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1. HME HA JEKAPCTBEHUS ITPOAYKT uw
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AbupatepoH 3enrura 300 mg dunmupanu tabneTku s Po2. Ne ﬁfoﬂﬂv,vozai
Abirateron Zentiva 500 mg film-coated tablets LP - 71 -10- 075
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2. KAYECTBEH H KOMIMMECTBEH CBCTAB OB NE v cririssesessssecssessed oo o

Besika Tabnerka cvabpxka 500 mg aGupareponoB auerar (abiraterone acetate).

[ToMolilHHK BELIECTBA C H3BECTHO NEHCTBUE
Beska Tabnerka chabpka 241 mg nakro3a v 12 mg HaTpuH.

3a MbJIHKMA CTTUCHK Ha MOMOILKHTE BellleCTBa BUXKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®0OPMA

dunmupaHa TabneTka

EnuncosyaHa qunaBa GUIMHKpaHa TablleTKa, ¢ ABDKHHA O0K0I0 19 mm d wMpKHa OKono 1]l mm, ¢
BATBOHATO penedHo o3HaueHue “A7TN” or eaHara crpaHa B “300” or gpyrara cTpana.

4. KIHHHYHHK® TAHHH

4.1 TepaneBTHYHH NOKA3IZRHA
AOuparepoH 3eHTHBa B KOMOMHALIMA C IPEAHH3IOH WIH NPEAHH30JI0H € N0Ka3aH 3a:

. Ne4yeHHe Ha HOBOAHATHOCTHLMPAH BUCOKOPUCKOB METACTATUYECH YYBCTBHUTEIICH KbM
XOpMOHAJIHa Tepanusa KapLUMHOM Ha npocTtaTaTa (metastatic Hormone Sensitive Prostate Cancer,
mHSPC) npu Bbp3pacTHH MBke B KOMOHHALMA ¢ aHIPOreH-aenpuBalMoHHa Tepannua (Androgen
Deprivation Therapy, ADT) (Bxk. Toyka 5.1)

. JIEYECHHE HA METACTATHYECH PE3UCTEHTEH HA KacTpallia KapLUHMHOM Ha npoctarara (metastatic
Castration Resistant Prostate Cancer, mCRPC) npH Bb3pacTHH MBbKe, KOUTO Ca He3 CuMnToMu
HJIH C JIEKH CHMATOMM clie]l HeycnellHa aHAPOreHAENPUBALIMOHHA Tepands, Npy KOKWTO BCE OLIE
HAMAa KIHHUYHHU NOKA3aHUA 38 XUMHOTEpanus (BX. TouYKa J5.1)

. neyeHve Ha MCRPC npu BL3pacTHH MBXKE, 4HETO 3a00N49BaHE € MPOrpeECHPANIO NO BPEME Ha
WK Chea aouerakcen-6asupaHa xumuoTepanus.

4.2 [Ho3upoBKA H HAYYHH HA IPHJIOKEHHAE
To3u NeKapcTBEH NPOAYKT TpAOBa Aa ce NpEeANUCcBa OT NOAX0AALl MEAHLIMHCKH CIIELHATIUCT.

Jlo3upoBka
[TpenopvuntenHarta noza ¢ 1 000 mg (ase TabneTku ot 500 mg) karo eAMHUYHA AHECBHA 1034, KOATO

He TpaOBa 4a ce npuema ¢ XxpaHa (Bx. no-goay ,,Hauun Ha npunoxerue™). [IpueMaHeTo Ha
TabneTkuTe ¢ XpaHa NOBKIIABA CHCTEMHATA €KCNO3HIHA Ha abupaTepoH (Bx. Touku 4.5 u 5.2).

Ho3upoexa na npeonuzon uru nPpeoHU3oNoH
[1pu mHSPC, AGuparepon 3enTHBaA ¢€ npuaara ¢ 5 mg NpeaHU30H HWIH NPEOHH30J10

ITpu mCRPC, Abupatepon 3eHTHRa ce npuaara ¢ 10 mg npeaHH30H WH NpeaHU30AD



MeaHKaMeHTO3HAaTa KacTpailys ¢ aHaor Ha XOpMOH, OCBOOOXKaaBall JyTEUHHU3KRPALLHA XOPMOH
(Luteinising Hormone Releasing Hormone, LHRH) Tpabea na npoanmxu mo BpemMe Ha Je4EHHUETO NpH
AALHEHTH, KOMTO HE Ca ONIEPaTUBHO KaCTPHPAHH.

Ipenopsuumenno npocaeosngane

CepyMHHTE TpaHcaMuHa3u TpaOBa Na ce H3MEPBAT NPEAX Ha4al0TO Ha JIEYEHUETO, HAa BCEKH ABE
CeAMHLIH NpPeE3 ITbPBUTE TPH MECELIA OT JICYCHHETO H CJIE TOBAa BEAHBXK MeceyHo. KpbBHOTO
HaJiAraHe, CEpyMHHAT KalIUi H 3a/{bp>KaHETO HA TEMHOCTH TPAOBA 1a C€ CACHAT EXEMECEUHO.
BbnpexkH TOBa, NALUEHTHTE ChC 3HAYMTENICH PUCK 33 3aCTOWHA ChpAeyHa HEAOCTATHLYHOCT, TPsAOBa na
ce NpocneasABaT Ha BCEKH 2 CEAMHLIM NPE3 MbPBUTE TPH MECELA OT JICYCHHETO H BEAHBIK MECEUYHO
cnen ToBa. (BxK. Touka 4.4).

[1pn nalMeHTH CbC CHLUECTBYBALLA XUITOKANTUEMHA WIH TAKHBA, Pa3BIIH XHITOKATHEMHS 110 BpEME Ha
NIeUEHHETO CbC ADHpaTepoH 3eHTuBa, TpsadBa Aa ce 0OMHCIH noaabp)KaHe Ha HHBO HA KAIHi

> 4,0 mM.

[Ipu naumeHTH, pa3BUIH CTENECH HA TOKCHYHOCT >3, BKIIKOUHTEHO XHIICPTOHHS, XHIIOKAJIMEMHA, €AEM
M APYTH HEMUHEPAIKOPTHKOKUIHH TOKCUUHI e(PEKTH, IEUeHHETO TpaOBa na Obae NpeKbCHATO H Aa ce
NPWIOKAT MOIXOAKLIH MEAHLIMHCKH MEPKH. JleueHHeTo cbe ABuparepoH 3eHTHBa He TpabBa aa ce
BBb30OHOBABA, 10KATO CHMITTOMHTE HA TOKCHYHOCT HE OCTHTHAT CTENEH | WIH H3XOHO HHBO.

B cnyuait Ha nponycHaTa AHCBHA 103a ADMpaTepoH 3eHTHBA, NPEAHU30H HIH NMPEAHH30JIOH,
neyeHHeTo TpadBa Na NpoALIDKM HA cheaBallug JeH ¢ oOMvaiHaTa [HeBHa [03a.

Xenamomoxcuynocm

[Tpy nauxeHTy, Pa3BUIM XENAaTOTOKCHUHOCT (10 BpeMe Ha JIeUeHHeTO (AnaHHH aMHHOTpaHchepasara
[ALAT] unu acnaptat aMmMHoTpaHcepasata [ASAT] ce yBenduyasaTt noseue OT 5 MbTH HaA ropHaTa
rpaHukla Ha HopMata [ULN]), repanusra Tpabpa He3abaBHO aa ce npekbeHe (Bx. Tovka 4.4). Cnen
Bb3CTAHOBABAHE HA U3XOAHUTE CTOHHOCTH Ha YepHOAPOOHHTE PYHKLUMOHANHHK NOKA3aTeNH Ha
NaHEHTa, JJCUSHHETO MOXKe 1a ¢e NOAHOBHY ¢ HaManeHa ao3a ot 500 mg (eana tabnerka ot 500 mg)
BEJIHBX AHCBHO. IIpH naLuMeHTH, NpoBEXAaily TOBTOPHO NEUCHHE, CEPYMHMTE TPaHCAMHHA3H TpaOBa
Ja ce MpocneaaBaT MUHMMYM Ha BCEKH ABE CEAMMLM 32 TPH MECELa, Clel KOSTO BEAHBX MECEHHO.
AKO XE€NaTOTOKCHUHOCTTA C€ NOBTOPH NpH HaManeHa A03a ot 500 mg nHeBHO, neuenHeTo Tpadea na
CE NpEKpaTH.

AKO NalUEeHTHTE Pa3BHAT TexKa XenaroTokcHMHoCT (yBennueHie Ha ALAT unu ASAT ¢ 20 neTv Hag
ULN) no Bcsko BpeMe Ha TepanusTa, TepanyHaTa Tpadsa na ce crpe ¥ nauMeHTuTe He TpadBa na ce
NEKyBAaT MOBTOPHO.

Yeproopobro yspescoane
He ce Hanara npoOMAHa Ha 03aTa NPH MAUMEHTH C NPEALIECTBAWO JIEKO YEPHOAPOOHO YBpeXaaHe,
Child-Pugh Knac A.

[1pu ymepeno uepHogpobHo yepexnane (Child-Pugh Knac B) e aoka3aHo, ue cucTeMHaTa ekcro3vums
Ha abMpaTepoH C€ YBEIHYABA OKOJ0 YETHPH ITBbTH, CJIEH €NHOKPATHH nepopantu ao3u ot 1 000 mg
abupaTepOHOB aleTar (BX. To4ka J.2). HaMa naHHM 3a knMHH4YHaTa 6€30nacHOCT W epUKACHOCT Ha
MHOTI'OKPATHH A03H abMparepoHOB aleTar, NpularaHu Npyu NAaUMEHTH ¢ YMEPEHO WIH TEXKKO
yepnoapoOHo yBpexaaHe (Child-Pugh Knac B unu C). Kopurupasero Ha nosara He Moxe aa 6bae
npeasuaeHo. Hanonzeanero Ha AGUpaTepoH 3eHTHUBA TpaOBa BHHMATENHO A C€ OLICHABA NMpH
NalLHEHTH C YMEPEHO YEpHOAPOOHO YBpEKAaHE, TIPH KOHUTO NOJ3aTa ACHO TPAOBa Aa HANXBbHPJLS
Bb3MOXHHSA PHCK (BX. TOUKH 4.2 1 5.2). AOupaTepoH 3eHTHBA He TpsAOBa Aa ce H3NOI3BIMN
NAaLHEHTH C TEXKO YEPHOAPOoOHO yBpexKraHe {Bx. ToYkKH 4.3, 4.4 1 5.2).




bvbpeuno yspexcoane
He ce Hanara npoMaHa Ha A03aTa Np4 nauMeHTH ¢ 6L0peyHo yBpexaaHe (BxK. Touka 3.2). Jluncea,
obauve, KWIMHHYEH ONHT IPH NALUYEHTH ¢ PaK Ha NPOCTaTaTa H TexXKko 610peuHo yBpexkaaHe. [1pu tezu

MALMEHTH Ce MPENOPbYBa NOBULICHO BHUMAHHE (BXK. TOUKa 4.4).

[eouampuvua nonysrayus
Hsma chOTBeTHO NpWIOKEHHE Ha AOHpaTepOH 3eHTHUBA NPYU NeAHaTPHUHATA NOTTyJIaLus.

HauuH HA NpUIOKEHUE

AbupatepoH 3eHTHBA € 3a NEPOPANHO NPHIOKEHHE.

Tabnerkure TpsabBa Aa ce npueMaT KaTo €IHHUYHA 0034 BeAHBX JHEBHO Ha rnaaHo. AOMpaTepoH
3enTHBa TpSOBa Na ce npHeMa MOHE ABa 4aca c/ie XpaHeHe M He TpabBa 1a ce KOHCYMMpa XpaHa MoHe
€IHH 4ac caea npuema Ha AbuparepoH 3edHtusa. Tabnetkure AOuparepon 3eHTHBa TpaOea aa ce
FLJITAT LIEJIH ¢ BOJA.

4.3 JIlpordaBOonoOKa3anHd

- CBpPBX4YBCTBUTEIIHOCT KbM aKTHBHOTO BELIIECTBO WIH KbM HAKOE OT NOMOUIHUTE BellleCTRa
H36poeHu B Touka 6.1.

- XeHn, KoUTO ca OPEMEHHH WIH € Bb3MOXKHO 1a ca OpeMeHHH (BXK. Touka 4.6).

- Texxo uepHoapodro yepexnase [Child-Pugh Knac C (Bx. Touku 4.2, 4.4 u 5.2})].

- AOGupaTepoH 3eHTHBA ¢ MPEAHHIOH WM NPEIHH30A0H € IIPOTHBOMNOKa3aH B KOMOMHALIHMA ¢
Ra-223.

4.4 Cpeunajnn BEpeAynpexIeHAs H NPeAna3zHA MepKH NpH ynotpeba

XHI'I'E'?E{OHHH, XHNOKANTHCMHA, 3a0bPXKAHE HA TCHHOCTH H ChpAcHHA HCAOCTATHHHOCT NOpanyd HiJ1HIIbK

Ha MHHEPANTKOPTHKOWIH
AbGupaTepon 3eHTHBA MOXE Na NPEAU3IBHKA XMIIEPTOHHUSA, XUMOKATTHEMHUSA H 3aIbpXKaHe Ha TEYHOCTH

(Bx. TOUKa 4.8) KaTO C/EACTBHE OT NOBULISHHTE HHBA HA MUHEPATIKOPTUKOHIUTE B PE3YJITAT Ha
WHxubupaHero Ha CYP17 (Bxk. Touka 5.1). E1HOBpeMEHHOTO NMPHIOKEHHE HA KOPTHKOCTEPOU
MOTHCKA CTUMYJIHPAHETO Ha aapeHOKOPTUKOTpOoNHUA XopMoH (ACTH), koeTo Boau A0 HaManiaBaHe Ha
4YEeCTOTATa U TEXECTTA Ha Te3U HexenaHu peakund. HeobxoauMo e noBHLLICHO BHUMAHUE NPH
JIeYeHHEeTO Ha MALUWEeHTH, HHHTO OCHOBHU 3abonaBaHus MOXKeE aa ObJaT BIIOLUEHHU NMPH MOBUILABAHE HA
KPbBHOTO HAJIATAHE, XUMOKATHEMHA (HaNpUMEP NPUEMAIILH ChPACYHH MNMUKO3WAMN) WIH 3aabpKaHe Ha
TEYHOCTH {HANMPHMED NALMEHTH CBC ChPACYHA HEAOCTATLYHOCT, TEXKKA WIH HECTADH/IHA CTEHOKApAHUA,
HACKOPO NpexkapaH HHPapKT Ha MHOKAapAa WK BEHTPHKYJ1apHA apHTMHA Y NAUMEHTH C TEXKKO
6n0peuHo yBpexaaHe).

AGuparepon 3eHTUBa TpaOBa Aa ¢c¢ nNpWiara NpeANa3nueBo NPU NALMUECHTH ¢ aHAMHE3a 3a
CBPACHHOCHAOBO 3abonsasaHe. [IpoyuBanuara ®asa Il nposeaenun cvc AbupatepoH 3eHTHBA
M2KJTIIOYBAT MAilHEHTH C HEKOHTPOJIHpaHa XHIEPTOHHA, KTHHHUYHO 3HaMHMO ChpAe4HO 3abonsBaHe,
NpOABEHO KaTo HHPApKT Ha MHOKapAa HWIH CJIy4Yad Ha apTepHanHa TpomM0o03a npes nociieaHure 6
MECELa, TEXKKA UK HeCTaDunHa cTeHOoKapaHs, WY ChpacyHa HepoctaTeuHOCT Knac IH wni IV
cnopen HiofiopkckaTta kapanonoruyna acouraums (New York Heart Association, NYHA) (npoyuBatne
301) unu cbvpaeyHa HepoctaTbuHOCT Knac I no Knac 1V (npoyusanus 3011 u 302), unu usmepeHa
¢pakuns Ha usTnackBaHe < 50%. B npoyuanua 3011 4 302 ca u3k10OYEHH NALUEHTH ¢ NPEACHPAHO
MbXKIEeHe WIH Apyra ChpleuHa apuTMHs, H3UCKBAIlA dedyeHe. besonacHocTra npy nauuels ,_
nesokaMepHa ¢ppakumus Ha matnackeaHe (LVEF) < 50% unu chpaeuna HegpoCcTaTb4HOC //:‘ he
Knac 1V no NYHA (8 npoyusane 301) wim cepaeuna venocrarbutocT Knac 11 no Kngl & Ao 483
(B npoyuBaHua 3011 n 302) ne € ycTtaHoBeHa (BK. Toukn 4.8 u 5.1). '




[Ipean neuyeHHe HA MALUKWEHTH ChC 3HAYHTEIEH PUCK 32 3aCTOHHA ChpACYHA HEAOCTATHUYHOCT (Hanp.
aHaMHe3a 3a CbPACYHHA HEAOCTATHYHOCT, HEKOHTPONMPAHA XHNEPTOHHA MM CHpPACUHH CHOMTHA KaTo
HanpHMep UcXeMH4Ha 0onecT Ha CbpUETO), TpAOBa Aa ce OOMUCIH NOMY4YaBAHETO HA OLIEHKA Ha
dbyHKLHATA HA CBPLETO (Hanp. exokapauorpadus). [lpean nevyeHune cbe Aduparepon 3eHTHBa
ChpAevHaTa HENOCTATLYHOCT TPADOBA Ja ce IEKyBa H ChpAeYHATA ACHHOCT Ja c€ ONTHMH3HpA.
XHUNepTOHHUATE, XHIIOKATHEMUATA U 3aAbPXKAHETO HA TEYHOCTH TPROBA A3 ce KOPHTHPAaT M
KOHTposidpart. [10 BpeMe Ha IeueHHeTO KPLBHOTO HaldraHe, CepyMHHUAT KAIHH, 3aAbPXKAHETO Ha
TEYHOCTH (TIOKayBaHE Ha TEINIOTO, NepHUdepeH eaeM), U APYTH NPU3HALMY 1 CHMITTOMH Ha 3aCTOHHa
ChpACUYHA HEAOCTAaThYHOCT TpAOBA 1a ce NpocneAaBaT Ha BCEKH 2 CEAMMUM 3a 3 Meceua, Cliel TORa
BeHBX MECEYHO H OTKNOHEHUATA Aa ce kopurupat. Habmonasa ce yabinkaBase Ha QT untepBana
NpH NMalHEHTH, CTPAAALILH OT XHNOKATUEMHUA, CBBP3aHa ¢ NeueHHeTo ¢ Abuparepon 3eHTuBa. Tpabpa
Na ce HanpaBH OLCHKA HA ChbPACYHATA AEHHOCT, KOraTo € KIHHHYHO NOKA3aHo, A4 € ONpPEacin
afileKBaTHa Tepanus 4 1a ce 0OMHCIM NPEKPaTABAHE HA TOBA JICYEHHUE B CNTy4yai HA KIMHHYHO 3HAYUMO
orcnabBaHe Ha CbpaeYHaTa ASHHOCT (BXK. TOUKa 4.2).

XenartoTOKCHYHOCT W YePHOIAPOOHO YBpEXKIaHe

B kOHTpO/IHpaHH KIIHHHYHH NIpOYUYBaHHA ce Habmoaapa H3pa3eHO NOBULIEHUE HA YepHOAPOOHUTE
eH3UMH, BOAELIO 0 NPEKbCBaHe HA NeUeHHETO WK NpoMAHa Ha no3aTa (BxK. Touka 4.8). HuBaTta Ha
cepyMHMTe TpaHCaMHHBa3H TpAOBa Aa ce UIMEPAT MPEAM HAYAOTO Ha JICUEHHETO, Ha BCEKH ABE
CeAMHLIM Npe3 ITLPBUTE TPH MECeLa OT JICHEHUETO, U CJIEA TORA BEAHBXK MECEYHO. AKO C€ PasBHAT
KJIMHHHYHK CHMITTOMM WJIH NPH3HAaLUH, NOKa3BallH XeNaTOTOKCHYHOCT, CEPYMHHUTE TpaHCaMHHa3H
TpadBa aa ce uMepaT He3abaBHO. Ako B naaeH MOMEHT ALAT unun ASAT ce yeennuyar noseye ot

5 npTi Hag ULN, neuenuero tpadsa He3abaBHO Aa ¢e npekbeHe, a yepHoapobHaTta ¢pyHKkUHA TpaOBa
na ce ciaeau otbnnzo. JIeUeHHeTo ce NOZHOBABA NPH Bb3CTAHOBABAHE HA H3XOAHWTE CTOMHOCTH Ha
yepHOAPOOHUTE PYHKUHOHANHY NOKA3aTe/IM HA NALIMEHTA W NPH HAMAJICHA 03a (BX. To4Ka 4.2).

B cnyuail ye naLUHEHTHTE pa3BUAT TEXKKA XENaTOTOKCHYHOCT (yBenuueHue Ha ALAT unu ASAT ¢
20 mbTH Haa ULN) o BcaKo BpeMe Ha TepanuaTta, TepanmuiaTa Tpabsa ia ce Cnpe W MalueHTHTE He
TpOBa Ja ce NEKYBAT MIOBTOPHO.

[TauneHTH C AKTHBEH WIH CHMNITOMATHYEH BUPYCEH XENMATHT €a U3KIIOUEHH OT KINHHUYBHTE
Npoy4YBaHHA; NOpagy Ta3u MPUYMUHA JIMNCBAT JAHHH 3a ynotpebarta Ha AbGupaTepoH 3eHTHBA NpH Ta3H

MNOyJalinuA.

Hsama naHHM 3a KMMHHYHATa He30nacHOCT U epUKaCHOCT NMPH MHOTOKPaTHH 1034 abHpaTepoHOB
aLleTaT, KOraro ce {Ipuiara npH NauMeHTH ¢ YMEPEHO WIH TeXKO YepHOAPOOHO yBpexKaaHe
(ChildPugh knac B unu C). U3non3eanero Ha AOHpaTepoH 3eHTHBa TpAOBA BHUMATEIHO Ja ce
OLIEHABA NPH NALMEHTH C YMEPEHO YEPHOAPOOHO YBPEXKAAHE, MPK KOKWTO NoJ3aTa AcHO TpAbBRa na
HaJIXPbPJIa Bb3MOXHHA puck (BxkK. TOUkH 4.2 1 5.2). AbuparepoH 3eHTusa He TpaOBa Na ce H3MNOJ3BA
NPH NALMEHTH C TEXKKO YepHOApOoOHO yBpexaane (Bx. Touku 4.2, 4.3 u 5.2).

HiMa peaku nOCTMApKETHHIOBH CHOOLUEHHA 332 OCTpa YEPHOAPOOHA HEAOCTATBYHOCT U PyIMHHAHTEH
XENaTHT, HAKOHU ¢ NIeTalIeH U3Xod (BXK. Touka 4.8).

CnupaHe Ha npHeMa Ha KOPTHKOCTEPOU/IHM U MEpPKH NPH CTPECOBH CHTYALIUH
[lpenopbuBa ce NMOBHIIECHO BHHMAHKE H MTPOCNECAABAHE 3a AAPEHROKOPTHKAIHA HEAOCTATLYHOCT, B
CJTyvail 4e Ha MALHEHTHUTE € CTIPSH [TPHEMBT Ha NPEAHHU30H HIH NPEAHU30IOH. AKO NPHEMBT HA
AGunpaTepoH 3eHTHBA MPOALDKY CAEA CITHPAHETO Ha KOPTHKOCTEPOHINTE, NAaLHEHTHTE TpaOBa na ce
HabNoQaBaT 3a NOABA HA CHMITTOMH Ha MHHEPANIKOPTUKOHACH HITHINBK (BXK. HHOOPMAaLIMATE.
no-rope).

ITpy nauveHTH Ha NPeAHN30H WIK NPEAHN30O0H, KOHTO Ca NOLIOKEHH Ha HeoOnuaghdrfesnd
NoKa3aHo MOBHILIABAHE HA 103aTa HA KOPTUKOCTEPOMAMTE MpPeam, 1o BpeMe Ha K cif B iRy
CHUTYALMA. 4347
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KocTHa n1bTHOCT

HaMansBaHe Ha KOCTHATa NABLTHOCT MOXeE Ja C€ NOABH NPH MbXKE C METACTATHUEH HANPEIHAN
KapLiMHOM Ha nipoctarara. M3non3eadero Ha ABuparepod 3eHTHBA B KOMOMHALMA C
rAIOKOKOPTHKOWAH MOKE J1a YBENHYH TO3H e(eKT.

[Ipeavuina ynorpe6a Ha KETOKOHA30JI
[To-Hucka cTENeH Ha OTrOBOP MOXKE Aa e OMaKBa MPH NALMEHTH, JIEKYBaHH Npeay TOBa C

KCTOKOHAa30J 34 KAapUHHOM HAa IpoCTaTaTa.

XHIOEprivukeMus
[IpunoxeHUEeTO Ha IIMIOKOKOPTUKOUAH MOKE /1a NMOBHLIH XHNEPIIIHKEMUATA, 3aTOBAa HHBOTO HA
KpbBHATA 3axap TpaOBa 4ecTo Aa ce npocneassa MnpH NauMeHTH ¢ quader.

XHIOrIHKEMHs

CrpoblaBanM ca ciiydyad Ha XHIOTIIHKEMHA, Korato AODHpaTepoH 3eHTHBA ILTIOC
NpeAHU3OR/TIPEIHU3ONIOH €€ NMPUIIAraT NMPH NaLKEHTH, KOUTO BeYe ca HManu auabet, noayyaealuy
MHUOTJINTA30H WIH penaridHua (BxK. Touka 4.5); cnenoBaresiHo, KpbBHaTa 3axap Tpadea na ce
HabnioaaBa npH nauMeHTH ¢ auader.

Ynorpeba npy XHMHOTEpANHA
besonacHocTTa M €PHKACHOCTTA HA €AHOBPEMEHHOTO NPWIOKEHHe Ha ADMpaTepOoH 3eHTHBA ¢

LMTOTOKCHYHA XMMHOTEPAINKA He ¢a yCTaHOBEeHHU (BXK. Touka 5.1).

[loTeHUHAIHH PBCKOBE
AHEeMHA H ceKcyalHa JUCPYHKLUA MOXKE 1a ¢ MOABAT NPH MBXKE C METACTATHYEH KapLIMHOM Ha

NpOCTATaTa, BKIKYHTENHO NPH T€3HM, KOUTO €a NMOAJIOMKEHH Ha eyeHde ¢ ADMpaTepoH 3eHTHBA.

EdexTu BBpXy ckeneTHaTa MycKynarypa
Cpobuiapat ce cimy4ad Ha MHONATHA W pabaoOMHONU3a MPH NALMEHTH, JieKyBaHH ¢ AGHpaTepoH

3eHTHBa. B noBeyeTo CiTy4au Te ca ce pa3BWIH B PAMKHTE Ha [TbPBUTE 6 MeCeLa OT JIEYEHHETO H Ca
OTLIYMEIH CNIE/ NIPEYCTAHOBABAHE NMpUueMa Ha AGupaTepoH 3eHTHBa.

[IpenopryBa ce NOBUILIEHO BHUMAHHE NTPH NALMEHTH, IEKYBaHH €AHOBPEMEHHO C JICKAPCTBEHH
MPOAYKTH, 38 KOHTO € H3BECTHO, Y€ €a CBbP3aHH C MHONATHA/pabaoMHoNH3a.

BaaumMoaeHcTBUS ¢ APYIH I€KAPCTBEHH NPOAYKTH
[IpunoxeHrero Ha cWiIHA HHAYKTOpH HAa CYP3A4 1pabsa aa ce n3barea no Bpeme Ha JICUCHHETO,
OCBEH aKo HAMaA Jpyra TepaneBTHYHa aJITepHaTUBA, NMOPaJl PHCK OT HAMAIeHa €KCIIO3HLIMA Ha
abuparepoH (BX. Touka 4.5).

KoMOnHHpaHe Ha abMpaTepOR M MPpeAHH3OH/NPeAHNH30N0H ¢ Ra-223
JleueHueTo ¢ abupaTepoH M NpeaHU3OH/NPeAHU300H B KOMOUHauus ¢ Ra-223 e npoTHeonokazaHo

(BX. TOuKa 4.3) nopagy NOBHLLIEH PUCK OT PPaKTYPH H TEHACHLIMA KbM NMOBHLICHA CMBPTHOCT NMPH
NAaLMEeHTH ¢ KAPLUMHOM Ha MPOCTATATA, KOUTO ¢4 ACHMINTOMATHYHH WIH ¢ JEKH CUMITTOMH, KaKTO €
HabnoaaBaHO B KTHHHYHHTE H3INKTBAHUA.

IlpenopbyBa ce nocaenpalloTo JedeHue ¢ Ra-223 aa He 3anousa NOHe 5 JHH CAEA MOCNEAHOTO
npiwioxeHue Ha AGupatepod 3eHTHBA B KOMOHWHALWA ¢ NpeAHU30H/NPEeAHN30I0H.

[ToMOLUHH BelllecTBa
To3u nekapcTBEH NPOAYKT ChALpaKa NAKTO3a. [lauMeHTH ¢ peakH HaceACTBEHH Npoodie

HEMOHOCHMMOCT KbM I'alaKkTo3a, IThJICH JIAKTa3eH ACQHLMT WIH [TI0K030-ranakTo3Ha M/iabiCa DOl ne

Tpa6Ba na NPHUEMAT TOBA TEKAPCTBO. { yﬁk N t.
To3n nekapcTBeH MPOAYKT ChAbpka 24 mg HaTpHH B 4033 OT ABE (PHIMHpaHH Talne { oY ¢ ORI ] l
ekBHBajleHTHO Ha 1% ot npenopbuanms ot C30 MakcHMalleH AHEBEH NpUeM Ha 2 g HY nEaNCTe. /
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4.5 BsanmoaeiicTBHe ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYrH GOpMH Ha BIaHEMOAeHCTBHE

EdexT Ha XpaHaTa BbpXy abHpaTepoH
[TpunoxkeHUETO ¢ XpaHa 3HAYHTENHO NoBHILaBa abcopbuusara Ha abupaTepoH. EdukacHocTTa M

0€e30MacHOCTTa, KOTATO € MPHET ¢ XpaHa, HE Ca YCTAHOBEHH, 3aTOBA TO3H JICKAPCTBEH NMPOAYKT HE
TpAOBa J1a ce npuema ¢ XxpaHa {BxK. ToUkH 4.2 u 5.2).

BzayMoaekHcTBUA € APYTH JIEKAPDCTBEHH NPOAYKTH
[Tomenyuan na opyzu aexapcmeenu npooyxmu 0a NOGAUARN eKCHO3uYyuume Ha abupamepox

B npoBegeHO KJIHHHYHO NPOYyUBaHe Ha PAPMAKOKHHETHYHHTE B3AUMOJEHCTBHA NPH 3ApaBH
NoOpOBONLM, IeKYBaHH NPEAH TORA CbC CHIIHMS HHAYKTOP Ha CYP3A4 pupamnuumn 600 mg axesno
B MPOABLKEHHE Ha 6 AHMU, clief] KOeTo ¢ eAWHNYHA 103a abuparepoHos auerar 1 000 mg, cpennara
naasMeHa AUC. Ha abupaTepoH ce € noHwxKwia ¢ 33%.

[MpunoxeHneTo Ha CWIHW HHAYKTOPH Ha CYP3 A4 (nanp. ¢eHuTouH, kapbamasenuH, pudamMnuruH,
pudabyrun, pudaneHTHH, peHoOapOHTan, xbAT KaHTapHoH [Hypericum perforatum]) no Bpeme Ha
nevuerueTo TpAGBa Aa ce H30ArBa, OCBEH aKkO HAMA TepaneBTHYHA AITepHaTHBA.

B o1A€NHO KIMHHYHO NPOYyYBaHE Ha (GapMaKOKHHETHYHHTE B3aUHMOACHCTBHUSA, NPOBEACHO NPH 3APABH
A00pOBONLH, eAHOBPEMEHHOTO NPHUIIOXKEHHE Ha KETOKOHA30J1, CHieH uHXHOuTOop Ha CYP3 A4, He ¢
0Ka3ano KJIMHHUYHO 3HA4YMM e(exT 8bpXy hapMaKkOKHHETHKATa Ha abuparepoH.

Homenyuan na abupamepon 0a noéause exCnouyuume Ha Opy2u IeKxapcmeen npooyxmu
AbupaTtepoH € HHXHOMTOP Ha YepHOAPOOHHUTE NeKkapcTBO-MeTabonuzupamy eHzumMu CYP2D6 u
CYP2CR8.

B npoyuBaHe Ha edeKTHTE Ha aDMpaTepoHOB aLeTaT (B KOMOHHAUKA ¢ NPEAHH30H) BEPXY CAWHHYHA
no3za CYP2D6 cyberpaT ackcTpoMeTopdaH, cucteMHaTa excnosuung (AUC) Ha aekctpomeropdaHt ce
noenmasa npubnusurenHo 2,9 mptH. AUC,4 Ha aexcrpopdan, akTUBHUA MeTabONUT Ha
aekcTpoMetropdan, ce NopHIasa NpHoIN3KTENHO ¢ 33%.

[lpenopbura ce NOBHULIEHO BHUMaHHe, KOraTo ce MpUiara ¢ JeKapCTBEHH MPOAYKTH, KOHTO CE
akTuBupar wiv Metadonusupar ot CYP2D6 u no-cneumnanHo sekapcTBeHH NPOIYKTH C TeCEH
TepaneBTHUeH HHaexkc. Tpabpa na ce OOMHCIH HaMaligBaHE HA J03aTa Ha JIEKapCTBATA ¢ TECEH
TepaneBTuyYeH uHaekc, Merabonuzupanu ot CYP2D6. [1puMepu 3a nekapcTBeHH MPOAYKTH,
metabonusnpann oT CYP2D6, BKIIOUBAaT METONPOO, NPONPAHONON, JE3UNPAMHH, BeHNa(daKCHH,
Xanonepuaos, pUCnepHaoH, nponageHoH, paekanH1, KOJCHH, OKCHKOLOH U TpamManon (MocieaHnTe
TPH JieKapcTBeHHW NpoaykKTa c¢e Hyxaaat ot CYP2D6 3a obpasysaHe Ha akTHBHHTE HM 00e300nsBaLIH
MeTaboNnuTH).

B npoyusane ¢ CYP2C8 o1 THN ,,83aHMOICHCTBHE JICKAPCTBO-NIEKAPCTBO" NMPH 3APAaBH HHAKUBH/M,
AUC Ha nuornuTasoH e nosuileHa ¢ 46%, a AUC na M-II1 u M-1V, akTusHuTe MeTabONMHUTH Ha
NMHONTHTA30H, € NoHkeHa ¢ no 10%, korato NHOrIXWTAa30H Ce Mpwlara 3acaHo ¢ eaHHuYHa no3a 1 000
mg abuparepoHos auerar. [lauuenture Tpadbea aa 6vaaT HabAOgaBaHHU 3a NMPU3HALM HA TOKCUYHOCT,
CBBbp3aHH Ch¢ cyOeTpaT Ha CYP2C8 ¢ TeceH TepaneBTUYEH HHAEKC, AKO CE€ M3NOA3RAT €HOBPEMEHHO.
[TpuMepH 3a NleKapCTBEHH NPOAYKTH, MeTabonuzupaud ot CYP2(C8, BKNOUBAT NHOTIUTA30H H
penarasHiA (Bx. To4Ka 4.4).

In vitro ocHoBHuTe MeTabonuTH abupatepoHoB cysidar n N-okcua abupaTepoHoB cyndar UHXubupar
TpaHcnopTepa Ha yepHoApoOHOTO 3axBallaHe OATP1IB1 u karo cneacTtene Morar aa ce nosy




Ipunoocerue ¢ npooykmu, 3a koumo e uzgecmuo, ye yovaxcasam QT uwmepeana

To# kaTo neyeHHeTo ¢ aHAPOTreH-ASNPHBALIMOHHA Tepanui MOXKe aa yawku QT uHTepBana, ce
npenopb»4Bea NOBMLLICHO BHHMaHKeE NpU npwiarane Ha AOHpaTepoH 3eHTHBA C AEKAPCTBEHH NPOAYKTH,
yawpkasamy QT WHTepBana, MM IeKapCTBEHH MPOXYKTH, KOUTO MOraT Aa npeau3Bukar torsades de
pointes, kato Knac [A (1. xunuguH, auzonvpamua) wind knac Il (Hanp. amuonapou, coranon,
aoderinua, HOYTHANA) aHTHAPUTMHYHH JIEKAPCTBEHH NPOAYKTH, METaZOH, MOKCH(IOKCALIHH,
aHTHIICHXOTHLH H T.H.

IIpwiooicenue cvbC CRUPOHOAAKMOH

CNUpOHONAKTOH € CBLP3Ba C AHAPOr€HHHUTE PEUENTTOPH H MOXKE Ja NMOBHUIUH HHBATA Ha
npoctaThocneunduuHus aHtureH (Prostate Specific Antigen, PSA). Ilpunoxkenuero ¢ Abuparepon
3eHTHRA He Ce NMpenopbUBa (Bx. TOUKa J.1).

4.6 DepTHAHTET, 6pEMEHHOCT H KbpMeHe

JKeHu ¢ nereponieH NOTEHLIHAJ
Hsama nanHm 3a ynorpebara Ha AbDupaTepoH 3eHTHBa NpH OPEMEHHM XEHH M TO3H JIEKapCcTBEH
APOAYKT HE € NpeAHa3HaueH 3a ynorpebda npH »eHu ¢ JeTepoacH NOTEeHHAa.

KOHTP&I.[CH].[HH NpH MBXKC H KCHHU
He e u3pecTHO nanu aﬁupaTepoH HJIK HEroBHuTe MeTabonuTu [NPHCHCTBAT B CCMCHHATA TCHHOCT,

Ynorpebara Ha npe3epBaTB € 3aIb/DKUTENHA, aKO MALMEHTHLT HMA CEKCYAICH KOHTAKT ¢ OpemMerHa
’KeHa. AKO MallMEHTbT UMa CEKCYAJICH KOHTAKT ¢ JKEHAa ¢ ACTEPOJACH NOTEHLHAN, NPEC3CPBATHBET €
3aIb/DKHTENEH 3a€QHO © OLIE €ANUH €PEKTUBEH METOA 3a KoHTpauenuMs. [Tpoy4BaHuaTa npH XKHBOTHH
10Ka3BaT PENpOAYKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).

bpeMeHHOoCT
AbupaTepoH 3eHTHBA He ce ynoTpeOsaBa NpH xeHH U € MPOTUBONOKA3aH NPH KeHU, KOKUTO ca
OpeMeHHH WIH € BL3IMOXHO Ja ca OpeMeHHu (BxX. TOUkH 4.3 1 5.3).

KbpMeHe
AGupaTepoH 3eHTHBA He e NIPeAHA3HAYEH 32 YynOoTpeda NpH EHH.

DepTUaUTET
AOupaTepoHOB aueTaT NORIUABA PEPTIIMTETA IMPH MBIKKH H HKEHCKH TUTBXOBE, HO T€3H €(PEKTH Cca
HaIBJIHO OOpaTHMH (BXK. TOYKA 5.3).

4.7 EdexTn Bupxy cnocobnocTTa 3a wodHpase H padora ¢ MAIIHHHY

AbHpaTepoH 3eHTHBa HE NMOBITHABA WM MOBJIHABA NMPEeHEOPEeKHMO crliocOOHOCTTA 3a WodHpaHe U
paboTa ¢ MalIMHH.

4.8 HexenaHu NeKapcTBeHH peaKuHH

0O6001enre Ha npoduia Ha Ge3o0nacHOCT
IIpy aHanu3 Ha HeXENnaHUTE peakUuMH B KOMOHHMpaHH npoyueaHusa @Paza Il ¢ abuparepoHoB auerar
HEXEeNaHUTE peakuuH, Habmogasanu nipy > 10% ot nauMeHTHTE, Ca NepudepeH enem,

XHIOKAJIHEMHA, XHUINEPTOHHUSA, HHPEKLMA HA MHKOYHWTE MBTHLA U TNIOBUILIEHA CTOMHOCT HAa aNaHMH
aMHUHOTpaHcdepasaTa WK NOBHIIEHA CTOHROCT Ha acnapTaT aMHHOTpaHcdepasara.

aJiepruyeH aIBeoJTUT.




AbupaTepoH 3eHTHBA MOXKE [1a NPEAM3BUKA XHIEPTOHUSA, XHITOKAJTHEMHSA H 3aAbPXKaHE Ha TEYHOCTH
KaTo (hapMakOAHHAMMYHO CNEACTBHE OT HErOBUA MEXaHW3bM Ha nckcreue. B mpoyusanusaTa @asa Il
O4YaKBaHHTE MHHEPAJTKOPTUKOUIHH HeXeSlaHHU peakHH ca HaOmoaaBaHH No-4eCTo NPH MAaLUeHTH,
neKyBaHH ¢ abMpaTepOHOB alleTaT, OTKONKOTO NPy NALMEHTH, JEKYBaHH ¢ MIanedo: XUnokaaiueMns —
18% cpernry 8%, xunepronus 22% cpeuwy 16% u pecrieKTHBHO, 3aqbp:KaHe Ha TEMHOCTH (nepHdepeH
eneMm) 23% cpeury 17%. [1pu naumeHTH, NeKyBaHu ¢ abDHpaTEpOHOB aleTaT, CNIPAMO NALKCHTH,
nekyBaHH ¢ rnnauebo, ca nabmonasanu: CTCAE (sepcus 4.0) crenenu 3 un 4 xunoxannemus npu 6%
cnpamo 1%, CTCAE (Bepcus 4.0) ctenenH 3 u 4 xunepronns npu 7% cnpamo 5% v crenend 3 ¥ 4
3abP>KaHe HA TEYHOCTH (neprudepeH eaem) croreeTHO NpH 1% cnpamo 1% ot naumenrure. Kato
LAJI0 MUHEPAJIKOPTHKOMAHHUTE peakLUHyd MOraT ha € OBJTaAfBaT YCMELIHO ¢ JIEKapCTBa.
EnHOBpeMEHHOTO NPUNOKEHHE HA KOPTHKOCTEPOHIH BOAM 0 HAMAJIABAHE HA YECTOTATa U CTENEHTa

Ha T€3H HeXXeJIaHH peakLHu (BX. Touka 4.4).

TabnuueH CIUCHK HA_ HEKETAHUTE pCakuH

B npoyusaHus NMpH MAUHEHTH ¢ HAMIPEAHAN METACTATHYEH KapLUMHOM Ha MPOCTaTaTa, NeKyBaHH ¢
LHRH unp nexyBaHH npeaH TOBa ¢ OPXHEKTOMHA, abHpaTepoOHOB aLETaT Ce MpHIara B 103a oT
1 000 mg AHeBHO B KOMOHHALIHA C HUCKA 1033 MPEAHU3OH UNH NPECAHH3ONOH (WnH 5, nin 10 mg

JHEBHO B 3aBHCHMOCT OT TNIOKa3aHHETO).

Hexxenanure peakuyH, HabnoJaBaHH MO BPEME Ha KIMHHUUHHUTE MPOYUBAHHA H NOCTMapKETHHI OBUS
ONHUT, Ca MPeACTaBEHH MO-J0Ty MO KaTeropua 4€CTora. Katreropuure no 4ecrora ca onpeaeneHy,
KakTo cneapa: MHOTO dYecTH (> 1/10); wectu (= 1/100 no < 1/10); Heuectu (= 1/1 000 no < 1/100),
peaku (= 1/10 000 go < 1/1 000); muoro peaku (< 1/10 000) 1 ¢ Hen3pecTHa yecToTa (OT HAMTHYHHUTE

JNaHHH He MOoXe J1a ObJie HanmpaBeHa OLESHKA).

[Tpu BCAKO rpynUpaHe Mo YeCTOTa HEXKENAHUTE JICKAPCTBEHH PEakLMK ca H3OPOEHH B HH3IXOAALY pea

(10 OTHOLICHUC HA TAXHATAa CCPHO3HOCT.

Tabannoa 1 Hexenann peaknnn, Ha0n101aBAHH B KIHHAYHH NPOYYBAHHS H OT

NOCTMADKCTHHIOBHSE ONHT

Cnc*reuo—opraneﬂ KJac

HexenaHa peakiug B 9€CTOTA

Nndexunn u audecTanun

MHOI'O YECTH. HH(‘)EKI[HH Ha ITHKOYHHTC HbTHLUIA
YCCTH: CCTICHUC

Hapymenns na HMYHHATA CHCTEMA

C HCH3BCCTHA 4CCTOTA. ana@mmmﬂu PCaKlini

HHEXIIIEHHII HA CHAOKPHHHATA CHCTCMA

HEYeCTH: Ha,uﬁbﬁpequa HeAOCTATHYHOCT

Hapywieaus na MeTaboauima u
XpaHeHeTo

MHOTO YeCTH: XHITOKATTHEMHUA
YECTH: XHMEPTPUIIHLEPHACMHSA

Cubpaeunn napymenns

YECTH: ChPACUHA HEAOCTATBYHOCT*, CTEHOKAPAUA,
NpeACLPAHO MBKACHE, TAXHKapAni

HEYECTHU: APYTH APHTMHH

C HEM3BECTHA YeCTOTa: HH(APKT HA MHOKapa,
yabpkasaHe HA QT uurepsana (BX. ToUkH 4.4 n 4.5)

Cba0BH HApYLICHAR

MHOI'O HCCTH. XHINCPTOHHA

Pecnupatophnu, rpbaHH H
MEAHACTHRAJINH HAPYIIEHHS

pEIKH: aJICPruyeH aaBeouT”

CTOMAIHO-YPEeBHH HAPYIICHHA

YECTH. JHCIICTICHA

MHOTI'O YCCTH. JHAPDHA

XenaToOHIHAPHE HAPYIIEHHA

MHOTO YECTH: MOBKLIEHA CTOMHOCT H 57
aMUHOTpaHcdepasaTa W/WIM NOBULGHS
acnapTar aMHHoTpaHcdepaszara® ‘
penkH: GyJIMHUHAHTEH XEHaTHT, Oqps

HEIOCTaTbYHOCT \E
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HapymenHA HA KOXKAT2 H NOAKOKHATA 4yeCTH: 00pUB
ThKaH

HapymeHns HA MYCKYJIHO-CKE/JE€THATA HEYECTH: MHONaTHA, pabaomMuoan3a
CHCTEMA H CHEJHHHATE/IHATR ThKAH

Hapymennsa Ha 660penHTe H NHKOYHHTE | YECTH: XEMATYpHS
NbLTHINA

O6mn Hapymenng n eeKTH Ha MACTOTO | MHOTO YECTH: NEpUdeEpeH eacm
HA NPAIOKEHARE

HapanapaHus, OTPABAHHA H yecTH: ppakrypu **
YCJI0KHEHHA, BL3HHKHAJIH B Pe3yJITAT HA

HHTEPBEHIIHH
* CrppaeuHara HEJOCTATBHYHOCT BKIOUBA M 33CTOHHA ChPACYHA HEAOCTATLYHOCT, IEBOKaMEpHa TUCPYHKLIMA H HAMANEHA
¢paxims Ha U3ITAACKBAHE

** OpakTYPH BKOUMBA OCTEONOPO3a ¥ BCUMKH QPAKTYPH ¢ HIKTIOUCHHE Ha I1AaTOIOTHYHY (PpaKTYpH
a

CrioHTaHH¥ CHOOICHHA OT NOCTMAPKETHHIOBHUA OTIUT

[TosuuieHa croliHocT HA alaHHH aMyHOTpancdepasara U/MaH NOBHILEHA CTOMHOCT Ha acnapTaT aMHHOTpaHcdepasara
BrmouBa yeenuueHue Ha ALAT, yeennvenne na ASAT n abHopMHa uepHoApoOHa QYHKIIHA

Cnepunre Hexenanu peakunn CTCAE (Bepcus 4.0) crenen 3 ce HabmoaaBat npy NaLKEHTH,
NeKyBaHu ¢ aDHpaTepoHOB aueTaT: XunokaiueMus 5%; nadexuns Ha NUKOYHUTE MbTHLLA 2%);
MOBHUIEHA CTOMHOCT Ha aJlJaHUH aMUHOTpaHcdepa3aTa W/HWIKM NOBHIICHA CTOHHOCT HA acnapTar
aMHuHOTpaHcdepaszata 4%; xunepronua 6%; ¢ppakrypu 2%, nepudeper eaem, cbpieuHa
HeOCTATBYHOCT H NPEACHEPAHO MBxKAcHE — BCaka 1%. Xuneprpuraruepuaemus CTCAE (Bepcus 4.0)
CTENEH 3 U cTeHOKapaua ce HabmoaasaT npH < 1% ot nauxenTHre. HHQEKUMA H8 MTHKOYHHUTE MTHTHLIA
CTCAE (Bepcus 4.0) crenen 4, nosuiileHa CTOMHOCT Ha ajlaHHH aMUHOTpaHc(epazaTa W/ UM
MOBKUICHAa CTOHHOCT Ha acnapTaT aMHHOTpaHc(epa3aTa, XHNOKAINEMHA, ChPACYHa HEA0CTAaTbYHOCT,
MpeAChPAHO MbKACHE H GpakTypu ce HaOnroaasar npH < 1% oT nauMeHTHTE.

[lo-ronsaMa yecToTa Ha CNYUHaHTE Ha XMIIEPTOHHS H XMITOKaIHeMHd ce Habnioaasa npyu nonyjiauusTa
OT NalMeHTH, YyBCTBUTEIHH KbM XOpMOHasHa Tepanus (npoyusane 301 1). Xunepronns ce
HaOmonasa npu 36,7% ot nonyaauMsTa rnanMeHTH, 4YyBCTBUTEIHH KbBM XOPMOHAJIHA TeparHA
(npoyusasne 3011), B cpasueHue ¢ 11,8% u 20,2% B npoyusanua 301 u 302 ¢b0TBETHO.
XunokanueMus ce Habnroaasa npu 20,4% ot nonyaauMATa NaUMEHTH, YYBCTBHTEIHH KbM
XOpMOHanHa tepanus (npoyuBaHe 3011) B cpaBHenue ¢ 19,2% u 14,9% B npoyusanus 301 n 302
CbOTBETHO.

YecToTaTa H TEXKECTTa HA HEXKENAHUTE JICKAPCTBEHH PEAKLIMH Ca [T0-BUCOKH NPH NOArpYyNATe OT
MAaLHMEHTH ¢ U3XoAeH CKOp 2 3a PYHKUHOHAIHO CbCTOSHHE NO cKanaTta Ha M3TouyHarTa KoonepaTueHa
oHkonoruuda rpyna (Eastern Cooperative Oncology Group, ECOG), kakT0 # npy nauMeHTH B
crapvecka Bb3pacT (= 75 ToaAuHH).

Onucanve Ha U30paHH HEXEIAHU PEaKUUH
Cvpoevro-cv008u peakyuul
B Tpure npoyuBasusa ®aza 11l ce u3kniousaT nalMeHTH ¢ HEKOHTPOJIHWpaHa XHNEPTOHUSA, KNTHHHUHO
3HaAYHMO ChpAeYHO 3adoaBaHe, NPOABEHO KaTO MHGAPKT HA MHOKap/a WK CITy4aH Ha apTepHarnHa
TpoMb03a npes nocneAHKnTe 6 Mecela, Texka UK HecTabWiIHa CTEHOKApavA, WIH ChpAcYHA
HeaoctraTtbuHocT Knac I1I wnn 1V no NYHA (npoyusane 301) unu cepaedHa HellOCTa’I"b'-IHOCT Knac I]
no Knac IV (npoyusanns 3011 u 302), wnn uamepeHa gpakums Ha U3TIACKBAHE < 50% - _
BKJTIOYEHH NaLKeHTH (JIeKyBaHH ¢ aKTHBHOTO BeLLECTBO M ¢ I1anedo) ca neKyBaHH € 7 ‘?g (CTIT

r RCAL N

J“‘{"" .,::l. '_~-- % |
&

aHpPOreH-AeNpUBaLIHOHHA Tepanya, ranaBHo ¢ npuiaoxesue Ha LHRH ananosu, xos
nnader, HHPApPKT HA MUOKAPAA, MO3BYHOCHAOB HHLMASHT H BHE3arHa ChpAcYHa ¢ l 3 [gFanan
- Vg e ﬁ o ,-:f'

CHPACYHO-CBHAOBHTE HEXKENAHU peakuru B npoy4usanus Pa3za 1l npy nayuerdTH, np oy
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abOMpaTepOHOB alleTaT COPAMO MalMeHTH, prueMalll nauebo, e, KakTo cieaBa: NPeACPAHO
MbxneHe 2,6% cnpamo 2,0%, taxukapaus 1,9% cnpamo 1,0%, anruna nexropuc 1,7% cnpamo 0,8%,
cbpaAeuHa HepoctaTb4HOCT 0,7% cnpamo 0,2% u apurMmug 0,7% cnpamo 0,5%.

Xenamomoxkcuunocm

XenaToToOKCHYHOCT, ¢ NoBHIIEHH cTOHHOCTH Ha ALAT, ASAT u o6 6unupybun, ce crobliasa npu
NauUeHTH NeKyBaHH ¢ abDuparepoHoB auerat. Ot KiMHHYHKTE npoyyBadua Pa3a 11l
XENnaTOTOKCHYHOCT cTeneHy 3 H 4 (HanpuMep yBenaudeHve Ha ALAT uwnn ASAT ¢ > 5 mptv Haa ULN
WM yBeJIHueHHe Ha OunnpyOunHa > 1,5 mbti Han ULN) ce cro0masa npu oxono 6% oT nauMeHTHTE,
npueMann abupaTepoHOB aueTat, OOHKHOBEHO NPeE3 MbPBUTE 3 MECELIA Cliea HAYATOTO Ha JICYEHHUETO.
B npoyueane 3011 xenatorokcuuHOCT cTenen 3 uinH 4 ce Habmonaea npu 8,4% OT naUMEHTHTE,
JIEKYBaHH ¢ abupaTepoHOB aleTarT. JleceT OT NnaLupeHTHUTE, KOMTO ¢a npuemMank abHpaTepOHOB aLeTar,
ca NMPpeyCcTaHOBHW/IM YUACTHETO CH B MPOYUBAHETO NOPAAH XeNaTOTOKCHYHOCT; ABaMa ¢a NoTyYHIH
XENaTOTOKCHUYHOCT CTEMNEH 2, leCTHMA — XENaTOTOKCHYHOCT CTeneH 3 U IBaMa — XenaTOTOKCHYHOCT
creneH 4. B npoyusaHe 3011 HaMa cMbpPTHU ClTyyaM Ha NAUMEHTH BCJIEACTBHE Ha XENaTOTOKCHYHOCT.
B xinHnunuTe npoyuraHus Pasa I1l ypenuueHne Ha CTOMHOCTHTE Ha YEPHORPOOHUTE PYHKUHOHANHH
NoKa3aTesly € No-BepoATHO Aa ce HaboaaBa NpH NAUMEHTH C NOBUILEHHU M3XOAHH CTOHHOCTH Ha
ALAT unn ASAT, OTKOJIKOTO NPH TAKUBA ¢ HOPMAJIHH H3X0JHH CTOHHOCTH. KoraTo ce Habmoaaga
yBennueHue Ha ALAT wnu ASAT > 5 e Han ULN win Ha 6unupyduH > 3 metd Hag ULN,
NpHeMBT Ha aONPAaTCPOHOB ALETAT BPEMEHHO C€ NMPEKbCBA WIH ce NpeKpaTaBa. B ABa ciyyas ¢
HACTBITHIO H3Pa3eHO YBEIHYCHHE HA CTOMHOCTUTE Ha YepHOApoOHUTE (DYHKLIMOHATHH NOKA3aTENH
(8. TouKka 4.4). [lpy Te3u ABaMa nauMeHTH ¢ HOPMATHA U3XOAHA YepHOAPOOHA (yKLUR Ce
Habaonasa yeenuueHue Ha ALAT u ASAT ¢ 15 no 40 nbtu Han ULN u yBenuuenue Ha Ounupybuna
¢ 2 no 6 nbTH Haa ULN. Cnen cnupaHe Ha J€4eHUETO, YepHOAPOOHHUTE (PyHKLUMOHANIHM NOKA3ATENH Ca
ce HOPMAJIH3HPaJI4 ¥ NPH ABaMaTa NAUNEHTH, a CAMHUAT OT TAX € NOAJIOKEH Ha NOBTOPHO JICUEHHE C
abuparepoHOB aueTaT €3 HOBO MOBHILABaHe Ha cToiiHOCTUTE. B npoyusane 302 nosuwuaBaHe Ha
croiiHocTHTEe Ha ALAT u ASAT crenen 3 u 4 ce Habmoaasa npu 35 (6,5%) nauueHT, neKyBaHu ¢
abuparepoHoB auerart. [losHweHHTE CTORHOCTH HA AMHMHOTPaHCdepa3aTa ca ¢ Bb3CTAHOBWIN 10
HOpMAaTa MNpH BCHYKH NAUHWEHTH C H3KJIIOYEHHE HA TpUMa (IBama ¢ HOBH MHOrOOpOHHH YepHOAPOOHH
MeTacTasH B | ¢ noulIeHH cTOHHOCTH HA ASAT 06130 3 ceaMuUy caea nocneaHaTa 103a
abupaTtepoHOB aueTar). B kinHuYHU npoyuBanvs @a3za [l 3a npeycTanorsBane Ha TCYSHHUETO B
pe3ynTaT Ha nosullieHH cTORHOCTH Ha ALAT u ASAT wiu abHopMHa yepHoapoOHa dyHKuMA ce
crxobwasa npu 1,1% ot naumeHTHUTE, NEKyBaHH ¢ abupaTtepoHos auerat ¥ npH 0,6% ot nauneHTure,
NeKyBaHM ¢ nnauebo; He ce cboblIaBaT CMBLPTHH CJIyYaM B Pe3yJITAT Ha XeNMaTOTOKCHYHOCT.

B KJIHHH4YHH NPOYYBAHUA PHCKBT OT XEMATOTOKCHYHOCT € HAaMAaJIeH ¢ H3KJIIOUBAHETO OT y4acTHE Ha
NALMEHTH ¢ XENaTUT HA W3XOAHO HKBO WIH AOHOPMHHU CTOHHOCTH HA PYHKLUMOHATHUTE YEPHOAPOOHH
nokasareau. B npoy4ysane 3011 nanuenTure ¢ u3xogHu croilHocT Ha ALAT n ASAT > 2,5 nbTy Han
ropHara rpaHyua Ha Hopmara (ULN), 6uwnupydun > 1,5 ety Hag ULN wnu 1e€3W ¢ aKTHBEH WIH
CUMINTOMATHYEH BHPYCEH XENATHT WIH XPOHHYHO Y€pHOAPOOHO 3a00nABaHe, aCLMT WK HapyllleHUs
Ha KPbBOCLCHPBAHETO BCIEACTBHE Ha YepHOAPOOHa AMCHYHKLUMA Ca H3KIIIOYEHH OT y4yacTHe. B
npoyuBade 301, ca M3KIIOUEHHA NALKEHTH ¢ U3XOAHHU CTORHOCTH HA ALAT n ASAT = 2,5 mbTh Hag
ULN npH oTCBECTBHE Ha YEPHOAPOOHH MeTacTasH, HiH > 5 nbTH Haa ULN npu Hanuuue Ha
yepHoApoOHHM MeTacTasd. B npoyusaHe 302 He ce nomyckaT NauMEHTH ¢ YEpHOAPOOHH MeTacTasu, a
T€3U ¢ U3XOOHHU CTOHHOCTH HAa ALAT u ASAT > 2.5 metv Hap ULN ca u3kmouenn. A6GHopMHMTE
CTOHHOCTH Ha YepHOAPOOHHTE QYHKLUHOHATIHH MOKA3ATENH, NPOABABKAHN CE MPU NMALMEHTH,
YYacTBALUY B KNMHUUHU NPOY4YBaAHHUS, C4 OWIH CTPOro KOHTPOJHMPAHH, KATO C€ € H3HCKBAJIO
NPEKBHCBAHE HA JICUSHHETO H Ce € JOITYCKAJIO NOBTOPHO JICUEHHUE CaMO CJIEA KaTO YEPHOJPooT
(PYHKUHOHAIHK MOKA3aTENH NPH NALIHEHTHTE CE BL3CTAHOBAT A0 U3XOAHUTE (BX. TO )
[TaunuenTtu ¢ yBenuuedne Ha ALAT wim ASAT ¢ > 20 notit Hag ULN He ca nekysay
be30nacHOCTTa Ha NOBTOPHOTO JIEYEHHE NPH Te3H MALIMEHTH HE € H3BECTHA M He ¢ Mg .2,
MeXaHH3MbT Ha XENaTOTOKCHYHOCT.
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Cpo011aBaHe Ha NOAO3UPAHH HEXKETAHH peaKUNH

C1oOLIaBaHETO Ha NOJO3HPAHH HEXKeNlaHM peaKLH Clie/l pa3peliaBaHe 3a ynorpeda Ha neKapCcTBeHus
MPOAYKT € BaKHO. TOBa No3B0AsBa Aa NPoaAb/DKYA HabN0AEHHETO Ha CbOTHOLIEHHETO NON3a/PHCK 32
NIEKAPCTBEHHA MPOAYKT. OT MEAHUMHCKUTE CNELHATINCTH CE H3HCKBA a ChOOILABAT BCAKA NOAO3UpaHa
HEXENaHa peakiiva upe3 U3nbaHUTENHA areHUMA NOo ieKapeTBaTa, yi. ,,Jlaman I'pyes” Ne 8, 1303 Codmus,
Ten.: +359 2 8903417, yebcaiiT: www . bda.bg.

4.9 Ilpeao3smpane

Hauuure 32 npeao3rpade Ha abUpaTepOHOB aLeTaT MPH XOpa ¢a OrpaHHYeHH.

Hsama cneundryen aHtuaoT. B ciyuaii Ha npeao3npaHe NpUICKEHHETO TpAOBa BPEMEHHO 1a c¢
NpeKbCHE H JIa ce MpeanpuemMar oduyaiiH|Te Mo IbPXKALIK MEPKH, BKIKOUBALIH NPOCICAIBAHE 34
ApUTMMH, XHITOKAJIMEMHS M 33 NMPH3HALM U CUMIITOMH Ha 3aJbpXaHe Ha TeYHOCTH. YepHoapoOHarta
dyHxums cbio TpaOBa Ja c€ OLICHSARA.

5. @®OAPMAKOJOI'HYHHU CBONMCTBA
5.1 @apMakoAHHAMHUYHH CBOHCTBA

dapMakoTepaneBTH4YHa rpyna: €HIOKPHHHA Tepaliii, ApYrH XOPMOHAIHH @HTarOHUCTH H CPOAHH
cpeacrea, ATC koa: L02BX03

MexaHu3bM Ha feHCTBHE
AbuparepoHoB anerat (ABHpaTepoH 3eHTHBA) ce NPEeBPLINA in Vive B ADUpATEPOH — HHXKOUTOpP Ha

aHaporeHHaTa OrocuHTe3a. KOHKpeTHO abHpaTepoH HHXHOHpA CEAEKTHBHO IEHCTBHETO HA €H3UMA

1 7a-xuapokcunaza/C17,20-nuaza (CYP17). Tosu eH3um ce ekcrnipecupa B H € HeoOXoauM 3a
aHaporedHata OMOCHHTE3a B TECTHKYJIapHaTa, HanOsOpeyHaTa ¥ npocrarHaTa TYMOpHa ThkaH. CYP17
KAaTaTU3Upa NpeBpbILAHETO Ha MPETHEHOMOH H MPOreCTEPOH B MPEKYPCOPH HA TECTOCTEPOH,
CBHOTBETHO B Aexuppoenyanapoctepod (AIXEA) n aHaApoCcTeHAHOH upe3 | 7a-XHAPOKCHNHPaHE H
pasuenBane Ha C17.20 spv3kaTa. HHxubupanero na CYP17 ¢sm0 Boau oo 3aCWICHO NPOH3BOACTBO
Ha MHHEPATKOPTHKOMAHN OT HaaOBeOpeuHnTe xnesu (BX. Touka 4.4).

AHJIpOreH-YyBCTBUTEIHUAT NPOCTATEH KAPLUKHOM OTTrOBaps Ha JICYECHHE, KOSTO HAMaJIABRa HUBAaTa Ha
aHAporeHuTe. AHAPOreH-ZENPHBALIMOHHHUTE TeparnuH, kato JieueHue ¢ LHRH ananosu unu
OPXUEKTOMHA, HAMaNSABaT NMPOH3BOACTBOTO HA aHAPOIN€HH B TECTUCHTE, HO HE 3acaraT TAXHOTO
NMPOH3BOACTBO OT HaaOBOpeuHnTe *U1e3n win B tymopa. Jleuenuero cb¢ ABUPATEPOH 3EHTHUBA
HaMasABa CEPYMHHUS TECTOCTEPOH A0 HEOTKPUBACMH HUBA ([IPU U3MON3BAHE Ha NIpeNaraHUTe Ha
na3apa roToBHM TECTOBE), Koraro ce npuwiara eqHoppeMeHHO ¢ LHRH ananosu (mnin opxuexkromus).

PapmMakoaWHAMHYHH e(PEKTH

AOHpaTepoH 3cHTHBA MOHWXKABA CEPYMHHSA TECTOCTEPOH H APYrH aHAPOreHU N0 HHBA, MO-HUCKH OT
nocTurHaTuTe ¢ npiwiarade Ha LHRH adano3u camocToaTenHo Wik npu opxuektomus. Tora e
pe3YTaT OT CEJIEKTHBHOTO MHXUOUpaHe Ha eH3uM CYP17, Heobxoaum 3a anaporeHHata OHOCHHTe3a.
PSA cnyxu karo bHOMapkep fpH NalyeHTH ¢ KApUHHOM Ha npocTaTara. B KNHHHYHO NpoyyBaHe
®a3za Il] npu nauMeHTH, MOKA3alK HEyCcneX KbM NMpeAXoaHa XUMHOTEpanus ¢ Takcasu, 38% ot
NaLuMeHTUTE, NeKyBaHd ¢ abuparepoHoB auerar, cpeuty 10% oT nauMeHTHTE, NEKyBaHH ¢ nauedo, ca
nokazaiu MUHUMYM 50% cnaja cnpaMo H3XoAHHTE HHBa Ha PSA. '

KanuHHuHa epUKacCHOCT U D€30NIacHOCT
E¢ukacHOCTTa € yCTAHOBEHA B TPH paHAOMH3HpaHH, I1aUEeb0-KOHTPOJIHPaHH, MHO

KIHHHYHH npoyyBaHua Paza 11l (npoyusauua 3011, 302 v 301) npy nauueHTH ¢
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[Ipoyusane 3011 skmouBa nauMeHTH ¢ HOBoaHarHocTHLMpad mHSPC (B pamkure Ha 3 Meceua cnen
pPaHIOMH3HPAHETO), KOHTO MMAT BHCOKOPHCKOBH MPOTHOCTHYHHK (PakTopH. BHcokopHckoBaTta
IPOTHO3a Ce ONpeAe/is KaTo HaluYKe Ha MUHUMYM 2 OT cieAHATE 3 pHCKOBH daxropa: (1) ckop no
Gleason > 8; (2) HanuuMe Ha 3 Wiy NOBeue NEe3UH NPH CKAHHPaHEe Ha KOCTUTE; (3) HaNHYHe Ha
M3MEepHMH BUCLICPATHH (¢ M3KTIOYEHHUE Ha 3abosisiBaHe Ha TIMMQHHTE Bb3IH) METacTasl. B akTHBHOTO
paMo a0HpaTepoHOB aLeTaT ce npwiara ¢ no3a 1000 mg aHeBHO B KOMOMHALMA ¢ HHCKA 1038
NpeAHU30H 5 Mg BEAHLK AHEBHO B JonbiHeHHe KbM ADT (aronuct Ha LHRH mnnwm opxuexromns),
KOETO € CTaHAApHOTO NieueHue. [TaumeHTure B koHTpoHOTO pamo noiy4aBat ADT u nnauebo kakto
3a aOMpaTepOHOB aLETAaT, TaKa U 33 npeArH30oH. B npoyusaHe 302 ca BKIIOYEHH MAUKEHTH, KOHTO HE
ca JIEKyBaHH ¢ oLeTakceN, a B npoy4saHe 301 — nauKMeHTH, MPEMHHAIH MPEAXOAHO JCUYCHHE C
nouerakcen. [Tannenture ca npuemany LHRH ananor unu ca npeMrHanu neueHHe ¢ opxuekroMus. B
rpyrnara Ha akTHBHO JieueHHe abHpaTepOHOB auerat ce npuiaara B 103a o1 1 000 mg aseBHoO B
KOMOHHAaLINA ¢ HUCKA J103a NPeAHA3OH HWIH NPEAHH30NOH 3 Mg ABa ITbTH AHEBHO. KOHTpOaHMTE
NAaLMEHTH MOTy4aBarT 1aucdo 1 HAICKa 1033 NPeAHH30H WK MPEIHU3O0NO0H 5 mg ABa ITbTH AHEBHO.

[IpoMeHHTE B cCepyMHHTE KOHUEHTPpALMH HAa PSA He BUHArH roBOpAT 3a KIIMHHYHM MON3H4. 3aTOBa U
BbB BCHYKH NPOYYBaHHUA Ce NPEenopbUYBa MALUMEHTUTE Ad OCTAHAT Ha JICYECHHUATAE, MPOBEXKAAHH 110
MPOYYBAHETO, OO MOCTHIaHE HA KPUTEPUUTE 3a NpPEeYCTAHOBABAHE, MOCOYEHH MO-Z0Y 338 BCAKO
poytBaHe.

B HHMTO €AHO OT NpOYYBaHHATA NPUIAraHETO Ha CMTHPOHOJIAKTOH HE € pa3spelleHo, Tbi KaTo
CITMPOHOJIAKTOH €€ CBLP3Ba ¢ aHAPOreHHUTE PELENITOPH M MO3Ke J1a [TOBULIH HUBATa Ha PSA.

Ilpoyueane 3011 (nayuenmu ¢ nosoouaznocmuyupan sucoxopuckose mHSPC)

B npoyuBate 3011 (n=1199) Mmeananara Ha BB3pacTTa Ha BKIIOYEHUTE NauueHTH € 67 roauHu. bposr
Ha NMalLHeHTHTE, JIEKYBaHH ¢ abupaTepoHoB aueTar, no pacopa rpyna e denu 832 (69,4%), asuatuu 247
(20,5%), yepHOKOXH WM appoamepukanu 23 (2,1%), apyra 80 (6,7%), nenspecHa/He ce cbobilapa
13 (1,1%) U aMepHKaHCKH HHIMAHLIM WK KOPEHHO HaceneHHe Ha Ausicka (0,3%). CkopsT 34
¢yHKUHMOHANHO cbeTosHUE N0 ECOG e 0 wnu 1 npu 97% ot nauueHture. [laiueHTHTE C H3BECTHH
METACTa3H B MO3bKA, HEKOHTPOJUpaHa XHIIEPTOHUA, CEPHO3ZHO ChPAEUYHO 3a0oNABaHe HIIH ChpACYHA
nHeaoctarbyHOCT Knac II-IV no NYHA ca uskniouenu. IlaumMeHTure, KOUTO ca JICKYBAKH ¢
npeawecTaauid papMaxoTepanud, JLueneueHue 1K onepans 3a METECTATHYEH paK Ha NpocTarara
ca H3KIIOUEHH, ¢ M3KI4YeHHe Ha 10 3 meceua ADT wnm 1 kypc nansaTuBHO 0O/1bYBaHE WM
XHPYPryuyHa Tepariug 3a JJEYCHHE Ha CUMITTOMH, NPOH3THYALIM OT MeTacTa3H. CEBMECTHHTE
MbPBHYHH KpalHH TOYKH 3a epHKacHOCT ca obma npexxusaeMocT (Overall Survival, OS) 1
npexxHBIeMoCT 0e3 peHTreHorpadcka nporpecus (radiographic Progression-Free Survival, rPES).
MeanaHaTa Ha U3XOAHUA CKOp 3a O0Ka, H3MEpEH ¢ NMOMOoLUTa Ha CbKpaTeHaTa fopma Ha KpaTbk
BENPOCHHK 3a 6onkara (Briet Pain Inventory Short Form, BPI-SF), e 2,0 kakTo B rpynara Ha akTHBHO
JeyYeHHe, Taka U B rpynara Ha mnauedo. OcseH upea H3MEPHTENUTE HA CbBMECTHUTE MbPBUUHU
KpaiHY TOYKM MOJI3aTa € OLIEHeHa H ¢ NOMOLITA Ha BPEMETO A0 ChOUTHE, CBBP3aHO C KOCTHATA
cucrema (Skeletal-Related Event, SRE), BpeMeTo A0 nocneapaina Tepanuis 3a Npoctared KapLUHHOM,
BPEMETO A0 3aMOYBaHE Ha XUMHOTEPANHs, BpEMETO A0 NMPOrpecus Ha fonkara U BpEMETO A0
nporpecusi Ha PSA. JleueHuero npoabiaaBa 10 nporpecks Ha 3ab0NsABaHETO, OTTEIISHE HA
CBIVIACHETO 3a YYaCTHE, NOSBATA HA HENPHEMIMBA TOKCHYHOCT WKW CMBPT.

[TpexxussieMoctTa 6€3 peHTreHorpadcka NporpecHs ¢€ ONPEeAes KaTo BPEMETO OT PAHAOMH3IHPAHETO
IO MOosBaTa Ha peHTreHorpadcka nporpecus WiM CMbPT 110 KaKBaToO U 12 € NPHUHHA.

PenTreHorpadckara nporpecHs BKIIOYBA NPOrpecHs, YCTAHOBEHA Upe3 CKAHMPAHE Ha KOCTUTE,
(CBrNacHO HIMEHEHHTE KpUTepUU Ha paboTHaTa rpyna 3a NpocTareH KapuuHoM 2 (Prostan by
Working Group-2, PCWG2)) unu nporpecus Ha MEKOTbKaHHHTE JIE3UH, YCTAHOBEHA Q/A1QN
KT unun AMP (cbraacHO KpHTEpPHH 33 OLiEHKa Ha OTTOBOpa NPH CONHIHH TYMOPH (R ¢S unse
Evaluation Criteria In Solid Tumors, RECIST)). f
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HabGnronaBana e 3Haunma pasiinka B rPFS mexay tepanesTHuHHUTE rpynu (BXK. Tadiivua 2 w
¢urypa 1).

Tabauna 2 [IpexuBsiemocT 0€3 peHTreHorpapcka nporpecuss — CTpPATHQPHIHPAH AHAJIN3;
Intent-to-treat nonyaauus (npoyusane PCR3011)

AOupaTepOHOB aueTar ¢ [Inauebo
[Tpeanunson (AA-P)

PanaoMu3MpaHy naumeHTH 597 602
Cbec cpOuTHE 239 (40,0%) 354 (58,8%)
IleH3ypupanu 358 (60,0%) 248 (41,2%)

Bpeme 10 cbOHTHE (MEceLH)

Menuana (95% Cl) 33,02 (29,57, NE) 14,78 (14,69, 18,27)
JInana3oH (0,0+, 41,0+) (0,0+, 40,6+)
p-cTOHHOCT" < 0,0001

KoeduumeHT Ha pUck

(95% CI)° 0,466 (0,394, 0,550)

benexka: +=1en3ypupano Hadbmojienue, NE=ne moxe na 0b/1€ u3uucieno. Ciayyaure Ha peHTreHorpadcka nporpecus

H CMBPT ce cuuTar 3a onpeaensium rPES coOuTHero. AA-P=nanueHTH, npueMaid abuparepoH alerar H 1peaAHH30H.
d
p-croiiHocTTa € nojyydena ot log-rank Tecr, crparupuunpan no ECOG ckop 3a pyukimonaino cocrositue (0/1 mim 2)

M BUCLICPAJIHH JIE3UH (JIUIICA H/IM HAJIMYHC).
KoedMIMEHTHT HA PHCK € MOJIYMEH OT CTPATH(HIMPAH MPOTIOPUHOHAICH pHCKOB Moel. KoeduimenT Ha puck <1 e B

noJjsa Ha AA-P.

Qurypa 1 Kpusu na Kaplan-Meier 3a npexusseMocT 0e3 peHTreHorpagcka nporpecHsi;
Intent-to-treat nonyaanus (npoyusane PCR3011)
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Habnr0/1aBa ce cTaTHCTHYECKH 3HAYKMMO 1o100peHue Ha obwara npexussemoct (OS) B non3a Ha AAP
wnoc ADT ¢ 34% noHwkeHue Ha pucka oT cMbPT B cpaBHeHue ¢ riaunedo iroc ADT (HR=0,66;

95% CI: 0,56, 0,78; p<0,0001) (Bx. Tabnuua 3 u ¢purypa 2).

Table 3 O6uma npeKHBAEMOCT HA NALUHEHTH, JIEKYBAHH ¢ A0HPaTePOHOB aLeTAT HJIH ¢ Nyiauebo B
npoyuysane PCR3011 (Intent-to-Treat ananin3)

O01a npexHBaeMoCT AOHpaTEepPOHOB aLIETAT C NPeAHH30H [lhrauebo
(N=597) (N=602)
CM'hpT (“/n) 275 (46"%}) 343 (57%)
MemaHa Ha NpeXxXUBIEMOCTTa (MeCeLH) 33.3 36,5
(95% CI) (48,2; NE) (33,5;40.0)
Koeduuuent Ha puck (95% CI)’ 0,66 (0,56; 0,78)

NE=ne Moxe na Obae H3UHCIIEHO
' Koe(huuMeHTbT Ha PUCK € MOJTy4eH OT CTpaTH(ULMPaH MPONOpLUHOHAJIeH Moae Ha puckoseTe. KoeduumeHT Ha
pHCK <| e B moJsi3a Ha aOMpPAaTEpPOHOB alIETaT C NMPEAHU3OH.

Purypa 2 Kpusn na Kaplan-Meier 3a o0ma npexxussiemoct; Intent-to-treat nonyauus
(ananu3 Ha npoyusane PCR3011)
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MeceuH clel paHIOMH3HPAHeTO
PHCKOBH NalHEHTH

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

AoOupaTtepoHOB auerar — — — — [Lraneoto

AHaJIM3UTE HA NOArPYNMUTE HEU3ZMEHHO Ca B 110J13a Ha JiIeueHUeTo ¢ abuparepoHoB auerat. E¢ekrsT ot
neyenueto ¢ AA-P Bbpxy rPFS u OS B npeasapuTesiHO onpe/iesieHUTe NOArpyny e 6aronpusaTeH 1
ChbBMECTHM ¢ 00L1aTa nonyJjalmsa B Npoy4yBaHeTo, ¢ U3KktoueHue Ha noarpynara ¢ ECOG ckop 2,
KbJIETO HE ce HalJIl01aBa TeHIEHLIMA KbM N0J13a, HO MAJIKMAT pa3Mmep Ha u3Bazakara (n=40)
OrpaHMy4aBa M3BJIMYAHETO HA 3HAYHUMO 3aKJIIOUYEHHE.

B nonbnaHeHue kbM HabM0AaBaHOTO NoaoOpeHHe Ha oduara npexupseMocT U rPFS e nemoHcTpupana
[10J13a OT JIEYEHUETO ¢ aDUpaTEepPOHOB aLETAT CIIPSAMO IJ1aLe00 MpH BCUHUYKH MPOCNEKTHBHO
OMNpeAC/IEHH U3MEPHUTEIH HA BTOPHUYHHUTE KPAHHH TOYKH.

Ilpoyusane 302 (nayuenmu, koumo He ca RPOEENCOAIU XUMUOMEPANUs)

ToBa npoyuBaHe BKJIIOYBA MNALIMEHTH KOMTO HE Ca MPOBEXKAAIH NMPEIXOAHA XUMHOT
ACHMITTOMATHYHH WJIH C JIEKO M3Pa3eHH CUMIITOMM M 32 KOUTO XHMHOTEparus Bce

14




nokasada. Cxop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a naii-nowara 6onka B
nocneaHuTe 24 yaca € CYeTeHa 3a aCUMINTOMATHUYHA, KATO CKOp OT 2-3 c€ CYHTa 3a JIEKO H3pa3eHa
CHMITTOMATHKA.

B npoyusane 302 (n=1 088) MmeanaHaTa Ha Bb3pacTTa Ha BKJIKOUYEHUTE NALMEHTH € 71 roAuHH 3a TE3H,
NIeKyBaHH ¢ abHpaTepOHOB alleTaT [UTHOC NPEAHU30H WIK NPEAHHU3OIOH H 70 roiHHH 3a NaLHEHTHTE,
JIEKYBaHH ¢ Iu1auedo nmoc npeAHH30H WIH NPEAHU30I0H. bpoAT Ha NaLHEHTHTE, JIEKYBaHH C
abHpaTepOHOB aleTarT, Mo pacoBH rpyny e: 6ean 520 (95,4%), yeprokoxu 15 (2,8%), asuaruu 4
(0,7%) v apyrn 6 (1,1%). 76% ot naunentuTe umat ckop 0 3a PyHKUMOHATHO CHCTOAHHKE NO cKanata
Ha U3TouHaTa KoonepaTHBHa oHKonoruuHa rpyna {Eastern Cooperative Oncology Group, ECOG), a
24% ot naumeHTHTe— CKOp |1 4 B ABeTe paMeHa. 50% OT NaUHEeHTHTE HMAT CaMO KOCTHH METACTAa3H,
apyry 31% uMaT KOCTHH W MEKOTBbKaHHH METacTa3K WM METacTa3H Ha TUMQHHUTE BbIH, a8 19% umar
CaMO MEKOTbKaHHH MeTacTa3H WIH MEeTacTa3d Ha THM(PHUTE BB3H. [laumeHTHTE ¢ BUCLIEpAIHY
MEeTacTa3H ca H3kMoUeHH. CLBMECTHHTE MbPBHYHH KPaiHH TOYKH 338 €(PHKACHOCT ca obluara
NpeKHUBAEMOCT H NpexuBiIeMocTTa Oe3 peHTreHorpadcka nporpecus (rPFS). B nonmwinenue xeM
NOKa3aTeNUTE 32 CbBMECTHUTE ITbPBUUYHM KPAHHK TOUKH € OLICHEHA H M10/13aTa ¢ NOMOINTA HAa BPEMETO
N0 NPUIOKEHHE Ha OMUAT Cpellly KapHUHOMHATa 00/1Ka, BpEMETO 0 3arno4YBaHe HA LWTOTOKCHYHA
XMMHOTEpanud, BpeMeTo Ro siowasaie Ha ECOG ckopa ¢ 2 1 Touka # BpeMETO 10 NporpecHs Ha
PSA cwhrnacHo KpurepuuTe Ha paboTHaTa rpyna 3a npocrtareH kapurHoM 2 (Prostate Cancer Working
Group-2, PCWG@G2). JleyeHusTa Nno npoyuBaHHATa C€ NPEKPATIABAT B MOMEHTA HA OYEBHAHA KIMHHYHA
nporpecua. JieueHHATa MOXE /1a CE NPEKPATAT ¥ B MOMEHTA Ha MOTBbPAEHA peHTreHorpagcka
NPOrpecHd 1o NMpeLeHKa Ha U3CIIeAOBATENA.

[TpexxuBsemocrra Oe3 peHtreHorpadgcka nporpecud (rPFS) € oueHeHa ¢ moMoIITa Ha CEKBEHLMAIHY
oOpa3Hu npoyuBaHus cernacHo PCWG2 kpuTeprHTe (38 KOCTHH NIE3HH) H M3MEHEHHUTE KPHUTEPHH 32
OLIEHKA Ha OTroBopa npH conuaHu TymopH (Response Evaluation Criteria In Solid Tumors, RECIST)
(3a MekOoTbKaHHH Jieann). [TpH aHann3a Ha rPFS e W3nonssaHa LEHTPATHO ChIIACYBaHA
peHTreHorpadcka OLIEHKa Ha IpOoTpecHATa.

B nnauupanusa asann3s Ha rPFS npu 401 cayyas 150 (28%) or naumenTure, nekysaHu ¢
abuparepoHor atetat U 251 (46%) ot nekypauuTe ¢ auedo ca Umanu peHTreHorpadcku
JOKA3aTeACTBA 3a NMporpecua wiy ca noynHanud. Habmoaasana e sHaunma pasnuka B rPFS mexny
TEpaneBTHYHHUTE IrpynH (XK. Tabnuua 4 u ¢purypa 3).

Tabnmuua 4  [Ipoyusane 302: [Ipexupaemoct 6e3 peaTrenorpadcka nporpecHs npH
NAIHEHTH, JIEKYBAHH CbC A0HPATEPOHOB AUETATH/IH NIaned0 B komOnnanus ¢
NpeAHH30H BJIH NPEAHH30J0H IIoc aHa 038 Ha LHRH nan npeamecteama

OPXHEKTOMHS
AGupaTteponoB ILnauebo
AllETAT (N=542)
(N=546)
IIpexnBaeMocT 03 penTrenorpagcka
nporpecus (rPFS)
[Iporpecus HIH CMBPT 150 (28%) 251 (46%)
Meauauna Ha rPFS B meceum He e nocTUruara 8,3
(95% CI) (11,66; NE) (8,12; 8,54)
p-cToiiHocT™ < (,0001

NE=He e u3uncacHa
* p-crofiHocTTa € noay4eHa oT log-rank Tecr, crparuduuupan no uixoaeH ECOG ckop (0 vnm 1)
** HR < 1 B no/3a Ha abBUpaTepoHOB aLETAT

o '
K“‘*"’""“*’(’;’g;:g;‘)“‘ (HR) 0,425 (0,347; 0,522) m
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Purypa 3

Kpusn na Kanaan-Maiiep 3a npexxnBsaeMocT 0e3 peHTreHorpapcka nporpecus

NPH NAUHEHTH, JIEKYBAHH ¢ A0HPATEPOHOB ALETAT HJIH IJIaNe00 B KOMOHHALHA
¢ NpeAHH30H HJIH NpeAHH30J10H IJoc anaao3n Ha LHRH nian npeamecrsama

OPXHEKTOMHS

> =

% naumenT Be3 NPOrpecHn HAKM CMLPT
.
f

L | | I -1
0 t ] 2

Bleiwcan ol porgd g sme
= [ ¥ e 164 4

[t 640 &) JOd ) "
[ “nauet AA

AA= abuparepoHoB alerar

'y

0

&I

JlaHHM 3a NalMeHTUTE NPOABbDKABAT Ja ObJaT cCbOMpaHU 10 aTaTa Ha BTOPUS MEXKIWHEH aHaJIu3 Ha
obuiara npexxusemoct (OS). Pentrenorpadckara oueHka Ha uscneaosarens Ha rPFS, HanpaBena
KaTo NnocJjieaBalll aHaJIu3 Ha YYBCTBUTEJIHOCTTA, € npejicTaBeHa B Tabiimua S u gurypa 4.

[llecTcToTHH M cenem (607) nauMeHTH ca UMAJIU peHTreHorpad)cka nNporpecHs MK ca NoYHHalM:
271 (50%) B rpynara Ha abupaTepoHoB auerat M 336 (62%) B rpynara Ha nuauedo. Jleuenuero ¢

abupaTepoHOB alLlETaT HamMaJlsiBa pUCKa OT peHTreHorpadcka nporpecus Uiau cMupT ¢ 47% B
cpaBHeHHe ¢ miauedo (HR=0,530; 95% CI: [0,451; 0,623]. p < 0,0001). Meauanara Ha rPFS e 16,5

Mecella B rpynaTta Ha abuparepoHOB auerart ¥ 8,3 Mecella B rpynara Ha ruiaue6o.

Tabauua 5

IIpoyuBane 302: IlpexnBsaiemocTt 0e3 peHTreHorpadcka nporpecus npu

NALHEHTH, JIEKYBAHH ¢ A0HPaTEePOHOB ALETATH/IH I1ae00 B KOMOHHALIHA ¢
npeaHH30H HJIH NpeAHH30J10H Ioc aHa 1034 Ha LHRH wian npeamecrsama
OPXHEKTOMHSA (NIPH BTOPH MeXK/IHHEH aHAJIH3 HA 0o0ImaTa

NPpEAKHBACMOCTOUCHKA HA H3C.J]€IIOBHT£'JISI)

AOHpaTepoHOB [Maanebo
anerat (N=546) (N=542)
[IpexnBsiemocT 0€3 peHTreHorpagcka
nporpecus (rPFS)
[Iporpecus Wi cMBPT 271 (50%) 336 (62%)
Menauana Ha rPFS B meceuu (95% ClI) 16,5 8,3
(13,80; 16,79) (8,05; 9,43)
p-cTOHHOCT* < 0,0001 |
* * 0
KoedmiueHT Ha pHck** (95% CI) E——— 0,6

*p-croiinocrTa e noaydena ot log-rank recrt, crparuduumpan no usxojaen ECOG ckop (0 wan 1)

** Koeuumenr Ha puck < | B nonsa Ha abMparepoHoOB auerar
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@urypa 4 Kpusu na Kannan-Maiiep 3a npexxunsiemoct 0e3 penrreHorpadcka nporpecus
NPH NAUHEHTH, JIEKYBAHH ¢ A0HPATepPOHOB ALETAT HJIH I/1anedo B KOMOHHAUHS
C MpeAHH30H HJIH NPeIHH30/10H I1Ioc aHa 1031 Ha LHRH nian npeamecrsama
OpPXHEKTOMHS (NIpH BTOPH MekAHHeH aHa a3 Ha OS-oneHka Ha H3Cje10BaTe1N)
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MMecemx Cles paxzosauIpaNeTo
Ak 546 485 89 311 240 195 186 85 a8 o 0
Mranebo 542 406 244 177 133 100 80 37 14 1 0
-== [Inauebo AA

A A=aOMpaTepoHOB arerar

[IpoBeneH e niaHupaH MexauMHeH aHanu3 (interim analysis, IA) Ha OS caea 333 cMBbPTHH Ciyyasi.
[IpoyuBaHeTO € He3ac/IeneHo ¢ Orjie/l Ha 3HaYMMOCTTa Ha HaOJII0JaBaHUTE KIIMHUYHH MOJI3H W Ha
MallMeHTUTE B rpynara Ha riauedo e npeajiokeHo jJeyeHue ¢ abuparepoHos auerar. OOuara
NPEeKUBAEMOCT € NMOo-AbJra rnpu abuparepoHOB aueTart cripamo rJauedo ¢ 25% noHu>KeHue Ha pUcKa
ot cmbpT (HR = 0,752 95 % CI: [0,606; 0.934], p=0,0097), HO naHHUTE 3a OS He ca 10CTaTbYHH H
MEXIHHHHUTE PEe3YJITaTH HE OTIrOBAPAT HA MpeBApUTEIIHO ONpe/ie/ieHaTa rpaHMLIa 3a CIIMPaHE ChC
CTaTUCTHYECKa 3HAaUYUMOCT (BK. Tabsivua 4). [lpocneasBaHeTo Ha NPEKUBAEMOCTTA € MPOABJIKHIIO

cnen To3u lA.

[InanupanusT okoHUaTeNeH aHanu3 3a OS e nposeneH, ciel Kato ca HabmoaaBaHu 741 cMbPTHH
ciyyas (cpeaHo npocieassaHe 49 meceua). [Tounnanu ca 65% (354 ot 546) oT nauueHTHTE,
NeKyBaHH ¢ abupaTepoHOB auerart , B cpaBHeHHE CbC 71% (387 o1 542) OT nauMeHTUTe, JIEKYBAHH C
naauedo. JlemoHcTpupaHa € craTHCTHYECKH 3HauMMa OS B nos13a Ha rpynara, JIEKyBaHa ChC
abuparepoHoB auerar ¢ 19,4% nonvxkenue Ha pucka ot cMbpT (HR = 0,806 95% CI: [0,697:; 0,93 1],
p=0,0033) u nonobpenue Ha cpeanara OS ¢ 4.4 meceua (abuparepoHoB auerar 34,7 meceua,
naauedo 30,3 meceua) (Bx. Tabnuua 6 u purypa 5). Topa nogodbpenue e nokazaHo, BbIpeKH Ye 44%
OT NalUMEHTUTE B rpynara Ha njauebo ca nosydyuin abupaTepoHOB alleTaTKaTo rnocje/Balia
Teparnus.

Tabanna 6 [Ipoyusane 302: O0ma npekHBAEMOCT HA NALHEHTHTE, JIEKYBa A
aA0HpPaTEPOHOB AUETATHIIH IJIANe00 B KOMOHHALHSA ¢ NpeAHH3OH ¥
npeAHH30/10H K0c aHaa034 Ha LHRH wian npeamecrsama ¢y

AOHpaTepoHOB anerar
(N=546)
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MeKIHHEH AHAJIH3 3a
NpeKHBAEMOCT

CmbpTt (%)

147 (27%)

186 (34%)

MeuaHa Ha MpEXKHUBACMOCTTA

(MeceLu)
(95% CI)

He e

MNOCTHIHATA
(NE, NE)

2712
(25,95; NE)

p-cTOHHOCT*

0,0097

KoeduumeHT Ha puck™**
(95% CI)

0,752 (0,606; 0,934)

OKoH4YaTE/IeH AHAJIH3 34
NpeKHBAEMOCT

Cwmbpt (%)

354 (65%)

387 (71%)

Menuana Ha oO1ara npexuBIeMoOCT

(MeceLH)
(95% CI)

34,7 (32,7, 36,8)

30,3 (28,7; 33,3)

p-CTOMHOCT*

0,0033

KoeduumneHt Ha puck**
(95% CI)

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

NE=ne ¢ u3uucieHa
*p-croitnoctTa e nojayueHa ot log-rank rect, crparuduumpan no usxoaeH ECOG ckop (0 uim 1)
**Koeduument Ha puck < | B nos3a Ha abuparepoHoB aterar

Purypa 3:

Kpusn Ha Kansan-Maiiep 3a npeXKHBSeMOCT NPH NANHEHTH, JIEKYBAHH

cabHpaTepOHOB AlETATH/IH IJIaNe00 B KOMOHHALMSA € NPEAHH30H HJIH
npeaHH30/10H IJ1I0¢ aHa1034 HAa LHRH nan npeamecrBama opxHeKToMus,

OKOHYATCJICH AHAJIH3
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B nonbaHeHue kbM HabnioaaBaHuTe noaocOpeHns B o0wara npexussemoct U rPFS ca
NEMOHCTPHPAHH MOJI3H Ha JICYECHUETO ¢ aOHpaTEepOHOB aLeTaT CNpsMo IU1auedo NpH BCHUKH
MOKa3aTeJ I Ha BTOPHYHH KpaiHK TOUKH, KaKTO Cli¢aBa:

BpemeTo no nporpecus Ha PSA cwriacHo PCWG2 kpuTepuuTe: MeaHaHaTa Ha BpeEMETO A0 NPOrpecHs
Ha PSA e 11,1 meceua 3a nauMeHTH, NpUeMainy abuparepoHOB aueTaTH 5,6 Mecera 3a NaLMEHTH,
npuemainy riauedo (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemero ao nporpecus Ha PSA
NPUOIH3IUTENHO CE € YABOUAO NnpH JieyeHHeTo ¢ abuparepoHos auerat (HR=0,488). IlpouenTsT Ha
natMeHTHTe ¢ NOoTBBpACH PSA oTroBop € no-rojasam B rpynarta Ha abUpaTepoHOB alleTaT, OTKONKOTO B
Ta3u Ha ruauedo (62% cnpamo 24%; p < 0,0001). [1pu nauMeHTH ¢ HIMEPHMH MEKOTBHKaAHHY
3a00NMBaHyA ce HabmoaaBa 3HAYMMO HOBHILLEH OPOM NBbJIHK K YACTWYHH OTTOBOPH Ha TyMOpa NnpH
neyeHHeTo ¢ abHpaTepoOHOB aALIETAT.

Bpeme'ro A0 MPpUIOKCHHC Ha OIMHAT Cpelly KapilHHOMHaTa fonka: MeavaHaTa Ha BpEMCTO JO
IMPpWIOXKEHHAE HA OINHAT CPCLIY bonkara INpH NpoCcTaTCH KApUHHOM 11O BPEMEC Ha OKOHYATC/IHHA aHAIH3

e 33,4 Mecelia NpH NaUMEeHTH, NpueMalid abuparepoHoB alUeTaT, a NpU Te3H, NpHeMailH niauebo, e
23,4 mecena (HR=0,721; 95% CI: [0,614; 0,846], p <0,0001).

Bpeme A0 3aMnoYsaHC Ha UHTOTOKCHYHA XHMHUOTCDAIIHA! MenanaHnara Ha BpEMETO N0 3ariovBaHC Ha

LIHTOTOKCHYHA XUMHOTEpanus e 25,2 Mecelia MpH NauHeHTH, NpHeMally abMpaTepoHOB aueTar U 16,8
MeceLa NpH nauMeHTH, npuemainy nhauebdbo (HR=0,580; 95% Cl: [0,487; 0,691], p < 0,0001).

Bpeme no snowasaHe Ha pyHkuHoHanHua ECOG ckop ¢ > | Touka: MeanaHara Ha BpeMeToO A0
piowaBaie Ha ECOG ckopa ¢ > 1 Toyka e 12,3 Mecelia NnpH NMaLKeHTH, pyeMallyd abupaTrepoHos
aueratd 10,9 meceua npu nauuentT, npyemainy mnauedo (HR=0,821; 95% CI: [0,714; 0,943 ];
p=0,0053).

Cneanure l{paﬁHH TOMKH B NNIPpOYYBAHUATA NOKA3BAT CTATHCTHUCCKH 3HAYHMO NPCAUMCTBO B ITOJT38 HA
JCHCHMETO C aﬁupaTepcr-HOB AlCTaT:

ObexkruseH omroBop: OOEKTUBHUAT OTTOBOP € ONpesieNeH KaTo NPOUEHT Ha MAUMEHTHUTE C U3MEPHMO
3abonsaBane, NOMTyHUNH ABJIEH Wik YacTHYeH oTrosop cbriacHO RECIST kpurepuuTe (pazMepsT Ha
AUM(pHUTE BH3JIH HA U3XOAHO HUBO TpaAOBa Aa e > 2 cm, 3a J1a C€ CYHTA 3a TapreTHA JIe3HA).
[IpoLIEHTHT HA NALUEHTHTE ¢ U3MEPHMO 3a00JIABaHE HA U3XOAHO HUBO, MOMY4YHUTH OOCKTHBEH
OTroBop, € 36% B rpynara Ha abuparepoHOB aueraT W 16% B rpynata Ha mnauebo (p < 0,0001).

bonxa: Jleuenuero ¢ abuparepoHOB aLleTaT 3HAYUMO HAMAIABA PUCKA OT NIPOrpeCUs Ha CPpEeAHUS
HHTeH3UTEeT Ha Oonkarta ¢ 18% B cpaBHeHMe ¢ auebo (p=0,0490). Meananarta Ha BpeMeTO A0
nporpecus € 26,7 Meceua B rpynara Ha abupareponos auerar U 18,4 Meceua B rpynata 1a nhauebo.

Bpeme o Bnoiuasane Ha FACT-P (o6uy ckop): neyeHneTo ¢ abuparepOHOB aLeraT HaMaisRa pUCKa OT
nowasane Ha FACT-P (o6 ckop) ¢ 22% B cpaBreHue ¢ mnaunedo (p=0,0028). MeaunaHara Ha
BpemMeTo a0 BiowasaHe Ha FACT-P (06w ckop) e 12,7 Mecella B rpynaTta Ha abMpaTepOHOB aLeTaT U
8,3 Meceua B rpynara Ha ruauedo.

Ilpoyueane 301 (nayuenmu, koumo ca npoeexcoanu nPpeoxoo0HA XUMUoOmepanus)

B MpoOY4BAaHC 301 ca BXMOYEHH NaLIUEHTH, JICKYBaHH INPEAH C NOLUCTAKCCII. He ce u3HcKBa Te_ ag

NOKa3paT nporpecus Ha 3a0oJIABaHETO NPHU JIEYEHHETO C AOLETAKCEN, ThH KaTO TOKCHY \
XHUMHOTEpanus MOxXe Ja € JOBeNa A0 NpeKpaTABaHe Ha JIe4yeHHeTo. JlaudeHTHTe npozy 7 4\

MPOYUBAHOTO JieyeHHe A0 nporpecks Ha PSA (noreupaeno yseandeHnme ¢ 25% Han ,v f ‘é\
CTOHHOCT/Haaupa Ha NALHENTA) 3a€JHO ¢ peTreHorpadcka H CHMIITOMaTH4YHA UAH =l

nporpecust, AedpHUHHpaHn no NpoTokon. IlaunenTH, 1eKyBaHH NpeaM ¢ KETOKOHA30M $a P
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MPOCTATATA, ¢a HIKJIKOYEHH OT npoyysaHeTo. [TbpeuyHaTa kpailiHa Touka 3a edpukacHOCT ¢ obinara
NPEXHUBIEMOCT.

MeavanaTa Ha Bb3pacTTa Ha NMallMEHTHTE, y4acTBallW B NPOYUBAHETO, € 69 roaMHM (auamnasox 39-95).
BpoaT Ha nauMeHTHUTE, JIEKYBaHH ¢ abMpaTepOHOB aLETaT, [0 pacoBu rpynu e benu 737 ( 93,2%),
yepHOKOXH 28 (3,5%), aznatum 11 (1,4%) u apyru 14 (1,8%). EavnaneceT npoueHTa OT BKIKOYEHUTE
NAlMENTH HMAT CKOp 2 Ha PYHKLIMOHAMHOTO ¢hCTOAHKE no ckanara Ha ECOG; 70% umar
peHTreHorpadCKH AaHHH 3a Mporpecus Ha 3abonsaBaneTo ¢uC WM 6e3 nporpecus Ha PSA; 70% ca
NOAYYKIIH NPEAU TOBa €JHA MTOTOKCHYHA XWMHoTepanusg, a 30% ca nonyusunu aee. Hanuune Ha
yepHOApoOHH MeTacTasu HMa npu 11% oT naunesTHTE, NEKYyBaHU ¢ aDUpaTEepOHOB aueTar,

CbriacHo IUIaHMPaHMA aHanu3, NPOBEACH cnea 552 ¢MbPTHU cnydas, ca noudHanyu 42% (333 ot 797)
OT NMaliHEHTHTE, JIEKYBaHH ¢ abupaTepoHOB aleTaT, B cpaHeHue ¢ 55% (219 ot 398) o1 nauMeHTHTE,
NekyBaHu ¢ mauedo. CTaTHCTHYECKH 3HAYMMO NOA0OpEeHHE B cpeiHaTa o0lia NpesxXHBIEMOCT ¢
Ha0/loaaBa NpH NaHEHTUTE, JleKyBaHH ¢ abupaTepoHoBR auerart (Bxk. Tabauua 7).

Tabanna 7 O6ma npexxHBAEMOCT HA NAIHEHTH, JJEKYBAHH ¢ A0HPATePOROB AMETAT HJIH €
naaneto B KOMOHHANNN ¢ BpeanH3Ion HAH npeannsonor wioc LHRH ananosn
HJIR DPERIIECTBAIIA OPXHEKTOMHS

AORpaTepOHOB aLleTAT ILhanebo
(N=T797) (N=398)
IILpBHtIeH AHAJIHI HA
npeXKUBIEMOCTTA
CmupraOCT (%o) 333 (42%) 219 (55%)
Menuana Ha NPEeKUBREMOCT (MeCeLH) 14,8 10,9
(95% CI) (14,1; 15,4) (10,2; 12,0)
p-CTOHHOCT" < 0,0001
KoedHumeHT Ha pHCK (95% ) 0,646 (0,543, 0,768)
AKTYQJIH3HPAH AHAJIHI HA
NpEeKABIEMOCTTA _
CMbpTHOCT (%) 501 (63%) 274 (69%)
MenuaHa Ha NPexUBAEMOCT {MECELH) 15,8 11,2
(95% CI) (14,8; 17,0) (10,4; 13,1)
KoeduumeHT Ha puck (95% CI)° 0,740 (0,638; 0,859)

p-cToHHOCTTa ¢ mosyyeHa ot log-rank tecr, crpatudnukpan ne ECOG cxop 3a pyHxumonanxo coerosnne (0-1
cnpamMo 2), ckop 32 Boaka (JiMnca crpaMo HatHuke), Opolt npeauiiiy kypcose XuMHoTepanHa (1 cnpamo 2) 4 BKj Ha
nporpecusnTa Ha 3abongasanero (camo PSA cripamo penTrenorpadcka).

KoepHUMEHTBT Ha PUCK € II0JIYYEH OT cTpaTHGHIHPAH HPONOPUHOHANCH pUCKOEB Model. KoedHiHeHT HApHCKk <1 ¢ B
noJ3a Ha adUpaTepoOHOB auerar

BbB BCHYKM BpEMEBH TOYKHM Ha OLICHABAHE CIICH ITbPBUTE HAKOJKO MECELA Ha JICYCHHUE NPOLEHTHT Ha
MalHEHTHTE OCTAHAJH XHBH € NO-BUCOK MPHU NALMEHTH, JIEKYBaHH ¢ aDUpaTepOHOB alleTaT,
OTKOJKOTO [1pH NALKEHTH, NeKyBaHHU ¢ nauedo (Bx. Ourypa 6).
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®urypa 6 Kpusn na Kanaan-Maiiep 32 npe:xnBseMOCT NPH NAUHEHTH, JIEKYBAHH ¢ a0HpPaTepOHOB
ALETAT HJIH IJ1ane60 B KOMOHHAIHSA ¢ MpeAHH30H HiIH npeann30/i0H niiioc LHRH ananosn

HJIH npeamiecTBalla OpxXHEKTOMHA

100
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* 40—
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0 3 6 9 12 15 18 21
Bpeme oo cmbpTtra, Meceum
AA 797 736 657 520 282 68 2 0
Nnauebo 398 355 306 210 105 30 3 0

-==:[Mnauebo — AA

AA = aOuparepoHOB auerat

AHAJIM3UTE HA NMPEKUBAEMOCTTA B MNOArPYNHUTE OTYUTAT CHOTBETCTBALLUH MOJI3H MO OTHOLLIEHHE Ha
[NPEXXUBAEMOCTTA NPH JICYEHHUETO ¢ abupaTepoHOB auerat (Bxk. Durypa 7).

®urypa 7 O0ma npexHBAEeMOCT MO NOArPYNH: KOePHUHEHT HA PHCK H 95% noBepHTE IeH
HHTEepBaJ
Meauana (Mecem)
[Ipomenmuea [loarpyna A A TInaneSo HR 95%C| N
Bouusu nanHeHETH Beuugu 148 109 ) g 0es (055, 079) 1195
Hsxomra ECOG 0-1 153 117 [ E 064 (053, 078) 1068
, va v ——— 081 (053, 124) 127
Msxoxra BPI <4 16 2 13 —® . 064 (050, 082) 659
=g 126 89 b - E 068 (053, 085 £36
bpofl NpeaHIIEN XHMHOTED. PERIHMHE 1 154 15 —— E 063 (051, 078) 833
2 14 103 — 4: 074 (055 099) 362
Tun Ha nporpecuATa Camo PSA NE 123 jrimm— E 059 (042, 082) 363
PeHTreHOMOTHYHO 142 104 = 089 (055, 084) 832
Bucuepanau safofl. OpH NOCTBIBAHE T4 1286 84 e é 070 (052, 094) 353
HE 154 112 = .i_ ) 062 (050, D76) 842
05 075 1 15
B;‘I:rnnpm - o
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AA=abupaTrepoHOB alleTaT; BPI=Kparbk Ckop Ha Bonkata; C.1.=aosepurencH unrepran; ECOG=cxop Ha
PYHKLMOHANHOTO CHCTOAHHME MO ckanara Ha M3rouna koonepatusHa oHkooryuHa rpyna; HR= xoegHuueHT Ha puck;
NE=ne noanexu Ha olicHKa

B nomnbiHeHHe KbM HabNAaBAHOTO HOﬂOﬁpﬂBaHE Ha o01naTa NpEXHUBACMOCT, BCHYKH BTOPHYHH
KpﬂﬁHH TOUKH Ha NMPpOYUYBAHCTO Ca B MOJ134 Ha ﬂﬁHpH’[ﬁpOHDB aueTaTt U ca CTaTHCTHHECKH 3HA4YHNMH
CNEN KODHIrHpaHE 3a MHOIMOKpPaTHO H3CJACABAHE, KAKTO ClICABAa.

[TaumMeHTHTE, NOAY4YaBallM abupaTepOHOB alleTaT, NOKa3BaT 3HAMUTENHO NO-BHCOKa 0011ia cTeneH Ha
OTFOBOP MO oTHOLICHHE HA PSA (onpeaenen karo HaManeHHe ¢ > 50% ot H3xoaHaTa CTOHHOCT) B

CpaBHEHHe C MMALMEHTHTE, NoMy4aBaly matuedo, 38% cpewy 10%, p < 0,0001.

Meznuanara Ha BpeMeTo a0 nporpecdd Ha PSA e 10,2 Meceua 3a MaUMEHTH, TEKYBAHH CBbC
abupaTepoHOB aueTaT U 6,6 Mecella 3a MaUHeHTH, JeKyBanu ¢ niauebo (HR=0,580; 95% CI: [0,462;
0,728], p < 0,0001).

MennaHnara Ha npexusieMocT 0e3 peHTreHorpadcka nporpecus € 5,6 Meceua 3a NaUMEHTH, IEKYBaHH
¢ abupaTepoHOB aueTat H 3,6 Mecena 3a nauMeHTy, nekyranu ¢ nauedo (HR=0,673; 95% CI. [0,585;

0,776], p < 0,0001).

bonka

[IpoLeHTHT HA NALIMEHTHUTE ¢ BpEMEHHO obnekuaBaHe Ha DONKaTa € CTATHCTUYECKH 3HaYUMO MOBHCOK
B rpynara Ha abupaTepoHOB aleTaT, OTKONKOTO B rpynara Ha ruiaueto (44% cpeuty 27%, p=0,0002).
[laupeHT ¢ OTrOBOp Ha MAJIMATUBHO JICYEHHE Ha OONIKaTa ce onpeaens Karo naumeHT ¢ MUHuUMyM 30%
Chajg OT U3X0NHATa CWia Ha HosKaTa NMpH HaH-BHCOK MHTECH3IMTET Ha OOJIKATA MO CKANMTE 3a KPATHK
ckop Ha 6onkara (BPI-SF) 3a nocnennure 24 waca 6e3 yBenHUYeHHe Ha CKopa 3a NPUIOKEHHE Ha
aHaJITeTHK, HabGniogaraHa NPy ABA NOCNESA0BATE/IHMA Nperieaa npe3 uHTepsan ot 4 ceaMuld. Ha
aHaJIK3 32 BpeMeHHO 00nekuaBane Ha OoNKaTa ca MOANOMXKEHH CaMO NAaLMEeHTH ChC CKOP Ha U3XOAHATA
Oonka > 4 ¥ Haif-ManKo €UH ckop Ha §onkaTa cnea Ha4al0TO Ha npoyusaHeTo (N=512).

[Tporpecus Ha 6onkara ce HabOAABA NPH TO-MATBK APOUEHT OT MALMEHTUTE, JIEKYBaHH C
abMpaTepoROB alleTaT, OTKOJIKOTO NPH TE3H, JICKYBaHH ¢ IL1anebo, B Mecell 6 (22% cpewy 28%),
mecell 12 (30% cpewy 38%) u meceu 18 (35% cpewy 46%). I1porpecus Ha Oonkara ce onpeaens KaTro
YBEJIHYEHHE OT M3XO0AHATA cuna Ha bonkara ¢ 2 30% npu HaH-BHCOK MHTEH3UTET Ha OoJiKkaTa no
ckanata Ha BPI-SF npe3 usmunanure 24 yaca 6e3 HaMangBaHE Ha CKOpa 33 NPWIOKEHHE HA
aHanreTyuk, HabnoaaBaHa Npu ABE NOCIECAOBATEAHH BU3HTH HWIH yBenudeHHe ¢ = 30% Ha ckopa 3a
NPUIOKEHHE HAa AaHAJINCTHK, HabnogaBaHa Npy ABE NOCAEAOBATEIHK BU3HTH. BpeMeTo 1o nporpecus
Ha Honkara Ha 25-1 nepceHTH € 7,4 Meceua B rpynarta Ha abMpaTepOHOB aueTarcpelry 4,7 Meceua B
rpynara Ha rnauedo.

CKkeneTHO-CBbP3aHU CHOUTHS
CkeneTHo-cBbp3aHy ¢uOUTHA ca HADMIOHaBAHM NMPU NO-MANBK MPOLEHT OT NalMeHTHTE B rpynaTa Ha

abupaTepoHOB aLIETAT, B CPABHEHHE C rpynarta Ha njauebo B Meceu 6 (18% cpeury 28%), mecen 12
(30% cpewry 40%) u mecen 18 (35% cpeway 40%). BpemeTo 10 MbPBOTO CKENETHO-CBBLP3aHO ChOUTHE
Ha 25-9 NepCeHTHN OT rpynara Ha abupaTepoOHOB alleTaT € ABa ITETH MO-AbJIrO OT TOBa B KOHTPOJIHATA
rpyna, a MMeHHO 9,9 mecena cpeiy 4,9 mecena. CKeleTHO-CBBP3aHO chOUTHE ce onpenens KaTo
naTonoruyHa dpaxkrypa, xoMnpecua Ha rpbOHauHWA MO3BbK, NATHATUBHO TbYENedeHHE Ha KOCT WIH
ofepaLms Ha KOCT.

[leauaTpuyuHa nONynaiug
ErponeilickaTa areHUus 1o leKapcTeara OcBOO0KAaBa OT 3ab/DKEHHETO 3a NpeaocTaB -. _..,' 4

pe3yJITaTUTE OT NPOY4YBaHMATa C pedepeHTHHA NEKAPCTBEH NMPOAYKT, ChAbpskaill aODUpHTEDOGRS
aueTar BbB BCHYKH NOArPYNH Ha NeuaTpyuyHaTa Nomyjalus NPU HanpeaHan KapuMHC
npocrarara. Bikre Touka 4.2 3a uHGopMaLMa OTHOCHO ynoTpeba B neauarpusTa.
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52 (PapMakoKHHETAYHH CBOHCTBA

dapMakokMHeTHKaTa Ha 20MpaTepoH € NMpoyYeHa ClieA MPWIOKEHHE Ha abUpaTepoHOB aueTaT Npy
3[[paBH JIHLIA, NALMEHTH C HaNpeaHAJI METACTATUYCH KAPLIMHOM Ha NMPOCTaTaTa M JIHLA 0€3 KapLUHHOM
¢ uepHoapobHo unu 616peuHo yBpexaane. AGypaTepoHoB aueTaT OBp30 ce npeBpbina in Vivo B
abupaTepoH — HHXHOMTOp Ha aHApOreHHaTa OMOCHHTE3a (BXK. TOUYKa J.1).

Abcopbuug
Cnej nepopanHo NpwicKeHHe Ha aDHPaTEpPOHOB ALIETAT Ha I1aJHO BPEMETO 3a JOCTHUTAHE Ha

MaKCHMaJlHa M1a3MeHa KOHLIEHTpallka Ha abupatepoH ¢ npubausnrento 2 yaca.

[TpunoxeHueTo Ha abUPAaTEPOHOB ALETAT ¢ XpaHa, CPaBHEHO C TOBA Ha I1agHo, Boay Ao 10-kpaTHo
[AUC] 1 o 17-kpaTho [Chax] yBENMUeHHe Ha CpeHaTa CHCTEMHA €KCITO3HLMA Ha aOUpaTEpoH B
3aBHCHMOCT OT ChIbPKaHHETO Ha Ma3HUHM B XpaHaTa. [Ipeaena o6ruuaiHoTO pasHooOpasue B
CbABPKAHUETO UM ChCTABA HA XpaHHUTE, NPHEMBT Ha aDHpATEpOHOB alleTaT ¢ XpaHa HMa MOTEHLHAaI Ja
JOBENe 10 MHOrO pas/iIMuHH €eKCno3vuuMHy. 3aTtoBa AOMpaTepoH 3eHTHBA He TpaOBa J1a ce NpHemMa ¢
XxpaHa. AOHpaTepoH 3eHTHBa TpaOBa Aa ce IpHeMa KaTo eAMHUYHa 1038 BEAHBK JHEBHO Ha INIAJHO.
AGHpaTepoH 3eHTHBa TPsAOBa Na ce npHemMa NOHE XBa Yaca cjiell XpaHeHe H He TpaOpa Ja ce
KOHCYMHpa XpaHa NnoHe euH 4ac caea npuema Ha AGupartepon 3ernTura. Tabnerkure TpabBa aa ce
rBJIATAT HEJM ¢ BoAa (BXK. Touka 4.2).

Pasnpenenexnue
Cenp3BaneTo Ha *C-abuparepoH ¢ mia3MeHHTE NIPOTEHHH B HOBEIKaTa nnasma e 99,8%.

[IpuBuaHMAT 06eM Ha pasnpeaeneHue € npudnusnrenHo 3630 1, koero npeanonara, ue abuparepox ce
pa3npeens eKCTEH3MBHO B NepUpepHUTE THKAHH.

buotpaschopmanns

Cnen nepopanHo npuioxkeHue Ha '‘C-abupatepoHos auerat noa ¢popmMara Ha Kancyny abuparepoHos
alleTaT ce XMAPOJIH3Hpa A0 adMpaTepoH, KOHTO cliel TOBA NpeThprsiBa MeTa00H3bM, BKII0YBALL
cyndarupaHe, XMAPOKCWIHPAHE H OKUCICHUE NMPEIUMHO B YepHHUS Apo0. I'onsmMa yacT ot
paaAMOaKTHBHOCTTA B KpbBTa (NpubnusurenHo 92%) ce orkpusa noa ¢popmara Ha MeTabONIHTH Ha
abuparepon. Ot 15 otkpuraemMH MeTabonnTta, 2 ca OCHOBHH MeTaboanTH, abuparepoHos cyngar u N-
OKCHJ1 a0HpaTepoHOB CyJidaT, BCEKM OT KOMTO npeacrasiiBa okolo 43% ot obiara paiHOakTUBHOCT.

EnMMuHHpaHe

CpeaHHAT NOJMYKHUBOT Ha abHpaTepoH B 1nnazmara € npubNH3KMTENIHO 15 Yaca Bb3 OCHOBA Ha JaHHUTE,
MOAY4YEHHK Npy 3apasu nxua. Ciea nepopanto npuioxkeHue Ha *C-abupareponos auerar 1 000 mg
npubnnzurentHo 88% oT1 panHoaKTUBHAaTa 4034 C€ Bb3CTAHOBABA BLB (PekaiunTe ¥ 0KONo 3% B
ypuHata. OCHOBHUTE ChE€AMHEHHUA, KOHTO MPHCHCTBAT BbB (PEKANIMUTE, Ca HENPOMEHEH a0UpaTCpOHOB
aueraT U abupatepoH (CLOTBETHO 0K0J10 55% U 22% oT npunoxkeHara nos3a).

YepHoapoOHo yBpexcaaHe

DapmakokUMHeTHKaTa Ha aOHpaTepOHOB alEeTaT € H3c/ieABaHa NPH MalWeHH ¢ NPEeaWECTBALLO JIEKO
WIH yMepeHo uepHoApoOHO yrpexaaHe (cboTBeTHO Child-Pugh Knac A n B) u npu konTponHa rpyna
OT 34paBH nHua. CHCTEMHATA €KCNO3MUMA Ha aDMpaTepOH ¢iea eAHHHYHA nepopanda Ao3a ot 1 000
mg ce yepeanyaea ¢ npubnusurento 11% u 260% CLOTBETHO NPH NALMEHTH ¢ 1IEKO H YMEPEHO
NpeAIECTBALLO YepHOAPOOHO yBpexkaaHe. Cpe AHHAT NOTYKHUBOT Ha abMpaTepoH ce yAb/KaBa 10
okon0 18 yaca npu NaLUMEHTH € Jieko YepHOAPOOHO yBpeKAaHe U A0 Okoao 19 yaca npy NaLKMEeHTH ¢
YMEPEHO UYepHOAPOOHO YBpEXKAaHe.

[pu apyro u3nuTBaHe, GapMakOKMHETHKATA Ha abupaTepoH e MicaeaBaHa npu nauuefyrmc/ Sadssd \ O
_ : H Pai a0 2 %\
npeawecTBamo Texko (n=8) uepHoapodro yepexaane (Child-Pugh Knac C) u npu x{js 3. WARPIE ) = |

oT 8 3apaBH MUla ¢ HopManHa dyepHoapobHa ¢yHkuka. AUC Ha abupaTepoH ce yeen oF
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npubnunsurenHo 600% u dpakLUMATa H& HECBBP3aHOTO JIeKapcTBO ce yeenuuana ¢ 80% npu nauueHTH
¢ TEXKKO YepHOAPOOHO YBpEXKIaHe B CPABHEHHE C NALMEHTH ¢ HOpMaJlHa YepHOapoOHa PyHKLHA.

He ce u3nckBa kopurHpaHe Ha Ko3ata NpH MaLKWEHTH ¢ NPEAECTBAlLO JIEKO YEPHOAPOOHO
yBpexaaHe. U3non3saHero Ha abuparepoHoB auetar TpsOBa BHHMATENHO /Jla ce NpetieHnBa Mnpu
MaLHEHTH ¢ YMEPEHO YepHOAPOOHO YBpeXaaHe, MPH KOUTO NMoj3aTa ACHO TpAOBa Aa HAAXBBPIIA
Bb3MOXKHHSA PHCK (BXK. ToukH 4.2 ¥ 4.4). AGHpaTepoHOB aueTaT He TpadBa Ja ce U3No3Ba npH
MalMeHTH C TEXXKO YepHOAPOOHO yBpexaaHe (Bx. Toukd 4.2, 4.3 u 4.4).

[Tp1 nauyeHTH, KOUTO €A PA3BWIH XENATOTOKCHYHOCT 10 BPEME Ha JICYEHHETO, MOXKE 1a C€ HANOXKH
NPeKbCBAHE Ha JICYCHUETO U KOPUrUpaHe Ha A03aTa (BXK. TOUKH 4.2 1 4.4).

bu6peuto yepexaane
dapmMakOKHHETHKATa Ha abUpaTepoHOB alleTaT € cpaBHeHa NPH NaUMEHTH ¢ TepMHHanHa 6p0peyHa

HEAOCTATLYHOCT Ha CTaOWIIEH peXXUM Ha XeMOZHA/IH3a H TIPH KOHTPOJIHA Ipyna OT MAalHEeHTH ¢
HopMasiHa 6p0peunHa Qpynkuma. CucTeMHaTa eKCno3HlHA Ha abupaTepoH cnell efHHHYHA NepopaliHa
nosza ot | 000 mg He c¢ yBenyuasa nNpy naudeHTH ¢ TepMHHATHA OB0peyHa HEZOCTATBYHOCT, KOHTO Ca
Ha nHanu3a. [IpunaraHeTo npu nauueHTH ¢ 6BOpeyHO yBpeXkaaHe, BIIFOMHTENHO H TeXKKO 6ubpeuno
YBpEXKAaHe, HE H3UCKBA HaMalaBaHe Ha no3ara (BK. Touka 4.2). Jluncsa, obaye, KNKHHHYEH ONHUT NpH
NalKEHTH C PaK HA NPOCTATaTa K TeXKKO 0B0peyHo yBpexaade. Ilpu Te3n nalyenTH ce npenopnysa
NOBHLICHO BHHMAHME.

5.3 IIpeaknnHHYHA JaHHA 32 DejonacHoOCT

B1B BCHUKM NPOYYBAHHA 33 TOKCHYHOCT NMPH XXHBOTHH HHBATA Ha TECTOCTEPOH B KPLBTA €A 3HAYMMO
NOHWXKEHU. B pe3ynTaT Ha ToBa ce HabiolaBa HaMalIIBaHE HA TErNIOTO HA OPraHuTe, KaKTo U
MOPG}ONOrHYHH W/WIH XHCTONATONOrHYHH [IPOMEHH B PEeNpOJYKTHBHUTE OpraHd H HaabbnOpeyHara,
XUMnodH3HaTa H MJIEHHATA #Ule3a. BCUYKM NPOMEHHM NMOKA3BaT NMIHA WIH YaCTHYHA 00paTHUMOCT.
[IpoMeHuUTE B pENPOOYKTUBHUTE ¥ AHAPOTE€H-YYBCTBUTENHHTE OPraHH €a B CbOTBETCTBHE C
¢dapmakonorusTa Ha abuparepoH. Bcuuku XopMOHANHM POMEHH, CBBP3aHH C JIEUEHHETO, Ca
obpaTHMK WIH OT3BYYABAaT CJied 4-ceAMUMEH TIEPHOI Ha Bb3CTAHOBABAHE.

B npoyusaHuaTa 3a GepTHANTETA NPU MBKKH W XKEHCKH NIbXOBE abMpaTepoHOB aleTaT HaManaBa
(depTrnUTeTa, KOETO € HAITBIIHO 00paTUMO 3a 4 10 16 CEAMHLUH CACH CNUPAHE HA HETOBUA TIPHEM.

B npoyurane 3a TOKCHUHOCT Ha Pa3BHTHETO NPH IUTBXOBE abHpaTepoOHOB aLeTaT NMOBIHABA
OpeMEeHHOCTTa, KOETO BKJIIOUBA NOHMIKEHO TETTIO M NPeXHUBAEMOCT Ha noaa. Habnioaasar ce edpexrn
BbPXY BBHIIHHTE MOJIOBK OPraHi, BLNIPEKH Ye a0UpaTepOHOB aLETAT He € TePAaTOrcHEH.

B Te3u npoyuBanug 3a GEpTUIMTET H TOKCHYHOCT Ha Pa3BHTUETO, MPOBEAECHH MPY MIBXOBE, BCHYKH
eEKTH ca CBBP3aHH ¢ PapMaKONOrHUHOTO AeiicTBHE Ha abHpaTepoH.

OcBeH NPOMEHUTE B PENPOAYKTHBHUTE OpraHH, Hadmo1aBaHH BbB BCHYKH NMPOYUBAHNUA 38 TOKCUYHOCT NPH
AKHUBOTHH, HEKITHHHWYHHMTE NaHHH HE NOKAa3BaT 0cobeH pHCK 32 XOpa Bb3 OCHOBa HA KOHBEHLIHOHBAITHH
dapMakonoryMHy Npoy4saHia 3a 6€30MacHOCT, TOKCHYHOCT NPH MHOTOKPATHO NPUIIaraHe, FEHOTOKCHYHOCT
¥ KapLIWHOTEHEH NOTEeHLIMaN. AOHPATepOHOB aleTaT He NMNOKa3Ba KapLIHHOMEHHOCT B 6-MeceuyHo Nnpoy4BaHe
npyu TpaHcreHHH MuuIkH (Tg.rasH2). B 24-Mece4Ho npoy4BaHe 3a KAPUMHOT€HHOCT IIPH [UTHXOBE,
aGupaTepoHOB alleTaT NOBHILABA YECTOTATA H& HHTEPCTHLMANHUTE KJIEeTbYHH Heorula3Mu B TecTucuTte. CunTa
Ce, e TO3W Pe3YyJITAT € CBBbP3aH ¢ PapMaKoNOrHyHOTO AeHCTBUE Ha abUpaTepoH U HakoU 0coDEHOCTH NpH
[IbXOBETE. AOHpPATEpPOHOB AUETAT HE € KAPLUMHOTEHEH MPH XKEHCKHU ILTbXOBE. '

OueHka Ha pHcKa BbpXy OokonHarta cpena (ERA)

AKTHBHOTO BellieCTBO aOHpaTepOH NOKa3Ba PHCK 3@ BOAHHTE OaceHU M TeXHHUTE 00
pubure.
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6. OAPMAIEBTHYHH TAHHH
6.1 CnHchbK HA DOMOIHHTE BellecTsa

Aopo na mabremxama

JlakT03a MOHOXHAOpAaT

MHKpOKpHCTaNHa LeTyno03a
KpockapMenosa HaTpuil

XHIpOMENno3a

Harpues naypuncyngar

Cunuumer JUOKCKHA, KOJIOHACH 0e3BoeH
Marne3ues creapar

Qurimoso noxpumue (Onadpu 11 85F90093 nunaso)
[TonuBHHWNOB aJIKOXON

Turanos auokeua (E 171)

Makporon

Tank

Xenesen okcup, vepeeH (E 172)

XKeneseH okcua, uepeH (E 172)

6.2 HechbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roapocr

2 rOAUHH
6.4 Cpneunannn ycI0BHR HR CLXPAHEHHE

To3u JEKApPCTBCH NPOAYKT HC H3HKCBaA CNIEHAJIHH YCJI0OBHA HA ChXPaHEHHE.

6.5 Bua ncbLALpPKAHHE HA ONAKOBKATA

PVC/PVDC/anyMvHreBu BnHCcTEpH.
Bcsika onakoska ¢ 6aucTep ¢babpxka 56, 56x1, 60 unu 60x1 punMupanu Tabnerky.
WK

Kpwsrau, 6enu HDPE 6yTunkn, cHabAeHH ¢ NOJUIIPONKIIEHOBA 3arTylllanka, 3alyreHa oT AeLa.
Bcesaka KyTia chabpka eaHa Oytunka cbe 60 Tabnerxu.

He BcH4KkKM BUIOBE ONAaKOBKK MOraTt fa ObaaT mycHaTH B npoaaxda.

6.6 CpnenHalIRM DpeaANa3HH MEPKH NPH HIXBbPJAAHe H pabora

N
B3 ocHOBa Ha MexaHH3Ma CH Ha JEHCTBHE, TO3H JICKAPCTBEH NPOAYKT MOXKC Ja HABpPCh W 0
Pa3BHTHCTO HA cberyca, 34T0B2a XKCHHU, KOHTO Ca 6[}8MEHHH WK € Bb3MOXKHO /a Ca Op¢

TpabBa na pabotar ¢ Hero He3 npeanasHU CpeaCTBa, HAMTPUMEDP PBHKABHLIH.
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HeHn3non3saHHAT NeKapcTBEH MPOAYKT WIH OTNAABYHHTE MaTepUanu OT Hero TpadBa na ¢¢ M3XBBbPIAT
B ChOTBETCTBHE C MECTHUTE H3UCKBAHHA. TO3M IeKAPCTBEH NMPOAYKT MOXE Aa NMPEACTARIABA PHCK 34
BOAHMTE baceifHM ¥ TexHuTe obuTtaTenu (Bxk. Touka 5.3).

7.  TIPUTEXATEJ HA PABPELIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,
Dolni Mécholupy
102 37, Prague 10
Yemka penybnuka

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20210207

9. JATA HA IIBPBO PAZPEIIABAHE/TIOJJHOBSABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3pewnasane: 21.07.2021 r.
JlaTta Ha nocaeaHoO NOJHOBABAHE:

10. JATA HA AKTYAJINZIUPAHE HA TEKCTA

26.08.2025 r.
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