KPATKA XAPAKTEPMCTHKA HA ITPOAYKTA

A3ML/THWTENHA ATERUMA NO JIEKAPC B4
KDamua XapaKkmepuCITILKE Ha NPOGYXIT - (1puacKBHU@ T '

EJIEBEP 60 mg KOHUEHTpAT W pa3TBOpHTEN 3a HHGY3UOHEH pastiay Poa. Ae . ,,2 0’3 // 47,2 ‘?Q
ELEBER 60 mg concentrate and solvent for solution for infusion Paspewerue [] L -03- 2076 l

BG/MA/MP - r&/fu - -
2. KAYHECTBEH I KOJIMVUECTBEH CBHCTAB Oqobpe o e,

1. HME HA JEKAPCTBEHUS ITPOAYKT

Enun ml xonuentpar coaepaxa 40 mg kabasurakcesn (cabazitaxel).
Bceku dnakoH ¢ 1,5 ml (HoMmuRaneH o6eM) koHUEHTpAT cbaAbpxka 60 mg kabasurakcel.

Cnen mppBOHAYATHO Pa3peKIaHe ¢ LIAJIOTO KOTHYECTBO pasTBOPHUTEN, BCEKH ml pasTBop chabpxka
10 mg kabazuTakcen.

3abenexka: Kakro EJIEBEP 60 mg/1,5 ml dnakoH ¢ koHueHTpaT (0bem Ha HamrbsiBaHe: 73,2 mg
kabasurakcen/1,83 ml) Taka u pnakoHsT ¢ pazTBOpHTEN (06eM Ha HameiBaHE: 5,67 ml) cbabpkat
NOMLAHUTENEH 00eM, 33 1a ce KOMIIeHCHpa 3arybaTa Ha TEUHOCT MO BpeMe Ha NpHroTesHeTo. To3u
AOMBJIHKTENEH 00eM rapaHTHpa, ue cien pazpexaade ¢ LIAJOTO coabpxaHue Ha NpHApYKaBatIUA
pa3TBOPHTEJ, C€ MOJaYyyaBa pa3reop, ceabpxkail 10 mg/ml kabasurakcen.

[TOMOIUHO BELIECTBO ¢ HIBECTHO ACHCTBHE
Bcekn ¢pnakoH ¢ pa3TBOpuTen cbabpxa 542,4 mg eranon 100%.

3a NBJIHWA CIHCEK HA NOMOLIHHUTE BELLECTBa BHXKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®@OPMA

KoHueHTpaT ¢ pa3TBOpHTEN 32 HH(}pY3HOHEH pa3TBOp (CTEpIIEH KOHLEHTPAT).
KoHueHTpaTeT € OHCTBP, Oe3LBETEH A0 CBETO XKBJIT BUCKO3EH pa3TBOP.

PaztBoprTensaT ¢ GUCTHP U O€3LUBETER pa3TBOP.

4. KIUHHUYHH NAHHHA

4.1 TepaneBTHYHM NOKA3AHHS

EJIEBEP B komOuHalusa ¢ npeAHH30H WIH MPEIHH30JIOH € MOKA3aH 32 JIeYeHHe Ha Bb3PACTHH

MNAUHEHTH C METACTAaTHYCH, PCIHCTCHTEH HA KacTpalHA pakK Ha ITpOoCTaTaTa, JICKYBaH Npean ToBa Mo

cXeMa, chAbpiKallla fouerakcen (Bx. Touka. . 1).

4.2 [Io3HpPOBKA H HAYHH HA NPHJIOXKEHHE

Ynorpebara Ha EJIEBEP tpabpa na 6bae orpanuuena no 3apeeHus, CneuHaIu3upse
NPWIAraHeTo Ha UMTOTOKCHYHA XHMHOTEpPANnud ¥ TpaOBa J1a ce rpuiara camo noj
KBUTM(HLMPAH B NPUIAraHETO Ha NPOTHBOPAKOBa XUMHOTEpanHs. TpaOea aa Ot aS

3 k_ ,.




MaTepuaiiHa 0a3a u 00opyaBaHe 3a NeUeHUE Ha CEPHO3HH PEAKLIMH Ha CBPBXYYBCTBUTEHOCT KATO
XHMOTOHHA M OpoHXOcna3zbM (BX. TOUKa 4.4).

[IpeMenukanus

[IpenopbuKTEIHATA CXEMa Ha MPeMEAHKaLMA Tpa6Ba Ja 6bae u3sbpuieHa noHe 30 MUHYTH NpeaH
Bcako npunoxeHHe Ha EJIEBEP cbe cnegHuTe HHTpaBeHO3HH JIEKapCTBEHH NPOAYKTH, 32 /ia ce
HaMaiHd PUCKA U TEKECTTA Ha CBPBXYYBCTBHTEIIHOCT:
— AHTHUXHCTaMHH (aeKcXioppeHHpaMuH 5 mg WiH JUPEHXHAPAMME 25 Mg WIH €KBHBAICHTHH),
— KOPTHKOCTEPOUA (nexcamemdﬂ 8 mg WM eKBHBAJIEHTHH).

— H2 aHTaroHucT (paHUTHAVH WIH €KBUBAJICHTHH) (BXK. TOUuKa 4.4).

[IpenopruBa ce aHTHEMETHYHA NMPOPHIAKTHKA, KOATO MOXE Aa Obae npunaraia NepopatHo WiH
HHTPABEHO3HO, KAKTO € HE0DXO0AUMO.

[1o BpemMe Ha NIEYEHHETO, NAaLMEHTHTe TpaOBa Aa ObaaT aneKBaTHO XWAPATHPAHH, 3a Ja ce H3berHar
YCIIOXKHEHHA KaTo ObOpeuHa HeJoCTaThYHOCT.

Io3vpoBka
[Ipenopwumrentara ao3a EJIEBEP e 25 mg/m? npunoskena karo eHOYAcOBa HHTPAaBEHO3HA HHOY3MSA

Ha BCEKH 3 ceAMHLM B KOMOMHaUMA ¢ MPEAHH30H WIH NPEAHN30A0H 10 mg, Npwioker nepopanHo

CHKCAHEBHO NMO-BPEME HA JICHCHHCTO.

Kopueupane na oozama
[Tpomaua Ha nozara TpAOBa Aa C€ HANMpaBH, aKkO MNALUHEHTHTE NOJIY4YaT CHCIHHTE HeXeNaHH peaKLHH

(Crenenure ce oTHacAT KbM OOIHTE TEPMUHONOTHYHHA KPUTEPHH 3a HeXenaHu ¢bOHTHa, Common
Terminology Criteria for Adverse Events [CTCAE 4.0]):

Tabnuua 1 — [penopbuUTENnHH MPOMEHH Ha A03aTa NOPaAH HexeNlaHa peaklud NP NALHEHTH,

neKyBaHH ¢ kabasurakcen

- HexenaHH peaknuu [ipomaHa Ha n03aTa
[IponsiokyATENHA CTeneH >3 OTnoXeTe NEHCHHETO, AOKATO OPOAT HA HEYTPOPHIHUTE CTaHE
HEYTPOMNEHHA (MOABIro OT | >1 500 xnetku/mm?, cnen ToBa HaManeTe A03aTa Ha

CeMHLIA) BEIPEKH NOAXOAAIN0

kabasuTakcen ot 25 mg/m? ya 20 mg/m?,
NneveHHe, sunounTeHo G-CSF

DebpunHa HEYTPONEHHA WIH Otnoxere neyeHHETO, AOKATO HACTHIH NOAOOPABAHE WIH
HEYTPOTICHHYHA HHPEKLHA M3ue3IBaHe Ha CUMIITOMHTE H AOKATO OpoAT Ha HeyTpodunute
ctade >1 500 knetkw/'mm?, cnen ToBa HaMasieTe 103aTa Ha

kabGasuTakcen or 25 mg/m? va 20 mg/m?.

CreneH >3 nyapHs Wik OTnoxere IEYEHUETO, IOKATO HACTBITH MOACOpABAHE HIIH
[IEPCHCTHPALLA THAPHS BBLIIPEKH M34E€3BaHe HAa CUMNTOMMTE, CJIE]] TOBa HAMaETE A033%
MOAXOAALLO JICUECHHE,

kabasuTakcen ot 25 mg/m? ya 20 mg/m?,




BK/TXOUHTEJHO BB3CTAHOBABAHE Ha
TCHHOCTH H CJICKTPOJIHTH

Crenen >2 nepudepHa OTnoxere JIEHEHHETO, NOKATO HACTBLIH NOACGpABaHE, C/IE TOBA
HEBpPONAaTHA HaManeTe 103aTa Ha kaGasutakcen ot 25 mg/m? na 20 mg/m?.

AKO NauKEHTHTE NPOAB/KABAT 1a HMAT HAKOA OT TE€3M pPeakLHH NpH no3a 20 mg/m?, Tpabea aa ce
0OMHCIH MO-HATATHIIHO HaMasBaHe Ha A03aTa Ao 15 mg/m’ unk npeycraHosasane Ha EJIEGEP.

JIaHHMTE NpY NaLMeHTH ¢ 8o3a noa 20 mg/m? ca OrpaHUYEHH. |

Cneyuanny nonyaayuu

Yepnoopobro yepexcoane
KabasuTakcen ce MeTabonnsnpa eKCTEH3UMBHO B yepHHUa apod. [Ipu naumeHTH ¢ eko yepHoApobHO

yBpexaaHe {oOw SmwnpyouH >1 go <1,5 mbTH ropHa rpaHuua Ha HopMarta (I'T H) unu acnaprar
amMuHoTpaHcepaza (AST) >1,5 metu I'TH), no3ara Ha kabaszntakcen TpabBa na ce Hamanu no
20 mg/m?. [IpunoxenneTo Ha kabasuTaKces NMPH NALKHEHTH C JIEKO YEPHOAPOOHO YBpexIaHe
TpaOBa Aa cTaBa ¢ NOBHILIEHO BHUHMAHHE H CTPHKTHO NpocheaspaHe Ha 6e30nacHOCTTa.

IIpu nauMeHTH ¢ yMeEpeHo uepHoApobHo yBpexaaHe (06w 6unupydbun >1,5 no £3,0 nemn ITH),
MakcHMaTHaTa noHocuma ao3a (MIM) e 15 mg/m?. Ako ce npenBHxAa JIeueHHE MPH NALUHMEHTH C
YMEPEHO YEPHOAPOOHO yBpeXaaHe, A03aTa Ha KabasuTakcen He TpaGBa Aa npesnara 15 mg/m?.

Januute 3a epMKacHOCT NpH Ta3u 1033 obaue ca orpaHUUeHH,

Kabasurakcen He TpaOra aa ce npuiara rpH MauMeHTH ¢ TEXKO 4epHOLpoOHO yBpexaaHe (001
6rnnpy6u 2 3 mbti ITH) (Bk. Toukn 4.3, 4.4 1 5.2).

bvbpeuno yspesicoane
Exckpeupara Ha kabazuTakcen npes 6n0peluTe € MUHHManHa. He ce Hanara kopurupaHe Ha ao3arta

npH nauuenTH ¢ 6udpeuHo yBpeKIaHe, KOUTO HE ¢& HYKAAafT OT Xemonuanu3a. IlaiueHTtrre ¢
TepMHHANIHE OBOpeYHa HeAOCTATBUHOCT (KpeaTHHUHOB KIHpBHC (CLcr< 15 ml/min/1,73 m?)), B
3aBUCUMOCT OT ChCTOSHHETO HM M OrpaHHYeHHTE HAJIMYHH AaHHH, TpAOBa f1a ce NeKyBaT ¢ NMOBHINEHO

BHHMaHHE H Ja C€ NpocjeaBaT BHHMATEIHO MO BpeMe Ha JieueHHeTo (BXK. ToukH 4.4 1 5.2).

Cmapuyecka ev3pacm
He ce npenopbuea cneuudmyHO KOpHrdpase Ha Ao3aTa npu ynortpeba Ha kabaszurakces npH

NAalLMEHTU B CTapyecKa Bb3pacT (BK. Touku 4.4, 4.8 u 5.2).

Eonospemenna ynompeba na opy2u rexapcmeenu npooyxkmu

EnHoBpeMeHHaTa ynorpeda Ha JIEKapCTBEHH NPOAYKTH, KOHTO ¢a CHJIHH HHAYKTOPH WIH CHIHH
uuxuburopu Ha CYP3 A Tpabpa na ce u3barsa. Obaue, ako NaUMEHTUTE CE HY>KIAAT OT

¢ AHOBPEMEHHO NpUWIOoKeHKe Ha cunek HHxubuTop Ha CYP3A, tpabsa na ce oOMHCIH HaManaBaHe Ha
nosara Ha kabasurtakcen ¢ 25% (Bxk. Touku 4.4 1 4.5).




IHeouampuyuna nonyiayus

Hsama choTBETHO NMpHAOKEHNE Ha Kaba3zuTakcen B neaHaTpUyHaTa nonyinauus. bezonacHocTra 4
e(pUKACHOCTTA Ha kaba3uKcen NpU Aena U IOHOWH NOoA 1 8-roauinHa BB3pacT HE Ca YCTAHOBEHH (BXK.
Touka 3.1).

HauywnH Ha npuioxeHue

EJIEBEP ¢ 3a HHTpaBE€HOZHO NMPHIIOKEHHE. |
3a yKka3aHua OTHOCHO NPHIOTBAHETO H MPHJIOKCHHUETO HA NTEKAPCTBEHUA NMPOAYK BHXTE TOUKA

6.6. He 1pabera aa ce n3nonsear HHYy3HoHHH PVC kOHTEeHHEPH U NONHYPETAHOBH
KOMILICKTH 33 UH(]Y3UA.

EJIEBEP He tpa0Ba na ce cMecBa ¢ Apyry IEKAPCTBEHH TMTPOAYKTH, C M3KIIKOYCHHE HA NOCOYEHHTE B
TOYKa 6.6.

4.3 IlporaBonoxazaHsun
—  CBpBXYYBCTBHTEIHOCT KBM Kada3HTakcen, KbM APYI'H TaKCaHH, KbM nosiucopbar 80 unu koM

HAKOH OT MOMOLUHHUTE BELIECTRA, H3OpOEHH B TOUKa 6.1.
— Bpoii Ha HeyTpodmiHTe no-Mansk oT 1 500/mm’.
—  Texko uepHoapobHo yepexnase (o6 6uwnupybun > 3 mptu I'TH).
— ExaHoBpeMeHHa BaKCHHALMA C BAKCHHA CPEILY K BJTA Tpecka (Bk. Touka 4.5).

44 Cpoennanay npeaynpexkieHns B NpeANa3AH MepKH NpH ynoTpeba
PeakliM¥ Ha CBPBLXYYBCTBHTEIHOCT

Bcuuky naueHTH TpAOGBa Ja MoaydyaT npeMeAMKaLia Ipeau 3anouBaHe Ha MHQy3HuaTa Ha
kabasurakcen (Bx. Touka 4.2).

[TaunenTure TpadBa na 6B4aT BHUMATENRO RA0MIOAABAHH 38 PEaKLHH Ha CBPBbXYYBCTBUTEITHOCT,
oco0eHO M0 BpeMe Ha ITbpBaTa H BTopaTa HHPY3uH. PeakuyuTe Ha CBPBXYYBCTBUTEIHOCT MOTaT Jia ce
NOABAT B PAMKHMTE HAa HAKOJIKO MHHYTH C/i€]l 3aM04Y8aHeTO Ha HHQY3HATa Ha Kaba3uTakcen,
cnegoBaTenHo Tpabsa na MMa HANKHYHM MaTepHanHa 6a3a H o0opyBaHe 3a TPETHPAHE HA XUIIOTOHHA
H OpoHxocna3sbM. Morar ga ce NOABAT TeXKKH PCAKLHH HA CBPbXYYBCTBHTE/IHOCT, KOHTO MOrar ja
BIUTIOYBAT MEHEpAIH3NPaH 0OpuUB/epHTEMa, XHITOTOHHA H OpOHXOCNAazbM. TEXKKHTE peakuuy Ha

CBPBXUYBCTBHTEIIHOCT H3HCKBAT He3abaBHO NMPpEKECBAHC HAa kabaszurakcen u NnoaxonsHio JCYCHHE.

[laumMeHTHTE ¢ peakuy Ha CBPBXYYBCTBHTENHOCT TpabBa na cripat neuenuero ¢ EJIEBEP (sx. Touka
4.3).

KOCTHOMO3BYHA CYNPECHA
Moxe 1a HACTBNH KOCTHOMO3BYHA CYINPECHA, NPOSBABALLA C€ C HEYTPOIEHHN, AHEMHSA,

TpoMOOLMTONEHHA WIH NAHUMTONEHHA (BXK. ,,PUCK OT HEYyTpONEHHNA M ,,AHEMHs B TO4YKa 4.4

MoJaoay).

PHCK OT HEYTPOIICHHS

IMauueHTHTe, JIEKYBaHH ¢ kaba3uTakcen, MOraT Aa foayuat npopunakruudo G-CSF, cnopeg.

PBKOBOACTBAaTa HAa AMEPHKaHCKaTa acouMaLMs no KnHH4YHA oHKosorua (ASCO) u/y \




HeyTponeHnvs ((pedpwuiHa HeYTpOneRHA, NPOAb/DKHUTE/IHA HEYTPONCHHA WIH HEYTPONCHHYHA
nHpexuns). [Iopruuna npodunaktuka ¢ G-CSF Tpabea na ce obmucnu npy nauneHTH ¢
BHCOKOPHUCKOBH KJIHHHYHH XapaKTEPHUCTHKH (BB3pAcT > 65 roamuy, nowo GyHKUHOHAIHO ChCTOAHKE,
npeaHilIHA enu304 Ha PeOpUIHA HEYTPONECHHUS, NPEAXOAHH EKCTEH3IHBHH PaJHOJOMHYHH NOPTOBE,
HeIOXpaHBaHe WIH APYrH TeXKH CbITbTCTBALUM 3a00JIsBAHMS ), KOWTO I'H Npeapa3noyarat KbM
yBe/IHUaBaHE Ha YCJIOXKHEHHATA OT APOTBJDKHUTENHA HeyTponenua. Manonssanero Ha G-CSF nokasea
OrpaHU4aBaHE Ha YECTOTATA M TEKECTTA HA HEYTPOTNECHHUATA.

HeyrponeHusaTa € Hal-4ecTaTa HexeJlaHa peakids Ha kadasuTakcen (BxK. TOYKa 4;8). [IpocnensaBane
Ha IThJIHATA KPbBHA KAPTUHA € MHOIO BaX<HO Ja ce NMpaBM BCAKA CEIMHLIA NO BpEME Ha MbPBUS UKD
M Clie/i TOBA NPEAY BCEKH LIMKDBJ1 Ha JISYCHHE, 3a Ja MOXE [103aTa 1a Oblle KopyriupaHa, ako €
HeobX0IHMO.

Hozara Tpabea aa Ob4ae HamaneHa B cnyyvai Ha peOpUnHa HEYTPONEHUA UM NPOABILDKUTEIHA
HEYTPOIEHHA BBITPEKH MOAXOAALLO IeUCHHE (BXK. TOYKa 4.2).

[TaunenTHTe TpAOGBa Aa BL30OHOBAT JICYEHHETO CAMO KOraTo OpoaT Ha HeYyTpPO(HIMTE C€ BB3CTAHOBH
no HuBo >1 500/mm? (Bxk. Touka 4.3).

CroMailiHO-YPEBHH HADYHICHHS

CHMIITOMH KaTO KopeMHa 001Ka M YYBCTBHTEJIHOCT, NOBHILIEHA TEMIEPaTypa, IEPCHCTUPAII 3aMeK,
OHApHi, CBC WIK 0€3 HeYTpONeHH, MoraT Aa ObaT paHHH NPOABH HA TEXKa CTOMAalLIHO-4YpEeBHa
TOKCHYHOCT M TpAOBa Aa ObaaT onleHeHu M 1exysaHH HezabaBHo. Moxe na e HeoOXonuMoO oTiaraHe
HJIH NIPEKhCBAHE Ha JIeueHHeTo ¢ xaba3uTakcen.

Puck om zaoene, nogpvware, ouapus u oexuopamayus
AKO NnpH NaLMEHTHTE Ce MOABH AMAapHA Cliea NpuioxkeHHe Ha kabazurakcen, Te Morar aa 6baar

NeKyBaHH ¢ OOMYaiHO H3NON3RAHUTE aHTHIHAPHIIHK JIEKApCTBEHH NPOAYKTH. Tpabpa na 6baart B3eTH
MOAXOMALLM MEPKH 38 PEXHApaTHPaHe Ha NauMeHTuTe. JInapus MoxXe Ja ce MosBH NO-4€CTOo NpH
MaLHEeHTH, NPEeABAPUTETHO NOMIOKEHH Ha 0DTbUBaHE B KOpEMHO-Ta30BaTa obnact. Jlexuaparaumsara
€ No-4eCTa Mpy NaLUUEeHTH Ha Bb3pacT 65 unu nosede roauHy. Tpabsa na 6baar npeanpuetu
NOAXOJALIN MEPKH, 38 1a C€ PEXHAPATHPAT NALMEHTHTE U 1a C€ NMPOCICAIT H KOPUTHpaT HUBATa Ha
CEPYMHHTE €JIEKTPOJINTH, 0cobeHO Ha Kanud. OTiaraHe Ha JC4€HHETO WM HaMaliiBaHe Ha 103aTa
MOraT Ja ObJaT HANOKMTENHH 3a CcTeneH >3 aHapus (BXK. TOuKa 4.2). AKO NALMEHTHTE NOTy4ar

raagcHc Wil NnoBpsllaHe, TC MOTraT Aa Obaar JCKYBA4HH C obu4alitHO K3NOI3BAHUTE AHTHEMETHLIH.

Puck om cepuo3nu cmoMauino-4pestu peaxKyuu

Hma c1HobiueHns 3a croMaliHo-upeBHO (CH) kbpBeHe # nepdopauus, Hieyc, KOIMUT, BKTIOUYUTEIHO ¢
¢darajieH H3X0a NPU NALMEHTH, IEKYBaHHU ¢ KabasuTakcen (BK. Touka 4.8). [Ipenopbysa ce NOBKILIEHO
BHHMAaHHe MpH JICUCHHE Ha NALMEHTH C HA-TONAM PHUCK OT Pa3BHTHE HA CTOMALIHO-YPEBHU
YCIOKHEHHA: TE3U C HEYTPOMNEHHA, CTaApYECKa Bh3pacT, CbmbTcTBala ynorpeba Ha HCIIBC,
aHTUTPOMOOLIMTHA Teparnus WK aHTUKOAryJaHTH M NaLMEeHTH ¢ aHAMHE3a 33 JThYCTEparnta Ha Taza
WM CTOMALLHO-YPEBHO 3a00NsABaHe, KATO A3Ba HWIH CTOMALIHO-YPEBHO KbpPBEHeE. '




[leprdepra HEBpONATUA

[Tpu naumenTH, NpreMally kabazurakcen, ca 6wy HabnogaBany Ciryyau Ha nepudepHa HeBponaTHs,
nepudepHa ceH3opHa HeBponaTHa (Hanp. NapecTe3nH, NH3ECTE3NH) K NepHPEpHa MOTOPHA
Hesponatha. [laukenrure, iekypaHH ¢ kabasuTakce TpabBa Aa 6bAAT NOCHBETBAHK 1a HHYOPMHPAT
CBOA JIEKap Mpeay Aa NPOIb/KAT JIEUeHHETO, aKo pa3BUAT CMMITTOMYM Ha HEBpPONATHA KaTo 60iKa,
napeHe, UITPBNBaHE, CKOBaHOCT WK ciabocT. Jlekapute TpabBa Aa HAMPABAT OLCHKA 338 HAJTHYHE UK
BJIOLI&ABAHE HA HEBPOMATHA NpeaM BCAKO edeHue. JleueHnero TpaOBa fa ce OTI0XKH A0 noaodbpaBaHe
Ha cumrromuTe. JfozaTa Ha kabaszuTakces TpabBa aa ce HaManu ot 25 mg/m? Ha 20 mg/m* npw
NepCUCTHpAaLIa CTeneH >2 nepudepHa HeBponaThs (BXK. Touka 4.2).

AHeMHU™

HabniogasaHa e aHeMHA Npy NalMEHTH, NOTyvaBaliy kaba3zurakcen (Bx. Todka 4.8). XeMornoOHHBLT
H XeMaTOKPUTBT TPAOBa Ja ce MPOBEPAT Nped HA4anoTo Ha JICYEHHETOo ¢ kabasuTakcen H ako
MALKMEHTHTE NPOABABAT MPU3HALMY WA CUMIITOMH HA aHEMHMs Wi 3aryba Ha kpbB. [Ipenopbusa ce
NOBHILIEHO BHHMaHHE NMpPH nalueHTH ¢ XeMornoduH <10 g/dl v Tpabea aa ce B3eMaT NOAXOAALIH
MEPKH CNope] KIIMHHYHUTE NMOKa3aHHS. |

Puck ot 6u0peuHa Hel0CTaThbYHOCT

BuOpeuHn HapyuieHHs ca Ounu CLoOLIEeHH BbB BPE3KA CHC CENCHC, TEXKKA NEXHAPATaLHA Jb/Kalla ce
Ha Juapud, MoBpblIaHe H oOcTpykruBHa yponaths. Habmonasana ¢ 650peuHa HeAOCTaTBHHOCT,
BKJTIOUHTETHO CJIydaH ¢ (hataneH u3xoa. B Takse cnyuaii Tpabsa aa ce npeanpueMar NogXoaALu
MEPKH 3a WAEHTH(]HLIMpaHe HA IPHYHHATA U NALHEHTHTE Ja CE JIEKYBAT HHTCH3HBHO.

[To Bpeme Ha neveHHeTo ¢ Kabaszurakcen TpadBa ga ce ocUrypu aneksaTHa xuaparauus. IlayueHTst
Tpa6Ba na cro0lLUaRa BeHAra 3a BCAka 3HaYMMa NpOMAHa B JHEBHHA 0bem Ha ypuHata. CepyMHUAT
KpPEaTHHUH TpsA0Ba Ja ce H3IMEPBA B HA4ANIOTO, C BCAKA KPbBHA KAPTHHA M KOTAaTO MALMEHTHT ChOOLIH
33 NpOMAHA B YpUHOOTAENAHeTo. JleueHueto ¢ kabasurakcen TpsabBa Ja ce MPEeKpaTH B Cyyai Ha
BnoluaBsaHe Ha OpOpeuHaTa gyHkums a0 6B0peuna HegocTaTsyHOCT 2CTCAE 4.0 crenen 3.

PecnipaTopHy HapylIeHHs
HmMa cbo0L1eHus 338 HHTEPCTHLIMANIHA MTHeBMOHMA/MTHEBMOHHUT M HHTEPCTHLUHATHA OenoapobHa
6onecT, KOUTO MOXKE Aa Ca CBBP3aHH ¢ (aTaneH H3XoA (BxkK. Touka 4.8). |

[Ipn nogBa Ha HOBW WM MPH BNOLLIaBaHE Ha 6e10ApOOHUTE CHMITTOMM, NaLMEHTHTE TpaOBa na ce
HabMIoAaBaT BHUMATEHO, a ce H3c/eaBaT He3a0aBHO U Aa ce NeKyBaT Mo MOAXOALL HAYHH.
[IpeniopbuBa ce NpeKpaTABAHE Ha NeYEHHETO ¢ Kaba3uTaKkcen A0 yTOYHABAHE HAa AWarxo3ata. Pannoro
npuaaraHde Ha NOANbPAKALLH MEPKH MOXeE 11a MOMOTHE 3a Noao0OpaBaHe Ha CbCTOAHUETO. TpsadBa
BHHMATENHO [1a ¢ MPELCHH N0J3aTa OT Bb30OHOBABAHE Ha JIEYEHHETO ¢ KabazuTakcelt.

Puck o1 cbhpae4Hy aputMun MMa cbobuieHus 3a chbpAeYHy apHTMHUH, HAH-4€CTO TAXHKAPAHA
U NpeCHPAHO MBXKAEHE (BX. TouKa 4.8).

Crapuyecka Bb3pacT

[lpn xopa B cTapuecka Bb3pacT (635 roqHHu) MOXKe 1a HMa Mo-rojiiMa BEPOATHOCT [

HAKOH HEXeJIaHH peakLMH, BKJIIOYMTENHO HEYTPONeHUs H (peOpriiHa HEyTponeHus




INanMeHTH ¢ YEPHOAPOOHO YBpeXKIaHE

Jleuennero ¢ EJIEBEP € npoTHBoiiokazaro npu NauUeHTH ¢ TEXKO Y€pHOAPOOHO yBpexaaHe (o1

omnupy6us > 3 et I'TH) (BX. TOukH 4.3 1 5.2).

Jlo3aTa TpabGRra na ce HaMany Npy NaHeHTH ¢ Jieko (0o Sunnpydun >1 no <1,5 meu [ TH win
AST >1,5 muti I'TH) ueprogpobHo yspexaane (Bx. TOUkH 4.2 K 5.2). |

B3anMoaeHCTBIUS

EqHoBpeMeHHOTO NpHiIokeHue cbe ciiHH CYP3A uHxubutopH TpaGBa aa ce HibsAraa, Thil KATO Te
MOFaT Ja TIOBHIIAT INTa3MEHATA KOHLEHTpalLua Ha Kabaszurakcen (Bxk. ToukH 4.2 M 4.5). Ako
eTHOBpeMeHHOTO npwiokeHue cbe cuned CYP3A uHxuburop He Mmoxe aa ce u3berue, Tpabea na ce
oOMHCIY BHUMATENTHO Hab/0AeHHE 3a TOKCHYHOCT W HAMAaJIsBaHE Ha No3aTa Ha kada3utakcen (Bix.
ToukH 4.2 1 4.5).

EnnoBpeMeHHOTO npuioxkeHHe cbe ciiHK CYP3A unnykropu Tpsabsa na ce u3barea, ToH Karo Te

MOTAT A& NMOHWXKAT IUTa3MeHaTa KOHUCHTpalLlMa Ha Kaba3zuTakcen (BX. TOYKH 4.2 U 4.5).

KoHTpauenTuBHH MEpKH

MpikeTe TpsbBa Aa M3N0I3BAT KOHTPALIENTUBHH MEPKH T10 BPEME Ha JICYCHHETO H B NPOAB/DKEHHE HA

4 mecella clie]l IPEKpaTABaHEe Ha ICYEHHETO ¢ Kaba3uTakcen (BX. TO4Ka 4.6).

[loMoOIHH BellecTBa

Paszrsopurenat coabpxa eraHon 96% (13% 06./06.) (ankoxon) 1.e. ao 542,4 mg eranon 100% 3a
BCAKa 1034, eKBHBaIEHTHO Ha 10 ml 6upa unu 4 ml BuHO.

MankoTo KOJHYECTBO ATKOX0J B TOBA JIEKAPCTBO HAMA 1a UMa HAKAKBH 3abeexxumu edexTu.

4.5 BsarMoaelicTBHE ¢ APYI'H JEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOAEHCTBHE

In vitro npoyusaHHua noka3ssar, 4e kabaszutakcen ce Merabonuzupa ocHOBHO upe3 CYP3A (80% no
00%) (Bx. TOuKa 5.2).

CYP3A unxuburopu

MHOroKpaTHOTO NpuinoxeHHe Ha KetokoHasos (400 mg BenHbXk JHEBHO), CUIEH HHXHOUTOp Ha

CYP3A, Boau no HaMansBaHe Ha KiIMpbHca Ha kabaszutakcen ¢ 20%, KO€TO ChOTBETCTBA Ha
nosuumasane Ha AUC ¢ 25%. CnenorarenHo, eJHOBpeMeHHaTa ynoTpeba Ha cunau CYP3A
MHXHOHMTOPH (KaTO KETOKOHA30J1, HTPAKOHAa30J1, KJIAPUTPOMHULIMH, HHIIWHABHP, He(a30/10H,
Hen(hHHABHP, PHTOHABHP, CAKBUHABHD, TEIMTPOMHLIKH, BOPHKOHA301) TPAOBA Aa ce H304Area, Thid
KaTO MOXKE Aa HACTBITH NOBHIIIABAHE Ha Na3MeHaTa KOHLUEHTpaluua Ha kabasurakcen (BxkK. TOUYKH 4.2

H4.4).

EaHOBpEMEHHOTO MIPHIIOAKEHHE Ha anperniuTaHT, ymepeH uuxubdurop Ha CYP3A, He e uMano egexr
BLPXY KJHpbHCA Ha Kaba3uTakcen.




CYP3A UHAYKTODH

MHOroKpaTHOTO NpHIokeHHe Ha pruaMiuH (600 mg BeaHEK AHEBHO), CHIIEH HHXHOMTOP Ha
CYP3A, Boau A0 NOBUIIABAHE HA KNHpPbHCA Ha kKabasuTakcen ¢ 21%, koeTo CLOTBETCTBA Ha
HamanmasaHe Ha AUC ¢ 17%.

CnenoBaTelHO, € AHOBPEMEHHOTO NipiiokeHue Ha CHIHH CYP3A HHAYKTOPH (KaTO PEHHUTOHH,
kapOaMasernun, pudamnux, pudabyTuH, pudaneHTuH, peHobapbuTan) Tpabsa na ce U3bArsa, Thil
KAaTO MOXKE Ja HACTHIMK HaMaIBaHe Ha IU1a3MEeHaTa KOHLUEeHTpaLuHua Ha kabasurakcen (BK. TOUKH 4.2 H

4.4). B pormeiHeHHe, nalMeHTHTE TpsAOBa Aa ce Bb3AbPXKAT OT NPHEM Ha XKBJIT KAHTApHOH.

OATPI1BI

In vitro, xaba3urakcen vHXuOMpa TPAHCIIOPTHHATE NPOTEHHH HA TPAHCNOPTHPAaUHA MONHNEIITH HA
opraHnuHH aHHOHH OATP1B1. Bn3MoxkeH € pHCk 3a B3aumoneicTeHe cbe Cybcrpatu Ha OATP1BI

(Hanp. CTaTHHH, BajicapTaH, perariuHua), ocobeHo no BpeMe Ha UHdy3usaTa (1 yac) U no 20 MHHYTH
cnen Kpas Ha HHpy3usTa. [Ipenoprusa ce unrepBan ot 12 yaca npean UHPY3UATa H HAH-MANKO 3

yaca cjie] Kpasd Ha HHY3UaTa, Npeay nNpunaradeTo Ha cybcTpatn Ha OATPIBI.

BakcuHauuu

[IpHI0KEHHETO Ha XKMBH WM )KHBH aTEHIONPAHH BAKCHHH TIPH NALUKEHTH, HMYHOKOMIIPOMETHPAHH
OT XMMHOTEPANEeBTHYHH CPEJCTBa MOXE Ja JoBeAe DO TEXKKH WK QaTansu uHdekind. BakcuHauus ¢
’KMBa aTeHIOMpaHa BaKCHHa TpAOBa fa ce u3bArea pH nauMeHTH, nomyyasaium kabasuraxcen. Morar
14 ce npuaraT YOUTH WM HHAKTUBMPAHH BAKCHHH, 00a4Ye OTTOBOPBLT KbM TAKHBA BAKCHHH MOXKE Ja
ObjAe HaMaJIeH.

4.6 Peprunuter, OpeMeHHOCT H KbPMEHE

KOHTpalenTHBHHA MEPKH
[Topaau reHOTOKCHYHHA pHck Ha Kabazurakcen (BxkK. TOYKa 5.3), MbKeTe TpaOBA 1a M3NOAIBAT

edeKTHBEH METO/1 HA KOHTpALIEeNLMg M0 BpEME Ha JICYEHHETO M B NPOAB/IDKEHHE Ha 4 MeceLa crnel

npeKparsaBaHe Ha JEYCHUETO ¢ kaba3uTakcen.

bpeMeHHOCT

Hsama naHHu oTHOCHO ynorpebara Ha kabasurakcen npu OpemMeHHH xkeHH. IlpoyuBaHuATa NpH
’KHBOTHH MOKA3BaT PenpoyKTHBHA TOKCHYHOCT MPH TOKCHYHHM 3a MaiikaTta A03H (BX. Touka 5.3), a
CHULO W Ye kabasdTaKcesN nmpeMyHaBa nualeHTapHaTa Oapuepa (Bx. Touka 5.3). Kakto # npy apyru
LMTOTOKCHYHH JIEKAPCTBEHH NPOAYKTH, Kaba3zuTaKkces MoXe Aa NPHYHHH YBPEKAaHE Ha (deTyca npH
OpeMeHHH XKEHU C EKCNO3ULIHA. |

Kaba3uraxkcen He ce npenopb4Ba Nno BpeMe Ha OPeMEHHHOCT H TIPH XKEHH ¢ ACTCPOIEH NOTeHUMAN,
KOUTO HE W3MOJ3BAT KOHTpaLeNLIUA.

KaGa3nrakcen He € nokasaH 3a ynorpeda npu xeHH.
KsnpMmene

Hanuuuure dhapMaKOKHHETHYHH JaHHH MPH XKUBOTHH NOKA3BaT €KCKPEUHSA Ha Kaba3sHTakcen u
HEroBuTe MeTaboONHTH B MNIAKOTO (BiXK. TOUKA 5.3).




DepTUIHTET

[IpoyuyBaHHATa NpU KMBOTHH NMOKA3BAT, Ye KapbazuTakces 3acara penpoayKTHBHATa CHCTEMA TNIpH
MBKKH TUTbXOBE U KyueTa Oe3 pyHKkuHoHaneH edexr BopXy depriunurera (BXkK. Touka 5.3). Bunpeky
TOBA, KATO ce UMa npeABHA (PapMaKoJOrHYHaTa AKTUBHOCT HA TAKCAHUTE, TEXHHAT NEHOTOKCHYEH
NOTEHLIHAN MO AHEYTeHEH MEXAHU3BLM H e(DEKTHT H& HAKOW ChEAWHEHMA OT TO3H KNac BbpPXY

depTHIHTETA NPH NPOYUIBAHHUS C )KMBOTHH, HE MOXKE Ja CE€ HIKTIOUYH €(PEKT BHPXY MBKKHS

depTUIHTET NMPHU XOpa.

Mtxere, JIEKYBAHH C xaﬁaamxcen, CC CBBCTBAT Ja CC KOHCYNTHPpAT OTHCCHO 3aMpa3iaBaHC Ha

cnepmMa IMNpean JEHEHHCTO.

4.7 EdexTn Bbpxy cnocobHOCTTa 32 mIodHpaHe H padoTa ¢ MAMIHHH

KabazuTakcen NOBNMsABA B yMEpEHa cTeneH cnocobHOCTTa 3a wodHpaHe H paboTa ¢ MalHHH, Thid
KaTo MOXe Ja NPUYHHH YMOpa u 3aMaiiBaHe. [lauuenTure Tpabsa aa ce NOCHLBETBAT Aa He WwodHpar
HWIH Ja He paboTaT ¢ Mal¥HK, KO M3MUTAT TE3H HEXEIAHW PEAKLIMH 110 BPEME Ha JICUCHUETO.

4.8 Hexenann JeKAPCTBEHHA PCAKOHE

Peslome Ha npoduna Ha 6e30MacHOCT

bezonacHocTTa Ha KabasuTakcen B KOMOHHAUMSA ¢ NMPEAHH3IOH HIIH PEAHH30/0H € OLIEHEHa B 3
pPaHJAOMHHPAKH, OTKPUTH, KoHTpoaupaHHu npoyusanus (TROPIC, PROSELICA u CARD), npu
o6 1092 nauyeHTH ¢ MeTaCTaTHUYEH paK Ha NPOCTaTaTa, PE3UCTEHTCH Ha KaCTPaLMi, KOMTO ¢a
61y ekyBaHH ¢ kabGasuTakcen 25 mg/m? BeaHbxk Ha Bcekn 3 ceamuiim. [laneHTHTe ca nonyyunny
cpeano 6 no 7 uukbna kabasurakcen.

HectoraTa ot 06001IEeHHS aHANHU3 HA TE3H TPH KIHHWYHH NMPOYYBAHHS € NMpeacTapeHa B TabnHuaTa
Nno-a0Ny:

Haii-uecTiTe HeXKENaHH peaKLIHH OT BCHUYKM cTemneHHd ca aHeMus (99,0%), neskonenus (93,0%),
HeyTponeHus (87,9%), TpombouuTtonenus (41,1%), amapusa (42,1%), ymopa (25,0%) v acterus
(15,4%). Haii-uecTuTe CTENEH =3 HEXENaHH peaklHH, HACTBLIBALIM NPH HaH-Manko 5% ot

' nauMeHTHTe ca HeyrponeHus (73,1%), neskonenus (59,5%), anemus (12,0%), pedpunna
HeyTponeHHa (8,0%) u anapus (4,7%).

[IpexbcBaHe Ha JICYEHUETO NMOPAJH HEXEIAHH PeakLMH € HACTBITWIO ChC CXOAHA YECTOTa HpH 3-T¢
npoyusaHui (18,3% B TROPIC, 19,5% 8 PROSELICA 1 19,8% 8 CARD) npy naumeHnTH, npuemauiy
kaba3zurakcen. Hal-uecture Hexenanu peakuuu (>>1%), Boaewmy 20 NpeKLCBAHE HA TCYECHHETO ¢
kaba3dTakcesn, ca XeMaTypus, yMOpa U HEYTPOIeHus.

TabnyueH cnNUCHK HA HEXKENAHUTE PEaKIIMK

Hesxenanure peakiii ca npeAcTaBeHH B Tabnuua 2 cnopei CHCTEMO-OpraHeH Kiac H
MedDRA. BB BCAKO rpynHpaHe 1o 4ecToTa, HEXKE/IAHUTE PEaKkUMH ca NPEeACTAaBEeH
MO OTHOIUEHHE HA TAXHATA CEPHO3HOCT. MHTEH3HTETLT Ha HEXETAHHTE PEAKLINH €A TENOF
cnopen CTCAE 4.0 (ctenren 23 = C12>3). YUecToTHTe ca Ha 6a3a BCUUYKH CTETEHU § @ g
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kaTo: MHOro 4yecTH (= 1/10); uectu (> 1/100 no < 1/10); Heuectu (= 1/1 000 go < 1/100); peaxu (>
1/10 000 no < 1/1 000); MHoro peaxy (< 1/10 000); ¢ Hen3BecTHA 4eCTOTA (OT HATHYHUTE JAHHH HE
MOKe Ia ObJe HanpaBeHa OLIeHKa).

Ta6nuua 2: CLoOLIEHH HeXeaHH peaKLiHH H XEMaTOJIOrHYHM HApYLUEHUS TIpH Kaba3HTakcen B
KOMOHMHaiMA € NPEIHH30H WK NPEeAHH30N0H OT NMpoyuBaHeTo oT 0bobwenns avanus (n = 1,092)
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E:c'remo-npraﬂeﬂ Hexenrana peaknns BeHYKH cTeneHH ICrenen>3
ac n (%) n (%)
Mnoro yecTn [UecTn HeuecTn |
Hudekunn u HeytponeHuuyHa 48 (4,4) 42 (3,8)
HH}pecTaLHH mHekuus / cencuc ¥
| ICenTHYEH LI0K 10(0,9)  [10(0,9)
Cencuc 13(1,2) _ 13 (1,2)
[lemynuTt - 8 (0,7) B (0,3)
Undekuus Ha 103 (9,4) 19 (1,7)
NHKOYHKUTE ITHTHLIA
WuonyeHua 22 (2,0) E
[{ucTHT 22 (2,0) (0,2)
HMudekiiuga Ha ropHHUTe 23 (2,1) 0
INUXATETHH ITHTHIIA
Xeprec 30¢Tep 14 (1,3) 0
Kanangosa 11 (1,0) 1 (<0,1)
HeyrponeHuns® PSO (87,9) [790 (73,1)
Hapymexns Ha |AHemns ® 1073 (99,0) 130 (12,0)
[KpbBTa H AMMOHATA [lepconenns® 1008 (93,0) 645 (59.5)
cHcTeMA
[TpombouuTOneHus® K78 (44,1) r-14 (4,1)
DeOpHuIHa HEYTPOIICHHUS 7 (8,0) B? (8,0)
HapyiueHus Ha ICBpPBXYYBCTBHTEN HOCT 17 (0,6) 0
MMYHHaTa CHCTEMA
HamaneH aneTur 192 (17,6) 11 (1,0)
Hapyioenus Ha Ylexuaparauus 27 (2,5) 11 (1,0)
MeTabonH3Ma H X MnepriuuKeMus 11 (1,0) 7 (0,6)
XPAHCHETO XHunoxanHeMus 18 (0,7) R (0,2
[IcHXHYHHA beicbHHE 45 (4,1) 0
(HapyLIeHHA [TpeBOXKHOCT 13(1,2) 10
O6BpKaHOCT 12 (1,1) 2 (0,2)
Hapymenns Ha Uucreysus 64 (5,9) 0
HEPBHATA CUCTEMA 56 (5,1) 0
HapyuieHus Ha BKyca
[TepudepHa HeBponaTHA K0 (3,7)
[TepudepHa ceH3opHa 89 (8,2)
HeBponaTHa
ITonuneBponaTHs
[lapecte3ns 46 (4,2)
Xunecre3uns 18 (1,6)




BamasHOCT |63 (5,8) 0
[ napobonue 156 (5,1) 1(<0,1)
Uleraprus 15 (1,4) 1 (<0,1)
Hinuac 9 (0,8) 1 (<0,1)
KOHIOHKTUBHT 11 (1,0) 0
HapyuieHHs Ha OudTe [Y BeNTHdeHa JIaKpruMaLus 22.(2,0) 0
Hapyiuenus Ha yxotolllyM B yiure | [7 (0,6) 0
1 nabupHHTa [Bepruro 15(1,4) 1 (<0,1)
CupaeuHn [IpechpAHO MbXKACHE 14 (1,3) 5 (0,5)
HapylIeHUs* [Taxukapans 11 (1,0) 1 (<0,1)
XHUNOTOHHA 138 (3,5) 5 (0,5)
JIb106oka BeHO3Ha 12 (1,1) 9 (0,8)
Tpomb0o3a |
CBAOBH HAPYLIEHHA X unepToHus P9 (2,7) 12 (1,1)
OpTocTaTiuHa 6 (0,5) 1 (<0,1)
XHITOTOHHS
[ opeliy BHIHH 23 (2,1) 1 (<0,1)
BauepBiBaHe 9 (0,8)
PecnHpaTopHH, CIHEs 197 (8,9) 9 (0,8)
'PbAHH H Kawnnuia 79 (7,2) 0
MeAWaCTHHATTHH OpodapuHreansa 601ka 6 (2,4) 1 (<0,1)
HApy HICHHA [1lHeBMOHHUA P6 (2,4) 16 (1,5)
benoapobeH eMOOIHIBM 30 (2,7) 23 (2,1)
Jlnapus 1460 (42,1) 51 (4,7)
afcHE 347 (31,8) 14 (1,3)
[loBpbiaHe 1207 (19,0) 14 (1,3)
KoHcTHnatms 202 (18,5) | 8 (0,7)
KopemHa 6osika 105 (9,6) 15(1,4)
ucnencus q 53 (4.,9) 0
(CToMallIHO-4peBHH bosika B ropHara 4acT Ha 46 (4,2) 1 (<0,1)
HapyleHHs kopeMa
Xemoponay D2 (2,0) 0
["acTpoe3odareanHa 26 (2,4) 1 (<0,1)
Eeqmyxcna donect
€KTaJIHO KbPBECHE 14 (1,3) 4 (0,4)
CyxoTa B ycTaTa 19 (1,7) 2 (0,2)
Pa3jyBane Ha KopeMa 14 (1,3) 1 (<0,1)
CTOMATHT 46 (4,2) 2 (0,2)
Mneyc* 7 (0,6) B (0,5)
["acTpHT 1000,9) ©
Konut* 110 (0,9) 5 (0,5)
TOMAalIHO-4YpeBHA 3 (0,3) 1(<0,1)
Eem)(:rp_auuﬂ
Emmamﬂo-qpeano 2 (0,2) 1(<0,1)
lA;pBeue |
HapyweHus Ha OneLHs 80 (7,3) |
KOXATA H ICyxa koxa b3 (2,1) /,*ﬁm
NOJKOXKHATA ThkaH  [Eputema 8(0,7) // M0 2w N\
HapyieHne Ha HOKTHTE 18(1.6) 9y F,,. - "}_TJ
HapywuieHus Ha bonka B repba 166 (15,2) IEI " y'-:‘* 'ﬁ.ﬂ
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tiycxynﬂocxenemam bﬂpanrm 88 (8,1) 0 (0,8)
McTeMa H Bonka B KpaiiHHLHTE 76 (7,0) 9 (0,8)
CheNMHUTENHATa  [MyCKyJHH CTIa3MH 51 (4,7) 0
ThKaH Muairus 40 (3,7) 2 (0,2)
MYyCKYITHOCKENETHA 34 (3,1) 3 (0,3)
00JIKa B I'BPAUTE
Myckynna cnabocT 31 (2,8) 1 (0,2)
boJika B cnabuuure 17 (1,6) 5 (0,5)
Octpa 616peuHa 21 (1,9) 14 (1,3)
HeAOCTATBYHOCT
b16peuna 8 (0,7) 6 (0,5)
[HEAOCTATHYHOCT
Jla3ypus 52 (4,8) 0
Hapyuienns Ha b1OpeyHa KoaMKa 14 (1,3) 2 (0,2)
OBrOpeuuTe H XemaTypHs 1205 (18,8) 33 (3,0)
MUKOYHUTE METHWA  [[TonakHypus 26 (2,4) 2 (0,2)
Xuaponedposa 25 (2,3) 13 (1,2)
PeTeHuus Ha ypHHa 36 (3,3) 4 (0,4)
UHKOHTHHEHLIMA HA 22 (2,0) 0
lypHHa _ | |
Y perepaina oOCTpyKUMA 8(0,7) 6 (0,5)
Hapylenus Ha bonka B Ta3za 20 (1,8) 5 (0,5)
BBE3MPOH3BOANTENIHAT
CHCTEMA W 'bpAATa _ ‘
'Vmopa 333 (30,5) 42 (3,8)
AcCTeHHA 27 (20,8) 32 (2,9)
TTupekcHs 190 (8,2) 5 (0,5)
[Tepngepuy oToLX 96 (8,8) R (0,2)
O61H HapYIIEeHHA H BysnaneHue Ha b3 (2,1) 1 (<0,1)
edeKTH Ha MACTOTO  {nuranuriyTe
[Ha MPHJIOKCHHC Bonka 36 (3,3) 7 (0,6)
I pbaxa Gonka 11 (1,0) 2 (0,2)
IOTOK | 8 (0,7) 1 (<0,1)
TpbIKH 12 (1,1) 0
I[Hepa3noaoxeHue 1(1,9) o
HamaneHo TenecHo 81 (7,4) 0
[rero
W3cneapauus TlopuLIEHa acnaprat 13 (1,2) 1 (<0,1)
AMUHOTpaHC(epasa
TloBHinEeHH 7 (0,6) 1 (<0,1)
TpaHCaMHHa3H

* Ha Oaza nabopaTOpHH CTOHHOCTH

* 3a mopeye HHPOpPMAaLIMA BIOKTE TOUKATA [10-A0JTY

Onucanue Ha H30paHH HEXEJIAHW PCaKLUK

Heymponenus u cevp3anu Kiunuynu cbbumus

HUsnon3eaHeto HAa G-CSF nokassa orpaHUYaBaHe Ha YECTOTATA M TEXKECTTA HA HE
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TO4YkHU 4.2 1 4.4). UectoTata Ha cTeneH =3 HeyTponeHHs Ha 6azaTa Ha nabopaTopHH AaHHH BapHupa B
3aBUCHMOCT OT H3nosseaHero Ha G-CSF ot 44,7% no 76,7%, c Hal-HucKa vecToTa, ChbodlUeHa NpH
n3non3sade Ha npodwtaktuka ¢ G-CSF. [1o noaoben HauuH, yecTroTara Ha cTeneH >3 pebpunHa
HeyTponeHus sapupa ot 3,2% a0 8,6%. YcnoxHeHnd npu HeyTponenua (BionountenHo pebpunna

HEYTPOINEHHUA, HEYTPONEHNYHE UHPEKLIMA/CENICUC U HEYTPOTNIEHUHMEH KOJNMUT), KOUTO B HAKOM CITyYau
BOASAT A0 JIETANEH U3X0A, ca OWinn crobiueHn npu 4,0% oT nauneHTHTE NPH H3NOA3BaAHE HA MbPBHYHA

npodunaktuka ¢ G-CSF, u npn 12,8% ot naumenrHTe 6€3 vanonspaxse Ha G-CSF.

Cupoeunu napyuenus u apummuu

B 06001enns avanus, CbpaeyHH CHOMTHA ca ChOOWEHH NPH 3,5% OT naudeHTuTe, oT KouTo 1,1% ca
MMaJIK CTENEH 23 ChpAcYHH apuT™MHUH. YecToTara Ha Taxukapadsa nipyu kabasurakcen e 1,0%, karo no-
Masiko ot 0,1% e ot crenen >3. UecroraTa Ha npeaAchpHO MbKaeHe € 1,3%. Cvburua Ha chpaeyHa
HeROCTATBbYHOCT ¢a CboOIeHH Npy 2 nauueHTH (0,2%), €AHOTO OT KOHTO € A0BEJIO A0 JieTaNneH
u3xoa. KamepHo MbakaeHe ¢ neTaieH u3xoA € ¢bobiueHo npu 1 nauvent (0,3%) v copae4eH apect

np# 3-Ma nanuedTH (0,5%). Huto eaHo ot Te3u cuOMTHA He e CUETEeHO 3a CBBLP3aHO CHopea
M3CJIEI0BATENS

Xemamypun

B 06001ueHHs asanu3 yecToraTa Ha XeMaTypHA 3a BCHYKH creneHd € Omna 18,8% npu 25 mg / m2
(BK. TOuka 5.1). CMmymasamn ¢akTopu, Koraro ca AOKyMEHTHPaHH, KaTo NMporpecus Ha

3a00/19BaHETO, HHCTPYMEHTapHyM, uHdpexuma win anrkoarynaws /HCIIBC/repanus ¢
aLeTWICATHLIMIIOBA KHUCEJIHHA ca WACHTHGHLUMpaHHU B O30 MOJNIOBHHATA OT CIIYHaHTe.

Jlpyzu omxnronenus 6 rabopamoprume noxazameny

B 06061nen1s anann3 yectotata Ha aHeMHs creneH >3, noprlieHH AST, ALT u 6unupybun 813
OCHOBA Ha OTKNOHEHUA B 1abOpaTOpPHHUTE NOKA3aTEe/H, ¢a CBOTBETHO 12,0%, 1,3%, 1,0% 1 0,5%.

Cmomawno-upeanu Hapyuienus

Habmopapatu ca KOAHT (BKJ1. EHTEPOKOIUT U HEYTPONEHUYEH €HTEPOKONHT) U racTpur. Uma

CcbOOLIEHHA H 38 CTOMALIHO-YPEBHO KbPBEHE H CTOMALIHO-YPEBHA repdopalivs U Hieyc (UpeBHa
06cTpyKLNA) (BX. TOUKA 4.4).

Pecnupamopnu napyuenun
Ciyyan Ha MHTEpPCTHIIMATHA THEBMOHHA/THEBMOHHT W HHTEPCTHIHANHA OenoapobHa 6onecr,

MOHAKOTa ¢ GaTaieH U3X0J, ¢€ cboOIaBaT ¢ HEM3BECTHA YeCTOoTa {OT HATMYHHTE AaHHH HE MOXeE A4
Oble HanpareHa OLUCHKA) (BXK. TOYKa 4.4).

Hapywienun na 6vbpeyume u nuxounume nvminya

HeuecTo ce croldlaBra LMcTHT » ABJIKAILL CC Ha p€aKliMi Ha pagHallMOHHA NMaMET, BKITIOYHUTENTHO
XCMOoparuycH HHCTHT.

[leAHaTpHYHA NOMYNALIHA

Buxre Touka 4.2
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Jpyry cneuvanHy nomynaluu

Cmapuecka év3pacm

Ot 1 092-Te naumeHTH, NekysaHu ¢ kabazurakcen 25 mg/m’ B npoy4yBaHHATa 3a pak Ha NpocTaTara,
755 naunueHTH ca OWIH Ha Bb3pacT 65 Wik noseue roAMHH, BKIIOMUTENHO 238 nauueHTH Hazg
75-roauuiHa Bb3pacT. ClieJHHTE HEXEMATONOMMYHA HeXkeNlaHH peakLiMu ca ChLOOLIEHH NPH YecToTa
>5% no-BUCOKa NpH MaUHEeHTH Ha BB3pacT 65 WIH noBeue rOWHH B CpPaBHEHHE C MO-MIaau
naupeHTH: YMopa (33,5% cnpsmo 23,7%), actenuns (23,7 cnpamo 14,2%), konctunaums (20,4%
cnpamo 14,2%), u aucnHes (10,3% cnpamo 5,6%). Heyrponenns (90,9% cnpamo 81,2%) u
TpomGounToneHus (48,8% cnpamo 36,1%) ca cbLuo 5% no-BUCOKH NpH NAMEHTH Ha Bb3pacT 65
roOHHH WIW NOBEYE FOAMHH, B CPaBHEHHE C NMO-MJ1aanTe naudeHTH. CreneH >3 HeyTpONeHHs U
¢ebpunnHa HeyTponeHHus ca choOLIEHH ¢ Hali-BHCOKaTa Pa3/jiuKa B 4ECTOTATa MEXKIY JABETE
Bb3PacTOBH rpynH (CbOTBETHO 14% 1 4% no-BHCOKa NMPH NALHEHTH > 65-rOoAUIIIHA BB3pacT, B
CpaBHEHHE C MALMEHTH < 65-roanLIHa BB3pacT) (BXK. ToukH 4.2 ¥ 4.4).

CnobiaBaHe Ha MOAO3MPAHH HEXKEIAHW PeaKLMH

CroblnaBaHeTo Ha MOAO3IHPAHH HEXENAHH PEaKLMH cliell pa3pelnaBaHe 3a ynotpeda Ha JiekapCTBeHUS
NPOAYKT € BaXXHO. TOBa NO3BONABA Aa NPOIBLIXKH HAOMOAEHHUETO HA CHOTHOLLIEHHETO MOJI3a/PUCK 34
nekapcTBeHHA MpoayKT. OT MEAHUMHCKHUTE CMELMATHCTH CE H3HCKBA J1a ChOOIIIABaT BCAKA

I0/I03HPAHA HEXeEJIaHa peakiua Ypes dpes U3anbiHuTeNHa areHuya no Aekapereara, yi. .. JlaMan
I'pyes* Ne 8, 1303 Codus, Ten.: 02 8303417, yebeaiiT: www.bda.bg.

4.9 Ilpenoznpane

He e n3pecten aHTHAOT Ha kaba3uTakcen. O4akBaHKWTE YCIAOKHEHHA NPH NPENO3UPAHE CE CECTOAT B

eK3alepOalya Ha HeXKellaHWTE PeaKkLMM KaTo MOTUCKaHE HA KOCTHUA MO3BK U CTOMAaLHO-YPEBHH
HapYLLIEHHUS.

B cnyuait Ha npeno3supane, naudeHTET TPAOBa 1a Obje 3aAbPXKAH B CHCLHATIM3UPAHO 3BEHO U
BHHMATENHO Npocheasead. Bb3moxkHO Hail-Obp30 cnea ycTaHOBABaHE Ha NPEJO3HPAHETO, MALMEHTHT

TpabBa ga nonyun G-CSF B repaneBTvurHM 103W. TpaOBa aa ce npeanpueMar Apyry NOAXOAALM
CHUMITTOMATHYHH MEPKH.

5. ®APMAKOJIOTHYHHU CBONCTBA

5.1 PapMaKoAHHAMHUHH CBOHCTBA

dapmakoTepaneBTHUHa rpyna: AHTHHEOIUTAaCTHYHH cpelcTBa, TakcaHu, ATC koa: LO1CD04

MexaHH3BM Ha JCHCTBHE

Kaba3uTakcen e aHHTHHEOIUIACTHYHO CPEACTBO, AeHCTBAlllO Ype3 HapyluaBaHe Ha MHKpPOTYOyIHaTa
Mpeka B kneTkuTe. Kabasurakcen ce cBbp3Ba ¢ TyOYJIHHA M CTHMYJIHPa H3rpaKAaHETO Ha cTabunHu
MHKpPOTYOY/IM OT TyOyIHHa KaTo eAHOBPEMEHHO ¢ TOBA HHXHOHPa TAXHOTO pa3naaaHe. ToBa BOAH 10

ctabuin3upaHe Ha MUKpOTYOynuTe, KOeTO BOAW A0 HHXHOHpaHe HAa MUTOTHYHHUTE U U
KAeThb4YHH PYHKLMHH.
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dapMakOIUHAMHYHH €PEeKTH

Ka6a3uTakcen JeMOHCTPHPA IUMPOK CNEKThD Ha AHTHTYMOPHA aKTHBHOCT CpelLly aBaHCHPAIN
YOBELIKHM TYMOPH, NpHcaneHu Ha MuLliku. KabGasuTakcen € akTHReH NMpH AOLETAKCEN-YYBCTBUTENHH
TyMOpH. OCBEH TOBa, KabasHTakcen JEMOHCTPHPA AKTHRHOCT NIPH TYMOPHH MOJAEIH, HEYYBCTBUTENHH
Ha XMMHOTEPAINS, BKIIOUYBALLA JOLETAKCEN. |

KnuHHYHa ePprukacHOCT H 6€30MacHoCT

EdukacHocTTa H 6e3onacHocTa Ha kabasurakcen B KOMOMHALMA ¢ IPeAHU3OH WIM NPeAHH30JI0H ¢a
OLIEHEHH B PaHAOMH3HPaHO, OTBOPEHO, MEXXAYHAPOAHO, MHOTOLEHTPOBO npoy4saHe dasza Il
(EFC6193) npu naifHeHTH ¢ METACTATHYECH, PE3UCTEHTEH HA KaCTpaUMUs pax Ha NPOCTATATA, JIEKYBAHH

Nnpe€aAx TOBA MNoO CXCMa, ChAbpiKalla JOUCTAKCC.

O6bwmara npexurBaeMocT (Overall survival, OS) e mbpBHYHaTa KpaliHa TouKa 3a ePUKACHOCT B
npoyupaHeTo. BropHuHHTE KpaHHH TOUKH BKITIOYBAT: NMpexXUBAeMOocT 6e3 nporpecus [Progression
free survival, PFS (ne¢uHupaHa karo Bpeme'rﬁ OT paHIOMH3al(Hs 10 TYMOPHATa nporpecus,
nporpecus Ha npocrara-cneundu4Hns aHtured (Prostate-specific antigen, PSA), nporpecus Ha
DosikaTa WK CMBPT NOpaJH KAKBATO H A4 € IPHYHHA, KOETO HACTHIIM ITbPRO], UECTOTAa HA TYMOPHHS
OTroBOp Ha 0a3aTa Ha KPUTEPHH 3a OLEHKA Ha oTroBopa npy connann tymopu (RECIST), nporpecus
Ha PSA (nedununpana karo yeennuenue >25% unu >50% B PSA cHOTBETHO NpH He-pecniOHIEPH WIH
peCroHaepH), OTTOBOP HAa PSA (NnNOHKWXKEHHE Ha CepyMHHTE HHBa Ha PSA ¢ noHe 50%), nporpecus Ha
6onkaTta [OLIeHEHa TOCPEACTBOM CKANATa 38 HHTEH3UTETa Ha MOMeHTHaTa 6onka (Present pain
intensity, PPI) ot penpocHuka Ha McGill-Melzack u aHanrernuen ckop (Analgetic score, AS)]
OTroBop Ha Hoskara

(RepHHHpAH KaTO 2 TOUKH NO-TOJIAMO HAMATNCHHE COPAMO U3XOAHOTO HUBO HA MeauaHaTa Ha PPl Ge3
CBITBTCTBALLO YBENMUEHHE Ha AS, unu HamaneHne ¢ >50% npu H3non3BaHe Ha aHANTETHK CNPAMO

M3XOQHATa CTOMHOCT Ha AS 6e3 CEIBTCTRALLO YBENHUEHHE Ha Bonkara).

O6wo 755 nauMeHTH ca paHAOMHU3UPAHK Jla Nojyuanat Wi kabasurakcen 25 mg/m? UHTPABEHO3HO

Ha BCEKH 3 ceAMHLIM 3a MaKCUMYM [0 LMKBbJIa ¢ NPEAHH30H WIHM NpeaHU30J0H 10 mg AHEeBHO
[epopasiHo, KiH MHTOKCAHTPOH 12 mg/m? HHTPaBEHO3HO Ha BCEKH 3 CEAMMLIM 3a MaxcHMyM 10
UHKBJIA C MPEAHH30H MM npeaHu3onoH 10 mg nxesHo nepopanyto (n=377).

Tosa npoy4BaHe BKIIOMBA MallUEHTH Ha Bb3pacT Haa 18 roanHM ¢ MetacTaTH4eH, pe3UCTEHTEH Ha
KacTpalMs paK Ha rpocrartara, H3MepHM no kpurepud Ha RECIST unu nensmepumo 3abonasane ¢
yBeJM4aBaHe Ha HMBaTa Ha PSA WM nosiBa Ha HOBH J1€3MH, M GYHKUHOHANEH cTaTyc oT 0 10 2
cnopen

H3rounara koonepatupHa rpyna no onkonorus (ECOG). ITauuenrure e tpabsano na umar
Heytpoduu >1 500/mm?, tpombouuTi > 100 000/mm?, xemorno6un >10 g/dl, kpeaTHHUH

<1,5 x ['TH, 06w 6unupydbun <1 net 'TH, AST 0 ALT <1,5 nstu I'TH.
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[TauveHTH ¢ aHaMHe3a 3a 3acToiHa CbpAeyHa HEAOCTATBLYHOCT WIH HH(PAPKT HA MHOKap/a npes
nocneaHuTe 6 Mecella, KM NalUEHTH C HEKOHTPOJIHpaHa ChpAeuHa ApPUTMHA, CTEHOKAPAHA W/HWIH
XMNEPTOHHA, HE Ca BKIIIOYBAHH B NPOYYBAHETO.

HeMorpagcKuTe NaHHH, BIJIFOYBALLY Bb3pacT, paca ¥ pyHkuuoHannuar craryc cnopen ECOG (0 no
2) ca pasnpeaeneHn MEXIY paMeHaTa Ha JiedeHueTo. B rpynara Ha kaGasurakcen cpeaHaTa BbL3pacT €
68 ronnHu, B aManasoH (46-92) u pacopoto pasnpeaencHue e 83,9% Oana, 6,9%
a3MaTCKa/OPUEHTANICKA, J5,3% uepHa v 4% npyru.

Cpennnar 6poii Ha uMknuTe € 6 B rpynara Ha kabasurakcen U 4 B rpynarta Ha MUTOKCAHTPOH. bposaT

HA MaLMeHTHTE, KOUTO Ca 3aBbPLUKIH JieyeHUHeTO B mpoyuBaHeTo (10 uMxbna) € crorBeTHo 29,4% 1

13,5% B rpynara Ha kaba3uTakcen v B CpaBHUTE/IHA rpyna.

ObulaTa NpexxHBIEMOCT € 3HAYHTENHO NO-NPOALLKUTENHA ¢ Kaba3UTakcen B CPaBHEHHE C
MHTOKCAHTPOH (choTBeTHO 15,1 Mecena cnpamo 12,7), ¢ 30% nsamansBaHe Ha pUcKa 3a CMBPT, B

CpaBHEHHE C MUTOKCAHTPOH (Bxk. Tabnuuta 3 ¥ purypa 1).

[Toarpyna ot 59 naumeHTH ca NONyYaBanH IPpEAN TOBa KyMyJIaTHBHA J103a JjolieTakcen <225 mg/m?

(29 naumeHTH B paMoTO Ha KabasuTakcen, 30 nauueHT™M B paMOTO HA MHTOKCAHTpOH ). He ce Habmoaasa
CTATHCTHYECKA pa3iuka B odluata mpekuBseMOCT npH Tazv rpynma nauveHtd (HR (95%CI) 0,96
(0,491,86)).

Ta6nuua 3 - E¢ukacHocT Ha kabasurakcen B EFC6193 npoyusaHe npH leyeHHETO Ha NALIMEHTH C
METACTaTHUEH, PE3UCTEHTEH Ha KaCTpallia pak Ha NpocTaTaTa

kaba3uTakcesa + NPEOHH3OH  MHTOKCAHTPOH + NPAHH30H
n=378 n=377

— — - mEmr m—- = ms . = - = - - [ e — — - —

—_— - ———— B T e - f—— = . e ——— - ——— .- _——,ee— e — . —_—— —_ - = —_—_— —_ - e e A . M — —

Oﬁm{ﬁiigmn BAEMOCT

— e e _— e —_— - —_— A — e — e — e — - - - o — - —_—_— e - - —— . - . .

Ménuaﬂa Ha NPEeXUBAEMOCT _ 15,1 (14,1-_1_6,3_)_“ _ 12,7 -(lﬁl ,6-13,5’)

(meceun) (95% CI)

- —— . —_— e —— -

Koeduument Ha pucka (HR)!  0,70(0,59-0,83)
Seswep
_ p-CTOHHOCT | <0,0001

'HR e onpenaenex no moaena Ha Cox; koedHIMEHT HA prcka no | e B nonsa Ha kabasuTakcer

®urypa 1: Kpusu Ha obma npexcussaemoct no Kaplan Meter (EFC6193)

HA PHCK 377 300 Bpeme(Mecenn) 11 1
MHTOKCAHTPOH 378 321 188 67 28 4
TrpeARON 231 90

kaba3uTaKcen

+{Ipe AHW3OM
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HabGmonaea ce ysenuuenue Ha PFS B pamoTo Ha kaba3urakces, B CpaBHEHHE ¢ paMOTO Ha
MHTOKCAHTPOH, CbOTBETHO 2,8 (2.4-3.0) meceua cnipamo 1.4 (1.4-1,7), HR (95%CI) 0,74 (0,64-0,86),
p<0,0001.

Halsiro1aBa ce 3HaYMTeIHO NO—BUCOKA YeCTOTa HA TYMOPHHUSA OTroBop oT 14.4% (95%CI: 9,6-19,3)
MpH NMalMEHTUTE B paMOTO Ha kabasurakcen, B cpaBHeHHe ¢ 4,4% (95%CI: 1,6-7,2) 3a nauUeHTUTE B
pamMoTO Ha MUTOKCAHTpOH, p=0,0005.

Bropuunure kpaitHi TOUkH HA PSA ca nosoxuresiHu B pamoTo Ha Kabaszurakces. HaGronaBa ce
meauaHa Ha PSA nporpecus ot 6.4 meceua (95%ClI: 5,1-7,3) npy nauMeHTUTE B pAaMOTO Ha

kaba3zurakces, B cpaBHeHue ¢ 3,1 meceua (95%ClI: 2,2-4,4) B paMmoTo Ha MUTOKCAHTpOH, HR 0,75
Mecela |

(95%CTI: 0,63-0,90), p=0,0010. OtroeopsT Ha PSA € 39,2% npu nauMeHTUTE B paMOTO Ha
kaba3urakce

(95%CI: 33,9-44.5) cnipsimo 17,8% 1ipu naupeHTUTE HAa MUTOKCAHTPOH (95% CI: 13,7-22,0),
p=0,0002.

He ce Habnto1aBa cTaTUCTHYECKA pa3/iMKa MEXK/1y JIBETE paMEHa Ha JIEYEHHUE TNPH NMporpecus Ha
OoJikaTta ¥ OTrOBOp Ha OoJiKara.

B eaHo HemHpeprHopHO, MHOTOLIEHTPOBO, MHOTOHALIMOHAJIHO, PAHIOMU3MPAHO, OTBOPEHO MPOYYBAHE
¢aza Il (EFC11785), 1 200 nauMeHTH ¢ ME€TaCTaTHYEH, PE3UCTEHTEH HA KAaCcTpalLMs paK Ha
[pocTaTara, JIEKYBaHH IPe/IM TOBA ChC CXEMa Ha JICYEHHUE, ChIbpiKallla JloleTakce, ca Ouiu
paHJIOMH3HPaHHM J1a NoJiyyar j03a kabasurakcen 25 mg/m? (n=602) uau 20 mg/m? (n=598). O6wmara

[IpoyuBaHETO € MOCTUIHAJIO CBOATA ITbPBHYHA LIEJ1 3@ JIEMOHCTPHpPAHE HA HEUH (e
kabasurakcen 20 mg/m’ cripsamo 25 mg/m? (k. Tabauna 4). CTaTHCTHYECKHU 3HA
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npoueHT (p<0,001) naunenTn ca nokazanu PSA otroeop 8 rpynara Ha 25 mg/m? (42,9%) s
cpaBHEHKeE ¢ rpynara Ha 20 mg/m? (29.5%). HabnoagaH € CTaTHCTHYECKH 3HAYMMO MO-BHCOK PHCK
ot PSA nporpecus npu naigeHTHTe Ha n03a 20 mg/m’ cnpsamo Te3u Ha no3a 25 mg/m? (HR 1,195;
95%CI: 1,025 no 1,393). Hama cratucTMYecKa 3Ha4MMa Pa3fiHKa N0 OTHOLIEHHE Ha APYTH BTOPHYHH
KpaiHH ToukH (PFS, TyMopeH unu O0aKOB OTroBOp, TYMOPHA UK OOJIKOBa NPOrpecHi, H YETHPH
noakateropud Ha FACT-P).

Tabauua 4 - O6ia npexueseMocT B nipoyueaHeTo EFC11785 B paMoTo Ha kabasutakcen 25 mg/m?

cnpsaMo pamoTo Ha kabaszurakcen 20 mg/m? (Intent-to-treat analysis) — [TepBHuYHa kpalisa TOUKa 3a

e(PMKaCHOCT
CBZ20+PRED CBZ25+PRED
n=598 n=602
O6ma npexxaBIeMOCT
Bpoii cMbPTHHU ciry4an, n (%) 497 (83,1 %) 501 (83,2%)
Menuana Ha npexupaeMoct (95% Cl) 13,4 (12,19 - 14,88) 14.5 (13,47 - 15,28)
(MeceLH)
KoedHueHT Ha pucka® -
cnipsmo CBZ25+PRED | 1,024
1-ctpanna 98.89% UCI 1,184 -
1-crpanHa95% LCI 0,922 .

CBZ20=xabasurakcen 20 mg/m?, CBZ25=kabazurakcen 25 mg/m?,

PRED=npeaHu30H/Ipe AHH30N0H

Cl=nosepurened unrepsan, LCl=nonHa rpanuua Ha noepurenHus unrepeai, UCI=ropHa rpanuua
HA JOBCPHTEIHUSA WHTEPBAN

a KoeduueHT Ha pHcka € OLCHEH 4pe3 perpecHoHEH Moaen Ha Kokc 3a nponopuyOHAIHOCT Ha
puckope. KoedHuUeHT Ha pucka < 1 noka3sa no-HUCHK pHCK NpH kabasuraxcen 20 mg/m? cnpamo

25 mg/m?.

[MpodunbT Ha He3onacHOCT Ha Kabasurakcen 25 mg/m? , nabmoaaean B npoyusane EFC11785, e
noaodeH KOJIM4ECTBEHO W KaY€CTBEHO Ha TO3M, HabmoaasaH B npoy4BaneTo EFC6193. IlpoyusaneTo

EFC11785 nemMoHcTpHpa no-a06sp npodun Ha Ge3onacHoCT 3a Kabasurakcen npu ao3a 20 mg/m?,
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Tabnuua 5 - Pestome Ha gaHHMTE 3a 6E30MaCHOCT B paMOTO Ha kabasuTakcen 25 mg/m? cnpsamo

paMoTO Ha kabasurtakcen 20 mg/m? B npoyusanero EFC11785

ICBZ20+PRED CBZ25+PRED
n=3580 n=595
Meanana Ha 6pos LMKNIH/ MeaAHaHa Ha 6/18 ceamuuy 7/21 ceamuumu
NMPOABJDKMTENROCTTA HA JiEUeHHe
25 - 20 mg/m?: 128 (21,5%)
bpoii naltueHTH ¢ peAyKuus  Ha J03aTa 20 - 15 mg/m?%: 58 120-15 mg/m*: 19 (3,2%)
n (%) (10.0%)
15-12 mg/m* 9 15 - 12 mg/m?: 1 (0,2%)
(1,6%) !

BCcHUYKHE cTeNeHH HA Hexeaann peakunn’ (%)

Jnapus | 30,7 39,.8
["'agene F4’5 32,1
YMmopa 4,7 b7,
XemaTtypus 14,1 20,8
AcCTeHHS 15,3 19,7
Hamanen aneTur 13,1 1 8.5
[loepbuiaHe | 14,5 18,2
KoHcTHnauus 17,6 18,0
bonka B repba 11,0 13,9
KnnHH4yaHa HEyTpOneHUs 3,1 10,9
Hﬂcpemiu Ha NUKOYHUWTE IThTULUA 6,9 10,8
IlepudepHa ceH30pHA HEBPOTIATHS 6,6 10,6
Aucreysus 7,1 10,6
Crenen > 3 nexenann peaknun® (%)
Knnau4yHa HeBpoONnaTHs 24 06
2,1 9,2
QebpunHa HeBpONATHA
XemaTostoraunan orioHeHHN’ (%) CreneH
> 3 HeYTpOneHuA 41,8 73,3
CteneH > 3 aHeMus 9.9 13,7
CrenieH > 3 TpoMbouMTONEHUs 4,2
2,6

CBZ20=ka6a3ntakcen 20 mg/m?, CBZ25=xabazurakcen 25 mg/m*, PRED=npenuu304/npe IHH30JI0H

9 Bcuuky cTeneHu Ha HeXeNlaHH peaKLMH ¢ YeCTOTa NO-BHCOKA OT
10%
® Crenen > 3 HeXeJlaHH peakLMu ¢ YeCToTa NO-BUCOKa OT 5%

® B1.3 ocHoBa Ha TaGopaTopHy CTOWHOCTH
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B eaHoO NpocneKTUBHO, MHOTOHALMOHAIHO, PAHIIOMH3HPAHO, KOHTPOJIMPAHO € aKTHBHO BELLECTRO,
oTkpuTo npoyusaHe daza IV (LPS14201/npoyusane CARD) 255 nauMeHTH ¢ METACTATHYEH,
Pe3UCTEHTEH Ha KacTpauusa pax Ha npocrtarata (mCRPC), nexysanu npeiv T0Ba B MPOH3BOJIEH pell
ChC CX€Ma, ChAbpPKaLLa gouetakcesa u ¢ AR-TapretHo cpeactso (abHpaTepoH WiH eH3aTyTaMH], C
nporpecus Ha 3abonsBaHeTo B paMKHTE Ha 12 Meceua OT Ha4anoTo Ha JICYEHHUETO), Ca
paHAOMM3UPAHH ba noyuasat kabasurakcen 25 mg/m’ Ha Bcekd 3 ceIMHLIH TUTIOC
npeaHu3oH/npeaHusonod 10 mg auesHo (n = 129) unu AR-tapreTnu cpeactsa (abuparepon 1000 mg
BeIHBLXK AHEBHO IUTIOC NPSAHA3OH/TIPESAHM3010H 5 mg ABa MLTH AHEBHO WIH eH3anyTaMH] 160 mg
BeIHBXK AHEBHO) (n = 126). PentreHorpad)cku oLeHeHaTa npexupgeMocT 6e3 nporpecus (rPFS),
onpeneneHa ot PaboTHara rpyna 3a pak Ha npocrararta-2 (Prostate Cancer Working Group-2,

PCWG@G2), e 6nna mppBryYHaTa KpaiiHa Touka. BropuuHxTe KpaliHM TOUKH BKJIIOUYBAT 001114
NPEXUBACMOCT, MPEXUBAEMOCT Be3 nmporpecus, PSA oTroBop H TYMOPEH OTIOBOP.

JlemorpadckiTe H M3XOQHWUTE XapaKTEPUCTHKM ca DalaHCHpaHH MeXy rpynure Ha jeueHue. Ha
M3XOAHO HHBO, 00LIATa MEIHaHA Ha Bb3pacTra € 70 roaunu, 95% ot naumenture ca umManu ECOG PS
ot 0 mo 1, c Menuana Ha Gleason ckop 8. Lllectaecer u eaun npoueHTa (61%) or nauMeHTUTE Ca
HMMAaJTH NMpEEeCTBALIO JledeHHe ¢ AR-TapreTHo CpeacTBo Clle/] MpEALIECTBALA CXEeMa ¢ NOLETaKCEL.

[IpoyuBaneTo € MOCTUrHANO CBOATA MbPBUYUHA KpaHHa Touka: rPFS e 3HaudTenHo no-awira mnpu

kabasuraxcen B cpaBHeHHEe ¢ AR-TapreTHo cpeacTro (chotBeTHO 8,0 Meceua cripaMo 3,7 meceua), ¢
46% HamansiBaHEe HA PHCKa OT nporpecHs (peHTreHorpadcky oLeHeHa) B cpaBHeHue ¢ AR-TapreTHo

cpencTBo (Bx. Tabnuua 6 U purypa 2).

Tabauna 6 EdnkacHoct Ha kabasuTakcen npu CARD - npoyusane npH jJie4eHHe HA
NAUHEHTH ¢ METACTATHYEH, PE3HCTEHTEH HA KACTPALIME PAK Ha npocTaTaTa (intent-to—
treat aHaau3) — npexuBseMocT 6e3 peHTreHoorudHa nporpecus (rPFS)

KabGasnTakcen + npeannzon  AR-Taprerno cpeacTno:

/mpeaunzonon+ G-CSF AOHpaTEpOH + NpeXHH3IOH
/ IpeAHH30/IOH RN
eH3AJIyTAMH/
n=129 n=126
bpoit cubuTHA KBM | 95 (73,6%) 101 (80,2%)
KpaitHaTa narta (%)
Menaunana Ha rPFS (Meceln) 8,0 (5,7 10 9,2) 3,7(2,8 no 5,1)
(95% ClI)
CrotHoineHHe Ha puck (HR) 0,54 (0,40 no 0,73)
(95% Cl1)
p-cToitHoCT! <0,0001

' crpatudunmpan log-rank tect, npar Ha sHauumoct = 0,05
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@urypa 2 IIbpBuuHa kpaiina Ttouka: Kpusa na Kanaan-Maiiep (Kaplan Meier) na
pentredosiorndaa PFS (ITT nonyrauus)

rPFS (months) - Kaplan-Meier curves by treatment group - |TT population
Ly + Censored
p=<0001
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MapKHpOBKHTE MOKa3BaT LIEH3YPHUPAHHU JaHHH

[Inanupanure ananu3u Ha noarpyn# 3a rPFS, 6a3supanu Ha gakTopu Ha cTpaTHdHUKaLKsA 1TPH
paHaoMu3auMaTa, Aasat KoepuumeHT Ha puck 0,61 (95% CI: 0,39 no 0,96) npu nauMeHTH, KOUTO ca
rnosiyyaBajiv npeasapureHo AR-rapreTHo cpecTBO npeam aouerakces U KoeuuueHT Ha puck 0,48
(95% CI: 0,32 no 0,70) npy4 nauMeHTH, KOUTO ca IMOJyUYaBaIu npeaBapuTesHO AR-TapreTHo cpecTBO

CJicl J0LECTAKCCIL.

KaGa3urakces noka3Ba CTaTUCTHYECKO MPEBBL3X0/ACTBO MO OTHOLIEHHE HAa AR-TapreTHuTe
KOMIIapaToOpH 3a BCAKa OT aji(pa-3allMTeHUTe KIKOUYOBH BTOPUHYHH KPaiHU TOYKH, BKJIKOUHUTETHO 00L1a
npexuBsemoct (13,6 meceua 3a pamorto Ha kabasurakcen cnpsamo 11,0 meceua 3a pamoro ¢ AR-
tapreTHo cpeacTBo, HR 0.64, 95% CI: 0,46 no 0.89; p = 0,008), npexxussemoct 6e3 nporpecus (4.4
Mecela 3a pamoTo Ha kabaszurakcen cripamo 2,7 meceua 3a pamoro ¢ AR-rapretHo cpeacrso, HR
0,52: 95% CI: 0,40 no 0,68), norebpaeH PSA otrosop (36,3% 3a pamoTo Ha kKaba3uTakces CripsamMo
14,3% 3a pamoto ¢ AR-TapretHo cpeactso, p = 0,0003) u nai-100bp TymMOpeH otrosop (36,5% 3a
pamoTo Ha kabasurakcen cripsamo 11,5% 3a pamoro ¢ AR-tapretHo cpeactso, p = 0,004).

[TpodunsT Ha GesonacHocT Ha Kaba3urakcen 25 mg/m?, HabmoaasaH B npoyusaHeto CARD, karo
LI1J10 ChOTBETCTBA HA TO3H, HaOmoaaBaH B npoyuBaHusita TROPIC u PROSELICA (Bxk. Touka 4.8).

Yecrorara Ha cTeneH > 3 HexelaHu cbouTua e 53,2% B pamoTo Ha kaba3zurakcesn cnpsamo 46,0% B
pamoTo ¢ AR-TapreTHp cpeacTBo. Hecrorara Ha CTeneH = 3 CEpHO3HHU HEXKeNlaHu cbOuTus € 31,7% B

pamoTo Ha kabasurtakcen cripamo 37,1% B pamoto ¢ AR-tapreTHo cpeactso. Yecrorara Ha
MalMEeHTUTE, KOUTO OKOHYATETHO ca MPEeYyCTAaHOBHUIIM U3IUTBAHOTO JIEYEHHUE MOPAIH HEXKEIAHH
cbOuTHs, € 19,8% B pamoro Ha kabazurakcen cnpsamo 8,1% B pamoto ¢ AR-TapreTHo cpeacTBo.
YecToTata Ha NALMEHTUTE C HEXKeJTaHU CbOUTHS, BOACLILHM 10 CMBPT, € 5,6% B paMOTO Ha
kabasurakcen cnpsamo 10,5% B pamoro ¢ AR-TapreTHo cpeacrso.
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Heouampuuna nonyrayun
Erponeiickara areHuus 1o aekapcTeata oCBOO0XKAaBa OT 3aAb/DKCHHETO 328 NPEAOCTABAHE Ha
pe3yATaTHTe OT NPOy4BaHUA ¢ Kaba3uTaKkcen BbB BCHYKHM NOArPYNH Ha NEAHATPHUYHATA MOITy1alUs

MpH NOKAa3aHUETO paK Ha npoctaTata (Bx. Touka 4.2 3a uHopMaLMs OTHOCHO yrnoTpeba B
neauaTpusTa).

Ka6asurakcen e oLeHeH B OTKPHTO, MHOFOLIEHTPOBO npoy4BaHe dasa 1/2, nposeneHo npu obmo 39
neaANaTpHYHH NalHeHTH (Ha BB3pAacT Mexxay 4 H 18 roanuu 3a ¢aza 1 yacTra oT 1POYUBAHETO U
Mexxay 3 ¥ 16 rogvHM 3a da3za 2 yacTra oT npoy4dBaHeTo). BbB (ha3a 2 yacTTa He ce Jokaza
e(pMKACHOCT Ha Kaba3HTaKkcell KaToO MOHOTEpAIlHA B NeJHaTpPHYHATa NMOMyNalHa ¢ peLIHANBHpALI WIH
pedpakTrepen nudyseH rHoM Ha Mo3buHHA cTBoA (diffuse intrinsic pontine glioma, DIPG) u
BucokocTeneHeH rnuoM (high grade glioma, HGG), nexyranu ¢ ao3a or 30 mg/m?.

5.2 (DapMaxkoKHHeTHYHR CBOHcTBA

U3pbplueH € nonynaiMoHeH ¢apMakOKHHeTHYEH aHanu3 npH 170 nalMeHTH, BKIIOYHTEIHO NaLHEHTH
C aBAHCHPAIH CONMIHH TYMOpH (n=69), METaCTATHYEH paK Ha Ispaata (n=34) 1 MeTaCTaTH4YCH paK Ha

npocrarata (n=67). Te3u nauMeHTH ca npHeMany kabazuraxcen B 4034 oT 10 no 30 mg/m? ceqmuyno
WK Ha BCEKHM 3 CECAMHLIH.

Abcopbuus

Cnen eAHOYACOBO MHTPABEHO3HO NPUNOKEHHE Ha 25 mg/m? kabazuTakceN NPy NALHEHTH ¢
METAaCTaTH4YEH pak Ha npocratata (n=67), Cmax € 226 ng/ml (xoepuumeHT Ha Bapuaimg (CV): 107%)
H € JOCTUIHATa B Kpas Ha eJHo4yacoBata MHPY3uA (Tmax). Cpeanara AUC e 991 ng.h/ml (CV: 34%).

He ¢ nabmopasano roasaMo OTKNIOHEHHE B 1030BaTa nponopuydonanHoct ot 10 g0 30 mg/m? npu
MalMEHTH C aBAHCHPAIH COJIMIHH TYMODH (n=126).

PasnpeneneHune

O6emeT Ha pasnpeaeneHue (Vss) e 4 870 1 (2 640 /m? 3a nauueHT Che CpeHa TeecHa NOBBLPXHOCT
1,84 m?) B cTaLMOHAPHO CHCTOSHHE.

In vitro cBBbp3BaHeTO Ha Kaba3suTaKCceN ¢ YOBELIKHTE cepyMHH NpoTerHd € 89-92% M He ce HacHIla [0

50,000 ng/ml, koeTo 06xBalna MakCHUManHaTa KOHLIEHTpaLMa, HabnonaBaHa B KIIWHHYHH
npoyysadua. Kabasurakcen ce CBbP3Ba OCHOBHO C HOBELIKMS cepyMeH anbyMuH (82,0%) u c
nunonporenHure (87,9% 3a HDL, 69,8% 3a LDL u 55,8% 3a VLDL). In Vitro CbOTHOLEHHATA Ha
KPbBHA KbM IL1a3MEHa KOHLEHTPALMS B YOBELIKATA KPbB, KOUTO ¢a B rpannumre ot 0,90 10 0,99
MoOKa3BaT, Y€ kabasutakcen ce pa3npeaens eHAKBO MeXITY KPBBTA H IU1a3MarTa.

buotpaHchopmatms

Ka6a3utakcen ce MeTaboNnM3Mpa eKCTEHIUBHO B UepHHA Apob (>95%), rnasto upes CYP3A

n3oeH3nMa (80% no 90%). Kabasurakcen e OCHOBHOTO UMPKYJTHUPALLO CHEAMHEHHE B YOBELLIKATa
nna3Ma. B nna3mara ca OTKPHTH cefieM MeTabonuTa (BKNIOUUTENHO 3 aKTUBHHA MeTaboNUT
cneacTBHe Ha O-aeMETWIHPAHE), KATO OCHOBHUAT NIPEACTaBNAABa 5% OT €KCNO3H
OCHOBHOTO BeillecTBo. Okono 20 meTabonnuTa Ha kaba3uTaKceN ¢€ EKCKPETHPAT C Y,
B13 ocHORBa Ha in vitro npoy4YBaHUs, NOTCHLHAIHMAT PHCK 3a HHXHOHpaHe OT Ka

22




KJIHHHYHO 3HAYHMH KOHLIEHTPALMH € Bb3MOXKEH 3a JIEKAPCTBEHH MPOAYKTH, OCHOBHO cybcTpaTH Ha
CYP3A.
Knuunuxo npoyusaHe o6aue nokassa, ye kabasurakcen (25 mg/m’ npuioxeH KaTo €AHOKpaTHa

l-uacosa uH(Y3Hs), He MPOMEHA TUIA3MEHMTE HYMBA HA MH1a30J1aM, KOWTO € H3C/IeBaH cyOCcTpaT Ha
CYP3A. lNopaau ToRa, €HOBPEMEHHOTO MPHWIOKEHHE B TEPaNEBTHYHU A03H HA CyOCTPaTH Ha

CYP3A c xkabasurakcen npy NauMeHTH, HE €€ OUAKBAa Ja UMA KIIHHHYHO 3HAUYEHHE.

HamMa noTeHUHaneH pucK 3a HHXWOMpaHe Ha ekapcTBEHU NMPOXYKTH, KOUTO ca cyOCTpaTH Ha ApyrH
CYP ensumu (1A2, 2B6, 2C9, 2C8, 2C19, 2E1 u 2D6), culio Taka HIMA NMOTEHLUHAJIEH PUCK 32
HHAYKLHA OT Kaba3uTakcen Ha ekapcTBeHH NpoayKTH, cyOcrpatv Ha CYPLA, CYP2C9 u CYP3A.
KaGasurakcen He WHXHOHpa in vitro OCHOBHHS BT Ha 6uoTpaHcopMaLHa Ha BapgapHH B 7-
xuapokcuBapdaprH, koeto ce Meauupa ot CYP2C9. CnenoBaTenHO He ce OUYaKBAT
dhapMaKOKHHETHYHH B3aHMOLCHCTBHA Ha KabazuTakcen ¢ BapdapuH in vivo.

In vitro xaba3uraxcen He nvHxHOHWpa Multidrug-Resistant Proteins (MRP): MRP1 1 MRP2 unu
opraHu4HHg katuoHeH TpaHcnioprep (OCT1). Kabazurakcen HHXHOUpa TpaHCTIOPTHPAHETO HA
Pranukonporenna (PgP) (anrokcun, eunbnacrux), Breast-Cancer-Resistant-Proteins (BCRP)

(METOTpEKCaT) H TPAHCIOPTHPALLUA nonunenTua Ha oprannyHi aHuoHH OATP1B3 (CCK3) 8
KOHHLEHTpalHH Haii-Manko 15 mbTH OT HabmoAgaBaHUTE B KIIMHUYHH YCIIOBHA, AOKATO HHXHOMpaHeTO
Ha TpaHcniopra Ha OATP1B1 (ectpanuon 178-rmokypoHHI) € B KOHUECHTPAUMH CaMO 5 MBTH OT
HabmoAaBAHHTE B KAMHUYHM ycnoBUa. CneaoBaTeNHO PHCKBT 34 B3aUMOJCHCTBHE in Vivo CBC
cyberpati Ha MRP, OCT1, PgP, BCRP u OATP1B3 B 1032 25 mg/m? e manxo sepoaTeH. Buamoxen
e pHck 3a B3aumoneticraue c OATP1B!I tpancnoprep, ocobeno no Bpeme Ha nHGy3uaTa (1 yac) u oo
20 MuHyTH cnien Kpas Ha HHGY3HATA (BXK. TOYKa 4.5).

EaumuHUpane

‘Cnen enHOYacoBa MHTpaBeHO3Ha HHQY3UA Ha MapkupaH '*C kabaszurakcen B no3a 25 mg/m? npu
nauueHTH, NpHonusnTeano 80% ot npunoxkeHata no3a ce eIMMHUHHPa B paMKHTE Ha 2 CEMHLIH.
Kaba3zuTakcen oCHOBHO ¢€ eKCKpeTHpa upe3 deueca KaTo MHOXECTBO MeTabonutH (76% ot ao3ara),
nokaro 61n0peynara ekckpelMa Ha Kaba3urakcen H Metabonurure € no-Manko ot 4% or nosara (2,3%
KaTO HEMPOMEHEH NeKapCTBCH NPOAYKT B YPHHATA).

Kaba3ntakcen vMa BHUcoK ruiasMel KIHpBHC oT 48,5 1/h (26,4 1/h/m? 3a nauMeHT che cpeiHa TelecHa

MOBLPXHOCT 1,84 m?) u AbABI TEPMHHANEH NOAYKHBOT 95 uaca.

Crnen1anHH Nomnynaluuy
Cmapuecka ev3pacm

B nonynanmnoHeH (apMaKOKHHETHUCH aHaIM3 Npy 70 nauueHTy Ha BB3pacT 65 U MOBeYe roAHHH
(57 oT 65 no 75 u 13 naumeHTH HaZ 75 roguHH) He € HaOMIOAABAHO BIIMAHHUE Ha BH3PACTTa BLPXY

(apMaKkOKHHETHKATa Ha kabasurakcen.

[lecuampuuna nonyrayus

BesonacHocTTa M epUKacHOCTTA Ha Kaba3zuTaKcen NpH Acua U IoHoLH noa 18-roau

YCTA@HOBCHH.
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Heproopobro yspexcoane
Ka6a3uTakcen ce eMMHHHPa OCHOBHO Hpe3 UepHOApoOeH MeTaboTH3LM.

CrieuatHO NPOyYBaHe NpH 43 OHKONOTMYHHU NAUMEHTH ¢ YSPHOAPOOHO yBpEXKAaHe He NOKa3Ba
BausHKe Ha nexoto (06w Guwiupy6un 21 a0 <1,5 metv 'TH mnu AST >1,5 memu ITH) nu

ymepeHo (06w 6unupy6un >1,5 no <3,0 nutu I'TH) yepHoapoOHO yBpexaaHe BLpXY
dapMakoknHeTHKATa Ha KabasuTakcen. MakcumanHara noHocuma nosa (MI1/]) Ha xaGa3surakcen €
choTBeTHO 20 mg/m2 u 15 mg/m2.

IMpH 3 NaUMeHTH ¢ TexXKo YepHOnpobHO yBpexaare (06w Gunupy6un >3 mvtu I'TH) e Habmonaeano

39% HamasicHHMe Ha KJIMPBHCA B CPaBHEHHE C MALMEHTH C JIEKO YEPHOAPOOHO YBpeXaAaHe, KOETO
NOKA3Ba U3BECTHO BIIHAHHE HA TEXKOTO YEPHOAPOOHO YBpeKIAHE BLPXY (PapMakOKHHETHKATA Ha
kabGasutakcen. He € ycranoseda MIIJ] na kaba3urakcen MpH naLMeHTH ¢ TEXKO 4epHOAPoOHO

yBpeXKIaHe.
Bwb3 ocHOBa Ha JaHHHTeE 3a 6€30MaCHOCT M MOHOCHMOCT, 103aTa Ha kabasurakcen TpsabBa na ce
HaMaJlki MPH NALMEHTH C JIEKO YepHOAPOoOHO yBpexaane (BX. Toukn 4.2, 4.4). Kabasurakcen e

MPOTHBOMOKA3aH MPH NALMEHTH C TEXKO YEPHOAPOOHO yBpeKAaHe (Bxk. Touka 4.3).

bwvbpeuno yapeoscoane
ExckpeumsaTa Ha kabasuTakcen npe3 6n6peunte e MuHumansa (2,3% ot posara). IlomynauuoHeH

(hapMaKOKHHETHYEH aHANH3, H3BbpLIeH NpHy 170 nauueHTH, BKMOUYBALL 14 nalHeHTH ¢ YMEPEHO
6Bb0pevHo yBpexaaHe (KpeaTHHHHOB KIKbpbHC B rpaHHuMTe oT 30 10 50 m/min) u 59 naunenTH ¢
neko 61x6peuHo yepekaaHe (KpeaTHHHHOB KIWBLPBHC B rpaHHuMTe 0T 50 1o 80 ml/min) nokasea, ye
JIEKOTO 10 YMepeHo OBOpedHOo yBpexiaHe HAMa 3HaUYMMH eeKTH BbpXY apMaKOKHHETHKATa Ha
kabasuTakcen. ToBa € MOTBLPACHO OT CNELHANTHO CPaBHHTENHO (PapMaKOKWHETHYHO NPOYYBaHE NPH
NaUHEHTH ChC COMTHAHH TYMOPH ¢ HopMaiHa 6B6peuna ¢pyHKUMS (8 NALIHEHTH), yMepeHo

(8 naumenTH) # TexKo (9 nauueHTH) 6LOpeyHO yBpeXaaHe, KOUTO Ca NMOJYUYHIIH HAKOJKO HHKBIA
kaGa3uTakcen KaTo eqUHUYHA MHTPaBeHO3Ha MH}Y3us a0 25 mg/m?.

5.3 IlpeaknAHAYEHA A2HHA 3a OezomacnocT

HexenanM peakidi, KOWTO He ca HabnloaaBaHy NpH KIIHHUYHH NIPOYYBaHuUs, HO ¢a Hab/MoAaBaHH
NpH KyuyeTa cliel EIHOKPATHA 1034, 5-IHEBHO H CEAMHYHO NPHIAaraHe npu HABA Ha €KCMO3HLMUA, Mo~
HHUCKHM OT HHBATA HAa KIIHHHYHA €KCNO3HLMA U ¢ BE3MOXKHO 3HAYCHHUE 3a KIIMHHYHATa ynoTpeda, ca
apTepHONapHa/MepHAPTEPHOIAPHA HEKPO3a B YUEPHHA Jpo0, XHIEPIUIa3Ha Ha XKTbYHHTE KaHanyeTa

H/WIK XenaToleylapHa HeKpo3a (BX. Touka 4.2).

HexxenaHu peaximay, KOWTO He ca HabnMogaBaHK NPH KIHHHWYHHK NTPOYYBAaHHA, HO ca HabmoaaBaHH
[IPH [UIHXOBE MO BpEME Ha MPOYYBAHHA 32 TOKCHYHOCT MPH MHOTOKPATHO NpWiaraHe, NpH HYBA Ha
EKCMO3MLMA, NTO-BHCOKH OT HUBATa Ha KIIMHHYHA €KCMO3ULUHNA W C BB3MOXKHO 3Ha4YECHHE 3a KIHHHYHATA
yrorpeCa, ca HapyLIeHNst Ha OYHTE, XapaKTEPU3HUPALLM Ce ChC CyOKancynapHo

MOMBTHABAHE/AereHepaUusa Ha newarta. Te3H edext ca 6unu HacTHYHO obpaTHMU CJl

[IpoyusaHus 3a KAPLUMHOTEHHOCT HE Ca NPOBEXKAAHH ¢ KabasHTakcen.
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Kaba3uTakcen He HHAYLIHpA MyTalLUH Npy OakTepHaneH TecT 3a oOpaTHMH MyTauuu (TeCT Ha Ames),
He e knacToreHeH npH in vitro TecT B HOBEWKH TUMQPOLWTH (HAMa HHAYKUHA Ha CTPYKTYPHH
XpPOMO30MHH abepaumnM, HO c€ YBEIHUaBa OpoaT Ha NOAMIVIONAHHUTE KICTKH) U HHAYLHpa
YBE/IMYEHUE HA MUKPORAPATa B in vivo MUKPOHYKJIEapeH TeCT NPH IUTbXo0Be. Te3n re HOTOKCHYHH
HaXOZKH {0 aHEYreHEH MEXaHH3IbM) Ca MPHCBHINH 3a (PapMaKoNOrHYHOTO JEHCTBHE HA CheIHHEHHETO
(vAxnOupare Ha TyOyNnMHOBATA AETIOTHMEPH3ALINA).

KabaszwTtaxcen He nopiuasa YHGTOCBAHETO HAN (PEPTUIHTETA IPH TPETHPAHH MBbXKH ILTbXOBE.
Bunpeky ToBa MpH NpOy4BaHHS 38 TOKCHYHOCT NPpH MHOFOKPAaTHO NpWiaraHe € Habmogasana
nereHepanyus Ha CEMEHHHTE BE3HKYJIH H aTpodHs Ha CEMEHHUTE KAHATYETa B TECTUCHUTE MPH TUTHXOBE
M iereHepaliis Ha TeCTHCHTe (MHHMMATHA HEKPO3a Ha €THHUYHM SNUTENHHA KIETKK B ENHIHIAMA)
NpH Ky4era. EKCNIO3HUMHTE NIPH KHUBOTHH ca 61y nogo6GHH WK NO-HUCKM OT TE3H, HabMonaBaHH

IPH XOpa, noay4yasaliv KJIHHHYHO 3HAYHMH N03H kaba3HTaKcen.

KaGasurakcen vHayunpa eMOpuodeTanHa TOKCHYHOCT MPH KEHCKH ILTBXOBE, TPETHPAaHH
MHTPABEHO3HO BEAHBXK JHEBHO OT I'eCTALIMOHEH AeH 6 10 17, CBBbpP3aHa ¢ TOKCHYHOCT 3a MaiikaTa
ChCTOALLA C€ B (PeTaIHA CMBPT U HAMAJIEHO CPENIHO PETATHO TErJi0, ACOLMKPAHO Che 3abapaHe Ha
CKeNeTHaTa ocHpHKauKi. EKCIIOZHUMHTE NpPH KUBOTHH ca OWIH NO-HHUCKH OT Te3M, HabIogaBaHH

MPH XOpa, NOJTYYaBalli KJIKHWYHO 3HAYMMH 103 kaba3urtakcen. Kabasurakcen npemMuHaBa

nhauedTapHara fapuepa npy MIbLXOBE.

I1pu rurpxoBe kabazHTakcen W HErOBHTE METabONUTH Ce EKCKpEeTHPaT B MAHYHHOTO MJISKO B
KonuuecTso a0 1,5% oT npunoxeHaTa 1034 B NPOABL/DKEHUE Ha 24 yaca.

OuneHka Ha pycka 3a okonHata cpena (ERA)
Pesynratvre OT npoy4BaHHATa 332 OLICHKA Ha PHCKA 3a OKOJIHATA Cpeda NoKa3BaT ue kabasdrakcen

HEMa A4 NMpHYHHKA CCPHO3CH PHUCK 34 BOJHATa Cpha (B}K. TOYKa 6.6 3a H3XBbLPJAAHETO HA

HEU3MO/M3BAKHS ICKAPCTBEH NPOAYKT).

6. PCAPMAIIEBTHYHH JAHHHA

6.1 CnuchbK B NOMOIHNHTE BelNecTBA

KoHLeHTpaT
[Tonucopbar 80

JIMMOHeHAa KUCenHHa
PazTeOpUTEN
Eranon 96%

Bona 3a MbKeKUHHU
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6.2 Hennmecrnnmrﬂ

Tosu nexapcTBeH NPOIYKT He TpsOBa Aa ce CMeCBa ¢ APYIH JIEKAPCTBEHH NMPOAYKTH, C H3KJIIOYEHHE
Ha Te3H, Moco4YeHH B TouKa 6.6.

Ja He ce u3non3paT UHPy3MoHHH PVC KoHTeliHepH WK MOJHYPETAHOBH KOMIUICKTH 32 HHODY3UA 3a

NMPHUIroTBAHE K NPHJIOKCHHAC HA HHCPYSH'DHHPIH Pa3TBOP.

6.3 Cpok na rogsocr

HeoTrBopeH ¢paakoH

3 ronMHN.

Cnell oTBapsHe
(DnakoHHUTE ¢ KOHUEHTPAT W pasTBOpUTe] TpaOBa Aa ce H3MOM3BAT BeAHAra. AKO He ce U3MOJ3Bar
BEHAra, NEpHOABT Ha M3MOJI3BAHE M YCIOBHATA 38 ChXpPaHeHHe npely ynorpeda, ca OTTOBOPHOCT Ha

norpebHTens.

Caen mxpBOHAYANHO pa3peXIaHe HA KOHUCHTPATA ¢ pa3TBOPUTENIS

JlokazaHa e XMMHUYHA U QU3HYHA CTaOHIIHOCT B NepUoOaa Ha U3noi3paHe 3a 30 MUHHYTH NpH cTaiHa
Temneparypa (15°C-30°C). Ot Mukpo6uonoruuHa rjaeaHa To4Ka CMeCTa KOHLEHTPaT-pa3TBOPHTEI
TpAOBa Aa ce U3MOJ3Ba BeaAHara. AKo He ce H3MoJ3Ba BeAHara, NEPHoabT Ha H3NOI3BAHE U YCIIOBUATA
3a ChXPaHEHHE NpeAH ynorpeba ca OTTOBOPHOCT Ha NoTpeduTens.

Cnen xpaiiHo pa3pexiaHe B HHQY3HOHHUA cak/OyTHika
JtokazaHa e xuMUYHa U du3HUHA cTabHIHOCT HA UHQY3IHOHHHUA pa3TBOp 3a 8 yaca NpH cTakiHa
TemMnepaTrypa (BKJIKUHTENHO H | yac BpeMe 3a HHQy3HATa) H 3a 24 yaca MpU CbXpaHeHHeE B

XJIAAWIHHKK (BKJIIOYHTENHO B 1 4ac BpeMe 3a UHPy3UATa).

Ot MHKpOOHONOrHYHA rNeHa TOUKa, HHGY3HOHHHAT pa3TBOp TpAOBa 1a e W3NOA3Ba BeAHara. Ako
HE Ce H3MOoN3Ba BEAHAra, NepUoALT Ha M3NOJI3BAHE M YCIOBHATA 3a ChbXPAHCHUE NpeaH ynotpeda ca
OTFOBOPHOCT Ha NoTpeGuTens u 0OMKHOBEHO He TpsOBa na HaaxespasT 24 yaca npu 2°C - 8°C, ocsen

aKO pa3peXKiaHETO HC € H3BBbPLICHO B KOHTPOJIHpAHH H BAJIHIHPpAaHH aCCITTHYHH YCNTOBHA.

6.4 Cnenuajsd yc10BAS Ha ChXpaHeHHAe

To3n nexapcTBEH NPOAYKT HEe H3HCKBA CMELIMATHH YCJIOBHA H& ChbXPaHCHHE.

3a yCIIOBHATA Ha ChbXPAHEHHE Cliell pa3pekJaHe Ha IEKapCTBEHHUA NMPOAYKT, BHXKTE TO4Ka 6.3.

6.5 Bua HcbAbLPKARHE HA ONAKOBKATA

Enxa onakoBka chABpkKa €XH (pJIaKOH ¢ KOHLIEHTPAT U €XHH (IAKOH C pa3TBOPHTEN,

. Konnenrpar: 1,5 ml kosueHTpar B 15 ml unnunazapuyeH ¢paakoH ot npo3pay
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3aTeopeH ¢ 20 mm cupa xyiopoSyTunosa GpnyopoTex nokpura ryMeHa 3anyiuanka, 20 mm
ATyMHHHEBA OT/ENALIA ce 0OKkaTka ¢ oTuynBallo ce Kanaye. Becexu dnakoH cbabpxka 60 mg
kabasurakcena Ha 1,5 ml nHomunaned obem {0bemM Ha HambnBaHe: 73,2 mg

ka6asutakcen/1,83 ml). Tozu o6eM Ha HAMBLJIBAHE € YCTAHOBEH NPH pa3paboTBaHETo Ha
EJIEBEP, 3a na ce koMneHcHpa 3arybara Ha TEYHOCT MpPH NPUroTBIHE Ha npeMukca. Tosa
rapaHTHpa, 4e cJief pa3pexaaHe ¢ mAJA0TO ChAbPXKAHHE Ha NPUAPYXKaBAaUIHS pa3TBOPHTEN 32
EJIEBEP, e HannueH MHHHUManeH obeM 6 ml, KoHTO MOXe fia Ce€ M3TErNIH OT NpeMHKCa,

coabpkanl 10 mg/ml EJIEBEP, xoeto cboTBercTBa HAa 00ABEHOTO KonutecTBo oT 60 mg Ha

dnakoH.
. Pasteopuren: 4,5 ml pasreoputen B 15 ml usnuuaprdeH ¢gpaakoH oT npo3pauHo crbino (tun I),

3aTBOpeH ¢ 20 mm cuBa xyopobyTinoBa GpayopoTex NOKpUTa ryMeHa 3amywanka, 20 mm
aTyMHHHEBa OTAENALA ce 0DKkaTKa ¢ oTHynBalo ce kanaye. Beceku ¢guakod ceabpxa 4,5 ml
HOMMHaneH obeM (00eM Ha HambaBaHe: 5,67 ml). To3u obeM Ha HaIMBEIBAHE € YCTAHOBEH NpPH
pa3paboTBaHETO M rapaHTHpA, Y€ clea A00aBaHE Ha NKJIOTO CHAbLPKAHHE Ha (PIIaKOHa C
pasTBOPHTEJ KbM ChAbpxkaHHeTO Ha ¢pnakoHa ¢ EJIEBEP 60 mg konuenTpar, koHuenTpauusara
Ha npeMHkcHus pa3Teop € 10 mg/ml EJIEBEP.

6.6 ChnennanHu npeanA3EH MepKR NPH H3IXBLPJASAHEe H paboTa

EJIEBEP tpsa6ea na ce npuroTsa M npuiara caMo OT nepcoHan, o0y4yeH 3a pabota ¢ UHTOTOKCHYHH
cpeacTBa. bpemeHHH JKEHH OT niepcoHana He TpabBa Aa paboOTAT ¢ ekapCTBEHHs NPOAYKT.

KakTo H npH ApyruTe aHTHHEOTUIACTHYHH CPEACTBA, € HeoDXOAHMO NOBHLIEHO BHUMaHHe NpH paboTa
H nNpuroTesHe Ha pasteopu Ha EJIEBEP, xato ce uMa npeaBHA H3NOA3BAHETO HA NPEATIA3HH
YCTPOHCTBE, NEPCOHANHHU NpEANa3HH CpeacTBa (HAPHMEP PBKABHLIM) M NPOUECAYPH 38 NPHTOTBAHE.
AKo Ha HaKoii eran ot paborara EJIEBEP Bnese B KOHTaKT ¢ KOXaTa, H3MMITE 3 HE3a0aBHO ¥ OOMNHO
C BOJAA M CanyH. AKO BJIE3€ B KOHTAKT C JIMTABULIK, H3MHiATE rH He3abaBHO M 0OWNHO ¢ BOJA.

Bunaru paspexaaiTe KOHUECHTPaTa 38 MHQY3IMOHEH Pa3TBOpP C LeIHS NPEAOCTaBEH pa3TBOPUTEN

npead aa ro npubaBure KbM HHOY3IHOHHUA Pa3TBOP.

IIpouetere IIEJIMSA pa3znen BHUMATENHO, nNpeau cMecBane U paspexaane. EJIEBEP niucksa JIBE

pa3pexKiaHnA [peay MpPUIOKEHHE, Cneapailite HHCTPYKLHHHTE 34 lIpUIOTBAHC, [TOCOYUCHH [1O-J0JY.

3abenexka: Kakro EJIEBEP 60 mg/1,5 ml ¢nakon ¢ koHueHTpat (00em Ha HanbiaBaHe: 73,2 mg
kabasurakcen/1,83 ml) Taka u bnakoHLT ¢ pasTBOpUTEN (06eM Ha HambBaHe: 5,67 ml) chABbpKAT
JNOTIBJIHMTENIEH 00€eM, 34 J1a c€ KOMIMEHCHpa 3arybaTta Ha TeYHOCT O BPEME Ha NPHrOTBAHETO. TO3H
OoMbIHNTENEH 00eM rapaHTupa, ye cnea paspexaare ¢ IAJIOTO cvappxanve Ha npuapyKaBauiys
Pa3TBOPHMTEN, CE MOJTyYaBa pa3Teop, cbabpxal 10 mg/ml kabasurakcen.

3a npHroTeaHe Ha MHGY3IHOHHUA pa3TBOpP TPAOBA 1a ce U3BBLPLUIHM MO aCENTHYCH HAYMH CICIHHUAT

ABYCTEIECHEH NMPOLIEC Ha pa3pexaaHe.
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Crenka 1: HavyaJiHO pa3spex/iaHe HA KOHUEHTPATA 324 HHOVY3HOHEH PaA3TBOP ¢ NpeAoCTABEeHHH

PA3TBOPHTEL.

Crbnka 1.1

Ornenaiite uiakoHa ¢ KOHLEHTpAT M
Npea0CTaBEHUS Pa3TBOPHUTEL.

KOHUEHTpUPAHUAT pa3TBOP U Pa3TBOPUTENAT
TpsAOBa J1a ca OUCTpH.

daKkoH ¢ KOHUEHTpAT MDnakoH ¢

(60mg — 1,5 ml) pa3TBOPHTE

Crbnka 1.2

C noMolnra Ha CpUHLIOBKA, cHab/1eHa ¢ ura,
acernTHYHO U3TEIJIETE UAJIOTO Ch/AbPKAHHUE Ha
Mpe0CTABEHUA Pa3TBOPHUTE/ Ype3 YaCTHUYHO
obpbiiaHe Ha uiakoHa.

MD1aKkoH ¢ Pa3sTBOPHUTCI]

Crbnka 1.3

\

o
MHkekTupaiTe Haja0TO ChbpiKaHUE B

— . l—

CbOTBETHHUS (PJIAKOH ¢ KOHLIEHTpAT. .
3a J1a ce OrpaHH4YH KOJIKOTO € Bb3MOXHO

o0pa3yBaHETO Ha NAHA MNPH HHKEKTHPAHE Ha -
pa3TBOPUTEIS, HACOYETE MIJlaTa KbM BbTpelIHATA
CTeHa Ha (IaKOHA C KOHLUEHTPAT U MHKEKTHUpaiTe

6aBHO. CMec KOHLEHTPAT- DrAKOH ¢

paztBopuTen 10 mg/ml pa3TBOpPUTE

Cnien pasrBapsiHe, NMoJIy4eHUST pa3TBop cbabpxka 10
mg/ml kaba3urakce.
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Crbnka 1.4

OTcTpaHeTe CIPUHLIOBKATA M UIJlaTa U CMEceTe
PbYHO U BHUMATEJIHO Ype3 MHOTOKPATHH
oOpblIaHUd, 10 NoJlyyaBaHe Ha OMCTBp M
XOMOI'€HEH pa3TBop. T'oBa MOXKeE J1a OTHEME
NPUOJIU3UTENHO 45 CEKYH/IH.

—

CMec KOHLIEHTPAT-pa3TBOPUTE

10m gfm]

Crenka 1.5

OcTtapeTe TO3U pa3TBOP 3a OKOJIO 5 MHUHYTH U ClIe/]
TOBa NMPOBEPETE Ak Pa3TBOPHT € XOMOI'€HEH H
OUCTBP.

HopMmaJsiHO € 1a uMa 1nsHa M CJiel TO3H MEPHOI.

Ta3u nonyyeHa cMec KOHLEHTPAT-pPa3TBOPHTE
ceabpxka 10 mg/ml kabasurakcen (MUHUMYM 6 ml
o0eM 3a pocraBsHe). Broporo pa3pexaase TpsadOBa
Jla Ce HarpaBM BeaHara (B paMKuTe Ha | 4yac),
KakTo ¢ onucaHo B CTbnka 2.

Moske 1a € HeoOX0/IMM noBeye OT €/IMH (PIaKOH OT

CMECTa KOHLUCHTPAT-pa3sTBOPHUTE]L, 34 J1a C€

MPUI0KH NpEAITKHCaHaTa 1034.

CMec KOHLIEHTPaT-pa3TBOPUTE]

10mg/ml

Crbnka 2: Bropo (KpaHHo) paspexjaaHe 3a HHQY3HA

Crenka 2.1

C nomolira Ha rpajlyMpasa CnpuHLIOBKa, CHa0/1eHa ¢ urJa,
U3TErJIETE aCeNTUYHO HEOOXOAUMOTO KOJUYECTBO OT CMECTa
KoHLeHTpaT-pasTBopuren (10 mg/ml kaba3surakcesn). Karo
npumep, 3a rnoJsiyyaase Ha j03a ot 45 mg EJIEBEP, wie ca
HeoOX0aMMH 4,5 ml oT cMecTa KOHUEHTpaT-pPa3TBOPHUTEI,
npurorseHa criopea Cronka 1.

THH kaTo MOXKE 1a UMa MAHAa Mo CTeHaTa Ha
(prakoHa Ha TO3M pa3TBOP ClIE/ IPUTOTBAHETO MY,
onucaHo B Ctbrika |, 3a npeanoyuTaHe € uriaara
Ha CIIPUHLIOBKATA J1a C€ MOCTaBH B cpeaara npu
U3TErJISHETO.

Cmec koHUeHTpaT-pa3TBopuTen 10mg/ml
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Crbnka 2.2

UnkekTupaiite B ctepuiieH, Hecbabpxkall PVC KoHTelHep ¢
5% pa3TBOp Ha IJ1IOKO3a WK HH(PY3HOHEH pa3TBOpP Ha
HaTpueB xjopua 9 mg/ml (0,9%). KoHuentpauusaTa Ha

MH(PY3HOHHHA pa3TBOp TpsAOBa aa Obae mexay 0,10 mg/ml y
0,26 mg/ml

Heo0Xx0aMMO KOJIMUECTBO OT CMeCTTa
KOHLIEHTpaT-pa3TBOPHTEII

5% pa3TBOp Ha roko3a wik 9 mg/ml (0.9%)
MH(DY3HOHEH Pa3TBOP Ha HATPHEB XJIOPU/IL

Crenka 2.3

OTcTpaHeTe CIIPUHLIOBKATA U CMECETE ChAbPIKAHUETO HA
HH(Y3HMOHHMS caK WK OYTUIIKA PBYHO Ype3 pa3KiialllaHe.

Crbnka 2.4

KakTo npy BCHYKH NMPOAYKTH 3a NAPEHTEPATHO
[MPUJIOKEHHE, MOJYYEHUAT HH(Y3HOHEH pa3TBOp TpaOBa aa
Ob/e NpoBepeH BU3yalHoO npeau ynorpeda. Tobil KaTo
UH(Y3HOHHUAT PasTBOP € IPECUTEH, MOXKE J1a KPUCTAJIM3Upa
C T€YEeHHE Ha BpeMeTo. B T03M ciyyai, pa3TBOpbT He TpsAOBa
J1a ce M3MoJI3Ba M TpAOBA J1a C€ U3XBBPIIH.

UH(Dy3HOHHUAT pa3TBOp TpsAOBa J1a ce U3Mo/3Ba BeAHara. Benpeku ToBa, BpeMETO Ha CbXpaHEHHE
npean ynorpeda Moxe ja 0be no-ab/iro Npyu ONpeacieHyu YCa0BUS, CIOMEHATH B T. 6.3,

[To Bpeme Ha NPHIIOKEHUETO C€ MPENOPBUBA MU3IMOA3BAHETO HA BrpaaeH GUITHP C HOMHHAJIEH pa3Mep

Ha nopute 0,22 Mmukpomerpa (Hapu4an oue (0,2 MUKpomeTpa).

He u3nonseaitte PVC UH(Y3HOHHH KOHTEHHEPH WK NMOJIMYPETAHOBH UH(Y3MOHHH KOMILJIEKTH 3a

NpuroTesHe U npuyiokeHue Ha EJIEBEP.

EJIEBEP He Tpsa0OBa aa ce cMecBa ¢ JIpYIry JI€KapCTBEHH MPOAYKTH, OCBEH MOCOYEHHUTE.

Heusnon3BaHusT JICKAPCTBEH MPOAYKT HJIH OTNAABYHHUTE MATCPHAITH OT HETO TPHGB

B CbOTBETCTBHE C MCCTHHUTC U3UCKBAHHA.
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