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1. UME HA JEKAPCTBEHUA ITPOSYKT PaspetueHue

KaGasurakcen G.L. 20 mg/ml xoutenTtpar 3a Hay3HoHEH paa’réepnqmmm Ne ..
Cabazitaxel G.L. 20 mg/ml concentrate for solution for infusion”

p KAYECTBEH H KOJIMYECTBEH CBCTAB
Beeks ml xonuenTpat 3a undysnoHen paitsop chabpxa 20 mg kabasurakcen (cabazitaxel).

Beexu ¢nakon 3 m] koHneHTpaT 3a HHGY3HOHEH Pa3TBOP chABPKA 60 mg KaGasuTakcelL.

IloMOIHH BEMECTEA ¢ M3BECTHO NEHCTBHE
Beekn ml xonuieHTpaT 3a uH(y3HMOHEH pasTBOp ChIBpxka 395 mg eTaHoN.

Beeku naxon 3 ml koHueHTpaT 3a nudysuoHeH pasTop chabpka 1185 mg eranon (39,5 % w/v).

3a MBAHKS CIHCHK HA TIOMOIHHMTE BeMICCTRA BHXKTE TOUKA 6. 1.

3.  JEKAPCTBEHA ®OPMA

KonuenTpar 3a nHysHoReH pa3TBop (cTepHiieH KOHLEHTDAT).
KonuenTparsT e nipospaueH xbIT 10 KadaBO-KBIT MaC/eH PasTROP.

4. KJIHHUYHU JAHHH

4.1 TepaneBTHURH HOKa3aHASA

KaGasurakcen B kKOMGHHALMA ¢ NPSAHA3OH WM TIPETHU30NO0H € MOKA3aH 32 JICYEHHE Ha BH3PACTHH
NALMEHTH ¢ METACTATHYEH, PESHCTEHTEH Ha KACTPAlMA Pak Ha MPOCTATara, neKyBaﬂ npeiy TOBA 10
cXxeMa, ChAbpKallla AoueTakcen (Bx. Touka 5.1).

4.2 [lo3MpoBKa H HAYHH HA NPUACKeRHE

YnotpeGata va xabasurakcen Tpatiea Ja GbIe OrpaHHUYEHA [0 3aBENEHHS, CTICLHATH3HPAHU B
NpHIIAraHEeTO H3 IUTOTOKCHYHA XHMHOTEpanus ¥ Tpa0Ba Na ¢e NpHiara caMo NoJl KOHTPOI Ha feKap,
KBaTMGHUHPaH B NPUIAraHETO HA IPOTHBOPAKOBA XKMMHOTepanus. Tpatea na 6baaT HAMMUHM
Matepuaita 6aza v 060pyIBaHE 3 JIEHEHHE HA CEPHO3HH PEAKIHH HA CBPbXYYBCTBHTEIHOCT, KATO
XHMOTOHHUA H OpoHXOCNa3LM (BiK. Touka 4.4).

peMeguxanus
IIpenopsuwresnnara cxema Ha npeMevkaLua TpAGBa 1a 6bae H3BbpIueHa noHe 30 MUHYTH MPeIH BCAKO
NPUIOKEHHE HAa KADAIUTAKCEN CbC CIIEHHTE UHTPABEHO3HH IEKAPCTBEHHM IPOAYKTH, 34 Ja C¢ HAMAIAT
PUCKBT H TEXECTTA HA CBPBXYYBCTBHTEIHOCT!

. AHTUXHCTaMMH (AeKCXTOpHeHUpaMHH 5 mg Wik AudeHXHAPAMHH 25 Mg WIH EKBHBATEHTHH),

. KOPTHKOCTEPOUJ, { JSKCAMETA30H § Mg UMM eKBHBANICHTHH), H

. H2 anTaronuct (paHUTHAMH KWW eKBHBaneHTHH) (BK. TouKa 4.4).

TlpenopruBa ce anTHEMETHYHA NPodGUIAKTHKA, KOSTO MOKe Aa Objle npunarana nep
WHTPABEHO3HO, KAKTO € He0OX0aMMO.



[1o Bpeme Ha NeueHueTo, NalMEHTUTe TPAOBA ia GBHAAT ANEKBATHO XHAPATHPAHH, 34 4 ce H30erHar
yenoxHeHus, Karo 6u6petna HeloCTaTbYHOCT.

Jo3HpoBKa

IpenopsurTentaTa a03a kabasuTaKcen ¢ 25 mg/m?, NPIUIOKEHA KATO EIHOYACOBA HHTPAaBEHO3HA
HH}Y3M3 Ha BCeKM 3 ceAMHIN, B KOMGHHALMA C NPEIHU3OH HIH NPEIHA30N0H 10 mg, npuiokeH
NEPOPATHO eXKEIHSBHO M0 BPEMe Ha JIEYSHHETO.

Kopueupane na oozama

IIpomsaHa Ha fo3aTa TPA6BA 1A Ce HAMPABM, KO MALMEHTHTE TIOJTYYAT C/IEHATE HEXKEAAHH PEAKIMH
(Crenenure ce oTHacaT KM OGIHTE TEPMUHONOTHYHH KPUTEPHH 32 HexenaHH cbOurusa, Common
Terminology Criteria for Adverse Events [CTCAE 4.0)):

Tabnuya 1 — Ipenopouumennu npoMenu Ha 003ama nopaoy HeXCeAana peaxkyus npu
RoyueRmy, JeKy8anu ¢ kabaaumarcen

Hexenann peaknun Ilpomsana na n03aTa
[poawnokurenya crenex >3 HeyTponeHus (no- O1noxKeTe TEUEHHETO, J0KAaTO GPOAT HA
ABAro 0T | ceAMHLA) BHOPEKH MOAXOAAMO HeyTpoduTe cane >1 500 wieTkw/mm?, ciext
JigueHue, BKIoyHTemHO G-CSF TOBA HAMANETE N03aTa Ha KadasMTaKces or
25 mg/m’ Ha 20 mg/m’.
PeOpHiHa HeY TPOTIEHHS WIH HEYTPOTNIeHHYHa OtnoxeTe NEYeHRETO, AOKATO HACTHITH
HHpexHT NORoOPABAHE HITH M3Ye3BaHe Ha CHMITTOMHTE H

AOKaTO GposT Ha HeyTpodiTuTe CTane
>1 500 knetku/mm’, ciie TOBa HAMATETE H034TA
Ha kaGasuTakcen ot 25 mg/m® na 20 mg/m>,

CreneH >3 nMapus WM NePCHCTHPALIIA IHAPUA Ornoxere jleYeHHETO, AOKATO HACTHIH

BBIPEKY MOAXOAAO IeUeHHE, BKITIOYHTETHO noaoGpABaHE WM H3US3BAHE HA CHMITTOMMUTE,

BB3CTAHOBABAHE HA TEYHOCTH H ENEKTPOITHTH CcJleAl TOBA HAMANETE A03aTa Ha KabasuTakcen ot
25 mg/m” na 20 mg/m’.

Crenen >2 neputepHa HEBPOTIATHS Ornoxete IeUEHHETO, FOKATO HACTHIIH

noaobpapane, cien ToBa HAManETe £O34Ta Ha
xabazurakcen ot 25 mg/m’ na 20 mg/m?.

Axo MaUMEHTHTE IPOTLIDKABAT Jja HMAT HAKOS OT Te3H peaKumu npu Jo3a 20 mg/m?, Tpabea na ce
0BMHCIH N0~HATATHIIHO HAMANIABAHE Ha J03aTa o 15 mg/m’ wnk npeycranossBaHe Ha
kabazuTakcen. JlaHHMTE MPH MALKMEHTH ¢ 1032 noa 20 mg/m? ca orpaHueny.

Crneynannu nonvaayuu

Hlayuenmu ¢ weproopobuo yspedicoane

Kabasuraxcen ce meTaGonHinpa eKcTCH3MBHO B yepHUs aApo6. [IpH naupenTy ¢ 1eKo yepHoapobHo
yBpesxaane (obm 6uHpy6un >1 no <1,5 muvri ropHa rpasdia Ha Hopmata {I'TH) wi acraprar
amunorpancepasa (AST) >1,5 nuru I'TH) no3ara Ha kaGaszurakcen Tpabea na ce HaManu Jo

20 mg/m”. IpunoxenueTo Ha kaBasutakcen TIPH MALMEHTH ¢ JIEKO YepHOAPOOHO YBPEIKIAHE

TPAGBa 71 CTaBa ¢ MIOBMLICHO BHUMAHMKE M CTPHKTHO NpociiesBane Ha 6e30nacHOCTTA.
Kabazuraxcen He Tpabea Ja ce Mpunara npu NaLEEHTH ¢ YMEPEHO ¥ TEXKO UepHOApoOHO yBpexaaHe
(06w Ounupy6un > 1,5 meti I'TH) (Bik. Touku 4.3, 4.4 u 5.2).

Iayuenmu c 6v6peuno yapexcoane

ExckpeumaTa Ha xabasuraxcen npes 6u0petmre ¢ MuEumanna. He ce nanara kopurup
npH nauyeHTH ¢ 6L6peyYHo yBpeXxaaHe, KOUTO He ¢& HYXaAT 0T Xemoauanmsa. [lanué
TepMuHanHa GEOpevHa HeJoCTATEYHOCT (KpeaTHHMHOB KIHPBHE (CLcr< 15 ml/min/
38BHCHMOCT OT CBCTOAHHETO HM H OFPAHHYEHATE HATMHHE JaHHM, TpAGea na ce ne
BHUMAHME H J1a Ce MPOCACIARAT BHUMATENTHO N0 BPEME Ha Ae4eHHeTo (BikK. TOUKH 4.4



Cmapuecka sv3pacm

He ce npenoprysa crienbHIHO KOPHTHpaHE HA NO3ATa IPH YNOTpeba Ha KabasuTakces npH
MaLMEeHTH B CTapyecka Bb3pact (BK. Touku 4.4, 4.8 u 5.2).

Conememeauyo npurodcente Ha 1eKApCMeeHY nPooyKmu

TpaGea fa ce H364rea CHITBTCTBAIOTO MPHIOKEHUE HA NCKAPCTBEHH MPOAYKTH, KOWTO Ca CHIIHH
HHAYKTOPH Wi CHIHK uHXHOuTOpH Ha CYP3A. Ako ofave nauMeHTHTE C& HYKIAAT OT CHITHTCTBALLO
nprioxkende Ha ciieH uHxuburop Ha CYP3A, 1pabea qa ce o6MHCIH HamandBae Ha [03aTa
kalazutakcen ¢ 25% (Bx. ToukH 4.4 1 4.5).

Heduampuuna nonyaayus
Hsama chOTBETHO NPUNOKEHHE Ha KaGasuTAKCeN B (e AHATPHYHATE MOy AaLHA.

BesonacHocTTa H epHKacHoCTTa Ha KabasyTakcen MpH Aelia 1 JoHoLIK noa 18-roauiuna BhapacT He ca
ycTaHOBeHH (BXK. TouKa 5.1).

Hauyn Ha npuioxkeHHe

KaGasurakcen e npeHa3HaueH 3a HHTpaBeHO3Ha ynoTpeba.

3a yKasaHus 3a IPHTOTBAHE W MPUJIAraHe Ha NMPOayKTa BIKTe ToukKa 6.6.

He 1pa6Ba nia ce u3nonseat nHdy3uonHn PVC KoHTelHepH H NOIMYPETAHOBH KOMIUIEKTH 34
Hy3us.

KaGa3snrakce, He TpaGRa 1a ce cMecBa ¢ APYrH IEKAPCTBEHU IPOAYKTH, ¢ HIKTIOHEHHE Ha
MOCOYEHHTE B T09KA 6.6.

4.3 IIporABONOKAZAHHS

- CapbXHYBCTBHTENIHOCT KM KabaszHTakcen, KbM APYIH TAKCAHH Wiy noiucopbar 80, niay kpM
HAKOE OT MOMOLIHHTE BelleCTRa, H3OPOeHH B TOUKa 6.1,

- Bpoii Ha HeyTpodHIHTE Mo-MaTbk OT 1500/mm?,

-~ Texkko uepHoapoOHO yBpexkaane (06w Guinpy6un >3 meru [TH).

~ EnHoBpeMeHHa BAKCHHALMA ¢ BAKCHHA Cpelny JKbATa TpecKa (BxK. Touka 4,5).

4.4 CpensajHR DpeAYNPEKICeHEN B OPEAGAIHE Mepxn'npn ynorpeda

Peaxuiy Ha CBPBXMY BCTBHTENHOCT

Beuuxy naigieHTH TpA0Ba 13 NosTyHaT NpeMeIHKALIMA TPSIH 3aN04BaHe Ha WHGY3UATa Ha
Kabasurakcen (Bx. Touka 4.2),

[aupenTure Tpsabra na 6b1aT BHUMATENHO HAbNIOAABAHM 33 PeAKLMH HA CBPHXTYBCTBHTETHOCT,
0cofeHo no BpeMe Ha IbpBaTa i Bropara uHdy3uy. PeakiiduTe ya CBPBXUYBCTBMTETHOCT MOTAT Jia C&
TIOABAT B PAMKMTE Ha HAKOJIKO MMHYTH Cliel 3alfOUBaHETO Ha MH(Y3uATa Ha kaGasHTakcest,
cnegoeatento TpaGBa na HMa HaTHIHY MaTepHatla 5asa H 060OpyIBaHE 33 TPETHPAHE HA XUIIOTOHMS H
OponxocnazeM. Morat fia ce NOARAT TeKH PeakUMi Ha CBPBXYYBCTRHTEIHOCT, KOUTO MOTAT 1a
BKIIOYBAT reHepanu3MpaH obpuB/epuTeMa, XMNOTOHKS ¥ GporxocnazbM. TexKHTE peaklu Ha
CBPBXUY BCTBHTEAHOCT U3MCKRAT He3a0aBHO NpeKbCBaHe Ha kaGasuTakcen H MOIXOAAL0 NeUeHHE.

TTanueHTHTE C peakiivi Ha CBPBXYYBCTBHTETHOCT TPAGBA /A CIIPAT NeYeHHETO ¢ kabasuTtakcen (BX.
Touka 4.3).

KocTtHoMOo3BuHg cynpecus
Mo:xe 1a HaCTBIIM KOCTHOMOYL4HA CYNpPEcHs, MPOABABAIA C& ¢ HEYTPONEHMUA, AHEMHUSL,

TPOMOOLHTONMEHUA HM TaHIHTONEHHA (BXK. ,,PHCK OT HeyTponeHHS” 1 ,,AHeMHa” B Touka 4.4 no-
aonay),

PHCK OT HEVTpOneHHs

TauuenTrre, Nexysanu ¢ kabasurakcen, Morat Aa nomyvar npogunaxtudrio G-CY
PBKOBOJCTBATA HA AMEPHKAHCKATA ACOLMALIHA M0 KITHHWYHA OHKoAorHA (ASCO)
HHCTHTYLIMOHANHH PBKOBOJICTEA, 33 HAMAJIABAHE HA PHCKA MITH OBNIAIABAHE HA VC



HeyTponenus (pebprnna Hey TPOTIeHHA, POBIDKHTETHA HEYTPOTEHHA WIH HEY TPONCHHYHA
unexums). [Tsperdna npopunaktika ¢ G-CSF Tpa6pa na ce 0GMKCITH NPH MaLHeHTH ¢
BHCOKOPHUCKOBH KJIMHWYHH XapaKTePHCTHKH (BB3pacT > 65 roAHHH, JIOIWO $YHKLHOHAIHO ChCTOAHHE,
TNPEeHILHH ETTH30/1H Ha (heOpUNHA Hey TPONEHHS, IPEAXOIHH SKCTeH3UBHH PATHONIOHYHH NOPTOBE,
HEIOXPAHBAHE WM AAPY M TeXKKH ChITBTCTBAIIH 3a00/IBaHHA), KOHTO MM NIPEAPA3MONAraT KbM
YBCAMYABAHE HA YCJIOKHEHHUATA OT NPOILDKHUTENHA HeyTponeHus. Mznon3panero na G-CSF nokazra
OrpaHAvaBaHC Ha YECTOTATA M TEXKECTT2 HA HEYTPOINCHHATA.

HeyTponenuara e Hali-uecTaTa HexenaHa peakupsa Ha KaGasuTaxce (Bk. Touka 4.8). [Tpocienarane
HA IThJIHATA KPBBHA KAPTHHA € MHOIO BaXKHO Ja ce IIpaBH BCAKaA CEAMHIIA TIO BpEME HA MbPBHA LIMKB H
CJIC/ TOB& MPeH BCEKH LHKBII Ha JIEHEHHE, 32 12 MOJKe [03aTa 1a Gh/Ie KOPHTHpaHa, ako ¢
Heo0XoauMo.

Hosata Tpabpa na 6bae HaManeHa B ciyuai Ha GeCpuIHA HEYTPONICHHS WIH IPOAB/KHTETHA
HeYTPONEeHUs BRIPEKH NOIXOIAIO ievueHne (B, Touka 4.2).

TatpeHTHTE TPAGBa 1a Bh30GHOBAT ICUSHUETO CaMO KOraTo GpoAT Ha HeYTPOGHIIHTE C€ BB3CTAHOBH
10 HKBO =1 500/mm? (Bx. TouKa 4.3).

CTOMAIHO-YPEBHH HADYIEHHS
Cumrrromu kato kopeMHa 60J1Ka M Iy BCTBHTEHOCT, NOBHILECHA TeMIIepaTypa, NepCUCTHPAL] 3aMeK,

AKApHs, Cbe WK 6€3 HeyTpONeHHs, MoraT 1a ObJaT paHHH NMPOABU HA TEXKA CTOMAIIHO-4PEBHA
TOKCHYHOCT 1 TpAGBA 1a 6baT OLeHeHH U JIeKyBaHH He3abasro. Moke Ja € HeoOXOMMMO oTnaraue
HITH MIPEKBCBAHE HA JISUeHHMETO ¢ Kaba3HTaKcell.

Pucx om 2adene, nogpvuyane, dudpus u dexudpamayusn

AKO MPH NALHEHTHTE Ce NOABH JHAPHA CITe/] TIPHIIOKEHHKE Ha KabasuTaKcel, Te MoraT Ja 6baaT
JIeKyBaHH ¢ 00HYaifHO H3NOI3RAHITE AHTHANAPHIHK NeKAPCTBeHM MponyKTH, Tpa6ea na 6baaT B3eTH
TIOJXOAAIIH MEPKH 3a peXHAPATUPAHE Ha NauKeHTHTE. J{Hapus MozKe Ja ce OABH MO-YECTO MPH
NAUHCHTH, NPSIBAPHTENHO NOAI0KEHH HA 0bNTBYBaHe B KOPeMHO-Ta30BaTa o6nacT. JexvapatauusTa
€ M0-4€CTa MPH NALHEHTH Ha BB3PACT 65 WM NoReye roaunn. Tpabea na 6baar npeanprueTy
MOJAXOJALIH MEPKH, 33 1a C& pEXHAPATHPAT NALMEHTHTE U Jia Ce NPOC/IeAAT K KOPHIHPAT HHBATA Ha
CepPYMHHTe eNIEKTPOJIHTH, 0c00eHO Ha kanua. OTharade Ha TEYEHHETO WK HAMATABAHE HA 03aTa
MOraT Ja OhIaT HATOXKHTENHH 34 CTeNeH >3 nuapus (Bx. Touka 4.2). AKo NauHeHTHTe NoNyYaT
raZicHe HjIH NIOBPBIIAHe, Te MOTaT Aa GpAaT NeKyBaHH ¢ OGHYARHO H3NO3BAHUTE AHTHEMETHITH.

Pucx om cepuoznu cmomawirno-upesru peaxyuu

Hima crobmenns 3a cromaiiHo-4peBHo (CY) KbpBeHe H nepdopawys, Wieyc, KOJIMT, BKTIOTHTETHO ©
thaTanen U3xXoJ NPH NALMEHTH, TeKyBaHH ¢ kabasHTakcen (BK. Touxa 4.8). [Npenopryea ce MOBUIIEHO
BHHMaHUe MPH eUeHHe Ha MAUMEHTH ¢ Hal-TOJIAM PUCK OT PA3BHUTHE HA CTOMALIHO-YPEBHH
YCNOMHEHHA: TE3H C HEYTPOMEHHS, CTAPUECKE BB3pAcT, ChIIbTeTRama ynorpeba ua HCIIBC,
AHTUTPOMOOIIHTHA TEPANKA KIH AHTHKOATYIAHTH H NALMEHTH ¢ aHAMHE3A 34 ILYETEPAig Ha Ta3a
H/IH CTOMAINHO-YPEBHO 3a00/5BaHe, KaTO A3BA HIIH CTOMAHIHO-YPEBHO KbPBEHE.

Iepudepha nesponatua

Ilpu naupenTy, npuemaniu kabasurakcen, ca GHIH HaGIOIABAHH CJTYUaH Ha nepHdepHA HEBPOTIATHS,
nepudepHa ceH3opHa HeBPOMaTHA (HaNp. NAPECTE3UH, NM3ECTEIHH) H NepHepHa MOTOPHA
uesponarus. [lauyenTure, nexyBanu ¢ kaGasurakcen TpsaOBa Ja GbIAT NOCHBETBAHM 12 HHOPMHPAT
CBOA JIEKap NpeAH 1a MPOAB/LKAT JISYSHHETO, aKO pa3BHUAT CHMITOMM Ha HEBPONIATHA KaTo 60JKa,
napexe, M3TpBNBaHe, CKOBaHOCT MM cnabocT. Jlekapure Tpabsa fa HANPaBAT OLIEHKA 32 HATHYHE WIH
BIIOLLIaBAHe Ha HEBPONATHA NpeJH BeAko NeueHHe, JleuenneTo TpabBa Ja ce OTIOKH A0 Nofobpasane
Ha cuMnIToMHTe. Jlo3ata Ha kaba3uTakcen TpAGBa 1a ce HaMai oT 25 mg/m?® Ha 20 mg/m? npu
niepcHCTHpalla CTeneH >2 nepudepHa HeBponaTus (Bx. Touka 4.2).

AHeMHA
Habntonapana e aHeMus MpU NALMEHTH, TIOMyYasany kabasurakcen (k. Touka 4.8). Xe
XEMATOKPHTET TPAOBa 1a ce POBEPAT MPENY HAYANOTO Ha JIEYEHUETO ¢ KalasHTaKces

NALHEHTHTE MPOABABAT NPH3HALM WM CHMITTOMH Ha aHEMMA WM 3ary6a Ha kpua. [Ipe

NOBHLICHO BHUMAaHKE NPH NauueHTH ¢ xemornobun <10 g/dl u TpaGea aa ce B3eMar no



MEPKH CNopea KITHHHYHATE NOKAa3aHHA.

Puck ot 616peuna HeAOCTATLYHOCT

By6peutn Hapymenus ca GunH ¢hoGUIEHH BbB BPb3Ka ChC CENCHC, TEKKA AEXHAPATALMS THDKALLA Ce
Ha Waphi, IOBPLILAHE ¥ 06CTPyKTHBHA yponarus. Habniogasana e GE6peuna He 10CTATBYHOCT,
BKJIFOYHTENHO CiTyHaH ¢ daTaneH n3xox. B raxee cayuali Tpabea na ce npeanpuemat nomxoasmu
MEPKH 38 HACHTH(HIHPAHE Ha NPHYHHATA H DALHEHTHTE A4 Ce M€Ky BAT HHTEHIHBHO.

Ilo BpeMe na nedenueTo ¢ KabasuTaKcen TpaOBa fa ¢e OCHIYpH aleKBaTHa xuapataiks. TlanueHTsT
TpsbBa 1a cho0masa BeJHAra 3a BCAKA 3HAYHMA MPOMSHA B IHEBHUS 00eM Ha ypHHAaTa. CepyMHUAT
KpeaTWHHH TpabBa la ¢ HIMEPBa B HAYAJIOTO, ¢ BCAKA KPHBHA KAPTHHA H KOraTo MalUMEeHThLT ChOGIIH
3a MMPOMSAHA B YPUHOOTAENSHETO. JlewenneTo ¢ kabasurakcen TpsabBa fa ce npekpaTH B CiTyyall Ha
BjOLIaBaHe Ha Opbpednata ¢pyHkuus no Geopeuna HegocTateunocT >CTCAE 4.0 crenen 3.

PecnupaTopHy wapylueHus
HUma cbobuieHuA 3a HHTEPCTHIHAHA [THERMOHHMS/ IHEBMOHMT H UHTEPCTHLMANHA GenopoGua GosecT,

KOHTO MOKe Jd ca CBBp3aHH ¢ aranex u3xon (Bx. Touxa 4.8).

1Ipu nosBa Ha HOBH MITH MPH BIIOIIABAHE Ha OeNONPOGHHUTE CHMIITOMHE, NAMEHTHTE TpAGBa Aa ce
Hab/MonaBaT BHUMATEITHO, ia Ce M3CNIeABAT He3aGaBHO M Ja ce JEKyBaT [0 [OIXOMAIN HAYHH.
IIpenopryea ce NpekpaTaBake Ha IEYEHUETO ¢ KaGa3HTAKCeN 10 YTOUHABAHE HA AHarHozata. PannoTo
MpunaraHe Ha NOJTbPIKANIA MEPKH MOXKE 12 MOMOTHe 3a MoaoOpaBaHe Ha cLCToOAHHETO. Tpabea
BHHMATEJIHO A4 Ce TPEIUEHH NON3aTa OT Bb300HOBABAHE HA IEUEHHETO C KAbA3UTAKCE.

PUCK OT ChpeUHH aPHTMHH
Hma cpofmennd 3a ChpACYHH APUTMUHE, Hali-4ECTO TAXHKAPIHA M NPEICHPIHO MbiKIEHE (BIXK.
Touka 4.8).

Crapyecka Bb3pacT
IIpy nauMenTH B cTapuecka BbIpact (> 65 roZMHH) MOXKE 1a MMa NO-ro/IIMa BEPOATHOCT Ja Ce MOABAT
HAKOH HEXENAHH PeakLliH, BKTIOYHTENHO HeyTponesus H GebpunHa neyTponenus (Bx. Touka 4.8).

INanueHTH ¢ YepHOAPOOHO YBPEKAaHEe

Jlewenuero ¢ Kabasurakcen Accord e npOTHBOIIOKA3aHO NPH MALMERTH C YMEPEHO U TEKKO
uepHOApOGHO yBpexnane (06m Sumupy6un > 1,5 mutu I'TH) (B, Toukk 4.3 1 5.2).

Ho3ara Tpa6Ba aa ce HAMATH NPy MALHEHTH ¢ Neko (06wt Gunmupy6un >1 10 <1,5 meru I'TH win
AST >1,5 meta I'TH) yepHOApoGHO yBpexkaaHe (Bx. Toukn 4.2 4 5.2).

BsaumMongiicTeyA

ChIrpTCTBAIIOTO NPHIOKEHHE Cbe vt CYP3A unxubutopu Tps6sa na ce u3barea, Thil Kato Te
MOTAT 1a MOBHLLAT [UIA3MEHaTa KOHIEHTpalus Ha kabasurakcen (B, Touku 4.2 1 4.5). Axo
CBILTCTBAINOTO MPHAOKEHHUE Cbe cuaeH CYP3 A uHXUOHTOp He MOXe Aa ce uaberne, TpaGBa aa ce
obmucTH BHAMAaTeNIHO HalJIIDAEHHE 32 TOKCHYHOCT M HAMATISBAHE HA J03aTa HA kabasuTakcen (BX.
ToukH 4.2 1 4.5).

CopTCTRAIOTO MpHiTokeHHe ¢he cHitHr CYP3A unayKropH TpaOBa Aa ce H36ATEa, THi kKaTo Te
MOraT Ja MOHIDKAT I1a3MeHATA KOHLIEHTPALHA Ha xabasuTakcen (BxK. ToukM 4.2 1 4.5).

[MomomHK BellecTBA
To3u nekapcTeen npoaykr chabpixa 50 vol % eranon (anxoxon), T.e. 1o 1185 mg (1,5 ml) 1B Beexu
(hnaxoH, pasHo Ha 30 m! Gupa s 12 mi Buso.

Bpe;[eu 3a MNMalHeHTH, CTPajalir OT ANKOXOMH3IBM.

Ha ce p3eme npeasua Npy OPeMeHHM H KbPMEWIH JKEHH, ELA ¥ BHCOKOPHCKOBH IPyny
4yepHOAPOOHO 2abongBaHe HITH enMNIEICHS.



4.5 BsammoageiicTBEe ¢ APYTH JeKapCTBEEE UPONYKTH H JPYTH GOpMHE HA p3anmopclicTae

In vitro npoyaBaHus nokaspar, 4e KabasuTakcen ce MeTabonmusupa ocHosHo ypes CYP3A (80% no
90%) (Bx. Touka 5.2).

CYP3A nnxuburopy

MHorokpatHOTO NpHIOKeHHe Ha KeTokoHa30N (400 mg BeAWEK THEBHO), CHIEH MHXHOHTOD Ha
CYP3A, Boau o HamMasIABaRe Ha KIMpEHCa Ha kabasuTakcen ¢ 20%, KOETO CHOTBETCTRA HA
nosninasane Ha AUC ¢ 25%. CrnenoBarenHo CBITBTCTBAIOTO MPriIokenHe Ha cunie CYP3A
MHXHOHUTOPH (KATO KeTOKOHA30J1, HTPAKOHA301, KIAPMTPOMHLIMH, HHAMHABHD, Heda3ooH,
He/lpMHARKD, PHTOHABHMP, CAKBHHABUP, TEAMTPOMHULIAH, BOPHKOHA30JT) Tpsa6ba fa ce n3bsarea, Tbi

KaTO MOXeE [1a HACTBITH [IOBHILABAHE HA TIA3MEHATA KOHIIEHTpaunsa Ha Kabasutaxcen (Bx. ToukH 4.2 1
4.4).

ChITBTCTBAIIOTO NPUIOKEHHE HA ANPENUTAHT, yMeper HHxuGuTOp Ha CYP3 A, He e uMano edekr
BBpPXY KIMPbHCA Ha kabasuTakcen.

CYP3A ynaykropn

MHoroxparHoTo npunokeHne Ha pudammut (600 mg BeaHEK AHEBHO), CHNIEH HHXHOHTOP Ha
CYP3A, ponu 10 nopHiliaBaHe Ha KIMPLHCA Ha kabasuTakcen ¢ 21 %, KOETO CHOTBETCTEA Ha
HamanseaHe Ha AUC ¢ 17%.

Chneaosatenso cup1CTBAMOTO NpHAOKeHHe Ha cIHH CYP3A HHOyKTOpH (Karo GeHUTOMH,
KapOamazenuH, puammmis, pudabyTun, pudaneHrun, deHobapbutan) Tpabpa aa ce u364rBa, Thil KaTo
MO 1a HACTHITH HAMAIABAHE Ha [U1A3MEHATa KOHLEHTPaLHa Ha Kabazurakcen (B3K, TOYKH 4.2 H

4.4). B nomb/IReHHE NalKeHTHTE TPAGBA /12 Ce BB3AbLPIKAT OT NPUEM HA JKBJIT KAHTAPHOH.

OATPIBI

In vitro, kaGasuTaxcen HHXMOMPa TPAHCIIOPTHHUTE IPOTEHHH HA TPARCTIOPTAPAILMS TIONUNETTTHA HA
oprasu4HH aHnoHH OATPIBI. Bb3moxeH ¢ puck 3a B3auMoaeicTBue ¢ue cyberparu Ha OATP1B1
(Hanp. cTaTHHy, BaICapTaH, penarHHKL), 0cobeHo N0 Bpeme Ha MHGy3uaTa (1 yac) u 1o 20 MHHYTH
cNel kpas Ha HHQyausTa. Ilpenopbusa ce sHTEpBal 0T 12 vaca npeau undy3usATa B Hal-Manko 3 vaca
C/Ie]| Kpad Ha MHy3HATA, Mpean NpunaraHeTo Ha cyGerparu Ha QOATP1B1.

Bakcunaumny

TIpunoxeHReTO Ha IKHBH MM XKHBH ATCHIONPAHH BAKCHHH NPH NALHEHTH, AMYHOKOMITPOMETHPAHH OT
XUMHOTepalleBTHYHH CPEACTBA MOXKE Ja JI0BEe A0 TexKKU WM daTanun rHekunn, Bakcuuais ¢
XHBa aTeHIOHMpaHA BAKCHHA TPAGBA Na Ce M36ATRA NpH NALUEHTH, TIONY4aBaIlH kabasuTakcen. Morar
Aa ¢e npwiaraT yOHTH HIH HHAKTHBHPAHH BaKCHHH, 06aye 0TroBOpPET KbM TAKKBa BAKCHHH MOXKE 1a
Obae HamaneH.

4.6 PeprunmTeT, GpeMeHHOCT H KEpMene

bpeMenHoct
Hama naniu otHocHo ynotpebara na kabasurakcen npy GpeMeHH# xetu. ITpoyuBanuaTa npu

XHMBOTHU NTOKAIBAT PENpoly KTHBHA TOKCHYHOCT IPH TOKCHYHH 32 Malikata 7034 (BxK. Touka 5.3), a
CollO W ve kabasuTakcen IpeMHHAaRa NialeHTapHara 6apyepa (Bxk. Touka 5.3). KakTo v npu npyru
LIMTOTOKCHMHH IEKAPCTBEHH TIPOYKTH, Xaba3uTaKcen MOXKe /1a MPUMMHH YBpekKaaHe Ha deTyca npu
O6peMEeHHM XeHU ¢ eKCMO3HIMA.

KaGasuTakcen He ce npenopbusa Mo BpeMe Ha GPEMEHHHOCT H [IPH XeHH C ASTEpPOACH MOTEHLHAT,
KOMTO He H3NO3BAT KOHTPalIe K3,

Knpmene
Hanuuuure dapMakoKHHETHYHM JAHHH [IPW XKUBOTHH OKA3BAT eKCKpELiHA Ha Kaba3

HETOBHTE MeTaBOAMTH B MISIKOTO (BK. TOUKA 5.3). PHCK 32 KbpPMAYETO HE MOXE 1A CE H
Ka6asurakcen He TpaGsa Jia ce M3M0a3Ba 10 BPEME Ha KbpPMEHE.

Depruanrer



ITpoyuBanusTa NPH KKBOTHH MIOKA3BAT, 4e KapOA3HTAKCE 3aCATA PENPOLYKTUBHATA CHCTEMA NIPH
MBKKH MIBX0BE H Ky4eta Ge3 PyriumonaneH edexr sbpxy depruntera (BX. T04Ka 5.3). Bolpexs
TOBA, KATO CC HMa NpeBHA HapMaKkoIOorH4HaTa aKTHBHOCT HA TAKCAHMTE, TEXHUAT FeHOTOKCHYEH
NOTeHUMAN U €)EKTHT Ha HAKOHM CHEAMHEHHA OT TO3H KIAC BEPXY (hepTUIHTeTa NPH TIPOYUBAHMS C
MHBOTHY, HE MOXKE JIa C¢ M3KMOYH ¢(heKT BEPXY MBKKHs GePTHIHTET NPH XOpa.

Hopand noTeHLManHATE eeKTH BBPXY MBKKHTE FAMETH H MTOTEHUUAIHATA EKCTIO3HLIHA Hpe3
CEMEHHATa TEUHOCT, MBIKeTe, NeKyBaHH ¢ kabaiurakce!n, Tpabsa Aa usnonssat edekrHHa
KOHTpalenuusa Mo~BpEME Ha JICHCHHETO H Ce npenopwna Ja NpoaLJoKaT KOHTpﬂl.lel'[llH}ITﬂ oo

6 Meceua crre ocienHaTa 103a Ha kabasurtakcen. [Topaau noTeHUHATHATA eKCTIOSHLMA Ipes
CEMEHHATa TEYHOCT, MBKETE, IeKyBaHH ¢ kabasurakcen, TpaOBa fia H30ArBaT KOHTAT Ha eAKyNaTa C
JPYT YOECK [0 BPEME Ha NedeHHeTo. MBXKeTe, TeKyBaHu ¢ KabasHTaKkcel, ce ChBETBAT A4 ce
KOHCYJITHPAT OTHOCHO 3aMpa3fiBaHe Ha CTIepMa eI JIEHEHHETO.,

4.7 EdexkTn BBpXy cH0c0HOCTTA 32 ModHpane H padora ¢ MAIINAH

KaBazuraxcen Hma yMepeHo BIHSHHE BLPXY CNocobHOCTTa 38 modupane u paboTa ¢ MAIIHHH, Thil KATO
MOJK® 118 TIPHYHHH YMOpa 1 3amaiiBaHe. [TaliueHTHTe TPAGBA a ce NOCHBETEAT Aa HE MO(GUPAT HIH Ja
He pafOTAT C MAIMHH, AKO H3MHTAT Te3H HEKENAHH PEAKUKH 110 BPEME HA TeYEHHETO.

4.8 Hexenann 1eKAPCTBeHH PeaKnan

Pesiome Ha npoguna Ha Gesonacuoct

BesonacHocTTa Ha kabaiutakcen B KOMOMHAIAS ¢ NPEAHH30H WK MPEAHH3ONOH € OLEHEHa IIPH

1092 nauMeHTH C METACTATHYEH, PE3HCTEHTEH Ha KACTPALMA PaK Ha TPOCTATATa, KOMTO Ca IEKYBaH! C
xaGa3uTakcen 25 mg/m? BeHBX Ha TP CEAMHLM B PAHIOMHUIAPAHO, OTBOPEHO, KOHTPOIHPAHO
npoy«sasie dasa [l [launeHTrTe ca noAyuHIH oT 6 10 7 UKKBLAE UHKBAA CPEAHA IPOIBIKHTEIHOCT HA
neuenne ¢ kabasHTakcen.

YecToTHTe OT cGOPHHA aHANM3 HA TE3M 3 KIIMHWYHHM M3UTBAHHA €2 NIPSICTABEHH NI0-N0IY M B
TaGNHYHASA CIHCHK.

Hait-uecto cpemannte (>10%) HexenanH peakudu 0T BCMUKH CTenesH ca aneMus (99,0%), neBkoneHHs
(93%), neytponenus (87,9%), TpomGormTtonetus (41,4%), muapus (42,1%), ymopa (25%) H acTeHns
(15,4%). Hafi-4ecTo cpelnaHnTe HEKENaHH pEaKLUHy cTeneH =3, HaCcTHIBAIRH NPH Hall-Mainko 5% ot
NalKMeHTHTe, ca HeyTponenus (73,1%), nerkonenus (59,5%), anemus (12,0%), dpebpunHa neyTponenus
(8,0%) u nuapus (4,7%).

TlpextncBane Ha JieweHHETO NMOPaNK HeXelaHH PeaKiliH € HACTBIIIIO ChC CXOAHA YeCTOoTa TpH 3-Te
npoyusanus (18,3 % 8 TROPIC, 19,5 % B PROSELICA u 19,8 % B CARD) npu nauueHTH, NpHeMainH
xabasutakcen. Haii-uecTuTe Hexenauu peakumm (> 1,0 %), BoAeIM 10 NPEKBCBAHE HA ISUSHUETO ©
kabasuTakcen, ca XeMaTypHs, YMOPa U HEYTPOTICHHA.

Tabnuuen cnMchK HA HeKENaHHTe peakuuy
Hesxenanute peakunu ca npeacTaseHy B Tabiuia 2 cnope CHCTEMo-0praHeH Knac o MedDRA u

4€CTOTa. BBB BCAKO rpyNHpaHe No YECTOTa, HEXENAHUTE PEaKLIMH ca NPEICTABEHH B HU3XOAAU] Pen No
OTHOLUCHHE HA TAXHATA CEPHO3HOCT. IHTEHINTETBT Ha HEKEITAHHTE PEaKLHK € CTeNneHyBaH Cropel

CTCAE 4.0 (cTenen >3 = C1>3). UecroTuTe ca Ha 6a3a BCMUKY CTENEHH M ca JeHHUPAHH KATO: MHOTO
uectut (= 1/10); wectn (= 1/100 no < 1/10); neuecrs (> 1/1 000 10 < 1/100); peaxu (> 1/10
000); mHoro peaxs (< 1/10 000); ¢ HensBecTHA YecToTa (OT HATHUHKTE JAHHYE He MOXKE
HanpapeHa OLEHKA).




Tabruya 2: Coobujenu HeJXCeRaHY PEAKYUY U XeMAMORO2ZUHY KAPYUIEHUA NPY KABAIUMAKCEN 6 KOMOUHAYS

C NPEOHU3OH URU NPeOHU30A0K om cbopen ananuz (n=1092)

Cuacremo-oprasen | Hexenana BeH9KH cTenesn
Kiaac peaknas n {%) Crenen>
3 n (%)
Mamuoro wecra | Yectn Hewecrn
HeyTtponernina 48 (4.9) 42 (3.8)
urbekmms/cencuc*
CenTuyeH WOK 10(0.9) 10 (0.9)
Cernchc 13(1.2) 13 (1.2)
Hemynut 8(0.7) 3(0.3)
Hudexuua Ha 103 (9.4) 19(1.7)
Hudexkuun n NHKOYHHUTE MbTHILA
HHGecTalHH Tpun 22 2.0 0
Inctur 22 (2.0) 2(0.2)
HHbpekuus Ha 23(2.1) 0
TOPHHTE QHXATETHU
IIbTHILA
Xeprmec 30cTep 14 (1.3) 0
Kannunosa 11 (1.0) 1(<0.1)
Heyrponenus® 950 (87.9) 790 (73.1)
Hapywens 1a AHeMus? 1073 (99.0) 130 (12.0)
I — JleBkonenns® 1008 (93.0) 645 (59.5)
cHCTeMa TpomGouuronenus® | 478 (44.1) 44 (4.1)
OebGpuHa 87 (8.0) 87(8.0)
HEYTPONEHHA
Hapywenus Ha CepbXuyBCTBHTEN 7(0.6) 0
HMYHHATa CHCTEMa | HOCT
Hapymenns Ha Hamanes anerur 192 (17.6) 11(1.0)
HexHapatauus 27(2.5) 11 (1.0}
META0OIN3MA H
XpaHEHETo XUMEePriHKeMus 11(1.0) 7(0.6)
XunoxanveMHs 8(0.7) 2(0.2)
beschuue 45(4.1) 0
IMeuxuunn
Hapymeus TperoxHOCT 13 (1.2) 0
O6Bpkadoct 12(1.1) 2(0.2)




Cacremo-opraned | Hexenana BeHUKE cTenenn
Kiac peaknus n (%) Crenen>
3n (%)
Mpnoro wectn | Yectn Heuectn
Hucreysus 64 (5.9) 0
HapywieHHe na 56 (5.1 0
BKyCa
Ilepudepna 40 (3.7 2(0.2)
HEBPOTIATHA
Hapymenns na [lepudepna 89 (8.2) 6 (0.5)
HEpBHATA CHCTEMA | ceH3OpHA
HEBpONaTHs
Hoaunesponarus 9(0.8) 2(0.2)
INapecTesnn 46 (4.2) 0
Xunecresus 18 (1.6) 1(<0.1)
3amaiiBaHe 63 (5.8) 0
T'nasobonue 56 (5.1 1(<0.1})
Jeraprus 15 (1.4) 1{=<0.1)
Hmirac 9(0.8) 1(<0.1)
Hapywenns 1a KoHIOHKTHBHT 11 {1.0) 0
VBenuueHa 22 (2.0) 0
OUHTe
NaKpUMalns
Hapywenus Ha [Iym B yuiute 7(0.6) 0
yxoTo i nabupuHTa | Bepruro 15(1.4) 1(<0.1)
Crpreutn ITpencepano 14 (1.3) 5(0.5)
. MBIKASHE
HapymieHya TaxuKapims 11 (1.0) 1(<0.1)
Xunoronus 38(3.5) 5(0.5)
ABn6oka BeHo3Ha 12 (1.1) 9(0.8)
TpoMGOo3a
XuneproxHus 292N 12(1.1)
Coaosm sapywena o - ra 6(0.5) [(<0.0)
XHMIIOTOHHS
Tlopewmy BENHK 23 2.1 1(<0.1)
3auepsaBane 9(0.8) 0
Hucnnes 97 (8.9) 9(0.8)
Pecrparopin Kamrnuua 79(7.2) 0
’ Opodapuureansa 26 (2.4) 1(<0.1)
IPBAHH H
MEeRHACTHHATHH Sona
IIHeBMOHHA 26 (2.4) 16 (1.5)
HapyIeHHs
Benoapoben 3027 23(2.1)
eMO0TH3EM




CHcremo-opraden | Hexenana Beuuks creneHn
KAac peaxnusg n (%) Cremen>
3 n (%)
Mnoro gecta |Yecrn Hedectn
HAnapus 460 (42.1) 51 (4.7)
lanene 347 (31.8) 14 (1.3)
IloBpuinane 207 (19.0) 14 (1.3)
KoncTunaupsa 202 (18.5) 8(0.7)
KopemHa 6onka 105 (9.6) 15(1.4)
Jucnencus 53 (4.9) 0
Bbonka B ropHara 46 (4.2) 1(<01)
4acT Ha KopeMa
XeMopouaH 222.0) 0
lactpoesodareanta 26 (2.4) 1(<0.1)
pedrykcHa Goneer
S:;;';’;‘::;p“““ PeKTanso KbpBeHe 14 (1.3) 4(0.4)
Cyxora B ycTata 19(1.7) 2(0.2)
PasnyBaHe Ha 14 (1.3) 1(<0.1)
KOpeMa
Cromatut 46 (4.2) 2(0.2)
Hneyc * 7(0.6) 5(0.5)
lacTpur 10(0.9) 0
Konnt* 10(0.9) 5(0.5)
CromauiHo-YpeBHa 3(0.3) 1(<0.1)
nepdopanus
CroMalHo-4peBeH 2(0.2) 1(<0.1)
KPLBOHM3/THB
Anoneuus 80(7.3) 0
Hapyuienus sa Cyxa koka 23 (2.1 0
KOJKATA H Epurema 8(0.7D 0
NoAKoXKHaTa Thkal | Hapyllenne Ha 18(1.6) 0
HOKTHTE
Hapywenus ga bosaka B rep6a 166 (15.2) 24 (2.2)
MYCKYJIHO- ApTpanrus 88 (8.1) 9(0.8)
CKelleTHara cucTeMa| BoJika B 76 (7.0) 9(0.8)
H CHEAHHHTENIHATA | KpaHHHLIHTES
ThKaH MyCKYTHH cria3MH 51 (4.7 0
Muanrus 40 (3.7) 2(0.2)
MyckynHo- 34 (3.1) 3(0.3)
cKesieTHa Gonka B
rbpauTe
Myckyana cnabocr 31(2.8) 1(<0.1)
Bosnika g cnabunaure 17 (1.6) 5(0.5)




Crcremo-oprasen | Hexesana BenukH crenenn
Kiac peaknusg n (%) Creunen>
3 n (%)
Mnoro wecTn | YecTn Hewectn

Hapyurenns na Octpa Gu6peuna 21(1.9) 14 (1.3)

OuOpeuuTe 1 HeJ0CTaTbYHOCT

NHKOYHMTE NETHIA | BrGpeuna 8§(0.7) 6(0.5)
HEZOCTATHYHOCT
Huzypus 52(4.8) 0
Bnbpeyna konuka 14 (1.3) 2(0.2)
Xematypus 205(18.8) 3333.0)
Tonaxuypus 26 (2.4) 2(0.2)
Xunpouegposa 25(2.3) 13 (1.2}
PeTeHius Ha ypHHa 36 (3.3) 4 (0.4)
HHKOHTHHEHLHA HA 222.0) 0
ypuua
Vperepanua 8(0.7) 6(0.5)
obcTpykuma

Hapyuwienus Ha Boska B Taza 20{1.8) 5(0.5)

BB3NPOH3BOAHTETHA

T4 CHCTEMA H

rBphaTa
Ymopa 333 (30.5) 42 (3.3)
Acrenus 227 (20.8) 3229
Iupekcua 90 (8.2) 5(0.5)
Iepudepun orouu 96 (8.8) 2(0.2)

O6m# Hapymenns u) Br3naneHye Ha 23 2.1) 1(<0.1)

edeKTH Ha MACTOTO | THTaBHLHTE

Ha TIPUNOKEHHE Bonka 36 (3.3) 7(0.6)
I'peana Gonka 11 (1.0) 2(0.2)
Orok 8(0.7) 1(<0.1)
TpEnku 12 (1.1) 0
Hepasnonosxenye 21 (1.9) 0
Hamaneno TenecHo 81 (7.49) 0
TEro

sciensanus ToBminena acnaprar 13(1.2) 1(<0.1)
aMuHoTpaKchepasa
TloBuinenyu 7 (0.6) I (<4.1)
TpaHCAMUHAZH

? Ha 6a3a J1abOpaTOPHK CTOMHOCTH
* 3a moBewe HHGOPMALIHA BHCTE TOUKATA N10-A0IY

Onucanve na u3dpaHK HeXeNaHH PeakLHy

Heymponenus u cavp3any kiunuyHit cobumus
Hsnomsaketo Ha G-CSF nokaipa orpaHi4aBaHe Ha YECTOTATA M TEKECTTA Ha HEYTPOTT

W 4.4).




YecroTata Ha HeyTpONeHNs cTeNieH >3 Ha 6a3a 1abopaTtoPHM AAHHM BAPHPA B 3ABUCHMOCT OT H3TION3BAHETO
Ha G-CSF ot 44,7% no 76,7%, ¢ Haii-Hucka 9ecToTa CH001IEHA MPK H3N0N3BAHE Ha npodunaxruka ¢ G-CSF.
Ilo nopo6en naunn wecroTara Ha hebprnna HeyTponenns creneH >3 Bapupa ot 3,2% no 8,6%.
YcnokHeHHs TIpH HeYTpoTieHUs (BK/HOYHTENHO (hebpHiHa HeyTPONEHN s, Hey TPONICHHYHa HH(peKuHa/cencuc
H HEYTPONEHHYEH KOJIHT), KOHTO B HAKOH CIy4aH ¢4 3aBbpIuMny ¢ GaTaneH usxol, ca crobmenn npu 4,0%
OT MALUHMCHTHTE MPH H3I0/I3BAHETO Ha MbpBuiHa nmpoduinaxTrka ¢ G~-CSF, u npw 12,8% ot naumenTture 6e3
Hanompeane sa G-CSF.

Cvpoeunu napyuienus u apummuy

B cGopHis aHanus cbpiedHH CHOUTHS ca ChoGILIeHH npH 5,5% OT natueHTHTE, 0T XouTo 1,1% ca umann
ChpAcYHH apuUTMHH cTeneH 3. YecToTara Ha Taxukapaus npu xabazurakces ¢ 1,0%, kato no-mamko ot 0,1%
e OT cTenet >3. YectoTara Ha nipechpHo MbxAeHE e [,3%. B rpynara ua kaGazurakcen. Cepieuna
HeJI0CTaTLYHOCT € Chobmena npy apaMa naiment (0,2%), KaTO B €AKH OT ABATA CAY4as TOBA € JOBENO 10
taranen usxon. KamepHo MuxneHe ¢ paranen uaxon e cho6meno npr | naument (0,3%) K chpaeveH apect
npH Tpuma nawuedTh (0,5%). HUTo exHo OT Te3n CHOHTHE He & cueTeHo 3a CBBP3aHO CIOPET H3CIEI0BATENA.

Xemamypus

B c60pHua aHanu3 uecToTaTa Ha XEMaTypHs OT BCHUYKH cTeneHu ¢ 6una 18,8% npu 25 mg/m? (Bx Touka 5.1).
Cmymagamu $GaKTopH, KOHTO ca JOKYMEHTHPAHH, KaTo NIPOrpecks Ha 3ab0MIABAHETO, MEXaHHYHK
MaHWTyJIAIMH, HR$EKINA WK aHTHKOAryiaHTHa Tepan#s u Tepanus ¢ /HCTIBC/anetuncanvuuiosa
KHCenHa, ca OHnn HISHTH(OHIMPAHH B NIOVTH NOJIOBUHATA OT CJTy4aMHTe.

Hpyau omicronenun 8 aabopamopuume noxazamenu
B c6open ananH3 wecToTHTE Ha anemus crenen >3, nopuutend ASAT, ALT u O6unupy6UH BB3 OCHOBA HA
OTKIOHEHHS B 1afopaTopHHTE NOKA3aTeNH, ¢a CLoTBeTHO 12,0%, 1,3%. 1,0% 1 0,5%.

Cmomawmo-upeenu Hapyuenus

HabnroaaBanu ca KOMUT (BKTIOYHTEIHO CHTEPOKOIHT H HEYTPOTICHHIEH OHTEPOKOIMT) H racTpuT. Mma
CHLOGIICHUS 32 CTOMALIHO-UPSBEH KPBBOKI/IHE, CTOMAIHO-YpeBHa Nepopais i HACYC (IpesHa
obeTpykupa) (BxK. Touxa 4.4).

Pecnupamopnu Hapyuienus

Cny4an Ha WHTEPCTHUMANHA NHEBMOHUSA/NHEBMOHMT H MHTepCTUIHANHA Genoapobua GoecT, MOHAKOra ¢
araneH u3xon, ce cHO6MABAT C HEM3BECTHA 4eCTOTA (OT HATHYHUTE JAHHH HE MOXKE Ja Ob/ie HanpaseHa
OLICHKA) (Bk. TOuKa 4.4).

Hapywenus na 6u6peyume u nuxoynume nomuwya

Heuecto ce cmﬁmana IHCTHT, ORJUKAIL CE Ha peakuus HA palHALHOHHA T1aMeT, BKTIOYHTEIIHO XeMoparuieH
LIHCTHT.

YleanaTpyyna nonynanus
Bu:xre Touxa 4.2.

EE! ' CnCUHARHH Nonynatuy

Cmapuecka sv3pacm
Or 1092 naumenTH, nexyBanu ¢ kabaskiraxces 25 mg/m? B npoyusannaTa 3a pak Ha npocTaTa, 755 nauHedTH
ca 6WIH Ha BL3PacT 65 WM MOBEYe roAHHH, BKTIOYHTENHO 238 naumenty Hag 75 roqunn. Cneanure
BEXEMATONOTHIHH HEXKENAHH PEAKUHH Ca ChobIeHH ¢ 4ecToTa = 5 Y% 110-BHCOKA NPH NALMEHTH Ha Bh3pacT
65 vnu noBeve roAuHY, B CPABHEHHE C NMO-MIAK naiuenTh: ymopa (33,5 % cnpamo 23,7 %),
(23,7 % cnipamo 14,2 %}, xoncrrnatus (20,4 % cupsMo 14,2 %) # gucnwes (10,3 % cnps
¢b0TBETHO. HeyTponenws (90,9 % cnpamo 81,2 %) u tpomGouuronenns (48,8 % cnpsm
5 % no-BHCOKH NpH NAUMEHTH Ha Bh3pacT 65 4is MoBeYe roAUHH, B CpaBHEHHKE ¢ TO-MJT
Heytponenus u geOpunna HeyTponeHus cTeneH > 3 ca ¢hobIueHH ¢ Hal-BHCOKaTa D
MeJK/1y ABETE Bh3PATOBM rpymu (cboTBeTHO 14 % W 4 % MO-BHCOKA MPH HALHEHTH > 65
CpaBHEHNE C MAUHEHTH < 635-roxuIIHa Bb3pacT) (8. Touky 4.2 u 4.4).




CrobiaBane Ha NOKO3UPAHU HeKEAHN PEAKITHE

CrobiaBaHeTo Ha NONOIHPAHH HEXKEIAHH PeakiiEH cile] pa3pemasane 3a ynorpeba Ha JekapcTBeHus
MIPOAYKT € BaxHO. ToBa no3BoNABa Ja NPOXBIKH HABMIONEHHETO Ha CHOTHOIECHHETO MO3a/PHCK 3a
NeKapeTBEHUA NpoayKT. OT MENHIMHCKHTE CNISUHATHCTH C& M3MCKBA 112 CHOOIABAT BCAKA NO03MpaHa
HEMENaHA PeaklHa upes:

H3nenHKrTEHA areHIMA MO NeKapcTBaTa

yn. Jlaman lpye” Ne §

1303 Codun

Boarapus

Ten.: +359 2 8903417

yebcaiit: www.bda.bg
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He ¢ u3RecTeH aHTHROT Ha KabazuTakces. OYaKBaHUTe YCI0KHEHUS NPH IPEAO3HPAHE C& CHCTOAT B
exsalepbalyst Ha HeXKEaHNTE PeakLMM, KaTo IOTHCKAHE HA KOCTHHS MOZBK H CTOMALIHO-YPEBHY
Hapyuiehus. B cnyuyaii va npenosnpase, naiueHThT TpAbBa Aa GBae 3aIbpXKaH B CICLMAITH3IHPAHO 3BEHO U
BHUMATENHO Apocnenssad. Beamoxkno Hali-6bp30 cnes ycTraHOBARaHE Ha NPEAO3HPAHETO, NAUMEHTET
Tpabea na nodayuu G-CSF B TepanesTruuny go3u. Tpabea aa ce npeanpHeMaT APYTH NOAXOAKIIH
CHMIITOMATHYHH MEPKH.

5.  OAPMAKOQJOI'MYHU CBOMCTBA
5.1 DapMakoAERAMETHH CBOACTBA

(DapMaKoTepaneBTHYHA rpyna: AHTHHEOIIACTHYHHU cpelcTra, Takcand, ATC xoa: LO1CD04

MexaHW3BM Ha JeicTBre

KaGasWTakcen e aHHTHHEOTUIACTHYHO CPEICTBO, ACHCTBAIIO YPE3 HAPYHIaBaHE HA MHKPOTY Gy IHaTa
Mpexka B kneTkuTe. Kabasurakces ce cabp3Ra ¢ TYOYIMHA H CTHUMY/IHPA HATPGKAZHETO HA CTaBHIAN
MHKPOTYGYJTH OT Ty0Y/IHHA KATO eHOBPEMEHHO ¢ TOBa HHXHOHpPR TAXHOTO pasnanane. TOBa BOK 10
crabunusdpase Ha MEKpOTYSyaiTe, KOETO BOAH A0 HEXMOHPAHE HA MUTOTHYHHTE M HHTEP(asHUTE
KIETBYHH (Y HKIHH.

PapMakoRHHAMHTHH edexTh
KabasHrakce IeMOHCTPHPA IIHPOK CNEKTHP HA AHTUTYMOPHA AKTUBHOCT CPEULY ABAHCHPANM YOBESHIKH
TYMODH, NpHcaleHy Ha MUKy, KabasuTakcen e aKTUBEH NPH fovieTakce -4y BeTsuTentn  Tymopy. OceeH

T0BA Kab23MTAKCEN AEMOHCTPHPA AKTHBHOCT IIPY TYMOPHH MOJIENH, HeYYBCTBHTENHE HA XHMMOTEpanus,
BWHOYBALIA JOLETAKCEI.

Knnpnuna edmkacHocT U GezonacHocT

Edukacuoctra u 6e3onacuocta Ha kabasfTakces 8 KOMOHHALIWA ¢ (IPeJHMIOH WM TPEAHU3ONOH ca
OLiEHEHH B PAHAOMU3HPaHO, OTBOPEHO, MENIYHAPOAHO, MHOTOLISHTPOBO Ipoyusane ja3a IIl (EFC6193)
NpH MaUKEHTH ¢ METACTATHYEH, PE3HCTEHTEH HA KACTPALkA PaK Ha IPOCTATATA, IEKYBAHH [PEJH TORA MO
CXeMa, ChbpiKala AOLETAKCEN.

KpaliHH TOYKH BKIOUBAT: MpexyBieMocT Oe3 nporpecns [(PFS) (aedunupana kato BpeM
PaHIOMM3aLMA 10 TYMOPHATA POrpecHs, MPorpecHs Ha npoctara-cneupHuHus amnre
nporpecHs Ha Gonkara Win CMBPT MOpaJH KAKBATO U 1 € IPHYMHA, KOETO C¢ NOABH ITEpf



Bonxara [oueHeHa NocpeNICTBOM CKANATA 33 HHTEH3UTETA HA MOMeHTHaTa Gonka (PPI) oT 8bIpocHUKa Ha
McGill-Melzack u AranretutueH ckop (AS)] H o1ronop ha Gonxara (nedHBMPaH KATO 2 TOYKHM NO-TONAMO
HAMANCHHE CUPAMO H3XONHOTO HMBO HA MeAnaHaTa Ha PPI Ge3 cwurbTeTBamO YBReTHUEHHE Ha AS, WK
HaManeHue ¢ 250% npH HINON3BAHE Ha AHANTETUK CIPAMO  HIXOIHATA CTOHHOCT Ha AS Ge3 CrnbTeTRano
VB&Nu4eHHe Ha OonkaTa).

O6uto 755 nauueHTH ca paHIOMM3Mpay Na NOTYYaBaT Wi kabasurtakcen 25 mg/m” HHTpaBeHO3HO HA
BCEKH 3 COAMULM 32 MAKCUMYM 10 UHKEJIA C NPCAHHIOH HTH TIPEAHM30NON 10 ME AHEBHO NEPOPAITHO,
WJTH MHTOKCAHTPOH 12 mg/m? BHTPaBEHO3HO Ha BeekH 3 CeMMIM 3a MakchmyM 0 IKBIa ¢ NIPEeRHH30H
Wiy npeaHnzonon 10 mg nuesHo nepopanso (n=377).

Tosa npoy4BaHe BKIIOURA MALHEHTH Ha BH3PaCT Ha/1 1 8 ro/IMHM ¢ MeTACTATHYEH, PR3UCTEHTEH Ha
KacTpaums pax Ha f1pocTatara, wamepuM 1o kpurepun Ha RECIST unn Hensmepumo sabonasane ¢
yBeNiaBaHe Ha HHBaTa Ha PSA wnn nossa na HoBM nesuu,  byHKLMOHANEH cTaTyc o1 0 A0 2 ciopen
H3tounara KoonepaTisHa rpymna ro oukogorus (ECOG). [auuenrdre e tpaGpano na uMaT HeyTpoduis
>1 500/mm’, TpomBGoLTy > 100 000/mm?, xemornoGun >10 g/dl, kpeaturun <1,5 x TTH, o6y
6nmpy6uu <1 metT [TH, AST v ALT <1,5 momu ITH.

TaupenTH ¢ araMHesa 3a 33CTOHHA ChPEYHA HEOOCTATHYHOCT WK MHGAPKT HA MUOKAPNA Npe3
nocneiHuTe 6 Mecella, WK NAIMEHTH ¢ HEKOHTPOJIMPAHA ChP/ICUHA APUTMHSA, CTEHOKAPAHNA Wi
XHIIEPTOHMA, HE Ca BIJIIOYBAHH B TIPOYYBAHETO.

Hemorpadexure nanny, BKTIOUBAIIM BB3PACT, paca W hyHKkiIMonasinws cratye cniopea ECOG (0 1o 2) ca
pasnmpeieneHd MeXy PAMEHATR Ha JiedeHueTo. B rpynara na xaGasutakcen cpeaHata Bh3pact ¢ 68 roguHu,
B Auanason (46-92) u pacosoTo pasnpenesneHue ¢ 83,9% 6wna, 6,9% azmatcxa/opreHTAICK, 5,3% yepHa 4
4% mpyru.

Cpeauuat Gpoli na umknyTe ¢ 6 B rpynata Ha kaGasurakcen u 4 B rpynaTa Ha MHTOKCAHTPOH. BPosT
Ha MALHEHTHTE, KOKWTO ¢a 3aBBbPIUKIH ISYeHHETO B npoyyuBaneto (10 uuKena) e choTBeTHO 29,4% M
13,5% B rpynara Ha kabasuTaKcen U B CPABHUTENHA IPYIA.

Of1maTa NpeXMBAEMOCT € 3HAMUTE/IHO NO-NPOALDKUTENHA ¢ KabasuTakce, B CpaBHEHHE C
MUTOKCAHTPOH (CBOTBETHO 13,1 Mecena copamo 12,7), ¢ 30% HamasigBase Ha PUCKA 34 CMBPT, B
CPaBHEHHE ¢ MUTOKCAHTPOH (BiK. Tabmaua 3 # durypa 1).

Ioarpyma ot 59 nauuenTy ca NOMTy4aBATH Pe TOBa KyMy/IaTHBHE 2033 AoLeTakcen <225 mg/m?
(29 nanmeHT! B paMoTo Ha kabasurakcern, 30 naiMenTy B pamoTo Ha MuTOKcaHTpoH). He ce
HalJIFOABA CTATHCTHHECKA PAATHKA B 061ATA NPEXMBIEMOCT NpH Tasu Fpyna naumentu (HR
(95%CI) 0,96 (0.49-1,86)).

Tabnuya 3 - Epuracuocm na xabasumaxcen 6 EFC6193 npoyusane npu nevenuemo na nayuenmu ¢
Memacmamuyen, PeuCmenmen Ha KACMPAYUs Pax #a npocmamana

KabasuTaxcen + npeqnaion MuTokcarTpoun +
n=378 IPeIBA30H
=377
Ofma npexnBgeMocT
Bpoii nounnain namver (%) 234(61,9%) 279 (74%)
MenuaHa Ha DpeXUBASMOCT 15,1(14,1-16,3) 12,7 (11,6-13,7)
(mecenm) (95% CI)
Koepuusenr Ha pucka {(HR)! 0,70 (0,59-0,83)
(95% CI)
P-CTOMHOCT <0,0001

"HR ¢ onpeaernen o Mogena Ha Cox; kKoeGHURENT Ha pucka noj 1 e B nosrza Ha xaba3suTak,
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Duzypa 1: Kpusu na obwa npexcusaemocm no Kaplan Meier (EFC6193)

Habmopasa ce ysennuensic Ha PFS B pamoTo Ha kabasurakcen, B CpaBHEHME ¢ PaMOTO Ha
MHTOKCAHTPOH, CvoTeeTHO 2,8 (2,4-3,0) Meceua cnpsamo 1,4 (1,4-1,7), HR (95%Cl} 0,74
(0,64-0,86),

p<0,0001.

Ha6aonaea ce 35a4HMTENHO [0-BUCOKA HECTOTA Ha TYMOPHYS OTroBop ot 14,4% (95%CL:
9,6-19,3) npu nauHeHTHTE B paMOTO Ha kaBaswrakcen, B cpashenye ¢ 4,4% (95%Cl: 1,6-
7,2) 3a NaNMieHTHTe B PAMOTO HA MUTOKCAaHTpOH, p=0,0005.

BropuunwTe kpaiinn Toukn Ha PSA ca mooxkurenHy B pamoTo sa xabazmrakcen. Habmozasa
¢e meauana Ha PSA nporpecus ot 6,4 mecena (95%CI: 5,1-7,3) npH nallueHTUTE B pamMo
kabasurakcen, B cpaBHenHe ¢ 3,1 Mecena (95%Cl: 2,2-4,4) 8 paMOTO Ha MUTOKCAHTPOH,
0,75 mecena (95%CI: 0,63-0,90), p=0,0010. OrrosopuT Ha PSA e 39,2% npu manmeH™
paMoTo Ha kabasurakcen (95%CI: 33,9-44,5) cnpsmo 17,8% nipu NaugeHTHTE Ha
MHTOKCAHTPOH (35%

CI: 13,7-22,0), p=0,0002.



He ce HabatonaBa cTatMcTHHEcKa PaiTiKa MEXIY ABETE PAMEHA HA JIEYEHAE NpU
nporpecys Ha 6Goskara u oTroBop Ha Gonkara.

B eano nennepHopHO, MHOrOHEHTPOBO, MHOTOHALHOHAIHO, PAHAOMAIHPAHO, OTBOPEHO
npoyusase ¢asa III (EFC11785), 1 200 nauuenTs ¢ MeTacTaTHYEH, Pe3HCTEHTEH Ha
KACTpAuHs paK Ha TPOCTATATA, ACKYBAHM TIPS TOBA ChC CXEMA HA NIeYeHHE, CHABPHKALIA
HoueTaKcen, ca GiIH paHROMHIHPaHH Aa NOIyYaT 2osa kabasurakcen 25 mg/m” (n=602)

wiv 20 mg/m? (n=598). O6mara npexussemoct (OS) e Guna mspBHYHATA KpaifHa Touxa 3a

e HKaCHOCT B TPOYHBAHETO.

Tpoy4saneTo € MOCTHTHANO CBOSTA TLPBHYHA LIe/T 3 ASMOHCTPHPAHE Ha HEHH(EPHOPHOCT Ha
xabasuraxcen 20 mg/m? cipamo 25 mg/m? (Buk Tabnuua 4). CTaTHCTHYECKH 3HAUAMO NO-
BHCOK npoueHT (p<0.001) mauwmenty ca nokasamu PSA otrosop B rpynara na 25 mg/m?
(42,9%) B cpaBReHMe ¢ rpynaTa Ha 20 mg/m?(29.5%). Ha6mi00aBaH & CTATHCTHYECKH IHATHMO
n0-BUCOK PUCK  OT PSA niporpecHs npu nanpeHTHTE Ha J03a 20 mg/m” cnipsMo Teau Ha f03a
25 mg/m?(HR 1,195; 95%CI: 1,025 no 1,393). HaMa cTaTHCTHYECKA 3HAYMMA pasiHKa 1o
OTHOLUEHHE HA APYTH BTOpNYHK  Kpaithv Touky (PFS, Tymoper win 60i1koB 0TroBop, TyMopHa
i GONKOBA Mporpecus, v HeTHpH noakareropuu Ha FACT-P).

Tabruya 4 - Obwa npexcuenemocm 6 npoyueanemo EFC11785 g pamomo na xabasumaxcen 25 mg/m’
cnpamo pamomo na kabasumaxcea 20 mg/m’ (Inteni-to—treat analysis) — ITepeuuna kpating moura sa

epuxacrnocm
CBZ20+PRED »=598 CBZ25+PRED n=602

O6ma apexubBsgeMocy

bpoii cMbpTHE cnyyau, i1 (%) 497 (83.1 %) 501 (83.2%)

Meauana Ha npexxcueaeMoct (95% 13.4(12.19 10 14.88) 14.5(13.47t0 15.28)

CI) (mecertn)

KoeduuenT 1a pucka®

cripamo CBZ25+PRED 1.024 -

[-cTpanna 98.89% UCI 1.184 -

1-crpanka®5% LC1 0.922 -
CBZ2(0~Kabasuraxcen 20 mg/m’, CBZ25=Kab6asurakcen 25 mg/m’,
PRED=TIpeanuzon/TIpeanuzonou

Cl=nosepwrenen urrepsan, LCI=nonHa rpasuua va gosepurennna untepsan, UCI=ropna rpanvia  Ha
JIOBEPUTETHUA HHTEPBAN

s KoedwuneHr na picka e otener upe3 perpecronen Mozen Ha Cox 3a NIPOTIOPUHMOHANHOCT HA PUCKA.
Koedutent Ha prcka < | noxasea no-HUCHK prck npd kaGasurakcen 20 mg/m” capamo 25 mg/m®.

IMpodwuskT Ha GesonacHocT Ha kabasurakcen 25 mg/m’, nabnronaran B npoyusane EFC11785, ¢
Nof06eH KONMUECTREHO H KAYSCTBEHO Ha TO3M, HabmoxaraH B npoyusatieto EFC6193. Ilpoyusaneto
EFC11785 nemorctppa no-no6sp npodmn va 6esonachoct 3a kabasutakce:n npy 1o3a 20 mg/m’,




Tabruya 5 - Pestome na Oannume 3a 6e3onacrocm 6 pamomo Ka xabazumaxcen 235 mg/m’ cnpamo pamomo
Ha kabazumarcen 20 mg/m’ ¢ npoyveanemo EFC]]785

CBZ20+PRED CBZ25+PRED
n =580 n =595
Mennana Ha 6pos MKIH/
Meapaua na
POTLIDKHTEIHOCTTE e 6/ 18 cenmuim 7/ 21 ceqmuum
JeyeHue
Bpoil nauuenTy ¢ peayKimMa Or 25 to 20 mg/m?: 128 (21.5%)
Ha posara n (%) Or 20 to 15 mg/m%: 58 (10.0%) Or 20 to 15 mg/m? 19 (3.2%)
Or 15 to 12 mg/m*: 9 (1.6%) Or 15 to 12 mg/m?: 1 (0.2%)
Benaku creneH BA RexKeJARH peaknun® [%)
Juapus 307 39.8
lanene 24.5 321
YMopa 24,7 27.1
Xemarypus 14.1 20.8
Acrenns 15.3 19.7
Hamases anetur 13.1 18.5
Hosprulane . 145 18.2
KoucTturnanms 17.6 18.0
Bonka B repba 11,0 13.9
KITHHMYHA HEYTPONSHHA 3.1 10.9
Hudekins Ha nMUKOuHATE 6.9 10.8
iTETHING
TlepudepHa cenzopHa 6.6 10.6
HEBpONaTHs
Jucreysus 7.1 10.6
Crenen > 3 uexenann peaxunn® [%}]
Knunnuna HeyTponenus 2.4 9.6
Pebpunia HEYTPOTICHHS 2. 9.2
Xemaronoruanu orkionenns’ | %]
Crenen > 3 HeyTponeHua 41.8 73.3
CreneH > 3 aHeMusa 9.9 13.7
Crenen > 3 26 4
_ TPOMGOLHTONMEHKA
CBZ20: Kabasutakcen 20 mg/m?, CBZ25: Kabasuraxcen 25 mg/m?, PRED: IMpenunson/TIpeasHnsonon
a BCHYKH CTECHH HA HEKENAHH PEaKUMHM ¢ YECTOTa 10-BHCOKA oT 10%
b Crenen > 3 Hexxenasy peakuMy ¢ 4eCTOTA MO-BUCOKA OT 5%

¢ B13 ocHoBa Ha naboparopau cTolHOCTH




B exHO npocneKTHBHO, MHOTOHALUMONANHO, PAHNIOMU3HPAHO, KOHTPOIMPAHO ¢ AKTHBHO BELIECTBO, OTKPUTO
npoyusase ¢aza IV (LPS14201/npoyusane CARD) 255 nauueHTH ¢ METACTATHYEH, PE3HCTEHTEH Ha
KacTpauus pak Ha npoctatara (MCRPC), nekysanu npeu ToBa B MPOU3BONEH PeAl ChC CXEMA, ChABPKALE
ARoueraxcen ¥ ¢ AR-TapreTsHo cpencTBo (abHpaTepor Wik eH3anyTaMuj, ¢ NPOrpecHs Ha 3afondsadeTo B
paMkuTe Ha 12 Mecena OT HaYAN0TO Ha JISHEHHETO), ¢a PARHAOMH3MPaHH Ja Nonyyasar kabasurakcen 25
mg/m? Ha Beeku 3 CeMKLM IUTIOC NIpeIHW30H/pemsonos 10 mg axesro (i = 129) win AR-TapreTHu
epeactsa (abuparepon 1000 mg BeAHBK HEBHO IUTIOC NPSIHH3OH/NPEAHU3ONOH 5 Mg ABA ITLTH JHEBHO HITH
eHzanyTamua 160 mg peanwic IHEBHO) (n = 126). Pexnrrenorpafck olleHeHaTa DpekuBseMocT 663
nporpecus (tPFS), onpenenena ot PaGorHara rpyna 3a pak ua npoctarara-2 (Prostate Cancer Working
Group-2, PCWG2), e nepeHyHaTa kpaiina Touka. Bropiunute kpaiiuy TOUKH BRIKOUBAT 06mia
TIPERUBAEMOCT, MPEKHBAEMOCT Ge3 mporpechs, PSA oTroBop B TyMOpeH 0OTrokop.

Jemorpadckure H U3XOAHHTE XAPAKTCPHCTHKY ca GanaHcHpaHH MeXIy rpynHTe Ha deuerne. Ha maxoano
HHMBO, 0OMaTa Meana Ha Bp3pacTTa e 70 roavHH, 95% oT naugenTtuTe ca umama ECOG PSor O mo 1, ¢
meanana Ha Gleason cxop 8. Lllectaecet u eaun npouenta (61%) OT HALIMEHTHTE Ca MMM TIPEAIECTRALIO
JieveHke ¢ AR-TapreTHo CpeACTRO ciiel| NPeUISCTBALIA CXEMa ¢ JOHETAKCEN.

TIpoyusaneTo € MOCTHTHAIO CBOATA MBPBHYHA KpaiiHa Touka: rPFS € 3HAYMTENHO NO-Tera npH
xabazurakcen B cpaBReHHe ¢ AR-TapreTHo cpedcTBo (chotBeTHO 8,0 Mecena cnpamo 3,7 Mecena), ¢ 46%
HamassBaHe Ha PHCKA OT NPOTpechi (peHTreHOrpadcky oleHeHa) B cpasHelte ¢ AR-Taprerro cpelctao (B,
Tabnuila 6 4 purypa 2).

Tabnuya 6: Euxacnocm Ha xabazumaxcen 6 npoyusanemo CARD npu nevenue Ha nayuesmu ¢
MEMACIRAMUNER, PEIUCMENMEH 1A KACMpayus pax #a npocmamama (Intent-to—treat ananus) —
penmaenozpagicku oyenend npexcussiemacm 6es npoepecun (rPES)

Kabasuraxce: AR-TapreTHo cpeacTeo:
+ MpeaHU30R/ TIPS THAIONOH A6 P pencrso:
+ G-CSF HpaTepoH+ NPeIHU3ON/
OPEIHU30NIOH
MM ExsanyTaMHua
n=129 n=126
bpoii crbutrs Kem Kpativata nata (%) 95 (73.6 %) 101 (80.2 %)
Mennana Ha tPFS (Mecenn) (95 % CI) 8.0(5.7t09.2) 3.7(281t 5.1
KoeduuuenT na pucka (HR) (95 % CI 0.54 (0.40 t0 0.73)
_p-croiitioet’ < 0.0001

'erparuduumpan log-rank Tect, npar ua 3nauumoct = 0.05
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MapKipOBKHTE TTOKA3BAT UEH3Y PUPAHM TaHHH.

Puzypa 2: ITvpeuvna kpating mouxa: Kpusa ra Kaplan-Meier na penmeenozpageru oyenenama PES
(ITT Population)

I'naHupatinte atanuiu Ha noarpyny 3a rPFS, 6asupany Ha GakTopy Ha CTpaTM(GUKALUA TIpU
PaHOMH3aLHATA, AasaT KoeduuueHT Ha puck 0,61 (95% CI: 0,39 no 0,96) npu nanuenTy, KouTo ca
TIOJly4aBany npeaBapuTento AR-TapreTHo CpecTBO NPeay AOLETAKCEs i KoeHLMeHT Ha puck 0,48
(95% CI: 0,32 5o 0,70) npy NamMenTH, KOWTO ¢4 NONy4aBany npeapapuTenso AR-TapreTHo cpeacTso
e JOLETAaKCelT.

KaGazurakcen noxa3sa CTATHCTHYECKO TIPERBIXOACTRO TI0 OTHOINEHWE Ha AR-TapreTHuTS
CPaBHHTE/THH JIeKapCTBEHH NTPOAYKTH 3a BCAKA OT anda-3allHreHiTe KIF0OUOBH BTOPHYHH Kpalinu
TOUKH, BKIFO4HTEIHO 061a npexupaemoct (13,6 meceua 3a pamoro na kabasutaxcen cnpsamo 11,0
Meceua 3a pamoTo ¢ AR-tapreTno cpeactso, HR 0,64, 95% CI: 0,46 a0 0,89; p = 0,008),
npexussaeMocT Ges nporpecns (4,4 Mecela 3a pamoto Ha kabazuTakcel cnpaMo 2,7 Mecewa 3a paMoTo
¢ AR-tapretHo cpeactso, HR 0,52; 95% CI: 0,40 no 0,68), notsspaen PSA ortrosop (36,3% 3a
pamoTo Ha kaGasurakcen cipsamo 14,3% 3a pamoro ¢ AR-rapreTHo cpeactro, p = 0,0003) 1 Haili-
no6Bp TyMOpeH otrorop (36,5% 3a pamoTo Ha kaGazutakces copsmo 11,5% 3a pamoto ¢ AR-
TApreTHO cpeactso, p = 0,004).

[Tpopunrtr Ha GelonacHocT Ha kaGazurakcen 25 mg/m?, nabmonasan B npoyupareto CARD, karo
UANO CHOTBETCTBA Ha TO3M, Habmonasal B npoyuratinsta TROPIC u PROSELICA (k. Touka 4.8).
YecroTata Ha cTeneH > 3 HexkenaHH cBOMTHA € 53,2% B pamoTo Ha kabasurakcen cnpamo 46,0%




HecTorata Ha NAMEHTHTE ¢ HEXENAHH CHONTHA, BOEWIM A0 CMBPT, € 5,6% B paMoTo Ha
kabasurakcen cnpamo 10,5% 8 pamoto ¢ AR-TapreTHo cpencTso,

ITennarpuyuHa nonysauus

Esponefickara areniyn no nexapcrsata ocBoG0KAARa OT 3a{B/DKSHHETO 33 PEROCTABAHE HA
Pe3yIITaTHTe OT POy YBaHKA ¢ KaBasHTAKCEN BHB BCHUKH [IOATPYNH HA TIEMATpHYHATA
NOTyNalMA Mph NOKa3aHUETO paK Ha NMpocTaTara (Bxk. Touka 4.2 3a MHGOPMAUHS OTHOCHO
ynorpeba B NeqHATPUATA).

Kafa3urakcen e oLieHeH B OTKPHTO, MHOTOLIEHTPOBO Npoy4BaHe haza 1/2, nposeneno npu o6mo
39 neawaTpudHH NALMCHTH (Ha Bb3pacT MexAy 4 # 18 rognum 3a dasa | uacTTa OT IPOYYBAHETO
H Mexny 3 u 16 roaunu 3a dhasa 2 4acrta oT npoyyeaneTo). Bue dasa 2 uactra He ce gokaza
e(UKacHOCT Ha Kafa3uTaKce/ KaTo MOHOTEPANUA B S AHATPHUHATA NMOTYNALKA C pellMIHBHPALI
WM pedpaxTeper gudy3eH riuoM Ha Mo3buHus cteon {diffuse intrinsic pontine glioma, DIPG)
H BucokocTeneneH ravom (high grade glioma, HGG), nexyBanu ¢ nosa or 30 mg/m?.

5.2 dapmaxoKHHETHIAH CBOlCTRa

HzebpiueH e nonynanuoneH dapMakOKHHETHYEH aHATH3 MpH | 70 NaUMeHTH, BIUTIOYHTEAHO
TIALMEHTH ¢ aBAHCHPAJiH COJHMIHH TYMOPH {n=69), MeTacTaTH4eH pak Ha repaata (n=34) 0
METACTaTHueH pax Ha mpocTaTara (n=67). Tesn nauueHTH ca npueMany kaGasurakcesn B AO3H OT
10 1o 30 mg/m’ ce/MMYHO WK HA BCEKU 3 CEAMHMLIA.

Abcopbuns

Crea enno4acoBo HHTPABEHOIHO NPUIOKEHHE Ha 25 mg/m? kabasHTaxcen NpH NAIMEHTH ¢
METaCTATHYCH paK Ha 1ipocTataTa (n=67), Cunax e 226 ng/ml (koedrument Ha Bapuaups (CV):
107%) n e AocTHrHaTa B Kpas Ha enHouacoara HHGY3us (Tmax). Cpesmara AUC e 991 ng.h/ml
(CV:34%).

He e nabmonasatio roaamo OTINOHEHUE B 1030BaTa MPONOPLMOHANHOCT oT 10 10 30 mg/m? npu
MAMEHTH ¢ ABAHCHPAIU CONMARKN TyMopu (h=126).

Paznpenenenne

O6embT Ha pasupenerneHue {Vss) e 4 870 1 (2 640 Um? 3a nauMesT che cpe/iHa TeecHa NOBBPXHOCT
1,84 mz) B CTALIHOHAPHO CHLCTOSHHE,

In vitro cawp3BaHeTo Ha KaBasHTAKCEN C YOBEIIKHTE CepyMHH IPOTeHnY ¢ 89-92% M se ce Hacuia
no 50,000 ng/ml, koeTo 06XBalla MAKCHMANTHATA KOHUCHTPALHA, HA01022BaHA B KIIWHHYHH
npoyuBadus. Kaba3ntakcen ce cBLP3Ba OCHOBHO C HOBRIIKHSA cepyMeH anbymu (82,0%) u ¢
mnnonporennute (87,9% 3a HDL, 69,8% 32 LDL u 55,8% 3a VLDL). In vitro choTHOmEHUATa HA
KPBBHA KbM

[Ia3MEHA KOHUEHTPALMS B YOBEUIKATA KPbB, KOMTO ca B rpauuiute ot 0,90 no 0,99 nokaasar, ue
KaBasHTaKcesl ce pasnpenes eqHAKBO MEXTY KPHLBTA M IUIA3MATA.

Buorpanchopmanms
KaBasutaxces ce MeTaboNIM3Mpa eKCTCHIHBHO B MepHHa Apo6 (>95%), rmasHo upes CYP3A
usoeH3nMa (80% no 90%). Kabasurakcen e 0CHOBHOTO UMPKYIHPAO CHEHHEHHE B HOBEILKATA
w1a3ma. B nnasmata ca orxprTy cenem MetabonuTa (BKIIOUHTENHO 3 AKTHBHM MeTaGonKTa B
cnencrede Ha O-AeMETHIMPANE), KATO OCHOBHHAT NPEACTABNABA 5% OT EKCIIO3MUMATA HA OCHOBHOTO
BerectBo. Okono 20 MetabonuTa Ha kabasHTaKcen ce eKCKPETHpaT ¢ ypuuata u dereca.

B3 ocHOBa Ha in Vifro NpoyuBaHUS, NOTEHUNATTHUAT PHCK 38 WHXHOHPAHE OT KaGasHT:
KITHHUYHO 3HAYHMH KOHUEHTPALMH € Bb3MOKEH 3a ISKAPCTBEHH MPOLYKTH, OCHOBHO,
CYP3A.

Knusyuno npoyysane ofave nokazsa, ye kabazuraxcen (25 mg/m’ npunoxken xa
1-uacosa uhby3ni), He IPOMEHA NTAIMEHNTE HUBA HA MUJIA30MAM, KOMTO € Hicnex




CYP3A. lopann ToBa, CHITBTCTBALIOTO MPUIIONKEHHE B TEPANEBTHMHHU A03H Ha Cy6cTpaTu Ha
CYP3A ¢ kabasuTakcen npH NaUMEHTH, HE CE 0YAKBA 12 KMA KIMHKYHO 3HaueHue.

Hsama notesupanes puck 3a HHXHOHpaHe Ha 1€KapCTBEHH TIPOAYKTH, KOHTO ca CyBCTpaTy Ha IpyTH
CYP ensnmu (1A2, 2B6, 2C9, 2C8, 2C19, 2E1 v 2D6), chino Taka HAMA MOTEHUHATIEH PHCK 32
YHIYKUHS 0T KabasHTakcen Ha AexapcTBeHH NPOAYKTH, cyGetpat ua CYPIA, CYP2C9 u CYP3A.,
KaBasurakcen ve naxubHpa in vitro 0CHOBHMA BT Ha GuoTpancdopmauus Ha Bapdapus B
7-xugpoxcuBapapin, xoeto ce Meginpa oT CYP2C9. CnesosatesHo He ce OYaKpaT
thapMakOKHHETHYHY B3aUMoAeHCTBHA Ha kabasuTakcen ¢ sapdapuu in vivo.

In vitro xabaanrakcen He uuxubupa Multidrug-Resistant Proteins (MRP); MRP1 u# MRP2 nnu
Oprai4HuA KarnoHeH tpancnoprep {OCT1). Kabasurakcen vuxubupa TpaHcnopTupateTo na P-
rnuxonpoTenna {PgP) (nurokcus, sunbnactur), Breast-Cancer-Resistant-Proteins (BCRP)
(METOTPEKCAT) H TPAHCOPTHPALIMA NOSMIICITTHA Ha opradidny aduonl OATPIB3 (CCKS8) B
KOHLICHTPALNHY Hai-Manko 15 MbTH OT Hab/IF0AaBaHHTE B KIHHHYHHE YCJIOBYA, IOKATO
vHXHOUpaneTo Ha Tpascnopta Ha OATPIBI (ectpanmon 1 78-rmokypoHu) € B KOHUSHTPaUHH
CaMoO 5 TETH OT HAOMONABAHUTE B KITHHHUEY yCIIoBHs. ClIeIOBATENHO PUCKET 33 B3aMMOACHCTBHE
invivo cse cyBorpath Ha MRP, OCT1, PgP, BCRP u OATP1B3 B aosa 25 mg/m’ e manko
BeposTeH. BeaMomeH e prck 3a B3auMozetcTere ¢ OATP1BI1 tpancnoprep, ocoleso 110 speme Ha
uHdy3uara (1 yac) u no 20 muiyTH ceg kpast Ha HHBy3HATA (BK. TouKa 4.5).

EnviMuunpane

Cnea eanovacopa nuTpaseno3ua uHpysus Ha Mapkupad '*C kaGasutakcen B no3a 25 mg/m? npu
MaLMeHTH, ApubansuTeHo 80% oT npuiokenaTa 103a ce ENMMHHHPA B PAMKHTE Ha 2 CEIMMLIA,
Ka6aswurakcen 0CHOBHO te eKCKpeTHpa Upes (eneca Kato MHOKeCTBO MeTabommth (76% oT no3aTa),
AOKaTo 6b0peyHaTa eKCKpELIHs Ha KabasuTakcen U MeTaGonuTHTE € Mo-Manko ot 4% or go3ara (2,3%
KATO HETIPOMEHEH NeKAPCTBEH NPOAYKT B YPHHATA).

Kabfasurakcen HMa BHCOK iL1a3MeH KIHPBHC 0T 48,5 1/h (26,4 Vh/m? 3a nanmesT obe Cpeana TeecHa
MOBLPXHOCT 1,84 m?) M 1BBI TEePMHHANEH NONYKHBOT 95 uaca.

CreLHaTHy MOy aaHK

ayuenmu s cmapuecka sv3pacm

B nomynauuoHer gapMakokHHeTHYEH aHanu3 npy 70 NauMeHTH Ha BBApacT 65 1 MOBeYe FOAMHK
(57 o1 65 10 75 1 13 nauveHTH Hal 75 rogkHK) He e HabmMoaaBRaHO BIMIHAE HA Bb3pPacTra BLPXY
(apMaxoksHeTHKATA H2 KabasuTaxces.

Heduampuunu nayuenmu

besonacnocTTa M edrkackocTTa Ha KaGasuTakcen NPH Aela W IOHOWH 1o] | 8-roauiuya sE3pacT He
¢a YCTAHOBEHH.

Heprodpobro yepexcoarie

Kabasurakcen ce eTHMHHUPA OCHOBHO 9pes YepHoapoteH MeTaB0MH3BM.

Crierinanto npoy4saHe npu 43 OHKONOrHYHA IALMEHTH C YEPHOAPOGHO YBPekIaHe He NOKA3Ba
BIIMsHME Ha JiekoTo (o6m 6umupyGuH >1 o <1,5 mui ITH wnm AST >1,5 neru T'TH) win ymepeuno
(06w 6rmpy6un >1,5 go <3,0 e I'TH) uepHoapo6uo yBpexIaHe BhPXY hapMakoKHHETHKATA Ha
KaGasnTakcel. Makcumanuara noHocuMa Ro3a {MIIJ1) ua kabasurakcen e croretio 20 mg/m2 u

15 mg/m2.

Hpw 3 nanuenTy ¢ Texxo gepHonpobHo yepexaane (o6m Gunupy6ux >3 nvtv ['TH) ¢ HaGmosaBaHo

OKa3Ba H3BECTHO BIIMAHHE HA TEXKKOTO YEPHOUPOOHO YBPEKIAHES BEPXY hapMaKOKUp
kabazurakcen. He e ycranosena MITJ] na kaGasprakcen npy NaLMEHTH C TEXKO Yeph
YBpEKAaHe. {
B3 ocHoRa Ha mavrKTe 3a Ge30NacHOCT H MOHOCHMOCT, A02aTa Ha kabazuraKkcen
HaMAaNH NpH NALYEHTH € JIEKO YePHOAPOORO yBpexaaHe (Bxk. ToukH 4.2, 4.4), Kabs




NPOTHBOTIOKA3AH [IPH NALHEHTH ¢ YMEPEHO WIH TEXKO YepHOApobHO yepexaaHe (BXK. Touka 4.3),

Bvbpeuno yepedcoane

Exckpeunara Ha kabasutakces npe3s 6s0penure e Munumanna (2,3% ot faosara). [lonynauvonen
(apmakokuHETHUEH aHATH3, H3BBPLICH NpH | 70 nalueHTH, BTousam 14 NalMENTH ¢ YMepeHo
GuOpeuno yepexane (KpearTHHHHOB KIHBPBHC B rpanuumTe 0T 30 fo 50 ml/min) u 39 naumenTd ¢
nexo 6ubpeyuHo yppexnaHe (KpeaTHHEHOB KITHBPBHC B rpanuigTe ot 50 1o 80 ml/min) noxasea, 4e
NEKOTO 10 yMepeHo Gr6pedHo yBpekaaHe HaMa 3HAYHMH eeKTH BhpXy (hapMakOKMHETHKATA Ha
kabazwrakcen. Toea € NOTBLPHEHO OT CNCUMATIHO CPABHHTENHO (PapMAKOKHHETHHHO IPOY4BAHE IPH
TAHHEHTH ChbC CONMKIHY TYMOPH ¢ HOpMaTHa 6b6peuna dyHkws (8 naumeHTH), yMepeHo

(8 maimenTH) H TexKo (9 naurenT) 650pEUHO YBpekIaHe, KOWTO Ca NOTYYHTH BIKOIKO LIMKEIA
Kkabasyrakce KATO AMHHYHA HHTPABCHO3HA HH(Y3HA 10 25 mg/m’.

5.3 Hpeaxanewwan janny 33 Ge300aCHOCT

Hexenadn peakimu, kKOUTo He ca HabnioaBaHK NPH KIKHMYHY IPOYYBAHH, HO ¢2 HAbMOAaBaHH
NpH Ky+eTa ciesl eRHOKPAaTHA /1033, 5-AHEBHO H CEIMHYHO NPHNATaHe NPH HUBA HA SKCTIO3HIMS, T10-
HHCKHM OT HMBATA HA KNMHUMHA EKCIO3HIIKA K ¢ BE3MOMKRO 3HAYEHHME 32 KTHHHYHATA YIoTpela, ca
apTepHoONapHa/TiepHAPTEPHONAPHA HEKPO3a B MEPHHA P0G, XUIIEPIIasHA HA XTEYHITE KaHATHETR
H/WIH XeNaToLeITyiapHa HeKpo3a (BXK. ToyKa 4.2).

Hexenanu peaxipiu, kouTo He ca HaOMIOAABAHM IPH KJIMHAYHK IPOYYBaHHS, HO ca HabaoAaBaHH
ApM [UBXOBE [0 BPEME HA MPOYYRAHHS 32 TOKCHMHOCT IPH MHOTOKPATHO NpUIaraHe, NPH HYWBA Ha
CKCIO3HILWA, TO-BUCOKH OT HHBATA Ha KNNHHHYHA EKCHIO3MIINS ¥ C BBE3MOKHO 3HAYCHHE 33
KJIMHHYHATA YNOTpe(a, ca HapyYIIeHKHs Ha O4HTe, XapakTepH3HpaIiH Ce ¢bC CyOKancynapHo
NOMETHABAKE/Ierenepauys Ba nemara. Tesu edexru ca 6unn wacTuuno oGpatumu cnen 8 ceamung.

ITpoyuBaHMs 3a KAHLEPOTEHHOCT He A NPOBEXKAaHH ¢ kaba3uTaKcen.

KabasuTakcen He HHIyLpa MyTalmu npy Gaxtepuaien TecT 3a 06paThy MyTaluu (TecT Ha Ames).
He e knactorenen npy in vitro Tect b YoBelukH TUMOOUNTH (HAMa HHIYKUHs HA CTPYKTY PHU
XPOMO30OMHH a0epaiu, HO ce ysemd4aBa GpoAT Ha NOMHILIOHAHMTE KIETKH) 4 HHIYLHpA
YBENHUCHH® HA MMKPOApATa B in vivo MBKPORYK/ICapeH TecT MpU NITbXOBE. Te3H FeHOTOKCHUHH
Haxoaku obane

¢a NPHCHIIM 32 PapMaKONOTHMHOTO ACHCTBHE Ha CheJHHEHHETO (HHXHOHPaHE Ha TYOyIHHOBATA
JEnonuMepU3aiis) H ¢a HabmonapaHK [IPH JIEKAPCTBEHH MMPOLYKTH, IPOABABAINM CHINATA
$apMaKoIOTHYHA AKTHBHOCT.

Kabasurakcen He noennaBa uudTOCBAHETO MAK DEPTHITMTETA NPH TPETHPAHH MBKKH TUTLX0BE.
Buripexr ToBa npH NpoyYBaHHA 32 TOKCHYHOCT NIPH MHOTOKPATHO NpHJarate € Habnojasana
JereHepanys Ha CEMEHHMTE BE3UKYM H aTPOPHA HA CEMERHHTE KBHATYETA B TECTHCHTE NIPH
NYBX0OBC M [EeTeHepalnsa HA TSCTHCUTE (Mmmmanua HCKpO3a Ha ¢AHHWYHY SNHTENHH KIETKH B
enHAHIHME) TpH KyueTa. EKCNIO3MLIMKTE TIPH XHUBOTHY ¢a 6UK 1onoOHM UK NO-HUCKK OT Te3H,
Ha0/MONABAHK TPH XOpa, OAYYaBalty KTMHHYHO 3HA9HMU JO3H Kaba3HTaKcen.

Kaba3surakcen uugyuupa eMOpHODETAIHA TOKCHYHOCT PH XEHCKH TUTEXO0BE, TPETHPAHN
HHTPABEHO3HO BEAHBXK AHEBHO OT feCTaliHoHeN AeH 6 40 17, CBBP3aHa ¢ TOKCHYHOCT 33 Maiikara u
CLCTONINA C& BhB PETANHA CMBPT U HAMAIICHO CPeAHO (ETANHO TErT10, aCOLHHPAHO che 3abaRane Ha
CKeJIETHAT2 OCHDMKaNHs. EKCiosgiMuTe NpK KUBOTHH ¢a 6HIN NO-HUCKM OT Te3H, HabMOAaBaAHH

TWIALEHTApHaTa Gapuepa npw mIbXose,

Ilpy nurbXxoBe kabasuTakcen H HeroBHTE MeTaboIMTH C@ eKCKPETHPAT B MaHUHHO
KonuecTBO 0 1,5% oT npunoxeHara 03a B NpoIbmkeHUe Ha 24 yaca.




O1leHKa Ha PHCKA 34 OKOJHATA cpeja

Pesysrarure OT npoy4EaHHATA 3a OLGHKA Ha PACKA 3a OKOJTHATA CPea NOKaaBaT ye Kabasurakcen
HiMa /ia [IPHIHHK CePHO3SH PHCK 33 BONHATa cpena (BiK. TOUKa 6.6 3a H3XBEPIAHETO Ha
HEH3NOJISBAHHA IIPOAYKT).

6. PAPMAINIEBTUYHHA JAHHHA
6.1 CnEchk HQ NOMOIMHETE BEIIECTEA

Honucopbar 80
Beasoaen eranon
JIMmoHeHa kucennna

6.2 HecoEMecTRMOCTR

Toan nexapcTBeH NPOYKT He TpsGBa fa ce CMECBA C APYTH IEKAPCTBEHH NPOJYKTH, ¢ H3KTIOUCHKHE Ha
TE3H, TIOCOYEHH B TOUKa 6.6.

Ha He ce Hanonseat undysnonnu PVC konTeliHepy Win NONMYPETAHORK KOMIUIEKTH 3a HHY3us 3a
NPUIOTBAHE U MPHNOKSHHE HA HHOYIHOHHUA PAITBOP.

6.3 Cpoxk Ba roagoct

Heorpopen aakon

30 meceua

Cnen otpapase Ha daakoua

Hokazana e XUMHYHA B QUIHTHA CTAGHIHOCT 34 4 CEMHITH NIPH TeMrepaTypa or 2 no 8°C.

Or MukpoGHONOTHYHA ITIEIHA TOYKA, IPOAYKTLT TpAGBEA /1A Ce H3NON3BA BEHAra. AKO HE CE H3MOJIZBa
Be/Hara, epHOAbT Ha H3NON3BaHe M yCJIOBHATA 32 ChXpaHeHue Npeny ynotpeba ca OTTOBOPHOCT Ha
noTpeGuTens K OOHKHOBEHO He TPAtRa fia HaIxBBPIAT 24 yaca npu Temnepatypa ot 2 no 8°C. Ot
MHKpOBHONOrHYHA IIIe/IHA TOUKA pa3pernaneTo TpA6Ba fa ce M3BLPIIRA B KOHTPONHPAHH U
SCENTHYHH YCHOBHA.

Cnen okonyarenno noasane B uHdYINORHMA cak/OyTHIKA

Hokasana e xumuusa 1 QU3HIHA cTabUIHOCT B Hechbpxau PVC undysHonHn koHTeinepH 3a 14
JHK Npu TeMnepatypa ot 2 no 8°C u 3a 48 yaca npu Temnepatypa 25°C.

Ot MuxpobronornIHa rieiHa ToUKa, NPONYKTHT TpAGRA 1a Ce W3NoN3Ba BeAHara, AKO He e M3NOo3Ba
BE/IHara, NepHoOBT Ha M3MI0I3BAHE H YCNOBHATA 3@ CHXPRHCHHE NIpean ynotpeba ca OTTOBOPHOCT HA
norpebutens u 00HKHOBEHO He TPAOBA 1@ HAZXBHPIAT 24 yaca npu Temneparypa ot 2 o 8°C, ocsen
4KO Pa3perIaHeTo HE € HIBBPLICHO B KOHTPONHPayH M BANTMIUpPAHH ACETITUYHY YCIOBHS.

6.4 Crenuanny ycJOBMA HAa ChXpanenne

Tosu nexkapcTeeH NPOMYKT He U3KCKBA CNELMANHY TEMIIEPATYPHH YCAOBUS Ha chxpanenue. Ja ce
ChXpansiBa B OPHI'MHANHATA ONAKOBKA, 34 114 C& MPEANa3H OT CBETINHA.

3a yCcIIOBHATA Ha CHXPAHEHUE CIIE/ Paspeskiale Ha NeKAPCTBEHHS IPOTYKT BIKKTE TOUKaE 6.3.

6.5 BradchAbpPKAHHE HA ONAKOBKATA

DnaxoH oT npospauHo cThiuto {Tan 1), 3aTROpeH ¢ XanolyTHNoBa ryMesa 3amyman
alyMHHAesa 00KaTKa W TIACTMACOBO OTUYTIBAMIO C& KANAaye, ChAbpxan( 3 ml KoH
ONaKoBKa ChABPXKA elHH (IAKOH ¢ KOHUEHTPAT,



6.6 Cuenmanaw npesna3ns MepKA NPHE MIXBLPJINHE

Kabasutakcen Tpsbra Ja ce MPUIOTEA M NPHIAra CaMO OT NepcoHan, ofy4eH 3a pabota ¢
UMTOTOKCHYHM CPeCTBa. BpeMeHHR KeHH OT nepconana He TpRbBa aa paboTAT ¢ TeKAPCTBEHYSA
npoAykT. KakTo H npu JpyruTe aHTHHEOMIACTHYHH CPEACTEA, € HeOOXOAHMO NOBHIIEHO BHUMAHHE
npH paoTa M NPUTOTBAHE HA PA3TBOPH HA KaGa3HTAKCeN, KATO C& HMa TpeBH H3TION3BAHETO Ha
NpeNinasHy yCTPOHCTRA, NMEPCOHANHN NPEANa3Hy CPeCTRa (HAPUMEP PBKABHLIM) H OPOLEAYPH 38
NpHroTBAHe. AKO Ha HAKOH eran oT paGoTaTa Kaba3HTaKcen 81e3e B KOHTAKT ¢ KOXaTa, H3MHITE 8
He3a0aBHO H 06HIHO ¢ BOAA W CaniyH. AKO BAe3e B KOHTAKT C JJHraBHIM, M3MKliTe i He3abaBLO U
obuno ¢ Boaa.

IMpyrorsane Ha rorosud 3a ynorpeda MR YV3HoHeH ba3TBOD

HE U3IIOJI3BAWTE apyru aexapcTBeHy DPOAYKTH Kaba3uTaKcen, ChAbPHRALIH 2 QiaxoHa
(xOHUeHTpaT U pasTBOpUTEN) eHOBpeMeHHO ¢ Kabasurakcen G.L. 20 mg/ml koHuenTpaT 32
HHQY3HOHEH PasTBOP, KOHTO CHIBPHKA CaMO eAuH PrakoH oT 3 ml (60 mg/3 ml),

KaGasaraxcen G.L. 20 mg/ml xornenTpat 3a angysnonen paireop HE R3uCKEa npeasapRTeIno
pa3spexiane ¢ pa3sTBOPATEN H € roToB 32 fobaBane KbM HHGYIHOHRAS Pa3TBOP.

Crhnka |

Ako (rakoHHTe ce ChXpaHsBaT B XJIANWIHKK, Npeau ynoTpeba HeoGxopumuat 6poit prakoHH
Kabasurakcen G.L. 20 mg/ml konienTpar 3a undy2moHeH pasTeop TpaOBa 1a ce OCTABAT Ha
Temneparypa 20-25°C.

Moxe na e neobxonum nosede ot eand iaxon Kabasurakcen G.L. 20 mg/m! kosnenrpar 3a
HH(Y3HOHEH Pa3TBOP, 3a A3 C€ JIOCTHTHE M3HCKBAHATA 1033 3a MaiueHTa. C MOMOMITA Ha rpalyHpaHa
CNPUHLOBKA, cHaOAEHa ¢ urna ¢ pasmep 21G, uzternere acenTuyno HeobXoauMus 0beM kabasHTAKCE
KOMUEHTpaT 33 HHy3HOHEH pasTBOp.

Ennn mi or nexapeTBends npoayxr chabpxka 20 mg kabazaraicen.

Cranxa 2

HanckeanusT 06em xabasHTaKces KOHUEHTPAT 32 HHYIHOHEH PasTBOp TPAOBA 1A C& MIIKEKTHpA B
CTepuIIeH, HeChabKal PVC xonrteiidep ¢ 5% pasteop Ha miokoesa wid @ mg/ml (0,9%) unrysdones
pa3TBop Ha HaTpues Xiopyi. Karo npumep, 3a nory4aBaHe Ha 103a oT 45 mg KaasuTakces, We ca
Heobxoaumu 2,25 m| oT KOHLIEHTPATA, M3TErNEHH JUPEKTHO OT (UIAKOHA.

Konuenrpaumsta Ha undy3HOHHHA pasTBop TpaGea aa Guae mexay 0,10 mg/ml 1 0,26 mg/ml.

Crenka 3

OrcTpaHeTe COPHHLOBKATA B CMECETE ChUBIKAHMETO Ha MHQY3UOHHHA CaK WK GYTHIIKA PBYHO upe3
pasKniaLIAHeE.

Cronika 4

KaxTo npH sesKs NpoayKTH 3a NAPSHTEPANHO NPWIOKEHHE, IONXYYEHHST HHDYIHOHEH pasTBop
Tps6Ba fa Guie nposepen BU3yanHo npeaut ynotpeGa. ThH KaTo HHPY3HOHHMAT PA3TROP € MPECHTEH,
MOXKE Ja KpMCTAnM3Hpa ¢ TeueHHe Ha BpeMeTo. B To3u ciyvait, pastBopsT He TpabBa aa ce H3NoN3Ba B
TpAGBa Ja ¢e WIXBBPIN.

HudysuonuwaT pasteop Tpabea Aa ce H3MON3Ba Befihara. Buipexy TOBa, BpEMETO ChXpaHeHNE MpH
NPUIOKEHHE MOJKE 1A C€ YABILKH IPH cHieMHYHH YCAOBHA, TOCOYSHH B Touka 6.3,

3aapmKUTENHO € N3N0N3BAHETO HA WHNAH QWITHP ¢ HOMHHANEH pasMep Ha ropure 0
(0,2 MuxpoMeTpa) Mo BpeMe Ha MPHICKEHHETO.

Ha ue ce uznoasear Hudy3nonnn PVC KoHTeliHEPH KK MONKAYPETAHOBH KOMIIEKTH



APUroTBAHE W NPHJIOKeHue Ha KabaiuTakce.

KaGasuraxcen He Tpabpa fa ce cMecBa ¢ APYTH JIEKAPCTBEHH NPOIYKTH, C H3KIIOYEHHE HA TIOCOYCHHTE,
Heu3non3saHuAT NEKAPCTBEH MPOAYKT WK OTNagbYHITE MATEPHATIH OT HEro TpaGBa fa ce H3XBLPIAT
B CBOTBETCTBHE C MECTHHTE H3NCKBAHWS.

7. TNPATEXATEJ HA PA3IPEUIEHUETO 3A YIIOTPEBA

G. L. Pharma GmbH

Schlossplatz 1

8502 Lannach

ABCTpHA

8. HOMEP(A) HA PA3PEIUEHHUETO 3A YIIOTPEBA

Pernctpaunones Ne

9.  JATA HA ITBPBO PA3PEINABAHE/MIOJHOBABAHE HA PASPEINEHHETO 3A
YINOTPEBA

Jata Ha MbpBO pazpemapaHe:

Jata Ha MocneHo noAHOBABAHE:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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