INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 250 mg TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska Tabnerka cpabpika 250 mg abupatepoHoB arerart (abiraterone acetate), eKBUBaJICHTEH Ha
223 mg abuparepoH (abiraterone).

ITomMoNIHY BEIECTBA ¢ U3BECTHO ACUCTBHE
Bceska Tabnerka ceabppika 198,65 mg nakro3a MoHoxuapar u 6,8 mg HATpHi.

3a IBJIHNUSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIUKTE TOUuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabierka
benu 1o moutu Oenu eauIcoBUAHN TabaeTKH (C AbbKKHA 15,9 mm u mmpuHa 9,5 mm) 1 BJJIEOHATO
penedHo o3HaueHne AA250 ot eHaTa cTpaHa.

4. KJIIMHUYHU JAHHHU
4.1 TepaneBTH4YHHN NOKA3ZAHUS

ZYTIGA B xoMOMHAIMS C IPETHU30H UIIH MIPEIHU30JIOH € MOKa3aH 3a:

o JieueHue Ha HOBOJMArHOCTUIIMPAH BUCOKOPHCKOB METAaCTaTUYECH YYBCTBUTENIEH KbM
XOpPMOHAJIHA Tepanus KapuuHoM Ha npoctarata (mHSPC) npu Be3pacTHH MBKe B KOMOMHALNS
¢ arnporen-genpuBanuonta repamus (ADT) (Bx. Touka 5.1)

o JIeYCHHE Ha METaCTaTUUEH PE3UCTEHTEH Ha KacTpalus KapuuHoM Ha npocrarata (mCRPC) npu
BB3PACTHU MBKE, KOUTO ca 6€3 CUMIITOMH WJIH C JIEKH CUMIITOMH CJIEJl HEYyCIIeITHA aHAPOTeH-
JIeNpUBalliOHHA TEPAIus, IPH KOUTO BCE OLIE HAMA KIMHUYHY MMOKa3aHNA 32 XUMHOTEpaIus
(Bk. Touka 5.1).

o neuenne Ha MCRPC npu Bp3pacTHH MBKe, YHETO 3a00JIIBaHE € IPOTPECHPAIIO MO BpeMe Ha
WM CJIe]T I0IleTaKceN-0a3upaHa XHUMHOTepaIusl.

4.2 /l0o3MpOBKa M HAYMH HA IPWJIOKEHHE

To3u jexapcTBeH MPOAYKT TPSOBA 1a C€ MPEANHUCBA OT MOIXO I MEIUIIMHCKY CTICITHAIIHCT.

2 !OSI/I[QOBKa

[Ipenoppuntennara no3a e 1 000 mg (uetupu Tabnerku no 250 mg) KaTo eNMHUYHA JHEBHA 7034,
KOSITO HE TPsIOBa Aa ce mpueMa ¢ Xxpana (BXx. mo-noiny ,,Haunn na npunoxenue*). [Ipuemanero Ha
TabJETKUTE ¢ XpaHa MOBUILIABA CUCTEMHATa eKCIIO3UIHS Ha abuparepoH (BxK. Touku 4.5 1 5.2).

Jo3zuposka Ha npeoHU30H Ui NPEOHU30N0H
IIpu mHSPC, ZYTIGA ce npunara ¢ 5 mg NpeAHU30H WIN IPEIHU30JI0H JHEBHO.

IIpu mCRPC, ZYTIGA ce npunara ¢ 10 mg nmpeIHU30H WU TPETHU30JIO0H JHEBHO.
MenrukaMeHTO3HaTa KacTpallys ¢ aHaJIoT Ha XOPMOH, OCBOOOK 1aBall] JIyTEHHU3UPAIIIHS XOPMOH

(LHRH) TpsiOBa ga mpoabiku MO BpEMe Ha JISUSHHETO MPH MalMeHTH, KOUTO He ca OIepaTHBHO
KacTpHUpaHH.



Tpenopvuumenno npocneossamne

CepyMHUTE TpaHCAMHUHA3U TPSOBA J1a C€ M3MEPBAT IpeAr HAYaJlOTO Ha JICUSHUETO, Ha BCEKU

2 CCIMUIIU MPE3 IBPBUTE TPU MECCLA OT JICHCHUCTO U CJICA TOBA BEAHDBXK MECCUHO. Kp’bBHOTO
HaJIATaHe, CEPYMHUST KaJIuil U 33 IbPKAHETO Ha TSUHOCTHU TPSOBA J1a Ce CICAAT SKEMECEUHO.
Brnpeku ToBa, manueHTUTE ChC 3HAYUTEIICH PUCK 3a 3aCTOWHA Chp/IeYHa HEeJ0CTaThYHOCT, TPSOBa 1a
Ce TPOCIeAsIBaT Ha BCEKU 2 CEIMHUITH MPE3 MBPBUTE TPH Mecela OT JICYCHUETO U BEAHBK MECEYHO
cien ToBa. (BX. Touka 4.4).

IIpu nanueHTH Che CHIIECTBYBAIA XUIOKAIUEMHUS] WIIM TAKUBA, PA3BUIIM XUIIOKAJIMEMHUS 10 BpeMe Ha
nedyerneto cbc ZYTIGA, TpsiOBa na ce oOMUCTN MOAAbpKaHEe HA HUBO Ha Kaimui > 4,0 mM.

IIpu marueHTH, pa3BIIIA CTEMEH HA TOKCHYHOCT > 3, BKIIOYNTETHO XUIICPTOHUS, XUTTOKATUEMHSI,
elIeM U IPYyT HEMHUHEPATKOPTUKOUIHN TOKCHYHY e(DeKTH, JIedeHHEeTO TpsOBa a Ob/ie MPEeKbCHATO U
Jla ce MPUJIOXKAT MOAXOAIIIN MeauITmHCKU Mepku. Jleuennero cbe ZY TIGA He TpsiOBa na ce
BB300HOBSIBA, TOKATO CHMIITOMHUTE Ha TOKCHYHOCT HE JOCTUTHAT CTEIIEH 1 MM U3XOIHO HHUBO.

B cnyuaii Ha nporrycHaTa aaeBHa 103a ZY TIGA, nmpeJHU30H WM IPEAHU30JIOH, JICYEHUETO TpsIOBa 11a
IPOIBJIKU Ha ClleJBallys JeH ¢ oOuYaiiHaTa JHEBHA [1034.

Xenamomoxcuunocm

[Ipu nanyeHTH, pa3BUIM XENaTOTOKCHYHOCT IO BPEME Ha JICUCHUETO (ATaHMH aMHHOTpaHcdepaszaTa
[ALAT] unu aciaprat amunoTpancdepaszara [ASAT] ce yBennyaBar noseye OT 5 MbTH HaJl TOpHATA
rpanuua Ha Hopmata [ULN]), Tepanusita TpssOBa He3abaBHO Aa ce mpekbeHe (BK. Touka 4.4). Cnexn
BB3CTAHOBSIBAHE HA U3XO/IHUTE CTOMHOCTH Ha YepHOAPOOHNTE (PYHKIIMOHATHH TIOKa3aTelu Ha
MAIMeHTa, JICYeHHETO MOJKE J1a Ce MOAHOBHY ¢ HaManeHa j03a oT 500 mg (nBe TabIeTKH) BETHBK
nueBHO. [Ipu manumenTy, mpoBeKaaly MOBTOPHO JICUEHUE, CEpYMHUTE TPAaHCAMHUHA3H TPsOBa Aa ce
npociensBaT MUHIMYM Ha BCEKH 2 CEIMHUIIM 32 3 Mecela, Cliel KOETO BEAHBX MECEYHO. AKO
XEMaTOTOKCHYHOCTTA ce MMOBTOPH IPpH HaMaseHa 1o3a ot 500 mg qHeBHO, JeYeHueTo TpsidBa aa ce
npeKpary.

AKO TarneHTuTe pa3BUAT Tekka XxenaroTokcnyHocT (yBennuenne Ha ALAT niau ASAT ¢ 20 mbTH
Hag ULN) o BCsiko BpeMe Ha TepamnusiTa, TepanusaTa TpsOBa Jia ce CIpe U MalieHTHTE He TPsOBa na
ce JIEKyBaT MMOBTOPHO.

Yeproopobno yspedcoane
He ce nanara npomsiHa Ha J103aTa MMPU MAIUEHTH C MPE/IISCTBAIIO JIEKO YePHOAPOOHO yBpEXKIaHe,
Child-Pugh Knac A.

[Ipu ymepeno yepnoapo6Ho yepexaane (Child-Pugh Knac B) e mokazano, ye cuctremHara
EKCITO3UIIHS Ha abUpaTEepPOH Ce YBEIrUaBa OKOJIO YETUPH IIBTH, CIIE]] €IHOKPATHH IMEPOPAITHU 103U OT
1 000 mg abupaTepoHOB anerar (Bx. Touka 5.2). Hsima nanau 3a kiuHUYHATa 0€30aCHOCT U
e(pMKacCHOCT Ha MHOT'OKPATHHU 1031 a0MpPaTEPOHOB alleTaT, MPUIIaraHy MPH MAIUSHTH C YMEPEHO MU
Texko yepHonpoOHo yBpexnane (Child-Pugh Kirac B nnm C). Kopurupanero Ha no3ara He MOXe Ja
0b1e npeasuneHo. Mznompanero Ha ZY TIGA TpsiOBa BHUMATEIHO J1a Ce OICHSBA IIPY MAIUEHTH C
YMEPEHO YePHOAPOOHO YBpEXKIaHe, MPH KOUTO I0JI3aTa SICHO TPSOBa J1a HAAXBBPJIS Bb3MOXKHHUS PUCK
(Bk. Touku 4.2 u 5.2). ZYTIGA =e TpsiOBa Aa ce U3MON3Ba MPH MAIMEHTH C TEXKO YEPHOAPOOHO
yBpexaane (Bx. Touku 4.3, 4.4 u 5.2).

Bvopeuno yepedcoane

He ce nanara npomsiHa Ha f03ata npu nanueHTH ¢ 0b0peyHo yBpexaaHe (Bx. Touka 5.2). Jlumncsa,
obaue, KIMHAYCH OIUT ITPH NAIMEHTH C PaK Ha MPOCcTaTaTa u TeXKo ObOpedHo yBpexaane. [Ipu te3u
MAIMEeHTH Ce MPENopbYBa MOBUIIIEHO BHUMaHKE (BX. ToUKa 4.4).

Tleouampuuna nonyrayus
Hsima croTBeTHO npunoxenue Ha ZY TIGA mpu nmenuaTprudHaTa MomyJIaIus.



Hauun Ha npunoxenue

ZYTIGA e 3a nepopajlHO IPHIIOKEHHE.

TabneTkuTe TpsIOBa Ja ce MpUeMaT KaTo eIMHUYHA 1033 BEAHBXK THEBHO Ha rianHo. ZY TIGA tpsoBa
Jla ce ImpremMa MOoHe JIBa yaca Cje]l XpaHeHe U He TpsiOBa Ja ce KOHCyMHpa XpaHa MOHe €NH Yac Cie]T
npuema Ha ZYTIGA. Ta6nerkure ZY TIGA tpsiOBa na ce rpATaT LEIH C BOAA.

4.3 IIpoTuBomokazaHus

- CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MM KbM HIKOE OT IOMOIIHUTE BEILIECTBA
n30poeHu B Touka 6.1.

- JKenu, kouTo ca OpeMEHHHU WM € Bb3MOXKHO Jla ca OpeMeHHH (BK. Touka 4.6).

- Texko yepHoapoOHO yBpexkaane [Child-Pugh Knac C (Bx. Toukn 4.2, 4.4 u 5.2)].

- ZYTIGA c npeTH130H W MTPETHU30JI0H € TIPOTUBOIIOKa3aH B KoMOMHaIus ¢ Ra-223.

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda

XUMEePTOHUS, XUIOKaTHEeMHs, 3abpkaHe Ha TEYHOCTH U ChpAEYHA HEJIOCTaThYHOCT NOPaJii U3IHIIBK
Ha MUHEPAJIKOPTUKOUAN

ZYTIGA Moxe fa mpeu3BUKa XUIEPTOHMS, XUIIOKATHEMHUS U 3aIbpKaHe Ha TEUHOCTH (BX.

TouKka 4.8) KaTo cieACTBHE OT MOBUIIEHUTE HUBA HA MUHEPATKOPTUKOUIUTE B pe3yJTaT Ha
uuxubupaneTo Ha CYP17 (Bx. Touka 5.1). EXHOBpEMEHHOTO NPUIOKEHHE HA KOPTHKOCTEPOU/T
MOTUCKA CTUMYJIMPAaHETO Ha afpeHoKopTukoTponHus XopMoH (ACTH), koero Bonu 10 HamamsiBaHe
Ha YecToTaTa U TeXKECTTa Ha Te3W HeXelaH! peakiyn. HeoOXoauMo e MmoBUIICHO BHUMAaHKE TIPU
JICUCHUETO Ha MAIIMEHTH, YAUTO OCHOBHH 3a00JIsIBAHUS MOXKE J1a OBJIaT BIOLICHH MPH MTOBHIIABAHE HA
KPBBHOTO HAJATaHE, XUIOKAIMEMHA (HallpUMep IpUeMallld ChbPACYHU TIIMKO3UAN) WK 3aIbpKaHe Ha
TEYHOCTH (HampUMep MAlMEeHTH ChC ChPACYHA HEJOCTAThUYHOCT, TEKKA WIIM HECTAOMIIHA CTCHOKAPIHS,
HACKOPO MpekapaH WHPApKT Ha MUOKap/ia WIH BEHTPUKYJIaApHA apUTMHUS U MAIIMEHTH C TEXKKO
0B0pedHO yBpEXKIaHe).

ZYTIGA TpsbBa na ce npuiiara npeana3ivBo MpH NanyueHT! ¢ aHaMHe3a 32 ChPJeYHOCHI0BO
3a0oisaBane. [IpoyuBanusra ®as3a Il nposeneru cbe ZY TIGA U3KIIIOUBAT MALIUEHTH C
HEKOHTPOJIUpaHa XUIIEPTOHUS, KITMHUYHO 3HAYMMO ChPJEYHO 3a00JI1BaHe, IPOSIBEHO KaTO HHPAPKT
Ha MUOKap/a WM ciIy4au Ha apTepuaiHa TpoM0o3a mpe3 nociegHuTe 6 Mecena, TexKa 1in
HecTaOMJTHA CTeHOKap/usl, WiH cbpaevHa HegoctarbuHocT Kiac 11T wnu IV cnopen Hroliopkckata
kapauonornyHa aconmanus (New York Heart Association, NYHA) (nmpoyusane 301) niu chpaedna
HenocraTbuHocT Kiac II no Knac IV (mpoyuBanus 3011 u 302), unu usmepena ¢ppakuus Ha
ustnackBane < 50%. B nmpoyuBanus 3011 u 302 ca M3KITIOYEHU TAITUCHTH C IPEACHPAHO MBKICHE
WIN JpyTa ChbpAeYHa apUTMHESI, U3UCKBaIlla JiedeHrne. bezomacHocTTa npu malyueHTH ¢ JeBOKaMepHa
¢pakuns Ha uztnacksane (LVEF) < 50% unu cepreuna negocrarbudocT Knac 111 mnu Knac IV no
NYHA (B npoyuBane 301) wiu cepreuna HenoctarpbuHocT Kimac I mo Knac IV mo NYHA (B
npoyuBanus 3011 u 302) e e ycranoBeHa (Bx. Touku 4.8 u 5.1).

[Ipenu neyeHne Ha NAKMEHTH ChC 3HAYUTEIICH PUCK 32 3aCTOMHA ChpJAeYHa HEAOCTaThYHOCT (HaIp.
aHaMHe3a 32 ChpJeYHa HeIOCTaThYHOCT, HEKOHTPOJIMPAaHA XUTIEPTOHHS WIIN ChPJICYHU CHOUTHS KaTo
HalnpUMep HCXEMHUYHa 0O0JIECT Ha ChPILIETO), TPAOBA J1a ce OOMHUCIIY TOIy4aBaHETO Ha OLICHKA Ha
¢yHkuusaTa Ha chpueTo (Hanp. exokapauorpadus). [penu neuenne ceec ZYTIGA cppaeunara
HEIOCTAaTHYHOCT TPsOBA Ja ce JIEKyBa M ChpeYHATA JICHHOCT J1a ce ONTUMH3Hpa. XHUIIEPTOHUSATA,
XUTOKAJTNEMHUSITa U 33AbpKaHeTo Ha TEYHOCTH TPsOBa J1a ce KopurupaT u KouTponupart. [lo Bpeme Ha
JICYCHUETO KPBHBHOTO HAJSITaHE, CEPYMHUST KaJlHid, 3albpKaHETO Ha TEUHOCTH (TIOKauBaHe Ha
TETJI0TO, epudepeH eeM), u APYTH MPU3HAIM U CHMIITOMH Ha 3aCcTOWHA ChpJicuyHa HEIOCTATHYHOCT
Tpsi0Ba J1a ce IpociesIBaT Ha BCEKU 2 CEIMUIU 3a 3 Mecella, ciie]l TOBa BEJHbX MECEUHO U
OTKJIOHEHHMSATA J1a ce Kopurupat. Habmonasa ce yapmkaBane Ha QT uHTepBaia nmpy nauueHTy,
CTpajalliy OT XUIOKaIueMusl, cBbp3aHa ¢ eueHnero cbc ZY TIGA. TpsOBa na ce HarpaBu OLIEHKa Ha
ChpJieuHaTa JIeHHOCT, KOraTo € KIMHUYHO IT0Ka3aHo, J]a ce ONpe/IesH aJeKBaTHa Tepanus 1 Ja ce
0oOMUCITH ITpeKpaTsIBaHe Ha TOBA JICUCHHE B CIy4ail Ha KIMHAYHO 3HAYMMO OTciIa0BaHe Ha ChpJcyHaTa
JeitHoCT (BXK. TouKa 4.2).



XeMmaTOTOKCUYHOCT U YePHOAPOOHO YBPEKIaHEe

B xoHTponHpaHu KIMHUYHU NpOYyYBaHUs ce HaOIr0AaBa U3pa3eHo MOBUIIIEHUE Ha YePHOPOOHNTE
€H3WMH, BOJIEIIO 70 MTPEeKhCBaHEe Ha JICUSHUETO WK IPOMSHA Ha fo3aTa (BxK. Touka 4.8). HuaTta Ha
CEepYMHHTE TpaHCAaMHUHA3U TPsIOBa /1a ce U3MEPST IMPEIr HAa4aJIOTO Ha JICUCHUETO, Ha BCEKHU 2 CEAMUITU
npe3 IbPBUTE 3 Mecela OT JICUCHUETO, U CJIEe/ TOBA BEAHBK MECEYHO. AKO CE€ pa3BUAT KIMHUYHU
CUMIITOMH WU TIPU3HAITH, TTOKA3BAIIM XENaTOTOKCHYHOCT, CEPYMHHUTE TPaHCAMUHA3U TPsOBa J1a ce
u3MepsT He3abaBHO. Ao B nageH MoMeHT ALAT win ASAT ce yBenudar noBede OT 5 IbTH Hall
ULN, nedenuneTo TpssOBa He3a0aBHO J1a ce MPEKbCHE, a YepHOAPoOHATa (PYyHKITUS TPsAOBa J1a ce CIenn
ot0nm30. JledeHneTo ce O JHOBSIBA ITPH BH3CTAHOBSIBAHE HA U3XOHUTE CTOWHOCTH Ha
YepHOAPOOHUTE (DYHKIIMOHAIHH [TOKa3aTeId Ha MallieHTa U [Py HamajieHa J103a (BxkK. Touka 4.2).

B ciydaii ye nanieHTHTE pa3BUAT TEXKKa XenaToTokcuuHocT (yBenuueHne Ha ALAT umn ASAT ¢
20 et Hax ULN) 1o Besiko Bpeme Ha TepanusTa, Tepanusta TpsioBa ja ce Crpe U NanueHTUTe He
Tpsi0Ba J1a ce JIEKyBaT IIOBTOPHO.

[TanmeHTH ¢ aKTUBEH MM CHMIITOMAaTHYEH BUPYCEH XEMAaTUT ca U3KITIOUYEHHU OT KIMHUYHHUTE
MIPOYYBaHUS; IOPAIU Ta3M MIPHUUMHA JIMTICBAT JaHHM 3a ynoTpebaTta Ha ZY TIGA npu Ta3u nomymnanus.

Hsma nannu 3a knmuHnyHaTa 0€30MacHOCT U €PUKACHOCT MPH MHOTOKPATHHU 03U a0UpaTepOHOB
areTaT, KoraTo ce mpuiiara npy IMalueHTy ¢ YMEPEHO WM TeXKOo 4epHoApoOHo yBpexnaHe (Child-
Pugh xnac B uiu C). M3non3panero Ha ZY TIGA TpsiOBa BHUMATEIIHO JIa C€ OLICHSBA ITPH MAIUCHTH C
YMEPEHO YepHOAPOOHO YBpEKAaHe, TP KOUTO MOJ3aTa SICHO TPsiOBa 1a HAAXBBPIIS BB3MOXKHHS PUCK
(Bxk. Toukn 4.2 1 5.2). ZYTIGA He TpsiOBa Jja ce M3I0JI3BA TIPH MAIUEHTH C TEKKO YEPHOAPOOHO
yBpexxaane (Bx. Touku 4.2, 4.3 u 5.2).

NMa peaky mocTMapKETHHTOBH ChOOIIEHUS 32 OCTpa YePHOAPOOHA HEOCTATHYHOCT U ()yIMUHAHTEH
XEMaTHUT, HSIKOU C JICTAICH U3X07 (BXK. Touka 4.8).

Crnupase Ha IpueMa Ha KOPTUKOCTEPOUIU M MEPKU NPU CTPECOBU CUTYAIINH

[IpenopbuBa ce MOBUIIEHO BHUMAaHHE U MPOCIIEsIBaHe 3a aJpeHOKOPTHKAIHA HEIOCTaTh4YHOCT, B
CIIy4ail 4e Ha MallMeHTUTE € CIPSAH NPUEeMbT Ha PEAHU30H WIN MPETHU30JI0H. AKO IPHEMBT Ha
ZYTIGA npoxbiiKy clie CHUPaHEeTO Ha KOPTUKOCTEPOUINTE, MALMEHTUTE TPsIOBa Aa ce HabIroaaBaT
3a M0sIBa Ha CUMIITOMU Ha MHHEPAJIKOPTUKOMIEH U3HUIIBK (BXK. HHpOpMamsaTa o-rope).

[Ipu nauyeHTr Ha IPEAHU30H WIK HPEAHU30JI0H, KOUTO Ca MOJJIOKEHH Ha HEOOMYaeH CTpec, €
[IOKa3aHO MTOBUIIABAHE HA 103aTa HA KOPTUKOCTEPOUAUTE IIPENH, II0 BPEME Ha U CIIe]l CTPecoBaTa
CUTyaLusl.

KocTHa masTHOCT

HamansBane Ha KOCTHATa INIBTHOCT MOXKE Ja CE€ MOSIBU MPU MBXKE C METACTaTUUEH HaIpeaHal
KapIIMHOM Ha mpoctatarta. M3non3saneto Ha ZY TIGA B KOMOMHALINS C TITFOKOKOPTHKOMIA MOXKE Jia
YBEJIMYH TO3U €PEKT.

IIpeaumina ymorpeba Ha KETOKOHA30JI
ITo-HuCKa CTETIeH HAa OTTOBOP MOXKE J1a Ce OYaKBa MPH MallUeHTH, JICKYBaHU TPEIH TOBA C
KETOKOHA30JI 32 KapIIMHOM Ha IpocTaTaTa.

XUNEePrINKEMHUSI
IIpunosxeHueTo Ha MIIOKOKOPTUKOUIA MOXKE J1a TOBUIIM XUIEPIIMKEMHUATA, 3aTOBA HUBOTO Ha
KpbBHATa 3axap TpsOBa 4eCTo Ja ce MpOoCIIesaBa MPH MaluEeHTH C IUa0eT.

XHANOTTUKEMUS

CroOmaBanu ca cirydau Ha xunoriaukeMus, korato ZY TIGA rmroc nmpeqHr30H/TIpe THU30II0H ce
MIpUJIarat Ipy MalMeHTH, KOUTO BeYe ca UMaJId AUa0eT, IoJIyyaBalliy THOTIMTAa30H WM PerarinHu
(Bk. Touka 4.5); cnenoBareNHO, KpbBHATA 3aXap TpsOBa Ja ce HaO0AaBa pH MAIUCHTH ¢ UadeT.



Yiorpeba npu XuMHUOTEPAIUS
BbezomacHocTTa 1 ehrkacHOCTTa Ha eTHOBpeMeHHOTO npuiioxenne Ha ZY TIGA ¢ mutoTokcnyHa
XUMHOTEpAIus He ca yCTaHOBEHH (BXK. Touka 5.1).

HenoHocuMOCT KbM IOMOUTHUTE BEIIECTBA

To3zu nekapcTBEH MPOAYKT ChABPAKA JakTo3a. [lanuenTn ¢ penku HacaeACTBEHU MPOOJIEeMH Ha
HETTOHOCHUMOCT KBbM TajlakTo3a, ITbJICH JIAKTa3eH Ae(HUIUT I ITII0K030-TalakTo3Ha ManabcopOuus He
TpsiOBa J1a MpreMaT TOBa JIeKapcTBO. To3u eKapcTBeH NPOLYKT chabpka 27,2 mg (1,18 mmol)
HATPH Ha 1032 OT YEeTHPH TabJIETKH, KOUTO ca eKBUBaJIEHTHHU Ha 1,36% OT mpenopbyuTeNnHus Ha
C30 makcumarneH THEBEH IpUeEM OT 2 g HaTpuil 3a Bb3pacTeH.

IloTeHumanHu pucKoBe
AHeMus ¥ cekcyaliHa TUCHYHKIUS MOXKE JIa CE MOSIBAT IPH MBXKE C METaCTATHUCH KapPIIMHOM Ha
mpocTaraTta, BKIIOYUTEIHO TP TE3H, KOUTO ca MOJIOKEeHH Ha JeueHne che ZY TIGA.

EdexTu BbpXy cKeneTHaTa MyCKyJIaTypa

Cro01maBar ce ciayvyad Ha MHOTIATHS H Pa0dIOMHOITN3a MIPH NAIMEHTH, JieKyBaHu cb¢ ZYTIGA. B
MOBEUYETO CIIy4ad TE Ca CE pa3BHIM B paMKUTE Ha IbPBUTE 6 Mecela OT JIEYEHHETO U €A OTILIYMENIH
cinen npeycraHoBsBaHe nprueMa Ha ZY TIGA. [IpenopruBa ce HOBHIIEHO BHUMAaHKE MIPH MALMEHTH,
JIEKYBaHHU €HOBPEMEHHO C JIEKAPCTBEHU IIPOJYKTH, 3a KOUTO € U3BECTHO, Y€ Ca CBBbP3aHH C
MUOTATHs/PadIOMHOIIN3A.

BzaumoneiicTBus ¢ APYTH JIEKAPCTBEHU MPOAYKTH

[punoxenuero Ha cunau uHIykTopy Ha CYP3 A4 TpsaOBa na ce n30srBa 1o BpeMe Ha JICUEHUETO,
OCBEH aKo HsMa JApyra TepaleBTUYHA aJTepHATUBA, OPaad PUCK OT HaMaJeHa eKCIIO3ULUS Ha
abuparepoH (BX. Touka 4.5).

KomOunmpane Ha abupaTepoH U MpeTHNU30H/IpeHN30II0H ¢ Ra-223

JleuenneTo ¢ abupaTepoH U NPEIHU3OH/TIPEAHU30JIOH B KOMOMHaIMs ¢ Ra-223 e mpoTHBOMOKa3aHo
(Bk. Touka 4.3) mopaju NOBUIIIEH PUCK OT QPaKTypH U TESHJICHIINS KbM MOBUIIEHA CMBPTHOCT MPU

MAIMEeHTH C KapLWHOM Ha IpocTaTaTa, KOUTO ca ACHMITOMAaTHYHU WU C JIEKW CUMIITOMH, KaKTO €

HaOJII01aBaHO B KITMHUYHHUTE U3MIUTBAHUS.

[IpenoppuBa ce mocneaBamoTo jJedenne ¢ Ra-223 na He 3armousa moHe 5 JHU cjejl MOCIETHOTO
npunoxenne Ha ZY TIGA B koMOuHAIMS ¢ IPEAHU30H/TIPEIHU30JIOH.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe

EdexT Ha XxpaHaTa BbpXy abMpaTepoH

[Tpunoxenuero ¢ XxpaHa 3HAUUTEIHO MOBUINABa abcopOuusaTa Ha abuparepoH. EduxacHocTTa n
0e30MacHOCTTa, KOraTo € IpHeT ¢ XpaHa, He ca YCTAaHOBEHH, 3aTOBa TO3M JICKAPCTBEH MPOIYKT HE
TpsiOBa J1a ce mpuema c xpaHa (Bx. Touku 4.2 u 5.2).

BszaumoneiicTBus ¢ APYTH JIEKapCTBEHHU TPOAYKTH

Tlomenyuan na opyeu rexapcmeenu npoOyKmu 0d HOBIUAAM eKCHO3UYUUme Ha abupamepoH

B mpoBeneHo KMMHUYHO Npoy4BaHe HAa (apMaKOKMHETHYHHUTE B3aMMOEHCTBUS IPH 3paBU
JOOPOBOIIIH, JIEKYBaHH MPer TOBa Che critHUs HMHAYKTOop Ha CYP3A4 pudammnuuun 600 mg nHeBHO
B MIPOIBDKEHHE HA 6 THU, CJIEN KOETO ¢ eAMHUYHA 03a abupareponos areraT 1 000 mg, cpennara
wiazMeHa AUC., Ha aOupaTepoH ce e noHmwxuia ¢ 55%.

[punoxenuero Ha cunan UHAYKTOpu Ha CYP3 A4 (Hamp. ¢pernTonH, kapbamaszenuH, prudaMuiyH,
pudalytun, pudanentut, GpeHoOapOUTa, KbAT KaHTAPHOH [Hypericum perforatum]) o BpeMe Ha
JIeYCHUETO TPsOBa Aa ce N30srBa, OCBEH aKo HsIMa TepareBTUYHA aJTePHATUBA.

B oTenHo KIMHUYHO NpOoyYBaHe Ha (hapMaKOKMHETHYHUTE B3aUMOICHCTBHS, TPOBEJCHO TIPH 3/PaBU
JI0OPOBOIIIIHN, €THOBPEMEHHOTO MPIJIOKEHHE Ha KETOKOHA30, cuiteH naxuourop Ha CYP3A4, He e
OKa3aJ10 KJIMHUYHO 3Ha4MM e(DeKT BbpXY (papMaKkOKHHETHKATa Ha abupaTepoH.



Tlomenyuan na abupamepon 0a nogusAe eKCRo3uyuume Ha Opyeu Jekapcmeeru npooyKmu
AOuparepoH € MHXHOUTOP Ha YePHOPOOHUTE JIeKapcTBO-MeTabomu3upaniu en3umu CYP2D6 u
CYP2CS.

B npoyuBane Ha edexTuTe Ha aOMPaTEPOHOB aleTaT (B KOMOMHALMS ¢ IPEAHU30H) BHPXY €ANHUYHA
no3a CYP2D6 cyGerpar pekcrpomeropdan, cuctemnata ekcriosuusi (AUC) Ha nexcrpomeTopdan ce
nopuiasa npuomutento 2,9 nbti. AUC,4 Ha nekcTpopdaH, ak THBHHS METa0OJIUT Ha
JIeKcTpoMeTopdaH, ce moBHIIaBa mpuoIu3uTeaHo ¢ 33%.

[IpenopbuBa ce MOBHUIIEHO BHUMaHKE, KOTAaTO ce Mpuiara ¢ JeKapCTBEHHU MPOTYKTH, KOUTO CE
aktuBupar wim Metadonusupar oT CYP2D6 u no-crienuaaHo JIeKapCTBEHH MPOAYKTH C TECCH
TepaneBTHYEH HHICKC. TpsaOBa Aa ce 0OMUCTN HaMalsiBaHE Ha 03aTa Ha JIEKapCTBaTa C TECEH
TepaneBTHYCH UHJEKC, MeTabomm3upanu ot CYP2D6. [IpumMepu 3a iekapcTBEHH POTYKTH,
metabonmzupanu ot CYP2D6, BKiIOYBaT METONPOIION, IPOTIPAHOIION, JE3UNPAMUH, BeHIa(aKCHH,
XaJIONEPUAOII, PUCTIEPUIOH, TponadeHoH, GpIeKanHNu I, KOIECHH, OKCUKOAOH U TpaMaao (TIOCIeIHUTE
TpH JIEKapcTBEHH MpoaykTa ce Hyxkaaar oT CYP2D6 3a oO6pa3yBaHe Ha akTUBHUTE UM 00€30011BaIIH
MeTabOoIUTH).

B npoyusane ¢ CYP2C8 Ha ekapcTBeHH B3auMOAEHCTBUS NpH 3apaBu nHaAuBHIM, AUC Ha
MUOrIMTa30H € mosuireHa ¢ 46%, a AUC na M-III u M-IV, aktuBHMTE METAa0OIMTH HAa THOTJINTA30H,
e moHmkeHa ¢ mo 10%, Kkorato MUOTJIMTA30H ce puiiara 3aeaHo ¢ eauandHa go03a 1 000 mg
abuparepoHoB auerar. [lanmenture TpsOBa 1a ObAAT HAOMIOJABAHU 32 IPU3HALM HA TOKCHYHOCT,
cBbp3anu cbe cyocTpar Ha CYP2C8 ¢ TeceH TepaneBTHUEH WHICKC, aKO CE U3MOI3BAT €HOBPEMEHHO.
[Mpumepn 3a nexkapcTBeHU NPOAYKTH, MeTabomm3upanu ot CYP2CS, BKII0UBAT MUOTIINTA30H U
penarnuHAL (BXK. ToUKa 4.4).

In vitro ocHOBHHTE MeTaboIUTH abupaTepoHoB cyndaT u N-oKcu] abupaTepoHOB Cyindar HHXHOUpAT
TpaHcIopTepa Ha uepHoApoOHOTO 3axBamaHe OATP1B1 u kaTo ciieJIcCTBHE MOTaT J1a Ce ITOBHUIIIAT
KOHIIEHTpAIMUTE Ha JIEKAPCTBEHUTE NMPOTYKTH, KOUTO ce enumuHupat upe3 OATPIB1. Hama
HAJIMYHU KJIMHUYHY JJAHHU, TOTBBPIKIABAIY B3aMMOJICHCTBUETO, OCHOBABAIIO CE HA TPAHCIIOPTEPA.

Tpunoscenue c npodykmu, 3a Koumo e uzgecmno, ye yovicasam QT unmepsana

TBi KaTO JIEUEHNETO C aHIPOreH-AETIPUBAIIOHHA Tepanusa Moke aa yaeiku QT nnTepBana, ce
MpernopbYBa MOBUILIEHO BHUMaHue npH npuiarane Ha ZY TIGA c¢ nekapcTBeHH NPOIYKTH,
yawxaBauy QT uHTEpBana, win JIeKapcTBEHH NPOLYKTH, KOUTO MOTaT Jia Mpeau3BUKaT torsades de
pointes, kato kiac [A (1. xuanauH, tu3onupamua) win kiaac 111 (manp. amuogapoH, coranou,
nodeTunun, HOyTHIIUI) aHTHAPUTMUYHU JICKAPCTBEHU TPOYKTH, METaI0OH, MOKCH(IOKCAIUH,
AQHTHUIICUXOTHUIH U T.H.

Ipunoosicenue cvc cnupoHoOIaKMOH

CrOupoHOJIaKTOH CE€ CBBP3BA C aHAPOTCHHUTE PEIICITOPH M MOXKE J1a TOBUIITH HIBATa HA
npoctarHocnenuduyanust antureH (PSA). Ipunoxennero csec ZYTIGA He ce mpenopbuBa (BXK.
Touka 5.1).

4.6 DepruauTeT, O)PEeMEHHOCT U KbpPMeHe
JKeHu ¢ neTepoeH noreHnyman

Hsima nannm 3a ynotpebara Ha ZY TIGA npu OpeMEeHHU JKEHH U TO3H JICKApCTBEH MPOJYKT HE €
npeaHa3HaveH 3a yIoTpeda NpH >KeHH ¢ IeTePOAEH MOTCHIUAI.

KonTparteniys npu Mbxe U sKeHH

He e u3BecTHO nanu abupaTtepoH WM HETOBUTE METaOOJIUTH IPUCHCTBAT B CEMEHHATA TEYHOCT.
Ynorpebara Ha Ipe3epBaTHB € 3aIbJDKUTENHA, aKO MAMEHTHT UMa CEKCyalleH KOHTAaKT C OpeMeHHa
JKeHa. AKO TallMeHTHT UMa CEKCyaleH KOHTAKT C KeHa C IeTEepOIeH MOTEHIHAal, IPE3EPBAaTUBBT €
3aIBJDKUATEIICH 3a€/IHO C Ollle eAMH eeKTUBEH METO/ 3a KOHTpalenus. [[poyuyBaHusiTa MPY KUBOTHN
MOKAa3BaT PENPOLYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).




Bpemennoct
ZYTIGA He ce ynotpe0siBa py )KEHH U € IPOTHBOIOKA3aH MPH XKEHU, KOUTO ca OpeMEHHH WU €

BB3MOXKHO J1a ca OpeMeHHH (BK. TOUkH 4.3 u 5.3).

Kspmene
ZYTIGA He e npenHa3zHaueH 3a ynorpe0a MpH KeHH.

DepTUnuTer
AOupaTepoHOB aleTar MoBJIUsABa (PePTUIUTETA TIPU MBKKH U )KEHCKHU TUTHXOBE, HO Te3U e(DeKTH ca

HaI'BJIHO 0OpaTUMU (BXK. TOUKa 5.3).
4.7 EdexTn BbpXy crioco0HOCTTA 32 moupaHe u padoTa ¢ MAIIUHA

ZYTIGA He noBnHsBa WK MOBIHIBA TPEHEOPEIKUMO CIIOCOOHOCTTA 3a IoupaHe U padoTa ¢
MAIlUuHH.

4.8 Hexenanu JekapcTBeHH peakINU

O606uienue Ha npoduna Ha Ge30macHOCT

[Tpu ananu3 Ha HeXENAHNUTE Peaknu B KoMOnHMpanu npoyusanus Paza Il cec ZYTIGA
HEeXeJNaHUTEe peakiuu, HamoaBanu npH > 10% oT nanuenTHTe, ca nepudepeH emnem,
XHUIOKAINEMHs, XUIIEPTOHMS, MH(EKIMsI Ha MUKOYHHUTE ITHTUILA U TIOBHIIEHA CTOMHOCT Ha allaHUH
aMuHOTpaHc(hepaszaTa u/WiM MOBUIIIEHA CTOMHOCT Ha acrapTaT aMuHOTpaHc(epazaTa. J[pyru BaxxHu
HEXXeJIaHU PEaKIMU BKIIIOYBAT CHPICYHN HAPYIICHUS, XEMAaTOTOKCUYHOCT, (PPAKTypH U alleprHyeH
AJIBEOJTUT.

ZYTIGA moxe a npeJu3BUKa XUIEPTOHUS, XUTTOKATUEMHS U 3aIbpKaHe Ha TEYHOCTH KaTo
(hapMaKoJMHAMHYHO CJICJICTBHE OT HETOBUS MEXaHU3bM Ha JieiicTBue. B npoyuBanusta ®asza I11
OYaKBAaHUTE MUHEPAIKOPTUKOUIHH HEKEJIAaHU PEAKLUH ca HaOII0AaBaH! [10-4E€CTO IPH MAUCHTH,
JIeKyBaHH ¢ abUpaTepOHOB aleTaT, OTKOJIKOTO TPH MAIEeHTH, JICKYBaHH C IJ1a1e00: XUMOKATAEMHS —
18% cperry 8%, xuneprouus 22% cpeiy 16% u pecrieKTUBHO, 3aIbpyKaHe HAa TSUHOCTH (TIeprUdepeH
eneM) 23% cpemty 17%. Ilpu nauneHTy, 1eKyBaHu ¢ abUPaTEPOHOB alLETAT, CIPAMO MAIIUEHTH,
nexyBaHu ¢ Tane6o, ca HabmogaBanan: CTCAE (Bepcus 4.0) crenenu 3 u 4 xunokanueMus npu 6%
cupsimo 1%, CTCAE (Bepcust 4.0) crenienu 3 u 4 xuneptonus mpu 7% crupsamo 5% u crenenu 3 u 4
3aabprkaHe Ha TeYHOCTH (mepudepeH eaem) cboTBeTHO pH 1% cnpsamo 1% ot nauuentute. Kato
710 MUHEPAIKOPTHKOUIHUTE PEAKIIMM MOTaT J1a CE OBJIASBAT YCIEIIHO C JIEKApCTBa.
EnHOBpeMeHHOTO MpUIIOKEHNE Ha KOPTUKOCTEPOUIN BOJIU 10 HAMAaJIsiBaHE Ha YECTOTaTa M CTEIeHTa
Ha TE3U HEXEJIaHU peakuuu (Bx. Touka 4.4).

TabnuueH ciuchbK Ha HEXKETAHUTE PEAKIINH

B npoy4Banus npu NanyeHTy ¢ HallpeIHal MeTacTaTH4eH KapIIMHOM Ha IIPOCTaTaTa, JeKyBaHH C
LHRH wnnn nexysanu npenu ToBa ¢ opxuektoMus, ZY TIGA ce npuara B 1o3a ot 1 000 mg nHeBHO B
KOMOMHALMS ¢ HUCKA 7032 MPEIHU30H WU MPeIHU30I0H (Wi 5, nin 10 mg AHEBHO B 3aBUCUMOCT OT
MMOKa3aHUETO).

HeskenanuTe peakiiuy, HaOMIOJaBaHU 10 BpEMe Ha KIMHUYHKUTE MPOYYBAHUS U MOCTMAPKETHHTOBHS
OIIUT, ca MPEJICTABEHH IMO-I0JTy [0 KaTeropus yectora. Kareropuure mo 4ecToTa ca onpeeieHH,
KakKTo cieziBa: MHOTO decTd (> 1/10); wectu (> 1/100 no < 1/10); newectn (> 1/1 000 mo < 1/100),
peaxu (= 1/10 000 mo < 1/1 000); muoro penku (< 1/10 000) u c Hen3BecTHA YecTOTa (OT HATHYHUTE
JTaHHU HE MOKe Ja ObJe HalpaBeHa OICHKA).

HpI/I BCSKO IpylpaHe 1o 4€CTOTAa HCKCIIAHUTEC JICKPCTBCHU PCAKIIUU Ca I/136p06HI/I B HU3XOAALI pCa
10 OTHOLICHUC HA TAIXHATa CCPUO3HOCT.



Ta6anna 1:

He:xenanu peakuuu, Ha0I0aBaHU B KJIMHUYHU NPOYYBAHUS M OT
NMOCTMAPKETHHIOBUSI OITUT

CI/ICTeMO-OpFaHeH KJ1ac

Hexenana PC€AKIINA U Y€CTOTA

Nupexuun u nadecranuu

MHOTI'O YC€CTH: I/IH(i)eKHI/IH Ha ITMKOYHUTC IIbTUIIIA
YCCTU: CCIICUC

Hapymenusi Ha MMYHHAaTa cUcTeMa

C HCU3BCCTHA YCCTOTA: aHa(bI/IJ'IaKTI/ILIHI/I pCakuuun

Hapymenusi Ha eHIOKPHHHATA CHCTEMA

HCYCCTH: Ha,[[6’1>6p C4dHa HCJOCTAaThbYHOCT

Hapymenus Ha MmeTaboau3Ma u
XpaHeHeTo

MHOTI'O Y€CTHU. XHUITOKAJIIMCMHUA
UCCTHU: XUIICPTPUTITULCPUACMUSA

Chbpaeynn HapyLeHHust

YeCTH: ChpJeYHa HEAOCTaTbYHOCT™, CTEHOKapAHs,
MPEICHPAHO MBKICHE, TAXUKAPAH

HEYECTH: IPYTH apUTMHUH

C HEM3BECTHA YECTOTa: HH(APKT Ha MUOKapAa,
yabkaBane Ha QT uarepBana (Bx. Touku 4.4 u 4.5)

Cba0oBHM HapylieHus

MHOTI'0O YCCTHU: XUIICPTOHHUA

PecimpaTopHu, rpbIHHA U
MeINACTHHAJHYN HAPYIIEeHHs

pEeIKU: alepruyeH ajJaBeoauT?

CToMalIHO-4YpeBHH HAPYILIEHHs

MHOT'O YCCTU: JUapus
YCCTHU: JUCIICTICHUA

XenaToouaIuapHU HAPYIIEHUA

MHOTO YECTH: MOBHIIIEHA CTOMHOCT Ha aJlaHUH
amMuHOTpaHc(epaszaTa U/Win MOBUILIEHA CTOMHOCT Ha
acrmaprar aMuHOTpaHncepasara’

penku: QyIMUHAHTEH XEMaTHT, OCTpa YepHOApoOHa
HEJIOCTAaThYHOCT

Hapymenusi Ha KoKaTa M MOJKOKHATA
ThKaH

YecTu: 0OpHB

Hapyuenusi Ha MycKyJIHO-CKeJIeTHATa
CHCTEMa U CheJUHUTEJIHATa ThbKaH

HCYCCTH: MHUOIIaTHA, pa6110M1/10J11/13a

Hapymenns Ha 0bOpenuTe M NUKOYHHUTE
MbTHIIA

YCCTHU: XeMaTypus

OO0 HapyeHusi U eQeKTH HA MACTOTO
HA MPUJIOKEHHE

MHOT0 YecTH: nepudepeH eaem

HapansiBanusi, OTpaBsiHHS U
YCJI0KHEHUS, BB3HUKHAJIM B pPe3yJITaT Ha

yectu: ppaxtypu **

HHTCPBCHIIMU
*

C"bp)le‘lHaTa HEAOCTATHhYHOCT BKJIIOYBA U 3aCTOMHA CbpA€YHa HEAOCTATBYHOCT, JICBOKaMEpHa IlMC(byHKL[I/IH 154

HaMaJICHa q)paKHI/Iﬂ Ha U3TJIIaCKBAHC

** DpakTypH BKIIIOYBA OCTEOIIOPO3a U BCUYKHU (PPAaKTypH ¢ H3KIIOUCHUE HA MTATOJIOTHYHU (QPaKTypH

CIOHTaHHHU CHOOLICHHUS OT MOCTMAPKETUHTOBHS OTTUT

[ToBuiIeHa CTOMHOCT Ha ajJaHUH aMHHOTpaHc(epas3aTa 1/Win MOBUILICHA CTOIHOCT Ha acrapTaT aMMHOTpaHcdepasara

BKuIIOuBa yBennueHne Ha ALAT, ysennuenne Ha ASAT u aGHOpMHA 4epHOApOOHa (yHKLIUS

Crnennure Hexxenanu peakuun CTCAE (Bepcus 4.0) crerieH 3 ce HaOr01aBaT Mpy MAaUEHTH,
JIeKyBaHH ¢ a0UpaTepOHOB aleTaT: XUmokanueMus 5%; WHPEKIHs Ha MUKOYHHUTE bTHINA 2%;
MOBHIIIEHA CTOMHOCT Ha aJlaHMH aMMHOTpaHc(epa3aTa W/Uiu MOBHUILEHA CTOMHOCT Ha aciapTar
amuHOTpanchepasarta 4%; xunepronus 6%; ¢ppaktypu 2%, nepudepex eaem, chbpacuHa
HEJI0CTaTHYHOCT U MIPENCHPAHO MBXKIeHE — Besika 1%. Xuneprpurnunepunemus CTCAE (Bepcust 4.0)
CTereH 3 U cTeHoKapaus ce Habmonasar npu < 1% ot nanmenTure. MHGEKIMS HAa MUKOYHUTE ITBTHINA
CTCAE (Bepcust 4.0) crenen 4, noBuIIeHa CTOMHOCT Ha allaHMH aMUHOTpaHcdepa3aTa u/uiu
TIOBHUIIIEHA CTOWHOCT Ha acrapTaT aMHHOTpaHchepasaTa, XUITOKaTMeMusl, ChpAeyHa HeIOCTaThYHOCT,
NpeACHPIHO MBXKIIEHE U QPpakTypu ce HabronaBaT mpu < 1% OT marueHTure.

[lo-ronsiMa yecToTa Ha CIIyd4auTe Ha XUIEPTOHUS M XMITOKATHEMHs ce HaOro1aBa Mpy NomyJanusiTa
OT MAIMeHTH, YyBCTBUTEIHN KbM XOpMOHanHa Tepanus (mpoyusane 3011). Xunepronus ce
HaOmoaBa npu 36,7% OT MOMyJaIusATa NaIueHTH, YyBCTBUTEITHN KM XOpPMOHATHA TepaIus
(mpoyuBane 3011), B cpasaenue ¢ 11,8% u 20,2% B npoyusanust 301 u 302. Xunokaauemus ce



HabmoaaBa pu 20,4% OT momynanusaTa NalueHTH, IyBCTBUTEITHN KbM XOPMOHATHA TEPaITus
(npoyuBane 3011) B cpaBHenue ¢ 19,2% u 14,9% B npoyusanwust 301 u 302.

UecToTara 1 TeKECTTa HA HEXKEJIAHUTE JIEKAPCTBEHU PEaKIIUU ca MO-BUCOKHU IPU TMOATPYIIUTE OT
NAKUEHTH C U3XO0JCH CKOp 2 3a QYHKIMOHAIHO ChCTOSIHUE 1O cKajiaTa Ha M3TouHaTa KoonepaTHBHA
onkoniornuHa rpyna (Eastern Cooperative Oncology Group, ECOG), kakTo 1 npu MalyeHTH B
crapuecka Bb3pacT (> 75 years).

Onucanye Ha U30paHU HEXXEITAHU PEaKINU

Cwpoeuno-cvoosu peaxyuu

B tpure npoyusanus ®asza III ce u3kirouBaT MaueHTH ¢ HEKOHTPOJIMPAHA XUIIEPTOHUS, KIIMHUYHO
3HaYMMO CHPACYHO 3a00JsIBaHe, MPOSBEHO KAaTO MH(APKT HA MUOKap/Aa WU CIy4au Ha apTepuanHa
TpoM0O03a Ipe3 nmociegHuTe 6 Mecela, TeXKa Uil HecTabuiTHa CTeHOKapAHs, W ChpJedHa
HepoctarbyHOCT Kiac I unm IV mo NYHA (mpoyusane 301) unu cbpaeuna negocrarbutocT Kiac 11
1o Knac IV (mpoyusanus 3011 u 302), nnu u3mepena ¢paxuus Ha nztinacksane < 50%. Benuku
BKJIIOUEHH MAIMEHTH (JIEKYBaHU C aKTUBHOTO BEILECTBO U C I1aned0) ca JeKyBaH! CAHOBPEMEHHO C
aHJPOreH-IeNpUBalMOHHA Tepanus, IIaBHo ¢ npuioxkeHue Ha LHRH ananosu, kosto € cBbp3aHa ¢
nuabet, HH(apKT Ha MUOKap/Aa, MO3bYHOCHI0B MHIIMICHT M BHE3aIIHA Chpe4Ha cMbPT. YecToTara Ha
CBHPJEYHO-CBHAOBUTE HEXENIaHU peakunu B npoyusanus Paza Il npu mannenTy, nprueManiu
abupaTepoHOB aleTat CpsIMO IMAUSHTH, TPUEMaIlH 1ianedo, €, KakTo CiejBa: MpeachpIHO
MBxIeHE 2,6% cnpsamo 2,0%, taxukapaus 1,9% capsamo 1,0%, anruna nexkropuc 1,7% crpsmo 0,8%,
chpaeuyna HepoctaTbuHOCT 0,7% copsimo 0,2% u apurmust 0,7% copsimo 0,5%.

Xenamomoxcuunocm

XenaToTOKCHYHOCT, ¢ noBuieHn croitnoctn Ha ALAT, ASAT u 061 6unupyOuH, ce chob1asa npu
NalMeHTH JIEKyBaHU ¢ abuparepoHoB anerar. Ot knuHU4HUTE npoyuBanus Pasza 111
XEeMaTOTOKCUYHOCT cTerneHu 3 u 4 (Hanpumep yBennueHne Ha ALAT win ASAT ¢ > 5 et Hag ULN
WK yBeJIMYCHUE Ha Omnupyouna > 1,5 metu Hax ULN) ce choOliaBa npu okoio 6% OT HalMeHTUTe,
npueMany adupaTepoHOB aneTar, OOMKHOBEHO Mpe3 IbPBUTE 3 Mecela Clie/l Ha4yaJloTO Ha JICYEHHUETO.
B npoyuBane 3011 xenaToTokcH4HOCT cTeneH 3 iy 4 ce Habmoasa rmpu 8,4% oT malueHTuTe,
nexyBanu cb¢ ZY TIGA. JleceT oT manuenTure, kouto ca npuemanu ZY TIGA, ca mpeycTaHOBUIH
Y4aCTHETO CH B IPOYYBAHETO MOPAAH XENMAaTOTOKCUYHOCT; 1BaMa Ca MOJyYHIIH XETaTOTOKCHYHOCT
CTEMEH 2, NIECTUMA — XEMTaTOTOKCUYHOCT CTEMNEH 3 U ABamMa — XeaTOTOKCHUYHOCT cTeneH 4. B
npoyuBane 3011 HAMa CMBPTHH CIy4yau Ha HAIlMEHTH BCIIEACTBHE HA XEMAaTOTOKCHYHOCT. B
KIMHUYHUTE npoyusanus Pa3za 1l yBenuuenne Ha CTORHOCTHUTE HA YepHOAPOOHUTE (PYHKLIMOHAITHI
MIOKA3aTeNH € MO-BEPOSITHO Ja ce Hab0AaBa NpH NMAMEHTH ¢ IOBUILEHH N3XOAHU CTOMHOCTH Ha
ALAT wnmu ASAT, 0TKOJIKOTO MpH TaKUBa ¢ HOPMaTHU U3XOIHH cToHHOCTH. Koraro ce HaOmo1aBa
yBenmuueHue Ha ALAT win ASAT > 5 neti Hag ULN win Ha OunupyOuH > 3 mbtu Hag ULN,
NpueMbT Ha abUPaTEepOHOB alleTaT BPEMEHHO ce MPEKbCBa MM ce MpeKparsaBa. B nBa cioydas e
HACTBITHIIO U3Pa3eHO YBEJIHMYCHNE Ha CTOMHOCTUTE HA YePHOAPOOHUTE (PYHKITMOHAHH MTOKa3aTeNn
(Bk. Touka 4.4). [1pu Te3u nBaMa NaIMEHTH C HOPMaJIHa U3X0/IHA YEPHOAPOOHA PyKIIUs ce
HaOmonaBa yBenuueHne Ha ALAT u ASAT c 15 go 40 nmetu Hag ULN u yBenndenue Ha OmnnpyOrHa
¢ 2 no 6 metr Hax ULN. Cnen cipane Ha JIeYeHUETO, YEPHOAPOOHNTE (YYHKIIMOHAIHU TIOKA3aTeNH
ca ce HOpMaJIM3HUpaNY U TPHU IBaMaTa MalueHTH, a €eIUHUAT OT TAX € IMOAJI0KEH Ha IOBTOPHO JICUeHUE
cbc ZYTIGA 0e3 HOBO moBHIIIaBaHe Ha cToiiHOCTUTE. B mpoyuBane 302 noBuiraBaHe Ha CTOMHOCTHUTE
Ha ALAT u ASAT crenier 3 u 4 ce HaOmonaBa nipu 35 (6,5%) manueHTH, 1eKyBaHU C a0UpaTepOHOB
arerat. [ToBuIieHuTe CTOMHOCTH Ha aMUHOTpaHc(epasaTa ca ce Bb3CTaHOBIIIH 10 HOpMaTa IpH
BCUYKHU MAlMEHTHU C U3KITIOUYEHUE HA TpUMa (J]BamMa C HOBH MHOTOOPOHHH YepHOAPOOHH MeTacTa3u u 1
¢ noBueHn croifHoctr Ha ASAT 6mm30 3 cenmuny cies nocneaHara 103a abupaTtepoHoB anerar). B
xJvHrYHY npoyuBanus @asa III 3a npeycTaHOBsIBaHE Ha JICUEHUETO B pE3yJTaT HA IOBULIEHU
croitnoct Ha ALAT u ASAT wim abHopMHa uepHOopoOHa QyHKIMs ce chodmasa npu 1,1% ot
NalUeHTHTE, JeKyBaHH ¢ abupaTepoHoB aneraT u npH 0,6% OT manueHTuTe, JeKyBaH! ¢ Ianedo; He
ce choOIaBaT CMBPTHH CIy4an B pe3yJTaT Ha XeMaTOTOKCHYHOCT.

B knuanYHN IMpoy4YBaHUs PUCKBT OT XCMATOTOKCHUYHOCT € HAMAJICH C U3KIIIOYBAHCTO OT Y4aCTUC Ha

MAIMEeHTH C XEMaTUT Ha M3XOHO HUBO MM aOHOPMHU CTOHHOCTH Ha ()yHKIIMOHATHUTE YEPHOAPOOHU
nokazarenu. B mpoyuBane 3011 nmaruentute ¢ u3xoaau croiHocty Ha ALAT u ASAT > 2,5 nbptr Haj
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ropuata rpanuua Ha Hopmata (ULN), 6unupy6us > 1,5 metu Hag ULN nnu Te3u ¢ akTUBEH WU
CHUMIITOMAaTHYCH BUPYCEH XENaTUT WM XPOHUYHO YEPHOAPOOHO 3a00JsIBaHe, ACHUT WIN HAPYIICHUS
Ha KPHBOCHCUPBAHETO BCIIEICTBHE Ha YEPHOAPOOHA TUCHYHKIIUS ca UKITFOUSHH OT ydyacTue. B
npoyuBane 301, ca M3KIIIOUYCHH MalUeHTH ¢ n3xoauu ctoiHoctd Ha ALAT u ASAT > 2,5 bt

Hazx ULN mpu oTchCTBHE HAa 4YepHOAPOOHU MeTacTasu, win > 5 bty Hag ULN npu Hanuumne Ha
yepHOApoOHH MeTacTasu. B npoyuBane 302 He ce AOMycKaT NAlMEHTH C YepHOAPOOHH MeTacTasy, a
Te3u ¢ u3xoauu ctorHoctd Ha ALAT u ASAT > 2,5 neru Han ULN ca uskiroueHu. AOHOPMHUTE
CTOHHOCTH Ha YepHOAPOOHNUTE (PYHKIIMOHATIHH NIOKA3aTEIH, IPOSBSIBUIIN CE TP MALICHTH,
Yy4YacTBAalIX B KJIMHUYHH NMPOYYBAHMS, Ca OMIIM CTPOTO KOHTPOJIHPAHH, KaTO CE € U3UCKBAJIO
NPEeKHCBAHE Ha JICUCHUETO H CE € JIOIYCKAIIO MOBTOPHO JISYEHUE CaMO CIie]l KaTO YepHOPOOHUTE
(yHKIIMOHAIHYU TTOKa3aTelH MPH NMAlMEeHTUTE C€ BH3CTAHOBSAT JI0 U3XOAHUTE (BXK. Touka 4.2).
[TarmenTn ¢ yBenuuenne Ha ALAT nmu ASAT ¢ > 20 neti Hag ULN He ca JleKkyBaHU TOBTOPHO.
Bbe3zomacHocTTa Ha TOBTOPHOTO JIEYEHHUE TIPU TE3U MALIMEHTH HE € U3BECTHA U HE € M35ACHEeH
MEXaHU3MBT Ha XeTaTOTOKCUYHOCT.

Cro0m1aBane Ha OJO3WPAHH HEXEIIAHU PEaKIInu

Cro01IaBaHeTo Ha IOJI03MPAHN HEXKENIaHW PEeaKluH ciie]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBESHHS
MPOAYKT € BakHO. ToBa MMO3BOIISIBA Ja IPOIBIKH HAOOIECHIETO Ha ChOTHOIIICHUETO IT0JI3a/PUCK 32
JeKapcTBeHUS MpoayKT. OT MEAUIIMHCKUTE CIICITUAINCTH CE N3KCKBA J]a ChOOIIaBaT BCIKa
M0JI03UPaHa HeXellaHa peakiys Yype3 HallMOHAIHA CHCTeMa 3a ChOOIIaBaHe, IIOCOYCHA B
ITpunoxenue V.

4.9 Ilpeno3upane
[Jannure 3a npeno3upane Ha ZY TIGA npu xopa ca orpaHHU4YEHH.

Hsama cneumduuen antunot. B ciayyait Ha npeo3upaHe MPHIIOKEHUETO TPSOBa BPEMEHHO Jia ¢
IIPEKBCHE U J1a CE MpeamnpueMar obuyaiinure OB KA MEPKHU, BKIIFOYBAIIN IIPOCIEAIBAHE 3a
APUTMUH, XUTIOKAJTUEMIS] M 332 IPU3HAL ¥ CUMIITOMH Ha 3a/bpKaHe Ha TeYHOCTH. YepHoapoOHaTa
(dyHKIUs chiIo TpsiOBa J1a ce OlCHSBA.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOJCTBA

dapmakoTeparieBTUUHA IpyIa: €HIOKPUHHA TEPANHNS, PYTH XOPMOHAIHU AHTATOHUCTH U CPOJIHU
cpencta, ATC xox: LO2BX03

MexaHu3zbM Ha JIEUCTBHE

Aobupareponos arerat (ZYTIGA) ce npeBpbliia in vivo B aOUpaTepoH — MHXUOUTOP Ha aHIPOTCHHATA
OounocunTe3a. KonkpeTHO abupaTepoH HHXHOHUpa CEIEKTUBHO ACHCTBHETO HAa EH3UMa
170-xunpoxcunaza/C17,20-muaza (CYP17). To3u eH3uM ce ekcripecrupa B U € He0OX0IuM 3a
aHJIporeHHara OMOCHHTE3a B TECTUKYJIapHATa, HAJIOBOPEYHATA U IPOCTATHATA TYMOPHA ThKaH.
CYP17 karanu3zupa npeBpbLIaHETO HAa IPETHEHOIOH U POreCTEPOH B IPEKYPCOPU Ha TECTOCTEPOH,
ChOTBETHO B Aexuapoenuanapocrepot (AXEA) u anapoctenanon upe3 170-XuaApOKCUINPaHe U
pasuenBane Ha C17,20 Bpb3kaTa. Muxubupanero Ha CYP17 b0 BOAM 10 3aCHIICHO ITPOU3BOCTBO
Ha MUHEPAIIKOPTHUKOUAH OT HAAOBOpeuHHTE 3KJ1e3H (BXK. Touka 4.4).

AHJPOTEH-UyBCTBUTEIHHAT IPOCTATEH KapIIMHOM OTrOBaps Ha JIeYeHHe, KOeTO HaMassiBa HUBaTa Ha
aHAporeHuTe. AHAPOreH-IeNpUBAIIMOHHUTE Tepanuy, kaTo jeuenne ¢ LHRH anano3n wnn
OpPXHEKTOMUS, HaMaJsIBaT MPOU3BOJCTBOTO HA aHIPOT€HH B TECTUCUTE, HO HE 3aCATaT TXHOTO
NPOM3BOJCTBO OT HAAOBOPEUHUTE KIIe3U UK B TyMopa. Jleuenuero cbc ZY TIGA nHamansiBa
CEepyMHHI TECTOCTEPOH /10 HEOTKpHUBaeMH HHBa (IIPU M3IOJI3BaHE Ha MpelaraHuTe Ha Ia3apa FrOTOBH
TECTOBE), KoraTo ce npuiara eqaoBpemenHo ¢ LHRH ananosu (unn opxuekTomus).
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DapmakoauHAMUYHY €EKTH

ZYTIGA noHnxaBa cepyMHHUS TECTOCTEPOH U IPYT'Y aHAPOTEHU 10 HUBA, TIO-HUCKH OT MOCTUTHATHUTE
¢ npunarane Ha LHRH aHano3u camocToATeNnHo Uiy npu opxuektomus. ToBa € pe3ynrar ot
CeNeKTUBHOTO MHXHOMpaHe Ha eH3uM CYP17, HeoOxoaum 3a aHaporeHHaTa bnocunte3a. PSA ciyxu
KaTo OMOMapKep MpH MALMEeHTH ¢ KapLUHOM Ha npocTaraTta. B knuauuHo npoyusane ®aza 1l npu
MAIUEHTH, TOKa3aJIi HEyCIeX KbM MPEAX0IHAa XUMUOTEPANHUs ¢ TaKCaHH, 38% OT MallueHTHTE,
JICKYBaHH ¢ aOUpaTepOHOB arerar, cpery 10% oT marueHTuTe, JISKyBaHH ¢ Ianedo, ca MmoKasaiu
MUHUMYM 50% crnax cupsMo U3XOIHUTE HUBA Ha PSA.

Knnanyna eukacHocT ¥ 6e30MacHOCT

EdukacHocTTa € ycTaHOBEHA B TPU PaHAOMH3HPAHH, ILIAe00-KOHTPOIUPAHH, MHOTOIICHTPOBH,
kiuHnHU npoyuBanug Paza I (mpoyusanus 3011, 302 u 301) npu nanuenta ¢ mHSPC u mCRPC.
IIpoyusane 3011 BrirouBa narueHT ¢ HoBoAuarnocturupan mHSPC (B pamkute Ha 3 Mecera cien
PaHJOMU3UPAHETO), KOUTO MMAT BHCOKOPHCKOBH NMPOTHOCTHYHHU (akTopu. BrucokopuckoBara
NPOTHO3a Ce ONpeess KaTo HaJuYue Ha MUHUMYM 2 OT cieqHuTe 3 puckoBu Qakropa: (1) ckop mo
Gleason > 8; (2) Hayimune Ha 3 WK OBeYe JIE3UH NIPU CKaHUpaHe Ha KOocTHUTE; (3) Hamu4ue Ha
U3MEPUMH BUCIICpalTHU (C M3KITIOUeHUE Ha 3a00MsBaHe Ha TUM(HUTE BB3JIN) MeTacTasu. B akTHBHOTO
pamo ZYTIGA ce npunara ¢ no3a 1 000 mg qHeBHO B KOMOMHALIMS ¢ HUCKA 7032 IPEAHU30H 5 mg
BEJHBXK JHEBHO B nombiaHeHrne KbM ADT (aronnct Ha LHRH mnmm opxuekromus), KoeTo €
cTaHnapHoTo jeyeHue. [lamuentute B KOHTpoHOTO pamo nosydaBat ADT u mmane6o xakto 3a
ZYTIGA, Taka u 3a mpegan3oH. B mpoyuBane 302 ca BKJIIOUEHH MaLMEHTH, KOUTO HE ca JIEKYBaHH C
Jouerakcen, a B npoyusane 301 — manueHTH, IpeMUHAIN IPEIXOJHO JIEYEHHE C TOIETaKCeT.
ITanuenture ca npuemanu LHRH ananor unu ca npeMuHany Je4eHue ¢ opxuekromus. B rpynara Ha
aktuBHO Jeuenne ZY TIGA ce npunara B 103a ot 1 000 mg qHEBHO B KOMOMHAITUS C HICKA 1032
NPEAHNU30H WK TIPEIHU30JIOH 5 mg ABa MbTU AHEBHO. KOHTpOIHKTE MAMEeHTH MOTyvaBaT mianedo 1
HUCKA /1032 IPEJHU30H WIX IPETHU3O0JI0H 5 mg Ba IBTH THEBHO.

[IpomenuTe B cepyMHUTE KOHIIEHTpaui Ha PSA He BUHAru roBopsT 3a KIMHUYHU TOJI3HU. 3aTOBa U
BbB BCUUKH [IPOYUYBAHHUS CE€ IIPEIOPBYBA IMALIMEHTUTE Jja OCTAHAT Ha JICYCHUATA, IPOBEXKIAHU 110
IIPOYYBAHETO, 0 ITOCTUTaHE HA KPUTEPUUTE 3a NIPEYCTAHOBSIBAHE, [IOCOUYEHH I10-J10JIy 38 BCAKO
IIPOY4BaHeE.

B HUTO €qHO OT MpOYYBaHUATA MIPUIIATAHETO HA CIIMPOHOIAKTOH HE € PAa3pellIeHO, Thil KaTo
CITUPOHOJIAKTOH C€ CBBP3Ba C aHIPOTCHHUTE PEIENITOPY U MOKE Jla IIOBUINK HUBaTa Ha PSA.

IIpoyueane 3011 (nauuenmu c Hoéoouaznocmuyupan eucokopuckoe mHSPC)

B npoyusane 3011 (n=1199) menuanara Ha Bb3pacTTa Ha BKIIOYCHHUTE MAllUEHTH € 67 roguHu. bpost
Ha MalMEHTHUTE, JIEKYBaHU Che Zytiga, 1o pacosa rpymna ¢ oenu 832 (69,4%), asuaruu 247 (20,5%),
YepHOKOXXHU 1K adypoamepukanuu 25 (2,1%), apyru 80 (6,7%), HenssecHa/ue ce cpodbmasa 13 (1,1%)
1 aMEPUKaHCKY MHIMAHIU MK KOpeHHO HaceneHue Ha Asicka (0,3%). CKopbT 3a (GyHKIIMOHAIHO
crerostaue Mo ECOG e 0 uiu 1 ipu 97% ot manmenture. [larueHTuTe ¢ M3BECTHU METAcTa3! B
MO3bKa, HEKOHTPOJIMPaHa XUIIEPTOHUS, CEPHO3HO CHPJICYHO 3a00IIBaHE WIIH ChpJeUHA
HegoctarbyHOCT Kiac I mo NYHA ca usknrouenu. [lanuenTute, KOUTO ca JIEKyBaHU € IIpeAlIecTBalla
(hapMakoTeparus, ThUeJICUCHHE WU OTIepalys 3a METaCTaTHYCH PaK Ha MMPOCTaTaTa ca U3KII0UYCHH, C
u3kimoueHue Ha 1o 3 mecena ADT wnmu 1 xypc manuaTuBHO OONFYBaHE WM XUPYPrUYHA TEPAIHs 3a
JIeYeHUE Ha CUMIITOMHU, POU3TUYAINYU OT MeTacTa3n. ChbBMECTHUTE ITbPBUYHU KPAlHU TOUKH 32
eukacHoCT ca o0ma npexupsiemoct (OS) u npexuBseMoct 6e3 pentreHorpadceka nporpecus (rPFS).
Mennanara Ha U3XOIHUS CKOp 3a 00Jka, U3MEpEeH ¢ IOMOIITA Ha chKkpaTeHaTa (hopma Ha KpaTbk
BBIPOCHUK 3a Ooskata (Brief Pain Inventory Short Form, BPI-SF), e 2,0 kakTo B rpynara Ha aKTHBHO
JIeUeHHeE, Taka U B Tpymnara Ha riane6o. OCBeH Upe3 H3MEPHUTEIINTE Ha ChbBMECTHUTE ITbPBUYHU
KpaiH! TOYKH TI0J13aTa € OIICHEHA U C TIOMOIITa Ha BPEMETO JI0 ChOUTHE, CBBP3aHO

¢ xoctHata cuctema (SRE), BpemeTo 10 mocienBaiia Tepamnus 3a IpoCcTaTeH KapIuHOM, BPEMETO 110
3armo4YBaHe Ha XUMHUOTEPAITHs, BPEMETO JI0 TIPOrpecks Ha OoKaTa 1 BpeMeTo 1o mporpecus Ha PSA.
JleueHneTo POIBIDKABA JIO MTPOTPECHs Ha 3a00JIIBAHETO, OTTETIISIHE HA CHIVIACKETO 3a Y4acTHe,
NosIBaTa Ha HEMTPUEMIIMBA TOKCUYHOCT UJIH CMBPT.
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[IpexussiemoctTa 6€3 peHTreHorpad)cka MpOrpecHst ce ONpeAeisi KaTo BPEMETO OT PaHIOMU3UPAHETO
JI0 TIOsIBaTa Ha peHTreHorpad)cka mporpecus Wik CMBbPT 10 KaKBaTO U 13 € MIPUYHHA.
PenTrenorpadckara nporpecus BKIIOUBa IPOTPECHs, YCTAHOBEHA Ype3 CKaHUpaHe Ha KOCTHTE
(chIiIacHO M3MEHEHUTE KPUTEPUHU Ha paboTHATA TpyIia 3a mpoctareH kapuuHom 2 (Prostate Cancer
Working Group-2, PCWG2)) unu nporpecusi Ha MEKOTbKaHHUTE JIE3UH, YCTaHOBEHA C IOMOIITA Ha
KT nnu IMP (cpraacHo kputepuu 3a OlieHKa Ha OTTOBOpa Ipu coiaugau TyMmopH (Response
Evaluation Criteria In Solid Tumors, RECIST)).

HabmronaBana e 3naunma pasznuka B rPFS mexny TepaneBTuunuTe rpynu (Bx. Tabnuua 2 u

¢urypa 1).

Taoauma 2:

IIpexunBsieMocT 6e3 peHTreHorpag)cka nporpecusi — CTpaTHGUIMPAH aHAJIN3;
Intent-to-treat momynamus (mpoyusane PCR3011)

AA-P ITiname60
PannomMusupany narueHTu 597 602
Cnc crOutHe 239 (40,0%) 354 (58,8%)

Lenzypupanu

358 (60,0%)

248 (41,2%)

Bpeme 1o crbuTHe (Mecenn)

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

Koeduuent Ha puck
(95% CI)°

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

Benexka: +=nen3ypupano nHabmoaenue, NE=ne mosxe na 6b1¢ u3uncieHo. CiryyanTte Ha peHTreHorpadcka nporpecus u
CcMBPT ce cuuTaTt 3a onpenersimy rPFS cpournero. AA-P=naunenTn, mpueMany abupaTepoH aleraT ¥ NpeIHU30H.

a

Y BUCLIEpPAJIHU JIe3UH (JIUIICA WU HAJIUYHUE).

moi3a Ha AA-P.

p-croifHOCTTa € moiy4eHa oT log-rank Tect, ctparudunmpan no ECOG ckop 3a ¢pyrkunonanHo ceerosiaue (0/1 wm 2)

KoepnuueHTsT Ha PUCK € OTyYeH OT CTPATU(GUIMPAH IPOIOPIHOHANEH pUcKoB Moaeln. Koedumuent Ha puck <1 e B

®@urypa 1: Kpusu na Kaplan-Meier 3a npe:xuBsieMocT 0e3 peHTreHorpagcka nporpecus;
Intent-to-treat monynamnusi (mpoyusane PCR3011)
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HabmronaBa ce cratuctuiecku 3Ha4MMO nogo0penue Ha obmara npexussiemocT (OS) B monza Ha AA-
P umioc ADT c¢ 34% noHmwkeHne Ha pucka OT CMBPT B cpaBHeHHE ¢ tanebo miroc ADT (HR=0,66;
95% CI: 0,56, 0,78; p<0,0001) (Bx. Tabmuma 3 u purypa 2).

Table 3: O0ma npexuBsieMOCT HA MAUEHTH JeKyBaHu WM c¢b¢ ZYTIGA nin ¢ miane6o
B npoyuBane PCR3011 (Intent-to-Treat ananus)
O0ma npexuBsIeMOCT ZYTIGA ¢ Inauedo
NMpeIHU30H (N=602)
(N=597)
CwmppT (%) 275 (46%) 343 (57%)
Menuana Ha IPEKUBIEMOCTTA (MECEIIH ) 53,3 36,5
(95% CI) (48,2; NE) (33,5; 40.0)
Koedurment Ha puck (95% CI)! 0,66 (0,56; 0,78)

NE=He Moxe 1a Obae U3YUCIIEHO

1
KoeduueHThT Ha PUCK € MOTy4eH OT CTpaTH(UIMPaH IPOIIOPIIMOHATIEH MoieN Ha puckoBere. KoedunueHnT Ha puck <1
e B mon3a Ha ZYTIGA ¢ npenHu30H.

®urypa 2: Kpusu na Kaplan-Meier 3a o6ma npexussiemoct; Intent-to-treat nomyaanus
(anaym3 Ha npoyuBadne PCR3011)
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Mecem ceq paHIOMH3IHpPaHETO
PHCEOBH NaUHeHTH

AGHpaTepOHOE alleTaT 597 565 529 479 425 389 351 311 240 124 40 0 0
IMmame6o 602 564 505 432 368 315 256 220 165 69 23 0 0

ADHpaTepoHOE aneTar — — — — [L1amebo

AHanu3uTe Ha MOATPYIUTE HEM3MEHHO ca B non3a Ha jJedeHneto ¢be ZY TIGA. EdexTsT ot
neuenueto ¢ AA-P Bepxy rPFS u OS B mpenBaputenHo onpeneiaeHuTe NOATPYIU € OJIaronpusiTeH u
CHBMECTHM C 001I1aTa MomyJiaius B Mpoy4YBaHETo, ¢ U3kIroueHune Ha noarpynara ¢ ECOG ckop 2,
KBAETO He ce HabM0AaBa TeHACHLUS KbM T10J13a, HO MAJIKHAT pa3Mep Ha u3BagkaTa (n=40)
OrpaHMYaBa U3BIMYAHETO Ha 3HAYUMO 3aKIIIOUCHHE.

B nomeiHeHNE KM HAONIOIaBaHOTO TOJ00peHue Ha oOmnara npexussemoct U rPFS e
JIEMOHCTpHpaHa 1moi3a ot jgedeHueto cbe ZY TIGA crpsmo 1urane6o npu BCHYKH MPOCTIEKTUBHO
OTIpe/IeIICHN H3MEPHUTENIN HAa BTOPUIHUTE KPAHH TOYKH.

Ilpoyusane 302 (nayuenmu, Koumo He ca NPoBeICOAIU XUMUOMEPANUS)

ToBa npoyuBaHe BKIIOUBA NAIMEHTH KOUTO HE Ca MPOBEXKIAIN MPEIX0HA XUMHUOTEPAIsi, KOUTO ca
ACHMITTOMATHYHH WJIU C JIEKO M3Pa3eHH CUMIITOMH ¥ 32 KOUTO XHMHOTEPAIIHsI BCE OllIe HE € KIIMHUYHO
noka3ana. Cxop ot 0-1 mo Brief Pain Inventory- Short Form (BPI-SF) 3a naii-nmomara 6onka B
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MNOCJICIHUTEC 24 gyaca e cueTcHa 3a ACUMIITOMATHUYHA, KaTO CKOpP OT 2-3 ce cuunTa 3a JIeKO nu3pa3cHa
CHUMIITOMATHKA.

B npoyusane 302 (n=1 088) mennanaTa Ha Bb3pacTTa Ha BKIIOYCHNUTE MAIIMEHTH € 71 TOAMHHU 32 Te3H,
nexyBaHt ¢bC ZY TIGA 1miroc npeIHU30H UIIU IPEAHN30MI0H U 70 TOAVHH 3a NAlleHTUTE, JEKYBaHH C
w1ane0o MII0C NPEAHU30H WM MPeIHU3010H. bposT Ha manuenture, nekyBanu csc ZY TIGA, o
pacoBu rpynu e: 6enu 520 (95,4%), uepHokoxu 15 (2,8%), asuaruu 4 (0,7%) u apyru 6 (1,1%). 76%
oT nauueHTuTe umat ckop 0 3a pyHKIMOHAIHO CHCTOSHHUE 1O cKanaTa Ha V3ToyHara KoonepaTuBHa
onkonornuHa rpyna (Eastern Cooperative Oncology Group, ECOG), a 24% ot natmenTute— ckop 1 u
B ABeTe pameHa. 50% OT manueHTUTe UMaT caMO KOCTHU MeTacTasu, Ipyru 31% nMaT KOCTHU U
MEKOTHKaHHM METAcTa3! MM MeTacTa3u Ha JIMMQpHHTE BB3IH, a 19% uMar caMo MEKOThKaHHU
METacTa3 WIK METACTa3H Ha TMM(QHUTE Bb3IU. [lalienTiTe C BUCIepallHi METacTa3! ca U3KIIOYCHH.
CpBMECTHUTE TBPBUYHY KPafHU TOYKHU 32 €(PUKAaCHOCT ca 00IaTra NpexXuBIEMOCT U IPEKUBIEMOCTTA
0e3 pentrenorpadcka nporpecus (rPFS). B nonbiaHeHne kbM IOKa3aTeIUTE 32 ChbBMECTHUTE
I'BbPBUYHU KPalHU TOYKH € OLIEHEHA M I10J13aTa C IOMOIITA Ha BPEMETO JI0 IPUIIOKEHHNE Ha ONTUaT
Cpelly KapIMHOMHaTa 00JKa, BpEMETO JI0 3all0YBaHE Ha IUTOTOKCHYHA XMMUOTEPAIIHsI, BPEMETO 110
BiomasaHe Ha ECOG ckopa ¢ > 1 Touka u BpeMeTo A0 nporpecus Ha PSA ceriacHo kputepunre Ha
paboTHara rpyma 3a nmpoctareH kapiuuaoM 2 (Prostate Cancer Working Group-2, PCWG2). Jleuenusra
10 IPOYYBaHUATA CE MIPEKPATIABAaT B MOMEHTA Ha OYE€BUAHA KIMHUYHA Iporpecus. Jleuenusara Mmoxe
Jla ce TMPEKpaTsIT U B MOMEHTA Ha MMOTBBPJICHA peHTTeHOTpadcka mporpecus 1Mo MmpereHKa Ha
u3cIe0BaTeNsl.

[IpexxuBsiemocTTa 6€3 penTreHorpadeka nporpecus (rPFS) e orieHeHa ¢ momMoiita Ha CEKBEHITHAIHN
o0Opa3uu npoyusanus cbriaacio PCWG2 kpurepunte (3a KOCTHU JIE3UN) U U3BMEHEHUTE KPUTEPUH 32
OLIEHKa Ha OTroBopa npu conuaau Tymopu (Response Evaluation Criteria In Solid Tumors, RECIST)
(3a MmexoTpkaHHH e3un). [lpu ananuza Ha rPFS e n3nonssana neHTpanHo chriacyBaHa
peHTreHorpadcka oleHKa Ha MPOTrpecusiTa.

B nmanupanus ananu3 Ha rPFS npu 401 cnyqas 150 (28%) ot nanuenTure, nekyBanu cbc ZY TIGA u
251 (46%) oT JlekyBaHUTE ¢ IUIale00 ca UMM PEHTICHOIpad)CKU JI0Ka3aTeICTBA 3a IPOTPECHS UK
ca mounHaiu. HabmionaBana e 3HaunMa pasnuka B rPFS Mexay TepaneBTUYHHATE TPYIH (BX.
tabmuua 4 u gurypa 3).

Ta6nauua 4:  IIpoyuBane 302: [IpexuBsieMocT 6e3 peHTreHorpagcka nporpecusi Nnpu
NMALIHEeHTH, JeKyBaHH ¢b¢ ZYTIGA nim nianedo B KOMOMHANMA C NPeIHU30H
WM MIPeHU30JI0H 1oc anano3n Ha LHRH nim npenmecreama

OPXHEKTOMMS
ZYTIGA Inane6o
(N=546) (N=542)
IIpexunBsieMocT 6e3 peHTreHorpagcka
nporpecus (rPES)
[Iporpecus wim CMBPT 150 (28%) 251 (46%)
Mepnunana nHa rPFS B Mecenu He e mocturuara 8,3
(95% CI) (11,66; NE) (8,12; 8,54)
p-cToMHOCT* <0,0001
Koeduuuent na puck (HR)** )
(95% CI) 0,425 (0,347; 0,522)

NE=He e uzuucnena
*  p-croifHOCTTa € mosyueHa ot log-rank tect, ctparuduimpan o uzxoaes ECOG ckop (0 nnu 1)
** HR <1 B nonsza Ha ZYTIGA
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®urypa 3: Kpusn na Kanutan-Maiiep 3a npe:xxuBsieMocT 0e3 peHTreHorpagcka nporpecus
NPH NalUeHTH, JeKyBaHH ¢bC¢ ZYTIGA nin nirane6o B komOMHaNus1 ¢
NPEeIHU30H WM NPEeAHU30JI0H ITI0c aHaa03M Ha LHRH wim npeamecrsama
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AA=ZYTIGA

JlaHHHM 32 MAIMEHTUTE MPOIbIDKABAT Jia ObAaT CHOMPAHHU J0 JaTaTa Ha BTOPHUS MEKIMHECH aHAJIN3 Ha
obmrara npexussemoct (OS). PentreHorpadckara oneHka Ha u3ciiegoBarens Ha rPFS, HanpaBena
KaTo IMOCIIEBAIIl aHAITN3 HA YyBCTBUTEIHOCTTA, € MpeACcTaBeHa B Tadnuna 5 u ¢purypa 4.

IlectcroTuH 1 ceneM (607) manueHTH ca UMad peHTreHorpadcka Mporpecus UM ca MOYNHAIH:
271 (50%) B rpynara Ha abupaTepoHoB auetat u 336 (62%) B rpynara Ha mane6o. Jleuenuero ¢
abupaTepoHOB aLeTaT HaMalsiBa PUCKa OT peHTreHorpadcka nporpecus wim cMbpT ¢ 47% B
cpaBHenue ¢ miane6o (HR=0,530; 95% CI: [0,451; 0,623], p < 0,0001). Meauanara Ha rPFS ¢
16,5 Mecena B rpynara Ha aOMpaTepOHOB alleTar u 8,3 Mecella B rpynara Ha Iiamnefo.

Ta6éauna S:  IIpoyuBane 302: [IpexuBsieMocT 6e3 peHTreHorpagcka nporpecusi Nnpu
NanMeHTH, JekyBanu cb¢ ZYTIGA uiu niane6o B KOMOMHAIMA ¢ MPeTHU30H
WM MIPeHU30JI0H 1oc anano3n Ha LHRH nim npenmecreama
OpXueKTOMUS (IIPH BTOPU MEKIMHEH AHAJIM3 HA 001aTa NPeKMBIEMOCT-
OIIeHKA HA M3CJIe/I0BaTeIs)

ZYTIGA Inane6o
(N=546) (N=542)
Ipexussaemoct 6e3
peHTreHorpageka
nporpecusi (rPFS)
[Iporpecust uiu cMBPT 271 (50%) 336 (62%)
Menuana Ha rPFS B Mecenn 16,5 8,3
(95% CID) (13,80; 16,79) (8,05; 9.,43)
p-cToitHOCT* <0,0001
Koeduuuent Ha puck** ]
(95% CI) 0,530 (0,451; 0,623)

*  p-croifHOCTTa € moiy4eHa oT log-rank Tecrt, ctparudunupan no usxonen ECOG ckop (0 wu 1)
** Koe¢unueHt Ha puck < 1 B mon3a Ha ZY TIGA
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®durypa 4: Kpusn na Kanutan-Maiiep 3a npe:xxuBsieMocT 0e3 peHTreHorpagcka nporpecus
NpH NaleHTH, JeKyBaHu cbe ZYTIGA uiu niiane6o B KoMOMHaIus ¢
NPEeIHU30H WM NPEeIHU30JI0H ITI0c aHa03M Ha LHRH nim npeamecrBama
OpXHEeKTOMUS (IIPH BTOPH MEKIMHEH aHAJIN3 HA OS-o1leHKa HA H3CJIe10BaTeIs)
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=== [lnaneGo — AA
AA=ZYTIGA

[IpoBeneH e maHupan MexaAuHEH aHanu3 (interim analysis, IA) Ha OS cien 333 cMBpPTHH Ciy4dasl.
[IpoyuBaHeTo € HE3acJIENeHO ¢ OrJie/l Ha 3HAYMMOCTTa Ha HAOI0JaBaHUTE KIIMHUYHY TOJI3U 1 Ha
NanueHTHUTE B IpymaTa Ha mianedo e npeanoxeno geuenne cbe ZY TIGA. Obmiara npexuBsieMocT €
no-abara npu ZY TIGA cnpsimo 1miane6o ¢ 25% nonmxkenue Ha pucka ot cMbpT (HR =0,752; 95 %
CI: [0,606; 0,934], p=0,0097), Ho manuute 3a OS He ca JOCTATHUYHU U MEKIUHHHUTE PE3YJITATU HE
OTrOBapAT Ha NPEABAPUTEIHO ONpeiesieHaTa TPaHuIa 3a CIIMPaHe ChC CTATHCTHYECKA 3HAYMMOCT (BXK.
tabnuua 4). [IpocnensBaHeTo Ha MPEKUBIEMOCTTA € IPOIBIDKUIIO cliesl To3u 1A.

[TnanupanusT okoruaTeneH ananu3 3a OS e mpoBeseH, ciel KaTo ca HaOmonaBanu 741 cMBpTHH
ciyvas (cpemaHo npociensBane 49 mecera). [lounaanu ca 65% (354 ot 546) ot nanueHTUTE,
nexyBauu cbC ZY TIGA, B cpaBHeHue cbe 71% (387 ot 542) oT manmeHTHTE, JIEKYBaHH C M1a11e0o0.
JemoncTpupaHa e cratuctudecky 3HaunMa OS B oJ13a Ha rpymara, ekyBana cse ZY TIGA ¢ 19,4%
noHmkeHne Ha pucka ot cMbpT (HR = 0,806; 95% CI: [0,697; 0,931], p=0,0033) u nogobpeHue Ha
cpeanara OS ¢ 4,4 mecena (ZYTIGA 34,7 mecena, mane6o 30,3 mecemna) (Bx. Tadnuma 6 u

¢urypa 5). ToBa momoOpenue e gokazaHo, BeIpeku ue 44% oT manuMeHTuTe B TpymaTa Ha miainebo ca
nosyumn ZY TIGA kaTto mocneaBaia Tepamnmsl.
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Tab6anna 6:

IIpoyusane 302: O6ma npe:kMBAEMOCT HA NIALMEHTHTE, JIEKYBAHH ChC

ZYTIGA nin mi1ane6o B KOMOMHAIUSI ¢ MPEHU30H HIIN NPEAHU30JI0OH ILTIOC
anajgo3u Ha LHRH wniam npexmecrBama opxueKToMust

ZYTIGA Ilnauedo
(N=546) (N=542)
MexauHeH aHAJIU3 32 IPEKUBIEMOCT
CwmppT (%) 147 (27%) 186 (34%)
Menuana Ha IPEKUBIEMOCTTA (MECEIIH) He e nocturnara 27,2
(95% CI) (NE, NE) (25,95; NE)

p-croitHOCT* 0,0097

sk
Koeduuuent Ha puck 0,752 (0,606; 0,934)

(95% CI)
OxoHYATe/IeH aHAJIN3 32 TPEKUBIIEMOCT
Cwmspt (%) 354 (65%) 387 (71%)
Menauana Ha 00mIaTa MPEXKUBIEMOCT (MECEIIH) 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
(95% CI)

p-cToiHOCT*

0,0033

Koeduuunent na puck**

(95% CI) 0,806 (0,697; 0,931)

NE=#ne ¢ uzunciena

*  p-croifHOCTTa € moiy4eHa oT log-rank Tect, ctparudunupan no uzxonen ECOG ckop (0 wu 1)
** Koe¢uuunent Ha puck < 1 B nomsa va ZYTIGA

®urypa 5: Kpusu na Kannan-Maiiep 3a npe:KuBsieMOCT NP NAIIMEHTH, JJeKYBAHH ChC
ZYTIGA wau niiane6o B KOMOMHALMS ¢ MPEIHU30H WU MPETHU30J0H ILTIOC
anayio3n Ha LHRH nin npeamecTsama opxueKToMHs, OKOHYATEIeH aHAJIN3
100
0=
z
=
I
s
5
m 80
=
=
=
h
er]
:
o 0
5 8
=
#
0=
h |
]
0 :

hiscem coe pusECASDNTIRTC

[T 548038 525 S04 483 453 422 3I0E 350 33X 204 2TI 238 218 202 180 118 S0 18 O
[Tranefio 542534 800 4003 408 430 400 343 322 202 261 227 200 178 148 132 84 &2 10 1

= =[lnatgebo —AA

AA=ZYTIGA

B nomeiHeHNE KM HAONMIOaBaHUTE MTOAO0OpEHNs B o0maTa npexuBseMoct u rPFS ca
JIEMOHCTPHPaHH MOJI3U Ha JieueHneTo ¢be ZY TIGA crpsmo miamnedo mpu BCUYKH TIOKa3aTenn Ha

BTOPUYHHU KpailHM TOUKH, KaKTO CJIe/IBa:
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Bpemeto no nporpecust Ha PSA ceriiacno PCWQG2 kputepunte: MeauaHata Ha BpEMETO 10
nporpecust Ha PSA e 11,1 mecena 3a nanuentu, npueManii ZY TIGA u 5,6 mecena 3a naluueHTH,
npuemarn miare6o (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). BpemeTo no mporpecus Ha PSA
MpUOIM3UTENHO ce € yaBomIo npu jJedenneTo cbe ZY TIGA (HR=0,488). [IporeHThT Ha MalueHTUTe
¢ notBbpaeH PSA otroBop e no-rossim B rpynara Ha ZY TIGA, oTkonkoTo B Ta3u Ha miane6o (62%
capsmo 24%; p < 0,0001). Ilpu nmanmenTy ¢ M3MEpUMH MEKOTHKaHHH 3a00JIsIBaHMs ce HaOIr01aBa
3HAYMMO MTOBHIIICH OPOH ITBJIHK M YaCTHYHH OTTOBOPH Ha TyMOpa TpH JieueHneTo cbe ZY TIGA.

BpemeTo n0 npuioxeHne Ha OMUaT Cpelly KapIuHOMHATa 0OJIKa: MeMaHaTa Ha BPEMETO 10
MIPUJIOKECHUE Ha ONUAT cpelny 00JIKaTa Py MPOCTaTEeH KapIIMHOM I10 BpeMe Ha OKOHYATETHUS aHAJIN3
e 33,4 mecena npu narrenTy, npuemanty ZY TIGA, a npu te3u, npueMariu miamnebo, ¢ 23,4 Mecerna
(HR=0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpeme 1o 3ano4yBaHe Ha IIUTOTOKCHUYHA XUMHOTEpamusi: MenuaHaTta Ha BpeMeTO 710 3all0YBaHe Ha
UTOTOKCHYHA XUMHUOTepanud € 25,2 Mecena npu nanuenTty, npuemam ZY TIGA u 16,8 mecena npu
naruenty, npuemamy 1ane6o (HR=0,580; 95% CI: [0,487; 0,691], p < 0,0001).

Bpeme no Biomasane Ha ¢pynkunonanaust ECOG ckop ¢ > 1 Touka: MeanaHata Ha BpeMETO 110
BrnomasaHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 mecena npu nauuenTH, npueManu ZY TIGA u
10,9 mecena mpu nanenTy, npuemarny miareoo (HR=0,821; 95% CI: [0,714; 0,943]; p=0,0053).

CrnenHuTe KpailHU TOYKY B MIPOYYBAHUSATA TTOKA3BAT CTATUCTUUYECKU 3HAYUMO MPEIUMCTBO B M0OJ3a Ha
sneuenneTo cse ZYTIGA:

ObexktuBeH oTroBop: OOEKTUBHUSAT OTTOBOP € ONpPEeieH KaTo MPOLIEHT Ha MAUeHTUTE C H3MEPUMO
3a00Js1BaHe, MOyYHIIN ITBJICH WK YacTHueH oTroBop cbriacHo RECIST kpurepunte (pa3MepsT Ha
nuMQHUTE BB3JIH Ha U3XO0HO HUBO TPsIOBa Ja € > 2 cm, 32 Jla Ce CUUTA 3a TAPTreTHA JIC3Us).
[IponeHTHT Ha MAIIMEHTHTE ¢ U3MEPUMO 3a00IIIBaHE HA U3XOJJHO HUBO, TIOJTYYMIH OOCKTHBEH
0TroBop, € 36% B rpynata Ha ZYTIGA u 16% B rpynara Ha mane6o (p < 0,0001).

Bbonka: Jleuennero cbc ZY TIGA 3HaunMo HamaisiBa pricka OT MPOTpecus Ha CPeIHUS HHTEH3UTET Ha
oomnkata ¢ 18% B cpaBHeHue ¢ mianebo (p=0,0490). MenuaHara Ha BpeMeTO J0 IPOTPECHs €
26,7 mecena B rpynara Ha ZY TIGA u 18,4 mecena B rpynata Ha miane6o.

Bpewme no BnomaBane Ha FACT-P (0611 ckop): nmeuennero cbe ZY TIGA HamansBa pucka oT
BnomasaHe Ha FACT-P (001 ckop) ¢ 22% B cpaBHeHue ¢ muiane6o (p=0,0028). Menuanara Ha
BpemMeTo Jio Bromasane Ha FACT-P (o6ur ckop) e 12,7 mecena B rpymnarta Ha ZY TIGA u 8,3 mecena B
rpyrnara Ha 1ianeoo.

Ipoyusane 301 (nayuenmu, Koumo ca nposexcoan npeoxooHa Xumuomepanust)

B npoyusane 301 ca BKJIIOYEHH NAIMEHTH, JIEKyBaHH MIpeu ¢ Jolerakcen. He ce nznucksa te na
MIOKa3BaT Nporpecust Ha 3a00JsIBAaHETO NPH JICYEHHETO € TOLETaKCeN, Thii KATO TOKCUYHOCTTA OT Ta3u
XUMHOTEPAIUs MOXKE J1a € AOBeJIa 10 MIpeKpaTsaBaHe Ha JieueHueTo. [lanuenTrute npoabKaBar Ha
MIPOYYBaHOTO JIeUeHHe 10 nporpecus Ha PSA (moTBbpaeHo yBenuueHue ¢ 25% Hax u3xoaHara
CTOMHOCT/HaZMpa Ha MaIMeHTa) 3aeIHO C peTreHorpadcka 1 CHMITOMATHYHA WM KIMHAYHA
nporpecusi, AepuHupany no npotoko. [lanuenTn, 1eKyBaHu npeay ¢ KETOKOHA30I 33 paK Ha
npocTaTara, ca H3KJIIOYEH! OT Mpoy4YBaHeTo. [IbpBrUUHATa KpaliHa TouKa 32 e()UKACHOCT € o0mara
MPEKUBIEMOCT.

Menuanarta Ha BB3pacTTa Ha MallMeHTUTE, YJacTBAIIH B MPOYYBaHETO, € 69 ronuuu (auama3od 39-95).
BposT Ha manmenture, nexyBanu cbe ZY TIGA, mo pacoBu rpymu e 6enu 737 ( 93,2%), uepHoKoxu 28
(3,5%), aznatmm 11 (1,4%) u npyru 14 (1,8%). EnnHageceT npormeHTa OT BKIOYSHUTE MAuEHTH
uMar ckop 2 Ha GYHKIHMOHAIHOTO cheTosHue 1o ckanata Ha ECOG; 70% umar peHTreHorpagcku
JIAaHHM 32 TPOrpecHs Ha 3a00JIABaHETO ChC MK 0e3 mporpecus Ha PSA; 70% ca mony4yuiiv npeau ToBa
€/IHa IIUTOTOKCHYHA XuMHUoTepanus, a 30% ca nomyunnu aBe. Hannure Ha yepHOAPOOHH MeTacTa3u
uma npu 11% ot maupenture, nekyBanu csc ZY TIGA.
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CrhraacHo rulaHUpaHUs aHaJIN3, IPOBeeH ciel 552 cMbpTHH cityyasi, ca nounHamm 42% (333 ot 797)
oT nmauuenturte, nekyBanu cbe ZY TIGA, B cpanenue ¢ 55% (219 ot 398) ot nauueHTHTe, I€KYBaHH C
iane6o. CTaTuCcTHYECKH 3HAYMMO TIOJIOOpEHHE B cpeiHaTa 001a MPEeXUBIEMOCT ce HaOIr01aBa MpH
naueHTuTe, JekyBanu csC ZY TIGA (Bxk. Tabnurna 7).

Tab6anna 7:

O0ma npexxuBAEeMOCT HA MALIMEHTH, JeKyBaHH ¢bC ZYTIGA niu ¢ miane6o B

KOMOMHALMS ¢ MPeIHN30H Wiu npeaHu30/0H moc LHRH anano3u nian
npeauecTBAA OPXUEKTOMHUS

ZYTIGA Inane6o
(N=797) (N=398)
II'bpBuYeH aHaIU3 HA
NpPeKUBAEMOCTTA
CwmpptHOCT (%) 333 (42%) 219 (55%)
Menauana Ha IPEXUBSIEMOCT (Meceln) 14,8 10,9
(95% CI) (14,1; 15,4) (10,2; 12,0)

p-cToitHOCT?

< 0,0001

Koeduiment na puck (95% CI)°

0,646 (0,543; 0,768)

AKTyaJJM3UPAH AaHAJIN3 HA
NPEKUBSIEMOCTTA

CwmpptHOCT (%) 501 (63%) 274 (69%)
Mennana Ha TIPEKUBSIEMOCT (MECEITH ) 15,8 11,2
(95% CI) (14,8; 17,0) (10,4; 13,1)

Koedumuent Ha puck (95% CI)°

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

p-cToiiHOCTTa € moy4deHa ot log-rank tect, crparudunnpan mo ECOG ckop 3a ¢pyHKunoHamHo chetosiHue (0-1

cpsiMo 2), ckop 3a 0oJKka (JIirca cripsaMo Hallu4due), Opoil MpeAnIIHN KypcoBe XuMuoTepanus (1 cnpsimo 2) v BUA Ha
mporpecusiTa Ha 3abomsBaneTo (camo PSA cripsmo peHTreHorpadcka).

mon3a Ha ZYTIGA

KoeHuIMeHThT Ha PUCK € MOTy4YeH OT CTpaTuHUIMPaH MPONOPHHOHAIEH pUCKOB Moel. KoeduuueHt Ha puck <1 ¢ B

BbB BCHUKM BpeMEBH TOUKH Ha OIEHSABAHE CJIEH MBPBUTE HAKOJIKO MEcera Ha JICUCHHE MPOIICHTHT Ha
MAMEHTUTE OCTAHAJH JKUBH € MO-BUCOK MPHU MALUEHTH, JIeKyBaHU cbC ZY TIGA, 0TKONKOTO mpu

MAIMeHTH, JICKYBaHH! ¢ marebo (Bx. durypa 6).
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®urypa 6: Kpusn Ha Kanuian-Maiiep 3a npe:XuBsieMOCT IPH NALMEHTH, JJeKYBAHH ChC
ZYTIGA nnn miiane6o B KOMOMHAIUSA ¢ MPEAHU30H MJIH NPEAHU30JI0H TUIIOC
LHRH anaj103u WM npeAecTBamna OpXueKToMus

% NpenBaemocTt

B T T T I T I
0 3 6 9 12 15 18 21
Bpeme oo cmbpTTa, Meceum
AA 797 736 657 520 282 68 2 0
Mnauebo 398 355 306 210 105 30 3 0
----NMnauebo —aA
AA=ZYTIGA

AHanu3uTe Ha MPEXKUBIEMOCTTA B MOATPYNHUTE OTYUTAT CHOTBETCTBALIM IOJI3H 110 OTHOLIEHHE Ha
npexuBsieMocTTa npu JieueHnero cbe ZY TIGA (Bx. @urypa 7).

®urypa 7: O01ma npeXUBAEMOCT 10 NOATPYNH: KoepUIHMEHT Ha pUcK U 95% noBepuresieH
HHTEPBAJ
Miemmana (MecemH)
[MpomermHES IMogrpyma A4 Ilmansco HR  95% C| M
ECHUEN IaIHeHTH EBcmusm 148 108 — 0Es (055, 0.79) 1485
Hzxomora ECOG (K] 153 117 > i oBs (053, 078) 1058
2 73 T |—"‘—E—‘ iy | (053, 1.24) 127
Hz=xomaa BPI <4 162 13 ot i 0e4 (050, 081 653
il 126 84 - i 063 (053, 0.85) 535
Bipofl DpemuITHE XHMHOTED. PEREME 1 154 115 = E 0E3 (051, 078 a3
2 14 103 '—"—4: 074 (055, 0559 352
THO H2 OpOTPecHATA Camo PSA ME 123 e E 059 (042, 082 363
PeHITEHEOMOTHIHD 142 104 —.—i 063 (055, 084) a3z
Bucnepanad 3afo. OpH DOCTEOESHS T4 126 a4 [ i 070 (052, 0.84) 353
HE 154 1.2 —— i ; 062 (D90, 078 842
o5 075 1 15
EBrnaronpuarcTea BnaronpuATcTEa
AN - = TLmansGo

AA=ZYTIGA; BPI=Kparsx Ckop na Bonkara; C.l.=nosepurenen untepsait; ECOG=ckop Ha (yHKIHOHATHOTO
CBCTOSIHUE T10 CKanata Ha I3TouHa KoonepaTtiuBHa OHKoJoru4Ha rpyna; HR= koeduuuent Ha puck; NE=He noyiexu Ha
OLICHKA
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B nompinHeHne kbM HaOMI0JaBaHOTO MOOOPsIBaHE HA O0IIATa IPEXKUBIEMOCT, BCHUKU BTOPUYHU
KpallHi TOYKH Ha Mpoy4BaHeTo ca B non3a Ha ZY TIGA u ca cTaTHCTUYECKH 3HAYUMHU CIIEN
KOPUT'MPaHe 3a MHOIOKPAaTHO U3CJIEABAHE, KAKTO CJIE/Ba:

[MammenTure, nonyvasamu ZY TIGA, moka3BaT 3HAaYUTEIHO MMO-BUCOKA 00II[a CTENIEH HA OTTOBOP IO
otHomreHue Ha PSA (ompenenen karo HamaneHue ¢ > 50% oT u3xogHaTa CTOWHOCT) B CPaBHEHHE C
MAIMEeHTHTe, MoJTydaBamiy miamnedo, 38% cperry 10%, p < 0,0001.

Menauanara Ha BpemeTo 10 nporpecus Ha PSA e 10,2 mecena 3a nanuenty, gekyBanu cs¢ ZY TIGA n
6,6 Mecelia 3a malKMeHTH, Jekypanu ¢ mwianedo (HR=0,580; 95% CI: [0,462; 0,728], p < 0,0001).

Menauanara Ha MIPEeKUBIEMOCT 0e3 peHTreHorpadcka mporpecus € 5,6 Mecela 3a NalueHTH, JTeKyBaHH
cbe ZYTIGA u 3,6 Mecelia 3a maiueHTH, JiekyBanu ¢ mianebo (HR=0,673; 95% CI: [0,585; 0,776],
p <0,0001).

Bonka

[IporeHTHT Ha MAIIMEHTHTE ¢ BPEMEHHO 00JieKYaBaHe Ha 0OJIKaTa € CTATUCTHYECKH 3HAYUMO TI0-
Bucok B rpynara Ha ZY TIGA, oTkonkoTo B rpynata Ha mianedo (44% cpeury 27%, p=0,0002).
[lameHT ¢ OTroBOp Ha MAJMATUBHO JIeYeHHE Ha OOJIKaTa ce Ompeens Karo nanueHT ¢ MuHuMyM 30%
CraJi OT U3X0J{HATa criia Ha OOJKaTa Mpu HAal-BUCOK MHTEH3UTET Ha 0OJIKaTa Mo CKalluTe 3a KPaThK
ckop Ha Oonkata (BPI-SF) 3a mocnegaute 24 gaca 6e3 yBennueHHE Ha CKOpa 3a MPIIOKEHUE Ha
aHaJNTeTHK, HAaOJIroaBaHa MpH /IBa TIOCJICAOBATEIHU Iperiea npe3 naTepsai ot 4 ceamuuu. Ha
aHaJI3 32 BpeMEHHO O0JIeKYaBaHe Ha 00JIKaTa ca IMOII0KEeH! caMo TallMeHTH ChC CKOp Ha W3XOHATA
Ooska > 4 1 Hali-MaJIKo eIMH CKOp Ha OoJIKaTa cie]] Ha4ajaoTo Ha mpoyuBaHeTo (N=512).

[Iporpecus Ha 6onkarta ce HaOMOAaBa MPU HO-MaTbK MPOLEHT OT MALIMEHTHUTE, JIEKYBaHH ChC
ZYTIGA, 0TKOJIKOTO NPH TE3H, JICKYBaHHU ¢ I1ianebo, B Mmecelr 6 (22% cpenty 28%), mecerr 12 (30%
cpenry 38%) u mecerr 18 (35% cpenty 46%). [Iporpecust Ha 6ojKaTa ce onpeaess KaTo YBEJIUYCHUE OT
M3X0AHAaTa cuiia Ha 6osikata ¢ > 30% npu Hall-BUCOK HHTEH3UTET Ha OojkaTa no ckanara Ha BPI-SF
npe3 u3MHUHAIUTE 24 yaca 6e3 HaMasIBaHe Ha CKOpa 3a MPUIIOKEHNE Ha aHATeTHK, HaOt0jaBaHa
MIPH JIBE MTOCJIEI0OBATETHN BU3UTH WM yBenudeHue ¢ > 30% Ha ckopa 3a MPIIOKEHNE Ha aHANITETHK,
HaOIr01aBaHa MU JIBE MOCIIEI0BATEIHN BU3UTU. BpemeTo 1o nporpecust Ha OonkaTa Ha 25-5
nepcentun e 7,4 mecena B rpynara Ha ZY TIGA cpemy 4,7 Mecena B rpynara Ha 1aneoo.

CKeleTHO-CBBP3aHu ChOUTUS

CKeleTHO-CBbhpP3aHU CHOUTHS ca HaOII0JaBaHu MTPH ITO-MATBK IIPOLIEHT OT IMAlIMEHTUTE B TpyIaTa Ha
ZYTIGA, B cpaBHeHHE ¢ rpymnara Ha 1uiane6o B mecer] 6 (18% cpemry 28%), mecerr 12 (30% cpenry
40%) u mecetr 18 (35% cperry 40%). BpeMeTo 10 mbpBOTO CKEIETHO-CBBP3aHO CHOUTHE HA 25-5
nepceHT1 oT rpynara Ha ZY TIGA e ABa mbTH MO-IBAT0 OT TOBA B KOHTPOJIHATA Py, 8 HUMEHHO
9,9 mecera cpemry 4,9 mecena. CKeIETHO-CBBP3aHO CHOUTHE C€ OIPEIEs KaTo MaToJI0THIHA
(dhpaxTypa, KOMIpeCcHs Ha rPbOHAYHUS MO3BK, HATMATHBHO JIbYEJICUCHNE Ha KOCT WJIH OIepallis Ha
KOCT.

IlennaTpuyna nonyJanus

EBpomneiickaTa areHIus 1o JekapcTBaTa 0CBOOOXKIaBa OT 3aAbIKCHUETO 3a MPEIOCTaBsIHE Ha
pesynratute ot npoyuBaHusaTa cb¢ ZY TIGA BBB BCHUKHM MOATPYIH HA IEAUATPUYHATA MOIMYJIALU
IpY HaIlpeHAa KapIIMHOM Ha mpocTtaTtara. BiokTe Touka 4.2 3a nHpOpMAaIs OTHOCHO yrioTpeda B
neAnaTpusITa.

5.2 ®apmakokMHETHYHHU CBOWCTBA

dapmakoKHHETHKATa HAa a0UPATEPOH € MPOyYeHa CJIe/l TPHIOKEHHE Ha a0MPaTEePOHOB alleTaT MpH
3[paBH JIMIA, TTAMEHTH C HAITPEAHAI METaCTATUUCH KapITHOM Ha IpOCcTaTara 1 Jinna 0e3 KapiuuHOM
¢ uepHOoApOoOHO WK OBOpPEYHO yBpexkaaHe. AOUPaTESPOHOB alleTaT ObP30 ce MPEBPBINA i1 VIVo B
abuparepoH — MHXUOUTOP Ha aHJPOTeHHATa OMocHHTe3a (BXK. ToUKa 5.1).
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AOGcopbuus
Cren mepopaiHO NMPUIOKECHUE Ha a0UPATEPOHOB aIleTaT Ha MITaHO BPEMETO 33 JOCTUTaHE Ha

MaKCHMaJHa TJIa3MeHa KOHIIEHTpaIys Ha abUpaTepoH € MpHOIU3UTENHO 2 Yaca.

[IpunoxxeHneTo Ha abUPaTEPOHOB alleTaT C XpaHa, CPaBHEHO C TOBA Ha I1alHO, Boau 10 10-kpaTHO
[AUC] u no 17-kpaTHO [Cmax] yBENIMYECHHE HA CPEHATA CHCTEMHA €KCITO3UIUS Ha aOMpaTEPOH B
3aBUCHMOCT OT ChABPIKaHUETO HAa Ma3HUHU B XpaHata. [Ipeasua oOn4aiftHOTO pa3HOOOpas3ue B
ChABPAKAHUETO U ChCTaBa Ha XpaHuTe, npueMsbT Ha ZY TIGA ¢ xpaHa uma noTeHuuai 1a JoBeae 10
MHOT0 pa3nuyau excriozuuu. 3atoBa ZY TIGA e TpsiOBa na ce npuema c xpana. TaGneTkure
ZYTIGA TpsiOBa 1a ce mpueMar KaTto eJUHHYHA J103a BSAHBK THEBHO Ha riagHo. ZYTIGA tpsaoBa na
ce TmpreMa MOHE J1Ba Yaca Cliejl XpaHeHe U He TPsAOBa Jla ce KOHCYMHUpPa XpaHa TMOHE €IUH Yac CJIe]
npuema Ha ZYTIGA. Ta6nerkure ZYTIGA tpsiOBa na ce reaTaT Lenu ¢ Boaa (Bx. Touka 4.2).

Pasnpenencuue
Csbp3BaneTo Ha '“C-abuparepoH ¢ mia3MeHuTe MPOTEUHHU B 4OBELIKaTa IuiasMa € 99,8%.

[IpuBnanusaT 0b6eM Ha pasnpeneneHue e npudimsutento 5 630 1, koero npeanonara, ue abupaTepoH
ce pasnpeiens eKCTEeH3UBHO B IEPU(QEPHHUTE THKAHH.

Buotpanchopmanus

Cnen nepopanno npuioxkenue Ha '“C-abuparepoHoB anerar noj GpopmaTa Ha Karcyu abupaTepoHOB
areTaT ce XUAPOIH3Hupa 0 abupaTepoH, KOUTO cIiell TOBa MPEThPIIsiBa META0OIN3bM, BKITIOUYBAII]
cyadatupane, XUIPOKCUIMPAHE U OKUCICHHE IPEAUMHO B yepHUs apo0. ['omsama gact ot
PaMoOaKTUBHOCTTA B KpBBTa (MIpHOIM3nUTENHO 92%) ce oTkpHBa moj| popMaTa Ha METabOIUTH Ha
abuparepon. Ot 15 oTkpuBaeMu MeTaboIHTa, 2 CA OCHOBHH METa0OJIHUTH, aOUpaTepOHOB cyidaT 1
N-okcuz abuparepoHOB CyndaT, BCEKH OT KOUTO MpelcTaBisiBa 0koio 43% ot obmmaTa
paIroaKTUBHOCT.

EnumMunupane
CpemHUAT TOMYKUBOT Ha a0MpaTepoH B IUIa3MaTa € MpuOIu3uTenHO 15 Jaca Bh3 OCHOBA Ha JTaHHUTE,

OJIy4YeHH TIpH 3apasu juna. Crex nepopaiHo npunoxenue Ha *C-adbupareponos anerat 1 000 mg
npubu3uTenHo 88% OT paauoaKTUBHATA J103a CE Bb3CTaHOBSBA BbB (pekauuTe U 0kojo 5% B
ypuHaTta. OCHOBHHTE CheIUHEHHS, KOUTO IPUCHCTBAT BHB (PEKATUUTE, Ca HETIPOMEHEH abUpaTepoHOB
areTar u abuparepoH (ChOTBETHO OKOJIO 55% u 22% oT mpuyioxkeHara 103a).

YepHOAPOOHO YyBpEkKIaHE

dapMaKOKHHETHKaTa Ha a0UpaTEpPOHOB alleTaT € U3CJeIBaHa IIPH NalMeHH C MPEIIIeCTBAIIO JIEKO
WIN yMepeHOo YepHoipoOHO yBpexaane (choTBeTHO Child-Pugh Kiac A u B) u mpu xoHTposHA rpyma
oT 31paBH Juila. CucreMHaTa eKCIo3UIHs Ha abupaTepoH clie]] eTUHIYHA TIepopaHa 103a OT

1 000 mg ce yBennuasa ¢ npubamuzuresnto 11% u 260% cbOTBETHO NPH MALUEHTH C JIEKO U YMEPEHO
IpeecTBaIIo YepHOApoOHO yBpekaane. CpeTHUST MOTYKUBOT Ha aOUPATEPOH Ce YABIKABA 10
0K0J10 18 yaca npu NaIMeHTH C JICKO YePHOAPOOHO YBPEXkKaaHe U 10 0KoJo 19 yaca npu NalMeHTy ¢
YMEPEHO YepHOAPOOHO YBpEKAAHE.

[pu apyro m3nutBaHe, hapMaKOKHHETHKATA Ha aOUPATEPOH € U3cie/[BaHa MPHU TALUEHTH C
npeAecTBamo Texko (n=8) yepHoapoOHo yBpexkaane (Child-Pugh Knac C) u nmpu konTponHa rpyna
OT 8 31paBu LA ¢ HopManHa YepHoapoOHa ¢pyHkuus. AUC Ha abupaTepoH ce yBenuyana ¢
npubu3uTenHo 600% u ppakiusaTa Ha HECBBP3aHOTO JICKApCTBO ce yBenndara ¢ 80% mpu manueHTH
C TEXKKO YEPHOJIPOOHO yBpEKaHEe B CPAaBHEHHUE C TIAIIMEHTH C HOPMAaJIHA YePHOAPOOHA (DYHKITHUSL.

He ce usuckBa kopurupase Ha 103aTa IpU MaLUEHTHU C IPEALIECTBAIIO JIEKO YEPHOIPOOHO
yBpexaHe. 3non3BaneTo Ha abUpaTEepOHOB aLeTaT TPsI0Ba BHUMATEIIHO Ja Ce IIPELEHsBa IpU
NalKUEHTH C YMEPEHO YepHOAPOOHO YBpEKAaHe, IPU KOUTO MOJ3aTa SICHO TPsiOBa 1a HAIXBBPIIS
BB3MOXHHUSA PUCK (BXK. Touku 4.2 1 4.4). AGupaTepoHOB arieTaT He TpsiOBa 1a ce U3M0I3Ba MIPH
MAIMEHTH C TEXKKO YepHOIPOOHO yBpekaane (BxK. Touku 4.2, 4.3 u 4.4).

IIpyn manmeHTH, KOUTO Ca pa3BUIM XEMATOTOKCUYHOCT 110 BPEME Ha JISYEHUETO, MOXKE J1a CE HAIO0XKH
MIPEKbCBaHE Ha JICUEHUETO M KOPUTHpaHe Ha J1o3aTa (BXK. Touku 4.2 u 4.4).
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BbrOpeuno yBpexxaane

®dapmakoKWHETHKATa HAa a0UpaTEpOHOB alleTaT € CpaBHEHA MPH MAIMEeHTH ¢ TepPMUHAITHA ObOpevHa
HEJIOCTATHYHOCT Ha CTAaOWIICH PEKUM Ha XEMOJMAaIN3a U MPU KOHTPOJIHA TPyIa OT MalUeHTH C
HOopMasHa ObOpeuHa pynkiusa. CucTeMHaTa eKCIIo3UIKs Ha abUpaTepoH ciiel] eAMHUYHA ITepOopaTHa
no3a ot 1 000 mg He ce yBenn4aBa IpH MAUECHTH ¢ TEPMHUHAIHA OBOpEeYHa HEIOCTATHYHOCT, KOUTO
ca Ha quanu3a. [Ipunaranero npu manueHTH ¢ 6bOPEYHO YBpEXKIaHE, BKIIIOUYUTETHO U TEKKO
0BOpeuHo yBpeXJaHe, HE M3UCKBa HaMallsiBaHe Ha Jjo3aTa (Bxk. Touka 4.2). Jluncsa, obave, KmnHUYEH
OIIUT NIPH NALMEHTH C paK Ha IMpocTaTarta U TeKKO 0b0peuHo yBpexxaane. [Ipu Te3u nmanuenTu ce
npenopbYBa MOBHIICHO BHUMAHUE.

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

B®B BcHukn IMpOoy4YBaHUA 3a TOKCUYHOCT IIPU )XKMBOTHU HUBATa Ha TECTOCTECPOH B KPBBTA Ca 3HAYUMO
MoHMKeHH. B PE3yJITaT Ha TOBA CC Ha6J'IIO,I[aBa HaMaJIsIBaAHC Ha TCTJIOTO Ha OPraHUTEC, KaKTO U
MOp(l)OJ'IOFI/I‘IHI/I H/MIIH XUCTOIMATOJIOTHYHH MMPOMCHU B PCIIPOAYKTUBHUTC OpTaHU U Haz[6L6peqHaTa,
XI/IHO(i)I/ISHaTa U MJICUHATa kje3a. Beuuku IMPOMCHHU IOKAa3BaT II'bJIHA WX YaCTUYHa 06paTI/IMOCT.
HpOMeHI/ITe B pCOPOAYKTUBHUTC U aHAPOTCH-YYBCTBUTCIIHUTC OpPraHUu €a B CbOTBETCTBUC C
(I)apMaKOJ'IOFI/IFITa Ha a6HpaTep0H. Bcenukn XOpPMOHAJIHU MPOMCHH, CBBP3aHU C JICUCHUCTO, Ca
O6paTI/IMI/I HJIKW OT3BY4YaBaT CJIC 4-Ce)Z[MquH epruoJ Ha Bb3CTAHOBSABAHC.

B npoy4BanusTa 3a GpepTHmTETa IPU MBXKKU U )KEHCKH TUIHX0OBE a0UPAaTEPOHOB alleTaT HaMalIsiBa
(hepTUINTETA, KOETO € HAIIBJIHO 00paTUMO 3a 4 10 16 ceIMUIIU Clie/] CIMPaHe Ha HETOBUS IIPHUEM.

B nmpoyuBane 3a TOKCHYHOCT Ha Pa3BUTHUETO NPH IUTbXOBE a0MPaTEpOHOB alleTaT NOBJIHBA
OpEeMEHHOCTTa, KOETO BKJIIOUBA TIOHMKEHO TETJIO U MpeXuBsieMocT Ha tuiona. Habmronasat ce edextu
BBPXY BBHIIIHUTE MOJIOBU OPTaHH, BHIIPEKH Ye abUPaTEPOHOB alleTaT He € TepaTOreHEH.

B Te3u npoyuBaHus 32 GEPTUIUTET U TOKCHYHOCT HA PA3BUTUETO, IPOBEICHH NP IIIBXOBE, BCUYKH
eekTH ca cBbp3aHu ¢ (HapMaKOIOTHYHOTO JCHCTBUE HA aOUPATEPOH.

OcBeH NpOMEHUTE B PENPOIYKTUBHUTE OPTaHH, HAOMIOJaBaH! BbB BCUUKH POYYBAHUS 32
TOKCHUYHOCT IPH JKUBOTHH, HEKIIMHUYHHUTE TaHHU HE MOKa3BaT 0COOEH PHCK 3a XOpa Bb3 OCHOBA Ha
KOHBCHITMOHATHY (DapMaKOJIOTUYHU MPOYUYBaHHUs 32 0€30MaCHOCT, TOKCUYHOCT IPH MHOT'OKPATHO
npuiIarane, TeHOTOKCHYHOCT U KapLUMHOT€HEH MoTeHIHnan. AOUpaTepoOHOB aleTaT He TI0Ka3Ba
KapUUHOTCHHOCT B 6-MeceyHO npoyuBaHe mpu Tpancrennn Mutiku (Tg.rasH2). B 24-meceuno
NpOYYBaHe 32 KAPIIMHOTEHHOCT TIPH ITHX0BE, a0MPaTepOHOB alleTaT MOBUIIIaBa YeCTOTaTa Ha
WHTEPCTUIMATHUTE KJIEThYHHU HEOI1a3Mu B TecTucuTe. CuuTa ce, 4ue TO3U pe3yiTaT € CBbp3aH C
(hapMakoIOrHYHOTO ACHCTBHE Ha aOUPATEPOH U HAKOM 0COOEHOCTH MPHU ITbX0BeTe. AOHPaTEpOHOB
areTar He € KapIMHOTeHEH IPH YKEHCKH TUThXOBE.

Onenka Ha pucka 3a okonHarta cpena (ERA)
AKTUBHOTO BEILIECTBO a0MpaTEPOH IMOKa3Ba PUCK 3a BOAHUTE OAaceiiHU M TEXHUTE OOUTATENN, 0COOEHO
3a puouTe.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

MukpokpurcTaiHa [eiryio3a
Kpockapmenosa HaTpuit

JlakTo3a MOHOXUApAT

Maruesues creapat

Hosunon (K29/K32)

Cunuuues JUOKCU, KOJIOUAEH 0e3BoeH
Harpues naypuicyndar
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6.2 HecbBMeCTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

2 TOIUHA

6.4 Crhenuananm yca0oBHs HA ChbXpaHeHHe

To3u nekapcTBeH NPOAYKT HE U3UKCBA HUKAKBU CIICUATHU YCIOBUSI HA ChXPaHEHUE.
6.5 Buau chabp:kaHue HA ONAKOBKATA

Kpbrnu, 6enmu HDPE OyTunku, cHabneHu ¢ MOJMIponuiIeHoBa 3amyliajika, 3alluTeHa oT Aela,
cpabpkanm 120 Tabnetku. Besika KyTust chabpika efjHa OyTHIIKA.

6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH M3XBbPJIsiHEe U padoTa

B®3 ocHOBa Ha MexaHH3Ma CH Ha JIeHiCTBHE, TO3H JIEKAPCTBEH MPOAYKT MOXKE JIa HaBpeU Ha

pa3BuTHETO Ha (heTyca; 3aToBa KEHHU, KOUTO ca OpeMEeHHH WM € Bb3MOXHO J1a ca OpeMeHHH, He

TpsiOBa J1a pabOTAT ¢ Hero Oe3 Mpe/na3Hu CPeACTBa, HAPUMED PhKABHIIY.

HewunsnonsBanusT neKkapcTBeH NPOLYKT WIM OTHaIbYHUTE MaTEepUai OT HETO TPSOBa J1a ce U3XBBPJISAT

B CbOTBETCTBHE C MECTHUTE M3UCKBAHMA. T03H JIEKapCTBEH NPOIYKT MOXeE Ja MPEACTaBIsABa PUCK 32

BOJIHUTE OaceliHN U TeXHUTE oOuTaTenu (BK. Touka 5.3).

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/714/001

9. JATA HA ITbPBO PA3PEIIABAHE/IIOJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO paspemanane: 05 centemspu 2011 r.

JlaTa Ha mocieaHo noaHOBsABaHe: 26 Mai 2016 T.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

ITonpoOHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIys 1o JekapcTBaTa http://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 500 mg ¢punmupanu TabIeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska ¢pumupana tabierka ceappika S00 mg abuparepoHoB anerar (abiraterone acetate),
eKBUBAJICHTEH Ha 446 mg abuparepoH (abiraterone).

ITomMoNIHY BEIECTBA ¢ U3BECTHO ACUCTBHE
Bceska ¢puimupana tabnerka cpappika 253,2 mg nakro3a MoHOXuApar u 13,5 mg Hatpuil.

3a IBJIHNUSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIUKTE TOUuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka
Buonerosu enuncopuaan puimMupanu tabiaetky (¢ apmkuaa 20 mm u mmpuHa 10 mm) 1 BATre0HaTO
penedHO o3HadYeHue ,,AA“ OT eqHara cTpana u ,,500° oT apyrara crpaHa.

4. KJIIMHUYHU JAHHHU
4.1 TepaneBTH4YHHN NOKA3ZAHUS

ZYTIGA B xoMOUHAIIUS ¢ TIPEIHNU30H WK TPETHU30JIOH € TIOKa3aH 3a:

o JieueHue Ha HOBOJHArHOCTUIIMPAH BUCOKOPHCKOB METAaCTaTUYECH YYBCTBUTENIECH KbM
XOpPMOHaJIHa Tepanus KapuuHoM Ha npocrarata (mMHSPC) npu Be3pacTHH MBke B KOMOWHALS
¢ arnporen-aenpuBanuonta repanus (ADT) (Bx. Touka 5.1)

o JIeYCHHE Ha METACTaTUUEH PE3UCTEHTEH Ha KacTpauus KapuuHoM Ha npocrarata (mCRPC) npu
BB3PACTHU MBKE, KOUTO ca 6€3 CUMIITOMH WJIH C JIEKH CUMIITOMH CJIe/l HEeyCIIeTHa aHAPOTeH-
JIENpUBallMOHHA TEPANUs, IPX KOUTO BCE OLIE HAMA KIMHUYHY MOKa3aHHA 32 XUMHOTEpaIus
(Bk. Touka 5.1).

o neuerne Ha MCRPC npu Bp3pacTHH MBKe, YHETO 3a00NIABaHE € IPOTrPECHpalIo Mo BpeMe Ha
WM CJIe]T I0IeTaKceN-0a3upaHa XUMHOTepaIusl.

4.2 /l0o3MpOBKa M HAYMH HA IPWJIOKEHHE

To3u jexapcTBeH MPOAYKT TPSOBA 1a C€ MPEANHUCBA OT MOIXO I MEIUIIMHCKY CTICITHAIIHCT.

2 !OSI/I[QOBKa

[Ipenoppuntennara go3a e 1 000 mg (nBe Tabnetku mo 500 mg) KaTo eAUMHUYHA JHEBHA J103a, KOSTO
He TpsIOBa J1a ce puemMa c XxpaHa (BX. 10-10y ,,Haunn Ha npunoxxenue™). [Ipuemanero Ha
TabJIETKUTE ¢ XpaHa MOBUILIABA CUCTEMHATa eKCIIO3UIHS Ha abuparepoH (BxK. Touku 4.5 u 5.2).

Jo3zuposka Ha npeoHU30H Ui NPEOHU30N0H
IIpu mHSPC, ZYTIGA ce npunara ¢ 5 mg npeJHU30H WIX IPETHU30JI0H JHEBHO.

ITIpu mCRPC, ZYTIGA ce npunara ¢ 10 mg nmpeIHU30H WIH TPETHU30I0H JHEBHO.
MennkaMeHTO3HaTa KacTpalys ¢ aHaJIoT Ha XOPMOH, OCBOOO K IaBalll JIyTEHHU3UPAIIIHS XOPMOH

(LHRH) TpsibBa aa mpoabiHku MO BpEMe Ha JISUSHHETO MPH MalMeHTH, KOUTO He ca OlepaTHBHO
KacTpHUpaHH.
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Ipenopvuumento npocredssane

CepyMHUTE TpaHCAMHUHA3U TPSOBA JIa C€ M3MEPBAT IpeAr HAYalloTO Ha JICYSHUETO, Ha BCEKH

2 CCIMUIIU MPE3 IBPBUTE TPU MECCLA OT JICHCHUCTO U CJICA TOBA BEIHBXK MECCUHO. Kp’bBHOTO
HaJIAraHe, CEPYMHUAT KaJluil U 33IbPXKAHETO Ha TSUHOCTHU TPSOBA J1a Ce CIASAIT €KEMECEUHO.
Brnpeku ToBa, manueHTUTE ChC 3HAYUTEIICH PUCK 3a 3aCTOWHA Chp/IeYHa HEeJ0CTaThYHOCT, TPSOBa 1a
Ce TPOCIeAsIBaT Ha BCEKU 2 CEIMHUITH MPE3 MBPBUTE TPH Mecela OT JICYCHUETO U BEAHBK MECEYHO
cienx ToBa. (BX. Touka 4.4).

IIpu nanueHTH Che ChIIECTBYBAILlA XUIOKAIUEMHUSI UM TAKKUBA, PA3BUIIM XUIIOKAIMEMHUS 10 BpeMe Ha
nedyerneto cbc ZYTIGA, TpsiOBa na ce oOMUCTN MOAAbpKaHEe HA HUBO Ha Kaimui > 4,0 mM.

IIpu marueHTH, pa3BIIA CTEMEH HA TOKCHYHOCT > 3, BKIIOYNUTETHO XUIICPTOHUS, XUTTOKATTUEMHUSI,
€IeM U IPYyTY HEMHUHEPAITKOPTUKOUIHN TOKCHYHH e(DeKTH, JIeYeHHeTo TpsOBa 1a Ob/ie MPEeKbCHATO U
Jla ce TIPUJIOKAT TOAXOIAIIN MeauITMHCKY MepKu. Jleuennero cbe ZY TIGA He TpsiOBa ga ce
BB300HOBSIBA, TOKATO CHMIITOMHUTE Ha TOKCHYHOCT HE JOCTUTHAT CTEIEH 1 MM U3XOIHO HHMBO.

B cnyuaii Ha nporrycHaTa aueBHa 1o3a ZY TIGA, nmpeJHU30H Wi IPEAHU30JIOH, JICYEHUETO TpIOBa 1a
IPOJBIDKY Ha CIIC/IBAILMS AEH ¢ OOWYaiiHaTa JHEBHA /103a.

Xenamomoxcuynocm

[Ipu nanyeHTH, pa3BUIIM XENaTOTOKCHYHOCT IO BpeMe Ha JICUCHUETO (AJIaHMH aMHHOTpaHcepaszaTa
[ALAT] nnu aciaprat amunoTpancdepaszara [ASAT] ce yBenuyaBar noseye OT 5 T HaJl TOpHATA
rpanuua Ha Hopmata [ULN]), repanusita TpssOBa He3abaBHO Aa ce mpekbeHe (BK. Touka 4.4). Cnen
BB3CTAHOBSIBAHE HA U3XOIHUTE CTOMHOCTH Ha YePHOAPOOHHUTE (PYHKIIMOHATHH TIOKa3aTelld Ha
MAIMeHTa, JICYUCHUETO MOKE J1a Ce TIOJTHOBH C HaMmalieHa fo03a oT 500 mg (eqHa TabieTka) BEIHBXK
nueBHO. [Ipu manumenTy, mpoBeXAaly MOBTOPHO JICUEHUE, CEpYMHHUTE TPAaHCAMUHA3H TPsOBa Aa ce
npociensBaT MUHIMYM Ha BCEKH 2 CEIMHUIIM 32 3 Mecela, Clie KOeTO BEHBX MECEYHO. AKO
XeMaTOTOKCUYHOCTTA Ce TIOBTOPH TpU HamalleHa 7i03a oT 500 mg AHEeBHO, JIeYeHUEeTo TpaOBa a ce
npeKpary.

AKO TanMeHTuTe pa3BUAT TeKKa xenaroTokcuaHocT (yBenuuenne Ha ALAT nmn ASAT ¢ 20 mbTtH
Hag ULN) o BCsiko BpeMe Ha TepamnusiTa, TepanusaTa TpsOBa Ja ce CIpe U MalueHTUTE He TPsOBa 1a
ce JIEKyBaT MOBTOPHO.

Yeproopobno yspedcoane
He ce nHanara npomsiHa Ha 03aTa MMPH MAIUEHTH C TPEIISCTBAIIO JIEKO YePHOAPOOHO YBPEKIaHE,
Child-Pugh Knac A.

[Ipu ymepeno yepnoapo6Ho yepexaane (Child-Pugh Knac B) e mokazano, ue cucremnara
EKCITO3UIINS Ha abUpaTEepPOH Ce YBEIMUaBa OKOJIO YETUPH IIBTH, CIIE]] €HOKPATHH IMEPOPAITHU I03U OT
1 000 mg abupaTepoHOB aneTar (Bx. Touka 5.2). Hsima nanau 3a KiuHUYHATa 0€30aCHOCT U
e(pMKacCHOCT Ha MHOT'OKPAaTHHU J03H1 a0MPaTePOHOB alleTaT, MPUJIaraHy MPH MAIUeHTH C YMEPEHO WU
Texko yepHonpoOHo yBpexnane (Child-Pugh Kiac B nnm C). Kopurupanero Ha qo3ara He MOXe Ja
0b1e npeasuneHo. Mzmomspanero Ha ZY TIGA TpsiOBa BHUMATEIHO J1a CE OICHSBA IIPH MAIUSHTH C
YMEPEHO YePHOAPOOHO YBpEXKIaHe, MPH KOUTO I0JI3aTa SICHO TPSOBa J1a HAAXBBPJIS Bb3MOXKHUS PUCK
(Bk. Touku 4.2 u 5.2). ZYTIGA He TpsiOBa fa ce U3M0NM3Ba MPH MAIMEHTH C TEXKO YEPHOAPOOHO
yBpexaane (Bx. Touku 4.3, 4.4 u 5.2).

Bvopeuno yepedcoane

He ce nanara npomsiHa Ha fo3arta npu NaueHTH ¢ 0bOpeyHo yBpexaaHe (Bxk. Touka 5.2). Jlumncsa,
obade, KIMHAYEH ONUT MPH MAIMEHTH C PaKk Ha MpocTaraTa u TexKo Ob0pedHo yBpexaane. [Ipu te3u
MAIMEeHTH Ce MPernopbyBa MOBUIIIEHO BHUMaHUE (BX. ToUKa 4.4).

Tleouampuuna nonyrayus
Hsima croTBeTHO npunoxenue Ha ZY TIGA mpu nmenuaTprudHaTa momyJIaIusl.

Hauun Ha npunoxenue
ZYTIGA e 3a mepopajiHO IPUIIOKEHHE.
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Tabnerkute TpsAOBa a ce mpreMaT KaTo eAMHUYHA 1032 BEAHBXK AHEBHO Ha rnanHo. ZY TIGA tpsadsa
Jla ce mpreMa IOoHe JBa Jaca ciiell XpaHeHe U He TpsAOBa Ja ce KOHCYMHpa XpaHa [MOHE eIUH Yac Clie]
npuema Ha ZYTIGA. Tabnerkure ZY TIGA TpsiOBa ia ce IbATAT IEIH C BOAA.

4.3 IIporuBomokazaHus

- CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MM KBM HSIKOE OT IIOMOIIHUTE BEIIECTBA
n30poeHu B Touka 6.1.

- 2Kenu, koo ca OpeMEHHHU WK € Bh3MOXKHO Jla ca OpeMeHHH (BK. Touka 4.6)

- Texko yepHOApoOHO yBpexaane [Child-Pugh Knac C (Bx. Toukn 4.2, 4.4 u 5.2)].

- ZYTIGA c npeTH130H WIH MTPETHA30JI0H € TIPOTUBOIIOKa3aH B KoMOMHaIus ¢ Ra-223.

4.4 CroenuanaHu npeaynpesxaeHus U NpeANa3Hu MepKH NPU ynoTpeda

XUNEPTOHMS, XUMOKATNEMHUs, 33bpKaHe Ha TEYHOCTH U ChpAEYHA HEJOCTATHbUYHOCT NOPAJN U3IHIIBK
Ha MUHEPAJIKOPTUKOUAN

ZYTIGA moxe na npeau3BrUKa XUIEPTOHUS, XUTTOKATUEMHSI U 3aJbpKaHe Ha TEYHOCTH (BXK.

TouKa 4.8) KaTo ciIeCTBHE OT MOBUILICHUTE HUBA HA MUHEPAIKOPTUKOUIUTE B PE3yTAT Ha
naxubupaneto Ha CYP17 (Bxk. Touka 5.1). ETHOBpeMEHHOTO IPUIIOKEHHIE HA KOPTHKOCTEPOUST
MOTHCKA CTUMYJIPAHETO Ha afpeHoKopTHKoTpornHus XopMoH (ACTH), koeTo Boau 10 HamamnsBaHe
Ha YecToTaTa U TeXKECTTa Ha Te3W HeXelaHu peakiu. HeoOXoauMo e MmoBUIlICHO BHUMAaHKE TIPU
JICYCHUETO Ha MAlMEHTH, YUUTO OCHOBHH 3a00JISIBAHUS MOXKE /1a ObIaT BIOLICHHU IIPH ITOBHUILABAHE HA
KPBBHOTO HaJSITaHE, XUIOKATHeMHUsI (HalpuMep MpUeMallli ChpAeYHU TITUKO3UAN) WK 3abp)KaHe Ha
TEYHOCTH (HAmpUMep MaIEeHTH ChC ChpJeuHa HeOCTaThUHOCT, TEKKA WIIM HECTA0MIIHA CTEHOKap AU,
HACKOPO MpekapaH HHPapKT Ha MHOKapa WIK BEHTPUKYJIapHA apUTMHUS U MALUEHTH C TEXKO
0BOpeuHo yBpexaane).

ZYTIGA TpsbBa fa ce npuiiara npeanasivBo MpH NanyueHT! ¢ aHaMHe3a 32 ChPJeYHOCHI0BO
3abomsBane. [IpoyuBanusara ®@a3a Il nposenenn cbe ZY TIGA u3KII0YBaT NAMEHTH C
HEKOHTPOJIUpaHa XUIIEPTOHUS, KITMHUYHO 3HAYMMO ChPJICUHO 3a00IIs1BaHe, TIPOSIBEHO KaTO MH(PAPKT
Ha MHOKap/ia WK clIy4ad Ha apTepuaiHa Tpom0o03a npe3 nmocjaeaHuTe 6 Mecena, TeKKa Win
HecTaOWJIHa CTEHOKapAus, WK cbpaeuHa HegoctarbuHocT Kiac I mnu IV ciopen Hroiopkckara
kapauonornyHa aconmanus (New York Heart Association, NYHA) (mpoyuBane 301) unu cyprevna
HenocrarbuHoct Kiac I no Knac IV (npoyusanus 3011 u 302), wim u3mepena Gpakius Ha
n3tiackBaHe < 50%. B mpoyuBanus 3011 u 302 ca H3KIIIOYEHH MALUEHTH C IPEACHPIHO MBXKIECHE
WIN Ipyra Chp/eYHA apUTMUSl, H3MCKBAIa JIeYeHHe. be30macHoCTTa py NaueHTH ¢ JIEBOKaMEpHa
(paxius Ha nstiaackeane (LVEF) < 50% wiu cepaeuna negocrarbunoct Kinac I wim Kiac IV mo
NYHA (8 npoyuBane 301) wnu cppaeuna HenoctarbunocT Kimac I mo Kmac IV mo NYHA (B
npoyusanus 3011 u 302) He e ycranoBeHa (Bx. Touku 4.8 u 5.1).

[Ipenu neueHne Ha MAIMEHTH ChC 3HAYUTENIEH PHUCK 3a 3aCTOMHA Chp/edHa HeIOCTaThYHOCT (Harp.
aHaMHe3a 3a ChbpACYHA HeOCTaThYHOCT, HEKOHTPOJIMPAaHA XUIIEPTOHHUS WM ChPIACYHN CHOUTHS KaTo
HalpUMep UCXEMHUYHa 0OJIECT Ha ChPIIETO), TPAOBa Ja ce OOMHUCIIM TOIy4aBaHETO Ha OLICHKA Ha
¢dbyHKIUATa Ha cHpLETO (Hanp. exokapauorpadus). [Ipenu neuenne cse ZYTIGA chpaeunara
HEeIOCTAaThYHOCT TPSOBA Ja ce JeKyBa U ChbpACYHATa ICHHOCT Aa Ce ONTUMH3HpA. XHUIEPTOHUSATA,
XHUIMOKAIMEMHATA U 33bPKAHETO Ha TEYHOCTH TPsIOBa Jla ce KOpUrupaT 1 KoHTposupar. [lo Bpeme Ha
JICYEHUETO KPHBHOTO HaNATaHe, CEpPYMHUAT KaJluii, 3a/IbpyKaHEeTO Ha TEYHOCTH (TIOKayBaHE Ha
TETJI0TO, epudepeH eieM), u APYTH MPU3HAIM U CHMIITOMH Ha 3aCTOWHA ChpJieuyHa HEIOCTATHYHOCT
TpsiOBa J1a ce MpociIeasIBaT Ha BCEKU 2 CEMHMILM 3a 3 Mecella, ciiell TOBa BEJHBX MECEYHO
OTKJIOHEHHSATA JIa ce Kopurupat. Habmonasa ce yabmkaBane Ha QT uHTEpBana Mmpu NalueHTH,
CTpajallld OT XUITOKAIUEeMus, CBbp3aHa ¢ jJeueHueTo cbe ZY TIGA. TpsoOBa na ce HanpaBy OLICHKA Ha
ChpJeYHaTa IEHHOCT, KOraTo € KIMHUYHO IT0Ka3aHo, [1a ce ONpEAEIH acKBaTHA Tepanys U Aa ce
0oOMHCIIH ITpEeKpaTsABaHe Ha TOBA JICUCHHUE B CIydail Ha KIMHAYHO 3HAYMMO OTcIa0BaHe Ha ChpAeyHaTa
JeitHocT (BXK. Touka 4.2).
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XeMaTOTOKCUYHOCT U YePHOAPOOHO YBpEKIaHe

B xoHTponMpaHu KIMHUYHY NpOYyYBaHUs ce HaOI0AaBa U3pa3eHo MOBUINICHUE Ha YePHOPOOHNUTE
€H3WMH, BOJIEIIO J0 MPeKhCBaHEe Ha JICUSHUETO WK IIPOMSIHA Ha fo3arta (BxK. Touka 4.8). HusaTta Ha
CEepYMHHTE TpaHCAaMHUHA3U TPsIOBa /1a ce U3MEPST IMPEIr HAa4aJIOTO Ha JICUCHUETO, Ha BCEKHU 2 CEAMUITU
npe3 IbPBUTE 3 Mecela OT JIEUCHUETO, U CIE/ TOBA BEAHBK MECEYHO. AKO C€ Pa3BUAT KIMHUYHU
CUMITOMH WU TIPU3HAITY, TTOKA3BaIN XeNaTOTOKCHYHOCT, CEPYMHUTE TpaHCaMUHA3! TPsOBa J1a ce
u3MepAat HezabaBHo. Ako B majeH MoMeHT ALAT unmu ASAT ce yBennyat moBeue OT 5 bTH HaJ
ULN, nedenuneTo TpsOBa He3ab0aBHO J1a ce MPEKbCHE, a YepPHOAPOOHATa (DYHKITUS TPSOBA J1a Ce CIenn
ot0nm30. JledeHneTo ce o JHOBSIBA ITPY BH3CTAHOBSIBAHE HA U3XOJHUTE CTOWHOCTH Ha
YepHOAPOOHUTE (DYHKIIMOHAIHM [TOKA3aTe)IM Ha MallieHTa U [Py HamajieHa /103a (BxkK. Touka 4.2).

B ciyuaii ye nanueHTHTE pa3BUAT TEXKa XxenaToTokcuuHocT (yBennuenue Ha ALAT umu ASAT ¢
20 et Hax ULN) 1o Besiko BpeMe Ha Tepamnwsita, TepanusTa TpsioBa jaa ce Crpe 1 MalueHTHTE He
TpsIOBa Ja ce JEKyBaT OBTOPHO.

[TanmeHTH ¢ aKTUBEH MM CHMIITOMAaTHYEH BUPYCEH XEMAaTUT ca U3KITIOUYEHHU OT KIMHUYHHUTE
NPOYYBaHUS; OPAIN Ta3H MPUIHHA JIUIICBAT JIAaHHU 3a ynoTtpebara Ha ZY TIGA npu Ta3u nomynarms.

Hsma nannu 3a knmuHunyHaTa 0€30MacHOCT U €PUKACHOCT MPH MHOTOKPATHHU 03 a0UpaTepOHOB
areTaT, KoraTo ce ImpuJiara npy IMalueHTy ¢ YMEPEeHO WK TeXKOo 4epHoipoOHo yBpexnaHe (Child-
Pugh xnac B uiu C). M3non3panero Ha ZY TIGA Tpsi0Ba BHUMATEIIHO Jia C€ OLICHSBA MTPH MAIUCHTH C
YMEPEHO YepHOAPOOHO YBpEKAaHe, TP KOUTO MOJ3aTa SICHO TPsiOBa 1a HAAXBBPIIS BB3MOXKHHS PUCK
(Bxk. Toukn 4.2 1 5.2). ZYTIGA He TpsiOBa Jja ce M3MOJI3Ba NIPH MAIUCHTH C TEKKO YSPHOAPOOHO
yBpexxaane (Bx. Touku 4.2, 4.3 u 5.2).

NMa peaky mocTMapKETHHTOBH ChOOIIEHUS 32 OCTpa YePHOAPOOHA HEOCTATHYHOCT U ()yIMUHAHTEH
XEMaTHUT, HSIKOU C JICTAICH U3X07 (BXK. Touka 4.8).

Crnypase Ha npyuemMa Ha KOPTUKOCTEPOUIN M MEPKH NPU CTPECOBU CUTYAIINH

[IpenopbuBa ce MOBHUILIEHO BHUMaHHUE U MPOCIIEsIBaHe 3a aJJpeHOKOPTHKAIHA HEI0CTaTh4YHOCT, B
CIIy4ail 4e Ha MallUEeHTUTE € CIPSH MPUEeMbT Ha IPEAHU30H WIH IPETHU30JI0H. AKO IPHEMBT Ha
ZYTIGA npoxbiiKy clie CHUPaHEeTO Ha KOPTUKOCTEPOUINTE, MALMEHTUTE TPsIOBa Aa ce HabIroaaBaT
3a M0sIBa Ha CUMIITOMH Ha MHHEPAJIKOPTUKOMICH U3IHIIBK (BXK. HHQOpMaLUATA [IO-TOpe).

[Ipu nauyeHTr Ha IPEAHU30H WIK HPEAHU30JI0H, KOUTO Ca MOJJIOKEHH Ha HEOOMYaeH CTpec, €
[IOKa3aHO MTOBUIIABAHE HA 103aTa HA KOPTUKOCTEPOUIUTE IIPEH, II0 BpEME Ha U CIIe]l CTPecOBaTa
CUTyalusl.

KocTHa masTHOCT

HamansBane Ha KOCTHATa IUIBTHOCT MOXKE Ja CE€ MOSIBU MPU MbKE C METACTATUUEH HAIpeaHal
KapIIMHOM Ha mpoctatarta. M3non3saneto Ha ZY TIGA B KOMOMHALINS C TITFOKOKOPTHKOMIA MOXKE Jia
YBEJIMYH TO3U €PEKT.

IIpeaumina ymorpeba Ha KETOKOHA30JI
ITo-HuCKa CTeTeH Ha OTTOBOP MOXKE J1a Ce OYaKBa IPH MAIMeHTH, JICKYBaHU IPEIH TOBA C
KETOKOHA30J]1 32 KapIIMHOM Ha IpocTaTaTa.

XUNEePrINKEMHUSI
IIpunoskeHueTo Ha MIIOKOKOPTUKOUIN MOXKE J1a TOBUIIM XUIEPIIMKEMHUATA, 3aTOBA HUBOTO Ha
KpbBHATa 3axap TpsOBa 4eCTo Ja ce MpOociesBa MPH MalUEHTH ¢ AUa0eT.

XHANOTTUKEMUS

CroOmaBanu ca cirydau Ha xunoriaukeMus, korato ZY TIGA mroc nmpeqHr30H/TIpe THU30II0H ce
MpUJIarat py HMalMeHTH, KOUTO BeYe ca UMaJld JUa0eT, IoJIyyaBalily THOTIMTAa30H WM PerarinHu]
(Bk. Touka 4.5); cnenoBareNHo, KpbBHATA 3aXap TpAOBa Ja ce HaOIIoaBa pH MalUeHTH ¢ TUal0eT.
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Yiorpeba npu XMMHUOTEPAIIUS
BbezomacHocTTa 1 ehrkacHOCTTa Ha eTHOBpeMeHHOTO npuiioxenne Ha ZY TIGA ¢ mutoTokcnyHa
XUMHOTEpAIus He ca yCTaHOBEHH (BXK. Touka 5.1).

HenoHocuMOCT KbM IOMOUTHUTE BEIIECTBA

To3zu nexkapcTBEH MPOAYKT ChABbPXKa JakTo3a. [lanenTu ¢ penku HacaeICTBEHU MPOOJIeMH Ha
HETTOHOCHUMOCT KBbM TajlakTo3a, ITbJICH JIAKTa3eH Ae(HUIUT I ITII0K030-TalakTo3Ha ManabcopOuus He
TpsOBa J1a MpreMaT TOBa JIeKapcTBO. To3u eKapcTBeH NpOayKT chabpka 27 mg (1,17 mmol) natpuit
Ha J103a OT JIBE TaOJIETKH, KOUTO ca eKBUBaJeHTHH Ha 1,35% ot npenopruntenuus Ha C30
MaKCHMaJIeH JHEBEH IpHUeM OT 2 g HaTpUl 3a Bb3pacTeH.

IloTeHumanHu pucKoBe
AHeMus ¥ ceKcyaliHa TUCHYHKITUSA MOXKE JIa CE MOSIBAT MPH MBXKE ¢ METAaCTaTUYCH KapIIMHOM Ha
mpocTaraTta, BKIIOYUTEIHO TIPH TE3H, KOUTO ca MOIOKEeHH Ha JedueHne che ZY TIGA.

EdexTu BbpXy cKeneTHaTa MyCKyJIaTypa

Cro01aBar ce ciyvan Ha MHOTIATHS B Pa0IOMUOITU3a MIPH NAIMEHTH, JieKyBaHu cbc ZYTIGA. B
MOBEUYETO CIIy4ad TE Ca CE pa3BUIM B paMKUTE Ha IbPBUTE 6 MECEa OT JIEUEHUETO U Ca OTIIYMENIH
cinen npeycraHossiBane mpueMa Ha ZY TIGA. IlpenopbuBa ce NOBUIIEHO BHUMAHKE IIPH MAIMEHTH,
JIEKYBaHHU €HOBPEMEHHO C JIEKAPCTBEHU IIPOIYKTH, 3a KOUTO € U3BECTHO, Y€ Ca CBBbP3aHU C
MUOTATHs/PadIOMHOIIN3A.

BszaumoneiicTBus ¢ APYTH JIEKapCTBEHU TPOAYKTH

[Ipunoxxenueto Ha cunau nHAYKTOpUu HA CYP3 A4 TpsiGBa Na ce n30ATrBa 1o BpeMe Ha JIeUeHHETO,
OCBEH aKO HsMa Jpyra TeparneBTUYHA aJTepHATHBA, IOPAaIH PUCK OT HAMAJIEeHa eKCIIO3ULIUS Ha
abuparepoH (BX. Touka 4.5).

KomOunmpane Ha abupaTepoH U MpeTHNU30H/IpeHN30II0H ¢ Ra-223

JleuenneTo ¢ abupaTepoH U NPeIHU3OH/IPEAHN30JIOH B KoMOMHaIms ¢ Ra-223 e mpoTHBONOKa3aHo
(Bk. Touka 4.3) mopaju MOBHUIIIEH PUCK OT (PpaKkTypy ¥ TSHIICHINS KbM MOBUIIEHA CMBPTHOCT MPH

MAIMEeHTH C KapLWHOM Ha IpocTaTaTa, KOUTO ca ACHMITOMAaTHYHU WU C JIEKW CUMIITOMH, KaKTO €

HaOII01aBaHO B KITMHUYHNUTE U3MUTBAHUS.

[IpenopbuBa ce mocneaBamoTo jJedyenne ¢ Ra-223 na He 3armouBa noHe 5 JHU cjejl HOCIETHOTO
npunoxenne Ha ZY TIGA B koMOuHAIMS ¢ IPEAHU30H/TIPEIHU30JIOH.

4.5 Bs3amMmopeiicTBHE ¢ IPYTrH JeKaAPpCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

Edekr Ha xpaHara BbpXy abupaTepoH

[IpuiioskeHnEeTO ¢ XpaHa 3HAYMTEIHO MOBHIIaBa abcopOuusaTa Ha abupaTepon.EdukacHocTTa 1
0€30MacHOCTTa, KOraTo € IMPHET ¢ XpaHa, He Ca YCTaHOBEHH, 3aTOBa TO3H JICKAPCTBEH MPOIYKT HE
TpsiOBa J1a ce mpuemMa c xpaHa (Bx. Touku 4.2 u 5.2).

Bs3aumoneiicTBus ¢ APYTH JIEKAPCTBEHU MPOAYKTH

Tlomenyuan na opyeu nexapcmeeru npoOyKmu 0d NOGIUAAM eKCHO3UYUUme Ha adupamepoH

B mpoBeneHo KMMHUYHO Npoy4BaHe HAa (apMaKOKMHETHYHHUTE B3aMMOEHCTBUS IPH 3paBU
JOOPOBOIIIH, JICKYBaHH MPEH TOBa Che critHUs nHAYKTOp Ha CYP3 A4 pudammuuun 600 mg nHeBHO
B MIPOIBDKEHUE HA 6 THU, CJIEN KOETO ¢ eAMHUYHA 03a abupareponos areraT 1 000 mg, cpennara
wiazmeHa AUC., Ha aOupaTepoH ce e noHmwxuia ¢ 55%.

[punoxenuero Ha cunan UHIYKTopu Ha CYP3 A4 (Hamp. dennTonH, kapbamazenuH, prudaMITuiyH,
pudalytun, pudanentut, peHodapOUTam, KbAT KaHTAPHOH [Hypericum perforatum]) o BpeMe Ha
JICYCHUETO TPsIOBaA Ja ce N30srBa, OCBEH aKo HsMa TepareBTUYHA aJTePHATUBA.

B otnenHo k1MHUYHO NpoyYBaHe Ha (apMaKOKHHETHYHHUTE B3aMMO/ICHCTBHS, MPOBEACHO NP 3paBH

JI0OPOBOIIIIH, €THOBPEMEHHOTO MPIJIOKEHUE Ha KETOKOHA30JI, cruieH naxuoutop Ha CYP3A4, He e
OKa3aJ10 KJIMHUYHO 3Ha4MM e(DeKT BbpXY (papMaKkOKHHETHKATa Ha abupaTepoH.
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Tlomenyuan na abupamepon 0a nogUsAe eKCno3uyuume Ha Opyeu 1ekapcmeeru npooyKmu
AOupaTepoH € MHXUOUTOP Ha YePHOAPOOHHUTE JIeKapcTBO-MeTabomu3upantu eazumu CYP2D6 u
CYP2C8.

B npoyuBane Ha edexTuTe Ha aOUpaTEepOHOB aneTat (B KOMOMHALMS ¢ IPEAHN30H) BbPXY CAMHUYHA
no3a CYP2D6 cyGerpar gekcrpomeropdan, cuctemnata ekcriosuuus (AUC) Ha nexcrpomeTopdan ce
nopuiasa npuoausutento 2,9 nbti. AUC,4 Ha nekcTpopdaH, ak THBHHS METa0OIUT Ha
JnexcTpoMeTopdan, ce moBumana npuonu3uTenato ¢ 33%.

[IpenopbuBa ce MOBHUILIEHO BHUMaHHE, KOTaTo ce Ipujara ¢ JeKapCTBEHU MPOILYKTH, KOUTO Ce
aktuBupar uim metadonnsupar oT CYP2D6 u no-crienuaiHo JIeKapCTBEHHU MPOIYKTH C TECSH
TepaneBTUYCH HHACKC. TpsaOBa ga ce 0OMUCIN HaMallsiBaHE Ha 03aTa Ha JIEKapCTBaTa C TECEH
TepaneBTHYCH UHJEKC, MeTabomm3upanu ot CYP2D6. [IpumMepu 3a iekapcTBEHH TPOTYKTH,
metabonmzupanu ot CYP2D6, BKIIIOYBAT METOIPOIIOI, TIPOTIPAHOIION, JC3UNPAMUH, BeHIadhaKkCHH,
XaJIONEPUAOJI, PUCTIEPUIOH, TponadeHoH, GpIeKanHNu I, KOIECHH, OKCUKOIOH U TpaMaao (TIOCIeAHUTE
TpPH JIEKapCcTBEHH NPoayKTa ce HykaaiT oT CYP2D6 3a oOpa3yBaHe Ha akTUBHUTE UM 00€30011BaIIH
MeTabOJIUTH).

B npoyusane ¢ CYP2C8 Ha nekapcTBeHH B3aMMOAEHCTBUSA NpH 34paBu nHanBHIu, AUC Ha
muorMTa3oH € mosumrena ¢ 46%, a AUC na M-III u M-IV, aktuBHMTE METa0OIMTH HAa THOTINTA30H,
e moHmkeHa ¢ 1o 10%, KoraTo MUOTJINTA30H ce IMpuiiara 3aeaHo ¢ eauandHa go03a 1 000 mg
abuparepoHoB auetar. [lanmenture TpsOBa Aa ObAaT HAOMIOJABaHU 32 IPU3HALU HA TOKCUYHOCT,
cBBbp3aHu cbe cyocTpar Ha CYP2CS ¢ TeceH TepaneBTHUEH HHJIEKC, aKO C€ M3IMO0I3BAT €THOBPEMEHHO.
[Mpumepu 3a nexapcTBeHU NPOAYKTH, MeTabonm3upanu ot CYP2CS, BKII0UBAT MUOTIINTA30H U
penarnuHAL (BXK. ToUKa 4.4).

In vitro ocHOBHHTE MeTabOIUTH abupaTepoHOB cyndar u N-oKcH]] abHpaTepoHOB Cyindar HHXHOUpAT
TpaHCcIopTepa Ha yepHoApoOHOTO 3axBaiaHe OATP1B1 u kaTo cieacTBHEe MOTAT Jia Ce IMOBUIIIAT
KOHIIEHTpAIMUTE Ha JIEKAPCTBEHUTE NMPOTYKTH, KOUTO ce enumuHupar upe3 OATPIB1. Hama
HAJIMYHY KIMHUYHU JaHHH, IOTBBPIKIaBaIN B3aUMOJIEHCTBUETO, OCHOBABAIIIO CE HA TPAHCIIOPTEpa.

Tpunoscenue ¢ npodykmu, 3a Koumo e u3gecmuo, ye yovudicasam QT unmepsana

TBi KaTO JIEUEHNETO C aHIPOreH-AETIPUBAIIOHHA Tepanusa Moke aa yaeiku QT nnTepBana, ce
MpernopbYBa MOBUILIEHO BHUMaHue npH npuiarane Ha ZY TIGA ¢ nekapcTBeHH POIYKTH,
yawxaBauy QT uHTepBana, Wi JIeKapcTBEHH NPOLYKTH, KOUTO MOTaT Jia Mpeau3BUKaT torsades de
pointes, kato kiac [A (1. xuanauH, tu3onupamua) win kiaac 111 (manp. amuogapoH, coranou,
nodeTunua, HOyTHIINI) aHTHAPUTMUYHU JICKAPCTBEHU POYKTH, METaI0H, MOKCH(IOKCAIIH,
AQHTHUIICUXOTHUIH U T.H.

Ipunoosicenue cvc cnupoHOIaKMOH

CrOupoHOJIaKTOH CE€ CBBP3Ba C aHAPOTCHHUTE PEIICITOPH M MOXKE J1a TTOBUIITM HIBATa HA
npoctarHocnienuduyaaust antureH (PSA). Ipunoxennero csec ZYTIGA He ce npenopbuBa (BXK.
Touka 5.1).

4.6 DepruauTeT, O)PEeMEHHOCT U KbPMeHe
JKeHu ¢ neTepoaeH noreHnman

Hsma nannu 3a ynotpebara Ha ZY TIGA npu OpeMeHHU JKEHH U TO3H JICKApCTBEH MPOIYKT HE €
npeaHa3HaveH 3a ynoTpeda NpH KeH! C JeTepOAEH MOTCHIUAI.

KonTpareniyst npyu Mbxe U )KEHH

He e u3BecTHO nanu abupaTepoH WM HETOBUTE METAOOIUTH NPUCHCTBAT B CEMEHHATA TEYHOCT.
Ynorpebara Ha Ipe3epBaTHB € 3aAbIDKUTENHA, aKO MAHMEHTHT HMa CEKCyalleH KOHTAaKT C OpeMeHHa
JKeHa. AKO MallMeHTHT UMa CEKCYalIeH KOHTAKT € )KeHa C IETEPOACH MOTEHIHAI, IPEe3ePBATHRBT €
3aIBJDKUTEIICH 3a€/IHO C Ollle eAMH eEeKTHBEH METO/I 32 KOHTpalenus. [I[poyuyBaHusaTa MPH KUBOTHU
MOKAa3BaT PENPOLYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).
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Bpemennoct
ZYTIGA He ce ynotpe0siBa pH )KEHH U € IPOTHBOIOKA3aH MPH XKEHU, KOUTO ca OpeMEHHH WU €

BB3MOXKHO J1a ca OpeMeHHH (BxK. TOUkH 4.3 u 5.3).

Kspmene
ZYTIGA He e npeaHazHaueH 3a ynorpeOa npH KeHH.

DepTUnuTer
AOupaTepoHOB aleTar MoBJIUsABa (PePTUIUTETA TIPU MBKKH U )KEHCKHU TUTHXOBE, HO Te3U e(DeKTH ca

HaI'BJIHO 0OpaTUMU (BXK. TOUKa 5.3).
4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padora ¢ MAIIUHA

ZYTIGA He noBiusiBa WM MTOBIHSBA TPEHEOPEIKUMO CIIOCOOHOCTTA 3a IohupaHe U padboTa ¢
MAIlUuHH.

4.8 Hexenanu JekapcTBeHH peakINU

O606uienue Ha npoduna Ha Ge30macHOCT

[pu ananu3 Ha HeXENAHNUTE Peakuu B KoMOnHUpanu npoyusanus Paza Il cec ZYTIGA
HEXEJNaHUTE peakiuu, HaOmoaBany npH > 10% oT nanuenTure, ca nepudepeH enem,
XHUIOKAINEMUs], XUIEPTOHUS, NH(EKIMsI Ha MUKOYHHUTE ITHTUINA U TIOBHUIIEHA CTOMHOCT Ha allaHUH
aMuHOTpaHc(hepaszaTa u/WiM MOBUIIIEHA CTOMHOCT Ha aclapTaT aMuHOTpaHcdepasaTa. J[pyru BaxxHH
HEXXeJIaHU PEaKIMU BKJIIOYBAT ChP/ICYHN HAPYIICHUS, XeMaTOTOKCUYHOCT, (PPAKTYpHU U AJIEPTrHUYCH
AJIBEOJTUT.

ZYTIGA Mmoe 1a mpeau3BUKa XUIEPTOHUS, XUTTOKATTUEMHUS U 3aIbpKaHe Ha TEYHOCTH KaTo
(hapMaKoJMHAMHYHO CJICJICTBHE OT HETOBUS MEXaHU3bM Ha AciicTBue. B npoyusanus da3za I11
OYaKBaHUTE MUHEPAIKOPTUKOUIHH HEKEJIAaHU PEAKLUH ca HaOII0AaBaH! M10-4E€CTO IPH MALUCHTH,
JIeKyBaHH ¢ abUpaTepOHOB aleTaT, OTKOJIKOTO TPH MAI[EeHTH, JICKYBaHH C IJ1a1e00: XUMOKATUEMHUS —
18% cperty 8%, xunepronus 22% cpeiy 16% 1 pecrieKTUBHO, 3aIbpyKaHe Ha TEUHOCTH (TIepudepeH
eneM) 23% cpemy 17%. Ilpu nauneHTy, 1eKyBaHU ¢ aDUPaTEPOHOB alLETAT, CIPAMO MAIIUEHTH,
nexyBaHu ¢ Tiane6o, ca HabmogaBann: CTCAE (Bepcus 4.0) crenenu 3 u 4 xunokanuemus rpu 6%
cupsimo 1%, CTCAE (Bepcust 4.0) crenienu 3 u 4 xuneprouus rpu 7% crupsamo 5% u crenenu 3 u 4
3aabprkaHe Ha TeYHOCTH (mepudepeH eaem) cboTBeTHO npH 1% cnpsamo 1% ot nauuenture. Kato
10 MUHEPAIKOPTHKOUIHUTE PEAKIIMK MOTaT J1a CE€ OBJIAJABAT YCIEIIHO C JIEKapCTBa.
EnHOBpeMeHHOTO MpUIIOKEHNE Ha KOPTUKOCTEPOHUIN BOJIU 10 HAMAaJIsIBaHE Ha YeCTOTaTa M CTEIeHTa
Ha TE3U HEXEJIaHW peakuuu (Bx. Touka 4.4).

TabauueH ciuchbK Ha HEXKETAHUTE PEAKIINH

B npoy4Banus npu NapieHTy ¢ HaIllpeIHal MeTacTaTH4eH KapIIMHOM Ha MPOcTaTara, JIEKyBaHH C
LHRH wnnn nexyBanu npenu ToBa ¢ opxuektomus, ZY TIGA ce npunara B 1o3a ot 1 000 mg nHeBHO B
KOMOMHALUS ¢ HUCKA 7033 MPEAHU30H WU NMPEeIHU30I0H (Wi 5, nin 10 mg AHEBHO B 3aBUCUMOCT OT
MMOKa3aHHUETO).

Heskenanute peakiuu, HAOMIOJaBAHH 10 BpEMe Ha KIMHUYHHUTE TPOYYBAHUS U TTOCTMAPKETHHTOBHS
OIIUT, ca MPEJICTABEHH IMO-I0JTy [0 KaTeropus yectora. Kareropuure 1o 4ecToTa ca onpeieneHH,
KaKTo cieBa: MHoOro decTd (> 1/10); wectu (> 1/100 no < 1/10); mewectu (> 1/1 000 mo < 1/100),
peaxu (= 1/10 000 mo < 1/1 000); muoro penku (< 1/10 000) u c Hen3BecTHA YecTOTa (OT HATHIHUTE
JTaHHU HE MOXKe Ja ObJc HalpaBeHa OICHKA).

HpI/I BCSKO I'pylmipaHe 10 Y€CTOTAa HCKCIIAHUTC JICKPCTBCHU PCAKIIUU Ca I/136p06HI/I B HU3XOIALI pCa
IO OTHOLICHUC HA TAIXHATAa CCPUO3HOCT.
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Ta6anna 1:

Hexenann peaKkuuu, HA0/110JaBAHH B KIMHUYHHA Npoy4YBaHUA U OT
MNOCTMAPKETUHIOBUSA OIIUT

CI/ICTeMO-OpFaHeH KJ1ac

Hexenana PE€aAKIMUA U Y€CTOTA

Nupexuun u nadecranuu

MHOTI'O 4E€CTH: I/IH(l)eKHI/ISI Ha IMIMKOYHUTEC IIbTUIIIA
YCCTU: CCIICUC

Hapymenusi Ha MMYHHAaTa cUcTeMa

C HCU3BCCTHA YCCTOTA: aHa(bI/IJ'IaKTI/ILIHI/I pCakuuun

Hapymenusi Ha eHIOKPHHHATA CHCTEMA

HCYCCTH! Haz[6L6peqHa HCOOCTATHYHOCT

Hapymenus Ha MmeTaboau3Ma u
XpaHeHeTo

MHOTI'O YECTHU. XUITOKAJIMCMHUA
YUCCTH: XUIICPTPUTITULICPUACMUSA

Chbpaeynn HapyLeHHust

YeCTH: ChpJeYHa HEAOCTAThYHOCT™, CTEHOKapAHs,
MPEICHPAHO MBKICHE, TAXUKAPAH

HEYeCTH: IPYTH apUTMHUH

C HEM3BECTHA YECTOTa: HH(PAPKT Ha MUOKap/a,
yabkaBane Ha QT unrepsana (Bx. Touku 4.4 u 4.5)

Cba0oBHM HapylieHus

MHOTI'0O YCCTHU: XUIICPTOHHUA

PecimpaTopHu, rpbIHHA U
MeINACTHHAJHYN HAPYIIEeHHs

pEeIKU: alepruyeH ajJaBeoauT?

CToMalIHO-4YpeBHH HAPYILIEHHs

MHOT'O YCCTU: JUapus
YCCTHU: JUCIICTICHUA

XenaToouaIuapHU HAPYIIEHUA

MHOTO YEeCTH: MOBHILIEHA CTOMHOCT Ha aJlaHuH
aMHHOTpaHc(epaszaTa W/Wiy MOBUILIEHA CTOWHOCT Ha
acrmaprar aMuHOTpaHncepasara’

penku: GyIMUHAHTEH XeMaTHT, OCTpa YepHOApoOHa
HEJIOCTAaThYHOCT

Hapymenusi Ha KoKaTa M MOJKOKHATA
ThKaH

YecTu: 0OpHB

Hapyuenusi Ha MycKyJIHO-CKeJIeTHATa
CHCTEMA M CheIUHUTEJIHATa ThKaH

HCYCCTH: MHUOIIaTHA, pa6110M1/10J11/13a

Hapymenns Ha 0bOpenuTe M NUKOYHHUTE
MbTHIIA

YCCTHU: XeMaTypus

OO0 HapyeHusi U eQeKTH HA MACTOTO
HA MPUJIOKEHHE

MHOT0 4ecTH: epudepeH eaem

HapansiBanusi, OTpaBsiHHS U
YCJI0KHEHUsl, Bb3HUKHAJIM B pe3yJiTaT Ha

yectu: ppaxtypu **

HHTCPBCHIIMU
*

C"bp)le‘lHaTa HEAOCTAThbYHOCT BKJIFOYBA U 3aCTOWHA CbpA€YHa HEAOCTATBYHOCT, JICBOKaMEpHa JZ[I/ICd)yHKLlI/Iﬂ u

HaMaJICHa q)paKHI/Iﬂ Ha U3TJIIaCKBAHC

** @pakTypH BKJIIOYBA OCTEOIIOPO3a U BCUYKHU (PPAKTYpPH € H3KIIOUCHUE HA MTATOJNIOTHIHU (QPaKTypH

CIIOHTaHHHU CHOOIICHHUS OT MOCTMAPKETHHTOBHSI OTTUT

[ToBuiIeHa CTOMHOCT Ha ajJaHUH aMHHOTpaHc(epas3aTa 1/Win MOBUILICHA CTOIHOCT Ha acrapTaT aMMHOTpaHcdepasara

BKIouBa yBennueHrne Ha ALAT, ysennuenne Ha ASAT u aGHOpMHa yepHOApOOHA (yHKLIUS

Crnennure Hexxenanu peakuun CTCAE (Bepcus 4.0) crerieH 3 ce Ha0Ir01aBaT Mpy MalUEHTH,
JIeKyBaHH ¢ a0UpaTepOHOB aneTaT: XUrmokameMus 5%; HHPEKIHs Ha MUKOYHHUTE bTHINA 2%);
MOBHUIIIEHA CTOMHOCT Ha aJlaHMH aMMHOTpaHc(epa3aTa u/WiM MOBUILIECHA CTOMHOCT Ha aciapTar
amuHOTpancgepasata 4%; xunepronus 6%; ¢ppaktypu 2%, nepudepex eaem, chbpacuHa
HEJIOCTATHLIHOCT U PENCHPAHO MBXKIeHe — Besika 1%. Xuneprpurnunepunemust CTCAE (Bepcus 4.0)
CTereH 3 u cTeHoKapaus ce Habmonasar npu < 1% ot naruenTure. MHGEKIMS Ha MUKOYHUTE ITHTHINA
CTCAE (Bepcust 4.0) crenen 4, noBuIIeHa CTOMHOCT HA allaHUH aMUHOTpaHcdepazaTa u/uiu
TIOBHUIIIEHA CTOWHOCT Ha acrapTaT aMHHOTpaHc(hepasaTa, XUIOKaTMEeMusl, ChpAeyHa HeIOCTaThYHOCT,
NpeACHPIHO MBXKIIEHE U PpakTypu ce HabronaBaT mpu < 1% OT manueHTure.

[lo-rossiMa yecToTa Ha CiIydyauTe Ha XMIIEPTOHUS M XUITOKAJMEMUsl ce HaOIro1aBa Mpy NomyJanusaTa
OT MaIMeHTH, YyBCTBUTEIHN KbM XOpMOHaIHa Tepanus (nmpoyusane 3011). Xunepronus ce
HaOmoxaBa pu 36,7% OT MomyJanusaTa MarueHTH, YyBCTBUTEITHN KM XOpPMOHATHA Teparus
(mpoyusane 3011), B cpasaenue ¢ 11,8% u 20,2% B npoyusanus 301 n 302. Xunokaauemus ce
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HabmonaBa nmpu 20,4% OT nomynanusaTa NalueHTH, 9yBCTBUTEITHU KbM XOPMOHATHA TEPaITus
(npoyuBane 3011) B cpaBuenue ¢ 19,2% u 14,9% B npoyusanus 301 u 302.

UecToTara 1 TeKECTTa HA HEXEJIAHUTE JIEKAPCTBEHU PEaKIIUHU ca MO-BUCOKHU MPH MOATPYIIUTE OT
MAKUEHTH C U3XOJCH CKOp 2 3a QYHKIMOHAIHO ChCTOSIHME IO cKajiaTa Ha M3TouHaTa KoonepaTHBHA
onkoniornuHa rpyna (Eastern Cooperative Oncology Group, ECOG), kakTo 1 npu MalyeHTH B
crapuecka Bb3pacT (> 75 years).

Onucanne Ha U30paHU HEXKEITAHU PEaKINU

Cwpoeuno-cvoosu peaxkyuu

B tpute npoyusanus dasza III ce u3karouBaT NaMeHTH C HEKOHTPOJIMPAHA XUIIEPTOHMSI, KIIMHUYHO
3HaYMMO CHPACYHO 3a00JsBaHe, MPOSABEHO KaTO MH(APKT HA MUOKapAa WU CIydad Ha apTepuaiHa
TpomOo03a mpe3 nocieHuTe 6 Mecela, TeKKa UM HecTaOUIHa CTEHOKAPIUS, WIIH ChPJICYHA
HepoctarbyHOCT Kiac III umu IV mo NYHA (mipoyusane 301) unu cepaeuna HegocrarbuHocT Kiac 11
1o Knac IV (mpoyusanus 3011 u 302), nnu u3mepena gpakuust Ha uztiaacksane < 50%. Beuuku
BKJIIOUEHH MAMEeHTH (JIEKyBaHU C aKTUBHOTO BEILIECTBO U C I1aLedo0) ca JeKyBaHH €AHOBPEMEHHO C
aHJpPOreH-IeNpUBallMOHHA Tepanus, riIaBHo ¢ npuioxenue Ha LHRH ananosu, kosto € cBbp3aHa ¢
nuabet, HH(apKT Ha MUOKap/Aa, MO3bYHOCHI0B MHIIMJCHT M BHE3aIIHA Chpe4Ha cMBbPT. YecToTara Ha
CBhPJEYHO-CHAOBUTE HEXENIaHU peakuuu B npoyusanus Paza Il npu mannenTy, mprueManiu
abupaTepoHOB aleTat CpsIMO IMAUSHTH, TPUEMaIlH 1ianedo, €, KakTo CiejBa: MpeachpIHO
MBxaeHe 2,6% cnpsmo 2,0%, taxukapaus 1,9% crapsamo 1,0%, anruna nekropuc 1,7% crpsimo 0,8%,
chpaeyna HepoctaTbuHOCT 0,7% copsimo 0,2% u aputmus 0,7% copsimo 0,5%.

Xenamomoxcuunocm

XenaToTOKCUYHOCT, ¢ noBuieHn croitnoctu Ha ALAT, ASAT u 061 6unupyOuH, ce chob1asa npu
NalKeHTH JIEKyBaHU ¢ abuparepoHoB auetar. Ot KnmuHuuHUTE poyuBanus Pasza I11
XeMaToTOKCUYHOCT crerneHu 3 u 4 (Hanpumep yBennueHne Ha ALAT wiu ASAT ¢ > 5 et Hag ULN
WK yBeJIMYCHUE Ha OmnupyOuna > 1,5 metu Hax ULN) ce choOiiaBa npu 0koiio 6% OT nalMeHTUTe,
npueMany abupaTepoHOB aleTar, OOMKHOBEHO Mpe3 MbPBUTE 3 Mecela Clie/l HauaJloTO Ha JICYEHUETO.
B mpoyuBane 3011 xenaroTokcuaHocT creneH 3 wiu 4 ce Habmonasa npu 8,4% OT MalueHTuTe,
nexyBauu cbC ZY TIGA. JleceT oT mauuenTure, kouto ca npuemanu ZY TIGA, ca nmpeycTaHOBUIH
Y4aCTHETO CH B IPOYYBAHETO MOPAAH XENMAaTOTOKCUYHOCT; 1BaMa Ca MOJyYHIIH XETaTOTOKCHYHOCT
CTEMEH 2, NIECTUMA — XEMaTOTOKCUYHOCT CTEMNEH 3 U ABamMa — XeMaTOTOKCHUYHOCT cTereH 4. B
npoyuBane 3011 HAMa CMBPTHH CIy4yau Ha MAIlMEHTH BCIIEACTBHE HA XENMAaTOTOKCHYHOCT. B
KIMHUYHUTE npoyusanus Paza 1l yBennuenune Ha CTOHHOCTHTE HA YepHOAPOOHUTE (PYHKLIMOHAITHI
MIOKA3aTeNH € MO-BEPOSITHO Ja ce HabJIoAaBa NpH MAMEHTH ¢ ITOBUILECHH U3XOAHU CTOMHOCTH Ha
ALAT umu ASAT, OTKOJIKOTO MK TaKUBa ¢ HOPMATHU H3XOTHH cToHHOCTH. Koraro ce HaOmoaaBa
yBenmuueHue Ha ALAT win ASAT > 5 neti Hag ULN win Ha OunupyOud > 3 metu Hag ULN,
NpueMbT Ha abUPaTEepOHOB alleTaT BPEMEHHO Ce MMPEKbCBa MIIH Ce MpeKpaTsBa. B nBa cioydas e
HACTBITHIIO U3PA3EHO YBEIMYCHNE Ha CTOMHOCTUTE HAa YePHOAPOOHUTE (PYHKITMOHATHH MTOKa3aTeNN
(Bx. Touka 4.4). [Ipu Te3u 1BaMa HAllMEHTH ¢ HOPMaJIHA U3X0/{HA YEPHOAPOOHa PyKIIUs ce
HaOmonaBa yBennuenue Ha ALAT u ASAT c 15 no 40 netu Hag ULN u yBenudenue Ha Ounupyouna
¢ 2 no 6 metr Hax ULN. Cnen ciupane Ha JIeYeHUETO, YEPHOAPOOHNTE (DYHKIIMOHAIHU TIOKA3aTeNN
ca ce HOpMaJIM3HUpaNY U TPHU IBaMaTa MalueHTH, a €eIUHUAT OT TAX € IMOAJI0KEH Ha IOBTOPHO JICUeHUE
cbc ZYTIGA 0e3 HOBO MoBHIIaBaHe Ha cTOMHOCTUTE. B mpoyuBane 302 noBuiiaBaHe Ha CTOMHOCTHUTE
Ha ALAT u ASAT crenier 3 u 4 ce HaOmonasa nipu 35 (6,5%) manueHTH, JeKyBaHU ¢ a0UpaTepoOHOB
arerat. [loBuIIeHUTE CTOMHOCTH Ha aMHHOTpaHc(epasaTa ca ce Bb3CTaHOBWIIN JI0 HOpMaTta Ipu
BCUYKHU MAlMEHTHU C U3KITIOYEHUE HA TPUMA (J[BamMa C HOBH MHOTOOPOWHH YepHOAPOOHH MeTacTa3u u 1
¢ noButern croHocTd Ha ASAT 61n30 3 cenmMuIy ciiest mocieaHaTa 103a abuparepoHoB anerart). B
xkJmHUYHY npoyusanus Pasa III 3a npeycTaHOBsIBaHE Ha JICUEHUETO B PE3YATAT HA NOBULIEHU
croitnoct Ha ALAT u ASAT wim abHOpMHA YepHOpoOHa QyHKIHMs ce chobmasa npu 1,1% ot
NalnueHTHTE, JeKyBaHH ¢ abupaTepoHoB aneraT u npu 0,6% OT manueHTure, JeKyBaHH ¢ Iiane0o; He
ce choOIaBaT CMBPTHH CIy4an B pe3yJTaT Ha XeMaTOTOKCHYHOCT.

B knuanYHN IMpoy4YBaHUs PUCKBT OT XCMATOTOKCHUYHOCT € HAMAJICH C U3KIIIOYBAHCTO OT Y4aCTHUC Ha

MAIMEeHTH C XENaTHT Ha U3XOIHO HUBO WX a0HOPMHU CTOMHOCTH Ha ()yHKIIMOHATHUTE YEPHOAPOOHU
nokazarend. B mpoyuBane 3011 nammenTtute ¢ u3xogau croitnoctr Ha ALAT u ASAT > 2,5 nbptr Haf
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ropuata rpanuua Ha Hopmata (ULN), ounupy6us > 1,5 metu Hag ULN nnu Te3u ¢ akTUBEH HIIH
CHUMIITOMAaTHYCH BUPYCEH XENaTUT WM XPOHUYHO YEPHOAPOOHO 3a00JsIBaHe, ACHUT WIN HAPYIICHUS
Ha KPHBOCHCUPBAHETO BCIIEICTBHE HA YEPHOAPOOHA TUCHYHKIIUS ca U3KITFOUSHH OT ydyacTue. B
npoyuBane 301, ca M3KIIIOUYECHH MaleHTH ¢ n3Xoauu ctoHocTd Ha ALAT u ASAT > 2,5 bt

Hazx ULN mpu oTchCTBHE HAa 4YepHOAPOOHU MeTacTasu, win > 5 bty Hag ULN npu Hanmuuue Ha
yepHOApoOHH MeTacTasu. B npoyuBane 302 He ce AOMycKaT NAlMEHTH C YepHOAPOOHHN MeTacTasy, a
Te3u ¢ u3xoauu ctoiHoctd Ha ALAT u ASAT > 2,5 neru Han ULN ca uskiroueHu. AOHOPMHUTE
CTOHHOCTH Ha YepHOAPOOHNUTE (PYHKIIMOHATHH IOKA3aTEIH, IPOSBSIBUIIN CE TP MALlUCHTH,
Yy4YacTBAalIH B KJIMHUYHYU MPOYYBAHMS, Ca OMIIM CTPOTO KOHTPOJIIUPAHH, KaTo Ce € H3UCKBAJIO
NPEeKbCBAHE Ha JICUCHUETO H CE € JIOIYCKAJIO MOBTOPHO JICYEHUE CaMO CIie]l KaTo YepHOIPOOHUTE
(yHKIIMOHAIHY TTOKA3aTelH MPU NalMEeHTUTE C€ BH3CTAHOBSAT JI0 U3XOAHUTE (BXK. TOUKa 4.2).
[TarmenTn ¢ yBenuuenne Ha ALAT nmu ASAT ¢ > 20 neti Hag ULN He ca JieKyBaHU IOBTOPHO.
be3zomacHocTTa Ha TOBTOPHOTO JIEYEHHE TIPY TE3U MALMEHTH HE € U3BECTHA U HE € U3SACHEeH
MEXaHHU3MBT Ha XeTaTOTOKCUYHOCT.

Cro0m1aBane Ha OJO3WPAHH HEXEIIAHU PEaKIInu

Cro01IaBaHeTo Ha IOJI03MPAHN HEXKENIaHW PEeaKluH ciie]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBESHHS
MPOAYKT € BakHO. ToBa MMO3BOIISIBA Ja IPOIBIKH HAOIIOICHIETO Ha CHhOTHOIIICHUETO IT0JI3a/PUCK 32
JeKapcTBeHUS MpoayKT. OT MEAUIIMHCKUTE CIICITUAINCTH CE N3KCKBA J]a ChOOIIaBaT BCIKa
M0JI03UPaHa HeXellaHa peakiys Yype3 HallMOHAIHA CHCTeMa 3a ChOOIIaBaHe, IIOCOYCHA B
ITpunoxenue V.

4.9 Ilpeno3upane
[Jannure 3a npegosupane Ha ZY TIGA npu xopa ca orpaHU4YeHH.

Hsama cnenuduuen antuaot. B cinyuait Ha npego3upaHe NPHUIIOKEHUETO TPSOBa BPEMEHHO Jia ¢
MIPEKbCHE U JIa Ce MpeInpueMaT O0MuaifHITe OB KAl MEPKHY, BKIIOUBAIIY TPOCTIEIIBAHE 32
APUTMUH, XUTIOKAJTUEMISI U 32 IPU3HALA M CHMIITOMH Ha 3aJbpKaHe Ha TeYHOCTH. YepHOapoOHaTa
(dyHKIUs chIIo TpsiOBa J1a ce OlCHSIBA.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOJCTBA

dapmakoTepareBTUYHA I'pyna: €HIOKPUHHA TEPANMsL, APYTH XOPMOHAIHU AHTATOHUCTHU U CPOJIHU
cpencta, ATC xox: LO2BX03

MexaHu3zbM Ha JIEUCTBHE

Aowupareponos arerat (ZYTIGA) ce npeBpblia in vivo B aOUpaTepoH — MHXUOUTOP Ha aHIPOTCHHATA
OounocunTe3a. KoHkpeTHO abupaTtepoH HHXHOHUpa CEIEKTUBHO ICHCTBUETO HA CH3UMA
170-xunpoxcunaza/C17,20-muaza (CYP17). To3u eH3uM ce ekcripecrpa B U € HeoO0X0IuM 3a
aH/poreHHara OMOCHHTE3a B TECTHKYJIapHATa, HAJIOBOpEYHATA U IPOCTATHATA TYMOPHA ThKaH.
CYP17 xaranu3upa npeBpbLIaHETO HAa IPETHEHOIOH U IPOreCTEPOH B IPEKYPCOPU Ha TECTOCTEPOH,
CHOTBETHO B Aexuapoenuanapocrepot (AXEA) u anapoctenanon upe3 170-XuaApoKCUINpaHe U
pasuenBane Ha C17,20 Bpb3kaTa. MuxubupaneTo Ha CYP17 b0 BOAM A0 3aCHIICHO ITPOU3BOICTBO
Ha MUHEPAIIKOPTHUKOUIH OT HaJOBOpeuHHTE 3K1e3H (BXK. Touka 4.4).

AHJPOTEH-UyBCTBUTEIHHAT IPOCTATEH KapIIMHOM OTrOBaps Ha JIeYeHHe, KOeTO HaMassiBa HUBaTa Ha
aHAporeHuTe. AHAPOreH-IeNPUBAIIMOHHUTE Tepanuy, kaTo jeyernre ¢ LHRH anano3u unn
OpPXHEKTOMHUS, HaMaJIsIBaT IPOU3BOJCTBOTO HA aHIPOT€HH B TECTUCUTE, HO HE 3acATaT TAXHOTO
NPOM3BOJCTBO OT HAOBOPEUHUTE XKJIIE3U WK B TyMopa. Jleuenunero cbe ZY TIGA HamansiBa
CEepyMHHI TECTOCTEPOH JI0 HEOTKpHBaeMH HHBa (IIpY U3IOJ3BaHE Ha MpeAjiaraHuTe Ha Ia3apa roTOBH
TECTOBE), KoraTo ce npuiara eqHoBpemenno ¢ LHRH ananosu (unu opxuekromus).
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DapmakoauHAMUYHY €EKTH

ZYTIGA noHunxaBa CEpyMHUSI TECTOCTEPOH U IPYTH aHAPOTEHU 10 HUBA, TIO-HUCKH OT TIOCTUTHATHUTE
¢ npuiaraHe Ha LHRH aHano3u camocToaTesHo uiiu npu opxuekTomus. ToBa € pe3yarar oT
CeNeKTUBHOTO MHXHOMpaHe Ha eH3uM CYP17, HeoOxoaum 3a anaporenHara ouocuntesa. PSA ciyxun
KaTo OMOMapKep NpH MALMEeHTH ¢ KapLUHOM Ha npocTaraTta. B knuanuHo npoyusane ®aza 11 npu
MAIUEHTH, TI0Ka3aJIy HEyCIeX KbM MPEAX0IHAa XUMUOTEPAINS C TaKCaHHU, 38% OT MaLllUEHTHTE,
JICKYBaHH ¢ aOUpaTepoOHOB areraT, cpeiry 10% oT malueHTHTe, JISKYBaHH ¢ I1anebo, ca mokasaiu
MuUHUMYM 50% crnax cpsMo U3XOIHUTE HUBA Ha PSA.

Knnanyna eukacHocT ¥ 6e30MacHOCT

EdukacHocTTa € ycTaHOBEHA B TPH PaHAOMH3UPAHH, ILIAe00-KOHTPOIMPAHH, MHOTOIICHTPOBH,
kiuHn4HY npoyuBanus @aza Il (mpoyusanus 3011, 302 u 301) npu natmenta ¢ mHSPC u mCRPC.
IIpoyuBane 3011 BxirouBa narueHT ¢ HoBoauarnocturupan mHSPC (B pamkute Ha 3 Mecera cien
PaHJOMU3UPAHETO), KOUTO NUMAT BUCOKOPHCKOBH NMPOTHOCTUYHU (akTopu. BrucokoprckoBara
NPOTHO3a Ce ONpees KaTo HaJuyue Ha MUHIUMYM 2 OT ciieqHuTe 3 puckoBu ¢akropa: (1) ckop mo
Gleason > 8; (2) Hanmure Ha 3 WK IOBeYe JIE3UH IPU CKaHUpaHe Ha KocTute; (3) Haluune Ha
U3MEPUMHE BUCIIEpallHU (C M3KITIOUeHUE Ha 3a00MsBaHe Ha TUM(HUTE BB3JIM) MeTacTasu. B akTHBHOTO
pamo ZYTIGA ce npuinara ¢ no3za 1 000 mg qHeBHO B KOMOMHALUS C HUCKA 71033 IPEAHU30H 5 mg
BEJHEBXK THEBHO B nombiaHeHne KbM ADT (aronnct Ha LHRH wnm opxuekromus), KoeTo €
cTaHnapHoTo jeueHue. [lamuenture B KOHTpoHOTO pamo nonydaBat ADT u mmane6o xakto 3a
ZYTIGA, Taka u 3a mpenuu3oH. B mpoyuBane 302 ca BKJIIOUEHH MaLMEHTH, KOUTO HE ca JIEKYBaHH C
Jouerakcen, a B npoyusae 301 — manueHTH, IpeMUHAIN MTPEIXOJHO JIEYEHHE C TOLIETaKCET.
ITanuenture ca npuemanu LHRH ananor uiau ca npeMuHany Je4eHue ¢ opxuekromud. B rpynara Ha
aktuBHO Jeuenue ZY TIGA ce npuiara B 1o3a ot 1 000 mg qHEBHO B KOMOWHAIIMSI ¢ HUCKA J103a
NPEAHN30H WK TIPEAHU30JI0OH 5 mg JBa IbTH AHEBHO. KOHTpOIHMTE MAaeHTH MMoyvaBar mianebo u
HUCKA /1032 IPEJHU30H WIHA MIPETHU3O0JI0OH 5 mg Ba IBTH THEBHO.

[IpomenuTe B cepyMHUTE KOHIIEHTpauu Ha PSA He BUHAru roBopsIT 3a KIMHUYHU TOJI3U. 3aTOBa U
BBB BCUUYKH IIPOYYBAHHUS C€ IIPENOPBYUBA IMALIMEHTUTE Jja OCTAHAT Ha JICYCHUATA, IPOBEXKIAHU 110
IIPOYYBAHETO, O TIOCTUTAaHE HA KPUTEPHUUTE 3a NIPEYCTAHOBSBAHE, [IOCOUYEHH I10-J0JIy 38 BCAKO
IIPOY4BaHeE.

B HUTO €qHO OT MPOYYBaHUATA MIPUIIATAHETO HA CIIMPOHOIAKTOH HE € PA3pelICHO, Thid KaTo
CITMPOHOJIAKTOH C€ CBBP3Ba C aHIPOTCHHUTE PEIENITOPY U MOKE Jla TIOBUINK HUBaTa Ha PSA.

Ilpoyueane 3011 (nauuenmu c noéoouaznocmuyupan eucokopucxkoe mHSPC)

B npoyusane 3011 (n=1199) menuanara Ha Bb3pacTTa Ha BKIIOYCHHUTE MAllUEHTH € 67 roguHu. bpost
Ha MalUeHTHUTE, JICKYBaHU Che Zytiga 1o pacoa rpymna e oenu 832 (69,4%), asuatim 247 (20,5%),
YepHOKOXXHU WK adpoamepukanuu 25 (2,1%), apyru 80 (6,7%), HensBecHa/ue ce cpobmasa 13 (1,1%)
1 aMEPUKAaHCKU MHIMAHIM MK KOpeHHO HaceneHue Ha Asicka (0,3%). CKopbT 3a GYHKIIMOHAIHO
cwerostaue o ECOG e 0 wiu 1 mpu 97% ot manmenture. [larueHTuTe ¢ M3BECTHU METACTa3! B
MO3bKa, HEKOHTPOIMPAaHA XUIIEPTOHMS, CEPHO3HO CHPJICYHO 32a00IIBaHE WIH ChpJcUHA
HegoctarbyHOCT Kiac I mo NYHA ca uskmtouenu. [lanuenTute, KOUTO ca JIEKyBaHU € MIpeAlecTBaa
(hapMakoTeparus, ThUeJICUCHHE WU OTIepalys 3a METaCTaTHYCH PaK Ha MPOCTAaTaTa ca U3KII0UYEHH, C
uskimoueHne Ha 10 3 mecena ADT wnmu 1 xypc manuaTuBHO OONFYBaHE WM XUPYPrHUYHA TEPAIHs 32
JIEYeHUE Ha CUMIITOMHU, IPOU3TAYAIIHU OT MeTacTa3u. ChbBMECTHUTE ITbPBUYHU KPAHU TOYKH 32
eukacHoCT ca o0ma npexupsieMoct (OS) u npexuBseMoct 6e3 pentrenorpadceka nporpecus (rPFS).
Mennanara Ha U3XOIHUS CKOp 32 00JKa, U3MEpEH ¢ OMOIITA Ha chKkpaTeHa Gpopma Ha Kparbk
BBIPOCHUK 3a Oojkara (Brief Pain Inventory Short Form, BPI-SF), e 2,0 kakTo B rpynarta Ha aKTHBHO
JIeUeHHeE, Taka U B Tpymnara Ha riane6o. OCBeH Upe3 H3MEPHUTENINTE Ha ChBMECTHHUTE ITbPBUYHU
KpaiH! TOYKH TI0J13aTa € OIICHEHAa U C TIOMOIITa Ha BPEMETO JI0 ChOUTHE, CBBP3aHO

¢ koctHara cuctema (SRE), BpemeTo 10 mocienBaina Tepamus 3a pocTaTeH KapLuHOM, BPEMETO 10
3armo4YBaHe Ha XUMHUOTEPAIIUs, BPEMETO JI0 IPOrpecks Ha OoyKaTa u BpeMeTo 10 mporpecus Ha PSA.
JleuenneTo POIBIDKABA JIO MIPOTPECHs Ha 3a00JIIBAHETO, OTTETIISIHE HA CHIVIACKETO 3a Y4acTHe,
NosIBaTa Ha HEMTPUEMIINBA TOKCUYHOCT WM CMBPT.
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[IpexussiemoctTa 6€3 peHTreHorpad)cka MpOrpecHst ce ONpeAeisi KaTo BPEMETO OT PaHIOMU3UPAHETO
JI0 TIOsIBaTa Ha peHTreHorpad)cka mporpecus Wik CMBbPT 10 KaKBaTO U 13 € IPUYHHA.
PenTrenorpadckara nporpecus BKIIOUBa IPOTPECHs, YCTAHOBEHA Ype3 CKaHUpaHe Ha KOCTHTE
(chIiIacHO M3MEHEHUTE KPUTEPUHU Ha paboTHATA TpyIia 3a mpoctareH kapuuHom 2 (Prostate Cancer
Working Group-2, PCWG2)) unu nporpecusi Ha MEKOTbKaHHUTE JIE3UH, YCTAaHOBEHA C IOMOLITA Ha
KT nnu IMP (cpraacHo kputepuu 3a OlieHKa Ha OTTOBOpa Ipu coiaugau TyMmopH (Response
Evaluation Criteria In Solid Tumors, RECIST)).

HabmronaBana e 3naunma pasznuka B rPFS mexny TepaneBTuunuTe rpynu (Bx. Tabnuua 2 u
¢urypa 1).

IIpexnBsieMocT 6e3 peHTreHOrpagcka Nporpecusi — CTpATH(UIMPAH aHAJIN3;
Intent-to-treat monmynaums (mpoyusane PCR3011)

Taoauma 2:

AA-P ITnae6o

PannomMusupany narueHTu 597 602

Crc cnOurne

239 (40,0%)

354 (58,8%)

Lenzypupanu

358 (60,0%)

248 (41,2%)

Bpeme 1o crbutHe (Mecenn)

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

Koeduument na puck (95% CI)°

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

Benexka: +=nen3ypupano Habmoaenne, NE=ne moxe na 6b1e n3umcieHo. CiyyanTe Ha peHTreHorpadcka nporpecus u
CMBPT ce cuuTart 3a onpenesiay rPFS ceournero. AA-P=nanuenTn, npueManyu abupaTepoH aneTaT ¥ MpeIHU30H.

& p-croifHocTTa e mosydena ot log-rank Tect, crpatudumupan no ECOG ckop 3a dhyHkiMoHanHo cherosuue (0/1 umm 2)
Y BUCLICpAJTHU JIe3UH (JIUIICA WU HAJIMYHUE).

KoedHuIMeHThT Ha PUCK € MOIyYeH OT CTpaTU(UIMPaH IPOMOPIIMOHATIECH pUCcKOB Moen. KoedunueHt Ha puck <1 ¢ B

mon3a Ha AA-P.

®urypa 1: Kpusn na Kanuian-Maiiep 3a npe:xxuBsieMocT 0e3 peHTreHorpagcka nporpecus;
Intent-to-treat monyaanus (mpoyusane PCR3011)
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HabmronaBa ce cratuctuiecku 3Ha4MMO nogo0penue Ha obmara npexxussiemocT (OS) B monza Ha AA-
P umioc ADT c¢ 34% nonmxkeHre Ha pucka OT CMBPT B cpaBHeHHE ¢ utanebo miroc ADT (HR=0,66;
95% CI: 0,56, 0,78; p<0,0001) (Bx. Tabnuma 3 u purypa 2).

Table 3: O0ma npexuBsieMOCT HA MAUEHTH JeKyBaHu WM c¢b¢ ZYTIGA nin ¢ miane6o
B npoyuBane PCR3011 (Intent-to-Treat ananus)
O0ma npexuBsIeMOCT ZYTIGA ¢ Inauedo
NMpeIHU30H (N=602)
(N=597)
CwmppT (%) 275 (46%) 343 (57%)
Menuana Ha IPEKUBIEMOCTTA (MECEIIH ) 53,3 36,5
(95% CI) (48,2; NE) (33,5; 40.0)
Koedurment Ha puck (95% CI)! 0,66 (0,56; 0,78)

NE=He Moxe 1a Obae U3YUCIIEHO

1
Koe(pnuueHTsT Ha PUCK € MOIYyYeH OT CTPaTU(GHUIMPAH MPOIOPIHOHANEH PUCKOB MoJieT Ha puckoBere. Koedurment na
puck <1 e B mon3a Ha ZYTIGA ¢ npenHu30H.

@urypa 2: Kpusn na Kamutan-Maiiep 3a o0ma npe:kussiemoct; Intent-to-treat momynamus
(anaym3 Ha npoyusadne PCR3011)

100

80—

40

20+

% Ilpexupsiemoct De3 CMEPT

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

Meceld cIeq paHIOMH3IHPAHETO
PHCEOBH MalTHEHTH
AOHpaTepoHOB alleTaT 537 565 529 479 425 389 351 311 240 124 4D 0 0
[Imameoo 602 564 505 432 368 315 256 220 165 69 23 0 0

ADHpaTepoHOE aneTar — — — — [l1amedo

AHajM3UTe HA MOATPYIIUTE HEM3MEHHO ca B 10J13a Ha jJeueHueTo ¢be ZY TIGA. EdektsT OT
neuenneto ¢ AA-P Bepxy rPFS u OS B npenBaputento onpeienieHUTe MOATPYH € OJIarONpHUsITEeH |
CBHBMECTHM C 0011aTa MOMyIalys B IPOYUIBaHETO, ¢ U3KIoueHne Ha noarpynara ¢ ECOG ckop 2,
KBAETO He ce HabM0AaBa TeHACHLUS KbM T10J13a, HO MAJIKHAT pa3Mep Ha u3BagkaTa (n=40)
OrpaHHYaBa U3BIMYAHETO HAa 3HAYUMO 3aKIIIOUCHHE.

B nompinHeHue kbM HaOII0JaBaHOTO MO0OpeHUe Ha odmiara npexxussieMoct U rPFS e
JIEMOHCTpHpaHa 1moiiza ot jeueHuero cbe ZY TIGA cnpsimo iane6o mpyu BCHYKH MPOCTIEKTHBHO
OIPEACIICHN NU3MCPUTCIIN HA BTOPUYHHUTEC KpaﬁHH TOYKH.

Ipoyusane 302 (nayuenmu, Koumo He ca NPOGEAHCOANU XUMUOMEPANUS)

ToBa mpoyuBaHe BKJIHOYBA MMAIMEHTH KOUTO HE ca MPOBEKIAIH MTPEIX0AHA XMMHOTEPAITUs, KOUTO ca
ACUMITOMATHYHU WITU C JIEKO N3Pa3eHU CUMIITOMH U 332 KOUTO XUMHOTEPAITHS BCE Ol HE € KIIMHUIHO
noka3ana. Cxop ot 0-1 mo Brief Pain Inventory- Short Form (BPI-SF) 3a naii-momara 6onka B
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MNOCJICIHUTEC 24 gyaca e cueTcHa 3a ACUMIITOMATHUYHA, KaTO CKOP OT 2-3 ce cuuTa 3a JIeKO nu3pa3cHa
CHUMIITOMATHKA.

B npoyusane 302 (n=1 088) mennanaTa Ha Bb3pacTTa Ha BKIIOYEHHUTE MAIIMEHTH € 71 TOANHHU 32 Te3H,
nexyBaHt ¢bC ZY TIGA 1utroc mpeTHU30H HIIH NPEAHN30JI0H U 70 TOAWHH 3a NAlEeHTUTE, JIEKYBaHH C
w1ane0o MII0C NPEAHU30H WM MPeIHU3010H. bposT Ha manuenture, nekyBanu csc ZY TIGA, o
pacoBu rpynu e: 6enu 520 (95,4%), uepHokoxu 15 (2,8%), asuaruu 4 (0,7%) u apyru 6 (1,1%). 76%
oT nauueHTuTe umat ckop 0 3a pyHKIIMOHATIHO CHCTOSTHHE MO cKanaTa Ha V3ToyHara KoomnepaTuBHa
onkonornuna rpyna (Eastern Cooperative Oncology Group, ECOG), a 24% ot nanuenTture— ckop 1 u
B ABeTe pameHa. 50% OT manueHTUTe UMaT caMO KOCTHU MeTacTasu, Ipyru 31% uMaT KOCTHU U
MEKOTHKaHHM METAcTa3! MM MeTacTa3u Ha JIMMQpHHTE BB3IH, a 19% uMar caMo MEKOThKaHHU
METacTa3 WIK METACTa3H Ha TMM(QHUTE Bb3IU. [lalienTiTe C BUCIepallHi METacTa3! ca U3KIIOYCHH.
CpBMeCTHUTE THPBUYHH KPaHU TOYKH 32 e(PUKacHOCT ca o0Iara MpeKuBIEMOCT U MPEKUBIEMOCTTA
0e3 peutrenorpadcka nporpecus (rPFS). B nonmbiaHeHre KbM 0OKa3aTeIUTE 32 ChBMECTHUTE
I'BbPBUYHU KPAaliHU TOYKH € OLIEHEHA M I0J13aTa C IOMOIITA Ha BPEMETO JI0 IPUIIOKEHHNE HA ONUaT
Cpelly KapIMHOMHaTa 00JKa, BpEMETO JI0 3all0YBaHE HAa IUTOTOKCHYHA XUMUOTEPAIIHSL, BPEMETO 110
BiomasaHe Ha ECOG ckopa ¢ > 1 Touka u BpemeTo A0 nporpecus Ha PSA cberiacHo kputepunre Ha
paboTHara rpyma 3a mpoctareH kapiuuHoM 2 (Prostate Cancer Working Group-2, PCWG2). Jleuennsra
10 IPOYYBaHUATA CE MIPEKPATIABAT B MOMEHTA Ha OYE€BUAHA KIIMHUYHA nporpecus. Jleuenusara Mmosxe
Jla ce TMPEKpaTsIT U B MOMEHTA Ha MMOTBBPJICHA peHTTeHOTpadcka mporpecus 1Mo MmpereHKa Ha
u3cIe0BaTeNsl.

[IpexxuBsiemocTTa 6€3 penTreHorpadeka nporpecus (rPFS) e orieHeHa ¢ momMoiita Ha CEKBEHITHAIHN
o0Opa3uu npoyusanus ceriaacio PCWG2 kpurepunte (3a KOCTHU JIE3UH) U U3BMEHEHUTE KPUTEPUH 32
OIIEHKa Ha OTroBopa npu conuaau TyMmopu (Response Evaluation Criteria In Solid Tumors, RECIST)
(3a mexoTwrkaHHU Je3un). [Ipu ananmza Ha rPFS e n3non3BaHa ieHTpaIHO ChriTacyBaHa
peHTreHorpadcka oleHKa Ha MPOTrpecHusTa.

B nmanupanus ananu3 Ha rPFS npu 401 cnyqas 150 (28%) ot nanuenTure, nekyBanu cbc ZY TIGA u
251 (46%) oT IeKyBaHUTE C TUIAIe00 ca UMM PEHTICHOIpad)CKU JI0Ka3aTeICTBa 3a IPOTPECHsI UK
ca mounHaiu. HabmonaBana e 3HaunMa pasnvka B rPFS Mexay TepaneBTH4YHHTE TPy (BXK.
tabmuua 4 u urypa 3).

Ta6nauua 4:  IIpoyuBane 302: [IpexuBsieMocT 6e3 peHTreHorpagcka nporpecusi npu
NMALIHEeHTH, JeKyBaHH ¢b¢ ZYTIGA nim nianedo B KOMOMHANMA C NPeIHU30H
WM MIPeHU30JI0H 1oc anano3n Ha LHRH nim npenmecreama

OPXHEKTOMHUSI
ZYTIGA IInane6o
(N=546) (N=542)
Ipexussaemoct 6e3
peHTreHorpageka
nporpecus (rPES)
IIporpecust uiu cMbpT 150 (28%) 251 (46%)
Memuana na rPFS B mecenu He e mocturuara 8,3
(95% CI) (11,66; NE) (8,12; 8,54)
p-croitHOCT* <0,0001
Koeduuuent na puck (HR)** )
(95% CI) 0,425 (0,347; 0,522)

NE=He e usuucnena
*  p-cToifHOCTTa € moiy4eHa oT log-rank Tecrt, ctparudunupan no uzxonen ECOG ckop (0 wu 1)
** HR <1 B nonsza Ha ZYTIGA
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®urypa 3: Kpusn na Kanutan-Maiiep 3a npe:xxuBsieMocT 0e3 peHTreHorpagcka nporpecus
NpH NalfeHTH, JeKyBaHH ¢be ZYTIGA nin mirane6o B komOMHanusi ¢
NPEeIHU30H WM NPEeAHU30JI0H ITI0c aHaa03M Ha LHRH wim npeamecrsama
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AA=ZYTIGA

JlaHHHM 32 MAIMEHTUTE MPOIbIDKABAT Jia ObAaT CHOMPAHHU J0 JaTaTa Ha BTOPHUS MEKIMHECH aHAJIN3 Ha
obmrara npexussemoct (OS). PentrreHorpadckara oneHka Ha uzcienoBateis Ha rPFS, nanpaBena
KaTo IMOCIIEBAIIl aHAIN3 Ha YyBCTBUTEIHOCTTA, € MpeACcTaBeHa B Tadnua 5 u gurypa 4.

IlectcroTuH 1 ceneM (607) manueHTH ca UMad peHTreHorpadcka Mporpecus UM ca MOYNHAIH:
271 (50%) B rpynara Ha abupatepoHoB auerat u 336 (62%) B rpynara Ha mnane6o. Jleuenuero ¢
abupaTepoHOB aLeTaT HaMalsABa PUCKa OT peHTreHorpadcka nporpecus wiu cMbpT ¢ 47% B
cpasHenue ¢ miarne6o (HR=0,530; 95% CI: [0,451; 0,623], p < 0,0001). Meauanara ua rPFS e
16,5 Mecena B rpynara Ha aOUpaTEpOHOB alleTaT U 8,3 Mecella B Irpyrnara Ha Iiamneto.

Ta6éauuna S:  IIpoyuBane 302: [IpexuBsieMocT 6e3 peHTreHorpagcka nporpecusi npu
NanMeHTH, JekyBanu cb¢ ZYTIGA uiu niane6o B KOMOMHAIMA ¢ MPeTHU30H
WM MIPeHU30JI0H 1oc anano3n Ha LHRH nim npenmecreama
opxueKTOMUS (IIPH BTOPU MeKIMHEH AHAJIM3 HA 001aTa NPeKMBIEMOCT-
OIIeHKA HA M3CJIe/I0BaTeIs)

ZYTIGA Inane6o
(N=546) (N=542)
Ipexussaemoct 6e3
peHTreHorpageka
nporpecusi (rPFS)
[Iporpecust uiu cMBPT 271 (50%) 336 (62%)
Menuana Ha rPFS B Mecenn 16,5 8,3
(95% CID) (13,80; 16,79) (8,05; 9.,43)
p-cToitHOCT* <0,0001
Koeduuuent Ha puck** ]
(95% CI) 0,530 (0,451; 0,623)

*  p-croifHOCTTa € moiy4eHa oT log-rank Tecrt, ctparudunupan no usxonen ECOG ckop (0 wu 1)
** Koe¢unueHt Ha puck < 1 B mon3a Ha ZY TIGA
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®durypa 4: Kpusn nHa Kanutan-Maiiep 3a npe:kuBsieMocT 0e3 peHTreHorpagcka nporpecus
NpH NaleHTH, JeKyBaHu cbe ZYTIGA uiu niiane6o B KoMOMHaIus ¢
NPEeIHU30H WM NPEeIHU30JI0H ITI0c aHa03M Ha LHRH nim npeamecrBama
OpPXHEeKTOMHUS (IIPH BTOPH MEKIMHEH aHAJIN3 HA OS-o1leHKa HA H3CJIe10BaTeIs )
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[IpoBeneH € mIaHupaH MeXAUHEH aHanu3 (interim analysis, [A) Ha OS cien 333 cMBpPTHH Ciy4dasl.
[IpoyuBaHeTo € HE3acJIENeHO ¢ OrJie/l Ha 3HAYMMOCTTa Ha HAOI0JaBaHUTE KIIMHUYHY TOJI3U 1 Ha
MalnMeHTHUTE B IpymaTa Ha mianedo e npeanoxeno geuenne cbe ZY TIGA. Obmara npexxuBseMocT €
no-abara npu ZY TIGA cnpsimo 1miane6o ¢ 25% nonmxkenue Ha pucka ot cMbpT (HR =0,752; 95 %
CI: [0,606; 0,934], p=0,0097), Ho manuute 3a OS He ca JOCTATHUYHU U MEKIUHHHUTE PE3YJITATU HE
OTrOBapAT Ha NPEABAPUTEIHO ONpeiesieHaTa TPaHuIa 3a CIIMPaHe ChC CTATHCTUYECKa 3HAYMMOCT (BXK.
tabnuua 4). [IpocnensBaHeTo Ha MPEKUBIEMOCTTA € IPOIBIDKUIIO cliesl To3u 1A.

[TnanupanusT okoruaTeneH ananu3 3a OS e mpoBeseH, ciel KaTo ca HaOmonaBanu 741 cMBpTHH
ciy4vas (cpemaHo npociensBane 49 mecerna). [lounaanu ca 65% (354 ot 546) ot manueHTHTe,
nexyBauu cbC ZY TIGA, B cpaBHenue cbe 71% (387 oT 542) oT manmeHTHTe, IEKyBaHH C M1a11e0o0.
JemoHcTpupaHa e craructudecky 3HaunMa OS B 1oJ3a Ha rpymnara, Jiekysada cbe ZY TIGA ¢ 19,4%
noHmkeHne Ha pucka ot cMbpT (HR = 0,806; 95% CI: [0,697; 0,931], p=0,0033) u nogobpenue Ha
cpemnara OS ¢ 4,4 mecena (ZYTIGA 34,7 mecena, mane6o 30,3 mecemna) (Bx. Tadnuma 6 u

¢urypa 5). ToBa momoOpenue e gokazaHo, BeIpeku ue 44% oT manuMeHTUuTe B TpymaTa Ha mianedo ca
nosyumn ZY TIGA kaTto mocneaBaia Tepamnmsl.
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Tab6anna 6:

IIpoyusane 302: O0ma npe:kMBAEMOCT HA NIALMEHTHTE, JIEKYBAHH ChC

ZYTIGA nin mi1ane6o B KOMOMHAIUSI ¢ MPEHU30H HIIN NPEAHU30JI0OH ILTIOC
anajgo3u Ha LHRH wniam npexmecrBama opxueKToMust

ZYTIGA Ilnauedo
(N=546) (N=542)
MexauHeH aHAJIU3 32 IPEKUBIEMOCT
CwmppT (%) 147 (27%) 186 (34%)
Menunana Ha PEKUBIEMOCTTA (MECEIIH) He e nocturnara 27,2
(95% CI) (NE, NE) (25,95; NE)

p-croitHOCT* 0,0097

sk
Koeduuuent Ha puck 0,752 (0,606; 0,934)

(95% CI)
OxoHYATe/IeH aHAJIN3 32 TPEKUBIIEMOCT
Cwmspt (%) 354 (65%) 387 (71%)
Menanana Ha o0mIaTa MpexXuBIEMOCT (MECEIIH) 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
(95% CI)

p-cToiHOCT*

0,0033

Koeduuunent na puck**

(95% CI) 0,806 (0,697; 0,931)

NE=#ne ¢ uzunciena

*  p-croifHOCTTa € moiy4eHa oT log-rank Tect, ctparudunupan no uzxonen ECOG ckop (0 wu 1)
** Koe¢uuunent Ha puck < 1 B nomsa va ZYTIGA

®urypa 5: Kpusu na Kannan-Maiiep 3a npe:KuBsieMOCT NP NAIIMEHTH, JJeKYBAHH ChC
ZYTIGA wau niiane6o B KOMOMHALMS ¢ MPEIHU30H WU MPETHU30J0H ILTIOC
anayio3n Ha LHRH unin npeamecrBana opXueKTOMHs, OKOHYATEeIeH aHAJIN3
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AA=ZYTIGA

B momeiHeHne KbM HAONIOIaBaHUTE MTOA00OpEHUs B 001maTa npexxuBsiemocT u rPFS ca
JIEMOHCTPHPaHH MOJN3K Ha JieueHneTo ¢be ZY TIGA crnpsmo mnare0o mpu BCHYKY TIOKa3aTeld Ha

BTOPUYHU KpalHU TOUKH, KAKTO CIIEABA!
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Bpemeto no nporpecus Ha PSA ceriiacao PCWG2 kputepuunte: MequaHata Ha BpEMETO 10
nporpecust Ha PSA e 11,1 mecena 3a nanuentu, npueManii ZY TIGA u 5,6 mecena 3a naluueHTH,
npuemaru miamnedo (HR=0,488; 95% CI: [0,420; 0,568], p < 0,0001). BpemeTo n0 nporpecus Ha PSA
MpUOIM3UTENHO ce € yaBomio npu jJeuenneto cbe ZY TIGA (HR=0,488). [IponieHTHT Ha MalueHTUTE
¢ notBbpreH PSA otroBop e no-rossim B rpynara Ha ZY TIGA, oTkonkoTo B Ta3u Ha miane6o (62%
capsmo 24%; p < 0,0001). Ilpu manueHT! ¢ M3MEpUMH MEKOTHKaHHU 3a00J1siBaHMs ce HabIronaBa
3HAYMMO MOBHIICH OPOH ITBJIHU M YaCTHYHH OTTOBOPH Ha TyMOpa nipu JieueHnero cbe ZY TIGA.

BpemeTo n0 npuioxeHne Ha OMUAT Cpelly KapIuHOMHaTa 00JIKa: MeJraHaTa Ha BPEMETO JI0
MIPUJIOKEHHUE Ha ONUAT cpelny 00JIKaTa Py MPOCTaTEeH KapIMHOM IO BpeME Ha OKOHYATCIHUS aHAJIH3
e 33,4 mecena npu narrenTy, npuemanty ZY TIGA, a nipu Te3u, mpuemMaiy mianebo, ¢ 23,4 Mecerna
(HR=0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpeme 1o 3ano4yBaHe Ha IIUTOTOKCUYHA XUMHOTEpamusi: MenuaHaTta Ha BpeMETO JI0 3all04YBaHe Ha
UTOTOKCUYHA XUMHUOTepanusd € 25,2 Mecena npu nanuenTty, npuemam ZY TIGA u 16,8 mecena npu
naruenTty, npuemainy manedo (HR=0,580; 95% CI: [0,487; 0,691], p < 0,0001).

Bpeme no Bnomasane Ha ¢pynkunonanuus ECOG ckop ¢ > 1 Touka: MeanaHata Ha BpeMETO 110
BrnomasaHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 mecena npu nauuenTH, npueManu ZY TIGA u
10,9 mecena mpu nanuenty, npuemarny mianeoo (HR=0,821; 95% CI: [0,714; 0,943]; p=0,0053).

CrnenHute KpailHU TOYKY B MIPOYUYBAHUSATA TTOKA3BAT CTATUCTUYECKU 3HAYUMO MPEIUMCTBO B MOJ3a Ha
sneuenneTo cse ZYTIGA:

ObexktuBeH oTroBop: OOEKTUBHUSAT OTTOBOP € ONpEIeIeH KaTo MPOLEHT Ha MAUeHTUTE C H3MEPHMO
3a00JsIBaHe, MOMYYHIH ITbJIeH WK YacThHueH oTroBop ckriaacHo RECIST kpurepunte (pazMepsT Ha
muMQHUTE B3I Ha U3XO0HO HUBO TPsIOBA Ja € > 2 c¢m, 3a JIa e CUUTa 3a TAPTeTHA JIC3Us).
[IponeHTHT Ha MAIMEHTHTE ¢ U3MEPUMO 3a00IIIBaHE HA U3XOJJHO HUBO, TIOJTYYMIH OOCKTHBEH
0TroBop, € 36% B rpynata Ha ZYTIGA u 16% B rpynara Ha mane6o (p < 0,0001).

Bbonka: Jleuennero cbe ZY TIGA 3HaunMo HamansBa prcKa OT MPOTPECHs Ha CPEIHUS UHTEH3UTET Ha
oomnkata ¢ 18% B cpaBHeHue ¢ ianebo (p=0,0490). MenuaHara Ha BpeMeTO J0 POTpecHs €
26,7 mecena B rpynara Ha ZY TIGA u 18,4 mecena B rpynata Ha miane6o.

Bpeme no Bnomasane Ha FACT-P (0611 ckop): nedenneto cbe ZY TIGA HamansBa pucka oT
BiomaBade Ha FACT-P (061 ckop) ¢ 22% B cpaBaenue ¢ mianebo (p=0,0028). Meananara Ha
BpemeTo 110 Biomasane Ha FACT-P (o6my ckop) e 12,7 mecena B rpynara Ha ZY TIGA u 8,3 mecena B
rpyrnara Ha 1ianeoo.

Ipoyusane 301 (nayuenmu, Koumo ca nposexcoan npeoxooHa Xumuomepanust)

B npoyusane 301 ca BKJIIOUEHHU NAIMEHTH, JIEKyBaHH Mpeu ¢ Jouerakcen. He ce n3nucksa te na
MIOKa3BaT Nporpecysi Ha 3a00JIBAaHETO MPH JICYEHHETO € TOLETAKCeN, Thi KATO TOKCUYHOCTTA OT Ta3H
XUMHOTEPAIUs MOXKE J1a € JOBeJIa 10 MIpeKpaTsaBaHe Ha JieueHueTo. [lanpenTrute npoabkaBar Ha
MIPOYYBaHOTO JIeueHue 10 nporpecus Ha PSA (moteepaeno yBenuuenue ¢ 25% Hall 3xoaHaTa
CTOMHOCT/HaAMpa Ha MaIMeHTa) 3aeIHO C peTreHorpadcka 1 CHMOTOMATHYHA WM KIMHAYHA
nporpecusi, AeGuHUpaHu 1o npotoko. [lanuenTy, IeKyBaHu npenu ¢ KETOKOHA30I 32 PaK Ha
npocTaTara, ca M3KJIIOYeHH OT MpoyuBaHeTo. [IbpBUUHaTa KpaiiHa TouKa 3a e(UKacHOCT € o0mara
MPEKUBIEMOCT.

MenuanaTta Ha Bh3pacTTa Ha MAIMEHTUTE, YIacTBAIIM B POYYBaHETO, € 69 ronuuu (auama3on 39-95).
Bbposr na manuenTure, iekyBanu cbe ZY TIGA, o pacoBu rpymnu e 6emu 737 ( 93,2%), uepHokoxu 28
(3,5%), aznatim 11 (1,4%) u npyru 14 (1,8%). EnnHageceT nporeHTa oT BKIOYCHNUTE alueHTH
uMar ckop 2 Ha GYHKIHMOHAIHOTO cheTosHue Mo ckanata Ha ECOG; 70% umar peHTreHorpadcku
JIAHHM 32 ITPOrpeCcHs Ha 3a00JIIBaHETO ChC MK 0e3 mporpecus Ha PSA; 70% ca moiay4yuiy npeau ToBa
€JIHa IIUTOTOKCHYHA XuMuoTepanus, a 30% ca noayuywnu ase. Hanndue Ha 4yepHOAPOOHN MeTacTasu
uma npu 11% ot maumenTure, nekyBanu csc ZY TIGA.
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CrhraacHo TulaHUpaHUs aHAJIN3, IPOBeeH ciel 552 cMbpTHH cityyasi, ca mounHanu 42% (333 ot 797)
OT MaruenTuTe, nexkyBanu cbc ZY TIGA, B cpanenue ¢ 55% (219 ot 398) oT nanueHTHTE, JIEKYBaHU C
iane6o. CTaTuCcTHYECKH 3HAYMMO TIOJIOOpEHHE B cpeiHaTa 001a MPEeXUBIEMOCT ce HaOIr01aBa MpH
naveHTure, texkyBanu cbc ZY TIGA (Bx. Tabmuna 7).

Tab6anna 7:

O0ma npexxuBAEeMOCT HA MALIMEHTH, JeKyBaHH ¢bC ZYTIGA niu ¢ miane6o B

KOMOMHAIMA ¢ NPeAHU30H Wiu npeann30i0H miwoc LHRH anano3n nian
NpeAlecTBAIA OPXHMEKTOMMUSA

ZYTIGA Inane6o
(N=797) (N=398)
II'bpBuYeH aHaIU3 HA
NpPeKUBAEMOCTTA
CwmpptHOCT (%) 333 (42%) 219 (55%)
MenauaHa Ha IPeXUBIEMOCT (Meceln) 14,8 10,9
(95% CI) (14,1; 15,4) (10,2; 12,0)

p-cToitHOCT?

< 0,0001

Koedpuument na puck (95% CI)°

0,646 (0,543; 0,768)

AKTyaJJM3UPAH AaHAJIN3 HA

NPEeKUBIAEMOCTTA
CwmsptHOCT (%) 501 (63%) 274 (69%)
Menuana Ha TPEKUBIEMOCT (MECEITH ) 15,8 11,2
(95% CI) (14,8; 17,0) (10,4; 13,1)

Koedumuent Ha puck (95% CI)°

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

p-cToiiHOCTTa € mony4eHa oT log-rank tect, crparuduuupan mo ECOG ckop 3a ¢pyHKIuOHaATHO cheTosiHue (0-1

cpsMo 2), cKop 3a 0oJka (JIurca crpsaMo Halu4aue), Opoil mpeAnITHN KypcoBe XuMuoTepanus (1 cpsimo 2) v BUA Ha
nporpecusiTa Ha 3abomsBaHeTo (camo PSA cnpsimo peHTreHOrpadcKa).

mon3a Ha ZYTIGA

KoeduIeHThT Ha PUCK € TOTyUeH OT CTpaTU(HUIUpPaH MPONOPLUHOHAIEH pUCcKOB Moe. KoeduneHt na puck <1 ¢ B

BbB BCHUKK BpeMEBU TOUKH HA OIEHSABAHE CJIE/ MBPBUTE HAKOIKO MECeIa Ha JICUCHHUE MPOIICHTHT Ha
MAUEHTUTE OCTAHAJH >KUBH € MO-BUCOK MPHU MALUEHTH, JIeKyBaHU cbC ZY TIGA, 0TKOIKOTO mpu

MAIMEeHTH, JIEKYBaHH ¢ ianebo (Bx. durypa 6).
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®urypa 6: Kpusn nHa Kanuian-Maiiep 3a npe:XuBsieMOCT NPH NALMEHTH, JJeKYBAHH ChC
ZYTIGA nnn niiane6o B KOMOMHAIUS ¢ PEAHU30H HJIN NPEAHU30JI0OH ILTIOC
LHRH ana103u WM NpeAecTBala OPXUeKTOMUS

% NpenBaemocTt

B T T T I T I
0 3 6 9 12 15 18 21
Bpeme oo cmbpTTa, Meceum
AA 797 736 657 520 282 68 2 0
Mnauebo 398 355 306 210 105 30 3 0
----NMnauebo —aA
AA=ZYTIGA

AHanu3uTe Ha MPEXKUBIEMOCTTA B MOATPYIHUTE OTYUTAT CHOTBETCTBALIM ITOJI3H 110 OTHOLIEHNE Ha
npexuBieMocTTa npu JeueHnero cbe ZY TIGA (Bx. @urypa 7).

®urypa 7: O01ma npexUBAEMOCT 10 NOATPYNH: KoepUIHMEHT Ha pUcK U 95% noBepure/ieH
HHTEPBAJ
Miemmana (MecemH)
[MpomermHES IMogrpyma A4 Ilmansco HR  95% C| M
ECHUEN IaIHeHTH EBcmusm 148 108 — 0Es (055, 0.79) 1485
Hzxomora ECOG (K] 153 117 > i oBs (053, 078) 1058
2 73 T |—"‘—E—‘ iy | (053, 1.24) 127
Hz=xomaa BPI <4 162 13 ot i 0e4 (050, 081 653
il 126 84 - i 063 (053, 0.85) 535
Bipofl DpemuITHE XHMHOTED. PEREME 1 154 115 = E 0E3 (051, 078 a3
2 14 103 '—"—4: 074 (055, 0559 352
THO H2 OpOTPecHATA Camo PSA ME 123 e E 059 (042, 082 363
PeHITEHEOMOTHIHD 142 104 —.—i 063 (055, 084) a3z
Bucnepanad 3afo. OpH DOCTEOESHS T4 126 a4 [ i 070 (052, 0.84) 353
HE 154 1.2 —— i ; 062 (D90, 078 842
o5 075 1 15
EBrnaronpuarcTea BnaronpuATcTEa
AN - = TLmansGo

AA=ZYTIGA; BPI=Kparbk Cxop na Bosnkara; C.l.=nosepurenen untepsait; ECOG=ckop Ha yHKIHOHATHOTO
CBCTOSIHHUE T10 CKanata Ha MI3TouHa KoonepaTiHBHa OHKoJoru4Ha rpyna; HR= koeduiment Ha puck; NE=He noiexu Ha
OLICHKA
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B nompiaHeHne KbM HaOJII0JaBaHOTO MO0OPABaHE HA 00LIaTa IPEKUBAEMOCT, BCHUKU BTOPUYHU
KpallHi TOYKH Ha Mpoy4BaHeTo ca B non3a Ha ZY TIGA u ca cTaTHCTUYECKH 3HAYUMHU CIIEN
KOpUI'MpaHe 3a MHOIOKPAaTHO U3CJIEBAHE, KAKTO CIe/Ba:

[MamuenTure, nonyvasamu ZY TIGA, moka3BaT 3HAYUTEIHO MMO-BUCOKA 00IIIa CTETICH HA OTTOBOP IO
otHomeHue Ha PSA (ompenenen kato HamaneHue ¢ > 50% oT u3xoHaTa CTOWHOCT) B CPAaBHEHHE C
MAIMeHTHTe, MoJTydaBamiy miamnedo, 38% cpemty 10%, p < 0,0001.

Menauanara Ha BpemeTo 1o nporpecus Ha PSA e 10,2 mecena 3a nanuenty, gekyBanu cs¢ ZY TIGA n
6,6 Mecelia 3a manueHTH, JekyBanu ¢ mwianedo (HR=0,580; 95% CI: [0,462; 0,728], p < 0,0001).

MenaunanaTta Ha PEeKUBIEMOCT 0e3 peHTreHorpadcka mporpecus e 5,6 Mecena 3a NalueHTH, JTIEKyBaHH
cbe ZYTIGA u 3,6 Mecelia 3a maiueHTH, JiekyBanu ¢ miamnebo (HR=0,673; 95% CI: [0,585; 0,776],
p <0,0001).

Bonka

[IponeHTHT Ha MAIIMEHTHTE ¢ BPEMEHHO 00JIeKYaBaHe Ha 0OJIKaTa € CTATHCTHYECKH 3HAYHMO T10-
Bucok B rpynara Ha ZY TIGA, oTkonkoTo B rpymnata Ha miane6o (44% cpeury 27%, p=0,0002).
[TameHT ¢ OTroBOp Ha MaJIMAaTHBHO JieueHHE Ha OoKaTa ce ompenens Karo nanueHT ¢ MUHUMyM 30%
craJi OT U3XO0JIHATa cHila Ha OOJIKaTa Mpu Hal-BUCOK MHTEH3UTET Ha 0OJIKaTa 10 CKallUTe 33 KPaThK
ckop Ha Oosikata (BPI-SF) 3a nocnennute 24 yaca 6e3 yBeJIMYEeHHE HA CKOPA 3a IPUJIOKEHHE Ha
aHaJNTeTHK, HAaOJIr01aBaHa MpY /IBa TOCJIEAOBATEIHN Tperiea npe3 nHTepsai ot 4 ceamuuu. Ha
aHaJIn3 32 BpeMEHHO O0JieKYaBaHe Ha O0JIKaTa ca MOJUI0KEHH CaMO TAlIMeHTH ChC CKOP Ha W3XOJHATA
Ooska > 4 1 Hali-MaJIko eJJMH CKOp Ha OoJIKaTa cie]] Ha4ajJoTo Ha npoyuBaHneTo (N=512).

[Iporpecus na 6onkara ce HaOIOaBa MPU MO-MATBK HPOLEHT OT NAlMEHTUTE, JIEKYBaHH ChC
ZYTIGA, 0TKOJKOTO IIpH TE3H, JIEKYBaHHU ¢ IIare6o, B mecelr 6 (22% cpenry 28%,), mecerr 12 (30%
cpenry 38%) u mecerr 18 (35% cpenty 46%). [Iporpecust Ha 6oJKaTa ce onpeaess KaTo YBEJIUYCHUE OT
M3X0/AHAaTa cuiia Ha 6osikata ¢ > 30% npu Hail-BUCOK HHTEH3UTET Ha OoJkara no ckanara Ha BPI-SF
npe3 u3MHUHAIUTE 24 yaca 6e3 HaMasIBaHe Ha CKOpa 3a MPUWIO)KEHNE Ha aHANTeTHK, HaOltoJaBaHa
MIPH JIBE MTOCJIEI0OBATETHN BU3UTH WM yBenudeHue ¢ > 30% Ha ckopa 3a MPIIOKEHHE Ha aHAJITETHK,
HaOJIr01aBaHa Iy JIBE MOCIIEA0BATEIHN BU3UTU. Bpemero 1o nporpecust Ha OonkaTa Ha 25-5
nepcentui e 7,4 mecena B rpynara Ha ZY TIGA cpemy 4,7 Mecena B rpynara Ha 1aneoo.

CKeleTHO-CBBP3aHu ChOUTUS

CKelneTHO-CBbhpP3aHU CHOUTHS ca HAOIIOJaBaH! MIPH ITO-MATBK IIPOLEHT OT IMAIIMEHTUTE B TpyIaTa Ha
ZYTIGA, B cpaBHeHHE ¢ Tpymnara Ha miame6o B Mecell 6 (18% cpemry 28%), mecer 12 (30% cpemry
40%) u mecet 18 (35% cperry 40%). BpemeTo 10 MbpBOTO CKEJIETHO-CBBP3aHO CHOUTHE HA 25-5
nepcenTul ot rpynara Ha ZY TIGA e aBa mbTH MO-IBAT0 OT TOBA B KOHTPOJIHATA FPYyIla, 8 HUMEHHO
9,9 mecera cpemty 4,9 mecena. CKeIeTHO-CBBP3aHO CHOUTHE C€ OIpPEIEs KaTo MaToJI0THIHA
(dhpaxTypa, KOMIpecHs Ha IPbOHAYHHUS MO3bK, HATMATUBHO JIbYEIICUCHNE Ha KOCT WJIH OIepalus Ha
KOCT.

IlennaTpuyna nonyJanus

EBpomneiickaTa areHIus 1o JekapcTBaTa 0CBOOOXKIaBa OT 3aAbIKCHUETO 3a MPEIOCTaBsIHE Ha
pesynratute ot nmpoyuBaHusaTa ¢b¢ ZY TIGA BBB BCHUKHM MOATPYIN HA MEAUATPUYHATA MOIMTYIALINS
NpY HaIlpeHa KapIIMHOM Ha Ipoctartara. Biokre Touka 4.2 3a nHpOpMaIus OTHOCHO yroTpeda B
neAnaTpusITa.

5.2 ®apmakokMHETHYHHU CBOWCTBA

dapmakoKHHETHKATa HAa a0UPaTEPOH € MPOyYeHa CIIe NPHIOKEeHHE Ha aOMpaTepOHOB alleTar IpH
3[paBH JIMIA, TTAIMEHTH C HAIIPEAHA METACTATUYCH KapITHOM Ha IPOCTaTaTa 1 Jinna 0e3 KapiuHOM
¢ uepHOoApOoOHO WK OBOPEYHO yBpexkaaHe. AOUPaTEPOHOB alleTaT ObP30 ce MPEBPBINA i1 VIVo B
abuparepoH — MHXUOUTOP Ha aHJPOTreHHaTa OMOCHHTE3a (BXK. ToUKa 5.1).
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AOGcopbuus
Cren nmepopajiHO MPUIOKECHHE HAa a0UpaTEPOHOB alleTAT Ha T4 JHO BPEMETO 3a JOCTUTaHE Ha

MaKCHMaJHa TJIa3MeHa KOHIIEHTpaIys Ha abUpaTepoH € MpHOIU3UTENHO 2 Yaca.

[IpunoxeHneTo Ha abUPaTEPOHOB aleTaT ¢ XpaHa, CPaBHEHO C TOBA Ha IJ1aJlHO, BOaU A0 10-kpaTHO
[AUC] u no 17-xpaTHO [Cmax] YBEIMUEHHE HA CPeJHATA CUCTEMHA EKCIIO3UIMS Ha aOUpaTEepOH B
3aBUCHMOCT OT ChABP)KaHUETO HAa Ma3HUHHU B XpaHata. [Ipeasua oOM4aiftHOTO pa3HooOpas3ue B
ChABPKAHUETO U ChCTaBa Ha XpaHute, npuemMsbT Ha ZY TIGA ¢ xpaHa uma noTeHuuai 1a JOBeae 10
MHOT0 pa3nuyau excriozuuu. 3aroBa ZY TIGA e TpsiOBa na ce npuema c xpaHa. TabneTkure
ZYTIGA TpsiOBa 1a ce mpueMar KaTto eJUHHYHA J103a BSAHBK THEBHO Ha riagHo. ZYTIGA tpsaoBa na
ce mpueMa MOHE JIBa Yaca Clie/] XpaHeHe U He TPsOBa J1a ce KOHCYMHUpPa XpaHa IMOHE €IUH Yac CJIe]
npuema Ha ZY TIGA. Taonerkure ZY TIGA TpsOBa na ce reaTar 1enu ¢ Boja (Bxk. Touka 4.2).

Pasnpenencuue
Csbp3BaneTo Ha '“C-abupartepoH ¢ IIa3MeHuTe MPOTEUHHU B YOBEIKaTa masma € 99,8%.

[IpuBnanusaT 0b6eM Ha pasnpeneneHue e npudimsutenHo 5 630 1, koero mpeanonara, ue abupaTepoH
ce pasnpeens eKCTCH3UBHO B IEPU(QEPHHUTE THKAHH.

Buotpanchopmanus

Cnen nepopaiHo npuioxkenue Ha '“C-abuparepoHoB anerar noj Gopmara Ha Karcysiu abupaTepoHOB
areTaT ce XUAPOoIH3Hupa J0 abupaTepoH, KOUTO cIiell TOBa MPEThPIIsiBa METa0OIN3bM, BKITFOUYBAII
cyndaTupane, XuIpOKCHIMPAHE U OKUCICHUE PEIUMHO B yepHHs 1po0. ['oisma act ot
pPalioaKTUBHOCTTA B KpBBTa (MprOIM3nuTenHo 92%) ce oTkpuBa moj popMaTa Ha METabOJIUTH Ha
abuparepon. Ot 15 oTkpuBaeMu MeTaboIHTa, 2 CA OCHOBHH METa0OJIUTH, a0MPaTepoHOB cyndaT u
N-okcnz abupatepoHOB cyndaT, BCEKH OT KOUTO MpecTaBisiBa 0koio 43% ot olmmaTa
paIroaKTUBHOCT.

EnumMunupane
CpenHuAT NOTYKUBOT Ha a0MpaTepoH B IUIa3MaTa € MpuOIM3UTeNnHO 15 Jaca Bb3 OCHOBA Ha JJaHHUTE,

OJIydYeHH TIpH 3apasu jmna. Crex nepopaiHo npunoxenue Ha *C-adupareponos anerat 1 000 mg
npubm3uTeaHo 88% oT paguoakTHBHATA J103a C€ Bb3CTAHOBSIBA BB (DeKaIuuTe U 0K0JI0 5% B
ypuHata. OCHOBHUTE ChbEAMHEHHS, KOUTO NPUCHCTBAT BbB (PEKATHUTE, Ca HENPOMEHEH adUPaTepOHOB
areraT 1 abupaTepoH (ChOTBETHO OKOJIO 55% 1 22% 0T mpuitokeHarta 103a).

YepHonpoOHO yBpexIaHe

dapMaKOKWHETHKAaTa Ha a0MpaTEpPOHOB alleTaT € U3CJeABaHa IIPH NaleHH C MPEIIIeCTBAIIO JIEKO
WIN yMepeHOo YepHoipoOHo yBpexaane (choTBeTHO Child-Pugh Kiac A u B) u mpu koHTpoOIsHA rpyma
oT 311paBu auma. CucTeMHaTa eKCIO3UIMS Ha abUpaTepoH clie]] eIMHIYHA TIepopaHa 103a OT

1 000 mg ce yBennuasa ¢ npubam3urento 11% u 260% cbOTBETHO NpH MALUEHTH C JIEKO U YMEPEHO
IpeAIecTBaIo YepHOApoOHO yBpekaane. CpeTHUST HOTYKUBOT Ha aOUPATEPOH Ce YABIKABA 10
0K0J10 18 yaca nmpu NmaIMeHTy C JISKO YePHOAPOOHO YBPEXkKIaHEe U 10 0KOJIO 19 yaca mpH MaIeHTy ¢
YMEPEHO YepHOAPOOHO YBpEKAAHE.

[pu apyro m3nurBaHe, hapMaKOKHMHETHKATA Ha aOUPATEPOH € U3cie[BaHa NP MAIUEHTH C
npeAmecTBamo Texko (n=8) uepHoapoOHo yBpexkaane (Child-Pugh Knac C) u nmpu xonTponna rpyna
OT 8 31paBu LA ¢ HopManHa YepHoapoOHa ¢pyHkuus. AUC Ha abupatepoH ce yBenuuasa ¢
npubmm3utenHo 600% u ¢ppakusaTa Ha HECBBP3aHOTO JICKAPCTBO ce yBenndapa ¢ 80% mpu nalueHTH
C TEXKKO YEpPHOJIPOOHO yBpEKJaHE B CPAaBHEHHUE C TIAIIMEHTH C HOPMAJTHA YePHOAPOOHA (DYHKITHSL.

He ce n3uckBa kopurupane Ha J03aTa IpH MALUEHTH ¢ MPEIIEeCTBAII0 JIEKO YepHOAPOOHO
yBpexaHe. M3non3BaneTo Ha abUpaTEepOHOB aLleTaT TPsIOBa BHUMATEIIHO Ja Ce IIPELEHsBA IIpU
NalKUEHTH C YMEPEHO YepHOAPOOHO YBpEKAaHe, IPU KOUTO MOJ3aTa SICHO TPsiOBa 1a HAIXBBPIIS
BB3MOXHHUS PUCK (BXK. Touku 4.2 u 4.4). AGupaTepoHOB arieTaT He TPsOBa 1a ce U3MO3Ba MIPH
MAIMEHTH C TEXKO YEPHOIPOOHO yBpekaaHe (BXkK. Touku 4.2, 4.3 u 4.4).

IIpyn manmeHTH, KOUTO Ca pa3BUIM XEMATOTOKCUYHOCT 110 BPEME Ha JISYEHUETO, MOXKE J1a CE HAIO0XKH
MIPEeKbCBAaHE Ha JICYEHNETO U KOPUTHUPAHE Ha 103aTa (BXK. TOUukH 4.2 u 4.4).
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Bbr6peuno yBpexaane

®dapmMakoKWHETHKATa HAa a0UpaTEepOHOB alleTaT € CpaBHEHA MPH MAIMEeHTH ¢ TepPMUHAITHA ObOpevHa
HEIOCTATHYHOCT Ha CTaOWIICH PEKUM Ha XEMOJHMAIN3a U IPH KOHTPOJIHA TPyIa OT HalUeHTH C
HOopMasHa ObOpeuHa pyHkiusa. CrucTeMHaTa eKCIIO3ULUS Ha abupaTepoH cliel eAMHIYHA ITepopaHa
no3a ot 1 000 mg He ce yBennM4aBa NpH MALHMEHTH ¢ TEPMUHAIHA ObOpEeYHa HEAOCTATHYHOCT, KOUTO
ca Ha nuanu3a. [IpunaraneTo npu maueHTH ¢ ObOPEYHO YBpEKAaHe, BKITOYUTEITHO U TEXKKO
0BOpeuHo yBpeXJaHe, He M3UCKBa HaMallsiBaHe Ha Jjo3aTa (Bxk. Touka 4.2). Jluncsa, obade, KnnHUYEH
OIIUT NIPH NAIMEHTH C paK Ha IpocTaTaTta U TeXKo 0b0peuHo yBpexxaane. [Ipu Te3u nanuenTu ce
npenopbYBa MOBHIICHO BHUMAHUE.

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

B®B BcHukn IMpOoy4YBaHUA 3a TOKCUYHOCT IIPU )XKMBOTHU HUBATa Ha TECTOCTECPOH B KPBBTA Ca 3HAYUMO
MOHMKeHH. B PE3YyJITaT HAa TOBA CC Ha6J'IIO,Z[aBa HaMaJIIBaAHC Ha TCIJIOTO Ha OPraHUTEC, KaKTO U
MOp(l)OJ'IOFI/I‘IHI/I H/MIIH XUCTOIMATOJIOTHYHH MMPOMCHU B PCIIPOAYKTUBHUTC OpTaHU U Haz[6L6peqHaTa,
XI/IHO(i)I/ISHaTa U MJICUHATa kje3a. Beuuku IMPOMCHHU IOKAa3BaT II'bJIHA WX YaCTUYHa 06paTI/IMOCT.
HpOMeHHTe B pCIPOAYKTUBHUTC U aHAPOTCH-YYBCTBUTCIIHUTC OpPraHu €a B CbOTBETCTBUC C
(I)apMaKOJ'IOFI/IFITa Ha a6HpaTep0H. Bcenukn XOpPMOHAJIHU MPOMCHH, CBBP3aHU C JICUCHUCTO, Ca
O6paTI/IMI/I HJIKW OT3BY4YaBaT CJIC 4-Ce)Z[MquH epruoJ Ha Bb3CTAHOBSABAHC.

B npoy4BanusTa 3a GpepTHmTeTa IPH MBXKKU U KEHCKH ILTHXOBE a0UPAaTEPOHOB alleTaT HaMalIsiBa
(hepTUINTETA, KOETO € HAIIBJIHO 00paTUMO 3a 4 10 16 ceIMUIIU Clie/] CIMPaHe Ha HETOBUS IIPHUEM.

B nmpoyuBane 3a TOKCHYHOCT Ha Pa3BUTUETO MPH ILTBXOBE a0MPATEpPOHOB aleTaT NOBJIHIBA
OpEMEHHOCTTa, KOETO BKJIIOUBA TIOHIKEHO TETJIO U MpeXuBsieMocT Ha tuiona. Habmronasat ce edextu
BBPXY BBHIIIHUTE MOJIOBU OPTaHH, BHIIPEKH Ye abUPaTEPOHOB alleTaT He € TepaTOreHEH.

B Te3u npoyuBaHus 32 GEPTUIUTET U TOKCHYHOCT HA PA3BUTUETO, IPOBEICHH NP IIIBXOBE, BCUYKH
e(ekTH ca cBbp3aHu ¢ (HapMaKOJIOTHYHOTO JACHCTBUE HA AOUPATEPOH.

OcBeH NpOMEHUTE B PENPOIYKTUBHUTE OPTaHH, HAOMIOJaBaH! BbB BCUUKH POYYBAHUS 32
TOKCHUYHOCT IPH KUBOTHH, HEKIIMHUYHHUTE TaHHU HE MOKa3BaT 0COOCH PHCK 3a XOpa Bb3 OCHOBA Ha
KOHBEHITUOHAITHH (DapMaKOJIOTUYHY MPOYYBaHUS 32 0€301MaCHOCT, TOKCHYHOCT IIPH MHOT'OKPATHO
npuiIarane, FeHOTOKCHYHOCT U KapLUMHOT€HEH MoTeHInan. AOUpaTepoOHOB aleTaT He TI0Ka3Ba
KapUUHOTCHHOCT B 6-MeceyHO npoyuBaHe mpu TpancrenHn Mutiku (Tg.rasH2). B 24-meceuno
NpOYYBaHe 32 KAPIIMHOTEHHOCT TIPH ITHX0BE, a0MPaTepOHOB aleTaT MOBUIIIaBa YeCTOTaTa Ha
MHTEPCTUIMATHUTE KIEThYHHN HEOIIa3MHU B TecTucuTe. CuuTa ce, ue TO3U pe3yiTar € CBbp3aH C
(hapMakoIOrHYHOTO ACHCTBHE Ha aOUPATEPOH U HAKOM 0COOEGHOCTH MPHU ITbXOBETEe. AOHPAaTEpOHOB
areTar He € KapIMHOTeHEH IPH YKEHCKH TUThXOBE.

Onenka Ha pucka 3a okonHarta cpena (ERA)
AKTUBHOTO BEILIECTBO a0MpaTEPOH IMOKa3Ba PUCK 3a BOAHUTE OAaceiiHU M TEXHUTE OOUTATENN, 0COOECHO
3a puouTe.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

Slapo Ha TabieTkara

MUKpOoKpUCTaTHA 1eNTy103a (CHIHCUIPaHA)
Kpockapmenosa Hatpuit

Xumnpomenosa 2910 (15 mPa.S)

JlakTo3a MoHOXHIpAT

Maruesues creapar

Konounaen 6e3B07€H CUITHIINEB THOKCHU
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Hatpues naypuncyngar

DUIMOBO MTOKPUTHE

Uepen xkenesen oxcup (E172)
UYepseH xenezern okcun (E172)
Makxkporon 3350
TTonMBUHUIIOB AJIKOXOJT

Tank

TuTaHOB TUOKCHU]T

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roguHu

6.4 Crhenuananm yca10BHs HAa CbXpaHeHHe

To3u JiekapcTBEH MPOAYKT HE H3UKCBA CIICIMAIHH YCIIOBUS Ha ChXPaHEHHUE.

6.5 Bwuau chabp:kaHue HA OMAKOBKATA

Bbrucrep or PVAC/PE/PVC/anymunmii ¢ 14 ¢puimupanu TabiaeTku B KapTOHEHA KapTa TUI
,»HopTdhein® Besika kapToHeHa KyTusl chabpxa (56 punMupanu tabiaeTkn) 4 KapTOHEHH KapTH TUI
,,TOpTheir™.

brucrep or PVAC/PE/PVC/anymunnii ¢ 12 ¢punmupanu TabieTky B KapTOHEHA KapTa TUIT
»~noptdein®. Beska kaproneHa KyTus cbabpxa (60 punmupanu TabneTky) 5 KapTOHEHU KapTH THUIT
,,TOpTheir™,

He Bcuuky BuoOBE OMakoBKH MOrar Aa ObAaT MMyCHATH Ha rasapa.

6.6 CrnenuajaHu nNpeana3Hu MepKHU NPH U3XBHPJIsiHe U padoTa

HeunsnonsBanusT neKkapcTBeH NPOLYKT WM OTHaIbYHUTE MaTEpUalI OT HETO TPsIOBa J1a c€ U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE M3UCKBaHUsL. TO3M JIEKapCTBEH MPOIYKT MOXKE J]a IPEICTaBIIsIBa PUCK 32
BOJIHUTE OacelHM U TeXHUTE oOouTaTenu (BK. Touka 5.3).

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/714/002 - 56 ¢unmupanu TabneTku (4 KapTOHEHH KapTH THII ,,IOPTHein‘ mo 14 TabneTkm)
EU/1/11/714/003 - 60 ¢punmupanu TabneTku (5 KApTOHEHU KapTH THI ,,HopTdeitn® mo 12 tabnerku)
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9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBSBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBo pazpemasane: 05 cenremBpu 2011 T.
Hata Ha nocieano nonHoBsaBaHe: 26 mait 2016 T.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[TonpoGHa uHpOpMaLKs 3a TO3M JICKAPCTBEH MPOIYKT € MPeI0cTaBeHa Ha yeOcalita Ha EBponeiickara
areHIUs 10 JiekapcTBaTa http://www.ema.europa.eu.
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MPUJIOKEHME I
MPOU3BOJUTEJ HA BUOJIOTHMYHO AKTUBHOTO BELLIECTBO
U MIPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOKJABAHE HA
MAPTUIN
YCJIOBUSI WM OTPAHUYEHUS 3A JIOCTABKA U YIIOTPEBA

APYI'N YCJIOBUA N UBNCKBAHUA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUA 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. TIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTU/U

Hwme 1 aapec Ha IPOU3BOIUTENS, OTTOBOPEH 32 OCBO60)KI[aBaHe Ha IapTHAUTC

Janssen-Cilag SpA

Via C. Janssen

IT-04100 Borgo San Michele
Latina

Uranusa

b. YCJI0OBHMA NN OT'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOLYKT C€ OTIIyCKa I10 JIEKAPCKO IPEAIIUCAHUE.

B. JAPYI'M YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3upaHu aokjaaau 3a oezonacuoct (IIA/IB)

M3uckpanusTa 3a nojgasane Ha [TAJIb 3a To3u JeKapcTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentHute natu Ha EBponetickus c¢pio3 (EURD cnuchk), npeasuzieH B wi. 1078, ait. 7 ot
Hupextusa 2001/83/EO, n BbB BCUUKH CIIEABAIIN aKTyaIN3aL1H, ITyOJIHMKYBaHH HA €BPOICHCKUS
yeOropTal 3a JeKapcTBa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

. ILnaun 3a ynpasJjienue Ha pucka (ITYP)

[MpurexarensT Ha pa3penienuero 3a ynorpeda ([IPY) TpsOBa na n3BbpIIBa UBUCKBAHUTE JEHHOCTH
JIEWCTBUS, CBbP3aHH C TIpOCie/siBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 0f00penust [TYP,
npezacraBed B Moayi 1.8.2 na Paspemennero 3a ynorpeda, KakTo ¥ BbB BCHUKH CJIeBAIIN OZ00pEHU
akTyanu3anuu Ha [TYP.

Axrtyammsupad [1YP tpabBa na ce mopasa:

. I10 MCKaHe Ha EBponelickara areHIus 1o JeKapcTBaTa;

o BUHAry, KOraTo ce U3MEHs cUcTeMara 3a yIpaBjIeHHE Ha pUCcKa, OCOOEHO B pe3yiTaT Ha
NoJy4aBaHe HAa HOBa MH(POPMALUS, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOIIIEHHETO TOJI3a/PUCK, WIIK CIIE]T JIOCTUTAaHE Ha BaykeH eTarl (BbB BPB3Ka ¢
IpocCieIsBaHe Ha JIEKapCTBEHaTa 0€30IMacHOCT WM CBEX/IaHE Ha PUCKA 10 MUHUMYM).
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INPUJIOKEHUE I11

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS 250 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 250 mg TabneTku
abupaTepoHOB aLeTar

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska Tabnerka cpabpxka 250 mg aOupaTepoHOB aleTar.

3. CIIMCBK HA ITIOMOIIIHUTE BELLIECTBA

Cpabpika JakTO3a U HATPHIL.
3a noBeue UHPOPMAIHSI BUKTE JIUCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

120 TabneTkn

5. HAYUH HA ITPUJIOKEHUE U I'bT(MLIA) HA BBbBEXK/JIAHE

[Ipuemaiite ZYTIGA mone nBa yaca ciiel XpaHeHE U HE Ce XpaHeTe MMOHEe eAMH Yac Cie]l IpueMa Ha
ZYTIGA.

[Ipenun ynotpeba npoyerere IMCTOBKATA.

Ilepopanxo mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

JKenu, kouTo ca OpeMEHHHU WM € Bb3MOJKHO Jla ca OpeMeHHH, He TpsiOBa faa padboTiT cbe ZY TIGA 6e3
pBHKaBUIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAIIAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Hewnsnon3sanust IMPOAYKT Tp$[6Ba na €€ U3XBHPJIA B CbOTBECTCTBUC C MECCTHUTC U3UCKBAHUA.

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/714/001

13.

IMAPTUJEH HOMEP

ITaptuna:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

ZYTIGA 250 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKJIIOYESH YHUKAIECH HACHTU(HUKATOD

| 18.

YHUKAJIEH WIEHTU®UKATOP — JJAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbABPKA IIBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA 250 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 250 mg TabneTku
abupaTepoHOB aLeTar

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska Tabnerka cpabpxka 250 mg aOupaTepoHOB aleTar.

3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

Cpabpixa JaKTO3a U HATPHIL.
3a noBeue UHPOPMAIHSI BUKTE JIUCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

120 TabneTkn

5. HAYUH HA ITPUJIOKEHUE U I'bT(MLIA) HA BBbBEXK/JIAHE

[Ipuemaiite ZYTIGA mone nBa yaca ciiel XpaHeHe U HE ce XpaHeTe MOHEe eAMH Yac Cie]l IpueMa Ha
ZYTIGA.

[Ipenun ynotpeba npoyerere IMCTOBKATA.

Ilepopanxo mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEINUAJIHU HNPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

JKenun, kouTo ca OpeMEHHH WK € BH3MOXKHO Jla ca OpeMeHHH, He TpsiOBa na pabotsat cbe ZY TIGA 6e3
pBKaBUIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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10. CHELOUAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Hewusnon3BaHOTO KOMMUECTBO TPIOBA J1a CE U3XBBPIU 110 MOIXO/ISII HAYMH B CHOTBETCTBUE C
MECTHHUTE U3UCKBAHUS.

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPELHIEHHUETO 3A YIIOTPEBA

EU/1/11/714/001

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BEYKA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS 500 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 500 mg ¢punmupanu TabaeTKu
abupaTepoHOB aueTar

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

Bceska ¢puimupana tadnerka cpappika S00 mg abupaTepoHOB aeTar.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

Cpabpika JaKTO3a U HATPHIL.
3a noBeue UHPOPMAIHSI BUKTE JIUCTOBKATA.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

56 GpuiMupanu Ta0JICTKH
60 dunMupanu TabJETKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

IIpuemaiite ZYTIGA mone nBa yaca ciiel XpaHeHe U HE ce XpaHeTe MMOHEe AMH Yac Cie]l IpuemMa Ha
ZYTIGA.

[Ipenun ynotpeba npoyerere IUCTOBKATA

IlepopanHo npuiioxeHue

6. CIHIEHUAJIHO IMIPEAYHPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NOTJIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACLA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHUE
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10. CHELOUAJIHU NPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Hewusnon3BaHOTO KOMMUECTBO TPIOBA J1a CE U3XBBPIU 10 MOIXO/ISII HAYMH B CHOTBETCTBUE C
MECTHUTE M3UCKBAHUS.

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/714/002 (56 duivupanu TabACTKH)
EU/1/11/714/003 (60 ¢punmupanu TabiaeTkn)

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

ZYTIGA 500 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYESH YHUKAIECH HACHTU(HUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

KAPTOHEHA KAPTA THII ,,lTIOPT®EMNJI“ 500 mg (30 xuu)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 500 mg ¢punmupanu TabaeTKu
abupaTepoHOB aueTar

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

Bceska punmupana tabnerka ceappika S00 mg abupaTepoHOB aeTar.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

12 ¢unmupanu TabIeTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

IlonbaHETE CH JHUTE OT CeaAMULIaTa

Hauanna nara:

Hen

ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.

IIpuemaiitre ZY TIGA noHe nBa Jaca ciiel XpaHEHE U HE ce€ XpaHETe MTOHE €AMH Jac Cle]l IpuemMa Ha
ZYTIGA.

I'mbTHETE TaONeTKUTE LENu ¢ BOJA.

He uymniere tabnerkure.

Ilepopanno mpunoxxeHue

6. CHELOUAJIHO NPEAYHIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

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

T'onen mo:
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9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Hewusnon3BaHOTO KOMMYECTBO TPOBA [1a CE H3XBBPIU IO MOIXO/ISI HAYMH B CHOTBETCTBUE C
MECTHUTE U3UCKBAHUS.

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/714/003

13. HNAPTHUIEH HOMEP

ITaptuna:

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

ZYTIGA 500 mg
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

KAPTOHEHA KAPTA THII ,,lTIOPT®EMNJI“ 500 mg (28 xuu)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 500 mg ¢punmupanu TabaeTKu
abupaTepoHOB aueTar

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

Bceska punmupana tabnerka ceappika S00 mg abupaTepoHOB aeTar.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

14 punmupanu TabIETKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpean ynorpeba mpoyereTe JIMCTOBKATA.

IIpuemaiitre ZY TIGA none nBa Jaca ciiel XpaHEHE U HE ce€ XpaHETe MTOHE €AMH Jac Cle]l IpueMa Ha
ZYTIGA.

I'mbTHETE TaOneTKuTE LENu ¢ BOJA.

He uynere TabneTkuTe.

TTonenemHuk
Bropuuk
Cpsna
YeTBBpTHK
Tletpk
Cnbota
Henens

IIepopanno mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JeTa.

‘ 7. APYI'Y CHEOUAJHUA NPEAYIIPEXIAEHUSA, AKO E HEOBXOJINUMO

63



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

T'onen mo:

9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHEINUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIISAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

Henzmon3BaHOTO KOJIHMYESCTBO TpH6Ba Ja €€ U3XBHPJIN IO NOAXOAAI] HAYUH B CbOTBETCTBHUC C
MECTHHUTC U3UCKBaHUA.

11. HUME U AJPEC HA ITIPUTEKATEJIA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/714/002

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

ZYTIGA 500 mg
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 500 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

ZYTIGA 500 mg ¢punmupanu TabaeTKu
a0bMpaTepOHOB aIleTaT

2. HUME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

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

Lot

|5.  JIPYIO
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b. IUCTOBKA
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JIncroBka: uH(popManus 3a NOTpedUTENA

ZYTIGA 250 mg TadaeTku
abuparepoHOB areTar (abiraterone acetate)

IIpoyeTeTe BHUMATETHO HAJIATA JUCTOBKA, PEAM 1A 3all04YHeTe 1a MpUeMaTe TOBa JIeKapCcTBo,

ThH KaTO TS ChABbPKA BaxkHa 32 Bac nndopmanus.

- 3anaszere Ta3u JUCTOBKA. MoOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMate HAKaKBH JOMBIHUTEIIHA BBIIPOCH, IonuTaiiTe Bamus nexap uin GapmarieBT.

- ToBa nekapcTBo € npeanucano JudHo Ha Bac. He ro npeoTcTbnBaiite Ha npyru xopa. To Mmoxe
Jla UM HaBpeaH, HE3aBUCUMO OT TOBA, Y€ TEXHUTE CUMIITOMH Ca ChIIUTE KaTo BamuTe.

- Axo IMMOJIYYUTEC HAKAKBH HCXKCIJIaHU JICKAPCTBCHU PCAKIIUHN, YBEIOMETC Bamus JICKap UJin
Q)apManeBT. ToBa BKII0YBa M BCUYKH BB3MOKHU HEXKEIIaHU PpCaKknumn, HEOIMMCAHU B Ta3n
nucToBKa. Bukre Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA:

Kaxso npencrasnssa ZY TIGA u 3a KakBo ce H3M0JI3Ba
Kakso Tpsi6Ba na 3naere, npeau na npuemere ZY TIGA

Kax na npuemare ZYTIGA

Bb3MOXHHN HEXelTaH! peakiuu

Kaxk na cexpansBate ZY TIGA

ChabpaHye Ha ONTAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

SN A LN

1. Kakso npencraBiasiba ZYTIGA u 3a kakBO ce H3M0JI3Ba

ZYTIGA cbabpika IeKapcTBO, HApeUeHO abMpaTepoHOB areTar. Toi ce n3nos3Ba 3a Je4eHHUETO Ha
pak Ha npocTaTtaTa IIpHu BE3paCTHH MBKE, KOUTO c€ € pa3IpOCTPAHNI U KbM JIPYTH YacTH Ha TSUIOTO.
ZYTIGA cnmpa nmpou3BOJCTBOTO Ha TECTOCTEPOH BbB Bamms oprannzsm. ToBa Moxke 1a 3a0aBu
pacTeka Ha paka Ha IIpocTarara.

Koraro ZYTIGA ce npeanucsa B paHeH cTaauil Ha 3a00sBaHETO, KOTAaTO TO BCE OLIE CE MOBIHSBA OT
xopMoHaHO jeuenue, ZY TIGA ce mpuiara 3aeHo ¢ JIedeHre, TOHIKABAI0 HUBaTa Ha TECTOCTEPOH
(aHOporeH-AenpruBaliOHHA Tepanus).

Jokaro npuemare ToBa JieKapcTBO, BamusT nekap e Bu npeanuiiie u gpyro JIeKapcTBO, HAPEUEHO
IIPEIHU30H WU IPEIHU30JI0H. Te uMar 3a 11eJ1 Ja HaMaJIAT BEPOSITHOCTTA OT ITOBHUIIABAHE Ha
KpBbBHOTO Bu Hansdraune, 3aappxaHe Ha TEUHOCTH B OpraHrW3Ma WK CIaJjaHe Ha HUBOTO HA €JIEMEHT,
Hape4eH KaJIui, B KPbBTA.

2. Kakso Tpsi0oBa na 3Haere, npeau ga npuemere ZYTIGA

He npuemaiite ZYTIGA

- aKo CTe AIEPTUYHH KbM aOUPaTepOHOB aIlleTaT WK KbM HAKOS OT OCTAaHAIIMTE ChCTABKH HA TOBA
JeKapcTBO (M30pOEHU B TOUKa ).

- aKo CTe )eHa, 0co0eHo ako cte OpemenHa. ZY TIGA e npenHa3HadeH 3a ynotpebda caMo OT
MBKE.

- aKo UMaTe TeKKO yBpPEKJaHE HAa YEPHUS APO0.

- B KoMOMHaIus ¢ Ra-223 (koiTo ce M3M013Ba 3a JICYCHHE Ha paK Ha IMpocTaTara).

He HpHeMaﬁTe TOBA JICKAPCTBO, dKO HAKOC OT T'OPHUTC YCJIOBUA CC OTHACH 3a Bac. Axo He cTe

CUT'YPHHU B HEINO, KOHCYATHpaiiTe ce ¢ Baius jiekap win gpapMaiieBT npean Ja MprueMere ToBa
JIEKapCTBO.
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IIpenynpesxxaeHusi U MpeanasHu MEPKA

l'oBopere ¢ Bamus nekap wim ¢papManeBT Opeau 1a NpHUeMeTe TOBa JIEKapCTBO:

- aKo MMaTe YepHOAPOOHU MpolIeMu

- ako ca Bu ka3zanu, ye uMare BUCOKO KPBbBHO HaJISITaHE WIIM ChpACYHA HEJJOCTAThYHOCT, MU
HUCKH HUBA Ha KaJlMil B KpbBTa (HUCKUTE HUBA Ha KaJWi B KPbBTa MOTAT Aa MOBUIIIAT PUCKA OT
npo0JIeMHU ChC ChPIACYHUS PUTHM)

- aKo MMate JPYTH ChPACYHH WIH ChA0BHU 3a00ISIBAHUS

- aKO MMaTe HEPAaBHOMEPEH WJIHM YCKOPEH ChPACUYEH PUTHEM

- aKO MMaTe HEJOCTUT Ha BB3AYX

- aKo umare Obp30 yBeJIMYaBaHE Ha TErJIOTO

- aKo MMate TI0JlyBaHe Ha Kpakara, IIe3eHUTE WK CThIlanara

- aKo CT€ IPHUEMalId B MUHAJIOTO JIEKAPCTBO, U3BECTHO KaTO KETOKOHA30J, 32 paK Ha MpocTaTara

- 3a He0OXOJMMOCTTA J1a TPUEMaTe TOBA JIEKAPCTBO C MPEIHU30H WIN MIPEAHU30I0H

- 3a Bb3MOXHHTE e(DeKTH BHpPXY KocTuTe Bu

- aKO MMaTe MOBHIIEHH CTOMHOCTH Ha KpbBHATa 3axap.

ToBopete ¢ Bammws nekap, ako ca Bu kazanu, ue nMate 3a00J1sIBaHUS HA CHPIIETO U KPHBOHOCHUTE
CBHJI0BE, BKIIIOYUTEIHO MIPOOJIEMHU ChC CHPIACUHUS PUTHM (ApUTMHUS) UM aKO CTe JIEKYBaHH C IpyTu
JIEKapCTBEHU MPOJYKTH 3a TE3H 3200 IBaHHUS.

I'oBopere ¢ Bamus nekap, ako umate MOXKBJITABAaHE Ha KOXaTa WM HA OYHTE, TIOTHhMHSIBAHE Ha
ypHHaTa WU TEXKO TajieHe ¥ MOBPBLIaHEe, ThI KaTo T€ MOXE J1a ca MPU3HALM WIH CUMITOMH Ha
npobieMu ¢ yepHus ApoO. Psiako Moxke 1a Bh3HUKHE HEBB3MOKHOCT Ha YEpHUS Ipod aa
(byHKIMOHUpA (HApEeYEeHO OCTpa YePHOIPOOHA HEJOCTATHYHOCT), KOETO MOXKE /1a TOBE/IE 10 CMBPT.

Modxe na ce MosIBM HaMaJICHUE Ha OpOsi Ha YePBEHUTE KPHBHU KIIETKH, MOHMKECHO KEJaHUE 3a CEKC
(IbuI0), MyCKyJIHa C1ab0CT W/WIIM MYCKYJITHH OOJIKH.

ZYTIGA ne tpsiOBa na ce naBa B komOuHanmsa ¢ Ra-223, mopaan Bb3MOKHO [TOBHUIICHUS PUCK OT
CUyIBaHE Ha KOCT UM CMBPT.

Axo mianupare ga npuemare Ra-223 cnen neuennero cbe ZY TIGA u npeqHU30H/Ipe THU30II0H, TO
Bue TpsiOBa qa n3uakare 5 qHU Tpeau na 3anoyHeTre jJedeHuero ¢ Ra-223.

Axo He cTe CUTYPHHU JAaJIM HAKOC OT TOPHUTEC CC OTHACA 3a Bac, KOHCYJ'ITHpaﬁTe ce ¢ Bamms JICKAp ujin
(I)apMaueBT npeau aa 3aro4YHCeTe MprueMa Ha TOBaA JICKApCTBO.

KpbBHM U3ciie1BaHUA

ZYTIGA moxe na 3acerre yepHus Bu nmpo0 0e3 qa nMaTe HUKakBU cUMIITOMH. J[okaTo mpreMare
TOBA JICKApPCTBO, Bammat jekap 1mie uscieasa NepuoaudHo KpbhBTa By, 3a 1a cieu 3a eBeHTyallHA
edexTu BbpXy uepHHUs Bu npo0.

Jlena ¥ IOHOIIH

Toga siekapcTBO HE € MpeHA3HAYEHO 3a YIIOoTpeda mpu aera u roHomu. [Ipu ciydaiiHo morrplane Ha
ZYTIGA ot nere niu 10HOIIIA, HE3a0ABHO OTUCTE B OONHUIA, KATO B3eMETe JIMCTOBKATa ¢ Bac, 3a fa
sl IOKaXKETE Ha JIEKaps B CHEIIHOTO OTACICHUE.

HApyru nexapctBa u ZYTIGA
[TocwBeTBaiiTe ce ¢ Bammus nexap win gpapmaneBT npeay Ja mpueMeTe KakBOTO U /1a € JIEKapCTBO.

WNudopmupaiite Bammst nekap unu hapManeBT, ako IpueMate, HAaCKOPO cTe MPUEMad WU €
BB3MOXHO J1a IpreMaTe ApYyTH JekapcTa. Tosa e BaxkHO, 3amoro ZY TIGA moxe ma 3acunu edexra
Ha peAula JIeKapCTBa, BKIFOUUTEIHO JIEKApCTBa 3a ChPLETO, TPAHKBUIM3ATOPH, HAKOM JIEKapCTBa 3a
JnrabeT, OMIIKOBH JieKapcTBa (HaIp. )KBJIT KAaHTAPHOH) U APYTH. BammsT nekap Moxke Jia oxesnae ja
MIPOMEHM J103aTa Ha Te3H JekapcTBa. ChIlo Taka, HIKOHM JIEKapcTBa MOTaT Jla 3aCHIIAT WK HaMaJIsT
epexrute Ha ZYTIGA. ToBa Mmoxe na moBene a0 Hexxenanu peakuuu win ZY TIGA na He neiictBa
TOJIKOBa 100pe, KOJIKOTO TPSOBa.
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AHJpOTEeH-OTHEMAIIIATa TePAITHs MOXKE J1a YBEIIMYH PUCKA OT MPOOIEMHU ChC ChPJCUYHUS PUTHM.
YBenomere Baius jiekap, ako mpueMare JeKapcTBa:

M3II0JI3BAHHM 32 JICUCHUE Ha IIPOOJIEMH ChC ChPACYHMS PUTHM (HAIpP. XUHUIMH, IPOKAMHAMUI,
aMHUOJIApPOH U COTAaJON);

3a KOUTO € U3BECTHO, Y€ YBEITMYaBaT PUCKA OT MPOOIIEMHU ChC ChPACUHHUS PUTHM [Harp.
MeTaJI0H (M3I0I3BaH 3a 00JIeKIaBaHe Ha 0OJIKaTa M KaTo CPEICTBO 3a JECTOKCUKAIIUS ITPH
HAPKO3aBUCHMOCT), MOKCHU(DIIOKCAIINH (aHTUOMOTHK), aHTUIICUXOTHUIH (M3IIOJI3BAHH TTPH
CEPUO3HU TICUXUYHU 3200 IsIBaHYs)|.

I'oBopete ¢ Bammus nexap, ako mpuemare HIKOU OT JIeKapcTBaTa, H30pOeHH MO-Tope.

ZYTIGA c xpana

ToBa nekapcTBO He TPAOBa Jia ce mpreMa ¢ Xpana (BmkTe Touka 3, "Kak 1a mpuemare
ZYTIGA”).
IIpuemanero Ha ZY TIGA ¢ Xxpana Moxe Jja IpeIU3BUKa HEIKENAHN PEAKIIHN.

BpemMeHHOCT M KbpMeHe
ZYTIGA He e mpeAHa3HAYECH 32 YNIOTpe0a NPH KeHH.

ToBa JiekapcTBO MOKe 12 IPUYUHHU YBPe:KIaHe Ha MJI0/IA, AKO ce MpHeMa OT KeHH, KOUTO
ca OpeMeHHU.

7Kenu, KoUTO ca OpeMEeHHHU WM € Bb3MOKHO 2 ca OpeMeHHH, TPsi0Ba a HOCAT
PBKaBHIH, AKO ce HAJIara Ja A0KocBaT uiau padotar cbe ZYTIGA.

AKO paBHUTe ceKC ¢ )KeHa, KOSAITO MosKe /1a 3a0peMeHee, H3MO0JI3BaiiTe Mpe3epBaTUB U APYr
e(ekTHBEH MeTO/I 32 KOHTPOJI HA Pa)KAaeMOCTTa.

AKo npaBuTe ceKc ¢ OpeMeHHa jKeHa, M3110JI3BaliTe Mpe3epBATHB 32 3aIHMTA HA IJI0JA.

Ilodupane u padoTa ¢ MAIIUHU
ToBa nekapcTBO HE OBIUABA clIocoOHOCTTa BU 3a modupane u pabota ¢ MHCTPYMEHTH WM MaIlIHHU.

ZYTIGA cbhabp:ka JaKT03a M HATPUIA

3.

ZYTIGA cpabpika n1akro3a. Ako Bammsr nexap Bu e xazan, 4e nMaTe HEMOHOCUMOCT KbM
HSKOH 3aXapH, CBBPKETE CE€ C HETO, IPEAN Jja IPUEMETE TO3H JEKapCTBEH MPOIYKT.

ToBa nekapcTBO Chabpka 27,2 mg HaTpuil (OCHOBHA ChCTaBKa HA rOTBapcKaTa/Tpare3Hara coi)
B €/IHa THEBHA 1032 OT YeTHpH TabneTku. ToBa KOJIMYECTBO € eKBUBAJIEHTHO Ha 1,36% ot
MIPENOPHUUTETHHAS MAaKCUMAJIEH JHEBEH XpPAaHUTEIICH IPUEM Ha HATPHUil 3a Bb3PACTEH.

Kak na npuemare ZYTIGA

Bunaru npuemaiite ToBa JeKapcTBO TOUYHO KakTo Bu e kazan BammsT nexap. AKo He CTe CUTYPHHU B
Hello, monuraiire Bammus nexap win GpapmanesT.

Kouixo na npuemere
[Ipenopbuurennara go3a e 1 000 mg (yeTupu TaONETKN) BEAHBX AHEBHO.

IIpuem Ha JieKapcTBOTO

IIpuemaiite ekapcTBOTO Mpe3 ycTaTa.

He npuemaiite ZYTIGA c xpana. [IpuemsT Ha ZY TIGA ¢ Xpana Moxe 1a 10BeAe 10
YCBOSIBAHE OT OpraHM3Ma Ha MOBEYE OT JICKAPCTBOTO, OTKOJIKOTO € HEOOXOAUMO, U TOBA MOXKE
Jla IPEeIM3BUKA HEXKEITAHU PEaKIIHH.

[Ipuemaiite Tabnerkure ZY TIGA xaTo eqMHUYHA 1032 BEIHBXK JHEBHO Ha TimaaHo. ZY TIGA
TpsiOBa J]a ce mpreMa TOHE JIBa Yaca Clie]] XpaHEeHe 1 He Ce XpaHeTe IMOHe eIH Yac CJe]
npuema Ha ZY TIGA. (Bmwxre Touka 2, “ ZYTIGA c xpana”).

I'vnTaiiTe TaOJIETKUTE 11U C BOJA.

He uynere TabneTkuTe.
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- ZYTIGA ce npuema c JIeKapcTBO, HApEUEHO NPEIHU30H WIK IpeJHu3010H. [Ipuemaiite
MIPEIHU30H WIH MIPETHU30JIOH, TOUHO KakTo By e kasan Bammsr nexap.

- Bue tps6Ba na npueMare mpeIHU30H WU IPETHU30JI0H BCEKH JieH, fokaTo mpuemate ZY TIGA.

- Moske ia ce HaJIOKU MPOMSIHA B KOJIMYECTBOTO MPETHNU3OH WM MIPEIHU30JIOH, KOETO IIprUeMaTe,
aKO MMarTe CIIEUIHO ChCTOsIHKME. Bamusar nekap me Bu nndopmupa, ako TpsaOBa fa IpoOMEHUTE
KOJIMYECTBOTO Ha MpuemManus oT Bac npenHn3oHn ninm npenHn3onoH. He cnvpaiite mpueMa Ha
MIPEIHU30H WM MIPEIHU30JI0H, OCBeH ako Bammar nekap He Bu kaxe.

BammsT nexap Moxxe na Bu npennuiie u apyru nexkapcrsa, gokaro npuemare ZY TIGA u npengan3on
WIN TIPEHU30JIOH.

AKo cTe nmpuesu noseye ot Heodxoaumara n03a ZYTIGA
AKo cTe TIpueny ToBede OT HeoOXouMaTa J103a, He3abaBHO ce KOHCYATupaiite ¢ Bamus nexap wim
otuaere B OOJIHULIA.

AKko cte npomycHayu 1a npuemere ZYTIGA

- Axo cte 3abpaBuin na mpuemete ZY TIGA wnm npeaHu30H, WK IPEIHU30JI0H, TPOIBIDKETE C
oOuuaiiHaTa cu 103a Ha CJIEABAIINSA JACH.

- Axko cre 3a0paBmin ga npuemere ZY TIGA wim npenHU30H, UM MPEIHU30JIOH OBEYE OT
1 meH, HE3a0aBHO ce KOHCYITHpaiTe ¢ Bammmms mekap.

AKko cte cnpesu npuema Ha ZYTIGA
He cnmpaiite npuema Ha ZY TIGA wnu nipeTHU30H, WIH MIPEIHU30JI0OH, OCBEH ako Bammar nexap He
Bu e kazai.

AKO UMare HIKaKBH JIOBIHATEIHA BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JIEKaPCTBO, MOJIS
nonuraiTe Bamus iekap wiu GpapMarieBT.

4. Bb3MOKHH HeKeJTaHU peakuuu

Kakro Bcuuku JICKApCTBaA, TOBA JICKApPCTBO MOXKC J1da IPCAN3BHUKA HCIKCIIAHU PCAKIINU, BBIIPCKU Y€ HC
BCCKMU I'M I1I0JTy4aBa.

Cupere npuema Ha ZYTIGA 1 He3a0aBHO moceTeTe JIeKap, aKo 3a0eJieskuTe HAKOM OT CIeHUTe

CHMIITOMM:

- MyckynHa ¢1ab0CcT, MyCKYJIHHU ITOTPETBaHUSI WK ChplieOreHe (mannuTanum). ToBa MoXe Ja ca
IMpU3Hal1 3a HUCKO HMBO Ha KaJlui B KpbBTa.

Jlpyru HexKeJ1aHH PeaKIUu:

MHoro 4yectu (MoXxe na 3acerHat noseue ot 1 Ha 10 mymm):

3ambprkaHe Ha TEYHOCT B KpaKaTa MM XOUJIaTa, HICKO HUBO Ha Kalluil B KPHBTA, TOBUIIICHU
4epHOAPOOHY (PYHKIIMOHATHY [TOKA3aTENH, BUCOKO KPBBHO HAJISITaHEe, MH(EKIHs Ha TUKOYHUTE
I'BTHIIA, THAPHSL.

Yectn (Moxe 1a 3acerHar jo 1 Ha 10 xymm):

Bucoku HUBa Ha Ma3HUHU B KPBBTa, 00JIKA B TEPANUTE, HEPABHOMEPEH Chp/IeueH MmyJic (IpeachpaHo
MBIKJICHE), ChpJIeYHa HEJOCTATHYHOCT, yCKOpEHa ChpAeYHAa AEHHOCT, TeKKN HH(DEKIINH, HapeUdeHH
cercuc, GpakTypu Ha KOCTH, HAPYIIEHO XpaHOCMIJIaHe, KPBB B ypUHATa, OOpHB.

HeuecTu (Moxe na 3acerHat no 1 Ha 100 mymm):

[IpoGnemu ¢ HanOBOpeuHata xJie3a (MpoOIeMH, CBbP3aHU ChC COJUTE U BOJIaTa), HAPYIICH ChPACUYCH
PUTBHM (ApUTMHS), MyCKYJIHA c1ab0CT W/UIH MYCKYITHH OOJIKH.

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

Buananenue Ha Oenute ApoOOBE (HAPUYAHO OIE alepPruueH aJBEOJIHUT).

HeBb3MOKHOCT Ha yepHUs Ipo0 a PYHKIMOHMPa (HaprUyaHO OIlE OCTPa YePHOAPOOHA
HEJI0CTaTHYHOCT).
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C Hen3BeCTHA 4eCTOTA (OT HUIMYHUTE JAHHU HE MOXKe A2 Obe HalpaBeHa OLICHKA):

Copaeuen ynap, npomsina B EKI - enextpokapanorpama (yabsikasane Ha QT uHTEpBana) u TEXKU
aJIepTUYHH PEaKIy ChC 3aTPyIHEHO MPETNIbIIaHe U TUIIaHe, TOAyBaHe Ha JHUIIETO, YCTHUTE, e3UKa
W TBPJIOTO WK ChPOSIIL OOPHB.

3ary0a Ha KOCTHa ThKaH MOJKE J1a HACTBIIU NIPH Mb3Ke, JIEKyBaHH 3a pak Ha mpocratara. ZY TIGA B
KOMOMHAIINS ¢ IPEAHU30H WM TIPETHU30JIOH MOXKE JIa YBEIHYH 3ary0ara Ha KOCTHA ThKaH.

Cpo01IaBaHe HA He:KeJIAHU peaKklun

AKO TONTyuHTe HIKaKBU HEXKEJTaHH JICKApCTBEHU Peakiiy, yBeaoMere Bamus nexap i gpapmarienT.
ToBa Bk/II0UBa BCUYKH BB3MOXXHH, HCOITMCAHU B Ta3U JIMCTOBKA HEXKCIIAHU PCAKIINU. Moxete CBIIIO Ja
CHOOIINTE HEXKEIAHU PEeaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChO0IIaBaHe, IOCOYCHa B
[punoxxenue V. Karo cho0Iiapare HeXXeIaHH PEaKIMK, MOYKETE Jla TaJeTe CBOsI IPHUHOC 3a
NoJy4aBaHe Ha MmoBeue HH(popMaIrs OTHOCHO 0€301MacHOCTTa Ha TOBa JIEKAPCTBO.

5. Kak na coxpansBare ZYTIGA

- [la ce cpxpaHsBa Ha MCTO, HEJJOCTBITHO 32 JELa.

- He n3non3BaiiTe TOBa JI€KapCTBO CIIE CPOKA HAa TOJHOCT, OTOEISI3aH BbPXY €THUKETa Ha KyTHUATA
u OyTtrikara. CpoKbT Ha TOAHOCT OTTOBaps Ha IMOCIETHUS JIeH OT IIOCOYSHHS Mecell.

- To3u nexapcTBEH NPOAYKT HE U3UCKBA CIIEHUAIHN YCIOBHS Ha ChbXpaHEHHE.

- He PI3XBT)pJI$[I>'ITe JICKapCTBaTa B KaHa/IM3aluAaTa Ujin B KOHTeﬁHepa 3a JOMAalIHH OTIIaAbIN.
[Monuraiite Bamms papmarieBT kak 1a H3XBBPISTE JEKapCTBaTa, KOUTO BeUe HE U3IOJI3BATE.
Te3n MepkH I1ie CIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpefa.

6. Cun)pma}me Ha OMAaKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kaxkso cbabp:ka ZYTIGA

- AKTHUBHOTO BEIIIECTBO ¢ abnupaTepoHOB arerar. Beska Tabnetka chabpxka 250 mg
abupaTepoHOB aleTar.

- [pyrurte cbCTaBKH ca: MUKPOKPHCTAIHA LENYJI03a, KPOCKapMeNno3a HaTPUH, JIAKT03a
MOHOXHM/IpAT, Marue3ues creapat, moBuaoH (K29/K32), konouaeH 0e3B01€H CHIIUITMEB THOKCHT
U HaTpueB naypuicyndar (Bumwxkre Touka 2 ,,ZY TIGA chabpxa JaKTo3a U HATPHA ).

Kak m3riexna ZYTIGA u kakBo ChIbPiKa ONAaKOBKATAa

- Tabnerkute ZYTIGA ca 6enu 1o moutu 6enu, ¢ enuncoBuana Gopma (¢ rbbkuHa 15,9 mm u
mypuHa 9,5 mm) u Haanuc “AA250” oT egHaTa cTpaHa.

- TabneTkuTe ce JOCTaBsIT B IIaCTMAcOBa OyTHIIKA, ChC 3al[UTEHA OT Jiella 3amyianka. Beska
OyTuika ceabpka 120 tabnerku. Besika KyTHs cbbpika eHa Oy THITKA.

IpuTexaTes1 HA pa3pelIeHUETO 32 YNIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIponsBoauTe
Janssen-Cilag SpA

Via C. Janssen

Borgo San Michele
1-04100 Latina, Mranus

71



3a JOII'BJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJII CBBPIKETC CC C JIOKAJTHU
MNpEeACTABUTCI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»KOHCBHH & JxoHchH bearapus” EOO/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E)\LGda

Janssen-Cilag ®oppokevtik) Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Roménia SRL
Tel: +40 21 207 1800
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Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvzpog
Bopvépoc Xotinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00

Janssen safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

I[aTa Ha IMOCJCAHO NMpepasrjeckaaHne Ha JIMCTOBKaTa

JApyru u3rouHuinu Ha uHpopmanus

[TonpoGHa nHDOpMaIIKs 3a TOBA JICKAPCTBO € Ipe0CTaBeHa Ha yeOcaiita Ha EBporielickaTa areHIus

10 JIeKapcTBaTa https://www.ema.europa.cu.
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JIncroBka: nuH(popManus 3a NOTpedUTENA

ZYTIGA 500 mg ¢puamupanu TadjieTKu
abuparepoHoB aretar (abiraterone acetate)

IIpoyeTeTe BHUMATEIHO UAJIATa JUCTOBKA, PeM 1a 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,

ThH KaTO TS ChABbPKA BaxkHa 32 Bac nndopmanust.

- 3anaszere Ta3u JUCTOBKA. MoOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMate HAKaKBH JOMBIHUTEIIHA BBIPOCH, IonuTaiiTe Bamus nexap uin GapmarieBT.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpeaH, HE3aBUCUMO OT TOBA, Y€ TEXHUTE CUMIITOMH Ca ChIIUTE KaTo BamuTe.

- Axo IMMOJIYYUTEC HAKAKBH HCXKCIJIaHU JICKAPCTBCHU PCAKIIUHN, YBEIOMETC Bamus JICKap UJin
Q)apMaueBT. ToBa BxII0YBa M BCUYKH BB3MOKHH HEXKEIIaHU PpCaKknumn, HEOIMMCAHU B Ta3n
nucToBKa. Bukre Touka 4.

KakBo chabp:ka Ta3u JUCTOBKA:

Kaxso npencrasnssa ZY TIGA u 3a KakBo ce H3M0JI3Ba
Kakso Tps6Ba na 3naere, npenu na npuemere ZY TIGA

Kax na npuemare ZYTIGA

Bb3MoXHH HEXelaH! peakiuu

Kak na cexpansasare ZY TIGA

ChabpaHye Ha ONTAKOBKATa M JOBIIHUTEIHA HHPOPMALIUS

SN A LN

1. Kakso npencrabisiBa ZYTIGA n 3a kakBo ce H3110J13Ba

ZYTIGA cbabpika JIeKapcTBO, HApEUSHO adUpaTepoHOB arieTaT. ToH ce U3MoI3Ba 3a JICUCHUETO Ha
pak Ha mpocTraTtaTa Py BE3paCTHH MBKE, KOMTO Ce € pa3pOCTPaHHI U KbM APYTH YacTH Ha TSUIOTO.
ZYTIGA cnmpa nmpou3BOJCTBOTO Ha TECTOCTEPOH BbB Bamms oprannzsm. ToBa Moxke 1a 3a0aBu
pacTeka Ha paka Ha IIpocTarara.

Korato ZYTIGA ce npeanucsa B paHeH cTaiuii Ha 3a005BaHETO, KOTAaTO TO BCE OLIE CE MOBIHSBA OT
xopMoHaHO jeuenue, ZY TIGA ce mpuiara 3aeHo ¢ JiedeHre, TOHIKABaIlo HIBaTa Ha TECTOCTEPOH
(aHOporeH-AenpruBalliOHHA TEpamys).

Joxkaro npuemare ToBa JiekapcTBo, BamusT nekap e Bu npeanuiiie u gpyro JIeKapcTBO, HAPEUEHO
IIPEAHU30H UM IPEIHU30I0H. Te umar 3a 1ell Jja HAaMaJIAT BEPOSITHOCTTA OT [TOBULIABAHE HA
KpbBHOTO Bu Hansdrane, 3aappaHe Ha TEUHOCTHU B OpraHu3Ma WK ClaJaHe Ha HUBOTO HA €JIEMEHT,
HapeyeH KaJIui, B KPbBTA.

2. Kakso Tpsa0Ba na 3Haere, npeau ga npuemere ZYTIGA

He npuemaiite ZYTIGA

- aKo CTe aJepruuHU KbM aOUPATEPOHOB allETAT WK KbM HAKOS OT OCTAHAIUTE ChCTABKU HA TOBA
JeKapcTBo (M30pOEHU B TOUKa ).

- aKo CTe )eHa, 0co0eHo ako cte OpeMenHa. ZY TIGA e npenHa3HadeH 3a ynorpebda camMo OT
MBIKE.

- aKo MMaTe TeXKKO YBPEKIaHE HA YEPHUS IPOO.

- B KoMOMHaIus ¢ Ra-223 (koiTo ce u3mos3Ba 3a JICYCHHEe Ha paK Ha IMpocTaTara).

He HpHeMaﬁTe TOBA JICKAPCTBO, dKO HAKOC OT T'OPHUTC YCJIOBUSA CC OTHACA 3a Bac. Axo He cTe

CUT'YPHH B HEIIIO, KOHCYATHpaiTe ce ¢ Bamus jiekap win papMalieBT npeau Jga NpUeMeTe ToBa
JIEKApCTBO.
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IIpenynpesxaeHusi u MpeanasHu MepPKH

l'oBopere ¢ Bamms nekap nnu ¢apmaneBT Ipeau 1a NpUeMeTe TOBa JIEKapPCTBO:

- aKo MMaTe YepHOAPOOHU MpolIeMu

- ako ca Bu ka3zanu, ye uMaTe BUCOKO KPbBHO HAJISITAHE WM ChpACYHA HEJOCTATHYHOCT, HITH
HHUCKH HUBA Ha KaJlMil B KPbBTA (HUCKUTE HUBA Ha KaJWi B KPbBTa MOTAT Ja MOBUIIIAT PUCKA OT
npo0JIeMHU ChC ChPIACYHUS PUTHM)

- aKo UMarte JIPYTH ChP/ICYHHU WU ChIOBH 3a00JISIBAHUS

- aKO MMaTe HEPaBHOMEPEH WJIM YCKOPEH ChPACUYEH PUTHEM

- aKO MMaTe HEJOCTUT Ha BB3AYX

- aKo umare Obp30 yBeJIMYaBaHE Ha TErJIOTO

- aKo MMate ToyBaHe Ha KpakKara, IIe3eHUTE WK CThIlanara

- aKo CcT€ IPHUEMalId B MUHAJIOTO JIEKAPCTBO, M3BECTHO KaTO KETOKOHA30J, 3 PaK Ha MpocTaTara

- 3a He0OXOJMMOCTTA J1a TPUEMaTe TOBA JIEKAPCTBO C MPEIHU30H WIN MIPEAHU30I0H

- 3a Bb3MOXHHTE e(DeKTH BHPXY KocTuTe Bu

- aKO MMaTe MOBHIIEHN CTOMHOCTH Ha KpbBHATa 3axap.

ToBopete ¢ Bamms nekap, ako ca Bu kazanu, ue uMate 3a00J1sIBAHUS Ha CHPIIETO U KPHBOHOCHUTE
CBHJI0BE, BKIIIOYUTEIHO MIPOOJIEMHU ChC CHPIACUHUS PUTHM (ApUTMHUS) UM aKO CTe JIEKYBaHH C IpyTu
JIEKapCTBEHHU MPOJYKTH 3a Te3H 3a00JIIBaHHUS.

FOBOpeTe ¢ Bammsg JICKap, aKO UMATE MOXBJITABAHC HA KOXKaTa UJIM Ha OUUTC, IOTHEMHABAHC Ha
ypUHAaTa WM TEXKO rajieHe U MOBpBIIaHe, Thi KaTO Te MOXKeE Ja ca MIPU3HALM WIH CUMIITOMH Ha
npobieMu ¢ yepHus Apo0. Psako Moxke 1a Bb3HUKHE HEBE3MOKHOCT Ha YEpHUS Ipod aa
(yHKIIMOHMpA (HapEeYeHO OCTpa YePHOAPOOHA HEJOCTATHYHOCT), KOETO MOXKE J]a TOBEE 10 CMBPT.

Modxe na ce MosIBM HaMaJICHHE Ha Oposi Ha YePBEHUTE KPHBHU KIICTKH, MOHMKECHO KEJaHUE 3a CEKC
(IbuI0), MyCKyJIHa C1ab0CT W/WIIM MYCKYJITHH OOJIKH.

ZYTIGA ne tpsiOBa na ce naBa B komOuHanmsa ¢ Ra-223, mopaan Bb3MOKHO MTOBHUIICHUS] PUCK OT
CUyIBaHE Ha KOCT UM CMBPT.

Axo mianupare ga npuemare Ra-223 cnen neuennero cbe ZY TIGA u npeqHU30H/Ipe THU30II0H, TO
Bue TpsiOBa qa n3uakare 5 qHU Tpeau na 3anoyHeTre jJedeHuero ¢ Ra-223.

Axo He cTe CUT'YPHH OaJId HAKOC OT TOPHUTC CC OTHACA 3a Bac, KOHCYHTHpaﬁTe ce ¢ Bamms JICKAp ujin
(I)apMaueBT npeau aa 3arovYHCTe MprueMa Ha TOBaA JICKApCTBO.

KpbBHU H3cnenBanus

ZYTIGA moxe na 3acerne uyepHusi Bu apo6 0e3 1a uMaTe HUKakBU CUMITOMH. JloKaTo mpuemare
TOBA JIEKapCTBO, BammusT nekap 1me uscnensa nepuoindHo KpbBTa By, 3a na ciienu 3a eBeHTyallHH
edexTr BbpXy uepHusi Bu qpo0b.

Jlena ¥ IOHOIIH

Toga siekapcTBO HE € MpeHA3HAYEHO 3a YIIOoTpeda mpu aera u roHomu. [Ipu ciydaiiHo morrplane Ha
ZYTIGA ot nere nin 10HOIIIA, HE3a0ABHO OTU/ETE B OONHHUIA KaTO, B3€METe JINCTOBKaTa ¢ Bac, 3a f1a
sl IOKaXKETE Ha JIEKaps B CHEIIHOTO OTACICHUE.

HApyru nexapcrBa u ZYTIGA
[locwBeTBaiiTe ce ¢ Bammus nexap win gpapmaneBT npeay Ja mpueMeTe KakBOTO U 1a € JIEKapCTBO.

Wudopmupaiite Bamwist nekap uinu papManeBT, ako IpueMare, HaCKOpo cTe MPHEeMald WU €
BB3MOXHO J1a IpreMaTe ApYyTH JekapcTa. ToBa e BaxkHO, 3amoto ZY TIGA moxe ma 3acunu edexra
Ha peAMla JIeKapCcTBa, BKIIOUUTEIHO JIEKApPCTBa 3a ChPLETO, TPAHKBUIM3ATOPH, HAKOM JIEKApCTBa 3a
nrabeT, OMIIKOBH JieKapcTBa (Harp. )BT KAHTapHOH) U JApyrd. BammsT nexap Moxe aa moxenae aa
MIPOMEHM J103aTa Ha Te3H JekapcTBa. ChIlo Taka, HIKOHM JIEKapcTBa MOTaT Jla 3aCHIIAT WK HaMaJIsT
epexrute Ha ZYTIGA. ToBa Mmoxe na mosene 1o Hexxenanu peakuun win ZY TIGA na He neiictBa
TOJIKOBA J00pE, KOJIKOTO TpsiOBa.
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AHJpOTeH-OTHEMAIIIATa TePAIHs MOKE JIa YBEIIMYH PUCKA OT MPOOIEMH ChC ChPJCYHUS PUTHM.

YBenomere Baius siekap, ako mpueMare JieKapcTBa:

- M3II0JI3BAHHM 32 JICUCHUE Ha IIPOOJIEMH ChC ChPACYHMS PUTHM (HAIpP. XUHUIMH, IPOKAMHAMUI,
aMHUOJIApPOH U COTAaJON);

- 3a KOUTO € U3BECTHO, Y€ YBEIMYaBaT PUCKa OT MPOOIIEMU ChC ChPACYHUS PUTHM [Harp.
MeTasloH (M3I0JI3BaH 3a 00JeKyaBaHe Ha O0JIKaTa M KaTo CPEACTBO 3a AETOKCUKAIUS PU
HApKO3aBUCUMOCT), MOKCHU(DIIOKCAIINH (aHTUOMOTHK), aHTUIICUXOTHUIH (M3IIOJI3BAHH TTPH
CEPUO3HU TICUXUYHU 3200 IsIBaHYs)|.

I'oBopete ¢ Bammus nexap, ako npuemare HIKOU OT JIeKapcTBaTa, M30pOeHH MO-Tope.

ZYTIGA c xpana

- ToBa nexapcTBO He TpAOBa /1a ce mpueMa ¢ XpaHa (BrxTe Touka 3, ”Kak na npuemare
ZYTIGA”).

- IIpuemanero Ha ZY TIGA ¢ xpaHa MOXe [1a IPEAN3BUKA HEIKEINAHN PEAKIIHN.

BpemMeHHOCT M KbpMeHe

ZYTIGA He e npeAHa3HAYeH 32 yNOTpe0a NpPH KeHH.

- ToBa JiekapcTBO MO2Ke 1a IPUYUHY YBpPesKAaHe Ha MJI0/Ia, KO ce MpHeMa 0T KeHH, KOUTO
ca OpeMeHHH.

- AKO NpaBHUTe CEKC C JKeHa, KOSITO MoKke 1a 3a0peMeHee, H3M0JI3BaliTe Ipe3epBaTHB U APYr
eekTHBEH MeTO/] 32 KOHTPOJ HA PaxkIaeMOCTTA.

- AKo npaBuTe cekc ¢ OpeMeHHa JKeHa, N3M0JI3BaliTe Mpe3epBATHB 32 3a1MTA HA IJI0JA.

lodupane u padora ¢ MalIUHU
ToBa nekapcTBO HE MOBIHUsIBA CIOCOOHOCTTA BU 3a miodupane u pabora ¢ MHCTPYMEHTH HITH MAIIUHH.

ZYTIGA cbabp:ka JaKT03a M HATPHI

- ZYTIGA cpabpixka nakro3a. Ako Bammsr nexap Bu e xazan, ye nMaTe HETOHOCUMOCT KbM
HSIKOU 3aXapH, CBBPIKETE CE ¢ HETro, IIPEIU Ja MpUeMeTe TO3H JICKAPCTBEH MPOIYKT.

- ToBa nexapcTBO chABpka 27 mg HaTpwid (OCHOBHA ChCTaBKa HAa FOTBapCcKaTa/Tpare3Hara coi) B
€JlHA JHEBHA 103a OT JBe TabmeTku. ToBa KOJIUYECTBO ¢ eKBUBaJIEHTHO Ha 1,35% ot
MPETIOPBHUUTEITHUS MAKCUMAJICH JHEBCH XPAHUTEIICH IIPUEM Ha HATPUH 32 Bh3PaCTEH.

3. Kak na npuemarte ZYTIGA

Bunaru npuemaiite ToBa JeKapcTBO TOUYHO KakTo By e kazan BammsaT nekap. AKo He CTe CUTYPHH B
Hello, monuraiite Bamms nexap wiu GpapmarenT.

Koaxo na npuemere
[Ipenoppunrtennara no3a e 1 000 mg (aBe TabIeTKH) BEIHBK THEBHO.

IIpuemM Ha JIeKaAPCTBOTO

- IIpuemaiite 1eKapcTBOTO MpE3 ycTaTa.

- He npuemaiite ZYTIGA c xpana. [Ipuemst Ha ZYTIGA ¢ xpana Mmoxke Aa 10BeJie 10
YCBOSIBAaHE OT OpraHM3Ma Ha MOBeYe OT JIEKAPCTBOTO, OTKOJIKOTO € HE0OX0AUMO, U TOBAa MOKeE
Jla IpeAN3BUKA HEIKEIAHN PEAKIIHH.

- IIpuematiite Tabmerkure ZY TIGA xaTo envHUYHA 1032 BEIHEXK MHEBHO Ha riagHo. ZY TIGA
TpsiOBa Jja ce mpreMa TIOHE J[Ba Yaca ClIe]] XpaHEeHe U He Ce XpaHeTe MOHe e1H Yac ciel
npuema Ha ZYTIGA. (BmwxTe Touka 2, “ ZYTIGA c xpana”).

- I'eirTaliTe TAOJETKATE LIEJH C BOJA.

- He uymniere tabnerkure.

- ZYTIGA ce npuema c JIeKapcTBO, HApEUCHO MPEAHU30H WK TpeaHu30J0H. [Ipuemaiite
MIPEIHU30H WIH MIPETHU30JIOH, TOUHO KakTo By e kasan Bammsr nexap.

- Bue TpsiOBa ga mpueMare npeaHU30H WK IPEIHU30JI0H BCEKHU AeH, nokato mpueMare ZY TIGA.
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- Moske na ce HaJloKU MPOMSIHA B KOJIMYECTBOTO MPETHU3OH WM MTPEIHU30JIOH, KOETO IIpUeMaTe,
aKo MMarte CIICHIHO cheTostHME. Bammsar nekap me Bu nngopmupa, ako TpsOBa 1a mpoMeHUTE
KOJIMYECTBOTO Ha MpueMaHus oT Bac npenHn30H win npeaau3onod. He cnvpalite npruema Ha
IIPEIHU30H WU IPEIHU30JI0H, OCBEH aKko Bamumsar sekap He Bu kaxe.

BammsaT nexap Moxxe na Bu npennuiie u apyru gekapctsa, fokaro npuemare ZY TIGA u npegan3on
WIN TIPEHU30JIOH.

AKo cTe npuesu noBeye ot Heodxoaumara n03a ZYTIGA
AKo cTe TIpueny ToBede OT HeoOXouMaTa J103a, He3abaBHO ce KOHCYATupaite ¢ Bamus nexap wim
otuaere B OOJIHULIA.

AKko cte nponycHaau a1a npuemere ZYTIGA

- Ako cte 3a0paBwiu na npuemere ZY TIGA wiv npeaHu30H, WK IPEIHU30JI0H, TIPOIBIDKETE C
oOuuaiiHarta cu 1032 Ha CleABAIINS JACH.

- Axo cre 3a0paBunu aa npuemere ZY TIGA win npeHU30H, WM NPEIHU30JIOH OBEYE OT
1 meH, HE3a0aBHO ce KOHCYITHpaiTe ¢ Bamms mekap.

AKko cte cipesu npuema Ha ZYTIGA
He cnimpaiite npuema Ha ZY TIGA niu ipeIHU30H, WIH MIPEIHU30JIOH, OCBEH ako Bammsar nexap He
Bu e kazai.

AKO UMaTe HAKaKBH JOMBIHUTEITHN BBIIPOCH, CBBP3aHH ¢ yIOTpebaTa Ha TOBA JIEKAPCTBO, MOJIS
nonuraiiTe Bamus ekap uiu GapmarieBT.

4. Bb3MOKHH HeKeJTaHU pPeakuuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a IPCAU3BUKA HCIKCIIAHU PCAKINU, BBIIPCKH Y€ HC
BCCKM I'l [10JTy4aBa.

Cuperte npuema Ha ZYTIGA 1 He3a6aBHO moceTeTe JIeKap, aKo 3a0eie;kuTe HAKOM OT CIeHUTe

CHMIITOMM:

- MyckyiHa ¢1ab0CT, MyCKYJIHU TOTPETBAHUS WM ChplieOreHe (mamuTanun). ToBa Moxe Ja ca
MIPU3HALM 32 HUCKO HUBO Ha KaJHil B KPBBTA.

Jlpyru HexKeJ1aHH PeaKIUu:

MHoro 4yectu (MOke n1a 3acerHaT noseue ot 1 Ha 10 mymm):

3ambprkaHe Ha TEYHOCT B KpaKaTa WM XOJUJIaTa, HICKO HUBO Ha Kalluil B KPHBTA, TOBUIIICHU
4epHOAPOOHH (HYHKIIMOHAIHH ITOKA3aTelH, BUCOKO KPhBHO HANATaHe, HHQEKIHS Ha THKOYHUTE
BTUILA, THAPUSL.

Yectn (Moxe ma 3acerHar jo 1 Ha 10 mxymm):

Bucoku HuBa Ha Ma3HUHU B KPBBTA, 0OJIKa B I'bPAUTE, HEPABHOMEPEH CHhPACUEH MYJIC (IPEACHPIHO
MBIKJCHE), ChpJIeYHa HEJOCTATHYHOCT, YCKOpEHa ChpAeYHa AEHHOCT, TeKKN HH(DEKIINH, HapeUdeHH
cercuc, hpakTypu Ha KOCTH, HApyILIEHO XpaHOCMUIaHe, KPBB B ypUHaTa, 0OpHB.

Heuectn (Moxe na 3acernat 10 1 Ha 100 gymm):

[IpoGnemu ¢ HanOBOpeuyHaTa xJie3a (MpoOIeMH, CBBP3aHU ChC COJUTE U BOJIATa), HAPYIIEH ChPACUYCH
PUTHM (ApUTMHS), MyCKYJIHA c1ab0CT W/UIH MYCKYITHH OOJIKH.

Penku (Moxe na 3acernar o 1 Ha 1 000 mymm):

Bb3nanenue Ha Oenute ApoOoBe (HApHUAHO OIIE aJICPTUYCH aJIBEOJIUT).

HeBb3MOKHOCT Ha YepHHS Ipo0 J1a PYHKIMOHMPA (HApUUAHO OILE OCTPa YSPHOIPOOHA
HEeIOCTAaThYHOCT).

C Hen3BeCTHA 4eCTOTA (OT HUIMYHUTE JaHHU HE MOXKe 12 Obe HalpaBeHa OLICHKA):

Cepneuen ynap, npomsina B EKI - enexrpokapanorpama (yaemkaBane Ha QT mHTEpBana) v TeXKU
QJIIEPTUYHH PEAKIUU ChC 3aTPYAHEHO TPETITIIAHE U JAUIIaHe, [TOyBaHe Ha JIUIETO, YCTHHUTE, E3UKa
WIN TBPIIOTO WIIH CHPOSI OOPHB.
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3ary0a Ha KOCTHa ThKaH MOJKE J1a HACTBIIU NIPH MB3Ke, JIEKyBaHH 32 pak Ha npocraTtara. ZY TIGA B
KOMOMHALUS ¢ MPEAHU30H WX NPEAHU30JIOH MOXKE 12 YBEIMYH 3ary0ara Ha KOCTHA ThKaH.

Cho01maBaHe Ha HesKeJIAHU pPeakuu

AKO MONTyYHnTe HIKaKBU HEXXEJIaHU JICKApCTBEHU peakliy, yBeaomere Bamus nexap unu gapmanesT.
ToBa BK/IIOYBA BCUYKH BB3MOYKHH, HEOIIMCAHH B Ta3H JINCTOBKA HEKEJIaHHU peakuuu. MoxkeTe chIlo Ja
ChOOIIUTE HEXKENAaHHU PEaKIMU JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32 ChOOIIaBaHe, IIOCOUeHA B
[punoxenue V. Karo cro0maBare HeskellaHU PeakL, MOXKETE J1a IaJAeTe CBOs IPHHOC 32
NoJy4aBaHe Ha MoBeue HH(OopManus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate ZYTIGA

- [a ce cbxpaHsaBa Ha MSCTO, HEJOCTBIIHO 3a JELa.

- He u3non3BaiiTe ToBa 1€KapcTBO CiIe] CPOKa HAa TOAHOCT, OTOEINA3aH BbPXY KapTOHEHATa KyTus,
KapTOHEHaTa KapTa TUIl ,,IopTQein u Onuctepa. CpOKBT HAa TOTHOCT OTTOBAPS HA MOCTICTHUS
JIeH OT IIOCOYCHHSI MECell.

- To3u nexapcTBEH NPOAYKT HE U3UCKBA CIIEHUAIHN YCIOBHS Ha ChbXpaHEHHE.

- He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a TOMAIIHU OTHAIbIIH.
[Monuraiite Bammst papmarieBT kak Ja H3XBBPISTE JEKapCTBaTa, KOMTO BeUe HE U3IOJI3BATE.
Te3n MepkH 11e CIOMOTHAT 3a OIla3BaHE HA OKOJIHATA CPefa.

6. Cun)pma}me Ha OMAaKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cpabp:ka ZYTIGA

- AKTHBHOTO BEIIIECTBO € a0MpaTepOHOB areTar. Beska ¢punMupana tadieTka cbhabppxa S00 mg
a0bupaTepOHOB aIleTar.

- Jpyrure cbCTaBKH ca: MUKPOKpPHCTAJIHA LIETyJI03a (CHIMCHLIUpaHa), KpOCKapMesio3a HaTpHH,
xurnpomenosa 2910 (15 mPa.S), nakTo3a MOHOXHpAT, MarHe3ueB cTeapar, KOJouaeH 0e3B0IeH
CUITUIIMEB JHOKCH]I U HATPHEB Jaypuiicyndar (BrwkTe Touka 2 ,,ZY TIGA cbabpika J1akTo3a u
HaTpuii”). DUIMOBOTO MOKPUTHE ChIBPIKA uepeH sxenezeH okcun (E172), yepBeH xemne3eH
okcun (E172), makporon 3350, MOMTMBUHUIIOB aJIKOXOJ, TAJIK U THTAHOB JTUOKCHU]T

Kak m3rnexna ZYTIGA n kKakBoO ChABPKA ONIAKOBKATA

- Tabnerkute ZYTIGA ca BuoneToBH GuiIMupaHyu TabIETKH ¢ enuncoBuaHa popMa (C IbKUHA
20 mm u mupunaa 10 mm) u Hagnuc “AA” ot egHaTa ctpana u ,,500 oT npyraTa cTpaHa.
Bcesika kaproHeHa onakoBKa 3a 28 qHU ChABpka 56 GuiMupanu TabiaeTku B 4 KApTOHEHH KapTH
TUI ,,iopTdheitn™ ¢ mo 14 punmupanu TaOIETKH BCAKA.
Bceska kapronena onakoBka 3a 30 gHu chabpka 60 punMupanu TabJIeTKy B 5 KApTOHEHH KapTH
TUI ,,iopTdhein™ ¢ mo 12 Gunmupanu TaOIETKU BCIKA.

- He Bcuuky BuoOBe OMakoBKH MOrar Aa ObAaT MMyCHATH Ha rasapa.

IputexaTes Ha pa3pelIeHUETO 32 ynoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaureJ
Janssen-Cilag SpA

Via C. Janssen

Borgo San Michele
1-04100 Latina, Utanus
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3a JOII'BJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJII CBBPIKETC CC C JIOKAJTHU
MNPEACTABUTCII HA TPUTCIKATCIIA Ha pa3pCICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»KOHCBHH & JxoHchH bearapus” EOO/]]
Temn.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E)\LGda

Janssen-Cilag ®oppokevtik) Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Roménia SRL
Tel: +40 21 207 1800
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Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvzpog
Bopvépoc Xotinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00

Janssen safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

I[aTa Ha IMOCJCIHO NMpepasrjaeckaaHne Ha JIMCTOBKaTa

JApyru u3rouHuinu Ha uHpopmanus

[TonpoGHa uHpOpMaIKs 3a TOBA JICKAPCTBO € IpeocTaBeHa Ha yeOcaiita Ha EBpornetickara areHIus

10 JIeKapcTBaTa https://www.ema.europa.cu.
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