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1. HMME HA JEKAPCTBEHHSI HPOAYKT
ABUPATEPOH PHXTEP 500 mg dunMupann Tabnerkn

ABIRATERONE RICHTER 500 mg film-coated tablets

2. KAYECTBEH U KOJHYECTBEH ChCTAB

Beaka Gpunmupana TaGnerka Chabpxa 500 mg abupatepoHor auerat (abiraterone acetate), exeupanenTen
Ha 446 mg abuparepon (abiraterone).

HQMOQHH BEIUECTBA ¢ H3BECTHO gCﬁCTBﬂC

Beska duamupana Tabnerka cbabpxa 240,5 mg naktosa (Karo nakTosa MOHOXUAPAT) H |2 mg HaTpwii.

3a OBAHUA CIIMCEK HAa NOMOWHHTE BELLECTB2 BHXKTe ToYka 6.1,

3. JJEKAPCTBEHA ©®OPMA
®uramupana tabnerxa.

Oeanua, MHnasa Gunmupana TabneTka ¢ nuTKUHA npubnuskTento 19 mm u wHpuna 11 mm, ¢
BATBEOHATO penedHO O3Hanenue  A7TTN o1 €AHaTa cTpaHa u ,,500“ ot apyrara cTpaHa.

4. KJIHHUYHH JAHHH
4.1 TepanesTnunm nokazanus

ABHPATEPOH PUXTEP B xomGunaums c NPENHHU30H UK MpeJHH3O00HE NOKA3AH 33:

- JIEHEHHE HA HOBOAMATHOCTULMPAH BHCOKOPHCKOB METACTATHYSH HYBCTBHTE/IEH KEM XOPMOHANHA
Tepanus kapuuHoM na npocratara (mHSPC) npu BL3PACTHY MLXKE B KOMOHHALIHS C aHIPOreH-
AenpusaliionHa Tepannd (ADT) (ex. Touxa 5.1).

-~ NICUCHHUE HA METACTATHYEH PE3UCTEHTEHHA kacTpalus KapuuHoM sa npoctarara (mCRPC) mpu
BB3PaCTHU MBXKE, KOHTO ca He3 CHMITOMH HIIH ¢ NeKH CHMINTOMH chen HEYCNewHa aHJporeH-
ACNPUBALIHOHHA TEPANHA, IPH KOHTO BCE OLUE HAMA KMHMUHK TOKA3aHHS 33 XHUMHOTepanus (8.
To4Ka 5.1).

- neyenne Ha MCRPC npu Bu3pacTHu MBXKe, UneTo 3a001BaHe € IPOrpecHpano o BpEME Ha HJIH
Caen louerakce-dazupana xuMHoTepanus,

4.2 HAO3NPOBKa H HAYHK HA NPRICKeHHE

Tosu nexapcreen npoaykr Tpadea aa ce NpeAMUCBa OT NOAXOANL MEAUUHHCKH CHELHANNCT.

EOSH paBKa




IlpenopbunTentata aoza e 1000 mg (ape Tabnerku no 500 mg) kaTo eIHHHYHANHEBHA /1034, KOATO HE
TpaA0Ba a ce npueMa ¢ xpaHa (BK. no-nony ..Haunn Ha npunoxenne). [IpueManeTo Ha Tabnerxure ¢
XpaHa NOBHLABA CHCTEMHATA eKCIIO3KLKA Ha abupaTepoH (k. Touku 4.5 1 5.2).

Ho3upoexa na npednuzon wru npeduuzonon
Npu mHSPC, ABHPATEPOH PHUXTEP ce npunara ¢ 5 mg MpeaH30H WIH MPeIHH30J0H JHEBHO.

Hpu mCRPC, ABHPATEPOH PHXTEP ce npunara ¢ 10 mg npeiHH30H MM NPEeAHH30/0H JHEBHO.

MenukaMeHTO3HATa KACTpAlKs C aHAON HA XOPMOH, 0cBOGOKIaBaLI Ty TeHHH3UpalHs XopMoH (LHRH)
TPs0Ba A2 NPOLILKH IO BPEME HA IEYCHHETO [P NIALMEHTH, KOHTO HE CA ONEPATHBHO KACTPUPAHH.

IIpenopvuumenno npocaednearne

CepymunTte TpancamuHazy TpAOBa 1a ce H3MEPRAT MPEAN HAYAIOTO Ha JIEYEHWETO, HA BCEKH 2 CeIMULIU
Npes TbPBHTE TPH MECELIA OT ICHEHHETO H CJIE] TOBa BEAHEXK MecedHo. KpbBHOTO HANAraHe, CepyMHHAT
KaHi ¥ 3aTbPAKAHETO HAa TEYHOCTH TPAGBA Jla Ce CIEAT exXeMeceuHo. BhhpekH ToBa, MalHEHTHTE Che
3HAYUTENEeH PHCK 3a 3aCTOMHA ChpAeuHa HeAOCTATLYHOCT, TPAOEa Aa ce IPoCIeaABaT Ha BCeku 2
CeIMHUIIH Npe3 MLPBUTE TPH MeCeLa OT JISYEHHETO H BEHEXK MECEUHO CEA ToBa (BX. TOUKa 4.4),

HpH NamHEHTH CbC ChICSCTBY BALIA XHITOKATHEMHAA UJIH TaKHMBa, Pa3BUIH XHHOKAIMEMHA IO BpEME Ha
nevenneto ¢ ABHPATEPOH PHXTEP, tpafsa na ce 00MHCITH nomabpikane Ha HHBO Ha Kamuii >4,0
mmol/l.

Ipu nauwenTy, passuiH CTENEH Ha TOKCHYHOCT >3, BKITIOUMTENHO XHIIEPTOHHS, XHIIOKAJIHEMHS, 1M H
ApYTY HEMHHEPANKOPTHKOHAHH TOKCHYHH edekru, neqetnero TpsGea Aa 6bie npexLCHATO i 1a ce
APUIOKAT NOAXOAALN MeTHLHHCKH MepkH. Jleuennero ¢ ABHPATEPOH PUXTEP He Tps6ba na ce
B’bBOGHOBﬂBa, A0KaTO CUMITOMUTE Ha TOKCHYHOQCT HE JOCTUTHAT CTENEH 1 mnu H3XOAHO HUBO.

B cnyuait Ha nporycnarta nHesHa 103a ABHPATEPOH PUXTEP, npeH1304 HIH IPEIHH30N0H,
JeyeHHeTo TpADBa na TPOALIDKY Ha caeABalua neH ¢ oGudaiinara JHEBHA q03a.

Xenamomoxcuunocm

Ipu nauuenTy, paseuu XenaTOTOKCHHHOCT MO BPEME Ha JIEYCHHETO (A1aHHH aMHHOTpaHCepaszaTa
[ALAT] wnm acniaprat amunotpancdepasata [ASAT] ce ysenuuasaT noBeye OT 5 MLTH HAJ ropHaTa
rpanuia Ha Hopmara [ULN]), Tepanuara Tpstea He3abaBHO 1a ce mpekbene (Bik. Touxa 4.4). Cren
BL3CTaHOBABAHC HA H3XOJAHHTE CTOMHOCTH Ha YePHOAPOOHUTE yHKIMOHANHY NOKA3ATENH HA MAl[MeHTa,
NEYEHUETO MOKE /i3 ce IOJHOBH ¢ HamaseHa Ao3a oT 500 mg (xBe TabneTkH) BeaHB:K AHEBHO .T1pH
MAlMEHTH, NPOBEKALUN NOBTOPHO JIeYeHKe, CEPYMHUTE TpaHCcamiHasM TpaGea aa ce npocneassar
MHHHMYM HA BCEKH 2 CeIMHLIM 3a 3 Mecela, Cliejl KOETO BEAHBK MECEHHO. AKO XENaTOTOKCHYHOCTTA Ce
NIOBTOPH NPH HAMaAEHA /1033 0T 500 mg NHEBHO, IeYeHHeTo TPsGBA Aa C& MPEKPATH. '

AKO MaUHEHTHTE Pa3BHAT TEKKA XeNATOTOKCHYHOCT (ypeiuuenue na ALAT wiu ASAT ¢ 20 nnt Hag
ULN) no Besiko Bpeme Ha TepanusTa, TepanmusTa Tpa6Ba Aa ce Cpe | MalHeHTHTE He Tpsa6Ba ga ce
JIEKyBaT NOBTOPHO.

Yeprodpobuo yepeacdane
He ce nanara npomsna Ha 103aTa nNpy MALUHEHTH ¢ NpeALIECTBAILO JIEKO yepHoapotno yepexaaue, Child-
Pugh Knac A.




Ilpu yMepeno uepHoapobHo yepexaane (Child-Pugh Knac B) e noka3ano, 4e CHCTEMHATA eKCTIO3HIUA Ha
a0upaTepoH Ce yBeNH4aBa OKOJIO YETHPH ITBTH, Cle]l IHOKPATHY NepopanHy 403y ot 1000 mg
abupatepoHOB auerar (k. To4Ka 5.2). HaMa flanuu 3a knunn4Hata 6e30MacHOCT ¥ ePHKACHOCT Ha
MHOTOKPATHH 1031 a0HPaTEPOHOR ALETAT, IPHIIATAHH TIPH TIALIMEHTH ¢ YMEPEHO MJIH TEXKO
uepHoapodHo yspexaane (Child-Pugh Knac B unu C). Kopurapanero wa fosara He Moxe aa On1e
npeasuaeHo. Hanonzsaneto na ABHPATEPOH PHXTEP TpsaGea BHHMATEHO na ce OLEHABA NPH
MALHEHTH ¢ YMEPEHO YePHOAPOGHO yBpexaaHe, TIPH KOMTO MON3aTa ACHO TPAOBA 13 HAIXBBPIS
BBE3MOXHHA PHCK (Bk. Toukn 4.2 1 5.2). ABUPATEPOH PUXTEP e Tps6Ba fa ce u3nonsea npu
MALHEHTH C TEXKO YepHOApoOHo yBpexaHe (Bxk. ToukH 4.3, 4.4 1 5.2),

Bvopeuno yepescoane

He ce Hanara npomsHa Ha 103aTa IPH NalKEHTH ¢ 6p6peyHo yBpexaane (BX. Touka 5.2). Jiuncea, obave,
KIHHHYEH OfIUT NPH NALMEeHTH ¢ PaK HA NPOCTATATa H TeXKO OhOpeyHo yepexaane. [TpH Te3d NanueHTH
ce MPenopbYBa NOBHMINEHO BHHMAaHHE (BXK. TouKa 4.4),

Heduampuuna nonyrayus
Hama cpotsetho npunoxenue Ha ABHPATEPOH PUXTEP npu neasaTpiyHara momyIaims.

Hauut Ha npuiioxkenue

ABHPATEPOH PUXTEP e 3a nepopanio NpHIOKeEHHE.

Tabnerkute TpAOBA Ja cE NPHEMAT KaTo EAMHHYHA 032 BEIHBXK AHEBHO Ha rmagHo. ABUPATEPOH
PUXTEP tpabsa na ce npuema rnoHe JBa yaca clief XpaHeHe H He TpAOBa Ja €& KOHCYMHPA XpaHa ToHe
enuH yac cnep npuema Ha ABUPATEPOH PUXTEP. Tabnerkute ABUPATEPOH PUXTEP tpstea aa
CE I'bJTAT HENA ¢ BOAA.

4.3 I[IporHBONOKA3aAHHA

- CBpBXYYBCTBHTENHOCT KbM 2KTHBHOTO BELIECTBO WM KbM HAKOE OT TOMOILHHTE BELIECTBA,
n30pOeHH B TOUKa 6.1.

- JKeHH, KoUTO ca GpeMEHHH HIIH € Bb3IMOXKHO Jia ca GpeMenHH (BX. TOuKa 4.6).

- Texko yepronpobHo yepescaane [Child-Pugh Kaac C (px. Touxu 4.2, 4.4 1 5.2)].

- ABHUPATEPOH PHUXTEP ¢ npeHK30H WA MPeAHKU30/I0H € MPOTHRONOKAa3aH B koMGuHarus ¢ Ra-
223.

44 CneunanHu npexynpexeHHs H NPeINa3HA MEPKH NpH ynoTpe6a

XUNEPTOHHA, XUIOKATHEMHKS, 3a0bPXKAHE HA TEYHOCTH H ChPASYHA HEAOCTATEYHOCT nopasyd U3nHMbLK Ha
MUHEPAITKOPTHKOHIH

ABHPATEPOH PUXTEP mosxe 1a npean3aBika XUNepTOHNS, XMIOKATMEMHS M 3a/BPKAHE HA TEUHOCTH
(B TouKa 4.8) KaTO CNEACTBHE OT OBHIUEHHTE HUBA HA MUHEPANKOPTHKOMIWTE B PE3yJITaT Ha
uHx#HGHpanero Ha CYP17 (Bx. touka 5.1). EAHOBPEMEHHOTO MPHIOKEHHE HA KOPTHKOCTEPON MOTHCKA
CTHMYJIHPAHETO Ha aAPCHOKOPTHKOTPONHHA XopMoH (ACTH), koeTo BoaM 10 HamaaABaHe HA HeCTOTATa
¥ TEKECTTA Ha Te3H Hexelany peakind. HeobXxoauMo e noBHILEHO BHUMAHHKE NPH NEYEHHMETO Ha
MAHEHTH, YHHTO OCHOBHY 2a60n1aBaHHsA MOXKE 1a OBIaT BIIOWEHH NPH NTOBHILABAHE HA KPbB




npexapaH HH$papKT Ha MHOKapLA WIH BEHTPHKY/IAPHA APHTMHS H MALMEHTH C TEXKO GROpedHO
YBpEXIaHE),

ABHPATEPOH PUXTEP Tpsi6ea Aa ce npunara Npeanasiueo IpH NALHEeHTH ¢ aHaMHe3a 34
CbPACYHOCHA0BO 3abonaBane. [Ipoyusanuata aza [l nposeseHy ¢ aGHPATEPOHOB AUETAT HIKITIOYBAT
NalHeHTH C HEKOHTPOIMPaHA XHNEPTOHHSA, KITHHHYHO 3HAYAMO ChpaeyHo 3ab0NsBaHe, NpoABEHO KATO
HHGbAPKT Ha MHOKAP/IA HITH CITyYau HA apTepraiHa TPoMG03a 1pes NocneARNTe 6 Mecena, TeXKa Wik
HecTalH/IHA CTEHOKAP/IMA, HITH ChpAeyHa HenocTarbuioct Knac I wnn IV cnopex Hiolopkckata
KapauonoruyHa acouuauns (New York Heart Association, NYHA) (npoyusase 301) uny cbpaeusa
HepocrareuHocT Knac 11 ao Kiac IV (npoyusanus 3011 u 302), unu usmepena gpakuus Ha 3TIaCKBaHe
<50%. B npoyusanua 3011 1 302 ca H3KJIKOUEHH TIALHEHTH C NPEACHPAHO MBXAEHE HIH APyra ChpAcHHA
AapUTMUA, U3KCKBAA feyenne, besonachocTTa NpH nanuenTy © neBokaMepua Gpakiius Ha U3TAacKBaHe
(LVEF)<50% unn cepaeuna HepoctatbuHocT Knac I11 wau Knac IV no NYHA (B npoyusase 301) nn
chbpaeyHa HegocTarbaHocT Kitac II 1o Knac IV no NYHA (B npoyusaunus 3011 1 302) He e ycranopeHa
(Bx. ToukH 4.8 1 5.1).

Ilpean nedenne HA NAUMEHTH CHC 3HAYHTENEH PUCK 3a 3aCTOHHA ChbPIEYHA HEAOCTATEYHOCT (HAMP.
aHaMHE3a 33 ChpAEYHA HEOCTATBYHOCT, HEKOHTPOIHPaHa XATIEPTOHUS UM CHPICYHH CLOMTHA KaTo
HanpuMep HcXeMu4uHa 60/lecT Ha ChpleTo), TpabBa fa ce OGMUCITH TOYYABAHETO Ha OLEHKA Ha
tyHKIHATA Ha CBpLIETO (Hanp. exokapauorpagpus). [Ipenu newenne ¢ ABUPATEPOH PUXTEP
CbpAEYHATA HELOCTATHYHOCT TPAOBA A1 Ce JlekyBa i ChpleYHaTa ASHHOCT Aa Ce ONTHMH3HpA.
XHIePTOHUATE, XHIOKATHEMHATA H 3aLPKAHETO HA TEYHOCTH TPAGBA Aa Ce KOPHTHPAT H KOHTPOIHPAT.
Ilo BpeMe Ha eveHHETO KPbBHOTO HANATAHE, CEPYMHHAT KAIMH, 38TbpXKAHETO HA TEHHOCTH (IIOKAYBAHE
Ha TErNoTO, nepudepeH €1eM), U APYTrH NPHHALH U CHMIITOMH Ha 3aCTOiHA ChpAEYHA HEJOCTATEYHOCT
TpabBa Aa ce mpocieAsBaTHA BCeKH 2 CEAMHIIM 32 3 Mecella, ClIe/ TOBA BEIHBK MECEUHO H OTK/IOHEHHATA
Aa ce kopurupar. Habmonasa ce yrbinkaBane Ha QT HHTepBana NPU NAUMEHTH, CTPAJAIHM OT
XHNOKANHEMHS, CBBP3aHa ¢ JieueHHeTo ¢ abupareponos auetat. TpaGea fa ce HanpasH oUeHKA Ha
CBPACYHATA AEHHOCT, KOraTo € KJIHHHYHO NOKa3aHo, Jia ce OIpe/ieN aleKBATHA TEPaNHs | 14 ce
O0OMHC/IH NpeKpaTABAaHe HA TOBA JIEYCHHE B CITyval Ha KIHHHYHO 3HAYMMO oTc/1abBaHe Ha ChPAEYHATA
JeitHocT (BK. Touka 4.2).

XenaToToKCHIHOCT U ‘-{eQHOgQOﬁHO YBDCKNAHE

B koHTponupanu KIMEHYHU NpoyYBaHKA ce Ha(NI0AaBa #3Pa3eHO MOBHIIEHHE HA YepHOAPOGHHTE
€H3HMHK, BOJICLIO AC MPEKBCBaHE HA JIEYCHHETO WITH IIPOMAHA HA J03aTa (BXk. Touka 4.8). Husara na
CEpYMHHTE TpaHCaMHHa3H TpAOBA Ja ce H3MEPAT NpeIH HAYAN0TO Ha JeYEHHETO, Ha BCEKH 2 CeaMHLM
pe3s WHPBKTE 3 MECela OT JISHEHUETO, H CJIE] TOBA BEAHBK MECEYHO. AKO ce PA3BHAT KIMHHYHH
CHUMTITOMH AJIM NPH3HALM, NOKA3BALIH XeNaTOTOKCHYHOCT, CEpYMHHTE TpaHCcaMHHA3H TpaOBa 4a ce
H3MEpAT He3a0aBHO. Ako B faneH MoMeHT ALAT unu ASAT ce ypeHuar nogede ot 5 meTH Hax ULN,
nevyeHHeTo TpsGBa He3abaBHO Na Ce MpeKBCHE, a YepHoApobGHaTa by Hkuys TpadBa aa ce criesld OT6aH30.
JleyeHHETO Ce NOAHOBABA TPH BL3CTAHOBABAHE HA H3XOJHUTE CTOHHOCTH Ha YEPHOAPOGHHTE
(yHKUMOHANHH TOKA3aTeIH Ha MALHMENTA H NPH HaManeHa no3a (Bx. Touka 4.2).

B cryuait, 9e nauMeHTHTe pa3BUAT TeXKa XeNIATOTOKCHUHOCT (yBennyenue Ha ALAT umn ASAT ¢ 20
nsTH Hafl ULN) 110 BCako BpeMe Ha TepanyAra, TepanusTa Tpabsa Aa ce cripe M manMeHTHTe He TpAOBa 1a

Ce JICKYBAT [TIOBTOPHO.



TlanueHTH ¢ aKTHBEH MJIH CHMIITOMATHYEH BHUPYCEH XCNATHT €A U3KJIWYEHH OT KNTHHUYHHTE MPOYYBAHHS,
Nopanu Ta3u NpHYHHA THICBAT NaHHH 3 ynotpeGara Ha ABHPATEPOH PHXTEP npwu Taszu nomynaius.

Hama naHHH 3a xnuan4HaTa 6e30MacHOCT H ePUKACHOCT TPH MHOTOKPATHH J03H 26HPATEPOHOB aLleTar,
KOraro C¢ TIIPHara MpH NaUHeHTH C YMEPEHO HIH Texkko yepnoapobuo yepesxxaane (ChildPugh knac B
umu C). Manonsparero Ha ABHUPATEPOH PUXTEP Tpsi6sa BHHMATENHO 2 ce OLEHsBA IIPH TIALMEHTH C
YMEPEHO YEPHOAPOOHO YBpeXKAaHe, PH KOMTO 10/13aTa SCHO TPAGBA Ja HaAXBLPJIS Bh3MOXKHUS PHCK
(Bx. Toukn 4.2 n 5.2). ABHPATEPOH PUXTEP He Tps0Ba ia ce M300/138a NPH NALHEHTH ¢ TEXKO
YepHOIPOOHO yBpexaaHe (BXK. ToukH 4.2, 4.3 u 5.2).

HMa penikM NOCTMAPKETHHIOBH CHLOGILEHHS 32 OCTPa YepHOAPOGHA HEAOCTATEYHOCT H (Y IMHHAHTEH
XEMaTHT, HAKOM C NIETANEH H3X0Z (BX. TouKa 4.8).

CanaHe Ha MpHEMA HE KOPTHKOCTEPOHIH H MEPKH NPH CTPECOBH CUTYALIHH

TIpenopbusa e NOBHINEHO BHHMAHHE H NIPOCEASBAHE 32 4APEHOKOPTHKANHA HEJOCTATBYHOCT, B Ciy4alt
HE HA NMAlMEHTHTE € CIIPAH MPUEMBT Ha MPeAHU30H HIIH MPEIHH30I0H. AKko mpHeMsT Ha ABMPATEPOH
PUXTEP npoawixH cnen CHAPaHETO Ha KOPTUKOCTEPOUAHNTE, NAHERTHTE TPAOBA Ja ce Habmroaasar 3a
N0sBa Ha CUMITOMM HA MHHCPAKOPTHKOH/IEH HIMHIIBK (BX. HHGOpPMALKATa No-rope).

TIpH maukeHTy Ha IPEAHH30H MIIH TIPEIHU3ONOH, KOHTO Ca ITOUTOKEHH HA HEoOHYaeH CTpeC, € MOKAIaHO
NOBHIIABAHE HA J103aTA HA KOPTUKOCTEPOUAMTE NPEU, O BPEME HA W CJIE]l CTPECOBATA CHTYAIIHA,

KocTHa nineTHOCT

Hamangsane Ha KOCTHaTa NILTHOCT MOXKE /ia CE [TOSBH IIPH MbXKe C METACTATHYEH HANIPEIHAN KAPLIHHOM
Ha npocratata. Hanonsparero Ha ABUPATEPOH PUXTEP B KoMOHHALMS € TIIFOKOKOPTHKOHAH MOXE
Ha YBENHYH TO3H eheKT.

Hpeaynina ynorpefa Ha keTokoHa301

[To-HKcKa cTeneH Ha OTroBOP MOXKE a C€ QUaKBa MPH NALHEHTH, JIEKYBAHH IPEAHU TOBA ¢ KETOKOHAZORN 34
KapLHHOM Ha npocTaTara.

XunepraukeMus
I[NpunoxeHueTo Ha rMIOKOKOPTHKOMIN MOXE N4 TOBUILM XHAEPIIMKEeMHATA, 39T0BA HHBOTO HA KPHBHATA

3axap TpAbBa 4eCTo J1a ce NpOCeAsBa IpH HalieHTH ¢ IHaber.

XUNOTTTHKEMHA

CrobimaBany ca cayqan Ha XMAOTJIHKEMHS, KOFaTo aGHpaTepoHOB auetar B KoMGHHAMS C
NpeAHU30H/TIPEAHH30NOH C& TIPHNAraT NPy NaUHEHTH, KOUTO BEYE ¢a MManH IuabeT, noly4aBatiiy
MHOTTIATA30H MK PemariHHu (BX. Touka 4.5); crefoBarenHo, KpbBHATa 3axap TpaGsa Ja ce Habnwonasa
NP NaUHEHTH ¢ AHaler.

Ynorpeba npy XUMHOTEpanus

besonacHocTra u eduKacHOCTTa Ha e1HOBPEMEHHOTO npunoxenue Ha ABUPATEPOH PHXTEP ¢
OUTOTOKCHYHA XHMHUOTEDAMHA He Ca yCTAaHOBeHH (BxK. Touka 5.1).

lloTeHuuannu puckone




AHeMUA U CeKCcyaiHa ,Ell/lO(byHl(LlHﬂ MOXE A3 C¢ MOABAT NPH MBXE C METACTATHYEH KapuHHOM Ha
1pOCTaTaTa, BKAKOYHTENIHO IPH TE3M, KOHTO ¢a MOAN0KeHH Ha nedenne ¢ ABUPATEPOH PUXTEP.

Edexry BEpxY cKeneTHaTa MyckynaTypa

CpoOmaBar ce Cllyqan Ha MHOIIATHA ¥ pabNOMHONK3a IPH NALKEHTH, TEKyBaHH C aGUPATEPOHOR alleTar.
B noBeveTo ciyyan Te ca ce pa3BHITM B PAMKHTE HA TbPBHTE 6 MECENA OT IEYEHHETO H ca OTIIYMENH
Clie]l IpeyCTaHOBABaHe [IpHeMa Ha abUpaTepOHOB ALIETAT.

Iipenopsyea ce nOBHILEHO BHHMaHHE IPH NALHEHTH, IEKYBAHH €THOBPEMEHHO C JIEKAPCTBEHH
NPOJYKTH, 38 KOHTO € H3BECTHO, He €& CBLP3aHH ¢ MUONATHA/PabioMHONNA3E,

BianmoneifcTBHA ¢ ApYri NeKADCTBEHH MPOAYKTH

ITpunoxennero Ha cunnu uHayktopH Ha CYP3A4 tpasa 1a ce H30Area 110 BpeMe Ha IEYEHHETO, OCBEH
K0 HAMa Apyra TCpaneBTHYHA aNTepPHATHBA, NOPaaH PUCK OT HAMaJleHa EKCTIO3HIMA Ha aGHpaTepOoH (BK.
TouKa 4.5).

Kombunupaue na abuparepoH H npeJHH30H/MpeaAHN30I0H ¢ Ra-223

Jleuenueto ¢ abupatepoH U ApeAHH3OR/MPEIHA300H B KOMOHHauus ¢ Ra-223 & MpOTHBOMIOKA3aHO (BX.
TOUKa 4.3) MOpaan NOBHILEH PUCK OT PPAKTYPH H TEHAEHUHA KhbM HOBHIIEHA CMBPTHOCT NPH HALHUEHTH ¢
KapUHHOM Ha NpOCTATATA, KOHTO €2 aCHMIITTOMATHYHH HJIH C JIEKH CHMITTOMH, KaKTO € Ha/IIOIaBaHo B
KIMHUYHHTE H3MHTBAHMS,

IIpenopryea ce nocneaBatnoTo AevueHue ¢ Ra-223 aa He 3anouBa oHe S IHH ClIel MOCASAHOTO
npunoxerue Ha ABUPATEPOH PUXTEP 8 komMGuHauus ¢ MpeHu30H/TpeHU30I0H.

MomoniuwuTe BelliecTsa

Toau nexapcreen npoaykT chabpxka 240,5 mg nakrosa. TlauuesTy ¢ peakd HACAEACTBEHH NPOGIeMH Ha
HETIOHOCHMOCT KBbM ralakTo3aTa, bJICH NAKTa3eH Ae(HLMT HIIH [AIOKO30-raiakTo3Ha Manabcopbuus He
TpAbBa 1a IPUeMAT TOBA JIEKApCTRO.

Tozn nexapcTeen npodyKT ChINO Taka ChAbPHKA 24 mg HATPUH Ha 4034 0T ABe 500 mg duIMHpaHH
TabNeTKH, TOBA KOJIMYECTBO € EKBUBATEHTHO Ha 1% oT npenopwyaHaTa ot C30 MakcuManHa AHEBHA 1033
OT 2 g HaTpuii 3a Bb3pacTeH.

4.5 | BzaumopeiicTBHe ¢ JpyIH JIeKAPCTBEeHH NPOXYKTH H Apyrd GopMH Ha BiauMoaelicTBHe

Ediexr Ha xpanata supxy abupaTepon

IIpuItokeHReTO ¢ XpaHa 3HAYUTENHO NOBHILABA abcopbuusTa Ha aGHpatepoH. EdukacrocTTa u
BGe3oracHOCTTa, KOraTO € MPHET C XPaHa, He Ca YCTAHOBEHH, 3aTOBA TO3M JIEKAPCTBEH NpPOAYKT He TpAOBa
A2 ce MPHeMa ¢ XpaHa (BxK. ToukH 4.2 n 5.2).

BSB,HMOACﬁCTBHS{ C APYrH ACKApCTBEHU [IPOAYKTH

Homenyuan na dpyeu rexapemeenu RPodyKmu 0 NOGRUAAM EXCROUYUUME HA GBUPAMEPOH

B npoBe/ieno knuHu4HO NpoyuBaHe Ha (GapMaKOKHHETHYHKTE B3aUMOAEHCTBHS TIpH 30paBH A0GPOBONIH,
NeKy BaHu NpeAU TORA CHC CHIHHA HHAYKTOP Ha CYP3A4 pudamnuuns 600 mg AHERHO B TPOALIKEHNE
Ha 6 HH, CJIEMl KOCTO ¢ eIHHHYHA £03a aGupareponos auerar 1000 mg, cpefHaTa masMe g
alupaTepoH ce e NOHKKKIA ¢ 55%.




TprnoxenueTo Ha cunHK MHAYKTOPH Ha CYP3A4 (nanp. denuToun, kapGamasennH, pHaMIHIIHH,
pudabytan, pudanentiH, henobapbutan, xunt kantapuos [Hypericurn perforatum]) no speme Ha
AeueHHETO TpAbBa fa ce H30ATBA, OCBEH aKO HAMA TepaneBTHYHa ANTEPHATHBA.

B oTHenHo KIMHAYHO Npoy4BaHe Ha (hapMAKOKHHETHYHHTE B3aMMOACHCTEHS, [IPOBEIEHO NPH 3/paBH
RoGPOBONIH, EIHOBPEMEHHOTO [IPHIIOKEHHE HA KETOKOHA30M, CHIEH HHXHOHTOp Ha CYP3A4, He e
OKa3aJ10 KITMHHYHO 3Ha4uM eeKT BbpXy (papMakoKHHeTHKATa Ha abHpaTepoH.,

ITomenyuan Ha abupamepon da noeruRe excROIuyUUMEe HA OPY2u NEKAPCMBEHY NPOOYKMU

AGHpaTepoH € HHXHGHTOP Ha 4epHOAPOOHKTE NeKapeTBo-MeTabonu3upamy exsumu CYP2D6 u
CYP2Cs.

B npoyueane Ha edexTuTe Ha aGHparepoHOB aueTar (B KOMGHHALKS C IPEHHION) BLPXY €AMHHYHA 1034
CYP2D6 cybetpar nekcrpomeropdan, cicteMHata ekcnosuuus (AUC) Ha gexcTpomeropdaH ce
MOBHIIABA NPHOITH3HTENHO 2,9 Mbri. AUCy4 Ha aekcTpopdan, akTHBHHA MeTabonuT Ha
IekcTpomeTopthan, ce NOBHIIABA HPHOTHINTENHO ¢ 33%.

[TpenopbuBa ce nosuineHo BHHMAHKE, KOraTO Ce IPUNAra ¢ JIEKapCTBEHH NPOLYKTH, KOMTO C& AKTHBHpPAT
niu metabonusnpar oT CYP2D6 i no-crienHaiHo NeKapcTBEHH NPOAYKTH C TECEH TEPAaNeBTHYCH HHIEKC.
Tpabsa na ce obmucny HaMalIABaHe HA JO34Ta HA NEKAPCTBATA C TECEH TePaTeBTHIEH HHACKC,
MertaGonusupanu ot CYP2D6. [Ipumepy 3a nexapcTBeHH PoAyKTH, MeTaGonusupann ot CYP2DS6,
BKJTIOYBAT METOIPOJION, MPONPAHOJION, Je3HNPaMHH, BEHIAPAKCHH, XaTOTePHAON, PHCIIEPH/IOH,
nponadeHoH, (reKanHi, KOACHH, OKCHKOAOH ¥ TPAMaIoN (OCAeHHTE TPH IEKapCTBEHH NPOAYKTA Ce
HyxaaT OT CYP2D6 3a o6pasyBaHe Ha akTHBHUTE UM 06e36onspaiun MeTaboOIHTH).

B npoyusane ¢ CYP2C8 Ha nexapcTBeHH B3aumoaeiicTeus npH 3apaen HHArBHIH, AUC Ha MHOMIHTa30H
€ nosHilleHa ¢ 46%, a AUC na M-Il u M-IV, akTHBHHTe MeTaGONMTH Ha NMOTIHTA30H, € OHHKEHA C 10
10%, koraTo NHOrMMTA30H CE NPHNATa 3a€AHO ¢ eMHHYHA A03a 1000 mg aGupaTepoHOB aueTar.
[TaunenTture Tpabea Aa GbAAT HAGMOAABAHM 3a IPH3HAUW HA TOKCHYHOCT, CBBP3AHH ChC cybcTpar Ha
CYP2C8 ¢ TeceH TepaneBTHYEH UHAEKC, KO CE WINO/I3BAT eNHOBpeMeHHO. [TpuMepH 3a JeKapCTBEHH
nponyxtH, Merabonusupanu ot CYP2C8, BKIIIOYBAT NHOIIMTAI0H M peNarivHuA (K. Touka 4.4),

In vitro ocHoBuHTe MeTaGonuTy abupaTepoHos cyndar i N-oKCHI aGHpPaTepOHOB Cyndar HHXHGHpAT
TPAHCTIOPTEPa Ha YepHOApoOHOTO 3axBamane OATP1B1 ¥ kaTo cieacTere MOrar Aa ce NOBHILAT
KOHLIEHTPALHHTe HA NEKAPCTBEHHTE NPOAYKTH, KOMTO ce enuMuHApaT upe3s OATP1B)1. Hama manuunn
KJIHHHYHH JaHHH, TOTBbKAABALIM B3aHMOZEHCTBHETO, OCHOBABALIIO C& HA TPAHCTIOPTEPA.

Hpunooicenue ¢ npodykmu, 3a koumo e uzgecmno, ye yovaxcasam QT UHmMepPsana

Trii KaTo NeveHneTo © aHAPOTeH-NeNPUBALROHHA TEPANHA MOXe Aa yabxH QT uHTepRana, ce
NpenopbUBa NOBHIIEHO BHUMaHue npu npunarane na ABHPATEPOH PUXTEP ¢ nekapctsenn
NpPOAYKTH, yAbkaBawu QT WHTEPBANA, MM NEKAPCTBEHH NPOAYKTH, KOHTO MOraT Aa NpeIH3BHKAT
torsades de pointes, karo kiac A (T.e. XuHUTHH, Au3onHpamua) unu knac 11T (Hanp. aMuomapos,
coranon, noperunus, ubyTHINI) AHTHAPHTMHYHK NEKAPCTBEHH IPOLYKTH, META/0H, MOKCH(IOKCALHH,
AHTHIICUXOTHMLIH W T.H.

IIpunosicenue cve Cnuponoaaxmon




CrnHpoHONaKTOH Ce CBLP3Ba C aHAPOreHHHTE PELIENTOPH M MOXE Ja IOBULIK HHBATA HA
npoctaTHocneuunua antaren (PSA). [punoxennero ¢ ABUPATEPOH PUXTEP e ce npenopbusa
(Bk. Touka 5.1).

4.6 DepTHIHTET, GPEMEHHOCT H KbPMEHe

JKeHH ¢ fAeTepoleH noTeHIMAN
Hsama panuu 3a ynorpe6ara Ha ABUPATEPOH PUXTEP npu SpeMeHHH 5eHH H TO3H JeKapcTBeH

MPOAYKT He e NpeaHa3HajueH 3a ynoTpeda NpH KeHH ¢ AETEPOEH MOTEHIMAI.

KoHTpauenuus npy Mbxke W XeHH

He e ussecTHo panu aGHpaTepoH HIH HErOBHUTE METAGOMHTH IPHCHCTBAT B CEMEHHATA TEUHOCT.,
YnoTpeGaTa Ha npe3epraTHB € 3a[IbIDKHTENIHA, AKO NALMEHTHT HMA CEKCyaleH KOHTAKT ¢ GpeMeHHa
JKeHa. Ako NAHCHTBT HMA CEKCYaNeH KOHTAKT C JXKE€HA C AETECPONCH MOTCHIHAA, NPE3EPBATHRET €
3aIb/DKHTENEH 338/HO C OLIE CIHH edeKTHBEH MeTOo] 3a KoHTpauenuus. [IpoyuBanKsTa npH KHUBOTHH
1IOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3).

BpemenHoct
ABHPATEPOH PHXTEP He ce ynoTpe6gBa npu seHH M € NPOTHBONOKA3AH NPH XEHH, KOHTO Ca

OpemMeHHY WM € BBIMOXKHO Ja ca GpeMeHum (Bxk. Toukn 4.3 u 5.3).

Krupmene
ABHUPATEPOH PHXTEP e e npegrasHaueH 3a ynorpeta npH xKeHu.

Deprunuter
ABupaTepOHOBHST alleTaT MOBIAABA HEPTUINTETA TP MBIKKH H XKEHCKU TLUIBXOBE, HO TE3H edexTd ca
HaIBAHO OOpaTHMU (Bx. Touka 5.3).

4.7 Edextr BLpXY cnocofrocTTa 32 wiodupane 1 pabora ¢ MamneH

ABHPATEPOH PUXTEP He noB1ABa Hilk NOBIMABE NPEHEGPEIKHMO COCOOHOCTTA 32 1odupane u
paboTa ¢ MaILiAHH.

4.8 Hexe1ann iekapcTBeHN PeakIlHM

O6o6uienne Ha Mpoduia Ha 5E30MaCHOCT

Ilpu ananus Ha HeXeNAHHTE PeaKuuH B koMOuHUpanH npoyusanus dasa Il ¢ abUpaTepoHOB ALIETAT,
HEXeJaHHTe peakuuH, Habnogasanu npu >10% OT NALMEHTHTE, ca neprepeH eaeM, XHMOKATHEMHA,
XMNEPTOHUS, HHPEKUHA HA IIHKOYHUTE MBTHLIA H NOBHILIEHA CTOMHOCT HA ANAHKH aMHHOTpaHcepasata
H/HAH OBHLUEHA CTOMHOCT HA ACTIAPTAT AMUHOTpaHChepasaTa.

Jlpyru B2kHH HEXeNaHH peaKUHH BKIIOUBAT ChpJEUHH HapyIIeHHS, XeNATOTOKCUYHOCT, thpaxkTypH H
aneprideH aaBeOIHT.

ABHPaTEPOHOB ALETAT MOXE /12 NPEAU3BHKA XHNEPTOHU, XMIIOKANHEMHS W 3 TBPKAHE HA
Karo (papMaKoAHHAMUYHO CIIEJICTBHE OT HEroBHs MEXaHHIbM Ha JeiicTere. B npqu y

NeKyBaHH ¢ abHpaTepOHOB alleTaT, OTKOIKOTO IPH NAIMEHTH, JIeKyBaHu ¢ miaueGl: AQ
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cpeuty 8%, xuneprotus 22% cpeiy 16% H peclieKTHBHO, 3a/bPXKaHe HA TEYHOCTH (TIepH(epeH eaem)
23% cpewmy 17%. TIpu mauseHTH, lekyBaHH ¢ aGHPATEPOHOB aLETAT, CIPSMO MALHEHTH, IEKYBAHH C
niaue6o, ca nabmonasann: CTCAE (epcus 4.0) creneu 3 u 4 xurnoxkanveMus npu 6% capamo 1%,
CTCAE (sepcus 4.0) crenenn 3 4 XHnepTOHHSA TIpH 7% cnpamo 5% H crenenn 3 u 4 3agnpiane Ha
Te4HOCTH (nepudepen enem) choTaeTHO npH 1% cnpamo 1% oT naLHeHTHTe.

Karo 1o MaHepaJIKOpTHKOHHATE peaKLlHH MOTAT Ja Ce OBJaJIABAT YCMELIHO ¢ NeKapcTBa.
EQHOBpeMEHHOTO NPUI0XKEHHE HA KOPTUKOCTEPOMIH BOJK 10 HAMANABAHE HA YECTOTATA H CTENEHTA Ha
TE3H HEKENAHH PeaKuny (Bik. Touka 4.4).

TabnuueH CIHCHK Ha HEXENAHHTE PEaKiHK
B npoyiBaHus NpH NALMEHTH C HANPEIHAI METACTATHYEH KAPLUMHOM HA NPOCTATATA, Jekysanu ¢ LHRH

WY JIEKyBaHH TIPSIH TOBA C OPXHEKTOMHSL, abHpaTEPOHOB aueTar ce Mpuara B aoza ot 1000 mg asesxo
B KOMOHHAUMSA ¢ HUCKA 11032 NPEIHH30H WM IPEHU30M0H (U 5, unn 10 mg IHEBHO B 3aBUCUMOCT OT
NOKazaHUETO).

Hexenanute pE€aKIIH, HaﬁJ’l}OI[aBaHH HO BpCME Ha KTHHHYHUTE TIpOYYBaHHA H NOCTMApPKETHHTOBHA
OITHT, €2 MPeACTABEHHU NO-J0MY N0 KaTeropus YectoTa. KaTeropuuTte no 4ecToTa ca onpeneneHH, KakTo
C7ie/iBa: MHOTO UecTH (=1/10); yectu (=1/100 mo <1/10); Heweetu (=1/1000 xo <1/100), peaxu (=1/10 000
Ho <1/1000); muoro peaku (<1/10 000) 1 ¢ HEM3BECTHA YECTOTA (OT HANMMHKUTE NAHHKM HE MOXe Aa Bbae
HanpaBs€Ha OI.IGHKH).

an BCAKO rpYMMAPAHE IO YECTOTA HEXeNaHHuTe JICKApCTBSHH peaklHH ca HSGPOGHH B HH3XQoOAL peA o
OTHOLICHHE Ha TAXHATA CEPHO3HOCT.

Tabauua 1:  Hesxenanu peakuun, Habo1apany B KIHNANIHY NPOYUBAHHAS H OT
NOCTMAPKETHHIOBHA OIIHT

CucreMo-opranen Kiac Hexe1aHa peaknus H 4ecToTa

HUndexnun 1 nudecranmm MHOTD 4eCTH; MH(EKIMS Ha THKOYHHTE TETHILA
YECTH: CETICHC

HapymieHHs Ha HMYHHATA CHCTEMa C HEeW3BECTHA YecToTa: aHaQHNAKTHYHH peakiiun

Hapywennsa Ha eHIOKPHHHATA He4eCTH: HanOn0peyna HeqOCTATBYHOCT

CHCTEMA

Hapywienusa Ha MeTafoJH3MA H MHOT'O YECTH: XHIOKATHEeMUs

XpaHeHETo YECTH: XHNEPTPHTIHLEPHUAEMHA

CrpaewHn HApyIIEHHs YECTH: ChbPACYHA HEOCTATHYHOCT™, CTEHOKAPAHNA,

NpeacEPOIHO MBKAEHE, TAXHKAPIHA

HEYECTH: APYTH APUTMHHK

C HEU3BECTHA YECTOTA: HHOAPKT HA MHOKADAA,
yanmkasade Ha QT uHTepBana (Bx. TOUKH 4.4 u 4.5)

Cr10BH HapylIeHHA MHOTI'O HEeCTH: XHIEPTOHHA
PecniupaTopHH, rphAHN H PelKH: anepruyieH anpeonuTa’
MEIHACTHHAJIHN HApPYyIIeHus
CTOMAaNTHO-YPeBHH HAPYIICHHA MHOTO YECTH: HAPHS
YeCTH: JHCRENCUSA
XenaToOHAHADHH HAPYILICHHS MHOTO Y€CTU: MOBHIICHA CTOHHOCT Ha ANAHHH

aMHHOTpaHcdepasaTa W/HIH MOBHUIIEHA CTO
acmaprar aMmHHOTpaHcdepazara’




penkH: dbyIMHHAHTEH XEMATHT, OCTPa YepHOAPoGHa
He[OCTAThYHOCT

Hapymenns Ha KOXKATA H YyecTH: 00pHB

NOAKOKHATA ThKAH

Hapywenas Ha MycKy/IHO- HEUECTH: MUOTIATH#, pabaoMHOIH3A

CKeJIeTHATA CHCTEMA H

CHE/IHHHTE/THATA ThKaH

Hapywenus na 6u0pennre n 4ECTH: XEMaTypHs

NHKOTHATE MHTHINA

O6mn napymenns u ehexkTn Ha MHOT'0 YeCTH: NepudepeH eneMm

MACTOTO Ha APHJICHKEHHE

HapanaBaHns, oTpaBSHHA H 4eCTH: pakTypn **

YCIOKHEHHS, BL3HHKHANM B

Pe3YATAT HA HHTEPBEHIHH

* ChbphgyHaTa HENOCTATEYHOCT BKIKOYBA M 33CTOHHE, ChPICUHA HEAOCTATHYHOCT, JICBOKaMEPHA THCHYHKIHA ¥ HAMAICHA
(dpakuus Ha M3TNAcKBaHe

** OpakTyp BIUTIOUEA OCTEONOPO3a H BCHYKH (PAKTYDH C M3KTIOUEHHE Ha NIATONOTHYHH (pakTypu

# CHIOHTaHHH CLOOIEHKA OT NOCTMAPKETHRIOBHA GIIMT

® [Toswmena cTOMHOCT HA ANAHHH AMHHOTpaHCEpPA3AT H/WIH IOBHIICHA CTOHRHOCT Ha acTapTaT aMHHOTpaHcepasaTa BRIOUBA
yeenuuetue Ha ALAT, yeenuyenne va ASAT u abnopmHa ueproapoGra dyHKina

Cnenuurte Hexxenanu peakinn CTCAE (Bepens 4.0) cTener 3 ce HaGmoaBaT npH NayUeHTH JIEKYBaHH ¢
abAPaTePOHOB aneTaT: XUnoKanueMus 5%; HHQEKLUA HA TMKOYHATE MbTHINA 2%; TOBHILEHA CTORHOCT
Ha ANaHWH AaMHHOTPaHC(EepasaTa U/ NOBUIICHA CTOHHOCT Ha acnapTaT aMHHOTpaHchepasaTa 4%;
XUNEPTOHUs 6%; GpakTypu 2%, neputepeH e1eM, CbpaedHa HEXOCTATEYHOCT U TIPEACHPAHO MBIKAEHE —
Beaka 1%. Xuneprpurnuuepunemus CTCAE (Bepcus 4.0) crenen 3 u cTeHOKapaus ce HaGMoNaBaT npu
<1% ot naunenture. Mndexuns na nuxounure nvruma CTCAE (pepeus 4.0) creneH 4, noeuena
CTOHHOCT Ha aJlAHMH AMHHOTPaHC(EPA3aTa H/HIIH NOBHIIEHA CTOMHOCT Ha ACMAPTAT
aMHHOTpaHC(epasaTa, XHNOKANTHEMHs, ChPISUHA HeOCTATEYHOCT, NPEACHPAHO MBXCHE H (PPaKTYpH ce
HaOaronasaT npu <1% o1 naLUeHTHTE.

Ho-rossima 4ecToTa Ha CyyauTe Ha XHIEPTOHMA H XUIIOKATHEMHS ce HaGMIOAaBa P NOMY NALMSTA OT
NAUHCHTH, YyBCTBUTEIHH KBM XOpPMOHATHA Tepanus (npoyusane 3011). Xunepronus ce Habmoaasa npu
36,7% ot nonynauuATa NAUMEHTH, YyBCTBHTEIHH KM XOPMOHANHA Tepanus (Ipoyusane 3011), B
cpasHenne ¢ 11,8% un 20,2% B npoyusanus 301 u 302. Xvnokanemus ce nabmoaasa npu 20,4% ot
NOIy/TAMATA MAHEHTH, YyBCTBUTEHN KbM XOPMOHANHa Tepanus (mpoy4saHe 3011) B cpasHeHHe ¢
19,2% u 14,9% B npoyusanns 301 u 302 .

HecToTaTta 1 TexkecTTa Ha HEXENAHMTE JIEKAPCTBEHH PEAKIIMH CA [0-BUCOKH NPH MOATPYIIHTE OT
NMAILHEHTH C H3XO0/IeH CKOp 2 33 GYHKIHOHAIHO ChCTOSHHE 110 ckanara Ha M3tounara kooneparusha
oHkonorvyHa rpyna (Eastern Cooperative Oncology Group, ECOG), kaxTo 4 IpH NALHEHTH B CTapyecka
BB3PACT (>75 roanHmu).

Omicanne Ha W30PaHH HexeTaHH PeaKLHK
Cvpoeurno-cvoosu pearxyuu

B tpute npoyueanna Dasa Il ce H3KMIOUBAT NALMEHTH C HEKOHTPOIHPAHA XHIIEPTOHHS,
3Ha4MMO ChLPACYHO 3ab0nABaHE, MPOABEHO KATO HH(APKT HA MHOKAPAA HITH CTyya
TpomG03a fipe3 MocneaHHTE 6 Mecewa, TEKKA HITH HeCTabH/HA CTEHOKAPAHS, HITH
nenocrareinoct Knac Il unu 1V no NYHA (npoyusane 301) unu chpieuna Hen




Knac IV (npoyysanus 3011 v 302), unu uamepena ¢ppakuns Ha u3Tnacksase <50%. Beuukd BKIKOYEHH
NALMEHTH (JeKyBaHH ¢ aKTMBHOTO BENIECTBO M ¢ NIauebo) ca eKyBaH# SAHOBPEMEHHO ¢ AHAPOreH-
JenpHBallioHHA Tepank4, raBHoO ¢ npunokenne Ha LHRH ananoan, koato e cenp3ana ¢ auaber,
MHG}APKT Ha MHOKAPAA, MOILYHOCHI0B HHUMIECHT i BHE3AMNA ChpAeUAa cMbpPT. YecTorata Ha CBHpACYHO-
CbOBUTE HEXENAHH peaklUiy B npoyupanus Masa III npH nauuenTH, npueMamy abupareporos anerar
CNpAMO NAlHEHTH, MpHemMaiuy nnauebo, €, KaKTo cheisa: NPeACLPAHO MbXaeHe 2,6% cnpamo 2,0%,
Taxukapans 1,9% cnpsamo 1,0%, anruna nexrophc 1,7% cnpsmo 0,8%, chpreuna HeaocTaThuHoCT 0,7%
cnpsiMo 0,2% u apurmua 0,7% cnpamo 0,5%.

Xenamomoxcuunocm

XenaToTOKCHYHOCT, ¢ MOBUIICHH CTolHOCTH HAa ALAT, ASAT v o611 6unupy6uH, ce crobiasa npu
nayueHTH JlekyBaHu ¢ aupaTepoHoB auertar. OT KIHHHYHETE npoy4sanus daza 11 XxemaToTokcHYHOCT
creneny 3 u 4 (nanpuMep ysemuueHue Ha ALAT unn ASAT ¢ >5 meTd Hag ULN unu ypenuvueHHe Ha
Oumupy6una >1,5 met nag ULN) ce chobimaBa npn okoo 6% oT nauneHTHTe, NpHEMany abupaTepoHoB
auerar, OGHKHOBEHO Mpe3 MBPBHTE 3 MeceLa CIIe]] HAYaNoTO Ha IEYEHHETO.

B npoyusane 3011 xenarorokcuusocrt crered 3 unu 4 ce HaGmoaasa npH 8,4% OT NALHEHTHTE,
NeKyBaHH ¢ abHpaTepoHOB aleTar. leceT OT MalHeHTHTE, KOWTO ca NpHeMand a0HpaTepoHOB ALETAT, ca
APEYCTAHOBUIIM Y4ACTUETO CH B POY4BAHETO NOPAjH XeNaTOTOKCHYHOCT; ABaMa Ca NOTyYHIIH
XenaToTOKCHYHOCT CTEMEH 2, IECTHMA — XETTATOTOKCHYHOCT CTeNeH 3 U lBaMa — XENaTOTOKCHYHOCT
crened 4. B npoyupane 3011 HAMa CMBPTHH CIIyyau HA NALMEHTH BCIEACTBHE Ha XETATOTOKCHYHOCT, B
KIIHHHYHHTE npoyy4BaHus @asa [l ysenuuenne Ha CTOHHOCTHTE Ha YePHOLPOGHNUTE (ByHKIMOHANHK
MOKA3ATENH € NO-BEPOATHO Ja ce HabmoaaBa IPY NALMEHTH C NOBHLLICHH H3XOAHHM cTolHocTH Ha ALAT
w1 ASAT, 0TKONKOTO IpH TakHBa ¢ HOPMAJTHH H3XOXHH CTOHHOCTH, KoraTo ce Habmiogara yBennueHue
Ha ALAT wmn ASAT >5 npti Haa ULN i Ha Gunupy6us >3 neti san ULN, npueMsT Ha
abUpaTepOHOB aUeTaT BpeMEHHO CE NPeKhbCBa WITH Ce TIpeKpaTsea. B [1Ba ciyyas € HACTBIANO U3PA3EHO
YBEIMUEHHE HA CTOHHOCTHTE HA YepHOAPOOHHTE (yHKLUHOHANHU TToKa3aTenH (BX. Touka 4.4). [Tpu Tesu
ABaMa MallHeHTH ¢ HOpMaJiHa U3XOAHa YepHOApoGHa pyKuus ce HaGmonasa ypenuiyeHne Ha ALAT u
ASAT ¢ 15 no 40 no1i wan ULN u yBennuenne Ha Gumnpy6una ¢ 2 10 6 meti Hag ULN, Crea cnipane
Ha NEUEHHETO, YEPHOAPOOHMUTE (yHKIMOHANHY NOKA3ATENN Ca Ce HOPMANHIHPATH ¥ TIPH J1BAMATA
TAUMEHTH, 8 eAHHHAT OT TAX € MOANOXKEH Ha MOBTOPHO eueHHe 63 HOBO MOBHILIABAHE HA CTONHOCTHTE.
B npoyusane 302 nosHiasaxe Ha CToiHOCTHTE Ha ALAT u ASAT crenen 3 u 4 ce HaGmopasa npy 35
(6,5%) nauueHTH, NeKyBaHu ¢ a0HPATEPOHOB alLeTaT.

TloBH1lieHNTe CTOMHOCTH HAa aMUHOTpaHCc(epasaTa ca ce B3CTAHOBIAN 110 HOPMATA IIPH BCHYKH
TALUEHTH ¢ H3KIOUEHHE Ha TPUMa (IBaMa ¢ HOBU MHOTOOPOIHH YepHOAPOGHH MeTacTasH i | ¢
NOBUILEHH CTOHHOCTH Ha ASAT 6nuso 3 ceamuuy ciiea nocneauara 103a abupateposor auetar). B
KINHHUYHHK npoyyBaHisd Paza 11 3a npeycTaHoBARaHe Ha EUEHHMETO B PE3YNTAT HA OBHILEHH CTOHHOCTH
Ha ALAT u ASAT unn aGHopMEa depHoapoGHa (yHkuus ce chobiaea npu 1,1% OT natueHTHTe,
NICKyBaHH ¢ abupaTepoHoB alleTaT H npy 0,6% OT mauMeHTHTe, TeKyBalK ¢ mTauedo; He ce Cho0laBaT
CMBPTHH ClTY4YaH B PE3YNTAT HA XEMATOTOKCHHHOCT.

B XHHHYHY POYYBAHUS PHCKBT OT XENATOTOKCHYHOCT € HAMANEH C H3KJOYBAHETO OT YYACTHE HA
NAIHEHTH ¢ XCTATHT Ha H3XOAHO HHBO /M a0HOPMHH CTORHOCTH Ha QYHKUHOHANHUTE YepHOAPOGHH
nokasaresu. B npoyusane 3011 nauuentute ¢ u3xonuu croitnoctu na ALAT u ASAT >2,5 nbTH Haa
ropuarta rpaHuua Ha Hopmara (ULN), 6unupy6un >1,5 nbre Hag ULN MM Te3H ¢ aKTHREH WK
CHMIOTOMATH4eH BUPYCEH XSHATHT HJIM XPOHHYHO YepHOAPOOHO 3a00NABAHE, ACLUT ,’r_’m'\-
KPBBOCHCHPBAHETO BCICACTBHE Ha YepHOAPOOHa AHCHYHKUHA Ca HIKTOYCHH OT Y4 MY apealk
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301, ca U3KMOYCHH NALKHEHTH C H3XOIHH cToliHocTH Ha ALAT u ASAT >2,5 msT



OTCBCTBHE Ha YePHOAPOGHH METacTasH, Wi >5 MbTH Hag ULN npu Hanuuue Ha 4epHOAPOGHHA
MeTacTazu. B npoyusane 302 He ce qonmycKaT NalHEHTH ¢ Y4epHOAPOGHH METACTA3H, A TE3H ¢ U3XOAHH
croliHocT Ha ALAT u ASAT 22,5 mbTi vag ULN ca uskmoveHH. AGHOPMHHTE CTOHHOCTH Ha
4EPHOAPOOHHTE (PYHKUHOHAITHH [IOKA3ATENH, IPOABSBANH CE [IPY MAUHEHTH, YHACTBAIH B KJIMHHYHH
MPOYYBaHHs, ¢a GUIH CTPOro KOHTPONHPAHH, KATO C€ € MIUCKBANIO MPeKLCBAHE Ha IGYEHHETO H CE e
AOMyCKa10 MOBTOPHO NEYSHHE CaMOo CIIEl KaTo YepHOAPoOHHTe (ByHKIIHOHAMHM [TOKAZATENH NPH
MauHEHTHTE CE BH3CTAHOBAT A0 H3XOAHUTE (BXK. Touka 4.2). [TauuenTu ¢ yeeauueuve Ha ALAT unu
ASAT ¢ >20 nbTh nan ULN He ca nekyBaHH noBTOpHO. Be30MacHoCTTa Ha IOBTOPHOTO JIeYeHHE NPH
TE3H NAlHEHTH HE € H3BECTHA U HE € HIACHEH MEXAHH3MBT HA XETATOTOKCHYHOCT.

Croblapatie 1a NOAOIMPANN HEKEIAHHN DEAKHUN

CroluasaneTo Ha nono3MpaHy HexkeTaHH PEAKUMH CIE paspeLiasane 3a yrnotpe6a Ha JeKapcTBeHHS
TNIPOAYKT € BakHO. TOBa N03B0/17Ba 14 NPOABIKH HabIOAEHHETO Ha CHOTHOLIEHHETO MTOM3a/PUCK 32
JICKapCTBEHHA NPOAYKT. OT MEIHLHHCKHTE CIelMANTHCTH ce H3HCKBA Ja ¢ho01aBaT BCKa MoJ03HPaHa
HEXENaHa peakllHs upe3 HALMOHANHA CHCTEMA 3a ChobluasaHe KbM HM3Th/IHHTEIHATA aTeHLHA 110
nexapcTeara, yaI. .Jlaman ['pyes” Ne 8, 1303 Cogus, Ten.: +35928903417, yebeaiit: www.bda.bg.

4.9 Ipeno3npane
HaHHuTe 3a npeaosHpade Ha aGUpaTePOHOR ALETAT NPH XOPa Ca OFPAHHYEHH.

Hsama cneuuduven antunot. B cnydaii Ha nipegoanpane NPUIOKEHUETO TPAORA BPEMEHHO Aa ce
NpeKLCHE H Jia ce npenpueMar o6HYaltHUTe MOAIBPXKAILH MEPKH, BKIIOYBAILH TPOCIeqBaHe 3a
ApUTMHH, XUIIOKANTHEMHUA M 34 TIPH3HALA H CHMIITOMH Ha 3abpiKaHe Ha TedHocTy, YepHonpoGHaTa
(BYHKUHA CBINO TpaBBea 1a Ce OLeHIBa.

5.  ®APMAKOJOrMYHH CBOVICTBA
5.1 PapMaKkoIHHAMHYHH CBOHCTBA

DapmaKoTepaneBTHYRA rpyNa;: eHJI0KPHHHA TePallHs, APYTH XOPMOHATHH AHTAOHHCTH H CPOAHH
cpeactsa, ATC xoa: LO2BX03

MexaHu3bM Ha AelicTBHE
AGupareporos auerat (ABHPATEPOH PUXTEP) ce npeBpbiua in vivo B a6HpaTepoH — HHXHGHTOp Ha

aHjporeHara OuocuuTesa. Konkperuo aGuparepon wixubupa cenektupio aelicTeueTo Ha ensuMa 17a-
xuppokcunasa/C17,20-nmuaza (CYP17).

Tosu ensum ce excripecupa B M € HEOGXOTHM 3a aHAPOreHHaTa GHOCHHTEa B TECTHKY.IapHATa,
Ha6b0pevHata M npocTaTHaTa TyMopHa ThkaH, CYP17 karaduskpa npeBpbLUAHETO HA TIPErHeHOIIOH B
NpOTECTEPOH B MPEKYPCOPH HA TECTOCTEPOH, CLOTRETHO B AexHApoenuanapocTepoH (JIXEA) u
8HAPOCTEHAHOH upe3 17a-Xuapokcunupane u pasueneane sa C17,20 spp3kara. UHXu6HpaHeTo Ha
CYP17 ¢bimo Boau 1o 3aCHACHO NPOH3BOACTBO HA MHHEPANKOPTHKOUAM OT HanbbLOpewHuTE K Ne3u (BK.
Touka 4.4).

AH/IpOTeH-4yBCTBHTEHIAT MPOCTATEH KAPLMHOM OTrOBaps Ha JIEHeHHe, KOETO HaM
aHAPOTEHHTE. AHAPOTEH-ASTPUBALMOHHHTE TepanuH, kato neyeHne ¢ LHRH an



OPXHEKTOMHS, HAMAJIABAT NPOK3BOJICTBOTO HA AHAPOTEHH B TECTHCHTE, HO HE 3ACATAT TAXHOTO
RPOH3BOACTBO OT HanGBOPEeUHHTE XK ITe3d UM B TYMopa. Jleuenrnero ¢ ABHUPATEPOH PUXTEP
HaMaJifiBa CepyMHHS TECTOCTEPOH 10 HEOTKPHBAEMH HHBA (NPU H3MO3BAHE HA Nped/IaraHKuTe HA Ma3apa
FOTOBH TECTOBE), KOraTo e Npuiara eanospemento ¢ LHRH aHanosu (HTH opxuekTOMHs).

®apMakoIuHaMHYHH edekTH

ABUPATEPOH PUXTEP nonmxapa cepyMHHS TECTOCTEPOH H APYTH aHAPOTEHH 10 HHBA, MO-HHCKH OT
NOCTHrHaTHTE ¢ NpunaraHe Ha LHRH ananosn caMocTosTenHo unu npu opxuextomus. Tosa € pesyntar
OT CeNneKTHBHOTO HHXHOHpane Ha en3um CYP17, Heo6xoauM 3a aHiporenHaTa GHocHATe3a. PSA ciysxH
xaTo 6HOMapkep MpU NAUMEHTH C KAPIIHHOM Ha npocTarata. B knuuKuHO npoyusane Paza 11 npu
NALMEHTH, TOKA3ANH HeYCMeX KbM NMPeAX0NHA XUMHOTEpanua ¢ Takcany, 38% OT nauMenTuTe, 1eKyBaHH
¢ abupaTepoHoB alierar, cpewly 10% OT nanuenTHTE, NeKyBaHH ¢ nIaLe6o, ca NoKa3au MUHHMYM 50%
CNAJL COPAMO H3XOAHHTE HHBa HA PSA.

Knunnuna eduracHocT u HesonacHoct

EdukacHocTTa € yeTanoBeHa B TPH PaHAOMU3MPaHH, N1aneG0-KOHTPONHPAHH, MHOMOLIEHTPORH,
KIHHWYHE TipoyuBsanus $asa 11T (npoyusanus 3011, 302 u 301) npu nauuents ¢ mHSPC u mCRPC.
Hpoyusane 3011 prmovBa NAUHEHTH ¢ HOBORMarHocTuunpah mHSPC (B paMkuTe Ha 3 Mecena cien
PaHIOMHU3HUPAHETO), KOUTO HMAT BHCOKOPHCKOBH NPOTHOCTHYHH (akTopH. BHCoKopHCKoBaTa MPOrHo3a
C€ OTpENIeNIs KATO HATTHYHE HA MHHMMYM 2 OT cieHuTe 3 pHckoBu daktopa: (1) ckop mo Gleason >8; (2)
HaJ4Me Ha 3 HIIH NOBEYE Ne3uH MPH CKaHHPaHe Ha KOCTHTE; (3) Ha/lHuHe Ha U3MEPHMH BHCIIEPAJTHH (C
H3KITIOYEHHe Ha 3a00.aBaHe Ha TMM(DHUTE BB3NTH) MeTacTasi. B akTHBHOTO pamo Ha NeueHHe
abHpaTepOHOB aueTaT ce npunara ¢ osa 1000 mg AneBHO B KOMOHHALMS ¢ HHCKA 1033 TIPEHU30H 5 mg
BENHBK JHEBHO B JOMb.IHEHHe kbM ADT (aronnct Ha LHRH unn opxHexTOMuS), KOETO € CTaHIapHOTO
nevenne. [TauneHTHTE B KOHTPOITHOTO pamMo monyuasar ADT 1 niaue6o xaxro 3a abUpaTepPOHOR aleTar,
Taka i 3a npeaHU30H. B npoyusate 302 ca BKMOYEHH DALKEHTH, KOHTO He C4 NEKYBAHH ¢ JOUETAKCel, a
B poy4sate 301 — nauHeHTH, MpeMHHAM PEAXOAHO JiedeHne ¢ aoueTakcell, [lauHeHTHTe ca npHeMann
LHRH aHanor um ca npeMuHaIH JiedeHHe ¢ OpXMekToMus. B rpynata Ha akTHEHO Neuenne
abupaTepoHOB ALETAT ce NpHara B 103a ot 1000 mg nHeBHO B KOMOUHALMA ¢ HUCKA 032 TIpeJHH20H
WJIH MPEHHU30JI0H 5 Mg JBa MbTH AHEBHO. KOHTpONHHTE NnauueHTH nonyyqyapar niauefo 1 HUCKa 103a
NPEeAHH30H HIH TIPELHU3ONOH 5 M IBA NLTH JHEBHO,

IIpomenuTe B cepyMunTE KOHUEHTPaLiy HAa PSA He BHHATH FOBOPAT 32 KTMHHYHH O34, 3aT0BA H BLB
BCHYKH NPOYYBAHHA CE NPENOPDYBA NALMCHTHTE A2 OCTAHAT HA NEYEHHITA, NPOBSKAAHH 1O
Npoy4BaHETo, JO NOCTHraHe HA KPHTEPHHTE 32 NPEyCTAHOBABAHE, [IOCOUEHK N10-10MY 38 BCAKO
NpOYyYBaHe.

B HHTO €1HO 0T MpOy4RAHMSATA NPUAArAHETO HA CRVPOHO/IAKTOH HE € pa3pelteHo, Thil KaTo
CITHPOHONIAKTOH C€ CBLP3BA C aHAPOTEHHHTE PELENTOPH H MOMKE /ia NOBHLUK HHBaTa Ha PSA.

Hpoyusane 3011 (nauuenmu c nosoduaznocmuuupan eucoxopuckos mHSPC)

B npoyusane 3011 (n=1199) mMe/anaTa Ha Bh3pacTTa Ha BKIIOUEHUTE NALHEHTH € 67 roguHy. bposT Ha
MALHEHTHTE, JIEKYBaHH C AGHpaTepPOHOB aleTar, no pacoBa rpyna e Genu 832 (69,4%), asuarum 247
(20,5%), yepHokoxku unu adpoamepukanun 25 (2,1%), apyrv 80 (6,7%), HenseecHa/He ce chobiuasa 13




HegocTaTeuHOCT Kiac IT mo NYHA ca usikmodenu. [laugenTare, KOHTO ca JIEKYBAHH ¢ NpeAecTsala
hapMakOTEpanus, TbHeSeUCHre HITH ONepALIHA 38 METACTATHYEH PaK Ha NPOCTATATa & H3KIIIOUEHN, C
u3kmo4eHne Ha 50 3 Mecetla ADT unu 1 Kype ManuaTHBHO oG1bUBaHe KH XUpPYPrUaHA Tepanud 32
NICYEHHE HA CHMITOMH, POH3THYALIM OT MeTacTasd. CeBMECTHHTE MBPERUYHH KPaiiHH TOUKH 32
edukacaocT ca ofuia npexusiemoct (OS) u npexusgeMocT Hes penrtrenorpagcka nporpecus (rPFS).
MenuaHara Ha U3X0OHUA CKOP 38 GONKA, HIMEPEH C OMOIITA HA ChKpaTeHaTa (hopMa Ha Kparsk
BBIIPOCHUK 3a fonkara (Brief Pain Inventory Short Form, BPI-SF), e 2,0 xakTo B rpynara Ha aKTHBHO
JICHERUE, TaKa H B rpyfnara Ha nnaneto. OCBEH upes H3MEPHTENHTe HA CLBMECTHHTE ITLPBHYHM KpailHH
TOYKH [ON3ATA € OUEHEHA H C IOMOLITA H2 BPEMETO A0 CHOHTHE, CBBP3aHO ¢ KocTHaTa cucTeMa (SRE),
BPEMETO 10 MOCEABAMa TEpaNHA 32 MPOCTATEH KapLUHMHOM, BPEMETO JO 3aN04BaHE HA XHMHUOTepanis,
BpEMETO o nporpecus Ha GoJikaTa u BpemeTo 10 nporpecis Ha PSA. JleueHHeTo MPoXsIDKaBa 10
nporpechs Ha 3a00/4BaHETO, OTTENINHE HA CHIUIACKETO 33 YYACTHE, HOSBATA HA HENPHEMIIMBA
TOKCHYHOCT HJIH CMBDT.

NpexupsiemocyTa 6e3 pentrerorpatcka nporpecks ce onpeaens Kato EpEMeETo OT PAHIOMU3MPAHETO KO
TN0S8ATA HA PEHTIeHOrpadCKka IPOrpecks Wik CMLPT 10 KAKBATO U 1 ¢ Npu4KHa. PenTrenorpadekara
NPOrpecus BXIOYBA NPOTPECHs, YCTAHOBEHA YPe? CKAHHPaHEe Ha KOCTHTE (ChrNaCHO H3MEHEeHuTe
KpHTepHH Ha pabOTHaTa rpyna 3a mpoctaTes kapuuHoM 2 (Prostate Cancer Working Group-2, PCWG2))
U4 TIPOFPECHS HA MEKOTBKAHHHTE JIe3NH, yCTaHOBeHa ¢ niomMowta Ha KT unn SIMP (cbriacHo kpuTepuu
34 OlcHKa Ha OTTOBOpA 1IPH CONMMIAY TyMOpH (Response Evaluation Criteria In Solid Tumors, RECIST)).

Habaronapasa e 3naunMa pasnuka 8 rPFS mMexay TepanesTiuHuTe rpynu (Bx. Tabnuua 2 1 Ourypa 1).

Tabmuna2: TipexunsemocT Ge3 peHTreHorpadcka nporpecHs — CTPATHHINAPAH AHAJINY;
Intent-to-treat nonmyaauns (npoyusane PCR3011)

AA-P TLnaueGo

Panjomusnpanu nauenTy 597 602

Cue cubuTHe 239 (40,0%) 354 (58,8%)

Lenaypupanu 358 (60,0%) 248 (41,2%)
Bpeme 10 cubutie (Mecern)

Menuana (95% CI) 33,02 (29,57, NE) 14,78 (14,69, 18,27)

Junanazon (0,0+, 41,0+) 0,0+, 40,6+)

p-croitnocT® <0,0001

Koedniment na puck® 0,466 (0,394, 0,550)

Benexxa: *“nensyprparo nalmonenue, NE=He moxe 1a Gbae uauucneno, Crysaute Ha perrreHorpadoka Iporpecrs u
CMBPT 02 cuMTarT 32 onpenesami rPFS cxiuTreto. AA-P=maupeHTy, npuemani aGuparepoH AUETAT K nPEIHHUSOH.

* p-cTOHHOCTTA € noRyxeta o log-rank Tect, eTparadmuupan no ECOG crop 3a yaxupoNanio cxetosHne (0/1 1n 2}

H BHCUEPANHN JICIHM (JIHAIICA WK HANHYHE).

§ KoedMUHMEHTbT HA PHCK € TOMY4eH oT CTpaTHMLIpaH NPONOPHHOHANCH prckoB Moaen. KoeduimenT va puck <1 e s AA-P,

@urypa 1: Kpusu na Kaplan-Meier 3a npexxussnemoct 6e3 pertrenorpagcka nporpechs; Intent-
totreat mouyaaunsa (npoyusane PCR3011)
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Habmonasa ce cTatHcTiueckn 3HaUMMO TiofoGpenne Ha obiata npexussemoct (OS) B nonza Ha AA-P
nimoc ADT ¢ 34% nonmxenne Ha PHCKa OT CMBPT B cpaBHeHue ¢ mnauebo nmoc ADT (HR=0,66; 95%
CI: 0,56, 0,78; p<0,0001) (ax. Tabnuna 3 w Ourypa 2).

Table 3:  O6uta npexABIEMOCT Ha NAUHEHTH JICKYBaHH HH ¢ ADHPATEPOHOR ALETAT WIH ¢
nranedo B mpoyusane PCR3011 (Intent-to-Treat anajns)

O6ma npexuBsiemoct AOnpareponos anetar ¢ Hnauebo
HpeTaHION

(N=597) (N=602)
Cmipr (%) 275 (46%) 343 (57%)
Meanana Ha npeXHBIEMOCTTa 53,3 36,5
(mecenu) (95% CI) (48,2, NE) (33,5, 40,0)
KoeduuueHT Ha pHCK 0,66 (0,56, 0,78)
(95%CD)!

NE=1ic Moke 1a Op/e HITHCACHO.
! KoshHUMEHTET 2 puCK © NOAYYER OT CTPATH(HIMpAH IPONOPLMOHATEH MOJIEN KA prckosete. Koedmuenr va puck <l e s
nonsa Ha aGvpPATEPOHOB AUETAT ¢ TIPEIHUI0H.

©urypa 2: Kpasu ua Kaplan-Meier 3a o6ima npexnssemoct; Intent-to-treat nomynanns (anaumi
Aa npoyueane PCR3011)
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s sss:  ABWPATEPOHOR alieTaT ww el e [nauelo

AHAIM3NTE Ha DOArPYNHTE HEM3MEHHO Ca B MOJ3A HA JICUEHNETO ¢ abupaTepoHoB aueTar, EdekTst ot
neuennero ¢ AA-P sppxy rPFS u OS B npesipaputeNnto onpenenelnTe NOArpyH € G1arOIPHSTEH W
CLBMECTHM ¢ 001laTa NoNy/ianys B POy YBaHeTo, ¢ M3KITIOueHNe ha nogrpynara ¢ ECOG ckop 2, kbieTo
He c¢ HabmOoaaBa TeHACHHA KbM 1107133, HO MAJIKMAT PasMep Ha H3BankaTa (n=40) orpannyasa
H3BJIHYAHCTO HA 3HAYUMO 3aKMQUYEHHUE,

B nonsnserue kbM HabnofaBaroTo 10106peHke Ha 05MAaTa NpexHBIeMocT 1 TPFS e IeMOHCTpHpaHa
TION3a OT NEUEHHETO ¢ abkpaTepoOHOB aUeTaT CNPAMO Hnale6o NpH BCHYKK NPOCHEKTUBHO ONpeeNeny
U3MEPMTE/H Ha BTOPUYHKTE KpalHK TOUKH.

llpoyusane 302 (nayuenmu, xoumo ne ca npo6EXCOANY XUMUOMEPANYR)

Tora npoyusatie BKTIOUBA MAUHSHTH KOXTO HE C& IPOBEKAZNH IPEAXOANA XHMHOTEPAHS, KOHTO C2
ACHMIITOMATHYHH HIU C JIEXO H3PaseHH CUMIITOMMU H 34 KOKTO XHUMHOTEPAITHS BCE OLiE HE € KTHHAYHO
noxasana. Cxkop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a nafi-nomara Gonka B
NOCHCAHATE 24 Yaca e cueTena 3a ACHMITOMATHYHA, KaTo CKOp OT 2-3 Ce CUNTA 33 JIEKO H3paseHa
CHMNTOMATHKA.

B npoyusane 302 (n=1 088) Meauanata Ra BE3pAcTTa ha BRHOYEHNTE NanUeHTH & 7] FOMHY 3a TE3H,
JNeKyBaHH ¢ alUPaTePOHOR AUETAT (LIIOC NMPEAHW30H HIH NPEAHH3ONOH H 70 FOAHHM 38 HAUHEHTHT,
MeKyBaHu ¢ nnauebo Nioe NPeAHH30H UNH IPSIHKR30N0H, BPORT HA NAHEHTHTE, JIEKYBAHH C
abUpaTepOHOB anerar, No PacoBH rpynu e: Semu 520 (95,4%), yepHokoxu 15 (2,8%5), azmaruu 4 (0, 7%) "
ApyTH 6 (1,1%). 76% oT nausenTHTe HMaT ckOp O 32 (byHKuHOHa.nHo ChCTOAHHE MO CKANATA HA




HMAT KOCTHH H MEKOTbKAHHHM METACTAIN WM METACTA3M Ha THMMHHUTE Bb3d, 4 19% HMaT caMo
MEKOTBKAHHH METacTa3d Wil METACTA3N Ha NTUMHHTe Bh3nH. [lanuenTuTe ¢ BUCHEpaIHy MeTACTA3Y ca
n3kmodYent. ChBMECTHHTE ITBPBHUHH KpaiHi TOUKY 33 edHKaCHOCT ca 00IIATA TIPEXMBIEMOCT U
npexHsseMocTTa be3 penTrerorpadeka nporpecus (rPFS), B nonbisenue KbM Noxasarelure 3a
CHBMECTHHTE ITBPBUHHH KPAHHH TOUKH ¢ OLUEHEHa H [ON3aTa ¢ NOMOWT2 Ha BPEMETO 0 IpHIMKeHte Ha
OnKaT cpellly KapUHHOMHaTa GONKa, BPEMETO 10 3aM0vBaHE Ha KHTOTOKCHYHE XHMHOTEPANHA, BPeMETO
Ao enomasane Ha ECOG ckopa ¢ >1 Touka v BpeMeTo 10 nporpecks Ha PSA chriaacHo KpuTepuute Ha
paboTHara rpyna 3a npoctareH kapunHoM 2 (Prostate Cancer Working Group-2, PCWG2).

JleveHuATa no npoyyBaHuATa ce NPEKPATABAT B MOMEHTA HA OYEBH/IHA KIIMHHYHA NporpecHs. JleyeHusTa
MOXE [a C€ IPEKPATAT H B MOMGHTA H2 NOTEbpAeHA peHTreHorpadcka Nporpecus no npeleska Ha
W3cieaoBaTens,

HpexussiemoctTa 6e3 pedTrenorpadeka nporpecus (rPFS) e oneHeHa ¢ NOMOLLTA HA CEKBEHITMANHM
ofpashn npoyusanysa cbriacho PCWG2 kpuTepunTe (32 KOCTHH NE3HH) M H3MEHEHHTE KPUTEPHH 32
OLEHKa Ha OTroBOpa Npw conHAxK TyMopH (Response Evaluation Criteria In Solid Tumors, RECIST) (3a
MEKOTBKaHHK ne3un). [Ipn aHatuza Ha rPFS e uanonseana UeHTpanuo chraacysana penTrenorpadexa
OLIEHKa HA TpOrpecHATa.

B nnanypauys ananus na rPFS npu 401 cyyas 150 (28%) oT nalmenTyTe, NeKyBany ¢ abvpatepoHoB
auerar H 231 (46%) ot aexypanute ¢ nnauebo ca HMAIM PeHTIeHOrpadicki JOKa3aTeNCTRa 32 POTPECUS
uny ca mosuHanu. Habnofasana e 3naduma pasnnka B rPFS Mexay TepanesTuunuTe rpymy (BX.
Tabmmna 4 u Ourypa 3).

Tabauna 4: lipoyusane 302: TNpemnssemoct Ge3 penTrenorpadeka NpOrpecHs NpH NAUHeHTH,
JIEKYBARH ¢ 90MPATEPOHOB alleTaT WM I1ane6o B KoMOHHANMS ¢ NPENHB30H HIH
fipeaun3o/on nKe aHa103d #a LHRH nan npexmectsama opxuekromus

ADHpaTEepPOHOB ANETAT Ilaawe6o
(N = 546) (N =542)

IIpexusseMoct Gez
peHTrenorpadpeka
nporpecus (rPFS)
Iporpecus wiH cMBPT 150 {28%) 25) (46%)
Mennana na rPFS 8 Meceld He e nocturaara 83
(95% CI) (11,66; NE) (8,12; 8,54)
p-cToliHocT* <0,0001
Koebunuent Ha puck 0,425 (0,347, 0,522)
(HR)Y** (95% CI)

NE=tle ¢ ugdcnena
* p-cToiHOCTTa € oMyuena ot log-rank Tect, crparuuuapan no waxoaen ECOG cxop (0 uau 1)
** HR <I B nom3a na afHpareponos aterar

Qurypa 3: Kpusa ua Kanias-Maitep 3a npexnssemoct 6e3 pentrenorpadcka nporpecua Opu
TAuHEHTH, JIeKYBAHH ¢ A0HPATEPOHOB ALETAT KM MIaiedo B KOMOHHAIHA ¢
HPeHHION HIIH NPeAHH30I0H TLo¢ anaa03h Ha LHRH wiu npenmecrsaina
OPXHEKTOMHES
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Meceun Ha paHADMK3NPAHETO
AA 546 439 340 164 4 12 0
Mnagebe 5472 400 204 90 30 3 0
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AA= abuparepoHoB aueTar

Hauty 3a nannenTHTe NPOABLIXABAT A2 GbAaT cHOMPAHK N0 NaTaTa Ha BTOpHA MeXOHHEH aHaNiu? Ha
o0mara npexussemoct (OS). Pentrenorpadickara onenxa Ha micaeaosatens ua rPFS, HanpaBeHa KaTo
MOCNEABAIL AHATH3 Ha YYBCTBUTENHOCTTA, € npeactapera 8 Tabauua 5 u Gurypa 4.

UlecrcroTiy 1 ceiem (607) nauneHTH ca nMany pentrenorpadexa NPOrpecHs WK ca nourHamu: 271
(50%) B rpynara ua abupateponos auetart i 336 (62%) B rpynara Ha miauebo. Jleuennero ¢
abHpaTepPOHOB aleTaT HaMANABA PHCKA OT PEHTreHorpadeka IPOrpecis HIH CMBPT ¢ 47% B CPABHEHHE C
nnaueGo (HR=0,530; 95% CI: [0,451; 0,623), p<0,0001). Menuanata na rPFS e 16,5 mecena B TpymaTa
Ha abupaTtepoHoB aueraT u 8,3 Mecena B rpynaTa Ha miaueGo.

Tabauna 5: Hpoyusane 302: Ipexxnsemoct Gea pewtrenorpageka nporpecus OpH NAIHWEHTH,
JEKYBAHH ¢ AGHPATEPOHOB AUETAT HAK 1aNe60 B KOMOHRAUHA C NPEAHHION HIH
NpeaHK30/10H 1Koc anatom Ha LHRH nian npeminectsama opxuextomus (npi BTopH
MEKIHHEH AHAIH3 HA O0IIATA NPeKABAEMOCT-0LEHKA HA WICTEA0BATEN )

ADHPATCPOHOB ALUETAT nauedo

(N =546) (N =542)
Npexusaemoct Ges
pentrenorpagcka
nporpecus (rPFS)

Mporpecus uiu cMBpT 271 (50%) 336 (62%)

Mennana va rPFS 16,5 8,3



Mecenu (95% CI) (13,80; 16,79) (8,05; 9,43)

p-cToitHoCcT* <0.0001
KoegmupeHT ua puck** 0,530 (0,451, 0,623)
(25% CI)

* p-crofuocTTa € nosyena ot Jog-rank Tect, crparndnuHpay no waxoner ECOG cxop (0 wm 1)
0g: crp pat
** Koedunment na puck <l B non3a na abHPATEPOHOB aleTaT

Purypa 4: Kpubr na Kannan-Maiiep 3a npe:xxyuBsuemoct 6e3 peHTreHorpageKa Nporpecus npu
NAUHEHTH, IEKYBAHH ¢ A0HPATePOHOB ALETAT HIn Naanefo B KomOHHANHA ©
NPEeIHAZON HAR NpeIHH30100 natoc ananosu ia LHRH wan npeamecrsanma
OPXHeKTOMHA (HPH BTODH MeKIHHCH aHAIH3 Ha OS-ouenxa Ha H3cAeR0BaTENS)
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AA= abuparepoHos auerar

TIpoBeseH e nnanupas MexaMHEH ananus (interim analysis, IA) na OS cnen 333 CMEBPTHH CITyuas.
TIpoyusaHeTo e He3acNeNeHo ¢ OrNe Ha 3HAYNMOCTTA Ha HaGMONaBANKTE KIMHAYHY TION3M U HA
NAUMEHTHTE B rpynaTa Ha nialebo e npennoxeHo nedenve ¢ abupatepoHos auetar. Obuiara
TIPEXUBIAEMOCT € I10~FbAra P aGHPATEPOHOB ALETAT CPsMO MaLeGo ¢ 25% NOHMKEHHE HA PHCKA OT
emepT (HR = 0,752; 95 % CI: [0,606; 0,934, p=0,0097), Ho nauunTe 33 OS He ca NOCTATHYHE 1
MEXAUHHHTE PE3Y/ITATH HE OTTOBAPAT HA NPEABAPHTENHO ONPEAEICHATA IPAHRLA 38 CHHPAHE Che
CTAaTHCTHHECKA 3HadnMoCT (Bk. Tabmiua 4). IlpocneassaneTo Ha NpexuBIEMOCTTa & IPONBIKUIO Cien
To3u 1A,

TInaHupauuat okoHuaTeneH aHanns 3a OS e npoBefieH, cle kato ca Habaonanany 741
(cpeano npocnenssane 49 meceua). [MowuHanu ca 65% (354 ot 546) ot nauweHTHTe, M



abupaTepoHoB auerart, B cpaBHerue ¢he 71% (387 or 542) or nanpenTute, NexyBanu ¢ mnanedo.
HemoticTpupana e cratHcTHieckd 3Ha4HMa OS B 032 Ha rpyNaTa, JEKyBaHa ¢ aGUpaTepoHOB aleTar ¢
19,4% noHmwxkenue Ha pucka o1 cMepT (HR = 0,806; 95% CI: [0,697; 0,931], p=0,0033) 1 nonoSpenne na
cpeanara OS ¢ 4,4 mecena (aGupareponos auerar 34,7 meceua, naueto 30,3 Meceua) (ex. Tabnuua 6 u
@urypa 5). Toa nofobpenue e Jokazano, Bpnpexy ye 44% oT nauuenTUTE B rpyNaTa Ha manebo ca
nonyunny abupaTepPOHOB AUETAT KAaTO NOCHEABAIIA TSPaITHA,

Taf:suna 6: Ipoyusane 302: O6ma NpexxuBeMOCT HA NALWEHTHTE, IEKYBAHH ¢ aGHPATEPOHOB
AUeTAT AAH MIAHe60 B KOMOHHALHR ¢ MPETHH3OH HIN NPETHA30I0H III0C AHAION HA
LHRH nin npeamectsaiiia OpXHeKTOMHS

AGHpPaTepoOHOB aneTaT Inanebo
(N = 546) {N=542)
MeKAHHEH AHAIIMS 33 TPEKHBIEMOCT
CmupT (%) 147 (27%) 186 (34%)
Mennana Ha NpeXUBAEMOCTTa (MeCELIM) Not reached 27,2
(5% CI) (NE; NE) (25,95; NE)
p-croifrocT* 0.0097
KoeduuuenT ua puck** (95% CI) 0,752 (0,606, 0,934)
Oxonyare/ied aHRTH3 33 RPEKHBIEMOCT
CmBpT 354 (65%) 387 (711%)
Meanana Ha ofwara 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
npexueiaeMoct (Meceun) (95% CI)
p-croliHocT* 0.0033
Koeduuient Ha puck™* (95% CI) 0,806 (0,697, 0,931)

NE=HE ¢ u3uncieHa

* p-cTolinecTTa € nonysesa ot log-rank Tect., crparudumupan no usxoner ECOG cxop (0w 1)
Y g

** Koeduument Ha puck < | B 0132 Ha afHPATEPOHOB amcTaT

@nrypa 5: Kpusu na Kanjan-Maiiep 3a npeXknBaemMocT npH DAIHENTH, JeKYBaHH ¢
a0HPATePOHOB aueTaT WK uIaneto B koMGUHAUHS ¢ NPEIHHIOH WIH UPeIHH30MOH
niioc anajiosn Ha LHRH nim npenmecTsaima 0pxueKTOMHS, OKOMUATEL
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AA= abupareporos anerar

B nomuanenne kbM HabmonapaHuTe nogo6penns B 0011aTa NPEXRUBACMOCT H rPFS ca NeMOHCTpUPaHH
O3 HA IeYeHNETO ¢ abMpaTepOHOB aUSTaT CIPAMO NaLefo NPH BCHYKH MTOKA3ATENH HA BTOPHYHH
KpaHHH TOYKH, KaKTO ClieBa;

Bpemero 10 nporpecus na PSA chriacio PCWG2 KpuTepriTe: Me/IHAHATA HA BPEMETO JI0 IPOTPECHS Ha
PSA e 11,1 meceua 3a naiueHTH, NpHeMaILy abHPaTepPOHOB ALETAT U 5,6 MeCELd 34 MALMEHTH,
npueMaiy niatebo (HR=0,488; 95% Cl: [0,420; 0,568], p<0,0001). Bpemero no nporpecHs na PSA
NPUOM3UTENHO Ce € YABOMNO TPH NeuelneTo ¢ aGupareponos anerar (HR=0,488). [TpoueHTsT Ha
MAUHEHTHTE C NOTBLPAEH PSA 0TT0BOD € NO-TOIAM B IpyNara Ha aGHPaTepOHOB aLETAT, OTKONKOTO B
Ta3y Ha mane6o (62% crpamo 24%; p<0,0001). TIpH naumeHTH ¢ N3IMEPHMH MeKOTHKaHHI 3aG0NIBAHHS
ce Habmosiapa 3HA4YHMO NOBHIEH GPON MB/IHY U YACTHYHY OTTOBOPY HA TYMOpA NIPK NEHCHHETO ¢
abupatepoHoB aLerar.

BpeMmero /10 Npunoxexye Ha ONMAAT CPEILY KApIHHOMHATA 60Ka: MEAHARATE Ha BPEMETO A0
TIPUIIOKEHHE HA ONKAT CPellly OONKATA NPH NPOCTATEH KAPUMHOM 1O BPEME Ha OKOHYATEHHN AHATTH3 &
33,4 Mecenia npu NALMEHTH, NpreMalyd abupaTepOHOB aleTaT, a NpH Te3u, Npuemay niauedo, e 23,4
meceua (HR=0,721; 95% Cl: [0,614; 0,846], p<0,0001).

Bpeme fi0 3anousare Ha UMTOTOKCHYHA XMMUOTEpanys: MeyanaTa Ha BPEMETO A0 3aMOUR
UHTOTOKCHYHE XHMHBOTepains e 25,2 Mecela NpH NalHeHTH, NPHEMallly aGHpaTepoHoB
Mecena npH NauueHTY, npueMainy rnauedo (HR=0,580; 95% CI: [0,487; 0,691], p<0,0




Bpewme 10 Bnoinasatie Ha $pyukuponanuus ECOG ckop ¢ >1 Touka: MeauaHaTa Ma BpeMeTo 10
Baoiasane Ha ECOG ckopa ¢ 21 touka e 12,3 Mecella Ipi nauuenTH, npueMaiy abupaTepoHOB aueTaT
¥ 10,9 Meceua npy nauueHTH, TpHemaly mranedo (HR=0,821; 95% CI. [0,714; 0,943); p=0,0053).

Chennure xpalini TOMKH B IPOYYBAHHATA TIOKA3BAT CTATHCTHYSCKH 3HAYMMO IPEIMMCTBO B NION2a HA
JAEeHEHHETO ¢ aDHpaTEpOHOB aNeTar:

Obexrusen otrosop: OGeKTHBHHAT OTIOROP € ONpPEEnes KATO NPOLEHT HA NALIMEHTHTE ¢ HIMEPHMO
3ab0/1ABake, ToNyYHIy ITbNER WM YaCTHYEH OTroBop chriacHo RECIST kputepunte (pasMephT
HATHMGHUTE BB3TH HA H3XONHO HHBO TPsGBa 12 e >2 cin, 32 4a Ce CYNTA 33 TapreTha jlesus). [TporeHTHT
Ha NAUHCHTUTE ¢ U3MEePUMO 3a001ABaHe HA M3XOJIHO HHBO, MONY4HNd OGEKTHBER OTTOBOP, € 36% B
rpynara Ha abupareponos anerar B 16% B rpynata Ha niaue6o (p<0,0001).

bonka: Jlederrero ¢ abupaTtepoHOB aLeTaT 3HAYHMO HAMAJIABA PUCKA OT IPOrPECHS HA CPEAHHS
HHTeH3UTeT Ha Gonkara ¢ 18% B cpashenue ¢ miane6o (p=0,0490), Meauanarta Ha BpEMETO X0
nporpecns € 26,7 meceua s TpynaTa Ha aGupatepouos auetar i 18,4 Mecella B rpynaTa a maueso.

Bpeme no snowasane va FACT-P (0611 ckop): e4eHHETO ¢ abHpaTepoHOB aleTaT HaMAIsBa PHCKA OT
Bnowasaxe Ha FACT-P (o6 ckop) ¢ 22% B cpashenue ¢ nnane6o (p=0,0028). Meanauata Ha BpeMeTo
Ao Browasase Ha FACT-P (061 ckop) e 12,7 mecena B rpynara ua aGupaTepoHOB aueTar K 8,3 Mecela i
rpynara ua naaneGo.

Ipoyusane 301 (nayuenmu, koumo ca npogexcoany nPeOXOOHa XUMUOMEPGHUR)

B npoyusane 301 ca BiuloueHH NailMeHTH, IeKYBaHY npeau ¢ fouerakcen. He ce u3kckea Te aa mokassar
nporpecis Ha 3aG0AABAHETO NPH NEUEHHETO ¢ JOUETAKCEN, Thil KATO TOKCHYHOCTTA OT Ta3u
XUMHOTEPANHA MOKE J1a € N0BeJIa 10 NPEKPATABAHE Ha IeYeHHETO. [TauueHTHTE MPOABmKaBaT Ha
MPOYYBAHOTO JIeYeHHE A0 nporpecys Ha PSA (notebprexo yeennuenye ¢ 25% Han wixoquata
CTOHHOCT/HaZMPa Ha NALNEHTA) 3a€/IHO C PETreHOTPadCKa i CMMITOMATHYHA RITH KITHHEYHA TIPOrpecHs,
Aedpuuupanu o nporokon. IauHeRTH, NeKyBaHH IPeay ¢ KeTOKOHA30J 32 PAK HA NIPOCTATATA, ca
M3K/IIOYEHH OT npoyysaneTo. [Tpsuunara kpaitna Touka 3a edkacHocT € 06mara MpeKHBREMOCT.

Mepnanara Ha BL3pacTTa HA NAUKEHTHTE, YYACTBALIM B IPOYYBAHETO, ¢ 69 rouHH (Inanasod 39-95).
BposT Ha nauMenTHTe, NEKyBaHH ¢ a0HPaTePOHOB AUETAT, NO PACOBH rpyNH ¢ Gemm 737 (93,2%),
uepHOKOKH 28 (3,5%), asuatun 11 (1,4%) u npyru 14 (1,8%). EnunaneceT NpOLEHTA OT BKIIOHEHHTE
NANKHEHTH UMAT CKOP 2 HA PYHKUMOHANHOTO CheToAHMe 10 ckanata Ha ECOG; 70% umar
PeHTTeHOTPaCKH NaHHH 32 NPOrpecHs Ha 3a60/19BaHeTO che M Ges nporpecus ua PSA; 70% ca
NOJYHHIH NPeIH TOBA €AHA MTOTOKCHYHKA XUMUOTEepanua, a 30% ca nonyynay ase. Hanuuue Ha
YePHOAPOGHH MeTacTa3u umMa IpH 11% OT naunesTHTE, IEKYBAHH C AGMPATEPOHOB ALETAT.

Coritacko nnanupanns aHa/in3, HposeseH ciea 552 cMBPTHH clydas, ca Nouunany 42% (333 oTr 79N ot
NAUUEHTHTE, JeKyBaHH ¢ alWpaTepoHOB aueTar, B cpakende ¢ 55% (219 ot 398) or nauHeHTHTE,
nekyBaku ¢ nnane6o. CTaTMCTHHECKH 3HAUAMO noo0peHue B cpeanaTa 0011a NPEXHBAEMOCT Ce
HaboNaBa NPY NALKERTHTE, JeKyBaHH ¢ abupatepokos auetat (Bx. Tabnuua 7).




Tabsuga 7: O6ia npexABACMOCT HA HARHEHTH, JICKYBIHA ¢ 20ApaTeposoB aneTaT Wil ¢ naaneo
B KOMOHHANNA ¢ NPeAHA30H WK npeIad30acH iitioc LHRH anajiozw nin
N peRIneCTBAINA OPXHEKTOMHS

AlupaTepoHOR aueTaT ILnaneto
(N=797) {(N=1398)
HupeaAtien aHATHI HA
dPekHBASMOCTTA
CuuprHocT (%) 333 (42%) 219 (55%)
Mezauana na npexupaesMocT 14,8 (14,1; 15,4) 10,9 (10,2; 12,0)
(mecenn) (95% CI)
p-cToliHOCT <0,0001
Koeduuuent Ha puck** ( 95% CI)° 0,646 (0,543, 0,768)
AKkTyanu3upas anajiu3 HA
DPEXHBAEMOCTTA
Cwmopraoct (%) 501 (63%) 274 (695%)
MeauaHa ua npexHBIEMOCT 15,8(14,8;17.0) 11,2 (10,4; 13,1)
(meceru) (95% CI)
KoeduuueHT Ha prck (95% CI)® 0,740 (0,638; 0,859)

¢ p-crofiHOCTTA € nmosTy4ena oT log-rank teer, crpatnduumupan o ECOG ckop 3a gynkunonamno cxeronnne (0-1 cipamo 2),
CKOp 38 GoJIKa (JITICA COPAMO HAMK4He ), Gpoit MPeaMIIig Ky peose xiamuoreparmia (1 cupaMo 2) i pua Ha TIPOTPECHATA HA
3aConaraneTo (camo PSA cnpamo perrrrerorpadicia),

¥ KoeMIumeNTET HA PHOK € NOYUCH OT CTparHpiapan IpOTICPUHOHAIEH PHOKOB MOZeN. KoeduumenT Ha pack <1 e B mo/13a Ha
AGHpaTepOHOB aleTaT

BB BCHUKM BPEMEBH TOUKH Ha OLIHABAHE ClIE]l TbPBHTE HAKOIKO MeCela Ha JCHEHNE IPOLCHTHT Ha
HAUHCHTHTE OCTAHANH KHEH € TIO-BHCOK MPH MALMEHTH, IeKyBaH! ¢ abUpaTepOHOB alIeTAT, OTKOIKOTO
TpH NaUUeHTH, JIieKyBaHH ¢ nialiebo (rx. Ourypa 6).

Durypa 6: Kpusn ua Kannan-Maiiep 3a upexk#BseMOCT npH NanKeNTH, TEKyBaHH ¢
abnpateponos auerat nin nnanefo B KOMGHHALRY ¢ RpeJRA3OH HJIH MPETHH30I0H
e LHRH ananoin uiH npoemuecTsama ODXHEKTOMES
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AHany3uTe Ha NPEXKNBAECMOCTTA B IOATPYNHTE OTYATAT CHOTRETCTBALLM NOS3H 1O OTHOUICHHE HA
IPEKUBASMOCTTa IPH JieueHHETO ¢ abuparepoHoB anerar (Bx. Ourypa 7).

@urypa 7: OG6ima npexuBseMoCT N0 DOAFPYNH: KoeHIHEHT Ha pHcK H 95% HoBepHTERCH
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AA= abupareponos auerar; BPI=Kparsx Ckop na Bonkara; C.I.=nosepurenen nurepsan; ECOG=ckop Ha dyHKIMOHARHOTO
CECTORHME MO ckanaTa va HiTouna koonepardsba oHronorussa rpyna; HR=koedimuuent ua puck; NE=He DOLIEKH Ha OLEHKA

B nonkanende koM HabnronapaHoTO No0GpsBaHe Ha OGLIATA IPEKUBAEMOCT, BCHUKH BTOPHYHH KpaiHH
TOYKH Ha MPOY4YBAHETO €& B 1107132 Ha A0HPaTePOHOB ALETAT H €A CTATHCTHUECKH 3HAYUMM chell
KOPHIHpaue 33 MHOTOKPATHO H3clieBaHe, KaKTo Cea8a;

TTanuenTuTe, NoMy9aBaIy aGMpaTepPOHOB ALETAT, IOKA3BAT 3HAYHTEAHO NO-BHCOKA 0BINa CTeneH Ha
OTTOBOp MO oTHOMIEHHe Ha PSA (onpesienen kato Hamanenue ¢ >50% ot u3xoAHaTa CTORHOCT) B
CpaBHEHHeE ¢ MAUKEHTHTE, MoNy4asaiuy niauebo, 38% cpewy 10%, p<0,0001.

Mennanara Ha BpemeTo fo nporpecus Ha PSA e 10,2 Meceua 3a NauAeHTH, JIeKyBaHH ¢ abupatepoHOB
auerar H 6,6 Mecena 3a rauuenTH, Nekybany ¢ nnauebo (HR=0,580; 95% CI: [0,462; 0,728), p<0,0001).

Menuanara na npexupsemoct 6es peHTreHorpadcka mporpechs ¢ 5,6 Mecena 3a NauHeHTH, NeKyBaHH ¢
a6MpaTepoHOB alleTaT u 3,6 Meceua 3a NANMEHTH, TEKYBaHH ¢ mianedo (HR=0,673; 95% CI: {0,585;
0,776], p<0,0001).

Bonka
HIpouieHTsT Ha nauHeHTHTE C BPeMEHHO 06aeK4aRaHe Ha GONKATA & CTATHCTMYECKH 3HAYMMO [10-BH
TpynaTa Ha abHPATepPOHOB AUETAT, OTKOIKOTO B IPynara wa miauebo (44% cpeuy 27%, p=0,0
[Taupent ¢ oTroBop Ha MaNHATHBHO NeveHWe Ha GONKATA Ce OTpeels KATO NALMEHT ¢ MAHH




Criaj OT H3XOAHATa ciiia Ha GoikarTa npy Hali-BUCOK WHTEH3NTET Ha GONKATA M0 CKAIMTE 33 KPaThK CKOp
Ha Gonkara (BPI-SF) 3a nocnesnute 24 daca Ge3 ysennuenue Ha CKOpA 32 NPHIOKEHE Ha AHANPETHE,
HabnonasaHa npy ABA NOCIENOBATENHH NIPETieaa Npes nuTepsan ot 4 ceamuuu. Ha aHanus 3a BpeMeHHO
ofnekuapate Ha §0.TKaTa ca TOMIOKEHH CAMO IALHEHTH Che CKOP HAa U3XONHATA 60NKa >4 ¥ Hal-Manko
enyH cKop Ha Gonkara cnej HauanoTo Ha npoy4BaneTo (N=512).

[Iporpecus Ha Gonkara ce HAGMOAaBA PH NO-MAIIbK IPOUEHT OT TALHEHTHTE, JIeKyBanH ¢ aGUpaTepOHOB
aueraT, OTKOJIKOTO NPH Te3H, IEKyBauu ¢ niatebo, B Mecew 6 (22% cpeuty 28%), mecen 12 (30% cpewty
38%) u mecen 18 (35% cpeity 46%). Iporpecis Ha GonkaTa ce ONpENENs KaTo yBeHUeHHE OT
H3XOJHATA cuia Ha Gonkata ¢ >30% npu Hali-BHcOK HHTEH3UTET Ha Gouikara no ckanara na BPI-SF npes
u3MHHanuTe 24 yaca 6€3 HaMANABAHE Ha CKOPA 3a IPUIIOKEHHE HA aHANreTHK, HabmoJaBaHa py ABe
NOCNECAOBATE/NHM BH3HTH HITH YBeaHYeHue ¢ >30% Ha cxopa 33 PUIIOXKEHHE Ha aHaNreTHK, HabmMOAaBana
NpH BE HOCNICAOBATENHN BU3UTH, BpeMero 1o porpecus Ha Gojikata na 25-1 nepceHTun € 7,4 meceua B
rpymaTa Ha abupaTepoHOB auertar cpeiny 4,7 Mecena B rpynara Ha mianeGo.

CKeNeTHO-CBLP3aH CLOUTHS
CrkeneTho-cBbp3ani ¢OMTHA ca HAGONABAHN IIPH [IO-MANBK POLEHT OT TALMEHTHTE B rpynara fa

abHpaTepOHOB aleTat, B CpaBHEHMe C rpynara Ha niauebo 8 Mecey 6 (18% cpeuty 28%), mecen 12 (30%
cpeuly 40%) u mecen; 18 (35% cpeuy 40%). BpeMeTo 10 IBPBOTO CKENETHO-CBLP3AHO CHONTHE Ha 25-51
OCPCEHTHIT OT Ipynara Ha aﬁHpaTepOHOB ALETaT € JIBa ITbTH NO-AbJro OT TOBA B KOHTPOJIHATA rpynia, &
MMEHHO 9,9 mecena cpemty 4,9 Mecena. CxeneTHO-CBBP3aHO ChOUTHE Ce Oflpenens KaTo NaToJOTHYHA
thpaxrypa, xomnpecns Ha rppGHAYHAA MOIBK, TAMATUBHO TbUENEUEHHE HA KOCT HiV ONepatlns Ha KOCT.

epuatpuyna nonynanps
Esponeiicxata areHuns no Jexapcrsara 0choG0XaRa OT 3aMbLIKEHHETO 33 NPEeNOCTABAHE HA

Pe3yATaTHTE OT NPOYUBAHKATA C A0KPATEPOHOB alieTaT BbB BCHYKH NOATPYNHM Ha LIEAHMATpHYHATA
Nonynanus Npy HanpeJHAl KAPLHHOM Ha NpocTaTata. BukTe Touka 4.2 3a undopmalius OTHOCHO
yiioTpela B negnaTpHsTa.

5.2 OapMaKOKNHETHYHH CBOMCTBA

DapMakoKHHETHKATA Ha aGHPATEPOH € MPOYUena crie/l MPUIIOKEHHE Ha AGHPATEPOHOB AUETAT NPH
37pasy TuMa, NAUHEHTH C HANPEJHAN METACTATHYEH KAPUKHOM Ha NpocTaraTa i nuia 6e3 KapuuHoM ¢
uepHOAPOOHO Wi 610pedHo yepexnaHe. AGupaTeponor aueTar Gup3o ce IPeBphILA in Vivo B
abupatepon ~ MAXUOHTOP Ha aHAporenHaTa GHOCHHTEsa (BK. Touka 5.1).

AlGcopbuun
Cren nepopanHo npuioxkeHke Ha abHpaTepOHOB aUETaT Ha TIAAHO BPEMETO 33 IOCTHTAHE Ha
MakCUMaHa 1J1a3MeHa KOHUEHTPal A Ha abupartepoH e npubin3uTento 2 vaca.

Ipunoxennero Ba abupaTepoHOB aueTar ¢ XpaHa, CPaBHEHO ¢ TOBA HA MIALHO, BOJM A0 10-KpaTHO
(AUC) 1 0 17-kpatHO (Crmax) YBENHUECHHE HA CPENHATA CHCTEMHA EKCTIO3HIINS HA aluparepod B
3aBUCHMOCT OT Cb/bPKAHNETO HA Ma3HHHH B XpaHata. [Ipeasna obuuaiivoTto paznoobpasue B
CHABPXKAHKETO M CHCTABA HA XPAHMTE, IPKEMBT Ha alNpaTepoHOB aLETAT ¢ XpaHa uMa TIOTEHLMAN [a
J0BEAE 10 MHOI'C pazinyHy excrnosuuygs. 3atoBa ABUPATEPOH PUXTEP ne tpabpa na ce n




XpaHa none eaun yac cnel npraema va ABHPATEPOH PHXTEP. TaGnetxure ABHPATEPOH PUXTEP
TpOBa Aa Ce rbATaT Leay ¢ BoJa (BXK. TouKa 4.2).

Paznpenenenne

Cebp3panero Ha '“C-aGupatepoH ¢ nasMeHUTe MPOTEHHH B HOBEIKATA NNasMa & 99,8%. TIpuBuaHusT
obem Ha pasnpenenenue e npuausuTenso 5630 1, koeTo npeanonara, Ye aBUPATEPOH ce pasnpenes
€KCTEH3UBHO B NepHpepHITE THKAHY.

BuoTtpakcdopmanus

Cren nepopanio npunokenne Ha “C-abnparepoHos auerar noa dopmara Ha Kancy.Jim aGHpaTepoHOB
aueTar C€ XHAPOiU3Hpa A0 abHpaTepoH, KOHTO Cliel TORA NPeTHPIABA METAGONHILM, BKIIOYBAL]
cyndarapase, XHAPOKCHIMPAHE ¥ OKHCIEHME NPEAMMHO B YepHua Apob. [onAMma vact or
paanoakTHBHOCTTa B KppBTa (nprbaniuTento 92%) ce otkpuea noa gopmara Ha MeTaBOANTH Ha
abupartepon. Or 135 oTkpuBaeMy MeTabonuTa, 2 ca OCHOBHM MeTaloNKTH, a6upaTepoHOR cyngar u N-
OKCHJ abHpaTepoHOB Cyn(paT, BCEKH OT KOHTO NPEACTARIABA 0K010 43% OT 0611aTa PATHOAKTHRHOCT.

Enumunnpane

CpeasusT no/ykuBoT Ha aA0UPATEPOH B MIIAIMATA € NPROAUIHTEAHO 15 Yaca Bp3 OCHOBA HA AAHHUTE,
TOJTY4eHU TIPH 314pasK nnua. Crel nepopaiHo npuioxeHHe Ha *C-abupareponos auetar 1000 mg
npubmusutento 88% 0T pARMOaKTUBHATR X034 C€ Bh3CTAHOBABA BB (exanduTe i 0Koo 5% B ypaHaTa.
OcHOBHUTE CheAHHEHHS, KOHTO IPHCHLCTBAT BBE (PEKATMMTE, Ca HENPOMEHEH aGHUPATEPOHOB ALETAT K
abupatepod (CHOTBETHO 0KONI0 55% N 22% OT npunoxkenaTa 103a),

Yeproapobuo yepexnane

DapmakokuHeTHKaTa Ha a0HPATEPOBOB ALETAT € H3CJAEABAHA NTPH MALHEHH C GPEIWIECTBAILC JIEKD Wi
ymepero 1epuoapobro yspexaane (choreetHo Child-Pugh Kaac A u B) o nipu kourponsa rpyna ot
37pasy auLa. CHCTEMHATA EKCTO3MUNMA Ha abUpaTepOH ciie eAKHUYHA Tepopaina A03a of 1000 mg ce
yBenuyaga ¢ npubnusuTenuo 11% u 260% CLOTRETHO TPU NALMEHTH ¢ IEKO H YMEPEHO NPEAIISCTRAIIO
YEPHOAPOOHO yBpeskaane. CPEAHUAT NONYKHBOT Ha a6HpaTepoH ce yAbIKaBa A0 okono 18 uaca npu
TIALIWEHTH C IEKO HEPHOIPOGHO YRpexIase i 10 okono 19 naca HpH NAUNEHTH ¢ YMEPEHO YePHOAPOOHO
YBpeXaaHe.

I1pu npyro usnursane, GapMaxoKHHeTHKATA Ha abHPaTEPOH € HACAEABAHA TIPH [IAUMEHTH C
npeailiccTBatio Texko (n=8) weproapobuo yspexaaue (Child-Pugh Knac C) u npy kouTpoiHa rpyna or
8 3apask kA ¢ HOpManHa yeproapoGHa dyrkims. AUC na abuparepol ce yBeMyasa ¢
npubnusirenno 600% v PppakuysTa Ha HECBBP3AHOTO NEKAPCTBO ce yBenuuana ¢ 80% mpH manpenTy ¢
TEXKKO HEPHOAPOGHO YBPEXAHE B CPABHEHNE C MALHEHTH ¢ HOPMATHA YEPHOAPOGHA QY HKIHS.

He ce u3ucKBa kOpHrupane Ha 5O34Ta NPH NALHEHTH ¢ NPeILeCcTBaO TEKO HePHOPOOHD yBpeKsane.
Manonssaneto Ha aGnpaTepoHOB aueTaT TPAGBa BHHMATEHO Ad Ce PEHEHARA IPH HALMENTH C YMEPSHO
YEPHOZPOGHO YBPEkIAHE, NPH KONTO TI013aTA ACHO TPAGBEA A2 HAZXBBPIIS BE3MOXKHHS PHCK (BX. TOUKM
4.2 w 4.4). AGupaTepOHOB AlIETAT He TPAOBA A Ce H3NOMNIBA NPH NAlIMEHTH ¢ TEXKO YEPHOAPOGHO
yBpexaade (BxK. ToUKd 4.2, 4.3 1 4.4).

[lpw HaupenTH, KOHTO €& Pa3BHITH XENATOTOKCHYHOCT TTO RPEME HA JICYEHHETO, MOXKE 13 Ce H
MPEKLCBAHE HA REUCHHETO N KOPHFHPAHE HA 103aTa (Bxk. Toukd 4.2 u 4.4),




brépeuno yBpeicaaHe
DapmaxokuHeTHKaTa Ba abMpPaTepPOHOB AlETAT & CPABHEHA IPH TIARMEHTH ¢ TEPMUHATHA 6b6peuna

HEAOCTATBYHOCT Ha CTA0MIIEH PEKUM Ha XEMOAUAMM32 H IPH KOHTPOJHA TPYTIA OT NALUEHTH ¢ HOPMATHA
650peuna Qpyuxnnsa. CHCTEMHATA eKCHO3ALIMA Ha abMpPATEPOH ClleA e/IMHKYHA IEPOPAIHA 4034 OT

1000 mg ne ce ysenuuana npu NAUHENTH ¢ TEPMHHATHA GBOPEYHA HETOCTATEYHOCT, KOHTO C4 HA
auanu3a. [lpunaraneto npu nausenTy ¢ 656peuno yrpexknane, BRIOUNTENHO U Texx0 Gudpeuno
YBPEXaHe, He H3HCKBA HAMANABAHE Ka 03aTa (BK. Touka 4.2). JIuncea, ofave, KnuHU4EH ONMUT ApU
MAaKHeHTH ¢ Pak Ha MpocTaTata ¥ Texko 6u6peyno yrpexaane. Ilpy Tean NaHEHTH ce Mpenopb4sa
NIGBHIBEHO BHHMAHME.

53 IIpeaxTnHAYHA JAHEH 32 GejonacnocT

BbB BCHUKK NpOYUBAHKS 338 TOKCHIHOCT NPH XKHBOTHH HUBATA HA TECTOCTEPOH B KPHBTA CA 3HAUUMO
noumxeny. B pesynTar ya 1oBa ce HafmoJaBa HAMANABAHE HA TEITIOTO Ha OPTAHATE, KAKTO H
MOPGONOrMYHK WHNK XHCTONATONOIMHHH IPOMEHH B PEMPOLYKTHBHHTE Oprasy M Haabb6peynaTa,
XHMOQH3HATA H MACUHATA X/le3a, BCHUKH NPOMEHH NOKA3BAT IThJIHA KIH 9aCTH4YHA 0BPaTHMOCT.
TIpoMeHuTe B PeNPONYKTHBHUTE U AHIPOTEH-UYBCTBUTEAHHTE OPraHy ca B ChOTBETCTRHE C
dapmakonorusra ua abuparepod. BcHuKy XOpPMOHANHHE IIPOMEHH, CBbP3aHH ¢ E4EHHETO, ca oBpaTHMH
HAH OT3BYUaBaT e 4-ce/IMMYeH NIEPHOJ HA BL3CTAHOBSBANME,

B npoyusaHusTa 33 depTHAMTETA NPY MBXKN M KEHCKH TUThXOBE A6UPATEPOHOR ANETAT HAMANABA
(epruiuTeTa, KOETO € HaLIHO 00paTHMO 3a 4 10 16 CeMUUM ClTe/l CIUPaHE HA HETOBHA IPHEM.

B npoyyBane 33 TOKCHYHOCT HA PA3BUTHETO PU MITbXOBE, A0HPATEPOHOB ALIETAT OBIHSABA
6peMeHHOCTTa, KOETO BKIIOUBA MOHHIKEHO TEMIO i IpexkHeReMOCT Ha nioa. Habmonapar ce epexth
BBPXY BbHIIHHTE [I0710BM OPFaHH, BBIIPEKH ue aOUPaTEPOHOB ALIETAT HE € TEPATOTEHEH.

B Te3u npoydsanns 33 PepTHINTET H TOKCHYHOCT HA PA3BUTHETO, IIPOBEZICHH TIPH TLBXOBE, BCHYKH
edexti ca cBLP3aHU ¢ PAPMAKOIOTHUHOTO AeHCTBUE HA abHpaTepoy.

OcBen NPOMEHUTE B PENPOLYKTHBHHTE OPraHH, HabMOAaBaHH BLB BCHYKH POYYBAHKA 38 TOKCHUHOCT
MPpH XKHBOTHA, HEKIMHHYHUTE AaHHM HE NOKA3BaT 0co0eH PUCK 32 X0pa Bh3 OCHOBA HA KOHBEHIIHOHATHH
Papmakonornuuu npoyuBaHus 3a Ge30NACHOCT, TOKCHIHOCT TIPH MHOTOKPATHO TIpHIAraHe,
PEHOTOKCHYHOCT H KapPLUHHOTEHEH NOTeHUMA). AGUPATEpOHOR alleTaT He TIOKA3BA KapLHHOIEHHOCT B
6-MeceyHo poyyBaHe nipH TpascrenHy mumiky (Tg.rasH2). B 24-Meceuno npoy4saHe 3a
KapPUHHOIEHHOCT NPH NTbX0BE, 36HPATEPOHOB aHETaT MOBUINABA YECTOTATA HA HHTEPCTHLIMAIHUTE
KeTeYHH Heen1asMy B TecTHcHTe, CunTa Ce, ue TO3W Pe3yNTaT e cBup3aH ¢ GapMaKkosOrHYHOTO
AeficTRiE Ha a0MpPaTepOR M HAKOH OCOOGHOCTH NPH MIbXOBETE. AGHPATEPOHOB ALETAT He ©
KapPUHHOTEHEH [IPH HEHCKH NTBXOBE.

AKTHBHOTO BelecTBO alHpaTepPOH NOKA3Ra PUCK 32 BOAHMTE GaceliHy ¥ TexruTe oGHTaTeNHd, 0CoGeHO
32 pubure.

6. OAPMAUEBTHUYHH JAHHU

6.1 CHHCBK HA IOMOMHATE BellleCTBA




Tatnemuo adpo

JlakTo3a MOHOXHADAT
Muxpokpucransa neaynosa
Kpockapmenosa natpuit

Xunpomenoza

Harpuer naypuncyndar

Kononaen 6€3B0iCH CHIIMIIMEB THOKCH]L
Marnesues creapar

Gurmosa obsusra

Onaopu IT 85F90093:

[MonYBHHHAOB ANKOXOI

Turanon anoxcua (E 171)

Maxkporon

Tanx

Yepsen xenesen okcuz (E 172)

Yepen xenesen okenn (E 172)

6.2 HecnBMecTuMOcTR

Henpunoxumo

6.3 Cpox ua rognocr

2 roguHu

6.4 Chneuuanun yci0BHS HA ChXpaHeHHe
To3u nekapcTBes NPOIYKT He H3HCKBA CIEUHATHN YCNOBHS HA CHXPAHCHHE.

6.5 Bua » epabpkavie 42 onAK0OBKATA

TabnetkuTe ca ONakoBaHH B IPO3PAuHHK MM Henpospauny PVC/PVDC/Anymuuunesn Gnvcrepn. Besika
onaxoBka cEABPKA 60 GHAMHpPaHU TaGneTKH.

6.6 Cuenganad gdpeanasHy MePKE NPY HIXBLPAsHE U paboTa
Henanonspanuat NexkapeTBeH NPOAYKT WM OTNALLYHUTE MATEPHATTH OT Hero TPAbBa 42 ce H3XBBPJIAT B
CLOTBETCTBHE C MECTHUTE WIUCKBAHKA. TO3H JIEKaPCTBEN NPOAYKT MOKeE [1a NPEICTABINBA PUCK 33
BOAHATA cpena (BK. Touka 5.3).

7.  OPHTEXATEJ HA PAIPEDIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.

1103 Budapest
Gybmrbi at 19-21.
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8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20210217

9, AATA HA ITBPBO PASPEIMABAHEMIOAHOBSIBAHE HA PASPEINEHHETO 3A
YHOOTPEBA

Hata Ha nbpso paspemasane: 27.07.2021

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA




