ITAPAPTHMA I

HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emkaAvppéva pe Aemtod vuévio dtokia

2. TIOIOTIKH KAI MOXOTIKH XYNGEXH
Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 60 mg apalutamide.

IMa tov TA\pN KaTdloyo TV ekddy®V, PA. Tapdypaeo 6.1.

3. DODAPMAKOTEXNIKH MOP®H
Enucodoppévo pe Aemtd vpévio diokio (S1okio).

EXoappdc Kitpvomd mpog ykpllompaotva, ETUNKY, EXKOAVUUEVO pe AETTTO DUEVIO dlokio (17 mm
koG X 9 mm mAdTog), pe yopayuévn Ty Evoeltn «AR 60» ot pia TAevpd.

4. KAINIKEX IAHPO®OPIEX
4.1 OgpamevTiKég EVOEilelg

To Erleada evdeikvotat:

. ywo T Ogpameio TOV PN LETACTATIKOD, OVOEKTIKOD GTOV ELVOVYIGHO KOPKIVOD TOV TPOGTATY
(nm-CRPC) og eviAikovg avopeg, ot omoiot dlatpéyouvy vynAd Kivouvo va avartoEovy
petaotatiky voco (BAéne mapdypago 5.1).

. 6€ EVAMKOUVG GvOpeS Yo T Oepameio TOL LETAGTATIKOD, OPUOVOELAIcHNTOL KOpKivoy TOVL
npootdtn (mHSPC) 6e cuvdvaouo pe Bepaneia otépnong avdpoyovav (ADT) (BA.
Tapdypoeo 5.1).

4.2  Aocoloyio Kol TpOTOS YOoPYNONS

H évapén xon n emifreym g Oepaneiog pe apalutamide Bo mpémetl va yivetan amd €101K00G 10TPOVG, e
gumelpio otnv Oepameio Tov KapPKivov TOV TPOGTATY.

Aocoloyia

H ocvvietdpevn d6on eivan 240 mg (téooepa diokia Tov 60 mg) ¢ @ana amd GTOUNTOC NUEPHOLN
doon.

O QUPUOKEVTIKOC ELVOLYIOUOG LLE AVAAOYO TNG EKAVTIKNG 0pprovng TV yovadotportivav (GnRHa) Oa
npénel va cvveyiletan katd tn dSdpkela g Bepomeiog oe acbeveig mov dev £xovv vroPAndel oe
YEPOVPYIKO ELVOVYIGLO.

Edv mopadnedet pia 66om, avt Oa mpénet va Anebel To GuvtopdTEPO dLVATO TNV 1810 NUEPA KOl VAL
GULVEYIOTEL TO KAVOVIKO TPOYPOLLLO TNV ETOUEVT NUEPA. Agv TpEMEL va AappdvovTal emmAéov diokio
Yo va avarAnpoBei n 601 mov TapaineonKe.

Edv o acBevnic eppavioet pic BaBuov > 3 toucodtnta M pic pun avekt avemBOunTn evépyeia, 1
YOPNYNOoN TOV 0OCGEWMV TPEMEL VO, AVOGTEAAETAL, KOl OYL VO, OLOKOTTETOL OPIOTIKE, UEYPL TO
CUUTTOUOTA VO, aokaTooTofobv oe < Babuov 1 1 otov apyikd Pabud. Katomv 1 Ogpaneia Oo tpémet
va EEKIVIIOEL K VEOL oV 1010 060m, 1 o€ petwpévn doon (180 mg 1 120 mg), epdoov givar
amapaitnto. [ T1g o cuyvég avemBounteg evépyeteg, (PA. mapdypopo 4.8).



Eidcoi whnBoouoi
Hlriouévor
Agv amarteital Tpocappoyn g 600mg Yo nAkiopévovg acbeveig (BA. mapaypdeovg 5.1 kot 5.2).

Negpixn dvaicitovpyia

Agv amarteital Tpocappoyn g 600mg Yo aoBeveic e e G HETPLO VEQPIKT OVGAELTOVPYIdL.

Amnatteital Tpocoyn oe acbeveic pe coPapn veppikn dvoiertovpyio, kabdc to apalutamide dev Exet
peAetnfei oe avtov Tov TANOLGUO acBevav (BA. Tapdypago 5.2). Xe mepintmon Evapéng g
Oepaneiog, o1 aobeveig Oa Tpémel va mwapakolovdobvTaL Yo TIC AvETIBVUNTEG EVEPYELES TTOV
avagépovtal oty Tapdypoeo 4.8 kot vo, petwbei n 660m cdupova pe v Tapdypago 4.2 Aocoroyia

Kol TpOTOG YOPNYNOoNG.

Hroziki dvaicitovpyio,

Agv amatteital Tpocappoyn g 60omng og acBeveic e o 1 LETPLO NTATIKY SVCAEITOVPYIN
(Katnyopia A 1 B katd Child-Pugh, avtictoya) kotd v évapén tng Oepameiag.

To Erleada dev evdeikvutan o€ acBeveig pe cofopn nrotikn Svsiertovpyio, Kabmdg dev vILAPYOLY
dedopéva g avtdv Tov TANBuoud acevav kat to apalutamide amopakpvvetan Kvupimg nrotikd (PA.

Tapaypapo 5.2).

Toudiozpixoc tinBvouoc

Agv vtapyet oxetikn ypnomn tov apalutamide otov modtoTpiko TAnbvoud.

Tpomog yopynong

Amo6 otouaTOC AP ON.
Ta dwokia Oa Tpénet va Katanivovtal oAdKANpa ®ote va dtaceaiiletor 6Tt Aappdavetor oAdKANpN M
nwpoPremouevn d6on. Ta diokio dev wpémel va cuvOLifovtar 1| va dropovvral. Ta diokia, pwopoldv va

AnoeBovv pe N yopic Tpoen.
4.3 Avtevoeigelg

YrepevaioOnoio 6tn dpacTikn ovcia 1) 68 KATo1o amd To £KO0Y TOV OVUPEPOVTOL GTNV
Tapaypapo 6.1.

TIMuvaikeg mov givar 1 evééyeton va petvouv €ykveg (BA. mapdypapo 4.6).
4.4 E101kég TPOELOOTOUNOELS KUL TPOPVAGEELS KATE TN Y p1ion

Emunntikéc xpioeic

To Erleada dev evdeikvutar o€ acbeveic pe 16TOPIKO EMANTTIKOV Kpioemv 1 GAL®V TPodladecikmv
TAPUyOVTOV, CUUTEPIAAUPAVOUEVOV PHETAED AAA®Y VTOKEILEVOD EYKEPAAIKOD TPADUATOS, TPOGPUTOV
AYYELKOD EYKEPOAKOD ETELGOOI0OV (EVTOG EVOC £TOVC), TPOTOTAOMY OYK®V EYKEPAAOV 1| EYKEPUAIKDV
uetactdoemv. Edv mapovolactel emAnmtikn kpion katd t dudpkeia g Oepaneiog pe Erleada,
Oepaneio Oo Tpémel va drakomel opiotikd. O kivouvog Yo emANTTIKEG Kploelg evogyetal va etvat
avénpévog oe aobeveig Tov AoUPAVoOLY TAVTOYPOVE POPLOKEVTIKA TPOIOVTO T OO0 LELDOVOVY TOV
0VO0 TOV EMANTTIKOV KPIoE®V.

e dvo toyaromomnpéveg peréteg (SPARTAN kan TITAN), emAnmtikég Kpioelg EReavioTnKoy 610
0,6% tov acbevav tov Eafav apalutamide kai oto 0,2% TV acbevav mov Erafav Oepameio pe



EIKOVIKO QAPUOKO. Xe OVTEG TIG KAWVIKEG PEAETEG amOKAEIoTNKE 1| cvUUETOYN acOEVDV IE 16TOPIKO
EMANTTIKAOV KPIoe®V 1 TPod10feGTKOVG TOPAYOVTEG Yo EMANTTIKEG KPIGELC.

Agv vapyetl KAwikn epmelpia oty €k véov yopnynon Erleada oe acOeveic mov guepdvicay emAnmtiky
Kkpion.

[Ttooelg Ko Koty LLoTo,

[Mtdoeig kot koTdypato onueiddnkav oe acheveig mov EAafav apalutamide (BAére mapdypoeo 4.8).
Ot acBeveic Oo Tpémel vo a&loAoyouVTOL GYETIKG [LE TOV KIVOLVO Y10 TTOGELG KO KOTAYUOTO TPV TNV
évapén tov Erleada kot n mapakorobOnen kor 1 dwoyeipion tovg Ba tpénet vo cvveyiletor cOUPmVA
Le 11§ kobiepmpéveg ocvotaoelg Bepaneiog kot Oo mpémel va e€etdaletan To EVOEXOUEVO XPNOTG
TOPAYOVIWOV GTOYELONG TV OCTOV.

Ioyouukn kopdlomafsio Kot 16YOUKES d1oTapayEC TV OYYEIMV TOV EYKEQAAOD

Ioyoyuikn Kapdtomddeln Kot IoYULUIKEG SLOTOPAYES TMV OYYEIMV TOV EYKEPAAOL,
coumepriappavouévev cupfdvimv Tov odnyncav o dvato, epeavicTnkay o€ acbeveig Tov Elafav
Oepaneia pe apalutamide (BA. Ttapdypapo 4.8). H mietoyneia tov acbevov glyov mapdyoveg
KIVOOUVOL KOPSIOKNG / IGYALUIKNG AYYEIOKNE EYKEQOAKNG vOGov. Ot aiceveig Oa mpémet va,
TOPUKOAOVOOVVTAL Y10 CNUEIN KOl GUUTTOUOTE, IOYUUIKNG KOPSIOTADELNG KO IGY UKDV O0TAPUYDY
TV ayyeiov Tov eykepdiov. H dwoyeipion mapaydvtov Kivddvov, OTTmg 1 vIéPTacn, o dfnmmgnn
dvohmdaio O Tpénet vo, fedTicTomotgitol, cOuP®va pe TV Kadiepouévn epovtioa.

Tavtdypovn ypnon Ue GAA0 QOPULOKEVTIKG TPOTOVTQ

To apalutamide givat évog 1oyvpds eraymyéag evOOU®V Kot UTopel va, 0dNYNOEL GE OTMAELN TNG
OTOTEAECUATIKOTNTOG TTOAADY QUPUUKEVTIKOV TPOIOVI®V gupeiag ypHoews (PA. mapdypoao 4.5).
Yuvenmg, Oa Tpémel va yiveTol ETaveEETOoT TV GUYYOPTYOVLEVOV QOPUOKEVTIKOV TPOIOVIMV KATA
v évapén g Oepomeiog pe apalutamide. H tavtoypovn yprion tov apalutamide pe oppokeuTika
7TPO1oVTa OV givarl evaictnTa VTOGTPMOUATA TOAADY peTAPoAKOY evibUmV I petapopémv (PA.
Tapdypoeo 4.5) o Tpémet YEVIKA VO OTOQELYETAL GV 1) OgpamevTiKy] TOLG dpdion elvar peyaing
onuaciog ywo Tov aohevi] Kot dgv Umopohv va TpayUaTorotnfovy eDKOAN TPOSUPUOYES TNG OO0,
Baocetl TG TopaKoAOVONONG TG AMOTEAEGLOTIKOTTOG ) TV CUYKEVTPMGEDYV GTO TAAGLLO.

H ovyyopnynon tov apalutamide pe Bappopivi Kot KOLHOPIVIKG avTITNKTIKA B0 Tpémet va
amogevyetol. Edv to Erleada cuyyopnysiton pe éva avtumnkrtiko mov petaforiletat amo to CYP2C9
(6nwc n Bapeapivi N 1 acevokovuapoAn), Ba mpénel emtmpocditmg va Tapakorovdeital o Atedvig
Koavovucomompévog Adyog (INR) (BA. mapdypapo 4.5).

IIpdo@atn Kapdoryyelakn vOGoC

Aocbeveig pe KAviKA onpovTtiKy Kopdloyyeloks vOoo Katd Toug TeEAgvtaiovg 6 Unvec,
ocvumeptroppavouévne g cofapng/actadodc oTOayNG, TOL ELEPAYUATOS TOV HVOKOPSIOV, TNG
CUUTTOUOTIKNG CUUPOPNTIKNG KAPIIOKNG OVETAPKELNS, TOV OPTNPLOKADV 1 PAERIKOV
Opoppoepforikdv emelcodimv (m.y., TVELUOVIKT] EUPOAT, ayyElOKd EYKEPAUAKO EMEIGOII0,
CUUTEPTAOUPAVOUEV®Y TOV TOPOSIKOV IGYUUIKOY EXEIGOSIMV) 1 TOV KAVIKG GNUOVTIKOV KOIALLK®V
appLOdY amokieioTnKoy amd TIG KAVIKEG LeAETES. (G €K TOVTOV, OeV £xEL TEKUNPLOOEL | aopilELn
tov apalutamide oe avtovg ToVg acbeveig. Edv to Erleada cuvtayoypagnfei, o1 acBeveig pe kAvikd
OMUOVTIKN Kapdlayyelakn voco Oa mpémel va mapakolovdovvtal yio topdyovieg Kivovvov Onmg
VIEPYOANGTEPOLAULLID, VTTEPTPLYAVKEPLOALULIO 1) AAAES KapdlopeTafolikég dratapayés (PA.
mapdypoeo 4.8). O1 acBeveig Oa mpémet va Aapupdvovv Bepameia yio 0VTEG TIC KATAGTACELS, EPOGOV
amorteitol, petd v Evapén tov Erleada, cOhppmva pe tig kabiepouéves cuotdoeic Oepaneiog.



H Bgpancio otépnonc ovopoydvmv umopel vo mopoteivetl to didotnuo QT

Y& aoBeveic e 16TOPIKO 1 TAPAYOVTEC KIVOUVOL Yo TapdTaot) Tov dtactipatog QT, kabhg kot o
acBeveic mov AapPavouy TovTdypPove. PAPUOKEVLTIKG TPOIOVTO TO OTTOL0 EVOEYETAL VO TAPATEIVOVV TO
dwwonua QT (BA. mapdypapo 4.5), ot wtpoi Ba mpémel va aEloAoyodv TNV avaroyic opELOVS-
Kvduvou, cupmeptlapfoavopévng g mihavotntag ELeAavions Kothakng Tayvkapdiog dikny pimidiov
(Torsade de pointes) wpwv v évapén tov Erleada.

2oBopéc Aepuotikéc AvemBountec Evépyeiec (SCARS)

Avogopéc SCARS petd v kukhogopio, GUUTEPIAAUPAVOUEVOY QUPUAKEVTIKNG OvVTIOpAoNS e
noowoeiiio Kot cvotnpotikd cvurtopate (DRESS) ko cuvépopov Stevens-Johnson/to&ikng
emdeppukng vekpoivong (SIS/TEN), ta omoia pmopet va eivor ametAntikd yio. tn {on 1 Oavammedpa,
&yovv mapatnpnbei oe cuoyétion ue ™ Oepancio ue Erleada (PAéne mopdypago 4.8).

Ot acBeveic TPEMEL VO EVILEPMDVOVTOL GYETIKA LE OTUELN KOl COUTTOUOTA TTOV VTodNAmdvovv DRESS
N SIS/TEN. Edv mopatnpnodv avtd to courtdpate, to Erleada Oa mpénel va drakomel apécsmg Kot ot
aocBeveic Oa mpémel va avalnTnoovy GueoT TPtk GLUPOVAT.

To Erleada dev mpémet va Egxvd, ek véov oe acBeveic mov mapovsiocav DRESS 1§ SJIS/TEN
omoladnmote oTiyun evoocw AduPavav Erleada kot 0o mpémet vo e€gtaletan to evoeyOuevo

evaAlokTikng Bepamneiog.

Abdpeon vevpovorddeia (ILD)

epotatikd ILD éyovv mapatnpnbei o acBeveic mov Ehafav Oepaneio pe apalutamide,
ocvumeptioppavouévav davatnedpov TEPIoTATIK®Y. X tepintmon ofeiog Evapéng kavn aveEqynmge
EMOEIVOGOTC TOV TVEVUOVIKOV CUUTTOUATOV, 1| Oepameio pe apalutamide 0o Tpénel va dtakomTeTOL
TPOCOPLVA EV AVOLOVT] TEPALTEP® JLEPEVVIOTG QVTMV TOV GVUTTOUATOV. Edv dtoyveotel ILD, to
apalutamide 0o mpémet vo, dlakdOTTETAL OPIOTIKA Kot Vo EeKva KatdAANAN Oepomeia, g eivot
amapaitnto (PA. mapdypoo 4.8).

"Exdoya

AVTO TO PUPUAKEVTIKO TPOTOV TTEPLEYEL AlyOTEPO ard 1 mmol vatpiov (23 mg) otn doon Tov 240 mg
(4 dwokia), eivar avto wov ovopdlovue «ehevbepo vatTpiovm.

4.5 Almiemopdocseig pe GAA0 QUPRUKEVTIKE TPOTOVTO KoL GAAES pOPPES aAAnAemidpaong

H amoPfoAn tov apalutamide kot 0 oyNUOTIGHOG TOV dpaoTikod petafolritn Tov, N-desmethyl
apalutamide, pecoiafeitatl and ta CYP2CS kot CYP3A4 oe mapdpoto Pabud otnv otabdepomomuévn
KATAOTOOT). AEV AVOUEVOVTOL KAIVIKG OTUOVTIKEG HeTAPOAEG OTN cuVoMKT €kBeon AOYw
OAANAETIOPOOTC TOL POpLAKOL e avaoToAeig 1 emaywyeig tov CYP2C8 1 tov CYP3A4. To
apalutamide givot emaymyéog eviOUOV KOl LETAPOPEDY KoL UTOPEL VO, 00N YNGEL 6 adENGT TNG
moBOANG TOAADYV QOPUUKEVTIKDOV TPOIOVI®V EVPELOG YPOEWDG.

AvvnTikn enidpoon GAA®V QAPLOKEVTIKAOV TPoidvTteVv otnV £kbeon oto apalutamide

Dapuorevtird mpoiovre, wov avaoctéiiovy o CYP2CS

To CYP2C8 dadpapatilel poro otnv amofoAin tov apalutamide Kot 610 GyNUATIGUO TOV OPACTIKOD
HETAPOAITN TOL. Z€ (o LEAETT POPUAKEVTIKNG AAANAETIOPOONG, | Cmax TOL apalutamide peimdnie
Kkatd 21% evod 1 AUC avénbnke katd 68% petd m cvyyopnynon epdmroé 06ong apalutamide 240 mg
pali pe yepeiPpolidn (toyvpog avactoréag Tov CYP2CS). Avagopikd pe To SPACTIKA TUNUOTO
(4Opotopa apalutamide Kol TPOGAUPIOGUEVOL MC TPOG TN SPAGTIKOTNTO dPUGTIKOD UETAPOAITN), N
Crnax peiodnke kot 21% evad 1 AUC avéndnke katd 45%. Aev amatteitonl Tpocaproyn g apyikng
doong otav to Erleada cuyyopnyseitar pe évay 1oyvpo avaotoréa tov CYP2C8 (m.y., yeneipoliln,



KLomdoypéAN), ®oTdc0, Ba Tpénel va eEetdleTon To evdeyOpevo peimong tng 06ong tov Erleada pe
Baon v avoyn (PA. mapdypaeo 4.2). Ot mot 1 pérpiot avactoreic tov CYP2C8 dev avapévetot va
gnnpedoovy v ékbeon oto apalutamide.

Dapuorevtird mpoiovro, wov avaoctéiiovy o CYP3A4

To CYP3A4 dwdpapatifel poro oty amofoin tov apalutamide Kot 6TO GYNUATIGUO TOV dPUGTIKOD
HETAPOAITN TOL. L€ Lo LEAETT] POPUAKEVTIKNG OAANAETIOPaONG, | Cmax TOL apalutamide peimdnie
Katd 22% evod 1 AUC fjtav mapopola petd m ovyyopnynon Erleada wg epdnal d6om 240 mg pe
rtpaxovaloan (1oyvpdc avaotoréag tov CYP3A4). Avagopikd e to dpoaotikd tufuota (dOpotoua
apalutamide Kot TPOGUPLOCUEVOL MG TPOG TN dPACTIKOTNTA dPacTIKOD UETABOAITN), N Cmax HEIDONKE
Kkatd 22% eved 1 AUC ftav mdAl mopdpoto. Agv amoiteitol Tposaproyn Tng apyikng d0ong otav 1o
Erleada cuyyopnyeiton pe évav 1oyvpd avactoréa tov CYP3A4 (m.y., ketokovaloAn, pitovoPipn,
KhapBpopvkivn), o660, Oa mpénel va eEetdleton To evdeyduevo peimong g d6ong tov Erleada pe
Baon v avoyn (PA. mapdypaeo 4.2). Ot acbeveic 1 pétprot avacstodreic tov CYP3A4 dev avapévetan
va ennpedoovv v £kbeon oto apalutamide.

Dapuarevtirad mpoiovro, mov exayovy 1o CYP3A4 1 to CYP2C8

O1 emdpaoeig Tov enayonyéwv T0v CYP3A4 1 tov CYP2CS8 ot @apupakoktvntiky tov apalutamide
dev &povv afloroynei in vivo. Me fdon ta amoteEléouata TG LEAETNG QOPUAKEVTIKNG
oAnAemidopaong pe wyvpd avactoréa Tov CYP3A4 1 ioyvpd avactoréa tov CYP2CS, ot emaywyeig
tov CYP3A4 1) tov CYP2C8 dev avapévetal va £xouv KMVIKG GYETIKEG ETLOPACEL GTNV
QOPUOKOKIVITIKT TOL apalutamide Kol TV SpacTIKOV TUNUATOVY KOl GUVETMS OV ATOLTEITOL
Tpooapuoyn T doong otav to Erleada cuyyopnyeitan pe enaymyeic tov CYP3A4 1 tov CYP2CS.

Avvntikn enidpoon tov apalutamide otnv £k0ecm o€ AAAL QUPUOKEVTIKA TPOTOVTA.

To apalutamide givon évog 1oyvpds emaymyéag evOOpmV Kot av&avel T ovvleon ToAAdV eviOI®V Kot
UETAPOPEMV. ZVVETMG, OVUUEVETUL GAANAETIOPOOT) LUE TOAAA POPUAKEVTIKG TPOTOVTA EVPELNG
YPNOEWC Ta oToia elval vTooTpodpaTo VEOU®V 1 petaeopeis. H peimon oTig cuykevipmoelg 61o
TAGC O UTOPEL VoL EIVOIL ONUOVTIKT KoL VOL 001 YOEL GE OMAOAELN 1] LEIMON TOL KAVIKOD
anoteléopartog. Eniong, vmdpyet kivouvog avénuévng oivieong Tov dpacTiK®V HETAPBOATOV.

Eviouo. mov uetoflorilovv papuoxo.

In vitro pelétec £xovv dei&el 6TL T0 apalutamide kot to N-desmethyl apalutamide eivon pétpiot émg
oyvpoi emaywyeig twv CYP3A4 kot CYP2B6, pétpior avactohreic tov CYP2B6 kot CYP2CS8 kot
acbBevelg avaotoleic twv CYP2C9, CYP2C19 ka1 CYP3A4. To apalutamide kot to N-desmethyl
apalutamide oev emnpedlovv ta CYP1A2 ka1 CYP2D6 o¢ Ogpamevtikd oyetikég cvykevipmoelc. H
enidpaon tov apalutamide oe vrootpdpata Tov CYP2B6 dev €xetl a&lodoynOel in vivo Kot 10 TEMKO
amotédeopa givar ent Tov TaPOVTOG dyvmato. Otav To vrootpdpota Tov CYP2B6 (.., epafipévin)
yopnyovvtot pe 1o Erleada, Oa mpémet va yiveton mapakoiovdnon yuo avemBOunTeG EVEPYELEG Kot
a&l10AdYNoN Y10, ATOAELY OTOTEAEGUATIKOTITAG TOV VITOGTPMOTOC KoL EVOEYOUEVMG Va. oot fovy
TPOCUPUOYES TNG OOGTG TOL VIOGTPMUATOS TPOKEUEVOL VO ST pnBobV 01 PEATIOTEG GUYKEVTIPAOOELG
0TO TAAGLO.

e avBpamoug, to apalutamide givar woyvpog eraymyéoc v CYP3A4 kot CYP2C19 kot acBevig
enoywyéag tov CYP2CI. e o pedétn @apuaKevTikng oAANAETIOpacng TNV omoia
y¥pNoLoToOnKe TPOGEYYIon UelyuaTog, n cuyyopnynon tov apalutamide pe epdmal and 6TOUATOG
dooelg evaicntov vrootpoudtey Tov CYP 0dNynoe oe peimwon katd 92% g AUC ¢ widaloraung
(vméotpopa tov CYP3A4), peiowon katd 85% g AUC g openpaloing (vdoTtpmuo Tov
CYP2C19) ko peimon katd 46% tg AUC g S-Bapeapivng (vroctpoua tov CYP2C9). To
apalutamide dev Tpokdiece KAVIKA GNUAVTIKEC LETAPOAEC oTNV EKOECT] GTO VIOGTPMLLOL TOL
CYP2CS8. H tavtoypovn ypron tov Erleada pe papuaxevticd tpoiovta to onoio petafoAiilovron
Kuping amd to CYP3A4 (n.y., dapovvafipn, perodimivn, pdaloidun, cipfactativn), to CYP2C19
(m.y., dSolemdun, openpaloin) | to CYP2CI (w.y., Papeoapivn, patvutoivn) uropet va 0dnynoel og



YOUNAOTEPT £KBECT GE OLTA TAL PAPUAKELTIKA TPOIOVTO. ZVVIGTATOL OVTIKATACTOCT) QUTMV TOV
QOPUOKEVTIKAV TPOIOVI®V OTOV glvor epiktd 1 Oa Tpémel va dievepyeitat a&loAdynon TG OTMAELNG
NG OMOTEAEGLOTIKOTNTOG GV GuveyILeTOL ) XOPNYNOT| TOV PAPUAKELTIKOV TPoiovTog. Edav 1o Erleada
yopnyeitar poli pe Bapeapivn, to INR Oa mpénet va mapoakorovdeiton katd tn didpkela tng Oepameiog.

H enaywyn tov CYP3A4 and to apalutamide vrodnimvel 6t 1 UDP-yAvkovpovosuA-tpavepepdon
(UGT) pmopei emiong va endyetal HECM TNE EVEPYOTOINGTG TOL TVPNVIKOV VT0d0YEN X TOV
npeyvaviov (PXR). H cuyyopniynon tov Erleada pe pappoakevtikd tpoidvta mov gival vrootpdpoTo
g UGT (m.y., Aefobupo&ivn, Parmpoikd o&y) puropel va 0dnynoet og yapnAidtepn £kbeon og avtd Ta
QopurakeLTIKd mpoidvra. Otav vrootpopata g UGT cuyyopnyovvrarl pe to Erleada, Oa npémel va
yivetol aloAdynon Yo OTMAELN OTOTELECUATIKOTITOS TOV VITOGTPOUOTOS KO EVOEYOUEVMS VUL
amortn0ovv TPOocapUOoYEG TNG HOCTG TOL VTOCTPMUOTOS TPOKEEVOL Va, d1atnpnBohv ot BEATIoTEG
GUYKEVTIPMGELS GTO TAAGHAL.

Merapopeic popudrwv

e KAMviko mhaicto, kataoeiyOnke 6ti o apalutamide eivar acBevig enaymyéag e P-yAvkompmteivig
(P-gp), g Tpwteivng avtiotaong otov Kapkivo tov poaotov (BCRP) kat tov moivmentidiov
petapopdg opyovikav avioviov 1B1 (OATP1B1). Mo pekétn @oprokeVTIKNIG 0AANAETIOpaoT|g OTNV
omoia EQuPUOCTNKE TPOGEYYIoN MelyroToc, £0e1&e OTL M| cuyyopnynomn tov apalutamide pe epdmal amd
GTOUATOG 0OGELS EVAICONTO®V VTOGTPOUATOV UETAPOPEDY 0dNYNoE o€ peimwon katd 30% g AUC ¢
oe&opevadivng (vdéotpopa g P-gp) kan peiwon katd 41% g AUC ¢ pocovPactativig
(vméotpopo tov BCRP/OATPIB1), aAld dev eiye kapio enidpacn ot Cmax. H TODTOYpOVY YpTioN
tov Erleada pe appokentikd tpoidvra wov gival vrostpdpotoa e P-gp (m.y., kodyikivn, ete&ihkn
dapryatpdvn, dryo&ivn), tng BCRP 1 tov OATP1BI1 (m.y., Aamatwvipmn, pebotpe&atn,
pocovfactativn, pemayAvidn) Uropel va 001 yNnoeL o€ YaUnAOTEPN EKOECT| GE VTA TO POPLOKEVTIKA
npoidvta. Otav cuyyopnyovvral vrootpouate g P-gp, tig BCRP 13 tov OATP1B1 pe 1o Erleada,
0o pémel va yivetar aE0AGYN O™ Y10, AOTOAELNG ATOTEAEGUATIKOTITOC TOV VITOCTPOUATOS KOl EQV
ocuveyiletal 1 YopNYNoT TOL PAPLOKEVTIKOD TPOIOVTOG KOl EVOEYOUEVMS VO AoTnO0bV TPOGAPLOYEG
MG 0OGNC TOL VITOGTPAOUATOS TPOKEIUEVOD VoL S1oTnpn0ovv o1 BEATIOTES GVYKEVIPADOELS GTO TAUCHLOL.

2Opeova e in vitro dedopéva, dev UTopel va anokAEloTEl 1 TOOVOTNTO OVOGTOANG TOV UETAPOPED
opyavikmv katiovtov 2 (OCT2), tov petapopéa opyovikdv avioviov 3 (OAT3) kot Tov PHETapopEmV
eEnOnong moAamhav eoppakav kot to&ivav (MATE) amd to apalutamide kot tov N-desmethyl
petafoiitn Tov. Aev mapatnpninke avacsToAN TOV HETAPOPED OpyaviKaV avioviev 1 (OAT1) in vitro.

Avéloyo tne GnRH
e aoBeveig pe mHSPC mov AdpPoavav o0&k Agumporion (éva avaroyo tng GnRH), n cuyyopnynon
ue apalutamide dev €iye kapio eppavn exidpacn oty ékbeom 6T AELTPOAION 6€ oTafEpOTOMUEYT

KOTAGTOOT).

DapUoKEVTIKE TPOiOVTO OV TapaTeivovy To ddotnuo QT

Kabmg 1 Oepaneio amokAeiopod avdpoydvov propei va mapateivel 1o didotnua QT, Oa npémel va
a&lohoyeital TpooekTkd 1 TawToOYpovn ¥pnon tov Erleada pe pappaxevticd tpoidovio mov eivor
Yv®oto 6Tt Topateivovy 1o ddotnua QT 1 pouprokevTIKE TPOIOVTH TOV £YOVV T1 SLVATOTNTO VO,
EMAYOLV KOWaKY Toryvkapdio diknv puridiov (Torsade de pointes) émwe ta avTioppLOUIKa
QOPUOKEVTIKG TPOTOVTA TAENS TA (.., Ktvidivn, dicomvpapion) M taéng I (7., apiwdapdvn,
GOTAAOAT, SOQETIALOT, 1POVTIAION), N nebadOVN, N po&pAro&acivn, Ta avTyLy®oKd (7.y.,
olomepldoAn) kKA. (PA. mapdypoo 4.4).

TIoudrotpikdc TAnOvoude

Meléteg arlnienidopaong Exovv Tpaypatonombel povo oe evniikovg.



4.6 Tovipétnra, kONoN kKM yorovyio

AvTIGOANWN 6€ AVOPEC KOL YOVOLIKEC

Agv givon yvooto gdv to apalutamide 1 o1 petafolriteg tov givor Ttapdvia oto onéppa. To Erleada
uropel va givar emProféc yuo éva avantuocopevo Euppvo. Ipokepévou yia acbeveig mov Exovv
0€EOVOMKT ETAPT LLE YOVOIKEG UE SVVATOTNTO CVOTAPAYWOYNS, TPETEL VAL YPTCULOTOLELTOL
TPOPLAOKTIKO Kol pio emmAEoV HEBOSOG AVTIGOAANYNG VYNANG ATOTELEGUATIKOTNTOG KATA, TN
dudpkela g Bepameiog kot yio 3 piveg petd v tedevtaio d6om tov Erleada.

Kvnon
To Erleada avtevdcikvoton og yovaikeg mov givor 1 evdéyetan va, peivouv éykveg (BA. Tapdypago 4.3).
Baoet piog pelémg avamopaymyne o€ {do Kot Tov unyoavicpuov dpaong tov, to Erleada pumopei va

TpoKaAécel BAAPT oT0 EUPpvo Kot amdAELD KONOoMG OTavV yopnyeital o€ £YKvo yovaika. Agv VITapYoOLV
dwbéoipa otoryeia amod tn ypnon tov Erleada o éyxveg yuvaikec.

Onioopodg

Agyv gival yvooto gdv to apalutamide/ot petafolriteg Tov amekkpivovtal 6To UNTPKd yoro. Agv umopei
va amokAgloTel Kivouvog yia o moudi mov Onialet. To Erleada dev mpémet va ypnouonoteiton Kotd ™
dugpkela Tov OnAacpod.

Tovipémo

Me Bdon peréteg oe {da, to Erleada pmopet va peudoet ) yovipdtnta o dvopeg pe dvvatotnto
avamopoy®yng (BA. mapdypago 5.3).

4.7 Emodpdaosig 6TV IKOVOTNTO 001]Y1|61NG KOl YEIPICHOD PNy OVI|LATOV
To Erleada dev éxel kopio 1 el apeintén exidpacn otV IKOVOTNTO 0ONYNONG KAl YEPLGUOD

pnyovnudtov. Qotoco, Exovv avapepbel emanmtucég Kpioeig og acbeveic mov Aappdvovv Erleada. Ot
aoBeveic O TPETEL v EVNLLEPOVOVTAL Y10, TOV KIVOLVO QUTO GE GYECT] LLE TNV 00N YN0 1] TOV YEPIGUO

UnYovnUaToy.

4.8 AvemOOunrteg evépyereg

TIepiinyn Tov Tpo@il ac@dAeilog

O1 o ovyvég avemBounTeg evépyeleg eivorl kommon (26%), deppotikd eEavinua (26% omotovdnmote
Babpov xar 6% Babpov 3 1 4), vaéptaon (22%), £€aym (18%), apBpaiyia (17%), sidppoia (16%),
ntoon (13%) kot peiowon copatikod Bapovg (13%). Alhec oNUAVTIKES OVETIBOUNTEG EVEPYELES
nepriapfavouv katdypota (11%) ko vroBvpeoediond (8%).

Kotdloyoc ovemBountmy VEPYEWDY GE LOPPT) TTIVOKO

O1 avemBOunTec evépyeleg TOL TapaTNPNONKAY KATA TN S1APKELN KAVIKOV UEAETOV KOUT KATH TNV
gumelpio petd v KukAogopia mapatifeviot TapakdTo ovd katnyopio cuyvoTTag epeaviong. Ot
Katnyopieg ovyvotntag epeaviong opifoviat wg akolovdwg: mTodv cvyvég (= 1/10), cuyvég (= 1/100
¢w¢ < 1/10), 6yt ocvyvég (= 1/1.000 €wg < 1/100), omdvieg (> 1/10.000 émg < 1/1.000), TOAD cmdvieg
(< 1/10.000) ko un yvooTég (1 cuyvoTnTo ELEAVIoNG eV Umopel vo ektiun0el pe faon ta dabdéciua,
dedopéva).

Evtog ka0g kotnyopiog cuyvotnTog EUGAVIONS, Ol avemBOUNTEG evEpYeleg TopatifevTal KoTd
eBivovca oelpd coPapdtnrac.



Mivaxag 1: Avem@opnteg gvépyeieg

Katnyopia/Opyoaviké Zoctnua Avem@iuntn evépysro Kot ovyvoTnTa EREAVIoNG

AlTapay£c TOL EVOOKPIVIKOY GUGTHNATOS | cuyveéc: vrodupeoeldiopoc”

Awtopayéc Tov HETOPOMOROV KOl TNG TOAD GLYVEC: petouévn opeén

0psyng OULYVEG: VIEPYOATCTEPOALLLIO,
VIEPTPLYAVKEPIOALIO

AwTapay£s TOL VEVPIKOD GVGTIOTOS OLYVEG: dUOYELGIA, IOYOUIKES SLOTAPAYES TOV

ayyeiov Tov gyke@diov?

Oy ovyvéc: eminmTikn kpion! (BA. Tapdypago 4.4),
oLVOPOLO OVIGLY®V TOSDY

Koapowukéc dwutapayég ovyvéc: 1yauky kopdlonddeiod
un YvooTéc: mapdtact tov dtactipatog QT (BA.
mopaypdeovg 4.4 kot 4.5)

Ayyswokéc dwatapayég TOAD ouyvég: EEaym, VTEPTAON

AvamvevoTikég, 0mpaKikég owuTapayés N YVOGOTEG: d1Gpec TvELUOVOTAOEIa

K0l 010Tapuyés necodmpakiov

AWTopoyES TOV YOOTPEVIEPIKOV TOAD GLYVEC: dLippoia

AwoTapay£s ToOL OEPRATOS KOL TOV TOAD ovyvég: depuatikd eEavinua’

VT060PLov 1670V OLYVEG: KVNOUOG, OAMTEKIL

U1 YVOOTES: QUPUOKEVLTIKN avTidpaon Le
NOGIVOPIMO KOl GUGTILOTIKG GUUTTOUOTOL
(DRESS)5, cvvdpopo Stevens-Johnson/to&iky
emdepukn vekpoivon (SJIS/TEN):

AWTapayES TOV HVOGKELETIKOD TOAD GLYVEG: KaTayua", apOpadyio
GULOTNINOTOS KUL TOV GUVOETIKOV 1GTOV oLYVEC: LVIKOG oTTaoUOG

I'evikéc draTapayéc KO KUTAGTAGELS TG TOAD GLYVEC: KOTTOT)

0600 yopryneng

Hapaxhvikég eEeTdosig TOAD oLYVEG: LEIMUEVO GOUATIKO BApog

Kok®osig, onintnprdosig kot emmwhokég TOAD GLYVEC: TTMOON
0£pUTEVTIKAV YEPIGUOV

¢ Teprappévetar vodvpeoetdiopdc, anénpuévo, eninedo OupeoeldoTpdTov 0pUOVNG 6TO aipia, petwpévr Bupokivn,

avtodvoon Bupeoeditida, peiwpévn erevdepn Bupo&ivn, petopévn Tpumdodupovivn

p [eptrappdveror Tapodko IGYOUIKO ETEIGOI0, UYYEINKO EYKEQPOAIKO ETEIGOFI0, SLOTOPOYN TV AYYEI®V TOV
EYKEPALOV, IOYALUKO OYYEWKO EYKEQAUAIKO ENEIGO10, OPTNPLOCKANPUVGT KAPOTIOAG, GTEVOGOT KOPOTIONG,
nuapeon, fobplotd Euepaxto, BoOprwTd ayyelkd eYKEQPOAKO ETEIGOF10, OpOUPmTIKO EYKEPAMKO ELOPUKTO,
OYYELOKN EYKEQUAOTAOELDL, EPPPOUKTO TOPEYKEPAMBOG, EYKEPAAIKO EUPPOKTO KOl EYKEPAAIKT 1OY L0

Y TepihapPavel ddykopa g YAOGoG

[ephappavel otOayym, aotadn otnOayym, EpEpoayio Tov HVOoKaPdiov, 0&D EUPpPayLLe. TOV pvokapdiov, amdepaén

otepaviaiag aptmplog, oTévmon otepaviaiag aptnpiag, o&b ote@aviaio GHVIPOLLO, APTNPLOCKANPVVCT GTEPOVIOING

aptnpiog, SoKILAGi KOTOCEWMG U1 PLGIOAOYIKT, AVENUEVT TPOTOVIVT, IGYOLI0 TOV pvoKapdiov

BAéne «Agppatikd e&avOnuoy otny evotnta «Ileptypapr| emleypévmv avembiunToy eVvepyEi®vV»

¢ BMne nmapdypogo 4.4

T TepihapPhvetar KéTaypo TAEVPOV, KETUYHO 0GQLIKOD GTOVEVAOL, CUUTIESTIKG KATAYLLO GTOVSLAIKNG GTHANG,
KATOyHLo. 6TTOVOLAIKIG GTHANG, KATAY LA AKPOL TOdOS, KATAayLa 1oyiov, KaTayua Bpoyldviov 06Tod, KéToyo
Owpakikod 6movaHAOV, KATAYHA VO GKPOL, KATAYLLO 1EPOD 06TOV, KATOYIO Kpag XEipag, kdtayua nikod 06100,
KATOY O KOTOANG, KOTOYLO, 0OTPOYAAOL, GUUTIEGTIKO KOTAYLO, KOTOYLLO TAEVPIKOD YOVOPOL, KATAYN 0GTOV TOL
TPOCOTOV, KATAYLO KAT®O GKPOV, OGTEOTOPMTIKO KATOYLLOL, KATOYLO KOPTOV, OTOCTUCTIKO KATOYLLO, KOTOY Lo
TEPOVIG, KATOYUO KOKKVYO, KATOYUO TUEAOV, KATAYO KEPKISAG, KATOYUO GTEPVOL, KATAYLA 0T VITEPPBOAIKN
eMPAPLVOT, HETATPOVUATIKO KATOYLLO, KATAYLLO QUYEVIKOD GTOVIVAOL, KATOYLO TOV QLXEVE TOL UNPLoiov 0GTov,
Katoypo kvnune. BAéme napakdto.

TIeprypaen emAeyuévav ovemfountmy EVEPYELDV

Aepuotio eCavlnuo.

To deppaticd eEdvOnpa mov oyetiCetan pe to apalutamide meprypdonie cvvndwg mg kKNAMdMOEG M
KNAOoPAATIOMOEC. LT0 deppoTikd eEGvOnua mephapfaveral Edvinua, knidoPratidmoeg e&avona,
yevikevpuévo eEavonua, kvidmon, kvnoumdeg eEavinua, knAdmdeg e€avinua, extmepukitioa,
TOAOHOPeO epvONU0, PAaTIODOEG EEAVON L, 0TOPOAId®OT dEPHATOC, EEAVON LA YEVVITIKAOV OpYAV®V,

9



gpuinpatddeg eEavOn Lo, oTOHOTITION, PAPUAKELTIKO EEAVOM LA, CTOUATIKH EAKT), PAVKTOVMOES
eEavOnua, eroktaveg, PAatideg, TEUPLYOEDES, S1GPPmOT TOV OEPUATOC, SEPLOTITION KOl KLOTIKO
eEavOnuo AvemBounteg evépyeteg deppatikod eEavinuatog avaeépdnkav oto 26% tev aclevav mov
EaPav apalutamide. BaOpov 3 depuatikd eEavOnuata (opiotniay o¢ ekeiva mov kaAvmtovy > 30%
g empdvelog copotoc [BSA]) avapépnkay pe t Oepaneia pe apalutamide 610 6% TV acbevav.

O d1Gpecog xpovoc £m¢ TV eppavion deppotikon eavOnuatog ray 83 nuépeg. Xto 78% tmv
acBevav to eEdvOnpa amédpaple, e O18pUec0 YPOVO £WG TNV 0modpopn) 78 NUEPEG. ZTU POPLAKEVTIKA
TPOTOVTA TOV YPMCILOTOONKOY TEPIAAUPAVOVTOV TOTIKA KOPTIKOGTEPOELDT], OO GTOUATOG
aVTUOTAUVIKA KoL T0 19% Ttov acBevav ELafav GUGTNUATIKA KOPTIKOGTEPOELDT. LTOVG 0oBEVEIG Le
deppatico eEavinpa, 1 d6on dekdnn oto 28% TtV achevav kot eratt@bnke oto 14% tov acbevav
(BA. mapdaypoeo 4.2). To deppatikd eEavOnua eraveppaviotnke oto 59% twv acbevodv 6Tovg 0moiovg
Tpaypatomolidnke Tpoocwpivy dtakom g 66onG. To depuatikd e&avOnua 0dNynoe e SLOKOTN TG
Oepamneiog pe apalutamide oto 7% TV acevav mov gpEAVIcGOY deploTikd e&dvOmnua.

TTtooeig ko katdyuato

2 peiétn ARN-509-003, kataypo avapépdnke oto 11,7% tov acBevav mov édafov apalutamide
ka1 670 6,5% Tev acBevadv mov Eafav eikovikd eappaxo. Ot ool acbevelg eiyav ttdon péoa og
Slonue 7 nUEPOV TPV 0td TO KATOYUN Kal 6TIG 000 ouddeg Oepameiag. [Ttdoelg avapépdnkay oto
15,6% t0v acbevav mov éhaPav apalutamide, évavtt 9,0% tov acBevaov mov EAafav sikovikd
oapuaxo (PA. mapdypoaeo 4.4).

loyouuikn kapolomaOsio kol 16YOLIKES OLOTOPOYES TV QYYEIDV TOV EYKEPALOD

e pia royoromompévn perétn (SPARTAN) oe aoBeveig e nmCRPC, oyoipikn kapdionddeia
eppaviomke oto 4% twv acbevav mov ElaPov Bepaneio pe apalutamide kot oto 3% TV acBevdv TOL
E\aPav eucovikd papuaxo. Xe pia toyatomomuévn perétn (TITAN) oe acOeveic pe mHSPC, 1oyonpukn
Kkapdonabeio epeavictnke 610 4% tv acbevov mov haPav Bepaneia pe apalutamide kot oto 2%
TV acevadv mov Ehafav ekovikd eappoko. Luvolikd, otig peréteg SPARTAN kot TITAN,

6 acbeveig (0,5%) mov élafov apalutamide ka1 2 acOeveic (0,2%) mov Elafav elkovikd PapuaKo
anePiooay Ady® 1oyopukng kapdionddeiog (PA. mapdypopo 4.4).

> pehét SPARTAN, pe pia diapeon éxbeon 32,9 unvov yio, to apalutamide kot 11,5 unvav yua to
EIKOVIKO PAPKOKO, IOYOUKEG SLOTAPUYES TV AYYEIMV TOV EYKEPAAOV gppavioTnkay oto 4% TV
acBevav mov Elafav Bepomeio pe apalutamide kot oto 1% twv acBevadv mov Erafav ekovikd
eappako (PA. mapomavm). T pedétn TITAN, ioyopkég datapayés TV ayyeimv ToL EYKEPGAOV
gupaviotnkoy og Tapoduole ovoloyio 6tovg acbeveig otic opddec tov apalutamide (1,5%) kot Tov
govikob eoppakov (1,5%). Xvvorikd, otig peréteg SPARTAN kot TITAN, 2 acBeveig (0,2%) mov
£\oPav apalutamide kot kavévag omd Toug acbeveig mov EAafav sikovikd appako anefinoay Ady®
IOYOLUKNAG SLOTOPUYNG TOV 0yYElmV TOV gYKeAAOV (BA. mapdypoo 4.4).

YroOvpeoeidiouog

YroBvpeoediopnog avapépinke oto 8% tmv acbevav mov Elafav apalutamide kai oto 2% TtV
acBevav mov Elafoyv eiovikd eappako, e Bdon Tig a&loAoynoelg TG BupeogdoTpOTOL OPUOVIG
(TSH) avé 4 unqveg. Aev mapatnpninkayv avembounteg evépyeteg Babuov 3 1 4. Yrnobvpeoetdiopnog
gupaviotnke oto 30% tv acbevav mov Adupavay Non Bepameio vokatdoTacng Tov BupPeoedOVg
670 okélog Tov apalutamide kot 610 3% TV AGHEVOY GTO GKELOG TOL EIKOVIKOD QOPUAKOV. XTOVG
acBeveic mov dev AauPavav Bepomeio vIokaTdoTaog ToL BVPEOESOVG, VITOBVPEOEIBIGUOS
gupaviotnke oto 7% tov acbevav mov Elafov apalutamide kot 610 2% TV acbevadv wov Ehafav
€KOVIKO @dpuaxo. Otav gvdeikvotal KAMVIKE, Tpémel va Eekvd Oepameio VTOKATAGTAONG TOV
Bupeoc1doic N va mpocapudletal n d6on g (PA. mapdypapo 4.5).
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Avopopb mhavoloyoduevev aveTOOUNTOV EVEPYELDV

H avagopd mbovoroyoduevoy avemBOunTmy evePYEL®Y LETO amd T YOPNYNoN GOENS KLUKAOPOPING
TOV QUPUAKELTIKOD TPOidvTOC elvan onpavtikn. Exttpénet tn cuveyn mapakolovdnon e oxéong
0PEALOVC-KIVOVVOL TOV PUPHOKEVTIKOD TPOTOVTOC. ZnTeital and Tovg enayyeALATIES VYElNG VO
avaPEPOVY OTTOIEGONTOTE TOUVOALOYOVEVES OVETIOVUNTEG EVEPYEIEG LEC® TOV £BVIKOD GUOTNUATOG
ovopopds mov avaypdeeton oto [Hapdptnua V.

4.9 Ymepdooolroyia

Agv vtapyel Yvooto e101k6 ovTidoTo yio v vaepdocoroyia e apalutamide. Xe mepintmon
vrepdocoroyiag, N Oepaneia pe Erleada Oa mpémel va drokomtetan kot Oa npénet va Aappdvovio
YEVIKO DTOGTNPIKTIKA UETPOL EMG OTOV TEPIOPIOTEL 1 0modpdpet 1 kKAvikn To&ikotnta. [1pog to mapov

dev &yovv mopatnpnOel avembounteg evépyeleg oe TepinTmon VIEPdocoA0YinG. AVTEC Ol avEmIOVUNTEG
EVEPYELEG aVALEVETAL VO £IVOL TAPOUOLES LE EKEIVEG TTOV AVAPEPOVTAL GTTV TOPAYPapo 4.8.

5. DAPMAKOAOT'TKEX IAIOTHTEX
5.1 @oppokodvvopIKES 1O10TNTES
Doppokobepanevtikn katnyopio: Evdoxpivikn Oepaneia, avii-avdpoyova, kwdikog ATC: LO2BB0S

Mnyovicpnoc dpdong

To apalutamide givot €évog omd GTOLOTOC YOPTYOVUEVOG, EKAEKTIKOG OVOGTOALNG TOV VTOSOYEN TV
avdpoyovev (AR) mov cuvdéetar anevbeiag oty meployn déopevong cuvdétn tov AR. To
apalutamide amotpémel TNV TupNVIKN petatonion tov AR, avaotéliel T obvdeon pe to DNA,
eumodilel ) pecorafoipevn omd Tov AR petaypan] kot dev £yl OpAcT] Ay®VIGTY] TOV VTOJ0YEN TOV
avdpoyovmv. H Bepomeio pe apalutamide peidvel Tov TOAATAAGIOOUO TOV KOPKIVIKOY KUTTUP®V Kol
ALEAVEL TNV OTTOTTTOGT), 03NYDOVTOC GE LOYVPT AVTIVEOTAAGLOTIKY Opdor). Evag onuovticdg
petafoiitng, to N-desmethyl apalutamide, enédeiée to éva tpito g dpdong tov apalutamide in vitro.

Kopdiakn nAektpo@usioroyio

H enidpaon tov apalutamide 240 mg dna& nuepnoing oto didotnua QTc a&loroyndnke oe pia
aVOLYTOV GYESAGLOV, UT EAEYXOUEVT], TOAVKEVTIPIKT, EVOG oKELOLG E101KT Y10, To QT pekém oe 45
aocBeveic pe CRPC. v otafepn kotdotacn, n uéytotn péon aAlayn amd TV opyIky KaTdoTaoT) TOV
QTcF frav 12,4 ms (apeirievpo 90% avatepo CI: 16,0 ms). Mio avaivon €kBeonc-QT vrédeiée pia
e€aptmpevn and ) ovykévipmon avénon oto QTCF yuo to apalutamide kot Tov evepyod petafoiitn
TOV.

KMvikn omotelecotikdTnTo Kot 0cQAAELN

H amoteheopaticoémra Ko n acedieia tov apalutamide texpunpiddnkay oe dvo ®dong 3
TUYOLOTTOIMUEVES, ELEYYXOUEVES LLE EIKOVIKO QApLOKO peAéTes, T Merétn ARN-509-003 (nmCRPC)
Kat T Merém 56021927PCR3002 (mHSPC).

TITAN: Metoorotikog oppovoevaiodnrog kopkivog tov mpootdy (mHSPC)

H TITAN fjtov pio ToX0LoTOIEVT, OUTAQ TUQAN, EAEYYOUEVT LE EIKOVIKO PAPUOKO, TOAVEDVIKN,
TOAVKEVTPIKT] KAVIKT| peEAETN oty omoia 1.052 acBeveic pe mHSPC tuyaionomOnkav (1:1) og Aym
gite and oTOUATOG YOpNYoLUEVOL apalutamide otn d6on Twv 240 mg dna nuepnoing (N =525) 1
g1KoviKoD Qoppakov anaé nuepnoing (N = 527). Olot ot acbeveic amatrtobvtay vo, £(ovv TOLAGYIGTOV
pio 00Tk petdotacn oto omvinpoypdenua ootd@v pe Texvntio®™ Ot acbeveic anoxieiovtoy av n
0¢om TV petactdoemv TePloplloTaY EiTe GTOVG AEUPAOEVES 1] OTA STALYVA (T.). NTTOP 1) TVEOLLOVOG).
OMot o1 acbeveic ot pehét TITAN érafov tapaiinio Oeparneia pe avarloyo g GnRH 1 giyav
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TPONYOLUEV®DG VTTOPANDEL o€ appotepdTAELpN opyekToun. [lepinov 11% twv acBevav giyav Aapet
mponyovuevn Oepamneia e 606eTaEEAN (TO PHEYIGTO 6 KOKAOL TEAELTAIN dOOT <2 PNVEG TPV Ol TNV
TUYOLOTTOINGT KOl SLOTHPTOT TG AVTATOKPIONS TPV OO TNV TLYOLOTOINGN). XT0 KPLTHpLoL
OUTOKAEIGHOD TEPIAAUPAVOVTAY YVOOTEG EYKEQUMKEG UETACTAGELC, TpOoNyovUEV Oepameio pe AL
avTL-avopoyovo eTOUEVNG YeVIOG (T.Y., evioiovtapidn), avactoreic tov CYP17 (m.y., o&un
aumpatepovn), avocobepaneia (m.y., sipuleucel-T), padlo@oapprakenTiKovg TapdyovTtes 1| GALEG
Oepameiec Yo TOV KOPKIVO TOV TPOGTATT, 1] IGTOPIKO EXANTTIKMOV KPIGE®V 1) TGO O™ OV Hopel va
dnpovpynoet Tpodidbeon yio emAnmtiky kpion. H doaotpopdtoon tov acbevov éyive pe fdon
Babuoroyia Gleason katd tn S1dyvao, TV TPOTYOOUEVT] YP1OT d0GETAEEANG KOt TNV YE@YPAPIKY|
nepoyn. Katdainlot yio coppetoyn ot peiétn nrov ot acbeveic pe mHSPC 1660 vyniov 660 kot
younAov eoptiov vocov. H vyniol goptiov vococ opictnke mg eite omAMYVIKEG LETAGTAGEIC KO
TovAdyiotov 1 ootikn BAGPN 1} ToLAGIoTOV 4 00TIKEG PAGPECS, Le TovAdyoToV 1 ootk PAGPN exTodC
NG GIOVOLMKNG 6TAANG 1 TNE TLEAOV. H younAiod goptiov vOGOG opicTnKe MG N TOPOVGIN OGTIKNG
PAGPNC(-dv) Tov dev TANPOi(-0UV) TOV 0pIord TS VOGOL DYNAOD QOPTIov.

Ta akdlovBa INUOYPAPIKE GTOLYELN KOl YOPUKTNPICTIKG TG VOGOL TV 060eVAV Katd TV Evapén
ntav wwoppommuéva peta&d Tov okeAdv Oepoameiog. H didueon nikia rav 68 £t (ebpog 43-94) kan
70 23% 1oV achevav Ntav 75 1oV kot ave. H guietikn kotavoun ntav 68% Kavkdsciot, 22%
Aoctdteg kot 2% Mavpot. To 63% tmv acBevav eiyov voso vyniov goptiov kot 1o 37% giyov voco
yopmiot eoptiov. To 16% tov acBevav eiyov vrofAndel oto maperdov o yelpovpyikn enépPaon,
axtvobepaneio Tov TPooTdTN 1 Kal 6ta dvo. Ot mAstoyneia Tov acbevav eiyav Babuoloyia Gleason
7 1 vymAotepn (92%). To 68% twv acBevav eiyav AdPet oto Taperdov Bepamneia pe Eva avti-
avdPOYOVO TPAOTNG YEVIAS Y10 U1 LETOOTOTIKY VOG0, [Tapoio mov to, kpitipla yio Ty avOekTikoTnTo
GTOV ELVOVYIGHO dOev Kabopiotnkoy Kotd v Evapén, 10 94% tev acbevav mapovciocay PeimoTn 6To
€101K0 TPpooTatiKd avtyovo (PSA) and v évapén g Bepamneiag otépnong avopoyovav (ADT) émg
v Tpmtn 8601 Tov apalutamide 1} Tov gwovikoD Pappdkov. Orot ot acBeveic, ekTOG Ao Evay GTNV
OUAdU TOL EIKOVIKOD Qopuakov, lyav Paduoroyia Asttovpyikng Katdotaong katd Eastern
Cooperative Oncology Group (ECOG PS) 0 1 1 xatd Vv €ic0d0 ot perérn. Xtovg acOeveic mov
dékoyav 1 Bepaneia g perétng (N = 271 yia 1o eikovikd eappoxo kot N = 170 yia to Erleada), n
7O GLYVN a1Tic, TG SLKOTNE Kot 6T dV0 okEAN NTav 1 eEEMEN ¢ vooov. ‘Eva peyaidtepo 10606t
(73%) acBeviv vd gkoviKo Papuako EAapav exakdAovON avtiveomAacHoTIKn Oepaneio € chyKplon
pe tovg acbeveic mov ElaPav Bepaneio pe Erleada (54%).

Ta kOpla pé€tpa EKPaomng TG ATOTEAECUATIKOTNTOG TG LEAETNG TV I cLVOAIKT emmiPimon (OS) ka1
emPioon yopic aktvoroykn eEEMEN (rPFS). Ta amotedéopata yio TNV AmOTEAEGUATIKOTITO OTO TN
peiétn TITAN cvvoyiCovtar otov [Tivaka 2 ko otig Ewoveg 1 wan 2.

Hivakag 2: XOvoyn TOV 0TOTELECRATOV Y10, TV antoTteAespoTiKOTNTA — [IAn6vopnés mHSPC
pe npdé0eon Oepameiog (TITAN)

Koatoinktuko onpeio l%\}'fsazqsa Emowl:gsq;(;p HOKO
[poTevovca cvvoiikn empioon®

Odvaror (%) 83 (16%) 117 (22%)
Atdipeon emPioon, pves (95% CI) NE (NE, NE) NE (NE, NE)
Avaroyio ktvddvov (95% CI)P 0,671 (0,507, 0,890)

Ty p* 0,0053

Emkoiportomuévn cuvoMkn smpioon®

Odavazol (%) 170 (32%) 235 (45%)
Atdipeon emPioon, pves (95% CI) NE (NE, NE) 52 (42, NE)
Avaroyia kivddvov (95% CI)P 0,651 (0,534, 0,793)

Twn p**® <0,0001

Empioon yopic axtivoroyukn e£één

EEEMEN g vocou 1 Bdvatog (%) 134 (26%) 231 (44%)
Avdpeon, univeg (95% CI) NE (NE, NE) 22,08 (18,46, 32,92)
Avodoyia kivdovov (95% CI)P 0,484 (0,391, 0,600)

Twn p? <0,0001
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Avt6 Baciletar oty Tpokabopiopévn evoldpesn avaiveon pe éva S1apeco xpovo mapakolovdneng 22 unvaov.

P avaroyio Kvdhvov TpoEpyeTal amd SUCTPOUATOUEVO LOVTELD avadoYKdV Kivdvvey. H avaioyia kivdvuvov < 1
guvoel T dpaotiky Oepaneio.

H tyun p mpoépyetan and tov édeyyo log-rank pe dactpopdrmon pe fdon ) Pabporoyia Gleason katd ™ didyvoon
(£7 évavti > 7), mv yeoypaewn tepoyn (BA/EE évavtt MA@V xop@V) Kot TV TPONYOLUEVN XP1OT S0CETAEEANS
(Nou évavtt Oy).

8 Atdipecog xpovog mapakorovnong 44 unvaov.

£ Avti n Ty p £fvon ovOpAGTIKT, GvTE TG XPHONG Y10l TUTIKES CTATIOTICES SOKUUEC,

NE=pun extyumotun

KoatadeiyOnke ototioticd onpoviikn fertimon g OS kot g rPFS otovg acbeveig mov
Toyatomombnkav og Aqyn Erleada oe cOykpion pe tovg acbeveic mov Tuyotomomnkay o Aqyn
EIKOVIKOD QOPLAKOV GTNV TPp®mTEVOVSH ovilvon. Mia emtkatporomuévn avaivon OS devepyndnke
KOTO TN OTIYPN TNG TEAIKNG ovAALGN G TNG LEAETNG OTav mapatnpnOniay 405 Bdvartot pe pio didpeon
mapokoAovOnon 44 unvov. Ta aToTEAECUATO QVTNG TNG EXKALPOTONUEVIG AVAAVGTG NTOV GUVETT LE
avtd g Tpokabopiopévng evoldueong avaivong. Katadeiybnke Bertioon oty OS waporo wov o
39% 1oV acbevdv 010 GKELOG TOV EKOVIKOD QPapudKkov Tépacav otn ANy Erleada, pe pio didpeon
Oepaneia 15 unvov oto tépacpa og Erleada.

IMopatnpndnke otabepn Pertioon g rPFS og dhec T1g vroopddec acbevav, counepiapfovopévov
TV LTOOUAS®V Le BACT TNV LYNAOD 1] YAUNAOD POPTIOL VOGO, TO LETAGTOTIKO GTASIO KOTA T
duyvoon (M0 1 M1), v tponyoduevn xprion 00ceTa&EANG (vau i) oyt), TV nAkio (< 65, > 65 1

> 75 etyv), 0 apykd PSA dvo tov didpecov extmédov (var i) Oyt) Kot Tov aptdpid TV 0GTIKOV
Brofav (<10 1> 10).

Mopatnpndnke otabepn Pertioon oty OS oe OAEG TIC VITOOUAdES acHeEVDY, GUUTEPIAAUPAVOUEVOY

TOV VTOOUAS®V e BAGT TNV LYNAOD 1 YUUNAOD POPTIOL VOGO, TO GTASIO PETAGTAONC KATE, T
duyvaon (M0 1 M1), kar t BaBporoyia Gleason katd tn ddyveon (£ 7 évavt > 7).
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Ewova 1:  Awdypappa Kaplan-Meier g emkarpomomnpévig covorkiig empionong (OS).
M0vopéc mHSPC pe wpdBeon Ocpanciog (TITAN)
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Ewova 2: Awdypappo Kaplan-Meier g Empioong yopic aktivoroywkn eE€Mén g véoov
(rPFS). Iin0vopéc mHSPC pe p60eon Oepanciag (TITAN)
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ArBeveic oF KivBuIvD
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——a—— EIK. gOppoko - - =& ==~ Apalutamide

H Ogpancio ue Erleada 0dnynoe oe 6tatiotikd onpavtikny Kabvotépnon g Evapéng KuTTopoToEkng
Oepaneiog (HR = 0,391, CI=0,274, 0,558, p < 0,0001), £yovtag og amotélecua ™ peimon katd 61%
TOV KIVOUVOL Y10, TOVG GUUUETEXOVTEG OTO OKEAOG Bepameiog EvavTl TOL GKEAOVG TOV EIKOVIKOD
POPUAKOL.

SPARTAN: My petaotatikog, avOextikog otov evvovyiouo kapkivog tovg npootaty (nmCRPC)

Yvvolika 1.207 acbeveic ue NM-CRPC tuyaiomomOnkav pe avoroyia 2:1 mpokeiuévon va Aafovv
gite apalutamide o6 otopToC 68 060N 240 mg dma nuepnoing oe cuvdvacud e Oepameio
amoKAEIGHOD avopoydvev (ADT) (@apUaKeLTIKOG EDVOVYIGLOG 1) TPOTYOVUEVOG XELPOVPYIKOC
EUVOLYIoUOG), eite KOVIKOD Qappaxov pall pe ADT o€ po ToAvKeVTpIKn, SITAG TVQAT KAVIKNY
ueAétn (ARN-509-003). Ot cuppetéyovteg mov evrdydniay otn pedém eiyov Xpovo AmAacloacpond
tov Edwov IIpootatikod Avtiyovov (PSA) (PSADT) < 10 piveg ko Bempodviay vyniod Kivobuvou
Yo EMKEIPEVT] LETOOTOTIKY VOGO Kot BAvaTo amd Tov Kapkivo Tov mpootdtr. OLotl ot GUUUETEXOVTEG
7oV dgv glyav vmoPAnbdei og yeipovpyikd guvovytoud Elafav ADT cuveymg ko’ dAn T didpkeln ¢
ueArétnge. Ta amoteAéopota yio to PSA ftav tvplomoinuéva, kot dev ypnotpomomonkay yio,
dwokonn| g Bepameiog. Ot GLUUETEYOVTEG OV TVLYAOTOMONKAY GE KaBEva amd Ta oKEAN TNG HEAETNG
umopovcay va cuveyicovv ) Oepameia £mg v €EEMEN TG VooV, EMPBERAIOUEVT LE TVPAOTTONUEVT
Kevrpikn anekoviotiky agodoynon (BICR), v évapén véag Bepomeiog, TV ELOAVIGT U OTOOEKTNG
To&IKOTNTAG 1] TNV ATOCLPCT| OO TN PEAETN.

Ta akdlovOa SMUOYPAPIKAE GTOLYELD KOl TO XOPAKTNPIOTIKE TG VOGOV TmV acbeviv Kot TV Evapén
NTav wwoppomnuéva PHETaEd TV okeAdv Bepaneiog. H didpeon nlwkia rav 74 £t (ebpog 48-97) kan

70 26% 10V achevav Ntav 80 etV kot dve. H guAetikn kotavoun ntav 66% Kavkdociot,
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5,6% Mavpot, 12% Acidreg kot 0,2% aAing euAng. To gfdounvra entd to1c ekatd (77%) Tov
GLUUETEYXOVTOV 0T 000 okéAN Bepameiag iyov vToPAnOel o xepovpykn eméuPfoon 1
aktwvobepaneio 6TOV TPOGTATN 6TO TOPEADOV. Ot TEPIGGOTEPOL GVUUETEXOVTEG Eiyov Paboloyia
Gleason 7 1| peyodvtepn (81%). To dexamévte to1g ekatod (15%) TV cUUUETEXOVTOV Elyav TLEMKOVC
Aeppadéveg < 2 cm katd v £viaén otn pueAétn. To gfdounvta tpia toig ekatd (73%) twv
GUUUETEXOVTOV glyov AdPet oto mapelov Bepameia pe Eva avti-avdpoyovo TpdTNG YEVIAG, T0 69%
TV cLUUETEXOVTOV EAaPav bicalutamide kot to 10% tov cvpueteydviov flutamide. Orot ot
GUUUETEYOVTEG IOV eVTAYONKaAY 0T peEAéTn emPePormOnice 0T dev giyov HETAOTATIKN VOGO L
TVPAOTOMUEVT] KEVTPIKT] OTEIKOVIGTIKT a&toAdynon ko iyav fadporoyio Asttovpyikng Kotdotaong
katd Eastern Cooperative Oncology Group (ECOG PS) 01} 1 katd tnv évtoén ot pelém.

To mpwtevov KataAnkTiko onueio frav 1 emPinon yopic petdotaon (MFS), tov opiotnke g to
YPOVIKO SLAoTNUE 0Td TNV TUYOLOTOINGoT £0C TN OTIYUN TOV TPOTOV eVvOgileny emifefatmpévng uéom
BICR amopokpucpévng petdotaong 6 0oTd 1 o podaka puopla 1 £og o Odvato omolacdnmote
artoloyiog, avardymg e to TL ouvéEPN mpato. H Bepancia pe Erleada Beltimos onpavticd tnv MFS.
To Erleada peimwoe to oyetikd xivovvo amopaxpuopévng petdotaong i Bavatov katd 70%, ot
ovYKplon pe To eikovikd eappaxo (HR =0,30; 95% CI: 0,24, 0,36; p < 0,0001). H oidpeon MFS yua
7o Erleada ntav 41 punveg kot yio to gikovikd dppoko frav 16 puveg (PA. Ewdva 3). [opoatnpndnie
ovvenng Bertiomon otnv MFS pe 10 Erleada og 6leg T1g mpokabopiopéveg vToopddec,
cuumepAapPavouévmy TG NAIKIOG, TS PLANG, TNE TEPLOYNG TOL KOGUOV, TNG KOTAGTUGTC TOV
AELPAOEVDV, TOV aPIOLOD TOV TPOTYOVUEVOV OPUOVIKGY Bepameldmv, TG Tyng tov PSA katd tv
&vapén, Tov Ypovov NmAaclacol Tov PSA, g katdotaong katd ECOG katd tnv évapén kot tng
YPNONG TAPAYOVI®Y GTOYEVOTG TOV OGTMV.

Ewova 3: Kapmrdin Kaplan-Meier ywo v empioon yopis petactacn (MFS) ot
Merétn ARN-509-003

= 100 4

=

=

[=]

=

b 30'

HE

2.3

S&  go4

=)

B E

Lz o

© 8 404

k :

S 3 e

3 ED- i

&
[==] [
[=] i
ﬁ 1 ]
ES 0 i

T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44

Miveg ammd TRV TUYCIOTTOINON
AoBeveic o KivBuvo

Ex.gpapumo 401 299 225 160 104 62 36 15 7 1 0 0
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Apalutamide
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—————— Ex.gapumo

Aappavovtog vmoyn oA ta dedouéva, ot cuoppetéyovtec mov Edapav Erleada kot ADT mapovoiacav
ONUOVTIKN PEATIOON GUYKPITIKA e TOVG CLHUETEXOVTEG TOV EAafav povo ADT avapopikd e ta
akolovba devTeEPEDOVTA KATAANKTIKA onueio Tov xpodvov ¢ ) petdotaorn (HR =0,28; 95% CI:
0,23, 0,34; P <0,0001), g emPimong yopic e£&EMén e vooov (PFS) (HR = 0,30, 95% CI: 0,25, 0,36,
p < 0,0001), tov ypdvov £mg T cvpnTeOpRATIKN e£EMEN g vooov (HR = 0,57, 95% CI: 0,44, 0,73,
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p < 0,0001), tngovvorkng emBiwong (OS) (HR = 0,78, 95% CI: 0,64, 0,96, p = 0,0161) kot Tov
1POVoL £mg TNV Evapén g kKuttapotosikng ynuetodepaneiog (HR = 0,63; 95% CI: 0,49, 0,81;
p = 0,0002).

O xpovog £m¢ TN cuprTOpATIKN EEMEN TG VOGOV 0picTNKE MG 0 XPOVOS OO TNV TLYOIOTOINGT £mG
TNV EUOAVIOT] GUUPAVTOG GYETILOUEVOL LE TOV OKEAETO, TOVO / GUURTAOUATO TTOV ATOLTOVV TNV Evapén
VEOC GLOTNLOTIKNG OVTIKOPKIVIKNAG Ogpomeiog 1) TOmKOTEPLOYIKT EEEMEN TOL OYKOV TTOL OTOLTEL
aktvoPoAnon / xepovpykn enéufoot. [aporo mov o cuvoiikds aplBuds svufaviov oy PKpog, M
Stopopd petald TV dV0 CKEAMY NTAV EMOPKDS LEYAAN ®aTE Vo emtevydel oToTIoTIKN
onuavtikotnta. H Oepaneia pe Erleada peimoe tov kivouvo copntopatikig eEEMENC TG vOooL KOTA
43% ovuykpitika pe to ewkovikd eapuako (HR =0,567; 95% CI: 0,443, 0,725; p < 0,0001). O diduecog
1POVOG £mG TNV TPOOS0 TOV GLUTTOUATOV gV eNeTEVYON o Kapia and Tig opdoeg Oepameiog.

Me d1Gueom mepiodo mapakorovdnong 52,0 unvav, Ta aroteléopata katédeiav Otin Bepomeio e
Erleada peimoe onpovtikd tov kivovuvo Bavatov katd 22% cuyKpiTikd e TO EIKOVIKO QAPLOKO

(HR =0,784; 95% CI: 0,643, 0,956; appimievpn p = 0,0161). H didpeon OS frav 73,9 pnveg yia to
okéhoc tov Erleada kot 59,9 unveg yia to okéAog Tov gikovikoD gopuakov. To mpo-kabopiouévo GAga
opo (p <£0,046) Eemeplotnke Kot eneTeLyON oTATIOTIKN onpavtikotnto. H Bedtioon avt
Katadelydnie maporo wov to 19% twv acbevodv 610 oKéELOG TOL glkoviKoD eapudakov dapav Erleada
¢ enduevn Oepameia.

Ewova 4: Kapmrdin Kaplan-Meier ywo ) ovvolk empioon (OS) oty Merhétn ARN-509-003
KOTA TNV TEMKI] ovaivon
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Ewovixé papuaxo 401 392 385 373 358 339 328 306 286 263240204 156 114 82 38 21 6 2 O

Apalutamide - ------ Ewovikd @appaxo

H Oepancia pe Erleada peiwoe onpovtikd tov kivovvo Evapéng kuttapoto&ikng ynuetodepaneiog katd
37% ocvykprtikd pe 1o gikovikd eappaxo (HR = 0,629; 95% CI: 0,489, 0,808; p = 0,0002)
KATOSEIKVDOVTOG OTATIOTIKA onuavtikn Peitioon yia to Erleada évavtt tov sikovikov @apudikov. O
SUIPESOG POVOG £mg TNV Evapén g Kuttapoto&ikng ynuelobepaneiog dev enetedydn oe Kavéva and
T oKkEAN Ogpameiog.

H PFS-2, opti{opevn og to ypoviko didotnua Eog tov Odvarto 1| tnv e£EMEN g vocov Pacel tov PSA,
NG OKTVOAOYIKNG EEMENG 1] TNG TPOOSOV TV GUUTTMOUATOV KOTA 1) LETA TNV TPATN ETOUEVT
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Oepamneia, Tav peyordtepn yio Tovg cuppeTE)ovteg mov Ehafav Erleada, e ohykpion pe avtovg mov
EoPav eucovikd papuaxo. Ta anotedéopata kotédei&av pio peiwon 44% otov kivovvo g PFS-2 e
7o Erleada évavrti Tov ewcovikot gappdakov (HR = 0,565, 95% CI: 0,471, 0,677; p < 0,0001).

Agv mapatnpnOniay emiProfelg emdpacelg ot GLVOAIKT oXETILONEVT Ke TNV vYEia TowdTnTa {oNg 1e
v tpocdnkn tov Erleada 6to ADT kou mapatnpndnke pio pikpn aArd Oyt KAIVIKG OTLOVTIKY
dpopd ot petaforn amd v Evapén g neréng vrép tov Erleada katd tv avaivon tng
ouvolkng fabporoyiog kot Tov fabpoloyidy o emiuépovg KAlpakeg tng Agttovpyknig A&oAdynong
g Avtiveomiacpatiking Oepaneiog yia tov [lpootatn (FACT-P).

Toudrorpikdc TANOvoude

O Evponaikoc Opyavioudg Papudkmv Exel dOGEL amaAloyn omd TNV VIoypEMGN VIOBOANG TV
amotelecudtov Tov peretmv pe to Erleada og dAeg Tig vrokatnyopieg Tov modtaTpikon TAnOvGHoD
GTOV KOPKIVO TOV TPOOTATN TPOY®PNUEVOL 6Tadiov. BAéne mapdypapo 4.2 yio TAnpopopieg oyetid
LE TNV ToLd10TPIKY] YPON.

52 ®@appokokivTiKES 1O10TNTES

Metd and yopnynon enovarapfovouevav docemv araé nuepnoing, n ékbeomn oto apalutamide (Crax
Kol TEPLOYN KATm amd TV Kapmdin cvykévipmong [AUC]) avénbnke pe tpomo avarloyo g 60omg
670 0060A0Y1KO gVpog 30 €wc 480 mg. Metd and yoprynon 240 mg araf nuepnoing,
otabepomomuévn Katdotaon yio to apalutamide emitedyOnke Enetro amd 4 efOOUAdEC Kot 1) LéoT
avaA0Yio cLGCMOPEVOTG NTAY GYEOOV S-TAGCLA GE GYEom e TNV epana 60or. Xe otobepomotnuévn
Kkatdotoaom, ot pécseg TiéES (CV%) TV Cmax kot AUC y1a To apalutamide vjtav 6 pg/ml (28%) xon

100 pg.h/ml (32%), avtictotya. Ot nuepnioleg dSIKVUAVOELS TOV GVYKEVIPOGE®Y Tov apalutamide 6to
TAAo U TOV YOUNAES, LE LEGO AOYO UEYIGTMV TTPOG EAAYIoT®V TIUdV 1,63. [Tapatnpndnke avénon
g pavouevikng kabapong (CL/F) ue tig emavarappovopeveg 006elg, mhovmg Adym ETOy®YNG TOL
petafoliopov Tov idtov Tov apalutamide.

Ye otabepomonuévn Katdotoor, ot pécseg TIES (CV%) TV Cmax kot AUC yio Tov K0p1o dpactikd
petaforitn, to N-desmethyl apalutamide, ftav 5,9 pg/ml (18%) ko 124 pg.h/ml (19%), avtictorya.
To N-desmethyl apalutamide yopoaktnpiletal and eninedo TPoPiA cCLYKEVIP®ONC-XPOVOL GE
otabepomomuévn Kotdotaon, He HEGo A0Yo HEYIOT®V TTPog eAdyiotv Tudv 1,27. O péocog Adyog
(CV%) ™ AUC 1ov petaforitn mpog tnv AUC tov apyikod eappdakov yuo to N-desmethyl
apalutamide petd amd yoprynon eravorappavopevov d6cewv ftav tepinov 1,3 (21%). Me Baon ™
GLOTNUOTIKT EKOEOT), TN OYETIKN SPAGTIKOTNTO KO TIC POPUAUKOKIVITIKES 1010TTEC, TO N-desmethyl
apalutamide cuvéBoade mbavmg oty KAvikn dpdon tov apalutamide.

Amoppdonon

Metd ) yopnynom omd oTOUATOS, 0 S1AUECOS YPOVOG MG TNV EMTELEN LEYIGTNG GLYKEVIPMOOT|G GTO
TAAo U (tmax) NTOV 2 ®peG (eVpog: 1 €wg 5 mpeg). H péon amdAvtn and otopatog frodiabesiuotnta
glvar mepimov 100%, kdti mov onpaivel 6Tt To apalutamide amoppoPdTOL TANPOC LETA T XOPNYNOT
ond 6TOHATOG.

H yopiynon apalutamide 6€ vyt GTOU GE KOTAGTOON VIGTELNG KOl [LE YEVUO VYNANG
TEPIEKTIKOTNTOC GE ATOPA OEV 0ONYNGE 08 KAWVIKA oNUavTIKEG UETABOAEG TG Cmax Kot THg AUC. O
S1hpecog ¥pOvVoG £mg TV EMITEVLEN TOV tmax TapATAOTKE TTEPITOL KOTA 2 MPES pe TV TPOPN (PA.
Toapaypaeo 4.2).

To apalutamide dev vpioToTol WOVIGHO VIO GYETIKEG CLVONKES PLGIOAOYIKOV pH, GuVERHC, 01
TapAyovteg HelonG TV 0EE®V (T.Y., AVOCTOAELG TG AVTAMOG TPMTOVIOV, OVTUYMVIGTEG TOV
vrodoyémv Ha, avtioiva) dev avapéveTol va ETnpedcouy T dtaAvtdtnta Kat T frodabdeciudtnta
Tov apalutamide.
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In vitro, 10 apalutamide ka1 o petafoAitng Tov N-desmethyl gival vroostpdpata g P-gp. Kabng to
apalutamide amoppo@dtot TANP®G HeTA TN YopnyNon and otopatog, N P-gp dev meplopilel tnv
amoppoeNon Tov apalutamide koat, mg ek TOVTOL, 1| AVOCTOAN 1 1| EXay®YN TG P-gp dev avauéveton va
ennpedoet ™ Prodabeoudtnra Tov apalutamide.

Kozavoun
O pécog povopevog 0YKog Katavoung Tov apalutamide og otafepomomnpévn KoTdoTaon eival Tepimov
276 1. O dykog katavoung Tov apalutamide sivor peyodvtepog amd Tov cLVOAKO GYKO VOATOG TOV

0PYAVIGLOV, YEYOVOS EVOEIKTIKO TNG EKTETAUEVNG EEMOLYYELOKTG KOTOVOUNG.

To apalutamide kot to N-desmethyl apalutamide cuvoéovton katd 96% kot 95% pe Tig Tpwteiveg Tov
TAACUATOG, OVTIGTOLYO, KOl KUPIWE LE TN AEVK®UOTIVI 0p0D, AVEEAPTITOC TNG GVYKEVIPWOOTG.

Buougtooynuotiopndg

Metd ) yoprynon omd otopatog epamal ddéong apalutamide 240 mg onpoouévng pe “C, 1o
apalutamide, o dpactucog petaporitng N-desmethyl apalutamide kou évag pun dpactikdg petafolritng
kapPBoEvAkoD 0&og evBhvovtay yia T peyadivtepn mocotnta padevépyetag‘C oto Thdoua,
aVTITPOSOREVOVTAS T0 45%, 10 44% Kar to 3%, avtictorya, Tng cuvorikfg “C-AUC.

O petaforioudg givar ) kKopro 060¢ amofoing tov apalutamide. MetafoAileton kuping and 10
CYP2C8 kot to CYP3A4 npoc oynuatiopd N-desmethyl apalutamide. To apalutamide kot To N-
desmethyl apalutamide petapoAilovrorl Tepattépm mTPOC GYNUATICUO TOL UN OPUCTIKOD HETAPOAITN
KkapPo&uiikod 0&éog amd v kapPosviectepdon. H cvveispopd tov CYP2C8 kot tov CYP3A4 610
petafoiiopd tov apalutamide extipdton 6Tt givor 58% wot 13% petd ) yopnynon epdnal 66omg,
0AAG TO emimEedO TNG CLVEIGPOPAG avapévetal vo petafindel ot otabepomonpuévn KoTdoTaon AOYm
enoywyng ov CYP3A4 and 1o apalutamide petd ond emoavarapfovousvn 66om.

Amofoin

To apalutamide, xvping 6N popen TV peTafortdv, amoPdAleTol Kupimg LEC® TV 0VPOV. MeTd ™
YopNynon amd oTOUNTOC EPATAE dOoNS padloonpacuévoy apalutamide, To 89% tng padievépyetag
avaktinke oe 70 nuépeg petd tn d6om: 10 65% avoktinke ota ovpa (1,2% trng 66omg wg
apetapinro apalutamide kot 2,7% wg N-desmethyl apalutamide) kot to 24% ovaxtiOnke ota
rkompava (1,5% g d6ong wg apetdPfinto apalutamide kot 2% wg N-desmethyl apalutamide).

H @oawvopevn and otopatog kabopon (CL/F) tov apalutamide eivon 1,3 I/h petd m yopnynon epdmol
doon|g kot av&dvetar o€ 2,0 1/h og otabepomompévn KaTdoTooT KATOTY Y0P YNoNG Amas nUepnoimg.
H péon amoteleouartikn nuiceto, {on Tov apalutamide ce acOeveic eivar mepinov 3 nuépeg oe
otabepomomuévn KatdoTaon.

In vitro 6edopéva delyvouv 011 10 apalutamide kot 0 N-desmethyl petafoiitng tov dev etvan
vrootpopata towv BCRP, OATP1B1 7 OATPIB3.

Ewwoti mAinbvouoi

Mopakdtom cuvoyiloviol ol emOPAGEIC TNG VEQPIKNEC SVGAEITOVPYING, TNE NTATIKNG duoAELTovpYiog,
NG NAIKIOG, TG ELANG Kot GAA®V EE@YEVAOV TOPAYOVTMV GTN QPOPLOKOKIVNTIKN Tov apalutamide.

Negpixn ovoiertovpyio.

Agv &yel defoyBel etk peAétn yuo T veepikn dvcieitovpyia pe to apalutamide. Me Bdor o
avAALGN QUPUOKOKIVITIKNG TANOVGHOD ¥PNCIUOTOIOVTAG OEGOUEVE, OO KAVIKEC LEAETEG GE GITOMO UE
avBexTiKd otov evvovyiopd kapkivo tov tpootdtn (CRPC) kot 6g vy dtopa, dgv mapotnpninke
ONUOVTIKN dpopd 6T cvotnuatikn £kbeon oto apalutamide ota dtopo pe TPOHTAPYOLGA N0 EMG
UETPLOL VEPPIKT) ducAeitovpyia (ekTiudpevog puudc orelpapotikng omdnong [eGFR] 30-
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89 ml/min/1,73 m?, N=585) o€ c0yKpion Le Ta GTOUN TOV EiYaV PLGIOAOYIKY VEPPIKT Agitovpyia
katd v évapén (eGFR > 90 ml/min/1,73 m?, N=372). H mBovn enidpacn tg coPophig veppikig
duohertovpyiag 1§ ™G vePpikng vooov tedkov otadiov (eGFR <29 ml/min/1,73 m?) Sev £yet
TeKUNPL®OEl LOY® avemapk®mV oTotyEiy.

Hrozixn dvalerrovpyio.

e o 101K HEAETN Yo TNV NTOTIKY SLGAEITOLPYio GLYKPIONKE N CLOTNHOTIKY £kBeon oTO
apalutamide ko1 to N-desmethyl apalutamide c¢ dropa pe Nmo NToTIK) SVGAEITOLPYIN KATH TV
évapén (N=8, Kamnyopia A katd Child-Pugh, péon abuoroyio = 5,3) | uétpia nratikn
dvorettovpyio kotd v Evapén (N=8, Katnyopia B katd Child-Pugh, uéon Babuoroyia = 7,6) évavtt
VYOV LOPTOP®V HE PLGLOAOYIKN Nratikn Asttovpyia (N=8). Metd ™ yoprynon epdanal 66omng
apalutamide 240 mg amd otopaTog, 1 yeouetpikn péorn avoroyia (GMR) yio tnv AUC kat 1 Cuax TOV
apalutamide o€ dtopa pe o SucAettovpyio rav 95% kot 102%, avrictorya kot GMR o v
AUC xat 1 Ciax TOV apalutamide og dtopa pe pétpio dSvoiertovpyio ntav 113% wor 104%,
avtioTolya, € GUYKPLoT LE VYLELS LapTLpES. AgV LILAPYOLY SLaBEaLa KAVIKG dedopéva Kot dEdOpEVaL
QUPUOKOKIVITIKNG Yo To apalutamide yio acOeveig pe coPapn nratiky sveiettovpyia (Katnyopia C
katd Child-Pugh).

Ebvotnra kor pvin

Me Bdon v avdAvon opUaKoKvTIKNG TANBVGHOV, dev mapatnpOnikay KAVIKE OTUOVTIKEG
Spopéc 6TN PopLaKoKIYNTIKY Tov apalutamide peta&y Agvkav (Kavkdoiol 1) lomavoemvor 1
Aartivol, N=761), Mavpwv (apptkavikig kataymyns 1 Appoapepikovoi, N=71), Actatdv (un
lanwveg, N=58) kot lotmvov (N=58).

Hlixia

AvoAoEg QapuaKoKVNTIKNG TANBvo oD £de1&ay 0Tt 1 nAkia (ebpog: 18 £wg 94 £tn) dev £xel KAMviKd
ONUOVTIKN EXIOPOCT OTN QUPLOKOKIVNTIKY TOV apalutamide.

5.3 IIpoxlvikd dogdopéva Yo TNV a6QaAELQ

Ta amotehéopoto yio T yovidlotoikotnTa Tov apalutamide oy opynTIKG GE UId TUTTIKT GEPE

in vitro kot in vivo gkéyywv. To apalutamide dev fjtav kapkivoyovo og pio LeAétn Stdpkelag 6 unvov
o€ apoevikd dwayovidiaxd (Tg.rasH2) movtikia o d6c¢eig £og 30 mg/kg avd nuépa, To omoio givan 1,2
ka1 0,5 popéc n kKAwvikn ékBeon (AUC) ot cuvietoduevn KAWIKY 06on tov 240 mg/Mmuépa yio 1o
apalutamide kot to N-desmethyl apalutamide, avtictouya.

e pio LEAETN KapKIVOYEVEST|G OB PKELOG 2 ETMV GE OPCEVIKOVG apovpaiovg Sprague-Dawley,
yopnynonke apalutamide pe yootpikd kabetmpa o 66celg Tov 5, 15 ko 50 mg/kgmuépa (0,2, 0,7 kot
2,5 popég v AUC og acbBeveic (tng £kBeong Tov avBpdmov 61N cuvieTdpevn doon Tov 240 mg),
avtioToryo). ZNUEIOONKOY VEOTAUGLOTIKG EVPTLATO CUUTEPIAAUPAVOUEVOV H10G AVENUEVTG
EMIMTOONC 0OEVOUATOG KOl KOPKIVAOUATOG TV KuTtdpmv Leydig tov dpyemv o€ 606ELG LeYOAOTEPES
amod 1| ioeg pe 5 mg/kg/muépa, adEVOKOPKIVAOUATOG KOl VASEVMDUOATOS TOV HooTob ota 15 mg/kg/muépa
1 50 mg/kg/muépa kot Bulakimdoovg adevmpatog tov Bupeoedovg ota S0 mg/kg/Mmuépa. Avtd ta
gupfuota Oewpnniay e101Kd Yo apovpaiove Kot ETOUEVMG TEPLOPLGUEVTIG CNUOCTNG Y10 TOVG
avOpadmovg.

H yovipotto tev apoevikov gival mhovo vo uetmbet pe ) Oepaneio pe apalutamide Bdocet
EVPNUATOV TOEIKOAOYIKOV UEAETMV LE eEmavaAaUPavoueveg 00GELS, Ta 0ol Eival G CLUE®VIN UE TN
QoprokoAoyKr dpdon Tov apalutamide. Xe peréteg To&ucOTNTOC LE ETAVOAAUPOVOLEVES SOCELS TTOV
deEnydnoav og apoeviKovg apovpaiovg Kot GKOAOLS, Tapatnpnonkay atpopio,
OTEP L0/ VTOCTIEP LN, EKPDALCT] KON VIEPTAAGIQ 1| VTEPTPOPIN GTO AVOTAPAYWOYIKO CVOTN UM GE
d0GELg TOV AVTIOTOXOVV G€ eKBEEIC TEpimov 100d00vaes e TNV €kbeon oTov avlpwmo Pdoet g
AUC.
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Xe UL LEAETN TNG YOVILOTNTOG G€ OPGEVIKOVS 0pOVPAions, TapatnpOnKe HEIOT TNG CLYKEVIPMONG
KoL TNG KIVITIKOTNTOG TOL OTEPLOTOC, TMV TOGOGTMV GLVOLGING Kot YOVILOTNTOG (Katd To evuydpmpa
ue nivka ov dev eiyov AdPel Oepameio) pali e ELaTTOUEVO BAPOC TV dEVTEPEVOVTOV GEEOVAAKOY
adévav Kot TG emddvuioag éxetta amd 4 BOOUASES YOPYNONG OE SOGELS TOV AVTIGTOLYOVV GE
exbéoelg mepimov 160dVvaeg pe v €kBeon otov avBpamo Pacel tng AUC. Ot emdpdoeig 6tovg
OPCEVIKOVS 0pOVPaiong NTaV avaoTPEYILES PETA amd dtdotna 8 fdopddmv and Tnv Televtaia
yopnynon apalutamide.

e pio TPOKATAPKTIKY] HEAETT avamTuEloKTg ToSkoTNTag EUPPOOV/KVAIATOG GE apovPaiovs, TO
apalutamide mpokdAece avantvélokn To&ikdtTa 0TV YopNnyNOnkKe oe amd otopatog 600elg 25, S0 1
100 mg/kg/Mmuépa kaboAn ) didpkela TG opyavoyévveong (Muépeg komong 6-20). Ot 666e1g aVTEC
glyov G AMOTEAEG O GLOTNUATIKEG eKBETEIS TTEpimov 2, 4 kot 6 popég, avTioTorya, Pdost tng AUC,
v avOpamivn ékbeomn ot 6601 tev 240 mg/Mmuépa. Ta svpuata TepreAdufovay pun ykvo Onivkd
ota 100 mg/kg/Mmuépa kot epPpuikn Bvnopdmmra (amoppopnocilg) oe dooelg > S0 mg/kg/muépa,
LELMUEVT] EUPPUIKT TPOKTOYEVVITIKN ATOCTOCT| KOl TUPUUOPPMUEVT) VTOPLOT] (TTLO GOPALPIKO GYT|L0L)
ota > 25 mg/kgmuépa. Tpomomooelg Tov GKEAETOV (U1 00TEOTOMUEVES PAAAYYEG, LITEPAPIOLL
Bpayéa BmpaKoocELIKA TAEVPA Ko/ avmpaAieg Tov VOEWOVC) TapatnpNOnKay eniong o 600ELg

> 25 mg/kg/mpépa, yopig va £xovv og amoTéLecpa enidpacT 610 LEGO PApog Tov eufpdov.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koatdaroyog ekdoymv

TTvpnvoc dtokiov

KoAlhoedég avudpo 0&gidio Tov Tupitiov
Kopuehddln votptovyog d106TavpOvLEV

O&un nhextpikn| vTpopueAloln

Mayviolo oteaTikd

MikpoKpLGTAAAIKT KLTTAPIV
MikpoxpuoTalAikn Kuttapivn (Tupttiomompévn)

Emucdioyn pe Aentd vuévio

Z10mpov o&gidro pérav (E172)

Z10mpov o&gidto kitpvo (E172)

IToAvaifvievoyAvkoAn

IToAvfrvoraikooAn (LePIKDG LVOPOAVLUEVT))

TéAxng

Tiraviov d10&gido (E171)

6.2 AocvppotoTnTeg

Agv gpapudleta.

6.3 Awdpkera Long

3 xpovie

6.4 Iowitepeg Tpo@LAGEELS KOTE TN POAXEN TOV TPOiIGVTOG
DuAdooete oTNV OPYIKN CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPACIAL.

Agv amaitovvTot dtaitepeg cuvOnkeg Bepuokpaciog yio T EOAAEN aVTOD TOL EOPUAKEVTIKOD
TPOIOVTOC.
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6.5 ®@Vo1 KOl GVOTUTIKA TOV TEPLEKTI

Agvkn, adapovig ELaAn amd vynAng mukvotntog TolvaifvAiévio(HDPE) pe topa acporeiog yio ta
7114 omd molvmponviévio (PP). Kabe pradn mepiéyetl 120 emolvppéva pe Aemtd vuévio diokio Kot
GUVOAKG 6 g APLYPAVTIKOV T YLOTOC 0&€1diov TOL TVPLTioV.

Koyéin adovpviov PVC-PCTFE pe pepppdvn alovpviov dto HEGOL TG 000G AmTocTdVTOL TO

dwokia pe mieon, cepayloUEVT G avadmAovEV ONKN ac@aleiog yio To Toudid.

o Ka0e xovuti yio Oepameia 28 nuepdv mepiéyet 112 emkoivupévo pe Aemwtd vpévio diokia o 4
yapTveg avadumlovueves OMkeg, kabepio amod Tig omoieg mepiéyetl 28 emkoAlvppéva pe Aentd
vuévio drokia.

o Kabe kovuti yuo Oepaneio 30 nuepdv mepiéyet 120 emkadvppéva pe Aentod vuévio diokia o
5 yéptiveg avadimAovueveg Onkeg, kabepio amd Tig omoiec mePLEyEL 24 EMKAAVUUEVO, LUE AETTO
vpévio dokia.

Mmropei va, unv KuKAOPOPOUV OAEG 0L GLOKEVAGIEC.

6.6 Iowitepeg mpo@uAdcers amoppryns Kol GAAOG YEPLONOS

Kabe aypnoiponointo gopuakevtiKd Tpoidv 1 VIOAELUN TPETEL VAL OTOPPITTETOUL COUPDVA LE TIG
KOTA TOTOVG 1GYVOVCESC GYETIKES SL0TAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Béhyo

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1342/001

EU/1/18/1342/002

EU/1/18/1342/003

9. HMEPOMHNIA ITPQTHY ET'KPIXHX/ANANEQYXHY THX AAEIAX
Huepounvia tpong £ykpiong: 14 Iavovapiov 2019

Huepounvia tekevtaiog avavémong: 22 TenteuPpiov 2023

10. HMEPOMHNIA ANAOGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpoeopieg Yio 10 TOPOV QPUPUOKEVTIKO TPOIOV givor S100EGILEG GTOV SIKTLOKO TOTO
tov Evponaikod Opyoviopov Gapudkav http://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emikoloppévo pe Aemwtd vpévio diokia

2. TIOIOTIKH KAI MOXOTIKH XYNGEXH
Kabe emxodvppévo pe Aemtd vpévio diokio mepiéyel 240 mg apalutamide.

IMa tov TA\pN KaTdloyo TV ekddy®V, PA. Tapdypaeo 6.1.

3. DODAPMAKOTEXNIKH MOP®H
Enucodoppévo pe Aemtd vpévio diokio (S1okio).

I'kpiloydrava Tpog yipila, oAk, emtkaAvppuéva pe Aemtod vuévio dtokio (21 mm pikog x 10 mm
TAATOG), Ue yapayuévn v £voeitn «E240» ot pio mievpd.

4. KAINIKEX IAHPO®OPIEX
4.1 OgpamevTiKég EVOEilelg

To Erleada evdeikvotat:

. ywo T Ogpameio. TOV PN LETAGTATIKOD, OVOEKTIKOD GTOV ELVOVYIGHO KOPKIVOD TOV TPOGTATY
(nm-CRPC) og eviAikovg avopeg, ot omoiot dlatpéyouvy vynAd Kivouvo va avartoEovy
petaotatiky voco (BAéne mapdypago 5.1).

. 6€ EVAMKOUVG GvOpeS Yo T Ogpameio TOL LETAGTATIKOD, OPUOVOELAIcHNTOL KapKivoy Tov
npootdtn (mHSPC) 6 cuvdvaouo pe Bepaneia otépnong avdpoyovav (ADT) (BA.
Tapdypoeo 5.1).

4.2  Aocoloyio Kol TpOTOS YOoPYNONS

H évapén xon n emifreym g Oepaneiog pe apalutamide Bo mpémetl va yivetan amd €101K00G 10TPOVG, e
gumepio otnv Oepameio Tov KaPKiVOy TOV TPOGTATY.

Aocoloyia

H ocvvietdpevn do6on givar 240 mg (éva diokio Tov 240 mg) w¢ epamal amd GTOUATOC NUEPNOLL HOOT).

O QUPUOKEVTIKOC ELVOLYIOUOG LLE AVAAOYO TNG EKAVTIKNG 0pprovng TV yovadotportivav (GnRHa) Oa
npénel va, cuveyiletar katd ) didpkelo, g Depomeiog oe aobeveig mov dev £xovy voPAnOel oe
YEPOVPYIKO ELVOVYIGULO.

Edv mapoainebei pia 660m, avtr Oa mpénet va Anedei 1o cuvtopdtePo duvato Ty it NUéEpa Kot vo,
GULVEYIOTEL TO KAVOVIKO TPOYPOULO TNV ETOUEVT NUEPO. Agv TTpEmeL va AappavovTot emmAéov diokio
v va avoarAnpwet ) 6661 mov TapaAnEONKE.

Edv o acbevig eppavicer pia Babpod > 3 to&ikdmra 1} pio un avektn avemBountn evépyeia, n
YopNyNon TV 60CGEMV TPEMEL VO AVOGTEAAETAL, KOt OYL VO, OIOKOTTETOL OPIOTIKE, LEYXPL TOL
CUUTTMOUOTA VO, arokaTooTofobv oe < Babuov 1 1 otov apyikd Pabud. Katomv 1 Oepaneia Oo mpémet
va gKvioet K VEOL otV idta d6om, 1 o€ petouévn doom (180 mg 1 120 mg), epdcov sival
amapaitnto. [ T1g o cuyvég avemBounteg evépyeteg, (PA. mapdypopo 4.8).
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Eidixoi wAnBoouoi
Hlriouévor
Agv amarteitol Tpocappoyn g 600mg Yo nAkiopévovg acbeveig (BA. mapaypdpovg 5.1 kot 5.2).

Negpixn dvaicitovpyia

Agv amarteital Tpocappoyn g 600mg Yo aoBeveic e e G HETPLO VEQPIKT OVGAELTOVPYIdL.

Amatteital Tpocoyn oe acbeveig pe coPapn veppikn duciettovpyia, kabdg to apalutamide dev Exet
peAetnfei oe avtov Tov TANOLGUO acBevav (BA. Tapdypago 5.2). Xe mepintmon Evapéng g
Oepaneiog, o1 aobeveig Oa Tpémel va mwapakolovdobvTaL Yo TIC AvETIBVUNTEG EVEPYELES TTOV
avagépovtal oty mapdypoeo 4.8 kot vo, petwbdei n 66om cdupova pe v Tapdypago 4.2 Aocoroyia

Kol TpOTOG YOPNYNOoNG.

Hroziki dvaicitovpyio,

Agv amatteital Tpocappoyn g 60omng og acBeveic e o 1 LETPLO NTATIKY SVCAEITOVPYIN
(Katnyopia A 1 B katd Child-Pugh, avtictoya) katd v Evapén tng Oepamneiag.

To Erleada dev evdeikvutan o€ acbeveig pe coPfopn nrotikn Svciertovpyia, Kabmg dev VILAPYOLV
dedopéva g avtdv Tov TANBuoud acevav kat to apalutamide amopakpvvetan Kvupimg nrotikd (PA.

Tapaypapo 5.2).

Toudiozpixoc tinBvouoc

Agv vtapyet oxetikn ypnomn tov apalutamide otov modtoTpiko TAnbvoud.

Tpomog yopynong

Amo6 otouaTOC AP ON.
To diokio Ba mpémet va katamivetar oAOKANPpo dote va dtaceoriletar 6Tt Aapfdvetor oAdKANpM M
npoPremouevn 06on. To diokio dev mpémet vo cuvOAIPeTon 1) va dtatpeitat. To diokio umopel va Anedei

He 1 xopic Tpoer).
Ay tov Erleada ue un ovBpoxovyo moto i palaxo tpogiuo
IMo acBeveig mov dev pmopovv va Katamovy To diokio oAdkANpo, To Erleada pmopel va dwaomapei oe

un ovOpakoyo vepo Kol ot GUVEXELN VO, avapelyOel e éva amd Ta TaPaKATO U avOpakovyo ToTd M
UOAQKE TPOPLUL TOPTOKAAADE, TPAGIVO TGAL, TOVPEG UNAOL 1| POPTLLA YIOOVPTION, MG EENG:

1. TomoBetnote T0 0AGKANpO diokio Erleada 240 mg oe éva pAtldvi. Mn cuvOAiPete 1] dwapeite
10 d1okio.

2. [Ipocbéote mepimov 10 ml (2 KovtaAdKio Tov YAVKOD) Un avBpoakovyo vepd yia vo
dtucparicete 6TL T0 dokio eivarl evieAdc Pubicpuévo 6To vepd.

3. [Tepruévete 2 Aemtd, péypt To d10Kio va S100TACTEL KOt VoL S1LGTOPET, KOl OTI GUVEYELL
ovVOKaTEYTE TO PelypLaL.

4, [Ipocbéote 30 ml (6 KoOVTAAGKLO TOV YAVKOD 1 2 KOVTAAMES TNG GOVTAG) EVOG OO TO TUPUKATM

un avOpaiovya ToTd 1 LoAAKA TPOPLLN: TOPTOKAAADM, TPAGIVO TGAL, TOVPEG UNAOL, ] POPT|LLA
YLOLOLPTION KOl AVAKATEWYTE TO LELyLOL.

5. Koarameite to petypo apéomg.

6. Exmhovere to pAt{avi pe apketo vepd dote va dtacparotel 0Tt Bo AneBei oddKAnpn 1 doom
Ko mette To aUEcWG,.

7. Mn @uAdTe TO PETYLO QOUPLOKEVTIKOV TPOTOVTOC/TPOPILLOL Yia Vo ypnotponomOel apydtepa.
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Xopnynon puéow prvoyootpikod cwAva oitions

To dwokio Erleada 240 mg pnopei eniong va yopnynOel péow pvoyastpikov cornva citiong (NG
ocwAiva) peyébovg 8 French 1 ueyolvtepo, og e&ne:

1. TomoBetnote éva diokio Tv 240 mg péca oTov KOAVOPO oG cupLyyag (YPNOLOTOOTE
ovpryya tovAdylotov 20 ml) Kot avappoenote otn cvptyyo 10 ml pun avBpakovyov vepov.

2. [Tepuévete 10 Aemtd Kot avoKIVGTE EVTOVA Y10, VO, SIUCTIEIPETE TANPWOC TO TEPLEYOUEVO.

3. Xopnynote apéomg pécsm tov NG coAiva oitiong.

4, Enavaninpmorte t cupryya pe pun avBpoakovyo vepd Kot yopnynote. Emavaidfete péypt vo unv

£yovv amopgivel KatdAoura Tov d16KioV HEGH GTN GUPLYYo, ] GTOV GOANVA GITIoNG.
4.3 Avtevositeg

YrepevaioOnoio 6t dpacTikn ovcia 1} 6 KATo1o amd T £KO0YM TOV AVUPEPOVTUL GTNV
Topaypaeo 6.1.

TIMovaikeg mov gival 1 evdéyetor va peivouv €ykveg (PA. mapdypapo 4.6).
4.4 FE101kég TPoctdomoMGELS KOl TPOPVAAEES KATA TN (P10

Eminnrikéc kpicelg

To Erleada dev evdeikvutal o€ acbeveic pe 16TOPIKO EMANTTIKOV Kpioemv 1 GAL®V TPodlabecikmv
TAPUYOVTOV, GUUTEPIAAUPAVOUEVOV PHETAED AAA®Y VTOKEILEVOD EYKEPAAIKOD TPADUOTOS, TPOGPOTOV
OYYEWLKOD EYKEPOAKOD ETELGOSI0V (EVTOG VOGS £TOVC), TPOTOTAODY OYK®V EYKEPAAOL 1] EYKEPOAIKMDV
petactdoemv. Edv mapovoiactel emAnmtikn kpion Katd t ddpkela g Oepaneiog pe Erleada,
Oepaneio Oo Tpémet va daxomel opiotikd. O kivouvoc Yo EMANTTIKEG Kploelg evogyetal vo eivart
avénuévoc oe aebeveig Tov AauUBAvVouV TOVTOYPOVE QUPLOKEVTIKA TPOTOVTO TO OTTOI0 LELDVOVY TOV
0VO0 TOV EMANTTIKAOV KPIGEMV.

e dvo toyaromompéveg peréteg (SPARTAN kot TITAN), emAnmtikég Kpioelg EQovioTnKoy 610
0,6% tov acBevav mov Elafav apalutamide kot oto 0,2% tov acbevadv mov Erafav Bepameio pe
EIKOVIKO QAPUOKO. Xe OVTEG TIG KAWVIKEG PEAETEG amOKAEIOTNKE 1) cvpUETOYN acHeEVDV e 16TOPIKO
EMNTTIKOV Kpioemv 1 Tpod1adestkong TOPAYOVTEG Y10 EMANTTIKEG KPIGELC.

Agv vapyet KAvikn eumelpia oty gk véov yopnynon Erleada og acOeveic mov gpepdvicay emanmrky
Kkpion.

TItwoelc Kot KoTdyLoTo,

[Ttdhoelg kot koTdyuato onueimdnkay oe acbeveig mov EAafoav apalutamide (PAére mapdypoeo 4.8).
Ot acBeveic Ba Tpémel va a&loAoyovvTol GYETIKE [LE TOV KIVOLVO Y10 TTOGELG KO KOTAYHOTO TPV TV
évapén tov Erleada kot n mapakorovOnon kot 1 dwyeipion tovg Ba tpémet va cvveyileTor cOLP®VA
ue T1g kabiepmpéveg cvotacelg Depomeiog kot 0o Tpémel vo e€eTaletan To EVOEXOUEVO YPNONG
TOPAYOVIOV GTOYEVCNG TV OGTOV.

Ioyouukn KopdlomaHsio Kot 15YOUKES d10TapayEC TV OYYEIMV TOV EYKEQAAOL

Ioyoyukn Kapdtomdbeln Kot IoYOLUIKEG SIOTOPAYESG TOV OYYEIMV TOV EYKEPAAOL,
cvumeprioppavouévey cupfdvieoy Tov odnyncav oe Oavoto, eupovicmnkay oe acbeveic Tov Elafov
Oepaneio pe apalutamide (BA. mapdypago 4.8). H mietoyneia tov acbevov glyav mapdyovteg
KIvOUVOL KOPIIOKNG / IGYALIKNG AYYEIKNG EYKEQOAKNG VOsov. Ot acBeveig Oa mpénet va
TOPOKOAOLOOVVTAL Y10 CNUEIN KOl GUUTTOUOTO IOYOUIKNG KOPIIOTADELNG KO IGYOUUKOV S0TAPUYDY
TV ayyeiov Tov eykepdiov. H dwoyeipion mapaydviov Kivddvov, 0Tmg 1 vIéPTacn, o dnmenn
dvohmdaio O Tpénet vo, BedTicTomotgitol, cOUP®Va pe TV Kadiepouévn epovtioa.
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Tavtdypovn ypnon Ue GAAL QOPULOKEVTIKG TPOTOVTQ

To apalutamide givat évog 1oyvpdc eraymyéag evOOUmVY Kot UTopel va, 0dNYNOEL GE OTMAELN TNG
OTOTEAECUATIKOTNTOG TTOAADY QUPUAKEVTIKOV TPOIOVI®V gupeiag ypHoews (PA. mapdypoo 4.5).
Yuvenmg, Oa mpémel va yivetol enaveEETaoT TV GUYYOPTYOVLEVOV QOPUOKEVTIKOV TPOIOVIMV KATA
v évapén g Bepomeiog pe apalutamide. H tavtdypovn yprion tov apalutamide pe poppokeutikd
7TPOo1oVTa OV givarl evaictnTa VTOGTPMOUATH TOAADY peTABoAKOY evibumV I petapopémv (PA.
Tapaypoeo 4.5) Bo Tpémer YEVIKA VA moQEVYETAL EGV 1) OEpATELTIKT TOLG dpdion glvar peyaing
onuaciog ywo Tov aohevi] kot dev Umopohv va TpayUaTorolnfovy eDKOAN TPOSUPUOYES TNG OO0,
Baocetl TG TopaKoAOVONONG TG ATOTEAEGLOTIKOTTOG ) TV CUYKEVTPMGEDYV GTO TAAGLLO.

H ovyyopnynon tov apalutamide pe Bappopivi Kot KOvpopvikd avTimnKTikd 0o tpémet vo
amogevyetol. Edv to Erleada cuyyopnysiton pe éva avtumnkrtiko mov petaforiletat amo to CYP2C9
(6nwc n Bapeapivi N M acevokovuapoAn), Ba mpénet emmpocditmg va Tapakorovdeital o Atedvig
Koavovicomompévog Adyog (INR) (BA. mapdypapo 4.5).

IIpdo@atn Kapdioryyelakn vOGoC

Aocbeveig pe KAMviKa onpovtiKy Kopdloyyeloky vOco Katd Toug TeEAguTaiong 6 Unvec,
ocvumeptroppavouévne g cofapng/actadodc otOayNG, TOL ELEPAYUATOS TOV HVOKOPSIOV, TNG
CUUTTOUATIKNG CULPOPNTIKNG KAPSIOKNG OVETAPKELNS, TOV OPTNPLUKDV 1| AERIKOV
OpoppospPorikdv emelcodiov ()., TVELUOVIKT| EUPOAT, ayYEOKO EYKEPAUAKO EMEIGOII0,
CUUTEPTAOUPAVOUEV®Y TOV TOPOSIKOV IGYUUIKODY EXEGOSIMV) 1 TOV KAVIKA GNUAVTIKOV KOIALLK®V
appLOdVY amokieioTnKoy amd TIG KAMVIKEG HEAETEC. ¢ €K TOVTOV, OeV £)EL TEKUNPLOOEL | aopilEL
tov apalutamide e avtovg ToVg acbeveig. Edv to Erleada cuvtayoypagnfei, o1 acBeveig pe kAvikd
OMNUOVTIKN Kapdlayyelakn voso Ba mpémel va mapakolovfovvtal yio Tapdyovteg Kivovvov Onmg
vIEepyoANGTEPOLUILia, VTEPTPLYAVKEPLOALLiO 1) AAAES KapdlopeTafoltké drotapayec (PA.
mapdypoeo 4.8). Ot acbeveig Oa mpémel va Aapupdvovv Bepameia Yo 0TS TIC KATAGTACELS, EPOGOV
amorteitol, petd v Evapén tov Erleada, cOppmva pe tig kabiepopéveg cuotdoelc Oepaneiog.

H Ogpameio otépnonc avdpoydvev umopsi vo topotsivetl to didotnuo QT

e aoBeveig [ie 10TOPIKO 1 TAPAYOVTES KIVOLVOUL Yo TapdTacT) Tov dtaotipatog QT, kabmg kot ot
acBeveic mov AapPavouy TovTdypPOve PAPUOKEVLTIKA TPOIOVTO TO OTTOL0 EVOEYETAL VO TOPATEIVOVV TO
dwonua QT (BA. mapdypago 4.5), ot wtpoi Ba mpémel va aEloAoyodv TNV avaroyic opELOVS-
Kvduvou, cupmeptlapfoavoprévng g mihavotntag ELeAavions Kothakng Tayvkapdiog dikny pumidiov
(Torsade de pointes) wpwv v évapén tov Erleada.

2oBopéc Aepuotikéc AvemBountec Evépyeiec (SCARS)

Avoopéc SCARs petd v kuklogopio, GUUTEPIAAUPAVOUEVOY QUPUAKEVTIKNG OvVTIOpAoS e
noowoPiiio Kot cvotnpotikd cvurtopate (DRESS) kot cuvépopov Stevens-Johnson/to&ikng
emdeppukng vekpoivong (SIS/TEN), ta omola pmopet va givor ametAntikd ya tn {on 1 avatneodpa,
&yovv mapatnpnbdei oe cuoyétion ue ™ Oepancio ue Erleada (PAémne mapdypago 4.8).

Ot acBeveic TPEMEL VO EVILEPMDVOVTOL GYETIKA LE OUELN KOl CUUTTOUATA TTOV VTodNA®@vovy DRESS
N SIS/TEN. Edv mopatnpnodv avtd to courtdpata, to Erleada Oa mpénel va dlakomel apécsmg Kot ot
aocBeveic Oa mpémel va avalnTnoovy GuUeoT) WITPIKT GLUPOVAT.

To Erleada dev mpémet va Egkvd, ek véov oe acBeveic mov mapovsiocav DRESS 1§ SJIS/TEN
omoladnmote oTiyun evoocw AduPovay Erleada kot 0o pémet vo e&etaletan 1o evoeyoOuevo

evaAlokTikng Bepamneiog.

Abdpeon vevpovorddeia (ILD)

epotatikd ILD éyovv mapatnpnbei o acbeveic mov éhafav Oepaneio pe apalutamide,
ocvumeptioppavouévav davatnedpov TEPIoTATIK®Y. X tepintmon ofeiog Evapéng kavn aveEnynmge
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EMOEIVOONG TOV TVEVHOVIKAOV CUUTTOUATOV, 1| Oepameio pe apalutamide Oo Tpémel va dokomTeTOL
TPOCOPLVA EV AVOLOVT TEPAULTEP® SLEPEVVIOTG QVTMV TOV SVUTTOUATOV. Edv dtoyveootel ILD, to
apalutamide Qo mpémet vo, dlakdOTTETOL OPIOTIKA Kot Vo EeKva KatdAANAN Oepomeia, mg eivoat
amapaitnto (PA. mapdypoo 4.8).

"Exdoya

AVTO TO PUPUAKEVTIKO TPOTOV TTEPLEYEL AYOTEPO ard 1 mmol vatpiov (23 mg) otn doon Tov 240 mg
(1 dwokio), elvar awtd OV ovopdovpe «elebBepo vatpiovy.

4.5 Almiemopdocseig pe GAA0 QUPRUKEVTIKE TPOTOVTO KO GAAES HOPPES aAANAeTiOpaONG

H amoPfoAn tov apalutamide kot 0 oyNUOTIGHOG TOV dpaoTikod petafolritn Tov, N-desmethyl
apalutamide, pecoiafeital and ta CYP2CS kot CYP3A4 oe mapdpotlo Pabud otnv otabdepomompuévn
KATAOTOOT). AgV OVOUEVOVTOL KAIVIKG OTUOVTIKEG LETABOAEG OTI GUVOAIKT £kBEoT AOY®
OAANAETIOPOOTC TOL PapLAKoL e avaoToAeig 1] emaywyeig tov CYP2C8 1 tov CYP3A4. To
apalutamide givor emaymyéog evEOU®OV KOl LETAPOPEDY KoL UTOPEL VO, 00N YNGEL 6 adENGT TNG
moBOANG TOAADV QPOPUUKEVTIKDOV TPOIOVI®V EVPELOG YPOEWDC.

AvvnTikn enidpoon GAA®V QAPLOKEVTIKAOV TPoidvTteVv otnV £kbeon oto apalutamide

Dapuarevtird mpoiovro, mov avaoctéilovy o CYP2CS

To CYP2C8 dadpopatilel poro otnv amofoAn tov apalutamide Kot 610 GyNUATIGUO TOV OPACTIKOD
HETAPOAITN TOL. L€ Lol LEAETT] POPUAKEVTIKNG OAANAETIOPOONG, | Cmax TOL apalutamide peimOnie
Kkatd 21% evod 1 AUC avénbnike katd 68% petd t ovyyopnynon epdmroé 06ong apalutamide 240 mg
pali pe yepeiPpolidn (toyvpog avactoréag Tov CYP2CS). Avagopikd pe To SPACTIKA TUNUOTO
(Opotopa apalutamide Kot TPOGUPLOCUEVOL M TPOG TN SPACGTIKOTNTO dPAGTIKOD UETAPOAITN), N
Crnax peiddnke xkotd 21% evd 1 AUC avéndnke katd 45%. Aev anotteiton Tpocapoyn TG apyikng
doong otav 1o Erleada cuyyopnyeitar pe évav 1oyvpo avaotoréa tov CYP2C8 (m.y., yeneipoliln,
Khomdoypéln), motdco, O Tpémel va e€etaletal To evoeyouevo peimong tg 06ong tov Erleada pe
Baon v avoyn (PA. mapdypaeo 4.2). Ot mot 1 pérpiot avactoreic tov CYP2C8 dev avapéveton va
ennpedoovv v £kbeon oto apalutamide.

Dapuarevtird mpoiovro, wov avaoctéilovy o CYP3A4

To CYP3A4 dwdpapatifel poro oty amofoin Tov apalutamide Kot 6TO GYNUATIGUO TOV dPUGTIKOD
UETAPOAITN TOV. Tg pa LEAETT QUPUAKEVTIKNG OAANAETIOPOONG, 1 Cmax TOL apalutamide peimOnke
Katd 22% evod 1 AUC fjtav mapopola petd m ovyyopnynon Erleada wg epdna d6om 240 mg pe
rtpaxovaloan (1oyvpdc avaotoréag tov CYP3A4). Avagopikd e to dpaotikd tufuota (dOpotoua
apalutamide Kot TPOGUPLOCUEVOL MG TPOG TN SPACTIKOTNTA dPaCTIKOD UETABOAITN), N Cmax HEIDONKE
Kkatd 22% eved 1 AUC ftav mdA mopdpoto. Agv amoiteiton Tposaproyn g apyikng d0ong otav 1o
Erleada cuyyopnysiton pe évav woyvpo avactoréa tov CYP3A4 (m.y., keTokovaloAn, pitovafipn,
KhapiBpopvkivn), o660, o mpénel va eEetdleTon To evdeyduevo peimong g d6ong tov Erleada pe
Baon v avoyn (PA. mapdypago 4.2). Ot acBeveig 1 pétprot avactoreic Tov CYP3A4 dev avapévetan
va ennpedoovy v £kbeon oto apalutamide.

Dopuoxevtird mpoiovra wov exdyovy 1o CYP3A4 1§ to CYP2CS8

O1 emdpaoceig Tov eraymnyéwv Tov CYP3A4 1| tov CYP2CS8 ot papuakokivntik tov apalutamide
dev &rovv afloroynBei in vivo. Me fdon ta amoteEléopata TG LEAETNG QOPUAKEVTIKNG
oAnAemiopaong pe wyvpd avactoréa Tov CYP3A4 1 ioyvpd avactoréa tov CYP2CS, ot emaywyeig
tov CYP3A4 1] tov CYP2C8 dev avopévetat va £(ovv KMVIKG GYETIKEG ETIOPAGELS GTNV
QOPUOKOKIVITIKT TOL apalutamide Kot TV SpacTIKOV TUNUATOVY KOl GUVETMS OEV AmOITEITOL
Tpocapuoyn e do6ong dtav 1o Erleada cuyyopnyeitar pe enaymyeic tov CYP3A4 1 tov CYP2CS.
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Avyntikn enidpoon tov apalutamide otnv £kbeom o€ AALL QOPUOKEVTIKA TPOTOVTA,

To apalutamide givor évog 1oyvpdg enaymyéag eviOpmy kat ovéavel T ovvleon oAbV eviOU®Y Kot
UETAPOPEMV. ZVVETMG, OVUUEVETUL AAANAETIOPOOT) LUE TOAAA POPUAKEVTIKG TPOTOVTA EVPELNG
YPNoEWS T omoia gival vrooTpopata evidpwv N petapopeic. H peimon otic ouykevipdoelg 6to
TAQC O UTOPEL VO EIVOIL ONUOVTIKT KO VO 001 YT|CEL € OMAOAELN 1 LEIMOT] TOL KAVIKOV
amoteléouartog. Emiong, vmdpyet kivouvog avénuévng civBeong Tav dpacTIK®V UETAPBOATOV.

Eviouo. mov uetofforilovv papuoxo.

In vitro pelétec £xovv dgiéel 6TL T0 apalutamide kot to N-desmethyl apalutamide eivon pétpiot €mg
woyvpoi eraywyeig tov CYP3A4 xar CYP2B6, pétprot avactoreig twv CYP2B6 kot CYP2C8 kot
aoBeveic avaotoreic tov CYP2C9, CYP2C19 ka1 CYP3A4. To apalutamide kot to N-desmethyl
apalutamide doev emnpedlovv Ta CYP1A2 kot CYP2D6 c¢ Ogpamevticd oyetikég ocvykevipmoelc. H
enidpaon tov apalutamide og vrootpodpata tov CYP2B6 dev £xel a&loroynOel in vivo Kot 1o TEMKO
amotédeopa ivan ent Tov TaPOVTOG Ayvmato. Otav to vrootpdpota Tov CYP2B6 (.., epafipévin)
yopnyovvtot pe to Erleada, O mpémet vo, yiveton mapakoiovdnon yuo avemBOuntec evépyeleg Kt
a&l1oAdYNoN Y10 OTAOAELY OTOTEAEGUATIKOTITAG TOV VTOGTPMUOTOS KO EVOEXOUEVMG VAL ottt fovy
TPOCUPUOYEC TNG OOGTG TOL VITOGTPMUATOS TPOKEUEVOL VO, ST pnBohV 01 PEATIOTEC GUYKEVTIPAOGELS
0TO TAAGLO.

e avBpamoug, o apalutamide givar woyvpog eraymyéog tov CYP3A4 kor CYP2C19 kot acBevig
enoyoyéag tov CYP2CI. g o perétn @apuaKevTikng oAANAETiopacng oty onoio
¥pPNOLoTO0NKE TPOGEYYIoN HElYUaTOG, | GLYYOoPNYNoN Tov apalutamide pe epdmal and 6TOUATOG
d0o¢glg evaicntov vrootpopdTev Tov CYP 0dnynoe oe peiwon katd 92% g AUC g pidalorapng
(véotpopa tov CYP3A4), peiowon katd 85% g AUC g openpaldoing (vrdotpmua Tov
CYP2C19) xon peimon katd 46% g AUC g S-Papeapivng (vroctpoua tov CYP2C9). To
apalutamide dev Tpokdiece KAVIKA GNUAVTIKEC LETAPOAEG 0TIV EKOECT] GTO VIOGTPMLLOL TOL
CYP2CS8. H tavtoypovn ypnon tov Erleada pe pappakevticd tpoiovra to onoio petafoAilovron
Kkuping omd to CYP3A4 (n.y., dapovvafipn, perodimivn, woaloidun, cipupfactotivn), o CYP2C19
(m.y., dSwolemdun, openpaloin) | to CYP2CI (w.y., Papeapivn, patvutoivn) uropet va 0dnynoel og
YOUNAOTEPT £KBEON OE QVTE TOL PAPUAKELTIKA TPOIOVTO. ZUVICTATL OVTIKATACTOCT) QUTMV TOV
QOPUOKEVTIKAV TPOIOVI®V OTOV ivor epikTd 1 Ba Tpémel va dievepyeitatl a&loAdynon TG AmMAELNG
NG OMOTEAEGLOTIKOTNTOG GV GuveyileTOL 1) YOPNYNOT| TOV PAPUAKELTIKOV TTPoiovTog. Edav 1o Erleada
yopnyeitan poli pe Papeapivn, to INR Oa mpénet va mapakorovbeiton katd tn didpkeia g Bepameiog.

H enaywyn tov CYP3A4 and to apalutamide vrodnimvel 6t 1 UDP-yAvKovpovoGuA-Tpave@epdon
(UGT) pmopei emiong va endyetal LECM TNE EVEPYOTOINGTG TOL TVPNVIKOV VT0d0YEN. X TOV
npeyvaviov (PXR). H cuyyopniynon tov Erleada pe pappoakevtikd tpoidvta mov givol vTootpdpoTo
g UGT (.., Aefobupo&ivn, Parmpoikd o&v) umopel va 0dnynoet g yaunAdtepn £kbeon ce avtd Ta
QopurakeLTIKG Tpoidvrta. Otav vrootpodpata g UGT cvyyopnyovvral pe to Erleada, Oa npémel va
yiveTar a&loAdYNoN Y10 OTOAELN OTOTEAECUATIKOTITOG TOV VITOGTPDUOTOG KO EVOEYOUEVMS VOl
amartn0ovv TPooapUoYEG TNG HOCTG TOL VTOCTPMUOTOS TPOKEEVOL Vo, d1atnpnBodv ot BEATIoTEG
GUYKEVTPMGELS GTO TAAGHAL.

Merapopeic popudrwv

e KAMviko mhaiclo, katadeiyOnke 6t1 o apalutamide eivan acBevig enaymyéag e P-yAvkompwteivig
(P-gp), g Tpwteivng avtiotaong otov Kapkivo tov poaotod (BCRP) kat tov moivmentidiov
petapopdg opyavikav avioviov 1B1 (OATP1B1). Mo pehétn @oprOKEVTIKNG CAANAETIOpaoT| OTNV
omoia EQuPUOCTNKE TPOGEYYIoN UelyroToc, £0e1ée OTL 1| cuyyopTynon Tov apalutamide pe epdmal amd
OTOUATOG 0OGELG EVAICHNTOV VTOGTPOUATOV LETAPOPE®MY 001N oE o€ peiwon katd 30% g AUC g
oe&opevadivng (vdéotpopa g P-gp) kan peiwon katd 41% g AUC g pocovPactativng
(vméotpopo tov BCRP/OATPIB1), aAld dev giye kapio exidpacn ot Cmax. H TODTOYpOVY YpTioN
tov Erleada pe appoxentikd tpoidvra wov givol vrostpdpotoa e P-gp (m.y., kodyikivn, ete&ihkn
dapryatpdvn, dryo&ivn), tng BCRP 1 tov OATP1IBI1 (1., Aanatwvipmn, pebotpe&an,
pocovPoctativn, pemayAvidn) uropel va 00N yNnoeL o€ Yauniotepn kOeot 6€ aVTA TO PUPLOKEVTIKA
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npoiovta. Otav cvyyopnyovvtal vrootpopata tg P-gp, tng BCRP 13 tov OATP1B1 pe 1o Erleada,
Oa mpémel va yivetar 0E0AGYNOT Y10 OTMAELNG ATOTELEGUATIKOTITOS TOV VITOCTPAOUATOS KOl EQV
ovveyileTal 1 YopNYNo”M TOL PAPUAKEVTIKOD TPOIOVTOG KO EVOEYOUEVMS VO aotnOobV TPoGaproYEG
NG 0OGNC TOL VITOCTPAOUATOS TPOKEUEVOD VoL S1aTnpn0ovv o1 BEATIOTEG GVYKEVIPADGCELS GTO TAUCHLAL.

2Opeova e in vitro dedopuéva, dev UTopel va anokAEloTel 1 TOOVOTNTO OVAGTOANG TOV UETAPOPED
opyavik®v katoviov 2 (OCT2), tov petapopéa opyovikdv ovioviov 3 (OAT3) kot twv petapopinv
eEnOnong moAhamiodv eappakav Kot toSivav (MATE) and to apalutamide kot tov N-desmethyl
petafoiitn Tov. Aev mapatnpnbnke avacToAr TOV HETAPOPLD OpYavIKOY avioviov 1 (OATL) in vitro.

Avéloyo tne GnRH
e aoBeveic pe mHSPC mov AduPovay o0&k Agvaporion (éva avaroyo tg GnRH), n cuyyopnynon
ue apalutamide dev iye kapio eppavn enidpacn oy ékbeor 6t AeLTPOAION o€ oTadepomomuévn

KOTACTAOT).

DapLOKEVTIKE TPOiOVTO TOL TapaTeivovy To ddotnuo QT

Kabmg 1 Oepaneio amokAeiopod avdpoydvev propei va mapateivel 1o didotnua QT, Oa npénet va
a&lohoyeital TpooekTikd 1 TawToYpovn ¥pNon Tov Erleada pe @apuaxevtikd tpoiovia mov eivat
Yoot 6Tt Topateivouy 1o didotnua QT 1 poprakevTIkd TPOIOVTH TOV £YOVV T1 SLVAUTOTNTO VO,
endyovv Kooy Toyvkapdio diknv putidiov (Torsade de pointes) 6mwg ta avTioppLOLIKA
QUPUAKEVTIKG TPOTOVTa TAENC TA (.., Ktvidivn, dicomvpapion) f taéng I (7., apumdapovn,
GOTAAOAT, SOQETIAOT, 1POVTIAION), N nebadoVN, N no&ipAro&acivn, To avTyLy®OIKd (7.Y.,
olomepdoAn) kKA. (BA. mapdypapo 4.4).

Toudrorpikdc TAnOvoude

Meléteg ardnienidopaong Exovv Tpaypatonombel povo oe evniikovg.
4.6 T'ovipétnTo, KONON KOl YoAOVYid

AvTIcOAN YN 6€ AVOPEC KOL YOVOIKEC

Agv givan yvooto gdv to apalutamide 1 o1 perafolriteg tov givon Ttapdvia oto onéppa. To Erleada
umopel va givan emProféc yuo éva avantuocopevo Euppvo. Ipokeévou yia acbeveig mov Exovv
0€EOVOMKT ETAPT LLE YOVOIKEG UE SVVATOTNTO CVOTAPAYWOYNS, TPETEL VO YPT|CULOTOLEITOL
TPOPLAOKTIKO Kol pio emmAEoV UEH0S0G AVTIGLAANYNG VYNANG ATOTEAEGUATIKOTITOC KATE, T
dudpkela g Bepameiog kot yio 3 piveg petd v tedevtaio d6omn tov Erleada.

Kvnon
To Erleada avtevdeikvotar og yovaikeg mov givor 1 evoéyetat va peivouv €ykveg (BA. mapdypagpo 4.3).
Bédoet piog pelémg avamopaymyne o€ {do Kot Tov unyoavicpuov dpaong tov, to Erleada pumopei va

TpoKaAEcel BAAPT oTo EuPpvo Kot amdAELD KONoNG OTaV YopnyEitan o€ £YKVO Yuvaika. Agv VITapPYOLV
dwbéoipa otoryeia amod tn xpnon tov Erleada o éykveg yuvaikec.

OnAacpog
Agyv gival yvooto gdv to apalutamide/ot petafoliteg Tov amekkpivovtal 6To UNTpKod yoio. Agv umopei

va amokAgloTel Kivouvog yia To mtoudi mov Onialet. To Erleada dgv mpémet vo ypnopuonoteitol Kot ™
dugpkela Tov OnAacpod.

Tovipémro

Me Baon peléteg oe {da, to Erleada pmopet va peudoet ) yovipodtnta o€ dvopeg pe dvvatotntao
avamoapoy®yng (BA. mapdypago 5.3).
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4.7 Emodpaosig 6TV IKOVOTNTO 001]Y1|6NG KL YEIPICHOD PNy OVILATOV
To Erleada dgv éxel kopio 1 el apeintén exidpacn oTNV IKOVOTNTO 0ONYNONG KOl XEPIGHLOD

pnyovnudtov. Qotoco, Exovv avapepbel emAnmtucég Kpioeig og acbeveic mov Aappdvovv Erleada. Ot
acBeveig B TPEMEL v EVIILEPDOVOVTAL Y10 TOV KIVOLVO 0UTO GE GYECT LLE TNV 001yNOT 1] TOV XEIPIGUO

UNYovnUaToy.

4.8 AvemOOunteg evépyereg

IIepiinyn Tov Tpo@il ac@dAelog

O1 o ovyvég avemBounTeg evépyeleg eivorl kommon (26%), deppotikd eEavinua (26% omotovdnmote
Babpov xar 6% Babpov 3 1 4), veéptaon (22%), £€aym (18%), apBpaiyia (17%), sidppoia (16%),
ntoon (13%) kor peiowon copatikod Bapovg (13%). AAhec oNUAVTIKEG OVETIBOUNTESG EVEPYELES
nmepriapfavouv katdypota (11%) ko vroBvpeoediond (8%).

Kotdloyoc ovemBountmv eVEPYELDY GE LOPPT) TTIVOKO

O1 avemBduntec evépyeleg oL TapaTNPNONKAY KATd TN S1GPKELD. KAVIKOV UEAETOV KOUT KATH TNV
gumelpio petd v KukAogopia mapatifeviot TapakdTo ovd katnyopia cuyvoTTag epeaviong. Ot
Katnyopieg ovyvotnTag epeaviong opifoviat wg akolovdwg: Todv cvyvég (= 1/10), cvyvég (= 1/100
¢w¢ < 1/10), 6y ovyvég (= 1/1.000 €wg < 1/100), omdvieg (> 1/10.000 émg < 1/1.000), TOAD cmdvieg
(< 1/10.000) ko un yvooTég (1 ovyvoTnTa EUEAVIoNG gV umopel vo ekTiunOel pe Baon ta dabéciua
dedopéva).

Evto¢ ka0g kotnyopiog cuyvotnTog EUPAVIONS, Ol avemBOUNTEG evEpYElEg TopatifevTal KaTd
eBivovca oelpd coPapdtnrac.

Hivaxog 1: AvemOBounTeg evEPyELEg

Koatnyopia/Opyaviké Tdotnua Avem@ountn evépyslo Kol cuyvoTNTO ERPAVIONS

AwTapay£s TOL EVOOKPIVIKOY GUGTHNATOS | GuyVvEC: vtofupeoeldionoc”

Awtapayéc Tov peTaforiopov Kot g TOAD oLYVEG: LELUEVT Opein

0péyng OLYVEG: VITEPYOANCTEPOALLL,
VIEPTPLYAVKEPIOALIN

AWTopayES TOV VELPIKOD GLCTINATOG OLYVEG: SUGYELGIN, IOYOUIKES SLOTAPAYES TOV

ayyeiov Tov eykediov?

Oy oLYVEG: emANTTIK kpion! (BA. Tapdypapo 4.4),
oLVOPOLO OVIIGLY MV TOJDV

Kaopowkég owatapayéc oLYVEC: 1GYAUIKT Kopdlomddeia®
un yvooTtés: mapdtact tov daotipatog QT (BA.
napoypdeovg 4.4 ko 4.5)

Ayyerokég drotTapayés oD cuyvég: €y, VIEPTAOT

AvamveveTikEg, 0opaxikéc dratapaysc un YvooTéc: didueon mvevpovornddeios

KoL 0w topoyés pecofwpaxiov

AwTapay£ TOL YOSTPEVTEPIKOD TOAD cuyvEG: dtdppota

AwTapay£s TOV dEPNATOS KOL TOV TOAD cLYVEG: deppoTikd eEGvOnua’

VTOO6PLOV LGTOV OLYVEC: KVNGOUOG, QAMTEKIN

U1 YVOOTES: QUPUOKEVLTIKN avTidpaon Le
NOGWOPIAMO KOl GUGTILOTIKO GUUTTOUOTOL
(DRESS)®, cvvdpopo Stevens-Johnson/to&iky
emdepukn vekpoivon (SJIS/TEN)

AWTapay£S TOL HVOGKELETIKOD TOAD ovyvég: Katayua, apBpoiyio
GUGTI|LOTOS KU TOV GUVOETIKOD 16TOV oLYVEG: PViKkOG omaoUdg

I'evikéc droTapayéc KoL KUTAOGTAGELS TG TOAD GLYVEC: KOO

0909 yop1iynong
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Hopoxvikég e€eTdoglg TOAD GLYVEC: UELOMUEVO CMUATIKO BAPOg
Koxdosgig, onintnprdcsic ko emmrhokég TOAD CLYVEG: TTOOM
0£pUTEVTIKQAV YEPIGUOV

o

Iephappdaverar vmobvpeoetdiopde, avénuéva eninedo OVPE0EBOTPOTOV OPUOVNG GTO aipa, petmpévn Bupoivn,

avtodvoon Bupeoeditida, peiwpévn erevbepn Bupo&ivn, petopévn Tpumdodupovivn

B IepthapPdveror Tapodiko 1GYoIKO ETEIGOO10, OYYEIKO EYKEQPOAKO ETEIGOF10, S10TOPMYT TV AYYEI®Y TOV
EYKEPALOV, LIGYOLUIKO OYYEIOKO EYKEQUAIKO EMEIGO10, OPTNPLOCKANPVUVCT KAPAOTISAG, GTEVOGT KOPOTIOOG,
nuapeon, fobplotd Euepaxto, BoOprwTd ayyelkd eYKEQPOAKO ETEIGOF10, OpOUPmTIKO EYKEPAMKO ELOPUKTO,
OYYELOKN EYKEQAAOTAOELL, EULOPOKTO TOPEYKEPAMBUC, EYKEPAALKO ELPPAKTO KOL EYKEQOALKY oYL

7 TeprapPbverl ddykmpa Te YAOGGHG

[eprappdver oTnOayyM, aotadn otnOayym, Epepaypa Tov puokapdiov, 0&0 Euepaype Tov pookapdiov, amdepacn

oTeQavioiag aptnpioc, oTéveon oTepaviaiog aptnpiog, 0&H 6TEQPOVINio GUVOPOLO, OPTNPLOCKANPVVOT] GTEPOVIOING

apTNpiog, SOKIUAGIN KOTMOEMG U1 PLGIOAOYIKT], AVENUEVT] TPOTOVIVT|, IGYOLLI0 TOV HLOKAPSIOV

BAéne «Agppatikd e&avOnpoy otnv evotnta «Ileptypapr] emAeypévev avembOuNToOV EVEPYELOV»

¢ BMne mapdypago 4.4

T TepihapPavetar KGTaypo TAEVPOV, KETOYHO 0GPUIKOD GTOVSHAOL, GUUTIEGTIKG KATAYLO GTOVOLAKAG GTHMG,

KATOyHLo 6TTOVOVAIKNG GTHANG, KATAYLLO AKPOV TOdOS, KATAYLO oY {0V, KATayHo Bpayldviov 06ToL, KATayLa

Owpakicod 6movdLAOL, KATaya Ve AKPOL, KATAYLLO lEPOD 0GTOV, KATOYLO AKpag xeipag, kdtaypa ntkod 06100,

KATOYLLO KOTOANG, KATOYLLO 0GTPOUYAAOL, GUUTIEGTIKO KOTAYLLO, KATOYLLO TAEVPKOV YOVOPOL, KATAYLLO 0GTOV TOV

TPOGMOTOV, KATOYLO KAT® GKPOV, 0GTEOTOPMTIKO KATUYLLO, KATAYLLO KOPTOV, AITOCTACTIKO KOTAYLLOL, KATOYLLO

TEPOVING, KATOYUO KOKKVYO, KATOYUO TUEAOV, KATAYO KEPKIBAG, KATOYUO GTEPVOL, KATAYLA 07T VITEPPBOAIKN

EMPAPLYVON, LETATPOVUATIKO KATOYLO, KATAYHA OVUYEVIKOD GTTOVOVAOD, KATOYLLO TOV 0uYEVO, TOV UNPLOioL 06TOV,

KGtoypo kvnune. BAéme napakdto.

IIeprypaen emreyuévmv ovemfountmy EVEPYELMV

Aepuotiro eCavlnuo

To deppoticd e€dvOnua mov oyetiCetan pe to apalutamide meprypdonie cvvilwec mg kKNAMdMOES 1
KNASoPAATIOMmOEC. XT0 deppatikd eEavOnuo teptiapfaveral edvOnua, knidopratidmdeg e&avonua,
yevikevpévo e£avOnua, kvidwor, kynopmoeg eEdvinua, knAdmdeg e&avOnua, enmepukitidoa,
TOAOLOPEO epbONUa, BAoTIOMOEG EAVON O, 0mOPOAId®mOT dépaTOc, EEAVON UL YEVVITIKOY 0pYaV®Y,
gpuinpatddeg eEavonuo, oTopaTITION, EUPUAKELTIKO EEAVOMLLA, GTOUATIKA EAKT), PAVKTOULVMOES
eEavOnua, AvKTavec, PAATIOES, TEUPLYOEDES, O1GPPmOT TOV OEPUATOC, OEPHOTITION KOl KLOTIKO
e&avOnua AvemBounteg evépyeteg deppaticot egavinuotog avaeépinkayv oto 26% twv aclevov mov
E\aPav apalutamide. BaOpov 3 depuatikd eEavOnuato (opiotnkay og ekeiva mov kaAvmtovy > 30%
g emipavelog copotoc [BSA]) avaeépnkav pe t Oepamneia pe apalutamide 6to 6% TV acbevav.

O d1Gpecog xpovoc £m¢ TV eppdvion deppotikon eavOnuatog ay 83 nuépeg. Xto 78% tmv
acBevav to eEAvOnuUa amEdpaLE, (e O1AUETO YPOVO £MC TNV 0Todpoun 78 NUEPES. TTU POPUAKEVTIKA,
TPOTOVTA TOV YPNGILOTOONKOY TEPIAAUPAVOVTOY TOTIKA KOPTIKOGTEPOELDT], OO GTOUATOG
avTUSTOUVIKA Kot 1o 19% tov acbevdv Eafov GUCTNUATIKE KOPTIKOGTEPOELDT. XTOVG 0oeVEIC e
deppatico eEavinpa, 1 d6on d1ekdnn oto 28% TtV achevav Kot eratt@bnke oto 14% tov acbevav
(BA. mapdaypoeo 4.2). To deppatikd e&avOnua eraveppaviotnke oto 59% tov aclevdv 6Tovg 0moiovg
Tpaypatomodnke Tpocwpivy dtokom g 60omng. To depuatikd e&avOnua 0dnynoe og dloKom TG
Oepamneiog pe apalutamide oto 7% TV acBevav mov EPEAVIGOY depLOTIKO eEAvOTULaL.

TTtooeig ko katdyuato

> peiétn ARN-509-003, kataypo avapépdnke oto 11,7% tov aclevaov mov édafov apalutamide
ka1 67to 6,5% TV acbevdv mov Eafav eiovikd eappako. Ot ool acbevelg eiyav ttdon péoa oe
dlonuae 7 nUep@V TPV omd TO KATOYUA Kot 6TIG 000 opddeg Oepaneiag. [Ttdoelg avapépdnikay oto
15,6% t0v acbevav mov éhaPav apalutamide, évavtt 9,0% tov acBevaov mov EAafav slkovikd
oapuaxo (PA. mapdypapo 4.4).

loyouuikn kapoomaOsio ko 16YOLUIKES OLOTOPOYES TV QYYEIDV TOV EYKEPALOD

e pia toyoromompévn perétn (SPARTAN) oe acBeveig pe nmCRPC, woyopikn kapdiomddeia
gppaviotnke oto 4% tov acbevav mov Erafoav Bepaneia pe apalutamide kot 610 3% TtV acbevodv Tov
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EhaPav eucovikd papuaxo. Xe pia toyotomompévn perétn (TITAN) oe acBeveic pe mHSPC, 1oyonpuxn
Kkapdlondabeio epeavioTnke 610 4% TtV acbevov mov Ehapav Bepaneia pe apalutamide kot oto 2%
TV acevadv mov Ehafav ekovikd eappoko. Luvolikd, otig perétec SPARTAN kot TITAN,

6 acbeveig (0,5%) mov élafov apalutamide ka1 2 acOeveic (0,2%) mov Elafav etkovikd PapuaKo
anePiooay Aoy 1oyopukng kapdionddetog (PA. mapdypopo 4.4).

> perét SPARTAN, pe pia diapeon éxbeon 32,9 unvov yio, to apalutamide kot 11,5 unvav yua to
EIKOVIKO PAPKOKO, IOYOUKEG SLOTAPUYES TOV AYYEIDV TOV EYKEPAAOV gppavioTnkay oto 4% TV
acBevav mov Elafav Oepameia pe apalutamide kot 6to 1% TtV acBevodv mov Erafav eKovikd
eappako (PA. mapomavm). T pedétn TITAN, ioyopkég datapayés TV ayyeimv TOL EYKEPGAOV
gupaviotnkoy og Tapoduole ovoloyio 6tovg acbeveic otic opddec tov apalutamide (1,5%) kot Tov
govikob eoppakov (1,5%). Xvvorikd, otig peréteg SPARTAN kot TITAN, 2 acBeveig (0,2%) mov
£\oPav apalutamide kot kavévog omd Toug acbeveig mov EAafoav sikovikd appako anepinoay Ady®
IOYOLUKNAG SLOTOPUYNG TOV 0yYElmV TOV gyKeAAOL (BA. mapdypoo 4.4).

YroOvpeoeidiouog

YroBvpeoediopog avapépinke oto 8% tmv acbevav tov élafav apalutamide kot oto 2% TtV
acBevav mov Elafoyv eikovikd eappako, pe Bdon Tig a&loAoynoelg TG BupeogldoTpOTOL OPUOVIG
(TSH) avé 4 unqveg. Aev mapatnpninkayv avembounteg evépyeteg Babuov 3 1 4. Yrnobvpeoediopnog
gupaviotnke oto 30% tv acbevav mov Adupavay Non Bepameio vIokatdoTacng Tov Bupeoeldovg
670 okélog Tov apalutamide kot 6t0 3% TV AGHEVOV GTO GKELOG TOL EIKOVIKOD QOPUAKOV. XTOVG
acBeveic mov dev AauPavav Bepomeio viokatdoTaong ToL BuPEOEIBOVE, VITOBVPEOEIBIGUOG
gupaviotnke oto 7% 1oV acbevav mov Elafov apalutamide kot 610 2% TV acbevadv wov Erafav
€KOVIKO @dpuaxo. Otav gvdeikvotal KAMvVIKE, Tpémel va Eekvd Oepameio VTOKATAGTACNG TOV
Bupeoc1doic 1| va Tpocapudletal n d6on g (PA. mapdypapo 4.5).

Avopopb TOavoroyoOUEVOV aVETIOOUNTWOV EVEPYELDV

H avagopd mbovoroyobuevoy avemBOunTmy vEPYEL®Y LETO AmO TN YOPNYNOoN GOENS KLUKAOPOPING
TOV QUPUAKELTIKOD TPOidVTOC elvan onpavtikn. Exttpénet tn cuveyn mapakolovdnon e oxéong
0PEALOVC-KIVOVVOL TOV PUPHOKEVTIKOD TPOTOVTOC. Znteital and Tovg enayyeALaTies vyeiag va
avaPEPOLY OTTOIEGONTOTE TOUVOLOYOVEVES OVETIOVUNTEG EVEPYEIEG LEC® TOV £BVIKOD GUOTNUATOG
ovopopds Tov avaypdeetor oto [Hopdptnua V.

4.9 Ymepdooolroyia

Agv vtapyel Yvwoto £101K6 ovTidoTo Yo TV vePdocoAoyia we apalutamide. Xe mepintmon
vrepdocoroyiag, 1 Oepaneia pe Erleada Oa mpémetl va drokomtetan kat Oa npémet va Aappdvovia
YEVIKO DTOGTNPIKTIKA UETPOL EMG OTOV TEPLOPIOTEL 1 0modpdpel 1 KAvikn To&ikotnta. [1pog To mapov

dev &yovv TapatnpnOel avembOunTeg evépyeleg o mepintwon vepdocoroyiog. AvTtég ot avemBOuNTEG
EVEPYELEG aVALEVETAL VO £IVOL TAPOUOLES LE EKEIVEG TTOV AVAPEPOVTAL GTTV TOPAYPaPo 4.8.

5. DOAPMAKOAOT'TKEX IAIOTHTEX
5.1 @oppokodvvopIKES 1O10TNTES
Doppokobepanevtikn katnyopio: Evdoxpivikn Oepaneia, avii-avdpoyova, kwdikog ATC: LO2BB0S

Mnyovicpnoc dpdong

To apalutamide givot €évog 0md GTOLOTOC YOPTYOVUEVOG, EKAEKTIKOG OVOGTOALNG TOL VTOSOYEN TV
avdpoyovev (AR) mov cuvdéetar anevbeiag oty meployn déopevong cvvdét tov AR. To
apalutamide amotpémel TNV TupNVIKN petatonion tov AR, avaotédliel T obvdeon e to DNA,
eumodilel ) pecorafoivpevn omd Tov AR petaypaen kot dev £yl OpAcT) Ay®VIGTY| TOV VTOS0YEN TOV
avdpoyovmv. H Bepomeio pe apalutamide peidvel Tov TOAATAAGIOOUO TOV KOPKIVIKOV KUTTUP®YV Kol
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ALEAVEL TNV OTOTTOGT), 0ONYDOVTOG GE LOYVPT OVTIVEOTAAGUOTIKY dpdor). Evag onpovtikog
petafoiitng, to N-desmethyl apalutamide, enédei&e to éva tpito g dpdong tov apalutamide in vitro.

Kopdiaxn nAektpo@ucioroyio

H enidpaon tov apalutamide 240 mg dno& nuepnoing oto didotnua QTc a&loroyndnke oe pia
aVOLYTOV GYESGLOV, UT EAEYXOUEVT], TOAVKEVTIPIKT, EVOG oKELOLG E101KT Y10, To QT pekém oe 45
aocBeveic pe CRPC. v otafepn kotdotaon, n Héylotn péon oAhayn amd TV 0pyIKN KATACTOCT) TOV
QTcF frav 12,4 ms (apeirievpo 90% avatepo CI: 16,0 ms). Mio avaivon ékBeonc-QT vrédeiée pia
e€aptmpevn and ™ cvykévipmon avénon oto QTCF yuo to apalutamide kot Tov evepyod petafoiitn
TOV.

Khlvikn omotelecuotikdTnTo Kot 0cQAAELD

H amoteleouatikdnta Kot 1 acpaieio Tov apalutamide texpunpiodnkay og dvo ®dong 3
TUYOLOTTOIMUEVES, ELEYYXOUEVES LLE EIKOVIKO QApLOKO peAétes, T Merétn ARN-509-003 (nmCRPC)
Kat T Meiém 56021927PCR3002 (mHSPC).

TITAN: Metoorotikog oppovoevaionrog kopkivog tov mpootdty (mHSPC)

H TITAN fjtav pio To)ouomotnuév), SuTAd TOQAN, EAEYYOUEVT LE EIKOVIKO PAPUOKO, TOAVEDVIKN,
TOAVKEVTPIKT] KAVIKT| PeEAETN oty omtoia 1.052 acBeveic pe mHSPC tuyaionomOnkav (1:1) og Aym
gite and oTOUATOG YOpNYoLUEVOL apalutamide otn d6on TV 240 mg dnaé nuepnoing (N = 525) 7
g1KoviKoD eoppakov anaé nuepnoing (N = 527). Olot ot acbeveic amatrtobviay vo, £(ovv TOLAGYIGTOV
pio 00TIKY peTdotacn oto onvinpoypdenua ootdv pe Texvntio?™. Ot acbeveic anoxdeiovtoy av n
0¢om TV petaoctdoemv TePloplloTaY ite GTOVG AEUPAOEVES 1) OTA STALY VA (.. NTOP 1) TVEDLOVOG).
OMot o1 acbeveic otn pehét TITAN érafoav tapaiinio Oepaneia pe avarloyo g GnRH 1 giyav
TPONYOLUEVDC VTTOPAN DL o€ appotepdTAevpn opyektToun|. [lepinov 11% twv acbevav giyav Aapet
mponyovuevn Oepamneia e 000eTaEEAN (TO LEYIGTO 6 KOKAOL TEELTAIN dOOT <2 PNVEG TPV O TNV
TUYOLOTTOINGT KOl SLOTHPTOT TNG AVTATOKPIONS TPV OO THV TLYOLOTOINGN). XT0 KPLTHpLoL
OUTOKAEIGHOD TEPIAAUPAVOVTAY YVOOTEG EYKEQUMKEG UETACTAGELC, TpONYoLUEV Oepameio pe AL
avTL-avopoyova ETOUEVNG YEVIAG (TT.Y., EvioiovTauion), avactoreig tov CYP17 (m.y., o&u
aumpatepovn), avocobepaneia (m.y., sipuleucel-T), padlo@oapprakenTiKovg TapayovTes 1| GALEG
Oepameiec Yo TOV KOPKIVO TOV TPOGTATT, 1] IGTOPIKO EXANTTIK®V KPiGE®V 1) TdOnomn mov pmopei va
dnpovpynoet Tpodidbeon yo emAnmtiky kpion. H daotpopdtoon tov aclevov £ytve pe fdorn
BaBuoroyia Gleason katd tn d1dyvao, TV TPOTYOOUEVT] YP1OT d0GETAEEANG KOt TNV YE@YPAPIKT|
nepoyn. Katdainlot yio coppetoyn ot peiétn nrav ot acbeveic pe mHSPC 1660 vyniov dco kot
younAov eoptiov vocov. H vyniol goptiov vococ opictnke mg eite oTAMYVIKEG LETAGTACEIC KO
TovAdyiotov 1 ootikn BAGPN 1} ToLAGIGTOV 4 00TIKEG PAGPECS, Le TovAdyoTov 1 ootk BAGPN exTdC
NG GIOVOLMKNG 6TAANG N TG TLéAoV. H younAod @optiov vOG0g opiotnKe ®C 1 TOPOVGIN OGTIKNG
PAGPNc(-dv) Tov dev TANPOi(-00V) TOV 0pIord TS VOGOL DYNAOD QOPTIov.

Ta akdlovBa SNUOYPAPIKE GTOLYELN KOt YOPUKTNPICTIKG TG VOGOL TV 060eVAV Katd TV Evapén
ntav wwoppomnuéva petald Tov okeAdv Bepomeioc. H didueon nikia frav 68 £t (ebpog 43-94) kan
70 23% 1oV acBevav Ntav 75 etV kot ave. H guietikn) kotavoun ntav 68% Kavkdsciot, 22%
Aoctdteg kot 2% Mavpot. To 63% tov acBevav eiyov voso vyniov goptiov kot 1o 37% giyov voco
yopmiot eoptiov. To 16% tov acBevav eiyov vrofAndel 610 mapeAdov o yelpovpyikn| eméuPaon,
axtvobepaneio Tov TPooTdTN 1 Kat 6ta dvo. Ot mAstoyneia Tov acbevav eiyav Babuoloyia Gleason
7 1 vymAotepn (92%). To 68% twv acBevav eiyav AdPel oto Taperdov Bepaneio pe Eva avti-
avdPOYOVO TPAOTNG YEVIAS Y10 U1 LETOOTOTIKY VOG0, [Tapoio mov ta, kpitiplo yio Ty avOekTikOTTO
GTOV ELVOVYIGHO Oev Kabopictnkoy Kotd v Evapén, 10 94% tev acbevav mapovciocay PeimoTn 6To
€101K0 TPpooTatiKo avtyovo (PSA) and v évapén g Bepamneiog otépnong avopoyovav (ADT) émg
v Tpmtn 8601 Tov apalutamide 1} Tov ewoviKoD Pappdkov. Orot o1 acBeveis, ekTOg Ao £vay oTNV
OUAadU TOL EIKOVIKOD Qopuakov, lyav Paduoroyia Asttovpyikng Katdotaong katd Eastern
Cooperative Oncology Group (ECOG PS) 0 1 1 xotd Vv €i60d0 61N perén. Xtovg acheveic mov
diékoyav 1 Bepaneio g perétne (N = 271 ywa 1o eikovikd eappoxo kot N = 170 v to Erleada), n
7O GLYVN a1Tico, TG SLKOTNE Kot 6T dV0 okEAN NTav 1 eEEMEN ¢ vooov. ‘Eva peyaidtepo 10606t
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(73%) acBeviv vrd gKoviKd edppoko Ehapav erakdAovdn avtiveomhAacpoTikn Oepaneio € cOyKploN
pe tovg acbeveic mov ElaPav Bepancio pe Erleada (54%).

Ta kOpla pé€tpa EKPaomng TG ATOTEAECUATIKOTNTOG TG LEAETNG TV I cLVOAIKT emmiPimon (OS) kol n
emPioon yopic axtivoroykn eEEMEn (rPFS). Ta aroteléopata yio TNV 0mOTEAEGUOTIKOTNTO, OTO TN
perétn TITAN cvvoyiCovtar otov [Tivaka 2 ko otig Ewcoveg 1 wan 2.

ivaxag 2: XOvoyn TV anoTELECRATOV Y10 TV amoTeleocpaTikOTNTO — [IAN0vopéc mHSPC
pe npdé0eon Oepameiog (TITAN)

Katainktuko onpeio FI\?:?;; Emovglcisq;(;pp Ko
[poTevovca cvvoiikn empioon®

Odvaror (%) 83 (16%) 117 (22%)
Atdipeon emPioon, ppves (95% CI) NE (NE, NE) NE (NE, NE)
Avaroyio ktvddvov (95% CI)P 0,671 (0,507, 0,890)

Ty p* 0,0053

Emkoiportomuévn cuvoMkn smpioon®

Odvazot (%) 170 (32%) 235 (45%)
Atdipeon emPioon, pves (95% CI) NE (NE, NE) 52 (42, NE)
Avaroyia kivddvov (95% CI)P 0,651 (0,534, 0,793)

Twn p**® <0,0001

Empioon yopic axtivoroyun) e£één

EEEMEN g vocou 1 Bévatog (%) 134 (26%) 231 (44%)
Avdpeon, uveg (95% CI) NE (NE, NE) 22,08 (18,46, 32,92)
Avodoyia kivdovov (95% CI)P 0,484 (0,391, 0,600)

Twn p? <0,0001

Avt6 Baciletar oty Tpokabopiopévn evoldpesn avaiveon pe éva S1apecso xpovo mapakolovdnong 22 unvaov.
P H avaroyio Kvdhvov TpoEpyeTal amd SCTPOUATOUEVO HOVTELD avadoYKdV Kivdvvev. H avaroyia kvdvvov < 1
guvoel ™ dpaotikn Oepameio.
Y H ) p mpoépyetar amd tov édeyyo log-rank pe Stactpopdroon pe Béon t Puduoroyioa Gleason katd ) Siéyvoon
(£7 évavti > 7), mv yeoypapwn tepoyn (BA/EE évavtt GA®V Y0p@V) Kot TNV TPONYOLUEVN XP1OT S0GETAEEANS
(Nou évavtt Oy).

o Albipecog xpovog mapakorovOnong 44 unvov.

£ Avt| n Ty p £fvon ovOpAGTIKT, GvTE TG XPHONG Y10l TUTIKES CTATIOTUCES SOKUULEC.

NE=un extyumotun

Kotadeiybnke otatioticd onpovikn Bertimon g OS kot g rPFS otovg acbeveig mov
Toyatomombnkav og Aqyn Erleada og cOykpion pe tovg acbeveic mov Tuyotomomnkay g Aqyn
EIKOVIKOD QOPLAKOV GTNV Tp®mTeEVOVOH ovailvon. Mia entkatpomomuévn avéivon OS devepyndnke
KOTO TN OTIYPN TNG TEAIKNG ovaAvoNnG TG LEAETNG OTav mapatnpnniay 405 Bdvartot pe pia didpeon
mapokorovOnon 44 unvov. Ta aToTEAECUATO QVTNG TNG EMKALPOTONUEVNG AVAAVGTG NTOV GUVETT LE
avtd g Tpokabopiopévng evoldueong avaivong. Katadeiybnke Bertioon oty OS maporo wov o
39% 1oV acbevdv 610 GKELOG TOV E1KOVIKOD PapudKkov Tépacav otn ANy Erleada, pe pia didpeon
Oepaneia 15 unvov oto tépacpa og Erleada.

Mopatnpndnke otabepn Pertioon g rPFS g dhec T1g vroopddec acbevav, couneptiapfovouévov
TV LTOOUAS®V LEe BAcT TNV LYNAOD 1] YOUNAOD POPTIOL VOGO, TO LETAGTATIKO GTASIO0 KATA T
duyvoon (M0 1 M1), v tponyoduevn ypriion 006eTa&EANG (var i oyt), TV nAkio (< 65, > 65 1

> 75 etyv), 0 apykd PSA dvo tov didpecov extmédov (var i) Oyt) Kot Tov aptOpid TV 0GTIKOV
Brofav (< 101> 10).

Mopatnpndnke otabepn Bertiowon oty OS oe OAEG TIC VTOOUAdES acHevDVY, GuuTEPIAAUPAVOUEVOY

TV LTOOUASWV Le BAcT TNV LYNAOD 1] YUUNAOD POPTIOL VOGO, TO GTASI0 PETACTACNG KATA TN
duyvaon (MO 1 M1), kar t BaBporoyia Gleason katd tn didyveon (£ 7 évavtt > 7).
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Ewova 1:  Awdypappa Kaplan-Meier g emkarpomomnpévig covorkiig empionong (OS).
M0vopéc mHSPC pe wpdBeon Ocpanciog (TITAN)
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Ewova 2: Awaypappe Kaplan-Meier g empioong yopig axtivoroyu eE€én tng Nocov
(rPFS). Iin0vopéc mHSPC pe p60eon Ospanciog (TITAN)
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——a—— EIK. gOppoko - - =& ==~ Apalutamide

H Ogpancio ue Erleada 0dnynoe oe 6tatiotikd onpavtikny Kabvotépnon g Evapéng KuTTopoToEkng
Oepaneiog (HR = 0,391, CI=0,274, 0,558, p < 0,0001), £yovtag og amotélecua ™ peimon katd 61%
TOV KIVOUVOL Y10, TOVG GUUUETEXOVTEG 0TO OKELOG Bepameiag £vVavTl TOV GKEAOVG TOV EIKOVIKOD
POPUAKOL.

SPARTAN: My petaotatikog, avOextikog otov evvovyiouo kapkivog tovg npootaty (nmCRPC)

Yvvolika 1.207 acbeveic ue NM-CRPC tuyaiomomOnkav pe avoroyia 2:1 mpokeiuévon va Aafovv
gite apalutamide o6 otopToC 68 060N 240 mg dma nuepnoing oe cuvdvacud e Oepameio
amoKAEIGHOD avopoydvev (ADT) (@apUaKeLTIKOG EDVOVYIGLOG 1) TPOTYOVUEVOG XELPOVPYIKOC
EUVOLYIoUOG), eite KOVIKOD Qappaxov pall pe ADT o€ po ToAvKeVTpIKn, SITAG TVQAT KAVIKNY
ueAétn (ARN-509-003). Ot cuppetéyovteg mov evrdydniay otn pedém eiyov Xpovo AmAacloacpond
tov Edwov IIpootatikod Avtiyovov (PSA) (PSADT) < 10 piveg ko Bempodviay vyniod Kivobuvou
Yo EMKEIPEVT] LETOOTOTIKY VOGO Kot BAvaTo amd Tov Kapkivo Tov mpootdtr. OLotl ot GUUUETEXOVTEG
7oV dgv glyav vmoPAnbdei og yeipovpyikd guvovytoud Elafav ADT cuveymg ko’ dAn T didpkeln ¢
ueArétnge. Ta amoteAéopota yio to PSA ftav tvplomoinuéva, kot dev ypnotpomomonkay yio,
dwokonn| g Bepameiog. Ot GLUUETEYOVTEG OV TVLYAOTOMONKAY GE KaBEva amd Ta oKEAN TNG HEAETNG
umopovcay va cuveyicovv ) Oepameia £mg v €EEMEN TG VooV, EMPBERAIOUEVT LE TVPAOTTONUEVT
Kevrpikn anekoviotiky agodoynon (BICR), v évapén véag Bepomeiog, TV ELOAVIGT U OTOOEKTNG
To&IKOTNTAG 1] TNV ATOCLPCT| OO TN PEAETN.

Ta akdlovOa SMUOYPAPIKAE GTOLYELD KOl TO XOPAKTNPIOTIKE TG VOGOV TmV acbeviv Kot TV Evapén
NTav wwoppomnuéva PHETaEd TV okeAdv Bepaneiog. H didpeon nlwkia rav 74 £t (ebpog 48-97) kan

70 26% 10V achevav Ntav 80 etV kot dve. H guAetikn kotavoun ntav 66% Kavkdociot,
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5,6% Mavpot, 12% Acidreg kot 0,2% aAing euAng. To gfdounvra entd to1c ekatd (77%) Tov
GLUUETEYXOVTOV 0T 000 okéAN Bepameiag iyov vToPAnOel o xepovpykn eméuPfoon 1
aktwvobepaneio 6TOV TPOGTATN 6TO TOPEADOV. Ot TEPIGGOTEPOL GVUUETEXOVTEG Eiyov Paboloyia
Gleason 7 1| peyodvtepn (81%). To dexamévte to1g ekatod (15%) TV cUUUETEXOVTOV Elyav TLEMKOVC
Aeppadéveg < 2 cm katd v £viaén otn pueAétn. To gfdounvta tpia toig ekatd (73%) twv
GUUUETEXOVTOV glyov AdPet oto mapelov Bepameia pe Eva avti-avdpoyovo TpdTNG YEVIAG, T0 69%
TV cLUUETEXOVTOV EAaPav bicalutamide kot to 10% tov cvpueteydviov flutamide. Orot ot
GUUUETEYOVTEG IOV eVTAYONKaAY 0T peEAéTn emPePormOnice 0T dev giyov HETAOTATIKN VOGO L
TVPAOTOMUEVT] KEVTPIKT] OTEIKOVIGTIKT a&toAdynon ko iyav fadporoyio Asttovpyikng Kotdotaong
katd Eastern Cooperative Oncology Group (ECOG PS) 01} 1 katd tnv évtoén ot pelém.

To mpwtevov KataAnkTiko onueio frav 1 emPinon yopic petdotaon (MFS), tov opiotnke g to
YPOVIKO SLAoTNUE 0Td TNV TUYOLOTOINGoT £0C TN OTIYUN TOV TPOTOV eVvOgileny emifefatmpévng uéom
BICR amopokpucpévng petdotaong 6 0oTd 1 o podaka puopla 1 £og o Odvato omolacdnmote
artoloyiog, avardymg e to TL ouvéEPN mpato. H Bepancia pe Erleada Beltimos onpavticd tnv MFS.
To Erleada peimwoe to oyetikd xivovvo amopaxpuopévng petdotaong i Bavatov katd 70%, ot
ovYKplon pe To eikovikd eappaxo (HR =0,30; 95% CI: 0,24, 0,36; p < 0,0001). H oidpeon MFS yua
7o Erleada ntav 41 punveg kot yio to gikovikd dppoko frav 16 puveg (PA. Ewdva 3). [opoatnpndnie
ovvenng Bertiomon otnv MFS pe 10 Erleada og 6leg T1g mpokabopiopéveg vToopddec,
cuumepAapPavouévmy TG NAIKIOG, TS PLANG, TNE TEPLOYNG TOL KOGUOV, TNG KOTAGTUGTC TOV
AELPAOEVDV, TOV aPIOLOD TOV TPOTYOVUEVOV OPUOVIKGY Bepameldmv, TG Tyng tov PSA katd tv
&vapén, Tov Ypovov NmAaclacol Tov PSA, g katdotaong katd ECOG katd tnv évapén kot tng
YPNONG TAPAYOVI®Y GTOYEVOTG TOV OGTMV.

Ewova 3: Kapmrdin Kaplan-Meier ywo v empioon yopis petactacn (MFS) ot
Merétn ARN-509-003
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Ex.gpapumo 401 299 225 160 104 62 36 15 7 1 0 0

Apalutamide  BOG T2 571 531 412 283 188 105 33 18
Apalutamide

[14]
[ ]

—————— Ex.gapumo

Aappavovtog vmoyn oA ta dedouéva, ot cuoppetéyovtec mov Edapav Erleada kot ADT mapovoiacav
ONUOVTIKN PEATIOON GUYKPITIKA e TOVG CLHUETEXOVTEG TOV EAafav povo ADT avapopikd e ta
akolovba devTeEPEDOVTA KATAANKTIKA onueio Tov xpodvov ¢ ) petdotaorn (HR =0,28; 95% CI:
0,23, 0,34; P <0,0001), g emPimong yopic e£&EMén e vooov (PFS) (HR = 0,30, 95% CI: 0,25, 0,36,
p < 0,0001), tov ypdvov £mg T cvpnTeOpRATIKN e£EMEN g vooov (HR = 0,57, 95% CI: 0,44, 0,73,
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p < 0,0001), tngovvorkng emBiwong (OS) (HR = 0,78, 95% CI: 0,64, 0,96, p = 0,0161) kot Tov
1POVoL £mg TNV Evapén g kKuttapotosikng ynuetodepaneiog (HR = 0,63; 95% CI: 0,49, 0,81;
p = 0,0002).

O xpovog £m¢ TN cuprTOpATIKN EEMEN TG VOGOV 0picTNKE MG 0 XPOVOS OO TNV TLYOIOTOINGT £mG
TNV EUOAVIOT] GUUPAVTOG GYETILOUEVOL LE TOV OKEAETO, TOVO / GUURTAOUATO TTOV ATOLTOVV TNV Evapén
VEOC GLOTNLOTIKNG OVTIKOPKIVIKNAG Ogpomeiog 1) TOmKOTEPLOYIKT EEEMEN TOL OYKOV TTOL OTOLTEL
aktvoPoAnon / xepovpykn enéufoot. [aporo mov o cuvoiikds aplBuds svufaviov oy PKpog, M
Stopopd petald TV dV0 CKEAMY NTAV EMOPKDS LEYAAN ®aTE Vo emtevydel oToTIoTIKN
onuavtikotnta. H Oepaneia pe Erleada peimoe tov kivouvo copntopatikig eEEMENC TG vOooL KOTA
43% ovuykpitika pe to ewkovikd eapuako (HR =0,567; 95% CI: 0,443, 0,725; p < 0,0001). O diduecog
1POVOG £mG TNV TPOOS0 TOV GLUTTOUATOV gV eNeTEVYON o Kapia and Tig opdoeg Oepameiog.

Me d1Gueom mepiodo mapakorovdnong 52,0 unvav, Ta aroteléopata katédeiav Otin Bepomeio e
Erleada peimoe onpovtikd tov kivovuvo Bavatov katd 22% cuyKpiTikd e TO EIKOVIKO QAPLOKO

(HR =0,784; 95% CI: 0,643, 0,956; appimievpn p = 0,0161). H didpeon OS frav 73,9 pnveg yia to
okéhoc tov Erleada kot 59,9 unveg yia to okéAog Tov gikovikoD gopuakov. To mpo-kabopiouévo GAga
opo (p <£0,046) Eemeplotnke Kot eneTeLyON oTATIOTIKN onpavtikotnto. H Bedtioon avt
Katadelydnie maporo wov to 19% twv acbevodv 610 oKéELOG TOL glkoviKoD eapudakov dapav Erleada
¢ enduevn Oepameia.

Ewova 4: Kapmrdin Kaplan-Meier ywo ) ovvolk empioon (OS) oty Merhétn ARN-509-003
KOTA TNV TEMKI] ovaivon
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Ewovixé papuaxo 401 392 385 373 358 339 328 306 286 263240204 156 114 82 38 21 6 2 O

Apalutamide - ------ Ewovikd @appaxo

H Oepancia pe Erleada peiwoe onpovtikd tov kivovvo Evapéng kuttapoto&ikng ynuetodepaneiog katd
37% ocvykprtikd pe 1o gikovikd eappaxo (HR = 0,629; 95% CI: 0,489, 0,808; p = 0,0002)
KATOSEIKVDOVTOG OTATIOTIKG onuavtikn Peitioon yia to Erleada évavtt tov eikovikov @apudikov. O
SUIPESOG POVOG £mg TNV Evapén g Kuttapoto&ikng ynuelobepaneiog dev enetedydn oe Kavéva and
T oKkEAN Ogpameiog.

H PFS-2, opti{opevn og to ypoviko didotnua Eog tov Odvarto 1| tnv e£EMEN g vocov Pacel tov PSA,
NG OKTVOAOYIKNG EEMENG 1 TNG TPOOSOV TV GUUTTMOUATOV KOTA 1) LETA TNV TPATN ETOUEVT
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Oepamneia, Tav peyaddtepn yio Tovg cuppeTEyovteg mov EAafav Erleada, oe ohykpion pe avtodg mov
EaPav eucovikd papuaxo. Ta armotedéopata kotédeEav pia peiwon 44% otov kivovvo g PFS-2 e
7o Erleada évavrti Tov ewcovikot gappdakov (HR = 0,565, 95% CI: 0,471, 0,677; p < 0,0001).

Agv mapatnpnnioy emiProfeig emdpdcelg otn cuVOAKN oxeTlOpeEV pe TV vyeia mowdtnTa {ong e
v tpocdnkn tov Erleada oto ADT kot mapatnprnke pio pucpr] oAAG 6x1 KAVIKA OTHLOVTIKY
dpopd ot petaforn amd v Evapén g neréng vrép tov Erleada katd tv avaivon tng
ouvolkng fabporoyiog kot Tov fabpoloyidy o€ emuépovg KAlpakeg tng Agttovpyknig A&oAdynong
g Avtiveomhacpatikng Oeponeiog yio tov [Ipootdt (FACT-P).

Toudrorpikdc TANOvoude

O Evponaikoc Opyavioudg Papudkmv Exel dOGEL amaAloyn omd TNV VIoypEMGN VIOBOANG TV
amotelecudtov Tov peretmv pe to Erleada og 6Aeg Tig vrrokatnyopieg Tov modaTpikond TANOLGHOD
GTOV KOPKIVO TOV TPOOTATN TPoY®PNUEVOL oTadiov. BAéne mapdypapo 4.2 yio mAnpopopieg oyetikd
LE TNV ToLd10TPIKY] YPON.

52 ®@appokokivTiKES 1O10TNTES

Metd and yopnynon enavarapfovousvav docemv draé nuepnoing, n ékbeomn oto apalutamide (Crax
Kol TEPLOYN KATM amd TV KapmdAn cvykévipmong [AUC]) avénbnke pe tpomo avarloyo g 60omg
670 0060A0Y1KO gVpog 30 €wc 480 mg. Metd and yoprynon 240 mg araf nuepnoing,
otabepomomuévn Katdotaon yio to apalutamide enitebydnke Enerto amd 4 fOOUAdEC Kot 1) LéEoT
avaA0Yio CLGCMOPEVOTG NTAY GYEOOV S-TAGCLO GE GYEoT e TNV epamat 6001. Xe otabepomotnuévn
Kkatdotoaom, ot pécseg TiéES (CV%) TV Cmax kot AUC y1a To apalutamide vjtav 6 pg/ml (28%) xon

100 pg.h/ml (32%), avtictorya. Ot nuepnoleg dSIUKVUAVOEIS TOV GVYKEVIPOGE®Y ToL apalutamide 6to
TAAo U TOV YOUNAES, LE LEGO AOYO UEYIGTMV TTPOg eEAAYIoT®V TIu®V 1,63. [Tapatnpndnke avénon
g pavouevikng kabapong (CL/F) ue tig emavarappovopeveg 006elg, mhovmg Adym ETOy®YNG TOL
petafoiiopov tov idtov tov apalutamide.

Ye otabepomonuévn Katdotoor, ot pécseg TIES (CV%) TV Cmax kot AUC yio Tov K0p1o dpactikd
petaforitn, to N-desmethyl apalutamide, ftav 5,9 pg/ml (18%) ko 124 pg.h/ml (19%), avtictorya.
To N-desmethyl apalutamide yopoaktnpiletal and eninedo TPoPiA cCLYKEVIP®ONC-XPOVOL GE
otabepomomuévn Kotdotaon, He HEGo A0Yo HEYIOT®V TTPog eAdyiotv Tudv 1,27. O péocog Adyog
(CV%) ™ AUC 1ov petaforitn mpog tnv AUC tov apyikod eappdakov yuo to N-desmethyl
apalutamide petd amd yoprynon eravorappavopevov d6cewv ftav tepinov 1,3 (21%). Me Baon ™
GLOTNUOTIKT EKOEOT), TN OYETIKN SPAGTIKOTNTO KO TIC POPUAUKOKIVITIKES 1010TTEC, TO N-desmethyl
apalutamide cuvéBoade mbavmg oty KAvikn dpdon tov apalutamide.

Amoppdonon

Metd ) yopnynom omd oTOUATOS, 0 S1AUECOS YPOVOG MG TNV EMTELEN LEYIGTNG GLYKEVIPMOOT|G GTO
TAAo U (tmax) NTOV 2 ®peG (eVpog: 1 €wg 5 mpeg). H péon amdAvtn and otopatog frodiabesiuotnta
glvar mepimov 100%, kdti mov onpaivel 6Tt To apalutamide amoppoPdTOL TANPOC LETA T XOPNYNOT
ond 6TOHATOG.

H yopiynon apalutamide 6€ vyt GTOU GE KOTAGTOON VIGTELNG KOl [LE YEVUO VYNANG
TEPIEKTIKOTNTOC GE ATOPA OEV 0ONYNGE 08 KAWVIKA oNUavTIKEG UETABOAEG TG Cmax Kot THg AUC. O
S1hpecog ¥pOvVoG £mg TV EMITEVLEN TOV tmax TapATAOTKE TTEPITOL KOTA 2 MPES pe TV TPOPN (PA.
Toapaypaeo 4.2).

To apalutamide dev vpioToTol WOVIGHO VIO GYETIKEG CLVONKES PLGIOAOYIKOV pH, GuVERHC, 01
TapAyovteg HelonG TV 0EE®V (T.Y., AVOCTOAELG TG AVTAMOG TPMTOVIOV, OVTUYMVIGTEG TOV
vrodoyémv Ha, avtioiva) dev avapéveTol va ETnpedcouy T dtaAvtdtnta Kat T frodabdeciudtnta
Tov apalutamide.
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In vitro, 10 apalutamide ka1 o petafoAitng Tov N-desmethyl gival vroostpdpata g P-gp. Kabng to
apalutamide amoppo@dtot TANP®G HeTA TN YopnyNon and otopatog, N P-gp dev meplopilel tnv
amoppoeNon Tov apalutamide koat, mg ek TOVTOL, 1| AVOCTOAN 1 1| EXay®YN TG P-gp dev avauéveton va
ennpedoet ™ Prodabeoudtnra Tov apalutamide.

Kozavoun
O pécog povopevog 0YKog Katavoung Tov apalutamide og otafepomomnpévn KoTdoTaon eival Tepimov
276 1. O dykog katavoung Tov apalutamide sivor peyodvtepog amd Tov cLVOAKO GYKO VOATOG TOV

0PYAVIGLOV, YEYOVOS EVOEIKTIKO TNG EKTETAUEVNG EEMOLYYELOKTG KOTOVOUNG.

To apalutamide kot to N-desmethyl apalutamide cuvoéovton katd 96% kot 95% pe Tig Tpwteiveg Tov
TAACUATOG, OVTIGTOLYO, KOl KUPIWE LE TN AEVK®UOTIVI 0p0D, AVEEAPTITOC TNG GVYKEVIPWOOTG.

Buougtooynuotiopndg

Metd ) yoprynon omd otopatog epamal ddéong apalutamide 240 mg onpoouévng pe “C, 1o
apalutamide, o dpactucog petaporitng N-desmethyl apalutamide kou évag pun dpactikdg petafolritng
kapPBoEvAkoD 0&og evBhvovtay yia T peyadivtepn mocotnta padevépyetag‘C oto Thdoua,
aVTITPOSOREVOVTAS T0 45%, 10 44% Kar to 3%, avtictorya, Tng cuvorikfg “C-AUC.

O petaforioudg givar ) kKopro 060¢ amofoing tov apalutamide. MetafoAileton kuping and 10
CYP2C8 kot to CYP3A4 npoc oynuatiopd N-desmethyl apalutamide. To apalutamide kot To N-
desmethyl apalutamide petapoAilovrorl Tepattépm mTPOC GYNUATICUO TOL UN OPUCTIKOD HETAPOAITN
KkapPo&uiikod 0&éog amd v kapPosviectepdon. H cvveispopd tov CYP2C8 kot tov CYP3A4 610
petafoiiopd tov apalutamide extipdton 6Tt givor 58% wot 13% petd ) yopnynon epdnal 66omg,
0AAG TO emimEedO TNG CLVEIGPOPAG avapévetal vo petafindel ot otabepomonpuévn KoTdoTaon AOYm
enoywyng ov CYP3A4 and 1o apalutamide petd ond emoavarapfovousvn 66om.

Amofoin

To apalutamide, xvping 6N popen TV peTafortdv, amoPdAleTol Kupimg LEC® TV 0VPOV. MeTd ™
YopNynon amd oTOUNTOC EPATAE dOoNS padloonpacuévoy apalutamide, To 89% tng padievépyetag
avaktinke oe 70 nuépeg petd tn d6om: 10 65% avoktinke ota ovpa (1,2% trng 66omg wg
apetapinro apalutamide kot 2,7% wg N-desmethyl apalutamide) kot to 24% ovaxtiOnke ota
rkompava (1,5% g d6ong wg apetdPfinto apalutamide kot 2% wg N-desmethyl apalutamide).

H @oawvopevn and otopatog kabopon (CL/F) tov apalutamide eivon 1,3 I/h petd m yopnynon epdmol
doon|g kot av&dvetar o€ 2,0 1/h og otabepomompévn KaTdoTooT KATOTY Y0P YNoNG Amas nUepnoimg.
H péon amoteleouartikn nuiceto, {on Tov apalutamide ce acOeveic eivar mepinov 3 nuépeg oe
otabepomomuévn KatdoTaon.

In vitro 6edopéva delyvouv 011 10 apalutamide kot 0 N-desmethyl petafoiitng tov dev etvan
vrootpopata towv BCRP, OATP1B1 7 OATPIB3.

Ewwoti mAinbvouoi

Mopakdtom cuvoyiloviol ol emOPAGEIC TNG VEQPIKNEC SVGAEITOVPYING, TNE NTATIKNG duoAELTovpYiog,
NG NAIKIOG, TG ELANG Kot GAA®V EE@YEVAOV TOPAYOVTMV GTN QPOPLOKOKIVNTIKN Tov apalutamide.

Negpixn ovoiertovpyio.

Agv &yel defoyBel etk peAétn yuo T veepikn dvcieitovpyia pe to apalutamide. Me Bdor o
avAALGN QUPUOKOKIVITIKNG TANOVGHOD ¥PNCIUOTOIOVTAG OEGOUEVE, OO KAVIKEC LEAETEG GE GITOMO UE
avBexTiKd otov evvovylond kapkivo tov mpootatn (CRPC) kot o€ vy dtoua, dev mapoatnpninke
ONUOVTIKN dpopd 6T cvotnuatikn £kbeon oto apalutamide ota dtopo pe TPOHTAPYOLGA N0 EMG
UETPLOL VEPPIKT) ducAeitovpyia (ekTiudpevog puudc orelpapotikng omdnong [eGFR] 30-
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89 ml/min/1,73 m?, N=585) o€ c0ykpion pe Ta ATOpa TOL £iyav PLGIOAOYIKY VEQPIKT Agitovpyia
katd v évapén (eGFR > 90 ml/min/1,73 m?, N=372). H mBovn enidpacn tg coPophig veppikig
duohertovpyiag 1§ ™G vePpikng vooov tedkov otadiov (eGFR <29 ml/min/1,73 m?) Sev £yet
TeKUNPLOOel LOY® avemapk®mv oTotyEiwV.

Hrozikn dvalerrovpyio,

e o 101K HEAETN Yo TNV NTOTIKY SLGAEITOLPYio GLYKPIONKE N CLOTNHOTIKY £kBeon oTO
apalutamide ko1 to N-desmethyl apalutamide c¢ dropa pe Nmo NToTIK) SVGAEITOLPYIN KATH TV
évapén (N=8, Kamnyopia A katd Child-Pugh, péon paduoroyio = 5,3) | pétpia nratikn
dvorettovpyio kotd v Evapén (N=8, Katnyopia B katd Child-Pugh, uéon Babuoroyia = 7,6) évavtt
VYOV LOPTOP®V HE PLGLOAOYIKN Nratikn Asttovpyia (N=8). Metd ™ yoprynon epdanal 66omng
apalutamide 240 mg amd otoépatog, 1 yeouetpikn péorn avoroyio (GMR) yia tnv AUC kat 1 Ciax TOV
apalutamide o€ dtopa pe o SucAettovpyio rav 95% kot 102%, avrictorya kot GMR o v
AUC xat 1 Ciax TOV apalutamide og dtopa pe pétpio dSvoiertovpyio ntav 113% wor 104%,
avtioTtolya, o€ GUYKPloN UE VYLElg papTupeg. Agv vTapyovV Stabécia KAviKd dedopéva Kot dedopéval
QUPUOKOKIVITIKNG Yo To apalutamide yio acOeveig pe coPapn nratiky sveiettovpyia (Katnyopia C
katd Child-Pugh).

Ebvotnra kor pvin

Me Bdon v avdAvon opUOKOKVTIKNG TANOVGHOV, dev mapatnpOnikay KAMVIKG OUOVTIKEG
Spopéc 6TN PopLaKoKIYNTIKY Tov apalutamide peta&y Agvkav (Kavkdoiol 1) lomavoemvor 1
Aartivol, N=761), Mavpwv (apptkavikig kataymyns 1 Appoapepikovoi, N=71), Actatdv (un
lanwveg, N=58) kot lotmvov (N=58).

Hlixia

AvoAdoELS QapUAKOKIVITIKAG TANOLGHOD £0e1&ay OTL 1 nAkia (e0pog: 18 €wg 94 £tn) dev £xel KAMvVIKA
ONUOVTIKN EXIOPOCT OTN QUPLOKOKIVNTIKY TOV apalutamide.

5.3 IIpoxlvikd dogdopéva Yo TNV a6QaAELQ

Ta amotehéopoto yio T yovidlotoikotnTa Tov apalutamide oy opynTIKG GE UId TUTTIKT GEPE

in vitro kot in vivo gkéyywv. To apalutamide dev fjtav kapkivoyovo og pio LeAétn Stdpkelag 6 unvov
o€ apoevikd dwayovidiaxd (Tg.rasH2) movtikia o d6c¢eig £og 30 mg/kg avd nuépa, To omoio givan 1,2
ka1 0,5 popéc n kKAwvikn ékBeon (AUC) ot cuvietoduevn KAWIKY 06on tov 240 mg/Mmuépa yio 1o
apalutamide kot to N-desmethyl apalutamide, avtictouya.

e pio LEAETN KapKIVOYEVEST|G OB PKELOG 2 ETMV GE OPCEVIKOVG apovpaiovg Sprague-Dawley,
yopnynonke apalutamide pe yootpikd kabetmpa o 66celg Tov 5, 15 ko 50 mg/kgmuépa (0,2, 0,7 kot
2,5 popég v AUC og acbBeveic (tng £kBeong Tov avBpdmov 61N cuvieTdpevn doon Tov 240 mg),
avtioToryo). ZNUEIOONKOY VEOTAUGLOTIKG EVPTLATO CUUTEPIAAUPAVOUEVOV H10G AVENUEVTG
EMIMTOONC 0OEVOUATOG KOl KOPKIVAOUATOG TV KuTtdpmv Leydig tov dpyemv o€ 606ELG LeYOAOTEPES
amod 1| ioeg pe 5 mg/kg/muépa, adEVOKOPKIVAOUATOG KOl VASEVMDUOATOS TOV HooTob ota 15 mg/kg/muépa
1 50 mg/kg/muépa kot Bulakimdoovg adevmpatog tov Bupeoedovg ota S0 mg/kg/Mmuépa. Avtd ta
gupfuota Oewpnniay e101Kd Yo apovpaiove Kot ETOUEVMG TEPLOPLGUEVTIG CNUOCTNG Y10 TOVG
avOpadmovg.

H yovipotto tev apoevikov gival mhovo vo uetmbet pe ) Oepaneio pe apalutamide Bdocet
EVPNUATOV TOEIKOAOYIKOV UEAETMV LE eEmavaAaUPavoueveg 00GELS, Ta 0ol Eival G CLUE®VIN UE TN
QoprokoAoyKr dpdon Tov apalutamide. Xe peréteg To&ucOTNTOC LE ETAVOAAUPOVOLEVES SOCELS TTOV
deEnydnoav og apoeviKovg apovpaiovg Kot GKOAOLS, Tapatnpnonkay atpopio,
OTEP L0/ VTOCTIEP LN, EKPDALCT] KON VIEPTAAGIQ 1| VTEPTPOPIN GTO AVOTAPAYWOYIKO CVOTN UM GE
d0GELg TOV AVTIOTOXOVV G€ eKBEEIC TEpimov 100d00vaes e TNV €kbeon oTov avlpwmo Pdoet g
AUC.
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Xe UL LEAETN TNG YOVILOTNTOG G€ OPGEVIKOVS 0pOVPAions, TapatnpOnKe HEIOT TNG CLYKEVIPMONG
KoL TNG KIVITIKOTNTOG TOL OTEPLOTOC, TMV TOGOGTMV GLVOLGING Kot YOVILOTNTOG (Katd To evuydpmpa
ue nivka ov dev eiyov AdPel Oepameio) pali e ELaTTOUEVO BAPOC TV dEVTEPEVOVTOV GEEOVAAKOY
adévav Kot TG emddvuioag éxetta amd 4 BOOUASES YOPYNONG OE SOGELS TOV AVTIGTOLYOVV GE
exbéoelg mepimov 160dVvaeg pe v €kBeon otov avBpamo Pacel tng AUC. Ot emdpdoeig 6tovg
OPCEVIKOVS 0pOVPaiong NTaV avaoTPEYILES PETA amd dtdotna 8 fdopddmv and Tnv Televtaia
yopnynon apalutamide.

e pio TPOKATAPKTIKY] HEAETT avamTuEloKTg ToSkoTNTag EUPPOOV/KVAIATOG GE apovPaiovs, TO
apalutamide mpokdAece avantvélokn To&ikdtTa 0TV YopNnyNOnkKe oe amd otopatog 600elg 25, S0 1
100 mg/kg/Mmuépa kaboAn ) didpkela TG opyavoyévveong (Muépeg komong 6-20). Ot 666e1g aVTEC
glyov G AMOTEAEG O GLOTNUATIKEG eKBETEIS TTEpimov 2, 4 kot 6 popég, avTioTorya, Pdost tng AUC,
v avOpamivn ékbeomn ot 6601 tev 240 mg/Mmuépa. Ta svpuata TepreAdufovay pun ykvo Onivkd
ota 100 mg/kg/Mmuépa kot epPpuikn Bvnopdmmra (amoppopnocilg) oe dooelg > S0 mg/kg/muépa,
LELMUEVT] EUPPUIKT TPOKTOYEVVITIKN ATOCTOCT| KOl TUPUUOPPMUEVT) VTOPLOT] (TTLO GOPALPIKO GYT|L0L)
ota > 25 mg/kgmuépa. Tpomomooelg Tov GKEAETOV (U1 00TEOTOMUEVES PAAAYYEG, LITEPAPIOLL
Bpayéa BmpaKoocELIKA TAEVPA Ko/ avmpaAieg Tov VOEWOVC) TapatnpNOnKay eniong o 600ELg

> 25 mg/kg/mpépa, yopig va £xovv og amoTéLecpa enidpacT 610 LEGO PApog Tov eufpdov.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koatdaroyog ekdoymv

TTvpnvoc dtokiov

KoAlhoedég avudpo 0&gidio Tov Tupitiov
Kopuehddln votptovyog d106TavpOvLEV

O&un nhextpikn| vTpopueAloln

Mayviolo oteaTikd

MikpokpLGTUAAIKT KuTTapivn (TVPLTIOTOMUEYT)

EmkdAvyn pe Aewtd vuévio

MovoKampuAOKOTPOTKT YAVKEPOAN

Z10mpov o&gidro pérav (E172)

IToiv (Prvviarkodin)

TéAxng

Tiraviov d10&gido (E171)

EvopOoiuiopuévo cuumorvpepés atbvievoyAvkoing moAv(Bivoloikooing)
6.2 AocvppotoTnTeg

Agv epapuodletat.

6.3 Awgpkero {onfg

2 xpovia

6.4 Iowitepeg Tpo@LAGEELS KOTE TN POAXEN TOV TPOiIGVTOG
DuAdocete oTNV OPYIKN] CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPUCIAL.

Agv amaitovvTot diaitepeg cuvOnkeg Beppokpaciog yio T EOAAEN 0VTOD TOL POPLUKEVTIKOD
TPOIOVTOC.
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6.5 ®@Vo1 KOl GVOTUTIKA TOV TEPLEKTI

Agvkn e1dAn and vyming rukvotntag tolvaldvAévio(HDPE) pe oo aceaieiog yio to moidid amd
moAvmpormvrévio (PP). Kdabe @iain nepiéyet 30 emucoloppéva, pe Aemntd vpuévio diokia Kot GUVOMKE 2 g
AQLYPOVTIKOD TNYRATOG 0EE1610V TOV TLPLTIOV.

Awpovig koyéan omd uepppavn PVC-PCTFE pe peufpdvn alovpviov dia. LEGov TG omoiog

OTOCTMVTOL Ta, S10Kia e TEDT), COPAYIGUEVT GE avadmAoOpEVT] BNk acpaieiog Yio Ta Toudid.

o Kabe xovuti yuo Oepameio 28 nuepdv mepiéyet 28 emkaivoppéva pe Aemtd vuévio diokio o€ 2
yapTveg avadumlovpeves OMkeg, kabepio amod Tig omoieg mepiéyetl 14 emucoloppéva pe Aentd
vuévio drokia.

o Kabe kovuti yuo Oepaneio 30 nuepdv mepiéyel 30 emkalvppéva e Aemtd vEVio diokio 6€
3 yaptiveg avadumlovueveg Onkeg, kabepio amod Tig omoiec mepiéyet 10 emucorlvppévo, pue Aentod
vpévio dokia.

Mmropei va, unv KuKAOPOPOUV OAEG 0L GLOKEVAGIEC.

6.6 Iowitepeg mpo@uAdcers amdppryns Ko GAAOG YELPLONOS

Kabe aypnoiponointo gopuakevtiKd Tpoidv 1 VIOAELUN TPETEL VAL OTOPPITTETOUL COUPDVA LE TIG
KOTA TOTOVG 1GYVOVCESC GYETIKES SL0TAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Béhyo

8. APIOMOX(0OI) AAEIAY KYKAO®OPIAX

EU/1/18/1342/004

EU/1/18/1342/005

EU/1/18/1342/006

9. HMEPOMHNIA ITPQTHY ET'KPIXHX/ANANEQYXHY THX AAEIAX
Huepounvia tpong £ykpiong: 14 Iavovapiov 2019

Huepounvia tekevtaiog avavémong:22 Zentepuppiov 2023

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpoeopieg Yio 10 TOPOV QPUPUOKEVTIKO TPOIOV givor S100EGILEG GTOV SIKTLOKO TOTO
tov Evponaikod Opyoviopov Gapudkav http://www.ema.europa.eu.
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ITAPAPTHMA 11

MHAPAXKEYAXTHX(EY) YHHEYOYNOX(OI) I'TA THN
AIIOAEXMEYZXH TQN ITAPTIAQN

OPOI'H TEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI AITAITHXZEIX THX AAEIAYX KYKAO®OPIAX
OPOI'H TIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AIIOTEAEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOZX(OI) I'TA THN AITOAEXMEYXH TQN
IMAPTIAQN

Janssen Cilag SpA
Via C. Janssen
Borgo San Michele
Latina 04100, ItoAio

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

DoppoKeLTIKO TPOIOV Y10 TO OTTOT0 OmOLTEITAL TEPLOPIOUEVT 1O TPIKT cvvTayT| (PA. mapdptnua L
[TepiAnym v Xopaktnpiotik®v tov [Ipoidvtog, mapdypapoc 4.2).

.  AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
. Ex0¢ce1g meproowkig mapakorovdneng g aoc@darelas (PSURS)

Ot anmotioelg yo v vofoin twv PSURS ywo to ev Adym @appokevtikod tpoiov opiloviotl 6tov
KaTdAoYo e Tig nuepounviec avapopds e Evoong (katdhoyoc EURD) mov mapatifetal otnv
mapdypoo 7, tov apbpov 107y, tng odnyiag 2001/83/EK kat kdOe emakdlovdng enikaiporoinong
OT®G OMLLOCIEVETAL OTIV EVPOTOIKT OUKTLAKT TOAT Y10 TO PAPLLOKCL.

A.  OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI ATIOTEAEXMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyé010 owayeiprong Kivovvov (ZAK)

O Kdroyog Adelag Kvkiopopiag (KAK) Ba dieEaydyet Tig amoitodpeveg SpactnplotnTes Kot
TAPEUPAGELS PUPUOKOETOYPVOTVIIONG OT¢ Tapovotdlovial ato cupenvniéy ZAK mov tapovcialetan
omv evotmra 1.8.2 ¢ ddetag KuKAOQOPIog Kol 0TolecONTOoTE ETOKOAOVOES EYKEKPIUEVEC
avabempnoelg tov ZAK.

"Eva. emcaporompévo LAK Oa mpénet va katotedel

. Metd and aitnpa tov Evponaikov Opyovicpod Gopudkoy,

o OnoTedNTOTE TPOTOMOLEITAL TO GVGTNUO, dLOYEIPLONC KIVOHVOD, EIOIKE MG ATOTEAEGLO ANYNG
VE®V TANPOPOPIDOV TOV UTOPOVV VO EMUPEPOVY CTIUAVTIKT] GAAXYT] GTI GYECT] 0QELOVC-KIVOHVOL
N ©¢ OTOTELESUA TG EMTEVLENC EVOG GNUAVTIKOD OPOCT|LOV (PUPHOKOETOYPOTVIION 1
glaylotomoinon Kvévvov).
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ITAPAPTHMA II1

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

KOYTI 60 mg (PIAAH)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vuévio diokio
apalutamide

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

Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 60 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucodloppévo pe Aemtd vpévio diokio

120 emkaivppéva e Aemtd vuévio diokia

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Kozanivere ta diokio oAdKANpa.

AwPacte T0 PUALO 0INYIOV XPAONG TPV 0T TN XPNOT).
Mnv katomnivete 1) amoppinTeTE TO APLYPOVTIKO.

Amo6 otouaTOC AP ON.

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

Na pvidooetar o€ BEon, v onoia dev PAETOLY Kot dev Tpooeyyilovy Ta TalddL.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX XYNOHKEX OYAAZEHX

DuAddooete 6NV OPYIKT CLOKEVAGIN Y10 VO TPOGTATEVETAL OO TNV VYPUCIAL.
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10. TAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON ITOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPINTETE TO [N YPTOUOTONUEVO TEPIEYOUEVO GOUPMOVO, LLE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAETAYX KYKAO®OPIAX

EU/1/18/1342/003

13. APIOMOX ITAPTIAAX

MMoptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TIAHPO®OPIEX XE BRAILLE

Erleada 60 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0TOG YPOUU®TOS KDdKAG (2D) mov épet Tov TeEpIAN@OEVTa LOVOSTKO aVayV®PIoTIKO KOAIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

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

ETIKETA ®IAAHX 60 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vuévio diokio
apalutamide

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

KdaBe diokio mepiéyel 60 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucodloppévo pe Aemtd vpévio diokio

120 dokia

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Kozanivere ta diokio oAdKANpa.
AwPacte 10 PUALO 0dNYIOV XPNOTG TPV 0T TN XPNOT).
Amo6 otouaTOC AP ON.

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

Na euidooetal o€ 0éon, TV onoia dev PAETOVY Kot dgv TPooeyyilovy Ta, TALOd.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHZ

AHEH

9. EIAIKEX XYNOHKEYX OYAAEHX

DduAdooete oTNV OPYIKN CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPAGIAL.
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10.

IAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPI¥YH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAT AIEYGYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12.

APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1342/003

13.

APIOMOZX ITAPTIAAX

Moptida

| 14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHT'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX. — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI 60 mg (28 nuépsg)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vuévio diokio
apalutamide

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

Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 60 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucodloppévo pe Aemtd vpévio diokio

112 emaivppéva pe Aemtod vuévio dtokia

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Kozanivere ta diokio oAdKANpa.
AwPacte T0 PUALO 0INYIOV XPAONG TPV 0T TN XPNOT).
Amo6 otouaTOC AP ON.

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

Na puidooetal o€ 0éon, TV onoia dev PAETOVY Kot dgv TPooeyyilovy Ta, TOLOA.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHZ

AHEH

9. EIAIKEX XYNOHKEYX OYAAEHX

DduAdooete oTNV OPYIKN CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPAGIAL.
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10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPINTETE TO [N YPOLUOTONUEVO TEPLEYOUEVO COUPOVA, LIE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1342/001

13. APIOMOZX ITAPTIAAX

MMoptida

‘ 14. TENIKH KATATAZEH I'TA TH ATIAGEXH

| 15.  OAHTIEX XPHEHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Erleada 60 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0TOG YPOUUU®TOS KDdIKAG (2D) Tov épet Tov TEPIANPOEVTO LOVASTKO avayVOPLOTIKO KOOTKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI 60 mg (30 nuépsg)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vuévio diokio
apalutamide

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

Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 60 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucodloppévo pe Aemtd vpévio diokio

120 emkaivppéva e Aemtd vuévio diokia

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Kozanivere ta diokio oAdKANpa.
AwPacte T0 PUALO 0INYIOV XPAONG TPV 0T TN XPNOT).
Amo6 otouaTOC AP ON.

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

Na puidooetal o€ 0éon, TV onoia dev PAETOVY Kot dgv TPooeyyilovy Ta, TOLOA.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHZ

AHEH

9. EIAIKEX XYNOHKEYX OYAAEHX

DduAdooete oTNV OPYIKN CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPAGIAL.
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10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN IIOY TPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPIRNTETE TO [N YPTOUOTONUEVO TEPIEYOUEVO GOUPMOVO, LIE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1342/002

13. APIOMOX ITAPTIAAX

MMoptida

‘ 14. TENIKH KATATAZEH I'TA TH ATIAGEXH

| 15.  OAHTIEX XPHEHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Erleada 60 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0TOG YPOUU®TOS KMdKAS (2D) mTov épet Tov TepIAN@OEVTa LOVOSTKO aVayVmPIoTIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

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

EEQTEPIKH ANAAITAOYMENH OHKH 60 mg (28 npépss)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vuévio diokio
apalutamide

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

Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 60 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

28 emkaAvppéEVO e AETTO VUEVIO dlokia avd avadurAovpevr Bnkn

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Kozanivere ta diokio oAdKANpa.
AwPaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XPT o).
Amo6 otOUATOC YpTIOT).

(1) IIéote ko kpoTNOTE

2

(2) Tpapnéte mpog ta €€
—

2 s

6. EIAIKH ITPOEIAOITIOIHEH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETTIZOYN TA TTAIAIA

Na puidooetar o€ BEon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TAd1dL.

7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)
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8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEX OYAAEHX

DuAdooete 6NV APYIKN] CLOKEVAGIN Y10l VO TPOCTATEVETAL OO TNV VYPACIAL.

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPITTETE TO [N YPNOUOTONUEVO TEPIEYOUEVO GOUPMOVO, LIE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1342/001

13. APIOMOX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAEZEH I'TA TH ATIAGEXH

| 15.  OAHTIEX XPHEHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Erleada 60 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)
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18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

58




ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

EEZQTEPIKH ANAAITIAOYMENH OHKH 60 mg (30 nuépsg)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vuévio diokio
apalutamide

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

Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 60 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

24 gmxaAvppévo e Aemto VUEVIO dlokia avd avaduriovpevr Bnkn

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Kotarnivere ta diokio oAoKANpa.
AwPaote 10 PUALO 0INYIDOV XPNOTG TPV OO TN XPT o).
Amo6 otouaTOC (PO,

(1) IIéote ko kpoTNOTE

2

(2) Tpapnéte mpog ta €€
—

2 s

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OITIOIA TO PAPMAKEYTIKO
MPOION MPEIIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZETTIZOYN TA TTAIAIA

Na puidooetar o€ BEon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TAd1dL.

7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)
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8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEX OYAAEHX

DuAdooete oTNV OPYIKN CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPACIAL.

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPITTETE TO [N YPTOLUOTONUEVO TEPIEYOUEVO GOUPMOVO, LLE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1342/002

13. APIOMOX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAEZEH I'TA TH ATIAGEXH

| 15.  OAHTIEX XPHEHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Erleada 60 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)
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18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

EXQTEPIKH ANAAIIIAOYMENH OHKH 60 mg (28 npépec)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vpévio diokio
apalutamide

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

| 5.  AAAA ETOIXEIA

AmhdoTe Yo vo KAgioel

Eﬂﬂﬂ%

T'vpiote yuo va avoi&et

Agutépa
Tpim
Tetap
ITépm
ITopackevn
2appato
Kvupraxn
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

EXQTEPIKH ANAAIIIAOYMENH OHKH 60 mg (30 npépec)

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emucoloppéva pe Aentd vpévio diokio
apalutamide

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

| 5.  AAAA ETOIXEIA

AmhdoTe Yo vo KAgioel

Eﬂﬂﬂ%

T'vpiote yuo va avoi&et

ZOUTANPOOTE TIG NUEPES TNG EPOONAdOG

Hupepopnvia évapéng:

Huépa
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXZIA KYYEAHZY 60 mg (12) (6vokevaocio KoWEAS 6QPaYIGUEVY] OE ECOTEPIK
avaduriovpuevn 01kn)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emkaAvppéva pe AemTo LUEVIO dloKin
apalutamide

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

5. AAAA XTOIXEIA

64



EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXZIA KYYEAHZX 60 mg (16) (cvokevacio KoWwéAng c@payispévi 6€ E60TEPIKI ONKN)

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Erleada 60 mg emuxaAvppéva pe Aemtd vuéVio SloKkio
apalutamide

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

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

KOYTI 240 mg (PIAAH)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vuévio dokio
apalutamide

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

Kabe emxoadoppévo pe Aemtd vpévio diokio mepiéyel 240 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucodloppévo pe Aemtd vpévio diokio

30 emkaALUUEVO LE AETTTO DUEVIO OloKiol

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

"Eva. d1oxio avd nuépa

Kotanivere to diokio oAdkAnpo.

AwPaote T0 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
Mnv katorivere 1) amoppinTeTe TO APLYPOVTKO.

Amo6 otouaTOC (PO,

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetar o€ Béon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TalddL.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTOIHEZH(EIZ), EAN EINAI ATAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEX OYAAEHX

DuAddooete 6NV OPYIKN CLOKEVAGI Y10 VO TPOGTATEVETAL OO TNV VYPUCIAL.
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10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TOQN
YIHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

AToppinTETE TO [N YPTOLUOTOMUEVO TEPIEYOUEVO GOUPMOVA, LLE TIC TOTIKEG OLOTAEELS.

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1342/006

13. APIOMOX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TIAHPO®OPIEX XE BRAILLE

Erleada 240 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMOQTOX
KQAIKAX (2D)

A160106T0T0C YPAUUU®TOS KDdIKaG (2D) mTov épel Tov TEPIANQOEVTO LOVASIKO aVayVOPIGTIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

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

ETIKETA ®IAAHX 240 mg

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vuévio dokio
apalutamide

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

Kafe drokio mepiéyer 240 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucodloppévo pe Aemtd vpévio diokio

30 dwoxkia

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

"Eva. d1oxio avd nuépa

Kotanivere to diokio oAdkAnpo.

AwPaote T0 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
Amo6 otouaTOC AP ON.

AEN ITPOZETTIZOYN TA TTAIAIA

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

Na puidooetar og BEon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TAd1dL.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX XYNOHKEX OYAAZEHX

DuAddooete 6NV OPYIKT CLOKEVAGIN Y10 VO TPOGTATEVETAL OO TNV VYPUCIAL.
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10.

IAIAITEPEX ITPO®YAAEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12.

APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1342/006

13.

APIOMOZX ITAPTIAAX

MMoptida

| 14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHTI'IEX XPHXHX

| 16.

INAHPO®OPIEX XE BRAILLE

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI 240 mg (28 nuépec)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vuévio dokio
apalutamide

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

Kabe emxaloppévo pe Aemtd vpévio diokio mepiéyel 240 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucodloppévo pe Aemtd vpévio diokio

28 eMKOAVUUEVO LE AETTTO VUEVIO OloKiol

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

"Eva. d1oxio avd nuépa

Kotanivere to diokio oAdkAnpo.

AwPaote T0 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
Amo6 otouaTOC AP ON.

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

Na puidooetar og BEon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TAd1dL.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX XYNOHKEX OYAAZEHX

DuAldooete 6NV OPYIKN CLOKEVAGIN Y10 VO TPOGTATEVETAL OO TNV VYPUCIAL.
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10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON ITOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPIRTETE TO [N YPNOUOTONUEVO TEPIEYOUEVO GOUPMOVO, LIE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAETAYX KYKAO®OPIAX

EU/1/18/1342/004

13. APIOMOX ITAPTIAAX

MMoptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TIAHPO®OPIEX XE BRAILLE

Erleada 240 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0TOG YPOUU®TOS KDdKAG (2D) mov épet Tov TeEpIAN@OEVTa LOVOSTKO aVayV®PIoTIKO KOAIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI 240 mg (30 nuépec)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vuévio dokio
apalutamide

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

Kabe emxoadoppévo pe Aemtd vpévio diokio mepiéyel 240 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Enucoloppévo pe Aemtd vpévio diokio

30 emkaALUUEVO LE AETTTO DUEVIO OloKiol

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

"Eva. d1oxio avd nuépa

Kotanivere to diokio oAdkAnpo.

AwPaote T0 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
Amo6 otouaTOC AP ON.

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

Na puidooetar og BEon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TAd1dL.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX XYNOHKEX OYAAZEHX

DuAddooete 6NV OPYIKT CLOKEVAGIN Y10 VO TPOGTATEVETAL OO TNV VYPUCIAL.
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10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPINTETE TO [N YPTOUOTONUEVO TEPIEYOUEVO GOUPMOVO, LLE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAETAYX KYKAO®OPIAX

EU/1/18/1342/005

13. APIOMOX ITAPTIAAX

MMoptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TIAHPO®OPIEX XE BRAILLE

Erleada 240 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0TOG YPOUU®TOS KDdKAG (2D) mov épet Tov TeEpIAN@OEVTa LOVOSTKO aVayV®PIoTIKO KOAIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

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

EEQTEPIKH ANAAITAOYMENH OHKH 240 mg (28 npépzc)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vpévio diokio
apalutamide

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

Kdabe emxadoppévo pe Aemtd vpévio diokio mepiéyel 240 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

14 emxaivppévo pe Aemtd vuévio dlokio avd avaduriovpevrn Onkn

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

"Eva, d1oxio ava nuépa

Koaranivete 1o diokio oAdkAnpo.

AwPacte 10 QUALO 0INYIOV XPNOTG TPV 0T TN XPNOT).
Amo6 otouaTOC (PO,

(1) IIéote kKo kpoTNOTE

2K

(2) Tpapnére mpog ta €€
—_—

) e—— -

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETTIZOYN TA TTAIAIA

Na puidooetar o€ Béon, v onoia dev PAETOVY Kot dev Tpoceyyilovv Ta TAd1dL.

7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)
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8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEX OYAAEHX

DuAdocete oTNV OPYIKN CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPAGIA.

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPINTETE TO [N YPNOUOTOMNUEVO TEPLEYOUEVO GOUPMOVO, LE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1342/004

13. APIOMOX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZEH I'TA TH ATIAGEXH

| 15.  OAHTIEX XPHEHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Erleada 240 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

75



18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

EEQTEPIKH ANAAITAOYMENH OHKH 240 mg (30 npépzc)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vpévio diokio
apalutamide

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

Kabe emxadvppévo pe Aemtd vpévio diokio mepiéyet 240 mg apalutamide.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

10 emxaivppévo pe Aemtd vuEVIo dlokia avd avaduriovpevr ONnkn

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

"Eva, d1oxio ava nuépa

Koazarnivere to diokio oAdkANpo.

AwPacte 10 PUALO 0INYIOV XPAONG TPV 0T TN XPNOT).
Amo6 otouaTOC (PO,

(1) IIéote kKo kpoTNOTE

2

(2) Tpapnére mpog ta €€

L ——

AEN ITPOZEITIZOYN TA ITAIAIA

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

Na euidooetal o€ 0éon, TV onoia dev PAETOLY Kot dev TPooeyyilovy Ta TAd1d.

7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)
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8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEX OYAAEHX

DuAdooete oTNV OPYIKN CLOKEVAGIN Y10t VO TPOCTATEVETAL OO TNV VYPACIAL.

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

ATOpPINTETE TO [N YPTCUOTONUEVO TEPLEXOUEVO GOUPMOVA, [LE TIC TOTIKEG SLOTAEELS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1342/005

13. APIOMOZX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAEZEH I'TA TH ATIAGEXH

| 15.  OAHTIEX XPHEHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Erleada 240 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)
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18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

EXQTEPIKH ANAAIIIAOYMENH OHKH 240 mg (28 npépsc)

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vpévio diokio
apalutamide

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

5. AAAA ETOIXEIA

Huepounvia évapéng: / /
"Eva d1oxio ava nuépa
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

EXQTEPIKH ANAAIIIAOYMENH ©OHKH 240 mg (30 npépsc)

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emkaAivppéva pe Aewto vpévio diokio
apalutamide

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

| 5.  AAAA ETOIXEIA

Huepounvia évapéng: / /
"Eva d1oxio avd nuépa
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXIA KYYEAHZY 240 mg (14) (cvokevooio KOWEANG 6QPAYIOUEVT] GE ECAOTEPLKI]
avadouriovpevy 01kn)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emuoAvppéva pe Aemrtd VUEVIO O1oKial
apalutamide

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXZIA KYYEAHZY 240 mg (10) (cvokevooio KOWEANG GQPAYIOUEVT] GE ECAOTEPLKI]
Onxn)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erleada 240 mg emuoAvppéva pe Aemrtd VUEVIO O1oKial
apalutamide

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Janssen-Cilag International NV

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

5. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@Al ooV ypions: IIAnpogopisg yia To ypioTy

Erleada 60 mg emxaivoppéva pe Lewrtod vpévio orokia
apalutamide

AWPaoTe TPOGEKTIKA OAOKANPO TO GVALO 03N YLV YPNGIS TPLY UPYICETE VO TAIPVETE AVTO TO
PappoKo, O10TL TEPLAAUPAVEL ONUAVTIKES TANPOPOPIES Y10 COG.

o durdEte avtd TO EUALO 0dNYIBV Yprone. Towg ypelactel va to dopdacete Eava.
. Edv éxete meportépw amopieg, p@THOTE TOV Y1OTPO 1 TOV PAPLOKOTOLO GOC.
. H ocvvtayn yio avtd 10 ¢approko yopnynnke amokAEloTIKA Yio 60G. Agv TPETEL VoL OMGETE TO

@AaproKO 6€ AAALOVG. MTopEel va TOVG TPOKAAESEL PAAPT), KO Kol OTOV TO GUUTTMOTO TNG
acBévelog Tovg eivar 101 e ToL OIKA OO,

. Edv mopatnpnoete kamoto avemBOUNTN EVEPYELD, EVILEPDOTE TOV YIATPO 1) TOV GUPLOKOTOLO
60G. AvTd 1oyvel Kat yo KaOe mhovn avemBOuNT EVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV
@OALO oMYV yprong. BAéme mapdypago 4.

T epLéyeL 1o Tapov UALO 00N YOV

T eivon to Erleada kot mota ivar n ypiomn tov

T mpénet va yvopilete npwv mapete to Erleada

IMwg va napete to Erleada

[Mbavég avemBounteg evépyeteg

IMog va pvidcoete to Erleada

[Tepreydueva TG CLOKEVAGING Kol AOUTEG TANPOPOPIES

AU e

1. T givor To Erleada xon wowa givar i pijon tov

Tu givan To Erleada
To Erleada givan éva avtikopKivikd ApLOKO TOL TEPLEYEL TN OPACTIKN ovcia «apalutamide».

Iowa givan n ypfion tov Erleada

Xpnowonoteitan yio T Oepameion EVAMKOV avopdV LE KOpKivo ToL TPocTdtr, 0 0moiog:

. €xel LETAOTAOCELS 6€ GAND PLEPT] TOV GMUOTOC Kot eEakoAovOEl va avTomokpiveTal o
QOPUOKEVTIKEG 1| YELPOVPYIKEG Bepameieg TOV LELOVOLV TNV TEGTOGTEPOV (ovoudleTol emiong
opuovoeELaicHNTOg KOpKivog TOV TPOGTATT)

o OV Y€l LETUOTACELG O GAAD LEPT) TOV CAOUATOG KOL OEV OVTOTOKPIVETOL TAEOV GE
QUPUOKEVTIKN M YEWPOVPYIKT Depameia TOV PEIDVEL TN TEGTOGTEPOVY (EMiong ovopdleTot
avOEKTIKOG GTOV EVVOLYICHO KAPKIVOG TOV TPOGTATN).

Ilog dpa o Erleada

To Erleada 6pa avactéAdovtag T SpaotnploTnTa TV 0provaY Tov ovoudlovtol avopoyova (6mmg N
teotootepdvn). Ta avdpoyova Pmopel va TPoKaAEGOVY avaTTLEN TOL KapKivov. MES® Tng avasTOANG
NG OpAcTC TV 0vdpPOoyOVMV, To apalutamide otapatd Ty avamtuén Kot T J10UPEST TOV KAPKIVIKMDV
KUTTAP®V GTOV TPOGTATY.

2. Tvpénel va yvopilete npwv wapete To Erleada

Mnyv napete To Erleada

o o€ mepintwon arlepyiog oto apalutamide 1) 6 0m0100MTOTE GALO OO TO. GLOTATIKA AVTOV TOV
QOPUAKOV (OVOPEPOVTOL OTNV TTAPAYPAPO 6).
. €av glote yuvaika kot eiote £ykvog N wropeite va peivete éykvog (BA. mapdypago Komon ko

OVTIGVAAN YT TOPOKAT® Y10 TEPICCOTEPES TAT|POPOPIES).

Mnv mépeTe aLTO TO PAPUAKO EAV OTOLOONTOTE OO TO TOPATAV® 1oYVEL Yo €60C. Edv €xete
aueiPolriec, pmTNOTE TOV YIOTPO | TOV PUPUOKOTOLO GOG TPLV TAPETE AVTO TO PAPILOKO.
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Ipocidomouoeis Kot TPOPUVAGEELS
AmevBuvheite 6TOV Y10TPO 1 TOV POPUOKOTOIO GOG TPV TAPETE CLTO TO PAPHOKO EAV:

. glyate TOTE OTAGUOVG 1] EMANTTIKEG KPIGELS.

o TOIPVETE OTOLONTOTE PAPLOKO Y10 TV TPOANYT| TOV SYNUATIcHoV Opoufmv oto aipa (6w
Bappapivn, acevokovuapoAn)

o €xete omoladNmote TAOMNON OTNV KOPS1A 1) OTC AHOPOPT. OyYELD, CUUTEPIAOUPBAVOUEV®V
TPOPANUATOV pE ToV Kapdlakd puOuo (appuduia).

o glyate moté extetapévo eEavOnua, vynAn Oepuokpacio. COUATOC Kal S10YKMGON AEUPOSEVOY

(poproKEVTIKY ovTIOpAOT] e NOOIVOPIAL Kot cuoTuaTikd cvuntopate 1] DRESS) 1 coPapd
deppotikd eEAvONUA N amOAETIOT TOV OEPUATOC, POVOKAAEG KO/ TANYEG 0T0 GTOMO (GVVIPOUO
Stevens-Johnson/to&ikn emdeppikn vekpodivon 1 SIS/TEN) petd ™ Aqyn tov Erleada 1 dAiov
GYETIKOV QUPUAK®V.

Edv omotodnmote omd o mopamdve 1oyvet yio. ecdg (1 dgv eiote BEParor), amevbuvbeite otov yiotpo M
TOV QUPLOKOTOLO GOG TPV TAPETE AVTO TO PAPUAKO.

Itooelg Kol KOTAYROTO 06TAOV

"Eyxovv mapoatmpnbei ntooeig o ac0eveig mov AauPavovy 1o Erleada. Adote 181aitepn tpocoyn
TPOKELEVOL VO, LELDCETE TOV Kivouvo oag yio ttdor. Katdypoto ootdv €govv tapatnpndel o
aoBeveic mov Aapfavovy avTd TO PAPLOKO.

KaporondOera, eyke@ariko eme166010 1 pivi-£yKEQPUIKS ETELGOO10
Koatd ™ dudprela g Oepanceiog pe Erleada o opiopéva dtopa mapovstdotnke anoppaén tomv
apTNPIOV OTNV KOPOLd 1| 6 UEPOG TOV EYKEPAAOV TTOV UTOPEL Vo 00y GEL o€ BdvaTo.

O yatpog oag Ba cog mapoakorovbel yio onpeio Kol CUUTTOUOTO KOPIUKDV 1) EYKEPOAIKDV
TPOPANUATOV KOTO TN ddpKeLo TG Oepaneiog Gog Le oVTO TO PAPLLOKO.

Enucowvovnote apécmg Le Tov YoTpo cog 1| LETAPEITE OTO TANGIESTEPO TUNUO EXELYOVTIOV
TEPLOTATIKOV EAV ELPOVIGETE:

. 6vo otov Bdpaka 1 SuGPOPIN KATE TNV OVATOLON 1) TI COUATIKY dpacTNPOTNTA, 1)
. dvonvola, 1

o LLik” aduvapio / TapdAiucT 6€ OTOOONTOTE LEPOS TOV CMUATOC, 1)

o dvokoAio otV opidia.

Edv Aappdavete omolodnmote appako, angvbouvieite gtov yraTpd 1 TOV GUPUOKOTOL0 GOG
TPOKEEVOL VO eviuepmBeite oyeTikd pe 1o av oyetilovtot pe avénuévo Kivouvo yio eTANTTIKEG
KpioELS, arpoppayio 1| KapdloK vOGO.

YoPapic Asppoatikég AvemOOunteg Evépyeieg (SCARSs)

YoPapéc Aepuatikég AvemBounteg Evépyeteg (SCARS), coumeptlapfovouévav QopuaKenTIKNG
avTidpaong pe nootvoeidia kot cuotnuatikd coprntopote (DRESS) 1§ cuvdpduov Stevens-
Johnson/to&kng emdeppikng vekporvong (SJIS/TEN), éxovv avapepbel pe v xpnon tov Erleada.
DRESS pmopei va gpoaviotel g ektetapévo eEavinua, vynin Bepprokpacio coOUATOg Kot S10YKWOo
Aeppadévav. SIS/TEN pmopel vo eeavietody apyikd og KOKKIVOTES TPOGOUOIAL0VOES e GTOYO
KNAIOEG 1 OTPOYYVAEG KNAIOEG GTOV KOPLO GLYVE e POVCKAAES GTO KEVTPO TovG. Emiong, umopet va
EUPAVIOTOVV EAKT] GTO GTOMO, TO ACUO, TN LOTY, TO YEVVITIKG OpyoveL KoL TO, ATl (KOKKLVOL Kot
apnouéva patia). Avtd ta coPapd deppaticd e£ovOnuate eKdNAMGVOVTOL GUYVE LETA OO TUPETO
KoM copmTdpate wov potdlovv pe owtd g ypinng. Tao eavOnuata pmopel va e&ehybodv og
EKTETAUEVT] ATMOAETIOT] TOV OEPLOTOG Kol OMEIANTIKEG Yl TV N emmAoKEG 1] va glvan Bavatnedpa.

Edv sppoavioete coPfapd e£avOnuo 1 Kamwolo A0 omd avTd To SEPOTIKG CVUTTOUATO, CTUUATOTE

VO TOAPVETE OVTO TO PAPLOKO KOl ETMKOIVOVIOTE LLE TOV Y10TpO 60¢ 1) avalntnote wTpikn fondela
AUETOL.
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Edv onotodnmote and ta mapandve 1oydel yio €6dg (1 dev elote BEPator), amevBuvbeite otov yiaTpod 1
TOV (OPLOKOTTOL0 GOG TPV TAPETE QLTO TO PAPLOKO. BA. TNV mopdypapo 4 «Zofopéc avemBounteg
EVEPYELED) GTIV OPYN TNE TAPAYPAPOL 4 Y10, TEPLGCOTEPES TANPOPOPIEC.

Awdpeon tvevpovonadela

[Teprotatikd didpeons TvevovoTadelag (Un AOUMONG PAEYHOVT] OTOVG TVEDUOVEG TOL UTOPEL Vol
oonynoel og uoviun PAAPN) Exovv mapatnpndei o acbeveic mov AapPdavovv Erleada,
counepriappavopévev Bovatnedpov teplotatik®y. Ta GUUTTOUATA TG JAUEST|G TVEVHOVOTAOELNG
glvar Pryog kot SUOTVOLL HEPIKEG POPEG LLE TVPETO TTOL OEV TPOKAAOVVTOL OO COUOTIKN
dpactnprotnto. Znmote dueon wotpikr fondeia, v EUQOVICETE GUUTTOUATH TOV UTOPEL VO ETvat
onueia SLpeESNC TVELUOVOTTAOELG.

Iowowa ko £épnpor
Av106 10 QapuKO dev TpoopileTal yio xpNom 6 Tudd kot eprovg nAtkiog kdto TV 18 eTmv.

Edv éva mondi 1 dtopo veapng niikiog Aapetl katd Adbog avtd To pApHOKO:
. TN YOIVETE AUEGMG GTO VOGOKOUELD
o nhpte pali oag avtd To POUAAO 00T YLDV YPNONG YO VO TO SEIEETE GTOV YIUTPO TOV ENELYOVIMV.

Alha gappoxo ko Erleada

Evnuepaocete tov yiatpd 1 10V @OpULOKOTOW0 oG 4V maipvete, £xeTe TPOGPOTA TAPEL 1) Uopel vo
mhpete GALO Papuoko. Avtd mpémel vo yivel d10tL To Erleada pumopei va enmnpedost tov tpdmo pe tov
omoio dpovv optopéva A eapuaka. Erione, optopéva GALD QAaPLOKO EVOEXETUL VA, EXNPEAGOVY TOV
TpoTo pe Tov omoio Opa to Erleada.

ZVYKEKPIUEVA, EVILEPDOTE TOV YITPO GOG EAV TAIPVETE PAPLLOKAL YO

T peiwon tov vynloav enmédov Mmdiov oto aipa (6nwg yeueiBpoliin)

™ Oepamneia Paxmplokdv Lotpunéemv (0nwg po&iproacivn, kKhapidpopvkivn)

T Oepameia poxnTIOcIK®OV AMOUGEEDV (OTT®G 1TpaKkova oA, KETOKOVALOAN)

ywo ) Ogpameia Aoipwéne HIV (6mwg prrovafipn, epafipévin, dopovvafipn)

TNV OVIETOMTION TOV Gyyove (0mw¢ pdaloraun, dalembun)

YO TNV QVTILETOTION NG EMANYiog (6mwe eavotoivn, Baimpoikd o&v)

TNV OVTUETMION TNG YOOTPOOLGOPAYIKNG TOALVOPOUNONE (KATAGTAGEIS KATE TIG OTOIES

VRApyEL VIEPPOAIKT TOGOHTNTA 0EEMV GTO GTOUAYL) (OTT®G OUETPALOAT)

o TNV OTOTPOTH TOL oYNUOTIGHOD OpduPwv cto aiua (6mmg Bapeapivn, kKhomdoypérn, dabigatran
etexilate)

o TNV OVTLETMOMION TNG AAAEPYIOG TNG AvolENg Kol TV dAlepyl®dV (6mwg pesopevadivn)

o TN HEIOT TOV EMTES®V TG YOANGTEPOANG (OGS «OTATIVES) OTMG pocovPacTativn,
owPactativn)

o TNV OVTILETOMION Kapdlomadeimy N T peioon g aptnplakng tieong (énwg dryo&ivn,
@ehodumivn)

o TNV OVTLETONION TPOPANUATOV KopdiakoD puiuod (0mmg Kvidivy, S160Tupaion, apodapovn,

GOTAAOAT, SOQETIALOT, 1BOVTIAION)

TNV OVTIHETOMION TPOoPANUaT@V Le To Bupeoeldn) (6mwg Aefobuposivn)

v Bepameio g ovpikng apbpitidag (0rTmg Kolykivn)

T peimon tng YAvkolng Tov aipatog (6mwg pemayAvion)

T Bgpamneia Tov KapKivov (6mwc Aarativipmn, pebotpesdn)

TNV OVTIHETOMION TG €£APTIONG 0O 0TO10€1d1 1 TOL TOVOL (OTwg peBaddvn)

TNV OVTILETONICT GOPAPOV YUYIKOV VOOV (0TS AAOTEPIOOAN)

[Ipémet vo KoToypaWETE TIC OVOUACIES TOV QUPIAK®OY TOV TaipveTe Kot va delyvete tn Alota otov
YTpo 1 TOV QAPUAKOTO0 GG OTAV EEKIVATE VO VEO PAPLOKO. AVOPEPETE GTOV YIOTPO GOG OTL
Aappavete Erleada edv o yiatpog cag 0€Ael va cag xopnynoel 0molodNToTte VEO Gapoko. Mmopel va
ypewaletar vo, tpomtomtomei n d6on tov Erleada 1 tov dAA@V Qoppikoy mov ToipveTe.
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IAnpogopieg yia TV KNG KoL TNV AVTIGOAA Y] Y10 GVOPES KOL YOVAIKES

IIiAnpoopicg Y10 yovaikeg
o To Erleada dev mpémet va Aappdvetot amd yovaikeg Tov givar £YKVeg, LTOPOLV Vo, Peivouy
éykveg 1 INAalovv. Avtd 10 Pappoko pumopel va PAGYEL TO ayEvvnto popd Gog.

Minpogopisg Yia avopeg — akorovdote VTG TIS GVPPOVAES KaTE TN drdpKera TG Oepameiog
KOL Y10, O1G6TN R 3 unvev HeTd Th) oekom) Tne Oepaneiog

. Edv éyete oe€ovaiikn emagn pe pio £yKvo yuvoiko — Yp1oUYLOTOLELTe TPOPLANKTIKO Y10, THV
TPOGTAGIN TOV AYEVVTTOL LOPOVD.
. Edv &yete oe€ovarikn emapn pe pio yovoiko Tov Umopel vo PeiveL £YKVog — YPTOLUOTOLEITE

TPOPLAOKTIKO KOl pial EMTAEOV LEBOSO OVTIGOAANYNGC VYNANG OMOTEAEGUATIKOTITAG.

XpNoonoleite avTIGOAAN Y KOTA T dldpKeto TG Oepameiog Kot yio S1oTnua 3 UNvav Uetd
dwokonn| g Bepamneiog. AnevBuvheite 6TOV YI0TPO GOG AV EYETE OTOIECONTOTE EPOTNCELG CYETIKA LE
TNV OVTIGOAAN Y.

AvTO TO EAPUOKO PTOPEL VO LEIDGEL TV OVOPIKT] YOVILOTNTO.

Oonynon kKo EPLoROS UNYAVNRATOV
To Erleada dev eivar mBavo va emnpedoet Ty KavOTnTd GoG v 0dNYELTE 1| VOl YpNCILOTTOLEITE
OTO100MTOTE EPYOAEID 1] LYV LT

2T1¢ ovemBounteg evépyeleg antoh ToL apudkov tepAappdvovtot ol emAnTTIKéG Kpicels. Edv
duaTpéxete VYNAO Kivouvo Yo emAnmTkég Kpioelg (PA. [Tapdypapo 2 «IIposidomomoelg kot
TPOPLAAEELSY), amevBuvbeite 6TOV Yi0TPO GOGC.

To Erleada mepiéyer vatpio
To eappaxo avtd mepiEyel Aydtepo amd 1 mmol vatpiov (23 mg) ot 66om tv 240 mg (4 diokia),
glvar avtd Tov ovopdlovpe «elebBepo vaTpiovy.

3. o va tapete To Erleada

[Tavtote va maipvete To PAPUAKO QLTO QVGTNPE COUPOVO LE TIG 00N Yieg TOV Yatpo¥ cag. Edv éxete
apeBories, pOTNOTE TOV YOTPO 1) TOV POPLOKOTOLO GO,

O y10tpOg 00g EVOEYETAL ETIONG VO CLVTAYOYPOUPNCEL Kot AAAL papuaka evocw AapPdvete to Erleada.

IIéc0 va napete
H ocvvietdpevn d6om avtov tov apudkov givar 240 mg (téooepa diokia tov 60 mg) pia eopd tnv
nuéPa.

Afqyn tov Erleada

. Na moipvete avtd T0 PAPUAKO OO TO CTOLO.

. Mmnopeite va Taipvete avtd T0 EAPUOKO LE TPOPT 1 OVAUESH GTO, YEDLATA.

o Noa katamivete ke d1okio 0AOKANPO Yo Vo Slac@aAiceTe OTL AauPavete OAOKAN PN T 060N

cag. Mn cuvOAiPete | Sroupeite ta Siokia.

Edv wapete peyorvtepn 66on Erleada a6 Tnv kavovik

Edv mépete peyodlvtepn 060M amd TV KAVOVIKY|, CTOUATIOTE VO TOIPVETE 0LTO TO PAPLOKO KOt
EMKOWMVNOTE LE TOV Y1aTPO c0g. Mmopel va dlatpéyete vynioTepPo Kivouvo eUPAVIoTS avemBOUNT®V
EVEPYELDV.

Eav &eyaoete va napete 10 Erleada
o Edv Eeydoete va mapete avtd TO GApLOKO, TAPTE TN cLVHON 000N GOG AUECHOS PHOALG TO
BounBeite v idwo nuépa.
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o Edv Egydoete va mapeTe aTO TO QAPIOKO Y10, it OAGKAN PN NUéEpa — ThpTE TN cLVNON ddOM
GOG TNV ETOUEVN NUEPQL.

. Edv Egydoete va mhpeTe aTO TO PAPLOKO Y10, TEPLGCOTEPES OO L0 NUEPEC — EVIUEPDOTE
OUECHS TOV YIUTPO GOLG.
o Mnyv mapete SMAR 6001 Y10 VL OVATANPOGCETE T1 0061 IOV EEYACATE.

Edv otapatiocere va naipvere to Erleada
MnV GTOpOTAGETE VO TOIPVETE OVTO TO PAPLOKO YMPIG VO, LMANGETE TPONYOVUEVMG LE TOV YIOTPO GOG.

Edv éxete meplocOTEPES EPOTNOELS CYETIKA LLE TN YPNOT AVTOV TOV QUPLAKOV, POTAGTE TOV Y10TPO 1)
TOV POPLOKOTOLO GOG.
4. IIBavég avemBOUNTES EVEPYELES

Onwg dha To pApLOK, £TCGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAESEL AVETIODUNTEC EVEPYELEC, AV
ka1 6gv Topovclalovtal 6€ OAOLE TOVG avOPMTOVC.

YoPapic avemOOpnTES EVEPYELEG
Yropatiote vo naipvete To Erleada kol avalntiote apécmg wtpiki) fon0sia eav mapatnpioste
07T01001)7T0TE 06 T0. aKOAOVOO cVpTTORATO:

o exteTapévo eEavinua, vynAn Bepuokpacio cOUATOG Kal S10YKMON AEUPOUIEVOV (POPUAKEVTIKY
avtidpaon pe nOowoPiAio Kot cuoTnHoTikd cvprtopate 1 DRESS)
o KOKKIWVOTEG UN-TPoe&€yonoes, TPOocoUolalovoeg e 6TOYOVG 1 KUKAIKES KNAIdEG GTOV KOpUO,

GLYVO UE POVOKAAEG GTO KEVTPO, AMOAETION OEPUATOC, EAKN GTO GTOUA, TO AQLUO, TI) HWOTT, TO
YEVVINTIKA Opyovo Kot Ta patia. [Tupetdg kot cupmtdpoata wov potdlovv pe ypinn umopet va
ponyNnovv avtdv TV cofapnv depuatik®mv eavinudtov (cuvopopo Stevens-Johnson,
TOEIKT| EMOEPLIKT VEKPOALGN).

Evnuepdote apécms Tov y1aTpod 6og oV TOPATNPTCETE OTOLONTOTE OO TIG TUPUKATO GOPapEg
avemBounTeg EVEPYELES — O YIOTPOG 0aG UTOPEL va dtakOyeL T Bepameio:

oAV ovyvég: umopel va emnpedoovy meptocotepa and 1 ota 10 dropa
. TTOGELC 1] KOTAYUATO (6TacpéVa, 00Td). O Y10Tpog 060G UTOpEl va 60.¢ TapakoAovdel otevotepa
€av drotpéyete Kivduvo yo KoTayaTo.

Yoyvéc: umopel va emmpedoovy émg 1 ota 10 dropa

o Kapdlomadel, eyKeQOAKO ETEICOO10 1 Hivi-eyKePaALKO enelc0d10. O yiotpog cag O Gog
TOPUKOAOVOEL Y100 GNUELD KOl CUUTTMOUOTO KOPSIOKDY 1 EYKEPUAIK®DV TPOPANUATOV KOTA TN
dudpkela g Bepamneiag cag. Emkowvmviote apéomg pe Tov yioutpod cog i petafeite oto
TANGIESTEPO TUNLOL ETELYOVIMV TEPIOTUTIKDOV EAV EUPAVIGETE TOVO 6TOV Odpaka 1 ducpopia
KOTO TNV QVOATOWoT 1) T GOUATIKY dpacsTnploTnTa, 1| SVGTVOLN, 1 EAV TUPOVCIAGETE PVIKT
advvapio / TapdAvoT G€ OTOIOONTOTE HEPOG TOL COMOTOG, 1] SVoKOAIN GTNV OpIAic KOTA TN
duapkela g Oepamneiag pe Erleada.

Oy ovyvég: pumopet va ennpedosovy £og 1 ota 100 droua

o onacpoi N eminmtik kpiotn. O yaTpdc cog Oo SLUKOYEL AVTO TO PAPUAKO EAV EYETE ETIANTTIKN
Kpion Kotd ™ didpkela g Oepaneiog.
. GUVOPOUO AVIIGLYMV TOJIDV (£VTOVT TAPOPUNOT| Y10, KIVIOT| TOV TOJDOV DGTE VO GTAUNTHCOVY

0l ETMOVVEG 1) TEPiepyeG AGOHNGEIC, TOL GLYVA ELEAvIfETOL TN VOYTA).

Mn yv@oTég: 1 cuyvotnTo 0V pmopet va, ektiun0el pe Baon ta dwbéoua dedopéval
o Bxog kKo duomvola, TOoVMG GLVOSEVOUEVT] OO TVPETH, TOV OEV TPOKUAEITOL OTO GOUOTIKN
dpacTNPLOTNTO (PAEYLLOVH GTOVG TVEDLOVES, YVMGTY MG OLAUEST) TVELUOVOTTADELR).

Evnuepoote auéomc Tov Y1oTpo Gog oV TOPATNPNOETE OTOLONTOTE OTd TIC TAPOUTAV® GOPOPES
avemounteg evépyeleg.
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Ov avemOopnTeg gvépyereg meprrappavoov
Evnuepaote tov y1otpd 60 av TopaTpNGETE OTOLUONTOTE OO TIG TOPUKAT® OvETIOVUNTES
eVEPYELEG:

oA ovyvég (umopel va ennpedoovy meptocotepa and 1 ota 10 dropa):
aioOnpa vepfoAiikng Kovpaong
TOVOG 6TIS apBpioelg
deppotikd e&dvinpa

LEUEVT Opeén

VYNAR 0pTNPLOKY] TTiEon

egaym

duappota

OTAGLLO 0GTAOV

TTOGCELG

anmAela Bépovg.

Yoyvég (umopel va emnpedoovy Emg 1 ota 10 dtopa):

pvikoi oracpol

@ayovpo

TPYOTTOON

alhayn oty aicnon g yevong

g€etdoelc aipatog mov deiyvouy VYNAS eminedo YOANGTEPOANC GTO aipla

g€etdoelc aipatog mov delyvouy VYNAS ertinedo evog TOTTOL ATLdiov GTo aipa Tov ovoudaleTal

«TpryAvKepidton

Kapdlomadeia

. EYKEPOAMKO 1 UVI-EYKEPUAIKO, TO OTTO10 TPOKAAEITOL OO YOUNAT POT] ALLOTOC GE UEPOC TOV
EYKEQALOV

o VITOdPASTNPIOTNTO BLPEOEIBOVG TTOV UTTOPEL VO GO KAVEL Vo aloBivesTe TEPIGGOTEPO
KOVPOGUEVOS KO VO, EYETE OVCKOM VO, EEKIVIIGETE TIC SPASTNPLOTNTEG GaG TO TPwi. Ot
eketdoeic aipartog pmopel emiong va dei&ovv vTodpacTNPOTNTA TOL BupeoedovG.

Oy ovyvég (umopet va emnpedoovy €mg 1 ota 100 dtopa):
o EMANTTIKOL GTTaGOl/Kpioels.

Mn yvooTtég ( cvyvotnto dev umopet va, ektiun0el pe Paon ta dibéoua dedouéva):
. L1 PLGIOAOYIKY| KaTaypapy TG Kapdtakng Asrtovpyiag oe HKI (nhektpokapdioypdenpio)

o exteTapévo eEavinua, vynin Beprokpacio COUATOG Kot S10YKMON AEUPAIEVAOV (POPUAKEVTIK
avTidpacn pe n@owoeirio Kot cuoTHoTikd cvurtouate 1 DRESS)
o KOKKIVOTEG UN-TTPoe&€yonoeg, TPocoUolalovoeg e oTOY0VG 1| KUKAIKEC KNAISES 6TOV KOpUO,

GLYVA LE POVOKAAEG GTO KEVTIPO TOVGC, ATOAETIOT OEPUATOG, EAKT) GTO GTOUM, TO Aoud, T o,
TOL YEVVITIKA OpYavaL Kot T LATioL, T 0ol pmopet va ekONAmBodv Petd amd Tupetd Kot
CUUTTMOUOTO TOV Hotdlovv pe avtd g ypinmne. Avtd ta coPapd deppoticd eavOnuata, pmopel
va glvat duvnTikd anentikd yuo ) {on (cvvdpopo Stevens Johnson, To&ikn emidepuikn
vekpoAvon).

Evnuepoote tov yrotpd 60 av TopaTpGETE OTOLUONTOTE OO TIG TOPATAVED AVETIOOUNTEG
EVEPYELEG.

Avagopd avemBOunTmv evepyar@v

Edv mopatnpnoete Kamoto avemiBountn evépyeln, EVIUEPDOGTE TOV YLOTPO 1| TOV QAPUAKOTOLO GOG.
AvT0 1oyt Ko Yo kéBe mbavr avemBountn evépyela mov dev avaQEPETAL 6TO TAPOV GUAAO 0ONYIDV
yphone. Mmopeite emiong va avagépete avemBounteg evépyeleg anevbeiag, Léocw Tov 0vikon
GULGTILOTOG OVAPOPAS TTov avaypaeeTol oto [Tapdptnua V. Méoo g avapopds avembountov
gvepPYEL®V pmopeite vo fondnoete 0T GLAAOYT TEPIGGOTEP®V TANPOPOPLDY GYETIKA LE TNV OCPAAELL
TOV TTOPOVTOG POPUAKOL.
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5. Iog va guiaocoete To Erleada

To @appoko ovtd TPETEL VO PLAACCETAL GE PEPT] TOV OgV TO PAETOVV KoL OV TO POAVOLY T TOdLA.
Na un ¥pnoIULoToleite ovTd TO PAPLOKO UETE TV NUEPOUNVIc ANENG TOV AVAPEPETAL GTOV TEPLEKTN
(Koyéheg, ecmTePKn avadumAovpevn BNk, eEmTEPIKT| ovadtmAoVEVT OKN, GLEAN Kol KOVTL) HETE TN

AHEH. H nuepounvia Anéng eivor 1 tehevtaio nuépa Tov Pivo TOL OVAPEPETOL EKEL.

duAdocete 6NV OPYIKN] CLOKEVAGIN Y10, VO TPOSTATEVETAL OO TNV VYPAGic. AEV OTOLTOVVTOL
wuitepeg ovvOnkeg Beppokpaciog yio T OAAEN AVTOV TOV PAPUAKOV.

Mnv metdite @APUAKO GTO VEP TNG AMOYETELONG 1 OTA OIKLAKA amoppippata. Potiote tov
(OPLOKOTOLO GOG Y0l TO MG VO TETAEETE TOL PAPUAKO TTOL OEV XPNOUOTOIEITE Tl AVTd Tl pHéETpa Ol
BonBncovv oty Tpoctacia tov mepPdilovtog.

6. Mepreybpeva TG GVOKEVACINS KO AOUTEG TAPOPOPIES

Tvepréyer to Erleada

o H dpaoctikn ovoia givar to apalutamide. Kabe emicodvppévo pe Aemtd vuévio d1okio mepiéyet
60 mg apalutamide.
o Ta GAAo cuoTaTikd TOV TLPHVA TOV dlokiov givarl KOALOEWES Avudpo 0&EI10 TOL TTVpLTion,

KapUEALOLN VATPLOVYOG SLOTTOVPOVUEVT, OEIKT NAEKTPIKT VITPOUEALOLT, LOYVIIOLO GTENTIKO,
UIKPOKPVUGTOAAKTY KOTTOPIVN KO TUPLTIOTOMUEVT] MKPOKPLGTUAAKT KuTTapivr. H emtkdAvym
pe Aemto vpuévio mepi€yel o1dnpov o&eidto pérav (E172), odnpov oéeidio kitpwvo (E172),
TOALOBVAEVOYAVKOAT, TOALPIVLAOAKOOAN (LEPIK®G VOPOAVUEVT), TAAKN Ko TiTaviov S10&€idlo
(E171) (BA. Hapdypago 2, To Erleada mepiéyet vatpio).

Epgdavion tov Erleada xon wepreyépeva g cvokevaciog

Ta emkoloppéva, pe Aemtd vuévio diokia Erleada sivatl ehappmg kitpvond wpog ykpilonpdoiva,
EMUNKN, eXKoALUUEVO pe AemTO vUEVIO dlokia (17 mm puikog X 9 mm wAdTog), e «AR 60»
YPOUUEVO OTN| pia TAEVPAL.

Ta diokia pmopel vo TopEovTal 6€ GLOKEVAGIN Eite PLAANG gite avadimAovuevng Onknc. Mropei va
LNV KUKAOQPOPOVV OAEC 01 GUCKELOGIES.

Drvain

Ta diokia wapéyovtol 6€ TAOGTIKN OLAAT LE TOo acpaleiog Yo Todid. Kabe gradn mepiéyet

120 d1okia kot GLUVOALKA 6 g apuypavTikov. Kabe kovutl mepiéyet pia eiain. PvAdocete otnv apyiky
ovokevacio. Mnv Katamivete | 0TOpPINTETE TO APLYPAVTIKO.

Kovti 28 nuepov
Kabe xovti 28 nuepdv mepiéyetl 112 enucorvppéva pe Aemtd vpévio diokia o€ 4 xapTiveg
avadtTAovpeveg Onkec, kKabepio and Tig 0moieg TEPLEYEL 28 EMKAUAVUUEVE LE AETTO VUEVIO dloKia.

Kovti 30 nuepov
Ka0g xovti 30 nuepdv mepiéyet 120 emkorvppéva pe Aemtd vuévio diokia o€ 5 apTiveg
avadtTAovpeveg Onkec, kKabepio and Tig 0moieg TePLEYEL 24 EMKAAVUUEVE LE AETTO VUEVIO dloKia.

Karoyog Adsrag Kvkhogopiog
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo
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HopookevaocTi|g
Janssen Cilag SpA
Via C. Janssen
Borgo San Michele
Latina 04100, ItaAio

IMa omoladnmote TANPOPOPIo. GYETIKA WLE TO TOPOV PUPLOKEVTIKO TPOIOV, TAPUKAAEIGTE VO,

amgvBuvleite otov Tomikd avtimpdésmmo tov Katdyov g Adetog Kvkiopopiag:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»oKOHCBH & JI)xoHchH brarapus” EOO/
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALGdo
Janssen-Cilag ®appokevtikr A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 5500 40 03
medisource@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600



Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvéapoc Xatinmovayng Atod
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

To mapév @vALo 00N YOV YprioNS avadempOnke Yo TELEVTAIN POPA OTIC.

Addeg TNYES TANPOPOPLOV

Aemtouepeic TAnpoeopieg yio To epappako avtd eivar drabéoipeg 6to dikTvakd TOTo ToL Evpomraikon

Opyaviopot @apudrkmv: http:// www.ema.europa.eu
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®Yrho 0oLV ypions: IIAnpogopisg yia To ypfoTy

Erleada 240 mg emkolvppéva pe Aertod vpévio o1oKia
apalutamide

AWPaoTe TPOGEKTIKA OAOKANPO TO GVALO 03N YLV YPNGIS TPLY UPYICETE VO TAIPVETE AVTO TO
PappoKo, o10TL TEPLAGUPAVEL ONUAVTIKES TANPOPOPIES Y10 CUG.

o durdEte avtd TO EUALO 0dNYIBV Yprone. Towg ypelactel va to dopdacete Eava.
. Edv éxete meportépw amopieg, p@THOTE TOV Y1OTPO 1 TOV PAPLOKOTOLO GOC.
. H ocvvtayn yio avtd 10 ¢approko yopnynnke amokAEloTIKA Yio 60G. Agv TPETEL VoL OMGETE TO

@AapuroKo o€ AAAOoVG. Mmopel va Tovg TPOKAAEGEL PAAPT], AKOUA Kol OTOV TO GUUTTOUOTO TNG
acBévelog Tovg eivar 101 e ToL OIKA OO,

. Edv mopatnpnoete kamoto avemBOUNTN EVEPYELD, EVILEPDOTE TOV YIATPO 1) TOV GUPLOKOTOLO
60G. AvTd 1oyvel Kat yio KaOe mhavn avemBOuNT EVEPYELD TTOVL JEV OVAPEPETAL GTO TAPOV
@OALO oMYV yprong. BAéme mapdypago 4.

T epLéyeL 1o Tapov UALO 00N YOV

T eivon to Erleada kot mota ivar n ypiomn tov

T mpénet va yvopilete npwv mapete to Erleada

IMwg va napete to Erleada

[MBavég avemBounteg evépyeteg

IMog va pvidcoete to Erleada

[Tepreydueva TG CLOKEVAGING Kol AOUTEG TANPOPOPIES

AU e

1. T givor To Erleada xon wowa givar i pijon tov

Tu givan To Erleada
To Erleada givai éva avtikopKivikd QApLOKO TOL TEPLEYEL TN OPOCTIKN ovGio «apalutamidey.

Iowa givan n ypfion tov Erleada

Xpnowonoteitan yio T Oepameion EVAMKOV avopdV LE KOpKivo ToL TPocTdtr, 0 0moiog:

. €xel LETAOTAOCELS 6€ GAND PLEPT] TOV GMUOTOC Kot eEakoAovOEl va avTomokpiveTal o
QOPUOKEVTIKEG 1| YELPOVPYIKEG Bepameieg TOV LELDVOLV TNV TEGTOGTEPOV (ovoudleTor emiong
opuovoeELaicHNTOg KOpKivog TOV TPOGTATT)

o OV Y€l LETUOTACELG O GAAD LEPT) TOV CAOUATOG KOL OEV OVTOTOKPIVETOL TAEOV GE
QUPUOKEVTIKN M YEWPOVPYIKT Depameia TOV PEIDVEL TN TEGTOGTEPOVY (EMiong ovopdleTot
avVOEKTIKOG OTOV ELVOLYICHO KAPKIVOG TOV TPOGTATN).

Ilog dpa o Erleada

To Erleada 6pa avactéAdovtag T SpaotnploTnTa TV 0provaY Tov ovoudlovtol avopoyova (6mmg N
teotootepdvn). Ta avdpoyova Pmopel va TPoKaAEGOVY avaTTLEN TOL KapKivov. MES® Tng avasTOANG
NG OpacTG TV avdpoyoveV, To apalutamide ctapatd Ty avamtuén Kot T J10PES TOV KAPKIVIKMDV
KUTTAP®V GTOV TPOGTATY.

2. Tvpénel va yvopilete npwv wapete To Erleada

Mnyv napete To Erleada

o o€ mepintwon ailepyiog oto apalutamide 1) 6 0mo10dMTOTE GALO OO TO CLGTATIKA AVTOL TOV
QOPUAKOV (OVOPEPOVTOL OTNV TTAPAYPAPO 6).
. €av glote yuvaika kot eiote £ykvog N wropeite va peivete éykvog (BA. mapdypago Komon ko

OVTIGVAAN YT TOPOKAT® Y10 TEPICCOTEPES TAT|POPOPIES).

Mnv épeTe aLTO TO PAPUAKO EAV OTOLOONTOTE OO TO TOPATAV® 1oYVEL Y10 €60C. Edv €xete
aueiPolriec, pmTNOTE TOV YIOTPO | TOV PUPUOKOTOLO GOG TPLV TAPETE AVTO TO PAPILOKO.
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Ipocidomouoeis Kot TPOPUVAGEELS
AmevBuvheite 6TOV Y10TPO 1 TOV POPUOKOTOIO GOG TPV TAPETE CLTO TO PAPHOKO EAV:

. gly0ate TOTE OTAGUOVG 1] EMANTTIKEG KPIOELS.

o TOPVETE OTOLONTOTE PAPLOKO Y10 TV TPOANYT| TOV SYNUATIoHOV OpouPmv oto aipa (6w
Bappapivn, acevokovuapoAn)

o €xete omoladNmote TAOMNON OTNV KOPS1A 1) OTC AHOPOPT. OyYELD, CUUTEPIAOUPBAVOUEV®V
TPOPANUATOV pE ToV Kapdlakd puOuo (appuduia).

o glyate moté exteTapuévo eEavOnua, vynAn Bepuokpacio, COUATOC Kal S10YKMON AEUPOSIEVOY

(poproKEVTIKY ovTIOpAOT] e NOOIVOPIAL Kot cuoTuaTikd cvuntopate 1] DRESS) 1 coPapd
deppotikd eEAvONUA N amOAETIOT TOV OEPUATOC, POVOKAAEG KO/ TANYEG 0T0 GTOMO (GVVIPOUO
Stevens-Johnson/to&ikn emdepuikn vekpdivon 1 SIS/TEN) petd ™ Aqyn tov Erleada 1 dAiov
GYETIKOV QUPUAK®V.

Edv omotodnmote omd o mopamdve 1oyvet yio. ecdg (1 dgv eiote BEParor), amevbuvbeite otov yiotpo M
TOV QUPLOKOTOLO GOG TPV TAPETE AVTO TO PAPUAKO.

Itooelg Kol KOTAYPATO 06TAOV

"Eyxovv mapoatmpnbei ntooeig o ac0eveig mov AauPavovy 1o Erleada. Adote 181aitepn tpocoyn
TPOKELEVOL VO, LELDCETE TOV Kivouvo oag yio ttdor. Katdypoto ootdv €govv tapatnpndel o
aoBeveic mov Aapfavovy avTd TO PAPLOKO.

KaporondOera, eyke@ariko eme166010 1 pivi-€yKEPUIKS ETELGOO10
Koatd ™ dudprela g Oepanceiog pe Erleada o opiopéva dtopa mapovstdotnke anoppaén tomv
apTNPIOV OTNV KOPOLd 1| 6 UEPOG TOV EYKEPAAOV TTOV UTOPEL Vo 00y GEL o€ BdvaTo.

O yatpog oag Ba cog Tapakorovdel yio onpeio Kol COUUTTOUOTO KOPIUKDV 1) EYKEPUAKDV
TPOPANUATOV KOTO TN ddpKeLo TG Oepaneiog Gog Le oVTO TO PAPLLOKO.

Enucowvovnote apécmg Le Tov YoTpo cog 1| LETAPEITE OTO TANGIESTEPO TUNUO EXELYOVTIOV
TEPLOTATIKOV EAV ELPOVIGETE:

. 6vo otov Bdpaka 1 SuGPOPia KATE TNV OVATOLON 1) TI COUATIKY pacTNPOTNTA, 1
. dvonvola, 1

o LLik” aduvapio / TapdAiucT 6€ OTOOONTOTE LEPOS TOV CMUATOC, 1)

o dvokoAio otV opidia.

Edv Aappdavete omolodnmote appako, angvbouvieite gtov yraTpd 1 TOV GUPUOKOTOL0 GOG
TPOKEEVOL VO eviuepmBeite oyeTikd pe o av oyetilovtot pe avénuévo Kivouvo yio ETANTTIKES
KpioELS, arpoppayio 1| KapdloK vOGO.

YoPapic Asppoatikég AvemOOunteg Evépyeieg (SCARSs)

YoPapéc Aepuatikég AvemBounteg Evépyeteg (SCARS), coumeptlapfovouévov @oprokeVTIKNG
avTidpaong pe nootvoeidio kot cuotnuatikd courntodpoto (DRESS) 1| cuvdpduov Stevens-
Johnson/to&kng emdeppikng vekporvong (SJIS/TEN), éxovv avapepbel pe v xpnon tov Erleada.
DRESS pmopei va gpoaviotel og ektetapévo edvinua, vynin Beppokpacio copatog kot S10yKwoon
Aeppadévav. SIS/TEN pmopel vo eeavietody apyikd og KOKKIVOTES TPOGOUOIAL0VOES e GTOYO
KNAIOEG 1 OTPOYYVAEG KNAIOEG GTOV KOPLO GLYVE e POVCKAAES GTO KEVTPO TovG. Emiong, umopet va
EUPAVIOTOVV EAKT] GTO GTOUM, TO AUUO, TN LOTY], TO YEVVITIKA OpYOvel KoL TO LATLo (KOKKIVOL Kot
apnouéva patia). Avtd ta coPapd deppaticd e£ovOnuate eKdNAMGVOVTOL GUYVE LETA OO TUPETO
KoM copmTdpate wov potdlovv pe owtd g ypinng. Tao eavOnuata pmopel va e&ehybodv og
EKTETAUEVT] ATOAETIOT] TOV OEPLOTOG Kol OMEANTIKEG Yo TNV N emmAoké 1) va glvan Bavoatnedpa.

Edv sppoavioete coPfapd e£avOnuo 1 Kamwolo A0 omd avTd To SEPOTIKG CVUTTOUATO, CTUUATOTE

VO TOAPVETE OVTO TO PAPLOKO KOl ETMKOIVOVIOTE LLE TOV Y10TpO 60¢ 1) avalntnote wTpikn fondela
AUETOL.
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Edv onotodnmote and ta mapamdve 1oydeL yio €64s (1 dev elote PEPator), anevBuvbeite otov yiaTpod 1
TOV (OPLOKOTTOL0 GOG TPV TAPETE QLTO TO PAPLOKO. BA. TNV mopdypapo 4 «Zofopéc avemBounteg
EVEPYEIED) BTNV OPYN TNE TUPAYPAPOL 4 Y10, TEPLGCOTEPES TANPOPOPIEC.

Awdpeon tvevpovonadela

[Teprotatikd didpeons TvevovoTadelag (Un AOUMONG PAEYHOVT] OTOVG TVEDUOVEG TOL UTOPEL Vol
oonynoel og uoviun PAAPN) Exovv mapatnpndei o acbeveic mov AapPdavovv Erleada,
counepriappavopévev Bavatnedpaov tepiotatik®y. Ta cupmTOUaTe TG 1A UESTG TVELLLOVOTAOELNG
glvar Pryog kot SUOTVOLL HEPIKEG POPEG LLE TVPETO TTOL OEV TPOKAAOVVTOL OO COUOTIKN
dpactnprotnto. Znmote dueon wotpikr fondeia, v EUQOVICETE GUUTTOUATH TOV UTOPEL VO ETvat
onueia SLpeESNC TVELUOVOTTAOELG.

Iowowa ko £épnpor
Av106 TO QapuaKO dev TpoopileTal yio xpnom 6 Tudd kot eprovg nAtkiag kdTo TV 18 gTmv.

Edv éva mondi 1 dtopo veapng niikiog Aapetl katd Adbog avtd To pApHOKO:
. TN YOIVETE AUEGMG GTO VOGOKOUELD
o nhpte poli oag avTtd To PUAAO 00N YLDV YPNONG Y10 VO TO OEIEETE GTOV YIOTPO TOV ENELYOVIMV.

Alha gappoxo ko Erleada

Evnuepaocete tov yiatpd 1 10V @OpULOKOTOW0 oG 4V maipvete, £xeTe TPOGPOTA TAPEL 1) Uopel vo
mhpete GALO Papuoko. Avtd mpémel vo yivel d10tL To Erleada pumopei va enmnpedost tov tpdmo pe tov
omoio dpovv optouéva dAha eappaka. Emione, opiopéve AL QAPLOKO EVOEXETOL VO, EXTNPEAGOVY TOV
TpoTo pe Tov omoio Opa to Erleada.

ZVYKEKPIUEVA, EVILEPDOTE TOV YITPO GOG EAV TAIPVETE PAPLLOKAL YO

T peiwon tov vynloav enmédov Mmdiov oto aipa (6nwg yeueiBpoliin)

™ Oepameia Paxmplokdv Lopunéemv (0nwg po&iproacivn, kKhapidpopvkivn)

T Oepameia poxnTIOcIK®OV AMOUGEEDV (OTT®G 1TpaKkova oA, KETOKOVALOAN)

ywo ) Ogpameia Aoipwéne HIV (6mwg prrovafipn, epafipévin, dopovvafipn)

TNV OVTIHETOMIOT TOV Ayyovs (dnw¢ pdaloraun, dralemdun)

YO TNV QVTILETOTION NG EMANYiog (6mwe eavotoivn, Baimpoikd o&v)

TNV OVTUETMION TNG YOOTPOOLGOPAYIKNG TOALVOPOUNONE (KATAGTAGEIS KATE TIG OTOIES

VRApyEL VIEPPOAIKT TOGOHTNTA 0EEMV GTO GTOUAYL) (OTT®G OUETPALOAT)

o TNV OTTOTPOTH TOL GYNUOTIGHOD OpduPav cto aipa (6mmg Bapeapivn, kKhomdoypéAn, dabigatran
etexilate)

o TNV OVTLETMOMION TNG AAAEPYIOG TNG AvolENg Kol TV dAlepyl®dV (6mwg pesopevadivn)

o TN HEIOT TOV EMTES®V TG YOANGTEPOANG (OGS «OTATIVES) OTMG pocovPacTativn,
owPactativn)

. TNV OVTIUETOMION Kopdlomadeimv 1 T peimon ¢ aptnplokng wieong (6nwg dryo&ivn,
@ehodumivn)

o TNV OVTLETONION TPOPANUATOV KopdiakoD puiuod (0mmg Kvidivy, S160Tupaion, apodapovn,

GOTAAOAT, SOQETIALOT, 1BOVTIAION)

TNV OVTIHETOMION TPOoPANUaT@V pe To Bupeoeldn) (6mwg Aefobuposivn)

v Bepameio g ovpikng apbpitidag (0rTmg Kolykivn)

T peimon tng YAvkolng Tov aipatog (6mwg pemayAvion)

T Bgpamneia Tov KapKivov (6mwc Aarativipmn, pebotpesdn)

TNV OVTIHETOMION TG €£APTIONG 0O 0TO10€1d1 1 TOL TOVOL (OTwg peBaddvn)

TNV OVTHETOMICT GOPAPOYV YUYIKOV VOOV (0TS AAOTEPIOOAN)

[Ipémet vo KoToypaWETE TIC OVOUACIES TOV QUPIAK®OY TOV TaipveTe Kot va delyvete tn Alota otov
YTpo 1 TOV QAPUAKOTO0 GG OTAV EEKIVATE VO VEO PAPLOKO. AVOPEPETE GTOV YIOTPO GOG OTL
Aappdvete Erleada dv o yiatpog cag 0€hetl vo cag xopnynoel 0molodnToTte vEo gapoko. Mmopel va
ypewaletar vo, tpomtomtomei n d6on tov Erleada 1 tov dAA@V Qoppikoy mov ToipveTe.
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IAnpogopieg yia TV KNG KoL TNV AVTIGOAA Y] Y10 GVOPES KOL YOVAIKES

IIiAnpoopicg Y10 yovaikeg
o To Erleada dev mpémet va AapPdvetot amd yovaikeg Tov gival £YKVeg, HTOPOLV Vo, Peivouy
éykveg 1 INAalovv. Avtd 10 Pappoko pumopel va PAGYEL TO ayEvvnto popd Gog.

Minpogopisg Yia avopeg — akorovdote VTG TIS GVPPOVAES KaTE TN drdpKera TG Oepameiog
KOL Y10, O1G6TNHO 3 unvev HeTd Th) o10Kom) TG Oepaneiog

. Edv éyete oe€ovaiikn emagn pe pio £yKvo yuvoiko — Yp1oUYLOTOLELTe TPOPLANKTIKO Y10, THV
TPOGTAGIN TOV AYEVVTTOL LOPOVD.
. Edv &yete oe€ovarikn emapn pe pio yovoiko Tov Umopel vo PeiveL £YKVog — YPTOLUOTOLEITE

TPOPLAOKTIKO Kol pol EMITAEOV LEBOSO aVTIGOAANYNGC VYNANG OMOTEAEGUATIKOTITAG.

XpNoonoleite avTIGOAAN Y KOTA T dldpKeto TG Oepameiog Kot yio S1oTnua 3 UNvav Uetd
dwokonn| g Oepamneiog. AmevBuvleite 6TOV Y10TPO GOG AV EXETE OMOIEGONTOTE EPOTNOELG CYETIKA LIE
TNV OVTIGOAAN Y.

AvTO TO EAPUOKO PTOPEL VO LEIDGEL TV OVOPIKT] YOVILOTNTO.

Oonynon kKo EPLoROS UNYAVNRATOV

To Erleada dev eivar mBavo va emnpedoet Ty KavOTnTd GoG v 0dNYELTE 1| VOl YpNCILOTTOLEITE
OTO100MTOTE EPYOAEID 1] LYV LT

2T1¢ avemBounteg evépyeleg antoh ToL appdkov mepAappdvovtot ol emAnTTiKéG Kpioeis. Edv
duaTpéxete VYNAO Kivouvo Yo emAnmTkég Kpioelg (PA. [Tapdypapo 2 «IIposidomomoelg kot
TPOPLAAEELSY), amevBuvbeite 6TOV Yi0TPO GOGC.

To Erleada mepiéyer vatpio

To @dppaxo avtd TepiEyel Aydtepo amd 1 mmol vatpiov (23 mg) ot d6om tv 240 mg (1 diokio),
glvar avtd Tov ovopdlovpe «elebBepo vaTpiovy.

3. o va tapete To Erleada

[Tavtote va maipvete To PAPUAKO QLTO QVOTNPE COUPOVE LE TIG 00N Yieg TOV YaTpo¥ cag. Edv éxete
apeBolec, pmTNOTE TOV YITPO 1) TOV POPLOKOTOLO GO,

O y10tpOg 00g EVOEYETAL ETIONG VO CLVTAYOYPOUPNCEL Kot AAAL papuaka evocw AapPdvete to Erleada.

IIéc0 va napete
H ocvvietdpevn d6om avtod tov gapudkov givatl 240 mg (éva d1okio) pio popd TV nuépa.

Afyn tov Erleada

. Na maipvete avtd 10 GAPUAKO OO TO GTOLO.

. Mmnopeite va Taipvete avtd T0 EAPULOKO LLE TPOPT 1| OVALESH GTO YEDLLATAL.

o No katanivete To d10kio 0AOKAN PO Yo va, Slac@aricete OTL Aapfavete oAOKAN PN TN 6001 GOG.

Mn cuvOAiBete 1 dwpeite To diokio.

AV dgv umopEiTE VO KATATIEITE TO O10KiI0 0AOKAN PO
. Av dev pmopeite vo KoTameite ovtd 10 pAPHOKO 0OAOKAN PO, UTOpELTE:
o Na 10 avapeilere pe £va 06 10 TOPUKATO PN avOpaKkovyo TOTA 1 LOAUKE TPOPLLD”
TOPTOKALADO, TPAGIVO TGAL, TOVPEG UiA0V, 1] POPTLE. YLXOVPTLOV, MG EENGC:
. TomoBetnote T0 0AOKAN PO diokio og Eva ALT{avi. Mn cuvOAiPete | dtoupeite to
dioxkio.
= [Ipocbéote mepimov 10 ml (2 kovtaAdkio Tov YAVKOD) Un avOpakobyo vepd yia va
doporicete 0T T0 diokio givor evieAdg Pubiopévo oto vepd.
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. [epyévete 2 Aemtd, péypt 10 d10KI0 va S10GTOCTEL KOt VO S1LGTOPEL, Kol 0T
GUVEYEWL AVAKATEYTE TO UelyLaL.

= [Ipocbéote 30 ml (6 KovTaAdKIe TOV YAVKOD 1| 2 KOVTOAEG TG GOVTAG) EVOC 0d
TOL TOPOKATO U ovOpakoDya Totd 1 LOAAKE TPOPLLN: TOPTOKAANDM, TPAGIVO
TGAL, TOVPEG UNAOV, 1] POPTILLOL YIHOVPTION KoL OVOIKOTEYTE TO UElYLLL.

. Koarameite to pelypa apéowng.

= Exmioverte to pMtlavi pe apketd vepd dote va dtonc@aiotel 0Tt Bo AngOel
oAOKAN PN M 8601 KoL TIEITE TO OUESMG.

. Mn @uAdTE TO HELYO OPUAKOV/TPOPIHOL Yo Vo xpnotponomBel apydtepa.

o YoOMVOG 6itiong: Avtd 10 eappoko umopel emiong va d00el LECH OPIGUEVOV COMV®V
oltione. Zntote omd ToV YTpd GOG CLUYKEKPIUEVES 0N YIES Y100 TOV TPOTO TNG 0pONC
AYMG oV d1okion PHEGH COANVA GITIoNG.

Edv mapete peyorvtepn 66on Erleada a6 Tnv kavovik

Edv mépete peyodvtepn d60M Ao TNV KAVOVIKY|, GTOUATIOTE VO TOIPVETE 0LTO TO PAPLOKO KOt
EMKOWMVNOTE E TOV Y1aTPO cog. Mmopel va dlatpéyete vyniotepo Kivouvo eUAviong avemBounTmv
EVEPYELDV.

Eav &eyaoete va napete 10 Erleada
Edv Egydoete va mhpete anTd TO QAPUOKO, TAPTE TN oLV 0N 600N Gog auécmg Lo To Boundeite tnv
o1 nuépa.

o Edv Egydoete va mapeTe aTO TO QAPIOKO Y10, it OAGKAN PN NUéEpa — mhpTE TN cLVNON ddOM
GOG TNV ETOUEVN NUEPQL.
. Edv Eeydioete va mipeTe dVTO TO PAPULAKO Y10 TEPIGGOTEPES MO Pidt UEPEG — EVIUEPDOTE

opECME TOV Y1OTPO COG.
Mnv mapete SITAN 6O0T Y10 VO OVOTANPOGETE TN 006 OV EEYOCOTE.

Eav otapotiocete va taipvete to Erleada
MnV GTOATAGETE VO, TOIPVETE OVTO TO PAPLOKO YMPIC VO, LWANGETE TPONYOVUEVMG LE TOV YIUTPO GOGC.

Edv éxete meprocdtepes pMTNGELS GYETIKA LLE T YPTOT ALTOV TOL POPUAKOV, POTNOTE TOV Y1TPO N
TOV QUPLOKOTOLO GOG.
4. MBavéc avemBOuNTEG EVEPYELES

Onwg 6o To pAppOaKa, £TGL KO AVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, AV
ka1 6gv Tapovcldlovtal 6 GAOVG TOVG AVOPMOTOLG.

Yopapég avemOOUNTES EVEPYELEG
Yraporiote vo taipvere 1o Erleada ko avalnmiote apéong wrpikn fondsia eav mapatnpioste
0TTOL00NTOTE OO TA AKOLOVOO cVPUTTOROTA:

o exteTapévo eEavinua, vynin Beprokpacio COUATOG Kt S10YKMON AEUPAIEVAOV (POPUAKEVTIKY
avTidpacn pe n@eoPirio Kol cuoTHoTikd cvurtouate 1 DRESS)
o KOKKIVOTEG UN-TTpoe&€yonoeg, TPocouolalonoeg (e oTOY0VG 1 KUKAIKES KNAIdEG 6TOV KOpUO,

GLYVA LE POVOKAAEG OTO KEVTIPO, OMOAETIOT OEPLATOC, EAKN GTO GTOLA, TO AGLUO, TN HOTT), T
YevvnTIKd opyova kot to patio. [Tupetdg kot cupmtdpata wov potdlovv pe ypinn umopel va
ponyNnoovv avtdv TV cofapnv depuatik@v eavinudtov (covopouo Stevens-Johnson,
TO&IKY| EMOEPLUKT VEKPOALOT)).

Evnuepmote auéomc Tov Y1oTpo GOg oV TOPUTIPHOETE OTOLUONTOTE OO TIC TUPUKATM GOPUPES
avemBounTeg eVEPYELEC — O YIOTPOG 0aG UTOPEL va dtakoyel T Oepoameio:

IIoA0 cvyvéc: unopel va emmpedoovy mepiocdtepa and 1 ota 10 dropa
. TTOOELS 1] KOTAYUATO (oTacuéva 06Td). O Y1Tpoc 6o UTopel va 6og TapakoAovdel otevotepa
€ drotpéyete Kivouvo Yo KOTAyUaTo.
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Yoyvég: umopei va emmpedoovy émg 1 ota 10 dtopa

o KapdLoTadELn, EYKEQOAMKO ENEITOO10 1) HiVI-EYKEPAALKO €me1G0010. O yiotpog cag Oa Gog
TOPOKOAOLOEL Y10 GNUELN KOl CUUTTOUOTO KOPIIOK®Y 1| EYKEPUAK®V TPOPANUATOV KOTA TN
duapkela g Oepamneiog cag. Emkovmviote auéomg pe tov yiutpod cog i petafeite oto
TANGIESTEPO TUNLOL ETELYOVIMV TEPIOTUTIKDOV EAV EUPAVIGETE TOVO GTOV Odpaka 1 ducpopia
KOTO TNV QVATODoT] 1] T COUATIKY dpaoTnploTnTa, 1| SVGTVOLA, 1 €AV TAPOVGIACETE PVTKN
advvapic / TapdAvor G€ OTOIOONTOTE HEPOG TOL COUNTOG 1) SVCKOALD GTNV OMIALD KOTA TN
duapkela g Oepamneiog pe Erleada.

Oy ovyvég: pumopet va ennpedoovy €og 1 ota 100 dtopa

o onacpoi N eminmtikn kpiomn. O yaTpdc cog Oo SLaKOYEL AVTO TO PAPUAKO EAV EYETE EMANTTIKN
Kpion Kotd ™ dudpkela g Oepaneiog.
. GUVOPOUO AVIICLYMV TTOJIDV (£VTOVT TAPOPUNOT] Y10, KIVIOT] TOV TOSIDV OGTE VO GTAHOTHICOVY

01 ETMOVVEC N TEPiepyeg acOnoelc, Tov cLYVA epeavifeTal T viyTo).

Mn yvooTég: 1 cuyvotnTo dev pmopet vo, ektiun0el pe faon ta Staubéoiua dedopéva
o Pyoc ko duemvola, ThaVMG GLVOSEVOUEVT] OO TVPETO, TOV JEV TPOKUAEITOL OTO GMOUOATIKN
dpaoTnPOTNTO (PAEYLLOVH GTOVG TVELLOVES, YVMOOTY MG O1AUECT) TVELLOVOTTAOELN)

Evnuepoote apuéomc Tov Y1oTpo Gog oV TOPATHPTOETE OTONONTOTE Od TIC TAPOTAV® GOPPES
avemBounTeg eVEPYELES.

O avem@opnteg evépyseieg meprrapfavouvy
Evnuepdote Tov yo1pd G0G 0V TOPATNPGETE OTOLUONTOTE OO TIC TOPAKAT® OVETIOOUNTEG
EVEPYELEG:

oAb cvyvéc (umopel va emmpedoovy mepiocdtepa omd 1 ota 10 dropa):
aioOnua vepPoAikng Kovpaong
oVoG 6TIS apfpioelg
deppotikd eEavonua

uelmpévn 0peén

VYNARY apTNPLOKY TTieom

eGaym

duappoia

OTACLO 0GTAOV

TTOCELG

ammAglo fapovc.

Yoyvég (umopel va emmpedoovy émg 1 ota 10 dropa):

poikoi oracpot

payovpa

TPYOTTOON

oAhayn otnv aicnon g yevong

e€etdoelc aipatog mov delyvouv VYNAO eminedo YOANGTEPOANG OTO aipla

e€etdoelc aipatog mov delyvouy VYNAO eminedo evog TOTTOL Adiov GTo A TOV ovopdaleTal

«TpryAvKepidlon

Kapdlomadeia

. EYKEPUAKO 1 LWVI-EYKEPUAIKO, TO 0010 TPOKAAEITOL OO YOUNAT PON GIOTOC GE UEPOC TOV
EYKEPALOV

. VITOdpaoTNPOTNTO BPEOEISOVG TTOL UTTOPEL VAL GOG KAVEL VO 0loBAVESTE TEPIGGOTEPO
KOVPOGUEVOC KO VO, EYETE OVGKOMA VO, EEKIVIGETE TIC dPASTNPLOTNTEG 60 TO TPmi. Ot
g€etdoelc aiparog pumopel emiong va dei&ovv vrodpactnPLOTNTA TOL BVPEoEIdOVC.

Oy ovyvég (umopet va ennpedoovy £oc 1 ota 100 dtopa):
o EMANTTIKOL GTOGHOT/KPioELS.
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Mn yvootég (n cuyxvotnta dev pumopel vo extiun el pe Paon ta dSabéoya dedopéva):
o U1 QLGIOAOYIKT KATAypapn TG Kapdakng Asttovpyiag oe HKIT (nAektpokapdioypdenua)

o exteTapévo eEavinua, vynAn Bepuokpocio COUATOG Kal S10YKMON AEUPOUSEVOV (POPUAKEVTIKY
avtidpaon pe nOowoPiiio Kot cuoTnpoTikd cvprtopate 1 DRESS)
o KOKKIVOTEG UN-TPoe&€)onoes, TPOcoUolalovoeg e GTOYOVG 1 KUKAIKES KNAIdEG GTOV KOpUO,

GLYVO UE POVOKAAEG GTO KEVTPO TOVC, AOAETIGT) OEPUATOG, EAKT) GTO GTOUA, TO AOLUO, TN KT,
TOL YEVVITIKO OpyovaL Ko To LATiol, To 07toio propel vo, ekonAwBovv petd amd mupetd Kot
CLUTTOUOTE TOV Hotdovv pe avtd tng ypinng. Avtd ta coPapd deppatucd e&avOnuata pmopel
va glvat duvnTikd arenTikd yuo ) {on (cvvdpopo Stevens Johnson, To&ikn emidepuikn
vekpoAvon).

Evnuepdote oV y1o1pd GOG 0V TOPOTNPTCETE OTOLUONTOTE OO TIG TOPATAV® AVETIOOUNTES
eVEPYELEG.

Ava@opd avemBuuNTOV EVEPYELOV

Edv mapoatnproete kamoto, avemBOunTn evEpyeLd, EVIULEPMDGTE TOV YITPO 1 TOV (POPLUKOTOLO GOG.
Av10 1oyt Ko Yo kdOe mhavr avemBountn evépyela mov 0ev avaQEPETAL 6TO TAPOV EUAAO 00N YLDV
ypnonc. Mmropeite emiong va avapépete avemBounteg evépyeleg anevbeiag, Lécw Tov Bvikoy
GULGTILOTOG OVAPOPAS TToV avaypdpeTor oto [lapdptnua V. Méowo g avapopds avemountov
gvepyelmv pnopeite vo, fondnoete ot GLAAOYN TEPIGCOTEPDV TANPOPOPIDV CYETIKA LUE TNV ACPAAELL
TOV TTOPOVTOS POPUAKOL.

5. Ilog va guiaocoete To Erleada

To @appako ovtd TPETEL VoL PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLV Ta TOLSLA.
Na pn xpnoponoteite ovtd T0 PAPUOKO LETE TV NUepounvio ANENG TOL AVOPEPETAL GTOV TEPLEKTN
(xoyéheg, ecmTepikn avadmiovpevn ONKn, eEmteptkn avadimiovpevn OnKn, ELAAN Kot KovTi) pHeTd ™
AHZEH. H nuepounvio AnEng sivar ) tehevtaio nUEPO. TOL VO TOL OVAPEPETOL EKEL.

DuAdocete TNV APYIKT] CLOKEVAGIO Y10, VO TPOSTATEVETOL OO TNV VYPAGia. AEV OTOLTOVVTOL
Wwitepec cuvinkeg Beppokpaciog yia tn OAAEN aVTOD TOL EUPUAKOD.

Mnv metdite @APULAKO GTO VEPD TNG ATOYETEVLONG N OTA OIKLAKA aroppippate. Potiote tov
(OPLOKOTOLO GOG Y10l TO MG VO TETAEETE TOL PAPUAKO TTOL OEV XPNOUOTOIEITE Tl AVTd Tl pHéETpa Ol
Bondncovv oty Tpoctacic tov TepPaAiovtog.

6. Iepreyodpeve TS 6VOKEVAGIOG KO AOTEG TANPOPOPieg

T epréyer To Erleada

o H dpaotikn ovoia givar to apalutamide. KdOe emicodvppévo pe Aemtd vuévio diokio mepiéyet
240 mg apalutamide.
o Ta GAAo cuoTATIKA TOV TLPTVA TOL S1oKIOV gival KOALOEWES Avudpo 0Eeidio Tov Ttupttiov,

KapUEALOIN VATPLOVYOG SLOGTOVPOVUEVT, OEIKT NAEKTPIKT VITPOUEAROLT, LOYVIGL0 GTENTIKO
KOl TUPLTIOTOINUEVT] UKPOKPLOTAAAKY] KuTTapivy. H emucdioym pe Aemtd vuévio mepiéyet
LOVOKOTPUAOKATPOIKT YAVKEPOAN, G1d1pov o&gidto pérav (E172), moid (Bivvloikoodin),
TaAKM, Trtaviov dto&eidto (E171) kot evo@Oaiucévo cupmoAvuepEG alfvAevoyALKOATG
moAv(Pvvlorkooing) (BA. [lapdypapo 2, To Erleada mepiéyet vatpio).

Epeavien tov Erleada kot wepieyépeva mng 606KeLAGI0G

Ta emkoroppéva, pe Aemtd vuévio dwokia Erleada sivan ykpiloydhava mpog ykpila, ofdi,
EMKOAVUPEVA e AeTTO LUEVIO dtokia (21 mm pikog x 10 mm mAdTog), pe «E240» ypapupévo ot pio
TAELPAL.
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Ta diokia pmopel vo TapEyovtal 6 cLOKEVAGIN gite PLAANG gite avadumAoduevng OnKkne. Mropel va
LNV KUKAOPOPOVUV OAEC 01 GUCKELOGIES.

Drvain

Ta diokia mopEyovtal 6€ TAUGTIKY PLAAN Le TOR acareiog yio tadid. Kabe piain mepiéyet

30 dokia Kot cuvolikd 2 g apuypavtikov. Kdbe kovti mepiéyet pia giéAn. Gvidooete 6TV apyikn
ovokevacio. Mnv Katamivete | 0mOpPInTETE TO APLYPAVTIKO.

Kovti 28 nuepov
Kabg xouti 28 nuepdv mepiéyet 28 emtkaAvUpuéva Pe AETTO VUEVIO dloKio g 2 YAPTIVES
avadtTAovpeveg Onkec, kKabepio and Tig onoieg mepiéyel 14 emkaAvpupéva Pe Aemtd LUEVIO dloKia.

Kovti 30 nuepav
Kabg xovti 30 nuepadv mepiéyet 30 emtkaAvupuéva pe AETTO VUEVIO dloKio o€ 3 YAPTIVES
avadimAovpeveg Onkec, Kabepio and T1g onoieg mepiéyetl 10 emkaivppéva e Aemtd vUIEVIO doKia.

Karoyog Adsrag Kvkhogopiog
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

Iopoaockevaotig
Janssen Cilag SpA
Via C. Janssen
Borgo San Michele
Latina 04100, ItoAio

I"o omoladnmote TANPOPOPio. CYETIKA LLE TO TOPOV POUPLOKEVTIKO TPOIOV, TAPOKAAEISTE VOl
amevbuvbeite otov Tomikd avtimpdésmmo tov Katdyov g Adeiag Kvkiogpopiag:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"

Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88

janssen@jacbe.jnj.com lt@its.jnj.com

bbarapus Luxembourg/Luxemburg

L, JokOHCBH & JIxoHChH boirapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11

jjsafety@its.jnj.com janssen@jacbe.jnj.com

Ceska republika Magyarorszag

Janssen-Cilag s.r.0. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD

TIf: +45 4594 8282 Tel: +356 2397 6000

jacdk@its.jnj.com

Deutschland Nederland

Janssen-Cilag GmbH Janssen-Cilag B.V.

Tel: +49 2137 955 955 Tel: +31 76 711 1111

jancil@its.jnj.com janssen@jacnl.jnj.com
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Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EArada
Janssen-Cilag ®appokevtikr) A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 5500 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvmpog
Bapvépog Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Norge

Janssen-Cilag AS

TIf: +47 24 12 65 00
jacno@its.jnj.com
Osterreich

Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

To wapdév @ULA0 00N YOV Yp1ioNS avaBspOnke Y10 TELEVTAIO POPE GTIC.

Alreg INYEG TANPOQOPLAOV

Aemtouepeic TANPoeopieg yio T0 papprako avtd eivar dtabéoipec 6To dikTvakd TOTo ToL Evpomaikon

Opyaviopuod ®apudxmv: http:// www.ema.europa.cu




HHAPAPTHMA IV

ENIZTHMONIKA IOPIZEMATA KAI AOT'OI I'IA THN TPOIIOIMOIHEH TQN OPQN
AAEIAZ(-QN) KYKAO®OPIAZ

103



Emotnpovikd mopicpata

Aoppavovtog vmoyn v ékbeomn a&lordynong e PRAC oyetikd pe v (t16) 'ExOeon(-g1c)
ITeprodkng IMapaxorovdnong g Acopddretag (EIIIA) yuo v (T16) apalutamide, ta emictnuoviKd
mopiopata tng CHMP egivon ta e&ng:

Aoupavovtoc vmoyn ta dtabéotpa dedopévVa yio To cOVIpoUo avicuy®v Todtmv (RLS) and
Biproypapio, avBOpUNTEG AVOPOPES [LE GTEVT YPOVIKT CLGYETION GE OPICUEVEG TEPITTAOCELS, OeTIKN
OTOKPIOT) G OLOKOTT YOPNYNONG PUPHAKOL KAV GE EXAVOYOPTYNOT PUPHAKOL KoL EV OYEL EVOG
gOAoyov punyavicpov opdong, 1 PRAC Bempel 611 pia artioloyiky cvoyétion petald tov apalutamide
ka1 tov RLS givat tovddyiotov o Aoywkn abovotnta. H PRAC katéinée oto cvumépaciio 6Tl ot
TANPOQOpPieg TPOIOVTOG TV TPOTOVTWOV TOL TTEPLEYoLY apalutamide wpénel va Tpomomonfovv
avaAOYmG.

Aoppavovtog vmoyn ta dtobéoipa dedopéva yio ) didpeon tvevpovondOewa (ILD) amd ™
Bproypapio, avBOpUNTEG AVOPOPES [LE GTEVH YPOVIKT CLGYETIOT GE OPICUEVEG TEPITTAOCELS, OeTIKN
AmOKPIOT G SLUKOT XOPNYNONG PUPIAKOL Ko/ o€ emavoyopnynon eapudakov, 1 PRAC Bswpet 611
L0 01TIOAOYIKT GLOYETION HETOEL Tov apalutamide ko tng IDL eivar TovAdyiotov pia Aoyikn
mBovotnta. H PRAC katénée 610 cvpnépacua 6Tt ot TANpopopieg TpoidvTog TV TPoidvVI®mY TO
nepiéyovv apalutamide mpénet vo tpomonomBody avaidywmc.

"Exovtag e&etdoet T ovotaon g PRAC, n CHMP cuppovel pe ta yeEVIKA TOpIGHOTO KOl TOVG
Adyovg dotdmmong tov cvotdcswv ¢ PRAC.

AobY0L Y10 TNV TPOTOTTOIN G| TOV 6p@V Ad£105(-AV) KuKAOPOpiog
Me Bdon ta emotnuovika Topicpota yio tnv (tig) apalutamide, n CHMP éxpive 611 1 oxéon opéhovc-
KWvoOVOL TOL (T®V) QOPUOKEVTIKOV(-DV) TPoidvTog(-mVv) Tov Ttepiéyel(-ovv) apalutamide mapapével

QUETAPANTY, VO TNV EMPOAAET TOV TPOTEWOUEVOV AAAAYDV GTIG TATPOPOPIEG TOV TPOIOVTOG.

H CHMP eionyeitat v tpomonoinon tov 0pmv adetag(-dv) KukAopopiag.
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