPYOL HETOPOALTT. In
vitro, n N-diuebviimpévn enzalutamide petatpéneton 6tov Topdymyo Tov Kapfo&uiukon o&€og amd v
kapPo&viectepdon 1, n onoia emiong dadpapatifel Evav pkpd poro ot petatpont| g enzalutamide 6to
napdywyo tov KapPfo&uikov o&éog. H N-dipuebviiopévn enzalutamide dev petaporiomnke and 1o CYP in
vitro.

Kdéto and cuvinkeg Khvuag xpriong, n enzalutamide givor évog 1oyvpds enaywyéag tov CYP3A4, évog
pétprog emaywyéag tov CYP2C9 kot tov CYP2C19, kon dev €xel kKhvikd onuavtikny enidpacn oto CYP2CS8

(B\. Topaypago 4.5).

Amofoln
H péon pawvopevn kabapon (CL/F) g enzalutamide og acBeveig kopaiveror omd 0,520 won 0,564 1/h.

Metd ™y and Tov 6TOHNTOg Yopriynon onuacuévng “C-enzalutamide, To 84,6% g padievepyodg ovoiag
avoktatol o€ 77 nuépeg petd tn 66om. To 71,0% avaktdtor oto 0Opa (kKupimg oG Tov avevepyd petafoiitn,
ue iyvn mocotitov TG enzalutamide kot Tov gvepyov petofoAritn), kot to 13,6% ovaktdtot oto KOTPAvo!
(0,39% g d6oNg w¢ apetdPfintn enzalutamide).

In vitro dedopéva delyvouv 6T1 1 enzalutamide dev amotedei vrdotpopa yia tao OATP1B1, OATP1B3, 1
OCT1, eva n N-duebviiopévn enzalutamide dev amotelel viooTpopa Yoo tnv P-gp 1 tnv BCRP.

In vitro dedopéva delyvouv 0TL 1) enzalutamide kot o1 KPLOTEPOL LETAPOAITES TNG SEV AVAGTELLOVY TOVG
axo6AoV00VG peTapopeic o KAVIKG oyeTikég cuykevipaoels: OATP1B1, OATP1B3, OCT2, 1 OATI.

Cpoppikotnta

Agv mapatnpinkoav onuavtiKég anokAIGEg amd TNV avaroytkotnTo g 600G o€ £0pog d6ong 40 £mg
160 mg. Ot tipéc otabepomompévng katdotaong Cmin TG enzalutamide kot Tov evepyov petafoiitn oe
pepovopévoug acbeveig mapépevay otafepés o€ dLapKeln TEPAV TOL EVOG ETOVG Ypoviag Bepameiag,
ATOOEIKVOOVTOG TN XPOVO-YPOLUIKT QOPUAKOKIVITIKY HOALG ETITUYXAVETOL 1] 6TAfEP KOTAOTAON.

Negpikn dvoietrtovpyio
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Agv &xel ohokAnpwbei emionun perétn veppikng Suaiettovpyiog yio tnv enzalutamide. AcBeveic pe
KpeaTwvivn opov > 177 umol/l (2 mg/dl) amoxdeiotnKav amod tig KAwvikéG peréteg. Me Baon o
QOPLOKOKIVITIKY avAAVGT) TANOLO OV, dEV ATOLTEITOL TPOCAPLLOYT TG SOONG Y10 AGOEVELS e
vrohoyilopevec Tipé kaBapong kpeatvivng (CrCL) > 30 ml/min (6rwg vroloyileTon amd Tov TOTO
Cockceroft ko Gault). H enzalutamide dev €xel a&lodoyn0ei oe acbeveig pe coPapn veppikn duciettovpyia
(CrCL < 30 ml/min) v veppomdfeta tehkov 6Tadiov, Kot GLVIGTATOL TPOGOYN KaTd T Bepameio avTdV TV
acOevav. Agv givar mBavo 1 enzalutamide vo amopoKpOVETOL CTUOVTIKG HETA 0O SOAEITOVGA. OLULOSTOALOT
N UETE amd GUVEYN TEPITATNTIKN TEPLTOVAIKT S1OAIGT.

Hratwr dushettovpyia

H nrotkn dvehertovpyia dev eiyxe évtovn emidpacn ot cuvoAlkn ékbeomn o€ enzalutamide 1| otov evepyd
petapolritn mg. Qotdoo, o xpdvog nuiceag (ong g enzalutamide Simhacidotnke o acbeveig pe coPfapn
nratikn dSucAeltovpyio o cUYKPLoN Ue Ta LYW dropa eA&yyov (10,4 nuépeg o ouykpion pe 4,7 NUEPECS),
oV TOAVOV VoL GLGYETIETOL [LE TNV AVENUEVT] KATOVOT GTOVS IGTOVG.

H pappaxokivntikn tng enzalutamide e£egtdotre o€ dtopa pe o (N = 6), uétpra (N = 8), 1] cofopn

(N = 8) nmatikn dvciertovpyia (Katnyopia A, B 1 I' katd Child-Pugh, avtictorya) kot og 22 e&opoimpéva
dTouO, LLE PLGIOAOYIKY] NTATIKY AElTOVPYio. MeTd amd (o epdmas amd Tov otopatog doon 160 mg
enzalutamide, ot AUC kat Ciax Y100 TV enzalutamide o€ ac0gveic pe Yo nrotiky SucAertovpyio
avéndnkav katd 5% kot 24%, avtictorya, kot ot AUC kot Cmax TG enzalutamide og dtopa pe pétpio
nrotiky duciertovpyio avéndnkay katd 29% kot petmdnkav Katd 11%, avtiotorya, Kot ot AUC kot Ciax
¢ enzalutamide o€ dtopa pe coPapn Nratikn dvoiettovpyio avENONKay KoTd 5% Kot petddnikay Kotd
41%, avtictolya,ce cOyKplon Le Ta vy dropa eAéyyov. e to chvoro g adéouevtng enzalutamide e Tov
adéopeuto evepyd petaforitn, ot AUC Kot Crax O GTOMO [E N0 NTOTIKY SuoAEITOVPYio cvENdnKay katd
14% wa1 19%, avtictoya, kor 1 AUC kot 1 Crax 0€ dtopa pe pétpto nmatiky Svciettovpyio avndnkov
xatd 14% wat petodnkav kotd 17%, avtictorya, kKot ot AUC kot Crax o€ dtopa pe copapn NroTikn
dvorettovpyia avéRdnKav kotd 34% kot petmdnkoy Kotd 27%, avtictolya, 6e GLYKPIOT UE T LYY GTOu
eAEyyOUL.

|

Ot neprocdtepot aobeveic oe eheyyoueves KAMvikég peréteg (> 75%) frrav Kavkdoior. Zoueova pe to
QopurokokvnTikd dedopéva peietav mov debybnooav oe Ianwveg ko Kivé{ovg acBeveic pe kopkivo tov
TPOGTATN, eV VINPEAV KAVIKA oNUavTIKEG Stapopég otny £kBeot peTa&d Tov mAnbvoudv. To dedopéva yo
Vv a&oAdYNoT SLVNTIKAOV S0POPOV GTN PUPLOKOKIVITIKY TG enzalutamide og dALeG PUAEG eivan
QVETOPKT.

Hiopévor aoBeveig
Aev mapatnpiOnke KMVIKA opavTiky eXidpaon TG NAMKING 6TIG POPLOKOKIVITIKEG 1010TNTES TNG
enzalutamide 6T QAPUAKOKIVITIKY] OVAADGT) TOV NAIKIOUEVOV 0GOEVOV.

5.3 IIpoxlvikd dgdopéva Y10 TNV AGQIAELD

H Bepaneio pe enzalutamide Gg K0OQOPOVVTEG TOVTIKOVG 001 YNGE GE AENGT TNG GLYVOTNTAS EULPAVIONG
euPpuikdv Bavdtov Kot eEMTEPIKOV Kot CKELETIKOV peTafordv. Ag dteEnybnoav peAETeg YovipoTTag e
enzalutamide, aAAd o€ pedéteg o€ apovpaiovg (4 kKot 26 gfdouddmv) kol 6€ okOAOVG (4, 13 ko

39 gfdouddwv), Tapatnpnnkav aTpoic, AoTEPUIN/VTOGTEPIN, KoL VTEPTPOPIN/VTEPTAAUCIN GTO
OVOTOPOYWYIKO GUGTILO, MG GUVETELL TNG POPUAKOAOYIKNG dpdong tng enzalutamide. X peléteg o€
ToVTIKOUG (4 efdopadmv), apovpaiovg (4 kot 26 gfdopdadmv) kat € okvAovg (4, 13 kot 39 efdouddwv), ol
LeTaPOAEG TTOV TTapOTNPNONKAY GTO AVOTOPOYOYIKE Opyave TTov oyetilovtar pe v enzalutamide, tav
LELMGELS GTO BAPOG TOV OPYAVOD, LE ATPOPIO TOL TPOGSTATN Ko TNG EMAOVUISAG. YepTpoPia Ko/
vrepmAacio Tov Kuttdpov Leydig mapoatnprOnke oe moviikovg (4 fdopddmv) Kot € GKHAOVG

(39 efdopadmv). Emmpocheteg petaforég 6TOVS Avamapoy@ytkovg 16To0¢ TePLEAGUPavay
VIEPTPOPIO/VTEPTAOGI TNG VITOPVOTG KOl ATPOPIO T®V CTEPUATOOOY®V KOGTEDV GE OPOVPUIONG Kot
VTOCTEPLLIO TOV OPYEWV KOl EKPVAIOT] TOV CTEPUATIKOY COANVAPIDY 6€ GKOAOVG. Ot S1apopéc 610 PHAO
TAPOTNPHONKOY GTOVG UAGTIKOVG AOEVEG TV 0povpainy (0TpoPic 6To OPGEVIKA Kot A0PMAONG vIepTAUGIia
070 ONAVKA). Ot 0ALOYEG GTOL AVOTOPUYOYIKG OPYOVOL KOL 6TO dVO €8T NTOV GUVETELX TNG POPLOKOAOYIKNG
dpdong tng enzalutamide Kot avAGTPEYIUEG 1 OE LEPIKT] OTOSPOUT UETA OO o TePiodo avakTnong 8
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ePSoUAd®V. Agv VPOV GALEG oNUAVTIKEG aALAYEG otV KAMviKT TafoAoyia 1 ioTtonaboloyia o€
0TO100NTTOTE GALO GOGTNO OPYAV®V, GUUTEPIAAUPOVOUEVOL TOL NTTOTOC, KOl GTO dVO €10M.

Meléteg og £ykvovg apovpaiovg £dei&av 0TL 1 enzalutamide Kovn o1 eTABOAITES TNG HETOPEPOVTOL GTOL
éuppvo. Metd amd Tov 6TépATOC XopTyNon padtoemonuacuévng “C-enzalutamide e apovpaiovg v
nuépa 14 g eykopooivng o€ pa d6om tov 30 mg/kg (~ 1,9 popég 1 péyiotn 660m Tov evOEiKvLTAL GTOVG
avOpdOTOVG), 1 LEYIOTN pOdlEVEPYELD GTO EUPPLO EMETEDYON 4 Dpeg PETA TN XOPYNOT Kot TV YapumAdTepT
oo VTNV 0TO UNTPIKO TAAGHO pE avaloyia iotov/mAdcpatog 0,27. H padievépyeto oto EuPpuo petmdnie
€m0¢ 0,08 popéc TG LEYIOTNG CLYKEVTPMONG OTIG 72 MPEC LETA TN XOPNYNOT.

Meléteg o OnAdlovteg apovpaiovg £de1&av 6Tt 1 enzalutamide ko/n ot petafoAriteg e amekkpivovial 6To
yéha twv apovpainy. Metd amd tov otéuTOg YopNynon padtoemionuacuévng “C-enzalutamide oe
Onralovreg apovpaiovg oe pa d6on tov 30 mg/kg (~ 1,9 popéc 1 péyrom d6om mov evdeikvotar 6Tovg
avOpOTOVG), 1 LEYIOTN POSIEVEPYELD GTO YOAQ EMETEVYON 4 MDPEG LETA TN YOPNYNON Kot Tay £¢ 3,54 popég
VYNAOTEPN AmO OVTHV 6TO UNTPIKO TAdoua. Ta amoteléopato g perétng ééeiéav emiong 0TI
enzalutamide koM ot petafoAiTec TNG HETAPEPOVTOL GTOVS IGTOVG TOV VEOYVOD 0POVPOIOD PHEGH TOL
YOAOKTOG KOl KOTO GUVETELD OOBAALOVTAL.

H enzalutamide tav opvnTiKn Y10 YOVOTOEIKOTITO GE L0 TUTTOTONUEVT GEPG SOKIUAVY in Vitro Kol in vivo.
e (o peAETN 6 unvav og dtoyovidlakovg TovTikovg rasH2, ) enzalutamide dev €de1&e duvapukd
KAPKIVOYEVESTC (ATOLGin VEOTAAGUOTIKOV evpnudTemv) ot docelg uéxpt 20 mg / kg nuepnoiong (AUCun ~
317 pg.h / mL), o1 omoieg elyov og anotédecpa enineda ékBeonc oto TAAGHO TAPOLOLOL LE TV KAVIKA
éxbeon (AUCa4n ~ 322 pg.h / mL) og acbeveic pe mCRPC mov éhafav 160 mg nuepnoiog.

H nuepnoia yopnynon enzalutamide o€ apovpaiovg yia 600 ypdvio TPoKAAESE AVENUEVT GLYVOTITA
EUPAVIONG VEOTAAGLOTIKOV EVPNUATOV. AVTE GUUTEPIAAUPAVOY VOUOEVOLO TOV LAGTIKOV 0OEVOV Kot
KkaAon0n 6o, KokonBelg dykovg kutTapwv Leydig otovg 6pyels, OfAmpa ovpobniiov kot kapkivoua Tng
0VPOSOYOV KVOTIG GTOVG AVOPES, KOAONOELG KLTTUPUKOVS OYKOVS MOBNK®OV GTIG YUVOIKES Kol OOEVOLEL TNG
vroQLong pars distalis kot ota dVvo eOAa. H cuoyétion tov Bopov otov dvBpwmo, Tov adevdpaTog g
VIOPLGTG KOL TOV VOOSEVMDLOTOG TOV HOGTIKAOV 03EVHV KoOMS Kot Tov OnAdpatog ovponiiov Kot Tov
KOPKIVALOTOG TNG 0VP0dOY0L KVGTNG OEV UTOPEL VO OTOKAEIOTE.

H enzalutamide dev tov eototo&ikn in vitro.

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Kardhroyog ekdoyov

[epreyduevo Kayokiov

Kampulikoi kampikoi e6tépeg YAvKEpOANG TOALOBVAEVOYAVKOANG-8
Bovtvloidpo&uavicoin (E320)

Bovtvioddpo&utorovévio (E321)

KéMeog koyakiov

Zglotivn

YopPrroAng copPrdvng didAivpo
TMokepoin

Titaviov do&eido (E171)
KekaBappévo 0owp

MeAGvt eKTOmOONG
Z1dnpov o&eidro pérav (E172)
DOoAKOG 0EIKOG TOAVPIVOAEGTEPOG

6.2 Aocvpparétnreg
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Agv gpapudletar.

6.3 Awapkero (o

3 ypoévia.

6.4 Iowitepec mpo@urdiers katd T @OLaEN TOV TPOidVTOg

To @apuokevTiKd owTd TPOIOV dev amartel Waitepeg cLVONKEG PUAAENG.
6.5 D01 KO GUGTUTIKG TOVL TEPLEKTT)

Avaduthodpevn OMkn omd xaptovi pe eveopatopévn koyéin PVC/PCTFE/aAovpiviov mov mepiéyet
28 paiaxd koyaxio. Kabe kovti mepiéyet 4 Onkeg (112 porokd koydkia).

6.6 Idwitepeg mPoPULAGEEIS amOPPIYNS KAl GAAOG YEPIOROG

To Xtandi dev mpémet va 10 yepilovral GAAa dTopa EKTOG TOV 0GOEVOLE 1} TV PPOVTIGTAOV Tov. Mg Bdomn Tov
LNYOVIGHO dpdaong Tov kat TNV To&kdTnTo RBPHov-KLNHOTOC TOL TopoINPNONKE 6€ movTikia, To Xtandi
evo€yetal vo, TpokaAEael BAAPN oto avamtuocouevo Eufpuo. Ot yuvaikes mov gival 1 pmopel va peivouv
gykveg dev mpémnel va yepifovton To kayakio Xtandi wov Eyovv vmootel BAAPN 1 £xovv avoiytel xopic
TpooTasia, Y., Yavtia. BA. mapdypago 5.3 IlpokAivikd dedopéva, yio TNV ac@AAELa.

KdéBe axpnoptomointo goproKevtikd Tpoiov 1 VITOAEYLLO TPETEL VO OTOPPITTETOL GOLPMVOL LE TIC KOTH
TOTOVG 16 HOVGES OYETIKES OLOTAEELS.

7. KATOXOZX THX AAEIAYX KYKAO®OPIAX

Astellas Pharma Europe B.V.

Sylviusweg 62

2333 BE Leiden

OALavdia

8. APIOMOZXZ(OI) AAEIAX KYKAO®OPIAXZ

EU/1/13/846/001
9. HMEPOMHNIA MIPQTHX ETKPIXHX/ANANEQXHY THX AAEIAX
Hpepounvia mpatng éykprong: 21 Tovviov 2013

Hpepounvia tehevtaiog avavévoong: 8 defpovapiov 2018

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AETmTOUEPEIC TANPOPOPIES Y10l TO TOPOV PAPUUKEVLTIKO TPOTOV Eival S100£01UES GTOV SIKTLOKO TOTO TOV
Evponaikod Opyavicpod @apudkov: http://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY MMPOIONTOX

Xtandi - 40 mg enucaAvppéva pe AeTTO VEVIO dloKia
Xtandi - 80 mg emukaAvppéva, e Ao VEVIO dloKia

2. IIOIOTIKH KAI ITOXOTIKH XYNGOEXH

Xtandi - 40 mg emucaAvppévo pue AeTTd VUEVIO S1OKI0
Ké0e emxodoppévo pe Aemtd vpévio diokio mepiéyet 40 mg enzalutamide.

Xtandi - 80 mg emkaAvppéva pe Aertd LUEVIO dloKia
Kabe emxaivppévo pe Aemtd vpévio diokio mepiéyel 80 mg enzalutamide

IMa tov TAnpn katdroyo TV ekdoywv, PA. mapdypoapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwoivppévo pe Aemtd vpévio diokio.

Xtandi — 40 mg emkoAvppéva pe AeTTO LUEVIO diokia
Kitpwa otpoyyvrd — emkaioppéva pe Aemtd vpévio dwokia, yapayuéva pe to E 40.

Xtandi — 80 mg smkoivppéva pe Aemtd vudvio SioKia
Kitpwa ofdd — emkodvppéva pe Aemtd vpévio dokia, yapayuéva pe to E 80.

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpamevTikég evosigealg

To Xtandi evdeikvoton yio:

e 1 Oepameio TOL PETAGTATIKOV, OpHOVOELOicONTOL Kapkivov Tov tpoatdtn (MHSPC) og cuvovacuod
e Bepameio otépnong avopoyovev (ADT) oe evihikeg dvopeg (BA. mapdypapo 5.1).

e 11 Ogpameia TOV PN LETAGTATIKOD LYNAOD KIVOOVOL avOEKTIKOD GTOV EDVOVYIGUO KOPKIVOL TOV
npootdrrn (CRPC) o evijhiceg avdpeg (BA. mapdypago 5.1).

e 1 Oepancio Tov petactatikod CRPC g evijlikeg Avopeg o1 0oiot €ivol 0oV UTTOUATIKOL 1) L0
CUUTTOUOTIKOL ETELTA OO OmoTLYi0 TG Bepaneiog aTéPNOoNG AvOPOYOVMV KOl GTOVG 0010V M
ynpeodepaneio dev evdeikvuton akdpa kKAvikd (BA. Topdypago 5.1).

e 1 Ogpaneia Tov petactatikov CRPC og gvijhikeg avdpec Tmv omoiwv 1 vocsog €xet e€elyfel Katd ™)
duapketo N petd and Bepameio pe VIOSETOEEAD.

4.2 Aocoloyia Ko TpOmTOS Yop1yNoNS

H évapén tng Bepaneiog pe enzalutamide won 1 enifAeym avtg mpénet va yiveTal amd £101KoVG Y1oTpoe
EUTELPOVG OTNV TPk Ogpomeio TOL KapKivov ToL TPOGTATY.

Aocoloyia
H ocvvictdpevn doon eivan 160 mg enzalutamide (técoepa emkaAvppéva e AemTod LUEVIO dokia TV 40 mg

N dvo emkaivppéva pe Aemto vuévio diokia Tov 80 mg) g epdmal and Tov GTOUATOG NUEPTLO dOON.
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O QopLOKEVTIKOG ELVOLYICUOG LE VO AVAAOYO TNG EKAVTIKNG OpHOVNG TNG @ypvoTpomov oppovng (LHRH)
Oa mpémetl va cuveyileton Katd ) didpkela g Oepaneiog acOevmv o1 omoiot dev Eyovv voPinbei o
YEPOVPYIKO EVVOLYIGUO.

Edv évog acBevig mapadeiyel va mapet To Xtandi tn cuviOn dpa, 1 cuvToyoypa@ovevn 0o TPEmeL va
Aappavetar 660 To duvatov TAncEstepa ot cuvin dpa. Edv évag acBevig mapadeiyer pio 66om yio pio
oAOKAN P NUéPa, N Bepaneio mpémet vor emavalapPavetar Ty EXOUEVN NUEPA LE TN GLVN O NuepNoLla dOoT).

Edv évag acBevig eppavicet to&ikdtnto Babpod > 3 1§ pia un avekr avemBOountm evépyeia, n d6om mpémnet
va draxomtetan Yo pio efdopada 1 Emg 6tov Ta cupmtdpate Bedtiodovv oe Babud < 2, kot 61N cuvéyelo va
enovoAneOei n 1010 N pia petopévn d6om (120 mg 1 80 mg), edv awtd artoloysitat.

Tavtoypovy ypnon ue woyopovs avaotoleic CYP2CS

Edv givan g@iktd, n tavtdypovn gpnon woxvpodv avoctorénv tov CYP2CS npénet va anopevyetat. Edv
610G acbevei Tpémel va cuyyopnyndel Evag ioyvpog avactoréag tov CYP2CE, n doon tng enzalutamide
npénel va, pewwbei oto 80 mg pio popd nuepnoing. Edv n cuyyopnynon tov 16yvpod ovaGTOAEN TOV
CYP2C8 dwakonei, n d6om g enzalutamide mpémel vo emoTPEYEL 6TN 3OGT TOL YPNGLLOTOLOVVTAV TPV OO
v évapén tov wyvpob avactoréo Tov CYP2CSE (BA. mapdypapo 4.5).

Hlkiwuévor aobeveig
Agv givon avaykaio 1 mpocappoyn g 60omg e nAkiopévoug aceveig (BA. mapaypdeovg 5.1 ko 5.2).

Hromixn dvolertovpyio

Agv givon avaykaio 1 Tpocopproyn g 00omng o€ acheveic e Nmia, LETPLA 1] GoPopn NTATIKY SuGAELTOLPYin
(Katmyopia A, B I' katd Child-Pugh avtictoya). Qotéco £xel mapatnpnel avénon tov ypdvov nuicetog
Cong g enzalutamide o€ acBeveig e coPapn nratikn dvciettovpyia (PBA. Tapaypdpovg 4.4 kar 5.2).

Negppixiy dvolertovpyia

Agv givol avaykaio 1 Tpocapuoyn g 60omg oe acheveic pe e 1 pétpro veppikn duciettovpyio (PA.
napaypapo 5.2). Zvviotdton Tpocoyn o€ aobeveis Le coPapn veppikn dvcAettovpyia 1 veppomdOeio TeEALKOD
otadiov (PA. mapdypoo 4.4).

Houdrazpixog wAnBoouog
Agv vrdpyet oyetikn ypnomn g enzalutamide otov ToudtoTpikd TAnBvopd. H évoeién g Bepaneiog Tov
CRPC kot tov mHSPC agopd ce evijhikeg dvope.

Tpomog yopfiynong
To Xtandi Tpoopiletar yia yprion omd Tov 6TOp0TOG. Ta emKaAvUpEVA [e AETTO DUEVIO OLOKI0 OV TTPETEL VOl
KkoPovrtal, vo cuvOAIBovTol 1 Vo pac®dVTan 0AAG TPETEL VO KATUTIVOVTOL OAOKAT PO LLE VEPO, Kol UITOpPEL va,

Aappavovtat e 1 yopig Tpoen.

4.3 Avtevositeig

YrepevoroOnoia ot (0116) dpacTtikn(€g) ovoia(ec) 1 6€ KATO0 0o TO. EKO0Y0 TOL OVOPEPOVTOL GTNV
mopdypoeo 6.1.

IMovaikeg Tov ivor 1 pmopet va peivovy €yiveg (PA. Tapaypdeovg 4.6 kot 6.6).

4.4 E101kég TPOELOOTOU|GELS KU TPOPVAAEELS KATA T1) Y p1]O1)

Kivoévvog smAnmtikmv kpicewv

H ypnon g enzalutamide éye1 cuoyetiotel pe emAnmTikés kpioels (PA. mopdypopo 4.8).

H amdéeoon yio ) cvvéyion g Oepamneiag oe acbeveic mov gpeavilovy eMANTTIKEG KPIoELS TPETEL VO,
Aappavetar ava TepinTwon.

2ovopouo oricOrog avaotpéyiung eykeparonadeiog (Posterior Reversible Encephalopathy
Syndrome-PRES)
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"Exovv avapepbel omdviec avapopég Tov cuvopopov omichiog avactpéyiung eykeparonddeiog (PRES) oe
aoBeveig mov AapPavovv Xtandi (BAEne moapdypago 4.8). To PRES givan pia omdvia, avastpéyiun,
VELPOAOYIKT draTaporyn], | onoia propel vo ekdnimbet e paydaio eEEAMGOOUEVA GUUTTOLOTOL,
GUUTEPIAAUPOVOUEVOV CTIAGUOV, KEQUAUAYING, GVYYVOTG, TOPAMGCNC Kol GAADY OTTIKOV KOl VEVPOAOYIK®OV
datapaydv, pe N yopig oxetilopevn vaéptaon. H didyvoon tov PRES armaitei emiPefaioon pe
OTEIKOVIOTIKES EEETAGELS TOV EYKEPALOV, KATE TPOTIUNGT HOYVNTIKY TOHOYpapic Tov eykepdaiov (MRI).
Yvviotdron dwakony] tov Xtandi o€ acbeveig mov avantocoovv PRES.

Agvtepoyeveic Kopiec Kakonbeteg

Eyovv avagpepBel mepiotatikd devtepoyevmv kbplov kokondeidv oe acbeveic mov éhafav enzalutamide og
KAMvVIKEG peléteg. Xe kKAvikég peléteg edong 3 to mo ovyvd avapepoueva coppdvta og acbeveig mov
éhafav enzalutamide kot peyolvtepa amd TO EIKOVIKO PAPHLOKO, NTAV KapKivog ovpoddyov kbvotg (0,3%),
adevokapkivopo maytog eviépov (0,2%), kapkivopa ord petafotikd embnio (0,2%) ko petaforikd
Kkapkivopa ovpoddyov kuatng (0,1%).

O1 aoBeveic Ba mpémel vo cupfoviedoviol AUEGH TO YOTPO TOVG EGV TOPUTNPOOVY CTLLASIL
YOGTPEVIEPIKNG OLLOPPAYIOG, LAKPOGKOTIKT OLUOTOVPic. ] GAAD CUUTTOUATO OTMG SOLGOVPIN 1] EXITOKTIKN
avaykn ovpnong katd T didpkeln g Oepaneiog e enzalutamide.

Tavtdypovn ypnon pe GAL QUPLOKEVTIKG TPOTOVTOL

H enzalutamide etvon évag 1oyvpog enaymyéag eviOpmV Kot PTOPEL VoL 001 YNGEL GE ATDOAELN TNG
OTOTEAECUATIKOTNTOG TOAADV EVPELNG YPNCEDS PAPUAKEVTIKOV TPoidvTmV (BA. mapadeiypata ot
TApAypoeo 4.5). ZUVETMOS Uit OVOCKOTNGT TV GLYYOPTYOUUEV®V POPUAKEVTIKOV TPOIOVIMV TPETEL VO,
de&dryetan katd v Evapén tng Bepoaneiog pe enzalutamide. H tavtoypovn ypnon g enzalutamide pe
QOPLOKEVTIKA TPOTIOVTA TOL £ivor gvaictnTa VITOGTPOUATA TOAADY PETAPOMKOV EVEOU®V 1 HETAPOPEIS (BA.
TApAypo@o 4.5) TPEMEL YEVIKA VA amoPeVYETAL €AV 1) BepamevTikn Tovg Spdon gival PeydAng onuociog yio
ToV 0.60gv1], KO €6V 0L TPOGAPOYEG TNG OOOTG OEV UTOPOVV EVKOAN VO, TPOYLOTOTOMBoOV Bacel Tng
TAPOKOAOVONONG TNG AMOTEAEGUATIKOTNTAG 1] TOV GUYKEVIPHOCEMY GTO TAAGCLLAL.

H ovyyopnynon pe Bapeapivn kon avturnktikd opolalovta pe kovpapivn tpénet vo amopevyetal. Edv to
Xtandi cuyyopnyeitar pe évo avtimnktikd mov petofoiriletarl and o CYP2CI9 (6nwg n Bappapivi 1
0.GEVOKOVOPOAN), Tpémel va deEayDel emmpdohetn mapakorovOnon g Atebvodc Opoaromompévng yéong
(International Normalised Ratio-INR) (BA. Topdypago 4.5).

Neopikn dvcrertovpyio
Amnauteiton mpocoyn o€ acbeveig pe cofapn veppikn duciettovpyia Kabmg 1 enzalutamide dev €xet
peAetn el o€ avto tov TANOLGUO acOevmV.

2oPapn Nratikr duciettovpyia

Mo avénon tov ypdvov nuicelag Lmng g enzalutamide €xel mapatnpnOei oe acbeveic pe coPapn nratikn
dvoiettovpyia, mBava cvoyetilopevn pe v ovénpévn Katavourn 6tovg 1otodc. H khvikn onuocio avtng
NG TOPUTIPNOTG TOPAUEVEL AYVOOTY. QGTOGO, AVOUEVETOL EVOL TOPATETOUEVO YPOVIKO SLAGTNHO Yo VO,
(OTACOVV Ol GUYKEVIPADGELG GTI) GTAOEPOTOMUEVT] KATAGTOOT) KoLl 0 XpOVOG PEXPL va emttevyBel n péytot
QOPLOKOAOYIKN dpaor Kabmg Kot ot xpovol yia Ty Evapén kot peimon tng eviupukng exayoyns (BA.
napdypapo 4.5) propei emiong vo avEndodv.

[péopatn kapdioyyelakr| vOGOG

2115 peréteg paong 3 amokAeiotnikoy acheveis e TPOGPATO EPEPAYLLA TOL LLOKAPOIOV (KATE TOVG
teAevTOiovg 6 pnveg) N actadn otndayyn (Kotd Tovg TEAEVTAIONS 3 UNVEG), KOPAIOKT AVETAPKELD
katnyopiag I 7 IV katd New York Heart Association (NYHA) ektog av to KAdopa eE0ONoNg apiotepng
kowMog (Left Ventricular Ejection Fraction-LVEF) > 45%, Bpadvkapdio 1 un ereyyopevn vaéptoon. Avto
npénel vo, AapPavetal voyn av o Xtandi GuVTOYoYpaQEITUL GE AVTOVG TOVG 0GOEVEIC.

H Bepaneio avopoyovikov amokAElcpov propet va mapoteivel to didotnua QT.

e acbeveig pe 1wtoptkd N Hrapén Topaydvimv Kivdivou yia Topdtoact Tov dteotipatog QT kot oe acbeveig
7OV AOUPAVOVY TOVTOYPOVE. PAPUOKEVTIKA TPOIOVTO TTOL EVOEXETAL VA, TapoTeivovy To ddotnuo QT (PA.
napdypapo 4.5), ol Oepdmovteg yiotpoi Tpémet va a&loloyodv 1o 160L0Y10 0pEAOVG-KIVOHVOU
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SUUTEPTAOUPAVOUEVNC TNG TOOVOTNTOC Y10, ERPAVIOT) KOWAAKNG Tayvkapdiag dikny putdiov (Torsade de
pointes) Tpwv Vv évopén Tov Xtandi.

Xpnon pe ynuetodepansio

H ac@dlelo Kot 1 amoTeAeoLATIKOTITO TG TOVTOXPOVNG XPNoNG Tov Xtandi pe KuTTopoTo&ikn
ynueodepaneio dev £xet texunpiwdel. H ouyyopiynon g enzalutamide dev €xet kopio KAMVIKA OTLOVTIKY
EMIOPOAOT] GTN POPLAKOKLVITIKN TNG EVOOPAEPLaG VTOGETOEEANS (BA. Tapdypapo 4.5). Qotdco, dev pumopel va
OTOKAELOTEL HioL aENON EULPAVIONG OVOETEPOTTEVIOG ETOYOLEVNG OO TI] VTOGETOEEAT).

Avtidpdoeig vrepgvoicineciog

AVTI0pacEeLg VITEPELAIGONGILOG EKONADVOVTAL LUE CUUTTOUOTO TOL TEPIAAUPAVOLY, aAAd dev TTeplopilovTal
oidnua TPOoS®TOV, YADooS, Xeihovsg | eapvyYa, 1| e&avOnua éxovv mapatnpndei pe enzalutamide (PAEme
Tapdypoeo 4.8).

"Exovv avapepbel coPfapés deppaticég avembounteg avidpaoelg (SCARs) pe v enzalutamide. Katd )
GLVTAYOYPAPNGT), Ol acOeveic Oo TPEMEL VO EVIILEPDVOVTOL Y10 TOL GTIUELDL KO TOL GUUTTOOTO KO VL
TAPOKOAOLOOVVTOL GTEVA Y10 SEPUATIKEG AVTIOPAGELC.

"Exdoya
To @dppaxo avtd mepiéyel Mydtepo and 1 mmol vatpiov (AMydtepo and 23 mg) avd EMKOAVUUEVO pE AETTO

VUEVIO dloKio, ivatl anTd mov ovopdlovue «ehevBepo vaTpiovy.
4.5 AlMAemdpacels pe GALo QUPROKEVTIKG TPOIOVTO KoL GAAES HOPPES aAAnremiOpaong

Avvntikn enidpaon GAA®Y QUPULOKEVTIK®OV TPoiovVTeV otnv £kbeomn otnv enzalutamide

Avoortoieic oo CYP2CS8

To CYP2C8 dadpopatilel onpavtikd poro oty amofoin g enzalutamide kot 6To GyNUATIGUO TOV
gvepyol petafolitn tng. Metd amd Tov 6TOHOTOG XOpNYNoTN TOL 16XLPoL avactorén Tov CYP2CS, g
vepeBpoliing (600 mg dvo popéc nuepnoing) ot vyieic dvdpeg, 1 AUC g enzalutamide avénbnke Kotd
326%, ev®d N Cmax TG enzalutamide peunOnke kord 18%. ' o chvoro g adéopevtng enzalutamide pe
Tov adéopevto evepyd petafolritn, 1 AUC avéndnke katd 77%, evd 1 Cmax HEIOONKE Katd 19%. Ioyvpoi
avaotolelg (m.y. yepeBpolidn) tov CYP2C8 mpénet vo amopevyovTal 1| VoL XPTCULOTOI0VVTAL LLE TPOGOYN
Katd ™ ddpketa NG Bepamneiog pe tnv enzalutamide. Edv otovg acBeveig mpémet va cuyyopryeitat Evag
1oyLpog avaotoréag Tov CYP2CS, n 66on ¢ enzalutamide wpénet va peiwbei oe 80 mg pia popd

nuepnoing (BA. Tapdypago 4.2).

Avoortoieic too CYP3A4

To CYP3A4 dwopapoatilel pikpd poro oto petaforopd g enzalutamide. Metd omd tnv omd TOL GTOUOTOG
YOPNYNOT TOL 16YXVPOY avactoréa tov CYP3A4, g itpakovaloing (200 mg pio popd nuepncing) ot vyteic
avdpec, 1 AUC ¢ enzalutamide ow&nbnke katd 41% evd N Crax Tapépeve apetdfintm. o to chvoro g
adéopevtng enzalutamide e Tov 0déopevto gvepyd petaforit, n AUC avénbnke kotd 27% evd 1 Crax
nopépeve Eava apetdPfAntn. Aev eivon avaykaio 1 Tposappoyn g 66omg 6tav to Xtandi cuyyopnyeitol pe
avaotoreig tov CYP3A4.

Eraywyeic twv CYP2C8 ko1 CYP3A44

Meté v and Tov otopaTog Yopnynomn tov pérplov enaymysa CYP2CS kot tov woyvpov snaywyéo CYP3A4,
g prpapmikivng (600 mg araé nuepnoing) ot vyeig avopeg, n AUC g enzalutamide padi pe tov evepyo
petaforitn g, petwbnke katd 37%, evd 1 Cmax TopELELVE OPETAPANTN. AgV amouTeitol TPOGAPLOYN TNG
d6ong 6tav 1o Xtandi cuyyopnyeital pe eroyoyeic twov CYP2C8 1 CYP3A4.

Avvnrikn enidpaon tnc enzalutamide otnv £ékbeon g GAAQ QOPUOKEVTIKA TPOTOVTO,

Eraywyn ev{duwv

H enzalutamide givai évag woyvpdc emaymyéag eviopmy Kot av&averl T odvieon moAldv evidumv Kot
LETOPOPEWDVY. ZVVETMG, OVUUEVETOL OAANAETIOPAON LE TOALA EVPELOG XPIONG POPUAKEVTIKA TPOIOVTO TOV
glvan vrooTpopata N petapopeis Twv eviopmv. H peimon 6115 cuyKevIpdGELG TOL TAAGLOTOG UTOPEL val
glval oNUAVTIKY, KOl VoL 01y OEL GE AmMAELN 1| LEI®OT TOL KAWVIKOD amotelécpatoc. Emiong vrapyet évag
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kivouvog yio avénpévn ovvleon evepyav petaforttov. Ta Evivua mov pmopel va erayBovv mepthappdvovy
10 CYP3A oo fimap kot 1o €viepo, ta CYP2B6, CYP2C9, CYP2C19 ko Tnv ovptdvo 5'-1pmcpo-
yAvkovpovocsvAtpavepepdon (UGTs -culevypéva yhvkovpovidia). Opiopévol PETOPOPEIG LITOPOVV ETTIONG
va enayfobv, OTWOC T.Y. 1 TOAVPAPUAKEVTIKY avTioTtaoT Tov oyetiletal pe mpoteivn 2 (MRP2) kot to
TOAVTETTIO0 HETOPOPAS opyavikadv avidviov 1B1 (OATP1BI)..

In vivo pehéteg &yovv dei&et 6T1 1 enzalutamide givan évag woyvpdg emaywyéag tov CYP3A4 ko évog pétplog
emayoyéag tov CYP2C9 kar CYP2C19. Zuyyoprynon enzalutamide (160 mg pio popd npepnoiong) pe
€QATAE Ao TOV GTOUATOG dOOELS TV evaictnTwv vrootpmpdtwv Tov CYP oe acbeveig pe kKapkivo tov
pocTdtn odnynoe o pia peimon 86% otnv AUC g pudalorapng (vroéotpopa tov CYP3A4), pia peioon
56% omv AUC g S-Bapeapivng (vrootpopa tov CYP2CY), ko pia peiwon 70% oty AUC g
openpalding (vroctpope tov CYP2C19). H UGT1A1 pnopei emiong va emdyetol. X pio KMVIKN HEAETN o€
acbeveig pe petaotatikd CRPC, to Xtandi (160 mg pio opd npepnoing) dev giye KAVIKA GMLLOVTIKY
enidpacT 61N QAPUUKOKIVITIKT TNG evEopAePimg yopnyoduevng vioceta&éAng (75 mg/m? ue &yyvon ks 3
epdopadeg). H AUC g vrooeta&éng Leidbnke katd 12% [yeopetpicog pécog Adyog (GMR) =0,882 (90%
CIL: 0,767, 1,02)] ev®d N Crmax peiddnke xatd 4% [GMR = 0,963 (90% CI: 0,834, 1,11)].

Avopévovtotl OAANAETIOPACELG LE CLUYKEKPIUEVE QUPUAKEVTIKA TPOIOVTO TTOV ATOPAAAOVTOL HEGH
petafolopov 1| pécw gvepyol petapopds. Edv n Oepangutikn tovg dpdon eivor peyding onuaciog yio tov
acBevr], Kot 01 TPOoAPUOYEG TNG HOOTG OEV Eival EDKOAO Vo, TpaypaTorotnfovv Bdcel TG mapoKolovOnong
NG OMOTEAEGATIKOTNTAG 1] TV CLYKEVIPMGE®DY GTO TAACLO, TOTE AVTH TO POPLOKEVTIKG TPOIOVTA TPETEL
VO OTOQEVLYOVTOL 1] VO PTCLULOTOL0UVTOL LE TPOcoyn. Yhpyel voyia 0Tt 0 Kivduvog yia nratikn BAGPN
HET amd YopnyNoN TOPAKETAUOANG Elvar pHeYaADTEPOG G€ ac0eVEiC TOL VTTOPAAAOVTAL TOVTOYPOVA GE
Oepaneia pe enaywyeic eviopmv.

O1 0UadEC TV QUPUOKEVTIKAOV TPOIOVIWV OV UTOPEL VOl EXNPEAGTOVV TePLapPdvouv, aArd dev
nepropifovion oe:

AvodlynTikd (7). QOIVTOVOAT, TPOUAOOAN)

Avtifrotikd (m.y. KhapiBpopvkivn, do&ukvrdivn)

Avtikapkwikoi wapdyovreg (m.y. kopmalitagéin)

Avtiemimrtika (1.y. kapPapalenivn, kKhovalemaun, eovotoivny, Tpyuddvn, fainpoikd o&d)
AvTiyuyooikd (T.y. ahomeploOAT))

AvtiBpopPotikd (7.y. acEVOKOLUAPOAT, appapivr, KAOTIO0YPEAT)

B-AmoxAeloTég (1. PLoompPorOAT, TPOTPAVOLOAT)

Amoxdelotéc StvAwv acBeotiov (w.y. dhtialépnn, pelodimivn, vikapdurivn, vipeduriv, Bepamopiin)
Kapdiaxég yAvkooideg (m.y. dtyo&ivn)

Koptwcoatepoedn (m.y. de&apebaldvn, tpedviloAdvn)

Avtukd HIV (m.y. wowaipn, prtovafipn)

Yrvotikd (n.y. Swlemdaun, wudalordur, CoAmdépn)

AvOc0KATOOTOATIKA (TT.). TOKPOALLOVC)

Avaotoleic avtiiog mpotoviov (m.y. opuenpaloin)

Yrativeg mov petafolrilovion péow tov CYP3A4 (n.y. atopPactotivn, oupfactativn)
Mopdyovteg Tov Bupeogdovg (.. Aefobuposivn)

To mhpeg duvaptko eraymyns g enzalutamide propet va pun oopPet péypt mepimov 1 ppva petd v Evapén
¢ Bepameiog, Otav enttevyBodv o1 cVYKEVTPOOELS TG enzalutamide 6to TAdou o€ oTafEpOmOINEVT|
KOTAGTOOT), OV KOl KATOLES EMTTOCELS TNG EMAYMYNG Umopel va ivan poaveic vopitepa. Ot acbeveig mov
AopPévouv eapuaKkevTIKd TPOiovTo. Ta. omtoia givorl vrootpopato v CYP2B6, CYP3A4, CYP2CY,
CYP2C19 1 UGT1A1 mpénet va a&loloyodvtot yio mihavi amdAED TOV QOPUOKOAOYIKMOV ETIpAcE®V (1
avEnon TV ETOPACEMY 08 TEPITTOCELG OOV oynuatiloviat evepyol LeTaPOAITES) KOTA TN SIAPKELN TOV
TpmTOL Pva TG Bepaneiog e enzalutamide, kot wpémel vo e&etdletan | TPOSUPHOYN TG 000G OTTOV
gvdegikvotal. Aappdvovtag vToyn To peydro xpoévo nuicelog {mng g enzalutamide (5,8 nuépeg, PA.
mapAypapo 5.2), ot emdpdoelg ota Eviupa UTopel val ETUEVOLY Yia Eva PNva. 1 TEPLGGOTEPO UETA TN
dwokonn| tng enzalutamide. Mia otadiokn| peimon tng 6061G TOL GLYYOPTYOVUEVOL (OPUAKEVTIKOD
TPOioVTOg Umopei va givar amopaitn katd tn droonn g Oeponeiog pe enzalutamide.
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Yrootpauozo twv CYPIA2 kar CYP2CS

H enzalutamide (160 mg pio popd nuepncing) dev Tpokdrece KMVIKA onpovtikn petoforn otv AUC Y
otV Cmax TG K0QEIVNG (VTooTpopa Tov CYP1A2) 1 e moylrtalovng (voctpopa tov CYP2C8). H AUC
™G moyArtatovng avénnke katd 20% evd 1 Cmax petddnke katd 18%. H AUC kot 1) Cimax TG KOPEIVNG
pewwbnke katd 11% ko 4%, avtiotolyo. Agv vEeikvuToL 1] TPOCAPLOYT TNG dOONG OTaV GLYXOpNYEiTONL EVal
vrndotpope 1ov CYP1A2 1 tov CYP2CS pe to Xtandi.

Yroowpwuazo e P-gp

In vitro dedopéva katadeikvoovv 61t 1) enzalutamide pmopei va eivorl avactodéng Tov petapopéa ekpong P-
gp. M Ao avacstaAtikn dpdon g enzalutamide, o€ otabepn Kotdotacn, oty P-gp mapatnpndnke og
Lo LEAETN oV omoio GVpETE OV 0oBeVEig e Kopkivo Tov Tpootdtn mov EAafav epdmas amd Tov
GTONATOG 000N dyo&ivig OV TEPIEYXEL AVIXVEVTI] LLE DTOGTPOUO TG P-gp mp1v kot tavtdypova e TNV
enzalutamide (1 cuyyopnynon axkoAovOnce TovAdyIGTOV 55 NUEPeg Anag nuepnoimg d6ong 160 mg
enzalutamide). H AUC ka1 1 Cmax TG Styo&ivng av&ndnkayv katd 33% kot 17%, avtictoyya. Ta
QOPUOKEVTIKG TPOTOVTA, e 6TEVO BEPUmEVTIKO €0POC TOV gival VITOoTPOUATO TG P-gp (.. KoAykivn,
ete&ukn dafryatpdvn, dtyo&ivn) mPEMEL vaL XPNOYOTOIOVVTAL HE TPOGOYN OTav cuyyopnyovvton pe Xtandi
Kot pmopel va amontnBel mpocsappoyn g 600G yia T Statpnon TV BEATIGTOV GUYKEVIPHOGEWDY GTO
TAQG L0

Yrootpowuaro thg BCRP

e otabepomomuévn katdotacn, 1 enzalutamide dev mpokaiese KAVIKG GNUOVTIKT LETOPOAN otV ékOgoT
GTO0 VITOGTPOO TOL AVIXVEVTN TPMOTEIVIG avTioTaong Kopkivov Tov pactod (BCRP) rosuvastatin og
acBeveig pe kapKivo Tov TPooTaTn oL EAPav panas and Tov oTOHATOG HO0T rosuvastatin TPV Kot
Tavtdypova pe enzalutamide (1 cuyyopfynom akolovdnce ToLAGYIGTOV 55 NuEpeg dmas nuepncimng 66ong
160 mg enzalutamide). H AUC g rosuvastatin peudbnie kotd 14%, evd 1 Cimax 00ERONKE KOTA 6%. Agv
amorteiton Tposapuoyn g do6omng otav vrootpopo e BCRP cuyyopnyeitan pe to Xtandi.

Yrootpouozo twv MRP2, OAT3 ko1 OCT1

Me Baon ta in vitro dedopéva, n avactodn g MRP2 (610 évtepo), kabdg kot tov petapopéa 3 opyavikohd
aviovtog (OAT3) ko tov petagopéa 1 opyavikov katidovrog (OCT1) (cuotnuikd) dev propel va
ATOKAEIGTOVV. Oe®PNTIKE, 1) EXOYOYN AVTOV TOV LETAPOPEMV glvar emiong duvarn, kot To kabapd
amoTEAEG A IV TPOG TO TOPOV AyVMOGTO.

DapuoKeDTIKG TPOIOVTO, TOV TOPOTEIVOLY TO draothuo QT

KaBdg 1 Bepomeio avdpoyovikov amokieiopod pmopet va mapateivetl To dStdotnpa QT, n_towtdypovn xpnon
tov Xtandi pE PAPUOKELTIKA TPOIOVTA TTOL Elval YV@GTAd OTL Topateivouy 1o dtdotnua QT 1 poppakevTikd
TPOTOVTO, TTOV EYOLV TN dLVATOTNTA VO EMAYOVV KOWAOKY TayvKapdia diknv putidiov (Torsade de pointes)
omwg taéng 1A (m.y. kvidivn, dteomupopion) N taéng I (m.y. apumdapdvr, GOTAAOAT, dSOPETIAION,
BOLTIAION) avTloppLOKE PAPUAKELTIKA TPOTIOVTa, HeBadovT, LOELPAOEAGTV, AVTIYVYWOGCIKA, KA. TPETEL
va 0EloAoyoOvTon TPpocseKTKA (PA. Tapdypapo 4.4).

Emdpdoeic e 1pogrg oty ékfeon oe enzalutamide
H tpoon dev £xet Khvikd onpovtikn emidpact oto Babud g £kBeonc oty enzalutamide. Xe KAviKég

doxég, To Xtandi yopnynonke yopic ™ ANyn tpoenc.

4.6 Tovipétnro, KUNON KAl yorovyio

luvaikeg o avaropaymykn nAio

Agv vrapyovv dedopéva aTov avBpmmo yio T ypnon Tov Xtandi Katd TV €yKupocHVN Kol TO TopoOV
QOPUOKEVTIKO TTPOTOV dev mpoopiletar yia ypron o€ yuvaikeg mov Ppickovior g avamapoywyki nikio. To
POV PAPUOKO EVOEYETAL VO TpoKaAEGEL PAGPN GTo ayévyvnro Toudi 1) Thavy amofoAin edv Aapfdvetor and
yovaikeg Tov givan £ykveg (BA. mapaypagpovg 4.3, 5.3 kar 6.6).

AvticOAAM YN 6€ GVTPES KO YOVAIKEC

36



Agv givorl yvoot6 gdv 1 enzalutamide 1 o1 petafoliteg tng eivorl TopovIeC 6T0 GIEPUO. ATTalTeiTol
TPOPVAOKTIKO KOTA TN dtpKeln Ko Yot 3 pnveg petd tn Oepamneia pe enzalutamide edv o acbevig emdideTon
oe 6e€ovalikn dpactnpdtnTa pe £ykvo yovaika. Edv o acbevig emdidetar o€ ceEovolikn emapn pe
yovaiko Tov BpicKeTol 6TV Avamapoy®ytk NAKio, TPETEL VO YPNGILOTOLEITOL TPOPLANKTIKO Kot [
emmAéov PEB0SOG OVTIGLAANYNG KATA TN dtdpkela kot yio 3 piveg petd ) Oepancio. Meléteg oe {oa Egovv
dei&el avamapaywywkn to&iotnra (PA. Topdypago 5.3).

Kinon
H enzalutamide dev npoopileton yio xprion oe yovaikec. H enzalutamide avtevdeikvotal oe yovaikeg mov
elvon 1 propet va, peivouv éykveg (PA. Tapaypapovg 4.3, 5.3 kot 6.6).

Oniocuog
H enzalutamide dev mpoopileton yia xprion o€ yovaikec. Agv givol yvwoto gdv 1 enzalutamide Bpicketon 6to

avBpomvo yaAa. H enzalutamide kaun ot petaforiteg tng anekkpivovral 6to yoho Tov apovpaiov (PA.
Tapdypoo 5.3).

Tovipodtnto
Meléteg oe (Do katéderEav 6T 1 enzalutamide ennpéace 10 avOTOPAY®YIKO GUGTNIO GE OPCEVIKOVG

apovpaiovg Kot okvAovg (PA. Tapdypoeo 5.3).
4.7 Emopacelg 6Ty IKavOTNTA 001Y161)G KOl (EIPIGHOD Py aviLaTOV

To Xtandi evoéyeton va £yl HETPLOL EXIOPACT OTIV IKOVOTITO 0ONYNONG KOl XEPICUOD UNYOVILATOV KOODS
Exouv avopepBel yoyloTpikd Kot veuporoyikd cupPavto cuUTEPILAUPOVOUEVIC TNG EMANTTIKNG Kpiong (PA.
mapdypao 4.8). Ot acOeveig Oa mpénet va evipuep@vovTal Yo Toug Thavovg Kivdhivous vo EKdNAMGoVY Eva
YOYLTPIKO 1) VEVPOLOYIKO GUUPBAV KOTAE TNV 03NYNOT ] TOV XEPIGUO Unyovnudtev. Agv éyovv die&oybel
HEAETEG Yo TNV a&lodoyNon TV emdpdcemV g enzalutamide 6TV tKovOTNTO 001 YNONG KOl XEPIGUOD
LUNYOVIUAT®V.

4.8 Avem@Ounteg evépyereg

[epiAnyn 1oV TPoPiL acEdAelng

O Aéov ouyvég avemBOunTeg evépyeleg eivar eEacBévion/KOTmaon, eEAWELS, VTEPTACT], KATAYLOTA, KOL
TTOOT. AAAEC GNUAVTIKES OVETIOVUNTEG EVEPYELEG TEPIAAUPAVOLY IGYULUIKT KOPOLOKT VOGO KoL ETANTTIKEG
Kkpioeic.

Enuinnrikn xpion mapovcidotnke 6to 0,5% twv acbevav mov élafav enzalutamide, 6to 0,2% tov acOevav
nov Aoy gikovikd eapurako kot 6to 0,3% tmv dobevav mov Eafav fucaiovtapion.

"‘Exovv avaeepbei omdvieg TEPIMTOGEIS TOL GLVIPOUOL OTiGOIGC AVAGTPEYIUNG EYKEPAAOTTAOELNG GE 0loBEVEiG
7ov éhaPav enzalutamide (BAéne mapdypago 4.4).

Katdloyog avemBountov evepyeidv oe Lopen mivako

Ot avemBounteg evépyeleg Tov mapoTnPNONKay KOTd TN d1dpKeELN KMVIKOV LEAETOV TOPATIOEVTOL TOPOKAT®
ava Kotnyopia cvyvoTTog epeavions. Ot katnyopieg cuyvotntag epedviong opiloviot og axoroHms: ToAD
ovyvég (= 1/10), ovyvég (= 1/100 €wg < 1/10), oyt ovyvég (= 1/1.000 €wg < 1/100), ondvieg (= 1/10.000 €wg
< 1/1.000), moAd omdvieg (< 1/10.000), un yvootég (dev pmopodv va ektiunbovv pe Baon ta debésyia
dedopéva). Evtoc kabe katnyopiog cuyvotntog EPOAVIONS, Ol avemBuuNTeS evEpyeleg TopoTifevTal Katd
eBivovca celpd coPapoTnTog.

Mivakag 1: AvemOOUNTES EVEPYELEG TOV AVAYVOPICTNKAY GE EAEYYONEVES KMVIKEG OOKINEG KOL PHETA TV
KUKA0QOpia TOL QapudKov

Katnyopia/opyoviké cootnpe | AvemBOunteg evépyeles Kot cuyvoTnTa

ovpoovo pg 1o MedDRA
Awatapayéc Tov aypomomTikod | Oyl ovuyvég: Aevkomevia, ovdeTepomevia
KOl TOV AELOIKOD GLUGTILLOTOG Mn yvootég*: Opoufomevia

Awatapay£ ToV 0vosoTomTikoy | Mn yvootéc*: oidnua Tpoc®dnov, oidnua YAdosas, oidnua
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GLOTHLOTOG

yeilovg, oldnua eapvyya

Poyatpucég draTopoyég

Xuyvég: dryyog
Oyt ovyvéc: otk yevdaichnon

AwTopayég Tov veupikon
GUGTNLOTOG

YuyvéG: KEQOAOAYiQ, ETNPEAGUEVT] VI, OV Gla, dtTapoyn
OTNV TPOGOYT], SVGYEVGiN, GUVOPOLO AVIICLY®V TOJDOV

Oy cuyvég: vontikn] Statapoyr], EmAnrTikég kpiceigt

Mn yvootéc*: ohvdpouo omichiog avaosTpéyiung eYKeQaAOTADELng

Koapdiaxég dtatapoyég SuyvEc: 1oyoupkr] kapdiaky vococ!
Mn yvootég*: mapdtaom tov draotiuotog QT (BA.
Topoypaeovg 4.4 ko 4.5)

Ayyelokég dotapayég [ToAD cuyvéc: e&dyetc, veéptaon

AloTapoay£C TOV YOGTPEVTIEPIKOD

Mn yvootéc*: vavtia, Euetoc, didppota

AloTopayEG TOL HEPLOTOC Ko
TOL VIOSOPLOV 1GTOV

Yuyvég: Enpodeppia, KVNGHOG
Mn yvootég*: molvuopeo epunua, eEavonua

AloTopay£C TOV VOCKEAETIKOD
GLGTNUATOS KOl TOV GUVOETIKOV
10TOV

IToAv ovyvéc: katayuaTo®
Mn yvootég*: poodyia, poikoi oroouol, poikn advvaypia,
0GLOAYIN

Awtapayég Tov
OVOTTOPOYMYIKOD GUGTYLLOTOG
K01 TOV [LOGTOV

2uyvEG: YuVOIKOUOoTIO

Tlevikég dratapoyég Kot
KOTOOTAGELG TNG 000V

XopNyNnong

[ToAv ouyvéc: e€dvtinon,kOmmon

Kokmoelg, dnintnpiaoeig kot
EMTAOKEC OEPATEVTIKOV
YEPIOUDV

Mo\ cuyvéc: mtmdon

* AvBopunteg avapopig amd TV eUTEPio LETA TNV KUKAO(QOPI TOV POPUAKOV.

¥ Onwg a&loroyndnke and tvromompéve. epotpate. MedDRA (SMQs) tov «EZnacpdvy cOUTEPILAUPOVOUEVOY TOV CTACHOV,
OTOGHAV YEVIKELHEVNG ETMANYI0G, GCUVOETOV EGTIOKMV EMANTTIKOV KPIGEWDV, EGTIOKAOV ETANTTIKGOV Kpicemv Kot status epilepticus.
Avto mepAapfavel OTAVIEG TEPITTMOELS ETANTTIKMV KPIGEMV e EMTAOKEG TTOV 001 YOVV G Odvarto.

T Onwg agohoynOnke and tomomompéva epotipata MedDRA (SMQs) «Epgpaypo tov pookapdiovy Kot «AAA 1GY0LUKT
KapdLoKn vOG0», CUUTEPIAALBOVOLEVOVY TOV aKOAOVOOV TPOTIHOUEVOVY OpV TOV TapatnpnOnkay o ToVAGYIGTOV 600 aobeveis oe
TUXOOTOMNHEVEG EAEYYOHEVEG LE EIKOVIKO QAPUOKO HEAETEG PAoNG 3: oTnOdy)M, oTePaviaio vOco, Euppaypa Tov pookapdiov, 0&
éuoppaypo Tov pookapdiov, 0&H otepaviaio cOVOpPoo, actabng otddyyn, Wyoiio Tov HVOKAPIIoL KoL APTNPLOCKATPLUVOT|
oTeEPaVINing apTnpiog.

1 Iephappaver GAOVG TOVG TPOTIUMUEVOVG OPOVG LE TN AEEN «KATAYHO» GTO OGTA.

Ieprypooen emAeyuévav avemBountoyv EVEPYEIDV

Emiinmrixn xpion

211G eleyyopeves KAvikEg perétec, 24 (0,5%) amod toug 4.403 acbeveic mov voPAndnkav og Beponeio pe
nuepnota 8601 160 mg enzalutamide gpeavicoy ETANTTIKNY Kpion, Vo Téocepig acbeveic (0,2%) mov
Ehapav gucovikd pdppaxo ko évag acdevig (0,3%) mov élofe PrkolovTopion epeavicay emAnmTtiky Kpion.
H 8601 paivetar va amotehel oNHAVTIKO TPOYVAOCTIKO TOPAYOVTO TOV KIVOUVOL EUQAVIONG ETANTTIKNG
Kpiong, 6OT®G avTIKaTOTPILETOL OO TO TPOKAIVIKG OEOOUEVA Ko 0t TOL SESOUEVA OO o LEAETT
KMUGK®OOo™NG TG 00NG. ZTIG EAEYYOLEVES KAVIKEG peAéTes, e&opédniay ol acbeveig e mpornyovuevn
EMANTTIKY Kpion N LE TAPEyovTeG KIVODHVOD Y10 TIV ELPAVIOT| EMANTTIKNG Kpiong.

e o dokipn| povov okéaovg 9785-CL-0403 (UPWARD) yio tnv a£10Adynon TG EXnTOOoNG TOV
EMANTTIKOV Kpioewv o€ acbeveic pe mpodiafecticod TapayovTes Yo, EKONAWGCT ENANTTIKOV KPice®V (amd
ToVg omoiovg 1,6% &lyav 16TOPIKO EMANTTIKGV KpicemV), 8 amd 366 (2,2%) acbeveic mov éhafav Oepameio
pe enzalutamide epedvicav pio eminmtikn kpion. H duipeon didpxeto g Oepaneiog frav 9,3 pvec.

Agv givar YVmOTOG 0 UNYOVIGHOG LEGH TOV omoiov 1) enzalutamide pmopel vo PeldoeL ToV 0Vd0 TmV
EMAMTTIKOV KPIGEOV, 0ALA Bo LTopoVGE Vo GXETIOTEL e To. OEdOUEVA a0 in Vitro PEAETEG TOV dEl VoLV OTL
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n enzalutamide ka1 0 evepyog LETAROAITNG TNG TPOGOEVOVTAL KOl UTOPEL VO AVAGTEIAOLV TN dPACTIKOTNTA
TOV SLAWV TV 1OVTOV yAonpiov Tov GABA.

loyayuxn kopoiaxn vooog

& TOYOOTOMNEVES KAMVIKEG LEAETEG ELEYYOUEVES LLE EIKOVIKO QAPLLOKO, T) ICYOULIKT] KAPSIOKT VOGO
eppaviomke oto 3,9% tov acbevav mov Elafov enzalutamide kot ADT cvykpirikd pe 1,5% tov acbevaov
nov éhofav gwcovikd edppoko kot ADT. Askamévte (0,4%) acBeveic mov éafav enzalutamide kot 2 (0,1%)
aoBeveig mov EAaPav EIKOVIKO QAPLOKO ELPAVIGOV GUUPBAY IGYOUIKNG KOPIIOKNG VOGOV TOV 0ONYNGE GE
Oavaro.

Avaopd mBovoloyoVpevev avemfBounTmy evepysLdv

H avogpopd mhavoroyolevav avemBopuntmv evepyeidv PeTd omd T Yopynon Gogag KukAopopiog Tov
QOPLOKEVTIKOV TPoidVTOog glvar onpavtikn. Emttpénet m cvveyn mapaxorobnor e oxéong opérovs-
KIVOUVOL TOV POPUAKEVTIKOD TPOIOVTOG. ZNTEITOL OO TOVG EMOYYEALATIES VYELOS VO AVOPEPOLY
OMOlECOMTOTE THOVOLOYOVLEVES AVETBOUNTES EVEPYELES LEGH TOV EBVIKOD GLUGTNLLOTOG AVOPOPAS TTOV
avaypapetor oto [Hopaptnua V.

4.9 Ymnepodocolroyia

Agv vrapyet avtidoto yio Tnv enzalutamide. X nmepintmon vrepdocoroyiag, n Ogpaneia pe enzalutamide
TPENEL VO, GTAPOTIOEL KO YEVIKA VITOCTNPIKTIKA HETPA TPETEL VL EEKIVIITOVV, AAUPAVOVTOG VITOWYT) TO YPOVO
nuicelag {ong tov 5,8 nuepdv. Ot acbeveig pmopel va StaTpéyovv avENUEVO KIVOUVO ETANTTIKOV KPIGE®V
LETA amd VIEPSOGOAOYIaL.

5. DPAPMAKOAOI'IKEX IAIOTHTEX
51 ®appoxodvvomkés 1016TNTES

DappokobepomeLTIKN KATYOPit: OVTAY®VIGTEG OPHOVAV KoL GUVAPELS TOPEYOVTES, AVTI-0VIPOYOVAL,
kodwoc ATC: L02BB04.

Mnyavieudc dpdong

Eivatl yvooto 011 0 kKapKivog Tov TpocTdtn eivatl evaictntog 6ta avopoyova Kot OVTOTOKPIVETOL GTNV
OVOGTOAN TNG GNUATOSOTNONG LEGH TOV VTLOSOYEN TV avOpoyovev. TTapd To yaunio 1 axdun Kot 1o pn
avixveLoLUo EMImEdO TV avIPOYOV@V GTOV 0pd, 1 CNUATOSOTNON HEGE® TOV VTTOSOYEN TV AVOPOYOVMV
ovveyilel va mpowbei Tnv e£€MEN g vooov. H diéyepon g avanTuéng TV KapKIVIKOV KUTTAPOV HEGH TOV
VTOJ0YEN TV AVOPOYOVMV ATALTEL TUPNVIKO EVTOMIGUO Kot décpevot tov DNA. H enzalutamide givon évog
16YVPOC AVOGTOAENS TNG ONUATOSOTNOTG HEGM TOL VTOJOYEN TV OVIPOYOVMV oL eumodilet drdpopa
GTAd0 GTO GNUOTOSOTIKO LOVOTATL TOV VIOdoYEN TV avdpoyovav. H enzalutamide ovactéAiet
OVTOYOVIGTIKG T1 GVVIEST] TOV AVOPOYOVIOV GTOVE VITOSOYEIC TMV aVOPOYOVAV, KOl ETOUEVOC UVAGTEALEL
TNV TUPNVIKT HETATOTION TWV EVEPYOTOUNUEVOV DTOSOYEMV KOl AVOGTEALEL TN GUVIEST] TOV
EVEPYOTOMUEVOL VTTOJOYEN TV avOpoyovmv e DNA axopn kot 6ty pououen g vaepék@pacng Tov
VIOS0YEN TMV OVOPOYOVOV KOl GE KOPKIVIKE KOTTOPA TOV TPpooTdtn avlektikd o€ avti-avopoyova. H
Oepaneia pe enzalutamide peldvel TNV avanTLEN TOV KAPKIVIKOV KUTTAP®V TOV TPOCTATN Kol UTOPEL va
TPOKAAESEL BAVOTO GTO KOPKIVIKE KOTTOPO KO VITOYXMPT|OT TOV OYKOV. Xg TPOKMVIKES LEAETEC M
enzalutamide otepeiton g 6pAong TOL AYOVIOTH GTOV VTOSOYEN TV AVIPOYOVMV.

Dopuokoduvapkés emdpacels

e o kKhvikn dokipn eaong 3 (AFFIRM), acBevav mov dev avtamokpibnkay o€ mponyovuevn
nreodepaneia pe viooetaEéln, 10 54% twv acbevadv mov Elafoav Oepancio pe enzalutamide, Evavtt 1,5%
TV aoBevav Tov EAafav ElKoVIKO @apLako, eiyav TovAdyotov 50% peiwon omd tn péon T Tov
emmédmv PSA.

e o dAAn Ky dokyn eaong 3 (PREVAIL) ot acBeveig mov dev giyav mponyovpévmg Adpet
mueobepamneio kKo Edafov enzalutamide mopovciacay onpavTKE VYNAOTEPO TOGOCTO AVTATOKPLIOTG TOV
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oAkov PSA (opilopevn g peiwon > 50% amd tnv apyikn T), 6€ GVYKPLoN Ue Tovg acbeveic mov Elafav
€oVIKO @dpuaxo, 78,0% évavtt 3,5% (drapopd = 74,5%, p <0,0001).

e o kKhvikn dokyn eaong 2 (TERRAIN) ot acBeveic mov dev giyav mponyovpuévac Aapet ynuetodepameio
kot EAaPav enzalutamide mopovsiocay oNUAVTIKA VYNAITEPO TOGOGTO AVTATOKPIONG TOL OAKOL PSA
(op1lopevn g peiwon >50% omd v apyikn Tiun), € GLYKPLoN e Tous acbeveig mov Elafav
Bucarovtapion, 82,1% évavtt 20,9% (dapopd = 61,2%, p <0,0001).

e o dokiun| povov okéaovg (9785-CL-0410) ot acbeveig mov elyav mponyovpévag Aapet Oepaneia
dbpkelag TovAdytotov 24 gfdopddwv pe apmpatepovr (ovv mpedvilovn), o 22,4% mapovcioce peiowon >
50% amd o apyika eninedo PSA. TOp@Va LLE TO TPONYOVUEVO 1GTOPIKO YNUE0dEpUTTELNG, TO TOCOGTA TOV
acBevav e peioon > 50% tov emmédmv PSA ftav 22,1% kot 23,2%, yio 11 opdadeg acbevav mov dev giyav
TPONYOLUEVDG AAPEL ynueloBepameio Kot yio TIg OpAdeg acBevmy mov giyav TponyovpEvmg AdPet
ynueobepamneia, avrictoryo.

v KAvikn dokun MDV3100-09 (STRIVE) pn petactatikov kot petactatikov CRPC, ol acBeveig mov
élofav enzalutamide mopovciocay ONUOVTIKA VYNAGTEPO GUVOAIKO TOCOGTO  eMPEPOOUEVNC
avtanokpiong PSA (opildpevo o¢ o peioon > 50% omd v apykn tiun) oe odykpion pe acbeveic mov
AdpBavay Bucarovtapion, 81,3% évavtt 31,3% (Swapopd = 50,0%, p <0,0001).

Zmv vk doxiup MDV3100-14 (PROSPER) pn petactatikod CRPC, ov acBeveic mov €Aafav
enzalutamide xot€dei&av onNUAVTIKA VYNAGTEPO T0600To emPePfarmuévne omdkpiong PSA (opildouevo mg pa
peiwon > 50% amd TV apyIKn T), 68 cuykplon pe acbeveig mov AdpuPavav ewovikd eappako, 76,3%
évavtt 2,4% (dwpopa = 73,9%, p <0,0001).

KAvikn amotedecpotikdTnTo Ko asdAELd

H amoteleopatikdmmra g enzalutamide tekpunpidOnKe Ge TPELG TLYOOTOMUEVES, ELEYYOUEVES LLE EIKOVIKO
QAPHLOKO, TOAVKEVTPIKEG KMVIKES Ledétes eaomg 3 [MDV3100-14 (PROSPER), CRPC2 (AFFIRM),
MDV3100-03 (PREVAIL)] mov die&nyncoav o acbeveic pe Kapkivo tov mpootdtn vwd e£EMEN, ot onoiot
gupavicav eEEMEN g vooov vztd Bepaneia otépnong avopoyovav [avirloyo LHRH 1 éneita and
apeotepomievpn opyxektopn]. Tt pedétn PREVAIL evtayOniav acBeveig pe petactatiké CRPC mov giyav
AGBel mponyovpévag ynuetobepaneio, evod otn perétn AFFIRM evidyOnkav acBeveic pe petactatikdo CRPC
mov giyov Adfet Tponyovpévmg vrocetalédn kot otn peAétn PROSPER evtdybnkoav acBeveig pe un
petactatikd CRPC. EmimAéov, n arotelecpatikotnta o acbeveig pe mHSPC texunpundnie emiong o pia
TUYOLOTTOMUEVT), ELEYYOLEVT] LE EIKOVIKO PAPLOKO, TOAVKEVTIPIKT KAWVIKY peAéTn edong 3 [9785-CL-0335
(ARCHES)]. Ohot ot acbeveig giyav Adpet éva avaroyo g LHRH 7 giyav vropindei o appotepdmieupn
opyeKTOuUN.

210 okéhog evepyo Bepaneiog, To Xtandi yopnynonke omd Tov otdUATOG GE dO0m 160 mg nuepnocimg. ZTig
téooeplg kKhvikég pehéteg (ARCHES, PROSPER, AFFIRM kot PREVAIL), o1 acfeveic Adppavay gikoviko
QAPUOKO GTO GKELOG EAEYYOL KOl 0TOVG aoevelg emTpendTay, Y®PIG va omarteital, va Aappdvouy
TpedviLovN (M péylotn emTpendpevn nuepnoto 66on Nrav 10 mg mpedvilovng 1 .lodvvaun).

O petaforég otn ovykévipwon tov PSA otov opd and poves Toug 0ev OMOTEAODV TAVTOTE TAPAYOVTIQ
TPOPAEYNS TOV KAVIKOV 0pELOVS. G €K TOVTOV, OTIG TEGGEPLG UeAETEG VIMPEE 1) GVGTOOT Ol acBeveic va
ocvveyioovv va Aappdavouv Tig Oepameieg ToVg 6TO TAAIGLO TNG UEAETNG LEYPL TNV IKAVOTOINGT] TOV KPLTnpimv
SLKOTNG, OTWS AVTA TPOGIOPILOVTUL TOPUKAT® Y10 KAOE HEAETT.

Melétn 9785-CL-0335 (ARCHES) (ao6eveic ue petaotatiné HSPC)

2t perétn ARCHES evtayOnkav 1.150 acBeveig pe mHSPC, ot omoiot tuyotomomOnkav pe avaroyio 1:1
oe My enzalutamide pali pe ADT 1 ewoviko0 gappdkov pali pe ADT (n ADT opileton og avaroyo
LHRH 1 apgpotepdmievpn opyextoun). Ot acBeveig éhafav enzalutamide oe 660om 160 mg pia popd
nuepnoiong (N = 574) 1§ ewovikd pdpuaxo (N = 576).

KotdhAniot yio évtagn otn pehétn NTav ol 0oBeVEi [Le LETAGTATIKO KOPKIVO TOL TPOCTATY, TEKUPLOUEVO
pe Betikd omvOnpoypdenua oot®v (Yo 006TIKN vOG0) 1 petactatikég eotiec o€ CT 11 MRI (ya voco
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poAakmv popiov). Ot acbeveig 6Tovg omoiovg 1 eEAmAmon TG VOGO TepoptldTay GTOVG ETLYDPLOVE
TLEMKOVG AEUPOOEVEG OV NNTOV KOTAAANAOL Y10, VTN OTN HEAETN.

O1 aoBeveic emrpendTay va Egouv AaPet Emg 6 khkAovg Oepanciog pe viooetalédn, pe v Tedevtaia
yopnynon g Bepamneiog va £xel oAokANpmOel €vTog 2 unvav mpv and v Nuépa 1, yopic va Exovv evdeifelg
e&EMENG TG VOGOL KOTA TN SLapKeLo 1] LETA TNV oAokApwon TG Oepomeing pe viooetaléin.
AmoxieioTnKov ot acOeveic Le Yvooth 1| mOOvOLoYOOLEVT EYKEQUAIKT] LETAGTAON 1| EVEPYN VOGO GTNV
OPOLYVOELON UIVLYYO 1] LLE IOTOPIKO EMANTTIK®V KPIGEWMV 1] OTOONTOTE KATAGTOOT TOV UITOPEL VoL
dnuovpynoel Tpodidbeon yio EMANTTIKY KpioT.

Ta dnpoypaeikd GTotyeln Kot To YOPUKTPIGTIKA OVOPOPAS NTAV KOAG IGOPPOTNUEVE LETAED TV dVO
ondadwv Bepaneioc. H didpeon nhikio oty toyatonoinon frav 70 € kot 6115 600 opddeg Oepaneiog. Ot
TEPLocOTEPOL 000EVELG 6TOV GLUVOLIKO TANBVGRO fTtav Kavkdoiol (80,5%), to 13,5% ftov Acidteg kat to
1,4% Mtov Matvpot. H BabBroroyio tov emmédov anddoons katd Eastern Cooperative Oncology Group
(ECOG PS) ftav 0 ya to 78% tv acBevav kot 1 yio to 22% tov acBevdv katd v Eviagn otn pHerén.
Ot acBeveic otpopoTonomOnkay og Yauniov £vavtt LYNAoD Eoptiov vOco Kot Tponyoduev Bepaneia e
vtooeTa&éAN Yo KapKivo Tov Tpoctdrr. Tpidvta ntd To1¢ EKOTO TV 0oOEVAOV giye VOGO YOUNANG
Katavouns Kot 63% tov aclevav eixe vocso vyning Katavouns. Oydovrta dvo toig exatd tmv achevav dev
glyav Adper mponyovpevn Bepameia pe viooeta&édn, to 2% éhafe 1-5 kdKhovg ko o 16% Ehafe 6
TPONYOVLEVOVG KOKAOVG. AgV EXETPATT 1) TAVTOYPOVT Oepameia e VIOGETOEEAD.

H emBioon yopic aktivoroyun eEEMEN g vocov (rPFES), Bdoet ave&aptntng Kevipikng enaveEétaong,
NTOV TO TPOTAPYIKO KATOANKTIKO OMUEIO TOV OPIGTNKE MG 0 ¥POVOG OO TNV TUYOLOTOINGT £WG TNV TPMTN
OVTIKELUEVIKT EVOEIEN aKTIVOLOYIKNG EEEMENG TG VOGOV 1] ToV BAvaTo (0o10GONTOTE ALTIOAOYING 0o TN
GTIYUN] TNG TVYOOTOINoNG £1G TIC 24 £BOOUAdES ATd TN SLOKOT TOL PAPUAKOV TNG HEAETNG), OTTO10
cuvEPave TPMOTO.

H enzalutamide enédei&e otatiotikd onpavtiky peioon katd 61% otov kivovvo gpepdvions cuppaviog rPFS
o€ ovYKplon e 1o gikovikd eappako [HR = 0,39 (95% AE: 0,30, 0,50), p < 0,0001]. Avaroya
amoteAéopata yo v rPFS mapatmpndnkov otovg acbeveig pe voso vyniov goptiov 1 voco younion
@optiov kot g acbeveic pe kat ympic Tpornyoduevn Bepaneia pe viooeta&éAn. O d1dpecog xpovog £0¢ TNV
epeavion coppavtoc rPFS dev enetedydn 610 okélog g enzalutamide, evéd ftav 19,0 uiveg (95% AE: 16,6,
22,2) 610 GKEAOG TOV EIKOVIKOD QapLLEAKOL.

IMivakag 2: Ilepiinyn 1@V 0ed0puévov amoTEAECPLATIKOTNTOS 6€ 0.00eveic wov éhaPav Oepancia pe
enzalutamide 1] etkovik6 @appaxo ot perétny ARCHES (avédiven mpé0eong yro Ospancia)

Enzalutamide poli pe ADT | Ewoviké oappoxo poli pe
(N=574) ADT
(N =576)
MpoTopy1ké KATOANKTIKO onueio
Empioon yopic aktivoroyikn eEéén
ApBudc ovppaviev (%) 91 (15,9 201 (34,9)
Atdipeon Tyun, pves (95%
AE)! A/E 19,0 (16,6, 22,2)
Avaoyia kivdovou (95%
AEY? 0,39 (0,30, 0,50)
T p’ p <0,0001

A/E = Agv gmrebydnke.
1. Ymoloylotnke pe ypnon g peboddov Brookmeyer kot Crowley.

2. Awoctpopdtoocn pe Baon To goptio e vOso (yormAd Evavtt vymAiod) Kot TV TPonyodpeVn xprion VIoceToEANG (Vor
oxL).
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Ewova 1: Koapmdin Kaplan-Meier tng rPFS ot peiétn ARCHES (avaivon np60song Yo Oepansia)

Ta KOpro SevTEPEVOVTA KATAANKTIKA O HElR ATOTEAESUATIKOTNTOG TOL a&lodoynOnkay 6t LeAé
copmephappavay Toxpovo Eog v e&EMEN Tov PSA, to ¥pdvo Evapéng g VEAG OVTIVEOTANGLOTIKNG
Oepameiag, 10 T0600Td 060evAOV e pn aviyvevoilo eninedo PSA (peimon og < 0,2 pg / L), kot To 1060616
avtikelpevikng avtanoxpiong (RECIST 1.1 pe Bdorn ave&dptntn avackonnon). TOTIGTIKA GTLOVTIKEG
Beltuwoelg og acbeveic mov éAafav enzalutamide oe GOYKPIOT UE TO EIKOVIKO QAPUAKO KOTOSEXONKAV Yo
OAOL VT TO OEVTEPEVOVTA TEAMKE OMUELDL.

"Eva dALo Pacikd deutepedov KATAANKTIKO ONUEI0 OTOTEAEGHATIKOTNTAG TTOV a&0A0YHONKE OTN HeAéTN NTaV
1 GLVOMKTY| EMPi®ON. TV TPOKAOOPIGUEVT TEMKT] 0VAAVOT] Y10 TN GLVOMKTY| EMPimON, Tov de&nydn dtav
mopatnpnOnkav 356 Bdvatol, katadelydnke oTUTIGTIKA ONUAVTIKN PEiOT TOL Kvduvou Bavdatov kotd 34%
o1V opada Tov TuyalomowOnke va AdPel enzalutamide o GuyKploN HE TV OPLASA TOL TLYALOTOMONKE Vi
va AdPet sikovikd eappaxo [HR = 0,66, (95% CI: 0,53; 0,81), p < 0,0001]. O didpecog xpovog yio
ouvolikn emiPimon dev emrtedyOnke og Kapio amod Tig dVo opddes Bepanciog. O eKTIHMUEVOG O1AUECOG
1POVOG TapakoroOnomg yio OA0VG Tovg acBeveic Ntav 44,6 unveg (PAérne Ewova 2).
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Ewova 2: Kaproieg Kaplan-Meier g cuvohkiig empimong otn periétn ARCHES (avaivon

npo60eong Yo Oepameia)
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Melétn MDV3100-14 (PROSPER) (aobeveis ue un uetaotatico CRPC)
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2 peiétn PROSPER evtayOnkav 1.401 acBeveic pe aoupmtopatiko, YYnAoy Kivduvou pUn-UeTOCTATIKO
CRPC nov cuvéyioav t Oepomeio otépnong avdpoydovov (ADT, opildpevo wg avdioyo LHRH 7
Tponyovpevn dipepng opyektoun). Ot acBeveig Empene va £xovv ypdvo dumhactacuov PSA <10 univeg, PSA
> 2 ng/ mL, ko1 emPePoainon pn LETOCTATIKNG VOGOV 0O TVQAT OvEEAPTNTN KEVIPIKT OVOCKOTNON
(Blinded Independent Central Review, BICR).

Enetpdmn n évtaén acevov pe 16toptkd Nmog £og pETprog kapdlokng averdapkelag (katnyopia I 1 I katd
NYHA) kot ac0evav mov Adpfovoy oproKeuTikd Tpoiovia Tov oyetiloviay pe TV EAATTOOT TOV 0VS0V
TOV ETUNATIKOV Kpicewv. ATokAeiotnKov acBeveis Le Evo TPOTYOULLEVO IGTOPIKO ETMANTTIKNG Kpiong, 1 Le
Kol donon mov Oa propovce va anotehel TPod1aHEGIKO TAPAYOVTA Y10 EUPAVIOT] ETANTTIKNG Kpiong M
L& CLYKEKPIUEVES TPONYOVUEVES Bepameieg Yo kapKivo Tov TpocsTtdn (dnA. ynpewdepaneio, keTokovaloin,
ofw aumipatepdvn, aptvoyrAoutedipion 1/kat enzalutamide).

Ot acBeveic ToyaomomOnkav pe ovoroyia 2:1 otn Aqyn eite enzalutamide og 6601 160 mg pio popd
nuepnoing (N = 933) eite ewovikov pappdakov (N = 468). Or acOeveic dtuotpopatdbnkay pe Baon to
YPOVO SIMAAGIAGLLOD TOV £101K0V TPooTaTikol avtydovov (PSA) (PSADT) (<6 pivec 1 = 6 wiveg) kot
YPNON TAPAYOVI®MV GTOYELONG OGTAV (VaL 1 O)L).

Ta dnuoypaeikd oToryelo Kot To YOPOKTNPIGTIKA TG VOGOL TV achevdv Katd Ty Evapén ftav
soppomnpéve Letald tov okedmv Bepaneiog. H didpeon niikia Katd v tuyatonoinon nrav ta 74 £tn 610
okéAog NG enzalutamide kot To 73 €11 6T0 GKELOG TOV EIKOVIKOD POPUAKOL. LT HEAETT Ol TEPIGGOTEPOL
acbeveic (71% nepinov) Rrav Koavkdaotot, 16% frav Acidres kot 2% frav Mavpot. To 81% tov acbeviov
eppavice eminedo amddoons katd ECOG 0% kot to 19% tov acBevav elye eninedo anddoong ECOG 1.

H emBioon yopig petactdoelg (Metastasis-free survival, MFS) fitav 1o Tp@topyikd KATAANKTIKO onpeio
OV OPIGTNKE G 0 YPOVOG OO TNV TUYOLOTOINGT £MG TNV AKTIVOAOYIKT €EEMEN ) TO Bdvato evtog 112
NUEP®V OO TN SaKOTN TNG Bepameiog ympig TNV KoToypapr| TG aKTvoAoyikng eEEMENG, dmoto cuvéPatve
TpmT0. Baoikd dgvutepehovta kKaToANKTiKd onpeia Tov a&loA0yRONKaY 6T HEAET TOV O ¥POVOG OC TNV
P60d0 10V PSA, 0 ¥pdvoc w¢ v mpmtn Ypriomn véag avtiveomhaotikng Oeponeiog (TTA), n cuvolikn
empPioon (0S). EmmAiéov devtepehovta katanktikd onpeio meplehdpufoavay 1o xpdvo PéypL TV TpdTn
¥pNoN KuTTapoTo&iKng ynuetodepaneiog Ko emPinong ywpig ynpeobepancio. Agite o amoteAéopoto
nmapokdto (ITivakag 3).

H enzalutamide xoté€dei&e oTOTIOTIKA oNROVTIK peimon Katd 71% 610 oyeTikd KiVOUVO aKTIVOLOYIKNG
eEEMEng N Bavdatov og cuykpion pe To eikovikd papuaxo [HR = 0,29 (95% AE: 0,24, 0,35), p <0,0001]. H
dtapeon i MFS ftav 36,6 unveg (95% AE: 33,1, A/E) oto okéhog tng enzalutamide évavti 14,7 pumvév
(95% AE: 14,2, 15,0) oto ok€Aog L€ TO EIKOVIKO PAppaKo. Xvvenn| amoteréopato MFS napatnprnkav
emiong o€ OAeg Tig TpoKabopiopéves VToopddes acbevav, cuprepiappavopéveov tov PSADT (<6 unvav 1
> 6 unvev), g dnpoypaetkns teploxns (Bopewa Apepikn, Evpdnn, vrolomog k6G10G), TG nAkiag (<75 1
> 75), TG xpNoNg evog TporyoveVoL Tapdyovta 6tdxevons ootdv (vau 1 0y (PAéne Eucova 3).

IMivakag 3: Hepiinyn tov dedopévav anoteieopatikdtnrog otn perétny PROSPER (avaivon
npo0Beong Yo Oepamsia)
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Enzalutamide Ewkoviké gappaxo
(N=933) (N =468)
MpoTopIKé KOTUANKTIKO oNuEi0
Empioon yopic peractdosig
ApBudc cvpBaviev (%) 219 (23,5) 228 (48,7)
Atdueon Ty, wiveg (95% AE) 36,6 (33,1, A/E) 14,7 (14,2, 15,0)

Avaloyio kivdvvov (95% AE)’

0,29 (0.24, 0,35)

T p’ p <0,0001
Kvplo 6guTepevovTa KOTOAKTIKG GNUELN OTOTEAECUOTIKOTTOS
Tvvolkn empPioon’
Ap1Ouog coppavrav (%) 288 (30,9) 178 (38,0)

Atdueon Ty, piveg (95% AE)

67,0 (64,0; A/E) 56,3 (54,4; 63,0)

Avadoyia kivdvvov (95% AE)?

0,734 (0,608; 0,885)

Ty p’

p=0,0011

Aldotnpa og v e£éMEN Tov PSA

Ap1Bpdg cvpfaviav (%) 208 (22,3) 324 (69,2)
Atdpeon Ty, piveg (95% AE)’ 37,2 (33,1, A/E) 3,9 (3,8,4,0)

Avadoyio kivddvov (95% AE)’

0,07 (0,05, 0,08)

Ty p’

p <0,0001

Aot O TNV TPATN YPNGTN VEUS GVTIVEOTA

opaTikig Ogpaneiag

Ap1Ouog cuoppavrav (%)

142 (15,2) 226 (48,3)

Atdpeon Ty, wivec (95% AE)’

39,6 (37,7, A/E) 17,7 (16,2, 19,7)

Avadoyia kivdvvov (95% AE)?

0,21 (0,17, 0,26)

Ty p’

p < 0,0001

A/E= Aev emtetvydnke

1. Mg Bdaon ta anoteléopato g kaprving Kaplan-Meier.

2. H avoioyio kivdovov mov mpoépyetar omd évo. poviélo maivopdunong Cox (pe ) Oepaneio g ™ povn
ocvppetafAnty), dStuctpopatdbnke pe fdon to ypovo durhactacpod Tov PSA kat thv mponyoduevn 1
TOVTOYPOVT XPNION VOGS TaPAyoVTa GTOXELONG 06TMV. AvaAoyia Kvdvvou < 1 guvoei v enzalutamide

GUYKPLTIKE [LE TO EIKOVIKO QAPLLOKO.

3. Htyn p mpoépyetar and pio Stactpoporomompuévn dokyacio Aoyopdpkng ta&vounong (log-rank test)

omo6 10 Ypovo Sumhaciacpod PSA (<6 unvav, 2 6
TAPAYOVTO GTOYELONG 0GTMV (Vat, OyL).

4. Me Bdon o pokabopiopévn evaldect avaivon pe nuepopnvia dtakonnig cviroyng dedopévav 15 Okt 2019.

UNVAV) KO TNV TPONYOLHEVN 1} TAVTOYPOVN YPNoN EVOG

EmBiwon ywpic peraotaceg (%)

10 4

Enzalutamide (N = 933) Median 366 months Hazard ratio = 0.29
0] Placebo (N = 468) Median 14.7 months  95% C1{0.24, 0.35). p < 0.0001
| rrrr T T T rrrnrnrnrrd T T rrrrrrrrrrrrrnrd
0 3 & 9 12 15 18 21 24 27 30 1 6 29 12
Patients at Risk Miyzs
Enzalutamide 933 865 759 637 528 431 418 3@ 237 158 67 77 3 0
Placebo 468 420 296 22 157 105 98 B4 49 3 16 11 5 1 i]

Ewova 3: Kapmoieg Kaplan-Meier g empioong yopig petdotacn ot peréty PROSPER (avaivon

np60eong Yo Oepaneio)
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Koatd v 1ehikn avéloon yia T cuvoAikn eniimon petd tnyv mapotipnon 466 Bavatov, n Oepaneia pe
enzalutamide xatédeite otatioTikd onuavtiky fertioorn ot cuvolkn exiPiwon cuykpitikd pe ) Bepaneio
LE EIKOVIKO PAPLOKO e HeImAN TOL Kivdbvou Bavdatov katd 26,6% [avaroyio kivdovou (HR) = 0,734, (95%
AE: 0,608, 0,885), p = 0,0011] (BAéne Ewcova 4). O didpecoc xpovog tapokorovdnong nrav 48,6 kot

47,2 piveg, avtiotoya. Tplavtatpio Tog £kotd TV acdevav mov Edafav enzalutamide-kot 65% tov
aoBevdv Tov Elafav eiovikd eappako ELafav TOLAGYIGTOV Lo ETOUEV AVTIVEOTAAGLATIKY Bepomeio 1
omoia pmopet va, av&Noel T GLVOALKN emPimon).

2
=
Eh
o
s
a0
Eip
-4
0 ApBpéc aoeviov - Median (95% AE) Hazard Ratio (95% AE)
4 --»--XTANDI 933 67,0 (64,0, A/E) 0,723 (0,608, 0,883)
o — Placebo 458 56,3 (544, 63,0) ANAD
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
i [ 12 J:! b1 ] =5 42 43 =1 & & 72
Aidpkela guvohiknic emMBlwang (Mriveg)
XTANDI =m@ 920 (10 897 (23 65 57 G2 (55) 45 (133 5 (177) 475 (213 327 [257) 203 (272) (252 15 [267) 02
Placebo 453 () 4500 44013 42128 B 379 274 (1) 156 (140) 140 (153) 27 (162 (17 9173 0173

Ewéva 4: Kapmroreg Kaplan-Meier g cuvoiikig empioong oty perétn PROSPER (avaivon
npo0eong Yo Oepameia)

H enzalutamide kotédei&e otatioticd onpavtiky peimon katd 93% tov oyetikon kivdbvov eEEMEnG Tov PSA
o€ ouyKplon Le 1o gikovikd eappaxo [HR = 0,07 (95% AE: 0,05, 0,08), p <0,0001]. O dwdpecog xpdvog £m¢
v Tpoodo Tov PSA ftav 37,2 unveg (95% AE: 33,1, AE) 610 okélog tng enzalutamide évavtt 3,9 unvaov
(95% AE: 3,8, 4,0) 610 6K£LOG TOV EIKOVIKOU PUPUAKOV.

H enzalutamide xoté€d€1&e GTATIOTIKA OMUOVTIKT KOOVGTEPTOT GTO SACTNUA MG TNV TPAOTN YPNOT VEUG
OVTIVEOTAUCLLOTIKT G Bepameiog oe aOyKpilon pe To gikovikd edppako [HR = 0,21 (95% AE: 0,17, 0,26), p
<0,0001]. O d14pecog xpoOVOC MG TNV TPMTN XPNOT VENSG OVTIVEOTAAGHATIKNG Bepaneiog NTav 39,6 unveg
(95% AE: 37,7, AE) ot0 oxéhog tng enzalutamide évavtt 17,7 unvav (95% AE: 16,2, 19,7) 610 6k€L0G TOV
goviKo eappakov (PAEne Ewova 5).
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100 =
90
£ w0l
= A
g IU:
2 60
= A
= 50
g‘ 10
g a0 4
B 4
30
20 =
104 —— Enzalutamide (N =933) Median 39.6 months Hazard ratio = 0.21
o] Placebo (N = 468) Median 17.7 months  95% C1{0.17, 0.26), p < 0.0004
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 11
] 4 8 12 16 20 24 28 32 36 40 4
Patients at Risk Minyze
Enzalutamide 933 829 729 625 526 418 313 213 121 49 7 i
Placebo 468 406 209 Pra| 166 107 72 46 ral g 1 0

Ewova 5: Kapndreg Kaplan-Meier tov ypdvov yio TNV Tp@T1n (p1101) VEQS UVTIVEOTAAGROTIKNG
Ogpoameiog oty perétn PROSPER (avaiven mpoOeong ywo Ospaneio)

Meréty MDV3100-09 (STRIVE) (aoOeveic ue un petaotatixd/petoorotikd CRPC wov dev eiyov mponyovuévaog
Adfier ynueioBepomeia)

2 peiétn STRIVE evtaybnkav 396 acbeveig pe pn petaotatiko 1 petactotiké CRPC mov giyav
Broymukn 1 axtvoAoyiky eEEMEN TG VOGOL TTapd TV TPOTAPYIKT Oepameio otépnong avopoyovmy, ot
omoiol TuyatomoOnKay yia va Adfovv gite enzalutamide og 660m 160 mg pio popd

nuepnoing (N = 198) eite fucarovtapidn oe d6on 50 mg pio opd nuepnoiong (N = 198). H edevbepn
aKToAoYIKNG eEEMENG emiPimon (PFS) tav To Tpotapyikod KOTOANKTIKO GMUEI0 TOV OPIGTNKE MG 0 YPOVOG
a6 TNV TLYOLOTOINGN £MG TIG TPMTESG OVTIKEILEVIKES EVOEIEEIS akTIVOAOYIKNG eEEMENG, TV e&€MEn Tov PSA
1N o Bdvarto ot perétn. H duapeon tipn PES ftav 19,4 piveg (95% AE: 16,5, pun emtevybeica) oty opdda
¢ enzalutamide évavtt 5,7 pnvav (95% AE: 5,6,8,1) oty opdda Pucarovtapidng [HR = 0,24 (95% CI:
0,18, 0,32) <0,0001]. Xt00ep6 d@erog ¢ enzalutamide évavtt g Prkaiovtopiong otnv PFS mapatnpnnke
o€ OLec TG mpokabopiopéveg vroouddeg acbevav. o T pun petactatikn vroopdda (N = 139) cuvolkd 19
amo6 tovg 70 (27,1%) acBeveic mov éhaPav enzalutamide kot 49 omd tovg 69 (71,0%) acbeveic mov Erafav
Bucorovtapion eiyav coppavta PES (68 cuvolikd cuppdavta). H avaioyio kivdovov ftav 0,24 (95% AE:
0,14, 0,42) ka1 o d1apecog ypovog oe Eva cupuPav PES dev emtevybnke oty opdda g enzalutamide Evavti
8,6 unvav otnv opdda g Pucolovtapiong (PAéne Ewkova 6).
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[Emupiwan Xwors EEshiin Nogoy (%)

__ Enzalutamide (N = 198)

Median 19.4 months  Hazard ratio=024 ~— °

03 Bicalufamide (N=198)  Wedian 5.7 months  95% C1(0.18, 0.32), p < 0.0001
T T T T T T T T T T T L T T T T T T T T T T T T T T T T T T
0 3 L] 9 12 15 18 21 24 27 30
Patients at Risk Minces.
Enzalutamide 198 m 150 131 101 66 43 24 16 5 0
Bicalutamide 198 138 80 =1 29 17 9 5 3 1 0

Ewova 6: Kapmoieg Kaplan-Meier g empioong yopig s£EMEn g vocsov ot perétn STRIVE
(avaivon mp60Beong Yo Oepaneia)

Melétny 9785-CL-0222 (TERRAIN) (aoOeveis pe petaotatikd CRPC mwov dev lyav mponyovusvas AGfel
xnuetobepomeio)

2 peiétn TERRAIN evtaybnkav 375 acbeveig pe petaoctotikd CRPC mov dev giyav mponyovuévmg Aapet
ymueobepaneio ko Oepaneio pe avii-avopoydva, ot omoiot Tuyatomombnkay vo Adfovv eite enzalutamide og
d6on 160 mg pia eopd nuepnoing (N = 184) gite Pikokovtopion o d6on 50 mg pic popd nuepnoing (N =
191). H s1dpeon emPioon yopig e£€Mén (PFS) ftav 15,7 punveg yia toug acBeveic oe Oepamneia pe
enzalutamide évovtt tov 5,8 unvov yia toug acbeveic oe Bepaneia pe Pucarovtopion [HR = 0,44 (95% CI:
0,34, 0,57), p <0,0001]. H PFS opiotnke o¢ n aviikellevikn £vogiEn axtvoroyikng eEEMENS g vooov amd
ave€aptnn KevIpikn emaveEETaom, cupfavia oxeTilOUEV LE TO OKEAETO, 1 EVOPEN VEAS OVTIKOPKIVIKNG
Oepaneiog M 0 OAVOTOG A6 OTOLONTOTE QUTiC, OTIONTOTE OO TO TAPATAV® GLUPEL TPMTO. XTaBEPO OPEAOG
eni g PFS mapatnpnnke og OAec T1C TpokaboploéVeG VTOOUAOES 0ohEVDV.

Meréty MDV3100-03 (PREVAIL) (a06eveic ue petaorotikd CRPC oo dev giyov mponyovuévaws Adfe
xnuetobepameio)

"Eva 60voAo 1717 dGUUTTOUATIKGOV 1] L0 COUTTOUOTIKGOV 060EVAOV, 01 010101 OEV ELY0V TPONYOVUEVMG
AaPet ynpetoBepameio TuyoonomOnke pe avoroyia 1:1 otn Aqyn gite enzalutamide arnd To0V GTOHOTOG GE
d6on 160 mg pia eopd nuepnoing (N = 872), gite £1KOVIKOD QOPUAKOV 0d TOV GTOUATOS io Popd
nuepnoiong (N = 845). Enetpdnn n éviaén acBevov e omhayyvikn voco, 0cOevdv Ie 16TOPIKO TG £BG
pétprag kapdiakng avemdpkeiag (katnyopio I M I katd NYHA) kon acBevav mov Adppovay QoppuokenTikd
poidvta o omoio cuoyeTIlovTay e TNV EAATTOOT TOL OVIOV TMOV EMANTTIKOV KPioewv. ATokAsioTnKay
ac0evelg pe TPOMNYOVLEVO 10TOPIKO ETANTTIKNG Kpiong 1 Tabnong n onoia B pmopovoe va amotelel
TPOSADECIKO TOPAYOVTA Y10 ELPAVICT) EMANTTIKNG Kpiong kot acbeveig pe pétplo 1§ coPfapod mévo Adym tov
Kapkivov Tov Tpootdtn. H Aqyn g Bepameiog g peréng ovveyiomnke mg v e&€Mén g vooov
(axtvohoyikn €voelén eEEMENG, epedvion cvpPdapatog oyeTilopevon pe o okeAETO 1 KAvIKY eEEMEN) Kot
v évapén eite KuTTAPOTOEIKNG YN LEBepamEinG gite AYNG EPELVITIKOD TOPAYOVTA, EITE EMG TNV EUEAVIOT
U1 0T0OEKTNG TOEIKOTNTOC.

To dNpoypaPIKa oTorKEin KL T YOPAKTNPIOTIKA TG VOGO TV 0ofevmv Katd v Evapén nrav
soppornpéve. Letald tov okeAmv Bepaneiag. H didpeon nikio Hrav ta 71 £ (evpog 42-93), evd M)
euetikn katavoun nrav 77% Kovkdoiot, 10% Acidreg, 2% Mavpor kot 11% dAing 1 dyveotng euAng. To
e&nvta oktd To1g £K0TO (68%) TV 0eBevdv glye eminedo amddoong katd ECOG g tdéng tov 0 xon 0 32%
acBevav giye eminedo anddoong kotd ECOG g 1aEng Tov 1. H a&loddynon tov mdvov Katd tv Evapén
ntav 0-1 (aocvpntopatikol) oto 67% tov aclevov kat 2-3
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(pe Mmoo cvpntdpota) 6to 32% tov acbevov ommg opiletor amd to Tvvortikn Kiipoka Métpnong [Tovov
(Brief Pain Inventory Short Form) (o xg1p6tepog movog eviog Tmv tehentainy 24 opmdv o€ pio KAoKe amd
10 0 émg 1o 10). IIepinov 10 45% TV 06HevaOV giye peTpRoUn VOGO LOAUKOV LOPimV KOTd TV £vtadn ot
peAétn kat to 12% tov acbevav elye omhayyvikég LETAGTAGELS (TVEOHOVAG KOV NTap).

To TpoTeloVTa KATOANKTIKG ONHEID OTOTEAEGUATIKOTNTOG TAV 1) GUVOALKY emPicon Kot 1 eAevBepn
aKTvoAoyKNg eEEMENG emPimon (rPFS). Emnpocheta tov kupiov KataAnKTikdv onpeiomv, 1o 0QeAog
a&loroynOnke Pdoet Tov ¥pdVoL Emg TNV Evapén KuTtapotolikng ynuetodepaneiag, tng PEATIOTNG GUVOAIKNG
OVTOTOKPIONG LOAAK®Y HOPimV, TOL YPOVOL £mG TO TPMTO GYETILOMUEVO LE TO GKEAETO GUUPAV, TNG
avtamokpiong tov PSA (neiwon > 50% amd v évapén), Tov xpdvov €mg v eEEMEN Tov PSA kot tov
1POVOL £m¢ TNV EAdTTOON TG GVVOAIKNG Badpoloyiag FACT-P.

H axtivoroyun eEEMEN a&loloynOnike Le xpnor S10d0 KMV OTEIKOVIGTIKOV EETAGEWDY, OTMG opilovTal amod
Ta kprenpa (e Tig 06TikeS PAaPec) Tng Opddag Epyaciog yia tig khvikég dokipéc Kapkivov tov Tpootan
(Prostate Cancer Clinical Trials Working Group 2, PCWG2) ko ta Kpitipio A&iohdynong Avtamdxpiong
ot Oepancio Zopmaydv Oykwv (Response Evaluation Criteria in Solid Tumors, RECIST exb. 1.1) (v tig
BAGPes podaxav popiwv). ['o v avdivon g rPES ypnoporombnke kevipikd avackomodpevn
aKTVoAOYIKN a&loAdynon g eEEMENG.

Koatd v tpokafopiopévn evoldpesn avaivon yio T GuvoAlkh exiimon Letd tnv mapotnipnon 540
Oavdrtwv,  Bepancio pe enzalutamide katédei&e oTaTIoTIKA oNUAVTIKY BEATiOT 0T GUVOMKN emPiwon
GLYKPITIKA UE TN Ogpameio pe EIKOVIKO PAPHOKO IE LEIMOT TOL Kivdbvou Bavdtov kotd 29,4% [ Avoloyia
Kwdvvov, [HR = 0,706, (95% AE: 0,60, 0,84), p < 0,0001]. Mio enucorpomompévr avaivon empPioong
TparypoToromOnke petd v mopatipnon 784 Bovdartwv. To amoteAéopato VTG TG AVIAVONG
oLUPOVODoAV pE oVTA TG evotdpeong avaivong (Ilivakag 4). v emkoponomuévn avdivon to 52% tov
acBevav mov éhaPav enzalutamide kot to 81% v acbevdv mov Elafav ucovikd eappako voPAndnkay og
petayevéotepeg Bepaneieg yia petaototikd CRPC ot omoieg pmopel va avERoovy tr Guvolkn emPioon.

H teluc avdivon tov dedopévav g perétng PREVAIL ota 5 €1 €6e1ée otatiotikd onuaviiky advénon
NG GLVOAIKNG emPBimong, 1 omoia Satnpndnke ce acbeveic mov EhaPav Oepaneio pe enzalutamide og
ovyKplon pe To gwkovikd eappaxo [HR = 0,835, (95% AE: 0,75, 0,93), tiun p = 0,0008] wapd o yeyovodg 6Tt
10 28% 10V acbevadv mov EhaPav Bepameia pe eikoviko eappoko petéfnoav oe Bepaneio pe enzalutamide.
To mocootd g OS ota 5 étn NTav 26% Yo 10 ok€AG TG enzalutamide o oOyKpion pe 21% yo to oKkéLog
TOV EIKOVIKOV QapUAKOV.
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Mivakag 4: Tvvoiikn empioocn ac0evav mov vrofindnkav cs Oepancia site pe enzalutamide gite pe
£IKOVIKO @appako otn perétn PREVAIL (avaivon npdBeong o Oepancio (intent-to-treat analysis))

Enzalutamide Ew. @dppoxo
(N =872) (N = 845)
[TpoxaBopiopévn evdidueon avaivon
Ap1Buog Bavatwv (%) 241 (27,6%) 299 (35,4%)
Adpeon emPioon, ppves (95% AE) 32,4 (30,1, A/E) | 30,2 (28,0, A/E)
Ty p’ p<0,0001
Avadoyia kivdvvov (95% AE)? 0,71 (0,60, 0,84)
Emkotpomomnuévn avdivuon emPioong
ApBudc Bavatov (%) 368 (42,2%) 416 (49,2%)
Adpeon emPioon, pqveg (95% AE) 35,3 (32,2, A/E) | 31,3(28,8,34,2)
T p’ p=0,0002
Avaroyio kivdvvov (95% AE)”? 0,77 (0,67, 0,88)
Avdivon g emiPioong ota 5 £1n
ApBudc Bavarov (%) 689 (79) 693 (82)
Adpeon emPioon, unves (95% AE) 35,5 (33,5,38,0) | 31.4(28.9, 33,8)
Ty p’ p = 0,0008
Avoloyio kivdovov (95% AE)’ 0,835 (0,75, 0,93)

AE= Agv gmitevyOnke

1.  HTyn p mpoxdrtel and o pn otpopatorompévn dokiacio Aoyaptdknig to&vounong

2. H avoloyio KivdOvov TPOKOTTEL 0O £VOL U1} CTPOUATOTOUHEVO HOVTELO avOAOYIKOV Kvouvev. H avaioyia
Kwdvvovu < 1 gvvoei v enzalutamide

o ] — Enzalutamide 160 mg

a ] - Flacebo

Survival (%)
|

5 Treatmert Wedian I
1l Erzalutamide 160 mg 355 B
o] e Placehn 314 Haram Ratio (95% CI): 035 (0.751,0928) Log-Rark Test p= 0.0008
0]
rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr1rrrrr1r1rr1r1rrrrrrrrrr1rrrrrrrTrr i T ITT T 11T
0 6 12 18 24 30 36 42 45 54 60 66 72 8 84

Duration of Overall Survival (months)

Erzalutamice 160 mg
Patients at Risk 872 830 7598 710 611 319 421 381 2586 252 215 145 61 g o

Placeho:
Patients at Risk 45 782 702 612 514 431 354 296 245 206 162 95 a9 3 o

Ewova 7: Kapmoieg Kaplan-Meier g cuvolki|g emfimong pe paon ta dedopéva empioong ota
5 étn ot peréty PREVAIL (avdiven tpd0esong yia Oepameia)
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Mumber of Patients Hazard Ratio for Deeth
Subgroup Enzalutamide /Placebo (95% C1)

All Peiets 872 /845 = 083 (0.75-083)
ECOG Paformane Staus gede= 0 584 /585 = 087 (0.77-0.99)
ECOG Paformaics Status grade= 1 268/ 260 i 073 (0.61-0.88)
Age < 75 yeas 555 / 563 - 088 (0.77-1.00)
Age>= 7o yexs 3174282 = 074 (0.62-0.69)
Gengaphic Region - North Ameica. 218/ 208 ——q 085 (0.66-1.05)
GengyephicRegion - Europe 465 / 448 i 085 (0.74-0.98)
Gienoyephic Pegion - Peest of Warld! 183/ 191 —— 0,79 (0.63-0.99)
Viserd disese (Jung ancfor liver) - Yes a8 108 ——y 085 (0.64-1.15)
‘iserdl diisse (Jung encfor liver) - No 7744738 [ 084 (0.75-0.84)

T T f T T

i} 05 10 15 20

Favrs Enzdutamide  Favors Hecdn

Ewova 8: Avaivon cvvolikig empioong ota 5 £t ava vroopdadae: Avaroyia Kivovvov kot 95%
ddotnpe epmotocvvig ot peréty PREVAIL (avaiven tpdBsong yra Ogpoameia)

Koatd v mpoxabopiopévn avdivon g rPES, koatadeiydnke otatioticd onpovtiky feAtioon peta&d tov
opadwv Bepamneiog pe 81,4% pelwon Tov kKivdbivov aktivoroyikng eEEMENG 1 Bavdtov [HR = 0,19 (95% AE:
0,15, 0,23), p <0,0001]. Exatov dekaoxtd (14%) acOeveig mov Ehafav enzalutamide xou 321 (40%)
acbBevelg mov Elafav erkovikd eappaxo eppdvicay kdnoto copPdav. H dibpeon rPFS dev enetedydn (95%
AE: 13,8, dev emnetevytn) omv opdda Bepameiog pe enzalutamide, eved ntav 3,9 unveg (95% AE: 3,7, 5,4)
otV opada Bepaneiog pe to eucoviko edpuaxo (Ewova 9). Xtabepd o6pelog eni g rPFS mopatnpndnke oe
O\eg TIg TpoKaBoplopEveS VIToopades acBevav (m.y. nhkia, arddoon katd ECOG katd v évapén, PSA kot
LDH xotd v évapén, Pabuoroyia Gleason katd tn didyvawon Kot Grhayyvikn vO6og Katd tn diahoyn). Mia
npokabopiopévn avaivon mapakorovdnong g rPFS mov Boaciotnke oty a&loAdynomn g oKTIVOAOYIKNG
e&EMENG amd Tov epeuviTh KOTESEIEE OTATIOTIKG ONIOVTIKY PeATimon peta&d Tov opddwy Bepaneiog pe
69,3% peiwon tov Kvdvuvov axtvoroyikng e&éhEnc i Oavéarov [HR = 0,31 (95% AE: 0,27, 0,35), p <
0,0001]. H duapeon rPES ftav 19,7 pqveg otnv opddo g enzalutamide kou 5,4 piveg oty opdda Tov
EIKOVIKOD (PUPUAKOV.
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10 4 Enzalutamide (N = 832) AiGpean NYR Avohoyia kavdivou = 0,185
0o memmeemeeeaas Ek gdppoxo (N =801) Aidipeon 3.9 pfAveg 95% AE (0,149, 0,231), P =0,0001

Axrivohoyikr emBiwon ywpic siEhign g vooou (%)

T T T T I T
] 3 6 9 12 15 18 21
Mnrveg

AgBeveic ot kivSuvo
Enzalutamide 832 514 256 128 34 5 1 0
Eik. pdppako 301 305 79 20 5 o 0 0

Koatd 10 ¥pdvo mpaypatonoinong e apytkig avaivong ol Tuyotorotnpévol acheveig ftav 1.633.

Ewova 9: Kaproieg kota Kaplan-Meier empimong ehev0epng axtivoroyikig eEEMENG ot peréTy
PREVAIL (avdivon tpdBeong yra Oepoameia)

Emnpdobeta mpog ta Tp@TELOVTO KATUANKTIKG GMUELD OTOTEAECUATIKOTITOC, GTATIGTIKG GNUOVTIKEG
Bektidoeig katadeiyOnkav eniong oto akOA0VO0 TPOOTTIKA KOTAANKTIKG OMUEla.

O d1apecog ypovog £mg v Evapén kutTopoToSikng Oepaneiog tav 28,0 uRveg yuo Tovg aobeveig mov
Adppavay enzalutamide kot 10,8 pnveg yuo toug acBeveic mov Adppavay gikovikd eappaxo [HR = 0,35,
(95% AE: 0,30, 0,40), p < 0,0001].

To 1060016 TV acbevov pe pHeTpioun vOGo KoTd TNV vapén mov vroPAndnkay oe Oeponeio pe
enzalutamide kot o1 omoiot elyov avTikeevikn avtamdkpion paiakdv popiov frav 58,8% (95% AE: 53,8,
63,7) cvykprtikd pe 1o 5,0% (95% AE: 3,0, 7,7) tov acfevav mov vrofAndnkav og Oepameia e koViKd
@apuaxo. H amdAvtn S10p0pd TNV AVTIKEWEVIKT OVTUTOKPIOT TOV LOANK®OV Hopiov HETAED TOV GKEADV
¢ enzalutamide Kot Tov €1kovikol @appdicov frav [53,9% (95% AE: 48,5, 59,1, p < 0,0001]. ITAnpng
avtamokpon avaeépdnke oto 19,7% twv acbevdv mov éhafov enzalutamide cvykprrd pe to 1,0% tov
acOevdv Tov ELafav EIKOVIKO GApLaKO, EVE LEPIKT avTandKkpion avaeépnke oto 39,1% tov acbevdv Tov
élofav enzalutamide £vavtt Tov 3,9% TV 000evdv TOL EAABOV EIKOVIKO OAPLOKO.

H enzalutamide peioce onuovikd Tov Kivouvo EUEAVIOTG TOV TPOTOL GYETILOUEVOL LE TO GKEAETO
ocvpPaporog kotd 28% [HR = 0,718 (95% AE: 0,61, 0,844), p < 0,0001]. Q¢ oyeTilOMEVO e TO OKEAETO
oLUPav opioTnke 1 akTvodepameio 1 1) YELPOVPYIKY ETEUPOOT O 0GTO Yl0 TOV KOPKIVO TOV TPOSTATY, TO
T0oA0YIKO KATAYLOL OGTOV, 1) GUUTIEST] TOV VOTLOOV HVEAOD 1] 1) AAAXYT] TNG OVTIVEOTAUGLOTIKTG
Oepomeiog 1o vo avTIHETOMOTEL 0 00TIKOC TOVOoC. H avdivon cupmepihapfave 587 oxetildpeva pe 1o
okeAetd cvpPdvra, ek TV onoimv Ta 389 cuufdvia (66,3%) opsilovtav ce axtivobepaneio oT0 0GTA,

79 ovppavra (13,5%) opeilovtay o GLUTIEST TOL VOTIAOL HVEAOV, 70 cupuPdvta (11,9%) opeiloviav oe
mafoA0yKo KaTay o 06Tov, 45 cvpuPdavta (7,6%) opeiloviay 6g aALOyn TNG AVTIVEOTAAGLOTIKNG Oepameiog
Y10 VO OVTLIHETOTIOTEL 0 00TIKOG TOVOG Kot 22 cupfdvra (3,7%) opeihovtav oe yepovpytkn enéppacn o
0670.

O1 aoBeveic mov Adppavav enzalutamide kKotédel&ov oNUOVTIKE VYNAOTEPO TOGOGTO AVTATOKPIGTG TOV
oAkov PSA (opilopevo g peimon > 50% amod v Evapén), CuYKPLTIKA pe Tovg acbevelg mov AduPavoy
€IKOVIKO dppako, 78,0% évavtt 3,5% (dapopd = 74,5%, p < 0,0001).
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O ddpecog xpdvog £mc v eEEMEN Tov PSA ocdpowva pe ta kprtnpre PCWG2 frav 11,2 prves yio toug
acBeveig mov ElaPov enzalutamide ko 2,8 pnveg yo toug aobeveic Tov ELaPav EIKOVIKO GAPLOKO
[HR =0,17, (95% AE: 0,15, 0,20), p < 0,0001].

H Bepamneia pe enzalutamide peiwoe tov kivovvo emdeivmong g Badporoyiog FACT-P xatd 37,5%
GLYKPLTIKA e TO gkovikO eappako (p < 0.001). O pécog xpovog £mg v emdeivaon g Padporoyiog
FACT-P ftav 11,3 pfvec otnv opdda g enzalutamide kot 5,6 piveg 6ty opddo ToL EIKOVIKOD (OPUAKOD.

Meiréty CRPC2 (AFFIRM) (a00eveic ue peroorotiko CRPC ot omoiol iyav mponyovuévas Adfet
xnuetobepameia)

H amoteleopatikdmra kot  acedieia g enzalutamide oe acBeveic pe petactatikdo CRPC, o1 onoiot glyav
AGBel viooeTaEEAn kat ypnoiponotovcay avirloyo LHRH 7 etyav vmofinbei oe opyextopn, a&toAoyndnkav
GE€ L0l TUYOLOTTONIEVT], EAEYXOUEVT] LE EIKOVIKO QAPLOKO, TOAVKEVTIPIKT KAVIKT S0KIU (Aacng 3. Zvvolukd
1.199 acBeveic ToyaromomnOniay 2:1 yio va Adfovv gite omd Tov otopaTOg enzalutamide og 6001 TV

160 mg pia popd nuepnoimng (N = 800) 1 eucovikd pdppoako pio eopd nuepnoing (N = 399). Ztovg acbeveig
emTpannKe 0ALG Oev amartOnke va AaPovv Tpedvilovn (N LEYIOTN EMTPETOUEV TLEPTOL BOGT TOV

10 mg mpedvildvng 1 1oodvvopn). Ot acbeveic ToyoomomOniay gite 6€ GKELOG Y10 VOL GLVEYICOVV TN
Bepameia péxpt v e£EMEN g vocov (opiletal og emPeParopévn axtivoloykn eEEMEN N eppdvion
oxetllOpeEVOV e TO OKEAETO GUUPBAVTI®V) Kot TNV Evapén VENG GUGTNUOTIKYG OVTIVEOTANGLOTIKNG Bepameiog,
pe pn amodektn 1o&KoTNTO, EiTE AITOGUPONKAV.

Ta axdAovBa dNUOYPAPIKA 6TOKELN TOV 0GOEVAOV Kot TO BACTKE YOPUKTNPLOTIKE TG VOGOL 1TaV
woppomnpéva Petald tov okedmv Bepameiog. H didpeon nikio frav 69 £ (edpog 41-92) kot 1 puretikn
karovoun frav 93% Kavkdaciot, 4% Mavpot, 1% Actdreg, kar 2% Alrot. To eninedo amddoong katd
ECOG ntav 0-1 oto 91,5% tov acbevav kot 2 610 8,5% tov acBevov. To 28% eiye péon Paduoroyia pe
Baomn v Kiipoka Métpnong [1ovov Brief Pain Inventory > 4 (o pécog avopepopuevos xepdtepog movogs Tov
000gvoUg KOTA TN SIAPKELN TOV TPOTYOVUEVOV 24 p®OV VITOLOYIGTNKE Y10 ENTA NUEPEG TPV TV
toxaonoinon). Ot neprocdtepot acbeveic (91%) eiyav petactdoels ota 06Td kot 10 23% eiye omAoyyvikd
EVPNUATA GTOV TVELLOVA KO/ 610 Nap. Katd v évapén g perémg, to 41% tov tuyoorompévey
acBevav eiye novo e&EMEN oto PSA, evd 10 59% tov acbevdv eiye aktivoloyikn e&€MEn. To mevivta éva
t01G £K0TO (51%) TV acBeviv AduPave Bepameio pe StpmoEOVIKA Katd TV Evapén.

>t perétn AFFIRM amoxdeiotnkav ot aoOeveig pe 10Tpiég KataoTdoelg mov unopei vo tpodiabétovy og
emAnmTiég kpioelg (PA. Tapdypoeo 4.8) Kot papUoKEVTIKA TPOTOVTO TTOV vl YVOGTO OTL LELOVOLV TOV
0V30 TOV EMANTTIKAOV Kpicemv, KaBmg Kot acheveic pe KAVIKE onpavTikny Kapdiayyelokn vOGo, OTmg un
EAEYYOHEVT VTTEPTAOT, TPOGPAUTO 1GTOPIKO EUPPAYUATOS TOL PLOoKapdiov 1| acTadn otnOdayym, Kopdiokn
avendprelo kornyopia I 7 IV xatd New York Heart Association (ekt0g £dv o KAdopa eEmOnong frav

> 45%), KMVIKAQ OMHOvTIKT KOTMoK appuBpic 1] KOATOKOIAMOKOG OTOKAEIGHAG (ywpig povipo fnuoatoddm).

H mpokaBopiopiévn omd 1o TpoTOKOALO EVOLAUEST 0vaAVOT HeTd omd 520 Bavdtovg £de1&e pio GTATIOTIKG
OTUOVTIKT aveTePOTNTA GTI GLUVOALKY emPinon TV acbevav mov Elafav Oepancio pe enzalutamide oe
ovyKplon pe To ewovikd epapuako (IMivaxoag 5 kot Ewkoveg 10 kon 11).

Mivekoeg 5: Xvvorukn emPioon acOevav mov éhapav site enzalutamide gite eikovikd Pappoxo ot
perétn AFFIRM (avédivon mpdOeong yro Oepancia)

Enzalutamide (N = 800) Ewoviké @appaxo
(N =399
Bdvarot (%) 308 (38,5%) 212 (53,1%)
Awgueon emBioon (uqveg) (95% AE) 18,4 (17,3, A/E) 13,6 (11,3, 15,8)
T p’ p<0,0001
Avodoyia kivdvvov (95% AE)’ 0,63 (0,53, 0,75)

AE = Agv gmtedybnke
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1. mnn p mpokvmTel omod pua dokipocio log-rank pe dlactpopdtmon oo to eninedo omddoong Pabporoyiog
katéd ECOG (0-1 évavtt 2) kat 1o péco 6po Paduoroyiag tov movou (< 4 Evavtl > 4)

2. m ovoloyio KivdOvov TpoépyeTal amd £vo, SIOTPOHOTIKO HOVTELO avoloYIK®V Kivdbvev. H avaloyio
Kwdvvou < 1 guvoei tnv enzalutamide

100%:
B0%%:
S
=
E 60%1
=3
5
4025
20%
Enzalutamide (N =800) Median 18.4 months Hazard ratio = 0.63
———— Placebo (N = 309) Median 13.6 months  95% CI(0.53, 0.75), p < 0.0001
Dau"(lﬁ T T T T T T T T T T T T T T T T T T T T T Li T 1
0 3 6 9 12 15 18 b 24
Patients at Risk MAveg
Enzalutamide 800 775 701 627 400 211 72 7 0
Placebo 399 376 317 263 167 81 33 3 0

Ewova 10: Kapmdres ovvoikng empioong kard Kaplan-Meier otn perétn AFFIRM (avdiven
npo60eong Yo Oepameia)
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ApiBpég AoBeviw AvahoviaKivBivou via

Enzalutamide /[Eikoviké Bdvato Aidpeon Tuvorkr EmBiweon (ma)

Ywoopdsa pdppake (95% CI) Enzalutamide/ Eikovikd pdpucko
Zivoko AcBevin 200/ 399 o 0,63 (0,53-0,75} 1841138
Huia

<65 2327130 —— 0,63 (0,46-0,37) 1124

=65 568 f 269 o 0,63 (0,51-0,78) 1841139
Apyikf Kardoraon Atrodoong BoBpohoyiag kard
ECOG

0-1 7307387 e g 0,62 (0,52-0,75) —i142

2 T0/32 — 0,65 (0,39-1,07} 10,5/7.2
Mion Apyma BaBpohoyiag Névou oz BPLSF
(Epwrnon #3) o

=4 5747284 0,59 (0 47-0,74) —I162

=4 2067115 —— 0,71 (0,54-0,94) 12,4181
Apigudc Nponyoly eviey XNy ao8 EpaTTeuTIKEw
Tynpamuwy e

1 579 /296 . Y 0,59 (0,43-0,73) —i142

=2 2211103 0,74 (0,54-1,03) 1591123
TiTroc EEEMENC katd v "EvapEn me Mehémg ——

Méva PSA EEEMEN 326 /164 PO 0,62 (0,46-0,83) — 1195

Axmvoroyiki EEEMEN + PSA EEEMEN 470/ 234 0,64 (0,52-0,80) 17,31 13.0
Ay Ty PSA —e—

=fuhpecn (111,2 poiL) 4127188 i 0,67 (0,50-0,89) —182

=fufipeon (11,2 poiL) 3887211 0,62 (0,50-0,78) 15,3/10,3
Apych Ty LDH ——i

=fupesn (211 UIL) 411 /182 0,53 (0,46-0,35) — 1132

=fufpeon (211 UIL) 389 /205 el 0,61 (0,50-0,76) 12,4185
Zuvohikf BoBpohoyia kard Cleason omn Audyvwon

=7 380/ 175 0,67 (0,51-0,88) 184148

=2 365/ 193 Lo 0,50 (0,47-0,78) 1821113
ZrrhayyvikEc MuarapayEc rou Nvelpova Kovf Tou
"HrraTog kavd To Screening ——

Nai 196 / 62 o 0,78 (0,56-1,08) 13,4/85

0w 804/ 337 L T 1 0,56 (0,46-0,69) —1142

0.0 05 1.0 1.5 20
Euvod mv Euvosi To Emovikd
Enzalutamide gappaKo

ECOG: Eastern Cooperative Oncology Group, BPI-SF: Brief Pain Inventory-Short Form, PSA: Ewdw6 IIpoctatucd Avtiyovo

Ewova 11: Xvvoikn empioon ava vroopdda otn perétn AFFIRM - Avaloyio kivovvou kot 95%
oldoTNNO EPTLETOGHVIG

Ext6g and v mapatnpovpevn Bektioon ot cuvolikn emiPino, To facikd SeuTepeHoVTH KOTOANKTIKY
onpueia (e£6MEn PSA, axtvoroyikn emBinon yopig eEEMEN, Kot 0 ¥pOVOG MG TO TPMTO GYXETWLONEVO LE TO
oKeLETO GLUPAV) uvomoav v enzalutamide Kot TOV GTATIGTIKG GNUOVTIKG PETE TNV TPOCAPLOYT Y10
TOALOTTAEG SOKIUES.

H empioon yopig aktivoroywkr| eEEMEN, OmmG a&loAoYEITOL OO TOV EPEVLVITY LE YPNOT TOV KPUINpimv
RECIST v1.1 yo podoakd popio kot epeavion 2 1 teptocotépmv PAafmv 6ta 06Td 68 omvOnpoypdenua
00TOV NTOV 8,3 pNveg yuo Toug acbeveic mov Edafav enzalutamide ko 2,9 piveg yio Toug acbeveic mov
éhapav gucovikd pdppaxo [HR = 0,40, (95% CI: 0,35, 0,47), p < 0,0001]. H avdrvon apopodoe

216 Bavatovg yopig tekunpropévn eEEMEN kat 645 texunpropéva sopfavia eEEMENG, EK TV omoimV
303 (47%) opeilovtav otnv e£EMEN poiakdv popiov, 268 (42%) opeidovtay oty eEEMEN TS OGTIKNG
BAGPNG xar 74 (11%) opeihovtay 1060 ota poiakd pLoOplo OGO Kol OTIC 0GTIKEG OAAOIDCELC.

H emPePoropévn peioon tov PSA katd 50% 1 90% ntav 54,0% kot 24,8%, avtictorya, yio Tovg acbeveig
nov éhofov enzalutamide kot 1,5% kot 0,9%, avtictorya, yio tovg acbevelc mov EAaPav EIKOVIKO QUPULOKO
(p <0,0001). O dudpecoc xpovog pexpt v eEEMEN Tov PSA fTav 8,3 pnveg yia toug acbeveig mov Edafav
enzalutamide kot 3,0 prveg ya Tovg acBeveic mov Erafav ewovikd eappoko (HR = 0,25, (95% CI: 0,20,
0,30), p <0,0001].

O d1qpecog xpdvog £ms 1o TPMTO GYETILOUEVO LE TO OKEAETO cuUPdy fTov 16,7 pves yia Tovg acbeveig mov
éhafav enzalutamide o 13,3 punveg yio toug acBeveic mov Eafav ekovikd eappaxo [HR = 0,69, (95% CI:
0,57, 0,84), p <0,0001]. "Eva oyetilopevo Le 10 6KELETO GLUPAV opioTnke o¢ axTivobepaneio 1 XEPOVPYIKN
enépPaomn og 06Td, TaBoLoYKO KATAYLO 0GTOV, 1] CUUTIEST] TOL VOTLOA0L HVEAOV, 1 1] AALOYT TNG
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OVTIVEOTANCUATIKNG Ogpameiog yia va, avTIpeTomioTtel 0 00TIkOg Tovos. H avilvon mepilapfove

448 oyetildpeva pe o okeetd cupuPavta, ek TV omoiwv 277 cvuPavra (62%) mov opeilovtav o
axtwvoPoAia ota 00T, 95 cuvufdvra (21%) mov opeilovtav o cuumieon Tov veToiov pueAov, 47 cupupdvta
(10%) mov ogeilovtav og TaBoAoyikd KaTayHo 06ToV, 36 cuuPfavta (8%) mov opeilovtay 6g aAlayn otV
OVTIVEOTAUCLLOTIKT OgpomeiaL 1o VoL OVTIHETOTIGTEL 0 00TIKOG TOVOG Kot 7 cupufavta (2%) mov opeiloviav
0€ YEPOVPYIKN EMEUPAON GE 06TO.

Meléty 9785-CL-0410 (ao0eveig pe petaotatiko CRPC mov élofov enzalutamide uetd omo oywyn ue
OUTTLPOTEPOVI])

H perém 9785-CL-0410 Mrav povov ckédovg og 214 acbeveig pe petactatiké CRPC vrd eEEAén mov
éhapav enzalutamide (160 mg pio opd npePNcimg) HeTd amd TovAdyioTov 24 edopnddeg Oepaneiog e
ofwm apmipatepovn cvv tpedviLovn. H didpeon rPES (ehevBepn axtivoloyikng e€€Méng emBiwon, to
TPOTEVOV KATAANKTIKO onueio tng perétng) Nrav 8,1 pnves (95% CI: 6,1 - 8,3). Agv emredyOnke n Sudpeon
ovvolikn emBioon (OS). H avtandkpion PSA (opiotnke og peimon > 50% amd v apyikn Tiun) frov
22,4% (95% CI: 17,0 - 28,6).

INa Tovg 69 aobeveic Tov Tponyovpévag Elafav ynueobepaneia, 1 diapeon rPES frav 7,9 uiveg (95% CIL:
5,5-10,8). H avtandkpion PSA frav 23,2% (95% CI: 13,9 - 34,9).

"o tovg 145 aoBeveic mov dev eiyav AaPet Tponyoduevn ynuetobepaneio, n Sidpeon rPFS frav 8,1 pveg
(95% CI: 5,7 — 8,3). H avtandkpion PSA frav 22,1% (95% CI: 15,6 - 29,7).

Ymp&e mepropiopévn avtamdkpion og pepikovg acbeveic mov Elapav Bepomeio pe enzalutamide petd omd
Oepaneia pe apumpatepovn. O AdYog Yo ovTd To 0pMUa Eivol TPOG To TaPOV AyvmaeTog. O GYESUGHOG TNG
LEAETNG dEV UTOPOVGE OVTE VA TPOGOLOPIcEL TOVG acbeveic mov TBavOV Bo etmeelodvTay, 0bTE TV
aAlniovyia pe v omoia 1 enzalutamide kot 1 apmpatepdVN Empene va xopnynodv yia o BéATioTo
OTOTEAEG L.

Hluuwpévor acBeveig

Ex tov 4.403 acBeviv otig eheyydpeveg KAMViKEG dokIpéG ot omoiot EAafav enzalutamide, o1 3.451 acBeveig
(78%) frrav nAaxiog 65 etdv kot vo kot ot 1.540 acBeveis (35%) NTov 75 etdv kon dve. Agv
TAPOTN PN ONKOY GUVOALKES SLUPOPES TNV AGPAAELD 1] TNV ATOTEAEGHOTIKOTITO LETAED QVTAV TOV
NMKIOPEVOY 0oBevdV Kot pikpoTepng NAkiog acHevav.

Hodwrpikdc tAnBocudc

O Evponaikdc Opyavicopog @apudkmv £xel dOGEL amaAlayn and TNV VIOYPEMGT] VITOBOANG TV
OTOTEAEGUATOV TOV HEAETOV pE TV enzalutamide o€ OAEG TIG VTOKATNYOPIEG TOV TASLOTPLKOD TANBLGHOV
070 KapKivopa Tov Tpootdn (PA. mapdypapo 4.2 yio TANPOPOPIES CYETIKA e TNV TOLOLATPIKY XPTON).

5.2 ®appoxoxiviTikéc 1WO0TNTEG

H enzalutamide givor gléyiota véorodiaivti. H dtodvtotnta g enzalutamide ow&dvetot amd Toug
KOTPLAIKOVC KATPIKOVE EGTEPEC YAVKEPOANC TOAVALHVAEVOYAVKOANG TTOL dPOVV MG

YOAOKTOUOTOTOMTES/ TAGIEVEPYEG OVGIEG. XE TPOKAVIKEG HEAETES, ) OmoppdPNom TNG enzalutamide
avénonke 6tav droAbONKe o€ KATPLAKOHS KOmPKoHs E0TEPES YAVKEPOANG TOAVAUBVAEVOYAVKOANG.

H @oappaxoxivntikn g enzalutamide £yt a&loloynOei oe acbeveig pe Kopkivo TOL TPOGTATN KOl GE VYIEIG
avdpeg. O pécog teMkos xpovog nioetog Long (tiz) Yo v enzalutamide og acBeveic petd and o epdmas
oo TOLVGTOUNTOC SO0 givar 5,8 nuépes (evpog 2,8 £wg 10,2 nuépeg), Kot 1 oTafepOTOINUEVN KOTACTOON
eMTVYYOvVETOL 08 Vol unva tepimov. Me kabnpepvni and tov otdpatog yoprynon, n enzalutamide
ocvecmpeveTL TEPITOV 8,3 POpEg G oyEom Ue pio epamas doom. O1 NUEPTOLEG OLUKVUAVGELS OTIG
GUYKEVIPMGELS TOV TAACUATOG eivan YapmAés (uéytotn g eddyiotn avoroyia 1,25). H kédBapon g
enzalutamide yiveton Kupimg HEG® TOL NTATIKOD PETAPOMGLOD, TOPAYOVTAG VA EVEPYO UETAPOAITN TTOV
etvan g&ioov dpaoTikds Ommg 1 enzalutamide kot KVKAOPOPEL G€ TEPITOL BTNV 1610 GVYKEVTPWGT) GTO TAUCLLA
omwc M enzalutamide.

Amoppdoenon
H amd tov o1op0tog amoppOPnon TV ETKOAVUUEVOV LE AETTO VUEVIOV dlokimv enzalutamide
a&loAoynOnke og vyieic dvdpeg e0elovtég petd amd pia epdmaé doon 160 mg Xtandi — emtkaAvppéva pe
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AemTo LUEVIO dlokia. H @appakokivnTIKe LOVTELOTOINGN KOl 1] TPOCGOUOIMGT) XPTCILOTOWONKAY Yo TV
TPOPAEYN TOL PUPLAKEVTIKOV TPOPIA G€ oTadEPOTOINUEVT KOTAGTAOT. MEe Bdom avTég Tic TpoPfAdyelg
KoO®OG Kol GALD VTOCTNPIKTIKG dESOUEVA, O HEGOG YPOVOG EMITEVENG LEYIOTOV GUYKEVIPDOCEMV TNG
enzalutamide oto TAdoua (Cmax) €lvar 2 mpeg (g0pog 0,5 £mc 6 MPEG), Kot TO PAPUOKOKIVITIKA TPOPIA TG
enzalutamide kot Tov evepyov peTaforitn TG o€ 6TOOEPOTOMUEVT KATAGTACT EIVOL TOPOUOL HE TOL
EMKOAVUPEVO LE AETTO VUEVIO dtokia kat T oOvBeon TV porok®dv Koyakiov Xtandi. Metd v and tov
GTONATOG YOp1YNoT TV poAakmdv kayokiov (Xtandi 160 mg nuepnoimg) oe acheveic e HETAGTATIKO
CRPC, ot péoec tipég g Cmax TG enzalutamide kot Tov evepyod petaforitn g oto TAdcua, G
otobepomompLévn katdotaon, etvor 16,6 pg/ml (23% CV) ko 12,7ug/mL (30% CV) avtictoyyo.

Me Baon o perétn wwolvyiov paloc o€ avOpdmovg, n 0md T0L GTOUATOG amoppOPN o TG enzalutamide
exTiLaTon 0t givon tovAdyiotov 84,2%. H enzalutamide dev anoteAel vIOGTPOULN TOV LETOPOPEDY EKPONG
P-gp 1 BCPR.

H tpoon dev £xel Khvikd onpovTikn enidopact oto Babud amoppdenonc. e kKhvikég dokipég, to Xtandi
xopnynonke aveCapmrog mg Ayng Tpoeig.

Kartavoun
O péoog pawvopevog dykog katavoung (V/F) tng enzalutamide oe aoBeveig petd amd po epdmos amd tov

otopatog 06om eivan 110 L (29% CV). O dykog katavoung tng enzalutamide givor peyaddtepog and tov
OYKO TOV GLVOAIKOD VEPOD TOV CAOUATOG, EVOEIKTIKO TNG EKTETAUEVTG EEMAYYELNKTG KaTavounc. MeAéteg og
TPOKTIKA VITOdevOouV 0TL 1 enzalutamide Kot 0 evepydg petafoAitng g, LTopovV va dlomepdcovy Tov
OLULOTO-EYKEPOAKO paryuo.

H enzalutamide etvon cuvdedepévn 97% émg 98% e Tic TpoTeives TOL TAACUATOC, KUPIWG Le TNV
Aevkopativn. O evepydg petaforitng etvar cuvdedepévog 95% pe tig mpmteiveg Tov TAdopotog. Agv vpée
EKTOTION 0o TIC TPMTEIVES TOV TAAGUATOG peTady g enzalutamide kot GAAOV QOPUOKEVTIKOV TPOIOVIMV
OV JEGLEVOVTAL IGYVPA 6 aVTEG (Bapeapivn, Povmpopaivn Kot caitkvikd o&V) in vitro.

Buopetaoynuatiopog

H enzalutamide petafolrileton extetapéva. Ymapyovv d0o koplot petoforiteg oto avOpdmivo midopo: n N-
dyebviiopévn enzalutamide (evepyn) kot Eva Tapdymyo Tov KapPo&uiucon o&éog (adpavég). H
enzalutamide petafoArileton amd to CYP2CS kot og pikpdtepo Babud amd to CYP3A4/5 (BA.

Tapdypao 4.5), To omoio appdtepa Sradpappatilovy poLo 6To GYNUATIGHO TOL EVEPYOL HETOPOALTT. In
vitro, 1 N-dipuebommpévn enzalutamide petatpénetal 6Tov mapdymyo tov Kopfo&vAukcov o&€og amd tnv
kapPo&viectepdon 1, n onoia emiong Swudpapatilel Evav Likpd poro ot petatpont| g enzalutamide 6to
Tapdywyo tov kapPoluiikod o&éog. H N-dipebvulopévn enzalutamide dev petaforiomnke and to CYP in
vitro.

Kértw amd cuvbnkeg kKhvikng ypriong, n enzalutamide givon £vag 1oyvpdg enaywyéog tov CYP3A4, évog
pétprog emaywyéag tov CYP2C9 ko tov CYP2C19, kon dev €xel kKhvikd onuavtikny enidpacn oto CYP2C8
(B\. mopaypago 4.5).

Amofoin
H péon pawvopevn kabapon (CL/F) g enzalutamide og acBeveig xopaiveror omd 0,520 won 0,564 1/h.

Metd v amd Tov 6TOHNTOG Yopriynon onuocuévng “C-enzalutamide, To 84,6% tng padievepyodg ovoiag
avoktatol o€ 77 nuépeg petd ) 66om. To 71,0% avaktdtor oto 0vpa (Kupimg oG Tov avevepyd petofoiitn,
e tyvn mocotntwv G enzalutamide Kot Tov gvepyod petaforitn), kot o 13,6% avoktdton ota kénpava
(0,39% g 600mMG ¢ apetdfintn enzalutamide).

In vitro dedopéva delyvouv 0t 1) enzalutamide dev amoterel vootpwpa Yo to OATP1IB1, OATP1B3, 1
OCT1, evad n N-duebviiopévn enzalutamide dev amotelel viooTpoOpa Yoo Tnv P-gp 1 tnv BCRP.

In vitro dedopéva delyvouv 0TL 1) enzalutamide kot o1 KPLOTEPOL HETAPOAITEG TNG FEV AVAGTELLOVY TOVG
akoAlovBoug petapopeic oe kKhvikd oyetikég ovykevipaocelg: OATP1B1, OATPIB3, OCT2, 1 OATI.
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Cpoppikémnra

Agv TopatnpnOnKov oMUoVTIKEG ATOKAMGELS ad TNV avOAOYIKOTNTA TNG d00mG o8 €0pog doomng 40 £mg
160 mg. Ot tipég otabepomomuévng katdotaong Cmin TG enzalutamide kot tov evepyol petafolritn ce
pepovouévovg acbeveic Tapépevay otabepég o€ didpKelo TEPAV TOL EVOG £TOVG YPpOVIOG Oepameiag,
ATOOEIKVOOVTOG TN XPOVO-YPOLUIKT QOPUAKOKIVITIKY HOALG ETITUYXAVETOL 1] 6TAOEP KOTAGTAON.

Neppr| duciettovpyia

Agv &xel ohokAnpwbei emionun perétn veppikng Suoiettovpyiag yio tnv enzalutamide. AcOeveig pe
Kpeatvivn 0pod > 177 pmol/l (2 mg/dl) amoxieiomray and T KAKEG perétec. Me Baor pio
QOPLOKOKIVITIKY 0vAAVGT) TANOLO OV, eV ATOLTEITOL TPOCAPLOYH TNG SOONG Y10 AGOEVELS e
vrohoyilopevec Tipéc kaBapong kpeatvivng (CrCL) > 30 ml/min (6rwg vroloyileTor amd Tov TOTO
Cockceroft ko Gault). H enzalutamide dev €xer a&lodoynei oe acbevei pe coPapn veppikn duciettovpyia
(CrCL < 30 ml/min) 1| veppomndBera tehiov oTadiov, Kot cuvictdtor Tpocoyn katd t Bepameio avTdOV TV
acBevav. Agv etvan mBavo 1 enzalutamide va omopakpOVETOL GNUOVTIKG HETA 0O dlaAeimovca apodoAion
N UETE amd GUVEYN TEPIMATNTIKN TEPLTOVAIKT S1OAIGT.

Hratwr ducrettovpyia

H nrotwkn dvchertovpyia dev eiyxe évtovn emidpacn ot cuvoAlkn €ékBeon o€ enzalutamide 1 otov evepyd
petapolritn me. Qotdoo, o xpdvog nuicelag (ong g enzalutamide dimhacidotnke og acbeveig pe coPfopn
nratikn dSucAertovpyio o cOYKPLoN e T vy dropa eA&yyov (10,4 nuépec o ouykpion pe 4,7 NUEPECS),
7oV TOAVOV VoL GLOYETIETAL [UE TNV AVENUEVT] KATOVOT GTOVS IGTOVG.

H gappaxokivntikn g enzalutamide s&etdotke o€ dtopa pe nma (N = 6), pétpia (N = 8), | coPfopn

(N = 8) nmatikn dvciertovpyio (Katnyopia A, B 1 ' katd Child-Pugh, avtictorya) kot og 22 eéopoimpéva
dTou, LE PLUGTIOAOYIKY] NTATIKY AElTOVPYio. MeTd amd (o epdmas amd Tov otopatog d6on 160 mg
enzalutamide, ot AUC kot Cpmax Yl TV enzalutamide og acBeveig [e jmia nratikn duoigttovpyia
avéndnkav katd 5% kot 24%, avtictoya, kot ot AUC kot Cmax TG enzalutamide oe dtopa pe pétpia
nratiky duciertovpyio avéndnkay katd 29% kot petwdnkav Kotd 11%, avtiotorya, Kot ot AUC kot Ciax
¢ enzalutamide o€ dtopa pe coPapn nratikn duoieitovpyio avEnOnkay Kotd 5% Kot petddniay Kotd
41%, avtictoya,oe cOyKplon pe ta vy dropa eA&yyov. I'ia to chvoro g adéopevtng enzalutamide pe tov
a0 evTo gvepyo petaforitn, ot AUC kot Cmax 6 GTOUO LE N0 NTTATIKT SLGAEITOVPYIO AVENONKAY KOTH
14% w1 19%, avtiotoya, kot 11 AUC kot 1 Crax 0€ dtopa pe pétpto nmatiky Suciettovpyio avndnkov
xatd 14% wot petodnkav kotd 17%, avtictorya, Kot ot AUC kot Crax o€ dtopa e copapn NroTikn
dvorettovpyia avéRdnKav kotd 34% kot petmdnkoy Kotd 27%, avtictolya, Ge GLYKPLOT UE T LYY dTop
eréyyov.

Don

O mepiocdtepor achevelg o eheyyopeveg kKhvikég peréteg (> 75%) Nrav Kavkdotot. Xoueova pe to
QopUaKOKIVITIKA dedopéva pedetav mov debybnooav oe Ianwveg ko Kivé{ovg acBeveic pe kapkivo tov
TPOOTATY, deV VINPEAV KAMVIKA OTUOVTIKEG S10popEc oty £kbeom peta&d tov tAnbuoudv. Ta dedopéva yuo
Vv a&oAdYNoT SLVNTIKAOV SOPOPOV GTN PUPLOKOKIVITIKY TG enzalutamide og dALeG PUAEG eivan
OVETOPKT.

HAwiopévor acbeveig
Agv mapatnprinke KMVIKA onpovTikny enidpaon g NAMKInG 0TI GOPUOKOKIVITIKEG 1010TNTES TNG
enzalutamide Gt QAPUAKOKIVITIKY OVAADOT) TOV NAIKIOUEVOV 0GOEVOV.

5.3 IIpoxiwvika dedopéva Yo TNV ac@dreia

H Oepancia pe enzalutamide e Kvo@OPOVVTEG TOVTIKOVG 00N YNOE GE AVENON TNG GLYVOTNTOS EUPAVIONG
euPpuikadv Bavdtov Kot EMTEPIKOV Kot GKELETIKOV peTafoidv. Ag dte&nybnoav peAéteg yovipotntag Le
enzalutamide, oALG o€ peréteg o€ apovpaiovg (4 kot 26 gfdopddmv) Kot og okOA0LS (4, 13 Kot

39 gfdouddwv), mapatnpnnkav atpoic, acTEPUio/VTOGTEPLIN, Kol VTEPTPOPIN/VTEPTAAUCIN GTO
OVOTOPOYMYIKO GUGTILO, MG GUVETELL TNG POUPUAKOAOYIKNG dpdong tng enzalutamide. Xe peléteg o€
TOVTIKOVG (4 Bdopdadwv), apovpaiovg (4 kot 26 efSopdadmv) Kot 6€ okOA0VG (4, 13 Kot 39 gfdopddwv), ot
HeTaPOAEG TTOV TTapOTNPNONKAY GTO AVOTOPOYOYIKE Opyave. Tov oyetilovtar pe v enzalutamide, tav
HELMGELS GTO BAPOG TOV OPYAVOV, LE ATPOPI TOL TPOGTATN Ko TNG EMAOVUISAG. YepTpopia Ko/
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vrepmAacio TV Kuttdpmv Leydig mapoatmmpnnke oe moviikovg (4 fdopdadmv) Kot 6€ GKHAOVG

(39 efdopadmv). Emmpocheteg petaforég 6TOVG AVamApOy@YIKoOg 16TOVG TEPLEAGUP VOV
VIEPTPOPIO/VTEPTAAGIH TNG VIOPVOTG KoL ATPOPIL TOV CTEPLOTOSOYOV KOGTEDV GE LPOVPAIOVS KOt
VTOGTEPUIN TOV OPYEDV KOl EKPVALIGT] TOV CTLEPUATIKDY GOANVAPIOV 68 GKOAOVS. O S10popEG 6T0 POAO
TOPATNPHONKOY GTOVG LOGTIKOVG 0OEVES TMV apovpainv (atpodio oTo apoeviKd Kot AoPdong vrepmiacio
010 INALKA). Ot 0ALOYEG GTOL AVOTOPAYOYIKE OPYOVOL KOL 0TO dVO £I01 NTOV GUVETELX TNG POPLOKOAOYIKNG
dpdiong tng enzalutamide Kot avaGTPEYILEG 1 GE LEPIKT] OMOSPOUT HETA omd pia TePiodo avakTnong 8
ePSoUAd®V. Agv VPOV GALEG oNUOVTIKEG AALAYEG otV KAMviKT TafoAoyia 1 ioTtonaboloyia o€
0TO100MTTOTE GALO GUGTNO OPYAV®V, GUUTEPIAAUPBOVOUEVOL TOL NTTOTOC, KOl GTO dVO €10M.

Meléteg og £ykvoug apovpaiovg £dei&av 0T1 1 enzalutamide Kovn o1 HETAPOAITEC TNG HETOPEPOVTAL OTOL
éuppva. Metd omd Tov 6TdpATOC XopTYNon padtocmonuacuévng “C-enzalutamide e apovpaiovg v
nuépa 14 g gyxopooivng o pa d6om tov 30 mg/kg (~ 1,9 popég n péyiotn 66om mov evdgikvutal 6Tovg
avOpOTOVG), 1 LEYIOTN POdIEVEPYELD GTO EUPPLO EMETEDYON 4 DPEC LETA TN XOPYNOT Kot TV YapunAdTEPT
oo VTNV 0T0 UNTPIKO TAAGHO pe avaloyia iotov/mAdcpatog 0,27. H padievépyetlo oto EuPpuo petmdnie
€m0¢ 0,08 popéc TG LEYIOTNG CLYKEVTPMONG OTIG 72 MPEC PETA TN XOPNYNOT.

Meléteg oe OnAdlovteg apovpaiovg €de1&av Ot 1 enzalutamide ko/n ot petafoAiteg g amekkpivoviatl 6To
yéAa ToV apovpoiny. Metd and Tov oTopaTog Yopriynon padtoemionuoacuévng “C-enzalutamide o
Onralovteg apovpaiovg og po d6om Tv 30 mg/kg (~ 1,9 popég n péyiotn 0661 TOL EVIEIKVLTAL GTOVG
avOpOTOLG), 1 LEYIOTN POSIEVEPYELD GTO YOAN EMETEVYON 4 DPEG LETA TN YOPNYNON Kot Tay £¢ 3,54 popég
VYNAGTEPN and VTV 6T0 UNTPKd TAdoa. Ta amotehéopata g pehéng £6e1&av emiong OTL N
enzalutamide xaum ot HETOPOAITEG TG LETOPEPOVTOL GTOVG IGTOVG TOV VEOYVOD 0pOVPOion HEGH TOL
YOAOKTOG KOl KOTO GUVETELD OToBAALOVTAL.

H enzalutamide ftav opvnTiKn Y10 YOVOTOEIKOTITO. GE L0 TUTOTOMNUEVT GEPG SOKIUADV in Vitro Kol in vivo.
e (o peAETN 6 unvav og dtoyovidlakovg TovTikovg rasH2, ) enzalutamide dev €0e1&e duvapukd
KAPKIVOYEVESTC (ATOLGI0 VEOTAAGUOTIKOV EvpNUdTmV) og dooelg uéxpt 20 mg / kg nuepnoiong (AUCun ~
317 pg.h / mL), o1 omoieg eiyov og anotérecpa enineda EkBeonc oto TAAGHO TAPOHOLOL LUE TV KAVIKA
€xBeon (AUCun ~ 322 pg.h / mL) og acBeveig pe mCRPC nov €éhafav 160 mg nuepnocing.

H nuepnoia yopnynon enzalutamide o€ apovpaiovg yia 600 ypdvia TPoKAAESE AVENUEVT GLYVOTITA
EUPAVIONG VEOTAAGLOTIKOV EVPNUATOV. AVTE GUUTEPIAAUPAVOY VOUOEVOLO TOV LAGTIKOV 0OEVOV Kot
KkaAon0n 6o, Kakonelg dykovg kuttapwv Leydig otovg 6pyels, OAmpa ovpobniiov kat kapkivoua Tng
0VPOdGYOV KOHGTNG GTOVG AVOPES, KAAONOELS KVTTAPLKOVG GYKOVS MOOMK®DY GTIG YUVOIKEG KOl AOEVIOLLOL TNG
vroQLong pars distalis kot ota dvo eOAa. H cuoyétion tov Bvpov otov dvBpwmo, Tov adevdpaTog TG
VILOPLOTG KOL TOV VOUSEVALATOG TMV HOCTIKOV adEVmV Kafds Kot Tov OnAdpatog ovpodniiov kot tov
KOPKIVOUATOG TNG 0VP0dOY0v KOGTNG dEV UTOPEL VO, OTOKAEICTEL.

H enzalutamide dev Ntov pwtoto&ikn in vitro.

6. GOAPMAKEYTIKEX ITAHPO®OPIEX

6.1 Kaotdaloyog ekdoymv

[Mupvog dickiov

YrpopeArdln o0&k nAEKTPIKY
MikpoxkpuoTalAikn Kuttapivn
KoAhog1dég Gvudpo o&gidto Tov mupttiov
Koappehdoln vatplovyog d106TavpovpEV
Mayviolo oteotiKod

Emucdioym dickiov
YrpopeAholn

TéAxng
IMoAvaiBvievoyivkoin (8000)
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Tiraviov do&eido (E171)
Z1dnpov o&eidro kitpvo E172

6.2 Aocvuparotnreg

Aev gpappodletat.

6.3 Awpkero {ong

4 xpovia.

6.4 Iowitepec mpo@urdcers katd T @OAAEN TOV TPOidVTOg

To pappokevTikd owtd TPoidv dev amartel Wwitepeg GLVONKEG PUAAENS.
6.5 D01 KOl GUGTUTIKA TOVL TEPLEKTT

40 mg emkaivppéva pe Aentd vuévio diokia

Avaoimhodpevn OMkn ard yoptovi pe eveopatopévn koyéin PVC/PCTFE/aAovpuviov mov mepiéyet 28
EMKAAVUUEVA e AeTTO VUEVIO dtokia. Kdbe kouti mepiéyet 112 emucodvppéva pe Aemtd vpévio diokia (4

Onkeg).

80 mg emkoivppéva pe Aertd vuévio Siokia
Avaoimhodpevn OMkn amd yaptovi e eveopotopévn koyén PVC/PCTFE/alovpuviov mov tepiéyet 14
EMKAAVUUEVA LE AeTTO VUEVIO dtokia. Kdbe kouti mepiéyel 56 emkaivppéva pe Aento vuévio diokia (4

Onkec)

6.6 Idwitepeg mPOPULAGEEIS amOPPIYNS KUl GAAOG YEIPIOROG

To Xtandi dev mpémet va 1o yepilovral GAla dTopa EKTOG TOV 0GOEVOLE 1} TV PPOVTIGTAOV Tov. Me Bdor Tov
LNYOVIGHO dpaong Tov kot TNV To&kdTnTo RBPHOV-KLUNHOTOGC TOL TopoINPNONKE o€ movTikia, To Xtandi
evogyetal vo, TpokaAEael BAAPN oto avamtuocouevo EuPpuo. Ot yuvaikeg mov gival 1 pmopel va peivouv
gykveg dev mpémnel va yepilovton To kayakio Xtandi mov Eyovv vootel BAAPN 1 £xovv avoiytel xopic
TpooTasia, Y., Yavtia. BA. mapdypago 5.3 IpokAivikd dedopéva, yio TNV ac@AAELa.

KdéBe axpnoptomointo goprokevtikd Tpoiov 1) VITOAEYLLO TPETEL VO, OTOPPITTETOL GOLPMVO. LUE TIG KOTH
TOTOVG 16 DOVGES OYETIKES OLOTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Astellas Pharma Europe B.V.

Sylviusweg 62

2333 BE Leiden

OMhovdio

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAXZ

EU/1/13/846/002 (40 mg emkaivppéva pe Aemtod vpévio diokia)
EU/1/13/846/003 (80 mg emkodlvppéva pe Aemtd vuévio diokio)
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9. HMEPOMHNIA ITPQTHE EIT'KPIXHYX/ANANEQXHY THX AAEIAX

Hpepounvia npatng éykprong: 21 Iovviov 2013
Hpepounvia tekevtaiog avovémong: 8 defpovapiov 2018

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmntouepeic TANPoQopies Yia TO TAPOV PUPUAKEVTIKO TPOIOV Eival SIOOEGIUES GTOV SIKTVOKO TOTO TOV
Evpomaikod Opyovicpod Goappdkmv: http://www.ema.europa.eu.
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ITAPAPTHMA II

MMAPAXKEYAXTHXZ(EY) YILEYOYNOX(OI) I'TA THN
AITIOAEZMEYXH TQN ITAPTIAQN

OPOI'H HEPIOPIXMOI XETIKA ME TH ATAGEXH KAI TH
XPHXH

AAAOI OPOI KAI AITAITHZEIX THX AAETIAYXY KYKAO®OPIAX
OPOI'H HEPIOPIXMOI ZXETIKA ME THN AX®PAAH KAI

ATIOTEAEZMATIKH XPHZH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOZXZ(OI) I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

‘Ovopua kot d1e06vvon Tov(Tmv) TapaokevacTNS(MOV) oL gival vrevhuvoc(ot) Yio TNV ATOdEGUEVCN TOV
TAPTIOOV

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OMhavdio

B. OPOI'H OI IEPIOPIZMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DopHaKeLTIKO TPOIOV Y10, TO OTTOI0 AMOLTEITOL LOTPIKT) GLVTAYTY].

I'. AAAOI OPOI KAI ATTAITHXEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢oe1g meprodikig mapakorovOneng g ac@aierag (PSURs)

O1 arotioetg yo v vroPoin tov PSURS yo 1o ev Aoym @appokevtikd tpoidv opifovtot otov
Katdloyo pe Tig nuepounvies avaopdgs s Evoong (katdloyog EURD) mov mapatifetor otnv
Tapdypa@o 7, Tov dpbpov 107y, g odnyiag 2001/83/EK kai kdbe enaxdAovdng entkopomoinong
OTMG OMLOCIEVETAL OTIV EVPOTOIKT OIKTVAKT TUAT Y10l TO POPLLOKOL.

A.  OPOI'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH XPHXH
TOY ®APMAKEYTIKOY ITPOIONTOX

. Yyéoro owoyeipiong Kivovvou (ZAK)

O Kdroyog Adeiag Kvkhogpopiag (KAK) Ba die&aydyet Tic amattovpeveg dpactnplotTnTeg Kot
TopEPPACELG POPLAKOETAYPOTVIOTG OTTMS TapoLGtifovtatl 610 cLUE®VNBEy EAK mov mapovoidleton
otV gvotnta 1.8.2 g ddetog Kukrhogoplog Kot omolecdNToTe ETaKOLoVOES EYKEKPIUEVES
avafempnoelg Tov ZAK.

"Eva emkoiporompévo ZAK Oa mpémel va kototedei:

e Metd anod aitnuo tov Evponaikov Opyavicopod @appdkmy,

o OmoTEONMOTE TPOTOTOLEITOL TO CVOTNLA SlayEIPIONG KIVOHVOV, EOIKE MG OTOTEAEG O AYNG VEQV
TANPOPOPLOV OV UTOPOVY VOl ETLPEPOVY GNUOVTIKT CAANYT] GTN OXECT OPEAOVG-KIVOVVOL 1| ®G
OTOTEAEG A TNG EMITEVENC EVOG GNUAVTIKOD OPOCT|LOL (POPLOKOETOYPVTVION 1 EAOYIGTOTOINGN
Kvouvov).
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ITAPAPTHMA 111

EINNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. ENIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI ME BLUE BOX

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 40 mg ko aKio, PoAd
enzalutamide

2. YXYNGOEXH XE APAXTIKH(EX) OYZIA(EY)

Kabe xoydxio mepiéyet 40 mg enzalutamide.

3. KATAAOI'OX EKAOXQN

ITepiéyer copPrroin (E420).
Agite T0 OAAO 00T YLDV YPNONS Y10 TEPICCOTEPEG TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

112 xoydxio, porokd

‘ 5. TPOITIOX KAI OAOX(OI) XOPHT'HXHX

Awfaote 10 @OALO 0dNYLDV YpNoNG TPV amd TN YPNoT.
Amo6 otopaTog ypnon.

6. EIAIKH ITPOEIAOIIOIHEIH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO IPOION
IIPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI AEN
IMPOXEITIZOYN TA ITAIAIA

Na purdcoetal o€ Béon, TNV onoia dev PAETOLY Kot dgv TPoceYYilovv T Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOTHIH(EIL), EAN EINAI ATIAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX YYNOHKEX ®DYAAZEHX
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10. IATIAITEPEX TPO®YAAZEEIX I'TA THN AIIOPPI¥YH TQN MH XPHXIMOIIOIHOENTQN
®APMAKEYTIKON ITPOIONTOQN ‘H TQN YIIOAEIMMATQN MOY ITPOEPXONTAI
AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEJIAY. KYKAO®OPIAX

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OMovdio

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/13/846/001 112 xoydxio, polokd

13. APIOMOZX ITAPTIAAX

MMoptida

14. I'ENIKH KATATAZH I'lA TH AIAGEXH

DoppokevTikd TPOidV Yo T0 0TOi0 AMALTEITOL LATPIKT] GUVTOYY).

| 15.  OAHTIEZ XPHEHZ

| 16. INAHPO®OPIEX XE BRAILLE

xtandi 40 mg

17. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A163146T0TOG YPAPH®OTOS KDOKaS (2D) mov @épet Tov TepnehEvTo Lovadikd avayvopioTikd KOJKO.

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

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ANAAIITIAOYMENH OGHKH XQPIX BLUE BOX

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 40 mg ko aKio, PoAd
enzalutamide

2. YYNGOEXH XE APAXTIKH(EX) OYZIA(EY)

Kabe xoydxio mepiéyet 40 mg enzalutamide.

3. KATAAOI'OX EKAOXQN

ITepiéyer copPrroin (E420).
Agite T0 OAAO 00T YLDV YPNONS Y10 TEPICCOTEPEG TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

28 Koy aKio, pLoAokd

‘ 5. TPOITIOX KAI OAOX(OI) XOPHT'HXHX

Awfaote 1o @OALO 0ONYLDV YPNONG TPV Od TN YOPTYNOT).
Amd otépaTOg XpNON.

Agvtépa
Tpim
Tetdptn
TTépmn
[Topackeun
YapPoto
Kvpuoxn

6. EIAIKH ITPOEIAOIIOIHEIH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO ITPOION
IPEITEI NA ®YAAXXETAI XE @OEXH THN OIIOIA AEN BAEITIOYN KAI AEN
IMPOXEITIZOYN TA ITAIAIA

Na puAdcoetal o€ Béon, TV onoia dev PAETOLY Kot dgv Tpoceyyilovv Ta Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHIH(EIE), EAN EINAI ATIAPAITHTH(EY)

| 8.  HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEEX YYNOHKEX OYAAZHX

10. IAIAITEPEX ITPO®YAAEEIX I'TA THN AITOPPIYH TQN MH XPHXIMOIIOIHOENTQN
®APMAKEYTIKON IMTPOIONTOQN 'H TQN YIIOAEIMMATQN MOY IMTPOEPXONTAI
AITIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OMhovdio

‘ 12. APIOMOZ(OI) AAEIAY. KYKAO®OPIAX

| 13. APIOMOX MAPTIAAL

MMoptida

14. T'ENIKH KATATAZH I'TA TH ATAGEXH

DoppoKeLTIKO TPOTOV Y10 TO OTTOI0 OMALTEITOL LOLTPIKT] GUVTOYY.

‘ 15. OAHT'IEX XPHXHX

| 16. IHHAHPO®OPIEX XE BRAILLE

xtandi 40 mg

17. MONAAIKOEX ANATNQPIETIKOX KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KQAIKAE (2D)

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOXZ - AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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EAAXIXTEX ENAEIZEIX TIOY ITPEITEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

OYAAO KYYEAHX

1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 40 mg

‘ 2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

| 3. HMEPOMHNIA AHEHE

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI ME BLUE BOX

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 40 mg emkaAivppéva pe Aemtd vpévio diokia
enzalutamide

2. YYNGOEXH XE APAXTIKH(EX) OYZIA(EY)

Kabe emxaivppévo pe Aemtd vpévio diokio mepiéxet 40 mg enzalutamide.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

112 emxoroppéva e Aemtd vpévio dtokio

| 5. TPOMNOX KAI OAOX(OI) XOPHTHEHE

Awfacte 10 @OALO 0dNYIDV YpNoNG TP amd TN YPNoT.
Am6 Tov oToHOTOS YPNoT.

6. EIAIKH TPOEIAOIIOTHEIH *YM®QNA ME THN OIIOIA TO ®APMAKEYTIKO ITPOION
IPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEITIOYN KAI AEN
IMPOXEITIZOYN TA ITAIATIA

Na puAdcoetal o€ Béon, TNV onoia dev PAETOLV Kot dgv Tpoceyyilovv Ta Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEEX YYNOHKEX OYAAZHX

10. IAIAITEPEX TIPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH XPHXIMOIIOIHOENTQN
®APMAKEYTIKON ITPOIONTOQN 'H TQN YIIOAEIMMATQN MOY IMMPOEPXONTAI
AIIO AYTA, E@OXON AITAITEITAI
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11.

ONOMA KATI AIEYOYNXH KATOXOY THX AAEJTAY. KYKAO®OPIAX

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OMhovdio

12.

APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/846/002

13.

APIOMOZX ITAPTIAAX

Hoaptida

14.

T'ENIKH KATATAZH I'TA TH ATAGEXH

DoppokeLTIKO TPOTOV Y10 TO OO0 OMALTEITOL LOLTPIKT] GUVTOYY).

| 15.

OAHT'IEX XPHXHX

| 16.

INAHPO®OPIEX XE BRAILLE

xtandi 40 mg emukaAvppEVa PE AETTO VUEVIO dloKin

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163146T0TOG YPAPU®TOS KDdKaG (2D) mov @épel Tov TEpINEOEVTO LoVaSIKO avayVOPIoTIKO KOSIKO.

18.

MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO TON

ANOPQIIO

PC
SN

7




ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

EZQTEPIKO KOYTI ME BLUE BOX

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 80 mg emkaAivppéva pe Aemtd vpévio diokia
enzalutamide

2. YYNGOEXH XE APAXTIKH(EX) OYZIA(EY)

Kabe emxaivppévo pe Aemtd vpévio dickio mepiéxel 80 mg enzalutamide.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

56 gmkolvppévo pe AETTO VUEVIO dloKio

‘ 5. TPOITIOX KAI OAOX(OI) XOPHT'HXHX

Awfaote 10 @OALO 0dNYIDV YpNoNG TP amd TN YPNOoT.

Am6 Tov oTopHOTOS YPNoT.

6. EIAIKH TPOEIAOIIOTHEIH *YM®QNA ME THN OIIOIA TO ®APMAKEYTIKO ITPOION
IPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEITIOYN KAI AEN
IMPOXEITIZOYN TA ITAIATIA

Na puAdcoetal og Béon, TV onoia dev PAETOLY Kot dgv Tpoceyyilovv T Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEEX YYNOHKEX OYAAZHX

10. TIAIAITEPEX TPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH XPHXIMOIIOIHOENTQN
®APMAKEYTIKON IMTPOIONTOQN 'H TQN YIIOAEIMMATQN MOY IMPOEPXONTAI
AIIO AYTA, EOOXON AITAITEITAI
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11.

ONOMA KATI AIEYOYNXH KATOXOY THX AAEJTAY. KYKAO®OPIAX

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OMhovdio

12.

APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/846/003

13.

APIOMOZX ITAPTIAAX

Hoaptida

14.

T'ENIKH KATATAZH I'TA TH ATAGEXH

DoppokeLTIKO TPOTOV Y10 TO OO0 OMALTEITOL LOLTPIKT] GUVTOYY).

| 15.

OAHT'IEX XPHXHX

| 16.

INAHPO®OPIEX XE BRAILLE

xtandi 80 mg emukaAvoppéva Pe AeTTO VUEVIO dloKin

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163146T0TOG YPAPU®TOS KDdKaG (2D) mov @épel Tov TEpINEOEVTO LoVaSIKO avayVOPIoTIKO KOSIKO.

18.

MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO TON

ANOPQIIO

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ANAAIITIAOYMENH OGHKH XQPIX BLUE BOX

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 40 mg emkaAivppéva pe Aemtd vpévio diokia
enzalutamide

2. YYNGOEXH XE APAXTIKH(EX) OYZIA(EY)

Kabe emxaivppévo pe Aemtd vpévio diokio mepiéxet 40 mg enzalutamide.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

28 emikoAVUPEVOL pLE AETTO DUEVIO dioKiaL

| 5. TPOMNOX KAI OAOX(OI) XOPHTHEHE

Awfacte 10 @OALO 0dNYIDV YpNoNG TPW amd TN YPNOT.
Amd tov otdpaTOC YPNoN.

Agvtépa
Tpim
Tetdptn
ITépmn
IMopaockevn
2apparo
Kvpoxm

6. EIAIKH ITPOEIAOIIOIHEIH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO ITPOION
IIPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI AEN
MMPOXEITIZOYN TA ITAIAIA

No puAdooetal og BEon, Tnv omoia dev BAETOLY Kal dev TPoceyYilovv Ta Todd.

| 7. AAAH(EX) EIAIKH(EX) TIPOEIAOTIOTHIH(EIL), EAN EINAI ATIAPAITHTH(EX)

| 8.  HMEPOMHNIA AHEHE

AHEH
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9. EJAIKEX XYNOHKEX ®YAAZHX

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH XPHXIMOIIOIHOENTOQN
®APMAKEYTIKQN IMTPOIONTOQN ‘H TQN YIIOAEIMMATQN MOY ITPOEPXONTAI
AIIO AYTA, E©OOXON AITAITEITAI

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

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OA\avdio

‘ 12. APIOMOZ(OI) AAEIAY KYKAO®OPIAX

‘ 13. APIOMOZX ITAPTIAAX

Moptida

14. I'ENIKH KATATAZH I'TA TH AIAGEXH

DoppokevTikd TPOIGV Yo TO OO0 OMALTEITOL LATPIKT] GUVTOYY).

I 15. OAHI'IEX XPHXHX

| 16. IHAHPO®OPIEX XE BRAILLE

xtandi 40 mg emKOAVUPEVO e AETTO DUEVIO SLoKia

17. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ANAAIITAOYMENH OHKH XQPIX BLUE BOX

1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 80 mg emkaAivppéva pe Aemtd vpévio diokia
enzalutamide

2.  XYNOEZH XE APAXTIKH(EX) OYZIA(EX)

Kdé0Oe emkoloppévo pe Aemto vpévio diokio mepiéyet 80 mg enzalutamide.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

14 emucaivppéva. pe Aemtd vpévio diokia

| 5. TPOMNOX KAI OAOX(OI) XOPHTHEHE

Awfacte 10 @OALO 0dNYIDV YpNoNG TP amd TN YPNOoT.
Amd tov otdpaTog YpNon.

Agvtépa
Tpim
Tetdptn
ITépmn
IMopaockevn
2apparo
Kvpoxm

6. EIAIKH ITPOEIAOIIOIHEIH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO ITPOION
IIPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI AEN
MMPOXEITIZOYN TA ITAIAIA

No puAdooetal og BEon, Tnv omoia dev BAETOLY Kal dev TPoceyYilovv Ta Todd.

| 7. AAAH(EX) EIAIKH(EX) TIPOEIAOTIOTHIH(EIL), EAN EINAI ATIAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

‘ 9. EJAIKEX XYNOHKEX ®YAAZEHX
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10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH XPHXIMOIIOIHOENTOQN
®APMAKEYTIKQN ITPOIONTQN 'H TQN YIIOAEIMMATON MOY IMTPOEPXONTAI
AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OALavdia

’ 12. APIOMOZ(0OI) AAEIAYX KYKAO®OPIAX

‘ 13. APIOMOZX ITAPTIAAX

MMoptida

14. I'ENIKH KATATAZH I'lA TH AIAGEXH

DoppokevTikd TPOidV Yo T0 0TOi0 AMALTEITOL LATPIKT] GUVTOYY).

| 15.  OAHTIEZ XPHEHZ

| 16. INAHPO®OPIEX XE BRAILLE

xtandi 80 mg emkoAvppEVO pe AemTO DUEVIO SloKia

17. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AIXAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOXZ - AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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EAAXIXTEX ENAEIZEIX TIOY ITPEITEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

OYAAO KYYEAHX

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 40 mg

‘ 2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX TIOY ITPEITEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

OYAAO KYYEAHX

1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Xtandi 80 mg

‘ 2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

| 3. HMEPOMHNIA AHEHE

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. DYAAO OAHT'TQN XPHXHX
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Dviio oYLV piong: IIinpogopiss yia Tov acOevi

Xtandi 40 mg koydaxio, porokd
enzalutamide

AwPfdote TPoGEKTIKA 0AOKAN PO TO GVALO 0ONYLAV YP1)O1G TPV UPYICETE VA TAIPVETE AVTO TO

PAaPRUKO, SLOTL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 GOC.

- DurdEte avtd To POAAO 0dNyLdV Yprionc. Towg ypelaotel va to daPdoete Eava.

- Edv &yete meportépm anopiec, potote Tov yorpd cog.

- H ocvvtayn yo avtd to eapproko yopnyndnke omokAEIGTIKA Y10 Goc. Agv TPETEL VO SMGETE TO
QAappaKo 6€ AAAOVG. Mmopei va Tovg TpokaAEésel PAGPT, kO Kot OTOV TO GUUTTMUOTO. TG
ao0€veLdg Toug etvat 101 LLE TOL O1KA GOG.

- Edv mopatnpnioete kdmowa avemiBountn evépyela, EVNUEPDOGTE TOV Y1OTPO GOC. AVTd 10YDEL KOl Yo
KkG0e OV avemBOUNTN EVEPYELD TOV OEV AVAPEPETOL GTO TAPOV PUAAO 00T yL®V Yprionc. BAéne
TapAypoeo 4.

T Tepréyer 1o Tapév A0 00N YLOV:

1. T givon o Xtandi kou oo givan 1 gp1omn Tov

2. T mpéner va yvopilete npv mdpete to Xtandi

3. Mog va mépete to Xtandi

4. [MBavéc avemBOUNTES EVEPYELES

5. g va puAdocete To Xtandi

6. [Tepreydueva TG cLOKEVAGING Kol AOUTEG TAT|POPOPIES
1. Th givar To Xtandi kon wowa givar 1) prjon Tov

To Xtandi mepi€yet ) dpaotikn ovoio enzalutamide. To Xtandi ypnoonoteiton oe evilikes Gvopeg yio T

Oepoameia Tov KOPKivov TOV TPOGTATN 0 0T010G:

- Aev avtamokpivetal TAEov o€ oppovobepameia 1| xeypovpyikn Bepameio yio T peimon g
TEGTOGTEPOVIG

'H

- 'Eyxel e€amlmbel o€ GAAa. LEPT TOL CAOUOTOG KOl AVTUTOKPIVETAL GE oppovodepameia 1} XELPOVPYIKN
Oepameia yio T PEIOT TNG TEGTOGTEPOVNG.

Iog dpa 1o Xtandi

To Xtandi givor €va @AppOKO TOV dpa AVAGTEALOVTAG T SPAGT OPLOVAV TOL OVOUALOVTAL 0VOPOYOVOL
(6mwg N 1E0TO0TEPOVT]). ME TOV OMOKAEIGUO TV 0vdpOYOVEV, 1| enzalutamide oTapatd TV avamtuén Kot
dlaipeoT TV KOPKIVIKOV KUTTAP®OV TOV TPOGTATH).

2. T npéner va yvopilete apv napete To Xtandi

Mnyv ntépete To Xtandi

- Y mepintwon oAlepyiag oty enzalutamide 1 6€ 0m010MTOTE GALO OTO TOL GLOTATIKG AVTOV TOV
QOPUAKOD (CVOPEPOVTOL GTNV TAPAYPUPO 6)

- Xe mepinton mov elote £YKLOG 1) oL umopel va peivete £ykvog (PAéme ‘Komomn, Oniacpoc kot
yoviuotnta’)

pogrdomouoelg Ko TPOPLAGEELS

Emuinntucég kpioeig

Eniinnticég kpioelg avapépbniay oe 5 dtopa yuo kabe 1.000 dropa wov Enarpvav Xtandi kot o€ Arydtepa
amo 3 dropa yio kabe 1.000 dropa mov Ematpvay eikovikd eappoko (PAéne ‘Allo edppoka kot Xtandi’
ToPaKdTo Kot TV Topdypopo 4 ‘Ihbavég avembounteg evépyeteg’).

Edv maipvete KGmoto @ApHaKo Tov PTOPEL VoL TPOKOAESEL ETANTTIKEG KPIGELG 1] TOL UTOPEL VAL VENGEL TNV
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gvatoOnoia ylo eminmrikéc kpioelg (PAéne “Alda eappoka kot Xtandi’ mopakdto).

Ed&v mopovoidoete eminmtiky kpion katd t dibpkeia e Bepaneiog:
Emokepteite Tov yiotpd 6og 10 cuvtopotepo dvvatov. O yiatpog oag 0o amopacicel eqv TPETEL Vo
OTOUOTACETE VO TalipveTe To Xtandi.

2vvopopo omicbag avacstpéyiung eykeporonadeiog (PRES)

"Exovv avagepOel omdviec avapopég tov PRES, pia omdvia, avaotpéyin KoTdoToct Tov EYKEPAAOD, GE
acBevelg mov ElaPav Oepancio pe Xtandi. Av €yete omacpoc, endeivwon TOVOKEPAAOV, GOYYLOT, TOPAMGN
N GAla TpoPAnpata 6pacng, ETKOVOVAGTE LE TO YUTPO 60G TO cLuVToUdTEPO duvatd (BAéne emiong
Tapdypoa@o 4 «ITBavic avemBounteg evEpyeElesy).

Kivovvoc vémv kapkivav (devtepoyeveic Kuplec kKokonoeiec)
Ymp&av avapopés yio veoug (devtepoyeveic) Kapkivoug, GuumepAaPavoUEVOL TOV KAPKIVOL TG
0VPOSOYOV KOGTNG KL TOV TOXE0C EVIEPOL o€ aobeveic mov dafav Oepameia pe Xtandi.

ZupPovAEVTEITE TO YIOTPO GOG TO GUVTOUOTEPO SUVOTO AV TAPATNPNCETE CTULASIA YOGTPEVTEPIKNG
opoppayiog, aipoTog 6Ta oVpa 1 GLYVA ocBiveste enelyovca avaykn ovpnong otav taipvete to Xtandi.

AmevBuvleite 610 y10Tpd coG TP TApete To Xtandi

- Edv maipvete pdppaka yio tnv IpoAnym tov oynuoticpot Bpopupov aipotoc (t.y. papeapivn,
OOEVOKOVLLOPOAN, KAOTLOOYPELT)

- Edav Aopfavete ynuetoBepaneio 6nmg viosetaéin

- Edv éyete mpoPAnpata pe o Nroap cog

- Edv éyete mpofAnpata e Toug vEQPOUG Gag

MMopakaieiche vo evnUeEPDCETE TO Y1OTPO GOG EAV TAPOVCIAGETE KATOL0 amd T aKOAovOa:
Ono1eGONTOTE KATAGTACELS TNG KAPOLAS 1] TOV OHOPOP®V aryYEI®DV, CUUTEPIAAUPOVOLEV®Y TV
TPOoPANUATOV TOL Kapdiakoh puOuov (appuduia), 1 edv Aappdvete Oepameio pe EAPLOKO, VL0 QVTES TIG
Kotaotdoels. O kivouvog eppaviong tpofAnudtov mov oyetiovrar pe Tov kapdakd puoud pmopei va
avénbei 6tav ypnoyomoieite to Xtandi.

X mepintwon odiepyiag oty enzalutamide, avtd pmopel va £xel ¢ amotéhecpa TpHELo 610 TPOSOTO, OTN
YA®OGW, 6T0 Xeihog N To Aopd M éva eEavOnua. Xe mepintwon ahiepyiag otnyv enzalutamide 1 og
0T0100MTTOTE GALO OO TO GLGTATIKA CLTOV TOV PUPUAKOL, unV whpete To Xtandi.

YoPapd deppotikd e£avOnua 1 amoAETIoN TOV SEPLOTOS, GAVKTAIVEG KOV TANYEG OTO GTOHO £XOVV
avapepbei oe oyéon pe tn Bepaneio pe to Xtandi. Znmote apéocns wtpikr| Pondeia edv mopatnpnoete
K010 OO OVTA TO CLUTTAOUOTA.

Edv kdmowo amd Ta mrapandvo woyvel yio e6dc 1 dev eiote oiyovpol, amevBuvOseite 6T0 YiaTpO GOC TPV
TAPETE TO PAPRAKO VTO.

MMowowd xan épnpor
To @dappaxo owtd dev mpémet vo Aapfavetol and Todld Kot Epnovg.

Alha @appoxe ko Xtandi

Evnuepdote 1o yiotpd cag edv maipvete, £XETE TPOGPATA TAPEL 1] LTOPEl va mhpete dAla eappaka. [Tpémet
va yvopilete ta ovopata TV opudkov mov maipvete. Kpatiote pio Aiota omd autd yio va o delyvete 610
YTPO GOG OTOV GOG GLVTIAYOYPAPOVV £V VEO PAPLOKO. AgV TPEMEL VAL ApYICETE 1| VO GTAUATI|GETE VO
AapPavete 0mo100MTOTE PAPLOKO TPOTOV EXIKOWVOVIGETE E TO YITPO TOV GG GCLVTAYOYPAPNoe To Xtandi.

Evnuepoote 10 yiotpd cog e4v maipvete omotodmote omd to akdAovda pappoka. Otav Aapfdavovtol
TavToypova pe to Xtandi, avtd To PAppaKa PTopel vo avENGOVV ToV KivOuvo ETANTTIKOV KPIGE®V:

- Opopéva eapraka Tov xpnoyorolovval yio T Oepameio Tov dobpotog kot GAA®V
TVELLOVOTAOEIDV (T.). AUVOQPUAAIVTY, BE0PLALIVY),
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- DappoKo IOV YPNGIULOTOIOVVTAL Yia TN Bepaneio OPIGHEVOV YOYLOTPIKOV SATOPOYDV OTMS M
katdOiym ko n oyoppéveta (m.y. kKholamivn, ohaviamivn, piomepidovn, {impacidovn, fovmpomiovn,
AMB10, yAoponpopalivn, pesopdalivn, Betopdalivn, aputpurtorivn, decimpaptivn, do&emivn,
yumpopivn, pompotikivn, wptalamivn),

- Opopéva edapraka yio ™ Oepaneio Tov Tévov (m.y. mebidivn).

Evnuepdote tov yiotpd cog edv maipvere ta akdiovbo eappokae. AvTd to QApUoKe UTOPEL va ETNPEACOVY
1 dpdon tov Xtandi, 1) to Xtandi umopei va ennpedost T SpAcT CVTOV TOV POPLAKOV.

AVTO TEPIMOUPAVEL OPIGUEVO QAPLLAKE. TTOV YPNCLULOTOLOVVTOL Y10

- Meiwon g yoAnotepoing (m.y. YepeBpoliin, atopPactativn, cyupactativn)

- Ogpameio TOV TOVOV (T.%. PAVTAVOAN, TPAUASOAN)

- ®eponeio Tov Kapkivov (m.y. Kopmalttaéin)

- Oepoaneio g eminyiog (.. kapPapalenivn, Khovalemdun, pavutoivn, Tpyuddvn, Pairpoikd o&D)

- Bepomeio OPIGUEVOV YOYLOTPIK®VY Slotapaydv, OTmg coPapod dyyxog N oxloppévela (T.y. owalemaun,
pdalorapn, alomepldoin)

- Ogpamneio TV d0TaPay®V VTVOL (.Y, COATIOEUN)

- AVTIETOTION KAPSIIKOY TadNcEOV 1] LEI®OT TNG opTNPLOKNG Ttieong (T.). Pioomporoin, dtyo&ivn,
Shtialépn, eerodurivn, Vikapdimiv), Vipedurivr), TPOTPAVOLOAT, BEPATOLIAT)

- ®epoancio coPapdv vocmv mov oyetifovral pe Aeypovn (m.y. de&apebalovn, mpedviloAdvn)

- ®epaneio g HIV hoipwéng (m.y. wowaPipn, prrovafipn)

- ®epoaneio TOV Pakmplokdv Aotudéemv (T.y. KAapdpopvkivn, do&ukvkdivn)

- Ogpamneio TV dloTapay®V Tov Bupeogldovg (m.y. Aefobupoéivn)

- Ogpamneio TG ovpikng apbdpitidog (7). KoAyucivn)

- Ogpameio S10TAPUYDV TOV GTOUAYOV (7. opempalOAn)

- [IpdAnyn KopdloK®V TabNoE®V 1| AYYEINKAV EYKEQUAK®V eMEG0dimV (ete&elkn daPryoTpdvn)

- [poAnym amdppyng opydvov (). TAKPOALOVC)

To Xtandi evdéyeton va aAANAETIIPACEL LLE OPIGHEVO PAPLLOKO TTOV YPNGLULOTO0OVTOL Y1 T Oepomeia Tmv
TPOPANUATOV TOL KapdlakoL puBuov (T.y. Kvidivn, Tpokaivapidn, apwdapovn kot GoTaAdAN) 1| evOEXETOL
vo 0vENGEL TOV KIVOLVO EPPAVIOT|S TPOPANUATOV TOV KopIaKoy puOUov OTaV Y¥PNCIUOTOLEITOL LUE OPLGUEVO.
dAlo @appaka [y, LeBadoVN (XPNOLLOTOLEITOL Yol TV AVOKOVPIGT] TOV TOVOL KO Y10, TNV amoto&iveon
oo VOPKOTIKA), po&ipho&aciv (éva avTiBloTiks), avTiyuy®otkd (xpnoomolohvTal Yo GOPapPES WUuNIKEG
acBéveleg)].

Evnuepdote 1o yiotpd cog edv maipvete KAmOL0 amd To PAPLOKO. TT0V avapépovTat Tapardve. H d6on tov
Xtandi 1} TV GAAOV QOPUAK®V TOL ToipVETE UTOPEl VoL XpelooTel va aAAAEOVV.

Kvnon, nlaopog ko yovipotnta

- To Xtandi dgv wpoopileTon yia ypfion o€ yuvaikes. AvTo TO EAPHOKO UTOPEL VoL TPOKAAEGEL PAAPN
670 ayévvnto andi 1 mhavn amofoin edv Anebei amod yvvaikeg Tov givar £ykveg. Agv mpémet va
Aappdvetar omd yovoikes mov gival £YKveg, mov Umopel va petvouv €ykveg, 1| tov Onialovv.

- To @dpuaxo avtd Bo pTopovoe evOEYOUEVMS VO EYEL ETIOPACT] GTNV AVOPIKT YOVILOTNTO.

- Edv éyete oe&ovalikn emapn pe yovaikao Tov pumopel vo Letvel £YKuog, YT CLLOTOGTE TPOPUANKTIKO
Kot pio EMTAEOV ATOTEAEGHOTIKT LEBOSO OVTIGVAANYTG, KOTA T dldpKeln TNG Oepaneiog Kot yio
3 unveg petd ) Bepamneio pe avtd o Pappako. Edv éxete oeEovolikn emapn pe £yKvo yovaikoa,
YPTCULOTOGTE TPOPVANKTIKO Y10l TNV TPOGTAGIO TOV AyEVVIITOL TTod10V.

- Ot yvvaikeg epovtiotég PAémovy v Toapdypao 3 «Ilog va mtapete To Xtandi» yio yeptopod Ko

xpfon.
001yNoN KOl LEPIGROS PN AV LATOV
To Xtandi gvdéxeton va £yl HETPLO EMLOPACT] GTNV TKOVOTNTO OOTYNGTG KOL XEPIGUOV UNYAVILATOV. X
acBeveig mov Aappavovy Xtandi £xovv avaeepbel emAnmTiKég Kpioelg.
Edv éyete vynAotepo kivouvo EMANTTIKOV KPIGEMV EMKOWVMOVNGTE UE TO YIUTPO GOGC.

To Xtandi wepiéyer copPrroin
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Av10 10 Papurako TEPEYEL 57,8 mg copPrioing (Eva €100¢ GakyAPOv) ova LOAOKO KO AKIO.

3. Hog va wapete o Xtandi

[évrote va maipveTe TO APLAKO AVTO CLGTNPA COLPOVE LE TIG 0dNYiEG TOV YloTpoL oag. Edv éxete
apeBoiies, poTNOTE TO YIOTPO GOG.

H cvvietdpevn doon eivan 160 mg (técoepa pokakd Koydkie) Tov Aappdvetar v idto dpa pic opd tnv
nuépa.

Afqyn tov Xtandi

- Noa katamivete to ook Koyakie oOAOKANPa LE vEPO.

- Mn pocdrte, SIHADETE 1) AVOLYETE TOL LOAOKE KOWAKLO TPV TNV KATATOOT).

- To Xtandi uropei va Aappdvetar pe 1 xopig tpoen.

- To Xtandi dev mpémet va to yepiloviat GAAa dTopa EKTOC 0md ToV achevi) 1 TOLG PPOVTIETEG Tov. Ot
yuvaikeg Tov etvon 1 pmopet va petvouv £ykveg dev mpémet va yelpifovron ta Koydkio Xtandi Tov
&yovv vtootel PAGPN 1 Exovv avorytel ywpig vo popovv TPocTOsia, .., YAVTLO.

O y10tpdg oag Umopel emiong v 6a.G CLVTAYOYPOUPNCEL GAAL PApLaka evd Taipvete To Xtandi.

Edv napete peyarvtepn 66on Xtandi oo TV Kavoviki

Edv ndpete meprocdtepa pokakd Kayakio amd auTd Tov GoG EYOVV GuvTayoypaendel, GTOUATAOTE Va
naipvete 1o Xtandi Kot ETKOVOVIGCTE e TO Y10Tpd Goc. Mmopeite va £xete ovénpéEVo Kivouvo EMANTTIKAOV
Kpioemv 1 GAAEC AvemBOUNTES EVEPYELEC.

Eav Eeyaoete va mapete 1o Xtandi

- Edv Eeydoete va mapete 10 Xtandi tn cuvnbicpévn opa, épte T cuvion d6oM oag APECHS LOMG TO
BopunOeite.

- Edv Eegydoete va mapete To Xtandi yio oAdKANPT TNV NUéPQ, TAPTE TN GLVION dOGN GOG TNV EXOUEVN
nuépa.

- Edv Eeydoete va mapete to Xtandi yio tep1oc0TEPO OO pio NUEPW, ETKOWVMOVIOTE LE TOV YIUTPO GOG
OUECMG.

- Mnyv mtapete St 6061 Y0 VO AVOTANPDOGETE TN dO6M TToL EgYdcarte.

Eév otapatioete va naipvere to Xtandi
Mn crtopatioete vo ToipveTe AVTO TO PAPUAKO EKTOG EAV GOG TO TTEL O YLTPOS GOC.

Edv éyete meplocOTEPEG EPOTNOELG GYETIKA LE T YPNOT OVTOD TOL POPUAKOV, POTIHOTE TOV YIOTPO GOGC.

4. MBavég avemOOunTeg evépysreg

Onwg 6ha To eapuoKa, £TGL KOl AVTO TO PAPHOKO PITOPEL VO TPOKAAECEL OVETBOUNTESG EVEPYELES, OV KO OEV
TopoVGLALoVTaL GE OAOVG TOVG avVOPOTOLC.

Eminmntikég kpioeig
Erniinmtucég kpioeig avaeépbniay oe mepimov 5 dropa yio kdbe 1.000 dropa mov Emonpvay Xtandi Kot og
Myotepa oo 3 dtopa yio kabe 1.000 dropa Tov Emopvay EIKOVIKO PAPLOKO.

O emAnntikég kpioelg etvon mo mOAvVEG, AV TAPETE PEYOADTEPT OO T1 GUVIGTOUEVT OOCT] AVTOV TOV
QOPHAKOV, EGV TAIPVETE OPIOUEVE AAAL QAPLAKA, 1) €V EXETE DYNAOTEPO TOV GLVIOOVG KIVOLVO EUPAVIONS

EMANTTIKAG Kpiong.

Eav éyete plo emANTTIK KPioT), ETCKEQPTEITE TO Y1OTPO GO TO GLVTOUOTEPO dLVOTOV. O YaTpdC Gog O
OOPOGIGEL EAV TPENEL VO OTOUNTNOETE VA TaipveTe To Xtandi.
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Xvvopopo omicOog avaotpéyung eykeparondaderoc (PRES)

"Exovv avaeepbei omdvieg avapopés tov PRES (umopel va emmpedoovv émg 1 ota 1.000 dropa), o omévia,
OVAGTPEYIUN KATACTOOT) TOV EYKEQPAAOV, o€ acbeveig mov Ehafav Oeponeio pe Xtandi. Av €xete omacpuovc,
EMOEIVMOON TOVOKEPAAOV, GVYYXVOT], TOPA®OT] 1| GAAL TTPOPATLOTO OPOOT|G, ETKOIVOVIOTE LE TOV YIOTPO GOG
TO GLVTOUOTEPO SUVOTO.

Aleg mBaveéc avemBounteg evépyeleg meplapuPavouv:

oAb ovyvég (Lmopel va emmpedoet tepiocdtepovs amd 1 oo 10 dropa)
Kobpaon, ttdon, onacpuéva 0otd, EEAYELS, VYNAT 0PTNPLOKN THEST

Yoyvég (umopel va emnpedoel €og 1 ota 10 dtopa)
[Movoxépaiog, aicOnua avnovyioc, Enpodepuic, KWNGUOG, SVGKOAN GTNV ATOUVILOVEVLCT], ATTOPPAEN
apTNPIOV GTNV KoPOld (oo Kapdloradeia), pLeyeduven Tov HosT®V 6ToVG AvOPEG
(YovoikopaoTtio), COUTTOUE GLVIPOLOL AVICVYWOV TOJOV (Lo aveEEAEYKTY avaykT Kiviomg LEPOLG
TOL COUATOS, GLVHOMG TOV TOJ0V), EAATTOUEVT GUYKEVTIPWOT), EMNPEACUEVT] VAN, OAAOYT OTN
yevon

Oy ovyvég (umopel va emnpedoet £og 1 ota 100 dtopa)
Yevoacnoeic, duckoAio oty kavotnTa vo okEPTESTE Kabapd, yapunAdg apfudg Aevkokuttdpmy

Mn yvooetég ( cvuyvotnta dev pumopel va exktiundei pe faon to dtabéoipa dedopévar)
Mvoyia, poikol omacpot, poikn advvopio, ooeuodyico, LetaPorEG 6TO NAEKTPOKAPSIOYPAPT O
(mapdraom tov dteotipatog QT), oTopayikés SoTapoyEC CLUTEPIAAUBOVOUEVOV CUUTTOUATOV OTMG
aicOnpo adwbeciog (vovtia), deppatiki aviidpacn mov Tpokaiel puOpég knAideg 1| TAGKEG 6TO
dépua ot omoieg pumopel vo potdlovy oo «oTo)ov (OUOKEVTPOL KUKAOL) LE KEVTIPO XPDUOTOS GKOVPOV
€pLBpov, 10 omoio mepPdAleTor amd epvBpoimOEIS dakTuAiovg (TOAOPPO epVONuA), EEAvONu,
adrabeoia (€peToc), oldnNUa TPOCHOTOL, YEIMDV, YADCCHG KOUT TOL A0UoD, HEIDOT TOV AUOTETAAIDY
(n omoio aw&avet Tov Kivouvo arpoppayiog 1 EPEAVIONS LOADOTOV), didppota

Ava@opd avemBupnToV evePYELOV

Edv mopatnpnioete kamolo avemBountr evEPYeELD, EVIUEPDGTE TO YIOTPO GOG. AVTO 1GYVEL KOt Yo KAOg
OOV avemBOUNTN EVEPYELD TOV OEV AVAPEPETAL GTO TTAPOV PVALO 0dNyL®dV ¥prionc. Mmopeite emiong va
aVOQEPETE QVETIBVUNTEG EVEPYELEG amevDeiog LECH TOV EBVIKOD GUGTNILOTOG CVOPOPES TTOV OVaYPAOETOL GTO
Hoapdpmua V. Méom g avapopds avemBountov evepysldv unopeite vo fonbnoete ot cuiloyn
TEPICCOTEP®V TANPOPOPIDV CYETIKA LUE TNV ACPAAELL TOV TAPOVTOG POPUAKOV.

5. IIoc va puraocoete To Xtandi

To eappoko aVTod TPETEL VO, QLAACCETOL GE PEPT TTOV OgV TO PAETOVV Ko eV TO POAVOLV TO, TONd1A.

Na pn ypnoiponoteite autd T0 PAPUOKO LETO TNV NUEPOUN VI ANENG TOV AVOPEPETAL GTIV OVAOITAOVIEVT
0Nk omd yaptovi kot to emTtepikd kovti petd T AHEH. H nuepounvia Aqéng eivan 1 tedevtaio nuépa Tov
UIVOL TOV OVOPEPETOL EKEL.

To @apuakevTiKd ovTd TPOidV dev amartel Waitepeg GLVONKEG PUAAENG.

Noa unv maipvete omolodnmote poiokd Kayaklo otdlel, eivorl Kkoteotpappévo, | epeavilel onueio
oAhoiwong.

Mnyv metdte EAPLOKO GTO VEPO TNG OMOYETEVLCNC | GTO, OIKIOKA amoppippato. Potmote Tov eapuakorold

00G Y10, TO TTMG VOL TETAEETE TAL PAPLLOKO TTOV OgV Ypnoylonoleite ma. Avtd ta pétpa o fonbncovy oty
TpooTacio Tov TEPPAALOVTOG.
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6. Ieprey6pevo TG GVGKEVAGIOG KOl LOLTES TANPOPOPIES

T wepréyer o Xtandi

- H dpactikn ovoia givar 1) enzalutamide. Kafe porokd koydkio tepiéyet 40 mg enzalutamide.

- To GALo GVGTATIKG TOV POANKOD KOWOKIOU €IVl KOTPLALKOL KOTTPLKOL EGTEPES YAVKEPOANG
moAvatBvrevoyAvkoing-8, fovtvAoddpoévovicoin (E320) kot Bovtvioddpocutorovévio (E321).

- Ta cvotaTikd TG ETKAAVYNG TOL poAakoD Kayoakiov eivar {ehativr, copPitoing copPrrdvng
Stddvpa (PAEme mapdypapo 2), YAvkepoAn, Titaviov oto&eidio (E171) kot kekabapuévo Hémp.

- Ta cvotoTikd g pehdvng eivar: X1dmpov o&gido pérav (E172) ko pBaiucodg o&ikoc

TOAVPVVUAEGTEPOC.

Ep@davion tov Xtandi kon mepreydpeva g 6vokevaciog
- Ta podokd koyakio Xtandi eivot Agokd g VTOAELKA, EXUNKN LOAOKA Koy dKio (Tepimon
20 mm eni 9 mm), pe toropévo 1o “ENZ” otn pia migvpd.
- Kabe xovti mepiéyet 112 poiaxd koydxio oe 4 avadtmAovueves ONkeg o€ KOYELEC TV 28 KayakKimv

£KOOTN.

Kartoyog Adcrag Kvkhogpopiog ko ITapackevaotiig

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

OALavdia

Mo onodmoTte TANPOPOPIn GYETIKE LE TO TOPOV POPUAKEVTIKO TPOIOV, mapakaieiches va amevBuvbeite
6ToV TOTIKO avTITPOcmTo Tov Katdyov tng Adetag Kvkiopopiog:

Belgié/Belgique/Belgien
Astellas Pharma B.V. Branch
Tél/Tel: + 32 (0)2 5580710

Bnarapus
Acrenac ®apma EOO/]
Ten.: +3592 8625372

Ceska republika
Astellas Pharma s.r.o.
Tel: +420 221 401 500

Danmark
Astellas Pharma a/s
TIf: + 45 43 430355

Deutschland
Astellas Pharma GmbH
Tel: + 49 (0)89 454401

Eesti
Biocodex OU
Tel: +372 6 056 014

E)\\aoa
Astellas Pharmaceuticals AEBE
TnA: + 30210 8189900

Lietuva
Biocodex UAB
Tel: +370 37 408 681

Luxembourg/Luxemburg
Astellas Pharma B.V.Branch
Belgique/Belgien

Tél/Tel: + 32 (0)2 5580710

Magyarorszag
Astellas Pharma Kft.
Tel.: +36 1 577 8200

Malta
Astellas Pharmaceuticals AEBE
Tel: +30 210 8189900

Nederland
Astellas Pharma B.V.
Tel: + 31 (0)71 5455745

Norge
Astellas Pharma
TIf: + 47 66 76 46 00

Osterreich
Astellas Pharma Ges.m.b.H.
Tel: +43 (0)1 8772668
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Espaiia
Astellas Pharma S.A.
Tel: + 34 91 4952700

France
Astellas Pharma S.A.S.
Tél: + 33 (0)1 55917500

Hrvatska
Astellas d.o.o.
Tel: +3851 67001 02

Ireland
Astellas Pharma Co. Ltd.
Tel: + 353 (0)1 4671555

Island
Vistor hf
Simi: + 354 535 7000

Italia
Astellas Pharma S.p.A.
Tel: +39 02 921381

Konpog

Astellas Pharmaceuticals AEBE
EM\ddo

TnA: + 30210 8189900

Latvija
Biocodex STA
Tel: + 371 67 619365

Polska
Astellas Pharma Sp.z.0.0.
Tel.: + 48 225451 111

Portugal
Astellas Farma, Lda.
Tel: +351 21 4401300

Romania
S.C.Astellas Pharma SRL
Tel: + 40 (0)21 361 04 95 /96 /92

Slovenija
Astellas Pharma d.o.o.
Tel: + 386 14011 400

Slovenska republika
Astellas Pharma s.r.o.,
Tel: +421 2 4444 2157

Suomi/Finland
Astellas Pharma
Puh/Tel: + 358 (0)9 85606000

Sverige
Astellas Pharma AB
Tel: + 46 (0)40-650 15 00

United Kingdom (Northern Ireland)

Astellas Pharma Co., Limited

Tel: +353 (0)1 4671555

Free call from Northern Ireland: 0800 783 5018

To Tapév @vAro 0dNYLOV YpRcNS avademp1ONKE Yo TELEVTALO POPA TOV

Aemntopepeic mAnpoeopieg yia to eappako ovtd givar dtobéoipeg 6to dikTvakd tomo Tov Evpomraikon

Opyaviopot @apudxkmv:_http://www.ema.europa.eu.
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Dviio oYLV ypiong: IIinpogopiss yia Tov acOevi

Xtandi 40 mg emkoloppéva pe LETTO VPEVIO dLoKiM
Xtandi 80 mg smxoloppéva pe AewTod LUEVIO SIGKIA
enzalutamide

AWPacTe TPOGEKTIKE OAOKANPO TO GVALO 0ONYLAOV YP1)O1G TPV UPYICETE VU TAIPVETE AVTO TO

PaPROKO, SOTL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 GOC.

- DuAdEre avTO TO POALO 0N YDV YpNoTS. Towg ypetaotel va 1o Sufdcete Eavd.

- Eav éyete mepartépm amopieg, potioTe TOV Y10TPO GOG.

- H ovvtayn yio avtd 10 @appoako xopnynonke amokAeloTikd yio 60G. Agv Tpémel vo. SMGETE TO
@apuoko o€ dAlovc. Mmopel va Tovg TpokaAEsel BAAPT, oKOUA Kol OTOV TO CUUTTMOUOTO TNG
ao0B€velds Toug etvan idtal e ToL S1KA GoG.

- Ed&v mopatnpioete kdmolo avemiBountn evEpPyeLa, EVIIUEPDGTE TOV Y1UTPO GOC. AvTod 10YDEL KOl Yo
K@0e mBovi avemBOUNTN EVEPYELD TOV OV OVAPEPETOL GTO TAPOV PUAAO 0O yI™V Yprionc. BAéne
Tapdypoeo 4.

T epréyer 1o Tapév AL 00N YLOV:

T gtvon o Xtandi kou oo givan 1) gp1om Tov

T mpéner va yvopilete npv mapete to Xtandi

[og va napete o Xtandi

MBavég avemBOunteg evépyeieg

Iaog va purdocete To Xtandi

[Mepieyopeva TG CLOKELOGIOG KoL AOUTEG TAPOPOPIES

AN I e

1. Th givar To Xtandi kon wowa gival 1 gprion Tov

To Xtandi mepi€yet ) dpaotikn ovoia enzalutamide. To Xtandi ypnoionoteiton oe eviAkes Gvopeg yio T
Bepamneio TOL KapPKivoL TOL TPOGTATN O OTOI0G:.
- Asv avtanokpiveton TAEoV o€ oppovobepomeio 1) yeipovpyikn Oepaneio yio T peimon g

TEGTOOTEPOVNG
'H
- 'Eyxel eEamlmBei og GAAL PLEPT) TOV CAOUOTOG KOl AVTOTOKPIVETAL GE OprovoDEpATEiR 1] XELPOVPYIKT|
Oepomeia Yo T peiwomn TG TE6TO0TEPOVIG.
o dpa 1o Xtandi

To Xtandi eivou éva @appoko OV dpa AVaSTEAAOVTAG T SpAcT) OpLOVAOY ToL ovoudlovtotl avépoyova
(6mwg N 1E0TO0TEPOVT]). ME TOV OMOKAEIGUO T®V 0vdpOoyOVmV, 1| enzalutamide otapatd TV avanTuén Kot T
dlipeoT) TV KOPKIVIKOV KVTTAP®OV TOV TPOGTATH.

2. T péner va yvopilete npy mapete o Xtandi

Mnyv mtapete To Xtandi

- Xe mepintwon aliepyiag otnv enzalutamide 1 6 0mo100MTOTE AALO OO TOL GLGTATIKA AVTOL TOV
QUPUAKOV (OVOPEPOVTOL GTV TAPAYPUPO 6)

- Y mepinton mov giote £yKvog 1) mov pnopei va peivete £ykvog (PAéne «Komon, OnAacpog kot
YOVILOTNTON)

Ipogdomou)oelg Kot TPOPVAAEELG

Emunnrikéc kpioeig

Eminmtucég kpioeg avapépnkav o 5 dropa yio ke 1.000 dropo mov émoupvoy Xtandi kot o€ AMyotepa
amd 3 dropa yo ke 1.000 dropo mov Ematpvay eukovikd eapuaxo (PAETe , «AAla pappoka Ko Xtandin»
7o KAT® Ko TV wopdypoapo 4 «Tibavég avemBounteg evépyelesy).
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Edv maipvete kdmoto pappoko mov umopel vo TpokoAEGEL EMANTTIKEG KPIGELS 1) TOV UTOPEl va avénoet T
gvaoOnoia ylo eminmrikéc kpioelg (BAéne «AAlo pdppoka Kot Xtandi» ToapoaKdto).

Ed&v mopovcidcete emAnmtiky kpion katd tn didpkela tng Oepoaneiog:
Emokepteite tov yiotpd cog 10 cvvtopotepo duvatov. O yatpdg cog Bo anopocicel edv Tpémet vo.
OTOUOTACETE VO Taipvete To Xtandi.

20vdpopuo omicbuog avaotpéyiunc eykeparonabeloc (PRES)

"‘Exovv avaeepbei ondvieg avapopég tov PRES, pia ordvia, avaotpéyiun KoTdoTtaon Tov €yKEQAAO, o8
acBeveig mov Elafoav Oepancio pe Xtandi. Av €yete omacpods, ETOEIVOOT) TOVOKEPAAOV, GVYYVON, TOOAMGN
N dAla TpofApaTo OpAcNS, ETKOWVMVNGTE UE TO YIATPO GOG TO GUVTOUOTEPO duvatod (BAEme emiong
napdypapo 4 «IMBavég avemBounTeg evépyeley).

Kivéuvoc vémv kapkivav (devtepoyeveis kKvpieg kKokonosieg)
Yanp&ov avapopéc yio veoug (devTepoyeVveic) KapKivoug, GUUTEPTAAUPAVOUEVOL TOV KAPKIVOL TG
0VPOSOYOV KLGTNG KL TOV TOE0C EVIEPOL o€ aobeveig mov aafav Oepaneia pe Xtandi.

Zoppovievteite T0 YIUTPO GOG TO GLVTOUOTEPO OLVATO EAV TOPAUTNPTCETE OTULAOLO YUOTPEVIEPIKTG
alpoppayiag, oipatog ota 00pa 1 cLYVE cicbdveste enelyovoa ovdykn ovpnong 6tav naipvete to Xtandi.

AmevBuvieite oto Y1aTpo cog mpwv mdpete to Xtandi

- Edv maipvete pappoka yio tnv mpoAnymn tov oynuoticpot 8pdpupov aipotoc (n.y. fapeapivn,
O0OEVOKOVLLOPOAN, KAOTLOOYPELT)

- Edv Aapfavere ynuelobepaneio 6w VIoGETOEEAN

- Edv éyete mpofAnpata pe o Nrop cog

- Edv éxete mpofAnpoto pe Toug veppovg 6og

Hopoaxoreiche va evnuepdoETE TOV Y1OTPO GOG EAV TAPOVSLAGETE KATO0 ad T0. akdAovOo:
On01ECONTOTE KATOGTAGELG TNG KOAPIAG 1) TOV ALLOPOP®Y Oy YEI®V, GOUTEPIAAUPAVOUEVOVY TOV
TPOPANUATOV TOL Kapdlakod puBuov (appubuia), | €6v Aapfdvere Bepameio pe QAPLOKO Y10 CVTES TIG
kataotdoelg. O kivouvog eppaviong TpoPAnudatoy mov oyetioviol pe Tov Kopdlakd pubud pmopel va
avénbei 6tav ypnoyomoieite to Xtandi.

e nepintwon ailepyiog otnv enzalutamide, owtd pmopel va €£xel wg amotéhespo, TPREWO 6TO TPOCMTO,
0T YA®GGa, 6to Yeilog 1 To Aopd N Eva e&avOnua. Xe tepintoon odliepyiog otnyv enzalutamide 1 o€
OMOLOMTOTE GALO OTTO TOL GUGTATIKA CVTOV TOV PAPLAKOL, UnV mhpete To Xtandi.

YoPapd deppotikd e£avOnua 1 amoAETIoN TOV SEPLOTOG, GAVKTAIVEG KOV TANYEG OTO GTOHO £XOVV
avapepbei oe oyéon pe tn Oepaneio pe to Xtandi. Znmote apécwng wtpikr| Pondeia edv mopatnpnoete
K010 OO OVTA TO GCLUTTAOOTA.

Edv kdmowo amd Ta mrapandve woyvel yio e6dc 1 dev eiote oiyovpol, amevBuvOsite 6To YiaTpo Gac TPy
napete 10 PAPPOKO AVTO.

MMowowd kan £pnpor
To @dpuaxo ovtd dev Tpémet vo Aapfavetol and Todld Kot EpnBovg.

Alho @appoko ko Xtandi

Evnuepdote 1o yiotpd oag ebv maipvete, £XETE TPOGPATA TAPEL 1] PLTOpEl va mhpete dAla @apuaka. [Tpémet
va yvopilete ta ovopata TV opudkov mov maipvete. Kpatiote pio Aiota omd avtd yio va to delyvete 610
YTPO GOG OTOV GOG GUVTAYOYPOAPOVV £va VEO PApLako. Agv TPEMEL VoL APYIGETE 1) VO GTAUOTNCETE VO
AapPaveTe 0TO100MTTOTE PAPLOKO TPOTOV ETKOWVOVIGETE E TO YIATPO TOL GOG CLVTAYOYPAPNoE To Xtandi.

Evnuepdote to yiotpd cag edv naipvete omotodnmote amd o akdiovba pappaka. Otav Aapfdavovot
Tavtdypova e o Xtandi, avTd To PAPROK PHTOPEL VO aDENGOVV TOV KIVOUVO ETMNTTIKOV KPIGEDV:

- Opopéva eapraka Tov xpnoyorolovvol yio T fepoameio Tov Gobuatog kot dAA®Y
TVELLOVOTAOELDV (T.). AUIVOPLAALVT, BE0QLALIVY),
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- DappoKo IOV YPNGIULOTOIOVVTAL Yia TN Bepaneio OPIGHEVOV YOYLOTPIKOV SATOPOYDV OTMS M
katdOiym ko 1 oyloppévela (m.y. kKholomivn, ohaviamivn, piomepidovn, {impacidovn, fovmpomiovn,
MO0, yAoporpopalivn, pesopdalivn, Betopdalivn, aputpurtorivn, decimpaptivn, do&emivn,
yumpopivn, pompotiivn, wptalamivn),

- Opopéva edapraka yio ) Oepameio Tov wovov (.y. mebdivn).

Evnuepdote 10 yiotpd cog edv maipvere ta akdiovba pdapuoka. AVTA T PAPLOKO UTOPEL VL EXNPEAGOVY
1 dpdor tov Xtandi, ) to Xtandi umopei va ennpedost T SpAcT CVTOV TOV POPLAKOV.

AVTO TEPIMOUPAVEL OPIGUEVO QAPLLAKE TTOV YPNCLULOTOLOVVTOL Y10

- Meiwon g yoAnotepoing (m.y. YepeBpoliin, atoppactativn, cyupactativn)

- Ogpameio TOV TOVOV (T.Y. PAIVTAVOAT, TPAUASOAN)

- ®eponeio Tov Kapkivov (m.y. Kopmalttaéin)

- Oepoaneio g emAnyiog (.. kapPapalenivn, Khovalemdun, pavotoivn, Tpyuddvn, PaArpoikd o&D)

- Bgpoameio OPIGUEVOV YOYLOTPIK®V Slotapaydv, OTmg coPapod dyyxog N oxloppévela (T.y. owalemaun,
pdalorapn, alomepldoin)

- Ogpamneio TV d10TaPay®V VTVOL (Y. COATIOEUN)

- AVTIETOTION KApSIKOY TadNcEOV 1 LEI®OT TNG opTNPLaKNG Ttieong (T.). Pioompoddin, dtyo&ivn,
Shtialépn, eerodurivn, Vikapdimiv, ViQedTivr), TPOTPAVOLOAT|, BEPATOLIAT)

- ®epancio coPapdv vocmv mov oyetifovral pe eAeypovn (m.y. oe&apebalovn, tpedviloAdvn)

- ®epaneio g HIV hoipwéng (m.y. wowapPipn, prrovafipn)

- Ogpoaneio TOV Pakmplokdv Aotudéemv (T.y. KAapdpopvkivn, do&vkvrdivn)

- Ogpaneio TV dloTapay®V Tov Bupeogldovg (m.y. Aefobuposivn)

- Ogpamneio TG ovpikng apbdpitidog (m.y. Koryucivn)

- Ogpameio S10TOPUYDV TOV GTOUAYOV (.Y, opempalOAn)

- [poAnyM KapdloK®dV TaBNCEDV 1] AYYEINKOV EYKEPAMKOV ENEG0dimV (eTeEEMKT dafftyaTpdvn)

- [poAnym amdppyng opydvov (). TAKPOALOVC)

To Xtandi evoéyetol va GAANAETIOPAGEL LLE OPICUEVO PAPLLOKO TTOV YPTCLLOTOLOVVTOL Yo TN Bepaneio TV
TPOPANUATOV TOL KapdLakoy puBUov (1T.). Kvidivr, TpoKaivapuion, apwmdapovn kot GoTaAdAN) 1| eVOEXETOL
va 0VENGEL TOV KIVOLVO EUPAVIOTS TPOPANUATOV TOL KOpIaKoy puhLov OTAV Y¥PNCLUOTOLEITOL UE OPLOUEVO.
GAlo @appoka [y, LeBadOVN (XPNOLUOTOLEITOL YOl TV AVOKOVPIGT] TOV TOVOL KO Y10, TNV amoTo&iveon
amo VOPKOTIKA), Lo&iproasivn (va avTiBloTikd), avTiyvuy®oikd (Xp1ooTotovvToL Yo GoPapEg WONIKES
acBéveleg)].

Evnuepdote 10 y1otpd 60¢ €4V TAIPVETE KATO0 OO TO, PAPHOKO TOL OvVapEPOVTOL Tapardve. H doom tov
Xtandi 1} TV GAAOV QOPUAK®OV TOL TaiPVETE UTOPEL Vo xpelaoTel va adddEovv.

Kinon, Onlaopoc ko yovipdtnra

- To Xtandi dev mpoopileton yra yprion og yovaikes. Avtd 10 PAppoKo pumopel va Tpokarécetl PAAPN
670 ayévvnto mandi 1 mhavn amofoin edv Anedei amod yvvaikeg mov givar £ykveg. Agv Tpémet vo
Aappdavetar oamd yovoaikeg o gival £YKveg, mov Umopel va petvouv £ykveg, | mov nialovv.

- To @appaxo ovtd Bo uTopoHoe eVOEYOUEVMG VO EYEL ETIOPACT] GTNV AVOPIKT YOVILOTNTO.

- Edv éyete oe&ovalikn emapn pe yovaikao Tov Umopel vo LEIVEL £YKVOG, YPTCLLOTOGTE TPOPUAOKTIKO
Kot pio emmAgov amotedecpatiki HEB0S0 avTIGOAANYNG, Katd T ddpkela ¢ Bepameiog Kot yia
3 pnveg petd t Bepameia pe ovtd 0 Pappako. Eav xete oe£ovolikn exapn pe €YKo yovaika,
YPNOLOTOGTE TPOPVANKTIKO Y10l TV TPOGTAGIH TOV AyEVVITOL Tod10V.

- Ot yuvaikeg ppovtiotég PAEmovy TV Ttapdypao 3 «Ilog va tapete To Xtandi» yio yeiptopod Ko

xpfon.

001yNoN Kot YEPIGROS PNYAVILATOV

To Xtandi evééyeton va £yl pETpLoL EXIOPACT GTIV IKOVOTITO 0OMYNONG KOl XEPICUOD UNYOVILATOV. X
aoBeveig mov AopPavovv Xtandi &yovv avapepbel emAnmTKEG KpioeLs.

Edv éxete vynAotepo Kivouvo EMANTTIK®OV KPIGEDV EMKOVOVIGTE LLE TOV Y1OTPO GOG.
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To Xtandi wepréyer vatpro
To @dpuaxo ovtd mepiEyel Arydotepo and 1 mmol vatpiov (Atydtepo amd 23 mg) ava EMKOAVUUEVO UE AETTO
VUEVIO d1oKio, INAAT] OVCLUCTIKG etvan «eAevBepo vaTpiovy.

3. Iog va wapete To Xtandi

[Tavtote va maipvete T0 PAPLOKO OLTO VGTNPE COUPOVA LE TIG 00N Yieg TOL Yiatpol cag. Edv éxete
apeBoiieg, poTNOTE TO Y10TPd GOG.

H ouvictdpevn d6om eivan 160 mg (téocepa emkaivppéva pe Aentd vpévio diokio twv 40 mg 1 dvo
EMKAAVUEVA [LE AETTTO VUEVIO dokia TV 80 mg ) mov Aaufdvetotl Tnv 1010 ®pa pio popd TNV NUEPA.

Afqyn tov Xtandi

- Noa katamivete to pohokd Koydkio oAOKANpa L vepo.

- Mn poacdte, SIHADETE 1) AVOLYETE TOL LOAOKE, KOWAKLO TPV TV KATATOOT).

- To Xtandi umopei va Aappdvetor pe 1 xopig tpoen.

- To Xtandi dev mpémet va 10 yepilovral GAAa dropa £KToG amd Tov aodevi 1 ToLG EPOVTIGTEG Tov. Ot
YUvaikes Tov €ivor 1 Lmopel va peivouv £ykveg dev mpémet va, yelpilovran ta kKoydkio Xtandi mov
&yovv vootel PAGPN N Exovv avorytel ywpig va popovv TpocTasia, T.Y., YEVTLL.

O y10tpd¢ 560G UTOPEL ETIONG VO GOG CLVTAYOYPOUPNOEL AAAL PApuaKe VD TTaipvete To Xtandi.

Eav napete peyordtepn d6on Xtandi oo Tnv kavoviki

Edv mapete mepiocdtepa S1oKio amd aVTA OV G0G £XOVV GVVTAYOYPAENOEl, CTAUATAOTE VO TOIPVETE TO
Xtandi kot EMKOIVOVIAGTE HE TO YIoTpd oag. Mmopeite va £xete avénpévo Kivouvo EMANTTIKOV Kpioemv 1
OAAeg avemBOUNTEG EVEPYELES.

Eav &eyaoete va mapete 1o Xtandi

- Edv Eeydoete va mapete to Xtandi T cuvnOiopévn opa, tapte T cuviOn 360 60G APESMG LOAG TO
OounOeite.

- Edv Eegydoete va mapete to Xtandi yio oAGKAN P TNV NUEPQ, TAPTE TN GLVIHON dOGN GOG TNV EXOUEV
NUEPOL.

- Edv Eeydoete vo mapete 10 Xtandi yio meptocOTEPO 0N pict NUEPO, ETKOWVMOVIOTE LE TO YIOTPO GOG
apéomg.

- Mnyv mapete St 6061 Y0 VO AVOTAPDOGETE TN dOGM TToL EgYdoarte.

Edv otapatioere va naipvete To Xtandi
Mn otopatioete vo ToipVeTE AVTO TO PAPUAKO EKTOG EAV GOG TO TTEL O YLOTPOG GOGC.

Edv éyete meplocOTEPEG EPOTNOEIS GYETIKA LE TT] YPTOT AVTOV TOV PAPUAKOV, POTHOTE TO YIUTPO GO,

4. IMBavéc avemBOuNTES EVEPYELES

Onwc 6A0 To. PApUOKE, ETCL KO AVTO TO QAPUOKO UTOPEL VAL TPOKAAEGEL OVETIOVUNTES EVEPYELES, AV KO dEV
TopovGLALovTal GE OAOVG TOVG avVOPOTOVE.

Eminntikég kpioerg
Eruimrtiég kpioeig avapépOniav o€ mepimov 5 dtopa yio kabe 1.000 dtopa mov érapvav Xtandi kot o€
Myotepa oo 3 dtopa yio kabe 1.000 dropa Tov Emapvay EIKOVIKO GAPLLOKO.

O1 emAnmTiKég Kpioeig eivan o mbavég, EGv TOPETE PEYOAVTEPT] OO TN CLVIGTAOUEVT 0O0T| QVTOD TOV

QOPLAKOV, 6V TalpVETE OPLOUEVE AAAL QAPLLOKA, ) €6V £XETE DYNAOTEPO TOV GLVIOOVE KIVOLVO EUPAVIONS
EMANTTIKNG Kpiomg.
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Eav éyete plo emAnNTTIK KPioT), EMOKEPTEITE TO YIOTPO GAG TO GLVTOUOTEPO dLVOTOV. O YrTpdS Gog Oa
OTOQOCICEL €V TPEMEL VO GTAUATICETE Vo Talipvete To Xtandi.

Xovopopo omicOog avastpiyiung eykeparonddsiag (PRES)

"Exovv avaeepbei ondvieg avapopés tov PRES (pmopel va emmpedoovv émg 1 ota 1.000 dropar), po omavia,
AVOOTPEYILT KATAGTOOT TOV EYKEPALOV, o€ aobeveic mov EhaPav Bepameia pe Xtandi. Av éyete GTAGHOVG,
eMOEIVOOT TOVOKEPEAOV, GUYYVOT), TOPA®OT 1 GALA TTpOPATLATO OPACTC, EMKOIVMOVIGTE LE TOV YIOTPO GOG
TO GLUVTOUOTEPO SLVATO.

Aldeg mOavég avemOOuNTES EVEPYELES TTEPLAAPPAVOUYV:

IMoAd ovyvég (nmopel va emnpedoet nepiocdtepovg and 1 ota 10 dropa)
Kobpaon, ttdon, onacuéva 0otd, EEAYELS, VYNAT 0pTNPLOKN THEST

Yoyvég (umopei va emmpedoel €o¢ 1 ota 10 dtopa)
IMovoképaiog, aicOnua avnovyiog, Enpodepuic, KVNOUOG, SVGKOAN GTNV ATOUVILOVEVCT], ATOPPAEN
apTNPDV 0TIV KapdLd (1oYOLK Kapdlomadela), LeyEBuvon TV LOoTAOV GTOVG AVOPES
(Yovarkopaotio), COUTTOUN GUVIPOLOL AVIGLY®Y TOJAV (L0 AVEEEAEYKTT] OVAYKT KIVIIONG LEPOLG
TOL CAOUATOS, GLVHOMG TOV TOJ0V), EAATTOUEVT CUYKEVIPWOT), ENNPEACUEVT] VAN, OAAOYT OTN
yevon

Oy ovyvég (umopel va emnpedoet £og 1 ota 100 dtopa)
Yevdaionoelg, SuckoAia otV KavOTNTO VoL GKEQTESTE KABAPE, YOUNAOS optOpOg AEVKOKVTTAP®OY

Mn yvootég (n cvyvotnto dev pmopel va extiun et pe Paomn ta drabécia dedopévar)
Mvodyia, poikoi omacpol, poikn advvopio, oo@uodyica, LeTaPorEG GTO NAEKTPOKOPSIOYPAPT L0
(mapdrtacn tov dwwotipotog QT), otopayikég dSatapoyés CLUTEPIAAUPAVOUEVOV CUUTTOUATMV OTMG
aioOnpua adrobeciag (vavtio), deproTikn avtidopaotn mov tpokaiel epuBpég knAideg 1 TAdKES 6TO
dépLa o1 omoieg pumopet vo potdlovv oo «oTo)o (OUOKEVTPOL KUKAOL) LE KEVTPO XPDUOTOS CKOVPOV
gpLBpov, 10 omoio mepParieTon and epvOpoiddELg dakTAioVS (TTOAVOPPO ephBNUA), EEGVON L,
adtabecio (§peTog), oidNHa TPOSMOTOV, XEMMY, YAMCCHG KA TOV AdLoD, Helmon Tav
aipomeTodiov (1 oroio aVEAVEL TOV KIVOLVO OLoppayiag 1 ELEAVIONS HOADTOV), d1Gppota

Ava@opd avemBupnTov evepyELOV

Edv mopotnpnoete Kamolo avemBOunTn eVEPYELQ, EVILEPMGTE TO YATPO GOG. AVTO 1oYVEL KOt Yio. KGO
mOavn avemBopn evépyela Tov dev avaPEPETOL 6TO TaPOV GOUAAO 0dNYIOV Yprione. Mmopeite emiong va
avaéPeTe avemBOUNTEG EVEPYELEG amevBeiog LEG® TOV EBVIKOD GUGTNLATOG AVAPOPAS TOL AVAYPAPETOL GTO
Hopapmua V. Méom g avapopds avembBountov evepyeldv unopeite vo. fondnoete otn cuiloyn
TEPIOCOTEPOV TANPOPOPIDV GYETIKA LLE TNV ACPAAELL TOV TAPOVTOG POPUAKOV.

5. og va pvrdccete 10 Xtandi

To @apuako ovTd TPETEL VO PUAACGETOL GE PEPT) TOV OEV TO PAETOVV KOl OV TO POAVOLV TO TAdLA.

Na pun xpNOHOTOIEITE AVTO TO PAPLOKO UETO TNV NUEPOUNVIO ANENG TTOL AVOPEPETAL GTIV OVAOITAOVIEVT
oMK and xaptove Ko to e&mtepid kouti petd ™ AHEH. H nuepopnvia AMéng eivan 1 tekevtaio nuépa tov
HVOL, TTOL OVOQEPETOL EKEL.

To pappoxevTikd avtd Tpoidv dev amortel Wiaitepeg cuvONKes PUAAENC.

Mnv metdte pdppoka 6to vepd TG amoy£TELOTG 1 6T0 OKlOKE amoppippata. Potiote tov pappokomold
G0G Y10 TO TAOG VO, TETAEETE TOL PAPLLOKA TTOV OEV YPTCLOTOLELTE T AvTtd Ta pé€Tpa B fondncovy otnv
TPooTacio ToL TEPPAALOVTOG.

6. Iepreyopevo TNg 6VOKEVOGING KU AOUTEG TANPOPOPIES
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T epréyer o Xtandi

H dpactikn ovoia gival n enzalutamide.

Kabe emxaivppévo pe Aemtd vuévio diokio Xtandi 40 mg mepiéyet 40 mg enzalutamide.
Kdé0Be emxoloppévo pe Aemto vpévio diokio Xtandi 80 mg mepiéyet 80 mg enzalutamide.

Ta GAAa GVOTOTIKE TOV EMKOAVUEVOVY Ue AETTO LUEVIO dtoKimVv giva:
o [Tupnvog dtokiov: YrpoueAdoln o&ikn NAEKTPIKY], LIKPOKPVGTOAALKT KUTTOPIVT), KOAAOEDEG AVVOPO
0&eidio Tov mupttiov, KappeALOln voTplovyog S10GTOVPOVLEVT, LOYVIICLO GTEATIKO
o Emucddoyn dwokiov: YrpopueAroln, téikng, molvaiBvievoyilokoin (8000), titaviov dio&gido (E171),
odnpov o&eidio kitpvo E172

Ep@évion tov Xtandi kan mepreyépeva g 6vokevaciag
Ta dokio Xtandi 40 mg eivar Kitpwva 6TPOYYLAN ETKAALULEVE e AETTTO VHEVIO Kot yapaypéva pe To E 40.

Kdabe kovti mepiéyet 112 diokia oe 4 avadurhodpeveg Onkeg, o€ Koyéres Tov 28 diokimv kaoTh.

Ta dokio Xtandi 80 mg eivon kitpva ofdd emucaivppéve pe Aemtd vpuévio Kot yopaypéva pe to E 80. Kéabe
Kovuti mepiéyel 56 diokin og 4 avadurAovpeves Onkee, og Kuyéleg v 14 diokiov ékaot.

Karoyog Adcrag Kvkhogpopiog ko Ilapackevaotiig

Astellas Pharma Europe B.V.

Sylviusweg 62
2333 BE Leiden
OAhavdio

INo onowdmote TANPOPOPID GYETIKE LE TO TAPOV POPUAKEVTIKO TPOIOV, mapakaieiches va amevBuvbeite
GTOV TOTKO avTuTpocno Tov Katdyov trng Adstog Kukiopopiogc:

Belgi¢/Belgique/Belgien

Astellas Pharma B.V. Branch
Tél/Tel: + 32 (0)2 5580710

Bnarapus
Acrenac ®apma EOO/]
Ten.: +3592 8625372

Ceska republika
Astellas Pharma s.r.o.
Tel: +420 221 401 500

Danmark
Astellas Pharma a/s
TIf: + 45 43 430355

Deutschland
Astellas Pharma GmbH
Tel: + 49 (0)89 454401

Eesti
Biocodex OU
Tel: +372 6 056 014

Lietuva
Biocodex UAB
Tel: +370 37 408 681

Luxembourg/Luxemburg
Astellas Pharma B.V.Branch
Belgique/Belgien

Tél/Tel: + 32 (0)2 5580710

Magyarorszag
Astellas Pharma Kft.
Tel.: +36 1 577 8200

Malta
Astellas Pharmaceuticals AEBE
Tel: +30 210 8189900

Nederland
Astellas Pharma B.V.
Tel: + 31 (0)71 5455745

Norge

Astellas Pharma
TIf: + 47 66 76 46 00
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EA\doa
Astellas Pharmaceuticals AEBE
TnA: + 30210 8189900

Espaiia
Astellas Pharma S.A.
Tel: + 34 91 4952700

France
Astellas Pharma S.A.S.
Tél: + 33 (0)1 55917500

Hrvatska
Astellas d.o.o.
Tel: +3851 67001 02

Ireland
Astellas Pharma Co. Ltd.
Tel: + 353 (0)1 4671555

Island
Vistor hf
Simi: + 354 535 7000

Italia
Astellas Pharma S.p.A.
Tel: +39 02 921381

Kvnpog

Astellas Pharmaceuticals AEBE
EAM\ado

TnA: + 30210 8189900

Latvija
Biocodex SIA
Tel: + 371 67 619365

Osterreich
Astellas Pharma Ges.m.b.H.
Tel: +43 (0)1 8772668

Polska
Astellas Pharma Sp.z.0.0.
Tel.: +48 225451 111

Portugal
Astellas Farma, Lda.
Tel: + 351 21 4401300

Romania
S.C.Astellas Pharma SRL
Tel: + 40 (0)21 361 04 95 /96 /92

Slovenija
Astellas Pharma d.o.o.
Tel: + 386 14011 400

Slovenska republika
Astellas Pharma s.r.o.,
Tel: + 421 2 4444 2157

Suomi/Finland
Astellas Pharma
Puh/Tel: + 358 (0)9 85606000

Sverige
Astellas Pharma AB
Tel: + 46 (0)40-650 15 00

United Kingdom (Northern Ireland)

Astellas Pharma Co., Limited

Tel: +353 (0)1 4671555

Free call from Northern Ireland: 0800 783 5018

To mapdv @vrro 00N YLOV YpRoNS avabemp1OnKke Yo TELEVTALO POPA TOV

Aentopepeic mAnpoeopieg yia to eappako ovtd givar dtobéoipeg oto diktvakd tomo Tov Evponaikon

Opyaviopot @apudkmv:_http://www.ema.europa.eu.
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