
3EItrTPEII II3BEruTAJ 3A OCOEMHMTE HA JIEKOT

1. IIME HA JIEK

Abiraterone Pharmasc,ience 500 mg $umr,r- o6loxteHu ra6neru'

2, KBAJII4TATI{BEH [I KBAHTI4TATI4BBH COCTAB

Cexoja Sulu-o6noxena ra6lera coAp)Kr{ 500 mg a6uparepoH allerar eKBI4BUIeHTea ua 446 mg

ua a6uparepou.

ExcuunueHcz co noggaro Aejcreo

Cenoja $irnnr- o6loxceHa ra6lera coAp)Iflz 245 mg JraKro3a MoHoxl4Apar'

3a qelocHara rkrcra rla eKcIIunueHcI4, rIofJIeAHere ro Aelor 6.1

3. OAPMAUEBTCKA OOPMA

@ulu- o6roxceua r a1itera
Buoreroea Sunnr-o6no)KeHa co oBnJrHa Sopma (20 mm AoJDKHHa x 10 mm uruprana)

6uxoneeKceH sao6:rerr pa6 , co BTHcHaTa ,,A" Ha eAHaTa cTpaHa I4 ,,50000 Ha .ApylaTa cTpaHa.

Kil4HI4tII(I{ fIOAAT OIIII

Tepanenrcrrr LrHAH KaIIr{H

Abiraterone Pharmasoience e I4HAI4III4paH co npeAHu3oH I{rII4 IIpeAHI,I3oJIoH 3a:

- TperMaH Ha Hoeo4ujaruocruuupaH Br{coKopu3zqeH MeracrarcKl4 KapIIHHoM Ha npocrara

ceH3HTHBeH Ha. xopMoHt4 (mHSPC) rcaj eo:pacHu Ma)Kpr eo xorr6uuaquja co repanuja :a

;il ll##11T,li:i#:n"T:rtffi # XTil: ff# il. ""re 
Hre H Ha Kacrp aqraj a ( m c Rp c )

naj nospacuv v'a)lrikr Kor4 ce acuMrrroMarcKn r4JIH co 6raru cHMfIToMIi rlo HeycilelxHa

tepanuja3a cyrfipuMr4par+,e Ha aHAporeHr4 xaj ron xeuorepanujara cd ylxre He e KJII4HII.IKH

Lrtrvfi1:apaHa (nua4ere aen 5 . 1)

- TperMan Ha mCRPC xaj eo:pacHu Ma)r(Ir uuja 6olecr Hanpe.4yBaJla Bo reKor Ha I{JII{ no

pexuM Ha xeMorepanuja6azupau ua docetaxel.

4.2 [oruparre rr HaqIrH Ha aAMuHlrcrpaquja

Oeoj nex rpe6a Aa 6wAe ilpenl4lxaH oA cooABereH 3ApaBcrBeH pa6orHux'

4.

4.r

nosHpaILe
llpenopauauara Ao3a e 1000 mg (4ee ra6leru
cMee Aa ce 3eMa co xpaHa (eu4ere ,,Ha.{HH
ra6rernre co xpaHaja 3foneMyBa cl4creMcKara

5.2).

oa 500 mg) rcarco eAuHvIq

Ha a1MtrHnctpvpame"
lr3Jro)r(eHocr na abiraterone

nogupali,e Ha npeAHugoH Iaru npe.4uugoroH
3a pHSPC, Abiraterone Pharmascience ce Kopr{crz AHeBHo co 5 mg rpeAHIl3oH HJ1I4
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rlpeAHl{3onos. 3a mCRPC, Abiraterone Pharmascience ce Kopr4crr'r AHeBHo r:o 10 mg rpeAHr43oH
prnw npenHn3oJroH.

Me4r.IquHcxara Kacrpaqnja co aHaIIor Ha xopMoH sa oclo6o4yBarie Ha. JryrevHr.{3r{paqKuor
xopMoH (LHRH) rpe6a .4a ce [poAoJ]]I(I4 3a BpeMe Ha rperMaHor raj narlrrreHrr.r KoH He ce
xHpypIxKH Kacrpr,rpaHrr.

flpenopaqau nlouuropusr
Cepyrrcxzre rpaHcaMr4nazu rpe6a Aa ce cJreAar npeA [orreroKor Ha rperr\4aHor, Ha ceKou ABe

HeAeJrI4 Bo rrpBr4Te rpr,r Mecequ oA TperMaHor t'I rroroa eAHau MecerrHo. Kpanuor rpurncoK,
cepyMcKr,ror KaJrr{yM 14 3aAp)KyBalrero Ha reqHocru rpe6a Aa ce cneAar MeceqHo. Cenax,
narlueHTr,rre cc! 3Haqr{TeJreH pr43lrK 3a KoHfecrr{BHa cprleBa cla6ocr rpe6a AiI ce cJreAar Ha ceKou
2 se4enu Bo rrpBr4Te rprr MeceIIH oA TperMaHor r4 Iroroa MeceqHo (nu4ere lel 4.4).
Kuj ilaqr{eHTu co rrperxoAHo rlocroeLlKa xanoxaruenruja vrfi4 r(aj oHue Kor{ pa3BHJre

xrrrroKturueMraja 4ogena 6ure rperr.IpaHr co Abiraterone Pharmascience, rpe6a Aa ce 3eMe Bo

rrpeABr{A oAp)KyBarbero Ha HIzBoro Ha KanIlyM xaj naqueuror na ) 4,0 mM.
3a raqveHTr4 KoI{ pa:BuBaut roKcl{qHocr oA crerreH
xr.rnoKaJll{eMuja, egervl ri Apyrr4 ToKcr{tlHocrv) Kopr He ce Mr{HepaJroKoprHKoHAHpr, TperMaHor
rpe6a Aa ce ilpeKHHe v Aa ce crpoBe.qe cooABereH MeAr{unHcKrz npHOTan. Tperuauor co
Abiraterone Pharmascience He rpe6a noBTopHo Aa ce 3arror{He cd .qoAera cuMrrroMr4Te Ha

ToKclrr{Hocr He ce [oBJleqar Ao crefreH 7 uru 4o IroqerHara BpeAHocr.

Bo cnyuaj Ha rrpony[reHa AHeBHa Ao3a na Abiraterone Pharmascience, npeAHu3oH r4Jrr,I

npeAHr43oJroH, TperMaHor rpe6a Aa ce [poAoJr]I(r4 cJIeAH]ror AeH co eoo6uqaoHara AHeBHa Ao3a,

Xenatotor<cuqnocr
3a naquernr{ Kor4 pa3BuBaar xerraroroKcnqHocT 3a BpeMe Ha rperMaHor (ce 3roneMyBa araHlar
aMuHorpaHcSepa:a [ALT] vnv acilaprar aMuHorpanc{repa:a [AST] na4 5 narr,r oA ropHara
rpaHvrla Ha HopManara [ULN]), TperMaHor rpe6a BeAHarrr Aa ce rpeKvne (ua4ere gen 4.4).
flonropunor rperMaH no npartarrero lra recroBlzTe 3a $ynxqujara Ha rlpHrao'r Apo6 ua nor{erHara
BpeAHocr Ha rrarrlreHror Mo)r(e Aa ce AaAe Bo HaMaJreHa Ao3a oa 500 mg (e4ua ra6lera oa 500
mg) e4uaru AHeBHo. 3a fiarluenrr4Te r(or4 ce JreKyBaar rroBTopHo, cepyMoKr4Te rpaHcaMr4Ha3r4

rpe6a Aa ce cJleAar uajnranxy Ha ceKolr ABe HeAeJrr{ Bo reKor Ha rpr.r Mecer,H, a rroroa MeceqHo.

Axo xenaroror(cprr{Hocra ae noBTopr4 npv HaMzlrreHa Ao3a oA 500 mg AHeBr{o, r'perMaHor rpe6a

Aa ce npeKHHe.

AHo naqxeHrure pa:nujar rerrKa xeraToToKcurrHocr (ALT unu AST 20 naru roeerte oa ULN)
eo 6raro Koe BpeMe AoAer(a ce Ha repannja, tperuanor rpe6a Aa oe npeKHHe r4 naqueHTr4Te He

rpe6a noeropHo Aa ce neKyBaar.

Xenararno ourrerlzealbe

He e norpe6no npularoAyBarbe Ha Ao3ara 3a IIarIHeHTr4 co nperxoAHo rroctoen e na 6laro
xerrarrlrrHo orrrreryBalbe, Child-Pugh xlaca A. Vnaepeuo xerrararrHo orxreryBame (Child-Pugh
xnaca B) ce [oKrDKnJro AeKa ja srorerr.tyBa cucreMcRara H3Jror(eHocr ua abiraterone 3a

npu6.nzntuo qerr,rpu rrarr4 rro eAlrHnrrHr4 opaJlHlr Ao3r4 Ha abirateron acetat oa 1000 mg (eu4ere

rct 5.2). Heua noAarorlr{ 3a KJI il eQHKacHocra Ha noBeKeKpaTHHTe Ao3H

sa abirateron acetat Kora ce IIaqI{eHTIl CO yMepeHO I1[II4 TeIxKO X9IIaTaIIHO

orxreryBar+,e (Child-Pugh
Vnorpe6ara na Abiratero
co yMepeHo xenaraJrHo
MOIKHT4OT pr€aK (BVAere

Aa ce npeABAAw npv]JafoayBalbe Ha Ao3aTa.
BHrrMareJrHo Aa ce npoqeHyBa naj naquenru

BKara or{r4rJre4Ho rpe6a Aa fo HaAMHHe

Pharmascience He 'rpe6a Aa ce Kopucrr{

Q;'ml 9
KaJ rrarlr4eHTrr co TerrrKo r.rAere AenoBu 4.3 , 4.4 u 5 .2).



4.3

E)r6pexHo ortrrerysarse
He e norpe6Ho npr4Jra.roAyBar{,e Ha Ao3ara raj uaqneuru co 6y6peNHo olxreryBarre (nu4ere 4en

5.2). Cenax, HeMa KJrlrHar{Ko r.rcKycrBo rcaj raqueHTu co KapIIHHoM Ha npocrara I4 TeIIrKo

6y6pexHo orrrreryBanbe, Ce npenoparryBa nperna3Jrr.rBocr rcaj oBVe naqueurn (nu4ere rct 4.4).

flealrj arp zcxa non-vrz1g4i4
Herua pelenaHTHa ynorpe6a na Abiraterone Pharmascience xaj negnjarpucKara noIryJIa\hia.

Meroa Ha aanauHncrpauuja
Abiraterone Phannasc,ience e HaMeHer 3a opaJIHa ynorpe6a.

Ta6lernre Mopa .4a ce 3eMaar KaKo eAHHer{Ha Ao3a eAHaIx AHeBHo Ha IIpzBeH croMaK'

Abiraterone Pharmascience Mopa Aa ce 3eMa Hajnaanxy ABa qaca no ja4eme H xpaHa He cMee

Aa ce BHecyna najnralrcy eAeH qac no 3cMalbero na Abiraterone Pharmascience. Ta6lernre
Abiraterone Pharmascience Mopa Aa ce foJlraaT qeJII4 co eoga.KourpalrHAnnaql{u

flpeoceuunocr Ha aKTHBHara cyncranqnja HrruHaHercoj og eKcuIztII{eHcI4Te HaBeAeHu Bo

rer 6,1.
XeHlr KoH ce I{,IIV noreHlrlrjanno Mo)Kar na6u4ar 6pelrenu (ua4ere rct 4.6)"

Teurxo xellartulHo ouTeTyBalbe [Child-Pugh rclaca C (nugere AenoBLr 4.2, 4.4 u 5.2)).

Abiraterone Pharmascience co [peAHr{3oH HJrH npeAHI43oJIoH e KoHTpaI4HAI{III4paH Bo

non6uuaquj a co Ra-223.

4.4 floce6nu rpeAyrlpeAyBarba Ir MepKH Ha rlperrla3JrlrBocr npu ynorpe6a

XunepreHgzja. xnnoKanileMaja. saAprx)rearbe Ha reqHocru v cpqesa cra6ocr nopaAla sldlxorc Ha

M H He oan oKoprH Kol4,4lt4

Abiraterone Pharmasr:ience Mox(e Aa npeAH3BHKa xr{fiepreusuja, xnrloKuulrreMnja u :a4p>nyname

Ha reqHocru (nrl4ere 4en 4.8) KaKo rrocJreAr4qa Ha 3roJreMeHH HuBoa Ha MuHep€uIoKoprI{KoI4AI4

rxro pe3yJrrrrpa oA unxu6wluja na CYP17 (nzgere aen 5.1).

I4cronpeuenara a1l.rrn:onorpaquja co KopruKocrepor{A fo norucHyBa aApeHoKopruKorpotlHl'Ior

xopMoH (ACTH), rrrro p$yJrrr{pa co HaManyBane Ha r4HIlIIAeHUara 14 cepplo3Hocra Ha oBve

HecaKaHH peaKUr4z. florpe6na e nperla3nuBocr rrpt4 Tperlrparbe Ha naIIIzeHTI4 qHI'I ocHoBHlI

MeAHrIr4HcKH cocroj6ra MolKe Aa 6u4ar KoMrrpoMLrrLrpaHV co 3roJIeMyBaIbe Ha KpBHI'Ior

rrpuTr{coK, xnrroKulJrr4eMuja Qta np. oHr4e Ha cprIeBH rm.rr<o:u4u) vrv 3a p}KyBarbe Ha reqHocrl4

(Ha np. oHr{e co cplqeBa cla6ocr, TerrrKa uru necra6uJlHa aHfrIHa rIeKTopHc, HeoAaMHeIrIeH

Mr{oKapAeH zH$aprr rrJrr{ BeHrpr{KyJrapHa apnrMqga H oHHe co reuKo 6y6pexno ourrerynarue),

Abiraterone Pharmascience rpe6a Aa ce KopHcrH co rrperrla3JlllBocr naj naqaeHrn co zcropnja
Ha KapAr.{oBacKyJrapHr{ 6olecru. Cryauvrce o4 $a:a 3 clpone4eHu co abiraterone acetate

ucKnyr{Hne narrr4eHTl{ co HeKoHTponvrpaHa xunepreu:uja, KJrIrHrttIKu sHauajua cpueBa 6olecr
KaKo trrro e [orBpAeHo co MHoKapAeH rau$apnr vnLr aprepucru rpona6orl4rlHll HacraHI4 Bo

H3MHHarure 6 uecerlu, TelrKa ulu Hecra6r4JrHa aHrI4Ha HrH cpqeBa cla6ocr oA Klaca III ranra IV
(cryarlja 301) unu trOraca II ao IV Ha cprreBa cra6ocr (wytuu 3011 u 302) cnopel 34pyxeHuero

3a cpqe na lbyjopr (I\iYHA), HrIh Mepelbe ua ejenquoua $paxqraja Ha cpqe oA < 50%. Bo

cryAur.rre 301 1 z 302,,6ute r4cKryqeHr4 rrauneHru co arprajanna $u6pulaquja utm Apyra cpqeBa

apurruruja sa xoja e norpe6na MeAr{uHHcKa repaluja. Ees6eAHocr rcaj raulleHrlI co JIeBa

BeHrpnKynapHa ejercquoua $parcquja (LVEF) < 5Aoh HJII{ cplreBa cla6ocr oL lr':;,ry ilI
nrrl IV (no cry4ujara 301) I{rIH cpIIeBa cla6ocr oA KJlacure NYHA II ao IV I

u 302) ne 6una BocnocraBeHa (nu,qere AeJIoBI4 4.8 u 5 , 1).

llpe4 rperaparre Ha naIII4eHTH co 3HaqnreJleH plz3liK oA KoHrecrHBHa

ncropuja Ha cpIIeBa cra6ocr, HeKoHTpoJIHpaHa xnrlepreusuja IIJII4 cplreB

HcxeMHqHa cplreBa fiorecr), ranajre Bo npeABHA na ro6uere npoqeHKa

;#e
(Ha np. exoKapAplofpraM). llpeA TperMaHoT co Abiraterone Pharmascience,



cpl{eBara cra6ocr v Aa ce onruMrr3upa cpqeBara Qynt qr,rja. XunepreH:ujara, xr4rroKatuemujata
r.I 3aAp)KyBarbero reqHocrv rpe6a Aa ce Kopefvpaur rr KoHTpoJrupaar. 3a BpeMe Ha rperMaHor,
KpBHHor TIpI,ITI{OOK, cepyMcKHor KaJIHyM, 3aAp}KyBarbero Ha reqHocrr,rTe (sroleuynaH,e reJrecHa
TexHHa, nepuSepeH e4enr) v npyrur 3HauH H cI4MrrroMH Ha KoHrecrr{B}ra cprleBa cla6ocr rpe6a
.qa ce cJIeAar I{a ceKov 2 laep.er,u Bo reKor Ha 3 naeceqr{, a roroa MeceqHo., 14 Aa ce Kopefrlpaar
a6uopnaaruoclure. 3a6elexauo e npoAoJDmyBalbe ua QT raj naqneu'rrr Kolr Aoxfl{ByBaar
xI{rIoKrLrI,IeMzja no BpcKa co rperMaHor co abirateron acetate. llpoqeuere jil cpuenara $yHnquja
KaKO rrrTo e KJrlrHlrqKr{ vH4krrJvpa}jo, BoBeAeTe cooABeTHo TpeTupa}Le 14 pa3Mr,IcJreTe 3a npeKhH
Ha onoj TperMaH AoKoJrKy HMa KlrllHuqnx:nauajuo HaM€uyBarbe Ha cpueBara $ynxqnja (erz4ere

rcn 4.2).

Xenarororcraqnocr a xenaranuo orurerynar+,e
3naqurennoro 3foneMyBarbe Ha eH3prMr,rre Ha rrpHr{or Apo6 ruro AoBeJro Ao rrpeKriH Ha

repanujara HJru MeHyBarbe Ha Ao3ara ce cryqzno Bo KoHTponr4paHV KrrHHr,rrrKH c'ry1w4 (nu4ere
ger 4.8). Hneoara Ha cepyMcKnTe rpaHcaMl4Ha3n rpe6a Aa ce Mepar [peA [oqeroKor Ha

TpeTMaHOT, Ha CeKOH ABe HeAeJrlr BO npBIITe Tpr4 MeCeqLr OA TpeTMaHOT H rrC)TOa eAHaU MeCeqHO.

[or<onxy ce nojanar KJTITHHqKH cHMnroML{ krrrv 3lr'a\H Kot4 yKa}KyBaur Hat xerraroroKcur{Hocr,
cepyMcKzTe rpaHcaMr{Ha3u rpe6a Be.qHaIrI Aa ce v3Mepar. Arco Bo Koe 6nro rpe*re BpeAHocra Ha

ALT utu AST ce rroKaqlz HaA 5 IIarlI oA ULN, rperruauor rpe6a BeAHarrx .4a ce npeK:a:ne 14

BHr{MareJrHo Aa ce c,.reAr.r Syurqujara Ha IIpHHor lpo6. llonropeH TperMaH Mo)Ke Aa ce 3eMe

npeABr{A caMo rro npartarrero Ha IrapaMerphre oA TecroBr4Te sa $yHrqlrjariLlaa qpHr4or apo6 ua
raqveHTor Ha rroqerHara BpeAHocr H trpr4 HaMaJreHo HHBo Ha 4o:a (ua4ere 1pl 4.2).

Ano naqneHrure pa:nujar rerrKa xerraroroKcurrHocr (ALT unrE AST 20 ra;ru noeefte oa ULN)
eo 6nro Koe BpeMe AoAeKa ce Ha repanuja, rperuaHor rpe6a Aa ce npeKr4He H rrarlueHTr,rre He

rpe6a [oBTopHo Aa ce rperupaar,

flaquenuare co aKTHBeH r4lru cLIMIrroMarcKH Br4pyceH xenalr4Tl{c 6u.ne HcKJryqeHH oA

K,{r,rHr4rrxr4Te vcnprryBarsa; ilopaAl4 Toa, HeMa noAarorlr4 3a noAAprrrKa Ha ynorpe6ara Ha

Abiraterone Pharmascience xai osaa nonvraunia.

Helra noAarouu 3a KJrktHI4qKara 6e:6eguocr u e$uracuocra Ha noee(exparHr4Te Ao3r4 Ha

abiraterone acetat Hora ce alMprHlrorprrpaar xaj laqueHu{ co yMepeHO uJlr{ TeruKo xerraraJrHo

orxreryBaH,e (Child-Pugh r<laca B utu C). Vnorpe6a'ra sa Abiraterone Phannascience rpe6a
BHHMareJrHo Aa ce nporleHH rcaj naqnenru co yMepeHo xerrarzurHo on[TeryBarr,e, xaj rcon

npzgo6unxara orrnrneAHo rpe6a Aa fo HaAMIiHe Mo)I(Hrror pr{3r4K (ea4ere AenoBH 4.2 u 5.2).
Abiraterone Pharmascience He rpe6a Aa ce KopHcrH xaj uaqzeHru co rerxKo xerrarzurHo

omreryBalbe (un4ere AerroBH 4.2,4.3 u 5.2).

Ce lojanure perKz r43Berrrrari no craBalLero Bo npoMer 3a ar(yrHa xerrarzurHa uncy$uqueugujau
xerrarr.rruc $ynrr,ruHanreH, HeKoH co $ara"nen HcxoA (nu4ere AeJr 4.8).

llonrercysame oA TperMaHor 90 Koprr.rKocrepor4An r{ rroKBr{guerT rrA rlpecHr{ crrr_yarrr{H

Ce npenopauyBa rrper[a3JtlBocr H cneAene Ha aApeHoKoprr{KrurHara uncyQlutlneHqraja AoKoJrKy
narlueHrr4Te ce rroBJreKyBaar oA rIpeAHI,I3oH IaJIH rIpeAHr43oJroH. Ano Abiraterone Pharmascience
ce npoAoJrlr(rd rro orKrDKyBamero Ha Koprl4Kocrepor{AuTe, flaqrreHT]rre rpe6a Aa ce cneAar 3a

cHMrrroMH Ha Br.uroK Ha MuHepaJroKopraKor4Aa (ru4ere ra au$opuarlzr,rre rrorope).

Kaj naqraeHTpr Ha npeAHlr3oH LInu [oAJro]r(eH]r Ha HeBooor4lraeH cTpec,

nrorre 4a 6uge wH4trrrypa*a 3

cTp ecHaTa cr4Ty arfvJ a.

fycruHa na xocru
Hauareua rycruHa Ha KocKr,I Molr(e

aAH rrpeA, 3a BpeMe H no

MeTacTaTcKr4 HarrpeAHaT KaprIr4HoM

AO3a

L

Yi

Ha rrpocrara. Vnorpe6ara sa Abi BO KOMOHHaUHJa CO |JTyKOKOpTHKOHA



MO)Ke Aa fO 3roJreMpr OBoj eseKT.

llperxoasa ynorpe6a _ua_Lr.eIeKegagerl
llosucxa cranKu Ha oAroBop Mo)Ke Aa ce oqeKyBaar xaj naurreHTn Kor4 [perxoAuo 6ptre
TpeTupaHH co KeToKorJa3oJr 3a KaprIHHoM Ha rrpocTaTa.

Xuneprmmenaprja
Vnorpe6ara Ha fJryKoKoprnKor4Ar.{ ruoxe 4a ja 3foJreMH xuneprJrr,rKer'tujata, [opa.A]i roa rueltepor
Bo KpBra rpe6a qecro Aa ce Mepr.r rcaj naqrzeHru co 4r{a6erec.

Xunorrnneuuja
llpujarenx ce cJryqau Ha xurrorJrlrr<errauja rora Abiraterone nJryc npegun:on/npeAHl{3oJlon 6un
aAMuHr.rcrpr4pau raj [arlr{eHTrr xoa serte prMrure wtja1erec H npuMiure r]HorJrHTa3oH pr[ru

penafJrr4Hr,rA (uagere ger 4.5); 3aroa, ruertepor Bo KpBTa rpe6a Aa ce cJreAr{ raj naquenru co
grzja6erec.

Kopucreme co xeuorr:pan4j4
Ee:6e4nocra u e$zracHocra Ha HcroBpeMeHara ynorpe6a ira Abiraterone co r(uroroKcr4r{Ha
xentorepanuja He e yrBpAeHa (nngere aen 5.1).

Heronepauuuj a na excqurrueHcr.r
Onoj nex coAp)I&{ JIarKTo3a. Ilaquernure co perKra HacneAHr4 npo6leuu Ha HeroJrepaHquja na
filrraKTo3a, 4e$aqrar rra Lapp rraKTa3a HJu4 Mruralcopnquja Ha rJrrKo3a-rilrraKTo3a He rpe6a ga ro
3eMaar onoj rer<. Onoj nerc coApxu noMaJrKy og 1 mmol (utu 23 mg) narpnyM rro Ao3a oA ABe
ra6teru, rxro 3Haqlr AeKa e cyIxrHHcKH ,,6e: uarpayM".

lloreHurajamru pusuqu
AHerr,ruja 14 oeKayaJrHa 4uc$yuxqzja Mo)r(e 4a ce nojarar xaj rua.lxra co MeracrarcKr4 Kaprrr{HoM Ha

rrpocTaTa, BKryr{HTerHo rr oHue Korur ce noAno)r(eHr4 Ha TpeTMaH co Abiraterone Pharmascience.

EQexru na crererrrure naycrlzru
flpujanenu ce cryqaprr ua nuonaruj a u pa6gonrr{oJra3a naj naqaeHr}r rperupaHu co abiraterone
acetate. llonertero cryqavr ce pa3Br{Jre Bo npBhre 6 lrecequ oA TperMaHor r4 3aKperrHuure no
noBrreKyBalbero Ha abiraterone acetate.
Ce npenopar{yBa nperna3rr}rBocr rcaj naqueura KoH HeroBpeMeHo ce rperr4paar co JreKoBr4 3a Kou
e no3Haro AeKa ce noBp3aHH co muonarnj alpa6yorvu,onusa.

I4rnep axuur'r co Apyrr1ng4aEr4
3a npenre Ha rperMaHor rpe6a 4a ce z:6errryBaar cptrrHll

rocTor4 TepaneBTcKa aJrTepHaTr4Ba, [opaAH prr3HKoT oA
(nrzgere aen 4.5).

r{HAyKTopr4 sa CYP3A4, ocBeH aKo He

HaM€ureHa r43JroxeHocr ua abiraterone

Korra6rasaqnja na abirtrterone u npeAHusor/npe,{Hasorou co Ra-223
Tpernaauor co abirirterone v npe4Hz:on/npeAHr,r3onoH Bo xorr.r6r.ruaquja co Ra-223
KoHTpaHHAHT{r{paH (rrngere ger 4.3) nopaAu 3foJreMeH pr43r4K og $paKrypu L{ TpeHA

3f oJreMeHa cMpTHocT KaJ acr4MnToMaTcKI{ t4Jrr4 14 IIAI\r4etrcH CO KapTII4HOM

npocrara KaKo rrrro e 3a6erelKaHo Bo KJrlrHrz

3a

HA

Ce npenopauyBa nocJreAoBareJrHnor
rro ilocne.4Hara a4l,runucrpaqr{a
npe4un:oHhpeAHu3o:roH.

3aIIor{HyBa uajua-nrcy 5 Aesa
xorrbnHaIlzja co

4 .1-_,__+A { fn !

l:r"l:Y"4;
<"-ll-t

HA ce Bo



4.5 Llnrepamqrau co Apyrrr JreKoBIr Ir Apyru Sopuu Ha rlnrepanquja

,Ilejcrso Ha xpaHara eps abiraterone
A4rrauuucrpaqrzjara co xpaHa 3HaqureJlHo ja 3roJreMyBa ancopuqujara ua abiraterone.
E$uracHocrau 6ez6e4Hocra Kora ce AaBa co xpalaa He ce yrBpAe*r4, rlanopa1r roa onoj JreK He

cMee Aa ce 3eMa co xpaHa (rrzgere AeJIoBpI 4.2 n 5.2)..

I4urepaxuupr co Apyru rexogz
Ilomeu4ujaa ua dpyzu reKoru da enujaam sps usnurceHocma rua abiraterone
Bo cry4raja 3a KJrrHnrrr(a $aprvranoKuHercKa nHreparcqraja Ha 3ApaBz cy6jercru nperxo,qHo
rperr{paHr4 co cr4JreH HH.4yKrop na CYP3A4 pa$arranuquu, 600 mg Hzr AeH Bo reKor Ha 6 Aena
npocJreAeHo co eAuHrzrrHa Ao3a na abiraterone acetate oa 1000 mg, ilpoceqHara rrJra3Ma AUC-
na abiraterone 6uta HaMzLIIeHa sa 55yo.

Tpe6a ra ce us6efHyBaar cvrrHw r4HAyr(ropu na CYP3A4 (ua up. phen;ytoin, carbamazepine,
rifampicin, rifabutin, rifapentine, phenobarbital, ranrapuou lHypericum perforatum]) za BpeMe

Ha rperMaHor, ocBeH aKo He rrocToH TeparIeBTcKa zulTepHarr4Ba.

Bo noce6na cryluja 3a KrrrrHrlqrca SapnaxoKaHercKa uHreparcuqia rra 3ApaBrl cy6jelcrn,
r4croBpeMeHara a1MnHncrpaqrzja Ha KeroKoHasoJr, cxreH uHxu6r.rrop rra CYP3A4, uelraro
KJrHHr4qKpr 3Har{aeH e$exl aps $aplraroKuHerl4Kara na abiraterone.

Ilomeuryujan da ce anujae Ha u3JtolrceHocm.a Ha dpyeu JIeKoBu

Abiraterone e nHxu6urop Ha xerraraJrHnTe eH3HMH I(or4 ro wera6otuzupaar JIeKor CYP2D6 u

CYP2C8.
Bo eAna cryguja 3a oApeAyBarbe Ha eQercrure Ha abiraterone acetate (rrlyc npe4HusoH) na

e1r4HvrqHa Ao3a Ha cyrrcrpar Ha AeKc'rpoMeropdraH CYP2D6, cucreMcKara H3Jro)I(eHocr (AUC)
Ha AeKcrpouerop$aH 6zla groreuena npn6Jlnl(Ho 2,9 natu. AlJCzq :a 4excrpopSau,
aKTHBHr4or rrera6onur Ha AeKcrpoMeropQan, ce 3roJreMl4n :a npu6rurxso 33o/o.

Ce npe[opar{yBa nperna3ruBocr Kora ce aAMrrH}rcrpnpa co JreKorrn aKTLrBvtpaHr4 Hrrtl

uera6oln:upaHn oA CYP2D6, oco6eso co JreKoBH Korz r{MaaT Tecer{ TepaleBTcKr4 HHAeKc. Tpe6a

Aa ce 3eMe ITpeABI,IA HaManyBarr'e Ha Ao3ara Ha JreKoBr4Te co TeceH TepaneBTcKt4 uHAeKc KopI ce

nrera6orugupaar oA CYP2D6. llpurraepu Ha JreKoBrr KoH ce N4era6orusupaar co CYP2D6
BKJryrryBaar metoprolol, propranolol, desipramine, venlafaxine, haloperidol, risperidone,
propafenone, flecainide, codeine, oxycodone pr tramadol (nocre4nure rpr{ JreKa vruaar norpe6a
oa CYP2D6 :a $oprraaparbe Ha HI{BHI4Te aKTHBHH nrera6oluru).

Bo eAno Hcrrr4TyBarbe 3a r4HTepaKquja co JreK Ha CYP2CS raj agpaeu cy6jenru, AUC rra
[r{ofJruTa3os 6ul 3roJreMeH za 46Y0, a AUC sa M-III rz M-IV, aKTHB}rzre nrera6orurn sa
pioglitazone, cexoj ce HaMrlrrnJr za 10oh rora 6nr AaAeH pioglitazone :raeAHo co eAuHHqHa Ao3a
oa 1000 mg abiraterone acetate.

{or<onxy ce Kopncrrr HcroBpeMeHo, nal1ueHTr4re rpe6a Aa ce cJreAar 3a :iHarIH Ha roKcuqHocr
noBp3aHrr co CYP2C8 cyrrcrpar co receH TeparreBTcKrz prHAer(c. llpauepn 3a JreKoBH rrrro ce

uera6orngupaar co CYP2C8 BKrryqyBaar p'ggh repaglinide (nu4ele rcn 4.4).

I4u Bumpo, rJraBHprre nera6oruru u N-oxcrEg a6uparepoH cyl$ar
HaBnefyBarbe OATPIB1 n xaxorrpuKa-lxaJre uuxu6uguja Ha rpa

rrocneAvua Ha Toa Mo)I(e Aa fpl Ha Jrex:oBHTe erwrMkrHpTpaHH oA

pAH r4HTeparcqnjata 6a:Hpaua sp:OATP 1B 1. Herua 4octanHpl KrIiHIrtt{
TpaHcfloprep.

Vnompe1a co npouseodu 3a Kou e QT uunepaanom
Euaejrtra rperMaHor sa cynpecraja ua

lpeilopaqyBa nperna3nl4BocT Kofa ce
Aa ro npoAoJDKH QT uurepnuuror, ce

(r",,'H"l. .:,i

aAMLIHHcrpHpa Abiraterone Pharmascience co neKoBH 3a



KOH e rro3HaTO AeKa rO [pOAOJDT{yBaaT QT rZHTepBiUrOT rrJr}t JreKoBr4 KOr4 MO)r(aT Aa fipeArcBvtl{raat

torsades de pointes KarKo rrrro ce KJraca IA (ua np. quinidine, disopyramide) unIE Krlaca III (ua up,
amiodarone, sotalol, dofetilide, ibutilide) aHTnapurMLrqHrl JreKoBH, methadone, moxifloxacin,
antipsychotics r4TH.

Ynomp e 6a co cnupoHonan(moH

CnupouolaKToHor ce Bp3yBa 3a aHApofeHr4or perlenrop H Mo)Ke Aa frr 3roJleMlr HI4Boara Ha

cnequ$uueH aHTufeH Ha rlpocrarara (PSA). Vnorpe6ara co Abiraterone Pharmascience ue ce

npenopaLryBa (era4ere 4er 5.1).

4.6 flro4nocr, 6pemenocr rr AoeH,e

Xena co penpo,qyr<ruseu noreH[raj ar
He nocrojar noAarorlra :a ynorpe6ara va abiraterone Bo 6peuenocra r.r oeoj JreK He e HaMeHer 3a

yuorpe6a xaj xeHu Bo perpoAyKrr{BeH rrepr4oA.

Konrpaqenqsja raj rvrzpKu v )KeHr4

He e nognaro Aanpr atriraterone uJrr4 HeroBr4Te vera6orurrr ce trpucyrHr4 Bo onepMara, llorpe6eu
e KoHAoM AoKoJIKy narlueHTor e cexcyaJrHo aKTHBeH co 6pelreua xeHa. Axo naqueHTor IiMa
ceKcyaJreH oAHoc co ix(eHa co peilpoAyKTr4BeH norenqujar, norpe6en e KoHAoM 3aeAuo co Apyr
e$urcaceH MeroA Ha KoHTpar-{enunja.

CryAuzre xaj xrunorHr4 rroK€Dr(€ue peilpoAyKTr,rBHa roKcuqHocr (eu4ere ael 5.3).

Epenesocr
Abiraterone Pharmascienoe He e HaMeHer:a ynorpe6a rcaj xrenu !r e KoHTpar4HAr4rIrzpaH xaj xeuu
KoI4 ce HJIrr rloreHrlrzjannc, Mo)Ke Aa 6uqar 6peueHu (nu4ere aen 4.3 u 5.3).

.4oeme
Abiraterone Pharmascienoe He e HaMeHer oa ynorpe6a xaj x<eHu.

lhoAsocr
Abiraterone acetate n,:rujael Ha nJroAHocra xaj uamnrlTe H )KeHcKHTe craoprlrz, Ho rr{e e$errz 6une
IIeJIocHo penepsra6ranuu (nu4ere aer 5.3).

4.7 Bnujanue nps cnoco6Hocra 3a Bo3erbe r{ paKyBarte co MarrrrrHlr

Abiraterone Pharmasoience HeMa larrkrlal,r'a 3aHeMapJn{Bo rnujaune rp: cnoco6Hocla 3a Bo3elbe HJII{

KOpITCTeILe MaIITI{H}I.

4.8 llecarcaHlr qejc'rca

PeguMe ua 6es6eauoclruor npo$un
Bo ana,rusara Ha HeoaKaHV peaKuur4 Ha pa3rrqHr4Te cryluv oa $a:a 3 co abiraterone acetat,
HecaKaHr4Te peaKrlrru nro 6ure sa6erexrar{r4 xaj 210% oA rrarlrzeHTure 6ute repzSepeH e4ena,

xarroKzurrreMuja, xurrcpreH3r4BHa uH$exquja ua ypuryapHlror rpaKT H 3foJIeMeHa anaHlaH

aMnHorpaHc$epasa ul urlu z avruHo{paHcS"pg:a.

Apyru BarKHH HecaKaHH gprleBr,r .HapylxyBarba, xellaToToKcllr{Hocr,

Qpaxrypu u aneprnaxiLl

Ab irateroue Pharmasr:i xunepreHsnj a, xHIToKaJIH erv'uja I4 3aAp)I(yBarl'e

rra Ha FrefoBlror MexaHH3aM Ha 4ejcrno. BoHA TEI{HOCTH KAKO

cryAur4Te og Qa:a 3,
noqecTo KaJ naIIlIeHl'H

Kor{,4Hr4 HecaKaHr{ peaKqI4H 6ure :a6erexasu
acetat orrolxy naj naIII{eHTI{ TperupaHll co

lraqe6o : xznoxanzeluraj a xHlepreH:aj a 22Yo Hacrlporl,I l6Yo u 3aAp)KyBalse



Ha reqHocrra (nepr.r$epeH egerra) 23%o uacnporu 77Yo, cooABerHo. Kaj uaqueuru rperr,rpaHH co
abirateron acetat Hacnporlr narlheHTr.r rperupaHu co nlaqe6o: CTCAE (nep:uja 4.0) crenenu 3

u 4 na xzrroKaJrueMuja 6une:a6enexraHn Kai 6yo Hacnpora IoA, CTCAIi (nerpsuja 4.0) crenenu 3

u 4 sa xunepreusnj a 6ute 3a6erexaHz xaj 1Yo Hacnporn 5o/0, a 3raAp)KyBarbero reirHocrH
(nepu$epeu e4en) crerreHu 3 u 4 6ute za6ete)KaHH xaj lYo HacilpoTIr lYo ol rraqrreHTHre,

coonBerHo.

MuHepaloroprr4Kor.rAHr4Te peaKqfiI4 feHepiulHo Mo)I(eJre ycneruHo Aa ce rperr{paar MeAr4rIr,rHcKH.

I4cronpenreuara ynorpe6a sa KoprlrKocrepou4 ja HaMiuryBa HHquAer{rlala H ceppro3Hocra Ha

oBr,re HecaKaHr,r peaKrIHH (au4ere rct 4.4).

Ta6erapen cnucorc na uecananu pearcrruu

Bo cry4urare rcaj naqueFrrn co MeracrarcKu HanpeAHaT Kapqr,rHoM Ha [pocrara Kor.r KopucreJre
aH,urof na LIIRH, HnH rrperxoAuo 6ule rpernpaHH co opxueKTovra.ja, abirateron acetat 6ut
aAMr4HrrcrpupaH Bo.4o3a oA 1000 mg AHeBHo eo xoN,{6uHaquja co Hr4cKrr Ao3H Ha npeAHr43oH Hnu
rrpeAHr43oJroru (ulu 5 znrE 10 mg Ha AeH, 3aBI,IcHo oA Lt HAl4Kaqr,rjara).

Hecaxanure peaKrlrru ga6elextauu 3a BpeMe Ha rt.llprHurrKrre cryrnr4 u ?rcKycrBoro ilo craBalbero
Ha JreKor Bo rrpoMer Bo npoMer ce HaBeAeHr4 noAoJry no Karefopu;ja ua $percneuqraja.
Kareropzure Ha $pexnelr\w ce ge$uHupaHr4 KaKo: MHory qecrr.r (2:1/10); irecru (>1/100 ao
<1/10); Hesoo6zqaeuu (21/1000 lo <i/100); perKlr (>1/10.000 ao <Il i000); MHofy perr<u (<
1/10.000) r.r Herro3Harrz ($percneHqrajara He Mo)r(e Aa ce rpoqeHr{ oA Aocranr{lrre no4aroqu).

Bo ceroja fpyna Ha $pexneHquja, secaraHr4Te eQercrn ce nperclaBerHu no peAocJreA Ha

HaMaIIyBaE,e Ha C9pUO3HOCTa,

Ta6e.na 1: Hecanann peanrluu u4enrutpuryBaHrr Bo KJrr{Hr{qKrr c:ryArru rr rro craBarbe Ha

JIEKOT BO tI

iuleDrucKLl luBeoruTac'

Hory r{ecril: lr,ljapea
: Alrc[e[OrrJa

qECTU : 3IOJIEMEHA'TJIAHIZH

uorpaucSep azau u/utu 3foJreMeHa acnaprar
uorpanc$epa-:af
H: q)ynMHHaHTeH XenaTr.rT, aKyTHa

.EIIATAJIHA IIHC

CKH CIICTEMI,I

llnQenquu n
IIg93_S"l$-"_ 
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MHory qecrr{: un$errqzja Ha ypuHapHHor
TpaKT
qecTl4: cerca
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Hapyurynau,a Ha Kolfiara u rlornollt rlecTa: oclin
neHur4ta



Mycny.rrno-cneJrerH rr HapyruyBarr,a u
HADVIIIVBATbA HA CBD3HIOTO TKI{BO

Hesoo6uqaeHl4 : Muorlarula, p a6 got rvo ilH3 a

Eydpexnu u yprrHapHu Hapy[ryBar+,a r{ecTu: xeMarypHla
Onurru HapyrryBarsa n cocroj6u sa Mecroro
Ha aAMrrHHCTpHpaH,e

MHofy qecrH: nepuQepeH egevr

llonpega, Tpyerbe I{ rporleAypaJrHu
KOMIIJIHKAIIIII{

r{ecr}r: $parcypz**

Cpuenara cra6ocr BKryrryBa r,r KoHrecrr4BHa cprreBa cra6ocr, neBo BeHrprrKynapHa 4r.tcQyurquja z
HaMaJreHa Qpaxuuja Ha uc$pnarue

*t< Bo $pamypr4 ce BK.[yqyeaar Qpar<rypr{ oA ocreoropo3a u cvrre Spaxrypu co r4cKJrfroK Ha

rraroJrorrrKr4 Qpax'ryp u
Cnonrasu r43Berrrar4 oA r4cKycrBo rocre 4o6ranarbe Ha o4o6peuue 3a craBarbe Ha JreKor Bo npoMer
3roreneua ilraHHH auunorpauc$epaza uluru 3roJreMeHa ac[aprar anauuorpauc$epa3a BKJ]yqyBa

3roJIeMeH ALT, sroreuen AST u a6noprvranHa OyHKq[ja ua qpuuor 4po6.

C.rre4Hure HecaKaHlr peaKrlrzu na CTCAE (eep:nja 4.0) creneH 3 ce nojanure r<aj narlr{eHrr4
rperl4paHu co abirateronet acetat: xurroKiurlreMuja 5Yo; rzuSexquja Ha ypaHapHuor rpaxr 2Yo;

3roJIeMeHa ara:r,kr:u aMLIHOTpaHcQepa":a ulunu acnapTaT aMuHorpanc$epaaa 3roJIeMeHo sa 40 ;

xunepreH:aj a 6Yo; Spaxrypu 2o/o; nepu$epna eAeMa, cprleBa cla6ocr u arpujatma $u6pntaUuja
IYo za ceKoe. CTCAE (nepsuja 4.0) XnneprpurJrr4rlepu4err.ruja oA creneH 3 u asrnna neKTopr,rc
ce cnyqHre rcaj < l%o o.q rrarlr4eHTzre. CTCAE (nepsuja 4.0) I4u$erc[ujaua ypr4HapHHor rpaKr
oA creneH 4, :roreueHa anaHuH aMlrHorpaHcSepa:a ulutu ac[aprar aMrzHorpaHc$epa:a,
xlllloK€ullreMzja, cpqeea cra6ocr, arpujasma $n6pu:raur.lja v $panryprr HacraHaJre xaj < 7Yo ol
nauHeHTaTe.

florolenaa uHIIr4AeHu€r Ha xuneprenzujau xurroKzurpreMuja 6eure ea6ererxaua xaj norrynaqujara
tIyBcrBnreJIHa Ha xopMOHLr (cryguja 3011). XunepreHsraja e npujanena naj 36,7y0 oA
raqueHTzTe oA ilorryJrarll,rjara uyrcrBureJrHa Ha xopMoHH (cryguja 3011) no cnope46a co l,l,BYo
u20,2o/o Bo cryArrlrre 301 u 302, coo4nerHo.
Xrznona.nuetL4a e nprajaneHa xaj 20,4%o oA rraqueHTlrTe oA nonylaqujara qyBcTBr4TeJrHa Ha

xopMoHH (cryguja 30lti) no cnopeg6a co 19,2Yo u I4,9Yo Bo cryAnr.rre 301 rz 302, cr:ogneruo.

I,lsuuAeHIrara u jaunuara Ha HecaKaHI,ITe HacraHu 6uta noroJreMa Bo noAfpynara Ha narlueHTrr
co ocHoBHa BpeAHocr ECOG2 crelreH Ha craryc Ha nep$opuaHclr v ucro raKa naj nocrapure
naIIHeHTu (>75 roauna).

Onnc ua ug6pasra Hecarauu peaxunz
R ap d u o e ac rcy n ap H u p e aKLpu
Tpare crylkrv o4 Qma 3 se ru or$arule raqveHrare co HeKoHTpoItLrpaHa xunepreusuja,
KJIHHHT{KLI 3HaqzreJrHa cprleBa 6o:recr AoKzDKaHa KaKo Mr4oKap4uja,reH rau$apxr unu aprepr{cxr{
rpov6orcrz HacraHH Bo nocireAHrare 6 lreceulr, TerrrKa uttu uecra6kr[rHa aHrv]fl'a uru cprleBa
cla6ocr oa NYFIA Krlaca III unu IV (cryazja 301) zlu cprleBa cla6ocr oA Krraca II ao IV
(cry4zrz 301 1 u 302) utm cprreBa ejarcquoHa $parqrzja ot < 50Yo.

Cnre nxrryueHl{ IraIII4teHTu (ra anrunHa naqveHTn r.r [arrr4eHTrr rperupaH]r co nJraqe6o) 6r4re
IrcroBpeMeHo rperr4paHu co repanuja sa aHApofeHa 4enpanaqrEja, [pere)KHo co ynorpe6a sa
LHRH aH€uIo3H, uoBp3aHr4 co 4aja6erec, Mr.roKapAen rzH$apxr, qepe6ponacKyJrapeH r4HunAeHT u
neHa4ejno 3arrflparbe Ha pa6orara Ha cpqero. tr4squAeu Ha KapAHOBaCKyJIapHH HecaKaHH

peaKrruu Bo cryAr{HTe no Sa:a 3 rcaj naqueHTxTe irateron acetat nacnoorn
naqlreHTIITe [ITo 3eMiaar nlaqe6o e cJreAHara: 2,6Yo nacnporu 2.00/o,

raxurapAuja I,9Yo uasnpowt l,}Yo, aHfHHa n 8oZ, cpqera cra6ocr
0,7o/o nacnporu 0,2o/o, u ap*nrrmja 0,7Yo uacnporu

,\enan'tomoKcutlHocm
XenarororcuqHocr co 3fo,'reMeHu ALT, AST
narIHeHTH Tperr4paHfi co abiraterone acetat.

6uta npujaneHa
oA $asa

KAJ

cryArl?r



xerraroroKcur{Hocra oA3 pr 4 crenes (Ha np. 3foJreMyBarle Ha ALT nna AIST oA > 5 x ULN unu
3roneMyBalbe ua 6utmpy6uu > 1,5 x ULN) 6ule nprzjaneura rcaj oKony 60/o ol, naqrreHTure rrrro
npr4Malre abiraterone acetat, Tprrlrr{Ho 3a BpeMe Ha npBrrre 3 ueceuu ilo 3anoqHyBarbero Ha

TperMaHor. Bo crygujara 3011, xerraroroKcr4r{Hocr oA crerreH 3 uttu 4 6una sa6erexalra naj

8,4Yo ol rraqlreHTvre Ixro 6uJre TpeTupaHI4 co abiraterone acetat. [ece'r naUVeHTr4 rxro npHMr4ne

abirateron acetat 6ute vcKryqeHn ilopaAu xenaroroKcr4qHocr; ABa laMane .KenaroroKcr.rr{Hocr oA

creleH 2, tslecr lzMule xerlaroroKcurlHocr oA crerleH 3, a gna HMaJIe xenaroroKcurlHocr oA

crerreH 4. Bo wygujata 3011 Hrzry eAeH narIHeHT He ilor{r4Huur oA xenaroroxcr.t.rHocr. Bo
KJrr4Hr.rrrKr4Te cryrv:,zt o4 $aaa 3, naqneurure uuja noqerHa BpeAHocr ga ALT prnu AST 6nna
rroBnrrreHa, r4M€L[e rroro,'IeMa eepojaruocl4a 4o6rajar 3roJreMeHH Bpe,4Hooru rrpu Tecrr{pabero
Ha $yHxrlujuraHa qpHr4or Apo6 orKorKy oHlre IrITo 3atroqHillte co HopMuur{H Bpe.4Hocrr4. Onanry
KaAe mro 6rare sa6eremaHu 3foJreMeHH BpeAHocrv 3a ALT ranra AST > 5 x ULN, r{JrH 3roJreMeHH

BpeAHocrr,r za 6umpy6utt> 3 x ULN, 6ulro oA.rroxteHo I4JrH npeKnHaro Aallarbero na abiraterone
acetat. Bo Aea cryqau 6ure sa6ere)KaHu 3foJreMeHH BpeAHocrr4 HarecroBrare Ha $ynrcqajara Ha

rlpHr{or apo6 (epraere gen 4.4). Itaj oeue ABa rlaqueHra co HopMrLrHH ror{erHu BpeAHocrr4 3a

Oynxqujara Ha rlpHr4or Apo6, ce nojanure 3roneMeHu BpeAHocrH :a ALT Nlra AST 15 ao 40 x
ULN er 3foneMeHr4 BpeAHocrrr za 6utmpy6uu 2 go 6 x ULN. llo npe:ruuoT Ha rperMauor, xaj

ABara naqneHTr4 AorxJro Ao HopMaJII,I3vpaIre Ha recroBr4Te na $yuxrlmjma Ha rlpHr{or apo6 a
eAeH rrarrr4eut 6ul rroBTopHo rperupar{ 6es nonropyBan,e Ha 3roJreMyBanieTo Ha BpeAHocrHTe.

Bo crygHjara3}2,3foJreMeHu BpeAHocrH ua ALT unra AST oA crerreH 3 utu 4 6zre sa6erexaHu
xaj 35 (6,5%) raLIr4eHTH TpernpaHr4 co abiraterone acetat.

3roreneHure BpeAHocrH 3a aMrrHoTpanc$epa:a ce peuuJre xaj cure ooBeH xaj 3 naqueutu (2 co

Hoera nosefteKparHr4 Meracra3n Ha rrpHlror Apo6 u 1 co groreuyBarbe r,ra A.ST oKony 3 ce4lrraqu
tro rrocJreAHara Ao3a sa abirateron acetat). Bo x,rnHI,r.rKHTe cryAr{u oA iftasa 3, nper<uuor Ha

TperMaHor rropaArr 3roneMyBarba na ALT u AST ulu a6uopnaanHa $ynxquja ua upuuor gpo6

6ure nprEjaneHra naj 7,1,Ylo ol [aUXeHTHre rperHpaHH co abirateron acetat u 0,60/o oA naUpreHrHre

TpervpaHu co maqe6o; HHeAeH cMpreH cnyuaj He 6u:r npujaren nop,aAu xeraroroKcrzrrHr,r

HAQTAHI/.

Bo Hlunuqnprre vcilLrryBalla, pu3ur(or oA xerraroroKcr4r{Hocr 6ur uarraleH co I{cKnyqyBarbe Ha

[aIIHeHTr4Te co xerrarur ulrr4 3Harrr4Telnr.r a6HopMaJrrHocru Ha recroBuT'e Ha $yuxqnjara na
rIpHHor apo6. Bo HcnuryBarbero 3011, naqr.reurure co roqersn ALT er AST > 2,5 X ULN,
6utmpy6uu > 1,5 X ULN unu oHr{e co aI(TI{BeH r,rrrr{ c}rMrrroMarcr(H Br4paJreH xerrarnT r{Jrr4

xpoHur{Ho sa6oryname Ha qpHlror Apo6; acul4Tuvtrv 6orecru Ha KpB'ra norpaj 4racSynrqujara
Ha upHrror Apo6 6zre vcKryqeHlr.

Bo vcnnryearbero 301, naqueHrprre co roqerHo ALT u AST > 2,5 x IJLN Bo orcycrBo Ha

Meracra3pr Ha upHr.{or apo6 u > 5 x ULN so npr4cycrBo Ha Meracra3r.r Ero rdpHnor 4po6 6zle
14cKryqeHr4.

Bo ucrulrynaH,ero 302, na\ueurzTe co Meracra3a Ha upHrror Apo6 ne 6zne xsanu$uxyeaurz n
[aq]reHrprre co rorrerHa BpeAHocr sa ALT u AST > 2,5 x ULN fizre ucxlyqesr.r. llo
a6nopnaamrnre recruparba Ha $yHrcrlujara ma qpHlror Apo6 uno ce pa3Blrne raj naqueHruTe [rro
yrrecrByBaar Bo KJrrrHHr{Knre vcilr4TyBart'a, TperMauor 6ur npeKhHaT H noBTopHoro rperr4pan,e
6raro Ao:soJreHo caMo no epaftameTo Ha recroBr4re ua rlyHrqraj ara Ha rlpHr{or Apo6 na
rror{erHrrre BpeAHocrr4 Ha naqueHTor (nu4erc HTITTe CO 3TOJIeMeHH BpeAHOCTH 3a

ALT unu AST > 20 x ULN He 6ure no Be:6e4uocra Ha rroBropHoro
HA XCTATOTOKCI4TIHOCTA HE ETpeTlrpalbe Ha TaKBprTe naqneHTl4 e He

pa:6paH.

Ilpraj anynarre MolnHr{ HecaKaHH Aej crBa
flprzjanynarrero Ha Mol*(Hure HecaKaHH oAoopeHriero 3a craBalbe Ha

JreK Bo npoMer e oco6eno saxtHo. Toa paHO CJIeAeILe Ha COOAHOCOT

xopuwlpuzrtK Ha JreKor. OA sapalicrBeHplTe Aa rrp4aBaT or4Jro KaKBpr Molr(Hr4

HecaKaHu peaxur{}r ArrpeKTHo so HauzoHaJIHIzor rf apuaronzfr{JrirHrla npn Areuquj ara



5.1

3a JreKoBr4 rz MeAHr,r4HcKn cpeAcrBa (yr. Cn. Kupun ra Mero4r,rj 6p. 54 xar 1) r4IrH rro
eJIeKrpoHcKH nar rrpeKy ne6 crpauara ua Areuqujara http:l/malnie-cl,gir-),.mV.

4.9 [pegoruparre

I4cxycreoro Ha rrpeAo3raparbe co Abiraterone Pharmascience naj nyie e ofpaHurreHo.

Heua cnequ$uueu aHTIrAor. Bo cnyuaj Ha npeAo3r4paH,e, rpe6a Ia ce oAJIo)KI,{

aAMprHucrplrpan,ero v ra ce npe3eMar onrxrz rroMorrrHr{ MepKH, rxnyryeajftr{ cJreAerbe 3a

apHTMr4r4, xlzlroKzlJrueruvtlaru 3HauH 14 cuMrrroMrr Ha 3aAp)KyBarbe reqHocrra, Tpe6a Aa ce nporIeHLI
pr $yHrcrrnjara Ha qpuuor 4po6.

OAPMAKOJIOIIIKII KAPAKTEPI4CTtrIKII

Oapuano4uHarMcmr{ KapaKTeprrcruntr

@apuarcorepaleBTcKar rpyfia: eHAoKpr4Ha repanuja, Apyru xopMoHcKr,r aHTafoHucrv kt areHcv,
ATC rcor:L028X03.

Mexanzsara Ha Aejcmro
Abirateron acetat ce l(oHBeprupa in vivo so abiraterone, uHxu6urop Ha aHApofeHa 6uocrnnrega.
Konnperno, abiratero,ne ceJIeKTI{BHo ro nnxu6upa eH3}rMor 17u-xz4poncura3a lCI7,2\-tuasa
(CYP17). Oeoj eHsnu ce Jlaqlr u e norpe6eH 3a aH.4poreHa 6nocunresa Bo recrrrKyJrapHure,
nag6y6perxHzTe r{ rpocrarrrqHr4Te ryMopHr{ TKrrBa. CYP17 ja xaratmzl4pa KoHBepzujara ua
rperHeHoJroH ri rpofecrepoH Bo rrpeKypcopr{ Ha recrocrepoH, DHEA u aHApocreHeArzoH,
cooABerHo, co 17an$a-xl4ApoKcl4Jlar\uja u pacqer Ha BpcKara sa C1J,20. klnxu1ugujara na
CYP17 Izcro raKa pe3yJllupa co 3foJreMyBarse Ha co3AaBarbero Ha MrlHepaJroKopruKou1r oA
Hag6y6pexHzTe )KJre3iAu (nu4ere ger 4.4).

AH4poren-ceH3arvBHr4Te KapuriHoMr4 Ha rrpocrarara peafupaar Ha rperMaH rrrro ro HaMarryBa
HrrBoro Ha aHAporeuure. TepannLrre3a genpunaquja Ha aHAporeHr{, KaKo rrrro e rperMaHor co
LHRH aHaJIo3L rrJIH opxl4eKTot..r^uja, ro HaMaJryBaar co3AaBamero aHAporeHu Bo 'recrlrcvre, Ho

He uujaar Ha co3AaBa.r6ero aHAporcHr.r oA Ha46y6pexHuTe )KJre3Ar,r vrw Bo ryMopor.
Tperzpanero co abir"ateron acetat ro HaMilrryBa cepyMcKr4or recrocrepoH Ao He3a6erersruBu
HHBoa (xopucrejrtu rcouepuujanHlr recroBri) xora e AaAeH 3aeAHo co LHRH auutozu (unu
opxraexrouuja).

@apuarolrananacru erbgx11a

Abiraterone acetate I'o HaMaJIyBa cepyMcKaor recrocrepoH r4 Apyfrrre aHAporeHr4 .qo Hr{Boa
noHHcKH oA oHlle noorufHarra co ynorpe6a caMo Ha LHRH aHaJro3H HJrH co opxuerrouuja. Oea
e pe3ytlTar Ha ceJIeKTrrBHara unxu6utluja na CYP1T eH3HMor norpe6eu 3a aHApofeHa
6uocuHtega. PSA cny)Kr{ xaxo 6nouapKep raj naqneur}i co Kapur.rHoM Ha npocrarara. Bo
KJIHHUT{Kara cryguja o4 Qa:a 3 ua naqneHTu Kor4 HMaJre Heyc[ex co xeMorepaluja co raKcaHH,
380/o ol naIIHeHTI4Ter TpeTVpaHI,I co abiraterone acetat, HacrrporH 10%o ol IIaIIHeHTHTe co
nlaqe6o, r4MaJre uajuanr<y 50Yo lHawanyBall,e oA noqerHaTa BpeAHocr sa PSA HlrBoara.

Krrzuuqrca eQrarcacnocr u 6e:6eAnocr
E,Qanacuocra 6uta ylBpAeHa Bo ABe pa
KJrr4HLrr{Kr{ ary1prv o4 $a-:a 3 (cryguu3

Cry4ujara 3011 nmyuyBarra na
MeceqH oA paHAoMra:zpa.mero) co Br,r

KOHTpOnr4paHrr MyJrTrrrIeHTpr4r{HZ

Hrr.r co mHSPC ra mCRPC,

rrupaH mHSPC (eo pon o4 3

nporHo3a. Bucoxopusnr{Hara

6r: flls;
q tu i'R\ l' 'Q^ ls 5:s NlX\iJ.E.'

rrporHo3a 6una 4e$uHupaHa co Hajv 3 pusur-$aKropr{: (1) Gleason



BpeAHocr oA >8; (2) npucycrso Ha 3 urz noeeite re3vr4 Ha cKeHor Ha KocKr4Te; (3) npr,rcycrno na
MeprrHBH Br4cuepallHrz Meracra3rr (6es :a6onyBame Ha lalr$Hnre ja:lu). Bo arrusHara fpyila,
abiraterone acetat 6ul alwtnucrpl4paH Bo Ao3a oa 1000 nrg AHeBHo s,o rcou6nuaqnja co HHcKa

Ao3a rrpeAHu:os 5 mg eAHau AHeBHo noxpaj ADT (LHRH afoHt4cl r4.rru crpxueKrovruja), rrrro e
craHAapAeH TperMaH Ha Hefa. llaqueHrure Bo KoHTpoJrHara rpyla rrpuMr,ilre ADT z nraqe6o H

sa abirateron acetat Lr 3a npeAHH3oH.

Crygujara 302 exnyuu,ra IoIIeraKceJI HaIIBHI,I raqueHra; AoAeKa <:ryl,ujara 301 nxryuuna
rraq?reHTz rxro nperxoAHo rIpI4MaJIe Aol{eraKcer. llaquenu4Te r(opucrene LHRH aH€urof ranrl

rperxoAHo 6rue rperupaHu co opxuercrouuja. Bo rpynara co aKTr4BeH TperMaH, abirateron
acetat 6ul aAMnHhcrprapaH Bo Ao3a oA 1000 mg AHeBHo so xoN{6huaquja co HHcKa Ao3a
npeAH3oH nJrr4 npe.qHn3orroH 5 mg Aeanaru AHeBHo. Kourpolnzre narl?renrrv npr4M€ure uraqe6o
r{ HHcKa Ao3a rrpeAHH3oH HJrH npeAHH3oJroH 5 mg ABanarpr AHeBHo.

flporueuure Bo KoHueHTpaqujara na PSA cepyM He3aBucHo He cenoralu npeABHAyBaar
KnvHr4rrKr,r 6eHe$nr. flopa4u roa, Bo cHTe c'ryAr{u 6uto npenopaqar{o ilaqHeHTflTe Ia 6unar
3aAp)r€Hr4 Ha HHBHHTe TpeTMaHH Bo cTyAr{ara AoAeKa He Ce ACTTOJTHaT Kpr,rTepr.ryMr4Te 3a rrpeK}iH

KaKo rrrro ce FraBeAeHH noAoJry:a ceroja wyluja.

Bo cnre cry4r4r cnupoHonaKToH He 6Hr AogsoneH 6u4ejftra cil[poFronaKToHor ce Bp3yBa 3a

aHAporeHrror peqerrrop r4 Mo)Ke Aa fr4 3roneMLI HI4Boara na PSA.

Cmyduju 3011 (na4ueHmu co ueodatutu dujazuocmu4upaH Buconopu3uaen mHSPC)
Bo cry4zjara 3011, (n:1199), rpoceqHara Bo3pacr Ha BKryr{eHI4Te rIarIlI4eHTu 6uta 67 roguuu.
Epojor Ha rraqueHTn rpervpaHa co abiraterone acetat cropeA pacn 6ut 6enqu 832 (69,40 ),
asujuu 246 (20,5oA), rIpHrIH utrr4 aSpoanaepuKaHrlu 25 (2,lyo), Apyrr.r 80 (6.,70 ),
Henosuaro/HenpujaseHo 13 (1,lyo), H aMepHKaHcxu uagujaHtJrr vtilv l(oMopoAfro HaceJreHue Ha

Anjacra 3 (0,3%).
Crarycor ua ECOG nepSopuancor 6ul 0 utu I za 97oh oA naqzeHlzre. llaqpreHTure co

no3Harn Meracra3u Ha Mo3oKor. HeKoHTpo,'rvpaHa xnnepreH:nja.:uauajH<l cpueBo sa6olyearue
r4Jrr4 cprleBa cra6ocr oa NYIIA KJraca II- IV 6une ucKryLreHu. Iaqnenlzre rrrro 6ure nperxo4uo
Tperr.{paHr4 co $apnrarcorepanuja, pa4rajaqrzcxa repanuja r4nu onepaqraja ua MeracrarcKrr
Kaprlr,rHoM Ha npocrara 6vte r4cKJryqeHu co ucKnyqorc Ha oHr4e co Ao 3 naecequ ADT uttu L

rllrxJryc natmjarusua paAr,rorepattuja utu xupyprrrKa repanuja 3a rperuFrarbe Ha cr4MrrroMuTe

rxro pe3yJrrvpaw oA Meracrarcrcoro :a6olyBame. Ipuntapnrzre xpajHla roqKu Ha e$uxacHocra
6zle cennynHo npelr(uByBaH,e (OS) u rpe)fl.rByBarbe 6es pa4uorpa$cxa nporpecuja (rPFS).
Cpe4Huor roqereH pe3yJrrar :a 6oma, urro ce Mepz co cKairuJroro Erief Pain Inventory Short
Form (BPI-SF) 6ana 2,0 u xaj fpynuTe co rpe'rMaH u raj nraqe6o rpynare. llonpaj npr4MapHlrre
npajHu ror{Ku, 6ene(lrEror 6zn npoqeHer 14 npeKy BpeMero Ao KOMnJrr{Kaur4H Ha KocKeHa

Meracra3a (SRE), BpeMero Ao c,'reAHara repanvtla 3a KaprlrzHoM Ha npocrara, BpeMero Ao
nolreroKor Ha xeuoreparzjara, BpeMero Ao nporpecajara ua 6orxara v BpeMero Ao
nporpecvjata sa PSA. TperuaHor npoAoJrx(Hn Ao nporpecuja ua:a6o.rryramero, orrroBnKyBarbe
Ha cofJracHocra, nojaeara Ha nenpra$arnuBa roKcuqHocr r4Jrr,r cupr. .flpexcunynamero 6e:

Ha paAnor-pa{ cxa nporpecnja ArH cl

BKryr{yBara nporpecuja npeKy cKeri

nporpecraja Ha re3nnre Ha MeKoro rKl
Bura :a6ere)KaHa 3Har{HTeJr Ha pa:ru{
Cnr.rxa 1) \

I -tt'
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uua. P apnorpaScxara nporpecuja
ropeA Lr3MeHerr{or PCWG2) unr'r
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Ta6era 2: IlpexunyBarr'e 6e: paguo

flony,rauuia co HaMepa A

x ^4,*'^.YIJf ,X!^ : * d;; a - CrparraQuxynaua aHaJrr{3a;

a PCR301n);:Hffiffi;
(AA-P) llnarte6o

PaHAolr.r r4sHpaHH cy6 i exru 597 602
Hacras 239 (40,0%) 354 (58,8%



I{eusyprEpano 358 (60,0%) 248 (4r,2%)

Bpeirae Ao HacraH (rr.recerpr)

flpoceqHo (95% t:I) 33.02 (29.57. NE) r4.78 04.69.18.2
Oncer (0,0+,41,0+) (0,0+, 40,6+)

p npe4Hocru < 0.0001
Crarxa Ha orracHocr (95% CI 0,466 (0"394, 0,550)

3a6elema: +: Ilercypapaua o6cepnaquja, NE:uerpecMerJrr4Bo. Pa4rzorpa$cKara npofpecuja v. cMprra
ce 3eMaar rIpeABIdA upz: 4eQuurzparrero sa rPFS HacraHor. AA-P : cy6jexru ruro npr{MlrJre abiraterone
acelat 14 rrpeAH[r3oH.

a p BpeAHocra e H3lBeAeHa o4 log-rank recr crpal.r(f hr\krpar oA rroqerur4or ECOG PS crcop (011 wm2) u
BncuepilnHara re:luja (orcyrua ranu npucyrua).

o Cralxa Ha o[acuocr e oA crparrar$rzqupau nponopquoHaJreH MoAeJr Ha onacHocrr4. Coo,unoc na
orracHocr < 1 Qanopusr,rpa AA-P.

cruna 1 Kau.nan-Mejepoea KpnBa 3a rrpexrrByean e 6es paguorpaQcna nporpecuja;
nonyraquja co HaMepa Aa ce rrercyBa (cry4uja PCR3011)
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Ta6e.ra 3: Cenrynuo [pe]KHByBan e Ha naqr{eHTr{ TperrrpaHH co rrJrrr a.biraterone acetat nru nraqe6o
no crygujara PCR3011, (aua;rura 3a HaMepa 4a rexyna)

Cenrcynno rrper{ilrByBarbe Abiraterone acetat co
rrpeAHrr3oH
(N: s97)

lf,raqe6o
(N=602)

Crraprun cnyuau (oh)
Cpe4uo rpexuByBan e (nrecequ)

(95% CD

27s (46%)
5??

(48,2, NE)

343 (s7%)
36,5

(33,5, 40,0)
Cranxa Ha orracHocr (95% CI\ 0.66 (0.56, 0.7ti)

NE : uenpecMerJrrrBo
r Cranxa Ha oflacnocr e r{3BeAeH o4 crparuQnqupaH MoAen Ha npoflopqr{oHilrrHr4 pr4sxrrlrr. CooAuoc ua onacHocr (1 eo

[or3a Ha abirateron acetat co npeAHH3oH.

C,lutra 2 Kanran-Mejepona KprrBa 3a ceBKyrrHo rrpe)KrrByBarbe; nonyraquja co HaMepa Aa ce JreKyBa
(cryanja PCR3011)

PuznqHv'l naL{HeHTil

,&L"irc**,:*xr*,*.e*la1* $$7

Pt;g'abrr ffi2

18 *.il 3* 3* '{* 4&

MeceqN nocre paHAoMH3aL{hja

AHalrz:ure Ha noArpy[ure nocrojaHo ce Bo rroJr3a Ha rperr4pariero co abiraterone acetat, E$exror o4
TperMaHor na AA-P na rPFS u ceBKynHoro rlpextlrByBalbe Bo nperxoAHo oA]peAeHVTe noArpynu 6prr noeoreFr h
KoH3r,rcreHTeH xaj qeJrara nony,raquja no cry4njara, ocBeH 3a noAfpy[ara co ECOG cKop oA 2 rca$e ruro He

6ul za5enur€H rpeHA HoH 6eHe$ur, HO MarIHor o6ev Ha rrpuMepo\v (]E ofpaH H{yBa noHecyBarbeTo
3HaqaeH 3itKltyt1611.

llorcpaj 3a6erexaHnre no4o6pyBaFba Bo ceBl(ynHoro
abiraterone acetat Hacnpora rperMaHor co n,raqe6o xaj
TOqKU.

Cmyduja 302 (nat4ueumume Kou He 6une ua xeMomepanucKu

Osaa cryllaia BKryr{Hra rIaIIHeHTrr Ko}r He 6ute na xeMorepa ACI4MNTOMATCKV IdjILI

cla6o caMrlToMarcKuv3a Kolt xeMo'repanujara ylxre He 6utaruun Co pesynrar ol 0-1 Ha

Brief Pain Inventory-Short Form (BPI-SF), uajcumtara 6offta eo 24 qaca 6ptla cvrerana :a
acuMrrroMarcKa, a 6oJrKa co pe3yJrrar ol2-3 6vla cueraHa 3a cpeAHo cnMrrroMarcKa.

Bo cryaujara 302, (n : 1,088) cpeAHara Bo3pacr Ha BKryqeHr4re naqrreHru 6uta 7l ro4uua 3a raqneHru
TperapaHr,r co abiraterone acetat nJryc npeAHV3oH r4ltrr ilpeHu3oJroH u 70 t'oguuu 3a rarlr4eHTare rperupaHr4 co
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rIJIaIIe6o nJlyc [peAHH3oH r4IrH ilpeHu3onoH. Epojor Ha rraqr{eH'r'rlre rperupaHu co abiraterone acetat cnope4
paaa"ra 6ut 6er'luu 520 (')5,40/o), qpHqra 15 (2,8Y0), asuj\u 4 (0,i%) H Apyru 6 (1,1%). Crarycor Ha
nep$opnaaucor Ha zcroquara Kooneparr4BHa oHKoJrortKa fpyra (ECOG) 6Hr 0 sa 76%o ol rarlpreHTare, a 7 za
240/o og naIII{eHTI4Te Bo ABeTe rpynl4. 50o/o oA IIaIIHeHTT4Te r{MzrJre caMo MeTacTa3vHa KocKr4Te, AonoJrHaTenHu
310/o oUIaIIHeHTI4Te vIMaJre MeTacTa3H Ha KOCKI4 H MeKo TKriBo rzla nranrSHu jasnuu l9%o oA rrarlr4eHTarTe rrMaJre
caMo Meracrasu Ha MeKo rKHBo urz lunaQuu jastu. llaqneurure co Br4crlep€urHa Meracrazu 6ute HcKJryqeHH,
llpanaapnure xpajuz roqKlzt ua e$zrcacuocra 6une ceBKynHo rrpe)rfl4ByBarbe H flpe)Kr4ByBarbe 6e: pa4uorpaQcxa
nporpecuja (rPFS). lloxpaj MepKlzre 3a npl4MapHrare xpajura roqKr{, 6eHe$raror 6ul npoqener H npeKy BpeMero
Ao ynorpe6a na onnjaru :a 6olxa o4 Kapqr.rHoM, BpeMe'l'o Ao 3anoqHyBarbero Ha rlr.rroroKcprqHara
xenaorepanuja, BpeMero Ao Bno[yBaH,ero Ha cKopor sa ECOG nep$opnraHcor 3a > 1 loen u BpeMero Ao PSA
rporpecr'rja 6azupaua Ha KpLITepHyMare Ha KaprIr4HoM Ha npocrara - pa6orHa rpyra 2 (PCWG2). TpernraHzre
no cryAujara6ute npeKuHaru Bo BpeMe ua jacHa KJrHHrzqKa nporpecuja. Tperuanure Molr(e Aa ce [peKr.rHar 14

Bo BpeMe Ha norBpAeHa paAHofpascna nporpecuja cropeA craBor Ha r4crpDKyBaqor.
flpexunyearrero 6e: pa4uorpzr$cKa npofpeczja (rPFS) 6zlo npoqeHero npeKy ynorpe6a Ha ceKBeHqulumn
HMHUIZHT aryl.ukr KaKo llrro cer 4eQlrHrzpaHz co PCWG2 KpnTepr{yMr4're (sa rre3nkr na nocra) H r{3MeHervre
KparepvyMH sa enalyaqraja Ha oAfoBopa xaj coJII4AHLt ryMopu (RECIST) (sa lesuvr Ha MeKo rxano). Anarngara
na rPFS Kopr4crena rIeHTpaJrHo nperJreAaHa pa4norpa$cKa nporleHa ua uporpecnjara.

Bo nrauapaHrra a'aarrnsa Ha rPFS I4M€uro 401 uacraH,l50 (28y0) oA naqueHTure rperr4paHr4 co abiraterone
acetat v 251 (46%) oA naqHerITVTe rperapaHz co nraqe6o HMzure pa4rzorpa$cKLr AoKa3 sa nporpecraj a vrrrr
rloqHHille. Ezra sa6erexaHa 3tFIaqHTeJIHa pa3Jrr4Ka so rPFS noivrefy fpyrrr4Te co rperMaH (nvr4ere Ta6eta 4 u
Cnzrca 3).

Tade;na 4: Cryguja 302: IlpexnByBarbe 6e: pa4uorpaQcna nporpecuja naj naqueuru TperrrpaHu HrrH
co abiraterone acetat ITJTLI rIJraIIe6o no nou6unaquja co [peAHrr3oH rrJrrr rrp eAHH3oJroH rrr,ryc
LHRH aHaJro3rr rrJrr{ [perxoAHa opxrreKToM

Abirateron acetat
(N = 546)

ll.raqe6o
(N = 542)

Ilpexunynarre 6es
paguorpaQcxa

uporpecuja
(rPFS)

llporpecuja HJrH cMp:l
Cpe4uo rPFS so Mecequ

(es% a)
p npe4Hocr*

Cranxa Ha orracHocr** (95%o CI)

rs} (28%)
Henocrzrsa
(11,66; NE

2s1(46%)
8,3

(8,12;8,54)

(0 ruu 1)

NE:HeerporleHero
x p-npe4Hocra e r43BeAeHa oA log-rank recr crparraQr4qr.rpaH
*x Cranxa Ha orracHocr < I Sanopusapa abirateron acetat
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C.nuna 3 Kan.nau-Mejeponu KpHBrr 3a rrpe)Kr{ByBarr,e 6es paguorparpclca nporpecnja xaj naqnenru
TperrrpaHn co rrJrr{ abiraterone acetat rrJrrr rrJrarle6o no no*rldunaqnja co npe4Hrr3oH rrJru

rrpeAHn3oJroH rrJryc LHRII aHaJro3r{ r{Jrr{ nperxoAHa opxrreKrorruja
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Meceul4 noc,ne oaHAoMil3auhia
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AA= abirateron acetat

Cenax, noAarorlrzTe :a cy6jeroure upo4onxuj a ra ce co6upaar Ao AaryMclr Ha BTopara npr,rBpeMeHa aHaJrv3a

Ha ceBr(yrrHoro npe)Kr4ByBan,e (OS). Paauorpa$cxuor rperJreA sa rPFS Ha r4crponyBaqor H3BprrreH KaKo

locJreAoBarerrnaanalrv3a Ha qyBcrBureJrHocra e fipuKa]r(aH eo Ta6era 5 uCrl.ura4.

607 cy6jerrv vMare paguorpadrcxa nporpecuj a vrkr rrolrvr.ate: 271 (50%) Bo fpyrrara co abiraterone acetat u
336 (62%) Bo rpynara co nraqe6o. TpernraHor co abiraterone acetat ro r{aMaJrr4Jr ptr3r{Kor oA paAr{orpa$cxa
nporpecnja r4ru4 cMpr sa 47Yo crropeAeHo co rraqe6oro (HR:0,530; 95% CI:10,451; 0,623f, p < 0,0001).
flpoceuHoro rPFS 6nro 16,5 ueceqn Bo fpynara co abirateron acetat u 8,3 neceqr{ Bo rpynara co r,raqe6o.

Ta6e;ra 5 Cry4uja 302: IIpexIrByBaILe 6es pa4uorparpcrca nporpecuja rcaj naquenrr{ Tperr{paHu rrrrn
co abiraterone acetat HJrH rrJraqe6o no rcou6unaqnja co upe4urr3oH r{JrH rrpeAnrr3oJroH rrJryc

LHRH aHaJro3rr r{JrI{ [perxoAHa opx[enromuja (Karo nropa npuBpeMeHa aHaJrrr3a Ha

rrperJreAor Ha r{crpaxyBaqor Ha OS)
Abirateron acetate

(fr{: 546)
illaqe6o
(ft{ :542)

Ilpexunynabe 6es
paguorpaQcna

nporpecnja (rPFS)
flporpecrzja HJIH cMpr

Cpe4Ho rPFS so
(es% cD

p npe4nocr*
Cranxa Ha orracHocr** (95Yo
* p-npe4nocra e r{3BeAeHa o4 log

336 (62%)
8,3

(8,05; 9,43),79)
< 0,0001

0,530 (0,451;0,623

xx Crauxa Ha orracFrocr < I $anop

rpeKy nor{ereH ECOG cxop (0 utru 1)



Crnrca 4

UTAT}1CTI4I{KH 3HAqAEH

acetat 6un npr4KarxaH
p:0.0033) u noso6
veceqn) (erz4ere T

KaulaH-Mej,eponn KpIrBIr Ha rlpermrrByBarr,e 6es pa4uorpaQcxa nporpecuja xaj naqueuru
TperlrpaHl{ IIJIH co abiraterone acetat r{Jrrr rrJrarle6o so rcorrldunaquja co npe4HH3oH HJrH
rIpeAHIr3oJroHt [Jryc LHRII aHaJro3lr lrJrrr rperxoAHa opxr{enromuja (Kano BTopa rrpuBpeMeHa
aHaJrrr3a Ha rxperJreAor Ha rrcrpaxyBarror na OS)

6

389
244

J

144
-177

24

3B
4A

npenuByBar{,e Bo [oJr3a Ha fpyrrara rperupaHa co abiraterone
Ha pa3r4Kor oA cMpr (HR: 0,806; 95Yo CI:10.697;0.9311,

4,4 v.ecetlu (abiraterone acetat 34,7 wecetllr, nlaqe6o 30,3
nogo6pynarre 6ulo npr4KiD(aHo u noxpaj roa rrrro 44Yo ol,
irateron acetat xalro [ocJreAoBarelHa repanuj a.

AA 546 485
Placebo 542 406

0
0

--- Placebo ----AA

AA: abiraterone acetat

flrauupaHara rplzBpeMeHat aHarvsa (IA) :a OS 6una cnpoBeAeHa orKaKo 6ute zalene)KaHu 333 cnrpruu
anyqar4. Crygujara ce 3actloB€r Ha MafHuTyrara Ha sa6erexcaHnor KJrLrHlrqKu 6eue$ur v Ha naweHTrzre Bo
fpynara co ruaqe6o utvr 6u.n noHyAeH TperMaH co abiraterone acetat. CeexynHoro ilpe)Kr4ByBarre 6ulo no.qonro
sa abiraterone acetat orKoJrKy sa ruaqe6o co 25Yo HaMaJryBalbe Ha pH3rrKor oA cMpr (HR : 0,752; 95Yo cI:
[0,606; 0,934f, p:0,0097), uo OS :ne6uta cracaHa H npr{BpeMeHrlre pe3yrrrurprHeja ucno:ruuJ]e nperxoAHo
yrBpAeHara fpaHHIIa 3a 3anl{pal}e 3a crarucrnsKa :HauajHocr (rzgere Ta6em 4). Ipexueynamero
npoAoJDr(r,rno Aa ce cJreAI4 no oBaa [pr{BpeMeHa aIj.aJIH3A.

fllau npaHara $uHa,rHa a:aa;ru3a 3a ceBKyrrHoro npe)Kr4Byname 6ula cilpoBeAeHa orKaKo 6r4re sa6erexaji'u J47
49 uecequ). 65 npoqeHru (354 ol, 546) oA rraqr{eHrr{re rpervpaHr{ co

abiraterone acetat, 7 ol, 542) oA narlr4eHTrzre rperr4paHpr co ulaqe6o, rroquHiure.

ri:a:ft1q$ds).
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Ta6eta, 6 Cry4uja 302: Bxynuo rpexl{ByBarbe Ha rraqrreuTrr rperr{pan{rr co
uraqe6o no xou6nuaquja co [peAHIr3oH rrJru npeAHH3oJroH rrJryc
opxuenrouuja

abiraterone acetat ustu
LHRII alrarro3rr rrpeA

Abiraterone acetat
(N:546)

Ihaue6o
(N:542)

flpunpeuen L anailv3z Ha rr pe)KrrByBarl'e
Cnrprur.r cryuau (o/o)

flpocev uo npe)r(HByBarbe lvreceura)
(es% a)

p npenHocr*
Cranra Ha orracHoc"t** (95o CI\

Kone.rua Lrl,aJrtr3la Ha [pe)KI{ByBaIbe
Cnrprnra ctryuau (Yo)

flpoceuuo BKynHo npexuByBalre
Bo Mecerlr4 (95% CD

p npeguocrx
Cranxa Ha orracHocr** (9504 CI)

147 (21%)
He e 4ocrnruaro

(NE; NE)
0,0091

0,752 (0,606;0,,%a)

3s4 (6s%)

34,7 (32,7;36,8)

0,0033
0,806 (0,697; 0,931)

\86 (34%)
)'7 )

(25,95;NE)

387 (7r%)

30,3 (28,7;33,3)

NE: He e ilporleHero
* p-epegHocra noreKrryna o4 log-rank recr crparu$uqnpaH npeKy roqerHuor ECOG crop (0 rznn 1)
** Cranna Ha orracHocr < 1 $aeopusnpa abirateron acetat

Cruxa 5 Kan.nan-Majeponu KprrBrr Ha rrpelr(HByBarr,e Ha rraqrrenTn Tperr{paHu co abiraterone acetat
rrJrrr rrJrarledo :aegno co [peAHH3oH I{!rI{ [peAHr{3oJroH rrJryc LI]IRH aHaJro3rr rrJrr{ [perxoAHa
opxrneKToMraj a, xoHeuna aHaJrH3a
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AA: abiraterone acetat
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flo xpaj u4enru$raryB aHr4Te no4o6pynarr a Bo BKy a rPFS, 6ula noxaxauanpugo6r,rBKa 3a

abirateron acetat uacnporu nlaqe6o rperMaH Bo cI,ITe ceKyHAapHH xpajur,r Mepls4 Ha cJreAHrror Har{uH:

Bpeue ao PSA HarrrpeAoK Bp3 ocHoBa ua PCWG2 KplrreprryMu: llpoceuuoro BpeMe ao PSA Hanpe4on 6ulo

ff**igli



11,1 uecequ 3a TIaIIHeHTIn Kora flpaMaar abiraterone acetat u 5,6 ueceqr4sana\veHTrr KoH npvMaar n:raqe6o
(HR:0,488; 95% CI: 10,42,0;0,5681, p < 0,0001). Bpeuero ao PSA HanpeAoKor 6u:ro orrpurruKa AynrrupaHo co
rperMaH co abiraterone acetat (HR: 0,488). Epojor Ha nar{HeHrr4 co norBpAeH PSA oAfoBop 6ul noronevr xaj
fpynara co abiraterone arcetal orKoJIKy xaj rpynara co nlaqe6o (62%o uacrrporu 24Yo; p < 0,0001). Kaj
naqHeHTH co MepJInBa 6orecr Ha MeKo rKrzBo, 6ul za6eloKaH 3Haqr4TeJrHo rroKar{en 6poj Ha rreJrocHu H

AeJryMHr,r oAroBopr4 Ha ryMop llpr.r rperMau co abiraterone acetate.

Bpenre:a ynorpe6a Ha onojnu cpeAcrBa sa 6orxn oA KaprIHHov: flpocevHoro BpeMe:a ynorpe6a na onojHu
cpeAcrBa sa 6orloa oA KapIrHHoM Bo BpeMero Ha r<pajuara aHarrrna 6urc 33,4 Mecequ 3a rrarlueHTpr Kor{
rplrMare abirateron acetat u 6uto 23,4 wecegr,r 3a rrarrueHrri Kor{ npuMaJre nraue6o (HR = 0,72I; 95%o CI:
10,614;0,8461, p < 0,000i).

Bpeve Ha 3arroqHyBarle Ha qr4ToroKcuqHa xerraorepanuja: llpoceuuoro BpeMe Ha 3anoqHyBa*,e Ha

IIHToroKcnqHa xeMorepanuja6ulo 25,2 t.r,ecequ 3a rrarIHeHTH Kor4 rrpuMaJre abirateron acetat ra 16,8 Meceqh 3a

rarlueHru Kor4 npr.{Marre nrraqe6o (HR: 0,580; 95Yo CI: 10,487;0,6911, p < 0,0001).

Bpenre sa oraiame eo ECIOG pffiynrar Ha nep$opnaanc sa Z 1 noes: llpocevuoro BpeMe Ha orafabe so
ECOG pe3ynrar Ha nep$oprvraHc 3a > 1 noes 6uto 12,3 Mecerrr4 3a [arILreHTH Kor4 npr{MulJre abiraterone acetat u
10,9 za ilarIHeHTV Kou npr{MaJre n,raqe6o (HR = 0.82I;95%o CI: 10,714;0.9431, p : 0,0053).

Cle4Hure rcpajuu ror{Ku na c'ryAlajara rroKaxture crarr,rcr}rrrKu zuaual:na ilpeAHocr Bo Kopucr Ha rperMaH co
abiraterone acetat:

O6jexruneH oAfoBop: O6ljerctarHaor oAfoBop 6nn 4eSr.ruupaH KaKo 6poj ua ilaqpreHru co MepHa 6olecr nou
AocrurHare qenoceH HJII4 AeJryMeH oAfoBop cropeA RECIST Kpr4repuyMu (louerna roJreMHHa ua lzu$Hara
ja:,ra rpe6a,ro ga 6nge > 2. cm 3a Aa ce cMera qeJrHa paua). Bpojor Ha [ar{neHTr4 co MepHa 6olecr Ha rror{erHa
Toql(a KoH IrMZLre O6jexrzneH oAfoBop 6ut36Yo Bo fpyrrara co abirateron acetat u760/o Bo rpyrrara co nlaqe6o
(p < 0,0001).

Eolna: Tperuauor co abiraterone acetat suauajuo ro HaMzurHJr pr43LtKor oA HanpeAoKor Ha 6olna co npocer{eH
I4HTeH3HTer za l8%io eo cnopep,6a co nraqe6o (p = 0,0490). flpoceuHoro BpeMe 3a HarrpeAoK 6uto 26,7 Mecequ
Bo rpynara co abirateron acetutu I8,4 MecerIH Bo rpyrrara co nlaqe6o.

Bpeue ua onafarre so FACT-P (nnyleu pe:ynrar): Tpertrauor co abiraterone acetat ro HaM€urr4Jr pa3uKor oA
FACT- P (nryneH pesynrar) nnafane za 22Yo no cnope46a co nlaqe6o (p : 0,0028). llpoceuuoro BpeMe 3a
onafau,e so FACT- P (nnyleH pesynrar) 6uto 12,7 Mecequ Bo rpynara co abiraterone acetat n 8,3 rr.recequ no
fpynara co nlaqe6o.

Cmyduja 301 (naquennlu Kou npuwture nped xenomepanuja)
Crygraja 301 nx,ryuaJla [aqueHTI4 KoH frpr4MnJre npe4 docetaxel. Oa narreHTure ne ce 6apalo Aa rroKaKar
HanpeAoK na 6olecra sa docetaxel, 6ugejrtu roKcl4trHocra oA oBaa xeuorepanaja Mox(e Aa npeArcBr{Ka npeKHH.
flaqueHrare 6rane o4pxyB,aHv Ha cryAhcKr4 TperMaHr.r AoAeKa He ce nojaerEn PSA HarrpeAoK (nornpgeuo 25%
noKaqyBarbe HaA rlorterHara roqxa/ua vrp Ha rraqveHTuTe) :ae4Ho co paAuorpa$crcu HanpeAoK ge$rzHrapaH
c[opeA [poroKoJl ]t cplMnroMarliqeH LLILI KItvHLTqKH Ha[peAor. llaqueurure co nperxoAeH TperMaH co
ketoconazole 3a KapIrHHoM Ha npocrara 6ure acxlyr{eHu oA onaa cry4aja. llpunrapuara rcpajua rorrKa Ha
eQunacnocr 6ulo nnylHo'lo npe)r(r4ByBalbe.

flpoceuuara Bo3pacr Ha EKryq 69 rogurtu (39-95). Epojor Ha nar1r4eHTrz rperr{paHu co
abiraterone acetat clopeA pac
( 1,8%). E4uHaecer ilpoqerrra

(93,2yo), upHrrr{ 28 (3,5y0), a3rrJr\pr I1 (I,4%) u spyru 14

ECOG pe3ynrar ua nepQopvraHc oA 2;70% uMarre
pe4raorpa$cKr4 AoKa3 3a H u 6es PSA nanpegoK; 70yo npr4Mr4Jre eAeH npeA
TIHTOTOKCHT{Ha XeMOTepan aJ a
rIaIIHeHTare rperr4paHr{ co abi

cra3a Bo rIpHHor lpo6 6nna npzcyrHa xaj l1%o ol

Bo nlauupaHa aHalrur3a cnpoBeAe KyBaHH 552 cwpruu aryqan, rroqrrH€ure 42% (333
i ouu*r, '?*:;9

ol, 197) uar{HeHTH TperrzrpaHa co abi t ao cnopeg6a co 55%o (219 og 398) naqueHrr.r rperupaHrz co



[Jrarle6o. Crarscrzqna:Hauajuo uogo6pyname Bo [poceqHoro BKynHo npe)KzByBarre 6zro ga6erexaHo

naulreHTu rperapaHu co abirateron acetat (au4ere ra6etaT).

Ta6e"ra 7 Bxynno rrpexllByBarr,e Ha rraqrreHTrr rperr{paHrr co abiraterone acetat u,ru nlaqe6o 3aAHo
co npeAnu:oH lrru npeAn[:o.[oH nryc LHRII auaro3u urra upetxoAHa opxneKrorunja

Abiraterone acetat fllane6o
(N = 797) (l\:398)

KAJ

Ipumapna aHaJrr{3a Ha
Cnapruu ctryuau (%o)

llpocevuo rpe)ruByBarr,e (nreceqn)
(9s% a\

p Bpe.{HocTa

Cranxa Ha orracHocr (95% CI)r,

Axypupana aHaJrrr3a Ha
CnrprHra cnyuau (oh)

ilpoceuuo npe)Kr4ByBarbe
(nreceqn) (95%

Cranxa Ha orracHocr (95oh CDv

333 (42%)
14,8 (14,1;15,4)

sOr (63%)

15,8 (14,8; 17,0)

< 0,0001
0,646 (0,543; 0,768)

zre (ss%)
10,9 (10,2;12,0)

274 (69%)

11,2 (10,4;13,1)

0,740 (0,638; 0,81i9)
p-BpeAHocra e rr3BeAeHa o4 log-rank recr crparu(ruqrpaH npexy ECOG cKop Ha craryc na nepSopruauc (0- 1 Hacrrporr4
2), pezynar na 6o.nxa (orcyrua Hacnporl4
npucyrua), 6poj Ha nperxoAHr4 pe)r(r4Ml4 Ha xeMorepanuja (1 Hacnporur 2), u run Fra Ha.rrpeAoK na 6o,'recra (carrao PSA
Hacrrporrr pa4Iaorparpraj a).

Cranxa Ha orracHocr e H3BeAeH o4 crpara$uqfipaH rIpolpoIII4oHaJreH MoAeJr Ha olacHocru. Cranrara sa onacHocr < 1

$aeopuer.rpa abirateron acetat.

Bo nepuo4ure Ha nporleHKa tro roLrerHr4Te HeKoJrKy Mecerrr4 Ha rperMaHor, rroBr,rooK 6poj naqueHTu TperHpaHH

co abiraterone acetat ocraHaJre )KkrBrr, no cnopeg6a co 6pojor Ha rrarlr4eHru TperrzpaHr4 co ruaqe6o (uz4er
Cnuxa 6).

Cluxa 6 Kar;ran-Majepepou{ Kpr{Brr Ha rlpe)KlrByBar+,e Ha rrarlueHTr{'rperupaHu co abiraterone acetat
r{Jrrr rrJrarle6o co [peAHrr3oH HJrIt [peAurr3oJroH n,lyc LIIRII aHarosu r{JrH rrperxoAHa
opxnemronanja
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AA: abiraterone acetat
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Auarmsr4re Ha npe)KuByBarbe Ha noApeAeHara fpyna noK€DKaa KoH3HcreHTHa Kopr,Icr Ha ilpellfl4ByBarre 3a

TperMaHor co abiraterone acetat (nz4ere Cturca7).

Clurca 7 Bnyuno [pe]r$rByBarr,e IIo rroApeAeHa rpy[a: cooAHoc Ha onacHocr u 95Yo HHTepBaJr na 4onep6a
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AA : abirateron acetat; BIPI : Kparxa nporreHra Ha 6onKa; C.I. : r4HrepBan Ha AoBep6a; ECOG : pe3yJrrar 3a

nepQopuanc Ha llcror{Hara KooneparlzBHa oHKoJrorlKa rpyla HR: cooAuoc Ha orracHocr; NE : He e [poueHJrr4Bo

lloxpaj I4AeHTHSHKyBaHolo roAo6pyBal;e Bo BKynHoro rrpe)Kr4ByBabe, cHTe ceKyHAapHr.r KpajHu rorrKn Ha

cryLriara npernoLII4TaJIe abirateron acetat u 6ute crarr.rcrr4qKr laaqajra no rrpuJraroAyBarbe 3a noBei(e
TecTuparba Ha cJreAHHoT HarrHr{:

llaqzeHrnre Kor{ npr4Miume albirateron acetat
(aeQIaHupaHa KaKo > 50% HaMiuryBarbe oA
nnaqe6o,38olo uacnporvt I0%0, p < 0,0001.

froK€Dr(iure 3HaqajHo [oBr4coKa BKynHa PSA cranxa Ha oAfoBop
rroqerHara BpeAHocr), Bo cnopeA6a co ilarrueHTr{ Koa rIpIzMaJIe

flpoce.rHoro BpeMe Ha HalrpeAoxor Ha PSA 6rur 10,2 naecequ 3a narrr{eHTa Kor4 rrpr4Miure abirateron acetat v 6,6
MeceIIH 3a naUIzeHTIr KoLI npr.rMarle nrlar{e6o (HR: 0,580; 95Yo CI: 10,462;0,128f, p < 0,0001).

llpoceuuoro BpeMe Ha prrAuofpa$cKnor
abirateron acetat 6Hn 5,6 u 3,6 Meceur4

0,'1761, p < 0,0001).

Eomra

HanpeAoK Ha clo6o4no
3a IraqlreHTa TpeTnpaHr4

[arIr4eHTH TpeTI,IpaHr.r co
0,673; 95o/o CI: 10,585;

npe)KHByBaILe 3a

HR:

Epojor Ha narrpreHTr4 co rrpuKpuBarbe na 6olxa 6ul craru co abirateron acetat
orKoJIKy xaj rpyuara co n.naqe6o (44%o nacnporu 27o/o; p < 0, Ha rrpuKpt4Barre 6orxa
6rzno 4e$uHupaHo KaKo rrar{L{eHr lcoj uual uajua.nrcy 30% BpeAHocr Bo BPI-SF
pe3yJlTaror Ha Hajloru prH'reH3uTer na 6ollta 3a BpeMe Ha rbe Bo pe3yrrTaToT
ua ynorpe6a Ha aHaJrreTl4rlrr 3a6ene)r(aH Ha ABe rrocneAoBaTe,THr{ qerHpr4 ueAeru. canao
narlueHTr.r co roqereH pe3'ynrar na 6olxa > 4 r,r Hajrr,ra-rrKy eAeH pe3y
alrurvsr4paHrz (lt{ : 572) sa npr,rKpuBarbe 6olxa.

Ka Ha.rI uor{eTHaTa roqxa 6zle

flonaal 6poj naqaeHrrr rpt?TupaHrz co abiraterone aaetat HMarre HanpeAon Ha 6orKa eo cnope46a co narlr{eHru
KoH 3eMUIe nlaqe6o (22Vo uacnporu 28o/o), 12 (30% Hacrporl4 3B%) u 18 rvrecequ (35o/o uacnporu 460/o).

Hanpe4onor sa 6orna 6un geSuHHpaH KaKo rroKarryBalLe oA noqerHara BpeAHocr oI > 30o Bo BPI-SF



pe3yJlTaTor Ha HajJlorx rrHTeH3HTeT Ha 6onKa 3a BpeMe Ha nocneAHuTe 24 r{aoa 6e3 HaMzuryBarbe Ha pe3yJrraror
Ha ynorpe6a Ha aHa-rrferlrrlu 3a6ere)KaH Ha ABe [ocJreAoBareJrHu rrocern, HJrr4: 3foJreMyBame ol > 30% so
pe3ynraror o4 ynorpe6a Ha a*aJrreru:qu za6enelKaH Ha ABe nocJreAoBareJrHlr lrocerv. Bpeuero 3a HanpeAoK Ha

6olrara sa25-ruor neprleHTurr 6uno7,4 MeceIIH Bo rpynara co abiraterone acetat u4,7 weceglr Bo rpyrrara co
nraqe6o.

Hacranu nospgauu co cxeretHuor cucreM

floMa,'r Aer oA naqr4eHTure Bo fpynara abiraterone acetat uttaste HacraHq noBp3€rHr4 co cKeJreror eo cnopeg6a co
nraqe6o rpynara Ha 6 nreceuu (18% Haonporu 28%), 12 nreceqra (30% Hacnporu 40Yo) rz 18 naecerlu (35%
Hacnporr4 40%)._Bpeuero Ha npBrror HacraH noBp3ar{ oo cKeJrerHptor cucrer,r le^a25'ruol ileplleHTr4Jr Bo rpy[ara
abiraterone acetat 6uto 4nojuo oA oHa naj rconrponHara rpyna co 9,9 Meoeun Hacrrporp{ 4,9 mecequ. Hacrau
noBp3aH co cKeJrerHutor cucreM 6un ge$raHIapaH KaKo naronorrrKa $pamypa, rcounpecuja na 'p6erulror crol6,
nalujarznua pagujar\aja Ha r(ocKa) IrnH onepauuja aa KocKa.

fleazj arp n cxa no n-vna uaj a

Enponcxara arenquja 3a JreKoBI4 ce orKax(€Lla o4 o6npcKara Aa rH AocraBH pe3yrraruTe oA cryAHH co
pe$epeHreu nex noj coAp)KH abiraterone acetat eo clzre rloArpynu Ha neAr4jarprucKu narlr4eHTr,r co HanpeAeH
KaprIr4HoM Ha npocrara. Bu4ere let 4.2:a un$opnraqvu Bo BpcKa co negujarprEcxa ynotpe6a,

5.2 (Dapmanoxr{HercKn KapaKTepHcrrrKI{

IIo aAtrusucrpupae,ero na abiraterone acetat, $apnraxoxuHeruKara Ha abiraterone 6ure cryAvrpanr xaj :4pana
rrarIHeHTH, nauHeHTH co MeracTarrrqeH HanpeAeH KapuIlHoM Ha rrpocrara r{ naqr{eHTr,r 6e: r<apquuoM co
xenaraJrHo HJrlr peHzilrHo orxreryBame. Abiraterone acetat 6p:o ce nperBopa in viyo so abiraterone, uHxu6urop
sa 6rEo:uHre3a Ha aHAporcHI4 (nu4ere ael 5.1).

Ancopnur.rja
llo aAullsucrpripan,e sa abiraterone acetat Ha fJlarxHo, BpeMero Aa ce AocrrrrHe MaKoHMTL[Ha KoHrleHrpaqr,rja Ha

a6nparepoH Bo rrJra3Ma e oKony 2 qaca.

A4uuHracrpvparbero na abiraterone acetat co xpaHa, no cnope46a co aArvrr{Hucrpr4paH,ero Ha rJraAHo,

pe3ynrr.rpa co 3roreMyBalr,e Ao 10 narn (AUC) u lo 17 naru (C'"o") Bo npoceqnro crroreMcKo u3Jro)KyBaH,e Ha

abiraterone, Bo 3aBlrcHocr oA coAplr(uHara Ha Macrr4Te eo o6ponor. Co or:re,,q na eoo6r4.{aeHara napajaquja eo

coAp)nr.{Hara H cocraBor na o6poqure, 3eMarbero abiraterone acetat co o6poqll r.rMa rroreHqujal ga [peAr43BHKa

BrrcoKH sapuja6utupr H3Jro)r(eHocru. 3aroa, Abirateron Pharmascience He cMee Aa ce 3eMa co xpaHa. Ta6nerure
Abiraterone Pharmascience Mopa Aa ce 3eMaar KaKo eAlrHeqHa Ao3a eAuau AHeBHo Ha rrpa3eH croMaK.
Abiraterone Pharmascience Mopa Aa ce 3eMa Hajuanrcy ABa qaca fiocJre jaler+e 14 He cMee Aa ce BHecyBa xpaHa
Hajnranny eAeH r{ac [ocJre 3eMarbe Ha Abiraterone Pharmascien r,rTe Tpeoa rleJrocHo Aa ce npofonTaaT
co BoAa (nzgere ger 4.2).

nucrpu5yuuja
flporezHcrcoro cBp3yBa]be Bo rIJIa3Mara Ha

ua 1ucrpvt6yquja e oKoJry 5,630 l, urro
nepaSepnnre rKHBa,

14^L- ADI

HaBeAyB

99,804. OqzmeAsuor o6eu
HBHo ce pucrpu6ynpa go

erone acetat ce xHAponH3r.rpa Bo

abiraterone, xoj noroa [oAJre)Krr Ha Mera6oJII43aM BKJlyrrynajrtri cyl$al1.uja, xzApooncnJraryuja u or<cv4aqzja
rJraBHo Bo rIpHHor lpo6. lIoroJIeMHor AeJI Ha IlnpKryrapar{Kurapa4r4oaKTr/rBHoc:f (oxoliy 92%) e eo Sopua Ha
prera6onzrrl utm abiraterone. OA 15 Iraera6onLITI{ KoH Mo}Ke Aa ce ompujar,2 rtar.uu ttrera6orrm, a6uparepoH
cynsar u N-oxcuA a6raparepou cyr$al, cercoj rpercTaByBa oKoJry 430/o olBKynH€rTa paAHoaKTr{BHocr.

Erzorpancdopuaunja \
flo opanno arnnHvrcrpaparbe Ha laC-abiraterone acetat raxo

Errutttulr'auuia
llpoceuunor rroJrylr(r4Bor Ha abirateron Bo rIJIa3Ma e oKoJIy 15 qaca Bp3 ocHoBa Ha noAarorluTe oA 3ApaBr.r

ilaqr{eHTu, flo opanno a1vrvrluarpvpatlc Ha laC- ablateron acetat 1000 mg, oKoJry BB% oa paAHoaKrHBHa'ra

6!*il"b
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Ao3a ce Bpatra Bo Seqecor 14 oKoJIy 5%o so ypuHara. f:raeur4re coe4uueuvja flpucyrHr,r no $eqecor ce
HenpoMeHer abiraterone a<>etat z abiraterone (npz6nuxtrto 55Yo u22Yo ol ul* ni"Tpvpalaraao:a).

Xenararno orurerysame
@apltaxoxzHerHKara sa abiraterone acetat 6una ucnurana xaj rarraeHTlr co lperxoAuo 6laro HJrrz yMepeHo
xelaraJlHo olxreryBaE'e (Clild-Pugh oa uaca A u B) ra naj s4panra KoHrpoJrHt4 narrpreHrrr. Cucrenrcxara
H3rloll(eHocr sa abiraterone no eAHa opaJIHa Ao3a oA I 000 mg e 3foJreMeHa 3a oKoJry 110/o u 260% xaj ilarl,eHT,n
co nperxoAno 6laro uJIn4 yl4epeHo xenaraJlHo orxreryname. llpoceqHr{or nony*""ot ua abiraterone e
npoAoJu(eH 3a oKoJIy 1 8 qaca ltaj naqueHrz co 6raro xenaranHo orxreryBarb e Lr 3a oKony 19 qacaxaj naqueHra
co yMepeHo xe[aT€urHo olrTeT)/Bafr,e.

Bo 4pyro uctIHTyBaILe, $apuanoKuHerl4xara sa abirateron 6urraucrruranaxaj naqueuru co ilperxoAHo reurKo
(n : 8) xenaranHo oIrITer)/BaH,e (Clild-Pugh o4 xraca C) u rcaj B :4panu noitponllra naqr{eHrr4 co HopMaJrHa
xeraraJlHa $yuxqaja. AUC uaL a6upar:epou e 3foJIeMeHa 3a oKoJry eOOy, u Sparqujara Ha npor43BoJreH JreK e
3roJIeMeHa sa B0o/o naj uaqnenrn co reIIrKo xerlarzulHo orxreryBalre 

"o 
cnop"g6a co taryueHTr4 co HopManHa

xeraraJrHa Qyurcquja.

He e norpe6uo npucnoco6yname Ha Ao3ara 3a rrarrlreHTu co nperxoAHo rrocroeqrco 6laro xerraraJrHo
olxreryBalr,e'Vnorpe6ara Ha atbirateron acetat rpe6a BHuMareJrHo Aa ce ucnana xaj [aqHeHTH co yMepeHo
xerIaruLIIHo olxreryBalre raj lcon 6eue$uror rpe6a jacno Aa ro HaAMrrHyBa Mo)r(Ht4or pr.r3r,rK (nu4ere aercuu 4.2u 4'4)' Abirateron acetat ue rpe6a Aa ce Kopl{cru naj rraqneHTr4 co rerrrKo xerrarzurHo o[TeryBarbe (nu4ere
AenoBr{ 4.2,4.3 u 4.4).

3a naqneHrH KoH 3a BpeMe Ha rperMaHor pa3Br.rJre xefiaroKcprqHocr, Mo)re Aa6ure norpe6ua cycneuszja Ha
rperMaHor 14 rrpr4JrafoAyBarbe Ha Ao3ara (eu4ere .{enoBr4 4.2 u 4.4\.

Ey6pe>KHo olrreryeatle
@apltaxoxllHerl'IKara ua abiraterone acetat 6ura cnope4eHa xaj rarllreHTu co peHiurHa 6orecr no r<pajna @a^:anpu cra6uteH paclopeA 3a xeMoAujanusa Hacnporr,r ycofJraceHu KoHTponHu rrarrr4eHTr{ co HopM€rJrHa peHUrHa
QyHrcquja. Cucrelrcxara H3JIc))KeHocr Ha abiratero[ rro eAHa opanHa Ao3a oa 1000 mg He ce :roreuu xaj
TIaIIHeHTH co peHaJIHa 6ole,cr nro rpajna $aza unu gujwmza. 3a agtrunucrpr.rparbero r<aj raquenrlr co peHanHo
ollrreryBalbe, exnyuyrajftu remxo peHanHo Hapy[yBabe, He e norpe6Ho naranyna*e Ha Ao3ara (rulere 4en4'2)' cenar, HeMa KJIHHpIqKo L'cKycreo xaj narrHeHTH co KapqHHoM Ha npocrara a re[rKo peHaJrHo
orxreryBarLe. 3a oeHe naIIHeHTH npenopaqnvBo e Aa ce BHprMaBa.

{t IlperxlunurrKu [oAaroqu :a 6e6enHocr

Bo cvre cryl']ahr 3a roKctar{Hocr xaj )I(HBorHr,r, rrupKyJrr,rpaqKuTe HHBoa Ha recrocrepon 6ule aHavajuo
HaMaJIeHI'I' Kalco pe:yn'tar, 6uxe sa6erex(aHn HaM€uryBaH,e Bo re)r(HHura Ha opraHqTe ra naop$ono;tltxu uluru
xIlcroraroJIoIUKH rIpI{MeHrI Bo penpoIyKTaBHpITe opraHu, u na46y6puKHare )rsre3An, xuuo$naara !r MJreqHrzre
)IsIe3AH' Care npolreHl4 IrolKa)Ktule IreJIocHa HJIH AenyMHa peeepsn6uJrHocr. flpoueuure Bo penpoAyKTrrBHHTe
opfaHH 14 Bo oplaHzTe KOII ce qyBcTBHTeJrlHI4 Ha aHAporeHH ce KoH3IIoTeHTHH co Sapuaxolorujara ua
abiraterone. Care rpernaaHl'l Bo,Bpcxa co xopMoHaJIHu npoMeHr.r oe noBparH:a LrnH ce lroKiDKruro AeKa Mo)r(ar aa
ce pelrar no nepnoA Ha 3aKpeilFryBalbe oA 4 :nepetu.

Bo cryAua 3a rIJIoAHocr xqi vraurtcu tr )KeHcKri craoprflr,, abiraterone acetat ja ua.,;4at
IIeJ'IocHo penep:u6ulHo sa 4 4o 16 He4enl{ orKaxo abirateron acetat 6u1 npexuua1. t

6ulo

Bo cryguja sa pasnoj Ha roKcurrHocr rcaj craopeq, abiraterone acetat uujaer r
HaMaJreHa $eranna relKHHa r4 npe)0{ByBaBe. Eure ga6erexasu ztmjauuja upr 

"u7abirateron acetat se 6ul reparoleH.

Bo osze cryAnu 3a rrJroAHoo:r u pa:noj Ha roKcurrHocr H3Bpilreuu naj craopeq, cr.rre BJr
co Q apuaxoJrorrrKara aKTr4BErocr na ab iraterone.

a
- 
^-%\sd' .{"{
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florcpaj npoMeHlrre Bo penpoAyl'rTI,BHHTe opaH' sa6erel(aHz Bo cr{Te cryrv. co }Kr4BorHpr, rroAarorr'Te Kor4 He



6.

6.1

ce KrHHr,rLrKrz He orKpuBaar rroce6Ha orracHocr 3a Jryfe Bp3 ocHoBa Ha KoHBeHqI,IoHzuIHI4Te cry4prr4:a 6es6eAHa

$apnaanoloruja, loeropeHa Ao3a Ha roKcaqHocr, feHoroncrr{LrHocr }r KztHlrepofeH norenqajan. Abirateron
acetat ne 6un nauqeporeH Bo Cryguja Bo BpeMerpaelbe oA 6 nrecequ raj rpaucreucrcu (Tg.rasH2) rnyureq. Bo
24-t{ece'ilra KaHqeporcHa cryluja Kaj craopeq, abirateron acetat ja 3foJIeMI4JI ITHIII'IAeHqara Ha

uHrepcruqujzurHtr KJrerolrHu Heo[Jra3un. Pe:ylraror ce cMera AeKa e iloBp3aH oo $apttanoJlolxKara aKTLIBHocT

na abirateron H e cnerlu$raueu 3a craopeqor. Abirateron acetat ne 6ur KaHrleporeH raj xeucxtt craoplln.

llpoueHKa Ha pu:Hltor no xusorHara cpeAlrHa (ERA)

Ar<rusHara cyrrcraHqa, abirateron noKDKyBa pr.r3rlK 3a oKoJrl4Hara Bo BoAeHa.Ta cpeAI{Ha, oco6eHo zapu6u.

OAPMAIIEBTCKTI KAPAKTEPI4CTI4KI4

Jlncra Ha eKcuurrtreHcl{

Jagpo Ha la6tera
Jlaxrosa MoHoxplApar
Kpocr<apueno3a HarpI4yM,

Xnnpouero za 2910 ( 1 5mPa. S),

Harpr.rynr naypnl cynQar
Mzrcpoxprzcr aJrHa rleJryJl03a

(cunnrlr4paHa)
Cultuxa, KoJIoI{AeH 6esno4en,

Marne:nyu creapar

(Dunr.t-o6rora

I{pn xeneso oKcHA (E172),
I{pnen )Kerre3o oKcrIA (8172),
Marporor 3350,
llorureuHl,Ir €uIKoxoJI,

Tarn
TuraHnyu AHoKcIzA (E17 1).

6.2 Hexomnaru6u;rnocru

He e npulreHJILIBo.

6.3 Por na rpaelbe

3 roAzsu.

6,4 floce6nn MepKH Ha rlperrla3JrlrBocr rlpu qy

Onoj ner ue 6apa roce6nu ycnoBlr 3a r{yBaFbe.

6.5 Ilpnpoga u coAplI(HHa Ha rIaKyBaII'e

flponu4en PVdC/PE/PY CI atrynuuayucxu 6luc nra1lreru no rcyrzja. Cercoja xyrr.rja

co.4pxr4 (60 Sunnr-o6roxcenu ra6,reru) 5 6l

6.6 iloce6nn MepKrr Ha rIperrla3JluBocr rlprl orcrpa H ApyrH Haqr{Hr{ Ha paKyBarbe

Cenoj ueucxopprcreH JreK HJrr{ ornaAeH naareprzja,r lpe6a Aa ce orcrpaHa Bo corJlacHocr co JIoK€uIHare 6apanra.

Onoj lerc Mo)ne Aa npercraByBa pH3I4K 3a BoAeHara cpeAHHa (nu71ere ae,r 5.3).

t?^,i,Yff:"Stn.'vAl3f9! ' o
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10. AATyM IIA PEBI2I3I4JA HA

Ona ynatcrno nocneAeH nar e peBuAr.rpaHo Bo

9.




