HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Abwuparepon Accord 250 mg TabneTkn

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Besika Tabnerka cpappika 250 mg abupareponos arerat (abiraterone acetate).

IToMOUIHY BElLlIECTBA C U3BECTHO AEHCTBHUE
Bcesika Tabnerka chabpika 189 mg nakToza MOHOXHUIPAT.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka
benu o moutn Oenu enUIICOBUAHN TaOIETKH C IBbJDKHHA TpHOmm3uTeaHo 16 mm u mmpunaa 9,5 mm,
U BIIbOHATO penedHo o3HadeHue “ATN” ot enHata crpana u “250 ot apyraTa cTpaHa.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHUYHU MOKA3ZAHUS

Aobupatepon Accord B KOMOMHAIHS C TPEAHU30H WK MPEIHNU30JI0H € TI0Ka3aH 3a:

o JieueHHe Ha HOBOJMATHOCTHIIMPAaH BUCOKOPUCKOB METACTATUYEH YyBCTBUTEJICH KbM
XOpPMOHAJIHA Tepanus KapuuHoM Ha npoctatata (MHSPC) npu Be3pacTHH MBKe B KOMOWHALINS
¢ anjiporeH-aenpuBannonna repanus (ADT) (Bx. Touka 5.1)

o JIeYeHHE Ha MeTacTaTHYEH PE3UCTEHTEH Ha KacTparus KapuuHoM Ha rpocrtarata (MCRPC) mpu
BB3PACTHH MBXKE, KOUTO ca 0€3 CHMITOMH WM C JIEKH CUMIITOMH Clie/l HeYCIelIHa aH [pOreH-
JIETPUBAIIMOHHA TEPaIusl, PXU KOUTO BCE OIIe HAMa KIIMHUYHU TIOKa3aHUs 38 XUMUOTEPATTHS
(Bxk. Touka 5.1).

o neuenne Ha MCRPC npu Bp3pacTHH MBKe, YHETO 3a00JIIBaHE € TIPOrPECHpalIo 10 BpeMe Ha
WU CIieT JA0IeTaKceN-0a3upana XUMHOTEPAITHSI.

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE

To3u iekapcTBEH NPOAYKT TPSAOBA J1a CE MPEINUCBA OT MOAXOISI] MEIUIUHCKH CIICIIHAIIHCT.

gOBH[)OBKa

IMpenopbuntennara no3a ¢ 1 000 mg (vetupu tabnerku o 250 MQ) karo eAMHUYIHA THEBHA 71034,
KOSITO HE TPsi0Ba 1a ce mpuemMa ¢ xpaHa (Bk. 1mo-noiy ,,Hauun Ha npunoxenue). [Ipuemaneto Ha
TabJIETKUTE C XpaHa MOBUILIABA CUCTEMHATA €KCIO3UIMS Ha adupaTepoH (BX. ToUkH 4.5 u 5.2).

Losuposkxa na npeonu3oH uau NPeoHU30I0H
ITpu mHSPC AGuparepon Accord ce npuiara ¢ 5 mg npeAHU30H WIK MPEJHA30JI0H JHEBHO.

ITpu mCRPC Abuparepon Accord ce mpuiara ¢ 10 mg npeiHU30H WIK MPEAHU30I0H IHEBHO.
MenrkaMeHTO3HaTa KacTpalys ¢ aHaJOor Ha XOPMOH, 0CBOOO>KAaBalll Ty TCHHU3UPAILINS XOPMOH

(LHRH) TpsibBa 1a mpoaBIDKH IO BpEME Ha JIEYEHUETO [IPH MAIMEHTH, KOUTO HE ca OIIEPaTHBHO
KacTpUpPaHH.



IIpenopwvuumenno npocneosgane

CepyMHHUTE TpaHCAaMUHA3M TPsIOBa J1a ce U3MepBaT Ipe/Ii Ha4YaJIOTO Ha JICYCHUETO, Ha BCEKU

2 CeZIMHUIIM TIpe3 MbPBHUTE TPU MECELa OT JICYCHHETO U CJIe]] TOBA BEJHBK MeceuHo. KpprBHOTO
HaJIsIraHe, CEPYMHHAT KU U 3aIbp)KaHETO Ha TEYHOCTH TPsIOBa Jla Ce CIEAAT €KEMECEUHO.
Bbrpeku TOBa, MAIMEHTHTE ChC 3HAYUTEIICH PUCK 32 3aCTOMHA ChpAEYHA HEAOCTATHYHOCT, TPSOBa Ja
ce MPOCIesBaT Ha BCEKH 2 CEAMHLH NPe3 IbPBUTE TPU Mecella OT JICYUCHUETO U BEAHBK MECECUHO
cient ToBa. (Bxk. Touka 4.4).

IIpu manmeHTH ChC CHIIECTBYBAIIA XUITOKATHEMHUS WA TAKUBA, PA3BUIN XUTIOKAJIHUEMIS 110 BpeMe Ha
JICYCHUETO C abUPaTEepPOHOB aleTaT, TpsiOBa Ja ce OOMUCIU MOIbPKaHE Ha HUBO Ha Kanuii > 4,0 mM.
[Tpu manmenTy, pa3BUIIM CTETICH Ha TOKCUYHOCT > 3, BKIIOYUTEITHO XUMIEPTOHUS, XUITOKAJTHEMUS,
eZleM U APYTY HEMHHEPATKOPTUKOUIHN TOKCHIHH e(DeKTH, IedeHneTo TpsiOBa qa Ob/1e MpeKbCHATO U
Jia ce MPUIIoKAT MOJXOISIIM MEJUIMHCKU MepKH. JledueHneTo ¢ abupaTepoHOB aleTaT He TpsOBa Aa
ce BB306HOB$IB21, JOKATO CUMIITOMHUTE Ha TOKCHUYHOCT HE JOCTUTHAT CTCIICH 1 nmm HN3XOJHO HUBO.

B ciyvaii Ha mporycHaTa aHeBHA 1032 AGuparepon ACCOrd, mpeHU30H WK MPEAHU30II0H,
JIEYEHUETO TPAOBa 1a MPOABIDKY Ha CIeIBaIus JIeH ¢ oOnJaifHaTa JTHEeBHA 103a.

Xenamomoxcuunocm

[Ipy manyeHTy, pa3BUIIN XETTAaTOTOKCHYHOCT IO BpeMe Ha JISYeHHEeTO (aJlaHWH aMHHOTpaHcdepasara
[ALAT] uiu acnaprat amunotpancdepasara [ASAT] ce yBenaudaBaT moBeye OT 5 IbTH HaJl FOpHATA
rpanuia Ha Hopmara [ULN]), Tepanusita TpsioBa He3abaBHO /1a ce mpekbeHe (BK. Touka 4.4). Cnen
BH3CTAHOBSIBAHE HA N3XOJHHUTE CTOHHOCTH Ha YEPHOIPOOHHUTE (DYHKIIMOHAIHH ITOKA3aTeIH Ha
MaIMeHTa, JICYEHUETO MOXKeE J]a ce IMOAHOBH ¢ HamalieHa 103a oT 500 mg (aBe TabIeTKu) BETHBK
nHeBHO. [Ipy manuenTy, mpoBeXAalIy MOBTOPHO JISYeHHE, CEpYMHUTE TpaHCaMUHA3U TPsiOBa Aa ce
NpoCIIeAsBaT MUHUMYM Ha BCEKH 2 CEJIMHUIIM 3a 3 Mecela, Clie]l KOETO BEAHBK MECEYHO. AKO
XEMaTOTOKCHYHOCTTA Ce IIOBTOPH IPH HaMmaseHa j03a ot 500 mg THEeBHO, JIeYeHUeTo TpsiOBa 1a ce
NpeKpaTy.

AKO ManeHTuTe pa3BUAT TeXKa xenaToTokcnuHocT (yBenuueHne Ha ALAT mu ASAT ¢ 20 mbtr
Hax ULN) o Besiko Bpeme Ha Tepamnusita, Tepanusta TpsioBa ja ce Crpe W NalyueHTuTe He TpsaoOBa aa
ce JIEKyBaT ITIOBTOPHO.

bvopeuno yepescoane

He ce nanara npoMsiHa Ha ji03arta Mpu MaiueHTy ¢ 0b0peyHo yBpexaane (Bx. Touka 5.2). Jlurncea,
obaue, KIIMHUYEH OIMT IPH MAIIMEHTH C PaK Ha MPOCTaTaTa U TeXKKa CTEIeH Ha ObOPEYHO yBpeXKIaHe.
[1pu Te3u MaMeHTH ce MpernopbyBa MOBHIICHO BHUMaHUE (BX. Touka 4.4).

Yeproopobno yspedcoane
He ce manara npomsiHa Ha Jio3aTa P MAIUEHTH C IPE/IIIeCTBAIIA JeKa CTEIIeH Ha YePHOIPOOHO
yBpexaane, Child-Pugh Knac A.

IIpu ymepeHa crernieH Ha yepHoipoOHO yBpexknane (Child-Pugh Knac B) e mokazano, 4ye cucremnara
EKCITO3UITUS Ha aOMPATEPOHOB alleTaT Ce yBEJIIMYaBa OKOJIO YETHUPH ITBTH, CIIe/ SAMHUYHH MIEPOPATHU
no3u 1 000 mg abuparepoHoB ameraT (Bxk. Touka 5.2). Hsama naHHu 3a KIIMHUYHATA 0€30MACHOCT U
e(hMKacCHOCT Ha MHOTOKPATHU 103U a0MPATEPOHOB alleTaT, MPUIATaHH MTPH MAIUSHTH C YMEPEHO WU
Texko yepHoapoOHo yBpexknane (Child-Pugh Kimac B unm C). He Moke na ce npeaBuay KOpurupaHe
Ha jgo3ara. MzmomsBanero Ha AGupaTtepon Accord TpssOBa BHUMATEHO Ja C€ OIEHABA MPH MAI[MEHTH
C YMEpEeHO YepHOIPOOHO yBpEKIaHe, MPU KOUTO IMOJI3aTa SICHO TPsIOBa J1a HaIXBBPIIsl Bh3MOKHHUS
puck (Bx. Touku 4.2 u 5.2). AGuparepon Accord He TpssOBa J1a ce M3I0J3Ba MPHU MAIMEHTH C TEKKO
4epHOIPOOHO yBpexkaane (Bx. Touku 4.3, 4.4 u 5.2).

THeouampuuna nonynayus
Hsama croTBeTHa ynorpeba Ha aOMpaTEpOHOB alleTaT B e IUaTPUIHATA TIOITYJIAI[HS.



Hauwun Ha npunioxxeHue

Aobuparepon Accord e 3a epopaitHo IPUIIOKEHHE.

TabnerkuTe TpsAOBa Ja ce MpueMaT MOHE eAUH Yac MPeay WM Haii-MaJIKo JIBa Yaca Cle XpaHeHe.
TabnerkuTe TpAOBa a ce rBATAT LENH C BOJA.

4.3 IIpoTuBOmOKA3aHUS

- CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO HITH KbM HIKOE OT IIOMOIIHUTE BEIECTBA
n30poeHu B Touka 6.1.

- Keru, kouTo ca GpeMEHHH WM € Bb3MOXKHO Ja ca OpeMeHHH (BXk. To4ka 4.6).

- Texko uepHoapoOHO yBpexaane [Child-Pugh Knac C (Bxk. Touku 4.2, 4.4 u 5.2)].

- AOupaTepoHOB areTar ¢ MPeTHI30H WK TIPEIHN30I0H € IPOTHBOIIOKA3aH B KoMOnHanus ¢ Ra-
223.

4.4 CneuuaJHu npeaynpe:kaeHus M NpeanasHu MepKH NpH ynorpeda

XUNEPTOHUs, XUIOKaTNeMHs, 3aAbpkaHe Ha TEYHOCTH U ChpJeYHa HEJIOCTaThbYHOCT NOPajii U3IHUIIBK
Ha MIUHEPAIKOPTHKOUIH

AOupaTepoHOB alleTaT MOXKe J1a IPEeIU3BUKA XUIIEPTOHUS, XUTIOKATUEMISI U 3aJbpyKaHe Ha TEUHOCTH
(Bk. Touka 4.8) KaTo CICACTBUE OT MOBUIICHUTE HUBA HA MUHEPAIKOPTHUKOUIUTE B PE3YJITaT Ha
uuaxubupanero Ha CYP17 (Bk. Touka 5.1). EqHOBpEeMEHHOTO PUIIOKEHHE HA KOPTUKOCTEPOUT
MOTHCKA CTUMYJIHPAHETO Ha afpeHoKopTHKoTporHusS XopMoH (ACTH), koeTo Boau 10 HaMassiBaHe
Ha YecToTaTa U TeXKECTTa Ha Te3W HexelaHu peakiun. HeoOXoauMo e moBUIlIeHO BHUIMaHHE TIPU
JICUCHUETO Ha MAIllMEHTH, YAUTO OCHOBHH 3200 IsIBAHUS MOJKE /1A CE BIIOIIAT MPH TIOBUIIABAaHE HA
KPBBHOTO HaJSITaHE, XUTMOKaTHeMusl (HampuMep MpHeMaIy ChpAeYHH TITUKO3UIN) HITK 3aIbp)KaHe Ha
TEYHOCTH (HAIPUMED MAIUEHTH ChC ChpJedHa HEIOCTATHYHOCT, TEKKA WIIH HECTAOMITHA CTEHOKAP IS,
HACKOPO MpeKapaH WHPApKT Ha MHOKap/ia WIH BEHTPUKYJIApHA apUTMUS M MAIIMEHTH C TEXKO
OBOpEYHO yBpEKIAHE).

AOupaTepoHOB alerar TpsOBa Jia ce mpujiara npe;na3iuBo Ipy MalUeHTH ¢ aHaMHe3a 3a
ChpACYHOCHI0BO 3a0osBane. [IpoyuBanusita ®aza 1l mpoBenenn c abuparepoHOB aneTaT U3KIFOYBAT
NAIMEHTH C HEKOHTPOJIMPAaHA XUIEPTOHUSI, KITMHUYHO 3HAYUMO CHhPICYHO 3200 sIBaHE, IPOSIBEHO KaTo
MH(apKT Ha MUOKapJa WK cllyyad Ha apTepraHa TpoM003a rpe3 nocjaegHure 6 Mecena, TexKa Hill
HecTaOWIIHA CTeHOKapaus, Wiu cbpaeyHa HegoctaTbuHocT Kimac 11 wnu IV cnopen Hroliopkckara
kapauonorndna acorpaist (New York Heart Association, NYHA) (npoyusane 301) wiu chpiaeuna
HenoctarbynocT Kiac I1 1o Kiac IV (npoyusanust 3011 u 302), wiu usmepena (hpakist Ha
usriackBane < 50%. B mpoyuBanus 3011 u 302 ca U3KIIOYCHH MAIUEHTH C MPEACHPIHO MBXKICHE
WY JIpyTa Chp/IeYHA apUTMUSI, M3MCKBAIlIa JieueHue. be3omacHoCcTTa pyu MaeHTH ¢ JIEeBOKaMepHa
¢paxums Ha m3rnackBane (LVEF) < 50% unu cepaeyna vepocrarbunoct Kiac 111 mwim Kiac 1V no
NYHA (8 npoyuBane 301) niu cepaeuna HenoctarbunocT Knac 11 o Kmac IV mo NYHA (B
npoyuBanus 3011 u 302) He e ycraHoBeHa (Bxk. Touku 4.8 1 5.1).

[Ipenu neueHne Ha MAMEHTH ChC 3HAYUTEIICH PUCK 32 3aCTOMHA ChpJeYHa HETOCTATHYHOCT (HAIID.
aHaMHe3a 3a ChpJeuHa HeIOCTAThYHOCT, HEKOHTPOJIMPAHA XUTIEPTOHHS WM ChPJICUYHN CHhOUTHS KaToO
HalpUMep UCXEMHUYHa 0O0JIECT Ha ChPIIETO), TPSIOBA J1a ce OOMMCIIM TOIy4aBaHETO Ha OLICHKA Ha
¢byHKUMATa Ha chpUeTOo (Hamp. exokapauorpadus). [peau neyenne ¢ abuparepoHOB aLeTar,
Chp/IeYHATa HEJOCTATHYHOCT TPAOBA J1a ce JISKYBAa U ChpJieuHaTa ICHHOCT J]a ce ONTUMH3HPA.
XUNepTOHUSTA, XUITOKATHEMHATA U 33IbPYKAHETO HA TEYHOCTH TPSIOBA Jia ce KOPUTHPAT U
KoHTposupart. [1o Bpeme Ha JeueHHeTO KPbBHOTO HAJISITaHE, CEPYMHUST KaJlHid, 3aIbPKaHeTO Ha
Te4YHOCTH (MTOKaYBaHE Ha TETJIOTO, epudepeH efieM), U APYTH MPU3HAIM U CHMIITOMH Ha 3aCTOWHA
ChpJIcYHA HEMOCTATHUYHOCT TPSIOBA Ja CE MPOCIIEAIBaT Ha BCEKH 2 CEMUIIM 3a 3 MEceIa, CJIe]] TOBa
BEJHBK MECEYHO M OTKJIOHEHHUsATA Ja ce Kopurupat. Habmonasa ce yapmkasane Ha QT unrepsana
NpY TTALMEHTH, CTPaAalld OT XUIIOKaJIHUEMUs, CBbp3aHa C JICYeHUETO ¢ adupaTepoHOB areraT. TpsoBa
Jla ce HaIlpaBH OIlEHKA Ha ChpJieuHAaTa JICHHOCT, KOTaTo € KJIMHUYHO [TOKa3aHo, Ja Ce OTPEICITH
aJieKBaTHA Tepamus U J1a ce OOMHCIH IPEKPATABaHE HAa TOBA JICUCHUE B CITy4al Ha KIIMHUYHO 3HAYUMO
orcia0BaHe Ha ChpJeYHATA JICHHOCT (BXK. TOuKa 4.2).



XenaToTOKCHYHOCT M YEPHOIPOOHO YBPEKIAHE

B koHTpOJIMpaHu KIIMHUYHY TPOYYBAHUS ce HAOIIOIaBa U3PA3eHO MOBHUILICHHE HA YEPHOAPOOHUTE
€H3UMH, BOJICIIIO JI0 MPEKbCBAHE Ha JICUSHHETO WIIM IPOMsIHA Ha Jo3arta (Bxk. Touka 4.8). Husara Ha
CEePYMHHUTE TPaHCAMUHA3U TPSIOBA J1a CE U3MEPST MPEAU HAYAIOTO HA JICYCHUETO, Ha BCEKH 2 CEIMUIU
IIpe3 MbPBHUTE 3 Mecela OT JICYSHHUETO, U CJIC TOBAa BEAHBK MECEUHO. AKO C€ Pa3BHAT KIMHUYHU
CUMIITOMH WJTH MTPH3HAIH, TTOKa3BaIH XeMaTOTOKCUYHOCT, CEPyMHUTE TpaHCAMUHA3H TPIOBa Jia ce
u3MepsaT He3abaBHO. Ao B nageH MoMeHT ALAT win ASAT ce yBenudar noBeue OT 5 bTH Hajl
ULN, regennero TpsOBa He3a0aBHO Ja ce MPEKbCHE, a YepHOoApoOHaTa QYHKINS TPAOBa 1a Ce CIeAH
0101130. JIeyeHHeTo ce OJHOBSBA IIPH Bb3CTAHOBSIBAHE HA U3XOJHUTE CTOMHOCTH Ha
YepHOAPOOHHUTE (PYHKIIMOHATHH MOKA3aTeNIM Ha TIAIIMEHTA ¥ ITPU HaMaieHa o3a (BxK. Touka 4.2).

B cnyuaii ye manueHTHTE Pa3BUAT TeXKa XenaTorokcuaHocT (yBenmuenue Ha ALAT wmm ASAT ¢
20 mptr Han ULN) no Bcsiko BpeMe Ha TepanmusTa, Tepanusara Tps0Ba 1a ce Cpe U MalueHTUTe He
TpsIOBa J1a ce JICKYBaT IIOBTOPHO.

ITanueHTH ¢ aKTUBEH WJIM CUMOTOMATHYEH BUPYCEH XEMATUT Ca U3KJIFOUEHH OT KIMHUYHNATE
NPOYYBaHUS; MOPAIH Ta3K MPUYMHA JUIICBAT JAaHHU 32 ynoTpebaTa Ha AGuparepon Accord mpu Tazu
IOy Iamus.

Hsma nannu 3a kKMTUHUYHATA 0€30MACHOCT U €(PUKACHOCT MPU MHOTOKPATHH 03U a0UpaTepOHOB
areTaT, KoraTo ce nmpuiara Ipy MaiueHTy ¢ yMEpPEeHO WM TeXKO 4epHoaApoOHO yBpexaane (Child-
Pugh xnac B niu C). M3non3BaneTo Ha abUpaTepoOHOB aneTaT TpsiOBa BHUMATEITHO /1A CE OIICHSABA MPH
MAIMEHTH C YMEPEHO YepHOAPOOHO YBpEeKAaHe, IPU KOUTO MOJ3aTa SICHO TPsOBa J1a HAIXBBPIIS
BB3MOXHHS PUCK (BXK. Touku 4.2 11 5.2). AOupaTepoHOB alleTaT He TPsOBa Ja ce U3MOJ3Ba MPH
MAIMEHTH C TeXKO YePHOAPOOHO yBpexaaHe (Bx. Touku 4.2, 4.3 u 5.2).

Nma pesxy moCTMapKETHHTOBU ChOOIIEHUS 32 OCTpa YePHOAPOOHA HEIOCTATHUHOCT U (PYJIMHUHAHTEH
XeTaTHUT, HAKOH C JIeTalleH u3Xxo (Bk. Touka 4.8).

CrupaHe Ha IpreMa Ha KOPTHKOCTEPOWIA M MEPKH PU CTPECOBH CUTYAIIUU

[MpenopbyBa ce MOBUILICHO BHUMAaHKE M MTPOCIIEIsBaHe 32 aIpEHOKOPTHKAIHA HEIOCTATHYHOCT, B
Clly4ail ue Ha MMAIMeHTUTE € CIIPSIH NPUEMbT Ha MPEIHNU30H WIH IPETHU30JI0H. AKO IPHEMBT Ha
abupaTepoHOB alleTaT NPOIBIDKH CIIe]l CIIUPAHETO Ha KOPTUKOCTEPOHIUTE, TALMEHTHUTE TPsIOBa J1a ce
HaOJII0/1aBaT 3a MosiBa Ha CHMIITOMH Ha MUHEPAJIKOPTHKOM/ICH U3IUIIBK (BXK. HH(OpMaIusTa 1mo-
rope).

IIpu manmeHTH Ha MPEAHU30H WM MPEIHU30JI0H, KOUTO ca MOJJI0KEHN Ha HEOOWYaeH CTpec, €
IIOKA3aHO [IOBUIIIABAHE HA /103aTa HA KOPTUKOCTEPOUUTE IIPENH, II0 BPEME Ha U CJIe]l CTpecoBara
CUTyaLusl.

KocTHa mIeTHOCT

HamansaBane Ha KOCTHATa ILTBTHOCT MOXE /14 C€ MOSIBU IIPU MBXKE C METACTATUYEH HaIpeTHaT
KapIIMHOM Ha rpocTaTara. M3moia3BaneTo Ha abUpaTepoHOB aleTaT B KOMOMHAIUS C
TJTFOKOKOPTHKOUIU MOYKE Jla YBEIIMYH TO3U SPEKT.

HDGHI/IH.IH& VHOTDe6a Ha KETOKOHA30J1
ITo-Hucka crernen Ha OTTOBOP MOXKE Ja C€ O4YaKBa IIpH MAUCHTH, JICKYBaHU IIPEJIU TOBa C
KETOKOHA30JI 3a KapIIMHOM Ha IIpocTaTara.

XUNEepriInKkeMus
TIpunoxeHneTo Ha MIFOKOKOPTUKOUIN MOKE J1a TIOBUIIIM XUIIEPTIUKEMHUATA, 3aTOBA HUBOTO Ha
KpBbBHATA 3axap TPIOBa YECTO Ja Ce MPOCIeAsIBa MMPH MAIUSHTH C THa0eT.

XUNOTJIUKEMUS
Cpo01raBanu ca ciIydand Ha XHAIOTIIMKEMHES, KOTaTo abUpaTepoHOB arleTar IIIoc
NPEIHU30H/TIPETHU30JI0H ¢ TPUIIATraT MPY MAllMeHTH, KOUTO BEYUEe Ca UMAJTH JHa0eT, MoTydaBanii



MHOTJINTAa30H WK penariauuug (BK. Touka 4.5); ciemoBareliHo, KpbBHATA 3aXap TpsOBa 1a ce
HaOIroAaBa IpH MAIUEeHTH C THa0eT.

Ynorpeba npu XMMHOTEpaTUs
be3onacHocTTa U ehUKACHOCTTA HA €THOBPEMEHHOTO TIPUJIOKEHIE Ha aOMPATEpPOHOB aleTar ¢
[IUTOTOKCHYHA XUMHOTEPAIHs HE Ca YCTaHOBEHHU (BXK. Touka 5.1).

IloTeHIMaIHI PUCKOBE
AHeMmus 1 cekcyarHa TUCHYHKITUSI MOXKe J1a ce TOSIBAT IIPH MBXKe C MEeTacTaTUYeH KapIIMHOM Ha
MPOCTaTaTa, BKIFYHUTEIHO MPH T€3H, KOUTO Ca MOJIOKCHH Ha JICYCHUE C a0UPaTepOHOB aleTart.

EdeKkT BbpXY CKEJIETHATA MYCKYJIATYDA

Crno0ImaBar ce cayJyan Ha MHOIATHSA ¥ PabIOMHOIIN3a IPH MAIllMEHTH, JIEKYBaHU ¢ aOUpaTepOHOB
arerat. B moBeveTo citydau Te ca ce pa3sBHJIM B PAMKHTE Ha MbPBUTE 6 Mecela OT JICUEHHETO U ca
OTIIYMEJTH CJIE/] IPEYCTaHOBsIBAHE MprUeMa Ha abupaTrepoHoB arerar. [IpenopbuBa ce MOBUIIIEHO
BHHMAaHHUE NP MAIMEHTH, JEKYBaHH €IHOBPEMEHHO C JIEKaPCTBEHHU MPOIYKTH, 32 KOUTO € H3BECTHO,
4e ca CBbP3aHU C MHONIATHS/pabIOMHOIIN3A.

BzaumoneicTBys ¢ APYTy IEKapCTBEHHU TPOAYKTH

[Mpunoxxenuero Ha cuiiHK MHAYKTOpU HA CYP3 A4 TpsibBa na ce n30srea 1o BpeMe Ha JICUSHHUETO,
OCBEH aKo HiIMa Jpyra TepaneBTHYHA aJITEpHATUBA, TOPagy PUCK OT HamMajieHa eKCIIO3UIUS Ha
abupaTepoHoB arierar (BXk. Touka 4.5).

KomOunupane Ha abUpaTepOHOB alleTaT ¥ MPEAHU30H/IPETHI3010H ¢ Ra-223

JledenueTo ¢ abupaTepoHOB aeTaT U MPeIHI30H/TIPETHU30I0OH B KOMOMHaNusA ¢ Ra-223 e
NPOTHBOIOKa3aHO (BXK. To4ka 4.3) mopa i NOBUILIEH PUCK OT ()PaKTypH U TEHACHIUS KbM MOBHUILICHA
CMBPTHOCT IPU MALUCHTH C KAaPpIIMHOM Ha IIpocTaTraTa, KOUTO Ca aCUMIITOMAaTHUYHU WUJIN C JICKH
CHUMIITOMH, KaKTO € Ha6HIOI[aBaHO B KIIMHUYHUTEC IIPOYUBAHMS.

[MpenopbuBa ce mocnenBamoTo JeueHre ¢ Ra-223 ia He 3amoyBa MOHE 5 JIHU cIie]] TOCIEHOTO
IPHJIOKEHNE Ha aOMPATEPOHOB arleTaT B KOMOWHAINS C NTPEAHH30H/IPETHU30JIOH.

[TomomHo(n) BemecTB(0)a ¢ n3BeCcTHU ehekTH

To3u nekapcTBEeH NPOAYKT ChIbpkKa JakTo3a. [TalMeHTH ¢ peiku HACIEICTBEHH MPOOJIeMU Ha
HEMOHOCHUMOCT KbM TallakTo3a, BJICH JIAKTa3eH AS(UIUT WK MITFOK030-TalIlakTO3HA MajaabcopOIus He
TpsiOBa Jia MpreMaT TO3M JICKAPCTBEH MPOAYKT.

To3u JtekapcTBEH MPOAYKT ChABPXKA Mo-Manko oT 1 mmol Hatpwuii (23 mg) Ha 032 OT YeTHPH
TabJIeTKH, T.€. MOXKE JIa Ce KaXKke, Ye MPAKTUIEeCKU HE ChbpKa HATPHH.

45 BzamMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHM MPOAYKTH M APYTrH (JopMH Ha B3auMo/eiicTBHe

EdexT Ha XxpaHaTa BbpXy aOMpaTepoOHOB anerar

[TpuoxkeHnero ¢ XpaHa 3HAYUTEITHO MTOBUINIABA a0copOIMATa Ha aOUPATEPOHOB arleTar.
EduxacHoctTa 1 0€30mMacHOCTTa, KOraTo € MPHUET C XpaHa, He ca yCTAaHOBEHH, 3aTOBa TO3H JICKAPCTBEH
NPOIYKT He TpAOBa aa ce mpuema ¢ xpana (Bx. Touku 4.2 u 5.2).

BzaumoneiicTBus ¢ APYTH JIEKapCTBEHHU TPOAYKTH

Tlomenyuan na opyeu nekapcmeenu npooOyKmu 0a NOGIUAAM eKCno3uyuume Ha adupamepoHos
ayemam

B npoBeneHO KIMHUYHO IpOy4BaHe Ha (apMaKOKMHETUYHUTE B3aUMOJIEHCTBHUS IPH 3paBU
JI0OpOBOIIH, JIEKYBaHH Mpeau ToBa cbe cuiaHUs MHAYKTOp Ha CYP3 A4 pudamnuumn 600 mg gHeBHO
B IPOJIBJDKEHUE Ha 6 THU, CIIe KOETO ¢ eAMHNYHA 7032 abupateponos anerat 1 000 mg, cpennara
razmMeHa AUC., Ha abupaTepoHOB alleTar ce € MoHmkuna ¢ 55%.




IIpunoxxennero Ha cuimau HHAYKTOpH HA CYP3A4 (Hanp. deruronH, kapdamazenuH, pudaMIIuIwH,
pucdabytun, pudaneHtH, GeHodbapourai, ®biT KanTapuon [Hypericum perforatum]) mo Bpeme Ha
JICYCHUETO TPsOBa J1a ce u305rBa, OCBEH aKO HsAMA TEPAICBTUYHA aITCPHATHBA.

B oTnenHo KIMHUYHO MpoyYBaHe Ha (apMaKOKHHETHYHHUTE B3aMMOJICHCTBYS, MPOBEJICHO TP 3PaBU
JIOOPOBOJIIIH, € THOBPEMEHHOTO TIPIIIOKCHIE Ha KETOKOHA30J1, criieH HHXuOnTop Ha CYP3A4, He €
0Ka3aJ10 KJIMHUYHO 3HaYMM e(DeKT BhpXy (DapMaKOKHMHETHKATa Ha a0UpaTESpPOHOB aIleTar.

Ilomenyuan na abupameponos ayemam 0a noguuse eKCRosuyuume Ha Opyeu 1eKapcmeeHu npooyKmu
AOupaTepoHOB aleTaT € HHXUOUTOP Ha YSPHOAPOOHHUTE JICKAPCTBEH MPOAYKT-METa0O0IM3UPAIIN
ensumu CYP2D6 u CYP2CS.

B npoyuBane Ha epexTrTe Ha aOUPaTEPOHOB areTar (B KOMOWHAIMS C IPETHNU30H) BHPXY €AMHAIHA
no3a CYP2D6 cy6erpar nexcrpomeropdan, cucremuara ekcriozunusi (AUC) Ha nekctpomeTopdan ce
nopuiasa npudimsurenHo 2,9 nbtu. AUC2 Ha nexctpopdat, ak THBHUS METa0OJIMT Ha
JleKCTpoMeTopdaH, ce MOBUIIaBa MpuoOII3uTenHo ¢ 33%.

[IpenopbyBa ce MOBHUILICHO BHUMaHKE, KOTAaTO Ce MpHJjlara ¢ JIEKAPCTBEHH MPOILYKTH, KOUTO CE
aktuBupar wim Metabommsupat or CYP2D6 u mo-crienuaiHo JeKapCTBEHU MPOIYKTH C TECEH
TepareBTHYEH HHAEKC. TpsOBa na ce oOMuCIN HamassiBaHE Ha J03aTa Ha JISKapCcTBaTa C TECEH
TepaneBTHYCH UHJIEKC, MeTabomm3upanu ot CYP2D6. [Ipumepu 3a nekapcTBEeHN NPOIYKTH,
metabonmsupanu ot CYP2DG6, BximtoyBaT METONPOIION, TPOIPAHOIION, AC3UIPAMUH, BeHIADaKCHH,
XaJIONEePHI0JI, PUCTICPUIOH, TponadeHOH, (GIeKanHuU I, KOJICHH, OKCUKOIOH B TpamMaol (OCIeIHUTE
TpH JIeKapcTBEHH MpoaykTa ce Hyx)aait oT CYP2D6 3a oOpa3yBaHe Ha aKTUBHUTE UM 00€300IBaIIIH
MeTaboINUTH).

B npoyusane ¢ CYP2C8 3aB3auMozeiicTBHE C JIEKapCTBEHU NPOAYKTH IpHu 3apaBu uHanBuau, AUC
Ha MHOTaUTa30H € nosuiieHa ¢ 46%, a AUC wa M-III u M-IV, akTuBHUTE METaOOIUTH HA
MAOTIIUTA30H, € MoHMkeHa ¢ 1o 10%, Korato MUOTINTA30H Ce MpIIara 3ae{HO ¢ EAMHUYHA 1032

1 000 mg abupateponos arnerar. [lannenTute TpssOBa 1a ObAT HAOMIOJaBAHH 32 PU3HAIHN HA
TOKCHUYHOCT, CBBbp3aHu cbe cyocTpar Ha CYP2C8 ¢ TeceH TepaneBTHYEH HHIEKC, aKO CE U3IONI3BAT
eaHoBpeMeHHO. [IpuMepH 3a JiekapcTBeHU PoayKTH, Metabosu3upanu ot CYP2C8, Bkiousat
NHMOTJINTA30H U penariuHu (BK. Touka 4.4).

In vitro ocHoBHHTE MeTabOIUTH abHpaTepOHOB Cyiadar u N-oKCHI abupaTepoHOB cydaT HHXHOUpAT
TpaHcHopTepa Ha 4yepHoaApoOHOTO 3axBaiaHe OATP1B1 u karo ciaeacTsue Morar Jia ce HOBHIIAT
KOHIIEHTPALMHUTE Ha JIEKAPCTBEHUTE MPOITYKTH, KOUTO ce enumuHnupart upe3 OATPIB1. Hama
HaJIMYHY KJIMHUYHU JaHHH, IOTBBPXK/IAaBaIM B3aUMOJIEHCTBUETO, OCHOBABAIIIO CE€ HA TpaHCIIOpTEpa.

Ipunosicenue ¢ npodykmu, 3a KOUmo e uzgecmuo, 4e yovaxcagam QT unmepsana

Twit KaTo TEYSHUETO C aHAPOTEH-ACTIPUBAIIFIOHHA Tepanus Moxe na yabnku QT untepsana, ce
npenopbyBa MOBHIICHO BHUMAHHUE MPH NIpUIarane Ha abupaTepoHOB alleTaT C JeKapCTBEH!
NpOAYKTH, yabkaBamy QT uHTepBaia, Uiy JIeKapcTBEHH MPOAYKTH, KOUTO MOTaT /1a IPEIN3BUKAT
torsades de pointes, kato kinac [A (T.e XuHuAMH, qU3onMpamun) wiu kiac I (ramnp. amuonapoH,
coraol, odGeTHua, KOy THIINIT) aHTHAPUTMUYHU JIEKAPCTBEHN TIPOTYKTH, METAJIOH,
MOKCH()IIOKCAIMH, AaHTUIICUXOTULH U T.H.

IIpunosicenue cve CnUPOHOIAKMOH

CHHMpOHOJIAaKTOH Ce CBbP3Ba C aHAPOI€HHUTE PEICTITOPU U MOKE J]a TOBUIIIK HUBATA HA
npocrarHocrienuduanus anture (PSA). [IpunoxkxeHueTo ¢ abupaTepoHOB aleTar He ce MpernopbyBa
(Bk. Touka 5.1).

4.6 @epTHaANTET, O)PEMEHHOCT H KbpMeHe
KeHu ¢ nerepoaeH noreHnman

Hsma nannu 3a ynotpebara Ha abupaTepoHOB alleTaT Mpu OPEMEHHH KEHH U TO3H JICKAPCTBEH
MPOAYKT HE € MPeTHA3HAYCH 3a yIoTpeda MpH KEHH ¢ ACTSPOJICH MOTCHITAAI.




KOHTQ&QCHQI/I}I IIpU MBXKE U JKCHU
He e u3BecTHO manu a61/1paTep0HOB arecTaT Ui HCrOBUTC METaOOIUTH IIPUCHCTBAT B CEMEHHATAa

TEYHOCT. YToTpeOaTa Ha MPe3epPBATUB € 3aIbJDKUTEIIHA, aKO MAIIMSHTHT UMa CEKCYaICH KOHTAKT C
OpeMeHHa JkeHa. AKO MAaIUEHTHT UMa CEKCYaJICH KOHTAKT C )KCHA C JIETEPOJICH OTSHITHAT,
MPE3epBaATUBBT € 3aBIDKUTEIICH 3a€THO C Olle eaiuH e(DeKTHBEH METO/] 32 KOHTPAIICTIIIHSI.
ITpoy4uBaHMATA PH KUBOTHH MOKA3BAT PENPOIYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

BpemenHoct
AOGupaTepoHOB alleTaT He ce yIoTpeOsBa MpH KEHU U € TPOTUBOIIOKA3aH NP )KEHH, KOUTO ca

OpeMEHHHU HJIH € Bh3MOXKHO J1a ca OpeMeHHH (Bxk. Touku 4.3 u 5.3).

Kspmene
AOupaTepoHOB alleTaT He € MPeIHA3HAYCH 32 YIOoTpeOa MpH KEHHU.

DepTUInTeT
AOupaTepoHOB alleTat MOBIUABA (EPTUIIUTETA TP MBXKKU U )KEHCKHU TUTBXOBE, HO Te3H e(heKTH ca

HAITBJIHO 00paTUMH (BXK. Touka 5.3).
4.7 EdexTu BbpXy crniocodHOCTTa 3a modupaHe 1 padoTa ¢ MAIIUHA

Abwuparepon ACCOrd He MOBJIMSBA HITH MOBJIKABA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a IIO(pHUpaHe U
paboTa ¢ MaMHA.

4.8 Hexenanu JeKapcTBeHH peaKuu

O0600611eHMEe Ha podwiia Ha OE30I1aCHOCT

[Tpu aHanu3 Ha HEeXXETAHNUTE peakluu B KomOnHMpanu npoyusanus ®aza IIl ¢ abuparepon anerar
HEXEJIaHUTE peakiuu, HaOmroaaBanu npu > 10% OT manueHTuTe, ca nepudepeH enem,
XUTNOKAIUEMHUS, XUIIEPTOHUS, MH(OEKIHA Ha TMKOYHUTE IIBTHIIA U MTOBHUIIIEHA CTOWHOCT Ha aJIaHUH
aMHHOTpaHc(epaszaTa U/WiM MOBUILIEHa CTOWHOCT Ha acliapTaT aMHHOTpaHcdepaszara.

Jpyru BaXHH HEXKEJIAaHU PEAKIIMU BKIIIOYBAT CHPJICYHU HAPYUICHUS, XeMAaTOTOKCUIHOCT, GPaKkTypHu U
aJiepruyeH ajJBeoIHT.

AOupaTepoHOB areTaT MoXe Jia MPeIN3BUKA XUIIEPTOHUS, XUITOKAIUEMHS U 3aIbp)KaHe HA TEYHOCTH
KaTo (papMaKkOAMHAMUYHO CJIEICTBHE OT HETOBHS MEXaHU3bM Ha JeficTBue. B npoyuBanusTa daza II1
OYaKBAaHUTE MUHEPAIKOPTUKONUIHH HEKEJIAHU PEaKLMK ca HaOMI0AaBaHu M10-4eCTO IPH MaLUEeHTH,
JIeKyBaHU ¢ abUpaTEepOHOB alleTaT, OTKOJKOTO TPH MAIMEeHTH, JICKYBaHH C I1a1e00: XUTOKAIUEMHS —
18% cpemry 8%, xunepronus 22% cpenry 16% u pecriekTUBHO, 3a/Ibp>kKaHe Ha TEYHOCTH (TepudepeH
enem) 23% cpemry 17%. Ilpu nauueHTy, 1eKyBaHU ¢ aDUPaTEpPOHOB alleTaT, CIPSIMO MallUEHTH,
neKyBaHu ¢ 1uarebo, ca Habmomasann: CTCAE (Bepcus 4.0) crenenn 3 u 4 xunokanuemus mpu 6%
crpsimo 1%, CTCAE (Bepcust 4.0) crenienn 3 u 4 xunepronus npu 7% crpsmo 5% u crenenu 3 u 4
3aabp)kaHe Ha TeYHOCTH (mepudepeH eaem) cboTBeTHO npu 1% crpamo 1% ot nauuenture. Karto
SUI0 MUHEPAJIKOPTUKOUAHUTE PEAKLIMU MOTaT Jia Ce OBJIAASIBAT YCIEIIHO C JIEKapCTBa.
EnHOBpeMEHHOTO MPUIIOKEHNE Ha KOPTUKOCTEPOU TN BOJIU JIO HAMaJlsiBaHE Ha YeCTOTaTa U CTETIIeHTa
Ha Te3M HEXEJIaHU peakiuu (BxK. Touka 4.4).

Tabnu4eH CIMCHK Ha HEWEIAHUTE PEaKINU

B npoyuBaHus Ipy MANMEHTH ¢ HAITPEHAT METACTAaTHICH KapIIMHOM Ha TPOCTaTaTa, JIEKYBaHH C
LHRH nim nekyBanu npeay ToBa ¢ OpXUEKTOMUS, abUpaTepOHOB aneTar ce npuiara B go3a ot 1 000
Mg AHEBHO B KOMOMHAIIMS C HECKA /103a MPEIHNU30H WIH NMpeaHn3010H (uiu 5, wiu 10 mg aHeBHO B
3aBHCHUMOCT OT ITOKAa3aHUETO).

HexenanuTe peakiiiu, HaOII0JaBaHU 110 BPEMe HA KIIMHUYHHUTE TIPOYYBAHUS U MOCTMAPKETHHT OBUS
OIINT, ca IPEJCTABEHH 110-/10JTy [0 KaTeropus yectora. KaTeropuure 1mo 4ectora ca Onpe/ieieHH,
KakTo ciensa: Muoro yectr (> 1/10); wectn (> 1/100 mo < 1/10); mewectn (> 1/1 000 mo < 1/100),
penxu (> 1/10 000 no < 1/1 000); mHOTO peaxu (< 1/10 000) u ¢ Hen3BecTHA YyecTOTa (OT HATMYHHUTE
JTaHHU HE MOXKe Ja ObJie HalmpaBeHa OICHKA).



[Ipu Besiko rpymupaHe 1Mo YecTOTa HeXKENaHNUTe JIEKPCTBEHN PEaKINH ca M30POSHN B HU3XO/IAI Pel

MO0 OTHOIICHUC HA TAXHATa CEPUO3HOCT.

Tao0auna 1:

Hexenann PC€aKIuu, HaﬁJIIOIlaBaHH B KVIMHUYHHU NPOYYBaHUA U OT
MOCTMAPKECTUHIOBUSA OIMUT

CucremMo-opranes Kjiac

Hexes1ana peakuus 4 4ecToTa

Nudpexuun u nundecranuu

MHOTI'O YECTH. I/IH(l)CKHI/Iﬂ Ha IIMKOYHUTC II'bTUIIIA
YCCTH:. CCTICUC

Hapyuienusi Ha MMYHHATa CHCTEMA

C HCU3BCCTHA YCCTOTA. aHa(bI/IJ'IaKTI/I‘IHI/I PEAKIIUN

Hapymienusi Ha eHIOKPHHHATA CHCTEMA

HCUYCCTHU. Han6b6peqHa HCAOCTATHbYHOCT

Hapymenns Ha MmeTa0dom3Ma u
XpaHeHeTo

MHOT'O YECTH: XUIIOKATUEMUS
YECTH: XUIEPTPUTIUIIEPUICMHS

Cbpaeynu HapyuieHust

YEeCTHU: ChpJeYHa HEAOCTATbYHOCT™, CTEHOKapAHs,
MIPEJICHPIHO MBXKJCHE, TaXUKapAUs

HEYeCTHU: APYTH apUTMHHU

C HEM3BECTHA YECTOTa: HHPAPKT Ha MUOKapAa,
yabmkaBane Ha QT untepBana (Bx. Touku 4.4 u 4.5)

CbaoBu HapylieHHs

MHOI'0 YCCTH. XUIICPTOHUS

PecniupaTopHu, rpbaHu U
MeAMACTHHAJHHM HAPYLIEHHs

PEIKH: aJiepruucH ajiBeoJInT?

CroMalHO-4YpeBHHM HAPYLIEHUS

MHOTI'0 4YECTHU: Auapus
YCCTU. NUCTICIICUS

XenaToOuIMapHU HAPYIIEHHS

MHOTO YeCTH. MOBHUIIIEHA CTOMHOCT Ha aJJaHUH
aMmuHOTpaHc(hepasaTa v/ UK MOBUIIEHA CTOHHOCT Ha
acmaprat aMuHOTpaHcpepasara’

penku: GyJIMUHAHTEH XeMaTHT, OCTpa YepHOpoOHa
HEJIOCTaThYHOCT

Hapyumienusi Ha KoKaTa H MOJKOKHATA
ThKaH

4ecTH: 0OpUB

Hapymienns Ha MyCKYyJIHO-CKeJIeTHATA
CHCTEMA M CheAMHUTEIHATA ThKaH

HCYCCTH: MUOIIaTH, pa6I[OMI/IOJII/I3a

Hapymenust Ha 0bOpenuTe 1 NMKOYHUTE
MbTHIA

HUCCTHU: XEMATypHusid

OO0 HapyuieHus U edeKTH HA MSICTOTO
HA MPUJIOKEHHE

MHOT0 YecTH: nepudepeH eaem

HapansiBanusi, oTpaBsiHus U
yCJ105KHEeHUsl, Bb3HUKHAJIM B pe3yJITaT Ha
HHTEePBEHIUHU

yecTH: ppaktypu **

* CepAedyHaTa HEJOCTATHYHOCT BKIIIOYBA U 3aCTOIHA ChpPJCYHA HEJOCTaThYHOCT, I€BOKAMEPHA
TUCYHKINS ¥ HaMaleHa paKIus Ha N3TIaCKBaHE
** @pakTypH BKIIOYBA OCTEOIIOPO3a U BCUUKH (DPAKTypH C U3KIIOYCHNE HAa ATOJIOTHYHU (PPaKTypH

a
6

CrnoHTaHHU CT:O6IIIGHI/IH OT MOCTMAPKETUHI'OBHSA OITUT
IloBumieHa CTOMHOCT Ha aJlaHUH aMI/IHOTpaHC(I)CpaBaTa Y/WIIN TTOBUIIIEHA CTOMHOCT Ha acrapTrar

amMuHOTpaHc(epaszara BkimouBa ysennueHne Ha ALAT, yeennuenne Ha ASAT u abHopMHa uepHOApoOHA

GbyHKIUSA

Cnennute Hexenanu peakiu CTCAE (Bepcus 4.0) crenien 3 ce HaOM01aBaT py MaIMEHTH,
JIeKyBaHH ¢ a0MpaTepOHOB aleTaT: XUnokauemMus 5%; nHpexkus Ha MUKoyHUTe mbTrila 2%;
MOBHUIIIEHA CTOWHOCT Ha aJlaHMH aMHHOTpaHc(epa3aTa W/Uii MOBHUILIEHa CTOHHOCT Ha acrapTar
amuHOTpancgepasarta 4%; xunepronus 6%; ¢ppakrypu 2%, nepudeper eaeM, cbpacuHa
HEJOCTaThYHOCT M MPEACHPIHO MBxkIeHe — Beska 1%. Xuneprpurmunepunemust CTCAE (Bepcus 4.0)
cTemneH 3 ¥ CTeHOKapaus ce Habmronasar npu < 1% ot marpenTute. MHpEKIMsA Ha MMKOYHNATE TBTHIIA
CTCAE (Bepcus 4.0) cremnen 4, moBuIlIeHa CTOWHOCT Ha aJlaHWH aMHHOTpaHcdepaszara v/ uin
MOBHUIIIEHA CTOMHOCT Ha acrapraT aMUHOTpaHcdepas3aTa, XUIIOKATHEMHUs, ChpeyHa HEA0CTAThYHOCT,
NpeAChPIHO MBXKIIEHE U PpakTypu ce HabmroaaBaT npu < 1% oT mauueHTuTe.



[o-ronsMa yecToTa Ha CITy4auTe Ha XUIIEPTOHUS M XUITOKATMEMHUs ce HaOJIro1aBa MpH MOMyJIanusaTa
OT MAIMEHTH, YyBCTBUTEIHU KbM XOpMOHaHa Tepamns (nmpoyusane 3011). XumepToHus ce
Habmronasa npu 36,7% OT momynanusTa MaueHTH, YyBCTBUTEIIHUA KbM XOPMOHAIIHA TEPaITus
(npoyusane 3011), B cpaBuenue ¢ 11,8% u 20,2% B npoyusanus 301 u 302. Xunokanuemus: ce
HabmogaBa mpu 20,4% OT Moy nanusaTa MalueHTH, IyBCTBUTEITHN KbM XOPMOHAIHA TEPaITUs
(mpoyusane 3011) B cpaBHenwue ¢ 19,2% u 14,9% B npoyuanus 301 u 302 .

YecToTaTa M TEKECTTa Ha HEXKETAHUTE JICKAPCTBEHU PEAKIUH Ca MO-BUCOKHU IIPH HOATPYIHTE OT
HAaMEeHTH C U3XO0/IeH CKOp 2 3a QyHKIHMOHAIHO ChCTOSHHE 110 CKaylaTa Ha M3royHaTa koonepaTiuBHA
onkonornuHa rpyna (Eastern Cooperative Oncology Group, ECOG), kakTo 1 pu MaiieHTH B
cTapuecka Bb3pact (> 75 years).

Onwucanne Ha U30paHU HEXKETAHU PEaKIny

Cvpoeuno-cv0osu peaxkyuu

B tpure npoyusanus ®aza 1l ce m3kimouBaT ManueHTH ¢ HEKOHTPOJIMPAHA XUIIEPTOHUS, KITHHIIHO
3HAYMMO CHP/ICYHO 3200JsIBaHe, IPOSBEHO KaTO HH(PAPKT Ha MUOKap/a WIIH CIIy4au Ha apTepuasHa
TpomOo03a mpe3 mocjaegHuTe 6 Mecena, TeKKa MM HeCTaOUIHA CTeHOKApAXs, UM Chp/ICYHA
HepoctarbyHOCT Kitac III ummm IV mo NYHA (mpoyusane 301) mwnu cepaeuna HenoctarbuHocT Kirac |l
1o Knac IV (mpoyusanus 3011 u 302), uiu u3mepena dpaxims Ha u3tiaacksane < 50%. Beuuku
BKIIIOUCHU MAalMeHTH (JIEKYBaHU C aKTUBHOTO BEIIECTBO U C I1anedo0) ca JeKyBaH! SAHOBPEMEHHO C
aHJpOTeH-/IePUBAIIMOHHA Teparius, TNIaBHO ¢ npuiokenue Ha LHRH ananosu, kosito e cBbp3aHa ¢
nrabet, nHMapKT Ha MUOKap/a, MO3bYHOCHI0B MHIIUICHT M BHE3aITHA ChpJeYHa CMBPT. YecToTara Ha
CBhpACYHO-CHIOBHUTE HEXENaH! peakiun B ipoyuBanus Paza |1l npu manuentu, npuemamu
abupaTepoHOB aleTaT CIpsMO MAlUeHTH, TPUEMAIIH I1alebo, €, KaKTo cieBa: MPeaChpIHO
MBxIeHe 2,6% cnpsamo 2,0%, taxukapaus 1,9% capsmo 1,0%, arruna nmekropuc 1,7% crpsmo 0,8%,
cbpaeuHa HegoctarbuHocT 0,7% crnpsimo 0,2% u aputmus 0,7% copsmo 0,5%.

Xenamomoxcuunocm

XemnaToTOKCUYHOCT, ¢ moBuiiieHn ctroitHoct Ha ALAT, ASAT u o061 OunupyOuH, ce cro0miaBa npu
MAIMCHTH JICKYBaHU ¢ abupaTtepoHoB arerar. OT KmuHUIHUTE TpoyuBanus Paza I11
XEMaTOTOKCUYHOCT cTernienu 3 u 4 (Hanpumep yBennuenue Ha ALAT wiu ASAT ¢ > 5 nmbtu Hag ULN
WK yBenrdyeHune Ha omnnpyouna > 1,5 metu Han ULN) ce choOimaBa npu okono 6% oT marueHTure,
npreMany adupaTepoHOB aleTar, OOMKHOBEHO Mpe3 IbPBUTE 3 Mecela clie/l HayajloTo Ha JICUEHHUETO.
B mpoyusane 3011 xenaToTokcuuHOCT cTerieH 3 win 4 ce HaOmoaaBa npu 8,4% ot nanueHTuTe,
JIeKyBaHHU ChC aOMPaTEPOHOB aneTar. JleceT OT MalMeHTUTe, KOUTO ca MprueMalii abupaTepoHOB
aleTar, ca MPeyCTaHOBWIM YYaCTHETO CH B IPOYUYBAHETO MOPAIN XENIATOTOKCUYHOCT; ABaMa ca
MOJYYHJITH XEeTIATOTOKCUYHOCT CTEIEH 2, IIeCTUMa — XEMaTOTOKCHYHOCT CTETeH 3 U IBaMa —
XenaToToKkcHu4yHoCT crereH 4. B mpoyusane 3011 HAMa cMBPTHU ClTydan Ha MAI[MEHTH BCIEICTBUE Ha
XEenaToTOKCHYHOCT. B knnHnuHnTe npoyusanust ®Paza Il yBennuenne Ha CTOHHOCTUTE Ha
4epHOAPOOHHUTE PYHKITMOHAITHH MTOKA3aTeNHN € IO-BEPOSITHO JIa ce HaOI01aBa TPH MAIEeHTH C
noBuIieHu u3xoqHu ctoHocTH Ha ALAT wimi ASAT, OTKOJIKOTO NMpH TaKMBa ¢ HOPMAJTHU H3XO0THH
croiinoctu. Korato ce nabmronasa ypenuuenne Ha ALAT wiu ASAT > 5 et nag ULN unmu Ha
ounmpyOun > 3 ety Hag ULN, npueMbT Ha abUpaTepoHOB alleTaT BPEMEHHO Ce MPEKbCBa WM Ce
npekpartsBa. B nBa ciydast € HACTHITIIO U3PA3EHO yBEIMUCHHE HA CTOMHOCTUTE Ha YePHOIPOOHUTE
(GyHKIIMOHATHY NIOKa3aTeny (Bxk. Touka 4.4). [Ipu Te3n 1BaMa manueHTy ¢ HopMaiiHa U3X0/JHa
uepHOIpoOHa Pykuus ce HaOmonasa yeenndenue Ha ALAT u ASAT ¢ 15 no 40 et Hag ULN u
yBenuueHune Ha ommupyouna ¢ 2 1o 6 metr Hajg ULN. Cren cimpane Ha JiedeHHEeTo, YepHOAPOOHUTE
(YHKIMOHATHY MTOKA3aTeNH ca Ce HOPMAIM3UPAIH U [IPH JBaMaTa MaIlMeHTH, a SAHHUSAT OT TSX €
MIOJIO’KEH Ha MOBTOPHO JiedeHue cbe ZY TIGA 6e3 HOBO moBHIIaBaHe Ha cToHOCTHTE. B mpoyuBane
302 noumraBane Ha croitHocTuTe HAa ALAT u ASAT crenen 3 u 4 ce Habmonasa mipu 35 (6,5%)
NAIMEHTH, JIEKyBaHU ¢ abUpaTepoHOB aueTat. [loBuieHnTe CTOHHOCTH Ha aMUHOTpaHcdepasara ca ce
BBH3CTAHOBHJIM JJO HOpMaTa MK BCUYKHU MALUEHTH C W3KII0UYEHNE Ha TpUMa (IBaMa C HOBH
MHOTOOPOWHU YepHOAPOOHHU MeTacTa3u u 1 ¢ mosuieHu croiHOCTH Ha ASAT 6mm3o 3 ceamunu cries
mocJjIeHaTa 103a abuparepoHoB aneTar). B kaunnuanu npoyusanus Pasza Il 3a mpeycraHOBsSBaHE Ha
JIEYCHUETO B pe3ynTar Ha noBumreH: cToiHocTH HAa ALAT n ASAT nnmu abHOopMHA yepHOIpoOHa
¢yHkuus ce cpobmana npu 1,1% oT nanuenTuTe, JeKyBaHu ¢ abupatepoHos aneraT u npu 0,6% ot

10



MAIMEHTHTE, JICKYBaHH C IJIane0o0; He ce ChoOIaBaT CMBPTHH CIIy4au B pe3yJsTaT Ha
XEeHaTOTOKCHYHOCT.

B kTMHUYHM TpOYYBaHUS PUCKBT OT XEMaTOTOKCUYHOCT € HaMalleH ¢ M3KJII0UYBAHETO OT yyacTUe Ha
MAIMEeHTH C XEMaTUT Ha U3XOJHO HUBO WM aOHOPMHU CTOMHOCTH Ha ()yHKIIMOHATHUTE Y€PHOAPOOHHU
nokaszarenu. B nmpoyuBane 3011 marmenTure ¢ uzxoanu croinoctd Ha ALAT u ASAT > 2,5 meTr Han
ropuara rpanuna Ha Hopmara (ULN), 6mmupy6un > 1,5 meti Hag ULN nnu Te3u ¢ akTHBEH WK
CUMITOMATHYEH BUPYCEH XEMaTUT WM XPOHUIHO YePHOAPOOHO 3a00IIABaHe, ACIUT W HAPYIIEHUS
Ha KPhBOCHCHPBAHETO BCICACTBHE HA YePHOAPOOHA NUCHYHKINS ca U3KIIIOYEHH OT yJacTue. B
npoyuBane 301, ca u3KiIOUeHU NanueHTH ¢ u3xoauu crornoctd Ha ALAT u ASAT > 2,5 et

Hax ULN mpu oTchcTBHE Ha 4epHOAPOOHU MeTacTasu, uian > 5 bty Hag ULN mpu Hanmuue Ha
yepHOAPOOHHN MeTacTa3u. B nmpoyusane 302 He ce qOITyCcKaT MallMeHTH ¢ YepHOAPOOHN MeTacTasu, a
te3u ¢ u3xoauu croiiHoctd Ha ALAT u ASAT > 2,5 neru Han ULN ca uskimoyenn. AOGHOpMHUTE
CTOHHOCTH Ha YepHOAPOOHHUTE (PYHKIIMOHATHH MOKA3aTEIH, IPOSBSIBUIIN CE TP MAI[UCHTH,
y4acTBall¥ B KIIMHIYHU MPOYYBAHUS, Ca OWIIM CTPOTO KOHTPOJIMPAHH, KaTO CE € M3UCKBAIO
MIPEKbCBAHE Ha JISYCHUETO U C€ € JIOMYCKAaJIo MOBTOPHO JIEYCHNE CaMO CIIe[] KaTo YePHOAPOOHHUTE
(GYHKIIMOHATHH NIOKA3aTeNH MPH MAMEHTUTE Ce Bh3CTAHOBIT JI0 U3XOMHHUTE (BXK. Touka 4.2).
[Narmmentu ¢ yBenmaenue Ha ALAT wmm ASAT ¢ > 20 metu Hag ULN He ca nexkyBaHH TOBTOPHO.
beszomacHocTTa Ha TOBTOPHOTO JICUSHHE TIPH TE3W MAIMEHTH HE € M3BECTHA U HE € U3SCHEH
MEXaHU3MBT Ha XENaTOTOKCHYHOCT.

Cpo0111aBae Ha OJAO3UPAHU HEKEIAHU PEAKIIAHI

Ch0o0I1aBaHeTO Ha MOI03UPAHU HEIKEIIAHU PEaKIIUKU Clie]l pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa MMO3BOJIsABA Ja MPOIBIKH HAOJIOICHUETO Ha ChOTHOIIICHUETO MOJI3a/PUCK 32
NeKapcTBeHUS MPOoAyKT. OT MEIUIIMHCKUTE CIISIIUAMCTH CE M3MCKBA Ja ChOOIIaBaT BCSIKa
M0JI03MPaHa HeXKeaHa Peakius Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, IIOCOYCHA B

IIpunoxenue V.

4.9 TIlpemo3upane
JlanHuTe 3a peo3upaHe Ha a0MPaTEPOHOB alleTaT PU XOpa ca OrPaHUYEHH.

Hswma cnenudurden antunor. B cinydaii Ha mpego3upane NpUIIOKEHUETO TPsiOBa BpEMEHHO Jia ce
NPEKBCHE U JIa ce IpeAnpreMar oOMYaiiHUTE MOAbPIKAIIY MEPKH, BKITFOUBAIIN IPOCIIe/sIBaHe 3a
ApUTMHH, XUIIOKAIMEMHUS U 32 IIPU3HALM U CUMIITOMH Ha 3albpKaHe Ha TeyHOCTH. YepHoapoOHaTa
(byHKUUS ChIIO TPSIOBA J1a ce OLEHSBA.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 @apmakoguHAMUYHM CBOMiCTBA

®dapMakoTepaneBTHYHA TPYIIA: SHIOKPHHHA TePaIus, IPYTH XOPMOHAIHN aHTATOHUCTH U CPOIHH
cpenctBa, ATC kox: LO2BX03

MexaHHU3bM Ha JICHCTBUE

AOupaTepoHOB areTaT ce npeBpbiia in Vivo B abupatepoH — HHXUOUTOP Ha aHIPOreHHATa
onocuHTe3a. KoHKpeTHO abnpaTepoH HHXHOMpA CEIEKTUBHO JICHCTBHETO Ha EH3UMA
17a-xunpoxcmwiaza/C17,20-maza (CYP17). To3u eH3uM ce excripecupa B M € HE0OX0AnUM 32
aH/iporeHHara OMOCHHTE3a B TECTHKYJIapHATa, HAJI0BOpEYHATA U TIPOCTATHATA TYMOPHA THKaH.
CYP17 xaranu3upa IpeBPbhIIaHETO Ha MPETHEHOJIOH U MPOreCTEPOH B IIPEKYPCOPU Ha TECTOCTEPOH,
CBOTBETHO B iexuapoenuanapoctepos (JIXEA) u anapocTeHanoH upe3 170-XHIpOKCHINpaHe |
pasuenBane Ha C17,20 Bpw3kara. Uaxubupanero Ha CYP17 chio Boau 10 3aCHIIEHO IPOU3BOACTBO
Ha MHHEPAJIKOPTHKOUIHN OT HaAOBOpeuHuTe sKje3u (BK. Touka 4.4).

AHJPOTEH-YYBCTBUTEITHUAT IMPOCTATCH KAPIIMHOM OTrOBapsi Ha JICUCHHE, KOSTO HaMallsiBa HUBaTa Ha
aHIPOTeHUTE. AHIPOTeH-ICTIPUBAIMOHHUTE Tepalnu, Kato edenue ¢ LHRH anamo3n nam
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OPXHEKTOMHUS, HAMAJIBAT IIPOM3BOACTBOTO HA aHAPOT€HH B TECTHUCHUTE, HO HE 3acATaT TAXHOTO
MIPOM3BOCTBO OT HANOBOPEUHHUTE HKIIE3H WIH B TyMopa. JledeHnero ¢ abuparepoH HamalsBa
CEpyMHHUS TECTOCTEPOH 10 HEOTKPHUBAaEeMH HUBA (TIPU U3IOJI3BaHE HA MpeIaraHuTe Ha Mazapa TOTOBU
TECTOBE), KOraTo ce npuiara enHoBpemenHo ¢ LHRH ananosu (wmm opxuekromusi).

dapmakoHAMIYHY eDEKTH

AOupaTepoHOB alleTaT MOHWXKaBa CEPYMHHUS TECTOCTEPOH U IPYT'H aHIPOTEHH JI0 HUBA, TIO-HUCKHU OT
nmocTurHature ¢ npuiarane Ha LHRH anamo3n camoctostenHo niam npu opxuekromus. Toa e
pe3yaTaT OT CeNeKTUBHOTO MHXHOUpaHe Ha en3uM CYP17, HeoOxoauM 3a aHApOTeHHATa OMOCHHTE3A.
PSA cnyxu kaTo OMoMapKep IpH NaIMEeHTH ¢ KapIIMHOM Ha IpocTaTarta. B KIMHUYHO TpOyYBaHe
®a3a 1l npu manueHTH, IOKa3aJIk HEYCIIEX KbM MPEIX0/IHa XUMUOTepanus ¢ Takcanu, 38% ot
MAIMEHTHTE, JIEKYBaHH ¢ abupaTepoHoB arleraT, cperry 10% ot manueHTuTe, JIeKyBaHu ¢ mianedo, ca
nokazanu MuHuMyM 50% crag cpsimo u3xonHuTe HUBa Ha PSA.

Knunnyna edukacHocT 1 6€300acHOCT

EdukacHocTTa € ycTaHOBEHA B TPH PaHIOMHU3HPAHH, IUTAe00-KOHTPOJIMPAHN, MHOTOLICHTPOBH,
kinHnuHK npoyuBanus ®aza |11 (mpoyusanus 3011, 302 u 301) npu narmertd ¢ mHSPC u mCRPC.
Ipoyusane 3011 BrirouBa manueHTH ¢ HoBoauarHoctuipan MHSPC (B pamkute Ha 3 Meceria ciiejl
PaHIOMU3UPAHETO), KOUTO UMAT BUCOKOPUCKOBH ITPOTHOCTUYHH (hakTopH. BucokopuckosaTa
HPOrHO3a Ce OMpPEAes KaTo HATIMYUE HA MUHUMYM 2 OT ciieHuTe 3 puckoBH (akropa: (1) ckop mo
Gleason > 8; (2) Hanuuue Ha 3 WK MOBEYE JIC3UH NIPU CKaHUpaHe Ha KocTHTe; (3) HaTMYue Ha
M3MEPUMH BHCIIEPATTHH (C M3KITI0YCHNE Ha 3a00Is1BaHe Ha TUM(HUTE BH3IIH) METacTa3u. B akTHBHOTO
pamo abupatepoHOB arerat ce npuiara ¢ g103a 1000 mg qHeBHO B KOMOMHALIMS ¢ HUCKA 1032
npeHr30H 5 MY BeAHBK qHEBHO B nonbiHeHne kbM ADT (aronuct Ha LHRH mnn opxuexkromus),
KOETO € cTaHAapHOTO JeueHue. [lanmenTure B KoHTpOoIHOTO pamo nonydaBaT ADT u mnane6o kakTo
3a abMpaTepoOHOB alleTar, Taka U 3a npeIHu30H. B nmpoyusane 302 ca BKIIIOUEHH MAI[MEHTH, KOUTO HE
ca JIEKyBaHU C JIOIeTaKceN, a B mpoyuBane 301 — marueHTH, NpeMUHAIN MPEIX0IHO JICUCHHUE C
nouerakcedn. [larmuenture ca mpuemanu LHRH anamor mwim ca npemuHasmy gedeHue ¢ opxuekTomus. B
rpymara Ha aKTUBHO JiedeHHe a0upaTepoHOB alerar ce npuiara B 103a ot 1 000 mg aueBHO B
KOMOMHAIIMS C HUCKA 71032 MIPEIHU30H WK MPEIHU30JI0H 5 My 1Ba mbTH JHEBHO. KOHTpOIHUTE
MalMeHTH NOoTy4aBaT Mianebo 1 HIUCKa 7032 MPETHU30H WIIH MIPEJHU30JI0H 5 mg /1Ba ITbTH THEBHO.

IIpomeHuTe B cepyMHUTE KOHLEHTpauuu Ha PSA He BUHAry roBopsIT 3a KIMHUYHY MOJ3U. 3aTOBa U
BBB BCHUKH NPOYYBAHUSA CE MPENOPHUBA MAIIMEHTUTE J]a OCTAaHAT Ha JICYCHUATA, TPOBEXKIAHH 110
NPOYYBAHETO, 10 MOCTUraHEe Ha KPUTEPUUTE 3a IPEYCTaHOBSIBaHE, [IOCOYEHH M0-J0IYy 32 BCAKO
pOyYBaHe.

B HUTO €HO OT MpoyYBaHUATA IPUIIATAHETO HA CIIMPOHOJIAKTOH HE € pa3peleHo, Thil KaTo
CIIUPOHOJIAKTOH CE CBBP3Ba C aHJPOT€HHUTE PELIENITOPU M MOKE Jia TOBUIIK HUBaTa Ha PSA.

Ipoyueane 3011 (nayuenmu c nosoouaznocmuuupan eucoxopucxkoe mHSPC)

B mpoyusane 3011 (n=1199) mennanara Ha Bb3pacTTa Ha BKJIIOYEHUTE NAUeHTH € 67 rogunu. bposr
Ha MAIMEeHTHUTE, JIEKyBaHU ¢ abUpaTepOHOB alleTart, 1o pacoBa rpymna e 6enu 832 (69,4%), asuaruu
247 (20,5%), uepHokoxxu wiu adpoamepukanim 25 (2,1%), npyru 80 (6,7%), HeusBecHa/He ce
cpobmasa 13 (1,1%) 1 aMepuKkaHCKH WHAWAHIM WM KOpeHHO HaceneHue Ha AJsicka (0,3%). CkopbT
3a pynkuuonanHo cberosHue Mo ECOG e 0 wum 1 pu 97% ot nanuenture. [lanuenTrTe ¢ M13BECTHH
METacTa3u B MO3bKa, HEKOHTPOJIMPAaHA XUIIEPTOHUS, CEPHO3HO ChPIEYHO 3a00ISIBAaHE WM ChpPIETHA
HenoctarbyHOCT Kiac I mo NYHA ca uskimtodenu. [lanuenture, KOUTO ca JIEKYBaHU € MPEIIECTBAILA
(bapmakoTepansl, JIbUEICUCHNUE UK ONEepalys 3a METaCTaTUYeH paK Ha MpocTaTara ca U3KIIUEHH, C
m3KrodeHue Ha 1o 3 mecera ADT wn 1 Kype manmatTuBHO 00IBYBAHE WIIM XUPYPTAIHA TEPaAIUs 3a
JIeYeHNe Ha CUMIITOMH, MPOU3THYAIIN OT MeTacTa3u. ChbBMECTHUTE ITbPBUYHU KPAiHN TOUYKH 32
etukacHocT ca o61a npexussiemoct (OS) u npexussieMoct 0e3 peHTreHorpadeka nporpecus (rPES).
Mennanara Ha U3XOIHUS CKOp 3a 00JKa, M3MEPEH ¢ OMOIITa Ha ChkpaTeHaTa gopma Ha KpaTbk
BBIIpOCHUK 3a Goskara (Brief Pain Inventory Short Form, BPI-SF), e 2,0 kakTo B rpymara Ha aKkTHBHO
JiedeHune, Taka 1 B TpymnaTa Ha 1uiane6o. OcBeH 4pe3 N3MEPHUTETNTE Ha ChBMECTHUTE TbPBUYHH
KpaifHu TOYKHM M0J3aTa € OLIEHEHa U ¢ TIOMOIITa Ha BPEMETO 10 ChOUTHE, CBBP3aHO

¢ koctHara cucrema (SRE), BpeMeTo 110 mocieBaiia Tepamnusi 3a poCcTaTeH KapiuHOM, BPEMETO JI0
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3al0YBaHe HAa XMMHOTEPAIs, BpeMETO JI0 ITporpecHs Ha OoJIKaTa 1 BPEMETO 110 porpecust Ha PSA.
JleuenneTo MPOIBIKABA JIO IPOTPECHs Ha 3a00JIIBAHETO, OTTETJISIHE HAa CHIVIACHETO 3a y4acTue,
MosIBaTa Ha HEMPUEMIINBA TOKCUYHOCT WIIK CMBPT.

[IpexxuBsiemocTTa 6€3 peHTreHorpad)cka Mporpecus ce OmpeAess KaTO BPEMETO OT paHAOMH3UPAHETO
IO TIOsIBaTa Ha peHTreHorpadcka mporpecus WM CMBPT 110 KaKBaTO U Ja € IPUUHHA.
PenTrenorpadckara nporpecus BKIIOUBa MPOTPECHS, YCTAHOBEHA Upe3 CKaHUpaHe Ha KOCTHTE
(chrmacHO M3MEHEHHTE KPUTEPHUH Ha paboTHATa rpyra 3a nmpocraTeH kapiunoM 2 (Prostate Cancer
Working Group-2, PCWG2)) niu nporpecus Ha MEKOThKaHHUTE JIC3UH, YCTAHOBEHA C ITOMOIITA Ha
KT wiu SIMP (chriacHo kpuTepuu 3a OlieHKa Ha OTTOBOpa MpH coymaHu Tymopu (Response
Evaluation Criteria In Solid Tumors, RECIST)).

HaGmronaBana e 3Haunma pasnuka B rPFS mexny TepaneBruunute rpynu (Bx. Tabnuma 2 u
¢urypa 1).

Tadauna 2:  IIpexkuBsieMocT 0e3 peHTreHorpadcka mporpecusi — crpaTuGUIIMPaH aHAIN3,
Intent-to-treat monynauusi (mpoyusane PCR3011)

AOupaTepoHOB areTar ¢

[Ipeanuzon
AA-P [Tname6o

Panmomusupanu yqacTHHLIN 597 602

Cbe cnbutHe 239 (40,0%) 354 (58,8%)

Lensypupanu 358 (60,0%) 248 (41,2%)
Bpeme 10 cnoutHe (Mecerm)

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

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

p-croitHOCT? < 0,0001

Koedumumenr na puck

(95% CI)° 0,466 (0,394, 0,550)

Benexka: +=nensypupano Habmoaeane, NE=ne moxe mga 6b1e nzuncneno. Ciryuante Ha peHTreHorpadceka
MPOTpecHst U CMBPT ce cuuTat 3a onpeaensiu rPFS crouTrero. AA-P=nauueHtu, npuemManu abupaTepoHOB
arerar ¥ NpeJHU30H.

& p-croitHocTTa € mosydyeHa ot log-rank tect, ctpatudunupan mo ECOG ckop 3a QyHKIIHOHAIHO ChCTOSIHUAE
(0/1 vnu 2) u BucuepanHu Jie3un (JIUIICA UITH HATHYHE).

KoeduuneHTHT Ha PUCK € MOJyYeH OT CTpaTH(GHUIUPAH MPOMOPIMOHANICH PUCKOB Mojiell. KoedurmeHt Ha
puck <1 e B momza Ha AA-P.

6
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®@urypa 1: Kpusu na Kaplan-Meier 3a npexxuBsiemocT 6e3 pentrenorpagceka nporpecus; Intent-to-
treat momysamus (mpoyuBane PCR3011)
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Meceum cneg paHaOMU3KPaHeTo

PUCKOBM NaumenTH
ABupareponos ausrar 597 533 464 400 353 316 251 177 102 51 21

NMnaueGo 602 488 367 289 214 168 127 81 4 17 7
e AGWPATEPONOS JULTAT =« = =+ = = [Inauebo

HabmronmaBa ce cratiuctuyecku 3HauMMO mmooOpenwne Ha obmaTa npexusseMoct (OS) B momsa Ha AA-
P mrroc ADT ¢ 34% nonwkeHre Ha prcka OT CMBPT B cpaBHeHHe ¢ mianebo mroc ADT (HR=0,66;
95% ClI: 0,56, 0,78; p<0,0001) (Bx. Tabmuma 3 u purypa 2).

Table 3: O01ma Npe;KuBSIEMOCT NPH MANMEHTH JeKYBAHH WM ¢ a0HPATEPOHOB alleTAT, WJIH ¢ IJ1ane6o
B npoyuBane PCR3011 (Intent-to-Treat ananu3)
O0wma npe:kuBsieMocT AOupaTepoHOB aleTaT Il1aneoo
C NMPeTHN30H (N=602)
(N=597)
Cwmppr (%) 275 (46%) 343 (57%)
MeuaHa Ha npexuBsieMocTTa (Mecelu) 53,3 36,5
(95% ClI) (48,2; NE) (33,5; 40.0)
Koeduiuent na puck (95% CI)? 0,66 (0,56; 0,78)

NE=ne Moxe na Ob€ U3UUCICHO
! Koe(uIMEHTHT HA PUCK € MOJIyYeH OT CTpaTH(UIUPaH IPOIOPIMOHAIeH MoJeN Ha puckoseTe. Koedumuent
Ha puck <1 e B moi3a Ha abUpaTepOHOB aIrleTaT ¢ MPETHU30H.
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®durypa 2: Kpusu na Kaplan-Meier 3a o6ma npexusiemoct; Intent-to-treat momyaamus
(anaamu3 Ha mpoyusane PCR3011)
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Mecemm ciel paHIOMH3HPAHETO

PHCKOBH NallHeHTH

AGHDATepOHOB alleTaT 597 565 529 479 425 389 351 311 240 124 40 0 0
IMmamebo 602 564 505 432 368 315 25 220 165 &9 23 0 0

ADHpaTepoHOE aneTaT — — — — [L1amebo

AHanu3uTe Ha MOJATPYIIUTE HEM3MEHHO ca B I0JI13a Ha JICUCHUETO ¢ abuparepoHoB aneraT. EQekTsT oT
nedenueTo ¢ AA-P Bepxy rPFS u OS B npenBapuTenHo onpeaeaeHnTe NOArpYyNy € OJIaronpusiTeH u
CHBMECTHM C 00II[aTa MOMyJays B IpOyYBaHETO, ¢ u3kKiIroueHune Ha noarpynara ¢ ECOG ckop 2,
KBAETO HE ce HabJ0AaBa TeHACHIUS KbM 110133, HO MAJIKHT pa3Mep Ha n3Bajkara (n=40)
OrpaHHyYaBa M3BJIMYAHETO HA 3HAYMMO 3aKJIIOYCHHUE.

B nomenHeHNE KM HAONIOIaBaHOTO NO00peHKe Ha o0Iara nmpexuseMoct U IPFS e
JIEMOHCTPHpPAHA TI0J13a OT JICYSHUETO ¢ a0UPATEPOHOB AIETAT CIIPSIMO MIANE00 MPHU BCHUKU
MPOCIICKTUBHO OTPEACICHH U3MEPUTEIN Ha BTOPUIHHUTE KPAHU TOYKH.

Ipoyusane 302 (nayuenmu, Koumo He ca NPOBENCOANU XUMUOMEPANUSL)

ToBa npoyuBaHe BKIIOYBA MAIMEHTH KOUTO HE ca MPOBEXKIAU MPEIX0IHA XUMHOTEPAITHs, KOUTO ca
ACHMITTOMATHYHH WJIU C JIEKO M3pa3eH CUMIITOMH ¥ 32 KOUTO XMMHOTEPAIHs BCE OIllE HE € KIMHUYHO
noka3zana. Ckop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a naii-nomara 6onka B
nociegHuTe 24 yaca € CueTeHa 3a aCHMIITOMaTHYHA, KaTO CKOp OT 2-3 ce cuMTa 3a JIEKO U3pa3eHa
CHUMIITOMATHKA.

B npoyusane 302 (n=1 088) menuanara Ha Bb3pacTTa Ha BKIFOUCHUTE MTALlMEHTH € 71 roAWHH 32 Te3H,
JISKyBaHH ¢ aOMPATEPOHOB alleTaT ILIIOC IPEAHU30H WIN NPEIHU30J0H U 70 TOIUHM 3a MAIUEHTHTE,
JISKYBaHHM C TUTa1e00 IUIF0C IPEIHU30H WIIH MTPEIHU30JI0H. BposT Ha MalueHTHTe, JICKyBaHH C
abupaTepOHOB aIleTar, o pacoBu rpynu e: oemu 520 (95,4%), yepnokoxwu 15 (2,8%), azuatim 4
(0,7%) u apyru 6 (1,1%). 76% ot mauuentute umar ckop 0 3a (yHKIHNOHAIHO CHCTOSIHUE TI0 CKajlaTa
Ha M3TouyHara kooneparuBHa oHkojioruuHa rpymna (Eastern Cooperative Oncology Group, ECOG), a
24% ot naruentuTe— ckop 1 u B aBeTe pameHa. 50% OT MalMEeHTHTE UMAT CaMO KOCTHH METacTasH,
npyru 31% uMaT KOCTHU ¥ MEKOTHKaHHH METACcTa3! WIK METacTa3u Ha JIMM(HUTE BB3IH, a 19% nmar
caMo MEKOTHKaHHHM METACTa3M WK METACTa3H Ha JTuM(pHUTE Bb3IU. [lalieHTHTEe C BUCIICpATHH
MeTacTasu ca u3KoYeHn. ChBMECTHUTE IIBPBUYHU KPAHN TOUKH 33 €UKACHOCT ca o0IaTa
MIPEKUBIECMOCT U TIPSXKHUBIEMOCTTa Oe3 peHTrenorpadcka nporpecus (rPFS). B nonbnHeHne kbm
MOKA3aTEeNINTE 32 ChBMECTHUTE IbPBUYHM KPAifHU TOYKH € OIIEHEHA M I0J13aTa C MOMOIIITa Ha BPEMETO
IO TIPIJIO’KEHUE Ha OTHAT Cpelly KapIHHOMHATa O0JKa, BPEMETO 10 3all0YBaHe Ha IIUTOTOKCHYHA
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XUMHUOTeparus, BpemeTo 1o Biormasane Ha ECOG ckopa ¢ > 1 Touka u BpeMeTo 10 MPOorpecus Ha
PSA cbriacHo KpuTepunTe Ha paboTHaTa rpyma 3a nmpocrareH kapiaom 2 (Prostate Cancer Working
Group-2, PCWG 2). JIeueHusta o mpoyduBaHusITa ce€ MPEKPaTIBAT B MOMEHTA HA OYCBUIHA KIIMHUYHA
nporpecus. JleueHusita MOXKe Jla ce IPEKPaTAT U B MOMEHTA Ha IOTBhPJICHA peHTreHorpadcka
MIPOTPECHs 10 MPEICHKA Ha H3CIIeTI0BATES.

[IpexxuBsemoctra 6e3 peHTreHorpadcka nporpecus (rPFS) e oneHena ¢ momorira Ha CeKBEHIIMATHU
o0pa3uu npoyuBanus ceriaacio PCWG2 kpurepunte (3a KOCTHH JIE3UN) U N3MEHEHUTE KPUTEPUH 32
OIICHKA Ha 0TroBopa mpu conuaau Tymopu (Response Evaluation Criteria In Solid Tumors, RECIST)
(3a MmexoTwhkaHHU Jie3un). [Ipu ananu3a Ha rPFS e u3non3BaHa eHTpaIHO ChriTacyBaHa
peHTreHorpagcka oleHKa Ha MpOrpecusTa.

B mnanupanus ananu3 Ha rPFS npu 401 cinygas 150 (28%) ot nanmueHTuTe, JICKYBaHU ¢ a0UpaTepOHOB
arerat u 251 (46%) oT JeKyBaHHUTE C IJIae0o0 ca UMaid peHTreHorpadcku qoka3aTesicTBa 3a
mporpecust wiu ca nmounHanu. HabmronaBana e 3HaunMa pasiuka B rPFS mMexmy TepaneBruannTe
rpymu (BK. Tabnuia 4 u ¢purypa 3).

Ta6muua 4:  IIpoyuBane 302: [Ipe:xxkuBsiemocT 6e3 peHTreHorpagcka mporpecusi mpu
NalUEHTH, JJeKYBAHU ¢ A0UPATEePOHOB alleTaT MM IUIane00 B KOMOMHALMSA C
NPEeIHU30H WIHN NPEeIHN30JI0H I1I0c aHaJI031 Ha LHRH nim npepmecrsama

OPXHMEKTOMHUS
AOupatepoHOB Inauedo
amerar (N=542)
(N=546)
IpesxxuBsieMocT 0e3 peHTreHorpagcka
nporpecusi (rPFS)
IIporpecus wiu CMBPT 150 (28%) 251 (46%)
Menuana Ha rPFS B mecenn He e nocturnara 8,3
(95% ClI) (11,66; NE) (8,12; 8,54)
p-cToiiHocT* <0,0001
Koedunumenr na puck (HR)** ,
(95% CI) 0,425 (0,347; 0,522)

NE=He e uzuuciena
*  p-croitHocTTa € nojy4deHa ot log-rank rect, crpatudunmpan no uzxoxed ECOG ckop (0 wm 1)
** HR < 1 B mon3a Ha aOUPaTEPOHOB aIleTaT

®@urypa 3: Kpusu na Kaplan-Meier a npe:kuBsieMocT 0e3 peHTreHorpag)cka nporpecusi npu
NALMEHTH, JIEKYBAaHHU ¢ a0UPATEPOHOB alleTAT WU IU1ale00 B KOMOMHAIMA C
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NPEIHU30H UJIH ITPEAHU30J/I0H IUIIOC AaHAJI03U HaA LHRH nau npeamecraaina
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AA= AGuparepoHOB aneTar

JaHHu 3a manyeHTUTe NPOAbDKABaT Aa ObJaT ChOMpaHHU 10 JaTaTa Ha BTOPUS MEXAWHEH aHaJI3 Ha
obmara npexussiemoct (OS). Pentrenorpadckara onenka Ha nzcnenonatens Ha rPFS, nanpasena
KaTo MOCJIE/IBAIl] aHAIN3 Ha YYBCTBUTEIHOCTTA, € MpecTaBeHa B Tabnuna 5 u ¢purypa 4.

Hlecrcrotun u cenem (607) manueHTH ca MMl PEHTTeHOrpad)cKa MPOrpecus WM ca MOYHHAIIN:
271 (50%) B rpynata Ha abuparepoHoB aneraT u 336 (62%) B rpymnata Ha riane6o. Jleduenuero ¢
abupaTepoHOB alleTaT HaMalsiBa PUCKa OT peHTreHorpadcka nporpecus Uiu cMbpT ¢ 47% B
cpasrenwe ¢ rae6o (HR=0,530; 95% CI: [0,451; 0,623], p < 0,0001). Menuanara na rPFS e
16,5 mecena B rpymnaTa Ha abUpaTepoOHOB arerat u 8,3 Mecela B IpyraTta Ha 1ianeoo.

Tabmmua 5:  IIpoyuBane 302: IIpe:xuBsieMocT 6e3 peHTreHorpadgcka nporpecus npu
NMANMEHTH, JIEKYBAHHU ¢ a0MPaTePOHOB aleTaT WM Iuianedo B KOMOMHALHSA ¢
NMPeJIHU30H WIN NPeJHN30J10H IIroc anajao3u Ha LHRH wian npegmecrBama
OpPXHeKTOMMUA (NP BTOPH MeKIMHEH aHAJIN3 HA 001aTa MPeKNBAEMOCT-
OLIEHKA HA M3CJIe10BaTeJIs1)

AOHpaTepoOHOB aneTaT IInanedo
(N=546) (N=542)
Ilpe:xxuBsieMocT 6e3
peHTrenorpagcka
nporpecus (rPFS)
[Iporpecus WK CMBPT 271 (50%) 336 (62%)
Menunana Ha rPFS B Mecenu 16,5 8,3
(95% CI) (13,80; 16,79) (8,05; 9,43)
p-cToiiHoCcT* <0,0001
KoeduiueHt Ha puck™* 0,530 (0,451; 0,623)
(95% CI) ’ T

*  p-croitHocTTa € noiydeHa ot log-rank rect, crpatudunupan no nzxoxes ECOG ckop (0 wm 1)

** KoedumueHt Ha puck < 1 B non3a Ha aOUpaTepoOHOB aleTaT
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®@urypa 4: Kpusu na Kaplan-Meier 3a npe:xxuBsieMocT 6e3 peHTreHorpadcka nporpecust
NpH NAIUEHTH, JJeKyBaHHU ¢ a0UPATEPOHOB aALETAT WIH IJ1a1e00 B KOMOMHAIUS €
NMPEAHNU30H WIH NMPEeIHU30JI0H I110¢ aHaa03u Ha LHRH niam npenmecrsama
opxHeKTOMUS (IPU BTOPH MeKTMHeH aHam3 Ha OS-01leHKa HA U3CJIeI0BaTeIs)

% nauueHTn 6e3 NPorpecun uam CMbLPT

0
0 3 6 9 12 15 18 21 24 27 30
Mecerst C3e3 pasxacouapanerd
AA 546 485 389 311 240 195 155 85 38 9 0
MMhauebo 542 406 244 177 133 100 80 37 14 1 0
-== IInaueGo  AA

AA=AOupaTepoHOB aneraT

IIpoBeseH e miaHupan MexxauHeH ananu3 (interim analysis, IA) va OS ciieq 333 cMBpPTHH Citydas.
ITpoy4yBaHETO € HE3aCNIENEHO ¢ OTJIe/l Ha 3HAYMMOCTTa Ha HAOJII0JaBaHUTe KIIMHUYHH MTOJI3U M Ha
MAIMEHTHUTE B IPyIaTa Ha mianedo e mpesiokKeHO JieueHue ¢ abuparepoHoB arerar. Obriara
MPEXUBIEMOCT € TO-ABJIra MPU a0UPATEPOHOB AIETAT CIPSIMO Ianedo ¢ 25% MOHMKEHNE Ha pUCKa
ot cmbpt (HR = 0,752; 95 % CI: [0,606; 0,934], p=0,0097), Ho manuuTte 3a OS He ca 10CTaThYHU U
MEXIUHHUTE PE3YJITATH HE OTTOBAPAT HA MPEABAPUTEIHO OMpPE/Ie/icHATa TPAHUIIA 33 CIIMPAHE ChC
CTaTUCTHYECKA 3HAUNMOCT (BK. Tabnua 4). [IpocneasiBaHeTo Ha MPEKUBIEMOCTTA € MPOIBIKUIIO
cien to3u IA.

[TnanupanusaT okoHuateneH ananus 3a OS e mpoBesieH, cien KaTo ca HaOmogaBanu 741 cMBpTHH
ciydast (cpeaHo npociesBane 49 mecera). [lounnanu ca 65% (354 ot 546) ot manueHTUTE,
JISKyBaHM ¢ aOMPaTepPOHOB alleTaT, B cpaBHeHHE CbC 71% (387 ot 542) oT naryieHTuTe, JCKyBaHU C
tane6o. JleMoHcTpupaHa e ctaTucTrdecky 3Haunma OS B 10J13a Ha TpyIiaTa, JeKyBaHa ¢
abupareponoB anetar ¢ 19,4% nonmkenue Ha pucka ot cMbpT (HR = 0,806; 95% CI: [0,697; 0,931],
p=0,0033) u mogoOpenue Ha cpeanara OS ¢ 4,4 mecena (abuparepoHos arerat 34,7 Mecelia, miamnedo
30,3 meceria) (Bx. Tabauia 6 u purypa 5). Toa nogoOpeHue ¢ 10ka3zaHo, Bbpeku de 44% ot
MAIMEHTHUTE B rpyIaTa Ha Tianedo ca MmoJydrin aOupaTepoOHOB alleTaT KaTo MMOCIIe/IBaIla TeParsl.
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Taoauua 6:  IIpoyuBane 302: O01ma npe;KUBAEeMOCT HA NALIMEHTHUTE, JIEKYBaHH C
a0UpaTepoOHOB aleTAT WJIH NIJIane00 B KOMOMHALMS ¢ MPEeIHN30H HJIH
NMpPeIHU30/10H 1I0c¢ aHano3u Ha LHRH win npeamecreama opxueKTOMHUA

AOMpaTepoHOB aneTaT Inane6o
(N=546) (N=542)
MexIMHEeH aHAJIN3 32
NPEKUBSIEMOCT
CMmbpT (%) 147 (27%) 186 (34%)
Menuana Ha He e nocturnara 27,2
MPEXUBIEMOCTTA (NE, NE) (25,95; NE)
(mecenn)
(95% CI)
p-croiinocT* 0,0097
Koedumuenr na
pHCK** 0,752 (0,606; 0,934)
(95% ClI)
OxoHYaTeIeH aHAIN3
3a MPEKNBAEMOCT
CumbpT (%) 354 (65%) 387 (71%)
Menuana Ha oOmiara 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
MPEKUBIEMOCT
(Mmecern)
(95% CI)
p-cTotinocT* 0,0033
Koedumuenr na
puCcK** 0,806 (0,697; 0,931)
(95% CI)

NE=He e nzuncnena
*  p-croitHOCTTa € monydeHa ot log-rank tect, ctpaTudumupan o mxoxeH ECOG ckop (0 wm 1)
** Koe¢uuueHt Ha puck < 1 B 1oJyiza Ha abUPaTEPOHOB alleTaT

®@urypa 5: Kpusu na Kaplan-Meier 3a npexxuBsieMocT NpH MalUEHTH, JIEKYBaHH ¢
adMpaTepoOHOB aLeTaT WIH IJ1aned0 B KOMOMHALUSA ¢ NPeIHU30H HIIH
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NMpPeAHN30J10H II0c aHaao3u Ha LHRH uiu npeamecrBamnma opxueKToMus,
OKOHYATeJIeH aHaAJIH3
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B nonbiiHeHHE KbM HAOJIIO/ITaBaHUTE 1TOI00pEeHMs B 001aTa nmpexkuBseMmoct u rPFS ca
JIEMOHCTPHPAHH TOJI3H Ha JICYSHUETO ¢ abUPaTepPOHOB aleTaT CIPsAMO TUIanedo NPy BCUYKH
MOKa3aTelld Ha BTOPUYHU KpailHU TOYKHU, KaKTO CJe/IBa:

Bpewmeto no nporpecus Ha PSA cerimacao PCWQG2 kputepunrte: MeauanaTa Ha BpEMETO 10
nporpecust Ha PSA e 11,1 mMecena 3a nmanueHTy, npueMaliy abupaTepoHoB aueTar u 5,6 mecena 3a
nanuenTH, nprueMarn wiarne6o (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemero 10
nporpecust Ha PSA npuOIM3UTEIHO Ce € YIBOMIIO MPH JICYSHUETO ChC a0MPATSPOHOB aIleTaT
(HR=0,488). ITpo1ieHTHT Ha MAMEHTHTE C TIOTBBPAEH PSA OTrOBOp € MO-TOJIsM B TpyIiara Ha
a0bMpaTepOHOB aIleTaT, OTKOJIKOTO B Ta3u Ha 1miane6o (62% crapsmo 24%; p < 0,0001). [Tpu nanuentn
C M3MEpPHMHU MEKOTHKaHHH 3200 IsIBaHUs ce HAOJI0/[aBa 3HAYMMO MTOBHIIICH OPOM ITBJIHU M YaCTHYHH
OTrOBOPH Ha TYMOpa IPH JICYUEHHETO C a0UPaTEPOHOB aIleTaT.

Bpemero J10 puItoyKeHHEe Ha ONUAT Cpelry KapIlMHOMHATa 00JKa: MeinaHaTa Ha BPEMETO JI0
NPUIOKEHUE Ha OTHAT cpelly OoJIkaTa IpH MPOCTaTeH KapIMHOM I10 BpeMe Ha OKOHYATEITHUS aHATN3
e 33,4 Mecena Ipy MalMEeHTH, TpUeMalu abUpaTEepOHOB aleTaT, a Py Te3H, pHeMally mianedo, e
23,4 mecena (HR=0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpewme 5o 3amouBane Ha HIUTOTOKCHUYHA XUMHOTEpanus: Meananata Ha BpeMETO JI0 3alI0YBaHE Ha
[IUTOTOKCUYHA XUMHUOTeparnus € 25,2 Mecela npu MalleHTy, pueMaiiy abuparepoHos anerat u 16,8
Mecela IpH nanuenTs, mpueMariy mane6o (HR=0,580; 95% CI: [0,487; 0,691], p < 0,0001).

Bpeme no Biomasane Ha ¢pynkunonanaust ECOG ckop ¢ > 1 Touka: Meaunanata Ha BpeMeTO J10
BiomasaHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 mecena npu manyueHTH, TpUeMaIiy abnupaTepoOHOB
arerat u 10,9 Mecera npu marmenTH, npuemanty miaredo (HR=0,821; 95% CI: [0,714; 0,943];
p=0,0053).
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Crnemaute KpallHM TOYKH B IPOYYBAHUATA MTOKA3BAT CTATUCTUYESCKU 3HAYUMO TPETUMCTBO B T10J13a Ha
JICUCHUETO C a0MPATEPOHOB alleTaT:

O6ekTuBeH 0TroBop: OOSKTUBHUAT OTTOBOP € OMpEeicH KaTo MPOIICHT Ha MAIUEHTHTE C H3MEPUMO
3a00IABaHe, MOJTYYHIIN ITBJIeH Win 9actudeH oTroBop chriacHo RECIST kpurepunte (pa3mepbT Ha
JUM(pHUTE BB3JIM Ha U3XOHO HUBO TPsIOBa Ja € > 2 CM, 3a Ja Ce CUMTa 3a TapreTHa JIe3us).
[IpoleHThT Ha MAMEHTHTE C U3MEPUMO 3a00JIIBaHE HA U3XOTHO HUBO, MOTYYMIA 00CKTUBCH
OTroBop, € 36% B rpynara Ha abuparepoHoB arerar u 16% B rpynara Ha rwiane6o (p < 0,0001).

bonka: JleueHrneTo chc abUpaTEpOHOB alleTAT 3HAYMMO HAMAaJIsBa PUCKa OT MPOTPECHsI Ha CPETHUS
HWHTEH3UTET Ha Oonkara ¢ 18% B cpaBHenwue ¢ mianedo (p=0,0490). Mennanara Ha BpeMETO 10
mporpecus € 26,7 Mecera B rpynara Ha abuparepoHoB arerat u 18,4 mecena B rpymara Ha miamne6o.

Bpeme o Bnomasane Ha FACT-P (0011 ckop): Jie4eHHUETO ¢ adupaTepOHOB alleTaT HaMaJIsiBa PUCKa OT
siomasane Ha FACT-P (0611 ckop) ¢ 22% B cpaBHeHue ¢ 1wiane6o (p=0,0028). Meauanara Ha
Bpemeto 1o BiomasaHe Ha FACT-P (061 ckop) e 12,7 Mecerna B rpynara Ha aOUpaTepOHOB aleTar u
8,3 Mecena B rpymnata Ha mianeoo.

Ilpoyusane 301 (nayuenmu, xoumo ca npogexcoanu npeoxo0Ha XUMuomepanus)

B npoyusane 301 ca BKiIrOYeHH NaMEHTH, JISKYBaHU MPeaH ¢ aouerakcen. He ce u3ncksa Te na
MIOKa3BaT Nporpecysi Ha 3a00JsIBAHETO MU JICYEHHETO C TOLETaKCeN, Thii KATO TOKCUYHOCTTA OT Ta3H
XMUMHOTEpaIus MOXKe Jia € J0BeJia /10 MpeKpaTsaBaHe Ha jJedyeHueTo. [lanuenTure npoapinkaBar Ha
MIPOYUYBaHOTO JiedeHue 10 nporpecusd Ha PSA (moTBbpaeHo yBenuueHue ¢ 25% Hax u3xoaHara
CTOMHOCT/HaAMpa Ha MaIeHTa) 3aeIHO C peTreHorpadcka 1 CHMOTOMAaTHYHA WM KJIMHUYHA
nporpecusi, ieuHUpaHu 1Mo NpoTokod. [lanuenTy, 1eKyBaHu npean ¢ KETOKOHA30I 32 PaK Ha
npocTarara, ca U3KJIIOUeHHU OT poyuBaHeTo. [IbpBudHaTa KpaiiHa Touka 3a epukacHoCT e obmara
MPEKHUBSIEMOCT.

Mennanata Ha Bb3pacTTa Ha MAIMEHTHTE, YIaCTBAIIM B TPOYYBAHETO, € 69 roaunu (muamazon 39-95).
BposT Ha manueHTuTe, JIEKyBaHN ¢ aOMPaTEepPOHOB aleTar, Mo pacoBu rpynu ¢ 6emu 737 ( 93,2%),
yepHokoxu 28 (3,5%), asuarim 11 (1,4%) u npyru 14 (1,8%). EaunaneceT nporeHTa OT BKIIOYSHUTE
MAIMeHTH UMaT CKOp 2 Ha ()YHKIIMOHATHOTO chcTosiHHE 1o ckanata Ha ECOG; 70% umar
peHTreHorpad)CcKu JIJaHHU 32 MPOTrpecHs Ha 3a00JIsIBAHETO Che WiH Oe3 nporpecust Ha PSA; 70% ca
MOJYYHIIN TIPE/IM TOBA eJTHA IUTOTOKCHYHA XuMHoTepamnus, a 30% ca momyuwnu ase. Hanmnune Ha
4epHOAPOOHH MeTacTasu uma rpu 11% oT marueHTuTe, JIeKyBaH! ¢ abUpaTEPOHOB aIleTaT.

ChIitacHO TUTAaHUPAHUS AaHAIN3, TPOBEJICH cliell 552 cMbpTHH ciydasi, ca mounHanu 42% (333 ot 797)
OT MAaIMEHTHUTE, JICKYBaH! ¢ aDMpaTepoOHOB arlerar, B cpanenue ¢ 55% (219 or 398) or nanuenrure,
JeKyBaHH ¢ Tiarne6o. CTaTUCTHYECKH 3HAYMMO TOI00pEHHE B cpeaHaTa 001a mpeKuBsIEMOCT Ce
Ha0JII0/1aBa MPH MTAUCHTHTE, JIEKYBaHH ¢ aOUpaTepoHOB aretaT (BK. Tabmuia 7).

Tadauua 7:  OO6ma npe:kuBsieMOCT HA NALMEHTH, JeKYBaHH ¢ a0HPaTEePOHOB alleTaT WM C
J1anedo0 B KOMOMHALMS ¢ IPEJHU30H WM NpeaHn30/10H iiroc LHRH ananosn
WJIH TIpeAlIecTBAIA OPXHEKTOMHUS

AOMpaTepoHOB aneTaT IInanedo
(N=797) (N=398)
II'epBUYeH aHAIN3 HA
NPe;KUBSAEMOCTTA
CwmpptHOCT (%) 333 (42%) 219 (55%)
MeauaHa Ha PEKUBIEMOCT (MECELIH) 14,8 10,9
(95% ClI) (14,1; 15,4) (10,2; 12,0)
p-cToiiHOCT? < 0,0001
Koeduruent Ha puck (95% CI)° 0,646 (0,543; 0,768)
AKTyaJM3HPaH aHAJIN3 HA
Npe:KUBSIEMOCTTA
CwmaprHOCT (%) 501 (63%) 274 (69%)
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MeauaHa Ha PEKUBIEMOCT (MECELIH) 15,8 11,2
(95% CI) (14,8; 17,0) (10,4; 13,1)
Koeduuuent Ha puck (95% CI)° 0,740 (0,638; 0,859)
& p-croiHOCTTAa € moyueHa ot log-rank Tecr, crparudumnupan mo ECOG ckop 3a GpyHKIIMOHATHO
coerostame (0-1 crpsimo 2), ckop 3a Gosika (JIMIca CrpsMo HATHYHE), Opoil TPENIITHA KYPCOBE
xumuoTepanust (1 cipsiMo 2) 1 BUI Ha IporpecusiTa Ha 3abossiBaHeTo (camo PSA cripsimo
peHTreHorpadgcka).
KoedunueHTsT Ha pHCK € MOoTydeH OT CTpaTH(UIpaH NpONoOpIHOHaNeH pUcKoB Mozel. Koeduuuenr Ha
puck <1 e B nonza Ha abUpaTepoHOB aLeTaT

BbB Bcruky BpeMeBH TOYKM Ha OIEHSIBAHE CJiell TbPBUTE HAKOJIKO Mecela Ha JIEUYeHHE MPOIEHTHT Ha
MAIUCHTUTE OCTAaHAJIU JKUBH € IMO-BUCOK MPH MAIUCHTH, JICKYBaHU ¢ aOUpaTEPOHOB alleTar,
OTKOJIKOTO TIPH MAIUEeHTH, JICKYBaHHU ¢ miamnedo (Bx. durypa 6).

®urypa 6: Kpusu na Kaplan-Meier 3a npexxuBsieMocT NpU NalAeHTH, JIEKYBaHH €
a0upaTepoHOB aleTaT WM IUIANe00 B KOMOMHALMSA C IIPEIHU30H HIH
npeaHu3010H e LHRH anano3u uiu npeamecrsama opXueKTOMHUSA

% MNpexumsaemoct

T I T I
0 3 6 9 12 15 18 21

Bpeme go cmbptra, Meceum
AA 797 736 657 520 282 68 2 0
Mnauebo 398 355 306 210 105 30 3 0

----Mnauebo —AA

AA=AOupaTepoHOB arietat

AHanu3uTe Ha NPEXKUBIEMOCTTA B MOATPYIUTE OTYUTAT CHOTBETCTBAIM MOJI3H 110 OTHOLIEHUE Ha
NPEKUBIEMOCTTA IIPH JICYCHUETO ¢ abMpaTepoHoB aneTat (Bxk. durypa 7).

22



®urypa 7: O0611a NpeXUBAEMOCT MO MOATPYNH: KoeUIIMEeHT HA PUCK U 95% noBepuTeIeH

HHTEPBAJ
Niemuara (MecemmH)
IIpomeRTHES TMoarpyma A4 [Inameco HR  95% C| M
B CHUEH TarHeaTH Bowuem 148 104 o . 0gs (056, 079) 1195
Haxomea ECOG [ K] 153 1.7 i i 084 (053, 078) 1068
2 73 7 —.— 081 (053, 1.24) 137
Hzxomaa BPI =4 163 12 .- 064 (050, 082 559
wes 126 89 b i 0Ea (053, 085 £35
Bpoil TpeIuTHe XEMHOTEL. [PEREME 1 154 115 —-— 063 (051, 078 a3
2 14 103 !—--—4 074 (055, 099 362
THO HA OpOTPeCHATA Camo P5A ME 123 o i 053 (042, 080 IED
PerrreHomoTHYHC 143 104 —.— 0E3 (0585, 084) a3z
Brcnepanss 2500 OpH OOCTEOBAHE T4 125 a4 [ 070 (052, 084) 353
HE 154 112 —— ' . 062 (050, 0.76) 842
05 075 1 15
BnaronpHATCTER BnaronpusATcTEa
AN - #  JLlmameSo

AA=Abupareponos anerat; BPI=Kparsk Cxop Ha bonkara; C.l.=noBepurenen unrepsai;, ECOG=ckop Ha
(hyHKIIMOHAITHOTO CHCTOSHHUE TI0 CKanaTta Ha M3TouHa KoollepaTHBHA OHKOJIOTHYHA rpyna; HR= koeduuueHnT Ha puck;
NE=He moanexu Ha OIleHKa

B mompnHEeHNE KM HAOMFO1aBaHOTO MOA00pABaHE Ha 00IaTa MPEKUBIEMOCT, BCHIKH BTOPUIHH
KpaliH! TOYKH Ha TIPOYYBAHETO Ca B M0J13a HA a0MPaTEPOHOB alleTaT U ca CTATUCTUYECKH 3HAUUMHU
cJieT KOPUTHPAHEe 33 MHOTOKPATHO M3CJIE/IBAHE, KAKTO CIIEABA!

[ManmenTHTe, OTyYaBaliyu abMPaTepOHOB alleTaT, MOKAa3BaT 3HAYUTEIIHO TI0-BUCOKA 00IIIa CTEIEH Ha
0TroBop 1o oTHoIeHwe Ha PSA (ompenenen karo Hamanenue ¢ > 50% oT u3xoHaTa CTOWHOCT) B
CpaBHEHHUE C MallMEHTHTE, Moy4asany miareoo, 38% cpeury 10%, p < 0,0001.

Menunanara Ha BpemeTo 10 nporpecus Ha PSA e 10,2 mecemna 3a naryienTy, JIeKyBaHH ¢ aOMpaTepOHOB
arerat u 6,6 Mecerna 3a marenTH, JiekyBanu ¢ miare6o (HR=0,580; 95% CI: [0,462; 0,728],
p < 0,0001).

MenuraHaTa Ha IPEXKUBAESMOCT O0e3 peHTreHorpad)cka nmporpecus e 5,6 Mecelia 3a MalyueHTH, JICKyBaHU
¢ abupaTepoHoB arieraT u 3,6 Meceria 3a marpenTH, JlekyBanu ¢ mianebo (HR=0,673; 95% CI:
[0,585; 0,776], p < 0,0001).

bonka

[IponeHTHT Ha MAIMEHTHTE C BPEMEHHO 00JieKYaBaHe Ha 0OJIKaTa € CTaTUCTHUECKH 3HAYUMO M0~
BHUCOK B IpyIara Ha abMpaTepoHOB aleTaT, OTKOJIKOTO B rpynara Ha mianebo (44% cpemty 27%,
p=0,0002). [TamueHT ¢ OTrOBOp Ha MAIMATHBHO JICYCHHE Ha OOJIKATa Ce OMpe/Ielis KaTo MalueHT ¢
muaumyM 30% crnazx oT M3X0HATa CHla Ha 00JIKaTa pU Hal-BUCOK MHTEH3UTET Ha 0OJIKaTa 110
CKaJIUTe 3a KpaTbk cKop Ha Oosikata (BPI-SF) 3a mocnenuute 24 yaca 6e3 yBenudyeHHe Ha CKOpa 3a
NPUIOKEHUE Ha aHAIITETUK, HA0JI01aBaHa IIPH JIBa MOCJIEI0BATESIIHH NIPEriie]ia mpe3 HHTepBal ot 4
cenmuiy. Ha ananu3 3a BpeMeHHO 00JieK4aBaHe Ha O0JIKkaTa ca IMoJI0KEeHU caMo MAlUeHTH ChC CKOP

Ha u3xoaHara 60m<a 2 4 nu Haﬁ-MaHKO CINH CKOp Ha 6OJ'IKaTa CJICO Ha4YaJIOTO Ha MPOYYBAHECTO
(N=512).

[porpecus Ha Gonkara ce HaOJIrOJaBa P MO-MAIBbK MIPOLIEHT OT MAIIMEHTUTE, JICKYBaHH C
abupaTepoHOB arleTaT, OTKOJIIKOTO MPH Te3H, JIEKYBaHH C uiaiedo, B mecen 6 (22% cpeury 28%),
mecerr 12 (30% cpemry 38%) u mecen 18 (35% cpemry 46%). IIporpecus Ha GojIKara ce Ompeaess KaTo
yBEJIMYCHHUE OT U3X0IHATa cuiia Ha Ooikata ¢ > 30% mnpu Hal-BUCOK HHTCH3UTET Ha 00JIKaTa 10
ckanata Ha BPI-SF npe3 m3munanute 24 yaca 6e3 HamalsiBaHe Ha CKOpa 3a MPUIIOKEHUE Ha
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aHaJITeTUK, HAOJII01aBaHa TIPH JBE TIOCICI0BATEIHN BU3HTH WK yBennueHue ¢ > 30% Ha ckopa 3a
NPUIOKEHUE Ha aHAITETHK, Ha0JF01aBaHa MpH JIBE TTOCIIeJ0BATEIHN BU3UTH. BpemeTo 70 mporpecus
Ha OoJsikata Ha 25-5 epceHTw € 7,4 Mecela B rpynara Ha abupaTepoHOB areTar cpeuty 4,7 mecena B
rpymnara Ha miane6o.

CKelleTHO-CBbP3aHN ChOUTHS

CKeneTHO-CBbP3aHy ChOUTHS ca HAOJF0JaBaHK TIPH MTO-MAIBK MPOIIEHT OT MAIMEHTUTE B TpyIaTa Ha
abupaTepoHOB areTaT, B CpaBHEHHE C rpymnara Ha miaie6o B Mecerr 6 (18% cpemnry 28%), mecerr 12
(30% cperry 40%) u mecerr 18 (35% cpenry 40%). Bpemero 10 mbpBOTO CKEIETHO-CBBP3aHO CHOUTHE
Ha 25-51 MepCeHTHI OT TpyraTa Ha abMpaTepoOHOB aleTar € Ba MbTH MO-ABJIT0 OT TOBA B KOHTPOJIHATA
rpyma, a umento 9,9 mecena cpenry 4,9 mecena. CKeeTHO-CBBP3aHO CHOUTHE CE OMPEIesis KaTo
naroJjoruvHa Gpaktypa, KOMIPECHs Ha TPbOHAYHUS MO3BK, MTATHATHBHO JTbYEIICUCHHE Ha KOCT WIIH
oreparys Ha KOCT.

IlenunaTpuyHa momyJsianys

EBponeiickaTa areHuus o JiekapcTBaTa 0cBOOO0XKAaBa OT 3abJDKCHUETO 3a MIPEIOCTABSHE Ha
pe3yJTaTUTE OT MPOYYBAHHATA C peepEeHTHUS JIEKApCTBEH NPOAYKT, ChABPIKAIL a0UPaTEPOHOB
areTaT, BbB BCHUKH MOAIPYIIH Ha MEeAUaTPUYIHATA [OIyIalys Py HAIIPEIHAaI KapLIUHOM Ha
nmpocrarara. Bikre Touka 4.2 3a nH(OpMAaIsa OTHOCHO yHoTpeda B meIuaTpusTa.

5.2 @apmakoKMHeTHYHH CBOWCTBA

dapmMakoKMHETHKATa HAa abUpaTepoH U aOMPAaTEPOHOB alleTaT € MPOyUYeHa cilell NPUIOKEHUE Ha
abupaTepoHOB aleTaT NpH 3IPaBHU JIUIA, TAIUEHTH C HATIPEIHAI METaCTaTUUEH KapIIMHOM Ha
MpocTarara u Julla 0e3 KapiuHOM ¢ YepHOIPOOHO MM OBOPEYHO YBpeKIaHe. AOHpaTepOHOB aleTat
OBp30 ce mpeBpbiIa in ViVo B abupaTepoH — HHXHOUTOP Ha aHIpOreHHaTa OHOCHHTE3a (BXK.

Touka 5.1).

AOGcopouus
Criet mepopaiHo MPUJIOKEHHE Ha a0MPAaTEPOHOB alleTaT Ha TJIaJIHO BPEMETO 3a JOCTUraHe Ha

MaKCHUMAaJTHA [JIa3MEHa KOHIIEHTpAIlusI Ha abupaTepoH € MPUOIM3UTENHO 2 Jaca.

[Tpunoxenuero Ha abMpPaTEPOHOB alleTaT C XpaHa, CPAaBHEHO C TOBA Ha I1aiHO, Boau 10 10-kpaTtHO
[AUC] u mo 17-kpatHo [Cmax] yBENHYEHHE HA CpeIHATA CHCTEMHA EKCITO3HUIIHS Ha abupaTepoH B
3aBUCHMOCT OT CBhIbPKaHHETO Ha Ma3HUHU B XpaHata. [IpeaBna o0myaifHOTO pa3HooOpasue B
CHIBPKAHUETO U ChCTaBa HAa XPaHHUTE, NPUEMBT Ha a0MPATEPOHOB alleTaT ¢ XpaHa UMa IOTEHIIHAI J1a
JIOBEJIe 10 MHOTO Pa3JIMYHU €KCIIO3UIMH. 3aTOBa aOUPaTEPOHOB alleTaT He TPOBa Jia ce mpreMa ¢
xpana. Toli TpsiOBa J1a ce mpreMa ToHe €AMH Yac MPeI WK Haii-Mallko J[Ba yaca clie/l XpaHeHe.
Tabnetkute TpsIOBa A ce I'bJITAT 1M € Boja (BK. Touka 4.2).

PasnpenencHue
Cebp3BaneTo Ha 4 C-abupaTepoH ¢ IIa3MEHUTE MPOTENHH B YOBENIKATa MiasMa € 99,8%.

[MpuBuaHuAT 00eM Ha pasnpexaeneHue e npubmmsutenHo 5630 |, koeto npeamnonara, 4ye abupaTepoOHOB
arerar ce pasmnpeselns eKCTeH3UBHO B Iepu(epHUTE ThKAHU.

Buotpanchopmanus

Cnen nepopanuo npuinoxkenue Ha *C-abuparepoHos anerat o Gpopmara Ha Karcyiu abupaTepoOHOB
areTaT ce XUApoIu3upa J0 abupaTepoH, KOWTO CIie]l TOBa MPEThPIIsBa MeTa0OIU3bM, BKITFOUBAIIL
cyidatupane, XMIPOKCUIIMPaHe U OKUCIICHHE IPEANMHO B yepHUs apo0. ['onsiMa gacT ot
paaroaKTUBHOCTTA B KpbBTa (mpubimsutenno 92%) ce oTkpuBa moja popmara Ha METa0OIUTH Ha
abupatepos. Ot 15 oTkpuBaeMu MeTab0JINTa, 2 ca OCHOBHM METa0OIMTH, a0UPaTepoHOB cyIdar u
N-okcup abupatepoHOB Cyindat, BceKr OT KOUTO IpeacTasisiBa okoio 43% ot obmiara
PaAnoaKTUBHOCT.

EnumMunupane
CpeHHAT TOTYKUBOT Ha a0UPaTEePOH B IIa3MaTa € MPUOIM3UTETHO 15 yaca Bb3 OCHOBA Ha JIaHHUTE,

HOy4eHH TIpH 3apasu jmna. Cien nepopaiHo npunoxenue Ha *C-adupareponos anerat 1 000 mg
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npubu3uTenHo 88% ot paguoakTHBHATA 1034 CE Bb3CTaHOBSIBA BbB (pekamuuTe u 0kojio 5% B
ypuHata. OCHOBHUTE ChEJMHEHHMS, KOUTO NMPUCHCTBAT BbB (PEKATMHTE, Ca HEIPOMEHEH a0HPaTEpPOHOB
arerat u abupatepoH (ChOTBETHO 0K0JI0 55% 1 22% 0T npuiokeHaTa 103a).

brOpeuHo yBpexkmane

®dapmMaKkOKHHETHKATa Ha aOMpaTEPOHOB alleTaT € CpaBHEHA MPH MAMCHTH ¢ TEPMUHAIHA ObOpeTHa
HEJ0CTAaTHYHOCT Ha CTAOMIJICH PEIKUM Ha XEMOAHMAIN3a U ITPY KOHTPOJIHA TPYIa OT MAIlMCHTH C
HOopMaiHa 6b0peuHa (yHKIusa. CcTeMHAaTa eKCIIO3UITNS Ha a0UpaTepOHOB alleTar Ciie]] eIHHUIHA
nepopaiiHa 03a ot 1 000 mg He ce yBenu4aBa Npy MalUeHTH ¢ TePMUHAITHA OBOpeuHa
HEJ0CTaThYHOCT, KOUTO ca Ha Auanu3a. [[puiaranero npu nanueHTH ¢ ObOPEYHO YBpEeKIaHe,
BKJTIOUHTEITHO U T&KKO OBOPEUHO YBpEXkKaaHe, He N3UCKBA HAMANsIBaHe Ha 103aTa (BXK. Touka 4.2).
Jlurica, obave, KIMHUYCH OMHUT MPH MAIIMEHTH C PaK Ha MPOCTaTaTa H TEKKO ObOPEUHO YBpEKIAHE.
[Ipu Te3n naKMeHTy ce MpenopbYBa MOBUIIICHO BHUMAaHUE.

UYepHoIpoOHO YBpekIaHE

dapMakOKWHETHKATA HA a0HpaTepPOHOB alleTaT ¢ U3cleBaHa MPH MAIUEHH C MPEIIISCTBAIIO JICKO
WM yMEPEHO 4epHOIpoOHO yBpexaaHe (choTBeTHO Child-Pugh Kiac A u B) u 31paBu yyactHuIm
KaTo KoHTposia. CHCTEMHATA SKCIIO3HIUS Ha a0UPAaTEPOHOB alleTaT cle]l eIUHIYHA TIepopaiHa 1032
ot 1 000 mg ce yBennuasa ¢ npubnuzutenHo 11% u 260% cbOTBETHO NMPH MALMEHTH C JIEKO U
YMEPEHO MPEIIIECTBAII0 YePHOIPOOHO yBpexkaane. CpeAHUSAT MOTYKUBOT Ha aOUpaTEPOHOB alleTaT
ce yIbJDKaBa 10 0KoJio 18 yaca mpu MaIleHTy ¢ JISKO YepHOAPOOHO YBpEXKIaHe U J0 okojo 19 yaca
NIPY TIAIMEHTH C YMEPEHO YePHOAPOOHO YBPEKIaHE.

B npyro kiMHHYHO Mpoy4BaHe papMaKOKHHETHKATa Ha a0UpATEpPOHOB alleTaT € U3CJe[BaHa PH
MAIMEeHTH C TPeAIIecTBamo Texko (n=8) uepHoapooHo yBpexnane (Child-Pugh Knac C) u npu

8 31paBu JmIia ¢ HOpMalTHa YepHOApoOHa QyHKIMS KaTo KoHTpoia. AUC Ha abupaTepoHOB aneTaT ce
yBenu4asa ¢ npudnusurenno 600% u gpaknusaTa Ha HECBBHP3aHOTO JIEKapCTBO ce yBenuyana ¢ 80%
IPH MAIKMEHTH € TeKKO YSPHOIPOOHO YBPEKIaHE B CPABHEHUE C TAIMEHTH C HOPMaJIHa YePHOAPOOHA
GyHKISL.

He ce u3nckBa Kkopurupase Ha 703aTa IpH HALUEHTH C MPEALIECTBAIIIO JIEKO YePHOIPOOHO
yBpexaaHe. M3non3Banero Ha abUpaTepoOHOB aLeTaT TpsiOBa BHUMATENHO Ja Ce MPELEeHsIBa IpU
NAaIMEHTH C YMEPEHO YepHOAPOOHO YBpEKAaHe, IPU KOUTO MOJ3aTa SICHO TPsIOBa J1a HAAXBBPIIS
BB3MOXHHS PUCK (BXK. ToukH 4.2 1 4.4). AOupaTepoHOB alleTaT He TPsOBa J1a ce U3MOJ3Ba MPH
MAIUEeHTH C TeXKO YePHOAPOOHO yBpexaaHe (BxK. ToUkH 4.2, 4.3 u 4.4).

3a manueHTH, KOUTO pPa3BUBAT XEMaTOTOKCHYHOCT 110 BpEME Ha JIEUEHHETO, MOXKE Jja C€ HAJIOXKHU
CMHpaHe Ha JICYCHHETO M KOPUTHpaHe Ha 103aTa (BK. Touku 4.2 u 4.4).

5.3 TlpeakIVHUYHYU JaAHHU 32 0€30MACHOCT

BBB BcHuky npoyuyBaHUs 32 TOKCUYHOCT IIPH KUBOTHU HMBATa Ha TECTOCTEPOH B KPBBTA Ca 3HAUUMO
NMOHWXeHU. B pe3ynrar Ha ToBa ce HabMr01aBa HAMAIISIBAHE HA TETJIOTO HA OPTaHUTE, KAKTO
MOPQOJIOTUYHN H/UIIH XMCTONATOJIOTHYHU IPOMEHH B PENPOIYKTUBHUTE OpraHu U HagObOpeyHara,
XUMoQHU3HATA U MIIEYHATA kJe3a. BCHUKH MPOMEHH MOKa3BaT II'bJIHA WIM YaCTHYHA 00PaTUMOCT.
IIpomeHnuTe B peNpOlyKTUBHUTE U aHAPOT€H-UYYBCTBUTEIIHUTE OPTraHy Ca B CbOTBETCTBUE C
(bapmaxomnorusara Ha abupaTepoHOB aeTat. BcHiuky XOpMOHAIHY TIPOMEHH, CBBP3aHH C JICYCHHETO,
ca oOpaTUMM WM OT3BY4YaBaT ciell 4-ceAMUYEH TIEPHO/ Ha Bb3CTaHOBSIBAHE.

B npoyuBanunsTa 3a ¢pepTunnreTa mpu MBKKH U )KEHCKH TUTHXOBE a0MPaTEpPOHOB alleTaT HaMalsaBa
(depTunMTETa, KOSTO € HAITBIHO 00paTUMO 32 4 110 16 CeMHUIU Clie/] CTIUPaHe Ha HETOBUS TIPHUEM.

B mpoyuBaHe 3a TOKCHYHOCT Ha Pa3BUTHETO TIPH IDTHXOBE a0UPATEpPOHOB alleTaT MOBIIHSIBA

OpeMeHHOCTTa, KOETO BKITIOYBA MOHMKEHO TETJIO U MPEXUBAEMOCT Ha mioa. HabmogaBar ce edextu
BHPXY BHHIIIHUTE TIOJIOBU OPT'aHU, BBIIPEKH Y€ aOUPATEPOHOB aIleTaT He € TepaTOrCHEH.
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B Te3u npoyuBanus 32 GEPTUINTET H TOKCHYHOCT Ha Pa3BUTHETO, IPOBEJICHH NIPH ITBXOBE, BCHUKH
e(exTH ca cBbp3aHu ¢ (HapMaKOJIOTHIHOTO JACHCTBHE HA aOMPATCPOHOB alleTar.

OcBeH IPOMEHHUTE B PEIPOAYKTUBHUTE OPraHy, HA0JI0JaBaH! BbB BCUYKH MPOYYBAHUS 32
TOKCHYHOCT TIPY JKUBOTHH, HEKJIMHUYHHUTE IAHHH HE MOKa3BaT 0COOCH PHCK 3a XOpa Bb3 OCHOBA HA
KOHBCHITMOHATHYU (DapMaKOJIIOTUYHU MPOYYBaHHS 32 0€30MaCHOCT, TOKCHYHOCT IPH MHOTOKPATHO
Mpujiarane, r’eHOTOKCUYHOCT U KapIIMHOTEHEH MOTCHIMANL. AOHPATEpOHOB arleTaT He MTOKa3Ba
KapIIMHOT€HHOCT B 6-MeCeYHO Mpoy4BaHe Mpu TpancreHan Mumku (Tg.rasH2). B 24-meceuno
MpOyYBaHE 3a KAPIIMHOTEHHOCT NPH ILTHX0BE, a0MPATEPOHOB alleTaT MOBHIIIABa YECTOTATa Ha
WHTEPCTUIMATTHUTE KJICTHYHH HEOIIa3MH B TecTucUTe. CUnTa ce, Ue TO3U Pe3yJiITaT € CBbp3aH ¢
(hapMaKoJOTHYHOTO JIEHCTBHE HA aOUPATEPOHOB alleTaT U HAKOU 0COOEHOCTH MPH TIHXOBETE.
AOupaTepoHOB areraT He € KapIUHOTeHEH ITPH )KEHCKH IIThXOBE.

OreHka Ha pucka 3a okonHata cpeaa (ERA)

AKTHBHOTO BEUIECTBO a0MPAaTEPOHOB alleTaT IMOKa3Ba PUCK 3a BOAHUTE OaceiHN M TEXHUTE
obutarenu, ocobeHo 3a puduTe.

6. DPAPMALIEBTUYHU JTAHHHU

6.1 Chnucbk Ha IOMOILHHUTE BellecTBA

JlakTo3a MOHOXHIpAT

MukpokpucTaiHa nenysosa (E460)

Kpockapmenoza Harpuii (E468)

IoBunon (E1201)

Hatpues naypuncyidar

CwnyeB THOKCH]I, KOJIOUICH 0€3BOJICH

Marnesues creapat (E572)

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

2 TOANHU

6.4 ChnenuaJHu ycJI0BUS HA ChbXpaHeHHe

To3u gekapcTBeH MPOAYKT HE U3MKCBA CIICIHAIHH YCIOBHS HA ChXPaHEHHUE.

6.5 Bwuau chabpkaHue HA ONAKOBKATA

Kpbrim 6exn HDPE OyTuiky, cHabaeHH ¢ TONMMITPONMIICHOBA 3aITyIIaika, 3aliTeHa OT Jena,
ceappxkammm 120 Tabmetkn. Besika ommakoBka chabpKa €IHa Oy THIIKA.

6.6 CrhenuajJHu npeanasHu MEPKH NMPH U3XBBPJIsiHe U padoTa

B®3 ocHOBa Ha MeXaHU3Ma CH Ha JIeHCTBHE, TO3H JIEKAPCTBEH MPOIYKT MOXKE J]a HABPEIH Ha
pasBuTHETO Ha (eTyca; 3aToBa KEHHU, KOUTO ca OpPEeMEHHM WM € Bb3MOXKHO J1a ca OpeMeHHH, He
TpsiOBa J1a paboTAT ¢ Hero Oe3 Mpeana3Hu CPeACTBa, HAIPUMEP PbKaBUIIH.

Hewnsnon3BaHuAT eKapCTBEH MPOAYKT WM OTHAABYHUTE MAaTepPHAIN OT HETO TPsiOBa 1a ce U3XBBPIIAT

B ChOTBETCTBHE C MECTHUTE U3UCKBaHUs. T03M JIGKAPCTBEH MPOIYKT MOXKE JIa MPE/ICTABIISIBA PHCK 3a
BOJIHHUTE OaceHHN M TeXHUTE 0OMTaTEnH (BXK. TouKa 5.3).
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7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,

Edifici Est, 62 Planta,

Barcelona, 08039

Hcmanns

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/20/1512/001

9. JATA HA ITbPBO PABPEINABAHE/ITIOJHOBSABAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

Jata Ha mepBO pazpemasane: 26 amput 2021 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[Mompo6Ha nH(DOpMaIUs 3a TO3M JIEKApCTBEH MPOIYKT € peJocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIusl mo Jiekapcreata https://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Aobwupatepon Accord 500 mg punmupanu TadbaeTKu

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika punmupana tabietka chabppika 500 mg abupatepoHoB arerar (abiraterone acetate).

IToMo11HHM BelecTBa ¢ U3BECTHO AEUCTBUE
Bcesika punmupana tabnerka chabpika 253,2 mg nakTo3a MOHOXHUAPAT U 12 mg HATpHIA.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmvupana TabneTka

BuoneToBu enuncoBuHN GUIMUAPAHHU TaOJICTKU C IBIDKAHA MPUOIU3UTETHO 19 MM U mmpuHa
11 mm u BIu1EOHATO penedHo o3HauyeHue “A 7 TN” ot eqnara crpana u ,,500 ot Apyrarta cTpaHa.
4, KJIMHUYHU JAHHU

4.1 TepaneBTHUYHU MOKA3ZAHUS

Aobupatepon Accord B KOMOUHAIHS C TPEAHU30H WK MPEHNU30JI0H € TTOKa3aH 3a:
L JICYCHUC Ha HOBOJUAIrHOCTULIMPAH BUCOKOPHUCKOB METACTATUYCH YYBCTBUTCIICH KbM

XOpPMOHAaJIHA Tepanus KapuuHoM Ha npocrtarata (mHSPC) npu Bb3pacTHH MbXKe B KOMOMHALIUS

¢ annporen-genpuBanuonna repanus (ADT) (Bxk. Touka 5.1)

o JieueHHEe Ha METacTaTU4EH PE3UCTEHTEH Ha KacTpalus KapuuHoM Ha npocrarata (mCRPC) mpu

BB3PACTHH MbXKE, KOUTO ca 0€3 CUMITOMHU MJIH C JIEKH CHMIITOMH CJIE/l HEYCIIEIIHA aHPOTreH-
JIETIPUBAIIMOHHA TEPAITUs, TIPH KOUTO BCE OIIE HAMA KJIMHUYHU ITOKA3aHUs 38 XUMUOTEPAIIUs
(Bxk. Touka 5.1).

o neuerre Ha MCRPC nipu Bb3pacTHH MBKe, YHETO 3a00IISIBAHE € MPOrPECHPAIO M0 BpeMe Ha
WIIH CIIE]] J0IIETaKCeI-0a3upana XUMHOTEPAIIHS.

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE

To3u iekapcTBEH NPOAYKT TPSAOBA J1a CE MPEINUCBA OT MOAXOASI] MEIUIIUHCKH CIICIIHAIIHCT.

gOBH[)OBKa

IMpenopbuntennara no3a ¢ 1 000 mg (ae Tabnetku mo 500 mg) karo eMMHUYHA JHEBHA 1032, KOSTO
He TpsOBa J1a ce mpuemMa ¢ xpana (Bx. mo-1omy ,,Haunn Ha npunoxxenue*). [lpuemanero Ha
TaOJIETKUTE ¢ XpaHa MOBHUIIABAa CUCTEMHATa EKCITO3HMIMs Ha abupaTepoH (BkK. Touku 4.5 u 5.2).

Losuposkxa na npeonu3oH uau NPeoHU30I0H
[Tpu mHSPC, Abuparepon Accord ce npuiara ¢ 5 mg npeTHU30H W MPEAHU30JIOH JTHEBHO.

ITpu mCRPC, Aduparepon Accord ce npuiara ¢ 10 mg npeIHU30H WK MIPEAHU30JIOH JHEBHO.
MenrkaMeHTO3HaTa KacTpalys ¢ aHaJor Ha XOPMOH, 0CBOOO>KAaBalll Ty TCHHU3UPAILINS XOPMOH

(LHRH) Tps6Ba 1a mpoapJDKU IO BpeMe Ha JICUSHUETO MPH MAIlUEHTH, KOUTO HE ¢a ONIEPAaTHBHO
KacTpUpPaHH.
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IIpenopvuumenno npocreodsgane

CepyMHHUTE TpaHCAaMUHA3M TPsIOBa J1a ce U3MEpBaT Ipe/Id Ha4YaJlOTO Ha JICYCHUETO, Ha BCCKU

2 ceIMHUIIM TIpe3 MbPBUTE TPU MECELa OT JICYSHHETO M CIIe]] TOBA BEIHBX MeceuHO. KpbBHOTO
HaJIsIraHe, CEPYMHHSAT KU U 3aIbp)KaHETO Ha TEYHOCTH TPSIOBa Jla Ce CIEAAT €KEMECEUHO.
Bbrpeku ToBa, MAIMEHTHTE ChC 3HAYUTEIICH PUCK 3a 3aCTOWHA ChpACYHA HEAOCTATHYHOCT, TPSOBa 1a
ce MPOCIesBaT Ha BCEKH 2 CEAMHLH NPe3 IbPBUTE TPU Mecella OT JICYUCHUETO U BEAHBK MECECUHO
ciest ToBa. (Bxk. Touka 4.4).

IIpu manmeHTH ChC CHIIECTBYBAIIA XUITOKATHEMHUS WA TAKUBA, PA3BUIN XUTIOKAJIHUEMIS 110 BpeMe Ha
JICYCHUETO C abUPaTEepPOHOB aleTaT, TpsIiOBa Ja ce OOMUCIU MO IbPIKaHE Ha HUBO Ha Kaynuii > 4,0 mM.
[Tpu manmenTy, pa3BUIIM CTETICH Ha TOKCUYHOCT > 3, BKIIOYUTEITHO XUMIEPTOHUS, XUITOKAJTHEMUS,
eZleM U APYTY HEMHHEPATKOPTUKOUIHN TOKCHIHH e(DeKTH, IedeHneTo TpsiOBa qa Ob/1e MpeKbCHATO U
Jia ce MPUIIoKAT MOIXOISIIN MEJUIMHCKY MepKH. JleueHnero ¢ abupaTepoHOB aleTaT He TpsOBa Aa
ce BB306HOB$IB21, JOKATO CUMIITOMHUTE Ha TOKCHUYHOCT HE JOCTUTHAT CTCIICH 1 nmm HN3XOJHO HUBO.

B ciyvaii Ha mporycHaTa aHeBHA 1032 AGuparepon ACCOrd, mpeHU30H WK MPEAHU30II0H,
JIEYeHUETO TPAOBa 1a MPOABIDKY Ha CIIeIBaIus JIeH ¢ oOnJaiiHaTa JTHEeBHA J103a.

Xenamomoxcuunocm

ITpu manuenTy, pa3BUIN XEMaTOTOKCUYHOCT M0 BPEME Ha JICYEHUETO (aJlaHMH aMHHOTpaHcdepas3aTa
[ALAT] unu acnaprat amunorpancdepasara [ASAT] ce yBenuuaBar oBeue OT 5 IbTH HaJl TOPHATA
rpannna Ha Hopmata [ULN]), Tepanusita TpssOBa He3abaBHO aa ce mpekbeHe (BK. Touka 4.4). Cnen
BBH3CTAHOBSIBAHE HA U3XOAHUTE CTOMHOCTH Ha YEPHOAPOOHNTE (PYHKIIMOHATIHM IOKA3aTeNH Ha
NAlMCHTa, JICYUCHUETO MOXKeE JIa Ce TIOTHOBY ¢ HamasieHa f03a oT 500 mg (exHa tabieTka) BEIHBK
nHeBHO. [Ipy manuenTy, mpoBeXAany MOBTOPHO JIeYeHHE, CEpYMHHUTE TpaHCAMHHA3U TPpsiOBa aa ce
npociensaBaT MUHIMYM Ha BCEKU 2 CEIMHUIIM 3a 3 Mecella, Cliel KOETO BEIHBX MECEYHO. AKO
XeMaTOTOKCHUYHOCTTA Ce TIOBTOPU IpH HamalsieHa 703a oT 500 mg AHEeBHO, JIeYeHUEeTo TpAOBa 1a ce
NpeKpaTy.

AKO ManeHTuTe pa3BUsT TeXKa xenaToTokcnuHocT (yBenuueHne Ha ALAT unu ASAT ¢ 20 mbtr
Hajx ULN) mo Bcsiko Bpeme Ha Tepamnusita, Tepanusta TpsoBa jia ce CIpe U NalyueHTuTe He TpsaoBa ia
ce JIEKyBaT II0BTOPHO.

bvopeuno yepescoane

He ce nanara npomsiHa Ha Jj03aTa IpH NaKUeHTH ¢ ObOPEYHO yBpexkIaHe (BxK. Touka 5.2). Jlurncsa,
o0aue, KIMHUYEH ONUT MPH NAlMEHTH C paK Ha IpoCcTaTaTa U TEXKa CTEIeH Ha ObOpevHO yBpexXIaHe.
[1pu Te3u MaKeHTH Ce MPernopbyBa MOBHIICHO BHUMaHHUE (BX. Touka 4.4).

Yeproopobno yspedcoane
He ce manara npomsiHa Ha Jio3aTa P MAUEHTH C TIPE/IIIECTBAIIIA JIeKa CTEeIIeH Ha YePHOIPOOHO
yBpexaane, Child-Pugh Knac A.

IIpu ymepeHa crernieH Ha yepHoipoOHO yBpexknane (Child-Pugh Knac B) e mokazano, 4ye cucremnara
EKCITO3UITUS Ha aOMPATEPOHOB alleTaT Ce yBEIMYaBa OKOJIO YETUPH ITbTH, CIIe/ SAMHUYHH [IEPOPATHU
no3u ot 1 000 mg abupatepoHoB ameraT (BxK. Touka 5.2). HiaMa qaHHU 3a KIIMHUYHATA 0€30MaCHOCT U
e(hMKacCHOCT Ha MHOTOKPATHU 103U a0MPATEPOHOB alleTaT, MPUIATaHH MTPH MAIUSHTH C YMEPEHO WU
Texko yepHoapoOHo yBpexknane (Child-Pugh Kimac B unm C). He Moke na ce npeaBuay KOpurupaHe
Ha jgo3ara. MzmomsBanero Ha AGupaTtepon Accord TpssOBa BHUMATEITHO i CE OIEHsBA MPH MAllMEeHTH
C YMEpEeHO YepHOIPOOHO yBpEKIaHe, MPU KOUTO IMOJI3aTa SICHO TPsIOBa J1a HaIXBBPIIsl Bh3MOKHHUS
puck (Bx. Touku 4.2 u 5.2). AGuparepon Accord He TpssOBa J1a ce M3M0J3Ba MPYU MAIMEHTH C TEKKO
4epHOIPOOHO yBpexkaane (Bx. Touku 4.3, 4.4 u 5.2).

THeouampuuna nonynayus
Hsama croTBeTHa ynorpeba Ha aOMpaTEpOHOB alleTaT B e IUaTPUIHATA TIOITYJIAI[HS.
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Hauwun Ha npunioxxeHue

Aobuparepon Accord e 3a epopaitHo IPUIIOKEHHE.

TabnerkuTe TpsIOBa Ja ce MpUeMar MoHe eAUH Yac Mpeay Wil Haii-MaJIKo JIBa Yaca Cle XpaHeHe.
TabnerkuTe TpAOBa a ce rBATAT LENH C BOJA.

4.3 IIpoTuBOmOKA3aHUS

- CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO HITH KBM HIKOE OT MIOMOIIHUTE BEIECTBA
n30poeHu B Touka 6.1.
- JKenu, kouto ca GpeMEHHHU WK € BB3MOXKHO Ja ca 6peMeHHH (BXkK. Touka 4.6)
- Texko uepHoapoOHO yBpexaane [Child-Pugh Knac C (Bxk. Touku 4.2, 4.4 u 5.2)].
- AOupaTepoHOB areTaT ¢ IPeJTHU30H UK MPETHU30IO0H € TIPOTUBOIMIOKA3aH B KOMOMHAIHSI C
Ra-223.

4.4  CneuuaJHu npeaynpe:kieHus ¥ NpeanasHu MepKH Npu ynorpeda

XUNEPTOHUs, XUIOKaTNeMHs, 3aAbpkaHe Ha TEYHOCTH U ChpJeYHa HEJIOCTaThbYHOCT NOPajii U3IHUIIBK
Ha MIUHEPAIKOPTHKOUIH

AOupaTepoHOB alleTaT MOXe J1a IPEeIU3BUKA XUIIEPTOHUS, XUTIOKATUEMISI U 3aJbpKaHe Ha TEUHOCTH
(Bk. Touka 4.8) KaTo CICACTBUE OT MOBUIICHUTE HUBA HA MUHEPAIKOPTHUKOUIUTE B PE3YJITaT Ha
uuaxubupanero Ha CYP17 (Bk. Touka 5.1). EqHOBpEeMEHHOTO PUIIOKEHHE HA KOPTUKOCTEPOUT
MOTHCKA CTUMYJIHPAHETO Ha afpeHoKopTHKoTporHUsS XopMoH (ACTH), koeTo Bou 10 HaMassBaHe
Ha YecToTaTa U TeXKECTTa Ha Te3W HexelaHu peakiun. HeoOXoauMo e moBUIlIeHO BHUIMaHHE TIPU
JICUCHUETO Ha MAIlMEHTH, YAUTO OCHOBHH 3a00JIsIBAHUS MOJKE J1a CE BIIOIIAT MPH MIOBUIIIABAHE HA
KPBBHOTO HaJSITaHE, XUTMOKATHeMIsl (HapuMep MpUEeMaIy ChpISYHH TITUKO3UIN) WK 33 Ibp)KaHe Ha
TEYHOCTH (HAIPUMED MAIUEHTH ChC ChpJedHa HEIOCTATHYHOCT, TEKKA WIIH HECTAOMITHA CTEHOKAP IS,
HACKOPO MpeKapaH WHPAPKT Ha MHOKap/ia WIH BEHTPUKYJIApHA apUTMUS ¥ MAIIMEHTH C TEXKKO
O0BOpEUYHO yBpEXKIaHE).

AGuparepoHOB aleTat Tpsi0Ba Ja ce Ipuiara Mpeana3iuBo MpH MallueHTH ¢ aHaMHe3a 3a
ChpACYHOCHI0BO 3a0osBane. [IpoyuBanusita ®aza Il mpoBeseHn ¢ abupaTepoHOB alleTaT U3KIFOYBAT
NAaIMEHTH C HEKOHTPOJIMPAHA XUIIEPTOHHS, KIMHUYHO 3HAYUMO ChPIEYHO 3200 IsIBaHe, IPOSBEHO KaTo
MH(apKT Ha MUOKapJa WK clydad Ha apTepuaiHa Tpom0o03a rpe3 nocjaegHure 6 Mecera, TexKa Hill
HecTaOWIIHA CTeHOKapaus, Wiu cbpaeyHa HegoctaTbyHocT Kiac 11 unu IV cnopen Hrolopkckara
kapauonorundna acorpaius (New York Heart Association, NYHA) (npoyusane 301) wiu chpaeuna
HepoctarbyHoCcT Kitac I mo Kirac IV (mpoyuBanus 3011 u 302), wim usmepena ¢pakxiius Ha
n3tiackBane < 50%. B mpoyuBanus 3011 u 302 ca u3kIII0YeHH MAIUEHTH C IPEACHPIHO MBXK/IEHE
WM JpyTa ChbpeuHa apuTMHS, U3MCKBAIla JiedeHrne. bezomacHocTTa npu maueHTH ¢ JeBOKaMepHa
¢pakuus Ha nztnackBane (LVEF) < 50% wnu cepneuna vegocrarpunocT Knac 111 minu Knac IV no
NYHA (8 npoyuBane 301) wmm cspaeuna HenoctaTbunocT Kimac 11 mo Kiac IV mo NYHA (B
npoyuBanus 3011 u 302) He e ycranoBeHa (BX. Touku 4.8 u 5.1).

[Ipenu neueHne Ha MAMEHTH ChC 3HAYUTEIICH PUCK 32 3aCTOMHA ChpJeYHa HETOCTATHYHOCT (HAIID.
aHaMHe3a 3a ChpJeuHa HeIOCTAThYHOCT, HEKOHTPOJIMPAHA XUTIEPTOHHS WM ChPJICUYHN CHhOUTHS KaToO
HanpUMep UCXEMHUYHa 0O0JIECT Ha ChPIIETO), TPSAOBA J1a ce OOMUCIIN TIOIy4aBaHETO Ha OIICHKA Ha
¢byHKUUMATa Ha chpuUeTOo (Hamp. exokapauorpadus). [Ipeau neyenne ¢ abupaTrepoHOB aleTar,
Chp/IeYHATa HEJOCTATHYHOCT TPAOBA J1a ce JISKYBAa U ChpJieuHaTa ICHHOCT J]a ce ONTUMH3HPA.
XUNepTOHUTA, XUITOKATHEMHATA U 33bPYKAHETO HA TEYHOCTH TPSIOBA Jla ce KOPUTHPAT U
KoHTposupart. [Io Bpeme Ha JeueHHeTO KPbBHOTO HAJISITaHE, CEPYMHUST KaJIHid, 3aIbPKaHETO Ha
Te4YHOCTH (MTOKaYBaHE Ha TETJIOTO, epudepeH efeM), U IPYTH NPU3HAIM U CHMIITOMH Ha 3aCTOWHA
ChpJIcYHA HEMOCTATHUYHOCT TPSIOBA Ja c€ MPOCIIEAIBaT Ha BCEKH 2 CEMUIIM 3a 3 Mecelia, CJie]] TOBa
BEJHBK MECEYHO U OTKJIOHEHUsATA Ja ce Kopurupar. Habmogasa ce yabinkaBane Ha QT uHTepBana
NpY TTALMEHTH, CTPaAalld OT XUIIOKaJIHEMUs, CBbp3aHa C JICYeHHETo ¢ adupaTepoHOB areraT. TpsoBa
Jla ce HaIlpaBH OIEHKA Ha ChpJIeuHAaTa JICHHOCT, KOraTo € KJIMHUYHO MOKa3aHo, Ja Ce OTPEIeIH
aJieKBaTHA Teparus 1 J1a ce OOMHCIH NIPEKPaTsBaHe HAa TOBA JICUCHUE B CITy4all Ha KIIMHUYHO 3HAYAMO
orcia0BaHe Ha ChpJeYHATA JICHHOCT (BXK. TOuKa 4.2).
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XenaToTOKCHYHOCT 1 YEPHOAPOOHO YBPEKIaHE

B KoHTponHMpaHN KIMHUYHU TPOYUIBaHUS ce HabII0AaBa n3pa3eHo MOBUIIEHNE Ha YePHOPOOHNTE
€H3UMH, BOJICIIIO JI0 MPEKbCBAHE Ha JICUCHUETO WIIM MMPOMsHA Ha Jo3arta (Bxk. Touka 4.8). Husara Ha
CEePYMHHUTE TPaHCAMUHA3U TPSIOBA J1a CE U3MEPST MPEAU HAYAIOTO HA JICYCHUETO, Ha BCEKH 2 CEIMUIU
Ipe3 IBPBUTE 3 Mecella OT JICUCHHUETO, B IS TOBA BEIHEK MECEUHO. AKO € Pa3BUAT KIMHUIHU
CHMITOMH HITM TIPU3HAIH, TOKA3BAaIM XENaTOTOKCHYHOCT, CEPYMHHUTE TpaHCAMHUHA3H1 TPSOBa J1a ce
u3MepsaT He3abaBHO. Ako B nagieH MoMeHT ALAT wim ASAT ce yBenudar noBeue OT 5 bTH HaJl
ULN, nedenneTo TpssOBa He3ab0aBHO /1a ce MPEKbCHE, a YepHOAPOOHaTa (hYHKIUS TPsOBa [1a ce Cieau
0oT0nM30. JleueHneTo ce MOMHOBSBA IPH BH3CTAHOBSIBAHE HA H3XOAHUTE CTOHHOCTH Ha
YepHOAPOOHHUTE (PYHKIIMOHATHH MOKA3aTe/IM Ha MAIMEHTA ¥ ITPU HaMaieHa o3a (BxK. Touka 4.2).

B cnyuaii ye manueHTHTE pa3BUAT TeXKa xenaTorokcuaHocT (yBenmuenue Ha ALAT mm ASAT ¢
20 et Han ULN) mo Bcsiko BpeMe Ha TepanusiTa, Tepamnusita TpsioBa J1a ce Clpe U MalueHTUTe He
TpsIOBa J1a ce JICKYBaT IIOBTOPHO.

ITanueHTH ¢ aKTUBEH WJIM CUMOTOMATHYEH BUPYCEH XEMATUT Ca U3KJIFOUEHH OT KIMHUYHNATE
NPOYYBaHUS; MOPAIH Ta3K MPUYMHA JUIICBAT JAaHHU 32 ynoTpebaTa Ha AGuparepon Accord mpu Tazu
IOy Iamus.

Hsma nannu 3a kKMTUHUYHATA 0€30MACHOCT U €(PUKACHOCT MPU MHOTOKPATHH 03U a0UpaTepOHOB
areTaT, KoraTo ce nmpuiara Ipy MaiueHTy ¢ yMEpPEeHO WM TeXKO 4epHoaApoOHO yBpexaane (Child-
Pugh xnac B nim C). M3non3BaneTo Ha abUpaTepoOHOB aneraT TpsiOBa BHUMATEITHO /1A CE OICHSABA MPH
MAIMEHTH C YMEPEHO YepHOAPOOHO YBpEeKAaHe, IPU KOUTO MOJ3aTa SICHO TPsOBa J1a HAIXBBPIIS
BB3MOXHHS PUCK (BXK. Touku 4.2 1 5.2). AOupaTepoHOB alleTaT He TPsOBa Ja ce U3MOJ3Ba MPH
MAIMEHTH C TeXKO YePHOAPOOHO yBpexaaHe (Bx. Touku 4.2, 4.3 u 5.2).

Nma pesxy moCTMapKETHHTOBU ChOOIIEHHS 32 OCTpa YePHOAPOOHA HEIOCTATHUHOCT U PYJIMUHAHTEH
XeTaTHUT, HAKOH C JIeTalleH u3Xxo (Bk. Touka 4.8).

CrupaHe Ha MpreMa Ha KOPTHKOCTEPOWIA M MEPKH IPU CTPECOBH CUTYAIIUU

[MpenopbyBa ce MOBHUILICHO BHUMAaHKE U MIPOCIIEIsSBaHE 3a IPCHOKOPTHKAIHA HEJJOCTAThYHOCT, B
Clly4ail ue Ha MMAIMeHTUTE € CIIPSIH MPUEMbT Ha NMPEAHNU30H WIN IPETHU30JI0H. AKO IPHEMBT Ha
abupaTepoHOB aleTaT NPOIBIDKH CJIe]l CITIUPAHETO Ha KOPTUKOCTEPOHIUTE, TAMEHTHUTE TPsIOBa J1a ce
HaOJr0/1aBaT 32 MOsIBA HA CHMIITOMH HA MHHEPAIKOPTUKOU/ICH U3IHIIBK (BX. HHPOpMAIUATA M0-
rope).

[Ipu manmeHTH HA MPEAHU30H WM MPEIHU30JI0H, KOUTO ca MOJJI0KEHN Ha HEOOUYaeH CTpec, €
IIOKA3aHO [IOBUIIIABAHE HA /103aTa HA KOPTUKOCTEPOUIUTE IIPENH, [10 BpEME Ha U CJIe]l cTpecoBara
CUTyaLusl.

KocTHa mIeTHOCT

HamansaBane Ha KOCTHaTa ILTPTHOCT MOXE /14 C€ MOSIBU IIPU MBKE C METAaCTaTUUEH HaIpeIHal
KapIIMHOM Ha rpocTaTara. M3moia3BaneTo Ha abUpaTepoHOB aleTaT B KOMOMHAIUS C
TJTFOKOKOPTHKOUIU MOYKE Jla YBEIIMYH TO3U SPEKT.

HDGHI/IH.IH& VHOTDCGa Ha KETOKOHA30J1
ITo-Hmcka crernen Ha OTTOBOP MOXKE Aa C€ O4YaKBa NP MAIMCHTH, JICKYBaHU IIPEIU TOBA C
KE€TOKOHA30JI 3a KapIMHOM Ha ImpocTaraTta.

XUNEepriInKkeMus
TIpunoxeHneTo Ha MIFOKOKOPTUKOUIM MOXKE J1a TIOBUIIM XUIIEPTIUKEMHUATA, 3aTOBA HUBOTO Ha
KpBbBHATA 3axap TPSIOBa YECTO Ja Ce MPOCIeAsIBa MPH MAIUSHTH C THA0CT.

XUNOTJIUKEMUS
Cpo01raBanu ca ciIydand Ha XHAIOTIIMKEMHES, KOTaTo abUpaTepoHOB arleTar IIIoc
NPEIHU30H/TIPETHU30JI0H ¢ MPUIIATraT MPY MAllMeHTH, KOUTO BEYUe Ca UMAJIH JHa0eT, MoTydaBanii
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MHOTJINTAa30H WK penariauuug (BK. Touka 4.5); ciemoBareliHo, KpbBHATA 3aXap TpsOBa 1a ce
HaOIroAaBa IpH MAIUEeHTH C THa0eT.

Ynorpeba npu XMMHOTEpaTUs
be3onacHocTTa U ehUKACHOCTTA HA €THOBPEMEHHOTO TIPUJIOKEHIE Ha aOUPATEpPOHOB aleTar ¢
[IUTOTOKCHYHA XUMHOTEPAIHs HE Ca YCTaHOBEHHU (BXK. Touka 5.1).

IloTeHIMaIHI PUCKOBE
AHeMmus 1 cekcyarHa TUCHYHKITUS MOXKeE J1a ce TIOSIBSIT IIPH MBKE C MeTacTaTHIeH KapIIMHOM Ha
MPOCTaTaTa, BKIFYHUTEIHO MPU T€3H, KOUTO Ca MOJIOKCHH Ha JICYCHHUE C a0UPaTepOHOB aleTart.

EdeKkT BbpXY CKEJIETHATA MYCKYJIATYDA

Crno0ImaBar ce cayJyan Ha MHOIATHSA ¥ PabIOMHOIIN3a IPH MAIllMEHTH, JIEKYBaHU ¢ aOUpaTepOHOB
arerat. B moBeweTo ciTyyau Te ca ce pasBHJIM B PaMKHTE Ha MbPBUTE 6 Mecela OT JICUEHHETO U ca
OTIIIYMEJTH CJIE/] PEYCTaHOBsIBAHE MprUeMa Ha abupaTrepoHoB arerar. [IpenopbuBa ce MOBUIIEHO
BHHMAaHHUE NP MAIMEHTH, JEKYBaHH €IHOBPEMEHHO C JIEKAPCTBEHH MPOIYKTH, 32 KOUTO € U3BECTHO,
4e ca CBbP3aHU C MHONIATHS/pabIOMHOIIN3A.

BzaumoneicTBys ¢ APYTH IEKapCTBEHH NTPOAYKTH

[Mpunoxxenuero Ha cuiiHd MHAYKTOpU Ha CYP3 A4 TpsibBa na ce n30srBa 10 BpeMe Ha JICUESHHETO,
OCBEH aKo HiIMa Jpyra TepaneBTHYHA aJITepHATUBA, TOPal PUCK OT HaMajeHa eKCIIO3UIHS Ha
abupaTepoHoB arierar (BXk. Touka 4.5).

KomOunupane Ha abUpaTepOHOB alleTaT ¥ MPEAHU30H/IPETHI3010H ¢ Ra-223

JledenueTo ¢ abupaTepoHOB aeTaT U MPeIHI30H/TIPETHU30I0OH B KOMOMHaNusA ¢ Ra-223 e
NPOTUBOIOKa3aHO (BX. To4ka 4.3) mopa i NOBUILIEH PUCK OT ()PaKTypH U TEHICHIMS KbM MOBHUIICHA
CMBPTHOCT IPU MALUCHTH C KAaPpIIMHOM Ha IIpocTaTraTa, KOUTO Ca aCUMIITOMAaTHUYHU WUJIN C JICKH
CHUMIITOMH, KaKTO € Ha6HIOI[aBaHO B KIIMHUYHUTEC IIPOYUBAHMS.

IIpenopruBa ce mocienBamioro geueHue ¢ Ra-223 na He 3amoysa oHe 5 JHU cJie]l TOCIeIHOTO
HPUJIOKEHUE Ha a0UPaTEpPOHOB alleTaT B KOMOMHAIMS C MPEAHU30H/IPEIHU30II0H.

[TomomHo(m)u BemecTBo(a) ¢ M3BeCTHU eheKkTH

To3u nexapcTBeH NPOAYKT ChIbpKa JakTo3a. [laruenTy ¢ peKu HaclIeICTBEHH MPOOIeMH Ha
HEMIOHOCHMOCT KBbM TallaKT03a, IThJICH JIAKTAa3eH Je(QUINT WK TIIF0K030-TaJaKTO3Ha MaradcopOIus He
TpsIOBa Ja MpueMaT TO3H JIEKAPCTBEH MPOTYKT.

To3u nekapcTBeH MPOAYKT ChABbPKa 24 mg HATPUH Ha 1032 OT ABE TaOJIETKH, KOETO CE paBHs;IBA Ha
1,04% ot mpenopruanara ot C30 MakcuMaiHa JHEBHA Jl03a OT 2 g HATPUI 32 Bb3PACTeH.

4.5 BzaumopaeiicTBHE ¢ APYTH JIeKAPCTBEHH NMPOAYKTH U APYru GopMHU HA B3auMoJelicTBUE

EdekT Ha XxpaHaTa BbpXy aOMpaTepoHOB arerar

[IpunoxeHueTo ¢ XxpaHa 3HAUYUTETHO ITOBHUILABa adcopOLMsATa Ha a0UPaTEPOHOB alleTaT.
EduxacHoctTa 1 0€30mMacHOCTTa, KOraTo € MPHET C XpaHa, He ca yCTaHOBEHH, 3aTOBa TO3H JIEKapCTBEH
MPOAYKT He TPsOBa J1a ce mprema ¢ xpaHa (BX. Touku 4.2 u 5.2).

BsauMoseiicTBUS ¢ APYTH JEKApCTBEHU MPOAYKTH

Tomenyuan na opyeu nekapcmeenu npoOyKmu 0a NOGIUsASANM eKCRo3uyuunme HaabupamepoHog
ayemam

B mpoBeneHo KIMHUYHO Mpoy4BaHe Ha (apMaKOKMHETHYHHUTE B3aMMOJICHCTBUS IPH 3paBU
JI0OpOBOIIIH, JIEKYBaHH MPeau ToBa Cbe cuiiHus HHAYKTOp Ha CYP3 A4 pudamnuuun 600 mg gHeBHO
B IIPOAB/DKEHUE Ha 6 THH, CJIe KOSTO C eaAuHuYHa j103a abupareponoB aneraT 1 000 mg, cpennara
mwrazmerna AUC,, Ha abupaTepoHOB aneraT ce € moHmKuia ¢ 55%.
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IIpunoxxenneTo Ha cuiaHU uHAYKTOpH HA CYP3 A4 (Hamnp. ¢heHuTonH, Kapbama3enuH, pudaMITnIuH,
pucdabytun, pudaneHtH, GeHodbapourai, ®biT KanTapuon [Hypericum perforatum]) mo Bpeme Ha
JICYCHUETO TPsIOBa J1a ce m305rBa, OCBEH aKO HsAMA TeParCeBTUYHA aTCpHATHBA.

B oTnenHo KIMHUYHO MpoyYBaHe Ha (apMaKOKHHETHYHHUTE B3aMMOJICHCTBYS, MPOBEJICHO TP 3PaBU
JIOOPOBOJIIIH, € THOBPEMEHHOTO MPIIIOKEHIE Ha KETOKOHA30J1, criieH naxuonTop Ha CYP3A 4, He e
0Ka3aJ10 KJIMHUYHO 3HaYMM e(DeKT BhpXy (DapMaKOKHMHETHKATa Ha a0UpaTESpPOHOB aIleTar.

Tomenyuan na abupameporos ayemam 0a NOGUsIe eKCROZUYUUME HA OpYeU JeKapCmEeHu nPooYKmu
AOupaTepoHOB aleTaT ¢ MHXUOUTOP HA YSPHOAPOOHUTE JICKAPCTBEH MPOAYKT-METa0OTU3U AU
emsumu CYP2D6 u CYP2CS.

B npoyuBane Ha edexTuTe Ha aOMPaTEPOHOB areTat (B KOMOWHAIWS C IPETHI30H) BHPXY €INHUIHA
no3a CYP2D6 cyGerpar nekctpomeropdan, cucremuara excrosuiius (AUC) Ha nexctpomeropdan ce
noBuiasa npudsmsurenHo 2,9 nbti. AUC24 Ha nekcTpopdaH, ak THBHHS METa0OJIUT Ha
JIeKcTpoMeTopdaH, ce moBuIIaBa NpuoInu3uTeaHo ¢ 33%.

IIpenopryBa ce MOBHILIEHO BHUMaHKE, KOTaTO Ce Mpuiiara ¢ JeKapCTBEHHU NMPOIYKTH, KOUTO Ce
aktuBupar wim Metabommsupar or CYP2D6 u mo-crienmanHo 1eKapCcTBEHN MPOIYKTH C TECEH
TepaneBTUYCH HHIEKC. TpsaOBa qa ce 0OMuUCIN HaMallsiBaHE Ha 03aTa Ha JIEKapCTBaTa C TECEH
TepaneBTHYCH UHJIEKC, MeTabomu3upanu oT CYP2D6. [Ipumepu 3a nekapcTBEHN NPOIYKTH,
MmeTabonmsupanu ot CYP2D6, BKitouBaT METONPOIIO, IPOTIPAHOIION, AC3UNPAMUH, BeHIa(aKCHH,
XaJIONIEPUAOI, PUCTIEPUIIOH, TponadeHoH, GIeKanHN, KOIEHUH, OKCUKOIOH U TpaMaaol (ToCaeIHUTE
TpPH JIeKapcTBEHH MpoayKTa ce Hyx)aaiat oT CYP2D6 3a oOpa3yBaHe Ha aKTUBHUTE UM 00€300JIsBaIIN
MeTabOoJIUTH).

B npoyusane ¢ CYP2C8 3a B3auMoaelcTBUS C IEKapCTBEH NPOAYKT NpH 3apaBu nHaAuBHIM, AUC Ha
MUOTIMTa30H € moBuieHa ¢ 46%, a AUC na M-III u M-IV, aktuBHHTE METa0OIMTH HAa THOTIINTA30H,
e noHmxena ¢ o 10%, korato MUOTJIMTa30H Ce MpuIIara 3aeHo ¢ enuHuuHa g03a 1 000 mg
abuparepoHoB auerar. [lanenture TpsOBa Aa ObAAT HAOIIOJABaHHU 32 IPU3HALM HA TOKCUYHOCT,
cBbp3aHu cbe cydcTpar Ha CYP2C8 ¢ TeceH TepaneBTHUEH HHIEKC, aKO CE€ M3MOI3BAT €THOBPEMEHHO.
[Mpumepwu 3a nekapcTBeHU NMPOAYKTH, MeTabom3upanu oT CYP2C8, BrirouBaT MAOTITUTA30H U
penariuau (BK. Touka 4.4).

In vitro ocHoBHHTE MeTabOIUTH abMpaTepoHOB Cyidar u N-oKcH abupaTepoHOB CypaT HHXHOUpAT
TpaHcHopTepa Ha 4yepHoApoOHOTO 3axBaiiaHe OATP1B1 u karo cieacTBue Morar Jia ce HOBHUILAT
KOHIIEHTPALMUTE Ha JIEKAPCTBEHUTE NMPOTYKTH, KOUTO ce enumuHupar upe3 OATP1B1. Hama
HaJIMYHY KJIMHUYHU JaHHU, IOTBBPK/IAaBAIM B3aUMOJIEHCTBHETO, OCHOBABAIIIO CE€ HA TpaHCIIOpTEpa.

Ipunosicenue ¢ npooykmu, 3a KOUmo e uzgecmuo, ue yovaxcasam QT unmepsana

Twit KaTo TEYSHUETO C aHAPOTEH-ACTIPUBAIIFIOHHA Tepanus Moxe na yabnku QT untepsana, ce
npenopbyBa MOBHIICHO BHUMAHHUE MPH NIpUIarane Ha abupaTepoHOB alleTaT C JeKapCTBEH!
NpOAYKTH, yAbkaBamy QT uHTepBaia, UiH JIeKapCTBEHH MPOAYKTH, KOUTO MOTaT /1a IPEIN3BUKAT
torsades de pointes, kaTo kiac 1A (T.e xuHuanH, qu3onupamun) win kiac I (Hamp. amuonapos,
coraol, odGeTHua, KOy THIINIT) aHTHAPUTMUYHU JIEKAPCTBEHN TIPOTYKTH, METAJIOH,
MOKCH()IIOKCAIMH, AaHTUIICUXOTULH U T.H.

IIpunosicenue cve CRUPOHOIAKMOH

CHHMpOHOJIAKTOH Ce CBhP3Ba C aHAPOTCHHUTE PEIENITOPU M MOXKE /1a TOBUIIIK HUBATA HA
npocrarHocrienuduanus anture (PSA). [IpuioxxeHnero ¢ abupaTepoHOB aleTar He ce MpernopbyBa
(Bk. Touka 5.1).

4.6 @epTHaANTET, O)PEMEHHOCT H KbpMeHe
KeHu ¢ nerepoaeH noreHnyman

Hsma nannu 3a ynotpebara Ha abupaTepoHOB aleTaT Mpu OPEMEHHH KEHH U TO3M JICKAPCTBEH
MPOAYKT HE € MPeIHA3HAYCH 3a yIoTpeda MpH KeHH ¢ ACTSPOJICH MOTCHITUAI.
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KOHTQ&QCHQI/I}I IIpU MBXKE U JKCHU
He e u3BecTHO manu a61/1paTep0HOB arecTaT Ui HCrOBUTC METaOOIUTH IIPUCHCTBAT B CCMECHHATAa

TEYHOCT. YToTpeOaTa Ha PE3ePBATUB € 3aIbIDKUTEIHA, aKO MAIIUEHTHT UMa CEKCYaJICH KOHTAKT C
OpeMeHHa xeHa. AKO MAalUEHTHT UMa CEKCYaJICH KOHTAKT C )KeHA C IETEPOJICH TIOTSHITHAT,
MPEe3epBaTUBBT € 3aBIDKUTEIICH 3a€THO C Olle eauH e(heKTHBEH METO/] 32 KOHTPAIICTIITHSI.
ITpoy4uBaHMATA PH KUBOTHH MOKA3BAT PENPOIYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

BpemenHoct
AOGupaTepoHOB alleTaT He ce yIoTpeOsBa MpH KEHU U € TPOTUBOIIOKA3aH NPH )KEHH, KOUTO ca

OpeMEeHHU I € Bb3MOXKHO Ja ca OpeMeHHH (BX. ToukH 4.3 u 5.3).

Kspmene
AOupaTepoHOB alleTaT He € MPeIHA3HAYCH 32 YIIOTpeOa MPH KEHH.

DepTUInTeT
AOGupaTepoHOB alleTaT MOBIUABA (EPTUIUTETA TP MBXKKU U )KEHCKHU TUTBXOBE, HO Te3H e(heKTH ca

HAITBJIHO 00paTUMH (BXK. Touka 5.3).
4.7 EdexTu BbpXy crniocodHOCTTA 3a modupaHe 1 padoTa ¢ MAIIUHA

Abwuparepon ACCOrd He MOBJIMSBA HITH MOBJIKABA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a IIO(pHUpaHe U
paboTa ¢ MaMHA.

4.8 Hexenanu JeKapcTBeHH peaKuu

O0600611eHMEe Ha podwiia Ha OE30I1aCHOCT

[Tpu aHanu3 Ha HEeXXETAHNUTE peakluu B KomOnHMpanu npoyusanus ®aza IIl ¢ abuparepon anerar
HEXEJIaHUTE peakiuu, HaOmroaaBanu npu > 10% OT manueHTuTe, ca nepudepeH eaem,
XUTOKAIUEMHUS, XUIIEPTOHUS, NMH(MOEKIU Ha TMKOYHUTE ITBTUIIA U MTOBHUIIIEHA CTOWHOCT Ha aJIaHUH
aMHHOTpaHc(epaszaTa U/WiM MOBUILIEHa CTOWHOCT Ha acliapTaT aMHHOTpaHcdepaszara.

Jpyru BaXHH HEXKEJIAHU PEaKIIMU BKIIIOYBAT CHPJICYHU HAPYIIECHHSI, XeNaTOTOKCHYHOCT, QPaKkTypH U
aJieprudeH aaBeoJIuT.

AOupaTepoHOB areTaT MOXe Jia MPeIN3BUKA XUIIEPTOHUS, XUITOKATUEMHS U 3aIbp)KaHe HA TEYHOCTH
KaTo (papMaKkOAMHAMUYHO CJIEICTBUE OT HETOBHSI MEXaHU3bM Ha nieiicTBue. B mpoyuBanus ®daza 111
OYaKBAaHUTE MUHEPAIKOPTUKOUIHH HEXKEJIAaHU PEaKLUK ca HaOI0AaBaH! [10-4eCTO IPH MALUEeHTH,
JIeKyBaHU ¢ abUpaTEepOHOB alleTaT, OTKOJKOTO TIPH MAIlMEHTH, JIEKYBaHH C IUTale00: XUITOKAITUEMHST —
18% cperty 8%, xuneptonus 22% cpeiy 16% u pecrieKTUBHO, 3aIbpKaHe Ha TEUHOCTH (TepudepeH
enem) 23% cpemty 17%. Ilpu nauneHTy, 1eKyBaHu ¢ abUpaTEepPOHOB aleTaT, CIPSIMO MallUEHTH,
nekyBanu ¢ miane6o, ca HabmogaBanu. CTCAE (Bepcus 4.0) creniern 3 u 4 xunokaimemust mpu 6%
cupsimo 1%, CTCAE (Bepcust 4.0) crenienu 3 u 4 xunepronus mpu 7% crapsimo 5% u crenenu 3 u 4
3aabp)KaHe Ha TEYHOCTH (mepudepeH eaem) cboTBeTHO npu 1% cnpamo 1% ot nauuenture. Kato
SUI0 MUHEPAJIKOPTUKOUAHUTE PEaKLMK MOTaT Ja Ce OBJIASBAT YCIEUIHO C JEKapCTBa.
EnHOBpeMEHHOTO NPHIIOKEHNE Ha KOPTHUKOCTEPOHUIN BOJIM /10 HAMAJIsIBAaHE HAa YeCTOTaTa M CTEIeHTa
Ha Te3M HEXEeJIaH!U peakiuu (BxK. Touka 4.4).

TabyryeH CIMCHhK Ha HEXKEJIAHUTE PEAKIIUU

B npoyuBanwmst mpy MAIMEHTH ¢ HAPEIHAI METAaCTATUICH KapIIMHOM Ha TpOoCcTaTara, JEKyBaH! C
LHRH wn iekyBaHu Ipein TOBa C OPXUEKTOMHUS, a0MpaTEPOHOB aleTar ce npuiara B 1o3a ot 1 000
mg THEBHO B KOMOMHAITUS C HICKA JI03a MPEAHNU30H WX TIPeIHU30J10H (vau 5, wim 10 mg THEeBHO B
3aBUCUMOCT OT TIOKa3aHUETO).

HeskenanuTe peakiuu, HaOIOIaBaHU 110 BpEME Ha KJIMHHYHUTE POYYBAHUS U TIOCTMAPKETHHTOBHS
OITUT, ca MPEJCTaBeHH MO-I0Jy 110 KaTeropus yectora. Kareropunre mo yecrtora ca onpe/iesicHu,
KaKTo cienpa: MHOTO vectr (> 1/10); wectn (> 1/100 mo < 1/10); mewectn (> 1/1 000 mo < 1/100),
penxu (> 1/10 000 mo < 1/1 000); muoro peaxu (< 1/10 000) u ¢ HensBecTHA YecTOTA (OT HATMYHHUTE
JTaHHU HE MOXKe Ja ObJe HallpaBeHa OICHKA).
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[Ipu Besiko rpymupaHe 1Mo YeCTOTa HeXKEIaHUTe JIEKPCTBEHN PEaKINK ca H30POSH! B HU3XO/ISII el

MO0 OTHOIICHUC HA TAXHATa CEPUO3HOCT.

Taoauna 1:

Hexenann PC€aKIuu, HaﬁﬂlOHaBaHI/l B KIMHUYHHU NMPOYYBAaHUA U OT
MOCTMAPKECTUHIOBUSA OIMUT

CucremMo-opranes Kjiac

Hexes1aHa peakuus 4 4ecTroTa

Nudpexuun u nundecranuu

MHOI'O 4€CTH: I/IH(bCKHI/IH Ha IIMKOYHUTC IIbTUIIIA
YCCTH:. CCTICUC

Hapyuienusi Ha MMYHHATa CHCTEMA

C HCU3BCCTHA YCCTOTA. aHa(l)I/IJ'IaKTI/I‘IHI/I PpE€aKImn

Hapymienusi Ha eHIOKPHHHATA CHCTEMA

HEYeCTH: HaIObOpeYHa HeJJOCTAThYHOCT

Hapymenns Ha MmeTa0dom3Ma u
XpaHeHeTo

MHOT'O YECTH: XUITOKATUEMUS
YECTH: XUIEPTPUTIUIIEPUICMHS

Cbpaeynu HapyuieHust

YeCTHU: ChpJeYHa HEAOCTaTbYHOCT™, CTCHOKapAUs,
MIPEJICHPIHO MBXKJCHE, TaXUKapAUs

HEYeCTH: IPYTH apUTMHUH

C HEM3BECTHA YECTOTa: HH(PAPKT HA MUOKapAa,
yabmkaBane Ha QT untepBana (Bx. Touku 4.4 u 4.5)

CbaoBu HapylieHHust

MHOI'0O YCCTH: XUIICPTOHHUA

PecniupaTopHu, rpbaHu U
MeAMACTHHAJHHM HAPYLIEHHs

PEIKH: aJiepruucH ajiBeoJInT?

CroMalHO-4YpeBHHM HAPYLIEHUS

MHOTI'0 4YECTHU: Auapus
YCCTU. NUCTICIICUS

XenaToOuIMapHU HAPYIIEHHS

MHOT'O YECTH: TIOBUIIIEHA CTOWHOCT Ha aJlaHuH
aMmuHOTpaHc(hepasaTa W/ UiH MOBUIIIEHA CTOHHOCT Ha
acmaprat aMuHOTpaHcdepasara’

penku: GyJIMUHAHTEH XeMaTHT, OCTpa YepHOApoOHa
HEJIOCTaThYHOCT

Hapyumienusi Ha KoKaTa H MOJKOKHATA
ThKaH

4ecTH: 0OpUB

Hapymienns Ha MyCKYyJIHO-CKeJIeTHATA
CHCTEMA M CheAMHUTEIHATA ThKaH

HCYCCTH: MUOIIATH, paGZ[OMI/IOJII/I?)a

Hapymenuss Ha 0bOpenuTe 1 NMKOYHUTE
MbTHIA

HUCCTHU: XEMATypHusid

OO0 HapyuieHus U edeKTH HA MSICTOTO
HA MPUJIOKEHHE

MHOT0 yecTH: nepudepeH eaem

HapansiBanusi, oTpaBsiHus U
yCJ105KHEeHUsl, Bb3HUKHAJIM B pe3yJITaT Ha
HHTEePBEHIUHU

yecTH: ppaktypu **

*

CT)p;leqHaTa HEIOCTAaThYHOCT BKJIIOUBA M 3aCTONHA Chbpa€YHa HEAOCTATBYHOCT, JICBOKAMEPHA

TUCYHKINS ¥ HaMaleHa paKIus Ha N3TIaCKBaHE
** @paxTypH BKIIOYBA OCTEONOPO3a U BCHYKU PPaKTypH ¢ M3KIFOUECHUE Ha MTaTOJIOTHYHH (PPaKTypH

a
6

CrnoHTaHHU CT:O6IIIGHI/IH OT NOCTMApPKETUHI'OBUS OIIUT
IloBumieHa CTOMHOCT Ha aJlaHUH aMI/IHOTpaHC(I)CpaBaTa Y/WIIN TTOBUIIIEHA CTOMHOCT Ha acrapTrar

aMuHOTpaHc(epaszara BkimouBa yeennueHue Ha ALAT, ysennuenne na ASAT u abHOpMHa YepHOIpOOHa

GbyHKIUSA

Crnenuure nexenanu peakuun CTCAE (Bepcust 4.0) ctenen 3 ce HaOoaaBatT Npyu NalMeHTH,
JIeKyBaHU ¢ a0MpaTepOHOB alleTaT: XUIoKameMus 5%; nHPeKIus Ha MUKOYHUTE MbTHIIa 2%);
MOBHUIIIEHA CTOWHOCT Ha aJlaHMH aMHHOTpaHc(epa3aTa u/uii MOBHUILIEHAa CTOMHOCT Ha acrapTar
amuHOTpanc(epasata 4%; xunepronus 6%; ppaktypu 2%, nepudeper eaem, CbpAcyHa
HEIOCTAThYHOCT U MPEACHPAHO MBxkAeHE — Beska 1%. Xuneprpurnunepunemus CTCAE (Bepcust 4.0)
cTereH 3 u cTeHoKapaus ce Habmonasar npu < 1% ot narmenTure. MHGEKIMS Ha MUKOYHWUTE ITHTHINA
CTCAE (Bepcus 4.0) crenen 4, moBHilicHa CTOMHOCT Ha aJlaHUH aMUHOTpaHchepasaTa 1/ uian
MIOBHUIIIEHA CTOMHOCT Ha acrapTaT aMUHOTpaHcdepasaTa, XUIOKaIHEeMusl, ChbpAeyHa HeI0CTaThYHOCT,
NpeAchPIHO MBXIeHe U PppakTypu ce HabmronaBat npu < 1% oT manueHTure.
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[o-ronsMa yecToTa Ha CITy4auTe Ha XUIIEPTOHUS M XUITOKATMEMHUs ce HaOJIro1aBa MpH MOMyJIanusaTa
OT MAIMeHTH, 9yBCTBUTEITHN KbM XOpMOHaHa Tepanus (mpoyuBane 3011). Xunepronus ce
Habnronasa npu 36,7% OT momynanusTa MalueHTH, YyBCTBUTEIHN KbM XOPMOHAIHA TePaIus
(npoyusane 3011), B cpaBaenue ¢ 11,8% u 20,2% B npoyuBanus 301 u 302. Xunokanuemus ce
HabmogaBa mpu 20,4% OT mommynanusaTa NalueHTH, IyBCTBUTETHN KbM XOPMOHAIHA TePaITus
(npoyuBane 3011) B cpaBrenue ¢ 19,2% u 14,9% B mpoyuBanus 301 u 302 .

YecToTaTa M TEKECTTa Ha HEXKETAHUTE JICKAPCTBEHU PEAKIUH Ca MO-BUCOKHU IIPH HOATPYIHTE OT
HAaMEeHTH C U3XO0/IeH CKOp 2 3a QyHKIHMOHAIHO ChCTOSHHE 110 CKaylaTa Ha M3royHaTa koonepaTiuBHA
onkonornuna rpyna (Eastern Cooperative Oncology Group, ECOG 2), xkakTo U pu HaluueHTy B
cTapuecka Bb3pacT (> 75 years).

Onwucanne Ha U30paHU HEXKETAHU PEaKIny

Cvpoeuno-cv0osu peaxyuu

B tpute npoyuBanus ®aza Il ce u3kir0uBaT NaUEHTH C HEKOHTPOJIUPAHA XUIIEPTOHHUSI, KIIMHUYHO
3HaYMMO ChPACYHO 3200 BaHe, MPOSABEHO KaTO MH(APKT HAa MUOKap/a WU CIy4au Ha apTepuaaHa
TpomOo03a mpe3 mocjaegHuTe 6 Mecela, TeKKa MM HeCTaOUITHA CTEeHOKAp/IUsl, UM Chp/ICYHA
HepoctarbyHOCT Kitac III ummm IV mo NYHA (mpoyusane 301) wnu cepaeuna HegoctarbuHocT Kirac |1
1o Knac IV (mpoyusanus 3011 u 302), nnu u3mepena ¢paxuus Ha nztinacksane < 50%. Benuku
BKIIIOUCHU MAalMeHTH (JIEKYBaHU C aKTUBHOTO BEILIECTBO U C IU1aebo) ca JeKyBaHH EAHOBPEMEHHO C
aHJPOreH-ePUBallMOHHA Tepanus, IIIaBHO ¢ npuioxkenue Ha LHRH ananosu, kosATo € cBbp3aHa ¢
nuabeT, HH(apKT Ha MUOKap/Aa, MO3bYHOCHI0B HHIIMACHT U BHE3aIIHA ChpAe4Ha cMBPT. YecToTara Ha
ChPECYHO-CHJOBUTE HEXKEIAHU peakuy B npoyuBanus Pasza III npu nanueHTy, npuemManiu
abupaTepoHOB aleTar CIpsMO MAlUeHTH, TPUEMAIIH I1alebo, €, KaKTo cieBa: MPeaChPIHO
MBXIeHe 2,6% cnpsamo 2,0%, taxukapaus 1,9% crupsmo 1,0%, aaruna nekropuc 1,7% crpsimo 0,8%,
cbpaedHa HepoctarbuHoCT 0,7% crpsamo 0,2% u aputmust 0,7% copsamo 0,5%.

Xenamomoxcuunocm

XenaToToOKCHYHOCT, ¢ noBumenu croifnoctu Ha ALAT, ASAT u 001 6unupyOuH, ce cpobiiasa npu
MAIEHTH JICKYBaHU ¢ adupaTtepoHoB arerar. OT KTuHUYIHATE TTpoyuBaHus Paza I11
XenaToTOKCUYHOCT crerneHu 3 u 4 (Hanpumep yBennueHne Ha ALAT wnu ASAT ¢ > 5 met Hag ULN
WIN yBenndeHue Ha Ounupyouna > 1,5 netr Hax ULN) ce chobmaBa npu okono 6% OT NanueHTHTe,
npreMany adbupaTepoHOB aleTar, OOMKHOBEHO Mpe3 IbPBUTE 3 Mecela clie/l HayajloTo Ha JICUEHHUETO.
B npoyuBane 3011 xenaroTokcMYHOCT cTereH 3 wiu 4 ce HaOmoaaBa npu 8,4% OT manueHTuTe,
JIeKyBaHH ¢ abupaTepoHOB arerar. [leceT OT nalueHTUTe, KOUTO ca IpUeMat abupaTepoHOB aLeTar,
ca NMPEeyCTaHOBMWJIM yYacTUETO CH B IPOYYBAHETO MOPaIH XeMaTOTOKCUYHOCT; ABaMa Ca HOIy4HIH
XEMaTOTOKCUYHOCT CTEIEH 2, MECTUMa — XeMaTOTOKCUYHOCT CTETEH 3 U JIBaMa — XeMaTOTOKCUYHOCT
crenied 4. B mpoyusane 3011 HAMa cCMBPTHU CITy4au HA TAIMEHTH BCICACTBHE HA XEMATOTOKCUYHOCT.
B knmuanynanTe npoyuyBanus ®asza Il yBenuueHne Ha CTORHOCTHTE HAa YEPHOAPOOHUTE (DYHKIMOHAIHU
MOKAa3aTeNH € MO-BEPOSITHO Jia ce HAOII01aBa PH MAIMEeHTH ¢ IIOBUIIEHN U3XOHU CTOMHOCTH Ha
ALAT nmn ASAT, OTKOJNKOTO MIpH TaKWBa C HOPMAJTHU M3XOIHU CcToHHOCTH. Koraro ce HabmonaBa
yBenuueHne Ha ALAT unu ASAT > 5 nmptu Hag ULN nnn Ha OunupyOus > 3 et Hag ULN,
NprUeMbT Ha abUPaTEepOHOB alleTaT BpEMEHHO Ce MPEKbCBa MM Ce MpeKpaTsBa. B nBa cinydas e
HACTBIINJIO U3PAa3eHO YBEIUUEHNE HA CTOMHOCTUTE Ha YePHOAPOOHHUTE (DYyHKIIMOHAIHU TIOKa3aTeIn
(Bx. Touka 4.4). [Ipu Te3u ABaMa NaMEHTH C HOPMAJIHA U3X0/IHA YepHOApOoOHa QYKIHS ce
HaOmronaBa yBennuenue Ha ALAT u ASAT c 15 1o 40 nbtu Han ULN u yBennuenue Ha OunupyouHa
¢ 2 10 6 mbti Hax ULN. Crnies ciupaHe Ha JICYSHHUETO, YePHOAPOOHNUTE (PYHKIIMOHAIHH ITOKa3aTeIH
ca ce HOpMAIM3UPANH U TIPH JIBaMaTa MalueHTH, a eIUHUAT OT TAX € ITOJI0KEH Ha IOBTOPHO JICYEHNE
cbc ZYTIGA 6e3 HOBO moBHIIaBaHe Ha cToiHOCTUTE. B mpoyuBane 302 moBuiiaBaHe Ha CTOMHOCTHUTE
Ha ALAT u ASAT crenen 3 u 4 ce Habmonasa npu 35 (6,5%) nanueHTH, JeKyBaHU ¢ abUPaTepOHOB
arerar. [loBuIeHnTe CTOMHOCTH Ha aMUHOTpaHC(epas3aTa ca ce Bb3CTaHOBIIIH 10 HOpMaTa IpH
BCUYKHU MAalMEHTH C U3KIIOUYEHUE HA TPHMa (JBaMa C HOBH MHOTOOpPOWHH YepHOAPOOHH MeTacTa3u u 1
¢ noBuieHu croiHocT Ha ASAT 65m30 3 ceMuUI clieT oCIeIHaTa 103a abuparepoHoB arerart). B
KIMHUYHYU TTpoyuBanus @a3a III 3a npeycTaHoOBsIBaHE Ha JISYEHUETO B PE3YJTAT HA MTOBUILICHU
croiiHocT HAa ALAT u ASAT wiu abHopMHA uepHoipoOHa QyHKIMS ce choOmasa nipu 1,1% ot
MalUeHTHTE, JEKyBaHH ¢ abrpaTepoHoB aneraT u npu 0,6% OT manueHTure, JIeKyBaH! ¢ Iiane0o; He
ce chOoOIIaBaT CMbPTHU CIIy4au B pe3yJITaT Ha X€NaTOTOKCUYHOCT.
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B ximMHWYHE TPOYYBaHUS PUCKBT OT XEMATOTOKCHYHOCT € HaMaJIeH ¢ M3KII0YBAHETO OT yJyacTre Ha
MAIUCHTH C XEMATUT Ha U3XOJHO HUBO MJIM aOHOPMHU CTOMHOCTH Ha ()yHKITHOHATHUTE YEPHOAPOOHU
nokazatenu. B mpoyusane 3011 nanuentute ¢ usxoauu croiHoctd Ha ALAT u ASAT > 2,5 nbTu Haf
ropHata rpanuna Ha Hopmara (ULN), OummpyOun > 1,5 metr Hag ULN wimu Te3u ¢ akTUBEH HITH
CUMITOMATHYEH BUPYCEH XEMaTUT WM XPOHUIHO YepHOAPOOHO 3a00IABaHe, ACIIUT W HAPYIIECHUS
Ha KPbBOCHCUPBAHETO BCIICACTBHE HA YSPHOAPOOHA NUCHYHKIUS ca U3KIIOYCHH OT ydacTtue. B
npoyusane 301, ca H3KIIIOYEHH MaIUeHTH ¢ U3XoaHu ctoiiHocTH HAa ALAT u ASAT > 2,5 mptn

Hax ULN mpu oTChCTBHE HAa YepHOAPOOHH MeTacTa3u, wiu > 5 metr Hag ULN npu Hamaue Ha
yepHOIpoOHH MeTacTa3u. B mpoyuBane 302 He ce AOmMycKaT MaUeHTH C YePHOAPOOHHU METacTas3y, a
te3u ¢ u3xoanu croiiHoctd Ha ALAT u ASAT > 2,5 meru Han ULN ca uskimtoueHn. AOHOpMHUTE
CTOWHOCTH Ha YePHOAPOOHNTE (hYHKITMOHAIHA MTOKA3aTeIH, MPOSBSIBIUIN CE IIPH MAIlUeHTH,
y4acTBall¥ B KIMHUYHYU MPOYYBAHHMS, Ca OUIIM CTPOTO KOHTPOJIMPAHH, KaTO CE € M3UCKBAJIO
MPEKbCBAHE Ha JICYCHUETO U C€ € JIOIYCKAJIO MMOBTOPHO JICYCHUE CaMO CJIe/] KaTO YePHOAPOOHUTE
(YHKIIMOHATHY TIOKA3aTelH MPH MalluEeHTHTE CE Bb3CTAHOBAT JI0 U3XOMHUTE (BXK. Touka 4.2).
[Narmentu ¢ yBenmuenue Ha ALAT wmn ASAT ¢ > 20 et Hax ULN He ca nekyBaHH TOBTOPHO.
be3omacHocTTa Ha TOBTOPHOTO JICYCHHUE TIPH TE3U MAIMEHTH HE € M3BECTHA U HE € U3SACHEH
MEXaHU3MBT Ha XEIIaTOTOKCHUYHOCT.

Crpo01aBane Ha MOA03MPaHU HEKEIAHN PEAKIIUU

Ch0o0I1aBaHeTO Ha MOIO3UPAHU HEIKEIIAHU PEaKIIUK Clie]l pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakKHO. TOBa IMO3BOIISBA Ja MTPOIBIDKH HAOMIOIEHNETO Ha ChOTHOIIIEHUETO MOJI3a/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCAKA
MOJI03UPaHa HEXKEIaHa PeaKIKs Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B

[Ipunoxenue V.

4.9 TIlpemo3upane
JlaHHUTE 3a Tpeio3upaHe Ha aOUPATEPOHOB alleTaT MPU XOpa ca OrPaHHYCHU.

Hsama cnienuduuen antunoT. B cinydaii Ha npego3upaHe MPHIOKEHUETO TPsOBa BpPEMEHHO Ja ce
MIPEKbCHE U JIa Ce MpearprueMaT OONJYaiiHUTE MO IbPIKAIN MEPKHU, BKIFOUBAIIU MTPOCTIEISIBaHE 32
ApPUTMUH, XUTIOKAITUEMHUSI M 32 IPU3HALM U CUMIITOMH Ha 3a/Ibp’KaHe Ha TeYHOCTH. YepHonpoOHaTa
GyHKIUS CBHIIO TPSIOBA JIa ce OlCHSIBA.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 dapmakoaMHAMMYHU CBOiiCcTBa

®apmakoTeparieBTUYHA I'pyIa: €HIOKPUHHA TEPANMS, IPYTH XOPMOHAIHU AHTATOHUCTH U CPOJIHA
cpenctBa, ATC kox: LO2BX03

MexaHu3bM Ha AeiicTBUE

AOupaTepoHOB aleraT ce npeBpbia iN VIVO B abupaTtepoH — MHXUOUTOP Ha aHAPOTreHHATA
OonocunTe3a. KonkpeTHo abuparepoH HHXHOHpa CEIEKTUBHO IEHCTBUETO HAa €H3UMa
17a-xuapoxcunasa/C17,20-nmuaza (CYP17). To3u eH3UM ce eKkcrpecupa B U € He0OX0IuM 3a
aH/iporeHHara OMOCHHTE3a B TECTHKYJIapHATa, HAJI0BOpEYHATA U TIPOCTATHATA TYMOPHA THKaH.
CYP17 karanuzupa npeBpbUIaHETO HA MPETHEHOJIOH U MPOTeCTEPOH B MPEKYPCOPH HA TECTOCTEPOH,
CBHOTBETHO B AexuapoenuanapoctepoH (JIXEA) u anapoctennnon upe3 1 70-XuapoKCHIMpane u
pasuenBane Ha C17,20 Bpb3kara. Unxubupanero xHa CYP17 chbImo Boau 10 3aCHICHO TIPOU3BOJICTBO
Ha MHUHEPAJIIKOPTUKOUIN OT HaOBOPEYHUTE HKJIe3U (BXK. Touka 4.4).

AHIPOTEH-9yBCTBUTEIHUAT IMPOCTATeH KAPIIMTHOM OTroBaps Ha JIEUeHHe, KOETO HaMallsiBa HUBaTa Ha
aHJIporeHuTe. AHJIPOreH-AeNpUBalIMOHHUTE Tepanuu, kato Jedenne ¢ LHRH anano3u nnu
OPXHMEKTOMUS, HAMaJISIBaT MMPOU3BOACTBOTO HA aHJIPOTCHU B TECTUCUTE, HO HE 3aCATaT TIXHOTO
MIPOU3BOJICTBO OT HATOBOPEUHHTE XKJIE3U WIIH B TyMopa. JIedeHneTo ¢ abuparepoH HaMmassBa
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CEpyMHHUS TECTOCTEPOH JI0 HEOTKPHUBaeMK HUBA (TIPU M3IIOJI3BaHE HA MpeIaraHnuTe Ha 1Ma3apa TOTOBU
TECTOBE), KoraTo ce npriara exaoBpeMenHo ¢ LHRH anamosu (wnm opxuekToMus).

DapmakoaMHAMUYHY eHEKTH

AOupaTepOoHOB aleTaT MOHW)KaBa CEPYMHMS TECTOCTEPOH U IPYTU aHAPOTCHU 0 HUBA, O-HUCKH OT
nocturHarure ¢ npuiarase Ha LHRH anano3u camocToSTeNHO Uiy 1pu opxuekTomus. ToBa e
pe3yaTaT OT CeleKTUBHOTO nHXuOupane Ha eH3uM CYP 17, HeoOxoaum 3a aHAporeHHaTa OMOCHHTE3A.
PSA cny>u kato Gmomapkep Ipu MalyeHTy ¢ KapLuHOM Ha IpocTaTtaTta. B KiMHUYHO npoyuBaHe
®a3za Il mpu manueHTH, TOKa3aIH HEYCIIeX KbM MPEX0Ha XUMHAOTepanus ¢ Takcann, 38% ot
NalUeHTHTE, JEKyBaHH ¢ a0MpaTepoOHOB aneraT, cpemty 10% oT mauueHTuTe, JIeKyBaHu ¢ mianedo, ca
nokazanu MUHUMYM 50% crajz cpssMo U3X0IHUTE HHBa Ha PSA.

Knunnyna edukacHocT 1 6e30MacHOCT

EdukacHocTTa € ycTaHOBEHA B TPH PaHAOMU3HPAHH, MJ1ae00-KOHTPOITUPAHH, MHOTOLIEHTPOBH,
knuHIgHA npoyuBanust Paza Il (mpoyusanus 3011, 302 u 301) npu nmaruentn ¢ mHSPC u mCRPC.
[IpoyuBane 3011 BrirouBa manuenTu ¢ Hopoauaraoctunupad mHSPC (B pamkute Ha 3 Mecena cief
PaHIOMU3UPAHETO), KOUTO UMAT BUCOKOPHCKOBH MPOTHOCTUYHHU (akTopu. BucokopuckoBara
IIPOTHO3a Ce OMpenes KaTo HaJuuue Ha MUHUMYM 2 OT ciequute 3 puckoBu ¢akropa: (1) ckop mo
Gleason > 8; (2) Hammure Ha 3 WK TIOBEYe JIE3UH MPU CKaHWpaHe Ha KocThuTe; (3) Hajanmdue Ha
M3MEPUMH BUCIepallHU (C M3KITIOYeHHE Ha 3a00MsBaHe Ha TUM(HUTE BB3JIM) MeTacTa3u. B akTHBHOTO
pamo abuparepoHoB arerat ce npuiara ¢ g03a 1 000 mg qHeBHO B KOMOHMHAIMS ¢ HUCKA /1032
MIPETHU30H 5 Mg BeTHBK JHEBHO B mombiaHeHne kKbM ADT (aronnct Ha LHRH mnmm opxuexkromust),
KOETO € cTaHJapHoTO JieueHue. [lanmenTure B KOHTpoIHOTO pamo noiyyaBaT ADT u miane6o kakto
3a a0MpaTePOHOB alleTaT, Taka U 3a NpeAHn30H. B npoyuBane 302 ca BKIIIOUCHH MAIUCHTH, KOUTO HE
ca JIKyBaHH ¢ JIoLleTaKcel, a B npoyuyBane 301 — mauueHTH, npeMrHalu NPEeIX0IHO JIEUCHUE ¢
nouerakcen. Ilaunenture ca npuemanu LHRH ananor wim ca npemunanu nedenue ¢ opxuektromus. B
rpyrnaTa Ha aKTUBHO JIeUeHHe abupaTepoHoB arerar ce mpuiara B fo03a ot 1 000 mg aueBHO B
KOMOMHAIIMS C HUCKA 71032 MIPEIHU30H WM MPEIHU30JI0H 5 mg J1Ba IbTH JHEBHO. KOHTpOIHUTE
NalMeHTH NOoTy4aBaT Mianebo 1 HUCKa 1032 MPEeIHU30H HIIH IPEJHU30JI0H 5 mg 1Ba IIbTH THEBHO.

IIpomenuTte B cepyMHUTE KOHIIEHTpauu Ha PSA He BUHAru roBopAT 3a KJIMHUYHH IT0JI3H. 3aTOBA U
BbB BCUUKH IIPOYUYBAHHUs CE IIPENOPHYBA MALMEHTUTE Ja OCTAHAT HA JICUEHUATA, [IPOBEXKAAHHU I10
IIPOYYBAHETO, O IOCTUTAHE HA KPUTEPUUTE 3a NIPEYCTAHOBABAHE, [IOCOUYEHH I10-110JIy 33 BCAKO
IIPOYYBaHE.

B HHTO eHO OT MpOyUYBaHUsATA MIPUIIATAHETO HA CIIMPOHOJIAKTOH HE € pa3pelieHo, Thid KaTo
CITMPOHOJIAKTOH C€ CBBP3Ba C aHIPOTCHHUTE PEIENITOPH M MOXKE Ja MIOBUIITK HUBaTa Ha PSA.

Ilpoyusane 3011 (nayuenmu ¢ nosoouaznocmuuupan sucoxkopuckos mHSPC)

B npoyusane 3011 (n=1199) mennanara Ha Bb3pacTTa Ha BKIIOYSHUTE MANMEHTH € 67 roguHu. bpost
Ha TIAIUEHTUTE, JIEKYBaHH ¢ aOMPaTEepPOHOB alleTaT 1o pacosa rpyma e 6emu 832 (69,4%), azuatim 247
(20,5%), uepHokoxu uim adpoamepukannu 25 (2,1%), apyru 80 (6,7%), Hen3BecHa/He ce choOILIaBa
13 (1,1%) 1 aMepuKaHCKW WHIUAHIIM WK KOPEHHO Hacenenue Ha Ansicka (0,3%). CkopbT 3a
¢ynkunonaHo cberosaue mo ECOG e 0 v 1 pu 97% ot nanuenture. [lanuenTure ¢ W3BeCTHA
METacTa3’ B MO3bKa, HEKOHTPOJIMPAHA XUIIEPTOHHS, CEPHO3HO CHPACYHO 3a00JsIBaHE MU ChpAcuHa
HegoctarbuHOCT Kiac I mo NYHA ca uzkmrouenu. Ilanmenture, KOUTo ca JIeKyBaHU C IpeiIiecTBama
(bapMmakoTepanyisi, JIbUEICUCHNE UM OTepaIusl 38 METACTATUYCH paK Ha MPoCTaTara ca U3KIFUEHH, C
m3KmrodeHue Ha 1o 3 mecera ADT wn 1 Kypce manmatTuBHO 00BUBAHE WIIM XUPYPTAYHA TEPaIUs 3a
JIYCHUE Ha CUMIITOMH, MPOU3TUYAIIHU OT MeTacTa3u. ChBMECTHUTE ITbPBUYHU KPAWHU TOYKH 32
eukacHOCT ca o0ma npexupsieMocT (OS) u npexkuBseMocT 0e3 penTreHorpadceka mporpecus (rPFS).
Mennanarta Ha U3XOJHUS CKOp 3a 00JIKa, MI3MEPEH C MMOMOIITa Ha chKpaTeHa (popma Ha Kparpk
BBIIPOCHUK 3a Oouikata (Brief Pain Inventory Short Form, BPI-SF), e 2,0 kakto B rpynara Ha akTUBHO
JICYCHHUE, TaKa U B TpymnaTa Ha 1uiane00. OCBeH 4pe3 U3MEPUTEITUTE HA ChBMECTHUTE TbPBUYHU
KpaifH! TOYKH I10J13aTa € OIICHEeHA U C ITOMOIITa Ha BPEMETO 10 ChbOUTHE, CBBP3aHO

¢ koctHaTa cuctema (SRE), BpemeTo 1o mocieaBaiia Tepamnus 3a IpocTaTeH KapImHOM, BPEMETO 110
3armoyBaHe Ha XMMHOTEPAITHs, BPEMETO JI0 porpecus Ha OoJIKaTa 1 BpeMeTo 10 mporpecust Ha PSA.

38



JledenneTo mpoabIIKaBa 0 Mporpecus Ha 3a00ISIBAHETO, OTTETIIIHE Ha ChITIACHETO 32 Y4acTHe,
MosIBaTa Ha HETIPUEMIINBA TOKCHYHOCT WIIH CMBPT.

[TpexuBsieMoctTa 6€3 peHTreHorpad)cKa Mporpecus ce onpeesis KaTo BpeEMETO OT PaHAOMHU3UPAHETO
IO TTOsIBaTa Ha peHTreHorpadcka mporpecus WM CMBPT 10 KaKBaTO U Ja € IPUIHHA.
Pentrenorpadckara nporpecust BKIIOYBA MPOTPECHs], yCTAHOBEHA Ype3 CKaHUpaHe Ha KOCTHUTE
(cprmacHO M3MEHEHHUTE KpUTEPHH Ha padoTHaTa rpymna 3a npocraTteH kapuunoM 2 (Prostate Cancer
Working Group-2, PCWG 2)) wiu nporpecus Ha MEKOTbKaHHHTE JIE3UH, YCTAHOBEHA C TOMOIIITA Ha
KT nmm SIMP (cpriacHO KpuTepuu 3a OLleHKa Ha OTroBopa mpu conuauau Tymopu (Response
Evaluation Criteria In Solid Tumors, RECIST)).

HabGmronaBana e 3aaunma paznuka B rPFS mexny TepaneBrnaante rpynu (Bk. Tabnwma 2 u
¢urypa 1).

Ta6auna 2:  Ilpe:kuBsiemoct 6e3 penTreHorpadgcka nporpecusi — ctpatugpuuupan aHaIu3;
Intent-to-treat momyaanus (mpoyuBane PCR3011)

AOupaTepoHOB alerar ¢

IIpennuzon
AA-P [Tname6o

PanmoMusupaHn y9acTHUITN 597 602

Cne crbutHe 239 (40,0%) 354 (58,8%)

Llensypupanu 358 (60,0%) 248 (41,2%)
Bpeme 1o croutne (Meceru)

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

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

p-cTotiHocT? <0,0001

Koedunuent Ha puck (95% CI)° 0,466 (0,394, 0,550)

benexka: +=uen3ypupano Habmoaenue, NE=He moxe na 0b1e nzunciieno. Ciryuaunre Ha peHTreHorpadceka
MPOTPeCHs M CMBPT ce cuuTart 3a onpenensmu rPFS croutnero. AA-P=nanueHTn, npuemanyi abupaTepoHOB
arerar ¥ MpeHU30H.

& p-croiHOCTTa € moiy4eHa ot log-rank Tect, crparuduimpan no ECOG ckop 3a (GyHKIIMOHAIHO ChCTOSTHHE
(0/1 wym 2) ¥ BECIIEpATHY JIe3UH (JTUIICA WITH HATMIHE).

KoedunueHTsT Ha prcK € Moay4eH OT CTpaTU(HIMpaH NPOIIOPIMOHaIeH puckoB Mozen. Koedunuent na
puck <1 e B mox3a Ha AA-P.
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®@urypa 1: Kpusu na Kaplan-Meier 3a npexuBsiemocT 6e3 pentrenorpagceka nporpecus; Intent-to-
treat momysamnusi (mpoyusane PCR3011)
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PUCKOBM NaumenTH
ABupareponos ausrar 597 533 464 400 353 316 251 177 102 51 21

NMnaueGo 602 488 367 289 214 168 127 81 4 17 7
e AGWPATEPONOS JULTAT =« = =+ = = [Inauebo

HabnronaBa ce cTaTHCTHYECKH 3HAYMMO 1oio0peHue Ha obuiara npexxussiemoct (OS) B monza Ha AA-
P muiroc ADT ¢ 34% nmoHmkeHue Ha pUCKa OT CMBPT B cpaBHeHUe ¢ wiaiedo mioc ADT (HR=0,66;
95% ClI: 0,56, 0,78; p<0,0001) (Bx. Tabauma 3 u purypa 2).

Table 3: O01ma npe:kuBsieMOCT NPHU NALMEHTH JeKYBaHU WIHN ¢ a0MpaTepoOHOB aleTaT, WM ¢ mianedo
B npoyuBane PCR3011 (Intent-to-Treat ananu3)
O0wma npe:kuBsIeMoCT AOupaTepoHOB aueTaT Il1aneoo
C NMPeTHN30H (N=602)
(N=597)
Cwmppr (%) 275 (46%) 343 (57%)
MenaHa Ha PEKUBIEMOCTTa (MeCeIH) 53,3 36,5
(95% ClI) (48,2; NE) (33,5; 40.0)
Koeduiuent na puck (95% CI)? 0,66 (0,56; 0,78)

NE=ne Moxe ga Ob€ U3UUCIECHO
KoeduineHTHT Ha PHCK € MOy4YeH OT cTpaTH(UIHpaH MPOTOPIIMOHAICH PUCKOB MOJIEN HA PUCKOBETE.
KoedummenT Ha puck <1 e B mosi3a Ha abUpaTepoH C MPEAHU3O0H.
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®durypa 2: Kpusu na Kaplan-Meier 3a o6ma npexusieMoct; Intent-to-treat momyJianust
(anamm3 Ha npoyuBane PCR3011)
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Mecerd cIel paHIOMH3IHPAHETO
PHCKOBH MalTHEHTH

ABHpaTepoHOB alleTaT 597 565 529 479 425 389 351 311 240 124 40 0 0
IMmanebo 602 564 505 432 368 315 25 220 165 69 23 0 0

AfHpaTepoHOE anetat — — — — I[lmameGo

AHanmm3uTe Ha MOJTPYIUTEe HEM3MEHHO ca B TI0J13a Ha JICUSHUETO ¢ abuparepoHOB aneraT. EQekTsT oT
neuennero ¢ AA-P Bepxy rPFS u OS B npeaBapurento onpeneneHuTe NOATPYNHU € OJIaronpHusITeH 1
CBHBMECTHM C 00111aTa MOMyIalys B IPOYUYBaHETO, ¢ u3KiIoueHue Ha noarpynara c ECOG ckop 2,
KBJICTO HE ce Ha0JIF0/1aBa TEHACHIIUS KbM I10J13a, HO MAJIKUAT pa3Mep Ha u3BajkaTa (n=40)
OTpaHMYaBa U3BIMYAHETO HAa 3HAYUMO 3aKIIIOUEHHE.

B nomnbiHeHne KbM HA0JI0/IaBAHOTO MOA00OpeHUe Ha oOIiara npexussieMocT u rPFS e
JIEMOHCTPHpaHa I10J13a OT JICUSHUETO C aDUPATEPOHOB aIleTaT CIPSIMO IIale00 MPY BCUYKU
MPOCIEKTUBHO OMPECICHA U3MEPUTEIN HA BTOPUUHUTE KPAWHH TOYKH.

Ipoyusane 302 (nayuenmu, Koumo He ca NPoGEHCOANU XUMUOMEPANUT)

ToBa npoyuBaHe BKIIOYBA MANMEHTA KOUTO HE Ca MPOBEKIATU MPEIX0IHA XUMUOTEPAITHS, KOUTO Ca
ACHMITTOMATHYHH WK C JIEKO M3Pa3eHU CUMIITOMH U 32 KOMTO XMMHOTEPAITHSI BCE OIIE HE € KIUMHUYHO
noka3zana. Ckop ot 0-1 no Brief Pain Inventory- Short Form (BPI-SF) 3a Haii-nomiara 6oska B
mocyenHuTe 24 qaca € C4eTeHa 3a aCHMITOMAaTHYIHa, KaTo CKOp OT 2-3 ce cunTa 3a JIEKO h3pa3eHa
CHUMIITOMATHKA.

B npoyusane 302 (n=1 088) Mmeauanara Ha Bb3pacTTa Ha BKJIFOUCHUTE MMAIlMEHTH € 71 rofnHu 3a Te3H,
JIeKyBaHH ¢ a0MpaTepOHOB aleTaT IJIIOC MIPEIHU30H WIH NPeAHN30JI0H U 70 TOIMHM 32 TallMeHTHUTE,
JIeKyBaHH ¢ T1a1e00 IUII0C MPEIHN30H HIIH IIPEIHU30JIOH. BposT Ha manueHTuTe, JeKyBaHu C
a0MpaTepOHOB aIleTat, 110 pacoBu rpynu e: oenu 520 (95,4%), yepnokoxu 15 (2,8%), azuatiy 4
(0,7%) u npyru 6 (1,1%). 76% ot narmmerTure umat ckop 0 3a PyHKIIMOHATHO CHCTOSIHHE TTO CKajlaTa
Ha M3rouHara xooneparuBHa oHkosornuHa rpyna (Eastern Cooperative Oncology Group, ECOG), a
24% ot nanuenTuTe— ckop 1 u B aBere pameHa. 50% OT manueHTUTe UMAT CaMO KOCTHU METacTasy,
npyru 31% uMaT KOCTHH ¥ MEKOTHbKaHHH METAcTa3! WM MeTacTa3u Ha IMMGHUTE BB3IH, a 19% nmar
caMO MEKOTBbKaHHH METacTa3H WK MeTacTa3u Ha TUM(HUTE Bb3U. [laliueHTuTe ¢ BUCHepaHu
MeTacTas3M ca u3KiIoYeHu. ChBMECTHUTE TBPBUYHH KPaiHU TOUKH 3a epUKacHOCT ca odmara
MPEKUBIEMOCT U IPSKUBIEMOCTTa 0e3 peHTrenorpadceka nporpecus (rPFS). B nonbiaHeHune koM
MOKAa3aTeNInTe 3a CbBMECTHUTE IbPBUYHN KPaliHH TOUKH € OLEHEHA U M0J13aTa C IOMOILTa HA BPEMETO
JI0 IPUJIO’KEHHE Ha OMHUAT Cpelly KaplIUHOMHATa 00JIKa, BPEMETO JI0 3all0YBaHe Ha HUTOTOKCHYHA
XUMHUOTeparus, BpemeTo 1o iomasane Ha ECOG ckopa ¢ > 1 Touka u BpeMeTo 10 MPOorpecHs Ha
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PSA cbriacHO KpUTEpHHTE Ha paboTHaATa rpyma 3a nmpocrared kapimuaom 2 (Prostate Cancer Working
Group-2, PCWQ@G2). Jleuenusra 1o npoy4IBaHusATa € MPEKpaTIBAT B MOMEHTA HA OYEBUIHA KIIMHUYHA
nporpecus. JleueHusita MOXKe Jla ce IPEKPaTAT U B MOMEHTA Ha IOTBbPJICHA peHTreHorpadcka
MIPOTPECHs MO TPEICHKA Ha U3CIIeI0BATEIS.

IIpexuBsemoctTa 6e3 peHTreHorpadcka mporpecus (rPFS) e omerena ¢ momornra Ha CeKBEHIIUATHI
o0Opa3nu npoyuBanus cbrimacio PCWG2 kpurepunte (3a KOCTHU JIE3UN) M U3MEHEHUTE KPUTSPUU 32
OIICHKA Ha 0TroBopa rpu conuaau Tymopu (Response Evaluation Criteria In Solid Tumors, RECIST)
(3a mexoTwpkanHu Jie3un). [Ipu ananmsa Ha rPFS e n3mon3BaHa neHTpaaHO ChriTacyBaHa
peHTreHorpadcka oleHKa Ha MpOrpecusTa.

B mnanupanus ananu3 Ha rPFS npu 401 coaygast 150 (28%) ot manueHTUTe, IEKyBaHU C a0UPaTEpPOHOB
arierar u 251 (46%) oT neKyBaHUTE C IJIarie00 ca UMalid peHTreHOrpadCcKu ToKa3aTesICTBa 3a
nporpecus WK ca nounHainu. HabmonaBana e 3HaunMa pasnuka B rPFS mexny TepaneBTHuHHTE
rpymu (BK. Tabnuia 4 u ¢purypa 3).

Taoauna 4:  IIpoyusane 302: [Ipe:kuBsiemocT 0e3 pentreHorpadgcka nmporpecust npu
NMAUMeHTH, JIEKYBAHHU ¢ a0MPaTepPOHOB aleTaT WM Iianedo B KOMOMHALMSA ¢
NPeJIHU30H WIN NPeJHN30/I0H I1K0c aHaio3u Ha LHRH win npegmecrama

OPXHEKTOMUS
AOHupaTepoHOB aneTaT Inanedo
(N=546) (N=542)
IpesxxuBsiemoct 0e3
peHTreHorpagcka
nporpecus (rPFS)
[porpecust Wil CMBPT 150 (28%) 251 (46%)
Menunana Ha rPFS B Mecenn He e nocturnara 8,3
(95% CI) (11,66; NE) (8,12; 8,54)
p-croitHOCT* <0,0001
Koedwumuent Ha puck (HR)** i
(95% CI) 0,425 (0,347; 0,522)

NE=He e uzuuciena
* p-croitHocTTa € nojy4deHa ot log-rank rect, crpatudunmpan no uzxoxeH ECOG ckop (0 wm 1)
** HR < 1 B moi3a Ha abUpaTepoHOB aleTaT

®@urypa 3: Kpusu na Kaplan-Meier 3a npe:xxuBsiemocT 6e3 peHTreHorpagcka nporpecus
NpU MAUEHTH, JJEKYBAHU ¢ A0MPATEPOHOB aLleTAT HJIH MJ1a1e00 B KOMOMHAIHUS C

42



NPEIHU30H UJIH ITPEAHU30J/I0H IUIIOC AaHAJI03U HaA LHRH uau npeamecrsaiina
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AA= AGuparepoHOB aneTar

JaHHu 3a manyeHTUTe NPOAbDKABaT Aa ObJaT ChOMpaHHU 10 JaTaTa Ha BTOPUS MEXAWHEH aHaJI3 Ha
obmara npexussiemoct (OS). Pentrenorpadckara onenka Ha nzcnenonatens Ha rPFS, nanpasena
KaTo MOCJIEBAIll aHAIN3 Ha YyBCTBUTEITHOCTTA, € Pe/ICTaBeHa B Tabiuua 5 u ¢urypa 4.

Hlecrcrotun u cenem (607) manueHTH ca MMl PEHTTeHOrpad)cKa MPOrpecus WM ca MOYHHAIIN:
271 (50%) B rpynata Ha abuparepoHoB anerat u 336 (62%) B rpynata Ha riane6o. Jleuenuero ¢
abupaTepoHOB alleTaT HaMalsiBa PUCKa OT peHTreHorpadcka nporpecus Uiu cMbpT ¢ 47% B
cpasrenue c miare6o (HR=0,530; 95% CI: [0,451; 0,623], p < 0,0001). Menunanara aa rPFS e
16,5 mecena B rpymnaTta Ha abUpaTepOHOB arerTaT u §,3 Mecela B TpyraTa Ha 1ianeoo.

Tabmmua 5:  IIpoyuBane 302: IIpe:xuBsieMocT 6e3 peHTreHorpadgcka nporpecus npu
NMANMEHTH, JIEKYBAHHU ¢ a0MPaTePOHOB aleTaT WM Iu1anedo B KOMOMHALHSA ¢
NMPeJIHU30H WIN NPeJHN30J10H IIroc anajao3u Ha LHRH wian npegmecrBama
OpPXHeKTOMMUA (NP BTOPH MeKIMHEH aHAJIN3 HA 001aTa MPeKNBAEMOCT-
OLIEHKA HA M3CJIe10BaTeJIs1)

AOHpaTepoOHOB aneTAT IInanedo
(N=546) (N=542)
Ilpe:xxuBsieMocT 6e3
peHTrenorpagcka
nporpecus (rPFS)
[Iporpecus WK CMBPT 271 (50%) 336 (62%)
Menunana Ha rPFS B Mecenu 16,5 8,3
(95% CI) (13,80; 16,79) (8,05; 9,43)
p-cToiiHoCcT* <0,0001
KoeduiueHt Ha puck™* 0,530 (0,451; 0,623)
(95% CI) ’ T

*  p-croitHocTTa € noiydeHa ot log-rank rect, crpatudunupan no nzxoxed ECOG ckop (0 wm 1)

** KoeduuueHt Ha puck < 1 B non3a Ha aOUpaTepoOHOB aleTaT

43



®urypa 4: Kpusu na Kaplan-Meier 3a npexxuBsiemocT 6e3 peHTreHorpagceka nporpecus
NpH NAIUEHTH, JIeKyBaHHU ¢ a0UPATEPOHOB alETAT WIH IJ1a1e00 B KOMOMHAIUS €
NMPeAHNU30H WIH NMPeJHU3010H I11oc aHano3u Ha LHRH uiau npenmecrsama
OpXHeKTOMHUS (MPH BTOPU MeKIMHEH aHaau3 Ha OS-olleHKa HA H3CJIe0BaTeJIs1)

% naumeHTn 6e3 NPorpecHn unu CMLPT

0
0 3 6 9 12 15 18 21 24 27 30
Mecerst C3e3 PAXIOMIIAPANETO
AA 546 485 389 311 240 195 155 85 38 9 0
IMrauebo 542 406 244 177 133 100 80 37 14 1 0
-==- [InaueGo AA

AA=AOupaTepoHOB arietaT

[IpoBeneH e muiaHupan MeXAUHEH aHanu3 (interim analysis, IA) va OS cnex 333 cMBpTHU ciaydas.
[IpoyuBaHeTo € HE3acJIENeHo ¢ OrJie/l Ha 3HAYMMOCTTa Ha HAa0JI0AaBaHUTE KIIMHUYHH [IOJI3U U Ha
MaIMEeHTHTE B IpyIaTa Ha Ianedo € MpeasioKeHo JieueHne ¢ abuparepoHoB arerar. Obmiara
MPEKHUBSIEMOCT € TO-/IBJITa MIpU abUPaTEPOHOB alleTaT CIPSIMO I1anedo ¢ 25% MoHMKEHNE Ha pUCKa
ot embpT (HR = 0,752; 95 % CI: [0,606; 0,934], p=0,0097), Ho manuute 3a OS He ca J0CTaThUHH U
MEXIUHHUTE PE3YJITATH HE OTTOBAPAT HA MPEIBAPUTEIHO OTNpeielieHaTa IPaHulla 3a CIIMPaHe ChC
cTaTHCTUYECKa 3HaYuMOCT (BK. Tabnuia 4). [IpocieasiBaHeTo Ha IPEKUBIEMOCTTA € IIPOABIDKUIIO
cien To3u [A.

IInanupanusaT okoHyaTeseH ananus 3a OS e mpoBeaeH, ciea KaTo ca HabmonaBanu 741 cMBpPTHH
ciydas (cpemHo mpocienssane 49 mecena). [lounnanm ca 65% (354 ot 546) ot marueHTHTE,
JIeKyBaHU ¢ abupaTepoOHOB aleTart, B cpaBHeHHE cbC 71% (387 oT 542) OoT manueHTure, JeKyBaHH C
rane6o. JleMoHcTpupaHna e ctaTucTrdecku 3Haunma OS B 10J13a Ha TpymaTa, JeKyBaHa ¢
abupateponoB arerat ¢ 19,4% nonmwkenune Ha pucka ot cMbpT (HR = 0,806; 95% CI: [0,697; 0,931],
p=0,0033) u mogoOpenue Ha cpeanara OS c 4,4 mecena (abuparepoHos anerat 34,7 Mecerla, ramnedo
30,3 mecena) (k. Tabnuua 6 u purypa 5). ToBa nogoOpeHue e gokazaHo, BbIpeku ue 44% ot
MaIMEeHTHTE B IPyIaTa Ha IJanedo ca MoXyquid abupaTepoHOB alleTaT KaTo IMocie/[Ballla Teparnusl.
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Taoauua 6:  IIpoyuBane 302: O01a npeKUBAEMOCT HA MALMEHTHUTE, JIEKYBAHH €
a0UpaTepoOHOB AlEeTAT WJIH MJIane00 B KOMOMHALMS ¢ MPEeIHU30H HJIH
NMpPeIHUu30/10H 1I0c aHano3u Ha LHRH win npeamecreama opxueKTOMHUA

AOHpaTepoHOB aneTaT Inanedo
(N=546) (N=542)
MeskauHEH aHAJIHU3 34
NMPEeKUBAEMOCT
Cwmbpt (%) 147 (27%) 186 (34%)
Menuana Ha MPEKUBIEMOCTTA He e nocturnara 27,2
(Mecern) (NE, NE) (25,95; NE)
(95% CI)
p-cTotinocT* 0,0097
KoedummenT Ha puck™* 0,752 (0,606; 0,934)
(95% CI) ' e
OkoHYaTeJIeH aHAJIN3 32
NPEKMBAEMOCT
Cwmbpt (%) 354 (65%) 387 (71%)
Mennana Ha o0mara 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
MIPEKUBIEMOCT (MeCetn)
(95% CI)
p-cTotiHocT* 0,0033

kk
Koeq)m(lggf;: o 0,806 (0,697; 0,931)

NE=He e nzuncnena
*  p-croitHOCTTa € moiydeHa ot log-rank tect, ctpaTudunupan no mxoxeH ECOG ckop (0 wm 1)
**  KoedunueHT Ha puck < 1 B moi3a Ha aOUPaTEPOHOB areTaT

®@urypa 5: Kpusu na Kaplan-Meier 3a npexxuBsieMocT NpU NalAeHTH, JIEKYBaHH €
a0upaTepoOHOB aleTAT WU IJ1ane00 B KOMOMHALMS C IPEAHU30H UJIH
NpeIHU30JI0H 11I0¢ aHau03u Ha LHRH win npeamecreaia opxueKToMus,
OKOHYATEICH AHAJIN3
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Macemx c203 PARIMITIPARITO

AA 540638 525 504 433 453 422 304 350 330 200 273 235 218 202 180 118 59 15 O 0
IMnanebo 542534 500 403 408 438 401 363 322 202 281 227 201 178 148 132 84 42 10 1 0

~ = [Inanzeb0 ——AA

AA=AOupaTepoHOB arietaT
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B nonmenHEeHHME KBM HaOIIOAaBaHNUTE TOMOOpEHNs B o0mara mpexkussemoct u rPFS ca
JICMOHCTPHPAHH IOJI3H HA JICYCHUETO C aDUPAaTePOHOB alleTaT CIPSAMO IUIaNe00 NPy BCUYKH
MOKA3aTe)IM Ha BTOPUYHH KPaHU TOYKH, KaKTO CIIC/BA:

Bpemeto no mporpecust Ha PSA cerimacao PCWG2 kputepunte: MeauaHaTa Ha BpeMeTO 10
nporpecust Ha PSA e 11,1 mecena 3a manueHTH, mpreMaIiy abupaTepoHOB alleTar u 5,6 Meceria 3a
nanueHTH, npuemaniu mwiamnedo (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). Bpemero 10
nporpecust Ha PSA mpuOnImM3uTeHO ce € yIBOWIIO MPH JISYEHNETO ¢ abNpaTepoOHOB aneTaT
(HR=0,488). [IpouieHTHT Ha TaIMEHTUTE C TOTBBPAEH PSA 0TroBop € mo-TroiisiM B rpymara Ha
abupaTepoHOB aleTar, OTKOJIKOTO B Ta3M Ha mianedo (62% crpsmo 24%; p < 0,0001). [Ipu nauuentn
C U3MEPUMHU MEKOTHKaHHH 3a00JIsIBaHHS ce HaOJIF0/1aBa 3HAYMMO TIOBHIIIEH OpO ITBJIHA U YaCTUIHU
OTrOBOPH Ha TYMOpa IPH JICYUEHHETO C a0UpaTEepPOHOB alleTaT.

Bpemero 10 npuiioxkeHne Ha OMUaT Cpelly KapImHOMHaTa 0OJIka: MeJraHaTa Ha BPEMETO 10
MIPHUIIOKEHUE Ha OMHAT cpelry 00JIkaTa Mpy MPOCTaTeH KapIIMHOM II0 BpeMe Ha OKOHYATEITHUS aHaJIHN3
e 33,4 Mecena npu NMaIMeHTH, IpUeMaly abupaTepoHOB aleTaT, a Py Te3H, MPUEeMaIly 1miamnedo, ¢
23,4 mecena (HR=0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpeme 10 3amouBane Ha MUTOTOKCHYHA XUMHOTepanus: MeauaHaTa Ha BpEMETO JI0 3alMouBaHe Ha
IIUTOTOKCHUYHA XUMHUOTepanus € 25,2 Mecela npu NalueHTy, npueMaiiy abuparepoHos anerat u 16,8
Mecela py nanueHtH, npuemaniu mwianedo (HR=0,580; 95% CI: [0,487; 0,691], p < 0,0001).

Bpeme no Bnomasane Ha ¢pynkuuonanaust ECOG ckop ¢ > 1 Touka: MeanaHata Ha BpeMeTO JI0
BiomasaHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 Mecena npu nanyeHTH, IpueMaliyu abuparepoHoB
arterar u 10,9 mecena npu nanuenTtH, npuemanty mwiarned6o (HR=0,821; 95% CI: [0,714; 0,943];
p=0,0053).

CJ'IC,I[HI/ITG KpaﬁHH TOYKHU B IPOYUBAHUATA IIOKA3BAT CTATUCTUYCCKU 3HAYNMO IIPEANMCTBO B I10J13a Ha
JICYCHUETO C a6I/IpaTep0HOB arerar.

ObexkTuBeH oTroBop: OOEKTUBHUAT OTTOBOP € ONPEIeNieH KaTo MPOLIEHT Ha MAallUeHTUTE C U3MEPHMO
3a00Js1BaHe, MOJIyYMIIN ITbJIEH WK YacTiuueH oTroBop ceriacHo RECIST kpurepuute (pamepbT Ha
nuMQHUTE BB3IM Ha N3XO0HO HUBO TPsIOBa Ja € > 2 cm, 3a JIa Ce CUMTa 3a TapreTHA JIe3Us).
[IpoueHTHT Ha MAIMEHTHUTE C U3MEPUMO 3a00JIIBaHE HA U3XOIHO HUBO, TIOJIyYHIH OOCKTUBEH
0TroBop, ¢ 36% B rpymnata Ha abupatepoHoB arierat u 16% B rpynara Ha 1wiane6o (p < 0,0001).

bonka: Jleuennero ¢ abuparepoHOB aneTaT 3Ha4YuMO HaMaJIsiBa PUCKA OT MPOTPECHs Ha CPEeIHUS
MHTEH3uTeT Ha Oonkara ¢ 18% B cpaBHeHHe ¢ mianedo (p=0,0490). Menuanarta Ha BpEMETO 10
nporpecus € 26,7 Mecera B rpynara Ha abuparepoH u 18,4 Mecena B rpynara Ha mianeoo.

Bpeme no Biomasane Ha FACT-P (0611 ckop): neueHneTo ¢ abupaTepoH HaMalisiBa pUcKa OT
BnomasaHe Ha FACT-P (001 ckop) ¢ 22% B cpaBHeHue ¢ manebdo (p=0,0028). Meauanara Ha
Bpemeto 110 Biomasane Ha FACT-P (o6 ckop) € 12,7 Mecena B rpymnaTta Ha abUpaTepoOHOB arleTar u
8,3 Mecena B rpynara Ha mianeoo.

Ipoyusane 301 (nayuenmu, koumo ca nposexcoanu npedxooOHa Xumuomepanusi)

B npoyusane 301 ca BKITIOUEHH NAIMEHTH, JIEKyBaHH MIpeay ¢ Jorerakcen. He ce n3ncksa Te ma
MIOKAa3BaT Nporpecusi Ha 3a00JsIBAHETO MPH JICYEHHETO C JIOLETaKCeN, Thil KATO TOKCHYHOCTTA OT Ta3u
XUMHUOTEPAITUS MOKE JIa € JIOBeJIa JIO MIpeKpaTsBaHe Ha JiedeHUeTo. [lanueHTuTe mpoabnKaBar Ha
MPOYYBAHOTO JIedeHne 10 nporpecus Ha PSA (moTebpaeHo yBenmmueHue ¢ 25% Hax u3xoaHara
CTOWHOCT/HaMpa Ha MalMeHTa) 3ae/IHO ¢ peTreHorpad)cka U CHMIITOMATUYHA WA KITMHUYHA
nporpecusi, IeUHUPAHU 110 MPOTOKOIL. [lannenTy, NeKyBaHu Mpeu ¢ KETOKOHA30J 3a pakK Ha
npocTaTara, ca U3KJIIOUeHH OT Mpoy4uBaHeTo. [IbpBryYHaTa KpaiiHa TouKa 3a epUKacHOCT € odmiara
MIPEKUBIEMOCT.
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MennaHara Ha Bb3pAcTTa Ha TMAalMEHTHUTE, yYacTBAIIN B IPOYYBAHETO, € 69 roauum (auama3on 39-95).
Bpost Ha manmeHTHTE, IEKYyBaHU C a0MpaTEepOHOB aIleTart, o pacoBu rpymnu e 6emu 737 ( 93,2%),
yepHokoxH 28 (3,5%), azuatim 11 (1,4%) u npyru 14 (1,8%). EnuHanecer nporieHTa oT BKIIOYCHUTE
MalMEeHTH UMAT CKOpP 2 Ha QYHKIIMOHATHOTO CheTosiHUE Mo ckanata Ha ECOG; 70% umar
peHTreHorpad)cKu JaHHA 3a TIPOTPecHst Ha 3a00sBaHeTO che WM 6e3 mporpecus Ha PSA; 70% ca
TIOJTYYMIIH TIPEIN TOBA €/IHA IIUTOTOKCHYHA XuMuoTepamnus, a 30% ca moxyunnu nee. Hannune Ha
4epHOApOOHM MeTacTa3u uma npu 11% ot nauueHTuTe, JeKyBaHHU C a0MpPaTepOHOB aleTar.

ChIitacHO TUTAHUPAHUSA aHAIIN3, IPOBEICH ciiel 552 cMbpTHH ciaydast, ca mounHamm 42% (333 ot 797)
OT MAIUCHTHUTE, JICKyBaHU ¢ aOMPATEPOHOB alleTaT, B cpaHeHue ¢ 55% (219 ot 398) ot nanueHrture,
JieKyBaHU ¢ Tane6o. CTaTUCTUYEeCKH 3HAaUMMO TIOA00OpPEHUE B CpeHaTa o011a MpekKuBsIeMOCT ce
Ha0ITI01aBa IPU TANEHTHUTE, JIEKYBaHU C aOupaTepoHOB areTar (Bx. Tabmuma 7).

Tabauma 7:  O0ma npe:kuBsieMOCT HA NANMEHTH, JeKYBAHH ¢ A0MPATEPOHOB AlETAT WJIH C
I1a1e00 B KOMOMHALMSA C IPeAHU30H WIH npeaHu3010H e LHRH ananosn
WJIM NpeAlecTBALA OPXUEKTOMMS

AOMpaTepoHOB aneTaT Inauedo
(N=797) (N=398)
II'bpBUYeH aHAIU3 HA
NpeKUBsIeMOCTTA
CwmbptHOCT (%0) 333 (42%) 219 (55%)
Mennana Ha IPEXKUBIEMOCT (MECETIH) 14,8 10,9
(95% CI) (14,1; 15,4) (10,2; 12,0)
p-cToiiHoCT? < 0,0001
Koeduuuent Ha puck (95% CI)° 0,646 (0,543; 0,768)
AKTyaJIu3UpaH aHAJIN3 Ha
NpeKUBsIeMOCTTA
CwumbptHOCT (%0) 501 (63%) 274 (69%)
Menuana Ha IPEKUBIEMOCT (MECEIIH) 15,8 11,2
(95% CI) (14,8; 17,0) (10,4; 13,1)
Koeduuuent Ha puck (95% CI)° 0,740 (0,638; 0,859)

& p-croitHOCTTa € ony4eHa ot log-rank tect, ctpatudunupan no ECOG ckop 3a GyHKIIHOHATHO

crerosiame (0-1 crpsmo 2), ckop 3a O6oika (JIUIca cpsiMo HalTu4due ), Opoi IPEUIITHA KypCOBe
xumuoTtepanus (1 crpsiMo 2) 1 BUA Ha mporpecusTa Ha 3aboisBaneTo (camo PSA crpsimo
peHTreHorpadceka).

KoedunueHTsT Ha pHUCK € MOIy4YeH OT CTpaTH(UIPaH NPONOPLHOHATIeH pUcKOB Mozel. Koedununent Ha
puck <1 e B on3a Ha abMpaTepoOHOB aLeTaT

BbB BcHukn BPEMCBH TOYKH HA OLCHABAHEC CJICA IIBPBUTC HAKOJIKO MCCCIIA HA JICHCHUC MMPOLUCHTHT Ha

NaIMEeHTUTE OCTaHAIIM JKMBH € TI0-BHCOK MPH MAMEHTH, JIEKYBaHU C aOMPaTepOHOB alleTar,
OTKOJIKOTO TIPW TAIMeHTH, JIeKyBaHH ¢ 1uianedo (Bx. durypa 6).
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®urypa 6: Kpusu na Kaplan-Meier 3a npexuBsieMocT NpU NalUEHTH, JIEKYBaHH C
a0upaTepoOHOB AleTAT WJIH MIJIane00 B KOMOMHALMS C MPETHU30H HIH
npeaHu3o0H mioc LHRH anano3u uiun npeauniecreaia OpXueKTOMHUA

100—
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=
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=
= 40—
20—
= T T T T T T
0 3 6 9 12 15 18 21
Bpeme go cmbptTa, Meceum
AA 797 736 657 520 282 68 2 0
Mnauebo 398 355 306 210 105 30 3 0

----Mnauebo —AA

AA=AOunpaTepoHOB aneraT

AHanm3uTe Ha MPEXMUBSIEMOCTTa B OATPYIHUTE OTYUTAT CHOTBETCTBALIM MOJI3H 110 OTHOLLICHHE Ha
NPEKUBSIEMOCTTA MIPH JICUCHUETO ¢ abMpaTepoHOB areTat (Bxk. durypa 7).

®@urypa 7: O0ma npexuBIeMOCT 10 MOATPYNU: KoeUIMEHT Ha PUCK U 95% noBepurtesneH
HHTEPBAJ
Miemuana (MecemiL)
IIpomeRTHES Iloarpyma " A A IImansco HR  95% C.| M
;
BcHUsH manHeHTH Bepasm 148 104 L. ! 0gs (056, 0.79) 1as
Hsxogra ECOG 01 153 117 o 0Be (053, 0.78) 1068
2 73 7 —.— 081 (053, 1.24) 137
Hzxomma BPI =4 153 13 .- 084 (050, 062 559
i
»ud 126 a9 e B 068 (D53, 085 536
i
Bpoil TpeIuTHe XEMHOTEL. [PEREME 1 154 115 —-— 063 (051, 078 a3
2 14 103 —s—] 074 (055, 099 362
1
THID Ha OpOTpecHATa Camo PSA HE 123 —— ] 053 (042, 082 o
i
Pearremonoraams 142 104 i i 0E3 (055, 084) axy
Ercospanay safon. OpH IoCTEIEIHS oA 126 a4 —— 070 (052, 0584) o
4
HE 154 112 B B ' 062 (050, 0.7E) 842
05 075 1 15
BnaronpHATCTER BnaronpusATcTEa
AN - #  [InameGo

AA= AbuparepoHos auerat; BPI=Kparsk Ckop Ha bonkara; C.I.=goBepurenen unrtepsain; ECOG=ckop Ha
(DYHKIIMOHAJIHOTO ChCTOSHHE 110 cKanaTa Ha M3TouHa KoonepaTnBHa oHKoJIOIM4Ha rpyna; HR= koepuunenr na
puck; NE=He noanexxu Ha oLeHKa
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B nombiHEHHME KBM HAOII0aBAaHOTO MOA00pSIBaHE Ha 00IIIaTa MPESKUBIEMOCT, BCHIKH BTOPHYHU
KpaifH! TOYKH Ha TIPOYYBAHETO ca B M0J13a Ha a0MPaTEpPOHOB alleTaT U ca CTATUCTUYECKH 3HAUNMHU
cJe/l KOpUTHpaHe 332 MHOTOKPATHO M3CJIE/IBAHE, KAKTO CJIE/IBA:

[NanuenTuTe, moryyaBamy aOUPaTepoOHOB alleTar, TOKa3BaT 3HAYUTEITHO MO-BUCOKA 00IIa CTETeH Ha
OTroBOp 1o oTHOIeHue Ha PSA (ompenenen karo HamaneHue ¢ > 50% OT W3X0oHaTa CTOWHOCT) B
CpaBHEHHE C MAIMEeHTHTE, ToMy4yasany miane6o, 38% cpeury 10%, p < 0,0001.

Menuanara Ha BpeMeTo 1o iporpecust Ha PSA e 10,2 mMecena 3a maryieHTH, JISKYBaHU C aQUPaTepOHOB
arerat u 6,6 Mecernia 3a nmarMeHTH, JiekyBanu ¢ miaredo (HR=0,580; 95% CI: [0,462; 0,728],
p < 0,0001).

Menuanara Ha IpeXXHUBAEMOCT 0e3 peHTreHorpadcka nporpecus e 5,6 Mecela 3a NalueHTH, JICKYBaHH
¢ abupaTepoHOB arieTaT 1 3,6 Mecelia 3a marMeHTH, JleKyBanu ¢ mianebo (HR=0,673; 95% CI:
[0,585; 0,776], p < 0,0001).

bonka

ITpoueHTHT HAa MALIUEHTHUTE C BPEMEHHO O0JIeKuaBaHe Ha O0JKaTa € CTaTUCTUYECKU 3HAYUMO I10-
BUCOK B IpyIiaTa Ha abUpaTepoOHOB aleTar, OTKOJIKOTO B Ipymnara Ha ruianebo (44% cpemty 27%,
p=0,0002). [TanipeHT ¢ OTTOBOP Ha NAJIMATUBHO JICUCHHE HA OOJIKAaTa Ce ONPE/eIis KaTo MallUeHT C
muauMyM 30% crajg oT U3XxoaHaTa cuiia Ha OoJKaTa Mpy Hall-BHCOK MHTEH3UTET Ha OOJIKaTa 110
CKaJnTe 3a KpaTbk ckop Ha 6onkata (BPI-SF) 3a mocnexaute 24 gaca Oe3 yBenmndeHre Ha CKopa 3a
NPUIOKEHUE Ha aHAIITETUK, HAOJI01aBaHa MU JBa MOCJIE0BAaTEeIIHH Nperie/ia npe3 HHTepBai ot 4
cenmuny. Ha aHanu3 3a BpeMeHHO o0JieK4aBaHe Ha OoJKaTa ca MOJUI0KEHH CaMO TAlMeHTH ChC CKOP
Ha U3XoJHaTa 00JKa > 4 1 Hali-MaJKO €IWH CKOp Ha 0oJKarta ciiel Ha4yajJoTO Ha MPOyYBaHETO
(N=512).

[Mporpecus Ha GonkaTa ce HaOIIOAaBa TPU MMO-MATBK MPOLEHT OT MAUEHTUTE, JIEKYBaHH C
abupaTepoHOB aleTar, OTKOJIKOTO MPHU Te3H, JIEKYBaHH ¢ Iuianedo, B Mecel 6 (22% cpemty 28%),
Mmecet 12 (30% cpemry 38%) u mecert 18 (35% cpenry 46%). IIporpecust Ha 6onkaTa ce onmpeness Kato
yBeIMYEHNE OT U3X0/AHaTa cuiia Ha OonkaTa ¢ > 30% npu Hail-BUCOK MHTEH3UTET Ha 0OJKaTa 1Mo
ckanata Ha BPI-SF npe3 m3munanute 24 yaca 6e3 HamaJsiBaHe Ha CKOpa 3a MPUIIOKEHUE Ha
aHaJTeTHK, HaOJIro1aBaHa MpH /IBE MOCJICA0BATEIHN BU3UTH WM yBennueHue ¢ > 30% Ha ckopa 3a
MIPUJIO’KEHUE Ha aHANITeTUK, HaOJIroJaBaHa mpH JBe MOCIeI0BATENHN BU3UTH. BpemeTo 10 mporpecus
Ha Oosikata Ha 25-5 IepceHTw € 7,4 Mecela B TpyIara Ha abupaTepoHOB aleTar cpenty 4,7 mecena B
rpymara Ha mianeoo.

CkelleTHO-CBBbP3aHU CHOUTHS

CKeJeTHO-CBbP3aHU ChOUTHS ca HAaOJII0JaBaHH IIPH MO-MaIBK IPOLEHT OT IMAI[HeHTUTE B rpyraTa Ha
abMpaTepoHOB aleTar, B CpaBHEHE C rpyrara Ha 1ane6o B mecerl 6 (18% cpemry 28%), mecerr 12
(30% cpemy 40%) 1 mecerr 18 (35% cpery 40%). BpemeTo 10 MbPBOTO CKEIETHO-CBBP3aHO CHOUTHE
Ha 25-5 IepCeHTMII OT IpyraTa Ha a0UPaTEePOHOB aleTaT € JIBa BT MO-IABJITO OT TOBA B KOHTPOJIHATA
rpyma, a uMeHHo 9,9 mecena cpemty 4,9 mecena. CKeNneTHO-CBbP3aHO CHOUTHE € ONpPEIess KaTo
NaToJIOTU4HA PpaKTypa, KOMIpEcHs Ha TPOHAYHUS MO3bK, TAIMATHBHO JThYeJICUeHHE Ha KOCT W
oreparys Ha KOCT.

IleanaTpuyna nonyJanus

EBpomneiickaTa areHIus 1o jeKkapcTBaTa 0CBOOOKIaBa OT 3aIb/DKEHUETO 3a IPEA0CTaBsIHE Ha
pe3ynTaTUTe OT MPOYYBAHUATA C pehepEeHTHUS JIEKApCTBEH MPOYKT, ChIbPIKAIl a0MpPaTEPOHOB
aneTaT BbB BCUYKHU IMOATPYIHN Ha NI€AUAaTPUYIHATA ITOITyJIallusd IpHU HAIIpEAHAI KapIMHOM Ha
npocrtarara. BmkTe Touka 4.2 3a nH(pOpMaIis OTHOCHO yIoTpeda B IIeIHATPHUSITA.

5.2 @apmakoKMHeTHYHH CBOWCTBA
dapmMakoKMHETHKATa HAa adUpaTepoH U aOMPaTEePOHOB aLleTaT € MPOyUeHa ClIe IPHIOKEHHE Ha

a0MpaTEPOHOB aIleTaT MPH 3/PaBH JINIIA, TAIIMCHTH C HATPEIHATI METACTATHUEH KapIIMHOM Ha
MpocTarara u Jinia 0e3 KapIimHOM ¢ 4epHOIPOOHO Wi ObOpPEUHO yBpexaaHe. AOHPaTepOHOB areTar
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OBp30 ce mpeBpbIIa iN ViVo B abupaTepoH — HHXHUOUTOP Ha aHApOreHHaTa OnocuHTe3a (BIXK.
Touka 5.1).

AOGcopouus
Cren mepopaIHo MPIIOXKEHHE HAa abUpaTEpOHOB alleTaT Ha IIIagHO BPEMETO 3a JOCTHTAHE Ha

MaKCHMaJTHa TIJIa3MEHa KOHITCHTpAIlisI Ha abupaTepoH € MPUOIM3UTEIIHO 2 Jaca.

IIpunoxkeHreTo Ha abUPaTEepOHOB alleTaT ¢ XpaHa, CpPaBHEHO C TOBA Ha TIIaqHO, Boau 10 10-KpaTHO
[AUC] u no 17-kpaTtHO [Cmax| YBETHYEHHE HA CpEHATA CHCTEMHA €KCIIO3UINS Ha a0MpaTEepOH B
3aBUCHMOCT OT ChbP)KaHHETO Ha MAa3HUHM B XpaHaTa. [IpenBu oOnvyaiiHOTO pasHooOpas3ue B
CHIbP)KaHUETO U ChCTaBa Ha XpaHHUTE, IPUEMBT Ha aOMPAaTEPOHOB aleTaT ¢ XpaHa UMa MOTEHIUAN Ja
JIOBEJIE 10 MHOTO Pa3IMIHHU EKCIIO3UITNH. 3aTOBa a0MpaTEPOHOB aIleTaT He TPSOBA Ia ce IpreMa C
xpana. Toli TpsiOBa 11a ce mpreMa IoHe eAMH Yac Mpeay Wi Haii-Mallko JiBa yaca clie/l XpaHeHe.
TabnetkuTe TpsIOBa A ce I'bJITAT 1M C Boaa (BK. Touka 4.2).

PasnpenencHue
Cebp3Banero Ha *C-abuparepoH ¢ IIa3sMeHuTe MPOTEMHHU B YOBENIKaTa IuasMa € 99,8%.

[TpuBumHUAT 00eM Ha pasznpenenenue e mpuoauznTenHo 5630 1, koeto npexarnonara, ye abUpaTepoOHOB
arerar ce pasmnpeselns eKCTeH3UBHO B IepH(epHUTE ThKAHU.

Buotpanchopmanms

Cnen nepopanso npuioxkenue Ha *C-abupareponos anerat noja GpopmaTa Ha KarcyIu abUpaTepoHOB
alerar ce XUApOoIu3Hpa 10 abUpaTepoH, KOWTO ciie]] TOBA MPETHPIIsABa METaO0IN3bM, BKIIFOUBALL]
cyndaTupane, XUJAPOKCHIUPAaHE U OKUCIICHUE TIPEAMMHO B uepHuUs Apo0. ["omsMa JacT ot
PanuoaKTUBHOCTTA B KpbBTa (npubim3utenHo 92%) ce oTkpuBa moa GpopMaTa Ha METaOOIUTH HA
abuparepos. Ot 15 oTkpruBaeMu MeTaboNINTa, 2 Ca OCHOBHH METa0OJINTH, abUpaTepoHOB cyidaT u
N-okcup abuparepoHOB cyndar, BCeKH OT KOUTO MpecTaBisiBa okoio 43% ot obmiarta
pPaanOaKTUBHOCT.

EnumMunupane
CpeHHAT NOTYKUBOT Ha a0UPaTEepPOH B IIa3MaTa € MPUOIM3UTETHO 15 yaca Bb3 OCHOBA HA JJAHHUTE,

nosTyuenu npu 3apasu auua. Ciies nepopaito npuiokenue Ha “C-abupareponos auerar 1 000 mg
npubnu3uTenHo 88% OT paAroaKTHBHATA 1032 CE€ Bb3CTAHOBSABA BbB (pekanuute u okoso 5% B
ypuHata. OCHOBHUTE ChEJMHEHHS, KOUTO IPUCHCTBAT BB (peKaInuTe, ca HENPOMEHEH adUpaTepOHOB
areraT 1 abupaTepoH (CbOTBETHO 0K0JI0 55% 1 22% 0T npuiiokeHara 103a).

bu0peuHo yBpexkiaHe

dapMaKOKMHETHKAaTa Ha a0MpaTEepPOHOB alleTaT € CpaBHEHA MPH MALMEHTH ¢ TepMUHaTHa ObOpeuHa
HEJIOCTATHYHOCT Ha CTAaOWIIEH PEKUM Ha XEMOAHAIN3a U IIPH KOHTPOJIHA TPyIa OT MalUeHTH C
HOopMaiHa ObOpeuHa QyHkiusa. CUCTeMHATa €KCIIO3UIIMS Ha aOUpaTepOHOB alleTatT Ciie]] eAMHUIHA
nepopaiiHa 1o3a ot 1 000 mg He ce yBenuyaBa npy MaMeHTH ¢ TepMUHAIHA OBOpeyHa
HEIOCTAaThYHOCT, KOUTO ca Ha auanu3a. [Ipunaranero npu nanueHT ¢ 650peyHO yBpexaaHe,
BKJTFOUHTEITHO U TEKKO OBOPEYHO YBpEXaaHe, He N3NCKBA HaAMAJsIBaHe Ha 103ara (BXK. Touka 4.2).
Jlurnicsa, obave, KIMHUYEH ONMHUT MPH NALIMEHTH C paK Ha MpocTaTaTa U TEKKO ObOPEUHO yBpexKIaHe.
[Ipu Te3u manMeHTH ce NpenopbyuBa MOBUILICHO BHUMAaHHE.

UYepHoIpoOHO YBpekIaHE

dapMaKOKMHETHKATa HAa a0MpaTEpPOHOB alleTaT € M3cJelBaHa [IPH NalueHH C MPEIIIeCTBAIIO JIEKO
WIN YMepeHo YepHoIpoOHO yBpexaane (crorBeTHO Child-Pugh Kitac A u B) u yyactHunn kato
KOHTpoJa. CHcTeMHaTa eKCIO3UNINS Ha a0MPaTepOHOB alleTaT Cie eAMHUYHA IIepopajIHa 1032 OT

1 000 mg ce yBenuuaBa ¢ mpubau3utenano 11% u 260% cbOTBETHO NMPU MALUEHTH C JIEKO U YMEPEHO
NpeIecTBaIIO0 YepHOAPOOHO yBpekaane. CpeTHUST MOy KUBOT Ha aMPaTepOHOB aleTar ce
yabIDKaBa 10 0KoJio 18 yaca rmpu marieHTH ¢ JeK0 YepHoIpoOHO YBpeXaane u 10 okoio 19 gaca mpu
HNAalMeHTH C YMEPEHO YepHOAPOOHO YBpEXKIaHe.
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[Tpu npyro KMMHUYHO Ipoy4YBaHe, (hapMaKOKMHETHKATa HAa aONPAaTEpPOHOB alleTaT € U3CIIeABaHa IPU
MAIMEeHTH C TPeAIecTBamo Texko (n=8) uepHoapooHo yBpexnane (Child-Pugh Knac C) u npu

8 3mpaBu JmIa ¢ HopMaiiHa YepHoApoOHa (GyHKuus KaTo koHTposa. AUC Ha abupaTepoHOB aneTar ce
yBenuuasa ¢ npubnusurenano 600% u gppakuusaTa Ha HECBBP3aHOTO JIEKapCTBO ce yBennyana ¢ 80%
IPH MTAIMEHTH € TeKKO YePHOIPOOHO YBPEKAaHE B CPABHEHNE C TTAIMEHTH C HOPMaJIHa YePHOAPOOHA
GyHKIIHS.

He ce u3uckBa kopurupase Ha 103aTa IPU HALUEHTH C IPEALIECTBAIIO JEKO YEPHOIPOOHO
yBpexaaHe. M3non3Banero Ha abUpaTepoOHOB aLeTaT TpsiOBa BHUMATEIHO Aa CE MPELEHIBA IPU
MalMEHTH C YMEPEHO YepHOAPOOHO YBpEeKAaHe, IPU KOUTO MOJ3aTa SICHO TPsOBa 1a HAIXBBPIIS
BB3MOXKHHSA PUCK (BXK. Touku 4.2 1 4.4). AOupaTepoHOB arleTaT He TPsOBa Ja ce U3MOJ3Ba MPH
MAIMEeHTH C TeXKO YePHOAPOOHO yBpexaaHe (BxK. ToUkH 4.2, 4.3 u 4.4).

IIpu marmeHTH, KOUTO ca Pa3BUIIM XETTATOTOKCUYHOCT 0 BpEME Ha JEUEHHETO, MOXKE Ja ce HaJIOXKHU
MPEKbCBAHE HA JICYCHUETO U KOPUTHPAHE Ha 03aTa (BXK. TOUku 4.2 u 4.4).

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

B®B Bcuukn Mpoy4BaHUs 3a TOKCUYHOCT IPH )KMBOTHHU HUBATa Ha TECTOCTCPOH B KPBbBTA Ca 3HAYUMO
HOHIKEHU. B pe3ynrat Ha ToBa ce HaOM0jaBa HaMaJsIBaHE Ha TETJIOTO HA OPTraHUTE, KAaKTO U
MOP(DOIOTUYHY W/WJIH XUCTOTIATOJIOTHYHY ITPOMEHH B PENPOAYKTUBHUTE OpraHy U HaNObOpeyHaTa,
XI/IHO(l)I/I?)HaTa M MJICUHAaTa Jie3a. Bcuuku IMPOMCHHU IIOKAa3BaT II'bJIHA WX YaCTU4YHa O6paTI/IMOCT.
IIpomenuTe B perpoyKTUBHUTE U aHAPOT€H-UYYBCTBUTEIIHUTE OPraHu ca B CbOTBETCTBUE C
¢bapmakonorusaTa Ha abUpaTepoHOB areTar. Bcnukn XOpMOHAIHY IPOMEHH, CBBP3aHH C JICYEHHETO,
ca oOpaTHMH WM OT3BYYaBar cie]] 4-CeIMHYCH IepUo Ha B3CTaHOBSIBAHE.

B npoyuBanusiTa 3a pepTHIMTETA IPH MBKKH U )KEHCKH ITHXOBE a0MpaTepOHOB arleTaT HamalsBa
¢bepTunuTeTa, KOETO € HAITBJIHO 00paTHMO 3a 4 10 16 ceMuUILM Cilel CIUpaHe Ha HETOBHS IIPUEM.

B npoyuBaHe 32 TOKCHYHOCT Ha Pa3BUTUETO MPH ILTHXOBE a0OMPATEPOHOB alleTaT NOBJIHsIBa
OpeMEeHHOCTTa, KOETO BKJIFOUBA IIOHMKEHO TEIJIO U MpeXHuBsieMocT Ha tuiona. Habmronasat ce edextu
BBbPXY BBHIIHUTE [IOJIOBU OPraHM, BHIIPEKH Y€ aOUPaTEepOHOB alleTaT He € TEPaTOreHEH.

B Te3u npoyuBanus 3a GepTUIMTET U TOKCUYHOCT Ha PA3BUTHETO, IPOBEICHH NP IITBXOBE, BCUUKH
e(eKTH ca CBbP3aHu ¢ (HapMaKOJIOrMYHOTO JACHCTBHE Ha abUPaTEepPOHOB aLeTar.

OcBeH NpOMEHUTE B PENPOAYKTUBHUTE OpraHu, HaOM0JaBaH! BbB BCUYKH MPOYYBAHUA 32
TOKCHYHOCT IIPY KUBOTHH, HEKIIMHUYHHUTE TaHHU HE MOKa3BaT 0COOCH PHCK 3a XOpa Bb3 OCHOBA Ha
KOHBEHIIMOHAIHN (hapMaKOJIOTHYHU MPOYIBAHUA 32 O€30M1aCHOCT, TOKCHYHOCT IPH MHOTOKPATHO
Mpujiarane, TeHOTOKCUYHOCT ¥ KapIMHOTEHEH MOTeHIal. AGHpaTepOHOB areTaT He MoKa3Ba
KapIMHOTEHHOCT B 6-MeceuHO NpoyuBaHe npu TpaHcreHHn Mutiku (Tg.rasH2). B 24-meceuno
NPOYYBaHe 32 KAPLMHOTEHHOCT IPH ITHX0BE, a0MPaTEepOHOB aleTaT MOBUIIIaBa YECTOTaTa Ha
WHTEPCTUINATHUTE KJIEThYHH HEOII1a3Mu B TecTucuTe. CunTa ce, e TO3M pPe3yiTaT € CBbP3aH C
(bapMaKoJIOrHYHOTO JeiicTBUE HAa aOMPATEPOHOB alleTaT U HAKOU OCOOCHOCTH IPH ILTHXOBETE.
AOupaTepoHOB aleTaT He € KapLUHOT€HEH [IPH )KEHCKH IThXOBE.

OreHka Ha prcka 3a okonHara cpena (ERA)

AKTHBHOTO BEIIECTBO a0MPAaTEpPOHOB alleTaT MOKa3Ba PUCK 3a BOJHUTE OACEHHU M TEXHNUTE
oburarenu, 0cOOCHO 3a puodHUTE.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Slapo Ha Tabnerkara

JlakTo3a MOHOXUIPAT

MuxkpokpucranHa menynosa (E460)
Kpockapmenosa natpuii (E468)
Xunpomenosa

Harpues naypuicyndar

CunuinueB TUOKCH/I, KOJIOUIEH 0€3BOCH
Marunesues creapar (E572)

DriIMOBO NOKpPUTHE

[Momusununos ankoxon (E1203)

TurtanoB nuokcun (E171)

Makporon (E1521)

Tank (E553 b)

UYepseH xenesen okcun (E172)

UYepen xenezen okcua (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

2 TOINHU

6.4 CrhenuajJHM ycJI0BHUS HA CbXpaHeHUe
To3u 1ekapcTBEH MPOAYKT HE H3UKCBA CICIIMAIHH YCIIOBUS HA ChbXpaHEHHE.

6.5 Bwuxu chabp:kaHNe HA ONAKOBKATA

IMephopupanu exnomo3osu oauctepu o PVC/PVAC-anymunmii ¢ 56 X 1, 60 X 1 w/wmm 112 x 1
bunMupanu TabNEeTKH B KAPTOHEHA OMAKOBKA.

He Bcruky BHJIOBE OTIAaKOBKH MOTAT Jia ObJaT ITyCHATH HAa Ia3apa.

6.6 CrnenuajJHu npeanasHu MEPKH NMPH U3XBBPJIsiHe U padoTa

B®3 ocHOBa Ha MexaHU3Ma CH Ha JIEHCTBUE, TO3H JIEKAPCTBEH MPOAYKT MOXKE /1a HaBpEeIH Ha
pasBUTHETO Ha (eTyca; 3aTOBa )KEHHU, KOUTO ca OPEMEHHHU HJIH € Bb3MOXKHO Ja ca OpeMeHHH, He
TpsiOBa Ja pabOTAT ¢ Hero Oe3 Mmpe/Ina3Hu CPeACTBa, HAPUMED PhKABHIIH.

HewunsnonsBanusT neKapcTBEH NPOLYKT WK OTHaIbUYHUTE MaTEPUAIId OT HETro TPsiOBa Jia c€ U3XBBPIIST
B CbOTBETCTBHE C MECTHUTE M3UCKBaHUs. TO3M JIeKapCTBEH MPOJIYKT MOXKE J]a MPEJICTABIISIBA PUCK 32
BOJHHUTE OaceHHN M TeXHUTE 0OMTaTEenH (BXK. TouKa 5.3).

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona s/n,
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Edifici Est, 62 Planta,

Barcelona, 08039

Ucnanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
EU/1/20/1512/002

EU/1/20/1512/003

EU/1/20/1512/004

9. JATA HA ITBPBO PA3BPEIIABAHE/IIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewmaBane: 26 anpun 2021 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoOHa nH(popMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JiekapcTeaTa https://www.ema.europa.eu.
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HPUJIOKEHUE I1

INPOU3BOJUTEJI(), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE
HA ITAPTU N

YCJIOBUSA NI OT'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NIPOU3BOIUTEJI(N), OTTOBOPEH(HMN) 3A OCBOBOXJIABAHE HA ITAPTUU

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KHaBaHe Ha MapTuauTe

Synthon Hispania S.L.
Castello 1
Poligono Las Salinas

08830 Sant Boi de Llobregat
Hcnanus

Synthon B.V.
Microweg 22
6545 CM Nijmegen
Hunepnannus

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Ucnianus

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice,

ITomma

Pharmadox Healthcare Limited

KW20A Kordin Industrial Park,

Paola PLA 3000, Manra

HeanHaTa JIMCTOBKA Ha J'IeKapCTBeHI/IH HpO,Z[yKT TpH6Ba aa C’b,[[’bp)i(a HUMETO U az[peca Ha
HpOI/I?’BOIII/IT €I, OTFOBOpeH 3a OCBO60)KI[aBaHeTO Ha CbOTBCTHATA HapTI/IIla.

b. YCJIOBUA NJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKaA IO JICKAPCKO MNPCAINCaHUC.

B. JAPYI'U YCJIOBUS N UBUCKBAHUS HA PASPEHLIEHUETO 3A YIIOTPEBA
. Ilepuoauyen akryanusupan aokiaj 3a 6esonactoct (ITAJIb)

M3uckpanusTa 3a nonaBane Ha [IAJlb 3a To3u JeKapCTBEH MPOAYKT ca MIOCOUYEHHU B CITUCHKA C
pedepentrute natu Ha EBponetickus cpro3 (EURD cnucek), npeasuaen B wi. 107 B, an. 7 ot
Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CJIE/IBAIM aKTyaJIM3aLlH, ITyOJIMKYBaHH Ha €BPOICHCKUS
yebmopTai 3a JieKapcTBa.

.  YCJI0OBUSA UWJIU OTPAHUYEHNS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

IpurexaTtensT Ha pasperneHnero 3a ynorpeba (ITIPY) TpsOBa ga n3BBPINBA H3UCKBAHNUTE ICHHOCTH

JeHCTBUS, CBBP3aHU C IPOCIIesIBaHe Ha JeKapcTBeHaTa 0€30IacHOCT, mocoueHu B ogo0penus ITYP,

npencraBeH B Monyn 1.8.2 Ha Pa3perienneTo 3a ynotpeda, KakTo ¥ BbB BCUYKH CIIABAIIN OJJOOPSHU
akTyanu3auuu Ha [TYP.
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Axtyanmmsupan [TYP TpsOBa na ce momana:

1o uckaHe Ha EBpornelickara areHIus o JeKapcTBaTa;

BUHATH, KOTaTO Ce U3MEHS CHCTEMAaTa 3a yIpaBJICHUE Ha PUCKA, OCOOCHO B Pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OpMAIHs, KOATO MOXKE Ja JOBEJE 10 3HAYNMU IIPOMEHU B
CHOTHOIIICHUETO IOJI3a/PUCK, WITH CJIE/] JOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C
MpOCIIe/IsBaHe Ha JICKapCTBEHATa 0S30MMACHOCT WIIH CBEXK/IaHE Ha PUCKA JI0 MUHUMYM).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHSA 250 mg

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Aobupatepon Accord 250 mg tabieTku
abupaTepoHOB areTar

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHHIIECTBO(A)

Bcesika Tabnerka cpappka 250 mg abupaTepoHOB arerar.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chbabpika JaKkTo3a.
3a moBeve nHGOPMAIIKsI BHXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

Ta0JIETKU

120 taOneTku

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

[puemaiite AbuparepoH ACCOrd rmoHe euH Yac Mpeau Wik Hali-MaJIKo [[Ba Yaca Clie/l XpaHeHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOI'JIEJA U TOCET' A HA JIETIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

JKenu, kouTo ca OpeMEHHH WU € Bb3MOXKHO J]a ca OpeMeHHH, He TpsOBa J1a padoTaT ¢ AOupaTepoH
Accord 6e3 ppKaBHIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Hewnzmon3BaHOTO KOITHYECTBO ’I‘pH6Ba Aa C€ U3XBBPJIU IO MOAXOAAN] HAYUH B CbOTBETCTBUC C
MCCTHHUTC U3UCKBaHUAA.

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1512/001

13. TAPTHUJAEH HOMEP

[MapTtuaa:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Aobupatepon Accord 250 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHUJIKATA 250 mg

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Aobupatepon Accord 250 mg tabieTku
abMpaTepOHOB aIeTar

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHHIIECTBO(A)

Bcesika Tabnerka cpappka 250 mg abupaTepoHOB arerar.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chbabpika JaKkTo3a
3a moBeve nHGOPMAIIKsI BHXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJHA OITAKOBKA

Ta0JIETKU

120 taOneTku

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

[puemaiite AbuparepoH ACCOrd rmoHe euH Yac Mpeau Wik Hali-MaJIKo [[Ba Yaca Clie/l XpaHeHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

JKenu, kouTo ca OpeMEHHH WK € Bb3MOXKHO J]a ca OpeMeHHH, He TpsOBa J1a padoTaT ¢ AOupaTepoH
Accord 6e3 ppKaBHILH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHIAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Hewnzmon3BaHOTO KOITHYECTBO ’I‘pH6Ba Aa C€ U3XBBPJIU IO MOAXOIAN] HAYUH B CbOTBETCTBUEC C
MCCTHHUTC U3UCKBaHUAA.

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanns

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1512/001

13. TAPTHUJAEH HOMEP

[MapTtuaa:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

‘ 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHSA 500 mg

1. HUME HA JIEKAPCTBEHMSA NTPOAYKT

Aobupatepon Accord 500 mg punmupanu TabaeTKH
abupaTepoHOB areTar

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmupana tabnetrka cpabpika S00 mg abupaTepoHOB arlerar.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbabpiKka JaKkTo3a U HATPHUH.
3a moBeve nHGOPMAIIKsI BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

(hbuIMHUpaHu TaOJIETKU

56 x 1 ¢ummupanu TadneTku
60 x 1 punmupanu TadbneTKu
112 x 1 punmupanu TabIEeTKH

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Tpuemaiite Ab6upatepon ACCOrd moHe euH Yac Mpean Wik Hali-MaJiko J[Ba 4aca Clie]l XpaHeHe.
IIpeau ynorpeba nmpodereTe IMCTOBKATA
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCEI'A HA IELTA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

JKenute, kouTo ca OpeMEHHHU HJIM MOXeE Jla ca OpeMeHHH, He TPsAOBa J1a paboTAT ¢ AOUpaTEepOH
Accord 6e3 pbKaBHIIH.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Hewnzmon3BaHOTO KOITHYECTBO ’I‘pH6Ba Aa C€ U3XBBPJIU IO MOAXOAAN] HAYUH B CbOTBETCTBUC C
MCCTHHUTC N3HUCKBAHMH.

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1512/002
EU/1/20/1512/003
EU/1/20/1512/004

13. TAPTHUJAEH HOMEP

[MapTtuaa:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Aobupatepon Accord 500 mg

‘ 17. YHUKAJIEH HAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 500 mg

1. HUME HA JIEKAPCTBEHMSA NTPOAYKT

Aobuparepon Accord 500 mg TabieTku
abupaTepoHOB areTar

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP<, KOAOBE HA JAPEHUETO U HA TIPOAYKTA>

Lot

|5.  JPYro
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b. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

Aoupartepon Accord 250 mg TadeTKu
abuparepoHoB aretar (abiraterone acetate)

IIpoyeTeTe BHMMATEIHO USLJIATA JIMCTOBKA, IPeIU 1A 3alI0YHeTe 14 IpUeMaTe TOBA JIEKAPCTBO,

Thil KaTo TH ChAbPKA BaxHa 3a Bac ungopmanus.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap wiu gapmarieBt.

- Toga nekapcTBo e npennucano tuyHo Ha Bac. He ro mpeotcThnBaiite Ha apyru xopa. To Mmoxke
Jla IM HaBpeIy, HE3aBUCHMO OT TOBa, Y€ TEXHUTE CHMITOMH ca ChIIKTE KaTo Bammre.

- AKO TIOJTyYnTe HAKAKBU HEXEJIAHU PEaKIlny, yBeroMeTe Bammus jiekap wiu gpapmariet. Toa
BKJIFOYBAa U BCUYKH Bb3MOXXHH HCKECJIIaHU pE€aKlIMU, HCOIMMCAHU B Ta3W JINCTOBKA. Bmxte
TOuKa 4.

KakBo cbabpika Ta3u JUCTOBKA!

KakBo nipencrasisiBa A6upatepon ACCOrd u 3a KakBO ce M3IM0JI3Ba
KakBo Tpsi6Ba 1a 3Haere, npeau 1a npuemere AGuparepon Accord
Kak ma npuemare Abupatepon Accord

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cpxpansiBate Aduparepon Accord

ChbabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

Uk wdE

1. KakBo npeacrapiasiBa AGuparepon ACCOrd u 3a KakBo ce H3M0JI3BA

Abuparepon Accord chabpika IEKapCTBO, HAPEUEHO abupaTepoHOB arieraT. Toil ce u3monsea 3a
JICUCHUETO Ha PakK Ha MPOCTAaTaTa MPU Bb3PACTHU MBKE, KOUTO CE € pa3pOCTPAHWIT U KbM JIPYTH
4acTH Ha TsU10TO. AGupaTtepon AcCOrd cripa MPOU3BOACTBOTO Ha TECTOCTEPOH BBHB Barrws
opranu3bpM. ToBa Moe Jla 3a0aBH pacTexa Ha paka Ha pocTaTara.

Korato Abuparepon Accord ce mpeanucea B paHeH CTa/inii Ha 3a00JIIBAHETO, KOTATO TO BCE OILE CE
HOBJIKSIBA OT XOPMOHAIIHO JieueHue, Adupatepor AcCord ce mpuiiara 3aeiHo C JIeYeHHE, TOHMKABAIIIO0
HHUBATa Ha TECTOCTEPOH (aHAPOreH-ACIPUBALIIOHHA TEPAIIs).

JokaTo npuemare ToBa JiekapcTBO, BamusT nekap e Bu npeanuiie u gpyro JieKapcTBO, HAPEUEHO
IIPEAHU30H MJIM IIPEIHU30JI0H. Te uMart 3a el Jja HAMAJIAT BEPOSITHOCTTA OT ITIOBUIIABAHE HA
KpbBHOTO Bu Hansdrane, 3aapp:kaHe HaA TEUHOCTH B OpraHu3Ma Wi ClaJaHe Ha HUBOTO HA €JIEMEHT,
HapeyeH KaJIii, B KPbBTA.

2. KakBo Tpsi6Ba 1a 3HaeTe, mpeau 1a npuemere Adupartepon Accord

He npuemaiite A6upartepon Accord

- aKo CTe AJIEPTUYHH KbM a0UPaTepPOHOB alleTaT WM KbM HAKOS OT OCTAHAIIMTE ChbCTABKH HA TOBa
nekapcTBo (n36poeHn B TOUKa 6).

- aKo CTe YKeHa, 0co0eHo ako cTe OpemeHHa. AGuparepor ACCOrd e mpeaHasHaveH 3a yroTpeda
CaMo OT MBXKe.

- aKo MMaTe TeXKO YBpEeXKIaHe Ha YepHUS 1po0.

- B KoMOuHaIus ¢ Ra-223 (koiiTo ce M3IMoi3Ba 3a IcUueHNe Ha Pak Ha IpoCcTaraTa).

He npuemaiite ToBa 1€KapcTBO, aKO HAKOE OT TOPHUTE YCIOBUA ce OTHAcs 3a Bac. Ako He cte
CUTYpHH B HEIl0, KOHCYJITHUpaiTe ce ¢ Bamms ekap uimm gapmaneBT npeau Jja mpueMeTe ToBa

JIEKapCTRBO.

Ipexynpexnenns: u NpeanasHu MepKU
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ToBopete ¢ Bamws nekap win ¢papMaiieBT Ipeu Jia IpHEeMEeTe TOBA JIEKapCTBO:

- aKo UMaTe YepHOAPOOHH MTPOOIIEMH;

- ako ca Bu kazanu, ye uMate BUCOKO KPhBHO HAJISITAHE WIX ChPACYHA HEJOCTATHYHOCT, HITH
HUCKY HUBA Ha KaJWil B KpbBTA (HUCKUTE HUBA HA KAJIMH B KPHBTA MOTAT JIa MIOBUIIIAT PUCKA OT
MPOOJIEMH ChC CHPACUHUSI PUTHEM);

- aKo UMarte JIPYTH ChPJICYHU WITH ChJIOBH 3a00JISIBAHUS;

- aKO MMaTe HEPaBHOMEPEH MM YCKOPEH ChPJICUCH PUTHM;

- aKo UMate HEeJIOCTHT Ha Bb3/IyX;

- aKo nMmarte ObP30 yBeNUYaBaHe Ha TETIIOTO;

- aKo MMaTe ToJ{yBaHe Ha KpaKara, IJIC3CHUTE WIN CThIIANATa,

- aKo CTe MpHUeMalld B MUHAJIOTO JIGKapCTBO, M3BECTHO KaTO KETOKOHA30J, 32 paK Ha MpocTaTara,

- 32 HEOOXOJUMOCTTA JIa PHEMaTe TOBa JIEKAPCTBO C MPETHU30H WK MPEIHU30JIOH;

- 332 BE3MOXKHHUTE €(PEKTH BEPXY KocTuTe Bu;

- aKO MMaTe TOBUIIICHH CTOMHOCTU Ha KphBHATA 3axap.

I'oBopere ¢ Bammms nekap, ako ca Bu ka3anu, ue umare 3a00sBaHUS HA CHPIETO M KPHBOHOCHUTE
CBHJIOBE, BKIIIOUMTEIHO NMPOOJIEMH ChC CHPACUHUS PUTHM (ApUTMUS) WIH aKO CTE€ JICKYBaHH C JPYTH
JIEKapCTBEHU NMPOIYKTH 3a TE3H 3a00JIIBaHHUS.

I'oBopere ¢ Bamms sekap, ako uMate MOXKBITABAHE HA KO)KaTa MIIM HA OYUTE, TOThMHSIBaHE Ha
ypuHaTa Uir TCXKKO raaicHe v rnmoBpbIIaHe, TBU KaTO TE MOXKE Ja ca Npu3Haluy Wil CUMIITOMU Ha
po0sieMu ¢ YyepHus Apo0. Psnko Moxe 1a Bh3HUKHE HEBB3MOKHOCT Ha YepHUS ol 1a
GyHKIMOHUpA (HApEUEHO OCTpa YePHOAPOOHA HEAOCTATBUYHOCT), KOETO MOXKE J1a TOBEJE 10 CMBPT.

Moske &1a ce mosiBU HamMaJIeHHe Ha Oposi Ha YEPBEHUTE KPHBHU KIJICTKH, TOHIDKEHO KEJTaHHe 32 CEKC
(mbu0), MyCKyJIHA C1a00CT W/WIIA MYCKYJTHH OOJIKH.

Abwuparepon Accord He TpsOBa fa ce qaBa B komOuHarus ¢ Ra-223, mopaan Bb3MOKHO TIOBHIIIEHHS
PHCK OT CUYIBaHE HA KOCT WK CMBPT.

Axo muanupate aa npuemare Ra-223 cien nedenuero ¢ A6uparepon Accord u
HpeHU30H/TIPEHN30JI0H, To Bre TpsOBa 1a n3uakare 5 THH Ipeau Ja 3amodHeTe JedeHuero ¢ Ra-
223.

Axo He cTe CUT'YPHH OaJIM HAKOC OT TOPHUTC CC OTHACH 3a Bac, KOHCynTHpaﬁTe ce ¢ Bamms JICKAp Uiin
(I)apMaueBT npeau aa 3ario4HeTe MprueMa Ha TOBaA JICKApCTBO.

KpnBHU u3ciie1BaHus

ToBa nexapcTBO MOXKeE Ja 3acerHe yepHus Bu npo0 6e3 1a imare HUKakBu cuMnTomu. Jlokaro
IpueMaTe TOBa JIEKapcTBO, Bammst nexap e n3cieasa nepruoIudHo KphBTa Bu, 3a 1a ciienu 3a
eBeHTyaIHu eheKTH BhpXY YepHust Bu npoo.

Jlena u roHOIIHN

Toga JiekapcTBO HE € MpeTHaA3HAYEHO 3a YIIoTpeOa mpu aera u roHomu. [Ipu coydaitHo morreIane Ha
Abuparepon Accord ot JieTe WM I0HOIIA, He3a0aBHO OTHETE B OOJHHIIA, KATO B3EMETE JIMCTOBKATA C
Bac, 3a 1a g nokaxete Ha JieKaps B CIIEUIHOTO OTJCICHHUE.

Jpyru JekapcrBa u Aoupartepon Accord
[locwBeTBaiite ce ¢ Bammus nekap win gpapmaueBT npeau Ja npueMeTe KakBOTO U J1a € JIEKapCTBO.

HNudopmupaiite Bamms mekap wim GapManeBT, ako mpreMaTe, HaCKOpo CTe MIPHUEMAaITH T €
BB3MOXKHO Jla MpUEeMaTe JApyrH jekapcTa. ToBa e BaxkHO, 3ammotro Aduparepor Accord Moxe aa
3aciiu e(peKTa Ha peuiia JICKapCTBa, BKIFYUTEIHO JISKAPCTBA 33 ChPIETO, TPAHKBUIN3ATOPH, HIKOU
JIeKapCcTBa 3a MuadeT, OMITKOBY JIeKapcTBa (HAIIpP. KBIT KAaHTAPHUOH) U IPYTH. BamwsT 1ekap Moxe 1a
Mo’kesae Ja MPOMEHH J1o3aTa Ha Te3H JiekapcTBa. ChINo Taka, HIKOW JIEKapCTBa MOTaT Ja 3aCHIIST WU
HamasaT epextute Ha Adupatepon Accord. Tosa Moke 1a TOBE/IE IO HEKEAHH PEAKIIUU HITH
Abuparepon Accord ma He JelicTBa TOJIKOBA J00pe, KOIKOTO TPsiOBa.
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AHIpOTeH-OTHEMAII[aTa TEePAIHs MOXKE JIa YBEIIUYH PUCKA OT MPOOJIEMHU ChC ChPACUYHHS PUTHM.

YBenomere Bamus siekap, ako nmpuemMaTe JeKapcTBa:

- W3II0JI3BAHHM 32 JICUCHUE Ha TIPOOJIEMU ChC ChPACYHUS PUTHM (HAIp. XUHUIUH, IPOKAMHAMUI,
aMHOAapOH M COTajoN);

- 3a KOUTO € U3BECTHO, Y€ YBEJIIMYABAT PUCKA OT MPOOIEMHU ChC ChPJCYHHS PUTHM [HATID.
METaJI0H (M3M0J3BaH 3a o0NeKyaBaHe Ha OOJIKAaTa U KaTO CPEJICTBO 32 IETOKCUKAIMS TIPU
HapKO3aBHCUMOCT), MOKCU(IIOKCAITMH (aHTHOMOTHK ), AaHTUIICUXOTHUITH (M3ITOJI3BAHHU TIPH
CEpPHO3HU IICUXUYHH 3a00JIIBaHMS)].

I'oBopere ¢ Bamms nekap, ako mpuemMare HAKOU OT JeKapcTBaTa, M30pOCHU MO-rope.

Abéupartepon Accord ¢ xpaHa
- Tosa nekapcTBo He TpsiOBa J1a ce MpueMa ¢ XxpaHa (BUkTe Touka 3, ,,Kak na npuemare
Aobupatepon Accord”).
- [Ipuemanero Ha AGuparepor AcCOrd ¢ xpaHa MOXKe Ja TIPEM3BUKA HEXKEIIAaHU PEAKIIUH.

BpeMeHHOCT 1 KbpMeHe

Abupartepon Accord He e mpeHa3HAYEH 32 YNOTPeda NMPH JKEHH.

- ToBa JiekapcTBO MO2Ke 1a IPUYKUHYI YBpesKAaHe HA MJI0/1a, AKO ce MpHeMa 0T KeHH, KOUTO
ca OpeMeHHH.

- 7KeHu, KOUTO ca OpeMEeHHM WJIH € Bb3MOKHO /1a ca OpeMeHHHU, TPA0Ba /1a HOCAT
PBKaBHIH, AKO Ce HAJIATA 12 JOKOCBAT WJIH Pa0oTAT C TOBA JIEKAPCTBO.

- AKO paBHUTe CeKC ¢ )KeHa, KOSAITO MosKe /1a 3a0peMeHee, H3MOJI3BaliTe Mpe3epBaTUB U APYr
e(peKTHBEH MeTO/1 32 KOHTPOJI HA PaKIaeMOCTTA.

- AKo0 npaBuUTe CeKc ¢ OpeMeHHA JKeHa, U3M0JI3BaliTe Ipe3epBaTHB 32 3alllUTA HA IJI0A.

Ilodupane u padoTa ¢ MAIIMHU
ToBa nexapcTBO HE MOBIMsABA criocoOHOCTTa BY 32 modupane u paboTa ¢ MHCTPYMEHTH WITH MAITHHH.

Abupartepon Accord cbabpiKa JaKT03a U HATPUid

- ToBa nexapcTBO ChABPIKa JTaKTO3a (BUA 3axap). Ako Bammwst nexap Bu e ka3an, ye umate
HEMIOHOCHMOCT KbM HSIKOH 3aXapH, CBBPIKETE Ce C HETO IPE/IH J1a IIPUEMETE TO3H JIEKaPCTBEH
MPOTYKT.

- ToBa nexapcTBO ChABPKA CHINO Taka Mo-Maiko oT 1 mmol Hatpuit (23 mg) B THEBHA /1032 OT
YETHPH TAOJIETKH, T.€. MOXKE J1a Ce KaKe, e MPaKTUIECKH ,,HE ChIIbpKa HATPHL .

3. Kak na npuemarte Aduparepon Accord

Bunaru npuemaiite ToBa JI€KapcTBO TOYHO KakTO By e ka3zan BamusaT nekap. AKo He CTe CUTYPHH B
Hello, nonuraiTe Bammus nexap wim GpapmanesT.

KoJuxo 1a npuemete
[Ipenoppunrennara qo3a e 1 000 mg (detrpu TabICTKN) BEAHBK THEBHO.

IIpuem Ha JieKapcTBOTO
- IIpuemaliite nekapcTBOTO Ipe3 ycTaTa.
- He npuemaiite AGuparepon Accord ¢ xpana.
- ITpuemaiite AdGupatepon ACCOrd moHe eMH Yac Npeay WM HAii-MaJIKo JBa Yaca cJie/
xpaHeHe (BIKTe Touka 2, ,,A6mparepon Accord ¢ xpana”).
- I'pirTaiiTe TaOIETKUTE LETU C BOA.
- He uynere Tabnerkure.
- Aobupatepon Accord ce mprema ¢ JIeKapcTBO, HAPEUEHO MPEIHU30H MM MPESTHU30JI0H.
TIpuemaiitTe npeHU30H WK MIPEHMU30JI0H, TOUHO KakTo Bu e kazan Bamust jekap.
- Bue Tps6Ba 1a npuemare npeIHU30H HIIH MIPEIHU30JIOH BCEKH JICH, OKATO MpHeMaTe
Abuparepon Accord.
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- Moske fa ce HaJIOKW MPOMSIHA B KOJIMYECTBOTO MPETHN30H WIIH MTPETHU30JIOH, KOETO TIpreMare,
aKo MMarTe CIEINTHO ChCeTosiHNe. BammsaT nekap me Bu nndopmupa, ako TpsiOBa 1a mpoMeHuTe
KOJMYECTBOTO Ha MpueMaHus oT Bac npenuuson win npeaHu3onoH. He cnupaiite mpuema Ha
MIPETHU30H WU TIPETHNU30JI0H, OCBEH ako BammsaT nekap He Bu kaxe.

Bammsr ekap Moke na Bu npeanuiie u 1pyru jJekapcTsa, 10Kato npuemare Adupatepon Accord u
MIPETHU30H WM MIPEITHU30JIOH.

AKO cTe mpHeJH moBeye 0T HeoOxoaumaTa g03a Aduparepon Accord
AKO cTe mpuenu nmosede oT HeoOXouMara J03a, He3abaBHO ce KOHCYATHpaiiTe ¢ Bamms nekap wim
OTHETE B OOIHUILIA.

AKo cTe mpomycHa U 1a npuemere A6uparepon Accord

- Axo cte 3a0paBuin 1a puemere AdupatepoH ACCOrd wim npeaHNU30H, WK MPEAHU30JIOH,
npoabJDKeTe ¢ 00MYaiiHaTa CH 1032 Ha CJIeABAIINA ACH.

- Axo cre 3abpaBuiu 1a puemere Aduparepon ACCOrd wim npeaHn30H, WK MPEAHA30I0H
nmoBeue oT 1 JeH, He3a0aBHO ce KOHCYITUpaiTe ¢ Bamst nexkap.

AKo cTe cripesin mpuemMa Ha A6upartepon Accord
He criupaiite npruema Ha Abuparepor ACCOrd vtk MpeaHu30H, WK PEIHU30I0H, OCBEH aKo Bammsat
nekap He Bu e ka3zai.

AKO UMaTe HIKAKBHU JOMBJIHUTEIHNA BBIIPOCH, CBBP3aHM ¢ yIIOoTpebaTa Ha TOBA JIEKAPCTBO, MOJIS
nonuraiiTe Bamus jiekap uiu GapMarieBT.

4, Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuukn JICKApCTBA, TOBA JICKAPCTBO MOXKE J1a TPECAN3BHUKA HCIKCIIaHU PCAKIIUN, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

Crnpete npuema Ha A6upatepon AcCord u He3a0aBHO MoceTeTe JIeKap, aKo 3a0eJie;KuTe HIKOM

OT CJIe/IHUTE CHMIITOMM .

- MyckynHa c1abocT, MyCKyJTHH MOTPENBAaHKS WK ChplieOneHe (manmuranyn). ToBa MOXKe J1a ca
NPU3HAIM 32 HUICKO HUBO HA KaJIuil B KPHBTA.

Jlpyru He:KelaHU peaKuu:

MHoro yectn (MoXe 11a 3acerHar noseye ot 1 Ha 10 xymm):

3axbprkaHe Ha TEYHOCT B KpakaTa WM XOJWJ1aTa, HICKO HUBO Ha KaJlui B KPBBTA, TOBUIIEHU
YEPHOAPOOHHU (PYHKIIMOHAIHY [TOKA3aTENIM, BACOKO KPbBHO HaJIsiraHe, MHMEKIMI Ha TUKOYHUTE
IIbTHULLIA, JAAPUS.

Yecrn (Moxe na 3acernar o 1 Ha 10 gymm):

Bucoku HUBa HAa Ma3HUHH B KPbBTa, O0JIKA B IbPIMTE, HEPABHOMEPEH Chp/ICUeH MyJIC (IIPEACHPIHO
MBXKIICHE), ChpJCYHA HEJAOCTAaThYHOCT, YCKOPEHa ChpeyHa JACHHOCT, TeKKU WH(EKIINH, HapeYeHH
cericuc, ppakTypu Ha KOCTH, HAPYIICHO XpPaHOCMHJIaHe, KPbB B ypHHATa, 00pUB.

Heuectn (Moxe na 3acerrar 1o 1 Ha 100 qyum):
[poGemu ¢ HanOBOpewHaTta xie3a (MpoOJIeMH, CBbP3aHU ChC COJIMTE U BOJIATa), HAPYILECH ChPICYCH
PUTBHM (ApUTMHS), MyCKYJIHA CITa00CT W/MIH MYCKYITHH OOJIKH.

Penxu (Moxe na 3acernar g0 1 Ha 1 000 mymm):

Br3nanenue Ha 6enute qpoOoBe (HApUUYaHO OIIE AJICPTHYCH AJIBEOJIUT).
Hepb3MokHOCT Ha YepHUS Apod Ma GyHKIIHOHUPA (HapHIaHO OIe 0CTpa YepHOIpoOHa
HEJOCTaTHYHOCT).
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C Hen3BeCcTHA 4eCTOTA (OT HAIMYHUTE JAaHHU HE MOKE J1a ObJie HallpaBeHa OIEHKa):

CopaeueH yaap, npomsina B EKI - enektpokapauorpama (yabikaBane Ha QT MHTepBalia) U TEXKKU
AJICPTHYHU PEAKIUH ChC 3aTPYIHEHO MPETIIBIIAHE U TUIIIaHe, TOAyBaHe Ha JIUIIETO, YCTHUTE, C3UKa
WU TBPIIOTO WU CHPOSII] OOPHB.

3ary0a Ha KOCTHa ThKaH MOXE JIa HACTBIIHU IPH MbXKE, JICKYBaHU 3a PaK Ha pocTarata. AOUpaTepoH
Accord B koMOUHAITHSI C IPEAHU30H WK TIPEIHU30JI0H MOXKE J1a YBEIIUYH 3arydaTta Ha KOCTHA ThKaH.

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKO TOITyYnTe HAKAKBU HEXEJIaHH JISKapCTBEHH peaKkiiy, yBeaoMere Bamus nekap unu gapManesT.
ToBa BKIIF0OYBa BCUYKH BH3MOYKHH, HEOITMCAHH B Ta3H JIMCTOBKA HEXENIAaHU peakuu. MoxkeTe ChIIo Aa
CHOOLINTE HEXENAaHU PeaKK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, MOCOUeHA B
[Mpunoxxenue V. Karo chobuiaBare HexXeIaH! peakiK, MOKETe Ja JaJleTe CBOS MPUHOC 3a
MoJTydaBaHe Ha MoBeue MHPpOpMAaIua OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKApPCTBO.

5. Kak na coxpansiBate Aouparepon Accord

- [a ce cpxpaHsBa Ha MACTO, HEJOCTBITHO 32 JELA.

- He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKa HA TOAHOCT, OTOENSI3aH BbPXY €THKETa Ha KyTHUsTa
u OyTunkara. CpoKbT Ha TOTHOCT OTTOBaps Ha TOCIETHIS ISH OT IIOCOYEHUS Mecell.

- To3u ekapCTBEH NPOAYKT HE U3MCKBA CIIELUAIIHU YCIOBUS HAa ChbXpPaHEHHUE.

- He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEPA 32 JOMAIIHU OTHAAbIH.
[Hommwmraiite Bamms dhapMarieBT Kak ga U3XBBPIATE JIEKApPCTBAaTa, KOUTO BeUe HE U3ITONI3BATE.
Te3u MepKH 1€ CIOMOTHAT 3a OIla3BaHE Ha OKOJIHATa cpera.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTETHA HH(pOpManus

KakBo cbabp:xa Aoupartepon Accord

- AKTHBHOTO BEIIIECTBO € abMpaTepoHOB areTart. Beska Tabnetka chabpika 250 mg
a0bMpaTepOHOB aIleTar.

- Jpyrute cbCTaBKH ca JIaKTO3a MOHOXHUIPAT, 11eTyJ103a, MUKpokpuctainHa (E460),
kpockapmenosa HaTpuii (E468), moeunon (E1201), HatpueB naypuicyidart, KOJOUACH
0e3BOJICH CHJIMITEB UOKCUT 1 MarHe3ueB creapat (E572) (Bxk. Touka 2, ,,Abuparepon Accord
CBHABPIKA JIAKTO3a M HATPUN ).

Kak m3rae:xnaa Adupatepon ACCOrd u KakBo ChIBbPiKa ONMAKOBKATa

- Tabnerkure AGuparepon Accord Oenu 0 mouTH Oenu, ¢ eIUICOBUIHA popMa (C ABIDKHHA
npubmu3uTeaHo 16 mm u mmpuHa 9,5 mm) u BIursOHaTO penedHo o3Hauenue “ATN” ot
emHaTa crpana u “250” oT mpyrara cTpaHa.

- Tabnerkute ce npemyiarat B8 HDPE OyTuika cHabieHH ¢ MOJUIPOIIMICHOBA 3aMyIlalKa,
3alIMTeHa OT Aena, chabpxamy 120 Tabnerku. Beska kapToHeHa KyTHS ChIbpIKa eIHa
OyTHiKa.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039

HUcnanus
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IIpousBoauTe
Synthon Hispania S.L.
Castell6 1

Poligono Las Salinas

08830 Sant Boi de Llobregat
Hcnanus

Synthon B.V.
Microweg 22
6545 CM Nijmegen
Hunepnannus

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Ucnianus

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice,

ITosmma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, Manra

3a JoBIHKUTENIHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE C IOKATHHUS
NpPEICTABUTEN HAa MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL
/NO/PT/PL/RO/SE/SI/SK/ES

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL
Win Medica A.E.
Tex; +30 210 7488 821
JIaTa Ha MOCJCIHO NMPpepasrjackaane Ha JIMCTOBKaTa

JApyru u3ToYHUIIM HA HH(OpPMAaIUA

IMoapobHa uHpoOpMaIKs 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus
o Jiekapcteata https://www.ema.europa.eu.
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JlncroBka: undopmanus 3a norpeduTeNs

Adupartepon Accord 500 mg ¢puamupanu TadJeTKH
abupaTepoHOB arlerar (abiraterone acetate)

IIpoyeTeTe BHUMATETHO IAJIATA JIMCTOBKA, IIPEIH A 3alI0YHETE ]a MPUEMATe TOBA JIEKAPCTBO,

Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap wiu gapmarieBt.

- Toga nekapcTBo € npeanucano JuyHo Ha Bac. He ro mpeorcThnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, HE3aBUCHMO OT TOBa, Y€ TEXHUTE CHMITOMH ca ChIIKTE KaTo Bammre.

- AKO MOTy4YuTe HIKAKBU HEXKEJIAHU JICKaPCTBEHH peakilnu, yBeaoMmere Bammus nekap win
Q)apMaHCBT. ToBa Bk/II0YBa M BCUYKH BB3MOKHH HEXKEJIaHU pCaKiuun, HECONMCAHU B Ta3U
nmrcToBKa. BrokTe Touka 4.

KakBo cbabpika Ta3u JUCTOBKA!

KakBo nipencrasisiBa A6upatepon ACCOrd u 3a KakBO ce M3IM0JI3Ba
KakBo Tpsi6Ba 1a 3Haere, npenu aa npuemere AGuparepon Accord
Kak ma npuemare Abupatepon Accord

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cpxpansiBate Aduparepon Accord

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. KakBo npeacrapiasiBa AGuparepon ACCOrd u 3a KakBo ce H3M0JI3BA

Abwuparepon AcCord chabpika JIEKapCTBO, HApeUeHO abuparepoHoB arerat. Toil ce u3mon3Ba 3a
JICUCHUETO Ha PakK Ha MPOCTAaTaTa MPU BB3PACTHU MBKE, KOUTO CE € pa3npOCTPAHUI U KbM IPYTU
4acTH Ha TsU10TO. AGupaTtepon AcCOrd crimpa MpOU3BOACTBOTO Ha TECTOCTEPOH BHB Barrws
opranu3bpM. ToBa Moe Jla 3a0aBH pacTexa Ha paka Ha pocTaTara.

Korato Abuparepon Accord ce mpeanucea B paHeH CTa/inii Ha 3a00JIIBAHETO, KOTATO TO BCE OILE CE
HOBJIKSIBA OT XOPMOHAIIHO JieueHune, Adupatepor AcCord ce mpuiiara 3aeiHo C JIeYeHHE, TOHMKABAIIIO0
HHUBATa Ha TECTOCTEPOH (aHAPOreH-ACIPUBALIIOHHA TEPAIIns).

JokaTo npuemare ToBa JiekapcTBO, BamusT nekap e Bu npeanuiine u gpyro JieKapcTBO, HAPEUEHO
MIPEAHU30H WJIM IIPEIHU30JI0H. Te uMmar 3a 1ieJl Ja HAMAJIAT BEPOSITHOCTTA OT ITOBUIIABAHE HA
KpbBHOTO Bu Hansdraune, 3aappaHe Ha TEUHOCTH B OpraHu3Ma WK CliaJaHe Ha HUBOTO Ha €JIEMEHT,
HapeyeH KaJIii, B KPbBTA.

2. KakBo Tpsi6Ba 1a 3HaeTe, mpeau 1a npuemere Adupartepon Accord

He npuemaiite A6upartepon Accord

- aKo CTe aJIEPTUYHH KbM aOUPaTepOHOB alleTaT WU KbM HAKOS OT OCTAHAIUTE ChCTAaBKH Ha TOBA
nekapcTBO (M36poeHH B TOUKa 6).

- aKo CTe YeHa, 0co0eHo0 ako cTe OpeMeHHa. AGuparepor ACCOrd e mpeaHasHaveH 3a yroTpeda
CaMo OT MBXKe.

- aKo MMaTe TeKKO yBPEKJIaHE HAa YEPHHUS JPO0.

- B KoMOuHaIus ¢ Ra-223 (koiiTo ce M3IMoi3Ba 3a IcUueHNe Ha Pak Ha IpoCcTaraTa).

He HpHCMafITe TOBa JICKAPCTBO, aKO HAKOC OT T'OPHUTEC YCJIOBUSA CC OTHACA 3a Bac. Axo He cTe

CUTYpHH B HEIO, KOHCYJITUpaiTe ce ¢ Bamms nexap uim gpapmaneBT npeay Ja mpueMere ToBa
JIEKapCcTBO.
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IIpenynpesxaeHus ¥ NpeInasHu MepKH

I'oBoperte ¢ Bamms nekap wiu hapManeBT npean 1a mpueMeTe TOBa JIEKapCTBO:

- aKo “MaTe YepHOIPOOHHU MPOOIEMH;

- ako ca Bu kazanu, ye mMaTe BUCOKO KPbBHO HaJIsiTaHE WM ChPlIEYHA HEJOCTAThUHOCT, WIN
HHCKU HUBA Ha KW B KpbBTA (HUCKUTE HUBA HA KaJIM B KPHBTA MOTAT J1a TOBUIIIAT PHUCKA OT
MPOOJIEMH ChC CHPACUHUSI PUTHM);

- aKo “Mate JAPYTH ChPACYHU UM CHIOBH 3a00JIIBaHUS;

- aKo MMaTe HEpaBHOMEPEH HIIM YCKOPEH ChpACYEH PUTHM,;

- aKo MMaTe HEeJOCTUT Ha BB3IYX;

- aKko nMmate Obp30 yBeNUYaBaHe Ha TETJIOTO;

- aKo “Mate TIOAyBaHe Ha Kpakarta, IIe3eHUTE WK CThIIanara,

- aKo CTe NMPHEMATIH B MUHAJIOTO JIEKapPCTBO, N3BECTHO KaTO KETOKOHA30J, 33 PaK Ha IPOCTATATa,

- 3a HEOOXOAMMOCTTA J]a TpUeMaTe TOBa JIKApCTBO C MPEAHU30H WIH MPEIHU30JIOH,

- 3a Bb3MOXKHUTE e()EKTH BBPXY KocTuTe By;

- aKo MMaTe TIOBHUIICHU CTOHHOCTH Ha KPbBHATA 3axap.

I'oBopere ¢ Bammst siekap, ako ca Bu kazanu, ye umaTe 3a00NIIBaHUs HA CHPLETO U KPHBOHOCHHUTE
CBHJI0BE, BKIIOYUTEIHO TPOOJIEMH ChC CHPACUHUS PUTHM (ApUTMUS) WM aKO CTE JIEKYBaHH C IPYTH
JIEKapCTBEHU MPOIYKTH 3a TE3HU 3a00JIIBaHHUS.

I'oBoperte ¢ Bamus nekap, ako nmarte NOXbBIATIBAHE HAa KO)KaTa WM Ha OYMTE, TOThMHSBaHE Ha
YPHHATA WU TEXKKO raicHe ¥ MOBPBIIaHe, ThI KaTo T€ MOXKeE Ja ca MPU3HALK WIA CUMIITOMH Ha
npobieMu ¢ yepHus ApoO. Psako Moxke 1a Bb3HUKHE HEBB3MOXKHOCT Ha YepHUS Ipod aa
(byHKIMOHUpA (HApEUEHO OCTPa YePHOAPOOHA HEOCTATHUYHOCT), KOETO MOXKeE J1a JOBEJIE 10 CMBPT.

Moske J1a ce MosIBU HaMaJIeHHe Ha Oposi Ha YepBEHUTE KPHBHHU KIJICTKHU, MOHIDKCHO )KETaHHE 3a CEKC
(b 10), MyCKyJIHA C1a00CT W/WIIM MYCKYJTHH OOJIKH.

Abupatepon Accord He TpsibBa 11a ce 1aBa B KomOuHams ¢ Ra-223, mopaix Bb3MOKHO TOBUIIICHHS
PHUCK OT CUyIIBaHE Ha KOCT WJIA CMBPT.

Axo ruanuparte jaa npuemare Ra-223 cient iedenneto ¢ A6uparepon Accord u
NPEIHU30H/IPeTHI305I0H, To Bue Tps6Ba na n3uakare 5 AHM Npeay a 3all04HeTe JedeHueTo ¢ Ra-
223.

AKO HE cTe CUTypHU J1ajlil HIKOe OT TOPHUTE ce OTHAcs 3a Bac, koHcynTHupaiite ce ¢ Bamms nekap mnm
(hapMareBT Hpe/u Ja 3ar0YHeTe IpreMa Ha TOBa JISKapPCTBO.

KpbBHEN n3cnensanus

Toga siekapcTBO MOXKE Ja 3acerHe yepHus Bu apo6 0e3 ma mMaTe HUKakBU cuMIToMH. JlokaTo
MpreMaTe TOBa JIEKapCTBO, BammAr nekap e u3cineasa nepuoanyHo KpbBTa By, 3a a criean 3a
eBEHTYyalTHH e(eKTH BbpXY uepHus Bu apo0.

Jeua v roHomM

ToBa nexapcTBO HE € MPeAHA3HAYEHO 3a yIoTpeda mpwu Jena u oHomu. [Ipu ciyyaitHo norireliane Ha
Abuparepon Accord ot ieTe WK I0HOIIA, He3a0aBHO OTHETE B OOJHHIIA KATO, B3EMETE JIMCTOBKATA C
Bac, 3a 1a s mokaxeTe Ha JIeKaps B CIIENITHOTO OT/CJICHHE.

Jpyru aekapcrBa u Apupartepon Accord
[ocwBeTBaiite ce ¢ Bammms iexap wim gpapmareBT npeu Ja IprueMeTe KaKBOTO H Jia € JIEKapCTBO.

Wudopmupaiite Bamust nexap win papmaieBt, ako preMare, HaCKOpO CTe MPUEMaH UK ©
BB3MOXKHO J1a MPUEeMaTe JAPYyTrH JekapcTBa. ToBa e BaKHO, 3amoto Abuparepor Accord Moxe aa
3acuid eeKTa Ha pejiuila JIEKapcTBa, BKIFOUUTEITHO JIEKAPCTBA 32 ChPIETO, TPAHKBUIIN3ATOPH, HSIKOU
JIeKapCcTBa 3a MuadeT, OMITKOBY JIeKapcTBa (HAIIpP. KBIT KaHTApHUOH) U IPYyTH. Bammst mekap Moxe 1a
Mo’KeNae Ja MPOMEHU J103aTa Ha Te3M JiekapcTBa. ChINO Taka, HIKOW JICKApCTBa MOTaT Ja 3aCHIST WU
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HamanaT epexture Ha Abuparepon Accord. ToBa Moske [1a TOBEJE MO HEKETAHN PEAKIINH HITH
Aobuparepon Accord ma He melicTBa TOJIKOBA J00pe, KOJIKOTO TpsiOBa.

AHIpOTeH-OTHEMAIIaTa Tepanisi MOXKE J1a YBEITUUM PUCKa OT MPOOJIEMHU ChC ChbPACYHHS PUTHM.

YBegomere Baius siekap, ako mpueMare JeKapcTBa:

- M3IIOJI3BAHM 32 JIeUeHUE Ha TIPOOJIEMH ChC ChPACYHUS PUTHM (HAIp. XUHHUINH, IPOKAMHAMUI,
aMHOAapOH M COTAJION);

- 3a KOWUTO € M3BECTHO, Y€ YBEIMYaBaT PHUCKa OT MPOOIEMH ChC ChPACYHIS PUTHM [HAIIp.
MeTaoH (M3II0JI3BaH 3a o0JIeKIaBaHe Ha OOJIKaTa M KaTo CPEICTBO 32 JETOKCUKAIINS ITPH
HApKO3aBUCHMOCT), MOKCU(IIOKCAMH (AHTUOMOTHK), aHTUIICUXOTUIY (M3MOI3BaHU TIPU
CEPUO3HU TICUXUYHH 3a00JIBaHMS) .

I'oBopere ¢ Bamms nekap, ako mpuemMare HIKOU OT JeKapcTBaTa, M30pOCHH MO-rope.

Aduparepon Accord ¢ xpana
- ToBa nmekapcTBO He TpsIOBa J1a ce IMpreMa ¢ XpaHa (BIKTe Touka 3, ,,Kak ga mpuemare
Abwuparepon Accord ).
- [Ipuemanero Ha AGuparepor AcCOrd ¢ xpaHa MOXKe Ja TIPEU3BUKA HEXKEIIAaHU PEaKIIUH.

BpemenHocT u KbpMeHe

AoupaTtepon AcCOrd He e mpeIHa3HAYEH 32 yHOTpeda NPH JKeHH.

- ToBa JiekapcTBO MO2Ke 1a MPHYUHHU YBPe:KIaHe HA TJI0/1a, AKO ce MPHeMa OT KeHH, KOUTO
ca OpeMeHHHU.

- 7KeHurte, KOUTO ca OpeMeHHU MJIH KOUTO MOKe /1a ¢a OpeMeHHHU, TPAOBA /1a HOCAT
PBbKaBHIH, AKO TPAOBA /12 IOKOCHAT WJIH 12 HOPABAT C TOBA JIEKAPCTBO.

- AKO TIpaBHUTe CeKC ¢ KeHa, KOATO MosKe /1a 3a0peMeHee, U3MO0I3BaiiTe Mpe3epBaTHB U IPYT
eeKTHBEH METO/] 32 KOHTPOJI HA PasKIaeMOCTTA.

- AKo mpaBHUTe ceKc ¢ OpeMeHHA JKeHa, U3M0JI3BaliTe Mpe3epBaTUB 3a 3alI[UTA HA MJI0AA.

Ilodupane u padoTa ¢ MAIIMHH
ToBa JilekapcTBO He MOBIHUsBA CLIOCOOHOCTTa BU 3a modupane u pabota ¢ ”HCTPYMEHTH WJIH MAIIUHH.

Abupartepon ACCOrd chbabpiKa JIaKT03a U HATPUIA
- Tosa nekapcTBO ChAabpKa JIakTo3a (BUI 3axap). Ako Bamusr nexap Bu e kazan, ue umare
HEMIOHOCHUMOCT KbM HSKOM 3aXapH, CBBPIKETE C€ C HEro Npeau Aa NpUeMeTe TO3H JIeKapCTBEeH
MPOAYKT.
- ToBa jexapcTBO ChABPKA CHIO 24 mg HATpUil (OCHOBEH KOMIIOHEHT Ha TOTBapcKaTa coi) Ha
Jto3a oT Be TabneTku. ToBa e ekBuBajeHTHO Ha 1,04% OT mpenopbYuTeTHUS MaKCHMaleH
JTHEBEH XpaHUTEJIeH IIPUEM Ha HaTPUH MM Bh3PaCTeH.

3. Kak na npuemarte Aduparepon Accord

Bunaru npuemaiite ToBa J1€KapcTBO TOUYHO KakTO By e kazan BamusaT nekap. AKo HE CTe CUTYPHH B
Hello, nonuraiTe Bamus nexap unu GpapmanesT.

KoJuko 1a npuemere
Ipemopruntennara qo03a € 1 000 mg (1Be TabIeTKH) BEAHBK THEBHO.

IIpuem Ha JieKapcTBOTO

- TIpuemaiitTe nekapcTBOTO MpE3 ycTaTa.

- He npuemaiite AdupaTtepon Accord ¢ xpaHa.

- IIpuemaiite AGupatepon ACCOrd moHe enH Yac Npean WIN HAK-MAJIKO IBa Yaca cJie
XpaHeHe (BIKTe Touka 2, ,,Abuparepon Accord ¢ xpana”).

- I'pnTaiiTe TabneTKUTE LIENH C BOJA.

- He uynere tabnerkure.
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- Aobupatepon Accord ce mprema ¢ JIeKapcTBO, HAPEUEHO MPEIHU30H HIIH MPESTHU30JI0H.
TIpuemaiitTe npeHU30H WK MIPEHMU30JI0H, TOUHO KakTo Bu e kazan Bamust jekap.

- Bue Tps6Ba 1a npuemare npeIHU30H HIIH IPEIHU30JIOH BCEKH JICH, OKATO MpHeMaTe
Aobwupatepon Accord.

- Moske ma ce HaJIOKW MPOMSIHA B KOJIMYECTBOTO MPETHN30H WIIH MTPETHU30JIOH, KOETO TIpreMare,
aKo MMarte CIEITHO CheTosiHMe. Bammst nekap me Bu nadopmupa, ako TpsiOBa ga mpoMeHUTE
KOJMYECTBOTO Ha MpueManus oT Bac npenuu3on win npeaHu3oyiod. He cninpaiite npuema Ha
MIPETHU30H WM MIPEIHU30JIOH, OCBeH ako Bammar nekap He Bu kaxe.

Bammsr nekap Moxxe na Bu npeanuine u 1pyru jgekapcTsa, 1okato npuemare Adupatepon Accord u
MIPETHU30H WM MPETHU30JIOH.

AKO CTe IpHEJIU MOBeYe 0T HeoOxoquMaTa 103a Aduparepon Accord
AKO cTe mpHenH noBeve oT HeoOxoAuMaTa 7103a, He3a0aBHO ce KOHCYNTUpaiTe ¢ Bamms gexap uinu
otuzaere B OOIHHUIA.

AKO cTe MponycHaIu 1a npueMere Aoupatepon Accord

- Axo crte 3abpaBuin 1a npremere Aouparepon ACCOrd wim npeaHn30H, WK MPEIHU30II0H,
npoabJDKeTe ¢ O0MUYaiiHaTa cu 103a Ha CIeIBaIINs JACH.

- Axo crte 3a0paBuiu 1a npuemere AduparepoH ACCOrd wim npeaHu30H, WK MPEIHNU30I0H
nmoBeue ot 1 JeH, He3a0aBHO ce KOHCYITUpaiTe ¢ Bamst nekap.

AKo cTe cnipesin npueMa Ha A6upartepon Accord
He criupaiite npruema Ha Abuparepor ACCOrd vtk MpeaHu30H, WK IPEIHU30I0H, OCBEH ako BamusaT
nekap He Bu e xazain.

AKO MaTe HIKAKBH JIOMBIHUTEIHNA BBIIPOCH, CBBP3aHM ¢ yIoTpebara Ha TOBa JIEKAPCTBO, MOJIS
nonuraiiTe Bamus jiekap uiu GapMarieBT.

4, Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuukm JICKApCTBA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIIAaHU PCAKIIUH, BBIIPEKHU Y€ HC
BCCKM I' ITIOJTy4aBa.

Crnpete npuema Ha A6upatepon Accord u He3a0aBHO MoceTeTe JIeKap, aKo 3a0eJie;KuTe HIKOM

OT cJIeJHUTEe CUMIITOMM:

- MyckyiHa c1abocT, MyCKyJTHH NOTPENBaHMS WK chplieOneHe (mannuramyn). ToBa Moxe J1a ca
NPU3HAIM 32 HUICKO HUBO HA KaJIMii B KPHBTA.

Jpyru He:keJIaHU pPeakUuu:

MmHoro 4yectu (Moxe N1a 3acerHat noBede oT 1 Ha 10 gymm):

3aabp:kaHe Ha TEYHOCT B KpaKaTa WM XOJuIaTa, HUCKO HUBO Ha KAl B KPbBTA, TOBUILICHU
YEPHOAPOOHHU (PYHKIIMOHAIHY [TOKA3aTEIIM, BACOKO KPbBHO HaJIsIraHe, MHMEKIMI Ha TUKOYHUTE
II'BTHUIIA, TUAPUSL.

Yectu (Moxe ma 3acersat mo 1 Ha 10 gymm):

Bucoku HuBa Ha Ma3HUHU B KPbBTa, 00JIKA B I'bPANUTE, HEPABHOMEPEH ChpJcUeH MmyJIc (IpeaChpPaHO
MBXKJIEHE), ChbpACYHA HEJJOCTATBYHOCT, YCKOPEHA ChplIeYHa JEHHOCT, TeXKKH HH()EKIINN, HApEYSHU
cencuc, (pakTypH Ha KOCTH, HAPYIIEHO XpaHOCMUIIaHEe, KPbB B ypHUHATa, OOPHB.

Heuyectu (Moxe na 3acernart o 1 va 100 gymm):
[Ipobnemu c HanOBOpeyHaTa *xIie3a (MpodaeMu, CBEP3aHu ChC COJIMTE U BOAATA), HAPYIIECH ChpacUeH

PUTBM (apUTMHSI), MyCKYJIHA CJTa00CT H/HIIM MYCKYJIHUA OOJIKH.

Penxu (Moxe na 3acernar g0 1 Ha 1 000 mymm):
Br3nanenue Ha 6enute 1podoBe (HApUIAHO OIIE AJIEPTHUCH aIBEOJINT).
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Herb3MokHOCT Ha YepHUSA Apod na GyHKIHOHUPA (HApHYaHO OIe OCTpa YepHOApoOHA
HEIOCTATHYHOCT).

C Hen3BecTHA 4ecTOTA (OT HUIMYHUTE JAHHU HE MOXKe 1a O'b/ie HalpaBeHa OLICHKA):

Cepaeuen ynap, mpomsina B EKI - enextpokapauorpama (yapmkaBane Ha QT mHTEpBaia) U TEXKKH
ANEPTUYHU PEaKIIMU ChC 3aTPYAHCHO TPETTbIIaHe U JAUIIAaHe, TOyBaHe Ha JTUIETO, YCTHHUTE, €3UKa
WIN TBPIOTO WU CHPOSII OOpUB.

3ary0a Ha KOCTHa ThKaH MOXe Jla HACTBIIH IIPH MBKe, JIEKYBaHHU 3a pak Ha IpocraraTa. AGUpaTepoH
Accord B KoOMOMHAIHSI C TIPS THU30H WK MPEAHU30JI0H MOXKE Jia YBEJIHUH 3arybara Ha KOCTHA ThKaH.

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO TOITyunTe HIKAKBU HEXEJIaHH JICKApCTBEHU peakiyy, yBeaomere Bammus nekap uinn hapManesr.
ToBa BKJIIOUBa BCHYKH Bb3MO)KHH, HEOITMCAHU B Ta3M JIMCTOBKA HEXeNaHU peakiuu. MoskeTe ChIIo 1a
CHOOLINTE HEXENAaHU PEAKLMK AUPEKTHO Upe3 HallMOHAIHATa CUCTEMa 3a ChOOILIaBaHe, T0OCOYCHA B
[Ipunoxxerne V. Karo cro0miaBare HeXXeTaHU PeaKIiy, MOXETE Ja JaJeTe CBOS MIPUHOC 3a
MoJy4aBaHe Ha ToBeue HH(OpMAaIHs OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate A6uparepon Accord

- [la ce cpxpaHsBa Ha MACTO, HEJJOCTBITHO 32 JeLa.

- He nsnon3BaiiTe TOBa JIeKapcTBO CIIEA CPOKA HA TOAHOCT, OTOENA3aH BHPXY KapTOHEHATa KyTHS,
KapTOHEHaTa KapTa THIl ,,IOpTQein’ u Onmctepa cie cpoka Ha ToaHocT. CpOKBT Ha TOHOCT
OTroBaps Ha MOCIEIHNS JEH OT TOCOYEHHS MECEIL.

- To3u nexkapcTBeH NPOAYKT HE U3HCKBA CIIELUAIHU YCIOBUS HA ChXpaHEHHE.

- He usxBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apManeBT Kak j1a U3XBBPIITE JIEKapCTBaTa, KOUTO BeUe HE U3MOI3BATE.
Te3n MepkH Ie CIOMOTHAT 3a OIIa3BaHE Ha OKOJIHATA CPEAA.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEITHA HHpOpManus

KakBo cbabp:xa Aoupartepon Accord

- AKTHBHOTO BEIIECTBO € abnpaTepoHOB areTart. Beska Tabnetka chabpika 500 mg
abupaTepoHOB aleTar.

- Jlpyrute CbCTaBKHU Ca JIAKTO3a MOHOXHPAT, MUKpOKpHCTaHa 1ieiyio3a (E460),
Kpockapmenosa Hatpuii (E468), xurpomenosa; HaTpHUEB JIaypriicyiar; CHITAITAEB JTUOKCHUI,
KoJiousieH 0e3BojieH; u MarHe3ueB creapar (E572) (Bwxkre Touka 2, ,,AGuparepon Accord
ChABbPIKA JIAKTO3a U HATpUii ) DUIMOBOTO TIOKPUTHE ChIbPIKa MOJIMBUHUIIOB aJIKOX0JI; TATAHOB
JMIMOKCHT; MAaKpOTOJT, TAJIK; YepeH xkene3eH okcua uepeH (E 172); u yepBeH kene3eH OKCus
yepseH (E 172).

Kak n3riaexaa Aoupatepon ACCOrd u KakBo ChIbpPiKa 0NAKOBKATa

- Tabnetkute AGuparepor ACCOrd ca BHOJICTOBH, C eIUIICOBUIHA (hopMa (C Ib/DKHHA
npubnauzutenso 19 mm u mupuna 11 mm) u BurebHaTO penedro oznayenue “A 7 TN” ot
ennata ctpada u “500” ot mpyrara crpaHa.

- PVC / PVdC-anymunueBu nepdopupanu eaHo1030Bu Ouctepr ot 56 x 1,60 x 1 m112x 1
bunMupaHu TabJIETKM B KAPTOHEHA KYTHSL.

He Bcuuku BHIOBE ONAKOBKK MOTraT Ja ObJaT IyCHATH Ha Ia3apa.
Ipure:xkaTesa Ha pa3pelIeHHETO 32 yOTpeda

Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona s/n,
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Edifici Est, 6a Planta,
Barcelona, 08039
Ucnanus

IIpousBoauTenn

Synthon Hispania S.L.
Castelld 1

Poligono Las Salinas

08830 Sant Boi de Llobregat
Ucnanus

Synthon B.V.
Microweg 22
6545 CM Nijmegen
Hunepnannus

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Ucnianus

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice,

ITosmma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, Manta

3a gombIHKUTENHA HHPOPMAIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpeICTaBUTEN Ha MPUTEXKATEIST Ha pa3pelieHreTo 3a ynorpeoa:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL
/NO/PT/PL/RO/SE/SI/SK/ES

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL
Win Medica A.E.
Temn: +30 210 7488 821

IIaTa Ha MOCJTECAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

Jlpyru u3TOYHUIM HA MH(pOpMAaLHs

IToapoOHa uHoOpMalKs 3a TOBa JIEKApCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBporetickata areHIust
1o JiekapcTBaTa https://www.ema.europa.eu.
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