MMPUJIOKEHME I

KPATKA XAPAKTEPUCTHUKA HA TIPOJAYKTA



1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

Kab6asurakcen Accord 20 mg/ml KkoHIIEHTpAT 32 HHPY3HOHEH Pa3TBOP

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Enun ml konnenTpar chappxa 20 mg kabasurakcen (cabazitaxel).
Enun ¢nakon ¢ 3 ml koHneHTpaT chabpxa 60 mg kaba3uTaKce.

[TOMOIITHO BEIIECTBO ¢ U3BECTHO JICHCTBUE
KpaitausaT npoaykT ceabspxa 395 mg/ml 6e3BoseH eTaHou, Taka 4e BcekH (iaakoH 3 ml chappka
1,185 mg Ge3Bo/ieH eTaHoMI.

3a IbJIHUS CIMCHK Ha IIOMOIIHUTE BCIICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Konuentpat 3a uH}py3uoHeH pa3TBop (CTEpUiIeH KOHIEHTPAT)
KonuentpatsT € 6ucTbp, 6e31uBeTeH 10 OJIeI0KBIAT WIH KBITO-KapsaB pa3TBOP.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHUSA

Ka6asurakcen Accord B KoOMOMHALINS ¢ IPEAHNU30H WM TIPEIHU30JIOH € TIOKA3aH 3a JICueHHe Ha
BBH3PACTHY MAIIMECHTH C METACTATHYCH, PE3UCTEHTEH Ha KACTpallMs PaK Ha MPOCTATaTa, JICKYBaH Mpean
TOBA I10 CXeMa, ChAbPIKallla JoueTakcen (BxK. Touka 5.1).

4.2 J1o3MpOBKa U HAYMH HA NPUJIOKEHHE

VYnorpebara Ha kaba3uTakceln TpsOBa ga ObJie OrpaHHYeHa 10 3aBEACHHS, CIICIHATI3HPAHH B
MpUJIaTaHeTO Ha HUTOTOKCUYHA XMMHOTEPAITUs U TPsAOBa Aa ce Mpujiara caMo oA KOHTPOJ Ha JieKap,
KBaH(HUIUPaH B IPUIAraHETO Ha MPOTHUBOpaKoBa XuMuoTepanus. TpsOBa qa ObIaT HATHIHA
MartepuaigHa 6a3a u 06opyaBaHe 3a JICUCHNE Ha CEPHO3HH PEaKkInH Ha CBPBXIYyBCTBUTEIHOCT KaTo
XUIOTOHHUS U OpOHXOCMHa3bM (BXK. Touka 4.4).

[Ipemenukanus
IIpenopbuntenHaTa cxeMa Ha IpeMeauKanus Tpsiosa Aa Obae U3BbplleHa oHe 30 MUHYTH IIpeau

BCSIKO NMPHJIOKCHUE Ha Kaba3uTaKcel ChC CICIHUTE HHTPABCHO3HH JICKAPCTBEHU MPOIYKTH, 3a Jia ce
HaMaJli PUCKBT H TEKECTTA HA CBPBXIyBCTBUTEITHOCT:
* AHTUXUCTaMUH (AEKCXJIOpPEHUPAMUH 5 mg WK TUPEHXUIPaMUH 25 mg WK eKBUBAJICHTHH),
*  KOPTHUKOCTEpOU] (JiekcaMeTa30H § mg UM €KBUBAJIICHTHH ),
* H2 aHTaroHucT (paHUTHUAMH WU €KBUBAJICHTHH) (BXK. TOUKa 4.4).

[IpenopbuBa ce aHTHEMETHYHA TPOPHUIAKTHKA, KOATO MOXe Jja ObJie MpuiIarana nepopagHo Uil
HWHTPaBEHO3HO, KaKTO € HEOOXOIUMO.

Ilo BpEME Ha JICYCHUETO, MMAlITUCHTUTE Tpf[6B3. Ja 6’[),[[3.T AICKBATHO XUApAaTHUpPaHH, 3a Ja C€ n3oersaT
YCIOXXHEHHUA KaTO 61)6pet1Ha HCOOCTAaThbYHOCT.

AOSI/I[EOBKa

IpenopbuuTenHaTa 103a kabasurakces € 25 mg/m?, MpuIoKeHa KaTo eHOYacoBA HHTPABEHO3HA
nH(}Y3WI Ha BCEKX 3 CEAMHUIN B KOMOMHAINS C TIPETHU30H WIH NpeIHI30iI0H 10 mg, mpuiIokeH
IIEPOPAITHO €XKEIHEBHO MI0-BPEME HA JICUEHHUETO.



Kopueupane na dozama
IMpomsiHa Ha mo3arta TPsIOBa /a ce HATIPABH, aKO MAMEHTHUTE MOTYYaT CICTHUTE HEXKEIAHN PEaKIINH
(Crenennre ce oTHacAT kbM OOIIHUTE TEPMUHOIOTHYHA KPUTEPHH 32 HeXeNaHu cxonuTrs, Common

Terminology Criteria for Adverse Events [CTCAE 4.0]):

Tabnmna 1 — [IpenopbunTeTHE IPOMEHH Ha J103aTa MOPAAN HEXKENaHa Peakuus P IalieHTH,

JEeKyBaHH ¢ Kaba3uTaKkcen

Hexenann peakuun

IIpomsina Ha go3aTa

[IpogpmkuTenHa cTeneH >3 HEyTPONeHUs (TI0-
IBIr0 OT 1 ceMuIla) BBIIPEKH MOIXOIAIIO
neuenue, BxirountentHo G-CSF

OT0XkKeTe JIeYeHUETO, JOKATO OpOAT Ha
HeyTpodumute crane >1 500 kneTku/mm?’, cien
TOBa HaMaJsleTe J103aTa Ha Kaba3uTaKkcel OT

25 mg/m” na 20 mg/m>.

®debpuriTHa HEYTPOTICHHS WK HEYTPONICHUYHA
UH(EKIHs

OTJI0%KeTe JICYCHHETO, JOKATO HACTHIIN
n0100psBaHE MM H3Ue3BaHE HA CHMIITOMUTE H
JI0KaTo GPOSAT Ha HeYTPO(UIINTE CTaHE

>1 500 xeTkH/mm?>, cien ToBa HaMaeTe
n03aTa Ha Kaba3uTakcen oT 25 mg/m’ Ha

20 mg/m>.

Crenen >3 auapusi UK EPCUCTHpAILA AUAPUS
BBIIPEKH MOIXOAALIO JICUEHHE, BKIIOYUTETHO
BBH3CTAHOBSIBAHE HA TEUHOCTH M €JIEKTPOIUTH

OTIOKeTe JeYEHUETO, JOKATO HACTHIIN
no00psABaHe MK H3Ue3BAHE HA CUMIITOMATE,
CJle/l TOBa HaMajleTe J103aTa Ha Kaba3uTakces OT
25 mg/m” na 20 mg/m>.

Crenen >2 nepudepHa HeBpONaTHs

OTnoXxeTe JICUEHUETO, TOKATO HACTBITH
nooOpsiBaHe, Clie]] TOBA HAMaJleTe J103aTa Ha
kabasurakcen ot 25 mg/m* Ha 20 mg/m”.

AKO NalMeHTUTe MPOIbIKABAT J]a UMAT HIKOSI OT TE€3U peakiuu rnpu no3a 20 mg/mz, TpsiOBa 1a ce
0OMHMCIIH [T0-HATATHIIHO HaMaJISIBaHE HA 103aTa 10 15 mg/m2 WJIM MIPEYCTAaHOBsBaHE Ha Kaba3uTakces.
JlanHnTE TIpW NaMeHTH ¢ 1o3a mox 20 mg/m2 ca OrpaHUYeHHU.

Cvnememeawo npunodicenue Ha 1eKkapcmeeny npooyKmu

Tpsi6Ba 1a ce U30sATBa CHITBTCTBALIOTO IPHIIOKEHUE HA JEKAPCTBEHH MPOIYKTH, KOUTO Ca CHITHH
WHIYKTOPH WK criIHA naxuouTopu Ha CYP3A. Ako o6ade manueHTuTe ce Hy KIasiT OT ChIIBTCTBAIIO
nputo’keHue Ha cuiieH naxuoutop Ha CYP3A, Tps6Ba na ce oOMucIN HaMasiBaHE Ha J103aTa

kabasurakcen ¢ 25% (Bx. Touku 4.4 u 4.5).

Cneyuannu nonyiayuu

Tayuenmu ¢ uepnodpobHo y8pesicoane

KabasuTakcen ce MeTabonm3upa eKCTEH3MBHO B uepHUs 1po0. [Ipn manmenTy ¢ 1exo 4epHOAPOOHO
yBpexaane (06 ommupyoun >1 no <1,5 mptu ropHa rpanuna Ha HopMmara (I'TH) unu acmaprar
amuHOTpancdepasa (AST) >1,5 metu ['TH) nozara Ha xaGasurakcen TpsOBa 1a ce HaMalH JI0

20 mg/m”. TIpunoxkeHneTo Ha Kaba3uTaKCeN PHU TIAIMEHTH C JIEKO YEPHOIPOOHO yBpEXk/IaHe TpsioBa
la CTaBa ¢ MIOBUIICHO BHUMAHUE U CTPUKTHO TPOCIIeAsBaHe Ha 0€30MacHOCTTA.

Ipu manueHTy ¢ yMepeHo 4epHoaApoOHo yBpexaane (061 6umupyoud >1,5 1o << 3,0 metu ['TH),
MakcuMaiHata noHocuma go3a (MII/) e 15 mg/mz. AKO ce mpeBIK/1a JICUeHUE MPH MMalueHTH C
yMepeHo 4epHOAPOOHO YBpeXkIaHe, 103aTa Ha KabasuTakces He TpsAOBa a MpeBumIaBa 15 mg/m?.
JanHuTe 3a ehUKACHOCT HPH Ta3M J03a obaye ca OrpaHUYCHH.

Kabasurakcen Accord He TpsiOBa 1a ce mpuiiara Npyu MalUeHTH ¢ TEKKO YePHOAPOOHO YBpEkKIaHe
(06w 6mmmpy6uH > 3 metu ['TH) (Bk. Toukn 4.3, 4.4 1 5.2).




Tayuenmu c 6v0peyno yepesicoane

Exckpenmsita Ha xabasurakcen npe3 0p0pennTe ¢ MUHNMaiHa. He ce Haymara kopurupane Ha 103aTa
IIPH MAIMEHTH ¢ OBOPEYHO YBpEKIaHe, KOUTO HE ce HYXKIAsT OT XxeMoauanu3sa. [lanuenture ¢
TepMHHANHA OBOpEUHa HeI0CTaTHUHOCT (KpeaTnHUHOB KIHpbHC (CLcr< 15 ml/min/1,73 m?)), B
3aBHCHMOCT OT ChCTOSIHHETO M M OTPaHWYCHHTE HAJIMIHU TAaHHH, TPsIOBa Jja ce JIEKyBaT C IIOBHIIIEHO
BHHMAaHUE | J]a c€ TPOCIIeIBAT BHUMATEIHO 110 BpeMe Ha JiedueHneTo (BxK. Touku 4.4 u 5.2).

Cmapuecka sv3pacm
He ce npenoppuBa cienuduyHO KOpUrUpaHe Ha 03aTa MpH ynorpeda Ha kabazuTakcel Mpu
TIAIUEHTH B cTapyecka Bb3pacT (BXK. Touku 4.4, 4.8 u 5.2).

Tleouampuuna nonynayus

Hsma chOTBeTHO MpHIIOKEHUE Ha Kaba3uTaKcen B TIeIUaTPHYHATA ITOTYJIAIlHsL.

BesomnacHoctTa M ehrkacHOCTTa Ha Kaba3uTakces MpH Jiela U I0HOIIHU 110 18-rouiinHa Bb3pacT He ca
yCTaHOBEHHM (BXK. Touka 5.1).

HauuH Ha npunoxxenue

Ka6asurakcen Accord e 3a HHTPaBEHO3HO MPUIIOKEHHE.

3a yKa3aHusl OTHOCHO IPUTOTBSIHE U MIPUJIOKEHUE Ha JIEKapCTBEHUS MPOIYKT BHXKTE TOUKa 6.6.
He tps0Ba na ce nsnonssar uny3uonHn PVC koHTeliHepU U MOJIMYPETAaHOBU KOMIUIEKTH 3a
HHOY3HA.

Kabasurakcen He Tps0Ba Jja ce cMecBa ¢ APYI'H JIEKapCTBEHU MPOLYKTH, C U3KIIIOUYEHHE Ha
MTOCOYCHHTE B TOUKa 6.6.

4.3 IlpoTuBONMOKAa3aHUs

e  CBpBXUYBCTBUTEIHOCT KbM Kaba3uTakcel, KbM APYTU TaKCaHU, KbM HonucopOat 80 min KbM
HSIKOE OT TIOMOIIIHUTE BEIIECTBa, M30pOeHH B TOUKa 6.1

e Bpoif Ha HeyTpoduIHTe M0-ManbK 0T 1 500/mm’

e Texko uepHOAPOoOHO yBpexxaane (00 ommmpyonn > 3 et [ TH)

e EnHoBpeMeHHa BaKCHHAIMS C BAKCHHA CPEIY JKBJITA Tpecka (BX. Touka 4.5).

4.4 ChneuuajHu Npeaynpe:KAeHHs] H MPeana3Hu MepPKHU NpH ynorpeda

Peaknum Ha CBPBXYYBCTBUTCIIHOCT

Bcwnuky manueHTH TpsAOBa 1a MoaydaT IpeMeIUKaIHs IIPEeIH 3all0uBaHe Ha HHPY3UATA Ha
kabasurtakcen (BX. Touka 4.2).

[Maunenture TpsaOBa 1a ObIAT BHUMATETHO HAOIIOJABaHH 32 PEAKLUH Ha CBPHXYYBCTBUTEIHOCT,
0cOOCHO TI0 BpeMe Ha ITbpBaTa U BTOpaTa HHQY3UH. PeakiunTe Ha CBPHXUYBCTBHTEIHOCT MOTAT Ja Ce
MOSIBAT B PAMKHTE HA HAKOJIKO MUHYTH CJIEJ] 3alI04YBaHETO Ha MH(DY3MATa Ha Kaba3uTakcedn,
CIIeOBATETHO TPsOBa 1a MMa HAJWYHU MaTepraiiHa 06a3za v 000pyIBaHe 3a TPETHPaHE HA XHITOTOHHS
u 6pOHXOCHa3’bM. Morar Ja C€ MOABAT TEKKH p€aKIMU Ha CBPBXYYBCTBUTECIIHOCT, KOUTO MOraT aa
BKJIFOYBAT FeHEepaIn3upaH oOpUB/epUTEMa, XUIIOTOHHS 1 OpoHXOocHa3bM. TeXKUTE peakiuy Ha
CBPBXYYBCTBHUTEIHOCT M3UCKBAT HE3a0aBHO MPEKHCBAHE HA KaOa3UTAKCEI M TIOAXO/IAIIO JICUCHHE.
[ManueHTHTE C peakUnK Ha CBPBXYYBCTBUTEIHOCT TPsIOBA [a CIIPAaT JCYCHUETO C Kaba3uTakceln (BiK.
Touka 4.3).

KocTtHOMO3BYHA cynpecus

Moxe J]a HacThIIM KOCTHOMO3bYHA CYIPECcHsl, MpOosIBsIBAIlA CE C HEYTPOIICHHS, aHEMHUS,
TPOMOOILIMTOIIEHUS WITH TIAHLIUTOTIEHUS (BX. ,,PUCK OT HeyTponeHus” U ,,AHemMus” B Touka 4.4 1o-
JI0ITY).

Puck ot HeyTponeHus

[NanmenTuTe, NEeKyBaHu ¢ KabazuTakces, Morar jaa noxydat npopunaktuaHo G-CSF, ciopen
PBKOBOJICTBAaTa HA AMEpPHKaHCKaTa acouanus 1mo KimHugHa oHKosorus (ASCO) u/umu HacTosIIUTe
WHCTUTYLIMOHAIHU PHbKOBOJCTBA, 32 HAMAJISIBAHE HA PHCKa WM OBJIaJIIBaHE Ha YCIOKHEHUSITa IPU




HeyTporneHus ((heOpritHa HEeYTPOIICHUS, IPOIBIDKATEITHA HEYTPOIICHUS HIH HEYTPOIICHIYHA
uHdpexuus). [IppBuuna npopunakruka ¢ G-CSF Tpa6Ba na ce 0OMUCIN TP MALIUEHTH C
BHCOKOPHUCKOBH KJIMHUYHU XapaKTEPUCTHKH (BB3pacT > 65 ToANHU, 00 (YHKIMOHATHO ChCTOSHUE,
MIPEJUIIHA eNH3041 Ha (heOpHiTHa HEYTPOIIeHU S, MPEAXOJHH EKCTEH3UBHU PalUOJIOTHYHH TIOPTOBE,
HEIOXPaHBaHE WX APYTH TEKKU ChIIBTCTBALIH 3a00JIIBaHU ), KOUTO TH MpeApa3nonarat KbM
yBeJIMYaBaHe Ha YCIOXKHEHMSITA OT IPOABDKUTENHA HeyTponeHus. MznonsBanero Ha G-CSF nokaszsa
OrpaHMYaBaHe Ha YECTOTATa U TEXKECTTa Ha HEYTPOIICHUATA.

HeyTtponenusta e Haii-uectaTa He)keslaHa peakuus Ha kabasuTakcen (Bx. Touka 4.8). IIpocnensBane
Ha IThJIHATA KPbBHA KapTHHA € MHOTO Ba)KHO J1a CE MIPaBHU BCsKa CEAMUIIA IO BpeMe Ha IIbPBUS LIUKbBI
U clie]l TOBA MpeIy BCeKU 1IMKbJI Ha JIeueHHe, 3a Ja MOXKe o3aTta fa Oblie KOPpUTHpaHa, ako €
HE00X0IUMO.

Hozata Tpa6Ba na ObJe HamalleHa B ciiy4aid Ha (heOpuiiHa HEYTPOIIEHUS WM POIBJIKUTEIHA
HEYTPOIEHUS BBIIPEKU TOAXOSAIO JedeHue (BxK. Touka 4.2).

[TanenTuTe TpsiOBa 1a BH30OHOBST JIEYEHUETO CaMO KOraTo OposT Ha HEYTPO(UIIUTE C€ Bb3CTaHOBH
10 HUBO >1 500/mm? (Bx. Touka 4.3).

CToManiHo-4YpeBHU HAPYIICHUS

CI/IMHTOMI/I KaTo KOpeMHa 60J'[Ka u II)/BCTBI/ITE:J'[HOCT, IIOBHUIIICHA TeMnepaTypa, HepCI/ICTI/IpaH_I 3alICK,
Japusi, CbC WM 0€3 HeyTPOTICHHsI, MOTaT Jia Ob/IaT paHHU MPOSIBH HA TEKKa CTOMAITHO-YpeBHA
TOKCHYHOCT U TpsiOBa J1a ObJIAT OILICHEHH U JICKYBaHHM He3a0aBHO. Moke J1a € HeOOXOJUMO OTJIaraHe
WJIM MIPEKbCBAHE Ha JICYCHUETO C Kaha3uTaKcell.

Puck om zaoene, nospwwane, ouapus u dexuopamayus

AKO MpH NAIMEHTUTE Ce MOSBH JUAPHs CIIC MPUI0KEeHUE Ha Kaba3uTakcen, Te Morar ja Obaat
JIEKyBaHM ¢ 00MYaiHO HU3MOI3BAaHUTE AHTHIHAPUITHH JIEKAPCTBEHH POayKTH. TpsiOBa qa 6baaT B3eTH
MOJIXOJISAIIM MEPKH 32 PEXUIPATUPAHE Ha MalMeHTHTe. JIuapust Moxe Jia ce MOsIBY MO-4eCTO TPU
MAIMEHTH, TPEIBAPUTEITHO TIOJJIOKEHN Ha 00JIbUBaHe B KOPEMHO-Ta30Bara obsact. Jlexuaparanusra
€ Mmo-4yecTa MpH NMaIMeHTH Ha Bh3pacT 65 WK nmoBede roJuHu. TpsOBa na ObaaT npeanprueTH

MOJTX OIS MEPKH, 32 J]a CE PEXUIPATUPAT MAIMESHTHTE U J]a Ce MMPOCIIEAAT M KOPUTHPAT HUBATa Ha
CEpYMHUTE ENIEKTPOIIUTH, 0COOCHO Ha Kanmus. OTiaraHe Ha JICUSHHETO WM HaMaJIIBaHE Ha J103aTa
MoTart /1a ObJaT HAJOXKHUTEIHH 3a cTeneH >3 nuapus (Bxk. Touka 4.2). AKO manueHTHTe noaydar
raJieHe WM MOBpPBINaHe, Te MOTaT Ja ObJaT JISKyBaHU ¢ OOMYAHO U3ITOI3BAHUTE AaHTUEMETHIIN.

Puck om cepuosnu cmomawiHo-upesHu peakyuu

Nma crobmenus 3a cromamHo-4peBHO (CY) kbpBeHE U nepdopariuis, Hieyc, KOJIHUT, BKIFOYUTEIHO C
(haTaneH U3X0/1 IPH MAIUCHTH, JIEKyBaHH ¢ Kaba3zuTakcen (Bxk. Touka 4.8). [IpernopbuBa ce MOBUIIIEHO
BHHAMaHUE MPH JICYUCHNE Ha MAIMEHTH C Hai-TOJISIM PUCK OT Pa3BUTHE HA CTOMAITHO-YPEBHU
YCIIOXKHEHUS: Te3U C HEYTPOIIEHUsI, CTapUecKa Bb3pacT, chirbTcTBamIa ynorpeda Ha HCIIBC,
AHTUTPOMOOLIMTHA TEePAIUs MM aHTHKOAryJaHTH U NAlMEHTH C aHaMHe3a 3a IbYeTeparus Ha Ta3a
WA CTOMAIIHO-YPEBHO 3a00IIsBaHe, KaTo 3B MM CTOMAIIHO-YPEBHO KbPBEHE.

Hepudepna HeBponatus

[Ipu naunenTtu, npuemainy kabazuTaxcen, ca Ouiny HabIOIaBaHH CiTydad Ha nepudepHa HeBpONaTus,
nepudepHa ceH30pHa HeBponaTys (HaIp. HapecTe3nu, AU3ecTe3nn) 1 nepudepHa MOTOpHA
HeBpomnatus. [lauuenTure, JexyBaHu ¢ kabazuTaxcen TpsaOBa Ja ObIaT MOCHBETBAHH Ja HHGOPMHUpPAT
CBOS JIEKap Mpeau Ja NPOIbIDKAT JIEYEHUETO, aKO Pa3BUAT CUMITOMH Ha HEBpPOIATHUs KaTo 0oJKa,
napeHe, U3TpbIIBaHe, CKOBAHOCT WM ciabocT. Jlekapure TpsiOBa 1a HaNIPaBAT OLEHKA 32 HAJIMYUE WIH
BJIOIIaBaHE HA HEBPOMATHUs IPEAN BCIKO JieueHue. JledeHuero TpsaOBa 1a ce OTJIOKH 10 MoJ00psiBaHe
Ha cumnromure. Jlo3aTa Ha kaba3uTakces TpA6Ba Ja ce Hamanu oT 25 mg/m’ Ha 20 mg/m’ npu
repcucTupaia crenet >2 neprudepHa HeBpomnaTus (BXK. Touka 4.2).

Anemus

HabumroraBana e anemMusl py IMaliMeHTH, MoTydaBaii kabazurakcen (Bxk. Touka 4.8). XeMorioOnHbT
M XEMaTOKPUTHT TPsIOBa J1a ce POBEPSAT MPEH HAYAIOTO Ha JICYEHHETO ¢ Kaba3uTakces U ako
MAIMEHTHUTE MPOSBSABAT MPHU3HAIY WM CUMIITOMH Ha aHeMUS WJIH 3ary0a Ha KpbB. [Ipenopsusa ce



MMOBHIIICHO BHUMaHHUE MPH NMalUeHTH ¢ xeMorioouH <10 g/dl u TpsOBa 1a ce B3eMaT MmoaXOASIIH
MEPKH CIOpEe] KITMHUYHUTE MOKa3aHUsI.

Puck ot 6p0peyHa HelOCTaTEYHOCT

BrOpeunn HapyueHus ca Ouii ChOOIEHN BbB BPb3Ka ChC CEIICUC, TEKKa ASXHApATaLUs IbJDKAIIA Ce
Ha Uapus, NOBpbLIaHe H OOCTPYKTHUBHA ypomaTus. HaOmonaBana e 0b0pevHa HeOCTaTHYHOCT,
BKITIOYHTEITHO ClTy4dau ¢ (araneH u3xo/. B Takb cirydail TpsiOBa 1a ce mpeArprueMar noaxosImu
MEpKH 33 HICHTH(UIMPaHe HA MPUYMNHATA U MALUCHTUTE J1a Ce JEKyBaT HHTCH3UBHO.

[To Bpeme Ha JieueHUETO ¢ Kaba3uTakcen TpsiOBa Jja ce OCUTYPH aJieKBaTHa Xuapartanus. [lanueHTsT
TpsiOBa a choOIaBa BeJHAra 3a BCsIKa 3HaYMMa IIPOMsIHA B THEBHUs 00eM Ha ypuHarta. CepyMHUAT
KpeaTHHUH Tpsi0Ba ]a ce U3MEpBa B HAYAJIOTO, C BCSIKA KPbBHA KAPTHHA U KOTATO MAUEHTHT CHOOLIH
3a IPOMsIHA B YPHHOOTAEIsIHETO. JleueHneTo ¢ kaba3urakces TpsOBa a ce MpeKpaTH B cIydail Ha
BIIOIIaBaHe Ha ObOpeuHara pyHkus 10 0b0peuna HenocrarbuHocT >CTCAE 4.0 crenen 3.

PecnvpaTopHy HapyLIeHUs

Hma choOIIeHHs 32 HHTEPCTHITHATHA THEBMOHHMS/TTHEBMOHHUT U HHTEPCTUIIMATHA OenoapobHa 6oecT,
KOUTO MOJKE JIa ca CBbp3aHu C (paraneH n3xo[ (Bx. Touka 4.8).

[Ipu nosiBa Ha HOBHW HMJIM TP BJIOIIABaHE Ha 00 pOoOHUTE CHMITOMH, AIMEHTUTE TPIOBa Jia ce
HaOJr01aBaT BHUMATEIHO, Ja Ce U3CNIeBaT He3abaBHO | Jia ce JICKYBAT IO MOIXO/ISI] HAUYHH.
[IpenopbuBa ce npekpaTsIBaHe Ha JICUCHUETO ¢ Kaba3uTaKcell 10 yTOYHsABaHEe Ha JuarHo3ara. PaHHOTO
MpHJIaraHe Ha MoJIbpKalli MEpKHA MOXKe J1a TIOMOTHE 3a To100psiBaHe Ha ChCTOsTHUETO. TpsiOBa
BHUMATEITHO Ja Ce MPELEeHH MoJ13aTa OT Bh30OHOBSIBAHE HA JICUCHUETO C Kaba3UTaKCel.

PuCK OT Chp/ICUHN apUTMHUH
Hma choOmieHus 3a ChpACYHN aPUTMUH, HAl-4eCTO TAXUKAPMS U PEACHPIHO MBIKACHE (BK.
Touka 4.8).

Crapuecka Bb3pact
[Ipu naumenTH B crapyecka Bb3pacT (=65 TOAMHU) MOXKE J]a ©Ma MO-ToJIsIMa BEPOSTHOCT Aa CE MOSIBSAT
HSIKOM HEXXEJIaHU PEaKLUH, BKIFOUYUTEITHO HEYTpoIieHHs U (peOpritHa HeyTponeHus (BXK. Touka 4.8).

[anneHnTy ¢ YepHOAPOOHO YBpEKIaHEe

Jleuenuneto ¢ Kabasurakcen Accord € mpOTUBOIMIOKA3aHO MPH MAUEHTH C YMEPEHO U TEKKO
4epHOAPOOHO yBpexaaHe (00w onnmupyoun > 3 met [ TH) (Bx. Touku 4.3 u 5.2).

Jlo3ara TpsiOBa ja ce HaMaju MpH MaueHTH ¢ Jieko (o0 ounupyoun >1 no <1,5 metu I'TH nnnu
AST >1,5 metu I'TH) ueproapoOHo yBpexkaane (Bx. Touku 4.2 u 5.2).

BzaumopeiictBus

CoprpreTBamoTo nprtoxkenue cbe cutH CYP3A naxuburopu TpsiOBa na ce n30srsa, Thil KaTo Te
MOTAaT Jia IOBHIIAT IJIa3MeHaTa KOHIICHTpallus Ha Kaba3utakcen (BxK. ToUkH 4.2 u 4.5). Axo
CBITBTCTBAIIOTO Npuiioxenne cbe cuiieH CYP3A naxuburop He MOXKe Ja ce u3derHe, TpsOBa 1a ce
0OMUCIIM BHUMATEITHO HAOJIO/ICHHE 32 TOKCUYHOCT U HaMaJIsiBaHE Ha Jl03aTa Ha kaba3urakcen (Bx.
Touku 4.2 u 4.5).

CrrbprerBamioTo npuiioxkenue cbe cunHu CYP3A unaykropu TpabBa fa ce u304rsa, Thil KaTo Te
MOTAaT Jia TOHWXAT IJ1a3MeHaTa KOHIICHTpalus Ha Kaba3uTakcel (BxK. Touku 4.2 u 4.5).

[loMo1Hy BemiecTBa

Tosa nexkapcTBo chabpika 1185 mg mg ankoxou (eTaHOI) BB BCEKH (JIAKOH, KOETO € eKBHBAJIICHTHO
Ha 395 mg/ml. KonmaecTBoTO BBEB BCEKH (IIAaKOH OT TOBA JIEKAPCTBO € eKBHBAJIICHTHO Ha 30 ml Gupa
unu 12 ml BuHO.

Marko BepOsITHO € KOJIMYECTBOTO aJIKOXOJI B TOBA JIEKAPCTBO Ja Ma eeKT IpH Bb3PaCTHH U FOHOLIIH,
KaTo eeKTHTE My IPH Jella € MAJIKO BEPOATHO Ja ObaaT 3abenens3anu. BramoxkHo e na uma edextn
MPH O-MaJIKH Jie1a, HallpuMep CHHIIMBOCT.

AIIKOXONBT B TOBA JIEKAPCTBO MOXKE J1a IPOMEHH HA4YMHA, 110 KOITO AeHCTBAT APYIHU JIEKapCTBa.
I'oBopere ¢ Bammist nekap wmm (apmareBT ako mpueMare IpyTH JeKapcTBa.



AKo cTe OpeMeHHa WM KbPMHUTE, TOBOpeTe ¢ Barms siexkap wim gapmaneBT npeu a mpueMeTe ToBa
JIEKapcTBO. AKO MMaTe aJKOXO0JIHA 3aBUCUMOCT, ToBopeTe B Bamus nexap uiau ¢apMmanesT npeau aa
IIpHEMETE TOBA JICKAPCTBO.

Ho3a ot 60 mg oT ToBa JIEKapCTBO, IPHIIOKEHA Ha BB3pacTeH ¢ Terio 70 kg, e nosene 10
excriozunust 17 mg/kg eTaHom, KOETO MOKe J1a TPEeJU3BUKA [TIOKaYBaHEe HA KOHIICHTPAIMATA Ha
ankoxon B kpsBTa (BAC) ¢ oxono 2,8 mg/100 ml. 3a cpaBHeHue, pu ynorpedara oT Bh3pacTeH Ha
yama BuHO win 500 ml Oupa, KOHIIEHTpaKATa Ha aTKOXOJ B KPBBTA € BEPOSATHO 1a Obae 0Koio 50
mg/100 ml.

KonTpanentusau MepKu
Mmbxere TpsiOBa J1a M3MOI3BAT KOHTPAICTITUBHN MEPKH 110 BpEME Ha JICUEHHETO U B MPOIBIDKEHNE Ha
4 Mmecela clie/l MPEKpaTsBaHEe Ha JICUCHUETO ¢ Kaba3uTakcen (BXK. Touka 4.6).

4.5 B3auMopgelicTBHe ¢ APYI'M JeKAPCTBEHH NPOAYKTH M APYru (popMHU Ha B3auMo/JelicTBUE

In vitro npoyuyBaHMs II0Ka3BaT, ye kaba3uTakcen ce MeTaboau3upa ocHoBHO upe3 CYP3A (80% no
90%) (Bxk. TOuKa 5.2).

CYP3A unaxubduropu

MHOroKpaTHOTO NpUIIOKEHHE Ha KeToKoHa30:1 (400 mg BeAHBX AHEBHO), CHIIEH HHXUOUTOP Ha
CYP3A, Boau 10 HamallsiBaHE Ha KIMpbHCa Ha kKabasurakceln ¢ 20%, KOETO ChOTBETCTBA Ha
nosummasane Ha AUC ¢ 25%. CnenoBateiqHo ChIIBTCTBAIOTO priiokeHne Ha cuian CYP3A
HHXUOUTOPH (KAaTO KETOKOHA30JI, UTPAKOHA30JI, KIIAPUTPOMHLINH, UHIUHABHD, HE(Pa3010H,
HeJ(hUHABHD, PUTOHABUD, CAKBUHABUP, TEIUTPOMHUIINH, BOPUKOHA30J1) TPsAOBa Aa ce n30srea, Thil
KaTo MOXe J]a HaCThIIM MOBUIIIaBaHE Ha IJIa3MEHATa KOHLIEHTpalus Ha Kaba3uTakcel (BXK. TOUKH 4.2 u
4.4).

ChIbTCTBALIOTO PUIIOKEHHE HA allpeuTanT, ymepeH naxuourop Ha CYP3A, He e umano edexr
BBPXY KIMPBHCA Ha Ka0a3UTaKCel.

CYP3A unHayKTOpH

MHuorokpatHOTO npuiiokeHne Ha pudamnuH (600 mg BeAHBX THEBHO), CHJICH HHXHOUTOP Ha
CYP3A, Boau 1o moBUINIABaHE HA KIIMPBHCA HAa KabazuTakcen ¢ 21%, KoeTo ChOTBETCTBA HA
HamansiBae Ha AUC ¢ 17%.

CrnenoBatenHo chIbTCTBANIOTO TIpritokeHue Ha ciitHu CYP3A muaykropu (kaTo (heHUTOUH,
kapOamazenuH, pudammnuH, pudadyTus, pudanentis, penodapOuTan) TpsOBa /1a ce n30sATBa, THil
KaTo MOXe Jla HaCThIIM HaMaJIsIBaHEe Ha IUIa3MeHaTa KOHIEHTpalus Ha kabazuTakcen (BxX. Touku 4.2 1
4.4). B nombiIHEeHHE TAIIMEHTUTE TPSOBA J1a C€ BB3IbPIKAT OT IIPHEM Ha JKBJIT KAHTAPUOH.

OATPIBI1

In vitro, xkaba3uTaKkcel HHXHOWpPA TPAHCIIOPTHUTE IIPOTCHHH HA TPAHCTIOPTHPAIIS ITOJHITCTITH] Ha
oprannunu annoHu OATP1B1. Be3moxeH e puck 3a BzaumoaeicTaue cbe cyocrpatu Ha OATP1BI
(Hamp. cTaTHHU, BaJcCapTaH, PEeNariiHu), 0COOCHO Mo BpeMe Ha nHpy3usTa (1 gac) u 10 20 MUHYTH
ciren kpast Ha uH(y3usara. [IpernoppuBa ce mHTepBaN OT 12 Yaca npenu nHpY3MUIATa U Hai-Mallko 3 yaca
ciet Kpast Ha HHQYy3HuATa, Ipeay npriaraneTo Ha cyocrpatn Ha OATP1BI1.

Bakcunanyu
[Tpuito’keHUETO Ha KUBU WIIM )KUBU aTCHIOMPAHU BAKCUHHU IIPH MAIUEHTH, UMYHOKOMIIPOMETUPAHU OT

XMUMHOTEPANICBTHYHN CPEACTBA MOJXKE JIa TOBE/C 0 TEXKKHU WK (aTanHu uHdeknnu. BakcuHanus ¢
JKMBa aTEHIOMPaHa BaKCHHA TPAOBa Ja ce M30ATBa NPH MAIMEHTH, MOAyJaBaIlin Kkabasurakcesa. Morar
Jla ce mpujaraT yOUTH WM WHAKTUBUPAHU BAKCHHU, 00a4e OTTOBOPHT KbM TAKUBA BAKCHHH MOXE Ja
ObJie HaMaJIEH.



4.6 @®epTHauTeT, )PEMEHHOCT U KbPMEHE

KoHTpanenTuBau Mepku

ITopaay TeHOTOKCHYHUS PUCK Ha Kaba3uTakcen (BXK. ToUka 5.3), MbxkeTe TpsiOBa a U3MOJI3BAT
edeKTHBEeH MeTO/] Ha KOHTpALeNIHs [0 BpeMe Ha JICYEHHEeTO U B IPOIbDKEHHE Ha 4 Mecela ciel
MpeKpaTsABaHe Ha JICYEHHETO ¢ Kaba3uTaKcel.

Bpemennoct
Hsma nanam oTHOCHO ynoTtpebara Ha kaba3uTakces npu OpeMeHHH xeHu. [IpoyuBaHusiTa npu

’KMBOTHH IOKa3BaT PENPOAYKTUBHA TOKCUYHOCT NP TOKCUYHU 3a MaifkaTa 034 (BX. Touka 5.3), a
CBINO M Ye Kaba3uTaKcell MpeMIHaBa [uanieHTapHara 6apuepa (Bx. Touka 5.3). Kaxro u mpu npyru
LUTOTOKCUYHU JIEKAPCTBEHU MPOIYKTH, Ka0a3uTaKkcell MOXe a IPUYMHY yBpexkIaHe Ha (eTyca npu
OpEMEHHU KEHH C EKCIIO3ULINS.

Kaba3urakcen He € MoKa3aH 3a yrnoTpeda mpu KeHH.

Kepmene
Hannunute papMakoKMHETHYHH JAHHU MIPH )KUBOTHU MOKA3BaT EKCKPELUs Ha Kaba3uTakcen u

HETOBUTE METaOOIMTH B MIIIKOTO (BXK. TOUKa 5.3).

DepruauTer
[IpoyuBaHusiTa IpM )KMUBOTHH MTOKA3BAT, Y€ KapOa3uTaKcen 3acara penpoAyKTHBHATA CHCTEMA TTPU

MBXKKH ILUTHXOBE U Kyuera 0e3 PpyHkunonaneH edekr Bbpxy eprinurera (Bxk. Touka 5.3). Benpeku
TOBA, KaTO ce MMa NpeaBUI (papMaKoJIOTHYHATA aKTHBHOCT Ha TAKCAHHUTE, TEXHUSAT T€HOTOKCHYCH
MOTEHIIMAN 110 aHEYTeHEH MEXaHU3bM H €()eKThT Ha HAKOU ChEANHEHHS OT TO3HU KJIAC BHPXY
(depTIINTETA IPU MIPOYYBAHMS C )KUBOTHH, HE MOXKE Ja C€ M3KII0UN e(eKT BBPXY MBKKHS
(depTUIUTET IIPH XOpa.

ML)KCTG, JICKYBaHU C Ka6a3I/ITaKCeH, C€ CBBETBAT Ja CE€ KOHCYJITUPAT OTHOCHO 3aMpPa3sBaHC Ha Cri€pMa
npeaun JICYCHUECTO.

4.7 EdexTu BbpXy cioco0HOCTTA 32 IopupaHe U padoTa ¢ MALIUHU

Kabasurakcen nosiusBa B yMepeHa cTeneH crocoOHOCTTa 3a modupane u paboTa ¢ MalllMHU, Thi
KaTo MOJKE J]a IPHUYMHU yMopa U 3aMaiiBane. [larmeHTnTe TpsiOBa 1a ce MOCHBETBAT Ja He modupat
WK 12 He pabOTAT ¢ MALIMHU, aKO M3MUTAT Te3H HEXKENaH! Peaklyu 10 BpeMe Ha JIEYSHHUETO.

4.8 HexeaaHu JeKapCTBEHN PeaKIuH

PesromMe Ha nmpoduia Ha 0€300aCHOCT

BesomnacHocTTa Ha Kaba3uTakcesn B KOMOHHAIWS C IPEIHNU30H HITU IPEAHU30JI0H € OIICHeHA TIPH

371 manueHTH ¢ MeTacTaTHYEH, PE3UCTEHTEH Ha KacTpalus paK Ha IpocTaTara, KOUTO ca B

3 pannomusupanu, oTkputu, Koutponupanu npoyusauus (TROPIC, PROSELICA u CARD), npu
00mo 1092 manueHTH ¢ MeTacTaTH4eH, Pe3UCTEHTEH Ha KacTpallusl pak Ha IMpocTaraTta, KOUTO ca
JleKyBaHH ¢ kKabasuTakcen 25 mg/m’ BeIHBXK Ha BCEKH 3 ceMUIH. [TalMenTHTe ca oMy diI oT 6 10
7 (MenuaHa) UK Kaba3uTakcen.

YecTroTute OT CGOpHI/IH aHaJlN3 Ha Te3W 3 KIMHUYHU U3IMUTBAHUS ca npeaACTaBCHU IMO-A0Jy U B
TaOJUYHUS CIUCHK.

Haii-uecTure He)xxenaHu peakiy OT BCHYKHU cTereHu ca anemus (99,0%), neskorenus (93,0%),
HeyTponenus (87,9%), tpomboruronenus (41,1%), auapus (4241%), ymopa (25,0%) u acrenus
(15,4%). Haii-guecture cremnieH >3 HeXellaH! peaklliy, HACTHIIBAIIY IIPH Hai-Manko 5% oT
narueHTuTe ca Heyrponenus (73,1%), neskonenus (59,5%), anemus (12,0%), pedpunna
neytponenus (8,0%) u nuapus (4,7%).

IIpexbcBaHe Ha JEUCHUETO IOPAIU HEXKEJIAaHU PEaKLUU € HACTBIIMIO ChC CXOAHA YecToTa IIpu 3-Te
npoyusanus (18,3% B TROPIC, 19,5% 8 PROSELICA u 19,8% B CARD) npu naruenTtu, npuemManiu
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kabasurakces. Hali-uectute Hexxenanu peakuuu (> 1,0%), Bojey 10 NPEeKbCBaHE HA JICUSHUETO C

Kaba3UTaKcel, ca XeMaTypusi, yMOpa U HEYTPOIICHUSI.

TabinueH CIUCHK HA HEXKEIAHUTE PEAKLINMU

Hexenanute peaxkiuu ca npecTaBeHy B TabJuIa 2 Criopes] CHCTEMO-OpPTaHeH KJlac U 4ecToTa Mo
MedDRA. B®B BCsIKO TpyIUpaHe MO YeCTOTa, HEXKEIAHUTE PEaKIMU Ca TIPEJICTAaBeHN B HU3X OIS PeJl
10 OTHOIICHHE Ha TAXHATa CEPUO3HOCT. IHTEH3UTETHT HA HEIKEIIAHUTE PEAKIIUU € CTENICHYBaH CIIOPe]T
CTCAE 4.0 (crenen >3 = Ct>3). YectoTHTe ca Ha 6a3a BCHUKU CTEIICHU U ca IeHUHUPAHU KaTo:
MHOTO uecTH (> 1/10); wectu (> 1/100 no < 1/10); neuectu (> 1/1 000 no < 1/100); penku (> 1/10 000
1o < 1/1 000); muOTO penku (< 1/10 000); c Hen3BecTHA YecToTa (OT HATMYHUTE JTAHHU HE MOXKE Ja
OBb/ie HallpaBeHa OIICHKA).

Ta6mmna 2: CpoOIIeHN HeXETaH! PEaKIMi U XeMaTOJIOTUYHN HapYIICHHs TpU Kaba3uTakcel B

KOMOMHAIIMS C TIPEAHU30H WM PEAHU30JI0H 0T cOopeH aHam3 (n=1 092)

Cucremo-opranex | Hexenana Benuku crenenn Crenen>3
KJIAC peakuus n (%) n (%)
Mmuoro yectu | Yectn Heuyectn
Heytporennuna 48 (4,4) 42 (3.8)
nH]eKIHs/cercu
C*
CenrTrueH MoK 10 (0,9) 10 (0,9)
Cencuc 13 (1,2) 13 (1,2)
Henynur 8 (0,7) 3(0,3)
Nudexuus Ha 103 (9,4) 19 (1,7)
Vidpexumm u MTUKOYHHTE
IBTHIIA
nHpecTaH Tpun 22 (2,0) 0
[ucTut 22 (2,0) 2(0,2)
Wndexuns Ha 23 (2,1) 0
TOPHHUTE
JXaTEeITHA
ITBTHUIIA
Xeprec 30cTep 14 (1,3) 0
Kanmmnmosza 11 (1,0) 1 (<0,1)
Heytponenus®  |950 (87.,9) 790 (73,1)
Anemus ® 1073 (99,0) 130 (12,0)
Hapymenus na JleBkonenus® 1008 (93,0) 645 (59.,95)
KpBbBTa U Tpomb6orutornien | 478 (44,1) 44 (4,1)
muMHaTa cucrema | us’
debpuna 87 (8,0) 87 (8,0)
HEYTPOIIEHUs
Hapymienus na CBpBX4yBCTBUTE 7 (0,6) 0
UMYHHATa CUCTEMa | THOCT
q Hawmanen anerur | 192 (17,6) 11(1,0)
APYIICHHA Ha Jexunparanus 27 (2,5) 11(1,0)
MeTabonu3Ma u
XPAHEHETO XuneprimkeMust 11 (1,0) 7 (0,6)
XunoxaimeMust 8 (0,7) 2(0,2)
WNucomHns 45 4,1) 0
[Mcuxuanan
Hapy IeHs TpeBoxHOCT 13 (1,2) 0
OO0BpKaHOCT 12 (1,1) 2(0,2)
Hucreysus 41 (11,1) 64 (5,9) 0
Hapywenns Ha I};II;I])C};meHHe Ha 56 (5,1) 0
HEepBHATa CHCTEMa Tepndepna 20 6.7 202)




Cucremo-opranes | He:xxenana Benuku crenenu Crenen=>3
KJIac peaxkuus n (%) n (%)
MmHoro yectu | Yectn Heuectn
HEBPOMATHS
[epudepna 89 (8,2) 6(0,5)
CCH30pHA
HEBPOIATHSI
[MonuueBponaru 9 (0,8) 2(0,2)
s
[Tapecresus 46 (4,2) 0
XunecTe3ust 18 (1,6) 1 (<0,1)
3amastHOCT 63 (5,8) 0
I'maBobonme 56 (5,1) 1 (<0,1)
Jleraprus 15(1.4) 1 (<0,1)
Hmmac 9(0,8) 1 (<0,1)
Hapymienns na Kontonktusut 11 (1,0) 0
YBenuueHa 22 (2,0) 0
ounTe
JaKpUMAIHs
Hapymienus na [lym B ymmre 7 (0,6) 0
YXOTO U Bepturo 15(1,4) 1 (<0,1)
nabupuHTa
Chpreusm [pencwpano 14 (1,3) 5(0,5)
* MBXKIICHE
Hapy e TaxuKaps 11 (1,0) 1(<0,1)
XUMOTOHUS 38 (3,9) 5(0,5)
Jbpnboka 12 (1,1) 9 (0,8)
BEHO3HA
Coou TpoMO03a
Hapy U XunepTroHus 29 (2,7) 12 (1,1)
OprtocTtatnyaa 6 (0,5) 1 (<0,1)
XHUIIOTOHHS
['opeuu BbJIHU 23 (2,1) 1 (<0,1)
3auepBsiBaHe 9(0,8) 0
Jucnues 97 (8,9) 9 (0,8)
Pecmupatopru Kanumna 79 (7,2) 0
’ Opodapunreann 26 (2,4) 1(<0,1)
TPBIHH U
MeIMaCTUHAITHH a boaxa
SA—— [THeBMOHMS 26 (2,4) 16 (1,5)
Benonpoben 30 (2,7) 23 (2,1)
eMOO0JIN3BM
Hwnapus 460 (42,1) 51(4,7)
lagene 347 31,8) 14 (1,3)
[ToBpsbiIane 207 (19,0) 14 (1,3)
Koncrumanus 202 (18,5) 8(0,7)
Kopewmna 6oiika 105 (9,6) 15(1,4)
Jucnenicus 53 (4,9) 0
CromarHo-upeBH | bonka B ropHaTa 46 (4,2) 1(<0,1)
HapyIeHUs 4acT Ha Kopema
Xemopouau 22 (2,0) 0
lacrpoesodarea 26 (2,4) 1(<0,1)
nHa peduryKcHa
Oosect
PexranHo 14 (1,3) 4(0,4)
KBbpBEHE
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Cucremo-opranes | He:xxenana Benuku crenenu Crenen=>3
KJIac peaxkuus n (%) n (%)
MmHoro yectu | Yectn Heuectn
Cyxora B ycTara 19 (1,7) 2(0,2)
PaznyBane Ha 14 (1,3) 1(<0,1)
Kopema
Cromarur 46 (4,2) 2(0,2)
Uneyc* 7 (0,6) 5(0,5)
lactpur 10 (0,9) 0
Komut* 10 (0,9) 5(0,5)
CromManrao- 3(0,3) 1 (<0,1)
YpeBHA
niepdopanus
CromarrHo- 2(0,2) 1 (<0,1)
YpeBeH
KPHBOHU3JINB
Arnonienus 80 (7,3) 0
Hapymienus Ha Cyxa Koxa 23 (2,1) 0
KOXara u Epurema 8(0,7) 0
HOJKOKHATa ThKaH | Hapymenue Ha 18 (1,6) 0
HOKTHUTE
Bonka B repba 166 (15,2) 24 (2,2)
ApTtpanrus 88 (8,1) 9 (0,8)
Bonka B 76 (7,0) 9 (0,8)
KpalHHILIATE
Hapymenns na Myckynau 51 4,7) 0
MYCKYJIHO- cHasMH
CKEJICTHATa Muainrust 14 (3,8) 2(0,2)
cucrema u MyckyHo- 34 (3,1) 3(0,3)
CBhEJMHUTENHATA | CKeJleTHa OoJKa
ThKaH B I'bPIHTE
Myckymnna 31(2,8) 1(0,2)
cnaboct
Bonka B 17 (1,6) 5(0,5)
CTa0MHUTE
Octpa 660peyna 21(1,9) 14 (1,3)
HEIOCTaThYHOCT
bropeuna 8(0,7) 6 (0,5)
HEIOCTaThYHOCT
Jwuzypus 52 (4,8) 0
br6peuna 14 (1,3) 2(0,2)
Hapymenus na KOJIMKa
O0n0OpennTe 1 XeMmaTypus 205 (18,8) 33 (3,0)
MTUKOYHUTE [Monaknypust 26 (2,4) 2(0,2)
MBTUIIA Xunponedposa 25(2,4) 13 (1,2)
Perennus Ha 36 (3,3) 4(0,4)
ypuHa
WNukoHTHHEHIIUSA 22 (2,0) 0
Ha ypuHa
Yperepaiina 8(0,7) 6 (0,5) 8(0,7)
o0CcTpyKIHs
Hapymienus na Bonka B Taza 20 (1,8) 5(0,5)
BB3MPOU3BOIUTENH
aTa cucTeMa u
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Cucremo-opranes | He:xxenana Benuku crenenu Crenen=>3
KJIac peaxkuus n (%) n (%)
MmHoro yectu | Yectn Heuectn
rbpjaTa
Ymopa 333 (30,5) 42 (3,8)
Acrenus 227 (20,8) 32 (2,9)
[Mupexkcust 90 (8,2) 5(0,5)
[Mepudepuu 96 (8,8) 2(0,2)
OTOILIH
Al | ren— 23 (2.0 1(<0.1)
1 e(peKTH Ha
JIMraBULIATE
ﬁ;;i‘;?eii . Boika 36 (3,3) 7 (0,6)
I'pbaHa Gonka 11 (1,0) 2(0,2)
OTok 8(0,7) 1 (<0,1)
Tpbku 12 (1,1) 0
Hepaznonoxenu 21 (1,9) 0
e
Hamaneno 81(7,4) 0
TEJIECHO TErJIO
[MoBuiena 13 (1,2) 1 (<0,1)
acrapTrar
Wzcnensannsa
aMHHOTpaHchepa
3a
[ToBumenun 7 (0,6) 1 (<0,1)
TpaHCaMHMHa3U

2 Ha 0a3a 1abopaTOPHU CTOWHOCTH
* 33 moBeue WHQPOPMAIIHS BIKTE TOYKATA MTO-0ITy

Onwcanue Ha W30paHu HeXKETaHU PEaKITUU

Heymponenus u c6bp3anu KIUHUYHU CbOUMUSL

Wznon3eanero Ha G-CSF nokasBa orpaHU4YaBaHe Ha 4ECTOTAaTa U TEXKECTTa Ha HEYTPOIIEHUATA (BXK.
TOUkH 4.2 1 4.4).

Yecrorara Ha cTereH >3 HEeyTpoIeHUs Ha 0azaTa Ha TabopaTOpHU JTaHHU Bapupa B 3aBUCUMOCT OT
n3nomsBadeto Ha G-CSF ot 44,7% no 76,7%, ¢ Hail-HUCKa YecTOTa, ChOOIIEHa TP U3IIOI3BAaHE Ha
npodunakTrka ¢ G-CSF. [To momoben HauwH, yecToTara Ha cTereH >3 ¢eOpuiTHa HEYTPOTIEHHS
Bapupa ot 3,2% 1o 8,6%.

VY cio)KHEeHUs IPH HEYTPOTICHUS (BKIIFOUNTEITHO (eOpHiIHa HEyTPOIICHHS, HEY TPOIICHHYHA
WHQEKIHS/CETICHC ¥ HEYTPOIIEHUYEH KOJIUT), KOUTO B HSKOW CIIy4ad BOJAT JI0 JISTaJIeH U3X0JI, ca
cbobuienu npu 4,0% OT ManMeHTHTe NMPH U3M0JI3BaHe Ha MbpBUYHA npodunaktuka ¢ G-CSF, u npu
12,8% ot mamuenTuTe 6e3 usnona3Bane Ha G-CSF.

Covpoeunu HapywieHUs U apummuu

B cOopHus ananu3, cepaedH chO0UTHA ca ChOOIeH! IpH 5,5% OT manueHTure , ot kouto 1,1% ca
MMali CTEeTeH >3 ChpledH! apuTMUK. YecToTaTa Ha TaxuKapaus npu kabasurakcen e 1,0%, kato
mo-mainko ot 0,1% e ot crenen >3. Yectorara Ha npeAckpHO MbxkaeHe e 1,3%. CrOuTHs Ha ChpAeyHa
HEIOCTATHYHOCT ca choOmenu npu 2 manuenTH (0,2%), eIHOTO OT KOUTO € AOBEIIO JI0 JIETaJleH U3XO0/
KamepHo mBrxzaeHe ¢ netaneH uzxox e cbo0ieHo npu 1 mamuent (0,3%) U chpaedeH apecT mpu 3-ma
naruenTH (0,5%). Huto eqHo oT Te3u chOUTHS HE € CUETEHO 3a CBBP3aHO CIOpPE U3CIe0BaTeNsl.

Xemamypus

B c60pHHs aHATKM3, 4YECTOTATA HA HA XeMaTypHs BCHUKH cTeneHH e 6una 18,8% mpu 25 mg/m?

(Bk Touka 5.1). CMmy1iaBamy GakTopu, KOraTto ca JOKyMEHTHPaHH, KaTo Mporpecus Ha 3a00IIIBaHETo,
WHCTPYMEHTAPUYM, MH(EKIIUS UM aHTUKOATyJIaHTHA TEPaIus U Teparnusi ¢
/HCTIBC/anerunncaninuioBa KHCEINHA ca OWiIi WASHTU(UIIMPAHN B TIOYTH MOJIOBHHATA OT CIIyYaunTe.
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Hpyau omxnonenus 8 iabopamopnume noxasamenu
B cOopHus ananu3, yecrotata Ha anemus cterneH >3, nopuiieHn AST, ALT u GuiupyOuH Bb3 OCHOBa
Ha OTKJIOHEHUS B JIADOpaTOpPHHUTE TOKa3aTenu, ca cboTBeTHO 12,0%, 1,3%, 1,0% u 0,5%.

Cmomawno-upenu napyuenus

HabnronaBanu ca KONUT (BKIFOYUTETHO €HTEPOKOJIHUT U HEYTPOIICHUYEH EHTEPOKOINT) U TaCTPHT.,
Hma choOmIeHus U 32 CTOMAIIHO-YPEBeH KPBBOU3IIUB, CTOMAIIHO-UYpEBHA epdopanus, u uieyc
(upeBHa 0OcTpyKIHs) (BXK. TOUKa 4.4).

Pecnupamopnu napywenus

CiyJan Ha MHTEPCTHIIMATHA ITHEBMOHUS/TTHEBMOHUT U HHTEPCTHIIHAIHA OestoipoOHa GoJecr,
MOHSKOTA C (haTaJieH U3XO0, Ce ChOOIIABAT C HEM3BECTHA YeCTOTa (OT HATMYHHUTE JaHHH HE MOXKE J1a
ObJic HarpaBeHa OIleHKa) (BXK. Touka 4.4).

Hapywenus na 6vopeyume u nuxouHume nomuuya
HeuecTto ce cpo0111aBa IUCTHUT, ABJDKALL C€ HAa PEaKIs Ha paJlualliOHHA [1aMeT, BKIIOUUTEIHO
XEMOparu4eH UCTHT.

Ilequarpuyna nmomyJianus
Buxre Touka 4.2.

Jpyry cienuanHu MomyJianuu

Cmapuecka ¢v3pacm

Ot 1 092-Te marMeHTH, JeKyBaHu ¢ kabasutakcesa 25 mg/m? B IPOYYBAHUATA 33 PAK HA IIPOCTATATA,
755 manmenTH ca OniM Ha BB3PACT 65 WM MTOBEYE TOJMHH, BKIIOYUTETHO 238 ManueHTy Haj
75-TopuIIHA BB3pACT.

CrenHuTe HEXEMATOJIOTUYHU HEXEJIaHW PEaKIMH ca ChOOIEHH P YecToTa =5% Mmo-BHCOKA MPH
MAIMEHTH Ha BB3PACT 65 WK MOBEYE TOJMHH B CPABHEHHUE C MMO-MJIau naruentu: ymopa (33,5%
crpsamo 23,7%), acrenns (23,75 copsimo 14,2%), konctunanus (20,4% crupsamo 14,2%), u aucnaes
(10,3% cnopsmo 5,6%). Heyrponenus (90,9% cnpsimo 81,2%) u TpomOounTonenus (48,8% cnpsmo
36,1%) ca cbio 5% Mo-BUCOKHU MPH MAIMEHTH Ha Bb3pacT 65 TOAMHYU WM MIOBEYE TOANHH, B
CpaBHEHHE ¢ Mo-miaauTe nanueHTH. CteneH >3 HeyTponeHus u (eOpuiiHa HEYTPOIICHUS ca
CHOOILIECHH C Half-BUCOKaTa pa3liMKa B YeCTOTaTa MEXIY ABETE Bb3pPacTOBU IpymH (CboTBeTHO 14% 1
4% mo-BUCOKa IPH MAMEHTH > 65-roIUIIHA Bb3pacT, B CPABHEHUE C MAIUEHTH < 65-rofnunIHa
BB3pacT) (Bxk. Touku 4.2 u 4.4).

CrobuiaBaHe Ha I0JI03UPAHU HEXEJaHH PEeaKIUK

Cro0maBaHeTo Ha MOJO3UPAHN HEeXEIaHHU PEaKIMH CJIe pa3pellaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BaxkHO. ToBa Mo3BOISIBA A3 POIBIIKK HAOIIOJEHHETO Ha CHOTHOILICHUETO TI0JI3a/PHCK 32
JeKapcTBEeHUs MPOAYKT. OT MEAUIIMHCKUTE CIICLIMAIMCTH C€ U3MCKBa a ChOOIIaBaT BCsAKa
M0JI03UpaHa HeXxellaHa Peakiys Yype3 HalMOHAIHA CHCTEMa 3a ChOOIIaBaHe, IOCOUEHA B

IIpunoxenue V.

4.9 IIpeno3upane

He e u3Becten aHTHIOT Ha Kaba3uTakces. OuakBaHUTE YCIOKHEHUS IPU TIPEI03UPAHE CE ChCTOST B
eKk3alepOanus Ha HeXellaHUTe PEaKIUK KaTo MOTUCKAaHE Ha KOCTHHUS MO3bK M CTOMAITHO-YPEBHU
HapyUICHUS.

B cnyuaii Ha ipeno3upaHe MalMeHTHT TPIOBa 1a ObJE 3aAbPKaH B CIIEIUATM3UPAHO 3BEHO U
BHHUMATEIHO MPOCTesIBaH. Bb3M0oxHO Hal-Obp30 Cile]l yCTaHOBSIBaHE Ha MPEJI03UPAHETO, MAIUEHTHT
TpsioBa ga nonyun G-CSF B TepaneBTryunu no3u. TpsaoOBa fa ce npeanpuemMar JpyrH MOIX0 SN
CUMITOMATHYHU MEPKHU.
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5. ®APMAKOJIOTTYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOWCTBA
®dapmakoTepaneBTUYHA Ipyna: AHTUHEOIUIaCTUYHH cpeacTBa, Takcanu, ATC kox: LO1CD04

MexaHU3bM Ha JIEHCTBHE

Kabasurakcen € aHUTHHEOIUIACTUYHO CPENICTBO, ASHCTRAILO Ype3 HapylllaBaHe HA MUKPOTYOyJIHaTa
Mpexa B kierkute. Kabasurakcen ce CBbp3Ba ¢ TyOyJIMHA U CTUMYJIMpA U3TPaXKIAHETO Ha CTaOWIIHU
MHUKPOTYOyJH OT TyOyJIMHA KaTO €THOBPEMEHHO C TOBAa MHXHOHMpA TAXHOTO pa3nanane. Toa Boau 10
CTaOMIIU3UpaHe HA MUKPOTYOYJIUTE, KOSTO BOJIU JI0 MHXUOUPAaHE HA MUTOTUYHUTE U HHTEp(Da3HUTE
KIETHYHU (PYHKIHH.

dapMakoaMHAMUYHU eEeKTH

Kabasurakcen 1eMOHCTpUpA IUPOK CIIEKTHP HA AHTUTYMOPHA aKTHBHOCT CPEIIly aBAaHCUPAIIH
YOBEIIKH TYMOPH, IPUCaJICHH Ha MUIIKU. Kaba3uTakcen e aKTUBEH MPH JAOICTAKCeN-9yBCTBUTESITHH
Tymopu. OCBeH TOBa Kaba3uTaKced JEMOHCTPHPA AKTUBHOCT MIPU TYMOPHH MOJIEJH, HEYYBCTBUTEIHH
Ha XUMHOTEPAIns, BKIIOYBAIIA JOIETAKCEI.

Knunugna egukacHocT U 6e300acHOCT

EduxacHoctra 1 6e3omacHocTa Ha kaba3uTakcen B KOMOMHALUS ¢ IPEAHU30H WM NPETHU30JI0H ca
OLICHEHU B PaHIOMU3UPAaHO, OTBOPEHO, MEKAYHAPOIHO, MHOTOLIEHTPOBO MpoyuBane (asa I11
(EFC6193) npu nanueHTH ¢ MeTacTaTH4eH, PE3UCTEHTEH Ha KacTpalys paK Ha IMpocTaTara, JIEKyBaH!
MpeJy TOBa IO CXeMa, ChAbprKallla JOLUETaKCe.

Ob6marara npexxusiemoct (OS) e mppBUYHATA KpaiiHa TOYKA 33 €PUKACHOCT B MPOYYBAHETO.
BropuunuTe KpaiiHu TOUKH BKIIIOYBAT: IpexuBsieMocT 0e3 mporpecus [(PFS) (nedunupana xato
BpPEMETO OT paHIOMM3ALUs 10 TYMOpHATa IMPOrpecus, Mporpecus Ha mpocraTa-crennpuuHIs aHTUTeH
(PSA), mporpecus Ha 6oJsikaTa UM CMBPT HOPaaU KaKBaTO U J1a € IPUYKMHA, KOETO HACThIIM IBPBO],
YecToTa Ha TYMOPHHUS OTIOBOp Ha 0a3aTa Ha KPUTEPUH 3a OLIEHKA Ha OTTOBOpA IIPU COJIMIHU TYMOPH
(RECIST), nporpecus Ha PSA (nedunupana karo ysenuueHue >25% wiu >50% B PSA cboTBeTHO
IIPU HE-PECHIOHAEPU WIN PECIOHIepHU), OTroBop Ha PSA (noHmwkeHue Ha cepyMHuTe HUBa Ha PSA ¢
none 50%), mporpecus Ha 6onKkara [OLleHEHa IIOCPEACTBOM CKaJlaTa 3a MHTEH3UTeTa HA MOMEHTHATa
6oxxka (PPI) ot BenpocHnka Ha McGill-Melzack u ananretiuen ckop (AS)] u oTroBOp Ha GoKaTa
(medmHEpaH KaTo 2 TOYKHU IO-TOJISIMO HaMaleHHe CIIPSIMO M3XOTHOTO HUBO Ha MeauaHara Ha PPI 6e3
CBII'BTCTBAILO yBeIMueHue Ha AS, nnu Hamanenue ¢ >50% mpu U3M0I3BaHe HAa aHAITETUK CIPSIMO
M3XOJIHATa CTOWHOCT Ha AS (€3 ChITBTCTBAIIO YBEIMYCHHE Ha OOJIKaTa).

06110 755 MANMEHTH ca paHIOMH3UPAHH Ja TIOMy4aBaT MK KabasuTakcen 25 mg/m” HHTPaBeHO3HO
Ha BCEKU 3 cenMuLH 3a MakcuMyM 10 IuKbia ¢ IpeIHU30H WU IpeJHU3010H 10 mg THEBHO
epOpaTHO, MM MUTOKCAHTPOH 12 mg/m’ MHTPaBEHO3HO HA BCEKH 3 CEAMHIIM 32 MAKCUMYM

10 1MKbIIa ¢ IPEIHNU30H WU MPpeAHNn30J10H 10 mg qHeBHO nepopaiHo (n=377).

ToBa npoyyBaHe BKIIIOUBa MAIIMCHTH HA BB3PACT HaJ 18 rOJMHU C METACTATUYCH, PE3UCTEHTEH Ha
KacTpaius pak Ha rpocrarara, u3mepuM no kputepuu vHa RECIST wim Hem3zmeprumo 3a0oiisiBaHe ¢
yBeInuaBaHe Ha HUBaTa Ha PSA uiu nosiBa Ha HOBH JIe3uH, U yHKIMOHANEH cTatyc oT 0 1o 2 criopen
Uzrounara xooneparuBHa rpymna 1o oHkojorus (ECOG). [Tanuentute e TpsdBano n1a umat
neytpodu >1 500/mm?, pom6GommTy > 100 000/mm?, xemorno6us >10 g/dl, kpeaTHHuH

<1,5 x I'TH, o6t 6unupy6un <1 et [TH, AST u ALT <1,5 nmetu I'TH.

[ManmenTy ¢ anaMHe3a 3a 3aCTOHA ChpAEYHA HEMOCTATHYHOCT WM MH(MAPKT HA MHOKApa TIpe3
HnocyefHuTe 6 Mecela, WK HAMEeHTH C HeKOHTPOIUPaHa ChpACYHA apUTMUS, CTCHOKApANS U/MITH

XUIICPTOHMS, HE Ca BKIIFOYBAHU B IIPOYYBAHETO.

Jemorpadckure n1aHHU, BKIFOYBAIIN BB3PAaCT, paca U GyHKIMOHAIHUAT ctatyc criopen ECOG
(0 o 2) ca pasnpeneneHl MeXy paMeHaTa Ha JieueHHeTo. B rpynara Ha kaba3urakceln cpenHara
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BB3pacT € 68 roanHu, B nuana3oH (46-92) u pacoBoto pasnpenenenue e 8§3,9% 0s1a, 6,9%
a3uatcka/opueHTaicka, 5,3% yepHa u 4% Apyru.

Cpennuar Opoit Ha IMKIUTE € 6 B rpynaTa Ha Kaba3uTakcen U 4 B rpynaTa Ha MUTOKCaHTPOH. bposr
HAa MaleHTUTe, KOUTO Ca 3aBbPIIMIH JICYCHHETO B poyuBaneTo (10 mukbia) e cboTBeTHO 29,4% 1
13,5% B rpymata Ha kaba3uTakcesd U B CPaBHUTENHA IPyTIa.

Oo1m1ara NpeKUBSIEMOCT € 3HAYUTEIHO MO-NPOIBbIDKUTENHA ¢ Kaba3uTaKkces B CpPaBHEHUE C
MHUTOKCAHTPOH (cboTBeTHO 15,1 Mecena cpsamo 12,7), ¢ 30% HamansBaHe Ha pUCKa 32 CMBPT, B
CpPaBHEHHUE C MUTOKCAHTPOH (BX. Tabnumna 3 u ¢urypa 1).

[onrpyna ot 59 manueHTy ca nojlyyaBajiy Ipey ToBa KyMyJIaTUBHA J03a JoLeTakcen <225 mg/m?
(29 naumenTH B pamMoTO Ha Kaba3urakcel, 30 mamueHTH B paMOTO HA MUTOKCaHTpoH). He ce

Ha6J'IIOI[aB3. CTaTUCTUYECKA pa3jinKa B O6H.IaTa MIPEKUBACMOCT IIPU Ta3U I'pylia NAlUCHTHU
(HR (95%CI) 0,96 (0,49-1,86)).

Tab6mmna 3 - Epuxacuoct Ha xabasurakcen B EFC6193 npoyusane mpu JiedeHHETO Ha TMAIMEHTH C
MeTacTaTH4YeH, PEe3NCTEHTeH Ha KacTpalys PaK Ha pocTaTara

Kaba3uTakcen + npexHu3on MHuTOKCAHTPOH +
n=378 NpeaHu30H
n=377

O011a npeskuBAEMOCT
Bpoii nounnanu namuentu (%) 234 (61,9%) 279 (74%)
MenuaHna Ha IPEXKUBIEMOCT 15,1 (14,1-16,3) 12,7 (11,6-13,7)
(mecenn) (95% CI)
Koedunuent Ha pucka (HR)' 0,70 (0,59-0,83)
(95% CI)
p-CTOHHOCT <0,0001

'HR e onpenenen mo Mozena Ha Cox; Koe(UIUEHT Ha pucka o 1 € B monsa Ha Kaba3uTaKcell.
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®durypa 1: Kpusu Ha o6ma npexxussiemoct 1o Kaplan Meier (EFC6193)
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HabmonaBa ce yBemnuenue Ha PFS B pamoro Ha KkaOasurakcel, B CpaBHEHHE C pPaMOTO Ha
MHUTOKCAHTPOH, CbOTBeTHO 2,8 (2,4-3,0) mecena crpsimo 1,4 (1,4-1,7), HR (95%CI) 0,74 (0,64-0,86),
p<0,0001.

HabmtonaBa ce 3HaUNTETHO I0—BHUCOKA YECTOTa Ha TyMOPHUs 0TroBop ot 14,4% (95%CI: 9,6-19,3)
NpY MALMEHTUTE B paMOTO Ha Kaba3uTakcel, B cpaBHeHHe ¢ 4,4% (95%CI: 1,6-7,2) 3a nauneHTHTE B
pamoro Ha MUTOKCaHTpoH, p=0,0005.

Bropuunute kpaitnu Touku Ha PSA ca monokuTenHu B pamoTo Ha kaba3zurtakcen. Habmonasa ce
menuaHa Ha PSA nporpecus ot 6,4 mecena (95%CI: 5,1-7,3) npu naiueHTUTe B paMOTO Ha
kaba3urakcen, B cpaBHeHue ¢ 3,1 mecena (95%CI: 2,2-4,4) B pamoTo Ha MUTOKCaHTpPOoH, HR

0,75 mecema (95%CI: 0,63-0,90), p=0,0010. OtroBopsT Ha PSA e 39,2% npu nanueHTHTe B paMoTo
Ha kabasurakcen (95%CI: 33,9-44,5) cipsamo 17,8% npu nanueHTHTe Ha MUTOKCaHTPOH (95%

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

He ce HaOio1aBa CTaTUCTHUYECKA PA3JIMKA MEXK]Ty JIBETE paMEeHa Ha JICYCHHUE TIPU MPOTrPECHsl Ha
OoJKaTa 1 OTTOBOp Ha OonKara.

B enHo HemH(beprOpHO, MHOTOLIEHTPOBO, MHOTOHAIIMOHAIIHO, PAHIOMUA3UPAHO, OTBOPEHO MPOYYBaHE
¢aza III (EFC11785), 1 200 marueHTH ¢ MeTacCTaTHUYCH, PE3UCTEHTEH Ha KaCTpaIlis paKk Ha
npocraTara, JeKyBaHH MPEH TOBa ChC CXeMa Ha JICUCHHUE, ChIIbpIKallla JOIeTaKCcell, ca Onm
PaHIOMH3HpPAHH Ja HOJTydaT 1032 Kabasurakcen 25 mg/m? (n=602) umm 20 mg/m?* (n=598). O6mara
npesxuBseMocT (OS) e Omita mppBUYHATA KpaifHa TOYKa 332 €(PUKACHOCT B IPOYYBAHETO.
[IpoyuBaHeTO € MOCTUTHAIIO CBOSITA ITHPBUYHA 1] 32 JEMOHCTPUPaHEe Ha HEMH(EPUOPHOCT Ha
kabasutakcen 20 mg/m? cnpamo 25 mg/m? (Bx. Tabnuia 4). CTaTHCTHYECKH 3HAYHUMO MO-BUCOK
npouent (p<0,001) mamuenTy ca nokasanu PSA otrosop B rpynata Ha 25 mg/m” (42,9%) B
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cpaBHeHHe ¢ rpymara Ha 20 mg/m” (29.5%). HabmroaBaH e CTaTHCTHYECKH 3HAYHMO MO-BHCOK PUCK
ot PSA nporpecus npu manueHtuTe Ha go3a 20 mg/m’ cnpamo Te3u Ha go3a 25 mg/m* (HR 1,195 ;
95%CI: 1,025 no 1,393). Hama cTatncTiuyecka 3Ha4MMa pas3jiyka 110 OTHOLIEHUE Ha JIPYTH BTOPUYHH
kpaitau Touku (PFS, TymopeH uimu 60J1K0B OTTOBOpP, TyMOpHA WIIM OOJIKOBA MIPOTPECHUS, U YETHPH
noakareropuu Ha FACT-P).

Ta6nuna 4 - O61a npexuBsemMocT B poyusanetro EFC11785 B pamoto Ha kabGasutakcen 25 mg/m?
CHpsAMO paMoTo Ha kabasutakcen 20 mg/m? (Intent-to—treat analysis) — [TbpBuYHa KpaiiHa Touka 3a
eukacHoCT

CBZ20+PRED CBZ25+PRED
n=598 n=602
O01ma npexuBsieMOCT
Bpoii cmbpTHE ciyuan, n (%) 497 (83.1 %) 501 (83.2%)
Menuana Ha nipexxuBsieMoct (95% 13.4 (12.19 to 14.88) 14.5 (13.47 to 15.28)
CI) (mecern)
Koeduuent Ha pucka®
cupsmo CBZ25+PRED 1.024 -
1-ctpanna 98.89% UCI 1.184 -
1-ctpanna95% LCI 0.922 -

CBZ20=Ka6asurakcen 20 mg/m?, CBZ25=Ka6asurakcen 25 mg/m?, PRED=IIpenunzon/[Ipeaan3onon
Cl=nosepurenen unrepsain, LCI=nonna rpanuna Ha nosepurennus unrepsai, UCI=ropHa rpanuna Ha
JIOBEPUTEIHUS UHTEPBAT

a KoeduueHT Ha pucKa e OLleHEeH upe3 perpecHoHeH Moen Ha Cox 3a MPOIOPIMOHATTHOCT Ha PUCKA.
Koe@uuent Ha pucka < | mokaspa Mo-HUCHK PUCK NpH kabasutakcen 20 mg/m? cripamo 25 mg/m?,

IIpodubT Ha Ge30macHOCT Ha kKabasuTakcen 25 mg/m?, Habmomasan B npoyuBane EFC11785, e
o700eH KOJIMYECTBEHO U Ka4eCTBEHO Ha TO3H, HabronaBaH B mpoyuBaneTo EFC6193. TIpoyuBanero
EFC11785 nemMoncTpupa mo-1005p mpodui Ha 6e30MacHOCT 3a KabasuTakceld mpy 103a 20 mg/m?.

Ta6auma 5 - Pe3iome Ha JaHHUTE 32 6E30MACHOCT B paMOTO Ha kKabasuTakces 25 mg/m* cpsmo
pamoTo Ha kabaszurakcen 20 mg/m* B mpoyusanero EFC11785

CBZ20+PRED CBZ25+PRED
n=580 n=595

Menuana Ha Opost KK/ 6/18 ceqmunu 7/21 cenMunu
MenuaHa Ha
NPOIBIDKUTETHOCTTA Ha
JeYeHIe
Bpoii nanmenTu ¢ pegykuus Ot 25 na 20 mg/m*: 128 (21.5%)
Ha Jio3aTa Ot 20 Ha 15 mg/m?*: 58 (10.0%) Ot 20 Ha 15 mg/m*: 19 (3.2%)
n (%) Or 15 Ha 12 mg/m*: 9 (1.6%) Orl15 Ha 12 mg/m?: 1 (0.2%)

BcuyKky cTeneHn Ha HexenaHu peakuuu’ (%)

Huapus 30.7 39.8
T"amene 24.5 32.1
Ymopa 24.7 27.1
XeMmatypust 14.1 20.8
AcTeHus 15.3 19.7
Hawmanen anerut 13.1 18.5
IloBpbiiane 14.5 18.2
Koncrunamus 17.6 18.0
Bonka B repba 11.0 13.9
Kimanvana HeyTponeHust 3.1 10.9
NHekms Ha THKOYHNTE 6.9 10.8
IbTUINA
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ITepudepna cenzopna 6.6 10.6

HEBPOIIATHS
Hucreysus 7.1 10.6
Crenen > 3 nexesnanu peakuun’ (%)

Kimmanana HeBponatus 2.4 9.6
®ebpuritHa HEBPOTIATHS 2.1 9.2

XeMaToJIOrn4HH OTKJIOHeHus1" (%)

Crenen > 3 HeyTponeHus 41.8 73.3
Crenex > 3 aHeMust 9.9 13.7
Crenen > 3 4.2
TPOMOOILIUTOTICHUSI 2.6

CBZ20=Ka6asurakcen 20 mg/m?, CBZ25=Ka6asurakcen 25 mg/m?, PRED=IIpenunzon/[Ipeaan3onon
a Berdku cTeneHn Ha HeXellaHU peakiMu ¢ 4ecToTa no-Bucoka ot 10%

6 CrerneH > 3 He)XeJIaHU PEAKIMU C YECTOTa IT0-BUCOKA OT 5%

6 B3 ocHOBa Ha 1a00OpaTOPHU CTOHHOCTH

B exHO MpoCeKTHBHO, MHOTOHAIIMOHATIHO, PAHJOMU3UPAaHO, KOHTPOJIMPAHO C aKTHBHO BELIECTBO,
oTkpuTO npoyuBane ¢asza [V (LPS14201/mpoyusane CARD) 255 nauueHTy ¢ MeTacTaTU4eH,
PE3UCTEHTEH Ha KacTpauus pak Ha mpocratara (mCRPC), nexkyBaHu mpeau ToBa B IPOU3BOJIEH pell
ChC CXEMa, ChIIbpiKalla JoleTakces U ¢ AR-TapreTHo cpencTBo (abUpaTepoH UIH SH3aITyTaMusl, C
mporpecus Ha 3a00JIIBaHETO B paMKUTE Ha 12 Mecela OT Ha4aloTo Ha JISYEHHETO), ca
PaHIOMM3MPAHH Ja TIONyYaBaT Kabasutakcen 25 mg/m’ Ha BCeKH 3 CeIMUIIM TLITIOC
npeaHu30H/mpean3000H 10 mg nHeBHO (n = 129) unu AR-Tapretnu cpeactsa (abuparepon 1000 mg
BEJHBXK JHEBHO IUTIOC TIPEAHU3OH/TIPEIHNU30JIOH 5 Mg /1Ba IbTH JHEBHO WK eH3ainyTamuy 160 mg
BEJIHBXK AHEBHO) (n = 126). PentreHorpadcku ornenenara npexxuBseMoct 6e3 nporpecust (rPFS),
ompenenena ot PabotHaTa rpyna 3a pak Ha npocratara-2 (Prostate Cancer Working Group-2,
PCWG@G2), e nppBrUHaTa KpaiiHa TO4Ka. BTOpUYHHUTE KpailHH TOYKU BKIIOYBAT 001 MPEKHUBIEMOCT,
npexussieMocT 0e3 nporpecust, PSA oTroBop U TyMOpeH OTToBOD.

Hemorpadckure 1 M3XOTHUTE XapaKTEPUCTHKH ca OaaHCHpaHU MEX1y TpynuTe Ha jedeHne. Ha
W3XOJTHO HMBO, 001aTa Meiiana Ha Bb3pactTa € 70 ronunu, 95% ot nmanuenture ca umanu ECOG PS
ot 0 o 1, ¢ mennana ua Gleason ckop 8. llectneceT u eaun mporneHTa (61%) oT manueHTHTE Ca
MMAaJH TIpeJIiecTBanio jedeHne ¢ AR-TapreTHo cpecTBO ciell Mpe/IecTBalla cXxeMa ¢ 10IeTaKkcel.
IIpoyuBaHeTO € IOCTUTHAJIO CBOSITA IbPBUYHA KpaiiHa Touka: rPFS e 3HauuTenHo no-awira npu
Kaba3uTakces B cpaBHeHHe ¢ AR-tapretHo cpeactBo (choTBeTHO 8,0 Mecena cipsimo 3,7 Mecena), ¢
46% HaMaysIBaHe HA PUCKa OT Iporpecus (peHTreHorpadcku olleHeHa) B cpaBHeHHE ¢ AR-TapreTHO
cpeacTBo (BX. Tabmuia 6 u gurypa 2).

Tabmmna 6 EdukacHocT Ha kabasnTakcen B mpoyuBaneTo CARD mpu sieuenne Ha manueHTy ¢
MeTacTaTW4eH, pE3UCTEHTEH Ha KacTpauus pak Ha mpocratara (Intent-to—treat ananus) —
penTtrenorpadcku oneHeHa npexussieMoct 6e3 nporpecust (rPFS)

Kab6azurakcen AR-TapreTHO CpencTBo:
+ IpeTHN30H/TIPEJHA30I0H AOupatepoH+ MpeaHN30H/
+ G-CSF MIPEJHU30JIOH
I
Enzanyramun
n=129 n=126

Bpoii chOuTHs KbM KpaiiHata nata (%) 95 (73,6%) 101 (80,2%)
Menuana Ha rPFS (Mecerm) (95% CI) 8,0 (5,7 m0 9,2) 3,7(2,8 no 5,1)
Koeduuuent na pucka (HR) (95% CI) 0,54 (0,40 oo 0,73)
p-crolinoct! <0,0001

!crpatnduuupan log-rank Tecr, npar Ha 3HaunmMoct = 0,05
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Qurypa 2 —[IspBuuHa Kpaitna Touka: Kpusa na Kaplan-Meier Ha pertrenorpadcku onenenara PFS
(ITT momynariwst)

rPFS (meceuu) Kpusa Ha Kaplan-Meier no rpynu Ha neyeHue — ITT nonynauus
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MapKI/IpOBKI/ITC TIOKa3BaT UEH3ypHUpaHU JaHHU.

[Tnanupanurte aHanusu Ha noArpynu 3a rPFS, 6a3upanu Ha daxTopu Ha cTpaTudUKaIys IpU
pangomu3anusTa, aBat koepunuent Ha puck 0,61 (95% CI: 0,39 no 0,96) npu nanueHTH, KOUTO ca
[I0JTy4aBajy peaBapuTeaHo AR-TapreTHo cpencTBo npeau gouerakcen U koeduiuenT Ha puck 0,48
(95% CI: 0,32 no 0,70) npu nanueHTH, KOUTO ca MoJyyaBaiy IpeaBapuTeaHo AR-TapreTHo cpencTBo
cliesl JOLeTaKcell.

Kabasurakcen moka3pa CTaTUCTUYECKO MPEBB3XOCTBO MO OTHOIIEHNE Ha AR-TapreTHuTe
CPaBHHUTEIHH JICKAPCTBEHH MPOIYKTH 32 BCSIKA OT ana-3aluTeHUTE KIIIOYOBH BTOPHYHH KpaitHN
TOYKH, BKITIOUHATEITHO 001na npexussiemoct (13,6 Mecena 3a paMoTo Ha kabaszuTtakcen cripsmo 11,0
Mecena 3a pamorto ¢ AR-taprerno cpenctso, HR 0,64, 95% CI: 0,46 no 0,89; p = 0,008),
npexuBsieMocT 0e3 porpecust (4,4 Mecela 3a paMOTO Ha Kaba3uTakces cpsMo 2,7 Mecena 3a paMmoTo
¢ AR-taprerno cpenctso, HR 0,52; 95% CI: 0,40 no 0,68), motespaen PSA orrosop (36,3% 3a
pamoTo Ha kabazutakcen crpsmo 14,3% 3a pamoto ¢ AR-tapretHo cpenctso, p = 0,0003) u Haii-
n00Bp TyMopeH otroBop (36,5% 3a pamoTo Ha kaba3urakcen cripsamo 11,5% 3a pamoro ¢ AR-
TapreTHo cpeactso, p = 0,004).

[podursbT Ha Ge3omacHOCT Ha kKabasuTakcen 25 mg/m?, Habnromasan B npoyusanero CARD, kato
LISJI0 ChOTBETCTBA Ha TO3H, HabmoaaBan B mpoyuBanusita TROPIC u PROSELICA (Bx. Touka 4.8).
YecToTara Ha CTeTeH > 3 HexenaHu chOuTHs € 53,2% B pamMoTo Ha kabasurtakcen cipsamo 46,0% B
pamoto ¢ AR-TapreTHo cpeacTBo. YecToTara Ha CTEIeH > 3 CEpHO3HU Hexenanu croutus e 31,7% B
pamoTo Ha kabazurtakcen crpsimo 37,1% B pamoto ¢ AR-Taprerno cpenctso. Yectorara Ha
MaIMEeHTUTE, KOUTO OKOHYATEHO ca MPEYCTaHOBUIM U3MUTBAHOTO JEYSHUE MOPAaN HeXKelaHH
cpourus, e 19,8% B pamoTo Ha kabazuTakcen cpamo 8,1% B pamoTo ¢ AR-TapreTHoO CpeacTBO.
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YecToTaTa Ha MAIMEHTUTE C HEXEIIAaHU CHOUTHS, BOJICIIN JIO CMBPT, € 5,6% B paMoTO Ha
kabasurakcen cupsamo 10,5% B pamoto ¢ AR-TapreTHO cpeacTso.

HeauaTpuyHa momynanus

EBporieiickara areHnus 1o JiekapcTBaTa 0CBOOOXk/IaBa OT 33 IbJDKEHUETO 32 IIPEIOCTaBsSIHE Ha
pe3yNTaTuTe OT MPOYYBaHMs ¢ Kaba3UTaKCed BbB BCHUKHU MOATPYNHU HA MEANATPUIHATA IOy IALUS
TIpY [TOKa3aHUETO PaK Ha ImpocTarata (BXK. Touka 4.2 3a mHpOopManus OTHOCHO yroTpeda B
TIENATPUITA).

Kabasurtakcen e olieHeH B OTKPUTO, MHOTOIICHTPOBO Npoy4BaHe (aza 1/2, mpoBeneHo npu odmio 39
MeIUaTpUYHH ManueHTH (Ha Bb3pacT Mexay 4 u 18 roaunu 3a ¢asa 1 yactra OT Mpoy4BaHETO U
Mexy 3 u 16 ronuHM 3a ¢a3a 2 yactra OT Mpoy4yBaHeto). BsB ¢asa 2 yacrra He ce nokaza
epuKacHOCT Ha Kaba3uTaKCceNl KaTo MOHOTEpamnus B MeAHaTPUIHATA MOIMYJIAlKs C PEIUANBAPALL WITH
pedpaxrepen nudyseH rirom Ha Mo3buHUs cTBOJ (diffuse intrinsic pontine glioma, DIPG) n
BucokocteneneH riauoM (high grade glioma, HGG), nexyBanu ¢ 1o3a ot 30 mg/m?.

5.2 ®apmakokMHETHYHM CBONCTBA

U3BbpliieH e momynanuoHeH GpapMakOKHHETHYCH aHamu3 npu 170 nauueHTH, BKIIIOYUTEIHO HalUCHTH
C aBaHCHpAJI COJUIHU TyMOpH (n=69), MeTacTaTudeH pak Ha rppAara (n=34) 1 MeTacTaTu4yeH pak Ha
npocrarara (n=67). Te3u naruenTu ca npruemanu kabasurakcen B 1034 oT 10 1o 30 mg/m2 CEIMUYHO
WM HA BCEKH 3 CEIMMITHL.

Abcopbuus
CJiell e[HOYACOBO MHTPABEHO3HO MPUIOKEHHE Ha 25 mg/m” kaba3uTakces Mpu MalMEeHTH ¢

MeTacTaTh4eH pak Ha mpocratara (n=67), Cpax € 226 ng/ml (koeduuuent na Bapuausa (CV): 107%) n
€ IocTUrHara B kpas Ha enHoyacoBata HHQY3Us (Tmax). Cpennara AUC e 991 ng.h/ml (CV: 34%)).

He e HaOnromaBaHo roisiMo OTKIIOHEHHUE B J030BaTa MporopiuoHatHoct ot 10 qo 30 mg/m? npu
MAIUEHTH C aBAaHCUPAJIU COJUIHU TyMopH (n=126).

Pasnpenencnue
O6embT Ha pasnpenenenne (Vs) e 4 870 1 (2 640 1/m? 3a manueHT che cpeHa TelecHa HOBBPXHOCT

1,84 m2) B CTAIlMOHAPHO CHCTOSIHUE.

In vitro cBpp3BaHETO Ha Kaba3UTAKCEI C YOBEIIKUTE CEpyMHHU IpoTenHHu € 89-92% u He ce HacuIla 10
50,000 ng/ml, koeTo oOxBala MaKCUMalIHATa KOHIIEHTPAIHs, HA0It0/JaBaHa B KIIMHUYHA IPOYYBAHUSI.
Kabasurakces ce cBbp3Ba OCHOBHO € YOBELIKHs cepyMeH anOymuH (82,0%) U ¢ IMmnonpoTeuHuTe
(87,9% 3a HDL, 69,8% 3a LDL u 55,8% 3a VLDL). In vitro choTHOIIEHHUSTAa HA KPbBHA KM
Ia3MeHa KOHIIEHTpAIHs B YOBEIIKaTa KpbB, KOUTO ca B rpanurute ot 0,90 mo 0,99 mokaszpar, ue
Kaba3uTaKcel ce pasnpeens eIHaKBO MeXIy KpbBTa U I1a3Mara.

Buotpanchopmanus

Kabasurakcen ce MeTaboIH3Upa EKCTCH3UBHO B YepHHUs Apo0 (>95%), rmaBHo upe3 CYP3A
n3oenzuma (80% mo 90%). Kabasurakcen € OCHOBHOTO IUPKYJINPAIIO CheINHEHNE B YOBEIIIKATa
wra3Ma. B mra3mara ca OTKpUTH ceieM MeTabomuTa (BKIFOYUTENHO 3 aKTUBHA METa0oInTa B
cnencteue Ha O-IeMeTIINpPane), KaTo OCHOBHHAT MPEACTABIABA 5% OT €KCTIO3UIIMATA HA OCHOBHOTO
BenrecTBo. Okoo 20 MeTabonnTa Ha Kaba3uTakces ce eKCKPETHpaT ¢ ypuHarta u ¢ereca.

B®3 ocHOBa Ha in vitro poy4YBaHus, MOTSHIIHATHUAT PUCK 32 MHXUOUpaHe OT Kaba3uTaKcen B
KIMHUYHO 3HAYMMHU KOHIIEHTPALUH € Bb3MOXKEH 32 JIEKApCTBEHHU MPOJYKTH, OCHOBHO CyOCTpaTH Ha
CYP3A.

Knunuyno mpoydsane obade M0Ka3Ba, 4e kabasutakcen (25 mg/m’ mpuiokeH Kato eIHOKPATHA
1-4acoBa uH(]Yy3HUs), HE MPOMEHS IUIA3MEHNUTE HUBA HA MUAa30J1aM, KOWTO € U3ClIeBaH cyOcTpar Ha
CYP3A. Ilopaau ToBa, CHITBTCTBAIIOTO NMPHUJIOKEHUE B TEPANIEBTUYHH 1031 Ha cyOcTpat Ha CYP3A
¢ kaba3uTaKces MpU NallMeHTH, HE ce OYaKBa J]a Ma KIIMHUYHO 3HAYCHHUE.

Hsma moreHumaneH puck 3a HHXUOUpaHe Ha JIEKapCTBEHH MPOAYKTH, KOUTO ca CyOCcTpaTu Ha APYTH
CYP enzumu (1A2, 2B6, 2C9, 2C8, 2C19, 2E1 u 2D6), cbiio Taka HAMa MOTEHIIMAJICH PUCK 32
WHIYKIHS OT Kaba3uTakcen Ha JiekapcTBeHH npoayktu, cyoctpatu Ha CYP1A, CYP2C9 u CYP3A.
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KabasuTakcen He HHXHOUpA in vifro OCHOBHHS ITBT Ha OMOTpaHchopManus Ha BapdapuH B
7-xunpokcuBapdapus, koeto ce Meauupa ot CYP2C9. CnenoBaTenHo HE ce O4aKBaT
(hapMaKOKMHETUYHU B3aUMOJICHCTBUS Ha Kaba3urakcen ¢ BapapuH in vivo.

In vitro xaba3utakcen He nHxuOupa Multidrug-Resistant Proteins (MRP): MRP1 u MRP2 unmn
oprannyHus katuoHeH TpaHcrnoptep (OCT1). Kaba3urakcen nHXxuOupa TpaHCIOPTUPaHETO Ha P-
rimkonpotenHa (PgP) (murokcun, BunOnactuH), Breast-Cancer-Resistant-Proteins (BCRP)
(MeToTpekcaT) U TPaHCHIOPTUPALIXS TONMUNeNnTHA Ha opranndyHu annonu OATP1B3 (CCKS) B
KOHIIEHTpALMK Hal-Majko 15 mbTH OT HaOMI0JaBaHUTE B KIIMHUYHU YCIIOBHS, JOKATO HHXHUOHUPAHETO
Ha Tpancniopta Ha OATP1B1 (ectpanuon 17B-rarokypoHuI) € B KOHIICHTPAIIMKA CaMO 5 TH OT
HabJroaBaHUTE B KIMHUYHM ycIoBUs. Cle0BaTeIHO PUCKBT 32 B3AUMOAEUCTBHE i1 ViVO ChC
cy6erpatn Ha MRP, OCT1, PgP, BCRP u OATP1B3 B 103a 25 mg/m’ e Majko BeposTeH. Br3moxen
e puck 3a B3aumoericteue ¢ OATP1B1 tpancnoprep, ocodeHo o Bpeme Ha uHdpy3usra (1 gac) u 1o
20 MuHyTH cliefl Kpast Ha uH(py3usaTa (BXK. Touka 4.5).

Eanmunupane
Crnen eqHOYacoBa MHTPaBEHO3HA WH(Y3US HA MAPKUPaH 14C kabasurakcen B m1o3a 25 mg/m2 npu

nanueHTy, npubausuresHo 80% OT mpuiokKeHaTa 103a ce eTMMUHUPA B paMKHUTE Ha 2 CeIMUIIH.
Kabasurakces 0CHOBHO ce€ €KCKpeTHpa upe3 (ereca KaTo MHOXKeCTBO MeTabosutH (76% ot no3ata),
Jokato ObOpevHaTa eKCKpenus Ha Kaba3uTakcell u MeTabouTuTe € mo-Manko ot 4% ot mo3ara (2,3%
KaTO HEIPOMEHEH JICKaPCTBEH MPOIYKT B yPHHATA).

Kabasurakcen nma BUCOK miazmeH KimpbHC 0T 48,5 1/h (26,4 1/h/m? 3a manueHT che cpeiHa TenecHa
NoBBPXHOCT 1,84 m?) ¥ JbIBI TEpMUHAJIEH IIOIY>KUBOT 95 uaca.

CroenyanHy Momyaauu

Tayuenmu 6 cmapuecka 6v3pacm

B nomynanuoneH ¢papMakoKWHETHYeH aHan3 nipy 70 ManMeHTH Ha Bh3pacT 65 U MoBeue roJMHA
(57 ot 65 mo 75 u 13 manueHTH Hajx 75 TOJWHMN) He € HAOII0JaBaHO BITUSHHUE HA BH3PACTTa BBPXY
(hapMaKOKHHETHKATa Ha Kaba3uTaKcell.

Teouampuunu nayuenmu
BezonacHocTTa u epukacHOCTTa HAa Kaba3uTaKcel MpH Jela 1 IOHOLIM MoJl 18-roauIiiHa Bb3pacT He ca
YCTaHOBEHH.

Yepnoopobdo yspescoane

KabasuTakcen ce eIMMHHUpPA OCHOBHO 4pe3 YePHOAPOOECH METab0IN3bM.

CneuunanHo mpoy4uBaHe npu 43 OHKOJIOTWYHY MAUEHTH ¢ YePHOAPOOHO YBPEKIaHE HE MOKA3Ba
BIUsiHUE Ha JiekoTo (00mr ommpyoun >1 no <1,5 netu ['TH wu AST >1,5 metu [TH) unu ymepeno
(o6mr 6unmupy6owusn >1,5 no <3,0 neta [ TH) yepHoipoOHO yBpexnaHe BbpXy hapMakKOKMHETHKATA Ha
kabasurakcen. MakcumanHara noHocuma no3a (MIT1) Ha kaba3urakcen e crorBeTHO 20 mg/m?2 u

15 mg/m?.

[Ipu 3 manmeHTH ¢ TEXKO YepHOAPOOHO yBpexknane (0omy OmnmmpyouH >3 et [TH) e Hab1ronaBano
39% HamaineHue Ha KJIMPbHCA B CPAaBHEHHE C MALMEHTH C JIEKO YePHOAPOOHO YBpEXkKIaHe, KOETO
MIOKa3Ba M3BECTHO BIMSHUE Ha TEKKOTO YEPHOAPOOHO YBpEXKIaHe BHPXY (papMaKOKHHETHKATa Ha
kabasuTakcen. He e ycranoBena MI1/] Ha kaba3uTakcel Py MAMEHTH C TEXKO YepPHOAPOOHO
YBpEKIAHE.

B®3 ocHOBa Ha maHHUTE 32 6€30ITACHOCT M TIOHOCHMOCT, J103aTa Ha Kaba3uTakcel TpsOBa 1a ce
HaMaJTH [IPH TTAIUEHTH C JIEKO YepPHOIPOOHO yBpexaane (Bxk. Touku 4.2, 4.4). Kabasurakcen Accord e
IIPOTUBOIIOKA3aH [IPU MALIUEHTH C TEXKKO YEPHOIPOOHO yBpexxaHe (Bxk. Touka 4.3).

bvopeuno yepescoane

Exckpernusita Ha kaba3uTakcen npe3 0p0penure ¢ MuauManHa (2,3% ot mosara). [lomynanmonen
(hapMaKOKHHETHYEH aHaJN3, U3BBpIICH NpHu 170 manueHTH, BKIF0YBaI 14 ManueHTH ¢ yMepeHo
0BOpeyHO yBpexIaHe (KpeaTUHUHOB KIUbpPbHC B rpanuiute ot 30 10 50 ml/min) u 59 nanuentu ¢
nieKo OBOPEUHO yBpeXKIaHe (KPEaTHHHHOB KITUBPBHC B rpaHunuTe ot 50 1o 80 ml/min) mokaspa, ue
JIEKOTO JI0 yMepeHO OBOpeYHO yBpexaaHe HAMa 3HaYNMHU e(DeKTH BbpXY (hapMaKOKHHETHKATa Ha
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kabasutakces. ToBa € MOTBBPICHO OT CIIEIIHATHO CPABHUTEITHO (hapMaKOKHHETHYHO MPOYYBAHE TIPU
MAIMEHTH ChC COJMIHM TYMOPH ¢ HOpMaliHa Ob0pevHa yHKIM (8 mauueHTn), yMepeHo

(8 manmenTn) U TeXKO (9 manueHTH) 6BOPEUHO YBpEKAaHE, KOUTO Ca MONTYYHIN HIKOJIKO IIUKbIa
kabaszuTaKcea KaTo eMHAYHA HHTPaBeHo3Ha HH(y3Hs 10 25 mg/m?.

5.3 TlpeakIuHUYHU JAHHH 32 0€30ACHOCT

Hesxenanu peakimin, KOUTO He ca HaOIIOAaBaH! NIPH KIMHWYHY [IPOYYBAHMS, HO ca HAOJIIOaBaHH IIPU
KydeTa cje]] eAHOKpaTHa 1034, 5-THEBHO M CEIMHUYIHO NpHIaraHe Mpyu HUBA HA €KCIIO3UILINS, TO-HUCKH
OT HMBATa Ha KJIMHUYHA €KCITO3HIVS U C BE3MOXKHO 3HAUCHHUE 33 KIMHUYIHATA yHOTpeOa, ca
apTepuoNapHa/IepuapTeproiapHa HEKpOo3a B YepHUS P00, XUIEpIUIa3us Ha XKIIBYHNATE KaHaIdeTa
W/WITK XeTaTolenyJiapHa HeKpo3a (BX. Touka 4.2).

Hesxenanu peakuuu, KOUTO He ca HAONIOIaBaHH NIPU KIIMHIUYHH NPOYYBAHUS, HO ca HAOJI0IaBaHy MIPH
IUTHXOBE IO BpeMe Ha MPOYYBaHUS 32 TOKCHYHOCT IIPH MHOTOKPATHO MpHJIaraHe, Mpy HUBa Ha
€KCTIO3HUIIHsI, TIO-BICOKH OT HUBATa HAa KJIMHUYHA EKCITO3HUIIUS ¥ ¢ BB3MOXKHO 3HAUYCHHE 32 KIMHUYHATA
ynoTpeba, ca HapyIICHHs Ha OUUTe, XapaKTEPU3UPALIH Ce ChC CyOKarCyJIapHO
MMOMBTHSABaHe/IereHepanus Ha jemara. Te3n epekrn ca Oninm 4acTHYHO OOpaTHMU cie]l 8 CeIMHUIIN.

[IpoyuBaHus 3a KAaHIEPOTEHHOCT HE ca MPOBEXKIAHU C Ka0a3UTaKCel.

Kabasurakcen He HHAyIHMpa MyTalluy IPH OaKTepHaJIeH TeCT 3a 00paTHU MyTanuu (TeCT Ha Ames).
He e xiacroreHeH npu in vitro T€CT B YOBEIIKH TUM(OIHUTH (HIMa HHIAYKIHS Ha CTPYKTYPHHU
XPOMO30MHHU abepalliu, HO ce yBelHYaBa OposT Ha MONUILIONTHATE KJICTKH) U HHIYIHPA YBEIUICHHE
Ha MUKPOSIIPATA B in Vivo MUKPOHYKJIEApEH TECT MPHU ILTbXOBE. Te3i TeHOTOKCHYHH HaXOIKH (IO
aHEyTeHEeH MEeXaHH3bM) ca MPHUCHINH 3a (HapMaKOJIOTHYHOTO ACHCTBHE HAa ChbeMHEHHETO (MHXHOUpaHe
Ha TyOyJIMHOBAaTa JECTIOTUMEPH3ALIHs).

Kaba3utakcen He MOBIHSIBA T-II/I(I)TOCBaHeTO 501048 (bCpTI/IJ'II/ITeTa IIpyu TPETUPAHU MBIKXKHU IIJITBXOBE.
B’LHpeKI/I TOBa IIpH IPOYy4IBAHHA 3a TOKCUIHOCT IIPH MHOT'OKPAaTHO MMpUJIarale € Ha6moz[aBaHa
ACreHepanus Ha CEMCHHUTEC BE3UKYJIN U anoq)Hﬂ Ha CEMCHHUTC KaHAJTYE€Ta B TECTUCUTE IIPH IIIIBXOBE
" ACTCHEpanus Ha TCCTUCUTE (MI/IHI/IMaJ'IHa HEKpO3a Ha CAMHUYHU CIIUTECIHU KIICTKU B el'[I/II[I/I,Z[HMa)
Ipu Ky4eTa. Excno3unuure IIpH )KUBOTHHU Ca ounu HO,I[O6HI/I WK IIO-HUCKH OT TC3H, Ha6J'I}O,I[aBaHI/I
Ipu Xopa, nojayvdaBam KIIMHUYHO 3HAYUMHU OO3U Kaba3HuTaKcel.

Kab6asurakcen uaaynupa emOproderarHa TOKCHYHOCT TP JKEHCKH TUThXOBE, TPETHPAHU
HWHTPaBEHO3HO BEIHBK JIHEBHO OT reCTAllOHEH AeH 6 10 17, cBbp3aHa ¢ TOKCHYHOCT 3a MaiiKkaTa u
CHCTOSAIIA CE€ BbB (peTaHa CMBPT U HAMAJIEHO CPEIHO (PEeTaHO TErNI0, aCOLMUPAHO ChC 3a0aBsHe Ha
ckeneTHata ocudukaius. Excrio3uiute npu )KUBOTHU ca OWIIM NIO-HUCKH OT TE3H, HA0I0aBaHu IIPH
X0pa, MOTydYaBally KIMHAYHO 3HAYMMH 031 KabasuTtakcen. Kabasurakcen mpeMnHaBa
IUTAIleHTapHaTa Oapuepa IpH ILTXOBE.

[Tpu urbxoBe Kaba3uTaKCeNl ¥ HETOBUTE METAOOJIUTH Ce EKCKPETUPAT B MAHUYMHOTO MIISKO B
KomaecTBo A0 1,5% oT mpuinokeHara 103a B IpoAbIDKEHNE Ha 24 Jaca.

OrieHKa Ha pHcKa 3a OKOJIHATa cpesia

PesynratuTe oT mpoy4BaHUsATA 3a OL[EHKA HAa PHCKA 3a OKOJIHATA Cpe/ia TIOKa3BaT ue Kaba3uTakcen
HsIMa J1a IPUYUHH CEPHO3€EH PUCK 3a BOAHATA cpefia (BXK. TOUKa 6.6 3a U3XBBPJISIHETO Ha
HEU3I0JI3BaHMSI JIEKAPCTBEH MPOAYKT).

6. DODAPMAIIEBTUYHU JTAHHU
6.1 Chnucnk HA NIOMOIIHUTE BellecTBa

[Monucopbar 80
JInMoHeHa KuceanHa
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Erano:, 6e3Boen

6.2 HecbBMecTHMOCTH

To3u JlekapcTBeH MPOMYKT He TPsiOBa Jla ce CMecBa ¢ APYTH JEKAPCTBEHH MPOAYKTH, C U3KIIOYCHUE Ha
TE3H, IOCOYCHU B TOYKa 6.6.

Ja ne ce m3non3sat nHpy3noHHu PVC KoHTeliHEpH WM TIOJIMYPETaHOBH KOMITJIEKTH 32 HH(Y3Us 32
MIPUTOTBSIHE U NPUJIOKEHHE HA WH(PY3MOHHHSI Pa3TBOP.

6.3 Cpok Ha roaHOCT

HeotBopeH ¢uakon
3 roguHNU

Crnien oTBapsiHe
Bceku ¢akoH e 3a eIHOKpaTHA yrnoTpeba u TpsAOBa 1a ce U3MOA3BaT BeHara cie/ oTBapsiHe. AKO He

Cce M3II0JI3BAT Be/IHAra, IIEPHOIBT Ha H3ITOI3BAHE 1 YCIOBHUATA 32 ChXpaHEHHE Npean ynoTpeba ca
OTTOBOPHOCT Ha MOTPEOUTEIIL.

Cren kpaifHO pa3pexiaHe B UHQY3HOHHUS cak/OyTHIIKa

Joxa3aHa e XUMHUYHA U (pU3NIHA CTAOWITHOCT Ha WH(Y3HOHHUS Pa3TBOP 3a § yaca IpH CTaifHa
temmeparypa (15°C - 30°C) (sxmrounTenHo U 1 gac BpeMe 3a HH(Y3usATa) 1 3a 48 gaca npu
ChbXpaHEHHE B XJIAJMIHUK BKIIOUUTENHO U 1 9ac BpeMe 3a HHPY3UATA.

Ot MEKpOOMOJIOTHYHA TJIeJHA TOUKa HH(Y3HOHHUAT Pa3TBOP TPsOBa Ja ce M3II0I3Ba BeIHAra. AKO He
Ce U3I0JI3Ba BEJHATa, IEPHOABT Ha M3MOI3BaHE U YCIOBUATA 32 ChXpaHEHHE Mpeau yrnotpeda ca
OTTOBOPHOCT Ha OTPeOUTENS 1 OOMKHOBEHO He TpsiOBa Ja HanxBHpIsT 24 vaca npu 2°C - 8°C, ocBeH
aKo Pa3peXAAHETO HE € U3BBPIICHO B KOHTPOIUPAHH U BATUAUPAHH ACEITUYHH yCIOBHS.

6.4 CroenuajaHu yc10BHA Ha CbXpaHeHHUe

To3u JilekapcTBeH MPOMYKT HE M3UCKBA CIICIIUATHY TEMIIEPAaTypPHH YCIIOBUS Ha chXpaHeHue. Jla ce
ChXpaHsIBa B OPUI'MHAIHATA OMMAKOBKA, 32 J]a Ce MPE/na3u OT CBETINHA.

3a ycnoBuATa HA ChXPaHEHHE CIIE OTBAPSHE M PA3PEK/aHE Ha JIGKAPCTBEHHS MPOIYKT BUKTE
Touka 6.3.

6.5 Buau chabpikaHue HA OMAKOBKATAa

3 ml koHueHTpat B 6 ml muIUHIpUYeH GJIaKOH OT NPO3padyHo CTHKIO (Tun I), 3aTBOpEH che cuBa
CWJIMKOHU3UpPaHa r'yMeHa 3anmymanka oT 20 mm (tur 1) ¢ TeioHoBO OKpUTHE BBPXY ITOBBPXHOCTTA
Ha 3allyllajikaTa U 3aleyaTaH ¢ alyMUHHeBa 00KaTKa, IOKPUTA C BUOJETOBO INIACTMACOBO OTYYIIBAILO
ce Karaye.

6.6 CrnenuaJHu NpeANa3HU MePKH NP U3XBbPJIsIHE U padoTa

Kabasurakcen TpsiOBa 1a ce MPUTOTBS U IIpUJIara camo OT MepcoHai, o0y4eH 3a padora ¢
MUTOTOKCUYHU CPEJICTBA. BpeMEeHHH jXeHH OT IiepcoHalia He TpsiOBa Ja paboTsIT C JICKApCTBEHUS
MIPOAYKT.

KaxTo  Ipyt IpyruTe aHTHHEOIUTACTUYHH CPENICTBA, € HEOOXOIMMO TIOBHIIEHO BHIMAaHUE IIPH padoTa
Y TIPUTOTBSIHE Ha Pa3TBOPH Ha Kaba3uTaKcel, KaTo ce UMa MPEABH/] H3MI0JI3BaHETO Ha TIPESANa3HU
YCTPOWCTBA, MEPCOHATHY MPEANa3Hu CPEICTBa (HApUMEp PHKABHUIIN) U IIPOLIEAYPH 3a IPUTOTBSHE.
AKo Ha HIKOI eTan oT paboraTa Kaba3uTakces Bie3e B KOHTaKT ¢ KOXKaTa, N3MHITE 51 He3a0aBHO U
OOMJIHO C BOJIA M CamyH. AKO BIie3¢ B KOHTAKT C JIMTABULU, U3MHUATE T He3a0aBHO U OOWIIHO C BOJA.

ITonroToBKa 3a MHTPABEHO3HO MIPHUIOKEHNE

HE wu3non3Baiite 3aeHO ¢ APYTH JIEKAPCTBEHH MPOIYKTH, ChAbPIKAIIY Kaba3UTaKCeN ¢ pa3indHa
KOHIIeHTpaIus Ha kabazuTtakcen. Kadasurakcen Accord chabpika 20 mg/ml kaba3urakcen (mone 3 ml
JIOCTaBeH 00eMm).

23



Bceku ¢uakoH e 3a egHOKpaTHa ynorpeda U TpsOBa 1a ce n3noJ3Ba He3abaBHO. V3xBbpieTe

HEH3IIOI3BAHUS PA3TBOP.

Moske na e HeoOxoauM ToBeue oT enuH ¢uiakoH Kabasurakcen Accord 3a npuiaraHe Ha

npearnucanara a03a.

3a npuroTBsHe Ha MH(Y3UOHHUS Pa3TBOP TPAOBA Aa Ce U3BBPLIM NPOLEC HA pa3pekAaHe 10

ACCIITUYCH HAYMH.

Ilpucomssane na qu)VS’MOHHUﬂ pasmeop

Crpnka 1

C momornira Ha rpajgyupaHa CIpUHIIOBKA,
cHab/IeHa ¢ Urja, U3TErNIeTe aCeITUIHO
HeoOxoaumust ooem Kabasurtakcen Accord
(xo#iTo cpabprka 20 mg/ml kabazurtakcen).
Karo npumep, 3a noiaydasaHe Ha J103a oT 45 mg
KaOasuTakceln, 1me ca HeoOxoaumu 2,25 ml
Kabasurtakcen Accord.

Crbnka 2

WmxexTupaiite B crepuiie, Hechabpxkail PVC
KoHTeiHep ¢ 5% pa3TBOp Ha TIFOK03a HIIN
HMH(Y3UOHEH Pa3TBOP HA HATPUEB XJIOPHUJ

9 mg/ml (0,9%). KonuenTpanusita Ha

Konnentpar 20 mg/ml

WH(Y3UOHHUS pa3TBOpP TPAOBa Ja Obae MEXIy
0,10 mg/ml u 0,26 mg/ml.

Heob6xomumo
KOJINYECTBO
KOHIIEHTpaT

5% pa3TBOp Ha IITIOK03a
YT HHQY3HOHEH Pa3TBOP
Ha HATPUEB XJIOPUJL

9 mg/ml (0,9%)

Crpnka 3

OTtcTpaHeTe CIIPUHILIOBKATA U CMECETE
CBIBPKAHUETO Ha MH(QY3NOHHHMS CaK FIIH
OyTHIIKa pHYHO Ype3 pasKiIallaHe.
Wndy3noHHUAT pa3TBOp € OUCTHp Oe3LBETEH
pasTBop.

Crpnka 4

KakTo npu BCHYKHU MPOJIYKTH 32 MapeHTEPATHO
MPHUIIOKEHUE, TIOJTYICHHSIT HHPY3HOHEH
pasTBop TpsiOBa aa ObJie MPOBEPEH BU3YaITHO
npenu ynotpeda. Thit karo HHQY3MOHHHST
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Pa3sTBOP € NPECUTEH, MOXKE Ja KPUCTAIU3UPA C
TE€YCHHE Ha BpeMeTo. B To3H citydaii pa3TBOPBT
He TpsI0Ba J1a ce U3MOJI3Ba U TPsIOBa J1a ce
H3XBBPIIN.

WH(y3noHHUAT pa3TBOp TpsAOBa Jja ce M3M0JI3Ba BelHara. BeIipexn ToBa BpeMeTo Ha ChbXpaHEeHHe
peau ynorpeda Moxe a 0bJe IO0-IBJIr0 IPH ONPEAEICHH YCIOBHUS, OCOYEHH B TOuKa 6.3.
IpenopwuBa ce 10 BpeMe Ha MPHIIOXKEHHUE Jla Ce M3I10JI3Ba HHIIAHH QHITHP ¢ HOMHHAJEH pa3Mep Ha
nopure 0,22 mukpomerpa (0,2 MUKpoOMeETpa).

[a ne ce usnonssar nHdy3nonHu PVC KoHTeHHEpH WM OINYPETaHOBU KOMIUIEKTH 3a HH(Y3HS 3a
MIPUTOTBSIHE U MPIJIOKECHUE HA Kaba3uTaKced.

Kabasurakcen He TpsOBa Jja ce cMecBa ¢ APYTH JIGKapCTBEHH MPOMYKTH, C N3KIIIOUYEHIE Ha
IIOCOYEHHTE.

Hewsnon3BaHuAT NeKapCTBEH NPOIYKT WM OTIAJbYHUTE MaTEPUAIH OT HETO TPAOBA a Ce U3XBBPIIAT
B CBOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. INPUTEXATEJ HA PASPELHIEHUETO 3A YIIOTPEGA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n, Edifici Est 6* planta

Barcelona, 08039

Hcnanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1448/001

9. JATA HA TBPBO PASPEINIABAHE/ITIOJHOBSIBAHE HA PASPEIHIEHHUETO 3A

YIIOTPEBA

[Jara na mepBo pa3pemanane: 28 aBryct 2020 r.
Jlata Ha mocmenHo mogHoBsBaHe: 06 roam 2025 T.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[oapo6ua nHpOpManKs 3a TO3U MPOLYKT € NPeJoCTaBeHa Ha yebcaiiTa Ha EBpomneiickara areHuus mo
nexapcerBara https://www.ema.europa.eu
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MMPUJIOKEHHUE I1

IMPON3BOAUTEJIN, OTTOBOPHH 3A
OCBOBOXJIABAHE HA ITAPTUIN

YCJIOBUSA NI OTPAHUYEHUS 3A TOCTABKA "
YIHOTPEBA

APYI' YCJI0OBUA 1 N3NCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUsA WK OT'PAHUYEHUA 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUA
HNPOAYKT
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A. TMIPOU3BOIAUTEJIN, OTTOBOPHHU 3A OCBOBOKJIABAHE HA ITAPTUIU

Hme n aIp€C HA MPOU3BOAUTEIINTC, OTTOBOPHU 3a OCBO60)KI[aBaHC Ha IapTHAWUTC

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca
Barcelona, 08040

Hcnanus

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park
Paola, PLA 3000

Manra

Accord Healthcare Polska Sp. z 0.0.
ul. Lutomierska 50, Pabianice, 95-200
ITomma

Accord Healthcare Single Member S.A.
64" Km National Road Athens,

Lamia, Schimatari, 32009,

I'spuus

[ledaTHaTa MUCTOBKA HA JICKAPCTBEHHUS IPOIYKT TPSAOBa Jia ChIbpKa HMETO | ajipeca Ha
TIPOM3BOJUTENS, OTTOBOPEH 32 OCBOOOKIaBAaHETO Ha CHOTBETHATA MAPTH/A.

b. YCJOBUSA NN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlekapCTBEHUAT MPOIYKT C€ OTITyCKa MO OTPaHMYEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTrka Ha MpoAyKTa, Touka 4.2)

B. JPYI'M YCJIOBUS U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. Mepuonnunu akTyanu3npanu jgoxjaau 3a 6ezonacuoct (ITA/Ib)

W3uckBanwusra 3a monasane Ha [IAJIb 3a TO31 1ekapcTBEH MPOIYKT ca IOCOYEHHU B CIIHUCHKA C
pedepentHute natu Ha EBponeiickus cpro3 (EURD crucek), npensuaeH B wi. 1078, an. 7 ot

Hupexrtusa 2001/83/EO, 11 BbB BCHUKH CJICIBAIIY AKTYaIH3aLHH, ITyOINKyBaHH Ha eBPOMCHCKU
yeOropra 3a JeKapcTBa.

r. YCJ0OBUs NI OTPAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA MTPOAYKT

. IInan 3a ynpasienue Ha pucka (ITYP)

[purexaTensaT Ha pa3pemienuero 3a ynorpeba ([IPY) TpsOBa na n3BbpIIBa H3UCKBAHUTE JCHHOCTH U

JeCTBU, CBBP3aHHU C MPOCIEsBaHe Ha JIeKapcTBeHaTa 0e30MacHOCT, HocoyeHu B ogobpenus I1YP,

npencraBed B Mozyin 1.8.2 Ha pa3perieHneTo 3a ynorpeda, KakTo U IPH BCUUKH CJICABALIN
ChINIacyBaHU aKkTyanu3anuu Ha [TYP.
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Axrtyanmmsupan [1YP Tps6Ba na ce mogasa:

o uckaHe Ha EBporelickaTta areHIus 1o jekapcTBara;

BUHArW, KOTaTO Ce U3MEHs CUCTEMaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
MoJly4aBaHe Ha HOBa MH(pOpMaLHs, KOSTO MOXKE J1a I0BeJle 10 3HAYUMH ITPOMEHHU B
CHOTHOIIEHHETO MOJI3a/PUCK, WK CIIe] JOCTUTaHEe Ha BaKeH eTall (BbB BPB3Ka ¢ MPOCie/sIBaHe
Ha JIeKapCTBeHaTa 0€30MacHOCT W CBEXKaHE Ha PHCKa 10 MUHIUMYM).
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NMPHUJIOXKEHMUE II1

JAHHU BBPXY OITIAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Kabasurakcen Accord 20 mg/ml KoHIEHTpAT 32 HH(Y3HOHEH Pa3TBOP
Kaba3uTaKcen

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enua ml ceappika 20 mg kaba3uTakcen.
Enun 3 ml ¢urakon ceabpxa 60 mg kabazuTakcel.

3. CIINCBK HA IOMOINHUTE BEINECTBA

Coappxa
[Momcopoar 80
JImMoHeHa KHUCeInHa
Eranon

4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

KonuenTpar 3a nH(y31OHEH pa3TBOp

60 mg/3 ml
1 pnaxon

5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXKJIAHE

Camo 3a eqHOKpaTHA yroTpeba
3a MHTPABEHO3HO MPHUIIOKEHHE CIIC]] pa3peKaaHe.
[penu ynorpeba mpovereTe IMCTOBKATA.

6. CIIEIMAJIHO NPEAYHNPEXXKJIEHUE, YE JIEKAPCTBEHUS ITPOAYKT TPSIBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IMOIJIEJA U TOCEI'A HA JELIA

I[a C€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIa.

‘ 7. JAPYI'U CHEIUAJIHA NPEAYIIPEXKIEHUSA, AKO E HEOBXOIUMO

OUTOTOKCHUYHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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IpouereTe JHCTOBKATA 32 CPOKA HA TOJHOCT Ha paspeeHHs pa3TBOp.

9. CIIEIUAJIHM YCJIOBUS HA CbXPAHEHHUE

I[a C€ ChXpaHsBa B OpUTIMHaJIHATa OITAKOBKA, 3a 1a C€ IMpCaAra3nu OT CBETJINHA.

10. CHEHNUAJHU NPEAITAZHA MEPKU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT TAX,
AKO CE U3UCKBAT TAKHBA

11. HMME U AJJPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6° planta, Barcelona

08039 Barcelona

Hcnanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/20/1448/001

13. TMAPTHUJIEH HOMEP

[TapTuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero € ocHOBaHUE J1a HE ce BKIO4YM nH(popMaius Ha bpaiiiosa a3oyka.

‘ 17. YHUKAJIEH NJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJICH WACHTHU(YUKATOP

‘ 18. YHUMKAJIEH HAEHTH®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHUMYM JAHHH, KOUTO TPSBBA JIA CBABPXAT MAJIKUTE EJUHUYHN
I'bPBUYHU OITAKOBKH

ETHUKET HA ®JJAKOH

1. NME HA JIEKAPCTBEHUSA ITPOAYKT U ITbT(MIIA) HA BBbBE/KJAHE

Kab6asurakcen Accord 20 mg/ml crepuiieH KOHIIEHTPAT
v,

‘ 2. HAYYH HA ITPNJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJJTHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

60 mg/3 ml

| 6. JIPYTO

OUTOTOKCHUYHO

33



b. JUCTOBKA
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JlucroBka: mHGopManus 3a NaUEHTa

Ka6a3urakcen Accord 20 mg/ml koHueHTpaTt 3a nHdy3noHeH pa3TBOp
kabazurakcen (cabazitaxel)

IIpouereTe BHUMATEIHO LSIJIATA JUCTOBKA IIPeH Aa 3all04HeTe 1a U3M0/13BaTe TOBA JIeKapCTBO,
Thil KaTO TS ChABbPsKA BaxkHa 32 Bac nndopmanus.

. 3amasere Ta3u JIUCTOBKA. MOXKe /1a Ce HAIOKH [Ia 5 IPOYETETEe OTHORBO.

. AXO UMaTe HIKaKBH JOITBJIHUTEIHN BBIPOCH, TIONKTalTe Barmus exap, GpapmanesT nim
MEIUIUHCKA CECTpA.

. AKO TIOJTyuYnTe HIKAKBY HEXeJIaHH JIEKApCTBEHH Peakiny, yBeaoMere Barust jtekap,

(I)apMaHeBT Wi MEIUIHCKa cecTpa. ToBa BKJIIOYBa M BCHYKH Bb3MOKHH HEKEJIaHU peakuunu,
HEOIMCaHU B Ta3u JIUCTOBKA. Brkte Touka 4.

Kakso CbADbPiKa Ta3u JIUCTOBKA

KaxkBo npexcrasnsasa Kabasurakcen Accord 1 3a KakBO ce U3IONI3Ba

Kaxso Tpsi6Ba na 3Haere, npeau na Bu 6v1e npunoxken Kabasurakcen Accord
Kak na nsnonssare KaGasurakcen Accord

Bb3MOXHY HeXeNaH! peakinuy

Kax nma cpxpanssate Kabasurakcen Accord

ChIppkaHne Ha ONIAKOBKATA M JIOIBJIHUTEIHA HHOOPMaLUs

AU

1. Kakso npencraBiasBa Ka6azurakcen Accord u 3a KakBO ce H3MO0JI3Ba

Nmero Ha Bamero nekapctBo e Kabasurakcen Accord. Obmonpueroro My uMe e kadasurakceis. To
IIPUHAAJIEKH KbM IpylaTa Ha IPOTUBOTYMOPHUTE JIEKAPCTBa, HAPEUEHH ,,TAKCAHU ’, U3IOI3BaHU 32
JieYyeHHe Ha 3JI0Ka4eCTBEHU 3a00JIBaHMS.

Kabasurakcen Accord ce u3moi3Ba 3a JieueHHe Ha paKk Ha IIpocTaTaTa B HalpeIHall CTaaui ciesn
mpoBeZeHa Apyra xumuoTepanus. HeroBorto aeiicTBue € upe3 CrupaHe pacTexa Ha KICTKUTE U
TAXHOTO Pa3MHOKaBaHe.

Karo gact ot Bamero neuenue Bue chio me npuemare mpes ycrara KOPTUKOCTEPOHTHO JIEKapCTBO
(MpeTHU30H W MPEJHU30JI0H) Bceku JeH. [lonmuTaiite Bamus nekap 3a nuHpopManus OTHOCHO TOBa
JIEKapCTRBO.

2. Kaxso Tpsa0Ba na 3Haere, npeau 1a Bu 0bae npuinosxen Kadasurakcen Accord

He n3noa3Baiite Kadasurakcena Accord, ako:

° CTE QJIEPTHYHH (CBPBXIYBCTBHTEIIHN) KbM Kaba3uTaKcelN, IPYT TaKCaHU Win nojucopoar 80,
WIN KbM HSKOS OT OCTaHAJINTE ChCTABKU Ha TOBA JIEKAPCTBO (M30pOEHU B TOUKa 6),

. Oposr Ha BammTe Geni KpbBHU KJIETKH € MHOTO HUCHK (OpOAT Ha HEYTPODMIIUTE € TIO-MaTbK
uiu pased Ha 1 500/mm?),

. uMare TeXKO HapylleHa (QyHKIMs Ha YepHHs Apo0,

. HAacKoOpo cTe OMJIM BAKCHUHUPAHU WIN CMATAaTe Ja CE BAKCUHUpPATE CPEIIy XKbJITa TPECKA.

He tps0Ba na Bu 6b1e npunaran Kabasurakcen Accord, ako HIKO€ OT ropeu30pOeHUTe ce OTHACAT 3a

Bac. Axo He cTe curypHH, ToBopeTe ¢ Bamust tekap npenu na Bu 6pae npuinosken Kabasurakcen
Accord.
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Ipexynpe:kaeHns M MpeanasHu MepPKH

[Ipenu Besiko neuenne ¢ Kabasurakcen Accord nie Bu ObaT HanpaBeHH KPBBHU M3CIISIBAHMS, 32 J1a
ce IPOBEPH Al UMAaTe JOCTATHYHO KPBBHU KIJIETKU H 33/I0BOJIUTENIHA YepHOApOOHA 1 OBOpedHa
¢dyHKIMs, 32 1a monydaBare Kadasurakcen Accord.

HezabasHo nnpopmupaiite Bammus nekap, ako:

. uMare BHCOKa Temneparypa. [lo Bpeme Ha neuenuero ¢ Kabasurakcen Accord € MHOTO
BEPOSITHO OposIT Ha OenuTe KpbBHU KIETKH Aa ObJe HaMmaseH. Bamusr nekap e HaOmonaBa
KPBBHUTE Pe3yNTaTH U 00m0To Bu chcTOsIHME 32 mosiBaTa Ha MpU3HAIK Ha nHpekuus. Toi/Ts
Moxe Jia Bu nage apyru jgekapcTsa 3a MoAabpikaHe Ha HopMalieH Opoil KpbBHH KIIETKH.
[TanuenTH ¢ HUCBHK Opoil KPBBHU KJIETKU MOTaT Jla pa3BUAT KUBOTO3acTpallaBally HHPEKIHIH.
[IppBUAT MpH3HAK 32 MHOEKIUS MOXKE J1a € BUCOKa TeMIlepaTypa, Taka ue ako ce MOsBH,
He3a0aBHO MH(popMupaiite Bamus nexap.

o HAKOra CT€ MMaJIM HAKAKBU aJICPTUH. CCpI/IOSHI/I AJICPTUYIHU PEAKIUN MOTAT J1a C€ IOABAT 11O
BpeMe Ha sieueHuero ¢ Kabasurakcen Accord.

. HUMaTe TeXKKA WU IPOIBIDKUTENHA IUAPHs, TaJCHE HIH NOBPBILAaHe. BCsSKO OT Te3u ChCTOSHUS
MOXe Jla IPUIMHU 00e3BOAHsABaHe. BammsT nexap Mmoxke 1a Bu npeanuiie neyenue.

. UMaTe yCellaHe 3a CKOBAaHOCT, U3TPHIIBAHE, TAPCHE HIM HaAMaJIeHa YYBCTBUTEIHOCT Ha PhIETE
W KpaKara.

o aKO UMarTe HpO6HeMI/I C KbPBCHE OT U€pBaTa UJIK UMa IIpOMsAHA B IBE€TA HAa U3IIPAKHEHUATA, NI

cToMaIlHa 0oJKa. AKO KbPBEHETO WK 00JIKaTa ca CHUIIHH, BammsaT jgekap e crpe Je4eHHueTo
Bu ¢ Kabasurakcen Accord. ToBa e Taka, 3amoro Kabasurakcenr Accord Moxke 1a TIOBHIITH
pHCKa OT KbpBeHE WK 00pa3yBaHe Ha MPOOUB B UpEeBHATA CTEHA.

. nmate 0b0peuHn IpoOIeMH.
HOJIyYHTE MOKBITSIBAHE HA KOXKATa M OYKTE, IOTHMHSIBAHE HA YPUHATA, TEXKKO Tra/ICHE WiIn
HOBpPBILAHE, ThI KaTO T€ MOTaT 3a ObJaT NPHU3HALW WM CHMIITOMHU Ha YePHOIPOOHH
npo0ieMu.

. Cce MOSIBSIT YePHOAPOOHHU IPOOIJIEMH IO BpeMe Ha JISYEHUETO.
UMaTe 3HAYMTEIIHO YBEIMYABaHE UM HAMaJsIBaHe Ha o0eMa Ha ypHHATa Mpe3 ACH:.

. aKo MMaTe KpPbB B ypHHATA.

AKO HsIKOE OT ropen3dpoeHuTe ce oTHacs 3a Bac, HezabaBHO uHpopMupaiite Bamms nexap. Bamusit
JeKap Moke J1a Hamauu o3ara Ha KaGasurakcen Accord wim ja cripe JeYeHUETO.

JApyru jgexapcrea n Kadasurakces Accord

Momns uapopmupaiite Bamms nekap, papMaleBT WM MEIUIIMHCKA CECTPa, aKO PUeMaTe Wi
HAaCKOpPO CTe pUeMally APYIH JIeKapCcTBa, BKIIIOYUTEIHO U TaKKUBA OTILyCKaHM 0e3 peLenTa.

Toga e Taka, 3aI10TO HIKOM JICKAPCTBA MOTAT Jla OKaXKaT BB3JIEHCTBHE BBPXY edekra Ha KabasnTakcen
Accord unmn Kabasurakcen Accord fa noBnusie BbpXy A€HCTBHETO Ha APYTHUTeE JieKapcTBa. Te3u
JIEKapCTBa BKIIIOYBAT CIIEHUTE!

. KETOKOHA30J1, pu(aMIUIMH (32 HHPEKIHHN);

. kapbamazenuH, peHodapouTai uin peHuTonH (3a TbPUOBE);

. XBIT KaHTapuoH (Hypericum perforatum) (pacTuTenHO JeKapcTBO 3a ACHPECHS H IPYTH
CBCTOSHUS );

. CTaTUHHU (KaTO CUMBACTaTHH, JIOBACTaTHH, aTOPBACTAaTHH, PO3yBacTaTHH WU IIpaBacTaTuH) (3a
HaMaJIsIBaHE Ha XOJIeCTepoJia B KPHBTA);

. BaJicapTaH (3a XUIEPTOHHS);

. penarnuHuL (3a 1uader).

ITochBeTBaiiTe ce ¢ Bammus jgekap mpenu 1a ce BaKCHHUpATe, J0Kato usnoinssare Kabasurakces
Accord.

BpeMeHHOCT, KbpMeHe U (pepTHIUTET
Kab6a3urakcen Accord He e Moka3aH 3a ynorpeda Mmpu KeHU.
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H3non3Baiite npe3epBaTHB 110 BpeMe Ha CeKC, ako Bamara napTHeopka e OpeMeHHa WM MOXKe 1a
3abpemeHee. Kaba3nTtakcen Accord Moke 1a MpUCHCTBA B CEMEHHATa TEYHOCT H Ja 3aCETHE ILIOAA.
IpenopwuBa ce 1a He craBaTe Oalla 10 BpeMe Ha U JI0 4 Mecena clie]] JISYeHHEeTO U 1a TOThPCHTE
CHBET OTHOCHO KOHCEPBHPAHETO Ha CIepMa IPEIH JICYCHNETO, 3amoTto Kabasurakcen Accord Moxe
J1a HapyIIU MBXKUS QEPTUIIUTET.

Hlodupane n padora ¢ MaIIMHA

Moske a ce TOYyBCTBAaTE YMOPEHU HITH 3aMasiHH, KOTaTo U3IOJI3BaTe TOBA JIEKAPCTBO. AKO TOBa ce
ciyuu, He modupaiite U He U3MONI3BANTE HUKAKBY UHCTPYMEHTH WIJIM MAIIWHU, JIOKATO HE Ce
MOYyBCTBATE MO-100pe.

Kaba3urakcen Accord chabpxa eTaHOJ (AJIKOXO0J)

ToBa nexkapcTBo chabpka 1185 mg mg ankoxou (eTaHOI) BEB BCEKH (PIIaKOH, KOETO € €KBUBAICHTHO
Ha 395 mg/ml. KonnuecTBOTO BBB BCEKH (PIIAKOH OT TOBA JIEKAPCTBO € eKBUBaieHTHO Ha 30 ml Oupa
wia 12 ml BuHO.

Mairko BepOsITHO € KOJIMYECTBOTO alTKOXOJI B TOBA JIGKAPCTBO Jia UMa e()eKT NMPH BH3PACTHH U FOHOIIIH,
Kato eeKTUTE My IIPH JIela € MAJIKO BEPOSTHO Ja ObaT 3ademnensa3anu. Br3MoKHO € na uMa eeKTH
TIpY [TO-MaJIKH JIela, HallpMep CHHIIMBOCT.

AIIKOXONBT B TOBA JIEKAPCTBO MOXKE J1a IPOMEHH Ha4YMHA, 110 KOITO AeHCTBAT APYIHU JIEKapCTBa.
I'oBopere ¢ Bammst nekap wmm (apmareBT ako mpueMare IpyTH JeKapcTBa.

AKo cTe OpeMeHHa WM KbpPMUTE, ToBopeTe ¢ Barus siexap win gpapmaneBT Npeau Ja IpueMeTe ToBa
JIeKapcTBO. AKO MMaTe aJIkOXOJTHA 3aBUCHMOCT, ToBOpeTe B Barms siekap wim gpapmaneBT npeau aa
IIpUeMeTe TOBA JIEKapCTBO.

3. Kak na m3nouassarte Kadazurakcea Accord

Yka3zanus 3a ynorpeda
[penu ynotpedata Ha Kabasurakcen Accord me Bu 6baaT npennucadu mpoTHBOAIEPTHYHH
JeKapcTBa, 3a a Ce HaMaJlk PUCKBT OT AJICPTUYHH PEaKIHH.

. Ka6a3urakcen Accord e Bu Obje npuioxkeH ot Baius inekap win MeIUIMHCKA CECTpa.
Ka6a3urakcen Accord TpsioBa na Obe MPUTOTBEH (pa3pesieH) npean Aa 0blie TPUI0KEH.
[TpakTrdecka nH(OpMAIIS OTHCHO IPUTOTBSIHETO U npwiaraHero Ha Ka6asutakcen Accord
OT JIeKapH, METUIIUHCKHU CECTPH U (hapMalleBTH € JaJIeHa B Ta3H JIMCTOBKA.

. Kabda3zurakcen Accord 1ie Ob/1e IPUIOKEH Ype3 KAITKOBO BIIMBaHe (MH(PY3Hs) B €JHA OT
BeHHUTe B (MHTpaBeHO3HO MPHIIIOKEHUE) B OOJIHUYHA 0OCTAaHOBKA B MIPOABIDKEHUE Ha | Jac.
. Kato gact ot Bamero ieuenue, Bue e npuemare u KOPTHKOCTEPOHIHO JIEKAPCTBO

(IpeHN30H WM TIPETHU30JIOH) TIPe3 yCTaTa BCEKH JICH.

KakBo K0JIM4€CTBO M KOJIKO Y€CTO /1a ce npujaara

. OomnuaifHara /1032 3aBHCH OT TelecHaTa Bu moBspxHOCT. Bammsr nekap me nzancnm BarmraTa
TeJlecHa MOBBPXHOCT B KBAJPATHU MeTpa (m?) U Ie peli KakBa 103a 1a Bu 6b1e npuioxkena.
o OobuxHoBeHO MH(DY3MATa e Bu ce mpuiara BenHbxX Ha 3 CEMHAIIH.

AKO UMare HSKaKBH JIOITBJIHUTEIHHA BBIIPOCH, CBEP3aHHU C yIOTpedara Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamms nekap, ¢papManeBT WM MEAUITUHCKA CECTPA.

4. Bb3MoxkHN HeKeNaHU peaKun

KakTo BCcH4KM NieKapcTBa, TOBA JIGKAPCTBO MOXKE Ja MTPEIN3BHKA HEXEJIAaHU PEaKI[UH, BHIIPEKH ue He

BCCKH I' ITOJTyYaBa. Bammsar JICKap mie O6C’BZ[I/I ToBa ¢ Bac u me Bu 00sicHU MMOTCHIIUAJTHUTE PUCKOBE
¥ o134 oT BameTo nedenue.
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AKo 3a6eJie)KHTE HAKOM OT CJIEHUTE HeKeJIaH! PeaKlu, BelHara ce oGbpHeTe KbM JieKap:

. Tpecka (BuCOKa TemriepaTypa). ToBa e yecta HexenaHa peakius (Moxe Ja 3acerHe J0
1 ma 10 mymm).
. TEXKa 3ary0a Ha TeJleCHU TEeYHOCTH (aexuaparanus). ToBa e yecto (MOXe aa 3acerHe 10

1 Ha 10 nymmn). ToBa MOXe 1a ce ClIydH, aKo UMaTe TEXKa WM IPOIBIKUTENHA AUapHs,
MOBHILIEHA TEMIIEPATypa WU TTOBPBIIAHE.

. cuiTHa 0OJIKa B CTOMAaxa WM CTOMaIIHa 00JIKa, KOATO He MpeMuHaBa. ToBa MOXe Ja ce CIydH,
aKo uMare NpoOHB B CTOMaxa, XpaHONPOBOAA, TBHKOTO WM 1€0€J0TO 4epBO (CTOMAIIHO-
ypeBHa nepdopauus). ToBa Moxke 1a 1oBeae 1O CMBPT.

AKo HAKOE OT ropen30poeHuTe ce oTHacs 3a Bac, nnpopmupalite HezabaBHO Bammus siekap.
Jpyru HexKeJ1aHM JIEKAPCTBEHH peaKluM BKJIIOYBAT:

MHoro yectu (Moe /1a 3acernar noseue ot 1 Ha 10 qymm):

. HaMmaJsIBaHE Ha OpOs Ha YEPBEHHUTE KPHBHU KJIETKU (aHEMHS) HITH OeTUTe KPbBHU KICTKH
(xowmto ca BaxxHu B bopbarta c nHpeknun)

HaMaJIsiBaHe Ha Opost Ha TPOMOOINTHTE (KOSTO BOIH 0 YBEIWIaBaHE HAa PHUCKA OT KbPBEHE)
3ary0a Ha aneTuT (aHOpeKCHs)

CTOMAIITHO Pa3CTPOUCTBO, BKJIIOYUTENHO I'aJIeHe, OBPhILAHE, AUAPUs HIIH 3aIleK

OoJika B TppOa

KPBB B ypHHATa

YyBCTBO Ha yMOpa, CI1a0OCT WM JIUIICA HA EHEePrHusl.

Yectn (Moxe na 3acernar 7o 1 Ha 10 mymm):

L IpOMsAHA BbBB BKyCa

o HEOOCTHUT HA BB3AYX

. Kalumma

. OoJka B Kopema

o KOCOIaJ 32 KPAaThK MEpHOJ| OT BpeMe (B OBEYETO CIIydal HOPMAJIHHAT PACTEX Ha Kocara ce

BBH300HOBSIBA)

0oJka B CTaBUTE

UH(EKIMS Ha TUKOYHUTE bTHIIA

aurica Ha Oenu KPhBHU KIETKH, CBBP3aHO C BUCOKA TEMIIEpaTypa U HHPEKIUsI
YyBCTBO Ha CKOBaHOCT, U3TPBIIBAHE, [TApEHE MM HaAMaJICHA YyBCTBUTEIHOCT Ha PBIETE U
KpakaTa

3aMastHOCT

riaBoboime

HOHIKABaHe WK OBUIIABAHE HA KPHBHOTO HAIISITAHEe

qyBCTBO Ha AMCKOM(OPT B CTOMAXa, CTOMAITHN KUCEIIMHU W YPUTBaHE
cToMarHa 6oka

XEeMOPOHIH

MYCKYJIEH CIIa3bM

00JIC3HEHO WM YeCTO ypHHUPAHE

HEBOJIHO M3ITyCKaHE Ha YPHHA

O0BOpeuHO 3a00MsIBaHE WITH MPOOIEMH

pPaHWYKH B yCTaTa M 10 YCTHUTE

WH(EKIHUN HIIH PUCK OT UH(PEKIUU

BHCOKA KPbBHA 3aXap

Oe3cpHHE

TICUXUYIHO Pa3CTPONCTBO

TPEBOXKHOCT

HeoOMYaifHU yCeIlaHus WK 3ary0da Ha 4yBCTBHTEITHOCT/O0JIKA B PBIIETE U KpaKaTta
MpoOJIeMU C paBHOBECHETO
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YCKOPEH WITH HETIPAaBUIICH CHPJICUCH PUTHM
KPBBEH ChCHPEK B Kpaka MK B Oeus Apod

yCellaHe 3a 3a4epBsBaHe Ha KOXara

0oJka B ycTata Wid I'bpIIOTO

PEKTAITHO KbpPBEHE

3a4yepBsBaHE Ha KOXKaTa

MYCKYJIEH TUCKOM(OPT, 00IKH, cnabocT uin 6oka

MOJTyBaHe Ha PBIIETE WK KpaKarta

TPBIKH

HapYILEHUs Ha HOKTUTE (IPOMsIHA B IIBETa HA HOKTHUTE; OTHEIISTHE Ha HOKBTH).

Heuectu (Moxe na 3acersar g0 1 Ha 100 gymm):

. HHCKO HHMBO Ha KaJWil B KPHBTA

IIyM B yIIUTE

3aTOILISHE Ha KOXKaTa

3auepBsIBAHE HA KOXKaTa

Bh3MAJICHUE Ha TUKOYHUS MEXYP, KOETO MOXKE JIa Bb3HUKHE, aKO MPEAH TOBA MUKOYHUIT MEXYP
e MmoJIyIaraH Ha JpyelieueHue (IIUCTHT, IBJDKAI Ce Ha Peakius Ha paJualnoHHa MaMeT).

C Heu3BecTHA 4ecTOoTa (OT HATMYHUTE JIAHHU HE MOXKE J1a ObJIc HAlIpaBeHa OICHKA):
. WHTEpCTUIMAHA OeoapoOHa OoecT (Bb3majicHue Ha Oennute qpodoBe, TPUINHIBAIIO
KallTUIA ¥ 3aTPYAHEHO JUIIaHe).

Cro0maBaHe HA HesKeJAHH PeaKLHH

AKO noTyunTe HAKaKBH HEXeJIaHH JIEKapCTBEHH Peaklliy, yBefoMere Bamms nekap uin gapmanest
W MEIMIMHCKA cecTpa. ToBa BKIIIOYBA BCHYKH Bb3MOXKHH, HEOITHCAHU B Ta3H JIHCTOBKA HEXETaHH
peakiy. MoxeTe ChIIo Ja ChOOIINTE HEeXXEIAaHN PEaKIUH AUPEKTHO Upe3 HAIIMOHAIHATA CHCTEMA 3a
cpobmaBane, mocoueHa B Ilpunoskenne V. Kato cro0maBare HexenaHn peakiny, MOXKeTe J1a JafeTe
CBOSI IIPUHOC 32 TIOJTyYaBaHe Ha IoBeue HH(OpPMAIIs OTHOCHO OE30IIaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na cexpansaBate Kadazurakcena Accord
Ja ce cpxpansaBa Ha MSCTO, HETOCTHITHO 32 Jella.

He m3nom3Baiite TOBa JIEKapCTBO CJIE/ CPOKA HA TOAHOCT, OTONA3aH BbPXY KapTOHEHATa OIIAKOBKA U
Ha etukera Ha rakoHa cien “T'oxen no:” wim “EXP”. CpokbT Ha TOJHOCT OTrOBapsl Ha MOCIIEIHUS
JIeH OT TIOCOYEHUS Mecell.

ToBa JICKApCTBO HEC U3MCKBA CIICHUATIHU TEMIICPATYPHHU YCIIOBHA Ha CbXpPAaHCHUC.
I[a C€ ChXpaHsBa B OpUTIMHAJIHATa OITAKOBKA, 3a J1a C€ IpCaATia3nu OT CBECTJIMHA.

Crnen orBapsine
Bceku dnakoH e 3a eiHOKpaTHA ynoTpeda u TpsOBa J1a ce M3Moi3Ba BeJHara. AKO He ce M3I0JI3Ba

BeJIHara, IIepHOIbT Ha M3IOI3BAHE U YCIOBHUATA 32 CHXPAHSHHE ITPEar yHoTpeba ca OTTOBOPHOCT Ha
MOTPEOUTEIS.

Cren xpaifHO pa3pexiaHe B HHQY3HOHHUS cak/OyTHIika

JokazaHa e XuMU4YHa U pU3HYHA CTAOMIIHOCT HAa MH(Y3MOHHHMS Pa3TBOp 3a § yaca IpH cTaifHa
temneparypa (15°C - 30°C), BkmounTenHo u 1 gac Bpeme 3a nHpy3uaTa u 3a 48 gaca npu
ChXpaHEeHHUE B XJIQJAWIHUK, BKIIOUYUTEIHO U | yac Bpeme 3a HHDy3usTa.

Ot MEKpOOMOJIOTHYHA TJIeJHA TOYKa HHPY3HOHHUAT pa3TBOP TPsIOBa Ja ce M3II0I3Ba BeIHAra. AKO He
Cce M3I0JI3Ba BEJHATA, IEPHOIBT HA M3IIOI3BaHE U YCIOBHATA 32 ChXpaHEHHE IPEIH yroTpeda ca
OTTOBOPHOCT Ha MOTPeOUTENsI U OOMKHOBEHO He TpsiOBa j1a HaaxBBpiAT 24 yaca nipu 2°C - 8§°C, ocBeH
aKo pa3pekAaHEeTO HE € N3BBPIICHO B KOHTPOIMPAHH U BATUANPAHH ACEIITHIHH yCIOBHSI.
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UsxBbpasHe
Hewsnon3BaHUAT NPOAYKT HIIH OTIIAJIBYHUTE MaTEPHAIH OT HETO TPSOBA Ja Ce U3XBBPIIAT B

ChOTBETCTBHUE C MECTHUTE U3UCKBaHU. Te3u MCEPKHU II€ CIIOMOTHAT 3a OIla3BaHE Ha OKOJIHATa Cpeaa.

6. Chabp:kaHne HA ONMAKOBKATA M TONMbJIHUTETHA nHpopManus

Kakso cpabp:ka Kadazurakcea Accord

AKTHUBHOTO BeniecTBo ¢ kabazurakcen. Exun ml koneHTpar cuabpxa 20 mg kabasurakcen. Enqun
(hnaxon 3 ml koHLIEHTpaT ChIbpxka 60 mg KabazuTaKcel.

Hpyrute cbeTaBKH ca: noiucopbar 80, IMMOHEHa KHCeNnHa ¥ 0e3BO/ICH €TaHOI (BHXKTE TOUKA 2
»Kabasurakcen Accord chabpika ankoxon”).

Kak m3rnexxna Ka6azurakcen Accord m KakBo ChAbp:Ka ONIAKOBKATA
Kabasurakcen Accord e KoHIIEHTpaT 3a HH(QY3UOHEH Pa3TBOP (CTEPUIICH KOHIICHTPAT).
KoHieHTpaThT € OHCTBp, Oe31BETEH 10 OJEIOKBIT WIIH KBJITO-Ka(sB HA IBAT Pa3TBOP.

Toii ce mocrass kaTo 6 ml mpo3padueH CTHKICH (IIAKOH 3a eTHOKpAaTHA yHOTpeba, KOWTO TOCTaBsl 00eM
oT 3 ml KoHLIEeHTpAT.

Bup omakoska:
Bcesika kapToHEeHa omakoBKa ChAbPKa €IMH (IAKOH 3a €IHOKpAaTHA yroTpeoa.

IIpuTexkaTes Ha pa3pelIeHNETO 32 yNoTpeda
Accord Healthcare S.L.U

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6° planta, Barcelona

08039 Barcelona

Hcnanus

IMpousBoauTe

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca
Barcelona, 08040

Hcnanus

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park
Paola, PLA 3000

Manra

Accord Healthcare Polska Sp. z o.0.
ul. Lutomierska 50, Pabianice, 95-200
ITonma

Accord Healthcare Single Member S.A.
64" Km National Road Athens,

Lamia, Schimatari, 32009,

I'spuns

3a TOmBIHHUTENHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE€ C JIOKATHUS
MIPEACTaBUTEN Ha TIPUTEXATENS Ha Pa3peIlIeHUETO 3a yIoTpeoa.

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL/
NO/PT/PL/RO/SE/SI/SK/UK(NI)/ES
Accord Healthcare S.L.U.
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Tem: +34 93 301 00 64

EL

Win Medica A.E.

Ten: +30 210 7488 821

JaTa Ha mocjiegHo npepasriexaane Ha gucropkara {MM/I'TT}.

JApyru n3To4yHMIM HA HH(POPMALHA

[MonmpoOHa nHpOpMaIUs 32 TOBA JISKAPCTBO € MpelocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus
I0 JIeKapcTBaTa: https://www.ema.europa.eu

41



CaeaBamara HHQbODMaHHH € nNpeaHasHa4YeHa caMo 3a MCIMIMHCKHA CIICIHATUCTH.

INPAKTUYECKA NTH®OPMAIIUSA 3A MEJUIIMHCKUTE CIIEHUAJINCTH 3A
HNPUTOTBSHE, IIPUJIOKEHUE U PABOTA C KABASUTAKCEJI ACCORD 20 mg/ml
KOHIEHTPAT 3A UH®Y3UOHEH PA3TBOP

Ta3u uHpopmalus A0MbJIBA TOYKK 3 U 5 OT TUCTOBKATA 3a MAIUEHTA.

BaxHo e j1a mpoderere I5UI0TO ChbPXKAHKUE HA Ta3H MPOLEAYpa MPEIU IPUTOTBIHETO HA
WH(Y3UOHHUS Pa3TBOP.

HecnBMecTHMOCTH

ToBa nexapcTBO HE TPAOBA /1a CE CMECBa C IPYTH JIEKapCTBA, OCBEH TE3H, M3MOI3BAHU 32 pa3pekIaHe.
CpoK Ha roTHOCT M CNEeIUAJTHH YCI0BHUA HA ChbXpaHeHUe

3a omakoskaTta Kabasurakcen Accord 20 mg/ml KoHIEHTpaT 3a HH(Y3UOHEH PA3TBOD

To3u JICKAPCTBCH MPOAYKT HC U3UCKBA CIICHHUAJIHA YCJIOBUS 3a CbXpaHCHUEC.
I[a C€ CbXpaHsBa B OpUT'MHAJIHATA OIIaKOBKA, 3a Aa C€ Mpe€aIasu OT CBETJIMHA.

Cren orBapsine
Bceku ¢uakoH e 3a eHOKpaTHA yrmoTpeba U TpsAOBa Ja ce W3MMO0I3Ba BeqHara ciej oTBapsiHe. AKO He

Cce M3I0JI3Ba BEJHATa, IEPHOIBT Ha M3IIOI3BaHE U YCIOBUATA 32 ChXpaHEHHE IPeIH yroTpeda ca
OTTOBOPHOCT Ha MOTPEOUTEIISL.

Cren kpaifHo pa3pexaHe B UHQY3HOHHUS cak/OyTHIIKa

JloxazaHa e XMMIYHA 1 (U3MYHA CTAaOWIHOCT Ha HH(QY3HOHHUS pa3TBOP 3a § yaca Ipu cTaifHa
temmeparypa (15°C - 30°C), BkmounTenHo u 1 gac Bpeme 3a nH}y3uaTa, 1 3a 48 gaca npu
ChXpaHEHHe B XJIQIMJIHUK, BKJIIOUYUTEIHO U | yac Bpeme 3a nHy3uATa.

OT MHKPOOUOJIOTUYHA TJIe[JHA TOYKa HH(Y3HOHHUAT Pa3TBOP TPsiOBa Ja ce U3IO03Ba BeIHAra. AKO He
Cce M3I0JI3Ba BEJHATa, IEPHOIBT Ha M3IIOI3BaHE U YCIOBUATA 32 ChXpaHEHHE IPeIH yroTpeda ca
OTTOBOPHOCT Ha MOTPeOUTENsI U OOMKHOBEHO He TpsiOBa ja HagxBbpiT 24 yaca nipu 2°C - 8°C, ocBeH
aKo pa3pekKIaHEeTO HE € U3BBPIICHO B KOHTPOJIUPAHH U BATUAUPAHH ACEIITUYHH yCIOBHS.

[Ipeana3sHu MepKH NPH NPUTOTBsIHE U padoTa

Kakro u npu npyruTe aHTHHEOTUTACTHYHH CPEACTBA, € He00X0ANMO BHUMAHUE [P NPUTOTBSIHE U
pabora c pa3rBopu Ha Kabasurtakcen Accord, kaTo ce ©Ma IpeABH] yHoTpedaTa Ha npeana3Hu
yCTpOICTBa, IEPCOHAIHU TPEANIa3HU CPeJCTBa (HallpuMep PbKaBUIM) U NIPOLENLYPH 3a IPUTOTBSIHE.
AKko Ha HAKOH eram oT paboTtara Kabazutakcen Accord Biie3e B KOHTAKT ¢ KOXaTa, U3MUUTE 5
He3a0aBHO M OOMJTHO C BOJIA U CallyH. AKO BJIe3¢ B KOHTAKT C JIMTABUIIH, I3MHITE ' He3a0aBHO U
0OMITHO C BOJA.

Ka6asurakcen Accord TpsOBa Jja ce IPUrOTBS M MpHJIara caMo OT IepcoHal, o0ydeH 3a paboTa ¢
LUTOTOKCUYHH CPeICTBa. BpeMEHHH JKEHU OT IepcoHaa He TpsiOBa aa paboTsT ¢ MPOLyKTa.

CTBIIKH 32 IPUTOTBSIHE
HE wusnon3Baiite 3aeHO C APYTH JIEKAPCTBA, CHIBPXKAIIN Kaba3uTaKceNl ¢ pa3iMdHa KOHIIEHTPAIUsI Ha
kabasurakcen. Kabazutakcen Accord cpabpka 20 mg/ml kabazurtakcen (mone 3 ml goctaBeH obem).

Bceku ¢unakoH e 3a eqHOKpaTHA yroTpeba u TpsOBa 1a ce U3Ioii3Ba He3abaBHO. VI3XBEpIeTe
HEHU3IOI3BAHUS Pa3TBOP.

Moske na e HeoOxouM TioBeue oT enuH QuiakoH Kabasurakcen Accord 3a npuinarane Ha
npeanucanara j03a.

3a IpUTOTBSIHE HA HH(Y3HOHHUS pa3TBOp TPSOBA a ce M3BBPIIN 110 ACENTUIEH HAUYHH IpoIiec Ha
paspexiaHe.
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Cronka 1: [loocomoska na qu)VS’uOHHufl pasmeop

Crpnka 1

C momonira Ha rpajgyupaHa CpHUHIIOBKA,
cHab/leHa ¢ UIJIa, U3TErIETE aCEITHYHO
HeoOxommmusa obem Kabasurakcenr Accord
(xo#iTo chabprka 20 mg/ml kabazurtakcen).
Karo npumep, 3a noiaydasaHe Ha 103a 0T 45 mg
Kaba3uTakcel, 1ie ca Heooxoaumu 2,25 ml
Kab6asurakcen Accord.

Crtbnka 2

WmxexTupaiite B crepuiieH, Hechabpxkail PVC
KOHTeWHEep ¢ 5% pa3TBOp Ha TIIOKO03a WIH
HH}Y3UOHEH pa3TBOP HA HATPHEB XJIOPHI

9 mg/ml (0,9%). Konuenrparusita Ha
MH(Y3UOHHUS pa3TBOp TpAOBa na Obae MeXIy
0,10 mg/ml n 0,26 mg/ml.

Crpnka 3

OtcTpaHeTe CIPUHIIOBKATa U CMECETe
ChABP)KAaHUETO HAa NH(Y3MOHHUS CaK WM
OyTHiKa ppUHO Upe3 pasKIIalaHe.

WHdy3noHAUST pa3TBOp € OUCTHD, Oe3BETEH
pasTBop.

Crpnka 4

KakTto mpu BCHUKH IPOIYKTH 3a MAapEeHTEPATHO
MIPUIIOKEHHUE, TIOTYICHUIT HHPY3HOHEH
pa3TBop TpsAOBa 1a ObJie MPOBEPEH BU3YAIHO
npeau ynotpeda. Thit kKaTo HHPY3HOHHUST
pa3TBOP € MPECUTEH, MOXKE Ja KPUCTATU3UPA C
TeyeHue Ha BpemeTo. B To3u cinyyai,
pa3TBOPBT HE TPsIOBa Ja Cce U3IOJ3BA U TPsAOBa
Jla ce U3XBBPJIM.
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Konnentpar 20 mg/ml

Heob0xomumo
KOJIMYECTBO
KOHIICHTpAT

5% pasTBOp Ha
TJIFOKO03a HFJIH
nH(]Y3HOHEH Pa3TBOP
Ha HaTPUEB XJIOPH L

9 mg/ml (0,9%)




WHudy3uoHHUAT pa3TBOp TpsAOBa Aa ce u3noi3Ba BenHara. VHpopMalusaTa 3a CpoKa Ha TOAHOCT U
CHeHATHUTE MPeINna3Hi MEPKH NMPH CbXpPaHeHHe Ca IIOCOYCHH M0-Tope.

Hewusnonzsanusar JICKAPCTBCH MPOAYKT UK OTIIAABYHUTE MAaTCPUAIN OT HETO TpSI6Ba a €€ U3XBBPJIAT
B CbOTBCTCTBHUEC C MCCTHUTC N3UCKBaAHU.

Hauun Ha NMPUJI0KEHHE

Kab6a3urakcen Accord ce mpuiara KaTo €HOYaCOBa HH(PY3HUS.

[IpenopbuBa ce U3M0JI3BaHETO HA UHJIAMH GUITHP ¢ HOMHHAIEH pasMep Ha nopure 0,22 MUKpoMeTpa
(0,2 muxpomeTpa) 110 BpeMe Ha IPUII0KEHHUETO.

Ha ne ce m3nonssat nHQy3uonHu PVC KOHTEeHEpH WK MOTMYPETaHOBY KOMIUIEKTH 38 HH(Y3Hs 32
IIPUTOTBSIHE U NPUIIOKEHNE HAa UH(Y3UOHHUS PAa3TBOP.
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