KPATKA XAPAKTEPUCTHKA HA IMTPOAYKTA
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1. HMME HA JIEKAPCTBEHUSI IPOAYKT e
Er36y 18 -12- 2024

Abuparepon 3entuBa 500 mg puamMupaHu TabieTku

Abirateron Zentiva 500 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB
Bcsaka Tabnerka ceabpka 500 mg abuparepoHoB auerar (abiraterone acetate).

[loMoLIHU BeLleCTBA C U3BECTHO JIEUCTBUE
Bcska tabnetrka chabpika 241 mg nakro3a U 12 mg HaTpHii.

3a MbJIHKUA CMHCBK HA NMOMOILIIHUTE BellleCTBa BH)KTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

OuamMupaHa tabierka

Enuncosuana 1nnasa puaMupana tadbneTka, ¢ AbHKHHA OKOIO 19 mm M wMpHHa okono 11 mm, ¢
BII1bOHaTO penedHo o3HaueHne “A7TN” or eanara ctpana u “500™ ot apyrara cTpaHa.

4. KJIMHAYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHS
AOupaTepoH 3eHTHBAa B KOMOMHALIMA C NPEAHH30H WIK NPEJAHHU30JI0H € MOKa3aH 3a:

. JI€YeHHEe Ha HOBOAMArHOCTHLUMPAH BUCOKOPUCKOB METACTATHYEH YYBCTBUTEJIEH KbM
XOpPMOHaJIHA Tepanus KapLMHOM Ha npocraraTta (metastatic Hormone Sensitive Prostate Cancer,
mHSPC) npu BBb3pacTHH MbKe B KOMOHHALIMA ¢ aHApOoreH-aenpuBauHoHHa Tepanus (Androgen
Deprivation Therapy, ADT) (Bx. Touka 5.1)

. JIe4YeHHe Ha MeTacTaTHYeH PEe3UCTEHTEH Ha KacTpalMs KapUMHOM Ha npocrarara (metastatic
Castration Resistant Prostate Cancer, mCRPC) npu Bb3pacTHH MbXKe, KOUTO ca 6€3 CHMITTOMM

WJIK C JIEKH CHMITTOMH CJIE]] HEYCMNELIHa aHAPOreHAenpruBallHOHHA Tepanus, MPH KOMTO BCE OLLe
HAMa KJIMHUYHHU NOKa3aHMWA 3a XUMHOTepanus (BxX. Touka 5.1)

. neyeHre Ha MCRPC npu Bb3pacTHH MbXKe, YHETO 3aD0IsIBaHE € MPOrpecHpalIo Mo BpeMe Ha
WJIK cliel aoleTakcen-0a3upaHa XUMHOTEpanus.

4.2 Jlo3HpPOBKA H HAYHH HA NPHJIOKEHHE
To3u nexkapcTBeH npoAyKT TpsOBa 1a ce npeanucBa OT NOAXOAALL MEAULIMHCKH CMELIHAJIUCT.

Jlo3upoBKa
[Ipenopbuurennara no3a e 1 000 mg (aBe Tabaerku ot 500 mg) KaTo €AMHUYHA JHEBHA 71034, KOATO
He TpaOBa J1a ce npueMa ¢ XpaHa (Bx. no-ao0ay ,,HauuH Ha npunoxenue™). [IlpuemaneTo Ha

TabJIETKMTE ¢ XpaHa NMOBHILIABA CHCTEMHATA €KCIO3ULIMA Ha abUpaTepoH (BXK. TOYKH 4.5 -: -
W= %

Ho3upoexa na npeoHuzon wiu npeoHuU30N0H
[Ipy mHSPC, AGupaTepoH 3eHTHBA ce npuiara ¢ S mg NpeAHU30H UIIH MPEAHU30 (

[Ipuy mCRPC, Abuparepon 3eHTHBa ce npunara ¢ 10 mg npeaAHU30H WK NpeaHH3Y IS
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MeaukaMeHTO3HaTa KacTpalus ¢ aHAJIOr Ha XOPMOH, 0cBO00KAaBalll Iy TEUHH3IHPALUA XOPMOH
(Luteinising Hormone Releasing Hormone, LHRH) 1pa0Ba aa npoaw/kH o BpeMe Ha JIEUEHHETO NpH

MAUHECHTH, KOHTO HE Ca ONCPATHBHO KaCTPpHPaHH.

Ilpenopvwumenno npocneossare

CepyMHHTE TpaHCAMHHa3U TpAOBa Ja ce H3MEpBaT NPEIH HAYANOTO HA JICYCHHETO, HA BCEKH JBE
CEAMHLIH Npe3 MbPBUTE TPH MECELa OT JIEHEHHETO H CJIE]] TOBa BEAHEXK MeceyHO. KpBhBHOTO
HaNAraHe, CEpPyMHHAT KaJuii M 3a{bpykaHeTo Ha TEMHOCTH TpabBa Aa ce CNEIAT eXeMECedHo.
Bhnpeku ToBa, NaLMEHTUTE ChC 3HAYMTENEH PKCK 3a 3aCTORHA ChbpACYHA HEROCTATLYHOCT, TPAOBa a
ce MPOCNeAABAT Ha BCEKH 2 CEAMHLHM NP3 MLPBHTE TPH MECELIA OT JICYEHHETO U BEAHBXK MECEYHO
ciien ToBa. {BX. Touka 4.4).

[Ipn naLueHTH CBC CHINECTBYBALA XUMNOKATHEMHMA WIHM TAKMBA, Pa3BHIH XHUIOKATHEMHS 110 BPEME Ha
NnedeHHeTo che ADHpaTepoH 3eHTHBA, TpAOBa Na ce OOMHUCIH NOAABPKAHE HA HUBO Ha KAIHH

> 4,0 mM.

[Tpu naupesTH, pa3BHIH CTEMNEH Ha TOKCHYHOCT >3, BKIIIOYUTEIHO XHINEPTOHNUSA, XHNOKAJITHEMHS, €1eM
M ApYTH HEMHHEPAIKOPTHKOHAHH TOKCHYHHU ¢(EKTH, JiIeueHHETO TpAOBa Ja Obje MPEeKBLCHATO H A4 CE
NPWIOXKAT NMOAXOANIIH MEAHIIHHCKH MEPKH. JleuenneTo cbec AOuparepoH 3eHTHBa He TpaOBa na ce
Bb300HOBARA, JOKATO CUMITTOMHTE HA TOKCHYHOCT HE JOCTHIHAT CTENECH 1 HAM U3XOAHO HUBO.

B cnyyali Ha nponycHaTta AHeBHa no3a AOHpaTepoH 3¢HTHBA, NPEAHH3O0H WIH NPEAHU30JIOH,
JTe4YeHHETO TpAOBA Na NPOXB/DKH Ha ClcOBalling A¢H ¢ OOMualiHaTa JHEBHA 103A.

Xenamomoxcuunocm

[1py nauMeHTH, pa3BIWIKH X€NATOTOKCUYHOCT MO BPEME Ha JleYeHHETO (aJlaHuH aMHHOTpaHcdepasara
[ALAT] wiu acnaprar amuHOTpaHcepasaTta [ASAT] ce yBesnuaBat nopeve OT 5 MBTH HaJl ropHara
rpanriia Ha HopMaTta [ULN]), Tepanusta Tpabea nezabagHo 1a ce npekbeHe (Bx. Touka 4.4). Cnen
BBL3CTAHOBABAHE HA H3XOAHMTE CTOHHOCTH HAa YEPHOAPOOHHTE PYHKLIMOHAIHM MOKa3aTeNN Ha
NaiHeHTa, JJeUSHHETO MOXKE Ja ¢€ NOAHOBH ¢ HaManera no3a ot S00 mg (eaHa Tabnerka or 500 mg)
BeAHBLXK AHEeBHO. [1py nalmueHTH, NpOBEXAAlLIH NTOBTOPHO JE€YCHHE, CCPYMHMTE TPAHCAMHUHA3U TpAOBa
Ja ce MpOC/IeAsBaT MUHUMYM Ha BCEKH J1Be CEIMULIH 33 TPH MECeLa, ClIe] KOETO BEAHRXK MECEYHO.
AKO XernaTOTOKCHYHOCTTA ¢€e MOBTOPH NpH HamaneHa Ao3a ot 500 mg aneBHO, eyeHHeTO TpAOBa A

ce NpEeKpaTH.

AKO NalMeHTHTE Pa3BHAT TEKKA XeNaTOTOKCHYHOCT (yBernuyeHHe Ha ALAT unn ASAT ¢ 20 mbTH Han
ULN) no Bcsko BpeMe Ha TepanuaTa, Tepanusara Tpadsa Ja ce Crnpe H nalMeHTUTe He TpsOBa aa ce
JIGKYBAT MOBRTOPHO.

Heproopobuo yspeacoane
He ce Hanara npoMAHa Ha 003aTa NPH NALMEHTH C MPEAISCTRALIO JEKO YEPHOAPOOHO YBpeKAaHe,

Child-Pugh Knac A.

[pu ymepeno ueproapobro yepexaane (Child-Pugh Knac B) e poka3aHo, 4e CHCTEMHATa €KCNO3ULIMA
Ha adHpaTepOH Ce yBeIMUABA OKOJIO YETHPH ITBTH, ClieA €AHOKPATHH nepopanHy ao3u ot 1 000 mg
aOupaTepoHOB alleTaT (BX. Touka 5.2). Hama ganHu 3a K IHHUYRaTa 6€e30NMacHOCT H e(PMKACHOCT Ha
MHOTOKPaTHH 034 abHpaTepoHOB aleTaT, MpUlaraHu NMpH NMauveHTH ¢ YMEPEHO WIH TEXKKO
yepHoapoOHo yBpexxaaHe (Child-Pugh Knac B wnn C). Kopurupanero Ha nosarta He Moxke Ja Obae
npeasuaeHo. Manonssanero Ha AGuparepoH 3eHTHBa TPAOBa BHHMATEIHO fia €€ OLEHABA TPH
falUeHTH C YMEPEHO YePHoApOoOHO yBpekKaaHe, MpH KOXTO 110J13aTa ACHO Tpabea aa
BB3MOKHHSA PHCK (BXK. Toukd 4.2 ¥ 5.2). AbHparepoH 3eHTHBa He TpAbGBa Aa ce H3TK
MALHEHTH C TEXKKO YepHOApoOHO yBpexaaHe (Bx. ToukH 4.3, 4.4 1 5.2).




bvbpeuno yspeocoane

He ce Hanara npoMsiHa Ha n03aTa NpH naumMeHTH ¢ 6b0pedHo yBpexXaaHe (BX. Touka 5.2). JIuncea,
o0aue, KJIMNHUYEH OMNMKT NPH NMALUMEHTH ¢ PAK HA NPOCTATaTa H TexKKo OBbpeuHo yepexaaHe. I1pu Ten
MaLMEHTH CE NPENOPbYBRA MOBHIICHO BHHMaHHE (BX. Touka 4.4).

ITeouampuuna nonyaayun
Hsama cboTBETHO npuaoxeHne Ha ASupaTepoH 3eHTHBA MPH NeAMaTpHYHAaTa NOITyNalikd.

Hayun Ha npunoxeHune
AbGHpaTepOoH 3eHTHBA € 32 NEPOPANHO NPHIIOKEHHE.

Tabaerxure Tpa6Ba Ja ce NPUEMAT KaTo eAMHHYHA 1033 BESAHBLK JHEBHO Ha r1agHo. AOupaTepoH
3enTHBa TPA0Ba Aa ce MpUEeMa MOHE JBa Yaca clie/l XpaHEeHE W He TpAOBa Na ce KOHCYMHpa XpaHa Nnoxe
ellMH 4ac cnea mpuema Ha A6uparepon 3enTnBa. Tabnetkure A6upaTepoH 3eHTHBa TpaOBa na ce

rwJTaTt UCNAH € BOAA.

4.3 JIpoTHBONOKA3IAHHS

- CBpbLXYYBCTBHTENIHOCT KbM AKTHBHOTO BEIIECTBO WIH KBM HSIKOE OT TMIOMOILLHHTE BELLIECTBA
n36poeHU B TouKa 6.1.

- XKeun, KOMTO ca OpeMEHHHM WIH € BE3MOXKHO Aa ca OpeMeHHH (BXK. Touka 4.6).

- Texko yepHoapobHo yBpexaaHe [Child-Pugh Knac C (Bx. Touxu 4.2, 4.4 u 5.2)].

- AbupaTepoH 3eHTHBA C MPEAHU3OH WIH NPEAHH3ONOH € MPOTUBOIOKa3aH B KOMOHHALHUA C

Ra-223.
4.4 CnenuajHH npeaynpexieHHA H NpeANa3HH MEPKH NpH ynorpeda

XUNEPTOHHNA, XMIOKATIHEMHS. 3a1bpKaHE HA TEYHOCTH M ChpieYHA HENOCTATEYHOCT NOPAAH HITHIHBK

HA MHHEPATTKOPTHKOUIH
ABuparepoH 3eHTHBa MOXKE J1a NPeAH3BUKA XUIIEPTOHHSA, XMIIOKATHEMHS H 3abp)KaHe Ha TEYHOCTH

(BX. Touka 4.8) KaTo CNEACTBHE OT NOBHILEHHTE HUBA HA MUHEPATIKOPTHKOHINTE B pe3yJITAT HA
nHxuOHpaHeTo Ha CYP17 (BX. Touka 5.1). EnHOBpeMEHHOTO NPUIOXKEHHE HA KOPTHKOCTEPOH
MOTHCKA CTHMYJIHPAHETO Ha aapeHokopTHKOTponHHus xopMoH (ACTH), koeTo Boau A0 HaMaIsBaHE Ha
YeCTOTATA U TEXKECTTA Ha TE3W HexenaHu peakuu. HeoOxoaumo e nopuilieHO BHUMAaHHE TPH
JIEYEHHETO HA MALHEHTH, YHKTO OCHOBHH 3abonsgBaHma MOXKe na O6BAAT BIOIICHH NPHU NOBHILABaHE HA
KPBbBHOTO HaNAraHe, XMNOKAIHEeMHUsa (HanpuMep NpHeMally ChbpACYHH ITIHKO3HAH) WIH 3aJbpiKaHe Ha
TEYHOCTH (HAMPHUMEP NMALMEHTH ChC ChPAEYHE HEJOCTATBYHOCT, TEXKA WM HECTAOWIHA CTEHOKApaus,
HAacCKOpo npekapaH HHPAPKT HAa MUOKapAa WKW BEHTPHUKYJIapHa apHTMHA H HALHEHTH C TEXKO

O1BOpeyHo yBpexKaaHe).

AbuparepoH 3eHTHBa TpabBa na ce nMpunara npeaAnaliMBo NpH NMalMEHTH ¢ aHaMHe3a 3a
CHpAEYHOCHAOBO 3abonsaBaHe. [IpoyusanuaTa ®aza 11l nposeaeny cxc Abuparepon 3eHTHBa
H3KJTIOYBAT NAallHEHTH C HEKOHTPOJHPAHA XHREPTOHNA, KIMHHHYHO 3HaYMMO ChpIacHHO 3a0onsaBaHe,
NPOABEHO KaTO HH(MAPKT Ha MHOKAPIA WIH CJIy4aH Ha aprepHanHa Tpombo3a npes nocneaHure 6
MeceLa, TeXKKa WIH HecTabHNHa cTeHOKapAnd, WM chpaedHa HegocTaTeuHocT Knac I win IV
cnopen Hioliopkckara kapanonorutHa acoraiug (New York Heart Association, NYHA) (npoyunane
301) unu cepaeyHa HepocraTbuHocT Knac Il no Knac IV (npoyusanus 3011 u 302), win wimepena
¢pakupa Ha uzTnackeade < 50%. B npoyusanns 3011 1 302 ca H3KHOYEHH NMALUKMEHTH € NMPEACHPAHO
MBXKIEHE WK ApYra CbhbpAeYHa apHTMHA, H3KCKBALLA JicueHre. be30onacHOCTTa NpH [ALMENTH ¢




[Ipean nevyeHune Ha NaLIMEHTH ChC 3HAMUTENIEH PUCK 3a 3aCTOHHA ChPACYHA HEAOCTATRYHOCT (Hanp.
aHaAMHE3a 3a ChbpIeYHa HeIOCTATHLYHOCT, HEKOHTPOIUPaHa XHIICPTOHHA WIH CbpACYHH ChONTHSA KaTO
HanpHUMep HcxeMu4Ha 6onect Ha chpleTo), TpAOGBa Aa ce COMHCITH MOTYYaBaHETO HA OLICHKA Ha
$yHKIMATA Ha ChpLieTo (Hanp. exokapauorpadusa). Ilpeau nedeHune cre AGUpaTepoH 3eHTHBa
ChbpAcYHATa HEROCTATLUYHOCT TpAOGBA Ja ce NieKyBa d ChpAeYHaTa ACHHOCT Ja Ce ONTUMH3HpA.
XHMepTOHUATA, XHNOKATHEMHATA H 3abP)KaHETO HA TEYHOCTH TPAOBA a c€ KOpHUrUparT
KoHTponupar. Ilo sBpemMe Ha JIeUeHHETO KPbBHOTO HAJIATAHE, CEPYMHMAT KAJTKHA, 3a0bPKAHETO HA
TEYHOCTH (NOKA4YBAHE Ha TErJIOTO, NepHiepeH eaeM), U ApYrH NPH3HALIM U CHMITTOMH Ha 3aCTOHHA
ChpAe4Ha HEAOCTATLYHOCT TPAOBa 1a ce NpOCIeAABAT HA BCEKH 2 CEAMHLIM 3a 3 MeceLa, Clie TOBa
BEIHBK MECEYHO U OTKJIOHEHHMATA J1a ce kopurupaT. Habmopaasa ce yapmxapane Ha QT wHTepBana
MPH NAUKHEHTH, CTPAAALH OT XHNOKAJIHEMHA, CBbp3aHa C JieueHHeTo ¢ AbGuparepon 3entusa. TpaGsa
Ia C€ HAMpaBH OLIEHKA Ha ChpAeYHaTa ASHHOCT, KOraTo € KIMHHYHO NOKA34aHo, Aa €€ ONpeaenn
aJlcKBATHA Tepanus M Ja ce 0OMUCIIH NpeKpaTABaHE Ha TOBA JICYCHUE B CNTy4ald HA KIHHMYMHO 3HAYHMO
otTcnabBane Ha chpaevHaTa ASHHOCT (BXK. TOUKa 4.2).

XenaToTOKCHYHOCT ¥ YEPHOAPOOHO YBpeXAaHe

B KOHTpONIHpaHH KIHHAYHHA NpOY4YBaHHA ce Ha0/M10aaBa H3pa3eHO MOBHLICHUE HA YePHOAPOOHHTE
€H3UMH, BOACILO A0 NMPeKbCBAHE Ha ICYCHUETO UITH MPOMAHA Ha Ao3ara (Bxk. Touka 4.8). Hupara Ha
CEpYMHHTE TPaHCAMHHA3K TpAOBa Aa ce U3MEPAT NpeaH HAYaANO0TO Ha JICUEHUETO, HA BCEKHU JBE
CEIMHMLIH NpeE3 ITLPBHUTE TPH MECEUA OT JICYUCHHUETO, M CIIE]L TOBA BEAHBK MECEYHO. AKO C€ pa3BHAT
KITKHHYHH CHMITTOMH HJIM MPH3HALM, MOKAa3Balll# XeNMATOTOKCHYHOCT, CEPYMHHTE TPpaHCAMHHA3H
TpAOBa Aa ce H3mMepAT He3a0aBHO. Ako B aaaeH MOMeHT ALAT unu ASAT ce ypennuar noseue ot

5 mp™ Haa ULN, neueHnero Tpadea He3abaBRO na ce MpeKbcHe, a YepHogpoOHaTa ¢pyHKLMA TpabBa
Ia ce ciaeam otdau30. JIeueHHEeTo ce MOAHOBABA NMPU BH3CTAHOBABAHE HA H3XOAHHTE CTOHHOCTU Ha
yepHOApoOHMTE PyHKLMOHANHH NOKA3aTeMM Ha NalMeHTa U NMPH HaMalleHa J03a (BXK. To4Ka 4.2).

B cnyuaii ye nalMeHTUTE pa3BHAT TEKKa XenaToToKCHYHOCT (YBenuueHue Ha ALAT wnn ASAT ¢
20 meTH Haa ULN) no BcsKo BpeMe Ha TepanuaTa, TepanuaTa TpAaOBa aa ce Crpe ¥ NaUMEeHTHTE He
TpaOBa Aa ce JIeKyBaT MOBTOPHO.

[TauMeHTH ¢ AKTUBEH WIH CHMITTOMATHYEH BUPYCEH XENATHT €& U3KJIIOYECHH OT KIMHHYHHWTE
npoy4BaHHA; NOpaaH Ta3Hu NMPUYHHA JIMTICBAT AAHHH 3a ynoTpebara Ha AOupaTepoH 3eHTHBA NpH Ta3d
nomynaums.

Hsama naHHM 3a kiMHUYHaTa 6e30nacHOCT U epHKACHOCT MPH MHOTOKPATHH A03H aOUpaTepOHOB
aLieTaT, KOraTo ce NMpuiara npH NauHeHTH C YMEPEHO WIH TeXKO YepHOAPOOHO YBpeXKaaHe
(ChildPugh knac B nnn C). U3nonssanero Ha AGupartepon 3¢HTHBa TpaGBa BHUMATEIHO A4 Ce
OLIEHABA MPHU NALMEHTH ¢ YMEPEHO YEPHOAPOOHO yBpEXKAaHe, MPH KOUTO NMOJ3aTa ScHO TpadBa nAa
HaAXBBPJIS Bb3MOXKHHA pyUck (BiK. TOYKH 4.2 U 5.2). Abuparepox 3eHTHBa He TpaOBa Ja ce U3MNoJI3Ba
[IPH NMALHEHTH ¢ TEXKKO 4epHOAPOOHO yBpexknaHe (BX. ToukHd 4.2, 4.3 1 5.2).

HmMa peakyu nocTMapKETHHIOBH ChOOIIEHHS 3a OCTPa YepHOAPOOHA HEAOCTATHYHOCT H PyJIMHHAHTEH
XEMNAaTHT, HAKOH C NIeTalieH m3Xoj (Bx. Touka 4.8).

CrHpaHe Ha MpHEMa Ha KOPTHKOCTEPOUIIN H MEPKH TIPH CTPECOBH CHTYalIHU
[IpenopbuBa ce MOBHILICHO BHHMAHHE U NPOC/ICALBAHE 38 AAPSeHOKOPTHKANIHA HEAOCTATBHHOCT, B
crmy4ali 4¢ Ha NalHUeHTUTE € CIIPAH NMPHEMLT HA NMPEAHNU30H UK NPEAHH30JI0OH. AKO IIPUEMBT Ha

AGHpaTepoH 3eHTHBA MPOABMKH CNIEA CIIHPAHETO HA KOPTUKOCTEPOHAUTE, NAUUEHT
Habmoaaear 3a NoABa Ha CMMITTOMH HA MUHEPANKOPTHKOUAECH HATHUIBK (BXK. HHPQY
no-rope).




[IpH nauMeHTH Ha NPEAHU3OH WU NIPEAHN30N0H, KOMTO ¢a MOLN0XKEHH Ha HeoOHYAeH cTpec, €
MOKA3aHO MOBHLIABAHE HA [I03aTa HA KOPTHKOCTEPOUANTE NPEAH, N0 BpEME Ha H CJlefl CTPECOBaTa

CHTYALHA.

KocTHa IITLTHOCT

HamansraHe Ha KOCTHATa IUTBTHOCT MOXE J1a C€ NOABH MPH MBXKE C MCTACTATHUYEH HanpeaHan
KapLUMHOM Ha npocraraTta. U3nonssaHeTro Ha AbupaTepoH 3eHTHBa B KOMOHHALUA C
FMIOKOKOPTHKOUAN MOXKE A3 YBEJIHYH TO3H e(eKT.

INpeamuisa ynotpeba Ha KETOKOHA30J
ITo-HHCKa CTeNMeH Ha OTTOBOP MOXKE Ja CE€ OYaKBa NPH NallMeHTH, JIEKYBaHH NPEAH TOBA C
K€TOKOHA30/ 34 KaplIMHOM Ha MpocTaTaTa.

XHUNepriavkeMus
[IpuitokeHHETO Ha IIMIOKOKOPTHKOMAM MOXE 14 MOBHILH XHNEPIIIMKEMHATA, 3aTOBA HUBOTO HA

KpBbBHaTa 3axap TpaOBa 4eCTO Aa ce npociieasBa NMpH NaluHucHTH ¢ aunadber.

XHNOTIHKEMHUS

Crob11aBaHy ca cirydyad Ha XHIOTJIMKEMMs, KOrato AGuparepoH 3eHTHBA ILTKOC

NpeAHN3OH/ MIPEIHH3O0NIOH C€ NPUIIAraT NPU NAaLMUEHTH, KOUTO Beue ca UMaIHN JuabeT, noayqaBatiy
NMUOTIMTA30H WK penariuHuA (BxK. Touka 4.5); cneaoBaTenHo, KpbBHaTa 3axap Tpa0Ba aa ce
Habnonaea Npu NALUMEHTH ¢ AHA0eT.

Ynorpeba npy XHMHOTEPAIIHS
belaonacHOCTTA H e(PHKACHOCTTA HA €AHOBPEMEHHOTO NPHICKEHHE HA AOUpaTepOH 3eHTHRBA C

LIHTOTOKCH4YHA XHMHOTEPANHA He ¢a YCTAHOBEHHU (BX. TO4Ka 3.1).

[loTeH1IHANTHH pHUCKOBE
AHReMHA H cekcyanHa AHCOYHKLMA MOXKE [1a C€ MOABAT MPH MBKE C METACTATHYEH KAPLIMHOM Ha
NMPOCTATATA, BKJIIOMHTENHO NPH TE3H, KOHTO Ca MOLIOKEHH Ha TeueHHe ¢ ADuparepoH 3eHTHBa.

EdekTH BLPXY CKEIETHATA MYCKYIATYDA
Cpo61uaBar ce ciyvyan Ha MHONaTHA H pabaOMMOJIH3a NPH MALIMEHTH, JIEKYBaHH ¢ AOGHpaTepoH

3eHTHBA. B noBeuyeTo caryvau T€ ¢a ¢€ Pa3BWIH B pAMKHTE Ha MBPBUTE 6 MEcELa OT JICYEHHETO M Ca
OTLUYMEJIH CAe IPeyCTaHOBABAaHE NpHeMa Ha AOHpaTepoH 3¢HTHBA.

IIpenopsuBa ce NOBHILICHO BHUMAHHUE TIPH MALMEHTH, JICKYBAHH €JHOBPEMEHHO C JICKAPCTBEHH
NPORYKTH, 38 KOUTO € H3BECTHO, 4€ Ca CBBP3aHH C MHONATHA/pabaOMHONH3A.

BiauMonecTBHA ¢ APYTH JEKAPCTBEHH NPOAYKTH

ITpunoxeHneTo Ha CUNHH HEAYKTOPU Ha CYP3 A4 tpabea na ce u3barea no BpeMe Ha JIEYEHHETO,
OCBEH aKO HAMA Apyra TepaneBTHYHa aJITEPHATHBA, NOPAJIHM PHCK OT HAMAJICHA EKCHIO3HLIUA Ha
abupatepoH (BX. TOUKa 4.5).

KomGuHHpaHe Ha abupaTepoH H IipeAHH30H/IpeAHH3ONOH ¢ Ra-223
Jleuenunero ¢ abuparepoH U NpeIHN3OH/TIpeAHN30J10H B KOMOHHauua ¢ Ra-223 e nporuBonokasaHo

(BK. TOUKa 4.3) nopanH NMOBHLUEH PHCK OT (PPaKkTypH H TEHACHUHA KbM MOBHIUEHA CMBPTHOCT MPH
MaLHEHTH C KapIIUHOM Ha MPOCTATATA, KOHTO Ca aCHMITTOMATHYHH WIH C JIEKH CHMITTOMH, KaKTo €
Ha0MO1aBaHO B KIIMHWYHUTE H3NUTBAHUS.

[Ipenoptusa ce nocaearaloTo jeueHue ¢ Ra-223 na He 3anouBa noHe 5 AHU cnep
NPpUIOKeHHe Ha AGHpaTepOH 36HTHBA B KOMOMHALIMA ¢ NPEAHN30H/TIPEAHH30IC

IloMOLIIHHY BelleCTBA




To3u nekapcTBeH NpOAYKT ChAbLPXKA NakTo3a. [laumenTy ¢ peaku HacaeacTBeHH npobnemMu Ha
HEMOHOCHMOCT KbM TajlaKTO033, IThJEH JIakTaleH AePHULMT WM [TIOKO30-rajlakTo3Ha ManabcopOuua He
Tpa®Ba 1a NPHEMAT TOBA JICKAPCTBO.

To3u nexapcTBeH NPOAYKT ChAbPXKA 24 mg HATpui B 1032 OT ABE puiiMHpaHu Tabnetku ot 500 mg,
€KBHBANEHTHO Ha 1% oT npenopruanusa ot C30 MakcHManeH AHEBEH NpUEM Ha 2 g HATPHIi 3a BB3PacTeH.

4.5 BiaaMoaeiicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aARMONCHCTBHE

Edexr Ha XpaHata BbpXxy abHparepoH
[IpunoxeHHeTo ¢ xpaHa 3HauMTeIHO NoBHLIaBa abcopbuusaTa Ha abuparepon. EdukacHocTTa M

be3onacHOCTTa, KOraro € NPUeT ¢ XpaHa, He ca YCTAHOBEHM, 3aTOBa TO3M JIEKAPCTBEH NMPOMYKT HeE
TpAOBa Aa ce npHeMa ¢ XpaHa (BXK. ToMKH 4.2 1 5.2).

B3auMoaeHCTBHA C APYIH JEKaPCTBEHH NPONYKTH
ITomenyuan na Opyau nexapcmeenu npodyxmu 0a noeIuRAm eKCno3uyuume Ha abupamepon

B npoBeaeHo KTHHHYHO NMpoyyYBaHe Ha (ApMaKOKHHETHYHHTE B3aUMOJEHCTBHS NPH 3paBH
A0OPOBOLIM, IEKYBAHH NPEAH TOBA Cbe CUWIHHA MHAYKTOp HA CYP3 A4 pudamnuumn 600 mg anesHo
B MPOAB/DKECHHE HA 6 IHH, CIIE KOETO C eANHHYHa Jo3a abuparepoHos auerar | 000 mg, cpennara
ruta3zMeHa AUC, Ha abupaTtepoH ce e noruxuia ¢ 55%.

[IpHnokeHHeTO Ha CHIHH HHAYKTOpH Ha CYP3 A4 (nanp. peHuTOMH, KapbamasenuH, pudaMnHLMH,
pH(pabyTuH, pudaneHTuH, peHobapburan, xkbuaT kaHTapuoH [Hypericum perforatum]) no BpeMe Ha
JedyeHHeTo TpadBa ga ce u30Area, OCBEH aKo HAMa TepaneBTHYHE AITEPHATHBA.

B oTaesHO KNTHHHYHO NpoyYBaHe Ha PapMaKOKHHETHYHHUTE B3IAMMOACHCTBHA, MPOBEAEHO NIPH 31paBH
A0OPOBONLH, EAHOBPEMEHHOTO NPHWIOKEHHE HA KETOKOHA30J1, CHIeH HHXHOHUTOp Ha CYP3A4, He €
0Ka3aJ10 KIIMHHYHO 3HaYMM €deKT BbpXy (apMakOKHHETHKATA Ha abHupaTepoH.

ITomenyuan na abupamepon 0a nosause excnosuyuume Ha Opy2u AeKaAPCMBeHy NPOOyKmu
AbGHpaTepoH e HHXHOUTOP Ha uepHOAPOOHHTE NeKapcTBO-MeTabonmupaimy eH3uMH CYP2D6 u
CYP2C8.

B npoyusaHe Ha edeKTHTe Ha abMpaTepoHOB aleTat (B KOMOMHALMA C MPEIHH30H) BhPXY € AMHHYHA
no3za CYP2D6 cyberpar aekcrpomeropdan, cucteMHata ekcnosuuma (AUC) Ha nexcrpomeropdan ce
noBHiliaBa NpHONU3IUTENHO 2,9 MbTH. AUC24 Ha ZekcTpop¢aH, akTHBHHA MeTabONHT Ha
nexcrpoMeropdan, ce nosuiuasa npubnausurenHo ¢ 33%.

[IpenopbuBa ce NOBUILEHO BHUMAHKWE, KOraTo ¢ NpUiara ¢ 1eKapCTBEHH NMPOAYKTH, KOUTO CE
aKTHBHpaT WK MeTabonu3supat ot CYP2D6 u no-cneuydanHo nekapcTBEHH NPOAYKTH C TeCeH
TepancBTHYEH HHAEKC. TpsabBa aa ce oOMUCIM HaMansBaHe Ha J03aTa Ha IeKapCTBaTA C TECEH
TeparnesTHYeH HHAEKC, MeTabonn3upaHi or CYP2D6. [IpuMmepHu 3a nekapcTBEHH NPOIYKTH,
meTabonusupann ot CYP2D6, BrnouBaT MeTOnposion, MponpaxosioNn, Je3HNPaMHH, BeHaadaKkCHH,
XaJIONIEPHAO, PHCACPUACH, NponadeHOH, GrekaHHHA, KOAEHH, OKCUKOAOH H TpaMaaon (MOCNe HHUTE
TPH JIEKapCTBEHH NMPOoAYKTa ¢e HyaasT oT CYP2D6 3a obpasyBaHe Ha akTHBHHTE UM 00e3bonsnaiy
MeTabONHTH).

B npoyusane ¢ CYP2C8 o1 THN ,,B3aUMOIEHCTBUE JIEKAPCTBO-NEKAPCTBO™ TIPH 3APABH HHIAUBHIM,
AUC na nnorauta3oH e noBuileHa ¢ 46%, a AUC wa M-111 u M-IV, akTuBuuTe MeTtabonurty Ha

penarauHuA (BxK. Touka 4.4).




In vitro ocHoBHHTe MeTabONHTH abupaTeponoB cyadar v N-okcua abuparepoHoB cyJipaT HHXHOMpar
TpaHcnoprepa Ha yeproapoOHoTO 3axBawade OATPIBI1 u kato ciieacTeue Morat aa ce NOBHILAT
KOHIIEHTPALIHHTE Ha JIEKAPCTBEHUTE NMPOAYKTH, KOUTO ce enuMHUHHUpaT upe3 OATP1B1. Hama
HAITHYHH KIHHHYHH JaHHH, NOTBHPXKIABALLH B3aHMOACHCTBHETO, OCHOBABAINO C& Ha TpaHCNopTepa.

Hpuroocenue ¢ npodyxmu, 3a xoumo e uzsecmuo, ye yovacasam QT unmepsana

T KaTO NeYeHHeTO ¢ aHAPOreH-ACNPHUBALIMOHHA Tepanus MoXe aa yALLKH QT uHTepBana, ce
NpENoOpPHLYBA NOBHUICHO BHUMaHHE NPH nMpuaaradHe Ha AOnpaTepoH 3¢HTHBA ¢ TCKAPCTBEHH NPOAYKTH,
yabsmokasallid QT HHTEepBana, WM NieKapCTBEHU NMPOAYKTH, KOWTO MOrar Aa npeau3suKar torsades de
pointes, kaTo knac [A (1. XuHHAUK, au3onupamua) unu knac 11 (Hanp. aMmuoaapon, coranon,
nodernnua, HOYTHIHA) AHTHAPHTMHYHH JIEKAPCTBEHH MPOAYKTH, METAAOH, MOKCH(JIOKCALIHH,
AHTUINCUXOTHUIMH U T.H.

Ilpunoosicenue cvC CnupoHoOAaGKMOR

CnHpoOHONAKTOH Ce CBLP3Ba ¢ AaHAPONeHHHUTE PELleNTOPH H MOXKE [a NOBHILIM HUBATA HA
npocraTHocneuduyHuA aHTHreH (Prostate Specific Antigen, PSA). ITpunoxenuero ¢ AGuparepon
3eHTHUBA HE ce nmpenopbyBa (BXK. Touka 5.1).

4.6 DepraauTeT, OPEMEHHOCT H KbpMERe

JEHH ¢ AeTepoaeH NOTeHLMAan
HsamMa nanHu 3a ynotpedbara Ha AGHpaTepoH 3eHTHBA NMPH OPEMEHHH XKEHH U TO3H JIEKAPCTBEH

NPOAYKT HE € npeAHa3HaueH 3a yrnoTpeba NpH xkeHH ¢ ATepOeH TNIOTEHIIHAN.

KoHTpauenumMs npy_Mbike H XKECHH

He ¢ n3secTHO nany abuparepoH win HeropHTe MeTaboIHTH NPUCHCTBAT B CEMEHHATA TEYHOCT.
Ynorpebara Ha npe3epBaTHB € 3aIbJDKHTEIIHA, aKO MMAUMEHTBT HMA CEKCYalleH KOHTAKT ¢ OpeMeHHa
XKeHa. AKO MalMEHThT HMA CEKCYAIEH KOHTAKT € XK€Ha C KeTEPOIEH NMOTEHLHAN, NMPE3EPBATURBT €
3aIbJDKUTENEH 3a€JIHO C OLIE €AHH e(peKTHBEH MeTo 3a KoHTpauenuys. [IpoyusaHuaTa npy XKHBOTHH
MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).

bpemeHHOCT
Abuparepod 3eHTUBA HE € YNOTpeOABa NPH XKEHU H € MPOTHBONOKA3aH NPH *KEHU, KOUTO ca
OpeMeHHH WIH e Bb3MOXKHO a8 ¢a 6peMeHHH (BX. TOYkH 4.3 ¥ 5.3).

KspMeHe
AOuparepoH 3eHTHBA He € MpeJHa3HaueH 3a yroTpeda MpH KeHH.

Deprrnvrer
AOHpaTepOHOB ALETAT MORTHUABA (ePTUIIHMTETA NPH MBXKKH H KEHCKH ILTBXOBE, HO T€3H e(PeKTH ca
HAITBJIHO OOpaTHMH (BX. TOUKa 5.3).

4.7 EdexTH Bbpxy cnocobHOCTTA 32 moPupane B pabora ¢ MAMEHEHA

AbGupaTepoH 3eHTHBA HE NOBIHABA WIH NOBIHARA NpeHEOpexKMMO ciocobHOCTTA 32 IHOQHpaHe U
paboTa ¢ MalIHHM.

4.8 Hexenann 1eKapcTBeHH PEaAKIHH

O600611eHHe Ha npoduia Ha He30MacHOCT

ITpu ananu3 Ha HexEJAHHUTE peakLy B koMOMHUpaHU npoyuBaHusa ®aza III ¢ af
HeXenaHHTe peaklMi, HabmoaasanH npu > 10% oT nauMeHTHTE, ca nepHdepeH ¥
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XHIIOKATHEMHA, XHITEPTOHHA, KH(EKLNA Ha MHKOYHHTE IbTULIA M MOBUHISHA CTOHHOCT Ha alaHUH
aMMHOTpaHcdepasaTa W/WIHM NOBHILIEHA CTORHOCT Ha acnapTaT aMMHOTpaHcQepasara.

JIPYTH BRXHH HEXEJIaHH PeaKUHH BKJIIOYBAT CEPACYHH HapYIIEeHHs, XENMaTOTOKCHYHOCT, (PpakTypH H
ANCPrUYCH ANBCOJIMUT.

AOGupaTepoH 3eHTHBA MOXKE Ja MMPeAHU3BHKA XHNEPTOHHUA, XHNOKATTHEMHS U 3abpXXaHe HA TCUHOCTH
KaTo ¢apMakoOAMHAMHYHO CNEICTBHE OT HEroBUA MEXAHH3IBM Ha AeHcTBHE. B npoyuBanusaTa Paza Il
OYaKBAHHWTE MHHEPATKOPTUKOUIAHH HEXENIaHW peakiiy ca HabnioaBaHH Mo-4eCTO NPH NALMEHTH,
NIEKYBaHH ¢ abMpaTepOHOB aLleTaT, OTKOJKOTO MPH NALMEHTH, JIEKYBaHH ¢ TU1aledo: XHNoKaJTueMHUs —
18% cpenry 8%, xunepronns 22% cpeury 16% U pecnexkTHBHO, 3aAbpKaHe Ha TEYHOCTH (nepHdepeH
eaem) 23% cpeury 17%. [Ipu nauveHTH, eKyBaHK ¢ aOHpaTepOHOB aLIETAT, CIPAMO NALHEHTH,
nexysaHH ¢ nnaiie6o, ca Habnonasann: CTCAE (Bepcua 4.0) ctenenH 3 v 4 xunokanuemus npu 6%
cnpamo 1%, CTCAE (Bepcus 4.0) ctenexu 3 u 4 xunepronus npu 7% cnpamo 5% u crenexn 3 n 4
3abpKaHe Ha TeYHOCTH (neprdepeH enem) croTBeTHO NpH 1% cnpamo 1% ot naumenTure. Kato
HAJIO0 MHHEPAJIKOPTHKOHAHWTE peakLiMK MOraT Ja ¢ OBNAJIABaT YCIEIIHO ¢ JIEKapCTRa.
EnHOBpEMEHHOTO NPUWIOKEHHUE HA KOPTHKOCTEPOHAM BOAH A0 HAMANABAHE HA YECTOTATa H CTENeHTa
HA T€3U HEXEJIaHW peakUMH (BX. Touka 4.4).

TabauueH cnuchK HAa HEXENAHUTE peakKlUMH
B npoyuBaHHa NpH MaLMEHTH ¢ HAMPEaHA METACTATHYEH KapLWHOM Ha NPOCTATATA, JIEKYBaKH C

LHRH unu nexysaHH Npeay TOBA ¢ OPXHEKTOMMS, abHpaTepOHOB alIeTaT ce npwiara B 103a OT
1 000 mg aHeBHO B KOMOMHALMA ¢ HACKA 1034 NPEAHH30H HIN NPESAHU30MIO0H (WM 5, K 10 mg
IHEBHO B 3aBUCHMOCT OT NOKA3aHHUETO).

Hexenanure peakiyi, HabnogaBaHH M0 BpeMe Ha KIIHHWYHHUTE NMPOYYBAHHSA H MOCTMAPKETHHIOBUA
OIHT, ¢a NPESICTaBEHH NO-A0JIY N0 KaTeropus yectora. Kateropuure no 4ecToTa ca OnpeacacHu,
KaKTo caeapa: MHoro dectH (> 1/10); yvectn (= 1/100 go < 1/10); newectn (= 1/1 000 no < 1/100),
peaku (= 1/10 000 ao < 1/1 000); mHoro peaku (< 1/10 000) u ¢ Heu3BECTHA 4eCTOTA (OT HAJTHYHHTE
JaHHMU HEe Moxke f1a Oblle HalpaBeHa OLICHKa).

[1pu BCAKO rpynHpaHe Mo 4€CTOTa HEXEJAHUTE JIEKAPCTBEHH peakLiMH ca H30POEHH B HU3XO0ASL pen
MO OTHOLUEHHKE Ha TAXHATA CEPHO3HOCT.

Tabanua 1 Hexenann peaknun, #abiionaBann B KIMHHYHH NPOYIBAHHS H OT
DOCTMAPKETHHIOBHS ONHT

CacTeMo-opranen knac Hexe1aHa pEAKIAL B YeCTOTA

Hudexuun 1 undecTaliny MHOTO 4eCTH: HH(pEeKLHA Ha NMHKOYHHTE MBTHULIA
YECTH. CENCHUC

Ham*mennn H2 HMYHHATA CHCTEMA C HEH3BECTHA YecTOoTa: auatbmlax'ruqﬂu PCaKLHH

HIIE!IIIEIIIHI HA eHJOKPHHHATA CHCTEMA HEeYeCTH: Ha,uﬁhﬁpequa HEeJOCTATBhUYHOCT

Hapymenus Ha meTabonu3Ma H MHOTI'O YE€CTH: XMUNOKAJTHEMHS

XpaHEHETO YECTH: XHIEPTPHIITHLICPHACMHUS

Copaevnn HapylnIeHAs YECTH: ChpACYHA HEAOCTATHYHOCT*, CTEHOKApAUA,

NPEACHPAHO MBbXKAEHE, TAXHKapaAud
HEYECTH: APYTH APHTMHH

C HEH3BECTHA 4€CTOTA: MHPAPKT HA MPQEEPt
yavokasane Ha QT uHTepeana (b

C1aoBRE Rapymenns MHOTO YECTH: XHIIEPTOHHS /
PecnupaTopHy, rpbAHH H pelKH: alIEPrH4eH aJIBEONIUT
ME¢IHACTHHAJIRA HAPYIICHHS




CroMalmHoO-YpeBHH HAPYIICHHA MHOT'0 YECTH: AHapHi
YecTH: JUCTICTICHSA

XenaToOHAHAPHE HADYIICHHN MHOT0 Y€CTH: MOBUILCHA CTOHHOCT HA anaHHUH
aMHHOTpaHCdEpasaTa W/ MM NOBHILEHA CTOHHOCT Ha
acnapTat aMHHoTpaHcdepazaTa®

peaKkd: QyIMHHAHTEH XETAaTHT, OCTPa YepHOApOoOHa

HEJAOCTATHYHOCT
HapymienHg HA KOKATA H HOAKOKHATA yecTH: oOpHuB
THKAH
HapymeHHS HR MYCKY.JTHO-CKEJETHATR HeYeCTH: MHOMNATHA, pabnoMHONH3A

CHCTEMA H CHEAHHHETEJIHATAE THhKAH

Hapymenus a2a 6p0pennaTe H NEKOYIARTE | YECTH. XEMATYpPHA
NbLTHINA

O6mu napymennn 1 epexXTR HA MACTOTO | MHOTO YECTH: MEpUPEPEH enem
HA DpHJIOKEHHE

HapangBanns, oTpaBgHNg H yecTH: dpakTypu **
YCA0KHEHHS, BL3HHKHAJIH B Pe3y/TaT HA

HHTEePBEHIHA
*  (Cppacusara HEAOCTATHYHOCT BKIIOYBA H 3aCTOHHA CHpACYHA HEJOCTATHHHOCT, ICBOKaMEPHA IHCHYHKLMA H HAMAJICHA
$paKLMa HAa H3ITNACKBAHE

** OpakTypH BKIIOMBE OCTEONOPO3a H BCHUKH QPaKTYPH ¢ HIKMOUSHUE HA NATOAOTHYHH (pakTypy
&

CnoHTaHHH CLOOICHHS OT MOCTMAPKETUHIOBHS ONHT
6

[Mosumena croliHOCT HA anaHWH aMUHOTpaHcdepasaTa W/ HiIM MOBHIIICHA CTORHOCT Ha acnaprar aMmuHoTpaHcdepalaTa
BxnouBa yeenviacHHe HA ALAT, yeennuenve Ha ASAT u abHopMua uepHoapobHa QyHKLIMA

Cnennure HexenaHn peakiud CTCAE (Bepcua 4.0) creneH 3 ce HaOmoaaBaT npu NalHeHTH,
NIEKYBaHH ¢ aOMpaTepOHOB alleTaT: XUnokanueMusa 3%; HHPEKUHA Ha MHKOYHUTE NbTHLIA 2%;
MOBHLICHA CTOMHOCT Ha aJlaHHH aMMHOTpaHcdepasaTa W/WIH NOBHLIEHA CTORHOCT Ha acnaprar
aMHHOTpaHC(epa3aTa 4%; xunepToHus 6%; ¢ppaktypu 2%, nepudepeH eaeM, cbpacUHa
HEIOCTATHUYHOCT K NPEACHPAHO MBXeHe — BCiaka 1%. Xuneprpurnuuepuaemus CTCAE (sBepcus 4.0)
CTeneH 3 ¥ cTeHokapaua ce Habmoaaeat npu < 1% ot nauuenTruTe. UHQpekug Ha NHKOYHUTE MBTHILA
CTCAE (Bepcus 4.0) crenen 4, noBHllIeHa CTORHOCT Ha anaHWH aMHHOTpaHc(epasaTa U/vnu
NOBHLIEHE CTOHHOCT Ha aCnapTaT AMHHOTpaHC(epa3aTa, XUIOKadHeMHs, ChpAeYHa HeJOCTATBYHOCT,
npeAChPAHO MLKIeHEe B PpakTypH ce HaOnroaasaT npu < 1% OT NallHEHTHUTE.

[To-ronsamMa yecToTa Ha CIIy4auTe Ha XHIIEPTOHHA M XHIIOKAIMEMHS ¢e HabmionaBa npH nomyjanmaTa
OT NAaLMEHTH, YYBCTBUTE/THH KBM XOpMOHaIHa Tepanus (nmpoyusane 3011). Xunepronus ce
Habniogaea npu 36,7% ot nonynauMsTa MAUMEHTH, YyBCTBUTEHH KbM XOPMOHAITHA TEPANHS
(npoyusane 3011), B cpapHenue ¢ 11,8% u 20,2% B npoyusanus 301 » 302 crorBeTHO.
Xunokannemus ce Habmogasa npH 20,4% ot nomynaumsara NaUKUCHTH, YYBCTBHTEITHH KbM
XOpMOHa/Ha Tepanug (npoy4ysade 3011) B cpaBHenue ¢ 19,2% u 14,9% B npoyusanrus 301 u 302
CBHOTBETHO.

YecTOTaTa U TEXKECTTA HA HEXEIIAHWTE JIEKAPCTBEHH PEaKl[HH ca NO-BHCOKH MpH NOATPYNHTE OT
NMAaIlHEHTH ¢ H3XOMEH CKop 2 38 QYHKUHOHAITHO ChCTOSHHE MO cKanara Ha U3rouHara :..:...:_
oHkonoryyHa rpyna (Eastern Cooperative Oncology Group, ECOG), kaxTo 1 npu naumpsfriaeeilie ),

crapyecka Bb3pacT (= 75 TOAHHH).

A
X
Onucanne Ha U30paHH HEXENAHHW PEAKLIHK %
Cowpoeuno-cvoo06l peaxyu =
4
B tpute npoyupanua Pa3za Il ce U3KMOYBAT NALMEHTH ¢ HEKOHTPONIUPAHa XHIIEPTOH \ | P wﬂﬁ‘ J
3HAYHMO CbpACYHO 3abongBaHe, NPOSBEHO KATO HHPAPKT HA MMOKAPAA WIH CTyvaHn Ha RRIehu THACSY 7
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TpoM003a npe3 nocaeaHUTE 6 Mecella, TEXKKa WIH HecTaOHIHa CTEHOKapAMA, WIH CbpleyHa
HepocTaTbMHOCT Knac III wnu IV no NYHA (npoyusane 301) wnu cppaeyuna HegpoctarsuHocT Knac 11
no Knac IV (npoyusanns 3011 un 302), unn uaMepena ¢ppakuus Ha ustiackpade < 50%. Becuuku
BKJTIOYCHH NALIMEHTH (JIEKYBAHH ¢ AaKTUBHOTO BELICCTBO H ¢ Mauedo) ca 1eKyBaHH €JHOBPEMEHHO C
aHApOreH-AeNpHBALIMOHHA Tepanui, riaBHO ¢ npuiaokeHHe Ha LHRH ananoau, koaTo € ¢Bbp3aHa ¢
aHaber, HHQapKT Ha MHOKapAa, MO3bYHOCHAOB MHLIMICHT U BHE3allHa ChpAcYHa cMBbPT. HecToTata Ha
CHPAEUHO-CBHIOBHTE HEXETAHH peakuMy B npoyusanus ®aza III npu nauuenTn, npueMaliuu
abHpaTepOHOB aLleTaT CNPAMO NALHEHTH, NMpHeMaly nauebo, €, KakTo cnesa: NpeACLPAHO
MBXaeHe 2,6% crpamo 2,0%, Taxukapaua 1,9% cnpsamo 1,0%, anriuHa nekropuc 1,7% cnpamo 0,8%,
cbpaeuHa HeaocTarbuyHoCT 0,7% cnipamo 0,2% u apurMmna 0,7% cnpamo 0,5%.

Xenamomoxcuynocm

XenaroTOKCUYHOCT, ¢ noBHIICHHW cToiHOCTH Ha ALAT, ASAT u o6 6wnnpy6uH, ce cprobiiaea npu
NalMeHTH JIeKYBAHH ¢ abupaTepoHoB auerat. OT KIHMHHYHHTE npoy4Banus Pazsa 111
XenaTOTOKCHYHOCT cTeneHd 3 U 4 (HanpuMep ypenuueHue Ha ALAT wiu ASAT ¢ > 5 mbtu Hag ULN
WM yBenuueHue Ha Ounupybuna > 1,5 meTH Han ULN) ce crobuiasa nipu okono 6% oOT naieHTure,
npueMany abuparepoHOB alleTaT, OOHKHOBEHO Mpe3 ITbPBHTE 3 MEcEUa Ce HAYalIOTO Ha JICYEHHETO.
B npoyuBane 3011 xenaToTOKCHYHOCT cTeneH 3 Wi 4 ce sabmonasa npy 8,4% ot nauMeHTHTE,
neKyBaHH ¢ abuparepoHOB auerar. Jlecer OT nauMeHTHTe, KOMTO ca [pueMany abMpaTepOHOB aleTar,
ca [IPEYCTAHOBWIIM YYACTHETO CH B NPOYUYBAHETO NOPAAH XENAaTOTOKCHYHOCT; ABaMa ¢a NOTYYHIH
XETMAaTOTOKCUYHOCT CTENEH 2, LIECTHMA — XEMATOTOKCHYHOCT CTEINIEH 3 M ABaMa — XeNaTOTOKCUUYHOCT
creneH 4. B npoyusaHe 3011 HaMa CMBPTHH CIy4YaHn Ha NALMEHTH BCNIE/ICTBHE HA XSMATOTOKCHYHOCT.
B xnnnuunnTe npoyyBanus Masa III ysenuueHue Ha CTORHOCTUTE HA YepHOAPOOHHUTE PYHKLMOHAIHH
MOKA3aTENH € NO-BEPOATHO Ja ce HabMoaaBa Npy NMalMEeHTH ¢ TIOBHILIEHH U3XOAHH CTOHHOCTH Ha
ALAT unn ASAT, OTKOJKOTO NPH TAaKMBa ¢ HOPMAJIHK H3XOAHM cTofHOCTH. KoraTo ce Habnionasa
yBenuueHHe Ha ALAT unu ASAT > 5 mptu Haa ULN unu Ha 6mnupy6ud > 3 memi Haa ULN,
npMeMBbT HA aDHPATEPOHOB alIETAT BPEMEHHO Ce MPeKbCBa WM ce NnpekpaTtasa. B nBa cnyyas ¢
HaCTBITHIO U3Pa3eHO YBENIHUEHHE Ha CTOHHOCTHTE Ha YepHOAPOOHHTE (PYHKLIMOHAJIHMA NOKA3aTe/lH
(Bxk. TOuka 4.4). [Ipn Te3u npamMa NaLMEHTH ¢ HOPMaJTHA M3X0AHa YepHOApoOHa yKuMs ce
Habnonasa yeenuveHue Ha ALAT v ASAT ¢ 15 00 40 metv Han ULN u yeenuuenue Ha OnnnpyOuHa
¢ 2 po 6 meth Hag ULN. Cnea cnupane Ha IE4EHHETO, Y4epHOAPOOHHTE (PYHKLMOHAJIHH NOKAa3aTeNH ca
€€ HOPMAJIM3UPAIIH W NPH ABAMATA NMALKECHTH, 8 CAUHHAT OT TAX € NOAN0CKEH HA NMOBTOPHO JICYEHHE C
abuparepoHoB auerar 63 HOBO NOBMINIABaAHE HA cTOHHOCTHTE. B npoyusane 302 nosuuiapaHe Ha
croiiHocTHTe HA ALAT u ASAT cteneH 3 u 4 ce Habmoaasa npu 35 (6,5%) nauueHTH, IEKYBAHH C
abuparepoHop anerar. [loBHIneHHMTE CTOHHOCTH Ha aMHHOTpaHCcdepasaTa ca ce BL3CTAHOBWIH 0
HOPMATA NPH BCHYKH NMALMEHTH ¢ H3KITIOYEHHE HA TPHMa (BaMa ¢ HOBH MHOTOOpONHE HepHOAPOOHH
MeTacTasH M 1 ¢ nopuileHH CTOHHOCTH Ha ASAT 61130 3 ceaMuLM cliea nocaeaHaTa 103a
abupatepoHOB auerart). B knuHHyHH npoyusanus Paza Il 3a npeycraHoBaABaHe HA NEUSHUETO B
pe3yATaT Ha NnoBHineHH cToHOCTH Ha ALAT 1 ASAT unu abnopMHa uepHoapoOHa GyHKIMA ce
cpobuiasa npu 1,1% ot nauMeHTHTE, NEKyBaHH ¢ abupatepoHoB aueTaTt H npH 0,6% ot nauueHTure,
JIEKYBaHH C 1U1a11e00; He ¢€ ¢b0oO1aABaT CMBbPTHH CITYYaH B PE3Y/ITaT HA XEMaTOTOKCHYHOCT.

B xJIHHHYHH NPoyUBaHHUA PUCKET OT XeNaTOTOKCHYHOCT € HaMaJIeH ¢ H3KIIOMBAHETO OT YYAaCTHE Ha
MaLNEHTH ¢ XENaTHT Ha U3XOAHO HUBO WM A0HOPMHH CTOHHOCTH Ha GYHKLHOHANHHUTE YEPHOAPOOHH
nokasarenu. B npoyusane 3011 nanvenTure ¢ u3xoadu ctoiHOCTH Ha ALAT u ASAT > 2,5 nv1e Han
ropHara rpaHnua Ha Hopmara (ULN), 6wmpy6un > 1,5 meTe Raa ULN win Te3H ¢ akTHBEB 45
CHMNTOMATHYEH BUPYCEH XeTIaTHT WIH XPOHHYHO YepHOAPOOHO 3a00NsARaHe, aCLMT WIM3
Ha KPBLBOCHCHPBAHETO BCIEACTBHE Ha yepHOAPOOHa AUCHYHKLHMA Ca HIKTIOUEHH OT //‘,
f

-\_1 =
y
)

.
s N

npoyusaHe 301, ca M3KIMOYECHH NALHEHTH ¢ H3XOAHH cTOHHOCTH Ha ALAT u ASAT
ULN npu oTcbcTBHE Ha uepHOAPOOHH MeTacTasu, WK > 5 nbTH Haa ULN npu Hanuy
yepHOApOOHM MeracTasH. B npoyuBane 302 He ce JONMyCKaT MALMEHTH C YepHOApoD N
T€3U ¢ U3XOoaHH cToOHHOCTH Ha ALAT u ASAT > 2,5 nbti Haa ULN ca nikmoueHH. ARonwy o ‘gg
CTOMHOCTH Ha 4yepHoApoOHHTE QYHKLIHOHAITHH NOKA3aTEeNH, TPOABABWIH C€ NPH nanye \“-., aiﬁjmiaﬁ&
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YYacCTBAIIN B KIIMHHYHH MPOYYBaHUA, ca OHIIM CTPOrO KOHTPOAMPAHK, KATO C€ € H3NCKBaNo
NpeKbCBAHE HA JIEUEHHETO H Ce € AOMYCKAIIO NOBTOPHO JICYEHHE CaMO ClIeZ KaTO YepHOApoOHHTE
G YHKUHOHANTHH NMOKA3ATENH PH NMAUMEHTHTE C€ Bb3CTAHOBAT A0 H3XOAHHKTE (BXK. TOUKA 4.2).
[TaipenTu ¢ yBenwyeHue Ha ALAT unu ASAT ¢ > 20 mpTH Han ULN He ca nexkyBaHH NOBTOPHO.

besonacHocTTa Ha [MOBTOPHOTO JICHCHHAC IPH TC3H NAUUCHTH HE € H3BCCTHA H HC € H3IACHCH
MCXAHH3MBT HA XE€MATOTOKCHYHOCT.

Cpo0ll1aBaHe Ha MOJAO3HPAHH HEXKEIaHN PEAKLMH

Cro0maBsaHeTo Ha NOAO3UPAHH HEXEJIaHH PeakLMH Clel pa3pellaBaHe 3a ynotpeda Ha ICKapCTBCHHS
NPOAYKT € BaXKHO. 10Ba MO3BONABA Ja MPOAL/DKH HabMIOACHHUETO HA CHOTHOILICHHETO NOJI3a/PUCK 32
JIEKAPCTBEHHUA MPOAYKT. OT MEMLIMHCKHTE CIIEUHAIMCTH C€ H3WCKBA /18 ChoOUIaBaT BCAKA NOAO3HpaHa

HEXKeJlaHa peakuua 4pes Msmbnuurenna areHuMa no nekapersara, yi. ,Jlaman I'pyes” Ne 8, 1303 Codna,
Ten.: +359 2 8903417, yeGeaitt: www.bda.bg.

4.9 Ilpeno3napane
JanHuTe 32 npeao3npaHe Ha aOUPATEPOHOB ALICTAT NPH XOpa Ca OrPaHUYECHH.

Hsama cneupduueH anTuaor. B cnyuaii ra npenosupate NpunoXKeHHeTo TpadBa BpeMEHHO 1a ce
npeKbcHe U Aa ce NpeanpueMar obH4YaiHUTE NoATbPXAI MEPKH, BKIIOYBALUK NPOCICAABAHE 34
APUTMHH, XMIIOKAJIHEMHSA K 3a PH3HALIM H CHMITTOMH Ha 3aabpKaHe Ha Te4HOCTH. YepHoapoOHaTa
¢yHKUHA ¢bLIO TPAOBA Na ce OLIEHABA.

5. GAPMAKOJOINMYHU CBOMCTBA

3.1 (PapmaxkogEHEAMHYEM CBOHCTBA

PapmakoTepaneBTHYHa rpyna: eHA0OKpHHHA Tepanms, Apyri XOpMOHATHHA AaHTArOHHUCTH U CPOAHH
cpeactea, ATC kom: LO2BX03

MexaHusbM HA NEHCTBUE

AbuparepoHoB auerat (AOuparepoH 3eHTHRA) ce NpeBpBilA in vivo B abHpaTepoH — MHXHOHTOP Ha
aHaporeHHaTa OuocuHTe3a. KoHkpeTHo abuparepoH HHxuOHpa celeKTHBHO AeCTBHETO Ha €H3UMA

1 7a-xuapoxcunasza/C17,20-nuaza (CYP17). Tosu en3um ce eKcripecHpa B M ¢ HeoOXoaumM 3a
aHJporeHHaTa OMOCHHTE3a B TeCTHKY/IapHaTa, HaaosbpeyHara M npocTaTHata TYMOpHa ThKkaH. CYP17
KATANU3UPA NPEBPBHLUAHETO HA MIPErHEHOIOH H NMPOreCTEPOH B MPEKYPCOPH HA TECTOCTEPOH,
CHOTBETHO B AexuapoenuaHapoctepoH (AXEA) H aHApOCTEHOHOH Ype3 1 7a-XHAPOKCHIHpaHEe U
pazueneare Ha C17,20 spn3kara. MHxubupanero va CYP17 cbiio BogH A0 38CHIIEHO MPOH3BOACTBO
Ha MHHEPAJIKOPTHKOUAHN OT HAAOEOpeUHHTE #Uie3H (BxX. Touka 4.4).

AHAPOreH-4yBCTBHUTE/IRUAT MPOCTATEH KAPLIKHOM OTTOBapA Ha JICYEHHE, KOETO HaMasisBa HABATa Ha
AHAPOreHHUTE. AHAPOreH-ACNPHUBALIHOHHHUTE TepanuK, kato neueHue ¢ LHRH ananosu win
OPXHEKTOMUSA, HAMAIABAT NPOU3BOACTBOTO Ha AHAPOTeHH B TECTHCHTE, HO HE 3aCATaT TAXHOTO
NPOU3BOACTBO OT HaAOBLOpeuHHTe Xie3u unu B Tymopa. Jleuenunero cbc ABUPATEPOH S3EHTHBA
HaMaJIaBa CepYMHUS TECTOCTEPOH A0 HEOTKPHBAEMH HUBA (MPH M3NON3BAHE HA NpeNaraHpze

dapMakoAHHaAMHUYHH €(PEeKTH

AOHpaTepoH 3eHTHBA NOHUKABA CEPYMHUA TECTOCTEPOH U APYTH aHAPOTEHHU A0
NocTHrHaTuTe ¢ npunaraHe Ha LHRH anano3u caMocTosTenHo HAK NpH opxue
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¢Pa3za Il npy naieHTH, NOKa3aIH HEYCNEX KbM NPEAXOAHA XMMHOTEpAlug ¢ TakcaHu, 38% ot
nalHeHTHTE, JIeKYBaHH ¢ abupaTepoHOB auerar, cpeury 10% ot naumeHTHTe, NEeKyeaHu ¢ wauedo, ca
nokasaid MHHUMYM 50% cnan cnpsMo H3X0aHHTE HHBA Ha PSA.

KnunpuHa edrkacHOCT H B6e30nmacHOCT

EdukacHocTTa € ycTaHOBEHa B TPH PaHAOMH3HPaHH, IUIALEeO0-KOHTPOJIMPAHH, MHOTOLICHTPOBH,
KNHHHYHK npoyuBaHus Pa3a III (npoyusanus 3011, 302 u 301) npu nanuertd ¢ mHSPC n mCRPC.
[Tpoyusane 3011 BxknrouBa nauMeHT ¢ HosoauarHocTHMpad mHSPC (B pamkuTe Ha 3 Meceuna cnen
PaHAOMH3UPEHETO), KOHTO HMAT BHCOKOPHCKOBH MPOrHOCTHYHH akropB. Bucokopuckosara
POrHO3a ce ONMpeAens KaTo HaTHYHe Ha MHHUMYM 2 OT crieguuTre 3 puckoBH (akTopa: (1) ckop no
Gleason > 8; (2) HanvuHe Ha 3 WK NMOBeYE JIE3HH NPH CKAHUPaHE Ha KOCTHUTE; (3) HaNHYHe Ha
M3MEPHMH BHCLIEPAIHH (C H3KMIO4YEeHHE Ha 3a00aaBaHe Ha THMQHHUTE Bb3/IH) MeTacTasd. B akTMBHOTO
pamMo abHUpaTepOHOB aueTar ¢¢ npuiara ¢ no3a 1000 mg aHesHo B koMOMHaALHMA ¢ HUCKa 1034
NpeAHN30H S mg BeAHBXK JHEBHO B ponbjHeHHe KbM ADT (arouncr na LHRH win opxuexromus),
KOETO € CTAHAAPHOTO JieueHue. [laumenTrTe B kKoHTponHOTO pamMo nony4asat ADT u miaue6o kakro
3a a0HpaTepOHOB aLIETAT, TaKa U 3a nNpeAHU30H. B nmpoyusane 302 ca BKMOYEHH NalMEHTH, KOHTO He
ca IEKYBaHM ¢ JOLIeTaKcen, a B npoyysaHe 301 — nauneHTH, NpeMHUHANIH MPEAX0IHO JICUEHHE C
aouerakcen. [Taunenture ca mpueMand LHRH ananor wiM ca npeMuHany neyeHHe ¢ OpxHeKToMHs. B
rpynara Ha aKTHBHO JeueHue abuparepoHoB auerar ce npwiara B 403a o1 1 000 mg nqHeBHO B
kKOMOMHaLIHA ¢ HHCKA J103a MIPEHU3OH WM MPEeIHH30N0H 5 mg ABa ITbTH NHEBHO. KoHTpONHUTE
NaLMeHTH NOAyuaBar alebo H HUCKa 1034 MPEAHH30H WIH NMPEAHU30I0H 5 mg ABa ITbTH AHEBHO.

[IpoMeHHTE B CEPYMHHTE KOHLIEHTpaUWH Ha PSA He BUHArM rOBOPAT 3a KIIMHUUYHH MOJI3U. 3aTOBa U
BBB BCHUYKH IPOYUYBAHHUA CE NMPETIOPHYBA MALIHEHTHTE Aa OCTAHAT Ha JICUCHMATA, MPOBEXKIAHM MO
NPOYYBAHETO, A0 MOCTHIAHE H& KPHTEPHHTE 3a NPEYCTAHOBABAHE, MOCOYCHH NO-I0NY 3a BCAKO

NPOY4BaHeE.

B HHTO €AHO OT MPOYYBAHHATA MPHIAraHeTO Ha CNIMPOHONAKTOH HE € pa3spellieHo, ThH KaTo
CIIHPOHOJIAKTOH C€ CRLP3Ba ¢ aHAPOreHHUTE PELEITTOPH H MOXKE A4 NOBHILIM HHBATA Ha PSA.

Ilpoyueane 3011 (nayuenmu ¢ nosoduazrnocmuyupan sucoxopuckos mHSPC)

B npoyusane 3011 (n=1199) MeanaHaTa Ha BBE3PACTTA HAa BKJIICYCHHTE NaLMEHTH € 67 roauHHu. bpoAar
Ha MALMCHTHTE, IEKYBAHH ¢ aOUPaTePOHOB ALETAT, 1O pacoBa rpyna ¢ 6enu 832 (69,4%), asnaruu 247
(20,5%), yepHOKOXH WK appoaMepukanu| 25 (2,1%), apyru 80 (6,7%), nenspecHa/He ce crollaBa
13 (1,1%) u amepHKaHCKH MHAHAHLIM MM KOpeHHO HaceneHHne Ha Anscka (0,3%). CkoprsT 3a
¢yHKIHOHaNHO cbeTosARMe o ECOG ¢ 0 unu 1 npu 97% ot nauuenTure. IlauMeHTHTE © H3BECTHH
METACTa3H B MO3BKA, HEKOHTPOTHPAHA XHIIEPTOHHA, CEPHOIHO CHPAEUHO 3a0onasaHe WIH ChpAEYHA
HegoctarbyHOCT Knac I1-IV no NYHA ca uskmovenn. [TauueHTHTE, KOMTO Ca JIEKYBaHH C
npeallecTeaila gapMakoTepanui, 1p4elieueHHe WIH ONepaLHs 38 MEeTaCTaTHYEH paK Ha IpOCTaTaTa
Ca H3IKMOYCHHN, ¢ H3KIYeHHe Ha 110 3 meceua ADT uwnm 1 kype nanwaTHBHO OONBYBAHE WM
XUPYPruyHa Teparus 3a jieueHHEe Ha CUMITTOMH, NPOU3THYALLM OT MeTacTasu. CHhBMECTHUTE
ITbPBHYHKY KpaiiHu TOYKM 3a epuxacHOCT ca obia npexussemoct (Overall Survival, OS) u
npexHBieMocT 6e3 penTreHorpadcka nporpecus (radiographic Progression-Free Survival, rPFS).
MeauyaHaTa Ha H3XOJHHA CKOP 3a Oonka, H3MEPEH ¢ NMOMOILLTa Ha CbKpaTeHaTa ¢opma Ha KpaTbk
BLIPOCHHK 3a OosikaTa (Brief Pain Inventory Short Form, BPI-SF), e 2,0 kakTo B rpynara Ha akTHBHO
JieYeHHe, TaKa M B rpynara Ha ruauebo. OcBeH upe3 H3IMEPHTECNHTE HA CBBMECTHUTE
KpaiHH TOYKH N0ON13aTa € OLEHEHA H ¢ MOMOIITa Ha BpeMETO 10 ChOuTHE, CBBP3aHO 4
cucreMa (Skeletal-Related Event, SRE), BpemeTo 10 nmociieaBaina Teparis 3a “4
BPEMETO J0 3ar04YBaHE Ha XHMHOTEpANHA, BPEMETO A0 NporpecHs Ha bonkara v e
nporpecus Ha PSA. JleueneTo npoawKaBa 10 Nporpecka Ha 3a004BaHETo, ¢
CBIIACHETO 33 YYACTHE, [TOABATA HA HENPHEMIIMBA TOKCHYHOCT WU CMBPT.
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[MpexxnraemocTTa 6€3 peHrreHorpadcka MporpecHs ce ofipeless KaTo BpeMETO OT paHAOMH3HPAHETO
10 NOARATA Ha peHTreHorpadgcKa NporpecHs WiH CMBPT N0 KAKBaTO H Aa € NPHYHHA.
PenTresorpadickara nporpecus BKIIIOYBA NPOTPECHs, YCTAHOBEHA YPE3 CKAHMPAHE HA KOCTHTE
(chraacHo H3MEHEeHHTE KpHTEpHUW Ha pafoTHaTa rpyna 3a npocrateH kapuvHoM 2 (Prostate Cancer
Working Group-2, PCWG2)) unu nporpecns Ha MEKOThbKAHHHTE JIE3HH, YCTAHOBEHA ¢ NOMOLITa Ha
KT wm SMP (cbrnacHo kpuTepHH 3a OLIEHKA Ha OTrOBOpa NpH coMuaHl TyMopH (Response
Evaluation Criteria In Solid Tumors, RECIST)).

Ha6monaeana e 3HaunmMa pa3imnka B rPFS mexcny TepaneBTHUHHTE rpyny (Bk. Tabnuua 2 4

¢urypa 1).

Tabaana 2

Intent-to-treat nonynanus (npoyusane PCR3011)

IlpexnpaemMocT He3 penTrenorpadpcka nporpecHs — CTpATHGHIHPAE AHAIH3I;

AGHpaTepoHOB aleTaT C [Lhauebo
[Ipeauunson (AA-P)
| PAHIOMH3HpaHH NAUHEHTH | 597 602
Coc cubuTne 239 (40,0%) 354 (58,8%)
[leH3ypHpaHH 358 (60,0%) 248 (41,2%)

Bpeme 10 csOuTHE (MeceLH)

Menuasa (95% CI) 33,02 (29,57, NE) 14,78 (14,69, 18,27)
Jlnana3oH (0,0+, 41,0+) (0,0+, 40,6+)
p-cTofHOCT® < 0,0001

KoeduuueHT Ha pHCK
(95% CI)°

0,466 (0,394, 0,550)

Benexka: +=nen3ypupano Habmoaecuue, NE=ne moxe 1a 6nae n3uucneno. CryyanTe Ha peHTIeHorpadcka MpOrpecus
H CMBPT CE CHHTAT 3a onmpeaemH rPFS caburnero. AA-P=nauueHTH, npHeMaay abHpaTepoH alleTar H NPEIHHIOH.

p-croiiHoCTTa € noxy4eHa ot log-rank Tect, ctparnHumpan no ECOG ckop 3a ¢pyHkumonanio cucroanue (0/1 wau 2)
H BUCLICPAIHH NE3HH (JIMIICA WK HANHYKE).

KoedMUHEHTLT Ha pHCK € NOAYyUEH OT cTpaTHGMLMpPaH IPONOPUHOHANECH pHCKOB Moae. KoeduimeHt Ha puck <] e B

nonia Ha AA-P.

Purypa 1
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Kpuasn na Kaplan-Meier 3a npexunsemMocT 6¢3 peaTresorpagcxa nporpecns;
Intent-to-treat nomyaanns (npoyasane PCR3011)
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Habnronaea ce craTucTHuecku 3HauuMo nonodpenue Ha obuara npexxussemoct (OS) B nosiza Ha AAP
mnoc ADT ¢ 34% nonvxenue Ha pucka oT CMbPT B cpaBHeHHMe ¢ riauebo rmoc ADT (HR=0,66;

95% CI: 0,56, 0,78; p<0,0001) (Bxk. Tabauua 3 u purypa 2).

Table 3 OO0wma npexxHBAEMOCT HA NALHEHTH, JIEKYBaHH ¢ abHpaTepoHOB aleTaT WIH ¢ niauebo B
npoyuBaHe PCR3011 (Intent-to-Treat anain3)

O6ma npexuBsieMocT AOGHpPAaTEPOHOB aALETAT € MPeAHH30H [lhauebo
(N=597) (N=602)
CMmbpT (%) 275 (46%) 343 (57%)
MeaunaHa Ha npexuBaeMocTTa (MEeCELH) 53,3 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 1a Obj1e H34UHCIIEHO
' KoepHUMEHTBT Ha PUCK € NMOJIy4YeH OT CTpaTHHUMPAH NMPONOPLUMOHAIEH MoJe Ha puckoBeTte. KoeduimeHT Ha
PHCK <] € B nmoyi3a Ha adMpaTepoOHOB aLeTaT C NPEAHH3O0H.

Purypa 2 Kpusn na Kaplan-Meier 3a o0ma npexussiemoct; Intent-to-treat nonyianus
(anaan3 na npoyusane PCR3011)
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PHCKOBH NallHeHTH

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

AOupatepoHoB auerar — — — — [Inanedo

AHaJIM3HUTe Ha MOArPYNHTE HEU3MEHHO ca B N10J13a Ha JIeYEeHHETOo ¢ abupaTepoHOB aueraT. EQekrsT ot
neyeHueto ¢ AA-P sbpxy rPFS u OS B npeasapuTeIHO onpeeeHuTe NoArpyny € 0J1aronpUsaTeH U
CbBMECTHM ¢ 0011aTa nonyjauus B NpOy4BaHeTo, ¢ H3KiIovyeHue Ha noarpynara ¢ ECOG ckop 2,
KbJIETO He ce Hab/o1aBa TeHACHUMS KbM 10J13a, HO MAJIKMAT pasMep Ha u3Bajikara (n=40)
OrpaHH4aBa U3BJIHYAHETO HA 3HAYUMO 3aKJIIOYEHHE.

B nonbiaHeHHe kbM HabnoaaBaHOTO 1Mo100peHUe Ha obLiaTa npexxusaeMocT U rPFS e nemoHcTpupana
MoJi3a OT JIeYeHHeTO ¢ abupaTepoOHOB alleTaT CNpAMO 1auedo rMpu BCUHYKH MMPOCNEKTHBHO
onpeaesieHd U3MEPUTESIH Ha BTOPUYHHUTE KPaiHHU TOYKH.

IIpoyusane 302 (nayuenmu, Koumo He ca npoeedcoalu XxuMuomepanus)
ToBa npoyuBaHe BKJIIOYBA NMalLIMEHTH KOUTO HE Ca MPOBEXAAJIH MPEeAX0Ha XUMHOTEpariisa, KOMTO ca
aCUMITTOMATH4YHH WIH C JIEKO U3Pa3€HU CUMITTOMH H 3a KOUTO XMMHOTEPAIUs BCE OLLE HE € KIIMHUYHO

noka3aHa. Ckop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a na#-iomara 0osnka B
nocjeaHuTe 24 yaca € cyeTeHa 3a aCUMITTOMaTHYHa, KaTo CKOp OT 2-3 ce CUMTa 3a JIeKO U3pa3eHa
CHMITTOMATHKA.

B npoyusane 302 (n=1 088) meanaHaTa Ha Bb3pacTTa Ha BKJIKOYEHUTE NMALIMEHTH € 7] rOIMHH 3a Te3H,
NIEKYyBaHH ¢ aOMpaTEPOHOB aALIETAT IUIKOC MPEAHU3OH HIIK NPEeaHU30JI0H H 70 rOAMHM 3a NMaLMEHTHTE,
NEeKyBaHH ¢ nianedo rioc npeHU30H HIIH NMPEAHU30JI0H. bposT Ha NaLMEHTHTE, JIEKYBaHH C
abupaTepoHOB auerar, 1o pacosu rpynu e: 6eau 520 (95,4%), yepHokoxu 15 (2,8%), asnarum 4
(0,7%) u apyru 6 (1,1%). 76% ot nauueHTHTe MMaT ckop 0 3a PyHKLIMOHATHO CbCTOSHHUE M0 CKajaTa
Ha M3TouyHara koonepatuBHa oHKoJioruyHa rpyna (Eastern Cooperative Oncology Group, ECOQG), a
24% ot nauueHTHTe— CKOp | M B ABeTe pameHa. 50% OT nauMeHTHTEe HMAT CaMO KOCTHH )
npyru 31% uMaT KOCTHH U MEKOTbKaHHH METacTa3u WK METacTa3y Ha IMM(HHUTE
caMO MEKOTbKaAHHH MEeTacTa3H WJIM MeTacTa3u Ha TuMdHUTe Bb3aU. [lauueHTure ¢ pid '
METACTa31 ca H3KIoYeHH. ChbBMECTHUTE MbPBHYHHM KpaHHH TOYKH 3a €(pUKacCHOCT a%
NMPeXUBAEMOCT H NpexxuBseMocTTa 6e3 peHTreHorpadcka nporpecus (rPFS). B no
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PSA cwriaacHo KpurepHuTe Ha paboTHaTa rpyna 3a npocrareH kapuvHom 2 (Prostate Cancer Working
Group-2, PCWG2). JleueHusara no npoy4yBaHusTa c€ NPEKPaTIBAT B MOMEHTA Ha OUEBHHA KIHHUYHA
nporpecHs. JleueHHATA MOXKE 11a C€ MPEKPATAT H B MOMEHTA HA NOTBLPJAEHA PpeHTreHorpadcka
NPOrpecHd Mo NpelieHKa Ha U3caeqoBarens.

[IpexxnBsiemoctTa 6e3 pentreHorpagcka nporpecus (rPFS) e olieHeHa ¢ noMolTa Ha CEeKBEHLIHATHH
oOpa3Hi npoyuBaHua cbriacHo PCWG2 kputepunTe (38 KOCTHH J1€3HH) H H3MEHEHHTE KPHTEPHH 33
OlICHKA Ha OTroBopa npH conuaHn tymopH (Response Evaluation Criteria In Solid Tumors, RECIST)
(3a MexoTbKaHHM Ne3nn). [Ipn anannsa Ha rPFS e usnonseana ueHTpanHo cwriacyBaHa
peHTTeHorpad)cka OLIEHKa Ha MPOrpecUsTa.

B nnanupanus aHanus Ha rPFS npu 401 cayuas 150 (28%) or nanmMeHTHTE, JIEKYBaHH C
abupaTtepoHoB auerart U 251 (46%) ot nekyeanuTe ¢ naauefo ca HManu peHTTeHOrpa)cku
A0KAa3aTe/ICTBa 3a Nporpecus unm ca nosunany. HabmoaasaHa e sHauuMa painiuka B rPFS Mexnay
TepaneBTHYHHUTE rpynH (Bx. Tabnuua 4 1 durypa 3).

Tabnuma 4  Ilpoyusane 302: [IpexnBseMocT 6e3 peRTreROrpagcKa Nporpecrs npx
NALHEHTH, JeKYBAHHA ¢be A0HpaTepoHOB aneTaTHAH NAANEH0 B KOMOHBANNSE C
NpeARA30H HAH NpeARA30/0H NUIIC AHAN03H HA LHRH nau npeamecTnama

OpPXHEKTOMHSA
AOnpareponos ILnanebo
ANETAT (N=542)
(N=546)
IIpexuBgeMoct Ge3 penTrenorpadpceka
nporpecus (rPES)
[IporpecHs MU CMBPT 150 (28%) 251 (46%)
Meauana Ha rPFS B Mecenn He e nocTursara 8,3
(95% CI) (11,66; NE) (8,12, 8,54)
p-CTORHOCT™ < (,0001
Koeduumenr Ha puck (HR)** _
(95% CI) 0,425 (0,347; 0,522)

NE=ne ¢ m3uncicHa
* p-CcTOMHOCTTA € NoTyYeHa oT log-rank TecT, cTpaTnguuupan mo nixoaex ECOG ckop (0 nau 1)
** HR < 1 B nosa3a Ha abMpaTepoOHOB alleTaAT

Parypa 3 Kpasn na Kanaan-Maiiep 3a npexuapaseMocT He3 peatrenorpadcka nporpecnas
NpH DAUHEHTH, JeKYBAHH ¢ afHpaTepoHOB ANeTAT HJIA Haanebo B koMbAHaAnHS
¢ NpeAHA30H HJIH NpeaARn30.10H niioc aHaT03H Ha LHRH unn npeamecrsama
OPXHEKTOMHAS
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AA= abuparepoHOB alerar

JIaHHM 3a NalUMEeHTHTE NMPOAb/KABAT Aa ObAaT cbOMpaHu A0 JaTaTa Ha BTOPHA MEXIMHEH aHAIW3 Ha
obwara npexussemoct (OS). PentreHorpadckara oueHka Ha uscnenosarens Ha rPFS, nanpasena
KaTo IMoCJIe/1Balll aHAJIM3 Ha YyBCTBHUTEIHOCTTA, € Npe/cTaBeHa B Tabiuua 5 u ¢urypa 4.

LllectcToTHH M cenem (607) nauueHTH ca UMaJIM peHTreHorpadcka nporpecHs HIM ca NOYHHAIIH:
271 (50%) B rpynara Ha abuparepoHoB auerat U 336 (62%) B rpynara Ha niaue6o. Jleuenuero ¢
aOMpaTEepOHOB alleTaT HaMaJIgBa PHCKa OT peHTreHorpadcka nporpecus Wid cMBpT ¢ 47% B
cpaBHeHHe ¢ rauedo (HR=0,530; 95% CI. [0,451; 0,623], p < 0,0001). Meaunanara Ha rPFS e 16,5

Mecella B rpynara Ha abuparepoHoB auerart 1 8,3 Mecena B rpynara Ha ruiane6o.

Tabauua 5

IlpoyuBane 302: IlpexxnBaemocT 0e3 peHTreHorpagcka nporpecHus npH

NAUHEHTH, JIEKYBAHH ¢ A0HPaTepPOHOB alleTATHJIH IJ1ane00 B kKoMOHHANHS ¢
NnpeAHH30H WJIH NpeAHH30/I10H IJII0¢ aHa1034 Ha LHRH nian npeamecrsama

OPXHEKTOMHSA (NPH BTOPH MEK/AHHEH AHAJIM3 HA o0miaTa

NpeKHBAEMOCTOIEHKA HA H3CJIe10BaTeJIH)

AOHpaTepoHOB aleTaT ILhanebo
(N=546) (N=542)
IMpexnBsemocT Oe3
peaTresorpagceka
nporpecus (rPkS)
[Iporpecus Wi cMBPT 271 (50%) 336 (62%)

Menuana Ha rPFS B Meceum
(95% CI)

16,5
(13,80; 16,79)

p-cToiHoCT*

< 0,0001

KoeguuueHT Ha puck**
(95% CI)

0,530 (0,451; 0,623) u 5

*p-croiiHocTTa € nosxy4ena ot log-rank rect, crparuguumpan no usxoaeH ECOG ckop (0 wam 1)

** Koeuument na puck < 1 B nonsa Ha abuparepoHoB anerar
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Purypa 4 Kpusn Ha Kanaan-Maiiep 3a npexuBsieMocT 0e3 peHTreHorpagcka nporpecus
NpH NALHEHTH, JIEKYBAHH ¢ a0HpaTepoOHOB aneTaT HJIH MJ1aned0 B KOMOHHANHSA
C NMpeAHH30H HJIH NpeAHH30J10H IJI0¢ aHaJ1034 Ha LHRH nan npeamecrsama
OPXHEKTOMHSH (NIpH BTOPH MeKAHHEH aHa/IH3 HA OS-oneHKa HA H3c/1e10BaTe/1s)

% nauneHTn 6e3 NPOrpecHa unu CMLPT

< 246 485 389 3n 240 195 155 85 38 9 0
[Mrauebo 542 406 244 177 133 100 80 37 14 1 0
-== [InaueGo AA

AA=abuparepoHoB auerar

[IpoBeneH e miaHupaH MeXAMHEH aHanu3 (1nterim analysis, IA) Ha OS cnen 333 cMBbpTHH ciyyas.
[IpoyuBaHeTo e He3acJierneHo ¢ orJjie] Ha 3HaYMMOCTTa Ha HabJ1lo1aBaHUTE KJIMHUYHH TNOJI3H U Ha

MaLMEeHTUTE B rpynara Ha ruiauedo € npey1oxkKeHo JieueHue ¢ abuparepoHoB auerart. Obmara
NPEeXKUBAEMOCT € MOo-AbJira Npu abuparepoHOB aueTaTt crnpsamo miauedo ¢ 25% noHWxKeHHe Ha pUcKa

ot cMbpT (HR = 0,752; 95 % CI: [0,606; 0,934], p=0,0097), Ho nanHuTe 3a OS He ca 10CTaTbYHH M
MEXHHHHUTE Pe3yJITaTH He OTrOBapAT Ha NMPEABAPUTEIHO ONpe/ie/ieHaTa rpaHHLA 3a CITHPAHE CbC
CTaTUCTHYECKA 3HAYMMOCT (BK. Tabnuua 4). [lpocneasBaHeTo Ha NPEeXUBAEMOCTTA € NMPOAB/DKHIIO
caen To3u IA.

[ InanupanuaT okoH4aTesieH aHayiu3 3a OS e npoBe/eH, ciell kaTo ca HabmoaasaHu 741 cMBbpPTHH
ciyyas (cpeaHo npocneassaHe 49 meceua). [lounnanu ca 65% (354 ot 546) ot nauueHTHTE,
NEKyBaHH ¢ aOUpaTepoHOB aueTart , B cpaBHEHHE CbC 71% (387 o1 542) oT nauueHTUTE, JIEKYBAHH C
rauebo. JleMoHcTpupaHa e ctatTucTH4eckH 3HauuMa OS B nos3a Ha rpynara, JieKyBaHa ChC
abuparepoHoB auerar ¢ 19,4% nonwkenue Ha pucka ot cmbpt (HR = 0,806; 95% CI: [0,697; 0,931],
p=0,0033) u nonobpenne Ha cpeanara OS ¢ 4,4 meceua (abuparepoHoB auerar 34,7 Mecela,
rmaue6o 30,3 meceua) (Bxk. Tabnuua 6 U purypa 5). ToBa nonobpeHuHe € J0Ka3aHO, BBIIPE

Teparnus.

Tabauna 6 IIpoyuBane 302: O01ma npeXuBAeMOCT HA NAUHEHTHTE, Jie
a0HpaTepoOHOB aleTATHJIH IJIale00 B KOMOHHAIHSA ¢ NpeaH
npeann30.10H maroc aHa 1034 Ha LHRH uan npeamecrsama
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AOBpaTepoHOB aneTaT ILnanebo
(N=546) (N=542)

Mexanuen aHAJIN3 38
npeXKHBEEMOCT

CumBpT (%) 147 (27%) 186 (34%)

MennaHa Ha NpeXHBACMOCTTA Hee 27,2
(Mecenm) NOCTHTHATA (25,95; NE)
(95% CI) (NE, NE)

p-crofinoct? 0,0097

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

Oxonuare)ien aHAJH] 32
NpPeRHBAEMOCT

Cmpprt (%) | 354 (65%) 387 (71%)

Meanana Ha ob1xaTa NPEeXXHUBAESMOCT 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)

(MeceLn)
(95% CI)

p-cToiiHoCcT* 0,0033

KoepuumeHT Ha puck**
(95% CI)

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

NE=n¢ ¢ u39HCcIcHa
*p-cToRHOCTTA € noayueHa ot log-rank TecT, crpatuduunpan no usxoaed ECOG cxop (0 van 1)
**KoednimeHT Ha puck < 1 B nonza Ha abupaTepoHOB aueTar
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@urypa S: Kpnsun Ha Kanaan-Maiiep 3a npexuBsieMOCT NPH NALHEHTH, JeKYBaHH
caOHpaTEepOHOB AleTATHJIH NJaNe00 B KOMOMHALMSA ¢ NPEeAHH30H HJIH
npeaHun30.10H ma0c anaji03u Ha LHRH nan npeamecrsama opxuekromus,

OKOHYATEJICH AHAJIH3
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A A=a0buparepoHOB alerar

B nonbaHeHue kbM HabmoaaBaHuTe noaodpenus B obuara npexusseMoct U rPES ca
JI€MOHCTPHPAHH MOJI3H HA JIeYEHUETO ¢ abMpaTepOHOB alleTaT CripaMo 1Janedo npyu BCHUYKH
NOKa3aTeJId Ha BTOPUYHH KPaHH TOYKH, KAKTO CJle/IBa:

Bpemeto 1o nporpecus Ha PSA cbrinacno PCWG2 kpurepuuTe: MeMaHaTa Ha BpEMETO 10 NPOorpecus
Ha PSA e 11,1 Meceua 3a nauMeHTH, npueMaild abuparepoHOB aLleTaTH 5,6 Mecela 3a NalHueHTH,
npuemaium mnauedo (HR=0,488; 95% CI: [0,420; 0,568], p <0,0001). Bpemeto a0 nporpecus Ha PSA
NPUOJIM3UTENTHO ce € YABOUJIO NpH JieyeHueTo ¢ abuparepoHoB aueratr (HR=0,488). [IpoueHTsT Ha
MALIUEHTHTE C NOTBBPAECH PSA OTroBop € no-rosnsm B rpynara Ha abUpaTepoHOB alETaT, OTKOJIKOTO B
Ta3u Ha naauedo (62% cnpamo 24%:; p < 0,0001). Ilpn nauHeHTH ¢ H3MEPHMH MEKOTbKaHHH
3a00s1BaHMUsA ce HaO01aBa 3HAYUMO MOBHLLIEH OpOH NMBJIHK U YACTHYHH OTTOBOPH Ha TYMOpa NpH
NIEYEHHETO ¢ abUpaTepoOHOB aLeTar.

BpemMeTo 10 npuioKeHHe Ha OIMar cpelly KapuMHOMHaTa 00Jika: MelMaHaTa Ha BPEMETO 10
MPUI0XKEHHe Ha onuar cpelly 0oJikaTa NpH NPOCTATEH KAPLMHOM 110 BpeMe Ha OKOHYAaTEeJIHUA aHallu3
e 33.4 Mecelia Npy NaUMEHTH, NpUeMaLlH aDUpaTEepOHOB aLIETaT, a MpPH Te3H, NpUeMallH miauedo, e

23,4 meceua (HR=0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpeme 10 3anouyBaHe Ha LIMTOTOKCHYHA XHMHOTepanua: MeaydaHaTa Ha BpeMETO /10 3a
LIMTOTOKCHYHA XMMHOTepanus e 25,2 Mecelia npy NalMeHTH, npyueMauiyd abuparepo
Mecela npy nauMeHTH, npuemainy naauedo (HR=0,580; 95% CI: [0,487; 0,691], p

Bpeme 0 Bnomasane Ha pyHkunoHanHus ECOG ckop ¢ > | Touka: MeaunaHara Ha (O G
\ e ._!'ll
prowaBaHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 Meceua npy naluMeHTH, npyemMatiy ad a‘pggm-mn. F::- &»Qg
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atierat 10,9 Mecela npy naupeHTH, nprHemaiun nmnauedo (HR=0,821; 95% CI: [0,714; 0,943];
p=0,0053).

CneaHWTE KpalHH TOUKH B MPOYYBAHUATA NOKA3BAT CTATUCTHYECKHU 3HAUUMO NPEAUMCTBO B N0J13a Ha
NIeYeHUeTo ¢ abUpaTepoOHOB alleTaT:

OGexTHBEH 0TroBop: OOEKTHBHHAT OTTOBOP € OMpeAe/ieH KaTO NPOLEHT Ha MAHEHTHTE C H3MEPHMO
3abongBaHe, NOTYYHIHM TWIEH WIH YacTH4YeH oTroBop cernacHo RECIST kpurepuure (pasMepsT Ha
JTUMPHATE BB3JIM HA M3XOAHO HHBO TpAOBa fa € > 2 cm, 3a Ja C¢ CYMTA 3a TapreTHa Je3us).
[IpoueHTsT Ha NALMEHTHTE ¢ U3MEPUMO 3a00N1ABaHE HA H3XOAHO HHBO, NOMYUYHIN OOEKTUBEH
otrosop, € 36% B rpynara Ha abuparepoHoB anerat H 16% B rpynara sa maueto (p < 0,0001).

bonka: JleueHneTo ¢ abupaTepOHOB aUETaT 3HAMUMO HAMAJIABA PHCKA OT IIPOrpecHA Ha CpeAHHA
MHTEeH3UTeT Ha OonkaTa ¢ 18% B cpasHeHue ¢ ruianedo (p=0,0490). Meananara Ha BpemMeTO A0
nporpecus € 26,7 Mecella B rpynara Ra abDHpaTepoHOB aleTat H 18,4 Mecelia B rpynara Ha ruaue6o.

Bpeme no snomaBatne Ha FACT-P (0buy ckop): neueHneTo ¢ abHpaTepoHOR alleTaT HaMalsaBa PHUCKA OT
siaowasaHe Ha FACT-P (06w ckop) ¢ 22% B cpaBHenue ¢ rnauebo (p=0,0028). Mennanara Ha
BpeMeTo ao BaowapaHe HAa FACT-P (o6 cxop) € 12,7 Mecena B rpynara Ha aOUpaTepOHOB alleTaT K
8,3 mMeceua B rpynara Ha rnaiedo.

IIpoyusane 301 (nayuenmu, xoumo ca npogexcoanu npeoxooHa XuMuomepanus)

B npoyusane 301 ca BKIOUEHH NaLHEHTH, NIEKYBaHH [TpeaH ¢ aouerakcen. He ce a3uckea te ga
MOKA3BAT NporpecHs Ha 3ab0NABAHETO MPH IEUYEHHETO C JOLUETAKCEN, ThH KATO TOKCHUHOCTTA OT Ta3H
XHMHOTEpaAnHa MOXE Aa € J0BeNa A0 NpeKpaTaBaHe Ha neueHuero. [laineHTHTE Npoab/KaBaT HA
NPOYYBAHOTO JICYCHUE 10 MporpecHs Ha PSA (notBupacHO yBenuueHHe ¢ 25% Han H3XoAHaTa
CTOHHOCT/HanUpa Ha NauMeHTa) 3aeAHO ¢ peTreHorpadcka U CUMITTOMAaTUYHA WIH KNIMHUYHA
nporpecus, gedHHUpaHHu 1o npoTokoi. [lauueHTH, NEKyBaHH MPEAH ¢ KETOKOHA30I 34 pakK Ha
NPOCTATATA, Ca M3KIIIOYEHH OT NpoyuBaHeTo. [TbpBUiHaTa KpaiiHa To4Ka 3a ePHKACHOCT ¢ ofbmara
NMPEeXKUBACMOCT.

Meaunanara Ha BB3pacTTa Ha NALMEHTHTE, YYACTBAILH B MPOYUBAHETO, € 69 roaunu (aManasoH 39-95).
bpoaT Ha NaLMEHTHTE, JCKYBaHH ¢ aDHpaTEpOHOB alleTaT, O pacoBM rpyrH € 6ean 737 ( 93,2%),
yepHoKOxH 28 (3,5%), azuaTum 11 (1,4%) v apyru 14 (1,8%). EamHaneceT npolieHTa OT BKTIOYEHHTE
naLMEeHTH HMAT CKOP 2 Ha PYHKLUHOHATTHOTO CheTOgHME No ckanata Ha ECOG; 70% uMmar
peHTreHorpad)cKkH JaHHH 3a nporpecus Ha 3abonsBaseTo che wian 6e3 nporpecus Ha PSA; 70% ca
MOJYYMIIH NPEAM TOBA €Ha LIWTOTOKCHYHE XUMHOoTepanHs, a 30% ca nomyunnu ase. Hanuuue Ha
yepHOAPOOHH MeTacTasH MMa npH 11% ot nauyueHTHTE, JIeKyBaHH ¢ aOMPATEPOHOB aLIETAT.

CBHrnacHoO naHMpaHUs aHaIM3, MPOBEAeH cnel 552 cMBPTHM ciTyuas, ca noudHanu 42% (333 ot 797)
OT NaLUEHTUTE, NIEKYBaHU ¢ aDHpaTepOHOB alETaT, B cpaHeHHe ¢ 55% (219 or 398) o1 nauueHTuTe,
NeKyBaHH ¢ raunedo. CTaTHCTHYECKH 3HAYUMO nogoOpeHHe B cpeaHaTa 0611a NpeXMBAEMOCT Ce
HabonaBa NpM NMaHEHTUTE, NeKyBaHHU ¢ abupaTepoHoB auerar (BxK. Tabanua 7).

Tabaunua 7 O6ma npe)xHBAeMOCT HA NANHEHTH, JICKYBAHH ¢ 80HPRTEPOHOB ALIETAT HJIH C
naane6o B KOMORHALIHA ¢ NpeAHH30H HIH NpeARA30/10H nioc LHRE A
HJIH DPEANIeCTBANA OPXHEKTOMHES / ) 9

/
AGHpATEPOHOB aNeTAT " P ey B
(N=797) & '—&‘L.-.,ifw AN
ITLpBHYEeH AHAJIA3 HA
DpeXHBIEMOCTTS ,
CmbpTHOCT (%) 333(42%) [ 210
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MeauaHa Ha NpexXUBAEMOCT (MECELIH) 14,8 10,9
(95% CI) (14,1; 15,4) (10,2; 12,0)
p-CTOMHOCT" < 0,0001
KoeguuueHT Ha puck (95% ) g 0,646 (0,543; 0,768)
AKTYAJIH3HPAH aHAJIN3 HA
NpeXKHBAEMOCTTA
CmbpTHOCT (%) 501 (63%) 274 (69%)
MeaunaHa Ha NPEXUBAEMOCT (MECELIH) 15,8 1.2
(95% CI) (14,8; 17,0) (10,4; 13,1)
Koepuument Ha puck (95% CI)® 0,740 (0,638; 0,859)

p-croiiHocTTa € nosyuena ot log-rank recr, crparudpuimpan no ECOG ckop 3a pyukumnonanto cscrosuue (0-1
crnpsaMo 2), ckop 3a 0oJika (JiMIica crpsaMo Hajimuue), Opoii npearinHe Ky pcoBe XxumuoTepanus (1 cnpsMo 2) 4 BHI Ha
nporpecusta Ha 3abosisBaHeTo (camo PSA crnipsmo pentresorpagceka).

KoeduiMeHTsT Ha pUCK € NoJIy4eH OT cTpaTHuIMpaH nponopuHoHaieH puckos mojel. Koeduuuenr Ha puck < 1 e B
110J13a Ha abupaTepoHOB allerar

BBbB BCUYKH BpEMEBH TOYKH Ha OLIEHABAHE CJIE/l ITbPBUTE HAKOJIKO MECeLla Ha JICYEHHE INMPOLIEHTHT Ha
NMaUMEHTUTE OCTAHAJIK KHBH € M0-BUCOK IMPHU NALMEHTH, JIEKYBaHHU ¢ abDUpaTepoHOB aLeTar,
OTKOJIKOTO MPH NaLMEeHTH, JIeKyBaHH ¢ ruiauedo (Bxk. @urypa 6).

@urypa 6 Kpusn na Kanaan-Maikiep 3a npexxnBsieMOCT NPH NANHEHTH, JIEKYBAHH ¢ aOupaTepoHOB
AUETAT HJIH IJIaue00 B KOMOHHAUHMA ¢ NpeAHH30H HIH npeann3o/i0H e LHRH ananosn
HJIH NpeAlecTBAaIla OPXHEKTOMHSA

100
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= I r r I | I I
0 3 6 9 12 15 18 21
Bpeme pno cmbprTa, Meceumn
AA 797 736 657 520 282 68
Mnauebo 398 355 306 210 105 30

-==-MNnauebo —AA

AA = abuparepoHOB alerar

AHAJIM3UTE HA NPEKUBAEMOCTTA B NOAIPYIHTE OTYHTAT CHOTBETCTBALLH TOJ3H 110
[MPEXUBAEMOCTTA IPH JICYEHHETO ¢ abupaTepoHOB auerar (Bx. Durypa 7).
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@urypa 7 O0ma npexHBAEMOCT N0 NOATPYNH: KOe(PHIHEHT HA PHCK H 95% moBepHTe/IEH

HHTEepPBAJI
Memuana (Mecem)
[Ipomennuea [loarpyna A A TInameGo HR  95% C.| N
BoH9EH MADMeHTH Bepusu 148 2 109 o ?_ 068 (0S5, 079) 1195
Hsxomma ECOG 0-1 153 117 . i OB4 (053, 078) 1058
2 73 7 l N 081 (D53, 124) 127
Hsxomora BPI <4 16 2 13 . i 084 (050, 082) 653
»ud 126 89 = E 088 (053, 085) 536
bpoll NpeqHIIHE XHMHOTEP. PEXHMH 1 154 115 —-—t 063 (051, 078) 833
2 14 103 '—-'-—-i 074 (085, 099) 362
Tun HA OporpecuATa Camo PSA NE 123 il E 059 (042, 082) 3
PerTremonoruuno 142 104 et 089 (056, 084) 832
Bucuepamau safo/l. NpUNOCTBOBAHE T[4 128 84 e E 070 (052, 0.94) 353
HE 154 112 —.— ! ) 062 (050, 076) 842
05 075 1 15
bnaronpuarcrea bnaronpuATcTEa
AA -~ > IInaneGo

AA=abupaTepoHOB aueTar; BPI=Kparsk Ckop Ha Boakara: C.l.=n1osepurenen unrepsar; ECOG=ckop Ha
(yHKIIMOHATHOTO CLCTOAHHUE 110 CKalaTa Ha M3TovyHa kooneparuBHa oHkoJI0rHYHa rpyna; HR= koeduumenT Ha puck;
NE=He nojsiexu Ha oneHka

B nonbiiHeHHe KbM HaOoAaBaHOTO NoA0OpsABaHe Ha oOLlaTa NPeKUBAEMOCT, BCHYKH BTOPHYHH
KpalHH TOYKH Ha MPOYYBAHETO ca B NoJi3a Ha abMpaTepOHOB aLIETAT U ¢a CTATHCTHYECKH 3HAYUMH
cle/l KOpUrupaHe 3a MHOrOKpaTHO M3cJie/IBaHe, KaKTo CJie/IBa:

[laumMenTHTE, MOSYUYaBal aOMpaTepOHOB aleTaT, NOKa3BaT 3HAYMTEHO MO-BUCOKA 00111a CTeNneH Ha
OTroBOp 1o oTHoueHHe Ha PSA (onpeaeneH karo HamaneHue ¢ > 50% o1 u3xoaHaTa CTOHHOCT) B
CpaBHEHME C NalLMEHTHUTE, NnosiyyaBamM rauedo, 38% cpeury 10%, p <0,0001.

Meauanara Ha BpeMeTo 10 nporpecus Ha PSA e 10,2 Mecenia 3a nalMeHTH, JIEKYBaHH ChC
abupaTtepoHOB aueTar H 6,6 Mecella 3a nalMeHTH, JiekyBaHH ¢ riauebo (HR=0,580; 95% CI: [0,462;
0,728], p <0,0001).

Meaunanara Ha npexxuBseMocT 0e3 peHTreHorpadcka nporpecus € 5,6 Mecenia 3a NalMeHTH, JIEKYBaHH
¢ abuparepoHOB aueTaT U 3,6 Mecella 3a NauMeHTH, JieKyBaHH ¢ rutauedo (HR=0,673; 95% CI: [0,585;
0,776], p < 0,0001).

boska
[IpoLeHTHT HA MaLlMEHTUTE C BPpEMEHHO oOJ1eKyaBaHe Ha 00JiKaTa € CTaTUCTHYECKH 3HAYMMO NMOBHCOK
B rpynara Ha abMpaTepoHOB alleTaT, OTKOJIKOTO B rpynara Ha ruiauebo (44% cpeuty 27%, p=0,0002).

[lauMeHT ¢ OTroBOp Ha NaJIHaTHBHO JIEYEHHE Ha DosKaTa ce Onpeaes Kato nauueHT ¢ MUHUMYM 30%
Crajl OT U3XO/IHaTa cChiia Ha OoJIKaTa Nnpv Hal-BUCOK MHTEH3UTET Ha OOJIKaTa Nno CKaJIuTe 3a Kpg

aHaJIu3 3a BpeMeHHO obiekyaBaHe Ha OonkaTa ca MoJI0KEHH CaMO MALUEeHTH CbC C f
Oonka > 4 u Hail-MaNKoO €1IMH cKOp Ha Oosikara cjiel HauyanoTo Ha rnpoyuBaHeTo (N=f
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YBEJIHMEHHE OT H3X0/HAaTa cuiia Ha Oonkara ¢ > 30% npH Hall-BUCOK HHTEH3UTET HAa Honkara no
ckanara Ha BPI-SF npe3 vamunanute 24 yaca Oe3 HamanspaHe Ha CKopa 3a NMPUIIOKEHHE Ha
aHaNreTHK, HalJonaBaHa NpU ABe MOCNEAOBATEIHH BH3HTH WIH yBeauueHHe ¢ > 30% nHa ckopa 3a
NPHIOKEHHE Ha 8HAINETHK, HabmoaaBaHa NP ABE NMocaeq0oBaTeNHH BU3HTH. BpeMeTo 10 nporpecus
Ha Oonkara Ha 25-1 nepceHTHn € 7,4 Meceua B rpynara Ha abMparepoHoB aneraTcpewy 4,7 Meceua B
rpynara Ha ruiaue6o.

CKeneTHO-CBbP3aHH CHOWTHS

CkeneTHO-CBbp3aHH CHOUTHA ca HabmoasaHu NpU NO-MaNLK MPOLUEHT OT NALMECHTUTE B Ipynara Ha
adupaTepoHOB alleTaT, B CpaBHEHHUE ¢ rpynara Ha rmauebo B mecel 6 (18% cpeury 28%), mecery 12
(30% cpeuxy 40%) n mecen 18 (35% cpeiny 40%). BpeMero 10 mMpBOTO CKENETHO-CBBP3AHO CHOHTHE
HA 25-1 NEpPCeHTHN OT rpynara Ha abMpaTepoOHOB alteTaT € ABa ITbTH [O-ABJr0 OT TOBa B KOHTPONHATA
rpyna, a iMeHHO 9,9 Mecena cpeiy 4,9 Mecerta. CkeneTHO-CBBp3aHO CHOUTHE Cce onpenens KaTo
naronoruyHa ¢gpakTypa, KoMnpecus Ha rpp,OHaYHHA MO3BK, MATHATUBHO JIbYENCUEHHE HA KOCT WIH
onepauHs Ha KOCT.

[legnaTpyyHa nonyalua
ErponelickaTta areHLUA O JIEKAPCTBaTa OCBOOOKAABE OT 3aAB/DKEHHETO 3a 1NPEAOCTaBAHE Ha

pe3yJITaTUTe OT NPOYYBAHHATA C ped)epeHTHHUA JIEKApCTBEH NPOAYKT, ChAbpKall abUpaTepOHOB
alleTaT BbB BCHUKH MOATPYTIH Ha NEeAHATPHYHATA ITOIMyNalua MPH HanpeJHan KapilMHOM Ha
npocrtarata. Bibkte TouKa 4.2 3a HHpOpMAaLHMA OTHOCHO ynoTpeba B neaqHaTpUATA.

5.2 PapMaKOKHHETHYHH CBOKCTBA

MapMaKOKHHETHKATA Ha aDMpaTEPOH e MpOYyYEeHa clie]] NPHIOXKEHHE Ha aOMpaTepoHOB alleTaT npy
3APaBH JIMLA, NAlMEHTH C HAMNPEHAN METACTATUYEH KAPLIMHOM Ha NMPOCTATaTa ¥ fiMla 0e3 KapLHMHOM
¢ uepHOApoOHO mnu 6BOpedHo yBpexaaHe. AOUpaTepoOHOB alleTaT Obp30 ¢€ NPEBpbilla in Vivo B
abupaTepoH — MHXHOUTOP HA aHporeHHaTa OHOCHHTE3a (BX. ToYka 5.1).

Ab6copbius
Crniell nepopaHO NPpWIOXKeHHe Ha a0HUPaTepOHOB alieTAT Ha INIAAHO BPEMETO 34 JOCTHIAHE Ha

MAaKCHMAaJIHa TUIa3MeHa KOHIIEHTpAaLHs Ha abupaTepoH € npuONH3HTENHO 2 Yaca.

[TpunoxeHueTo Ha abHpaTEPOHOB alleTaT ¢ XpaHa, CpaBHERO ¢ TORA Ha I1aaHo, Boau Ao 10-kpaTHo
[AUC] 1 ao 17-xpatHo [Crax] YBEIHUEHHE HA CPEHATA CHCTEMHA EKCITO3HLIMA Ha aDMpaTepoH B
3aBHCUMOCT OT CBIBPKAHUETO Ha MA3HWHH B XpaHaTta. [Ipeapua obuuaiiHoTO pazHooOpasue B
CHOABPKAHHETO H CHCTABA HA XPaHHTE, NPUEeMET Ha abHpaTepOHOB aLeTaT ¢ XpaHa HMa NMOTEeHLMAN Aa
HOBEAE 20 MHOTO Pa3NvyHM eKCNo3uiMM. 3aTtoBa AbuparepoH 3eHTHBa He TpaOBa 1a ¢e npueMa ¢
xpaHa. AbuparepoH 3eHTHBa TpAOBA Ja ce NMpHEMa KaTO €AMHUYHA 1033 BEAHbXK JHEBHO HA MIATHO.
AbuparepoH 3eHTHBa TpsAORa Na ce NpueMa NOHE NBa Yaca CJie] XpaHEeHe B He TpaOBa aa ce
KOHCYMHpa XpaHa NOHE €AMH Yac cliell npHeMa Ha ABGuparepoH 3enrnBa. Tabnerkure Tpabea na ce
'BJITAT LIEJTH ¢ Boaa (Bx. Touka 4.2).

Pasnpeaenenvie
Cebp3BaHeTO HA "‘C-aﬁupa'wpou C InasMeHHWTE IPOTEeHMHH B YOBELIKATA MJ1asMa € 99,8%.

[IpuBugHnaT 06eM Ha pasnpedencHue e npubausurenHo 5630 1, koeto npeanonara, ye abupz
pasnpeacsis eKCTEH3HBHO B nepHpepHHTE ThKaHH.

buotpauchopMalms
Cnen nepopanso npuioxeHue Ha “C-aGupaTepoHos aLeTar noa ¢opMara Ha Kanc

aLleTaT ce XUAPOoJH3Hpa A0 abupaTepoH, KOHTO clie/l TOBa NPeThPHABA METHGOIIHB‘L
cyJipaTHpaHe, XHAPOKCHIHPAHE B OKUCIIEHHE MPEAUMHO B YepHHusa apob. N'onama u
pPaJAHOAKTHBHOCTTA B KpbBTa (Npubnuzurento 92%) ce oTkpuBa noa gopMaTa Ha M¢
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abuparepon. Ot 15 otkpuBaeMu MetabonnTa, 2 ca OCHOBHU MeTabonutu, abuparepoHos cyndar H N-
OKCHJ abupaTepoHOB cysidar, BCeKH OT KOHTO IpeacTasiasa okono 43% or obuiara painoakTHBHOCT.

EnnMHHUpaHe
CpeaHHST NOAYXHBOT Ha abHpaTepoH B IU1a3MaTa € NPpHONM3HTENHO 15 yaca Bb3 OCHOBAa Ha AAHHHTE,

MOJy4€eHH NPH 30pasn Juna, Cnen nepopanto npuiaoxeHue Ha *C-aGupareporoB auerar 1 000 mg
npubnnsurenHo 88% ot paanoakTHBHATA 034 Ce BL3CTAHOBABA BbB (hekanuuTe U 0kono 5% B
ypuHaTa. OCHOBHUTE CheIMHEHNA, KOMTO NPHUCHCTBAT BbB (PEKANIMUTE, Ca HENPOMEHEH abHpaTepoOHOB
aueraT M abHparepoH (CHOTBETHO OKON0 35% U 22% oT npuioxeHaTa 103a).

YepHoApoOHO YBpeXAaHe
QapmakoOKHMHETHKATa Ha abUpaTepoOHOB aleTaT € U3CNelBaHa Npx NalMeHy ¢ NpealecTBAaLlO TEKO

HJIH YMepeHo qepHoaApoOHo yBpexaare (cborBeTHO Child-Pugh Knac A v B) n npu xoHTponHa rpyna
OT 34paBH JHLa. CHCTEMHATA eKCNO3xULMs HA adUpaTepoH ciel eXMHHYHa NepopanHa no3a ot 1 000
mg ce yeenaudana ¢ npuonusurento 11% u 260% cboTBETHO NPH NALMEHTH C JIEKO H YMEPEHO
MpeALeCTBAILO YepHOAPOOHO yBpexxaaHe. CpeAHUAT NOYKHBOT Ha aDHPATEpPOoH ce yABDKaBa 10
okoJ10 18 Haca nNpH NaLKMEHTH ¢ IEKO YEPHOAPOOHO YBpexAaHe H Ko 0KoJo 19 yaca npH nauueHTH ¢
yMepeHo YepHOAPOOHO YBpEKAaHE.

[Ipu apyro u3nuTBaHe, (PapMaKOKHMHETHKATA Ha aDMPATEPOH € U3C/ICIBaHA NPH NALMEHTH ¢
npeallecTBalio Texxo (n=8) yepHoapodno yspexaane (Child-Pugh Knac C) » npu koHTpOnHa rpyna
oT 8 3aApaBH J1MLIA ¢ HOpMaIHA YepHOApoOHa ¢pyHKuMA. AUC Ha abupaTepoH ce yBennMyaBa ¢
npubnusuTenso 600% n gpaxunaATa HA HECBBLP3aHOTO JICKAPCTBO ce yBean4apa ¢ 80% npu nauneHTH
C TEXKKO YePHOAPOOHO YBPEXKNAHE B CPABHEHHUE C NMALMEHTH C HOpMaTHa YepHOAPOOHA GYHKILINA.

He ce H3uckBa KOpHIrHpaHe Ha J03aTa NPH MALKEHTH ¢ NPEeAILECTBALILO JIEKO YePHOAPOOHO
yBpexaane. 3nonisaHero Ha abupaTepoHOB aleTaT TPAOBA BHUMATEJTHO Ja CE MpeLieHsABa NpH
NALUEHTH C YMEPECHO YEPHORPOOHO YBpEkKRaHE, MPH KOHTO NoJ13aTa ACHO TPROBa Aa HaIXBLPNA
BL3MOXKHNA PHCK (BK. TOUKH 4.2 K 4.4). AOGupaTepoHOB aLeTaT He TpaOBa Aa ce H3NON3Ba NpH
MaUHEeHTH ¢ TEXKO YepHOAPOOHO yBpexaHe (BX. ToUukUu 4.2, 4.3 U 4.4).

[Ip¥ naumenTH, KOUTO €A pa3sBUIIH XENMAaTOTOKCHUYHOCT 10 BPEME Ha JIEUEHHETO, MOKE N1a C€ HANIOKHU
NPeKbCBAHE HA JIEYEHHETO H KOPMIHpaHe Ha 103aTta (BXK. TOUkH 4.2 U 4.4).

br6peunHo yepexxaaHe
DapMakOKHHETHKATA Ha aDHPATEPOHOB alCTAT € CpaBHEHA NPH NALIHEHTH ¢ TepMUHANTHA Ob0pevHa

HEAOCTATBYHOCT HA CTAOMICH PEXHM Ha XEMOHMANH3a U NPH KOHTPONHA rpyna oT NalHeHTR ©
HopMmanHa 6bp0peuna PyHkuHA. CHCTEMHATa €KCIIO3ULIMA Ha abUpaTepoH clea eAMHHYHa nepopanya
no3a ot 1 000 mg He ce yBenuHuapa npy NaLUMEHTH ¢ TepMHHAJIHA OBOpedHa HEAOCTAaTBYHOCT, KOMTO €A
Ha Auanu3a. IipunaraHeTo npH nauxeHTH ¢ 60peyHo yBpexIaHe, BKIIOUMTENHO H TeXKO0 OBOpeuHo
YBpeXKIaHe, HE H3MCKBA HAMANABAHE Ha Ao3arta (BX. To4ka 4.2). Jiuncea, obaue, KIIWHHYEH ONUT NpHU
NAUMEHTH C paK Ha NpocTartara u Texko OuOpeyHo yspexaaHe. [Ipu Te3n nauueHTH ce NpenopLYBa
MOBHIMICHO BHUMAHHE.

53 IlpeaxinuM4HH JaHHH 3a fe300aCHOCT

BbB BCUUKH NMPOYYBAHKA 33 TOKCHYHOCT NPH XKWBOTHH HUBATA HA TECTOCTEPOH B KPbBJS
NOHIKEHH. B pesynraT Ha TOBa ce HabmoaaBa HaMasBaHE Ha TETIOTO HA OPTAHUTE A
MOP(OIOrHMHH WHIM XHCTONATONOTHYHH MMPOMEHH B PENPOAYKTHUBHHTE OPraHH H
xunogH3HaTa U MIeyHaTa H¥ie3a. BCHUKH MpoMeRH NOKA3BAT ITHJIHA HIH YaCTHYHZ
[IpoMeHHTE B penpOAYKTHBHHTE K AHAPOreH-UyBCTBHTEIHHTE OPraHH €a B ChOTBE
¢dapmakonorusTa Ha abuparepoH. BcHukH XOpMOHANHH [TPOMEHH, CBBLP3aHH C J'lﬁ‘-le
oOpaTuMM WK OT3BYYAaBaT ciell 4-CeAMHYEH Mepuo Ha Bb3CTAHOBABAHE.
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B npoy4BanuATa 33 GEPTHAHTETA NPH MBIKKH H XKEHCKH IUIbX08e abKHpaTepoHOB aLeTaT HaMalABa
¢epTHIHTETA, KOETO € HAITLJIHO 06paTHMO 3a 4 10 16 ceAMHLIM Clle]| CTHpaHe Ha HEFOBUR NPHEM.

B npoyuBaHe 3a TOKCHYHOCT Ha Pa3sBHTHETO NPH ILTbXOBE aOHPAaTEPOHOB aLleTaT MOBJIMABA
OpE€MEHHOCTTA, KOETO BK/TIOUBA MOHHKEHO TErJIO H NMPeXHBAEMOCT Ha roaa. Habmopaear ce epexry
BbpPXY BBHLIHHTE NOJOBH OPraHH, BBHIIPEKH Y¢ aOHPaTepOHOB alIETAT HE € TEPATOrEHEH.

B Te3u npoyuyBaHHA 38 QEPTHAKTET H TOKCHYHOCT HA Pa3BUTHETO, MPOBEACHH MPH ILTLXOBE, BCHYKH
eexTH ca CBBp3aHd ¢ (PapMaKoIOrMUHOTO AeHcTBHE Ha a0KpaTepoH.

OCBeH NPOMEHHUTE B PENPOAYKTHBHHTE OpraHH, HabMoAaBaHH BbB BCHUKH NPOYYBAHMS 32 TOKCHYHOCT NpH
)KHBOTHH, HEKNIHHWYHHUTE JaHHH He MOKAa3BaT 0COOECH PHCK 3a XOpa Bb3 OCHOBA HA KOHBEHIIHOHAIHH
thapMaKkonorHyHH npoy4sanHs 3a 6€30NacHOCT, TOKCHYHOCT NPH MHOTOKPATHO MPHIaraHe, NeHOTOKCHYHOCT
M KapUHUHOTeHeH NOTeHIHaN. AODUpaTepOHOB alleTaT He MTOKa3Ba KaPUHWHONEHHOCT B 6-MeCe4HO NMPOoyyYBaHe
npH TpaHcreHHH MHUUIKH (Tg.rasH2). B 24-mMeceuHo npoyuBaHe 3a KApUMHOPEHHOCT MPH MUTHXOBE,
abupaTepoHOB alleTaT NOBHIIABA YECTOTATA HA HHTEPCTHUHATIHUTE KIETLYHH HEOTUIa3MH B TecTHCHTe. CuuTa
ce, Y€ TO3M PE3YNITAT € CBbP3aH ¢ (apMaKONOrHYHOTO ACHCTBHE Ha aOHpaTepoH U HAKOH OCOBEHOCTH NpH
ILTbXOBETE. AGUPATEPOHOB alleTaT He € KAPLIMHOTeHEH NPH )XEHCKH TUTHXOBE.,

OLEHKa Ha pUCKa BbPXY OKoJiHaTa cpela (ERA)
AKTHBHOTO BELIECTBO aOHWpaTEepOH NMoKa3Ba PHCK 38 BOQHHUTe OaceiiHn u Texuure obuTaTenu, ocobeHo 3a
pubure.

6. ©APMAIIEBTHYHHU JAHHU

6.1 Coacnk HA DOMOIMIBATE BellleCTBa

Hopo na mabremxama

JlakTo3a MOHOXHMOpAT

MukpokpucTanHa uenysnosa
KpockapMmenosa HaTpHii

XHripomenosa

Hatpues naypuncyiadar

CHWIHLIHEB AHMOKCHI, KONOUAEH 0e3BoicH
Marsxe3ueB cTeapar

Dunmoso noxpumue (Onaopu 11 85F90093 ruraso)
[lonuBHHWIOB aNKOXO0J

Turanor auoxcun (E 171)

Makporon

Tank

XKenesen okcua, yepseH (E 172)

KenezeH okcuga, ueper (E 172)

6.2 HecbBMeCTHMOCTH
Henpunoxumo

6.3 Cpox Ba roanocrt

2 TOOHHH

64 CoenuanHs ycioBHE HA CbXPAHEHHE
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To3u nekapcTBeH NPOXYKT HE M3HKCBA CNECLIMAIHH YCIIOBHA HAa CbXPaHEHHE.
6.5 Bnaan cbaBpXKAHEE HA ONAKOBKATA

PVC/PVDC/anymunuesu Onucrepn.
Bcska onakorka ¢ 6nucrep cpabpxa 56, 56x1, 60 wnn 60x1 dpunmupanu Tabnerxu.
WIH

Kpbriun, 6enn HDPE Oymunku, cHabaeHH ¢ noaMnponuieHOBa 3aMyianka, 3alliMTeHa OT Aella.
Bcaka kyThs cbabpika eaHa 6ytunka cwe 60 Tabnetkn.

He BCHYKH BHAOBE OMAKOBKHK MOrat na 0bAaT mycHaTH B npogax0a.

6.6 Chnennajanu nNpeaAnaA3HNH MEePKH NPH RA3XBLPJISHE R paboTa

B13 ocHOBa Ha MeXaHK3Ma CH Ha JIEHCTBUE, TO3M NECKAPCTBEH MPOAYKT MOXKE Aa HABPEAH Ha
pPa3BHTHETO Ha (PeTyca; 3aTOBa KEHH, KOUTO ca OpeMEeHHH WH e Bh3MOXKHO Aa ca SpeMeHHH, He
Tpabsa na pabotar ¢ Hero 6e3 npeanasHu cpeAcTBa, HANPUMEDP PBKABHLIM.

Heusnon3saHuAT 1ekapCTBEH MPOAYKT WIH OTHIALBYHHTE MATEPHAITH OT Hero TpaOBa 1a ce M3XBBPIAT
B CBOTBETCTBHE C MECTHHUTE H3HCKBaHMA. T0O3M NEKapCTBEHR NPOAYKT MOXE 1a NPEACTABNABA PHCK 34
BOAHHTE OacelfHH H TexHHTe obuTaTenu (BX. Touka 5.3).

7. TIPUTEXATEJI HA PASPEILIEHHETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mé&cholupy

102 37, Prague 10

YHeuika permybnuka

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20210207

9. XATA HA ITBPBO PAZPEINABAHE/TIOAHOBSABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jata Ha mbpBO paspewabane: 21.07.2021 r.

10. JATA HA AKTYAJIMNIUPAHE HA TEKCTA

05.07.2024 r.
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