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Kabasurakcen EVER Pharma 10 mg/ml koHueHTpar 3a HHd)}-’?iﬂU‘l—'IeH*pﬂﬁ L
Cabazitaxel EVER Pharma 10 mg/m! concentrate for solution for infusion

2. KAYECTBEH U KOMHMYECTBEH CHCTAB

EAvH MUTMAWTBP OT KOHLIEHTpAaT4 32 WH(PY3HOHEH Pa3TBOP ChAbPKA KOIMYECTBO Kabasurakcen
MOHOXHIpAT (cabazitaxel monohydrate) nnn 6e3BoaeH kabasurakcen, ekBuBajenTHO Ha 10 mg
kabazurtakcen (cabazitaxel).

Beeku dinakon ¢ 4,5 ml koHUueHTpaT 3a MHPY3UOHEH Pa3TBOP ChIbPXKA KOTHYECTBO KabazuTakcen
MOHOXHUApar (cabazitaxe! monohydrate) unu 6e3B0aeH kabasuTakcen, €EKBUBAIEHTHO Ha 45 mg
Kabazuraxcen (cabazitaxel).

Beexu dnakoH ¢ 5 ml KOHUEHTpAT 332 MHY3HOHEH Pa3TBOP ChAbPIKA KOJHUECTBO KabasuTakcen
MOHOXMApaT (cabazitaxel monohydrate) unu 6e3BoAcH kaba3uTakcen, €KBUBANEHTHO Ha 50 mg
Kabasutakcen (cabazitaxel).

Beeku dnakoH ¢ 6 ml KOHUEHTPAT 32 MHPY3IHMOHEH Pa3TBOP ChAbPXKa KOJIHUECTBO KA0A3ZUTAKCEN
MOHOXHApAT (cabazitaxel monohydrate) vinm Ge3BogeH kabasHTakces, eKBHBAIEHTHO Ha 60 mg
kabasurakcen (cabazitaxel).

Katasurakcen EVER Pharma 10 mg/mil xoHueHTpar 3a HH(Y3HOHER Pa3TBOP ChAbPHKA AOMbIHHTEIEH

obem. Tozu nonbaHUTERCH 06EM rapaHTHpa, Ye MoxKe Ja ce U3Biede obem ot 4,5 ml, S ml vau 6 ml,
ceabpkaul 10 mg/mi kabGasurakcen.

[IOMOIHO BENIECTBO ¢ U3RECTHO NCHCTBUE

Beeky MHTWITUTBLD OT KOHIIEHTpPATa 3a HHGBY3HOHEH pasTBoOp Chabpka 197.5 mg eranon.
Beeku ¢nakon ¢ 4,5 ml xonnenTpar ceaspxka 888,8 mg eranon (19,75% 1/0).

Beeku dnakon ¢ 5 ml koHuenTpar cuaspka 987,5 mg eranon (19,75% 1/o).

Beekn dakon ¢ 6 ml koHueHTpar ebabpxa 1 185 mg eranon (19,75% 1/0).

3a IMbJIHMSA CIIMCHK Ha MOMOLIHUTE BEIECTRA BIDKTE TO4KA 6.1.

3. JEKAPCTBEHA ®OPMA
KoHueHTpar 3a MH]Y3HOHEH pasTBOP (CTEPHIIEH KOHLICHTPAT).

KoHueHTpaThT € OHCTDP, JIEKO IKBITEHHKAR MacieH pa3Teop.




4. K/IMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHSA

Kabasurtakcen EVER Pharma B komMOuHaLMs ¢ npeiHU30H WM NPeIHW30JIOH € MOKa3aH 3a JIeYeHHE Ha
Bb3PAaCTHH MALMECHTH C METACTATHYEH, PE3UCTEHTEH Ha KacTpallMs paK Ha NpocTaTaTa, JIeKyBaH Mnpeau
TOBA I10 CX€Ma, ChAbpiKalla aoueTakcen (BxK. Touka J.1).

4.2 JI03MpOBKa H HAYHH HA NPHJIOKEHHE

Kabasurakcen EVER Pharma TpsiGsa na ce npuiara camo B Jie4eOHM 3aBeI€HNs, CTICLMATM3HPAHH B
MPHJIaraHeTO Ha LIMTOTOKCHYHA XUMHOTEpanHs, U TpAOBa J1a ce npuiara camo 1o HadJIlAEHHETO Ha
JieKap, KBaTM(HULKMpPaH B NPWIaraHeTo Ha NPOTHBOpPaKoBa XuMUoTepanus. TpsadBa na ObaaT HaTMYHH
MaTepuasiHa 0a3a v 00opy/1BaHe 3a JleueHHe Ha CEPUO3HH PeaKLMK Ha CBPbXYYBCTBUTEIHOCT KaTo
XUITOTOHHUA M OpoHXOCNa3bM (BXkK. Touka 4.4).

[Ipemenukanms

[IpenopbunTeiHaTa cxema Ha npeMeuKauus TpadBa aa Obae u3BbpuieHa noxe 30 MUHYTH Npeau BCIKO
npunokeHue Ha Kabasurakcen EVER Pharma cbe cneHuTe HHTpaBeHO3HH JIEKapCTBEHH NPOAYKTH, 32 Aa
C€ HaMaJli PUCKBT M TEXKECTTA Ha CBPBXYYBCTBUTEIHOCTTA:

* QaHTUXHCTAMHUH (aeKCXJIopheHUpaMuH 5 mg WK AHdEeHXUAPaMHH 25 mg, WM €eKBUBAIEHTHH),

* KOPTUKOCTEPOM/L (A€KCaMeTa30H 8 mg UM €KBUBAJIEHTHH ), U

* H> anTaroHucT (paHUTHAMH WITH €KBUBAJIEHTHH) (BXK. Touka 4.4).

[IpenopbuBa ce anTHeMeTHYHA NPODUIAKTHKA, KOATO MOYKe J1a Ob/ie npuiaraHa nepopanHo UM
HHTPABEHO3HO, KaKTO € HE0OX0AUMO.

[lo Bpeme Ha sieueHHeTo, naumMeHTUTE TPAOBa 1a ObAT aJIEKBATHO XMAPAaTHPaHH, 3a Aa ce u3berHar
YCJIOKHEHHS KaTo ObOpeyHa He10CTaThYHOCT.

O3HPOBKA

[Tpenopbuutennara no3a Kabasurakcen EVER Pharma e 25 mg/m?, npuioxkeHa KaTo €iH04acoBa
MHTPABEHO3HA HH(Y3HA Ha BCeKH 3 ceaMHLIM B KoMOMHaLMs ¢ 10 mg npeaHH30H HIIH NPeIHH30/10H,
[MPHJIOKEH MEPOPATHO €XKETHEBHO 10 BPEME Ha JIEYEHHUETO.

KopurupaHe Ha go3ara

[lpomsina Ha no03aTa TpsAOBa 1a ce HanMpaBM, ako MALMEHTHTE MOJyYaT CeJHHUTE HEXKelaH! PeaKLIMy
(Crenenure ce oTHacAT kbM OGLUMTE TEPMUHOIOTHYHH KPUTEPHH 3a HeXenlaHu cbOuTHa, Common

Terminology Criteria for Adverse Events [CTCAE 4.0]):

Tabnunua 1 — [NpenopbunTenHy NpoMeHy Ha a103arta Nnopajiu HeXKeslaHa peakUus NMpH MaLKHEeHTH, JIeKyBaHH
¢ kaba3urakces

IIpomsina Ha no3ara

Hexenann peaxuﬂn
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TIpoavmkutenHa HeyTponeHus crenel >3 (no-  |OTa0XKETE JIEYEHHETO, 0KATO OPO
ABAro oT | ceaMuua) BeNpeKy noaxoasiio Heytpoduante ctane >1 500 ki
JeyeHue, BkmounTenHo G-CSF HamaJsieTe Ji03aTa Ha kaba3ura
20 mg/m?.

|
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®ebpuiHa HEYTPOTIEHHS WM HEYTPONEHHYHA gIOTnomeTe JIEYEHHETO, 1I0KATO HACTBLINH NoA00psaBaHe

HMHpeKLus WM M34e3BaHe HAa CHMITTOMMTE M J0KaTO OPOST Ha

| ‘HeyTpoduauTe ctane >1 500 knetkw/mm’, cien Tosa
'HaMasieTe 7103aTa Ha kabasuTakcen oT 25 mg/m” Ha

20 mg/m?.
Huapus crenen >3 unu nepcucTupaiia anapus | OTIOXKETe IEYEHHETO, JOKATO HACTBITK NOA0OpsABaHe
BBIIPEKH MOAXOAALLO0 JIEYEHHE, BKITFOUYUTETHO WJIK M34e3BaHe HA CUMIITOMMUTE, CJie/l TOBA HAMAJIETE

Bb3CTAaHOBABAHE HA TEYHOCTH M €JIEKTPOJIUTH 103aTa Ha KabGasurakcen ot 25 mg/m’ Ha 20 mg/m°.

——

——
i

OT0eTe JIeYeHUHeTo, A0KaTO HACThIK NoA00psaBaHe,

Tlepudepna HeBponaTus crenex >2
| cJie] TOBa HaMaJsieTe 103aTa Ha Kaba3zuTakcesl OT

AKO MalMeHTUTE NMPOIB/KABAT /1a UMAT HAKOS OT T€3M peakuuu npu no3a 20 mg/m?, tpsabea na ce
OOMHCIIM NO-HATaTBLUIHO HaMaslsiBaHe Ha jo3aTa 10 15 mg/m? unu npeycraHosssane Ha KaGasurakcen
EVER Pharma. Jlanuure npu naunentu ¢ g03a noa 20 mg/m? ca orpaHM4eHH.

Crneyuannu nonviauyuu

Ilayuenmu c uepnodpobno yepescoane

KabasuTtakcen ce MeTaboaM3KMpa eKCTEH3UBHO B YepHHUs Apo6. [IpH naumMeHTH ¢ JIeKo 4epHOApPOOHO
yBpexaaHe (00w ounupyous >1 no <1,5 mbTH ropHa rpanuua Ha Hopmara (I'TH) uam acnaprat
aMHHOTpaHcgepasa (aspartate aminotransferase, ASAT) >1,5 nmetu 'TH) no3ara Ha kabasurakce TpsoBa
na ce Hamanu 10 20 mg/m?. [TpuioxeHueTo Ha kaba3MTaKcen NPHU NALMEHTH € JIEKO YEPHOAPOOHO
yBpexaaHe TpsAOBa 1a cTaBa C NOBHUIIEHO BHUMAHHE W CTPUKTHO NpOC/ieisBaHe Ha 0€30MacHOCTTA.

[1pu naumenTH ¢ ymepeHo yepHoapoGHo yBpexaane (06w 6unupy6un >1,5 1o < 3.0 nvtu [TH),
MaKCcHMalHaTa noHocuma no3a (MI1JI) e 15 mg/m?*. Ako ce npeaBwkaa jieYeHHE MPH NMALKMEHTH C
YMepeHO YepHOAPOOHO yBpexkIaHe, A03aTa Ha Kaba3uTakce He TpaOBa aa npeBMiiasa 15 mg/m?,
JaHnuTe 3a epMKaCHOCT Npu Ta3u 103a 06a4e ca OrpaHHYEHH.

Kabasurakcen He TpabBa J1a ce npuiara Npy NaUKEHTH ¢ TEXKO YepHOAPOOHO yBpeskaaHe (0oL
OunupyouH > 3 nvtu ['TH) (Bxk. Touku 4.3, 4.4 u 5.2).

lHayuenmu c 6vbpeuno yepecoane

Exckpeunsra Ha kabasutakcen npe3 6b0peunTe € MuHMManHa. He ce Hanara kopurupaHe Ha j103ara npw
MalKeHTH ¢ ObOpPEeYHO yBpeXKaaHe, KOUTO HE CE HYKIAAT OT XeMoauanu3a. [lalmMeHTHTe ¢ TepMUHAIHA
ObOpeuHa HeaocTaTbYHOCT (KpeaTHHUHOB KiMpbHC (CLcr< 15 ml/min/1,73 m?)), B 3aBUCHMOCT OT
CbCTOAHHETO UM M OTPAaHHYECHUTE HAJIMUHU JaHHM, TPAOBA Ja ce JIeKyBaT C MOBUIIEHO BHUMAaHHUE U J1a ce
npocaeasBaT BHUMATEIHO MO BpEME Ha JIEYEHHETO (BXkK. TOUKHU 4.4 U 5.2).

Cmapuecka ev3pacm

He ce npenopbysa cneundryHo kopurupaHe Ha ao3ata npv ynorpeba Ha kaba3uTakce.l Mpy MalMeHTH B
CTapuyecka Bb3pacT (BxkK. Touku 4.4, 4.8 u 5.2).

Eonospemenna ynompeba na opyeu aexapcmeenu npooykmu

EnHoBpemeHHaTa ynorpeba Ha JiekapcTBEHH MPOLYKTH, KOWTO €a CHITHH MHIYKTOP
HuHXHOuTOpU Ha CYP3 A TpsabBa 1a ce u3bsrea. Brnpeku ToBa, ako NMalMEHTHTE C
€IHOBPEMEHHO NpHJIOKEHHE Ha crieH HHXUOUTop Ha CYP3 A, TpabBa na ce oom
no3ara Ha KabasuTakcesn ¢ 25% (Bxk. Touku 4.4 u 4.5).



[leduampuuna nonynayus
Hsama cworseTha ynorpeba na Kabasurakcen EVER Pharma s neguaTpyuHara nomyaaums.

besomacHocTTa M eukacHocTTa Ha KaGasurakcen EVER Pharma npu aeua v 10HoWwH Ha Bu3pact non 18
TOJHMHM HE Ca YCTAHOBEHH (BXK. TO4Ka 3.1).

Hauuy Ha nprioKeHde
3a YKa3aHUg OTHOCHO IIPUTOTEAHETO H [IPUIOKEHHETO HA TEKAPCTBEHUS IIPOJAYKT BHIKTE TOUKA 6.6.

He Tpabsa na ce n3nonssar onakoBku ot PVC # nojiMypeTanoBr HHPY3HOHHH KOMILIEKTH.

Kabaszntaxcen EVER Pharma e Tpatisa na ce cMecBa ¢ Apyr NekapcTBEHH NPOAYKTH, ¢ H3KIIOUEHHE Ha
NOCOYEHHUTE B TOUKA 6.6.

4.3 IIporsBonorkazanus

* CBPBLXUYYBCTBUTEIHOCT KbM Ka0a3HTaKCel, KbM JPYrH TAKCaHU WK nionucopdar 80, unv KbM HAKOE OT
MOMOLLHHTE BELIECTBA, H30poeHH B TOUKa 6.1.
* Bpoii Ha HeyTpodunTe, o-HUCHK oT | 500/mm?.

* Texxxo vepHoapobHO yBpexxaane (061 GunupyOoun > 3 nev TTH).

* EaHOBpeMeHNna BakCHHALMA ¢ BAKCHHA CPENLy »biTa Tpecka (Bx. Toyka 4.5).

4.4 CrenHaJHM npelynpexaeHnas 1 NPEANa3uy MepKH IpH yRroTpeda

Peaki{HH Ha CBpBXHYBCTBHTCAHOCT

Benuke nanuenTH TpsaGBa na nofyvart npeMeguKauua Npeay 3ano4usane Ha MHpy3uaTa ¢ KabaznTarcen
(BK. TOUKa 4.2).

[lauuenture Tpabsa fa ObAAT BHUMATENHO HAGIIOAABAHK 32 PEAKLMH HA CBPbXUYBCTBHTENHOCT, OCOOEHO
Mo BpeMe Ha MbpBaTa ¥ BropaTta nH¢py3un. Peakunure Ha CBPbXUYBCTRHUTEIHOCT MOTAT 1A CE MOABAT B
PAMKHUTE HA HAKOJIKO MHHYTH CJI€]] 3aN04BaHeTO Ha MH(pY3HATa Ha KabazuTakcen, clienoBare/iHo TpadBa
Ja UMa HaJIHYHH MaTepraHa 6a3a u odopynpaHe 3a JEUeHHE HA XUMOTOHUS K OpoHxocnassM. Morar aa
CE NOABAT TCKKH PEAKUMH HA CBPBXUYYBCTBHTETHOCT, KOWTO MOFaT Aa BKIKOYBAT reHEpalM3HpaH
OOpHEB/CpUTEMa, XUTIOTOHHA M GPOHXOCIIa3bM. TeXKUTE PeakiiH Ha CBPbXYYBCTBUTEIHOCT H3HUCKBAT
HE3a0aBHO MPEeKbCBAHE Ha yNoTpefara Ha KabaszuTakcesn U NoaXoasio ieveHue. [TalueHTUTE ¢ peakuum
Ha CBPBXUYYBCTBUTCIHOCT TPAOBA na cnpat jeueHueTo ¢ KaGazurakcen EVER Pharma (k. Touka 4.3).

KOCcTHOMO3BLYRA cynpecus

Moske /1a HACTBITH KOCTHOMO3DbYHA CYTIPECHS, [TPOABABAINA CE C HEYTPOIICHHR, AHEMM,
TPOMOOLMTONECHUS WM NNAHLMTONSHU (BK. ,,PUCK OT HeyTponeHus” U ,AnemMus” B Touka 4.4 no-aony).

Puck OT HeyTponeHus

IlauneHTuTe, NEKyBany c kabazuTakcen, Morar aa nonydar npoduaakriuno G-CSF, cnopen
PBKOBOACTBATA HA AMEPUKAHCKATa acOuHaliug N0 KIMHHYHE OHKoJiorua (American Sog

Oncology, ASCO) w/nnn HacTosiidTe HHCTHTYLIHOHATHH PHKOBOJICTBA 32 HAMANIABA
OBJIAAABAHE HA YC/AOKHEHHATA NMPH HeyTporneHus (dedpuiHa HeyTponeHUs, npon
HEYTPONEHUA WK HeyTponeHuuHa HHGexuus ). [Teperuuna npodunarruka ¢ G-CS
OOMHCIIH NPH NAUKEHTH ¢ BUCOKOPHCKOBH KJIMHHYHK XapaKTEePHCTHKH (Bb3pacT >
(pyHKIHOHANHO CHCTOAHMKE, IPEANIIHM ENHU301H Ha GEBPUIIHA HEYTPOTICHHS, NPe.
pPaaHONOTHYHH NOPTOBE, HEIOXPAHBAHE WM JIPYTH CEPHO3IHU CHITBTCTBALUH 32001




NpeapasnoiaraT KbM YBEJIHYaBaHE HA YCAMKHEHHATA OT NPOAWIKHTEIHA HeyTpontenyd. U3nosspanero
Ha G-CSF nokasea orpaHyyapane Ha 4eCTOTATa W TEXKECTTA HA HEYTPONCHUATA.

HeyTponenusra e Haii-decTaTa HexxeNlaHa peakumd Ha Kabazurakcen (gx. Touka 4.8). Ilpocneasranero Ha
[ILJIHaTa KPbBHE KapTHHA € MHOTO BAXKHO Ja C€ NPaBH BCAKA CEJIMHUIIA 110 BPEME HA ITBPBUA UMKLI H Cek
TOBA MPE/AH BCCKH LMK/ HA NE€UYEHKE, 3a Ad MOXKE J03aTa a ObJe KOpHrdpaHa, ako € HeoDX0AHMO.

Hosara Tpabpa na 6pne namanena B ciayyaii Ha (peGpuiHa HEYTPOTIEHHUs HIIH TIPOABIDKUTENTHA
HEYTPOMNEHHS BBIIPEKH MOAXOAAWIOTO JIcUeHHEe (B, Touka 4.2).

[NaunenTuTe TPAOBA N2 BHE300HOBAT TEUEHHETO CAMO KOTATO OGPOAT Ha HEYTPODHANTE Ce Bb3CTAHOBH /10
HUBO >1 500/mm” (Bxk. Touka 4.3).

CTOMAIIHO-YPEBHH HAPYIIICHHA

CuMnTomMm kato KopeMHa Cosika ¥ GONe3HEHOCT NPy AONHMP, NOBHIISHA TEMINEPATYPA, NEPCHCTHPALLL
3aneK, IHApHA CbC WM O3 HeyTPoneH|s, MOTaT Aa ObAAT PaHHH NPOABH Ha TEXKKA CTOMALLIHO-UpPEBHA
TOKCHUHOCT ¥ Tpa0Ba 1a ObAaT OUEHEHH M JiEKyBanu HezabasHo. Moxe /ia € HeoOX0AUMO OTIaraHe Wik
[IPEKBCBAHE HA NEUCHHETO ¢ kabasuTakcen.

Puck om zadene, nogpviyane, Ouapus u oexudpamayus

AKO NpH NALMEHTHTE CE MOSBH AWAPUSA Cllel MPUIIOKEHHEe Ha kabasHTakcen, Te Morar Ja OBaar JeKy BaHH
¢ 0OMYAHHO M3MOJ3BAHNTE AHTHAMAPHIAHY JIEKApCTREHH MPOAYKTH. Tpsabea Aa 65AaT B3€TH NOAXOAAIUH
MEPKH 3a PCXHIpaTHPAHE Ha nalMeHTuTe. JHapus MoxKe Jia ce MOABY M0-Ye€CTO NPH MAUUEHTH,
MpeaBAPUTENTHO [IOATMKEHH Ha O0IbYBAHE B KOPeMHO-TazoBaTa obnact. JdexyuapaTauuaTa e rno-yecra npu
MAlHEHTH Ha BL3pacT 65 uin noseue roguHu. TpaGpa Aa 6BAaT npeaAnpueTH NOAXOAAIIN MEPKH, 3a na ce
PEXHAPATHPAT NALKMECHTHTE H 1A C€ MPOCIEAT U KOPUTHPAT HHBATa Ha CEPYMHHUTE ENCKTPOINTH, OCODEHO
Ha kanud. O1arade Ha JICUCHHETO WK HaMauBaHe Ha 103aTa Morar fia 6613t HANOXKWTENHH TIPUH AHapUs
creneH =3 (BX. Touka 4.2). Ako nalenTUTE NONYYAT rajieHe Wik NOBPBUIAHE, TE MoraT Aa ObaaT
NeKyBaHH ¢ 0OMUYAHHO H3MON3BAHMTE AHTUEMETHLHN.

Puck om cepuosnu crmoMaiuno-u4pesiy peaxyuu

Hwma crobuienng 3a cromamHo-gpeeno (CH) kppBere # nepGopauus, HIeye, KOAHT, BKITOUHTENRHO C
(paTaneH H3XOA MpH NMALKEHTH, JIeKyBaHU ¢ KabasuTakcen (Bx. Touka 4.8). [penopbusa ¢ NOBULIEHO
BHMMAHUC MPH JICUEHHE HA NMALWEHTH ¢ HAW-BHCOK PUCK OT PA3BUTHE HA CTOMALUHO-YPEBHH YCII0XKHEHH:
Te3H ¢ HEYTPONIEHHA, B CTApPYECKa BbIPAcT, CbC chlrbTeTBalla yiiorpeba na HCTIBC, anTutpoMOoUHTHA
Tepanua HIIM AHTHKOAryJTaHTH H NaLHEHTH ¢ aHAMHE3A 33 JTbueTepalus Ha Taza HId CTOMAUIHO-4YPEBHO
3a00JIBaHE KATO A3BA UM CTOMAUIHO-YPEBHO KEPBEHE,

[lepudepha HeBponaTHs

l1pu naumenTH, npuemMainy kabasurakcen, ca SUH HAOMIOAABAHY CITyYar Ha nepudepHa HeBpOIaTHs,
nepudepHa CEH30PHA HEBPOMATHs (HANp. NapecTe3nH, AM3eCTE3HN) H neprdepHa MOTOPHA HEBPOMATHS.
HanwmenTute, Nexyranu ¢ kabasurakcest, Tpa6sa Ja 6141 MOCHBETBAHH [1a HHPOPMHPAT CBOA IeKap
NpeH A2 NpOABLILKAT JICYCHHETO, aKO PAa3BHAT CUMITTOMH Ha HEBpOMATHA KaTo DOJIKa, napexe,
H3TPBIIBaHE, CKOBAHOCT WIH cnadocT. Jlekapure TpaOpa na HanpaBaT OLIEHKA 33 HATHYME WK BNOLLUABAHE
Ha HEBPONATHATA TIpeH BCAKC Jicdenue. Jdeuennero Tpabsa na ce oTI0XM A0 noaodpapaHe Ha
cuMnrromute. Jlozata Ha kabasutakcesn Tpabsa aa ce Hamanu oT 25 mg/m? Ha 20 mg/m? npu
NepcUcTHpaIla rnepudepHa HepponaTus crenel >2 (Bxk. Touka 4.2).

AHeMHa

Habmonasana e anemus nipu naumeHTH, nomyyasawy kabasurakces (BxX. Touka 4.
XeMAaTOKPUTHT TPA0OBA Ja ce MpOBEPAT TIPeH HAYANOTO Ha JIEUEHHETO ¢ Kada3HTaK
NAUMCHTHUTE NMPOABABAT NPHIHALIM HITH CUMITTOMH HA aHEMHA HiH 3aryfa Ha KpbB.



TIOBHMILIEHO BHHMAHHME NPH HALMEHTH ¢ XeMorfioOuk <10 g/dl u TpadBa aa ce B3emMaT NOAXOAALUM MEPKH
CNOpe KNHHUYHUTE TTOKa3aHMA.

PHck oT OBOpetna HeEnoCTaThYHOCT

brOpeunu HapywieHUs ca 6unu cboOUIEHH BbB BPb3Ka ChC CENCHE, TEKKA ASXHApATaLiks, JbDKalla ce Ha
AHapHA, MOBpbIaHe H 00CTPYKTHBHA ypornatha. Habmoaasana ¢ 650petna HEIOCTATHYHOCT,
BKJIIOYHTEIIHO Cy4aH ¢ (ataned U3Xo/. B Takbe cnyyaii TpaOra Jia ce MpeAnpueMaT NoAXOAAMH MEPKH
33 MICHTHQHIMPAHE Ha MPHYHHATA U MALYEHTUTE JJa C€ NIEKYBAT HHTEH3HBHO.

Ilo Bpeme Ha sicuenmeTo ¢ kabazuTakcen Tpabea 1a ce OCHTYpy anexBarHa xuaparaung. [lauvenTsT
TpaGBa na 6bae nockBeTBan A2 ChOGIIM BeIHATA 34 BCAKA 3HAYMMA NPOMIHA B JHEBHUA 00eM Ha ypUHATA.
CepyMHMAT KpEaTHHHH TPAOBA Ja CE U3MePBa B HAYANOTO, C BCAKA KPEBHA KAPTHHA H KOTaTO MAlMEHTHT
CHLOOLUM 33 NPOMSHA B OTAENSHETO Ha ypuHa. JleueHuero ¢ kaGasHTakcesn TpsOBa 4a Ce MPEKpaTH B
CllyyaH Ha BiiowasaHe Ha ObOpedHara pyHKUHa 10 GBOpeuna HepoctarsuHocT >CTCAE 4.0 crenen 3.

PecnupaTopHu HapviueHHs

Hma cho0llieHHA 3a HHTEPCTHUMATHA ITHEBMOHUA/TIHEBMOHHT H HHTEPCTHUMANIHA DeloipobHa Bonecr,
KOWTO MOXe /la ¢a CBbp3aHu ¢ dataieH H3xoa (Bx. Touka 4.8).

I1pu mosra Ha HOBM WITH NpH BlOLIaBaHe Ha OenoapoGHHUTE CUMITTOMH, NALMEHTUTE TpsOBa Aa ce
HaOJIF0NaBAT BHUMATEJIHO, 1A Ce H3CIeBaT He3abaBHO H a Ce NEKYBAT N0 MOAXOAALL HAYHH.
IlpenophuBa ce NpeKpaTABaHE HA JIEYEHMETO ¢ Kaba3uTaKces 10 YTOUHIBAHE HA AMarno3ara. PaHHOTO
MpUIaraHe Ha MOJAXbPIKAIIM MEPKH MOXKE 1a IOMOTHE 3a nmoaoOpaBane Ha CbCTOAHUETO. [padsa
BHHMATEIHO /ia Ce MPEUCHH N0N3aTa OT Bb300HOBABAHE HA JIeYeHUETO ¢ KabasuTakceln.

PUCK OT ChbpICUYHM aPHTMHH

HMma crobuieHus 3a ChbpaeUHH aPUTMHM, HAl-YECTO TAXMKAPAMS K MPEACHPAHO MbxIeHe (Bx. Touka 4.8).

Crapyecka Bb3pacT

[Ipu Xopa B cTapuecka Bb3pacT (>65 rofiutn) MosKe J1a MMa [0-rojsMa BePOSTHOCT Aa Ce NOSBIT HAKOH
HEXENAHU PEAKUHUH, BKIIFOYHTENRHO HEyTponeHus U dgebpuiHa HeyTponesus (BK. Touka 4.8).

[laumeHTH ¢ YepHOAPOOHO YBpEKAaHE

Jleuennero ¢ Kabasuraxcen EVER Pharma e npoTueomnokasano Npu MalMeHTH C TEXKO HepHOAPOGHO
yepexaade (06w Sunupy6un > 3 bt I'TH) (8. Toukm 4.3 u 5.2).

Hosata Tpa6Ba Aa ce HaMamd MIpH HauMeHTH ¢ 1eko (obw 6uanpybun >1 1o <1,5 nptu I'TH Man
ASAT >1,5 nvtu I'TH) yepHoapobuo yBpexnane (Bxk. Toukd 4.2 1 5.2).

BiaumonehcTerns

ExnospemennoTo npuioxenne cbe cuany nExubuTopn Ha CYP3A Tpsafsa na ce u30srea, Thil KaTo Te
MOraT /1 NNOBULIAT TNa3MeHaTa KOHUEHTpaLKa Ha Kabazurakcen (Bx. Touky 4.2 u 4.5). Ako
CAHOBPEMEHHOTO MPUITOXKEHHE CbC cUleH HHXHOUTOp Ha CYP3A He Mmoxe aa ce uzberne, T

OOMHCITH BHUMATENHO HaOI0ACHHE 32 TOKCHYHOCT H HaMaJIABaHE HA 103aTa Ha KabasuT
4.2 u4.5).

ENHOBPEMEHHOTO NPHIOKEHHE ChC CHIHK WHAYKTopH Ha CYP3A Tpsabsa na ce usbs
MOTaT Ja NOHHXAT M1a3MEHATa KOHUEeHTpauus Ha kabazntakcen (BxK. Touku 4.2 u 4.5)!



IoMoOILHU BelueCTBa

To3u nexapcTeH rpoAyKT chabpka 197,5 mg eTanos Ha MUTWIUTHP.

®nakon 4.5 ml
Tosa nexapcTBo cbabpxka 888,8 mg ankoxon (eTanon) BuB Beeku duiakod. Konuyecteoro B 4,5 ml oT
TOBA JIEKAPCTRO € €EKBUBAJIEHTHO Ha 22,5 ml 6upa unu 9,4 ml BunHo.

Dnakod 5 ml

Tora nexkapcteo cbaspxa 987,5 mg ankoxon (etanon) Bue Beeku ¢akoH. KonnuectBoto B 5 ml ot ToBa
JIEKApCTBO € EKBUBANIEHTHO HA 25 ml Oupa wnu 10,4 ml BUHO.

DdnakoH 6 mli

Tosa nekapctso cbabpxa 1 185 mg ankoxon (etanon) BuB Beeku pnakor. KonuuectBoto B 6 ml or ToBa
JeKapcTBO € ekBUBaeHTHO Ha 30 mi 6upa wnu 12,5 ml BuHo.

4.5 BzaumogeiicrBue ¢ APYra JieKapCTBeHA NPOAYKTH H APYrH (OPMH Ha B3aUMoelCcTBHE

In vitro npoyuBanya NOKa3par, dye kabasurakcen ce MeTabonnsupa ocHoBHo upes CYP3A (80% 1o 90%)
(BK. TOUKa 5.2).

CYP3A uHxnOuropu

MHOroKpaTHOTO NPHJICKEHHE Ha KeTokoHaszon (400 mg ek AHEBHO), cuiieH MHXHOUTOp Ha CYP3A,
BOIM A0 HAaMansBaHe HA KNHPbHCA Ha kabasutakcen ¢ 20%, koeto ChOTBETCTRA Ha nosuiuapane Ha AUC ¢
25%. CneposareniHo, efHOBpeMeHHaTa ynoTpeba Ha cuiHn nnxuburopu Ha CYP3A (Hanp. keTokoHazon,
HTPAKOHA30J1, KIIAPHTPOMMLMH, HHAUHABUP, Heda30/10H, HENPHHABUD, PUTOHABHP, CAKBHHABHD,
TENUTPOMULIMH, BOPUKOHA30M) TpabBa ia ce M304rea, Thil KATO MOXKE J]a HACTHIIH MOBMILIABAHE HA
[J1a3MEHATA KOHLICHTPALIHA Ha kaba3zdTakces (BkK. TOUKH 4.2 U 4.4).

EnnoBpeMeHHOTO NPUIOKEHHE Ha anpenuTanT, ymepeH HHxubutop Ha CYP3A, He € umasio edekT BbpXy
KJIHpBLHCa Ha kaba3HTaKce.

CYP3A HHAYKTOPH

MHorokpaTHoTO npunoxenue Ha pudamnuh (600 mg BenHBK JHEBHO), cHleH HHayKTop Ha CYP3A,

BOAM A0 NOBH1IIABAHE HA KIMPBHCA Ha KabazuTakcen ¢ 21%, koeTo ChoTBeTCTBA HAa Hamanasaxe Ha AUC
cue 17%.

CnenoBarenHo, eAHOBPEMEHHOTO NMPUIIOKEHHE Ha CWITHH HHAYKTopH HA CYP3A (uanp. ¢peHuTOUH,
kapbamasernnu, pudamnun, pudadytun, prudaneutun, pesodapburan) Tpadsa Aa ce H3GArBa, THil kKaToO
MOKE Na HACTBIM HaMaJIABAHE Ha IM1Aa3MEHATa KOHUCHTpalMa Ha kKabazutakcen (Bx. Toukn 4.2 n4.4). B
AOITBJIHCHHE, MALUKUCHTHTE TPAOBA 1a ce Bb3AbPKAT OT MIPHEM Ha JKbJIT KAHTAPHOH.

OATPIBI

In vitro kabasHTaKkcen CbLIO Taka HHXWOHPA TPAHCTIOPTHHTE MPOTEHHH HA TPAHCITOPTHPALHS
MOJIMNENTH/, HAa OpranuyHy aHHoHH (Organic Anion Transport Polypeptides) OATP1B1. Bramoxen ¢
PHCK 33 B3aHMOJEHCTBHE cbe CyOcTpaTh Ha OATPIB1 (Hanp. craTHHu, BaacapTaH, penariu

HHTEPBa OT 12 yaca npean uHdy3uaTa H HAH-ManKo 3 Haca che Kpas Ha MHPYINATA, | |
npuyaraHeto Ha cyberpatu na OATP1BI. 8P L o\



BakcuHanHu1

ITprnOKEHHETO Ha XKUBH WK KUBH ATCHIOMPAHH BAKCHHH [1PY NAUMEHTH, HMYHOKOMITPOMETHPAHH OT
XUMHOTEPANEeBTUYHH CPEACTBA, MOXKE N4 JOBEOE A0 CEPUO3HU UNH (paTtanHy nHpekurH. BakCunauua ¢
’KHBa aTEHIOMpaHa BaKcHHA TpAOBa Aa ce u3bsArea Npy NailMeHTH, nosyyaraiuu kadbasdrakcen. Morar Ja
Ce NpUIaraT yOuTy WM UHAKTHBHPAHH BAKCHHK, BLIIPEKH TOBA, OTIOBOPBT KbM TaKHBA BAKCHHH MOXKE 2
OBbIe HaManeH.

4.6 DepTHIHTeT, OpeMEHHOCT N KEPMEHe

bpemeHHOCT

Hsama nanHu oTHOCHO ynoTpebara Ha kabazurakcen npu GpemeHHu sxkeHu. [TpoyuBaHuATa NPH KHBOTHH
NOKa3BaT PENpoaAyKTHUBHA TOKCHYHOCT IIPH TOKCHYHM 34 MAHKaTa J103H (BXX. TOYKA J.3), a CBILO U Ye
kaOa3uTaKcen NpeMrHapa nnaleHTapHara Gapuepa (Bx. Touka 5.3). KakTo v npy Apyru LIMTOTOKCHUYHH
JIEKAPCTBEHH MPOXYKTH, Kaba3uTaKCcen MOXKE Aa NPHUYUHU YBpPEXKIaHe Ha IUT04a ipd OPEMEHHH KEHH,
M3J10’)KEHHU Ha Hero.

Kabasutakcen ne ce npenoppysa no speme Ha GPEMEHHHOCT M NIPH XKEHH C JAETEPOJICH NOTEHUHA, KOUTO
HE U3IMOA3BAT KOHTPALCTLIKA.

KnpmeHe

Hannynute papMaKOKMHETUYHH JaHHW TIPH )KUBOTHM N0KA3BAT EKCKPELMA HA KaGa3uTaKcen ¥ HeroBUTe
METa0OJIMTH B MIISKOTO (B3K. TOUKa 5.3). PHCK 3a KLPMAUETO HE MOKE 114 CE& UKITIOUM.

Kabasurakcen ne Tpabpa na ce u3nonssa o BpeMe Ha KbPMEHE.

PDepTUiInTeT

[TpoyuBanMATa NpH KUBOTHH MOKA3RAT, e KAPGAZUTAKCE 3aCATa PElIPOAYKTHBHATA CHCTEMA MTPH MBIKKH
[UTLXOBE H KyueTa 0e3 QyHKLUMOHaNeH edekT BbPXY gepTrnmTeTa (BAK, Touka 5.3). Burpexky Tora, Karto ce
UMma nipeasua GapmMaKosOrHiHaTa aKTHBHOCT HA TAKCAHUTE, TEXHHAT FEeHOTOKCHYEH IIOTEHLUHAI K
e(PEKTHT Ha HAKOU CBEIUMHEHHS OT TO3H KJIAc BBLPXY (PEPTHIIMTETA MPH TIPOYUBAHHS C JKHBOTHHU, HE MOXKE
/13 C€ M3KIIFOUH €QEKT BbPXY MBXKHUA PEPTHIMTET NpU Xopa.

[lopaju noreHUHATHUTE 6heKTH BbPXY MBKKMTE FaMETH U IIOTEHLIMATHATA EKCNO3KIMA YPe3 ceMeHHaTa
TEYHOCT, MBXKETE, JIEKYBaHH ¢ KaDasuTakcen, TpadBa Aa u3non3sar eQekTusHa KOHTPAHCNLHA [TO BPCME
Ha JIEUCHHETO U Ce NPenopLyBa a NpoIbJIKAT KOHTpalenuHaTa 10 6 Meceua ci¢/i nocnheaHara n03a
kabasurtakcen. [opaau noreHuManHaTa eKCnoO3HLMA Ype3 CEMEHHATA TEUHOCT, MBKETE, JIeKyRaHH ¢
kabaszutakcen, TpadBa qa U30ATBAT KOHTAT Ha €KYJIATA C JAPYr HOBEK [0 BPEME HA JeHEHHETO, Mbikere,
JIeKyBaHH ¢ Kaba3uTaKcen, ce ChbBETBAT Aa C€ KOHCYJITHPAT OTHOCHO 3aMpassaBaHe Ha criepMa npeiy
NIEYSHHUETO.

4.7 EdexrTn Bbpxy cnocofHocTTa 32 modupane 1 pabora ¢ MalIMHH

Kabasurakcesn NopnuABsa B yMepeHa cTereH CrnocofHoCTTa 3a 1ohKpane W paboTa ¢ MaIIHHH, Thit Kato
MOXE Jia [IPHYMHH yMOpa M 3aMaiiBane. [launenTre Tpabra aa ce MoCLRETRAT A3 HE LIOPUPAT UITH 1A HE
paboTAT C MalIMHK, AKO W3NHMTAT TE3W HEXKEIAHH PEaKUMy 110 BPEME Ha JIEYEHHETO.

4.8 HexenaHu JieKAPCTBEHH peakuHa

O6061menHe Ha npoduna Ha Be30NacHOCT

ffﬁw |



I 092 naumeHTH ¢ METacCTaTHYEH, PE3UCTEHTEH HA KACTPaLIMs paK Ha MPOCTaTaTa, KOWTO ca JIEKYBaHH C
kabaszutakcen 25 mg/m? BeHbK Ha BCEKH TpU ceaMHLM. [laumentuTe ca nomyunnu ot 6 10 7 (MearaHa)

LMKBIA Kaba3uTakcel.

YHecrorure oT cOOpHMA aHANHU3 HA Te3H 3 KIMHUYHH M3MHTBAHUS Ca MPEACTABEHH MO-A01Y H B TAOJIHYHHA

CITHCBK.

Haii-uecTure He)enaHu peakiiMi OT BCHYKHM cTeneHH ca aneMus (99,0%), neskonenus (93,0%),
HeyTponeHus (87,9%), tpombounTtonenus (41,1%), nmapus (42,1%), ymopa (25.0%) u actenus (15,4%).
Haii-uecTure He)kenaHU peakLMH CTemneH >3, HaCTHIBAIIM NPY Hak-Manko 5% OT nauMeHTHTe, ca
HeyTponeHus (73,1%), neskonenus (59,5%), anemus (12,0%), pedbpunna neyrponenus (8,0%) u nuapus

(4,7%).

HPBKBCB&H'B Ha JICHCHHETO NOopaay HEKEIaHH peaKliMH € HAaCThITHJIO CbC CXOHA 4E€CTOTA IPH 3-Te

npoyuBanus (18,3% B TROPIC, 19,5% B PROSELICA 1 19,8% B CARD) npu naumeHTH, npuemaiiu
kabasuTakces. Haii-yecture Hexxenanu peakuuu (> 1,0%), Boaemu 10 NpeKbCBaHEe HA JIGYEHHETO C

Kaba3HUTaKcesl, ca XeMaTypus, yMOpa U HEYTPOIEHHS.
TabiMuyeH CNUCHK HA HEXETAHUTE PEeaKLIHH

Hesxxenanure peakuuu ca npeactaBeHH B Tabauua 2 cnopes cucteMo-opradeH kiac no MedDRA u
yecToTa. BBB BCAKO rpynupaHe rno 4ectoTa, HesKeJJaHUTEe PeakiliK ca MpeaCcTaBeHH B HU3XOAALL Pell Mo
OTHOLLICHWE Ha TAXHATa CEPHO3HOCT. UHTEH3UTETHT Ha HEXKETAaHUTE PeaKLIMH € CTENEHYBaH Cnope/
CTCAE 4.0 (crenen >3 = C1>3). YectoTHte ca Ha 6a3a BCHYKH CTENEHH U ca Ae(PUHUPAHHU KAaTO: MHOIO
yecTH (= 1/10); wectu (= 1/100 mo < 1/10); newectu (= 1/1 000 go < 1/100); peaxu (= 1/10 000 go <

1/1 000); mHoro peaku (< 1/10 000); ¢ HeusBecTHA YecToTa (OT HAJIMUHUTE JAHHHU HE MOXKE na Obae
HamnpaBeHa OLICHKAa Ha YecToTara).

Tabnuua 2: CpobLueHn HexeNnaHu peakLMy U XeMaToJIOrMYHH HapyLIEHUs NPy Kaba3uTakce B
KOMOMHALMs C MPEIHU30H WK MPEeIHU30JI0H OT cOopeH aHanu3 (n=1 092)

= = ——

'CHCTCMO-OPHHEH Hexenana peaknus BcHukH cTeneHH %Crenenzii -
enac n (%)
n (%) .
| Mmuoro yvectun |Yectn ‘HeuecTn ]
HUndekuuu u Heyrponenuyna 48 (4,4) 42 (3.8)
uHpecTalMH uHpekLus/cencuc* I
CenTUyeH LIOK § | 10(0,9) 110(0,9)
Cencuc | 113 (1,2) o Ba2)
Lenyur B0 303)
Undekuus Ha 103 (9.4) | 19(1.7)
MAKOYHUTE MbTUILA b )

| Cpun 20 0

| Lincta 22,0 12(0.2)

| MHudpekuus Ha ropuure 23 (2,1) | 0
JINXATEJIHY ITHTHLIA L -
Xepnec 30cTep 14(13) 0
Kanaunoza 11 (1,0)
Heyrponenus® 950 (87.9)

Hapyenns Ha AHemus ? 1073(99,0) |

KpbBTa ¥ TMM(HaTa = e

cnetema JleBkoneHus 1 008 (93,0) g )

| TpombGouuronenuns® 478 (44,1) ]'




Debpunna 87 (8.0) I 87 (8.0)
HEY TPOTICHH ) L
Hapymenus Ha CBpPBXYYBCTBHTETHOCT } 7(0.6) 0
AMyRnaracwerema | 00 0 0 0 o4 v 1]
Hamanen anetur 192 (17,6) S o)
éH&p}'LUEHHH £ Jlexuapatauus 27 (2,5) | 111,00 |
‘MeTabo/iM3Ma U |
“panenero Xnneprankens o 108
| | Xunokanuemus - 8(0,7)  12(0.2)
| HHcoMHuUS 45 (4,1) 0
Tlcuxuunu
juapymeum TpeBoxxHOCT 13 (1,2) 0 B
OGbpkaHoCT 12:(1.1) 2(0,2)
Jlucreysus 64 (5,9) - 0
Hapyumenue Ha Bkyca 56 (5,1) _ 0
Mepudepua 40 (3.,7) | 2(02)
HEBponaTIA
| MepudepHa cenzopHa 89 (8.2) 6(05)
| HEBpONATHS |
‘Hapywenus Ha [MonuneBponarus 9(0,8) 12(0.2)
!HepBHaTa cucrTema avaiiBane 63 (5.8) | 0
| . . N—
] 'naBoGonue 56 (5,1) 1(<0.1)
| Mapectesus 46 (4,2) B 10 .
Jletaprus 15 (1,4) =0
Xwunecresus 18 (1,6) 1(<0,1)
Mumac 2008  |1(<0.)
KOHIOHKTHUBUT 11 (1,0) ], *0
‘Hapywenus Ha ouuTe |Vpenuuena 22 (2,0) 0
| NaKpHMALHs B |
IiHap}'ll.lEHHH Ha yxoro |[LLUym B ymwre 706 0
W naGupHHTa Bepraro 15 (1,4) 1(<0,1)
! e i r
ChpaeuHu [Mpeacbpano MbikaeHe 14 (1,3) >(0,5)
HapyLueHHs ™ Taxukapaus 11 (1,0) 1 (<0,1)
| Xunorouwus 38 (3.5) ) 5(05)
JIbn60ka BeHO3Ha 12 (1,1) 9(0,8)
TpombO3a D
| Xunepronus 29 (2,7) 112(1,1) |
'CbJI0BH HapyLIEHHS s
| OprocraTHyHa 6 (0,5) 1(<0,1)
XHUTOTOHHSA
E ['opeiu BbIHH | 23 (2,1)
| 3auepBsBaHe
,%Pecnnpa'ropnu, Hucnes 97 (3,9) B
TPBbAHU U Kamnuua 79 (7,2)
‘MEIHACTHHAJIHH 0 4
Hapymenns 60p;j;apuﬁreanﬂa 26 (2,4)
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[THeBMOHUS o __MMH_’T(Z,Z) - 16 (1,5)
benoapoben 30(2,7) 23(2,1)
eMO00/IM3BM | -
T Juapus 460 (42,1) S1 (4‘?) .
| Tanene 347 (31,8) 14(13)
| [MoBpbluane 207 (19,0) - _ﬁ 14(1,3) |
KoucTunaums 202 (18.5) i I 3 0,7
| KopemHa Gorka 105(9.6) 15(14)
| Jlucnencus 53 (4.9) o P -
| Bosika B ropHaTa yact 46 (4,2) 1(<0,1) |
Ha Kopema .
| Xemopouau 22 (2,0) R 0 ]
t ["actpoesodareanna 26 (2,4) ) l (<0,1)
iCTOM&I]lHO—'-lp&BHH pedaykcHa Gonect L |
'HapylueHus PekTanHo KbpBeHe 14 (1,3) 404
; Cyxora B ycrara 19 (1,7) _ 2 0.2)
Pa3nyBane Ha Kopema 14 (1,3) 1(<0,1) |
Cromarut 16 (4.2) 202
| Wreyc* 7006 5005
["acTpur 10 (0,9) E_0
Ko 1009|503
| CromaluHo-upeBHa : 3 3(0.3) 1 (<0,1)
| nepdopauus | -
CromaiuHo-4peBeH #EZ (0.2) 1(<0,1)
KPBBOW3/IHB ] .
| AJonenus 80 (7,3) | 10
:Hapymeﬂua Ha Cyxa koxa 23 (2,1) D
KOXKara v Epurema 8 (0,7) 0
S Hapyuienue Ha 18 (1.,6) - iO |
HOKTHTE N
| Bosnka B repba 166 (15,2) Tzﬂ (2,2)
| Aprpairus 88(8,1) 908
EHapymeHHﬂ , Boska B KpaiiHHLHTE R 19(0.8) ]
'MYCKYJIHO-cKeneTHaTa | MYCKYJIHM cna3mu 31 (4,7) o
CHCTEMA H Muanrus 40 (3,7) E 2(0,2) ‘
:::::Hmenna'ra MycKyJIHO-CKeneTHa 34 (3.1) ! 3 (0,_3) |
| Gonka B repauTe | o
MyckysiHa ciabocT 31 (2,8) | 1 (0.2)
Bosika B crabuHHTe  li7ae) | _swS
Hapywenus Ha Octpa Gu6peuna 21 (1,9)
ObOpeuuTe U HEJA0CTaTbYHOCT
MUKOYHHTE MbTHILA B6peuna

HEAOCTATBbYHOCT
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Jusypus 52048) o
Bu6peuna konuka 14 (1,3) 202
Xemarypus 205 (18.8) | - 33Go)
= onaxwypha 26024 20y
XuapoHedposa 25 (2,3) 13 (12)
PereHuus Ha ypuHa 36 (3,3) B 404
UHKOHTUHEHLMS Ha 22 (2,0) I0
ypHHa | ) |
Vperepanua 8 (0,7) 6(0.5)
o0CTpYKLHS 3 ]
Hapyuwienus Ha Boska B Tasa 20 (1,8) 5(0,5) |
'BB3MPOU3BOAMTE/IHATA
(CMCTCMa H I'bpAaTa I I R B
Ymopa 333 (30.5) o 42(3.8)
AcTenus 227 (20,8) - 13229
[upexcus B %) R S o1 \ 0
| [Mepudepun oToum 96 (8.,8) 2 (0.2)
i —
:Oﬁmu HapyueHus U Bb3naneHnue Ha 23 (2,') :l (“:0,1)
éed}eicm Ha MACTOTO Ha [/IMTABHLIUTE - i i
TIPHIIOKEHHE Bonka 36 (3,3) B 7(0,6)
'pbana Gonka 11(1,0) 202
Orok 8(0,7) |I(=0,I)
Tpbnku 12.(1,1) 0
o S " o
Hepaznonoxenue 21 (1,9) N
HamaneHo TenecHo 81 (7,4) 0
TErJ0 L
[MosuineHa acnaprar 13/(1,2) 1(<0,1)
H3cneasanus
aMUHOTpaHchepasa I R
. [ToBuineHM 7 (0,6) 1(<0,1)
TpaHCaMHUHa3U :? | |

* Ha Oa3a 1abopaTopHHU CTOMHOCTH

" 3a noBeye MH(POPMALIMA BUKTE TOUKATA M0-101Y

Onucanue Ha W30paHu HeXeNaHU peakLuu

Heymponenus u cevp3anu knunuynu cvbumus

H3nonssanero Ha G-CSF nokasea orpaHHyaBaHe Ha Y4€CTOTATa M TEXKECTTA HA HEYTPONEHHUATa (BXK. TOUKH

4.2 u4.4).

HecroTara Ha HeyTponeHus creneH >3 Ha 6a3a 1abopaTOpPHU JaHHHM Bapupa B 3aBUCHMMOCT OT
u3nonzBaHeTo Ha G-CSF ot 44,7% no 76,7%, ¢ Haii-HHCKa Y4ecToTa, ChOOLIEHA MPH H3MO
npodunaxktuka ¢ G-CSF. [To nogoben HauuH, yectorata Ha heOpuaHa HEYTPONEHHS CT
oT 3,2% no 8,6%. YcaoxKHeHHs npyu HeyTponeHus (BKIHOUUTENHO (eOpuiiHa HeYTpor
HEYTPONEeHHYHa HHPEKLIMA/CENCUC U HEYTPONEHUYEH KOJIMT), KOUTO B HAKOM CITy4au
M3X0J, ca cboOLEeHH npH 4,0% OT NaUMeHTUTE NPH M3MOI3BAHE HA MTbPBUYHA NMPODHU

npu 12,8% ot nauuenture 6e3 usnonssane Ha G-CSF.
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Cvpoeuru napyuwieHus U apummny

B cOophyd ananms cepaedny cbOUTH ca chobieHu npH 5,5% oT nauueHTHTe, ot KouTo 1,1% ca uManu
ChPACYHM aPUTMHHU cTeNeH > 3. YecToTara Ha TaxMkapaus npu kabazuTtakcen e 1,0%, KaTo no-Manko ot
0,1% e ot ctenen > 3. Yecrotata Ha npeacspaHo MexaeHe € 1,3%. ChpaeuHaTta HeAOCTATBUHOCT €
CcLOOUIEHa NpK BaMa nauMeHTH (0,2%), xaTo B €lMHUS OT ABATA Clydas TOBa € AoBesio A0 dartaneH
H3X0/1. KaMepHo MbiaeHe ¢ diataieH H3xoa € chobmeHo npd | nauneHT (0,3%) B chpieyeH apecT npy
Tpuma nauueHTH (0,5%). HUuto eaHo ot te3u ¢hOMTHA He e CueTeHO 33 CBBLP3AHO Cnopel H3CIen0BaTeN .

Xemamypus

B cGopHHs aHanu3 yecTOTaTa Ha XeMaTypUusd BBEB BCHUKU cTenenu ¢ Ouna 18,8% npu 25 mg/m? (Bx«.
Touka 5.1). Cmymasamy GakTopH, KOUTO ca AOKYMEHTHPAHH, KATO MPOrpecHa Ha 3a00IIABaHeTO,
MEXaHHYHH MAHHITYJIALUKH, WHEKUHS WK aHTHKOAryJaHTHA TEpanus B TEpanus ¢
HCTIBC/aueTincanuuunopa KMceauna ca OwWin WIEHTH(UUHPAHH B IIOUTH MOJOBUHATA OT CIIY4aHTE.

Apyeu omrnonenus 8 nabopamoprume noxasamenu

B cbopen ananus yectoTHTe Ha aHemus crenen >3, noeumenu ASAT, ALT v 6uiupyOuH Bb3 OCHOBA Ha
OTKJIOHEHHA B 1abopaTOpHUTE NIOKa3arTeny, ca choTeeTHo 12,0%, 1,3%., 1,0% n 0.5%.

Cmomauino-upeeru Hapyuenus

Habsoaasanu ca KoauT (BITIOUMTENHO EHTEPOKONUT U HEYTPOMEHHYEH EHTEPOKOJIUT) U racTpuT. Mma
CHOOWIECHHSA U 38 CTOMAILHO-YPEBHO KbPBEHE, CTOMAIIHO-UPEBHA nepopalys ¥ HIeyC (UpeBHa
obcTpyKimsa) (BK. Touxa 4.4).

Pecnupamopnu napyuienus

CJlyyaM Ha MHTEPCTHLIHANHA TTHEBMOHMS/IHEBMOHHT M MHTEPCTHLIHANHA Genoapobna GonecT, NoHIKora ¢
(pataneH u3xon, ce cboOIABAT ¢ HEU3BECTHA YeCTOTA (OT HAIMUHKMTE NAHHH HE MOXKE Aa GbAc HanpaBeHa
oleHKa) (BXK. Touka 4.4),

Hapywenua na 6vbpeyume u nuxoynume nomua

Heuecto ce ¢hobilaBa UMCTHT, ABJUKALL CE HA PEAKLHA HA PAAMALIHOHHA NAMET, BKJIOYUTEIHO
XEMOparvyeH UUCTHUT,

[leanaTpuuHa nonynauys

Buxre Touka 4.2.

LpPYryu cienrdanHy nonynauuy

Cmapuecka sv3pacm

Or 1 092-te naumeHTH, NekyBanu ¢ kabasurakcen 25 mg/m?’ B Mpoy4BaHKATa 3a paK Ha npocrartara, 755
MALWCHTH Ca OMJTM HA Bb3PacT 65 WM NOBeYe FOAMHM, BKJIIOUHTENHO 238 maiMeHTy Had 75-roaMIiHa
BB3pacT. C/IEAHHTE HEXEMATONOTHYHH HEXKENAHH peakuuy ca choBuleHH ¢ YecToTa >5% No-B

23,7%), actenus (23,7% copamo 14,2%), konctunauus (20,4% crpamo 14,2%), u auen &5&
cripamMo 5,6%). Heyrponenus (90,9% cnpsmo §1,2%) n tpomGounTtonenna (48,8% crp
CbIO 5% NO-BHCOKM MPH MALMEHTH Ha Bb3pacT 65 WM NOBEYE TOAUHU, B CPABHEHHE
nauMeHTH. Heyrtponenns v ¢ebpHiHa HeyTponeHMs ¢renel >3 ¢a chobLeHH ¢ Hali-BH
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4eCTOTaTa MXTY JIBETE BBE3PACTOBH rpynu (CboTBETHO 14% u 4% no-BUCOKa Npr NaLHEHTH > 63-
FOAHIIHA BB3PACT, B CPAaBHEHHE ¢ MaUKEHTH < 65-roauUIHa BL3pacT) (B, Toukd 4.2 v 4.4).
CholiiiaBaHe Ha NONO3UPAHH HEXKEITAHU DCAKLIHH

Cro0ImaBaHeTo Ha NOJO3HPAHK HeKETaHW PeaKUMH Clel paspeluapane 3a ynorpeba Ha TEKapCTBEHH
MPOAYKT € BXKHO. ToBa Mo3BOAABA Ja NPOAB/LKH HAGIIOAEHHETO Ha CHOTHOUISHHETO NOI3a/PUCK 32
JIEKapCTBEHHA MPOAYKT. OT MEAMLIHHCKUTE CIeLIMAIUCTH CE H3IUCKBA Ja choO11laBaT BCAKa NMoA03HpaHa
He)KelaHa peakiusa Ha:

H3mbaHATEHA areHIuUs 110 IEKApCTBATA,

yi. ,.JlavsaH ['pyes” Ne §,

1303 Codns,

ten.: +359 2 8903417,

yebcaiit: www.bda.bg.

4.9 Ilpeno3upane

He € uzBecTeH anTiaOT Ha Kabasurakcen. OvaxBaHHTe YCHAOXKHCHHA MPH NMPeAO3UPaHT CC CHCTOAT B
OSOCT])HHE Ha HCKCAAHUTE pEaKlUH KaTO MOTUCKAHE HA KOCTHUS MO3BK H CTOMAUIHO-YPEBHH HAPYLICHHA.

B cnyyait Ha npenosypane, nanmedTsT Tpsbea 1a Gbe NPHET B CNELHANMZHPAHO OTACTIEHHE H
BHUMATCITHO TIpOCTeAsBaH. BhaMOkHO Hal-0bp30 cnen yCTAHOBARAHE Ha TTPEIO3HPAHETO, NMALMEHTHT

TpadBa aa nonyun G-CSF B tepanesruunn ao3H. Tpabsa fa ce npeanpueMar Ipyry NOAXOASILA
CUMITTOMATHYHH MEPKH.

5. ®APMAKOJIOTHYHH CBOMCTRBA
5.1 dapmakogHHAMRYIHH ¢BOHCTBA
DapmakoTepaneBTHuHa rpyna; AHTHHEOINIACTHYHY cpeacTia, Takcann, ATC kon: LO1CD04

MexaHu3bM Ha NJeHCTBUE

KabasuTakcesl € aHTHHEOTIACTMYHO CPEACTBO, JEHCTBALIO UPe3 HapylLaBaHe Ha MUKPOTYOyIiHaTa Mpexka
B KJleTkuTe. KabazuTakcen ce cBbp3ea ¢ TyOY/IMHA M CTUMYJIHPA U3TPAXKIAHETO HA CTAGUIIHH
MHUKPOTYOYJIH OT TYOYIMHA KaTO €HOBPEMEHHO € TOBA HHXHOHPA TAXHOTO pasnanaHe. ToBa Boau 10
cTa0HITH3HPaHe HA MUKPOTYOYIHTE, KOETO BOAM 10 UHXHOUPAHE HA MUTOTHUHHTE W MHTEpha3HUTE
KNETBYHN (DYHKIMY.

PapMaKoAHHAMHAYEH CeKTH

Kabasurakcen 1eMOHCTPHpaA IIMPOK CNEKTHP HA AHTUTYMOPHA aKTUBHOCT CPeLly dBAHCHPAIH YOBELIKH
TYMODH, NTPUCATICHH Ha MHUIIKK. Kaba3uTakcen e akTUBEH NIPH AOLETAKCE-UYBCTBUTEHH TyMOpU. OCBEH
TOBa, KaDa3WTaKCeN ASMOHCTPUPA AKTHBHOCT IIPH TYMOPHH MOJIENH, HEUYBCTBHTENHH Ha XHMHOTEpaTIH,
BKJIFOYBANA AOLUCTAKCEN.

Kinynuuna edpukachoct ¥ 6e3onacHocT

E¢rkacHocTTa 1 O6e30nacHOCTTa Ha KabazHTakced B KOMOMHALHA ¢ NPeTHHIOH WIH MPeHH3ON0H ¢a
OLCHEHH B PaHIOMHU3HPAHO, OTBOPEHO, MEXKIYyHAPOAHO, MHOTOLEHTPOBO INpoyuBaHe (haza ]
IPY NALUACHTH ¢ MCTACTATUYCH, PEIMCTCHTEH HA KAaCTPALHMA PaK Ha MPOCTATaTa, JeKysa
CXEMa, ChABPXKAILA JOUETAKCEN.

POYyYBAHETO.
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BropruHuTe KpaiiHH TOuKM BKJIFOYBAT: TpexkuBieMocT 6e3 nporpecus [progression free survival, PFS
(nepuHKMpaHa KaTO BPEMETO OT PaHIOMU3ALIMA 10 TYMOPHATA MPOrPECHs, MPOrPECHs Ha NMpocTaTa-
cneuvduynms anturen (Prostatic Specific Antigen, PSA), nporpecus Ha 601KaTa WK CMBPT MOPaau
KaKBaToO M J1a € NPUYHHA, KOETO HACTBIU MBbPBO], YECTOTa HA TYMOPHHMS OTrOBOp Ha 0a3zara Ha KPUTEPHH
33 OLICHKA Ha OTroBopa npH cojiuaHu Tymopu (Response Evaluation Criteria in Solid Tumours, RECIST),
nporpecus Ha PSA (nepunupana karo ysenuuenue >25% wunu >50% B PSA cboTBETHO npH
HETOBJIUABALLM WJIH NOBIHUABALLM ce), OTroBop Ha PSA (noHuwxkeHue Ha cepyMHUTE HUBA Ha PSA ¢ none
30%), nporpecus Ha Gonkara [ollEeHEHA MOCPEACTBOM CKalaTa 3a MHTEH3MTETa Ha MOMEHTHATa 6oJika
(Present Pain Intensity, PPI) ot Bbnpochuka Ha McGill-Melzack u ananreruuen pesyarar (Analgetic
Score, AS)] u otroBop Ha Gonkata (neUHMpaH KaToO HaMaJIEHHE CIIPAMO M3XOHOTO HWBO Ha MeHaHaTa
Ha PPI, no-ronsmo ¢ 2 Touku, 6e3 cbnbTCTBALLO YBEIWYEHHE HAa AS, Wiu HamaneHue ¢ >50% npu
W3I0JI3BAHE HAa QaHAJINTETHK CMPAMO U3XO0HATa Cpe/iHa CTOMHOCT Ha AS 6e3 CbMbTCTBALLO YBEJHYEHHE Ha
Oonkara).

OOwio 755 nauMeHTH ca paHIOMM3HMPaHH Ja MoJy4aBaTt WiK Kabasurakcesn 25 mg/m* HHTPaBEHO3HO Ha
BCEKH 3 CEIMHMLIM 32 MaKCUMyYM 10 LIMKBJIA C IPEIHU30H WK NPEAHK300H 10 mg JHEBHO NEpOpaTHO
(n=378), i1 MUTOKCAHTPOH 12 mg/m? HHTPABEHO3HO HA BCEKH 3 ceAMHLIM 3a MakcUMyM 10 nukbaa ¢
NPeaHU30H WK npeaHu30i0H 10 mg aHeBHO nepopanHo (n=377).

ToBa npoyuBaHe BK/IIOYBa NALIMEHTH HA B3pacT Haj |8 roMHU ¢ METACTATHYEH, PE3HCTEHTEH Ha
KacTpalus pak Ha rnpocrarara, u3mepum 1o kpurepuu Ha RECIST uau Heusmepumo 3adosisiBaHe ¢
yBe/lH4aBaHe Ha HUBaTa Ha PSA unu nosea Ha HOBHM Jie3uH, U GyHKLHMOHANEH cTaTyc oT () 10 2 cnopen
H3rouynara koonepatuBHa rpyna no onkosorus (Eastern Cooperative Oncology Group, ECOG).
[Taurenture e Tpadpano aa umat HeyTpoduau >1 500/mm?, TpomGouty > 100 000/mm°, xemorn1061H
>10 g/dl, kpeatunun <1,5 vt ['TH, 06111 6unupy6un <1 nvtu I'TH, ASAT u ALT <1,5 nwtv ['TH.

[launeHTH ¢ aHaMHe3a 3a 3aCTOiHA ChpJeYHa HEJOCTATHYHOCT WM HH(APKT HA MMOKap/a npes
Moc/ieIHNUTE 6 Mecella, WK NMALMEHTH C HEKOHTPOJIMpaHa ChpleYHa apUTMHUS, CTEHOKapAUs W/HIH
XHIIEPTOHHS, HE Ca BKJIIOYBAHU B NMPOYUYBAHETO.

Hemorpadckure naHHH, BKIFOUBALIM Bb3PacT, paca H GyHKuHOoHanHUAT ctaTyc cnopen ECOG (0 no 2) ca
pasnpeneneHyu MeX/1y pameHara Ha JieueHueTo. B rpynara Ha kaba3urakcesn cpeaHaTa Bb3pact € 68
roIMHH, B nuana3oH (46-92) u pacosoro pasnpeaenenue e 83,9% Gsana paca, 6,9% a3zuarcka/opueHTancka
paca, 5,3% HerpouaHa paca u 4% apyru.

CpeanusT 6poii Ha LMKaKTe € 6 B rpynara Ha kabasuTakcen M 4 B rpynaTta Ha MMTOKCAHTPOH. BposT Ha
MaLHEHTUTE, KOMTO Ca 3aBbPLIKIIM JIEUeHHETO B rpoyuBaHeTo (10 uvkbia) € cboTBeTHO 29,4% n 13.5% B
rpynara Ha Kaba3uTakces U B CpaBHUTE/IHA rpyna.

OO1waTa npexMBAEMOCT € 3HAUMTEJTHO MO-TIPOAB/IKHTENTHA C Kaba3UTaKcel B CPaBHEHHE C MUTOKCAHTPOH
(cvoTBeTHO 15,1 Mecena cnpsmo 12,7), ¢ 30% HamansBaHe Ha PHCKa 3a CMBPT, B CPABHEHHE C
MMTOKCAHTPOH (BK. Tabnmua 3 u durypa 1).

[loarpyna ot 59 naumenTH ca nonyyasanu npeay ToBa KyMyJaTHBHA 1032 JoLerakcen <225 mg/m? (29
MauMeHTH B paMOTO Ha Kaba3uTakce, 30 nauMeHTH B paMOTO Ha MHUTOKcaHTpoH). He ce Habmonasa

CTaTHCTUYECKA pa3jiiKa B 00L1aTa npexxuBseMocT npu tasu rpyna nauueHTd (HR (95%CI) 0,96 (0,49-
1,86)).

Tabnuua 3 - EpukacHocT Ha kaGa3urakcen B npoyusaneto EFC6193 npu neueHHeTo Ha NMaLHEHTH ¢
METaCTaTH4YCH, PE3UCTEHTEH Ha KacTpalMs paK Ha npocraraTa

Kaba3urakcen + npeaHH30H |

n=378

e
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?Oﬁma npe:ﬁi;;ﬁ_émnn

279 (74%)

bpoii nounHanu naumeHTH (%) -234 (61,9%)

1

rMeﬂHaHa Ha MPEeXKUBAEMOCT (MeceLH) 151 (]_:4, 1-16,3) | 12,7 (11,6-13.7)
(95% CI)

CD

| p-CTOMHOCT | _;0 ,600 ]

'"HR e onpenenen no moaena Ha Cox; koeuLMeHT Ha pucka noj | e B nonsa Ha Kabasurakcen

Qurypa 1: Kpueu Ha obwa npexxuBsemoct no Kaplan Meier (EFC6193)
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xabazmrascen 37 7 300 188 57 11 ]
‘mpemmmon = 378 321 231 o0 28 4

Habmronaea ce nonobpenue B PFS B pamoTo Ha kaba3uTakcen B cpaBHEHHE ¢ PAMOTO HA MHTOKCAHTPOH,
cboTBeTHO 2,8 (2,4-3,0) meceua cripamo 1.4 (1,4-1,7), HR (95%CI) 0,74 (0,64-0,86), p<0,0001.

HabnronaBa ce 3HaUMTETHO MO—BUCOKA Y€CTOTA HA TYMOPHHS 0TroBop oT 14,4% (95%Cl: 9,6-19.3) npu
MalKMEeHTHTE B paMOTO Ha Kaba3uTakcen B cpaBHeHHe ¢ 4,4% (95%CI: 1,6-7,2) 3a nauUEeHTUTE B pAMOTO

Ha MUTOKCaHTpoH, p=0,0005.

BropuunuTe KpaiiHu Touku Ha PSA ca nonoxurenHu B pamoto Ha kabasurakcen. HabGmona

cpaBHeHHe ¢ 3,1 mecena (95%CI: 2,2-4,4) B pamoTo Ha MuTOKCaHTpoH, HR 0,75 mece
0,90), p=0,0010. OtroeopsT Ha PSA e 39,2% npu nauupeHTHTE B paMOTO Ha KabasuTa
44.,5) cnpamo 17,8% npu naumenTrTe Ha MUTOKCaHTPOH (95% Cl: 13,7-22,0), p=0,0

He ce HaGmonaBa craTucTHyecka Pa3jiHKa MEXKAY ABETEC paMCHa Ha JICHYCHHUE IMPH NMpo
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Oonkara u oTroBOp Ha Oonkara.

B e1HO HEMH(EPUOPHO, MHOTOLIEHTPOBO, MHOrOHALIMOHAJIHO, PAHAOMM3MPAHO, OTBOPEHO MPOYUBaHe
¢asza Ill (EFC11785), 1 200 naumeHTH ¢ MeTacTaTHYEH, PE3UCTEHTEH HA KACTpPaLlMs pakK Ha
MpocTaTara, J€KyBaHH IPey TOBA ChC CXEMa Ha JIeYeHHe, ChIbpiKalla AoLeTaKces, ca Ouiu
PaHIOMHM3HPaHH Ja Moayy4ar 103a kabasurakcen 25 mg/m? (n=602) uau 20 mg/m* (n=598). O6uara
npexusiemMocT (OS) e Ouna nbpBUYHATA KpaiiHa TOYKa 3a €(h)UKACHOCT B MPOYYBAHETO.

[Ipoy4BaHeTO € MOCTUrHaIO CBOATA ITbPBHYHA LIEJ 32 JIEMOHCTPUPaHE HA HEMH(EPHOPHOCT Ha
kabasurakcen 20 mg/m? cnpamo 25 mg/m? (k. Tabnrua 4). CTAaTHCTHYECKH 3HAYUMO TO-BHCOK

npoueHT (p<0,001) naumenTu ca nokasanu PSA otrosop B rpynara, nojnyyasaiia 25 mg/m? (42,9%) B
CpaBHEHHME ¢ rpynara, nojay4asaia 20 mg/m? (29.5%). HabaonaBaH € CTaTHCTHYECKH 3HAYMMO MO-BHCOK
puck ot PSA nporpecus npu naumenTute Ha 103a 20 mg/m? cnpsamo Te3u Ha a03a 25 mg/m?* (HR 1,195;
95%CI: 1,025 no 1,393). Hama craTucTHYecKka 3HaYMMa pa3/iiKa 10 OTHOLLIEHHE Ha APYTrH BTOPUYHH
KpaiHu TO4YKH (PFS, TyMopeH unu 601k0B 0TroBop, TyMOpHa WK 60JIKOBA MPOrpecus U YETHPUTE

noaxkareropuu Ha FACT-P).

Tabauua 4 - O6wma npexxussiemoct B npoyusaneto EFC11785 B pamoto Ha kaGasurakcen 25 mg/m’
CrpsMO paMoTo Ha kabaszutakcen 20 mg/m? (Intent-to—treat analysis) — [TbpBUYHa KpaiiHa TouYka 3a

eUKacHOCT

CBZ20+PRED

n=3598

CB_ZZS:-PREIIIW“ -

n=602

EDﬁma NpeXHBAEMOCT

proﬁ CMBPTHH cityuau, n (%)

‘Meaunana Ha npexxusemoct (95%
CI) (meceun)

e m — S

497 (83,1 %)

S WSSV U ————

56 1 (33’2_%)

13,4 (12,19 10 14.88)

14,5 (13,47 n0 15,28)

KoeduueHT Ha pucka®

cnpsimo CBZ25+PRED 1,024 5
1-ctpanHa 98,89% UCI 1,184 | -
| l-CTp?lHH.‘_:l 95% LCI 0,922 -

CBZ20=Kab6a3urakcen 20 mg/m’, CBZ25=Ka6a3urakcen 25 mg/m?’, PRED=IIpeanuson/I1peaHn3010H

Cl=nosepurenen unrepsai, LCI (lower bound of the confidence interval)=nonHa rpaHuua Ha
noseputenHua uarepsas, UCI (upper bound of the confidence interval)=ropna rpanuiia Ha J0BEpUTE/IHHUSA

HHTEpBAaJl

a KoeHLEeHT Ha pHcKa e OLIEHEeH 4pe3 perpecoHeH Mojel Ha Koke 3a ponopLMOHATHOCT Ha PHCKOBE,
KoeduueHT Ha pucka < | nokassa no-HHChK puck npu kabasurakcen 20 mg/m? cnpsmo 25 mg/m?.

[IpoduabT Ha 6e3onacHocT Ha kabasurakcen 25 mg/m?, nabnonasad B npoyusane EFC11785, e nonoben
KOJIM4E€CTBEHO M KaUYeCTBEHO Ha TO3HM, HaObmoaasaH B npoyusaHeto EFC6193. [Tpoyusanero EFC11785
IEMOHCTPHpa Nno-106bp npodua Ha Ge3onacHoCT 3a kabasuTakce npu Ao3a 20 mg/m?.

Tabnumua 5 - Pestome Ha naHHHTE 3a G€30MacHOCT B paMOTO Ha kabazuTakces 25 mg/m? cnps

Ha kabGa3utakcen 20 mg/m? B npoyusanero EFC11785

CBZ20+PRED

n=580
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Menuaua Ha 6post uukIW/ | 6/ 18 cenmuum 7/ 21 ceamuum
‘Me/IHaHa Ha
TPOAB/KUTETHOCTTA Ha

JIeYeHHe

bpoii naunenT ¢ Hamanasane | Ot 20 no 15 mg/m*: 58 (10,0%) Ot 25 g0 20 mg/m*: 15§(215%)
Ha J103aTa

Ot 15 1o 12 mg/m* 9 (1,6%) Ot 20 no 15 mg/m?: 19 (3,2%)
n (%) ;

|

Ot 15 1o 12 mg/m?: 1 (0,2%)

BCHYKH CTeNeHH HA HeKeTaHH peakuuua * (%)

Jnapus 30,7 39,8

Tazenc  ngs 32,1 _
'YMOPa | ’ 24,7 27,1 )
'Xema‘rypuﬂ 14,1 208 - ~
TACTEHHH 15,3 197 E
gHamaneH aneTuT 13,] 18,5 )
il'loapuuaﬂe . 14,5 13,2 B B
EKOHCTHH&L[HH 17,6 18,0 -

BoJika B rep6a | N 11,0 139
?K.l’lHHH‘IaHa HeyTPOIeHHs 3. 10,9 -
?HH(])GKU;HH Ha MUKOYHUTE i 6,9 - 10,8 -

MbTHIIA ;
%l'lepucbcpﬂa CEH30pHa 6,6 10,6 :
'HEBPOMATHS

{Hucreyauﬂ 7,1 - 106 B
'Heme.naun peakuun crenen > 3 ° (%) :
Kamina neyrponenns | 24 | %6
DeGpuana neyrponerns 21 %2
?Xema'ronomqnu OTKJIOHeHHus * (%) : )
Hey'rponenml cTerneH > 3 41,8 - B3
A}iemm —— oo B 7
N e —— 2,6 _ 42 - .

CBZ20=Ka6a3surakcen 20 mg/m?*, CBZ25=Ka6a3urakcen 25 mg/m?, PRED=IIpeaunson/IIpeanu3on0H
a BCHUKHM CTENeHn Ha HeXXeNaHW PeakLMu ¢ 4YeCTOTa, Nno-Bucoka ot 10%
6 Hexxenanu peakuuu creneH > 3 ¢ uecToTa, no-BUCoKa ot 5%

6 Bb3 ocHOBa Ha n1abopaTopHH CTOMHOCTH

B enHo [MPOCNEKTUBHO, MHOIOHALITHOHAJTHO, PAHAOMH3HPAHO, KOHTPOJIHPAHO C AKTHBHO

ChAbprKalla aouerakcen, ¢ AR-tapretHo cpeacTBo (abuparepoH WK eH3alyTaMM
3a00/151BaHETO B paMKHUTE Ha |2 Mecela oT HaYa 0To Ha JICYEHUETO), Ca PaHAOMHU3H
kabaszurakcen 25 mg/m? Ha BcekM 3 ceIMHLIM TUTIOC NPeIHU30H/TIpeaAHH30I0H 10 m
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niv AR-TapretHu cpeacrtsa (abupatepon 1000 mg BeAHBK JHEBHO TUIKOC NPEAHHU30H/TPEAHH30M0H 5 mg
ABa MMbTH JHEBHO MK eH3anyTamua 160 mg Beanbxk AHeBHO) (n = 126). PeHTreHorpadcku oueHeHara
npexxuBseMoct 0e3 nporpecus (rPFS), onpenenena or Pabornara rpyna 3a pak Ha npocrartaTa-2 (Prostate
Cancer Working Group-2, PCWG2), e nmbpBruHaTa kpaiHa Toyka. BropuuHHuTe KpaiiHH TOYKH BKJIFOYBAT
o0LIa NpeKUBAEMOCT, npexuBseMoct 6e3 nporpecus, PSA oTroBop 1 TYMOpeH OTrOBOP.

Jlemorpadckure M M3XOHHTE XapaKTEPUCTHKHU ca GalaHCMPaHH MEXK/Ly rpyNuTe Ha jieyenue. Ha u3xoaHo
HHBO, O0LIlaTa MeAMaHa Ha Bb3pacTTa € 70 roauuu, 95% ot naunenture ca umanu ECOG PS ot 0 10 1, ¢
meauaHa Ha Gleason ckop 8. Lllectaecer u enun npouenTa (61%) OT NaLMEHTUTE Ca UMATH
NpeALecTBallo jeyeHue ¢ AR-tapreTHo CpeaCcTBO cliell NpeAlecTBalla cxema ¢ J0LeTaKce.

[IpoyuBaHeTO € NOCTUrHANO CBOATA MbPBUYHA KpakHa Touka: rPFS e 3HauuTeHO no-awara npu
kaba3uTakcen B cpaBHeHHe ¢ AR-TapreTHo cpezicTo (choTBeTHO 8,0 Meceua cnpsamo 3,7 meceua), ¢ 46%
HamaJisiBaHEe Ha pHCKa OT nporpecus (peHTreHorpad)cku oueHeHa) B cpaBHeHHe ¢ AR-tapreTHo cpeacTso
(Bk. Tabnuua 6 u urypa 2).

Tabnuua 6 EdukacHoct Ha kaGa3uracken B npoyusaHeto CARD nipu jieueHue Ha NaumMeHTH ¢
METaCTaTH4€H, PE3UCTCHTEH Ha KacTpauus pak Ha npocrararta (Intent-to—treat aHanus) —
peHTreHOrpa)CKH oLieHeHa npekuBseMoct 6e3 nporpecus (rPFS)

—ee e

Kaba3zurakcen + 1T mﬁiﬁ-@r&ﬁd épeﬂémoz
NpeaHU30H/TIPEAHU30JI0H + AGuparepoH +
G-CSF npeAHU30H/IPeIHU30/0H
| WIIH
Enszanyramuna
n=129 | n=126
Bpoii cbOuTHs KbM KpaiiHara nara (%) 95 (73,6%) | 101 (80,2%)
Menuana Ha rPFS (meceun) (95% CI) 8,0 (5,7 n0 9,2) 3,7(2,8 no 5,1)
Ll{oecbuunem Ha pucka (HR) (95% CI) 0,54 (0,40 no 0,73)
p-cToitHocT! <0,0001

'ctpatuduumpan log-rank Tect, npar Ha 3sauumoct = 0,05

®urypa 2 —[Tepeuyna kpaiina Touka: Kpusa na Kaplan-Meier Ha penrreHorpadcku ouenenara PFS (ITT
nomyJiauus)
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rPFS (mecenn) - Kpasa sa Kaplan-Meier no rpyna 5a aevenne - ITT nonyvaanas
1.0
+ LeH3YPHPaHH
0.8 p=<0,001
~
g 0.6 ~
2 044
8 02
o I W T T S
0.0
v ' L r T ™ T T
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MapkupoBKHTE NOKa3BaT LIEH3YPUPAHH TaHHH

[InanupanuTe ananu3u Ha noarpynu 3a rPFS, 6azupanu Ha hakTopu Ha cTpaTHdHKaLMs NPH
paHaOMHM3aUMATa, naBaT KoeduuueHT Ha puck 0,61 (95% CI: 0,39 1o 0,96) npu nauMeHTH, KOUTO ca
noJiy4yaBajid npeaBapuTesIHo AR-tapreTHo cpeacTBo npeau aouerakcen U koeuuueHT Ha puck 0.48
(95% CI: 0,32 no 0,70) npu naureHTH, KOMTO ca NMOJyyYaBaau npeasapuTesHo AR-TapreTHO cpeacTBo
clell JOLETaKCeN.

Kaba3uTakcen noka3sa CTaTUCTHYECKO MPEBB3XO/CTBO M0 OTHOLWIEHHE Ha AR-TapreTHUTE CpaBHUTEIIHH
JIEKapCTBEHHU MPOJYKTH 32 BCAKA OT ai(a-3alUTeHUTE KJIIOYOBH BTOPUUYHH KpalHU TOUYKH, BKITKOUHUTEITHO
obwa npexussemocr (13,6 mecena 3a pamoTo Ha kabaszurakcen crnipamo 11,0 mecewa 3a pamoto ¢ AR-
TapreTHo cpeacTso, HR 0,64, 95% CI: 0,46 no 0,89; p = 0,008), npexuBsieMocT 6€3 nporpecus

(4,4 meceua 3a pamoTo Ha kabasutakcesn cnipamo 2,7 mecewa 3a pamoto ¢ AR-tapretHo cpeacteo, HR
0,52; 95% CI: 0,40 no 0,68), norebpaen PSA otrosop (36,3% 3a pamoto Ha kabazuTakcen cripsmo 14,3%
3a paMoTO ¢ AR-TapreTHo cpeacteo, p = 0,0003) 1 Haii-106bp TYMOpeH otrosop (36,5% 3a pamoTo Ha
kabasurakcen cnpsamo 11,5% 3a pamoro ¢ AR-tapretHo cpectso, p = 0,004).

[IpodunbT Ha GesonacHocT Ha kabaszutakcen 25 mg/m?, Habmonasan B npoyusaneto CARD, kaTo usio
ChOTBETCTBA Ha TO3M, HabmoaaeaH B npoyuBaHuaTa TROPIC u PROSELICA (Bx. Touka 4.8). YectoTara
Ha He)Ke/laHW CbOUTHA cTeneH > 3 e 53,2% B pamoTo Ha kaba3zuTakcen cripsimo 46,0% B pamoto ¢ AR-
TapreTHoO CpeACcTBO. YecTtoTata Ha CepUO3HM HEXeJIaHW ChOMTHSA cTeneH > 3 e 31,7% B pamoTo Ha
kabasurakcen cnpamo 37,1% B pamorto ¢ AR-TapreTHo cpeacTso. Yectorara Ha NalMEHTHTE, KOUTO
OKOHYATEJTHO Ca MPeYyCTAHOBHIIK M3IIUTBAHOTO JIEYeHHE NMOpaan HexkenaHu cbouTus, e 19.8% B pamoro Ha
kabasurakcen cnpsamo 8,1% B pamoto ¢ AR-TapreTHo cpeacTBo. YecToTaTa Ha NaLMEHTHTE ¢ HEXKEJIaHHU
CHOUTHS, 10BEJIM 10 CMBPT, € 5,6% B pamoTo Ha kabasurakcen cnpamo 10,5% B pamoto ¢ AR-
CpEACTRBO.

[leauatpuuHa nomnynauus g
")
[ -

— 1\} 1,
EBponeiickara areHuus no nekapcreara 0cBOOO0XKAaBa OT 3abJKEHHUETO 3 MpeaoCTapsHe HEP”A, .
pe3yATaTUTE OT NPOY4YBaHHA C Kaba3UTaKCesl BbB BCHUKH MOATrPYNH Ha neﬂnarpnqnaﬁ r@l’ly.ﬂ&ﬁuﬂ an
MOKa3aHHETO paK Ha rnpocrarara (Bx. To4ka 4.2 3a uHGOpMaLIMs OTHOCHO yrnoTpeba B ﬂﬂanuaTa)

\f?mrf /
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Kaba3utakces € OLieHeH B OTKPHTO, MHOTOIIEHTPORO nMpoyuBane ¢iasa 1/2, npoeeaeno npH obuwo 39
NEIHATPHYHY NAUMEHTH (Ha BbapacT Mexay 4 U 18 roovnu 2a ¢dasa | yactra OT NPOYUBAHETO ¥ MEXKY 3
1 16 roarHv 3a Qasa 2 Jyacrtra OT npoyuBaneTo). BuB dasza 2 uacrra He ce MoKa3a e)HKacHOCT Ha
Kaba3uTaKcen KaTo MOHOTEpaNus B MeIHaTpUYHaTa NOMy/Ialus ¢ peUMIHBYpaill 1K pedpakTeped
nndy3eH IHOM Ha Mo3buHAA cTBoJ (diffuse intrinsic pontine glioma, DIPG) » BucokocTeneHeH riiHoM
(high grade glioma, HGG), aekysanu ¢ po3za ot 30 mg/m?>.

5.2 PapMaAKOKHHETHYHH CBOMCTBA
HM3pbpuieH e nomynauuoHe GapMakoKUHeTHUEH aHaN3 py 170 mauyerTH, BKIKOUHTENIHO MAUMEHTH C
aBaHCHUPAJIH COTHAHK TYMOpPH {n=69), MeTacTaTuyeH pak Ha rppaaTa (n=34) n MeTacTaTH4EH PaK Ha
2
npocTarara (n=67). Te3n naumenTy ca npueMany kabasurakcen B 1034 oT 10 10 30 mg/m” ceaMHUHO WK

HAa BCEKH 3 CEIMHILIH.

Abcopbuns

Cnea eqHOYacOBO HHTPABEHOZHO TIPUIOXKEHHE Ha 25 mg/m’ kabasuTakcen NP NauMeHTH ¢ METACTATHYEH
pak Ha apocratata (n=67), Cnax € 226 ng/ml (koedinimedT Ha sapuauns (CV): 107%) v e gocTuryara B
Kpas Ha eHo4acoBaTa HHPY3HA (Tmax). Cpenata AUC e 991 ng.h/ml (CV: 34%).

He e HabmogaBaHo rosisMo oTKIOHEHHE B 1030BaTa niponopuuonanitoct ot 10 o 30 mg/m? npu
NALHACHTH C aBAHCHPAIH COJTUAHH TyMOpH (n=126).

PasnpenencHue

ObeMbT Ha pasnpenesieHue (V) e 4 870 | (2 640 I/m” 3a naumeHT cbe cpeaHa TeNeCHa TIORbPXHOCT
1,84 m?%) B CTALIMOHAPHO CHCTOSHHE.

In vifro cBbp3BaHETO HA KaBA3UTAKCEN € HOBELIKHTE CEPYMHH NPoTeHHy ¢ §9-92% K He ce HAaCcHLIA 10

50 000 ng/ml, xoeTo oOxBallla MAKCHMMANTHATA KOHLICHTPALIMS, HAGTFOAaBaHa B KTUHHYHH NPOYYBAHUS.
KabasnTakcen ce cBbp3Ba OCHORHO ¢ uoBelnkHs cepymed andymuH (82,0%) u ¢ nunonporeunure (87,9%
3a HDL, 69,8% 3a LDL u 55,8% 3a VLDL). In vitro CbOTHOLLCHHATA HA KPbBHA KbM L1a3MEHA
KOHLUCHTPALUMA B HOBEUIKATA KPbB, KOUTO ¢a B rpauuuuTe oT (0,90 no 0,99, nokaspar, ue kabasurakcen ce
pasnpeness €IHaKBO MEXIY KPBBTA U MJ1a3MaTa.

buorpaHcdopmal s

Kaba3zurakcen ce MeTabonu3nupa eKCTEH3HBHO B YepHHs apob (>95%), raasno upes CYP3A uzoeH3nMa
(80% no 90%). Kabazurakcen e OCHOBHOTO LMPKYAMPALLO ChEJHHEHUE B YOBELIKATA yTasMa. B nnasmara
ca OTKPHTH celieM MeTaboIMTa (BKIIIOUMTENHO 3 akTHBHH MeTabouTa BeaeacTere Ha O-neMetunupase),
KaTO OCHOBHHAT NPEACTaBIABa 5% OT EKCNO3MUMATA Ha OCHOBHOTO BemecTBo. Okoo 20 MeTadovTa Ha
Kaba3sMTaKCel Ce eKCKpeTUparT ¢ ypuHara U deweca.

Bb3 OCHOBa Ha in vifro Npoy4YRaHHA, NOTEHUMAIIHHAT PHCK 38 MHXHOHpaHe oT kaGa3uTakcen B KIMHHYHO
3HAYUMH KOHLEHTPALKH € BE3MOXKEH 32 IEKapCTBeHH NMPOIYKTH, OCHOBHO cybeTpaTu Ha CYP3A.

Bbrpekn ToBa KIIHHMYHO TIPOYy4BaHe MOKa3Ba, ue kabazurakcen (25 mg/m?, npuioxkKeH KaTo eNHOKpaTHa
I-4acoBa HHPY3IHA), HE NPOMEHS MVIA3MEHHTE KOHLIEHTPA[HH Ha MMAA30J1aM, KOWTO € H3CIeABaH

cybeTpar Ha CYP3 A, [Topaau ToRa, €AHOBPEMEHHOTO NMPUIOKEHKE B TEPANCBTUYHH 1034 HA CYOCTPATH
Ha CYP3A ¢ xabazurakcen Ipu rayHeHTH He ¢e OYaKBa 12 UMA KIMHUYHO 3HAYEHHE.

Hsama noTeHuManeH puck 3a MHXMOMpaHe Ha TEKAPCTBEHH MPOAYKTH, KOMTO ca cyOcpifapH a PR
ensumu (1A2, 2B6, 2C9, 2C8, 2C19, 2E] u 2D6), cbilo Taka HAMA MOTEHLHANCH Pk Nﬁ ﬂ?ﬂm‘lﬂ OT \
KabasuTakcen Ha eKapcTBeHU nipoaykTy, cyberpatv na CYPIA, CYP2C9 u CYP3A.X a6&3H‘raKcen Hé‘
MHXHOUDA in Vitre OCHOBHUA MBT Ha GHOTpaHCopMaums Ha BapiapH B 7-XHﬂpOKCHB(&?E}J&QEHfJ{GHT 0 C? ;’F’-

A
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mMeauupa ot CYP2C9. Cnenoearenno ve ce ouakear papMaKOKMHETHYHH B3aUMOAEHCTBUA Ha
kabasMTakces ¢ BapdapuH in vivo.

In vitro kaba3sntakcen He HHXHMOMPpa NPOTEKHA 33 MHOMKECTBEHA 1eKapcTBeHa pesrcTeHTHocT (Multidrug-
Resistant Proteins, MRP): MRP1 u MRP2 unu opranvunus katnonen tpancnoprep (Organic Cation
Transporter, OCT1). Kaba3utakcen uuxubupa Tpancrnoptipanero ot P-rimukonporenna (PgP) (avrokcus,
BUHOJIACTHH), MPOTEHWHA Ha PE3UCTEHTHOCT Ha paka Ha ropaara (Breast Cancer Resistance Protein, BCRP)
(METOTPEKCAT) U TPAHCIIOPTHPALIMSA MOJMNENTH/ Ha oprannyiy annonu OATP1B3 (CCKS8) s
KOHLUEHTPANKHH HAaK-Manko |5 nbTH oT HaOMogaBaHuTe B KITMHWYHH YCIOBYA, A0KATO HHXUOMpPAHETO Ha
TpancnoprupaleTo or OATP1BI1 (ectpagyon 17B-rnioKypoHHn) € B KOHLIEHTPaUMy CaMo 5 MbTH OT
HabMIoNaBaHHTE B KIMHUYHH yenoBHa. ClieAOBaTENIHO PUCKBT 3a B3aUMOACHCTBHE iR ViVo ¢bC CyOCTpaTH
Ha MRP, OCT1, PgP, BCRP 1 OATP1B3 B 10323 25 mg/m® € Mallko eposaTeH. Bp3MoxeH € puck 3a
B3aumoncticTeue ¢ OATP1BI tpancnoprepa, ocoSeHo no speme Ha HHGY3uaTa (1 yac) 1 40 20 MUHYTH
cnen kpad Ha uHby3uaTa (Bxk. Togka 4.5).

EnviMuHupaHe

Cnen eaHovacoBa HHTpaBeHO3Ha HH(Y3us Ha MapkupaH *C kaba3uTakcen B 103a 25 mg/m’ npy
nauuenTH, npubamsnTeano 80% ot npunoxkeHaTa 103a ce CTMMHHUPA B PAMKHTE HA 2 CeIMULIA.
Kabazurakcen 0CHOBHO Ce ekckpeTHpa upes deneca noa GopMaTa Ha MHOKeCTBO MeTabonntu (76% oT
Ao3ara), aokato OLOpeuHarta exckpellks Ha kKabazuTakcen U METabONMTHTE € Mo-Manko ot 4% ot fo3ara
(2,3% kaToO HenpOMEHEeH NeKapCTBEH NPOAYKT B YPUHATA).

Kabasurakcen MMa BUCOK 1ua3meH knupbHe ot 48,5 1/h (26,4 I/h/m? 3a nauueHT ¢he cpeHa TenecHa
NMOBbPXHOCT 1,84 Mm?) 1 ALITBT TEPMHUHANEH NONYKHBOT OT 95 yaca.

CoelMaIHH TTOMYJIALUH

ITayuenmu 8 cmapuecka ev3pacm

B nomynaunoneH gpapMakokiHeTHYEH aHanu3 Mpu 70 NaiMeHTH Ha BB3pacT 635 W noseue rouHu (57 ot
65 70 75 u 13 naunpeutn Haa 75 roauuu) He ¢ HaOMORABaHO BIHAHHME HA BB3PAcTTa BBPXY
¢hapMakOKMHETHKAaTa HA kabazuTakcen.

lleouampuunu nayuenmu

beszonacHocTra n edykacHocTTa Ha KabGasvrakcen EVER Pharma npu fieua v oHowud roa ! 8-roauiina
BB3PACT HE Ca YCTAHOBEHM.

Yeproopobro yepeacoane
KabaszuTakcen ce eTUMHHKPA OCHOBHO upe3 uepHoApoheH METaboNH3 M.

Crieunanto npoyunase npu 43 OHKONOrMYHH MALMEHTH ¢ YSEPHOAPOOHO YBpekKIaHe HE TTIOKA3Ba BIIUAHHE
Ha nekoTo (00w ounupyOun >1 no <1,5 neti I'TH unn ASAT >1,5 netd F'TH) unnn ymepero (o6t
Onnupy6mn >1,5 no <3,0 netr I'TH) uepHoapo6HO yBpesxaaHe BbpXy papMakOKMHETHKATA Ha
kabasurakces. MakcuMmainara noxdocuma ao3a (MI1J1) na kabasurakcen e cvotseTHo 20 mg/m* u

15 mg/m*.

HpH 3 nauMeHTH ¢ TEeXKKO YepHOAPOOHO yBpexkaate (06w Gunmupyoud >3 moti [TH)
HamalieHHe ¢ 39% Ha KIHpbHCA B CPABHEHME € TIALIMEHTH C JICKO YEPHOIPOOHO YBpE
NOKAa3Ba M3BECTHO BIMAHHE HA TEXKKOTO YSPHOAPOOHO YBpeKAaHe BLPXY (hapMaKok
kabasurakcen. He e ycranosena MITJI na kaGasurakcen npH NaLMEHTH € TEXKO Ue
YBpEKAaHE.
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B33 ocHOBa Ha RaHHHUTE 34 H€30NacHOCT H NMOHOCHMOCT, 103aTa Ha kabasurakcen TpaOBa Ja ce HaMalu
TIPH MALHEHTH ¢ A€KO YepHOOpoOHO yBpexnane (Bx. ToukH 4.2, 4.4). Kadazurakcen EVER Pharma e
NPOTHBOMNOKA3aH MPH MALMEHTH € TEHKKO YePHOAPOOHO yBpeKaaHe (Bx. Touxka 4.3).

bvbpeuno yapeorcoare

Exckpeuviara Ha kabazutakcen npes On0OpeunTe € MmHHUManda (2,3% ot noszara). [TonynaunoHen
QapMaKOKHHETHUEH aHaNU3, U3BbpuieH Nipy 170 nauuenTH, BonouBall 14 nauUeHTH ¢ YMEPEHO
6p0peyHo yBpenaaHe (KPEaTHHHHOB KIHbPBHC B rpanuuuTe ot 30 10 50 ml/min) u 59 nauueHTty ¢ nexko
01LOpeuno yBpexaaHe (KpeaTHHHHOB KIIMLPBHC B rpandumnTe oT S0 10 80 ml/min) nokasea, ue jieKoTo 10
yMepeHo 6b6peuno yppexaaHe HIMa 3HaUMMK edexTH BLpXy hapMakoKHHETHKATa Ha xaba3HTakcel.
ToBa € MOTBLPAEHO OT CNEHHANHO CPABHHTEHO GapMaKOKWHETHYHO NIPOYUBAHE MPH NaLHEHTH CbC
COJMJIHH TYMOPH ¢ HopMaiHa ObOpeuHa ¢yukuua (8 naunenTu), ymepeHo (8 naumeHTH) M TekKKO (9
NauueHTH) 6B0peUno yBpekaaHe, KOUTO ¢a NOJYYWIH HIKOAKO UHKBIA Kaba3uTakces Karo €IHHHYHA
WHTpaBeHO3Ha HHPY3HMs 10 25 mg/m?>.

5.3 [Ipeaxknuun4HEE AaHHNM 32 Ge3onacHOCT

Hexkenavu peakuyi, KOWTO He ca HabI0AaBaAHH TIPH KIHHHYHH [IPOYYBAHMA, HO ca HabnioAaBaHu NPpH
KyueTa cliel €JHOKpaTHa 1033, 5-AHEBHO U CEAMUYHO NMPKUIAraHe NPy HHBA HA €KCIIO3ULMS, NTO-HUCKH OT
HHBATA HA KIMHHYHA eKCTIO3MLUMSA ¥ ¢ BB3MOXKHO 3HAUSHUE 3a KIWHWYHATA ynoTpeba, ca
apTepyoNapHa/NepuapTepHoNapHa HEKPO3a B YEPHMS P00, XUNEPNJIa3ys Ha XKIBbUHHTE KaHaI4eTa W/ Wiu
XenarouenyapHa Hekpo3a (Bx. Touka 4.2).

Hexenanu peakuyy, KOMTO He ¢a HAGMIOJABaHK TIPH KITHHHYHH NPOYYBAHHS, HO ¢a HabmrogaBady npu
TUTBXOBE 110 BPEME HA MPOYYBAHHA 3a TOKCHYHOCT MPH MHOTOKPATHO NpWiaraie, npy HUBa Ha
CKCIO3ULINA, [10-BHCOKH OT HUB&TA HAa KIIHHMYHA SKCIIO3ULMS ¥ C BH3MOXHO 3HAUSHHE 32 KIWHAYHATA
ynorpeda, ¢a HapylueHHA Ha OUHTe, XapaKTEPH3HPALLH €€ CbC CYOKANCYIapHO NOMBTHABAHE/ IereHepaLHs
Ha JiewaTa. ‘Te3u eeKTn ca OHUIH HacTUYHO 0OpaTHUMU cliel 8 CeIMHULIM.

[IpoyuBanus 3a KAPUMHOTEHHOCT HE Ca TIPOBEXIAHH C Kaba3MTaKce.

Kabasutakcen He npeau3BuKBa MyTalMK npH GaKkTepUasieH TECT 3a 00PATUMH MyTaLHK (TECT Ha AmMmes).
He ¢ knnacToreneH npu in vitro TeCT B YOBEWIKH JIWM(OUNTH (HAMA MHAYKUHA HA CTPYKTYPHH
XPOMO30MHH adeparuu, HO c€ yBeaHYaBa OPOAT Ha NIOJIMIUIOMAHUTE KIAETKH) U NPeIH3BHKBA YBEIUYCHUE
Ha MUKPOAAPATA B /n ViV TECT NIPY NNBXOBE. Te3H FreHOTOKCHYHHM HAXOAKH obaye ca MPHCHILH 3a
(HapMaKoNOrHUHOTO ACHCTBUE Ha Che IMHECHHETO (MHXHOHpaHe Ha TYOYAMHOBATA JEMOTHMEPH3ALIHS) U ca
HabNoNaBaHHK [IPH NEKAPCTBEHH NPORYKTH, NPOSBABAIIH CHINATA (PapMAKOJOrHYHA AKTHBHOCT.

Kabazutakcen He NOBTUSABA YH(DTOCBAHETO WK (ePTHIHTETA NTPU TPETUPAHH MBKKH MITbX0oBe, Burpeku
TOBa NPH MPOYUBAHHUA 332 TOKCHYHOCT NPH MHOIOKPATHO NpUiarane € HaboaasaHa AereHepauus Ha
CEMEHHUTE BE3HUKY/IH U aTPOPHA Ha CEMEHHUTE KaHAIYETa B TECTHCHTE NPH TUTHXOBE U JereHepaums Ha
TECTHCHTE (MHHHMAJIHA HEKPO3a Ha eIHHHYHH €MUTEJIHHY KJIETKH B eNMAKIMMA) NP KyueTa.
EXCnosUIIANTE NPH KHBOTHH ca OWIH NOACOHH MM MO-HUCKH OT TE3H, HaOMII01aBaHu NpH XOpa,
NoJlyyaBaily KIHHHYHO 3HAYUMH J1031 KabazHuTaxkcen.

Kabasurakcen npeansBuksa eMOpHodeTaTHa TOKCHYHOCT TIPH 3KEHCKH MIIBXO0BE, TPETUPAHU
HHTPABEHO3HO BCAHBK THEBHO OT 6 10 17 recrallHOHEH JeH, KOATO € CBBP3aHa ¢ TOKCHUYHOCT 3a MaukKara
U Ce€ M3passsa BBB (PeTalHa CMDBPT U HAMANIEHO CPeAHO (eTamHO TErI0, ACOLUHPAHO Cbe 330

X0pa, NoJiyyaBallH KIHHHYHO 3HaYMMHU 103U kabasutakcen. Kabasurakcen npemuna
Hapuepa npu rIbLXoBE.
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Onenka Ha pucka 3a oxonHata cpeaa (ERA)

Pesynrarute oT Npoy4BaHHATa 32 OlieHKa Ha pUCKa 32 OKOJHATA Cpeaa NoKaseaT Ye kabasuTakcen HiMa
Aa NPHYHHH CEPHUO3EH PHUCK 3a BOJAHATA cpeda (BAK. ToUKa 6.0 33 U3XBBPIAHETO HA HEH3NOA3BAHHS
JIeKapCTBeH NPOIAYKT).

6. DPAPMALEBTHYHM JAHHHN
6.1 CnHcuK HA TOMONIHHTE BEI[ECTBA
[Honucopbar 80

ETtaHon, 0e380/1eH

Makporon

JIMMOHeHa KHCelIUHA

6.2 HeChLEMeCTHMOCTH

To3u nekapcTBeH npodyKT He TpAGBa 1a ce cMecBa ¢ APYTH JeKapCTBEHH MPOYKTH, ¢ U3K/IIOUYEHHE HA
NOCOUYEHHTE B TOUYKA 6.6.

3a NPHroTBAHE W [IPUAAraHe Ha Pa3TBOPa 3a MHQY3HA Ja He Ce W3Moa3BaT onakoBku oT PVC u
TOJIMY PETAHOBH HHPY3HOHHH KOMIUIEKTH.

6.3 Cpok na roanocr

Heotsopen draxon

3 rOIHHH

Crnen nppBo oTBapIHE

MHoron0308H QnakoHn: XuMuuHaTa, GH3HUHATA 1 MHKPODHONOrMYHATA CTADMITHOCT HA Pa3TBOPa CIie/
NbBPBOTO OTBAPAHE Ca A0KA3aHHM 3a nepuoA ot 28 AHu npu temnepartypa noa 25°C, Kabaszurakcen EVER
Pharma e moaxo/sii 3a MHOrOKpaTHa ynoTpeba.

Crien pazpexiane B MHOY3MOHHHS Cak/GyTHIIKA

XMMHYHATA M (PU3NUHATA CTAOMIHOCT HA HHY3HOHHHMS Pa3TBOP Ca JOKA3aHU 3a Nepuoa oT 48 yaca npu
Temnepatypa noj 25°C v 3a neprioa oT 14 THU NpH CbXpaHEHHE B XJIATHIIHUK.

Or MHKpOOMONOTHYHA M1eAHa TOUKA, HHGY3HOHHUAT PA3TEOp TPAOBA 1A CE M3MON3BA BeaHara. AKO He ce
M3ITOJI3Ba BE/IHATA, TICPUOALT Ha U3IIOJI3BAHE H YCJIOBUATA 34 ChbXpaHEHHe npeaH ynotpeda ca
OTrOBOPHOCT Ha NMoTpebHTens H OOHKHOBEHO He Tpa0Ba [a HaAXBLPIAT 24 Yaca IpH TeMNepaTypa oA
25°C, 0cBeH aK0 paspesIaHETO HE € W3BBPLIEHO B KOHTPOJINPAHH M BATMAHPAHY ACENTHUHH YCIIOBHA,

6.4 Cnennaanu yc/10BHS Ha ChbXpaneHHe
To3u jieKapCTBEH NPOIYKT HEe HIUCKBA CIIELHAIHH YCIOBHA Ha ChbXpaHEHHE.

[la He ce 3ampazasa.

3a yCIIOBUATA HAa ChXPAHEHHE CAET [IbPBO OTBAPSAHE U Pa3perkaHe Ha leKapCTBEHH
Touka 6.3.

6.5 Buau chabpxanue HA ONAKOBKATA
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EnHa onakoBKa CbAbpKa eAMH (UIAKOH ¢ KOHLIEHTPAT 3a HH(Y3HOHEH pa3TBOpP.

[IpospaueH cThIIIEH QAKOH, 3aTBOpPEH ChC CHBA BPOMOYTHIIORA ['YMEHA 3alyllIaJiKa, 3arnevyarana ¢
allyMHHHWEBA 00KATKA, MOKPUTA C MIACTMACOBO OTUYIMBALLQ CC Kalade.

BHUaoee ONaKkoBKH: 1 x4,5ml(45 mg)
1 x5ml(50 mg)
I Xx 6 ml (60 mg)

{DJIaKOHWTE MOTAT J1a Ca WK Ja He ca 0OBUTH B 3alllMTHa 0OBHBKA.
He BCcHYKH BMOOBE ONAKOBKHU MOraT Jia ObJAT NyCHATH Ha nasapa.
6.6 CrnennaJnd TpeAna3HH MEpKH NpH H3XBhLpJsHe H padoTa

Kabasurakcen EVER Pharma tpa6ea na ce npurores u npuiara caMo ot nepcotan, oByueH 3a paboTa ¢
IIMTOTOKCHYHH CpeacTBa. bpeMEeHHH KEHH OT nepcoHaia He TpadBa aa paboTAT ¢ NEKAPCTBEHNUS NIPOAYKT.
KakTo 1 npH Apyrure aHTHHEOMNACTHYHH CPEACTBA € HEOOXOAUMO MMOBUIIEHO BHUMaHKE Npy paboTa U
NpUroTBAHE Ha pa3TBopH Ha Kabazurtakcen EVER Pharma, kato ce wMa npeaBn Uznona3BaHeTo Ha
npeanasHy yCTPOHCTBA, IMYHH NTPEJINAa3HH CpeCTRa (HANPHMED PHKABULIA) M NPOLERYPH 3a MPHTOTBAHE.
Axo Ha nako# eran ot paborarta KaGasurakcen EVER Pharma Biieze B KOHTaKT ¢ KodKaTa, M3MHIHATE 4
He3a0aBHO U OGH/THO C BOAa H canyH. AKO BJIe3¢ B KONTaKT ¢ JIMIABHUH, H3MHHTE M He3a0aBHO 1 00MAHO
C BO/IA.

Hpouetere HEJIUSA paznen saumarenno. Kadasurakcen EVER Pharma usuckea EJTHO pazpexnane
npeay npunoxeHue. CrenpaiTe MHCTPYKLHHTE 32 MPUIOTBAHE, MOCOYCHH O-10ITY.

OnycauuaT no-n01y npouec Ha paspexaaHe Tpa0Ba 1a ce MpoBekKIa MPH ACEITTHYHH YCIIOBHA 3a
NPHrOTBAHE HA HHQY3HOHHUSA PA3TBOP.

Moske aa e neobxoaum noseye ot eaMH (1AKOH OT KOHUEHTPATA, 34 14 Ce NPHIOKH NPeANNHCcaHaTa A03a.
Pazpexkaane 3a andysusa
Cthnxa i: C noMoluTa Ha rpagyHpana CnpuHUOBKA, CHabAEHA ¢ HINA, ACEMTHYHO U3TErIeTe

HeOOXOIHMOTO KONM4ECTBO OT KoHIeHTpaTa (10 mg/ml kabasurakcen), Hanpumep, 3a 1o3a ot 45 mg
Kabasurakcen EVER Pharma ca Heo6xonumu 4,5 ml KoHueHTparT,

Kabasurakcen EVER Pharma 10 mg/ml konuentpar 3a undyy3HoHen pa3TBOp ChABLPKA TOTBIAHUTENCH
obem. Tosu nonwinumTenen obem rapaHTupa, ye Moxe 1a ce u3pieue obem or 4,5 ml, 5 ml wan 6 ml,
cpabpskarg 10 mg/ml kabazurakces.

Ctenka 2: MrkekTHpakTe B CTepUnHa OMaKoBka, KOATO He ¢babpxka PVC B cbeTaBa cH, ¢ 5% pasTeop Ha
[JIHOKO3a WITH HHDY3HOHEH Pa3TBOpP Ha HaTpues xaopua 9 mg/ml (0,9%), KoHueHTpauuara Ha
WHPY3HOHHHA pa3TBOp TpaORa fa Obae Mexay 0,10 mg/mi u 0,26 mg/ml.

Crenka 3; OTCcTpaHeTe COPHHLIOBKATA M CMECETE ChABPKAHHETO HA HHPYIMOHHHUA cak UM GyTHnKa
PBYHO Ypes pasKianlaHe.

Crenka 4. KakTo npH BCHUKK TPOAYKTH 32 APEHTEPANHO NIPUIOKEHHE, MONYUYEHHAT
pa3TBop Tpabea xa 6be npoBepeH BH3YAIHO NPEan ynorpeﬁa Txh karo HHdJytmOH

ce H:?.non:ma H TPAOBA [a CE€ H3XBbPJIH.
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MHY3HMOHHHAT pa3TBOp TPsAORA Aa Ce M3M0JI3Ba BeaHard. BulpekH ToBa BPEMETO Ha CbXPaHEHHE TIpeaH
ynoTpeba mMoxke f1a ObJie [0-AbArO0 NPH ONIPEAENieHH YCIOBHA, NOCOUEHH B TOUKa 6.3.

3a npuroTesHe W npunarane Ha Kabasuraxcen EVER Pharma aa se ce w3nonsear onakosxu o1 PVC H
NOAHYpETAHORY HR)Y3IHOHHN KOMIVIEKTH.

Kabasutakcen EVER Pharma ne Tpafsa 1a ce cMecBa ¢ apyri tekapCTBEHH NPOLYKTH, ¢ HIKITIOUEHHE Ha
MOCOYEHHTE.

HeuznonzpaHugar JICKAPCTBEH NPOAYKT HIIH OTHAABUYHHTE MAaTCPpHaAJIH OT HETO TpﬂﬁBa Aa C€ U3XBLPISIT B
CBOTBCTCTBHE C MECTHHUTE U3NCKBAHHWUA.

7. IIPHTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEGBA

EVER Valinject GmbH
Oberburgau 3

4866 Unterach am Attersee
ABcTpus

8. HOMEP(A) HA PASPEIHEHHUETO 3A YOOTPEBA

Per. Ne 20220008

9. JATA HA IIBPBO PA3ZPEIIABAHE/TIOAHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Hara Ha nbpBO paspewaBade: 04 sHyapn 2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2023
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