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2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcsika dunMupana tabnerka chabpka S00 mg abuparepoHoB auerar (abiraterone acetate), eKkBHBUICHTEH
Ha 446 mg abuparepoH (abiraterone).

[TomMOLIHM BeLIECTBA C U3BECTHO NEHCTBHE
Besika punMmupana tabnerka cbabpka 245 mg 1akTo3a MOHOXHpaT.

3a MBJIHHUA CITUCHK HA NMOMOILHMTE BEIeCTBa BHXKTE To4Ka 6.1.

e JIEKAPCTBEHA ®OPMA

dunMupaHa Tadierka

BuosieToBH ¢ enurcosuaHa ¢popMa (¢ apmkuHa 20 mm u wupuHa 10 mm), 1BOHHOM3MBKHANH CHC CKOCCHH

ps60oBe DUIMHpaHH TabeTKH U BIUTEOHATO penedHO 03Ha4YeHHe ,,A“ OT eiHaTa cTpaHa u ,,500 oT npyrara
CTpaHa.

4. KJIUHAYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHSA

AbuparepoH @apmacailbHC B KOMOMHALMA C MPEAHU30H WIH NPEAHU30JIOH € MOKa3aH 3a.

. Jie4eHHe Ha HOBOJMArHOCTULMpPaH BHCOKOPUCKOB METAcTaTH4Y€H YyBCTBUTEJIEH KbM XOpPMOHAJIHA
Tepanus kapuuHoM Ha mnpocrararta (mHSPC) npu Be3pacTHH MBXK€ B KOMOHHALMs C aHOPOreH-
nenpuBauuoHHa Tepanusa (ADT) (Bx. Touka 5.1)

. Jle4eHNe HAa METACTAaTHYEH PE3UCTEHTEH Ha KacTpauusa kapuuHoMm Ha npocrarara (mCRPC) npu
Bb3PDaCTHH MBXKe, KOMTO ca 0e3 CHUMNTOMH HIM C JIEKH CHMIOTOMH Cilel HeyCrnellHa

aHIpOreHaenpuBallUOHHA Tepanus, NPH KOHMTO BCE Ollle HsAMa KJIMHMYHHM TOKa3aHUA 3a
XMMHOTEpanus (BX. Touka 5.1).

° neyenre Ha MCRPC npu BB3pacTHU MBKE, YHETO 3a00/IsiBaHE € MPOrpeCHpalio Mo BpEME Ha HIIH
cien Jouerakce-6azupaHa XMMHOTEpaIus.

4.2 Jlo3HpPOBKA H HAYHH HA NMPHJIOKEHHE

To3u nekapcTBeH NPOAYKT TpsA6Ba Aa ce npeAnucBa OT MOAXOAALL MEAHLIMHCKH CIIELIHATHCT.

IHo3upoBKa

[IpenopbuuTenHara go3a e 1 000 mg (aBe Tabnerku no 500 mg) karo eAMHUYHA IHEBHA /1033, KOATO HE
TpabBa na ce npuema ¢ xpaHa (Bx. mo-gony ,,HauuH Ha npunoxenue®). [IpuemaHero Ha TabneTkure C
XpaHa NOBHMILABa CHCTEMHATa eKCIO3ULIUsA Ha abUpaTepoH (Bxk. TOUKH 4.5 1 5.2).

Ho3uposka Ha NpeoOHU30H Wil NPEOHU30N0H
[Tpu mHSPC, AGuparepon ®@apmacaifbHC ce nmpuiiara ¢ 5 mg nNpeAHU30H UK NPEIHU30I0H JHEBHO.

[Tpu mCRPC, A6uparepon ®@apmacaiibHc ce npuiara ¢ 10 mg npeaAHU30H UK l'IpB,E_],H}lI?ISﬂ.TIpHL,[IHEBHé. -
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MenKaMeHTO3HATA KACTpALHA C AHAJOT Ha XOPMOH, 0cBo00XIaBall ryTeHHH3npansa xopMoH (LHRH)
TpsA6Ba fa MPOABIIKH 1O BpEME Ha JICYCHHETO NMPH NALHEHTH, KOUTO HE €& ONCPATHBHO KaCTPUPaHH.

[IpenopnunTeHO NPOCCIABAHE

CepyMHHATE TPaHCAMMHA3H TpAGBA 1@ C& H3MEPBAT NPEH HAYANOTO HA JICUCHHETO, Ha BCEKH 2 COAMHLIM
npe3 ITHPBHTE TPH MECeLa OT JICYEHHETO H /1] TOBA BEAHBX MECeYHO. KpHBHOTO HANATAHE, CEPYMHHAT
KTHH | 3aXEPXKAHETO Ha TEYHOCTH Tpabba Na ce CNENdAT exeMeceduHo. BENIpeKn TOBa, MALMEHTHTE CBC
IHAYMTENCH PHCK 33 34CTOHHA CHPAECUHA HEIOCTATHIHOCT, TPA0BA 18 C& MPOC/CANBAT HA BCEKH 2 CCIMHIM
fpe3 MBPBHTE TPH MECEllA OT JICICHNETO M BEAHLXK MECETHO Ciefl TOBA. (BK. TOUKa 4.4).

[IpH NMAUMEHTH CBC CHIIECTBYBAINR XHUIIOKAIHEMHA WIH TaK¥Ba, Pa3sBH/IH XHUIIOKATHEMHA 1O BPEME Ha
neuyenrero ¢ AGuparepon ®apMacalfsHC, Tpa6Ba na ce 0GMHCIH NOMTBPKAHE HA HHBO HA Kamkh 2 4,0
mM. [TpH nDauMeHTH, Pa3BHIIH CTENEH HE TOKCHYHOCT 2 3, BKMIOUHTENHO XHMEPTOHWA, XHNOKanHeMus,
eIeM H JPyTH HEMHHEPATKOPTHKOWIHHN TOKCHIHH edexTn, JeueHneTo Tpabsa ga Obje MpeKsCHATO 1 Aa Ce
MPHIIOAAT MOIXOAAIIN MEIULUMHCKH MepkH, Jleuennero ¢ AGuparepon ®apmacaifbHC He TpaOBa 1a ce
BB300HOBABA, IOKATO CHMITTOMHTE HA TOKCHYHOCT HE JJOCTHTHAT CTeneH 1 WIH H3XOAHO HUBO,

B caydait Ha npomycHaTa OHeBHa no3za AOuparepon (PapMacaifbHC, MPEAHH3OH HIH NPEAHH3ONOH,
neyerHeTo Tpa6Ba Aa MPOAB/DKH Ha CAERBAIIMA AcH ¢ 0bHIaliHara AHeBHa 1034,

XenaTOTOKCHIHOCT
IIpy nauMeHTH, PasBMIN XEMATOTOKCHYHOCT MO BpeMe Ha JedeHMeTo (alaHMH aMHHOTpaHc(epasara

[ALAT] wm acmaprar ammHorparchepasata [ASAT] ce ypenudaBar nosede OT 5 ITBTH Hal ropHaTa
rpanvua Ha HopMarta [ULN]), Teparmusra Tpsbpa HesaGaBHO Aa ce mpexbCHe (BX. Touka 4.4). Cnen
BB3CTAHOBABAHE HA H3XOMHMTE CTOMHOCTH Ha YepHOAPOOHHTe PYHKUHOHANHH TIOKA3ATENM Ha NALHEHTa,
IeYeHACTO MOXE Ra ce MOAHOBH ¢ HaManeHa n03a or 500 mg (emHa TaGnerxa) BeAHBXK AHEBHO. [IpH
MAlHEeHTH, NMPOBEKAAIM NOBTOPHO JEYeHHe, CEpYMHMTE TpPaHCaMUHAa3H TpAbBa Oa ce MpOoCIeAABaT
MHHHMYM HA BCEKH 2 CSIMHMIM 33 3 Mecena, e KOCTO BEANDK MECEUHO. AKO XCMATOTOKCHIHOCTTA CE
IOBTOPH MMPH HaManeHa f03a 0T 500 mg AHEBHO, JIedeHHETO TPAOBA 1A Ce MPEKpPaTH.

AKO NAIMEHTHTE PA3BHAT TEXKKA XENaToTOKCHIHOCT (ypenudeHue Ha ALAT unu ASAT c 20 meTH Han

ULN) 1o BCAKO BpeMe Ha TepallHATa, TepanusTa Tpz0Ba Ja ce CIpe H NalHEeHTHTe He TpA0Ba a ce eKysaTt
NOBTOPHO.

HO HO

He ce Banara MpoMAHa Ha J038Ta MPH NAMeHTH ¢ NPEAIIECTBAIIO JeKo depHoapobHo yBpexaane, Child-
Pugh Knac A. ITpn yMepeno uepHoapoGHo yBpexaare (Child-Pugh Knac B) ¢ nokasaHo, 4¢ CHCTeMHaTa
eKCIO3HIMA HA aCHpATepOH €6 YBEJIHYaBa OKOJIO YCTHPH IBTH, ClIEJ eAHOKPATHH IIepOpalHH J03H OT |
000 mg abuparepoHOB aUeTaT (Bk. Touxa 5.2). Hama aannH 3a wiHHHYHATA Ge300aCHOCT H eHKACHOCT
Ha MHOIOKDAaTHM A03M a0MpaTepoOHOB aleTar, NPUIaraHd TNpH NAaIMEeHTH ¢ YMEPEHO HIM TEXKO
qeproapoGuo yepexxaane (Child-Pugh Knac B mwnn C). KopurupaHero Ha no03ata He Moke Aa Obae
npensuaeHo. HsnomBanero Ha AOGuparepon QapMacalibHC TpAOBA BHAMABTENHO Aa CC OLCHABA NpPH
MAMEHTH C YMEPEHO 4YEepHOAPOOHO YBpEXAAHE, NPH KOHTO MoON3aTa ACHO TpAGBa Ha HAIXBBPIA
BBIMOXKHHAA PUCK (BX. To9kH 4.2 H 5.2). AGuparepon ®apmacalfbHC He TpaOBa Ja ce M3NON3BA NpH
MAIMEHTH ¢ TEXKKO 9epHOAPOOHO yBpexaane (BX. Touku 4.3, 4.4 u 5.2).

bB1OpeyHo yBp&KnaHe

He ce Hanara mpoMsAHa Ha J03aTa MpH MalueHTH ¢ 656peuro yspexaaHe (BXK. TOUKa 5.2). Jlunicea, obade,
KJIHHHYEH ONMHT NpH TALMEHTH ¢ paK Ha IpocTrarara 4 Texko (s6peuno yspexnane. [Tpn TEIH NauueHTH
ce NpenoprYBa NOBMIIEHO BHEMAaHUE (BX. To9Ka 4.4).

[Neanarpyana NONMYNAHA
HsaMma chOTBETHO TIpHNOXKeHHE Ha AGuparepoH DapMacalbHC NpH MMeHATPHYHATA MOy NALHA.

Ha%wiH Ha nOpHIoKeHye
AbHparepon dapMacalfbHC € 33 NEPOPATHO NPHIOKEHHE.




Tabnerkure TpabBa 1A ce MpHEMAT KAaTO ¢OMHMYHA N03a BEOHBLXK JHEBHO Ha rianHo. AbGupaTepoH
®apmacalinic Tpabpa na ce MpHeMa ITOHE ABA Yaca Cell XpaHeHe H He TpabBa fa ce KOHCyMMpa XpaHa
noHe exuH 4ac cien mpuema Ha AOGuparepor dapmacaiinhc. Tabnerkure AOGuparepoH dapmacalfbHC
TpabBa ja ce I'BJITAT LENH C BOAS.

43 IIpoTuBOnNOXKaA3aHHS

- CBpEXIYBCTBHTCIIHOCT KBM AKTMBHOTO BEIIECTBO WIH KBM HAKOE OT NOMOIIHWTE BEHICCTBA
H36poeHH B TOuKa 6.1.

- JXeHH, KOHTO ¢a OpeMeHHH WM € BB3MOXKHO Ja ca GpeMensu (BxK. To4dka 4.6)

- Texxo yepHoapobHO yBpexaane [Child-Pugh Knac C (Bx. TouxH 4.2, 4.4 u 5.2)].

- AGuparepon dapMmacaltbHC ¢ OpeHM30H WAM NPESHH3ONOH ¢ NMPOTHBONOKA3AH B KOMOHHAUMA C
Ra-223.

44 ChneuHaJHH NpeIyNpexXIeHHS H NPeANAa3HA MepKH NpH ynotpeba

XHNCPTOHHA, XHITOKANTHEMHE, 3AHPKAHE HA TEYHOCTH U CHDJCYHA HEAOCTATEYHOCT NOPANH HIIWITLK KA
MHHCPANKODTHKOHIIA

AbunparepoH ©apMacalifbHC MOXE Ja MpeaM3BHKa XUNIEPTOHMR, XHITOKAIHEMHA H 3aXbpiKaHe Ha TeYHOCTH
(8. Touka 4.8) KaTo cCrexCTBHE OT MOBHIICHHTE HUBA HA MHHEPATKOPTHKOMIWTE B PE3yNTaT Ha
uHxuOupanero Ha CYP17 (BX. TouKa 5.1).

EnroBpeMeHHOTO MPRIOXKECHHE HA KOPTHKOCTCPOH/, MOTHCKA CTHMYTHPAHETO Ha aPeHOKOPTHKOTPOITHUA
xopMoH (ACTH), koeTo BOAM A0 HAMAIABAHE HA YECTOTATA H TEXKECTTAa HA TE€3H HEXENaHH PeaKiIHH.
HeobxoauMo ¢ nopuiieHO BHUMaHUE ITPH eUeHHETO HA NAUMEeHTH, YMHTO OCHOBHH 3a0oniBsanus MOXe Ja
6bIaT RIOLICHH NpH NOBHIIABAHE HA KPBHBHOTO HANATaHe, XHNOKAIHEMHA (HanmpHMep NpHeMally
CHPACTHH ITHKO3HAH) WIH 3aAbpKaHe Ha TeTHOCTH (HAapHUMep MAlHEHTH ChC ChpACYHA HeAOCTATHYHOCT,
TeXKa WIH HecTaOWIHA CTEHOKapAHA, HACKOPO NpekapaH MHOpapKkT HA MHOKapha HJIH BCHTPHKYJapHa
APMTMAA H NMALHEHTH ¢ TeXKO Op0pedano yBpexaane).

AGupatepon dapmacaifbHc TpaOea fAa ce mpwiara NpeANasIHBO IPH NAalUHMEHTH ¢ AaHaMHe3a 3a
chrpaeuHochAoBo 3abonspaHe. [Ipoyusarmsara @aza Il nposemean ¢ AbGuparepon @apmacalfbHC
M3KNIIOYBAT MAILHEHTH ¢ HCKOHTPOJHpAHA XHIIEPTOHHA, KIKHHYHO 3HAYHMO CBpACHHO 3abonaAsase,
MPOABEHO KaTo HH(pAPKT HA MHOKApAA WIH CITyYan Ha apTepHanrHa TpoMbo3a npes nocnexHuTe 6 Mecena,
Te)KKa WIH HecTaOHNHA CTEHOKapauA, WIH cbpaedHa ReaoctarbyHocT Kimac III wiu IV coopen
HioHopkckara kapauonoruvHa acoumanua (New York Heart Association, NYHA) (npoy4usane 301) win
cepaeuna HepocTarsaHocT Knac II no Knac IV (npoyusanus 3011 u 302), nim u3MepeHa ¢ppakius Ha
n3Tnackeate < 50%. B mpoyusanns 3011 u 302 ca iBKMOYeHH NAIMEHTH ¢ NPEACHPAHO MBXKACHE HIH
ApYyTa CEPACYHA APHTMHA, U3NCKBADIA Je9cHHE. be30onmacHoCTTa NpH NALHEeHTH C JICBOKaMepHa ¢pakums
Ha maTnacksaHe (LVEF) < 50% mnu cepaeuHa HeaoctatbaHocet Knac III wma Knac IV mo NYHA (B
npoyusaHe 301) win cepaesHa HegocrarsyHoCT Kitac I o Knac IV no NYHA (8 mpoy4yBanma 3011 u
302) He e ycTaHOBeHA (BXK. TOUkH 4.8 1 5.1).

[penn neueHMe Ha NAUHCHTH CHC 3HAYMTENICH PHCK 34 3aCTOMHA CHpACYHA HEAOCTATHYHOCT (Hamp.
aHamMHe3a 3a CHpAEYHAa HEAOCTATHYHOCT, HEKOHTPOJIHPAHA XHIICPTOHHA WIH CLPACYHM CHOMTHA KaTo
HanpuMep HexeMudHa 60secT Ha ehplieTo), TpabBa Aa ce OGMUCIH NOMYYaBaAHETO Ha OLICHKA Ha QYHKIIHATA
Ha cnpuero (mamp. exokapauorpadus). IIpeau nedenuwe ¢ Abuparepon QapmacalfbHC ChpAaetiHaTa
HeIOCTATHLIHOCT TPAOBa Aa Ce& JieKyBa H ChpAedvHara ACHHOCT Aa ¢ ONTHMH3Hpa. XHIEPTOHHATA,
XHUIIOKATHEMHATA H 3abPXKaHeTO Ha TeYHOCTH TpadBa fa ce KOpHTHpaT W KoHTponaupar. [Io Bpeme Ha
JICYEeHHETO KPhBHOTO HAJATAHE, CEPYMHHMAT KaJIHii, 3a1bpyKaHETO HAa TEYHOCTH (MMOKAYBaHEe Ha TErNIOTO,
nepudepeH eaeM), 1 ApYTH NPH3HALM W CHMITOMH Ha 3aCTolHa ChbpAcuHa HeJOCTAaThHHOCT TpAOBa na ce
HNPOCNEAABAaT HA BCEKH 2 CeAMHUM 3a 3 Meéceua, e[ TOBa BEAHBK MECEYHO H OTKJIOHCHMATA Aa C€
xopuTHpaT. Habmonasa ce yanmpkasane Ha QT uATepBasa NIpH NALMEHTH, CTPAAALH OT XHIIOKAIHCMHA,
CBhp3aHa ¢ JiedeHHero ¢ AGuparepon dapmacaiteuc. Tpabsa na ce HANpaBH OLIEHKa H8
ne#HOCT, KOraTe € KIHHMYHO MOKa3aHO, A C¢ ONpenesid aJeKBATHE TepamnHvi H




npexpaTABaHe Ha TOBA JICYCHHE B CiTy4all Ha KITHHHYHO 3HAYMMO OTC/IabBaHe Ha ChpAcUHATa NERHOCT (BXK.
TouKa 4.2).

BOJIEIIO A0 NMPEKBCBAHE HA JICYCHHETO WIH MPOMAHA Ha Ao3ara (BX. To4uka 4.8). Hubara Ha cepyMHHTE
TPaHCAMHHA3H TpAOBA J1a ce M3MEPAT NPEAM HAYANOTO Ha JICYCHUETO, HA BCEKH 2 CEIMHLM PE3 MbPBHTE
3 mecena OT JIEYEHHETO, H CleQ TOBA BEAHBM MCCEYHO. AKO CE€ PARIBHAT KJMHMIHH CHMITTOMH MIH

NPH3HAH, MOKA3BAIIH XENATOTOKCHYHOCT, CePYMHHTE TpaHCaMHHa3H TpS6Ba na ce M3MepAT He3abaBHo.
Axo B paneH MOMeHT ALAT nmu ASAT ce ypemmagar nobede or 5 msTH Hax ULN, nedeHuero TpaOsa
He3a0aBHO a ¢e MPEKbCHE, a 4YepHoapoOHara dynxums TpAGBa na ce caemu orGiuzo. Jledenumero ce
TIOHOBABA IIPH BH3CTAKOBABAHE HA 3XOAHHUTE CTONHOCTH HA YepHOAPOOHUTE QYHKIHOHATHH ITOKA3aTEH
Ha NAUMEHTa U NMPH HaMajieHa o34 (BX. Touka 4.2).

B ciydaif ye MaMEHTHTE Pa3BHAT TCXKKa XenaroTokCHIHOCT (ypenudeHue Ha ALAT wnm ASAT ¢ 20 metH
Hag ULN) Do BCAKO BpeMe Ha TEpanMATa, Tepanusra Tpadsa fa ce cnpe H nauMeHTHTe He TpAOBa na ce
JIeKYBaT MOBTOPHO.

[TaieHTH ¢ aKTHUBEH HJIM CHMIITOMATHYCH BUPYCEH XCIATHT €A H3KMOYCHH OT KIHHHMHHTE NPOYyiBaHHA,
Nopany TasH NpHYHHA JTUNCBAT aHHM 3a ynorpebara Ha AOHpaTepoH PapMacaltbHC MPH Ta3H MOMyJIalHA,

HsaMa mansu 38 KAHHHYHATA 0€30TaCHOCT H ¢PHKACHOCT NMPH MHOI'OKPATHH N03H abHpaTepoHOB auerar,
KOTaTo c& NMpIIAra NMpH NALMEHTH ¢ YMEPeHO WM TexKo YepHoApobHo yBpexaane (ChildPugh xnac B mni
C). Hanomssanero Ha ACGuparepoH QapMacaiprc TpaOBa BHHMATEIHO Aa CE OLICHABA MPH MAIMEHTH C
yMepeHo YepHoapoOHO yBpekaaHe, TPH KOHTO NOI3aTa ACHO TPAOBRA 13 HAAXBLPIIA BE3IMOKHHMSA PACK (BXK.
To9kH 4.2 B 5.2). AGuparepon QapmacalfbHC He TpaOBa Ha ce H3MON3BA NPH MALMEHTH C TEXKKO
qJepHOApOOHO yBpexaaHe (Bk. TOUKH 4.2, 4.3 u 5.2).

Hma peaxn moCTMApPKETHHIOBH CHOOIMIEHHA 33 OCTpa 4epHOApPoOHA HEHOCTATHYHOCT M (YyNMHHAHTEH
XenaTuT, HIKOH ¢ Jeraner u3xon (Bx. Touxa 4.8).

C MDAHE HA IMHHEMA Ha KODTHKOCTECDORIN H MECDKH ITDH ECOBH AlIHH

[IpenopruBa ce¢ MOBHIIEHO BHUMAHHE H MIPOCJICAABAHE 32 aAPEHOKOPTHKATHA HEAOCTATHYHOCT, B CITyIaH
ye HA MAMEHTHTE € CHPSH NPHEMBT HA NMPEAHH3IOH WIH NPEIHN30JI0H. AKO NpHEMBT HA AOGHparepoH
®apmacalfHC MPOABIIKH Clel] CIMPAHETO HA KOPTHKOCTEPOUAHTE, NalMeHTHTE TPA6Ba Aa ce HabmoaapaTt
33 N0ABA HAa CHMITTOMH HA MHHEPATKOPTHKORACH WIMHINGK (BXK, HHpopMauMaTa no-rope).

[1pu manMeHTH HA TIPEOHH30H WIH NPEIHH30/10H, KOUTO €A NMOAJIONKEHH HA HeOOHYAeH CTpeC, ¢ MOKa3aHO

NOBUINABAHE HA J03aTa Ha KOPTHKOCTEPOHANTE MpelH, N0 BpEMe Ha M CIeA CTPeCcOBaTa CHTYAaLHs.

KocTHa WrbTHOCT
HamangsaHe Ha KOCTHATA ILTPTHOCT MOXKE J1a C€ IIOSBH ITPH MBXKE C METACTATHYEH HaNpeIHAI KapLIMHOM
Ha nipocTaTaTta. H3nompanero Ha AGuparepoH ®apmacalfbHC B KOMOHHAIMS C ITIOKOKOPTHKOHIK MOKe

Ja YBEIUIH TO3H edexT.

I1 a H& KETOKOHA30
[To-HMCKa cTeneH Ha OTTOBOP MOXKE 1A C€ OYAKBa NPH NAUMEHTH, JIEKYBAHH IpeAH TOBA ¢ KETOKOHA30IM 33
KaplLIMHOM Ha ITPOCTATATA.,

XHTMEPTITHKEMHA
IMpunoxeHHeTo HA NIIOKOKOPTHKOMAH MOXE Aa MOBHIIH XHIICPIIHKEMHATA, 3aTOBa HHBOTO HA KPhBHATA
3axap TpaOBa 4eCTO Aa C¢ NMPOCHEAsNBa MPH NMalMEeHTH ¢ oHaberT.




OrIHKEMHS
CrobiDaBaHy ca CTy4aH Ha XMITONIMKEMH®, Koraro a0HpaTrepoH IUNOC NMPeIHH3OH/MPEAHH3ON0H Ce
MPUITATAT NPH MALMEHTH, KOWTO BEY€ ¢a MMaIn Aualer, Moy4aBa({ MHOIIHTAa30H WIH PenariaHu] (BK.
Touka 4.5); clienosaTenHo, KpLBHATA 3axap Tpabea na ce HabmoAasa MPH NAHEHTH ¢ Auaber.

Y1 a IIDH

BesonacHOCTTa M ePHKACHOCTTA HAa EAHOBPEMEHHOTO IIPWIOXKCHHEC HAa aOHpaTepoH ¢ UMTOTOKCHYHA
XHMHOTEPANNA HE CA YCTAHOBEHH (BK. TOUKa 3.1).

HenoHoCHMOCT KBM MOMOUIHHTE BEIIECTBa

To3u nexapcTBeH NPOAYKT CBABPKA Jakro3a. [IalEHTH C peOKH RacneAcTBeHH 3abOoNIABaHHA KATO
rajlakTO3HA HENOKOCHMOCT, Lapp nakrasen Ac)HUMT HWIK NIIOK030-FANTAKTO3RA Manabcopbima He Tpaba
AA OPHEMAT TOBA JekapcTBo. To3M NeKapcTBEH MPORYKT CHABPXa No-Maiko oT 1 mmol (wmm 23 mg)
Harpuit Ha Ko3a oT ABe TalaeTky, T.6 MOXKe Ja Ce KaXe, Y€ NMpakKTH4YeCKH He ChIbpXa HATPHIA.

[ToTeHIMATHH DHCKOBE
AHeMHA H cexcyanHa AMCOYHKIMA MOXE Ja C& NOSBAT NMPH MBXKE C METACTATHUEH KapLHHOM Ha

NPOCTATaTa, BKIIOYHTENHO NIPH TE3H, KOKTO C& MOAJIONKEHH Ha JiedcHHE ¢ AOHparepoH PapMacaHBHC.

€KTH BB K c
Cro0ImABaT Ce Cy4ad Ha MHOMATHA H pabA0MHONNRa NpY NALWEHTH, JIEKYBaHH ¢ abHpaTepoHOB alleTar.
B moBeueTo ClydaH Te Ca C¢ Pa3BWIM B PAMKHTE Ha ITEPBHTE 6 MECELA OT JICUCHHETO M Ca OTIDYMENH Clex
NpeyCcTaHOBABaHEe NMpHeMa Ha abuparepoHoB anerar. [Iperioprysa ce NOBHNICHO BHUMAaHHE ITPH NANHEHTH,
NIEKYBaHH EAHOBPEMEHHO C JICKAPCTBEHH IIPOAYKTH, 38 KOMTO € H3BECTHO, 9¢ Ca CBBP3aHH C
MHONATHA/ paOLOMHOJIH3A.

BaauMoaeicTeHA ¢ APYTH JIEKADCTBEHM IIPONYKTH
[IpunoxkenreTo HA CHIHE HHAYKTOPH Ha CYP3A4 Tpa6sa na ce u3bAarsa 110 BpeMe Ha JICYCHHETO, OCBEH

aKo HAMA ZIPYTa TEPANeBTHIHA ATTCPHATHBA, NOPAJH PUCK OT HaMallCHa eKCIIO3HI[HS Ha a0HpaTepoH (BiK.
TOYKA 4.5).

KoMmGruupase Ha a0RpAaTePOH H NPESAHW3IOH/IIPEAHN30MO0H ¢ Ra-223

JleweHHeTo ¢ aCUPATEPOH M NPEAHM3OH/TIPEAHM3ONIOH B KoMOHHaima ¢ Ra-223 e mpoTnBOnoka3aHo (BX.
TouKa 4.3) nopaji NOBHIIEH PHCK OT PPaKTYPH H TEHACHIMS KbM MOBUIIECHA CMBPTHOCT NPH NANMEHTH C
KapLiMHOM HA MPOCTATaTa, KOUTO ¢& aCHMITTOMATHYHH WIH C JIEKM CHMITTOMH, KakTo ¢ HamonasaHo B
KITHHHYHHTE H3IMTBAHHA.

[TpenopruBa ce MOCIEABAINOTO JieveHHe ¢ Ra-223 na He 3anovBa NOHE 5 JHH Clel MOCHEAHOTO

npunoxkeHne Ha Abuparepor @apmacafibEc B KOMOHHALMA C ITPEAHH3OH/TIPEAHHIONOH.

4.5 BiaumoaeficTBHe C APYI'H JEeKAPCTBEHH NPOAYKTH H APYTrH GOPMH HA B3aHMOeAcTBHE

EdekT Ha xpaHaTa BbpXY a0HDaTEPOH

[TpunoxkeHNeTO ¢ XpaHa 3HAYMTEIHO oBHImAasa aGcopOuuaTa Ha abHpaTepoH.

EduxacHocTTa H 6€30nacHOCTTa, KOraTo € MPHeT ¢ XpaHa, He ¢a YCTAHOBCHH, 3aTOBA TO3H JIEKAPCTBEH
NPOAYKT He Tpa0Ba 1a ce npueMa ¢ XpaHa (Bx. Toukn 4.2 4 5.2).

B3anMoneicTBHA ¢ IPYTH JICKAPCTBEHH MPOAYKTF

ITomenyuan na Opyzu rexapemeeru npodyKmu 0a NOBRWARM eXchosuyuume Ha abupamépon

B nposeneHo KIMHMYMHO NPoy4BaHe Ha (apMakOKMHETHIHHTE B3aHMOIeHCTEI NPH 3APaBH A0OPOBONLH,
JICKYBAHH IpeH TOBa CHC CHIHAA HHAYKTOp HA CYP3A4 pupaMmuumH 600 mg AHEBHO B MPOABDKEHHE
Ha 6 OHH, CJIch KOSTO ¢ eQMHHYHA No3a abuparepoHos auerar 1 000 mg, cpeanara mnasMeHa AUC. Ha
abuparepoH ce € NOHIKKWIA ¢ 55%.




lMpunoxennero Ha CWiHM HHAYxTOopH Ha CYP3A4 (Hanp. deHuronH, kapOaMazenuH, pHdaMmHLMH,
pucdabyrns, pudaneHTun, ¢enobapburan, KwiIT KaHTapHoH [Hypericum perforatum]) no Bpeme Ha
nedeHueTo TpA6Ba Aa ce N30ATBa, OCBEH aK0 HAMA TCPANEeBTHYHA ANTTCPHATHBA.

B OTHGNHO KIHHHYHO NpoydYBaHe Ha (apMaKOKHMHETHYHMTE B3aMMOACHCTBMA, IMPOBEOCHO NpPH 3APABH
ROOPOBOJILIH, €AHOBPEMEHHOTO NMPWIOKEHHE HA KCTOKOHa3oj, cwieH MHxmOuTop Ha CYP3A4, He e
OKA3I0 KIHHHYHO 3HAYHM edexr BbpXy dpapMakoKHHETHKATA HA a0HpaTepoH.

Iomenyuan na abupamepon 0a noanuse eKCRo3uytume Ha Opyau 1exapcmeenu npooyKkmu
AGHpaTepoH ¢ HHXHOATOp Ha YepHOAPOOHHATE JiekapcTBo-MeTabomusupamu emsuMu CYP2D6 n CYP2(CS,

B npoy4BaHe Ha edeKTHTE Ha aGHpaTepPOHOB ALeTaT (B KOMOHMHALMA C MPEAHH3OK) BHPXY ¢AMHHYHA 1032
CYP2D6 cybGcrpar nexcrpoMeropdan, cucremHara excnozuuma (AUC) Ha zekcrpoMeropdaH ce
NoBHII&Ba NPHONH3HTENHO 2,9 mETH, AUC24 Ha AekcTpopdan, akTHBEAA METAbONMHT Ha JEeKCTPOMETOPdaH,
C¢ NMOBUINABA NMPHONM3HTENHO ¢ 33%.

IIpenoprysa e NOBHIIICHO BHUMAHME, KOI'aTO C€ MPUIAra ¢ JICKAPCTBEHH MPOAYKTH, KOHTO C€ aKTHBHPAT
uan Metabonnsupar oT CYP2D6 n no-crneuuanHo nekapCTBeHU MPOAYKTH ¢ TECEH TEPalleBTHUEH HHIEKC,
TpsbBa na ce OOMHCIN HaManABaHe Ha [03aTa HA JIEKapCTBAaT@ ¢ TECEH TEpaneBTHYEH HMHIEKC,
merabormsupann oT CYP2D6. Ilpumepr 3a nexapcTBeHM MpOAYKTH, MetabomusupaHHn ot CYP2D6,
BKIIOYBAT METONPOJION, NPONPaHONON, JCIUIIPaMMH, BeHIa(akCHH, XaIONMEpHAON, PHCICPHIOH,

nponadenoH, ¢aeKaHHNI, KOACHH, OKCHKOAOH H TpaMaao (TIOCNCAHUTE TPH JICKAPCTBCHH IIPOAYKTa CE
Hyxpast oT CYP2D6 3a oOpaszypane Ha akTHBANTE 1M 00e3abonaBamu MeTabonmmmy).

B mpoyusane ¢ CYP2C8 Ha nexapcTBeHH B3auMOACHCTBHA NpH 3ApabH HHANBHIM, AUC Ha NMHOTJIMTAa30H
e noprmeHa ¢ 46%, a AUC Ha M-Il u M-IV, akTHBAHTE MeTA0ONHTH HA MHOIIMTA3OH, € TOHMKEeHAa ¢ 1o
10%, xoraTo IHOMIHTA30H ce NMpHaara 3aegHo ¢ eauHuuna joza 1 000 mg abuparepoHoB auerar.
IMaupeHTaTe TPA6Ba Aa OBAAT HaOMOAABAHH 33 MPH3HALM HA TOKCHUHOCT, CBBP3aHH CHC CyOCTpaT Ha
CYP2C8 c TeceH TepaleBTHYCH HHACKC, 4KO C¢ H3MON3BAT €THOBPEMEHHO. IIpHMEpH 3a NEKAPCTBEHH
nponyktu, Metabonmsupakn ot CYP2CS8, BKMOTBAT MHOMTIMTA30H M penarauHui (BX. To49ka 4.4).

In vitro ocHoBHHTE MeTaboiuTH abHparepoHoB cyndar H N-okcun abupatepoHoB Cyndar HHXHOHpar
TpaHcmoprepa Ha uepHompoOHoto saxpBamaHe OATPIB]1 ¥ karo cinencteHe Morar Aa Ce MNOBHIDAT

KOHIICHTPALIMHATE HA JEKAPCTBEHHTE NPOAYKTH, KOMTO ce eMMMHHHpaT 4pe3 OATP1B1. Hama Hanu4HH
KAMHUYHH JAHHH, IOTBBPKAABAINH B3&AUMOACHCTBHETO, OCHOBABAIIIO CE HA TPAHCTIOPTEpa.

IIpunooicenue ¢ npodyxmu, 3a Koumo e useecmuo, ye yowincasam QT unmepeana

Teit KaTo NEYCHHETO C AHAPOreH-ACMPHBAIHOHHA TepamHas MOxe Aa yawbkH QT HHTepBana, ce
npernopepuYpa MOBHIICHO BHUMAHME INMpH MpunaraHe Ha AOuparepoH PapmacalfbHC C JIEKapCTBEHH
NpoAykTH, yawkasamm QT wHTEpBana, wid JNEKapCTBEHH NPOAYKTH, KOMTO MOrar [a IpeAH3BHKAT
torsades de pointes, xaro knac IA (1.e xurnnHH, Am3omupaMua) K xnac 111 (ranp. aMHOIapOH, coTanod,
noderunua, HOYTHIHA) &HTHAPHTMHYHHM JIEKAPCTBEHH TMPOAYKTH, METaioH, MOKCHQIIOKCAIMH,
AHTHTICHXOTHLM M T.H.

ITpunooiceryue CC CRUPOHORGKMOH

COMpOHOJNIAKTOH €€ CBBP3Ba C AHAPOreHHHTE PpeUenTOpM M MOXE Jjha TOBHMINH HHUBATA Ha
npocratHocnenuuumg anTHreH (PSA). [Ipunoxenuero ¢ AGuparepoH DapmacalfbHC He C€ MPENophYBa
(BX. TOMKA §5.1).

4.6 PepTHaNHTeT, lpeMEHBOCT H KbPMEHE

XeHuu €H
HaMa nanau 3a ynorpebara Ha dOmparepon mnpH OpeMEHHH XKEHH H TO3H JICKapCTBEH
NpeIHa3HAaueH 3a ynorpeda Ipu xeHH ¢ AeTepoacH NOTCHLHAN,




YnorpeOaTa Ha MMPe3ePBATHB € 3aTB/IKHTENHA, KO MALMEHTHT UMa CEKCyaleH KOHTAKT ¢ OpeMeHRa KeHa.
AKO MaLMEHTHT HMA CEKCYAIEH KOHTAKT C )KEeHa C AETePOAEH NOTEHIHAN, TPEICPBATUBLT € 3aTb/KHTC/ICH

3a€JHO C Ollte eAMH eEeKTHBEH METO 3a KOHTpALICNLHA.

[TpoyuBaHHATA NMPH KHBOTHH NOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (BX. TOYKa 5.3).

BpemeHHOCT
AGuparepon PapmacallbEC HE ce YNoTpeOABa NpH XKCHM H € NPOTHBOMOKA3AH IPH CHH, KOHTO Ca

OpeMeHHH WIH € Bb3MOXHO J1a ca OpeMerHH (BX. TOUKH 4.3 H 5.3).

KspMmeHe
AbuparepoH ®apMacalfbHC He € MpeAHa3HaqeH 3a ynorpeba npH sxKeHH.

DePTHNNTET
AOHpaTepoH NOBIHABA (EPTIIMTETA OPH MBXKH M JKEHCKH IUTbXOBE, HO TE3H €(eKTH ca HATWIHO
obparumu (BX. TOYKA 5.3).

4.7 EdexTn BBpXYy cnocobHocTTa 38 WwodupaHe v pabora ¢ MALIHHH

Abuparepon ®apmacaifbHC He MORNMABA HIM NOBIHABA MpeHeOpexnMo cnocoGHOCTTa 3a modupane H
paboTa ¢ MaIIMHH.

483 Hexenanu AEKAPCTBEHH PEAKUEH

[TIpy aHaMM3 Ha HEKENaHHTe peakuu® B KoMOHHHMpaHH npoyusanua ®a3za IIl c abupareponos
(dapmacalflbHC HEXENaHWTe peakiHy, Habmopasany npu = 10% or nauMeHTHTE, ca nepHdeped enem,
XHIIOKAIMEMHA, XUIIEpTOHHA, MHOEKIHA HA IHKOYHHUTE ITHTHINA U NOBHIIEHA CTOHHOCT HAa alaHHH
aMHHOTpaHC(epa3aTa H/WIH NOBHINEHA CTOHHOCT Ha acnapraT aMUHOTpaHcdepa3ara.

JIpyTH BaXXKH HeKelMaHH peaklMHM BKIIOYBAT CHPACYHM HApYIUICHHUSA, XCMATOTOKCHYHOCT, (QpaKTypH H
aJIEPrUdeH ABEOJTHUT.

AOluparepoH ®apMacalfbHC MOXE A3 NMPeAH3BHKA XHIICPTOHHA, XHITOKATHEMHA H 38 bPXKaHe Ha TEMHOCTH
karo (hapMAKORMHAMHYHO CJIEACTBHE OT HErOBHSA MCXAHM3I®M Ha Jeiicteue. B nmpoyusanwnsa Paza III
OYaKBAHHTE MMHEPANKOPTHKOMIHH HEXENaHH pEakiMM ca HabmioaasaHW NO-4e€CTO NMpPH MNALHEHTH,
NIeKyBaHH ¢ a6HpAaTEPOHOB ALIETAT, OTKOJKOTO IPH MAlHeHTH, JIEKYBaHH ¢ IUTauebo: xunokannemna — 18%
cpemy 8%, xuneprouna 22% cpemy 16% M pecnexTHBHO, 3agbpXaHe Ha TEIHOCTH (nepuepeH egem)
23% cpemy 17%. Ilpu maimeHTH, JNeKyBaHu ¢ a0HpaTEpOHOB RLIETAT, CIPAMO MAIHEHTH, JIEKYBaHH C
mnaiebo, ca Habmopasaun: CTCAE (Bepcua 4.0) ctenenH 3 M 4 xunokanuemus npd 6% crpamo 1%,
CTCAE (sepcrs 4.0) cTenes 3 u 4 XuneproHua npu 7% cnpamo 5% u creneHy 3 M 4 3anbpXaHe Ha
TeqHOCTH (mepndepen enem) cworBeTHO npm 1% cnpaMo 1% or napueHtnre. Karo wmano
MHHEPATKOPTHKOHAHHATE peakliMM MOTaT Aa C€ ORIANABAT YCIIEITHO C ICKAPCTBA.

EnHOBpEMEHHOTO NMPUIOKEHNE HA KOPTHKOCTEPOHIH BOAHM 10 HaMa/lfBaHE HA YECTOTATA M CTENCHTa Ha
Te3U HEXKeJIaHH peaKkuny (K. Touxa 4.4).

Tabmue bK HA HEX AKI[HY
B npoyusaHHA ITPH NAIMEHTH ¢ HAIPEAHAA MECTACTATHYCH KAPUMHOM HA MpocTarara, JeKysann ¢ LHRH
WJIH JIEKYBAHH MIpeJH TOBA ¢ OPXHEKTOMMA, a0HpaTepoOHOB aleTar ce nmpunara B Ao3a ot 1 000 mg gHeBHO
B KOMOHHALIMA C HHCKA 1033 NPeAHW30H WIH IPeXHU300H (WK 5, 1K 10 mg nHEPHO B 3aBHCHMOCT OT
HOKA3aHHETO).
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MHoro gectu (> 1/10); yecta (3 1/100 no < 1/10); seuectn (> 1/1 000 po < 1/100), peaxu (= 1/10 000 no
< 1/1 000); MuorO peaxu (< 1/10 000) u ¢ Hen3BecTHA yecToTa (OT HANNMYHUTE NAHHM HE MOXe Ja Onae

HAIIpaBeHa OLCHKA).

Ilpu BCAKO IpYMHpaHe MO YECTOTA HEXKEIAHWTE JIEKPCTBEHH PeaklHH ¢a H30pOeHH B HHU3XOAANI pen no
OTHOILICHHE HA TAXHATA CEPHO3HOCT.

Tabauna 1: Hexenannm peaxunH, Ha610JaBaHH B KIHHHYHH QNpPOYYBAHAS H  OT
NOCYMAPKETUHIOBHS ONHT

CHCTeMO-OpraHen Kiac HexenaHa peaxknsg B YeCTOTa

Hudexuyud 1 HHDECTALHH MHOIO HecTH: HHQCKUHMA Ha IMHMKOYHHTE NIHTHINA
YECTH: CENCAC _
HapymenHns HR HMYHHATA CHCTEMA C HEH3BECTHA YECTOTA: AHADHIAKTHIHH PEAKIHH

HapymeHHs Ha eHIOKPHBHATA CHCTEMA | HeueCTH: HAAOBOpeuHa HOAOCTATHYHOCT
Hapymienns Ha  Meraloam3Ma M | MHOTO YSCTH: XHIOKAIHEMHA

AREHETO _ YeCTH: XHIePTPUTTHLICPHAEMHA .
Chpaeund HaPYIIeHHR YeCTH: CHPACTHA HEIOCTATAYHOCT*, CTEHOKApAMS,

MPEACHPAHO MBXKACHE, TAXHKAPAHA
HEYeCTH: APYTH APUTMHH
¢ HEH3BECTHA 4ecTora: HMHpapkT Ha MHoOKapja,

yanokasase Ha QT uHTepBana (BX. TOUKH 4.4 ¥ 4.5)

ChA0BH HapylIeHHS MHOTO YeCTH: XUIl HHA
PecnHpATOPHH, rpbLIAHH H | peaxy: ajepruyucH anBeonuT"
MEIHACTHRAJHH HAPYIICHHS _ L
CroMaAmBO-YPEeBHE HADYIICHAN MHOTI'0 Y€CTH: AUAPHA

YCCTH. ANCIICTICHA

XenaTo-6HAHSPHHE HAPYILEHHS MHOTO 9eCTH: NOBHIIEHA CTOKHOCT Ha anaHuH
aMHAHOTpaHchepa3aTa WHIH NOBHIUEHA CTOAHOCT Ha
acnaprar aMHHoTpaHcdepazara’
peaxn: GyIMHHAHTEH XCNATHT, OCTpa t:f:plflcul.]:u:oﬁlm1
HENOCTATBYHOCT

HapymeHHS HAR KOXMATA H NOJKOXHATR | 4eCTH: 0OpHB
ThKaH

HapymeHHs HAR MYCKYJ/JHO-CKeJETHATA | HEYECTH: MHOMNATHA, pabAOMHKOJIH3A
I CHCTEMS H CH¢ANHHTEIHATA THhKAH ]

Hapymenna B2 6n0penATe #H NHKOYHATE | 4ECTH: XEMaTypHi
| TLTHIUA

O0mn RapymeHHA H ¢PeKTH HA MACTOTO
| Ha DpRJOKeHHE

— 1

MHOT'0 YeCTH: NepuPepeH eneM

| HapansaBaHHA, OTPABNHES H qecTH: dpakTypn **

YCIAOXKHCHHS, BLIHHKHAJH B DCIYJTAT HR

HHTEPBCHIHH

* CopReqHATA BEJOCTATHUHOCT BXJIKYIBA H 38CTOHHA CHPACYHE HEHOCTARTHIHOCT, NEBOKAMEPHA ANCOYHKUMA H HAMAICHA
¢paxups HA HITIACKBAHE

** QpakTypH BKTIOYBA OCTEONOPO3a H BCHIKE (PPAKTYPH © HIKEOUCHHES Ha NATONOMYHR GPAKTYDH
% CrioBTaHHH CHOGMEREA OT HOCTMAPKETHHTOBMA ONKT

© Mosmmena croftuoct Ha anaruH sMuHOTpanCEPa3aTa W/AIH NOBHIICHA CTORHOCT HA ACTAPTAT AMHHOTPAHCDEPA3ATA BKITIOTES
ypenmdenne H ALAT, yeenmaaenne ua ASAT m aaopama depgoapodna GyHKIRS -




Cnemuure Hexenanu peakiai CTCAE (Bepcus 4.0) creneH 3 ce HalymonasaT IpH NAHEHTH, JICKYBAHH C
abHpaTepOHOB ALIETAT: XHMOKATHeMHA 5%; nrdexiHa Ha MAKOYHHUTE METHINA 2%; MOBUILSHA CTOHHOCT Ha
alaHHH AMHHOTpaHCc(epasaTa W/HWIM NOBMINEHa CTOMHOCT Ha acnaprar aMHHOTpaHcepasara 4%;
xunepronus 6%; ¢paxrypu 2%, nepadepeH eaeM, ChpASTHA HEAOCTATHIHOCT H MPSACHPAHO MBXKICHE —
Beaxa 1%. Xuneprpurnuuepuaemus CTCAE (Bepcus 4.0) cTeneH 3 H CTeHOKapAnA ¢ce HabmoaaBaT npH <
1% or nauperTnre. Mudexmus na rmxounmre mpmia CTCAE (eepcus 4.0) crenen 4, nosumeHa
CTOMHOCT HA anaHHH aMHROTpasHC(epa3aTa /WK NOBHIIEKA CTOMHOCT Ha aCNapTaT aMHHOTpaHCc)epasaTa,
XUMOKANHEMHAS, CHPACTHA HEAOCTATHUHOCT, PeAChPAHO MBXICHE H PPaKTypH ce Halunoaasar npu < 1%
0T NAalMEHTHTE.,

[To-ronsgMa YeCTOTa HA CAYYaNTe HA XMINEPTOHHA H XHIIOKATHEMAA ¢¢ Halimonapa NMpH NOMyNalmuaTa ot
NalHeHTH, TyBCTBHTEIHH KbM XOpMOHAIHA Tepanus (mpoyusase 3011). Xunepronus ce Habmozxaea npu
36,7% OT MONyNAlLMATA MALMECHTH, YYBCTBHTENHM KbM XopMoHartHa Tepamus (mpoyusade 3011), B
cpaBHeHue ¢ 11,8% u 20,2% B npoyqsasud 301 u 302. Xunokanuemua ce Habmonasa mpu 20,4% ot

MOMyJIALMATA NAIMEHTH, YYBCTBHTEJIHK KbM XOPMOHATHA Tepanus (nmpoywusane 3011) B cpaBHeHHE C
19,2% u 14,9% B npoywsanmi 301 i 302 ,

YecTOTATA H TEXXKECTTA HA HEXKEJIAHHUTE JIEKAPCTBEHH PEAKIIHH Ca MO-BHCOKH ITPH MOATPYIHNTE 0T MaUUEeHTH
C H3XOZIEH CKop 2 33 GYHKIHOHANHO CHCTOSHME MO CKanara Ha M3To4WHaTa KOONEPATHBHA OHKONOTHYHA
rpyna (Eastern Cooperative Oncology Group, ECOG), kakTo H IIpH ITAUMEHTH B CTap4ecka B3pacT (= 75
years).

OnxcaHye Ha W30paHH HEXe

Covpoeuro-cv008u peaxyuy

B Tpure npoyusanus ®aza Il ce M3KmOYBAT MALKEHTH C HCKOHTPOIMpaHa XHTNICPTOHMA, KIHHATHO
3HAYMMO CHpIOCUHO 3abondBaHe, MPOABEHO Karo HHGAPKT HA MHOKapAa WIH CIyJaH Ha apTepHalHa
TpoMf03a npe3 TOoCHeAHMTe 6 Mecella, TeXKa HIM HecTabWiIHA CTEHOKApAMS, WIH CbpACYHa
nepoctarsuarocT Knac I1I swnu IV no NYHA (npoyusane 301) wir cxpaeyna HeaocTarbuHoCT Knac Il no
Knac IV (mpoyasanus 3011 u 302), win m3Mepena ¢pakiua Ha H3Tnackpane < 50%.

BCHUKH BKTIOYSHH NalHEHTH (JIeKYBaHH ¢ aKTHBHOTO BemIeCTBO M ¢ IU1anebo) ca JeKyBaHd eJHOBPEMEHHO
C aHApOreH-ACNpHBAIIMOHHA TepanssA, rnaBHO ¢ nmpuioxerne Ha LHRH aHanoid, koATO € CBBp3aHa ¢
aHaber, HHGAPKT HA MHOKAPAA, MO3BYHOCHAOB HHIMACHT H BHE3ANHA CHPAECYHA CMBPT. HecToTaTa Ha
ChPACIHO-CHOBHTE HEXEIAHH peakiMK B npoyuBaHus ®a3a II1 npn nanueHTH, npieMamy adHpaTepoHOB
alleTaT CHPAMO NMALHEHTH, NMpHeMamy nianebo, €, KakTo CleABa: NPEACHPAHO MBXKACHE 2,6% cnpamo
2,0%, Taxukapaua 1,9% cnpamo 1,0%, anruna nekropuc 1,7% cnpamMo 0,8%, cepaeuHa HEROCTATEYHOCT
0,7% cnpamo 0,2% u apur™un 0,7% cnpamo 0,5%.

Xenamomoxcuynocm

XenaToToKCHYHOCT, ¢ nopHmeHH croitHocTH Ha ALAT, ASAT u o6m 6mwmupybun, ce crobinasa npu
nalueHTH NeKysaHu ¢ abHpaTeporoB auerar. Ot KIMHHYHHTE npoy4YBanHa Paza [Il xenaroTOKCHIHOCT
creneny 3 u 4 (Hanpumep yeennuenne Ba ALAT win ASAT ¢ > 5 nmetr Hag ULN unH yBenutieHHe Ha
6wmpy6una > 1,5 me Haz ULN) ce cro6masa npH okoio 6% OT NalHeHTHTe, NPHEMAaH a0HpaTepPOHOB
alieTaT, OOMKHOBEHO Tpe3 IMHEPBHTE 3 Mecela Ciie] HavajoTo Ha JjedyeHHero. B mpoyusane 3011
XeNnaToTOKCHYHOCT creneH 3 win 4 ce Habmopasa npu 8,4% OT NMalMEHTHTE, NEKyBaHH Ch¢ AOHpaTepoH
dapmacaifeac . Jlecer OT NauMeHTHTe, KOHTO ca MpHeMand AOupatepoH @apMmacaifbHC , ca
NpPEyCTAHOBWIH YYUACTHMETO CH B IHPOYYBAHETO IMOPAAH XCMATOTOKCHYHOCT, XBaMa C€a MONYTHIH
XEMaTOTOKCHYHOCT CTeneH 2, IeCTHMa — XeNaroTOKCHIHOCT CTENeH 3 M JpaMa — XEMaTOTOKCHYHOCT
crened 4. B npoy1sane 3011 HIMa CMBPTHH CNTy4aH Ha MANHCHTH BCIACACTBHE HA XENMATOTOKCHIHOCT. B
KIMHHYHKTe npoyusaHus @asa Il ysenwuenne Ha CTOMHOCTHTE Ha 9epHOAPOOHMTE (YHKLMOHATHH
NOKA3aTeH € NO-BEPONTHO Aa ce Habmoaapa NpH MAIMERTH ¢ NOBHILECHH H3XOMHH CrolBOCTH Ha ALAT
wiu ASAT, OTKONKOTO NPH TaKKBA ¢ HOPMAIHH H3XOAHHU crofiHOCTH. Koraro ce HabmoaaBa yBenHieHHe
na ALAT wint ASAT > 5 mbTi Hag ULN st Ha GuwnpyOuH > 3 meTH Hajg ULN, npueMsT Ha abHpaTepoHOB

cTONHOCTHTE Ha YepHOAPOOHHTe QYHKIMOHANHH TI0oKa3aTeny (BK. Touka 4.4). IIpn Tesn

¢ HOpMATHa H3X0AHA YepHOApoOHa byKuus ce Habmonasa ysenndenne Ha ALAT n AS
Han ULN u ysenuuenne Ha Gummpybuna ¢ 2 ao 6 mpte Han ULN. Cnexn c
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qepHOAPOOHKTE PYHKIIMOHATHH NMOKA3ATENH Ca C¢ HOPMAIM3HPAIH 1 NPH JBAMATa NALUMCHTH, & ¢IHHHAT
OT TAX € MOMIOKEH Ha MOBTOPHO Nedenne cbe AGuparepon QapmacaiisHC 0e3 HOBO MOBMIIABAaHE HA
croitHocTnTe. B mpoyusane 302 nosumapane Ha croitHocTHTe Ha ALAT m ASAT crenen 3 u 4 ce

Ha6monasa npu 35 (6,5%) mauMeHTH, eKyBaHH ¢ aOUpaTepOHOB aLICTAT.

[TosMmmeHHTE CTONHOCTH HA AMHHOTPRHCHEpa3aTa ca ¢¢ Fb3CTaHOBIIH 10 HOPMATa ApH BCHYKH NALHEHTH
C M3KTIOYCHHE Ha TpuMa (fBaMa ¢ HOBM MHOroGpo#iHu wepHOApoOHM METacTasH M 1 ¢ MOBHILNEHH
crofiHocT Ha ASAT 6nu30 3 cemMuum cies mocHegHaTa 10338 aOHparepoHOB alEeTaT). B KAMHHMHH
npoyusanua ®a3a I1I 3a npeycranopABase Ha JICYCHHETO B PE3YNITaT HA NOBHINEHH CTOMHOCTH Ha ALAT
u ASAT wm a6HopMHAa uepHOApoOHa QyHkmMA ce cpobmasa npH 1,1% OT nmalmMeHTHTe, JEKYBaHH C
aGuparepoHOB aueTaT # mpH 0,6% OT MaLHEEHTHTE, JIEKYBaHH ¢ Iw1aneto; He ce CHOOIABAT CMBPTHH CITy4aH
B Pe3yJITAT HA XeIATOTOKCHYHOCT,

B KIMHMYHE NPOYYBAHHMA PHCKBET OT XENAaTOTOKCHYHOCT € HaMaleH C H3KMIOYBaHeTO OT y4YacTHE Ha
NaUMEHTH ¢ XeMaTHT Ha M3XOAHO HHBO WIH aOHOPMHH CTOMHOCTH Ha QYHKUMOHAIHWTE YCPHOAPOOHH
nokasareny. B npoyusane 3011 maupenTute ¢ H3xoany croifHocTH Ha ALAT u ASAT > 2,5 nsTH Han
ropHata rpaunua Ha HopMara (ULN), 6wmpy6un > 1,5 nptd Ham ULN Win Tesd ¢ akTHBEH HIH
CHUMITTOMATHYCH BHPYCEH XCNATHT WIM XPOHHYHO depHOApobHO 3a0ondBsaHe, aCUMT WIH HapyeHHd Ha
KPbBOCBCHPBAHETO BCAEACTBHE HA YepHOAPoOHA AHCOYHKIMA ca H3KMOYCHH OT ydacTHe. B mpoyuBaHe
301, ca M3KMOYCHH MAUHEHTH ¢ H3XOXHH croifnocrd Ha ALAT m ASAT = 2,5 meta Hag ULN npu
OTCHCTBHE Ha YepHOApoOHH MeTacTasy, Wik > 5 mbTH Hax ULN npr Hanu4Me Ha Y4epHOAPOOHH MeTacTasH.
B npoyusane 302 He ce HOMYCKAT NALMEHTH ¢ 9epHOAPOOHU METACTA3M, & TE3H C H3XOJHH CTOHHOCTH Ha
ALAT u ASAT > 2,5 metd Han ULN ca maxmoueHd. AGHOPMHHMTE CTOMHOCTH Ha 4YepHOIZpoOHMTE
(hyHKUMOHATHH NOKA3ATETH, POSBABWIM C€ IIPH NALMEHTH, YHaCTBAIIH B KIHHWIHH NPOYUBaHHS, ca OWIH
CTPOTO KOHTPOJIMPAHH, KATO C€ € H3HCKBAJIO NMPEKHCBAHE HA JICYEHHETO M C& € JOMyCKano NMOBTOPHO
JICYEHHE CAMO CJIE]] KaTO YepHOAPOOHUTE QYHKIHOHAIHH NIOKA3ATENH NPH NALMEHTHTE C¢ Bb3CTAHOBAT A0
H3XOAHHTE (BX. TOUKa 4.2).

[Mammentn ¢ ypeamdenne Ha ALAT wm ASAT ¢ > 20 meTn Hag ULN He ca jiekyBaHH NOBTOPHO.
Be3onacHOCTTa Ha NOBTOPHOTO JIEYEHHE NPH TE3H MANHEHTH HE € H3BSCTHA H HE € H3ACHEH MCXaHH3MBT
Ha XeNnaToTOKCHIHOCT.

C Ha [TOJO HEXCSIaHH

CrofmaBaHeTo Ha TOZO3HPaHH HEXENIAHM PEeaKlHH clief] paspeniasaHe 3a ynoTpeba Ha JieKApCTBEHHA
NpOAyKT ¢ BaxkHO. TOBA NO3BONABA Aa MPOABDKH HaGMONEHHETO HA CHOTHOMEHWETO MOJN3a/PHCK 34
NEeKapCTBEeHHA NPOAYKT. OT MEMHULMHCKHTE CHCLMATHCTH Ce H3HCKBA J1a ChoOmABAT BCAKA MOAO3HpAHA
HEXENaHA PeaKLa Ypes:

HanmbaHUTENHA arcHIMA Mo IeKapCcTBaTa
ya. ,,JamsaH I'pyes” Ne 8

1303 Codusn

Tel.: +359 2 8903417

yebcalit: www.bda.bg

4.9 Ilpeao3npane

JlanuuTe 32 Npeno3npaHe Ha AOupaTepor dapmacalfbHC NpH XOpa ¢a OrpaHHYICHH.

Hsama cnieunduueH aaTHaoT. B cimyqait Ha peaosupase NPRIOKECHHETO TPAOBA BPEMEHHO A Ce IPEKBCHE
B Jia ce nmpeanpHeMarT oOuvadHMTe MOAABPXKAINM MEpPKH, BKIIOYBAINH MPOCICIABAHE 33 APHTMHH,
XHMOKANMEMHS H 38 MPH3HALM M CHMNTOMM HA 3agbpkaHe Ha TeYHOCTH. YepHoapob
TpaOBa 12 ce OLEHABA,
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5.  @OAPMAKOJOI'HYHH CBOUCTBA

5.1 @apmaxkoJHHESMHAYHH CBOHCTBA

dapMakoTepaneBTHYHA Ipyna: €HIOKpMHHA TepamHi, APYTrH XOPMOH&IHH AHTAaroHMCTH H CPOIXHH
cpeacrra, ATC xon: L0O2BXO03

MexaHnsbm Ha JeCTBHE

AGHpaTepoHOB alLETAT ce MpeBpBINA i vive B abHpaTepon — HHXHOMTOP HAa AHIpPOreHHaTa OHOCHHTE3A.
KonxperHo abupaTepoH HHXubupa cenekTHBHO neficTBHETO Ha eH3HMa 170-xnapoxcriaa/C17,20-amasa
(CYP17). To3u eH3uM ce eKcrpecHpa B H € HeoOXoAuM 3a aHjporeHHaTa OKOCHHTE3a B TECTHKY/IapHaTa,
Hanbu6pedHaTa ¥ npocTaTrHara TyMopHa TekaH, CYP17 karanu3upa npespbRIaHEeTO HA NPErHEHOMOH U
MPOrecTEpOH B MPEKYPCOPH HA TECTOCTEPOH, CBOTBETHO B nexHapoenuaHapoctepoH (IXEA) u
aHAPOCTEeH 1HOH ape3 1 7a-xmapoxcrwmpane | pasuensane Ha C17,20 spuakara. HaxuGupanero Ha CYP17
CBIIO BOAM A0 3aCHICHO NMPOH3BOACTBO HA MMHEPANKOPTHKOMIH OT HaAOLOpeUHHTE %/Ie3H (BXK. TOYKA
4.4).

AHOpPOTeH-IyBCTBUTE/IHUAT NPOCTATCH KApIMHOM OTTOBapA HA JIeYeHHe, KOCTO HAManABa HHMBaTa Ha
aHAPOTeHHTE. AHAPOTeH-ICNPUBALIMOHHUTE TepanuH, karo Jedenne ¢ LHRH aHanosn mwin OpXHEKTOMH,
HAMAINBAT I[MPOM3IBOACTBOTO HA AHAPOreHH B TECTHCHTE, HO HE 3ACATAT TAXHOTO IMPOM3BOACTBO OT
HanOBOpeYnnTe XKIe3H WiH B TyMopa. JleueHnero csc AGuparepoH dapmacaltbHC HaMaIsBa CEPyMHHA
TECTOCTEpOH [0 HEOTKpHBacMH HHMBa (IpH M3MOM3BAHE HA MPERIaraHHTe HA NMa3apa rOTOBH TECTORE),
KOraro ce npunara eqHoppeMmenHo ¢ LHRH anano3u (Wi opXHeKTOMHA).

DapMakOAHHAMUIHY edexry
AGHparepoH AlETAT IOHIDKABA CEPYMHMA TECTOCTEPOH W APYrH aHAPOreHH IO HHBA, NMO-HHCKH OT
nocrurHarure ¢ npunarade Ha LHRH anano3s caMocTodTe/IHO HIIH NPH OPXHEKTOMHA. ToBa € pesynrar

OT CeJIeKTHBHOTO HHXMOHpaHe Ha emsuM CYP17, HeoOxonuMm 3a anpaporeHHara 6uocHHTe3a. PSA cimyxu
KaTo GHOMapkep NP MAMEHTH ¢ KAPLHHOM HA Mpocrarara. B wiHHHYHO mpoy4saHe Pasa III mpn
nalMeHTH, T0KA3a/TH HEyCheX KbM NPeaXxoIHa XUMHOTEepallia ¢ TakcanH, 38% OT naumeHTHTe, JeKyBaHH
¢ abupaTepoHoB aleTaT, cpemy 10% OT mauMeHTHTE, IeKyBaHH ¢ ruianefo, ca nokaswm MHHEMYM 50%
crian CrIpAMO M3XOAHHUTE HHBA Ha PSA.

KnuuwgHa edHKacHOCT ¥ 6€30NACHOCT
E¢dHUKACHOCTTA ¢ YCTRHOBEHA B TPH PAHAOMH3IHPaHH, NNaLc00-KONTPOIIAPAHH, MHOTOLICHTPOBH, KIHHITHA
npoyqsarus ®aza Il (mpoyssarma 3011, 302 u 301) npu naumenTd ¢ mHSPC u mCRPC.

[Tpoyusare 3011 BrmoYBa nauMeHTH ¢ HoBoxaHarHoctvimpan mHSPC (B paMkuTe Ha 3 Mecena ciel
PAHAOMM3IUPAHETO), KONTO HMAT BHCOKOPHCKOBH NPOTHOCTHYHH (akTopH. BHCOKOpHCKOBATA MPOrHO3a ce
OnpeacIs KaTo HAMHYME HA MHHMMYM 2 OT ciacanuTe 3 puckosH dakropa: (1) ckop no Gleason = 8; (2)
HATMIHE HA 3 WIH MOBEYe JIC3HH NPU CKAHMpPaHEe Ha KOCTHTE; (3) HaiM4Me HA H3MEPHMH BHCLIEPATHH (C
M3KTIOUeHRe Ha 3aboaBane Ha TMMGOHHTE BB3H) MeTAcTa3H. B akTHBHOTO paMo adHparepoHOB aLeTaT Ce
npunara ¢ A03a 1000 mg aHeBHO B KOMOHHALMA ¢ HHCKA J038 NPEAHH30H 5 Mg BEAHBK AHCBHO B
nomenHeHHe KbM ADT (aronnct Ha LHRH WM OpXHEKTOMHSN), KOETO € CTAHNAPHOTO JICYCHHE.
[MaupeHTHTE B KOHTPOITHOTO pamo nonyuasar ADT u muiane6o kaxro 3a aOHpaTepoOHOB alIeTaT, Taka M 34
npeaHu3oH. B npoydsade 302 ca BRTIOYCHH NALHEHTH, KOATO HE CA JIEKYBaHH C JOLIETaKCedl, 4 B Npoy*iBaHe
301 — nauMeRTH, MPEMHUHAIH MPEAXOAHO JieveHHe ¢ goueraxcen. [TlarmenTute ca npuemany LHRH ananor
MJTH ca TPEMHEHANH JIeYeHHe ¢ OPXHEKTOMHA. B rpynaTa Ha akTHBHO JedeHHe abuparepoHOB auerTar ce
npuiara B 103a ot 1 000 mg JHEBHO B XOMOHHAIMA ¢ HHCKA 033 NPEAHK30H HIH MPEIHH30N0H 5 Mg /Ba
NBHTH QHeBHO. KOHTPONHHTE NAIMEHTH NOMYyYaBar maneo 1 HHcKa 033 NPEAHN3OH HIH NPEAHH30JI0H 3
mg B4 ITbTH JHEBHO,

[IpoMeRHTE B CepyMHHTE KOHLICHTpPAaLMH H& PSA He BHHAar# roBopAT 3a
BCHYKH NPOYYBaHHUA ¢€ MPENOPHUBa NALMEHTHTE Ja OCTaHAT Ha JICHCHHUATa,
70 MIOCTATAHE HA KPHTEPUMTE 32 NIPEYCTAHOBABAHE, NOCOYCHH HO-0ITy 34 BC
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B HMTO €QHO OT NpOYHUBAHWATA NpPUIAraHeTO Ha CIHMPOHOJAKTOH HE ¢ paspeIcHO, Thii KaTO
CIIHPOHONIAKTOH C€ CBBP3Ba ¢ AHAPOICHHUTE PELICITITOPH H MOXKE /la NOBHIIA HUBATA HA PSA.

[Tpoyqasane 30 AUHEeHTH ¢ HOBOJMAIHOCTHIIMPAH BHCOKODHCKOB MLt

B npoyusase 3011 (n=1199) MeamaHaTa Ha BE3pacTTa HA BKIIOUCHHTE NALHEHTH € 67 roguuA. bpoAart Ha
NaUMeHTHTe, NEKYBaHH ¢ aGMpaTepOHOB aueTaT Mo pacosa rpyna e Gemu 832 (69,4%), asuarud 247
(20,5%), 4epHOKOXH WiH adppoamepukaHiy 25 (2,1%), apyru 80 (6,7%), nen3secHa/He ce crobiana 13
(1,1%) ¥ aMEpHKAHCKA HHAWAHLIA WIA KOPEHHO HaceeHHe Ha AJIACKa (0,3%). CxopsT 38 QYHKLHOHATHO
cherogune ne ECOG e 0 mnn 1 npn 97% or namueHTHTe, [laiaeHTire ¢ H3BECTHH METAcTasH B MO3bKa,
HEKOHTPOIHPAHA XANEPTOHNS, CEPHO3HO CHPACTHO 3a00NABAHE HIH CHPCTHA HENOCTATEIHOCT Kiac Il no
NYHA ca m3rmoueHH. [TanpenTHTe, KOMTO ¢a JJeKyBaHH ¢ nNpeAuecTsalia GpapMakoTeparts, Tp9eIeHeHIe
WIH Onepalis 332 METACTaTH9EH PaK Ha MPOCTATaTa Ca H3KIMOYCHH, ¢ H3KIOUCHAHE Ha 0 3 meceua ADT
wiK | Kype NaTHaTABHO OGTEYBAHE WIH XHPYPrH4Ha TepanHA 3a JIeYeHHe Ha CHMITTOMH, MPOH3THYAIIHN OT
MeracTasi. CHBMECTHHTE ITHPBHYHE KpalHH TOukH 3a eduxacHoct ca ofma npexussemoct (OS) u
npexusdeMoct 6ea peTrenorpadceka nporpecus (rPFS). MennanaTa Ha H3XOQHHA CKOP 32 OoIka, H3MepeH
¢ IOMOLITA Ha CHKpaTeHa dopMa Ha KpaTsk BENpocHHK 33 Sonkara (Brief Pain Inventory Short Form, BPI-
SF), e 2,0 KakTo B rpynaTa Ha AKTHBHO JIEI¢HHME, Taka H B IpYyTaTa Ha nmnaneto, OcBeH Upe3 H3MEPHTEIHTE
HA CHBMECTHHTE ITHPBHUHM KpaliHH TOYKH IOJN3aTA € OLeHEHa H ¢ MOMOINTA HA BPCMCTO A0 chburHe,
cBBp3aHo ¢ KocTHaTa cucreMa (SRE), BpeMeTo [0 nocneaBaia Tepantd 3a NPOCTATCH KapLUHHOM, BpEMETO
IO 3aM0YBaHe HA XMMHOTEPAMHs, BPEMETO A0 Nporpechsa HAa Ooskara H BPEMETO A0 NpOrpecHd Ha PSA.
JleueHHeTO MPOML/DKABA OO NMPOrpecHa Ha 3af0NsBaHeTO, OTTENIARE HA CHITIACHETO 33 y9ACTHE, TIoABATA
HA HEMPHEMITHBA TOKCHUHOCT WIH CMEBPT. [TpesxuBaemoctta 6e3 peHTreHorpadicka Mporpecks ce onpees
KATO BPEeMETO OT PAHIOMHIMPAHETO AO NOABATA HA PEHTIreHOrpadcka MporpecHs WK CMBPT O KAKBATO H
Ja e TpHYHHA. PeHTreHorpajckara MPOrpecHA BKIIOSBA NPOTPECcHi, YCTAHOBEHA 4PE3 CKAHMPAHE HA
KOCTHTE (CBITIACHO H3MEHEHHTe KPHTEpHH Ha paGoTHaTa rpyna 3a npocTareH kapiuHoM 2 (Prostate Cancer
Working Group-2, PCW(G2)) HaH nporpecHa Ha MEKOTBKAHHHTE JIe3HH, YCTAHOBCHa € MOMOINTA Ha KT
win SSMP (ChrIIacHO KPHTEPHH 34 OLIEHKA Ha OTTOBOPA NPH COMMAXU TyMopH (Response Evaluation Criteria
In Solid Tumors, RECIST)).

Habmomasana ¢ 3HasHMMa pa3inka B PFS Mexay TepaneTHIHHTE IPpYTH (BK. Tabmuna 2 H ¢urypa 1).

Ta6aana 2: Tpexupsemoct Ge3 peHTreHOrpadcKka NPOrpecns ~ CTPATHGHNHPAH AHAINI;
Intent-to-treat momyJauns (npoyusane PCR3011)

_ B B I AA-P aanebo
PAHAOMH3HPAHH NAHEHTH 397 602 ]
Crccpbure | 239 (40,0%) 354 (58,8%)

e _ | 358 (60,0%) : _ 248(41.2%)

ﬁ —_— - — — — — -
Bpeme g0 chbutAe(Mecenw) [ 00 | _ _

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

OH (0,0+,410+) | __(0,0+, 40,61) _
p-CTOMHOCTA ‘ < 0,0001 _ N
KoedmmenT Ha pack (95% CI)6 0,466 (0,394, 0,550)

Benexxa: +=ner3ypapano abmoacane, NE=ne Moxe fa Ob0e H3THCICHO. Qlywmuape:mwoﬁaq:mnpomxnmpr
ce caHTAT 3a onpeneyan rPFS cpbarueTo. AA-P=naupenTs, NpueMaTH aGuparcpoH aueTaT H NPEAHHION,

a: p-croffHocTTa ¢ HonydeHa oT log-rank TeCT, CTPATHPRIMPAH HO ECOG cxop 3a $pymxmuonamo cecroansre (0/1 wm 2) n
BHCUEPANHE NIC3HR (THICA WIN HANHYRC).

6: KoedhHIMEMTET Ha PHCK € IIO/Y¥eH OT CTpRTHOHUMpAH NPONOPLHOHANEH Pickos Moael. KoednimenT Ha pHCK <] e B non3a
Ha AA-P.
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@urypa 1: KpuBn Ha Kannau-Maiiep 3a npexxussieMocT 6e3 peHTreHorpagcka mnporpecus;
Intentto-treat nonyaauuns (npoyusane PCR3011)

8

Y
m t""'h---‘.

% Naymerty 6€3 NPOrPecHa AW CMBPT
2

0 4 8 12 16 20 24 28 32 36 40

Meceus cnef paHgoMKINpaNeTO
PHcZOBM RILMSHTH
ASwpareponog auetar 587 53 464 400 353 316 251 177 102 5 21
Nnauedo 602 488 7 29 24 168 177 81 4 77
————t—— AGHDITEPONOS MUTAT - - -+ - - (lnaueBo

HaGnionaBa ce CTaTHCTHYECKH 3HAUMMO nonobpeHue Ha obuiara npexussemoct (OS) B nomsa Ha AAP
mwiroc ADT ¢ 34% noHWwkeHHe Ha PUCKa OT CMBPT B cpaBHeHue ¢ mauebo uioc ADT (HR=0,66; 95% CI:

0,56, 0,78; p<0,0001) (Bx. Tabnuua 3 u ¢purypa 2).

Table 3: O6ma npeXHBAEMOCT HA MALHEHTH JIEKYBAaHH HJH ¢ aGHpaTepOHOB aUETAT HJIH NJiauedo B
npoy4yBaHe PCR3011 (Intent-to-Treat anayiu3)

O6ma npekuBAEMOCT AbGuparepon @apmacaiibHC C MpPeIHH30H [Mnauebo (N=602)
(N=597)
CmbpT (%) 275 (46%) 343 (57%)
MennaHa Ha NPEXHUBAEMOCTTA (MECELH) 53,3 36,5
(95% CI) (48,2, NE) (33,5;40.0)
KoeduuueHT Ha puck (95% CI)’ 0,66 (0,56; 0,78)

NE=He moxe na Obie H3UHCIIEHO
' KoepuHEHTHT Ha PUCK € MOJIy4Y€eH OT CTPaTHQHUHPaAH MPONOPLHOHAIEH PHCKOB MOJI€/1 HA PHCKOBETE.

KoeduuueHT Ha pHcK <1 e B noJsi3a Ha abHpaTepOHOB aLETaT C MPEAHH3OH.
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@urypa 2: Kpusn na Kanaan-Maiiep 3a o0wma npexussemoct; Intent-to-treat momyJaumus
(anaan3 Ha npoyuBaHe PCR3011)

100 -

% INpexupsaeMocT 0€3 CMBPT
S
|

| i I I | | I | |

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

MecewH cliefi paHA0OMH3HPAHETO
PHCKOBH NallHEHTH

AbGupaTepoHOB alIeTaT 597 565 529 479 425 389 351 311 240 124 40 0 0
[name6o 602 564 505 432 368 315 256 220 165 69 23

o

Abupareponos anerar — — — — Ilnanedo

AHAIM3UTE Ha MOArPYNHTE HEM3MEHHO Ca B IM0J13a HA JIeYeHHeTo ¢ abupaTepoHOB aueTaT. EQekTsT oT
neyennero ¢ AA-P Bepxy rPFS u OS B npeaBapuTeNIHO ONpeAeseHUTe MOArpynH € OlaronpusTeH
CHBMECTHM C 00L1aTa nonyJjauus B Npoy4BaHeTo, ¢ u3kiaoueHue Ha noarpynara ¢ ECOG ckop 2, kbaeto
He ce HabOmomaBa TEHAEHLUMS KBM [10J13a, HO MAaJNKHAT pa3Mep Ha u3Baakara (n=40) orpaHu4aBa
W3BJIMYAHETO HAa 3HAYMMO 3aKIIOUYECHHE.

B nombiHeHHe KbM HabmomaBaHOTO nomoOpenue Ha obuara npexussieMocT U rPFS e meMoHcTpupaHa
oa3a OT JIeYeHHEeTO ¢ abUpaTepoHOB aueTar CnpsaMo M1auedo NMpv BCHYKH NMPOCNEKTHBHO ONpEAEICHH
M3MEpPHTEJIM Ha BTOPUYHHUTE KpaHHH TOYKH.

[IpoyusaHe 302 (MaLKUEHTH, KOMTO HE Ca MPOBEXKAATH XHUMHOTEPANHs)
ToBa mpoyyBaHe BK/IIOYBA MAaLIMEHTH KOMTO HE Ca MPOBEXJAIU MPEAXOAHA XUMMUOTEpamnus, KOUTO ca

ACUMIITOMATHYHH WIH C JIEKO U3pa3eHH CUMIITOMH M 32 KOMTO XMMHOTEpamnus BCE OLUE HE € KIWHHYHO
noka3aHa. Ckop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a Haii-nowara 0oska B MOCIEIHHTE
24 yaca e cyeTeHa 3a aCHMIITOMaTH4YHa, KaTo CKOp OT 2-3 c€ CYMTa 3a JIEKO U3pa3eHa CUMINTOMATHKaA.

B npoyusane 302 (n=1 088) menuaHara Ha Bb3pacTTa Ha BKJIIOYEHHMTE MALMEHTH € 71 rOAMHH 3a TE3H,
NleKyBaHU ¢ abUpaTepoOHOB aleTaT IUIIC NMPEeJHU3OH MM NPEeaHH30j10H W 70 roaMHU 32 MalueHTHTE,
JIeKyBaHM C IIanebo IUIOC MNpeAHM30H WIH TNPEJHH30J0H. bposAT Ha MNalMEHTHTEe, JIEKYBaHH C
aGMpaTepOHOB alLleTar, Mo pacosu rpyny e: 6enu 520 (95,4%), uepHokoxu 15 (2,8%), asunarum 4 (0,7%) u
npyru 6 (1,1%). 76% ot nauuenTutTe uMat ckop 0 3a GyHKLHMOHAIHO CCTOSIHUE 10 cKanara Ha M3rouHara
kooriepaTiBHa oHkojoruyHa rpyna (Eastern Cooperative Oncology Group, ECOG), a 24% or
naupeHTuTe— ckop 1 ¥ B aBere pameHa. 50% OT MaLMEHTUTE UMAT CaMO KOCTHH MeTacTasu, Apyrd 31%
UMAT KOCTHM M MEKOTbKaHHM METAacTa3d WM Meractasd Ha JuMpHuTe BB3IH, a 19% unmar camo
MEKOTBKAHHM METACTa3d WiIM MeTacTa3d Ha JIUM(HUTE Bb3IK. [lauMeHTuTe ¢ BUCLEPAIHH METacTasu ca
u3kmoyeHd. ChbBMECTHUTE MBbPBUYHM KpaHH TOYKM 3a e(HKacHOCT ca oblara npexHBIEMOCT H
npexuBseMoctta Oe3 peHtreHorpadcka mnporpecus (rPFS). B pombiHeHHe KbM MOKasaTeauTe 3a
CHBMECTHHMTE MMbPBUYHH KpaiHH TOYKH € OLIEHEHa U MoJ3aTa ¢ NoMOLUTa HA BPEMETO 10 NPUJIOKEHHE Ha

OIMAT Cpellly KapLurHOMHaTa 60Jika, BpeMETO [0 3an04BaHe Ha LIMTOTOKCHYHA XMMHOTEparHs, BpEMETO 10,

pnowaBade Ha ECOG ckopa ¢ > 1 Touka U BpeMeTo 10 nporpecHs Ha PSA ceriagHO KpuUTEpHHTE Ha
paGoTHaTa rpyna 3a npocrares kapuuHoM 2 (Prostate Cancer Working Group-2, PCWG2). JledenusTa no
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NpOy4YBAHHATA CE NPEKPATABAT B MOMEHTAa Ha OYEBMAHA KIMHHYHA Mporpecs. JIedeHMATa MOXKE aa ce
NPEKPAaTAT H B MOMEHTA Ha NOTBbPACHA PEHTreHOrpagcka Nporpecs no NpeLeHKa Ha W3CIEA0BaTENA.
[MpexussemoctTa Ge3 penrreHorpagcka nporpecus (rPFS) € oueHeHa ¢ nmOMOINTAa HA CEKBCHLMANHH
oOpasHu npoyupaHuA cbriiacHo PCWG2 kpHTepHHTE (338 KOCTHM JI€3HH) H H3MEHEHHTC KPHTEPHH 33
OLICHKA Ha OTroBopa npu conuaxu TyMmopu (Response Evaluation Criteria In Solid Tumors, RECIST)

(3a MexoThKaHHH ne3un). [Ipu aHanu3a Ha rPFS e HsnonssaHa LEHTPATHO ChIJIACYBAHA peHTreHorpadcka

OLICHKA Ha MPOTrPECHATA.
B mnaxupanus ananus Ha rPFS npu 401 cayuas 150 (28%) or mauMeHTHTe, JIEKYBaHH ¢ aOHpaTepoHOB

auerat u 251 (46%) ot neKyBaHuTe ¢ wiaue6o ca MMaIK peHTreHorpadcky JOKa3aTeIcTsa 3a Nporpecus
Wi ca nourHany. Habmonaana e 3HaunMa pasnuka B rPFS mexnay TepanepTHYHUTE rpyns (Bx. Tabnuua

4 u durypa 3).

TaGauua 4: I[poyusane 302: [IpexuBsemoct Ge3 penTreHorpadcka NporpecHs NpH NANHEHTH, JEKYBARH
¢ aHpATEPOHOB ALCTAT HIH NIane6o B KOMOHHALMS ¢ OPEAHH3IOH HJIH NPEAHH3ONOH IUIIOC AHAJIOH Ha
LHRH uau npeliecTBAIIA OPXHEKTOMHS .

AGupateponos auerar (N=546) Maanebo (N=542)

IIpexupaemMoct bes
peHTreHorpajcka
nporpecusi (rPKS)

[TporpecHa KM CMBPT 150 (28%) 251 (46%)

Menuana Ha rPFS B MecelH He e nocturHara (11,66; NE) 8,3 (8,12; 8,54)
(95% CI)

_p-croiiHoct* < (0,0001

Koeduipent Ha puck (HR)** |
(95% CI) 0,425 (0,347; 0,522)
NE=He e H3uHc/cHa
' p-cTOMHOCTTA € nomy4ena ot log-rank tect, cTpatnduimpan no wixoaeH ECOG ckop (0 wm 1) ** HR < 1 B nonsa na
afHUpaTepOHOB AUECTaT
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@urypa 3: Kpuen na Kannau-Maiiep 3a npexnssieMoct 0e3 peHTreHorpagcka mnporpecHsi mnpH
NALMEHTH, JeKYBaHH ¢ a6HPaTEePOHOB aLeTAT WM M1aue6o B KOMOHHALMS C NPEIHH30H HIH

npeAHH30J10H IUoc aHaao3n Ha LHRH uin npeamecTsamia opXHeKTOMHS
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% naunenTu 6e3 NPOrpecHn HAK CMBPT
2
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o
0— B ——— . S
0 ] 6 ] 12 15 8
M <45t LB 04 pARLISRY oy @
L= 46 &9 40 164 46 ” 0
Mo  §42 a0 Qo «€O X 3 0
e [lamselo ——— pA

AA= abuparepoHOB auerar

JlaHHW 3a MaUWEHTHTE MpOABIKaBaT Aa ObJaT ChOMpaHW OO AaTaTa Ha BTOpHA MEXIWHECH aHAJIM3 Ha
o6wara npexusseMoct (OS). Penrrenorpadckara oueHka Ha u3cienosarens Ha rPFS, HanpaBeHa Kato
[oCJeIBall aHATM3 Ha YYBCTBUTEJIHOCTTA, € Npe/cTaBeHa B Tabuuua 5 1 ¢purypa 4.

[llecTcToTHH M cemeM (607) MAaLMEHTH ca UMM peHTreHorpadcka Mporpecus Wid ca noynHanu: 271
(50%) B rpynaTa Ha abupaTepoHOB auerat ¥ 336 (62%) B rpynara Ha nnaue6o. Jleuenuero ¢ abuparepoHOB
alleTaT HaMaJsiBa PUCKa OT peHTreHorpadcka mporpecus WK CMBPT ¢ 47% B CPaBHEHHE C miauedo
(HR=0,530; 95% CI: [0,451; 0,623], p < 0,0001). Menuanara Ha rPFS e 16,5 meceua B rpynara Ha
aGupaTepoHOB alleTar U 8,3 Mecela B rpynara Ha riaueoo.

Tab6auua S: MMpoyusane 302: IlpexmBsieMoct Ge3 peHTreHorpagcka mnporpecHs npH MNALHEHTH,
JeKyBaHH ¢ a6HpaTepoHOB aueraT HAH nJjaue6o B KOMOHHAUMA C NPEAHH3IOH HJIH
npeaHH30/i0H maoc anajo3n Ha LHRH nan npeamecrsaimia OpXHeKTOMHS (npn BTOPH
MeXIHHEeH aHAJH3 Ha 0611aTa NPeKHBAEMOCTOLICHKA HA H3CJIe10BaTeIs)

AouparepoHoB auerat (N=546) Mnaue6o (N=542)

IlpexxuBsieMOCT Oe3
peHTreHorpagcka
nporpecus (rPFS)

[Tporpecust uiu CMBPT 271 (50%) 336 (62%)

Menuana Ha rPFS B Meceunu 16,5 8,3
(95% CI) (13,80; 16,79) (8,05;9,43)

p-cToiHOCT* <0,0001

* % 0
lé?)eQmuHEHT Ha puck** (95% 0,530 (0,451; 0,623)
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' p-cTOMHOCTTA € noyyeHa ot log-rank TecT, CTpaTHQULMPaH N0 H3XOAEH ECOG ckop (0 wiu 1) ** KoepHuneHT Ha puck
< ]| B non3a Ha AGuparepon ®@apmacailibHc

@urypa 4: Kpusu na Kamnan-Maiiep 3a npexuBsieMocT 0e3 peHTreHorpacka mnporpecusi mnpH
NaLMHEHTH, JeKYBAHH ¢ abHpaTepoHOB aneTaT HJH niaue6o B KOMOHHAUMS C NPEAHH3OH HIIH
npeaHH30J0H mutoc aHanosn Ha LHRH nam npeawecrsama OpXHeKTOMHsl (MPH BTOPH

MexKAHHEeH aHaKH3 Ha OS-oueHKa HA H3CJ1e10BaTeJIA)
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% natueHTH 6e3 NPOrpecHa unu CMmuLpT

0 3 6 9 12 15 18 21 24 27 30
Meocamx crez pasoosauapanero
AA 546 485 389 311 240 195 155 85 38 9 0
MMnauebo 542 406 244 177 133 100 80 37 14 1 0
-=- Tlnane6o — AA

AA=AOHpaTepOHOB aueTar

TpoBefieH € MiaHMpaH MexauHeH aHanu3 (interim analysis, IA) Ha OS cnex 333 CMBPTHH Ciyyas.
[pOYYBAaHETO € He3aclieneHo C Orie[] Ha 3HAaYMMOCTTa Ha HaOMIoJaBaHMTE KIMHHYHH MOJI3H M Ha
NauMeHTHTe B rpynara Ha miaue6o € mnpeaiokeHo JedeHne ¢ abuparepoHoB auerar. OOmara
NPeXXUBAEMOCT € MO-ABJra Npu aGupaTepoHOB aueTar crnpAaMo wiauedo ¢ 25% MOHMWKEHHWE Ha pUCKa OT
cmspt (HR = 0,752; 95 % CI: [0,606; 0,934], p=0,0097), Ho nanHure 3a OS HE ca NOCTATHYHH W
MEXIUHHUTE pEe3y/ITaTH HEe OTroBapAT Ha MpEABapUTEJIHO ONpejeneHaTa rpaHdua 3a ClHpaHe CbC
cTaTUCTH4YecKa 3Ha4YuMocCT (Bxk. Tabnuua 4). [IpocnenssaHeTo Ha MPEXUBACMOCTTa € MPOABIKHIO CIEA

To3M [A.

[InaHupaHUAT OKOHYaTeNeH aHaiu3 3a OS e npoBe/ieH, Clie/l KaTo ca HaOmoaaBaHu 741 CMBPTHH Cllydas
(cpenHo npocnenssaHe 49 meceua). [lounHanu ca 65% (354 ot 546) OT NALMEHTHTE, JIEKyBaHH C
abupaTepoHOB aueTaT, B cpaBHeHHe cbCc 71% (387 or 542) OT MAaUMEHTHTE, JIEKYBaHH C nnaueoo.
JIeMOHCTpHpaHa € CTaTUCTHYeCKH 3Hayuma OS B nmon3a Ha rpynara, JiekyBaHa ¢ abupaTepoHOB aleTar C
19,4% noHmwxkeHue Ha pucka ot cMbpT (HR = 0,806; 95% CI: [0,697; 0,931], p=0,0033) u nopobpeHue Ha
cpennata OS ¢ 4,4 meceua (abupareponos auerar 34,7 meceua, ninaueo 30,3 meceua) (Bx. tabnuua 6 u
¢urypa 5). Toa nogoOpeHue e AOKa3aHO, BbMpekH 4e 44% OT nalMeHTHTe B rpynara Ha nuauebo ca
NOJIY4YHJIH aOHpaTEepOHOB ALETAT KaTo IOCJIe1Ballia Tepanus.
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Ta6nuna 6: Tpoyusane 302: O6ma npexHBAEMOCT HA MANMEHTHTE, JEeKYBAHH ¢ A0HPATEpPOHOB aueTat
win naue6o B KoMOHHALHA ¢ NPeIHH30H HJIH NPEAHH30JI0H MJIIOC AHATO3H HA LHRH naH npeamecTBalua
OPXHEKTOMHS
AOHpaTepoHOB auerar Maauedo (N=542)
(N=546)
MexaHHEeH aHAJIH3 34
NpexXKHBAEMOCT
CumbpT (%0) 147 (27%) 186 (34%)
MenuaHa Ha npexXuBACeMOCTTa He e nocturHara (NE, 27,2
(mecen) (95% CI) NE) (25,95; NE)
p-croiiHocT* 0,0097
KoeduuueHt Ha puck** (95% CI) 0,752 (0,606; 0,934)
OxoH4yaTeJiIeH aHAJIN3 3a
npeXuBsieMOCT
CmbpT (%) 354 (65%)387 (71%)
MenuaHa Ha oOuara 34,7 (32,7, 36,8) 30,3 (28,7; 33,3)

peXUBAEMOCT (mecewn) (95% ClI)

p-cToHHOCT*

0,0033

Koeduuuent Ha puck** (95% Cl)

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

NE=He e u3uucaeHa

*  p-CTOHHOCTTA € NOJY4eHa OT log-rank TecT, CTPAaTHQHLIMPAH 10 M

**KoeduumeHT Ha pHCK < | B nos3a Ha aGupaTrepOHOB aleTaT

durypa 3:
aperar WJaH mnjauefo B

npeamiecTealla UPIHEHTBMHH, OKOHYATEJIEH AHAJIH3
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AA=AOuparepOHOB aleTar
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KpuBH Ha Kannan-Maiiep 3a NpexXHBseMOCT NPH MALHEHTH,
coMOMHALIMA ¢ MPeIHH30H HJH TMPEIHH3O0JOH ILIIOC ananosn Ha LHRH wnan

Alecezn CTA3 PARACHOTIADLSITO
mmmmmmm:ummm
mmmmximmmmmu

- = [Inauebo —AA

axonen ECOG ckop (0 wm 1)

NeKyBaHH ¢ aGHpaTepoHOB




B nonmbiHeHMEe KbM HAOMOAABAHHTE nogobpenua B 06aTa MpeKUBIEMOCT H tPFS ca neMOHCTpHpaHH
[ION3H Ha JiedeHHeTo ¢ abMpaTepoHOB ALCTAT CHPAMO wiane6o NMpH BCHYKH I10Ka3aTel¥ Ha BTOPUYHH

kpalHH TOUKH, KAKTO C/IeABA.

BpemeTo 10 NPOrpecHs HA PSA chriaacHo PCWG2 KpHTepHHTe: MEIHAHATA HA BPEMETO 10 nporpecHi
na PSA e 11,1 Mecelna 3a NAUMEHTH, MPpHEMAaH aGupaTepoHOB auerar M 5,6 Meceua 3a NAUMCHTH,
npueMamy mianebo (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemero a0 nporpecia Ha PSA
NpUOTH3ATENHO C€ ¢ YABOWNO TPH JICICHHUETO ¢ afuparepoHoB aneTar (HR=0,488). IIpoUcHTLT Ha
[ALMENTHTE C NOTBLpAeH PSA OTrOBOp € NO-TO/IM B Ipynata na abMpaTepoHOB ALICTaT, OTKOJIKOTO B TA3H
na roranebo (62% capamMo 24%; p < 0,0001). [IpH NALKEHTH ¢ K3IMEPHMH MEKOTLKAHHH 3a00NIsIBAHUA C
pabmonasa 3HAYMMO roBrIueH Opoff MHIHH W MACTHHHH OTFOBOPH HAa TYMOpa NpH JIEJEHHETO C
abGuparepOHOB alICTAT.

BpeMeTo A0 NMPRAJIOKEHHE HA OMMAT Cpeilly xaponHoMHATa Goaka: MemHaHaTa Ha BPEMETO hi (o
TPHIOKEHHE HA ONUAT CPEILy GOJIKATA P MPOCTATEH KaplIHHOM MO BPEME Ha OKOHYATE/IHUA aHaNnH3 €
33.4 mecelia NpH NAUMCHTH, NMPHCMAINH aOHpaTepOHOB ALICTAT, & IPH TE3H, MpHEMAaIly mauebo, e 23,4
mecena (HR=0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpeme 0 3anoMbaHe HA HTOTOKCH'HA XHMHEOTepanusa; MeanaHaTa HA BPEMETO JI0 3AI0HUBAHE HA
IMTOTOKCHYHA XAMHoTepamus € 25,2 Mecelad IpH MALHCHTH, npueMamy abHparepoHOB aleTaT H 16,8
Mecela NPy NAIHeHTH, ITPHEMAIIH mwauebo (HR=0,580; 95% CI: [0,487; 0,691], p < 0,0001).

Bpeme 10 BJoIABAHE HA PYHKUHOHATHHA ECOG cxop ¢ > 1 Toika: Mexuanara Ha BPEMETO 10O
anomaease Ha ECOG ckopa ¢ > 1 Todka e 12,3 Mecela npH NMALKCHTH, npueMan aGHPATepOHOB aueTaT
u 10,9 Meceua pA NALMEHTH, TPHEMAITH mnanebo (HR=0,821; 95% CI: [0,714; 0,943]; p=0,0053).
CnenuuTe KpalHH TOYKHM B NPOYIBAHHATA MOKAIBAT CTRYMCTHYECKH 3HAYMMO IPEHMMCTBO B 110J13a Ha
Jie4eHHeTO ¢ abMpaTepOHOB ALCTAT:

OGexrupen 0TroBop: OGEXTHBHHAT OTTOBOP € OMPEAC/ICH XKATO NPOLEHT HA MALHEHTHTE C H3MCPHMO
aGoABaKe, NOJYMIWIH IThIeH WM YacTHYeH OTroBOp CBIMIACHO RECIST xpurepuure (pa3sMepbT Ha
nuM$HHTEe BBIIH HAa H3XOAHO HHBO Tps6Ba Aa € > 2 cm, 38 Jia ce CUMTa 33 TapreTHa ne3us). IIpoLeHTHT Ha
[AILHEHTHTE ¢ HaMepuMOo 3a6oABaHe Ha H3XOQHO HHBO, NOTYHHII 0OeXTHBEH OTTOBOP, € 36% B rpynaTa
Ha aGuparepoHoB anerat H 16% B rpynarta Ha nauebo (p < 0,0001).

Boaks: Jleuenuero ¢ aGHpaTepoOHOB ALETAT 3HAWHMO HAMANsBa pHCKA OT NPOTpecHA Ha CpeAHHA
unTeH3HuTeT Ha Gonkara ¢ 18% B CpaBHEHHE C aue6o (p=0,0490). Meauanara Ha BPEMETO 10 MPOTPECHA
e 26,7 Mecenia B rpynara Ha abupaTepOHOB aleTaT u 18,4 Mecella B FpyNaTa Ha nuauebo.

Bpeme a0 BJoNIABAHE HA FACT-P (061 cxop): JCUCHHETO C abHpaTepOHOB ALETAT HaMa®Ba pACKa 0T
anomasagre Ha FACT-P (o6m ckop) ¢ 22% B cpaBHEHHE C nnaue6o (p=0,0028). MeauaxaTa Ha BpEMETO 10
sromapane Ha FACT-P (06m ckop) ¢ 12,7 Mecena B rpynara Ha aGupaTepoHOB aueTar H 8,3 Mecena B
rpynara Ha mauebo.

Mpovyrage 301 (MAIMCHTH, KOWTO €& MPOBEAANH MPCAXOH XHMHOLL9TLS

B npoyusasie 301 ca BK/IZOUCHH NANMEHTH, JIEKyBaHh npenH ¢ aouerakcen. He ce H3HCKBA Te /13 NOKA3BAT
nporpeckd Ha 3a60ABaHETO PH JICUCHHETO C AOLIETAKCEI, TBil KATO TOKCHYHOCTTA OT Ta3H XHMHOTEpAIIni
MOKeE [a € ZOBeNa KO MPEeKpaTaBaHe Ha JEHCHHCTO. [MauyeHTHTe NMPOLAHDKABAT Ha MPOYYBAHOTO JICHCHHC
10 nporpecus Ha PSA (HOTBBPACHO YBEIHUCHUC € 25% HaJ M3XOMHATA CTOMHOCT/HaAHpa HA nauyeHTa)
JaefHO ¢ perreHorpadcka M CHMNTOMATHYHA WIH KIMHIHHA nporpecus, AchHHHPaHH IO MPOTOKOL.
[MaupeHTy, JIEKYBAHH NpeAd ¢ KCTOKOHA30M 3a pak Ha NPOCTATATA, C& HIKMOYCHH OT MpOy4BAHCTO.
TTspEHYHATA KpaiiHa TOIKA 38 eQHKACHOCT ¢ ofmara npeXxUBIEMOCT.

MenuanaTa Ha BR3pacTTa Ha NALHEHTUTS, YaCTBAIIM B Mpoy4BaHETO, € 69 roaHHH (AHanasoH
bposar Ha nauue , NexyBaHM ¢ a0HpaTepOHOB alIETAT, [0 PacoBH rpyma e OeNH
gepHokoxH 28 (3,5%), asHaTLH 11 (1,4%) u apyrn 14 (1,8%). Enunanecer npoue
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NaldeHTH MMAT cKOp 2 Ha (YHKIMOHAIHOTO ChCTOgHMEe mno ckalara Ba ECOG; 70% nmar
peHTTeHOrpadCKH JaHHH 3a IporpecHs Ha 3aboisaBanero che WM Oe3 mporpecus Ha PSA; 70% ca

MOMYYHIH MPEeOH TOBA €IHA LMTOTOKCHYHA xuMuorepani, a 30% ca nomywwnu ase. Hanwme na
q9epHOAPOOHHK MeTacTaszH UMa npH 1 1% oT nmauHeHTHTE, NeKyBaHM ¢ aDHpaTepOHOB alleTAaT.

CsInacHO IUTAHHPAHHA aHATH3, NpOoBeAeH clied 552 CMBPTHH Ciydasd, ca nourHamu 42% (333 ot 797) ot
nalyeHTHTE, ICKYBaHH ¢ a0HpaTepoHOB aileTaT, B cpaHeHMe ¢ 55% (219 ot 398) ot naumeHTHTE, IEKYBaHH
¢ mnanefo. CraTHeTHdeckH 3HaYMMO noxo0peHre B cpeaHara oflla NpexHUBAEMOCT ce Habmonasa nmpu

naveHTHTE, JIEKyBaHH ¢ abuparepoHos anerat (Bk. Tabmuua 7).

Tabnrua 7;

O6ma npexMBREMOCT HA NANHCHTH, Jexysauy ¢ abupareponos anerar wm ¢ maanebo B

KOMORHAIHE ¢ IPSAHRION WIH NPEAHRIOIOH IUIIOC LHRH ananois WiH ODpeJIIeCTBAIA OPXHECKTOMHS

AGupaTepoHOB SLETAT ILnane6o (N=398)

| - (N=797)

Mspenven AHANTH3 HA
| MpexXUBAEMOCTTA L

CuepTHOCT (%) 333 (42%) _ 219(55%) |

MennaHa Ha MPEKHBAEMOCT (MECELH) 14,8 10,9

(95% CI) (14,1; 15,4) (10,2; 12,0)

p-crofiHocT® < 0,0001

_—— 1

| Koegmumes na puck (95% CI)® 0,646 (0,543; 0,768)

AKTYyaNM3npaH aHANH3 HA

NpEeKHABREMOCTTA

?mp'moc'r (%)

501 (63%)

MenHaHa Ha MPEeXKHUBAEMOCT (MECEH)
(95% CI)

15,8
(14,8;17,0)

| Koepmment sa puck (95% CI)° ‘

274 (69%)

11,2
(10,4; 13,1)

0,740 (0,638, 0,859)

* p-croitHocTTa ¢ nonyuena or log-rank recr, crpamedmmpan no ECOG ckop 38 dynxuronanHo ceerosnie (0-1 cnpamo 2), ckop
ja Gonxa (numca cnpAaMo Hamudpe), Opoft mpemAmHE xypcobe XuMpoTeparmnd (1 copaMo 2) H BHA HA TPOTPECHATA HA
sabonapanero (camo PSA cnpamo perrrenorpadcxa).

b KoeduimenThT HA PHCK € NOAYICH 0T CTPAaTE¢ANMPAH NPONOpIMOHANCH puckop Moaen., Kocdmiment va puck <1 ¢ B noma

Ha a0HpaTePOHOB AlCTAT

BBB BCHYKH BpEeMEBH TOYKH HA OLCHABRHE CNeHd ITBPBUTE HAKOIKO MECella Ha JIeUeHHE MPOLEHTLT Ha
MAUHEHTHTE OCTAHAIH KHBH € [10-BHCOK NPH IIALMEHTH, JTIEKYBaHH ¢ a0HpaTepOHOB ALISTAT, OTKOJIKOTO TIpH
MalMeRTH, NTeKyBaHH ¢ auedo (px. durypa 6).

COuryps 6:Kpaer na Kanaan-Majtep 332 npexsBSeMOCT NPH DanHEHTH, JEKYBAHH ¢ HAM mWwisnefo B
KOMOEEALHS ¢ NPeAHNIOH KM npeaan3onod mnoc LHRH ananoid Wil NpeAulecTBANNS OPXHEKTOMES
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Bpeme po cmuprTa, Meceum
AA 797 736 657 520 282 68 2 0
Nnauebo 398 355 306 210 105 30 3 0

-=-=-Mnauebo —AA

AA= AbupaTepoHOB alerar

AHaIHM3UTE HA NPEXUBAEMOCTTa B MOArPYMUTE OTYMTAT CHOTBETCTBALUM IMOJ3M MO OTHOLICHHE Ha
MpeXUBAEMOCTTA IPH JieueHHeTo ¢ abuparepoHoB auerat (Bx. Qurypa 7).

@urypa 7: O61a NpeKHBAEMOCT I0 MOATPYNH: KOePHUHEHT HA PHCK H 95% A0BepHTe/IeH HHTEPBAaJl
Menuana (Mecemn)
ITpomenmusa I[Monrpyna A A TInaneGo HR 95%Cl N
BCHYKH MAOHeETH Beuuxu 148 108 —— _E " oss (06, 0.79) 1195
Hsxomma ECOG 0-1 153 117 o i 084 (053, 0.79) 1058
)
2 73 7 e T 08 (053, 1.24) 127
Hsxomna BPI <% 162 13 —— E 064 (050, 082) 659
»=dq 125 g4 bt — i 088 (D53, 0895) 536
Bpoii npeMIIER XEMHOTEP. PeXuME 1 154 115 —a— E 063 (051, 0.78) 833
2 14 103 l—‘-—i 074 (053, 099) 362
Tun ma nporpecuATa Camo PSA NE 123 Proeviipr——y i 059 (042, 082) 353
PerTremonorugsEo 142 104 ——i E 069 (055, 084) 832
Bucnepamsu sabon. opu DOCTROBaHEe 714 128 84 l——b——li 070 (052, D.S4) 383
HE 154 M2 —— i 062 (050, 0.78) 842
05 075 1 15
Bnaronpuarcrsa
it S ...

AA= AGuparepoHos aluerat; BPI=Kparsk Cxop na bonkara; C.1.=nosepurenen uurepsai; ECOG=ckop Ha pyHKUHOHATHOTO
CHCTOSIHHE 10 cKanaTa Ha M3TouHa koonepaTHBHa oHkonoruyHa rpyna; HR= koeduument na puck; NE=He noiexu Ha oleHKa

B nomsiHeHHe KbM HabJII0AaBaHOTO NMOf0OpsABaHe Ha 00maTa MpeXUBAEMOCT, BCHYKH BTOPHYHH KpPaiHH
TOYKM HA TPOYYBAHETO ca B Moji3a Ha abMpaTepoHOB alETaT M Ca CTATHCTHYECKH 3HAYUMH ClIEZ
KOpPMIrHpaHe 3a MHOIOKpPaTHO H3CJI€IBaHe, KaKTO Clie/iBa:
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IMauMenTHTe, MOJyUaBaI abUpaTepOHOB ALETAT, TMOKA3BAT 3HAYMTENHO MO-BHCOKA o0mia CTeneH Ha
OTTOBOp 1O OTHOIIeHHe HAa PSA (onpeneneH Karo HamaneHwe ¢ = 50% Or M3XOmHaTa CTOHHOCT) B

CpaBHCHHE C NMALMEHTHTE, NIoTyvasanH ranebo, 38% cpemy 10%, p < 0,0001.

MennauaTa Ha BpeMeTo [0 mporpecus Ha PSA e 10,2 Mecena 3a NallEHTH, JIEKYBaHH ¢ abupaTrepoHOB
atetar u 6,6 MeceLa 3a NMalMeHTH, JeKypaHu ¢ ruiaue6o (HR=0,580; 95% CI: [0,462; 0,728], p < 0,0001).

MennaHaTa Ha NPSXHBAEMOCT 6e3 peHTreHorpadcka nmporpecud € 5,6 Mecela 3a NaUMCHTH, JIEKYPaHH ¢
abupaTepOHOB aleTaT ¥ 3,6 Mecella 32 NALMCHTH, JICKYBaHH ¢ Iuanebo (HR=0,673; 95% CI: [0,585; 0,776],
p < 0,0001).

DBonka

[TpoueHTHT HA MALMEHTHTE C BpeMeHHO o0siekyaBane Ha OONKaTa € CTATHCTHYECKH 3HaYMMO MOBHCOK B
rpynara Ha aGHpaTrepoHOB aleTaT, OTKOJNKOTO B rpynara Ha mnaueGo (44% cpemy 27%, p=0,0002).
[TauMeHT ¢ OTTOBOP Ha NAHATHBHO JeUCHHe Ha GOMNKaTa ce ONMpeead KaTo NAIMEHT ¢ MHHHMYM 30% cnan
OT M3XOJHATA CHJIa Ha GonxaTa npH Hal-BHCOK MHTEH3WTET Ha Honxara 1Mo CKaJMTe 3a KpaThK CKOp Ha
6onkara (BPI-SF) 3a nocneasure 24 gaca 6e3 yBelMUYEeHHE HA CKOpA 334 NMPHIIOKCHHE HA AHAITCTHK,
HabmonapaHa NMPH JBa MOCIEAOBATEHH Nperjiea mpe3 HHTepBaa ot 4 ceAMHIM. Ha aHamm3 3a BpeMEHHO
obnexqaBane Ha GOMKATa Ca NMOANOKEHH CAMO NAIMEHTH ChC CKOP Ha M3xoAHaTa 6onka > 4 1 Hal-Manko
eMH cKop Ha 0OoJKaTa Cliex HAYAAO0TO Ha mpoy4yBaHeTo (N=312).

IMporpecus Ha GoNkara ce Hab/HOAaBa MPH NO-MATEK MPOLCHT OT MALKEHTHTE, JIEKYBaHH C 80HpaTepoHOB
AlLIETAT, OTKOJIKOTO NPH TE3H, JeKyBaHH ¢ mnaue6o, B Meceu 6 (22% cpemxy 28%), Mecen 12 (30% cpewry
38%) u mecen1 18 (35% cpeury 46%). ITporpecus Ha 6oJIKaTa Ce ONpeaeia KaTo yBeMHICHHE OT H3XOAHATA
cuia Ha Gonkara ¢ > 30% nipu Hali-BHCOK HHTEeH3UTeT Ha Gonkara no ckanata Ha BPI-SF mpes usmunanure
24 yaca 6e3 HamMa/BaHe HA CKOPA 38 MPHIOXKEHHE HA AaHANTETHK, HAOMOJaBaHa IPH ABE MMOCNEeA0BATENHH
BH3IMTH HWIH yBenudeHHe ¢ > 30% Ha ckopa 3a NMPWIOKCHHE Ha aHanreTdk, HalmonasaHa NpH ABe
NOCAEAOBATENHM BH3UTH. Bpemero N0 nporpecnd Ha Gonkara Ha 25-4 MepceHTHN € 7,4 Mecena B rpynara
Ha abHMpaTepOHOB aleTaT cpemyy 4,7 Mecena B rpynara Ha moianedbo.

CkenerHo-CBhp3aHK CHOMTHA

CkeneTHO-CBBLP3aHH CHOHTHA ca HaOmoOAaBaHH MpPH NO-MATBLK MNPOUEHT OT NalHEeHTHTE B rpynara Ha
aGHpaTepOHOB ALETAT, B CPABHEHMe ¢ IpyMNara Ha ItaneGo B Mecen 6 (18% cpemry 28%), mecen 12 (30%
cpemry 40%) n Mecel 18 (35% cpemry 40%). Bpemero 0 MbPBOTO CKEIETHO-CBBP3aHO CHOMTHE Ha 25-1
TMEepPCEeHTHI OT rPyNara Ha aOHpaTepOHOB aleTaT € ABa ITHTH II0-ABJITO OT TOBA B KOHTPOJIHATA Ipymna, a
UMeHHO 9,9 Mecena cpeury 4,9 Mecena. CKeNeTHO-CBLP3aHO CLOMTHE ce ONpEAeiA KaTo NaroforHIHa
¢ paxTypa, KOMIpecHs Ha rPHOHATHHA MO3bK, MAIMATHBHO JIbYeI¢HeHHE Ha KOCT HIH ONICPAaIHA Ha KOCT.

IlexnaTpHyHa NOMYNAIMS
EsponeiickaTa areHIus 1o JiekapcTBaTa ocBob0k1aBa OT 3aB/DKCHHETO 33 MPCAOCTaBAHE HA PE3YNITATHTE

OT NMpOYYBAHHATA C AGHPATEPOHOB AllETAT BbB BCHUKH MOArpyNH HA NEAHATPHYHATA NOMyJaund IPH
HanmpegHal KapUMHOM Ha Dpocrarata. Bikre Todka 4.2 3a uHGOpMAlMA OTHOCHO YnoTpeba B

NeXUATPHATE.
5.2 OapMaKOKHHETHYHH CBOHCTBS

dapMakOKHHETHKaTa Ha a0HpaTepoH & NpoydeHa Clie/l NPUIoXKeHHe Ha a0HpaTepOHOB ALICTAT MPH 3/IPABH
JIMNA, MALMEHTH ¢ HalpeAHal METACTATHYEH KAapOHHOM Ha mpocraraTa M Jdua 0e3 KapuwHOM ¢

4epHOAPOGHO WK 636peuHo yBpexaaHe. AGHpaTepoHOB alleTaT 61.p30 ce NPpeBPHIA in Vivo B aOHPATEPOH
~ yHXHOMTOpP HA aHIporeHHaTa OHOCHHTE3a (BXK, TOqKa J.1).

AQcopbuna

IUIa3MEHa KOHUCHTpaUHs Ha afHpaTepoH ¢ MpHONM3UTEIHO 2 Yaca.
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IpanoxkeHHeTo Ha aGKPaTEPOHOB ALETAT C XpaHa, CPaBHEHO ¢ TOBA Ha IajHo, BOAH 110 10-kpatno [AUC]
# 10 17-kparO [Cmax] YBEIHUCHHE HA CPERHATA CHCTEMHA SKCMIO3HLIAA HA aGHpaTepoH B 3aBUCHMOCT OT
CHABPAKAHMETO HA Ma3HMHA B XpaHaTa. [Ipensun oOwgaiHOTO pazHoO0paske B ChAbPKAHUETO H CHCTABA
Ha XPAHWTE, TPHEMET HA aGHPATEPOHOB AlIECTAT C XPAHA MMA MOTEHIHAT AA AOBEAS O MHOTO PA3NHYHH
eKCTiO3MIMM. 3aropa AGuparepod @apmacalizHc He Tpabpa na ce npHema € XpaHa. Tabnerkure
AGuparepon ®apmacaitbHc Tpabpa na ce NMPHCMAT KaTO CAMHAIHA 1032 BEAHBXK AHCBHO Ha TMANHO.
AGupatepon Papmacaiibic Tpa6Ba Ja ce nMpuema MOHE ABA 9aca Ciell XpanCHE M HE TpsaGBa ma ce
KOHCYMHPa XpaHa MOHE eAMH 9ac ciell pueMa Ha AGHparepoH dapMacalbHC. Ta6nerkure Tpadbpa 21a ce
[BIITAT LEeAH ¢ Boaa (BX. Touka 4.2).

Pasnpesenexve
CpppaBaneTo Ha '*C-abuparepoH ¢ ILIA3MEHHTE MPOTEHHH B JOBCIIKATA ILTA3MA € 99,8%. [IpUBBAHHAT

ofem Ha pasnpenenenue ¢ npHGmH3HTenHO 5630 1, XoeTO mMpeanonara, 4e abGHpaTepoH ce pa3npeneis
eKCTEH3IMBHO B NepHPEpHHTE THKAHH.

BuotpasichopMalin

Crnex MepopanHo MpHAOKeHHE Ha 'YC-aGupaTepoHOB auerar moj GOpMaTa Ha KAICYTH abHpaTepoHOB
ALCTAT C€ XHAPOMH3upa A0 abuparepoH, KOUTO cieA TOBa NPETHPIIABA MeTabonu3bsM, BKIIOYBAIL
cyndarupaHe, XHADOKCHIHpaHe H OKHCICHAC 0OpPSAMMHO B HCpHHA mpo6. TonamMa uacT OT
paMOAKTHBHOCTTA B KpEBTa (mpubmmsmrendHo 92%) ce OTKpuBa NOJ ¢opmaTa Ha MeTabGONHTH HA
abuparepor. OT 15 oTkpuBacMH MeraboJMTa, 2 €2 OCHOBHH metabommy, abupaTeponoB cyndar u N-
OKCHJ{ a6upaTepoHOB CyndaT, BCEKH OT KOHTO MpEACTAaBRIABA OKONO 43% OT o0mara paaHoakKTHBHOCT.

EnnMuHADAHE

CpeHHMAT NOTYXKVBOT Ha aGHpaTepoH B IUTA3MATA € TPHOIHIMTENHO 15 yaca BB3 OCHOBA HAa JAHHHTE,
[OIyueHy NpH 34pasH JHuA, CNeX NepopanHo mpuioxerue Ha '‘C-abuparepoHos anerar | 000 mg
npubmusnrenHo 88% OT pagHOAKTHBHATA [03a C¢ PHICTAHOBABA BbB dexanHuTe H 0KONO 5% B YpHHaTA.
OCHOBHHTe ChLeIMHEHHS, KOMTO MPHCHCTBAT BbB (eKanuuTe, ca HEMPOMEHeH abHPATEepOHOB alETaT H
aupaTepoH (CHOTBETHO OKONO 55% M 22% OT NMPIIIOKEHaTa 1034).

HepHo HO

apMakOKMHCTHKATA HA aGMPATEPOHOB AUETAT ¢ W3CJeABAHA NPH NAUMEHH C OpEIIIECTBANIO JICKO HIlH
yMepeHo qepaoapo6Ho yspexaane (croreeTHo Child-Pugh Knac A u B) 1 ipu KOHTPOJIHA I'PyTA OT 34paBy
g, CHCTEMHATA eKCTIO3MIMA Ha aGHpaTepoH cliel eAMHNTHA nepopanHa no3a ot 1 000 mg ce yBenuyasa
¢ mpubmusuTenHo 11% 1 260% CHOTBETHO NPH MALHEHTH C JIEKO H YMEPCHO MPCANICCTRAIO qepHOAPOOHO
yBpexiane. CpeIHHAT MOMyXHBOT HA aGHPATEPOH CE YIBIDKABA 10 OKOJIO 18 gaca mpH NMalMERTH C JIEKO

qepHOAPOOHO YBpexkIaHe | A0 OK0JI0 19 9aca NpH NALMCHTH ¢ yYMEPEHO yepHOAPOOHO YBpEKIAHE.

Ipu Apyro winuTBaEe, GapMaKOKMHCTHKATA HA AGUPATEPOH € H3C/IC/Bata MPH NALMEHTH © PEANICCTBAIO
rexko (n=8) sepHoapobHo yspexaane (Child-Pugh Knac C) u npst XOHTpONIHA IPyTia OT 8 3mpaBu IMuA C
HopManHa depHonpobHa dynkuma. AUC na abuparepor ce¢ ypenwtiasa ¢ npuOma3urento 600% H
¢paKniaTa HA HECBBP3AHOTO JIEKAPCTBO CE YBE/IHYABA C 80% npH MALHEHTH ¢ TEKKXO 9EPHOAPOOHO

yBpekIAHE B CPABHEHHE C NALIMEHTH ¢ HOPMA/IHA YePHOAPOOHA GyHKIMA.

He ce H3MCKBA KODHIHpaHe Ha Jo3ara NpH NALMEHTH C MPeAESCTBAIIO JCKO qepHOAPOOHO YBpeXIaHe,
Wanon3BaHeTo Ha aGHPSTEPOHOB aUETaT TPAOBA BHAMATETHO A2 CC MPELICHABA MPH MAHEHTH C yMEPEHO
4epHONPOGHO yBpexkIaHe, ITPH KOKTO NOJI3ATa ACHO TpAOBa 2a HAIXBBHPIA BEIMOKHHA PHCK (BX. TOYKH
4.2 u 4.4). AGHparepoHOB alleTaT He TpaGBa Na ce H3NON3BA MPH MAHEHTH C TEXKO qyepHOAPOOHO
yBpexIaHe (BK. TOUukH 4.2, 4.3 u 4.4).

IIpn nauMEeHTH, KOMTO Ca PasBHIM XEMATOTOKCHYHOCT MO BpEME HA JICHCHHETO, MOXKCE /a CC HATOKH
NPeKHCBAHE HA JICYCHHETO M KOPHTHpaHe HA 103aTa (BK. TOUKH 4.2 M 4.4).
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Br6peqno yepexzate

QapMaKOKUHETHKATA HA abHpaTepOHOB AllETAT € CPABHCHA NPH MNALMCHTH C TEPMHUHATHA O6r6pedna
HEAOCTATHYHOCT HA CTACHICH PEXKMM HA XEMOJUAIH3A M NPH KOHTPOJIHA IPYTia OT NAlMEHTH C HOPMAIHA
616pevna dhyHKuMA, CHCTEMHATA eKCIO3MLMS HA aOMPATCPOH Cle] eAWHNTHA NePOpaATIHA 1034 OT 1 000
g He CE YBEIHMABA NPH NALMEHTH ¢ TCPMHHATHA 6LOpeuHa HeZOCTATHYHOCT, KOMTO Ca HA JHAIH3A.
IMpsnara€ero Npy namHeHTH ¢ 616pedHo yBpexaaHe, BKIIOYHTETHO H TEKKO Gu0pedHO YBpOXKIaHe, He
M3HCKBA HaMa/IdBaHe Ha Jo3aTa (Bk. To9ka 4.2). O6ave IUNCBA KIIMHAYCH OMMT MMPH NaUHCHTH ¢ paK Ha
NpOCTATATA H TexkKO GB6pedno yBpexane. [IpH Te3H NAUHCHTH Ce NPENOPBIBA NOBHIICHO BHUMAHMHC.

5.3 NpeaxInHEAYHH JaHHH 38 fesonacHocT

B1e BCHYKH NPOYYBAHHA 38 TOKCHYHOCT NPH XHBOTHH HHMBATA Ha TECTOCTCPOH B KpBBTa Ca 3HAYMMO
noHwkeHn. B peaynTar Ha Topa ce HabmoNapa HAMAIABAHE HA TEINIOTO HA OPraHHIC, KAKTO M
MOPGONOrHIHH WIIH XMCTONATOJNOIWIHM NPOMEHM B PENPONYKTHBHHTE OpraHH H HagOs0peqnarTa,
Xumodn3HATA H MJIECUHAaTa *Uiesa. BCHUKM NPOMCHH NOKAa3BaT MHIHA WIH 9acTHIHA oOpaTBMOCT.
[IpoMeHHTE B PENPOXYKTHBHHTE K AHJAPOrCH-UyBCTBHTEIHHTC OpraHd ca B CBOTBETCTBHE C
dapmaxomoruaTa HA aGHpaTepoH. BCHYKH XOPMOHANTHH NMPOMEHH, CBEP3AHH C JIYCHHETO, €2 oOpaTHMH
H/TH OT3BYYABAT Clieli 4-CEAMHYCH NEPHOJ HA BE3ICTAHOBABAHE.

B npoyusaHuaTa 38 (GEPTHIMTETA NPH MBKKH H XKEHCKH IUTBXOBC aOHpaTepOHOB AlLICTAT HAMA/IABA
(hepTHIHTETE, KOETO & HAITKIHO ofpaTHMO 38 4 0 16 CefMMLIM CNEA CIHPAHE HA HETOBHA IPHEM.

B npoyuBaHe 3a TOKCHYHOCT HA Pa3sBHTHETO MPH IUTbXO0BC aGHpaTepOHOB alleTaT NMOBIHABA GPEMEHHOCTTR,
KOETO BXIOUBA MOHIDKEHO TETNIO M NMPEXHBAEMOCT Ha wiofa. Habmonasar ce edexTH BEPXY BHHITHHTE
NOJIOBM OpPraHM, BhpekH 1e a0HPaTepOHOB ALICTAT HE € TCPATOrCHEH.

B Te3su npoyvBaHMA 3a (epTHIMTET H TOKCHIHOCT H@ Pa3BHTHETO, [POBE/ACHH NPH ILTEXOBE, BCHHKH
eheKTH ca CBBP3aHK ¢ GapMakonorHIHoTo AekicTeie Ha aGBpATEPOH.

OcBeH NPOMEHHTE B PENPOAYKTHBRHTE OpraHH, HaO/iOKaBaHH BB BCHIKH MPOYHIBAHHA 33 TOKCHTHOCT
NpH KUBOTHH, HEKTMHUYHHUTE JAHHH HE MOKAa3BaT 0COOCH PHCK 32 XOpa Bb3 OCHOBA HA KOHBCHITHOHATHM
(apMakoNOTHYHH npoy¥ BaHMA 3a 6e30macHOCT, TOKCHUHOCT TIpH MHOTOKPATHO npunaraxe,
[eHOTOKCHYHOCT H KapUHHOT¢HEH NoTeHiMan. AGHPaTepOHOB AlICTAT HE MOKa3Ba KAPIMHOTCHHOCT B 6-
MecedHO MpoydBaHe npH TpaHcreHHn MumkH (Tg.rasH2). B 24-meceuHo npoyvBaHe 3a KapLMHONCHHOCT
NpM [WTEXO0BE, AGHPATEPOHOB ANETAT MOBUINABA 9eCTOTATA HA HHTCPCTUIMANHHTE KICThHK HEOMA3MH B
tecTHcHTe. CIHTA Ce, 9€ TO3M Pe3yITaT € CBbp3aH ¢ HapMaKoIOrHMHOTO ASHCTBHE Ha A0MPATCPOH H HAKOH
0CcoOEHOCTH NPH ILTbXO0BETe. AGHpaTepOHOB aLIeTAT HE € KAPUKHOTCHEH MPH XKCHCKHU ILTBXOBE.

Ouenka Ha pHCKa 3a okonHara cpena (ERA)
AKTHBHOTO PELIECTBO aGHpaTepOH NOKAIBa PHCK 38 BOJHHTE GaceiiH ¥ TEXHUTE OOHTaTenH, ocobeHo 3a

pubure.

6. GAPMAINEBTHYHH JAHHH

6.1 CnHeBK HA NTOMOIRHHTE BEIIECTBA

Anpo Ha TabneTKaTA

JIaxT03a MOHOXHAPAT

Kpockapmenos3a HaTpUH

Xunpomenosa 2910 (15 mPa.S)

Harpues naypuncyndar

MMUKpPOKpHCTANHA LETyN03a (CHIHCHLHPAHA)
KonouaeH 6e3B0o¢H CUTHLIAEB THOKCHA
MarsnesneB creapar
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OBO IO

Yepen xeneser okcua (E172)
YepseH xeneseH okcuz (E172)
Makporos 3350

[ToMUBHHUIOB ATIKOXON

Tank

Turanos muoxcun (E171)

6.2 HecbBMECTHMOCTH

HenpunoxuMo

6.3 Cpox na roxsocr

3 ronuHH

6.4 CrneuHaJHH YCIOBHA HE ChXPAHCHHE

To3n nexapcTBeH MPOAYKT He H3UKCBA CICIHAIIHHE yCIOBUA HA CHXPAHCHHIC,

6.5 BuaH CHLIBPAKAHHE HA ONAKOBKATA

Ipo3pauen Gnucrep or PVAC/PE/PVC/amymuHuh ¢ 14 dbunmupalu TabIeTKH B KApTOHEHa KyTHA. BeAka
KapTOHEHa KyTHA ChIbpka (56 punmMupany Tabnerky) B 4 Onucrepa.

IMpospasen 6nucrep ot PVAC/PE/PVC/amyMunu#t 12 dunMupany TabNETKH B KapToHeHa KyTHA. Bodka
KapTOHCHA KyTHA chabpka (60 ¢pruiMUpaHH tabneTkH) B 5 GuiucTepa.

He BcHYXH BHIOBE OMTAKOBKH MOTaT Aa ObJAT NMyCHATH Ha nasapa.

6.6 CHenHAJHH NpeANa’NHE MCPKH NPH HIXBLPAAHE H paboTa
Heusnom3eaHUAT JIEKaPCTBEH NPOAYKT HIH OTNAXbYHHATE MATCPHAIH OT HETO TpaOBa 1A ¢ UIXBBPIAT B

CLOTBETCTBHE C MECTHMTC M3MCKBaHHA. TO3H JICKAPCTBEH MPOAYKT MOXE 12 MPEACTABIABA PHCK 3d
ponHMTe GacefiHM U TEXHHTE OOHTATEH (BXK. TOUKA 5.3).

7. MMPATEXKATEJ HA PASPENIEHHETO 3A YIIOTPEBA

Pharmascience International Ltd

Lampousas 1

1095 Nicosia

Kumsp

8. HOMEP(A) HA PABPENIEHHETO 3A YIIOTPEBA

Per. Ne 20220104

9, JATA HA IBPBO PA3PEIIABAHEMOJHOBABABE HA PA3PEINIEHHETO 3A
YHOOTPEBA

Ilata Ha mepBO paspemapaHe: 24.03.2022 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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