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KPATKA XAPAKTEPUCTHKA HA ITPOJYKTA

1. UIME HA JIEKAPCTBEHUSI TTPOAYKT

Abuparepon CTAJIA 250 mg ¢punmupaHu TadneTKH
Abuparepon CTAJIA 500 mg puimupaHu TabneTku

Abiraterone STADA 250 mg film-coated tablets
Abiraterone STADA 500 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
Besika puiimupana tabnetka cbabpika 250 mg wiu 500 mg abuparepoHoB auerar (abiraterone acetate).

[ToMOLLIHKM BelECTBA C U3BECTHO JICHCTBHE
Abuparepon CTAIIA 250 mg ¢punmupann tadbnetku: Beska Tadbnerka chbabpxka 32,3 mg sakrosa (34 mg

KaTo MOHOXHApAT). |
Abuparepon CTAJIA 500 mg ¢puamupanu tabnetku: Besika Tabnetka cbabpxka 64,6 mg siakrosa (68 mg

KaToO MOHOXHApAT).

3a MbJIHUS CITUCHLK HA MOMOIIHUTE BEllleCcTBa BUKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

(dOuamupana radbnerka.

Tabnerkure Aduparepon CTAJIA 250 mg ca 6enu 10 nout Oesn, ¢ eITUINCOBUAHA (popMa U HAJITUC
“250” or eqHaTa cTpaHa, ¢ pasmepu 14,2 mm x 7,2 mm.

Tabnerkure Abuparepod CTAJIA 500 mg ca nunasu, ¢ enuncoBuHa popma u Haanuc ,,500" ot enHara
cTpaHa, ¢ pasmepu 18,9 mm x 9,5 mm.

4. KIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NMOKA3AHHS

Abuparepon CTAJIA B koMOHHaLMs C NpeAHU30H MM [MPEAHU30JIOH € MoKa3aH 3a:
e JieyeHHe Ha HOBOJIMArHOCTHIIMPAH BUCOKOPUCKOB METACTATHUYEH YYBCTBUTEJIEH KbM XOPMOHAJIHA
Tepanus kapuuHoM Ha npocrarara (mHSPC) npu Bb3pacTHH MbiKe B KOMOWHALIMS C aHIPOreH-
nenpuBauonHa repanus (ADT) (Bx. Touka 5.1)
® JieyeHHe Ha METACTAaTUYE€H PE3UCTEHTEH HA KacTpallus KapLlMHOM Ha npocrarar
Bb3PACTHH MbXKE, KOUTO ca 0€3 CUMNTOMH HIIH C JIEKH CUMITTOMH CJIe/] HeYyC




AEnpUBALMOHHA TEPANHs, TP KOUTO BCE OLUE HAMA KIIMHHYHH NOKa3aHHA 33 XMMHOTEPaNH ( BXK.

TO4YKa 5.1).
e neuennie HAa MCRPC npH Bb3pacTHY MBXKE, YHETO 3a0019BaHe € NPOrpecHpano 1o BpeMe Ha UIIH
ciel aoueTakcen-dasupaHa XuMHOTEPANHKA.

4.2 1o3MpOBKAa H HAYHH Ha NPHJIGKEHHE

To3u nexapcTBeH NPOAYKT TpAOBa Aa ¢€ NPEANUCBA OT MOAXOASI MEAHLIMHCKH CTIEL{HATHCT.

O3UDOBKa

[Tpenopruutennara Ao3a e 1000 mg (getupy tabnetku no 250 mg uian ase Tabnetky no 500 mg) karo
eAMHHYHA JHEBHA A03a, KOATO He TpsAOBa Aa ce nmpHeMa ¢ XpaHa (BX. no-aoJy ,,HauuH Ha npunoxeHue™).
[IpuemaneTo Ha TabeTKUTE € XpaHa NOBKILABA CHCTEMHATA EKCNIO3ULIMS HA abupaTepoH (BX. TOUKH 4.5

5.2).

Lo3zuposra Ha npeoHU30H Wik RPEOHUIONOH |
[Tpn mHSPC, A6upatepod CTAJA ce npunara ¢ 5 mg NpeIHU30H HIIH NPERHN30N0H AHEBHO.
TIpy mCRPC, Abuparepod CTAJIA ce npunara ¢ 10 mg npeJHH30H UITH TIPEEHH30I0H AHEBHO.

MearkaMeHTO3HaTa KacTpalys ¢ aHanor Ha XOpMOH, ocBobox aaBall nytenHu3npaiums xopmoH (LHRH)
Tpa0Ba Aa MPOABIKHY NO BpEeME Ha JIEYEHNETO NPY NAUREHTH, KOMTO He ca ONepaTHBHO KaCTPUPaHH,

lIpenopvyumenno npocreoseare

CepyMHHTE TpaHCAMHHA3M TPAOBA Ja ce U3MEepBaT NPEAH HAYANOTO Ha NNEYSHHETO, Ha BCEKH 2 CEAMHUH
npe3 MbPBUTE TPU MECENA OT NEUECHUETO U ClEl TOBA BEAHBXK MeceuHo. KpbBHOTO HANIATAHE, CEPYMHHSAT
Kanuii U 3a0bpKaHeTO HA TEUHOCTH TPAOBa J1a ce CREAAT €XKEMECEUHO. BrnpekH ToBa, NALMEHTHTE ChbC
3HAYHTENIEH PHCK OT 3aCTOiHa CbpAC4HA HEAOCTATBYHOCT, TPAOBA a ce NpocieasaBaT Ha BCEKH 2
‘CeAMHLIY Npe3 TbPBUTE TPH MECELA OT JEUCHHETO W BEAHBXK MECEYHO CJIe] TOBA. (BXK. TO4UKa 4.4).

HPH NAaHECHTH CbC ChILIECTBYBALIA XHINOKAJIHEMAA HIIH TAKHBA, PA3BHJIM XHITOKANTHCMHA NO BDCMC Hd

nedeHueTo cbe AGHpaTepor CTAJIA, TpsabBa na ce oOMUCIH NoAAbPKAHE HA HHBO HA Kanui > 4,0 mM.
Mpy naneH Ty, pasBUIN CTENEH HA TOKCHUYHOCT 2 3, BKJIIFOUYUTEHO XUNEPTOHUS, XHITOKAINEMHU S, €REM H

APYrH HEMHHEPAIKOPTHKOHMAHU TOKCHYIHH e(eKTH, JieueHHeTo TpsOBa Aa ObJe MPEKbCHATO U Aa ce
[PUIOKAT NOAXONALHN MEAULIMHCKKH MepkH. JlewenneTo cbe Abuparepodn CTAJLA He TpsaOBa aa ce
Bb30OHOBSBA, IOKATO CHMATOMHUTE Ha TOKCHYHOCT HE AOCTHTHAT CTENEH 1 WM U3XOAHO HUBO. B ciyyai
Ha MponycHaTa JHeBHa 103a Abuparepon CTAJIA, TPpeRHH30H UK NPEAHHU3ONIOH, JISHEHHETO TPpOBa Aa
NPOaBbJDKH HA CleABaluMs AeH ¢ oOHuyaiiHaTa AHEBHA 103a.

Xenamomoxcuynocm

[py nauyeHTH, pa3BHIN XENATOTOKCHYHOCT N0 BPEME Ha JISYEHHETO (anaHiH aMUHOTpaHC(pepasara
[ALAT] unu acnaprat aMuHOTpaHchepasata [ASAT] ce yBennuaBaT nopeye OT 5 IbTH HAX FOpHaTa
rpaHiLa Ha HopmaTa [ULNY), Tepannara Tpafpa He3abaBHO 1a ce npexbeHe (Bx. Touka 4.4). Cnen
Bb3CTAHOBSABAHE HA M3XOHHTE CTONHOCTH HA YEPHOAPOOHUTE PYHKLHOHAIHH NMOKA3aTENH Ha NAUMEHTA,
NIEUEHHETO MOXe Aa CE€ NOJHOBH ¢ HamaneHa Ao3a oT 500 mg (ase Tabnetku no 250 mg unu eana
tabneTka o 500 mg) BeaHBX AHEeBHO. [Ipy naudeHTH, NPOBEXKAALLY TOBTOPHO JICUEHHE, CE




BEIHBK MECEYHO. AKO XE€NaTOTOKCHUHOCTTa ce MOBTOPH NpH Hamanesa no3a ot 500 mg AHEBHO,
neyenveTo TpgbBa na ce npekparm.

AKO NallUEHTHTE PA3BHAT Texkka XenaToToKCHUYHOCT (yBennueHue Ha ALAT nim ASAT ¢ 20 nbTH HAg
ULN) no Bcsiko BpeMe Ha TepanusTa, Tepanuara TpsadBa 4a ce crnpe U nauueHTuTe He Tpa0Ba aa ce
NeKyBaT MOBTOPHO.

Yeprodpobho yapexcoane
He ce Hanara npoMsHa Ha 03aTa MPpYU MalUUEHTH ¢ NPeALIeCTBaIlO Jieko yepHOoApoOHO yBpexaaue, Child-

Pugh Knac A. '

[1pn ymepeHo uepHoapoOrO yBpexkaane (Child-Pugh Knac B) e nokasaHo, e cHCTEMHaTa €KCIO3HLHSA Ha
abHpaTepoH ce yBellH4aBa OKOJIO YETHPH ITBTH, ClIell eAHOKpaTHH nepopanuy 103m ot 1000 mg
abupaTepOHOB aueTar (Bx. Touka 5.2). HaMa naHHuM 33 kIMHUYHATA O€300aCHOCT U €(PMKACHOCT Ha
MHOT'OKPATHH 031 aGUpaTepoHOB alETAT, NPHIIArdHH MPH NAUUEHTH C YMEPEHO HITH TEXKO 4epPHOAPOGHO
yapexaaHe (Child-Pugh Knac B unu C). Kopurnpasnero na no3ara He Moxe ja 0bae npexBUAEHO.
Uanon3ssanero Ha Abuparepon CTAJIA TpsOBa BHUMATEIHO Aa Ce OLEHABA MPH NALIHEHTH C YMEPEHO
YyepHOApoOHO YBPEKIAHE, IPH KOKTO NON3aTa SCHO TpAOBA 1a HAAXBBLPJIA Bb3MOXKHHA PHCK (BX. TOUKH
4.2 u 5.2). A6buparepon CTAIIA He TpsOBa aa ce H3N0A3Ba NPH NALUKEHTH C TEXKO YePHOAPOOHO
yBpexaaHe (Bx. Touxku 4.3,4.4 1 5.2).

Bvbpeuno yepesicoane

He ce wanara npoMsiHa Ha fo3aTa npH naudeHTH ¢ 6606peuHo yBpeKaaHe (Bx. Touka 5.2). Jluncea, obaue,
KIMHWYEH OMUT MPH NalKHEHTH C paK Ha MpOCTATATa U TeX Ko 6b0peuHo yspexaaHe. I1pu Te3n nauueHTy
ce NpenopbyBa NOBUILIEHO BHUMaHHE (BXK. Touka 4.4). | |

[leduampuuna nonyrayus
Hsima choTBeTHO npuaoxenue Ha Abuparepod CTAA npu neauarpuyHaTa nomyiauus.

HauyuH Ha npunokeHue
Abuparepon CTAILA e 3a nepopafiHO NPHIIOKEHHE.
TabnetkuTe TpaOBa Aa ce mMpHeMarT KaTo €AMHUYHA A03a BeJHbXK IHEBHO Ha rMaxHO. AOHpaTepoH

CTAJIA TpsibBa na ce npyHeMa NOHE J1Ba 4aca clie]{ XpaHeHe W He TpadBa Aa ce KOHCYMHpa XpaHa MoHe
eMH vac ciep npreMa Ha A6uparepoH CTAJIA. TabneTkure TpsadBa aa ce MbJTAT LENH ¢ BOJA.

4.3 [IpoTuBONOKA3aHHA

- CBpbX4YBCTBHTEJHOCT KbM AKTHBHOTO BELIECTBO HJIH KbM HSKOE OT MOMOLUHHTE BELIECTBA H3OPOECHH B
Touka 6.1;

- XKenu, kouTo ca OpeMEHHH UK € BB3MOXHO 2 ca OpeMeHHH (BX. ToUKa 4.6);

- Texxxo uepHonpobHo yBpexaane [Child-Pugh Knac C (Bx. Touku 4.2, 4.4 n 5.2})];

- Abupatepon CTAJIA ¢ npeHU30H HITH NPEAHKH30I0H € MPOTHBOMOKA3aH B KoMOMHAauus ¢ Ra-223.

4.4 Cneuuansiy npegynpexRaeHNs H NPeina3Hd MEPKH NpH ynoTpeba

XHIIEPTOHHS, XHIOKANHEMHUS, 3a1bpkaHe Ha TEYHOCTH H ChPACYHA HEAOCTATBYHOCT NOP
MU HEPAJKOPTHKONAN




Abuparepon CTAIA Moxe Aa npean3BUKa XMNEPTOHHS, XUTIOKAJIMEMHA H 3aAbPHKAHE HA TEUHOCTH (BXK.
Touka 4.8) KaTo clIeACTBHE OT NOBHILEHUTE HUBA HA MHHEPATIKOPTHKOUINTE B PE3YNATAT Ha
nHxubupadero Ha CYP17 (Bx. Touka 5.1). EJHOBpEMEHHOTO NPHNOKEHHE HA KOPTHKOCTEPOUA MOTHCKA
CTHUMYJIUPAHETO Ha aZpeHOoKopTUKOTpOonHUa XopMoH (ACTH), koero BOJH O HAMAIABAHE HA YECTOTATA
¥ TEXKECTTa Ha Te3H Hexenanu peakuud. HeobxoauMo e NOBHILIEHO BHHMaHUE NPH JEYEHUETO Ha
nayMeHTH, YNHTO OCHOBHY 3ab0onsaBaHusa Moxe na ObaaT BIIOLUIEHH NPU NOBHUILABAHE HA KPBbBHOTO
HaJIAraHe, XMnoKanueMusa (HanpyuMep rnpHeMalliy ChpACYHH MNMUKO3UANY) KK 3a0bpXKaHE HA TEYHOCTH
(HanpHMep NalHeHTH CbC ChbPACYHA HEAOCTATHUHOCT, TEXKKA HIH HECTAaDHIIHA CTEHOKAapAHSA, HACKOpO
‘npexapad HHHAPKT HA MHOKap/a U/ BEHTPUKYJIapHA aDUTMHS U NALIHEHTH C TEXKO ObOpeyHO
YEBpeKAaHe).

Abnparepod CTAJIA Tpsabsa na ce npunara npeAnasiiBo NpH NaUUEHTH ¢ aHAMHE3a 32 ChPAEYHO-
chI0BO 3abonsBane. [Tpoyusanusta dasa 111 nposeaern cve Abuparepon CTAJIA M3KNIOUBAT NALMEHTH
C HEKOHTPONHPAaHa XHUIIEPTOHUS, KITHHAYHO 3HA4UMO ChpIeyHO 3abongsane, NPOABEHO KATO KHQAPKT Ha
MHOKApAa UJIH Cly4ad Ha apTepranta TpoM003a npes nocheiHHTe 6 Mecella, TeXKa HJIH HeCTadHUIHa
CTEHOKapHs, UAU cbpacuHa HegoctarbudocT Knac il vin IV cnopen Hiolopkckara kapavoaoruyHa
acoumanus (New York Heart Association, NYHA) (npoyusane 301) unu cbpAeyHa HeZocTaTbYHOCT Kiac
I1 no Knac IV (npoyuBanns 3011 u 302), unu usMepeHa ¢paxkuus Ha uatnackbade < 50%. B npoyusaHus
3011 u 302 ca #3KIOYEHH NALUEHTH ¢ MPEACHPAHO MBKIEHE WM Jpyra ChpAcyHa apUTMHS, U3HCKBALlA
neueHKre. be3onacHOCTTA MPH MALMEHTH ¢ eBokaMepHa ¢pakuus Ha ustnacksBaHe (LVEF) < 50% unu
cbpacuHa HeaoctarbyHocT Knac 11 unu Knac 1V no NYHA (B npoyusane 301) nnan copaeysa
HeaocraTbMROCT Knac I1 no Knac IV no NYHA (B npoyuBanus 3011 u 302) He e ycTaHOBEHa (BXK. TOUKH

48un35.1).

[Ipenu neveHHe BA NALMEHTH CbC 3HAUUTENEH PUCK 34 3aCTOHHA ChPAEYHE HEOCTATLYHOCT (HANp.
aHaMHesa 3a CbpACcYHA HEIOCTAaTBYHOCT, HEKOHTPOJIMPAaHA XUNEPTOHKA HIIM ChPACYHH ChOMTHS KATO
HanpHUMep HCXEMHYHa GONECT Ha ChPLETO), TPA6BA Ja ce OOMUCIM MOMy4YaBaHETO Ha OLEHKA Ha
¢byHKLHATa Ha chplleTo (Hanp. exokapauorpadua). [Ipeau nevenve cbe Abuparepon CTAJA
ChpAeUYHATa HEAOCTATBLYHOCT TpAOBa Aa ce JIeKyBa U CbhpleyHaTa feHOCT Aa ce ONTHMHU3UDa.
XHUNEePTOHUATA, XHITOKATHEMHUATA B 32bPAKAHETO HA TEUHOCTH TPAOBA Aa ce KOPUTHPAT U KOHTPORHpaT.

[To BpeMe Ha JEYEHHETO KPBBHOTO HANATaHE, CEPYMHHUAT KaIHHA, 3a1bpXKaHETO HA TEYHOCTH (NOKa4BaHe
Ha TErnoTo, nepugepeH enemM), U APyrH NPHU3HALK H CUMITTOMH Ha 3aCTOWHA ChpJeYHa HEROCTATBYHOCT

TpA0OBa Ja ce npocneadBaT Ha BCEKH 2 CEAMULM 3a 3 Mecella, Cel TOBa BEAHbXK MECEYHO H OTKJIOHEHHSTA
na ce kopurupat. Habnionaea ce yasmkasase Ha QT UHTepBasia NpH NAaLMECHTH, CTPaAaLiy OT
XUIOKAJIHEMHUS, CBbp3aHa ¢ neucHHeTo ¢be Abupatepon CTAJIA. Tpabsa ga ce HanpaBH OUEHKA Ha
CbpJAe4HAaTa NEHHOCT, KOTATO € KNMHUYHO MOKa3aHo, a Ce ONnpeReNH ajekBaTHa Tepanus U ia ce
O0OMHCIIH NpeKpaTIBAHE Ha TOBA JieueHHE B Cy4Yal Ha KIHHUYHO 3HAYHWMO OTcnabBaHe Ha ChpleUHaTa
peiiHocT (BxK. Touka 4.2). |

XenaToTOKCHYHOCT W 4YepHOAPOOHO YBpEKAaHe

B xOHTpONHpaHU KIMHUYHH NPOy4BaHUi ce HabnoaaBa U3pa3eHO NOBHILEHHE HA YEPHOAPOOHHTE
eH3HMH, BOJELIO 0 MPeKhCBaHE Ha JIEYEHHETO MM MPOMSHA Ha A03aTa (Bxk. Touka 4.8). Huparta Ha
CEpYMHHTE TPaHCAMHHA3HU TPAOBA ja ce H3MEPAT NPEIU HAvaloTO Ha NeYeHHEeTo, Ha BCEKH 2 CeIMHULIU
npes MbPBUTE 3 MECENA OT JIEUEHUETO, H CJIe]] TOBA BEAHbXK MECeYHO. AKO Ce pa3BHAT KJIHHHUHH
CUMIITOMH MM MPH3HALY, TOKA3Balllk XeMaTOTOKCUYHOCT, CEpYMHUTE TpaHCaMuHasu TpadBsa na ce
H3MmepAaT He3abaBHO. Ako B naneH MoMeHT ALAT nnu ASAT ce yBennyar nosede oT 5 MbTyAar -’n ~
NeyeHHeTo TpsAOBa He3a0aBHO Ja ce NpeKbCHE, a YepHOApoOHaTa pyHKLUMA TpsOBa 1a ce //




JleyeHHeTO ce NOAHOBSBA [PH Bh3CTAHOBABAHE HA U3XOAHHKTE CTOHHOCTY Ha YepHOAPOOHHTE
dYHKIHOHAJNIHK OKA3aTe/Ny Ha NalMEHTa Y NpU HaManeHa A03a (Bx. Touka 4.2).

B cnyyaif ue naldeHTHTE pasBUAT TEXKA XeNaTOTOKCHYHOCT (yBennyeHne Ha ALAT nian ASAT ¢ 20
mbTH Hag ULN) no Bcaxo BpeMe Ha TepanusTa, Tepanusarta Tpa0Ba 1a ce Crpe ¥ MaudeHTHTE He TpAdBa na
CE JICKYBAT IOBTOPHO.

[TanueHTH ¢ aKTHBEH UM CUMNITOMATHYEH BUPYCEH XEMNAaTHUT Ca U3KIKOUYEHH OT KITMHHYHHTE MMPOYYBaHHU A,
nopajd Ta3d NpUYHHA NUNCBAT AaHHU 3a ynoTpebara Ha AbuparepoH CTAJLA npH Ta3u nomynauus.

HsMa naHuH 3a KAHHHYHATa 6€30nacHOCT ¥ eUKACHOCT IPU MHOTOKPATHH 03U abupaTepoHOoB aleTart,
KOrATO CE NpUIara npy NalUeHTH C YMEPEHO WiM Texko depHoapobHo yepexaane (Child- Pugh kiac B
unu C). UsnonssaneTo Ha AGuparepoH CTAJIA TpsOBa BHHMATEJIHO Ja CE€ OLlEHABA NPY NALHEHTH C
YMEPEHO YEpHOAPOOHO YBpexaaHe, NpH KOUTO 110/13aTa ICHO TpAOBa Ja HaOXBbPIsS Bb3MOXKHHA PHCK
(Bx. Touky 4.2 n 5.2). Abuparepor CTAJIA He TpsadBa 1a ce H3MoN3Ba NPH NALHEHTH C TEXKO
uepHOAPOOHO yBpexaaHe (Bik. TOUkH 4.2, 4.3 n 3.2).

Mma peaxn nocTMaApKETHHTOBH ChOOILIEHHS 33 OCTpa YepHOAPOOHA HEJOCTATBYHOCT U QYJIMUHAHTEH
XeMnaTHUT, HAKOH C JeTaneH u3xo (Bx. Touka 4.3).

CnupaHe Ha pUeMa Ha KOPTHKOCTEPOUAH ¥ MEPKH MPH CTPECOBH CHTYALIKH

[IpenopnyBa ce MOBUILEHO BHHMaHHE W MPOCIEANBaHE 32 aAPEHOKOPTHKAIHA HEAOCTATLUHOCT, B ClTyuai
4Ee HA TIALMEHTHTE € CNIPSH NPUEMBT Ha MPEAHH3OH NiH MPENHH3ONON. AKO IPUEMBT Ha AGHpaTEpOH
CTAJIA npoIb/bku chel CNUPAHeTO Ha KOPTHKOCTEPOUAUTE, NauneHTHTe TpsibBa Aa ce Habmoasar 3a
nosBa Ha CUMNTOMH HA MUHEPAJKOPTHKOUAEH U3NHUIBK (BXK. MH(pOpMAaLHATa MO-rope).

HPH NalUeHTH HA NPEAHK30H UJiH NPpEIHHA30NOH, KOUTO Ca MOAJTOXKEHN HA HeoOHYaeH CTpEC, € [NOKa3aHO
NOBHLIABAHE Ha A03aTa Ha KOPTUKOCTCPOUAUTE NMPCIH, N0 BPEME Ha H CJICA CTPECOBATA CUTYALIHS.

KOCTHa IALTHOCT
HaMangBaHe Ha XOCTHATA NNBTHOCT MOXKE A4 Ce [0ABH NPH MbXKE ¢ METACTATHYEH HATlpeaHA KapUHHOM
Ha npocTarara. M3nonseaHero Ha AGuparepod CTAJIA B koMOHHAUMA C MIIOKOKOPTHKOHIH MOXKE a

YBEJIHYH TO3M €PEKT.

[TpenuinHa ynotpeba Ha KeTOKOHA30
[lo-HHCKa cTeNneH Ha OTrOBOP MOXE Aa Ce OUaKBa MPU NALUKEHTH, JIEKyBaHH NPEAY TOBA ¢ KETOKOHA30J1 34

K4dplLHHOM Ha IMpoCTaTaTa.

XHUNepriukeMud
[Tpna0XKEHUETO HA MIIOKOKOPTHKOHIN MOXE [1a MOBULLIH XHNIEPrIIMKeMHATa, 3aTOB2 HUBOTO Ha KPbBHATA

3axap TpAOBa 4yecTo Aa ce NpoceasBa NpH MaUMEeHTH ¢ JHa0eT.

XHUIOTIUKEMUS
CroOLaBany ca cay4daHn Ha XunoriaukeMus, korato Abuparepod CTAJIA nio¢ npeAHU30H/MPeRHU30I0H
Ce npujarar ipu NaluueHTH, KOUTO BEYE ca KManu Auaber, nogyyasalld MHOTIHTa30H WK penariuHy

(BX. TOuKa 4.5); clieJoBaTeNIHO, KpbBHATA 3axap TpAOBa J1a ce Habnogapa Npy MauneHT




Ynorpeba npu XUMHOTEparus
Be3zonacHOCTTa W e(HUKACHOCTTA HA eJHOBPEMEHHOTO npuokeHne Ha Abupatepon CTAJIA ¢
NHTOTOKCUUHA XUMHUOTEPANUS HE Ca YCTaHOBEHHU (BXK. Touka 5.1).

HenoHoCHMOCT KEM NOMOLIHHTE BELUECTBA
To3u AekapcTBEH NPOAYKT ChbAbPXKa JAaKTo3a. [lalMeHTH ¢ peaKy HaceACTBCHH 3a00NABaHNUA KATO

ranakTo3HAa HEITOHOCHMOCT, Lapp nakTa3eH aedULHUT WK IIIOK030-ranakTo3Ha ManabcopOuus He TpadBa
Ila IpHEMAT TOBAa NEKapCTBO.

To3n nexkapcTBeH NPOAYKT chAbpxka no-Manko ot 1 mmol Hatpuii (23 mg) Ha Ro3a, TOeCT MOXe J1a ce
KaXke, e NIPaKTHUYECKH HE CbAbPKA HATPHH..

[ToTeHUHANHH PUCKOBE
AHeMHs H ceKcyaltHa AMCHYHKLHA MOXe 13 CE€ MTOABAT MPH MBXKE C METACTATHUCH KAPLIMHOM Ha

IpOCTATATA, BKJAKUUTEIHO NPH TE€3H, KOUTO Ca MOANOKEHH Ha neveHne cbe Abupatepon CTAJIA.

EdexTy BLDXY cKeJieTHaTa MyCKynaTypa
Cooblasar ce cny4yad Ha MHOMATHsA ¥ pabAOMHONK3a PH NALUNEHTH, IEKYBaHU ¢b¢ ADHpaTepoH

CTAJIA. B moBeyeTo cliy4an T€ ca ¢€ pa3BUIH B PAMKWTE HA MEPBUTE 6 Mecela OT JIEYEHHETO U ¢a
OTLIYMEIH chen npeycTaHoeaBaHe npuema Ha Abupatepon CTAJIA. IlpenopbyBa ce NOBHILCHO
BHUMaHHe NPH NALHEHTH, JIEKYBaHU €IHOBPEMEHHO C JIEKAPCTBEHH NMPOAYKTH, 32 KOHTO € H3BECTHO, Y€ Ca
CBBLP3aHHN C MUONAaTH/pabaoMHOIH3A.

BzaumoaeHCTBUA ¢ IPYTH NEKAPCTBEHHU NPOAYKTH
[TpunoxeHUETO Ha CHIHU HHAYKTOpY Ha CYP3A4 TpaOBa fa ce H30ATBa 10 BpeMe Ha NEYEeHHEeTo, OCBEH
aKo HsMa Jpyra TepaneBTHYHA anTepHATHBA, MOPady PUCK OT HaMaJleHa EKCMO3HLHS Ha abHpaTepoH (BX.

Touka 4.3).

Kombunupane Ha abuparepoH v NpeaHU30H/MIpeAHN30N0H ¢ Ra-223

JleuenneTo ¢ abupaTepoH U NMpeaJHHU30H/IPEAHU30I0H B KOMOHHaLUus ¢ Ra-223 e npoTyuBonokasaHo (Bix.
Touka 4.3) nopaly NOBULLEH PUCK OT PPaKTypH H TEHACHLHSA KbM NMOBHIIEHA CMBPTHOCT NPHU NALHEHTH C
KaplHHOM Ha NPOCTATAT4, KONTO Ca aCHMIITOMATHYHH HJTH C JIEKH CHMITTOMH, KaKTO € Hab/roaBaHo B
KTHHUYHUTE W3NUTBAaHKA.

[IpenopbuBa ce nocneaBawioTo JeueHue ¢ Ra-223 na ve 3anoysa noHe 5 HY cleq NOCAEAHOTO
npunoxernue Ha AGupatepod CTAJIA B xoMOMHauMa ¢ MpeJHH3OH/MPeTHHU3OIIOH.

4.5 BzaumogaeicTBye C IPYIH JeKaAPCTBEHH NPOAYKTH H APYrH (JOPMH HA B3AHMOJAEHRCTBHE

Edekr Ha xpaHaTa BPXY abHWpaTepoHOB alleTaT

[TpunoxeHHETO ¢ XpaHa 3HAYHTENIHO NoBULLIaBa abcopbLuaTa Ha abHpaTepOHOB aleTar.
EdukacHocrTa U 6€300aCHOCTTA, KOFaTo € MPKET ¢ XpaHa, He Ca YCTAHOBEHH, 3aTOBa TO3H JICKapCTBEeH
MpOAYKT He Tpabea Aa ce npyema ¢ XxpaHa (Bx. Toukd 4.2 u 5.2).

B3auMoaeHcTBUS C APYTH NEKAPCTBEHH NPOAYKTH
Homenyuan na Opysu rexapcmeeny npodyxmu 0a NOGAUSSIM excnozuyuume Ha abupamepo




B npoBeieHO KIMHUYHO Tpoy4BaHe Ha (hapMaKOKHHETHYHHUTE B3aUMOJECHCTBUA NPH 3ApaBy A00POBOILIY,
JIEKYBaHM Npeny TOBa ¢be cunHus uHAyKkTop Ha CYP3A4 pndamnuuvy 600 mg AHEBHO B NPOAbJKEHHE
Ha 6 IHY, cnel KOETO ¢ eAHHUYHA J103a abupaTtepoHoB auerat 1 000 mg, cpeanara naa3mena AUC oo Ha
abnparepoH ce € NnoHKukKNa ¢ 55%. |

[punoxenneto Ha cHAHH HHAYKTOpH HA CYP3A4 (nanp. deHnTonH, KapbaMasenuH, puaMHtiiHH,
puabyTuH, pudanentny, deHobapburan, xbart kantapyod [Hypericum perforatum]) mo spemMe Ha
NIeYeHueTo TpAOBa Aa ce u30Arsa, OCBEH aKo HAMA TepaneBTUYHA anTepHaTHBA.

B oTaenyo KxMHHUYHO NpOYUYBaHe HA GapMAKOKHHETUUHUTE B3AUMOAEHCTBHSA, POBEECHO NPH 31paBH
106pOBOJILHM, EAHOBPEMEHHOTO NPHUNOKEHHE HAa KETOKOHA30, cHieH HHXHOWTOp Ha CYP3A4, He e
0Ka3aJ10 KIIMHUYHO 3Ha4YUM edekT BbpXy ¢apMaKOKHHETHKATA Ha abUpaTepOH.

ITomenyuan na abupamepon 0a NOGAUAE eKCRO3UYUUME Ha Opy2u 1exapcmeen npOOyKmu

ABupaTepoH € HHXHORTOP Ha yepHoapoOHUTe NekapcTBo-MeTabonnsupauiy eHsumMy CYP2D6 u CYP2CS.
B npoyuBaHe Ha edeKkTHTe HAa abMpaTepOHOB aleTaTt (B KOMOUHALMS ¢ NPEAHH30H) BBPXY €AHHHYHA 1032
CYP2D6 cyocTpat nekcrpoMeTtopdan, cuctemHara excriosunus (AUC) Ha aekctpoMetopdan ce
nopuiuasa npubausutenHo 2,9 metH. AUC24 Ha NEKCTPOP(AH, AKTUBHUS METAOONHUT Ha
nexcTtpoMeTopdan, ce nosuLiasa npubn3uTenHo ¢ 33%.

[Tpenopb4Ba ce MOBULIEHO BHUMAHHE, KOFaro ce NpHara ¢ JIEKapCTBEHH NPOAYKTH, KOHTO Ce aKTHBHPAT
iy Metabonusupatr oT CYP2D6 H no-cneuyanHo NeKapcTBeHn NPOAYKTH C TECEH TEpPaneBTHUYEH HHAEKC.
Tpabsa na ce 0OMUCIM HaMaTsIBaHe Ha 103aTa Ha JIEKApCTBATa C TeCEH TEPaneBTHUYEH HHAEKC,
metabonusupany ot CYP2D6. IIpuMepn 3a nexkapcTBeHU NpoayKTH, MeTabonusupaku ot CYP2D6,
BKJIIOYBAT METONPOJOJ, NPONpPaHoo, A€3UNPAMHH, BeHlagaKCHH, XaJloNepruaoJ, PUCTIEPHAOH,
nponadeHoH, pnekaHHKA, KOLeUH, OKCHKOAOH H TpaMaZon (NOCJAEAHNTE TPH NEKAPCTBEHY NMPOAYKTA Ce
HyxaaaT oT CYP2D6 3a o6pasypane Ha akTHBHHUTE UM 00e30019Baliy MeTabonuTH).

B npoyuBane ¢ CYP2C8 Ha nekapcTBeHH B3aUMOACHCTBUA NpH 3apaBu HHAMBHIAW, AUC Ha muorauTasoH
e nosuiueHa ¢ 46%, a AUC na M-Il u M-1V, akTHBHHTE METAOOIHTH Ha NHOrNIHTA30H, € MOHMYKEHA C O
10%, KOraTo MHOTMIMTA30H Ce MPHAAra 3aeqHo ¢ eAMAKMYHA a03a 1000 mg aGupaTepoHOB aLeTar.
[MauuenTute TpsbBa Ja ObaaT HaONOAABAHM 33 MPU3HALM HA TOKCHYHOCT, CBBP3aHH Che CYOCTpat Ha
CYP2C8 c Tecen TepaneBTHYEeH HHAEGKC, aKO C€ U3NMON3BAT eAHOBpEeMEHHO. [IpuMepH 3a nekapcTBeHH
npoayktu, Metabonusupanu or CYP2CS, BKkAIOYBAT MHOIJIMTA30H K penarndHu] (BXK. Touka 4.4).

In vitro ocvoBRETe MeTabonnuTy abuparepoHoB cyndar n N-okcua abupaTepoHOB Cyidar HHXHOHpaTt
TpaucnopTepa Ha yepHoapobHoTo 3axBaiuane OATP1B! u xaro ciaeacTBHe Morar a ce HOBUILAT
KOHUEHTpALIMUTE Ha JeKAPCTBEHHTE MPOLYKTH, KOUTO e eNUMUHUpAT upe3 OATP1B1. HaMa HannuHu
KAMHHYHH JaHHH, NOTBbPXKAABALLIH B3aMMOACHCTBUETO, OCHOBABAIIIO C€ Ha TPaHCNOpTepa.

Ipunoscenue ¢ npodykmi, 3a xoumo e ussecmuo, ve yoviaxcasam QT unmepsana
Tbii KaTO NIeYEHHETO C aHAPOreH-AeNPHBALIMOHHA Tepanud Moxe fa yasmku QT untepsana, ce
Mpenopbh4sa OBHILEHO BHUMAaHKHE MpHU npunarade Ha AdbupatepoH CTAJ A ¢ nekapcTBEHH NPOAYKTH,
yasmkapaiiy QT WHTepBana, M JEKapCTBEHU NPOAYKTH, KOUTO MOrar Aa NpeAu3BHKar torsades de
pointes, kaTo knac IA (T.e XuHuAUH, gusonupaMua) uiau knac It (Hanp. amuoaapos, coranonn,
noteTunna, MGYTHIINA) AHTHAPUTMUYUHHM JIEKAPCTBEHH NMPOAYKTH, METAIOH, MOKCHpIIOKCa
AHTHIICUXOTHLUHW 1 T.H. |




Ipunoocernue CvC CRUPOHORAKMOH
CnHpOHOJIAKTOH CE CBbP3Ba C aHAPOreHHUTE PEUENTOPH ¥ MOXeE Jia MOBULIX HHBATA HA
npoctaTHocneunduuHug aHtureH (PSA). INpunoxennero cve Abuparepor CTAJIIA He ce npenophusa

(BXk. Touka 3.1).
4.6 ®epTHanTeT, OpEMEHHOCT H KhPMEHE
JeHu ¢ netepoaeH NOTEHLHAN

Hsma nanuu 3a ynotpebaTta Ha AbupatepoH CTAJJA npy OpeMEHHH XEHHW W TO3M JIEKAPCTBEH NPOAYKT
HE € MpeAHa3HaueH 3a ynotpeba npu ®eHu ¢ JETEPOAEH MOTEHLHAT.

KoHTpalienuusa npy Mbixke i :KEeHH

He e u3BecTHO fany abHpaTepOH WUJIW HErOBUTE MEeTaDOJIMTH TIPHCHCTBAT B CEMEHHATA TEYHOCT.
Ynorpebara Ha npe3epBaTUB € 32Ib/DKUTENHA, aKO MAUNEHTHT HMa CEKCYANIEH KOHTAKT ¢ OpeMEnHa KeHa.
AKO NalMEHTHT UMA CEKCYaANIeH KOHTAKT € XKE€HA ¢ AETEPOAEH NOTEHLNAN, NPE3epBaTHBBT €
3aAbJDKUTENIEH 3aeHO C ollle eduH edeKTHBEH METOA 3a KoHTpalenuus. [1lpoyuBaHuaTa npy XHUBOTHH
OKa3BaT PENPOAYKTUBHA TOKCUMHOCT (BX. TOUKa 5.3).

bpeMeHHOCT
Abupatepod CTAJIA He ce ynoTpe04Ba [IpH )KEHH W € MPOTHBOIOKA3aH NPH KEHH, KOUTO ca OpeMeHH!

UM € Bb3MOXKHO Jia ca OpeMeHHH (BXK. TOUKH 4.3 1 5.3).

Kupmere
Abuparepon CTAJIA He e npeHa3kaueH 3a ynorpebda npH xeHu.

DEPTUAUTET
AbHpaTepoH NOBNUsABA QEPTUIUTETA MPH MBXKH M XKEHCKH ILIHbXOBE, HO TE€3U €(EKTH Ca Hallb/IHO

obpaTM¥ (BXK. TOUKA 5.3).

4.7 EdexTn BLpXY cniocobHOCTTA 32 miodupaHe H paboTa ¢ MAUIMHY

AtGupatepod CTAJIA He noBnMsBa WM NOBAKSBA HpeHEOPEKHMO cNOCODHOCTTA 3a twodhupane U pabora
C MallHHH.

4.8 HexxenaHH JJEKAPCTBEHH PEeAKIHH

O60611eHBe Ha npoduna Ha He30nacHOCT

[Tpy aHanK3 Ha HEeXeNaHUTE peakuud B komOuRupanu npoyuBanus @azsa Ill cue AGuparepon CTAJZIA
HEKeNaHMTE peakLuuH, Habnoaasand npd > 10% oT NaLUMeHTHTE, ca nepudeper egem, XUNOKAlHEMHS,
 XUIEpTOHHSA, HHDEKUUA Ha NHKOYHUTE MbTHINA M MOBUILEHA CTOHHOCT Ha anaHUH aMHUHOTpaHc(epazara
W/MNK NOBMILIEHA CTOHHOCT Ha acnapTaT aMUHOTpaHCc(epasara.

JIpyru BaXXHH HEXENaHU PEaKUUY BKIIOUBAT ChPACYHH HAPYILIEHHSA, XETATOTOKCHYHOCT, (PPaKkTypH H
aNepruyueH ajBeoIuT. |

AbGuparepon CTAJIA MoxXxe J1a NpeU3BHKA XMIIEPTOHUS, XUNTOKAIHEMUS U 3aibPiKaHE Ha i Hﬂ'ﬂ‘%‘?@ 2,
(apMakoIHHAMKYHO CJIEACTBHE OT HEFOBHA MEXAHH3IbM Ha AcHcTBHE. B npoyusaHusita g/




O4YaKBaHHTE MMUHEPAKOPTHKOHAHHU HEXeJIaHN peakLUH ca HabmoJaBaHH Mo-4eCTO MPH NALHEHTH,
JIEKyBaHy ¢ abHpaTEpOHOB aUeTaT, OTKOJIKOTO NPH NALMeHTH, JeKyBaHH ¢ naauedo: XHnoKalueMus —
18% cpenty 8%, xuneprorus 22% cpeuty 16% n pecnekTuBHO, 3afbpXaHe Ha TEUHOCTH (nepHepeH
eneM) 23% cpeuwy 17%. Tlpu nauueHTH, NexyBaHy ¢ aDHpaTEPOHOB alETAT, CPAMO NMALHEHTH, JJEKYBaH!
¢ mnauebo, ca Habmoaasauu: CTCAE (Bepcus 4.0) ctenesn 3 u 4 xunokanveMus npu 6% cnpsamo 1%,
CTCAE (sepcus 4.0) ctenenu 3 n 4 xuneptronus npu 7% cnpaMo 5% u creneHu 3 U 4 3aabpxaHe Ha
TeyHOCTH (NepHdeper eneM) cuoTBeTHO NpH 1% cnpsamo 1% ot nayuentute. Karto usno
MHHEPATKOPTHKOMIHHTE peakliMH MOT4T Ja e OBllaafgBaT YCNELIHO C ICKapCTBa.

EAHOBpPEMEHHOTO MPUIIOKEHHE Ha KOPTHKOCTEPOMIN BOAH AC HaMalIsBaHE HA YECTOTaTa H CTENeHTa Ha

TE3W HeXeNaHu peakuuu (Bx. Touka 4.4).

TabnuyeH CNHCHK HA HEXENAHWTE PEAKLIHH

B npoyuBaHHA NMPY MALMEHTH C HAMPEAHAT METACTATHYEH KapUMHOM Ha npocTartata, neKyBaHid ¢ LHRH
WK NIEKYBaHH npeau tosa ¢ opxuektoMus, Aduparepon CTAJIA ce npunara B ao3a ot 1000 mg auesHO
B KOMOHHaUM% ¢ HUCKA 1034 MPEeJAHR30H WY NMPEeAHU30NIOH (MY 5, uan 10 mg AHEBHO B 3aBUCHMOCT OT

MOKA3aHUETO).

Hexxenanure peakuny, HabnoaasaHu No BpeMe Ha KIHHUYHHATE MPOYYBAHUS ¥ MOCTMAPKETHHIOBUS OIUT,
ca NpeACTaBEHH MO-A0Ny MO KaTeropus uectota. KaTeropuHTe N0 YECTOTA Ca ONpEAEJIEHH, KAKTO ClIEABA.
Muoro yectd (& 1/10); vectu (> 1/100 no < 1/10); neuectu (> 1/1 000 go < 1/100), peaxu (= 1/10 000 no
< 1/1 000); muoro peakn (< 1/10 000) u ¢ HeuspecTHA YECTOTA (OT HATUYHHTE AAHHHM HE MOXe Ja Onae

HaMpaBeHa OLIEHKA).

HPH BCAKO IrpyYIINPaAHE 1O HECTOTA HEKCIAHHTC JICKAPCTBCHH pPEAKLUHH €a H36POEHH B HA3XO044l] pCh 1o

OTHOLICHHE HA TAXHATa CCPHO3HOCT,

Tabauna 1: Hexxkenann peakuni, Ha0/1102aBaHH B KIHHHYHH NPOYYBAHHA H OT

[IOCTMAPKETHHIOBHA ONHT

CHCTeMO-0pradeH Kiac

HexesiaHa peakius H 1ecToTA

Hudexuuu v uHPECTAUHH

MHOTI'O HECTH. HHCbeI{l.IHH Ha MHKOYHRKTEC MBbTHILA
HECTH. CECIICHC

HEEY]J.IEHHH Ha UMYHHaTa CUCTEMa

C HCU3BCCTHA YCCTOTA. ﬂH&(bHJ'Iﬂl(TH 9HH pCaKUHH

HapyiueHHa Ha €HIOKpPHHHATa CHCTEMA

HeyecTH: Haa0BOpeuYHa HeJoCTaTbYHOCT

HapylueHns Ha MeTabony3sma U XpaHeHeTo

MHOTO YCCTH. XHITOKdJIHCMHA
HECTH: XHIICPTPUTTTHIEPHACMH A

CbpaeyHy HapyLICHNS

YECTH: ChpAeYHa HEJOCTaTbUHOCT™, CTEHOKapAUA,
MpeACHPAHO MBXIACHE, TAXHKapAHS |
HEYECTH: IpYTH apHTMHH

C HEU3BECTHA 4ECTOTa: HHPapKT Ha MHOKapJa,
yab/kasaHe Ha QT uHTepBana (BX. Touku 4.4 ¥ 4.5)

MHOTO HCCTH, XHIICPTOHHA

Cba0BH HapylieHus
PecnupaTopHy, rpbAHNA U MEAHACTHHAIIHY
HapYyLIEHHS

PCOKH. &JICPIrHHCH dJIBCOJIUT 2

CToMaluHO-UYpeBHU HApYILUEHUS

MHOTO YECTH: JHapus
YECTH: AHCNENCHS

XenaroOHJIHapHHU HApPYILEHHA

MHOTO YeCTH: TOBHIIEHA CTOHHOCT Ha aJlAaHUH
aMHHOTpaHcdepa3ara H/HIH MOBHUIEHA CTO
acnapraT aMHHoTpaHcdepasara °




pPCIKH. Cb)’HMHHaHTEH XEMATHT, OCTpa '-]ﬁpHD,ﬂpOﬁHa

HEAOCTATBYHOCT
HapyineHus Ha KO)KaTa U TOAKOXKHATA 4eCTH: 0OpUB
ThKaH
HapyiueHus Ha MYCKYAHO-CKENEeTHaTa HEUECTH: MKOMATHA, pabaoMUONH3a
CUCTEMA H CheJMHUTETHATA ThKAH
HapyiwueHua Ha 6B0peuure ¥ MUKOUHHUTE YECTH: XeMAaTypHS
TLTHILA

OO61ii4 HapylUeHHS H ePeKTH Ha MACTOTO MHOTI'0 4YECTHU: NepHPepeH eaem

Ha TIPHAOXKEHHE
HapausBaHns, OTpaBsiHUs U YCIOXKHEHUS, | 4ecTH: gpaktypu **

Bb3IHHKHAJIH B PC3YJITAT HA HHTEPBCHLHH
* ChpacyHaTa HEJOCTATEUHOCT BIUTIOUBA M 3aCTOHHA CbPACUHA HEJOCTATHYHOCT, IEBOKAMEPHE AHCHYHKIMA ¥ HAMANCHA
({bpaxnus Ha MITIACKBAHE
** OpakTypy BKIOYBA OCTEONOPO3a H BCHYKH (PPAKTYPH C HIKITIOYEHHE Ha NMATONOrHYHH (paxTypH
* CNOHTaHHH CHOOUIEHHA OT MOCTMAPKETHHIOBHSA OTINAT
5 MonK1tieRa CTORHOCT Ba anaHdH aMHHoTpaHcdepa3aTa n/iwim NosHilieHa CTORHOCT Ha acnapTaT aMHHOTpaHCEepasaTa BRIIOYBaA
ypesinucHue Ha ALAT, ysennuerue Ha ASAT u aGHopMKa YepHOApPOOKHa (yHKLIKs

Cnenuute Hexenanu peakunn CTCAE (Bepcus 4.0) crenen 3 ce HabntoaaBaT NpH NaUUEHTH, IEKYBaHH C
abHpaTEPOHOB alleTaT: xunokannemus 5%; nHMEKUUS HA MHKOYHUTE TbTHLUA 2%; MOBHIIEHA CTOHHOCT
Ha AJaHWH aMHUHOTpaHcdepa3aTa /UM OBUILIEHA CTOMHOCT Ha acnapTaT aMMHOTpaHc(epazara 4%);
xurnepronus 6%; dpakrypu 2%, nepudepeH eaeM, CbpACYHA HEAOCTATBYHOCT U NPEACHPAHO MBXAECHE —
Besaka 1%. Xuneprpurnuuepuaemua CTCAE (pepcus 4.0) cteneH 3 ¥ cTeHOKapAHs ce Habnojaeat npu <
1% ot nauuenTHre. UHbekuus Ha nhkounnte mvThita CTCAE (Bepcua 4.0) cTeneH 4, NoBHILEHA
CTOHHOCT HA anaHKH aMHMHOTpaHCcdepasaTa /WY NOBHULLeHa CTOMHOCT Ha acnapTar
aMUHOTpaHchepa3aTa, XMNOKaNKeMHus, CbpACYHA HEAOCTATEYHOCT, MPEACHPAHO MbKIeHE U (DpaKTypH ce
Habmoaasat npu < 1% OT nauueHTUTE.

[To-rongMa yecToTa Ha CNydauTe Ha XHITEPTOHHSA U XHINIOKATHEMHS C€ HAOJIIO/1aBa MpK Nonyauuara ot
naUeHTH, YyBCTBUTEIHH KbM XOpPMOHaNHa Tepanus (mpoyusane 3011). XuneproHus ce HabniojaBa npu
36,7% OT nomyNaunATa NaunesTH, HyBCTBUTETHH KbM XOPMOHANIHA Tepanus (npoy4eane 3011), 8
cpasueHue ¢ 11,8% u 20,2% B npoyueanus 301 u 302. Xunoxannemus ce Habmonara npy 20,4% or
nonyaausaTa NaluMeHTH, YYBCTBUTENTHH KbM XOPMOHAITHA TEpaTuA (npoyusaHe 3011) B cpaBHeHHE ¢
19,2% u 14,9% B npoyusanug 301 u 302 . |

YecTOTATa M TEXKECTTA HA HEXENTAHUTE JICKAPCTBEHH PEaKLiMK Ca NMO-BHCOKH NPH NOArpyNnUTE OT
MalMEeHTH C H3XOHEH CKOp 2 3a (GYHKUHKOHAIHO ChCTOSHHME MO cKanaTa Ha MaTouHaTa koonepaTHBHA
onkonoruyxa rpyna (Eastern Cooperative Oncology Group, ECOG), kakTo ¥ pu MaLUWEHTH B cTapyecka
BB3pacT (= 75 years).

OnuxcaHye Ha u30paHu HexeNnaHH peaKlluu

Copoeyno-cv008u peaxyuu

B TpuTe npoyusanua dasa Il ce n3xmoOYBaT NaLMEHTH C HEKOHTPOJUPAHA XUNIEPTOHHUA, KIIHHHYHO
3HAYHMO ChpAEHHO 3a00NABaHe, MPOSABEHO KaTO HH(APKT HA MUOKApJa WY CIIYYau Ha apTepHaliHa
TpoMO03a Npe3 NOocAeAHHTE 6 MECELLA, TEXKA UJTH HECTaOWNHA CTEHOKapAHs, HITH ChplcYHa
HeaocrarbuHocT Knac IIl unu IV no NYHA (npoyusane 301) unu ¢ChpaeyHa HEAOCTATHUHOCT
Knac IV (npoyuBanua 3011 u 302), unu usmepena ¢pakuus Ha uatnackbae < 50%. Benuk




JENpHBAaLMOHHA Tepainus, raasHo ¢ npunoxerre Ha LHRH anano3un, kosaro € cebp3ana ¢ auader,
WHGapKT HA MHOKApAa, MOZbYHO-CHA0B HHUMAECHT H BHE3aNHa ChpeuHa CMbpPT. HecToTaTa Ha ChpACYHO-
ChJOBUTE HEXKEIAaHHU peaKliny B npoyuBaHus Pasa Il npu nanuenTH, npuemaily abHpaTepoHOB aLeTar
CIIPSIMO NALHEHTH, NPHEMALLIK nalebo, e, KaKTo clelBsa: npeachpAno MuxIeHe 2,6% cnpamo 2,0%,
raxukapausa 1,9% cnpamo 1,0%, anruna nekropuc 1,7% cnpamo 0,8%, cvpaeuna HeloctatTbuHocT 0,7%
cripsimo 0,2% wn aputmnsg 0,7% capsamo 0,5%.

XenamomoxcuiHocm

XenaToTOKCHYHOCT, ¢ NoBHLIeHH cToiiHocT HA ALAT, ASAT u obuy Ounupybun, ce crobitasa npu
MAMEHTH JeKyBaHH ¢ abuparepoHos auerar. Ot kIHHUYHHUTE npoyysanus Pasa [l xenatoTrokcHUHOCT
crenedd 3 ¥ 4 (manpumep yBennueHHe Ha ALAT wnu ASAT ¢ > 5 nsTH Hag ULN unu ysennueHne Ha
ounupybuHa > 1,5 nbti Hag ULN) ce cbobiuasa npu okoso 6% or nauHeHTHTE, NpUeMaid abUpaTepoHOB
aueTar, OOMKHOBEHO fipe3 I'bPBHTE 3 MeCella ClAe] Ha4anoTo Ha JiedeHueTo. B npoyusaune 301 1
XenaToTOKCUYHOCT creneH 3 uian 4 ce Habmoaasa npu 8,4% OT nauMeHTUTE, NEKYBaHH CbCe ADUpaTepoH
CTAJA. leceT oT nauMeHTHTE, KOUTO ca npuemand AbuparepoH CTAIA, ca npeyCTaHOBHIIM y4acTHETO
CH B IPOYYBAHETO NOPAAN XeMaTOTOKCHYHOCT; BaMa Ca MOJYy4HITH XENaTOTOKCHYHOCT CTENex 2,
IIECTUMA — XeNaTOTOKCHYHOCT CTENeH 3 U iBaMa — XenaTOTOKCHYHOCT crened 4. B npoyusane 3011 nsama
CMBPTHH Cly4aM Ha NalHEHTH BCJICICTBUE HA XENATOTOKCHYHOCT. B KiiHHnuHMTE npoyuBanvs Paza 1l
yBeJIMYEHHE Ha CTOMHOCTUTE Ha YepHOAPOOHHTE PYHKIMOHANHH 110KA3aTeJH € NO-BEPOATHO Ja Ce
HaOmoaBa MPH NallMEHTH ¢ MOBHIIEHH U3X0AHU CTOHHOCTH HA ALAT unu ASAT, oTkonkoTo npu
TaKHBa ¢ HOPMAJIHU W3XOAHH cToliHocTH. Koraro ce HabaoaaBa ysenuyeHue Ha ALAT nnu ASAT > 5
meTH Haa ULN uan va 6umupyOun > 3 mbTd Hag ULN, npuemMbT Ha abHupaTepoOHOB aleTaT BpeMEHHO ce
NpexhcBa WK ce npekpaTsaea. B gBa crnyuas e HACTHIIMIO H3DA3EHO yBENHUYEHHE HA CTOHHOCTHTE Ha
yepHoApoOHHUTE BYHKLUNOHANHRK noxa3areny (Bx. Touka 4.4). Ilpu Te3n 1Bama mallUeHTH ¢ HOpMATHa
H3X0AHa uepHOAPOGHa dbykuus ce Habnlonasa ysennuenne Ha ALAT u ASAT c 15 no 40 nbxtit Hap ULN
H yBenHueHHe Ha OunupyouHa ¢ 2 1o 6 mori Hag ULN. Cren cnupaHe Ha J€4EeHHETO, YEPHOAPOOHHTE
$YHKUHOHAIHH NOKA3aTeNH Ca CE HOPMAJIW3NPANH U NPH ABaMaTa NalHeHTH, a EAUHUAT OT TAX €
NoJ103KeH Ha MOBTOPHO JieueHHe cbe Abupatepod CTAJIA 6e3 HOBO MoBHIIaBaHE HA CTOHHOCTUTE. B
npoyusaHe 302 nmosuiaBaHe Ha croliHOCcTHTE HAa ALAT u ASAT crenen 3 v 4 ce Habarogasa npu 35
(6,5%) nauneHTH, NEKyBaHH ¢ abuparepoHos auerart. [[oBHIIEHHTE CTORHOCTH HAa aMHHOTpaHcdepasara
ca Cce Bb3CTAHOBHMM A0 HOpPMATa MpH BCHUUKH MALMEHTH ¢ U3KIIOUEHHE HA TPUMA (BaMa C HOBH
MHOTOOpPOHHH YepHOAPOOHU MeTacTa3u ¥ | ¢ MOBULUEHH CTOHHOCTH HA ASAT 01130 3 ceaMHULIM crnel,
nocinenHarta go3a abupareponos auerar). B knnHH4yHY npoyusanusd ®azsa 11l 3a npeycraHoBsBaHe Ha
JIeYeHUETO B PEIYNTAT Ha noBUlleHH CTOHHOCTH HAa ALAT u ASAT unn abHopMHa uepHoRpoOHa
dyHkius ce cbo01ana nipu 1,1% oT nauueHTUTE, NEKyBaHH ¢ abupaTtepoHoB aueraT H npu 0,6% or
NalMeHTHTE, NTEKYBaHHU ¢ nuauebo; He ce cboOLI@BaT CMBPTHH C/IYYaH B PE3YNTAT HAa XeNaTOTOKCHUHOCT.

B K1HHAYHYW NPOYYBaHUS PUCKBT OT XENATOTOKCUYHOCT € HAMaJeH ¢ W3KJIKOUBAHETO OT YHaCTHE Ha
NALMEHTH C XEMATHT Ha U3XOAHO HHBO HJIH aOHOPMHH CTOHHOCTH HA (Y HKLIMOHATTHATE Y€pPHOAPOOHH
nokasatenu. B npoyusatne 3011 nauneHTUTE C H3XOAHU cTOHHOCTH HA ALAT M ASAT > 2,5 nbTH Hax
ropHata rpanuia Ha Hopmata (ULN), 6unupy6un > 1,5 nbTh Haa ULN HiM Te3u ¢ akTHBEH HITH
CHMNTOMATHYEeH BHPYCEH XENATHT HJH XPOHHYHO YepHOApOoOHO 3ab0NsiBaHe, aCUMT UM HapYIIEHHUA Ha
KPbBOCHCHPBAHETO BCJIEACTBHE HA YepHOAPOOHa AMCPYHKLUMSA ca U3KIIOMEHH OT yyacTHe. B npoyusaHe
301, ca u3KkIOYeHH NALMeHTH ¢ U3XOAHH CTOHHOCTH HAa ALAT n ASAT > 2,5 nptd Han ULN nipH
OTCLCTBME HA YepHOApOOHH MeTacTasH, UK > 5 meTi HAJ ULN npu Hanu4vue Ha YepHOApoOHU
meTacTasd. B npoyuBaHe 302 He ce nonyCKaT MalUeHTH ¢ 4epHOAPOOHH METacTasH, a TE3M
croiiHocTH Ha ALAT U ASAT > 2,5 nvtit Hag ULN ca uskmoueHd. AOHOPMHHWTE CTOHHO




qyepHOApoOHHTe yHKLUHOHAIHH NTOKA3aTeNH, MPOABABHIIH CE€ MPH MALHWEHTH, Y4acTBAILN B KIHHUYHH
NPOYYBaHus, ca OWNH CTPOro KOHTPOJIHPAHH, KATo Ce € H3UCKBANO MPEKbCBAHE HA JICUEHUETO U CE €
AONYCKaNo MOBTOPHO JICUEHHE CaMO Clie KaTo YepHOAPOOHHTE OYHKIHOHAIHH NOKA3aTeNH NpH
NnalHeHTHTE & BL3CTAHOBAT N0 M3XOAHHUTE (BkK. Touka 4.2). [lanveHTu ¢ ypenuuende Ha ALAT unn
ASAT c > 20 nbti Han ULN He ca 1eKyBaHW NOBTOPHO. bezonacHOCTTa Ha NOBTOPHOTO JieueHHe MpH
TE3W NALMEHTH HE € U3BECTHA U HE € U3ACHECH MEXAHU3IMBT Ha XEMATOTOKCHUYHOCT.

Cpof1aBaHe Ha MOJO3APAHH HEXeNaHU peakliuu

Cvo011aBaHeTO Ha MONO3KPaHK HeXKENIAaHK PEAKLIMM Clle] paspelliaBaHe 3a ynorpeda Ha nekapcTBeHNs
MpOLyKT € BaxkHo. ToBa 1o3sonABa Aa NpoAb/bkH HabNOAEHHETO Ha CHOTHOLIEHHETO NON3a/PUCK 32
nexapcTBeHys npoayKT. OT MEIUUMHCKHTE CNEUMATHCTH C€ U3MCKBA Ja ChoOILABAT BCAka NOJO3MpaHa

HEX(eNaHa peaKiisa upes
H3nbaHuTenHa areHuud no JeKapcTaTa
yn. ,,JlamaH ['pyes” Ne 8

1303 Codus
Ten.: +359 2 890 34 17

yebcaiiT: www.bda.bg

4.9 IIpenosupane
HNanuuTe 3a npenosupane Ha Abuparepon CTAJIA npu xopa ca OrpaHHUYEHH.

Hsma cneuuguyuen aHTHAOT. B ciy4ail Ha npeio3npaHe NpUIOKEHHETO TpIOBa BPEMEHHO Ja C¢
NpeKbCHE H Ja ce npeanpuemar obuyanHuTe NOAABLPKAIIH MEPKY, BKIKOYBAWK NPOCIEASABAHE 32
apUTMHUH, XMITOKAJIMEMHUS ¥ 32 IPH3HALUM U CHMITTOMH Ha 3aJbpXXaHe Ha TEYHOCTH. HepHoapobHara

YHKLHSA CBLIO TPsAOBA 1A ce OLEeHsBa.

5, DPAPMAKOJIOTHYHHU CBOHCTBA

5.1 @apMaKOAHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHa rpyNa: eHAOKPHHHA Tepanus, ApYrH XOPMOHAJIHH aHTArOHUCTH U CPOAHY
cpeactea, ATC koa: LO2BX03

MexaHu3bpM Ha AeHCTBUE , _
AbupatepoHoB auetat (Adnpatepon CTAJIA) ce npespeila in vivo B abHpaTepoH — HHXUOHUTOP Ha

aHaporeHHaTa buocuHTe3a. KoHkpeTHo abnpaTepoH HHXHOHPA CENEKTHBHO NEACTBHETO Ha €H3HUMa | 7a-
xuapokcunaza/C17,20-nuaza (CYP17). To3u eH3uM ce eKcrnpecapa 8 U € HeOOX0AUM 3a aHApOTreHHaTa
OMocuHTEe3a B TeCTHKYNapHarta, HaabbOpeuHara U npoctatHarta TymMopHa Tekad. CYP17 karanusupa
NpEBPBHLIAHETO Ha MTPETHEHOJIOH M [IPOTECTEPOH B NTPEKYPCOPH HA TECTOCTEPOH, CHOTBETHO B
nexuapoenuanapoctepoH (AXEA) u anapocrenanod upes | 7o-XHAPOKCHIHpAHE H pa3lenBaHe Ha
C17,20 spb3kaTa. Huxubupanero Ha CYP17 cbllo BoaH 10 3aCHNAEHO NPOU3BOACTBO HA
MHHEPANKOPTHKOUAM OT HaabubpeuHuTe xJae3u (Bxk. Touka 4.4).

AHIpOreH-4YyBCTBATENHHUAT IPOCTATEH KapPLIMHOM OTrOBaps Ha JeUeHHE, KOSTO HaMallsiBa HYBaTa 13
aHJpOreHUTE. AHIpOreH-AeNnpHBALMOHHNHTE Tepanuy, kato neueHne ¢ LHRH ananosn p4
HaMaJIBAT NPOH3BOACTBOTO Ha aHAPOreHH B TECTHCHTE, HO HE 3aCAraT TAXHOTO NPOoHY



HapObLOpeuHnTe XKJe3u WK B Tymopa. JleueHueto cbe Abuparepon CTAJIA HamansBa CepyMHUS
TECTOCTEPOH 10 HEOTKPUBAaEMH HHMBA (IIPY U3NON3BaHE HA NpEAJaraHuTe Ha nasapa roTOBH TECTOBE),
KOTaTo ce npunara errospemento ¢ LHRH ananosu (Wnu opXHeKTOMHA).

PapMaKkOINHAMHYHHU EPEKTH

Abuparepon CTAJIA noHuxaBa CEpYMHHUs TECTOCTEPOH H APYTH aHAPOreHN 0 HHBA, MO-HUCKH OT
NnOCTHrHATHTE ¢ npunarade Ha LHRH aHano3u caMoOCTOATENTHO MM NpH OpXUekTOMNS. ToBa € pesynTar
OT ceNleKTHBHOTO HHXHOupaHe Ha en3uM CYP17, HeoOxoauM 3a aHaporeHHaTa OuocuuTesa. PSA ciyxy
KaTo HuoMapKep IIPH NALMEHTH ¢ KAPLMHOM Ha npocTataTa. B kiuHuyHO npoyusate daza [l npy
NAaLHEHTH, NIOKA3aIH HEyCneX KbM NPEAXONHA XHMHOTEpanus ¢ Takcany, 38% OT nmauueHTHTE, IeKyBaHH
¢ abupaTepoHOB auerar, cpeuty 10% oT nauneHTHTe, NekyBaHu ¢ nnauebo, ca nokasand MUHUMYM 50%
craj CnpsaMo H3XOAHWTE HMBA HA PSA.

KnMHHYHA €QUKACHOCT M He30MacHOCT

E¢rkacHOCTTa € YCTaHOBEHa B TPH PaHAOMH3UPAHH, [11aLeD0-KOHTPOAMPaHH, MHOTOLEHTPOBH,
KIHHKYHHU npoyuBaHus ®aza Il (npoyusanns 3011, 302 n 301) npu naunentu ¢ mHSPC 1 mCRPC.
[Tpoyueane 3011 pkniousa nauuenTH ¢ HopoauardHoctiuupad mHSPC (B pamkuTe Ha 3 Mecella crel
PaHOMU3UPAHETO), KOUTO UMAT BHCOKOPUCKOBH NPOTHOCTHYHH (PaKkTopu. BucokopkckoBaTa nporiosa
ce onpeieNs KaTo HaJIH4ie HA MUHUMYM 2 oT chneRuuTe 3 puckosy daktopa: (1) cxop no Gleason > 8; (2)
HanW4YKe Ha 3 UK NoBeYe JIe3HH NMPH CKAHUPpaHe Ha KOCTHUTE; (3) HaNHuue Ha U3IMEPUMH BUCLIEPANTHHU (C
H3KAIOYEHHE Ha 3abongBaHe Ha JUMGBHUTE Bb3IH) MeTacTazu. B akrusHoTO paMmo Abuparepon CTALA
ce npunara ¢ go3a 1000 mg aHeBHO B KOMOMHALHUS C HUCKA K034 NMPEJHH30H 5 Mg BEAHBX JHEBHO B
nonbiHeHue kbM ADT (aronuct ua LHRH unu opxuekToMus), KOEeTo € CTaHAapHOTO JIeUeHHE,
[TaureHTHTE B KOHTPOAHOTO paMo nonyuyasaT ADT u nnauebo kaxro 3a Abuparepon CTAJIA, Taka v 3a
npeakdd3oH. B npoyusane 302 ca BKJIKOUCHH MalMEHTH, KOMTO HE €a JIEKYBaHA ¢ AOLETAKCEN, 4 B
npoyuBaHe 301 — pauHeHTH, NPEMUHANY NTPEAXOAHO AcUYeHHe ¢ aoueTakce). [1auneHTHTe Ca npHeMany
LHRH ananor M4 ca npeMUHaNy JeueHue ¢ opxuekTomus. B rpynara Ha akTHBHO JieueHue AGUpaTepoH
CTAJIA ce npunara B fo3a ot 1000 mg gAHEBHO B KOMOHHALIMA ¢ HUCKA 0034 [IPEAHH3OH e
MpeAHH30NOH 5 mg ABa MbTH JHEBHO. KOHTPONHUTE MAaLlHEHTH NMOMy4asaT nnanedo u HUCKa no3a
 APEIHHU3OH WK NPEAHU30JION 5 mg 1Ba NbTH RHEBHO, '

[IpoMeHHTE B CEpYMHHUTE KOHLEHTpaliK Ha PSA He BUHAryu roBopsT 3a KIMHHYHH MON3H. 3aTOBA H BbB
BCHUYKH [TPOYy4BaHHA C€ NPenopbhUBa NAHEHTHTE 1a OCTAHAT Ha JICUEHUATA, MPOBEXKAAHH MO
MpOYYBAHETO, A0 [TOCTUTAHE HA KPUTEPHHUTE 3a MPEYCTAHOBABAHE, MOCOYEHH NO-N01Y 33 BCAKO

pOYy4BaHE.

B HUTO €1HO OT NpOYYBaHUATA MPUJIAraHETO HA CNIHPOHONAKTOH HE € pa3pelleHo, ThbH KaTo
CNMPOHOJIAKTOH CE CBbP3Ba ¢ aHAPOreHHHUTE PELIENITOPH H MOXE 1a MOBHILIK HHBaTa Ha PSA.

IIpoyusane 3011 (nayuenmu c nosoduazrnocmuyupan sucoxopucxkoe mHSPC)

B npoyusane 3011 (n=1199) MenuaHara Ha Bb3pacTTa Ha BKIIIOUYEHUTE NALMEHTH € 67 roHHU. bposAT Ha
nalueHTHTe, nekyBahu cbe Abuparepon CTAJIA, no pacoBa rpyna e 6enu 832 (69,4%), azuaruy 247
(20,5%), 4yepHOKOXH HaH adpoamepukaduu 25 (2,1%), apyru 80 (6,7%), Hen3secHa/He-ce cbobimasa 13
(1,1%) ¥ aMEepUKaHCKH HHAWAHLUM UK KOpeHHO HacencHue Ha Anscka (0,3%). CkopeT 3a pyHKUHOHANHO
cwerosinue no ECOG e 0 uny 1 npn 97% ot naunenTure. IlanueHTuTe ¢ H3BECTHH METACTA3H B MO3bKa4,




IbueieYeHUE HITH ONEpaLHsA 33 METACTATHYEH PAK HA IPOCTATATA Ca H3KIIOUEHH, ¢ M3KTIOUeHHe Ha 10 3
mecenia ADT uny 1 kypc nanuaTuBHO 061bHBaHE MK XHPYPrUUuHa Tepamnus 3a JIeYEHUE Ha CHMNITOMHM,
MPOU3THYAILY OT MeTacTa3u. ChBMECTHHTE MBPBUUHH KpaHH. TOYKH 33 €HUKACHOCT ca odLua
npexussemoct (OS) u npexusseMocT 6e3 pertreHorpadcka nporpecus (rPFS). Menuanarta Ha u3xoanus
ckop 3a Gonka, M3MepeH ¢ MOMOILTA Ha chkpaTeHara gopma Ha Kparek BunpocHuk 3a 6onkara (Brief Pain
Inventory Short Form, BPI-SF), € 2,0 kaxT0 B rpynara Ha aKTHBHO JIEU€HHE, Taka M B rpynara Ha
nnauebo. OcBeH Ypes HIMEPUTEIHTE Ha CEBMECTHHUTE NMBbPBHYHHU KpalHH TOYKY NOJI3ATa € OLICHEHA U C
MOMOLITA Ha BpeMeTo A0 cbOuTHE, CBbP3aHO ¢ KocTHaTa cucteMa (SRE), BpeMeTo Ro nocnepatlia
Tepanus 3a NPoCTaTeH KaplWHOM, BPEMETO /10 3aN04YBaHe HAa XHMHOTEPANHUs, BPEMETO A0 NPOIPEcHs Ha
bonkaTa W BpeMmeTo o nporpecus Ha PSA. JleuenueTo npoabikasa 4o mporpecys Ha 3adbonssanero,
OTTETNSHE HA CHIMACHETO 32 YHacTHe, NOABaTa HA HEMPUEMINBA TOKCHUHOCT UK CMBPT.

[TpexxusseMocTTa 6e3 peHTreHorpadcka Nporpecus ce onpeaeis Karo BpeMeTo OT paHAOMH3HPAHETO 0
1osABaTa Ha peHTreHorpadcka Nporpecus UM CMBbPT MO KAKBATO K Ja € NPUUHHA.

Pentrenorpacgckara nporpecus BKJHOYBa NPOrpecHs, YCTAHOBEHA Ype3 CKaHHpaHe Ha KOCTHTE (ChrilacHO
M3MEHEeHHTe KpUTEPHH Ha pabGoTHaTa rpyna 3a npocrareH kapudHom 2 (Prostate Cancer Working Group-
2, PCW@G2)) nnu nporpecHs Ha MEKOTbKAHHUTE JIe3UH, ycTaHoBeHa ¢ noMolura Ha KT uan AMP
(ChrIacCHO KPMTEPHH 3a OlleHKa Ha oTroBopa npu conuaHy tymopH (Response Evaluation Criteria In Solid
Tumors, RECIST)).

HabnonasaHa e 3Hauuma paznuka B rPFS Mexay tepanesTHuynuTe rpynu (Bx. Tabnuua 2 v purypa 1).

Tab6auna 2: Ilpexnassaemoct 6e3 penTrenorpagcka nporpecus — crpaTudunrpan aHaans; Intent-
to-treat nonyaauus (npoyusane PCR3011) _
AA-P [Mnauebo
PaHnoMu3prpaHy nauueHTH 597 602
Cobe cpbntiie 239 (40,0%) 354 (58,8%)
LleH3ypupaHu 358 (60,0%) 248 (41,2%)
Bpeme 10 chOUTHE (MECELN) .
Meanana (5% CI) 33,02 (29,57, NE) 14,78 (14,69, 18.27)
IHuana3oH (0,0+, 41,0+) (0,0+, 40,6+)
p-CTOHHOCT ? < (,0001
KoeduuneHT Ha pUcCK
(95% CI) ® 0,466 (0,394, 0,550)

Benexxa: +=nensypupano Habmognenue, NE=He moke ga 6nac mauncneno, Cayuaure Ha peHTreHOrpadcka NPOrpecHs ¥ CMLPT
ce cumrar 3a onpeaenamu tPFS cuburuero. AA-P=naumenru, ippemany abvpaTepor aueTaT ¥ nPeaHH30H.

a p-cTofiHocrTa € nonyveHa ot log-rank rect, crparuduumnpan no ECOG ckop 3a pyuxunonanuo cucrosuve (0/1 unn 2) u
BUCUCPATHH NE3HH (THNCA WIH HATHYHE).

6 KoedmnHeHTET Ha pHCK € NOMYUEH OT cTpaTHPHLBpaH NPONOpLHOHANEH pUCKoB Moaen. KoedmuueHT Ha puck <1 e B nonsa
Ha AA-P.

durypa 1: Kpusu Ha Kaplan-Meier 3a npexxneaemoct 6e3 pentresorpadceka nporpecus; Intent-to-
treat nonyaanus (npoyuysave PCR3011)




% MNaumentn 6e3 NPOrpecHua MNKu CMuPT

HabGnronaBa ce craTUCTHYECKH 3HAYMMO nojj00peHue Ha obuiara npexussemoct (OS) B nosza Ha AA-P
rmoc ADT ¢ 34% noHuxkeHue Ha pyucka oT CMbPT B cpaBHeHue ¢ ruiauedo nmoc ADT (HR=0,66; 95%

CI: 0,56, 0,78; p<0,0001) (B. Tabanua 3 u hurypa 2).

Taboanna 3: O6ma npexuBeMOCT HA NALIHEHTH JeKyBaHH HJIH ¢cb¢ ABUPATEPOH
CTA/lAuau ¢ naaunedo B npoyusane PCR3011 (Intent-to-Treat anajn3)

O0ma npexuBsiemMocT Aboupartepon CTAJIA ¢ Inanedo
npeaHH30H (N=602)
(N=597)
CmbpT (%) 275 (46%) 343 (57%)
MenaHa Ha NpexXUBIEMOCTTa (MECELIH ) 53,3 36,5
(95% CI) (48,2; NE) (33.5; 40.0)

Koeduuuent Ha puck (95% Cl)

1 0,66 (0,56; 0,78)

NE=He moxke na Oble U34uc/IcHO

| Koe(MiMeHTbT HA PUCK € NMOJIYUEH OT cTpaTtuduuMpan nponopudoHaneH Mojen Ha puckosete. Koeduuuent na puck <1 e B

nonza na Abuparepon CTAJIA ¢ npeanuson.

@urypa 2: Kpueu Ha Kaplan-Meier 3a o0ma npexussiemocT; Intent-to-treat nonmyjaauus (aHaau3

Ha npoyuBane PCR3011)




.-'"‘-.,_

100 4
s 80 -
-
=
-
9 60 —
\°
2
5 40 -
= -
? — -
- 20 -

0_

Sy ety 1 T 1 | 1 | | 1 | S
0 6 12 18 24 30 36 42 48 54 60 66 72

Meceun caea paHIOMH3HPAHETO
PHCKOBH NMAalHEeHTH

AOHpPaTepoOHOB aleTaT 597 565 529 479 425 389 351 311 240 124 40 0 0
IM1ameto 602 564 505 432 368 315 25 220 165 69 23 0 0

AOHpaTepoHOB auetat — — — — [l1aueoo

AHaJN3UTE HA NOArPYNUTE HEM3MEHHO ca B noJs3a Ha JeueHuero ¢be Abuparepod CTAJIA. EdextsT oT
neueHneto ¢ AA-P Bbpxy rPFS u OS B npeaBapUTEIHO ONpPEAEIEHUTE NOArPYINH € OJaronpusITeH U
ChbBMECTHM C 00l1aTa rnonyJjamnms B npoy4uBaHeTo, ¢ u3kioueHue Ha noarpynara ¢ ECOG ckop 2, Kbaeto
He ce HaOJo1aBa TEHAEHLMS KbM 11013a, HO MAJIKUST pa3mep Ha u3sazakara (n=40) orpaHiyaBa
W3BJIMYAHETO HA 3HAYMMO 3aKJIKHOYEHHE.

B nonbaHeHue kbM HAOMIO1aBAaHOTO N0100peHHe Ha obuuara npexussemoct U rPES e nemoHcTprpana
noJiza ot JieueHuero cbe Abuparepod CTAJIA cnpsimo niiauedo npu BCUHUKH MTPOCIEKTHBHO OIpeJIeIeHH
M3MEPHUTEIM HA BTOPUYHHUTE KPaHHHU TOYKH.

[Ipoyusane 302 (nayuenmu, koumo He ca npoeedNcoal Xumuomepanus)

ToBa npoyuBaHe BKJIIOYBA MAaLlMEHTH KOUTO HE Ca MPOBEK/AaIHU NPEAXOHA XUMHOTEpaIus, KOUTO ca
ACUMIITOMATHYHU WJIH C JIEKO U3pa3eHH CUMIITOMH U 32 KOUTO XMMHOTEpPAIHUs BCE OLUE HE € KIMHHUYHO
nokaszana. Cxop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a naii-nowara 6onka B
nocysenHuTe 24 yaca € cyeTeHa 3a aCMMNTOMaTU4YHA, KaTo CKOp OT 2-3 ce CYMTA 3a JIEKO U3pa3eHa
CHUMIITOMATHKA.

B npoyuane 302 (n=1 088) MmeanaHaTa Ha Bb3pacTTa Ha BKJIKOUEHUTE MAaLMEHTH € 71 rOJAMHHU 3a Te3H,
nekyBanu cbc AbuparepoH CTAJIA niroc npeAHU30H WK NpeAHU30J0H U 70 roAMHH 3a NMauueHTUTe,
JIEKYBaHHU ¢ naiedo njioc npeHU30H WK NPEAHU30J0H. bposaT Ha NaLMEHTHTE, IEKYBAHU ChC
Aobuparepon CTAJIA, no pacoBu rpynu e: 6enu 520 (95,4%), uepnokoxu 15 (2,8%), azuatum 4 (0,7%) v
apyru 6 (1,1%). 76% ot naumenTuTe uMar ckop 0 3a (PyHKLIMOHAIIHO ChCTOSIHUE M0 CKaJjlaTa Ha

M3rouynara koonepatuBHa oHkosioruuHa rpyna (Eastern Cooperative Oncology Group, EC ,ﬁm/ﬂgﬁ\
j - !:_- .
nameHTuTe— ckop 1 u B nBere pameHa. 50% oT nauMeHTUTE UMAT CaMO KOCTHH METacCT 3 \
: N L0



UMAaT KOCTHH ¥ MEKOTbKaHHH METACTa3d HIIH METacTa3d Ha TUMOHHUTE Bb3MH, a 19% umat caMmo
MEKOTBKAHHW METACTA3H HJIM METacTa3y Ha TUMGHHUTE B3N, [TalilHeHTHTE ¢ BUCLEPAIHH METACTA3H Ca
u3knoueHn. ChBMECTHHTE MbPBHYHH KpalHH TOUKH 3a e(pHKaCHOCT ca obllaTa NpexxuBAEMOCT U
npexupseMocTTa 6e3 penrredorpadceka nporpecus (rPFS). B normbaxenne kbM nokasarenure 3a
CbBMECTHUTE MbPBHUHY KPaiHH TOUKH € OUEHEHa 1 N0ON3aTa ¢ NOMOLLTA Ha BPEMETO J0 [PHIIOKEHHE HA
OMUAT cpelly KApIMHOMHATA 60/IKa, BPEMETO O 3aTI0UBAHE HA IMTOTOKCHUHA XHMHOTEPAIHUS, BPEMETO
no siowasaHe HAa ECOG ¢kopa ¢ > 1 Touka # BpeMETO 10 nporpecus Ha PSA ChriiacHO KPUTEPUHTE Ha
paboTHara rpyna 3a npoctateH kapuuHom 2 (Prostate Cancer Working Group-2, PCWG2). JleueHusra o
MPOYy4BAHUATA CE€ NPEKPATABAT B MOMEHTA HA OYEBUIHA KIMHUYHA nporpecus. JleueHusTa Moxe aa ce
MPEKpaTAT H B MOMEHTA Ha MOTBbPACHA PEHTreHOrpa)cKa NporpecHs No NpeLeHKa Ha U3CAeq0BaTeNs.

[TpexxuBsiemoctTa 63 peHTreHorpadceka nporpecus (rPEFS) e oueHeHa ¢ noMoliTa Ha CEKBEHUMATHY
ofpa3Hu npoyuBaHud ceriacHo PCWG2 kputeprnuTe (32 KOCTHH J1Ie3HH) U H3IMEHEHHTE KPUTEPHH 3a
OLieHKa Ha OTroBopa npu conuanu tTymopn (Response Evaluation Criteria In Solid Tumors, RECIST) (3a
MEKOTbKaHHH ne3uu). [1pu aHanuza Ha rPFS e nanonspaHa LeHTPpaIHO chriacyBaHa peHTreHorpadcka
OLIEHKA Ha NpOrpecusTa.

B nnaHupanus aHasid3 Ha rPFS npu 401 cayuas 150 (28%) oT nauuenTiTe, NEKYBaHU CbC AGHpaTepoH
CTAJIA n 251 (46%) ot nekysaHuTe ¢ naauebo ca UMaNK peHTreHorpadCcky I0Ka3aTeNcTBa 3a
nporpecus unM ca nounnanu. Habnionasana € 3Haudma pasnuka B rPFS Mexy TepanesTuuHUTE rpynu
(Bx. Tabanua 4 1 purypa 3). |

Tabauna 4: IIpoyusane 302: IIpexnsaemoct 0e3 perTreHorpadcka nporpecHs Nnpy NanKuedTH,
JexyBant ¢b¢ Abupatepon CTAJA nan naanedo B KOMOHHANHS ¢ TPEAHH3OH HJIH NPEAHH30I0H
naoc aHalo3d Ha LHRH niaH npeJuiecTBala OPXHEKTOMHS

Abupatepon CTAJIA Ilnauebdo
(N=546) (N=542)
IIpexxnBsieMoCT 0€3 peHTreHOrpadcKa
nporpecus (rPFS)
[lporpecust HJIH CMBPT 150 (28%) 251 (46%)
Menuauna Ha rPFS B Meceum He e nocruruara 8.3
(95% CI) (11,66; NE) (8,12; 8,54)
n-CToHHOCTY <(0,0001
KoedunueHnT Ha puck (HR)** (0,425 (0,347; 0,522)
- (95% CI)

NE=He e uauucnena
* p-cTOHHOCTTA € monyueHa oT log-rank Tect, crpargruxpan no uixoaek ECOG ckop (0 uau 1)
** HR < 1 B non3a Ha AGuparepon CTAJIA

durypa 3: Kpusx Ha Kanaas-Maitep 3a npexHBAeMOCcT 0e3 peHTreHorpagcka nNporpecHs npu
NalHEeHTH, JeKyBaHH ¢b¢ AfupaTeporn CTAIA uaun nianedo B KOMOHHALIHA ¢ IPEAHH3IOH HIIH
npeAHH300H nutoc aHanoin Ha LHRH HAH npeRiecTBala OpXHEeKTOMHA
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AA= Abuparepod CTAJIA

JlaHHM 3a malMeHTUTE NpoAb/KaBar aa ObaaT cbOMpaHu 10 JlaTaTa Ha BTOPUS MEXK/IMHEH aHaJIu3 Ha
obiara npexupsemoct (OS). Pentrenorpagcekara oueHka Ha uscinenosarens Ha rPFS, nanpasena karo
nocjae/Balll aHaJIu3 Ha 4yBCTBUTEJIHOCTTA, € npeacTaBeHa B Tadauua S v ¢purypa 4. Lllecrcrotun u cenem
(607) nauueHTH ca umanu peHrTreHorpadceka nporpecus uiu ca nounHanu: 271 (50%) B rpynara Ha
abuparepoHoB allertat u 336 (62%) B rpynara Ha nuiauedo. JleueneTo ¢ abuparepoHOB alleTaT HaMaJisiBa
pUcKa OT peHTreHorpadceka nporpecust uiu cMbpt ¢ 47% B cpaBHenue ¢ nuaauedo (HR=0,530; 95% CI:
[0,451; 0,623], p <0,0001). Menuanara na rPFS e 16,5 meceua B rpynara Ha abuparepoHoB auerar 1 8,3
Mecella B rpynara Ha rjaueoo.

Ta6auna 5: IMpoyuBane 302: [lpexuBsiemocT 0e3 peHTreHorpacka nporpecusi Npu NanNHEeHTH,
aekyBaHH ¢be AOupaTepon CTAJIA niau niraned6o B KOMOHHAIHS ¢ NPEIHH30H HJIH MPEAHH30JI0H
moc anajo3n Ha LHRH uwan npeamecrsama opxHeKTOMHS (IPH BTOPH MEKIHHEH AHAJIH3 HA
001maTa NpeKHBSIEMOCT- OLEHKA HA H3C/Ie10BaTe15)

- A6upatepon CTAJIA [l1ane6o
(N=546) (N=542)
[Ipe:xkuBsiemocT 0€3 peHTreHorpagcka
nporpecus (rPES)
[Iporpecust MW CMBPT | ' 271 (50%) 336 (62/9);;"‘"""‘“ X
Menuana Ha rPFS B meceun 16,5 / Ty Jomilndddy, *:;;,,\: N
(95% CI) (13,80; 16,79) (8,0 9;139’ A f‘f: % \;,,‘
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p-CTOMHOCT™ <(0,0001
Koedpuument Ha puck (HR)** 0,530 (0,451; 0,623)
(95% CI)

* p-croifHocTTra e noaydena ot log-rank tecr. crparuduumpan no usxozneH ECOG ckop (0 v 1)
** Koeduument Ha puck < 1 B nosnsa Ha Adbuparepod CTAJIA

Ourypa 4: Kpusu Ha Kanaan-Maiiep 3a npesxkuBsieMocT 0e3 peHTresHorpagceka nporpecus npH
NALHEHTH, JeKyBaHH ¢cbe Aoupatepon CTA/IA nian nianedo B KOMOHHAIHSA ¢ MPEIHH30H HJIH
npeaHn30/0H mioc anajnosu Ha LHRH uaun npeamecrsama opxueKToMHus (IpH BTOPH MeK/IHHEH
anaau3 Ha OS-oneHka Ha u3cjeg0BaTelIsl)

% naumeHTn 6e3 NPOrPecHn MAKM CMLPT

0 3 h 9 12 15 18 21 24 27 30
Aecemx cres pamzosouapaneTo
AA 546 485 189 311 240 195 155 85 a8 0
Maanebo 542 406 244 177 133 100 - 80 37 14 1 0
--- [lnanebGo AA

AA=AbGuparepon CTAJIA

[TpoBeneH e nianupaH MexauHeH aHanu3s (interim analysis, IA) Ha OS cien 333 cMBPTHH Clyyasl.
[TpoyuBaHeTO € He3acJeneHo ¢ Orje/l Ha 3HaYUMOCTTa Ha HaOJIK01aBaHUTE KJIIMHUYHH TTOJI3H U Ha
nalMeHTHTE B rpynara Ha niauedo e npeanoxeHo neueHue cbe Abuparepon CTAJIA. Obiara
NpeXUBAEMOCT € no-aAnjra npu Aduparepon CTAJIA cnpsmo nnauedo ¢ 25% noHHKeHHe Ha pucka oT
embpT (HR = 0,752; 95 % CI: [0,606; 0,934], p=0,0097), HOo nannuTe 3a OS He ca 10CTATHYHH U
MEKIHHHUTE Pe3yJITATH HE OTrOBapsT Ha MPEABAPUTEIHO ONpe/e/ieHaTa rpaHiLia 3a CriupaHe Cbe
CTAaTUCTHYECKA 3HAUYUMOCT (Bx. Tabauua 4). [1pocneasiBaHeTo Ha NMPEKUBAEMOCTTA € MPOABIIKHUIIO ClEN
TO3M |A.

[TnanupanusT okoHuareseH aHanus 3a OS e nposeleH, ciejl kato ca HabmonaBanu 741 v l@.ﬁ‘; CITY 7 AN
- 9N\
(cpenHo npocneasisane 49 meceua). [lounnanu ca 65% (354 ot 546) oT nalMEHTHUTE, ?ﬁaﬂmg@gg‘? A\ SA




A6uparepod CTAJIA, B cpaBHeHue cbe 71% (387 ot 542) OT naudeHTHTE, NEKyBaHH € nuaneoo.
JleMOHCTPHpaHa € CTaTHCTHUECKH 3uaunma OS B os3a Ha rpynara, JexyBana ¢uc Abuparepod CTAIA
¢ 19,4% nonmnxeHHe Ha pucka ot cMepT (HR = 0,806; 95% Cl: [0,697; 0,931], p=0,0033) u noaobpenue
Ha cpeanata OS ¢ 4,4 meceua (AGupatepon CTAJIA 34,7 meceua, nnauebo 30,3 meceua) (Bx. Tabnuua 6
u urypa 5). Tosa nogobpenne € AoKazaHoO, BbNPEKH ve 44% OT NaLHEHTHTE B rpynara Ha nnauebo ca
noayuuan AbGupartepos CTAJIA xaro nocnensailia Tepanus.

Ta6auna 6: IIpoyusane 302: O61ma npeXXHBAEMOCT H2 NANHEHTHTE, JEKYBRHH ¢bC ADHpaTepOH
CTAJA nan n1ane6o B KOMOHHAUMS ¢ NPeHU30H HIH NPeAHN3010H IIoc aHaa03u Ha LHRH nan
npeamecTBalla OpXHEKTOMHS

Aoupatepon CTAJIA ¢ Iaane6o
NpeaHH30H ' (N=542)
(N=546)
MexaHHEeH aHAJH3 32 NPEXHBAEMOCT
CumupT (%) 147 (27%) 186 (34%)
MeauaHa Ha npeXUBAEMOCTTa (MECELIH) He ¢ nocTurHara 27,2
(95% CI) (NE, NE) (25,95; NE)
. p-cTofiHOCT™ 0,0097
KoeduuyeHt Ha puck™* (95% CI) 0,752 (0,606; 0,934)
OxoHuaTe/IeH AHAJIH3 34
PEKHBAECMOCT
CMBpT (%) 354 (65%) 387 (71%)
MeanaHa Ha MPeXUBACMOCTTA (MECELIN) 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
(95% CI) o
p-CTOHHOCT™ 0,0033
KoeduuneHT Ha pUcK** (95% CI) 0,806 (0,697; 0,931)

NE=He e H3uncnena

* p-cTofiHocTTa € NoAyucHa ot log-rank Tect, crpatudunuupan no uaxoaen ECOG cxop (0 uau 1)
** KoedsiuneHT Ha prck < 1 B nonsa Ha ABuparepon CTAAA

durypa 5: Kpusn #a Kannnan-Matiep 3a npexxuBseMOCT NpH NalfHEHTH, JEKYBaHH CbC AOHpaTepon

CTAJA uau naane0o B KOMOHHAILIMA ¢ NPeXHHIOH HJIH NPEAHH30A0H IKoc aHano3n Ha LHRH uan
NnpealecTBAlA OPXHEKTOMHS, OKOHYATEIEH aHATH3
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AA=Ao0uparepoH CTAJIA

B nonbiHeHue kbM HabmoaaBaHuTe nojodpenus B odinara npexussieMocT U rPFS ca nemoHcTprpanu
MoJi3x Ha jieyeHneto che AbuparepoH CTAJIA cnpsiMo niaunedo npu BCUHUKK MOKAa3aTeNIM Ha BTOPHYHH
KpaHW TOYKH, KAKTO Cclie/iBa:

Bpemeto no nporpecust Ha PSA cbriacHo PCWG2 kpuTepuuTe: MeauMaHara Ha BpeMETO 10 Nporpecus Ha
PSA e 11,1 meceua 3a nauueHTu, npuematin Abupatepon CTAJIA u 5,6 mecena 3a nauMeHTH, NpUueMaliu
nnaunedo (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemero no nporpecusi Ha PSA
NpUOJIN3UTENIHO ce € YABOMIIO NpH eveHueTo cbe AbuparepoH CTAIA (HR=0,488). [1poueHTbT Ha
nauueHTuTe ¢ NoTBbpAeH PSA otroBop e no-rojsm B rpynara Ha Aduparepod CTAJIA, OTKOJIKOTO B
Ta3u Ha ranebo (62% cnpsmo 24%; p <0,0001). [1pu naumeHT™ ¢ U3BMEPUMH MEKOTbKaHHM 3a00sBaHUS
ce HaOo1aBa 3HAYUMO NOBHILIEH OpOi MBJIHKU U YACTUYHU OTrOBOPH HA TYMOpA NMpH JICYEHUETO ChC
Abuparepon CTAJIA.

BpemeTo 10 npuiokeHHe Ha OnuaT Cpelly kapuMuHoMHaTa 00Jika: MeiMaHaTa Ha BpEMETO J10 MPUJIOKEHHUE
Ha onMar cpeuly OosikaTa rpH NMpocTaTeH KapLUHOM 110 BPEME Ha OKOHYATE/IHUS aHanu3 e 33,4 mecela
npu nauueHT, npuemaiun Adbuparepos CTAJIA, a npu Te3u, npuemMaim riauedo, e 23,4 meceua
(HR=0,721; 95% CI: [0,614; 0,846], p <0,0001).




Bpeme a0 3anovuBaHe HA IUTOTOKCHYHA XMMUOTepanusa: MeauaHaTta Ha BpEMETO IO 3aMOYBaHe Ha
IIATOTOKCHYHA XMMHOTEpANus € 25,2 Meceua npu nauueHTH, npuemaiitu Abupatepod CTAJIA u 16,3
MeceLia npy nauyenty, npueMaiun naauebo (HR=0,580; 95% Cl: [0,487; 0,691], p < 0,0001).

Bpeme 10 BromaBade Ha gyHkunoHanHus ECOG ckop ¢ > 1 Touka: Mennasara Ha BpeMETO [0
pnowwasaHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 Mecelia npu nauuedT, npuemaily Aduparepos CTAILA
u 10,9 Meceua npy nauueHTH, npueMain muanedo (HR=0,821; 5% CI: [0,714; 0,943]; p=0,0053).

Cneannte kpalHH TOYKHM B TPOYUYBAHUATA MOKA3BAT CTATHCTHYECKH 3HaUMMO NIPERHMCTBO B [10J132 Ha
neyeHueTo ¢cbe Abuparepod CTALA:

O6ektuBed oTroBop: OODEKTHBHUAT OTFOBOP € ONpeAeNeH KaTo MPOUESHT Ha MaLHEHTHTE ¢ H3MEPHMO
3a00/5BaHe, MOMYUYHIIA TbJieH UM YacTHyeH oTroBop ceriaacHo RECIST kpurtepnute (pasmepsT Ha
TUM(HMTE BBL3JIH Ha H3XOAHO HUBO TPpsA6BaA Ja € > 2 cm, 32 /a Ce CYHUTA 33 TapreTHa jiesns). [IpoLeHTsT Ha
NAUHEHTHTE C M3MEPUMO 3a00MgBaHe HA H3XOAHO HHBO, NOIY4HIH OOEKTHBEH OTIOBOD, € 36% B rpymnara
Ha Abuparepon CTAJIAu 16% B rpynara Ha nnauebo (p < 0,0001).

Bonka: JleueHHEeTO Che Abupatepon CTAJIA 3Ha4MMO HAMaJsBa PHCKa OT NPOrpecs Ha CpPeHHUS
uHTeH3UTeT Ha Oonkara ¢ 18% B cpaBHeHue ¢ nnauebo (p=0,0490). Menuanara Ha BpeMETO 10 NPOrpecHs
e 26,7 mecewia B rpynara Ha A6uparepoH CTAJIA u 18,4 meceua B rpynara Ha niaue6o.

Bpeme 10 snowiaane Ha FACT-P (o6ui ckop): neyeHuero cs¢ Abuparepod CTAJIA HaMaIsBa PHCKaA OT
snowapaxe Ha FACT-P (061w ckop) ¢ 22% B cpaBHeHue ¢ naauebo (p=0,0028). Meauanara Ha BPEMETO
no saouwiapae va FACT-P (061 ckop) e 12,7 meceua B rpynara Ha AbupatepoH CTAILA u 8,3 meceua B
rpynarta Ha nnanebo.

IIpoyusane 301 (nayuenmu, xoumo ca npogexcoalyu NPeoxoora xmuomep&nuﬂ)

B npoyusane 301 ca BKIHOYEHM NALIMEHTH, JEeKyBaHH Npelu ¢ xouertakcen. He ce u3uckBa Te na nokaspar
nporpecks Ha 3a00NABAHETO MPH NEUYCHHETO € AOLIETAKCEN, ThH KATO TOKCHYHOCTTA OT Ta3H
XHMHOTepaIus MOKE Aa € A0BeNa A0 NpeKpaTABaHe Ha nedyeHuneTo. [laupenTure npoasnmkaBar Ha

POy 4YBaHOTO JIeUeHHe A0 nporpecks Ha PSA (notewpreHo ysennueHue ¢ 25% Haz u3xoaHaTa
CTOMHOCT/HAOHpa Ha MalLMEHTA) 3a€AHO ¢ peTreHorpadcka # CHMIITOMATHYHA WK KIMHHYHA IPOTrpecus,
neHHUpaHy no npotokod. [TakueHTH, NeKyBaHu nNpeiy ¢ KETOKOHA30J1 3a pak Ha MpocTaTara, ca
H3KJTIOYEHH OT MpoyuBaHeTo. [TbpBHYHATA KpaliHa TOUKA 32 ePUKACHOCT € 00LIaTa NPEeXKUBAEMOCT.

MeamanaTa Ha Bb3pacTTa HA MALMEHTHTE, yUacTBAIllM B IPOYYBAHETO, € 69 roauHu (auvanasoH 39-95).
BposiT Ha nauueHTHTE, nekyBaHH cbe Abuparepod CTAJIA, no pacoBy rpynu e 6enu 737 ( 93,2%),
yepHokoxH 28 (3,5%), aznatum 11 (1,4%) u apyru 14 (1,8%). EqnHaneceT npoLeHTa OT BKIIOYEHHTE
NaLHEeHTH HMAT cKOp 2 Ha (DYHKUHOHAJIHOTO ChCTOAHUE No ckanata Ha ECOG; 70% umar
peHTreHorpacku JaHHu 3a nporpecus Ha 3abongBaHeTo cbe MK Oe3 nporpecus Ha PSA; 70% ca
NONYUYHIIK NMpead TOBa €AHA LUTOTOKCHYHA XUMHoTepanus, a 30% ca nojayuunu ase. Hanuuue na
yepHoApoOHM MeTacTasd uMa npu 1 1% ot naumeHTHTe, NekyBaHd cbc AbupatepoH CTAJIA.

CbrnacHo NnaHupaHHs aHANU3, NPOBEACH clien 552 cMbpPTHU cyHas, ca noynHamu 42% (333 or 797) ot




Tab6auua 7: O6ma Npe:xkHBAEMOCT HA NALHEHTH, JJeKyBaHH cbe AOnpaTepon CTAA nan ¢
n1aneéo B KOMOHHAILHA ¢ IPEAHH30H HJIH NPEAHH30A0H IIIOC LHRH anajo3n uaM npeaumecrsalina
OpPXHEKTOMHA

Abouparepon CTAZA - IInauebo
(N=797) (N=398)
ITbspBHYEH AHAJH3 HA
NpeXHBAEMOCTTA
CwmbptHOCT (Y0) 333 (42%) 219 (55%)
MeauaHa Ha NPEeXUBAEMOCT (MeCELH) 14,8 10,9
(95% CI) (i4,1; 15,4) (10,2; 12,0)
p-cToHHOCT * < (,0001
KoeduumeHt Ha puck (95% CI) ° 0,646 (0,543; 0,768)
AKTYanH3HPAH aHAJIH3 HA
NMPEeKHBAEMOCTTA
CmbptHOCT (%) 501 (63%) 274 (69%)
MenvaHa Ha NnpexxuUBAEMOCT (MECeLH ) 15,8 11,2
(95% CI) (14,8; 17.0) (10,4; 13,1)
Koeduupent Ha puck (95% CI) P 0,740 (0,638; 0,859)

* n-cTOMHOCTTA € nosryueHa ot log-rank tect, crpatuduuupan no ECOG ckop 3a pyHknuonanuo cberosHte (-1 cnpamo 2), ckop
3a foska (iMnca capaMo Hanuuaue), 6poli npeanmun Kypcobe XMMHOTEPANHA (1 CNpaMo 2) W 8MJ Ha NPOTPECHATA HA
3aGongpaneTo {camo PSA cnpamo peHTreHorpadcka).

® KoepHUHMEHTLT Ha PHCK € NOJTYdeH OT CTpaTHHIMpPaH NPONOpUKOHANCH PUCKOB Moaen. KoeduuneHnT Ha puck < 1 € B nnon3a Ha

AbGuparepon CTAJIA

BB BCHuKH BpeMeBH TOUKH HA OLICHABAHE cliel MBPBUTE HAKOJIKO MECELA Ha JICUCHHE MPOLIEHTBT Ha
MaUUEHTHTE OCTAHAIIM KHBH € TIO-BHCOK MPH NAaLMEeHTH, IeKyBaHHA CbC ABupatepoH CTAJLA, OTKONMKOTO
MPH MalLHeHTH, TeKyBaHu ¢ rmiaunedo (Bx. durypa 6).

Ourypa 6: Kpues Ha Kannan-Matiep 3a npeKHBAEMOCT NPH NAIHEHTH, IeKyBaHH cbe AGHpaTepoH
CTAJIA nan naaneto B xkoMOuHanng ¢ npeAHn30H naM npeanu3o/od nawe LHRH ananoin nan
npefllecTBAIa OPXHEKTOMHA
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AA=AobuparepoH CTA/IA
AHaJIM3UTE Ha NPpEKHUBAECMOCTTA B NMOATPYNMHUTE OTHUTAT CbOTBETCTBALH MMOJI3H 1O OTHOIICHHUE HA
npexuBsieMocTTa npu Jeyenuero cbe Abuparepon CTAJIA (Bx. durypa 7).
durypa 7: O6ma npe:;kuBsieMOoCT 10 NOArPyNH: KoeHUHEHT HA pHCK H 95% noBepuTeeH
HHTEepBAaJ
Neauana (Mecemn) |
[TpoMennusa [Toarpynma A A TInaneSo HR 95% C | N
Bougxky nanueHTH Beuwuku 148 109 i E 068 (0S5, 079) 1185
Hsxomma ECOG 0-1 153 117 —— 064 (053, 078) 1068
2 73 7 e 081 (053, 129) 127
Hsxoxna BPI <4 162 13 o 064 (050, 082) 659
»ud 126 89 —— 068 (053, 085) 536
Bpoil MpeIHIIHE XHMHOTED. PEAIIMH 1 154 115 . 063 (051, 0.78) 833
2 14 103 iy 074 (055, 099) 362
Tun Ha nporpecuaTa Camo PSA N 123 poeslPpeed 059 (042, 082) 363
PeHTreHOMOTHYHO 142 104 I 089 (095, 084) 832
Bucnepanuu 3afo/l. IpH NOCTBOBAHE T4 126 84 - 070 (052, 094) 353
HE 15 4 112 o :
| S W——) dl
05 075 1 15

BrnaronpuATcTEa
AA .




AA= AbGupaTepoH CTAJIA; BPI=Kparsk Cxop Ha Bonkara; C.l.=noseprrenen untepsan; ECOG=ckop Ha ¢yHKUHOHATHOTO
ChCTOfIHHME {10 cxanara Ha U3Touna xooneparyBHa oHkoNoruuHa rpyna;, HR= koeduunenT Ha puck; NE=He noaunexn Ha oueHka

B nonbJHeHHe KbM Ha0II0AaBaHOTO NoJ00psABaHe HAa 00WATA PEKUBAEMOCT, BCHYKH BTOPHYHH KpanHH
TOYKU Ha MpoyuBaHeTo ca B noa3a Ha AbupartepoH CTAJMIA H Ca CTaTHCTHYECKH 3HAYHMH CICI
KOPHIHpaHe 32 MHOTOKPATHO H3C/IeIBaHE, KAKTO CIE/Ba:

[TauuenTture, nonyyasaim A6uparepon CTALA, noka3BaT 3HAYMTENHO N0-BUCOKA 001a cTeneH Ha
oTroBop no oTHoweHue Ha PSA (onpenenen kato Hamanenue ¢ > 50% oT usxoaHaTa CTOHHOCT) B
cpaBHeHHe ¢ MALKHEHTUTE, nonyyasaiy niaauebo, 38% cpewty 10%, p <0,0001.

MeznuaHara Ha BpeMeTo 10 nporpecus Ha PSA e 10,2 Mecena 3a NalMeHTH, TEKyBaHH CbC ADKpaTepoH
CTAJIA u 6,6 Meceua 3a NalHeHTH, nexyBaHu ¢ nnanebo (HR=0,580; 95% CI: [0,462; 0,728], p <
0,0001). MennaHaTa Ha npexHUBAEMOCT Oe3 peHTreHorpag)cka nporpecHs e 5,6 Mecela 3a NalUeHTH,
nekyBany cuc Abupatepon CTAJIA u 3,6 Mecela 3a naudeHTH, Jexkysany ¢ niaiedo (HR=0,673; 95%
CI: [0,585; 0,776], p <0,0001).

bonka

FIpoUEeHTHT Ha NALMEHTUTE C BpEMEHHO obnekyaBaHe Ha 00JIKATa € CTATUCTHYECKH 3HAYUMO MO~ BUCOK B
rpynara Ha A6upatepod CTAJIA, oTkonkoTo B rpynarta Ha naaue6o (44% cpeiy 27%, p=0,0002),
TlalHenT ¢ OTTrOBOpP Ha NaNUaTABHO feueHHe Ha OonkaTa ce onpeAens karo nauueHT ¢ MUHUMYM 30%
cnaj OT U3X0JHaTa cHia Ha OoJikaTa MpH Hal-BHCOK MHTEH3HTET Ha OoJikaTa 1o cKkajuTe 3a KpaTbK CKOp
Ha 6onkata (BPI-SF) 3a nocnenunte 24 yaca 03 yBenyueHue Ha CKOpa 3a NPHJIOKEHHE HA aHANTETHK,
Ha0J1101aBaHa NPH [Ba NOCNE0BATEIHU NperiicAa npe3 MHTepBan ot 4 cenMuud. Ha aHanu3 3a BpeMEHHO
obsiekyaraHe Ha GoJsIkaTa ca MoJNOKEeHH caMO NALIMERTH ChC CKOP HAa U3XOAHAaTa OoJika > 4 H Hal-MaJIKo
ellMH CKOp Ha BoJIKaTa cliel Ha4uanoTo Ha npoy4BaHeTo (N=512).

[Tporpecus Ha bonkaTa ce Habnoaasa MpH NO-MATBLK MPOLEHT OT MAUHEHTHTE, IEKYBAHH ChC
Aoupatepon CTAJIA, OTKONKOTO MpH Te3H, NeKyBany ¢ naauedo, B Mecell 6 (22% cpewy 28%), mecel
12 (30% cpeuty 38%) u mecen 18 (35% cpewty 46%). I1porpecus Ha bosikaTa ce onpeaed Karo
yBeJBUeHMe OT U3X0HATA CUa Ha BosikaTa ¢ > 30% npn HaH-BHCOK HHTEH3HTET Ha OONKaTa Mo cKanara
Ha BPI-SF npes usmuHanuTe 24 yaca 6e3 HaMalsBaHE HA CKOPA 32 NIPUITOKEHUE HA AHANTETHK,
HaOnioZaBaHa MpH ABe MOCACHOBATENHH BH3HTH HIIK yYBenndeHHe ¢ = 30% Ha CKopa 3a NPUJIOKEHHE Ha
aHaJreTHK, HaOMIoAaBaHa MIPH JBE NOCHEIOBATENHN BU3UTH. BpeMeTo Ko nporpecus Ha Donkara Ha 25-3
nepceHTH ¢ 7,4 Meceua B rpynata Ha Abuparepod CTAJIA cpewty 4,7 mecena B rpynara Ha njane6o.

CxeneTHO-CBbp3aHH chbuTrg

CxeneTHO-CBLP3aHU ChOUTHA ¢a HabnoRaBaHH TPH [MO-MATLK MPOLIEHT OT MALHEHTHTE B rpynara Ha
Abupatepod CTAJIA, B cpaBHeHHE ¢ rpynara Ha nuauedo B Mecey 6 (18% cpewmy 28%), mecent 12 (30%
cpewry 40%) u mecent 18 (35% cpeway 40%). Bpemero 10 TpPBOTO CKENETHO-CBbP3aHO CHOMTHE Ha 25-4
nepceHTun oT rpynara Ha A6uparepod CTAJIA e ABa MBETH NMO-ABJITO OT TOBA B KOHTPOJHATA rpyna, a
uMeHHO 9,9 Mecena cpeiy 4,9 meceua. CkeneTHO-CBBLP3aHO CHOHTHE CE ONpenens Karo naToloriyHa
bpakTypa, KOMIOpeCHs Ha rPhOHAYHHUA MOJIBK, MATMATHBHO JBUYEICUECHHE HA KOCT HIIH ONEpalHs Ha KOCT.

[leqarpuysa nonynalus
EBponelickara areHLHs NO JeKapcTBaTa 0OCBODOKJaBa OT 3aAb/DKEHHETO 3a NpeoCTaBs
pe3y/JTaTuTe OT npoyusaHuaTa cbe AOupatepoH CTAJJA BBB BCHYKH NOATPYHAH HA N




nonyiauus Npy HampeaHal KapLUMHOM Ha npocTararta. Bikre Touka 4.2 3a HHPOPMalKs OTHOCHO
ynorpefa 8 neaMaTpusTa.

5.2 PapmMakOKHHETHYHH CBOHCTBA

dapMakOKWHETUKATA HA abUpaTepoOH € npoydveHa Cliel NpulmKeHrHe Ha abHpaTepOHOB aueTart Npy
34paBY NMLA, MALMEHTH C HaNpeHal METaCTaTHYEH KapUMHOM Ha MPOCTaTaTa U JHua 0e3 KapLHHOM C
uepHOApoOHO UK 6p6pedHo yBpexaane. AGUpPATEpOHOB aueTaT 6bp30 Ce NPEBPbhIIA i VIVo B
abupaTepoH — HHXHOKTOp HA aHApOreHHaTa BUOCHHTE3A (BXK. TOYKa J.1).

ADcopOuLs
Cnes nepopaiHo NpUNokKeHUE Ha abHpaTEPOHOB AUETAT HA MaAHO BPEMETO 33 JJIOCTHTaHE Ha

MaKCUMAaJIHa Niia3MeHa KOHLEHTpaLua Ha abupaTepoH € npubnu3nTenHo 2 yaca.

[IpunoxeHnero Ha abupaTepoOHOB allETaT ¢ XpaHa, CPaBHEHO € TOBA HA rIafHO, BOAH 10 10-KpaTHO
[AUC] u po 17-kpatho [C max | yBenMueHHE Ha cpeiHaTa CUCTEMHA EKCITO3ULIMA HA adHpaTepoH B
3aBHCHMOCT OT ChABPKAHHETO HA Ma3HUHHA B XpaHata. [Ipeasua odOnuaiinoTo pasHoobpasne B
ChIBKAHUETO W ChCTABa Ha XpaHuTe, npueMbT Ha Abuparepod CTAJIA ¢ XpaHa HMa NOTEHLHA fa
NIOBEAE 10 MHOIO pa3nuHK ekcnosuuuu. 3atoea Abuparepod CTAJIA He Tpabsa na ce npHeMa ¢ xpaHa.
Ta6nerkure ASuparepon CTAJIA TpsAOBa a ce npHeMaT KaTo eAMHHYHA 1032 BEAHBXK AHEBHO Ha
rnaaHo. Abupatepod CTAJIA Tpsabea na ce mpuemMa NoHe [1Ba Yaca Cel XpaHEHE H He Tpg0Ba Ja ce
KOHCYMHpa XpaHa NoHe euH 4Yac ciel npuema Ha Abupatepod CTAJIA. Tabnetkure Tpsabea aa ce
I'BJITAT LEJH ¢ BoAa (BX. Touka 4.2).

Pasnipenenenue
Cebp3BareTo Ha “C-abupaTepoH ¢ niasMeHHTe MPOTEWHH B YOBELIKaTa nuasMa e 99,8%.
[IpnBuaHuAT 06eM Ha pasnpeaencHue e npudnusurento 5630 1, koeto npegnonara, ye abuparepoH ce

pasnpeacis €eKCTEH3UBHO B NEPHPEPHUTE ThKAHH.

buorpancgopmalug

Cnen nepopanto npuaoxene Ha '*C-abupaTtepoHos auerar noa GopMaTa Ha kancynu abupaTepoHoOB
aleTaT ce XHUAPOJH3Hpa A0 abupaTepoH, KOMTO clie] TOBa MpeThprsABa MeTab0NH3IbM, BKIIIOYBALLL
cyadarrpane, XHAPOKCUINPAHE U OKHCJIEHHE MPEAWMHO B YepHUA Apob. I onsMa vacT ot
paAHOaKTUBHOCTTA B KpbBTa (MpuOnu3nuTenHo 92%) ce oTkpHBa noﬂ'dmpmara Ha MeTabOMTU Ha
abupatepoH. Ot 15 oTkpuBacMu MeTabonuTa, 2 ca oCHOBHHM MeTaboNHTH, abupaTepoHoB cyngaT H N-
OKCHJ abKpaTepOoHOB CyJ(aT, BCEKH OT KOUTO MPEACTaBIsBa 0K0JI0 43% oT obLuara pagHoakTHBHOCT.

EnnMHuHKpaHe

CpeHHAT NONYXHUBOT Ha abHpaTepoH B nyiazMara € npubnusuTenHo 15 yaca Bb3 OCHOBA Ha NAHHMUTE,
oayyeHu MnpH 3apasd auua. Cies nepopaino npuiaoxkeHue Ha *C-abuparepoHos auerat | 000 mg
npubau3uTenHo 88% OT pannoaKTUBHATA 1032 CE Bh3CTaHOBABA BbB (PekaluuTe U 0K0N0 5% B ypHHaTa.
OcHOBHHTE CheJHHEHH A, KOUTO NPUCHCTBAT BbB PeKANHUTE, Ca HEMPOMEHEH aDUPATEPOHOB aLETAT U
abupatepoH (CbOTBETHO OKONIO 55% u 22% oT npunoxeHarta 103a).

YepHonpoBHo vBpexnaHe
dapMakOKHHETHKATA Ha aBUPaTEPOHOB ALIETAT € W3CJEABAHA [IPH NALKEHTH ¢ NPealLl

yMepeHo uepHoapoOHO yBpexaane (cbhotBeTHO Child-Pugh Knac A 1 B) u np# koHT




3apaBH nuua. CHCTEMHATa eKClio3nlus Ha abupatepoH cnell eIMHWYHa nepopanHa xo3a oT 1000 mg ce
yBeIHyaBa ¢ mpubausutenano 11% n 260% ChOTBETHO NPH MALMEHTH € JEKC U YMEPEHO MpeALIecTBaLlo
yepHoApPoOHO yBpekAaHe. CpeHUAT NONYKUBOT Ha abnpaTepod ce yALHKaBa 40 0KoJ10 18 Jaca npu
MauMeHTH ¢ JIEKO YepHOPpoOHO yBpexaaHe u A0 okoio 19 uaca npyd AALUMEHTH ¢ YMEPEHO YEPHOAPOOHO
yspexcaate. [Ipu apyro u3nutsane, papMakOKMHETHKATA HA abUpaTEPOH € H3C/IeABaHa NPH NALMEHTH C
npeauecTBailo Texko (n=8) ueproapobHo yepexaane (Child-Pugh Knac C) n npu koHTpoaHa rpyna ot 8
3paBH JMLIA ¢ HopMaTHa YyepHoapobHa dyHkuus. AUC na abupatepoH ce yBennyasa ¢ MpUOAHIHTENHO
600% u ¢hpakuuaTa Ha HECBBP3aHOTO NEKapcTBO ce yBesnnyara ¢ 80% npu NaueHTH ¢ TEXKKO
4epHOAPOOHO YBpEXAaHe B CPABHEHHE C MALIMEHTH ¢ HOPMAJTHA YEPHOAPOOHA (PyHKLKS.

He ce M3nuckBa KOPUrHpaHe Ha A03aTa [PH MALMEHTH C NPEILIEeCTBAILO NEKO HEPHOAPOOHO YBpeXIaHe.
H3nonssanero Ha abHpaTepoHOB aueTaT TpAOBa BHUMATEIHO Aa Ce NMPELEHsBA NPH NALUEHTH C YMEPEHO
. YepHOAPOOHO yBpexkAaHe, IPH KOMTO NOJ3aTa SCHO TpAOBa 1a HaaXBbpPiA Bb3MOXHHA PUCK (BXK. TOMKH
4.2 v 4.4). AGupaTepoHOB alleTaT He TpAOBa 1a Ce H3MON3Ba NMPH NMAaLUEHTH C TEXKO YePHOAPOOHO
yBpexcaaHe (Bx. Touku 4.2, 4.3 u 4.4).

[Tpy nauMeHTH, KOUTO ¢a Pa3BHIHU XENaTOTOKCHYHOCT N0 BpEME HAa JICUCHUETO, MOXKE A Ce HaJIOKH
NpeKbCBAHE HA JIGYEHUETO U KOpUrHpaHe Ha Ro3aTta (BX. TOYKH 4.2 u 4.4),

brOpeuno yBpexaaHe
dapMaKOKHHETHKATA Ha a0MpaTepOHOB ALETAT € CPaBHEHA NPH NaLMEHTH ¢ TepMHUHaANHA 0B0petHa

HEAOCTATLYHOCT HA CTabNIIeH peXHM Ha XEMOAUAIK3a W NIPH KOHTPOJIHA Ipyna OT NAaLlHEHTH ¢ HOpMaJllHa
6B6peuna pyHkuua. CHCTeMHATa eKCo3uUMs Ha abupaTepoH ciied eAMHHYHA nepopanta ao3a ot 1 000
mg HE Ce YBEeJInYaBa Npu NalHUeHTH ¢ TEpMUHANHA ObOpeyHa HEMOCTATLYHOCT, KOMTO €2 Ha AHaN3a.
[IpunaraHero mpy nauveHTH ¢ 6BOpEUHO yBpeXIaHe, BIIOUHTENHO H TEXKO 6B0peyuHo yBpekiaHe, He
H3UCKBA HaMalsiBaHe Ha fo3aTta (Bx. Touka 4.2). Jluncea, obaue, KTHHHWYEH ONMKHT NPH NaLUEHTH C paK Ha
MpocTaTaTa H Texko Ob6peuHo yBpexaane. IIpy Te3n naldeHTH c€ NpenophyBa NOBHILIEHO BHUMaHHE.

5.3 [IpeakTuHUYHH JaHHH 32 6e3onacHoCT

B1.B BCHYKH NpOYYBaHHA 33 TOKCHYHOCT NPH XKHBOTHHY HHBATA HAa TECTOCTEPOH B KPbBTA Ca 3HAUNUMO
noHuxeHu. B pesyntar Ha ToBa ce HabioaaBa HaMaIIBaHE Ha TEMIOTO HA OPraHUTE, KAKTO H
MOPPONIOTHUHY H/BIM XUCTONATONOTHYHY NPOMEHH B PENPOAYKTHBHHTE OpraHi H HanOboOpeyHara,
XUNOMH3HATA H MIIeYHATa XJe3a. BCHYKH NPOMEHH NOKAa38aT ITbJIHA WK YaCTHYHa 0DpaTHMOCT.
[IpoMeHHTE B penpOAYKTHBHHTE H aHAPOreH-4yBCTBUTEIHUTE OPraHH ¢d B ChOTBETCTBHE C
dapmakonorusaTa Ha abupaTepoH. BCHUKH XOpMOHAIHH NPOMEHH, CBbP3aHH C NIe4eHHETO, ca 00paTHMH
HJIM OT3BYYABaT ¢nel 4-CEAMHUEH NEPHOI Ha Bb3CTaHOBABAHE.

B npoyuBaHusATa 3& PEPTAUNUTETA IIPH MBKKH M XKEHCKH ILIBXOBE a0HPATEPOHOB all€TaT HAMAJISABA
depTHIIUTETA, KOETO € HanbJIHO 06paTUMO 33 4 o 16 ceaMULM Cedl CIHpaHe Ha HEFOBUA MPHEM.

B npoyuBaHe 3a TOKCHYHOCT Ha pa3BHTHETO NP NIbXOBE abHPATEPOHOB ALETAT I1OBJIHABA
6peMEHHOCTTa, KOETO BKIIOYBA NOHWXEHO TETIO M NpexuBsieMocT Ha nnoaa. Habnwonasart ce edexru
BbpPXY BBbHLUHHTE MOJOBH OPTaHH, BbNPekH ue abupaTepOHOB alETAT HE € TEPaTOreHeH.

B te3n npoyuBaHus 3a GEPTHAMTET U TOKCHYHOCT Ha Pa3BUTHETO, NMPOBEAEHH NPH MTH
e(heKTH ca CBBP3aHH ¢ $apMaKOJOrHYHOTO JeHcTBHE Ha abupaTepoH.




OcBeH NMPOMEHHUTE B PENPOAYKTHBHHTE OpraHH, HabMoaBaHKd BbB BCHUYKH NPOYUYBAHHA 32 TOKCHYHOCT
PU KUBOTHH, HEKNTHHUYHHTE JaHHH He oka3BaT 0coGEH PHCK 33 XOpa Bb3 OCHOBA HA KOMBEHUHOHATHH
. hapMakoNorMuHH NpoyUuBaHus 3a 6e30nacHOCT, TOKCHYHOCT NPH MHOTOKPATHO NMpHNaraxe,
reHOTOKCHYHOCT W KApLIMHOMeHEH MOTeHI[1aN. AOHpaTepOHOB alleTaT HE NOKa3Ba KApLIMHOTEHHOCT B 6-
MECEYHO NpoyuBaHe npy TpaHcreHHU MULIKH (Tg.rasH2). B 24-meceuHo npoy4yBaHe 3a KapUWHOTCHHOCT
NpH NABXOBE, abHPaTEpOHOB auUeTaT NOBUILABA YECTOTATA HA HHTEPCTHIHAIHHTE K/I€TbYHH HEOINa3MH B
tecTUcuTe. CyuTa ce, 4e TO3W pPe3yNTaT € CBbp3aH ¢ (papMaKoIIOTHYHOTO ACHCTBHE Ha abHpaTepoH H
HAKOH OCOBGEHOCTH [MpH MIBXOBETE. ADHPATEpOHOB aLIETaT HE € KApPLHHONeHEH NPH XXEHCKH NUTBXO0BE.

OueHKa Ha pycka 3a okonHata cpena (ERA)
AKTHBHOTO BEHIECTBO aOHUpaTepOH MOKa3Ba PHCK 33 BONHUTE baceBU U TEXHHUTE oﬁma'renu 0CcoBEeHOo

3a pudure.

6. PAPMALIEBTUYHH JAHHU

6.1 CnuebK HA TOMOIIHHKTE BelllecTBA

Tabaemxa.

KpockapMeno3a HaTpHii

Hatpues naypuncyndar

[Mosuaou (E1201)

MukpoxpicTansa ueaynosa (E460) .
JlakT03a MOHOXHOpPAT

Cunuiines Auokcua, konornaeH 6esponeH (E551) .

Marhesues creapat (E470b)

bsugra na mabremxama.
[TonusuuunoB ankoxon (E1203)

Turanunes nHokcua (E171)
Makporona (E1521)

Tanx (E553b)

Camo 3a mabremwxume om 300 mg:
Kenesen oxcua ueppeH (E172)
JKenezex okena uepeH (E172)

6.2 HechbBMECTHMOCTH
Henpunoxuamo

6.3 CpokK Ha roaHOCT

Anymunnii-OPA/AIWPVC unu Anymunuii-PVC/PE/PVDC dnucTepH
3 POAMHH.

HDPE Oytunkn




2 TOAMHA.

6.4 Cneunaany ycJJOBHA HA ChbXPaHEHHE

To3u nekapcTBeH NPOAYKT HE H3HCKBA CHELHantH yCIOBHA Ha CbXPaHEHHE.
6.5 Bua u cpALpXAHME HA ONMAKOBKATA

Tabnerkute ABUPATEPOH CTAJIA 250 mg dunMupany TabneTKy ca HATMYHU B ANyMHHHH-
OPA/AIU/PVC 6nuctepu unu B Anymuanii-PVC/PE/PVDC Oaucrepu unu HDPE O6yTHikn.

Tabnerkute ABUPATEPOH CTAIA 500 mg ¢punMupanu tabieTk ca HATHUHH B Anymnﬁﬂi‘i—-
OPA/AlU/PVC 6nuctepu unu B AnymMmuHnii-PVC/PE/PVDC 6aucrepu unau HDPE O0yTHinkn.

Hanuuuu ca onakosky ot 30, 60, 90, 112 u 120 ¢puamupasu TableTKH.
6.6 CneuraJHn npeAnasHi MEPKH PH H3XBbpJasHe H pabora
Heusnon3saHusT NeKapcTBEH NPOAYKT UJIH OTNAIbYHUTE MATEPUAIIH OT HETo TpAOBa a ¢€ H3XBBPIIAT B

ChOTBETCTBUE C MECTHHUTE H3NCKBAHHS. TO3H JIEKAPCTBEH NMPOAYKT MOXKeE 1a NPEACTaB/IsABA PUCK 3a
BOAHUTE DaceliHu v TexHUTe obuTaTeny (BxK. Touka 35.3).

7. TIPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
["'epMaHus

8. HOMEP(A) HA PASPELLIEHHUETO 3A YIIOTPEBA

Abuparepod CTAJIA 250 mg: Peructpaunonen Ne:20210369

Abuparepon CTAJA 500 mg: Perucrpauunoner Ne:20210370

9, IATA HA TBPBO PA3ZPEINABAHE/TIOJHOBSBAHE HA PAZPEHIEHHUETO 3A

YIIOTPEBA

Harta Ha mepBo paspewasaHe: 17.12.2021
JaTta Ha [ocaeaHo NOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

10/2025




