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1. HME HA JEKAPCTBEHHA HPOAYKT

A6uparepoH Papmacairsic 500 mg drnMupany TabneTkK

Abiraterone Pharmascience 500 mg film-coated tablets

2. KAYECTBEH H KONAYECTBEH ChCTAB

Besxa dwimupana Tabiterka chaspia S00 mg aGupatepoHos aneTat (abiraterone acetate), €KBHBANCHTEH
Ha 446 mg abuparepoH (abiraterone).

[ToMoOIIHY BEMECTBA C H3BECTHO ACHCTBHE
Beaka dunMupana TabneTka ceABpKa 245 mg JaKT0o3a MOHOXHIPAT.

3a ITHJIHHS CIMCHK HA MOMOMIHHTE BELIECTBA BIDKTE TodkKa 6.1,

3. JEKAPCTBEHA ®OPMA

dunmMupana Tabnerka

BuoneToBH ¢ enuncosraHa dopma (¢ AprxuHa 20 mm ¥ mupyHa 10 mm), NBOAHOH3ITBKHAIN CBC CKOCCHH
ps6obe duIMHpaHK TabneTkH ¥ BANEOHATO peniedHo 03HaYeHHe ,A™ 0T EHATA CTPaHA X ,»300% oT Apyrara

CTpaHa.

4, KJHAHAYHHA ZAHHH
4.1 TepanesTHYHN NOKAZIRHA

AGuparepor PapmacalfbHC B KOMOHHALMA ¢ NPEAHA30H WIH TIPEHH30JIOH € ITOKa3aH 3a.

. JICYCHHE Ha HOBOIHATHOCTULMPAH BHCOKOPHCKOB METACTATHYEH YyBCTBHTC/CH KBbM XOPMOHAJTHA
Tepannus Kapu@HOM Ha mpocrarara (MHSPC) nNpu BBE3pacTHH MBXe B KOMOHHAIMA C AHIPOTcH-
nerpuBalKoHna Tepanud (ADT) (px. Touxa 5.1)

. JeueHHe Ha METacTATUdeH PEe3UCTEHTEH HA KacTpalls KapiMHOM Ha MpOCTaTara (mCRPC) npu
BB3DACTHH MBKe, KOHTO ¢a 0e3 CHMOTOMH HIH ¢ JICKH CHMITOMH CICA HeyCHeLHa
aHIPOTCHNETPUBALMONHA Tepanus, NPH KOHTO BCE OMe HIMA KIMHWYHH INOKa3aHui 33
xuMHoTepanus (Bx. Touka 5.1).

. neverre Ha mCRPC npu BB3pacTHM MBXe, THeTo 3a00NsBaHe € NPOrpeCHpAIo no BpEME Ha WY
cnen aonerakcen-6azupasa XUMHOTepanu.

4.2 Jo3upoBKa H HAYHH HA OPAJOKCHHAE

To3u eKapCTBEH NPOAYKT TPAOBa Aa ce IpeNHCEa OT NOAXONAN] MCANIMHCKHA CICIHATHCT.

0 BKa
TIpenoprurrenHara n03a € 1 000 mg (ase Tabnerku no 500 mg) xaTo eIHHATHA AHCBHA 1033, KOATO HE
TpabBa [a ce MpueMa ¢ XpaHa (Bx. mo-goiy ,Haunn Ha npanokesne”). [IpueManeTo Ha TabneTKuTe ¢
XpaHa [OBHINABA CHCTEMHATA EKCTIO3UIMS Ha afupaTepoH (BX. TOUKH 4.5 1 5.2).

Hozupoexa Ha npeOHU30H Wil RPEORUIONOH
ITpu mHSPC, A6uparepon dapMacaifbnc ce npanara ¢ 5 mg NpeHH30H WK PEAHNU30NOH AHCBHO.




MenHKaMeHTO3HATA KACTPAIHS C AHANIOr Ha XOPMOH, ocBoGoscaaBauy yrenHnsHpaiuud xopMoH (LHRH)
TP#0Ba 2 NPOXWDKHA NG BpEME HA NEISHUETO TIPH MallHEeHTH, KOHTO He Ca ONEPaTHBHO KaCTPHPaHH.

IlpenopsarTeNHO NpociendBate
CepyMHHTE TpaHCAMHHA3H TpAGBA Ia ¢ H3MEPBAT ITPEJIA HAYATOTO HA JIECYCHHETO, Ha BCCKH 2 CeIMHLIH

Hpe3 MBPBHTE TPH MECENa OT JIEYSHHETO H CJIS TOBAa BeAHbX Mecedr0. KpLBHOTO HAIATaHE, CEPYMHHAT
Kamuif ¥ 3aOEPKAHETO HA TCIHOCTH TPAOBA 118 C& CIEIAT exeMeceTno. BaIpekH ToBa, MAlAeHTHTE ChC
3HAYHTEIICH PHCK 32 3aCTOMHA CHPACTHA HEAOCTATHIHOCT, TPAOEA Aa ce IPOCEAABAT Ha BCEKH 2 CeaMHUIH
Tpe3 IMBPBUTE TPH MECENa OT JISICHHETO M BEIHBXK MECEUHO Cliel| TOBa. (BXK. ToUKa 4.4).

Jlpn nauMeHTH ¢hC¢ CHINECTBYBAlA XHNOKAIHCMESA WIH TAKMBA, PAsBHIH XHIOKAIMEMHA 110 BpeME Ha
neuenneTo ¢ Abuparepon ®apmacaiipHc, TpaOBa fa ce 0OMHCIM NOARBPXKAHE HA HHBO Ha xamui > 4,0
mM. IIpu naumeHTH, pa3sBWIH CTENEH Ha TOKCHYHOCT > 3, BKIIOYHTS/IHO XHICPTOHHA, XHIIOKUTHEMH,
efieM B XPYTH HeMHHEPANKOPTHKOHIHH TOKCHIHH e(heKTH, ledeHneTo TpAdBa 1a ObAe NPEeKLCHATO U fia ¢e
MPHIOKAT TOAXOAAIIA MEANIMHCKH MepkH. JleueHneto ¢ AGuparepon dapmacaiibic He Tpabsa aa ce
BBh30OHOBABA, IOKATO CHMITTOMHTE Ha TOKCHYHOCT He JOCTHTHAT CTeICH | HIM H3X0IHO HHBO,

B cnyuaif ma npomycHara aHesHa no3a AGHparepoH ®apMacaiizHC, NPSIHH30OH WIM NPEAHHM3ONOH,
JSUYCHHETO TpaOBa Ja IPpoAbDKH Ha ClieaBalHs AcH ¢ ofuyaiiHaTa KHEeBHA 1O3A.

XenaToToOKCHIHOCT

[Ipy mAnMeHTH, Pa3sBHIM XEMATOTOKCHYHOCT MO BPEME Ha JleucHHeTo (anaHMH aMHMHOTpaHCepasata
[ALAT] unu acnaprar amusoTtpancdepaszata [ASAT] ce yBenuuasar moseye 0T 5 WBETH HAJl ropHaTa
rpaHuua Ha HopMata [ULN]), Tepanmara Tpafea He3aGaBHO Aa ce mMpekbcHe (BK. Todka 4.4). Cnen
BB3CTAHORABAHE HA H3XOMHHTE CTOMHOCTH Ha YepHOAPOOHUTE PYHKUMOHATHH MOKA3ATE/IH HA NAUMCHTA,
JIEYCHAETO MOXE A C¢ MOAHOBH ¢ HaManeHa 7103a oT 500 mg (emsa Tabnerka) BeAHBXK AHEBHO. [Ipu
NTAUMEHTH, NPOBEXOAIH [OBTOPHO JIEYCHWE, CCPYMHHIC TpaHCAMHHA3IH 'Ipﬂﬁna Ja ce npocnensaBar
MHHHMYM HAa BCEKH 2 CEAMHIM 3a 3 Mecela, el KOETO BENHBK MeCCIHO. AKO XENATOTOKCHYHOCTTA CE
TIOBTOPH NpH HaMalleHa fo3a oT 500 mg IHeBHO, JTedYeHBeTo TpabBa Aa ce& MPEKPATH.

- AKO TIAIMCHTHTE Pa3BHAT TEKKA XernarorokcHuHocT (ysenuueHne Ha ALAT wmu ASAT ¢ 20 e Han

ULN) mo BCAKO BpeMe Ha TEPAIHATA, TEPANUATa Tpadpa fa ce cTpe H NAIMEHTHTE He TpAOBa J1a ce JIeKyBaT
IIOBTOPHO.

YepronpoOHo yBpexxzane
He ce Hanara npoMsiHa Ha 103aTa NPH IANMEHTH C MPEAIIECTBALLO JIEKO 9epHOAPOOHO yBpexkaane, Child-

Pugh Knac A. [Tpu ymepeno yepHoapoGHo yepexaane (Child-Pugh Kinac B) e mokasaHo, 9€ CucTeMHara
€KCITO3MIKUA Ha afHpaTepoH ce yBelIM4aBa OKOJIO YeTHPH NbTH, CACK €IHOKPATHH NCPOPalHH AO3H OT 1
000 mg aGuparepoHoB auerar (Bk. Touka 5.2). HaAMa gansy 3a KTHHHYHATa GE30MaCHOCT M eHUKacHOCT
HAa MHOTOKPAaTHH A03H aCHpaTEepOHOB AlETAT, NpHIaraHd [PH MNALHEHTH ¢ YMCPCHO HIH TEXKO
geprOAPoSHO yBpexaane (Child-Pugh Knac B wim C). Kopurupanero Ha Rosara He MOXe na Obae
npeasuaeHo. Msnonspanero Ha AOGuparepoH PapmacaifbHC TpaOBa BHHMATE/HO 2 CE€ ONCHABA IPH
NAlMEHTH ¢ YMEPEHO YepHOAPoOHO YBpexaaHe, MPH KOHTO TON3aTa ACHO TpAOBA A3 HAIXBHPAA
BB3MOXKHMA PHCK (BX. ToukH 4.2 H 5.2). AGnparepon {apmacaiipic He TpaGBa Aa ce H3NON3Ba NPH
NALMEHTH ¢ TEXKO YePHOAPOOHO yBpexnaHe (BXK. TOUKH 4.3, 4.4 1 5.2).

b 0 aHe

He ce Hanara mpoMsHa Ha 03aTa MpH NANMeHTH ¢ Gu6peuno yspexkaane (Bxk. Toaka 5.2). Jluncsa, obate,
KJIHHUIEH ONAT NPH NAIMEHTH ¢ PaK Ha MPOCTATaTa H Texko 60pedHo yBpexnaHe. [IpH Te3n maiieHTH
ce NMPEnopHYBa MOBHINCHO BHUMaHKe (BX. To4Ka 4.4).

TleauarTputna nonyaauHs
HsaMa chotBeTHO mpunoxkeHue Ha AGuparepoH PapMacailbHC NPH NEAHATPHYHATA MIOIY AN,

HauuH Ha npunoxeHue
Abuparepon @apMacalfbHC € 33 NepopaTHO IPIIIOKEHHE.




Tabnerkure Tps6Ba Aa ce NPHEMAT KaTO GAHHHYHA N03a BeOHBX AHEBHO Ha IiangHo. AbmparepoH
dapMmacaifbuc Tpabsa A2 ce npHeMa IMMOHE JBa 9aca clie] XpaHeHe H He TpabBa fia ce KOHCYMHPA XpaHa
noHe emMH 4ac clch nprcma Ha AGmpatepon {apmacaiivuc. Tabnerxkure AGHparepon PapMacabHC
. Tpabpa ja ce reJITaT LEJM ¢ BOAA.

43 IIporuBonokazaHHS

- CBpBXYIYBCTBHTEHOCT KBM AKTHBHOTO BEIISCTBO MM KBM HAKOE OT MOMOINHHTE BEINECTBA
n30poeHn B To9Ka 6.1.

- Xenu, KouTO ca GpeMEHHM WM & BE3MOXKHO Aa ca OpeMeHHH (BX. Touka 4.6)

- Texxo qeprOApobHO YBpexkaane [Child-Pugh Knac C (Bx. Touku 4.2, 4.4 & 5.2)].

- A6uparepor ®apMacallbHC ¢ TIpEIHAW30H WM DPeAHH30NOH € MPOTHBOMOKA3aH B KOMOMHAIMA C
Ra-223.

44 CroenuaaHH OpeayNpeKIeHHN H NPLANAZHE MEPKH NpH ynotpeba

XUMECPTOHAN, XANOKAIMEMIA, 3aTbPKaHe Ha TCYHOCTH M ChpAeTHA HEJOCTATHYHOCT MOPARH HITHIUBK HA
MHH X 0

AOupaTtepoH ®apmacalfbHC MOXKeE Ja NPeAH3BHKA XANCPTOHHS, XHANOKATHEMH H 3albpXKaHe Ha TeYHOCTH
(B, Touka 4.8) KaTO CIHEACTBHE OT MOBHINGHHTE¢ HHBa HA MHHEPaNKOPTHKOHIMTE B PE3YJITaT Ha
uExuoupanero Ha CYP17 (Bx. To49ka 5.1).

ExHOBpeMEeHHOTO NPWIOKEHHE Ha KOPTHKOCTEPORA TIOTHCKA CTHMYIMPAHETO Ha aipeHOKOPTHKOTPOTIHHA
xopMon (ACTH), xoero BoaM g0 HaMaABaHE Ha YECTOTATa M TeKeCTTa HA TE3H HEOXKENaHH pCaKifHH.
Heo6xoa1Mo € MOBUIIEHO BHAIMAHKE NTPH JICUEHHETO Ha NANMEHTH, YHATO OCHOBHH 3a00/IABaHHI MOXE /A
OBOAT RNOMEHH NpH [OBAIIABAHE HA KPHBHOTO HANATAHE, XHTIOKANHCMHA (HANPHMCD TPHEMAITH
CHPACYHH MIHKO3HMAH) HIIH 3aXBP/KAHE HA TEYHOCTH (HANPHMED NALMEHTH CBC CHPACTHA HEIOCTATHIHOCT,
TeXKa WIH HecTaOMIHA CTEHOKADNMA, HACKOPO IpekapaH HHGApKT HA MHOKApAA WIH BCHTPHKYNApHA
apHTMMA ¥ NIAIHEHTH C TOKKO OBOpedHo YBpeKIaHe).

Abupatepon ®apmacaiizic TpaOBa Oa c¢e npunara npeanal’iMBO MPH NAIMCHTH C aHaMHE3a 34
copaeunocsaoBo 3abonssade. Ilpoyypammsta ®aza III npoeeaeHn ¢ AOuparepon @apMacaHBHC
M3KIIOYBAT MAlMEHTH ¢ HEKOHTPOMMpaHR XMIEPTOHMA, KIHHHYHO 3HAYHMO ChpAeYHO 3aboiiBame,
IIPONBEHO KaTo HH(pApKT Ha MHOKApAa WM CTydaH Ha apTepHaiHa TpoM603a npe3 MocHeAHHTe 6 Mecena,
TeXKa WIH HecrabHNHa CreHoKapama, wiM cbpiedsa Hemoctarpynoct Knac Il mma IV cmopen
Hioltopkckara kapaaonornada aconuaums (New York Heart Association, NYHA) (mpoyusase 301) nin
chpredna HemocrarbaHoeT Kinac 11 no Knac IV (npoyssanus 3011 u 302), win m3mepeHa dpaxiisg Ha
n3Thackpase < 50%. B npoyupanus 3011 n 302 ca MIKNMIOYEHH NALMEHTH ¢ IPERACHPAHO MBAKRXCHE HIIH
ApPYTa CHPACYHA APHTMHS, H3MCKBAlIa fedcHre. Be3onacHoCTTa IPH NaljMeHTH ¢ JIeBoKaMepHa dpaknms
Ha w3tnackeane (LVEF) < 50% umu cepaedna HegoctathunocT Knac HI wmr Kmac IV no NYHA (8
npoyupase 301) HiH cbpaeuHa HenoctarsarocT Kiac I xo Knac IV no NYHA (3 npoydsarna 3011 u
302) He e ycraHOBeHa (8. TO4kH 4.8 1 5.1).

Ipeau NeveHHe Ha MALMEHTH CHC 3HAMUTENEH PHCK 3a 3aCTOMHA CBPAEYHA HENOCTATHYHOCT (HAND.
dHAMHE3a 33 ChpAEYHA HEAOCTATHYHOCT, HEKOHTPONMpPAHA XHNCPTOHHA MIH CHPACYHH CHOHTHA KaTo
HanpuMep HeXeMHYHA 601ecT Ha CEpLeTo), TpaGBa a ce 0GMICIH NOTyJaBaHeTo Ha OIICHKA Ha QyHKIATa
HA cpplero (Hamp. exoxapnuorpadus). ITpexu nevenne ¢ AGuparepon (dapMacalfbHC CbpACYHATA
HEBOCTAaTHYHOCT TpAbBa Oa ce JeKysBa W CBpPACYHATA ACHHOCT Ja ¢€ ONTHMH3HpA. XHNCPTOHHATE,
XHMIOKUIHEMAATA H 3a0bPKAHETO Ha TEYHOCTH TpAGBa Aa c€ KOPHTHpar H komrpormpar. Ilo BpeMe Ha
JIEIEHHACTO KPHBHOTO HANATAHE, CEpyMHMAT KaJHi, 3aNbpKaHeTO Ha TeIHOCTH (II0Ka9BaHe Ha TEINOTO,
neprudepen eneM), H APYTH IPH3HAIM H CHMITTOMH Ha 3aCTOHHA ChPACUHA HENOCTATHIHOCT TPAOBa fa ce
MpoCnenABaT Ha BCEKH 2 CEOMMIIM 3a 3 Mecella, Cl¢[ TOBA BEAHBXK MECEYHO ¥ OTKIOHCHYATA Aa e
kopurapar. Habmoxasa ce yasokasane Ha QT uHTEpBaNa MpH NALHEHTH, CTpafalld OT XHITOKATHEMH,
CBhp3aHa ¢ JieueHHeTo ¢ A6Hparepor dapmacaiizHc. Tpabsa Xa ce HanpaBH OUEHKA Ha CBP




MpeKpaTsBaHe Ha TOBa JICUEHHE B CITydaii Ha KIMHHIHO 3HAYAMO OTCabpaHe Ha CEPACYHATA IeHHOCT (BXK.
TouKa 4.2).

XenaTOTOKCHYHOCT H YEPHOAPOOHO yBpexjaHe

B KOHTpO/HpaHH KiIHHAYHH NPOYYBaHHA ¢ Hab/II0 1aBa H3Pa3eHO IOBHIIEHHE Ha YePHOAPOOHHTE CH3AMH,
BOJEIIO 10 NPEKBCBAHE HA NEUEHHETO WM MpOMAHA Ha no3ara (Bi. Touka 4.8). Hupata Ha CCPYMHHTE
TpaHCAMMHA3H TPAOBA [a Ce H3MEPAT NMpeaH HAYANO0TO Ha JICIEHHETO, HA BOEKH 2 CEIMHIM NIPE3 IIEPBUTE
3 Mecella OT JICYCHHETO, H CJIEeH TOBA BEAHBLX MECCUHO. AKC C€ PasBHAT KIMHMIHH CHMIITOMH HIIH
TPH3HALN, MOKA3BAIIA XEMATOTOKCHIHOCT, CEPyMHHETE TPAHCAMHUHA3H TPA0Ba Ja ce M3MEpAT He3abaBHO.
Axo B maneH MoMeHT ALAT win ASAT ce yeeanuar nosede oT 5 mbTH Hag ULN, nedyenuero TpadBa
He3abaBHO fia ce MpeKBCHE, 4 uepHOApoOHaTa dyHKUMA TpaGBa Aa ce ciexu orGamso. JledeHuero ce
TIOAHOBABA NPH BE3CTRHOBABAHE HA H3XOZHHUTE CTOHHOCTH Ha JEPHOAPOGHITE (PYHKIIOHANHY I0KA3ATENH
Ha NALMEHTa H NTPH HaManeHa xo3a (Bx. Touka 4.2).

B cirydaii ue nauHeHTHTE PasBHEAT TeXKKa xemaroTokcHanocT (ysenmyenne Ha ALAT wma ASAT ¢ 20 meTH
Haii ULN) no BcAKO BpeMe Ha Tepanusara, Tepanuara TpadBa a ce crpe U NaluueHTHTe He TpAOBa na ce
JIEKYBAT [IOBTOPHO.

[TalHEHTH C aKTHBEH WA CUMITTOMATHYEH BUPYCEH XENaTHT €A M3KIIOYCHH 0T KIHHAYHHTE [IPOYIBAHNUA;
NIOpaIM Ta3W NPHYMHA JIMTICBAT AAHHH 3a ynorpebara Ha A6upaTepor PapMacalifbHC NpH Ta3H MOy JalHA.

HsMa nases 3a KIMEMIHATA Oe3onacHocT H e(PMKACHOCT IPH MHOTOKPATHM A03H abHpaTepoHOB auerar,
KOTaTo Ce IMpHIara IpH NAIKEHTH ¢ YMEpEHO HIIH TeXKO YepHOIpobHo ypexaane (ChildPugh xac B win
C). Usnonseanero Ha AGuparepoH QapmacaiibHe Tpsa0Ba BHMMATENHO Aa C¢ OLCHABA IPH MAMEHTH C
YMEPEHO YepHOAPOOHO YBpek Aane, IPH KOUTO TI0/13aTa SCHO TPA6BA 1a HANXBHPJIA BE3MOXKHIA PHCK (BXK.
Toukd 4.2 n 5.2). AGuparepor dapmacaifitic He Tpabpa Ja Ce M3NONA3BA NIPH MALHEHTH C TEXKO
4epHOAPOOHO YBpeXKaaHe (B, TOUkH 4.2, 4.3 u 5.2).

ViMa penky MOCTMApKETHHIOBH ChOOIIEHHS 3@ OCTpa YepHOAPOOHA HEJOCTATHIHOCT M QYJIMWHAHTCH
XeMaTHT, HAKOH C JIeTa/IeH u3xod (BXK. Touka 4.8).

CrnpaHe Ha npyeMa Ha KOPTHKOCTEPOHAH ¥ MEPKY IIDH CTPECOBH CHTYAIIHH
Hpenopi.qna CC NOBHIICHO BHHMAaHHE H NPOCHCIABAHE 3a AJPSCHOKOPTHRAIHA HEAOCTATHYHOCT, B cny'laiﬁ

4e Ha HAlMEHTHTE € CIPAH NMPHEMBT Ha NPEAHH30H WIH MPEeAHMIONOH. AKO NPHEMBT Ha AOHpaTepoH
dapmacaitbHC TPOXBIKH CHEHK CIIAPAHETO Ha KOPTHKOCTEPOUANTE, NaliHeHTHTe Tpa6Ba fa ce HabinomaBaT
33 [I0ABA HA CHMIITOMH Ha MEHEPAIKOPTHKOHACH HIMHIIEK {BX. HHpOpMALMATa IO-TOpeE).

IIpH NalMeHTH Ha NPeqHH30H HIH NPeIHA30NO0H, KOUTO ¢a NMOAT0XeHN Ha HeoGH4aeH CTpec, € MoKasaHo
IIOBHMINABAHE HA A03aTA HA KOPTHKOCTEPOHIHTE TIPS/, 110 BpeMe Ha H Cliell CTPeCcOBaTa CHTYalNA.

K a4 NTBTHOCT
Hamanasane Ha KOCTHATA IUTHTHOCT MOXE Jia C€ MOABH IPY MBXKE ¢ MCTACTATHYCH HANpEAHal KapIHHOM
Ha npocrarara. MsnoaspaneTo Ha AOuparepon ®apMacalipHC B KOMOHHAUMA ¢ TTIOKOKOPTHKOMIH MOXE

Jia YBEJIWYH TO3H eeKT.

[Ipeauysa ynorpeba Ha KETOKOHA30)
TTo-HHMCKA CTelieH Ha OTTOBOP MOXKE Zla C& OYaKBa MpH [TAllHEHTH, JIEKYBaHH IIPEIH TOBA ¢ KCTOKOHA3OM 34
KapLMHOM Ha HpOCTaTaTa.

XHUNEePriIHKeMHA
[TpunoxeHHeTO HA IMOKOKOPTHKOHIHA MOXE 3 TIOBUIIIH XHNCPIIHKEMHATA, 3aT0BA HHBOTO HA XpbBHATA

3axap TpabBa 9eCcTO Jia c¢ mpociieliBa NpH MAHEHTH ¢ AUaleT.




XHAIOTTHKEMUS

CroOmaBAHY €8 CIyYaH Ha XMIOTTHKEMHH, KOrato afHpaTepoH IUNOC MpeJHM3OH/TPEIHU3ONOH CC
NpHIAraT MPH NALHCHTH, KOUTO Beve ca MMaau AHaleT, mOMy4aBamiy NMHOrTATa30H WiH perarinHuA (BXK.
TouKa 4.5); ClIeAOBATeIHO, KPHBHATA 3aXap TpA6Ba fa ce Habimo1asa MK NALMEHTH C JuabeT.

Yoorpe0a npy XHMUOTEpaNKA
Be30nacHOCTTa H e(UKAcHOCTTA HA EAHOBPEMEHHOTO NMDHICKEHHE Ha abMpaTepoH C WMTOTOKCHYHA
XHMHOTEPANKA HE Ca YCTAHOBEHH (BX. To4ka 5.1).

HenoHOCHMOCT KBM NOMOIMTHUTE BENNSCTRBA

To3H JNexapcTBeH NPOXYKT chAbpka NakTo3a. [lauMeHTH C penxy HACACACTBCHH 3a0o/gBaHus KaTto
raNIaKTO3HA HETIOHOCHMOCT, Lapp NakTasen AedHIKT WIH DIOK030-ra/lakTo3Ha Manabeopbuys He TpAOB2
ia TIpHEMAT TOBA JIGKAPCTBO. T03H JIEKapCTBEH MPOAYKT ChALpia IO-MaJko 0T 1 mmol (wm 23 mg)
HaTpHif Ha 1033 OT Ape TaONeTKH, T.¢ MOXKe Aa Ce KaXe, 4e NPAKTHICCKH HE ChIbpHa HATpHI.

[ToreHImanuy pUCKOBE
AHeMHS M CeKCyallHa AMCOYHKIMS MOXe Aa ce TNOABAT NPH MBXe ¢ METACTATHYICH KapIWHOM Ha
IPOCTATATA, BKIOYHTETHO NIPH TE34, KOHUTO Ca NOIIOKEHH Ha JICUCHHE © A6uparepon dapMacailbHC.

EdekTH BEPXY CKENIeTHATa MYCKYNIATYpa
CpobImaBar ce clydad Ha MHONATHA H padaoMHONH3a NPH NAUYCHTH, JICKyBaHH C abuparepoHOB aleTar.

B moBedeTo CiTyda T ca Ce pasBHIM B PAMKHTE Ha TbPBHTE 6 Mecena OT JCYEHHETO B €A OTIIYMEITH CIIEA
npeycTaHOBABaHE MpueMa Ha abupareporos aierar. [Ipenoprysa ce NOBHIICHO BHAMAHHE IIpH MALUEHTH,
NeKyBaHH ENHOBPEMCHHO C JIEKAPCTBEHM MPOAYKTH, 33 KOHTO ¢ H3BECTHO, HC Ca CBBP33HH ¢
MHOTATHA/pabaoMHOII3A.

Baanmone}icTEA ¢ IpYrH JeKapCTBEHH ODOIYKTH
IpunoxexHueTo Ha cuiHu HuAykTopH Ha CYP3A4 tpabsa Aa ce H304ArBa MO BpPEME HA JICYCHUETO, OCBCH

aKO HAMa APYra TEpaleBTHYIHA a/ITCPHATHBA, ITOPAJH PHCK 0T HAMACHA eKCIIO3HIMA HA abHpaTepoH (BK.
TO4Ka 4.5). -

Kom6unmpate Ha aGUpaTepoH ¥ npeAHN30R/NpeaHI30NoH ¢ Ra-223

Jleuennero ¢ abUpaTepoH H TPeIHA3OH/IpeIHM30N0H B RoMOuHaika ¢ Ra-223 € NMpoTHBONOKA3GHO (Bx.
TouKa 4.3) NOpaH NOBUIICH PHCK OT (PakTypH ¥ TEHACHIMA KBM IOBHINCHA CMbPTHOCT IPH NALHEHTH C
KApLIHHOM HA MPOCTaTaTa, KOMTO €3 ACHMITTOMATHIHH WM C JICKH CHMITOMH, KakTo © HaOONaBaHO B
KIHHHIHUTE H3NHTBAaHAA.

Ipenoppusa ce MOCHEABAIIOTO JeueHue ¢ Ra-223 na He 2a[o9sa MNOHE 5 AHH ClieAl NOCICIHOTO
npunoxenne Ha AGuparepor PapMacalibHc B KoMOHHALHA © NpeSHEIOH/TIPEAHH30IIOH.

4.5 BaanMopelicTBHe ¢ APYIH JIEKAPCTBEHM NPOLYKTH B APYrH GOPMH HA B3aHMoaelicTBHE

Edexr ra xpanara pppxy abuparepoH
TIpHToXEHHETO C XpaHa 3HATATENHO NOBAmMARa aGcopbLmaTa Ha abUpaTepoX.

EduxacrocrTa B Ge30macHOCTTa, KOraTo € MpHUET C XpaHa, He ca YCTAHOBCHH, 3aTOBa TO3H nexapCTBEH
nponyxT He TpAGBa Aa ce npueMa ¢ XpaHa (BK. ToUkH 4.2 ¥ 5.2).

B3anMoneCcTBIA ¢ APYTH IEKAPCTBEHH TPONYKTH

Homenyuar va Opyeu rexapcmeen npodyxmu 0 NOGIUSAIM excnosuyuume Ha abupamepox

B npoBeero KIMHAYHO NPoyYBaHe HA (apMakOKHHETHYHHTE B3AHMONCHCTBUA NIPH 3ApaBH HOGPOBOMNILIY,
NeKyBaHH NpeaH Tosa ChC CHHHA HHAYKkTop HA CYP3A4 pApaMITHIME 600 mg XHEBHO B NPONBIDKCHHE
Ha 6 JHH, CJTeA KOETo ¢ eMHHHYHA A03a afuparepoHoB auerar | 000 mg, cpenHara ImasMeHa AUC.Ha
abHpaTepoH ce € noHmkmwia ¢ 55%.




TIpwioxkenuero Ha CIWIHH WHAYkropr Ha CYP3A4 (Hanp. deHHTOMH, KapOaMmasemwH, pHQAaMITHLMH,
pudabyTnn, pudaneHTuH, peHoGapbuTan, xbir KawrapuoH [Hypericum perforatum]) mo BpeMe Ha
neveHHeTo TpAbBa Na ce u30ArBa, 0CBEH ak0 HAMa TepaneBTHYHA ATTCPHATHBA.

B oTenHe KIMHHYHO MPOYYBaHe Ha (apMaKOKMHETHYHMTE B3ANMOZEHCTBHA, MPOBEACHO IPH 31paBH
HOGPOBONIA, eAHOBPEMEHHOTO MpHIOKEHHE HA KeTOKOHason, caies mExuOurTop Ha CYP3A4, ne e
0Ka3aN0 KIMHHIHO 3Ha9MM edeKT BEpXy (papMakoKHHETHKATa Ha abHpaTepoH.

IHomenyuan Ha abupamepor Oa nognuAe exchosuyuume Ha Opyeu NEKAPCMEEeH U RPOOYKmu

AGHpatepoH ¢ MHXHGHTOp Ha uepHoapobHHTe NekapeTBo-MeTaGomusnpany emumu CYP2D6 n CYP2CS.
B npoyuBaHe Ha eeKTHTE Ha a0HpaTepPOHOR aneTaT (B KOMOHHALAA ¢ NPEAHHIOH) BBPXY CAHHHIHA 1034
CYP2D6 cyberpar nexcTpoMeropdas, cucremHara excnoduuma (AUC) na neKkcTpoMeTopdad ce
nopwmasa npuGmsKTento 2,9 met. AUC; Ha AekcTpopdaH, akTHBHHA METaGOIHT Ha JIEKCTPOMETOp(aH,
ce [IOBHIIABRa NprOIM3HTEHO ¢ 33%.

TpenopruBa ce MOBHIIEHO BHUMAHHE, KOTATO Ce IpHara ¢ JICKapCTBCHY MPOAYKTH, KOWTO CC aKTHBHPAT
wm Metabonusapar oT CYP2D6 1 no-cnenmanto JIeKapcTBeHH NPOAYKTH C TECEH TePaneBTHICH HHICKC.
Tpabsa ma ce OOMMCIY HaMasBaHe Ha J03aTa Ha JICKAPCTBATA ¢ TECEH TEPANCBTHYCH HHICKC,
metaGonusupara ot CYP2D6. IlpuMepn 3a NekapcTeeHM NpORYKTH, meraGomusmparu ot CYP2D6,
BKIIOYBAT METOIPOJION, MpPOMpaHojo], Ae3HNpaMHH, BeHJIa(GakCHH, XanonepuHuod, PpHCICPHIOH,
npona)eHOH, dIeKauHHyl, KOAEHH, OKCHKOIOH ¥ Tpamanon (ITOCNeAHATE TPH JeKapCTBCHHA NPOMyKTa ¢e
nyxaast or CYP2D6 3a o6pasyBare Ha akTHBHHTE HM 00e30onapainy MeTaGoHTH).

B npoyusane ¢ CYP2C8 Ha fekapcTBeHH B3aUMONEHCTBIA NP 3ApaBH HEIHBHIH, AUC Ha mHOrIHTA30H
e noeAmeHa ¢ 46%, a AUC Ha M-III u M-IV, akTuBHHTE METAOONUTH Ha NHOITIHTA30H, € MOHIKCHA C I10
10%, KOraTo NMHOITMTA30H Ce NpHiara 3aefHo ¢ eguHMYHA 7o3a 1 000 mg abHpaTepoHOB aueTar.
MMampenTare TpabBa aa 6baar HabmoaasBaHH 3a NPU3HAIM HAa TOKCHIHOCT, CBBP3aHH ChC CyOCTpar Ha
CYP2C8 ¢ TeceH TepaneBTHICH HHIAEKC, aKO C€ H3MON3BAT eAHOBpeMeHHo. [IpuMepH 3a JICKapCTBEHH
npoayKTH, MeTabonu3upani ot CYP2C8, BKIHOYBAT IHOIIHTA30H H PENArTHHAL (BX. TOUKA 4.4).

In vitro ocroBHUTe MeTabONHTH abupaTepoHOB Cyndar W N-okcHA abHpaTepoHOB Cyn(aT HHXHOHMPAT
TpaHcIopTepa Ha depHoApoOHoTo 3axBamane OATP1B1 m karo cnemcrspe Morar Aa CC IOBHINAT
KOHLEHTPaITHHTE Ha JIGKAPCTBEHHTE NPOAYKTH, KOMTO ce enuMrHApat upes OATP1B1. Hama nammiHy
KIHHAYHA JaHHH, [IOTBEPXKAABAllH B3aHMOACHCTBHSTO, OCHOBABAIIO C& HAa TPAHCTIOPTEPA.

Hpunoscenue ¢ npodykmy, 3a Koumo e uzgecmuo, ye yovnicasam QT uwmepeana

Tei#t KaTo JEUSHHETO ¢ AHAPOreH-ACOPHBALIHOHHA Tepanus Moxke fAa yawnkd QT naTeppana, ce
NpenoppuBa NOBHINEHO BHHMAaHWE NpH npwiarane Ha AGHparepon @apmMacafibHC C JCKapCTBCHHM
NpoAYKTH, yasDkasamy QT MuTepBana, WIH JTEKapCTBEHM NMPOAYKTH, KOHTO MOraT xa NpeaH3BHKaT
torsades de pointes, kato kiac 1A (1.e xuHEAMH, qu3onHpaMin) wix kiac III (#anp. aMHOAAapOH, COTATO,
poderwmEy, MOYTHNMA) AaHTHAPWTMMMHM JIEKADCTBEHH MPOHYKTH, METaMIOH, MOKCH(IIOKCALIHH,
AHTHIICHXOTHITH H T.H.

ITpunodicenue cb¢ CHUPOHORQKMON

CrApOHONAKTOH C€ CBBP3BA ¢ QHAPOreHHATE peLeNTopH M MOXe Ja IOBHIIH HHMBATA HA
npoctaTHocnenbuanus anTrred (PSA). [punoxenuero ¢ A6uparepod GapmacaifbHC He C¢ PEnophBa
(Bx. TOYKa 5.1).

4.6 (OepruaureT, 6peMEeRHOCT H KbPMeEHE

XeHy ¢ AeTCpOASH NOTEHUHAT

Hama naHuHM 3a ynorpefara Ha domparepoH mnpH OpeMEHHH XEHM H TO3H JIEKAPCTBCH MPOJAYKT HC €
NpefHAazHAYSH 32 YIOTpeOa IIPH XKeHH © ASTEPOACH NOTeHIHAL




KoHTpalenms IpH MBXE H )KEHH

He e mspecTHO Jamm abHpaTepoH MIH HEeroBUTe MeTalOJHTH MPHCHCTBAT B CEMCHHATA TEHHOCT.
Vnorpebara Ha NPE3CPBATHB € 3aA/DKATENHA, K0 NALHEHTHT HMA CEKCYancH KOHTAKT ¢ OpeMeHHa XeHa.
AKO NALHEHTHT HMa CEKCYaeH KOHTAKT C XKEeHA ¢ IETePOIeH NOTEHUMAN, IPe3ePBaTHBET € 3ALIDKHTEIICH
3a€[HO ¢ OIIe e/lHH SQCKTUBEH METOJ 3a KOHTPALCIILHA.

TIpoyuBaHHATA NP XHBOTHH ITOKA3BAT PENPOAYKTHEHA TOKCHIHOCT (pxk. TOuKa 5.3).

bpeMeHHOCT

AbGuparepor (apmacaifsHC He ce ymorpeliBa NpH *eHA H € MPOTHBONOKA3AH MpH CHH, KOHTO ca
GpeMEHHH WIH € BE3MOXHO ja ¢a GpeMeHHH (BX. TOUKH 4.3 H 5.3).

KbpMeHe
AGuparepon ®apMacalfbHC HE € IpeaHasHadeH 32 ynoTpeba NPH XeHU.

DeprInATeT
AGHpaTepoH MOBNABA (DEPTHIMTETA MPH MBKKHM H XCHCKH IUTbXOBE, HO TE3H EPEKTH Ca HAMKIHO
obparuMH (BK. TOUKa 5.3).

47 EdexTn BLPXY cnocoGHOCTTa 33 modapane H patoTa ¢ MAITHHH

A6uparepon dapMacalfbHC He [OBIMABA WM TIORNHABA PEHEOPEKHAMO criocoGHOCTTA 32 MOpHpane U
paboTa ¢ MaDIMHH. |

4.8 Hexenann JeKapcTBEeHH PEAKIEH

O606menne Ha npoduna Ha He3omacHocT

[lpd4 anams Ha HeelaHHTe peakmust B komOunupans npoyusahms Pasa Il ¢ abMpaTepoHoB
dapmacalfbHC HEXEAHWTE PEaklMu, HAOIMIONABAHM TPH 2 10% oT malMEeHTHTe, ca NepHQEepeH eleM,
XHTIOKATHEMIA, XHIIEPTOHMA, HHPEKUHs Ha NMHUKOYHMTE NBTHIIA H NOBHINCHA CTOMHOCT HAa anaHuH
aMHHoTpaHcdepa3aTa H/WIH NOBHILEHA CTOHHOCT Ha acrapTar amMuHOTpaHcepasata.

Rpyrd BKHA HEXETAHM PeakiMH BKIIOYBAT CHPACIHH HADYIICHHMH, XENaTOTOKCHTHOCT, dpakTypH H
aAneprudeH aIBCOJHT.

AGupatepon GapMacaifbHC MOKE /ia IPETH3BAKA XHIIEPTOHHS, XHIOKATHEMHS H 33[bPXKaHE Ha TEHHOCTH
KaTo (apMaKOAMHAMIIHO CAEACTBHE OT HETOBHA MEXaHW3BM HA NCHCTEHE. B npoyuranns Paza Il
OUAKBAHMTE MHMHEPANKOPTHKOHJHM HEXENaHH DeakIHu ca HalJiofaBaHi MO-9€CTO IPH MAllHEHTH,
JeKyBaHH ¢ a0HpaTepoHOB ANETAT, OTKOIKOTO NPH NAHeHTH, JICKYBaHH C wiaue6o: xumoxanuemua — 18%
cpemy 8%, xuneprouna 22% cpemy 16% H pecneKTHBHO, 3aabpikaHe Ha TCUHOCTH (mepudepeH eneM)
23% cpemy 17%. Tlpu mauMeHTH, nexyBand ¢ aGHPaTEpOHOB AUCTAT, CTIPAMO MALMCHTH, NEeKyBaHH C
nanebo, ca Habmomasarn: CTCAE (Bepcha 4.0) crenmenH 3 H 4 XHIOKATHEMUSA [IPH 6% cnpsamo 1%,
CTCAE (sepcua 4.0) crenend 3 u 4 xumepToHHA NpH 7% CHpAMO 5% H cTerncHH 3 ¥ 4 3agbpXKaHe Ha
TeqHoCTH (mepHdepeH eneM) cnoTBeTHO npu 1% cripamo 1% or nanyedTHre, Karo o
MUHEpaNKOPTHKOHAHHTE PeaKiHK¥ MOTAT [a Ce OBJIAJIABAT YCIENHO ¢ JICKAPCTBa.

EAHOBpEMEHHOTO NMPUIOKEHHE HA KOPTHKOCTEPOHAH BOAH 0 HAMAIABAHE HA 4eCTOTATA H CTENEHTa Ha
TE3H HEXENAHH peaknun (BX. Touka 4.4).

Tabnxuen cIMCHK HA HEKENAHWTE PEAKLIMH

B npoygysaHHs TIpd [TAIHEHTH ¢ HANpeaHan METacTaTH4eH KapliHHOM Ha NpOCTATATA, JISKYBAHH C LHRH
WM JIEKYBAHH TIPE/iH TOBA C OPXHEXTOMHS, a6HpaTepOHOB alieTaT Ce IpHnara B 103a 0T 1 000 mg gHEBHO
B KOMOHHAIMA ¢ HHCKA 1032 MPESAHA30H WIH NpexHu3oioH (WiH 5, iiud 10 mg NHEBHO B 3aBUCHMOCT OT
MTOXa3aHHETO). -

HexenanuTe peakiuy, HaGMOAABAHY [0 BpeMe Ha KITHHHIHHTE MPOYIBAHNA H NOCTMAPKCTHHIOBHA OIIHT,

¢a MpeIcTaseHH 110-J0My N0 KaTerops dectora. KareropuaTe 1o 4ecToTa Ca ONPENCNCHH, KAKTO CACARA:
o=l
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MHOro 9ectH (= 1/10); yecru (= 17100 no < 1/10); mewectu (= 1/1 000 mo < 1/100), penxu (= 1/10 000 xo
< 1/1 000); MHOTO peaxn (< 1/10 000) 1 ¢ Hem3BecTHa HecTOTa (0T HAJHYHMTE AAHHA HE MOXKe Ja Onae
HAaITpaBeHA OLICHKA).

IIpu BCAKO rpyIHpaHe [0 YeCTOTAa HEKENAHMTE JEKPCTBEHH PEakLFH ¢a W30pOoeHH B HH3XOJALN pejl 1o
OTHOIIECHHE HA TAXHATA CEPHO3HOCT.

Tabmama 1: Hexenann peaxnun, Habmoaasand B KIHHAYHH DNOPOYUMBAHHH H 0T
HOCTMABPKETHRTOBHA OIIHY

CucTeMo-opraHeH Kiac Hexeana peakiiHa H 96cTOTa

Hudexunn H HHPpeCTAUAH MHOr0 YecTH: MHQEKUMS Ha NWKOYHHTE ITHTHILA
YECTH. CEMCHC

Hapyumienns Ha HMYHHATA CHCTEMA C HEM3BECTHA 9ECTOTA: AHA(WIAKTHYHE peakiiH

Hapymenns Ha eHAOKPHHHATA CHCTEMa | HEYECTH: HanOBLOpeIHa HEIOCTATBYHOCT

Hapymenus Ha  MeTaboam3sMa  H | MHOPO 4ECTH: XHUIOKATHEMHA
XpaHeHeTo YECTH: XHIIEPTPHIJIMLIEPHIEMHUS

Copneqnn BapyUICHRsA YeCTH: CHP/CIHA HEOCTATHYHOCT®, CTEHOKap/IHA,
NPeACHPAHO MBACICHE, TAXHKAPAHA

HE9eCTH: APYTH APHTMHH

¢ HEH3BECTHAa decToTa: HHPApDKT HAa MHOKApAa,
yasmkasane Ha QT uHTepBana (bx. TOUkH 4.4 1 4.5)

Chba0BH HADYLICHHA MHOr0 9€CTH: XHIICPTOHHA

PecnnupaTopHH, TPLAHHE H | pelKH: ajIeprudcH ABeonuT”

MEIHACTHHANHH HAPYIICHHS

CroMANIHO-YPEBHH HAPYIUICHHAS MHOI'0 YeCTH: JuapHA
YECTH: TUCHCIICHS

XenaTo-0MIHAPHA HAPYIICHHAN MHOTO YeCTH: IMOBHIIGHA CTOHHOCT Ha QJIaHHH

| aMuHOTpaHchepasaTa H/MIH MOBHUICHA CTOHHOCT Ha

acTiaprar aMMHoTpaHchepasara’
penxy: GYJIMHHAHTEH XETATHUT, OCTpa YCpPHOApOOHA
He0CTaTbYHOCT

Hapymenns HA KOXATA H NOAKOMXHATA | YeCTH: 0OpUB
TBKAH

Hapymenus HR MYCKYJHO-CKeJETHATA | HeueCcTH: MyonarTns, pabnoMuonasa
CHCTEMA H CHLEIHHHTENHATA THKAH

Hapynienus Ha 6n6penHre H DHKOYHHTE | YCCTH: XeMaTypHd
NbLTHINA

O0my HapymeHns H ¢PEeKTH Ha MACTOTO | MHOTC 9eCTH: neprudepen eneM
HA MPHJIOMKEHHE

HapauapaHnHus, OTPABAHHSA ¥ qecTH: dpakTypu **
YCAONMHEHHS, Bh3HUKHAJH B pe3yJITAT HA .

HHTEDBCHIIHH

¢ CupoeusaTa HEROCTATHYHOCT BKMOYBA H JACTOHHA CHPAETHA HEAOCTATEIHOCT, ACBOKAMEPHA AUCHYHKIHA H HAMAICHA
Jpaxipg HA ¥ITIACKBAHE
** QpaxTypH BRIIOYBA OCTEOTIOPO3a H BCHYKH (HpakTypH ¢ H3KTIOYEHAS Ha [TaTOJOTHIHH (GPaKTypH

? CnonraEnm cro00meHns oT IOCTMAPKETUHIOBAA OITHT
® MNMosmmena croinoct na ananny aMBHOTpaHc(epasaTa W/ENA NOBAIIEHA CTOHOCT Ha ACNAPTAT AMMHOTPARC(Epa3aTa BKIOYBA
yeemrieHne Ha ALAT, ysenmvienne ua ASAT 7 aGHopMEA 9epHOAPOGHA PYHKLIIA




Cuennnre sHexenann peakunn CTCAE (Bepens 4.0) crenen 3 ce Habmonasar NpH NALHEHTH, JICKYBAHH C
aGHpaTepOHOB ALIETAT: XHMOKATHEMHES 5%; HH(EKIMA HA MMKOYHUTE IHTHMA 2%; NOBHIIEHA CTONHOCT Ha
aTaHMH aMUHOTpaHC(epasaTa W/WIM NOBHIIEHA CTOMHOCT HA acmaprar aMHHOTpaHchepasata 4%
xuneproand 6%; $ppaxtypu 2%, neprdepeH eaeM, CEpACYHA HEAOCTATHIHOCT H MPSACHPAHO MBXKACHE —
Beaka 1%. Xuneprpuraunuepuaemus CTCAE (sepcus 4.0) cTeneH 3 M CTeHOKapInA ce HaOmo1aBaT IIpH <
1% or namuenrtnre. Uudexnus na nukounmre meTnma CTCAE (sepcra 4.0) cremeH 4, mopuineHa
CTOMHOCT Ha ATAHHH aMHHOTpaHC(epasaTa A/WIK HOBHIIEHA CTOMHOCT Ha acHapTaT aMHHOTpaHcepasara,
XHIIOKaAEeMHAA, ChpAeTHA HeAOCTATHUHOCT, IPEACHPAHO MBKACHE # QpakTypH c& Habmonmasar npd < 1%
OT NANFEHTHTE.

[To-rosaMa 2eCTOTa HA CIYYAHTE HA XHIEPTOHHA H XHIIOKAIHEMHA c¢ Habmonasa IpM MOMMyJIaluMAaTa oT
NALHEHTH, 9yBCTBHTEIHN KM XOPMOHAIHA Tepamus (mpoyusaHe 3011). Xunepronus ce HabynojgaBa npH
36,7% OT MOMYIALMATA NAlMEeHTH, TYBCTBHTEJIHH KBbM XOpPMOHANHA Tepamma (mpoyusane 3011), B
cpasrerne ¢ 11,8% u 20,2% B npoyusanus 301 u 302. Xunokaymemusa ce Habmognasa npu 20,4% oT
NONyNanMaTa MAlEHTH, YYBCTBHTEIHH KbM XOPMOHANHA Tepamus (nmpoydsaHe 3011) B cpasHeHHE C
19,2% u 14,9% B npoyusanusg 301 1 302 .

YecToTaTa ¥ TEKECTTA Ha REXKEJIAHHTE JIEKAPCTBEHH PeakIMH ¢a TO-BHCOKH NPH NOATPYHHTE OT NallHeHTH
C H3XOHeH cKop 2 33 GYHKUHOHAIHO CHCTOSHME MO ckanara Ha M3TOYHATaZ KoOonepaTHBHA OHKOJIOrHIHA
rpyna (Eastern Cooperative Oncology Group, ECOG), KaxTo ¥ mpH MallMeHTH B CTapyecka Bs3pact (= 73
years).

Omicanie Ha HIOpaHU HeKENIaHHW PeaKiHe

Cropoeuno-cv0osu peaxyuu

B tpure mpoyusanua Paza Il ce m3kmouBaT mAlfHEHTH ¢ HEKOHTPOJNHpAHA XHIEPTOHHA, KIHHHIHO
3HAYHMO CHpAedHO 3a0oNABaHe, MPOABEHO Karo MHGApKT HA MMOKapJAa WIH CIydaH Ha apTepHaiHa
TpoMGoO3a TIpe3 IOCTEIHHTE 6 Mecela, TEXKKA HIH HecTaDWIHA CTEHOKApAMA, HWIH ChpAcqHA
HenocrarbaHoct Knac IT wmm IV o NYHA (npoyusase 301) unu copaena HepocTaTsaHocT Kiac 11 o
Knac IV (mpoyasasma 3011 u 302), mnx m3mepeda $pakipa Ha HaTnacksane < 50%.

BcHYXH BKTIOYEHH NAalMEHTH (JIEKYBaHH ¢ AKTHBHOTO BEIIECTRO H ¢ ria1ebo) ca nexyBaHH €AHOBPECMEHHO
¢ anAporeH-IeNPHBAIAOHHA Tepalud, rAasHO ¢ nmpuwioxkenne Ha LHRH anamosu, KoATO € CBBp3aHa C
nnaber, HHpApKT Ha MHOKAPAA, MOBYHOCHIOB HHLHMACHT H BHE3anHa CHPACYHA CMLPT. YecToTara Ha
CHPACTHO-CHIOBHTE HEKCJIAHH peakiy B poyusanus ®aza 11l npu nauyeHTH, MPAEMALIH abupaTepOHOB
aleTaT COpPAMO IAIMEHTH, IPHEMamy MiaLe6o, €, KAKTO cefBa: MpeAChPAHO MBbKIeHe 2,6% cnpiMo
2,0%, taxuxapaua 1,9% copamo 1,0%, anrusa nextopuc 1,7% cnpamo 0,8%, cepAeTHa HEAOCTATHYHOCT
0,7% cnpsmMo 0,2% u apurmus 0,7% cnipsamo 0,5%.

XenamomoxcuyHocm

XenaToTOKCHYHOCT, ¢ NoBMIMeHH crotinocT Ha ALAT, ASAT m ofm 6mmpybnH, ce crobuiasa npu
NalMeHTH JIEKYBaHu ¢ abuparepoHos anerar. OT kiuHIMANTE mpoydsaHds Pasa IIl xenaroTOKCHIHOCT
crenerH 3 W 4 (HanpuMep ypenudenne Ha ALAT unu ASAT c > 5 meTd Hax ULN HIH yBETHICHHE Ha
6mmpy6una > 1,5 mere Hag ULN) ce cpo6masa npu 0xoio 6% OT HAIHEHTHTE, IPHEMANIH aOHpaTepoOHOB
alieTeT, OOHMKHOBEGHO IIpe3 ITHPBHTE 3 Meceua Clel HadaloTo Ha Jewenmero. B npoyusane 3011
XeMaTOTOKCHIHOCT CTener 3 uiM 4 ce Habmopasa npy 8,4% OT NallHEHTHTE, NeKyBaHu ¢b¢ AGuparepoH
dapMacaiteHc . JleceT 0T NAlMEHTHTE, KOHTO ca mnpueMamH AOuparepoH ®apMacadbHC , Ca
OPEYCTAHOBIJIH YYAacTHETO CH B TNPOYYBAHETO HOpAAHM XCIIATOTOXCHYHOCT, AB&Ma <24 HOIy'THIIH
XENaTOTOKCHYHOCT CTENneH 2, MECTHMA — XeMAaTOTOKCHYHOCT CTeNeH 3 W JBaMa — XemaTOTOKCHYHOCT
crened 4. B npoygdsane 3011 HsMa CMBPTHH CIyday Ha NAalHEHTH BCACACTBHE Ha XCHATOTOKCHIHOCT. B
KIMHWIHATE mpoy4ysanas Pasa 111 ypenHdenHe Ha CTOMHOCTHTE Ha 4epHOAPOOHHTE (yHKUHOHANHH
[OKA3aTelH € MO-BEPOATHO Aa ce HaGmozapa NpH NALMEHTH ¢ TIOBAMIEHH H3X0JHH CTOMHOCTH Ha ALAT
wiH ASAT, OTKONKOTO IIPH TAKHBA ¢ HOPMAXHH M3X0AHH cToliHocTH. Koraro ce Habmonasa yBelTHICHAS
Ha ALAT unu ASAT > 5 muti Han ULN miv ma 6unupy6un > 3 nea Hag ULN, npuemsT Ha aOUpaTepoHOB
alleTaT BPeMEHHO CE MpeKhCBa WK ¢¢ mpekparisa. B ipa ciyyas € HaCTBHITIO HIPA3CHO YBEIMICHHE HA
CTOMHOCTHTE Ha YepHOApoOHITE (yHKIMOHAIHE MOKA3aTeIH (BXK. TouRa 4.4). IIpH Te3n ABaMa MalHEHTH
¢ HOpMalTHa H3X0JHA 9epHONpoGHa GyKIms ce Habmonapa yeexuuenne Ha ALAT u ASAT ¢ 15 1o 40 meTH
Hax ULN ¥ yBenmwdenme Ha GunmpyOmma ¢ 2 no 6 mot Han ULN. Cnex cnmpane Ha NEqeHH




4epHOAPOOHATE (PYHKIHOHAIHA NMOKA3aTeNN ca ¢€ HOPMalTH3dpali H ITPH ABAMATA MNALHCHTH, a CTHHHAT
OT TAX € MOJIOKEH HA MOBTOPHO NedeHHe ¢h¢ AGHparepon dapmacaifbHC 0e3 HOBO NOBHILNABAHE Ha
croiiHocTuTe. B npoyusane 302 noemmasane Ha croiiHocTHTe HA ALAT u ASAT crenen 3 u 4 ce
Habmogapa npu 35 (6,5%) narmeHTH, JIeKyBaHH ¢ abHpaTepoOHOB ALICTAT. '

ITosvmeHHTe CTOMHOCTH HA aMBHOTpaHCcPepa3aTa ca ce Bb3CTaHOBIIM A0 HOPMATa IPH BCHIKH NalCKTH
¢ M3KTIOYCHHE HA TPHMA (ABaMa ¢ HOBH MHOrofpoifHm depHonpoOHH MeracTasd M 1 ¢ MOBHINCHM
crofinocTd Ha ASAT 6am3o 3 CeaMHUH el NOCiemHATa A03a aCHpaTepoHOB aneTaT). B KIHHHIHH
npoyusanus Pasa 1l 3a npeycraHoBABAHE Ha JIEUCHHETO B PE3YNTAT HA NMOBHIIICHA croiiHoctd Ha ALAT
i ASAT wnu aGHOpMHA dYepHOApoOHa (yHKIHA ce chobmasa mpH 1,1% OT MAUMCHTHTE, JCKYBaHH C
aGHpaTepOHOB alleTaT i MpH 0,6% OT MaIMeHTHTE, ISKYBaHH ¢ I1anedo; He ce ch00IaRaT CMEPTHH CIIyYaH
B PE3YNTAT Ha XENAaTOTOKCHIHOCT.

B KIMHMYHH NpOYYBaHHMA PHCKBET OT XEMATOTOKCHYHOCT € HaMaJeH ¢ M3KIOYBAHETO OT Y4aCTHC Ha
NAUMEHTH C XETATHT HA M3XOAHO HHBO WIH aGHOPMHM CTOHMHOCTH Ha (YHKIMOHANHUTE “ePHONPOOHH
nokasarems. B npoyusane 3011 mamuenTuTe ¢ m3xomuu crofiHoctn Ha ALAT u ASAT > 2,5 meTH Han
ropHata rpaHuna Ha Hopmara (ULN), 6wmupyOur > 1,5 meth Hax ULN HaH Te3H ¢ aKTHBCH HIH
CHMITTOMATHYEH BHPYCEH XEIMATHT WIH XPOHMYHO YepHOApoGHO 3abonsBaHe, aCOHMT WIH HApPYIICHHI HA
KPBBOCHCHPBAHETO BCJICACTBHE Ha 4epHOIpoOHa AHChYHKIMs Ca H3KIIOUEHH OT ydacTHe. B npoydBane
301, ca HW3KMOYeHH MALHEHTH ¢ M3Xxomua croiHocTH HAa ALAT u ASAT > 2,5 mpTu Hag ULN npu
OTCHCTBHE HA SepPHOAPOOHH METAacTa3H, WiH > 5 ety Hax ULN IIpH HajHTHe Ha YEPHOAPOOHH METAaCTa3H.
B npoyusare 302 He ce JONYCKAT NMALKEHTH ¢ YepHOAPOOHM METACTasH, & Te3H C H3XOMHH CTOHHOCTH Ha
ALAT u ASAT > 2,5 moth Hag ULN ca w3kmodeHH. AGHOPMEHTE CTOMHOCTH Ha epHOAPOOHHTE
YHKIMORAIHE TOKA3ATEH, NPOABSBAIH CE MPH NAIMEHTH, YYACTBAINH B INTHHHYHH POy YBAHHS, ¢a Ony
CTPOr0 KOHTPOJIMPAHH, K2TO C¢ € M3MCKBAIO NPEKBCBAHE HA JICUSHHETO H C¢ € MOMYyCKa/I0 NOBTOPHO
JIE9eHNE CaMO CJie]] KaTo YepHOPOOHHATE (PyHKIHMOHATHN NIOKA3aTeNH NIPH MAIMEHTHTE C¢ BB3CTAHOBAT 10
u3xonuuTe (BK. TOUKa 4.2). |

[lampentu ¢ yBenmdenne Ha ALAT win ASAT ¢ > 20 mpt #Ham ULN He ca JeKyBaHM TOBTOPHO.
BesonacHOCTTa HA MOBTOPHOTO JISUEHHE TIPH Te3H ITALIHEHTH HE € M3BECTHA ¥ He ¢ HIZCHCH MEXaHUIMBT
Ha XeMaTOTOKCHIHOCT.

CrofimasaHe Ha MONO3UPAHY HEKEIAHH DEaKIUH

CrobmaBaHeTo Ha MOZO3IMPAHH HEKENAHN PeaklHM Clefl pa3peliaBaHe 3a ynoTpeba Ha NEKapCTBEHHA
MPOOYKT € BaXkKHO, ToBa MO3BOIABA Ja MPOABIKH HabMIOAEHHETO HA CHOTHOIMICHHETO non3a/pacK 3a
NeKapcTBeHHA MPOAYKT. OT MEAHIEMHCKHTE CTICHHAIMCTH C€ HIUCKBA A2 CHODMIaBaT BCAKA IONO3UPaHA

HEXeNaHa peakIHa ypes:

H3nsiHvTeHa areHIyA 10 JIeKapeTBaTa
yi. ,,JJamaH ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebeair: www.bda.bg

4.9 IIpeno3mpane

Januure 3a npenosupane Ha A6uparepon PapmacaifbHC IIpH X0pa ca OTPAHANCHH.

Hsama cneundrdeH aHTHAOT. B ¢ry9ait Ha npeao3upaHe NPHIOKECHHETO TPROBA BPEMEHHO J1a C€ MPEKLCHE
H fa ce npeanpueMaT oOHYaliHUTE MOAABPXKAINM MEPKH, BKIIOYBAIlH NPOCNCAABAHC 34 apHTMHH,

XMIIOKATHEMHS U 3a MPY3HAIA W CHMITTOMM Ha 3aTkpikaHe Ha TeyHocTH. YepHOZpoOHaTa PYHKIHA CHINO
TpabBa 1a ce oleHABA.
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5. ®APMAKOJIOTAYHHA CBOHCTBA

5.1 ®apMakoaHRHAMHYHH CBONCTBa

DapMaKoTEpaneBTAYHA Ipyna: €HIOKPHHHA Tepaldsi, APYTH XOPMOHATHH AaHTAarOHHCTH M CpOJHH
cpeactsa, ATC xox: L02BX03

MexannabM Ha nelicteue

AGHpaTepOHOB aleTaT ce NPeBPHIIa in Vivo B a0HpaTepoH — MHXHOHTOP Ha AHAPOTCHHATA OMOCHHTE3A.
Konkperno abuparepon HExubnpa cenekTHBHO ACHCTBHETO HA €H3HMA 170-xuapokcunasa/C17,20-nua3a
(CYP17). To3n eH3HM ce SKCIPECHPA B H € HeoOXOMM 32 aHApPoreHHATa OHOCHHTE3a B TCCTHKYIapHATa,
HanOBL0peuHaTa M mpocTarHara TyMopHa ThkaH, CYP17 xaranusupa OpespblllaHeTO Ha NPErHCHONOH H
IPOTECTEPOH B MPEKYPCOPH HA TECTOCTEPOH, CBOTBETHO B JEXHIPOCTHAHRPOCTCPOH (IXEA) #u
aHAPOCTEHNHOH ape3 1 70-xupokcunupane u pasuensane Ha C17,20 sprakara. HaxuOupaHeTo Ha CYP17
CHIIO BORH AO 3aCHICHO NMPOM3BOACTEO HA MMHEPAIKOPTHKOHIM OT HanGsOpeunmHTe MIesn (BXK. TOKA
4.4).

AHPOTeH-9yBCTBHATEIHUAT NMPOCTATEH KapIMHOM OTroBaps Ha JIeUeHHe, KOCTO HaMa/liBa HHBATa Ha
aHPOTEHITE. ABAPOrcH-AENPHBALIMOHHITE TepanHy, xato jeucHne ¢ LHRH ananosn WM OpXHEKTOMHS,
HAMAIABAT NPOM3BOACTBOTO HA AHAPOTEHH B TECTHCUTE, HO HE 3aCAraT TAXHOTO MPOH3BOACTBO OT
HanOLOpedHuTe XUIe3n WM B TyMopa. JleueHHeTo ¢bc AGuparepoH DapMacaifbHC HaMayABa CepYMHHA
TECTOCTEPOH A0 HEOTKPHMBAacMH HHBA (NPH M3NONA3BaHE Ha NpeAjiaraHHTe HA masapa rOTOBH TECTOBE),
KOTATO ce npwiara exHospeMenno ¢ LHRH ananosu (WM OpXHEKTOMMSA).

(dDapMakoAWHAMWIHHE eKTH

AGHpaTepoH aneTar TOHIDKABA CEPYMHHMA TECTOCTEPOH H APYTH @HAPONCHH N0 HHBA, TO-HHCKH OT
MOCTHrHATHTE ¢ mpwwiarate Ea LHRH ananosy caMOCTOATENHO WIH OPA OpXHeKToMHA. ToBa € pesynTat
OT CeJIeKTHBHOTO HHXHOHpaHe Ha ensaM CYP17, HeoGxomuM 3a asnporeHHara 6HocHHTe3a. PSA ciyxn
KaTo GUOMApKep NpY NAIMEHTH ¢ KAPOWHOM HA MpOCTarara. B KIMHHMHO mpoydsaHe dasa I mpr
MAHEHTH, TOKA3aTH HEYCIEX KBM IMPEAXOIHA XHAMHOTepariHa ¢ TakcaHH, 38% oT malWeHTHTE, JIEKyBaHH
¢ abHpaTepoHOB alleTaT, cpemy 10% oT nauHeHTHTE, JIeKyBaHH ¢ Iuauefo, ca moxasaad MUHUMYM 50%
craz CIpAMO H3XOJHHTE HUBa Ha PSA.

KnramiHa edHKacHOCT ¥ 6e301nacHOCT
EbUKacHOCTTA € YCTAHOBEHA B TPH PaHAOMH3HPaHH, I1ale00-KOHTPOJAHPaHH, MHOTOLCHTPOBH, KTHHHIHH
npoyusasus ®a3a II1 (npoyusanna 3011, 302 u 301) npu naumenTn ¢ mHSPC 1 mCRPC.

Ilpoyapase 3011 BKmouBa NauMeHTH ¢ HOBomMarHoctnuppan mHSPC (B paMKHTE Ha 3 Mecena cnen
PaHAOMHA3HPAHETO), KOUTO MMAT BHCOKOPUCKOBH IPOrHOCTHYHH (akTopH. BHCOXOPHCKOBATA IIPOTrHO3a C€
OTIpe/IeNIA KaTo HAMWYAE HA MEHHMYM 2 OT CleXHHTe 3 pUCKOBH (axTopa: (1) cxop mo Gleason > 8; (2)
HaTM9Me HA 3 WK MOBeYe Je3HH [TPH CKaHHpaHe Ha KOCTHTE; (3) HANHMHE HA H3MEPHMH BUCLICPATIHH (c
H3KIIOYEHHE Ha 3a6oNABane Ha IMM(HHTE BH3IH) METacTasy. B akTHBHOTO paMo abHpaTepoHOB aleTaT Ce
npunara ¢ Ao3a 1000 mg gHEBHO B KOMOMHALMA ¢ HHCKA J032 NPEXHUIOH 5 mg BegHbXK ITHEBHO B
poremaensie KbM ADT (arommctr Ha LHRH Wi opXdeKToMH#), KOCTO € CTaHAApHOTO JICUCHHE.
[TaimeHTATE B KOHTPOAHOTO paMo nony4asaT ADT u nnaneGo xakTo 3a afHpaTepOHOB ALCTAT, Taka H 33
npennmso. B npoyusane 302 ca BKIOUSHH NANMEHTH, KOHTO HE ¢a JIEKyBaHH C AOIICTaKCEl, & B POy IBAHE
" 301 — nauKeHTH, IPEMHUHATH OPEAXOIHO JICUeHHe ¢ aoueTakce. IlamueRTHTe ca npHeMany LHRH ananor
WIH ca NPEMAHAIH JIeUeHHe ¢ OPXHEKTOMHUS, B rpynara Ha akTHBHO JiedeHHe abHpaTCpOHOB aueTar ce
npunara B ao3a ot | 000 mg AHEBHO B KOMGHHALHA ¢ HACKA 1032 MPEAHH30H WIK NPEXHA30MIOH 5 Mg /IBa
ITHTH AHeBHO. KOHTpoNHETE MalMeHTH MoTyvaBar Iiaebo H HHCKA 032 NPEAHI30H HITH NPCAHHI0NO0H 5
mg ABA ITHTH AHEBHO.

[TpoMeHHTE B CEpYMHUTE KOHLEHTpauMH Ha PSA He BHHAar# ropopAT 38 KIHHHIHH IOJ3H. 3aToBa U BELB

BCHYKH IPOYYBAHHA C¢ NPENMOPHYBA MAHCHTHTE Aa OCTaHAT Ha JIe9YeHHATA, MPOBEKAGHHA 10 NPOYIBAHETO, .

10 NOCTUTaHe HA KPUTEPHHTE 32 MIPEyCTAHOBABAHE, [IOCOUCHH I0-J0NTY 38 BCAKO NpOYtBaHe.
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B BMTO €MHO OT NPOYYBAHHATA IpHIAraHeTO Ha CIHPOHONAKTOH HE © paapemeﬁo, Thif KaTo
CIMPOHOJIAKTOH ¢& CBBP3Ba ¢ AHAPOreHHHTE PELCNTOPH M MOKE /ia MOBHIIN HABATA HA PSA.

II ane 3011 CHTH C HOBO HOCTH BHCOKOPHCKOB

B npoyusare 3011 (n=1199) MeanaHaTa Ha BPH3pacTTa HA BIUMIOYEHHTE NALMCHTH € 67 roguHu, bpodT Ha
MALMEHTHTE, TEKYBAHH ¢ abHpaTepOHOB aleraT Mo pacosa rpyma e Genm 832 (69,4%), asparuy 247
(20,5%), YepHOKOKH WK appoamepuxanun 25 (2,1%), apyrn 80 (6,7%), Hem3pecHa/He Ce cpobmasa 13
(1,1%) ¥ aMEpHKAHCKH HHAHAHIM WIH KOPeHHO Hacenenke Ha Andcka (0,3%). CkopsT 33 (YyHKITHOHATHO
cscroanne no ECOG e 0 wm 1 npu 97% ot naimenTuTe. [TallHEHTHTe ¢ H3BECTHH METACTa3H B MO3bKa,
HEKOHTPONHPAHA XHIICPTOHHS, CEPHO3HO CHPAEYHO 3a00N4BaHe HIH ChPACTHA HEAOCTATHTHOCT KiIat IIno
NYHA ca m3xnoueHn. [TamenTHTe, KOHTO Ca JIEKYBaHH ¢ IpeamecTsama ¢apMaKkoTeparyd, Tb1eNciCHHE
HJTH OTIEpAIMA 32 METACTATHYEH PaK Ha TPOCTATATA Ca H3KIIOYCHH, ¢ H3KIIOUCHHe Ha JIo 3 Mecena ADT
WA 1 Kypc NaTHaTHBHO 00NBUBaHE WM XUpYPTHIHA TEpPANKA 33 JICUSHKE HA CHMIITOMH, NPOH3THIAIH 0T
MeTacTass, ChBMECTHHTE ITHPBHYHH KpaliHM TOUKH 33 eduKacHOCT ¢a ofma MpexHBAEMOCT (OS) u
npexuBseMocT 6e3 pertrenorpadcera nporpecus (rPFS). Mennanara Ha A3X0/(HAS CKOp 33 Goxa, H3MepeH
¢ IOMOLITA Ha chkpaTena hopMa Ha Kparsk senpocHHK 3a 6onkara (Brief Pain Inventory Short Form, BPI-
SF), ¢ 2,0 XaKTo B IPynaTa Ha aKTHBHO JIeYcHHe, Taka W B IPyTaTa Ha I1aue6o. OCBEH Jpes H3MEPHTCIIHTE
HAa CHBMECTHHTE OBPBHUHM KpaliHy TOYKH Moj3ara € OLCHeHa M ¢ [IOMOIITa Ha BpEMETO O cpOuTHeE,
CEBP3aHO ¢ KOCTHaTa cacTeMa (SRE), BpeMero Jo NOCTE BAIIA TEPAMNA 33 IPOCTATEH KapLIHHOM, BpEMETO
N0 3aNOYBAHE HA XHMHUOTEPAIKA, BPEMETO [0 IPOrpecHs Ha OONKatTa W BPEMETO JIO MPOrpecH Ha PSA.
JleueHHETO NMPOABIKABA [0 MPOTPEcH Ha 3a60sBAHETO, OTTEMIAHE HA CHITIACHETO 32 y4acTHE, ToABaTa
Ha HeNPHEMIMBA TOKCHIHOCT HitH cMEPT. TpexupiaemMoctTa 6€3 peHTreHOrpad)cka MPOTPECKA C& ONPEACA
KaTO BpEMETO OT PAHAOMH3HPAHETO A0 NOABATA HA peHITeHOrpadcka NpOrpecha Win CMBPT N0 KAKBATO H
fia € IpHuHHA. PenTremorpadckara mporpecus BKITIOYBA IIPOrpecHs, YCTaHOBEHA Upe3 CKAHWPAHE HA
KOCTHTE (CBLIACHO H3MEHEHHTE KpUTEpHH Ha paboTHATA rPYIIA 3a IPOCTATeH KapuuHoM 2 (Prostate Cancer
Working Group-2, PCWG2)) Wi mporpecis Ha MEKOTHKAHHHUTE JIC3HH, YCTAHOBCHA ¢ NOMOIIT HA KT
wia SIMP (CHIIACHO KPUTEPHH 32 OLEHKA Ha OTrOBOpa [IPH COMMEH TyMopH (Response Evaluation Criteria
In Solid Tumors, RECIST)). .

Habmozasana € 3HaquMa pa3ika B rPFS Mexky TepaneBTHIHHTE rpynd (BX. TabnHua 2 H ¢urypa 1).

Tabanua 2: IlpexusseMoct Ges pertreHorpadcka nporpecas — CTPATHPANHPAH AHATHI;
Intent-to-treat nonyaauns (npoyusane PCR3011)

AA-P . ILnanebo
PaHaOMH3HPAHE BAUACHTH 597 602
Cxc cobuTHe 239 (40,0%) 354 (58,8%)
LleH3ypHpaHH 358 (60,0%) 248 (41,2%)

Bpeme 10 chOHTHE (MeCeHH)

Mezanana (95% CI) 33,02 (29,57, NE) 14,78 (14,69, 18,27)
JluanasoH (0,0+, 41,0+) (0,0+, 40,6+)
p-CTOHOCTA <0,0001

KoedmmenT Ha puck (95% CI6 0,466 (0,394, 0,550)

Benesga: +=UeH3ypEpano Habmonenue, NE=we Moxe ia 6uae n3aucicHo. CIydante Ha pesTTreHOIPadcka [POrpecH H CMEPT
ce cauTaT 32 onpeaensanmd rPFS cufumaero. AA-P=namperTH, npHeManH aGHpaTepOH ALICTAT ¥ MPEAHAIOH.

a: p-cTOMHOCTTA € NoyydeHa ot log-rank Tect, crparudmuipan o ECOG ckop 38 QYRKIHOBANHO CHCTOTHHS (0/1 wm 2) n
BHCLIEPAJTHH JIC3HE (JTHIECa HilH HABITHE). |

0: KoeaiMeHTET HA PHCK € IIOMYNEH OT CTPaTHOHIMPAH IPOTIOPIHORANICH PHCKOB MOACI. Koedmnment Ha pack <1 € B NoJIza
Ha AA-P.
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®@urypa 1: Kpusu Ha Kannan-Maiiep 3a npexxuBsieMocT 0e3 peHTreHorpacka nporpecHs;
Intentto-treat nonyaaunsi (npoyusane PCR3011)

5
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0 4 8 2 18 20 24 2 R 3B WX
Mwparepososauerar 597 533 464 400 383 36 (1 Wy w2 S 2
fraedc 02 488 367 289 214 188 2 & 4 17 7
s NGHPATEPONOS BUSTAT « = <& » - [lnauebo

HalnroaBa ce CTaTHCTHYECKM 3HAYMMO noaobpenue Ha obiara npexussemoct (OS) B nons3a Ha AAP
mmoc ADT ¢ 34% noHmwkeHue Ha piucka OT cMbPT B cpaBHeHue ¢ ruiauebo mrroc ADT (HR=0,66; 95% CI:
0,56, 0,78; p<0,0001) (Bx. Tabnuua 3 u purypa 2).

Table 3: O0ma npekHBAEMOCT HA NMALHEHTH JIEKYBAHH HJIH ¢ afHpaTepoHOB aneraT HJH niauebo B
npoyusane PCR3011 (Intent-to-Treat anann3)

O0ma npexuBsiemoct  AGuparepon @apmacaiibHC ¢ NPeIHH30H [Tnanebo (N=602)
(N=597)
CMBpT (%) 275 (46%) 343 (57%)
MenunaHa Ha MpeXHBAeMOcTTa (MeCeLH) 53,3 36,5
(95% CI) (48,2; NE) (33,5; 40.0)
Koeduument Ha prck (95% CI)' 0,66 (0,56; 0,78)

NE=He Moxe na Op1e H3UHCIEHO
‘ KoepuuHeHTHT Ha PUCK € MOJTy4€eH OT cTpaTHGHUUPaAH MPONOPLHOHAIEH PUCKOB MO/ HA PHCKOBETE.

KoeduuuenT Ha puck <1 e B nonsa Ha abHpaTepOHOB aLETaT ¢ MPeAHH3O0H.
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®urypa 2: KpuBn nHa Kannau-Maiiep 3a ofwa npexussieMoct; Intent-to-treat momyJauus
(anaau3 Ha npoyusane PCR3011)

100 —

% Tpexussemoct 6e3 cMBPT
8
|

| | | | 1 | I 1 ; T ; | |
0 6 12 18 24 30 36 42 48 54 60 66 72

Meceus ciell paHAOMHE3HPAHETO
PHCKOBH DalHeHTH

AOHpaTepOHOB aUETAaT 597 565 529 479 425 389 351 311 240 124 40 0
Ilnamedo 602 564 505 432 368 315 256 220 165 69 23 0 0

——— AbGupareposos anerar — — — — Ilnanebo

AHaIHM3WTE Ha MOATPYMMTE HEW3MEHHO ca B M0J13a Ha JIeYeHHeTo ¢ abuparepoHOB auerar. EQexTsT ot
neuenreto ¢ AA-P Bppxy rPFS u OS B npe/BapHTeNHO OMpeeeHHTe MOArpyNH € OnaronpHATeH H
CHbBMECTHM C 00IIaTa MOMy/IalMs B MPOYYBAHETO, ¢ H3kmoyenue Ha noarpynara ¢ ECOG ckop 2, KbAETO
He ce HaOmomaBa TEHACHLMA KBM [073a, HO MaIKMAT pa3sMep Ha u3Baakara (n=40) orpaHuWvasa
W3BJIMYAHETO Ha 3HAYMMO 3aK/II0YEHHE.

B nombiHeHHME KBM HabmoaaBaHOTO mojoOpeHue Ha obmiara npexussemocT U rPFS e neMoHCTpHpaHa

MoJi3a OT JIEYEHHETO ¢ aOMpaTEepOHOB aleTaT CIpsAMO Mianedo npH BCHYKH NMPOCIEKTHBHO OMNPEAC/ICHH
M3MEpPUTEIH Ha BTOPHYHHUTE KPaifHH TOUKH.

[IpoyuBane 302 (mauMeHTH, KOUTO HE ca MPOBEXKAAIH XUMHOTEpArus)

ToBa npoyyBaHe BK/IIOYBA MALMEHTH KOWTO HE Ca IMPOBEXJAAJM IMPEAXOJHA XHMHOTEparus, KOWTO ca
aCMMNTOMAaTHYHH WIH C JIEKO M3pa3eHH CHMIITOMH M 32 KOUTO XMMHOTEpAINHi BCE OLIE HE € KIHHHYHO
nokasana. Ckop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a naii-nomara 0oska B TOCIEAHATE
24 yaca e cyeTeHa 3a aCHMIITOMATHYH4, KaTO CKOp OT 2-3 ce CYMTa 3a JIEKO M3pa3eHa CUMIITOMATHKA.

B npoyusane 302 (n=1 088) MenuaHara Ha BB3pacTTa HA BKJIKOYEHHMTE MalMEHTH € 71 roAMHY 33 TE3H,
JIEKyBaHH ¢ a0MpaTepOHOB aleTaT IUIKC MPEAHHW30H WIM NpeaHu3oiaoH ¥ 70 roAMHH 3a MalMEHTHUTE,
JIEKYBaHM C TUTanebo TUTIOC NpeaHW30H WIW TPeAHM30JI0H. bposT Ha MAaLMEHTHUTE, JIEKYBaHH C
abHpaTepoOHOB aleTar, 1o pacoBu rpynu e: 6enn 520 (95,4%), yepHokoxHu 15 (2,8%), asuatuu 4 (0,7%) u
npyru 6 (1,1%). 76% ot naumeHTuTe UMar ckop 0 3a GyHKLMOHAIHO ChCTOSHME 110 CKasaTa Ha k3ro4Hara
KoomepaTMBHa oHKojoruyHa rpyma (Eastern Cooperative Oncology Group, ECOG), a 24% or
NMalMeHTHTe— cKop 1 U B fBeTe pameHa. 50% OT NalMeHTHTE UMAT CaMO KOCTHH METacTasH, Apyru 31%
MMaT KOCTHH M MEKOTBKAaHHM METacTa3d WJIM MeTacrasd Ha nuMpHuTe BB3IHM, a 19% wnmar camo
MEKOTBKAaHHH METAacTa3y WIM MeTacTa3u Ha JuM@HUTe Bb3IU. [laiiMeHTHTE C BUCLICPAIIHH METACTasH Ca
u3KmoYeHH. CBBMECTHHTE MbPBUYHM KpaiiHM TOYKH 32 e(HMKacHOCT ca ofmara NpeXHBAEMOCT H
npexxuBsieMocTTa 0e3 peHtreHorpadcka nporpecus (rPFS). B nombiHeHHE KbM IIOKa3aTeIMTE 32
ChBMECTHHTE ITbPBUYHHU KPaiiHU TOYKH € OLIEHEHa M I10/13aTa ¢ MOMOILTa Ha BpEMETO 10 NMPHJIOKEHHE Ha
OIMAT Cpelly KapLMHOMHAaTa 00JIka, BpEMETO 10 3aro4BaHe Ha LIMTOTOKCHYHA XUMHOTEpanus, BpeMETO 10
snomasaHe Ha ECOG ckopa ¢ > 1 Toyka ¥ BpeMeTo A0 rnporpecus Ha PSA cbrinacHO KpHTEPHHMTE Ha
paGoTHara rpyna 3a npocrareH kapuuaoM 2 (Prostate Cancer Working Group-2, PCWG2). Hechfno
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NpOYIBAHHATA CE MPEKPATABAT B MOMEHTA HA OYEBH/HA KNMHMYHA MpOrpecHd. JieUeHHATa MOXE Jia CC
NpEXPaTAT H B MOMEHTA Ha MOTEEPAEHA pEHTTeHOrpad)Cka Mporpecnd 1o ApeleHka Ha H3CICAO0BATENA.
[pexupseMocTTa 663 penrreHorpadcka nporpecus (tPFS) e orenena ¢ noMonlTa Ha CEKBCHIHATHH
o6pa3Hd TpoydBaHHs ChriacHo PCWG2 xpurepuuTe (33 KOCTHHM JIE3HH) H H3MEHEHHTS KPUTEPHH 33
oLeHKa HA OTrOBOpa MpH comuanK TymopH (Response Evaluation Criteria In Solid Tumors, RECIST)

(3a MexoTBKaHHY e3ur). [TpH arammsa Ha rPFS e H3no/i3BaHa USHTPAIHO ChIacyBaHa peHtreHorpadcka
OLICHKA Ha MpOTpecHATa.

B mnauupanus asanu3 Ha rPFS npu 401 ciydas 150 (28%) oT maudeHTHTe, JICKYBaHH C abupaTepoHOB
anetat u 251 (46%) ot nexyBaHuTe ¢ wianelo ca MMaTH PEHTICHOTpadCKH AOKA3aTENCTBA 32 ITPOTPOCHA
i ca nowrHany. Ha6nonasana e 3aawuMa pasnika B rPFS mexy TepaneTHuHHTE FPyMH (BXK. Ta0NHUa

4 u durypa 3).

Tabamna 4: Ipoyapane 302: IpexnnueMocT (o3 peRTreHOrpAGCKa NPOrpecEs NPH NALHEHTH, JCKyBaHH
¢ AGHPATEPOHOB RWETAT HIH Njanefo B koMOuuanms ¢ OpeAHH30OH HAE NPEAHH3OIOH IUIIOC AHANO3H HA
LHRH nm npeamiecTpamia 0PXHEKTOMHS

Ab6upareponos anerat (N=546) ILaanebo (N=542)

IIpexuBaeMocT Oea
peRTreHorpadpexa
nporpecusn (rPFS)
[TporpecHs WIH CMBPT 150 (28%) 251 {(46%)
MenuaHa Ha rPFS B meceny He e nocrurnara {11,66; NE) 8,3 (8,12; 8,54)
(95% CI)

_p-crodiHocT* < (,0001

KoepuupeHt Ha puck (HR)** '
(95% CI) 0,425 (0,347; 0,522)
NE=r¢ ¢ p3qucneHa
. p-cTOHHOCTTA € moMydeHa ot log-rank Tect, crparadummpan no wixoaed ECOG cxop (0 wm 1) ** HR < 1 ¢ nonsa Ha
abHpaTSPOHOB ALIETAT .
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®urypa 3: Kpusn Ha Kamian-Maiiep 3a npexussieMoct 0e3 peHTreHorpajcka nporpecusi npH
NALMEHTH, JeKYBAHH ¢ A0HPATEPOHOB ALETAT WK M1aue6o B KOMOHHALMSA ¢ NPEAHH3OH HJIH
NpeaHH30J10H umoc aHan03 Ha LHRH nau npeamecTsama OpXHeKTOMHHA
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AA= abuparepoHOB aLeTar

JlaHHM 3a MALMEHTHTE NPOIb/DKaBaT na Obaar ceOMpaHH M0 AaTraTa Ha BTOPHA MEKIHWHCH aHaJIM3 Ha
obmara npexussiemoct (OS). PentreHorpadckara OLCHKAa Ha H3CIEN0BATENA Ha rPFS, HanpaBeHa KaTo
MoceiBall aHAIW3 Ha 9yBCTBHTEIHOCTTA, € MpejcTaBeHa B Tabnuua 5 1 gurypa 4.

[llecrcroTud 1 ceneM (607) MauMeHTH ca UMaTH peHTreHorpa)cka mporpecHs Wid ca MOYHHATH. 271
(50%) B rpynara Ha aGupaTepoHOB auerat i 336 (62%) B rpynara Ha ruauedo. JledeHHeTo ¢ abnpaTepoOHOB
aleTaT HAMAJISABA PHUCKA OT peHTreHorpacka Mporpecus WiM cMbpT € 47% B CpaBHEHHE C rurauebo
(HR=0,530; 95% CI: [0,451; 0,623], p < 0,0001). Menuanara Ha rPFS e 16,5 meceua B rpynara Ha
abupaTepoHOB aleTar u 8,3 Mecela B rpynara Ha raiedo.

Tabauua S: Mpoyusane 302: Ilpexussiemoct Ge3 peHTreHorpagcka nporpecusi NpH NAUHEHTH,
JNeKyBaHH ¢ aGHpaTepoOHOB AaueTaT WM nuane6o B KOMOMHAUMS € NPEIHH3IOH HJH
npeaHu300H mwioc aHanosn Ha LHRH wian npeamecrsamia OpXHEKTOMHIH (npn BTOpH
MeKIHHEH AHAJIHM3 HA 00IATA NPEKUBAEMOCTOLEHKA HA H3CJIE10BaTeIs)

AoupateponoB auerat (N=546) Maanedo (N=542)

[pexuBsieMoCcT 0e3
peHTreHorpagcka
_nporpecusi (rPFS)
[Tporpecus WK CMBPT 271 (50%) 336 (62%)
Menunana Ha rPFS B meceuw 16,5 8,3
(95% CI) (13,80; 16,79) (8,05; 9,43)

p-cToifHOoCT* <0,0001

Koedpuuuent Ha puck** (95%
CI)

0,530 (0,451; 0,623)
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» p-cToifHocTTa € noay4ena ot log-rank tect, crpatuduumpan no usxoner ECOG cxop (0 wm 1) ** KoepuuueHT Ha puck

< 1 B non3a Ha AGuparepon ®apmacaiibHc

Purypa 4: Kpusu ©Ha Kannan-Maiiep 3a npexuBsiemoct 06e3 penTreHorpapcka mnporpecusi mnpH
NALNHEHTH, JIEKYBAHH ¢ abupaTepoHOB auerat HJIH naauedo B KoMOHHANHSA ¢ NPEAHH3IOH HJIH
MpeIHH30/10H maoc ananosd Ha LHRH mam mpenmecrBaiia opxHeKTomMusi (NpH BTOPH
MeKIHHEH aHAJH3 Ha OS-oueHKa HA H3CJIe10BaTeNIs)

% nauuenti Ge3 NPorpecHn UAK CMupT

0 5 6 9 2 1% 18 2 4 27 B

AA 546 485 389 311 240 195 156 85 38 G 0
Tinanebo 542 406 2244 177 133 100 8 3y 14 1 0O
-== Ilmanebo — AA

AA=AOuparepoHOB aLeTaTt

[lpoBeneH e rulanupaH MexauHEeH aHanu3 (interim analysis, IA) Ha OS cnen 333 CMBPTHH Ciay4vas.
ITpoyuBaHeTO € HE3acneneHo ¢ Orien Ha 3HAYMMOCTTAa Ha HaOM0JaBaHWTE KIMHWYHH TOJI3H H Ha
MalMeHTUTe B Ipynata Ha ruianebo € mpemiokeHo JledeHwe ¢ abuparepoHoB auerar. OOmara
MPEXUBAEMOCT € MO-ABJra Npu abupaTepoHOB aueTar crnpaMo riauebdo ¢ 25% MNOHKEHWE HA PHCKA OT
cmept (HR = 0,752; 95 % CI: [0,606; 0,934], p=0,0097), nHo nanuure 3a OS He ca NOCTaTbYHH H
MEXIUHHUTE PEe3yJITaTH HE OTroBapAT Ha MNpeABapUTENIHO OIpeje/ieHaTa IpaHMIla 3a CIHUpaHe CBbC
CTaTHCTHYECKa 3HAYUMOCT (BK. Tabuuua 4). [IpocneasBaHETO HA MPEKHUBAEMOCTTA € NPOABDKWIO CIEN
TO3H [A.

[TnanupanuaT okoH4YaTeseH aHanus 3a OS e npoBeneH, ciel Karto ca HabmonasaHu 741 CMBPTHH Cay4qas
(cpenHo mnpocnensBaHe 49 mecena). IToumnanu ca 65% (354 ot 546) OT nanMEHTUTE, JEKyBaHHU C
abupaTepOHOB aleTaT, B cpaBHeHHe cbc 71% (387 or 542) oT mauMeHTHTe, JIeKyBaHH ¢ Mmauedo.
JleMOHCTpupaHa € cratucTuyecky 3Haunma OS B noj3a Ha rpynara, jekyBaHa ¢ abHpaTepoHOB aleTaT C
19,4% noumwxkeHue Ha pucka ot cMbupt (HR = 0,806; 95% CI: [0,697; 0,931], p=0,0033) u nonobpenune Ha
cpennara OS ¢ 4,4 mecena (abupareponos auerar 34,7 meceua, mnaue6o 30,3 mecena) (Bx. Tabnuua 6 u
durypa 5). ToBa nomobpeHue e noKa3aHO, BbIPEKkH ue 44% OT MalMeHTUTe B rpynara Ha ruiauebo ca
MOJTY4HJIH aDMpaTepOHOB alIETAT KaTo MOCIeaBalla Teparn#us.
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Tabauua 6:

IMpoyusane 302: O6ia npe:kMBAEMOCT HA MALHEHTHTE, JIEKYBAHH ¢ a0MpaTepoHOB aueTaT
HIH niane6o B KOMOHHALMSA ¢ NPeIHH30H HJIH NPEeAHH30J0H mioc anano3n Ha LHRH win npeamecrpama

_OPXHEKTOMHS
AOHpaTepoHOB auerar Maauedo (N=542)
(N=546)
Mexnunen aHaJIH3 3a
NpeKHBAEMOCT
CumbpT (%) 147 (27%) 186 (34%)
MenuaHa Ha PEeXUBAEMOCTTA He e nocrurnara (NE, 27,2
(Mecenn) (95% CI) NE) (25,95; NE)
p-cToitHOCT™ 0,0097

Koeduuuent Ha puck** (95% CI)

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

OxoHuaTeieH aHaJIN3 3a

NpeKHUBSAEMOCT

CmbpT (%) 354 (65%)387 (71%)

MenuaHa Ha obuiara 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)

npexusseMoct (Meceln) (95% CI)

|_p-cToiiHocT* 0,0033

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

KoeduuueHt Ha puck** (95% CI)
NE=He e u3uncnena

p-cToifHocTTa € momy4eHa ot log-rank Tecr, crparuduumpan no uzxoxeH ECOG ckop (0 wiu 1)
**Koeguuuenr Ha puck < 1 B nos3a Ha abMpaTepoOHOB aleTar

*

®urypa §: Kpuen Ha Kannan-Maiiep 3a npexHBSieMOCT NpPH NANHEHTH, JIEKYBaHH ¢ a0HpaTepoOHOB
auerat WaH miaane6o B KoMOHMHAUMS ¢ NPEIHH3OH HJIH NpelHH30jJ0H nunoc aHanosn Ha LHRH wim
npeamecTBAIlAa OPXHEKTOMHS, OKOHYATE/IEH AHAJIH3

% NPEeMMBENN NAUMEHTH

o] 12 15 128 21 24 27 N0 3N N ¥ 42 4 4 /M 84y o
Maceimn CI03 pERIKITIGURETO
AA SA0538 525 004 483 453 422 304 350 350 200 273 235 218 202 W0 18 B w0 O
Tnauebo 542534 500 40 408 438 401 363 322 202 2071 227 201 176 148 132 84 @ W 1 O
— = IInauebo —AA

AA=AOHpaTepoOHOB aLleTaT



B nomenrenue xpM HaOmonasanuTe nopobpeHua B ofmara mpexusseMoct M rPFS ca pemoncTpHpain
TON3H HA JICYEHHETO ¢ abHpaTepoHOB aleTaT chpAMO IUiane(o IMpH BCHYKH MOKA3ATEH HA BTOPHYIHH
KpaiiHH TOYKH, KaKTO ClieBa.

Bpemero g0 nporpecus Ha PSA ceraacro PCWG2 kpHTepHATE; MEIHAHATA Ha BPEMETO A0 IPOTpecH
Ha PSA e 11,1 mecena 3a nmaumeHTH, TIpueMamu abupaTepoHOB aueTar H 3,6 Mecena 3a MALMCHTH,
npuemamy mnane6o (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemero no nporpecns Ha PSA
NpHOIH3HTEIHO ¢e € YABOHIO NpH JedeHHeTo ¢ abuparepoHor amerar (HR=0,488). IIponeHTeT Ha
NAMUEHTHTE C TOTBBPAEH PSA 0TTOBOD € MO-To/AM B rpynara Ha abRpaTepoHOB alleTar, OTKOJIKOTO B Ta3H
Ha wanebo (62% crpamo 24%,; p < 0,0001). ITpu naupeHTH ¢ H3MEPHMH MEKOTbKaHHH 3ab0JIABaHHA Ce
HaOmonasa 3HAYMMO MNoBHIICH Opoli IMBIHHA ¥ YAaCTHYHH OTTOBOPH HAa TyMOpa NpH JISYCHHETO C
abHpaTepoHOB aLleTar. |

BpeMeTO 10 NPHAOKEHHe HA ONMAT Cpemly KapumHoMHara (oAKa: MendaHaTa Ha BpEeMeETO IO
NPWIOKCHHE Ha OMHAT cpelry QOJIKaTa NpH MPOCTATeH KAPIMHOM IO BpeME HA OKOHUYATSITHMA aHANH3 €
33,4 Mecena npy NAIMEHTH, NpHeMamy aGHPaTepOHOB ALISTAT, & TPH Te3H, mpHeMamy mrauebo, € 23,4
mecena (HR=0,721; 95% CI.: [0,614; 0,846], p < 0,0001).

Bpeme 10 3an04YBaAHE HA UHUTOTOKCHYHA XHMHOTepanssa: MemnaHata HAa BPEMeTO N0 3aMOYBaHE Ha
IUTOTOKCHIHA XUMHOTEpanMs € 25,2 Mecena NpH MauyeHTH, pHeMan abrpaTepoHoB alleTaT ¥ 16,8
Mecena NMpH nauMeHTH, npueMamy rmanedo (HR=0,580; 95% CI: [0,487; 0,691], p < 0,0001).

Bpeme a0 paomasase ga pynxunonaauns ECOG ckop ¢ > 1 Touxa: Memuanata Ha BpeMeTo 10
siromasane Ha ECOG ckopa ¢ > 1 Touka e 12,3 Meceuia npH maimenTH, NpHEMaIlH abHpaTepoOHOB alleTaT
u 10,9 mecena npH naumenTH, npHemMamy mwiaue6o (HR=0,821; 95% CI: [0,714; 0,943]; p=0,0053).
CnenHuTe KpaiiHM TOYKHM B NPOYIBAHHATA NOKA3BAT CTATHCTHYECKH 3HAYAMO NpPENUMCTBO B ON3a HA
JACYCHHETO ¢ aDHpAaTEpOHOB aleTAT:

ObexTaBen oTroBop: OOEKTHBHHAT OTTOBOP € ONpeielieH KaTo MPOUSHT Ha NAUMeHTHTC ¢ H3MEPHMO
3aboiABaHe, NONYYHITH IMHIeH WIH dacTHdeH otroBop chbriiacHO RECIST xpurepmmre (pasMepsT Ha
NHM{$HUTE BHIH Ha H3XOAHO HABO TpAGBA fla € > 2 cm, 38 a Ce CUMTA 33 TaprerHa ne3nd). [IpoueHTeT Ha
NALMAEHTATE ¢ W3MEPUMO 3a00/IABaHEe HA H3XOOHO HHBO, IOMYTHIH OOCKTHBEH 0TIOBOP, € 36% B rpynara
Ha abupaTepoHOB alerar H 16% B rpymnara Ha rmaue6o (p < 0,0001).

boika: JledeHHeTO ¢ abupaTepoHOB alleTaT 3HAYHMO HaMaidBa DHCKA OT NpOrpecHs Ha CpeaHud
HHTEH3RTET Ha Gonkata ¢ 18% B cpaBuenHe ¢ mwranebo (p=0,0490). MennanaTa Ha BpeMeTO JO NIPOTpecHa
e 26,7 meceua B rpynara Ha abuparepoHoB aterar u 18,4 Meceua B rpynara sHa mianefo.

Bpeme a0 saomasane na FACT-P (o6in ckop): negeHnero ¢ abAparepoHOB alieTaT HAMAIABA PHCKA OT
snomasane Ha FACT-P (061 ckop) ¢ 22% B cpasrenne ¢ miauebo (p=0,0028). Meauanara na speMero 10
BnomasaHe Ha FACT-P (o6m ckop) € 12,7 Mecena B rpynara Ha aOHpaTepoHOB auerar H 8,3 Mecena B
rpymara ga miane6o.

IIpovaBane l AllHe KOHTO €a ITDOBEM IS NCIXONHE 1 JIGCEEI1M »

B npoydsane 301 ca BkinoueHH NANUEHTH, ACKYBAHH NpeaH ¢ AoHeTakcen. He ce HInckBa Te Ja NoKasBaT
nporpecu Ha 3a00JIBaHETO IPH JIEYEHHETO © HOLIETAKCEN, Thif KaTO TOKCHYHOCTTA 0T Ta3H XHMHOTEpanys
MOJKE 13 € JOBella A0 NPCKpATABaHE HA JICICHHETO. [IaleHTUTE NPOADKABAT Ha MPOYIBAHOTO JICYCHHAE
no nporpeckd Ha PSA (noTespieHo yBenHdeHne ¢ 25% HaR H3XOAHATA CTONHOCT/HAAWpPa Ha MalMeHTa)
3a6HO C peTreHorpadcka W CHMITOMATHYHA HIHM KIMHHYHA NPOTpecHA, AehuHUpaHH MO MPOTOKOIL.
TTauMeHTH, NEKYBaHH MpeJH C KeTOKOHA30J 3a paKk Ha MpOCTaraTa, ca H3KMOYEHH OT MpPOYYBAHETO.
[TxpBHuYHaTa KpaiHa TovKa 3a ePpHKacHOCT € 00IaTa NpeXKUBACMOCT.

MeananaTa Ha BE3PACTTa HA NTALHEHTHTE, YYAaCTBAlM B IPOYYBaHETO, € 69 roguun (auana3oH 39-95).
BpoaT Ha nallMeHTHTe, JEKyBaHH ¢ abHpaTepoHOB alleTaT, 10 pacoBH rpymH e Gemm 737 ( 93,2%),
yepHOKOKH 28 (3,5%), asmarim 11 (1,4%) u apyru 14 (1,8%). EquuaneceT mpoleHTa OT B

Iy

19



NalMeHTH MMaT cKop 2 Ha (YHKIHOHaNHOTO cheTosHMEe No ckamara Ha ECOG; 70% nmar
peHTFeHoIrpad)cKH JaHRM 3a NporpecHs Ha 3abonssadero che WM Ges mporpecus Ha PSA; 70% ca
NONYYHIH NpPEAH TOBA EAHA LHMTOTOKCHYHA XHMuoTepamus, a 30% ca momywwn# ase. Hammrme Ha
gepHOApoOHM MeTacTasu MMa NpH 11% oT nalMeHTHTe, JIEKYBaHH ¢ aGHPaTepOHOB ANETaT.

CHIVIacHO TUIAHAPaHHA aHANH3, IPOBEJEH el 552 CMBPTHH ciryvad, ca noamnama 42% (333 ot 797) or
NALMEHTHTE, JIEKYBaHu ¢ abHPaTepoOHOB aLleTaT, B cpaneHue ¢ 55% (219 ot 398) o1 maLHEHTHTE, TEKYBaHH
¢ mnane6o. CTaTHCTHYECKH 3HAYMMO NOAOOpeHHE B CpeAHaTa 00MA NpeXHBAEMOCT Ce Habmonasa IIpy
NAWCHTHTE, ICKyBaHu ¢ abmpaTepoHoB aneTar (Bx. Tabnana 7).

Tabauuma7: O6ma NpexXHBAeMOCT HA NANHMCHTRE, JEKYBAHH ¢ AGHPATEPOHOB AUETAT WIH ¢ nianelo B
koMOERANES ¢ NpexER30H wiH npeaaHionoH wiloc LHRH anafio3n BiH NPeAmECTBANA OPXHEKTOMHNH

AGHpaTepoHOB aLIETAT ILaane6o (N=398)
(N=797)

IIbpeuken AHAMN3 HA
NpeRUBAEMOCTTA
CunptHOCT (%0) 333 (42%) 219 (55%)
MeuaHa Ha NpeXUBASMOCT (MECEIH) 14,8 10,9
(95% CI) (14,1; 15,4) (10,2; 12,0)
p-crofHOCT® < 0,0001
KoeduimenT Ha puck (95% CI)° 0,646 (0,543; 0,768)
AKTYAJIH3HDAH AHAJIH3 Ha
HpeXHBAEMOCTTA
CupprHOCT (%) 501 (63%) 274 (69%)
MeanaHa Ha mpeXxUBAEMOCT (MeCelH) 15,8 11,2
(95% CI) (14,8; 17,0) (104; 13,1)
KoeduumenT Ha pack (95% CI)° 0,740 (0,638; 0,859)

® p-cTolinocTTa e nomygena ot log-rank Tecr, crparrdumpan no ECOG ckop 3a dysxiponanso cecrosaue (0-1 cripaMo 2}, ckop
3a Goma (Mmca cnpamo Hamsume), Gpoif npeaumEM kypeope xuMmoTepanmd (1 cupaMo 2) B BHN HA NPOTPECHATA Ha
sabonaeanero {caMo PSA cripaMo permresHorpadceka).

b KoedHIMeRTET Ha PHCK ¢ DOAYHEH OT CTPaTHHIMpPAH NponopIEOHAIeH puckos Moger. Koeduiment na puck <1 e p noma
Ha abHparTepoHOB aneTar

BbB BCHUKH BPeMEBH TOYKH HA OLCHABAHE Cliell MEPBHTE HAKONKO Mecela Ha JICYCHHE MPOLCHTBT Ha
NaLHEHTHTE OCTAHAIH KHBH € MO-BHCOK TIPH MALMEHTH, IeKyBaHH ¢ a0HPATCPOHOB aleTaT, OTKOAKOTO MPH
MAIMEeHTH, JIeKyBaHM ¢ wianebo (px. Purypa 6).

Purypa 6:Kpusn Ha Kannan-Maliep 3a NpeXHBRAEMOCT NPH NARHEHTH, JCKYBAHH ¢ HIH nianxefo B
xoM0HEHANRY ¢ npeARE3oH WA mpeaan3oiaon wioe LHRH anato3n man npeEecTBARIA OPXHEKTOMHA
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AA= AGuparepoHOB aleTaTt

AHATM3ATE Ha NPEKUBAEMOCTTa B MOArPYNUTE OTYMTAT CHOTBETCTBALIM MOJ3H MO OTHOLICHHE Ha
NpPEXMUBAEMOCTTA TPH JIeYeHHETo ¢ abupaTepoHoB auerar (Bx. Purypa 7).

®urypa 7: O6ma npexHBAEMOCT MO MOATPYNH: KOePHUHEHT Ha PHCK H 95% noBepHTeJIeH HHTePBAJ
Mennana (Mecens)
[Ipomermiza MMoarpyma AA [lnaneGo MR 95%Cil N
Bouakn nanmuesTH Bouamxm 148 108 i % oss (055, 0.79) 1185
Hsxomea ECOG 0-1 153 117 bt i 064 (053, 076) 1058
2 737 - 081 (D53, 129) 127
Hsxomsa BP1 =4 1862 13 - § 0B84 (0S5O, DB 859
=4 125 89 o E 068 (053,085 536
Bpoii npeqHnTHE XIMHOTED. PeXEME 1 154 NS5 ——i E 083 (051, 075) 833
2 14 103 !—-'U-—; 074 (055 059 362
Tun Ba mporpecusTa Camo PSA ME 123 el E 053 (D42, 08D 363
PenrreHomoruqHEe 142 104 i i 089 (056, 084) 832
Bucuepansu saGon. OpH NOCTBIBAHE JTA 128 84 |—o--—l§ oo (052, 054) 353
HE 154 m2 t._s' __i S 082 30, 0.78) 842
05 075 1 15 |
ﬁ-m e > T Ina1660

AA= AbuparepoHoB auerat; BPI=Kparbk Cxop Ha bonkara; C.1.=10BepUTE/NICH HHTCPBAT, ECOG=ckop Ha (yHKIIHOHATHOTO
CHCTOSHME MO CKamaTa Ha M3To4Ha KoonepaTuBHa oHKojIoriyHa rpyna; HR= koe(uumeHT Ha pHCK; NE=He noajiex# Ha OLEHKA

B nombiHEHHE KbM HabGMOIaBaHOTO MoAobpsBaHe Ha 0011aTa NPeKUBAEMOCT, BCHYKH BTOPUIHH KpaiHH
TOYKM Ha MPOYYBAHETO Ca B Moi3a Ha abMpaTepOHOB aleraT H Ca CTATHCTHYCCKH 3HAYUMHU CJIeN
KOpUIHpaHe 32 MHOTOKPaTHO M3CJIEBaHE, KAaKTO Clie/Ba:

—
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[ManueHTHTe, MONY9ABAIM AGHPAaTepOHOB ANETAT, OKA3BAT 3HAYHTENHO MO-BHCOKA OOIA CTEMEH HA
oTTOBOp MO oTHOmeHne Ha PSA (onmpenmeneH karo mamanenwe ¢ = 50% or H3XOAHATa cToHHOCT) B
CpaBHEHME ¢ MALHERTHTE, NoMyvaranm wianeto, 38% cpemy 10%, p < 0,0001.

MeznuanaTta Ha BpeMeTo X0 nporpecus Ha PSA e 10,2 Mecena 3a MallEHTH, JIEKyBaHH C abupaTepoHOB
aneraT 1 6,6 Mecela 3a NaukeHTH, nexkysanH ¢ miaue6o (HR=0,580; 95% CI: [0,462; 0,728], p < 0,0001).

MennaHATA Ha TIPEXHBAEMOCT 6e3 peHTreHorpadcka mporpecd € 5,6 Mecena 3a NAHEHTH, JICKYBaHH C
abHpaTepoHOB aneTar | 3,6 Mecella 3a Mal|eHTH, tekysan# ¢ miauebo (HR=0,673; 95% CI: [0,585; 0,776],
p < 0,0001).

bonka

TTpoLeHTHT Ha NALMEHTHTE ¢ BpeMeHHO oOnexuasaHe Ha OoykaTa e CTAaTHCTHIECKH 3HAIMMO MOBHCOK B
rpynara Ha aGHpaTepoHOB AIETAT, OTKONKOTC B Ipymara Ha miaueGo (44% cpemy 27%, p=0,0002).
[TamyMeHT ¢ OTTOBOP Ha NMANMATHEHO iedeHue Ha DoJKaTa ce ompeend KaTo NMAlHeHT ¢ MUHHMYM 30% cnaz
OT W3XOMHATA CHJIA Ha Gonkara Mpu Hali-BHCOK MHTEH3MTET Ha 0OJIKaTa Mo CKANMTe 33 KpaTbK CKOp Ha
Gonkara (BPI-SF) 3a mocnenumTe 24 yaca 6e3 ypenuueHMe Ha CKOpa 3a NPHIOKCHUE HA aHAJITCTUK,
HaBIIOdaBaHA TIpH NBa MOCIEOBATEHY NPEITIEAa Ipe3 HETepBan o 4 cemvuy. Ha ananys 3a BpEMCHHO
ofexiaBane Ha GOJKaTa ca MOAJI0KEHH CaMO MALHEHTH ChC CKOp HA H3XORHaTa GoNka = 4 H Hak-MaJko
eMH cKop Ha GonkaTa cilell HaganoTo Ha mpoydsarero (N=512).

[Tporpecus Ha Gonkara ce HabmMoqaBa NPy NO-MATBK MPOLICHT OT MALHEHTHTE, JICKYBaHH C abHpaTepoOHOB
alleTaT, OTKOJKOTO IIPH Te3H, eKypaHH ¢ wialiebo, B Meceu 6 (22% cpemy 28%), mecenl 12 (30% cpemyy
318%) u Mecers 18 (35% cpemry 46%). [Tporpecus Ha Goakara ce ONPeAEIA KaTO yBEJIM'ICHHE OT H3XOAHATA
cina Ha Gonkata ¢> 30% NpH Hall-BHCOK HHTEH3HTET Ha Gonkara nio ckanara Ha BPI-SF npes waMHHanuTe
24 uaca Ge3 HaMaABaHe HA CKOpa 3a MPHIOKEHHUE HA AHANTETHK, Habmoaapasa pH JBE NOCHEN0BATCIHH
BI3NTH WIR YBeJIMUeHHe ¢ > 30% Ha cKopa 3a MPUIOXEHHe HA AHAINETHK, HaOMofaBaHa NpH ABE
OC/IEROBATEIHH BH3UTH. BpeMero Ao nporpecas Ha 6onkara Ha 25-1 MEPCEeHTH € 7.4 Mecena B rpymnara
Ha a6MpaTepoHOB aueTar cpenry 4,7 Mecella B rpynara Ha miauedo.

CKeneTHO-CBBP3aHH CHOUTHA

CreNneTHO-CBLP3aHA CHOMTHA ca HabmomaBaHH NpH MO-MATHK MPOLCHT OT MAllHEHTHTE B rpynara Ha
aGHpaTepoOHOB alleTaT, B CpaBHEHHE ¢ rpynara Ha ruianebo B mecen 6 (18% cpemyy 28%), mecery 12 (30%
cpemy 40%) u mecent 18 (35% cpemy 40%). Bpemero 10 MEPBOTO CKEJICTHO-CBBP3AHO crOuTHE Ha 25-1
NEPCEHTHI OT IpyTiaTa Ha abHpaTepoHOB aleTar € JBa MBTH NO-ABIT0 OT TOBA B KOHTPOJIHATA I'pyna, a
MeHHo 9,9 Mecena cpemy 4,9 Mecema. CKeleTHO-CBEp3aHO CHOMTHe c€ OnpeXelid Karo IaTOJorHIHA
$bpaxTypa, KOMIpecHa Ha rPHGHAMHIA MOSEK, ATHATHEHO JTbYE/IEYCHHC Ha KOCT WY OLICPAIHA Ha KOCT.

[NepnarpuiHa NONYJIAHA
Esponelickara areHIs O JICKapcTBaTa 0cbofoXaBa OT 3aAB/DKCHHETO 32 NPeIoCTABAHE Ha pe3yNTaTHTe

OT TPOYYBAHHATA ¢ aGUpaTepPOHOB ALETAT BbB BCHYKHM MOArPYNH Ha MEAHATPHYHATA MOMyJIarii py
HanmpeAHAn XAapUMHOM Ha npocrarara. Bmkre Touka 4.2 3a HHGOpPMAlIAA OTHOCHO YNoTpeOa B
NeJHATPHATA.

52 DapMAKOKHHETHYHH CBORCTBA

(QapMaKoOKHHETHKATA Ha abUpaTepoH e IMpoyyeHa cJie]l MPHIOKEHNE Ha a0UpaTepoHOB aueTaT NpH 31paBi
NMELNA, TAIWEHTH ¢ HanpedHal METacTATHYCH KapilHHOM Ha MpocTaTaTta H JAHIA 6e3 KapmHHOM C
epHOAPOGHO MM GE6pedTHO yBpekaane. AGuparepoHop anerat 65p3o ce NpeBPLILA in Vivo B abuparepoH
— MHXHOHWTOP Ha aHAPOreHHaTa GuocHHTe3a (BXK. TouKa 3.1).

AGcopbrus
Cnen nepopaiHo NPHIOKEHHe Ha abHpaTePOHOB alleTaT Ha IMIAAHO BPpEMETO 33 AOCTHIAHE Ha MAKCHMAHA
nna3MeHa KOHIICHTpalys Ha abuparepoH e nprbmmsuTenHo 2 Jaca.
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IIpunoxenneTo Ha aGUPaTEPOHOB ALIETAT ¢ XPaHa, CPaBHEHO C TOBA HA FIAKHO, Boa f0 10-kparro [AUC]
U 10 17-kparho [Cuax] yBeIHUYEHHE Ha ¢PeHHATa CHCTEMHA CKCIIO3HIUMA Ha a0MpaTepoH B 3aBHCHMOCT OT
CB/ILPKAHHETO HA MA3HWHH B XpaHaTa. [Ipensun o6uuailinoTo pasHoobpasue B CHABPKAHUETO H ChCTABA
Ha XpaHHTe, MpUEeMBT HA aOHpaTepOHOB aneTar ¢ Xpara HMa MOTCHUHMAN A3 AOBEAC A0 MHOrO pa3iHYHH
excro3umuy. 3atoBa AGmparepon (®apmacaifsHc He TpadBa na ce mpmema ¢ xpava. TaGnerkwre
Ab6uparepod @apmacaiieHc Tps6Ba Aa ce mpHEMAT KaTO SOMHHYHA N03a BEIHBXK HHEBHO HA IJIAAHO.
AGuparepon (apMacalibuc Tpabea Jia ce mpHeMa NoOHe ABa 4Yaca CJIeH XpaHeHe W He Tpabea na ce
KOHCYMHpa XpaHa MOHe IHH 9ac ciiel npreMa Ha Abupatepor Papmacaiterc. TabnerxiTe TpAbB2 a ce
[BJITAT LUEJIH ¢ Bona (BxK. Touka 4.2).

Pa3 eleHye
CebpaBarero Ha “C-abupaTepoH ¢ IIasMeHHTE NPOTEHHH B YOBEMKATA miasMa € 99,8%. [IpauaHnAT

obeM Ha pasupeaeneHne ¢ npubnmsATenHo 5630 |, koero npeamnonara, 4e abHpaTepoH C¢ pPa3NpeACIA
eKCTCH3HBHO B nNepHpepHUTE THKaHY.

b OpM

Cnep nepopanHo npunoxenue Ha '*C-abuparepoHos anerar mon (popmara Ha Kancyld abHpaTepOHOB
AleTaT C¢ XHApOAHM3HWpa A0 abupaTepoH, KOWTO cCiief TOBAa NpeThpnsBa McTalOoNA3BM, BKMIOMBALI
cyndarHpane, XUIPOKCHIMpaHe M OKHMCJICHME¢ NpeNuMHO B depHusa Apobd. lomAma +acT oOT
PaTHOAKTHBHOCTTA B KpBBTa (nMpubmmsmrento 92%) ce oTkpuea nox ¢opMmara Ha MeTalonHTH Ha
abuparepoH. Ot 15 orkpuBacMu MeTabonuTa, 2 ca OCHOBHH MeTafoNHTH, aGHpaTepoHOB cyndar H N-
okcHjl abHpaTepoHOB CYN(AT, BCEKH OT KOHTO NMPeACTasIaBa okono 43% ot obilaTa paaHOakTHBHOCT.

EnnMuHHpane

CpenHusT mONy*uBoT Ha abHpaTepor B IIasmata € npubauzurenHo 15 daca B3 OCHOBA HA JAHHWTE,
MOMyMeHA TpH 34pasd nuua. Crnen nepopanHo npwioxenue Ha *C-aGupareponos auerar 1 000 mg
npubnisurento 88% OT paJMOAKTHBHATA /1034 C€ BE3CTAHOBSABA BBB (PeKAMMTE H OKOJIO 5% B ypHHATa.
OCHOBHHTE ChEAHHEHHA, KOHTO TNPHCHLCTBAT BHB (PEKATHHMTE, ¢4 HEMpOMeHeH abHpaTepOHOB aleTaT M
abupatepoH (CBOTBETHO OKONO 55% 1 22% OT mpHIoKeHaTa 1034).

Yepuo HO aHe

OapMakOKAHETAKATA HA a0HpaTCPOHOB alleTaT € HICIC/(BaHA ITPH MAMHEHH ¢ MpeAIISCTBAIO JICKO HIH
yMepeHo sepHoApobHO yBpexaaHe (crotBeTHO Child-Pugh Kinac A u B) B npi KOHTPONHA IPyna OT 34paBH
mvna. CHCTEMHATa eXCIIO3HUIfA Ha abHpaTepoH clel eANHHYHA nepopaiHa Ao3a o1 1 000 mg ce yBenwdasa
¢ npuGnusuTenHo 11% 1 260% CHOTBETHO NPH MALIAEHTH C JIEKO W YMEPEHO NPeICCTRAINO YEPHOAPOOHO
yBpexaane. CpeIHUAT MONY>KHBOT Ha aOHpaTepoH ce YARDKAaBa [0 OKoJIO 18 Jaca ImpH Nal|eHTH ¢ KO
4epHOAPOOHO yBpeKare | 10 okono 19 9aca NpH NalMeHTH ¢ YMEPeHO YepHOAPOOHO yBpeXaaHe.

ITpr apyro uannreane, papMakOKHMHETHKATA Ha A0HpaTepoH ¢ H3CAeABaHA NNPH NALHCHTH C MPEeNileCTBAILO
Texko (n=8) wepHoapobuo yspexxnane (Child-Pugh Knac C) i pH KOHTPOAHA rpyna oT 8 31paBH JIHLA C
HOpMANHA 4epHONPoSHA GyHKUMA. AUC Ha abuparepod ce ypenuuasa ¢ npubnmsurenno 600% u
(paxuEATA Ha HECBBP3AHOTO JIEKapCTBO ce yBeaHyaBa ¢ 80% npH DaLMEHTH C TEXKKO 4epHOApoOHO
YBpEXIAaHE B CpABHEHHE C IIAIMEHTH C HOPMATHA YepHOAPOOHA PYHKIMA.

He ce U3KMCKBa KOpHTMpaHe HA NO3aTa NP NANMEHTH ¢ peIecTBAI0 JIEKO JePHOAPOOHO yBpeKAaHE.
H3nomssaneTo Ha abupaTepoHOR auerar TpaOBa BHEMATEIHO A3 ¢ NPEleHdBa NpH NAHEHTH C YMEPEHO
TepHOAPOOHO YBpeKOaHe, IPH KOHTO MOJI3aTa ACHO TpAOBa Ia HAOXBHP/A BE3MOXKHHAA PHCK (BXK. TOUKH
4.2 1 4.4), AGHpaTepOHOB aNETAT He TpsGBa Na C¢ H3MON3BA NPH MAUMEHTH C TEXKKO YepHOAPOOHO
~ yYBpexzpaHe (bx. Toukd 4.2, 4.3 u 4.4).

IlpA nauAeHTH, KOHTO ¢a PajBHAM XEHNATOTOKCHYHOCT IO BpeMe Ha JIEYSHHETO, MOXE Ja C& HanokH
IPEXBECBAHE HA ICYEHHETO W KOPHIHpaHe Ha H03aTa (BX. TOUKH 4.2 1 4.4).
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Brbpedno yepexnane

{apMaKOKHHETHKATA Ha aOHpaTEepOHOB ANETaT € CpaBHEHA NpPH MAlMEHTH ¢ TepMANaiHa §HOpeyHa
HEAOCTATHYHOCT HA CTAOWICH PEXXHM HA XeMOAHATH3a | NPH KOHTPOJIHA rpyna OT MAUHEHTH ¢ HOpMaJlHa
6B6peuna ¢ynkums. CHcTeMHaTa eKCno3HIMA Ha abGHpaTepoH ciiell eAMHMYHA nepopaiHa aosa ot 1 000
mg He ¢ yBe/IHYaBa MpH NAUHEHTH ¢ TepMHHanHa 6pOpeuHa HENOCTATHYHOCT, KOMTO Ca Ha AHANH3a.
[IpunaraHeTo NpH MALMEHTH ¢ 650pedHo yBpexkaaHe, BKIIOYATEIHO W TeXko Op0petdio yBpexaate, HE
HM3KHCKBA HAMAIABAHE Ha 103aTa (BXK. Touka 4.2). Ofade Murcea KIHHAYCH ONHT NMPH NMALTHCHTH ¢ PaK Ha
npocraTara i Texko Oa0pedHo yspexnase. IIpH Te3n NauHeHTH ¢e MPenopsusa NOBHINICHO BHUMAaHHC.

3.3 IlpeaxNHHHYHH JaHHH 32 0e30NMacHOCT

BBB BCHYKHM NpPOYYBAaHHA 33 TOKCHYHOCT ITPH KHBOTHH HHBATA Ha TECTOCTEPOH B KPBBTA Ca 3HATHMO
NOHIWKeHH. B pesynrar Ha ToBa ce HaOmonapa HaMansBaHEe HA TEMNIOTO HA OPraHUTE, KakTo H
MOP(ONOrHYHM WWIH XHCTOMATOJNIOTHIHH NMPOMEHH B pEMPONYKTHBHHTS OpraHd H Haa(wOpedHara,
XHIOOH3HATA ¥ MJIEMHATa Kie3a. BCHUKH NPOMEHH MOKA3BaT ITHIHA HIH YacTHYHA 0oOpaTHMOCT.
IIpoMeHuTe B pEenpOAYKTHBHUTE H AHIPOreH-IYBCTBHMTCIHATE OPraHH C€a B CBHOTBCTCTBHC C
dapMaxonorusTa Ha abuparcpoH. BCHUKH XOpMORAIHH NPOMEHH, CHLP3aHH C JICUSHHETO, ca o0paTuMu
HIH OT3BYYaBaT Cliel 4-CeMUYCH NEPHO Ha Bh3CTAHOBABAHE.

B mpoyuBaHHATa 3a (EPTHIMTETa IPM MBXKH H XKEHCKH IUTEX0BE aOMpaTepoHOB aleTaT HaMaldBa
¢epTHnINTETA, KOCTO € HATBIIHO 00paTHMO 3a 4 Jo 16 ceaMULH Cie/l CIIUPAHE Ha HErOBHA NPHEM.

B npoy4BaHe 338 TOKCHIHOCT Ha Pa3BHTHETO IIPH ILTHX0BE aGHPaTepoROB AlIETAT NOBIHABA OPEeMEHHOCTTR,
KOETO BKJIIOUBA MOHMKEHO TEIIO U MpEeXHBIEMOCT Ha Ioxa. Habmojasat ce eexTH BBpXy BHHIIHATE
NOJIOBH OpradH, BLIPEKH ¢ a0HpaTepoHOB ALETAT HE € TCPATOTCHEH.

B Te3u mpoyuBaHHA 32 QEpPTHIHTET M TOKCHYHOCT Ha Pa3BHTHETO, NMPOBEACHH NPH INBXOBEC, BCHYKH
e()ekTH ca CBLp3any ¢ PpapMakonoruaHoTo AeficTBHe Ha aOHpaTEpOH.

OCBeH MPOMEHHTE B PENPOAYKTHBHHTE OPraHH, HabmoNaBaH{ BbB BCHYKH NMPOYIBAHHA 32 TOKCHIHOCT
MIPH >XMBOTHH, HEKTHHAYHHTE JaHHH He MOXa3BaT ocoOeH pUCK 3a XOpa Bb3 OCHOBA HA KOHBCHIIHOHAITHH
(JapMakoJIOTHIHM MPOYYBAaHHA 32 O€30NacHOCT, TOKCHYHOCT IPH MHOTOKpaTHO IMpHiarase,
TeHOTOKCHYHOCT M KapLMHOTeHeH MOTeHIHal. AGHpPaTEpOHOB ALIETaT HE MOKA3Ba KapLUMHOICHHOCT B 6-
MECEYHO mpOoy9IBaHe IIpH TpancreHAn Mumky (Tg.rasH2). B 24-meceuHo mpoydBaHe 3a KApUHHOINCHHOCT
IPH ITHEX0Be, a0HPaTepPOHOB ALICTAT OBMIIABA YECTOTATA Ha HHTEPCTHIHAIHATE KIeTh4YHH HEOIUTa3MH B
tecTHCHTE. CuuTa Ce, 9e TO3H PE3yNITAT € CBhP3aH ¢ apMakoJIOTHIHOTO AeHicTBHE HA abUpaTepoH K HAKOH
0c0oOEHOCTH ITPH ITBX0BeTe. AGHPaTEepOHOB AleTAT HE € KAPLMHONCHEeH NMPH XKEHCKH IUTHXOBE.

OneHka Ha puCKa 3a okonHara cpena (ERA)
AKTHBHOTO BelllecTBO abHpaTepoH TIOKa3Ba PHCK 3a BOAHHUTE HaceliHH H TexXHuTe o0uTaTeNH, 0CO0LHO 32
pubuTe.

6. DQPAPMAIIEBTHYHH JAHHH

6.1 ChnHCHK Ha NOMOIMHATE BEIIECTBA

Slopo Ha Tabnerkara

JlakT0o3a MOHOXHIpAT

KpockapMernoza HaTpuif

Xunpomenosa 2910 (15 mPa.S)

HarpueB naypuncyndgar

MHKpOKpHCTaNIHA LeMy 1033 (CHIHCHIMPAHA)
KonouneH 6e3BOJIcH CHITHIMEB THOKCH
Marse3nes creapar
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QUIMOBO NOKPHUTHE
Yepen xeneseH okcua (E172)

YeppeH xeneseH oxkcup (E172)
Maxkporon 3350

TTOMHBHHHIOB aNKOX0J

Tank

Twurasos quoxcua (E171)

6.2 HecbBMECTHMOCTH

HenpunoxuMo

6.3 Cpoxkna roaHoeT

3 roaMHy

6.4 CnenuajnHH YCJIOBHSA HA CHXPAHCHHE

To3u TeKapcTBEH NPOAYKT HE W3HKCBA CMEIHATHH YCIOBHA HA ChXPaHCHHE.

6.5 Bna H CLABPKAHNE HA ONAKOBKATA

TTpospaden Gmucrep or PVAC/PE/PVC/anymumuit ¢ 14 ¢punMupany TableTKH B KApTOHEHa KyTHA. Beaka
KapTOHEHa KYyTHA CEABPXKaA (56 dmMupanu Tabnerky) B 4 bmacTepa.

Ipo3spauesn 6nuctep ot PVAC/PE/PVC/anymunsi ¢ 12 ¢punMApann Tal/ieTKy B KapTOHEHA KyTHA. Bcska
KapTOHEHa KYTHA ChABpKa (60 punmMupanu TabneTku) B 5 OaucTepa.

He BCHYKH BYIOBE ONAKOBKH MOTaT Aa OBAaT MyCHATH Ha I1a3apa.

6.6 CnenuajHH NpeaNa3HH MEPKH NIPH H3XBLPJsSHE H paboTa
HeH3NON3RaHHAAT JIEKAPCTBEH MPOAYKT HIH OTTIAABYHUTE MaTepUally OT Hero TpA0Ba fa ¢¢ H3XBBPIIAT B

CBOTBEICTBHE ¢ MECTHHTE H3MCKBaHHA. TO3H JeKapCrBeH MPOAYKT MOXKE Aa INMpCACTaBiBa pHCK 3a
BOXHHTE OaceiHy M TexHrTe OONTATENH (BX. TOUKa 5.3). |

7. IPHTEXATEJ HA PASPEIIEHMETO 3A YIIOTPEBA

Pharmascience International Ltd

Lampousas 1

1095 Nicosia

Kumrep

8. HOMEP(A) HA PAIPEIIIEHHUETO 3A YIIOTPEBA

Per. Ne 20220104

9. JIATA HA IIBPBO PA3PEINABAHEMIOAHOBABAHE HA PA3PEHIEHHETO 3A
YOOTPEBA |

Jara ga nepso paspenasade: 24.03.2022 r.

10. JATA HA AKTYANIAZHPAHE HA TEKCTA
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