S B b, s Tk o SRR

4R N0 REKAPCTBATA

e
L IHTZRNA A ERY

o ¥
Yobs
-‘Kpamk‘a xapaﬁmepucmuxa

Ha npogykma - Mpuaawerue 1

A:,?wﬁw/%o ......

Ko Pea. Ne .

R,

o) M 7P

PaspoleHue Neb2 5 Lt . 18_03_2{]22

8la

gt armnar
At M

KPATKA XAPAKTEPACTHKA HA MMPOAYKTA

1. UME HA JEKAPCTBEHEA NPOAYKT

ABUPATEPOH CTAJTA 250 mg dunmupann Tabnerxn
ABHPATEPOH CTAJIA 500 mg dunmupany rabnerkn

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

2. KAYECTBEH H KOJIMMECTBEH ChCTAB
Bcska Gunimppana tabnerka chaspka 250 mg uan 500 mg aGupatepoHoB aneTaT (abiraterone acetate).

[JoMOINHA BEMECTRA ¢ NIBECTHO JeficTBHE
ABHPATEPOH CTAJIA 250 mg dunmupann tabnerku: Beska TabreTka chabpxa 34 mg nakrosa u 5,3

mg HaTpWii.
ABHPATEPOH CTAJIA 500 mg dunmupann tabnerxu: Beska TaGreTka chabpxka 68 mg nakrosa u 10,6
mg HaTpHii.

3a MBNHAA CIHCHK HA MOMOIIHHATE BELECTBA BHXTE TOUKA 6.1,

3. IEKAPCTBEHA ®0OPMA

DunmMupana rabnerka.

Tabnetkare ABUPATEPOH CTAJIA 250 mg ca 6emu 1o noury Genn, ¢ enuncouana GopMa o HAAIHC
“250” or epuara cTpa#a, ¢ pasmeps 14,2 mm x 7,2 mm.

Tabnerxure ABUPATEPOH CTAJIA 500 mg ca nmiaBH, ¢ enuncoBuasa GpopMa # HAZmHC ,,500% oT
efHaTa cTpaHa, ¢ pasMepH 18,9 mm x 9,5 mm.

4. KIHHHYHH JAHHA
4.1 TepanesTHYAN NOKa3aHHEH

ABHPATEPOH CTAJTA B koMGuHALKS C IpexHH30H HAH IPEHA3ONOH € NOKA3aH 34

¢ JICYCHHE HA HOBOAHATHOCTHIHPAH BHCOKOPHCKOB METACTATHYCH IYBCTBHTENEH KbM XOPMOHANHA
Tepanua KapiuuHoM Ha npocTataTta (mHSPC) npu ph3pacTHH MBXke B KOMOMHALMA ¢ AHIPOreH-
AenpHealioHHa Tepanug (ADT) (Bx. Toqxa 5.1)

® JicYCHHE HA METACTATHYCH PE3HCTEHTEH HA KAacTpallud KapluHHoM Ha npoctatata (mCRPC) npu
BB3PACTHH MBKe, KOHTO ¢a (€3 CHMATOMH HIIH C JIEKH CUMIITOMH Cl€] HEeyCnellHa aHAporeH-
ACTMPHBALIEOHHA TEPaldA, IPH KOHTC BCe OlUe HAMa KIIHHAYHE MIOKA3AHUA 33 XHMHOT
TOo4Ka 5.1).

* nevenue Ha MCRPC npy Be3pacTHH MBike, YHETO 3a60NsBAHE € IPOrPECHPATIO
cliell Aonerakcen-6azupaHa XHMHOTEpanH.
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4.2 lo3HpoBKa H BAYHH HA NPHIOKEHHE
To3u nexaperBen NpoAYKT TpaGBa fa Ce NPeANHCBa 0T NOAXONAIN MEAHIHHCKH CIIEIHATHCT.

O3HPOBKA
IIpenopbunTennara ao3a e 1000 mg (ueTupn TabreTkd no 250 mg) KaTo eAHAHYHA AHEBHA 1034, KOATO
He TpAGBa /ia ce NpHeMa ¢ XpaHa (BX. N0-1ouy ,,Hawn ra npunoxenue™). IpueManeTo Ha TabIeTKHTE C
XpaHa NOBHINABA CHCTEMHATA €KCNO3MIMA Ha abuparepon (Bxk. Touku 4.5 1 5.2).

Ho3upoexa na npeoru3os wiu npeoHusonoH
[lpn mHSPC, ABUPATEPOH CTAJIA ce fipunara ¢ 5 mg npeAHH30H HITH IPEIHA3000H JHEBHO.
[Ipu mCRPC, ABHPATEPOH CTAJIA ce npunara ¢ 10 mg npeHH30H WIIH IPEIHA30X0H JHEBHO.

MennkameHTo3HATa KaCTpalis ¢ aHANOT HA XOPMOH, 0CBOGOMIaBaNl iy TeHHn3upatnns xopmon (LHRH)
TpAGBa Aja IPOABIKH 110 BPEMe HA JIEHEHHETO IIPH NAUMEHTH, KOUTO HE C2 ONEPATHBHO KACTPHPAHH.

IIpenopwvuumenno npocrednsare

CepymuuTe TpancamMuHa3u Tpa6Ba 12 ce H3MEPBAT NPEH HAYATOTO HA JISYEHHETO, HA BCEKH 2 CEAMHLM
npes TBPBATE TPH MECELA OT JIEHEHHETO H CJIEA TOBA BEAHBK MecevHo. KpbBHOTO HanATaHe, CepyMHHAT
KM ¥ 3aABPKaHETO Ha TEYHOCTH TpAOBa a ce cnenaT exxeMeceyHo. Bhipexn ToBa, MALMEHTHTE ChC
3HAYHTEAEH PUCK OT 3aCTOHHA ChpASUHA HEAOCTATLYHOCT, TPA0BA Na Ce MPOCNEAABAT HA BCEKH 2
CCAMHLM fipe3 ThPBATE TPH MeceLa OT NEYCHHETO H BEJHEX MeceqHo cliel] ToRa. (BXK. TovKa 4.4).

IIpy namyeHTH Che ChINECTBYBAINA XHIOKAMEMHS KR TAKHBA, PA3BHIIA XHIIOKATHEMHA TI0 BPEME Ha
neyennero ¢be ABUPATEPOH CTAJTA, TpaGea na ce 0OMHCIH NOAbRKaHe HA HUBO HA Kaunu# = 4,0
mM. Tipi nanuenTH, pasBuny cTeneH Ha TOKCHYHOCT > 3, BKIIIOYMTENHO XHIIEPTOHHS, XHIOKAIHEMH,
€EM H JAPYTH HEeMHUHEPAKOPTHKOMIHH TOKCHYHH eheKTH, NeUeHHeTo TpAOka aa Gbae npeKsCHATO K Ja
Ce NPHIIOKAT NOAXOANIEN MEAHIHHCKH Mepky. JleueHnero cxe ABUPATEPQOH CTARA He TpaGpa na ce
BB30OHOBABA, ZOKATO CHMIITOMHTE HA TOKCHYHOCT HE JOCTHTHAT CTeleH 1 MiM H3X0AHO HHBO, B crywaii
Ha nponycHaTa aHeBHa A03a ABHPATEPOH CTAJTA, npeAHH30H MM IIPEAHAZONOH, 1e4eHHETo TpabBa
Aa IpOABJDKH Ha CNIE/ABAINKA jieH ¢ o0H4aiiHaTa AHSBHa 1034,

Xenamomoxcyunocm

Ilpy mauneHTH, pa3BriN XEMATOTOKCHIHOCT NO BpeMe Ha NieYeHHeTO (aIaHuH aMuHoTpaHcdepa3aTa
{ALAT] mnu acnaprar amuHoTpancdepasata [ASAT] ce yBenu4apat nosede OT 5 MbTH HaJ ropHaTa
rpanuua Ha HopMara [ULN]), Tepanusta Tpa6sa HezabaBHo 1a ce mpekbeHe (Bk. Touka 4.4). Crent
Bb3CTAHOBABAHE HAa H3XOAHHTE CTOHHOCTH Ka uepHOAPOoOHHTE PYHKIHOHANHY MOKA3ATENH Ha NAUMEHTA,
NEYCHAETO MOKE 1A C€ MIOJHOBH C HaMasieHa no3a oT 500 mg (npe Tabnerxkn) BeaHbxK AHEBHO. [TpH
NAHEHTH, HPOBEHKAAIIN NOBTOPHO JICUSHHE, CEPyMHHTE TPAHCAMHHA3H TP40Ba fa ce npocneqaBarT
MBEHMYM Ha BceKH 2 CEAMHIH 3a 3 Mecena, clies] KOSTd BeHBX MECeYHOo, AKO XelMATOTOKCHYHOCTEA e
MOBTOPH NPH HamaleHa 1034 o1 500 mg nHeBHO, NeueHneTo TpabBa Aa ce MPeKpaTH.

AKoO NTAHEHTHTE pa3sBHAT TEXKa XeNaToTokcuuHocT (yBemayenne Ha ALAT unn ASAT ¢ 20 nn
ULN) no Bcsiko BpeMe Ha TEPanHATa, TepannaTa TpaOBa Aa ce cnpe U Nan#eHTHTE He TPAOB
AeKyBaT IOBTOPHO.




Yeproopobro yspesxcoane
He ce nanara npoMsaHa Ha 103aTa NPH NaLMEHTH ¢ NPEXIIECTBAINO €K YepHoapobHo yBpexaane, Child-
Pugh Knac A.

Ilpn ymepeno qepHoapobro yepexaane (Child-Pugh Kaac B) e noxa3ano, 4e cHcTeMHaTa eKCIO3HIHA HA
abupaTepoH ce yBenHvaBa OKOJIO YETHPH IIBTH, ClIef eAHOKPAaTHH Nepopainy Aok ot 1000 mg
abupareponos anetar (Bx. Touka 5.2). HaMa nannu 33 KiuHiyHaTa 6e30nacHoCT H eHKACHOCT Ha
MHOTOKPATHH 103H aDHpPAaTEPOHOB ALETAT, IPHIATAHH TIPH MALHEHTH C YMEePeHO HIH TEXKKO YEPHOAPOGHO
yepexnane (Child-Pugh Knac B nnu C). KopurupaseTo Ha no3arta He MOke Aa Objie mpeaBHAEHO.
Usnonspanero Ha ABUPATEPOH CTAJIATps6Ba BHUMaTETHO [a C€ OLEHABA IIPH MALHEHTH ¢ YMEPEHO
4epHONPOGHO YBpexK/iaHe, IIPH KOUTO MON3aTa ACHO TPAGBA 12 HATXBLPIA BE3MOXHHA PHCK (BX. TOYKH
4.2 n 5.2). ABHPATEPOH CTAJTAne Tpa6Ba Ja ce M3NOA3BA NPH NALFEHTH C TEXKO YepHOAPOOHO
YBpekaHe (BX. ToukH 4.3, 4.4 u 5.2).

bvbpeuno yapexcoane

He ce nanara npomsHa Ha 103aTa OpH NauMeHTH ¢ 6b6peuno yepexnane (Bx. Touka 5.2), Jinncea, obaue,
KJIHHHY4EH ONHT TNIPH MallHeHTH ¢ pak Ha NPoCcTaTara K Texko Owlpeuto yspexgane. Ilpu Tesu nauvenTu
ce npenophuBa IIOBHILIEHO BEMMaHKe (BXK. Touka 4.4).

Heouampuyna nonyrayus
Hsma croteeTHO npunoxenue Ha ABUPATEPOH CTAJIA npyu neAHaTpiyHAaTa IOy TALHA.

Hauwn Ha npunoxenne

ABHPATEPOH CTAJIA e 3a nepopaiHo npuaoxeHye.

TabneTxure Tpabra fa ce NpHeMaT NOHE eAHH Yac NPEAN WIH Hal-MaJKO ABA Yaca CJel XpaHeHe,
Tabnerxute TpaGBa Aa ce ruATAT HENH C BOAA.

4.3 IIpoTHEONOKA3AHHS

- CBPBXIYBCTBHTENHOCT KBM SKTHBHOTO BEIIECTBO HIH KbM HAKGE OT IOMOLIHATE BEMECTBa H3OPOECHH B
TO9Ka 6.1;

- Xenn, KOHTO ca GpeMEHHN HIIH € BE3MOXHO A3 ca 6peMeHHH (BX. TouKa 4.6);

- Texxo yeproapobuo yspexnane [Child-Pugh Knac C (Bx. Touxu 4.2, 4.4 1 5.2)];

- ABMPATEPOH CTAJIA ¢ npenuu3oH WK HpeJHH30JIOH € IPOTHBONOKa3aH B koMbunauua ¢ Ra-223,

4.4 CoenuaNgH NpeIynpexAeHUN ¥ OPeANa3HE MEPKE NPA ynoTpesa

XHNEPTOHHS, XUIOKATHEMHS, 3aXbDKAHE HA TEIHOCTH H CHPAEYHA HEAOCTATHYHOCT NOPANH HIIUIINBX Ha
MHHEPaRKOPTHKOHIH
ABHPATEPOH CTAJIA MoXe 1a Nnpeau3BHKa XHTIEPTOHYA, XHTIOKATHEMHS H 3aTbpKaHe HA TEYHOCTH

(Bx. Touka 4.8) kKaTo CNEACTBHE OT NOBHUICHUTE HUBA HA MEHEPAJIKOPTHKOMAMTE B PE3yNTaT HA

HHxu6upanero Ha CYP17 (Bk. Touka 5.1). ExHoBpeMEHHOTO IPHIOKEHHE Ha KOPTHKOCTEPOH/ [IOTHCKA
CTHMYJIHPAHETO Ha anpeHoKOpTHKOTponHHA XopMoH (ACTH), xoeTo Boan 10 HAMaNsBase Ha HECTOTATa
H TeXXecTTa Ha Te3H HexeNaHH peaxnuy. HeoOxonumo e mopumeHo BHUMaHHE NIPH NEYCHHETO
NayHeHTH, YHHTO OCHOBHA 3a00/IABaHIA MOske Aa ObAAT BAOLIEHH NPH NOBHIABAHRE HA
Hansirase, XUNoKaTHeMHs (HallpiMep MPHEMAIH ChPJAEHHH IMHKO3HIH) WiIH 3aIbpKaH
(HapUMep NalHeHTH ChC ChPAEYHA HEAOCTATHLYHOCT, TeXKKA WK HecTabMIIHA CTEHO




IpeKapal HHGAPKT Ha MHOKAP/A HIH BEHTPHKYIAPHA 8DUTMHAR H TAUHCHTH ¢ TEXKO 6BEpeHHO
yBpeKkaaHe).

ABHUPATEPOH CTAJIA Tpa6Ba na ce npunara mpeanasiupo [Ipk NALHEHTH ¢ aHAMHe3a 34 ChPACIHO-
cp20BO 3abongBane. Ilpoyusannrta ®asa Il nposeaenu chic ABUPATEPOH CTAJIA uskmovBar
NalHEeRTH C HEKOHTPOJIHPAaHa XMITEPTOHHA, KIIMHNYHO 3HAYMMO ChpAeYHO 3ab01BaHe, MPOABEHO KATO
HH(APKT Ha MAOKAPAa MIH CITy4aH Ha apTepHanna TpoM603a pes mocneHATe 6 Mecella, Texkka HIH
HecTalHIHA CTEHOKApANS, HIH ChpAeyHa HenocTarbuHocT Knac Il unn IV ciopen Hioliopkekara
kapanronoruyha aconnauns (New York Heart Association, NYHA) (npoyusare 301) nmi chpnevna
HenoctarsuHocT Kitac 11 no Knac IV (npoyuBanua 3011 u 302), wiu H3mepena Gppakiys Ha H3TAaCKBaHe
< 50%. B mpoyusanns 3011 i 302 ca u3KI04eHH NAUMERTH C IPEACHPAHO MBAICHE HIH APYTra ChpIeYHa
apHTMHA, H3ACKBAINA JiedeHne. be3onacHOCTTa IPH NaHEHTH © TeBOKaMepHa (pakuuA Ha H3TNacKBaHe
(LVEF) < 50% unu cuprequna wenoctarsuHoct Kiac I uau Knac IV mo NYHA (a npoyusasne 301) nin
ChpneuHa HepocTarbusocT Knac I ao Knac IV no NYHA (B npoyusasnng 3011 1 302) He e ycTaHoBeHa
(ex. Touku 4.8 u 5.1).

Ilpean nevenHe Ha NaUHEHTH CHC 3HAYATENIEH PHCK 34 3aCTOHHA CHPAEYHA HEAOCTATHYROCT (HaNp,
aHaMHE3a 3a ChpASYHA KeOCTATHHHOCT, HEKOHTPONHpaHa XHOepTOHHSA HITH CHEpASHHH CHOHTHS KaTo
HanpHMep HCXeMHYHa bonecT Ha chpleTo), Tpabea Aa ce ofGMHCIH [TOdyYaBaHEToO Ha OLEHKa Ha
{yHKumaATa Ha CEpLETO (Hanp. exokapauorpadus). [Ipeau neuenne cee ABHPATEPOH CTAJIA
ChpACYHATA HENOCTATHYHOCT TpAGBa 1a C¢ NeKyBa H ChPAEYHATA AeHHOCT A Ce ONTHMH3HDA.
XHIIEPTOHHATA, XHITOKAIHEMHATA H 3aTBPKAHETO HA TEIHOCTH TpsGBa Aa ce KOPHIHPAT H KOHTPOTHPAT.
[lo BpeMe Ha NeYeHHeTO KPBBHOTO HAIAraHE, CEPYMHHST KAIMH, 38IbPKAHETO HA TeUHOCTH {[I0KaYBaHe
Ha TernoTo, nepudepen eaeM), ¥ ApyTd NPU3HALHA U CHMITOMH Ha 32CTOANA ChPAEHHA HEAOCTATHYHOCT
Tps6Ba /1a ce IPOCNERABAT Ha BCEkH 2 CeOMHUIH 33 3 MECERa, C1e/ TOBA BEAHEX MECEYHO H OTKNOHEHHATA
na ce kopurupar. Habmonaea ce yrpmxapane na QT unTEpBana NpH NAUMEHTH, CTPAJAILH OT
XHIIOKATHEMHA, CBbp3ana ¢ neuenneTo ¢ ABUPATEPOH CTAJMTA. TpaGea fa ce HanpasH OHeHKa Ha
chpreYHarTa AeHHOCT, KOTaTo € KIHHHYHO NOKa3aHo0, A4 CE OMpEeNd aJeKBATHA TEPANHd H Aa ce
obMHCIH NpexpaTaBaHe Ha TOBA NeyYeHHe B Clyyall Ha KIIMHHYHO 3HAYHMO OTC1abBaHe Ha CHPACYHATA
AeHHOCT (Bk. ToMKA 4.2).

XeNaTOTOKCHYHOCT H 4epHoApo0HO YBpeXAaHe

B xoHTponupany KIHHHYHH POYYBaHUA CE HabmoOnaea H3paseHo TOBHIIEHHE HA YepHONPOOHHTE
€H3HMH, BOMIEMOC A0 IPEKHCBAHE Ha JISYEHHETO WK NPOMAHA Ha Ao3aTa (Bx. Touka 4.8). Huparta na
CePYMHHTE TPAHCAMHHA3H TPAOBa Na ce M3MEPAT MpPeH HAYalOTO Ha IEYEHHETO, HA BCEKH 2 CEAMHIIM
npe3 MBPBHTE 3 MECELA OT JIEYEHHETO, H CIIEX TOBA BEAHBXK MECEUHO. AKO CE Pa3BHST KITHHHYHH
CHMATOMH HJIH [IPH3HALIH, OKA3BAIH XENaTOTOKCHYHOCT, CepyMHHTE TPAHCAMHHA3H TpA0OBa Aa ce
u3MepsT He3abarHO. Ako B ageH MoMeHT ALAT wunu ASAT ce yeenuyat noseue ot 5 meti Hag ULN,
neyeHneTo TpabBa He3a0aBHO Ja e NpeKkCHe, a uepHoApoGHaTa GyHKIHA TpAORA Aa ce ciieH OT6IH30.
JleyeHHETO Ce MOAHOBABA NIPH BB3CTAHOBABAHE HA M3XOAHHTE CTOHHOCTH Ha YepHOApOOHHTE
¢yHKIMOHANHY NIOKa3aTeNH Ha NalMeHTa H IPH HaMaleHa qo3a (BX. Touka 4.2).

B cnywvali ye nauneHTHTE Pa3sBHAT TeXKa XeNATOTOKCHMHOCT (yBemnvenne Ha ALAT unn ASAT ¢ 2

€€ JIEKyBaT [IOBTOPHO.



[TauneHTy ¢ aKTHBEH HITH CHMITOMATHYEH BHPYCEH XEMATHT Ca H3KIIOUYEHH OT KITHHHYHHTE NPOYYBAHHA;
TIopajy Ta3H NPHYMHA JHACBAT JaHud 3a ynotpebata Ha ABHPATEPOH CTAJIA npu Ta3u TOMyAalys.

Hama panuu 3a knunwusata 6e30nachocT ¥ ehHKECHOCT NPH MHOTOKPATHH J03H aDHpaTEpOHOB aleTar,
KOTaro ce NpHiIara npy MauHeHTH ¢ YMePEHO HITH TEXKO 4epHoApoOHO yRpexnane (Child- Pugh knac B
i C). Usnonspanero ha ABUPATEPOH CTAJIA Tpsa6Ba BHAMATEIHO Aa C€ OLICHABA NPH NaLHEeHTH ¢
YMEpEeHO YEpHOAPOOHO YBpeXkaHe, IPH KOUTO NONI3aTa ScHO TPA0Ba a HANXBEPIA BB3MOXKHHA PHCK
(B, ToukH 4.2 1 5.2). ABHPATEPOH CTA/IA He Tps0Ba Aa c€ H3N0I13Ba NPH NAUHEHTH C TEXKO
4epHOAPoOHO yBpexkaHe (Bx. Touku 4.2, 4.3 1 5.2).

Wma peskn mocTMapKETHHIOBH CHOBLIEHHS 38 OCTPa YepHOAPobHA HEAOCTATEYHOCT M Y IMHHAHTEH
XEMaTHT, HAKOH ¢ AeTANeH H3XoJ (BXK. TouKa 4.8).

CIIHQ&HE HA MpHEMa Ha KOPTHKOCTEPOHAH W MEPKH HPH CTPECOBH CHTYAUHH

ITpenopp4sa ce NOBHMICHO BHUMAHHKE H IPOCIEAABARE 32 afPeHOKOPTHKATHA HEJIOCTATLYHOCT, B CiTyqaii
4¢ Ha NARHMEHTHTE € CIPAH IIPHEMDBT Ha ITPEIHH30H WK NpeHKH30N0H. Axo npueMbT Ha ABUPATEPOH
CTAJZIA npoaB/EKH Cllef] CTUPAaHETO Ha KOPTHKOCTEPOHINTE, MAUMEHTHTe TpabBa fa ce Habmonasar 3a
N0ABa HA CHMIITOMH HA MHHEPAIKOPTHKOMAEH M3THIIBK (BK. uH(popmaiuaTa no-rope). [Ipn nauneHTH Ha
[IpeJHH30H HITH NPESAHHIONO0H, KOHTO ¢a MOJIOAeHH HAa Heo0K4aeH CTpec, € NOKA3aNo NOBUINABANE Ha
7103aTa Ha KOPTUKOCTEPOHIKTE MPEAH, IO BpeMe Ha U Clie]] CTPECOBaTa CHTYAIHs,

KocTHa nasTHOCT

HamansBaHe Ha KOCTHATA MYETHOCT MOXE 1A C€ NOSBH NPH MBXKE C METACTATHYEH HANPEAHAI KAPUHHOM
Ha npocTarara, Hanonspanero s2a ABUPATEPOH CTAJIA B KoMGHRALIMA ¢ IIOKOKOPTHKOHIIH MOXE Ja
YBEJIHYH TO3H eeKT.

II IHA VI HA KETOKDRA30JI
ITo-HHUCKa cTeneH Ha OTIOBOP MOXE Ja C& O4aKBa IPH MAlIUEHTH, ICKYBaHH NTPe/IH TOBA ¢ KETOKOHA30/ 33
KapHHHOM HA IIpOCTaTaTA.

XunepriaukeMus
TTpHITOKEHHETO HA IIOKOKOPTHKOMAN MOKE 11a IOBHIIH XHITEPrIIHKEMHSITA, 3aT0Ba HHBOTO Ha KPhBHATa

3axap Tpa6Ba 4ecTo Ja ce NpociesBa NpPH NALHEHTH ¢ Auaber.

XanornukeMas

Crobiarann ca cnyyau Ha xunornukemus, koraro ABHPATEPOH CTAJIA mmoc
H]Je,[[HH30H/HpC.I[HH3OJ’lOH Ce IIpHIarar NPH MALHESHTH, KOHTO BEYE Ca HMalH nuaﬁe’r, nojy4daBaliH
NHOTJINTA30H M penarnuHuA (BX. Touka 4.5); cnenoBarenno, kpbBHaTa 3axap TpabBa Aa ce HabnoAaBa
[IPH MALMEHTH ¢ auader.

¥Yno a IpPH XHMHOTEpanug
BesonacHocTra H eHKaCHOCTTA HA eAHOBPEMEHHOTO Npunokenne Ha ABUPATEPOH CTAJIA ¢
UHTOTOKCHYHA XHMHOTEPAIHA HE ¢a YCTaHOBEHH (Bi. Touka 5.1).

HenonocumMocT kbM MOMOMIHMTE BEIIECTRA
To3u nexapcTBeH NPOAYKT CHALpPXKA akTo3a. [lalHeHTH ¢ peaKH HACAEACTBEHH 3360

ranaxkTo3Ha HEMOHOCHMOCT, Lapp JIAKTA3€H ,uedmum HJIH INTOKO30-TAJIaKTO3Ha Masnal



Aa IpHEMAT TOBa JiekapcTeo. To3H nexapcTBEH MPOAYKT ChHINO TAKA ChABPXa nosede oT 1 mmol (wnn
27,2 mg) HaTpuii Ba A03a ot YeTHpH Tabnetku. TpsabBa Aa ce MMa MpeIBH TIPH IALHEHTH HA JHETA C
KOHTPORHPAH MPUeM HA HATpHIL,

{loTeHIIHATHY PHCKOBE
AHeMHs H ceKcyanHa AHCHYHKIMA MOKe Aa Ce TIOABAT NPH MBbXE C METACTATMYEH KApIMHOM Ha

npocTarara, BK/IKMHTEIHO IPH Te3H, KOHTO ¢a MOMTOXKEHH Ha neueHre csc ABUPATEPOH CTAJTA.

mem BbpPXY CKEAETHATA MYCKVYIIATYpa

Cpobwasar ce crydyan Ha MuoTIaTHS M pabIOMHONN3A TIpH NAHEHTH, NekyBaHn ¢bc ABUPATEPOH
CTAJIA. B nopeueto ciyqan Te ¢a ce pasBHIIH B PAMKHTE HA IHPBUTE 6 MECEHa OT JIEYCHHETO U ca
OTWIYMENH cnef npeycranosaeaHe npueMa ha ABHPATEPOH CTAJIA, Ipenopeusa ¢e NOBHIICHO
EHHMAHHE IPH [IALMEHTH, JIEKYBaBK eJHOBPEMEHHO ¢ IEKapCTBEHH NPOIYKTH, 33 KOHTO € H3BECTHO, Ue ¢a
CBBbP3aHH ¢ MHOMATHA/ pabaoMHOIH3A,

BSRHMOQCﬂCTBHH C JIPYTH NEKAPCTBEHH IPDOIYKTH

IIpunoxenneTo Ha cuiHu HHAYKTOpH Ha CYP3A4 Tpabea jia ce H364r'Ba N0 BpeMe Ha JE4EHHETO, OCBEH
aKo HAMA Apyra TepaneBTHYHA anTepHATHBa, OPAJH PHCK OT HAMANeHA eKCMO3HIHA Ha abHpaTepoH (Bik.
Touka 4.5).

Kombunupane Ha abupatepon 1 NpeAHH30H/MPeNHA30M0H ¢ Ra-223

Jlegenuero ¢ abrpaTepoH U NpeIHA30H/NPEAHA3ONO0H B KoMOHHAIHA ¢ Ra-223 e mpoTHBOMOKA3AHO (BXK.
To4ka 4.3) N0pajn NoBUIIEH PHCK OT (PPAKTYPH H TEHAEHIHA KbM MOBHIIEHA CMBPTHOCT [IPH MALHEHTH C
KaplMHOM Ha OpOCTATATa, KOHTO Ca ACHMITTOMATHYHHE WIH C JIEKH CHMITTOMH, KaKTO € HafnioaBaso B
KIMHHYHHTE H3THTBAHHA,

[Ipenopwusa ce mocienBanoTo nevenue ¢ Ra-223 aa He 3anousa NoHe 5 JHH chel NOCISAHOTO
npunoxenne Ha ABUPATEPOH CTAJIA B koMBHHALHS ¢ MPe/IHK3OH/NPETHU30NOH.

4.5 BsanmosielicTBHE ¢ APYrH JEKAPCTBEHH NPOTYKTA H APYTH (OPMH Ha B3aRMOAeHCTEHE

¢KT Ha XpaHaTa BEPXY abHpaTepoOHOB aHEeTaT
Ilpunoxenuero ¢ XxpaHa 3HAUHTENHO NOBHLIABA aGcopbunaTa Ha aGHPaTepOHOB alleTar.
Eduracuoctrra n Ge30nacHOCTTa, KOraTo € IPHET ¢ XpaKa, He ca YCTAHOBEHH, 33TOBA TO3H JIEKApCTBEH
MpoAyKT He TpAbBa Aa ce mpHema ¢ Xpaua (Bx. Touxn 4.2 1 5.2).

BaanMonelicTBiA ¢ APYTH neKapCTREHNA ODOAYKTH

Tomenyuan na Opyeu nexapcmeenu npodykmu da noGIUARM eXCHOUYUUME HA abUPaMepPoH

B nposeaeno KIMHHYHO Npoy4BaHe Ha GapMakOKHHETHYHHTE B3aHMOEHCTBHA TIPH 3APABH JOGPOROILH,
NICKYBaHH TIPEJH TOBA CbC CHIHHA HHAYKTOD Ha CYP3A4 pudammanme 600 mg 1HeBHO B IPOABLIKEHHE
Ha 6 IHK, CIe/l KoeTo ¢ eIHHHYHA J03a abupaTepoHoB auetar 1 000 mg, cpenHata naasmeHa AUC oo Ha
abHpaTepoH ce e NoHXKHARA ¢ 55%.

I[IpunoxeHreTo Ha cunuy HAAYKTOpH Ha CYP3A4 (Hanp. denntors, kapbamasenut, padami
pudalyTin, pudanentnn, derodapOuran, kbt kanTapuon [Hypericum perforatum}) mo
nedeHHeTo TpAOea 1a ce u36Area, OCBEH aKO HAMA TEPANeBTHYHA ANITEPHATHBA.




B otaenuo kirnugHO MpoyuBaHe Ha (apMaKOKHHETHUHHATE B3aUMOAEHCTBHS, pOBEACHO NPH 3ApaBH
ROGPOBONLIK, €/IHOBPEMEHHOTO NIPHJIOKEHHE Ha KETOKOHA30I, CHIIEH maxHouTop Ha CYP3A4d, ne e
0Ka3aJIo KNHHHYHO 3HAYHM edekT BbpXY hapMakokdHETHKATa Ha abHpaTepoH.

[lomenyuan na abupamepoy 0a noanuse excrosuyuume Ha Opyzu eKapCmeen npeoyKkmu

AGupaTepoH e HHXHOHTOp Ha YePHOAPOOHUTE NeKapcTBo-MeTabomusnpaiy exsumu CYP2D6 u CYP2CS.
B npoyusane Ha edextuTe Ha abrpaTepoHOB aneTarT (B KOMGHHALMA C NPSIHA30H) BBPXY €AMHHUHA A03a
CYP2D6 cyberpar nexctpoMeropdan, cuctemuaTa excrosnuus (AUC) Ha JeKCTpoMeTopdan ce
noeHmIaBa NpuGansutenno 2,9 nbta. AUC,4 Ha nekeTpopdan, aKTHBHEA MeTa60HT Ha
AekcTpomeTopdan, ce noBHmasa nMpubIusATENHO ¢ 33%.

IIpenopbyBa ce NOBHIIEHO BHUMAHKE, KOTATO C& PHIATA C NEKAPCTBEHH NIPOAYKTH, KOHTO C¢ AKTHEUDAT
HiH Metabonusupar o1 CYP2D6 u no-cnelranHo NeKApCTBEHH POAYKTH C TEceH TEPANEBTHYEH HHASKC,
Tpabea na ce o6MucIM HaMansBane Ha A03aTa HA JIEKapCTBATA ¢ TECEH TEpaneBTHYEH HHAEKC,
MeTaGonusupann or CYP2D6. MpuMepu 3a nexapcTBenH NpoayKTH, MeTaBonusupauu or CYP2D6,
BRIIIOYBAT METONMPOIION, IPOTIPAHONON, ACIHNPAMHA, BeH/1adakCHH, XaNOoNepU A0, PHCIIEPHIOH,
nponadeHoH, GeKauHn], KOACHH, OKCHKOAOH H TPAMaIoIl (mMoCTIeIHKUTE TPH JIEKapCTBEHH MPOLYKTA Ce
HyxpaaT ot CYP2D6 3a obpasysane Ha akTHBHUTE UM 06e36018BaNIH MeTabonuTH).

B npoyusane c CYP2C8 Ha JIEKapCTBEHH B3auMOACHCTRHA Npi 3apasi HHEAnBHAH, AUC Ha nuornuTazon
¢ nosHIueHa ¢ 46%, a AUC Ha M-1Il u M-IV, akTHBHHTE MeTaGONMTH HA MIHOTIMTA30H, € IOHIKEHa ¢ 10
10%, xoraTo nHOrMHTA30H Ce npmiara 3aeHO ¢ eZUAMHHA A03a 1000 mg abHpaTEepOHOB ALIETAT.
INannentuTe Tpabea 1a GbAaT HAGMIODABAHY 33 NpU3HALM Ha TOKCHYHOCT, CBBP3aHH ChC CyDOCTPAT Ha
CYP2C8 ¢ Tecen TepaneBTHYEH HHAEKC, KO CE H3MON3BAT eHOBpeMeHHO. [IpaMepH 3a JTekapcTBeHH
nmpoayKTh, Metabonusupann or CYP2CS, skmousaT MHOTIATA30H W penaridHui (BXK. Touka 4.4).

In vitro ocHoBHATE MeTabonuTn abipateponos cyndar n N-oxcua abHpaTeponoB cymndar HEXHOApAT
TpaHCTIOpTepa Ha 4epHoApodHoTo 3axBamane OATP1B1 u xaTo cneAcTBHE MOrar Aa ce NOBHILAT
KOBLCHTPAHHHTE HA NNEKaPCTBEHATE NPOJYKTH, KONTO ce eMuMuHupar upes QOATP1B1, Hama HanuyHl
KIWHHTHH JaHHH, NOTBEPKIABALIH B3AHMOACHCTBHETO, OCHOBABAILO C& HA TPAHCIOPTEpA.

IIpunodicenue c npodyxmu, 3a xoumo e uzeecmuo, e yovascasam QT unmepsana

Twii KaTo NEUEHHETO C AHAPOTEH-ACTIPHBALMOHHA Tepanud Moxe 1a yaeokn QT nHETepBana, ce
Npenopbiea NOBHIICHO BHAMaHKe Npy npunaraie Ha ABHPATEPOH CTAJIA ¢ lekapcTBeHH NpOAyKTH,
yapmkasamu QT nHTepBana, HIH NeKapCTBEHH NPOAYKTH, KOHTO MOTaT Ja NPeH3BHKaT torsades de
pointes, karo knac IA (T.¢ XuHuzuH, AusonEpaMuI) win kiac 111 (Hanp. aMHOAapoH, COTaNoI,
RoteTrnuA, HOYTHTH/) AHTHAPHTMMUYHH JIEKAPCTREHH NPOAYKTH, METAOH, MOKCHONOKCALIHH,
AHTHUNCHXOTHLH H T.H.

Ilpunoxcenue cve cnuponoraxmon

CNHpOHONAKTOH c& CBbP3Ba C aHAPOrCHHUTE PEIIETTOPH H MOXe A2 IIOBHIUM HHBATA HA
npoctaTHOCIeNHdrunns anThren (PSA). [Ipunoxenuero chc ABHPATEPOH CTAJIA He ce
npenope4Ba (Bx. Touka 5.1),

4.6 DepTaanrer, GpeMenHoCT B KbEpMeHe

JKenu ¢ feTepojen noTeHUHAN




Hsima nanuu 32 ynotpe6ata sta ABHPATEPOH CTAJIA npu GpeMeHHH XeHH M TO3H IEKapCTBEH
NPOAYKT HE € NPeAHa3HaYeH 32 ynoTpeba MpH XeHH ¢ JETEPOJEeH MOTEHIHAL.

Kou en H MEBAKE H KEHH

He e n3specTro aann abHparepoH wiu HErOBHTE MeTAGONHTH NPHCHCTBAT B CEMEHHATA TEHHOCT.
Ynotpe6ara Ha Npe3epBaTHB € 3ab/DKATENHA, KO MALHEATHT MMa CEKCYAJICH KOHTAKT ¢ GpeMEHHA JeHa.
AKO MALHEHTHT Ma CEKCYANEH KOHTAKT C XEHa ¢ ACTEPOIeH TOTEHIHAN, MPE3CPBATHRBT &
3aIBIKHTEIIEH 33€/IHO C omme enuH eeKTHBEH MeTO/ 38 KoHTpauenuus. IlpoydsannsTa npu KUBOTHH
MOKa3BaT PENPOAYKTHBHA TOKCHYHOCT (BXK. ToukKa 5.3).

Epemennocr
ABUPATEPOH CTAJIA Be ce ynotpebaBa IpH *eHH K € TPOTHBONOKA3AH NPH XEHH, KOHTO ca

OpemeHHH HIH € BB3MOXKHO 13 ca GpeMeHHH (Bx. Touku 4.3 1 5.3).

Kxpmene
ABHUPATEPOH CTAJIA He e npenuasnageH 3a ynoTpeba NpH skeHH.

DepranTET

AGuparepoH NOBTHARA PEPTHNHUTETA IPH MBXKKH 1 SKEHCKH IUTBXOBE, HO Te3H e)eKTH Ca HalThITHO
oOparumu (Bx. Touka 5.3).

4.7 Edextu BLpxy cnocoSB0cTTA 33 modHpane B paboTa ¢ MAIIHKS

ABWPATEPOH CTAJIAHe nopinsBa #H OBIHABA IPEHEGPEXHMO CTIOCOGHOCTTA 34 NIO(HpPaHE H
paboTa ¢ MallHHH.

4.8 HexxelaHE NeKAPCTBEHH peaKNAH

OGobienne Ha npodnaa Ha GezomacHocT
Hpy anamms na nexenannre peakuun B xomburnpann npoyupanns ®asa 111 coc ABUPATEPOH CTAJIA

HEXeMaHHTE PeakimH, HabMoAasanu ipH > 10% oT nalHeHTHTe, Ca NEPHGEPEH eieM, XHTIOKATHEMHS,
XHIIEPTOHHA, HHPEKIMA Ha MAKOUHHTE TBTHLIA H MOBHIIEHA CTORHOCT HA AJaHHH aMHHOTpaHchepasaTa
H/uIH mOBHIIEHA CTOHHOCT Ha aciapTaT aMHHoTpaHcepasara.

J\pyrH BaxKHH HeXENaHU Peakliy BKIOUBAT ChPAEHH HapyIEHHS, XEIATOTOKCHYHOCT, (JPaKTyYPH H
aJICprHY¢H AIBESONHT.

ABHPATEPOH CTAJIA moxe 1a NpeAH3BHka XMOCPTOHHA, XHNOKATHEMHA H 3aIbPKaHe Ha TEYHOCTH
XaTo (apMaKOAMHaAMKHHO CAENCTBHE OT HETOBHA MEXaHHIBM Ha JeHcTBHE. B nmpoyusanuaTa ®asa 111
OYaKBaHHTE MHHEPANKOPTHKOHIHH HEXEIAHN peaklMH ca HalioAaBaHH No-4eCcTO NPH MANHEHTH,
NeKyBaHH ¢ abHPaTEpPOHOB alleTaT, OTKOAKOTO MPH NALMEHTH, JJEKYBaHH ¢ nianefo: XHIoKaHeMAs —
18% cpewty 8%, xunepronna 22% cpenty 16% u peclieKTHBHO, 3aIbpXaHe HA TEHHOCTH (mepudepen
eiem) 23% cpemty 17%. Ilpu nmausentH, NeKyBanH ¢ abHPATEpOHOB ALETAT, CIPAMO NAIIMEHTH, JIEKyBaHH
¢ nnauebo, ca Habmonasann: CTCAE (Bepchs 4.0) crenenn 3 u 4 xunoxanuemus npu 6% copamo 1%,
CTCAE (Bepcis 4.0) crenern 3 u 4 xunepronus npa 7% cipamo 5% u creners 3 H 4 3anspikane Ha
TeyHOCTH {nepudeper eJeM) CLoTRETHO NpH 1% cnpamo 1% or nanuenTuTe. Kato nano
MHHEPaIKOPTHKOHAHATE PEAKLHHA MOTAT Ja Ce OBJIAAABAT YCIELIHO C JIEXapCTBa.




ENHOBPEMEHHOTO MPHIIOKERHE HA KOPTHKOCTEPOMAH BOJH 0 HAMANIBAHE HA YECTOTATa H CTENEHTA Ha
TE3H HEXENaHH peakuuu (Bx. Touka 4.4).

TabnWueH cHCEK Ha HEXEJARKRTE PeakiiHHi
B npoy4sanyd npy NalHEHTH ¢ HalpelHal MeTacTaTH4eH KAPLUMHOM Ha IpocTaTara, exysand ¢ LHRH

HJH JeKyBaHH npean ToBa ¢ opxuekToMus, ABHPATEPOH CTAJIA ce npanara B 503a ot 1000 mg
AHEBHO B KOMOHHAIMA ¢ HHCKA N03a NPEAHM30H WAH [IPeJHH300H (WK 5, uny 10 mg AHeBHO B
3aBHCHMOCT OT NOKa3aHUETO).

Hexenannrte peakuns, HabmogaBaHy Mo BpeMe HA KNTHHAYHHTE IPOYYBAHKA M NOCTMAPKETHHIOBHA OIHT,
Ca NPEJICTABEHH MO-A0MY N0 KaTeropya vYectora. KareropiuTe mo 4ecToTa ca onpeAeNieHH, KakTo Clefsa:
MHOTO 4ecTH (= 1/10); yectn (= 1/100 ao < 1/10); negectn (= 1/1 000 no < 1/100), peaku (= 1/10 000 no
< 1/1 000); muore peaxs (< 1/10 000) ¥ ¢ Heu3BeCTHA 4ECTOTA (OT HAIMYHUTE JAHHU HE MOXe Ja 6b1e
HATIpaBEHA OIIEHKA).

I1pu BesKO rpYNHpPaHE MO YECTOTA HEXKENAHHTE JIEKAPCTBEHH PeakLiHH ¢a H30pOeHH B HHU3XOMALL Pef Mo
OTHOMICHHE HA TAXHATA CEPHOZHOCT.

Ta6anua 1: Hexkenann peakunn, Ba61101apand B KTHEAYAA NPOYIBAHAS H 0T
NOCTMAPKeTHHTOBHA ONHT

CrcreMo-opranen Kiuac Hexenana peaknnsi H 9€CTOT)

Hndexunn n uudecranun MHOTO 4¢CTH: HHIeKUHA HA IMKOYHUTE ThTHIA
YECTH: CEeNCHG

Hapyinenus Ha MMYHHETA CHCTEMA C HEH3BECTHA Y€CTOTA: AHAPHIAKTHYHHE Peakiuy

Hapyiienus Aa eHAOKPHHAATA CHCTEMA HedecTH: HaabbOpedHa HEAGCTATHIHOCT

Hapyuienus Ha MeTabonniMa H XpaHeHeTO | MHOTO YECTH: XHIMOKATHEMHA

HEeCTH: XHISPTPHITHLEPHAECMHS

ChprieyHH HapyleHHA 9eCTH: ChPACYHA HENOCTATBMHOCT*, CTEHOKAPANS,
OpeACEPANO MEKAEHEe, TaXHKAPIH

HEYECTH: APYI# apuTMHUN

¢ HeH3BECTHA YecToTa: HH(ApKT Ha MUOKapIa,
yabpkasade Ha QT unrepBana (ex. Touku 4.4 u 4.5)

ChbA0BH HapyIlleHHA MHOTO Y€CTH: XHOEPTOHNA
PecniupaTopHH, IPbAHH H MEIHACTHHANHH | peIKH: ANIEPTHYEH ANBEOJIHT *
HapyIOEHHA
CroMallHO-9peBHE HAPYIICHHA MHOTO 9eCTH: AHapHs
YeCTH: AHCIENCHS
XenaToOuaMapHH HapyllieHHs MHOTO YECTH: MOBHIIIEHA CTOHHOCT Ha alaHHH

amuHoTpaHcthepasaTa W/HUIH NOBHINEHA CTOHHOCT HA
acnaprat aMmuroTpaHc(epasara
penxu: GyIMHHAHTEH XEMATHT, 0CTPa YepHOApoGHa

HEAOCTATBMHOCT
HapymeHuns Ha koXarta H NOAKOKHATA yecTH: oOpHB
THKAH
Hapymienus sa MycKyIHO-CKeIeTHATA HEYECTH: MUOTIATHA, pabAoMHONH3A

CHCTEMa H CLeAMHHTESNIHATA ThKAH

2
Hapymennsa na 0x0pennTe H NHKOYHHTE YECTH: XeMaTypHA %&* giﬂﬂl 10/743\
{7;\

\'M.
THTHIHA ~, et




O61mM HapymeHusa ¥ eeKTH Ha MACTOTO MHOTO YecTH: nepudepen eaem
Ha NPHIIOKEHHE
HapausBauus, oTpaBAHHA W YCIOKHEHNS, | uecTH: paxTypu **
BBb3HHKHAIIH B DE3YIITAT HA HHTCPBCHIHE
* ChplcuHaTa HeJOCTATEYHOCT BK/IIOYBA A 3aCTOHAA CHPACHA HEAOCTATHIHOCT, JIEBOKAMEPHA TMCYHKIMA 1 HAMATIEHA
(Jpaxuma Ha HITIACKBAHE

** @pakTypH BKMOYBA OCTEONOPO3a H BCHAKH (PAKTYPH C H3KUTIOYEHAE Ha NATONOTHIHA (paKTyph

2 CnoHTaHHH CBOGIIEHHS OT NOCTMAPKETHHIOBHA OIHT

6 Ioprmena crolnocT Ha anaHKH AMHEHOTpaHChEpasaTa u/HIK NOBHIEHA cTOHHOCT Ha 4CHAPTAT aMIHOTpaHcdepasaTa BIOYBA
yeonuenre HA ALAT, yeemaenne na ASAT u aSopmua vepHozpoOHa ynKums

Creannre Hexenann peaxupun CTCAE (Bepeus 4.0) crened 3 ce HaGmI0AaBaT MpH NAMEHTH, TEKYBAHH C
abMpaTepOHOB aueTat: Xunoxanuemus 5%; nudeKuus Ha MHKOYHATE MBTHMA 2%; NOBHIIEKa CTOHRHOCT
Ha aNaHHH aMHHOTpascdepasaTa /WM NOBUIIEHA CTORHOCT Ha acTiapTaT amuHoTpaHcdepasara 4%;
xunepronns 6%; paxtypH 2%, nepudepeH eneM, ChpACIHA HEAOCTATBYHOCT H NPEACHPIHO MBXAECHE —
Bcaka 1%. Xuneprpurnuuepunemuss CTCAE (sepcus 4.0) crenen 3 1 cTeROKapANS c& HabimomaBaT nipH <
1% o1 nauMenrute. Mnderxuua Ha nukounnte mytama CTCAE (sepcun 4.0) crenen 4, moBHimeHa
CTOHHOCT Ha AIAHHH aMHHOTpaHCdepasaTa H/WIH MOBHINEHA CTOHHOCT Ha acHapTar
aMHHOTpaHCcdepasaTa, XHIOKATHEMHS, CHPAEYHA HEAOCTATHYHOCT, IPEICHPAHO MBAKJACHE H QPaKTypH ce
Habmonasar npu < 1% OT MayHeHTHTe.

Ilo-ronsiMa 9ecTOTa Ha C/YYAaHTE HA XUIIEPTOHMA M XHIOKANHeMHA ce Hafofiasa [IpH TONYIAHATA OT
NalHEHTH, TYYBECTBUTEHE KbM XOPMOHANIHA Tepanks (npoyusane 3011). Xnneprouns ce Habnoasa npy
36,7% OT nolynauuATa NAIMAEHTH, 9yBCTRATENHH KbM XOPMOHAJIHA Teparus (npoyusaue 3011), B
cpasuenue ¢ 11,8% u 20,2% B npoyuranns 301 u 302. Xunokanuemus ce Habmroaasa npd 20,4% ot
NIOMy NalMATA NANKEHTH, TyBCTBHTCIHE KBM X0pMoHaHa Tepanug (npoy4usane 3011) B cpaBHeHHE ©
19,2% u 14,9% & npoyusanua 301 u 302 .

YecToTara M TeXecTTa Ha HEXKENaHUTE JIEKAPCTBEHH PEAKIHH Ca [I0-BHCOKH IIPH HOAMPYIHTE OT
NalHeHTH ¢ U3X0JeH CKOp 2 3a yHKIHOHAIHO CHCTOAHHE Mo ckanata Ha Matounara koonepaTHena
oHkonoruiHa rpyna (Eastern Cooperative Oncology Group, ECOG), xakTo 1 npH NalKeHTy B CTapuecKa
BE3pact (= 75 years).

Onncanne Ba W3GpaHN HEXENAHH PEaKUHK
Cvpoeuno-cviosu peakyuu

B Ttpute npoyasanns dasa Ill ce H3K104BaT NALHEHTH C HEKOHTPOJIHPAHA XMIIEPTOHHS, KITKHHYHO
3HAYHMO ChpAeYHO 3a001ABaHe, MPOSBEHO KATO HH(PApPKT Ha MAOKApAA HIN Cy4aH Ha apTepHATHA
Tpom603a Mpe3 nocneAHATE 6 Meceta, TEXKa HiIH HecTabMIIHA CTEHOKAp/IHs, HiH CHPACYHA
HegoctarbasocT Kirac HI wma 1V no NYHA (npoyusane 301) umu ¢bpaeuna nenoctarsuroct Kiac IT o
Kuac 1V (npoyusanns 3011 1 302), win H3Mepena ¢ppakuns Ha ustnacksane < 50%. Beuukn skmoyens
NANYEHTH {JIEKyBaHH C aKTHBHOTO BELIECTBO H C [U1ane6o) ca JIeKyBaHH eAHOBPEMEHHO C aHIpPOreH-
JAelIpHBalHONHa TEPanHA, TMIaBHo ¢ npHaoxkerue Ha LHRH ananosw, KOATO e cBbp3ana © Auaber,
HHGApKT Ha MHOKApJa, MObYHO-CHA0B HHIMACHT M BHE3alHa ChpAEYHa CMBPT. YecToTara Ha ChpAeuHO-
CBJIOBHTE HekKellaHH peakiiiy B npoy4sanua Pasa Il npu nauuentn, tpueMamy abHparepoHOB aneTaTt
CIpAMO NalHEHTH, IPHEMAILH miauebo, €, KakTo creBa: NpeackpAHO MbXaeHe 2,6% cnps
Taxukapaus 1,9% cripamo 1,0%, anruna nexkropuc 1,7% copamo 0,8%, cbpaeusa HeaoCT
cnpamo 0,2% u aputmna 0,7% copamo 0,5%.




Xenamomoxcuunocm

XenaToTOKCHYHOCT, ¢ NoBHIIeHH cToliHocTH Ra ALAT, ASAT u ofus 6unnpy6Gus, ce chobiasa npu
TIALHEHTH JeKyBank ¢ abuparepoHOR auerar. QT KIMHHYHHTE Npoy4sanns $aza Il xenaToTOKCHYHOCT
crenery 3 u 4 (Hanpumep yeenmacHie Ha ALAT unu ASAT ¢ > 5 meti vag ULN min yBenuienne Ha
Ounupy6una > 1,5 meti Haa ULN) ce cho6umiaBa mpu okono 6% oT nalHeHTHTe, IpHeMany abuparepoHoB
afeTar, OGHKHOBSHO Tipe3 MbpBUTE 3 Mecewa cllefl HAYANOTO Ha JieveHHeTo. B npoyusane 3011
XeNaTOTOKCHYHOCT cTeneH 3 unn 4 ce Habmozxasa npu 8,4% OT malMeHTHTE, IeKYBaHH CBC
ABHPATEPOH CTAJIA. Jlecer oT nauuenTute, xouto ca npaemari ABUPATEPOH CTAJIA, ca
NPeyCTAaHOBHIIH YYACTHETO CH B IIPOYYBAHETO NMOPAJH XETaTOTOKCHYHOCT; ABaMa Ca NOJYHIH
X€NaTOTOKCHYHOCT CTeNeH 2, 1IeCTHMA — XeNaTOTOKCHYHOCT CTENeH 3 U ABAMA — XEeNaTOTOKCHYHOCT
creneH 4. B npoy4sane 3011 Hama cMBPTHH c/lyuad Ha NAUHEHTH BCIEACTBHE HA XENATOTOKCHYHOCT, B
KITMHHYHHETE npoydranud Pasa Il ysennyenne Ha cToliHOCTHTE Ha uepHOIPOGHUTE bYHKIMOBAHHA
TMOKAa3aTeNH € NO-BEPOATHO Aa ce Habmo1aBa npH NAllHEHTH ¢ TOBMINEHHM HIXOHH CTOMHOCTH Ha ALAT
uis ASAT, OTKO/IKOTO IpH TAKMBA C HOPMAHK M3XOAHH CTofiHoCTH, KoraTo ce Ha6onasa ypennuenne
Ha ALAT nimi ASAT > 5 b han ULN unu Ha Gumupy6us > 3 e Hag ULN, nphueMsT Ha
abMpaTePOHOB ALIETAT BPEMEHHO Ce NPEKBCBA UK C€ MpekpaTABa. B Ba cliydas € HACTEIMIO H3PA3EHO
YBEJIH4CHHE Ha CTORHOCTHTE Ha YepHOAPoOHHTe GyHKIHOHANNY nokasaTemu (Rx, Touxa 4.4). [Ipu Tean
ABaMa MalHCHTH ¢ HOpMallHa H3X0/HA YepHoApoOHa QyKuMA ce Habmonasa yeennuenne Ha ALAT u
ASAT c 15 o 40 nvti nag ULN u yeenudenue Ha 6unupy6una c 2 no 6 meta sag ULN. Cnea cnupane
Ha JICYEHHETO, YEPHOAPOOHHTE PYHKIHOHANHE NOKA3ATENNH €A ¢ HOPMATH3HPAIH ¥ NPH JBaMaTa
TaIHEHTH, 4 SAHWHHAT OT TAX € MOAJOKEH Ha MOBTOPHO NeueHne cbe ABHPATEPOH CTAJIA 6e3 noeo
NoBHiIABaHe Ha cTOHHOCTHTE. B nmpoyurane 302 nosuimasane Ha ctofinocTHTe Ha ALAT 1 ASAT crenen
3 1 4 ce HaGnionasa nipu 35 (6,5%) naumeHTy, Jexypanu ¢ abupateporop auerar. [TopuuieHuTe
CTOHHOCTH Ha AaMHHOTpaHC(epasaTa ca Ce Bb3CTAHOBHIIH O HOPMATA NPH BCHYKH NALMEHTH ©
H3KMOUCHAE HA TPHMa (ZIBaMa ¢ HOBH MHOTOOpPOMHY YepHOAPOGHM MeTacTask M 1 ¢ moBHIDEHH
cToiiHocTH Ha ASAT 6nmso 3 cegMuuH cliea nocnenHaTa o3a abuparepoHoB auerar). B KMMHHIHN
npoyusanus ®aza 11l 3a npeycTaHOBABAHE Ha ICYEHHETO B PE3YJITAT Ha NOBHIIEHH cTOMHOCTH Ha ALAT
H ASAT nnu abropmua yepHoApoOHa dyuxumsa ce chobmasa npu 1,1% OT NaEeHTHTE, JeKYBAHH C
abuparepoHos auerar 1 npu 0,6% OT nauKenTHTEe, NEKyBaHH ¢ mianebo; He ce chobmasar CMBPTHH
C/Iy4aH B pe3ylTaT Ha XeNaTOTOKCHYHOCT,

B KIMHHYHU NPOYYRaHHA PHCKBT OT XEITATOTOKCHYHOCT € HAMAJEH ¢ H3KIIOYBAHETO OT YUacTHe HA
NALMEHTH ¢ XEMATHT Ha H3XOAHO HHBO KIH aOHOPMHH CTOHHOCTH Ha GYHKIHOHATHHTE YepHOIPOOHH
noxasarend. B npoyusaue 3011 nannenture ¢ usxonuu croiinoctd Ha ALAT u ASAT > 2,5 mbTH Haj
ropHara rpaHdia Ha nopmata {(ULN), 6unapy6un > 1,5 meTH Hag ULN KIH T€3H ¢ aKTHBEH WIH
CHMINTOMATHICH BHPYCEH XeNATHT WIH XPOHHYHO YepHOZPOOHO 3abonsBaHe, aClMT HIH HAPYIIEHHs Ha
KPBBOCECHPBAHETO BCIEACTRHE Ha YepHoApobRa aucdyHKI{HA ca H3KMIOYEHH OT y4acThe. B npoyusase
301, ca u3KMOYEHN NAUMEHTH C U3XOAHH croiinocTH Ha ALAT u ASAT > 2,5 reti Hag ULN opH
OTCBHCTBHE HA Y€PHOAPOOHH MeTacTask, umm > 5 wbTH Hag ULN npu Hanuume Ha 4epHOApoGHH
MeTacTasy. B mpoyusane 302 He ce Jonyckar maHeHTH ¢ YepHOAPOGHH METACTA3H, a TE3H ¢ HIXOIHH
croiinocTit Ha ALAT w ASAT > 2,5 meTi wag ULN ca u3kniouenn. AGHOPMHHTE CTOIHOCTH Ha
4EePHOAPOOHATE (PYHKIHOHANHH NOKA3ATENH, IPOSBABHAH CE IIPH NAKHEHTH, YYacTBAIIH B KIHHHYHH
Npoy4BaHus, ca GHIIH CTPOro KOHTPOIHPARH, KATO CE € H3HCKBAAO NPeKbCBaHe HA JIe4eHHETO H Ce &
AOIYCKal0 MOBTOPHO JIEYCHHE CAMO ClIe/l KaTo YePHOAPOOHHTE (PYHKIIHOHAIHH [IOKA3ATE




Chobumapane Ha OJO3HPAHH HEXETaHH peakumuu

CrobumaBaneTo Ha N003MPaHH HEXKeaHH peakiny ciie]l paspeluaBaHe 3a ynotpeba Ha JieKapCTBEHHUS
NPOAYKT € BaxkHO. ToBa no3BonsBA /1a NPOABIKH HAOMIOAEHHETO HA ChOTHOLIEHHETO TON3a/PHCK 3a
leKapcTBeHHA MPOAYKT. OT MEAHUMHCKATE CELMATHCTH CE M3MCKBA /1a Chobl1aBaT BCAKA N003HpaHa
HeXeJlaHa peakuus 4pe3
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4.9 llpeno3upane

Hauuute 3a npenosupane ha ABUPATEPOH CTAJIA npu Xopa ca orpaHuyeHH.

Hsama cneunduyen antuzor. B ciyyaii Ha npefo3upane npunokeHneTo TpsabBa BpeMeHHO J1a ce
NpEeKbCHE H J1a ce NnpeanpueMar obuyaiH1Te MOABPKALIM MEPKH, BKIIOYBALIH NPOC/eigBaHe 3a
dPHUTMHH, XHIIOKAJITHEMHUA H 3a NpH3HaUH U CHMITOMH Ha 3aJbpKaHe Ha TeYHOCTH. llepl-lo,z[poﬁna'ra
dyHnxuua cbmo TpsbBa aa ce oueHsBa.

5. PAPMAKOJIOTHYHH CBOMCTBA
5.1 ®apmakoAHHAMHYHH CBOlCcTBa

®dapmakoTepaneBTHYHA rpyra: €HIOKPHHHA Teparnus, ApyrH XOPMOHANHH AHTATOHUCTH H CPOJIHH
cpeactea, ATC koa: LO2BX03

MexaHu3bM Ha neHCcTBHE
AGupareporos auerat (ABUPATEPOH CTAJIA) ce npeBpblua in vivo B aGupatepoH — HHXHOHTOp Ha

anjiporenHara 6uocunTesa. KonkperHo abuparepon HHXHOUpa CeNeKTHBHO AeHcTBHETO Ha eH3uMa 17a-
xuapokennasza/C17,20-nmuasa (CYP17). To3u en3um ce ekcripecupa B M € HEOOXOIMM 32 aHIPOreHHaTa
GrocuHTe3a B TeCTHKy1apHaTa, HanbbOpeynara u npocTaTHaTa TyMOpHa ThKaH. CYP17 KaTajau3upa
NPEBPBILIAHETO HA MPErHeHOJIOH H MPOTECTEPOH B NPEKYPCOPH HA TECTOCTEPOH, CHOTBETHO B
Aexuapoenyanapoctepod (JIXEA) n anapocTeHAHOH 4pe3 1 70-XHAPOKCHIHpPAHE M pa3lienBaHe Ha
C17,20 Bpb3kara. Muxubupanero sa CYP17 b0 BoaM 10 3aCHIEHO POH3BOJCTBO HA
MHHEPaIKOPTHKOHIH OT HanObOpeunuTe xnesu (Bxk. Touka 4.4).

AHPOreH-4yBCTBUTE/IHHAT NPOCTATEH KAPUMHOM OTIOBaps Ha JieueHHe, KOeTO HaMallsBa HUBATa Ha
aHJporeHuTe. AHJPOreH-IenpHBallMOHHHUTE TepaniH, kato Nevenne ¢ LHRH ananosu nian opxuekToMus,
HamansBat NpOHW3BOJACTBOTO HA AHAPOT€HH B TECTHCHTE, HO HE 3aCATAT TAXHOTO MPOH3BOJACTBO OT
HanOBOpeyHNTE XI1e3n uin B Tymopa. Jleuenuero cbc ABUPATEPOH CTAJIA HamansiBa cepyMHHA
TECTOCTEPOH 0 HEOTKPUBAEMH HHBA (NMPH M3MO13BaHE HA Mpe/JIaraHiTe Ha Nas3apa roToBH TECTOBE),
Korato ce npunara eaHospemMeHHo ¢ LHRH ananosu (unu opxuekromus).

Qi el Py N
DapmakoanHaMH4HH edeKTH // 7w, N\ "’:.,',5\\ ;
ABUPATEPOH CTAJIA nonuxkasa cepyMHHs TECTOCTEPOH M APYTH aHAPOTEHHU J10 HHB -;-mcm: OT N9\

nocTHrHatHre ¢ npuaarane Ha LHRH ananosu caMocTosTENHO HIlH NPH OPXHEKTOMMS. bB& e pesyma'r




OT CEJIeKTHBHOTO MuxnbupaHe Ha ensuM CYP17, neobxonmuM 3a aHaporenHara GuockaTesa. PSA cyxu
Karo GHoMapkep NpU NALMEHTH ¢ KAPOAHOM Ha NPOCTATaTa, B KIHHMIHO npoyusaHe ®aza Il npu
NALKCHTH, I0KA3a/IM HEYCNEX KbM [IPpeAXoHa XHMHOTEpAIus ¢ TakcaHu, 38§% OT naiueHTHTE, IEKyBaHH
¢ abupateponoB auerar, cpemy 10% or nanMeHTHTE, JIEKyBaHy ¢ nAanedo, ca nokasand MEHEMYM 50%
CHaJ CIpAMO H3XOAHHTE HKBA Ha PSA.

KnuHuvuna edukachoct 1 GezonacHocr

EdukacrocTra € ycTaHOBEHa B TpH pasiOMA3HpaHH, INALEO0-KORTPOTHPAHH, MHOTOLEHTPOBH,
KIHHKYHH Npoy4Bauns ®asa 1l (mpoyusanna 3011, 302 u 301) npu nanuenTs ¢ mHSPC n mCRPC.
IIpoyusane 3011 pkmovsa manpenTy ¢ HoBOAHarHocTHIHpa mHSPC (B paMKHTe Ha 3 Mecella clej
PaHNOMH3HPAHETO), KOHTO HMAT BUCOKOPHCKOBH NPOTHOCTHYHH $akTopH. BHCOKOpHCKOBATA IPOTHO3a
€€ OTIPEACIA KATO HATHYHE HA MUHHMYM 2 OT ciiefiHuTe 3 prekorH (aktopa: (1) ckop no Gleason > §; (2)
HaJlM'Ke Ha 3 WM NoBede JIE3HH NPH CKAHHPAHE HA KOCTHTE; (3) HANHYHE Ha H3MEPHMH BHCIIEPAITHH (C
H3KUII0YeHHe Ha 3a0onaBane Ha TEMHHATE Bb3nA) MeTacTasn. B akTHBROTO pamo ABUPATEPOH
CTAJIA ce npunara ¢ go3a 1000 mg aHeBHO b KOMGHHALMA ¢ HHCKA /1032 IPEAHH30H 5 Mg BEAHBIK
AHEBHO B AombaHCHHE KBM ADT (aronnct sa LHRH min opxaexroMus), KOeTo € CTAHAAPHOTO JIeYeHHe.
[aunentute B XOHTpOAHOTO pamo noTyyasatr ADT 1 mnane6o kakto 3a ABUPATEPOH CTAJIA, Taxa H
3a npeann30H. B npoyusane 302 ca BKIOMEHH NANMEHTH, KOHTO HE €A NEKYBAHH ¢ JOLETAKCE, 4 B
npoyuBane 301 — NauuenTH, NPEMHHANH MIPEAXOAHO JieYeHue ¢ AoueTakcen. [TalHeHTHTe ca NpHEMAH
LHRH asanor wiu ca npeMHHaNK IeYeHAE C OPXHEKTOMHA. B rpynaTa Ha akTHBHO Jeuenne
ABHPATEPOH CTAJIA ce npuaara B no3a or 1000 mg RxeBHO B KOMOHHAUHA ¢ HACKa 1032 IpEIHH30H
MNH NPeAHH3ONOH 5 mg ABa ITbTH AHeBHO. KonTponnuTe nanuenT! nonyyasar mianeGo i HACKa Jo3a
NpeAHH30H WIH TIPSAHH3ONOH 5 mg ABa IbTH JHERHO,

IIpomennTe B cepyMHnTE KOHNEHTpauuy HA PSA He BUHaru roBopST 3a KIIMHHYHH [I0JI3H, 3aTOBA ¥ BHB
BCHYKH MpOY4YBaHHA Ce NpenopryYBa NallMeHTHTS Ja OCTAHAT Ha ACYCHHATAE, IPOBCKAAHH 11O
MpOY<BaHETO, IO MOCTHIAHE HA KPHTEPHATE 3a MPEYCTaHORABAHE, MOCOYEHH MMO-A0Y 32 BCAKO
npoydBaHe.

B HHTO eAHO OT IPOYYBaHMATA IPHNAr2HETO HAa CIHPOHOJNAKTOH HE € PaspelleHo, Thil kaTo
CIHPOHONAKTOH CE CEbP3Ba C aHAPOTEHHHTE PEHENTOPH H MOXKe Ja OBHINH HUBaTa Ka PSA.

Hpoyusane 3011 (naguenmu ¢ noeoduaznocmuyupan sucoxopucrkos mHSPC)
B npoyusane 3011 (n=1199) Menuanara Ha BL3pacTTa Ha BKIIOUEHHUTE NAIMEHTH € 67 TOAHNH. bposaTt Ha
NalyeHTHTe, JIeKyBanu cbe AGupatepeH CTAJIA, no pacosa rpyna e Genu 832 (69,4%), asnatun 247
(20,5%), yeproxoxu unn adpoamepuranim 25 (2,1%), npyru 80 (6,7%), HenzsecHa/ue ce chobmana 13
(1,1%) n aMepHKaHCKH HHAWAHIM HIIA KOPEHHO HacelleHHe Ha Anscka {0,3%). CkopbT 32 (YHKIHOHANHO
cucroruie o ECOG e O wnn 1 npa 97% ot naumentute. [TaMHEHTHTE ¢ H3BECTHH METACTA3H B MO3BKA,
HEKOHTPOJHMpPaHa XHIECPTOHHA, CePHO3HO ChpAedHo 3a0onaBaie WIN ChpeuHa HEAOCTATHUHOCT Khac 11
mo NYHA ca uzkmouenn. IlaupenTaTe, KXOHTO ca NeKyBaHH ¢ IpeuiecTeama GapMakoTepanus,
ITBYENCHECHHE HIIH OTIepalliA 38 METACTATHYEH paK Ha NPOCTATaTa ¢a M3K/TIOUEHH, ¢ HIKTIOYeHME Ha [0 3
Mecella ADT w1 kype nanuatusHo 00nbYBaHe WM XHPYPrHYHA TEpanys 3a eYeHHe Ha CHMIITOMH,
OPOH3THHAMM OT MeTacTa3d. CbBMECTHHTE MhPBHYHH KPaliHH TOYKH 33 eQUKacHOCT ca obina
npexxueseMoct (OS) n npexxuesiemoct Ges pentrenorpadicka nporpecus (rPFS). Menuanara na H3xommus
CKop 32 60IKa, H3MEPEH C MIOMOIIITA HA ChKpaTeHaTa Gopma Ha KpaTbk BHIPOCHHK 3a Gon
Inventory Short Form, BPI-SF), e 2,0 kakTo B rpynara Ha aKTHBHO Jie4€HHe, Taka H B Iy




TOMOIITA HA BPEMETO 10 chONTHE, CBBP3aHo ¢ KOCTHaTa cHcTema (SRE), BpeMeTo a0 nocneasama
TEPAINA 38 IPOCTATEH KAPHHHOM, BPEMETO A0 3aI0YBaHe Ha XHMHOTEPaHA, BPEMETO J0 NPOTrPecHs Ha
Gonkara u BpemeTo 10 nporpecus Ha PSA. JleuenneTo npoasinkasa A0 MPorpecka Ha 3ab0NsBaHeTo,
OTTETNIAHE HA CHINIACHETO 33 YYaCTHE, N0ABATa HA HEMPHEMAHBA TOKCHYHOCT HIIH CMBDT.

IMpexupiemoctta 6e3 penTreHorpadcka Nporpecun ce oNpeneis KaTo BpeMeTO OT PaHAOMH3HPAHETO 10
NoABaTa Ha PeHTreHorpag)cka NPOrpec WM CMBPT MO KAKBATO M J1a € PHYHHA.

Pentrenorpaficikara BporpecHs BKIIIOHBA MPOTPECHA, YCTAHOREH Ype3 CKaHHPaHe Ha KOCTHTE (ChIacHo
H3MCHEHHTE KDHTEPHH Ha paboTHaTa rpyna 3a npocTateH KapuusoM 2 (Prostate Cancer Working Group-
2, PCWG2)) unu nporpecus Ha MEKOTEKAHHUTE JIE3HH, YeTaHoBeHa ¢ nomomTa Ha KT nnu AMP
(cBriacHo KpHTEPHH 3a OleHKa Ha OTTOBOpa npH conuuu TymopH (Response Evaluation Criteria In Solid
Tumors, RECIST}).

Habmonasana e 3HaunMa pasnuka B rPFS Mexay tepanestaunute rpynu (Bx. Tabniua 2 u durypa 1).

Tabamna 2: Ipexunsemoct Ge3 pearrenorpadicka nporpecus — crpaTadunupan ananns; Intent-
to-treat nonyaanus (mpoyasane PCR3011)

AA-P Inauebo
PannoMH3upaHd NALHSHTH 597 602
Coe chrbuTHE 239 (40,0%) 354 (58,8%)
Ilensypupasn 358 (60,0%) 248 (41.2%)

Bpeme a0 cobnrne (Mecew)

Menuana (95% CI) 33,02 (29,57, NE) 14,78 (14,69, 18,27)
Jlnanason {0,0+, 41,0+) {0,0+, 40,6+)
p-crofiHoct ? < 0,0001

KoeduuuenT Ha pHck

(95% CI) 8 0,466 (0,394, 0,550)

Benexxka: +=newaypapanc Hafmonenre, NE=He Moxe aa 6bze u3unciicHo. CirydasTe RA PCHITCHOTPadCKa TPOrPecHt H CMEPT
ce curtar 3a onpeaensud rPES crburnero. AA-P=miaimesTH, npremMany afEpaTepoOH ANETAT H IpeTHH30H.
2 p-CTOHHOCTTA € NoTySera ot log-rank teet, crpatuduumpan no ECOG ckop 3a dyHximoEaHO ¢reTosnHe (0/]1 wiH 2) i

BHCLEPATHE JIe3HH (JIHIICA MM HATIMIRE ).

6 KoeuumeHTET Ha PHCK € [IOJTy4eH OT CTPATHHIMpPaH NPOIOPUHOHAIEH pHckoB Moner. Koeduuuen na pHek <1 e B noisa

Ha AA-P.

®urypa 1: Kpuen sa Kaplan-Meier 3a npexuassemoct 0e3 penrtrenorpadeka nporpecus; Intent-to- treat

nonynauus (rpoyusane PCR3011)
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Habmonasa ce craTHcTHYeCKH 3HAUMMO nofoOpenne Ha obwara npexusaemoct (OS) B nosiza Ha AA-P
mmoc ADT ¢ 34% noHmkeHHe Ha puCKa OT CMBPT B cpaBHeHHe ¢ ianebo nmoc ADT (HR=0,66; 95%
CI: 0,56, 0,78; p<0,0001) (Bx. Tabnuua 3 u durypa 2).

Table 3: O6ma npexuBAeMOCT HA NaNHeHTH JeKyBanH win cb¢c ABUPATEPOH CTA/lAnan
¢ naanebo B npoyusane PCR3011 (Intent-to-Treat anain3)

O0ma npe:xaBAEMOCT ABUPATEPOH CTAdAc I1ane6o
npeIHH30H (N=602)
(N=597)
CwmbpT (%) 275 (46%) 343 (57%)
MeHaHa Ha NpPeKHBAEMOCTTA (MECELH) 533 36,5
(95% CI) (48,2; NE) (33,5; 40.0)
KoeduuuenT Ha puck (95% CI) 1 0,66 (0,56; 0,78)

NE=#ne moxe 1a 0b1e H3UHCICHO

1 Koe(HIHEHTHT Ha PHCK € MOMYYeH OT cTpaTnduumMpan NpoNnopLUHOHaieH Moel Ha puckosete. KoeduumenT Ha puck <1 e B

nonsa Ha ABUPATEPOH CTAJIAc npeaHu3on.

@urypa 2: Kpusn sa Kaplan-Meier 3a o6ua npexassiemoct; Intent-to-treat momynanus (aHa u3

Ha npoyuBane PCR3011)
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AHaJIH3HTe HA NOArPYNHTE HEM3MEHHO ca B non3a Ha Jedenneto cbe ABUPATEPOH CTAJIA. EdektnT
ot seyeHneTo ¢ AA-P Bepxy rPFS u OS B npeasapuTento onpeaeneHuTe NOArpynu e 61aronpusaTes 1
CBBMECTHM ¢ obluara nomyyanus B Mpoy4BaHETo, C U3KIHOYeHHe Ha noarpynara ¢ ECOG ckop 2, KbaeTo
He ce HaboaaBa TEHIEHLMA KbM M03a, HO MATKHAT pa3sMep Ha u3Bazkata (n=40) orpannyasa
M3BJIHYAHETO HA 3HAYHMO 3aKITIOYEHHE.

B nonbnnenne kbm HabmonaBanoTo nojgo6pennue Ha obmara npexussemoct u rPFS e nemoHcTpHpana
non3a ot neveHneto cb¢ ABHPATEPOH CTAJIA cnpsaMo miaie6o npu BCHYKH NPOCTIEKTHBHO
onpejieNieHd H3MEPUTE/IH Ha BTOPHYHHTE KPAHHH TOUKH.

IIpoyueane 302 (nayuenmu, koumo ne ca npoeexcoanu Xumuomepanus,)

Topa npoyusane BKIHOYBA NALHEHTH KOHTO HE Ca NPOBEXKAATH NPEAXOJHA XHMHOTEPANHUs, KOUTO Ca
aCHMIITOMATHYHH HJIH C JIEKO H3Pa3eHH CHMNTOMH H 32 KOWTO XHMHOTEPAITHS BCE OIIIE HE € KIHHAYHO
nokasana. Ckop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a naii-nowmara 6osnka B
nocnenHuTe 24 Yaca e cYeTeHa 3a aCHMNTOMATHYHA, KATO CKOP OT 2-3 ce CuMTa 3a JIeKO H3pa3eHa
CHMIITOMaTHKA.

B npoyusane 302 (n=1 088) meauanara Ha Bb3pacTTa Ha BKJIIOYEHHTE MAlHEHTH e 71 FOIMHHM 3a Te3H,
nexkyBani cb¢c ABUPATEPOH CTAJIA nntoc npeAHH30H WK NpeAHH30/10H 1 70 roAMHH 3a NalueHTHTe,
JleKyBaHH ¢ rauebo Maoc NpeAHH30H HIH NPEAHH30J0H. BpPoAT Ha nauMeHTHTE, eKyBaHH ChC
ABHUPATEPOH CTAJIA, no pacosu rpynu e: 6enu 520 (95,4%), yepHokoxH 15 (2,8%), asuatum 4
(0,7%) u apyru 6 (1,1%). 76% ot naunentute uMat ckop 0 3a GyHKIMOHATHO CHCTOSHHE N0 CKANaTa Ha
H3rounara koonepaTHBHa oHKonoruyHa rpyna (Eastern Cooperative Oncology Group, E

nauneHTHTe— CKOp 1 ¥ B JBeTe pameHa. 50% OT MaUHEHTHTE HMAT CAMO KOCTHH METac




MEKOTBLKaHHH METaCTa3H WIHM MeTacTa3d Ha maM¢HHTE BE3nd. [lanneHTHTe ¢ BHCLEPanHH METACTAa3H ¢a
H3KITIo9eHH. ChBMECTHHTE ITbPBUYHHU KpalfHH To4kH 33 e(HKACHOCT ¢a ob1aTa MpeXHBAEMOCT U
npexuBseMocTTa 6e3 pentTrenorpateka mporpecus (rPFS). B aomenHeRHe KbM NOKA3aTeNuTe 32
CbBMECTHHTE MbPBHYHH KpaliHH TOYKH € OLeHeHa H HoN3aTa ¢ IOMOILITa Ha BPEMETO JI0 NPHIOKEHHE HA
OMNHAT Cpelly KapUHHOMHaTa (oNika, BpEMETO [0 3ano4BaHe Ha NATOTOKCHYHA XHMHOTEPANHA, BpEMETO
mo enomasake Ha ECOG ckopa ¢ > 1 Touka i BpeMeT0 10 nporpecus Ha PSA ChriacHo KpHTEPHATE HA
paboTHara rpyna 3a npocTaTeH kapuuuom 2 (Prostate Cancer Working Group-2, PCWG2). Jleuenusta no
NIPOY4BAHMATA C€ MPEKpaTABAT B MOMEHTA Ha 04eBHAHA KNHHIYHA nporpecks. JledeHusTa MoXe a ce
NPEKPATAT H B MOMEHTA Ha IOTBLPACHA PEHTreHorpadcka Iporpect 1o NPeneHka Ha H3CIeJ0BaTeNA.

[pexussemoctra Ge3 pertrenorpadcka nporpecu (tPFS) e oueneHa ¢ moMoniTa Ha cexBeHIHANHH
obpa3nn npoyusanus ceriacHo PCWG2 kpHrepunte (3a KOCTHH JI€3HH) M H3MEHEHHTE KPHTEpPHH 3a
OLEHKa HA OTrOBOpPa npH comnaun TyMopH (Response Evaluation Criteria In Solid Tumors, RECIST) (3a
MeKOTbKaHHH nie3dH ), [Tpn ananusa Ha rPFS e nanonseana neHTpanso csriacypana peHTreHorpapceka
OLICHKa Ha MIPOTPecHsTa.

B nnannpanns ananns Ha rPFS npu 401 cnyuas 150 (28%) oT nauMenTHTE, NIEKYBAHU ChC
ABHUPATEPOH CTAJIA n 251 (46%) ot nexysanuTe ¢ mnanebo ca HMany peHTreHorpadekn
JIOKa3aTENCTBA 32 MPOrpecH WK ca noyuHand. Habnionasana e 3naunMa pasnuka B rPFS mexay
TepanepTHYHHTE IpynH {BX. Tabnuua 4 1 durypa 3).

Tabanna 4: Hpoyusane 302: Iipexubaemoct Ge3 penTrenorpadcka mporpecHs NpH NANHEHTH,
JAexyeans ¢b¢ ABHPATEPOH CTAJA uan naaneGo B KOMOHHAINHA ¢ NPeAHA30H HIH
NpeARn30A0H 1AW ananosd Ha LHRH nan npegmecTBania opXHeKTOMHAS

ABAPATEPOH CTATA Ilnaneto
(N=546) (N=542)
Ipe:xnBAeMOCT Ge3 peRTTeHOTPAPCKA
nporpecud (rPFS)
Ilporpecus unmu cMBPT 150 (28%) 251 (46%)
Mennana na rPFS B Mecerm He e nocturnara 8.3
(95% CI) (11,66; NE) (8,12; 8,54)
p-croiirocT* < 0,0001
KoedmmenT na pack (HR)** 0,425 (0,347, 0,522}
(95% CI)

NE~He ¢ H3uHCIEHA

* p-crolinoctTa € moMy4eHa ot log-rank Tecr, crparudumipan no usxonen ECOG ckop (¢ unu 1)
** HR <1 B nonsa sta ABGHPATEPOH PSS

Pnurypa 3: Kpusy na Kannan-Maijiep 3a npexapsieMocT Ge3 peRTrenorpagcka nporpecas opu
OANHEHTH, TeKyBand ¢cb¢ ABUPATEPOH CTAJIA nan nnaneGo B komOEBaNAd ¢
NpeIHH30H HIH OpeAHA30N0H N10c ARAd03n HA LHRH nan npepmecTBama
OPXHEKTOMHSA
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Januu 3a naunpenTHTE NpobIKaBaT Aa GbaaT chOMpaHy 10 JaTaTa Ha BTOPHA MEKIHMHEH aHAIN3 Ha
obwara npexussemoct (OS). Pentrenorpadckara oenka Ha n3ceosarens na rPFS, nanpasena kato
nocJie/1Balll aHAMH3 Ha YYBCTBHTENIHOCTTA, € npejcTaBeda B Tabnauua 5 u ¢urypa 4. [llectcroTiH u ceaem
(607) naumenTH ca umanu penTreHorpadcka nporpecus win ca nounnanu: 271 (50%) B rpynara Ha
abuparepoHos auerat u 336 (62%) B rpynara Ha niaue6o. JleuenneTo ¢ abupaTepoHOB alleTaT HaMalABa
pHcKa OT peHTreHorpadcka nporpecus win cMbpT ¢ 47% B cpaBHenne ¢ nnanebo (HR=0,530; 95% CI:
[0,451; 0,623], p < 0,0001). Menuanara Ha rPFS e 16,5 meceua B rpynarta Ha aGupaTepoHOB aueTar u 8,3

Mecella B rpynarta Ha niaue6o.

TaGauua S: [poyuysane 302: IpexuBsemMocT Ge3 peHTreHOrpadcKa NporpecHs NpH NANHEHTH,
JgexkyBann cb¢ ABUPATEPOH CTAJIA unu niane6o B KOMGHHAIMSA ¢ NPeHH30OH HIH
NpeIHH30/10H nIoc anano3d Ha LHRH uan npeamecrBama opxaeKToMus (IpH BTOPH
MeKIHHEH AHAJH3 HA o01ATA NpeKHBAEMOCT- ONEeHKA Ha M3CJIeJ0BATE/Is)

ABUPATEPOH CTAJIA
(N=546)

Ilane6o

(N=542)

IpexnssiemocT Ge3 perTrenorpadcka
nporpecus (rPFS)

ITporpecus uin cMBpT

271 (50%)

Menauana Ha rPFS B meceim

16,5
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(95% CI) (13,80; 16,79) | (8,05; 9,43)
p-cToitHOCT* <0,0001
Koeduunent Ha puck (HR)** 0,530 (0,451; 0,623)
(95% CI)

* p-croiiHoctTa € nomyuena ot log-rank Tect, crparuduumpan no usxoaen ECOG cxop (0 wm 1)
** Koeduuument na puck < 1 B nonsa na ABHPATEPOH CTAJIA

@urypa 4: Kpusn na Kannan-Maiiep 3a npexussiemoct 6e3 pentTrenorpadgcka nporpecus npu
nauHenTH, JekyBaHn ¢cb¢ ABHPATEPOH CTAJIA uan nianeGo B KoMOHHAIHS ¢
NpeIHH30H HJIH NPeAHH3010H nukoc aHaj o34 Ha LHRH naun npeamecrBaima
OpPXHeKTOMHS (NPH BTOPH MeXKAHHEH aHaA3 HA OS-0leHKa HA H3C/Ie0BATEINA)

% naumenTn 6e3 NPOrpecHn MAK CMBLPT

0
0 3 6 9 12 15 18 21 24 27 30
Mecemm cres pascaosarmrpaneto
AA 546 485 389 n 240 195 155 85 38 9 0
Maauebo 542 406 244 177 133 100 80 37 14 1 0
--- Tlnane6o AA

AA=ABHUPATEPOH CTAJIA

IlpoBenieH e nnaHupan MexaHeH aHanus (interim analysis, IA) Ha OS cnen 333 cMBbpTHH clyyas.
ITpoy4BaHeTo € He3aclneneHo ¢ orJie]l Ha 3HAYMMOCTTa Ha HabI0aBaHHTE KIHHHYHH MOJI3H H Ha
NalHEHTHTE B rpynara Ha rauebo e npeanoxero nedenre cb¢ ABUPATEPOH CTAJIA. O6mara
npexuesemocT e no-awiara npy ABUPATEPOH CTAJIA cnpsimo nnaue6o ¢ 25% noHukxeHHe Ha pucKa
ot embpt (HR = 0,752; 95 % CI: [0,606; 0,934], p=0,0097), Ho nanHuTe 3a OS He ca AOCTATHYHH H
MEK/IHHHHTE Pe3yJITaTH He OTrOBApAT Ha NpeABapUTENHO ONpeeeHaTa rpaHHLia 3a CIIHPAHE ChC
CTaTUCTHYECKA 3HAYMMOCT (BK. Tabnuua 4). [pocneassaneTo Ha MPEKHBAEMOCTTA € MPOIBIKHIIO Cliel

T03H [A.
IS N

[InanupanusT okoHuareseH aHamus 3a OS e npoBeeH, el KaTo ca Habmo1aBanu 74/ gﬁi;pfr'uﬁ-‘cnyqém‘”ﬂ. \
A%, '3 = y
(cpeano npocnenssane 49 meceua). [Tounnanu ca 65% (354 ot 546) oT nauHeHTHTE, 1eKyBaHH CbC '
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ABHMPATEPOH CTAJIA, B cpaBHerne cke 71% (387 or 542) ot nauuenTuTe, NeKyBaHH ¢ miauebo.
HeMoHCTpHpaHa € CTATHCTHYECKH 3HaunMa OS B nonsa Ha rpynara, lekyeana ¢cs¢ ABUPATEPOH
CTAIA c 19,4% nounxenne Ba pucka ot cmupt (HR = 0,806; 95% CI: [0,697; 0,931], p=0,0033) u
moaoOpeHHe Ha cpenHata OS c¢ 4,4 mecena (ABUPATEPOH CTAJIA 34,7 meceua, mnaue6o 30,3 Mecena)
(k. Tabua 6 u purypa 5). Toea mogoOpeHue € JOKA3aHO, BbupekH 4e 44% OT NaluenTUTe B TpyNaTa
Ha nnaueto ca nonyunnms ABHPATEPOH CTAJTA kato noclengaia TEpanus.

Tabnuna 6: [Ipoyusane 302: O6ma npekupaeMOcT Ba NANHEATATE, JeKyBanH che ABHPATEPOH
CTAJIA uin naane6o B KoMOEHAIIMS ¢ NPeAHR30H HIH NPEIHH300H NJIIOC AHAJIO3H
g2 LHRH nau npeaiiiecTBama opxaexToMan

ABHPATEPOH CTAJIA ¢ TLranebo
NIpeAHA30N (N=542)
(N=546)
MexxaHHEH AHANH3 33 NPEKHBAEMOCT
Cwmuprt (%) 147 (27%) 186 (34%)
Mennana Ha NPEXABAEMOCTTA (Mecell) He e nocrarnara 27,2
(95% CI) (NE, NE) (25,95; NE)
p-croiiHocT* 0,0097
Koeguiutent ua prck** (95% CI) 0,752 (0,606; 0,934)
OxongaTenen aHAJIHI 32
OPEeREBAEMOCT
CmupT (%) 354 (65%) 387 (71%)
Meaunana Ha npexuBaeMOCTTa (Mecen) 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
(95% CI)
p-cTolHOCT* 0,0033
KoepuinenT ya puck** (95% CI 0,806 {0,697; 0,931)

NE=He € H39HCIICHA

* p-cToHiEOCTTA € noMy4eHa ot log-rank Tect, cTparadunupan o n3xoaeH ECOG cxop (0 w 1)
** KoedmmenT Ha prck < 1 B nomsa na ABHPATEPOH PSS

®urypa 5: Kpuen ma Kannan-Maiiep 3a npe:XHBAEMOCT NPH DANHEHTH, JEKYBARE ChC
ABHPATEPOH CTAJA nin wianeGo B koMGHBARHAS ¢ NPeJHA0H HIH NPeAHH30JI0H
nmoc apano3n Ha LHRH uian npeamecTsama opXHeKTOMESN, OKOHYATE/IEH AHAJIH3
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AA=ABHUPATEPOH CTAJIA

B nonbiHenne kbM HabmoaBanuTe nogobpeHns B obmara npexuesemoct U rPFS ca nemMoHcTpHpaHnu
non3u Ha negeHneTo cbe ABUPATEPOH CTAJIA cnpsmo miauebo npu BCUYKH MOKa3aTeNld Ha
BTOPHYHH KpaiHH TOYKH, KAKTO ClefiBa:

Bpemeto o nporpecus Ha PSA cernacio PCWG2 kpuTepunTe: MeHaHaTa Ha BpEMETO J0 MPOTrpecHs Ha
PSA e 11,1 mecena 3a nauuentH, npuemaiin ABUPATEPOH CTAJIA u 5,6 Mecelia 3a NalMeHTH,
npuemamu mianebo (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemeto 1o nporpecus Ha PSA
npuOIH3UTENHO ce e yaBoro npH nedenuneto cbe ABUPATEPOH CTAJIA (HR=0,488). [IpoueHTHT Ha
naiueHTHTe ¢ MoTBbpAeH PSA otrosop e mo-rosnsm B rpynara Ha ABUPATEPOH CTAJIA, oTkonkoTo B
Ta3u Ha nnanebo (62% cnpamo 24%; p < 0,0001). INpu nauueHTH ¢ K3MEPHMH MEKOTBbKAaHHH 3a001aBaHusA
ce Hab/mo/1aBa 3HaYUMO NMOBHILEH OPOii MBJIHK W YaCTHYHH OTTOBOPH HAa TyMOpA NPH JIEYEHHETO ChC
ABUPATEPOH CTAJIA.

BpeMmeTo 10 npuiokeHHe Ha ONHaT cpelly KapuWHOMHaTa 6oNka: MelnaHaTa Ha BpeMeTo /10 NMPHIoKEeHHe
Ha onuart cpemly Gonkara Npu NPoCTaTeH KapLHHOM IO BpeMe Ha OKOH4YaTeNnHus aHanu3 e 33,4
npu nauuentd, npuemamu ABHPATEPOH CTAJIA, a npu Te3u, npuemay nnauebo, e
(HR=0,721; 95% CI: [0,614; 0,846], p < 0,0001).




Bpewme 710 3ano4Base Ha IMTOTOKCHYHA XMMHOTepanus: MeananaTa Ha BpeMeTo JI0 3aNo4BaHe Ha
LMTOTOKCHYHA XHMHOTepanus e 25,2 Mecelia npu naunenty, npueMaun ABUPATEPOH CTAJIA u 16,8
Mecela NnpH nauueHTH, npuemainy ninanebo (HR=0,580; 95% CI: [0,487; 0,691]. p < 0,0001).

Bpeme o Browasane Ha dpyukinonantns ECOG ckop ¢ > 1 Touka: MeanaHarta Ha BpeMeTo J0
BiowasaxHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 mecena npu naunentu, npuemauy ABUPATEPOH
CTAJIA u 10,9 mecena npu nauuenTy, npuemawy niaune6o (HR=0,821; 95% CI: [0,714; 0,943];
p=0,0053).

Cneaunute Kpaiini TOYKH B IPOYYBaHHATA OKA3BAT CTATHCTHYECKH 3HAYHMO NPEIHMCTBO B MON3a Ha
neyenneto cec ABUPATEPOH CTAJIA:

ObexTrBeH 0Tropop: O6eKTHBHHAT OTrOBOP € ONpe/ieieH KaTo NPOLEHT Ha NAlHeHTHTE C H3MEPHMO
3abos1sBaHe, MOJTYYHIM ITbJIEH HIIH YacTHYeH oTroBop chriacHo RECIST kputepunte (pa3mepsT Ha
nuMQHUTE BH3IH Ha H3XOHO HUBO TPsbBa 1a € > 2 cm, 3a /1a Ce CYMTA 3a TapreTHa jie3us). [IpoueHTsT Ha
MaLHEHTHTE C H3MEPHMO 3ab0/1ABaHe HAa H3XOJHO HHBO, MOJY4HIIH 0O6eKTHBEH OTroBoOp, € 36% B rpynara
Ha ABUPATEPOH CTAJIAn 16% B rpynara ua naaue6o (p < 0,0001).

Bonka: Jleuenuero cbc ABUPATEPOH CTAJIA 31a4iMo HamMansBa pucKa OT NPOrpecHs Ha CPeIHHS
MHTeH3uTeT Ha Gosnkarta ¢ 18% B cpaBHenue ¢ nuauedo (p=0,0490). Menuanara Ha BpeMeTO /10 IPOrpecHs
e 26,7 mecena B rpynara Ha ABUPATEPOH CTAJIA u 18,4 meceua B rpynara Ha nnaue6o.

Bpeme no Bnomasane na FACT-P (061 ckop): nevennero cbe ABUPATEPOH CTAJIA namansBa prcka
ot Bnowasane Ha FACT-P (06m ckop) ¢ 22% B cpaBHenne ¢ niauebo (p=0,0028). Mennaunarta Ha
BpemeTo 110 Biaowasane Ha FACT-P (06w ckop) e 12,7 meceua B rpynara Ha ABUPATEPOH CTAJIA u
8,3 Mecena B rpynara Ha nnaue6o.

IIpoyueane 301 (nayuenmu, koumo ca npogexcoanu npeoxooHa Xumuomepanus)

B npoyusane 301 ca BK/IIOYeHH NALKEHTH, JIeKyBaHH Npea ¢ aolerakcen. He ce u3nckBa Te 1a nokaspar
nporpecus Ha 3a00NsIBaHETO NPH JICYEHHETO C J0LETAKCEN, Thii KATO TOKCHYHOCTTA OT Ta3H
XHMHOTEpAInuA MOXKe Ja € 10Befa 10 NpeKkparsaBaHe Ha jedeHnero. [lanuenTure npoabpKaBaT Ha
Npoy4BaHOTO JieueHHe 10 nporpecHs Ha PSA (noTebpaeHo yBennueHue ¢ 25% Haj u3xoHarta
CTOHHOCT/HANMpPa HA NAlKEeHTa) 3aeHO ¢ peTreHorpadcka U CUMITOMATHYHA HITH KIHHHYHA TPOTPecHs,
AepuHMpaHH no npotokon. INauueHTH, ieKyBaHH NpeH C KETOKOHA30J 3a Pak Ha NpocTaraTa, ca
H3KJII04EHH 0T npoyu4BaHeTo. [TbpBHYHaTa kpaiiHa Touka 3a edukacHoOCT e 061L1aTa NpeKHBIEMOCT.

Menuanara Ha Bb3pacTTa Ha NALMEHTHTE, YYACTBALUM B IPOYYBAHETO, € 69 roauHH (ananaszod 39-95).
Bpost na nauuenTure, nexysaun csc ABUPATEPOH CTA]JIA, no pacoeu rpyny e 6enu 737 ( 93.2%),
uepHOKOXH 28 (3,5%), asnarum 11 (1,4%) u apyru 14 (1,8%). EauHaneceT npolieHTa OT BKIKOYEHHTE
NaUHEeHTH HMAT CKOp 2 Ha (hyHKIHOHATHOTO ChCTOsHKE N0 ckanarta Ha ECOG; 70% umar
peHTreHorpacku JaHHH 3a nporpecHs Ha 3abonsBaHeTo cbe MM Ge3 nporpecus Ha PSA; 70% ca
TIOJIYYHJIH NIPEIH TOBA €/IHA LIMTOTOKCHYHA XHMHOTepanus, a 30% ca nosyuunu ape. Hanuuune Ha
uepHOAPoOHH MeTacTazn uma npH 11% ot naumenture, nexysanu cbc ABUPATEPOH C

¢ '."\\\l f‘] r?.’ y
ChbraacHo nuaHupaHus aHauu3, TPoOBeJeH ciie] 552 CMbPTHH ciyyas, ca nowuann/@o(ﬂi% o1 797) or,
nauueHTHTe, Nexysann ckc ABUPATEPOH CTAJIA, B cpanenne ¢ 55% (219 o1'398) ot nauuentuTe, :



NeKyBaHH ¢ naanebo. CTaTHCTHYECKH 3HAYHMO N0A00OpeHHe B cpeiHaTa 001a NpexHBIEMOCT ce
Habmoz1aBa npH nauueHTure, nekysanu ce¢ ABUPATEPOH CTAJIA (Bx. Tabnuua 7).

TaGanna 7: O6ma npexkABAEMOCT HA NANHEHTH, JeKyBanH ¢cb¢ ABHPATEPOH CTAJIA uan ¢
naanedo B koMOHHANHS ¢ NPeAHA30H HIH npeann3oaon niawe LHRH ananosn nian
npeJmecTBalIa OPXHeKTOMHS

ABUPATEPOH CTAJIA Iaane6o
(N=797) (N=398)
IItpBHYeH anaan3 HA
NpPeKHBAEMOCTTA
CwmpptHOCT (%) 333 (42%) 219 (55%)
Menuana Ha npexHBAEMOCT (MecelH) 14,8 10,9
(95% CI) (14,1;15.4) (10,2; 12,0)
p-CcToiHOCT ® < 0,0001
Koeduuuent Ha puck (95% CI) ° 0,646 (0,543; 0,768)
AKTyaJIH3HPaH aHAJIA3 HA
npe;KHBAEMOCTTA
CwmbptHOCT (%) 501 (63%) 274 (69%)
Meznuana Ha MIpeXHBAEMOCT (MeceLH) 15,8 11,2
(95% CI) (14,8; 17,0) (10,4, 13,1)
Koeduuuent ua puck (95% CI) ® 0,740 (0,638; 0,859)

? p-cToiiHOCTTa € nomy4eHa ot log-rank Tect, crparudmmmpan no ECOG ckop 3a dyskumonanso ckerosame (0-1 cnpsamo 2), ckop
3a Gonika (7rnca cnpaMo Hanuume), Gpoii npeaMITHA KypcoBe XuMHoTepanks (1 cnpsaMo 2) 1 BH Ha IPOTPECHATa Ha
3abonsaBaneto (camo PSA cripsaMo pentrenorpadcka).

® Koe)HiHeHTHT HA PHCK € NOyHeH OT CTPaTH(HIMpPan NpoNopIMOHANEH pHCKkoB Mojen. KoeduumenT na puck < 1 e B nonsa na
ABHPATEPOH CTAJIA

BLB BCHUKH BpEeMEBH TOYKH Ha OLIEHSBaHE Clell MbPBUTE HAKOJIKO MeCela Ha JIe4eHHe NPOLEHThT Ha
NalHeHTHTE OCTAHAIIM UBH € N0-BUCOK MPH nauueHTH, JekyBann cb¢ ABUPATEPOH CTAJIA,
OTKOJIKOTO TPH NalHEHTH, JIeKyBaHH ¢ nnauedo (Bx. @urypa 6).

®urypa 6: Kpupn na Kannan-Maiiep 3a npeXuBAeMOCT NIPH NANHEHTH, JIEKYBAHH ChC
ABHPATEPOH CTAJIA nan niane6o B koMGHHAIHS ¢ NPEJHA30H HIH NPEAHH30JI0H
mmoc LHRH anano3s niH npeamecTBama OpXHeKTOMHS

23/,
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0 3 6 9 12 18 18 21
Bpeme oo cmbprTa, Meceum
AA 797 736 657 520 282 68 2 0
Nnauebo 398 355 306 210 105 30 3 0
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AA=ABUPATEPOH CTAJIA
AHaNnM3UTe Ha NIPEKHBAEMOCTTA B MOATPYIHTE OTYHTAT CHOTBETCTBALIM MOJI3H M0 OTHOLIEHHE Ha
npesxxuesemMocTTa npu nedenuero cb¢ ABUPATEPOH CTAIA (Bx. Qurypa 7).

®urypa 7: O6ma npexuBsieMOCT MO MOATPYNH: KoeHIHEeHT HA PHCK H 95% noBepHTE/IEH
HHTEPBAJ

HE 154 112 062 (050, 0.76) 842

i

Menuana (mecemi)

Mposermusa Mompyna ~AA Timaebo MR 95% C| N
BCHYEHR OaMHMeHTH Bemuxm M8 108 o i 086 (058, 079) 188
Hsxomma ECOG 01 153 N7 e é 084 (053, 078) 10868
2 73 7 —— 081 (053, 129) 2
Hsxonna BPI 4 162 12 e ; 084 (050, 082) 659
et 126 89 ——i E 068 (053, 085) 536
Bpoil MpeIuIImy XHMHOTED. Pesan 1 154 15 e— ! 063 (051, 078) &
2 14 103 P——O-—J: 074 (055 0%9) 362
Tun ma nporpecuara Camo PSA e 123 I E 059 (042, 082) %3
Pentremonormumo 142 104 —e— ! 089 (055, 084) 832
Bucnepansu safon. mpunocTemBaEe A 128 84 y—0—|; 070 (052, 094) 353
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AA= ABHPATEPOH CTAJIA; BPI=Kpattk Cxop na Bonkara; C.1.=noseprrenen mureppan; ECOG=cxop wa QynKimonanoro
¢heTodAHME Mo cKkanata Ha H3Touna kooneparnena oHkonorudHa rpyna; HR= koeuument na puck; NE=He NoAnekd Ha OUSHKa

B nontanenye KbM HaGMOAABAHOTO moA0GpABaHE Ha 0OIIATA IPEKHRIEMOCT, BCHMKH BTOPHIHH Kpaliny
TOUYKH Ha Mpoy4BaHeTo ca B noasa Ha ABUPATEPOH CTAJIA u ca CTATHCTHUECKH 3HAYHMH ClIeq
KOpHIHpaHe 33 MHOTOKPAaTHO H3CJIe[BAHE, KAaKTO CIEABA:

IlannenTnte, nomygasauy ABUPATEPOH CTAJJA, noka3sar 3HAYHTENHO HO-BHCOKA 001Na CTeneH Ha
OTroBop o orHoueHne Ha PSA (onpegenen xaro namanenne ¢ > 50% ot H3X00HATA CTORHOCT) B
¢paBHEHHE ¢ NALUECHTHTE, nony4aBaiu naanebo, 38% cpemy 10%, p < 0,0001.

Meaunanara sa BpemeTo 10 nporpecus Ha PSA e 10,2 Mecena 3a ALMEHTH, JIEKYBaHH ChC
ABUPATEPOH CTAJIA u 6,6 Mecela 3a naluueHTH, JekyBaH ¢ mianebo (HR=0,580; 95% CI: [0,462;
0,728], p < 0,0001). Meauanara Ha npexuBaeMocT 6e3 pentreHorpadcka nporpecus e 5,6 Mecena 3a
nanneHTH, nexkysadd ¢b¢ ABHPATEPOH CTAJIA n 3,6 mMecena 3a NalMEeHTH, JIEKYBaHH ¢ nuaueGo
(HR=0,673; 95% CI: [0,585; 0,776], p < 0,0001).

Bonka

IIpouenThT Ha NANKEHTHTE ¢ BPeMEeHHO ofilekyaBaHe Ha 60JIKaTa € CTATHCTHYECKH 3HAUMMO [I0- BHCOK B
rpynata sa ABUPATEPOH CTAJIA, oTkonkoTo B rpynara sa mnaueto (44% cpewy 27%, p=0,0002).
IlaumenT ¢ 0TrOBOP Ha NATHATHBHO JleyeHne Ha Gonkara ce onpejens KaTo NaHeHT ¢ MEHHMYM 30%
cmaz OT W3XoAHaTa cuia Ha (oKaTa NpH Hali-BHCOK MHTEH3NTET Ha GONKATA MO CKAKTE 3a KPaThK CKOp
Ha Gonkara (BPI-SF) 3a nocnennute 24 uaca 63 ypenndeHye Ha CkOpa 3a MPHIOKEHAE HA aHANTETHK,
HabmoiaBasa MpH J(Ba MOCIEROBATENHHE PEryieia IPe3 HHTEpBa OT 4 cexmuuy. Ha ananus 3a BpeMeHHO
obnexyaBane Ha 60JIKaTa ca MOJOKEHH CAMO AHEHTH ChC CKOP HA H3X0AHaTa O0Jka > 4 1 Hali-Manko
€IMH CKOp Ha GoJlkaTa cnea HaYalloTo Ha npoyusaneto (N=512).

Tllporpecus Ha 6onxara ce Habnionapa pH NO-MaTbK NPONEHT OT NALMEHTHTE, JIEKYBAHH ChC
ABUPATEPOH CTAJTA, 0TKOIKOTO NpH Te3H, JIEKyBaHH ¢ wiauebo, B Mecen 6 (22% cpemty 28%),
mecen 12 (30% cpemy 38%) u mecenr 18 (35% cpewyy 46%). [Iporpecus Ha Gonkara ce onpegens Karo
YEECNHYECHRE OT H3X0HaTa CUlla Ha Gonkata ¢ > 30% npH Haii-BUCOK WHTEH3HTET Ha GokaTa no ckanara
Ha BPI-SF npe3s uamunanate 24 yaca Ge3 HaManssaHe Ha CKOpa 3a NPHIOKCHEE HA AHAITETHK,
HabmronaBaHa NpH ABE NOCNEJOBaTeNIRY BU3HTH HIM yBeaHYeHHe ¢ > 30% Ha ckopa 3a IIPHIOKEHHE Ha
ananreTHk, HabmoaapaHa npu JBe MocieORATENHA BH3UTH. BpeMeTo 1o nporpecus Ha GonkaTa Ha 25-1
nepcenthn ¢ 7,4 mecenia B rpynara va ABUPATEPOH CTAJIA cpeury 4,7 Mecelia B rpynara Ha miane6o.

CkenerHo-cRbp3aHH CHOMTHA
CxenerHo-cpBp3ann cuOuTHA ca HAGMIOAABAHH TIPH I0-MATHK NPOLEHT OT NALHERTHTE B IPYNaTa Ha

ABHPATEPOH CTAJIA, B cpaBHenue ¢ rpynarta Ha mnaneGo 8 mecen 6 (18% cpenry 28%), mecen 12
(30% cpenry 40%) u Mecen 18 (35% cpery 40%). BpeMeTo 0 TBPBOTO CKEIETHO-CBBP3aHO CHOHTHE Ha
25-a nepcenTnn ot rpynata Ha ABUPATEPOH CTAJIA e npa METH NO-IBJr0 OT TOBA B KOHTPOJIHATA
rpyna, a uMeHHo 9,9 Mecela cpeiy 4,9 Mecena. CkeleTHO-CBBP3aHO ChEUTHE ce Onpeaes KaTo
NaToNOrHiHa GppaKkTypa, KOMIPECHA HA IPHOHAYHHA MO3BK, NATHATHBHO IYENCHCHHE Ha KOCT UM
onepanHa Ha KOCT.

IleanaTpuyHa monynanus
EsponefickaTa areHIns 10 IeKapCTBaTa OCBODOXKAARA OT 3a[bJUKEHHETO 38 NIPEOC

pesyaTatuTe oT npoy4saHmiTa ch¢ ABFIPATEPOH CTAJIA BEE BCHYKH NOXTPYI



MOy Nall¥d NPH HampeAHal KapuiHOM Ha mpocratara. Bumxre Touka 4.2 3a uadopMalaa 0THOCHO
ynorpefa B NeANATPHATA.

5.2 dapmMakOKHHCTHTIHH cBoiicTBa

®apMakoKuHeTHKaTa Ha abuparepon U abUpaTepOHOB alleTaT € NPoyYueHa Cliel IPHIIOKEHHE Ha
abnpaTepoHOB aNeTar NpH 3APaBH JHLA, NAMEHTH ¢ HANPELHAT METACTATHYEH KapIHHOM Ha MPOCTATATA
H aHLa 6e3 KaplHHOM ¢ YepHoipobHO Wi 6u6peuHo yspexaade. AGupateponos anerar Gbp3o ce
NpeBphIa in vivo B abHpaTepon — HHXHOHTOP HA aHJApPOreHHaTa 6HOCHHTe3a (BX. Touka 5.1).

AGcopCuns
Cnen nepopanno npunoxesHe Ha abUpaTepOHOB aLIETAT HA [MIAAHO BPEMETO 32 JOCTHraHe HA

MaKCHMAaJIHa 1a3sMeHa KOHILCHTpauysa Ha abupaTepoH e npuOnusuTento 2 yaca.

[IpunoxeHHeTo Ha abHPATEPOHOB alleTaT ¢ XpaHa, CPaBHEHO ¢ TOBA HA Tanuso, Boau Ao 10-kpaTHo
[AUC] n no 17-xparsae [C max ] yBennueHHe Ha cCpefiHaTa CHCTEMHA eKCIIO3UUHA Ha abMpaTepoH B
38RHCHMOCT OT ChABPKAHHETO Ha Ma3HHHH B xpaHaTa, [Ipensu obn4aiinoTo pasHoobpa3sue B
ChABPKAHHETO H CECTaBa Ha XpaHuTe, IpuemMbT Ha ABMIPATEPOH CTAJIA ¢ xpaHa UMa IIOTEHIHAN A4
IOBEAE A0 MHOTO PasiHYHH e€kcnosniui. 3aroea ABHPATEPOH CTAJIA He TpaOBa aa ce npHeMa ¢
xpana. Toi Tpabea fa ce npHeMa MoHe eAMH vac ApeIy HIKM Hal-Mallko Ba Yaca cel XpaHeHe.
TabneTkuTe TpAOBa Aa ce MBATAT LENH ¢ BoAa (BX. Touka 4.2).

Paznpenencaue

Cebp3paseTo Ha “C-abEpaTepoH ¢ 1a3sMEHHTE IPOTEHHH B YOBEIIKATA IU1a3Ma € 99,8%.
[TpuBuanmsiT 06em Ha pasnpeneneune e npubausuTenHo 5630 1, koeto mpennonara, ye aGApaTepoH ce
pasnpenena eKCTeH3HBHO B NEpHQIEPHUTE THKAHH.

Bbro OpM

Crnen nepopanHo npunoxkenne Ha '“C-a6uparepoHoB auetar noa ¢opMaTa Ha Kancyiu aGHpaTepoHOB
aneTaT ¢e XHAPONH3Hpa 10 abuparepon, koHTO cliel TOBa NPeTLPNIBa MeTaboIH3bM, BEIHYBALL
cynardpade, XHAPOKCHAHPAHE H OKHCHCHHE NPeXUMHO B YepHHS Apob. ['oNAMa 4acT oT
paaHoaKTHBHOCTTA B KpBBTa (npubmmsurtento 92%) ce oTkpusa noa ¢opmara Ha MeTabONUTH Ha
abuparepol. Ot 15 oTkpuBaeMn MeTaGonnTa, 2 ca oCHOBHH MeTabonuTH, abupatepoHoB cyndar B N-
okcHA abupaTepoHoB cynart, BCeKH OT KOUTO MpeACTaBIaBa okono 43% ot obmaTa palHoaxTHEHOCT.

Enumunnpase
CpenHuAT MoxyXHBOT HA a0HpaTepor B I1a3Mara e npudmuanTendo 15 yaca BE3 OCHOBA Ha TaHHHATE,

TNoNy4YeHH TIpH 3ApaBH Muua. Cien nepopanHo npuioxkenne Ha “C-abupareponos auerar 1 000 mg
npubnusutento 88% oT paaMoakTHBHATA J03a C¢ BE3CTAHOBSABA BhB (DeKaTHHTE H OKOJIO 5% B ypHHATA.
OcHOBHHTE CheIRREHAS, KONTO MPHCHCTBAT BEB PeKaTHNuTe, Ca HenpOMeHeH abHpaTepOHOB aleTaT |
abupaTepoH (CHLOTBETHO OKONO 55% ¥ 22% OT NPHIOKEHATA 034).

YepHonpobHo YBpeKAaHe
(DapMaxkoKHHETHKaTa Ha aOHpaTepOHOB AUETAT € UACIEIBAHA TIPH NAMHEHTH ¢ NPEANIECTRALLO

yMepeHo uepHoApoOHO yBpexaane (ceoreerHo Child-Pugh Knac A u B) i npH KOHTpOJ
3apaBy 1HNA. CHCTEMHATA EKCIO3HIKA Ha abApaTepol cliell efHHHYHA NepopalHa Ao

yBelM4aBa ¢ mpubnusurento 11% u 260% CHOTBETHO [IPH NALMEHTH C IEKO H yMep: qﬁi;&,unl
uepHOAPoOHO yBpexaHe. CpeAHHAT MOIYKHUBOT HAa A0HPATEPOH Ce YIBIDKABA A0 01# #0 18 daca 'npn ‘ -‘_‘ E




TIAlIMEHTH ¢ IEKO YEPHOIPOCHO YBpeXkIaHe H 10 OKOI0 19 yaca NpH NALEEHTH C YMEPEHO YEPHOAPOGHO
yepexaaHe. I1pu npyro w3nHTeaHe, hapMakoKiHEeTHKATa HA a0HPATEPOH € W3C/eABaHA NPH NTAUEHTH C
npeAwecTallo Texko (n=8) yepHoapobHo yepexnane (Child-Pugh Knac C) u npn koHTponHa rpyna ot 8
3ApaBH JIHOA ¢ HOPMAaHA Yepuoapobua ¢ynxknua. AUC na aGupaTtepon ce ypeAHYara ¢ npubIn3uTento
600% v dpakuuATa Ha HECBBP3AHOTO JIEKAPCTBO C€ YBennyasa ¢ 80% IIpH TalHEHTH C TEKKO
YepHOAPOGHO YBPeXAaHe B CPaBHEHHE ¢ TIALIHEHTH ¢ HOPMAJTHA YepHOAPoOHa ByHKLMA.

He ce n3uckBa KopHrupase Ha J03aTa NpH DALMEHTH ¢ IPEMILIECTBAIKO JIEKO YEpHOAPOOHO yBpeXIane.
H3nonssanero Ha aGupaTepoHoB amerar Tpa0Ba BHMMATETHO 2 Ce TIPELIeHABA IPH NALHESHTH C YMEPEHO
4epHOAPOOHO yBpekAaHe, HPH KOUTO MOJI3aTa ACHO TPAOBA 1A HAAXBBPIA Fb3MOKHHS PHCK {BK. TOUKH
4.2 0 4.4). AGHpPaTepOHOB aleTaT He TpAOGBa a ce H3MON3BAa NMPH MALHEHTH ¢ TEXKO YepHOAPOOHO
yBpexJane (Bx. Touku 4.2, 4.3 u 4.4).

[lpy nauMeHTH, KOMTO Ca PA3BHIIH XENATOTOKCHYHOCT 110 BPEME HA NIeYeHHETO, MOJKE A Ce HANIOKH
TIpeKLCBaHe Ha IEYEHHETO H KOpHATHpaHe Ha A03aTa (Bxk. ToukH 4.2 u 4.4).

BnOpeuno yBpexnaHe
(PapMakoKHHETHKaTa Ha aDHpPAaTEPOHOB alleTaT e CpaBHeHa NPH MALMEHTH C TepMHHanHa Ob6pevna

HEJOCTaThbYHOCT HA CTalHNeH pexXHM Ha XeMOJHATH3a K MPH KOHTPOJIHA IPyna OT MAlHEHTH ¢ HOPMAallHa
6nbpeuna dynxuua. CrcTeMHaTa eKCo3uLKa Ha aGHpaTepOH clle]] ENHHMHYHA nepopanHa ao3a ot 1 000
mg He Ce yBeln4Yasa NpH NAHEHTH ¢ TepMUHaIHA OpOpevHa HeAOCTATEYHOCT, KOMTO ca Ha IHAIH3A.
[NpunaraneTo Npyu NalEEHTH ¢ HEOPEYHO YBpekAaHe, BRIIOUHTEIHO H TeXko GubpeuHo yBpexklaHe, He
H3HCKBA HAMalABAHE HA 103aTa (BX. TouKa 4.2). JIuncea, obade, KIMHHYEH OTHT MPH MALMEHTH C PAK HA
OpocTaTara H TeXKo 656pedno yepexaane. [Tpu Te3d nauHeHTd ce PENoPLYBA NOBHILEHO BHHMAHHE,

5.3 llpeaAxAHHEAYRH JAHEH 33 Oe300acHOCT _

B1B BCHUKH MPOYYBaHKA 33 TOKCHYHOCT NPH KHBOTHH HHBATA HA TECTOCTEPOH B KPBBTA €A 3HATHMO
noHwkexy. B pesynrar Ha Toea ce Habmogapa HamMaIsBaHe Ha TETJIOTO HA OPraHHUTE, KaKTO H
MOPQOMOrHIHHA H/RIH XHCTONIATONOrHYHH [IPOMEHH B peNpOAYKTHEHHTE OpraHu H HanGn6peuHara,
xHoH3HATA M MIEHHATA ez, BCHuky npoMeHH MOKa3BaT MhJIHA HAH YacTHIHA OOPaTHMOCT.
IMpoMeHuTe B PENPOAYKTHBHHTE H aHIPOTEH-HYBCTBHTEIHHTE OpTaHH €2 B CBOTBETCTBHE C
tapmakonoruaTa Ha abuparepon. BcHYKH XOPMOHAIHH IPOMEHH, CBbP3aHH ¢ JIeYeHHETO, ¢a 00paTHMH
HIIH OT3BYYaBaT Clell 4-CeNMHYEH IepHO Ha Bh3CTAHOBABAHE.

B npoyupanksTa 3a QepTHINTETA IPH MBKKH H XEHCKH NITbX0Be abHpaTepOHOB aleTaT HaMalABa
depTHIHTETA, KOETO € HATBIHO 00paTuMo 3a 4 10 16 ceAMHIIK Clel CITHPAHE HA HErOBHA TIPHEM.

B npoyuBaHe 3a TOKCHYHOCT Ha pa3BHTHETO NpPH IUTEXOBE abUpaTepOHOB ALETAT NOBIMABA
6peMEHHOCTTa, KOETO BKIKOYBA NOHIMKEHO TETTIO H NPEXHBAEMOCT Ha mnoaa. HaGmionasar ce edexTn
BBPXY BHHIIHKUTE MOJIOBH OpPraky, BLIPEKH ¢ aGHpaTepOHOB alleTaT HE € TEpPATOreHeH.

B Te3n npoyuBaHKa 32 GEPTHIHTET H TOKCHYHOCT HA Pa3sBHTHETO, TIPOBEJICHH [IPH ILTbXOBE, BCHYKH
edexTH ca cBbp3aHH C PapMakoNoTHYHOTO JeHCTBHE HA A0HpaTEPOR.

OcpeH pOMEHHTE B PENPONYKTHBHATE OPraHHd, HabNo/JaBaHH BBE BCHUKH MPOYYBaH
NpH XHBOTHH, HEKITHHHYHATE AaHHH HE MOKA3BaT 0COOEH PHCK 3a XOpa Bh3 OCHOB
(dapMaxoOTHYHH NPOY4BaHHS 38 O€30TacHOCT, TOKCHYHOCT [IPH MHOTOKPATHO



FeHOTOKCHIHOCT H KAPUMHOTeHeH NOoTeHIHaN. AGHPaTepoHOB alleTaT He NOKA3Ba KapLUHHOTEHHOCT B 6-
MeCeqHO npoy4BaHe MpH TpancreHny mumikH (Tg.rasH2). B 24-meceyno npoyupaHe 3a KAPIHHOTEHHOCT
NpH ITBX0BE, a0HPaTEPOHOR aNeTaT NOBHIIABA YECTOTATA HA HHTEPCTHUHANHHTE KJIETEYHH HEOIUIa3MH B
TecTHCHTE. CHUuTa Ce, 9€ TO3H pe3yJITaT e CBbp3aH ¢ PapMaKoIOrHYHOTO ACHCTRHE HA abMpaTepoH
HAKOH 0COGEHOCTH NPH ILTEXOBeTe. AGUPATEPOHOB ALETAT HE € KAPUUHOTEHER MPH XEHCKH [UTbXO0BE.

AKTHBHOTO BelllecTeO abupaTepoH MoKa3Ba pUCK 3a BOAHHTE GaceliHA M TeXHUTE oGuTaTeNH, 0coGeHo
3a pHbHTE.

6. PAPMAIIEBTHYHHA JAHHHA

6.1 Cnachbk Ha DOMOIIAATE BEMIECTBA
KpockapMenosa HaTpmii, THD A

Hatpues naypuncyngar

IMoeupon, K 30 (E1201)

MuxpokpHCcTanHa uenynosa 102 (E460)
Jlaxro3a MoHOXHApAT

Cunnuues auoxcun, konouneH 6essoxen (E551)
Marnesues creapat (E470b)

O0OBusBKa Ha TabneTkaTa:
(ITonn)euuunOB ankoxon (E1203)
Tutauuep auokcun (E171)
Maxkporon 3350 (E1521)

Tank (E553b)

Camo 3a Tabnerxnre ot 500 mg:
Xenesen oxcun, gepseH (E172)
Keneasen okeun, uepen (E172)
6.2 HecnBMecTHMOCTH
Henpunoxumo

6.3 Cpox Ha rogHOCT

Anymuanii-OPA/AW/PYC unp  Anymunnii-PYVC/PE/PVDC Snucrepu

3 rogHHH.

HDPE &yrnakn
2 TOJHHH.

6.4 CnenEajHe YCJIOBHN HA CLXPAHEHHE
To3n nekapcTBEH NPOAYKT HE W3HCKBA CNELHATHH YCIOBHS Ha ChXPaHeHHe.

6.5 B H cLALPXKABHAE HA ONAKOBKATA




Tabnerkure ABUPATEPOH CTAJIA 250 mg ¢unmupann TabneTky ca HalMuH| B ATyMHHRI-
OPA/AIW/PVC 6aucrepn unu B Anymunnii-PVC/PE/PVDC 6auctepu wau HDPE 6y Tunku.

Tabnetkure ABUPATEPOH CTAJIA 500 mg uaMupatn TaGneTkH ca HaluYHH B AyMHHHH-
OPA/Aluw/PVC 6mucrepu win B Anymunnii-PVC/PE/PVDC 6nuctepu unu HDPE GyTuiku.

Hanuunu ca onakosku ot 30, 60, 90, 112 u 120 ¢punmuipanu TabreTkH.

6.6 CnennajHu npeAna3sHA MepPKH NPH H3XBLPJisiHe H paboTa

Bb3 ocHOBa Ha MEXaHH3Ma CH Ha JIeHCTBHE, TO3M JIEKAPCTBEH NMPOAYKT MOXKE /1a HABPE/IH HAa Pa3BHTHETO
Ha (eTyca; 3aTOBa KEHH, KOMTO ca OpEMEHHH WK € Bb3MOXHO 1a ca GpeMeHHH, He TpabBa aa paboTaT ¢
Hero 6e3 npeana3Hu CpeCTBa, HANPHMEP PhKABHIIH,

HeusnonssanuaT nekapcTBeH NPOAYKT HIH OTHAAbYHHTE MATEPHAIIH OT HETO TPSOBA Ja Ce H3XBBPIIAT B
CbOTBETCTBHE C MECTHHTE H3HCKBaHUA. TO3H NekapcTBEH NPOAYKT MOXE J1a NPpeCTaB/AaBa PUCK 3a
BOJHHTE GacelHH U TexHuTe obuTaTeny (Bxk. Touka 5.3).

7. NPUTEKATEJI HA PASPEHIEHHUETO 3A YIIOTPEEBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

["epmanus

8. HOMEP(A) HA PASPELLIEHHUETO 3A YIIOTPEBA
ABUPATEPOH CTAJIA 250 mg: Perucrpauuonen Ne:20210369
ABUPATEPOH CTAJIA 500 mg: Perucrpaunonen Ne:20210370

9. IATA HA ITbPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PASPELLIEHUETO 3A
YIIOTPEBA

Jara Ha nbpBo paspewasane: 17.12.2021
Jlata Ha nocneJHO NOAHOBsABAHE:

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
02/2022
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