MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA TPOAYKT
Abuparepon Mylan 500 mg ¢punmupanu TabieTKI
Abuparepon Mylan 1 000 mg ¢punmupanu TabIeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Aowupatepor Mylan 500 mg dunmupanu TabieTku

Bcesika punmupana tabierka cpabpika S00 mg abupaTepoHOB aleTar, eKBUBaJIeHTeH Ha 446 mg
abuparepon (abiraterone).

Aobuparepon Mylan 1 000 mg ¢punmupany TaOJIeTKH
Bcesika punmupana tabdierka cpabpka 1 000 mg abupaTepoHOB aleTar, eKBUBaJeHTeH Ha 893 mg
abuparepoH (abiraterone).

ITomourHo(n) BemecTBo(a) ¢ U3BECTHO AEHCTBUE

Aobupatepor Mylan 500 mg dunmupanu TabieTku
Bcesika punmupana tadnerka ot 500 mg chappika 68 mg n1aKkTo3a MOHOXHIPAT (BK. Touka 4.4).

Aoupatepon Mylan 1 000 mg dunmupanu TabIeTKu
Bcesika punmupana tabierka ot 1 000 mg cpappka 136 mg 1akro3a MOHOXUApPAT (BXK. Touka 4.4).

3a IBIHUA CIIMCHK HA IMTOMOIIHUATE BEIIECTBA BIKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana Tabnerka (TabaeTka)
Aobuparepon Mylan 500 mg ¢puamMupanu TabIeTKH

Kadsra ¢punmupana Tabnerka ¢ opaiHa popma, ¢ BAIp0HATO penedHo o3HaueHue “500” oT enqHaTa
CTpaHa, ¢ pasmepu 19 mm apmxuHa X 10 mm mmpouunHa.

Aobuparepor Mylan 1 000 mg dbuaMupany TabIETKH

Bsna no nouru Osna punmupana TabneTka ¢ oBayiHa opMa, ¢ AeTUTENTHA YepTa OT eIHaTa CTpaHa U
TJIajKa OT JpyraTa CTpaHa, ¢ pazMepu 23 mm abpkuHa X 11 mm mupounHa. [lenuTennara yepra e
caMo 3a yJICCHSIBaHE Ha CUYIBAHETO C IIE] MMO-JICCHO I'bJITAHE, a HE 3a pa3feiisHe Ha PaBHH JO3H.

4. K/IMHUYHU JAHHHU
4.1 TepaneBTUYHHU NOKA3AHUS

Abuparepon Mylan B koMOMHAIMSI ¢ TIPETHU30H WK MPETHU30JI0H € TIOKa3aH 3a:

° JICUCHHE Ha HOBOJUArHOCTUIIUPAH BUCOKOPUCKOB METACTaTUYCH YYBCTBUTEIICH KbM
XOpPMOHAJTHA Teparus KapurHoM Ha npoctarata (mHSPC) nmpu Bb3pacTHN MBXKe B KOMOMHAIINS
¢ arnporeH-aenpuBaonHa tepanus (ADT) (Bxk. Touka 5.1).

. JIeYeHrEe Ha METaCTaTUYCH PE3UCTEHTEH Ha KacTpanus kapuuaoM Ha rpocTtarata (MCRPC) mpu
BB3PaCTHH MBKE, KOUTO ¢a 0€3 CUMIITOMHM MJIM C JIKH CUMIITOMH CJIEJ] HeyCIIelHa aHpOreH-
JICTPUBALIMOHHA TEPAIHSI, P KOUTO BCE OIIE HAMA KIIMHUYHU TTOKA3aHUS 38 XMMHOTEPATTHSI
(Bxk. TOouka 5.1).

. neyenne Ha MCRPC npu Bb3pacTHU MBXKe, YHeTo 3a00IIBaHE € IIPOTrPECHpPalIo IO BpeMe Ha
WM CJIeN JAOlETaKceN-0a3upaHa XUMHOTEpaIIus.



4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

To3u JICKApCTBCH NPOAYKT Tp$16Ba Ja cC INpeaAnurcBa OT MOoAXOAAI MCAUITUHCKU CIICHUAINCT.

EO3I/IQOBKa

[Ipenopruntennara go3a ¢ 1 000 mg (nBe Tabmerkn mo 500 mg win eaHa Tadnetka ot 1 000 mg) karo
eJIMHUYHA THEBHA 71032, KOSATO HE TPsIOBa J1a ce MmpreMa ¢ XpaHa (Bx. mo-aoiy ,,Hauun Ha
nputoxenue). [I[pueManeTo Ha TaOJIETKUTE ¢ XpaHa MOBUIIABA CUCTEMHATA KCIIO3UITUS Ha
abupartepoH (BXK. Touku 4.5 u 5.2).

Ho3upoexa Ha npeOHU30H unu npeoHU3010H
[Tpu mHSPC A6uparepon Mylan ce npuiara ¢ 5 mg npeHU30H WK TPEIHU30II0H THEBHO.
[Tpu mCRPC Ab6upatepon Mylan ce npunara ¢ 10 mg npeAHU30H WIK IPEIHU30JI0H THEBHO.

MenaukamMeHTO3HaTa KacTpanus ¢ aHaJIOT Ha XOPMOH, OCBOOO0 K 1aBaIll Ty TEHHU3UPAIIHSI XOPMOH
(LHRH), Tpsi6Ba 1a mpoABIKK IO BpeMe Ha JISYEHHUEeTO IPU MAIMeHTH, KOUTO HE ca ONepaTUBHO
KacTpUpaHHU.

Ipenopvyumenno npocredsgane

CepyMHUTE TpaHCAaMUHA3W TPSAOBA J1a CE M3MEPBAT MPEAN HAYATIOTO Ha JICUCHHETO, HA BCCKU

2 CeMUIIM TIPE3 ITEPBUTE TPHU MECEIa OT JICYCHUETO U CIIS/ TOBa BEHBK MeceuyHO. KpbBHOTO
HaJIATaHe, CEPYMHHUSAT KAJIUH U 33 IbPKAHETO Ha TEYHOCTH TPSIOBA J1a e CIEIST eKEMECEUHO.
BrIpexu ToBa ManMeHTUTE ChC 3HAUMTENICH PUCK 32 3aCTOWHA ChpJCYHA HEJOCTAThYHOCT, TPSOBa 1a
Ce MPOCTeIBaT HAa BCEKHU 2 CEIIMHUITH MPE3 TBPBUTE TP Mecela OT JICYCHUETO U BETHBX MECEYHO
cien ToBa. (BX. Touka 4.4).

[Ipu manueHTH cbC ChIIECTBYBAIA XUITOKAIUEMUS WM TAKUBA, Pa3BUIM XUIIOKAJIMEMHUS IO BpEME Ha
neueHunero ¢ A6upartepoH Mylan, TpsiOBa ga ce oOMuCIu noaabp)kaHe Ha HUBO Ha Kanuil > 4,0 mM.
[Ipu marmeHTH, pa3BUIIN CTETIEH HA TOKCUYHOCT > 3, BKIIOYUTETHO XUMIEPTOHUS, XUITOKATHEMHUS,
eIeM H APYTH HEMHHEPAJIKOPTUKOUIHU TOKCUYHHU e(peKTH, JeueHHEeTo TpsiOBa Aa Obae NpeKbCHATO U
Jla ce IPUIIOKAT MOAXOMAIIN METUIIMHCKY MepkH. Jledenuero ¢ Abuparepon Mylan He TpsOBa na ce
BB300HOBSBA, JOKATO CHMITOMUTE Ha TOKCUYHOCT HE JOCTUTHAT CTENEH | WM U3XOTHO HUBO.

B ciyuaii Ha nportycHata qHeBHaA 03a AOupatepon Mylan, npeJHH30H WM MPEAHNU30JIOH, JICYEHUETO
TpsiOBa 1a MPOIBIKM Ha CIIEABAIIMA ACH C OOMYaiiHaTa THEBHA J03A.

Xenamomoxcuunocm

[Ipy maumenTy, pa3BUIIM XENaTOTOKCHYHOCT 0 BpeMe Ha JICYEHUETO (aJlaHMH aMMHOTpaHcepasaTa
[ALAT] nnu acnaprat amuHoTpancdepaszara [ASAT] ce yBenuyaBat noBeyue OT 5 TbTH HaJl TOpHATa
rpanuna Ha Hopmata [ULN]), TepanusTta TpsOBa He3a0aBHO Ja ce peKbeHe (BXK. Touka 4.4). Crex
BBH3CTAHOBSIBAHE HA N3XOAHUTE CTOMHOCTH Ha YEPHOAPOOHNUTE (PYHKIIMOHATIHY OKA3aTeNU Ha
MalMEeHTa, JICYEHUETO MOKe J1a ce IIOAHOBH ¢ HamasieHa f03a oT 500 mg (eqHa TabiieTka) BEAHBX
nHeBHO. [Ipy manmeHTy, MpoBeXJaly MOBTOPHO JICYEHUE, CEpYMHUTE TpaHCAMUHA3H TPsIOBa Ja ce
MpocieIBaT MUHUMYM Ha BCEKHU JBE CEMHIIM 3a TPU Mecella, ClIe]] KOETO BeIHBK MECeUHO0. AKO
XEMaTOTOKCUYHOCTTA C€ MIOBTOPHU NPH HamalieHa 103a oT 500 mg AHeBHO, IeueHHeTo TpsOBa 1a ce
MpeKpaTy.

AKO TIaIIMeHTUTE Pa3BUAT TeKKa XemaToToKCHIHOCT (yBenuueHne Ha ALAT umu ASAT ¢ 20 mbTH
Hag ULN) mo Bcsiko Bpeme Ha TepamusiTa, TeparusiTa TpsoBa Jja ce CIpe U MalnueHTHTe He TPsSOBa 1a
ce JIEKyBaT IIOBTOPHO.

bvopeuno ygpescoane

He ce nanara npoMsiHa Ha j03ata IIpU MalUeHTH ¢ ObOpedYHo yBpexkaaHe (Bxk. Touka 5.2). JIuncsa
o0ayve KIIMHUYEH OMHT TPH MAMEeHTH ¢ paK Ha MpocTaTata v TeKKO 0b0pedHo yBpexnane. [Ipu tezn
MAIMEeHTH Ce MPENoPbUBa MOBUIIIEHO BHUMaHHE (BXK. Touka 4.4).



Yeprodpobuo yepescoare
He ce Hanara npomsiHa Ha Jj03aTta MpH MAIMEHTH C MPEJIIISCTBAIIO JIEKO YepHOPOOHO YBPEKIaHe,
Child-Pugh knac A.

[Ipu ymepeno yeproapooHo yBpexaane (Child-Pugh kinac B) e mokasaHo, ye cucreMHaTa €KCIIO3UIIUS
Ha adHUpaTepoH Ce yBeIMYaBa OKOJIO YETHPU BT, CJICA SIHOKpATHH mepopainu 103 oT 1 000 mg
aOupatepoHOB arerar (Bx. Touka 5.2). Hama nanHu 3a KMHUYHATA 0€30MacHOCT ¥ e(PUKACHOCT Ha
MHOTI'OKpaTHHU 103U a6I/IpaTepOHOB aneTar, npujaraHv nNpy NanueHT ¢ yMEpPEHO WJIN TECKKO
yepHOaApoOHO yBpexaane (Child-Pugh knac B nnu C). Kopurupaneto Ha jo03aTa He Moxe Ja 0bje
npeaBuieHo. M3nomsBanero Ha AGupartepor Mylan TpsiOBa BHUMATEITHO J1a C€ OLICHSBA TP MAUCHTH
C YMEpEHO YepHOIPOOHO yBpeXJaHe, IPH KOUTO T10J13aTa SICHO HaAXBBPIIs BB3MOKHUSI PUCK (BIXK.
Touku 4.2 u 5.2). Abupatepon Mylan He TpsiOBa fa ce U3IMON3BA MPH MAIMEHTH C TEKKO YePHOAPOOHO
yBpexnaane (Bx. Touku 4.3, 4.4 u 5.2).

THeouampuuna nonyrayus
HsMma cboTBeTHO IpuiiokeHrue Ha AGuparepoH Mylan npu neauaTpryHaTa MOMyJIaIus.

Hauun Ha npunoxxeHue

Abupatepon Mylan e 3a nepopaliHO NPHIIOKEHUE.

Tabnerkarta(ute) TpsOBa na ce mpuema(T) KaTo eIMHUYHA 032 BEIHBXK JHEBHO Ha Mpa3eH CTOMax.
Abuparepon Mylan Tps6Ba fa ce mpreMa Hali-MaJKo JBa 4aca cje]l XpaHeHe U XpaHa He TpsiOBa 11a ce
TpueMa TIOHE eUH Jac cien puema Ha tabnetkure. Tadbnetkure ot 500 mg TpsibBa 1a ce reiaTat
LeJIU C BOJIA.

Abupatepon Mylan 1 000 mg ¢punmupanu TabneTky MoraT Ja ObJat pas3aesieHH, 3a J1a ce YICCHU
MoTrIbIIaHeTo OT nmanuenta. Tadnetkute oT 1 000 mg TpsiOBa 1a ce rbaTat ¢ Boja.

4.3 IIporuBomokazanus

. CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT MIOMOIIHHUTE BEILIECTBA
n30poeHu B Touka 6.1.

. JKenu, konTo ca OpeMEHHHU WK € Bb3MOXHO Jia ca OpeMeHHH (BK. Touka 4.6)
Texko uepHoapoOHO yBpexkaane [Child-Pugh knac C (Bxk. Touku 4.2, 4.4 u 5.2)].

. Abuparepon Mylan ¢ npeTHI30H HITH [TPETHU30JI0OH € TIPOTUBOIIOKA3aH B KOMOMHAIHS C
Ra-223.

4.4 Cneunuajanu mpeaynpeskaeHus U NpeANa3sHy MepKH NPHU ynoTpeda

XHUIIEPTOHUS, XUTIOKATTUEMHUS, 33]IbPKaHe HA TCUHOCTH U ChPJICYHA HEJIOCTATHYHOCT MOPAIH U3ITUIIIBK
Ha MUHEPAIKOPTHKOUIH

Abuparepon Mylan Moxe 1a per3BUKa XUIIEPTOHUS, XUITOKAIUEMHUS U 32]IbpKaHEe HA TEUHOCTH
(Bk. Touka 4.8) KaTo CICNCTBUE OT MOBUIIICHUTE HUBA HA MUHEPAIKOPTUKOUINTE B PE3y/ITAT HA
naxubupanero Ha CYP17 (Bxk. Touka 5.1). ETHOBpeMEHHOTO PHUIIOKEHUE HA KOPTUKOCTEPOU]]
MTOTUCKA CTUMYJIMPAHETO Ha aApeHOKOPTHKOTporHUSA X0pMoH (ACTH), koeTo Boau 1o HamasiBaHE
Ha YeCTOTaTa M TEKECTTa Ha TE3W HEeXKENaH! peakiuu. Heo0XoauMo e IoBHIIIEHO BHUMAaHHE TIPH
JICYCHUETO HA MAIMEHTH, YAUTO OCHOBHU 3a00JISBaHMS MOXKE Jla ObJIaT BJIOIICHU P MIOBUIIIABAHE HA
KPBBHOTO HAJISITaHE, XUMOKAJTUEMHUS (HAIp. IpUEeMAIllX ChbPACYHH TITMKO3K/IN) WU 3aIbpiKaHe Ha
TEYHOCTH (HAIIP. MAIMMEHTH ChC ChPACTHA HEOCTATHYHOCT, TEKKA MIIM HECTAOMIHA CTEHOKAPIHS,
HACKOPO MpeKapaH nHPApKT Ha MHOKAp/ia WIIM BEHTPUKYJIApHA apUTMHS U TTAIIUEHTH C TEXKO
OBOPEeYHO yBpEXKIAHE).

Aobuparepon Mylan TpsiOBa aa ce mpuiara mpeArna3IuBo MY MalMeHTH ¢ aHAMHE3a 33 ChPICYHO-
ch0BO 3a0omsBane. [IpoyuBanusTa ¢a3a Il mpoBenenu ¢ abupaTepoH N3KIIIOYBAT IMAIIUEHTH C
HEKOHTPOJIMPAaHA XUIIEPTOHHMSI, KIMHUYHO 3HAYUMO ChPACUHO 3a00JIsABaHe, MPOSBEHO KaTO HH(PAPKT
Ha MHOKap/a WK CIy4Yad Ha apTepuaiHa TpoM003a Ipe3 MOoCIeAHUTe 6 Mecela, TeKKa WK
HecTaOWITHA CTEHOKApAHA, I ChpaeyHa HegoctaTbuHocT Kinac 11 wmu IV cnopen Hiotiopkckara
kapauonoruyHa aconuanus (New York Heart Association, NYHA) (npoyusane 301) wiu chpaedna
HepoctaTbuHocT Knac I mo knac IV (npoyusanus 3011 u 302), wim uzmepeHa ¢pakmus Ha



n3tnackBane < 50%. B mpoyuBanus 3011 u 302 ca u3KITI0YeHH MAIUEHTH C MIPEACHPIHO MBXKIEHE
WK Apyra CbpAEYHA apUTMUs, U3UCKBallla jIedeHue. be3onacHocTTa Ipy MalueHTy ¢ JIEBOKaMepHa
¢pakuns va uzrnackBane (LVEF) < 50% wnu cepneuna negocrarbunocT kiac I nim kmac IV o
NYHA (8 mpoyuBane 301), unu cppaeuna HegoctarbunocT kiac II go ximac IV mo NYHA (B
npoyuBanus 3011 u 302) ve e ycranoBena (Bx. Touku 4.8 u 5.1).

[Ipenu neyeHre Ha MAMEHTH ChC 3HAYUTENEH PUCK 32 3aCTOWHA ChpAEYHA HEIOCTAThYHOCT (HAID.
aHaMHe3a 3a Chp/IeYHa HeJIOCTATHYHOCT, HEKOHTPOJIMPaHa XUIIEPTOHHS WU ChPACYHH CHOUTHS KAaTO
HaTpuUMep HCXeMUYHa 0OJIeCT Ha CHPIIETO), TPsIOBa Jia ce OOMHCIIN TIOTy4aBaHETO Ha OIICHKA Ha
¢yHKUMATa Ha chpueTo (Hamp. exokapauorpadus). [Ipeau neyenne ¢ Abuparepon Mylan cepreunaTa
HEIOCTaThYHOCT TPsAOBaA Ja ce JIEKyBa U ChbpAeYHATA ICHHOCT Aa Ce ONTUMH3HpA. XUIEPTOHUSATA,
XHITOKATMEMHSATA U 33/IbPKAHETO Ha TEYHOCTH TPIOBa J]a ce KOPUTHpaT U KoHTponupat. [1o Bpeme Ha
JICYEHUETO KPbBHOTO HAJIATAHE, CEPYMHUSAT KaJllii, 3abPKAHETO Ha TEUHOCTH (TIOKauBaHE Ha
TEeraoTo, nepudepeH enem), 1 Apyrd MpU3HALY U CHMITOMH Ha 3aCTOWHA ChpAeYHa HEAOCTATHYHOCT
TpsiOBa J1a ce mpocye/IBaT Ha BCEKU 2 CEIMUIIN 3a 3 Mecella, Clie]l TOBA BEJTHbXK MECEUHO
OTKJIOHEHWUsITa J1a ce Kopurupat. Habnronasa ce yabmkaBane Ha QT nHTEpBasia py NamyeHTH,
CTpaJaly OT XUIOKaJIHEMHs, CBbp3aHa C JeYeHUeTo ¢ abupatepoH. TpsOBa aa ce HanmpaBH OLICHKA Ha
ChpeYHATA JISHHOCT, KOTaTo € KIMHUYHO TIOKa3aHo, J1a Ce OIpe/IelH aJIcKBaTHA TEPaITus U J1a ce
0OMUCITH MTpeKpaTsIBaHE Ha TOBA JICUEHHE B CIy4yai Ha KITMHUYHO 3HAYMMO OTclabBaHe Ha ChpJeyHaTa
JIeWHOCT (BXK. Touka 4.2).

XenaToTOKCUYHOCT ¥ YePHOAPOOHO YBPEXKTaHE

B koHTpoNHMpaHy KIMHUYHU POYYBAHMS ce HAOII01aBa N3pa3eHo MOBUIIICHUE HA YePHOAPOOHNTE
€H3UMHU, BOJICIIIO JI0 MPEKbCBAHE Ha JICYCHUETO WK MPOMsHA Ha j03ata (BK. Touka 4.8). HuBara Ha
CEepyMHHTE TpaHCAMHUHA3M TPsIOBa J1a ce U3MEPAT MPeIy HaJaloTO Ha JICYEHNETO, Ha BCEKH JBE
CEIMHILIM TIPe3 IMbPBUTE TPU MECELA OT JICUCHUETO, U CIIE] TOBA BEIHHK MECEUHO. AKO ce Pa3BUAT
KIIMHUYHU CUMITTOMHY HJIH ITPU3HAIIM, TIOKa3BaIll XeMaTOTOKCUYHOCT, CEPYMHHUTE TPaHCAMUHA3H
TpsiOBa 11a ce u3MepsAT HezabaBHO. Ao B najieH MoMeHT ALAT wimu ASAT ce yBenuuat nosede oT

5 et Hag ULN, neyenueto TpssOBa He3a0aBHO J1a ce MPEKbCHE, a YepHOApoOHaTa PyHKIIMS TpsOBa
J1a ce cieau oTonu30. JleueHneTo ce moTHOBSABA MPU BH3CTAHOBSBAHE HAa M3XOJIHUTE CTOMHOCTH Ha
4epHOIpoOHUTE (DYHKITMOHAIHY TIOKAa3aTelld Ha MAI[UeHTa U IPU HaMaJeHa 703a (Bk. Touka 4.2).

B cnyuyait ye manmeHTHTE pa3BHUAT TEXKa XenaToTokcnmyHOCT (yBenmueHne Ha ALAT wmu ASAT ¢
20 met Hag ULN) mo Bcsko BpeMe Ha TepanusTa, Tepanusra TpsioBa Aa ce Cpe U NalueHTUTE He
Tps0Ba 1a ce JIeKyBaT OBTOPHO.

[TanMenTH ¢ aKTUBEH WM CUMIITOMAaTHYCH BUPYCEH XENATUT ca U3KIIOUCHH OT KIMHUYHHUTE
MPOYYBaHUS; TOPAAM Ta3u MPUYKHA JIUIICBAT JaHHU 3a yHnoTpedara Ha abupaTepoH MpH Ta3u
el

Hsima nanHM 3a KiIMHUYHATA 0€301aCHOCT M €PUKACHOCT IIPH MHOTOKPATHH /1031 a0UpaTepOHOB
areraT, KoraTo ce mpuiiara Ipy MaiieHTH ¢ YMEPEHO UK TEeXKO YepHoIpoOHo yBpexaane (Child-
Pugh xnac B unu C). M3non3saneto Ha AOuparepon Mylan TpsiOBa BHUMATEHO Jia Ce OLICHsABA IIPU
MAMEeHTH C YMEPEHO YepHOAPOOHO YBpEXkKIaHe, MPU KOUTO MoJI3aTa SCHO TPSIOBa /1a HaaXBbPIIL
BB3MOYKHHS PHUCK (BX. TOukd 4.2 1 5.2). Abuparepon Mylan He TpsiOBa Ja ce M3M03Ba NPH MAIEHTH
C TeXKKO YESPHOAPOOHO yBpexkaaHe (Bxk. Touku 4.2, 4.3 u 5.2).

Nma peliku MOCTMapKETHHTOBH CHOOIICHHUS 32 OCTPa YePHOAPOOHA HEOCTATHYHOCT U (DyIMHHAHTECH
XEMaTHUT, HIKOU C JIETaJIeH u3xo/ (BXK. Touka 4.8).

CrmpaHe Ha MpueMa Ha KOPTUKOCTEPOUIN M MEPKH MPHU CTPECOBU CUTYAIIHH

[IpenopbuBa ce MOBUILIEHO BHUMAaHKE M MTPOCIIE/ISIBaHE 32 aPCHOKOPTHKATTHA HEIOCTATHYHOCT, B
cllydail 4e Ha MaIMeHTUTE € CIPSH MPUEMbT Ha MPETHU30H WIH MPEAHU30JI0OH. AKO TIPUEMBT Ha
Aobuparepon Mylan mpoabiku Clie] CIIUPAaHETO Ha KOPTUKOCTSPOHIUTE, MAIUCHTUTE TPSAOBa J1a ce
HaOJII0/IaBaT 3a MOsBa HA CHMITOMH Ha MUHEPATKOPTUKOWICH U3JIHITBK (BXK. MH(OpMAIUATA T10-
rope).




[Ipu marueHTH Ha MPEIHNU30H WX TIPETHU30JI0H, KOUTO ca IOIOKCHN Ha HEOOMIaeH CTpec, €
ITOKa3aHo MMOBUITIABaHE Ha J103aTa Ha KOPTHKOCTEPOUANUTE TIPEIH, TI0 BpeMe Ha U CJIC]T CTpecoBaTa
CUTYyaIusl.

KocTHa mIBTHOCT

HamansBane Ha KOCTHATa TUTBTHOCT MOXE J1a C€ TIOSIBU IIPH MBXKE C METaCTaTHUCH HaIpeIHAT
KapIMHOM Ha mpocratara. M3non3sanero Ha AGuparepon Mylan B KOMOMHAINS C TITFOKOKOPTUKOUIIN
MOJKE J1a YBEJIIMYH TO3U €(PEKT.

HDCHI/IIHHS. VHOTD€63 Ha KETOKOHA30J1
Ilo-HuCKa cTeneH Ha OTTOBOP MOKE [1a C€ O4YaKBa IIPH MMAIUCHTHU, JICKYBAHU MPEAN TOBA C
KETOKOHA30JI 3a KapIMHOM Ha IIpocTarTara.

XHUIePriInkeMust
[IpunoxxeHneTo Ha TIIFOKOKOPTHKOWIA MOKE JIa TIOBHIIH XUIIEPTIIMKEMHUATA, 3aTOBAa HUIBOTO Ha
KpBBHATA 3axap TPpsIOBa 4ECTO Ja c€ MPOCIeIBa MIPH MAIMECHTH C JUA0ET.

XUOOTTUKEMUS

Cpo0mIaBanm ca ciaydan Ha XUITOTIUKEMIs], KOTaTO a0UpaTepOHOB aIreTaT IToC
MPETHU30H/TPEAHU30II0H Ce MPHUIIaraT Py MAIMeHTH, KOUTO BeUe ca UMK AUa0eT, MoTydaBaIin
MMUOTJINTA30H WIN penariauaul (BXK. To4ka 4.5); ClieZoBaTeIHO, KpbBHATA 3axap TpsaOBa Ja ce
Ha0IrofaBa IIPH MAIUCHTH ¢ Traber.

Yiorpeba npu XMMHUOTEPAINS
BesomnacHocTTa 1 e(h)MKaCHOCTTA HAa €AHOBPEMEHHOTO MPUIIOKCHHUE Ha a0UPaTEPOHOB alleTaT ¢
LUTOTOKCUYHA XMMUOTEpAIHs HE ca YCTAaHOBEHH (BXK. Touka 5.1).

[MoTeHManHU PUCKOBE
AHeMus 1 ceKkcyaliHa TUChYHKITHS MOXKE Jja C€ TIOABST MIPH MBKE C MeTacTaTH4YeH KaplMHOM Ha
MpocTaTaTa, BKIOYUTEIHO MPU TE€3H, KOUTO Ca MOAJIOKEHH Ha JiedeHue ¢ AGuparepon Mylan.

EdexTr BpXY cKeneTHaTa MyCKYJIaTypa

Cpo0mraBar ce cirydan Ha MAOTIATHS U paOJOMHOJIN3a TIPH MTAIIUCHTH, JICKYBaHU ¢ a0UpaTepOHOB
arierar. B moBeueTo cirydau Te ca ce pa3BWIM B PAMKHUTE Ha ITBPBUTE 6 Mecella OT JICYCHHUETO U ca
OTIIYMEIH CJIe]] IPEYyCTaHOBsABaHE MpHeMa Ha abupaTepoHoB anerart. [IpenopbuBa ce MoBUIIEHO
BHUMAaHUE MPH MAIMEHTH, JIEKYBaHU ¢THOBPEMEHHO C JIEKAPCTBEHH MPOIYKTH, 32 KOUTO € U3BECTHO,
4e ca CBbP3aHU C MUONATHS/PadIOMHOIIH3A.

B3anmoneicTeys ¢ APYTH JIEKAPCTBEHHU NIPOAYKTH

[Ipunoxenuero Ha cuiaan UHAYKTOpU Ha CYP3 A4 TpsiOBa 1a ce n305ArBa O BpeMe Ha JICYEHUETO,
OCBEH aKO HJIMa Jpyra TepaneBTHUYHA aJITEPHATHBA, TOPATH PUCK OT HAMaJeHa EKCIIO3UIHS Ha
abupartepoH (BX. Touka 4.5).

KomOunMpaHe Ha abUpaTepoH U MPeJHU30H/IPETHI30I0H ¢ Ra-223

JledeHueTo ¢ abupaTepoH U MpeIHU30H/TIPEAHU30I0H B KoMOnHaIus ¢ Ra-223 e npoTuBonoka3aHo
(Bk. Touka 4.3) mopaau MOBUIIICH PUCK OT QPAKTypH U TCHACHIIHNS KbM TOBHIIICHA CMBPTHOCT IPH
MAIUeHTH C KapIIMHOM Ha MPOCTaTaTa, KOUTO Ca ACUMIITOMATUYHU WU C JICKH CUMIITOMH, KaKTO €
HaOJII0/ITaBAaHO B KIIMHUYHUTE U3MIUTBAHUSL.

[IpenopruBa ce mocieaBamoTo JedeHne ¢ Ra-223 ga He 3amouyBa moHe 5 AHU CIIe MTOCISTHOTO
npuiiokeHue Ha Ad6uparepon Mylan B koMOMHAIMS ¢ TIPEAHU30H/TIPETHU3OIIOH.

IToMONIHUTE BEMIECTBA C M3BECTHO JICHCTBHE

To3u ekapcTBEH MPOAYKT ChAbPIKA JTaKTO3a. [Tal[MeHTH ¢ peKKM HACICACTBCHU MPOOIEMH Ha
HEMOHOCUMOCT KbM TaJIaKTO3a, IBJICH JIAKTa3¢H ACMHUITUT WK TITFOK030-TaIaKTO3HA ManabcopOIust He
TpsiOBa J1a MpreMaT TOBA JIEKapPCTBO.



Toa sekapcTBO ChABPKA MO-MaNKO OoT 1 mmol HaTpuii (23 mg) Ha TabieTka, T.€. MOXE J1a ce KakKe,
4e MPaKTUYeCKH He ChIbpiKa HATPHH.

4.5 BzamMmopeiicTBHe ¢ IPYIH JIeKAPCTBEHH NPOAYKTH M APyTru (p)OpMH Ha B3auMoaelcTBHe

EdexT Ha XpaHara BEpXy abMpaTepoH

[IpunoxkeHueTo ¢ XpaHa 3HAYUTETHO MOBUIIaBa abcopOIusaTa Ha abupaTepoH. EQukacHocTTa 1
0e30IacHOCTTa, KOTaTo € PUET C XpaHa, He ca YCTAHOBEHH, 3aTOBA TO3H JIEKAPCTBEH MPOIYKT HE
TpsOBa 1a ce nmpuema ¢ xpaHa (Bx. Touku 4.2 u 5.2).

BsanMosieiicTBUS ¢ APYTH JEKAPCTBEHU MPOAYKTH

Tomenyuan na opyeu n1ekapcmeenu npOOYKmu 0a ROGIUAAM eKCno3uyuume Ha adupamepoH

B npoBeneHO KNMHUYHO MpOyYBaHe Ha PapMaKOKHMHETHYHUTE B3aUMOJICHCTBUS IPH 3IpaBU
n00pOBOINILIH, JIEKYBaHH MIPEAH TOBA b cuitHUS HHAYKTOp Ha CYP3 A4 pudammuiun 600 mg 1HeBHO
B NMPOABDKCHHE HA 6 THU, CIIe] KOSTO ¢ eAWHUYIHA 1032 abupareponos anerat 1 000 mg, cpemHara
mwrazmeHa AUC,, Ha abupatepoH ce € moHmKuIa ¢ 55%.

[Ipunoxenuero Ha cuaHu HHIYKTOpH Ha CYP3 A4 (Hanp. dennronn, kapbaMazenuH, pudaMITHIIHH,
pudadbytus, pudaneHtuH, GeHodapOuTall, KbIT KaHTAapUOH [Hypericum perforatum)) o BpeMe Ha
JISYCHUETO TPsIOBa J1a ce M304TBa, OCBEH aKO HAMA TepaleBTUYHA alTepHATHBA.

B oTnenHo KIMHUYHO Npoy4YBaHe Ha (PapMaKOKMHETUIHUTE B3aUMOJICHCTBHS, TPOBEJACHO IPU 3paBU
JO0OPOBOIIIH, €THOBPEMEHHOTO NMPUIIOKEHHE HA KETOKOHA3011, criieH nHxuouTop Ha CYP3A4, He e
0Ka3aJ10 KJIMHUYHO 3Ha4nM e(eKT BbpXy (hapMaKOKMHETHKATa Ha aOUpaTepOH.

Tlomenyuan da nognuse excnozuyuume Ha Opyeu 1eKapcmeeHu nPoOyKmu

AbupatepoH e HHXHOUTOP Ha YepHOAPOOHHTE JieKapcTBO-MeTabonu3upaiu easumu CYP2D6 u
CYP2C8.

B npoyuBane Ha eekTHTE HA aOUpaTEPOHOB arleTaT (B KOMOMHAIMS C TIPEIHU30H) BHPXY SAMHINYHA
no3a CYP2D6 cyGerpar nekcrpomeropdan, cuctemnata excrozuiust (AUC) Ha nekctpomeropdas ce
noBumasa npuoau3uTento 2,9 mbti. AUCy4 Ha JekcTpopdaH, akTHBHUSL METa0OIHUT Ha
JekcTpoMeTopdaH, ce MoBHUIIaBa MpUOIU3UTETHO ¢ 33%.

[IpenoppuBa ce MOBHUILIEHO BHUMaHKE, KOTaTo C€ Ipuiara ¢ JeKapCTBEHU MPOIYyKTH, KOUTO Ce
akTuBHpat Wik Metadommsupar or CYP2D6 u mo-cienuaiHo JIeKapCTBEHH MPOIYKTH C TECCH
TepalneBTUYeH UHeKC. Tpa0Ba Ja ce 0OMUCIIN HaMaJIABaHE Ha Jl03aTa Ha JIEKapcTBaTa ¢ TECCH
TepaneBTHYEeH UHJEKC, MeTaboam3upanu ot CYP2D6. Ilpumepu 3a nekapcTBEHH NPOIYKTH,
MeTabonusupanu ot CYP2D6, BkinouBaT METONPOIIO, IPONIPAHOIION, JE3UNPAMUH, BEHIAhaKCHH,
XaJIOTIePU/I0I, PUCTIEPHUIOH, TIpoTIaQ)eHOH, (prIeKanHuI, KOAEHH, OKCUKOAOH M TpaMaaoil (IOCIEAHUTE
TpH JIEKapCTBEHH MpoayKTa ce Hyxkaaiat oT CYP2D6 3a oOpa3yBaHe Ha aKTUBHUTE UM 00€3001sIBaLIH
MeTa0OJINTH).

B mpoyuBane 3a B3anMoaeHCcTBHS OT TUIa JieKapcTBo-iekapcTBo ¢ CYP2CS8 npu 31paBu MHAUBUAH,
AUC na nuornuTta3oH e nopuiicHa ¢ 46%, a AUC va M-II1 u M-IV, akTuBHHATE METAaOOIUTH HA
MAOTIINTA30H, € MoHKeHa ¢ 1Mo 10%, KoraTo MUOTINTA30H CE MpUIara 3a¢HO ¢ SAUHUTHA 1032

1 000 mg abupartepoHoB arieTar. [larenTuTe TpsOBa qa ObaAT HAOIIOAaBaHU 3a NIPU3HALIK Ha
TOKCHYHOCT, CBbp3aHu c¢bc cyocTpar Ha CYP2CS8 ¢ TeceH TepaneBTHUEH HHAEKC, aKO CE U30I3BaT
enHoBpeMeHHo. [Ipumepu 3a iekapcTBeHH MpoayKTH, MeTabonusupanu or CYP2CS8, BitouBar
MMAOTIINTA30H U penariuau (BX. Touka 4.4).

In vitro ocHOBHUTE MeTabonMuTH abupaTepoHoB cyidar u N-oKcua abupaTepoHOB CyhaT HHXUOUpAT
TpaHcnopTepa Ha yepHoaApoOHoTO 3axBamane OATP1B1 u kaTo cinencTBue Morar Jia ce MoBUIIAT
KOHIEHTpAIMHUTE Ha JIEKAPCTBEHUTE MPOYKTH, KouTo ce enumunupat upes OATP1B1. Hama
HJINYHU KIMHUYHYI JaHHHU, OTBBPKIABAIIN B3aUMOAEHCTBUETO, OCHOBABAIO CE HA TPAHCIOPTEPA.



Ipunosicenue ¢ npodykmu, 3a KOUmo e uzgecmuo, de yovncagam QT unmepeana

TBii KaTO JICYEHUETO C aHJPOTeH-JCTIPUBAIIMOHHA Tepanus Moxe na yubnku QT uHtepsana, ce
MpernopbhYBa MOBUIIICHO BHUMAaHUE TPH TpuiiaraHe Ha AOuparepon Mylan ¢ iekapcTBEHU MIPOYKTH,
yabipkaBany QT uHTEpBana, WK JIEKApCTBEHU MPOIYKTH, KOUTO MOTaT Ja npeau3Bukar torsades de
pointes, kaTo kiac A (Hamp. XuHUIWH, AU3omHpaMu) wiu kiac 111 (Hamp. amMmuomapoH, coTaoi,
noderunua, nOyTUINA) aHTHAPUTMUYHH JIEKAPCTBEHH TPOTYKTH, METAJIOH, MOKCHU(IIOKCAIINH,
AQHTHUIICUXOTHUIH H T.H.

IIpunosicenue cvc CRUPOHOIAKMOH

CrHupOoHOJIaKTOH Ce CBBbP3Ba C aHAPOICHHUTE PELENTOPH U MOXKE Ja MOBUIIM HUBATa Ha
npocratHocneunuunus antureH (PSA). [lpunoxenuero ¢ Abuparepon Mylan He ce npenopbyBa
(BX. Touka 5.1).

4.6 dDepruaurter, )peMEHHOCT U KbPMeHe
Kenu ¢ gerepoaeH noreHuman

Hsama nannu 3a ynotpedarta Ha abupaTepoH MPH OPEMEHHH JKEHH U TO3H JICKAPCTBEH MPOIYKT HE ©
MpeHa3Ha4YCH 3a YIOTpeda MU JKEHH C JIETSPOJICH IOTCHITUAI.

KoHTpartieniys npu Mbxe U KeHH

He e u3BecTHO nanu abupaTepoH WM HETOBUTE META0OIUTH MPUCHLCTBAT B CEMEHHATA TEYHOCT.
VYnotpebara Ha Ipe3epBaTHB € 32 ILIDKUTEIHA, aKO MAIMEHTHT NMa CeKcyalleH KOHTaKT ¢ OpeMeHHa
KeHa. AKO MalMEHTHT UMa CEKCYaJICH KOHTAKT C J)KeHA C JIETEPOJICH NOTSHIINA, PE3EPBATUBBT €
3aJIBIDKUTEIICH 3aCTHO C Ol eMH ePeKTHUBEH METO/I 3a KOHTparenuus. [[poyuBanusTa npu sKHBOTHU
MTOKa3BaT PEMPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

Bbpemennoct
Aobuparepon Mylan He ce ynoTpe0siBa IIpH KEHU U € MPOTHUBOIIOKA3aH NIPU )KEHU, KOUTO ca OpEeMEHHH

WU € BB3MOXKHO Ja ca OpeMeHHH (BxK. Touku 4.3 u 5.3).

Kopmene
Abupatepon Mylan He e npeHa3HAYEH 3a YIIOTpeOa MPH KEHH.

depTuaurer
AOupaTepoHOB areTar MoBIusIBa (PePTIIINTETA TIPH MBKKH U KEHCKH IDTHXOBE, HO TE3U e(DEKTH ca

HaITBITHO 00paTUMU (BX. TOUKa 5.3).
4.7 EdexTu BbpXy cioco0HOCTTA 32 mo¢upaHe n padoTa ¢ MAIINHA

Aobuparepon Mylan He OBIHSBa WITU MOBJIHSIBA MPEHEOPEIKUMO CITOCOOHOCTTA 3a IO UpaHe U
paboTa ¢ MalIvHH.

4.8 HexenaHu JeKapcTBEHH PeaKIUu

O6006menue Ha mpodura Ha 6€300aCHOCT

[Ipu ananm3 Ha HEXKETAHUTE peakny B KomOnHUpaHu npoyuBanus (asa I ¢ abupaTepoHos arnerar
HEeXCEJIAaHUTE peakiyu, Ha0mroaaBanu npu > 10% OT manueHTuTe, ca nepudepeH enem,
XUIMOKATUEMUsI, XUIIEPTOHUsI, MH(QEKINS Ha MMKOYHHUTE ITHTUIIIA U TIOBUIIICHA CTOWHOCT Ha aJlaHUH
aMHHOTpaHc(epasaTa u/WiM MOBHUINIEHA CTOMHOCT Ha aciapTaT aMuHOTpaHcdepaszara. J[pyru BakHH
HEXEJIAaHU PEaKIui BKIFOYBAT ChPACYHU HAPYIICHHS, XCTTATOTOKCUYHOCT, ()PAKTYPH U aJICPTUICH
AJIBCOJIHT.

AbuparepoH MOXe Jia MPe3BUKa XUIIEPTOHHS, XUTIOKAIAEMHS U 3a/IbpKaHe Ha TEYHOCTH KaTo
(hapMaKoIMHAMUYHO CIIEACTBUE OT HETOBHSI MEXaHU3bM Ha AercTBHe. B mpoyuBanus ¢asa 11
OYaKBaHUTE KOPTUKOCTEPOUIHH HEXKENaHU PEaKIMU ca HaOMoJaBaH! T0-4eCTO MIPY MalUeHTH,
JIEKYBaHU ¢ a0UPaTEepOHOB aleTaT, OTKOJIKOTO P MallUEeHTH, JIEKYBaHHU C IJ1a1ed0, CbOTBETHO:
xumnokanuemus 18% cperry 8%, xunepronus 22% cpemty 16% u 3axbpkane Ha TEYHOCTH (TIepudepeH



exem) 23% cpemry 17%. Ilpu manmeHTH, TeKyBaH! C a0MpaTEPOHOB alleTaT, CIPSMO MMAllUEHTH,
JIeKyBaHM ¢ Tr1are6o, ca HadmogaBanu choTBeTHO: CTCAE (Bepcus 4.0) crenienu 3 u 4
xumnokanuemus npu 6% crpsamo 1%, CTCAE (Bepcust 4.0) crenenn 3 u 4 xuneptonus npu 7%
cpsmMo 5% u crenienu 3 u 4 3agppikaHe Ha TeHHOCTH (nepudepen eaem) npu 1% copsmo 1% ot
nanueHTure. Karo 1510 MUHEpaJKOPTUKOUAHUTE PEaKLIUU MOraT Jja C€ OBJIaJsBaT YCIEIIHO C
JexapcTBa. ENHOBpEMEHHOTO NPUIIOKEHHE Ha KOPTUKOCTEPOUAM BOIYU 10 HaMaslsiBaHEe Ha 4eCTOTaTa U
CTEIIEHTa Ha Te3W HeXKEJIaHU peakuH (BXK. Touka 4.4).

TabnuyeH cuMChK Ha HEXKENaHUTE PEaKIUU

B npoyuBaHus npu NanMeHTH ¢ HAPEAHAT METaCTaTU4CH KapLUHOM Ha MPOCTaTaTa, JIEKyBaHU C
LHRH unu nexyBaHu Ipeay ToBa ¢ OPXUEKTOMHUsI, abupaTepoH ce mpuiara B go3a oT 1 000 mg
JTHEBHO B KOMOMHAITUS C HHCKA /1032 MIPEAHN30H WX peIHN30J10H (viu 5, wim 10 mg THEeBHO B
3aBHCUMOCT OT MIOKA3aHHUETO).

Hesxenanute peakiiuy, HaOJII0JaBaHU TI0 BpeMe Ha KIIMHHYHHUTE MPOYYBAHHS U TOCTMAPKETUHTOBHS
OITUT, ca MPeJICTaBEHH MO-0JTy 10 KaTeropus yectoTa. Kareropuure mo 4ecToTa ca onpe/ieNeHu,
KaKToO ciieqiBa: MHOTo uectH (> 1/10); gectu (= 1/100 go < 1/10); Hewectu (> 1/1 000 mo < 1/100),
peaku (> 1/10 000 mo < 1/1 000); muoro peaku (< 1/10 000) u ¢ Heu3BecTHa YeCTOTa (OT HAJTMYHHUTE
JIAaHHU HE MOXKe J1a O'bJie HallpaBeHa OICHKA).

HpI/I BCSAKO I'pyInupaHe MO 4€CTOTAa HCKCIIAHUTEC JICKAPCTBCHHU PCAKIINU Ca I/I36pO€HI/I B HU3XOAAM pCa
110 OTHOIICHUEC Ha TAdXHaTa CCPUO3HOCT.

Taoauna 1: Hexenanu pPe€aKIuu, HA0JII0JaBAHN B KIMHHYHU NMpoy4YBaHUA U OT
MOCTMAPKETUHIOBUSA OIMUT

CI/lCTeMO-OpFaHeH KJ1ac Hexenana PeaKkuusa U 4eCcToTa

I/IH(l)eKIII/II/I H I/IH(l)eCTaIII/II/I MHOTI'O 4€CTHU: I/IH(l)eKI_II/I}I Ha IIMKOYHUTC IIbTUILIA
YECCTH: CCIICUC

Hapymelmﬂ Ha UMMYHHaTa CUCTEeMa C HCHU3BCCTHA YCCTOTA: aHa(l)I/IJ'IaKTI/I‘lHI/I pcaknuumn

Hapymienunsi Ha eHIOKPHHHATA CUCTeMAa | HEYeCTH: HaNOBOpeYHa HETOCTATHYHOCT

Hapymenns Ha meTa6oim3mMa u MHOTO YECTH: XUTTOKATHEMHUS
XpaHEeHEeTo YEeCTH: XUTIEPTPUTITHIICPUICMUS
ChbpeyHyn HapymeHus YEeCTH: ChpJICUHA HEAOCTATBYHOCT™, CTCHOKAP/IWS,

MPEeACHPAHO MBXKACHE, TAXUKAPAUS
HEYECTH: IPYTH apUTMHH

C HEeM3BECTHA YeCcTOTa: WH(PAPKT Ha MHOKapAa,
yabmkaBane Ha QT uaTepBana (Bx. Touku 4.4 u 4.5)

Cb10BY HapylIeHHs MHOT'O YECTH: XUTIEPTOHUS

PeclmpaTopHn, I'PBAHA H PEAKU: aJICPrUuiICH aJIBEOJIUT®
MEAUACTUHAJIHUA HAPYIICHUA

CTOMaHIHO-‘IpeBHI/I HapyumeHus MHOTO YCCTU: JUapus
YCCTH: TUCIICTICHUA

XenaToOuJIuapHu HAPYIIEHUS MHOTO YECTH: MOBUIIIEHA CTOWHOCT Ha aJIaHUH
aMmuHOTpaHc(hepasaTa v/WiK MOBUILICHA CTOMHOCT Ha
acrmaprat aMuHOTpaHcdepaszara’

penku: GyJIMUHAHTEH XEMaTHT, OCTpa YepHOIpoOHA

HEIOCTATHYHOCT
Hapymienunsi Ha K03KaTa U MOJAKOKHATA 4ecTu: 00OpuB

ThKaH

Hapymienusi Ha MyCKYyJIHO-CKeJleTHATa HEYECTH: MUOTIATHS, pabIOMHOITN3a

CHUCTEMA U CHbCAMHUTEC/JIHATA ThKAH




CI/lCTeMO-OpFaHeH KJ1ac Hexenana PCaKIuda U 4YeCToTa

Hapymenns Ha 0bOpenuTe M NUKOYHUTE | YECTU: XEMATypHUs
NbTHIIA

OO0 HapyuieHus U eeKTH HA MACTOTO | MHOTO 4YecTH: nmepudepeH enem
Ha NPUIOKEHUEe

HapansiBaHus, OTPaBSIHUS U yecTu: dhpaktypu**
YCI0KHEHUS, BL3HUKHAJIN B Pe3yJITAT Ha
HHTEPBEHINHT
* ChpJeuHara HEJJOCTATHYHOCT BKIIIOYBA U 3aCTOMHA ChpJIedHa HEJOCTATHUHOCT, JIEBOKAaMEpHa

TUCYHKIMSA U HamaJieHa (ppakius Ha U3TIacKBaHE
**  DpakTypH BKIIOYBA OCTEONOPO3a U BCHYKU PPaKTypH C U3KITFOUYCHUE HA TTATOJIOTHYHU
(paxrypu
2 CrioHTaHHHU CHOOIIEHUS OT TOCTMAPKETHHTOBUSI OTTHT
[ToBuIIeHa CTOMHOCT HA aTaHWH aMUHOTpaHc(epa3ara u/Wiv MOBHIIIEHA CTOMHOCT Ha aciapTar
amuHoTpaHchepaszaTa BKitouBa yBeanuenue Ha ALAT, ypenuuenue Ha ASAT u aGHOpMHA
YepHOAPOOHA QYHKITHS

Cnennute Hexenanu peakunu CTCAE (Bepcust 4.0) creneH 3 ce HaOIojaBaT MPH MAIUCHTH,
JIEKyBaHH ¢ aOMPaTepPOHOB aIeTaT: XumnokanueMus 5%; nHpeknrs Ha MUKOYHUTE ThTUIa 2%;
MOBHIIEHA CTOMHOCT Ha aJlaHMH aMMHOTpaHc(epa3aTa W/UiIU MOBHUILEHA CTOMHOCT Ha aclapTaT
amuHOTpaHcdepazata 4%; xunepronus 6%; ppakrypu 2%, nepudepen exem, cbpAeIHa
HEJIOCTAaThYHOCT U MIPEACHPAHO MBXKIeHe — Besika 1%. Xuneprpurnunepunemust CTCAE (sepcus 4.0)
cTereH 3 u cTeHoKapaus ce Habronasar npu < 1% ot naruenTure. MHGEKMs Ha MMKOYHUTE THTHINA
CTCAE (Bepcus 4.0) crenen 4, noBuIlieHa CTOWHOCT Ha aJlaHWH aMUHOTpaHcdepas3ata 1/ uiu
MOBHIIICHA CTOMHOCT Ha acrapraT aMUHOTpaHcdepaszara, XHITOKATUEMUs, ChpJicuHa HEIOCTATHYHOCT,
MPEICHPIHO MBXJIEHE U PpakTypu ce HabmronasaT rpu < 1% OT marueHTure.

[To-ronsiMa yecToTa Ha CiIydyauTe Ha XUIIEPTOHUS M XUIIOKAJIMEMUS c€ HaOIt0JaBa py MOMyIalusITa
OT MaIlMeHTH, YyBCTBUTEIHN KbM XOpMOHaIHa Tepanus (mpoyusane 3011). Xunepronus ce
Habmronasa npu 36,7% OT momyJsianusTa MalueHTH, YyBCTBUTEIHN KbM XOPMOHAIHA TEPAITUs
(mpoyusane 3011), B cpasaenue ¢ 11,8% u 20,2% B npoyusanus 301 u 302. Xunokanuemus ce
Habmronasa nipu 20,4% OT momyanusTa MalueHTH, YyBCTBUTEIHN KbM XOPMOHAIHA TEPAITUs
(mpoyusane 3011) B cpaBuenue ¢ 19,2% u 14,9% B npoyusanus 301 u 302.

YecToTaTa M TEKECTTa HA HEXKEJIAHUTE JIEKAPCTBEHH PEAKLIMH €A II0-BUCOKH IPU MOATPYIHUTE OT
MAIMEHTH C U3XOJICH CKOp 2 32 (PyHKIIMOHAIHO CHCTOSHHE 10 cKajlata Ha M3ToyHaTa KoomepaTHBHA
onkonoruvHa rpyma (Eastern Cooperative Oncology Group, ECOG), kakTo 1 py aliieHTH B
cTapyecka Bb3pact (> 75 ronuHn).

Onucanre Ha M30paHy HEKETTAHHU PEaKIUH
Cvpoeuno-cv0o8u peakyuu

B tpute npoyuBanus ¢asa Il ce U3kII0YBAT MALMEHTH ¢ HEKOHTPOJIMPaHa XUIIEPTOHUS, KITMHUIHO
3HAYMMO ChPICYHO 3a00JsIBaHe, MPOSBEHO KaTo MHMAPKT HA MUOKAP/Ia WITH CITy4ad Ha apTephaiHa
TpoM6o03a mpe3 nocjaegHuTe 6 Mecela, TeKKa I HeCTaOUIHa CTeHOKapAMs, UM ChbpACYHA
HepocratbyHocT kiac I niam IV mo NYHA (mpoyusane 301), unu cepredna HeaocTaTbuHOCT kiac 11
1o kiac IV (mpoyusanns 3011 u 302), unm n3mepena ¢paxus Ha nzriackBane < 50%. Benaku
BKJTIOYEHH MallMeHTH (JIEKYBaHU C aKTUBHOTO BEIIECTBO U C IJanedo) ca JIEKyBaH! eJHOBPEMEHHO C
aH/IPOTeH-JIENPUBaIlMOHHA Tepanus, raBHO ¢ npmwioxeHne Ha LHRH anano3wu, kosTo € cBbp3aHa ¢
nrabet, nHGapKT Ha MUOKap/ia, MO3bYHO-CHI0B MHITUJICHT U BHE3aITHA ChpjieuHa cMbpT. YecroraTa
Ha CHPJIEYHO-CHJOBUTE HEXKENIAHH PEaKInu B poyuBanus ¢asa Il npu nanuenTy, npuemManiu
abrpaTepoHOB aLeTaT CIpsMO MalUeHTH, IPUeMaIH I1anedo, €, KakTo cieBa: MpeaChpIHO
MBxaIeHe 2,6% crpsmo 2,0%, taxukapaus 1,9% copsmo 1,0%, anruna nekropuc 1,7% crpsimo 0,8%,
chpaeuna HempoctaThbuHOCT 0,7% cripsimo 0,2% u aputmust 0,7% copsimo 0,5%.
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Xenamomoxcuunocm

XemaToTOKCUIHOCT, ¢ moBuiieHH cToiHoCcTH Ha ALAT, ASAT u o0t 6mmnpyOuH, ce cho0IaBa npu
MalMEHTH JIEKyBaHH ¢ adupaTtepoHoB areraT. OT KIMHUYHUTE TpoyuBanus ¢asa 111
XEMaTOTOKCUYHOCT cTenenu 3 u 4 (nanpumep yBenuueHne Ha ALAT umu ASAT ¢ > 5 mpt Han ULN
WK yBelndeHre Ha Ounupyouna > 1,5 metr Ham ULN) ce cho0maBa npu 0kosio 6% OT malueHTure,
IpUeMaly adUpaTepoOHOB aleTaT, OOMKHOBEHO Ipe3 MbPBUTE 3 Mecela ciie]l HAYaJIOTO Ha JICYEHHETO.
B npoyusane 3011 xenatoTokcHuHOCT cTeneH 3 iy 4 ce Habmogasa npu 8,4% OT maueHTuTe,
JIEKyBaHM ¢ abupaTepoH. JleceT OT manueHTuTe, KOUTO ca MpHeMain abupaTepoH, ca MPeyCTaHOBHUITN
Y9acTHETO CH B MPOYYBAHETO MOPATH XETTATOTOKCUYHOCT; JIBaMa Ca MOTyUHITH XeTTaTOTOKCHIHOCT
CTETIEH 2, IIECTUMAa — XENATOTOKCUYHOCT CTENEH 3 U ABaMa — XENaTOTOKCHUYHOCT cTeneH 4. B
npoyuBase 3011 HsIMa CMBPTHU cilydau Ha MALMEHTH BCJIECICTBUE HA XEMTATOTOKCUYHOCT. B
KIMHUYHNTE TTpoyuBanus ¢asa [l yBenndyenue Ha CTOHHOCTUTE Ha YepHOAPOOHUTE (PYHKITMOHATTHH
MOKAa3aTeNHt € MO-BEPOSITHO Jja ce HaOJI0AaBa Mpy MAUECHTH C TOBUIIEHN U3XOIHHU CTOMHOCTH Ha
ALAT unmu ASAT, OTKOJNKOTO MPH TaKWBa ¢ HOPMAITHU H3XOAHU cTOHHOCTH. KoraTo ce HaOmoaBa
yBenudeHue Ha ALAT i ASAT > 5 nmbti Hax ULN winn va Ounupy6ous > 3 et Hax ULN,
MpUEeMBT Ha aOMpPaTEepOHOB alleTaT BPEMEHHO ce IPEKbCBa WK Cce MpeKpatsaBa. B naBa ciayyas e
HACTBIIMJIO U3Pa3eHO YBEIMUCHHE HA CTOMHOCTUTE HA YepHOAPOOHUTE (DYHKLIMOHAIHH ITOKa3aTeIH
(Bk. Touka 4.4). [Ipu Te3u 1BaMa MAIMEHTH ¢ HOPMAJIHA U3X0/Ha YepHOAPoOHa QyKIus ce
Habmonasa yBennuenue Ha ALAT u ASAT c 15 no 40 metr Han ULN u yBennuenne Ha OninupyOuHa
¢ 2 no 6 metr Hag ULN. Cnep criupane Ha Ie4€HHUETO, YepHOAPOOHNTE PYHKIIMOHATHY ITOKA3aTENH ca
ce HOpMaJIM3UPAJIU U [IPY ABaMaTa NallMeHTH, a €AUHUAT OT TAX € NOJJIOKEH Ha IOBTOPHO JICYCHUE
0e3 HOBO MoBHILIABaHe Ha cToiiHOCTHUTE. B mpoyusane 302 nmoBumasane Ha cToiiHocTuTe HAa ALAT n
ASAT crenen 3 u 4 ce nHabmogasa npu 35 (6,5%) nanueHTH, JIEKyBaH! C aOUPaTEpPOHOB aleTar.
[loBuiiennTe CTORHOCTH HAa aMUHOTpaHc(epaszarta ca ce Bb3CTAHOBHIIM O HOPMaTa IPU BCHYKU
MAalMeHTH ¢ U3KIIIOUYCHHUE HA TpUMa (BaMa ¢ HOBH MHOTOOPOMHM YepHOPOOHU MeTacTa3u u 1 ¢
noBHINEeHU cTOMHOCTH Ha ASAT 6nu30 3 ceamuIm ciiel| ocieHaTa J03a abupaTepoHoB aneTar). B
KJIMHWYHY npoyuBanus (aza 11l 3a npeycTaHoBsiBaHe Ha JICUCHUETO B PE3YJITAT HA OBUILIECHH
croitnoct Ha ALAT u ASAT unu abHopMHa yepHOApoOHa QpyHKIHMA ce chodmasa npu 1,1% ot
MalMeHTHTe, JIeKyBaHH ¢ abupaTepoHoB aneraT u pu 0,6% OT manueHTuTe, JeKyBaHH ¢ Tanedo; He
ce chOOIIaBaT CMBPTHH CIy4au B PE3yJITaT Ha XeNaTOTOKCUYHOCT.

B xivHUYHY npoyYBaHUS PUCKBT OT XEMAaTOTOKCUYHOCT € HaMaJIeH C U3KJII0YBAHETO OT y4acTHe Ha
MAaIMEHTH C XeNaTUT Ha U3X0JHO HUBO WX aOHOPMHH CTOMHOCTH Ha (YHKIMOHAIHUTE YEPHOAPOOHU
nmokazarenn. B mpoyusane 3011 mamuentute ¢ nzxonuu croitHocTr HA ALAT u ASAT > 2,5 et Hajg
ropHara rpanuiia Ha Hopmara (ULN), owmpyoun > 1,5 metu Hax ULN wiu Te3u ¢ akTUBEH WU
CHUMIITOMaTHYEeH BUPYCEH XENaTUT WM XPOHUYHO YEPHOAPOOHO 3a00JsIBaHe, aCHUT WIIM HapyLICHUS
Ha KPbBOCHCHPBAHETO BCIIEACTBHIE HA YePHOAPOOHA TUCHYHKINS ca M3KIIIOYEHH OT yJyacTue. B
mpoyuBane 301, ca H3KITFOUEHH ManueHTH ¢ n3Xoauu croiiHoctn HAa ALAT u ASAT > 2,5 mpTH Hax
ULN npu 0TChCTBHE Ha YepHOAPOOHH MeTacTa3u, Wi > 5 mbTr Hag ULN npu Hanmuuune Ha
yepHOIpoOHH MeTacTa3u. B mpoyuBane 302 He ce AOIMycKaT MalMeHT! ¢ YepHOAPOOHN METacTas3u, a
Te3u ¢ m3xoaau ctorHocTr Ha ALAT m ASAT > 2,5 metr Hag ULN ca m3kimodeHn. AOHOPMHUTE
CTOWHOCTH Ha YePHOAPOOHUTE (DYHKIIMOHAIHH TTOKA3aTEIH, IPOSBSIBAIIN CE MPH MAIUCHTH,
y4acTBaIllH B KIMHUYHU MPOYYBAHHS, Ca OWUIM CTPOTO KOHTPOJIMPAHH, KaTO CE € H3UCKBAIO
MPEKbCBAHE Ha JICYCHUETO U CE € JOIMYCKaJI0 MOBTOPHO JIEYCHHE CaMo CJIe]] KaTO YePHOAPOOHNTE
(hYHKITMOHATHY TIOKA3aTEIU MPU MAIUEHTUTE CE BH3CTAHOBSAT JI0 M3XOMHUTE (BXK. TOUKa 4.2).
[Manmentu ¢ yBenuuenue Ha ALAT unu ASAT ¢ > 20 bt Hax ULN He ca nekyBaHU MOBTOPHO.
BesomacHocTTa Ha TOBTOPHOTO JICYEHHE MTPH TE3W MAIIMEHTH HE € N3BECTHA U HE € U3SCHEH
MEXaHU3MbT Ha XeMaTOTOKCUIHOCT.

Cpo0111aBane Ha HOJ03UPAHK HEXKEIAHN PEAKIINN

Cro0Im1aBaHeTo Ha MOJI03UPAHU HEKEIIAHN PEaKIIUU CIIel] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa M0O3BOJISIBA Ja MPOIBJIXKK HAOJIOICHUETO Ha ChOTHOIICHUETO MOJI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTIICITHAINCTH CE M3MCKBA J1a ChOoOIaBaT BCsKa
MOI03UPaHa HEXEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B

[Mpunoxenue V.
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4.9 Ilpeno3upane
JlanauTe 32 Tpeo3upaHe Ha abUpaTepPOH NPU XOpa ca OrPaHUYCHHU.

Hsma cnennduueH antuaoT. B ciayyait Ha npeo3upaHe NPUIOKEHUETO TPsIOBa BPEMEHHO Ja ce
MIPEKbCHE U JIa Ce MpeArprueMar O0NIaiiHUTe MOAIbPIKAIIN MEPKH, BKIIOYBAIIN TPOCIIEASIBAHE 32
ApPUTMUU, XUTIOKAJTUEMHSI U 32 TIPU3HAIIM ¥ CUMIITOMH Ha 3aibpKaHe Ha TeuHOoCcTH. UepHompoOHarta
(GYHKIUS CBIIO TPSIOBA Jla ce OICHSIBA.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoAUHAMHYHM CBOIiCTBA

®apmakoTepalleBTUYHA TpyNa: €HIOKPUHHA TEPAINs, APYT'M XOPMOHAIHU aHTarOHUCTH U CPOJIHU
cpenctBa, ATC xom: L02BX03

MexaHu3bM Ha AeiicTBUE

AOupaTepoHOB areTar ce MPeBphINa in vivo B abupaTepoH — HHXUOUTOP Ha aHIpOreHHATa
Oouocunte3a. KoHKpeTHO abupaTtepoH HHXUOHUpa CENIEKTUBHO JIeHCTBUETO Ha eH3uMa 170~
xuapokcunaza/C17,20-nmaza (CYP17). To3u eH3um ce excnpecupa B M € HEOOXOAMM 3a aHAPOTeHHATA
OMOCHHTE3a B TECTHKYJIapHATa, HANObOpedyHarTa u mpoctaTHaTa TyMopHa Thkan. CYP17 karanusupa
MIPEBPBIIAHETO HA IIPETHEHOJIOH U IIPOTECTEPOH B IIPEKYPCOPH HA TECTOCTEPOH, CHOTBETHO B
nexunpoenuanapoctepor (JIXEA) n annpoctenanos, upe3 1 70-XUApOKCHIUPAHE U pa3lienBaHe Ha
C17,20 Bpb3kara. Muxubupanero Ha CYP17 chIio Boau 10 3aCHIIEHO IPOU3BOICTBO HA
MUHEPATKOPTHUKOUIH OT HaJOBOpeuHnTe 3xKJI1e3u (BK. Touka 4.4).

AHJpPOTreH-4yBCTBUTEIHUAT IPOCTATEH KAPLIUHOM OTrOBapsl Ha JIeUeHHE, KOETO HaMaJIsiBa HUBATa Ha
aHAporeHuTe. AHIPOTreH-IeNpUBAIIMOHHUTE Tepanuu kKaTo jeueHne ¢ LHRH anano3u nim
OpXHMEKTOMHS, HAMAaJIsIBaT IPOU3BOJCTBOTO HA aHIPOT€HH B TECTHCUTE, HO HE 3acAraT TAXHOTO
MIPOM3BOJCTBO OT HAAOBOPEUHUTE KIIE3U HIIH B TyMopa. JleueHueto ¢ abupaTepoH HaMaisiBa
CEepyMHHUS TECTOCTEPOH /10 HEOTKPUBAaeMHU HUBA (IIPH U3IOJI3BaHE Ha TpeJIaraHuTe Ha [a3apa TOTOBU
TeCcToBe), KoraTo ce npuiara egHoBpemenHo ¢ LHRH ananosu (nnm opxuekToMus).

dapmakoaMHAMUYHE eEKTH

AGupaTepoHOB aneTar IOHMKaBa CEPYMHHUS TECTOCTEPOH U JAPYTU aHAPOI'€HHU 10 HUBA, II0-HUCKU OT
nocturHarute ¢ npuiaarane Ha LHRH anano3u camocTosTenno unu npu opxuekromus. Tosa e
pe3yaTaT OT celneKTUBHOTO MHXHOupaHe Ha eH3uM CYP17, HeobxoauMm 3a aHAporeHHaTa OMOCHHTE3A.
PSA ciyxu kato GMoMapKep Ipy NALMEeHTH ¢ KapLUHOM Ha IpocTaraTa. B KIMHUYHO Ipoy4BaHe
¢a3a 1l npu manueHTy, NokKa3ail HeycneX KbM NpeAX0JHa XUMHOTEepanus ¢ Takcanu, 38% ot
MalMeHTHTE, JIeKyBaHH ¢ a0UpaTepoOHOB aneTaT, cpeity 10% oT mauueHTuTe, JIeKyBaHu C mianedo, ca
rokazaim MuUHIMYM 50% craj cupsMo U3XOMHUTE HUBA Ha PSA.

Knunanyna edukacHocT u 6€300acHOCT

EdukacHocTTa € ycTaHOBEHA B TPH PaHIOMHU3UPAHH, IJ1Ae00-KOHTPOINPAHH, MHOTOLIEHTPOBU
KIMHUYHY TpoyuBanus dasa 1l (mpoyusanus 3011, 302 u 301) npu nauuentd ¢ mHSPC u mCRPC.
[Ipoyusane 3011 BkrouBa maumeHTu ¢ HoBoauarnoctunrpan mHSPC (B pamkute Ha 3 Mecena cien
PaHIOMHU3UPAHETO), KOUTO UMAT BUCOKOPUCKOBU MMPOTHOCTUYHHU (akTopu. BucokopuckoBaTa
MIPOTHO3a CE OTPEACIII KaTO HAIMINE HAa MUHUMYM 2 OT ciaeaaute 3 puckoBu (axropa: (1) ckop mo
Gleason > 8; (2) Hanmuuue Ha 3 WU MOBEYe JIE3UH PU CKaHUpaHe Ha KOcTHTe; (3) HanMuue Ha
W3MEPUMH BUCLIEpAIHY (C M3KIIIOYEHUE Ha 3a00MsBaHe Ha TUM(HUTE BB3/IM) MeTacTaszu. B akTHBHOTO
pamMo abupaTepoHOB areTaT ce mpmiara ¢ go3a 1 000 mg mHeBHO B KOMOMHAITHS C HICKA 1032
MIPEAHU30H 5 Mg BeIHBXK MTHEBHO B HomrbiaHeHue KbM ADT (arormct Ha LHRH mmm opxuexTomus),
KOETO € CTaHAapTHOTO JieueHue. [lanuenture B KOHTpoIHOTO pamo nonydaBaT ADT u miaue6o kakTo
3a abUpaTepOHOB alLeTaT, Taka 1 3a NpeAHn30H. B npoyuBane 302 ca BKIIOYEHHU NALHEHTH, KOUTO HE
ca JIEKyBaHU C JIOIEeTaKcen, a B mpoyuBane 301 — marueHTH, MpeMUHATN TPEIX0IHO JICUCHHE C
nouetakcen. [lanuenture ca npuemanu LHRH ananor unu ca npemMunanu jgeyeHue ¢ opxuekTomus. B
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paMOTO Ha aKTMBHOTO JICUCHHE aOUpaTEpOHOB areTar ce mpriara B 103a ot 1 000 mg qHeBHO B
KOMOWHAIINS C HUCKA J]03a TIPEJTHU30H WK TPETHU30JI0H 5 mg aBa MbTH THEBHO. KOHTpOHUTE
MAIUCHTH TOJy4YaBaT Iiane0o ¥ HUCKA J103a MPEAHU30H WK IPEIHU30JI0H 5 Mg JIBa ITbTH THEBHO.

[IpomenuTte B cepyMHUTE KOHIIEHTpaluu Ha PSA He BUHAr“ roBopsT 3a KIMHIUYHH MTOJI3H. 3aTOBA U
BBB BCHUKH MPOYYBAHHA CE€ MMPENOPHUBA MAIIMEHTUTE JIa OCTAaHAT Ha JICYSHUATA, TPOBEXKITAHHU TI0
MIPOYYBAHETO, /IO OCTUTAHE HA KPUTEPUUTE 3a MPEYyCTAHOBSIBAHE, IIOCOUEHHU I0-JI0JIY 32 BCSKO
MIpOyYBaHE.

B nuro CHO OT NPOYUYBAHUATA NIPHUITAraHCTO HAa CIMPOHOJIAKTOH HE € Pa3pClUICHO, TBil KaTO
CIIMPOHOJIAKTOH C€ CBBP3Ba C AHAPOIrCHHUTEC PCLCITOPU U MOKE a MMOBUIIIM HUBATA HA PSA.

IIpoyusane 3011 (nayuenmu c nosoouaznocmuyupan gucoxopuckoe mHSPC)

B mpoyusane 3011 (n = 1199) menuanaTa Ha Bh3pacTTa Ha BKIIIOUSHUTE MAIIUEHTH € 67 TOIUHM.
Bpost Ha nmanueHTuTe, IeKyBaHU ¢ a0UpaTEpPOHOB alleTaT o pacoBa rpyma ¢ oenu 832 (69,4%),
asuatiy 246 (20,5%), yepHokoxu win ahpoamepukanim 25 (2,1%), npyru 80 (6,7%), Hen3BecTHa/HE
ce ceobmana 13 (1,1%) u ameprukaHCKH WHAWAHIIN WK KOpeHHO HaceneHue Ha Asacka (0,3%).
CkopsT 32 pyskipoHanuo ceerosaue 1o ECOG e 0 wiu 1 ipu 97% ot nanmenture. [anuenture ¢
W3BECTHU METACTa3H B MO3bKa, HEKOHTPOJIMPaHA XUIIEPTOHMUS, CEPHO3HO ChPJICUHO 3a00JISIBaHE HITH
chpaeuHa HepoctaTbuHOCT Kiac 11 7o IV no NYHA ca uskntouenu. [lanpeHTuTe, KOUTO ca JIEKyBaHU
¢ mpefecTraiia papMaKkoTeparnus, JIbYeJIedeHre HiTH OTlepallis 3a MeTacTaTHUeH pakK Ha IpocTaTaTa
ca M3KJIIOYCHH, ¢ U3KiIoueHne Ha 10 3 mecena ADT wim 1 kypc nanuaTuBHO 00bYBaHE HITH
XUpyprudHa Tepanus 3a JeueHHe Ha CUMIITOMH, POU3THYAIH OT MeTacTa3u. ChBMECTHUTE
IBPBUYHH KpaHU TOYKH 3a eprkacHOCT ca ob1ma mpexussiemoct (OS) u mpexxuBsieMocT 0e3
pentrenorpadcka nporpecus (rPFS). Menuanarta Ha u3xoqHus cKop 3a 00jKa, U3MEPEH ¢ TIOMOIITa Ha
chKpareHa ¢opma Ha KpaTbk BeIpocHuK 3a O6oskara (Brief Pain Inventory Short Form, BPI-SF), e 2,0
KaKTO B TpyIiaTa Ha akKTUBHO JIeYeHHUE, TaKa U B rpymnaTa Ha mare6o. OCBeH 4pe3 M3MEPUTENNTE Ha
CHBMECTHHUTE ITBPBUYHU KPAlHU TOYKH T0J13aTa € OIICHEeHA M C TTOMOIITa Ha BPEMETO J0 CHOUTHE,
cBBp3aHo ¢ kocTHaTa cucteMa (SRE), BpemeTo 1o mocneBama Tepanust 3a IpoCcTaTeH KapIuHOM,
BPEMETO JI0 3aII0YBaHe Ha XUMHOTEPAIHS, BPEMETO JI0 TPOTpecus Ha OOJIKaTa U BPEMETO 10
nporpecust Ha PSA. Jledernero npopinkaBa 10 MPOrpecus Ha 3a00JIIBaHETO, OTTETIISTHE Ha
CBIIIACHETO 3a yyacTue, MosiBaTa Ha HeMPUEMIIMBA TOKCUYHOCT WIIK CMBPT.

[IpexxuBsemoctTa 6€3 peHTreHorpad)cka MPOrpecus ce OMPeAes KaTO BPEMETO OT PaHAOMHU3HUPAHETO
IO TIOsIBaTa Ha PEHTI'CHOTpadCKa MPOTrPECUs WM CMBPT 110 KaKBaTO U Ja € IPUYHHA.
PenTrenorpadckara nporpecusi BKJIHOYBA IPOTPECHsi, yCTAHOBEHA UPe3 CKAaHUPAHE Ha KOCTUTE
(cprilacHO M3MEHEHUTE KpUTepuu Ha paboTHATa rpyma 3a npocrareH kapunHoM 2 (Prostate Cancer
Working Group-2, PCWG2)) nin nporpecusi Ha MEKOTbKaHHHTE JIE3UH, YCTAHOBEHA C ITOMOIITa Ha
KT wnu SIMP (chriiacHo kpuTepuu 3a OlleHKa Ha OTroBOpa mpu conuaau TyMopH (Response
Evaluation Criteria In Solid Tumors, RECIST 1.1)).

HabnronaBana e 3Haunma pasnuka B rPFS mMexny TepaneBruanute rpymnu (Bx. Tabnuua 2 u ¢purypa 1).
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Tabsmna 2:  IIpe:xkuBsiemocT 0e3 peHTreHorpagcka nporpecusi — cTpaTupuuupan aHaIu3;
Intent-to-treat monmynamus (mpoyusane PCR3011)

P AHJOMU3HPAHU MAITUCHTHU

Cne cprbutne
Ilen3ypupanu

AA-P ITnane6o
597 602
239 (40,0%) 354 (58,8%)
358 (60,0%) 248 (41,2%)

Bpewme 1o crouTHe (Mecerm)

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

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

3abenexka: + = neHzypupano Haomoaenne, NE = He Mmoske na Ob11e n3uucneno. Cinydante Ha
peHTreHorpad)cka Mporpecus ¥ CMbPT ce cuuTar 3a onpeneisaimu rPFS cxournero. AA-P = nanuenru,
IpreMay adUpaTepoHOB alleTaT U PEIHU30H.
a p-cToiiHOCTTa € mony4yeHa ot log-rank Tecrt, ctpatuduupan mo ECOG PS ckop 3a
¢ynkunonanno cberostaue (0/1 unu 2) ¥ BUCLEepaIHU Jie3un (JIMIIca WK HaJIu4Ke).

Koe¢wuruent Ha puck < 1 e B mon3a Ha AA-P.

KoeduumeHTHhT Ha pUCK € TIOJIyYeH OT CTpaTH(GUITUpaH MOJIEIN 3a TIPOMTOPIIMOHATHOCT Ha PHCKA.

®urypa 1: Kpusn nHa Kanutan-Maiiep 3a npexxuBsieMocT 0e3 peHTreHorpag)cka nmporpecus;
intent-to-treat momysianus (npoyusane PCR3011)
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PuckoBu nanueHTH

AOUpaTepoHOB aleTaT 597

ITnare6o

602

! T I T I I T

4 8 12 16 20 24 28

Mecenu ciies; paHJOMU3HUPAHETO

533 464 400 353 316 251 177

488 367 289 214 168 127 81
AGuparepoHoB anerar - -+ - - [Tnare6o

102 51 21
| 17 7

Hab6mronaBa ce cratucTrdeckn 3HAYUMO TIo1o0penne Ha ob1mara nmpekussieMocT (OS) B mmorsa Ha AA-
P mmtoc ADT ¢ 34% nonmxkeHue Ha pucka oT CMBPT B cpaBHeHue ¢ rianedo mmoc ADT (HR = 0,66;
95% CI: 0,56, 0,78; p < 0,0001) (Bx. Tabnunua 3 u purypa 2).
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Tabmmna 3:  OO0ma npeXuBAEeMOCT NPH NALMEHTH, JJeKYBAHH ¢ a0HPATEPOHOB aLeTAT HJIM
mianedo, B mnpoyusane PCR3011 (intent-to-treat anaans)

O011a MpeKUBIEMOCT AOupaTepoHOB Ilnaneoo
aleTar ¢ NpeIHU30H (N=602)
(N =1597)
Cumbpt (%) 275 (46%) 343 (57%)
MennaHa Ha IPEKUBIEMOCTTA (MECEIIH) 53,3 36,5
(95% CI) (48,2, NE) (33,5, 40,0)
Koeduuuent Ha puck (95% CI)! 0,66 (0,56, 0,78)

NE = He moxe na Ob1€e N34UCIEHO
! KoepuiueHTsT Ha PUCK € MOJyUYeH OT CTpaTH(GHUIMPaH MOIE 3a MPOIIOPIIMOHATHOCT Ha PHCKA.
Koedwumuent Ha puck < 1 e B moy3a Ha aOUpaTepOHOB aleTaT C MPEIHU30H.

®urypa 2: Kpusu Ha Kannian-Maiiep 3a 001ua npeskuBsieMocT; intent-to-treat momyJanus
(ananu3 Ha mpoyuBaHe PCR3011)
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Mecenu ciies; paHJOMU3HUPAHETO
PHUCKOBY HAlMEHTH

AbGupaTepoHoOB aneraTr 597 565 529 479 425 389 351 311 240 124 40 0 0
[Tnane6o 602 564 505 432 368 315 256 220 165 69 23 0 0
——e—— AOUpPaATEpPOHOB aLETaT - - -& - - - 1l1are6o

AHanu3uTe Ha MOATPYIUTE HEM3MEHHO ca B M0JI3a HA JICUCHUETO ¢ abnpaTepoHoB aneTar. EQekTsT ot
negenueTo ¢ AA-P Bepxy rPFS u OS B mpenaputenHo onpeneaecHUTe MOATPYIH € OIaronpusITeH U
CBHBMECTHM C 0011aTa MOMyJIalysl B IPpOy4BaHEToO, ¢ u3KimoueHne Ha noarpynara ¢ ECOG ckop 2,
KBJETO HE ce Ha0JI0aBa TeHACHLUS KbM 110138, HO MaJIKHUT pa3Mep Ha u3Bajkara (n = 40)
OrpaHNuaBa U3BJIMYAHETO HAa 3HAYMMO 3aKJIIOYCHUE.

B nonenaeHnE KbM HA0IOIaBaHOTO MOA0OpEeHUe Ha obriara npexussieMocT u rPFS e
JIEMOHCTPHpPAHA 110J13a OT JICYCHUETO ¢ aOMPATEPOHOB alleTaT CIPSAMO I11ae00 MPU BCUIKU
MIPOCTIEKTUBHO OIPEAEICHN N3MEPUTENH Ha BTOPUYHUTE KPAHHU TOUKH.

Ipoyusane 302 (nayuenmu, Koumo He ca npoGeICOAIU XUMUOMEPANUS)

ToBa npoydBaHe BKIIIOYBA NAIMEHTH, KOUTO HE Ca MPOBEKIATH MTPEIX0THA XUMUOTEPAITHUS, KOUTO ca
ACHUMIITOMAaTUYHU W C JIEKO U3Pa3eHU CUMIITOMH M 332 KOUTO XUMHOTEpanHus BCe OIIE HE € KITUHUIHO
nokaszana. Ckop ot 0-1 o Brief Pain Inventory- Short Form (BPI-SF) 3a naii-nomara 6onka B
nocienHuTe 24 yaca € cueTeHa 3a aCUMITOMaTUYHA, KaTo CKOp OT 2-3 ce cuMTa 3a JICKO U3pa3eHa
CHUMIITOMATHKA.
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B npoyusane 302 (n = 1 088) MmeamanaTa Ha Bb3pacTTa Ha BKIIOUCHUTE TIAITMCHTH € 71 TOIuHY 3a
Te3H, JIEKyBaHU ¢ abUPaTepOHOB alleTaT IUII0C MIPEIHU30H WK IPEAHN30JI0H, 1 70 ToauHu 32
MalMeHTHTE, JEeKYBaHH ¢ Tane0o II0C MPEeIHU30H WK NPESIHU30JIOH. BposT Ha manueHTHTe,
JIEKyBaHU ¢ aOMPaTEPOHOB alleTaT 110 pacoBU rpynH e: 6enun 520 (95,4%), ueprokoxwu 15 (2,8%),
asuariu 4 (0,7%) u npyru 6 (1,1%). 76% ot nanmenTute umat ckop 0 3a PyHKIIMOHAITHO ChCTOSHIE
no ckanata Ha M3rounaTa koonepartuBHa oHkojorndHa rpyna (Eastern Cooperative Oncology Group,
ECOG), a 24% ot narmuenTute — ckop 1 u B 1Bete pamena. 50% oT manueHTUTe UMaT caMo KOCTHHU
MeTacTas3u, Apyru 31% uMar KOCTHH U MEKOThKaHHU METACTa3u MIIM METacTa3y Ha JTUM(PHHUTE Bb3JIH,
a 19% umar caMo MEKOTbKaHHHM METACTa3l WIK METACTa3u Ha TMMQHUTE Bb3nu. [lanuenture c
BUCILIEpATHI MeTacTa3u ca u3KitoueHd. CbBMECTHUTE MbPBUYHU KpaliHU TOUKH 33 €(PUKACHOCT ca
o011ara nMpexuBsIeMOCT U MpexuBsieMocTTa 0e3 pertrenorpadcka nporpecus (rPFS). B nombnnenue
KBM IIOKa3aTEIUTE 32 CbBMECTHUTE ITbPBUYHM KpaliHU TOUYKH € OLIEHEHA U M0JI3aTa C MOMOIITa Ha
BPEMETO 0 MPHUIOKECHUE HA ONHUAT CPelly KaplIMHOMHATa O0JIKa, BPEMETO JI0 3all0YBaHE Ha
UTOTOKCHYHA XUMHUOTepanus, Bpemero 1o BromasaHe Ha ECOG ckopa ¢ > 1 Touka u BpeMeTo 10
nporpecust Ha PSA cpriacHo kpurepunte Ha paboTHaTa rpyra 3a npocrateH kapiuHoM 2 (Prostate
Cancer Working Group-2, PCWG?2). Jleuenusita o npoy4BaHHsTa CE€ NPEKpaTsIBaT B MOMEHTA Ha
OueBHIHA KIIMHIYHA Nporpecus. JledeHnsTa MOXKe Jja ce MPEKpaTAT U B MOMEHTA Ha MTOTBBP/ICHA
peHTreHorpad)cka mporpecus 1o NpereHKa Ha N3CciIe0BaTelIsl.

[IpexussiemoctTa 6e3 pentrenorpadcka nporpecus (rPFS) e oueHena ¢ momomra Ha CeKBEHMATHN
00pa3nu npoyuBanus ceriiacHo PCWG2 kputepunte (3a KOCTHH JIG3UH) U UI3MEHEHHUTE KPUTEPUH 32
OIIeHKa Ha oTroBopa mpu conuaau Tymopu (Response Evaluation Criteria In Solid Tumors, RECIST)
(3a MexoTpKaHHH J1e3un). Ilpu ananuza Ha rPFS e n3non3eana nenTpanHo chriacyBaHa
peHTreHorpadcka OLeHKa Ha IIPOrpecusiTa.

B mutannpanus ananus Ha rPFS npu 401 cioygas, 150 (28%) ot nauneHTHTe, IEKyBaHHU C
abuparepoHoB auerart, u 251 (46%) oT 1exyBaHHTE C IUI1aLe00 ca UMAJIM PeHTTeHOrpadcku
JI0Ka3aTeJICTBa 3a Mporpecys Wiy ca nounHamy. HabmronaBana e 3HaunMa pasnuka B rPFS mexy
TeparneBTHIHHUTE TpynH (BX. Tabnuma 4 u ¢purypa 3).

Tabimna 4:  IIpoyusane 302: IIpe:xxuBsiemocT 6e3 peHTreHorpagcka nporpecus npu
NALUEHTH, JeKYBAHU ¢ A0UPATEePOHOB alleTaT MJIM IUIane00 B KOMOMHALMA ¢
NMPpeIHU30H WIH NPeJHU3010H IToc aHauao3m Ha LHRH nin npeamecreamna

OPXHEKTOMMSI
AOHUpaTepoOHOB Ilnanedo
amerar (N =542)
(N =546)
IIpexxuBsiemoct 0e3
peHTreHorpagcka
nporpecust (rPFS)
IIporpecus winu cMBpT 150 (28%) 251 (46%)
Menuana na rPFS B Meceru He e mocturnara 8,3
(95% CI) (11,66; NE) (8,12; 8,54)
p-CTOHHOCT* <0.0001
Koedwumment na puck** (95% CI) 0,425 (0,347; 0,522)
NE = He e uzuncnena
* p-cToiiHOCTTa € mosryyeHa ot log-rank Tect, crpatuduuupan no uzxogaen ECOG ckop (0 nnn 1)

**  KoedwurueHT Ha pruck < 1 B mmoy3a Ha abUpaTepOHOB areTar
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®urypa 3: Kpusn na Kanutan-Maiiep 3a npexxnBsieMocT 0e3 peHTreHorpagcka nmporpecust
NPH NALUEHTH, JJEKYBAHU ¢ A0MPATEPOHOB aleTAT HJIH IJ1ale00 B KOMOUHALUS C
NPeAHU30H WU NPeJHU30JI0H ITIoc aHano3u Ha LHRH wim npeamecrsama
OPXHEKTOMMSI

% IManuenTH 6e3 MPOTrpecus UiH CMBPT

0 T T T
0 3 6 9 12 15 18
MCCGHH cJIe] paHAOMU3UPAHETO
AA 546 489 340 164 46 12 0
IInane6o 542 400 204 90 30 3 0

---TIlnaiecbo ——AA

AA = AGupaTepoHOB areTar

JlaHHM 32 MAIMEHTUTE POIbIDKABAT Jja ObJAaT CHOMPAHU JIO 1aTaTa Ha BTOPUS MEKJAWMHCH aHAIIU3 Ha
obmata npexussemoct (OS). Pearrenorpadckara orienka Ha uzcnenonarens Ha rPFS, nampasena
KaTo TOCJICIBAI aHAJIN3 Ha YyBCTBUTEITHOCTTA, € MPEACTaBeHa B Tabmuma 5 u ¢urypa 4.

[ectcrotun u ceaem (607) mauMeHTH ca UMalM peHTreHorpad)cka nporpecys Wim ca nounHanu: 271
(50%) B rpynata Ha abuparepoHos amerat u 336 (62%) B rpymara Ha 1utanebo. Jleuennero ¢
abupaTepoHOB aLeTaT HaMaJIsBa PUCKa OT peHTreHorpadcka nporpecus uim cMbpT ¢ 47% B
cpasrenue c miarne6o (HR = 0,530; 95% CI: [0,451; 0,623], p < 0,0001). Menuanara Ha rPFS e

16,5 Meceria B rpynara Ha aOUpaTEpPOHOB aleTat 1 8,3 Mecella B rpynara Ha miare0o.
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Tabmmna 5:  IIpoyusaney 302: IlpesxuBsieMocT 0e3 peHTreHorpagcka nporpecust Npu
NALUEHTH, JeKYBAHU ¢ A0UPATEePOHOB alleTaT MM IU1ane00 B KOMOMHALMA ¢
NPeAHU30H WU NPeJHU30JI0H ILTIoc aHano3u Ha LHRH wim npeamecrsaima
OPXHEeKTOMHS (PY BTOPH MeKIMHEH aHAJIN3 HA 00IIATA MPEKNBAEMOCT —
OLICHKA HA M3cJIe0BaTeJIs1)

AOUpaTepoHOB ILnauedo
amerar (N =542)
(N =546)
IIpexnBseMocT 6e3 peHTreHorpagcka
nporpecus (rPFS)
[Iporpecus unu cMbpT 271 (50%) 336 (62%)
Menauana Ha rPFS B Mecenn 16,5 8,3
(95% CI) (13,80; 16,79) (8,05; 9,43)
p-CTOMHOCT* <0,0001
Koeduruent Ha puck™* 0,530 (0,451; 0,623)
(95% CI)
* p-cTolfHOCTTa € mostyyeHa ot log-rank Tect, crpatuduuupan no uzxogaen ECOG ckop (0 nnn 1)

**  KoeduumeHT Ha puck < | B moi3a Ha aOUpPaTepOHOB aleTar

®durypa 4: Kpusu Ha Kannian-Maiiep 3a nmpeskuBsieMocT 0e3 peHTreHorpa)cka mporpecust
NPH NAIAEHTH, JJeKYBAHH ¢ a0HPATepPOHOB aneTaT HJIH IJ1aned0 B KOMOMHAIUS €
MPeIHU30H WIN NPeIHN30JI0H Iroc anauao3u Ha LHRH win npegmectBama
OPXHEeKTOMHUS (NP BTOPH MeXKIMHEH aHAJIN3 HA 001aTa MPEeKUBAEMOCT —
OLIEHKA HA M3CJIe10BaTeJIs1)

% INaumenTtu 6e3 mporpecus Wik CMbPT

0 T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
MeceuH cJIea paHAOMU3UPAHETO
AA 546 485 389 311 240 195 155 85 38 9 0
Hnauebo 542 406 244 177 133 100 80 37 14 1 0

---Ilmane6bo —— AA

AA = AGupaTepoHOB areTar
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[IpoBeneH e maHupan MexauHeH aHaau3 (interim analysis, IA) Ha OS cien 333 cMBPTHH CiIydast.
[IpoydBaHeTo € HecATo ¢ OrJie]] Ha 3HAYMMOCTTa Ha HAOII0JaBaHNUTE KIIMHUYHM TIONI3U U Ha
MAIUEHTHUTE B TPyIaTa Ha IIanedo € MPeaiokKeHO JieueHne ¢ abuparepoHos anerar. O0mara
MPEKUBIEMOCT € TI0-IBJIra IIpU adUPaTepPOHOB alleTaT CIpsIMO TuTanedo ¢ 25% MOHKEHUE Ha PHCKa
ot cMbpT (HR = 0,752; 95% CI: [0,606; 0,934], p = 0,0097), Ho manuute 3a OS HE ca JOCTATHYHH U
MEXIUHHUTE Pe3yJITaTH HE OTTOBapST Ha IPEABAPUTEITHO OMpeiesieHaTa IpaHulla 3a CITUPaHe ChC
cTaTHCTUYeCKa 3HaUMMocCT (BxK. Tabnwuia 4). [IpocneasiBaHeTo Ha IPEKUBAEMOCTTA € TTPOIBIDKUIIO
cnen to3u [A.

[Tnanupanust okoHuaTeneH ananu3 3a OS e mpoBezieH, cie/ KaTo ca HaOmonaBanu 741 cMBpTHH
ciydas (cpemHo mpociensBane 49 mecena). [lounnanu ca 65% (354 ot 546) ot nanueHTuUTE,
JIEKYBaHH ¢ aOMpaTEepOHOB aleTat, B cpaBHeHHE ChC 71% (38T7 or 542) OT manueHTHTE, JICKyBAaHHU C
miane6o. JleMoHcTpupaHa e craTiucTrdecky 3Haunma OS B 1M0J13a Ha TpyIaTa, JeKyBaHa ¢
abupatepoHoB arneTar ¢ 19,4% nonmwkenne Ha pucka ot cMbpT (HR = 0,806; 95% CI: [0,697; 0,931],
p =0,0033) u mogo6penne Ha cpeanara OS ¢ 4,4 mecena (abupatepoHnos arerar 34,7 Mecera,
wiane6o 30,3 Meceria) (Bx. Tabiumna 6 u ¢purypa 5). Tosa nogoOpeHue ¢ qoka3zaHo, BbIpeku e 44%
OT MaIUeHTHTE B TPyIIaTa Ha TUIanedo ca MOyqriIn aHpaTepOHOB alleTaT KaTo MOCIeABAIa TePaTvsl.

Tabsmnma 6:  IIpoyusane 302: O0ma npekuBsieMOCT NPHU MALUEHTHTE, JIEKYBAaHH €
a0upaTepoOHOB aleTAT WJIH IJIane00 B KOMOMHALMS C MPEeIHU30H HJIH
NpeAHUu30/10H Ioc anaao3u Ha LHRH wiu npeamecrBaima opxueKToMus

AOHUpaTepoOHOB Ilnaneoo
anerar (N =542)
(N =546)
Me:xauHeH aHAJIM3 32
NMPEKUBAEMOCT
Cwmobpt (%) 147 (27%) 186 (34%)
Menuana Ha IPEKUBIEMOCTTA He e nocturnara 27,2

(mecern)

(95% CI) (NE; NE) (25,95; NE)

p-CTOHHOCT* 0,0097
Koeduuuent Ha puck** (95% CI) 0,752 (0,606; 0,934)
OxoHYaTe/IeH aHAJIN3 32
Npe:KuBAEMOCT
CMBpT 354 (65%) 387 (71%)
Menauana Ha o01aTa 34,7 (32,7; 36,8) 30,3 (28,7; 33,3)
MPEKUBIEMOCT (MECEIIH)
(95% CI)
p-croitHOCT* 0,0033
Koedwumuent na puck** (95% CI) 0,806 (0,697; 0,931)
NE = He e uzuuciena
* p-cToiiHOCTTa € mosryyeHa ot log-rank Tect, crpatuduuupan no uzxogaen ECOG ckop (0 nnu 1)

**  KoeduiueHt Ha puck < 1 B 110j13a Ha a0UPaTEPOHOB alleTaT
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®urypa 5: Kpusn nHa Kanutan-Maiiep 3a npe:XuBsieMOCT NPH NALHEHTH, JeKYBaHH C
a0UpaTepoOHOB aleTAT WU MJIane00 B KOMOMHALMS ¢ MPEeIHU30H HJIH
NpeAHUu30/10H Ioc aHaao3u Ha LHRH wiu npeamecrBaima opxueKTomMmus,
OKOHYATEJIEH aHAJIN3

100

20

60—

% IIpexxuBeny MaueHT

20

I I I I I I I I I I I I I I I I I I I
8] 3 G =] 12 185 18 21 24 27 30 33 36 390 42 45 48 51 54 57 @0

Mecenu ciesn paHIOMH3HUPAHETO
AA 545538 525 504 483 453 422 3094 350 330 296 273 235 218 202 189 118 58 15 0O [§]
Tnane6o 942534 509 493 468 438 401 363 322 202 261 227 201 176 148 132 84 42 10 1 [§]

— -IInane6o —AA
AA = AGupaTepoHOB arerar

B nompiHeHne KbM HaOMIOAaBAaHUTE TIOIOOpEHNs B o0mara mpexussiemoct 1 rPFS ca
JIEMOHCTPHPAHH TTOJI3U Ha JICYCHUETO C AOMPATEPOHOB alleTaT CIPSIMO TLIane00 IPH BCHYKH
MOKA3aTe)IM HAa BTOPHUYHU KpalHU TOYKH, KaKTO CIIC/IBA:

Bpemeto no nporpecus Ha PSA cerimiacao PCWQG2 kputepuute: MeauanaTa Ha BpEMETO 10
nporpecus Ha PSA e 11,1 mMecena 3a nanuenTy, mpueMariy abupaTepoHoB anerar, u 5,6 Mecena 3a
narerTy, npuemaiu miane6o (HR = 0,488; 95% CI: [0,420; 0,568], p < 0,0001). BpemeTo g0
nporpecust Ha PSA npuOIM3UTETHO ce € YABOUIIO MPHU JIEYEHUETO ¢ abUPaTepOHOB aleTaT

(HR = 0,488). [IponieHTHT Ha MalMEHTHUTE ¢ TOTBBbpAEH PSA oTroBop e mo-rosisim B rpymnara Ha
abMpaTepoOHOB aIleTaT, OTKOJIKOTO B Ta3u Ha rmiarebo (62% cnpsmo 24%; p < 0,0001). [Tpu namuentn
C U3MEPUMHU MEKOThKaHHU 3a00IsIBaHMs ce HaOJIr01aBa 3HaYMMO TIOBUIIIEH OpO¥ MMBJIHU U YaCTUYHU
OTTOBOPH Ha TyMOpa IpH JIEYEHHETO ¢ abNpaTepOHOB aleTar.

BpemeTo 10 npuinokeHne Ha onuart cpenry KapIuHoMHaTa 00Jika: MenaHaTa Ha BPEeMETO 10
MIPUJIOKEHUE HA OMMAT Cpelly 00JIKaTa Ipy NPOCTaTEH KapIIMHOM I10 BpEME Ha OKOHYATEIIHUS aHAIU3
e 33,4 Mecemna npu MaIMeHTy, MpueManiy abupaTepoHOB aneTaT, a Ipy Te3H, MpUeMaIy rmiamnedo, e
23,4 mecernia (HR =0,721; 95% CI: [0,614; 0,846], p < 0,0001).

Bpeme 110 3arnouBaHe Ha [IUTOTOKCUYHA XUMHOTepanus: MeauaHata Ha BpeMETO JI0 3all0YBaHe Ha
UTOTOKCUYHA XUMHOTEpAaIus ¢ 25,2 Mecela Npyu MalueHTH, IpUeMaii aOUpaTepoOHOB aneTar, u
16,8 mecemna mpu naruerTy, npuemainy miarnedo (HR = 0,580; 95% CI: [0,487; 0,691], p < 0,0001).

20



Bpeme o iomasane Ha GyHkimonaanus ECOG ckop ¢ > 1 Touka: Meauanara Ha BpeMETO 10
pnomaBaHe Ha ECOG ckopa ¢ > 1 Touka e 12,3 mecelia mpu manyueHTH, MIpHeMaIiu abnpaTepoOHOB
anerar, u 10,9 Mecena npu nanuenTH, npueManu rianebo (HR = 0,821; 95% CI: [0,714; 0,943];
p = 0,0053).

CHGZ[HI/ITe KpaﬁHH TOYKHU B IIPOYUYBaHHUATA ITOKA3BAT CTATUCTUYCCKH 3HAYUMO NIPEAUMCTBO B I10JI3a Ha
JICYCHHUETO C a6I/IpaTepOHOB anecrar:

O6ektuBeH o1roBop: OOEKTHBHUAT OTTOBOP € OTPEJIENICH KaTo MPOIEHT Ha MAIUEHTUTE C U3MEPUMO
3a00JIsIBaHe, MOMYUYHIIH ITbJIeH WK yacTiudeH otroBop cbriaacHo RECIST kpurepuute (pa3mepbT Ha
nuMQHUTE BB3IM HA U3XOIHO HUBO TPsAOBa a € > 2 cm, 3a J1a Ce CUMTa 3a TapreTHa Je3us).
[IponeHTHT Ha MAIMEHTHTE ¢ U3MEPUMO 3a00JIsIBaHE Ha N3XOHO HUBO, TIONYYMIA OOCKTHBEH
OTroBop, € 36% B rpymnara Ha abuparepoHoB auetat u 16% B rpynara Ha mwiane6o (p < 0,0001).

Bounka: Jledennero ¢ abupaTepoHOB alleTaT 3HAYUMO HaMaJIsiBa PUCKa OT MTPOTPECHUS Ha CPETHUS
MHTEH3UTET Ha OoJikata ¢ 18% B cpaBHeHue ¢ manedo (p = 0,0490). MenuanaTta Ha BpeMETO J0
nporpecus e 26,7 Mecena B rpynaTa Ha abuparepoHoB aueTart u 18,4 Mecela B rpynaTa Ha mianeoo.

Bpeme o Bomasane Ha FACT-P (00111 ckop): JieYeHUETO ¢ abupaTepoOHOB alleTaT HaMaJisiBa PUCKa OT
BnomasaHe Ha FACT-P (0o6u1 ckop) ¢ 22% B cpaBHeHue ¢ turane6o (p = 0,0028). MeananaTa Ha
BpemeTo a0 Biromasane Ha FACT-P (00w ckop) e 12,7 mecena B rpynara Ha aOupaTepoOHOB aleTaT U
8,3 Mecelia B rpymnara Ha Iuianeoo.

Ipoyusane 301 (nayuenmu, Koumo ca nposexncoany npedxXooHA XUMUOMEPANUs)

B mpoyusane 301 ca BKJIIOUeHM MallMEHTH, JIEKyBaHU Npeau ¢ Jouerakcen. He ce u3uckaa te na
MOKa3BaT Mporpecus Ha 3a00JIIBaHETO MPH JIEUEHHETO ¢ AOLETAKCell, Thii KaTO TOKCUYHOCTTA OT Ta3u
XUMHOTEPAIUS MOJKE J1a € JOBeJIa 10 IIpeKpaTsIBaHe Ha JieueHuero. [lanuenTure npoabkaBar Ha
IIPOYYBAHOTO JieueHHe A0 nporpecus Ha PSA (moTBbspaeHO yBenuueHue ¢ 25% Hal u3xonHara
CTOMHOCT/HaJMpa Ha MalMeHTa) 3ae/IHO C peHTreHorpad)cka 1 CHMITOMATHYHA WM KJIMHUYHA
nporpecus, feuHUpaHu 1o npoTokod. [lanuenTy, leKkyBaHu npenu ¢ KETOKOHA30I1 32 PaK Ha
IpocTaTara, ca U3KII0UeHH OT NpoyuBaHeTo. [IbpBuyuHaTa KpaiiHa Touka 3a e(hUKacHOCT € odmarTa
MIPEKUBIEMOCT.

MennanaTta Ha Bh3pacTTa Ha MAIMEHTHTE, YIacTBaIIH B IPOyYBaHeTo, € 69 roguan (anamazoH 39-95).
BposiT Ha manueHTuTe, JICKYyBaHU ¢ aOUPATEPOHOB alleTaT, 1Mo pacoBH rpymnu ¢ oemu 737 (93,2%),
yepHokoxu 28 (3,5%), azuatim 11 (1,4%) u npyru 14 (1,8%). EnunaticeT npolieHTa OT BKJIFOUYESHUTE
MAIMeHTH UMaT CKOp 2 Ha (YHKIIMOHATHOTO cheTosiHME 1o ckanaTta Ha ECOG; 70% nmat
peHTreHorpad)CKul JaHHM 3a TIPOTPECHsl Ha 3a00JsIBaHEeTO che WM 6e3 mporpecus Ha PSA; 70% ca
MOJTYYHIIH TIPEJIU TOBA €/IHA IIMTOTOKCHYHA XuMHoTepanus, a 30% ca nmonyuwnnu nse. Hanmuune Ha
4epHOAPOOHH MeTacTa3u uMa nipu 11% ot manuenTrTe, TeKyBaHH ¢ abUpPaTepOHOB areTart.

ChriacHo IIaHUpaHUs aHaJN3, IPOBeIEH ciel 552 cMbpTHH citydasi, ca mounHamu 42% (333 ot 797)
OT NalKEeHTHUTE, JIEKyBaHH C a0MpaTepOHOB aleTaT, B cpaBHeHue ¢ 55% (219 ot 398) ot nauuenrture,
JieKyBaHH ¢ Tiarne6o. CTaTUCTHYEeCKH 3HAYMMO ITOA00PEHHE B cpeaHaTa 001Ia MpekuBsIEMOCT Ce
Ha0JronaBa nMpy NalMeHTHTE, JEKYBaHH ¢ a0UpaTepOHOB areTaT (Bxk. Tabnuua 7).
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Taoauma 7:

O0ma npexuBsieMOCT NPH MAIUEHTH, JeKYBaHH C A0MPaTepPOHOB aleTaT WM ¢

nianedo B KOMOMHALMS C NPEIHU30H UJIH NTPEAHU30JI0H III0C LHRH anaJjio3u
WM npeaAlecTBaia OpXueKToMuUus

AOupaTtepoHoOB Il1ane6o
amerar (N =398)
(N=1797)
IIbpBHYeH aHAIN3 HA
NpPeKUBAEMOCTTA
CwmbptHOCT (%) 333 (42%) 219 (55%)

Menunana Ha IPEKUBIEMOCT
(mecemn) (95% CI)

p-cToitHOCT?
Koeguument na puck (95% CI)°

AKTyaJM3UPaH AaHAJIN3 HA
NpPeKMBSEMOCTTA

CwmpptHOCT (%)

Menunana Ha IPEKUBIEMOCT
(mecemn) (95% CI)

Koeguument na puck (95% CI)°

14,8 (14,1; 15,4)

501 (63%)
15,8 (14,8; 17,0)

<0,0001
0,646 (0,543; 0,768)

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

10,9 (10,2; 12,0)

274 (69%)
11,2 (10,4; 13,1)

a

p-cToifHOCTTa € mony4yeHa ot log-rank Tecrt, ctpatuduimpan o ECOG ckop 3a GpyHKIHOHATHO

cberosiaue (0-1 cripsimo 2), ckop 3a Ooiika (Jidrica CripsiMo HAJTMYKE), Opoii IPEIUIITHU KypCOBE
xumuoTepanus (1 cnpsamo 2) 1 BUA Ha Iporpecusrta Ha 3aboisBaneTo (camo PSA crpsimo

penTreHorpadceka)

Koeduuunent Ha puck < 1 e B mosn3a Ha abUpaTepOHOB aleTaT

KOC(l)I/II_II/ICHT'LT Ha pUCK € NIOJIY4YCH OT CTpaTI/I(i)I/ILII/IpaH MOZCI 3a NPOMMOPHIHUOHAIHOCT Ha pUCKaA.

BBB Bcruku BpeMeBU TOYKHM Ha OICHSIBAHE CJIE] ITPBUTE HAKOJIKO MEcella Ha JICYCHHE POICHTHT Ha
MAIUCHTUTE OCTAHAIIN JKUBHU € TI0-BUCOK IIPH MAaIUEHTH, JICKYBaHU C a0UpaTEepPOHOB alleTar,
OTKOJIKOTO TP HAIMEeHTH, JEKyBaHH ¢ IUTaie0o (BxK. Gpurypa 6).
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®urypa 6: Kpusn nHa Kanutan-Maiiep 3a npe:XuBsieMOCT NPH NALHEHTH, JeKYBaHH C
a0upaTepoHOB aleTaT WIH IJ1a1e00 B KOMOMHALUS C NIPEAHU30H WU

npeaun3oioH mioc LHRH anano3n nim npeamecTsama OpXueKTOMUS
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0 T T T I
0 3 6 9 12 15 18 21
Bpeme o cMbpT, Mecenu
AA 797 736 657 520 282 68 2 0
Ilnane6o 398 355 306 210 105 30 3 0
---TInane6o —AA

AA = AGupaTepoHOB arerar

AHanu3nTe Ha NPESKUBSIEMOCTTAa B HOATPYIIUTE OTYUTAT CHOTBETCTBAIIM IOJI3U 110 OTHOIIEHHUE Ha
MPEXHUBSIEMOCTTA MIPHU JICYCHUETO ¢ abUpaTepoHOB aneTat (Bx. purypa 7).

®urypa 7: O0ma npexuBsieMOCT 10 NOATPyNH: Koe(HUIIHEHT HAa PUCK U 95% noBepuTeseH
HMHTEPBAJI
IIpomenmBa TToarpyma Memuara (wecernn) o
AA  Tlnamnebo : HR  95% C.I N
BcHUEH DalHeHTH Beaurn 148 1049 i i 066 (0.56, 0.79) 1195
1
Hsxomma ECOG 0-1 153 17 e 064 (053, 0.78) 1068
1
]
2 7.3 7 |—0—:—| 081 (053 1.24) 127
1
Haxomma BPI <4 16.2 13 —— E 064 (050, 0.82) £59
]
=4 126 89 —.— 065 (053, 085) 538
1
- ]
Bpoft npe s xmmotepan. 1 154 N5 e 083 (051, 0.78) 833
PEEHMH 1
2 14 103 —— 074 (0.55, 0.99) 362
]
Tum va nporpecuaTa Canmo PSA NE 123 —e— 059 (D42, 082) 363
[}
Pentrenomoruano 142 104 —a— E 069 (056, 0.84) 832
1
Brcrepamim sabommarmx A 126 84 ——) 070 (052, 0.94) 353
IIPH IMIOCTERIIEAHE :
HE 154 112 e | 062 (050, 0.76) 842
05 075 1 15

Braronpuarcrea AA

Bnaronpnﬂrcma nnaueﬁo

AA = Abupateponos anerat; BPI = KpaTbk ckop Ha 6onkara; C.1. = JloBepuTeneH HHTEpBa;
ECOG = Ckop Ha QyHKITHOHATHOTO CHCTOSIHHE 10 CKajaTa Ha M3TouHa KoomepaTHBHA OHKOJIOTHYHA
rpyna; HR = KoeduruenT na pruck; NE = He mommexu Ha orieHKa
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B nombiHeHME KbM HA0MIOAABAHOTO TTOIOOpSBaHE HA 001IaTa IPEKUBSIEMOCT, BCHIKHA BTOPHIHU
KpaiHM TOYKH Ha MPOYYBAHETO Ca B IMOJ13a Ha aOMPaTEPOHOB arleTaT U ca CTATUCTHYSCKH 3HAUHMHU
cIiel KOpUTHUPAHE 32 MHOTOKPATHO U3CJeIBaHe, KAKTO CIE/Ba:

[NarueHTrTe, MOMy4aBaly abUpaTepoOHOB alleTaT, IOKa3BaT 3HAUUTEIIHO [T0-BUCOKA O0IIIa CTEIICH Ha
OTroBoOp 1o oTHomeHune Ha PSA (onpeznenen kato HamaneHue ¢ > 50% OT u3XoaHATa CTOHHOCT) B
CpaBHEHHE C MAlMEHTHTE, MoTyYaBamy mane6o, 38% cpemury 10%, p < 0,0001.

Menananata Ha BpemeTo 110 mporpecust Ha PSA e 10,2 mecena 3a manueHTH, JeKyBaH! ¢ aOUpaTepoHOB
areTar u 6,6 Mecena 3a manueHTH, JiekyBanu ¢ miarebdo (HR = 0,580; 95% CI: [0,462; 0,728],
p <0,0001).

Menunanarta Ha IpeXUBAEMOCT Oe3 peHTreHorpagcka nporpecus € 5,6 Mecela 3a MalueHTH, JeKyBaHH!
¢ abupaTepoHOB aleTaT, u 3,6 Mecela 3a nauueHTH, Jekysanu ¢ mianebo (HR = 0,673; 95% CI:
[0,585; 0,776], p <0,0001).

Bonka

[IporeHThT HA MAMEHTHTE C MAJTHATHBHO OOJIekyaBaHe Ha OOJIKaTa € CTATUCTHYECKH 3HAYHMO T10-
BHCOK B TpyIiaTa Ha aOMpaTepoOHOB aleTar, OTKOJIKOTO B Tpymnara Ha riarebo (44% cpenty 27%,

p = 0,0002). [1arueHT ¢ OTrOBOp Ha MATHATHBHO JICYCHUE Ha OOJIKATa CE OMPEIeys KaTo MaIUeHT C
muHUMYM 30% crniajg oT U3X0oHATa CHIa Ha 00JIKaTa Mpy Hall-BUCOK MHTEH3UTET HA OOJIKaTa 1o
CKaJIuTe 3a KpaThbK ckop Ha O0oskaTta (BPI-SF) 3a mocneanure 24 yaca Oe3 yBelIMUYCHHE Ha CKOpa 3a
MPWIOKEHUE HA aHAIITETHK, HAOJI0JaBaH MPH J[Ba TIOCIEIOBATEITHY MIPETieia Ipe3 HHTEpBal OT

4 cemqmuri. Ha aHanu3 3a manmuaTuBHO O0JieKUaBaHe Ha OOJKaTa ca MOJI0KEH! CaMo MAIlMeHTH ChC
CKOp Ha U3Xo/iHaTa 00Ka > 4 ¥ Hal-MaJIKO €JJMH CKOp Ha OO0JIKaTa ciie]] Ha4ajJoTo Ha POYYBaHETO
(N =512).

[Iporpecus Ha Gosikata ce HaOIOAAaBa NP MO-MAIBK POLIEHT OT ALIMEHTUTE, JIEKYBAHU C
abMpaTepOHOB aIleTaT, OTKOJIKOTO MPH TE3H, JIEKyBaHH ¢ Iutane0o, B mecell 6 (22% cpeiry 28%),
Mmecern 12 (30% cpenry 38%) u mecen 18 (35% cpeury 46%). IIporpecus Ha Gojkara ce onpenesns KaTo
yBEJIMYCHHUE OT M3XO/HaTa cuiia Ha Oojkara ¢ > 30% npu Hail-BHCOK MHTEH3UTET Ha OOJIKaTa 0
ckanata Ha BPI-SF npe3 usmunanure 24 yaca 6e3 HamasiBaHEe HAa CKOpPa 3a MPUIIOKEHHE Ha
aHaJITeTHK, Ha0JII0/IaBaH MPH JIBE MOCJSA0BATSIHA BU3UTH WM yBenuueHue ¢ > 30% Ha ckopa 3a
MPUJIOKEHUE HA aHAITETUK, HAOJI0aBaH MPH JIBE MOCICIOBATEIHN BU3UTH. BpemeTo 10 nporpecus
Ha OoJsikata Ha 25-s IepceHTw € 7,4 Mecella B rpynara Ha abupaTepoHOB aleTar cpeuty 4,7 mecena B
rpymnara Ha mianeoo.

CKeIeTHO-CBbhP3aHU CHOUTHS

CkeneTHO-CBBbp3aHH CHOUTHS ca HAOJIFOIaBaHH NP ITO-MAIBK MPOIICHT OT MAIMEHTUTE B TpyTaTa Ha
abupaTepoHOB alLeTaT, B CpaBHEHHE C rpymnaTa Ha mianebo Ha mecen 6 (18% cpemry 28%), mecery 12
(30% cpemry 40%) u mecerr 18 (35% cpemry 40%). BpemeTo 10 mbpBOTO CKEIETHO-CBBP3aHO CHOUTHE
Ha 25-51 MePCEHTHI OT IpyTaTa Ha a0UpaTepOHOB alleTaT € JIBa IIBTH MO-ABJIT0 OT TOBA B KOHTPOJIHATA
rpyna, a iMeHHo 9,9 mecena cpemry 4,9 mecena. CKeleTHO-CBbP3aHO ChOUTHE CE OIpeIeis KaTo
MaTOJIOTUYHA (PAKTYpPa, KOMIIPECUS HAa TPHOHAYHHS MO3bK, TATMATHBHO JIbYEIICUCHUE Ha KOCT HITU
orepanus Ha KOCT.

IleauarpuyHa nomyJanus

EBpomnelickaTa areHIus no JiekapcTBaTa 0CBOOOXKIaBa OT 3aABIDKEHUETO 32 MPEJOCTaBsIHE Ha
pe3yNTaTUTE OT MPOyUYBaHUATA C AOMPATEPOHOB aIleTaT BbB BCHYKY MOJATPYH Ha MeTUaTPUIHATA
MOy TAIKs TIPU HATIPEHAJ KapIIMHOM Ha npoctaraTta. BmxkTe Touka 4.2 3a nH(pOpManus 0THOCHO
ynotpeba B IeguaTpuara.

5.2 @®apmakoKMHETHYHHU CBOIiCTBA

q)apMaKOKI/IHCTI/IKaTa Ha a6HpaTep0H € MMPpOYyUYCHaA CJICA MMPUJIIOKCHUC Ha a6I/IpaTep0HOB aneTarT npu
3ApaBu Jinla, MaiiuCHTU C HAIIPEAHAI METACTaTUYCH KapIIMHOM Ha IIpocCTaTaTa " Jria oe3 KapiquHOM
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¢ 4epHOApOOHO WK OBOPETHO yBpeKIaHe. AOHpaTepoHOB areTaT OBP30 ce MPEBPHINaA in Vivo B
abmpaTepoH — MHXUOUTOP Ha aHAPOTCHHATa OMOCHHTEe3a (BXK. Touka 5.1).

AOcopbuus
Cren mepopajHo MPUIOKEHHE Ha abUpaTepOHOB aIleTaT Ha IIIaAHO BPEMETO 3a JOCTUTaHE Ha

MaKCHUMAaJTHA IIJIa3MEHa KOHIICHTpAIUs Ha abupaTepoH € MpHUOIM3UTETHO 2 Jaca.

[MpunoxeHueTo Ha aOUPATEPOHOB aIleTaT ¢ XpaHa, CPABHEHO C TOBA Ha TIIAJHO, BOJH 110 10-KpaTHO
[AUC] u mo 17-kpatHo [Cmax] yBETHUEHNE Ha CpeHATA CHCTEMHA EKCIIO3HUITHS Ha abupaTepoH B
3aBHCHUMOCT OT ChIbP)KaHHETO Ha MAa3HUHHM B XpaHaTa. [IpenBua oOuvaitHOTO pazHooOpasue B
ChIBPKAHUETO U ChCTaBa Ha XPaHHUTE, IPUEMbBT Ha a0MPATEPOHOB alleTaT ¢ XpaHa UMa TOTCHIIHAI J1a
JOBEJIC 10 MHOI'O Pa3JIM4HU €KCIO3UIMK. 3aToBa AOGHpaTepoH Mylan He TpsiOBa 1a ce mpueMa ¢
xpaHa. AGupatepon Mylan Tps0Ba na ce npuemMa KaTo eIMHUYHA 7032 BEIHBK THEBHO HA Ipa3eH
cromax. Abuparepod Mylan Tpsi0Ba na ce nmprieMa Haii-MaJIKO JIBa daca Ciie]] XpaHeHEe U XpaHa He
TpsiOBa J1a ce mpueMa MoHe eJIMH Yac clie]l IpueM Ha tabierkute. TabneTkuTe TpsOBa Ja ce rbIaTaT
e ¢ Bojia (BX. Touka 4.2).

Pasnpenenenue
Cbp3BaneTo Ha “C-abupartepoH ¢ IIa3MeHHUTe POTENHH B YOBEMIKATa TuiasMa € 99,8%.

[IpuBuanusAT 06eM Ha pasnpenencHue e npudnusutenHo 5 630 1, koeto mpeamnonara, ye abupaTepoH
ce pasnpenens eKCTEeH3UBHO B epU(epHUTE ThKaHH.

Buotpanchopmanus

Crnen nepopainso npuinoxenue Ha *C-abuparepoHoB anerar noj GopMara Ha KarcyJiu, abUpaTepOHOB
areTar ce XUIPOJIH3Hpa 10 abupaTepoH, KOWTO CJIe/] TOBA MPEThPIIsiBa METa00IN3bM, BKIFOUBAII]
cyndaTupane, XUIpOKCHINPAHE U OKHCIICHHE MPEIUMHO B YepHus apo0. [To-rosismara gyact ot
PaZnOaKTUBHOCTTA B KpBhBTA (pHONIM3uTenHo 92%) ce oTkpuBa moa popMaTta Ha METaOOTUTH Ha
abuparepon. Ot 15 oTkpuBacMu MeTaboIUTA, 2 Ca OCHOBHUTE MeTaboIHTa — abUpaTEpOHOB Cyadar u
N-okcuj abupaTepoHOB cyidar, BceKd OT KOUTO TpecTaBisBa okoio 43% ot obmiarta
PaZMnOAKTUBHOCT.

Enumunupane
CpenHusT IOy>)KUBOT Ha abWpaTEepoH B IIa3Mara € puOIN3UTeTHO 15 yaca Bh3 OCHOBA Ha JaHHUTE,

noJy4eHu npu 3apasu juna. Ciell nepopaino npuioxenue Ha '*C-abupareponos anerar 1 000 mg
npubmu3uTenHo 88% OT pajHoaKTHBHATA 71032 Ce OTKPHBA BBB (pekamuute u okoyio 5% B ypuHaTa.
OCHOBHHTE ChEIMHEHHUSI, KOUTO TIPUCHLCTBAT BB (DEKATHUTE, Ca HEMPOMEHEH a0UPaTEPOHOB allETaT U
abupaTepoH (CbOTBETHO OKOJIO 55% u 22% OT mpuitokeHara J103a).

brOpeuno yBpexkaHe

dapMakoKUHETHKATa HAa aDUPATEPOHOB alleTaT € CPaBHEHA NP MAIMEeHTU ¢ TEPMUHAIHA ObOpeuHa
HEJ0CTAaThYHOCT Ha YCTAHOBEH PEXKHUM Ha XEMOJUAIN3a CIIPSIMO KOHTPOJIHA TPyTa OT MAI[USHTH C
HOpMayiHa ObOpeuHa yHkinsa. CHCTeMHATa €KCIIO3MIIMSA Ha aOUpaTepoH Clie] SAMHUYHA ITepopaiHa
nmo3a ot 1 000 mg He ce yBeau4aBa IpH MAIMCHTH ¢ TEPMHUHAIHA ObOpeUHa HEIOCTATHUHOCT, KOUTO
ca Ha quanu3a. [lpuiaraHeTo npu manueHTH ¢ ObOPEYHO YBpPEXKIaHE, BKIIFOUUTEITHO U TEKKO
OBOpeyHO yBpeXKIaHe, He H3MCKBA HaMalIIBaHe Ha jo3aTa (Bxk. Touka 4.2). JIuncea obaue KIMHHYEH
OTIMT IPH MAI[MEHTH C paK Ha MPOCTaTaTa U TEKKO ObOpeuyHo yBpexaaHe. [Ipu Te3n maiueHTy ce
MpernopbhYBa MOBUIIICHO BHUMAaHUE.

YepHOApoOHO yBpeXkIaHEe

dapMakOKWHETHKATa Ha a0MpaTepOHOB alleTaT € u3cieIBaHa MPY MalUeHTH C MPEAIECTBAIIO JIEKO
WM YMEpeHo 4epHoaApoOHO yBpexnane (crorBeTHO Child-Pugh xnac A n B) u npu konTponHa rpymna
oT 371paBu Juna. CucTeMHaTa eKCIO3MIMS Ha abupaTepoH Cliell eqMHNYHA IepopaHa 1032 OT

1 000 mg ce yBennyapa ¢ npubimsutenHo 11% u 260% chOTBETHO MPH MAIMEHTH C JIEKO U YMEPEHO
MpeIecTBallo YepHOoApOOHO yBpekaane. CpeIHUT MOy KUBOT Ha a0MpaTepoH ce yAbKaBa J0
0K0JI0 18 yaca nmpu ManueHTH ¢ JIEKO YepHOAPOOHO YBpEXKAaHe U 10 0K0JI0 19 yaca mpu MaueHTH ¢
YMEpPEHO YepHOIPOOHO YBPEKIAHE.
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[Ipu opyro m3nuTBane, hapMakOKHHETHKATa Ha abUPaATEpPOH € M3CJIeABaHa MPH MAIUEHTH C
MpeaIIecTBaIo TeKKO (n = 8) ueproapoOHo yBpexaane (Child-Pugh knac C) u npu KOHTpoOJIHA rpyma
OT 8§ 3apaBu NuIa ¢ HopMaiHa YyepHoapoOHa ¢pyHkuus. AUC Ha abupaTepoH ce yBenudaBa ¢
npubnusutento 600% u ppakuusTa Ha HECBBP3AHOTO BELIECTBO ce yBennvana ¢ 80% MNpu MmanueHTH
€ TEKKO YePHOIPOOHO YBPEKITaHE B CPAaBHECHUE C TTAITUEHTH ¢ HOPMaJTHA YepHOAPOOHA (PYHKITHS.

He ce u3nckBa kopurupase Ha 103aTa IpU MalUEeHTH ¢ IPEALIECTBAIIO JEKO YePHOIPOOHO
yBpeskaaHe. 3non3BaneTo Ha a0MpaTepOHOB aleTaT TPAOBa BHUMATEIHO /1A C€ TPELeHSABA IIPH
MAIMEHTH C YMEPEHO YepHOIPOOHO YBpEKIaHe, IPH KOUTO MOoJ3aTa ICHO TPsOBa 1a HaXBBPJIS
BB3MOXKHHS PUCK (BXK. TOuku 4.2 1 4.4). AOupaTepoHOB alieTaT He TPsOBa Aa ce U3MOJ3Ba MPH
MAaIMEHTH C TEXKO YEPHOAPOOHO yBpexaane (BxK. Touku 4.2, 4.3 u 4.4).

[Ipu manueHTH, KOUTO Ca Pa3BUIIM XEMaTOTOKCUYHOCT 110 BPEME Ha JIEUEHUETO, MOXKE J]a CE€ HAJI0KH
MPEKbCBAHE Ha JICUYCHUETO U KOPUTHpaHe Ha 103aTa (BXK. Touku 4.2 u 4.4).

5.3 IlpenkJuHUYHHU JAHHHU 32 0€30MACHOCT

BbB BCHUKHM IpOy4YBaHUS 32 TOKCUYHOCT IIPH KUBOTHU HUBAaTa HA TECTOCTEPOH B KPBBTA Ca
3HAYUTEJIHO IIOHWKEHU. B pe3ynTar Ha ToBa ce HaO/Ir0/1aBa HaMaJlsIBaHE Ha TEIJI0TO HAa OPraHUTE,
KaKTO X MOP(OJIOTHYHHU H/WIIN XUCTONATOJIOTMYHH IPOMEHH B PENIPOAYKTUBHUTE OPTaHU U
Haa0b0peYHnTe, XUOo(U3HATA U MIICUYHHUTE JKJI€3U. BCHUKM MpOMEHH NOKa3BaT IbJIHA WM YaCTUYHA
obpatumoct. [IpoMeHnTe B penpoyKTUBHHUTE W aHAPOT€H-UyBCTBUTEITHUTE OPTaHHU ca B
CHOTBETCTBHE C (papMaKoJIOTHsITa Ha abUpaTepoH. BCHUKN XOPMOHAIHU IPOMEHH, CBBP3aHU C
JICYEHHETO, ca O0PAaTUMHU WM OT3BYYaBart ciex 4-ceIMIUUCH MEPUO/ Ha Bb3CTaHOBSABAHE.

B npoyuBanus 3a pepTumTeTa NP MBXKH U )KEHCKH TUIBXOBE aOUPAaTEPOHOB alleTaT HaMasBa
(depTmiinTeTa, KOETO € HAITBJIHO 00PAaTUMO B paMKUTE Ha 4 10 16 cenMuuy cies cnupaHe Ha HETOBUS
IIpUeM.

B npoyuBaHe 3a TOKCHYHOCT 3a Pa3BUTHETO IPH ILTHXOBE a0MPATEPOHOB aIleTaT MOBJIUSIBA
OpeMeHHOCTTa, KOETO BKITFOYBA IMOHIKEHO TETTIO U TpexuBsieMocT Ha (eTyca. Habmromaar ce
e(eKTH BbPXY BHHIIHUTE MOJOBU OPraHu, BHIIPEKH Y€ a0UpaTEepOHOB alleTaT He € TepaTOreHEH .

B Te3u mpoyuBanus 3a pepTHIMTETA U TOKCHYHOCT 33 Pa3BUTHETO, IPOBEIICHH MPH ITHXOBE, BCHUKH
edeKTH ca CBbp3aHu ¢ (HapMaKOJIOTHYHOTO JeHCTBHE Ha abupaTepoH.

OCBEH IPOMEHUTE B PENPOYKTUBHUTE OpPraHy, HaOII0JaBaHN BbB BCHYKH POYYBaHUSI 32
TOKCHYHOCT IPH )KUBOTHH, HEKIIMHUYHHUTE JIAHHH HE IMOKa3BaT 0cOOEH PHCK 32 XOpa Bb3 OCHOBA HA
KOHBCHITMOHATHH ()apMaKOJIOTHYHHU TPOYYBAHHMS 32 0€30MaCHOCT, IPOYYBAHUS 32 TOKCUYHOCT MPH
MHOTOKPATHO TIpUJIaraHe, FeHOTOKCUYHOCT U KapIUHOTeHEH MOTEHIHan. AOUpaTepOHOB aleTar He
MTOKa3Ba KapIIMHOTEHHOCT B 6-MeCeYHO Mpoy4BaHe mpu TpancreHan Mumkn (Tg.rasH2). B
24-MecedHo MPOyYBaHe 33 KaPIIMHOTEHHOCT PH TUTbXOBE, a0UPaTEPOHOB alleTaT MOBHIIIABA
YecToTaTa Ha MHTEPCTUIMAIHUTE KJICThYHU HEOIU1a3Mu B Tectucute. CuuTa ce, 4e Ta3u HaxoJlKa €
CBBp3aHa ¢ (GapMaKOJIOTHIHOTO JeHCTBHE Ha abUpaTepoH U € crienu(udHa 3a IIIHX0BETE.
AOupaTepoHOB alneTaT He € KapIIUHOTSHEH MPH KEHCKH ILThXOBE.

Orenka Ha pucka 3a okoxHara cpeaa (ERA)
AKTHBHOTO BEIIECTBO a0MpaTEepOH MOKa3Ba €KOJOTHYCH PUCK 32 BOJIHATA Cpe/ia, 0COOCHO 3a puouTe.
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6. DAPMAIEBTUYHU JAHHHA
6.1 Cnucek Ha IOMOUIHHUTE BelleCTBa

Slapo Ha TabieTkara:

Kpockapmenosza natpuii (E468)

Hartpues naypuncyndar

IToBunon

Hemynosa, mukpokpuctaina (E460)

JlakTO3a MOHOXHMApPAT

CunnnmeB nuokcun, kojouaeH 6e3soxaeH (ES51)
Maruesues creapat (E470b)

DuUIMOBO MOKPUTHE:

[Nonn(BUHUIOB ANKOXOI)

TurtanoB muokcun (E171)

Makporon (E1521)

Tank (ES53b)

Abupamepon Mylan 500 mg ¢purmupanu mabremxu
Uepsen xeneseH okcup (E172)

Uepen xene3eH okcup (E172)

6.2 HecnbBMecTUMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoOCT

3 roguHU

6.4 CrnenuajaHu yCI0BHA Ha CbXPaHeHHe

To3u iekapcTBEH MPOAYKT HE M3UCKBA CIIEIHAIHN YCIOBHS Ha ChbXpaHEHHE.

6.5 Buau chabp:KaHUE HA ONIAKOBKATA

Aouparepor Mylan 500 mg duimMupany TaOJIETKH:

Omnaxkoeka ot Al-OPA/Alu/PVC Gnucrepu, chabpxaina 56, 60 TabaeTku

Onaxkoeka ot Al-OPA/Alu/PVC nepdopupanu O1ucTepr ¢ eAMHAYHU A03H, ChabpKaiia 56 x 1,
60 x 1 TabneTkn

Onakoeka ot Al-PVC/PE/PVDC 6auctepu, chabpikaiia 56, 60 TabneTku

Onakogka ot Al-PVC/PE/PVDC nepdopupanu 6JIMCTEpU C €IMHUYHHI 03U, ChAbpKaiia 56 x 1,
60 x 1 TabneTkn

Aouparepor Mylan 1 000 mg dbwiMupaHu TaOJIETKH:

ByTtuiku ot monmeruien ¢ Bucoka mrbTHOCT (HDPE) ¢ xucnopos abcopOupain KoHTEeHHED, 3aTBOPEHU
¢ monumporuiieHoBa (PP) kamadka cbe 3ammmTa cperry oTBapsiHe OT Jelia, ChIbpskant 28,

30 Tabmetku. byTniku oT monueTIiieH ¢ Bucoka mrbTHOCT (HDPE), 3atBOopeHu ¢ monmmponmieHoBa
(PP) xanauka cbc 3amura cpeity oTBapsiHe OT Aela, chabpkamu 28, 30 TabneTku.

OmnakoBka ot AI-OPA/Alu/PVC Gnuctepn, chabpkaria 28, 30 TabneTku

Onaxkoeka ot Al-OPA/Alu/PVC nepdopupanu OaucTepu ¢ eAMHAYHA 034, Chabpxaia 28 X 1,

30 x 1 TabneTkn
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He Bcruky BuioBe ONTaKOBKM Morar J1a ObJaT IyCHATH HA ra3apa.
6.6 CrnenuajaHu NMpeaNna3sHu MePKH IMPH U3XBbPJIsIHE

[Mopann MexaHn3Ma cH Ha JACUCTBHE, JICKAPCTBEHHSAT MPOJYKT MOXKE JIa YBPEIIU pa3BuBaIus ce Geryc,
3aTOBa JKEHUTE, KOUTO ca OpEMEHHHU WJIM € Bb3MOJXKHO J1a ca OpeMEeHHH, He TpsiOBa 11a paboTsAT C HETO
0e3 3alIUTHU CPEAICTBA, HAPUMED PHKABHIIY.

Hewusmnon3paHusT JIeKapCTBEH MPOIYKT MM OTHAIBYHATE MATEPHAIU OT HETO TPSIOBa /1a Ce U3XBBPIIAT
B CHOTBETCTBUE C MECTHHUTE U3UCKBaHUs. T03M JIEKAPCTBEH MPOAYKT MOKE JIa TIPEICTABIISIBA PHUCK 3a
BOJHUTE OacelHU U TeXHUTE oOuTarenu (Bxk. Touka 5.3).

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannusa

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/21/1571/001
EU/1/21/1571/002
EU/1/21/1571/003
EU/1/21/1571/004
EU/1/21/1571/005
EU/1/21/1571/006
EU/1/21/1571/007
EU/1/21/1571/008
EU/1/21/1571/009
EU/1/21/1571/010
EU/1/21/1571/011
EU/1/21/1571/012
EU/1/21/1571/013
EU/1/21/1571/014
EU/1/21/1571/015
EU/1/21/1571/016

9. JATA HA I'bPBO PASPEINABAHE/TIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha mppBo pazpemasane: 20 apryct 2021 r.

10. JOATA HA AKTYAJIUBUPAHE HA TEKCTA

[Toapo6Ha wHGOpPMAIIKS 3a TO3U JEKAPCTBEH MPOAYKT € MPEAoCTaBeHa Ha yebcaiita Ha EBporretickaTta
areHIus 10 JieKapcTBaTa http:// www.ema.europa.eu.
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INPUJIOKEHHUE 11

INPOU3BOAUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOKIABAHE HA
ITAPTHU /N

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYT'N YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NI OTPAHUYEHUA 3A BE3OIIACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A. HNPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUIN

Hme n aJpec Ha HDOI/I3B0)_'[I/IT€II$I(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KI[aBaH€ Ha NapTHAUTE

Remedica Ltd.

Aharnon Street,

Limassol Industrial Estate,
3056 Limassol

Kunsp

b. YCJI0OBUA WIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

HeKapCTBeHHHT MIPOAYKT CC OTIIYCKa I10 JICKAPCKO NPCATIMCAHUC.

B. JPYI'M YCJIOBUA U U3NUCKBAHUS HA PASPEIIEHUETO 3A YIIOTPEBA
. [epuoguynm akTyaau3upanu aokaaau 3a oezonacuoct (ITAB)

WznckBanusra 3a nonasane Ha [TAJIb 3a To3u nekapcTBEH NPOLYKT ca MOCOUEHH B CIIHCHKA €
pedepentnure nati Ha EBponeiickus cpio3 (EURD cnucok), npensuaen B ui. 1078, an. 7 ot
Jupexrtusa 2001/83/EO, 1 BbB BCHUKH CIICABALIN aKTyaIU3alUH, TyOJIUKYBaHU HA €BPOIICHCKHUS
yeOmnopTai 3a JeKapcTBa.

r. YyciaoBusi WJid OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemennero 3a ynorpeda (IIPY) tpsOBa na n3BbpiBa H3UCKBAHUTE JEHHOCTH H
TIEHCTBUS, CBBP3aHU C TIPOCIesiBaHe Ha JIeKapCTBeHaTa 0e301acHOCT, TocoueHH B onoopenws [TYP,
npencrased B Mozyn 1.8.2 Ha pa3penieHneTo 3a ynorpebda, KakTo U BbB BCHUKH CJICABALIHN 0JJ00pEHH
akTyanusauuu Ha ITYP.

Axrtyanusupat [1YP tpsiOBa na ce moaasa:

. 1o uckane Ha EBpornelickara areHIus o JeKapcTBara;

. BHHATH, KOTAaTO c€ U3MEHS CHCTeMaTa 3a yIpaBJieHne Ha PUCKa, 0COOEHO B pe3yiTaT Ha
noJly4aBaHe Ha HOBa MH(OpMalus, KOSTO MOXe Aa AOBEAE A0 3HAYMMHU IPOMEHH B
CHOTHOIIEHHUETO TT0JI3a/PUCK, FITH CIIE JOCTUTAaHEe Ha BayKeH eTall (BbB BPH3Ka C MPOCIeIsIBaHe
Ha JIeKapcTBeHaTa 6e30MacHOCT MK CBEXKJaHEe Ha PUCKA O MUHUMYM).
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INPUJIOKEHHUE 111

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBJABPKA BTOPUUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Abupatepor Mylan 500 mg dbunmupasu TabIeTKH
adMpaTepoOHOB areTaT

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

Besika punMupana Tabserka chabpika S00 mg abupaTepoHOB aierar.

| 3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

Chabpika JTaKTo3a.
3a moBeve WHGOPMAITUS BIDKTE JINCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

OumMupaHu TaONETKH

56 puaMHEpaHu TaOIETKH
60 dunMupanu TabJCTKH
56 x 1 punmupanu Ta0IETKH
60 x 1 punmMupaHu TAOJIETKH

| 5. HAYMH HA ITPUJIOKEHUE U ITHbT(MIIA) HA BBBEXKJIAHE

IIpenu ynorpeba npoyereTe IUCTOBKATA.

ITepopanHo npusioxeHne

IIpuemaiite AGuparepon Mylan mone aBa 4aca cjeJ XpaHeHe M XpaHa He Tpsi0Ba a ce mpueMa
3a Hali-MaJIKO eIHH 4Yac cje] npuemMa Ha Aoupatepon Mylan.

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOT'JIEJA U IOCEI'A HA JEIIA

I[a CC€ ChbXpaHsiBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.

| 7. APYI'U CHHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

7KeHu, kouto ca OpeMeHHM MJIM € Bb3MOKHO 1a ca OpeMeHHH, He TPsI0Ba 1a padoTAT ¢
Aoupartepon Mylan 0e3 ppkaBunu.
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| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIHENUWAJIHM IPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11. HWME U AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnangus

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/21/1571/001
EU/1/21/1571/002
EU/1/21/1571/003
EU/1/21/1571/004
EU/1/21/1571/005
EU/1/21/1571/006
EU/1/21/1571/007
EU/1/21/1571/008

13. MAPTHUAEH HOMEP

ITaptuna:

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Abiraterone Mylan 500 mg
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| 17. YHUMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 6apKo ¢ BKIIOUCH YHUKAJICH HICHTH()HUKATOP

| 18. YHUMKAJIEH WJIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

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

BJIMCTEP

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Abuparepon Mylan 500 mg ¢punmupanu TabIeTKH
a0MpaTepoOHOB areTaT

2. NUME HA ITIPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. MHHAPTUJAEH HOMEP

Lot

5.  JPYIoO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHUS 1 HDPE BYTHJIKA

1. NUME HA JIEKAPCTBEHUSA TPOAYKT

Aobupatepon Mylan 1 000 mg duaMupanu TabIeTKH
abupaTepoOHOB aleTatT

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

Bcesika ¢punmupana tabnerka ceabpka 1 000 mg abupaTepoHOB aneTar.

| 3. CIINCBK HA IIOMOINHUTE BEINECTBA

C’B,Z[’Lp)l(a JIAKTO34.
3a moBeue I/IH(i)OpMa]_[I/I}I BHXKTC JIMCTOBKATa.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

OumMupaHu TaONETKH

28 dhuaMupaHu TaOJIETKU
30 dpunmupanu TabICTKU
28 x 1 ¢pumupaHu TabIeTKU
30 x 1 puamMupaHu TaOIETKH

| 5. HAYYH HA ITPUJIOKEHUE U TBbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynoTtpeba mpoderere TMCTOBKATA.

[lepopanHo mpunoxeHue

IIpuemaiite AGuparepon Mylan mone aBa 4aca cjeJ XpaHeHe M XpaHa He Tpsi0Ba a ce mpueMa
3a Hall-MaJIKo eIMH Yac cJie] npueMa Ha Aoupatepon Mylan.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPsBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELIA

I[a CC ChbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYTI'U CIHEHUAJIHU NPEAYIPEXJIEHUSA, AKO E HEOBXOJIUMO

7Kenn, kouto ca OpeMeHHHN WM e Bb3MOKHO 2 ca OpeMeHHH, He TPsiOBa 1a padoTAT ¢
Aoupartepon Mylan 6e3 pbraBunm.
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| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIHENUWAJIHM IPEAITIA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11. HWME U AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnangus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1571/009
EU/1/21/1571/010
EU/1/21/1571/011
EU/1/21/1571/012
EU/1/21/1571/013
EU/1/21/1571/014
EU/1/21/1571/015
EU/1/21/1571/016

13. MAPTHUAEH HOMEP

ITaptuna:

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Camo Ha KapTOHEHATa KYTHS:
Abiraterone Mylan 1 000 mg
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| 17. YHUMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/|

Camo Ha KapTOHEHATA KYTHS:
JByn3mepeH 0apKoJI ¢ BKIFOUEH YHUKAJICH HICHTH()HUKATOD

| 18. YHMKAJIEH NJEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA

CaMo Ha KapTOHEHATa KYTHS:
PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CBbABPXAT BJIMCTEPUTE NN JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Aobuparepon Mylan 1 000 mg ¢punmupanu TabIeTKH
a0MpaTepoOHOB areTaT

2. NUME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. MHHAPTUJAEH HOMEP

Lot

5.  JPYIoO

40



Bb. IUCTOBKA
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JIucToBKAa: I/lH(l)OpMaIll/Iﬁ 3a mMaMeHTa

Aoupartepon Mylan 500 mg punmupann TadjaeTkn
Aoupartepon Mylan 1 000 mg ¢puamupanu TadaeTkn
abupaTepoHoB arletar (abiraterone acetate)

IIpoyeTeTe BHUMATEIHO AJIATa JUCTOBKA, MPEAN 1A 3al04HeTe 1a NpUeMaTe TOBA JIeKapCTBO,

Thil KATO T CbAbPsKa BaxkHa 3a Bac nudopmanus.

- 3anaseTe Ta3u JIUCTOBKA. MoKe 1a e HAJIOKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HAKAaKBH JIONBJIHUTEIIHA BBIIPOCH, onuTaiiTe Bamus jiekap win GpapMariesT.

- ToBa nexapcTBo € npeanucano JU4Ho Ha Bac. He ro npeorcTenBaiite Ha apyru xopa. To Moxe
7la UM HaBpeIH, He3aBUCHMO Y€ IPU3HALUTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AXO monyuynTe HSIKaKBH HEXXEJIaHU peakiuy, yBeaomere Bamms nekap win ¢papmarneBt. Topa
BKJIFOYBA 1 BCUYKU Bb3MOXXHH HEKECIIAaHU p€aKIIK, HCOIMMCAaH! B Ta3W JIMCTOBKA. Bumxte
TouKa 4.

Kakso CbhbABbpPiKa Ta3u JIMCTOBKA

KakBo npencrapnsea A6uparepon Mylan u 3a KakBO ce U3MMO3Ba
Kakgo Tps10Ba na 3Haere, npeau Aa npuemere Aduparepon Mylan
Kak na npuemate Abuparepon Mylan

BB3MOKHYM HEXETaH! peakiiuu

Kak na cexpansiBare Aduparepon Mylan

ChbabpkaHue Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

ANl S e

1. Kakso npeacraBiasaBa Adnparepon Mylan u 3a kKaKkBo ce U3M0J13Ba

Abupartepon Mylan cprbpxa JIeKapcTBO, HApeUeHO adMpaTepOHOB areTat. 1o ce u3mosea 3a
JICYEHHETO Ha PakK Ha MpocTaTaTa MU Bb3PACTHU MBXKE, KOWTO ce € pa3lpOCTPaHUI U KbM JAPYTH
YacT Ha Ts10To. AGupaTtepoH Mylan cimpa Ipon3BOACTBOTO Ha TECTOCTEPOH BHB Bamus
oprann3bpM. ToBa MoKe 11a 3a0aBH pacTeXka Ha paka Ha IIpocTaraTa.

Korato Abuparepon Mylan ce npeanucsa B paHeH cTaauii Ha 3a00sBaHETO, KOTAaTO TO BCE OIIE CE
MOBIHSIBA OT XOPMOHAIIHO JieueHue, AduparepoH Mylan ce nmpunara 3aelHO C JICUCHHE, TOHUKABAIIO0
HHBaTa Ha TECTOCTEPOH (aHIPOTeH-OTHEMAITA TePAITHs).

Hoxato npuemare ToBa JiekapcTBO, BamusT jiekap e Bu npeanuiie u Apyro JiekapcTBO, HAPEUEHO
MIPEeIHNU30H WM MPETHM30MIOH. Te MMaT 3a TIelT 1a HaMaJIsAT BEPOSTHOCTTa OT MMOBHUINIaBaHE Ha
KpbBHOTO Bu Hansgrane, 3aappxaHe Ha TEUHOCTH B OPraHU3Ma WK CIIaJaHE HAa HUBOTO HA €JIEMEHT,
HapeyeH KaJluii, B KPbBTA.

2. Kakso Tps0Ba 1a 3Haete, npeau Aa npuemere Adnparepon Mylan

He npuemaiite Aoupatepon Mylan

- aKO CTE AJICPTUYHH KbM aOMPaTepPOHOB alleTaT WU KbM HSAKOS OT OCTAHAJIUTE ChCTaBKU Ha TOBA
JIeKapcTBO (M30pOeHH B TOUKa 6)

- aKo CTe JKeHa, 0co0eHO aKko cTe OpeMeHHa. Abuparepon Mylan e perHa3HaveH 3a yrmoTpeda
caMo OT MBXKe

- aKO MMaTe TeKKO YBPESKIaHE HA YSPHHS P00

- B koMOuHanus ¢ Ra-223 (koiiTo ce u3mon3Ba 3a JICUCHUE Ha paK Ha IpocTaTaTa).
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He mpuemaiite ToBa JeKapcTBO, aKO HAKOE OT TOPHUTE YCIIOBHUS C€ OTHAcs 3a Bac. Ako He cTe
CUTYpPHH B HeIllo, KOHCYJITHpaiiTe ce ¢ Bamms nekap win papmanest, mpeau 1a IpueMeTe ToBa
JIEKapCTBO.

IIpexynpeskaeHns M npeAnasHu MepKH

I'oBopere ¢ Bamus nexap wnu dapmanesT, Ipeay Ja IpUEeMeTe TOBa JICKapCTBO:

- aKo UMarte YepHOIPOOHHU MPodIeMH;

- ako ca Bu ka3anm, ye nMaTe BUCOKO KPBBHO HAJISITAHE WM ChPJIeYHa HEAOCTATHUHOCT, UITH
HUCKH HUBA Ha KaJlMil B KPbBTa (HUCKUTE HUBA Ha KaJHi B KPHBTA MOTAT Jia TIOBUINIAT PHCKA OT
npodJIeMu CbC ChPIACUHUS PUTHM);

- aKo MMare Py ChpIEYHHU MM ChJIOBU 3a00IBaHUs;

- aKo UMaTe HepaBHOMEPEH W YCKOPEH ChPJICUYCH PUTHM;

- aKo MMarTe HeJOCTHT Ha Bb3IYX;

- aKo umare Obp30 yBeJINYaBaHE Ha TEIJIOTO;

- aKo MMaTe TIOJyBaHEe Ha Kpakara, IIIe3eHUTE WM CThIIaNaTa;

- aKo cTe MpreMalld B MUHAJIOTO JIEKapCTBO, M3BECTHO KAaTO KETOKOHA30J, 32 paK Ha MPOCTaTaTa;

- 3a HeOOXOQMMOCTTA Ja IPUEMaTe TOBA JICKAPCTBO C MPEIHU30H WK MPEAHNU30JIOH;

- 3a Bb3MOXHHTE e(heKTH BHpXY KocTuTe Bu;

- aKo MMare TIOBUIIIEHN CTOWHOCTH Ha KphBHATA 3axap.

I'oBopere ¢ Bamms nekap, ako ca Bu kazanu, ue umaTe 3a00/1sBaHUs HA CHPLETO U KPHbBOHOCHHUTE
CB0BE, BKIIOUHUTEIHO MPOOJIEMHU ChC ChPACHHUS PUTHM (apUTMUS) WU aKO CTe JIEKyBaHHU C
JIEKapCTBEHU NPOIYKTH 3a T€3HU 3200 IIBaHUS.

T'oBopete ¢ Bamms sekap, ako nMate MOXBITABAHE HA KOXKAaTa WM HA OYUTE, HOTHMHSBaHE Ha
ypuHaTa Win TCKKO racHe v noBpbIIaHe, TBH KaTO T MOXKE Ja ca nNpu3Hany Wi CUMIITOMHU Ha
npoOieMu ¢ 4epHus qpol. Psmko Moxke 1a Bb3HUKHE HEBB3MOXKHOCT Ha YepHHS Apo0 1a
(hyHKIIMOHUpA (HApeIeHO OCTpa YepHOAPOOHA HEIOCTATHYHOCT), KOETO MOXKE Ja IOBEJE 10 CMBPT.

Moske 11a ce 1mosiBM HaMaJleHHe Ha Oposi Ha YepBEHUTE KPHBHU KIIETKH, TOHIKEHO JKEJTaHHE 32 CeKC
(JmbmMI0), MyCKyITHA CI1a00CT W/WIIA MYCKYITHH OOJIKH.

Abupatepon Mylan He Tps0Ba n1a ce gaBa B komOuHaIms ¢ Ra-223, mopaau Bb3MOKHO [TOBHUIICHUE HA
pHUCKa OT CUyIBaHe Ha KOCT WA CMBPT.

Axko mnanupare na npuemare Ra-223 cien nedenunero ¢ A6uparepon Mylan n
IpeHU30H/TIPETHN30II0H, TO Bre TpsOBa qa m3uakare 5 THH Ipenu a 3al09HeTe JICYSHUETO C
Ra-223.

AKO He cTe CHTYypHU JIaJIh HIKOE OT TOpPHUTE ce oTHAcH 3a Bac, koHcynTHpaiiTe ce ¢ Bamms nekap wmn
(hapmarieBT peu /1a 3aNI0YHETe TpHeMa Ha TOBa JIEKapCTBO.

KpbBHU H3caenBanus

Abupatepon Mylan moxxe aa 3acerae yepaus Bu apo6 6e3 1a mmaTe HUKaKBU CUMITOMH. JloKaTo
MpreMare ToBa JICKapCTBO, Bamust jgekap 1ie u3ciaenBa nepuoandHo Kpbera By, 3a na cienu 3a
eBeHTyaHH e()eKTH BhpPXY YepHUsI Bu npoo.

Jleua v roHOIIN

ToBa nexapcTBO HE € IpeAHA3HAUCHO 32 yIoTpeda MpHu Jela u oHomu. [Ipu cny4yaitHo norirbliane Ha
Abupatepon Mylan ot fieTe WM 10HOIIA, He3a0aBHO OTH/IETE B OOJIHHIIA, KATO B3€METE JIMCTOBKATA C
Bac, 3a na s mokakeTe Ha JeKaps B CIENTHOTO OTACIICHHUE.

JApyru nexapcTtBa u Aduparepon Mylan
[MocwBetBaiiTe ce ¢ Bamms nekap wim gapmanesT, pean 1a NpueMeTe KakBOTO U Ja € JIEKapCTBO.

Tps6Ba na kaxere Ha Bammms nexap win GpapmaneBT, ako IpreMare, HACKOPO CTe IPUEMaIH WU €
BB3MOJKHO J1a TpUeMate APyTH JiekapcTBa. ToBa e BaxHO, 3amoTo Aduparepon Mylan moxe na
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3acwi epekTa Ha pejuiia JIEKapCTBa, BKIFOUUTEITHO JIEKAPCTBA 32 ChPIETO, TPAHKBUIIAHTH, HIKOU
JIeKapCTBa 3a MUadeT, OMIIKOBH JIEKapcTBa (HAIP. XBIT KAaHTAPHUOH) U IPYTH. BammsT nekap Moxe na
peln Jga MpOMEHH J1o3aTa Ha Te3H JiekapcTBa. ChIO Taka HAKOU JICKAPCTBA MOTAT JIa 3aCHJIAT WK
HamaiT edektute Ha Aduparepon Mylan. ToBa Moxke Ja ToBele 10 HEXKEIIAHN PEAKIIUN WIIH
Abupatepon Mylan na He neficTBa TOJIKOBa J00pe, KOJKOTO TPsiOBa.

AHJpOTeH-0THEMAIIIaTa Tepanys MOXKEe Ja YBEIUYH PUCKA OT MPOOJIEMH ChC ChPJCYHUS PUTHM.

YBeagomere Baius jiekap, ako mpueMare JeKapcTBa:

- M3II0JI3BaHM 32 JICUEHUE Ha IPOOJIEMHU ChC ChPACUHHS PUTHM (HAIpP. XUHHUIWH, TPOKAMHAMUI,
aMHUOJJAPOH H COTAJOMN);

- 3a KOUTO € U3BECTHO, Y€ YBEIMYaBAT PUCKA OT IPOOJIEMH ChC ChPACYHHS PUTHM [HAIIp.
MeTa0H (M3M0JI3BaH 3a 00JicKyaBaHe Ha 00JIKaTa U KaTo CPEJCTBO 3a ACTOKCUKAIUS MPH
HapKO3aBUCUMOCT), MOKCH(DIIOKCAIMH (aHTUOMOTHK), aHTUTICHXOTUIN (M3TIOI3BAHU IIPH
CEPUO3HU IICUXUYHU 3a00IsIBaHAS) |.

I'oBopete ¢ Bamust nekap, ako mpuemate HIKOU OT JIEKapcTBaTa, H30pOEHH MO-Tope.

Aoupartepon Mylan ¢ xpana

- ToBa JilekapcTBO He TpsiOBa Jja ce mpreMa ¢ XxpaHa (BrkTe Touka 3, ”Kak ja npuemarte
Abuparepon Mylan”).

- [Ipuemanero Ha AGuparepon Mylan ¢ xpaHa Moske J1a IpeIU3BUKA HEXKETIAaH! PEaKLHH.

BpeMeHHOCT 1 KbpMeHe

AOupartepon Mylan He e npeqHa3Ha4YeH 3a ynorpeda npu xKeHu.

- ToBa JekapcTBO MO2Ke 1a NPUYUHHI YBpPeskAaHe Ha MJI0/1a, AKO ce MpHeMa 0T KeHH, KOUTO
ca OpeMeHHU.

- 7KeHnu, kouto ca GpeMeHHM MJIM € Bb3MOKHO /1a ca OpeMeHHH, TPSIOBA 12 HOCST
PbKaBHIIH, AKO Ce HAJIara Ja J0KOCBAaT Wiu padoTart ¢ Adupartepon Mylan.

- AKO TIpaBHUTe ceKC ¢ JKeHa, KOSITO MoKke 1a 3a0peMeHee, H3M0JI3BaliTe Mpe3epBaTUB M APYT
e()eKTHBEH MeTO/ 32 KOHTPOJI HA PakIaeMocTTA.

- AKo nmpaBuTe cekc ¢ OpeMeHHA JKeHa, M3I0JI3BaliTe Npe3epBaTUB 32 3allUTA Ha IJI0A.

Hlodupane u padoTa ¢ MAIIUHU
ToBa nexapcTBO HE OBNHUsBA cIocoOHOCTTa BU 32 modupane u pabota ¢ HHCTpYMEHTH WJIH MaIIHHH.

Aobuparepon Mylan cbabpika JaKkT03a U HATPUH

- Abupartepon Mylan cpabprxa makro3a (Bup 3axap). Ako Bammsr rekap Bu e kazai, ge umare
HETNIOHOCHUMOCT KbM HSKOH 3aXapH, CBBPIKETE C€ C Hero, IpeAr a IpUeMeTe TOBA JIEKApCTBO.

- ToBa nekapcTBO ChIBpKa MO-Maiko oT 1 mmol Hatpuit (23 mg) Ha TabneTka, T.e. MOXe Ja ce
KaXke, 4e IMPaKTHUECKH HE ChABbPHKA HATPHH.

3. Kak na npuemarte Aduparepon Mylan

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e kazan Bammsar nexap. Ao He CTe CUTYPHH B
Helo, nonuraite Bamms nexap nnu gpapmanesT.

Kouiko na npuemere
[Ipenoppunrtennata no3a e 1 000 mg (aBe Tabnetku no 500 mg unu enna tadbaerka no 1 000 mg)
BEIHDBK JHEBHO.

IIpuem Ha JeKapcTBOTO

- [Ipuemaiite ekapcTBOTO Mpe3 ycTaTa.

- He npuemaiite Adupatepon Mylan ¢ xpana. llpuembT Ha AGupaTepon Mylan ¢ xpana
MO2Ke /12 JoBefie 10 aGcopOupaHe B TSJI0TO Ha NOBeYe OT JIEKAPCTBOTO, OTKOJIKOTO €
He00X0AMMO, M TOBA MO’Ke 2 NPeIH3BUKA HeKeJTaH! PeaKIMH.
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- IIpuemaiite Aoupatepon Mylan Ta0jieTkn KaTO eTMHUYHA 1032 BeAHbK THEBHO HA
npaseH cromax. Aduparepon Mylan TpsadBa 1a ce npueMa Haii-MaJIKo 1Ba yaca cJief
XpaHeHe M XpaHa He TPAOBa Ja ce MIPpHeMa 32 HAli-MaJIKO eJINH 4Yac cJe] MpueMa Ha
Abdupartepon Mylan. (BixTe Touka 2, “Abuparepon Mylan ¢ xpana”).

- I'bnraiite TabneTkuTe ¢ BOAA.

- 3a 500 mg: He uymnete TabneTkure.

- 3a 1000 mg: JlenuTenHaTa 4epTa € caMo 3a yJIECHsIBaHe Ha CUyIIBaHETO, ako Bu e TpyaHO aa
TIIbTHETE Is1aTa TabJaeTka.

- Abuparepon Mylan ce nprema ¢ JiekapcTBO, HapeueHO MPETHUIOH HITU MPETHU30JI0H.
[IpuemaiiTe mpeAHU30H WM PEAHU30II0OH TOYHO KakTo Bu e kazan Bamwsr nexap.

- Tpsi6Ba na mpuemare NpeIHNU30H WU IPETHU30I0H BCEKHU JIeH, IOKAaTO pueMarte AOupaTepoH
Mylan.

- Moske fa ce HaJoXKH MPOMAHA B KOJIMYECTBOTO MIPETHU3OH WIIH MIPETHU30JIOH, KOETO TIpUEMaTe,
aKo MMarte CIICIIHO ChCcTosiHUE. Bammsar nekap me Bu nndopmupa, ako TpsaOBa 1a MpOMEHUTE
KOJIMYECTBOTO Ha MpHeMaHus oT Bac npenHn30H nim npeaau3onod. He cnupaiite nprema Ha
MIpeIHU30H WU MPEIHU30JIOH OCBEH ako BammsaT nexap He Bu xaxe.

Bammwsr nexap moxe 1a Bu npeamnuine u Apyru gekapcTsa, 1okaro npuemare Abupatepon Mylan u
PEAHU30H WIN IIPEIHA3Z0JIOH.

AKO cTe nIpue/iM oBeYe 0T HeoOxoaumara 103a Aduparepod Mylan
Axo cTe npuenu rnoseve OT HE0OXoANMaTa 032, He3a0aBHO ce KOHCYNTUpaiite ¢ Bamms nexap nnn
otuzaere B OONHUIA.

AKO cTe pomycHa/In 1a npuemere Aouparepon Mylan

- Axo cre 3a0paBuin j1a mpueMeTe Adbuparepon Mylan mim npeTHU30H, WA IPEAHU30JIOH,
MpOABIDKETE ¢ OOMYaifHaTa CH 403 Ha CJICABALINS JACH.

- Axo cte 3a0paBuiu j1a npueMete AGuparepoH Mylan mim npegHI30H, WK TIPETHU30I0H
ToBEYE OT €JNH JIeH, He3a0aBHO ce KOHCYATHpalTe ¢ Bamus iekap.

AKo cTe cipesii npueMa Ha Aoupatepod Mylan
He cnupatiite npuema Ha AGuparepoH Mylan miu nmpeqHU30H, WK NPETHU30JIOH OCBEH ako Bamusr
Jekap He Bu e kasai.

AKO MaTe HSKAKBHU JOIBIHUTEIIHH BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bamms nekap nnu papmaresT.

4. Bb3MOKHU He:KeJIaHU peakuuu

KakTo Bcuuku JICKApCTBA, TOBA JICKAPCTBO MOXKE Jia IIPEAU3BHUKA HEXKECIIaHNU pCaKIHNU, BBIIPEKH Y€ HE
BCCKU I'l IOJTy4aBa.

Cnpere npuema Ha A0upatepoH Mylan u He3a6aBHO noceTeTe JeKap, ako 3adeJiesKUTe HAKOI 0T

cJIeIHUTEe CHMITOMU:

- MYCKYJHa caboCT, MyCKYJIHU MOTPENBaHUs WK ChplieOueHe (nanmnuraunu). ToBa Moke 1a ca
IIPU3HAIM 32 HUCKO HUBO Ha KaJluil B KpbBTa.

Jlpyru HexxeIaHU peaKkIuM:

MHoro yectu (MoXe n1a 3acerHar nosede ot 1 Ha 10 gymm):

3amppikaHe Ha TEYHOCT B KpakaTa WM XOJIWIIaTa, HICKO HMBO Ha KaJIMi B KPHBTA, MOBUIICHN
4epHOAPOOHH (PYHKLIMOHAIHY ITOKa3aTeJH, BACOKO KPbBHO HAIATaHe, MHQEKIU Ha TMKOYHUTE
I'BTUILA, TUAPUS.
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Yectu (Moxe nma 3acernat a0 1 va 10 qymm):

Bucoku HUBa Ha MacTH B KpbBTa, O0OJIKA B THPJUTE, HEPABHOMEPEH ChpJIeUeH ITyJIC (IPEACHPIHO
MBXKJIEHE), ChbpACUHA HEJIOCTATHYHOCT, YCKOPEH ChP/ICUCH PUTHM, TeKKa HH(PEKIUS, HapeuaHa CEeTICUC
(oTpaBsiHE Ha KpBBTa), (HPaKTypH HA KOCTH, JIOIIO XPAHOCMUIIAHE, KPhB B YPHUHATA, OOPUB.

Heuectn (Moxe na 3acersar 10 1 Ha 100 mymm):
[Ipobnemu ¢ HanOBOpeuHUTE *KIe3u (MPoOIEeMH, CBbP3aHH ChC COJUTE M BOJATA), HAPYILEH ChbpACUYECH
PUTHM (apPUTMHS), MyCKYJTHA cIab0CT W/UIH MYCKYJIHH OOJIKH.

Penxu (Moxe na 3acernat o 1 va 1 000 mymm):

Br3manenue Ha 6enure qpoOoBe (HapUUYaHO OIIE aJIEPTHYSH alIBEOJIUT).
HeBb3MOKHOCT Ha "epHHst 1po0 a PyHKIHOHKMpPa (HapU4yaHO OIIe OCTPa YepHOPOOHA
HEJOCTaThYHOCT).

C Hen3BecTHa YecTOTa (OT HAJIMYHUTE JAHHU HE MOXKE J1a ObJ/Ie HallpaBeHa OLICHKa):

Wudapxkr na cepuero, npomenn B EKT” — enektpokapanorpama (yabiokaBane Ha QT unTepBana), u
TEXXKH alePruuHH PEaKklyu ChC 3aTPYAHEHO NPETTbIIaHe WK AUIIAHE, TOLyBaHe Ha JIULIETO,
YCTHHTE, €3UKa WM T'BPIIOTO WU ChpOSI 00pHB.

HpI/I MBIKC, JICKYBAHHU 3a PAK Ha MIPOCTATAaTa, MOXKE J1da HACTHIIN 331"}’63 Ha KOCTHA ThbKaH. A6I/IpaTep0H
B KOM6I/IHaI_II/IH C NPCAHNU30H WJIU MMPEAHU30JIOH MOXKE J1a YBCINIA 3ary6aTa Ha KOCTHA ThbKaH.

Cpho011aBaHe HA HeKeJIAHU peaKluu

AKO MoTyuuTe HIKaKBU HEXXEJIaHU JIEKAPCTBEHH PEaKLUH, yBeaoMeTe Bammus nexap unm gpapmanesT.
ToBa BKJII0UBa BCUYKHU Bb3MOKHH HEOIIMCAHU B Ta3H JIMCTOBKA HEKEIaHU peakiuu. Mosere chlIo 1a
ChOOIIUTE HEKEIAHHU PEaKInH JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 32 ChOOIIaBaHe, IIOCOYCHA B
[punoxenue V. Karo chobmiaBare HexenaHu peakuy, MOXKETe J1a JaJAeTe CBOsI IPUHOC 32
NoJly4aBaHe Ha oBeue HHGOpMaIKs OTHOCHO 6€301acHOCTTa Ha TOBa JIEKAPCTBO.

5. Kak na cexpansiBate Aduparepon Mylan
Jla ce cbXxpaHsiBa Ha MsICTO, HEAOCTBIIHO 32 JIela.

He usnon3BaiitTe TOBa JIEKapCTBO CJIE] CPOKA Ha TOJHOCT, OTOE/Is13aH BbPXY KapTOHEHATa OMTaKOBKa,
onucTepa u OyTuikata cien ,,l'ogen 10 win “EXP”. CpoxsT Ha TOAHOCT OTroBaps Ha MOCICIHUS ICH
OT OCOYEHHS MECEIL.

To3u nexkapcTBeH MPOAYKT HE M3UCKBA CIICIIMAIHN YCIOBUS HA ChXpaHEHHE.

He usxpbpiisiitTe nekapcTBaTa B KaHAIM3AIMITa WK B KOHTEHHEPA 33 JJOMAIIIHHA OTIIA bIIH.
[Nonwmraiite Bammus dapmaneBT Kak Ja H3XBBPIATE JIEKapCTBaTa, KOUTO Bede He U3noisBare. Te3u
MEpKH IIl¢ CTIOMOTHAT 3a ONa3BaHe Ha OKOJHATA Cpe/a.

6. Chabp:kaHHue Ha OIIAKOBKATA M JONNBJIHUTEIHA HH(pOpManms

KakBo cbabp:xa A6upatepon Mylan

AKTHBHOTO BEIIECTBO € a0MpaTepoHOB areTart. Beska dpunMupana tabnetka cbappxa S00 mg nimm
1 000 mg aGupaTepoHOB aIeTar.

Jpyrure cbcraBku ca:

Anpo Ha TabneTkaTa: KpockapMmenosa HaTpuil (E468), Hatpues naypuicyndat, MOBUIOH,
MUKpoKpHcTanHa nenynosa (E460), nakroza MOHOXHApAT, KOJIOUACH 0€3BOICH CHIIHLIUEB TUOKCH]L
(E551) u maruesues creapat (E470b).

DUIMOBO TOKPHUTHE: TTOTH(BUHIIIOB ATKOX0J), TUTaHOB muokcun (E171), makporomn (E1521) u tank
(E553Db). Tabnerkute ot S00 mg chIbpxaT ChINO YepBeH xene3eH okcun (E172) u yepeH xene3eH
okcug (E172).

Bwxre Touka 2 ,,AGuparepor Mylan cbabpika JaKkTo3a M HATPUN .
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Kak u3raexna Aouparepon Mylan 1 KakBO ChIBbPKA ONAKOBKATA

Aodupartepon Mylan 500 mg ¢puavupanu TadjaeTku ca xadssu, c oBanHa Gopma (19 mm

nbipkuHa X 10 mm mmpounHa), ¢ BIursOHaTO penedHo o3navyenue “500” ot eqHata cTpaHa, HANTUYHU B
onucTepH, chabpKaiy 56 win 60 TabiaeTKu 1 B iepdopupaHu OIMCTEPU C CIUHUYHH 03U,
ceabpxkamm 56 x 1 mwm 60 x 1 Tabnerku.

Abupatepon Mylan 1 000 mg ¢puamupanu TadaeTku ca 6enu 1o moutn O6enu, ¢ oBasHa Gopma

(23 mm gemxuHa X 11 mm mmpoynHa), ¢ JeNIUTENHA YepTa OT eHaTa CTpaHa U TJIaJKHU OT Ipyrara
CTpaHa, HATMYHU B OyTHIKH, chabprkaiy 28 nin 30 TabIeTKH U ChILO TakKa ce Ipeajara B OIakOBKU
¢ Onuctepu, cpappkain 28, 30 TabNeTKH, U B ONIAKOBKH ¢ iepdoprpaHy OJIUCTEPU C EAMHUYHU J103H,
chabpkamm 28 X 1, 30 x 1 Tabnetku. bByTunkara chabpika U KOHTEiHEp, abcopOuparn kuciopoa. He
MOTITBINANTE KOHTEIHEpa, abcopOupall KUCIOpol, Thil KaTO TOBA OM MOTJIO 1a HABPEIH Ha 3/PABETO
Bu.

He Bcuuku BHIOBE OITAaKOBKW MOTar jJa ObJaT IMyCHATH Ha Ia3apa.

IIpuTexaTes Ha pa3pelIeHHETO 32 YIOTPe®a U MPOU3BOUTEN
[IpuTexaTell Ha pa3pelIeHreTo 3a ynorpeda

Mylan Pharmaceuticals Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN

Wpnannus

IIpousBoauTten
Remedica Ltd.

Aharnon Street

Limassol Industrial Estate
3056 Limassol

Kunsp

3a JOIIBJIHUTCIIHA I/IHq)OpMaHI/ISI OTHOCHO TOBaA JIEKApCTBO, MOJIA, CBBPKETE CE C JIOKATTHUA
NpEACTAaBUTCII HAa IPUTECIKATCIIA HAa pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Viatris
Tel/Tel: + 32 (0)2 658 61 00

Bbnarapus
Maiinan EOO/]
Tem: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.0.
Tel: +420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Lietuva
Viatris UAB
Tel: +370 5205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 1465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: +356 212201 74

Nederland

Mylan BV
Tel: +31 (0)20 426 3300
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Eesti )
Viatris OU
Tel: + 372 6363 052

EALGda
Viatris Hellas Ltd
TnA: +302100 100 002

Espaiia

Viatris Pharmaceuticals, S.L.

Tel: +34 900 102 712

France
Viatris Santé
Tél: +334 372575 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 123 50 599

Ireland
Viatris Limited
Tel: +353 18711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris Italia S.r.l.
Tel: +39 (0) 2 612 46921

Norge
Viatris AS
Tfl: +47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386123 63 180

Slovenska republika
Viatris Slovakia s.r.0.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

JaTa Ha mocjeaHO npepasriexaaHe HA JUCTOBKATA
JApyru u3roununu Ha uHpopmanus

[NonpoOHa nH(DOpMaIs 3a TOBa JIEKAPCTBO € IpeJI0CTaBeHa Ha yeOcaiita Ha EBporietickara areHIust
IO JIeKapcTBara http://www.ema.europa.eu.
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