KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA 292 0700

. HWME HA JEKAPCTBEHUSA IIPOYKT 2o Y 6 Lb-1-U08

Abuparepon Canno3 500 mg ¢punmupanu TabneTku
Abirateron Sandoz 500 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH CbCTAB
Bceska dpunmupana tabnerka cbabpka S00 mg abuparepoHoB auerar (abiraterone acetate).

[loMOILLIHK BelEeCTBA C U3BECTHO JICUCTBUE
Bceska dunmMupana Tabnerka cpabpka 64,6 mg nakro3a (68 mg kato MOHOXHApAT).

3a MBJIHKA CIIUCHK Ha MOMOILLIHUTE BElleCTBa BUXKTE To4Yka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka.
JIunaBu, oBaHM QUIMHUpaHH TabJeTKH, ¢ Haanue <500 oT eqHaTa cTpaHa, ¢ pa3MepH
18,9 mm x 9,5 mm.

4. KJIMHHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

Abuparepon CaHI03 ¢ MPEAHU30H WIH NMPEAHU30JI0H € MOKa3aH 3a:

® JIeYEHHE HAa HOBO JUArHOCTHLIMPAH METAaCTaTH4Y€H, YYBCTBUTEJIEH KbM XOPMOHAJIHA Tepanus
kapuuHoM Ha npocrarara (mMHSPC) npu BB3pacTHH MbXke B KOMOMHALUA C aHAPOIreH-
nenpuBauroHHa Tepanusa (ADT) (Bx. Touka 5.1)

® JIe4YEHHE HA HOBO JUArHOCTULIMPAH BUCOKOPUCKOB, HEMETACTATHY€H, YYBCTBUTEJICH KbM
XOpMOHAaJIHA Tepanus KapuuHoM Ha npoctarata (HSPC) npu Bb3pacTHU MBbke B KOMOMHALIMA C
aHaporeH-aenpuBaloHHa repanus (ADT) u npuerepanus (BX.ToO4YKa J.1)

e JleYeHHE Ha MeTacTaTH4YEeH PE3UCTEHTEH Ha KacTpauus KapuuHoMm Ha npocrarata (mCRPC) npu
Bb3PaCTHU MbXe, KOUTO ca 6€3 CUMIITOMHU UJIH C JIEKH CUMIITOMH CJIEl HEYCIIEIIHA aHpOreH-
JIETIpUBALMOHHA Teparus, IMPU KOUTO BCE OLIE HAMA KJIMHUYHH MOKa3aHHUA 3a XUMHOTEparnus (Bx.
TO4Ka 5.1)

e jeuenue Ha MCRPC npu Bb3pacTHH MbxkKe, UHETO 3a00JIABaHE € MPOrpecHpaIo Mo BpeMe Ha UIIH
cne aoueTakcen-0azupaHa XMMHOTEparius.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

To3u nekapcTBeH NMPOAYKT TpsAOBa J1a ce NMPEANMCBA OT MOAXOAALL MEAULIMHCKH CIIELIMAJTUCT.
Jo3upoBka

[TpenopbunTenHaTta no3a e 1 000 mg (ase rabnerku 500 mg) karo eAMHUYHA JHEBHA /1032, KOATO HE

TpAOBa J1a ce rnpuema ¢ xpaHa (Bx. no-goity “Hauun Ha npunoxxenue™). [Ipuemanero Ha TabneTkure ¢
XpaHa NMOBMIIaBa CHCTEMHATA €KCMO3ULIMA Ha abupaTepoH (BXK. TOYKH 4.5 ¥ 5.2).

X '___]1 .'n..ll..li-u .." d 'I'., L‘-._. .
Jlo3upoexka Ha npeOHU30H WiU NPEOHU3ZO0JIOH /X7 0 NSE N\
[Ipu MeTacTaTHYeH U BUCOKOPUCKOB, HeMeTacTatnyeH HSPC, abuparepon ce npuiara/ c.f5 rf‘lg N\ O,
MPeAHU30H WM NPEeIHU30JIOH JHEBHO. y -

[Tpu mCRPC, abuparepoH ce npwiara ¢ 10 mg npeaAHU30H WK NPEIHU30JIOH IHEBHO. | <




IIpodvmicumennocm Ha AeHenuemo
MearukaMeHTO3HaTa KacTPaLMs ¢ aHAJIOr Ha XOpMOH, ocBoOoKAaBall JIyTEHHH3HpaLlHgd XOpMOH
(LHRH) Tpabea na npoab/DKH IO BPEME Ha JIEYEHHETO NPH NALKUEHTH, KOUTO HE Ca ONCPaTHBHO

KaCTPHpPaHH.

- 3a JleyeHHE Ha HOBO JHATHOCTHLHMPAH BUCOKOPHCKOB, HEMETACTATHYECH, YYBCTBHTEECH KbM
XOpMOHAJIHA Tepan1a KapiuMHoM Ha npoctaTtata (HSPC) npu BB3pacTHKY MBXe B KOMOHMHaLMA C
aHgporeH-AenpuBaliuonHa tepanud (ADT) u srpueTepanus, nevyeHHETO Ce TIPENOpbYBa A0
pOrpecHs Ha 3a00aABaHETO, HENPHEMITHBA TOKCHYHOCT, HIIM J10 2 FOJIMHH NPH TMalHeHTH 6e3
nporpecus, u:

- 3a ocTaHANIMTE NOKA3aHKA, JIEUEHHETO CE NMPENOoPbUBa A0 Mporpecus Ha 3ab0SBaHETO HITH
HENPUEMJIUBA TOKCHYHOCT

IIpenopvuumenno npocaeossane

CepyMHHTE TpaHCAMHHAa3H TpAOBa fa ¢e U3MEpPBAT NPEAH HAYANOTO Ha JICYEHHETO, Ha BCEKH JIBE
ceIMMLIM TIpe3 ITbPBUTE TPH Mecelia OT JICUEHUETO U Clie]] TOBA BSAHBK MeCeuHO. KpbBHOTO HAJNSATaHE,
CEpYMHHAT KU M 3a1bP’KAHETO HA TEUHOCTH TPA0BA 213 ce CrieadaT exeMeceuto. Brnpeku Tosa,
MALMEHTHTE ChC 3HAYKTEIIEH PHCK 33 3aCTOMHa ChbpACYHA HEAOCTATHYHOCT, TpAOBaA fa ce nmpocneaapar
Ha BCEKM 2 CeIMHIIH Npe3 ITEPBUTE TPH MeceLld OT JICYCHHETO H BEAHBXK MECEUHO cle]] TOBA (BX. TOYKA
4.4).

[Ipu NaUMEHTH CHC ChIECTBYBALLIA XHITOKAIHEMHA WIH TaKHBA, Pa3BHIH XMINOKATHEMHSA 110 BpeMe Ha
NeYEeHHETO ChC abupaTepoH, TpaAOBa Aa ce 0OMUCIH MOJTbpXKaHe Ha HUBO Ha kanui > 4,0 mM,

[Ipy naupeHTH, Pa3BU/IU CTENEH Ha TOKCHYHOCT 2 3, BIIIOUHTEHO XMIICPTOHUS, XMMOKATHEMH, 1M
M IpYT'H HEMHHEPATTKOPTHUKOMHN TOKCHYHH €(PEKTH, 1eUcHUEeTO TpaOBa Aa Obae MPEKbCHATO M Aa ¢
MMPUIOKKAT MOAXOMAIIM MeAHLIMHCKH MepkH. JleyeHneTo cbe abupaTepoH He TpsabOpa Ja ce Bb30OHOBARA,
JIOKATO CHMITTOMHTE Ha TOKCHYHOCT HE JOCTUIaT CTENeH 1 WK H3XOLHO HHBO.

B cyuaii Ha npomycHara AHeBHa Ao3a AbupatepoH CaHno3, MPEAHH30H HIH NPEeAHH30NO0H, JIEUeHHETO
TpaOBa a NPOABL/DKH Ha clieaBamuus AeH ¢ obuyaiHaTa qHEBHA J03a.

Xenamomoxcuwnocm

[Ipu nauMeHTH, pa3sBWIH XEMaTOTOKCHUHOCT 10 BPEME Ha JICYCHUETO (A1aHHH aMMHOTpaHcepazaTa
[ALAT)] unu acnaprat amaHoTpaHcdepasata [ASAT] ce yBennyasar nopeue oT 5 IBTH HaJl rOpHATa
rpanHuia Ha Hopmata [ULN]), neuennero Tpabpa He3abaBHO Ja ce NpekbeHe (BXK. Touka 4.4). Cnen
BBL3CTAHOBABAHE HA H3XOIHUTE CTOHHOCTH Ha YepHOAPOOHHTe PYHKIIHOHAIHHM MMOKA3ATE/IH Ha
MaLHEeHTa, JICUCHHETO MOXeE J1a Ce IMOAHOBH ¢ HaManeHa no3a oT 500 mg BeaAHs XK AHEBHO. I1pH
MaLMEeHTH, IPOBEXKIAIIK MOBTOPHO JIEYCHHE, CEPYMHHTE TpaHCaMMHAa3H TpROBa Ja ce npocneapat
MHHMMYM Ha BCEKH JBE€ CEAMMILIH 32 TPH MeCELia, CJIEA KOETO BEAHBX MECEYHO. AKO
XenaTOTOKCHYHOCTTA C€ NMOBTOPH NMpH HaManeHa Ao3a oT 500 mg nHeBHO, IEYeHHETO TpAOBA J1a ce
MPEKPaTH.

AKO MallMEeHTHTE pa3BUAT TexKa XenatoTokcudHocT (yeenuuenne Ha ALAT nnu ASAT ¢ 20 meTH Han
ULN) 1o Bcsika BpeMe Ha TepalliaTa, TepanuaTa TpaOBa Ja ce crpe U NalUueHTHTE He Tpabea fa ce
JIeKyBaT TIOBTOPHO.

Heproopobro yapescoane
He ce Haslara nmpoMsaHa Ha A03aTa NMpH MALMEHTH C NpeLecTBaIIO JeKO 4epHOIpOOHO yBpexXaaHe, Ki1ac
A no Child-Pugh.

[Tpu ymepero gyepHoapoOHo yepexaade (knac B mo Child-Pugh) e noka3saHo, ye cucreMHara
eKCIIo3HLIMA Ha abupaTepon ce yseauyaBa OKOJIO YETHPH MBTH, C/IEA €THOKPAaTHH [EpOpaHH A03H OT
1000 mg abupaTtepoHoB anerat (Bx. Touka 5.2). HaMa naHHM 3a KiMHKWYHATA 6€30MaCHOCT U e
e(pMKACHOCT HA MHOTOKPaTHYU A03H aDMpPATEpOHOB alUETaT, MPHWIAraHH MPHU MaLHEHTH ¢ yMe

6bae npeaBuaeHo. M3anon3eaneTo Ha abuparepoH TpaOBa BHUMATENHO Ja C€ OLICHABA TP ,
yMepeHo YepHOAPOOHO yBpexIaHe, PU KOKTO M0JI13aTa ACHO TpAOBa Aa HAIXBBPIIA anib :
(BX. TOUKH 4.2 U 5.2). AOupatepoH He TpAOBa Aa ce U3MION3BA MPH MTALIMEHTH C TEXKKO lldp
yBpexzaaHe (Bx. Touku 4.3, 4.4 u 5.2).



bvbpeuno yepescoane

He ce nanara npomsaHa Ha 103aTa NpH NaLMeHTH ¢ 6p0petHo yBpexkaaHe (BXK. Touka 5.2). Jluncsa,
obadye, KIIHHHYEH ONUT MPH NALUMEHTH ¢ paK Ha MpocTaTa U TexKo Oubpeuno yspexnane. IIpu Tesu
MalHEHTH Ce MpenopbhYBa MOBUIIEHO BHUMaHHE (BX. ToUka 4.4).

Ileduampuuna nonyarayun
Hama chOTBETHO NMpHIoKEHHE Ha abMpaTepoH NPH NEAHATPHYHATA IOy IALIHMA.

Ha4uH Ha npUaoKeHHE

Abuparepon CaHa03 € 3a NEPOPATTHO NPHICKEHHE.

TabnerkuTe TpaOBa Na ce NMpHeMaT NOHE €AWH Yac MpPeH WM Hali-Malko /Ba Yaca Clefl XpaHeHe.
Tabnetkure TpaOBa Aa ce NMOTTBILAT LENH ¢ BOAA.

4.3 HpoTEBONOKA3IAHRA

¢  (CBPBXYYBCTBHTE/IHOCT KbM aKTMBHOTO BEILECTBO HIIH KM HAKOE OT NIOMOLLHUTE BeliecTBa
H30poeHu B TouKa 6.1.

® JKeHH, KOMTO ca OpeMEHHH WU € BE3MOXHO J1a ca OpeMeHHH (BK. Touka 4.6).
Texko uepHonpobHo yspexaane [knac C nmo Child-Pugh (Bx. Touxu 4.2, 4.4 u 5.2)].
AbUpaTepoH ¢ MpeAHU3OH WK NPEIHH3O0NIOH € TTPOTHBONOKA3aH B KOMOUHalms ¢ Ra-223.

4.4 CoenHanHH NpeAynpexAeHHs H BPEANA3HR MEPKR npH ynoTpeba

XHIIEETOHHH, XHITOKAJIHCMHI, 3abPXAaHC Ha TEYHOCTH H CHpAEYHA HEAOCTATHYHOCT 10pan H3JTHIILK

Ha MHHEDAJIKODPTHKOUH

AGHpaTepoH MOXe Na NpeJH3BUKa XMIIEPTOHHA, XUITOKATHEMHS M 3abPXKaHE HA TEYHOCTH (BXK. TOUKA
4.8) KaTo CNeACTBHE OT MOBHILIEHHTE HHBA HA MUHEPAJIKOPTUKOHINTE B PE3Y/ITaT Ha HHXMGHpaHeTO Ha
CYPI17 (Bx. Touka 5.1). EXHOBpEMEHHOTO MPHJIOKEHHKE HAa KOPTUKOCTEPOH MOTHCKA CTUMYIHPAHETO
Ha aJipeHOKOPTHKOTPONHUA XOpMOH (ACTH), koeTo BOAM a0 HaMalsiBaHe HA YECTOTATA U TEXECTTA Ha
Te3H HexXelNaHu peakid. Heobxoammo € noBHILIEHO BHUMAaHKE NPH JIEYEHHETO HA NNALHEHTH, YHHTO
OCHOBHH 3a00/19BaHus MOXKe Aa 6BAaT BIOWECHH IIPH NOBHIIABAHE Ha KPBBHOTO HaJIATaHe,
XUMNOKaTHeMus (Hamnp. NaUHEHTH, MPHEMALIH ChPACHHH MITHKO3HAK) WIH 3a0bpKaHe Ha TEYHOCTH
(Harp. NALMEeHTH CbC ChpAEYHA HEAOCTATBYHOCT, TeXKA WIH HeCTabH/IHA CTEHOKAPAMA, HACKOPO
npekapaH HHPapKT Ha MHOKap/a HWIH BEHTPHKY/IapHa apMTMHA K MALKEHTH ¢ TexKo 6n6peuHo

YBPEKAAHE ).

Abuparepon Tpa0Ba Aa ce NpuIara Npeana3uBO MPH NALKUCHTH ¢ AHAMHE3a 33 ChPAEUYHOCHAOBO
3abonapaHe. [Ipoyusanuara dasa 3 nposeneHH ¢ abHpaTepoH H3KMIOYBAT NALIMEHTH ¢ HEKOHTPOIMpaHa
XHNCPTOHHA, IWIHHHUYHO 3HAYUMO ChpIevMHO 3a00/14BaHe, MPOABEHO KaTO HHGAPKT Ha MMOKAp/a HIIH
CITy4aH Ha apTepHaiHa TpoM003a npe3 NocIeAHUTe 6 Mecela, Texka i HecTabHIHa CTeHoKapaus,
unu knac 111 mian 1V cnopen Hrodopkekara kapauonornuna acoumaimsa (New York Heart Association
(NYHA)) (npoyusauxe 301) wiv cepae4na Heaoctareydoct kiac II no IV (mpoyusanns 3011 u 302),
WIH H3IMepeHa ppakuma Ha usTnackeane < 50%. B npoyusanus 3011 u 302 ca M3KIIOYEHH NALIMEHTH C
NPpEACPAHO MBXKIEHE HIH Apyra ChpAcYHa apHTMHA, H3HCKBallla ie4eHHe. bezonacHocTTa npw
NalMEeHTH ¢ NeBOKaMepHa ¢pakuus Ha uaTiackBaHe (LVEF) < 50% unu cepaieuHa HeAOCTATBYHOCT
knac 11l unu IV no NYHA (B npoyusare 301) wim cepaeuna HegoctaTbuysocT kiac [1 zo IV mo NYHA
(8 npoyusanusa 3011 u 302) He e ycraHoBeHa (Bx. Toukn 4.8 u 5.1).

"
[Ipeny neveHne Ha NALMEHTH ChC 3HAUMTENICH PHCK 3a 3aCTOMHA CHPACYHA Henmnqﬂﬁcm
aHAMHE3a 3a ChpAcYHa HEAOCTATHYHOCT, HEKOHTPOJIKPAHA XUIIEPTOHUS WIH ChPACYHH CHO

HCxeMHYHa DonecT Ha ceplieTo), TpabBa Aa ce OOMHCIH NOTyYaBaHETO Ha OLICHKA Ha cl))’rmﬁlt%f HA

chplieTo (Hamnp. exokapavorpagus). Ilpeau neyenue ¢ abupatepoH, cbpicdHa He,uocTaTwﬁcﬁ 'fpnﬁsa
fia ce JIeKyBa M Cbp/ieIHaTa IEHHOCT 1a C€ ONTHMHU3MPA. XHIICPTOHUATA, XHITOKATIHEMHUATE | '

3abPXKAHETO Ha TEYHOCTH TPAGBa Aa ce KOPUrUpaT # KOHTpoaHpat. ITo BpeMe Ha eueHn lﬁ{J‘LBHO‘I‘U )
HaJIATaHe, CEPYMHHUAT Kanuii, 3ABPKAHETO HA TEHHOCTH (noka4yBsaHe Ha TErnoTo, nepmbepc w— - \ '
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BCEKH 2 CeJMHIIH 32 3 MeceLa, Cea TOBA BEAHBXK MECEUHO H OTKIIOHEHHATA 1A C€ KOPUTHpAT.
Habmopara ce yabpkapaHe Ha QT uHTepBasa npH NaldeHTH, CTPaJallli OT XHITOKATHEMHS, CBbP3aHa ¢
nedyeHueTo ¢ abuparepoH. TpaOBa ga ce HaNpaBH OLEHKA Ha ChpAcYHaTa JEeHHOCT, KOraTo € KIHHHYHO
MOKa3aHo, [ia Ce ONMpee/H aJeKBaTHa Tepanks U Ja ce oOMHCIM NpeKpaTIBaHE Ha TOBA JICUCHUE B
ciay4ali Ha KIMHHYHO 3HAUMMO oTcliabBaHe Ha ChpAc4HaTa ASHHOCT (BX. TouKa 4.2).

XenaToTOKCUYHOCT K MepHOAPOOHO yBpexaaHe

B koHTpOJHpaHH KIWHHUYHH MPOYYBaHHUA ce HaboaBa H3pa3cHO NOBUILICHHE HA YepHOAPOOHHTE
eH3HMMH, BOJICIIO A0 MPEeKBbCBaHe Ha JICYCHHETO WIH NPOMsAHA Ha A03aTa (BX. Touka 4.8). Hupara Ha
CepyMHMTE TPaHCAMHHA3H TpsA0Ba Ja ce U3MEPAT IpeH HAYaJIOTO Ha JICUEHHETO, Ha BCEKH JIBE
ceIMHIIM Npe3 TBPBHTE TPH MeceLa OT JISHCHHETO, H ClIe/l TOBA BEAHEK MECEUHO. AKO C€ Pa3BHAT
KIMHWYHU CHMITTOMH WJIH NPU3IHALK, MOKa3Balll# XeNaTOTOKCHYHOCT, CCPYMHHTE TpaHCaMMHAa3H
TpsaGBa aa ce u3MepAT HezabaBHO. Ako B faaeH MOMEHT ALAT nnu ASAT ce yBenuyar noseye ot 3
nbTH Hax ULN, neuenunero tpadsa He3zabaBHO Aa ce NpexbCHe, a yepHoapobHara ¢pyHkius TpsOBa 1a
ce cnenu otonn30. JleueHHETO ce MOAHOBABA NMPH BL3CTAHOBIBAHE HA M3XOIHHUTE CTOHHOCTH Ha
yepHOAPOOHHTE GYHKUMOHANHH MOKA3aTeNH Ha NaLMEeHTa M NPH HAMAJIeHa 103a (BX. To4ka 4.2).

B ciyyait ye NaUMEHTUTE Pa3BHAT TEXKKA XeNMAaTOTOKCHYHOCT (yBenuueHse Ha ALAT win ASAT ¢ 20
msTH Haa ULN) no Bcako BpeMe Ha TeparnuaTa, TepanuiaTa Tpabsa ka ce CIIpe U MalHCHTHTE HE TpAOBa
Ja ce NeKyBaT NOBTOPHO.

[TaLMeHTH ¢ AKTHBEH HIH CHMIITOMATHYEH BHPYCEH XEMAaTHT ¢a H3KMIOYEHH OT KIIMHUYHHTE
Mpoy4BaHKs; MOPAJH Ta3H MPUUYHHA JTMIICBAT JAHHH 3a ynorpebara Ha abMpaTepOoH MpH TasH

MoImyaaLu.

Hsama naHHM 3a KIHHWYHATA 6e30nacHOCT U e()MKACHOCT IMPU MHOFOKPaTHH A03M adUpaTepoOHOB aLeTar,
KOraTo ce MpHiara fpH NALMEHTH ¢ YMEPEHO MK TeXKO YepHoApobHOo yBpexaake (knac B wau C no
Child-Pugh). H3nonseaneTo Ha abuparepoH Tpa6Ba BHUMATEHO 14 €€ OLICHABA NPH NAlIMEHTH C
YMEPEHO YEpHOAPOOHO yBpeKaaHe, NPH KOMTO MM0J13aTa ACHO TpAOBA Ja HANXBBHPJIA BE3IMOKHHA PHCK
(Bx. TOukH 4.2 1 5.2). AGupaTtepoH He TpAOBa N3 ce U3MOM3BA MPH MALIMEHTH ¢ TEXKO YSPHOAPOOHO
yBpexaane (Bxk. Toukd 4.2, 4.3 4 5.2).

HMa peaky NOCTMApKETHHIOBH CHOOIIEHHA 3a OCTpa YEPHOAPOOHA HEAOCTATEYHOCT H QyIMMHAHTEH
XEMnaTUT, HAKOM C JieTaNneH u3xo (BxK. Touka 4.8).

CrndpaHe Ha IpHeMa Ha KOPTUKOCTEPOUIU U MEPKH TIPH CTPECOBH CHTYALIHK
[Tpenopruba ce MOBHILEHO BHUMAHHE H NMpOCie/BaHe 3a apeHOKOPTHKAIIHA HEJIOCTAThYHOCT, B

CAydait ye Ha NauHEeHTHTE € CIPAH MPUEMBT Ha NPEAHHU3OH KITH MPEAHU30NI0H. AKO MPUEMBT Ha
aGupaTepoH NMPOAb/DKH CEM CIIHPAHETO Ha KOPTHKOCTEPOUINTE, NALIHEHTHTE TpAOBa fa ce
Ha0/IO/1aBaT 34 OABA HA CUMIITOMH Ha MHHEPATKOPTHKOMAEH M3NHIIBK (BXK. HHPOpMaLMATa 110-Tope).

HPH MamyeHTH Ha NpEAHH30H WIH [IPEAHU30J0H, KOHTO €A NOVTIOXKCHH HAa HeoOHM4aeH CTpCEC, €
MOoKasaHoO NMOBHILABAHC HA N03aTa Ha KOPTHKOCTEPOUINUTE IIPpEOH, IO BPCME HA H CJICA CTpECOoBaTa

CUTYAaLIHA.

KocTHa UIbTHOCT

HamarnsBaHe Ha KOCTHATA IUTTHOCT MOXE 1 ce MOSABH MPHU MBXKE C METACTATHYEH HaNpeIHal
KapLIMHOM Ha npocrarara. M3nonssaHero Ha abUpaTepoH B KOMOMHAIKA ¢ IIIOKOKOPTHKOMIH MOXe Ja
YBETHYH TO3U CPEKT.

[Tpeaumna ynorpeba Ha KETOKOHA301
[To-HHUCKa cTEneH Ha OTTOBOP MOXKE /1a ¢€ OYaKBa NPH NALMEHTH, JIEKYBaHH IIPeJH TOBa ¢ KETOKOHA30

3a KapLIHHOM Ha NpoCTaTaTa.

XUNEPriuKkeMus
[TpMn0XKEHHETO Ha MNTHOKOKOPTUKOUIH MOXKE J1a MOBHILIH XHIIEPIIIHKEMHATA, 3aTOBA HHUEK

KpbBHaTa 3axap TpAOBa 4UecTo Aa ce nMpocneAIBa MPH NalMEHTH ¢ aHaber.

XUnoriukeMus




Cpo0IlaBaHH Ca CTyuaH Ha XMIIOrTTHKEMHUA, KOraro abupaTepoH IUioc NPEeAHH3OH/IPEAHU3ONOH CE
NpWIAraT Npy NalMEeHTH, KOUTO Beue ca UMaid AxadbeT, noyvaBaliy MUOTJIMTA30H WIH penarjiuHujg
(Bx. TOuKa 4.5); clieaoBaTeIHO, KpbBHATa 3axap TpsaOBa na ce HabmoaaBa npu nauueHTH ¢ auaber.

Ynorpe6a npH XMMUOTEpanus
BesonacHocTTa M ePMKACHOCTTA HA €AHOBPEMEHHOTO MPHIOKEHHE HA aOHpaTEePOH ¢ LUTOTOKCHYHA

XMMHOTEpanus He ¢a yCTaHoBeHY (BXK. Touka 5.1).

HenoHOCHMMOCT KbM IOMOLIHHUTE BEUICCTBA

To3u nexapcTBEH NPOAYKT ChABPKA JaKTO34.

[TaumeHTH ¢ peAKH HaceACTBEHH 3a00I4BaHMA KATO rajlakTo3Ha HEMOHOCHMOCT, 0011l TakTa3zeH
neQHLIMT WM INOK030-rajlakTrosHa Manadcopduua He TpaOBa Aa NpUeMaT TOBA JIEKapCTBO.

ToBa nekapcTeo chaAbpka nmo-mManko ot 1 mmol narpuii (23 mg) Ha no3a, T.€ HA NMPAaKTHKa He ChABPXKA
HATPUH.

[loTeBUMATHH PUCKOBE
AHEMHA U CeKCYalTHA ZUC(HYHKLHUA MOXKe [1a C€ [MOABAT NPH MbiKE C METACTATHYEH KapLIMHOM Ha

npocTraTaTa, BKJIIOYHTEIHO IIPH TE€3H, KOHTO Ca NMOJNOXKCHH Ha JIEUCHHE C HGHPETCPOH.

EdexTn BBpXY CKelleTHaTa MYCKYJIaTypa

CpobwaBat ce ci1ydan Ha MHONaTHA U pabaOMHUOIU3A NIPK NALMEHTH, IEKYBaHU ¢ abupatepoH. B
NOBEYETO CITYHaH TE Ca C€ Pa3BWIH B PAMKHTE HA MEPBUTE 6 MECELIA OT JICUEHHUETO H Ca OTIIYMEIH Clle]
NpeyCcTaHOBsABaHE MpHeMa Ha abupaTepoH.

[IpenopbuBa ¢ MOBUINCHO BHUMAHHE NPH MALMEHTH, IEKYBaHH €JHOBPEMEHHO ¢ JIEKAPCTBEHH
NPOLYKTH, 32 KOUTO € H3BECTHO, Y€ Ca CBbP3aHHU ¢ MHOMNaTHa/pabaoMuonusa.

B3auMOACHCTBUA ¢ APYIH JECKAPCTBEHH NPOAVKTH

[IpunoxeHneTo Ha CUIHH HHAYKTOPH Ha CYP3 A4 1psabpa aa ce u3barea no BpeMe Ha JICUEHHETO,
OCBeH aKo HiAMa Apyra TepaleBTHYHA alITEPHATHBA, IOpaJHd PHCKA OT HAMaJleHA €KCITO3MIIHA Ha
abupaTepoH (BXK. TouKa 4.5).

KoMOuHypaHe Ha abHpaTepoH H IIpeAHH3OH/MpeAHU3010H ¢ Ra-223
Jleuenuneto ¢ abupaTepoH ¥ NpeXHU3OH/TIPEAHN30JIOH B KOMOMHAaLMA ¢ Ra-223 e npoTMBONOKa3aHo

(B3K. TO4Ka 4.3) mopajii NOBHILEH PUCK OT DPaKTYpH U TEHACHLUA KbM MOBHILEHA CMBPTHOCT MPH
NalMeHTH C KApLMHOM Ha IPOCTATaTa, KOHTO ¢a ACHMITTOMAaTHYHH WIH C JIEKH CUMITTOMH, KaKTO €
HaOMI00aBaHO B KIIMHHYHHTE M3NIHTBAHHUA.

IlIpenoppusa ce nocneapanioTo JeveHue ¢ Ra-223 fna He 3anousa NMoHe 5 AHH ciea MOCASAHOTO
NMPUIOXKEHUE Ha aDUpaTepoH B KOMOUHALUA C NPEAHU3OH/IPEAHU3OJIOH.

4.5 B3amMoae#ficTBHe ¢ APYI'H JIeKAPCTBEHE OPOAYKTH H ApYra GOopMH Ha B3apMoaclicTBHE

EdexT Ha XpaHaTa BEPXY aOHpaTepOHOB alleTaT

[IpunokeHUEeTO ¢ XpaHa 3HAYUTEIHO NMOBHLLIAaBa abcopbuuara Ha abuparepoHos anerar. EpukacHOCTT2
H 6e30macHOCTTA, KOraTo € NPHET ¢ XpaHa, He Ca YCTAHOBEHM, 3aTOBA TO3H JICKAPCTBEH NPOMXYKT HE
TpsabBa aa ce nmpueMa ¢ XxpaHa (Bx. Touku 4.2 1 5.2).

B3aumone#cTBUA € APYIH JEKAPCTBEHH NPOAYKTH
Iomenyuan na opyau 1exapcmaeHu NpooyKmu 0a ROGIUAAM excnozuyuume Ha abupamepou

B nposeaeHO KIHHHYHO NPpOYYBaHe Ha papMakOKHHETHYHHTE B3aHMOACHCTBUA ITPH 3ApaBH

D00 POBOJIIIM, JIEKYBAHH NPEIH TOBA ChC CUNHUA HHAYKTOP Ha CYP3 A4 pudamnuuus 600 mg qHeBHO B
MPOAL/DKEHHE HA 6 IHH, CJ/IE] KOETO € €AHHHYHA f03a abupaTtepoHoB auerat 1 000 mg, cpennazg— —
wasmeHa AUC,, Ha abuparepoH ce e noHwxkuna ¢ 55%. N‘{;HW ﬁ@

[Iprnoxennero Ha cWIHK HHAYKTOpH Ha CYP3A4 (Hanp. ¢enurouH, kapbamasenuH, pug

pucabyTuH, pudaneHTHH, peHobapOuTan, XKBIT KaHTapUOH [ Hypericum perforatum]) no ppe
neyeHHeTo TpsaOBa Aa ce W30Area, OCBEH aKO HAMA TEpaleBTHYHA AlITePHATHBA. \\% v




B oTRenHO KIHHHYHO NpOy4BaHe Ha (JapMaKOKHHETHYHHTE B3aMMOAEHCTBHA, IMPOBEACHO NPH 3APaBH
ROOPOBOJILH, €AHOBPEMEHHOTO NPHIOKEHHE Ha KETOKOHA30J, CUICH HHXuOKTOp HAa CYP3A4, e e
OKa3a/l0 KTHHHYHO 3HaYUM €(eKT BhpXy (apMaKOKHHETHKAaTa Ha abUpaTepoH.

ITomenyuan na abupamepon 0a nogruse excnosuyuume Ha Opy2u nexapcmeenyu npooyKmu
AOHpaTepoH € HHXHOUTOP Ha YepHOAPOOHHTE nekapcTBo-Metadbonusupany ensumi CYP2Dé6 u
CYP2CS.

B npoyugaHe Ha epekTuTe Ha abupaTepoHOB aueTat (IWitoc NPeHU30H) BHPXY eAMHHYHA 1033
CYP2D6 cyberpar aekcrpomeropdan, cucremuara excriosuims (AUC) na AeKkcTpomeTopdad ce
nosHIasa npubansutenHo 2,9 mth. AUC,, Ha aekcTpopdaH, akTHBHUS METaGOMUT Ha

IeKCTpoMeTOpdaH, ¢ NoBHUILIaBa NPHOAMIHTENHO ¢ 33%.

IlpenopryBa ce NOBHILICHO BHUMAaHME, KOTATO Ce IPUIIara ¢ JeKapcTBEHH MPOAYKTH, KOHTO CE
aKTHBHpAT HnH MeTabonuaupar ot CYP2D6 u no-cnenmanto nexapcrseHu IIPOAYKTH ¢ TeCeH
TEpAneBTHICH HHACKC. Tpabra na ce oOMHCIH HaMansBaHe Ha N03aTa HA IEKAPCTBATA C TECEH
TepaNeBTHHEH HHACKC, MeTabonuzupanu ot CYP2D6. ITpuMepu 3a nekapcTBeHH NPOAYKTH,
Metabonusupann ot CYP2D6, BIUTIOYBAT METONPOI0/1, MPOTIPRHOIION, AC3UNPAMHH, BeHI1a(aKkCHH,
XaJIoNepHaO, PHCIIEPHAOH, NPONAQEHOH, (ICKAHHH/, KOAEHH, OKCHKOAOH M TpaMaion (MOCIeqHHTE
TPH JICKApPCTBEHH NpoAyKTa ce HyxaaaT or CYP2D6 3a o6pasypaHe Ha akTHBHUTE HM 06e360/1ABAILH
MeTabosuTH).

B npoyiBane ¢ CYP2C8 Ha nexapcTBeHM B3auMOACHCTBHA NPH 3apaBd UHauBHIM, AUC Ha
NMUOIIHUTA30H ¢ MoBHiUeHa ¢ 46%, a AUC na M-III u M-IV, akrusuuTe MeTabonuTH Ha NMUOTIIHTA3OH, €
noHmwkeHa ¢ no 10%, KoraTo MHOrIMTa30H ce NpHIIara 3aeaHoO ¢ eAMHHYHa fo3a 1 000 mg
abupaTepoHOR arierar.

ITaunenrure TpabdBa na 6baaT HabmoaBaHK 33 NPH3HALM HA TOKCHYHOCT, CBBP3aHH ChC CyOCTpaT Ha
CYP2C38 ¢ Tecen TepaneBTHYEH HHAEKC, aKO CE HU3MOJ3BAT €JHOBPEMEHHO. IIpumepu 3a nexapcTBeHH
NpoAyKTH, MeTabonu3upanu or CYP2C8, BKIIOYBAT NHOTIIMTA30H M PEMArIMHAA (BXK, TOUKA 4.4).

In vitro ocHOBHHUTE MeTaGONHTH aGHUpaTepOHOB Cyndat 1 N-okcH aGHpaTepoOHOB cyagar uHxubupar
TpaHCNopTEpa Ha YepHOApoObHOTO 3axBaiane OATP1B1 u kato cieacTRHe MOTAT 11 ce MTOBHIIAT
KOHUCHTPALHHTE Ha JIEKADCTBEHUTE NPOIYKTH, KOHTO ¢ eNMMHHHpAT 4pe3 OATP1B1. Hama HaiMyew
KIIHHHYHH JaHHH, NOTBbPXKAABAIllH B3aHMOJEACTBHETO, OCHOBABAILIO CE HA TPAHCIIOPTEpa.

Ipunooicerue ¢ npooykmu, 3a Koumo e usgecmuo, we yovaxcasam QT unmepeana

T'pii KaTO JIEYEHUETO C AaHAPOreH-AENPHBALMOHHA TEPANHA MOXe Aa YALDKA QT UHTEpBANa,
MPENopBiBa C€ MOBUIICHO BHUMAHHE NPH NPHarase Ha abHpaTepoH C leKapCTBEHM MIPOAYKTH,
yasspkasal QT uHTepBana, HNM TEKAPCTBEHH MPORYKTH, KOUTO MOTAT /Ia IPEAM3BHKAT forsades de
pointes, KaTo Knac 1A (Hanp. XuHUaMR, ausonupamun) wim kiac [ (Hanp. aMHOJapOH, COTANO,
rodeTHnua, HOYTUIHNA) aHTHAPHTMUMHH JICKAPCTBEHH NPOLYKTH, METAJIOH, MOKCH(JIOKCALIHH,
AHTHIICHXOTHLIM H T.H.

IIpunoocenue cve cnupononaxmown
CNUpOHONAKTOH Ce CBBP3Ba ¢ aHAPOTEHHHUTE PELIEITTOPH M MOXKe Ja NOBHIUH HHBATa Ha

npocTaTHocnenu@uyuHus antured (PSA). Tlpunoxenuero ¢ abuparepoH He ce MpenopbuBa (BXK. TOUKa
5.1).

4.6 @epTRAHTET, GPEMEHHOCT H KbLPMEHE

XeHu ¢ neTepojieH MOTEHIHAT

Hama naHHH 3a yroTpeGaTta Ha aGHpaTepoH npu GpeMeHHH XKEeHU U TO3U NCKapCTBEH IIPOAYKT HE €
NpeaHa3HaueH 3a ynorpeba nNpu KeHH C AeTepOaeH NMOTEHLMA.

KoHTpauenus npu MbXKe H KEeHH

He e u3BecTHO AanM aGHpaTepoH WiKM HETOBUTE METAGOIMTH NPHCHCTBAT B CEMEHHATA T€Ul
YnorpebaTa Ha npe3epBaTUR € 3a/1b/DKUTENHA, aKO MAUHEHTHT UMa CEKCYaJICH KOHTAKT C
AKeHa. AKO MALMEHTHT HMA CEKCYalIeH KOHTAKT C JKeHa ¢ JIETepOIeH NOTEHIHAL, npe3eppai
3aABJDKHUTENICH 3a€IHO ¢ Ollle eHH e(eKTHBEH METO/ 3a KoHTpauenuus. [IpoyysanusTa




NOKa3BaT PENPOAYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3).

bpeMeHHOCT
AGHpaTepoH He ce ynoTpebsBa NpH XKEHU H € NPOTHBONOKA3AH IIPH XKEHH, KOHTO ca GpeMEHHM HIlH €

BB3MOXKHO Aa ca OpeMeHHH (BX. Touka 4.3 u 5.3).

KspMmeHe
AbuparepoH He e npeHa3Ha4YeH 3a ynoTpeda NpH XKeHH.

DepTUauTeT
AbuparepoH noeiuABa GepTIINTET2 NPH MBKKH M XKEHCKH ILTHXOBE, HO Te3H eheKTH Ca HAIBJIHO

oOpatuMHu (BX. TOYKa 5.3).
4.7 EdexTn BLpXy cnocoGHOCTTA 38 modHpaHe H paGoTa ¢ MAIIHEH

AOHpaTepoH He NOBJINABA WJIH TMOBUABA NPEHEOPEXRHUMO CIOCOGHOCTTA 3 OHPaHe U pabora ¢
MAallIHHHU.

4.8 HexenaHnn NekapcTBeHn peaknun

O0606111eHHe Ha poduna Ha 6€30MacHOCT

[Ipn aHaIN3 Ha HEKEaHHUTE PEaKUHH B KoMOHHMpaHH npoy4BaHus $asa 3 che abupaTepoH
HEXEJIAHHTE peakiuy, Habmogasand npu =10% ot naumenTuTe, ca nepudepeH eaeM, XHMOKATMEMHS,
XHIIEPTOHHA, HHPEKLHA Ha THKOYHUTE ITHTHLLA M MOBUILIEHA CTOWHOCT HA QJIAHUH
aMHHOTpaHcepasaTa WWIH acnapraT aMHHOTpaHc(epasaTa.

/lpyry BaXKHH HeXKeNaHW PeakLM BIUTIOUBAT CHPICYHH HAPYLICHHs, XENATOTOKCHYHOCT, PPAKTYPH H
aNepruyeH aJiBeoJIHT.

AOHpaTepoH MOXe Ja ITpeJH3BUKA XHIIEPTOHHA, XMIIOKATMEMHA H 3abPXKaHE HA TEYHOCTH KaTO
(hapMaKkOAMHAMUYHO CNEICTBHE OT HEFOBHA MEXaHU3BM HA AeiicTBHE. B npoyuBanmusTa ¢aza 3
O4aKBAHMTC MHHEPATTKOPTHKOMIHH HEXKENIAaHH PEaKUHMH ca HabnogaBaHH MO-4€CTO NpH MaLHEeHTH,
JIEKyBaHH ¢ a0HPATEPOHOB ALIETAT, OTKOMKOTO [PH NALMEHTH, TIEKyBaHH ¢ IU1aLe60: CLOTBETHO,
xunokanueMua 18% cnpamo 8%, xunepronus 22% cnpamo 16% M 3aappikaHe Ha TEYHOCTH
(nepudiepen eaem) 23% cnpsamo 17%. Ilpu naunenTH, JexyBanu ¢ abHpaTepOHOB aLIETAT CIIPAMO
NaLMeHTH, IeKyBaHH ¢ miauebo, ca HabmonaBanu: CTCAE (Bepcus 4.0) crenenu 3 M 4 XUMTOKaIMeMUA
npu 6% cnpsamo 1%.

CTCAE (Bepcus 4.0) crenenu 3 u 4 xuneproHus npu 7% cnpamo 5% H 3axbpKaHe Ha TEYHOCTH
(nepudepeH enem) crenenu 3 ¥ 4 ca HabmozaBaHu CboTBETHO MpH 1% cnpamo 1% oT nauMeHTHTE.
Kato usno MUHEPATKOPTHKOHAHHTE peaKilMi MOTAT Ja ¢¢ OBJaAABAT YCIIEIHO ¢ JIEKapCcTBa.
EAHOBpEMEHHOTO NPWIOKEHHE Ha KOPTHUKOCTEPOHAH BOAM 0 HAMA/IABAHE HA YeCTOTAaTa H CTENEHTa
Ha Te3W HEXENTaHH peaklUUH (BxX, Touka 4.4).

TabnuuyeH COHCHK HA HEXENAHUTE PEaKLIUH
B npoy4yBaHus 0pH NaUKEeHTH ¢ HAMpPeHAT METACTATHYECH KAPLUHHOM Ha NPOCTATATA, JIEKYBAHH C

LHRH aHanor wiM leKyBaHH Npeau TOBa ¢ OPXHEKTOMUS, aGHpaTepoH ce npwiara B 103a ot 1 000 mg
OHEBHO B KOMOHHALIMS ¢ HUCKA 033 NPEAHU30OH WIH TPEIHU30I0H (WK 5, win 10 mg JHEBHO B
3a8BUCHMOCT OT MOKA3aHHETO ).

HexenaHHTe peakimu, HabmoaaBaHu Mo BpeMe Ha KJIMHHYHHTE NPOYYBAHUS H MOCTMAPKETUHIOBHSA
OITHT, Ca NPEACTABEHH M0-JO0JTy MO KaTeropus 4ecToTa. Kareropuure no 4ecToTa ca onpefeneHH KakTo
crieaBa: MHOTO 4eCTH (2 1/10); uectu (= 1/100 mo < 1/10); neuectu (= 1/1 000 o < 1/100); peaxu &
1/10 000 no < 1/1 000); muoro peaxu (< 1/10 000) u ¢ HensBecTHA 4eCTOTA (OT HATMYHHTE AQHHH HE

el ---'""_-H e '
-

MOXe a Ob/le HanpaBpeHa OLICHKa).

OTHOLLECHHE Ha TAXHATA CePHO3HOCT.
||II -[_;' \
Tabana 1: Hexenann peaknnan, Ha61100aBaHA B KINAAYHE NPOYIBAHAS H OT ‘%& o
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NOCTMAPKETHHIOBHN OIIHT

CIICTEMO—(!PI"HHBH KJIac

Hﬂ?KEJIaHa_PEBKH[IH qecrToTa

Huagexnun 1 uEpecTANHRA

MHO20 Yecmu. HHEPEKHHH Ha IMMTHKOYHHTC IThTHILA

yecmu. CCIICUC

HapymeHHs Ha AMYHHATA CHCTEMA

C HEUIBECMHA Yecmomda. aHaCbHJ'IaKTH'-IHH PEaAKIIHH

Hapymenne Ha ¢eHAOKPHHHATA
CHCTEMA

Hevecmu: HanOBOpEeUHa HEAOCTATHYHOCT

Hapymenns Ha MeTabo1m3ma |
XpaHeHeTo

MHEO20 Hecmiu. XHITOKANUCMHUA

Hecmu. XHIICPTPHUTTIMLCPHACMHAA

CobpaeyuHE HapyIeRHS

Yecmiu. CbpicHiHa HE,[IGCT&TB‘IHUCT*, CTCHOKap 4,
[pcacbpiHO MBbAKICHC, TAXHKaApPIHA

HeYecmiu. NpyYIrd apuTMHHA

¢ Heuzgecmua yecmoma. WHPapKT Ha MHOKApAa,
yabkasane Ha QT unrepBana (Bxk. To4kH 4.4 1 4.5)

CuaoBH HapylmeRAs

MHO20 HeCcmU. XHIICPTOHNWA

PecnHpaTOpHH, TPHbAHE H
MeIHACTHRAJIHHE HAPYIIEeRHH

PeoKu: anepruyeH ajIBeoIuT

CroMallHO-1IpeBHH HAPYIIIEeHHS

MHOSQ Yecnu., NHApHA

Yecmu. NHCIICTICHUA

XenaroO/IHADRE BAPYIICHHASA

MHO20 Yecmu. NOBUIIECHA CTORHOCT Ha aJlaHHUH
aMuHOTpaHchepasaTa u/wiM acnaprar
aMHHOTpaHchepasaTa’

pedxu: (HyNMUHAHTEH XelaTUT, OCTpa YepHOApoOHa
HEAOCTATBYHOCT

Hapymenns HA KOXATA H
NOAKOKHATA ThKAH

yecmu.: OOpUB

HapymeHus Ha MYCKYJIHO-
CKEJIETHATA CHCTEMA W
CHeJHHHTE/IHATA THKAH

Hewecmy. MHonaTus, pabaoMHoONH3a

Hapymenns Ha 6u06penure B
NHKOYHHTE OhTHINA

yecmu,; XeMaTypHA

O6mu BapymeHns H epeKTH HA
MECTOTO HA TPAJICKEHHE

MHQ20 Yecmu. nepudepeH eacM

HapaassaHus, OTPABRAHAA H
yC/10’KHEHRS, Bb3JHAKHA/IHE B
pPe3yJITAT HQ HHTEPBeHIHA

yecmu. ppaktypu**

* CopacdHa HEAOCTATHYHOCT BKIIOYMBA M 3aCTOHHA ChpACYHA HEAOCTATHYHOCT, JIEBOXaMepHa ARCYHKIHA H HaMallcHa

bpakuHs Ha HITIACKBAHE

** OpakTypR BKIIOYBA OCTEOIIOPO3a U BCHYKH (pakTypi ¢ HIKTIOUEHHE HA NaTOIOTHYMHE PpakTypu

* CrioHTaHHY CBOOIICHUA OT NOCTMAPKETHHIOBHA OITHT

¢ TlosmieHa CTOMHOCT Ha alaHMH aMHHOTpaHc(epasaTa U/HIH NOBHUILIEHA CTORHOCT HA ACNAPTAT aMHHOTpaHcdepasaTa

BKkMo4Ba yeenuieHue ra ALAT, ypemuenue Ha ASAT u abropMHua yepHoapoOHa GyHKIuA.

Cnennure Hexxenanu peaxiMd CTCAE (repcus 4.0) creneH 3 ce HabmogaBpaT npH NauWEHTH, JJ€KYBaHH

¢ abHpaTepOHOB AUETAT: XHITOKATHEMHA 5%; HHPEeKIIMA Ha MTHKOYHMTE MBTHINA 2%; NoBHIlIEHA

CTOHMHOCT Ha aJlaHWH aMHHOTpaHcgepasaTa /UM MOBHLIeHa CTORHOCT Ha acraprar
aMuHOTpaHchepasaTa 4%; xuneproHus 6%; dpaxkrypu 2%; nepudepeH eneM, ChpaeyHa

HEIOCTATBYHOCT U NIPEACHPAHO MbKJeHe - Beaxkal%. Xuneprpurnuuepunemus CTCAE (sepcua 4.0)
cTeneH 3 H cTeHoKapausa ce Habmogaear npH < 1% ot naurenTure. UHQEKIMA HA MHKOYHHTE NBTHILA
CTCAE (Bepcusa 4.0) creneH 4, nopHuieHa CTOHHOCT HA aJIlaHHH aMHHOTpaHCcepasaTa WHIH MOBHILEHA
CTOMHOCT Ha acrapTat aMHMHOTpaHC(epas3aTa, XHIOKANHEMHS, ChpAe4YHa HELOCTATBYHOCT, NPEX y
MBKICHE U PpaKkTypH ce Habmoaasar npu < 1% ot nauueHTHTE.

i_i'
[1o-ronsiMa 4eCcTOTa HaA CITyYauTe Ha XHIICPTOHHUA U XHINIOKATUEMHA ce Habmoaapa npu n? ngnm
NauveHTH, YYBCTBUTEIIHH KbM XOpMOHanHa Tepanus (npoyusaHe 3011). Xuneprouus ce afﬁﬂ;oﬂasa_




cpaBHeHHe ¢ 11,8% u 20,2% B npoyusanus crotBeTHO 301 1 302.
Xunokanuemus ce Habmoaasa npu 20,4% ot nonyaauMaTa NaLHEHTH, YYBCTBATE/IHH KbM XOpPMOHAIHA
repanua (npoyusane 3011) B cpasHenue ¢ 19,2% un 14,9% B npoyuBanus crorBeTHO 301 1 302.

YecToTaTa H TE€KECTTA Ha HEXKEJIAHUTE JICKAPCTBEHH PEaKLMK ¢a NMO-BUCOKH NPH MOATPYNHTE OT
MALHEHTY ¢ H3X0IeH cKop 2 3a QYHKUMOHAIIHO ChCTOAHHE IO cKanara Ha M3TtoyHata koonepaTuBHa
oukonoruyHa rpyna (ECOG), kakTo u npu nauMeHTH B CTapuecka Bb3pacT (=75 roauuu).

Onucanye Ha U30paHU HeXKETaHHU peaKLUH

Coypoeuno-cvooeu peakyuu

B TpuTe npoy4sanua ¢asa 3 ce M3KMOUYBAT NALMEHTH ¢ HEKOHTPOIIMpaHa XUNIEPTOHUSA, KTHHHYHO
3HaYHMO ChPAEYHO 3a00/IABaHe, IPOSBEHO KaTO HH(APKT HA MHOKapAa WK ClIy4ad Ha apTepyanHa
Tpom60o3a npes nocneanuTe 6 Mecella, TexKKa HIH HecTabiwiIHa CTEHOKApAUS, WIH ChpAcYHa
HegocTaTh4HOCT Knac III wnu [V o NYHA (npoy4ysane 301) wik cepaedHa HegocTaTeuHoOCT Knac II 1o
IV (npoyusanusa 3011 u 302) munu usMepena ¢ppakuys Ha u3TIacksare < 50%. Bcuuku BKmoueHH
NaLHeHTH (JIEKYBaHH C AKTHBHOTO BEILECTBO M ¢ manebo) ca neKyBaHH ¢ JHOBPEMEHHO C aHAPOreH-
AeTpyBallMOHHa Tepanus, rinasHo ¢ npunoxedrne Ha LHRH ananosn, kosaTo e cepp3ana ¢ auaber,
MH(pAPKT HA MHOKAPIA, MO3BYHO-ChAOB HHLIMJICHT M BHe3amnHa chp/eyHa CMbpT. YecToraTa Ha
CBPACYHO-CBAOBHUTE HEXKEJIaHH peaKLMH B Npoy4YBaHus $aza 3 npH nauueHTy, NpueMaiiy
abMpaTepOHOB aLeTaT CIPAMO MALMEHTH, NpHeMalny mnanebo € kakro cneBa: NPEeaAChPAHO MBXKIACHE
2,6% cnpsamo 2,0%, taxukapaus 1,9% copamo 1,0%, crenokapoua 1,7% cnpamo 0,8%, cepaeyHa
HepocTarsuHOCT 0,7% cripamo 0,2% u apurmus 0,7% copamo 0,5%.

XenamomoxcusrHocm

XenaToTOKCHYHOCT, ¢ MOBHILIEHH cToHHOCTH Ha ALAT, ASAT u o6y 6Sunupybun, ce crobuiara npu
NALKEHTH, JIEKyBaHHU ¢ abupaTrepoHOB alerar. OT KIMHHYHHTE Npoy4BaHHs (a3a 3 XenaToTOKCHYHOCT
creneH 3 U 4 (Hamnp. yeenudeHue Ha ALAT win ASAT c > 5 nbti Haag ULN unu yesenuueHue Ha
GuMpy6una > 1,5 meTi Han ULN) ce cpobmasa npu oxkono 6% oT nauMeHTHTE, IPHEMAITH
abMpaTepoHOB alleTaT, 0OOMKHOBEHO MPe3 MBPBUTE 3 MECeLla Clie]l HayaloTO Ha JieueHHeTo. B
npoyuBaHne 3011 xenarorokcHyHoCT creneH 3 Wi 4 ce Habmopnaea rpu 8,4% OT nauueHTHTE,
JIEKyBaHH ¢ abupaTrepoH. JleceT OT NalHEHTHTE, KOMTO ca MpueManH abMpaTepoH, ca NpeyCcTaHOBWIH
YYACTHETO CH B MPOYUBAHETO MOPAAM XENMATOTOKCHYHOCT; ABaMa Ca NOJYUHIN XenaTOTOKCHYHOCT
CTENEH 2, HIECTHMA — XE€NAaTOTOKCHMHOCT CTEMNeEH 3 4 JjBaMa — XeNnaTOTOKCHYHOCT cTeneH 4. B
npoy4BaHe 3011 HsiMa CMBPTHH CTyYaH HA MALMEHTH BCAEACTBUE Ha XENaTOTOKCHYHOCT. B
KIHHHMHUTE NpOoyUuBaHUg ¢aza 3 yBelUUeHHEe Ha CTOMHOCTUTE Ha YepHOApOoOHUTE QyHKIMOHAITHH
MOKA3aTe/H € NO-BEPOATHO Aa ce Habmoaasa nNpM NanMeHTH ¢ NOBUINEHM U3XOJAHHU CTOMHOCTH Ha

ALAT unu ASAT, oTKONKOTO NpH TAKMBA ¢ HOPMAJIHM H3XOAHM CTORHOCTH, KoraTo ce HabmoaBa
yBenuueHne Ha ALAT win ASAT > 5 mpTe Hag ULN wim Ha Gunupy6un > 3 meti Haa ULN, npuemMbT
Ha aDMpaTEepOHOB alleTaT BPEMEHHO ce NPEKbCBa WM Ce Mpekpatsipa. B ABa ciydas € HACTBIIHIO
M3pAa3¢HO YBEJIHYECHHE HA CTOMHOCTUTE Ha YEPHOLPpOOHHNTE PYHKLUHOHATHH NOKA3aTENH (BXK. TOUKA 4.4).
IIpu Te3u ABaMa NalLMEHTH ¢ HOPMANHA U3X0AHA YepHOoApoOHA PyHKUMA ce HaOmoasa yBCIMYCHHE Ha
ALAT wiu ASAT ¢ 15 no 40 metit Haxg ULN u yBenuuenue Ha dSunupyduHa ¢ 2 1o 6 meta Haa ULN.,
Cieg cnipaHe Ha JIeYeHHUEeTO, YepHOApoOHHTE PYHKLHOHAIHH MTOKA3aTE/N Ca C€ HOPMATM3UPAIH H TIPH
ABaMaTa MaluMeHTH, a €IHHHUAT OT TAX € MOQTOMKEH Ha NMOBTOPHO JieueHUE 6€3 HOBO NOBUIIABAHE HA
croiHoCcTUTE. B npoyuBane 302 nosuiniasaHe Ha cToMHOCTHTE HAa ALAT win ASAT crenen 3 u 4 ce
Habmonasa npy 35 (6,5%) nanueHTH, 1eKyBaHH ¢ aODMpaTEpOHOB alleTarT.

[ToruilleHHTE CTORHOCTH HA aMHHOTpaHCc(epa3aTa ca ¢¢ Bb3CTAHOBWIM A0 HOPMATA IPH BCHYKH
NALMEHTH C H3KMOYEHHE Ha 3-Ma (2-Ma ¢ HOBH MHOTOOPOMHH 4EpHOAPOOHH METACTa3U U €/1HH C
NOBUILIEHH CTOHHOCTH Ha ASAT npubnusurenyo 3 ceaMuun cnel nocienHara o3a abuparepoHoB
auerat). B K1HHHYHH npoyuBaHyA ¢aza 3 3a NpeyCTAHOBABAHE HA JICYCHHETO B PE3YJITAT HA NOBMILICHH
croiiHocTh Ha ALAT u ASAT wnn abnopmua yepHoapoOHa gyHkuus ce cbobmaea npu 1,1% ot
NalHeHTHTE, JeKyBaHy ¢ abupatepoHoB auerar H rpu 0,6% OT nalMEeHTHTE, JICKYBaHH C IUT )
CHOOIIABAT CMBPTHH CITY4YaM B pe3y/iTaT Ha XCNATOTOKCHYHOCT.,

/

' X
B KIMHHYHH NMPOYYBAHHA PHCKBT OT XE€TIATOTOKCHYHOCT € HAMAJICH ¢ H3K/IIOYBAHETO OT }ﬁlaﬁ'rﬁe Ha

NalMeHTHd ¢ XENaTHUT Ha U3XOOHO HHBO WIH aOHOPMHH CTOMHOCTH Ha GYHKIIHOHAITHUTE Yep#H: hpoﬁﬂn | __?5" S I
nokazatenu. B npoyurare 3011 naumenTuTe ¢ u3xoanu croitHocTd Ha ALAT u ASAT > 2 5ws7u Han / N ,’i"'
Ty g ’frf‘i\#;’?’f
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ropHara rpaHuLa Ha HopMata (ULN), Swinupy6us > 1,5 nbTH Hag ULN uin Te3u ¢ akTHBEH WIH
CHUMITTOMATHYEH BHPYCEH XENATHT WIM XPOHHYHO YepHOAPOOHO 3a0on4BaHe; aCLIMT WK HApYHIEHHA Ha
KPBBOCHLCUPBAHETO BC/IEACTBHE HA YEPHOAPOOHA NUCYHKIIHMA Ca MIKIOUEHH OT y4YacTHe. B npoyusase
301, ca M3KIIIOYEHH NALMENTH ¢ H3x0oaHU cToiHocTH HAa ALAT n ASAT > 2,5 meti Hag ULN npn
OTCHCTBHE Ha YepHOAPOOHH MeTacTasH K > 5 mbTH Han ULN npn Hanudue Ha YepHOApOoOHH METAacTasH,
B npoyusane 302 He ce AOIMyCKAT MALMEHTH C YSPHOAPOOHH METacTa3H , a TE3H ¢ H3XOAHH CTOMHOCTH
Ha ALAT u ASAT > 2,5 et Hag ULN ca u3kinoueHd. AGHOPMHUTE CTOHHOCTH Ha YyepHOApoOHHTE

G YHKUHOHAMHH MOKa3aTesH, MPOABABAIK CC NPH MALMEHTH, Y4aCTBAILH B KIMHHYHH [TPOYYBaHHS, Ca
OUIH CTPOrO KOHTPOIMPAHH, KaTO CE € U3UCKBAIO NPEKBCBAHE Ha JICHEHUETO M ce € JIOMyCKalo
[IOBTOPHO JIEYEHHE CaMO CJIE/l KATO YePHOAPOOHHUTE QYHKLUMOHATHH MMOKA3ATE/H NPH NALMEHTUTE Ce
BBL3CTAHOBAT A0 M3XxoaHuTe (BK. Touka 4.2). [lanueHTH ¢ yBenuuenne Ha ALAT wmn ASAT ¢ > 20
neTH Hag ULN He ca eKyBaHH NOBTOPHO. be3onacHocTTa Ha OBTOPHOTO JI€YEHHE NPH TE3H MALMCHTH
He € u3BecTHa. MeXaun3MbT Ha XeNaTOTOKCHYHOCT HE € H3SACHEH.

Croblniapane Ha MOAO3UPAHH HEKEIAHU PEAKLIUH
Cs0o011aBaHETO Ha MOAO3UPAHH HEXETAHH PEeaKiHH /el pa3pelliaBaHe Ha yrioTpeda Ha JIeKapCTBEHHS

NPOAYKT € BaxkHO. ToBa Mo3B0MABa A2 NPOTB/DKH HAOMOACHHETO HA CHOTHOIICHHETO M0J13a/PHCK 32
NeKapCTBEHUA MPOAYKT. OT MEAULMHCKHTE CNELHATHCTH C€ H3HCKBA Ja ChoOILaBaT BCsAKa NOA03HpaHa
HE)KeJIaHa peaKiiMsa Ype3 HaLMOHAIHA CUCTeMA 3a ChoOlaBaHe KbM HM3mrIHWTeIHaTa areHIMA 110
nexapcTsara, yi. ,,JJamau I'pyes”, Ne 8, 1303 Codms, Ten.: +359 2 890 34 17, yebeaiir: www.bda.bg.

4.9 Ilpeno3mpane
JlaHHUTE 34 Mpeao3upaHe Ha abHUpaTepoH NpH Xopa ca OrpaHHYCHH.

Hsama cnieumduueH antuaoT. B citydaii Ha npeo3HpaHe NPHIMKEHUETO TPAOBa BpEMEHHO [ja ce
MPEKbCHE M Aa ¢e npeAnpHeMaT obu4alHUTe NOATLPXKANIM MEPKH, BKIIOYBAILH NIPOCHEASBaHE 32
apUTMMH, XMITOKATHEMHS M 33 MPH3HaLK U CHMITTOMHM Ha 3a/(bp)kaHe Ha TeYHOCTH. UepHoapoOHaTa
¢dyHKLMA chIIO TPAOBaA Na ce OLIeHABA.

5, @APMAKOJOIHYHHA CBOUCTBA

5.1 ®@apMakoaJHHAMHYHH CBOHCTBA

MdapMakoTepaneBTHYHA IpyIa: CHAOKPUHHA Tepanus, Jpyri XOpMOHAJIHH AHTarOHUCTH U CPOTHH
cpeactBa, ATC xoxa: L02BX03

MexaHU3BM HA JEHCTBHE

A6HUpaTEpOHOB aLIETAT Ce MPEeBPbILA in vive B abHpaTepoH, HHXUOHTOP Ha aHApOreHHaTa OHOCHHTE3A.
KoukpeTHo abupatepoH mHXUOHpa CENEKTHBHO AeHCTBHETO Ha eH3uma | 7o-xunokennasa/Cl7,20-nmasa
(CYPIT).

To3H eH3UM ce eKcrpecHpa B H € HeoOXOAHM 3a aHApOoreHHaTa OHOCHHTE3a B TECTHKYJIapHaTa,
HanOB0peuHaTa U npocTaTHaTa TyMopHa ThkaH. CYP17 xaranu3supa npespbillaHETO Ha MPErHEHOJIOH U
MPOrecTEPOH B MPEKYPCOPH HA TECTOCTEPOH, CHOTBETHO B AeXHApoenHaHApocTepoH (IXEA) u
aHPOCTEHIUOH upe3 1 7a-xuapokcunupaHe U pasuensaHe Ha C17,20 Bpp3kara. HuxubupaHero Ha
CYP17 cbmo BOAM A0 3aCHJICHO MPOM3BOJCTBO HA MUHEPATIKOPTHKOKAH OT HaAOBOpeuHHTe AHUle3u
(BX. TOuxa 4.4).

AHApPOreH-1yBCTBUTEIIHHAT NPOCTATEH KAPLIMHOM OTrOBaps Ha JIeYeHHE, KOSTO HAMaJIABa HHBATa Ha
aHAporeHuTe. AHIPOreH-JeNpHBaLIMOHHUTE Tepanuy, karo neyende ¢ LHRH ananosu win

OPXHEKTOMHS, HAMAIABAT PONU3BOACTBOTO HA aHAPOTEHH B TECTUCHTE, HO HE 3acAraT TAXHOTO
MPOM3BOACTBO OT HAROBLOpeUHHTE JUTe3d MK B TyMopa. JleueHneTo ¢ abupaTepoH HaMasB
TECTOCTEPOH 0 HEOTKpHUBacMH HHBA (IPH H3NON3BaHe Ha MpEeAJIaraHUTe HA Na3apa roroB
xoraTo ce npwiara eaioBpemeHHo ¢ LHRH aHanosH (unu opXxuekroMus). |

dapMakoaAMHaAMUYHH edeKTH 1
AGHpaTepoH NOHWKABA CEPYMHHUA TECTOCTEPOH M APYTH aHAPOTrE€HH A0 HUBA, NO-HUCKH




NOCTUrHaTuTe ¢ npunaraHe Ha LHRH anano3u caMocToATENHO HTH NPHU OpXHEKTOMMS, TOBa € pe3yiTar
OT celeKTHBHO HHXHOMpane Ha en3uM CYP17, HeoOxoauM 3a anaporeHHata 6HocHHTe3a. PSA cayxku
KaTo OMOMapKep NPH NaUMEeHTH ¢ KapLiIMHOM Ha [pocTaTara. B KiMHHUHO npoyusane daza 3 npu
NaLHUEHTH, NOKA3aJTH HEYCIEX KbM MPEAXOAHA XHMHOTEpAIKa ¢ TakcaHH, 38% OT NaLMeHTHTE ,
JIEKYBaHH ¢ aOUpaTepOHOB auerar, cnpamo 10% ot nauMeHTHTE, NEKYBaHH C IaLedo, ca oKazaiu
Hai-Manko 50% cnan cnpsMO M3XOAHHTE HUBA Ha PSA.

KnuHuyHa edukacHOCT ¥ 6€30MacHOCT

E¢HxacHOCTTa € yCTaHOBEHA B YETHPH PaHAOMH3HPAHH, IU1aLe60-KOHTPOIIMPAHH, MHOTOLIEHTPOBH,
KIMHHYHH npoyyuBaHud ¢asa 3 (mpoyusanus 3011, 302 u 301 u STAMPEDE) npu nauyestd ¢ mHSPC
H mCRPC u Bocokopuckos HemetacTatnucH HSPC. [lpoyusane 3011 (LATITUDE)BkmouBa naueHTH
¢ HOBOJAMArHOCTULIMPAHH (B paMKuTe Ha 3 Meceua cien paHaoMusupadero) mHSPC, kouro umar
BHCOKOPHCKOBH NMPOrdOCTHYHH (axTopu. BucoxopuckoBara mporHosa ce onpenend KaTo HaIHYHE HA
NnoHe 2 ot cnegHure 3 puckoBH gakropa: (1) ckop no Gleason >8; (2) nanuuue Ha 3 UM noBeue Jie3uH
NPH CKAHHPAHE Ha KOCTHUTE, (3) HAJTMUME Ha U3IMEPUMH BUCLIEpaaHH (C M3KIIOUEHHE HA 3a00/gBaHe Ha
JNUMQHUTE BB3JIH) MeTacTasy. B akTuBHOTO paMo abupatepoH ce npuiara ¢ no3a 1000 mg aHeBHo B
KOMOHMHALIMA ¢ HUCKA 032 NPEHU30H 5 mg BeJHBLK JHEBHO B JonblHeHHe KbM ADT (aroHucr Ha
LHRH win opxnekromus), koeto € craHaapTHoTo aeueHue (CJI). [laumeHTHTe B KOHTPOIHOTO paMo
nonyuaBaT ADT u ninaueGo kakTo 3a abuparepoH, Taka | 3a npeJHH30oH. B npoyupane 302 ca
BKJTIOYEHH IMAlHeHTH, KOUTO HE Ca JIEKYBaHH C JoLeTakces, a B npoyuBaHe 301 ca BIIOYEHH
NalKeHTH, TPEMHHATH NpPEaxoAHo JedeHHe ¢ qouetakcen. [lauuenture ca npuemanmn LHRH ananor
MJTH Ca TIPEMHHAMH JICUEHHE C OPXMEeKTOMHA. B rpynara Ha akTUBHO JiedeHHe abHpaTepoH ce npuiara
B 1032 oT 1 000 mg aHeBHO B KOMOHMHALMA ¢ HHCKA A03a MPENHH30OH WK MPEIHH30IO0H 5 mg ABa ITHTH
[IHEBHO. KOHTPOIHHTE MAalMEHTH MOJTy4YaBart niaue6o 1 HUcka 103a NPEIHU3OH WM NPEIHU30IIOH 5 mg
ABAa ITbTH JHEBHO.

STAMPEDE e MHOroueHTpoBo, paHAOMH3HPaHO KOHTPOJIHPAHO NPOyYBaHe 3a NALMEHTH C JIOKATHO
aBaHCHPAN WIKM METACTATHYEH paK Ha NpocTaTara, KOMTO 3ano4sar AwiarocpouHa ADT. [lpoyuBaneTo €
C AU3aifH ¢ IWIaTopMa ¢ MHOXKECTBO IPYNH M MHOXKECTBO HHB&, BKJIIOYBALIO IUaBHa dasza 2-3
KOMIOHEHT. [IpoyuBaHeTo oueHsBa eekra 0T JOOABAHETO HA Pa3IMYHH AreHTH, KAKTO CaMOCTOSATEITHO,
TaKa H B KOMOMHALMA, KbM cTaHAapTHOTO AedeHre. STAMPEDE BxTiouBa NallMEHTH, KOMTO €4 C paK
Ha NMPOCTATATa, KOHTO € HOBOMArHOCTUIIMPAaH ¥ METaCTaTHUCH, C NMOJIOXKHTEIHHM BB3JIH WIH
BUCKOPHCKOBO JIOKATHO aBaHCHpaJl.

[IpoMeHHTE B CepYMHHTE KOHLIEHTpALUUd Ha PSA He BUHArH roBopAar 3a KIIMHHYHH MNMOJ3H. 3aTOBA U BLB
BCUYKH IIPOYYBAHMA C€ IIPECNOpBUBA NaLUEHTUTE 12 OCTAHAT Ha JISUECHHAITA, [IPOBENIaHH 110
NpOY4YBaHETO, /10 MOCTHraHE Ha KPUTEPUHTE 3a NPECYCTAHOBABAHE, MOCOYEHH NMO-A0Y 3a BCAKO
NpoOy4BaHe.

B HHTO €1HO OT NpPOyYBaHHUATA NMPUIAraHETO HA CITMPOHONAKTOH HE € pa3pelleHo, Thil KaTo
CITHPOHOJIAKTOH C€ CBbP3Ba ¢ aHAPOTECHHHUTE PELIENTOPH U MOXKE J1a MOBULITH HUBATA Ha PSA.

MeTacTaTH4€H XOPMOH-4YYBCTBUTENIEH pak Ha npocTtarata (mHSPC)

IIpoyueane 3011 (nayuenmu c nosoouaznocmuyupan sucoxopucxos mHSPC; usnumsanemo

LATITUDE)

B npoyusane 3011 (n=1199) meauanara Ha Bb3pacTTa Ha BIJTIOHEHUTE MALMEHTH € 67 roguHH. Bposr

Ha MALMEHTHTE, JIEKYBAHU ¢ abMpaTepoH, 1o pacosa rpyna ¢ 6enu 832 (69,4%), azuatum 246 (20,5%),
YepHOKOXH WIH adppoaMepukanLu 25 (2,1%), apyru 80 (6,7%), HeussecTHa/He ce chobuwiasa 13 (1,1%)

Y AMCPHKaHCKH HHAWAHIM WK KOpEeHHO HaceneHHe Ha Anscka 3 (0,3%). CxopbT 3a (pyHKLIHOHATHO
cectoaHue o ECOG e 0 unu 1 npu 97% ot naumerTure. [TauneHTHTE C M3BECTHH METACTa3H B MO3BKa,
HEKOHTPOJIHpaHa XHIEPTOHHA, CEPHO3HO ChPAEUHO 3afonsiBaHe UM ChpAeYHa HEAOCTATHLYHOCT Knag .
II-IV no NYHA ca uskmouens. [lauueHTHTE, KOMTO Ca JIEKYBaHH C MpealiecTBama Gapmak THH | N
TbYeIeueHHe WIH ONepaLms 3a METACTATHUYEH paK Ha MPOCTATATA Ca M3KITIOYEHH, C H3KITIOY
Meceua ADT wn 1 kype mannaTnaHO 001b4BaHe WIM XMPYPTrHYHa TEPANUA 38 JieYeHHe Ha/ ¢l
NPOU3THYAIIM OT METacTa3l. ChbBMECTHHTE MBPBHYHHU KPaiHH TOYKH 32 €()HKACHOCT ca oﬁll,qu?'
npexusaeMocT (OS) K npexuBseMocT 6e3 peHTreHorpadcka nporpecus (rPFS). Menuanay @;4\
H3XOAHHs CKOP 3a 60JiKa, H3MEPEH ¢ MOMOLUTA Ha CbKpaTeHaTa ¢opMa Ha Kparsk Boipoc




bonkara (Brief Pain Inventory Short Form (BPI-SF)), e 2,0 kakTo B rpynaTa Ha akTHBHO jieYeHHe, TaKa
H B rpymnara Ha wiauebo. OcBeH 4pe3 H3MEPHTEIIHTE HA CbBMECTHHUTE ITHPBUYHH KpaifHH TOUKH MOJ3aTa
€ OLICHEHA H C MOMOIITA Ha BPEMETO A0 ChOMTHE, CBBP3aHO ¢ KocTHaTa cucteMa (SRE), BpeMero mo
1oceABallla TEpanus 3a NpoCTaTeH KapUMHOM, BPEMETO J10 3aroyYBaHe Ha XUMHOTEPAITHA, BPEMETO 10
nporpecus Ha Oonkara ¥ BpemeTo 10 nporpecks Ha PSA. JleueHueTo npoabimkasa 1o nporpecus Ha
3abonsaBaHeTo, OTTETISAHE Ha CHITIACHETO 32 YYacTHe, MOSBATa HA HEHPHEMIHBA TOKCHUHOCT W/IH CMBPT.

IIpexxupsemoctTa Ge3 peHTreHorpagcka Nporpecus ce onpeneis Kato BpeEMETO OT PAHAOMH3UPAHETO
AO NOABAaTa Ha PeHTreHOTpadCKa NMPOrpecHs WIH CMBPT TO KAKBATO H [1a € NpHUYHHAa.
PeHTreHOrpagckara nmporpecHs BKIIOYBA MPOrpecHi, YCTAHOBEHA Ype3 CKaHUPaHe Ha KOCTHTE
(CBITIACHO H3MEHEHUTE KPUTEPHH Ha paboTHATa rpyma 3a NpocTaTeH KapuuHoM 2 (PCWG2) wiu
[POrpecHa Ha MEKOTbKAHHHTE JIC3HH, ycTaHOBeHa ¢ momowra Ha KT wim SIMP (cernacHo kpuTepH 3a
OLICHKA Ha OTroBopa rpu conuanu Tymopu (RECIST 1.1)).

Habmonasana ¢ 3HaunuMa pasnnka B rPFS mexxay TepaneBTHUHMTE rpynH (BxkK. Tabnuua 2 u ¢gurypa 1).

Tabauna 2: [pexuBaemoct 6e3 penTreHorpadcka nporpecns — crpaTuduumpan
anasan3; Intent-to-treat nonynauns (mpoyusane PCR3011)
AA-P [Tnaue6o

PanIOMH3HpaHH MAMEHRTH 597 602

Che cnbutue 239 (40,0%) 354 (58,8%)

Llemzypupanu 358 (60,0%) 248 (41,2%)
BpeMe no cuburne (Meceru)

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

HAuana3zoH (0,0+, 41,0+) (0,0+, 40,6+)

p-crofinocr* < 0,0001

KoeduuueHT Ha pHck 0,466 (0,394, 0,550)

(95% CI)°

benexka: += nensypupano nabmoznenue, NE=ne moxe na 6uae usuncneso. Cyyaute Ha pentreHorpadcka NpOrpecus u
CMBPT C¢ CYHTAT 3a onpenensiuy rPFS cabuTrero. AA-P= naunentH, npuemManu aGUpaTepoH aleTar u peaHH3O0H.

! p-cTOHHOCTTa € nonyycHa OT log-rank TecT, crparhduumpan no ECOG ckop 3a dyuxumonanto cecrosuue (0/1 win 2)u
BHCILEPAIHH JICIHH (THIICA UM HAJTHYHE).

5 KoeMLMEHTET HA PHCK € NOMy4eH OT CTPaTHPHEHPAH NPONOPLUMOHATEH prckos Moen. Koeduuuent ra puck <1 e B
noi13a HaAA-P.

©urypa 1: Kpusu na Kaplan-Meier 3a npexnBsieMocT 6e3 pentrenorpadcxa nporpecHs;
Intent-to-treat nonysaunsa (npoyusane PCR3011)
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% MauneHTH B pUCK

A6upaTepoHoB auetar 99/ 533 464 400 353 316 251 177 102 51 21
Nnaue6o 602 488 367 289 214 168 127 81 41 17 7
— ' AbupatepoHos auetat "~ ~* "~  Mnauebo

HabmmonaBa ce cTaTHCTHYECKH 3HaYMMO noaoOpeHue Ha obiara npexussemoct (OS) B nonsa Ha AA-P

wioc ADT ¢ 34% noHwxkeHHe Ha pUcKa OT CMBPT B cpaBHeHHe ¢ muianebo wiroc ADT (HR=0,66: 95%
CI: 0,56, 0,78;p<0,0001) (Bx. Tabnuua 3 u ¢purypa 2).
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Ta6auna 3 O6ma npeXXxHBAEMOCT HA MALMEHTH, JIEKYBAHH HJIH ¢ adHpaTepoH H/IH nJ1anedo B

npoyuBane PCR3011 (Intent-to-treat aHaJiu3)

O6wa npexuBAEeMOCT AOHpaTepoH ¢ NpeaAHH30H [lnhauebo
(N=597) (N=602)
CmbpTHOCT (%) 275 (46%) 343 (57%)
MeauaHa Ha NMPEeXKUBAEMOCT (MECeLH) 33,3 36,5
(95% CI) (48,2, NE) (33,5;40,0)
Koeduuuent Ha puck ( 95% CI)' 0,66 (‘056°, ‘078’)

NE = He MOxe 1a ObJe U3YHUCIIEHO

! KoehMLHEHT Ha PUCK € MOTy4YeH OT CTpaTU(HLMPaH NMPONOpLUHOHAIEH MOIeN Ha puckoBeTe. KoepuumeHT

Ha puck <l e B 1oi3a Ha abupaTepoH C MPEAHU3O0H.

®urypa 2: Kpusu na Kaplan-Meier 3a o6ma npexxnssemocT; Intent-to-treat nonmynauus
aHaju3 Ha npoy4yBaHe PCR3011
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AHaJIU3UTE Ha MOArPYINHATEe HEU3MEHHO Ca B 0133 HA JIEYEHUETO ¢ abupaTepoH. EQeKkTbT OT 1eueHueTo

¢ AA-P Bepxy rPFS u OS B npeaBapuTenHo onpeaeseHUTe NOArpynu € 0J1aronpusaTeH U CbBMECTUM C
o01ara rnoryjaauMs B Npoy4YBaHeTo, ¢ u3kiIoYeHye Ha noarpynara ¢ ECOG ckop 2, kpaeTo He ce

HaOmonaBa TEHAEGHLIMS KbM M0J13a, HO MAJIKMAT pa3Mmep Ha u3Baakara (n=40) orpaHM4aBa U3BJIMYAHETO

Ha 3HAYHUMO 3aKJITKOHYCHHC.

B nonmbiHeHHe KbM HabMOAaBaHOTO NoaoOpeHKre Ha obwara npexussieMocT U rPFS e nemoHcTpupana

1oJ13a OT JIEYEHHETO ¢ abUpaTEepOH CNPAMO TUIaLe00 Npy BCUYKH MPOCNEKTUBHO ONpe/Ie/IEHH

HU3MEPHTEITIHA HA BTOPHUYHHTC I{paﬁHH TOYKH.

STAMPEDE (nayuenmu ¢ nosoduaznocmuyupan mHSPC)

B STAMPEDE ca pannomusupanu 901 naunenty ¢ mHSPC M1 na nonyusar ADT camocma*reuﬂt} ‘

unu ¢ abupatepoH auetat (1000 mg qHEBHO) U NPEeAHU30J0H/IPEIHU30H (5 Mg JHEBHO; AAP) wta

Oounu crpatuduumMpanu no kpurepus 3a puck Ha LATITUDE (Hoyle et al. Eur Urol. 20 191)

O6mo 428 (48%) nauMeHTa ca KJJaCHpaHH KaTO HUCKOPUCKOBHM I10 KPUTEPHUS Ha LATITUDLuﬂ BUCK
puck no kputepus Ha LATITUDE e ycranosen npu 473 (52%). [1outH BcHUKH nauHeHTH‘-(QS%) ca

!
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OunM ¢ HoBoaHarHoCTHUHpaHO 3abongBaHe. CpeaHOTO NMpocneassaHde € 42 Mecena, KomMOuHaumara or
ADT u AAP nokazea npeaumcTso B obwara npexusieMoct cnpsMo ADT caMocrosTenHo, T.e 0610 K
32 HUICKOPHCKOBAaTa H BHCOKOpHUCKoBara rpyia cnope kpurepuure Ha LATITUDE (Tabauua 4).

Tabanma 4:  O0ma npexaBaeMoCT

Stampede abiraterone | ADT camocrosTennno | ADT+AAP HR; 95%CI
LATITUDE kputepun | bpoii chbnTaa/bpoii | bpoii chLéuTna/bpoii

Benakn M1 naguedTn | naOAEHTH | IAHEHTH

Obu1o 195/452 135/449 0,61 (0,49-0,79)
Hucek pHCK 53/220 41/208 0,66 (0,44-0,98)
Bucok puck 142/232 04/241 0,54 (0,41-0,70)

B akTyanu3upaH aHalH3 ¢ npocneassaHe 3a 73 Meceua ((James et al. Int J Cancer. 2022), e noresspaeHa
[MOBHIIEHAT2 00111a NMPEeXXMUBAEMOCT Ha BCHYKH IIALIMEHTH C METACTA3HPaJ paK Ha MPOCTATATA,
HE3aBHCHMO JAJIH TAXHOCTO 3a00151BaHe € OUI0 ¢ BUCOK PUCK MK ¢ HHCBK pHcK (00io HR = 0.60
[95% CI: 0.50-0.71]; vuenk puck HR = 0.54 [95% CI: 0.40-0.74]; u Bucok puck HR = 0.54 [95% CI:
0.43-0.69]).

Bucoko puckoB HeMetacTaTieH HSPC

STAMPEDE (nayuenmu ¢ HO800UQzHOCMUYUPAK BUCOKOPUCK08, HeMemacmamuyern HSPC)

B STAMPEDE (Attard et al. Lancet. 2022), 914 nauseHTa ¢ BUCOKO PUCKOB, HEMETACTATHYEH PaK Ha
NpOCTATaTa ¢ca paHIOMHU3HpaHH Aa noayuBat ADT caMocTosrenHo wnd ¢ abupartepoH anerar (1000 mg
AHEBHO) M NPEIHH30JOH/ IPeIHU30H {5 mg nHeBHO; AAP). [TanmeHTHTE ca GUNH WM MOJIOKHUTENHH 32
Hoxynu (N1), unu HeratuBHU (NO), BHCOKOPHCKOBH, C JIOKATHO aBaHCHPa1o 3afosaBaHe (Hal-ManKo ¢
ABE OT cneaHuTe: TyMop B cTaguit T3 wik T4, ckop no Gleason >8 u PSA >40 ng/mL). Jlokanua
npueTepanys (CbrIacHO MECTHHTE PHKOBOICTBA) € OHiTa 3aab/DKUTENHA 32 3a0onaBanuaTa N0 u
npenopweurTenda 3a N1. ADT e npeanucsaHa 3a Tpu roaMHy 4 AAP 3a nBe roqiHHA UITH 0 NPOrPeCHH,
KOETO U Jia ¢€ MpOoABH NMo-paHo. [loutH BcHukH natuednTu (96%) ca MMatH HOBOAHATHOCTULIMPAHO
3a0onspade. OT Te3W NALUMEHTH, B Ipynara Ha kKoMOHHHpaHa Tepanua 55% ca 6w ¢ NO u 39% ¢ N1, B
CpaBHEHHE ¢ KOHTPOJIHATa rpyna ¢s0TBeTHO ¢ 36% and 41%. B rpynara ¢ komGuHHMpaHa Tepanus 82%
OT NAaUMEHTHTE ca DMK TUTaHKpaHH 3a JTOKATHA 1bueTepanud, cupamo 81% B KoHTpoaHaTa rpyna.
CpeaHoto npocineaasane ¢ 72 Meceua. KomOuHamuara or ADT ¢ AAP (ruitoc npueneueHue) nokasna
NPEIMMCTBO B IPESKUBICMOCTTA O€3 MeTacTasu, KakTo U KaTo wno, cnpaMo ADt camocrogrenno
(umoc npuenevenue) (Tabnuia 5).

Tabaaoa 5: lIpexnBaemocT 6e€3 MeTacTazn H 06mI0
Cranpaprna Kom6ruanus ¢ HR; 95%CI
Tepanus ADT + AAP
bpoii cuOrTER/bpoii | bpoit cxOrTEI/DpOiH
DAHEHTH NAIIHEHTH
I[TpexxussemMocT He3 183/455 111/459 0,54 (0,43-0,68)
METACTa3H
OO0wuia npeXxuBIeMoCT 142/455 95/459 0,63 (0,48-0,82)

Pak Ha [pocTaTard, pC3HCTEHTCH HA MCIUIIHHCKA KaCTpaL A

[Ipoyueane 302 (nayuenmu, xoumo He ca npoGexCcoarU Xumuomepanis)

Tora npoyuBaHe BKIIOYBA NALMEHTH, KOHTO HE Ca TIPOBEKIATH MPEeaX0AHa XHMHOTEPAINHKA, KOUTO ca
ACHMITTOMaTHYHH HMJTH C JICKO U3pa3eHUd CUMITTOMM M 32 KOMTO XHMHOTEpaIliA BCe OLUE HE € KITMHHYHO
noka3ana. Ckop ot 0-1 mo Brief Pain Inventory-Short Form (BPI-SF) 3a Haii-nowata 6oska B

nocjieHUTe 24 Jaca € CYeTeHa 3a aCHMNTOMATHYHA, KaTO CKOP OT 2-3 ¢e CUMTA 3a JIEKO Hapaseua./ \lﬂ'lﬂ FO
CHMITTOMAaTUKa.

-II.
L]

B npoyusane 302, (n = 1 088) meanaHaTa Ha BB3pacTTa Ha BKIIFOYEHUTE NallUeHTH € 71 r W
TE€3H, JIEKYBaHH ¢ aDHpaTepOH ILTIOC MPSAHU3OH HIIM NPEAHH30IOH K 70 rOIMHM 3a naume
JIEKYBaHH C Iu1auedo Iumoc MpeIHU30H KK NpeAHH30J10H. bpodT Ha nauneHTHTe, nexynanﬂ‘ Ce N L
abupatepoHn, no pacoBH rpynu ¢: 6enu 520 (95,4%), uepHokoxku 15 (2,8%), asuatuu 4 (0,7% WI}PM, X
RTINS



6 (1,1%). 76% ot naunenTHTe UMaT ckop 0 3a PYHKIMOHATHO CBLCTOSHHME MO cKaaTa Ha U3Tounata
koonepaTuBHa oHkonoruyHa rpyna (The Eastern Cooperative Oncology Group (ECOQ)), a 24% ot
nauyeHTuTe — ckop 1 1 8 aBere pamena. 50% OT NaLMEHTHTE HMAT CaMO KOCTHH METAacTasM, ApyrH 3 1%
MMAaT KOCTHH U MEKOTbKaHHH METACTa3H WM METACTa3U Ha TUMQHUTE BB3IH, a 19% ot nauuedTHTE
HMaT CAMO MEKOTBKAHHH METACTa3H WM MeTacTasd Ha TuMHUTe BB3aM. [lanueHTuTe ¢ BHCUEpATHH
METAcTasu ¢a H3KMo4YeHH. ChbBMECTHHTE MbPBHYHH KPaiHH TOUKHM 3a edHKacHOCT ca oblilara
NPEXUBACMOCT H NPEKHBAEMOCTTa O€3 peHTreHorpadcka nporpecus (rPFS). B nomeiHenue xpM
[10Ka3aTe/IMTE 3a CbBMECTHUTE MbPBHYHHM KpaHHH TOUKH € OLICHEHA U MOoJ13aTa C IOMOIUTA Ha BPEMETO
A0 MPHWIOKSHHE Ha ONKAT Cpellyy KapUHHOMHAaTa Doika, BpeMETO A0 3anovBaHe Ha LIUTOTOKCHYHA
XHMHOTEpanus, speMeto A0 BiomasaHe Ha ECOG ckopa ¢ > 1 Touka 4 BpemeTo a0 nporpecus Ha PSA
CBITIACHO KpUTepHMTE Ha paboTHATa rpyna 3a npoctareH KapuuHoM 2 (PCWG2). JleuenusTa no
NPOYyYBaHUATA CE€ NPEKPATABAT B MOMEHTA Ha OYEBUAHA KIMHHYHA NporpecHs. JleueHnaTa Moxe ia ce
[PEKPaTAT H B MOMEHTA Ha NMOTBBbpAeHA peHTreHorpadcka nporpecus no npeLeHKa Ha
H3CAeq0BATENA.

IlpexuBseMocTTa Oe3 peHrreHorpadceka nporpecus (rPFS) e ouieHera ¢ noMomITa Ha CeKBEHIHATHH
oOpa3sHu npoyusaHusd ¢brinacHo PCWG2 kputepuuTe (38 KOCTHM JIE3MH) M MBMEHEHHTE KPHUTEPHH 34
OLICHKa Ha OTTroBOpa NpH coNUAHK TyMopH (Response Evaluation Criteria In SolidTumors (RECIST))
(32 MEKOTBKAHHH Jie3nH). ITpu ananusa Ha rPFS e uanonseaHa LEHTPATHO ChIIaCyBaHa
peHTreHorpad)cka OLleHKa Ha NpOorpecHATa.

B nnannpanus ananus Ha rPFS mpu 401 ciyuas 150 (28%) ot maumeHTuTe , nexypanu ¢ aGupaTepoH u
251 (46%) ot nexkyBanuTe ¢ nialebo ca MMaIH peHTreHOrpadCKH A0KA3aTEICTBA 38 MPOrPECH, MITH ¢a
noyuHand. Habnonaeana e 3naynMa pa3snuka B rPFS mexay TepanesTuuHHuTe rpynH (Bxk. Tabnuua 6 u

durypa 3).

Tabanua 6  IIpoyusane 302: IlpexxunaeMoct Ge3 peHTreHorpadcka nporpecHs npu
HaLHEeHTH, JeKyBaHH ¢ abupaTepoH uin niaanefo B koMOHHANNS ¢ MpeIHU3OH
HJIH NPEAHH30M0H RAKC aHan034 Ha LHRH WM npeuecTBania opxHeKTOMHS

ABHPATEPOH Ilnauebo
(N = 3546) (N = 542)
IIpexuBaemocTt 6e3
peHTreHorpadcka nmporpecns
(rPFS)
[Iporpecus unu CMBpT 150 (28%) 251 (46%)
Menyvana Ha rPFS B Mecenn He e nocTuruara 8,3
(95% CI) (11,66; NE) (8,12; 8,54)
p-cTofiHOCT* <0,0001]
KoedbnumeHT Ha puck** (95% CI)° 0,425 (0,347; 0,522)

NE=He e H3uHCIcHA.
*p-croiinocTTa € nony4eHa ot log-rank tect, cTpatuduunpan no usxoaeH ECOG cxop (0 umum 1)
**Koeduunenr Ha prcka <1 B nomsa Ha abuparepon.




@urypa 3:

Kpusu Ha Kaplan Meier 3a npexuBsieMocT 0e3 peHTreHorpagcka nporpecus
NPH NalHEeHTH, JIEKYBAHH ¢ a0HpaTepoH WM ny1aunedo B KOMOHHALIHSA C
NpeAHH30H HJIH NPEAHH30/10H IJ1oc aHa 1031 Ha LHRH uaun npeamecreama

OPXHEKTOMHH

% naumeHTn 6e3 nporpecus nm cMbpT

40
20
0 — —
0 3 6 G 12 15 18
Meceuu cnep paHAOMMU3aLUUATA
AA 546 489 340 164 45 12 0
Mnauebo 542 400 204 90 30 3 0
-== Mnauebo AA

AA = abuparepoH

JlaHHH 3a MaUMEeHTHTE NPOABb/DKABAT Aa ObaaT cbOMpaHu 40 AaTaTa Ha BTOPHA MEXIMHEH aHAIU3 Ha

obmara npexussiemoct (OS). PentreHorpadckara onieHka Ha uszcnenoBarens Ha rPFS, Hanpasena kato
MocJjie1Ball aHaJIu3 Ha YyBCTBUTEIHOCTTA, € NpeaocTaBeHa B Tabnuua 7 u ¢urypa 4.

[llectcroTrH M ceaem (607) maunMeHTH ca UManu peHTreHorpadcka nporpecus Wiy ca noymHanu: 271

(50%) B rpynara Ha abupaTepoHoB auerat ¥ 336 (62%) B rpynara Ha rwiaue6o. JleueHuero ¢
abMpaTepOHOB alLlETaT HaMaJIsIBa PUCKa OT peHTreHorpadcka nmporpecus WiK cMBPT ¢ 47% B cpaBHEHHE

¢ maue6o (HR = 0,530; 95% CI: [0,451; 0,623], p <0,0001). Meauanara Ha rPFS e 16,5 mecena B

rpyrnara Ha abMpaTepoHOB aueTar U 8,3 Meceua B rpynara Ha ruiaie6o.

Tabauua 7

[IpoyuBane 302: I1pe:xkuBsiemocT 6e3 peHTreHorpagcka nporpecHusi npu
NMaluHEeHTH, JIEKYBaHH ¢ a0UpaTepoH WIH M1aue6o B KoOMOHHaAUHUS ¢ MPeIHH30H
HJTH NMPeIHH30/10H IJ1oc aHa1034 Ha LHRH nian npeamecrsama opxuekromus
(MpH BTOPH MEKAHHEH aHAJIM3 Ha 001IATAa NPEeKHBAEMOCT — OLIEHKA HA

H3CJIe0BATEJIA)

ABUPATEPOH
(N = 546)

Ilnauebo
(N =542)

IpexunBsiemocT 0e3 peHTreHorpadgcka
nporpecusi (rPFS)
[Tporpecus wiu cMBPT
Menuana Ha rPFS B Mmeceun
(95% CI)
p-CTOHHOCT*
KoeduuueHT Ha puck** (95% CI)°

271 (50%)
16,5
(13,80; 16,79)
<0,0001
0,530 (0,451; 0,623)

336 (62%)

8,3

(8,05;9,43) =

o i

*p-croiiHocTTa € nosy4eHa ot log-rank recr, crparuguumpan no usxoaeH ECOG ckop (0 um 1)

**KoeduuueHt Ha puck <l B noasa Ha abuparepoH.






@urypa 4: Kpusu Ha Kaplan Meier 3a npexxusieMocT 6e3 peHTreHorpagcka nporpecusi npu
NMALHEHTH, JIEKYBAHH ¢ Aa0HpaTepoH H/IH M1anedbo B KOMOMHALIMSA ¢ MPeAHH30H HJIH
npeaHH30/10H IIoc aHa 03 Ha LHRH wan npeawecrsauma opxuekromus (npu
BTOPH MeXKIHHEH aHa/iH3 Ha OS-oueHKa HA H3cJIe10BaTeJIs)

% nauneHTn 6e3 nporpecua A CMbPT

0
0 3 6 ] 12 15 18 21 24 27 30
Meceuu cnea paHAOMMU3aLUUATA
AA 546 485 389 311 240 185 155 85 38 9 0
Mnauebo 542 406 244 177 133 100 80 37 14 1 0

«== Mnauebo AA

AA = abuparepoH

[IpoBeneH e rulanupad MexxauHeH aHanu3 (interim analysis (IA)) Ha OS cnen 333 cMBPTHH cityyas.
[Ipoy4BaHeToO € He3ac/IeneHo ¢ Orjie] Ha 3HaYMMOCTTa Ha HabJIi0IaBaHUTE KJIMHWYHM TOJI3M M Ha

MalMEHTUTE B rpyrara Ha ruiauedo e npeaioxkeHo JeyeHue ¢ abuparepon. OO01ara rnpexxuBsieMocT €
Mo-abJjira npu abuparepoH crpamo miauedo ¢ 25% nonmwxkenue Ha pucka ot cMbpT (HR = 0,752; 95%

CI: [0,606; 0,934], p= 0,0097), Ho nanHuTe 3a OS He ca 1OCTATbYHU U MEXKJIUHHUTE PE3YJITATH HE

OTroBapsT Ha MNpcABapHTCIIHO OIIpEAc/iCHaTa rpaHydlia 3a CIliIHpaHE CbC CTATUCTHYECKA 3HAYUMOCT (BH{.

tabauua 4). [IpocneasBaHeTo Ha NpeXXUBAEMOCTTA € NMPOABDKHIIO e To3u [A.

[LtanupaHusaT okoH4aTesieH aHanu3s 3a OS e npoBeneH, ciie KaTto ca HabmonaBaHu 741 cMBbpPTHH

ciy4das (cpeaHo npocaeassaHe 49 mecena). [lounnanu ca 65% (354 ot 546) oT nauMeHTUTE, JIEKYBaHH

c abuparepoH, B cpaBHeHHE cbC 71% (387 ot 542) oT nauMeHTHUTE, JIEKyBaHH ¢ ruianedo.

JleMoHcTpUpaHa € cTaTUCTHYECKH 3HauMMa OS B nos13a Ha rpynara, JiekyBaHa ¢ abuparepoH ¢ 19,4%

noHWxeHue Ha pucka ot cMbpT (HR = 0,806; 95% CI: [0,697; 0,931], p = 0,0033) u nonobpenne Ha

cpeanara OS ¢ 4,4 mecenia - abupaTtepoH 34,7 meceua, niauedo 30,3 mecena) (Bx. Tabnuua 8 u purypa
5). ToBa nonoOpeHHe € 10Ka3aHO, BbIPEKH Ye 44% OT mauMEeHTUTE B rpyrnara Ha rane6o ca nojy4uiu

abMpaTepoOH KaTo nocJieBallia Teparnus.



Tabauua 8 [MpoyuBane 302: O61ua Npe:XHBAEMOCT HA NALUMEHTHTE, JIEKYBAHH ¢ a0MpaTepoH HJIH
njane6o B KOMOHMHAUHMSA ¢ NpeAHH30H HJIH NPEeAHH30JI0H IJ10¢ aHa, 103 HAa LHRH unian
npeAlecTBaIA OPXHEKTOMHS

ABHUPATEPOH Ilnauebo
(N = 546) (N = 542)
MexXIHHEH aHAJIM3 32 PEeKHBAEMOCT
CmbpTHOCT (%) 147 (27%) 186 (34%)
MenuaHa Ha NpeXUBAEMOCTTa (MeCelH) He e nocTurHara 27,2
(95% CI) (NE; NE) (25,95; NE)
p-CTOMHOCT* 0,0097
KoepuuueHt Ha puck** (95% CI) 0,752 (0,606; 0,934)
OxoHuaTe/IeH aHaJIK3 33
NpeXxXuBAEMOCT
CmbpTHOCT (%) 354 (65%) 387 (71%)
MeauaHa Ha oOuiara npexuBseMoOCT B 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
mecelM (95% CI)
p-CTOHHOCT* 0,0033
KoeduuueHt Ha puck** (95% CI) 0,806 (0,697;0,931)

NE = He € u3umciieHa
*p-croiiHocrtTa € nojy4yena ot log-rank recr, crparuduumpan no uzxojaeH ECOG ckop (0 vim 1)
**Koedpuuuent Ha puck <l B non3a Ha abuparepoH.

@urypa S: Kpusn Ha Kaplan Meier 3a npeXXHBAE€MOCT NPH NAUHEHTH, JIEKYBAHH ¢ adbupaTepoH
WM miane6o B KOMOMHALMSA ¢ MPEeAHH30H HJIH NPEAHHU30/I0H MJIIOC AHAJIO3H HA
LHRH wau npeawecTsaiia OpXHEKTOMHS, OKOHYATE/IEH aHAJIH3

% npexxusenu nauueHT

0 3 6 9 12 15 18 21 24 27 30 3I3 3B 3V 402 45 a8 51 54 57 00
Meceuu cnep paHaoMM3auUMATa
AA 538538 525 S04 483 453 422 394 350 330 200 273 235 218 202 186 118 50 15 O O
Nnhauebo H42534 500 403 466 438 401 363 322 202 261 227 201 176 148 132 84 42 100 1 0O
— ={lnauebo —— AA

AA = abuparepoH WA N
/ '_-,..:id _,-#""f
B nonbiaHeHne kbM HabogaBaHUTe NOA0OpeHHs B oOlara npexxuBseMocT U rPFS ca nemqlw'rpﬂpaﬂn
MOJI3K Ha JiedeHUeTo ¢ abuparepoH cnpsAaMo rauedo npu BCUUKHK NOKa3aTesii Ha BTOPHYHH lcpauﬂﬂ
TOYKH, KaKTO CJie/iBa:

BpemeTto 10 nporpecus Ha PSA cvrinacio PCWG2 kpuTepHuTe: MEIMAHATa Ha BPEMETO /10 TIPOrpecus

s g



Ha PSA e 11,1 Meceua 3a mauMeHTH, npuemanid abMpaTepoH M 5,6 Mecella 3a naLMeHTH, MPUEMAIIH
rnaue6o (HR = 0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemero no nporpecus Ha PSA
NpHONU3UTENHO CE € YABOWIO NpH JedeHneTo ¢ abuparepod (HR = (,488). [IpoueHThT Ha nanueHTHTE
¢ MoTBbpeH PSA oTroBop ¢ no-ronsM B rpymnara Ha abUpaTepoH, OTKOJIKOTO B Ta3x Ha miauebo (62%
cripamo 24%; p < 0,0001). IIpu nauMeHTH ¢ HK3MEPHMH MEKOTBHKAHHH 3abonapaHud ce Habmonara
3HAYMMO NMOBMILCH OpO# ITBIIHU M YACTUYHH OTTOBOPH HA TYMOpa NPH JIEUEHUETO ¢ A0UpATEPOH.

BpemeTo 10 npuioKeHHE HA OTIHAT CPEILy KapUMHOMHAaTa DONIka: MeiHaHaTa Ha BpEMETO J0
NpWIOKeHHe Ha ONHAT cpewry GosiKaTa IpH NpOCTaTEH KApLUMHOM MO BPEME Ha OKOHYATETHHA aHATH3 €
33,4 Meceua IpH nalUMeHTH, NpHeMalld abupaTepoH, a NNpU TE3H, NpHeMallH mauebdo, e 23,4 meceua
(HR = 0,721; 95% CI: [0,614; 0,846], p < 0,0001).

BPEMB A0 3anoyBaHe HaA UUTOTOKCHYHA XHMHOTEpAIINA: MCIHAHATa Ha BpEMETO 0 3alI0OYBAHE HA

LIMTOTOKCHYHA XMMHOTEPAIIHA € 25,2 Mecella Ipy nauydeHTH, npuemMauy abuparepoH 1 16,8 Mecena
NpH NauyeHTy, npydemalu mwauedo (HR = 0,580; 95% CI: [0,487; 0,691], p < 0,0001).

Bpeme no BinomasaHe Ha @yHkupoHanHHA ECOG ckop ¢ > 1 Touka: MeaHaHaTa Ha BpEMETO 0

piowasane Ha ECOG ckopa ¢ > 1 Touka e 12,3 mecena rpu nalgeHTH, npyeMaiiid abuparepon u 10,9
Mecella npy nauyeHTd, npueMainy anebo (HR = 0,821; 95% CI. [0,714; 0,943], p = 0,0053).

CneaHure KpaifHH TOYKH B MPOYYBAHHATA MOKA3BAT CTATHCTUUYECKH 3HAYMMO NMPESANUMCTBO B 110J13a Ha
NedyeHHeTo ¢ abHpaTepoH:

Ob6ekTHBeH OTroBOp: ODEKTUBHUAT OTTOBOP € ONpelesieH KaTo NMPOLIEHT Ha NAllHEHTUTE C U3MEPUMO
3abonaBaHe, NOTy4YWIM ITbJIeH WK YacTudeH otroBop cbrnacHo RECIST kpurepuure (pasMepreT Ha
TUMQHUTE BB3JIM HA U3XORHO HUBO TpAOBa a € 2> 2 cm, 3a J1a ce CYMTA 3a TapreTHa nesus). [IpoueHTsT
Ha NMaLHeHTHTE ¢ H3MepHMO 3abondaBane Ha U3XOAHO HUBO, NONYYHIM OOEKTHBEH OTTOBOD, € 36% B
rpynara Ha abuparepoH 1 16% B rpynara Ha naauebo (p < 0,0001).

bonka: neueHuero ¢ abupaTepoH 3HAYHMO HaMaJIgBa PUCKa OT MPOrpecus Ha CpeTHUA MHTEH3UTET Ha
Oonkata ¢ 18% B cpaBHeHue ¢ auebdo (p = 0,0490). Meauanara Ha BpeMeTo Ao nporpecud € 26,7
Mecela B rpyniara Ha abuparepoH v 18,4 Mecena B rpynara Ha nnaiie6o.

Bpeme no snowasaHe Ha FACT-P (obui ckop): neyeHueTo ¢ abupaTepoH HaMaifBa pUCKa OT
siowaBane Ha FACT-P (061 ckop) ¢ 22% B cpaBHeHue ¢ mtauebo (p = 0,0028). Meamnanara Ha
BpeMeTo a0 BiowiasaHe Ha FACT-P (06wt ckop) e 12,7 mecena B rpynara Ha abuparepod u 8,3 mecella
B rpynara Ha iuianeoo.

IIpoyusane 301 (nayuenmu, xoumo ca npogexcoanu nPeoxXoOHA XUMUOmMepanus)

B npoyusane 301 ca BKIIOYECHH NALMEHTH, JIEKYBaHH NpeaH ¢ Aouetakcen. He ce u3ucksa te na
NOKAa3BaT MpOrpecus Ha 3a00MABaHETO NPH JICUSHUETO ¢ AOLIETAKCEN, Thil KATO TOKCHYHOCTTA OT Ta3H
XHMHOTEparysA MOXeE /1a € A0Bea A0 NpeKpaTaBaHe Ha neuyeHueTo. IlalueHTHTe NpoaAb/DKABaT Ha
NPOYYBAHOTO JICYECHHE A0 Nporpecus Ha PSA (noTeepAcHO yBenuueHue ¢ 25% Haa n3xoaHara
CTOMHOCT/HaIMpa Ha NaLKEeHTa) 3a¢IHO ¢ peHTreHorpad)cka ¥ CHMITTOMaTHYHAa WIM KIIMHHYHA
nporpecud. IlanueHTy, JeKyBaHH NMPEeAH ¢ KETOKOHA30/ 338 paK Ha MPOCTaTaTa, ¢a W3KJIKUYECHH OT
npoyuBaHeTo. IIbpBHYHATA KpaiiHa TOYKA 3a €PHKACHOCT € 001IaTa NMPeXKMUBASMOCT.

MenaHaTa Ha BB3pacTTa Ha MalMEHTHTE, YYACTBAIH B IIPOYUBAHETO, € 69 rognHH (aHamna3oH 39-95).
BposaT Ha nauMeHTHTE, IEKYBaHH ¢ abMpaTepoH, no pacoBH rpyns € 6enu 737 (93,2%), yepHokoxu 28
(3,5%), aznatum 11 (1,4%) u apyru 14 (1,8%). EanHageceT npoLeHTa OT BKJIIOYEHHTE MalMeHTH HMAT
CKOp 2 Ha QYHKLMOHAMHOTO CheTOsAHUE NO ckanara Ha ECOG; 70% umMat peHTreHorpadcku JaHHH 3a
nporpecus Ha 3aboaBaHeTO Cb¢ MK O3 nporpecus Ha PSA; 70% ca nomyvnnu npeau ToBa eaHa

UHTOTOKCHYHA XHMUOTEpanui, a 30% ca nonyuywiun ase. Hanuuue Ha yepHOApoOHH M&Tacm;xr%
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\§~ :5'-?'“ m\:\ﬁ{(g"}\\
BRI
ChBITacHO IUTAHUPAHUA 8HAJTH3, TIPOBEAEH clied 552 CMBPTHH CITydas, Ca MOYHHANH 42%/ @ ) o1 797),
OT MalMEHTHUTE, NEKYBaHHU ¢ abUpaTepoH, B cpaBHeHHE ¢ 55% (219 or 398) ot nalmem"l{fé éKyBaHH ¢ ]
wnauedo. CTaTUCTHYECKH 3HAYMMO NOJoOpEHHE B cpeaHaTa od1ia npesxxuBIeMOCT ce H&Bﬁgmaﬂa TpH. ,-’I;; :
g :'L
NS
NSRRI PV N D

. I i )
\\;‘; e _1 #___,...-*




MalMeHTUTE, JIEKyBaHU ¢ abuparepoH (BxkK. Tabnuua 9).

Tabsmua 9  OO6ia npeKHBAEMOCT HA NALHEHTH, JIEKYBAHH ¢ a0UpaTepoH HJIH ¢ nJiaue6o B
KOMOHHALMA ¢ NpeAHN30H HWiIH npeaHu3010H e LHRH ananosn nam

npeauecTBalla OpXHEKTOMHSA

ABUPATEPOH Inauebo
(N=797) (N =398)
[TepBHYeH aHAJIH3 HA NPEKHBAECMOCTTA
CmbpTHOCT (%) 333 (42%) 219 (55%)
MenunaHa Ha NPeXUBAEMOCT (MeCeLH) 14,8 (14,1; 15,4) 10,9 (10,2; 12,0)
(95% CI)
p-cTOMHOCT? <0,0001
KoeduuueHT Ha puck (95% CI)° 0,646 (0,543; 0,768)
AKTYaJIH3HPaH aHAJIH3 HA
npeXxHBsieMOCTTa
CmbpTHOCT (%) 501 (63%) 274 (69%)
MenuaHa Ha NPEXMUBAEMOCT (MECELH) 15,8 (14.8; 17,0) 11,2 (10,4; 13,1)
(95% CI)
KoeduuueHT Ha puck (95% CI)® 0,740 (0,638; 0,859)

* p-cToitHOCTTA € no/ry4yeHa ot log-rank tect, crparudpuumpan no ECOG ckop 3a pynkunonanso cecrosinue (0-1 cnpamo
2), ckop 3a 6oJika (Jirica cnpsAMo Hajivuue), Opoit npeaniHu KypcoBe XuMuoTepanus (1 cnpsamMo 2) 1 BW/1 HA IPOrpecusTa

Ha 3a001sBaHeTO (camo PSA cripsmo pentrenorpadceka).
° Koe(uuHEHTHT Ha PUCK € MOJIy4YeH OT cTpaTudHLIMpaH nponopuxoHaieH puckoB moaen. Koeduuuent Ha puck <1 e B

10134 Ha ﬂﬁHpEITEpOH.

BBB BCHUKHU BPEMCBH TOYKH Ha OLCHABAHC CJICA ITbPBHTC HAKOJIKO MECCLIA HA JICHCHHUE MPOLUCHTHT HaA
MNalHUEHTHUTE OCTAaHAJIH JKHBH € ITO-BHCOK IIPH MALIUHEHTH, JICKYBAHH C ﬂﬁHp&TBPOH, OTKOJIKOTO IIpH

MalLMEeHTH, JIEKYBaHH C ruiauedo (Bx. gurypa 6).

@urypa 6: KpuBu Ha Kaplan Meier 3a npeXHBSIeMOCT IPH NALUHEHTH, JIEKYBAHH C
abupaTepoH wiaH niaunedbo B KOMOMHAUHSA ¢ MPEAHH30H WIH NPEAHH30/J0H ITIC
LHRH aHa/1034 HJIH NpealuecTBalla OPXHEKTOMHSA

% npexunsaemocTt

0 3 6 9 12 15 18 21 Z WA 17
Meceum cnen paHAOMM3aLMATAE 7 Ve e

797 736 657 520 282 58 2 o /&) L

398 355 306 210 105 30 3 0 < (3

-== Mnauebo AA

AA = abuparepoH N\ 7 |



AHaJIM3UTE Ha NMPEXHUBAEMOCTTA B MOArPYIHUTE OTYMTAT ChOTBETCTBAILM MOJI3H [0 OTHOLIEHHE Ha
MPEXHUBAEMOCTTA TPH JICYEHHETO ¢ abuparepoH (Bx. hurypa 7).

®urypa7: OO06ma npexnBsieMOCT N0 NOATPYNH: KoeGHIHEHT HAa pHCK H 95% JOBEpPHTEJ/IeH
HHTEepBAaJ

NMpomeHnusa Noarpyna P _ HR 95% C.I. N
]
148 109 e 066 (056, 0.79) 1195
BCUYKM NnaumeHTH BChyku :
M3xoaHa ECOG 0-1 153 117 o 064 (053, 078) 1088
]
2 rS 7 + ety 081 (053, 124) 127
M3xogHa BPI 4 162 13 —— 064 (050, 082) 659
rud 126 89 —— 068 (053, 0869) LX
|
[ |
Bpoi npeauwHMU 1 154 115 o ! 063 (051, 0.78) 833
XMMUOTEP. PeXMUMM :
sl 2 14 103 l—¢—-{ 074 (055, 089) 362
i
Tun Ha nporpecunTa Camo PSA NE 123 == A 059 (042, 082) 33
PEHTreHONOMrMYHO 142 10 4 N E 069 (056, 0.84) 632
¥
Bucuepanuu 3ab. npu noctbneaHe OA 126 84 i | 070 (D52, 094) 353
]
HE 154 112 i - 062 (050, 0.78) 842
| I W— — J
05 075 1 15
bnaronpuartcrea bnharonpuATcTBa
- -
AA Mnauebo

AA = abuparepon; BPI = kparbk ckop Ha Gosikara; C.I. = noBepurenen unrepsan; ECOG = ckop Ha ByHKIHOHATHOTO
CbCTOAHHME 10 CKaslaTa Ha M3TouHara kooneparuBHa oHkosloruyHa rpyna; HR = koedpuument na puck; NE = He nomnexu
Ha OlICHKa

B nonbiaHeHue kbM HabIrOAaBaHOTO NMOAOOpPsSBaHe Ha 061IATA MPEKUBAEMOCT, BCHUYKH BTOPHUYHH
KpaHHHU TOYKH Ha NPOYYBAHETO Ca B M0J13a Ha abMPaTEPOH M Ca CTATUCTUYECKH 3HAYMMH CJIe/]
KOpUIrHpaHe 3a MHOTOKPaTHO U3CjieBaHe, KaKTO CJIe/1Ba:

[TaumenTuTe, nomyyasaly abupaTepoH, MOKa3BaT 3HAYMTETHO MO-BUCOKA 00111a CTENeH Ha OTrOBOP MO
oTHoIeHHe Ha PSA (ompezesien kato HamaneHue ¢ > 50% OT M3XOHATA CTOMHOCT) B CPABHEHHME C
MalMeHTHTE, Nnosy4aBaly rauedo, 38% cnpsamo 10%, p < 0,0001.

MennaHata Ha BpeMeTo 10 nporpecus Ha PSA e 10,2 Mecela 3a naumeHTH, JIeKyBaHH C abupaTepoH H
6,6 Mecea 3a nauxeHTH, JeKysanu ¢ raue6o (HR = 0,580; 95% CI: [0,462; 0,728], p < 0,0001).

MennaHaTa Ha NpexuUBAEMOCT O3 peHTreHorpadeka nporpecus e 5,6 Mecela 3a naLUeHTH, JIEKYBaHHM C
abupatepoH u 3,6 Mecela 3a nauMeHTH, JieKyBanu ¢ rwiaue6o (HR = 0,673; 95% CI: [0,585: 0,776],
p < 0,0001).

boJika

[IpoueHTLT Ha MaLMEHTHTE ¢ BpeMeHHO 00JieKk4aBaHe Ha 60/IKaTa € CTATHCTMYECKH 3HAYMMO TO-BHCOK

B rpynaTa Ha abMpaTepoH, OTKOJIKOTO B rpymnara Ha ruiane6o (44% crnpsamo 27%, p = 0,0002). [TauueHT

C OTrOBOp Ha NajaHaTUBHO JieueHHe Ha 0oJIKaTa ce onpe/esis KaTo NMaukueHT ¢ MUHUMYM 30% CAL O (1)
M3XO/IHaTa CHJia Ha OOJIKaTa NMpHU Hal-BUCOK HHTEH3HUTET HA OOJIKATA M0 CKAJIUTE 34 Kpan&é.w,hﬂ"“ i ';j'fi'.kﬂ‘iﬁ
Oonkara (BPI-SF) 3a nocnenuure 24 yaca Ge3 ysenuueHne Ha cKOpa 3a MPUIIOKEHHE Ha AHAITETHK, N\ O\
HaOJ1l01aBaHa MM /1Ba MOC/IEI0BATENIHH TIperieia Npe3 HHTEPBal OT YeTHpH ceamuui. Haadanus 3a
BPEMEHHO obJiekyaBaHe Ha O0JIKaTa ca MO/IOKEHH CaMO MALIMEHTH ChC CKOP Ha M3XOHATa 6oJKa > 4 U

Hai-MaJIko eIMH CKOp Ha OoJsKaTa ciies] Ha4anoTo Ha npoyusaHeTo (N = 512). \ & //
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INporpecus Ha 6onkara ce HabmoaaBa MU NO-MaTbK NPOLEHT OT NALMEHTHTE, JIGKYBAHH C abuparepoH,
OTKOJIKOTO IIPH T€3H, JICKYBaHH C mi1auebo, B mecel 6 (22% cnpamo 28%), mecent 12 (30% cnpsamo
38%) u mecen1 18 (35% cnpamo 46%). ITporpecia Ha 6onkaTa ce onpenena KaTo yBeNHYEHHE OT
M3XO0AHATa cuia Ha Dosikara ¢ > 30% npu Hali-BUCOK MHTEH3UTET Ha 60MKaTa no ckaiara Ha BPI-SF
npe3s uamMuHanuTe 24 yaca 0€3 HaMansBaHe Ha CKOpA 3a NPHIOKEHHE Ha aHANTeTHK, HabMonaBaHa [pH
ABE MOCICAOBATENTHH BUIUTH HIIH yBeHYeHHE ¢ 2> 30% Ha ckopa 3a npuiIo)XeHHe Ha AaHANTEeTHK,
HaOnioAaBaHa NpH ABE NOCICAOBATEHA BH3UTH. BpeMero 110 nporpecus Ha GoskaTta Ha 25"
NepCeHT € 7,4 Mecena B rpynara Ha abuparepoH cnpaMo 4,7 Mecelia B rpynara Ha mwiane6o.

CKeNneTHo-CBbP3aHU CHOUTHA

CkeneTHo-cBbp3aHK cbOMTHA ca HaGMIOAABAHM NPH NMO-MATBK MPOLIEHT OT NALMEHTHTE B rpynara Ha
abHpaTepoH, B CpaBHEHHE ¢ rpynaTa Ha ntaue6o B Mecew 6 (18% cnpamo 28%), mecen 12 (30%
cripaMo 40%) u mecen 18 (35% cripamo 40%). BpeMeTo 10 MbpBOTO CKENETHO-CEBP3aHO CHOUTHE Ha
25™ nepcenTrn OT rpynara Ha abupaTepoH e ABa ITbTH MO-ABJTO OT TOBA B KOHTPOJIHATA [Py, a
HMEHHO 9,9 Mecena cnpamo 4,9 mecenia. CxeneTHoO-cBBP3aHO CLOMTHE Ce ONpeseNs KaTo MaToNOrHyHa
¢pakrypa, xOMIpecus Ha rpbOHAYHHA MO3BK, IATHATHBHO TEYEIEYEHHE HA KOCT WK onepauya Ha
KOCT.

[leanarpuuHa nomynanus
EsponeiickaTa areHLs 10 JIeKapcTBaTa OCBOOOXKAARA OT 33T B/DKEHHETO 3a NpenoCTaBIHe Ha

PE3yNTATUTE OT MPOYIBAHHATA C pehePEHTHHSA JICKAPCTBEH MPOAYKT, CHIbPKAIl] aGHpPaTEpOH BbE
BCHYKH [MOArpyIH Ha NEeHAaTPHYHATA NOMMy/aLHA PH HalpeIHAT KapUKHOM Ha MpocTaTaTta. Bukre
To4Ka 4.2 3a HH$pOpMaLHA OTHOCHO YNOTpeOa B NeaHaTPHATA.

5.2 @apMaKkOKHHETHUYHH CBoOlicTBA

DapMakoKHHETHKATa Ha abHpaTepOH H aOHPATEPOHOB aLETAT € NMPOYUeHA Cle/ MPIWIOKEHHE Ha
abHpaTepOHOB alleTaT NpH 31PaBH JIHLIA, MAUNEHTH C HAIPEAHAN METACTATHYECH KAPLMHOM Ha
NpoCTaTaTa M JiHua 63 KApUKHOM ¢ YepHOAPOGHO WK GBGpeuHO yBpexaaHe. AGHPaTePOHOB aleTaT
6p30 ce npeBpbLiA in vivo B abupaTepoH, MEXUGUTOP HA AHIPOTEHHATa GHOCHHTE3a (BXK. TOUKA 5.1).

Abcopbums
Cnen nepopanHo npunoxeHHe Ha aGHPaTEePOHOB ALIETAT Ha IIIAIHO BPEMETO 3a JOCTHTaHE Ha

MakCHMalHa NIa3MeHa KOHLICHTpaLusa Ha abupaTtepoH € NMpUOIH3HTENHO 2 Yaca.

[Ipunoxennero Ha abHpaTEpOHOB aLIETAT ¢ XpaHa, CPaBHEHO C TOBA Ha INIAAHO, BOAH A0 10-kpaTHO
(AUC) u no 17-kpatHo (C,,) YBETHYEHHE HA CPEAHATA CUCTEMHA €KCIIO3HIIMA Ha abHpaTepoH B

3aBHCHMOCT OT ChABPXKAHMETO HAa Ma3HHHH B XpaHara. IIpensun obuyaiinoro pazHoo6pasue B
CHABP)KAHMETO U ChCTaBa HA XPaHUTE, MpUeMbT Ha abUpaTepoH ¢ XpaHa HMa MOTEHIHAN 18 OOBEAe 10
MHOr'O pas/THYHH €KCNO3HUMH. 3aToBa abupaTepoH He Tps6Ba fa ce npuema ¢ xpauna. Toif TpaGBa na ce
pHEMa MOHE €AMH Yac Npeay HIH Hal-MaJIKo JiBa yaca cjiell xpaHeHe. Tabnetkure TpaGsa aa ce reaTar
LIeNH ¢ BoAa (BXK. Touka 4.2).

Paznpenecnenue

Cebp3sanero Ha '*C-abuparepoH ¢ IIa3MeHHTe IPOTEUHH B HOBEWIKATA 1u1asMa e 99,8%. [IpHBHAHUAT
obeM Ha pasnpeaenenue e npubausurenHo 5 630 |, koeto npeanonara, ye abupaTtepon ce pasnpenena
EKCTEH3HBHO B nepudepHHTE ThKaHHU.

buoTpancpopmanms
Cnen nepopanso npunoxenue Ha '*C-abupateponos aLerar noa ¢opmara Ha Kancy/H aGHpaTepOHOR
aLeTaT C€ XHAPONU3Upa A0 abUpaTepoH, KOWTO cliedl TOBa NpeThprsBa MeTabONH3 LM, BKIIOYRAG— — -

cyngaTupaHe, XMAPOKCHIHPaHE U OKHMC/EHHE NPeUMHO B YepHus Apo6. [onsama vacT ot / o ERLLS N

iy
ey

PaJHOaKTHBHOCTTA B KpbBTa (npubnusurenHo 92%) ce otkpuea nox Gopmara Ha Mﬂaﬁofg@ aﬁn‘\\’é“ \:i‘..
abuparepoH. Ot 15 oTkpHBaeMu MeTaboNHTa, 2 ca OCHOBHU MeTabOMNTH, aGUPATEPOHOB/ HwN- . \EWn

i T . T LR
OKCHI abupaTepoHoB cyndat, BcekM OT KOHTO NpelcTaBasBa okoio 43% oT obwara pau}t\or THBHOCT. !
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CpeaHuAT Noy>KHBOT Ha abMpaTepoH B IU1a3Mara ¢ npubausHTenHo 15 yaca Bb3 OCHOBA Ha AaHHWTE,
MOTy4eHH NpH 3ApaBH nuua. Cnen nepopaiHo npuioxkeHHe Ha '*C-abupateponos auerar 1 000 mg,
nprbansurenno §8% ot panMoakTHBHATa 03a C€ BB3CTAHOBABA BbB (PEKATHHTE U OKOJIO 5% B
ypHHaTa. OCHOBHHTE ChbeAMHEHHA, KOMTO NMPUCHCTBAT BB (PeKannuTe, ca HEMpOMEHEH abupaTepoOHOB
aLieTaT ¥ abupaTepoH (ChOTBETHO OKONO 55% u 22% oOT npunokeHara ao3za).

YepuonpobHo yBpexkane
DapMakoKHMHETHKATa HA A0HPATEpOHOB ALIETAT € U3C/Ie/IBaHa NPH MALHEHTH ¢ NPEAIECTBAIIO JEKO WK

yMepeHo uepHoapobHo yBpexaaHe (choTseTHO Kiac A 1 B no Child-Pugh) u npu konTponHa rpyna ot
3apaBH MUa. CHCTEMHaTa eKCMOo3HLMA Ha abMpaTepoH cliel eAMHWYHA NepopanHa no3a ot 1 000 mg ce
yBenuyapa ¢ npubnuanTenHo 11% u 260% cpoTBETHO NpH NALMEHTH ¢ JIEKO H YMEPEHO NPEAILIECTBAILIO
uepHOOPOOHO yBpexaaHe. CpeHHAT NOMYKHBOT Ha abHPaTEPOH ce yabkaea 0 okoio 18 yaca npH
MaLHEHTH C JeKO YePHORAPOOHO yBpexaaHe H A0 Okoio 19 yaca NpH NauMeHTH C YMEPEHO
4epHOAPOOHO YBpEXKIaHE.

[Ipu apyro W3nuTBaHe, HapMaKkOKMHETHKATa HAa abUpaTEpOH € U3C/IeIBAHA TPH MALIHEHTH C
npeuecTBalo TexXKo (n = 8) yepHoapoOHo yspexnaHe (k1ac C no Child-Pugh) 4 npu koHTpoiHa
rpyna ot 8 3apasH JIHua ¢ HopMasHa YepHoapobHa dyHkimsa, AUC Ha abuparepoH ce yrenuuasa ¢
npubinsurento 600% u GpakuuaTa Ha HECBBLP3aHOTO JIEKAPCTBO ce YBennuuaBa ¢ 80% IpH MaLMeHTH ¢
TEXKO YePHOAPOOHO YBPEIKAAHE B CPaBHEHHE C MALMEHTH ¢ HOPMaTHa YepHOoApoOHa PyHKIMA.

He ce W3nCKBa KOpHIHpaHe Ha 103aTa NPH NaLMeHTH ¢ NPeILeCcTBALLO JIEKO YepHOAPOGHO YBpEXIaHe.
Hanon3eaHeTo Ha abMpaTepoOHOB aueTaT TpAOBa BHHMATEIHO 1A C€ MPELEHABA MPH MALMEHTH ¢
YMEPEHO YepHOAPOOHO YBpeKAaHe, APH KOHTO I10/13aTa ACHO TpAOBa Ja HaAXBEPIA Bh3MOKHHA PHCK
(Bk. TO4KH 4.2 1 4.4). ADupaTepoHOB aLeTaT He TPAOBa Ja ce€ U3MOA3Ba NPH MALMEHTH C TEKKO
yepHOAPOOHO yBpexaHe (BXK. TOUKH 4.2,4.3 u 4.4).

IIpy nauueHTH, KOMTO Cca pa3sBHIIH XEMATOTOKCHYHOCT MO BpEME HA JICYHEHHETO, MOXKE Aa C& HANIOKHM
[MPEKBCBAHE HA JICUCHHETO H KOPHUIUpaHe Ha o03aTa (BXK. Touku 4.2 u 4.4).

B16peuHo yBpexaHe

(DapMakOKHHETHKATa Ha a0MpaTepOHOB aLeTaT € CpaBHEHa NIPH NALKMEHTH ¢ TepMHHAIHA 6BOpeuHa
HEAOCTATEYHOCT Ha CTAOMIICH PEXXHM Ha XEMOJHaIH3a U NPH KOHTPO/IHA IPyNa OT NALMEHTH C
HopManHa O0b0peuHa QyHKUMA. CHCTeMHAaTa eKCIIO3HLIMA Ha aOHpaTepOH Clel eAMHUYHA NIEPOPaIHA
no03a ot 1 000 mg He ce yBenHMyaBa NpH NALHEHTH ¢ TEPMHUHAITHA OBLOpeyYHa HeAOCTATHYHOCT, KOUTO ¢a
Ha axanusa. [Ipunaradero npu nauueHTH ¢ 6u6pedHo yBpekaaHe, BKIIOYHTENHO B TeXKO 6bOpedHo
yBpeXIaHe, He H3UCKBa HaMaliABaHe Ha fo3aTa (BXK. Touka 4.2). JIuncea, obaue, KIIMHUYEH ONMT MpH

MaLMEeHTH ¢ PaK Ha NPOCTATaTa U TeXKO OuOpeuno yspexxaaHe. [IpH Te3n nauueHTH ce npenopnysa
NMOBHIICHO BHUMAaHHE.

5.3 Ilpeak/InAAYHH AAHHH 38 Ge3onacHocT

BB BCHUYKH NMPOYYBaHHA 32 TOKCHYHOCT NPH XKHBOTHH HUBATa HA TECTOCTEPOH B KPBBTA Ca 3HAUHUMO
NOHKWXKEHH. B pe3ynTaT Ha ToBa ce HaOloAaBa HaMalsABaHE Ha TErJIOTO HA OPraHHUTe, KaKTO U
MOP(}OIOrMYHH K/ HIH XHCTOMATONOTHYHHU MPOMEHH B PEMPOAYKTHBHUTE OpraHd M HaaOpOpeyHara,
XUnodH3HaTa M MJIEYHATa 1e3a. BcHuky npomMeHH nokassaT MJIHA WITH YaCTHYHA 06paTHMOCT.
[IpomeHuTe B pEIpOoAYyKTHBHHTE H aHPOreH-UyBCTBUTEIHUTE OPraHy ca B ChOTBETCTBHE C
¢apmaxosnorusra Ha aGupaTepoH. BcHUKH XOPMOHAJTHY TIPOMEHH, CBBP3aHH C JICYEHHETO, ca 06paTHMH
WIH OT3BY4Yasar cieq 4-CeAMHUYEH NEPHO Ha BL3CTAHOBSABAHE.

B npoy4BaHHATa 3& (PEPTHIMTETA NPH MBKKH H KEHCKH TUTbXOBE aGHpATEpOHOB alleTaT HaMalIsBa
(pepTHIHTETA, KOETO € HAITLJIHO 0OpaTHMO 3a 4 10 16 CeAMULM Clie CITUPaHE HA HETOBHA NPHEM, _

P
B npoyuBaHe 3a TOKCHYHOCT HA Pa3BUTHETO TPH ILTEXOBE a6GHPaTEPOHOB ALIETAT NOB/IHABA/, /%5’“
OpeMEeHHOCTTa, KOETO BKITIOUBA MOHHMEHO TEMIO H MIPEKHUBIAEMOCT Ha MJIOMA. Haﬁnm,uanaﬂ_/ & od
BBPXY BHHUIHHTE NOIOBM OPraHH, BhIPEKH e abHpaTepoHOB aueTaT He € TepaToreHeH. | = !
oA

U
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B Te3u npoyusaHus 3a PEPTHIHTET U TOKCHYHOCT Ha Pa3BHTHETO, NPOBEJAEHH NPH UTBXOBE, BCHUKH v
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e(deKTH ca CBbpP3aHM ¢ (HapMaKOJIOrHYHOTO A€HCTBUE Ha aOUpaTEPOH.

OCBEH NPOMEHUTE B PENPOAYKTUBHUTE OpraHu, HabI0JaBaHU BbB BCUYKH MPOYUYBAHHA 328 TOKCHYHOCT
[PY XXMBOTHU, HEKJIMHUYHUTE JaHHU HE MOKa3BaT 0COOEH PHUCK 3a XOpa Bb3 OCHOBA Ha
KOHBEHLIMOHAJIHU (papMaKOJIOTHYHH MPOYy4YBaHUA 3a 6€30MacHOCT, TOKCHYHOCT MPH MHOTOKPATHO
[pujiaraHe, reHOTOKCHYHOCT U KapLUMHOI€HEeH NMoTeHIUal. AGMpaTepOHOB alleTaT He MoKa3Ba
KapLUMHOIN€HHOCT B 6-MECEUYHO NMpoyuBaHe npu TpaHcreHHU MULIKH (Tg.rasH2). B 24-meceuno
MPOYy4YBaHE 3a KApLIMHOI€HHOCT MPH IJIbXOBE, aDMpaTEpOHOB alleTaT MOBMILIaABAa YECTOTATa Ha
MHTEPCTHLIMAJIHUTE KJIETbYHH HEOIUIa3MH B TecTUCUTE. CUUTa Ce, Ye TO3U pe3yJITaT € CBbP3aH C
(apMakoJIOrHYHOTO JAEHCTBHE HA aOUpaTEPOH M HAKOU OCOOEHOCTH IpH IUTbXOBeTe. AOHpaTEpPOHOB
aleTaT HEe € KApLIMHOIN€HEH IMPH KEHCKH IJIbXOBE.

AKTHUBHOTO BellleCcTBO abupaTepoH Noka3Ba pUCK 3a BOJHHUTE OacelHHU U TEXHHTE o0MTaTEe U, 0COOEHO
3a pulOHTeE.

6. OAPMAIEBTHUYHU JAHHHA
6.1 ChnucbK HA NIOMOIIHHTE BellecTBa

Cvpyesuna na mabremkama

KpockapMeno3sa HaTpu#

Harpues naypuncyngar

[ToBupon (E1201)

[lenynosa, Mukpokpucraina (E460)

JlakT03a MOHOXHApAT

CunMuMeB IHOKCH], KoJiouaeH 0e3BoaeH (E551)
Marne3ueB creapat (E470b)

Ilokpumue na mabremkama
[TonuBuHMIOB ankoxon (E1203)

TuranoB quokcua (E171)
Makporon (E1521)

Tank (E553b)

XeneseH okcua, yepseH (E172)
XeneseH okcua, yepeH (E172)

6.2 HecbBMECTHMOCTH
Henpunoxumo.
6.3 Cpok Ha roaHocr

bnucrepu: 3 roquHu
byTunku: 3 roauHu

6.4 CpoeunHa/JHH YCJIOBHS HA CbXpaHEHHE
To3u nexapcTBeH NpOAYKT HE U3UCKBA CIIELIMAJIHH YCIIOBUS Ha CbXPaHEHHE.
6.5 Buau cbabpKaHHE HA ONIAKOBKATA

OunimupanuTe TabJIeTKM ce npeaiarar B: DIPRN
- Onucrepu ot anyMUHUH-OPA/Alu/PVC unu anymunuii-PVC/PE/PVDC, cbaspxkauiu 56, 60,;34 112 _:'f:f;f; *
(puamMupaHu TabieTKH. \ %o\

- nepopupany eHON030BH GmcTepy ot anymunnii-OPA/Alu/PVC wnu mlymmﬂ-PVdﬁ@PW
ceabpKamm 56x1, 60x1, 84x1, 112x1 ¢punmupanu TabneTkn.

- 6yTinku ot nonuetwuieH ¢ Bucoka wisTHOCT (HDPE), ¢ koHTeliHep 3a abcopOupane ﬂan’hwxa,
26 .




nosunponuneHoBa (PP) kanauka Ha BUHT, 3allMTeHa OT OTBapsAHE OT A€La, ChAbpxaly 60 GuiMupaHu
TaONeTKH.

He BcHukM BHIOBE ONMAKOBKM MOraT Aa 6baart mycHaTy B npojaaxoa.
6.6 CrHenHa/JJHH NpeaNa3sHH MepPKH NPH H3XBbPJISHE
Heu3no3BaHHUAT JI€KAPCTBEH NMPOAYKT WM OTNAAbYHUTE MATEPHUAIM OT HEro TpsAdBa J1a ce U3XBBPJIAT B

ChOTBETCTBHE C MECTHUTE M3UCKBaHMA. 103M JIEKAPCTBEH MPOAYKT MOXE J1a MPe/ICTaB/IsABa PUCK 3a
BOJIHMTE OaceiiHU U TeXHUTE oOMTaTes M (BX. TOUKa 5.3).

T IMPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Sandoz d.d.
Verovskova 57

1000 Ljubljana
CnoBeHus
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