
3EIIPEH }I3BEIIITAJ 3A OCOEIIHI4TE HA JIEKOT

I. I,IME HA JIEKOT
ABI4PATEPOH 3EHTHBA/ABIRATERON ZENTIVA 250 mg, ra6reru
ABI,IPATEPOH 3EHTHBA/ABIRATERON ZENTIVA 500 mg, $r.rnrr,r o6roxeHu rar5nern

2. KBAJIIITATI{BEHI,IKBAHTIITATI,IBEHCOCTAB
AEI,IPATEP O H 3 E HTI,IBA/A B IRATE RON ZENTIVA 2 5 0 ms, ma1nemu
EAsa ra6rera coApxr{ 250 mg a6uparepou arrerar.
ExcuunueHc[ co nosHar eOexr:
EAna m6nera coApxr.r 180 mg naKro3a.

AELIPATEPOH 3EHTI,IBA/ABIRATERON ZENTIVA 500 ms. duru odnoorceuu matil*a
EAtra ra6nera coApxkt 500 mg a6uparepon arlerar.
Excununeucu co nosnar eQexr:
Elna m6nera coApxr4 241 mg JraKTo3a MoHoxr{Apar u 12 mg Harpr,ryM.

3a uelocua'ra ilucra Ha eKcrlnrrr,reHcr.r Br,rAere aen 6.1.

3. OAPMAUEBTCKA AO3ITPAHA OOPMA

AE kIPATE P O H 3E HTI,IB,4/A B IMTE RON ZENTIVA 2 5 0 me. ma6nemu
Ta6rern.
Eern Ao 6eruqecru oBaJrHr,r ra6reru, AoJrv oKoJry 16 mm H rur,rpoKr,r 9.5 mm. Ha eArrara
crpaHa oA ra6retaravv.a BT[rcHara o3HaKa "ATN" a Ha Apyrara "250".

AEUPATEPOH 3EHTLIBA/ABIMTERON ZENTIVA 500 mg, duau o6nocrceuu ma6n,zmu
@umra-o6loxeHr{ ra6leru.
OsarHH Qrnnrra-o6roxeHu ra6.nern co Br,roJrerona 6oja, AoJrrH oKoJry 19 mm u lunpoKrr I I mm.
Ha eAsara crpaHa oA:ra6.nerara rrMa BTr,rcHara o3HaKa "A7TN" a Ha Apyrara "500".

4. KJINHUIIKrI IOAATOIII
4.1. TepaueBTcKrr HHAtlKarIun
4.6 r,rpa'repo H 3eurrsa_e HHAr,rqupaH co rpeAHr,r3o JroH 3a :

- TperMaH Ha uono 4ujarHocrr.rq[paH BucoKopn3r{qeH MeracrarcKx
KapulIHoM Ha rpocrara (mHSPC) xaj eospacHu Maxr.r Bo

AenprzBarrroua repanuja (ADT) (au4ere aer 5.1);
rpeTMaH Ha MeTacTaTcKr.r TyMop Ha [pocTaTa pe3[rcTeHTeH Ha

BO3paCHn flaq[eHTr,r Kox ce acr,rMrrToMaTcKt4 Ltrrvt co JrecHH

aHAporeH AenpnBau[oHa repannja u ron cd yrrrre HeMaar
xeMorepanrja (nu4ere ael 5.1);
TpeTMaH Ha MeTaCTaTCKI' TyMOp Ha npOCTaTa

Maxr.r uuja 6onecr rporpeAnparra 3a BpeMe

AOUeTaKCen.

3HTHBCH

H

pe3r.rcTeHTeH Ha
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4.2. fiozwparbe rr HaqHH na ynorpe6a
Tepanuja:m co onoj lex rpe6a 4a ja no4ra ra nponrtrre cooABereH 3ApaBcrBeH pa6orHnx.

.(osuparte
flpenopa.raHara Aosa e 1000 mg (4 ra6retN oa 250 mg vtur 2 ra6teru oa 500 mg) raro
eAr,rHer{Ha AHeBHa gosa xoja He cMee Aa ce 3eMa co xpaHa (nn4ete un$opruaqnn Bo Aenor

,,HaeHH ua ynorpe6a"). 3euarsero ua ra6rerute co xpaHa ja srorenayBa cr,rcreMcKara

r.r3roxeHccr Ha a6uparepon (nrn4ete .qen 4.5 w 5.2).

,[osuparue ua npeduusonou
flpu rpelrraaH Ha mHSPC, A6npa'repoH 3eHtusa ce ynorpe6yBa co AHeBHa ro3a oA 5 mg
npeAHr43onoH.

flpu rpervraH Ha mCRPC, A6upatepon 3eHtrsa ce ynorpe6yBa co AHeBHa Ao3a oA l0 mg
npeAHH3OnOH.

MeAur{uHcKara Aeflpunaryrja co aHaJro3H Ha nyrer.rHr,r3r,rpar{Kr,r-xopMoH ocno6o4ynauru-xopMoH
(LHRH) rpe6a Aa npoAonxr xaj naqueHru Kor,r xupyprrrKu He ce Kacrpupann.

Ilpenopauauo cnederue
Cepyiracrume rpaHcaManasu rpe6a Aa ce oApeAar npeA noqeroKor Ha rperMaHor, noroa Ha

ceKou 2 tre.1er,u Bo reK Ha npBHTe 3 ueceqn oA TperMaHor LI no'roj nepuo4, eAHaru MeceqHo.

Kpnnuor npr.rrr.rcox, cepyMcruor KannyM r,r perenqr.rj ara Ha reqHocr rpe6a MeceqHo Aa ce

MoHuToptrpaar. fIaqueHTHTe co 3HaqaeH pr.r3r{K oA Konrecrr{Bna cprleBa caa6ocr rpe6a Aa ce

cneAar Ha ceKor,r 2 :ae4er.u Bo reKor Ha npBr.rre 3 uecequ oA TperMaHor I{ eAHauI MeceqHo flocJre

roa (nu4ere aer 4.4).
Kaj flaqtreHTr,rre co nperxoAHo nocroeqxa xunoxareuuja ililLt oHHe Kor,r r(e pasnrnjan

xnrroraJreMujasa BpeMe Ha rperMaHor co A6uparepoH 3eHtuaa, HIrBoro Ha KilnpryM rpe6a 4a ce

oApxyBa rra > 4.0 mM.
Kaj naqr,reHTuTe Kor.r Ke pasnnjar roKcr.rrrHocr oA Crenes >3 BKrryqr.rrenHo xunepreHsnja,
xunorareuuja, eAeM u Apyra MprHepaJr KoprHKorlAHa roKcr,rrrHocr, TperMaHor rpe6a
rrpr{BpeMeHo Aa ce npeKrrHe r4 Aa ce AaAe cooABerHa MeAr,rqr,rHcKa rpuxa. Tperuauor co
A6uparepoH 3eHr[sa He rpe6a Aa 6u4e noBTopHo 3anoqHar cd AoAera cr4MrroMr,rre Ha

Toxcur{Hoor He ce HaMaJIar Ao Creneu I unu He [ctre3Har.
Bo cnyvej Ha nponyureHa AHeBHa Ao3a na A6uparepou 3eHrvrBa vrrur Ha npeAHH3oJroH,

TperMaHo'r rpe6a Aa flpoAonxr.r HapeAHnor AeH co soo6u.{aeHara AHeBHa Ao3a.

XenamomoKcuvHocm
3a naque:nr,rre Kor.r fte parnujar Ha rperMaHor (npe.qnocrure 3a

aJraHHH arr{r{HorpaHcQepasa (ALT) uma (AST) Aa ce 3rorreMar HaA

rl-ULN) TperMaHor rpe6a5 naru HaA ropHara peSepeHrHa
BeAHaru Aa ce rpeKuue (eu4ere \et 4.4.

BpeAHocr,rre na ALT z AST rpe6a 4a
250 mg vilH eAHa ra6rera oa 500 mg)

JreKoT rro HopMann3HparLe Ha

Ao3a oA 500 mg (2 ra6nuru ot
HTHTe lra nOBTOpeH TpeTMaH,

cepyMcKrrre rpaHcaMnua:u rpe6a .qa ce Ha ceKor, 2 uegetu no uapeguu're 3



Mecequ, a lroroa eAHau Mecer{Ho. ,{oxonxy u npu HaMaJreHrr Ao3H oA 500 mg, ce jawn 3Harrr.I Ha

xenaroroxcr,rqHocr, TperMaHor rpe6a Aa ce [peKr{He.

,{oxonry [aqneHTor pa3Br.re noreruKa <poprvra Ha xelaroroKcr,rr{Hocr (npe4noc'rur:e sa ALT I,III,I
AST aa ce 3roJreMar w lo 20 rarr HaA ULN) 6uro rora 3a BpeMe na repanxjara, TperMaHor
rpe6a Aa ce [peKr.rHe r4 Jreror He cMee Aa ce Kopucrr4 noBTopHo.

Xenamanuo owmemysabe
Hema norpe6a oA nplrnaroAyBarLe Ha Ao3ara xaj naqneurr,r co nocroeqKo 6rano xe[araJrHo
orrreryBarLe, Child-Pugh Knaca A.
Cpe4noro xeraraJrHo orrrreryBarre (Child-Pugh Knaca B) ja 3roJreMyBa cr,rcreMcKara
I,I3JroxeHoc'r ua a6uparepoH 3a upu6ruNuo 4 rnru rto alnr,rKauuja ua eAr,rHerrHa [epopanHa Ao3a
na a6uparepoH arlerar oa 1000 mg (nu4ure Aen 5.2). He noctojar noAarorru 3a KJrr.rHr.rqKa

6eg6eAsocr u eSuracuocr oA ynorpe6a Ha nosefteKparHr.r 4osu a6uparepoH aqetar rcaj

naqr{eHrr.r co yMepeHo uJrr,r rerrrKo xerraraJrHo oureryBarre. (Child-Pugh Knaca B nnlr C).
He uoNe Aa ce npeABuAr4 npr4JraroAyBarLe Ha Ao3ara. IIpu ynorpe6a sa A6raparepoH 3eHtrasa
raj naquenru co yMepeHo xenaranHo HapyuyBarLe rpe6a BHr.rMareJrHo Aa ce nporleHu AaJrr.r

Kopr,Icra ro HaAMr.rHyBa norenqujanHnor plr3r,rK oA TperMaHor (au4e're ler. 4.2 H 5.2).
A6xpatepoH 3eHrrsa ne rpe6a Aa ce ynorpe6yna xaj naqueHTr4 co rerrrKo xeraraJrHo
orrrreryBame (ru4erc Ler. 4.3, 4.4 w 5.2)

Hopyute ua p eHarHo fiyuxquj a
Henaa norpe6a oA npnnaroAyBarre Ha Ao3ara xaj naqueurr,r co peHaJrHo orrrreryBarie (nu4ere

ael 5.2). He ce r,BBeAeHr,r KJrr,rHr4r{Kr,r cry4u*r co ynorpe6a Ha JreKor raj naqneurr,r co Kapqr,rHoM

Ha flpocrara LI TerrrKo peHaJrHo orrrreryBarLe. Kaj oBr,re flauleHTr,r ce npelopaqyBa Aa ce
flnpe,seMar 3roJreMeHr,r MepKr4 Ha rperra3JrrBocr (nn4ere rct 4.4).

If e d uj ampuc rca no nvn auuj a
Jlexot HeMa peJreBaHTHa npr4MeHa raj onaa rpyfla Ha narrHeHTH.

Haqun ua ynorpe6a
Jleror A6nparepos 3esruna e HaMeHer 3a flepopaJura ynorpe6a.
Ta6aetnte r.pe6a Aa ce 3eMar Hajrraarrcy I uac npe4 ulvt 2 qaca no ja4ene. Ta6lervr:e rpe6a 4a
ce flporonTaaT rleJrn co BoAa.

4.3 KonrpauuAuKaqrn
o XunepceH3uTr,rBHocr Ha aKrr,rBHara cyncranquja HJil4 sa 6uro roj o4 rroMorrrHnTe

cyncraHrluu HaBeAeHr,r ao .qelo'r 6.1;
o Xesz Kor4 ce nau uoNe6u ke 6u$ar 6peueHu (nr,r4ere rct 4.6);

.:a!.."-o Teurxo xenaraJrHo orrrreryBame Child-Pugh Knaca C (nu4ere ,al++u
o A6nparepou 3euruBa co npeAHH3oH r,rJrlr [peAHH3oJroH e

so rol,r6aHarruj a co Pa-223.

4.4 Iloce6nu rpeAynpeAyBarba H MepKrr Ha rperrra3JruBocr
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A6uparetrroH arlerar Moxe Aa npeAr,r3Bnxa xr{nepreusnja, xr4noKaireMuja u pereHqr,rja ua
TeqHocrr,r (nu,4ere ael 4.8) KaKo nocJreAuua Ha 3roJreMeHoro Hr4Bo Ha Mr,rHepanoKoprr,rror,rAu

rrrro rrpor,r3neryBa op, nuxu6uqraja:ra na CYPIT (nuge're ler 5.1). Koaaurauucrpaqnjara ua
KoprlrKocreponAr,r ro cyrpuMupa co3AaBanero Ha aApeuoKoprrrKorponeH xopMoH (ACTH) ruto
pe3ynrr,rprl co HaManyBame Ha I{HIIr.IAeHrIara u rexr,rHara Ha oBr.re HecaKaHr4 peaKrlna. florpe6na
e nperfla:inr4Bocr npr{ annr,rKaquja Ha JIeKor raj oeue naqueHTr,r .ruja ocHonua 6olecr Moxe Aa
6HAe srcueHa oA noKaqyBarre Ha KpBHr,ror npraTr,rcoK, xr4noKareuujara (na np. nxrla Ha

TperMaH oo cpueBu rnr.rKo3nAr4), ullu oA 3aAp[rKara Ha reqHoc'r (Ha np. nuqa co cprreBa cla6oc'r,
TerrrKa uru Hec'ra6l4JrHa aHrr.rHa neKropuc, HeoAaMHe[reH cpueB nn$aprr unr,r BeuTpr{KynapHa

apvnuuja n oHr.re co reurKo peHanHo oruteryoame).

A6npate;,oH 3eH'ruea 'rpe6a Aa ce ynorpe6yna BHr,rMarerrHo xaj naqneHTu co r,rc'ropuja Ha

KapALIoBaoKyJIapHIl sa6orynarra. OA cryAur,rre og (ba3a 3 6urc r4cKryqeHr4 raqneHrr,r co
HeKoHTpoilnpana xnnepteusuja, KiIr,rHHqKr,r suauajHa cpqeBa 6o.nem uauuQecrupaHa co
rrauoraplrfalen un([aprr nn]I apreprrcKa rpoM6osa so [ocneAHr{Te 6 ueceuu, TeLrrKa ilIrvt
uecra6ursa aHrr,rHa HnH cprleBa cra6ocr Kraca III unra IV cnopea Kpr.rrepr.ryMr.rre Ha NYHA
(Cryaraja 301) urrn NYHA Kraca Il utru IV Ha cpueBa cra6ocr (Crysrja 301 1 r.r Cryruja 302)
LtIrH HaMaIteHa cpueBa exeKIII{oHa (fparcqraja < 50yo. Og cry4r,rure 301 I u 302 6ule ucruy.reun
rarlfieHrrlre co arpr,rjanHa (fu6pu:rauuja vilr4 Apyra cprleBa apnruja na roja n e norpe6ua
MeAHuI,IHoKa repar,wja. He 6pua yrBpAeHa 6eg6eAnocta oA ynorpe6a rcaj narlr4eHTr,r co JreBo

BeHrpr4KyrapHa exexrlr4oHa Sparquja (LVEF) < 50o/o prrr,r NYHA Knaca III prnpr IV cpqera
uncyQuqrrenrluja (Cryar{a 301) uru NYHA Class II ao IV cpqeBa raucy$raquenquja (Cryanja
3011 u 302) (r'upre Aen 4.8 ta 5.1).

flpea rper[parLe Ha [aqueHTu co cnruuQuxanteu pa3HK oA KoHrecrrrBHa cprleBa
uncyQuqrreHqraja (na np. ucropuja Ha cprleBo sarajyname, HeKoHTpolrupaHa xunep'reusujaur'v
cpr.IeBlr HacraHr,I KaKo ucxeMr,rqHa cpueaa 6onect), rpe6a Aa ce pa3Mr4cn[ 3a npoqeHKa Ha

cplleBara $ynxquja (ua np. exoKapAl{orparr,r). flpe4 rpernran co A6r,rparepoH 3euruna, rpe6a 4a
ce rperrrl)a cprleBara cra6oct u Aa ce onrr4Mra3r4pa cpueBara (fynrcquja. Xuuep'reusujara,
xunoKaJleMujara u pereHqr,rjata Ha reqHocua :rpe6a Aa ce Koperupaar r.r KoHTponupaar. 3a
BpeMe Ha rperMaHor, Ha ceKol{ 2 ne4er,u Bo npBl,rre 3 naecequ, a floroa eAHarrr MeceqHo, rpe6a
Aa ce cJre,qar KpBHr,ror rrpuTr,rcoK, cepyMcKr,ror K:rJInyM, 3aAprrrKara Ha reqHocru (ronenaynarre
Ha reJlecHara rexuHa, nepuQepnuor e4ervr) v Apyrv 3Harlu r4 cr,rMnroMr,r Ha KoHrecrlrBHa cprleBa
cra6oct lr rpe6a Aa ce Koperupaar a6uoprraanuocrnTe. 3a6erexasa e npononraqzja na QT
LrHTepBan()T xaj naqraexrrr,r co xfinoKaJreMr,rja acoqzpaHa co rperMaHor co a6uparepoH arlerar.
Aro ce janu rcruuuqKu 3HaqrrreJrHo HaManyBame Ha cprreBara tfyHrrrpda, vc'rara Tpe6a Aa ce
flporleHr,r crlopeA KJrr,rHurrKara r,rHAuKauuja, ga ce nprzMeHr,r cooABerna repaunj a v Aa ce
pa3Mr{cnu 3a npeKr.rH Ha ynorpe6ara Ha JreKor

XenarororccurrHocr rl xerraraJrHo
Bo xouqronupaHr4Te KnuHraqKr,r cry,
eH3r.rMH xce 6lrlo [pnqr,rHa 3a npeKn

aer 4.8). Hrsoro Ha cepyMcKr,rre
TpeTMaHO',r, IOTOa Ha CeKO]r ABe HeAen

eAHarrr MeceqHo. Axo ce nojanar

4.2).

3roneMyBaBe Ha xenaraJIHHTe
rfl}/Bar69 Ha AO3aTa (su4ere

H3Mepu npel noqeToKoT Ha

MeceuH oA TpeTMaHoT, a IOTOa

vt vlrvt 3HarI[ r,rHAr4KaTr4BHr,I 3a

xenaroror(cr{qHocr, rpe6a BeAHarrr Aa ce Ha cepyMcxu TpaHcaMunasu. Axo so



6nro roe BpeMe BpeAHocrrrre Ha ALT n AST ce 3roJreMar nosetre oA 5 naru HaA HopManHr{Te

BpeAHocrI,I, 'rperMaHor rpe6a BeAHarrr Aa ce trpeKuHe v QyHxqr,rjara na uprruor gpo6
BHlIMareJIHo Aa ce cneAH. flonropuo 3anor{HyBarLe co rperMaHor Moxe Aa ce 3eMe rrpeABxA
caMo rro HopMaJrr,r3r,rpame Ha xenaraJrHara $yHxquja H co npHMeHa Ha HaMaJreHa Ao3a oA JreKor
(nugere rct 4.2).

Arco naqueHrl,Ire pasnujar rerrrKa xenaroroKcr.rqHocr (ALT r,rnrn AST 20 rlaru Ha4 IJLN) 6r,rno

Kora 3a BpeMe Ha repaur,rjara, TperMauor rpe6a Aa ce npeKr.rHe r4 naqneHTuTe He rpe6a
[oBTOpHO Aa ce JreKyBaaT.

Ilaquenrure co aKrlrBeH ilrrvt craMrrroMarcKn BrrpyceH xelarur 6zle ucruyqeHr,r oA Krrr4Hl,rr{Kr,rre

ucnlrryBaIba, rra 3aroa HeMa AoBoJrHo noAarorllr 3a y[orpe6ara ua a1uparepoH auelm raj onaa
nouynaqr.rja.

Herraa [oAaroIIH 3a KJruHr.rqram 6eg6eAHocr u eQuracuocr oA nonerterparHo Ao3r.rpame Ha

a6upatepon arlerar rcaj naquenrr,r co yMepeHo u rerrrKo xeraranHo orrrreryBarLe (lJhild Pugh
Kraca B u C). Yno'rpe6ara Ha A6r,rparepoH 3eH'rnsa rpe6a BHHMareJrHo Aa rl1roqenn raj
[aIIIneHTI4 CO yMepeHO xe[aTaJrHO OrXTeTyBarLe u AA ce yrBpAH AeKa KOpHcTa oA'rpoTMaHOT rO
HaAMLIHyBa noreuqujarHr,ror pr,r3r,rK (an4e're rct 4.2 w 5.2). A6uparepoH 3eHrusa He cMee ,{a ce
ynorpe6yna xaj uaqueHTr{ co rerrrKo xeraraJrHo orrrreryBarle (eragere Aet 4.2,4.3 u 5.2).

flo nyumrLero Ha JreKor Bo rrpoMer npujaneHn ce perxrr cryr{au Ha aKyrHa xenaraJrHa
r,rncyt[uqr,reHqraja u ([ynlauuaHTeH xe[aruT, HeKor.r HMaJre Qamnen ]rcxoA (nra4ere aerr 4.8).

flogrexysarf,e Ha xopruxocrepot,t.{u u uorcpueHocr Ha crpecHr,r coc'roj6lr
floxoaxy ce [oBJreqe npeAHH3oH t4trvt [peAHr,r3oJroH oA TperMaHor, rrarlueHTare rpe6a
BHHMaTeJIHo Aa ce cJreAar sa nojana Ha aApeHoKoprHKaJrHa uucyrpuqzeuqlrja. ,(oxonxy no
rpeKI{HyBarLe co Koprr4rocrepo}rAHara rcpanuja ce rpoAoJrxr4 co repanuja coA6uparepon
3enulea, naqueHTrrre rpe6a Aa ce MoHr,rropr.rpaar 3a cHM[ToMr.r oA MraHepaJroKopruKor,rAeH
cy$nqrnr (nr,r4ere rr noAarorlure uorope).
Kaj naquenrr,me KoH flpr,rMaar npeAHr,r3oH ]rJru npeAHr,r3oJroH, a ce r,r3JroxeHu Ha rroBncoKo Hr{Bo
Ha cTpec, 3roneMyBarbe Ha Ao3aTa Ha KopTr4KocTepor.rAr,r Moxe Aa e HHAr,rqHpaHo IIpe]I, 3a BpeMe
r,r nocJre crpecHara curyaquja.

fycruua sa xocxnre
Kaj rraaNu co HarrpeAnara Qoprvra Ha MeTacTa3r,rpaH TyMop Ha

HaMaJIeHa rycrr4Ha Ha KocKr,rre. Korr,r6uHupanara repanr,rja
rnllroKopruKor,rAure Moxe Aa ro roreHqupa onoj eQex'r

npocTaTa Moxe jta ce jasu
Ha a6

flperxo.uHa ynome6a ua rerorouasor
Kaj naqr,reHTr.r Korr [perxoAHo ce rperrdpaHr.r co KeroroHa3oJr 3a

oqeKyBa nocra6 oAroBop Ha rperMaHor.

Xuneprruxeuuja
Ynorpe6ara Ha rJrHKoKoprr,rKor4AH Moxe 4a ja sroneMr,r xurreprnzxenaujar{'

\
io

xaj naqueuruco auja6er Mopa roqecro Aa ce oApeAyBa HnBoro Ha ueftep Bo KpBTa.



Xunorrureuuja
flpujaneHra ce cntqav Ha xunorJruxeuuja npn npr,rMeHa Ha a6raparepou arlerar nJryc
npe4lruscu/rpeAHu3oJloH Kaj [aq]IeHTI,I co nperxoAHo rocroeqrr,r 4uja6er ror.r npr,rMaar
nilorJlr,rra3orunu penarnl{Hl,r4 (eu4ere aer 4.5); 3apa4u Toa, raj naqueHTr,rre co gnja6er naopa

noqecro lta ce oApeAyBa HHBoro Ha ruertep Bo KpBTa.

Ynorpe6a co xeuotepanuja
Eeg6eAnocra n eSuxacuocra oA KoHKoMrrraHTHara ynorpe6a ua aluparepoH auerar co
rlzToroxcrrqHa xeMorepanvja He e yrBpAena (nra4ere ael 5.1).

floresuui arHu pr,rsr,run

Kaj rr,raxrur co Meracra3lrpaH TyMop Ha flpocrara, BKJrf{yrajftu ru r4 flarllreHTr.rre Ha rperMaH co
a6uparepcH arlerar, Moxe ga ce janar aHeuuja pr ceKcyaJrHa 4ractpynrcquja.

E0erru gps cxenerHara r,rycxyrarypa
flpujaneuu ce cJIyqaH Ha Ml,Ionaruja u pa6goMr,roJrr,r3a rcaj naquemr4 Tperr,rpaHu co a6uparepoH
alrerar. flose(eto cJlyqall ce npnjaeeHlr Bo flpBr,rre 6 ueceuu oA TperMaHor, a co [peKr{H Ha
ynorpe6a Ha JIeKor a6uparepon allerar Aorrrno Ao onopaByBarle. Kaj raqraeHTr.r Kor.r

r.rcToBpeMeHo ce TpeTHpaaT co JreKoBH 3a KoH e no3HaTo AeKa ce [oBp3aHr,t co
uuonarr,rj a/pa6Aouuoru3a ce npenopaqyBa noce6ua flperna3n]rBocr.

I,IHteparruan co apyrn rerosu
Ilopa4u pI,I3IrK oA HaManeHa r,r3JroxeHocr ua a6uparepoH, 3a BpeMe Ha rperMaHor rpe6a 4a ce
us6eruyeint claltHt4 LIHAyKTopI,I Ha CyP3A4, ocBeH AoKonKy He nocror,r repaneBTcKa
:rnrepHarr{Ba (au.qere aen 4.5).

Korvr6rEHar tnj a Ha a6uparepoH r.r npeaHu goH/npeaHr,rsoro r{ co Ra-22 3
Tepannja:na co a6rparepoH u npeAHLr3oH/npegHusolou Bo xou6uHaqr,rja co Ra-223 e
KoHTpaI,IHAIaIIIrpaHa (nu4ere aer 4.3) 3apa4il 3roJreMeHr.ror pr,r3r,rr o.{ Oparrypfi r.r reHAeHquja sa
3roneMeH Moprzlnlrre'r raj acuira[ToMarcKr,rre HJrr,r 6naro cr,rMflroMarcKr,r naqueHTr{ co ryMop Ha

[pocTaTa pefHcTpr{paH 3a BpeMe Ha Krr,rHr.rrrKr,rTe cTyAr,r[.
Ce npenopaqyBa rperMaHor co Ra-223 Aa He ce 3anoqHyna uajuarxy 5 ,qena no nocJreAHara
aAMIrHI4c'Iparyuja Ha A6zparepou 3euruaa eo xoN,r6rnaquja co npeAHrr3or/npeguu3onoH.

ExcuprnlrerHcu co nosHar e0em
Onoj ner coApxu raKTo3a. flauneHrure co. IapyrryBana KaKo uurolepauquj a
KoH JraKTo3 a, Lapp- taKTa3a ger[uquenquj Manancoprquja, He rpe6a
Aa ro 3eMimr onoj ner.

AEUPAT)|POH 3EHTWBA 250 mg,

Oroj nex coApxr4 noManxy ol I mmol Ao3a oA 4ra6teru no 250 mg
llITO CC CNIETA 34 HC3HAqI4TCIAHA KOJIhq14 "sodium-free"

tro

/rE

AEWPATI|POH 3EHTUBA 500 mg, Qunu-o6aouceHu ma6nemu



Onoj nex coApxr,r 24 mg HarppryM Bo eAHa Ao3a oA 2raIrcru no 500 mg rrrro e eKBr,rBaJreHTHo

sa lYo r)A MaKcr,rMaJrHr,roT Ao3BoneH AHeBeH BHec Ha HaTpr,ryM (2 g) cnopeA C3O.

4.5 [IH'repaKrlrrr co Apyrr JreroBrr rr Apyrr Qopnru Ha rruTeparrlr{[
E(berr na xpalra sps a6rparepoH auerar
A4uunucrpaqujara Ha JreKor co xpaHa 3Haqr,rreJrHo ja sronerrayBa ancopnuujatana a6uparepou
allerar. He e yrnp.ueua eQnrcacHocra r 6es6eAHocra oA yno'rpe6a 3aeAHo co xpaHa 14 sapa4r4Toa
onoj ner He cMee Aa ce 3eMa co xpaHa (nra4ere rct 4.2 u 5.2)

ZHrepalxuun co,rpyr[ rerosu
Ilomeuqujan ua dpyzume neKolu da enujaam Ha us,loilceHocma ua adupamepou
Bo (fapuaKoKr4HercKa Krrr,rHrqKa crygwja 3a r4Hreparqr,rja co 3ApaBH cy6jemr,r xou 6ure
nperxoAHo rperl4paHr{ co cr.rJreH CYP3A4 r4H.qyKrop pu$aunr,rqr.ru 600 mg/aen Bo reri ua 6 Aeua
tro IIITo cJreAeJra eAHHeqHa Ao3a Ha a6uparepox arlerar oa 1000 mg, 6uro grl6erexauo

HaMirny'Barf,e Ha cpeAHara rrJrrBMarcra AUC- na a6uparepou za 55%o.

flo'renr:uure r{HAyKTopr,r Ha CYP3A4 (na rp. Qeuurouu, xap6auasenuu, putpaunuqnu,
pra$a6yrnn, pzQaneuruu, Qeuodap6wrary KaHrapr,roH (Hypericum perforatum)) 4re6a Aa ce
us6enryraar 3a BpeMe Ha rperMaHor, ocBeH Bo cnyqau Kora He nocrou anrepHarr,rBua repannja.

Bo noce6na SapvraroKr4HercKa KJurHr,rqKa crynuja 3a r.rHTepaxrrr.rja xaj 3.qpaBr.r cy(ijexrn, ro-
aAMl,IHrrcTparyujata Ha KeroKoHa3oJr, cr{Jres CYP3A4 uuxu6urop, HeMaJra 3HaqaeH KJruHr{rrKr.r

e(pexr nps SapuarcoxzHerprrara ua a6uparepou.

Ilomeu,qujan ua A6upamepou 3eumueo da enujae 6p3 u3JtoilceHocmo ua dpyzu JteKo*tt
A6upar:epoH e usxn6uTop Ha xenaraJrHr.rre eH3r.rMH sa rvrera6onr{3aM Ha JreKoBr.r - CYP2D6 u
CYP2C:8. Bo cryauja 3a oApeAyBarbe Ha eQerru're o4 a6nparepoH arrerar (nnyc npe4uusou)
Bp3 eAI4HeqHa Ao3a Ha AeKcrporraerop([an (CYP2D6 cyncrpar), crcreMcKara H]]JroxeHocr
(AUC) Ha AeKcrponaeropt[an 6rra sroreMeHa 3a 2,9 naru. Cucreucrcara r,r3JroxeHo<:'r (AUC2a)
Ha AeKorpopQan, aKrr4BHr.ror lrera6onur Ha AeKcrporrae'ropQanor, ce 3roJreMnta 3a oxoiry 33%.

Tpe6a ,q,a ce BHr4MaBa rtpu rrcroBpeMeua ynorpe6a ua onoj JreK co neKoBu Kor,r ce aKrr.rBnpaar
uru uera6oJtu3vpaar rpeKy CYP2D6, noce6uo co JreKoBr,r KoH r{Mar receH Tepa[eBcKH oncer.
Tpe6a Aa ce puuMucnr4 3a HaManyBarbe Ha Ao3ara Ha JreKoBHTe Kou r.rMar receH repaleBcKu
oncer la ce Mera6orusupaar rpexy CYP2D6 KaKo Ha [pr{Mep: MeroflporoJr. rponpaHoJroJr,

Aecr{[paMr,rH, neulaSaKcuH, xalJroflepuAoJr, pucnepr4AoH, npouaQenou, Qlex-auHull, KoAer,rH,

oKcI,IKo,AoH H rpaMaAon (na nocne,4nure 3 rpoAyKrr4 CyP2D6 HM e rrorpe6eH ga

HHBHHTe aKTr,rBH r,r aHaJrrercKr4 naera6oluru).
HA

Bo CYP2C8 cry4ujara 3a rreK-rreK r.rHrepaKqr,rja cnpoeeAeHa xaj rtlp4bu,.r drr,h HA

HA

000
mg a6uparepoH arlerar. llpra lrcroBpeMeua ynorpe6a, naqueHrure rp{d'iitIqg,
3a roKcr,rrrHocr acoqupaHa co cyrcrparlr na CYP2C8 co receu repanenbc{uruuAe pr{Mepr4

3a JIeKoBr,r Kor{ ce uera6urugupaar npeKy CyP2C8 ce ru,rorJlr.ITa3ou u penarn
4.4).

(nu4ere ,qer

nuourr,rrur3ort 6uta 3roneMeHa sa 46yo r.r AUC Ha M-III u na
nllorJlr,rra3ou) ce uaualr{Jre 3a 10% (cexoj) npn



I,In eumpo 6nno yrBpAeHo AeKa rJraBHr.rre Msra6orurn aduparepou cyn([ar a N-oxcuA
a6uparepon cyrQar ro urxx6upaar xenaraJrHlror [pe3eMaqKr,r rpaHcnoprep OATPIB1 urro
Moxe Aa pe3ynrr,rpa co flopacr Ha KoHueHrpaqr.rjar:a Ha JIeKoBr{ KoH ce enrrMrrHnpaar npeKy
OATPIBI. Heua KJrr4Hr.rqKr4 noAarour{ rcor.r ja norBpAyBaar oBaa rrHTeparquja.

Vnompeba co neKoeu Kou zo npoJtoHzupoom QT uumepnanom
Enaejftu ,[enpHBarIHoHHor rperMaH co aHAporeHH Moxe Aa ro nponoHrr{pa QT uurepnaJror, ce
npe[opaqyBa BHr,rMareJIHocr flplr aAMlHlrcrpr,rparbe na A6r,rparepou 3eurnBa co neKoB.r,r KoH ro
nponoHrupaar QT r.rHTepBanor rrJrr,r JreKoBr,r Kon rrHAyrlvpaar Torsade de pointes, xaro rlaca IA
(np. xuHrr.quH, Auconupauu4) r,rJllr KJIaca III (np. aMr,roAapoH, coraJroJr, 4oSerunug, u6iyrr.rnra4)

aHTr,rapu'r'Mr,rqu, MeraAou, ruorccuQJroKcarluH, aHTr,rnclrxorr,rrlu I4TH.

Vnompeba co cnupoHonaKmoH
CnnpouonarcToHor ce Bp3yBa 3a aHAporeHr.ror peqenrop lr Moxe rH 3roJreMr,r Hr{Boara Ha

npocrara cnequQuveH aHrllreH (PSA). He ce npenopar{yna ynorpe6a co A6uparepoH 3eHrraea
(rragere a;er 5.1).

4.6 ll;roanocr, 6penaenocr r{ Aoerbe

Xenra co penpo.uyrrprgeH noreHuujar
Heua noilaroqu sa ynorpe6ara Ha a6nparepoH arlerar 3a BpeMe ua 6peueHocr raj nyfe z onoj
JreK He e rraMeHer ra ynorpe6a rcaj xenu co penpoAyKTr,rBeH noreuqujan.

Koumaueuuuja raj uaxu u xeuu
He e noguaro gatm a6uparepoH HJrH HeroBHTe uera6orur[ ce [pacyrHlr Bo ceMeHara'retrHocr.
Aro [auueHTor HMa ceKcyaneH o.(Hoc co 6peuena xeHa, norpe6uo e Aa y[orpe6yna
np$epBarus. Aro naIII4eHTor LIMa ceKcyaneH oAHoc co xeHa Bo penpoAyKrr,rBHa Bo3pacr,
norpaj KoHAoMor notpe6eH e I,I Apyr e$erruneu KoffiparlenruBeH Merog. Cry4uure co
xr,rBorHr{ noraxaJre penpoAyKTHBHa roKcr,rq Hocr (aa4ere,qer 5. 3 ).

Epeueuocr
A6uparelnH 3eHrzsa He ce yrorpe6yaa raj xenrE. A6raparepoH aqerar e KoHTpar,rH4uqapaH raj
xeHr,r Korr Moxe 4a sa6peueHar ilrr4 sefte ce r.r (nngeT e rct 4.3 u 5.3).

.4oerre
A6nparelrcn 3enruea He ce

(Depruru're'r

A6r.rparepono'r arujaeJr Ha nJro, r.inTe craopqu, lrefyroa oBr4e etfemr.r
6u.ue qerocHo peBep3u6rarura (

4.7 EQexrrr Bp3 cnoco6nocra 3a Bo3erse BAtbE CO MAUIHHI{

A6r,rparelnH arlerar HeMa IIJII,I He3HaqI,ITeJruo uujae nps cnoco6Hocra 3a Bo3erLe H yflpaByBarre
CO MAIIIIIII.

4.8 Hecarcauu eQerru

SQrut "



36upeH npnras Ha 6es6eaHocnror npo0rar
flpu auarn3ara Ha HecaKaHHTe peaKrlrru oA cryAur.rre o4 Sasa 3 co a6raparep()H auerar,
HecaKaHLI peaKqr.ru rou 6rue perr4crplrpanu raj >10% o,( raqlreHrure 6nle nepra$:pen eAeM,
x[roK€]JleMuja, xuuepTeusuja, ranSerquja Ha ypr.rHapHlror rpaxT, flopacr Ha Hr4Bol]o na ALT
u/r,rnu r\ST.
Apyru BaxHI,t HecaKaHI4 peaKllr,ru ce: cprleBr,r HapyuyBalba, xenaroroKcurrHocr, {paxrypu ra

aneprucKl,I aJrBeoJrHT.

A6uparepoH allerar Moxe Aa rrpeAr,r3BnKa xr,rnepreHsnja, xuloKaneMuja w 3aAp)KyBarbe Ha

Ter{HocTI4 KaKO rrOCJreAHUa na (}aprraaroAr,rHaMr,rKaTa u MexaHr,r3Mor na gejc'rno. J3o Sa:a 3

cTyAIrI,iTe, oqeKyBaHr4Te HecaKaHu peaKrlr,ru oA Mr,rHepaJroKopTnKolrAr,rTe [oq()cTo 6une
sa6ere:xaHu raj flallueHTr,rre rperr,rpaHu co a1uparepoH auerar orKoirKy xaj naqueuru Ha

nlaqe6o: x[roKurJreMuja l8%o Hacnporn 8olo, xunepr:euswja22Yo Hacnport4 l6Yo u pereuquja ua
Ter{HocrI,I (nepu$epeu e4ervr) 23Yo uacnporn l7%o, cooABerHo. Kaj naqr,lenrr,rre rporr,rpaHH co
a6upatepon allerar Hacrrporu nau[eHTr.rre rperr.rpaHr,r co nlaqe6o: CTCAE (Common
TerminLology Criteria for Adverse Events nepsuja 4.0) crenes 3 u 4 xunoxarerrauja 6une
sa6erexaHll rcaj 6Yo Hacrporu.l %; (CTCAE, nepsraj a 4.0) creneH 3 unu 4 xunepreuzuja 6urre
ga6ere:xanu rcaj 7Yo Hacrporr,r 5%o, u pereHqraja Ha reqHocr (nepn(pepen e4ervr) creneH 3 ntru 4
cejanuaa rcaj lo/o Hacflporn l%o ol,naqlreHTuTe, cooABerHo.
Hecarauute peaKlluu oA MHHepaloKoprHKor,rAHTe BornaBHo ycneuHo ce rperrrpaar co JreKoBH.
HcronlleueHara yroTpe6a ua Koprr.rKocrepor.rAr4 ja peayqupa HHrrr,rAeHqara r.r rejxr,rHara Ha

HecaKaHlrre peaKrrnn (eugere rct 4.4).

Ta6e&peH rpr,rKa3 Ha Hecaxa
Bo cry'Auure Ha [aqpreHTu co Ha[peAHara Qoplaa Ha MsracriBr,rpaH TyMop Ha flpocrara Kor,r

Kopl,Icrene nyrel4Hl,I3r,Ipar{Kr,r xopMou-ocro6o4yBarrKu xopMoH (LHRH) aHailo3v trJrlr [perxoAHo
6ure qretupaHu co opxl4eKroMuja, aluparepoH arlerar 6ul aulprqupaH Bo Ao3a oA lCr00 mg/aen
so xor{6l,Ina\uja co HHcKa Ao3a [peAHLl3oH vtrrv [peAH]r3onoH (5 mg ulu l0 mg/aen :nBr,rcHo oA
r.rH4uxaqr,rjara).

Hecaxasure peaKIIHH sa6erexaHrr 3a BpeMe Ha Krr,rHurrKVTe cryryr4ut I,r Bo [ocr-MapK()Tr,rHrrrKr.ror
nepuo.u,, ce HaBeAeHI,I floAony so ra6erara, no lrecrorara Ha H]IBHo jarynarr,:. Cnopea
r[pexaenupljara Ha janyrarre HecaKaHr,rre peaKur,rr ce xracu$wJupanr KaKo: MHory qecrr.r

(>l/10); vecru(>t/I0O ao <l/10); norr,ranrcy qecru (>l/1,000 ao l/100) perKr.r (>1,'10.000 4o
1/1,000); MHory perKLI (<l/10.000) u uecaxaHr,r peaKur.ur co Hero3Hara qecrora Ha janyname
((fpernenqnjara ne uoxe Aa 6(QpeKBeHur,rJaTa He Moxe Aa or4Ae onpeAeneHa cnopeA AocTanHr,rTe no

Bo cexoja rareropnja, HecaKaHr,rre peaKrlat4 ce [pr4KaxaHn cnopeA oni

Ta6e.na 1: Hecananu pearcrllrll npujanenu 3a BpeMe Ha KJrr{HrrrrKu'r
Ha JIeKOT BO [pOMeT
Kracu Ha opraHu rr c[creM[r Heca"a"" pearcuuu u Operile;urE ,a'Effi"*"
I4nQerquu u uuQecraquu MHory qecrr.r: ypvHapHu "\ffi,\r;qecTr.r: cenca -' -- --,.r'
Hapyuynarba Ha rrMyHrror cr{creM He[o3Hara QpeKBeHUH p: aHaqv ilaKrHrr HH peaKUr4 H

Hapyrlynarba Ha eHAoKpHHrror cucreM rroMaJrKy qecTH: allpeHaJrHa HHc



Hapyur;gnatba Ha Me'ra6o,rHgMor n
HCX

Hapymlynarra Ha cpllero

PecnuprlropHn, TopaKaJrHH r{

f acrportrrecrnnaJrHrr Hapy[ryBama

XenaroSuruj apnu HapyrryBarba

Hapyur;ynana Ha Koxara r.r flol'KoxHoro
BO

Hapyuqynarba Ha MycKyJrure, KocKrrre rr
TKHBO

Hapyrqrnarba Ha 6y6peru're u
CI{CTEM

Onurru Hapy[ryBarba rr HapyuryBarla Ha

MECTOT(I HA ATIJIII

H KOMTIJII.I
*Cpueeala cra6ocr tacro raKa BKnyqyBa KoHrecrHBHa cprleBa cra6om. neBo BeHTpHKyJrapHa

4racSyHrc lraj a r.r HaMaJreHa exeKrlnoHa tlparqrnj a
**0parc.)'pr,rre BKryrryBaar ocreonopo3a v cHTe Qparrypra co HcKnyqoK Ha raroJrorrrKr.rre
tpparryplt
" C nonrar u,r npr,rj anu oA rrocr-M apKerr.rHrrlKoro cJreAerLe
o 3roreu,:uo Hr4Bo Ha aJraHr,rH aMr,rHorpaHct[epasa (ALT) ulutru acnaprar aMr4HorpaHc([epasa
(AST) BKryqyBa: 3roJreMeH ALT, srorerraeH AST u a6HopuarHa xeraraJrua t[yHrqr,rja.

CreAHuse CTCAE (nepsuja 4.0) crenen 3 Hecaraun pearur,ru ce nojanure rcaj naqrneHrr.rre

Tperr{paHr,r co a6uparepoH arlerar: uja 5o/o, r.ru([erquz Ha yprrHapea rpaxr 2%o,

xl4nepreH3uja 6Yo, i[paxrypn 2Yo; rcpu$epeu3roJreMeHr.r BpeAHocrH Ha ALT
eAeM, cpueBa cra6ocr u [a no l%. CTCAE (nepeuja 4.0) Crenen 3
xr4neplprz:fJrHrlep HAeM uja u une xaj < I yo o.q nauueHrnre. CTCAE
(aepanja 4.0) crenen 4 ALT nlunra AST, xunoxalenauja,
cpqeBa cna6oc'r, a'rpu. ce janune xaj norvranKy oA lYo ol
NAUI4EHTIZTE.

flosl,rcoxa HHrruAeHrra Ha x uja 6um perprcrprrpaHa raj :xopnaon-

36.7% ot

MHOry qecTI,I : XUnOKaJIeMIIJa
I{CCTI4 : XH NEDTDHTNUUEPI4.IIEMH

qecrrr: cprleBa cra6oct*, aHrr4Ha fleKToprrc,
arp raj anna Sra6punaqr,rj a, raxurcapAuj a

noManKy qecTH: Apyru apilTMt4r4

Heno3Hara (fpexaenquj a: Mr{oKapAeu uHQapr:r,

na QT (uE4ere get 4.4 ur 4.5

MHOry qecTu: xt4

peTr(r4 : a,qepfr4cK 14 aJrBeoJrr4THc

MHOfy qecTr,r: noKaqeHo Hr.IBo Ha anaHr,rH

aMr.rHorpaHc(pepasa u / utru acraprar
aMr,rHorpaHc$epasa r
perrlr: SynrraunanreH xenaruTl,Ic, aKyrHa xenarzlJlHa

noManKy qe crrl : rr,rraonaruj a, pa61onauolusa

qecrh: xer'ila-ryprlja

MHory qecrlr: uepuQepen e4err,t

ceH3urr4B Hara nonynaqnja (cry pnja l). XranepreHrraja 6um npujaneHa xaj

BacxylrapnLr Hapy[ryBarsa

MHOry qecTlr: N4Japea
qecrrr: .uucnencuia

qECTI,I: OCHTI

qecrr4: dpalc'rypu*x



rarlueHrr,rre oA xopMoH-ceH3r4rrrBHara roryJraqraja (cry4uja 3011) cnopeAeHo co ll.8% LI

20.2% Bo cryAr{}rre 301 u302, cooABerHo.
Xunorzunenanja 6una sa6ereNaHa xaj 20.4% oA nau[eHTHTe oA xopMoH-ceH3r,rrr,rBHara

uonynaqraja (cryanja 3011) cropeAeHo co 19.2Yo u l4.9Yo Bo cryAr.rr{re 301 ra 302, cooAserHo.
I4uunAenqara H cepuo3Hocra Ha HecaKaHnre 4ejcrsa 6ur,e noBucoKrr Bo noArl)ynara Ha

rallllenrr{ co roqereH ECOG2 craryc na nep([opMaHcu u raj nocrapvre naquenru (275
ro4uHn)

Onuc ua celeruapauu uecaranu peaxuul,r
Rap duct e a c tg)lt opHu p e aKquu
04 tpr.r:re cryl.vrr4 o4 lpasa 3 6ure ucKnyr{eHr,r narlaeHTr.rre co HeKoHTponrlpaHa xunepreHsuja,
KJII,IHITTTKI4 suavajna cprleBa 6orecr uauuQec'rnpaHa rrpeKy MproKapAeH rau([aprr r4Jrr,r aprepucKa
rpou6osa Bo [ocJreAHn're 6 Meceq[, TerrrKa uru necra6r.rJrHa aHrr,rHa rreKTopuc ytrv NYFIA
Klaca III nnpr IV cpuena cra6ocr (ctyauja 301) urn Kraca II ao IV cprleBa cra6oct (cty1raja
3011 u 302) utm cprleBa exeKur{oHa (fparqrja < 50yo Cnre nauueHrn BKrryqeHr,r Bo cry,ur,rjara
(n onue Ha aKrHBHa cync'ranqraja u oHr,re co nraqe6o'rperrr,raH) 6lare [crospeMeHo rperr,rpaux
co aHAporeH Aerrpr,rBarrproHa reparr.rja, Hajuecro co ynoT pe6a sa LHRH aHaJro3r4

lrrro 6ulo acoqprpaHo co nojana ua guja6er, Mr,roKapAeu zn(papxr, qepe6poeacKynapHtr
LHUI,IAeHTn u ueua4ejua cprleBa cupr. Huqr,rAeHrlara Ha HecaKaHu KapAr,roBacKynapHlr peaKrlrdn

Bo cryttulrre o4 $asa 3 raj naqueHrrrre Koz ynorpe6ynane a6uparepou arlerar cnopeAeHo co
naqueHTllre [ITo 3eMaJre nraqe6o 6uta: arprnjanna t[rn6pr,rraqrnja 2.60/o Hacflpr)Trr 2.0yo,
'raxuxap4uja 1.9%;o Hacnporr,r l.|yo, aHrrrHa reKropr,rc 1.7%o lHacilporn 0.8%, cpqerla cla6ocr
0.7 o/o nacrryoru 0.2Yo u apuruwja 0.7%o ruacnporw 0.5o/o.

XenamomoKcuvHocm
Kaj narlr,renruTe Ha 'repauuja co a6nparepoH arlerar 6um rtpujaBeHa xenaroroKcarrHocr co
3roJIeMeHLI BpeAHocrr,r na ALT, AST u BKyneH 6utmpy6uu. Hprs cure KJruHr,rqKrr ,lryAuv oL

Qasa 3, xenarororcr{qHocr oA crereH 3 u 4 (ua rp. 3roJreMeHH BpeAHocrr{ 3a ALT u.rru AST >5
x ULN LIJII,T 3roneMeu 6ntupy6ns > 1.5 x ULN) 6ure nprajaneun raj oKony 6%o ol, raulreHrr,rre
TperI,IpirHL co a6uparepoH arlerar r.r roa o6nquo Bo npBHTe 3 uecequ tro [oqeroKor Ha

TperMauor. Bo Cryar,rjara 3011, crereH 3 utru 4 Ha xenaroroKcr.rr{Hocr 6nl sa6enexau xaj
8.4Yo ol fla{ueHTzre rperl,IpaHu co a'uparepoH arlerar. Kaj Aece, [ar.IHeHTr,r Korr npr,rMane
a6nparepon aqerar repanujam 6ura npercnHara 3apaAra nojana Ha xeflaroroKcr,rqHocr; ABa oA
HHB I,IMaJIe cre[eH 2, :olect [MaJre creleH 3 xenaroroKcl,IrlHocr, A ABa naIII4eHTI,I 6ule co creneH
4 Ha xenaroroKcuqHocr. Hrary eAeH [arI[eHT oA ctylujara 30ll He nor{r,rHrrJr oA
xerraroroKcr.Iq Hr.rre eQe xru. ,4.)1,

/.O' -. -rt.t.

a{#{'{pd1ridbtt frBo xrrElru.rKr,rre cryAr,rr.r o4 (pasa 3, naqnernr,rre co noKaqeHu 6asa{f{'Iil}dnriOt+4,
AST npea rperMaHor r,rMarre roroJreMa nepojaruocr rc uualt;,rgiap+rn ,E1 HA

Synrqr,ronanHlrre recroBlr Ha rrpHlror Apo6 cnopeAeHo co oHr4e L1

BpeAHorlrr,r Ha noqeroK o4 repanzjara. flpu nojana Ha nopacr Ha a A1i, AST
>5 x ULN uJrlr 3roJreMyBarbe Ha Hr.rBoro ua 6utupy6un >3 x UL
arlerar 6un upunpeMeHo r4Jrr4 rpajno npeKr.rHar. Bo Asa KoHKperHr.r b+isa'loqorygo

H

u
3roJIeMr/BaBa Ha pe3ynraruTe ol rfynxqnoHaJrHrire xenaraJrHH TecroBH (eraAere Aer

Ao rop€lcr na ALT unrz AST ga 15 .qo 40 x ULN r.r Ha BpeAHocrnre ua 6utmpy6l,rHor :ra 2 lo 6 x

,T uil'u



ULN. IlrcxuHor Ha repanujara co a6raparepoH arlerar xaj aeajuara narlneHrr,r pe3yJnupan co
HopManr.r3aqraja na xenaraJrHara t[ynrunja H eAHr.ror rarIHeHT 6ur nosropHo rperrrpau 6es
pexypemrHo 3roneMyBar6e Ha BpeAHocrr.rre. Bo crygujam 302 t<aj 35 (6.5%) oA nar(ueHrr,rre
'rperr{pauu co a6uparepoH auerar 6ure sa6erexaHr,r 3roJIeMyBaBa Ha HHBoara na l\LT unu
AST oa oreneH 3 utru 4.
flpoueulrre Bo KoHrIeHTpaur,rHTe Ha aMrrHorpaHc$epasnre 6ure pelreHra rcaj cnre ocneu xaj 3

laulreHTl{ (2 naryueyru co HoBH Mynrr,rflJrr,r Meracrasv Ha rlpHr.{or Apo6 ra I naqueur co
noKaqyBiuLe na AST BpeAHocra oKoJry 3 seAeru no anruxaquja Ha nocneAHara Ao3a
a6uparep,oH aqe:ra'r). Bo xrHHH.{KHTe cryAr,ru og r}asa 3 npercuu Ha rperMaHor KaKo pe3yJrrar Ha

roKaqyBrulara Ha ALT u AST ranra 3apaAr a6uopuamra xenaraJrHa Synxquja 6r,rn npr,r.ianen xaj
l.lYom(t.6Yo ol, nau[eHTr.rre rperr,rpaHu co a6upa'repoH arlerar u nraqe60, cooABerHo. He ce
npujaaeHu cMprHH cnyqar4 KaKo p$ynrar Ha xenaroroKcr,rqHocr.

Bo xlurrnqKr,ITe cryAl,ru, pr,r3r4xor 3a xefloroKcr,rr{Hocr 6ul y6raNeH co HcKJryqyBaBe Ha

[aqueHTr{ co xenarl,ITvtc vttr 3HaquTerHr,r a6uopuaruocrr{ Ha recroBuTe aa Qyurquj ara Ha

rlpHr{or lipo6 npeg roqeroK co'rperMaHor. Ol crylwjam 301I 6rare ucKryr{eHu narlr4eHrure co
ror{erHa BpeAHocr ga ALT n AST > 2.5 x ULN, 6trupy6uu > 1.5 x ULN nnu oHr,re co aKrr,rBeH

I{JIr,I cI,IMnroMarcKL BlapyceH xenar}rrr4c nnv xpoHuqHa xenaralsa 6olecr, acql{Tec vtrvl
HapyureH o KpBaBerLe sapa4il xenaraJr Ha 4rac(pynrqr,rj a.

Bo cry.ruajara 301, rarlueHrr.rre co nor{erHr.r BpeAHocrH Ha ALT r,r AST > 2.5 x IJLN 6es
nptlcyrHtr Meracra3l4 Ha IIpHIror Apo6 uru > 5 x ULN co xenaraJrHr,r naeracragu 6ule
ncxlyueuu. Bo crywtjam 302, naqueHTr,rre co Meracra3u Ha rrpHr.ror apo6 He 6une
rcnanr,r([r,rryBaHl,I 3a Aa yqecrByBaar Bo cry.unjara H rarlueHTr,r co noqerHr,r BpeAHocrr{ sa ALT u
AST > 2.5 x ULN 6ure ucxryqeHr.r.
Kaj naqrzenrure raj KoL ce pa3Br,Ine a6uopruaruH BpeAHocrr,r Ha xenaraJrHure (fyurqr,ronalHu
TecroBlr:ra BpeMe Ha KrI,rHI,rrrKVTe cryI:au 'repanujata 6ula npexuHarail rroBTopHoro neKyBarLe
6rtro Ao:leoJleHo caMo AoKonKy pe3ynrarvre oA TecroBr.rre ce Bparar Ha noqerHoro HrrBo
(nugere rct 4.2). flaqueurn're xaj xor.r ce jaaur nopacr Ha BpeAHocrr,rre Ha ALT r,r AST> 20 x
ULN ne 6zre nostopHo rperupanra. Ees6eAHocra oA noBTopeH TperMaH xaj mrnu narlueHTr,r e

Heno3Hal'. MexaHusr\,ror sa nojana Ha xeflaroroKcur{Hocr ue e pasjacuer.

[pnianvsarLe Ha cvcneKrH[re HecaKaH[ neicrna
llpnjanyrramero Ha HecaKaHHTe 4ejcma no nyrrrrame Ha JreKor Bo npoMer e oA roneMa rlaxHocr.
Ha onoj Har{[H ce o6eg6eAyBa KoHTHHyr,rpaHo cneAerse Ha Kopr,rcra Hacnporr,r pn3r.rxor oA
ynorpe6ara Ha JIeKor. 3.4pancmeunre pa6o'ruuqu rpe6a Aa ro nprajauar cexoe coMHHTeJrHo

HecaKaHo gejcrno npeKy Haquouaruuor rleHrap sa ([apr"rarcoBr4runaHrl,a npu Areuuujara za
JIeKoBLI u MeAIaIIHHcKL cpeAcrna (yir.Ce.K_4pr,u u Me'rograj 6p.54 rar l) r,rJrr,r ro enexTpoHcKu
rar rrperF ne6 ctpauam na Arenquj

4.9 IIpe4o:rparbe
I4cr<yc'rnoro co npeAo3nparre co I,II{EHO.

He nocr,lta cnequSuueu a rpe6a Aa ce [peKrrHe co
BKIyr{I,ITenHO

. 3aAlprrrKa Ha

aAMnHrrc'rpaqraja Ha JreKor r.r cynopTHBHH MepKu,

MoHrrropr{Hr sa nojana Ha ap '3a 3HarIH U CT4MITOMI,I Ha

ce cJreAr4.TeqHocrr-r. Xenaramrara Qyurqraja,



5. OAI'MAKOJIOITIKII IIOAATOIIU

5.1 @aprYrarcoAlrHaMcxu cnojcrna

(DapnaarcorepareBcKa rpyna: eHAo Kpr4Ha rcpanuj a,

areHcr4r; ATII roa: L02BX03
Apyfr4 xopMoHanHr,r aHTafoHHcTt4 vt cpoAHLl

MexaHusal,r Ha aejc'rso
A6rEpar:epon arlerar vH Buao ce KoHBeprnpa Ao a6uparepon, aH.(poreH 6uocnnretcru
nuxu6nrop.
Cneqnt[uvuo, a6aparepouor cereKrr,rBHo ro unxu6upa eH3r,rMor 17 ar$a
xrrApoKcr.rJrasalClT,20-twjan (CYPI7). Oaoj eH3HM ce Jrarrr eHAoreHo r,r e norpe6en sa
aHAporeHa 6uocunrega Bo recrr,rKynapHure, ua.q6y6peNHr{Te r,r npocrarr,rqHuTe ryMorHu rKI4Ba.

CYPIT ja rcararnsupa KoHBepslrjara oA [perHeHoJroH rr [porecrepoH Bo rpeK/pcopl,I Ha

recrocreponor, DHEA r aHApocreHeAr,roH, cooABerHo, npery 17 an$a -xHApoKcr,rna\wja u
pacqer Ha BpcKara rr,refy C17,20. Vtxuiu\ujara Ha CYP17 rrcro raKa pe3:/nrr{pa Bo

3roneMyBarre Ha npoAyrqrajara Ha Mr4HepaJrKoprr,rxor,rAr,rre oA naa6y6pexHrrre xJre3,tll (spr,(ere

ser 4.4).

Au4poreu-ceH3uTr,rBHr.ror KaprIr4HoM Ha npocrarara pearupa Ha rperMaHor co HaMaIIyBarLe Ha

Hr,rBoro Ha aHAporeHHTe. Au4poreH Ae[pr.rBarluoHr,rre repanun, KaKo ruro e rperMaHor co
LHRH aHano3rrre yrrt opxueKToMuja, ja HaManyBaar npo4yxqnjara Ha aHAporeHI,I Bo

Tecrr4cr.rre, uefyroa ue uujaa'r Ha rrpoAyKqujara ua aHAporeHH oa naa6y6pexHure )rir,e34u utLr
Bo ryM:opor. Tperuanor co a6uparepou arlerar ro HaManyBa cepyMcKllor recrocrepoH Ao
nesa6ereNureJrHr,r HVBoa (ropucrcjftu rorraepqujaJrHlr recronu) rcora e AaAeH 3aeAHo co LHRH
aHzuro3r,rre (unu opxuerrouraja).

@apuarcoauuaucru eOerrn
A6r,rpar:epoH arlerar ro HaMaJryBa cepyMcKrror recrocrepoH lr Apyrnre aHAporeH,a Ao HI,IBo

loMaJro oA oHa Koe ce [ocrrrrHyBa caMo co Kopr,rcrerLe Ha LHRH aHilro3]a vilH co
opxuerooMuja. Oea e pe3ynrar oA ceneKTr,rsHa r,rHxu6wJuja Ha CYP17 eH3uMor norpe6eu sa
aHAponeHa 6uocnu'resa. flpoc'ra'ra cnequQuvruor aHTHreu (PSA 6r.roraaprcep xaj
[aqpIeHTHTe co ryMop Ha flpocrarara. Bo <[asa 3 oA Krr.rHr,rrrK KOH

r,rMaJre Heycnex co xeMorepantjara co raKcaHr,r,3SYo ol
arIeTaT HacnpoTr,r l0%o ol HuB Tperr,rpaHH co nnaqe6o,
[oqerHr4Te Hr,rBoa sa PSA.

KrraHNqrca e0uracHoc:r u 6es6elHocr
E$uxacuocra 6vta yrBpAeHa Bo rpn paHV

Mynrr,rrteHTpuuuu Qasa 3 rcnuuuqru cry1t4r4 (cryauja 3011,302 u 301)-ia-rrafiieHru co BLIcoKo

pr.r3r,rqerH MeracrarcKr4 xopMou-ceH3rrruBeH Kaprlr.rHoM Ha [pocrara (mHSPC) u ut:'racra'rcxu
ryMop Ha npocrarara pe3ucreHreH Ha Kacrpaquja (mCRPC).
Bo cry4r,rjara 3011 6urc BKryqeHu rarllreHrr.r co uoao4ujarHocrllllupan (no nelrptoA oA 3

Meceqr oA paHAoMr.rsaqujara)) mHSPC co BrrcoKo-pu3r,rrrHr,r rporHocrl,Iuxn tparropn.

I_qiqpJM
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flporuosa co BHcoK pr,r3uK e ge$ranupaHa KaKo npucycrBo ua uajuamy 2 ol, creAsute 3

$arropra Ha plr3rrK: (l) Gleason-oB pe3yJrrar oA >8; (2) npr4cycrBo sa >3 KocKeHr,r ne3r.ru npu
cKeH Ha KocKlr, (3) npncycrBo Ha Mepnr,rBr.r Br,rcqepaJrHr,r (co ucrryr{oK ua mau$ura jasnu)
Meracrltrrr. Bo axrnsHr4or nporoKoJr Ha naqlreHTrrre uu 6ul AaBaH a6raparepon allerar Bo

AHeBHa Ac3a oA 1,000 mg eo rcoN,r6uHa\uja co Hr,rcKa Ao3a Ha npeAHr,r3oH (5 mg, eAHarx na 4en)
KaKo AorronHyBane Ha craHAapAHara repannja-ADT (LHRH aroHr,rcr r,rJru opxuexrouuja).
flaquernute oA KoHTpoJIHHor npororon npr,rMane ADT u uaqe6o HaMecro a6uparepon arlerar
r,r npeAHr43oH.

Bo cry4ujata 302 6ure nrnyveHr,r naqneHTr4 Kor, rperxoAHo He npuMane Aorleraxcen; AoAeKa
ro cry,unia 301 6rane BxnyqeHr,r [aqrreHTu Kor{ rperxoAHo npr{Mane Aor.IeraKcer. flau,ueHT}rre
Kopr.rcrene LHRH aHulrro3r,r unll nperxoAso 6nle rper]rpaHr,r co opxpreKTorrar,rja. Bo 4elor ua
crygwjara KaAe raqueHTr,rre flpr,rM:rne repannja co aKTr4BHa cyncmnqr,rj a, aluparepoH arlerar
6ul AasaH Bo Ao3a oa 1000 mg AHeBHo so xol{6l4Haqraja co H}rcxa Ao3a npeAHH:3oH r.rJrr.r

[peAHl,Bonou 5 mg ABanarr,r AHeBHo. Konrpomrnre [arIueHTH npuMirne nraqe6o r,r Hr.rcKa Ao3a
npeAHr.r3oH r,rnu npeAHr,r3oJroH 5 mg 4nanau,r AHeBHo.

HegagucE:o, npoMeHLITe Bo cepyMcKara KoHrleHTpaqzja Ha PSA ne cexoratu ro npeABr,rryBaar
KJII4HLIqKIIoT 6ene(pu'r. 3a'roa, Bo cl,rre rpv cry1r4r4 6u.no npenopaqaHo naqr{eHTr,rre Aa ocraHar
Ha rperMllHI,ITe npeABI,IAeHLI co crygujara, cd AoAera He ce nojaara nexoj Kpr{Tepr,ryM 3a npeKr.rH

na reparurjara (uo4ony HaBeAeH, aa ceroja myluja).

Bo cure cryI'ult ue 6ur Ao3BoJIeH cfllrpoHoJrartou, 6ra4ejftu cnnpouoJraKToHor ce Bp3yBa 3a

aHAporeHHoT peqeflTop r,r Moxe Aa rr,r 3roneMr.r Hr,rBoaTa ua PSA.

Cmyduja 3011 (naqueHmu co uoeodujaatocmuqupoH, sucoKo pu3uven wHSPC)
Cpe4uata Bo3pacr Ha Hcnr.IraHr,rqr4re og cry4ujara 301l, (n=l199) 6um 67 roAuHu. Epojor ua
raqlleHrlr rpernpaHl,r co a6uparepoH auerar ro paor 6ur: 6era paca 832 (69.4%), upna paca 25
(2.1%), utwjaru246 (20.5%), lpyrr,r 80 (6,7%) H Herro3Haro/nenpr.rjanenu l3 (l.l%), aMepr..rr{Kr.r

uugujanqr.r HTII,I AoMopoAuI4 oA Arsacra 3 (0.3%).3a 97% oA narlpreHrure ECOG nep$oprraanc
crarycor 6prn 0 unu l. flaqueurure co AoKaxaHr,r Meracrasv Ha Mo3oK, HeKoHTpoJrupa*a
xnneprensuja, snauajua cprleBa 6oaecr r.rJrr,r cprleBo sarajyname oa NYHA Klaca II- [V 6ule
r4cxJryqeHr.r og cryguj ata.
04 c'ry.qldara 6nte l,tcKnyqeHld I{ naqfleHTlrre Kor,r [perxoAHo npr,rMane i[aprraarorcpanuja,
pa4ujaqrarrna repanuja vrv vv,aile xupyprrrKa r{HTpeBeHuuja za rperMaH Ha Meracra3rrpaH
KapIIHHorlr Ha npocrara co ucxJryrroK Ha nprlMeHa na ADT Ao rplr Meceuu flnu nprrMeH eAeH
Kypc Ha rtarujaurnua paguja\uja vrkt xrrpyprrrKa HHrepBeHuuja za rperMaH Ha cuMnroMure Ha

MeracraroKara 6orecr.
Ko-nprarraapHr,r napaMerpr4 Ha Horo rpexr,rByBarLe (overall surviival-OS)
n npexr.rBysamero 6es rnja (progression-free survival - rPFS).

HKacHocr, 6eHeQr,rror 6ul npoqeHer r,r

H CO KOCKeHOTO TKr4BO, BpeMeTO AO

BpeMeTo ,Io 3anor{HyBl}I6e co
rruToroxc rdqHa xeMorepanraj
nporpecnia. Tperuauure Bo

Ha 6omara v BpeMero Ao PSA

4o nojana Ha nporpecruja na 6olecra, no

,{onorurrrcJrHo Ha Ko-[pr,rM

npeKy Bl)eMero Ao nojana
[ocJreAoBareJrHa repanraja

6apane Hil [arIHeHTor, npu noj HJIHa TOKCl.tt{HOrlT HnU CMpT.



flpexr,raynarre 6es pa4norpa$cKa rrporpecwja ua 6orecra e 4eQuHnpaHo KaKo BpeMe oA
paHAovrr,Baqraja'ra 4o nojana Ha paAnorpaQcru 3Harrr Ha nporpecnjaua 6oaema r.rJrr{ cMpr oA

6uno roja rprrlrHa Pa4raorpaQcKa rporpecuja nrnyryBa 3HarIH Ha nporpecuja np'w cKeH Ha

KocKr4 ('cnope4 r*ao4u$nqupaHara PCWG2) unr rporpecraja na MeKorKuBHrre ire3r.ru sa CT uru
MRI (cnopea RECIST 1.1).
Bura perucrpr4paHa curun$raraHTHa pa3Jrr,rKa Bo rPFS uouefy .uea'ra rporoKonu o4 cry4ujara
(au4ere Ta6eaa 2 u Crurca l).

Ta6e.na 2 llpexnByBarse 6es pa4uorpaQcrca uporpecraja - CrparurfuqupaHa ariaJrr{3a;
Intent-to-treat nonyraqnja (Cryanja PCR3011)

A6rparepon arlerar
co rrpeAHusoH (AA-P)

fl.raqe6c,

Pau4orvruaupaH u cy6j errra
Hac'ran
I{eusypupan

Bpeue Ao HacraH (rraecequ)

Cpe4Ha BpeAHocr (95% Cl)
Oucer

p ape4uocr"
KoerfuqueHr Ha pu3r,rK

(959'0 CDb

597
23e (40.0%)
3s8 (60.0%)

33.02 (29.57, NE)
(0.0+,41.0+)

< 0.0001
0.466 (0.394,0.550)

602
3s4 (s8.8e6)
248 (41.29'o)

14.78 (14.69,18.27)
(0.0+,40.6+)

3a6elemxa: +: rleH3ypvpa*a oncepaaqraja, NE (not estimable):ue Moxe Aa ce oApeAu. [pr,r
oApeAyBarLe ua rPFS ce 3eMa rrpeABrrA paguorpa$cKara nporpecnja r.r -P:
cy6jercr'r,r Kor{ npr,rMr,rre a6uparepoH arlerar H npeAHH3oH.t p BpeAHocr r,r3BeAeHa o4 log-rank Tecr crparr,rsnqupau o4
2) unpacycrno/orcycrBo Ha BHcrIepaJrHV re3nuo KoeSHr.I[eHTor Ha pv3HK e u3BeAeH o4 crparu$fiqt,tpaH n

a#,
lu Al

pI,I3I,IK. Koe$uquerror Ha pr,r3r,rK < I e so [pr.rJror ua a6raparepou

Clurca I Kan,rau Mejepona KpilrBa Ha rrpexunynar*,e 6er
Intent-to-treat nouy.naLquja (Cryauja PCR301l)

I unu'/- /- ,\(6 .-i,,

oAqil Ui
)H.,1 , .r,r.i'.)l
+;, 
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Euro ga6erexaHo crarucrl{qKl,I 3HaqajHo roAo6pyBame Ha OS so rpvJror na AA-P nlyc
rporoKoJror co peAyKIII4ja Ha pLI3I,IKor oA cMpr 3a 34o c[opeAeHo co nJraqe6o rJryc
rrporoKonor (HR:0.66;95% CI: 0.56,0.78;p<0.0001), (nngere Ta6ela 3 uCtuxa2).

Ta6e.na 3 Brcynno flpexlrByBarbe Ha rrarIHeHTHTe rperrrpaHr fiiln co a6uparepoH arlerar
HrIIr co naaqe6o so Cryqrjam PCR3011 (Intention-to-treat aHaan3a)

Brynnro npexuByBabe II.naqe6o
(N:602)

ADT
ADT

A6lrparepoH arlerar co
rrpeAHrr3oH

(N:597)

t** -t* 
-. *tn-** t. **A*__-l+_--L

I

KoeSuqaenror Ha ppr3ur

Ctntca2 Kan.nan Mejepona

343 (s7%)
36.5

(33.5,40.0)

0.66 0.56 0.78

flpotlopur4oHareH MoAen Ha pH3r.rK.

aLIeTaT- rrpeAr{143o H.

Cnap:rnu cnytau (Yo)

Cpe4rro npexr,rByBarbe
(uecerlra)
(es% cr)

Koe$rqueHT Ha_ pr.r3r.rK

95% CD1

27s (46%)
s3.3

Hn)

Hll = He rvloxe Aa ce flpoueH1 Koe$uqr{eHror H& pr,r3r,rK r

uonyraqnja (Cryaujrl
rpexrrByBarue (OS); Intent-to-tneat
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*d**n{,ffi Abiraterone Acetats i a Er *. " Flaceho

Asarz:ra'ra Ha roArpynr.rre nocrojaHo 6r{na Bo np[nor Ha rperMaHor co a6rparepoH aqerar.
E([error Ha repanrrjara co AA-P Bp3 rPFS u OS xaj npe-creur4$r.rqupaHlrre roArpyru 6un
cy[epuopeH il KoH3rrcreHTeH co BKy[Hara nonyJraqprja oA cry,.iljaTa co ucruyr{oK Ha

noArpyrara co ECOG pe3ynrar 2 rca1e He 6Hn 3a6enexaH KJrHHlrrrKH 6eueSr.n Ho oA oBa He

Moxe Ia ce [r3BeAe BaxeH 3aKnyqoK sapa4r MaJrr,ror 6poj na [cnuTaHr,rqr4 (
Bo AontorseHr.re Ha 3a6erexaHure [oAo6pyBa[ra Bo ceBKyrrHoro
sa6erelKana [peAHocr Ha rperMaHocr co a6uparepon arlerar Hac

24 30 36 42 45

Months trorn Randomization

do

%

6uta
CHTE

rpocneKrlrBHo-.(e0nHr.rpaHu ceKyHAapHu napaMerpu na et[ra

Cmydulta 302 (xeruomepanucKu HaurHu naquenmu)
Onaa cryaraja BKnyq)/Ba rrauueHTr4 KoH ce acvMrrroMilrcKn HJrH

xeMorepannjra cd yrrrre He e KJrr4HuqKV uH4trrr4paHa. Pe3yirr
Inventory-short Form (BPI-SF) 3a 6orxa Bo nocneAHure 24
acr,rMnroMarcKr4, a sa 6orrca co pe3ynrar ol2-3 6ula cueraHa 3a cpeAHo c

Bo cry4rajara 302 (n: 1,088) cpeAHara Bo3pacr Ha BKryqeHr,r rauueHru 6nna 7l ro4uua sa
naqueHT[ Tperr,rpaHpr co a6uparepoH arlerar [nyc rtpeAHusor larrlt npeAHu3onos u 70 ToALIHH 3a

naqrreHTlr rperupaHr,r co nraqe6o flnyc [peAHr,r3oH HnLr npeAH]r3oJroH. Epojor Ha naIIHeHTH

rperupirHr,r co a6uparepoH arlerar no pacr 6wna: 6eta paca 520 (95.4%), rlpHa paca 15 (2.8%),
asujaru 4 (0.7%) H Apyru 6 (l.l%).3a76%o oA rrarlueHrure ECOG nepQopMaHc cralycor 6nn 0
u I sa2:.4%o sa naqneHrr,rre Bo ABara Aena Ha cryry4jara. fleecer rpoqeHrr.r (50%) oA raqueHrllre
I,IMaJIe CaMO MeTaCTa3H Ha KOCKI,ITe, AO[OJrHr4Temtr 3lYo OA [aq[reHTr,rTe r,rMaJIe MeTacTa3I,I I,I Ha

KocKr,rrr3 r,r Ha MeKHTe rKuBa vrv Ha lnuoHu:re jaztu u 19Yo I{MaJIe Meracra3u I,IJII4 caMo Ha
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MeKr4Te 'rrr,rBa ilnu Ha nraM$HHTe jauru. flaqueurure co BucrlepanHr,r Meracra:]r4 6une
HcKnyr{eun. Ko-npuuapHr,rre xpajur.r ror{Kr.r ea eSuxacuocr 6ale: ceBKynHo npexnByBane r,r

npexr.rByBarre 6es paaraorpaQcKa nporpecuja (rPFS). Bo na4onoJlHeHr4e na xpajura're roqxr.r,
6eueQu'ror 6ur npoqeHer r,r npeKy norpe6norc BpeMe sa ynorpe6a Ha onnjarr{ 3a rperMaH Ha

6onxa KaKo pe3ynrar Ha KaHuep, BpeMero 3a 3alor{HyBarLe co rruToroKcr,rqHa xeMorepanuja,
BpeMero Ao BnouyBalbe Ha ECOG nep([oprrranc pe3ynraror 3a ] I noes 14 BpeMero ga PSA
nporpecuja 6azvryaua Ha flpocrara Kanqep Pa6onra rpyna - 2 (Prostate Cancer Working Group
2-PCWGZ) Kpnrepl4yMn. TpemraHure Bo crygujara 6zre npexuuaru Bo BpeMe ua jaura
KJrHHrrqKir nporpecraja. Tpetnaauure Moxar r.rcro Aa 6ular Ar,rcKoHTr,rHyvpaHV Bo BpeMe Ha

norBpAerra pa4uorpaQcxa nporpecnja cnopeA nporreHKa Ha r,rcrpaxyBaqor roj .ja no4u
crygujarit.

flpexraeynarrero 6eg pa4uorpaQcra nporpecr.rja (rPFS) 6uro orleHero co ynorpe6a Ha

cexneuqujaltlnn vruvtuutHr cryAur,r .4eQunupann npeKy PCWG2 Kpr,rrepr.ryMure (sa re3ur,r Ha

xocxure) r,r rrao4uQraqupanr KpI,ITepI,IyMn sa Enanyarluja ua O4ronop npu Colra4uu Tyuopra
(RECIST KpI,IrepIlyMu) (sa MeKo TKLIBHn reeuu). Auarugure na rPFS Kopr,rcrene ueHrpanHo-npe
pa.luorpa$cKa npoueHa Ha nporpe cujara.

Bo nrauripaHplre rPFS arr,raro 401 nactaH, oAHocHo xaj 150 (28%) oA rraqueHrure rperrrpaHr,t co
a6uparepou allerar vt 25l (46%) oA nauueHrure rperupaHr.r co nlaqe6o rMaJro pa4raorpaQcxu
AoKa3I4 3iI nporpecujata ntu noqr,rHaJre. Etara sa6erexaHa suavajua purnr{Ka so rPFS norr,tefy
rpyrr,rre r{a rperMaH. (nra4ere Ta6ena 4 u Ctmxa3).

Ta6era,l: Cryanja 302: IlpexuByBarbe 6es pagnorpa0cra uporpecuja raj raqreHTure
Tperlrpauu I{JIII co a6nparepoH allerar nJrH co uaqe6o so xoril6nHaquja co npeAHlr3oH
I{JIIr npeItHIr3oJIoH nryc LHRH aHaJIo3Ir nnu xaj naqrreHTu co nperxoAHa opxrreKrorvruja

A6nparepoH arlerar
(N: 546)

II.naqe6o
(N = 542)

Ilpe:xunynarse 6eg

pa4norpaQcxa nporpecnja
(rPFS)

Ilpor pecr.rj a prJrr.r cMpr
flpoceuua rPFS so Mecequ

(es%cD
l,

KoeSurl

HfI=Heenpor
*p-ape4xccr ur
ao l)
**Koe(fr.rqueur

tso (28%)
He e gocrnruaro

(11.66; NE)

zst (46%)
8.3

(8.12;8.5a)
< 0.0001

0.425 (0.347;0.522)
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e npoueHero t'i = r

)cr r,BBeAer" ow
u4eHT Haplr3nK< t \\

rL ranr n-do-r, pnqrapan oA noqerHr4or ECOG pesynrar (o.q 0

6uparepon arlerar
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Crurca 3: Kan,raH lt{ejeponu're K:pr{Br.r 3a trpexrrByBatr,e 6es paguorpaQcrca nporpecuja xaj
[aIIHeHTr.rre rperrrpaHil vrJtu co a6uparepoH arlerar uru nraqedo so Koru6[naquja co npeAHrr3oH

urll [peAHu3oJIoH n.rDrc LHRH aHaJro3lr r{Jrr.r co [perxoAHa opxuerrouuja
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AA=a6raparepoH arlerar

Mefyroa, 6uro npo4oJlxeHo co co6nparre noAarorlt,t oA nau]reHTr,rre Ao AaryMor rra BTopara
npuBpeMeHa auar,u3a Ha Cenxynuo flpeNuByBarLe (OS). HcrpaxyBaqKuor paAuorpa$cxu
lperJleA na rPFS I,I3BeAeH KaKo [poAoJrxeHr,re Ha ceH3urr,rBHara aftailu3a e np$eFrr]rpaH Bo
Ta6ena 5 uCnnxa4.

Illecrotnnu Ir ceAyM (607) cy6jeKrr{ }rMarre pa4uorpa$cKa nporpecujautu yMperre: 271 (50%)
Bo rpynara co a6uparepoH auerar u 336 (62%) Bo rpyrrara co nraqe6o. TpcruaHor co
a6r.rparepou allerar ro HaMarrun pr43nxor oA paAr,rorpa(pcxa nporpeo,rja rrJrr,r cM[T_.sa 47yo
crropeAeHo co nraqe6o (HR: 0.530; 95Yo CI: [0.451;0.623], p < 0.0001).
16,5 uecequr,o a6uparepoH auerar rpyrara u 8,3 uecequ so nraqe6o

Ta6era 5: Cryqrja 302: Ilpexunynarre 6eg pa.qnorpaQcKa n
TperupaHrr rrJrrr co a6nparepoH auerar lrJru co nraqe6o so
HJII{ [peAH[r3oJroH u.uyc LHRH aHaJro3rr uJrrr [perxoAHa
nplrBpeMeHa aHaJrr{3a Ha OS- rperneAor Ha Hcrpaxynauor)
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(N = 546) (N:542)
Ilpexunynarle 6e3

palnorpraQcKa nporpecHja
(rPFS)

flporpecuj a urrr.r cMpr
flpoce"na rPFS so Mecequ

(es%cD
p npeguocr*

Koe(fu.qraeur Ha pr,r3ux **
(es% cD

271(s0%)
16.5

(13.80; 16.79)

336 (62%)
8.3

(8.05; 9.43)
< 0.0001

0.530 (0.451;0.623)

*p-epeguocr rr3BeAeHa o4 log-rank recr crparuQraqrapau oA nor{erHuot ECOG peaynla'r (o4 0
Ao l)
*xKoetfuqneHT HapH3HK< I oAH so npunor HaaiilparepoH arlerar

Crura 4r Kan.naH Mejeponnre KprBr 3a npexrByBarbe 6es paguorpaQcKa nporpecnja xaj
[arIHeHTHTe rpeTrrpaHrr HJrI, co a6[parepoH arIeTaT rrJrrr nJraqe6o so xoM6[Ha.quja co
npeAHrr3rlH rrJrH [peAH[3oJroH nJryc LHRH auarosH rrJrr{ co nperxoAHa opxHeKToMraja (npu
BTopara nprrBpeMeHa aHaJrrr3a Ha OS- nperaeAor Ha rrcrpaxynavor)
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fllaunpauara aHarvaa 3a ceBKyrrHoro rrpexuByBarbe 6rana cnponeAeHa rto perucrpangja na 333
cMprHu cJlyqau. Crylujna 6ura ornopeHa Bp3 ocHoBa Ha oflceror Ha sa6erexaHr.ror KJrr.rHHqKH

6eue([nt 14 Ha rarlueHrlrre so nnaqe6o rpynara nu 6ur AaAeH TperMaH co a6uparepoa arlerar.

Cenxynuoro npexr,rBynarre 6uro rroAonro 3a rrarIHeHTHTe oA rpyflara clropeAeHo co trlaqe6o co
pe4yru;uja Ha ppr3uKor oA cMpr sa 25yo (HR : 0.752; 95% CI: [0.606; 0.934], p : 0.0097). P

BpeAHo,cra ol 0.0097 ne ja 3aAoBonyBa rperxoAHo yrBpAeHara BpeAHocr 3a q'arucrr{qKa
sHauajuocr (nu4ere ra6ela 4). llpoaolxeHo e cJreAerLe Ha rpexr,rByBarLero.

@usalgara aHaJIIt3a 3a ceBKyrrHoro [pexuByBarLe 6ura cnpoaeAeHa orxaKo 6ule grl6elexaHr,r

741 cupruu cr,yqar (no upocevHo cJreAerbe o1,49 uecequ). llleece'r rr rrer nporleHrr,r (65%;354
oa 546) oA raul4eHrr4re rperr,rpaHn co a6uparepon arlerar, cropeAeHo co 7lo/o (387 oa 542) ol
ilaquel{Ture rpernpaHn co nraqe6o, noqr,rHaJre. Eur noraxaH crarr.rcrur{Kr4 3Haqaeu (ieuer[ur sa
BKynHoro rlpexl,rByBarle Bo rpynara narlrreHTn rperr.rpaHr{ co a6uparepoH €trlerar, co
HaM:IJI)/BaBe Ha pr3r4Kor oA cMpr 3a l9,4yo (HR : 0.806; 95Yo Cl: 10,697;0.931], p == 0.0033) r,r

noAo6pynarLe Ha rpocer{Horo rrpexLrByBarLe oA 4,4 uecegz, (a6uparepoH arlerar 34,7 uecetlu,
nraueSo 30,3 ueceura) (nn4e're Ta6ena 6 u Ctrur<a 5). Oaa no4o6pyrarre 6uro roKaxaHo uaKo
44%o oll [arIHeHTr,rTe Bo [naqe6o rpynam nprrMr,rne a6upaT epoH arlerar KaKo [ocJr€rAoBaTeJrHa
'repanraja.

Ta6e.na 6: Cryguja 302: Cenrcynuo rpexrrByBabe Ha narlueHrn Tperrrparrn rrJrrr co
a6uparrepoH auerar LrJrrr co nraqe6o so rcol{6unaquja co npeAH}r3oH rrJrn [peArr[r3oaoH rr

IHRH asalosu vJtu nperxoAHa opxuercrounja.

A6uparepoH auerar ll.naue6o
(N=546) (N=542)

IlpuapeueHa aHaJrr{3a Ha

IIpexlrByBarbe
Claprnom (%)

CpegHo rpexuByBarbe
(rrlecequ)
(es%ct)

p npe4uocr*
Koedlr,rqueur na pusnr**

(es% cr)

KpajHa aHaJru3a Ha

npexrrByBar6e
Cnaprnocr (%)

Cpe4lro BKyrrHo

npexr,rByBarre (rr,receqra)

(e5% cD
p npe4uocr*

Koe([r,rqraeu'r ua pusrEx **

147 (27%)
He e nocrurHaro

(NE; NE)
0.0097

0.7s2 (0.606; 0.934)

186 (34%)
27.2

(25.9s; NE)

3s4(6s%) K$W '
3a.7 Q2.7;36.s) [/s ro.(agqlF.3I ;l;2. (ji:*::;7 #i;

0.0033 Y"-? \st-";i' 
^-S?"?/i

6" ""*

0.806 (r.t ToX;:.s'xue *::9
ei';'; j"--)



HII: He e npoqeuero

*p-npegnocr r,r3BeAeHa og log-rank Tecr crparr,r$raqnpan oA nor{erHnor ECOG pesynrat (o4 0
Ao l)
**Koe$r,rqueHT Ha pr43r,rK< I oAu no [pI,IJIor naaiuparepoH auerar

Clnma 5: Kanran Mejeponu KprrBlr Ha npexlrByBarbe xaj naqneHTnTe rperr{paHrr co
a6upare;rcH aqerar HJrrr flnaqe6o eo rconr6unaquja co npeAHIr3oH lrarl npeAHH3oJroH nJryc

anaJro3rr Ha LHRH rrJru rlperxoAna opx[exrouuja (rpajua anarura)
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AA: a6uparepon auerar

Bo AonorseHue Ha ga6erexan

npoAoJrxoHr,re ce AaAeHV v
npexr4ByBaxe u rPFS, no

Ha TpeTMaHOr CO a6Uparepou arIeTaT

HacrrporH finarle6o 3a cHTe KacHocT.
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bpeMe oo rJ;A npozpecwo ocHoMflQila El;.wLiz KBwdDuyMu:
LpeAHOT(' BpeMe Ar . KaJ [auheHTr,rTe KOr,r rlpHMane

a6uparep,ru arlerar n 5.6 rvrecequ x}[ha#ie-H.TwpKou npr.rMane naqe6o (HR : 0.488; '95o/o CI
10.420; 0.5681, p < 0.0001). Bpeuero .qd rpecnja 6nro o'rnpurzxa 4nojuo nogrclro xaj
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[arlueHTr4re Kor.r npl{Mane a6uparepou aqerar (HR=0,488). llpoqeuror Ha naqreHTr4 co



rorBpAeH PSA o.qrosop 6ran roBHcoK no a6npa:repoH auerar rpynara orKoJrKy no nnaqe6o
rpyrara (62%ouacnporu24%o; p < 0,0001). Kaj naqneHrrlre co AereKrr6ursa 6orecr Ha MeKure
TKr,rBa, 6r,rn perncrprpaH cvrHr.rifurauruo rroBr,rcoK 6poj Ha KoMnJrerHr,r r,r napqrja.rrHr,r ryMop-
oAroBopr.r npr4 ynorpe 6 a sa a6 uparepon arlerar.

Bpeue do ]tnompeda uo onu.iomu sa moemuau ua 6olxama noedu3euxoua od KaHue^om:
Cpegnoro BpeMe Ao ynorpe6a sa onnja'ru ga 6oma oA TyMopor Ha rpocrara upa xpajnam
aHanrut3a r,r3HecyBrrJro 33.4 rraeceuu rcaj naqueHTure rperupaHu co a6nparepoH arle'rar, a 23.4
Mecequ 3a naqreHrprre Kor{ rpnMirne uraqe6o (HR: 0.721;95o/o CI: [0.614; C.846], p <
0.0001).

Bpeue do sano,au])eatue co uumomoxcuraua mepanuja: Cpe4noro BpeMe Ao 3anor{HyBtl*e co
ynorpe6a Ha rlr,rrocraruqu 6uro 25.2 ueceuu raj naqueHTuTe rperupaHr,r co a6uparel)oH auerar
u 16.8 Meceuu xaj uaqueurr,rre Kor.r nplrMarre nraue6o (HR = 0.580; 95Yo Cl:10.487;0.691], p <
0.0001).

Bpeue do enouvaatue eo ECOG peslnmamom ua nepfropuaucu ga Zl noeu: Cpe4rro'ro BpeMe

,qo BnomyBarf,e Bo ECOG crarycor na upe$opMaHcu ga >l noes 6uro 12.3 Mecequ sa
naurlerrrr,rre Kolr npr,rMate a6upatepoH arrerar u 10.9 Mecequ 3a [arIHeHTETe Kord flpr,rMaJre

nraqe6o (HR: 0.821; 95o/o CI:10.714;0.9431, p : 0.0053).

CreAsure 3aBpuHH rcpajHu roqKu [pr,rKrDr(yBaar crarucrr,ruxu sHavajua [peAHocr Bo Kopucr Ha

TperMaHor co a6nparepoH auerar:

O6-iercmueeu odzoeoo: O6jerrunHuor oAroBop 6rnn 4e([r,rHrEpaH KaKo npoqeHT Ha r.rcn]rraH]rq]r
co MepJII{Ba 6orect u nocrr,rrHar KoMnJrereH vtyt AeJryMeH oAroBop cropeJl RECIST
KpllTepr.ryMrare (sa la 6upLe cMeraHa 3a raprer rczuja noqerHara roJreMr,rHa ua mnlrQeH jason
rpe6ana Aa e >2 cm). flpoqeHTor Ha r,rcflr,rraHnrrr.r co MepJrr,rBa 6olecr Ha [oqeroK olt cry,qr,rjara
KoI{ flocrlrHaJle o6jerrraneH oAroBop 6ul 36%o no a6uparepoH aqerar rpynara u l6Yo eo
nraqe6o rpyrara G < 0.0001).

Eonxa: Tpetuauot co a6r,rparepoH arlerar sHauajHo ro peAyrlr4pan pu3r,rKor oA rrporpecuja ua
rpoceqHlaor r{HTeH3r,rrer ua 6oma sa lSoh cropeAeHo co nraqe6o (p:0.0490). Cpe4uoro BpeMe

Ao rpolpecwja6ulo26.T ueceura no a6uparepoH arlerar rpynara n 18.4 Meceqr r,o nlaue6o
rpyrara.

Bpeuemo do onaiabe Ha FACT-P (ex:nneu peq)nmam): Tpe'ruauo'r
HaMilJrrJr pr{3r.rKor o4 onafarre na FACT-P (rxyneH pesya'ra'r) sa

@:0.0028). Cpe4noro BpeMe Ao ouafarre Ha FACT-P (exyneu pes
a6uparepon arIeTaT rpyrraTa pr 8.3 rvreceqr Bo nJraueoo rpynara.

Cryan.ja 301 (nauueHTr{ Korr rperxoAHo nprrMaJre xeuorepannja
Bo cry,ar.rjara 301 6rane BKnyr{eHr4 rauHeHTH Kon rperxoAHo npnMane
He MotrraJre 4a uaunrfecrr4paar npr<lrpecuja ua 6o:recra npn

Eoim'ul

"F"€)HTIITE

I,IAKO

ToKcr.rr{Hocra oA oBaa xeMorepanuja Moxe Aa BoAr,r Ao npeK}rH na repanrajara. flarlueurure ja



rpr,rMane repanujara oA cryAl{jara ce Ao PSA nporpecuja (norapAeHo 3r'oJreMyBarf,e ol25Yo ot
rroqerHoro Hr,rBo Ha raqrreHTor) eae4no co nporoKon-4e$unupaHa paAr,rorpa([cxa nporpecr.rja
v cuM[]roMarcKa uIvI KJrr,rHHqKa nporpecr,rja. flaqneuurre Kor4 nperxoAHo rrprrMane
KeroxoHa3on 3a Kaprrr,rHoM Ha [pocrara 6ule ucuyr{eHn oA cryptjaru..
flpurraapen napaMerap sa eQrarcacuocr 6ulo ceBKynHoro npexr,rByBane.

Cpe4nara. Bo3pacr Ha BKnyr{eHI,ITe naqueHru 6nta 69 roAr,rnpr (o.q 39 ao 95 ro4uuu). Bpojo'r na
raqueHrl rperllpaHl co a6uparepoH ar"Ierar no pacHr,r rpynu 6un 6etapaca737 (93.29ro), t\pua
paca 28 (3.5%), azujaru ll (1.4%) H ApyrI,I 14 (1.8%). Esnuaecer nporleHru oA BKnyqeHr.rre
naulleHrl4re I,IMaJIe ECOG pe3ynrar na nep<[opMaHc]r 2;70 % rrMaJre pa4uorpa([cru AoKa3a 3a
nporpecuiara ua 6olecra co urH 6es PSA nporpecuja: 70Yo nperxoAHo r.rMaJre rrpr,rMaHo
rlHroroKcr{vna repannja w 30%o r.rMilre [pr,rMaHo Aae. Kaj 11 Yo ol narl[eHTr4re rperr4paHz co
a6 uparep c u arlerar 6r,rle np ucyrHu xenarirnH r,r Meracra3r4.

Bo nlaulpaHnTe aHarrvsr4 c[poBeAeHH ro 3aBprrryBarf,e Ha cry4rajara 6ute pemcrpupa:nu 552
cMprHH tiry.rav, oAHocHo noqunane 42yo (333 o!, 797) oA narlreHrure rperr,rpaHr.r co
a6upaT ep,rs auerar cnopeAeHo co 55Yo (219 o1398) og naqrreHrure Tperr,rpaHz co nraqe6o.
Kaj naqur:HTnTe rperl,IpaHu co a6uparcpon auerar 6uro perucrprrpaHo crarr,rcrr,rrrrlr sua.rajuo
no4o6pynalbe Bo cpeAHoro ceBKyrHo npexr.rByBane (BrE4ere ra6em7).

Ta6eta 'lz Cenxyuuo flpexuByBatre Ha naqIreHTHTe rperr.rpanu ]tiltr co a6uparepou
allerar UJIII nJlaue6o no xorrdunaquja co npeAHlr3oH rrau rrpeAun3oJroH n.nyc LHRH
aHaJro3[r rrJrr{ [perxoAHa opxnercronauja

A6nparepoH arterar
N:797)

II.naqe6o
(N:398)

Ilpurvrapna auaJrrr3a Ha

npexnByBar6eTo
Crrprnocr (7o)

Cpe4uo npexr,rByBarLe
(rraeceqn)

(es% cD
p npe4Hocr'

KoeQlrqneHT Ha pr.r3r,rK

(es%cDb
.{onolrrera aHaJrH3a Ha

npexnByBarbero
ClprHocr (%)

Cpe4Ho npexr,rByBame
(MeceqH)
(es% cD

KoeQuqnenr Ha prtslrK
%(:

'p-npe4uocra e r.r3BeAeHa oA log-ran

< 0.0001

0.646 (0.543;0.768)

333 (42%)
14.8 (14.1; t5.a)

zte (ss%)
10.9 (10.2; 12.0)

274 (6e%)

I1.2 (10.a; 13.1)

0.638; 0.

oA nor{erHrror ECOG pesyn'rar (0-l
Hacrporu 2), pesynraror 3a 6olrca nporr4 npucyrua), 6poj Ha rperxoAnr,r



Bo cn're BpeMeHcKr4Te roqKz ua eeanyaqnja [o [or{erHr.rre HeKonKy Mecequ reparuja,
[pex[BeirJre noroJreM 6poj na [arrzeHTr,r rpernpaHr4 co a6nparepoH aqerar, cnopeAeHo co
raq[enrrr.rre Kou nprdMane nlaqe6o (nu4ere c.uraxa 6).

Crnra 6: Kan.nan Mejeponn Kpr{Bn Ha npexr{ByBarbe xaj naqueurnTe rperrrparru co
a6upa'repoH arlerar nJrrr co n.naue6o no xon6unaqnja co npeAHlr3oH rrJrn npeAHr{3oJroH
n.nyc LHRH aHaJro3rr HJrlr rperxoAHa opxrercrouuja

xeMoreparucrra pexurrau (l
pa4r.rorpaQcra)
b Koe{nqraeHTor Ha pr,r3r4K

Koet[r,r:quenror Ha pH3rrK <

AA 797 ?36
Placobo 398 555

AA: a6rapaT epoH auerar

Hacnporrr 2) urun Ha nporpecwjaua 6orecra (carrao PSy'. nacnpotr,r

e r{3BeAeH o.q crpatr.r$rrrlupaH nponopquoHaJreH MoAeJr Ha pr.I3I{K.

I e eo rpvnor na a6uparepoH arrerar.
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Analugure Ha [pexr,rByBa[Le Ha [oArpy[HTe [oKaxane KoH3I,Icre

rpexurlyBarbero Bo npprnor rua aduparepoH arlerar (nr.r.4ere C r,uxa 7 ).

Crurca 7: Cenxynno rpexuByrlabe rro rroArpyrrr: rcoeQuq
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AA: a6qrarepoH arlerar; BPI=Brief Pain [nventory;
C.I.:I,IHrepBaJr Ha AoBepJrr.rBocr;
ECOG-craryc Ha repabopMaHcr.r cnopeA Eastern Cooperative Oncology Group
HR=Koe(lr,rqreHT Ha prcHK;
NE= ue e [porIeHJrHBo

Bo Aonc,nHeHr.re Ha 3a6erexaHoro noAo6pyBarLe Ha ceBxynHoro npexr,rByBarLe, cHTe

ceKyHAapHH 3aBprnHH TotrKH Ha cryAl,rjara 6:ate Bo rpr.rJror ua a6upa'repoH arlerar n 6ute
CTATHCTI,IIIKH 3HAI{AJHH IIO NPI,IJIATOAYBAI5ETO 3A IOBEITEKPATHO TECTI'PA}bE:

Kaj naqu,lHTure KoI,I npl,IMaar a6npa'repon arlerar 6ura perucrplrpaHa 3HaqLrreJrHo noBlrcoKa
cranKa Hrr oAroBop Ha PSA (aerfra KaKo HaMaJryBarLe oA > 50% Bo olHoc Ha rroqerHoro
uueo), ctr)peAeHo co rt rJIaIIe6o, 38olo Hacnporn 10o/o, p<0.0001.

Cpe4uoro BpeMe Ao PSA ecerln 3a flarlrdeHTu rperupaHu co a6uparepoH
arrerar uacnporu 6.6 nprrMane nnaqe6o (I{R : 0.580; l)5% CI:
[0.462;0.728], p < 0.000

Cpe4Horo npexr,rByBarbe nporpecraja 6uno
xaj naqueurn

5.6 rraecequ

KOH npr4Mane

raj naqueurlrre
nraqe6o (HR :rperr,rpaH a co a6r4parepoH

0.673;95'Yo CI: [0.585; 0.776), p 1

Eoma



,{enor Ha narlueHru raj Ko}r [MaJro oJrecHyBarbe sa 6omata 6ux crarr,rcrrlr{Kl4 3Haqr4TenHo

noBucoK no a6uparepoH arlerar rpyflara Ha narueHTr{ c[opeAeHo co nraqe6o rpynam (44%o

Hacnporll 27Yo p:0.0002). IlaqueHr co cooABerHo HaMzuryBarle ua 6orxara e onoj roj r.rruan

HaMaJr)/BaBe ua 60lxa'ra o4 najrvranrcy 300/o Bo oAHoc Ha noqerHara BpeAHocr cnorreA BPI-SF
pe3ynraror ua 6orrca co uajrour r.rHTeH3r.rrer Bo nocneAHme 24.{aca 6eg npr,rroa 4a ja sroreuu
rlpuMel{ara Ha aHzlJrrervL\v\ 3a BpeMe ua 2 nocleAoBareJrHr,r eBaJrya{ur4 oABoeHr4 co BpeMeHcKr.r

nepr4olloA 4 ueAelu.
3a cuupynarLe Ha 6o.nrca'ra 6ule creAeHr{ caMo naur{eHTr,rre co [or{erHr.r Bpe,[Hocrr.r Ha

p$ynraror sa 6orxa oA > 4 u 6apeu eAeH nocr-noqereH pe3ynrar sa 6orrca (n=5 l2).

Kaj naqlreHTr,rre rperr,rpaHn co a6nparepoH arlerar 6ur perucrpr{paH rroMaJr [porIeHT Ha

uorpecuja Ha 6orrara cropeAeHo co [arIr4eHTHTe Kor.r 3eMaJre nraqe6o: so 6-rt,tor ueceu (22%o

Hacrporlr 28yo), l2-ruor Meceq (30Yo nacnporu 38Yo) r.r l8-ruor Meceq (35%o nacnltotra 46Yo).

flporpecujata ua bolrcara e 4e$ranr,rpaua KaKo 3roJreMyBarLe ua 6oaxara Bo oAHoc Ha

loqerHoro Hr,rBo 3a > 30 o eo BPI-SF pe3yJrraror sa 6olra co najlour rrHT()H3r,rrer Bo

[ocJIeAHUTe 24 qaca 6es npuroa Aa ce HaMaJrr,r [puMeHara Ha aHaJrrervfi\u, 3a apeue ua 2
[ocJle.qoBarenHr,r eBaJrya\vu unv 3roneMyBarbe oA > 30 % Bo ynorpe6ara ua aHaJrrerurlr,I
Ha6rry,qynaHo Bo ABe [ocJreAoBareJrHr,r nocerr,r. Bpeue'ro Ao nporpecuja ua 6olrara so 25-ruor
TepIIeHTLIJI r,I3HecyBano 7.4 uecet\u no a6upatepoH arlerar rpynara cnopeAeHo co 4.7 Meceuu Bo

nraqeSo rpyrara.

flpoN{eHI,t eo crereror
Kaj noir.ran AeJr naqlreHTr.r Bo a6uparepou aueTaT rpynaTa 6r.rne yrnpleHx rrpoMeHz Bo cKeireToT,
cnopeAeHo co uraqe6o rpyrara, r4 Toa: so 6-rror Meceu (18% nacnporuZSYo), l2-ruor Meceq
(30% Hacnporu40%o) u so 18-uor Meceq (35Youacnporu40%o). Bperraero Ao npBara cKeJrerHa
rlpoMella so 25ruor [eprleHTr,rJr eo a6r,rpaTepoH arlerar rpylara 6uno 4nojno [oAoJrro oA
BpeMero Bo KoHTponHara rpyla (9.9 rraeceqlr Hacnporu 4.9 uecequ). CxenerHlr npoMeHlr ce

4e(puuupaHn KaKo nojaaa Ha rraraJrorrrKr,r Qpax'rypr.r, rounpecuja Ha 'p6eruuor Mo3oK,
nalnj a:run H a paguj a\uja Ha Kocxr.r LrtLr xnpy p:ruKa r{HTepBenquj a Ha Koc K}r.

flear,rj arpr,rcxa nonyaauuj a

Enpoucxata arenquja 3a JreKoBr,r ce orKaxa o4 o6npcxara 3a [oAHecyBarLe Ha pe3yJrrrrTr.r oA
cryht4t4 co a6uparepoH arlerar 3a cr,rre rroArpynn ua ne4rajarprncKara nouynaquja 3a nalpeAHara

{oprraa Ha KaHuep Ha npocrara (nu4ere rct 4.2 sa ynorpe6a raj ne4njarpr{cKa nouyneiqr,rja).

5.2 @apuaxonrrHercKrr KapaxTepucruKu
llo a4uuur,rcrpaquja ta a1uparepoH arrerar, Kaj 3ApaBlr natMeHTI4 CO

MeTacTilTcKa HaflpeArrara rpoprraa Hir KaHr-lep Ha r]pocTaTa H TIO CO

xe[ara.THo r4nr4 peHarHo oure'ryBame, 6u,ta vcfiLiryBaHa
adupar,epoH u a6uparepoH auerar. ,r\6raparepoH arlerar hH

a6 upar,opo t-t, a HAp o te H 6 uoc u Hrer c:l<u ugxu6 urop ( n u4ere
4O

Ancopnur.lja
flo nepopanHa aAMr,rHr,rcrpaqraja ua adupa"tepoH auerar Ha r
Ha MaKoHMarrHa nJra3MarcKa KoHueHrparlraja na a6upatepoH e oKoJy 2 uaca.

.4O nOC',rHfHyBarbe



Aguunucrparyujara na a6uparepoH allerar co xpaHa, no cnope.q6a co aAMrrHucrpaqr.rjam na
rnaAHo tr,Byrrrupa co l0-rcpareu (AUC) ta ao l7-xparen (Cmax) nopacr Bo npoceqHara
cr.rcreMcxa H3JroxeHocr ua a6uparepoH, Bo 3aBr,IcHocr oA coApxr{Hara Ha Macrr,r Bo xparrara.
3err,tajfu.r ru [peABI,IA HopManHr,rte napujallzr,I Bo co,(pxr,rHara H cocraBor Ha o6poqute,
ynorpe6ara ua a6nparepoH arlerar co xpaHa r{Ma noreHrrr.rjar Aa pe3ynrr,rpa no napujaqur,t Bo

r,r3JroxeHocra. 3apa4x roa, A6uparepoH 3eHrusa He cMee Aa ce 3eMa co xpaHa. Jlerorrpe6a 4a
ce 3eMa uajnaa.nxy I uac npe4 ulu uajnaarrcy 2 uaca no ja4erre. Ta6rerure rpe6a ce ucnujar
rreJrn, co aoAa (srrAsre rct 4.2).

,I[ucmu6:,ruuja
Bpsynarr,ero 3a [JrtBMarcKr,rre [porer,rHr.r sa tac-aluparepoH Bo rroBeqKara [JIa3Ma e 99.8o/o

Bugruauor BoJryMeH Ha Lucrpt46yuuja e oKoJry 5,630 L, urro HaBeAyBa Ha 3aKryrlox AeKa
a6uparcpou HHTeH3HBHo ce Ar{crpr{6ywpa 4o nepn$epHure rKr,rBa.

EraorpaHcQoprraauuja
flo nepoltaJlHa aAMuHracrpaquja na toc-al^parepoH auerar Bo Br,rA Ha KancyJrn, a6uparepou
al{erar co xuAponu3l,Ipa Ao a6upatepou, xoj noroa noAJroxu na uera6olnsarra xoj BKJryqyBa:
cyn([aquja, xIIApoKcIrJIauuja ]I oKcI,IAaIIuja, npuuapHo Bo rlpHr{or Apo6. Hajronerra AeJr oA
rlr,rpKynl,Il)aqKara paAl,IoaKu,rBHocr (ornpurr,rxa 92%) ce Haofa no (poprraa Ha uera6orn4rv Ha

a6uparcpon. Oa 15 Aererra6urHu ueta6oilvtrvr,2 ce rtasuru: aduparepon cynt[ar u N-oxcuA
a6uparepon cynoa'r, flpn rrrro na cexoj ornafa no 43Yo oA BKyrHara paAr,roaKrvBHocT.

Enrzruunag4jg
Cpe4uuo:l nonyxuBor Ha a6nparepoH Bo nJra3Mara e oKoJry 15 uaca, oApeAeHo cnopeA
nogatoqute xaj 3ApaBIl Ao6posorqu. IIo nepoprrrrHa aAMnHr4crpaqraja na 1000 rng laC-

a6uparepcH al{erar, oKoJry 88% oa paAr,roaKrr{BHara Aoga 6nra AereKTr,rpaHa no Qeqecor a
oKony 5oh so ypnnara. frasHI,I KoMroHeHrs tpucyrnt4 no Qeqecor ce: HefipoMeuer a6nparepoH
arlerar a rl6uparepou (oxony 55Yo u22%o ol arJrr,rqupaHaTa Ao3a, coo4neruo).

flauneHrl co xenaraanu oruretysana
@apuarcoruHerllxara na a6upa'repoH arrerar 6utru ucnuryBaHa xaj naqneuru co nperxoAHo
nocroeqKo JIecHo Ao yMepeHo orrrreryBarre Ha upHuor apo6 (Child-Pugh Klaca A u B,
coo4nerHo) u raj s4panu 4o6ponorqn (rcoHrporua rpyna). Ilo egHorparHa anJruKarluja Ha Ao3a
oa 1000 rng, clrcreMcKara r,r3JroxeHocr Ha a6uparepoH ce 3roJreMr.rJra 3a oKony llYo s260% raj
naIIHeHTIrre co [peTxoAHo nocToeqKo JIecHo Ao wepeHo xeflaraJrHo orrlTeTyBarf,e, cooABerHo.
Cpe4uuor: flony-xuBor ua a6upatepou 6ur rpoAonxeH Ao oKony 18 .raca xaj naquenrlrre co
[peTxoAHo [ocToeqKo JIecHo xe BarLe r,r Ao 19 vaca xaj naqlreH'rr4Te co
rrpeTxoAHo rrocToeqKo yMepeHo apo6.
Bo 4pyra cryguja, (fapuarorr.r auerar 6uta ucnutyBaHa xaj naqueuru
co [peTxoAHo nocToeqKo Te[Ko apo6 (Child-Pugh Kraca C) (n : 8) u
raj ocyrra 3ApaBr,r cy6jerrra co
xeflaraJrH,) orrrreryBarLe 6ulo

nrquja. Kaj ucnra'raHurrr4Te co rerrrKo
sa AUC wa a6uparepoH 3a oKony

600% n ua cro6oAHara 80% cnopeAeHo co naqueHTraTe co

co JIecHo o[rTeTyBarse Ha xenapoT.

HopManHa xenaraJrHa rlyHxquj a.

He e no'rpe6uo npularoAyBarLe Ha

flpu ynor:pe6a ua a6nparepoH arlerar nauileHrlr co y't{epeHo xenaTaJrHo oureTy]BarLe Ha

* gg6UQ' r



xeflap'rye6a BHr.rMaTeJrHo Aa ce flporleHr,r AaJrrn Kopr.rcTa ro HaAMr4HyBa pr,r3r,rKoT oA TpeTMaHoT
(nu4ete rct 4.2 w 4.4). A6uparepoH arlerar ne rpe6a Aa ce Kopr{cr}r raj naqueuryr co reurKo
orrrreryBarLe na Qynxqujaraua rlpHnor apo6 (sraere AeJr 4.2,4.3 u 4.4).
Kaj naqzernr4Te Kor.r fte pasnujar xenaroroKcr.rr{Hocr 3a BpeMe Ha rperMaHor, qle6a Aa ce
pa3Ml4cnl,r 3a rrpr,rBpeMeH npeKr.rH co repanuj ata vr,kr 3a [prrJraroAyBarLe Ha Ao3ara (nu4ere 4el
4.2u 4.4).

flaut,tenru co peHarHo ourerysarbe
(DapuaroruHerllxara ua a6uparepoH arlerar 6nta ucnurana xaj raqneHTr,r co xpajrra (|ara na
6y6pexuo sa6oryname, Ho c'ra6u:l.u3upanu co xeuo4njatvaa Hac[poru KoHTpoJrHa rpyrra Ha

naqreHrl4 co HopMaJrHa peHaJrHa Synrcquja. flo e4noxparHa arJrr,rKa\uja Ha Ao3a oa 1000 mg
xaj naqueurllre co xpajna $asa na 6y6peNno sa6orynarre, a Kor,r ce Ha gujatusa He ce
3roJIeMHJIa cucreMcKara r,r3JroxeHocr aa aduparepoH. Heua norpe6a oA HaManyBarb() Ha Ao3ara
rpu annllKaryuja ua a6uparepon xaj naq[eHTr,r co peHirnHo orrrreryBarLe, BKryr{yBajftu reuxo
peHanHo olureryBarLe (nu4ere rct 4.2). Mefyroa, HeMa Kirr,lHurrKo ncKycrBo oA [pHMeHa Ha

JIeKor xaj naqueurlr co KaprruHoM Ha npocrara lt TerrrKo peHaJrHo orr]TeryBarLe. Ce npenopaqyBa
rcaj onue [arrpreHTr,r Aa ce [pe3eMar MepKr,r Ha nper[a3Jrr,rBocr.

5.3 flpegrcrrrHrrqlr roAarorlu sa 6er6e4nocr
Bo cule cryrvtv 3a roKcr.rqHoc'r raj xHBorHr4, Hr,rBoara Ha rlrrpKynnparrKr,r recrocrepou 6ule
3HaqI,ITenHo HaMaJreHU. Kaxo pesyJrrar Ha toa, sa6elexaHo e HaMaJryBaEe Ha re)KuHara Ha

opraHlTe ra rraop$onoIIIKLI u/uttu xl4cronorlKn [poMeHr.r Bo penpoAyKrr.rBHr.rTe ()praHH, Bo
aApeHanHara xJIe3Aa, xuno$usara [r MJreqHr.rre xne3Au. Cure npoueuw 6ute KoMnJrerHo HJur

AeJIyMrIo penepsu6ttmrn. flporraeHrrre Bo pe[poAyKTr.rBHr,rre opraHr,r u aHAporeH-cen3r4Tr,rBHHTe
opraHl{ ce cosnafaar co (paprraarororujara na a6nparepoHor. Cnre xopuoH:lJrHrr npoMeHr,r
noBp3aHLI co rperMaHor ce BparnJre Bo HopMalra BeAHarrr r4JrH tro 4-ueAeneu llepr{oA Ha

3aKpenHyBarse.

Bo cryAutEre sa Qep'u,rJrHocr xaj craopuu, u rcaj r'aaNjaqr,r n raj xeurw, a1upareporr aqerar ja
HaMaTII,IJI QepturHoc'ra, urro 6nro qenocHo penepsn6uleu rpouec no 4-16 rreAenr{ oA
npeKr{HyBarle Ha a6uparepou arlerar.

Bo cry4unre 3a roKcl,It{Hocr npra pasnoj raj cmopuu, a6uparepoH arlerar urr,taa uujaHr.re Bp3

6peueHocm, nrnyryaajfu,r v HaMaJryBaEe Ha rexytnara na ([erycor u npexr4ByBamero.
3a6enexauu ce etfexrrn Ha Ha,qBopeurHr,rre reHlrrtur[u, uo a6nparepoH ar.Ierar He c3 troKrDrrur
KaKO TepaTOreH.

Bo cry,uua sa Seprr,rnHocr r,r roKu.rrrHocr rrpu pasnoj rr3BeAeHr,r xrn 6uae
noBp3arr{I,I co (paprraaroJro rrr KaTa aKTr4 BHocT ua a6uparepo u.

Co ucrulyvoK Ha [poMeHr,rre Bo penpo.qyKTuBHr{Te

cTaopq[, [peTKnHHr,rrrKr,rTe rIoAaToqII [oKaxaJle AeKa He

6asupauo Ha KoHBeHrIr4oHaJrHure cry1ttu ra 6es6e4Hocr,

Ao3r,rpame, reHoroxcr,rqHocr v KaHrleporeH noreuquja.n.
TpaHcreHlrqHr{ rnyBurd (Tg. rasH2), a6uparepoH arlerar He MaH

L[4JA CO

Bo 24-rraeceqHa cryAuja za KaHueporeHocr xaj craopqu, a6uparepou aUerar ja sroreuu.n

co

JryreTo,



r.rHuxAeHuara Ha r.rHTepcrr,rrlr4jaJrHa KJreroqHa HeonJra3Ma Bo recrr,rc[. Ona ce cMera 3a noBp3aHo

co (|aprrarrrcoJrorrrKara aKrrrBHocr na aiupa'repoH r,r e cneqr,rSzqHo 3a craopql,ITe. A6r.rpatepon
arlerar H()ce noKaxaJl KaKo KaHueporeH raj xeHcrure craopllla.
ArrfilasHa'la cync'rauquja, a6npatepoH, flpercraByBa plrc]rr 3a BoAHara xI,IBorHa cpeAl,rHa,

oco6eso:m pn6urc.

6. OAPIIIATIEBTCKTI IIOAATOIIrI

6.1 Jlucrr Ha eKcIIHnlIeHclr

AEI.IPAT.UPOH 3EHTI,IBA 250 ms, madnemu
Jlaxroga rvroHoxr.rApar

I{erynosa, Mr.rKpoKpHcraJrHa

Kpocrapueno3a HarpHyM

flosr,rAoH
Harpuyrra naypiln cynoar
EessoAHa Konor.rAHa cHJrvKa

MarHes4ru creapar

AEkIPAT.U P O H 3E HTLIBA 5 00 mg, frunu-odnocrceuu madnemu
Jodpo ua ma1temama
Jlaxrosa rvloHoxl,IApar

I{eryroszr, Mr.rKpoKpr.rcraJrHa

KpocrapueJro3a HarpI,IyM

Xuuponaenosa
Harpr.ryrra naypvn cyn([ar
BessoAHa KoJroHAHa cr.rJrrrKa

MarHes4ru creapar

@wtu-o6,to)tcy6dfte
flor r,rsr.r H r{r aJrKoxoJr

Turauuylr AI,roKcI,IA (E I 7 I )
Marcporo.r
Tanx
I{pneH xerre3eH oKcr,rA (8172)
I{pH xereseH oKcr,rA (8172)

6.2 I{uxo unaru6u"lnocru
He e npmreHJlr.rBo

6.3 Pon Bra rpaerbe
2roIlunu

6.4 Cneuajaruu
3a oaoj JroK He ce

xlH 3a ,rl),Ba[[,e

I

H 3a r{yBarLe.



6.5 flpupo4a r coAp)KHHa Ha naKyBarbero

AEI,IPATEPOH jEHTI,IBA 250 mg, ma1nemu
Orcpyrno 6elo HDPE rur4rrre,3arBopeHo co [oJrr,rflpo[rrJreHcKrr 3arBopaq co 3arrrr]rra 3a Aerla.
llluurero coApxr,r 120 ra1rcru.

AEI,IPATEPOH 3EHTI,IBA 500 me, 6unu o1rcuceuu ma1aemu
Pvc/PvDclatyuuuuyucrcu 6lucrepu co 60 Qunrr,r o6loxeHu ra6leru.
Wttt
Oxpyrno 6eno HDPE [Iurue, 3arBopeHo co floJrr.rnpo[]rJreHcKu 3arBopaq co 3arurr{Ta 3a Aerra.
llluurelo coApxr{ 60 S ranla-o6noxenn ra6leru.

6.6 CnequjaJrH[ MepKH 3a orcrpauyBarbe rr paKyBarbe
IlopaAu MexaHLI3Mo:r na 4ejcrno, A6nparepon 3eHruna Moxe Aa Harrrreru Ha Seryc no pasnoj;
nopaAlr roa, xeHH Kou ce 6peueuu HJrH Moxar 4a sa6perr.reHar He cMear Aa paKyBaar co
A6raparepon 3en'rnsa 6es gaurprra, Ha rrp. paKaBurlfi.

Ceroj HelrcKoplcreH MeAr,rqr,rHcKu [poH3BoA r4Jrr,r ornaA'rpe6a Aa ce orcrpaHr{ Bo corJ:acHocr co
noKaJIHI,ITe 6apawa. Onoj nex Moxe Aa flpercraByBa pr.r3r,rK 3a BoAHara xr,rBornur cpeAr,rHa
(nu4e're ael5.3).

7. HOCUTEJT HA OAOEPEHITE 3A CTABABE HA JTEKOT BO IIPOMET
3eHrusa flxaprvra Maxe4onzja AooeJr Cxonje,
yr. Jopaan Mujanron 6p. 48-l/1-2, 1000 Crconje,
Peny6rurca Cenepna Mare4onraj a

8. EPO,I HA OAOEPEHIIETO 3A CTABAIf,E

9. AATyM HA IPBOTO OAOEPEHIrE 3A BO TIPOMET II
AATyM HA IOCJTEAHOTO OEHOBEHO

10. AAltyM HA IIOCJIEAHATA PEBTBI,IJA
Jaayapv.r,2022 rowma 9ronr9




