
3EI/[PEH I43BEIIITAJ 3A OCOEI4HIITE HA JIEKOT

1. IIME HA JIBK

Abiraterone Pharmascience 500 mg $r.rnu- o6loxeun ra6leru.

2, KBAJItrITATMBEH I{ KBAHTI{TATI4BEH COCTAB

Cenoja $ulu-o6loxtena ra6leta coApxa 500 mg a6uparepoH alrerar.

ErccuHnHeucH co no:Haro Aejcreo

Ceroja cpanira- o6ro>t<eHa ra6tera coAp)ItH 245 mg,raKro3a u 5.9 mg HarpHyM

3a rlelocuara ru4cra Ha eKctlttrlneHcu, IrofJIeAHere ro Aelor 6.1

3. OAPMAIIEBTCKA OOPMA

Oalv- o6lo>reHa ra6tera

Buoreroea cpn,rv-o6loxreHa co oB€rJrHa $oprraa (20 mm AoJrlKI4Ha x l0 mm rurapnHa)

6fiKoueeKces gao6,reu pa6 , co BTI4cHara,,A" Ha eAHara crpaHa H ,,500" Ha Apyfara crpaHa.

KJII4HIIqKI,I IIOAAT OIIII

Tepanenrcnr{ rIHAI{KaurrH

Abiraterone Pharmascience e I4HAttuzpaH co npeAHI43oH I'IJII4 [peAHH3oJIoH 3a:

- TperMaH Ha HoBo4ujaruocruqapaH BHcoKopr43HqeH Meracrarcr(I4 KapqHHoM Ha rlpoorara

ceH3HTHBeH Ha xopMoHrl (mHSPC) xaj eospacHv Ma)KV so rcoila6nuaquja co repanuja :a

;iliiJlJxffi ;fi#i?f ?:rtffi # "'Til: ffi i f'.. "","n,e 
H H a *a*p aqzj a (mc Rp c )

raj no:pacuu MDr(H KopI ce acuMrrroMarcKrr vrrw co 6larn clrMlrroMa no Heyc[elxHa

repanr.rja 3a cynpuMfipaFbe Ha aHApofeHr4 xaj nou xeuorepanrajara cd ylxre He e KTHHUIIKH

r4HAVr!4paHa (nu4ere ge,'I 5.1)
- TperNraH Ha mCRPC xaj nospacHn MDr(h uuja 6onecr HanpeAyBaJIa Bo reKor Ha UJIII ilo

pe)KHM r{a xeMorep anvla 6aznpau ua docetaxel.

4.2 ,{osupan'e H HatIr{H Ha aAMuHrrcrpaquja

Oaoj nex rpe6a Aa6u1e rpennmaH o.4 cooABereH 3ApaBcrBeH pa6otrux'

4.

4.t

4o3Hparbe
Ilpenopauauara Ao3a e 1000 rng (ane ra6leru
cMee ra ce 3eMa co xpaHa (au4ere ,,HauHH
ra6lernre co xpaHa ja 3ro,'IeMyBa clicreMcKara
5.2).
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3a mHSPC, Abiraterone Pharmascience ce Kopucrrr AHeBHo co 5 mg npe.qHn3oH r4nH npeAHH3oJroH.

3a mCRPC, Abiraterone Pharmascience ce Kopr4crr4 AHeBHo co 10 rng npeAHH3oH uJrr{

rrpe.4Hr43oJroH.

MeAuuusclcara Kacrpaquja co aHturof Ha xopMoH :a ocro6oAyBalre Ha nyrer4tn3plpaqKuor
KopMoH (LHRH) rpe6a Aa ce npoAoJrxr4 3a BpeMe Ha rperMaHor r<aj nauueHra Korz He ce

xupyp[IKl4 KacrpHpaHl4.

IIp enop auaH A4oHunxopuH z

Cepyucrure rpaHcaMrrua:u rpe6a Aa ce cJreAar ilpe.q ilorreroKor Ha rperMaHor, Ha ceKol4 ABe

HeAenH Bo rrpBr{Te rpr4 Mecequ oA TperMaHor }I floroa eAHarx MeceqHo. KpnHnor ilplrrncoK,
cepyMcKr.ror KairrryM r, 3a,4p)KyBarsero Ha relrHocrri rpe6a Aa ce cneAar MeceqHo. Cenarc,

narrHeHTHTe co 3HaqHTeneH pH3HK 3a KoHrecraBHa cpIIeBa cla6ocr rpe6a Aa ce cneAar Ha ceKon

2 se1etw Bo rrpBHTe rpa Mecequ oA TperMaHor 14 noroa Mecer{Ho (ea4ere pt 4.4).

Kaj nauuelrrn co rrperxoAHo nocroeqKa xl4noKarrneMr.{a Hrh KaJ oHI4e Kou pa3Bl4ne

KunoK€urr4eMnja 4o4eHa 6rale rperupaHl,I co Abiraterone Pharmascience, rpe6a Aa ce 3eMe Bo

npeABHA oAplKyBalbero Ha HI'IBoro Ha KanI{yM naj naquernor sa ) 4,0 mM.

3a narlr4eHTv KoH pa3BvBaar roKcnqHocr oA ctenes ] 3, nr<nyvynajftI4 xulrepreuzuja,
xunoKarrrreMuja, eaertt u 4pyrr4 ToKcl4qHocrv\ Kov He ce MlzHepanoKoprnKovnHvr, TperMaHor

rpe6a Aa ce npeKr{He v Aa ce c[poBeAe cooABereH MeAHrIrrHcKH npr4cran. Tperlaauor co

Abiraterone Pharmascience He rpe6a rroBTopHo Aa ce 3arroqHe cd AoAerca cHMrIToMI4Te Ha

ToKcr{qHocr He ce rroBJreqar Ao crerleH I nlu 4o IloqerHara BpeAHocr.

Bo cnyuaj Ha nporrynreHa AHeBHa Ao3a Ha Abiraterone Pharmascience, npeAHLI3oH HJIIz

npeAHr43oJroH, TperMaHor rpe6a Aa ce npoAorDl(Lt cJleAHlror AeH co eoo6l4qaeHara AHeBHa Ao3a.

Xenamomorccu.qHocm
3a nauueurn KoH pa3BuBaar xerraroroKcrrrrHocr 3a BpeMe Ha rperMaHor (ce 3roneMyBa aJIaHHH

aMuHorpaHc$epa:a [ALT] vilr4 acnaprar aMuHorpancrfepa:a [AST] HaA 5 raru o.q ropHara

fpaHr{rla Ha HopMarrara [ULN]), TperMaHor rpe6a BeAHam Aa ce npeKuue (sn4ere ger 4.4).

llonropHrzor rperMaH no npartamero Ha recroBure 3a $ynxqujara Ha L(pHHor Apo6 na roqerHara
BpeAHocr Ha narlr{eHror Mo)r(e Aa ce 2LaAe Bo HaMaJIeHa Ao3a oa 500 rng (e4ua ra6tera oa 500

mg) e4naur AHeBHo. 3a laqveHrr{Te Kou ce JIeKyBaar IroBTopHo, cepyMcxl4Te rpaHcaMIiHa3I4

tpe6a Aa ce cJreAar najrualxy Ha ceKor{ ABe HeAeJIH Bo reKor Harpr4 MeceIIh, a rloroa MecerlHo.

Ano xenaroroKcr{qHocra ce noBToputtpr4 HaMaIJIeHa Ao3a oA 500 mg,4HeBHo, TperMaHor rpe6a

Aa ce npeKlrHe.

Arco naqueHrnre pa:nrajar re[rKa xerraroroKcaLlHocr (ALT unu AST 20 narn noeefte oa ULN)
eo 6uro Koe BpeMe AoAeKa ce Ha repafluja, rperrraHor rpe6a Aa ce npeKHHe 14 rlar]HeHTHTe He

rpe6a noBropHo Aa ce JIeKyBaar.

Xenamaauo oramemylatue
He e norpe6Ho npularoAyBar+,e Ha Ao3ara 3a TIaIII4eHTI,I co nperxoAHo nocroerre ua 6laro
xerrararrHo olxreryBarbe, Child-Pugh nlaca A.

VnrepeHo xenar€ulHo olrITeryBarbe (Chi ce rroKDr(aJlo AeKa Ja 3fOIeMyBa

cr{creMcKara u3JIO)I(eHOCT Ha ablraterone rraTl4 IIO eArZHUr{HH OpaJIHH AO3A

sa abirateron acetat og 1000 mg ( 3a KrlrHr{qKara 6es6eAuocr a

e$znacHocra Ha nosefteKparHl4Te

[aq]reHTv co yMepeHo IIJIII .TeIIIKO

Kofa ce a4Mll:r'ncrpvIpaar rcaj

ild-Pugh Krraca B rznu C). He
ua Abiraterone Pharrnasciencei""g".rdde,!,#6rp4

{",iounrroo 'tq
MO)r(e Aa ce npeABrrAI4 IIpI,IJIaroAyBa



Tpe6a BHHMaTeJTHO Aa Ce npoqeHyBa Kaj rrarlHeHTr.{ co yMepeHo xenaTaJIHO OIITTeTyBa}be, KaJ KOH

npHAo6HBKara or{LrnreAHo rpe6a Aa ro HaAMr,rHe Mo)KHI,Ior pLI3I4I( (eIz4ere AeJIoBII 4'2 u 5.2).

Abiraterone Phannascience ue rpe6a Ia ce KopHcrH naj naqlleHTl{ co rerrlKo xenaranHo

oureryBarbe (nu4ere AeJIoBH 4.3,4.4 u 5.2).

Ey1percuo orunxemyaaLbe

He e norpe6Ho npuJraroAyBarbe Ha Ao3ara naj uaqueuut co 6y6peNuo o[TeryBarre (nu4ere 4en

5.2). Cenax, HeMa KJTHHHqKO r4cKycrBo raj naqueH'rr{ co KapquHoM Ha npocrara H TeIIrKo

6y6pexruo otltreryBat+,e. Ce npenoparryBa nperrriBJruBocr xaj oBI,Ie flalll4euru (wr4ere rcl 4.4).

II e d ttj a ntp u c rca n onytat4uj a
Henaa pelenaHrHa ynorpe6a Ha Abiraterone Pharmascience Kaj neguj arpucxara nonyraqltj a.

4.3

Meror Ha aAuuHucrpaqnja
Abiraterone Pharmascience e HaMeHer 3a optulHa
ynorpe6a.
Ta6lerure rpe6a Aa ce 3eMaar najnaanrcy e4eH qac [peA HnI4 najrralny ABa qaca no ja4eme. Trae

rpe6a Aa ce fiporonraar IreJrH co BoAa.

KoHrpauugHI(aqrrI{

flpeoceuunocr Ha aKTr{BHara cyncranquja vtw Ha Hexoj o4 eKcuunt4eHcl4Te HaBeAeHH Bo

ren 6.1.
XeHu KoH ce uru IloreHlrrzjaluo Mo)Kar ra6urar 6peueuz (ua4ere 4en 4.6).

Tenxo xerraruurHo olxTeTyBabe fChild-Pugh zutaca C (sulere AeJIoBI{ 4.2,4.4 u 5.2)1.

Abiraterone Phannascience co rpeAHH3oH uJrH rrpeAHu3onoH e KoHTpaIrHAI,tIIHpaH Bo

rcou6rauarlraj a co Ra-223.

flocedsu rlpeAyrpeAyr,au'a rr Mepxlr Ha rlperrla3Jrl{Bocr npn ynorpe6a

XranepreHsuia-Xg neKargel44i a. 3 aAp)KyBaE e H
MnHep aJroKo pTI4KoI4Alr

Abiraterone Pharmascience Mo)r(e Aa npe.qr,r3Br,rKa xurrepreuzuja, xI{rIoKaJIpIeMraja u sa4pxynar+,e

Ha relrHocru (nn4ere aen 4.8) KaKo rrocJreAr,rqa Ha 3foJreMeHH HuBoa Ha MHHepaJIoKoprI4KoLIAI4

ruro pe3ynrnpa oF, vrxu6nguja ua CYP17 (nr.rgere aen 5.1). L{cronpeveuara alMrlkrcrpaqnja
co Koprr4KocreponA ro norplcHyBa aApeHoKoprlrKorpo[Hnor xopMoH (ACTH), ttrro pe3ynrlzpa

co HaManyBaFbc Ha HHrlHAeHrIara Lr cepr{o3Hocra Ha oBue HecaKaHLI peaKIII4a. florpe6ua e

[perna3J.rnBocr r]pH TperHparbe Ha rrarIHeHTLr quv ocHoBHH MeAHIlI4HcKll cocroj6n Mo]I(e Aa

6ugat KoMrrpoMhrLlpaHa co 3foneMyBarr,e Ha KpBHr{ol rrpl,IT}rcoK, xHrIoK€InHeMuja (ua ilp. oHHe

Ha cprIeBH rnurosn4ra) Hnlr 3aAp)r(yBarbe Ha reqHocrlr (na np. oHI4e co cpueBa cla6ocr, TeluKa

nla uecra6r4JrHa aHruHa [eKTopHc, HeoAaMHerrreH MruloKapaeu LrH$apKT HJIH BeHTpHKyJIapHa

apznvmja H oHHe co rerlKo 6y6pexHo orureryearse).

Abiraterone Pharmascience rpe6a Aa ce KopHcrH co nperrlzt3JlllBocr xaj naqueuru co ucropnja
Ha KapAnoBacr(ynaplrn 6orecrz. Cry1unre o4 $a:a 3 cnpone4eHlr co abiraterone acetate

HcKnyqune narrHeHTH co HeKoHTponHpaHa xunepreHruja, ruIHHI4r{Ka :HauajHa cpl{eBa 6olecr
KaKo [rro e [orBpAeHo co MHoKapAeH uuQapxr virfir aprepucxn rporut6orl,IqHu HacraHI4 Bo

H3MHHaTHTe 6 nreceqn, Te[Ka utu secra6nJrHa aHrr,rHa HJII4 cpqeBa cta6ocr oA Klaca III unu IV
(cry4uja 301) una Kraca II ao IV Ha cpIIeBa cra6ocr (cryguu 3011 n )KeHneTo

3a cpqe Ha Ibyjoprc (NYIIA), HnH Mepelbe Ha ejercquoua 50o/o. Bo

cryrvure 301 I n 302, 6urc ucruIyr{eHn nauueHTlt co arpl{aJlHa cprleBa

apururaja :a rcoja e norpe6ua Mer,HqHHcKa repanrEja. E JIEBA

BeHrprzKynapua ejercrluoHa $paxquja (LVEF) < 50o/o uttu
anra lV (no cry4rajara 301) Hnz cplreBa cla6ocr oA xlacure NY
u302)ue6uta BocnocraBeua (rngere AeJIoBH 4.8 u 5.1).

4.4

qs#""fQ
uifl,

*$,gKul
iE,
f-""

9(orr lt

III



flpe4 rperupalbe Ha rrallueHTr co 3Harrr4TereH pH3r4K oA KoHrecrI4BHa cpueBa c,ra6ocr (Ha np.

ncropuja Ha cpueBa cna6ocr, HeKoHTpoJrrrpaHa xr.rnepren:zja rrJrrl cpueBu HacraHl,r KaKo ttrro e
r4cxeMr4qHa cprreBa 6olecr), wrrrajte Bo npeABHA Aa Ao6uere npolreHKa Ha cpueBara Qynxqnja
(na np. exoKap,qtrofparvr). llpea rperMaHor co Abiraterone Pharmascience, rpe6a Aa ce rperl,Ipa
cpqeBara cra6ocr v Aa ae onrr4Mpr3r4pa cplleBara $yHKIIIaja. XunepreHslajara, xunoKa-luelanjara
14 3aAp)KyBaH,ero reqHocru rpe6a Aa ce Kopervpaar r.t KoHTpoJILIpaar. 3a BpeMe Ha rperMaHor,
KpBHHor frptrrr,rcoK, cepyMcKuor K€urHyM, 3ar,px(yBarbero Ha reqHocrlire (:roreiuynarue rer'recHa

Texr4Ha, nepu$epen eaerr,r) H Apyru 3HarIH H cnMrrroMr4 Ha KoHrecruBHa cpqeBa c,ra6ocr rpe6a

Aa ce cJreAar Ha ceKor4 2 ueger'u Bo reKor sa 3 rrecequ, a rroroa MeceqHo, w Aa ce Koperupaar

a6HopnralHocrr4Te. 3a6elexaHo e npoAoJD{ryBar+,e Ha QT raj [aqHeHTh KoH Ao)I(HByBaar
xr{rroK€urueMuja no BpcKa co rperMaHor co abirateron acetate. flpoqeHere ja cplleBara $yuxquja
KAKO IIITO E KJIHHI{TIKH I4HA}IIII4PAHO, BOBEACTE COOABETHO TPCTI4PA}bE 14 PA3MHCJICTE 3A NPEKHH

na onoj TperMaH.qoKoJrKy r,rMa KJrHHHqxu suavajuo HaMaJryBarbe Ha cpueBara $yHrcqraja (nu4ere

ser 4.2).

Xenarororccaqnocr u xenaralHo ounerynar*,e
3naqurelHoro 3roreMyBalbe Ha eH3r{MI{Te Ha qpHuor .qpo6 ttrTo AoBeno Ao npeKuH Ha

reparmjata HJIH MeHyBabe Ha Ao3ara ce cJryquno Bo KoHTponupaHV KJIHHHuKI cryALrH (eu4ere

aen 4,8). Hasoara Ha cepyMcKnre rpaHcauvna3v rpe6a Aa ce Mepar npeA nor{eroKor Ha

TpeTMaHOT, Ha CeKOrr ABe HeAeJIn BO npBHTe TpU Meoeqn OA TpeTMaHOT Ir nOTOa eAHaIX MeCeqHo.

[oxonxy ce nojanar KJrr4HI{qKrr cI{MrIToM}r unv 3loaw. Kov yKax(yBaa:r Ha xeflaroroKclrrlHocr,
cepyMcKtrre rpaHcaMr,rHa3utpe6a BeAHaIII Aa ce H3Mepar. Axo Bo Koe 6nro npene BpeAHocra Ha

ALT ulu AST ce roKaqr{ HaA 5 narn oA ULN, rperrr,raHor rpe6a BeAHau Aa ce ilpeKVHe vr

BHHMareJrHo .4a ce cJreAH $yuxqrzjara Ha qpHuor lpo6. llonroperl TperMaH Mo)I(e Aa ce 3eMe

npeABHA caMo rro npafcamero Ha rrapaMerpnre oA TecroBHTe sa $ynrcqajara FIa IrpHHor Apo6 Ha

nauueHTor Ha roqerHara BpeAHocr 14 npl{ HaMaJIeHo H}tBo Ha Aosa (suAere ger 4.2).

Arco naqueHrure pa:enjar rerxKa xerraroroKcl,IqHocr (ALT znra AST 20 narn noeefte oa ULN)
so 6r.rro Koe BpeMe AoAeKa ce Ha repanzja, rperuauor rpe6a Aa ce [peKI4He H naIIHeHTHTe He

rpe6a [oBropHo 4a ie rperupaar.

Iaqueurptre co aKTuBeH vrrr4 cI4MrIToMarcKH BI4pyceH xenarnTt4c Oline plcKnyqeHlz oA

KJTHHt{rrKnre Hcnr4TyBaba; nopaAr,r roa, HeMa noAaroqu 3a noAAplljKa Ha ynorpe6ara ua

Abiraterone Pharmascience raj onaa nonylaqaj a.

Heua noAarorrn 3a KJrr.rHr4qKara 6es6eAnocr u eQunacHocra Ha noneftercparHnTe Ao3I4 Ha

abiraterone acetat Kora ce ap.Mrrnncrpkrpaar xaj raqueHu{ co yMepeHo vltpr reilKo xerlaraJlHo

orrreryBarbe (Child-Pugh xnaca B unu C). Vnorpelara na Abiraterone Pharmascience rpe6a
BHHMareJrHo Aa ce npolreHr{ raj naqueHTlr co yMepeHo xerlariulHo olxreryBaFle, naj rcou

npn4o6unxara oqarJreAHo rpe6a Aa ro HaAMTIHe Mo)KHI{or pH3I4K (nn4ere AeJIoBH 4.2 u 5.2).

Abiraterone Pharmascience He rpe6a Aa ce xopucrn raj TIaIIUeHTH co reulKo xenariulHo

olrreryBalbe (rugere AeJIoBa 4.2,4.3 u 5.2).

Ce nojanule perKr,r v3Berrrrau ilo craBarbero Bo npoMer 3a aKyrHa xelraraJlHa nucy$rarlueHunia w

xenarr{Tl4c $ynrr,ruuaHreH, HeKoI4 co $araleH HaxoA (nu4ere ael4.8).

HOCT HA

ancy$urlueHqaj a AoKonKy
biraterone Pharmascience

ce rrpoAoJI)KH rIO OTKalKyBaIbeTo Ha KopTH rpe6a Aa ce cneAar 3a

cHMrrroMH Ha BHIIIOK Ha MHHepaJIOKOpTITI(OHA norope).

Ce npeuopaqyBa nperrla3JluBocr H cJIeAeIbe Ha

nauHeHTHTe Ce rIoBneKyBaaT oA npeAHI43OH I4JI

Kaj nauaesrvl Ha IIpeAHI{3oH

uoxe ga 6r.lge vrntrur\lapaHa

crpecHara curyarluja.

IIilH N Ha Heeoo6aqaeH crpec,
rrpeA, 3a BpeMe I{ no

ii;, t
t r;il o- uJ

'Grd"ro(ti

3 s" \il
-e jjrcrr:rc! -.

\{hsrrv-,
3IOJIEMEHA



flrcrnna Ha rcocxu

Havalesa rycrr4Ha Ha KocKH Mo)r(e Aa ce nojanu rcaj nra:Nrz co MeracrarcKll HanpeAHar KapqI4HoM

Ha npocrara. Ynorpe6arraHa Abiraterone Pharmascience so xoM6uaaqnja co rJIyKoKoprI{KoI4A

r\4o)r(e Aa ro 3fo,,reMU oeoj e$ercr.

flperxoAHa ),norpe6a Ha KeroxoHa"gor
llosncrcu crarrKa Ha oAfoBop Mo)I(e Aa ce oqeKyBaar

Tperr4paHH co KeroKoHa3oJI 3a KapIIHHOM Ha npOCTaTa.

narIHeHTI{ KoI,I [perxoAHo 6ule

Xuneprrurena4ia
Vnorpe6ara Ha rJryKoKoprr4Kou1lz. vroxe 4a ja 3foJIeMI4 xI,IleprJII,IKevrujata, nopaAu roa ueftepor
Bo KpBrarpe6a qecro Aa ce MepH Haj naqueHruco 4uja6erec.

Xunoruunenaaja
flpajaneHrz ce aryqav Ha xrznoruurerr.ruja Kofa Abiraterone Pharmascience rIJIyc

npe4HusoH/rpeAHn3onos 6ut aAMr4Hr,rcrpHpan xaj traqLIeHTH rcoz eefte vMare w4a6erec u

npnMzrJre rr4ofJrura3oH t4tv penarJruHnA (au4ere rcn 4.5);3aroa, uertepor Bo KpBTa rpe6a ga ce

cJreAH rcaj raqneurn co 4uja6erec.

Kopucrerse co xevorepan nja
Ee:6e4nocra n e$urcacHocra Ha HcroBpeMeHara ynorpe6a sa Abiraterone Pharmascience co
qnToroKcuqHa xeMorepanujame e yrBpAeHa (nu4ere aer 5.1).

Herolepauunj a Ha erccuunueHcpt

Onoj nerc coAp)r(H JraKTo3a. llaqveHrure co perKu HacJreAHn npo6leuu Ha HeroJlepauqnja ua

raJlaKTo3a, 4ecf urlur ua Lapp JraKTa3a r.rJrr{ Mturancopnqlrja Ha rJrHKo3a-faJIaKTo3a ue rpe6a 4a ro
3eMaar oeoj ler<. Oeoj nen coAplr(h rroMarrKy oA 1 mmol (utu 23 mg) HarpuyM rlo Ao3a oA ABe

ra6teru, rrrro 3HaqH AeKa e cyIxrHHcKH ,,6e3 uatpuyu".

lloreHuajarHu pnsHuH
Aueunja u ceKcyilrHa auc$yHrcrruja Mo)Ke 4a ce nojanar xaj llarxu co MeracrarcKu KapIrHHoM Ha

[pocrara, Brurylrr4TerHo 14 oHHe Kor{ ce rroAJrox(eHr{ Ha rperMaH co Abiraterone Pharmascience.

Etl;ercru na crelerunre n,tycrcyln
flpujaeeHrz ce cryr.rau Ha vuonaruja n pa64ottLroJrkr3a xaj naquenrlr rpernpaHu co Abiraterone
Pharmascience. lloneftero cJryqau ce pa3BHJre Bo npBare 6 ueceuu oA TperMaHor H 3aKpeIrHaJIe

no noBneKyBaFr,ero Ha Abiraterone Pharmascience.
Ce npenopaqyBa nper[a3Jrr4Bocr naj naqueuru Kor{ ucroBpeMeHo ce rperl{paar co JIeKoBpI 3a KoH

e rro3Haro AeKa ce [oBp3aHr'I co nauonaruj alpa6gowtuor'uza.

KAJ

14HrepaKqua co rp)zru rercoeu
3a npenre Ha rperMaHor rpe6a Aa ce v:6erlryBaar cvrIIHpr

nocroH TepaneBTcKa anrepHaTzBa, nopaAH pH3HKoT oA

(en4ere aer 4.5).

HHAyKTopH ua CYP3A4, ocBeH aKo He

HaMuueHa H3Jro)l(eHocr Ha abiraterotte

\uia co Ra-223
Konr6aHaur4ja Ha abiraterone rz npeaHugor/rpeaHugorou co Ra-223
TperlraHor co abiraterone v npegHueou/[peAHa3oJloH
KoHrpaHHAHqHpaH (en4ere ger 4.3) nopaAz 3roJIeMe

sforeMeHa cMprHocr rai acnrianroMarcKn uln 6laro
flpocrara KaKo [lro e ga6erertaHo Bo KTHHHT]KHTe Hcfl

H TPEHA

co KapquHoM
3A

HA

'n ?\i
UJ

* sry6U?'
C q^rr \?

z9l
m vlx rnl

HYBbI.? c)l)
.Ss;

Ce npenopauyaa
[o nocreAHara

rrocJreAoBareJrHlror rperMaH co Ra- ajvranrcy 5 4eua
agnruuucrpaquja Ha Abiraterone nuaryuja co



IIpeAHH3oH/ npeAHI43OJIoH.

4.5 llHrepanquu co Apyrlr JreKoBI{ n Apyru rpoptru na uHrepanquja

nejcreo Ha xpaHara ep: abiraterott acetat

AglruHncrpalqujarla co xpaHa 3HaqureJlHo ja :rorevyBa aflcoprllujara na abirateron acetat.

Ecpunacnocra u 6ez6e4uocra Kora ce AaBa co xpaHa He ce yrBpAeHu, na nopaAn Toa oBoJ reK He

cMee Aa ce 3eMa co xpaHa (eu4ere AeJIoBH 4.2 u 5.2)..

I4Hrepar<uun co .{pyru rexoeu
Ilomeut4ujaa ua dpyzu nercoeu da anuiaam 6p3 usttoc{ertocnla ua abiraterone
Bo cryauja 3a KJrHHrrr{Ka dtapuanoxr{HercKa unreparcqaja Ha 3ApaBu cy6jexrra nperxoAHo
TperHpaHH co curreH r4HAyKTop na CYP3A4 puSanrnraqnH, 600 mg Ha AeH Bo reKor Ha 6 Aeua

rpocneAeHo co eAHHHaiHa Ao3a ua abirateron acetat oa 1000 mg, npocequara nJra3Ma AUC. Ha

abiraterone 6H,'Ia HaNaan elg.a za 55Y0.

Tpe6a Aa ce us6erHyBaar cu)rrt4 r4HAyKropr4 Ha CYP3A4 (ua np. phenytoin, carbamazepine,

rifampicin, rifabutin, rifapentine, phenobarbital, xaHrapuou lHypericum perforatuntl) za BpeMe

Ha rpeTMaHor, ocBeH aKo He IrocToI4 TeparIeBTcKa aJITepHaTHBa.

Bo noce6sa cryguja 3a KJrHHHrrxa $apnranonuHercKa nHreparcqaja Ha 3ApaBH cy6jexrra,

HcroBpeMeHura a Mu+rrcrpaqraja Ha KeroKoHa3oJI, crIJIeH uuxu6vrcop ua CYP3A4, ueir,raro

K,'rHHHrrKH 3HaqaeH e$er<r ep: $apvarcoKuHeruKara ua abiraterone.

Ilomeu4ujan da ce anujae Ha usnoJrceHocma Ha )pyeu nercocu

Abiraterone e urxu6urop Ha xenaraJIHI4Te eH3HML{ KoH ro turera6olLr3vpaar JIeKor CYP2D6 u

CYP2C8.
Bo e4Ha cryguja 3a oApeAyBarbe Ha e$enrure na abiraterone acetate (nnyc npeaHu:oH) Ha

e1r4Hr4qla Ao3a Ha oyrrcrpar Ha AeKcrpoMeropdtau CYP2D6, cacreMcKara I43JIo)I(eHocr (AUC)
Ha AeKcrponrerop$au 6ula :rolertena npn6JIH)I(Ho 2,9 natu. AUCz4 :a 4erccrpop$aH,

aKTHBHHoT uera6orur Ha AeKcrpoMerop$aH, ce 3ToJIeMHJI sa npu6lnxuo 330/0.

Ce npe[opaqyBa nperrra3nr4Bocr Kora ce aAM]IHI4crpI4pa co JIeKoBH aKTHBHpaHI4 t4Itv

N{era6orusupaHu oA CYP2D6, oco6eHo co JreKoBIr KoH I,IMaar receH TepaneBTcKI{ HHAeKc. Tpe6a

Aa ce 3eMe rrpeABvA HaMarIyBaILe Ha AO3aTa Ha JIeKOBHTe CO TeCeH TepaIIeBTCI(H HHAeKC KOI4 Ce

uera6orugr.rpaar oA CYP2D6. Ilpunrepu Ha JIeKoBI4 KoI{ ce uera6olu:upaar co CYP2D6

BKJryrryBaar metoprolol, propranolol, desipramine, venlafaxine, haloperidol, risperidone,

propafenone, flecainide, codeine, oxycodone u tramadol (nocle4Hure rplz neKa krMaar norpe6a

oa CYP2D6 :a $opiraNpaFr,e Ha HHBHHTe aKTaBHH ntera6olurn).

Bo e.4Ho r4crrr{TyBa}be 3a }rHrepaKrlzja co JIeK Ha CYP2CB naj s4panu cy6jercrn, AUC Ha

rryorJrgTa3ou 6un 3foJreMeH za 46o/o, a AUC ga M-III ra M-IV, aKTITBHHTe uera6olara ua

pioglitazone, ceroj ce HaM€urr,rJr za l0o/o xora 6ul AaAeH pioglitazone 3aeAHo co eAI4HptLIHa Ao3a

oa 1000 mg abiraterone acetate.

[oxo,'rucy ce Kopucrn plcroBpeMeHo, [aqI{eHTI4Te rpeoa
noBp3aHn co CYP2C8 cyrlcrpar co receH repalreBrcKt{

naera6orugupaar co CYP2C8 BKnyqyBaar pioglitazone 14 repa

I4u 6ltmpo, frIaBHHTe rrera6olalz a6uparepoH cyJI

rrpr4Kax€J'Ie uuxu6nguja Ha lpaHcloprepor Ha xe

rIocreAHIIa Ha TOa MOII(e Aa rH 3roJIeMI4 KOHIIeHTpa

OATP 18 1 . Heua AocraIIHu KJInHI4TIKI4 noAaroIIH 3a Aa ce

TpaHcrlopTep.

Aa ce cneAar 3a 3HaIIH Ha TOKCHT{HOCT

3a JreKoBLl txTo ce

4.4).
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VnompeSa co npousaodu 3a. Kou e nosHanxo derca zo npodonxyaaam QT uunxepsa'xonx

Eaaejku rperMaHor :a cynpeo,lja Ha aHAporeHpl Molr(e Aa fo [poAonxu QT I4HTepBzlJIor, ce

npeflopaqyBa flperna3nuBocr Kora ce aAMuHricrpapa Abiraterone Pharmascience co JIeKoBH 3a

Kou e rro3Haro Aer(a fo npoAoJrx(ynaar QT r4HTepBzuror I{JII,I JIeKoBI4 KoH Mo}I(ar Aa rrpeAn3BraKaut

torsades de pointes KaKo ruro ce Krraca IA (na np. quinidine, disopyramide) ulu rcnaca III (ua np.

amiodarone, sotalol, dofetilide, ibutilide) a:arvaptffvrprqHl{ JIeKoBI4, methadone, moxifloxacin,
antipsychotics nrH.

Yn ontp e 6 a c o o1 Lrp ou oJtaKflloH

Cnv pouolaKToHor ce Bp3yBa sa aHAporeHr,ror perlenrop I4 Mo)I(e Aa flz 3foJIeMI4 HHBoara Ha

cnequ$uueH aHTr4feH Ha npocrarara (PSA). Vnorpe6ara co Abiraterone Pharmascience se ce

npenoparryBa (eagere aer 5.1).

4.6 fllo4uocr, 6perueuocr Ir Aoelbe

XeHu co penpoA)zKrHeeH noreHulij an

He nocrojar noAarour,r :a ynorpe6ara Ha abirateron Bo 6peueHocra u onoj reK He e HaMeHer 3a

ynorpe6a xaj xeHrz Bo penpoAyKTHBeH nepHoA.

Kourpauenuuja raj volttz n xesu
He e nognaro AanH abirateron acetate HJrH HefoBnre uera6orr4Tu ce rrpucyrHu Bo cnepMara.

llorpe6eH e KoHAoM AoKonKy naulreHTor e ceKcyaJrHo aKTuBeH co 6pelleHa xeHa. Axo
[auueHTor hMa ceKcyaneH oAHoc co )KeHa co penpoAyKTHBeH roreuqujar, norpe6eu e KoHAoM

3aeAHo co Apyf eQzrcacen MeroA Ha KoHTpaqenqnja. CryAuute raj x<unorul4 roKDI(zIJIe

penpoAyKTr4BHa roKcri LrHocr (nn4ere aen 5.3 ).

Bpevesocr
Abiraterone Pharmascience He e HaMeHer sa ynorpe6a xaj rxena r{ e KoHTpaHHAI4IlIipaH xaj xeHu
Korz ce HJIH noreHrrnjanHo Mo)r(e Aa 6nryat 6pelreun (nu4ere let 4.3 u 5.3).

.IIoeme
Abiraterone Pharmascience He e HaMeHer:a ynorpe6a xaj xeuu.

fl.roAHocr
Abiraterone acetate ernjael Ha IIJIoAHocra

uerocHo peeep:a6arHrz (na4ere ger 5.3).
KAJ MarrrKr4Te H )KeHcKure craoplra, Ho rue eSercra 6ule

4,7 B.nujauue np: cuoco6Hocra 3a Bo3elr'e H panyBal+,e co MaIITITHH

Abiraterone Pharmascieuce HeMa vrrn krMa 3aHeMapJlzBo nrujauue nps cnoco6nocra 3a Bo3eu,e I{JI}I

KOOI4CTErt'E MAIIHHIl.

4.8 Hecalcauu 4ejcrea

Pe:iaNre Ha 6es6eAHocHzor rpo$lar
Bo aualngara ua r{ecaKaHr.r peaKrlr4u Ha pa3rr4rrHrTe cry1uvr oa $asa 3 co abiraterone acetat,

HecaKaHrrre peaKuhH ruro 6nre sa6ererKaH[ rcaj >I0o/o oA narll4eHTure 6ute nepzSepeu e4eu,

xunorcallueuraja, xurrepreH3r4eHa raHSexuuja Ha ypvrlapHrrorrpaKT I4 3roJIeMeHa zurauvrH

aM HHorp aHcQ epa-:a u I unu 3f oJI eMeHa acnaprur aMvi

ApyfH BDr(Hr4 HecaKaHH peaKIIHH BKJI)4qy B&, XerlaroroKcIzLIHoQT,

{lparcrypra H anepn4cKu zuIBeoJIHTac.

Abiraterone Pharmascience Mo)I(e aa
Ha reLrHocru KaKo QaprraaxoanHaMcKa HH3aM Ha 4ejcreo. Bo

wsuu 6une za6ene>xaun

veM|jJA h 3aApxyBarbe
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rorrecro rcaj naqneHrn TpernpaHu co abiraterone acetat orKoJIKy rcaj raqneurhlperupaHu co

nlaqe6o: xurroKiurueMuja IBo/o Hacnporu 8o%, xunepreH:Iaja 22Yo tactporu 160/o H 3aAp)I(yBarbe

Ha rerrHocrH (nepu$epen ercrvt) 23o/o Hacnport4 l7o/0, cool,BeT}ro. Kaj ilaIIueHTn rperHpaHl4 co

abirateron acetat nacnporr{ rraqHeHTH TperlrpaHu co nlaqe6o: CTCAE (eep:uja 4.0) creneun 3

u 4 sa xurroKaJrr4eMuja 6ute za6etetxauu rcaj 60/o Hacrporl4 1,Yo, CTCAE (eep:uja 4.0) creneHu 3

u 4 ga xrznepreHsraj a 6nne :a6e,'rextatua xaj 7o/o Hacnporu 5oh, a 3aAp)t(yBaFbero rer{Hocru
(nepraSepeH egev) creneuu 3 u 4 6ute ga6ererKaHz xa1 1o/o Hac[porl4 1%o ol nalIHeHTHTe,

coonBeTHo.

MuHepalonoprriKorrAHr{Te peaKrlr{fi feHeparHo Mo}I(eJIe ycllelrlHo Aa ce rperHpaar MeAI4tlHHcKI4.

I4cronpenreuara ynorpe6a sa Koprr4Kocrepoug ja HaManyBa I.{HIII4AeHuara Ir cepl4o3Hocra Ha

oBfie HecaKaHH peaKIII4I{ (nu4e're gen 4.4).

Ta6erapeu cnncorc Ha HecarcaHn peaxunn

Bo cryAnure xaj naqneHTa co MeracrarcKu HanpeAHar KapuHHoM Ha npocrara Kou Kopncrere

aHaJrof ua LHRH, r4JrH [perxoAHo 6ule rpernpaHll co opxueKTovuja, abirateron acetat 6ust

a MvrH2rc'rpr4paH Bo Ao3a oA 1000 mg AHeBHo so Koll6fiHaquja co H[rcKH Ao3H Ha npeAHH3oH I,I,'IH

rrpeAHH3oJIoH (ranra 5 utm 10 mg na.qeH, 3aBI{cHo o.4 llHAlrKaqnjara).

Hecaxasure peaKrll{u :a6elextagu 3a BpeMe Ha KJIITHI/trIKvre aryplrv u I4cKycrBoro rlo craBan,ero

Ha JreKor Bo rrpoMer Bo npoMer ce HaBe.4eHu noAoJIy tlo Karefopuja ua Qpercnenquja.
Kareropuure Ha $pexaeHrlurr ce 4e$nHzpaHu KaKo: MHofy uewu (>7110); uecru (>1/100 ao
<1/10); Hesoo6uqaeurl (>1/1000 ao <1/100); perKu (>1/10.000 to <ll i000); MHofy pemn (<

1/10.000) r{ Heno3Haru ($penneuuniara He Mo)r(e Aa ce npoqeHl{ oA AocrarlHnre noAaroqu).

Bo cenoja rpyna Ha $penneHqraja, necamaHldre e$exru ce ilpercraBeHpl no peAocneA Ha

HaMaJryBalLe Ha ceplro3Hocra.

Ta6e.na L: Hecananu peaKrlrr[ ngenruQuxyBaHlr Bo KJrrrHIrqKa cryAI{Ir u no craBalLe Ha

JICI(U ' BU III.,UMCI

Kraca Ha opraHcKn cl{creMlr flecarcanu peaKIIr{Ir u 0peKeeIlquia
l{uQexquu u un{ecraqnu MHory qecrz: uH$exqlrja Ha ypuHapHHor

rpaKr
r{ecTl4: cerca

flanvmvearba Ha uMyHoJromKrror clrcreM He ce rro3Harn: aHacbnlarcrl4qKu peaKuut't

Eg,toltDltHu HaPYIrYBaIr'a Heeoo6uqaeHH : aApeHansa uHcydnquesqa i a

llapynrynalba lra uera6o.rrueMor I{ I{cxpaHara MHOfy qecrH : xHnoKzuII4eMHJ a
qecru : xil neprp14 rJr ra qepraAena r ia

Cpuenu HapymyBalba r{ecrpr: cprreBa cla6oct*, aHfuHa neKTopHc,

arpuj atua Qtu6put auuja, r.axwrcap guj a

Hesoo6uqaeHu : Apyru apvruLlt4
Herro3HarH: MHoKapreH uHrlraprr,
flporoHrrapaFr,e Ha QT (rlzqere AeJIoBI4 4.4 u 4.5)

BacrvraDHH HaDYIITVBaII'a MHOry qecTl{: xznepreH3HJa

PecnnparopHltr TopaKaJrHI{ I{

meAui acrunaJruu HapynyBarla
peTKIl : €ileprHcKl{ a,t eeo"rl HTHCU

f acrpounrecrl{HaJrHI{ Hapy[ryBaIr'a MHofy qecTli: AI4Japea

,try1_-Cry€nencuja

A
//s ta

I(az

Xenaro6uluj aprru HapyrryBalra 3|OICMCHA AIAHHH

n ull'utu 3foJ'reMeHa acflaprar
lau

TeH XenaTHT, aKyTI-la
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Hapyurynan:r TIA KO}KATA H IOTKO}KHOTO TKIIBO IIECTH: OCUN

Mycnyllro-cKeJrerlrIr Hapy[ryBalr,a u
HADYIIIYBAIbA IIA CBI]3IIOTO TKI{BO

nesoo6nqae Hr4: Muorraruj a, p a6 govvo rv3 a

Fvdnexnn r{ yDI{HapHI{ HapyIuYBaIr'a qecrlr: xertarypuia

Onurru Hapy[ryBan,a u cocroj6l{ Ha Mecroro
Ha aAMHHHCTPHPaI+'e

MHory qecru: nepuQepeu e4eu

flonpega, TpyeH,e I{ rpoIIeAypaJrHIr
KOMTIJIHKAIIIIII

r{ecrpr: $panrypu**

Cpuenara cla6ocr BKnyqyBa r4 KoufecrrrBHa cpueBa cra6ocr, JreBo BeHTpI4KynapHa 4ncQyurulrja t
HaMarer ra drparcurrja Ha ncrf pnarse

** Bo rlpaxrypr4 ce BKnyqynaar Qparcrypn oA ocreonopo3a h cvre QpaKrypl4 co l4cKJlytioK Ha

naroJroInKI,{ tppamyp v
o CnoHraHrr r{3Be[rran oA r4cKycrBo nocre Ao6rmarbe Ha ogo6peuue 3a craBarbe Ha JIeKor Bo npoMer

o 3roleveHa aJraHuH aruuuorpanc$epasa v/urtt 3foJreMeHa acilaprar anarzHorpancQepa3a BKJIyqyBa

3roJreMeH ALT, sroleuen AST u a6noprr,ralua Syuxqr{a ua qpunor 4po6.

C,reAHure l-recaKaHz peaKuHH na CTCAE (eepsuja 4.0) crenen 3 ce nojaeu,re xaj ilaI{HeHrH

TperHpaHH co abiraterorre acetat: xrrnoKurneMwja 5Yo; nH$exrluja Ha ypHHapHvtot rpaxr 2o/o;

3roJreMeHa ararlurr aMHHorpaHc$epa:a ulutn acilaprar aMuHorpaHc$epa:a 3roJIeMeHo za 4o/o;

xnnepreH:raj a 6Yo; $parcypu 2o/o; nepra$epHa eAeMa, cprleBa cra6ocr v urpkrJallaa $u6putayuja
7o/o za ceKoe. CTCAE, (nep:nja 4.0) XuneprpprrrruqepuAervruja og crerleH 3 u aurusa neKTopl4c

ce cryqH,.re xaj < lo/o oA rrarlr4eHTrare. CTCAE (nep:uja 4.0) l{uSenqnja Ha ypHHapHl{or rpaKT

oA creneH 4, 3lolelaeHa alaHr,rH aMuHorpaHc$epa":a ulutu acnaprar aMuHorpaHc$epa:a,
xnrroKurJrueMuja, cpqena cJra6ocr, arpujanna $u6pr,uauuja n Spaxrypll HacraHaJle rcaj < lo/o ol,
TIAU14EHTUTC.

florolenaa HHuuAeHrla lja xunepreuzuja u xznoK€urr4eMraja 6erue 3a6ene)KaHa naj nony,raqujara
LryBcrBr4reJ'rHa Ha xopMoHH (cryguja 3011). XrznepreH:Izja e npnjaeeua Kaj 36,10A oA

raqueHrnTe oA rorynaunjara uyacrBlrreJrHa Ha xopMoHr{ (cryguja 301 1) no cnopeg6a co 17,8oh

u20,20h Bo cryAHHTe 301 u302, cooABerHo.
Xunona,rnenanja e npnjaneHa xaj 20,4Yo oA narlueHTrzre oA norrynarlujara qyBcrBI4TeJIHa Ha

xopMoHll (cryaraja 3011) no cnope46a co 19,2Yo u l4,9Yo Bo cryAr.II4Te 301 z 302, coo4eerHo.

I4uuuAeHrlara n jauwnara Ha HecaKaHr.rre HacraHn 6ula rofoJreMa Bo rloAtpynara Ha naLIHeHTH

co ocHoBHa BpeAr-rocr ECOG2 crerreH Ha craryc Ha nep$opnraHcr Lr I,Icro raKa xaj nocrapure
rarrr4eHru (>75 r'o4nna).

OnHc na Hg6paHra HecarcaHlr pearcuula

Kap d uo a a crcyn apHu p e aKLruu

Tpure cryrpv o,1 $a3a 3 se ru on$arure laur{eHrnre co HeKoHrpoJIHpaHa xnnepreHslzja,

KJTHHHIrKH 3HalraTerua oprreBa 6onecr AoKOKaHa KaKo MHoKapAHjareH uH$apr<r unr4 aprepuaKvl

rpon6orcrcn HacraHH Bo nocneAHure 6 naeceun, TerrrKa unvr necra6uJlHa aHrHHa vlrv cpLIeBa

cla6oc'l' oa NYHA x,raca III una IV (cryaaja 301) uirn cprleBa cla6ocr oA ruIaca II ao IV
(cry4ura 3011 ra 302) tzsu.t cpqeBa ejarquoua $parcrrHja ol,< 50Yo. CIare nxlyueHz naqneuru (u

aKTHBHT4 [arlneHTr4 v ilar!4eHTrr rperupaHr.{ co nraue6o) 6u:re HcroBpeMeHo rperupaHu co

puja6erec, MHor(apAeH nuQapxr, qepe6ponacKyJlapeH HaAeJHo 3anr4paEse Ha

pa6orara Fra cpuero. tr4uqnAeHrrara Ha KapAHoBacKy H BO CTyAI{HTe BO

$a:a 3 rcaj naqnenraTe rrrro 3eMaar abirateron ace 3eMaar nralre6o
e cneAHara: arprzjarua $u6pntauuja 2,6Y0 leracn 'o uacnpOrw I,0%o,

aHrHHa [eKTop]tc I,7o/o aacnporn 0,80/o, cpqeBa
rrqnnnnrrr O {0./^
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XenaroroxcuqHocr co 3roJreMeurz ALT, AST ra BKyneH 6wnupy6uv 6uta npnjaeeua xaj

naqrreHTr.r rperupaHr,r co abiraterone acetat. Bo KJIHHHT{KZTe eryA:ar4 o.4 Sa:a 3,

xenaroroKcr,rqHocra ol 3 u 4 creneH (Ha np. 3roneMyBalbe sa ALT ranrz AST oA > 5 x ULN nnra

3roneMyBarle ua 6utupy6uu > 1,5 x ULN) 6urc npujaveHrz xaj oKoJty 6%o ol, raIIHeHrI{Te ulro
rrpuMare abiraterone acetat, Tr4rrnr{Ho 3a BpeMe Ha npBHTe 3 ueceuu no 3anorlHyBan'ero Ha

TperMaHor. Bo cry4zjara 3011, xerraroroKcl4qHocr oA crerleH 3 uttu 4 6una:a6e:rex<aua raj
B,4o/o ol [arf,HeHTHTe ruro 6ule rper]rpaHH co abiraterone acetat. lecer [auneHTr.r rrrro npHMr.rne

abirateron acetat 6ute HcKryrreHr4 nopaAu xerraroroKcarlHocr; ABa uMaJIe xenaroroKcuLlHocr oA

crereH 2, mecr I4Ma-[e xellaroroKcuqHocr oA crerleH 3, a nva nMullte xeilaroroKcatlHocr oA

crerreH 4. Bo crylujara 3011 Hury eAeH rIaI1HeHT He noqnHar oA xeraroroxcnqsocr. Bo

rurHHHqKr4Te crynr4v o4 $a-:a 3, naquenrnre uuja noqerHa BpeAHocr sa ALT ranra AST 6rana

rroBr4[reHa, I4MaJre roforeMa eepojarHocr 4a go6ujar 3foreMeHil BpeAHocrI4 npu TecrlrpaFbero

Ha SyHrcqajarra:aarlpHtlorApo6 orxolKy oHHe rrrro 3arrorrHarre co HopMttnHH BpeAHocrH. Onauy
Ka.qe ilrro 6ute sa6enelr(aHr4 3roJreMeHll BpeAHocrH 3a ALT uilv AST > 5 x ULN, Hnz 3roJIeMeHH

BpeAHocrH za 6utwtpy6m > 3 x ULN, 6uro oAlorxeHo HJIII npeKuHaro AaBarbero sa abiraterone

acetat. Bo 4ea cnyqau 6u,re sa6ere)r(aHH 3roJreMeHH BpeAHocrr.I Ha recroBlire ua cbyHrcIlnj ura Ha

upHnor Apo6 (nrE4ere geil 4.4). Itaj oeue .4Ba rraqueHTa co HopMaJIHI4 ror{erHH BpeAHocrH 3a

$yHrcqrajara Ha qpHr{or,Apo6, ce nojaeule 3foJIeMeHlI BpeAHocrH:a ALT ra-rrra AST 15 ao 40 x
ULN n 3foJreMeHrr BpeAHocrH za 6utupy6un 2 Io 6 x ULN. flo npexnnor Ha rperMauor, xaj

ABara rrauzeHTu AorxJro Ao HopMzrnr*r,Ipame Ha recroBplTe Ha $yHrcqujara wa qpHnor Apo6 ra

eAeH rrauueHr 6nl noBTopHo rperr4paH 6e: nonropyBarle Ha 3roJleMyBarbero Ha BpeAHocrHTe.

Bo crygprjara3\2,3foJreMeHrr BpeAHocrrl ua ALT unra AST oA arerleH 3 ulu 4 6are sa6erextalra

xaj 35 (6,5%) raqpIeHTH Tperr4paHr co abiraterone acetat.

3rolelresure Bpe,4Hocrpr 3a aMuHorpauc$epa:a ce peuluJle raj cure ocBeH xaj 3 naqaer:nn (2 co

noev nosefteKparHu Meracra3r4 Ha rlpHlror apo6 rE 1 co :rolelryBaH,e Ha AST oKony 3 ceAnanqu

11o [ocneAHara Ao3a ua abirateron acetat). Bo xnuuaqKnTe cryAlla o4 $a:a 3, nperclaHor ua

rperMaHor rropaAn 3roJreMyBarba sa ALT u AST nlu a6uopvanua $yHxqraja na upuraor gpo6

6rzle nprajaneHu r<aj 1,lYo ol [aUneHTnTe TpeTVpaH]a co abirateron acetat n 0,60/o oA nal]HeHTHTe

TperrrpaHu co uaqe6o; HHeAeH cMpreH cnyvaj se 6nr nprajaeeH rlopaAn xeraroroKcur{Hlt
HACTAHH.

Bo KruHra.mkfie vcnprryBarla, pu3l4Kor oA xerlaroroKcuLlHocr 6Itl uaualeH co llcKnyqyBalse Ha

rraqfieHThre co xe[arr4T vrv 3Haqureluu a6uopMiulHocrn Ha recroBnTe IJa cfryHxuajara rra

qpHaor Apo6. Bo hcIluryBaH,ero 3011, naqneurnTe co roqerna ALT z AST > 2,5 X ULN,
6nnwpy6wu > 1,5 X ULN mu oHHe co aKTLIBeH HJIH cHMrIToMarcKI4 BHpaneH xerarhr I4JII4

xpoHnqHo :a6olyeame Ha qpHnor lpo6; acqrzrv vilv 6orecru Ha KpBra noxpaj 4r.rc$yHrcqujara

Ha rrpHnor apo6 6rale r4cKryqeHu. Bo ucnuryran,ero 301, naqueHTl4Te co [orlerHo ALT z AST
> 2,5 x ULN eo orcycTBo Ha MeTacTa3I,I Ha UpHI4or 4po6 u > 5 x ULN Bo npucycTBo Ha

Meracra3z Bo rrpHr4or Apo6 6ure r4cKryr{eHl4. Bo zcnurynalbero 302, naqueurnTe co Meracra3a

Ha rlpHlror apo6 He 6ure rcsanr4$ur<yaauu H TIaIII{eHTure co nor{erHa BpeAHocr:a ALT u AST >

2,5 x ULN 6nne ucxlyqenu. flo a6uoprrnarHzre recrl4parba Ha $yHrcqujara na qpuuo'r apo6 ruro

ce pa3BHJIe xaj naqueHTnTe ruro yrrecrByBaar Bo KJII{HI,IqKHT: I crrvryBaFba, Tperntasor 6ur
npeKr4Har H noBTopHoro rperr4pame 6uro Ao3BoJIeHo caMo no npai<an,ero Ha lecroBuTe Ha

$yrrnqrzjara Ha rIpHHor Apo6 ua roqerHure BpeAHocrI4 Ha raqneHTor (rn4ere aet 4.2).

flaqneurure co 3foJreMeHH BpeAHocrr4 3a ALT utu AST > 20 x ULN ne 6ule roBropHo

TperprpaHr{. Ee:6e4uocra Ha noBTopHoro rperupane Ha raKBare IIaufieHTH e He[o3Hara.

MexaHfigNaor Ha xerlaroroKcl4qHocra He e pa:6pan'

flpHjaeyealbe NaoxHIa HecarcaHl4 AeJcrga
flpr.rj anynarrero Ha Mo)ItHI4Te HecaKaHu AeJ crB o4o6penue'ro 3a craBarbe Ha

,'reK Bo flpoMer e oco6eno BalI(Ho. Toa os HO CneAefLe Ha cooAHocoT

nopncr/pu:lrK Ha JreKor. O4 s4pancrBeHl4Te janar 6u,ro KaKBpr MoxHlI

HecaKaHv peaKIII,II4 AI4peKTHo no Ha rrrr4raHrla npu AreHqajara

3a JleKoBH H MeAHuHHct(H cpeAcrea (yn

eJreKTpoHcKI,I nar npexy ne6 crpaHara na A
6p. 54 rcar 1) I4lr4 no

'rv.u-|l<,,i.
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4.9 flpe4o:upan e

I4crcycreo'ro Ha npeAo3r,rpalbe co Abiraterone Pharmascience rcaj nyie e ofpaHl4qeHo.

Hetra cnequcfuueu aHrHAor, Bo clyuaj Ha npeAo3l{pa}be, rpe6a Aa ce oAJloxsz

aAMHHHcrpHparbero v Ia ce [pe3eMaT onrrrrH TIOMOITIHH MepKI{, axnyuynajftI{ cJIeAe}L'e 3a

apvrlavlt4, xHnoKzurheM nja n zuatlu u clrMrrroMr{ Ha 3aAp)KyBarbe reqHocru.Tpe6a Aa ce npoLIeHI4

ra cpyHr<qnjara ua qpuuor gpo6.

5. OAPMAKOJIOIIIKI4 KAPAKTEPMCTIIKII

5.1 (Dapmanogr{HaMcKrr KapaKTepr{crrrKIr

@apuarorepaneBTcKa fpyra: eHAoKpr,rHa repanuja, Apyr-r4 xopMoHcKH aHTafoHucrv 14 arencr4,

ATC rcor: L028X03.

MexaHusaNa Ha Aejcreo
Abirateron acetat ce r(oHBeprHpa in vivo eo abiraterone, unxu6urop Ha aHAporcHa 6uoctzH're:a.

Kourcperno, abiraterone ceJreKTHBHo ro uuxu6upa eH3IrMor 17o-xu4porccr4lra3a lCI1,2l-tmasa
(CYP17). Onoj eHauna ee raqv u e norpe6eH 3a aHAporesa 6uocuHTe3a Bo recrLtKyJIapHlITe,

ua46y6pexuzTe L4 rpocrarur{HuTe ryMopHr4 TKr4Ba. CYP17 ja naralzsupa KoHBep3ujata ua

nperHeHonoH r,r rrpofecrepoH Bo [peKypcopr4 Ha recrocrepoH, DHEA H aHApocreHeAHoH,

cooABerHo, co lTarcfa-xuApoKcr{Jrar\krja u pacuen Ha BpcKara na C77,20. kluxu6ugujara ua

CYPl7 r4cro rar(a pesyJrrupa co 3roneMyBalbe Ha co3.{aBa}Lero Ha MHHepaJIoKoprHKovIvt oI
ua46y6perrcrHre )ore3Ah (nrE4ere aen 4.4).

Au4poreH-ceH3IirHBHHTe KapqHHoMr{ Ha rrpocrrrura pearurpar Ha rperMaH [ITo ro HaManyBa

HHBoro Ha aHApofeHure. Tepanunre 3a 4enpuaarlraja Ha aHAporeHI4, KaKo IrITo e rperMaHor co

LHRH aHaJro3H HJra opxp{eKrovuja, ro HaMiuryBaar co3AaBam'ero aHAporeHH Bo recrltcl{Te, Ho

He rtujaa't Ha co3AaBalbero aHApofeHH oA Hag6y6pexHr4Te )KJIe3.4kI prlrr Bo ryMopor.
Tperzpamero co abirateron acetat ro HaMruryBa cepyMcKuor recrocrepoH Ao Hesa6erexnusu
HuBoa (xopncre.jl'<a rcouepuujanHu recroBu) rcora e AaAeH 3aeAHo co LHRH analosu (nln
opxuer<rovruja).

@apnaxoArauamcxu edrercrn

Abiraterone acetate fo HaMaJryBa cepyMoKuor recrocrepoH r4 ApyrI4Te aHAporeHlr Ao HHBoa

noHlrcKn oA oHr4e [ocrr4fHarrd co ynorpe6a caMo na LHRH aHaJIo3rI HJrpr co opxrlenrouuja. Osa

e pe3ynrar Ha cereKTHBHara unxu6uguja sa CYP17 eH3ItMor norpe6eu 3a aHAporcHa

6nocnsrega. PSA cny)Ku raxo 6nouaprcep rcaj naq?reHTz co KapqI{HoM Ha npocra'rara, Bo
K,[HHHqKara cryg.vJa oa cpasa 3 ua naquenru KoH r{Mrure Heycilex co xeMorepanraja co raKcaHn,

380/o oA ilaqnelrruTe rperupaHn co abiraterone acetat, Haclporl4 l0o/o ol, [aqHeHTHTe co

rlaqe6o, hMrure uajrtaanrcy 50o/o ua|utyBa}se oA IIoqeTHaTa BpeAHocT ua PSA HuBoaTa.

KluHraqrca ednxacsocr u 6es6erHocr
E$nrcaeHocra 6una yrBpAeHa Bo ABe paHAoMn3r{paHu uraqe6o-KoHTpoJIHpaHV MyJITHIIeHTpUT{HH

KJTnHHLTKT{ cryrvw o4 $a:a 3 (cryguu 301I,302 ra 301) Ha IraIrHeHTr.r co mHSPC ra mCRPC.

Meceur4 oA parrAoMu:uparuero) co BucoKopv3vvHn $arcro Bncorcopnsuuuara

rrporHo3a 6r.r,ra 4eQraHzpaHa co Hajnalrcy 2 og crcg : (1) Gleason

BpeAHocr oA >B; (2) npncycreo ua 3 Hrz fioseKe JIe3HlI

MepnHBh BHcLlepaJIHH Meracra3u (6es sa6olyBa*'e Ha
) npncycrno Ha

BHaTa fpyna,
uja co HHcKaabiraterone acetat 6uil a4\lkluucrpupaH eo Aosa oA 1
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Ao3a npeAHr,r3oH 5 mg eAHarrr AHeBHo noKpaj ADT (LHRH afoHHcr HJrH opxr4eKroMHja), rlro e

craHAapAeH TperMaH Ha Hefa. llaqueurure Bo KoHTporHara rpyrta npHMHne ADT u n,raue6o z

sa abirateron acetat 14 3a rrpeAHnsoH. Cry.{ujam 302 BKryrrura .4oqeraKcen HauBI{H narII4eHTI4;

AoAeKa crynvia"ra 301 nxnyuz"rra [aqueHTlr rrrro nperxoAHo npHMaJ]e AolleraKcer. llauuesrure
Kopr.rcreJre LHRH aHaJror HJrr{ nperxoAuo 6ule rperI4paHl,I co opxpleKTonruja. Bo rpynara co

aKrlrBeH rperMaH, abirateron acetat 6ur aAruuuucrpl4paH Bo Ao3a oa 1000 mg .4HeBHo Bo

rcolr6raHaquja co HHcKa Ao3a npeAn3oH HJrH rrpeAHu3oiroH 5 mg ABa[arIz AHeBHo. KoHrpoluare
rrarlheHTu npuMaJre nlaqe6o A HlrcKa.4o3a IIpeAHu3oH T,IJIH rrpeAHu3onon 5 rng ABanaru AHeBHo.

flpoueuare Bo rconqeHrpaqnjara sa PSA cepyM He3aBHcHo He cer(orarr npeABI4AyBaar

KJrHHr.rqKH 6eue$ur. llopa4u roa, Bo cr,rre cryAHn 6uto npenopaqaHo nallaeHlure La 6u4ar
3aAp)r(aHn Ha HaBHaTe TpeTMaHH Bo cTyAHJaTa AOAeKa He Ce HCTTOJTHaT KpUTepHyMATe 3a [peKI{H

KaKO I]rro ce HaBeAeHH rroAony sa ceroja cry4uja.

Bo cnre cryrkrrt cnupoHonaKToH He 6I,tr Aoseoren 6ra4ejftv c[HpoHonaKToHor ce Bp3yBa 3a

aHAporcHzor perlenrop u Mo)Ke Aa rlt 3foJIeMI{ HI4Boara na PSA.

Cmyduja 3011 (nu4ueHmu co rueoduntta dujazuocntu4ltpon GucoKoplt3uqen ntIISPC)
Bo crygujara 3011, (n:1 199), rpocer{Hara Bo3pacr Ha BruryrreHnTe nauneHrw 6uta 6J ro!uuu.
Epojor Ha naqueHTr4 Tperr{paHu co abiraterone acetat cnopeg pacu 6un 6e,run B32 (69,4%),

asujuu 246 (20,5y0), qpHIII'I vlrrv a$poanrepnKaHqu 25 (z,lyo), Apyrn 80 (6.,'/yo),

senognaro/senpujaneHo 13 (1,,lyo), r4 aMeprdKaHcru uugujaHuu HJIII AoMopoAHo HaceJIeHHe Ha

Anjacra 3 (0,3%). Crarycor na ECOG nep$opuancor 6ur 0 utu 1 sa 97o/o oA IIaIII{eHrHre.

flaquesrare co rro3Harzr Meracra3n Ha Mo3oKor, HeKoHTponI4paHa xnneprett:nja, :HavajHo

cpueBo :a6olyname HnH cprleBa cla6ocr oa NYHA rlaca IJ- IV 6rale HcKJrylleur4. flaqueHrnre
trrro 6ule rperxoAHo rperupaHn co $aprr.rarcorepannja, pa4rajaqucxa repanuja unH onepaunja na

MeracrarcKu KapqLIHoM Ha [pocrara 6ute ncKnyrleHu co HcKnyr]oK Ha oHHe co Ao 3 Mecella

ADT unu I qHKJryc nalujarueua paAnorepanuja utm xr4pypurKa repanuja 3a rperuparbe Ha

cr4MnroMuTe rrrTo pe3yJrrr{paar oA MeracrarcKoro sa6oryBafbe. Ilpranapurzre xpajuu rotIKH Ha

e$unacuocra 6une ceBKynHo npexr4ByBarbe (OS) u npe)KrlByBalbe 6es pa4uorpa$cxa

nporpeczja (rPFS). Cpe4Huor fioqereH pe3yJlTar:a 6orxa, rlro ce Mepp{ co cralzloro Brief
Pain Inventory Short Form (BPI-SF) 6rana 2,0 u xaj rpynr4Te co rperMaH u rcaj uaqe6o rpynrzre.

florcpaj npnMapHl4re rcpajHu rorlKt{, 6ene$nror 6nt rpoIIeHeT 14 rpeKy BpeMero Ao

KoMnJryKarlplkr Ha KocKeHa Meracra3a (SRE), BpeMero Ao c,'IeAHara repannja 3a KaptlaHott Ha

rrpocrara, BpeMero Ao [or{eroKor Ha xeMorepanujara, BpeMero Ao trporpecwJara Ha 6olxara u

BpeMero Ao nporpecujara ua PSA. TperuaHor npoAoJIXHn Ao nporpecnja na :a6olyealbero,
ornoBuKyBarbe Ha corJlacHocra, nojanara Ha uenpu$aul{Ba roKclrrlHocr }IJIH cMpr.

llpexueynan,ero 6eg pa4r,rorpaScxa nporpecuja 6uno 4e$Iaurapano KaKo BpeMero oA

paHAoMa3nparbero go nojaeara Ha paAzorpa$crca nporpecraja HJl4 cMpr o4 Itoja 6zlo npuuuna.

Pa4raorpa$cKara nporpecnja nxlyuyBar? FJrpeKy cKeHapalbe Ha Kocl(hre (cflopeA

H3MeHerHor PCWG2) ulu nporpecnja rKHBo rpeKy CT utru MRI (cnope4

RECIST 1.1).

Eura ga6ere)KaHa 3Har{I4TeJIHa

Cnnra l)
ure co rperMaH (nu4ere Ta6eta2 u
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Ta6ela 2: IlpexcunyBarr,e 6e: paguorpa$cna uporpecuja - Crparu{uKyBaHa aHaJrlr3a;

PaH4onrr:upauil cy6jemn
Hacrau
I {eH:yprapauo

Bpeue Ao HacraH (naeceqra)

flpoceuuo (95% CD
Oncer

p apeguocro
Cranrca Ha oflacHocr (95% CDb

flonyraunia co HaMep^ A ce rreKyBa (crvtu.ia PCR3011
(AA-P)

59',l

239 (40,0%)
358 (60,0%)

33,02 (29,57, NE)
(0,0+,41,0+)

< 0,0001

llnaqe6o

602

354 (58,8%)
248 (41,2%)

14,78 (14,69,18,27)
(0,0+, 40,6+)

0,466 (0,394, 0,550)
3a6e,reuxa: +: rleH3ypr4paua o6cepeauuja, NE:HerrpecMernnBo. Pa4r.rorpaQcKara rlporpecuja n cMprra
ce 3eMaar npeABhA npr.r 4eQraHuparbero na rPFS HacraHor. AA-P : cy6jemu Ixro npt4Mlrne abiraterone

aeelal v ilpeAHr43oH.

a p BpeAHocra e H3BeAeHa o4 log-rank recr crparvtpur\upa:n oA nor{erHl4or ECOG PS cxop (011 utru2) u
B hc uepa,,I Har a netuj a (orcyrH a rzn rz n p rcyrna).

o Cranrca Ha orracHocr e oA crparuQuqrpaH nponopur4oHaJreH MoAen Ha olracHocrr. CooAuoc ua

orracHocr < 1 QaeopueupaAA-P.

Cluxa 1 Ka ll;rarr-Mej epo na KpIrBa 3a rlpex(IrBysarre 6eg pa4norpaQcrca nporpecuj a;

nony,raquja co HaMepa Aa ce rreKyBa (cryauja PCR3011)
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* Abiraterone Acetate
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Pv3vqA\ nar-{HeHTl4

Abiratefone Acetate

Placebo

316 251

168 127
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177 142 il 21
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Craructta.{Kr{ 3}ralrr.rreJlHo rroAo6pyBalre Bo ceBK

rnyc ADT 6u:ro :a6e:re)I(aHo co 34yo HaManyBa

rnarre6o rnyc ADT (HR:0.66; 95Yo CI:0,56, 0,
/l

BO NOJI3A HA AA-P
BO ClopeAoa CO

a6eta3 uCll,ura



Ta6e,ra 3: CenxynHo rrpe?KuByBarle Ha rIaUIreHTrr rperl{paHu co TIJIII abiraterone acetat u,rlr ulaqe6o
eo cryAuiara PCR3011 (aHalu:a 3a HaMepa Aa lervna)

Cennynuo rrpe)KIrByBaIf, e Abiraterone acetat co
rrpeAHH3oH
(i\ = 597)

Ifraqe6o
(N:602)

CuprHu cnyuau (o/o)

Cpe4uo npe)Kr,{ByBal6e (uecequ)
(9s% cD

27s (46%)

(49,2, NE)

343 (s7%)
36,5

(33,5,40,0)

Cranna Ha orlacHocr (95% CI)t 0.66 (0.56, 0.78)
NE - uenpecMerJll{Bo
r Cranra Ha ofracHocr e u3BeAeH o4 crparr.rrfnUfipaH MoAen Ha nponopll?IoHarHl4 ppr3ur\u. CooAuoc Ha onacHocr (1 eo

roJr3a Ha abirateron acetat co [peAHIz3oH.

C,luxa 2 Kauau-Mejepona KprrBa 3a cenKyrrHo rrpelnrByBarbe; nonylaqnja co HaMepa Aa ce JIeKyBa

(crysnja PCR3011)
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ceBKynHoro rlpe)KuByBarbe n rPFS, 6euerprzr 6al norcantaH 3a

nnaue6o Kaj cnrQ npoc[eKTlrBno lecfnuupaHr ceKyHAapHH KpaJHH

AH H KOI4 CE ACHMNTOMUTQKIj VIII4

Co pe:yrrar oA 0-1 ua
\aca 6uila cMeraHa 3a

cKa.

J7 ronnua 3a rraurreHTr4

*t:
i:*

* s.lliret*r#f1s.&.**i.ale r ^ 4 * 4 r n Fl**+*x

AHarrzsnre Ha rroAfpynure nocrojaHo ce Bo noJl3a Ha rperl,Ipallero co abiraterone acetat. E$emor o4

TperMaHor ua AA-P ua rPFS H ceBKynHoro rrpe)KI4ByBaBe Bo nperxoAHo oApeAeHIzTe noArpytra 6ull noeo,teH a

KoH3qcreHren naj rleJrara nonylaquja Bo cryAujara, ocBeH 3a [oAfpynara co ECOG cKop oA 2 xage Irlro He

6ut sa6etogaH TpeHA non 6eHeSrar, Ho MzrJIHor o6ert Ha npllMepoqu (n:40) ro ofparlnqyBa AoHecyBarbero

3HALIAEH 3AKIYqOK.

llonpaj sa6erextaHzre no4o6pyBalba Bo

abiraterone acetat Hacnporll rperMaHor co

TOqKH,

Cnryduja 302 (nat4ueumume Kou He 6uae ua xelfiomepanucrcu mpemuau)

Onaa cryguja BKJIyqI4JIa IIaIII4eHTI4 KoI4 He 6ute sa xeMore

cla6o cI4MIIToMarcKkr 14 3a KoI{ xeMorepanujara yrure He

Brief Pain Inventory-Short Form (BPI-SF), najcu
acr4MnroMarcKa, a 6onKa co pe3yJlTar ol2-3 6una c

HrlrzpaHa.

nre 24

Bo cry4IEjara 302, (n : 1,088)
Tperr4paHIl co abiraterone acetat

cpeAHaTa Bo3pacT
Y I l!lt:,,-rlfr

.":l!.rtr", 'ul.)
&,;r'""'. I

nJryc npeAHH3OH I4JIH [arIHeHTVTe TpeTUpaHH cO



ilraue6o nnyc tlpeAFn43ou HJrH [peHu3oJroH. Bpojor Ha narIHeHTr4Te rperupaHn co abiraterone acetat cnope4

pacara 6rar 6e,quu 520 (95,4yo), upHqrz 15 (z,BYo), azwjuu 4 (0,7%) v Apyrvt 6 (1,1%). Crarycor na

nep$opnaucor sa I,Icroqr{ara Kooreparr4BHa oHKoJIourKa rpyra (ECOG) 6r4n 0 sa 760/o op, naIIheHTHre, a 1 za

24oh ol [ardr4eHTHTe Bo.4BeTe fpyruI. 500/o ol,IaIII4eHTI{Te ]/.Ma]Jle caMo MeTacTa3kIHa KocKuTe, AoIIOJIHHTeJIHU

3|o/o ol 11aUHeHTZTe HMaJre Meracra3u Ha KocK]r 14 MeKo rKHBo ulu luv$nu jaum u 19Vo oA naII!{eHTI,ITe I4Marle

caMo Meracra3u Ha MeKo rKHBo ulu lunQuu jawu. Iaquenrure co BI{cqepaJIHI4 Meracrazu 6une HcKryqeHH'

llpnuapnare npa-jura rolrKH Ha edtnnacHocra 6ure ceBKyrrHo npe)IuByBarbe I{ [pe)Ifl4ByBarbe 6e: pa4norpaQcra

nporpecra.ia (rPFS). flor<paj MepKHre 3a npnMapHrare xpajHr.r rorrKu, 6eHedruror 6ul npoqeHer u npeKy BpeMero

Ao ynorpeda Ha onnjarH :a 6olxa oA KapuHHoM, BpeMero Ao 3arloqHyBaFbero Ha qlzroroKcuqHara

xenaorepanuja, BpeMero Ao BnomyBaFbero Ha cropor ga ECOG lep$opuaHcor 3a > I noeu u BpeMero ao PSA

nporpecraja 6azvpaua Ha r(pHTepHyMHre Ha Kapqr.rHoM Ha npocrara - pa6orHa rpyna 2 (PCWG2). Tperuauare
no crygujara6ute ttpeKuHarfi Bo BpeMe na jacua KJrr4Hr4qKa uporpecuja. Tpernaauure Moxe Aa ce npeKlrHar H

Bo BpeMe Ha [orBpAeHa pa4norpa$cKa nporpecuja cnope4 craBor Ha vcrpa:xyBaqor.

flpexcneynabero 6es pa4raorpa$crca nporpecuja (rPFS) 6uno npoqeHero rpeKy ynorpe6a Ha ceKBeHquia:mn

tiMt4 uHHf ery1:zra Kar(o rrrro ce 4e$uHupaHu co PCWG2 Kpr4TeplryMl,rue (:a rIe3pIH Ha xocra) tz I{3MeHerI4Te

KpHrepHyMH 3a eBaryaun.ja tra o4roaopa raj conHAHH ryMopn (RECIST) (sa resna Ha MeKo rrueo). Anaru:ara
ua rPF-S KopHcrena rleurpanHo rperneAaHa pa4uorpa$cKa nporleHa rIa nporpeuajara.

Bo nraHnpaHara aHarw3a ua rPFS HM€uro 401 sacrau,150 (28o ) oA naqueHTl4Te rperapaHz co abiraterone
acetat u 251 (46%) oA rauueHrare rperrrpaHr4 co nraue6o uM€rJre pagraorpaScKlt AoKa3 sa nporpecnja HIru

norrltHare. Ehra sa6ere)Karra 3Har{HTeJrHa pa3Jrr4Ka so rPFS nonefy fpytlllTe co rperMaH (nu4ere Ta6eta 4 u
Cnarca 3).

Ta6e"ra 4: Cryarrja 302: IlpenruByBarbe 6e: paguorpa$crca nporpecuja naj naqueHTu TperlrpaHu IrJrH

co abiraterone acetat luu unaqe6o eo Korud[uaquja co [pe.qHrr3oH I{JIH rlp eAHIr3oJIoH rlJryc

LHRII aualo:u rr.rn nperxoAHa opxuercromuja
Abirateron acetat ll.naqe6o

(f{ = 546) (N = 542)
flpexunyuame 6e:

pa4norpa{lcxa
nporpecuja

(rPFS)

flporpecuja unH cMpr
Cpe4Ho rPFS eo Nreceqn

(es% a)
p npe4uocr*

Cranrca Ha oracHocr*ir (95% CI)
NE:Heerpor{eHero
* p-npeAHoara e Lr3BeAeHa o4 log-rank recr
** Cranra Ha onacHocr < 1 $anoprz:npa abi

ts} (28%)
He

2s1(46%)
8,3

(8,72;8,54)
< 0,0001

5 (0,347;0,522

ECOG cxop (0 utu 1)

Asl;trra D,{(,/,i
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,sg
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C.luna 3 Kauan-Mejepoeu KprrBr{ 3a rrpexrrByBarr,e 6e: pa4uorpa{cxa uporpecr.rja naj naqlreuru
Tperrrpanrr co rrJrlr abiraterone acetat r{Jrr{ trJrarle6o so xom6uuaqllja co upegHlt3oH HJrH

npeAHrr3oJroH rrJryc LHRI{ aHaJro3I{ IrJrI{ [perxoAHa opxu eKroru nj a

*

&F, *s*
Fta**S* S'*2

Meceuh nocne paHAoMh3auhia

*4* i4 dS

2*4 ,** ;3t

-"- f?ftc{*$c 
'*tr&.

*
*

AA: abirateron acetat

Cenarc, noAaroqnre :a cy6jexrnre npogonxuja Aa ce co6npaa'r Ao AaryMor Ha BTopara rpl4BpeMeHa aHarv3a

Ha ceBKynHoro npe)Kr{ByBarbe (OS). PaAaorpaScxaor npefJleA na rPFS Ha I4crpol(yBaqor H3BpIxeH KaKo

rrocJreAoBaTenHa aHann3a Ha qyBcTBHTenHocTa e npI,IKa)I€H eo Ta6ela 5 u Crlrca 4.

607 cy6jerukr vware pa4aorpa$cna nporpecuj a r4Itr4 trov :narre: 27 | (50%) Bo rpyrara co abiraterone acetat u

336 (62%) Bo rpyrrara co nJraqe6o. TpernaaHor co abiraterone acetat ro HaMtlrar pu3ht(or oA paAuofpacpcra

nporpecuja HrrH cMpr za 47Yo crlopeAeHo co rraUe6oro (HR: 0,530; 95%o CI: [0,451; 0,623], p < 0,0001).

flpoceuuoro rPFS 6prno 16,5 uecequ Bo fpynara co abirateron acetat u 8,3 ueceqn Bo fpynara co nlaqe6o.

Ta6ena5 Cryguj a 3022Ilpexunynan,e 6ea paguorpa{cKa rporpecuja xaj TaIIHeHTIT rperrpaHn I{rIn

co abiraterone acetat rrJrr{ rrJrarledo eo rou6unaquja co npegHl{3oH rIJIrr [peAHr{3oJIoH nJlyc

LHRII aHaJro3H r.rJrr{ [perxoAHa opx[enronruja (Karco BTopa [pHBpeMeHa aHaJrH3a Ha

lperJle.[or Ha ucrpaxvBa'lo
Abirateron acetat flnaqe6o

(f{= 546) (N :54!)
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ilpexnnynarre 6es

pa4norpaQcna
nporpecnja (rPFS)

flporpecvj a I{JIIz cMpr
Cpe4no rPFS so Mecequ

(es%cD
p epe4uocrx

Cranra Ha olracHocr** (9504 CI)

27r (s

x p*epeguocra e I43BeAeHa o4 log-rank recr crparnQulg:rrpaa
** Cranra Ha olracHocr < I Sanopu:upa abirateron acetat

16,5
(13,80; 1

336 (62%)
8,3

(8,05; 9,43)

'!sJ;' , o'yj
p (0 uLttt 1)



Cnurca 4

100

0

AA 546
Placebo 542

485 389
406 244

)

912

311 240
177 1 33

18 21

195 155 Bs
100 B0 37

Kanlau-Mejeponu Kpr{BH Ha rrpe}Kr{ByBarbe 6e: paguorpa$cna rlporpecuja Kaj raqneHTu
Tperrrparru r{JrH co abiraterone tcetat HJrrr rrJraqe6o so nom6unaquja co npeAHlr3oH uJrlr

rrpeAHr{3oJrorr rrJryc LHRH aHaJro3r{ rrJrn [perxoAHa opxl{enrorvlnja (Karo BTopa rpI{BpeMeHa

aHaJrn3a rra fiperJreAor Ha rrcrpa]KyBarlor ua OS)

t,t

t________

t

30

n
n
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156
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--* Placebo ---'AA

AA: abiraterone acetat

flrauapauara npnBpeMeHa aHarw3a (lA) sa OS 6vna cnpoBeAeHa orKaKo 6ure sa6ere)I(aHl4 333 cttprHu
cnyqau. Cry4rzjara ce 3acHoBa r'ra MarHzTynara Ha sa6ererKaHr4or KJrlrHHr{Ka 6eHe@ur v Ha tar\r4eHTl4Te Bo

fpynala co nrarte6o urv 6vt floHyAeH TperMaH co abiraterone acetat. CenrynHoro [pe)KnByBarbe 6Ialo noAoJlro
:a abiraterone acetat orKonKy sa nralle6o co 25Yo HaMruryBarbe Ha pH3HKor oA cvrpr (HR : 0,752;95% CI:
[0,606; 0,934], p:0,0097), no OS ue6utaaraaaHa H npr4BpeMeHure pe3yJrrarr4 He jaucnor.uwle nperxoAHo
yrBp.4eHara rpaHrrrra 3a 3anuparbe 3a crarucrr{qKa sua.rajHocr (ru4ere Ta6em 4). Ipextunyeamero
[poAon]r(aJlo Aa ce cneAr4 rro oBaa [prrBpeMeHa aHaJII/3a.

fllaHupauara {rnuarHa aHaJrH3a 3a ceBKynHoro npe}r${Bysame 6ura clpoBeAeHa orKaKo 6ure sa6erex<anu 747
cMprHr,r cnylraH (npoce.rHo cneAerbe ua 49 lrecequ).65 nporreHru (354 oa 546) ol, raIrI4eHrI4Te rpernpaHl{ co

abiraterone acetat, cnoperreHo co 11oh (381 oA narrHeHTHTe rperapaHl4 co n,raqe6o, noqHHuIJIe.

CrarucruqrcH 3HalraeFr 6enecbnr 3a ceBKVn BO rrol3a Ha l.pytlaTa TpeTHpaHa co aDlraterolle
acetal 6un rpfiKa)r(aH co 19,4Yo HaM€LII crvrpr (HR : 0,806; 95oh CI: [0.691;0.931],
p:0.0033) u no4o6pynarbe Ha npoce iraterone acetat34,7 rvecer\a, nlaue6o 30,3

o npuKax€Ho r,r norpaj roa Ixro 44o/o olnaeceuu) (eraAere Ta6ela 6 u Ctnxa
naqHeHTHTe Bo rpynara co nlaqe6o np
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Ta6era 6 Cry4uja 302: Bnynno [pexlrByBarbe IIa flaql{eHTrr rperltpaHrr co

n;raqe6o no nonl6unaquja co [peAHIr3oH I{JII{ [peAHI{3oJtoH rlJryc

opxrnexromnja

abiraterone acetat nru
LHRII aHaJro3H rrpeA

Abiraterone acetat
(N:546) (f{:542)

flnaue6o

Ilpunperueua aH lrnzz Ha rlpex(rrByBalbe
Cuptru uryuan(Yo)

flpoceu uo npe)r(HByBatre (rr,r eceull)
(es% cD

p npeguocrx
Cranxa Ha orracHocr** (95% CD

Kone.rua aHaJrI{34 Ha rlpe}I(HByBaIr,e
CrvrprHu oryuau (o/o)

llpocevno BKynHo [pe)Is4ByBa]be
Bo Mecequ (95% CD

p npe4Hocr+
Cranra Ha oracHocr** (95Yo CI)

147 (27%)
He e Aocruruaro

(NE;NE)
0,0097

0,752 (0,606;0,934)

3s4 (6s%)

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

387 (7r%)

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

0,0033
0,806 (0,697; 0,93 1)

186 (34%)
2J,2

(25,95; NE)

NE: He e rporreHero
* p-npe4uocra noreKrryea og log-rank recr crparz$uqupaH rlpeKy rlor{erHhor ECOG cxop (0 unu 1)
* * Cranxa Ha olracHocr < I $anopusrapa abirateron acetat

Cruna 5 Kanlan-Majeponu KprrBH Ha rrpexrrByBal[,e Ha rIaqI{eHTIr rperlrpauu co abiraterone acetat

rrJrr{ rrJrarle6o :aegHo co [peAHn3oH HJII{ [peAHI{3oJroH rlJryc LHRH aIIaJro3Ir I{JrH rlperxoAHa

opxrrenToMuj a, noneuH a auailil3a
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AA: abiraterone acetat

llorcpaj u4eHrr.r$uxyBaH HTe no4o6pynama no

abirateron acetat uacnporn nlaqe6o rperMaH Bo

FS, 6ula rroKalr(aHa npugo6aerca:a
pKLr Ha cneAHZoT HaquH:
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Bperrae ao PSA HanpeAoK Bp3 ocHoBa sa PCW BpeMe ao PSA nanpegon 6uro



1l,l naeceqv 3a narlHeHTH KoH rrpaMaar abiraterone aaetat14 5,6 ueceqn 3a rIaqueHTI4 KoIz npnMaar nlaqe6o
(HR:0,488; 95% CI: 10,420;0,568], p < 0,0001). Bpenero ao PSA HanpeAoKor 6uro ornpurlnKa AyrIrIHpaHo co

TperMaH co abiraterone acetat (HR : 0,488). Epojor Ha rraur{eHTu co norBpAes PSA oAroBop 6ul noroleu raj
rpyrara co abiraterone acetat orKonKy rcaj rpynara co nlaue6o (620/o uacrtporur 24o/o; p < 0,0001), Kaj
naqHeHTH co MepJrHBa 6olecr Ha MeKo rKlrBo, 6zr sa6erexaH 3Har{r.rrerHo noKaqen 6poj Ha IreJIocHH H

AenyMHH oAfoBopr4 HaryMop npH rperMau co abiraterone acetat.

Bpene:a ynorpe6a Ha onojHa cpeAcrBa sa 6orre{ oA Kaprlr{Hona: flpoceuHoro BpeMe sa ynorpe6a ua onojuu
cpeAcrBa ga 6orxa oA r{apuuHoM Bo BpeMero Ha r<pajHara aHannsa 6urc 33,4 MeceIIH 3a rIaqI{eHTH KotI

rpnMane abirateron acetat H 6uno 23,4 Mecequ 3a rrar{r4eHrr,r Kou npI4MaJIe nraqe6o (HR : 0,721; 95o/o CI:

10,614;0,8461, p < 0,0001).

Bpenae Ha 3anor{HyBarbe Ha rrprroroKcrrqHa xevorepanuja: Ipoceuuoro BpeMe Ha 3anoqHyBaFbe Ha

rrnroroKcnqHa xeMorellanzja 6uto 25,2 t.,r'eceyw 3a rrarrrieHTpr KoH npr.rMaJre abirateron acetat u 16,8 Mecetru 3a

raqueHru r(on rrpnMane nraue6o (HR: 0,580; 95o/o CI:10,4871'0,691], p < 0,0001).

Bpervre Ha onaia*e eo ECOG pe3yJrrar ua nep$opnranc aa ) I noes: llpoceuHoro BpeMe Ha onaiarue no

ECOG pe3ynrar Ha nep(ropnraHc 3a > 1 noeu 6uto 12,3 MecerIH 3a rraqneHTlr Kou npnM€rJre abiraterone acetat vt

10,9 :a rrarlzeHrn r(on npaMzure maqe6o (HR : 0.821;95Y0 CI: 10,714;0.9431, p : 0,0053).

uJreAHr4Te KpaJHh rorrKH Ha cTyAHJaTa rloKtDKane 0TaTHCTT1[IKH 3Har{aJHa npeAHooT Bo KopHcT Ha TperMaH co
abiraterone acetat:

O6jercrueeH oAfoBop: O6jercr'aeHuor oAfoBop 6un 4e$unupaH KaKo 6poj Ha narIHeHTH co MepHa 6olecr nou
AocrurHaJre ueJrocen vrrv AeryMeH oAroBop cilopeA RECIST Kpurepr4yMu (rouerua roJreMHHa Ha ruu$uara
ja:la lpe6a:to i\a 6uile > 2 crn 3a Aa ce cMera rrenHa paua). Bpojor Ha narrHeHTH co MepHa 6orecr Ha rroLrerHa
To.rKa Koh uMaJre o6jercrueen oAroBop 6ut360/o Bo fpyrrara co abirateron acetatu 16oh Bo rpyrrara co nraqe6o
(p < 0,0001).

Eorxa: TpervaHor co abiraterone acetat euauajuo ro HaMiurHJr prr3r4Kor oA HanpeAoKor Ha 6ollca co npocer{eH
HHreH3rzrer za 18oh eo cnope46a co nlaqe6o (p = 0,0490). llpocevuoro BpeMe 3a HanpeAoK 6wto 26,7 Meceuu
Bo rpyfiara co abirateron acetat u lB,4 MecerIH Bo fpynara co nlaqe6o.

Bpeve ua onafarle so FACT-P (nxyneH pe:ynrar): Tpernrauor co abiraterone acetat ro HaMarvJr pH3HKor oA
FACT- P (ercyneu pe:v:na'r) onaian,e za 22%o no cnopeg6a co n,raqe6o (p : 0,0028). llpocevHoro BpeMe 3a

onaiame eo FACT- P (nrryneH pe:ynrar) 6uto 12,7 MecerIH Bo fpynara co abiraterone acetat ra 8,3 naeceun eo

fpynara co nlaqe6o.

Cnryduja 301 (narpeurrlLt t{ol! npu^4ure nped xeu.omepanuja)
Ctyguja 301 nrc,ryulura narrHeHTH Kor4 npr4MrzJre npe4 docetaxel. Oa [arreHTHTe He ce 6apa,ro Aa rloKa]Kar
IrarpeloK ua 6o,recra ua clocetaxel,6ugejkv roKcr.rqHocra oA oBaa xeuorepanuja Mo)Ke Aa rrpeAr43Br,rKa rpeKu H.

flauneurure 6a,re o4prrcyBaHa rra cryAr,rcKu TperMaHH AoAeKa He ce nojaenl PSA HarrpeAoK (norepaeno 25%
noKaLlyBarbe rraA rroqerrrala ro.irca/uarvp Ha nauheHTuTe) :ae4uo co paAuorpa$cr<u HanpeAoK 4e$r,rHapaH
cnopeA nporoKon u cnr\4rrroMaruqeH r{Jrpr KJTHHHTTKH Ha[peAorc. llaquesrnTe co nperxoAeH TperMaH co
ketoconazole 3a KapuHHoM Ha [pocrara 6ule zczuryr{eHu oA oBaa cryAr4ja. llpranaapHara rpajHa roqKa Ha

e$unacHocr 6ulo ercynno'fo [pe)r(nByBarr,e.

flpoceuHara Bo3pacr Ha BKnyrreHr4 raqueHru 6wn 69 rcIHHr{ (39-95). Epojor Ha naur4eHTr,r rpernpaHr4 co
abiraterorre acetat cnopeA pacHa fpyna 6rar 6enqu 737 (93,2%), rlpHrtr4 28 (3,50A), a:ujuu 11 (1,4%) u gpyrn 14

(1 ,8%). E4zuaecer rrpolieHTr4 Ha BruryqeHlr nauueHTu r4M Jrrar Ha nep$opnrauc ol2;70o/o tz-ue
pe4uorparpcr(H /tor(a3 3a rrailpeAorc sa 6olecra co rpeAoK; 70Yo npu*rune eAeH npeA

uHTOTOKCT4T{Ha XeNrOTepanu.ja U 30%o npnvvtrre ABa. lpo6 6uta npncyrHa raj 1 1% oa
[aLlLreHTHTe rperHpauH co abirateron acetat.

Bo nlauupaua anannza c[poBeAeHa orxarco 6ule cryqaL,t, noqhHzlre 42% (333

o{
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ol 191) nauheFrru Tperr,rpaFrn co abiraterone acetat oa 398) naqneHrfi rperupaH14 co



rrJrarle6o. Crarncrvqru :uauajHo no4o6pyrarse Bo rlpoceqHoro BKynHo npe)Ic4ByBame 6ulo :a6elextauo xaj

raqueHTu rperupaHu co abirateron acetat (nz4ere ra5etaT).

Ta6ela 7 Brcynuo [pe)Kr{ByBarr,e Ha rraql{eHTlr rperl{paHn co abiraterone acetat ltllt n,raqe6o 3aAHo

co npeAHngoH r.rr[ npeAHngorog nryc LHRII aHaroru uru nperxoAHa opxuelcroil{u.ia
Abiraterone acetat

(|\:797)
Ilraqe6o
(N:398)

Ilpumapua aHaJrI{3a Ha
Cnrpruu crryuau (%o) 333 (42%) 219 (55%)

flpoceuuo npe)KuByBalr,e (rr,leceqn) 14,8 (14,1;15,4) 10,9 (l0,2; 12,0)
(es% cD

p BpeAHocTa < 0,0001

Cranxa Ha orracHocr (95% CI)r 0,646 (0,543;0,768)
Axypupana aHaJII{3a Ha

Cnapnrz cnyuau (Yo) 501 (63%) 274 (69%)

rpoceuHo rlpe)Kl4ByBarbe 15,g (14,g; 17,0) r1,2 (r0,4; r3,r)
(uecequ) (95%

Cranrca Ha onacHocr (95% CI)t 0,140 (0,638; 0,859)

a p-Bpe[Hocra e r43BeAeHa oA nog-rank recr crparuQraqrapan npery E,COG cxop Ha craryc na nep(ropnaaHc (0- 1 Hacnporu

2), pesymar sa 6orxa (orcyrna Hacnporlr
npncyrua), 6poj na [perxoAHr4 pe)Kr4Mr4 Ha xeMorepauraja (1 Hacnporr,r 2), v tun Ha HanpeAoK Ha 6olecra (canto PSA

Hacnporl4 paaraorpaSuj a).

o Cranxa Ha onacHocr e r43BeAeH o4 crpaT r,r$urlr4paH nponpoqltoHaJleH MoAen Ha orlacHocrtl. Cranxara sa onacHocr < 1

Sanopnsupa abirateron acetat.

Bo nepno4ure Ha rrpoqeHKa rro noqerHr4Te HeKoJIKy MeceIII4 Ha rperMaHor, noBHcoK 6poj naqneurl4TperupaHu
co abiraterone acetat ocraHaJre fl<LrBr4, no cuope46a co 6pojor Ha rIaqaeHTH TperlrpaHH co uaue6o (euger

CrrErca 6),

Clnna 6 Kan.nan-Majepeponu Kpr{Brr Ha rrpexrrByBalbe Ha rlaquerrrl{ Tperrlpalru co abiraterone acetat
r{Jrrr rrJraqedo co [peAHr{3oH r{Jrrr [peAHI{3oJroH rIJIyc LHRI{ allaJro3tr I{JIrr [perxoAHa
opxuenrouuja
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AuarHsure Ha npe)tc4ByBatbe Ha noApeAeHara rpyna troKalKaa KoH3HcreHTHa Kopltcr Ha rlpenfl4ByBarbe 3a

rperMaHor co abiraterone acetat (nv4ere CtuxaT).

C,lurca 7 Bnynuo [pe)Kr{ByBarr'e [o rroApeAeHa rpy[a: cooAHoc Ha orlacnocr n 95Vo rrHTepBaJr ua 4onep6a

v*ri+b,irr *u'bga**;r
ai4dstft xrt#c|!s.,*xg*''ffiffi nfi s{% *.i" H

,^E .!.1+i4;:t

th:d:r*-. {d{{i

*sY*-}+ Eit

ii+, ri'€ *a'+{!a r{s*qft*

'i 
''iB 

*{ {4t# trtti3l

Y'.,:rrea+ Si?€fe # s.*y

F**@

f.S$ {$"S{" *.?*l 1\:}t

tt.&4 $.5:, * ir*J rtj*

i}.*n $:.$3, *,*4) .i?.i

0.s4 {{ii*. *"$31 4.$$

Ag€ {ti$S, S,tr} 53*

#ffi 1*"44, *.?v-J *eS

{i.:4 ffi.sn" s.$91 3&;

*n2* r.{t..4.2" *$.2} 3$*

*.&* s.$t" *.t4i f3?

*.?4 &e2, $.a4 ?9t

f.63 {*-{{" *"tsJ *d3

si-L

:jt.1

c4

t

?

ir$.e *i.\,

**<Jifitlr*1:rsc

,i'ls

'r{ * }r}g

lg.;1 tl i

:a :

1*.7 $$

12.4 *S

J$.d ta.$

i4 1*;i

Ne 1:i

1,t.: tE:4

'3 
S *.4

'1$.,i *1 :s'

1""**]

*l

'*k
r-"iH

1*1F.*t

ft!i#$
Ptd*b#

Fsr{{6

t"""{*-*-{ !

l
1

l"*rH

r**"-----* j

I

!**--4l

{3.5 F;.7.* I 1.$

AA : abirateron acetat; BPI : Kpama npoueHra Ha 6orra; C.L : vHrepB€rJI Ha AoBep6a; ECOG : pe3yilrar 3a

ilepQopMaHc Ha I4croqHara KooleparrrBHa oHKoJrolrKa fpyna HR: cooAuoc Ha orlacHocr; NE : He e npoueHJII,IBo

llorcpaj nAeHThqlnKyBarroro roAo6pyBalbe Bo

cryI.|djara rpernorJrirane abirateron acetat u
TecTHpaFba Ha cJreAHHor rraqHH:

flaqaeHrnre Koz npr4MaJ're abirateron acetat
(aeQuHnpaua KaKo > 50o HaMalyBalbe oA
nJraqe6o,38% Hacnporw 10Vo, p < 0,0001.

BKyrrHoTo npe)Kl.{ByBarbe, cHTe ceKyHAapH}I KpaJHI4 TOqKH Ha

6ule crarucrrrqKrr 3Har{ajHu no ilpI4JIaroAyBaII'e 3a noBerte

rroKiDr(rure 3HaqajHo rroBllcoKa BKynHa PSA cranxa Ha oAroBop

[oqerHara BpeAHocr), Bo cnopeA6a co ilaqueHTpl KoI{ npl4MaJre

flpoceuuoro BpeMe Ha HanpeAoKor Ha PSA 6un 10,2 naecequ 3a naqueHTlr KoI,I [pI{MaJIe abirateron acetat H 6,6

Meceqlr 3a narlr4eHrH Koa npHM€ure nrlalle6o (FIR: 0,580; 95% CI:10,462;0,728f, p < 0,0001),

llpoceuHoro BpeMe Ha paAr4ofpa$crr,ror HanpeAoK Ha cJro6oAHo npe)Kr4ByBalbe 3a naIIHeHTpI TperHpaHH co

abirateron acetat 6ut 5,6 u 3,6 Meceuu 3a naqneHTn rperl4paHll co nrlaqe6o (HR : 0,673;95% CI: [0,585;
0,ll6l, p < 0,0001).

Eorra
Epojor Ha rrarIHeHTH co rrpaKpuBalbe ua 6olra 6ut crarucrrlqKn nofoJleM xaj rpynara co abirateroo acetat

orKonKy raj rpynara co nraqe6o (44%o uacrryoru2To/o; p < 0,0002). Jluqe Koe pearzpa Ha npHKpI4Bane 6orKa
6ano 4erfvHHpaHo KaKo raL\HeHT Koj HMaJI HajMaJIKy 30yo HaMaJIyBarbe oA nor{erHaTa BpeAHocT Bo BPI-SF
pe3yJrraror Ha uajrour rdl{TeH3uTer Ha 6orKa 3a BpeMe Ha nooJreAHhre 24 qaaa 6e3 rloKar[yBalbe Bo pe3yJlTaror

rIeHKr4 pa3AeJreHH qerLIpH HeAeJIH. caMOua ynorpe6a Ha aHanfeTr4uh 3a6enexaH Ha ABe
nauHeHTH oo nol{ereH p%ynraT ua 6orrca > 4 u
aHann3npaHr4 (N : 512) za ilpnKpr4Ban'e 6olxa.

llouar 6poj naqneHr'.r rperupaHl4 co abiratero
KoH 3eMtule nlaUe6o (22%o uacnpo'ru 2BYo), 12

Hai HA TOI{KA HAN IIOqETHATA TOI{KA 6HIE

ooJrKa Bo cnopeAoa co naqlreHTu

B ueceqn (35Yo uacnporu 46Yo).

BpeAHocr oL > 30Yo Bo BPI-SF
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Hanpe4orcor Ha 6o,rrca 6nn 4e$unupaH KaKo



pe3yJrTaToT Ha Hajnom uHTeH3r{TeT Ha 6oirKa 3a BpeMe Ha IIocneAHVTe24 qaca 6e3 HaMalyBarbe Ha pe3ynTaToT

Ha y[orpe6a Ha aHiurfervr\vt 3a6enr'.;r<aH Ha ABe nocJIe.qoBareJIHI{ nocerl4, I4Ju4 3ronei\4yBabe oA > 300/o so

pe3yrraror o4 ynorpe6a Ha aHaJrrerut\uza6enor(aH Ha ABe [ocJreAoBareJIIIH nocelu. Bpeuero 3a HanpeAoK Ha

6olrcara na25-ruor nepueHTr.rn 6uto7,4 MeceLIH Bo rpy[ara co abiraterone acetat w 4,J rlece\H Bo fpyrara co

nlaqe6o.

Hactaun nospgaHfl co cxeretnuor cncrel4

flouan AeJr oA [arIHeHTr4Te Bo rpynara abiraterone acetat u*twte HacraHH [oBp3aHH co cKeJleror no cnope46a co

nraqe6o rpynara Ha 6 naeceqw (18% Hacrlporu 2Bo ), 12 naecerlu (30o/o uacnporu 40Yo) u 18 naecertn (35%

Hacrrporu 40%)._Bpewero Ha rrpBrzor HacraH [oBp3aH co cKeJIerHHor cncreM ua25-ruo'r neptleHrun Bo rpyrara
abiraterone acetat 6uno 4eojuo oA oHa rcaj xoHrpolHara fpyna co 9,9 tulecetlu lJacnporu 4,9 uecequ. Hacrau
noBp3aH co cKeJrerHnor cr4creM 6ut geSvtnvtpaH KaKo naroJlorrlKa Sparcrypa, rcounpecz.ja na 'p6erHzo'r cr.ol6,
nalujarunnapagujauaja Ha KocKa, HnH ofiepaqv1ana KocKa.

lleauj arpucxa nonylaquj a

Enponcrara areHqzja 3a JreKoBH ce orKaxiula o4 o6npcKuta Ia rH AocraBu pe3ynrarrzl'e oA cryAIiH co

pe$epeHreu lex noj coAp)ru abiraterone acetat so cHTe noAfpy'Irr Ha ne4njarpncKu nauaeHTr't co Ha[peAeH

Kapr-lurloM Ha [pocrara. BuAere p;et 4,2:a uu$opnaal]HH Bo BpcKa co ne4rzjarpvt cra ynorpe6a.

<t (DapivranorH HercKH Ka paKTepI{crLt Ktr

llo aAuvsr,rcrpr{pa}bero sa abiraterone acetat, $apuarorcuHerl4Kara sa abiraterone a abiraterone acetat 6u.ne

cry4vpaHr raj sgpanu rarlpreHTpr, raqHeHTlI co MeracrarurleH HanpeAeH KapUuHoM Ha ilpocrara v EaIJT4aHTV

6es rcapuuuoM co xenarzurHo rrilv peHaIrro oIIITeryBame. Abiraterone acetat 6p:o ce nperBopa in vitto so

abiraterone, umxu6vnop :ua6uozuure3a Ha aHAporcHI{ (nn4ere aen 5.1).

Ancopnura.ia
flo aAununcrpvparbe Ha abiraterone acetat Ha rJIaAHo, BpeMero Aa ce AocrnrHe MaKcHivtaJIHa KoHueHTpaut4ja Ha

a6aparepoH Bo IIJIa3Ma e oKoJIy 2 qaca.

A4nrunzcrpuparbero na abiraterone acetat co xpaHa, no cnope46a co aAMallucrpuparr,ero Ha fJIaAHo,

pe3ynrupa co 3foJreMyBalLe Ao l0 nara (AUC) u lo l7 naru (C'nu") Bo flpocerlHo cHcreMcKo H3no)I(yBaBe Ha

abiraterone, Bo 3aBucHocr oA coAp)r(u*ara Ha MacrHTe no o6porcor. Co orue4 na eoo6uqaeHara eapraiaqnfa eo

coAp)KqHara H cocraBor ua o6poqnre, 3eMaH,ero abiraterone acetat co o6poqn hMa [oreHlluju pa npeAh3BI4Ka

BtrcoKH napuja6usmrr n3Jro)r(eHocru. 3atoa, abirateron acetat ne cMee Aa ce 3eMa co xpaHa. Tpe6a Aa ce 3eMa

uajnranny eAeH r{ac rrpeA HJrH Hajnranry 2'Ba.uaca noclejageu'e. Ta6nerare rpe6a uenoct{o Aa ce npoforraar co

so4a (nn4ere get 4.2).

Iucrpu6yuraja
llporeuucroro cBp3yBalbe Bo

aa gucrpu6yuuja e oKony
nepuSepHure rKHBa.

nJra3Mara nu'4C- abirateron Bo qoBeKoBa [JIa3Ma e 99,80/0. OqurneAHptor o6eH,t

5,630 l, rxro HaBeAyBa AeKa abiraterone eI(cleH3HBIJo ce Al4crpu6yupa go

EraorpancSopnrauuja

flo opalHo apMtHucrp*rparbe Ha lac-abiraterone acetat KaKo Kancyln, abiraterone acetat ce xl4AponH3t4pa Bo

abiraterone, rcoj noroa noAJre)Kn sa nlera6orn3aM BKryr{yaajftrz cyndraquja, xullpoot{curaL\wJa v orccu4aquja

fJraBHo Bo rIpHHor apo6. lloroJreMuor AeJI Ha IrnpKrryJlupaqKara pa.Al4oaKruBHocr (oxo,ry 92%) e ro $opna ua

uera6olnra utuabkaterone. OA 15 uera6olaru KoH Mo)Ke Aa ce ornpujar,2 rtasnu nrera6oluru, a6nparepou

cyn$ar u N-oncuA a6raparepoH cyr$ar, ceroj npercraByBa oKony 43o/o op, BKynHara paAuoaKrHBHocr,

I,JIHMHHAUH.IA

floocequnor ronv)I(t4Bor Ha abirateroll Bo fiJIa3Ma e

nauHeHTH. flo oparHo a1naHLrcrpt4parbe Ha 'oC- abi
oBrl Ha flo/xa'rouHTe oA 3ApaBH

r<oly 88% oA paAI4oaKTHBHara
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Ao3a ce epafta eo $eqecor H oKoJIy 5o/o so ypu ja npr.rcyrnn eo $eqecor ce



HenpoMeHer abiraterone acelat w abiraterone (npu6luxuo 55o/o u22o/o oIaAMHHI'Icrpt{paHara Aosa).

XenararHo ouneryeaFbe
@apnarcorcuHeruKara ua abiraterone acetat 6vta ucnprcaua xaj naql{eHTLI co nperxoAno 6laro }InH yMepeHo

xeraraJrHo orrrreryBalbe (Clild-Pugh o4 xlaca A u B) ra xaj s4panl,I KoHTpoJIHV rrar\verTpr. Cucreucxara

h3Jrolr(eHocr Ha abiraterolte no eAHa opaJrHa Ao3a oA 1000 rng e 3roJIeMeHa 3a oKony I1%o u 260% rcai naqaeHru

co [perxoAuo 6laro HnH yMepeHo xe[araJrHo orxreryname. llpocer{Hl4or noJlyxuBor sa abiraterone e

npoAon)r(eH 3a oKoJry I 8 qaca naj naqneHrn co 6laro xerrarrurHo olxreryBan,e A 3a oKoily 79 qaca rcaj naqaeuru

co yMepeHo xenararHo oixreTyBalbe.

Bo 4pyro Hc.nrzTyBarl'e, rfapuaronzHeruKara sa abirateron 6uta vanprrale'a KaJ naIIHeHTI{ co [perxoAHo reIrIKo

(n : 8) xerarzurHo oureryBame (Clild-Pugh oA xlaca C) u xaj 8 sgpanr.r KoHTpoJIHI4 TIaIIIzeHTLI co HopMaJIHa

xerraralrHa $yHrcqraja. AUC na a6uparepoH e 3foJreMeHa 3a oKoJry 6000/o u $parcqnjara Ha rIpoH3BoJIeH tIeK e

3foJreMeHa za B0o/o rcaj narlraeHrr4 co rerrrKo xenaraJrHo orxreryBarre Bo crropeA6a co naqueHTl{ co HopManHa

xeraranHa (rynxqra-j a.

He e no'rpe6uo
ouTeTyBa}[,e.
Vnorpe6ara ua
ounerynarre naj
Abirateron acetat
4.3 a 4.4).

npnenoco6yBabe Ha Ao3ara 3a _narrr4eHTu co ilperxoAHo nocroeqro 6laro xe[ara-rHo

abirateron acetat rpe6a BHr4MareJrHo Aa ce vcnlara naj laqueurl,I co yMepeHo xerlararHo
rcon 6eue$nror rpe6a jacno 4a ro HaAMriHyBa MolKHHor pH3I{K (au4ere AenoBIr 4.2 u 4.4)"

ue rpe6a Aa ce Kopr4cru xaj nauneHTr4 co rerrrKo xeraruulHo olxreryBalle (nu4ere yetonu 4.2,

3a nauneHru KoH 3a Bpervre Ha rperMaHor pa3BHJre xenaroKcnqHocr, Moxe ra 6uAe norpe6Ha cycneH:uja Ha

TperMaHor H frplrnafollyBarbe lra Ao3ara (ea4ere AeJIoBH 4.2 u 4.4).

Elz6pexHo ortrreryeaFbe
OapuarorcnHeruKara ua abiraterone acetat 6ura cnopegeHa rcaj rrarIHeHTV co peHaJIHa 6olecr no npajHa $a:a
npu clia6uneH pacnopeA 3a xeMoAujatnsa Hacnporu ycorJraceHu KoHTponHI{ naIIueHTIr co HopMaJIHapeHurHa

QyHrcrluja. Cucrenrcnara H3Jro)KeHocr Ha abirateron ro eAHa opirJrHa 1o3a oa 1000 mg He ce eroleuu raj
nauHeHTH oo peHanHa 6o.uecr no rcpajHa $aza utu gujatuza.3a alvuaucrpuparbero xaj naqueHrl4 co peHaJlHo

orrrreryBarbe, nrcryvynajrtr reurxo peHarrHo HapyuyBalbe, He e norpe6uo HaMalyBabe Ha Ao3ara (snAere Aer
4.2). Cenar, HeMa r(JtuHltrlKo lrcKycrBo Kaj [aqHeHTH co KapqHHoM Ha flpocrara u re[IKo peHarHo

orxreryBaFbe. 3a oene [aL(HeHTn npeflopar{naBo e Aa ce BHIrMaBa.

5.3 flpern,runurrKr.r noAarorlu :a 6er6eAHocr

Bo cnre cry1t4v 3a roKcuqHocr rcaj )Kr{BorHrr, qnpKyJrHpaqKIITe HI4Boa Ha recrocrepou 6z,ne sHavajuo

HaMrueHi4. Karco pe:y,rrar, 6nle ga6elexanu HaMaJryBarbe Bo relKr{Hara Ha opfaHl4Te ra llopSononxvt uluttu
xrlor-ora'roJroruKl4 llpHMeLrH Bo peilpoAyKTr4BHure opfaHt,t, uuag6y6pol(Hl4Te }IgIe3AH, xlznoSu:ara I,I MJIeqHHTe

)r(Jre3AH. Cure npovrelr14 froKa)r(are uenocHa rznv AenyMHa penepsz6unHocr, llponaeHure Bo pe[poAyKTHBHHTe

opfaHx H Bo opfaHHTe r(or4 ce qyBcrBHTerHH Ha aHAporeHu ce KoH3IrcreHTHH co Sapnaaxolorujara Ha

abiraterone. Curc rpe'rl,rarir4 Bo Bpcr(a co xopMoHiurHu npoMeHH ce rroBparHu ulru ce rroKal]Ktltro AeKa Mo)Kar Aa

ce peuar no nepnoA Ha 3rr(penHyBar-be oA 4 uegetn.

Bo cryAurz 3a nnoAlrocr rcaj naaurrcu 14 xeHcKH craoprlr{, abiraterone acetat ja HaManI{JI IIJIoAHocra, urro 6uno

LieJrocHo penep:n6ulno za4 Ao 16 neAe:rpr orKaKo abirateron acetat6ul npenuHar,

Bo crygaja :a pa:eoj Ha roKcuqHocr raj craopeq, abiraterone
HaMareHa 6era,rua'fe)ro4Lra H rDe)r(HByBame. Bule sa6erextaHn
abirateron acetat Fre 6ur reoaroreu.

Bo oeue cry1m sa nroAHocr H

CO QapMaKOIOlxl(aTa aK|LIBI-IOCT Ha

acetat uujael nps 6perueHocra nx,ryuynajrtu
s r'uj auuj a Bp3 HaAB op eul Hrlre f eHIzruuIHH HaKo

eHu r<aj craopeq, cnre arujauuja 6vtne IIoBp3aHH
(",11
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florcpaj rpoMeHure Bo penpoAyl(Tll BO Cr4Te CTyAIl,l4 CO )KI4BOTHI{, TIOAaTOUHTe KOH He



6.

6.r

CE KIHHUI{KH HE OTKPIZBAAT NOCE6HA OIIACHOCT 3A JIYfE BP3 OCHOBA HA KOHBCHIII4OHAJTHHTE ATYALlLl 3A 6C36CAHA

$apnrarolornja, nonropeHa Ao3a Ha roKcr{tlHocr, reHoroKcrur{Hocr H KaHllepoleu noreHqnja,r. Abirateron
acetat ue 6rzl rcauqeporeH Bo Crygnja Bo BpeMerpaerbe oA 6 naeceuvt rcaj rpancreucrcra (Tg.rasH2) rnyueq. Bo

24-rvtece'LHa KaHrlepofeHa cryl.vja Kaj craopell, abirateron acetat ja 3roJreN,lHJ'I HHufiAeHIIara Ha

nnrepcrur{ujaJIHI{ KJIeror{HH HeorrJrul3iuu. Pe:ylraror ce cMera.qeKa e [oBp3ari co cf apnrarcoJ]olrKara aKThBHocr

na abirateron H e crreqn$zueu 3a craopeqor. Abirateron acetat ue 6ur KaHuepofeu rcaj nteucrcn craopqr4.

flpoueHKa Ha pu:zKor no rKusorHara cpeALIHa (ERA)
ArcrusHara cyncraHrla, abirateron noKDKyBa pI43HK 3a oKoJIHHara Bo BoAeHaraapeLVHa, oco6eno zapu6tt.

OAPMAUEBTCKI{ KAPAKTEPIICTIIKII

Jlucra Ha eKcur{nr{encl{

Jadpo ua ma1nema
Ilar<rosa MoHoxr4Apar
Kpocrcapuelo3a HarplryM,
Xunponerosa 29 I0 ( I 5mPa. S),

Harpnynr naypkIt cyl$ar
MuxpoxpacrarrHa Ilenyno3a
(cunuqrapana)

Cuturca, KonoHAeH 6e:eo4eu,
Maru*nyu creapar

@uau-o6noza
I{pu xereso oKcIzA (8172),
I{pneu )r(erre3o oncuA (F,112),

Marporor 3350,
flor a sr4 H r4r zut KoxoJI,

Taln
Turauuyr,t At4oKcHA (El 7 I ).

6.2 Hercounarn6uruocru

He e npunaeHJII4Bo.

6.3 Pon na rpaen,e

2 ro!.ulru.

6.4 floce6nn MepKH Ha rlperrla3JruBocr [pn rlyBalbe

Oeo.j rerc He 6apa noce6nn ycJIoBH 3a qyBane.

6.5 llpnpoga H coApll(rrna Ha naKyBarl'e

flpoeu4en PVdC/PE/PVC/anyuuru4yMcKI4 6nucrep co l2 Q ra6leru eo rcyrnja. Cexoja rcyrraja

coAp)r(H (60 $znvr-o6loxesu ra6leru) 5 6mzcrepu.

6.6 [oce6Hu MepKIr Ha rlperna3JruBocr rlpll rrr{ rra paKyBaILe

Cexoj HeucrcopucreH JIeK HJIH ornaAeH

Oeoj rerc Mo)I(e Aa npercraByBa ph3HK

MaTepHJal

4[ll,rl5
d

3a BOneHaTa

acuoc'r co r.roKzlllHHTe 6apan a.



7, HOCIIITEJI IIA ONOEPEHI4E 3A CTABAIbE BO IIPOMET

I,IHO-MEII4KC Aooer
y.rr. Crase leloeu<a 6p.7
1 000 Cmonje,
P. Ceeepua Marcegonu.ja

8. FPOJHA OIIODPDIIIIB 3A' CTABAIbE BO IIPOMET

9. NATYM HA IIPBO ONOBP
34' CTABAILE llo nPO

10. NATYM HA PER

Oea vnarcreo ilocJreaelr lrar e

ABAIbE BO TIPOMNTiOFHOBA HA ONOEPEHI{E

n2022

i,ffi${.b
$sA rtrrc,\pTl-?(s R3

er*Y^W




