KPATKA XAPAKTEPHUCTHKA HA IMTPOAYEKTA _ _
| woHUTENHA ATEHLMS 10 IEKAPCTBATA
. AMKE X8PAKMAPUCTIIUKE HE NPOgYRRe - [TDuAsCKeHUS 1

1. HUME HA JIEKAPCTBEHUA ITPOAYKT
""\bM Ppa. e _J@ﬂzﬂgmﬁg i,
Kabasurakcen EVER Pharma 10 mg/ml koHueHTpaT 3a HHd)yBHOHeI;meM Ne
Cabazitaxe] EVER Pharma 10 mg/ml concentrate for solution for inflision,, . CFISS /1 J -02- 2025
‘gobpaHue Ne .........ccceveoveeen ./

2. KAYECTBEH H KOIMYECTBEH ChCTAB

EquH MUIHIIHTBP OT KOHUEHTpATa 3a UH(DY3HOHEH pasTBOp ChbABpPKa KONUYECTBO kabaznrakcen
MOHOXHApAT (cabazitaxel monohydrate) unu 6e3oaeH kabaszurakcen, eksusaneHTHo Ha 10 mg
kabasurtakcen (cabazitaxel).

Bcekn gnakoH ¢ 4,5 ml koHueHTpaT 3a MHQY3UOHEH Pa3TBOP ChAbPKA KOJIUUECTBO Kaba3zuTakcen
MOHOXHKApaT (cabazitaxel monohydrate) unu 6e3BosieH kaba3UTakcen, EKBUBATEHTHO Ha 45 mg
kabasurakcen (cabazitaxel).

Bcexkn guakod ¢ 5 ml KOHUEHTPAT 32 HHQY3HOHEH Pa3TBOP ChALPIKE KOMHUYECTBO Kabaszurakcen
MOHOXUApaT (cabazitaxel monohydrate) unn 6e3BoaeH Kabazurakcen, eKBUBANEHTHO Ha 50 mg
kabasurakcen (cabazitaxel).

Becexu dnakon ¢ 6 ml koHIIEHTpAT 32 HHY3HOHEH PA3TBOP ChABLPKA KOAUUECTBO Kaba3uTakcel
MOHOXHApaT (cabazitaxe!l monohydrate) unn 6e3soaeH kabasurakces, eKBUBAJIEHTHO Ha 60 mg
kabaszurakcen (cabazitaxel).

Kabaszurakcen EVER Pharma 10 mg/ml koruenTpar 3a uHdy3u0oHeH pa3TBop ChbAbPKA ACTLIHUTEIEH

obeM. Toan gonmbaHuTENCH 00eM rapaHTHpa, 4e Moxe 1a ce ussneue obem ot 4,5 ml, 5 ml waun 6 ml,
chabpkaut 10 mg/ml kabazurakcen.

[TOMOUIHO BEWECTBO ¢ H3BECTHO ACHCTBHE

Bcexn MUAMAKTBD OT KOHLIEHTpATa 3a HH(PYIMOHEH pa3TBOp Chabpika 197,5 mg etaHon.
Bceku dnaxon ¢ 4,5 ml koHuenTpar cbanpxa 888,8 mg etanon (19,75% 1/0).

Bceku dnakoH ¢ 5 ml koHuenrtpar cbabpxa 987,5 mg eradon (19,75% 1/0).

Beexn gnaxon ¢ 6 ml korueHTpat cwavpxka 1 185 mg eranon (19,75% 1/0).

33 NbAHHUA CNUCHK HA NOMOLLHUTE BELLIECTBA BUXKTE ToYka 6.1.

3. JIEKAPCTBEHA ®OPMA
KoHueHTpat 32 HH)Y3HOHEH pasTBOP (CTEPHIIEH KOHLIEHTPAT).

KoHueHTpaTsbT € GUCTB, MEKO IKBITEHHKAB Mac/IeH pa3TBop.




4. KJIMHAYHHA ZAHHHA
4.1 TepaneBTHYHH NOKa3aAHHUA

Kabasnrakcen EVER Pharma B komGHHauus ¢ npedHU30H WK NPEIHH30I0H € NMOKa3aH 3a JiIeYeHHE Ha
Bb3PAaCTHH MALIMEHTH C METACTATHYEH, PE3HCTEHTEH Ha KACTPaLlMA paK Ha NPOCTATATA, JIEKYBaH Npeau
TOBA M0 CXEMA, ChAbPKALLA AoUeTaKces (BX. Touka 5.1).

4.2 [do3mpoBKa H HAUHH RA NPHNOKEHRE

Kabaszutakcen EVER Pharma tps68a na ce npunara camo B ieueOHH 3aBeeHHA, CNIELHANHIHUPAHH B
MPUAAraHeTO HA LMTOTOKCHYHA XHMHOTEpanus, 1 TpabBa aa ce npuiara caMo noja HabnoaeHHeTo Ha
nexap, KeanuULUHMpaH B MPUIaraHeTo Ha NPOTHBOPaKOBa XUMHOTepanud. Tpabsa aa ObAaT HAMTHUYHM
MaTtepuanna 6a3a ¥ 00opyaBaHe 3a leueHUE HA CEPUO3HU PEaKLMH HA CBPBXYYBCTBUTEITHOCT KaTo
XHMOTOHHUA H OpOHXOCNA3bM (BXK. TOouka 4.4).

[IpemMeaukaiiug

[IpenopbuuTenHaTa cxemMa Ha npemeavkauns Tpadea aa 6vae n3bplieHa noHe 30 MUHYTH NpeH BCAKO
npuwioxkeHue Ha Kabasurakcen EVER Pharma cbe cneannTe HHTpaBeHO3HH NeKapCTBEHH NPOAYKTH, 34 Aa
C€ HaMall¥ PUCKBT H TEXECTTA HAa CBPbXHYBCTBHTETHOCTTA:

* AHTUXUCTAMHH (AeKkCxnopdeHupaMuH 5 mg wid AndeHxXxuapamuH 25 mg, WK eKBUBAJIEHTHH),
* KOPTHKOCTEPOHKA (AeKcaMeTa3oH 8 Mg HIIK eKBHBAJIEHTHH), U

* H; aHTaroHucT (paHUTHAKH UK €KBHBANEHTHH) (BX. Touka 4.4).

IIpenopsrsa ce aHTHEMeTH4HA MTPOPHUIAKTHKA, KOATO MOXKE a OBbAe NPWIaraHa nepopaHo UK
HHTPAaBEHO3HO, KAKTO € HEODXOAHMO.

[1o Bpeme Ha nedeHneTo, nauueHTUuTe TpAadBa na ObaaT aaeKkBaTHO XMAPATUPaHH, 3a Aa ce u3berHar
yC/A0XKHEeHHs KaTo 6b0petHa HeaOCTaTBYHOCT.

Jo3vposka

[Tpenopbuntennata no3a Ka6asutakcen EVER Pharma e 25 mg/m?, npunoskeHa kato eaHovyacoBa
MHTPaBEHO3HA HH(Y3IHA HA BCEKH 3 ceaAMHUM B KOMOMHAaUMA ¢ [0 mg NpeaHHU30OH HITH NPEAHH3OJIOH,

[MPHUJIOAKCH NEPOPATHO CKECAHCBHO MO BPEME HaA JICHCHUCTO.

KopurvpaHe Ha AQ3ara

[IpomsHa Ha g03aTa TpAOBA Na c€ HANPABH, KO MALHEHTUTE MOJyYaT CEAHHTE HEXKENAHH PEAKIIMM
(Crenenure ce oTHacAT KbM OOLUMTE TEPMUHOIONMYHH KPHUTEPHH 3a HExenaHu cboutus, Common

Terminology Criteria for Adverse Events {CTCAE 4.0]):

Tabnuna 1 — Ipenopbunrennu npoMeHy Ha A03aTa NOPAAX HEXENlaHAa peaKLMs NPy NMALHUEHTH, TEKYBaHU
¢ Kaba3zuTakcen

Hexenanu peakunu IIpomsaHa Ha J03aTa
TlpoasmxuTenHa HeyTporneHns ctened >3 (no-  {OTRoXKeTE IeHeHUETO, A0KaTO GpoAT Hg |
ABIro OT | CeaAMHLIA) BLNPEKH NOAXOIALLO HeYTpodunuTe cTade >1 500 KneTKfngk .M, |
Jreyenue, BkmounTenHo G-CSF HamaneTe Jo3ara Ha kabasurakce 2 ja ffo

20 mg/m?.




Sy

‘DebpunHa HEYTPONIEHHS WK HEYTPONEeHHYHA OTNoXKETE JICUSHUETO, AOKATO HACTBLIH NMOA0OPsABaHE
MHpeKLUSA MJTH H34E3BAHE HA CUMITTOMUTE W A0KaTO OPOAT Ha
; HeyTpodunute ctane >1 500 knetku/mm®, cnea Toea
HamalieTe A03aTa Ha kabasurakcen ot 25 mg/m? Ha ;

| ClIeZl TOBA HamalleTe 103aTa Ha kabasuTakcen oT
: 25 mg/m? Ha 20 mg/m?.

|
-

| 20 mg/m”, |
A— e ISR iy _— —
JHapusa crenel >3 wiv nepcucTvpailia auapus  {OTIIOXKETE JIEHEHNETO, A0KATO HACTBIIH NOJ00pABaHE |
| BBITPEKH MOIXOAAIO NEeHEHHE, BKJIKOUHTEAHO WJIM M3YE3BAHE Ha CUMITTOMMTE, CJIe]] TOBA HaMaJleTe !
Bb3CTAHOBSBAHE HA TEUHOCTH U €NEKTPOIHTH nosaTa Ha kabasutakcen oT 25 mg/m? Ha 20 mg/m?. |
1

[lepudepHa HEBpONATHA CTENeH =2 OTnoxere NeYSHUETO, AOKATO HACTBNHW NOAOOpABaHE, f
| |

—— [[PPER. - s O —— e e R R T L I IR L L LR LT S P B

AKO naumMeHTHTe NPOABL/IXKABAT Ja UMAT HAKOS OT TE3H peakLMM npH no3a 20 mg/m?, Tpabsa aa ce
OOMMCITH NO-HATATBLIUHO HaMa/lsiBaHe Ha fo3aTa Ao 15 mg/m? unu npeycradorasaHe Ha KaGazuTakcen
EVER Pharma. JIanHuTe npu naumeHTy ¢ 103a nox 20 mg/m? ca orpaHuyeHH.

Creyuaniu RORYaAauuu
Hayuernmu ¢ weproOpobHO yepexcoare

Kabasurakcen ce merabonuzupa eKCTeH3UBHO B yepHus apob. [1pu natueHTH ¢ Aeko yepHoapoOHO
yBpexaaHe (00w oOMnupyouH >1 no <1,5 mvTH ropHa rpaHiua Ha Hopmara (I'TH) unu acnaprar
aMHHOTpaHCepa3sa (aspartate aminotransferase, ASAT) >1,5 mutu 'TH) nozara Ha kabasurakcen TpaGea
na ce Hamasu 1o 20 mg/m?. MNpunoxeHUeTo Ha KaGazHTaKcen NP NMALKMEHTH C JIEKO YEPHOAPOOHO
YBpEeXIaHe TpAOBa Ja CTapa ¢ NOBULIEHO BHUMAHUE U CTPUKTHO Npocieaspate Ha 0€30MacHOCTTA.

IIpn nauueHTH ¢ ymepeHo ueproapodbHo yepexkaane (001 Suanpyoun >1,5 1o < 3,0 net [ TH),
MaKCHMaJTHaTa MoHockuMa fo3a (MI1) e 15 mg/m?. Ako ce npeABHKIA JICUCHHE NPU MALUEHTH C
YMEPEHO YepHOAPOoOHO yBpexaHe, 103aTa Ha kabazuTakcen He TpaOBa aa npepuwiasa 15 mg/m?.
HaHHuTE 32 €PUKACHOCT NpH Ta3u A03a obaue ca orpaHNYEHM.

KabasuTtakcen He TpsaOBa Aa ce npunara Npy NaUMEHTH C TEXKO YEPHOAPOOHO yBpexaane (ooul
ounupyOuHn = 3 netu I'TH) (BK. Toukm 4.3, 4.4 u 5.2).

Hayuenwmu c 6vbpeuno yspexcoane

ExckpeumsaTa Ha Kabasurakcen rpes 6u6petinre € MuHumanHa. He ce Hanara Kopurupase Ha Ao3ara npu
MaLMeHTH ¢ OLOPEUHO YBpEXKaaHe, KOUTO He Ce HYXKAAAT OT XeMoAHaau3a. ITauueHTHTe ¢ TepMUHAIHA
OBOpeuHa HegocTaTh4HOCT (KpeaTHHUHOB KIHpPBHC (CLcr< 15 ml/min/1,73 m?)), B 3aBHCHMOCT OT

CBCTOAHUETO UM H OTPaHHUYEHHUTE HAJIMYHH JaHHH, TPAOBA fa ¢e JEKYBaT C MTOBHILIEHO BHUMAHHE U Na ce
MpocieassaT BHUMaTEIIHO M0 BpeMe Ha JIeUeHHETO (BXK. TOUKH 4.4 u 5.2).

Cmapuecrca 8b3pacm

He ce npenoppuBa cneundpyuHo KOpHIrHpaHe Ha 103ata npy ynoTpeba Ha kaba3uTakces Npy NauyMeHTH B
crapuecka Bb3pacT (BxXK. Touku 4.4, 4.8 1 5.2).

Eonoepemenna ynompeba na opyzu rexapcmeenu npooyxmu

EanospeMeHHara ynotpeda Ha ieKapcTBeHH NPOAYKTH, KOUTO €a CHITHH HHIAYKTOPH
HuxHbHuTOpH Ha CYP3 A Tpsabea aa ce H3bsarsa. Benpeky TOBa, aKO NaUUEHTUTE ce
eIHOBPEMECHHO NpHI0KeHue Ha cuiieH nuxuburop Ha CYP3A, Tpabsa na ce obmu
A03ara Ha kabasurtakcen ¢ 25% (Bxk. ToukH 4.4 H 4.5).




Ileouampuuna nonynayus
Hama cvorBeTHa ynotpeba Ha Kabaszurakcen EVER Pharma B nenquarpuuHara nomynauums.

bezonacHocTTa ¥ edukacHocTTa Ha Kabasnurakcen EVER Pharma npu neua v woHowm Ha BB3pact noa 18
TOAWHH HE Ca YCTAHOBEHH (BXK. TOUKA J3.1).

Ha4yuH Ha NpUIgKEHUE
3a yKazaHHs OTHOCHO NPUTOTBAHETO H NPHIOKEHHETO HA JIEKAPCTBEHUS NPOAYKT BHXTE TO4Ka 6.6.

He Tpabea na ce usnonsear onaxoBku oT PVC u nonnypeTatoBH HHQY3HOHHU KOMIIEKTH.

Kabasutakcen EVER Pharma ne TpabBa aa ce cmecBa ¢ Apyru IEKapCTBEHH TIPOAYKTH, ¢ HIKJITIOYEHHE Ha
NOCOYEHHUTE B TO4KA 6.6.

4.3 IIpoTHBOMOKA3AHANA

* CBpbX4YBCTBHTEIHOCT KbM Kala3urakcen, KbM APYTH TaKCaHW UK nonucopdar 80, WK KbM HAKOE OT
NOMOLUHHTE BELIECTBA, H3OPOEHU B TouKa 6.1,

* Bpoii Ha neyTpodunute, no-uuckk or | 500/mm’.

* Texxko uepHOApoOHO yBpexaaHe (ool Ounupyoun > 3 nvtu [ TH).

* EaHoBpeMeHHa BaKCHHALIMA C BAKCHHA Cpelly XbTa Tpecka (BXK. Touka 4.5).

4.4 Coeunannm npeaynpexneHus H NpeAna3zHd MepKH npy ynorpeda

Peakuuy Ha CBPBLXYYBCTBUTEIHOCT

Beuuky nauyeHTH Tpsabsa aa rnosyvar npemeaMkauus npeay 3anoyBane Ha uHQYy3UATa ¢ kabGazuTakcen
(BX. TOYKa 4.2).

[TaumenTHTe Tpabea aa 6bAaT BHUMaTENHO HAGAIOAABAHM 33 PEAKUHH Ha CBPbXYYBCTBHTETHOCT, 0COBEHO
[0 BpEME Ha MbpPBaTa W BTOpaTa MHQY3UM. PeakiMnTe Ha CBPBLXYYBCTBUTEIHOCT MOTaT Ja Ce MOABAT B
PaMKHTE Ha HAKOJIKO MHHYTH CJIE] 3aMO4BaHETO HAa HHY3HATa Ha kabasurakcen, cneaoBaTenHo TpaOea
Jla MMa HaJlWYHH MaTepHaiHa 6a3a u obopyABaHe 3a NeUeHHe Ha XUMOTOHHA U GpoHxocnassM. Morar aa
C€ MOABAT TEKKH PEAKUHH Ha CBPbXYYBCTBUTENHOCT, KOWTO MOTaT /1a BKJIKOMBAT FrEHEpaIM3HpaH
o0pus/epurema, XMNOTOHHUA H 6poHxocnasbM. TeXKKHTE peakuuH Ha CBPbXYYBCTBHTENHOCT H3UCKBAT
He3a0aBHO NpeKkbCcBaHe HA ynorpebara Ha kabazurakcen u noaxoasiuo nevenue. Mauuenrure ¢ peakuum
Ha CBPBHXYYBCTBHUTEIHOCT TpaOBa Aa cnipat aeueHHeTo ¢ Kabazutaxkcen EVER Pharma (Bx. Touka 4.3).

KocTHoMO3bYHA cynpecHs

Modke na HACTBNH KOCTHOMO3bYHA CYNPECHS, MPOsIBABALLA C€ C HEYTPONEHHA, aHEMHA,
TPOMOOUHTONEHHS WIH NaHUHMTONEHUs (BX. ,,PHCK OT HeyTponenns” H ,,AHeMus” B Touka 4.4 no-J0y).

Puck oT HeyTponeHns

[TauneHTHTe, NEexyBanu ¢ xabasurakcen, Morar Aa nosy4at npoduiaktHuHo G-CSF, cnopen
PbKOBOJCTBAaTa HA AMEPHKAHCKATa aCoLMaLMA NO KNWHWYHA oHKosorks (American Society of Clinical
Oncology, ASCO) w/unn HaCTOALIWTE HHCTHTYLHOHAIHN PHKOBOACTBA 33 HAMANSBAHE HAa PUCKA UM

OOMHCITH NPHU NALMEHTH C BUCOKOPHCKOBH KIIMHUYHH XapaKTEPUCTHKH (Bb3pacT > 6
PYHKUHOHAITHO CHCTOSHHUE, MPEIHILIHE eNH30AH Ha GeOpHIHA HEYTPONEHHA, NPeax
PaaAHONOTHYHH MOPTOBE, HEAOXPAHBAHE HNH APYFH CEPUO3HU CBITBTCTRALLM 3a60/s



npeapasnonaraT KbM YBEJIHYaBAHE HA YCIOXHEHHUATA OT MPOAbIKHTENHA HeyTponenus. MU3non3esaHeTo
Ha G-CSF noka3sa orpanyyaBaHe Ha 4€CTOTATA H TEXKECTTA HA HEYTPONEHHUATA.

HeyTponeHusaTa € Hail-uecTaTa HeXXenaHa peakuusa Ha kabaszurakcen (k. rouka 4.8). [IpocnensasaHeTo Ha
NbJHATA KPBBHA KAPTUHA € MHOIO BAXKHO Aa CE NMpaBH BCAKA CEAMMLIA MO BpeMe Ha MLPBHA LUUKBA U chel
TOBA NPeAH BCEKK IMKDBJ1 Ha JICYEHHE, 32 a MOXKe A03aTa Ja Obae KopUrHupaHa, ako € HeoOXoaAUMO.

Ho3sara TpsbBa na Obpae HamaneHa B ciyvad Ha debpunHa HeyTponeHus WiH NPOAbDKUTENHA
HEYTPOINEHHUA BBIIPEKH NOAXOAALLOTO jieueHue (BxK. Touka 4.2).

[launeHTHTE TPAOBa Na BL30OHOBAT JIEUEHHETO CAMO KOraTo OposAT Ha HEYTPOPHINTE Ce BL3CTAHOBH A0
HuBo >1 500/mm’ (Bx. Touxka 4.3).

CTOMAWHO-YPEBHU HAPYLIEHUS

CHMITOMHM KaTto KopeMHa 0oka ¥ O0Ne3HEeHOCT NpH JOTKp, MOBHIICHA TEMIIEpaTypa, NEPCHCTUpALIL
3aneK, AHapHs CbC WIH 6e3 HeyTponerus, Morat Aa 6baaT paHHU NPOSBH HA TEeXKKa CTOMAILHO-YPEBHA
TOKCHYHOCT H TpaGBa Ja ObaaT oueHeHH W neKyBaHM He3abasHo. Moxe aa e HeoOxoaMMO OTharaHe WiH
MPEKBCBAHE HA JIEYEHHETO ¢ KabasuTakcen.

Puck om 2adene, nospvujane, ouapus u oexuopamayun

AKO NpH NaLHEHTHUTE CE NOABH AUApHUA cnej NpuiokeHHe Ha kaba3uTakcesl, Te MOraT /1a Ob/JaT JIEKYBaHU
¢ 0OHUYaiHO M3NOM3BAHUTE AaHTHAMAPHIHM NEKAPCTBEHU NpoayKTH. Tpabea xa 6baaT B3eTH NOAXOAALIH
MEPKH 3a peXHApaTHpaHe Ha NauHeHTUTE. JJHapHa MOXE Ja Cce NMOABK NO-4YECTO MPU HALHEHTH,
IPEABAPHTENHO NOANOKEHH Ha 001bUBaHE B KOpeMHO-Ta30BaTa obnact. JlexuaparauusTa € no-uecrta npu
NaLMEeHTH Ha Bb3pacT 65 uiu nosede ronudy. Tpadsa na 6baar npeanpHeTH NOAXOAALLNA MEPKH, 3a Aa ce
peXHApATHPAT NALHEHTHTE H Aa Ce MPOCACAST H KOPHIHPAT HUBaTa HA CEPYMHHTE €AEKTPOJIHTH, 0CODEHO
Ha Kanusa. OTharale Ha JIeYeHHEeTO WK HaMaNgaBaHe Ha A03aTa MOraT Aa ObAaT HANOXKHTENHH TIPH HAPHA
cTeneH >3 (BX. Touka 4.2). AKO NALUUEHTHUTE IONYYAT rajeHe KWK NOoBpPblaHe, Te MOraT Ja 6baaT
JIEKYyBaHM ¢ OOMYaHHO H3NON3BAHHWTE AHTHEMETHLIH.

Puck om cepuosnu cmomauno-upesiu peaxyuu

Hima cbobuieHus 3a ctomawHo-4ypeBHO (CU) kbpBeHe 1 nepdopauns, HIEyC, KOJIHT, BKITIOUUTENHO C
dataieH U3XOA NPH NALMENTH, NEKyBaHy ¢ kabasurakcen (Bxk. Touka 4.8). [Ipenopvysa ce nosuweHo
BHHUMaHHE MPH NIeHeHHUE HA NALUHEHTH C Hal-BUCOK PUCK OT Pa3BUTHE Ha CTOMALUHO-YPEBHH YCI0KHEHHS:
TE€3U C HEYTPOMNEHHA, B CTapuecka Bb3pacT, ¢bue chibTcTBaLa YyioTpeba Ha HCTIBC, autuTpomboumTHa
TE€panug WK aHTUKOATrYJIAaHTH M NALlHEHTH C AHAMHE3a 3a JIbYETEPATIHA Ha Ta3a WIH CTOMAIUHO-YPEBHO
3a00NABAHE KATO A3BA WIIH CTOMALIHO-4YPEBHO KbPBEHE.

[TepudrepHa HeBpONATUSA

[Ipy nauxeHTH, npueMaLiiy kabasurtakcen, ca Suin HabnoaaBaHH CIy4an Ha neprdepHa HEBPOTIATHY,
nepuepHa ceH30pHa HeBponaTys (Hanp. NapecTe3ux, AU3ecTe3nd) U neprdepHa MOTOPHA HEBPOTMATHA.
[NanuenTHTe, NekysaHy ¢ kabasurakcen, Tpabea aa 6baaT NocbLBETBaHKM Ja MHGOPMHPAT CBOS JIEKap
npeau 1a NpoAb/KaT EYEHHETO, AKO Pa3sBUAT CHMIITOMM Ha HEBpONATUS KaTto 00/Ka, napeHe,
M3TPBNBAHE, CKOBAHOCT Wi caaboct. Jlekapure TpadBa 1a HaNpaBAT OLIEHKA 3a HATHYHME WK BAOLIABAHE
Ha HEBPONATHATA MPeAr BCAKO NedeHHe. Jleuenuero Tpsadsa na ce otnoxu ao nogobpsasane Ha
cumnromure. Jlosata Ha kabasutakcen Tpabpa ga ce Hamany ot 25 mg/m? na 20 mg/m? npu
NepcUCTHpaLLa nepudepHa HeBponaTHA cTeneH >2 (BXK. To4ka 4.2).

AHeMus

HabnionaBana e aHemus npu nauxeHTH, nonayyasam Kkabasurakcen (Bx. Touka 4.8
X€MaTOKpHUTHT TpAOBa Aa ce NpOBEPAT NMPEAH HAYANOTO Ha JICYEHHETO ¢ Kaba3uTa
MAaUHEHTUTE MPOABABAT NPHU3HALIM HJIM CHMOTOMH Ha aHEMHS WIH 3ary0a Ha KpbB.



MOBHUIIEHO BHUMAHHWE NPH NalueHTH ¢ xeMoraoduH <10 g/dl u Tpabea na ce BzemaT noAXoAALIH MEPKU
CNOpen KJIMHHYHUTE NOKa3aHus.

Puck o1 6bOpeuHa HEAOCTATHUYHOCT

b1uOpevnn Hapywenns ca 6uiu cboOlLeHH BbB Bpb3Ka CbC CEMCHC, TEXKKA AeXHApaTaLui, AbAXKalla ce Ha
AWapud, NOBpbillaHe H 00cTpyKTUBHA ypomnaTtus. Habaiopasana e 6b6peuHa HEROCTAaTBHHOCT,
BKJIIOUMTENHO ciiydau ¢ dataned usxol. B Takss cnyvai Tpabea na ce npeanpreMar noAXoasaUM MEPKH
3a HICHTHPUUMPAHE HA NPUYMHATA W MALMEHTUTE A CE IEKYBaT HHTEH3UBHO.

[To Bpeme Ha neueHneTo ¢ kabazutakcen TpAORa 1a ce OCUrypH aackBatHa xuaparauus. [auneHTsT
TpaOBa 4a ObJe NOChBETBAH Ja ChOOLIM BEIHAra 3a BCAKa 3Ha4MMa NpoMaHa B JHEBHUA 00eM Ha ypHuHaTAa.
CepyMHMAT KpeaTUHUH TpAOBa Ja ce U3MepBa B HAUAJIOTO, C BCAKA KPbBHA KAPTHHA W KOraTo NMalHEHTHT
CbOOLUM 32 TPOMAHA B OTAEAAHETO Ha YpHHa. JleueHnero ¢ kabasvrakcen TpabBa aa ce nNpekpaTy B
cny4aH Ha BnowasaHe Ha ObOpeuHara pyHkuna no 6u6peuna HepocraTveunocT >CTCAE 4.0 crenen 3.

PecnUpaTOpHU HApYILUEHHA

HNMa cboOLUeHns 3a MHTEepCTHLMANIHA MHEBMOHHA/THEBMOHHT U HHTEPCTHLMANTHA OenoapobHa 6onecr,
KOUTO MOXe Jia ¢a CRbp3aHH ¢ ¢araieH u3xoa (Bx. Touka 4.8).

[1pu nossa Ha HOBH WYX NPH BNOWIABaHE HAa HenoapobHUTE CUMITTOMH, NAaLIMEHTHTE TPAOBa Na ce
HaOMI0AaBaT BHUMATENHO, Ja c€ H3CNEeABaT He3a0aBHO U Aa Ce JIEKYBAT N0 NOAXOAALL HAYHH.
[IpenopbuBa ce npekparaBaHe Ha JIeUeHHETO ¢ KabazuTakcen A0 YTOUHABAHE HA JUarHo3ara. PaHHoTo
Nnpunarade Ha NOAXbPKALUW MEPKH MOXKe J1a TOMOrHe 3a noaobpasaHe Ha ChCTOAHUETO. Tpabpa
BHHMATE/THO Ja C€ MPELEHH 0N3aTa OT Bh30OHOBABAHE HA JICUEHHETO ¢ KabasuTakcel.

PHCK OT CbpACYHH apUTMHH

Mma cpoluieHus 3a CbpACUYHH APHTMHH, Hal-4ECTO TAXMKAPAHUA U NIPEACHPAHO MBXKAeHe (BX, Touka 4.8).

(Tapuecka Bb3pacT

[1pu xopa B cTapuecka Bb3pacT (=65 roauHy) MOXE Aa UMa TI0-FONsMAa BEPOATHOCT /14 CE NMOABAT HAKOM
HEXENaHH peaKLiMH, BKIIOUHTENHO HEYTPONIEHUA U deOpuiiHa HeyTponeHus (Bx. Touka 4.8).

[TaunedTH ¢ HepHOAPOOHO YBpEKIAHE

Jleuenueto ¢ Kabasurakcen EVER Pharma e npoTHBonokasaHo npy nauMeHTH ¢ TEKKO YEPHOAPOOHO
yepexaaHe (oo 6unupydbuH > 3 notu I'TH) (BX. Toukn 4.3 n 5.2).

Jlosara TpaOBa aa ce HaManu Apu NaLMeHTH ¢ Jeko (odw 6unupyoun >1 no <1,5 met 'TH uvnu
ASAT >1,5 nvti I'TH) vepHoapobHO yBpexaaHe (BxK. Touku 4.2 1 5.2).

BiauMoaeiicTBUS

EanoBpeMeHHOTO NpWIOkKEHHE cbe CHU uHxubuTopy Ha CYP3 A Tpabea na ce usbarea, Toii kato Te
MOTaT Jia NMOBHLIAT M1a3MEHAaTa KOHLUEHTpaLus Ha kabaszurakcen (Bx. Touku 4.2 u 4.5). Axo
COHOBPEMEHHOTO NPHUIIOKEHHE ChC CHIleH HHXHOHTOp Ha CY P3 A He moKe aa ce n3berhe, Tpabea 51a ce
OOMMCJIH BHUMATETHO HabNIoAeHHE 32 TOKCHYHOCT M HaMaigBaHe Ha 03aTa Ha KabazuTa




[ToMOLIIHM BeLlECTBA

To3u nekapcTBeH NPOAYKT chaAbpxka 197.5 mg eraHon HAa MWIHIHTBP.

®nakoH 4,5 ml
Tosa nekapcTeo cbabpika 888,8 mg ankoxon (etaHon) BbB Bceku dutakoH. KomuectsoTo B 4,5 ml ot
TOBa NEKapPCTBO € eKBUBaNeHTHO Ha 22,5 ml 6upa unu 9,4 ml BuHo.

®nakon 5 ml
Tosa nekapcTBo cbabvpka 987,5 mg ankoxon (etaHon) b8 Beeky duakoH. Konnuectsoro B 5 ml ot ToBa
JIEKApCTBO € eKBUBAJIEHTHO Ha 25 ml 6upa unu 10,4 mi BuHo.

OnakoH 6 mli
Tosa nexapcTro cpabpxa 1 185 mg ankoxon (eranon) BbB BcekH Ppnakon. Konnuectroto B 6 ml ot ToBa
NEKapCTBO € €KBUBANEHTHO Ha 30 mi 6upa unu 12,5 ml BuHo.

4.5 BianmogelcTBHE ¢ APYrH JIEKAPCTBEHH NPOIYKTH H APYrH GOpPMH HA B3auMOaeHCTBHE

In vitro npoyuBaHMs rokasBar, e kabazurakcen ce Metabonuaupa ocHosHo upes CYP3A (80% no 90%)
(BXK. TOUKa 5.2).

CYP3A unxuburopu

MHOrokpaTHOTO NPUWICKEHHE Ha kKeTokoHazou (400 mg BeaAHBX AHEBHO), cuneH HHXUOHUTOp Ha CYP3A,
BOAM J0 HAMANSABAHE HAa KIHpbHca Ha kabasnTtakcen ¢ 20%, koeTo ¢hoTBETCTBA HA noevinasane Ha AUC ¢
25%. CnenosarenHo, efHoBpeMenHata ynorpeba Ha cuinHH UHXuOuTOpu Ha CYP3A (Hanp. keTokoHason,
WTPAaKOHAa30/1, KNapMTPOMMIIMH, HHANHABUP, Heda30a0H, HENPHHABHD, PUTOHABUP, CAKBUHABMP,
TEAUTPOMHLHH, BOPHKOHA30/1) TpAOBa Aa ce U30Araa, Thbi KaTo MOXe Aa HACTBITH NOBHILIABAHE HA
la3MeHaTa KOHUCHTpauHra Ha kabasurakcen (Bx. TOUkH 4.2 1 4.4).

EAHOBPEMEHHOTO NPUIOKEHHE Ha anpenuTanT, ymepeH HHXubutop Ha CYP3A, He e nmano edekr BLpxy
KNHpbHCA Ha KabasuTakcen.

CYP3A unayxropu

MHOrokpaTHOTO npHiokeHue Ha pramnuH (600 mg BeAHDBXK AHEBHO), cuned HHAYKTOp Ha CYP3A,
BOJH A0 NMOBHILABaHE Ha KIUpBbHCa HA KabaszuTakcen ¢ 21%, koeTo ¢choTBeTcTBa Ha HamaaBane Ha AUC

cbe 1 7%.

CneaoBaTesiHo, € AHOBPEMEHHOTO NPHIIOKEHHE Ha CUHK HEAYKTOpH Ha CYP3A (Hanp. denuTonn,
kapOamasenuH, pudamnud, pudabytus, pudanentHH, deHobapburan) Tpabsa na ce U3barea, Tvit kKaTo
MOK€E a HaCThLNY HAMANIBaHE Ha Na3sMeHaTa KOHUSHTpauHa Ha kaba3zuTtakcen (BXK. Toukd 4.2 u 4.4). B
AONBJIHEHHE, NALMEHTHTE TPAOBA a C€ Bb3AbPXKAT OT NMPHEM Ha Xb/IT KAHTAPHOH.

OATPIBI

In vitro xabasurakcen ChlO Taka HHXMOHpa TPAHCTIOPTHUTE MIPOTEHHH HA TPAHCNOPTHPALLUS
nonunenTyHa Ha opravutu aHuoH# {Organic Anion Transport Polypeptides) OATP1B1. BuamorxeH e
PUCK 3a B3aUMOACHCTBHE ChC cybcTpatn Ha OATPIBI (Hanp. craTHHY, BancapTaH, penariuHuA),
ocobeHo no apeme Ha uHby3uaTa (1 yac) u a0 20 MHHYTH cnel Kpas Ha uH}y3HATa. Hpenopwaa ce
HHTEpBaN OT 12 vaca npeaun HHQY3HUATA KU Hail-Manko 3 yaca cnea Kpas Ha HHQy3uaTa,
npuaaraseTo Ha cybctpatu Ha OATPIBI.




BaxcuHHALIMU

[IpunoxxeHHeTo Ha )KUBH WY KHUBH aTEHIOHPAHK BAKCHHH NMPH MaLHEHTH, HMYHOKOMNPOMETHPAHH OT
XUMHOTEpANEBTHYHH CPEACTBA, MOXKE [a JOoBeAe OO0 CepUO3HH MU daranuu HHekunu. BakcHHawuus ¢
KMBa aTeHIOMpaHa BakCHHa Tpa0OBa aa ce H30Arsa npu nNaLMeHTH, nosyyasalin kabaszurakcen. Morar aa
ce npuiaraT yOMTH UK HHAKTUBUPAHW BAKCHHU; BLNPEKH TOBA, OTrOBOPDBT KbM TaKHBA BAKCHHH MOXKE /4
ObOe HaManeH.

4.6 @epTHIHTET, OPEMEHHOCT H KbPMERE

bpeMEeHHOCT

Hama aaHHM OTHOCHO ynoTpebaTa Ha kabasurakcen npu SpeMernu xeHH. [IpoyUBaHHATA NPH KHBOTHH
MoKasBaT penpoOAYKTHBHA TOKCUYHOCT NPU TOKCHYHY 3a MalKaTa Jo3H (BXK. Touka 5.3), a Chblo M ue
kabasWTakcen npeMuHaBa nialeHTapHaTa Oaprepa (BX. Touka 5.3). Kakro v npu Apyru BUTOTOKCHYHM
NEeKapCTBEHH NMPOAYKTH, kabasuTakcen MOXe Aa MPUHMHHUA YBPEHIAHE Ha TUTOAA NPH OpeMEHHH KEHH,
M3JI0XKEHH Ha HEro.

KabazuTakcen He ce npenopbuBa No BpeMe Ha 6peMEHHHOCT M NMPH XKEHH ¢ AETEPOAEH NOTEHLUHAT, KOMTO
HE M3MON3BAT KOHTPALIENLUA.

Kbpmene

HannyHurte papMaKkOKMHETUYHH JaHHU MPH KUBOTHH NOKA3BaAT EKCKPELiMa Ha Kaba3uTaKce U HETOBUTE
MeTaBOUTH B MNSKOTO (BXK. TOUKa 5.3). PHCK 32 KbpMayeTO HE MOXKE Aa C€ W3KNOUM.

Kaba3urakcen He Tpa6Ba n1a ce u3non3ea no BpeMe Ha KbPMEHE.

QEePTUNUTET

[lpoyuBaHusTa NMpH )KUBOTHHM MOKA3BaT, 4e¢ kapba3uTakces 3acAra penpoayKTHUBHATA CHCTEMA NMPH MBIKKH
MIbX0BE W KyueTa 6e3 PyHKUHOHaneH edekT BupXy depTUnnTeTa (BXK. Touka 5.3). Bhnpeku Tosa, kato ce
MMa npeaBHA PapMaKoJOrHUHATA AKTUBHOCT HA TAKCAHUTE, TEXHUAT FeHOTOKCHYEH NMOTEHUHAN U
eEKTHT Ha HAKOW CHEAMHEHHS OT TO3M KJac BbpXY (epTHAMTETA NPH NPOYUBAHHS C )KHBOTHH, HE MOXE
AA Ce U3KNI0UH edeKT BBPXY MBKKHA (QEePTHIMTET NPH XOpa.

[lopanu noTeHUHANHUTE €PEKTH BBPXY MBXKHTE raMETH U MOTEHLIHAJIHATA €KCNO3ULMA Ype3 CeMEeHHaTa
TEUHOCT, MbXKETe, IEKYBaHH ¢ Kaba3zHurakcen, TpaOBa Aa U3non3eat eheKTHBHA KOHTPALENLINA M0 BpEME
Ha JICYCHHETO K Ce NpenopbuBa Aa NMpoAbIKAT KOHTpaLENLUHATA A0 6 Mecena ciiel NOCAeAHATa 1034
kabasutakcen. [lopany noTeHuHanHaTa eXCMO3ULMA UPE3 CEMEHHATA TEUHOCT, MBIKETE, EKYBAHH C
kabasuTakcen, Tpabpa Ra U3BArBaT KOHTAT Ha €AKyJiaTa ¢ APYr YOBEK MO BpPEME Ha jiedeHHeTo, MbikeTe,
NEKyBaHH ¢ Kaba3uTakcen, ce CLBETBAT Jla e KOHCYJITHPAT OTHOCHO 3aMpa3siBaHe Ha CriepMma npeau
JICYEHHETO.

4.7 Edextn Bbpxy citoco0nocTTa 32 IodApaHe H padoTa ¢ MAIIHHN

Kabasnrakcen nopnuasa B ymMepeHa creneH cnocoGHOCTTa 3a wodupaHe 1 paboTa ¢ MAWHHH, Thil KaTo
MOX€E Ia PpUYHHH YMOpa U 3aMaiiBaHe. [launenTture Tpsbea na ce nockBeTsaT Aa He WOMUPAT UK Ia HE
paboTAT C MAlLIMHK, AKO H3ITHTAT TE3U HEXEJTAHH PEaKLIUM 110 BPeMe Ha CYEHHETO.

4.8 Hexenann JekapcTBEeHH peaknuy

O6ob1enHe Ha npoduia Ha 6€30NACHOCT

bezonacHocTTa Ha KabaszuTakcen B KOMOMHALIMA € MPEAHH3OH WIH NPEAHH3ONOH
paHAOMM3HpaHH, OTKPUTH, KOHTponupaHH npoyusauus (TROPIC, PROSELICA




| 092 nauneHTH ¢ METACTAaTHYEH, PE3UCTEHTEH Ha KacTpalus paK Ha NpocTaTara, KOMTO ca IEKYBaHH C
kaba3urakcen 25 mg/m’ BeAHBK Ha BCEKH TPH ceAMHUM. [TauueHTHTe ca nonyuunu ot 6 o 7 (meanana)

LHKDBJIA kabazuTakcel.

YecToTHTE OT CﬁOpHHH aHAJIW3 HA Te3U 3 KJIIMHUYHH H3IHTBAHUA ca NpEACTABCHH NMO-40]1Y U B TabMHYHKA

CITHCBK.

Ha#-yecTUTe HEXENAHU peakLMH OT BCUUKH CTeneHu ca aHeMus (99,0%), nesxonenuns (93,0%),
HeyTponeHus (87,9%), TpombounTonenns (41,1%), amapna (42,1%), ymopa (25,0%) u acrenus (15,4%).
Hai-4eCTUTE HEXENMAaHU PeaKUUM CTENEeH =3, HaCTHIIBALUY NpH Hah-Manko 5% oT nauueHTuTe, ca
HeyTponeHus (73,1%), neskonenns (59,5%), anemus (12,0%), bebpunna veyrponenus (8,0%) u nuapus

(4,7%).

IIpexbCcBaHe Ha ICYEHHETO NOPAAH HEXENAHH peakLiHY € HACTBAWIO ChC CXOAHA YECTOTA NPH 3-Te
npoy4sanua (18,3% B TROPIC, 19,5% 8 PROSELICA u 19,8% B CARD) npy nauueHTH, npyemMan
kabazutakcen. Hal-yecTure Hexxenanu peakumu (> 1,0%), Bogelu 10 NpeksCBaHe Ha JIEUEHHETO C
Kaba3HTaKCell, ca XEMaTypPHA, YMOpPa H HEYTPOTIEHMA.
TabanueH CNUCHK Ha HEXKENAHUTE PeakUHH

Hexenanure peakuuM ca npeactageHy B Tabnuna 2 crnopen cuctemo-opraied kinac no MedDRA u
4eCTOTa. BBB BCAKO rpyrnHpaHe no HecToTa, HEXENAHUTE PEaKLuy Ca NPEACTABCHH B HU3XOAALL PeL NO
OTHOLLEHHE HA TAXHATa CEPUO3HOCT. IHTEH3UTETHT HA HEXKE/TaHUTE PEAKIIMH € CTENMECHYBaH CNope
CTCAE 4.0 (ctenen >3 = C123). YecToTHTe ca Ha 6a3a BCHUKH CTENEHU H ¢a AcPHHUPAHH KATO: MHOIO
yectv (= 1/10); uectu (= 1/100 go < 1/10); neuwectu (= 1/1 000 no < 1/100); peaku (= 1/10 000 po <

1/1 000); mHoro peaku (< 1/10 000); ¢ HenssecTHa YecToTa (OT HATMYHHTE JAHHU HE MOXe 1a Obae
HaMpaBeHa OLICHKA Ha 4Ye€CTOTaTa).

Tabnnua 2: CroblueHH HeXXenaHn PeakUy H XeMaTONOrHYHHU HApYILEHHs NPpK Kaba3uTakcen B

KOMOHHAaLMA € NPeaHU30H WIH NPpeAHU30N0H oT cOopeH ananus (n=1 092)

— A TN TE R - LA LREEE . Bl m- e i renaes

'Cli;TeM;J-l}-i)l“aHEl; Hexesrana peakunus BCHYKH cTeneHH CTEHEHEj
KJIac n (%)
| n (%)
Muoro yecrun [Yectn HeuecTn |
Hudexuum u HeyTponenuyna 48 (4,4) 42 (3.8)
HHPECTALHH HHekuma/cenicuc*
CenTHueH WoK 10 (0,9) 10 (0, 9)
CencHc 13 (1,2) 13 (1 2)
Lleaynur 8(0,7) 3(0,3)
Mudexums Ha 103 (9,4)
MUKOUYHMTE NBTHLIA
['pMn 22 (2,0)
Liuctut 122 (2,0)
HUudekums Ha ropHuTe 23 (2,1) [
AUXATEIHH MbTHLIA
Xeprnec 30¢Tep 14 (1,3)
Kanaunoza 11(1,0)
| Heyrtponenns® 950 (87,9)
Hapywenns na AHeMus ? I 073 (99,0)
'KPBBTA K TuM(HaTa -
cucTeMa JleBkoneHus® 1 008 (93,0)
TpomGountonenns® 478 (44,1)




— - (3,05 ....... B} . 37(30) _______________ i
o neytponewms | 1 ]
'HapylieHnus Ha CBpBbX1YBCTBUTETHOCT 7(0.6) 0
'UMYHHATa CUCTEMA |
: Hamaneu aneTr 192 (17,6) | 11 (1,0)
iHEpyI.I.IEHHﬂ Ha Jlexuaparatus 27 (2,5) 11 (1,0
‘MeTabonn3ma u t AR
XPAHEHETO XUnepriukeMms 11 (1,0) ) 7 _(_0,6_)“ I
Xunokanuemus ] - 18(0,7)  ]2(0.2) |
| UHCOMHUS 45 (4,1) | 0
il‘lcuxuqnu TpeBoxxHocT 13 (1,2) EO
'HapylUeHUS - .
ObbpkaHoCT 12 (1,1) 2 (0,2)
Hucreyaus 64 (5,9) 0
Hapyienue Ha Bkyca 56 (5,1) 0 f
IlepudepHa 40 (3,7) 2(0,2)
HEBpONaTHA |
[MepudepHa ceH3opHa 89 (8,2) 6 (0,5) |
HEBpONAaTHA B - j
‘Hapyiuenus na [onuHepponaTus 9 (0,8) 2(0,2) |
HEPBHATA CHETEMA 13, maitane 63 (5,8) 0 |
| Fﬂaﬂmﬁmme | 36 (5,1) 1 (<0.1)
[lapecrtesus 46 (4,2) 0 J
Jleraprus 15 (1,4) 1 (<0,1) ;
Xunecre3us 18 (1,6) | (<0,1) |
_________ B R 008 (<01 |
KOHIOHKTHBHT 11 (1,0) 0 .
'Hapyuwenuns Ha ounTe |Vpenuuena 22 (2,0) 0 :
JaKpUMalua
'HapyweHus Ha yxoto |LLIyM B ymnre 706 0 N
W N1abupUHTA Bepruro 15 (1,4) 1 (<0,1) .
Chbprednn Hpenf:'bp,uuo MbXKIAeHE _ 14 (1,3) | 5 (0,5) I
'HapyweHus ™ Taxukapaus 11 (1,0) 1 (<0,1)
XHUIOTOHUS 38 (3,5) '5 (0,5) ;
Hbnboka BeHO3Ha 12 (1,1) 9 (0,8)
Tpombo3a :
| XHnepToHHs 29 (2,7) 12(1,1) |
‘CBI0BH HapyilleHUs e
| OpTrocraTtHunHa 6 (0,5) 1 (<0,1) |
XHIIOTOHKA |
| Fopi[fm Bb/IHU o 23 (2,1) [ (<0,1) |
_________ 3auepBaBaHe
Pecnuparophwu, JAncnnes 97 (8,9)
TPbAHU H Kawnuua 79 (7,2)
MEAHACTHHATHH Opodaputreansa 26 (2,4)
‘HapyleHHs 60TKa
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T I (214) | !]6 (1,5) _.
BenogpoGen 30 (2,7) 2321
. _jembonHzLM “ _ N {
- Tuapus 1460 (42,1) 51(4,7)
CaneHe 347 (31,8) C14(13)
Mospbiane 207 (19,0) a3y
K{)HcTnnauHH ______________ 0 (1“3,5) _ _ S 3({},7)
Kopemua 6ornka 105 (9,6) 15,4
Hucnencus 53 (4,9) TE) - |
bonka B ropHara vact 46 (4,2) ) ](*::0_ I ) i
Ha KopeMa 1 |
Xewoponrm 0.0 _ IO S
Tactpoesodareanta - 64 o
Cromawmo-upesuu  [Peaykewa bonect | L A
HapyUICHHUA PekTtanHo kbpBeHe 14 (1,3) 4 (0,4)
rCymTa B ycTara 19(1,7) 2(0.5) N
| Pa3nysaHe Ha kopema 14 (1,3) hi(ﬂ—(i:l ) ',
| CromMaTuT 642 || 2(05) IIIIIIIIII '
* ?ﬂ;y_-‘:* e i S 7(_(f6h) 15(0_5)
[acTpuT 10 (0,9_)"_-“ o
o - (0:9) 5_(0,5)
CromamHo-upeBHa ) ‘ B3 <o
nepdopauus S ]
CroMaliHo-4ypeBeH 2(0,2) 1 (<0,])
KPBHBOH3ITHB o ]
1 Anonewns 003 | o
Hapywennswa  [Cyxa xoma ven |
KoXKaTa H Epurema 8 (0,7) 0 |
TIOAKONRATA ToKAR I by ieHue Ha 18 (1,6) e
HOKTHTE ;
: Bosika B rbp6a 166 (15,2) 2422)
| Aptpanrus ) - [88(8,1) - 9(0,_8) | J.
Hapywenus Ha bonka B KpalHHLIKTE . 76 (7,0) b ) 9 iﬁ,é) o
'MyCKYNHO-ckeneTHara | MyCKyHH criazmy 31 (4,7) 0 B
CHCTEMA U Muanrus 40 (3,7) 2 (0,2) |
L v wo— oy 1 Ges
| Oonka B repamre . J;
| MyckynuHa ¢cnabocT 31(2,8) "
bonka s cnacmmre | e
rHapyuleHHa Ha Octpa 6Bb6peuna 21 (1,9)
4’61:6peun're U HEOCTATBYHOCT
MMKOYHUTE MbTHWA B, Gheung
_HeAocTaTRiHOCT R - _
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2 Ha 6a3a nabopaTopHH CTOHHOCTH
" 3a noBeve HHOOPMALMA BHXKTE TOYKATA MO-AONTY

Onucanne Ha N30paHU HeXkenaHW peakl MK

Heymponernus u c8bp3anu KAuRuuHu cbbumus

ﬁﬁﬁypm 52 (4,8) [v
| Bu6peuna konuka 14 (1,3) YO
Xematypus 205 (18,8) 33(3.0)
[Tonakuypus 26 (2,4) 2_(0,2) |
| XuapoHedposa - 25 (2,3) - 13(_1 2) __4
PeTeHuus Ha ypuHa 36 (3,3) I:l(04) |
HHKOHTHHEHLMA Ha 22 (2,0) T0 -
YpPHHa ' |
YperepanHa 8 (0,7) 6 (05)
obCTpYKLHA !
rHapymeHHa Ha bonka B Tasza 20(1,8) :5 (05) o
BbL3NPOU3BOAMTENHATA
CHCTEMA M I'bpliaTa ’ 5
______________________________________________________________________________________________________________ i y.,M_Gb - 3 (30 5) T (3 3) E
AcTenns 227 (20,8) 3229 B
Tnpexcus 90 (8,2) —5 0,5) -
1_ Mepugepun oroun | 96 (8,8) ROy
OB Hapywenns u | Bbananenye Ha 23 (2,1) 1(<0,1) |
e(deKTH Ha MACTOTO Ha |[/IHFABHLIHTE |
TIPHIIOKEHHE éonxa - N 36 (3,3) - 7.(0,.6)- |
| Ipravia Goaka nay 202
| Orox | 8(0,7) [1(<0,1) |
Tommn , . 15(1,1) !_ 10 A A
HepasnonoxeHue 21(1,9) o ““é
HamaneHo TenecHo 81 (7,4) 0 )
Terno o
ocresamns  [[lomUeHa acnaprar 301.2) <oh
MoBuwenn 7(0.6) (1(<01)
TPAHCAMHHA3H |

HU3nonapanero va G-CSF nokasea orpaHu4aBane Ha 4€CTOTATa W TEXKECTTA Ha HEYTPOIEHHATA (BX. TOUKH

421 4.4).

YecroTaTa Ha HEYTPONEHHs cTerneH >3 Ha 6a3a 1abopaTOpHH JaHHM BApUpPa B 3aBUCHMOCT OT

usnonasaxeto Ha G-CSF ot 44,7% no 76,7%, ¢ Hali-HHCKa vyecToTa, ChobLUeHa MPH U3
npopunakruka ¢ G-CSF. lo nonobeH HaunH, yecToTaTa Ha PeGpuiHa HeyTponeHus gFERS
oT 3,2% 10 8,6%. YcnoxHeHUs npu HeyTpoNeHHa (BKIOUYHTETHO PebpHaHa HEYTPOHE
HeyTPONeHWYHA HHPEKLIUA/CENCHC H HEYTPOTIEHW4EH KOMMT), KOUTO B HAKOH CITyYZ

NoAAB:
/

F-..

_, O
H3X0J, ca ¢bobieHH npH 4,0% OT NauMeHTHTe NPH M3NOA3BaHE HA MbPBHYHA npo friaka GG

npH 12,8% ot nauuenture 6e3 uanonssane Ha G-CSF.
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Cypoeunu Hapyuerus U apummul

B cO0pHKA aHATU3 ChpACUHH CHOUTHA ca cboblueHH npu 5,5% oT naunedTuTe, OT KouTo 1,1% ca uManwu
ChPACYHH apHTMHUH cTeneH > 3. YectoTaTa Ha Taxukapaus npu kabazurakcen ¢ 1,0%, kato no-Manko ot
0,1% e or crenen 2 3. YecroTaTa Ha npeachpaHo MbxacHeE € 1,3%. ChpaeuHaTa HeA0CTATBYHOCT €
cboOLeHa npy ABama nauueHTH (0,2%), kaTo B eAUHKHS OT ABaTa ciyydas TOBa € JI0Be0 A0 ¢aTaneH
n3xona. KamepHo mbxaeHe ¢ dartanen uixos e cro0ueHo npy | naumwenT (0,3%) u cbpaeden apect npu
TpuMa nauuedTH (0,5%). HUTo eaHo OT Te3n chOUTHA HE € CHeTeHO 3a CBBLP3aHO CIopea U3C/te0BaTeNs.

Xemamypus

B c6opHua aHanu3 yecToTaTa Ha XeMaTypHa BbB BCHUKHK cTeneHH € 6una 18,8% npu 25 mg/m? (Bx.
Touka J5.1). CMymasauln GakTOpH, KOHTO ca JOKYMEHTHPAHH, KaToO nporpecus Ha 3abonasaHeTo,
MEXAHHYHH MaHHIYNaUHH, MHPEKUUSA UKW aHTUKOAryJIaHTHA TEPANHA W TEPAIUs C
HCTIBC/aueTuncanuuuiosa kuceanHa ca OUnH HaeHTUHPUUHPAKU B NOYTH NOJOBHHATA OT CIYYaHTe.

ﬂpyeu OMKIOHEHUR 6 ﬂaﬁopamopnume noxazamenu

B c6opeH ananu3 wecToTuTe Ha aHeMud cTeneH >3, nosvwenu ASAT, ALT u 6unupybun Bb3 OCHOBA Ha
OTKJIOHEHHA B 1a0OpaTOpHHTE NOKa3aTenu, ¢a cboTseTHo 12,0%, 1,3%, 1,0% u 0,5%.

Cmomawno-ypesHu Hapyuerus
Habaronaganu ca KonuT (BRIIIOYHTENHO SHTEPOKOAHT H HEYTPONEHUUEH EHTEPOKOINT) M racTpuT. Uma

CbOOILEHHS H 33 CTOMALIHO-YPEBHO KbPBEHE, CTOMALLHO-4peBHa nepopaliid W wieyc (YpeBHa
obcTpykLtna) (Bx. ToUKa 4.4).

Pecnupamopnu napywenus

Cny4ad Ha MHTEPCTHLIMAIHA MHEBMOHUA/THEBMOHHT U MHTEPCTULIMANHE OestoapoGHa 60JIecT, MOHAKOra ¢
(araneH n3xon, ce cLobUABAT ¢ HEM3BECTHA YECTOTa (OT HANMYHUTE ARHHH HE MOJKe Na Obje HanpaseHa
OLICHKA) (BX. TOUka 4.4).

Hapywenun na 6vbpeyume u nuxounume nemuwa

Heuecrto ce crofiaBa UMCTUT, ABJKALLL CE HA peakUHs Ha paavallHOHHA NAMET, BKIIFOYHTEITHO
XEMOPAaru4eH LHCTHT.

[leavaTpryHa nonyJ/jauus

Buxre Touka 4.2,

ﬂp! ' CNCUHAITHH NTONyNalluHu

Cmapuecka ev3pacm

Ot 1 092-Te nauxeHTH, NeKyBaHu ¢ kabaszurakcen 25 mg/m? B NpoyuBaHMATA 38 pak Ha mpocTataTa, 755
MalHEHTH ca OWIK Ha BB3pacT 65 waM noseye roAHHH, BKAKOYHTENHO 238 nauueHTH Hag 75-roauiiHa
Bb3pacT. CneiHHTE HEXEMATOJOTMYHHU HEXKENAHH peakLiMH ca chobLIeHH ¢ yecToTa >5% no-puceraf
MALMEHTH Ha BB3PacT 65 WK NoBeYe rOAHHH B CPABHEHHE C TI0-MNIAAH NALWEHTH: YMOP

23,7%), acrenns (23,7% cnpamo 14,2%), kokcTunauus (20,4% cnpamo 14,2%), u nuc /Ai u

cnpamo 5,6%). Heytponenus (90,9% cnpamo 81,2%) u rpoMboumToneHuns (48,8% crpaic 36 o\

CBLIO 5% MO-BUCOKM MPU NALKMEHTH Ha Bb3pacT 65 WM noBeye roaMHH, B cpaBHeHn V5. ﬁ.’?‘e’“ <
nauueHTH. HeyTponeHns ut ¢ebpinna neytponeHns ctenex >3 ca cboOLIEHH ¢ Hal-B _ DAUTHKA B |
e T =k -.;.:-;é o .#.-"' N "-
"?‘}7 R S

“B/MKA O~

13 B e



YecToTaTa MEXKAY ABETE BL3PacTOBH rpynd (cboTBeTHO 14% u 4% no-BHcoKa npu nauueHTH > 65-
roAMLLHA BB3PACT, B CPABHEHHME C NAUMEHTH < 65-roguiliHa Bb3pacT) (BkK. ToukH 4.2 u 4.4).
CpobliapaHe Ha NOLO3MPAHH HEXKENAHH PEaKLUHM

Cpo0l1aBaHeTO Ha MOJAO3UPAHH HEXKETAHHW PEaKLMK CIIE/ pa3pelliaBaHe 3a ynorpeba Ha TIeKapCTBEHHS
NPOAYKT € BaXXHO. T0OBa NO3BONABA Aa NPOABIDKH HAOMIOACHUETO Ha CHOTHOLIEHUETO NMON3a/PHCK 32
JeKapCcTBEHHA NPOAYKT. OT MEIHLMHCKUTE CNELHAIIMCTH C€ M3KWCKBA /12 ChoD111aBAT BCAKA MOAO3HPpAHA
HEeXEllaHa peakuus Ha:

HM3ntanuTenHa areHUMs o NeKapeTsara,

yi. ,,JJamaH ['pyeB” Ne §,

1303 Codus,

Ten.: +359 2 8903417,

yebcaiiT: www.bda.bg.

4.9 Ilpepo3mrpane

He e n3secten aHTHAO0T Ha Kabazutakcen. O4aKBaHUTE YCNOKHEHHS TIPH NPeO3UPaAHE Ce ChCTOAT B
ODOCTPAHE HA HEXENAHHUTE PEaKLMH KATO MOTHCKAHE HA KOCTHHA MO3bK M CTOMALIHO-YPEBHH HAPYLLEHHS.

B cayu4aii Ha npeno3vpaHe, NaUMEHTHT TpadBa Aa ObAe NPUET B cNeLMANU3UPAHO OTAENIEHHE U
BHHMATEIIHO Npoc.ieaaBad. BuaMoxHO HaH-0bp30 cnen ycTaHOBSABAHE Ha NPEAO3HPAHETO, MALHEHTHT
Tpabea na nonyud G-CSF B Tepanestvunu no3u. Tpabea ga ce npeanpHemMar Apyry noaxoasiiy
CUMITTOMATHYHU MEPKH,

5. GOAPMAKOJIOrHYHH CBOHCTBA

5.1 QapMakoIHHAMHYHH CBOHCTB2

(dapmakoTepanesTHYHa rpyna: AHTUHEONNIaCTHYHH cpeacTRa, Takcadd, ATC kon: LOICD04

MexaHK3bM Ha JeHCTBHE

Kaba3urakcen € aHTHHEONIaCTHYHO CPEACTBO, ACHCTBALIO Ype3 HapyllaBaHe Ha MUKPOTYGYJIHaTa Mpexa
B kyieTkuTe. Kabasurakcen ce cebp3Ba ¢ TyOynuHa M CTUMYIHPA H3FPKAAHETO HA CTAOWIHU
MUKpOTYOYJIH OT TyOyJIHHA KaTO eJHOBPEMEHHO ¢ TOBA HHXHOUpPA TAXHOTO paznagaHe. ToBa BOAU A0
CTaOHNU3HpaHe HA MMUKPOTYOYNIHTE, KOETO BOAM A0 HHXHOHpaHe Ha MUTOTHUYHHTE U UHTEPgA3HHUTE
KJIETbYHH (PYHKLHUHU.

dapmMakoAHHaAMHYHHK edeKTH

Kabasurakces 1eMOHCTpHpA IUMPOK CNEKTHP HA AaHTUTYMOPHA aKTHBHOCT CPELLY aBAHCHPAIH YOBELLKH
TYMOpPH, NpUcaieHH Ha MUIIKH. KabazuTakcen € akTHBEH NPH AOLETAKCEN-UYYBCTBUTEIHY TYMOPH. OCBEH
TOBa, KabasHTaKce AEMOHCTPHPa aKTUBHOCT NPH TYMOPHH MOAENH, HEUMYBCTBUTENHH HA XHMHOTEpanHus,
BKJIIOUBALLIA ROLIETAKCE.

KnunnyHa edpUkacHoCT M 6€30nacHOCT

E¢durxacHocTra n 6e30nmacHoCTTa Ha kaba3HTakces B KOMOMHALIMA € NPETHM30H MM NPEIHU30NOH ca

OUCHCHHW B PARAOMH3UPAHO, OTBOPEHO, MEXKIyHapOAHO, MHOTOLUEHTpOBO npoyuBane ¢aza [1] (EFC6193)
MPU NALUMEHTH C METACTATHYCH, PE3UCTEHTEH Ha KacTpalMa pak Ha NMPOCTATaTa, JIEKYBaHH
CXEeMa, ChABbPXKALUA JOLETaKcenN.

MPOYYBAHETO.
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BropuuyHuTe KpaitHH TOYKH BKJIKOUYBAT: NpexUBIeMocT 0e3 nporpecus [progression free survival, PFS
(nednHMpana KaTo BpEMETO OT PAaHAOMHU3ALIHA 10 TYMOPHATa MPOrpecHs, NPorpecus Ha npocrara-
cneuuduyHus aHTHred (Prostatic Specific Antigen, PSA), nporpecus Ha 6onkara i cMBpT nopaau
KaKBaTO ¥ Aa € APYYHHA, KOETO HACTBIU NMBbPBO], HECTOTA HA TYMOPHHA OTFOBOP Ha Ha3ara Ha KPUTEPHH
3a OLICHKA Ha OTroBOpa NpH conruaHu TyMopH (Response Evaluation Criteria in Solid Tumours, RECIST),
nporpechst Ha PSA (nedunHupana xaro ypennuerue >25% unau >50% B PSA cvoTBeTHO npu
HEMOBIHUABALIH WK MOBANABALUM C€), OTroBOp HA PSA (MoHMxKEHHE HA cepyMHHUTE HUBA HA PSA ¢ none
50%), nporpecusa Ha Honkara [oLUeHeHa NOCPeACTBOM CKaNaTa 3a MHTEH3HTETa Ha MOMEHTHaTa Donka
(Present Pain Intensity, PPI) ot BbnpocHuka Ha McGill-Melzack u aHanreTuen peaynrat (Analgetic
Score, AS)] v otroBop Ha 6onkata (neduHUpaH KaTo HaMaleHHe CIPAMO U3XOJHOTO HUBO Ha MEANAHATA
Ha PP, no-ronamo ¢ 2 Toukh, 6¢3 cbnbTCTBaLO YBenHueHUe Ha AS, win HamaneHue ¢ >50% npu
H3MOJI3BaHe Ha aHANMETHK CNPAMO H3XOAHaTa CpeHa CTOMHOCT Ha AS 6€3 CHMBTCTRALLC YBETHYEHHE Ha
bonkarta).

Ob6wo 755 nauMeHTH ca paHOOMK3HpaKu Aa nony4aeaT Win kabasutakcen 25 mg/m’? HHTPaBEHO3HO Ha
BCEKH 3 ceaMHULHM 38 MaKCUMYM 10 LmMKbia ¢ ApeIHU30H WK NpeAHu300H 10 mg AHEBHO NEpOpasiHO
(n=378), niau MHTOKCAHTPOH 12 mg/m* UHTPABEHO3HO HA BCEKH 3 CeAMMLIM 33 MAKCHMYM 10 LMKbna ¢
NPeAHH30H WIH NpeaHU300H 10 mg aHesHO nepopantHo (n=377).

Tosa npoyusaxe BKNIOUBA NALHUEHTH HA Rb3pacT Haa 18 roauHH ¢ METACTAaTHYEH, PEIUCTEHTEH Ha
KacTpallHs paK Ha npocratara, HaMepHmM no kpurepuu Ha RECIST unu vensmepumo 3abonsasane ¢
yBeJiHuaBaHe Ha HUBaTa Ha PSA wiM nossa Ha HOBH Jie3nu, U QYHKIIMOHaNEH cTaTyc oT 0 10 2 cnopen
H3Toynara kooneparusHa rpyna no onkonorus (Eastern Cooperative Oncology Group, ECOG).
IMaunenture e Tpabeano ga uMar Heytpodunu >1 500/mm?, tpombounTty > 100 000/mm?, xemornobuu

>10 g/dl, kpeatunun <1,5 nvti I'TH, 06w 6unnpyoun <1 nvru I'TH, ASAT w ALT <1,5 nvru [TH.

[TaunenTH ¢ aHamHe3sa 3a 3acTOHHa CbpeYHa HEROCTATHYHOCT WK RHAPKT HA MHOKApPAA Npe3
nocneaHuTe 6 Mecena, WM NaUKHEHTH C HEKOHTPOJIHpaHa CbhpAetHA APUTMHUSA, CTEHOKApAWA WHIH
XHIEPTOHHS, HE Ca BKIIHOYBAHH B NPOYYBAHETO.

HemorpadckuTe JaHHH, BKIIOUBALIM Bb3pacT, paca H GyHKuHOHanHHAT ctatyc cnopes ECOG (0 no 2) ca
pasnpeaencHu MeXy paMeHaTa Ha JiedeHHeTo. B rpynata Ha kabasuTakcen cpenHarta Bb3pact € 68
roauHy, B AWanasoH (46-92) u pacosoto pasnpenenchue e 83,9% 64ana paca, 6,9% azvarcka/opveHTancKa
paca, 5,3% uerpouaHa paca u 4% JpyrH.

Cpenxuat Opoii Ha UMKIUTE € 6 B rpynaTa Ha kabasuTakcen W 4 8 rpynata Ha MHTOKCAHTPOH. BpoaT Ha
MAUHEHTHTE, KOUTO €3 3aRbPLUHIK ICYEHHETO B NpoyusaHeTo (10 unkbaa) e choTBeTHO 29,4% 1 13,5% B
rpynarta Ha kaba3uTakcen ¥ B CpaBHMTENHA Fpyna.

Ob1mata npexxHBAEMOCT € 3HAUMTENHO NO-NMPOIBIKUTENHA C Kaba3WTaKcell B CPaBHEHHE C MHTOKCAHTPOH
(cvoTBeTHO 15,1 Meceua cnpsamo 12,7), ¢ 30% HamansBaHe Ha pucka 3a CMDBPT, B CPABHEHHUE C
MHTOKCaHTPOH (Bx. Tabnuua 3 v dpurypa !).

[Nonrpyna or 59 nauxeHTH ca nonyyaBann NpeaH TOBA KyMyNaTHBHA 1032 JAouerakcen <225 mg/m? (29
NaLMEHTH B paMOTO Ha kabasuTakcen, 30 nauMeHTH B paMoTO Ha MUTOKCaHTpoH). He ce Habnonara

CTaTHCTHYECKA pa3fIHKa B 0DLuaTa npexueseMocT nNpy Tasu rpyna nauneHTH (HR (95%C1) 0,96 (0,49-
1,86)).

Tabnuua 3 - EpukacHocT Ha xabasurakcen B npoyusaHeTo EFC6193 npu neyeHHeTO Ha MaLMeHTH ¢
METaCTATHUYEH, PE3UCTEHTEH Ha KacTpauus pak Ha NpoCTaTaTa

KabGa3uTakcen + npeqnn3on

n=378
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Obma npmnﬂﬂeuoc'r | L
bpo# MOYMHAJIH NALHEHTH (%) 234 (61 9%) . 279 (74%)

Meﬂuaﬂa Ha MPEeXUBAEMOCT (Meceuu) | IS 1 (]4 [-16 3) | 12 7 (]1 6-13.,7) .
(95% CI) | |

‘Koec]munem Ha pncrca (HR)' (95%“ | 0,70 (0.59—01,83)
CI) |
p-CTOMHOCT - | S <(0,000 l.

'HR e onpenenen no mozaena Ha Cox; koeHuUMeHT Ha pucka noa | e B nonza Ha KaGa3urakcen

@urypa |: Kpusu Ha o0wa npexxussemoct no Kaplan Meier (EFC6193)

100
METOXCAHTPOH
*—8-® oemmoon
0 S padaETaxcen
+IIpeIHNIOH

IIponopunn na odmara npeaxunssemocT
LA
=

40 4
30 {
20 1
10 4
bpoit |
HITO0OEACHH 01‘!‘ R ——— v 3 v 21'— m—— 30
0 6 12 1 4
. Bpeme (Mecemn)
. T 300 188 67 1 1
~IPeTHEI0H 378 321 231 Q0 28 4

Habnronasa ce nogobpenue B PFS B pamoTo Ha kabGa3uTakcen B cpaBHEHHE C pAMOTO Ha MUTOKCAHTPOH,
cbOoTBeTHO 2,8 (2,4-3,0) meceua cnipsimo 1.4 (1,4-1,7), HR (95%CI) 0,74 (0,64-0,86), p<0,0001.

HabntonaBa ce 3HaUMTENIHO MNO—BUCOKA YECTOTA HA TYMOPHHS 0TroBop ot 14,4% (95%CI: 9,6-19.3) npw
NallMeHTUTE B paMOTO Ha Kaba3utakces B cpaBHeHHE ¢ 4,4% (95%Cl: 1,6-7.2) 3a nauMeHTHUTE B pamMoTo
Ha MUTOKCaHTpoH, p=0,0005.

BropuunuTe kpaitHv Touku Ha PSA ca nonoxxurenHu B paMoTo Ha kaba3urakcen. Habmo
Ha nporpecusTa Ha PSA ot 6,4 meceua (95%Cl: 5,1-7,3) npu nalMeHTUTE B paMOTO H
cpaBHeHHe ¢ 3,1 meceua (95%CI: 2,2-4,4) B pamoTo Ha MuTokcanTpoH, HR 0,75 me
0,90), p=0,0010. OtroBopsT Ha PSA e 39,2% npu naumeHTHTE B pamMoTO Ha kaba3

44,5) cnpsamo 17,8% npu nauneHTHTe HA MUTOKCAHTPOH (95% CI: 13,7-22,0), p=0 @

Z\

1'—'.'*-#

He ce nabntonaBa cTaTucTHuecka pasiiMka MEXKJLy JBETe paMEHa Ha JIGYeHHe MPH ﬁaécnﬂ i?fa
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fonkara u otroBop Ha Gonkara.

B enHo HeMHEPHOPHO, MHOTOLIEHTPOBO, MHOTOHALIMOHANHO, PAHIOMH3UPAHO, OTBOPEHO MPOYUBAHE
daza Il (EFC11785), 1 200 nauuenTH ¢ MeTacraTnyeH, pe3MCTEHTEH HA KacTpaLMA paK Ha
[pocTarara, JIEKYBaHH NpedH TOBA ChC CXEMa Ha JICUCHHE, ChabpKallla JoLeTaKkcen, ca Ouny
paHAOMM3IMpaHH na noayuar ao3a kabasutakcen 25 mg/m? (n=602) naun 20 mg/m? (n=598). O6wara
npexxusaeMocT (OS) e 6una nbpBHUYHATA KpaliHa TOYKa 32 €PUKACHOCT B NPOYYBAHETO.

[IpoyuBaHeTO € MOCTHIHAMNO CBOATA MbPBHUHA LEN 38 JEMOHCTPHPAHE HA HEMHPEPHOPHOCT Ha
kabasurakcen 20 mg/m? cnpamo 25 mg/m? (Bx. Tabnuua 4). CTATHCTHYECKH 3HAYHMO NO-BHCOK

npoueHT (p<0,001) nauneHTH ca nokasanu PSA oTrosop B rpynara, nonyuasaua 25 mg/m? (42,9%) B
CpaBHEHHE ¢ rpynara, nonydasaia 20 mg/m? (29.5%). HabnonasaH € CTATUCTHYECKH 3HAYUMO NO-BUCOK
puck ot PSA nporpecus npu nauyedture Ha 103a 20 mg/m? cnpsamo Te3u Ha ao3a 25 mg/m? (HR 1,195;
95%Cl: 1,025 no 1,393). Hama cratucTryecka 3HauMMa pasiinka no OTHOLIEHHE Ha IPYTH BTOPHUYHH
KpaiHH ToukH (PFS, TyMopeH nnu 60nkoB 0TroBop, TyMOpHa MW O0NKOBa NPOTrPEcHs W YETUPHUTE
noakareropuu Ha FACT-P),

Tabnunua 4 - Obwma npexussemoct B npoyusarero EFC11785 B pamoTo Ha kaba3urakcen 25 mg/m°
CrpAMoO paMoTO Ha kaba3urtakcen 20 mg/m? (Intent-to—treat analysis) — [TbpBHuHa KpaiiHa Touka 3a
e(pMKaCHOCT

_—— —_—— —_— -

r‘—l'ffl-f!-'r'-

CBZ20+PRED CBZ25+PRED

0=598 n=602

Obwma npexupaemMocT .
EPoi‘i CMBPTHH criyyaH, n (%) 497 (83,1 %) 501 (83,2%)

LTI IO IR T T T T TV YT - —_—

‘Méﬂuaﬂa Ha NPEeXXHBAEMOCT (_95"-% ) 13,4 (12,19 no 14,35)

14,5 (13,47 10 15,28)
CI) (Mmeceun) ;

él{cecbuuem Ha pHUCcKa® | - |
?Cl'lpﬂMG CBZ25+PRED 1,024 - | o
1-cTpanHa 98,89% UCI 1,184 -
0922 -

TR TR TRUIRTTTTTE. TTN THTY TTY, 1T P Sy EILL A TN g S i

CBZ20=Ka6asurakcen 20 mg/m?, CBZ25=Ka6asurakcen 25 mg/m?2, PRED=[Tpeauuzon/ITpeaunzooH

Cl=nosepurenen uurepsan, LCI (lower bound of the confidence interval)=nonHa rpanuua Ha
aoseputenHua nutepsan, UCI (upper bound of the confidence interval)=ropHa rpaHuiia Ha AOBEpHUTENHHSA
HHTEpBaN

a KoeQHUEHT Ha pHCcKa € OLIEHEH upe3 perpecHoHeH Mozen Ha Koke 3a nponopuMoHanHocT Ha pHCKOBE.
Koeduuenr Ha pucka < | rnoka3spa no-HHCbK PHCK npu kabazutakcen 20 mg/m? cnpamo 25 mg/m>.

[popuabT Ha BesonacHocT Ha kabasuTakcen 25 mg/m?, Habnmonasan B npoyusane EFC11785, e nono6en
KOTMYECTBEHO H KaueCTBEHO Ha TO3H, HabmonasaH B npoyuBaHeTro EFC6193. Ipoyusanero EFC11785
AE€MOHCTpHpA No-100bp npodun Ha GezonacHocT 3a kabasurakcen npu nosa 20 mg/m?,

Tabuua 5 - Peziome Ha naHHHTE 3a 6€30NacHOCT B pamMoTo Ha kabazurakcen 25 mg/m? cnpsmo pamoTto
Ha kabasuraxcen 20 mg/m? B npoyusanero EFC11785

- -— m . - - e e Rm eam ran

n=580
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Meﬂuaﬂa Ha 6pm unx.nuf
MeAWaHa Ha
TIPOABLKMTENHOCTTA Ha
Jlevenne

6/ 13 ceaMULIM

7/21 ceammum

.....

Bpou NALMEHTH C HAMAaNABAHe
‘Ha no3ara

n (%)

Ot 20 g0 15 mg/m*: 58 (10,0%)

Ot 15 go 12 mg/m?: 9 (1,6%)

OT 25 10 20 mg/m?: 128 (21,5%) |

Ot 20 go 15 mg/m?: 19 (3,2%)

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

‘BCHYKH cTelleHH HA HeXKeJIAaH peaknuua ? (%)

FﬂH&pHH 30,7 39,8

rraﬂ.EHé_m e R 24:5__ et 3-.2.’ : _

‘Vmopa ‘ * 24,7 271
?émawpua 14,1 20,8 -
AETEHHH _ “ 15,3 19,7 - _J
‘HamaneH aneTur 13,1 18,5 J
?Honpbmaue 14,5 18,2 B R
KDHCTHI‘IHLI,HH 17.6 18,0

rlf_iéhxa B rbpﬁa - 1_1,0 - ) - 1_3,9 |
KJ'IHHH‘!&H& HEY’I’pGl‘IEI:P;H 1 3,1 10-,9 o
Plucbelcunﬂ Ha NUKOUYHHTE 6,9 10,8 -
TMbTHLLIA I
'[lepudepHa ceHzopHa 6,6 10,6

'HEBpONaTHUs |
lﬂHCFEYBHH 7.1 10,6 o
HE?HEJ'I&HII PeAKIHH cTenen > 3 ° (%o) )
KIIHHH‘IHEI HEyTpOTEHHA 24 | _ 5,6 o
d}eﬁpHnHa HEYTPONEHUA - 2,1 9,2 o E
XeMAaTONOFHIHH OTKJIOHEHHS ° (%)
HgyTponeHHﬂ cTeneH > 3 41,8 73,3 -
AH;:MH:! CTene;lJ;?:_y - - 9:9 _ 131,7 -
ITpOMﬁOLlHTOl‘IEHHH cTeneH > 3 2,6 4,2

L - _— e e e ——

CBZ20=Ka6a3urakcen 20 mg/m?, CBZ25=Ka6asurakcen 25 mg/m?, PRED=ITpeanuson/TIpeanusonoH

a BCHUKH cTENEeHH HA HEXKEAAHH PEaKLIMH ¢ YeCTOTa, No-BUCoKa oT 10%

6 Hexenanu peakuuu ctenel > 3 ¢ uectoTa, NO-BHCOKA OT 5%

¢ B3 ocHoBa Ha 1abopaTOpHHU CTORHOCTH

B eaHO NPOCNEKTHBHO, MHOTORALMOHATHO, PAHAOMH3MPAHO, KOHTPOJIUPAHO ¢ AKTHBHO BELLIECTBO,
oTkpuTo npoyusaHe ¢aza IV (LPS14201/CARD npoyuBaHe) 255 nauyeHTH ¢ MeTacTaTHuyes
Ha KacTpauus pak Ha npocratata (mCRPC), nexyBaHu npeau ToBa B NPOU3BONEH pel, ¢
CbIbprKallia foiteTakcen, 1 ¢ AR-rapreTHo cpeactso (abuparepon WM eH3anyTaMua, ¢
3a0015BAHETO B pamuu're Ha 12 MeceLla OT HAYanoTO Ha IeYEHUETO), ¢a PaHAOMH3IHPA
kabasuTakcen 25 mg/m’ Ha BCEKH 3 CeAMMUM TLTIOC NPeSHU3OH/MpeaHH30N0oH 10 mg ]
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unu AR-tapretHu cpeacrtea (abupatepon 1000 mg BeqHDBIK JHEBHO MTIOC MPEAHU3OH/NPEAHU30N0H 5 mg
IBa MbTHU JHEBHO UNH eH3anyTamMua 160 mg BeaHbxk AHEBHO) (n = 126). PeHTredorpadcku oleHeHara
npexusseMocT 6e3 nporpecus (rPFS), onpeneneHa ot Pabothara rpyna 3a pak Ha npoctarata-2 (Prostate
Cancer Working Group-2, PCW(G2), e nbpBuyHaTa KpaiiHa Touka. BropHuHuTe KpaliHM TOYKH BKAHOYBAT
o0lia npeKUBIAEMOCT, NPEKUBAESMOCT Oe3 nporpecus, PSA 0TroBop H TYMOPEH OTTrOBOD.

HemorpadckHTe H U3XOOHUTE XapaKTEPHCTHKH ca 6anaHcHpaHH MeXay rpynuTe Ha nedyeHue. Ha w3xogHo
HHBO, oOulaTa MeaMaHa Ha Bb3pacTTa € 70 roguHn, 95% ot naunentute ca uman ECOGPSorO no 1, ¢
meanana Ha Gleason ckop 8. lllectaeceT v eann npouenTa (61%) OT NaLMEHTHTE ca UMAJTH
NpeaecTBanlo neueHue ¢ AR-TapreTHo cpeacTBo Caea NPEALleCTBAlla CXeMa ¢ JOLETaKCe.

[TpoyuBaHeTO € MOCTUrHAIO CBOATA MbPBHYHA KpaiiHa Touka: rPFS e 3HaunTenHo no-anara npu
kabazuTakcesn B CpaBHEHHE C AR-TapreTHo cpeacTBo (CboTBeTHO 8,0 Meceua cnpamo 3,7 Meceua), ¢ 46%
HaMaJIABaHE HA PHCKA OT Nporpecud (peHTreHorpad)cku OLeHeHa) 8 cpaBHeHHe ¢ AR-TapreTHo cpeaAcTRO

(Bx. Tabnmua 6 u purypa 2).

Tabnuua 6 EdukacHocT Ha kabGazuTtacken B npoyuBaHeto CARD npu sneueHye Ha MaLMEHTH ¢
METaCTAaTHY€H, PE3UCTEHTEH Ha KacTpaLMs pakK Ha mpocTaraTa (Intent-to—treat ananuz) —
peHTreHorpadcku olcHeHa npexusaeMocT 6e3 nporpecus (rPFS)

f — e —y— ——

Kaba3suTtaxkcen +
NPEAHA3OH/NMPEAHUIONOH +

AR-TapreTHo cpeacTBo:
AbupartepoH +
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G-CSF NPEAHU3OH/MPEAHHU3ONOH
UNIH '
EHzanytamun |
n=129 n=126 ;
Bpoit cu6uTHs KbM KpaiiHaTa nata (%) 95 (73,6%) 101 (80,2%) |

}Menuaua Ha rPFS (Meceun) (95% CI)

8,0 (5,7 no 9,2)

3,7(2,8 50 5,1)

Koeduupent Ha pucka (HR) (95% CI)

0,54 (0,40 no 0,73)
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p-cToiHOCT

<0,0001
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'cTpaTuduumpan log-rank Tect, npar Ha 3Hauumoct = 0,05

Durypa 2 —[TvpButiHa kpaitHa Touka: Kpusa Ha Kaplan-Meier Ha peHtreHorpadckn ouenenara PFS (ITT

NONynaLus)
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rPFS (mecenn) - Kpasa sa Kaplan-Meier no rpyon 5a aegenne - ITT nonvaanus
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MapKHpOBKHTE NnoKa3BaT UEH3YPUPAHH JlaHHH

[InanupanuTe ananu3u Ha noarpynu 3a rPFS, 6azupanu Ha pakTopu Ha cTpaTudUKaLMg NPH
paHaoMu3aumsaTa, gaBat koepuuueHt Ha puck 0,61 (95% CI: 0,39 no 0,96) npu nauxeHTH, KOUTO ca
noJiyyaBasiv npeaBapuTesiHo AR-TapreTHo CpeaCcTBO npeau aouerakcen U koedhuuueHT Ha puck 0,48
(95% CI: 0,32 no 0,70) npy nauMeHTH, KOUTO ca NOJy4YaBaiy NnpeaBapuTeIHO AR-TapreTHo cpeacTBo
ciel A0UeTaKcel.

Kaba3urakcen nokassa CTaTUCTUYECKO NPEBB3XOACTBO MO OTHOLIEHHE Ha AR-TapreTHUTE CpaBHUTEIHH
JICKApCTBEHH MPOAYKTH 3a BCAKa OT ajiPa-3allUTEHHUTE KIHOYOBH BTOPHUYHH KPAMHHU TOUYKH, BKIKOUUTETHO
obwa npexxussemoct (13,6 meceua 3a pamoTo Ha kabazutakcen cnpsmo 11,0 meceua 3a pamorto ¢ AR-
TapreTHo cpeactso, HR 0,64, 95% Cl: 0,46 no 0,89; p = 0,008), npexxuBsemocT 6e3 nporpecus

(4,4 Mecewa 3a paMOTO Ha Kaba3uTakces cnpamo 2,7 meceua 3a pamoto ¢ AR-tapretHo cpeactso, HR
0,52; 95% CI: 0,40 no 0,68), noreBbpaen PSA otrosop (36,3% 3a pamoro Ha kabazurakcen cnpsamo 14,3%
3a pamoTo ¢ AR-tapreTtHo cpeactso, p = 0,0003) u Hait-106Bp TyMOpeH oTroBop (36,5% 3a paMoTO Ha
kabasurakcen cnpsamo 11,5% 3a pamoto ¢ AR-TapreTHo cpeactso, p = 0,004).

[TpodunbT Ha OGe3onacHocT Ha kabGa3uTakcen 25 mg/m?, HabronaBaH B npoyusaHero CARD, kato usmno
CbOTBETCTBA Ha TO3M, HaOmoaaBaH B npoyuBaHusTa TROPIC u PROSELICA (Bx. Touka 4.8). Yectorara
Ha HeXKeJlaHW CbOMTHA cTeneH > 3 e 53,2% B paMmoTo Ha kaba3uTakcen crnpsamo 46,0% B pamoTo ¢ AR-
TapreTHoO cpeacTBO. HYecTtoraTa Ha CEpHO3HHU HexXenaHu cbOUuTHSA cTeneH > 3 e 31,7% B paMOTO Ha
kabaszurakcen cnpsamo 37,1% B pamoto ¢ AR-TapreTHo cpejicTBo. YecTtoraTa Ha NaLUMEHTUTE, KOUTO
OKOHYATEeJIHO Ca MpeyCTaHOBW/IKM W3MMTBAHOTO JIEYEHHUE 10PaJH HEXKeJ1aHU cbOuTHs, € 19,.8% B pamoTo Ha
kabasuTakcen cnpamo 8,1% B pamoro ¢ AR-TapreTHo cpencTBo. YecToTara Ha NaLMEHTUTE C HEXKENAHU
CHOHUTHS, 10BEJIH J10 CMBPT, € 5,6% B pamoTo Ha kaba3utakcen cnpamo 10,5% B pamoro ¢ AR-TapreTHo
Cpe/CTBO.

[leanaTpuyHa nonynauus
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Kaba3uTakcen € OueHEH B OTKPHTO, MHOMOLIEHTPOBO TIpoyuBaHe daza 1/2, nposeaeHo npu o6uo 39
NEAYATPHUYHK NAUHEHTH (Ha Bb3pacT Mexay 4 U 18 roanum 3a ¢daza 1 yacTra OT NPOYUBAHETO M MEXAY 3
1 16 roauHy 3a gasa 2 4acrTTa oT npoy4uBaHero). BuB ¢dasza 2 4acTra He ¢e noKa3a ePUKACHOCT Ha
kaba3uTakces Karo MOHOTEpanud B NEJUaTPUHHATA NOMyNauus ¢ peLHIMBHPAILl WIH pedpakTepeH
Andy3eH rauoM Ha MO3b4yHKUA cTeon (diffuse intrinsic pontine glioma, DIPG) v BHcOKOCTENEHEH FNHOM
(high grade glioma, HGG), nekyBanu ¢ no3a ot 30 mg/m?.

5.2 PapMaAKOKHHETHYHH CBO#CTBA

HMasbpuueH e nonynauuoHeH GpapMaKkOKHHETHYEH aHanu3 npu | 70 naupeHT!H, BKIIOYUTENHO NALIKEHTH C
aBaAHCHPAIIH CONMKHIAHH TYMOpPH (n=69), METacTaTUUEH pak Ha rbpaata (n=34) U MeTacTATHUYEH pPaK Ha
npoctarara (n=67). Te3u nauneHTH ca npreMany kabazurakcen B 1034 ot 10 a0 30 mg/m? ceamMuuHo K

HAa BCEKH 3 CeAMHLM.

Abcopbiius

Cnen eqHOYACOBO HHTPABEHO3HO MPUAOKEHHE Ha 25 mg/m? kabasuTakcen NpH NaUMEHTH ¢ MeTacTaTHYeH
pak Ha npocrtarata (n=67), Cnax € 226 ng/ml (xoeduuedT Ha Bapuauusa (CV): 107%) 1 e nocTuruara B
Kpas Ha enHouacosaTa HHPY3HA (Tmax). Cpeanata AUC e 991 ng.h/ml (CV: 34%).

He ¢ nabnonaBaHo ronaMo OTKIOHEHHE B A030BaTa nponopuuronanHocT ot 10 go 30 mg/m? npu
MaLMEHTH ¢ aBAHCHPANH CONUAHH TYMOpPH (n=126).

Painpenenchue

OGembT Ha pasnpeaencHue (Vi) e 4 870 1 (2 640 I/m? 3a nauueHT cbe cpe/iHa TENECHA MOBLPXHOCT
1,84 m?) B CTAHOHAPHO CHCTOSHHE.

In vitro cebp3BaHeTO Ha KabaszHUTaKCEN ¢ YOBELIKHTE CEPYMHH npoTeHHH € 89-92% u He ce Hacuila 1o

50 000 ng/ml, koeTo obxBalla MakcUMaNnHaTa KOHUEHTpaUKa, HabA2BaHA B KIIHHHYHH POYYBaAHUA.
Kabasutakcen ce CBbP3Ba OCHOBHO ¢ YOBEWKHUA cepyMeH anbymuH (82,0%) v ¢ nunonpotenHuTe (87,9%
3a HDL, 69,8% 3a LDL u 55,8% 3a VLDL). In vitro cbOTHOLUEHHATA Ha KPLBHA KbM fU1a3MeHa
KOHLIEHTpaU#sa B YOBEUIKATa KPbB, KOUTO ¢a B rpaHuunte ot 0,90 no 0,99, nokassar, ue kabasurakcen ce
pa3npenens €AHaKBO MeXy KPBhBTa H M1a3Mara.

buotpanchopmatinsg

Kabaszutakcen ce MeTabosiM3npa eKCTEH3UBHO B YepHHA Apob (>95%), rnasuo upe3z CYP3A uzoensuma
(80% no 90%). KabasuTakcen € OCHOBHOTO LIMPKYMPAUIO CheIMHEHHE B YOBELLIKATA MJa3ma. B nnazmara
ca OTKpHTH ceaeM MeTabonuTa (BKNOHHTENHO 3 akTUBHM MeTabonuTa BeeacTeue Ha O-aeMeThaupaHe),
KaTO OCHOBHHAT NPeACTaBiABa 3% OT eKCno3uuMaATa Ha OCHOBHOTO BeLuecTBo. Okono 20 merabonnra Ha
kaba3uTakcen ce EKCKpeTHpAaT ¢ ypuHaTa U (peleca.

Bb3 ocHoBa Ha in vifro npoy4YBaHHs, NOTEHUHANIHHAT PUCK 32 HHXHOMpaHe oT kaba3uTakcen B KIMHHYHO
3HAaYUMH KOHLEHTPALIMH € Bb3MOXKEH 3a JIeKapCTBEHH NPOAYKTH, OCHOBHO cyOcTpaTH Ha CYP3A.

Bbrpeku ToBa KAMHHYHO MPOYUBAHE NOKa3Ba, Ye kabasuTakces (25 mg/m?, NpUNOKEH KATO eHOKpATHA
1-4acoBa MH}Y3HA), HE NPOMEHS NLAa3MEHUTE KOHLUEHTPALUH Ha MHA301aM, KOHTO ¢ M3c/ieaBaH

cybctpat Ha CYP3A. Tlopaau ToBa, eAHOBPEMEHHOTO NPHOKEHHE B TEPANEBTHYHH IO3H Ha CybCTpaTH
Ha CYP3A ¢ kabasurakcen npy nayMeHTH HE C€ 04aKBa 1a MHMa KIIHHUYHO 3HAUYEHHE.

HsaMa noreHuHaneH puck 3a HHXUOUpaHe Ha NeKapCTBEHHU NPOJAYKTH, KOMTO ca Cy0c¢
eHsumu (1A2, 2B6, 2C9, 2C8, 2C19, 2E1 n 2D6), cblio Taka HAMA NOTEHLMANEH P
kaba3uTakcen Ha nekapcTBeHH NpoaykTH, cyberpaty Ha CYPIA, CYP2C9 u CYP
WHXHOMDA in vitro OCHOBHUA NbT Ha GuoTpancopmaLms Ha BapdhaprH B 7-XUAPOK
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meauupa ot CYP2C9. Cneaosarento He ce ovakpaT papMaKOKWHETHYHH B3aUMOAEHCTBHSA Ha
kabasurakcen ¢ sapdapHH in vivo.

In vitro kaba3urakcen He HHXHOUpa NpPOTeHHa 3a MHOXKECTBEHA JIEKapCTBEHa pe3HcTeHTHOCT (Multidrug-
Resistant Proteins, MRP): MRP1 u MRP2 unu oprauvunus katnoHeH tpaHcnoptep (Organic Cation
Transporter, OCT1). Kabasurakcen unxubupa tpaHcnoptipaneTo ot P-rnukonporeuna (PgP) (AMrokcHH,
BHHOJIACTHUH), MPOTEHHA HA PE3UCTEHTHOCT HA paka Ha repaaTa ( Breast Cancer Resistance Protein, BCRP)
(METOTpEKCAT) H TPAHCTIOPTUPALLMA NoAUNENTH HA opraHu4HM aHHOHH OATP1B3 (CCK8) B
KOHLUEHTpALKWH HaH-ManKo |5 mbTH OT HabN10AaBaHUTE B KNIMHHUYHH YCIOBHUSA, 10KATO HHXHOUPAHETO Ha
TpaHcnopTtupaHero oTf OATPI1B1 (ectpanuon 17B-rmokypoHHA) € B KOHUEHTPALIMK CaMO S MbTH OT
HaOloAaBaHUTE B KIMHHYHK yciioBHa. CneAoBaTeNnHO PUCKBT 32 B3aUMONEHCTBHE i vivo Che CyOcTpaTH
Ha MRP, OCT1, PgP, BCRP n OATP1B3 B n103a 25 mg/m* e manko BeposTeH. Bp3moxkeH € puck 3a
p3anmoacicTaue ¢ OATPIBI1 rpaHcnoprepa, ocobeHo no speme Ha HHPY3HuaTa (1 yac) u 10 20 MUHYTH
cnea Kpas Ha HHQY3HATA (BX. Touka 4.5).

EAMMHHUpAHE

Cnen eqHouacosa HHTpaBeHO3Ha HHGY3Hs Ha MapkupaH *C kabasutakcen B 103a 25 mg/m? npu
nauuenTH, npubnusurenHo 80% ot npunoxenara 103a ce eIAMHAHHPA B PAMKUTE Ha 2 CEIMHULH.
Kaba3sutakcen ocHOBHO ce ekckpeTupa upes deueca noa opMara Ha MHOXKECTBO MeTabonuTH (76% oT
103ara), 1oKaTo 6bOpeuHaTa eKcKkpelus Ha kabaszurakcen M MeTaboJIMTHTE € No-Manko ot 4% oT ao3ara
(2,3% KaTO HEMpPOMEHEH JIEKAPCTBEH MPOJYKT B YPHHATA).

Kaba3urakcen nma BUCOK nnasmeH kKaHpbHC oT 48,5 1/h (26,4 1/h/m? 33 naumeHT ¢bC cpeHa TeJlecHa
NoBbPXHOCT 1,84 m?) M ABABLI TEPMHHANEH MONYXKHUBOT OT 95 yaca.

CneuManHu rnonynatmu

HHHHEH??IH 8 cmapuecxda svapacm

B nonynauuosed papmakokuHeTHueH ananus npy 70 nauMeHTH Ha Br3pacT 65 U rnoseue roausu (57 oT
65 no 75 v 13 naunenTH Haa 75 roanHM) He € HabNlOARBAHO BITMAHHE HA BB3PacTTa BbpXY
dhapMakOKHHETHKATa Ha KaDa3uTakcen.

HHeouampuunu nayuenmu

bezonacHocTTa M edukacHocTTa Ha Kabazurakcen EVER Pharma npu geua v ronown noa | 8-roauuiHa
Bb3PacT HE Ca yCTAHOBEHH.

Yeprodpobno yepescoarne
Kaba3uTakcen ce eNHMHHUPA OCHOBHO Ype3 YepHOApPoOeH MeTaboUILM.,

CreunanHo npoyusase fpu 43 OBKOJNOTHYHH MALMEHTH C YEPHOAPOOHO YBPEXKIAHE HE MOKA3BA BIHAHHUE
Ha nekoTo (00w SutHpy6ouH >1 no <1,5 meti ITH unu ASAT >1,5 nbTi I'TH) wnu ymepeno (o001
Ounupyouu >1,5 no <3,0 muti I'TH) uepHoapoOHo yspexxnane BopXy dapMakoKHHETHKATA Ha
Kaﬁasnmfcen. MakcumannaTa nosocuma noza (MIN]1) Ha kabasurakcen e croTBeTHo 20 mg/m? u

[5 mg/m~.

[1pu 3 nauMeHTH ¢ TEXKKO YepHoapodHO yepexkaane (06w ounupyoun >3 netu I'TH) e HabawnasaHo
HaManeHue ¢ 39% Ha KIMpbHCca B CpaBHEHHE C NALMEHTH € IEKO YEPHOAPOOHO YBPEXKIAHE, KOETs
MOKa3Ba U3BECTHO BAHMAHHE HA TEXKKOTO YEPHOAPOOHO YBpeXKaHe BbPXY (hapMaKOKHHE / aggnii 1,
kabazurakcen. He e yctaHoBena MI1/] Ha kaGa3uTakcen NpH NALMEHTH C TEXKO YepHOSPadije

yBpexKaaHe. ~
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B13 ocHOBa Ha naHHWTE 3a O€30MacHOCT H NOHOCHMOCT, N03aTa Ha kabasurakcen TpabBa Aa ce Hamanu
NPH NALKUEHTH ¢ JEKO YepHOAPOOHO yBpexaaHe (BX. ToUkH 4.2, 4.4). Kabasurakcen EVER Pharma e
NPOTHBOIMNOKAa3aH NPH NALMEHTH C TEXKKO YepHOApoOHO yBpexaaHe (Bx. Touka 4.3).

bvbpeuno yepesxcoare

ExckpeuusTa Ha xabasutakcen npe3 ObOpenute € Munumansa (2,3% ot po3sara). Iomynaunonex
dapMaKOKHHETHYEH aHaTU3, u3BbpilcH npu | 70 nauuenTy, BruTOYBalll 14 NAUMEHTH ¢ YMEPEHO
ObOpeuHo yBpexaaHe (KpeaTHHUHOB KIWbPBHC B rpanuuuTe o1 30 go 50 mli/min) u 59 nauneHTH ¢ Jeko
O01OpeuHo yBpexxaaHe (KpeaTHRUHOB KIHBPBHC B rpanyuute ot 50 go 80 ml/min) nokasea, ue nekoto a0
yMepeHo 6b0pedHo yBpexKaaHe HAMA 3HauMMHU eekTH BLPXY papMakOKHHETHKATa Ha KabazuTakcel.
ToBa e NOTBLPAEHO OT CNEUHATHO CPABHUTENHO GapMAKOKHUHETHHHO NPOYyUBaHE TPH NALUKWEHTH CbC
CONMOHY TYMOPH ¢ HOpManHa O1vOpeyHa pyHkums (8 naureHTH), yMepeHo (8 nauMeHTH) H TexKo (9
nanueHTH) 6LOpeUHO yBpexKaaHE, KOUTO ¢a NOJYYHUIW HAKONAKO UMKD/IA Kaba3zHTaKceNn KaTo eAMHUYHA
MHTPaBEHO3HA HHDY3MA 10 25 mg/m?,

5.3 IlpeakNTHHHYHH JaHHH 32 §e30MacCHOCT

Hexxenanu peaxiurH, KOWTO He ca HabmoaaBaHy Npy KTHHUYHH NPOYYBaHMA, HO ca HabogaBaHH NpH
Ky4€Ta cnell eAHOKpaTHa 4034, 5-AHEBHO U CeIMHUUHO NPUNaraHe NpH HHRa Ha eKCMO3HLHA, NMO-HUCKH OT
HHBATA Ha KIMHHYHA EKCNO3HLMA ¥ C Bb3MOXHO 3HA4YEHHE 3a KIIMHHYHATa ynoTpeba, ca
apTepHoNlapHa/repUapTepyoONapHa HEKPO3a B YEPHHA Apo0, XMnepniasusg Ha XITbYHHMTE KaHAueTa W/ HiH
XenarouenynapHa Hekpo3a (Bx. Touka 4.2).

Hexxenanu peakuuu, KOMTO He ca HabMOgaBaHHU NPH KITHHHYHY MPOYUBAHKA, HO ¢a HabAKOJaBaHU NIPH
IUTBXOBE NO BPEME HA NMPOYUBAHUS 3@ TOKCHUYHOCT MPU MHOTOKPAaTHO ApHaraHe, npyu HUBa Ha
€KCMO3ULMA, MO-BHCOKH OT HUBATA HA KIIMHUYHA €KCMO3ULIMA H ¢ Bb3MOXXHO 3HaYE€HHE 33 KIIMHHYHATA
ynorpeba, ca HapyLICHHS Ha OMUTE, XapaKTEpH3NPALLY C€ ChC CyOKancynapHo NOMbTHABaHE/ AereHepaLMs
Ha newara. Te3u egexkTr ca Ounu yacTuuHO obpaTHMH ciea 8 ceAMHLH.

[lpoyuBaHMs 3a KAPUUHOTEHHOCT HE ¢a MPOBEXKIaHH ¢ Kaba3zuTakcen.

Kaba3utakcen He npeaw3BUKkBa MyTaLUMu Nipy OakTepHaseH TeCT 3a o0paTUMK MyTauuu (TecT Ha Ames).
He ¢ xnacTorexen npu in vifro Tect B HOBEHKH NTUMGBOUMTH (HIMA WHAYKLIMA Ha CTPYKTYPHH
XPOMO30MHH abepaLivH, HO ce yBenuuapa OpOAT Ha MONMIVIOUIHUTE KNETKH) H NPEAN3BHKBA YBETUUEHHUE

Ha MUKpOsApaTa B /n Vivo TECT NMPH NIbX0BE. Te3H reHOTOKCUYHM HaXOOKHU oDave ca npHChilHK 3a
(papMakosOrHuHOTO ACHCTBHE HA CheAMHEHHETO (MHXHOHpaHe Ha TyOY/IMHOBaTa AeNONUMEPH3ALMA) U ca

HaOJII0AaBaHK NPU NEKAPCTBEHH NMPOAYKTH, NPOABABALIH CbllaTa $hapMaKoNOoruyHa akTUBHOCT.

Kabasurakcen He NOBIHABA YHPTOCBAHETO HAH QEPTHANTETA NMPH TPETUPAHU MBXKKH ILTbXOBE, Bhnpeku
TOBA MPH NMPOYUYBAHKSA 33 TOKCHYHOCT NPH MHOTOKPATHO MpUiaraHe e HabnogaBaHa aereHepalus Ha
CEMEHHHTE BE3HKYJTH H aTPO(PHs Ha CEMEHHUTE KaHal4YeTa B TECTHCHTE NIPH [L1bXOBE W IEr€HEPAUUs Ha
TECTUCHTE (MHHHUMAJIHA HEKPO3a HA €AMHHUYHY EMUTENHH KIIETKH B €ENMUINANWMA) NPH KyUeETa.
ExcriosuuHuTe NpH XKHBOTHHU ca OWM NoAo6HN WK NO-HUCKK OT TE3M, HaOTIoAaBaHH TIPH XOpa,
nonyuyaBatid KTMHHYHO 3HAYUMH 1034 Kabasurakcen.

Kabasurakcen npean3pHksa eMOpuodeTanHa TOKCHUHOCT NPH XKEHCKH ILTbXOBE, TPETHPAHH
HHTPaBEHO3HO BEJHBK AHEBHO OT 6 10 17 recTauMOHEH OEH, KOATO € CBbpP3aHa ¢ TOKCHYHOCT 3a MaiKkaTa
H C€ H3pa3nBa BbB (eTalHa CMBPT M HAMAJIEHO cpedHO (PeTaTHO TEro, aCoUMHpaHo Che 3abaBane Ha
CKeJeTHaTa ocudukauus. Excrnozuuuure npu )HWBOTHH ca OWJIM NO-HHCKH OT Te3H, Habmoaa
X0pa, rnonyvapailli KIMHHYHO 3HAYHMH 103K Kabazutakcen. Kabasurakcen npemuHana
Oapunepa npH MILXOBE.

[1pn nurbXxose kaba3uTakcesl H HEFOBUTE METAbONIHTH Ce EKCKPETHPAT B MaHYHHOTO
10 1,5% ot npunoxeHara aoza B npoab/DKeHHe Ha 24 yaca.
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OuieHka Ha pucKa 3a okosiHaTa cpea (ERA)

PeaysTaTure OT NpOyUYBaHHATA 32 OLICHKA Ha PUCKA 34 OKOJIHATA Cpefla MOKa3BaT ye kabasuTakcen HAMa
2a NPUYMHU CEPHO3EH PHUCK 3a BOAHATA cpeaa (BxK. TOUKA 6.6 3a H3XBBPJAAHETO HA HEU3MONIBAHUSA

JIEKapCTBEH NMPOAYKT).
6. PAPMAIIEBTHYHHM JAHHH
6.1 CnHChK HA NOMOIBHTE BelllecTBa

Honucopbar 80

EtaHon, 6e3soaeH
Makporon

JINMOHEeHa KUCceJIMHA

6.2 HechBMECTHMOCTH

To3u nexkapcTBeH NpooyKT He TPsOBa Aa ce CMECBA C APYrH JIEKAPCTBEHH NPOIYKTH, C U3KITIOUEHHE HA
NOCOYEHUTE B TOUYKA 6.6.

3a NPUroTBAHE H NpUNaraHe Ha pasTBOpa 3a MHGY3HA Ja HE ce U3NON3BAT onaxorku oT PVC u
MONHYPETAHOBH HHPYIUOHHH KOMIUIEKTH.

6.3 Cpox ma roamocr

HeoTBopeH ¢dnakoH

3 roaAuHH

Cliea nbpBO OTBApAHE

MHoroao3osu ¢uiakoHH: XUMHUYHaTa, GH3HYHATA H MMKPOOHONOrHYHaTa CTaOWIIHOCT Ha pa3TBopa clef
NbPBOTO OTBapAHE Ca AOKa3aHH 3a nepuon ot 28 nHu npu remnepatypa noa 25°C. Kabasurakcen EVER
Pharma e noaxoasii 3a MHOroKkpaTHa ynotpeba.

Cnen paspexiaHe B UHOY3IHOHHHKA cak/OyTHAKa

XUMHYHATa W PU3HUHATA CTAOKHIIHOCT HA HHOY3HOHHHA pa3TBOp ca AOKa3aHH 3a nepHon oT 48 vaca npu
Temnepartypa noa 25°C H 3a nepuo oT 14 JHH NPH CbXPaHEHHE B XJIaAHIHHK.

OT MHKpOOHONIOrHYHKa TIeiHA TOYKa, HHOY3HOHHUAT Pa3TBOp TPAOBA Aa ce U3MO/I3Ba BeaAHara, AKo He ce
H3NOJI3Ba BeiHAra, NEpHOABLT HA H3MO3BAHE U YCIIOBUATA 32 ChbXPaHEHHE MPeaH ynoTpeba ca
OTrOBOPHOCT Ha NnoTpeduTend v o61MKkHOBEHO He TpAGBa Ja HAAXBLPAAT 24 yaca NMPH TemnepaTypa Mnoj
25°C, OCBEH aKO pa3pek[aHeTo HE € H3BBbPLICHO B KOHTPOIHPAHH W BATHAYPAHH aCeTTTHUYHH YCIOBHS.

6.4 Crhneunaiasm yCJIOBHS Ha ChLXpaAEHHE
To3wk nexkapcTBeH NPOAYKT HE H3UCKBA CTIELIMANIHU YCIIOBHA HAa ChXPaHEHHE.
Ha He ce 3ampa3saBa.

3a ycnoBuaTa Ha ChbXpaHeHHE Clie]] MbPBO OTBAPAHE H Pa3peiKAAHE HA NeKapCTBEHUA MDY
TOYKa 6.3.

6.5 BuaH chABpXKAHHE HA ONAKOBKATA
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EnHa onakoBka chabpka eAvH (pIakOH C KOHUEHTPAT 33 WHY3HOHEH pa3TBOpP.

[Tpo3spaueH cTuKIIEH DNAKOH, 3aTBOPEH ¢be cHBa OpombyTHNOBA ryMeHa 3anyulajka, 3anevyaraHa ¢
anyMHMHUEBa 00KaTKa, NOKPUTA ¢ IUIACTMAcOBO OTYYMNBAIIO CE Kanaue.,

Buaose OrakoBKH: 1 x 4,5 ml (45 mg)
1 x5 mi (50 mg)
1 x 6 mi (60 mg)

(DnakoHKTE MOrarT J1a ¢a WK N1a He ca OOBUTH B 3allIMTHA 0OBUBKA.
He BCHUKH BHAOBE ONMAKOBKY MOrat aa Obaar mycHaTH Ha nasapa.
6.6 ChneunnajHH PpPEeANA3ZHA MEPKH NIPH HIXBLPJ/sIAe B paboTa

Kabasuraxcen EVER Pharma tpa6ea na ce npuroTes v npuiara camo ot nepcoHasn, ofyuen 3a padora ¢
LIHTOTOKCHYHH CPERCTBA. bpeMEHHH XeHU OT nepcoHana He Tpabea aa paboTAT C NeKapCTBEHNUS NMPOAYKT.
Kaxkro ¥ Nnpy ApyruTe aHTHHEONNACTHYHH CPEACTBA € HeOOX0AMMO MOBULIEHO BHUMAHHWE NPH paboTa
npuroTesHe Ha pa3Tsopu Ha Kabasurakcen EVER Pharma, kato ce uma npeasua H3non3paHeTo Ha
npeanasHy YCTPOHUCTBA, IMYHH NPEANa3HH CpeaAcTBa (HarpUMep PbKABULIH) U NPOUEAYPH 33 IPUTOTBAHE.
AKoO Ha HakoH etan oT padborara Kabasurakcen EVER Pharma Bnese B KOHTaKT ¢ KoXara, H3MRIATE 4
He3abaBHO ¥ OOMNHO € BOJA U canyH. AKO Ble3€ B KOHTAKT ¢ JIMTaBHLIM, W3MHETE r'H He3abaBHO W 0OUNHO

C BOAa.

[Ipouerere LIEJIMHA pasnen sBuumarenro. Kabasurakcen EVER Pharma nznckea EJXHO paspexnane
npean npuioxkeHue. Cneapaite HHCTPYKLMHUTE 3a NNPUIOTBAHE, NOCOUYEHH 110-A07Y.

OnucanuaT No-a0ny npouec Ha paspexaaHe TpAOBa Aa ce NPoBekAa NPH ACENTHYHH YCI0BUS 34
MPUrOTBAHE HA HHY3HOHHHUS Pa3TBOP.

Moxe na e Heo6X0AHM NoBeue OT €AHH PNaKOH OT KOHLUEHTPATAa, 3a Ja Ce NPHAOKH NPeAnucaHara ao3a.
Pazpexnane 3a nnpyzun
Crbnka |: C noMolnra Ha rpagyHpaHa CrIipHHLIOBKA, CHaOAeHA ¢ Urna, aCeNTHUHO U3TEr/IeTE

HeOOXOAHMMOTO KONHUYECTBO OT KoHUeHTpaTa (10 mg/ml kaGasurakcen). HanpuMep, 3a 103a ot 45 mg
Kabazutakcen EVER Pharma ca neobxonumu 4,5 ml xoHueHTpar.

Kabasuraxcen EVER Pharma 10 mg/ml koHueHTpaT 32 HH(Y3HOHEH pa3sTBOp ChAbPKA JOMBIHHTENEH
ooeM. Tozu pombanuTeneH obeM rapadTupa, 4e MOXKE 1a ce ussieue obem ot 4,5 ml, 5 ml wnu 6 mi,
ceabpxau 10 mg/ml xabazurakcen.

Ctbnka 2: UikekTHpaliTe B CTEpHITHA ONAaKOBKa, KOATO He cbabpka PVC B ¢berasa cu, ¢ 5% pasTeop Ha
r/IIOKO3a UK HHQY3IHOHEH pa3TBOp Ha HarpHeB xuopua 9 mg/mi (0,9%). KoHuenTpauuarta na
WHY3UOHHHWR pa3TBop TpabBa na 6vae Mexay 0,10 mg/ml v 0,26 mg/ml.

Crenka 3: OTcTpaHeTe CIpHHLOBKATa H CMECETE ChABPKAHHETO HA HHDY3IUOHHUA caK WM ByTHIKA
PBYHO upe3 pasKialllaHe.

Cronka 4: KakTo NpH BCHYKH NPOAYKTH 32 MAPEHTEPAIHRO MPHAOKEHHE, NONYUEHHIT HHOYIKOHOH
pa3TBOp TpabBa na 6bae NposepeH BU3yalHo npeau ynorpeda. Toil kato uHdY3IHOHH M Re
[IPECHTEH, Bb3MOXKHO € [1a KPHCTANH3Hpa ¢ TEUEHHE Ha BpeMeTo. B To3u cnyvaii pas
c€ M3MOoA3Ba U TPAOBA Aa C€ U3XBDHPIIH.
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WHpy3HOHHHUAT pa3TBOp TpsAOBa Aa ce u3non3ea BeaHara. Benpeku ToBa BpeMeTo Ha ChXpaHEeHHUE Npeau
ynotpeba Moxe aa 6ble No-AbAro fnpu onpeaeieH! YCIoBHS, NOCOUEHH B TOYKa 6.3.

3a npuroteaHe ¥ npunarane Ha Kabasurakcen EVER Pharma na He ce wznonssar onakosku ot PVC u
NOJHYpPETAHOBH HHYY3ZKOHHH KOMIUIEKTH.

Kabasurakcen EVER Pharma He Tpabea na ce cMecBa ¢ Apyru fieKapcTBERH NPOAYKTH, C H3K/TIOYEHHE Ha
NOCOYEHHTE.

HeuznonipaHUAT €KapCTBEH NMPOAYKT MK OTNAABYHHTE MATEPUaNTH OT Hero TpAdBa Aa ce W3XBLPNAT B
CHOTBETCTBHE C MECTHWTE H3UCKBaHHUA.

7. INIPUTE/KATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

EVER Valinject GmbH

Oberburgau 3

4866 Unterach am Attersee

ABCTpuA

8. HOMEP(A) HA PAZPEIIIEHHETO 3A YIIOTPEBA

Per. Ne 20220008

9. JATA HA ITBPBO PABPEINABAHE/TIOMHOBABAHE HA PABPEIIEHHUETO 3A
YIIOTPEBA

Hata Ha nbpBo pa3spewasane:; 04 sHyapu 2022
JaTa Ha nocneaHO NOJAHOBABAHE:

10. JATA HA AKTYAJM3HPAHE HA TEKCTA

01/2025

26




