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1. HME HA JIEKAPCTBEHMSI ITPOAYKT “lpamKa xapakmepuomuxa Ha Npogyxma - [pusoxenue 1 l
KoM Pea. Ne ........ 4120;3/04 50
Aobuparepon Canno3 500 mg punmupanu TabneTKH -~ — -
Abirateron Sandoz 500 mg film-coated tablets [ ”5’2 27 77 -01- 2076
. BG/MA/MP 7 /

2. KAYECTBEH A KOJIMYMECTBEH CbCTAB

Besika ¢punmupana tabnerka ceabpka 500 mg abuparepoHoB auerar (abiraterone acetate).

[loMoIIIHH BelLECTBA C U3BECTHO JAEUCTBHE
Beska duimupana Tabnetka chabpka 64,6 mg nakro3a (68 mg karo MOHOXHpAT).

3a MbJIHUA CITUCBK HA MOMOIIHUTE BEILLIECTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupaHa TabaerTka.
JIunasu, oBasiHu punmMupanu Tabnetky, ¢ Haanue “500™ ot enqHara cTpaHa, ¢ pasMepu

18,9 mm x 9,5 mm.

4. K/IMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

AbupaTepon CaH03 ¢ MPEAHU30H WIH MPEAHU30JIOH € MOKa3aH 3a:

® JIeYEeHHE Ha HOBO JMArHOCTHLIMPAH METACTATHYEH KapLIMHOM Ha MpocTaTara, YyBCTBHUTE/IEH KbM
xopMmoHayiHa Tepanus (MKITYXT) npu Bp3pacTHH MBKe B KOMOMHALIMS C aHIPOIreH-
nenpuBauroHHa tepanus (AT) (Bx. Touka 5.1)

e JieYyeHHEe Ha HOBO JUAarHOCTHLIMPAH BUCOKOPHUCKOB, HEMETACTaTUYEH, YYBCTBHUTEJIEH KbM
XOpPMOHaJIHa Tepanus kapuuHoM Ha npoctaTata (KITHXT) npu Bp3pacTHH MbXe B KOMOMHALIMS C
aHaporeH-aenpuBauonHa tepanus (AJIT) u npuerepanus (Bxk.To4ka J.1)

e JleYeHHE Ha METACTaTHYE€H PE3MCTEHTEH Ha KacTpauus KapuudHoM Ha rpocrarara (MPKKII) npu
Bb3PACTHH MBbXKe, KOUTO ca 0€3 CUMIITOMH HJIH C JIEKH CHMITTOMH CJI€]l HEYCNEIHa aHpOreH-
JIENpUBALIMOHHA Teparus, MPU KOUTO BCE Olll€ HAMAa KJIMHUYHH MOKa3aHHs 3a XUMHOTepanus (BX.
To4yka J.1)

e jeyenue Ha MPKKII npu Bb3pacTHU MbKe, YHETO 3aD0IsIBaHE € MPOrpecupalo Mo BpeMe Ha UITH
ciie aoleTakcen-0a3upaHa XMMHOTEparus.

4.2 [lo3HpoBKa H HAYHH HA NPHJIOKEHHE

To3u ekapcTBEH NPOAYKT TpsAOBa aa ce NMpeAnycBa OT MOAXOAAL MEULIMHCKH CIIELIHAJIUCT.
Jo3upoBka

[IpenopbunrenHara no3a € 1 000 mg (ase Tabnerku 500 mg) kaTo eIMHUYHA JTHEBHA 71034, KOATO HE

TpsGBa aa ce npuema ¢ XpaHa (Bx. no-aoiy “Hauun Ha npuioxxenue”). [IpueManero Ha TabneTkuTe ¢
XpaHa [MOBHIlIaBa CHCTEMHATa €KCIO3MIMsA Ha abuparepoH (BX. TO4kH 4.5 1 5.2). ——

Jo3upoeka na npeOHU30H wiu NPeoHU30/10H
[Ipu meTacTaTHueH U BUCOKOpUckoB, HeMeTacTatuueH KITHXT, abuparepoH ce npuiiar
MPEAHU30H WJIH NPEAHHU30JIOH JTHEBHO.

[Tpu MPKKII, abuparepoH ce npuiara ¢ 10 mg npeaHHU30H WM NMPEIHU30JI0H THEBHO.




IIpodwaxcumennocm Ha reyeruemo
MeaukaMeHTO3HATa KacTpallHa ¢ aHaIor Ha XOpMOH, 0CBOOOKAaBalll TyTCHHU3HPALKA XOPMOH
(XOJIX) TpabBa Aa NPOABILKH 10 BPEME HA JIEYEHHETO [IPH MMAIJMCHTH, KOHTO HE Ca OMepaTHBHO

KaCTpHUpaHH.

- 3a JleyeHHe Ha HOBO AHArHOCTHLHPAH BUCOKOPHCKOB, HEMETACTATUUYCH, TYBCTBHTCIICH KbM
XOpMOHATHA Tepanus kapuuHoM Ha npocrarata (KITUXT) npu e3pacTHH MBXKE B KOMOHHALHA
¢ aHgporeH-genpupaiuorna Tepanis (AJlT) u mpuerepanys, AedeHUETO C€ NPEMOpPbYBaA N0
nporpecus Ha 3a60/1sBaHETO, HENPUEMITHBA TOKCHYHOCT, WIH 10 2 FOANHH NpPH NaLMEeHTH Oe3
[porpecus, u:

- 3a OCTAHAIMTE MOKA3aHWUA, JICYEHUETO C€ MPENnopBYBa 40 NporpecHs Ha 3ad0/aBaHETO HITH
HEMPHEMITUBA TOKCHYHOCT

IIpenopvyumenno npocieoneane

CepyMHHTE TpaHCAMHHA3H TpAOBa Aa ce M3MEpPBAT MPEAH HaYaloTO Ha JICYEHHETO, Ha BCCKH JIBE
ceIMHLIM TIpe3 TEPBMTE TPH MECELla OT JICUCHHETO H CIIE]] TOBA BEIHBX MeceyHO. KpBBHOTO Hasndraxe,
CEPYMHHAT KaJHil H 3a0bp)KaHETO Ha TEYHOCTH TpAbBa Ja ce cieiT exeMeceuHo. Brnpeku Tosa,
NaUHEHTHTE ChC 3HAYHTEICH PHCK 3a 3aCToliHa ChbpAcHHA HEJOCTATHYHOCT, TPAOBA Ja Ce MpOoCieuBaT
HA BCEKH 2 CEMMLIH [Pe3 MbPBHTE TPH MeCella OT JIEYEHHETO M BEIHbK MECEUHO CJIel] TOBA (BXK. TOUKa

4.4).

[Tpyu naUMEeHTH CbC CHUIECTBYBALA XHIIOKATMEMHS WY TAKNBA, PA3BUIH XHIIOKATHEMHA N0 BPEME Ha
nevyeHHeTo che abHpaTepoH, TpabBa aa ce OOMHUCIH NOAABPXKAHE HA HHBO Ha Kanuii > 4,0 mM.

[Tpy naumeHTH, pa3BHWIK CTEICH HAa TOKCHUHOCT 2> 3, BKIIOUHTENHO XHIIEPTOHHA, XHITOKAIHEMHS, CIICM
H APYrd HEMHHEPAIKOPTHKOUIHH TOKCHYHH eDEeKTH, IEUEHHETO TpAOBa Na O'bJie MPEKBHCHATO H fa ce
IPWIOKAT MOJIXOAALH METHIMHCKH MepKH. JledeHHeTo cbe abuparepod He TpsAbBa ga ce Bb300HOBBA,
AOKATO CHMIITOMUTE Ha TOKCHYHOCT HE JOCTUIAT CTENEH | WIH H3XOQHO HHUBO.

B ciayyait Ha npoirycHata AHeBHA A03a AGuparepoH Cano3, NpeIHH30H WIH NPETHHU3O0JOH, JIEHEHUETO
TpAOBa Aa NPOABDKH Ha ClIeIBalliHA JcH ¢ oOHYaiiHaTa THEBHA 11032,

Xenamomoxcuunocm

[IpH NalMeHTH, pa3BIIH XEMATOTOKCHUHOCT IO BpeMe Ha JICYCHHETO (aaHHH aMHHOTpaHchepasara
[ALAT] mnu acnaprat aMuHoTpaHcgepa3ara [ASAT] ce yBennyasaT nopeye oT 5 MTH HaJl FOpHAaTa
rpaHHLa Ha HopMata [ULN]), neueHuero Tpabea He3abaBHO /1a ¢e nNpekhcHe (BX. Touka 4.4). Cnen
BB3CTAHOBABAHE HA M3XOAHUTE CTOMHOCTH Ha YepHOAPOOHUTE PyHKIIHOHAIHY TOKA3aTe/IH Ha
aLlMEHTa, JICIEHUETO MOXKE Ja ce MOJHOBH ¢ HaManeHa 1o3a or 500 mg peaHbxk OHEBHO. I1pH
NMALMEHTH, MPOBEXIAIIM NOBTOPHO JIEUEHHE, CEPYMHUTE TpaHCaMMHa3Hu TpAOBa fa ce MpocieasBat
MHHMMYM Ha BCEKH [IBE CEAMMLIM 3a TPH Mecelld, CJIeA KOETO BeAHEX MECEUHO. AKO
XeraTOTOKCHYHOCTTA CE MOBTOPH NMpH HaMmasneHa no3a oT 500 mg aneBHo, eueHHeTOo TpAOBa 1a ce

NnpeKpaTH.

AKO NAlLMEHTHTE Pa3sBUAT TEXKKA XeNaToToKcH4HOCT (yBenmyeHHe Ha ALAT unu ASAT ¢ 20 metit Han
ULN) no Bcsika BpeMe Ha TepanuaTa, Tepandara Tpa6sa Ja ce Crpe ¥ MauMeHTHTe He TpaOBa Ja ce
NeKyBaT OBTOPHO.

Yeproopobro yapexcoare
He ce Hanara npoMsHa Ha [[03aTa {IpH NAUKEHTH C NPESAILIECTBALLO JIEKO YePHOAPOOHO YBpekKaaHe, Kiac
A o Child-Pugh.

[Mpu ymepeHo uepHoapobHo yepexaane (knac B no Child-Pugh) e nokasano, ue cHcTeMHaTa
eKCIIO3uLIMs Ha aGHpaTEepOH ce YBelIu4aBa OKOJIO YETHPH ITETH, CNIE €AHOKPATHH NEPOPaIHH JO03H OT
1000 mg a6upaTepoHoB aueTar (BX. Touka 5.2). Hama naHHH 32 KIMHHYHATA 6€30MacHOCT *:"'"'_n'g“
eHKACHOCT HA MHOTOKPATHH /1034 aOHPATEPOHOB ALIETAT, IPHJIAraHM NPH NAUNEHTH ¢ /

TEXKO yepHoApobHO yepexaane (knac B win C no Child-Pugh). Kopurupanero Ha 1 .

os0e npensuaeHo. Manon3sanero Ha abupaTtepod TpadBa BHHMATEIHO Ja C€ OLICHA
yMepeHo uepHoaApoGHO yBpexaaHe, MpK KOUTO non3ara scHo Tpsdsa na Hﬂ,[l;XB'LpJ'UI
(Bkx. ToukH 4.2 U 5.2). AGuparepoH He TpAOBa Za c€ M3MO/3Ba MPH NMALMEHTH C TE
yBpexaaHe (Bx. Touku 4.3, 4.4 1 5.2).




bvbpeuno yspeacoane

He ce Hanara npoMsHa Ha 03aTa pK NauyMeHTH ¢ 60pedHo yspexaaHe (Bx. Touka 5.2). Jiuncea,
ofaue, KJIMHUYEH OTHT TIPH HALIMEHTH C PaK Ha NpocTaTa H Texko 6u6peuno yspexaane. [lpu Te3n
[IALUMEHTH Ce MPEnophyYRa MOBHILIEHO BHUMaHUe (BXK. Touka 4.4).

ITeouampuuna nonyaayun
Hsama cbOTBETHO IIPHIOXKEHHE Ha aOHpaTepoH NpH NeIHaTPHYHATA MOITY /1AL,

Hauun Ha npuioxeHHe
Abuparepon Canll03 € 3a NEPOPATHO MPHJIOKEHHE.
Ta6nerkure TpAOBA [Ja c€ NPHEMAT NOHE CAMH Yac MpeAd WIH Hai-MalKo JBa 4aca CJIC] XpaHeHe.

TabneTkure TpAOBA a ce MOTTHLUAT LiENH ¢ BOJA.

4.3 IlpornBonmOKA3aAHHS

¢  CBpPBXUYBCTBHTENHOCT KbM aKTHBHOTO BEILIECTBO MM KbM HAKOE OT MOMOIIHHTE BEIICCTBA
H30poeHH B TOYKA 6.1.

o JKeun, xoUTO ca GpeMEHHH MK € Bh3MOXKHO Jia ca GpeMeHHH (BX. TouKa 4.6).

o Texxko uyepHoapo6uo yepexaane [knac C no Child-Pugh (Bx. Touku 4.2, 4.4 u 5.2)).

e  AG6upaTepoH ¢ NMpeIHH30H WIH MPEAHH30JI0H € MPOTHBOMOKa3aH B KoMOHHaLMs ¢ Ra-223.

4.4 CpenpajHs npeaynpexaenns H npelNasHH MePKH NpH ynoTpeda

Xuneproyys, XHNOKANMEMH, 3aAbpAKAHE HA TEYHOCTH W ChpPAEYHA HEAOCTATHUHOCT NOPAIH HITHIIBK
Ha MHHEPaNKOPTHKOMAH

AGHpaTepOH MOXKE /1a IPEU3BHKA XUIEPTOHNA, XMIOKATHEMHS H 3aXbpXXaHe HA TEYHOCTH (BX. TOYKA
4.8) KaTo CNAEACTBHE OT MOBHIIEHHTE HUBA HAa MUHEPATKOPTHKOHAKTE B Pe3yJITAT HA HHXHOHPaHETO Ha
CYP17 (Bx. Touxa 5.1). EqHOBpeMeHHOTO MPHIIOKEHHE Ha KOPTHKOCTEPOH MOTHCKA CTHMYJTHPAHETO
Ha aApPEHOKOPTHKOTPONHHUA XOopMOH (AKTX), koeTo BOJH 10 HaMa/NgBaHe Ha YECTOTaTa H TEXECTTa Ha
Te3H Hexenanu peakimi. Heo0xoaumo € NOBHIIEHO BHUMAHUE NMPU IEY€HHETO Ha NALHEHTH, YHHTO
OCHOBHH 3a0onaBanuia MoxKe na ObJAaT BIOLIEHH NPH NOBHIIABAHE HA KPBBHOTO HaJAraHE,
XUNOKanueMus (HaIp. MALUMeHTH, TPUEMalI{ CbPACYHH IMTMKO3KAH) WM 331bpKaHe Ha TeYHOCTH
(Hanp. MALHEHTH ChC ChPAEYHA HEAOCTATEYHOCT, TEXKKA HITH HECTROW/IHA CTEHOKapAHsA, HACKOPO
npekapaH HHPAPKT HA MHOKapAa WIH BEHTPHKYJIApHA aDUTMHA H TTALMEHTH ¢ Texko 0B0peyuHo

YBpEeKIaHE).

Ab6uparepoH TpabBa Aa ce npwiara mMpeAnalMBo NpH MAUMEeHTH ¢ aHaMHe3a 3a ChpACHHOCHAOBO
zabonssane. ITpoyusanusra ¢asza 3 npoBejeHH ¢ abUpaTepOH HU3KIHOUBAT MALMEHTH ¢ HEKOHTPOJIHpaHa
XMIMEPTOHUSA, KTMHHYHO 3HAYMMO ChpaeyHo 3abosspaHe, MPOABEHO KaTo MH(ApKT Ha MHOKapaa WiH
CJTy4aH Ha apTepMaiHa Tpom603a npes MocHeAHHTe 6 Mecena, TEKKa WM HeCTaOKU/IHA CTeHOKapaus,
wiH xiac I wiu IV cnopen HioliopkckaTa kapavonoruyHa acoiuanuus (New York Heart Association
(NYHA)) (npoyusase 301) win chpaeuna HepoctaTeunocT wiac II o IV (mpoyusanus 3011 u 302),
WIH u3MepeHa (ppakiums Ha uztnacksane < 50%. B npoyusanus 3011 1 302 ca u3kmoyueH! NaLHEHTH C
npeACHPAHO MEXKAEHE WIH Apyra ChpJeyHa ApHTMHA, M3UCKBAllia ieveHHe. besonacHocTTa NpH
NaMEHTH ¢ leBokamepHa ¢pakuua Ha uaTinackeaHe (JIKPH) < 50% wiin cbpaeyHa HEAOCTATBYHOCT
xnac I wru IV no NYHA (B8 npoyusane 301) win cbpaeuna HenocraTbyHoCT Kiac II no IV no NYHA
(B mpoyupanus 3011 u 302) He e ycraHoBeHa (BX. To4UkH 4.8 H 5.1).

aHAMHE3a 33 ChpJeYyHa HEAOCTATHYHOCT, HEKOHTPOJIHPaHa XHNEPTOHUA WIH CHPACYHH CBO
HcxeMH4Ha 6OJieCT Ha CBPLIETO), TPAOBa Aa ce OOMHCIM MOMYy4YaBAHETO Ha OLICHKA Ha ¢
cppuero (Hanp. exokapauorpadus). IIpenun nedvenne ¢ abnpaTepoH, CbpaeYHa HEAOCTA
7ia ce JieKyBa M ChpevHaTa ACHHOCT Ja ce ONTHMH3HPa. XMITEPTOHHATA, XHUITOKATHEM
3aABPKAHETO Ha TSYHOCTH TpAGBA fa Ce KOPUTHPAT H KOHTpoaHupart. [1o BpeMe Ha neueH
HAJIAraHe, CEPYMHHUAT KAIH, 38IbPXKAaHeTO Ha TeMHOCTH (MOKauBaHEe Ha TEINI0TO, MepHde



BCEKH 2 CeIMHIIH 3a 3 Mecela, ciie[l TOBa BEAHBXK MECEYHO M OTKIIOHCHHATA Ja C¢ KOPUIHPAT.
Ha6mogasa ce yabokapade Ha QT MHTepBasia NpH MTAUMECHTH, CTPAAAIIHA OT XHIIOKATHEMHA, CBBP3aHa C
neuenHero ¢ abuparepon. Tpabea fa ce HaNpaBH OLICHKA HA CHPACYHATA NEHHOCT, KOraTo € KIIHHHYHO
[MOKA3aHO, Ja Ce ONpeae/IM afeKBaTHA Tepanks U Aa ce OOMHCIIH NpeKpaTsiBaHe Ha TOBA JIEYEHHE B
CJIyvaii Ha KITHHUYHO 3HAYMMO OTCNabBaHe Ha ChbpAEUHATa ACHHOCT (BX. TOUKA 4.2).

XenaToTOKCHUIHOCT H YePHOAPOOHO YBpEXKIaHE
B kOHTpOMMpPaHH KIMHHYHHM TPOYYBAHKA C€ Hab/oAaBa U3pa3eHO MOBHIICHHE Ha qepHOAPOOHUTE

eH3HMH, BOJEIIO O NMPEKhCBAHE HA JICYEHHETO HIIY TIPOMAHA Ha fo03aTa (BXK. Touka 4.8). Hupara Ha
CepyMHHTE TpaHCaMHHa3K TpAGBA Aa ce M3MEPAT NPEeAH HA4YaIOTO Ha JICYEHHETO, HA BCEKH NIBE
CeMHLIM [Ipe3 MBPBUTE TPH MeceLa OT JIEYEHHETO, H CJIEM TOBA BEIHBK MECEUHO. AKO C€ Pa3BHAT
KITMHUMHHA CUMITTOMM WM MPHU3HALH, MOKA3BalH XeIIaTOTOKCHYHOCT, CCPYMHHTE TpaHCaMHHAa3H
Tpa6Ba na ce u3MepAT He3abaBHO. Ako B aaneH MOMeHT ALAT win ASAT ce ypenuuaT nopede or J
mbpTH Hag ULN, neueHueTo Tpabpa HezabaBHO Aa ce npeKbeHe, a YepHOApoOHaTa QyHKIMs TpaOBa aa
ce crenu oTomnzo. JIedeHUETo ce MOAHOBABA [TPH BB3CTAHOBABAHE HA U3XOJHHTE CTOHHOCTH HA
4epHOAPOOHUTE GYHKUMOHAIHH IOKA3aTe/IM Ha MALMEHTa K NPY HaMasleHa 03a (BX. To4ka 4.2).

B cyuaii 4e NaUMEHTUTE Pa3BHAT TEKKA XENATOTOKCHYHOCT (yBenuueHue Ha ALAT wim ASAT ¢ 20
T Hag ULN) no BcSKo BpeMe Ha TepanusaTa, Tepanuara Tpa6Ba Aa ce Cripe W NalMEHTHTe He TpsadBa
Ia ce IEKYBaT OBTOPHO.

[TalMeHTH ¢ aKTHUBEH WM CUMITTOMATHYEH BHPYCEH XeNaTUT ¢a M3KTIOYCHH OT KIIMHHYHHTE
NpOyMBaHHSA, IOPAAH Ta3K NPHYMHA JIMIICBAT NAHHHU 3a ynoTpebaTa Ha abHPATEPOH NPH Ta3H

NnoiryJialki.

Hama naunu 3a KIHHUYHATA 6€3011acHOCT ¥ €PUKACHOCT IPH MHOTOKPATHH J03H aOMPaTEPOHOB aLICTaT,
KOTATO ce MpIUIara MpH MalMeHTH ¢ YMEPEHO WM TEKKO depHoApobHo yBpexaane (knac B wnu C no
Child-Pugh). H3non3BaHeTo Ha abHpaTepoH TpAOBa BHUMATENHO Aa C¢ OLICHABA NPH MAIHEHTH C
yMepeHo 4epHOAPOGHO YBpekAaHe, IPU KOUTO TM0/I3aTa ACHO TpA0Ba 1a HAAXBBPIIA BB3MOXKHHS PHCK
(BX. ToukH 4.2 U 5.2). AGupaTepoH He TpsA6Ba Aa ce H3MOA3Ba NPH MALMEHTH ¢ TEXKO YepHOAPOOHO
yBpexaane (BK. Touku 4.2, 43 u 5.2).

HWma penky MOCTMAPKETHHIOBH CHOOIEHHS 3a OCTPa YepHOAPOOHA HEAOCTATLYHOCT U (YIMUHAHTEH
XEIaTHT, HAKOHU C JIeTaleH H3Xxol (Bxk. ToUKa 4.8).

Cnupane Ha pHeMa Ha KOPTUKOCTEPOHIH M MEPKH MDY CTPECOBH CUTYALMH
[TpenopbyBa ce MOBHIUEHO BHHMaHHE H MPOCAEIABAHE 32 a[IpeHOKOPTHKAIHA HEAOCTATBYHOCT, B

cAydaii ye Ha NMALMEHTHUTE € CIPAH MPUEMBT Ha NPEAHM30H HIH NPEAHN30N0H. AKO IPHEMBT Ha
abHpaTepoH NPOABIKH Cliel CIMPaHeTo Ha KOPTUKOCTEPOHINTE, MALMeHTHTe TPAOBa a ce
HaOTI0/1aBaT 3a MOABA Ha CHMITTOMM Ha MHHEDATKOPTHKOHAEH H3JTHIBK (BXK. HHQOpMaLMATa TIO-Tope).

[Tp¥ MauMeHTH Ha NpeJHH3OH WK NPeJHH30N0H, KOUTO Ca NOLI0KEHH Ha HeoOH4aeH CTpec, e
NOK43aHO NOBHIIABaHe Ha 103aTa Ha KOPTHKOCTEPOMAMTE IIpeaM, N0 BpeMe Ha U CJICA CTpecoBaTa

CUTyaLuA.

KocTHa ILTBTHOCT

HamanssaHe Ha KOCTHATA ILTETHOCT MOXKE JIa CE HOABH IIPH MBXKE ¢ METACTATHYCH HalpeAHA
KapLIMHOM Ha npocrarata. M3anonspaHero Ha abupaTepoH B KOMOMHALMA ¢ NTIOKOKOPTHKOMOH MOXeE /1a
YBEJIHYH TO3H €EKT.

IIpeauuiHa ynorpeba Ha KETOKOHA30J]
[To-HHUCKa cTENEH HA OTrOBOP MOXKE a C€ 04aKBa [IpH NaLMEHTH, JIEKYBaHH Npeau TOBa C KETO
338 KapLIMHOM Ha [pOoCTaTaTra.

XHIIEPraIuKeMus
[TpHIOKEeHHETO Ha NIKOKOKOPTUKOUAH MOXKE Aa MOBHIIH XHIEPIITHKEMHATA, 3aTOBA

KpbBHATa 3axap TpAGBa 4ecTo Aa ce Npocieadsa NPH NaUMEeHTH ¢ AHaber.

XHNOTrNHKEMHA



Cho61aBaHy ca CTy4ad Ha XMNOTITMKEMHS, KOraTo abUpaTepoH IIOC ApeIHM30H/TIPeAHU30MOH Ce
MpWIaraT NpH NALKCHTH, KOWTO Bede ca HMaIH AdabeT, nomy4aBally MHOMIMTa30H WIH penarnuHuL
(BX. Touka 4.5); cienoBaTeNHO, KphBHaTa 3axap TpAOBa a ce Habmonasa Npy MAUKEHTH C AMaber.

Ynorpeba mpy XHMHOTEpaud
BezonacHOCTT2 H ebMKACHOCTTA HA €AHOBPEMEHHOTO MPHIOKEHHE Ha aOHPATEPOH C UMTOTOKCHYHA

XHMHOTEpANHA He ca yCTaHOBEHH (BX. TouKa J.1).

HenoHoCHMOCT KbM ITOMOIIIHUTE BEILECTBA

To3u nexapcTBeH NPOAYKT ChObPXKA JaKTO34.
[NaupieHTH ¢ peaKH HAcIEACTBEHK 3a00ABaHKHS KATO TAJIAKTO3HAa HEMOHOCHMOCT, OOIII JIAKTa3¢H

AedULMT WM [THOKO30-raNakTo3Ha Manabcopbuus He TpaOBa Aa mpHeMaT TOBa JIEKapCTBO.

Topa nexapcTBO ChAbPXKA NO-Maiko ot 1 mmol Harpuii (23 mg) Ha 1034, T.€ Ha NPaKTHKa He ChIbpXKa
HaTpHH.

[ToTeHUIMATHH PUCKOBE
AHeMUSs ¥ ceKcyaiHa AUChYHKIIMA MOXKE Ja CE MOABAT NMPH MBXE ¢ METACTATHYCH KaplLIMHOM Ha

npocTaTrara, BKIIOYHTCNHO IIPpH TE3M, KOUTO Ca NOAJIOKEHH Ha JICUCHHC C aGHpaTepoH.

EdeKTH BBpXY CKENETHaTa MYCKYIaTypa
Cro6maBar ce ciy4ad Ha MHONaTHs H paGIOMHONH3a NIPH MALMEHTH, JIEKyBaHH ¢ abupaTtepoH. B

IOBEYETO CTyYaH T€ ca ce Pa3sBWIH B PAMKHTE Ha IMLPBHTE 6 Meceua OT JIEUEHHeTO U ca OTUIYMEIH el
NpeycTaHOBABAHE NpUeMa Ha aDHPATEPOH.

[TpenopruBa ¢ MOBHIICHO BHHMAaHHE TIPH T131IMEHTH, JIEKyBaHH €IHOBPEMEHHO C JIEKAPCTBEHH
MPOAYKTH, 32 KOUTO € H3BECTHO, Y€ €a CBBbP3aHU C MHOTIATHA/pabIOMHOIH3A.

BaauMoneficTBHA ¢ APYIrH JEKapPCTBEHH IIPOTYKTH
ITpunoxxenuero Ha cuTHHE HHAYKTOpH Ha CYP3 A4 Tpabsa na ce H30Arsa 1o BpeMe Ha JIeYeHHETO,

OCBEH aKO HsMa JIpYTa TepalneBTHYHA AJITEPHATHBA, MOPARH PUCKA OT HAMA/IEHA €KCNO3HILIUA Ha
abupaTepoH (BX. To4uka 4.5).

KoM6unppane Ha abupaTepoH ¥ NpeAHU3OH/NpeAHHW30NOH ¢ Ra-223

JledyenueTo ¢ aGHUpaTEPOH M NMPEAHU3OH/MPeIHU30I0H B koMOHHauuMA ¢ Ra-223 € npoTHBONOKAa3aHO
(BX. Touka 4.3) nopanH MOBUILIEH PUCK OT PPAKTYPH H TCHCHLIHA KbM MOBHILIEHA CMBPTHOCT NpH
MalHEHTH ¢ KAPLUHHOM Ha MPOCTATaTa, KOUTO €4 ACHMITTOMATHYHH HIH C JIEKH CHMNTOMM, KaKTO €

HaOMI0JaBaHO B KJIMHHYHHTE H3MHTBAHMA.
[Ipenoprusa ce mocieABamoTo nedeHre ¢ Ra-223 na He 3ano4sa oHe 5 AHH CJie MOCAEIHOTO

NPHIOKEHHE Ha abHpaTepoH B KOMOMHALMA ¢ IPEAHH3OH/TIPEAHU3ONOH,

4.5 BiaaMoaelicTaHe ¢ IPYTH JIEKAPCTBEHA NPOAYKTH H APYrH QOPMHE HA B3aMMOACHCTBHE

EdexT Ha xpaHara BrpXy aOMpaTepOHOB auerar
[TpunoxeHHETO ¢ XpaHa 3HaUMTENHO NoBHINaBa abcopbuyATa Ha abuparepoHoB alerat. EdukacHocTTa

1 6e30MacHOCTTA, KOraTo € MPHET ¢ XpaHa, HE ca YCTRHOBEHH, 3aTOBA TO3H JIEKAPCTBEH MPOAYKT HE
TpaOBa fa ce npueMa ¢ xpaHa (Bx. Touk 4.2 1 5.2).

BiauMoAeHCTBHA ¢ APYTH JIEKAPCTBEHH NPOAYKTH
Homenuyuan na dpyzu arexapcmeeru npooykmu 0a nOGAUAAM excho3uyuume na abupamepon

B npoBeAeHO KIIMHHYHO Npoy4YBaHe Ha GpapMaKOKHHETHYHHTE B3AHMOACHCTBUA [IPH 31paBH

106 pOBONIM, TEKyBaHHU NPeIH TOBa CbC CHIHMA UHIYKTOp HA CYP3A4 pyudamnmun 600 mg aHeBHO B
NpOAL/DKEHHE Ha 6 THH, Cliel] KOeTo € eqMHu4Ha A03a abupareponos auetar 1 000 mg, cpe
rasmeda AUC, Ha abupaTepoH ce e noHmxwia ¢ 55%.

[Tpunoxenuero Ha cunHu HHaYKTOopH Ha CYP3 A4 (Hanp. ¢enuTouH, kapbaMasenuH, p
pucdabyTun, pudaneHTHH, heHobapOuTan, XBIT KaHTapHOH [Hypericum perforatum])
nedeHueTo Tps6Ba 1a ce u30Area, OCBEH ako HAMAa TepancBTHYHA aITepHATHBA.



B oT/1eHO KJIHHHYHO NMPOyYBaHe Ha (PapMAKOKUHETHUHHTE B3AHMONCHCTBHSA, IPOBEIACHO NPH 3ApaBH
10OpOBOJILIH, eAHOBPEMEHHOTO NIPHJIOKEHHE HA KETOKOHA30J1, CHieH HHXuOuTop Ha CYP3A4, He e
0KA3aJI0 KIHHWYHO 3HAYHM €(eKT BbpXY hapMakoKMHETHKaTa Ha aGHpaTepoH.

ITomenyuan na abupamepor 0a noeawie exCnozuyuume Ha Opyau NeKaGpCmeeHu npooyKmu
A6upaTepoH € HHXHOUTOP Ha uepHOApoOHHTE NekapcTBO-MeTabonusupaiy eH3umMu CYP2D6 u
CYP2CS.

B nmpoyusaHe Ha edexTHTe Ha aGHpaTepOHOB aLeTaT (IUTIOC NPSAHH3OH) BhPXY € AMHHYHA 4032
CYP2D6 cyberpar nekctpoMeropdal, cucremHata ekcriodnums (AUC) Ha aekcTpomeTopdaH ce
noeuuasa npubnusmurenno 2,9 metH. AUC,4 Ha aekctpopdaH, akTHBHUA METabOMUT Ha

nekcrtpomeropdan, ce nosuiasa NpubausuTenHo ¢ 33%.

[IpenoppyBa ce MOBKILIEHO BHUMAHUE, KOraTo Ce NMpUiara ¢ JICKapCTBEHH NPOMYKTH, KOHTO Ce
akTHBUpaT Win Metabonusupar ot CYP2D6 U no-cneunanHo AekapeTBeHH MPOXYKTH € TECCH
TepaneeTHYeH unjekc. TpabBa aa ce 0OOMUCIH HaMANABAHE Ha J103aTa Ha JIEKApCTBATA C TECEH
TepaneBTH4eH UHAekc, Metaboausupanu ot CYP2D6. IIpuMepu 3a nekapcTBEHH NPOLYKTH,
meTtabonusupanu oT CYP2D6, BKIOUBAT METOTIPOIION, IPONPAaHO/ON, AC3UIIPaMHH, BEHIa(aKCHH,
XaNIOTNIEpHAOI, PHCTIEPHAOH, NponadeHOH, (prekauHu, KOOEHH, OKCHUKOAOH H TpaManon (IOCIEAHHTE
TPH NEKAPCTBEHH Npoaykra ce Hyxaaar ot CYP2D6 3a obpa3yBane Ha akTHBHHTE HM 0besbonsapalny
mMeTabonuTH).

B nmpoyusane ¢ CYP2C8 Ha nekapcTBeHH B3aUMOACHCTBHA NMPH 30paBy MHAUBHAH, AUC Ha
NMHUOINTHTA30H € noBueHa ¢ 46%, a AUC 1a M-III u M-IV, aktuBHHUTE MeTabONKUTH Ha NHOTAIKTA30H, €
noHmkeHa ¢ rno 10%, koraTo NHOIIHTA30H ¢e Mpuiara 3acgHo ¢ eauHuyHa nosa 1 000 mg
abupaTepoHOB aUeTar.

MaimmentuTe TpsaGsa aa 6BaaT HabMoOAaBaHHU 3a MPU3HALIM HA TOKCHYHOCT, CBEP3aHH ChC CYOCTpaT Ha
CYP2CS8 ¢ TeceH TepaneBTHYEH MHAEKC, KO CE M3MOM3BAT eiHOBpeMeHHO. [IpuMepH 3a nekapcTBeHH
npoayktu, Metabonusupanu or CYP2CS8, BxmoyBaT NHOTIMTA30H U peMarivHUL (BX. To4uKa 4.4).

In vitro ocHoBHUTE MeTabonuTH abupaTtepoHoB cyndar u N-okcua abHpaTepoHOB cyadat HRxHOUpaT
TpaHCIopTepa Ha 4epHoaApoOHoTO 3axBauane OATP1B1 u kaTo cneacTBHe Morar Ja ce NMoBHILAT
KOHIIEHTPAIUHTE Ha JICKAPCTBEHUTE NMPOAYKTH, KOMTO ce enuMuHupat upes OATP1B1. Hama Hanuuxu
KIHHHYHH JaHHH, TOTBbPKAaBailld B3auMOCACTBUETO, OCHOBABAILO C€ Ha TPAHCTIOpTEpPA.

IIpunooicenue ¢ npodykmu, 3a Koumo e uzeecmno, ye yovaxcasam QT unmepeana

Toii KaTO TEeUEHHETO ¢ aHAPOreH-AeNPHBALIMOHHA Tepanusa Moxke aa YIB/LKH QT uHrepnana,
npenopbysa ¢ce NOBHIIEHO BHHMaHHe NPH NpHiiaraHe Ha aOUpaTepoH ¢ JIEKapCTBEHH ITPOAYKTH,
yawkasauy QT uHTEpBana, Wi IeKapCTBEHH NMPOAYKTH, KOMTO MOTaT [ja NPEeAW3BHKAT forsades de
pointes, xato Knac 1A (Hanp. xuHUAUH, au3onupamun) Hiu knac Il (Hanp. aMmHoaapoH, cotanon,
nodeTunua, HOYTHWIHA) aHTHAPYMTMHYHHU JIEKAPCTBEHM MPOAYKTU, METaA0H, MOKCH(IOKCALIHH,
AHTHIICHXOTHULIM M T.H.

Hpunoxcenue cvc CNUPOHOAAKMOH

CnUpOHONAKTOH CE€ CBBP3Ba ¢ AHAPOrCHHHUTE PELIENITOPY U MOXKe [a IMOBHIIH HUBATa Ha
npocrarHocnenuuunns aHtureH (PSA). Ilpunoxkenuero ¢ abupaTepoH He ce npenopbpyBa (BXK. TOYKA
5.1).

4.6 PeprranTeT, OpEMEHHOCT B KbPMEHE
AeHu ¢ geTepoaeH NOTEHHHA

Hsima nanHM 3a ynorpebaTa Ha aGHpaTepoH NpH OpeMEHHHU XKEHH H TO3M JICKapCTBEH NMPOAYKT HE €
npegHa3HAYEH 3a ynoTpeda NpH XKeHH ¢ ETEpOICH NMOTEHLIHA.

KoHTpauenuma pU MbXKeE ¥ XKEHH
He e n3BecTHO AanH aOHpaTeEpPOH HIH HETOBHTE MEeTabOIMTH NPUCHCTBAT B CEMEHHATa

YnoTtpebara Ha IIpe3epBaTUB € 3ab/LKHTENHA, aKO NTALHEHTET HMa CEKCYAICH KOHTA
XKeHa. AKO NALHEHTHT HMA CEKCYaJIeH KOHTAKT € JKEHa ¢ JE€TEPOAEH NOTEHLHA, IIpe3e
3aIhJDKHTEIEH 3a€THO ¢ O1lle €AHH €(PEKXKTUBEH METO 2a KOHTpauenuua. [Ipoyusanuara

o ..



[MOKA3BaT PENMPOAYKTHBHA TOKCHYHOCT (BX. TOUKA 3.3).

bpeMeHHOCT
AGupatepoH He ce ynotpebsBa NpH JKeHH U € MPOTHBOIOKA3aH NPH XKEHH, KOMTO ¢a OpeMEeHHH UNH €

BBL3MOXKHO A3 ca OpeMeHHHM (Bx. Touka 4.3 u 5.3).

KnpMeHe
A6upaTepoH He e MpeAHa3HayeH 3a yrnoTpeda NpH KeHH.

PeprunuTeT
A6upaTepoH NORNHABA GepTHINTETA MPH MBKKH U MEHCKH TUTXOBE, HO T¢3H €(heKTH Ca HAITBJIHO
obpaTumu (BX. TOYKa 5.3).

4.7 EdexTn Burpxy cnocofHocTTa 38 MOodHEpane H paboTa ¢ MANIKHH

A6upaTepoH He MOBINABA WK MOBIHARA NpeHeOpexxuMo criocobrocTTa 3a modupane U paboTa ¢
MAaLIKHH,

4.8 HexenaHn JexKapcTBEHH peaKIHH

O6o61menne Ha mpoduna Ha 6€30MacHOCT

IIpH aHaaM3 Ha HEKENAHUTE peakiyHi B KOMOUHHpaHH npoy4BaHuA (asa 3 cre abuparepon
HeXXeJIaHHTE PeaKlliH, Habmonasanu nmpH >10% ot nauHeHTHTe, ca nepudepe eaeM, XUNOKATHEMMS,
XHIIEPTOHUS, HHEKLMA HAa MUKOYHHUTE ITHTUIIA U MOBHILIEHA CTORHOCT Ha allaHHH
aMMHOTpaHcdepasaTa W/HIH acniapTaT aMMHOTpaHC(epasara.

JpyrHu BaykHM HEXeEJTaHH PEAKLIMH BKIIKOYMBAT ChPAEHHH HAPYILUCHHA, XeNaTOTOKCHYHOCT, (pakTypH H
ajiepruyeH aJIBEOIHT.

AOHpaTepoH MOXe J1a NPEeAU3BHKA XUIICPTOHHA, XHIIOKATHEMHA H 3abpXKaHe Ha TCHHOCTH KaTo
bapMakoAHHAMHYHO CICACTBHE OT HETOBHS MEXaHW3BM Ha JeicTBue. B npoyusanusira ¢asa 3
OYAKBAHHMTE MHHEPAJIKOPTHKOHIHH HEXeJIaHH peakluH ca HaOMoAaBaHy MO-4€CTO NPH NaLHeHTH,
NeKyBaHM ¢ abHpaTEPOHOB aLIETaT, OTKONKOTO NPH NALMEHTH, JIEKYBaHH C I1auebo. ChOTBETHO,
xunokanueMus 18% cnpamo 8%, xunepronna 22% crpsamo 16% u 3aapp:kaHe Ha TCUHOCTH
(nepudepeH enem) 23% cnpamo 17%. IIpu nauyeHTH, JIEKyBaHH ¢ aDMpaTepOHOB ALETAT CIIPAMO
nalMeHTH, IeKyBaHH ¢ raiie6o, ca Habmonasanu: CTCAE (Bepcus 4.0) crenend 3 u 4 XHNoKanHeMHA
npu 6% crpamo 1%.

CTCAE (Bepcus 4.0) creneru 3 u 4 xuneproHus npu 7% cupamo 5% K 3aAbpxKaHe Ha TCHHOCTH
(nepudepen eneM) crenenm 3 u 4 ca HabmoaapaHu ¢HOTBETHO NpH 1% cnpsamo 1% OT nauueHTUTE.
KaTto 110 MHHEPAIKOPTHKOMAHKTE PEaKkLIMH MOraT fia Cé OBJaAgBaT YCIEIIHO C JIKapCTBa.
EnHOBpeMEHHOTO MPHWIOKEHHUE HA KOPTHKOCTEPOHAH BOAM /10 HAMANIBAHE HA YECTOTATA K CTENEHTa
Ha TE€3H HeelaHH peakuuM (Bx. Todka 4.4).

TabnuucH cNUCHK Ha HEOKENAHUTE PeaKLHH
B npoyusaHus [IpH NAIMEHTH ¢ HalpeJHal METaCTATHUYEH KapLIMHOM Ha IPOCTATaTa, JIEKYBAaHH C

XOAX aHanor Wi JIEKYBaHH NMpeaHd TOBa C OPXHEKTOMHA, abHpaTepoH ce npunara B 1o3a ot 1 000 mg
THEBHO B KOMOMHAIMA ¢ HHCKA 71032 MPEIHH30H WM NpeAHU30J0H (WK 3, niH 10 mg nHesHO B
3aBUCHMOCT OT MOKA3aHHETO).

Hexenanure peakiyy, HabmroaasaHu Mo BpeMe Ha KIIHHHYHHUTE NMPOYUBAHHA H IOCTMapKECTHHIOBHA
OIHT, ¢a MpEACTAREHH TO-A0MY MO KATeropus yectora. Kateropuure no 4ecTora ca ONpeIcaeHH KaKTo
cyieBa; MEoro yectH (> 1/10); uectu (= 1/100 go < 1/10); Heuectu (= 1/1 000 oo < 1/100); peaxu (=
1/10 000 go < 1/1 000); muoro peaku (< 1/10 000) u ¢ Hen3BecTHa YecToTa (OT HATMUHHTE
MO3Ke Aa ObJie HanpaBeHa OlIEHKa).

[IpH BCAKO rpynHpaHe MO YECTOTa HEXETaHUTE JIEKAPCTBEHH peakLiu ca M30poeHH B
OTHOIIEHHE HA TAXHATA CEPHO3HOCT.

Tabauna 1: Hexenann peaknas, HabnoaaBail B KJIHHHYHHE NPOYYBAHHASE H OT



NOCTMAPKCTHHIOBHA OITHT

CHcTemMO-Oprafen Kiaac

Hexenana peakliug H 9€CTOTA

Nadexunn 1 BAPECTANHN

MHO20 YeCmuy. HH(I)GI{HHH H4a IMTHKOYHHUTE ITbTHILA

Yecmu. CCIICHC

HapymeHnHs HA AMYHHATA CHCTEMA

C Heuleecmud Yyecmomna, aHa(bHﬂBJ{TH'-IHH PE€aKIIHH

Hapymenne HA eHJOKPEHHATA

neyecmu: HAOOBOPEHHA HENOCTATHYHOCT

CHCTEMA
Hapymenns na metaboqa3ma B
XPAHEHETO

ChpiesTHE HAPYIICHAS

MHO20 Yecmu: XHIMOKaTHEMHA
yecmy: XUNEPTPHINIHUCPHACMHUA

yecmuy: ChpACUHA HEAOCTATBHYHOCT®, CTEHOKApAMS,
NpEACHPAHO MBXKACHE, TaXHKapAHA

Heyecmu: Ipyr apuTMHH

¢ HeuzsecmHa Yyecmoma. H(PAPKT HA MMOKap/a,
yab/pkaBaHe Ha QT uarepsana (BX. TOUKM 4.4 1 4.5)

MHO20 Yecmu: XHIIePTOHHA
peoxuy: aNepruycH ajJBeoOnuT”

CbaoBH HApYIIEHRS
PecnupaTopsd, rPbhAHH H
ME¢IHACTHHAIHH HAPYIMCHHSA
CToMamBO-IpeBHE HAPYUICHHUSA

MHO20 ¥ecmu. NNapHuia

yecmu. RUCIIEINICHA

MHO20 Yecmu. TTOBUILIEHA CTOMHOCT Ha allaHUH
aMHUHOTpaHcdepa3aTa W/ UIH acnapTaT
aMHHOTpaHc(epasara’

pedxu. PyIMUHAHTEH XEeMaTHT, OCcTpa UepHOoApoOHa
HEAOCTATHLUHOCT

yecmu. OOpHUB

XenaToOHIEAPHE HAPYIICHHES

Hapymenns Ha KoXKaTa H
NOAKONKHATA THKAH

Hapymenns Ha MYCKYTHO-
CKeJIETHATA CHCTEMA H
ChbeJHERTEAHATA ThKaH

Hapymenusa Ha 0u0penuTe H
NHKOYHHATE ObTHINA

O0mu sapymenns H epexTn Ha
MACTOTO HA NPHICKEHHE

Hapanasaaus, OTPABAHAYA H
YCAO:XKHEeHHS, Bb3JHHKHAIH B

pe3yaTAT HA HHTepBEHOHHA

* CopaevHa HEAOCTATHYHOCT BKAKOYBA ¥ 3aCTONHA ChpACHHA HEJOCTATBYHOCT, JEBOKAMEPHA JTHCPYHKIIHA H HAMAICHA
dpakuma Ha H3TIACKBAHE

** OpakTypH BKIIOYBA OCTEONOPO3a M BCHYKH PpPakTypPH ¢ H3KIIOYCHHE HAa NATOI0THYHH QpakTypH

' CrnionTaHHY CEOOINEHHA OT TOCTMAPKETHHIOBHA OINHT

S Mosnmena cTORHOCT Ha aTaHKWH aMHHOTpaHCcdepasaTa /MM NOBULICHA CTORHOCT HA ACMapTaT aMHHOTpaKHcdepasara
BKMO4Ba yRennueHHe Ha ALAT, ysermmerne Ha ASAT u abHopmua ueproapobua dyHkums.

Heyecmu: MAONATHA, pabooMHonn3a

yecmu. XeMaTypus

MHO20 Yecmu: neprudepeH eaem

yecmu. Ppakrypu**

Cnennure Hexenanu peakiimu CTCAE (Bepcus 4.0) creneH 3 ce Habmogagar NpH NMalMeHTH, JICKYBaHH
c abMpaTepoHOB aueTaT: XUNOKaIHeMHus 5%; uHPeKUHUa Ha ITHKOYHHUTE NbTHILA 2%; NOBHUIICHA
CTOMHOCT Ha anaHWH aMHHOTpaHcdepa3aTa W/ WIH NOBULLIEHA CTOMHOCT HA acnapTar
aMuHOTpaHcdepasaTa 4%; xuneproHusa 6%; Ppakrypu 2%; nepudepeH eaem, CopAcYHA
HeAOCTATBYHOCT H IPEeACHPAHO MBXKAEHE - BcaKal Y%, Xuneprpurnuuepuaemus CTCAE (Bepcua 4.0)
cTerneH 3 ¥ cTeHoKapaua ¢e Habmiogasar npu < 1% oT naupenTHTe. MHdekus Ha MHKOYHMTE
CTCAE (Bepcus 4.0) crened 4, nopHiI¢Ha CTORHOCT Ha alaHHH aMHHOTpaHcdepasaTa u/
CTOHHOCT Ha acrapTaT aMMHOTpaHc(epa3aTa, XUITOKaTUEMHS, ChPASYHA HEAOCTATEYHOC
MBXKIEHE H PppakTypH ce Habmopaasat npy < 1% OT nallueHTHTE.

[To-ronsima yecTOTa Ha CIYYAHTE Ha XHIIEPTOHHA M XHITIOKAIHeMHUA ce Habmoaasa npu
NalMeHTH, YYBCTBUTE/IHH KbM XOpPMOHa/IHa Tepanus (npoyusaHe 3011). XuneproHus ¢
npy 36,7% ot nonmynauuATa nalUeHTU, YyBCTBUTEIHA KbM XOPMOHANHA Teparnus (mpoyy




cparHeHue ¢ 11,8% u 20,2% B npoyuBanus ceoTBeTHO 301 M 302.
XunokanueMus ce Habmoaaea npx 20,4% ot nomyjauMsTa nalMeHTH, YyBCTBHTE/IHM KbM XOpPMOHAIHA
Tepanus (npoyusase 3011) B cpaBueHue ¢ 19,2% u 14,9% B npoyuBanus ¢poreTHO 301 M 302,

YecToTara M TEXECTTA Ha HEXENTAHWTE JIEKAPCTBEHH PEaKLMH Ca M0-BHCOKH IPH NMOArPYIHTE OT
MALMEHTH € H3XOJEH CKOp 2 33 QYHKUMOHATHO ChCTOSHHE N0 cKanaTa Ha M3Tounata koonmepaTvBHa

onkonornuHa rpyna (ECOG), KakTo ¥ NnpH NMalHeHTH B CTapuecKa BL3pacT (275 roauHH).

Omucanne Ha u3bpaHK HeXXeNnaHH peaklUHH

Copleuno-cv006u peaxyuu

B tpure npoyuBanus ¢asa 3 ce U3KMOYBAT MALMEHTH ¢ HEKOHTPOJIHPAHA XHUIIEPTOHHA, KIIHHHYHO
3HaYMMO ChpaeuHO 3a6onsBaHe, MPoABEHO KaTo HHGAPKT Ha MHOKAapAa WIH ClTyyaH Ha apTepHalnHa
TpoM603a npe3 nocneAHUTe 6 Mecela, TeXKKa WiH HeCTaOHIHA CTEHOKAPANA, WIIH ChPCYHA
HepocrarbuHoct iac I wau IV no NYHA (npoyusane 301) win cwpaeuHa HeaocraThuHoCT Kiaac I1 xo
IV (npoyusanus 3011 1 302) wnu usMepena ¢ppakuna Ha u3tTiaacksade < 50%. BcHuky BKIOYEHH
nauMeHTH (JIEKYBaHM ¢ aKTHBHOTO BELUECTBO M ¢ 11auebdo) ca nekyBaHH eTHOBPEMEHHO ¢ AHAPOreH-
NENpUBAlMOHHA TEPANHKS, rNaBHO ¢ npwioxkeHne Ha XOAX aHanos3m, KoATo € CBbp3aHa ¢ auaber,
HH(PAPKT Ha MHOKApAa, MO3BLYHO-CBAOB HHLIMACHT K BHE3AlHa ChpAcYHa CMBpPT. YecToTaTa Ha
ChPAEYHO-CHAOBUTE HEXKEJIAHH PeakLMM B NIpoyuBaHKs ¢a3a 3 nNpH NalMeHTH, IPUEMALLH
aGHpaTepoHOB aLleTaT CIPAMO ALMEHTH, NpHeMalLK 1aledo € KaKTo ce/iBa: NPpEACHPIHO MbXKIEHE
2,6% cnpamo 2,0%, taxukapaua 1,9% cnpamo 1,0%, crenoxapaus 1,7% cnpamo 0,8%, cepaeuna
HenocTaThyHoCT 0,7% cnpamo 0,2% u apurmus 0,7% cnpamo 0,5%.

XenamomoxcuswHocm
XenaToTOKCHYHOCT, ¢ nToBHIIEHH CTOMHOCTH Ha ALAT, ASAT u obi dunupybuH, ce cpro01aBa npu

NAalMEHTH, NeKyBaHH ¢ abupaTtepoHoB aueTaT. OT KIMHUYHHATE NPOYYBaHHA $a3a 3 XenaTOTOKCHUYHOCT
creneH 3 ¥ 4 (nanp. yeenmueHde Ha ALAT win ASAT ¢ > 5 motit Hag ULN minn yBenHueHHe Ha
bumpyouna > 1,5 metu Hax ULN) ce cvobwaBa npu okoso 6% oT NauMeHTHTE, NpUeMau
abupaTepoHOB alleTaT, OOHKHOBEHO Mpe3 MbPBHTE 3 Mecelia CIel HaYanoTo Ha JieueHHeTo. B
npoyusane 3011 xenaroTokCHYHOCT cTeneH 3 wiu 4 ce Habmonasa nmpu 8,4% oT nalMeHTHTE,
nexyBaHM ¢ abuparepoH. JeceT oT nalMeHTUTEe, KOMTO ¢a NpHEeMand abupaTepoH, ca MpeyCTaHOBWIH
Y4aCTHETO CH B MPOYYBAHETO NOpaJH XeNaTOTOKCHYHOCT; ABaMa ¢a NOTYYHITH XeNaTOTOKCHYHOCT
CTENEH 2, mecTUMa — XeNaTOTOKCHYHOCT cTelneH 3 B BaMa — XeNMaToTOKCHYHOCT CTeneH 4. B
npoyupane 3011 HAMa CMBPTHH CITy4aH HA MAUKEHTH BCJIEACTBHE HAa XENaTOTOKCHYHOCT. B
KIHHUYHHUTE Npoy4BaHus dasa 3 yBelHueHHe Ha CTOMHOCTUTE Ha YepHOAPOOHHTE (yHKUMOHATIHH
MOKA3aTeNH € NO-BEPOATHO Ja ce Hab/moaaea Npy MauMeHTH ¢ MOBHILIEHH H3XOAHH CTOHHOCTH Ha
ALAT win ASAT, oTKOJKOTO NPH TaKHMBA ¢ HOPMAJIHHM M3X0AHH cTOoMHOCTH. Koraro ce Habmonasa
yeenuderne va ALAT win ASAT > 5 npti Haa ULN unu Ha 6unupy6uH > 3 metH Hag ULN, npHeMsT
Ha abHpaTepOHOB aLIETaT BPEMEHHO ce MPeKhCBa WIH ¢e npexpaTasa. B Ba ciyyas € HaCTBITKIO
H3Pa3€HO YBeIMUeHHEe Ha CTOMHOCTUTE Ha YepHOAPOOHHTE QYHKUHOHAIHH NOKa3aTeNnH (BXK. Touka 4.4).
[Tpy Te3u OIBaMa NMALHEHTH ¢ HOpMaJIHA M3X0(Ha yepHOoApoOHa QyHKIms ce HabmoJaBa YBEIMUYCHHE HA
ALAT nmu ASAT ¢ 15 po 40 meth Hag ULN u yBenuuenne Ha GwmmpyOuHa ¢ 2 1o 6 muti Haa ULN.
Cnea cnupaHe Ha JIE4€HHETO, 9epHOAPOOHUTE QYHKIMOHAIHH MOKA3aTENH Ca C€ HOPMATTHINPANHY U IPH
NBAMAaTa NAalHeHTH, 8 SIUHHAT OT TAX € MOAJI0KEH Ha MTOBTOPHO JieueHHe O0€3 HOBO MOBHILIABAHE HA
croitHocTHTe. B npoyuBane 302 nopumapade Ha ctoifHocTHTE HA ALAT mnn ASAT crenen 3 u 4 ce
HaOmonasa npu 35 (6,5%) nmauueHTH, JeKyBaHHu ¢ aDUpaTEepOHOB alleTarT.

[ToBuIeHUTE CTOMHOCTH HA aMHHOTpaHcdepa3ara ca ce Bh3CTAHOBHIM A0 HOPMATa IIPH BCHYKH
NAUMEHTH C H3KIIOYEHHE Ha 3-Ma (2-Ma ¢ HOBH MHOTIOOpONHH 4epHOApOOHH METACTa3H H €IMH C
NOBHUIEHH CTOMHOCTH HA ASAT npuOnu3zurenHo 3 ceAMHLM Clie NOcAeAHaTa J03a abHpaTepOHOB
alierar). B KJIHHHYHH NpoyuBaHHA ¢asa 33a NpeyCTaHOBABAHE HA IEYCHHETO B PE3YIITAT HA [TOBUILICHU
croitHocTH Ha ALAT u ASAT wiu abHopmua yepHoapoOHa pyHkiua ce crodbmana mpu 1,1%
NAalMEeHTHTE, JIEKYBaHH ¢ a0upaTepoHOB aueTar H npH 0,6% oT nauueHTUTE, JIEKYBaHH € I
CBOOIIABAT CMBPTHH CIIYYaH B Pe3yJITaT HA XEMaTOTOKCHYHOCT.

B KIMHHYHH NpOyYBaHHA PUCKBT OT XENATOTOKCHYHOCT € HaMaJIeH C M3K/IFOYBAHETO OT YU
NAlMEeHTH C XEMATHT Ha H3XOJHO HUBO WIH aOHOPMHH CTOWHOCTH Ha PYHKIIMOHATHUTE Yep
nokasaresu. B npoyusate 3011 naumenTure ¢ u3xoauu croiHoCcTH Ha ALAT u ASAT > 2,5




ropuara rpaHuua Ha Hopmara (ULN), 6unupy6us > 1,5 et Han ULN WM Te3H ¢ akKTHBEH MM
CUMIITOMATHYEH BUPYCEH XENATHUT MITH XpPOHWYHO YepHOApoOHO 3abonaBaHe; aCLMT WIH HapylleHHs Ha
KpBBOCHCUPBAHETO BCIIEACTBHE Ha YEPHOAPOOHA TUCHYHKLHMA Ca H3KITIOYEHH OT Y4acTHe. B npoyyBaHe
301, ca U3KMOYEHH NaLMEeHTH ¢ U3X0oAHM cTOHHOCTH HAa ALAT u ASAT = 2,5 mytt Hag ULN npu
OTCHCTBHE HA YepHOAPOOHH MeTacTasd U > 5 meTH Haa ULN npH HanHyKe Ha 4epHOAPOOHM METacTasu.
B npoyusane 302 He ce AOIMyCKAT MaUHEHTH C YepHOAPOOHHU METAcTasH , & Te3H ¢ U3XOAHH CTOHHOCTH
Ha ALAT u ASAT > 2,5 mema Han ULN ca w3xmoueHn. AGHOpMHHTE CTOMHOCTH Ha YepHOApOOHUTE

G YHKLHOHAIHH NOKA3aTE/H, NPOSABABAIH C€ NPH NALMEHTH, YYacTBAIlH B KJINHUYHH NMPOYYBaHHA, Ca
OWIH CTPOrO KOHTPOIHPAaHH, KaTO ¢e € H3UCKBAJIO NMPEKbCBaHe Ha JIEYEHHETO H €€ € JOIyCKano
IOBTOPHO JIEYEHHE CaMo Cliefl KaTo YepHOAPOOHHTe QYHKLMOHANHM NOKa3aTeNIH NPH NaLHEHTHTE Ce
BB3CTAHOBAT [0 U3XOAHHTE (BK. Touka 4.2). [TauuenTn ¢ yeenndenue Ha ALAT wiu ASAT ¢ > 20
mxTH Haa ULN He ca nexyBaHu NOBTOpHO. be3onacHOCTTa Ha NOBTOPHOTO JICUEHHE MPH TE3H NalHEHTH
He € W3BecTHA, MexXaHu3MBT Ha XENATOTOKCHYHOCT HE € H3ACHEH.

CnobniapaHe Ha MOAO3MPAHH HEXKETAHH PEaKIIMH

Crobi1aBaHeTo Ha NTOI03HPAHM HeXeNaHH PeakLMH Clie]] paspelliaBaHe Ha ynoTpeba Ha TeKapCTBEHHUA
MPOAYKT € BaykHO. ToBa Mo3B0OJIABA 1a NPOABL/DKHA HAOMIOACHHETO Ha CHOTHOLIIEHHETO IMO/138/PHCK 32
nekapcTBeHHA NpoAYKT. OT MEAHLIMHCKHTE CIIELHAIHCTH C€ H3KCKBA /1a Cho0laBaT BCAKa MoJ03HpaHa
He)kelaHa peakiysa Ype3 HaMOHaIHa cHcTeMa 3a chodmasane kbM M3nmbiHHTEIHATA areHIH:A N0
nekapcTsarta, yi. ,,JdamaH [pyes”, Ne 8, 1303 Codus, Ten.: +359 2 890 34 17, yebeaiiT: www.bda.bg.

4.9 IIpenoanpane
JaHHHTE 3a Mpeao3HpaHe Ha aOUPATEPOH IPH XOpa Ca OrpaHHYEHH.,

Hama cneumduuen antuaor. B cirydait Ha ipeo3upaHe NpUIOKEHHETO TpAOBa BpEMEHHO [1a C¢
NMpeKbCHE U Aa ¢e mpeanpueMar odudyaiHuTe NoAbPXKAIIM MEPKH, BKJIIOUBALIH MpOCieNiBaHe 3a
apUTMHH, XHIIOKATHEMHA Y 33 MPH3HALIM M CHMITTOMH Ha 3abpKaHe Ha TeYHOCTH. YepHoapobHara
GYHKIMA CBIIOC TPAOBA 4 C€ OLICHABA.

5. ®APMAKOJOIWYHU CBOHCTBA
5.1 @apMakoAHHAMHYHH CBOHcTBAa

dapMakoTepaneBTUYHA rpyna: CHAOKPHUHHA Tepanus, IpYrd XOpMOHAIHH aHTarOHHCTH W CPOAHHU
cpeactea, ATC kox: L02BXO03

MexaHH3bM Ha ACHCTBUE

ABGHpaTepOoHOB alleTar ce MpeBphila in vivo B abupaTepoH, HHXUOHUTOp Ha aHApOreHHaTa OMOCHHTE3A.
KonkperHo abupaTrepoH HHXHOHMpa ceneKTHBHO ACHCTBHETO Ha eH3uMa 1 7a-xunoxcunasa/C17,20-nuasza
(CYP17).

To3u eH3uM ce ekcnpecHpa B 4 € HeoOX0OOHM 3a aHAporeHHaTa OMOCHHTE3a B TECTUKY IapHAaTa,
HanOBOpeyuHaTa B NpocTaTHaTta TyMopHa ThkaH. CYP17 kaTanusxpa npeBpbIliaHETO HA MPETHEHONIOH H
MPOrecTEPOH B MPEKYPCOPU Ha TECTOCTEPOH, CHOTBETHO B AexHapoenuaHipocTepoH (IXEA) n
aHIPOCTEHAMOH upe3 1 7a-xuapokcwinpane H pasuensaHe Ha C17,20 spw3kara. Mnxubupanero Ha
CYP17 cpilo BOAM [0 38CHIEHO NMPOU3BOCTBO HA MUHEPAIKOPTUKOMAH OT HaAOBOpeuHHTe xuleau
(BX. TOUKa 4.4).

AHApPOreH-4yBCTBUTEIHMAT MPOCTATEH KapLMHOM OTrOBaps Ha JledeHHe, KOETO HaMallABa HHBaTa Ha
aHAPOTeHHTE. AHAPOreH-AeNPUBALIMOHHATE Tepanuy, kaTo neueHue ¢ XOAX aHano3u WU
OPXMEKTOMHSA, HAMAJIABAT NPOM3BOACTBOTO HA aHIPONCHH B TECTHCHTE, HO HE 3aCATaT TAXH
IPOM3BOJCTBO OT HAXOBOpeUHHTE JKIe3u UK B TyMopa. JleueHuero ¢ abuparepoH Haman
TECTOCTEPOH A0 HEOTKPUBACMH HMBA (MpH H3NOM3BAHE HA MpeAsiaraH{uTe Ha Nas3apa roro
KOrato ce npuiara eaqHoBpeMeHHO ¢ XQOAX aHano3u (WiH OpXUEKTOMHS).

DapMaKkQoIHHAMWYHH edekTH

AOupaTepoH NOHIKARA CEPYMHMA TECTOCTEPOH U APYTrH aHAPOTreHH 10 HUBA, NO-HHCKH




nocTUrHaTure ¢ npunarade Ha XOAX aHano3u caMOCTOATENTHO HIH NP OpXHeKTOMMA. Topa e
pe3YJITAT OT CeNeKTHBHO uHxubupaHe Ha eH3uM CYP17, Heo6xonuM 3a aHAporeHHaTa GHOCHHTE3A.
PSA cayx# kaTo 6HoMapxep Ipy NallMeHTH ¢ KapLIUHOM Ha NpocTaTtaTta. B KiMHMYHO npoy4saHe gaza
3 mpM NaLHEHTH, MOKA3aJId Heycnex KbM Npeaxo/lHa XHMHOTEPanua ¢ TakcaHH, 38% OT malMeHTHTe ,
neKyBaHH ¢ abHpaTepoHOB aueTart, cnpamo 10% ot nalMeHTHTe, IeKyBaHH ¢ IU1auebo, ca nokasaiu
Haii-Manxo 50% cnaj cnpaMo U3xoaHuTe HUBa Ha PSA.

KnuuuuHa edpukacHoCT ¥ 6esonacHoCT

E¢ukacHOCTTa € YCTAHOBEHA B YETHPH PaHIOMM3UPAHH, ILUTaled0-KOHTPOIHPaHH, MHOTOLICHTPOBH,
KJIHHAYHH TIpoyyBaHud ¢aza 3 (mpoyusanud 3011, 302 1 301 1 STAMPEDE) npu nauueHTH ¢
mMKITUXT u MPKKII u sucokoprckos HeMetactaTudeH KITUXT. Iipoyusane 3011
(LATITUDE)BkT04Ba MaLMEHTH C HOBOAMArHOCTHLIMPAHH (B paMKHTe Ha 3 Mecella cnen
panaomusupasero) MKITUXT, koMTO MMaT BUCOKOPHCKOBH IIPOrHOCTHYHH (akTopH. BrcokopHckoBaTa
IPOrHO3a Ce ONpPEAea KaTo HalM4Me Ha oHe 2 oT cneqHute 3 puckoss Qaktopa: (1) ckop no Gleason
>8; (2) HanMuKe Ha 3 KUK NOBeYe JIE3UH NP CKAHUPAHE Ha KOCTUTE,; (3) HATHYHE HA H3IMEPUMH
BHCLIEpATHH (¢ U3KIIOYEHNE Ha 3a0onsBaHe Ha IMMGHHUTE BB3JIH) METAaCTa3d. B akTHBHOTO paMo
abuparepoH ce npwiara ¢ ao3a 1000 mg aHeBHO B KOMOMHALMA ¢ HUCKA 1032 NMPEAHHU3OH 5 M BEAHBXK
nHeBHO B gomuiHeHue KbM AJIT (aroHuct Ha XOAX WIH OPXHEKTOMHKA), KOETO € CTaHJapTHOTO
neuenue (CJI). ITauueHTHTE B KOHTPOHOTO paMo nomy4asat AJIT ¢ riauebo kakTo 3a abuparepoH,
Taka W 3a npeaan3oH. B npoyupare 302 ca BITIOYECHU MALHEHTH, KOHTO HE Ca IeKYBaHHU ¢ AOLICTaAKCeN,
a B npoyuBaHe 301 ca BKJIIIOYEHM MALMEHTH, MIPEMHUHANTH NPEIXOAHO JICUEHHE C NOLIETAKCEN.
[Tauuenrure ca npaeMann XOAX aHaor WM ca MpeMUHAIH JIeYeHHE ¢ OpXHeKToMHR. B rpynara Ha
aKTHBHO JIeueHHe abuparepoH ce npunara B 1o3a ot 1 000 mg aHeBHO B KOMOHHALIHA C HHCKA 1034
MPeAHU30H WM NPEJHU30/IO0H 5 mg ABa NbTH AHCBHO. KOHTPONHHUTE NALMEHTH MOTy4aBar rauedo u
HHCKA 1034 MPEAHNU30H WK NMPEHH3OJIOH 5 Mg ABa ITBTH JHEBHO.

STAMPEDE e MHOrOLEHTpPOBO, paHAOMU3IUPAHO KOHTPOJIHPAHO NPOYYBAHE 32 MALIMEHTH C JIOKATHO
aBaHCHpAJT H/IK METACTATHYEH PaK Ha MPOCTATaTa, KOUTO 3anoyupat Awirocpoyda AJ[T. [Ipoyusaneto e
¢ Au3aiiH ¢ I1aTdopma ¢ MHOXKECTBO MPYIH M MHOXXECTBO HHBA, BKIIOYBAILO M1asHa ¢a3a 2-3
koMmrioneHT. [IpoyusaHeTo oLeHABa edekTa oT 4oOaBAHETO Ha Pa3IHYHH areHTH, KAKTO CAMOCTOSTENHO,
Taka ¥ B KOMOMHAUHS, KM cTaHAapTHOTO NeyeHue. STAMPEDE BkitouBa naumeHTH, KOUTO ¢a ¢ paK
Ha MPOCTATAT4, KOHTO € HOBOJMArHOCTMLMPAH H METACTATHYCH, C NOJIOXHTETHH BH3NH WIH
BUCKOPHCKOBO JIOK&JTHO aBaHCHPaJL.

[IpoMeHnTe B CEpYMHHTE KOHLICHTPALIMY Ha PSA He BHHArM roBOPAT 3a KIHHUYHM 107134, 3aTOBA U BHB

BCUUKH NIPOYUBAHMA C€ MPENnopbyBa MNalMeHTHTe [ia OCTAHAT Ha NIeYEHUATa, MPOBEKIAHH MO
NPOY4BAHETO, A0 NMOCTHraHe HA KPHTEPHMTE 3a NPEYCTAHOBABAHE, MIOCOUYEHH M0-101TY 33 BCAKO

OpOYyuBaHe.

B HHTO €AHO OT MPOYYBAHMATA NPHIATAHETO Ha COHPOHONAKTOH He € pa3pelueHO, ThH KaTo
CITHPOHOJIAKTOH Ce CRbP3Ba ¢ aHIPOTeHHUTE PELIEITOPH H MOXKE Ja NMOBHIIIM HUBaTa Ha PSA.

MertacTaTyHyeH KapIIMHOM Ha NMPOCTATATa, YYBCTBUTEIEH HAa XOPMOHANTHA Tepanuy (MKITHYXT)

IIpoyusane 3011 (nayuenmu c nosoduazrocmuyupan sucoxopuckoe MKII'IXT; uznumeanemo

LATITUDE)

B npoyusasre 3011 (n=1199) MeanaHaTa Ha BB3pacTTa HAa BKJIIOYEHUTE NauMeHTH € 67 roguHH. bpoar

Ha NallHeHTHTE, IEKYBaHH ¢ abupaTepoH, no pacosa rpyna € oemu 832 (69,4%), asuatum 246 (20,5%),
YepHOKOXKH WIH adppoamepukanim 25 (2,1%), apyru 80 (6,7%), HeussecTHa/He ce cpobiuasa 13 (1,1%)

M aMepHKAHCKH MHAMAHIN WIH KOpPeHHO HaceneHue Ha Asacka 3 (0,3%). CkopbT 3a PyHKUHOHAIHO
cheTosiHUe o ECOG e 0 unu 1 npu 97% ot nauneHTUTe. [laliveHTHTE C H3BECTHH METacTa3H B MO3bKa,
HEKOHTPOJIMPAHA XUIIEPTOHHS, CEPHO3HO ChpAeYHO 3ab0s1BaHe WK ChpP/cYHa HEJOCTATHYHOCT K SN
II-IV no NYHA ca wa3kmoueHu. [TaueHTHTE, KOHTO ¢a IEKYBaHH ¢ NpeallecTraila papMakopeps |
ALUEICUSHHE WK OTIEpaLisa 332 METACTATHYEH paK Ha MPOCTaraTa ca U3KITIUEHH, C H3KTHOYE 74
meceria AJIT win | kypc nanuatBHO 0OTbUBAHE WM XHPYPruuHa Tepanus 3a JeueH’e Ha i

npexusieMocT (overall survival, OS) u npexxussemoct 6e3 peHrreHorpagcka nporpecus (IRp \
MeauaHaTa Ha U3XOOHHS CKOp 3a Honka, M3MEpPEH C MOMOIITa Ha ChbkpaTeHaTa hopMa Ha Kpi



BBIPOCHUK 3a 6onkara (Brief Pain Inventory Short Form (BPI-SF)), e 2,0 xaxro B rpynara Ha akTHBHO
JIeYcHHe, TaKa ¥ B Irpynara Ha mane6o. OcBeH ype3 M3MEPUTEIUTE Ha CHBMECTHHTE MEPBUYHH KpaiHU
TOYKH MOJ13aTa € OLUEHEHa H ¢ TIOMOIITa Ha BPEMETO A0 CHOUTHE, CRBP3aHO C KOCTHATA CHCTEMA
(CCKC), speMeTo 10 nmocieaBallla Tepanus 3a IPOCTATCH KapLIMHOM, BPEMETO A0 3aM04BaHe Ha
XHMHOTEpanHs, BpeMeTo A0 nporpecys Ha 6oakarta M BpeMeTo 10 nporpecud Ha PSA. Jleyenuero
NpoAL/DKABa 10 NporpecHs Ha 3a60/14BaHeTO, OTTENVIHE Ha CHIVIACHETO 33 YHacTHE, NoABaTa Ha
HeNPHEM/IMBA TOKCHYHOCT WJIH CMBPT.

IIpe:xuBgeMocTTa O€3 peHTreHorpad)cka mporpecHs ce onpeaess KaTo BpeMETO OT paHAOMU3UPAHETO
[0 IOfABaTa Ha peHTreHorpag)cka nporpecus K CMBPT 10 KAKBaTO H Ja € NpUHHHA.
Pentrenorpadckara nporpecus BKIIOYBa MPOrpecHs, yCTAHOBEHA Ype3 CKaHMpaHe Ha KOCTHTE
(CBIIIacHO U3MEHEHHMTE KpUTepHH Ha paboTHara rpyna 3a npoctared xkapuunoM 2 (PCWG2) wnu
[POrpecHs Ha MEKOThKaHHHUTE JIe3HH, ycraHoBeHa ¢ momomnTa Ha KT win AMP (ckrnacHo kpuTepuH 3a
oLieHKa Ha orroBopa npu conngau Tymopu (RECIST 1.1)).

HabmonasaHa e 35aunmMa pa3nuka B [IBPIT mexxay TepaneBTudHMTE rpynH (BX. Tabnuua 2 u ¢purypa

1).
Tabnuua 2: ITpexussemMoct Ge3 peHTreHorpadcka nporpecHs — CTpATHPHUHPAH
anaau3; Intent-to-treat nonyaanns (npoyusane PCR3011)
AA-P [Lnaue6o
PaxnoMu3HpaHU NaLHEeHTH 597 602
Cbec cbOMTHE 239 (40,0%) 354 (58,8%)
[lensypupanu 358 (60,0%) 248 (41,2%)
Bpeme no ceburhe (Meceln)
Menauana (95% CI) 33,02 (29,57, NE) 14,78 (14,69, 18,27)
uanasoH (0,0+,41,0+) (0,0+, 40,6+)
p-croiHOCT* < (,0001
KoeduiueHT Ha PHCK 0,466 (0,394, 0,550)
(95% CI)°

Benexkka: += niensypupano nabmoaenne, NE=ne moxe xa Obae u3qncneHo. Ciyyaute Ha peHTTeHorpadcka nporpecus H
CMBPT ¢e cumTar 3a onpeneaiud [IBPI] cxburuero. AA-P= NateHTH, NpHeMatt aGHpaTepOH aleTaT ¥ NPSAHH3O0H.,

! p-CcTORHOCTTA € NoayueHa oT log-rank Tect, crparkuimpan no ECOG ckop 3a pyakumonanio cecrosHue (/1 umu 2) u
BHCLIEPAIHE Ne3uH {JIMIICA HIIH HAHYHE).

® KoepyUHEHTLT Ha PHCK € MONYYEH OT CTPaTHMIIMpAH mporopluHoHaneH puckos Moaen. Koepuunent Ha puck <1 e B
noa3a HaAA-P.

®urypa 1: Kpusu Ha Kaplan-Meier 3a npexsageMocT 6€3 peHTT¢HOrpagCcKka NporpecHs;
Intent-to-treat nonyaauus (npoyusaie PCR3011)
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Hab6nronaBa ce CTaTHCTHYECKH 3HAYMMO noaoOpeHue Ha obiara npexxupsemoct (OS) B non3a Ha AA-P
nmoc AJIT ¢ 34% noHwkeHHe Ha pUcKa OT cMBPT B cpaBHeHue ¢ uiauedo rumoc AT (HR=0,66; 95%
CI: 0,56, 0,78;p<0,0001) (Bx. Tabnuua 3 u purypa 2).




Ta6nauoa 3 O6ma NpeXXMBAEMOCT HA MALMEHTH, JIEKYBAHH HJIH ¢ a0HPaTepOH WK NJianedo B
npoyuyBaHe PCR3011 (Intent-to-treat anaiu3)

O61a npexuBAEeMOCT AOHpaTepoH ¢ NpeAHH30H [Lhauebo
(N=597) (N=602)
CmbpTHOCT (%) 275 (46%) 343 (57%)
MenuaHa Ha MPEXUBAEMOCT (MECeLH) 53,3 36,5
(95% CI) (48,2, NE) (33,5, 40,0)
KoeduuuneHt Ha puck ( 95% CI)’ 0,66 (‘056°, ‘078)

NE = He Moxe 1a Ob/ie U3YHUCIIEHO
| KoeHIMEHT Ha PUCK € TOJTyuYeH OT CTpaTU(GUUMPaH NPONOPLUHOHAIEH MO/IeN Ha puckoBeTe. KoeuuueHTt

Ha pHcK <l e B noji3a Ha abMpaTepoH C MPEAHU30H.

®urypa 2: Kpusu Ha Kaplan-Meier 3a o6ma npexxuBsiemocT; Intent-to-treat nonyjanus
ana/sin3 Ha npoyuysane PCR3011
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AHaJM3UTE Ha NOArPYITMTE HEM3MEHHO ca B 110J13a Ha Jie4eHHeTo ¢ abuparepoH. EQekTsT oT 1eueHueTo
¢ AA-P Bupxy I[TBPI1 u OS B npeaBapuTenHO ONpeaEIEHUTE NOArPYIH € OJ1aronpHATeH U CbBMECTHM C
obwiara nonyJjauMs B Npoy4BaHeTo, ¢ u3kmodeHue Ha noarpynara ¢ ECOG ckop 2, KbaeTo He ce
HaOJII01aBa TeHASHLIMA KbM I10J13a, HO MAJIKHAT pa3sMep Ha u3Baakata (n=40) orpaHu4aBa W3BJIUYAHETO
Ha 3HAYUMO 3aKJIIOYEHHE.

B nonbiHeHHEe KbM HaO0aBaHOTO Noio0peHye Ha obuara npexusseMocT U I1bPI1 e
JIEMOHCTPHpaHa Moj3a OT JIeYeHHETO ¢ abUpaTepoH CpsAMO M1aLedo NMpH BCHYKH MPOCTIEKTUBHO
onpeaesieHd U3MEPUTEIH Ha BTOPUYHUTE KPaHHH TOYKH.

e "‘--.

STAMPEDE (nayuenmu ¢ Hogoouazrnocmuyupan mKIT'YXT) o WA e \
B STAMPEDE ca paunomusupanu 901 nauuent ¢ MKITUXT M1 na nonyusar AJIT camoc*roﬁre—.uno — \\
WM ¢ abuparepoH auetat (1000 mg AHEBHO) ¥ MPEAHH30JIOH/TIPEIHH30H (5 Mg JHEBHO, AAP) u c-a AT\
6unu crpatuduuMpanu o kpurepus 3a puck Ha LATITUDE (Hoyle et al. Eur Urol. 2019). ‘ [ _;- W e A 4 ?5,:1 '\I

O6wmo 428 (48%) nauMeHTa ca KJlacHpaHH Kato HUCKOPUCKOBH 1o kputepusi Ha LATITUDE, aBHcK ]
puck no kpurepus Ha LATITUDE e ycranosen npu 473 (52%). [TouTH BCHUKHM NMaLIMEHTH (95%) e~ . -~ /,



61T ¢ HOBOAMATHOCTULMpaHO 3a6onaeane. CpeqHoTo MpocieasBaHe ¢ 42 Meceua. KomOuHaimara ot
AT u AAP nokazpa npeauMCcTBO B 001aTa npexxussaeMocT cnpamo AJ/IT camocroaTesHo, T.€ ob1LI0 U
33 HHCKOPHCKOBATA W BUCOKOPHCKOBaTa rpymna cnopex kpurepuute Ha LATITUDE (Tabmuua 4).

Tabiaana 4: OOwa DPeXKBEBEEMOCT

Stampede abiraterone | AT camocrosTenno | AHT+AAP HR; 95%CI
LATITUDE xputepun | Bpoit ch6arra/Bpoii | bpoii coburaa/bpoii

Beauxka M1 nanpenTH | NANHEHTH NANHEATH

O6mmo 195/452 135/449 | 0,61 (0,49-0,79)
Hucsk puck 53/220 41/208 0,66 (0,44-0,98)
BHCOK pHCK 142/232 04/241 0,54 (0,41-0,70)

B akTyanu3HpaH aHaju3 ¢ npociensBane 3a 73 Mecena ((James et al. Int J Cancer. 2022), e noTebpaeHa
OBHIIeHAaTa 001La NPEKUBAEMOCT HAa BCHYKH Mal{HEHTH ¢ METacTa3ypal pak Ha NpoCTaTara,
HE3aBUCHMO JaTTH TAXHOCTO 3a6onsBaHe € 6WI0 ¢ BUCOK PHCK WM ¢ HUCBK pHck (06mo HR = 0.60
[95% CI: 0.50-0.71]; Hucnk puck HR = 0.54 [95% CI: 0.40-0.74]; 1 ucok puck HR = 0.54 [95% CIL:
0.43-0.69]).

Bucoko puckoB HemeTracTaTHueH KITUXT

STAMPEDE (nayuenmu ¢ HO800UQZHOCTRUYUPAH BUCOKOPUCKOE, Hememacmamuyern KITYXT)

B STAMPEDE (Attard et al. Lancet. 2022), 914 nauMeHTa ¢ BUCOKO PUCKOB, HEMETACTATHYCH Pak Ha
[POCTATATA Ca paHAOMM3upaHH Aa nomy4ear AJ[T camocTosTenHo wiu ¢ abuparepo auerar (1000 mg
[HEBHO) W NIPEAHH30/0H/IpeAHH30H (5 mg aHeBHO; AAP). IlaunenTure ca OMNH WK NOIOKUTEITHH 32
Honymu (N 1), niu HerarueHu (N0), BHCOKOPHCKOBH, € JIOKaJHO aBaHCHpano 3abonaBaHe (HaH-MajKo ¢
ABE OT clnemuuTe: TyMop B craauit T3 wu T4, ckop no Gleason =8 u PSA >40 ng/mL). Jlokanna
pueTepanus (ChracHO MECTHHUTE PHKOBOJCTBA) € Ouna 3ab/pKUTeNIHA 3a 3abomaBaHuATa NO 1
npenopsumTenHa 3a N1. AI[T e npeanuceaHa 3a Tpy roAdHH H AAP 3a 1Be rOJWHH HITH 10 TIPOrPECHA,
KOETO H Aa ce npossH no-paHo. [ToutH Becrukd naumenT (96%) ca MMaiu HOBOJHATHOCTHLIMPAHO
sabonsBane. OT Te3H NAlMEHTH, B rpynara Ha komMOuHHpaHa Tepanus 55% ca 6w ¢ N0 n 39% ¢ N1, B
cpaBHEHHE ¢ KOHTPOJIHATA IpyIia ChOTBETHO ¢ 56% and 41%. B rpynara ¢ komOunupaHa teparnus 82%
OT NMALMEHTUTE ca OWIM TUTaHMPaHH 32 JIOKATHA JThueTeparus, cnpsiMo 81% B KOHTpO/IHATa rpyna.
Cpeanoto npocneaspasne e 72 meceua. Kombunauuara or AT ¢ AAP (moc ibyeneyenye) nokassa
MPEHMCTBO B NMpeXMBACMOCTTa 6e3 METacTas3H, KAKTo H KaTo usio, cnpamo AJ[T camocToATeNnHO
(runtoc mpuestedenne) (Tabnuna 5).

Tabanna S: IIpexxuBueMoct Oe3 METACTA3A H 0010
CrangaprHa KomOrBanHus c HR; 95%CI
TEPANHSA AJIT + AAP
Bpoii cbouTAa/bpoit | bpoii cxouTRA/bpoi
NANHECHTH NANHEHTH
[IpexxuBsiemocT Oe3 183/455 111/459 0,54 (0,43-0,68)
METacTa3u
Ob1a mpeXUBIEMOCT 142/4535 95/459 0,63 (0,48-0,82)

Pak Ha npocTarara, pe3UCTEHTEH HAa METHLIMHCKA KacTpalus

Hpoyueane 302 (nayuermu, Koumo He ca nPOGEXCOARU XUMUOMEDANUSL)
ToBa npoyuBaHe BKIIOYBA MALMEHTH, KOUTO HE Ca MMPOBEX AN NPeAXO/IHa XHMHOTEPAIlHA, KOHTO ca
ACHMITTOMATUYHU WIH ¢ JIEKO H3Pa3eHH CHMITTOMH H 38 KOUTO XHMHOTEPAIHA BCE OLIC HE € KTUHHYHO
nokaszaHa. Cxop ot 0-1 no Brief Pain Inventory-Short Form (BP1-SF) 3a waii-nomara 6oska B
nocnegHuTe 24 yaca e cueTeHa 3a aCHMIITOMATH4YHA, KaTO CKOp OT 2-3 ¢€ CYMTa 3a JIeK
CHMITTOMATHKA.

B npoyusane 302, (n = 1 088) meauaHaTa Ha Bp3pacTTa HA BKJIKOUEHHTE MMALIMCHTH € 7
TE3M, IeKyBaHH ¢ abUpaTepOH IUIIOC PEXHN30H WIH NPEAHU30I0H U 70 rOXHHH 32 N



6 (1,1%). 76% oT naeHTHTEe UMAT cKop 0 3a GYHKLMOHAIIHO CBCTOAHHE [10 CKanaTa Ha MaroyHarta
xooneparupHa oHxonoruyHa rpyna (The Eastern Cooperative Oncology Group, ECOG), a 24% ot
MaLMEHTHTE — ckop 1 1 B ABeTe paMeHa. 50% OT maLeHTHTE HMAT CaMO KOCTHM METacTasH, ApyrH 31%
MMAaT KOCTHH M MEKOTBKAHHHM METACTa3¥ WIH METacTa3H Ha IMM(PHHTE Bb3/Y, a2 19% oT nanueHTure
MMAT CaMO MEKOThKAHHH METacTa3M WIM MeTacTa3y Ha AuM¢HUTe BB31U. [larineHTHTE ¢ BHCLIEpATHU
METAcTa3H ca u3kmodeHH. CLBMECTHHTE ITHPBHYHH KpaliHU TOYKH 332 eMKACHOCT ¢a ofliara
ApEKMBAEMOCT M NpexuBieMocTTa 6e3 peHrreHorpadcexa nporpecus (IIBPIT). B nombiHeHue KbM
[IOKA3aTEIUTE 32 ChbBMECTHHUTE ITBPBUYHHA KpaiHH TOUKH € OLIEHEeHA U [0/13aTa ¢ MOMOIITa Ha BPpEMETO
10 TIPWIOKEHHE Ha ONHAT Cpelry KapUMHOMHaTa 601K, BpeMETO 10 3all0YBAHE Ha LIMTOTOKCHYHA
XHMHOTepanus, BpeMeTo a0 piowabane Ha ECOG ckopa ¢ 2 | Touka ¥ BpeMeTo A0 nporpecus Ha PSA
ChITIACHO KpHTEpUHUTE Ha paGoTHATa rpyna 3a npocTaTeH KapuuHoM 2 (PCWG2). Jleuennsara no
MPOYYBAHHATA CE€ MPEKPATABAT B MOMEHTA Ha OYEBH/IHA KJIMHHYHA nporpecus. JleueHuaTa Moxe 1a ce
MpEKpaTAT 4 B MOMEHTa Ha IIOTBBPJACHA PEHTIeHOrpadCKa NporpecHs 1o npeteHka Ha
H3CJIeOBATENA.

[pexusaemoctTa 6¢3 peHtreHorpadcka nporpecus (I1IbPII) € ouexHeHa ¢ moMoIUTa HA CCKBEHUKANHH
o6pasHu npoyuBaHus ckriacHo PCWG2 kpurtepuuTe (38 KOCTHH JIE3HMH) H H3MEHEHHUTE KPHTCPHH 3a
OLICHKA HAa OTTOBOpa MpH conuaHu TyMopH (Response Evaluation Criteria In SolidTumors, RECIST) (3a
MCKOTBKaHHM ne3uH). [Ipu ananusa Ha IIBPI] e n3non3saHa LIEHTpATHO ChIlacyBaHa peHTTeHOrpadcka

OLIEHKA Ha MPOrpecHATa.

B nnanupanua ananu3s Ha [IBPII npu 401 coyqas 150 (28%) ot naumeHTHTE , IeKyBaHH ¢ abHpaTEpoOH H
251 (46%) ot nexyBaHMTE ¢ IUIaLIe00 ca UMaIH PEHTTeHOrpaCKH J0Ka3aTeICTBAa 3a [POrpecHs HiH ca
noynHaau. HabmonasaHa e 3Haumma pasnnka B [IBPI1 Mexxy TepaneBTuyHHTE rpynu (Bx. Tabnuua 6

u ¢urypa 3).

Tabnuua 6  IIpoyuBane 302: IIpexuBaemoct 6e3 pentreHorpadgcka nporpecHs npu
NaNHEHTH, JIEKYBAHH ¢ abupaTepon win nnanebo B KoOMOHHALNA ¢ NTPEeAHU3O0H
MJIH NPEAHH30JI0H IJK0C AHAM03H HAa XOAX WK npealecTBAIIA OPXHEKTOMHSA

ABHAPATEPOH ILlnaunebo
(N = 546) (N = 542)
Hpexunssaemoct 6e3
peHTreHorpagcka nporpecHs
(TIBPTI)
[Iporpecust WK CMBPT 150 (28%) 251 (46%)
Menmnana Ha I1BPI1 B Meceun He ¢ nocTturuara 8,3
(95% CI) (11,66; NE) (8,12; 8,54)
p-CcTOMHOCT* < 10,0001
KoeduuuneHT Ha puck** (95% CI)° 0,425 (0,347, 0,522)

NE=Hne e u3uncnens.
*p-cTOHHOCTTA € noay4eHa oT log-rank Tect, cTpatuduuuapan no usxoaeH ECOG ckop (0 wau 1)
**KoethunueHnr Ha pucka <1 B noxsa Ha abuparepoH.




®@urypa 3: Kpusu Ha Kaplan Meier 3a npe:kuBsieMocT 0€3 peHTreHorpagcka nporpecus
NpY NalHeHTH, JIEKYBaHH ¢ abMpaTepoH HIH nJiauedo B KoMOHHAUHS C
NpeAHH30H HJIH NMPeXHH30J10H NJKoc aHa 1034 Ha XOAX H/IH npealuecTBalla
OpPXHEKTOMHA

% nauneHTn 6e3 nporpecusa nnm CMbpT

40 Ty I

i Ty - |

20 I

| ———— S i s— ———]
0 3 6 9 12 15 18

Meceuu cnen paH4OMU3aUMUATA

AA 546 489 340 164 45 12 0
Mnauebo 542 400 204 80 30 3 0

-== Mnauebo AA

AA = abuparepoH
JlaHHM 3a MaLMEHTHTE NPOABb/DKABAT Aa ObAaT cCbOMpaHHU 10 JaTaTa Ha BTOPHUS MEXKIMHEH aHaIu3 Ha
ob6wara npexussemoct (OS). PentreHorpadckara ouenka Ha uscnenosarens Ha [1IbPII, nanpaBeHa
KaTO IMOCJIeIBAll aHAJIM3 HAa YYBCTBUTEJIHOCTTA, € MpeAocTaBeHa B Tabnuua 7 u ¢purypa 4.

[llecTcToTHH M ceaeM (607) nauMeHTH ca UMaIi peHTreHorpad)cka nporpecus uim ca nouuHaiu: 271
(50%) B rpynara Ha abupaTepoHOB aueTat 1 336 (62%) B rpynara Ha nuiaue6o. JleueHueTo ¢
aGupaTepoHOB alleTaT HamMaslgBa PUCKa OT peHTreHorpad)cka nmporpecks Wid CMBpT ¢ 47% B CpaBHEHHE
¢ mnauebo (HR = 0,530; 95% CI: [0,451; 0,623], p <0,0001). Meaunanara Ha I1bPII e 16,5 mecena B

rpynara Ha abupaTepoHOB aueraT 4 8,3 Meceua B rpynara Ha ruiauedo.

Ta6auna 7  Ilpoyusane 302: I[IpexxuBsiemocT 6e3 peHTreHorpagcka nporpecHsi npH
NalHeHTH, JIEKYBaHH ¢ abHpaTepoH H/IH MJ1auedo B KOMOMHAIHUSA ¢ NPeAHH30H
HJTH TIPeAHH30J10H IKoc aHa 1034 Ha XOAX WiIH npeallecTBauia OpXHEKTOMHS
(Npu BTOPH MEKAHMHEH aHAJIM3 HA 0011aTa NPeXUBAEMOCT — OLIEHKa Ha

H3cJ1e10BaTeJIsl)
ABUPATEPOH [Mnauebo
(N = 546) (N = 542)
[MpexuBsiemocT 6e3 peHTreHorpagcka
nporpecus (IIBPII) PE—
[lporpecus WIK CMBPT 271 (50%) 336 (62%) .~ .\ 110
Menuana Ha [TBPIT B meceuu 16,5 8,3 /, R
(95% CI) (13,80; 16,79) (8,05; 9,43}{ X/ &
p-cToiiHoCT* <0,0001 ([ [ »
KoeduumeHt Ha puck** (95% CI)° 0,530 (0,451; 0,623) ” = | W
*p-CTOMHOCTTA € 1ojTy4eHa ot log-rank Tect, crparuduuupan no usxoaeH ECOG ckop (0 nin 1) \ B\ .
**Koepuuuent Ha puck <l B nossa Ha abuparepoH. \‘Q " oW
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®urypa 4: Kpusu Ha Kaplan Meier 3a npe:kusieMocT 0e3 peHTreHorpagcka nporpecusi npH
NauMeHTH, JeKyBaHH ¢ abupaTepoH WK M1ane6o B KOMOHHALHSA ¢ NPeIHH30H HIIH
NpeAHH30/10H IIoc aHa 1034 Ha XOAX M npeauwecTBalla OpxHeKToMus (NpH
BTOPH MeX/IHHEH aHa/Hu3 Ha OS-oueHka Ha H3C/1e10BaTE/IA)

2

% naumMeHTH 6e3 nporpecus uam CMbpPT

0 3 6 9 12 15 18 21 24 27 30

Meceuu chepn paHaomMmu3aumaTa
AA 546 485 389 311 240 185 155 85 38 9 0
Mnauebo 542 400 244 177 133 100 80 37 14 1 0

=== [nauebo AA

AA = abuparepoH

[IpoBeneH e niiaHupaH MeXauHeH aHanu3s (interim analysis, IA) Ha OS cnen 333 cMbpTHHM cty4ast.
[TpoyuBaHETO € He3ac/eneHo C Orie]l Ha 3HaYMMOCTTa Ha HaOJIl01aBaHUTe KIIMHWYHM MOJI3K M Ha
MalMeHTHTE B rpynara Ha riauebo e npeiiokeHo neyeHue ¢ abuparepoH. Oduiara NpexMBIEMOCT e
[o-/IbJITa MU abUpaTepoH crpamo miaueto ¢ 25% nonwkenue Ha pucka ot cMbpT (HR = 0,752; 95%
CI: [0,606; 0,934], p = 0,0097), Ho nanuuTe 3a OS He ca JOCTaTbYHH U MEKIWHHHUTE PE3YyJITaTH HE
OTrOBApAT Ha MpPEBAPUTEITHO OTpe/ie/ieHaTa FPaHULIA 3 CIIMPaHe ChC CTATHCTHYECKA 3HAYUMOCT (BXK.
tabnuua 4). [IpocneasBaHeTO Ha NMPEXHUBAEMOCTTA € MPOJABJIKHIIO ciiel TO3H IA.

[TnaHMpaHMAT oKoH4YaTeseH aHanu3 3a OS e mpoBezeH, ciiell KaTo ca HabmoaaBanu 741 CMBPTHH
ciayuas (cpeaHo npocieasaHe 49 meceua). [Tounnanu ca 65% (354 ot 546) oT NaUMEHTHUTE, JIEKYBaHHU
¢ abuparepoH, B cpaBHeHHe ¢bC 71% (387 ot 542) oT nalMeHTUTE, JIEKYBaHH C riauedo.
JleMOHCTpHpaHa e cTaTHcTHYecKH 3HaurmMa OS B nosiza Ha rpynara, JiekyBaHa ¢ abuparepoH ¢ 19,4%
noHwxkeHnue Ha pucka ot cmbpt (HR = 0,806; 95% CI: [0,697; 0,931], p= 0,0033) u nogoOpeHue Ha
cpeanata OS ¢ 4,4 meceua - abupatepoH 34,7 meceua, niaue6o 30,3 meceua) (Bk. Tabnuua 8 u purypa
5). ToBa nono6peHue € J0Ka3aHO, BbIpekH 4e 44% OT MalMeHTUTe B rpynara Ha 1uiauebo ca noyy4uiu
aOMpaTepOH KaTo MnocJjieBallla Tepamnus.



Tabauua 8 [poyusane 302: O61a npexXHBAEMOCT HA NALHEHTHTE, JIEKYBAHH C abupaTepoH H/IH
njane6o B KoMGHHALIMS ¢ MPEIHH30H HJIH NMPeIHH30/0H IUI0¢ aHa1031 Ha XOAX nin

npeALlIeCTBAIIA OPXHEKTOMHSA

ABUPATEPOH [L1auebo
(N = 546) (N =542)
MexaHHeH aHAJIM3 32 NPeXKHBAEMOCT
CmbpTHOCT (%) 147 (27%) 186 (34%)
MeauaHa Ha MPEXXMUBAEMOCTTA (MeCeLH) He e nocturxara 27,2
(95% CI) (NE; NE) (25,95; NE)
p-cToitHOCT* 0,0097

Koeduuuent Ha puck** (95% CI) 0,752 (0,606; 0,934)

OKoHYaTeJICH aHAJIM3 34

NpexXHBAEMOCT
CmbpTHOCT (%) 354 (65%) 387 (71%)
MeauaHa Ha o011aTa NpeXXuBsieMOCT B 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
meceu (95% CI)
p-cToiiHOCT* 0,0033

Koeduument Ha puck** (95% CI) 0,806 (0,697;0,931)

NE = He ¢ u34yucicHa
*p-CTOMHOCTTA € moTyyeHa ot log-rank Tect, crpatuduumpan no usxoaeH ECOG ckop (0 nim 1)

**KoeduuueHt Ha puck <l B non3a Ha abuparepoH.

@urypa 5: Kpueu na Kaplan Meier 3a npeXxuBsieMOCT NpPH NAalHEHTH, JIEKYBaHH ¢ abHpaTepoH

WK mianeto B KOMOHHAUMS ¢ NPeAHH30H HJIH NMPEIHH30J/I0H IUII0C aHAJIO3H HA
XOAX uiM npeauiecTsaila OpXHeKTOMHS, OKOHYATE/IeH aHAJIH3

% npexxuBenu NnauyueHTu

i e e sasm ey e i SR W S T W, . T . T . T
0O 3 6 9 12 15 18 21 24 27 30 33 38 I 42 45 4@ 51 54 5 60

Meceuu cnen paHAOMU3aLUUATA
AA  sams38 525 604 483 453 422 394 359 330 200 273 235 218 202 189 118 59 15 O O
Nnhauebo £42534 500 403 460 438 401 363 322 202 201 227 201 176 148 132 B84 42 10 1 O
— ~{1lnauebo — AA

AA = abuparepoH

B nonbiHeHHe kbM Habm01aBaHUTE NMoaoOpeHus B obumara npexusseMmoct v [1bPIlca /7
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JIEMOHCTPUPAHH TMOJI3H Ha JieueHHeTo ¢ abuparepoH cnpsaMo ruianedo npu BCUYKH noxasa#.rpﬂ Ha,

BTOPHYHH KPHHHH TOYKH, KAKTO CJi€Ba: .L

BpemeTto no nporpecus Ha PSA cerinacio PCWG2 kputepuuTe: Me1MaHaTa Ha BpEMETO ﬂ‘{npbrpecm <
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Ha PSA e 11,1 mMecela 3a manMeHTH, mpueMany abuparepoH M 5,6 Mecela 3a NalMeHTH, TPHEMAaIiH
nauebo (HR = 0,488; 95% CI: [0,420; 0,568], p < 0,0001). BpemeTo 1m0 nporpecus Ha PSA
NPHOTM3UTENHO Ce € YABOWIO npH Jedennero ¢ abuparepor (HR = 0,488). IlpoueHTET Ha nanyeHTHTE
¢ mOTBBpAeH PSA OTTOBOp € Mo-royiAM B Ipymnara Ha abUpaTepoH, OTKOJIKOTO B Ta3H Ha ruianebo (62%
cipamo 24%; p < 0,0001). [Tpy naiMeRTH ¢ H3MEPHMH MEKOTbKAHHH 3200NIABAHNUA Ce HaOmozaaea
3HAYMMO MOBMILEH Gpoit ITBIHH H HaCTHYHH OTTOBOPH Ha TyMOpa NpH JIEYEHUETO C aONPATEePOH.

BpeMeTo A0 MPUIOKEHHE HA OMMAT CPENly KapUMHOMHATa 0O/NKa: MeHaHATa Ha BPEMETO A0
NPUIOKEHUE Ha ONUAT cpelry 6onKaTa MpH MPOCTaTeH KAPLMHOM N0 BPEME HAa OKOHUATEIHMA aHA/IN3 €
33,4 MeceLia IPH MALMEHTH, IpueMally abupaTepoH, a IPH TE3K, MpueMaluy niauebo, € 23,4 Mecelia
(HR = 0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpeme 10 3ano4YBaHe Ha LMTOTOKCHYHA XHMHOTEpanuA: MEANAHATA HA BPEMETO JIO 3aroUBaHEe Ha
MMTOTOKCHYHA XHUMHOTEpAIHA € 25,2 Mecera pU NaLMeHTH, npueManiy abuparepoH u 16,8 mecena
pH nauMeHTH, npuemainy rauebo (HR = 0,580; 95% CI: [0,487; 0,691], p <0,0001).

Bpeme Ao siotasane Ha ¢pyHkuuoHanHus ECOG ckop ¢ > 1 Touka: MeHaHAaTa Ha BPEMETO 10
siomapane Ha ECOG ckopa ¢ > 1 Touka € 12,3 Mecella npyN NaLMEHTH, NpyeMamu abuparepoH 1 10,9
Mecella pu nauyenTH, npuemaniu mauedo (HR = 0,821; 95% CI: [0,714; 0,943], p = 0,0053).

CnegHuTe KpaiHH TOYKHM B IPOYYBAHMATA I10KA3BAT CTATHCTHYECKH 3HA4MMO NMPEAHMCTBO B 0132 Ha
nevyeHHeTo ¢ abHupaTepoH:

O6eKTHBEH OTIOBOP: OOEKTHBHHUAT OTTOBOP € ONpE/Ie/IeH KATO NPOLIECHT Ha MNALMEHTHTE ¢ H3MEPHMO
3aGonsBaHe, OMYYWIH ITBJIEH WIH uacTHyeH otroBop cbriacHo RECIST xpurepuuTe (pa3mMepsT Ha
nuMQHHTE Bb3TH Ha H3XOAHO HMBO TPAGBa J1a € > 2 cm, 3a 11a Ce C4MTa 3 TapreTHa JieskA). [lpoueHTsT
H4 MAIMEHTHTE C M3MEPUMO 3a60NABaHe Ha H3XOAHO HUBO, MOMy4HAM 06CKTUBEH OTIOBOD, € 36% B
rpynaTta Ha abupatepoH H 16% B rpynara Ha miaue6o (p < 0,0001).

Bonka: neyeHuero ¢ abMpaTepoH 3HAUNMO HAMA/IIBA PHCKA OT MPOrpecHs Ha CPEAHUA HHTEH3UTET Ha
6onkara ¢ 18% B cpaBHenue ¢ miauebo (p = 0,0490). MeauaHaTa Ha BpEMETO 0 nporpecus e 26,7
Mecella B rpyrnaTa Ha abuparepoH u 18,4 Meceua B rpynara Ha raue6o.

Bpeme a0 snomasade Ha FACT-P (0611 ckop): neyeHHETO ¢ abHpaTepoH HaMasiBa PHCKa OT
snomaBale Ha FACT-P (06w cxop) ¢ 22% B cpaBHeHue ¢ ruiauedo (p = 0,0028). MeauaHara Ha
BpeMeTo 10 BromasaHe Ha FACT-P (06w ckop) e 12,7 Meceua B rpynara Ha abupaTepoH H 8,3 Mecena
B rpynarta Ha manefo.

Ipoyusane 301 (nayuennu, Koumo ca npoeexcoanu npeoxooHa xumuomepanus)

B npoyusane 301 ca BKIKONECHH NAlLMEHTH, JIEKYBaHH NIPEH ¢ JoueTakcen. He ce H3ucksa Te 1a
IOKA3BaT [IPOrpecHs Ha 3a00ABAHETO MPH JIEYCHHETO C JOLIETaKCeN, ThH KaTO TOKCHYHOCTTA OT Ta3H
XUMHOTEpANUA MOXKE A3 € JOBeNa A0 NpekpaTABaHe Ha IeYeHHeTO. [lalueHTHTe NPOAB/DKABAT Ha
POYYBAHOTO JIeueHHe A0 nporpecus Ha PSA (motebpaeHo yBenuueHue ¢ 25% Hajl U3XOHATA
cTOMHOCT/HaIMpa Ha MALIMEHTA) 3a€AHO C peHTreHOrpagCKa H CHMITTOMATHYHA HIH KIMHHYIHA
nporpecusa. IIaLMeHTH, JIEKyBaHH NPEAH ¢ KETOKOHA30/1 32 PaK Ha NpocTarara, ¢a H3KIKUYCHH OT
npoyusaneTo, [IbpBUYHATa KpailiHa TO4YKa 3a €PHKACHOCT € ofLIaTa MPeKHBAEMOCT.

MenuaHaTa Ha BBE3pacTTa Ha [AHEHTHTE, YYACTBALIHM B MPOYYBaHETO, € 69 roaunM (auanasoH 39-95).
BpoAT Ha NaLMEeHTHTE, 1eKyBaHu ¢ abUpaTEpPOH, 110 pacoBH rpynu e Genu 737 (93,2%), uepHokoxku 28
(3,5%), asuatuu 11 (1,4%) u apyru 14 (1,8%). EaMHaneceT npoLeHTa OT BKJIIOYCHHUTE MALMEHTH HMAaT
cKop 2 Ha hYHKIHMOHAIHOTO cheroAHHe no ckanata Ha ECOG; 70% umar peHTreHorpacku JaHHH 32
nporpecus Ha 3abonsaBaHeTo chC WK Ge3 nporpecus Ha PSA; 70% ca nomy4niu rnipeay ToBa €H

LIMTOTOKCHYHA XMMHOTepanui, a 30% ca noryywiu 1se. Hanxuue Ha YepHOJpOOHM METACT _Ml

A
npH 11% OT naluMeHTHTE, JIeKyBaHH ¢ aGHpaTepoH. 7 f“’/ g ._

‘ 1 't"} . f }
&%

s oA

£ g " _‘3,._;*’ Il A _ )
CBI1acHO TUTAHHPaHHs aHANK3, TIPOBEAEH clie] 552 CMBPTHH CiTy4as, ca NoYHHAIH 42% 1}33 o1 797) Vo Rl
OT MalMEHTHTE, JIeKyBaHU ¢ aGHpaTepoH, B cpaBHeHHE ¢ 55% (219 ot 398) ot nauue | gerkysaHnc . - o /
mnane6o. CTaTUCTUYECKM 3HAYMMO NnogobpeHue B cpeaHaTa o6ma Npe)xHBIEeMOCT ce Habmaasa ip ~ - <+ /,




MalLMEeHTHUTE, JIEKYBaHH ¢ abupaTepoH (Bxk. Tabyiimua 9).

Ta6auua 9  OO6ma npexUBseMOCT Ha MALMEHTH, JIeKYBaHH ¢ abHpaTepoH WK ¢ M1auebo B
KOMOMHALHS ¢ MPeAHH30H WIH NpeaHn30/10H noc XOAX aHa/103H HIIH
npeamecTBama OpXueKToOMHs

ABHUPATEPOH [Lhanebo
(N =797) (N = 398)
[IbpBHYEH aHAIH3 HA NPEXKHBAEMOCTTA
CmbpTHOCT (%) 333 (42%) 219 (55%)
MeauaHa Ha NMPeXUBIAEMOCT (MECELIH) 14,8 (14,1; 15,4) 10,9 (10,2; 12,0)
(95% CI)
p-CTOMHOCT? <0,0001
KoeduuueHnt Ha puck (95% CI)° 0,646 (0,543; 0,768)
AKTya/IH3HPaH aHAJIM3 Ha
NpexXHBAEMOCTTA
CmbpTHOCT (%) 501 (63%) 274 (69%)
MeauaHa Ha MPeXUBAEMOCT (MeCELH) 15,8 (14,8; 17,0) 11,2 (10,4; 13,1)
(95% CI)
KoeduumeHT Ha puck (95% CI)° 0,740 (0,638; 0,859)

" p-cTOHHOCTTa € moJrydeHa ot log-rank tecr, crparuduuupan no ECOG ckop 3a (pyHKIUHOHAIHO ChCTOSHHE (0-1 cipsamo
2), ckop 3a GoJika (1Mnca cnpsAMo HauKuuKe), Gpoii mpeIIHKM KypcoBe XumuoTepanus (1 crpaMo 2) W BHL Ha IPOTrpecHATa
na 3a6onssanero (camo PSA cnpsmo peHtTreHorpagceka).

6 KoedMIMEHTBT Ha PUCK € MOTyYeH OT CTpaTH(ULMpaH NPONOPUHOHAICH PUCKOB MoJel. KoepuuueHT Ha puck <1 ¢ B
10/13a Ha abuparepoH.

BbB BCHYKHM BpeMEBH TOYKH Ha OLIEHABaHE CJie/l TbPBUTE HAKOJIKO Mecelia Ha JIe4eHHE MPOLIEHTHT Ha
MalMEeHTHTE OCTAHAJIH KUBH € NT0-BHCOK IPH MALMEHTH, JIEKyBaHU ¢ aOUpaTepOH, OTKOJIKOTO MpH
MaLMeHTH, JEKyBaHH ¢ rauedo (Bxk. gurypa 6).

@urypa 6: Kpusn Ha Kaplan Meier 3a npexuBsieMOCT NPH NAaUHEHTH, JIEKYBaHH C
abupaTepoH MK nJiane6o B KOMOHHALMSA € NMPeIHH30H WIH NMPeAHH30/I0H MII0C
XOAX aHaJ1034 HJIM NpeallecTBALIA OPXHEKTOMHSA

% NPeXXuBAEMOCT

0 3 B g 12 15 18 21 aa o X

Meceuu cneq paHAOMMU3aUNATA ﬁ/‘f "‘\'_'_ i
797 736 657 520 282 68 2 / X/
398 355 306 210 105 30

-== Mnauebo AA

AA = abuparepoH \\\a N




AHaIM3UTe Ha MPEKUBAEMOCTTA B MOATPYIHTE OTUMUTAT CHOTBETCTBAUIM MOJI3H O OTHOILCHHE HA
NPEKMBAEMOCTTA NPH JieYeHHeTo ¢ abupaTepoH (BXK. purypa 7).

®urypa7: O6ma npexsaBgeMOCT HO BOArPYIH: KoepHOHEAT HA PACK H 95% noBepHTE/IEH
HHTEpBAJ

NpomeHnuea Noarpyna — " , HR 9%5%ClL N
— _— - —
|
148 109 89— ' 058 (058, 0.79) 195
BCUYKM NALMEHTH BCuukm :
WaxoaHa ECOG 0-9 153 117 2 sl 054 (053, 0.79) 1086
i
2 73 7 —t—t— 05t (053, 124) 127
]
W3xoaHa BPI o 62 13 —o— 064 (050, 062) 659
'
et 126 88 —— 088 (053, 085) 538
|
|
Bpow npeauLHM ) 154 115 oo B 053 (051, 0.79) L
|
XUMHOTEP. PeUMH
P-PE 2 14 103 l-—'—! 07¢ (055, 08%) 82
'
Tun Ha NPOrpecuaTa Camo PSA NE 123 —— E 058 (042 082) 383
PEHTIEHONOTUSHO 142 104 —e— 053 (0SS, 0.54) 832
)
BucuepanHm 3ab. npu noctensane JA 126 04 i—l--w-li 070 (052, 084) 353
|
HE 154 112 ——i i 082 (050, 076) 842
05 075 ¢ 15
braronpuaTtcTea baaronpuAaTcTea
AA Mnauebo

AA = aGuparepon; BPI = kparnx ckop Ha Gonkara; C.1. = nosepureneH uurepsan;, ECOG = ckop Ha QYHKUHORATHOTO
ChCTOSHHE IO ckanara Ha U3royHara kooneparusHa oHKonmord4Ha rpyna; HR = koeduuneHt a puck; NE = He nonnexu
Ha OLICHKA

B nommiHeHHe KbM HabmogasanoTo nogoOpsaBaHe Ha o6i1aTa Npe)XxUBIEeMOCT, BCHUKH BTOPHYHU
KpaliHM TOYKH Ha MpOYYBAaHETO ca B N0/13a Ha aDHpaTepOH M Ca CTATHCTUYECKH 3HAUHMH CIIE
KOPUIHpaHe 3a MHOTOKPAaTHO H3CJIeZIBaHE, KAKTO ClefBa:

[anuenTHTE, NOMy4aBaliid abupaTepoH, NOKa3BaT 3HAUHTETHO N0-BHCOKA 001UA CTENeH Ha OTTOBOP IO
oTHOLIeHHe Ha PSA (onpenenen kato HamaneHue ¢ > 50% ot u3xoaHaTa CTOHHOCT) B CpaBHEHHE C
naLMeHTHTE, Nomy4asaiiy mwiauedo, 38% cnpamo 10%, p < 0,0001.

MeauaHaTta Ha BpeMeTo o nporpecks Ha PSA e 10,2 Meceua 3a malldeHTH, NTEKyBaHHU ¢ aOHPAaTepoH
6,6 Mecelia 3a MaLMEHTH, J1eKyBaHH ¢ riauebo (HR = 0,580; 95% CI: [0,462; 0,728], p < 0,0001).

MenuaHaTa Ha NpexuBaeMocT 6e3 peHTreHorpadcxa nporpecui e 5,6 Mecella 3a NAUKUCHTH, JCKYBaHH C
aGupaTepoH H 3,6 Mecella 3a MaLKMEHTH, JieKyBaHH ¢ rnauedo (HR = 0,673; 95% CI: [0,585; 0,776],
p < 0,0001).

bonka
[IpoueHTET Ha NAUMEHTHTE ¢ BpeMeHHO obnekyaBaHe Ha 60/1KaTa € CTATHCTHYECKH 3HAYHUMO NO-BUCOK
B rpynaTa Ha abHpaTepOH, OTKONKOTO B rpynara Ha ruatiebo (44% cipamo 27%, p = 0,0002). ITanuent
C OTTOBOP Ha NAJIMATHBHO JeUeHHe Ha Gonkara ce onpeens KaTo MauseHT ¢ MUHUMYM 30% cr
M3XOAHATA CHJIa Ha 6OJIKATA TIPH Haii-BUCOK MHTEH3HUTET Ha OOJIKATA 110 CKAMMTE 32 KPAaThK CKO
6onkara (BPI-SF) 3a nocneannre 24 yaca 6e3 yBe/IMUEHHE HAa CKOpA 32 NMPWIOKCHHE HA aHAT
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IMporpecus Ha Gonkara ce HabMIOAABa MPH MO-MATHK IMPOLICHT OT NALHEHTHTE, ICKYBaHH C abupaTepon,
OTKOJIKOTO MPH TE3M, JeKyBaHH ¢ 1uiauebo, B Mecell 6 (22% cnpsamo 28%), mecelr 12 (30% cmpamo
38%) u mecell 18 (35% cnpamo 46%). ITporpecus Ha OonkaTa ce ONpeAess Karo yBeJIHYCHHE OT
M3XOIHATa ciia Ha 6onkata ¢ > 30% Ipu Hal-BMCOK HHTEH3UTeT Ha Honkara no ckasara Ha BPI-SF
npe3 w3MuHaNUTe 24 Haca 6e3 HamansBaHe Ha CKOpa 3a MPWIOKEHHE Ha aHAIINeTHK, HabmonanaHa NMpy
IBe MOCJIeNOBATEHH BU3MTH WIH yBenrHueHHue ¢ > 30% Ha ckopa 3a NPHIO)KCHHE Ha aHAITeTHK,
HaGOaBaHa MPH JiBE NMOC/e0BATETHH BU3HTH. Bpemero 10 nporpecus Ha Gonkara Ha 25™
nepceHTHN ¢ 7,4 Mecella B rpynara Ha aGupaTepoH cnpsamo 4,7 Mecewa B rpynara Ha ruate6o.

CkeneTHO-CBbp3aHH CHOMTHISA
CkeneTHO-cBbp3aHM COMTHA ca HabMoqaBaHy MpH MO-MabK MMPOLEHT OT MAUMEHTHTE B rpynara Ha

abupaTepoH, B cpaBHeHHME ¢ rpynara Ha riauebo B mecew 6 (18% crpsmo 28%), mecent 12 (30%
cipamo 40%) n Mecens 18 (35% cnipamo 40%). BpeMeTo 10 MbPBOTO CKEJETHO-CBBP3aHO CHOMTHE Ha
25" IepceHTH OT Ipynara Ha abupaTepoH € JBa ITHTH NO-IBJIro OT TOBa B KOHTPOJIHATA Ipyna, a
uMenHo 9,9 Meceua cipaMo 4,9 Meceua. CkeNneTHO-CBBP3aHO CEOHTHE C€ OMpeesis KaTo NaToJOrMyHa
bpakTypa, KOMIpecHs Ha rpLOHAYHNA MO3BK, ATMATHBHO NbYe/IeUeHNe Ha KOCT HIIH ONepals Ha
KOCT.

[TeanaTpuyHa NOyIAHS
Esponeiickara areHLMA NO NeKapcTBaTa 0CBO00MIABA OT 3aAL/DKCHHETO 38 NNPENOCTABAHE Ha

PE3YJITATHTE OT NMPOYUYBAHUATA C peePEeHTHHA JIEKAPCTBEH NPOIYKT, ChAbpXKAUL A0OHpPaTEPOH BHB
BCHYKHM MOATPYIH HA NeAMaTPHYHATA TIOMyJIAHKA NPU HAMIPEAHAN KapLUMHOM Ha rpocTaraTa. Binkre
Touka 4.2 3a uH(pOpMALHA OTHOCHO yrniorpeda B reANaTpHATa.

5.2 @apMakOKHHETHYHH CBOHCTBA

dapMakOKHHETHKaTa Ha abUpaTepon W aOHpaTepOHOB alleTaT € Npoy4eHa ClIe/l NPUIOKEHHE Ha
abUpaTepoOHOB alIETAT MPH 3APABH JIHLA, NALMEHTH C HaNpeHAl METaCTATHYEH KapLIMHOM Ha
MPOCTATATA M JiHIIa 63 KapliMHOM ¢ YepHOAPoOHO WiH 6u6peuHo yBpexaane, AGupaTepoHOB aueTar
6Bp30 ce NPEBPBILA in Vivo B abupaTepoH, HHXHOWTOp Ha aHAporeHHaTa 6HocuHTe3a (BX. TO4Ka J.1).

Abcopbuns
Crnen nepopajiHo MPHIOKEHHe Ha abMpaTepOHOB ALIeTaT Ha INAAHO BPEMETO 32 JOCTHIaHe Ha

MAKCHMATHA TUTa3MeHa KOHIIEHTpauua Ha abupaTepoH € npubnu3uTenHo 2 vaca.

[TpunoxenueTo Ha abHUpaTepPOHOB aleTaT ¢ XpaHa, CpaBHEHO ¢ TOBa Ha I1aaHo, BOAM A0 10-kpaTHO
(AUC) 1 mo 17-xpaTho (C,.y) YBETHUEHHE HA CpeIHaTa CHCTEMHA eKCIO3HIIMA HA abUpaTepoH B
3aBHCHMOCT OT ChIBPKAHHETO Ha Ma3HHHM B XpaHaTta. [Ipeasun obuuaiinoro pasHoobpasue B
ChABPIKAHMETO H CHCTABA HA XPaHHTE, NPUEMBT Ha aDUpaTepoH ¢ XpaHa ¥Ma MOTeHLHaN fia J0BeAe N0
MHOTO PaTMYHH €KCIO3ULMHU. 3aToBa abupaTepoH He TpAOBa fa ce mpHeMa ¢ XxpaHa. Toit Tpabsa na ce
[pueMa MOHE eMH Yac MpeH WK Hali-Manko /iBa daca cie xpaneHe. Tabnetkure TpaOBa na ce reaTar
LieJH ¢ Boaa (BxK. Touka 4.2).

PasnpeneseHUE

Cebp3BaHeTo Ha *C-abupaTepoH ¢ I1a3sMeHHTe MPOTEHHH B HOBElIKaTa I1a3Ma € 99,8%. [pusuaHuar
ofeM Ha pasnpeaesieHue e npubausurento 5 630 1, xoero npeanonara, ye abupaTepoH ce pasnpeaens
eKCTeH3HBHO B NEPHPEPHHUTE THKAHHU.

buorpaHchopmaLms

Cnen nepopaiHo npuiokeHde Ha '*C-abuparepoHoB auerar noj ¢opMara Ha Kancyyid abUpaTepoHOB
alleTaT ce XMAPOIH3Hpa 10 aGHPaTEpPOH, KOUTO Clel TOBA NpeThpNaBa MeTaboNH3bM, BKIIIOYB
cyndarHpaHe, XHAPOKCHIHPaHe U OKHCIICHHE MPEeAHMHO B uepHus Apod. ['onsama yact or
paJIMOaKTHBHOCTTA B KpBBTa (pubnuzutento 92%) ce orkpusa noa Gopmara Ha MeTadon
abupatepon. Ot 15 orkpuBaemn MeTabonuTa, 2 ca OCHOBHH MEeTabONKMTH, aDMPATEPOHOB ¢
okcHA abupaTepoHOB cyndar, BCEKH OT KOUTO NpeAcTasanBa okono 43% ot obwara paau

EnuMuHHpaHe




CpeHHAT NOTYXHBOT Ha alUpaTepoH B IUTa3MaTa e npubansuTenHo 15 vaca b3 OCHOBA Ha IRHHUTY,
NOJydeHH NpH 3apasH nxua. Cren nepopajiHO NPWIOKEHHUE Ha 4C-abupareponos anerat 1 000 mg,
npubnusnTenso 88% OT pagHoakTHBHATA 038 C€ Bh3CTAHOBSABA BBB (PEKANUHTE H OKOJIO 3% B
ypuHara. OCHOBHHTE ChEANHEHHA, KOHTO MPHCHCTBAT BHB (PEKATMUTE, Ca HETPOMEHEH abupaTepoHOB

alieTaT U abupaTepoH (CHOTBETHO 0KOMO 55% H 22% OT MpuoxeHara 103a),

YepHoapoOHO yBpexkzaHe
dapMaKOKHHETHKATa Ha aGUPaTEPOHOB ALIETAT € H3C/iE/IBaHA [IPH NALMEHTH C MPeIIECTBAILO JIEKO HIH

yMepeHo 4epHoapo6HO yBpexkaaHe (choTBeTHO Kiac A u B nio Child-Pugh) n npu KoHTpo/HA rpymna ot
3/ipaBH Jula. CUCTEMHATa EKCTIO3MIIMA Ha adUpaTepoH CJiell €IMHHYHA NMEpopalHa 1032 OT 1 000 mg ce
yBenu4asa ¢ npubnusurento 11% u 260% CHOTBETHO NPH NALMEHTH € JIEKO H YMEPEHO NPE/ILIeCTBAIO
4epHOAPoOHO yBpexaaHe. CpeJHUAT NOMYKHBOT Ha aDHPaTEPOH ce yIb/DKaBa 0 OKO/IO 18 waca npu
MALMEHTH ¢ JIEKo YepHOApOoOHO yBpekaaHe H A0 okoo 19 yaca mpy NauneHTH ¢ YMEPEHO
yepHOAPOOHO YBpPEXKAAHE.

IIpn npyro wanuTBaHe, papMakOKHHETHKATA Ha aDMpaTepOH € H3CIeABaHa MPH MAUMEHTH C
npeamecTaamo Texxko (n = 8) uepHoapoGHo yapexxaane (kiac C no Child-Pugh) u npu koHTpoHA
rpyna oT § 3ApaBH JIHLA C HOpMasiHa YepHoapobHa GyHkiwsa. AUC Ha aGupaTepoH ce yBe/nasa ¢
npubmusurento 600% u GpakuMsTa HA HECBBP3AHOTO JIEKAPCTBO ce yBenuyasa ¢ 80% npH NauMeHTH ¢
TEXKKO 4epPHOAPOOHO YBpex/IaHe B CpaBHEHHE C NALMEHTH ¢ HOpPMa/IHa YepHOAPOOHA PYHKLIMA.

He ce M3MCKBA KOPHTHMPaHe Ha [J03aTa fIPH MalKeHTH ¢ MPEeIIECTBALIO JIEKO YePHOAPOOHO yBpEK/IaHE.
HsnonssaHero Ha abupaTepoHOB aleTaT TpA6Ba BHHMATENIHO 13 CE MpeLeHABa NPH MALHEHTH C
yMepeHo YepPHOAPOOHO YBpeKAaHe, PH KOKTO MoN3aTa ACHO TPAOBa 1a HAAXBBPILA BE3MOXHHA PHCK
(Bx. ToukH 4.2 H 4.4). AGHpaTepoHOB aLieTaT He TpAOBa Aa ce H3NOJ3Ba MPH NALMEHTH C TEXKKO
yepHOAPOOHO YBpexaaHe (BK. TOUkH 4.2,4.3 1 4.4).

I[IpH NaLMEHTH, KOUTO ¢a Pa3BWIH XENAaTOTOKCHHHOCT MO BPEME Ha JICYCHHETO, MOXE /14 C& HAIOMKH
NPeKbCBAHE Ha JICYEHHETO M KOPHUTHpaHe Ha 103aTa (BX. TOUKH 4.2 1 4.4).

brOpeuno yspexaHe

dapMakOKMHETHKATa Ha abHpaTepOHOB ALICTAT € CPaBHEHA NPH NAaLMEHTH C TCPMHHAIHA op6peuHa
HEe0CTATHYHOCT Ha cTabHiIeH peXKMM Ha XEMOAHAIH3a H TNIPH KOHTPOIHA rpyma OT NalKeHTH ¢
HopMasiHa 660peuHa GyHkuus, CHCcTeMHaTa eKCIIO3MLMA Ha abupaTepoH ciiel eAHHHYHA NEpopanHa
no3a ot 1 000 mg He ce yBelHYaBa pH NALMEHTH ¢ TepMUHanHa 6150peuHa HeJoCTaTEYHOCT, KOHTO Ca
Ha nuanusa. [TpuwiaraHeTo MpH naukeHTH ¢ 6s6peyHo yBpexaaHe, BRIIOYHTENHO K TEXKO Ob0perHOo
yBpexJaHe, He H3MCKBAa HaMalsiBaHe Ha 103aTa (BXK. Touka 4.2). Jluncea, obaue, KIIHHIHYCH ONUT MPH
MAlMEHTH ¢ paK Ha MPOCTaTaTa U TexKo 6p0peuno yspexaaHe. [Ipu Te3n nauneHTH ce Npenops4sa
MOBHIIIEHO BHUMaHHE,

5.3 IlpeaxAHAYHH IaHHH 32 OesonacHocT

BB BCHUKM NPOYYBaHHA 3a TOKCHYHOCT MPH KHBOTHH HUBATA Ha TECTOCTEPOH B KPBBTA €4 3HAYHMO
OHWXKEHH. B pe3ynTaT Ha ToBa ce HabnioaBa HaMaslABaHe Ha TETJI0TO Ha OPTaHHMTE, KAKTO H
MOPhOTOrMYHH W/ KM XHCTONATONIOTMYHH TPOMEHH B PETNPOTYKTHBHUTE OpraHu M HanOBsOpeuHaTa,
xuno(u3HATA U MIIEYHATa %Ule3a. BCHYKM NPOMEHHM MOKA3BAT MTbJIHA WM YaCTHYHA OOPATHMOCT.
[IpoMeHHTE B penpoAyKTUBHUTE M aHAPOr€H-YyBCTBUTE/IHHTE OPraHH ca B ChOTBETCTBHE C
hapmakooruaTa Ha abHparepoH. Bcuuky XOPMOHANHH POMEHH, CBbLP3aHH C JIEUEHHETO, ca 00paTHMH
WIH OT3BYYaBaT cfie]l 4-ceIMHYECH MEPHO Ha Bh3CTAHOBABAHE.

B npoyuBaHKATa 32 PEPTHIMTETA NPH MBKKH U HKEHCKH TLTBXOBE abHpaTepoHOB aLeTaT HaManaBa
hepTHIHTETA, KOETO € HAIThJIHO 0OpaTHMO 3a 4 10 16 ceqMMLIM cnel CTMPaHe Ha HETOBHA npnem/,___
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edexTH ca cBbp3aHu ¢ HapMaKoIOrHYHOTO JeHCTBHE Ha aDHPaTepOH.

OcBeH MPOMEHHUTE B PEMPOYKTUBHUTE OPraHH, Ha0JIroJaBaH! BbB BCHUKH MPOYYBAHHS 32 TOKCUHOCT
[P XKUBOTHH, HEKIIMHUYHHUTE JAHHH HE 10Ka3BaT 0COOEH PHCK 3a XOpa Bb3 OCHOBA Ha
KOHBEHLIMOHAJTHH (papMaKOJIOTHYHH MPOyUuBaHHs 3a 0€30MaCHOCT, TOKCHYHOCT IPH MHOT'OKPAaTHO
MpuiaraHe, reHOTOKCHYHOCT M KapLIMHOTEHEH MoTeHUHal. AOHpaTepOHOB alleTaT HE NOKa3Ba
KapLIMHOT€HHOCT B 6-MeCce4HO NMpoy4yBaHe NMpH TPAaHCT€HHH MHIIKH (Tg.rasH2). B 24-meceuHo
NpOy4BaHe 3a KApLIMHOT€HHOCT MNPH IUIbX0BE, abMpaTepoOHOB aleTaT MoBHIllIaBa 4eCcToTaTa Ha
WHTEPCTULIMATHUTE KJIEThYHH HEOIU1a3MH B TeCcTHcHTe. CuMTa Cce, Ye TO3H pE3YJITaT € CBbp3aH C
hapMaKoNOrH4HOTO JeHCTBHE Ha aOUpaTepPOH M HAKOHW OCOOEHOCTH NPH MITbXOBETE. AOGUpaTEpOHOB
alleTaT HE € KapLIMHOTEHEH TPH )XEHCKH IJIBXOBE.

AKTHBHOTO BEIECTBO aGHUpaTEepOH MOKa3Ba PHCK 3a BOAHUTE 6aceWHH M TEXHUTE OOMTATENH, OCODEHO
3a pUOUTE.

6. OAPMAIIEBTUYHUA JAHHHU
6.1 CnHcbK HA NIOMOIIHHTE BelllecTBA

Cwvpuyesuna na mabaemkama

KpockapMmeso3a HaTpHH

Harpues naypuncyngar

[Toeunon (E1201)

Llenyno3a, mukpokpucraisa (E460)

JlakT03a MOHOXHApaT

CunuuueB auokcua, komouaeH 6e3soaeH (ES51)
Marnesues creapat (E470b)

Iloxkpumue na mabaremxkama
[TonusunuoB ankoxon (E1203)
TuranoB auokcua (E171)
Makporon (E1521)

Tank (E553b)

XKenesen okcun, yepseH (E172)
XKenezen okcun, yepeH (E172)

6.2 HecbBMeCTHMOCTH
Henpuioxumo.
6.3 Cpok Ha rogHocT

baucrepu: 3 roavMHH
byTunku: 3 roguHU

6.4 Cpoenua/IHH YCJIOBHSl HA CbXpaHEeHHeE
To3u iekapcTBEH MPOAYKT HE U3MCKBA CIIELMAIHH YCJIOBUA Ha CbXPaHEHHE.

6.5 Buau chaAbLpKAHHE HA ONMNAKOBKATA
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He BCHYKHM BHIOBE ONMAKOBKM MOrar Ja Ob/1aT MyCHaTH B npojaaxoa.

6.6 CroenHaJHH NpeANa3sHH MEPKH NPH H3XBbpJIsiHe
Heu3non3BaHUAT JIEKapCTBEH MPOAYKT HIH OTNAaAbYHHTE MAaTEPHAIM OT HEero TpsOBa /1a ce U3XBBPJIAT B

CBOTBETCTBHE C MECTHUTE M3UCKBAHHA. TO3H JIeKapCTBEH MPOAYKT MOXKe J1a Mpe/ICTaB/IsiBa PUCK 3a
BOJHUTE OaceiiHu U TEXHUTE oOuTaTenu (BXK. TOUKa 5.3).

7. INPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Sandoz d.d.

Verovskova 57

1000 Ljubljana

CnoBeHus

8. HOMEP(A) HA PASPEIHHIEHUETO 3A YIIOTPEBA

Per. Ne 20210190

9, NTATA HA I'BPBO PASPEIIABAHE/TIOAHOBABAHE HA PA3SPEIHHIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mepBo paspemaBane: 12.07.2021
JlaTa Ha nociaeaHO NOJHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2026



