HNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



VTozn JIEKapCTBEH MPOAYKT MOJUICKH Ha AOIBIHUTEIHO HaOMoqeHre. ToBa 1ie mo3Boiu Obp30To
yCTaHOBSIBaHE HAa HOBa HH(OPMAITHS OTHOCHO Oe30mmacHOCTTa. OT METUITMHCKUTE CIICITHAIMCTH Ce
M3HCKBA Ja ChOOIIABaT BCsIKa MOI03UpaHa HeXKellaHa peakifus. 3a HaurHa Ha ChoOIaBaHe Ha
HEXEJIaHU PeakUuu BUKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT
Kyprolis 10 mg npax 3a uHby3H0HEH pa3TBOP
Kyprolis 30 mg npax 3a uHy31u0HEH pa3TBOp
Kyprolis 60 mg mpax 3a uHQy31OHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Kyprolis 10 mg npax 3a uH(hY3HMOHEH pa3TBOP
Bceku ¢nakon cpappka 10 mg xappumzomud (carfilzomib).

THomowno eewjecmeo ¢ uzgecmuo oeticmsue
Bceku ¢uakon cpappka 37 mg HaTpuid.
Bcexu drakon ceabpika 500 mg mukioaexcTpuH (cyndoOyTHIdeTagexc HaTpHii).

Kyprolis 30 mg npax 3a uH(}Y3HMOHEH pa3TBOP
Bceku ¢nakon cpappka 30 mg xappmmzomud (carfilzomib).

IHomowno eewgecmeo ¢ uzgecmuo oeticmeue
Bceku ¢nakon cpappka 109 mg HaTpuid.
Beexu dnakon ceabpika 1 500 mg nuknonekctpuH (cyndoOyTundeTaneke HaTpuil).

Kyprolis 60 mg npax 3a uH(}Y3HMOHEH pa3TBOP
Bcexu dnakon crabpika 60 mg xkapdunzomud (carfilzomib).

IHomowno eewgecmeo ¢ uzgecmuo oeticmeue
Bceku ¢nakon cpappika 216 mg HaTpHid.
Beexu ¢nakon crabpika 3 000 mg nuknonekctpuH (cyndoOyTundeTaneke HaTpuil).

Cren pexonctutynpane, 1 ml pa3tBop chabpxa 2 mg xaphuin3omuo.

3a IBJIHMS CIHUCHK HA IIOMOIIHUTE BEIIECTBA BIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
[pax 3a uH(Y3UOHEH pa3TBOP

bstt o moutw G651 Mo MIM3NpaH mpax.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHN MOKAZAHUSA
Kyprolis B koMOuHaIMs C JEHATHIOMH U IEKCAMETa30H, MM C JeKCaMeTa30H CaMOCTOSATEITHO, €

MOKAa3aH 3a JICYCHUE Ha Bb3PACTHU MALMEHTU C MHOKECTBEH MUEJIOM, KOUTO Ca MOJIYYUIH ITOHE €IHA
Mpe/IIecTBaa Tepanus (Bx. Touka 5.1).



4.2 Jlo3UpOBKa M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ Kyprolis TpsiOBa ia ce HaOro1aBa OT JIeKap ¢ OMUT B MPUIIOKEHUETO Ha IPOTHBOPAKOBA
Tepanus.

,Qosnposxa

Jo3zaTa ce u3uucnsABa KaTo ce M3MO0JI3Ba U3X0IHATA TeJleCHA MOBBPXHOCT Ha nauuenTa (body surface
area, BSA). ITanmenTute ¢ BSA, mo-ronmsma ot 2,2 m%, Tpa6Ba 1a MoTydaBar 703a, ONpe/ieieHa Bb3
ocHoBa Ha BSA 2,2 m”. He e He06X0MMO Ja e NpaBAT KOPEKIMH Ha 1103aTa IPH POMEHH B TETJIOTO,
MO-MaJIK1 UK paBHU Ha 20%.

Kyprolis B koMOMHAIMS ¢ JEHATUIOMUI U JEKCAMETA30H

Koraro ce komOuHMpa ¢ TeHATHIOMHAT U lekcameTa3oH, Kyprolis ce mpuiiara HHTpaBeHO3HO KaTo
10-MuHyTHa HH(Y3HUS B ABA TOCIEAOBATEIHN JHH, BCSIKA CEAMHUIIA B IPOABIDKCHIE HA TPH CEIMHUITH
(mam 1, 2, 8,9, 15 u 16), nocnexaBano ot 12-nHeBeH nepuoa Ha mounBKa (U 17 10 28), KakTo e
noka3aHo B Tabnuna 1. Bceku 28-1HEBEH epro/1 ce CUUTa 3a SVH IUKEIT Ha JICUCHHUE.

Kyprolis ce npuiara B HaganHa 103a 20 mg/m?* (MakcuManna 103a 44 mg) Ha aen 1 u 2 o1 muksn 1.
Axo ce ToHacs 100pe, 103aTa TPAOBA a ce yBEINUM Ha JeH 8 OT Kb 1 10 27 mg/m? (MakcuManHa
nmo3a 60 mg). Ot muksa 13, mo3ute Ha Kyprolis Ha neH 8 u eH 9 ce mporryckar.

JleuenneTo Moke Jja MPOXBIKH 10 TIPOTPECHs Ha 3a00JIIBAaHETO, WIIH JI0 MOSIBA HAa HEMTPUEMIINBA
TOKCHYHOCT.

Jleuenneto ¢ Kyprolis, KoMOMHUpaHO C JCHATUIOMHEJ M JIEKCAMETa30H 3a Moseye oT 18 muksbia,
TpsOBa Ja ce OCHOBaBa HA MHIMBHIYaTHA OL[EHKa Ha ChOTHOIIEHHETO MOJ3a/PUCK, Thi KaTO JaHHUTE
3a TIOHOCUMOCTTA U TOKCHYHOCTTA Ha Kapprmi3omMub 3a moBede ot 18 mukbiia ca orpaHHYeHU (BIXK.
Touka 5.1).

B xom6unHanms ¢ Kyprolis, tenanumoMus ce mpuiara B 103a 25 mg nmepopaiHo Ha aau 1-21, a
JIeKcaMeTa30H ce mpuiiara B J103a 40 mg nepopaiHo WM UHTPaBeHO3HO Ha JHU 1, 8, 15 u 22 ot
28-nHeBHUTE IUKIU. TpsiOBa 1a ce 0OMUCIIM OAXOASII0 HaMaIsIBaHe Ha Jlo3aTa IIPH HadajHaTa J103a
Ha JICHATUJOMUI, B ChOTBETCTBHUE C MPETIOPHKUTE B aKTyalHaTa KpaTKa XapaKTepUCTHKA Ha MPOLYKTa
Ha JICHAIUJOMUJI, HAIpUMEp IIPH NAlUeHTH ¢ ObOpEeYHO YBpexkaaHe Ha U3XOJHO HUBO. JlekcameTa3oH
TpsiOBa 1a ce npuiara 30 munyTH 10 4 yaca npeau Kyprolis.

Tadauua 1. Kyprolis B koMOMHAIMS € JIeHAJTMIOMU/A U IeKCaMeTa30H”

ukba 1
Cenmuua 1 Ceamuua 2 Ceamuua 3 Ceamuna 4
Jen | Nen | JAuu | Jdew | den | Auum | Jden | Hden | dAum Jen JAHu
1 2 3-7 8 9 10-14 | 15 16 | 17-21 22 23-28
Kyprolis (mg/m?) 20 20 - 27 27 - 27 27 - - -
JexcameTra3on (mg) 40 - - 40 - - 40 - - 40 -
Jlenanuaomujg 25 mg THEBHO - -
Huxan 2-12
Ceamuna 1 Ceamuna 2 Ceamuna 3 Ceamuna 4

Jen | Nen | JAuu | Jenw | den | Auum | Jden | Hden | dAum Jen JAHu
1 2 3-7 8 9 10-14 | 15 16 | 17-21 22 23-28

Kyprolis (mg/m?) 27 | 27 - 27 | 27 - 27 | 27 - - -
Jexcamera3on (mg) 40 - - 40 - - 40 - - 40 -
Jlenainaomug 25 mg THEBHO - -




Mukba 13 u HATATBK

Cenmuua 1 Ceamuua 2 Ceamuua 3 Cenmuna 4
Hden | Nen | JAuu | Jenw | den | Auum | Jden | Hden | dum Jen JAuu
1 2 3-7 8 9 10-14 | 15 16 | 1721 22 23-28
Kyprolis (mg/m?) 27 | 27 - - - - 27 | 27 - - -
Jexcamera3on (mg) 40 - - 40 - - 40 - - 40 -
Jlenainaomug 25 mg THEBHO - -

& Bpemero Ha uH(}y3ust ¢ 10 MUHYTH 1 OCTaBa IMOCTOSIHHO 110 BpeMe Ha cxemara

Kyprolis B koMOMHaIus ¢ feKcaMeTa30H

Korato ce komOunHmpa ¢ nekcameraszon, Kyprolis ce npunara nHTpaBeHO3HO KaTo 30-MUHYTHA
uH(Y3US B [Ba IOCICIOBATEIIHH THU, BCSIKA CEIMHIIA B TPOABIDKCHUE Ha Tpu ceamunu (nuu 1, 2, 8, 9,
15 u 16), mocnensanu ot 12-gHeBeH nepuo Ha ToYMBKa (IHU 17 1m0 28), KaKTO € oKa3aHo B

Tabnwmia 2. Becekn 28-mHEBEH TIEPHO Ce CUNTA 3a €AMH UKBJI Ha JICUCHHE.

Kyprolis ce npuara B HaganHa 103a 20 mg/m?* (MakcuManHa 103a 44 mg) Ha faes 1 u 2 o1 muksn 1.
Axo ce oHacs 106pe, 103aTa TpAOBA 1a ce YBENMYH Ha IeH 8 oT KB 1 10 56 mg/m? (MakcuManHa
nmo3a 123 mg).

JledenneTo Moxe ma MPOABIKA OO0 IIPOrpeCus Ha 3360HHBaHCTO, HJIK 10 I10sIBa Ha HEIIPUEMIIMBA
TOKCHUYHOCT.

Koraro Kyprolis ce koMOuHMpa ¢ qeKcaMeTa30H CaMOCTOSATENHO, IEKCAMETa30H Ce MpHUIIara B 103a
20 mg nepopaliHO WM UHTPaBEHO3HO Ha Hu 1, 2, 8, 9, 15, 16, 22 1 23 oT 28-1HEBHUTE IIUKIIU.

JlexcameTta3oH TpsiOBa na ce npuiara 30 MuHyTH 110 4 yaca npeau Kyprolis.

Tadauna 2. Kyprolis B koMOMHAIHS ¢ TeKCAMETA30H CAMOCTOSITETHO”

ukba 1
Ceamuua 1 Ceamuua 2 Ceamuua 3 Cenmuna 4
Hen | Nen | JAum | den | Jden | Jduu | [den | Hden JHu Hen | Jlen JAuu
1 2 3-7 8 9 10-14 | 15 16 17-21 22 23 24-28
z;yg/;zgs 20 20 - |56 |5 - | 56| 5 | - - | - -
JlekcameTra3oH 20 20 - 20 20 - 20 20 - 20 20 -
(mg)
Kb 2 M BCHYKH CJIeABALIM IUKJIH
Ceamuua 1 Ceamuuna 2 Ceamuua 3 Cenmuna 4
Hen | Nen | Jdum | den | den | dum | Hen | Jen Jan Hen | Jlen JAau
1 2 3-7 8 9 10-14 | 15 16 17-21 22 23 24-28
zfnyé’/;‘;gs 56 | 56 | - | 56|56 | - | 56| 5 | - - |- -
JlekcameTra3oH 20 20 - 20 20 - 20 20 - 20 20 -
(mg)

* Bpemero Ha nH(Y3us € 30 MHHYTH ¥ OCTaBa IOCTOSIHHO IO BpeMe Ha cxeMaTa
Cvnvmemeawu aekapcmeenu npooyKmu

TpsiOBa ma ce 0OMHUCIN aHTHBUPYCHA podUIaKTHKA ITPY TAITUEHTH, JiekyBaHu ¢ Kyprolis, 3a na ce
HaMaJi prucKa OT peaKTHBUPAHE Ha XepIriec 30cTep (BXK. Touka 4.8).

[IpenoppuBa ce TpoMOONpOodPHIAKTHKA P MALMEHTH, JIeKyBaHH ¢ Kyprolis B koMOMHaMs ¢
JEKCaMEeTa30H WM C JICHAJIMIOMU U IeKCaMETa30H, KOATO TpAOBa Jja ce€ OCHOBaBa Ha OLICHKA Ha




MOJUIeKAIINTE PUCKOBE 32 MallMeHTa U KIMHUYHOTO My ChCTOSIHHE. 3a IPYTH ChIIBTCTBAIIN
JIEKapCTBEHH MPOAYKTH, KOUTO MOKE Ja ca HEOOXOANMHU, KaTo Harp. NpOQUIaKTHKA C aHTHALUAY,
o0BpHETE ce KbM aKTyaJHaTa KpaTka XapaKTepUCTHKa Ha MPOIYyKTUTE JEHATUAOMU/ U I€KCaMETa30H.

Xuodpamayus, npociedsgane Ha MEYHOCMUME U eleKMPOIUmume

HeobOxoamma e amekBaTHA XUApaTalys MPean MPUIOKEHUE Ha 103aTa B IUKBI 1, 0cOOEHO mpu
MAIMEHTH C BUCOK PHCK OT CHHIPOM Ha TYMOPEH pasmnaj uin 0b0pedHa TOKCUIHOCT. Benuku
MAIUEHTH TPsIOBa 1a ce HaOII0JaBaT 3a MPU3HAIK Ha IPETOBApPBaHE C TEUHOCTH M M3UCKBAHUATA 32
MpHeM Ha TEYHOCTH TPsOBa 1a ObAAT ChOOpa3eHH ¢ MHAMBHUIYATHUTE HYKIM Ha HanuenTa. OOIusT
00eM Ha TEeYHOCTHTE MOXKE JIa C& KOPUTUPA, aKO € KIMHHUYHO MOKa3aHo, IPU MAIIMEHTH ChC ChpcyHa
HEJOCTaTHYHOCT Ha U3XOJHO HUBO, MK KOUTO Ca U3JIOKEHH HA PUCK OT ChpJIeYHA HEIOCTATHYHOCT
(Bx. Touka 4.4).

[IpenoppunTenHara Xuapatanus BKIFOYBA KaKTO prUeM Ha TeuHocTH niepopainHo (30 ml/kg/Ha neH 3a
48 gaca peny AceH 1 oT mUKBI 1), Taka ¥ IPUIIOKEHUE HA TEYHOCTH MHTPaBeHO3HO (250 ml mo 500 ml
MOJIXOISIII MHTPABEHO3CH Pa3TBOP MpEu Beska 103a B UKba 1). Cinen npuinoxkenue Ha Kyprolis B
IUKBI 1, TOBJIHUTENHO TPsAOBa fa ce npuioxar 250 ml go 500 ml nHTpaBEeHO3HU TEYHOCTH, KO €
Heobxoaumo. IlepopaiHaTa w/vuiny HHTPABEHO3HA XUApATAITHs TPsiOBa J1a IPOIBIDKH B CIICIBAIINATE
[UKJIM, KAKTO € HEOOXOIHUMO.

CepyMHHTE HMBA Ha Kaluil TpsiOBa Jla ce MPOCeasIBaT MECEYHO HIIH MO-YeCTO 110 BPEME Ha JICUCHUETO
¢ Kyprolis criopen KITHHHYHUTE [TOKA3aHUS | 1€ 3aBUCIT OT HUBATa HA KUK, H3MEPEHU IIPEIH
HAYaJI0TO Ha JICYCHUETO, U3IOJI3BAHOTO CHITHTCTRAIIO JieueHUe (HAIp. JICKAPCTBEHH MPOIAYKTH, 3a
KOHMTO € U3BECTHO Y€ YBEIMYABAT PUCKA OT XUIMOKAINEMHS) M CBBP3aHUTE MPHIPYKABAIIN
3a001s1BaHuUs.

Ipenopvuumennu npomenu Ha dozama
Jo3zata TpsOBa Jla ce KOpUrHpa Bb3 OCHOBa Ha TokcnyHocTTa Ha Kyprolis. [Ipenopsunrenaure
JEeWCTBUS U IPOMEHH Ha J103aTa ca IpeACTaBeHu B Tabnuua 3. HamaneHusTa Ha HUBaTa Ha 03aTa ca

MpeaCcTaBeH: B Tabmuma 4.

Taéauua 3. Ilpomenn Ha K03aTa o BpeMe Ha Jjeyenue ¢ Kyprolis

XemMaToJ10rMYHa TOKCHYHOCT IIpenopbyuTeIHO NeliCTBUE
. AbcomoTeH Opoit Ha . Cnpane Ha j103ara
neyrpodumre < 0,5 x 10%/1 (k. - Ako ce e Bb3cTanoBm 10 > 0,5 x 10%/1,
Touka 4.4) MPOABIDKABAHE MPH CHIOTO HUBO HA J103aTa
° IIpu cneasamum cnaganus 1o < 0,5 x 10%1, na ce cna3BaT

CBIIUTE NMPEIOPBKHU, KAKTO MO-TOpe U J1a c€ OOMUCIH
HaMaJlsiBaHe ¢ | HMBO Ha J103aTa IIpH Bb30OHOBSBaHE HA
nedeHnero ¢ Kyprolis®

. ®DeOpruTHa HEYTPOIICHHUS . Crupane Ha 103aTa

. AoGconroTeH 6poit Ha . AKO0 aOcoMIOTHHAT Opoit Ha HEYTPOPHITUTE CE BH3CTAHOBH JI0
ueyrpodmmre < 0,5 x 10°/1 n M3XO0JHATa CTETICH W IOBUIIICHATA TeMIepaTypa OTIIyMH,
opanHa Temmepatypa > 38,5°C BB300HOBSIBAHE TPU CHIIOTO HUBO HA J03aTa

WJIM JIBE TTOCIIEA0BATETHI
croiHocTu > 38,0°C 3a 2 yaca

. Bpoii Ha TpoMbonUTHTE . Crmpane Ha no3aTa
<10 x 10%1 wnu naHa" 3a - AKo ce e Bp3cTaHoBmII 70 > 10 x 10%/1 w/wmm
KbPBEHE C TPOMOOIUTOIICHHSI KBPBEHETO € KOHTPOJIUPAHO, TPOIbKABAHE TPU
(Bx. TOUKa 4.4) CBILIOTO HUBO Ha J]03aTa
. Ilpu cnensamy cnaganus 10 < 10 x 10%/1, xa ce cnassar

CBIUTE MPEMOPBKH, KAKTO ITO-TOPE U J1a C& OOMHUCIU
HaMmallsBaHe ¢ | HUBO Ha J103aTa Ipu BH30OHOBSBAHE Ha
nedenuero ¢ Kyprolis®




HexemaTosiornuHa TOKCUYHOCT o
HperlopI,!mTe.m{o JACUCTBUEC

(0b0peuHa)
. CepyMeH KpeaTuHHH, PaBEH WIIN . Cnipane Ha J103arta U IPOAbIKaBaHe Ha MPOCIIE/SIBAHETO Ha
MO-BUCOK OT 2 X U3XOJHOTO HHBO; O0b0peunaTta GpyHKIHS (CepyMeH KpeaTHHHH FITH
WU KPEaTHHUHOB KIMPBHC)
. KpeaTHHUHOB KIIMPBHC - Kyprolis Tpsi0Ba i1a ce Bb300HOBH, KOraTo

O0BOpeuHaTa QyHKIHS € Bb3CTAHOBCHA B PAMKHUTE
Ha 25% OT U3XOJAHOTO HUBO; Ja C€ OOMUCIU
BB300HOBSIBaHE HA JICUCHUETO MPH HAMAJISIBAHE C
1 HUBO Ha nmo3aTa?
[pu marwieHTH Ha AUanK3a, Kouto nmoiydasart Kyprolis,
J03aTa TpsIOBa Aa ce Mpuiiara ciie Juajan3HaTa Ipoueaypa

<15 ml/min (w1 HamansBaHe Ha
KpPEaTHHUHOBUS KJIMPBHC 10

< 50% OT U3XOJHOTO HUBO) WIIN
HEO0OXOIUMOCT OT Juaim3a (BXK.
TouKa 4.4) .

JIpyra HexeMaToJIOrHYHA TOKCMYHOCT IlpenopbUUTEIHO eiicTBHE

o Benuku ApYyTUu BUIOBE o CrmpaHe, JAO0KaTO HC OTHIYMU HUJIK HE C€ Bb3CTAaHOBU 10
HEXEMATOJIOIr'HM4YHa TOKCUYHOCT HN3XOOAHOTO HUBO
crenel 3 uiu 4 (Bx. Touka 4.4) o Ia ce 0OMMCIIM Bb30OHOBSBAHE Ha CJIEABALIOTO IJIAHUPAHO

JICYCHUEC IIpU HaMaJIIBAHE C 1 HUBO Ha mo3ara®

2 BmkTte Ta6J'II/IIIa 4 OTHOCHO HaMaJIsIBaHE Ha HUBOTO Ha J03aTa

Taéaunua 4. HamanaBane Ha HUBOTO Ha Ao3aTa Ha Kyprolis

II'npBo Bropo Tpero
HaMaJisiBaHe HA | HaMaJisiBaHe HA | HaMaJisiBaHe Ha
Jo3a Ha A03aTa Ha J03aTa Ha J03aTa Ha
CxeMa Ha JieyeHHe Kyprolis Kyprolis Kyprolis Kyprolis
Kyprolis, nenazomun u 27 mg/m? 20 mg/m? 15 mg/m?? —
JeKCaMeTa30H
Kyprolis u nexcamerazon 56 mg/m? 45 mg/m? 36 mg/m? 27 mg/m2?3

3abemexka: Bpemero nHa nadysus Ha Kyprolis octaBa HempoMeHEHO 1O BpeMe Ha HaMaJIIBaHETO Ha J103aTa
% AKO CUMIITOMHTE HE OT3BY4aT, Ipekpatere Jeuenuero ¢ Kyprolis

CHC]_[I/Ia.]'IHI/I nonyJiannum

bvopeuno yspescoane

[NanmenTHTe C yMepeHa UK TEKKa CTENICH Ha ObOPEYHO yBpEKIaHEe ca BKIIOUYCHHU B IPOYUBAHUATA C
komOunHanusaTa Kyprolis-nexkcamerasoH, HO ca OMIIM M3KJIIOYEHU OT MPOYYBAHUATA ¢ KOMOHMHALIUSTA
Kyprolis-nenanumomua. CieqoBaTeHo, IMa OrpaHu4eHH JaHHu 3a Kyprolis B koMOWHAIMS ©
JICHATUIOMUJI M JEKCaMEeTa30H MpH MalueHTH ¢ kpeaTuHUHOB KnupbHC (CrCL < 50 ml/min). TpsiOBa
Jla ce UMa MpeIBUA MOAXO0III0 HaMallsiBaHe Ha [103aTa 3a HadalHaTa 1032 Ha JICHATUAOMU IPH
HalKeHTH ¢ ObOPEYHO YBPEXKIaHEe Ha U3XOJHO HUBO CHOPE] NPENOPBHKUTE B KpaTKaTa
XapaKTEepHCTHKA Ha MPOIYKTa JICHATUIOMUI.

He ce npenopbuBa Kopekiinsa Ha HadaaHaTa q03a 3a Kyprolis mpu manueHTH ¢ jieKa, yMepeHa WiH
TEXKa CTENeH Ha ObOPEYHO yBpEXkKIaHe Ha M3XOIHO HUBO, WIIH MTPH MAI[UCHTH Ha XPOHUYHA JHUAJIH3a,
Bb3 OCHOBA Ha HAIMYHUTE (hapMAKOKHHETUYHU JaHHU (BXK. TOYKA 5.2). B KIMHUYHHUTE U3MTUTBAHUS
(haza 3 obaue, yecToTaTra Ha HeXKEJAHUTE CHOUTHS Ha OCTpa OBLOpEYHA HEAOCTATHYHOCT € Omiia
[I0-BHCOKA MPH MAUEHTH ¢ HUCHK KPEATHHHHOB KJIUPBHHC HAa U3XOJHO HUBO, OTKOJIKOTO MPH
MAIMECHTH C MO-BUCOK KPEATHHUHOB KIIMPBHHC HA M3XOJ/IHO HHBO.

brOpeunara ¢hyHKIHS TpsAOBa Ta ce OICHIBA IIPH 3all0YBaHEe Ha JICUCHUETO M Jja ce HaOJII01aBa moHe
BE/IHBX MECEYHO, WIIK B ChOTBETCTBUE C TIPUETUTE PHKOBOJCTBA B KIIMHUYHATA TIPAKTHKA, 0COOCHO
NpY MaUUEeHTH ¢ HUCKH U3XOJHU CTOMHOCTH Ha KpeaTHHUHOBUS KiupbHC (CrCL < 30 ml/min).
Tps6Ba 1a ce 3BBPIIAT NOAXOISIIIM KOPEKIIMHU Ha 103aTa Bb3 OCHOBA HAa TOKCUYHOCTTA (BX.
tabnuna 3). iMa orpaHu4eHu JaHHU 3a €PUKACHOCTTA U 0€30MaCHOCTTA MPH MAIUSHTH C
KpeaTHHUHOB KIUpBHC < 30 ml/min Ha W3XOAHO HUBO.



Tbli KaTo KIMPBHCHT NPH AMATH3a Ha KOHIEeHTpanuuTe Ha Kyprolis He e u3cnenBaH, JeKapCTBEHUST
HPOLYKT TPAOBa Ja ce mpujiara cjiel Jualu3HaTa Ipoueaypa.

Yeprodpobno yepedcoane

[TarmenTHTe C YyMEpEHa WM T€XKKa CTETIEH Ha YePHOAPOOHO yBpeXaaHe ca O U3KIIOYCHN OT
npoyuBanusTa ¢ Kyprolis B KOMOMHAIUSA C JICHATUIAOMUJ U ICKCAMETa30H, WM JEKCaMETa30H
CaMOCTOSATEITHO.

dapmakokuHeTHKaTa Ha Kyprolis mpu maryieHTH ¢ TeXKa CTENEH Ha YePHOIPOOHO YBpPEXKIaHE HE €
npoyueHa. He ce mpenopruBa KOpUrupane Ha HayajiHaTa J103a MPY MAIUSHTH C JIEKa WIA yMepeHa
CTETIeH Ha YePHOIPOOHO YBPEK/aHE B3 OCHOBA HA HATMYHUTE (HaPMAKOKUHETUYHU MaHHU. Bhrpeku
TOBA, MPH MAIMEHTH C JIEKa WM yMEPEeHa CTETCH Ha YePHOAPOOHO YBpEXkKIaHe Ha U3XOJHO HUBO CE
ChOOIIIaBa O-BUCOKA YECTOTA HAa OTKIIOHCHUS B YePHOAPOOHATA (PYHKIIWS, HEIKEITAHN ChOUTHS
CTeTIeH > 3 ¥ CEpUO3HH HeXKellaHW ChOUTHS, B CPAaBHEHHE C TTAIIMEHTH C HOpMaJTHAa YepHOJpOOHA
dhyukmms (BK. Touku 4.4 11 5.2). UepHOAPOOHHUTE SH3UMH B OMITHPYOWHBT TPsIOBA 11a Ce OTIPEACIIAT
NPY 3aII04BaHe Ha JICYEHHETO U JIa c€ TPOCIIesIBAT BCEKU MECEIl 110 BpeMe Ha JISYEHUETO ¢
Kap(UI30MUO, HE3aBUCUMO OT U3XOJIHUTE CTOMHOCTH, ¥ TPSOBA J]a C€ U3BBPIIAT ITOAXOISIIH
MIPOMEHHM Ha Jj03aTa Bb3 OCHOBA HAa TOKCHYHOCTTA (BK. Tabymma 3). Heobxoammo e creruaiao
BHUMAaHHE MPH MAIMCHTH C YMEPEHA WIIM TEXKa CTEIICH Ha YePHOAPOOHO YBPEKIaHe, C OIJie] Ha
TBBPJIC OTPAaHUYCHUTE JIAHHU 32 e(DUKACHOCT U OE€30MACHOCT MPU Ta3H MOMYIAIUS.

Hayuenmu 6 cmapuecka 6v3pacm

Karo msiimo, ecrorara npu y4yaCTHHAIIUTE Ha HIKOM HEXelaHU ChOUTHS (BKIIOYHTEIHO Chp/euHa
HEJOCTATHYHOCT) B KIIMHUYHUTE MTPOYUBAHUS € IT0-BHCOKA IIPY MAIMEeHTH, KOUTO ca > 75-rouIIHa
BB3PACT, B CPAaBHEHHE C MAIMCHTH, KOUTO ca < 75-rOMUIITHA BB3pacT (BXK. Touka 4.4).

Tleouampuuna nonyrayus

BesonacHoctTa 1 epukacHoctTa Ha Kyprolis npu nmeguaTpuvHy NallMEHTH HE Ca YCTAaHOBEHHU.
Jluncsart naHHU.

Haunn Ha npuioxeHue

Kyprolis Tpsi6Ba 1a ce npuara upe3 HHTpaBeHo3Ha nHOY3usa. Jlo3ata 20/27 mg/m’ ce npuara B
npoxbmkerne Ha 10 munyTH. Jlo3aTa 20/56 mg/m? Tps6Ba 1a ce NPUIOKHU B IPOABIKEHHE HA
30 MuHYTH.

Kyprolis He TpsOBa 1a ce mpriiara KaTo HHTpaBEHO3HA HHXKESKITUS WIH 00JTyC.

CucreMaTa 3a HHTPaBEHO3HO MPUIOKEHUE TPIOBa Jla ce MPOMHUBA C HOPMAJICH Pa3TBOP HA HATPUECB
XJIOPH] WITH HHXKEKITMOHEH Pa3TBOpP Ha 5% TIIIOKO03a HEMOCPEACTBEHO MPENH U Ciiel IPUIIOKEHHE Ha
Kyprolis.

He cmecnaiite Kyprolis cbe 1 He ro npunaraite kato HHPY3Us C APYTH JIEKapCTBEHU MPOILYKTH.

3a yKka3aHusi OTHOCHO PEKOHCTUTYHPAHETO HA JIEKAPCTBEHUS MIPOIYKT MPeIu IPUIOKEHUE BIKTE
TouKa 6.6.

4.3 IIpoTuBOMOKA3aHUA
o CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIIECTBO MU KBM HIKOE OT MMOMOIIHUTE BEIECTBA,

n30poeHH B TOUKa 6.1.
. Kenu, konTo KbpMAT (BXK. TOUKa 4.6).



Toii kato Kyprolis ce mpuiara B KoMOMHALIUS ¢ APYTH JEKAPCTBEHH MIPOAYKTH, BIKTE TEXHUTE
KPaTK{ XapaKTEPUCTHKH Ha MIPOAYKTA 32 AOIBIHUTECIHH IPOTUBOIIOKA3aHHS.

4.4 CroenuajaHu npeaynpesxaeHus U NpeANa3HA MePKH NPH ynoTpeda

Toit kaTto Kyprolis ce mprmirara B KOMOMHAITUS C IPYTH JICKAaPCTBEHH MPOAYKTH, TPSOBA /1a Ce HAIIPaBH
CIpaBKa ¢ KpaTKaTa XapaKTepPUCTHKA Ha MPOJyKTa Ha Te3H IPYTH MPOAYKTU PEIH 3all0YBaHe Ha
nedenueto ¢ Kyprolis. Thit kaTo JieHaHIOMU] MOXKE J1a c€ U3IMoJ3Ba B komOuHanus ¢ Kyprolis,
HE0OX0IUMO € J1a ce 00BpHE CIIeNATHO BHUMAaHUE Ha M3CJICIBAHETO 32 OPEMEHHOCT TIPH JICUCHUE C
JCHATUIOMUJ ¥ U3UCKBAHUATA 3a Mpena3Bane (BxK. Touka 4.6).

Coplieuny HapyIIEHUS

NMa choOIIeHNs 32 HOBOTIOSIBUIIA CE JTH BJIOIICHA Chp/ICYHA HEJOCTATHYHOCT (HAIp. 3aCTOWHA
ChpJIeuHa HEJIOCTAThUHOCT, 0eJI0p0o0eH 0TOK, HaMajeHa (paKIlysl Ha U3TIACKBAHE), MHOKapIHA
ucxXeMus U mHQapKT cirel npuinokenne Ha Kyprolis. ima cbo01IeHns 3a IeTaleH U3X0J, HACTHITHI
Mopaji ChpJICUCH apecT B paMKUTE Ha €/IMH JCH ciiel npuiokenue Ha Kyprolis u jeTajaeH u3xon npu
ChpJICUHA HEIOCTATHYHOCT U MH(PAPKT HA MUOKap/a. 3a MOTCHIIMATHUTE e(PEKTH, CBhP3aHH C J03aTa,
BWKTE TOUKa 4.8.

Tbii KaTo € He0OXOoAMMA aICKBAaTHA XHUIPATAIUS TIPEAN MTPIIIOKEHUETO B IIUKBI 1, BCHUKH MAI[UCHTH
TpsiOBa fa ce HaOJIrOMaBaT 3a MPU3HALM Ha OOpEMEHsIBaHE C TEYHOCTH, OCOOEHO MAIMEeHTH C PUCK OT
ChpIeYHa HENOCTATHUHOCT. OOIMHAT 00EM TEUHOCTH MOXKE Ja C€ KOPUTHPA, KAKTO € KITMHIIHO
MOKAa3aHO MPH MAIMEHTH C U3XO/IHA ChPIeYHA HETOCTATHUHOCT, MM KOUTO Ca U3NI0KEHU HA PHUCK OT
ChpJIeYHa HEJIOCTAThUHOCT (BXK. TOUKA 4.2).

[Ipu nosiBa Ha chpaeUHU CHOUTHS cTenieH 3 wiu 4, neuenueTo ¢ Kyprolis TpsOBa 1a ce cripe 10 bJIHO
BBH3CTAHOBSIBAHE M J]a CE€ OOMUCITH JaJTi Jla ¢ Bh30OHOBH mpuiioxenueto Ha Kyprolis mpu HamansBaHe
¢ | HUBO Ha [103aTa Bb3 OCHOBA Ha OIIEHKA HA ChOTHOLIEHHETO 10J13a/pUCK (BXK. Touka 4.2).

PHCKBT OT Chp/ieuHa HEJOCTATHYHOCT CE€ YBEINYABA MPH MAI[UEHTH B CTAPUECKa Bh3pacT
(> 75 ronuan). PUCKBT OT Chp/IeUHA HEJOCTATHUHOCT CE YBEINYABA U MPU MALUCHTH OT a3HATCKH
TIPOU3XO/I.

[Ipenu 3amouBaHe Ha JeUEHHUE CE PEOPHYUBA ISUIOCTHA OIICHKA 32 ChPJICYHOCHIOBH PUCKOBH
(haxTopm.

ITanmenTture cbe chpaeuna HegoctaTbuHoCT Kinac I u IV ceriiacno HroliopkckaTa kapinonornyHa
aconmarus (New York Heart Association, NYHA), ckoporer nH(papKT Ha MUOKapa U IPOBOTHU
HapyIIEHUs, KOUTO HE ca KOHTPOJIHMPAHH C JIEKAPCTBEHH MPOAYKTH, He ca OWUIIH ITOAXOIAIIH 32
BKJIIOUBAHE B KJIMHUYHUTE MPOyUYBaHUs. Te3u MalMeHTH MOXKE /1a Ca U3JI0KEHU Ha MO-TOJISIM PUCK OT
ChPIICYHH YCIOKHEHUs. [Ipy mauuenTy ¢ mpu3Hauy WK CUMIITOMU Ha ChpAE€YHA HEAOCTATHhYHOCT
kiac I wmm IV mo NYHA, ckoponraa anaMmHe3a 3a MHOKapieH HHGapKT (Tipe3 mociaeaHuTe 4 Mecerna)
Y TIPY MMAIMECHTH C HEKOHTPOJIMPAaHa CTEHOKAPIUS WU apUTMUSA, TPsIOBa N1a c€ M3BBPIIH IISTOCTHA
KapJAMOJIOTUYHA OIICHKA IPe/In 3anouyBaHe Ha jJeueHueto ¢ Kyprolis. Ta3u onenka TpsoBa jia
ONITHMHU3HPA CHCTOSHUETO Ha MalMeHTa, C 0COOEHO BHUMaHKe KbM KOHTPOJIAa Ha KPHBHOTO HAJSITAHE H
npuema Ha TegHocTH. Clies TOBa MalueHTruTe TpsiOBa 1a Ob/IaT JICKyBaHH BHUMATEITHO U J1a OCTaHAT
T0JT HETIOCPEICTBCHO HAOIIO/ICHUE.

IIpomeHu B eneKTpoKaparorpaMaTa

B knMMHAYHUTE U3MUTBAHUS ca HaOMI0qaBaHy ciiydan Ha yabkaBane Ha QT unHTepBana. He moxe na
ce m3kiroun epext Ha Kyprolis Bbpxy QT maTepBana (Bx. Touka 5.1).



BGJ'IO,I[D06H3 TOKCHUYHOCT

[pu naumenTtu, npuemainu Kyprolis ca HabIronaBaHu OCTBP PECIIUPATOPEH AUCTPEC CHHAPOM
(OPJC), ocTpa peciupaTopHa HEAOCTATHYHOCT U OCcTpa Audy3Ha HHPUITpaTHBHA O€I0ApOOHA
0oJecT, KaTo THEBMOHUT M MHTEPCTUIMATTHA OenoapoOHa 6orect. Hakou oT Te3u crouTus ca Onmm ¢
netaneH n3xoa. Heooxoamma e orieHka u cimpane Ha jedeHnero ¢ Kyprolis 1o otmrymsBane Ha
ChOUTHSTA, U OOMHCIISHE J1aJIH Jla € Bh30OHOBH NMpuiiokeHueTo Ha Kyprolis Bb3 ocHOBa Ha OlieHKa
Ha CHOTHOLIEHHETO MOJ3a/PUCK (BXK. TouKa 4.2).

BenoapobHa XunepToHus

Wma crobmenus 3a 6enoapoOHa XUIIEPTOHUS NIPH MAIMEHTH, JieKyBaHu ¢ Kyprolis. Hakou ot Te3n
crOUTHSI ca OmH ¢ JeTaiieH u3xoa. HeobxonnmMa e oreHka, KakTo € moaxosmio. [Ipu mosBa Ha
OenoapoOHa xurepTonus, JedenneTo ¢ Kyprolis TpsbBa na ce cpe o oTIIyMsiBaHE Ha CHOUTHETO
WM BH3CTAHOBSIBAHE /IO M3XOIHO HUBO U J1a c€ OOMHCIIN JTaJIU J]a c€ B30OHOBHU NPHIIOKEHHUETO HA
Kyprolis Bb3 0OCHOBa Ha OIIEHKAa Ha CHOTHOIIECHUETO IT0JI3a/PHUCK (BXK. TOUKa 4.2).

ﬂI/ICHHCﬂ

JlucniHes ce choOIaBa YecTo IpH NalueHTH, JekyBanu ¢ Kyprolis. HeoOxonuma € orjeHka Ha
JHCITHESITa, 32 ]a C€ M3KIII0YaT ChplIedHO-0eTI0ApOoOHH 3a00IIBaHus, BKIIOUUTEIHO ChpIEYHA
HEJOCTaTHYHOCT U OenoipoOHu cuHapoMu. [Ipy nosiBa Ha mucnHes creneH 3 u 4, TeYeHUETo C
Kyprolis Tpsi6Ba ma ce cripe 10 oToryMsBaHe Ha CHOUTHETO WM BH3CTAHOBSBAHE IO M3XOIHO HUBO,
Jia ce OOMUCIIM TaJu J1a ce Bh30OHOBH npriioxeHueto Ha Kyprolis B3 0cHOBa Ha OlleHKa Ha
CHOTHOIIIEHUETO IT0J133/pUCK (BK. TOUKH 4.2 1 4.8).

XUnepToHus

[Tpu nmpunoxxenne Ha Kyprolis e HaOmo1aBaHa XUNIEPTOHUS, BKIIOYUTEITHO XUIICPTOHHYHA KpU3a U
XUIMEPTOHNYHA peaKIys, N3UCKBAIla CIEIIHO JiedeHue. Hsxon ot Te3n ch0uTHs ca OUiH ¢ JieTajcH
u3xon. [IpenopruBa ce Aa ce KOHTPOJIMPa XUIIEPTOHUATA IPEIH 3all0YBaHe U [0 BpeMe Ha JIEYCHUETO.
Bcewnuky manmeHT TpssOBa peoBHO Aa ce U3CIeaBaT 3a XHIEPTOHMS, JOKaTo ce JekyBar ¢ Kyprolis u
7la ce JIEKyBaT, KaKTo € He0OX0IMMO. AKO XHIIEPTOHHATA HE MOXKE J1a c€ KOHTPOJIpa, 103aTa Ha
Kyprolis Tpsi6Ba na ce Hamanu. B cnyyaii Ha XMIlepTOHUYHA KpuU3a, ieueHueTo ¢ Kyprolis TpsOBa aa
ce CIpe /10 OTUIYMSIBaHE Ha ChOMTHETO WIIM BB3CTAHOBSIBAHE JI0 M3XOIHO HUBO U Jia c€ OOMUCIN Al
Jla ce Bh300HOBH TIpIIokeHneTo Ha Kyprolis B3 0cCHOBa Ha OIleHKa Ha CHOTHOIIICHUETO T10J13a/pUCK
(Bk. TOuKa 4.2).

Octpa 060peUYHa HEAOCTATHEYHOCT

Nma cpobmenus 3a ciaydyan Ha ocTpa ObpOpeuHa HeIOCTATHYHOCT NP MALUEHTH, KOUTO MOIy4YaBat
Kyprolis. Haxou ot Te3u crouTns ca Onnm ¢ seraneH uzxoj. Octpa 0b0peyHa HeJJOCTaThYHOCT Ce
ChOOIIaBa II0-4ECTO NPH NALMEHTH C HAIPEAHAN PELUANBUPAIL U pepaKTepPEeH MHOKECTBEH MUEIIOM,
KOMTO MoTy4aBat MoHoTepanus ¢ Kyprolis. B kimanuHnTe m3nutBanus ¢asza 3 yecrorara Ha
HEXXeJIaHUTE ChOUTHS Ha ocTpa ObOpedHa HEeTOCTATHYHOCT € MO-BUCOKA P YYACTHHUIIM C TIO-HUCHK
KPEaTHHUHOB KIMPBHHC HA U3XOAHO HUBO, OTKOJIKOTO IIPH YYACTHHIIH C [T0-BUCOK KPEaTHHUHOB
KIIMPBHC Ha U3XOJHO HUBO. KpeaTHHUHOBUAT KIMPHHC OCTaBa CTA0MIICH BbB BPEMETO MPH
Ho-ToJisiMaTa 4acT oT nauueHtute. brOpeunara yHkus TpsaOBa Ja ce HaOM0AaBa OHE BEJHBXK
MECEYHO, WM B ChOTBETCTBUE C IPUETUTE PHKOBOJCTBA B KIIMHUYHATA PAKTHKA, 0COOEHO IpU
[AMEHTH C HUCKU U3XOJHH CTOMHOCTH Ha KPeaTHHUHOBHA KIMpBHC. [lo3aTta TpsiOBa a ce HaManu
WM CTIpe, KaKTO € TOIXOAII0 (BXK. Touka 4.2).

CHHAIPOM Ha TYMOPEH pa3naj

Nma cpolmienus 3a ciaydan Ha CHHAPOM Ha TyMopeH pasnaj (tumour lysis syndrome, TLS),
BKJIIOUUTEITHO C JIETaJICH U3X0/l, IPU MallMeHTH, KouTo nonyyasart Kyprolis. [TanuenTuTe ¢ BUCOK
TYMOpPEH TOBap TpsAOBa Jla ce CYUTAT 3a TaKUBa C MOBHILEH pUCK oT pa3BuTHe Ha TLS. Tpsa6Ba na ce



ocurypu n10o0pa Xuapatanus Ha MalUeHTUTe npean npunoxeHune Ha Kyprolis B nuksi 1 u B
CJICABALINTE LIUKIIH, aKo € Heo0xoanmo (Bx. Touka 4.2). TpadBa na ce uMa npenBua NPUI0KEHHETO
HAa JICKapCTBEHU NMPOAYKTH 3a HAMAJISIBAHE HA MMKOYHATA KUCEIMHA IIPU NAL[UEHTH C BUCOK PUCK OT
passutne Ha TLS. Jlanaute 3a TLS TpsiOBa na ce cienst no BpeMe Ha JIeYeHHETO, BKIFOUUTETHO
pPENOBHO U3MEPBAaHE HA CEPYMHHTE €JIEKTPOJINTH, U J1a CE OBJIAIABAT CBOEBPEMEHHO. JIeueHunero ¢
Kyprolis ce criupa mo ormrymsisane Ha TLS (Bxk. Touka 4.2).

Nudy3nonnu peakiuun

Nwma C’I)O6IIICHI/I$[ 3a I/IH(i)y'?;I/IOHHI/I PCaKum, BKIITOYUTCIIHO JXUBOTO3aCTpaliaBaliyd pE€aKuu nmpu
MaIMeHTH, KouTo nosrydaBat Kyprolis. CHMOTOMUTE MOTAaT 1a BKIIOYBAT BUCOKA TEMIIEPaTypa,
BTpHCAHE, apTPAITUsl, MUAITHS, 3aUEPBIBAHE HA JIUIETO, OTOK HA JIUIIETO, OBPBIIAHE, CIa0oCT,
3a]lyX, XHIIOTOHUSI, CHHKOII, CTSATaHe B I'bPJIUTE WIK CTeHOKapus. Te3u peakinu MoXe Jia ce
HAOJI0]aBaT HEMOCPEACTBEHO ClIe]| Hih J10 24 yaca oT npuiioxkenueto Ha Kyprolis. 3a HamansiBane Ha
YecToTaTa U TeXKECTTa Ha PEaKIMUTe € HeoOX0IMMO J1a ce IPUIIOKH Jekcamerazon npeau Kyprolis
(Bx. Touka 4.2).

KD’LBOI/BJ'II/IB n TDOM6OLII/ITOHGHI/I$I

Nwma cpobuieHus 3a ciayyan Ha KPbBOM3IHUB (HAIpP. CTOMAIIIHO-UpEBEH, 0e0po0eH U BhTpeUepereH
KPBBOM3IIMB) [IpH NaLKEHTH, IeKyBaHU ¢ Kyprolis, yecTo cBbp3anu ¢ TpombonuToneHus. Hsaxoun ot
TE3W CHOUTHS ca OMJIH C JIeTaleH u3Xo ] (BXK. Touka 4.8).

Kyprolis npuuuHsiBa TpoMOOLIMTONICHHUS, KATO HA-HUCHK OpOW Ha TPOMOOIUTHTE ce HAaOIII0aBa Ha
JieH 8 vy ieH 15 oT BcekH 28-THEBEH IUKBII, C B3CTAHOBSIBAHE JI0 M3XOIHUS OpOil HA TPOMOOIIUTHUTE
JTO HaYaJI0TO Ha CISABAIIKS MUKEI (BXK. Touka 4.8). bposT Ha TpoMOonUTHTE TPOBA 1A CE CIIEaN
YyecTo 1o BpeMe Ha JieueHueTo ¢ Kyprolis. Jlo3aTta TpsiOBa aa ce HaMau WU CIipe, KaKTo €
MOIXOAIIO (BXK. Touka 4.2).

Beno3nu tpoMb0oeMO0INYHY CHOUTHS

Cro0IaBanu ca Ciiydau Ha BEHO3HH TPOMOOEMOOIMYHN CHOUTHS, BKIFOUHUTEITHO ABIOOKA BEHO3HA
TpomO03a 1 OeroapoOHa eMOOIIHS ¢ JIETalIeH U3X0.I IIPH IMAIIMEeHTH, KOUTO morydaBaTt Kyprolis.

[TanuenTHTE C M3BECTHU PUCKOBU (DAKTOPH 33 TPOMOOEMOOIU3HM — BKIFOYUTEITHO TIPS IIICCTRAIIA
TpomO03a — TpsIOBA Aa ce HaOmogaBaT BHUMATETHO. HeoOXommMo € 11a ce mpeanpueMar IeiCTBUS 3a
CBEXJIaHE 10 MUHIUMYM Ha BCUYKH MTPOMEHSIIIN Ce PUCKOBH (DakTOpH (HArp. TIOTIOHOMYIICHE,
XUIEPTOHUS U xunepaunuaemus). Heo0xoauMo € BHUMaHUE P €THOBPEMEHHO TPUIIOKECHUEC Ha
JIPYTH JICKapCTBa, KOUTO MOTAT Jia TIOBHUINAT PHCKa OT TpoMO03a (HAp. epUTPONIOCTHYHH CPEICTBA
WM XOpMOHO3aMecTHTeNHa Tepantisi). ChbBeTBaT ce MaIeHTHTE U JICKapyuTe J1a HaOojaBar 3a
MIPU3HALA U CUMIITOMH Ha TpoMOoeMmOonmu3bM. [laruenTure TpssOBa 1a ObJaT MOCHBETBAHU J1a
MNOTHPCAT METUIIMHCKA TIOMOIII, aKO Pa3BUAT CUMIITOMH KaTO 33/1yX, 00OJIKa B I'bPAUTE, XEMOIITH3A,
0O0JIKa WK TIO/TyBaHE Ha PHIETE MU KpaKaTa.

Tps6Ba na ce 0OMuUCTH TpoMOOTIPO(UIAKTHKA B3 OCHOBA HAa WHAMBUAYyallHA OLICHKA Ha
CHOTHOILCHUETO TOJI3a/PHCK.

quHOZ[DO6Ha TOKCHUYHOCT

Nma crobienuns 3a uepHoipoOHa HEOCTATHYHOCT, BKIFOUUTEITHHO CIIyYau C JIeTalleH U3XO0J.
Kyprolis Moxe 1a 1oBee 10 TOBUIIABAHE HA CEPYMHUTE TpaHcaMuHasu (Bk. Touka 4.8). JlozaTa
TpsiOBa J1a ce HAMAJTK WJIH CIIPE, KAKTO € MOAXOMAIIO0 (BK. Touka 4.2). UepHOAPOOHUTE SH3UMH U
OommmpyOnHa TpsOBa 1a ce CIEIAT IIPH 3all0YBaHE Ha JICUCHUETO M BCEKH MECEIl 10 BpeMe Ha
JICYCHUETO C KapPUI30MUO, HE3ABICUMO OT U3XOJHUTE CTOHHOCTH.
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TDOM6OTI/I‘IH3 MUKPOAHTHUOIIATHA

Nma crobuienns 3a ciydan Ha TPOMOOTHYHA MUKPOAHTHOTIATHS, BKJIFOYMTEIHO TPOMOOTHYHA
TpoMOOLIMTONIEHUYHA My pIIypa U XeMonuTuuHo-ypemudeH cuaapom (TTI/XYC) npu nanuenTH,
kouTo nony4asat Kyprolis. Hakou ot Te3u crOutus ca Owim ¢ neraneH uzxoq. TpsaoOBa ga ce ciiean 3a
npusHaiy U cumntomu Ha TTII/XYC. Ako nMa chMHEHUS 3a Ta3u quarfosa, Kyprolis TpsOBa ma ce
CIpe U ManueHTuTe Aa ce uscnensar 3a pp3moxau TTII/XYC. Ako nuarnosara TTII/XVYC e
U3KIIoueHa, neyenueto ¢ Kyprolis Moxke a ce Bb300HOBH. bezomacHoCTTa Ha OJHOBSIBAaHE Ha
tepanusaTa ¢ Kyprolis mpu nmaruenTty, kouto ca noimyunian TTI/XYC ue e u3BecTHa.

CI/IH}_'[DOM Ha IIOCTCPHOPHA O6DaTI/IMa eHued)anonaTI/m

Mma crob1meHns 3a CHHIPOM Ha TTOCTepHOpHa obpatuMa eHredanomnarus (posterior reversible
encephalopathy syndrome, PRES) npu nauuentu, kouto nonyuasat Kyprolis. PRES, napuyan
M0-paHo CHHIPOM Ha o0paThMa mocTepHopHa JieBKoeHIedanonarus (reversible posterior
leukoencephalopathy syndrome, RPLS), e psaxo HEBpOIOTHYHO HapyIIeHHE, KOSTO MOXE J1a ce
NPOSIBH C I'bPYOBE, TIABOOOINE, CHHIMBOCT, 00BPKBaHE, CIIETIOTa, HAPYIIEHO Ch3HAHUE U IPYTH
3pUTEIHU ¥ HEBPOJIOTHYHH HAPYILIECHHS, TPUIPYKEHHU C XUNIEPTOHUS, a TUarHosara ce MOTBbPKIaBa C
o0pasHo m3ciaeaBaHe Ha HepBHaTa cuctema. Kyprolis TpsioBa fa ce cripe, ako UMa IoA03peHUS 3a
PRES. be3onacHocTTa Ha O HOBsIBaHE Ha TepanusaTa ¢ Kyprolis npu nanueHTH, KOUTO ca MMau
PRES He e usBecTHa.

PeakruBupane Ha Bupyca Ha xenatut B (HBV)

Nwma cpobmieHys 3a ciydyan Ha peakTHBHpaHe Ha BUpyca Ha xenatut B (HBV) npu manmenTn, kouto
MoJTy94aBaT Kappri3oMuo.

Bcenuky nanmenTy TpsOBa 1a mpeMuHat cKpuHUHT 32 HBV npenu 3amodBane Ha Ie4eHUETO C
kappmoMu0. [Ipu manueHTrnTe C MOMOKUTEIHN CEPOIOTHYHU n3ciensanus 3a HBV tpsoBa na ce
oOMuCIM IPOoUITaKTHKA C aHTUBUPYCHU cpeicTBa. Te TpsiOBa fa ce mpocieasiBar 3a KIMHUYHU U
nabopaTopHU NMPU3HAIM Ha peakTuBHpane Ha HBV mo Bpeme Ha u cien kpast Ha JiedeHueTo. TpsoOBa
Jla ce HapaBAT KOHCYJITAIlMU ChC CIIENUAINCTH B JiedeHneto Ha HBV, ciopen HeoOxoaumocTTa.
be3omacHocTTa Ha BH300HOBABAHETO Ha Kap(hUI30MHUO, CIe afeKBaTHO KOHTPOIUPAHE Ha
peaktuBupanero Ha HBV, He ¢ u3BecTHa. CienoBaTesiHo, Bhb30OHOBSIBAHETO HA JICUSHUETO TPSAOBA Jia
ce 00CHIU ChC CIICUANINCTY B JiedeHueTo Ha HBV.

IIporpecusna MVJITI/Id)OKaJ]Ha HCBKOGHHed)aJ]OHaTI/ISI

NwMa cpobmieHus 3a caydyan Ha IpoTrpecuBHA MynTH(oKamHa TeBkoeHIedanomarus (IIMJI) mpu
HAIMEeHTH C IPEAX0/HA WIN CHITBTCTBAIIA UIMYHOCYTIPECHBHA TEPAIHs, MOTydaBaly KapprazoMuo.

[NanuenTure, momyyasamy KappuiazoMuo, TpsOBa Aa ce MPOCIeAsBaT 3a HOBU HIIN BJIOLIABAIIH CE
HEBPOJIOTMYHY, KOTHUTUBHU WX MOBEJCHYECKN IIpU3HAaIU U cuMnToMu Ha [IMJI kato gacT ot
nudepeHanHaTa [uarno3a Ha Hapymenus Ha LIHC.

[Ipu cemuenus 3a [IMJI, mocienBamnoTo npriiokeHne TpsiOBa 1a Ob/ie BpeMEHHO MTPEYCTaHOBEHO,
nmokato ce u3kmroun [IMJI oT crienuanucT Yype3 moaAXoAsII0 TMarHOCTUYHO U3ciieiBane. AKo Obe
notebpaeHa [IMJL, kapdunzomud TpsdBa na ce mpekparu.

KonTrpanenius

Kenure ¢ nereponeH nmoreHuuan (U/UiaM TEXHUTE IAPTHHOPH) TPSOBaA 1a U3MO0N3BAT eEKTUBHU MEPKU
3a KOHTpALENIXs 10 BpeMe Ha U 32 eIUH Mecell cliest iedeHueTo. [lanmenTure oT MBbXKH 101 TpaOBa
Jla U3MoN3BaT e()eKTUBHHE MEPKH 32 KOHTPAIICTIIHS [T0 BpeMe Ha U B IIPOJABIDKCHUE Ha 3 Mecena cief
JICYCHUETO, aKO MMAPTHOPKAaTa UM € OpeMeHHa WK € ¢ IeTePOJICH NOTEHLIMAN 1 HE M3I0JI3Ba
edexTHBHA KOHTparenuus (Bx. Touka 4.6). Kappunzomubd moxe na Hamanu epukacHOCTTa Ha
MEpPOpaTHUTE KOHTPAIENTUBH (BXK. ToUuKa 4.5).
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CoIobprkaHue Ha HATPpUK

Kyprolis 10 mg npax 3a unghysuonen pasmeop
To3u nexapcTBeH NPOAYKT Chabpika 37 mg HaTpuii Ha drakoH 10 mg, KOUTO ca €eKBUBAJICHTHU Ha
1,9% ot nmpenopbhUNTENHNS MaKCUMAJIEH THEBEH IpHeM OT 2 g HaTpui 3a Be3pacTeH cropen C30.

Kyprolis 30 mg npax 3a ungyszuonen pazmeop
To3u nekapcTBeH NMPoaAyKT chabpka 109 mg Hatpuit Ha dirakon 30 mg, KOUTO ca eKBUBAJICHTHH HA
5,5% OT mpenopHYATEITHNS MAaKCUMAJICH THEBEH MIPHEM OT 2 g HaTpui 3a Bb3pacteH cropen C30.

Kyprolis 60 mg npax 3a ungpysuonern pazmeop
To3u sekapcTBeH MPOAYKT ChABPKa 216 mg HaTpuit Ha (irakoH 60 mg, KOUTO ca eKBUBAJICHTHH HA

11% ot mpenopbruUnUTENHNA MaKCUMAaJIEH JHEBEH IIpHUeM OT 2 g HaTpuii 3a Be3pacTeH crnopen C30.

ChIbprKaHHE HA [IUKIOACKCTPUH

Kyprolis 10 mg npax 3a ungysuonen pazmeop
To3u sekapcTBEeH MPOAYKT Chabpka 500 mg nukioaekcTprH (CynoOyTrioeTaekc HaTpuii) Ha
¢dmakon 10 mg, kouro ca ekpuBajeHTHH Ha 88 mg/kg 3a Bp3pacten ¢ Terno 70 kg.

Kyprolis 30 mg npax 3a ungysuonen pazmeop
To3u nekapcTBeH NMPoayKT chabpxka 1 500 mg muknoaekcTpuH (cyndoOyTmideTaaeke HaTpHid) Ha
¢nakon 30 mg, kouto ca ekpuBajeHTHH Ha 88 mg/kg 3a BBp3pacteH ¢ Terino 70 kg.

Kyprolis 60 mg npax 3a unghysuonen pasmeop
To3u nekapcTBeH MpoayKT chabpxka 3 000 mg mukIoaekcTpuH (cyndoOyTmideTaaeke HaTpHid) Ha
¢akon 60 mg, kourto ca ekpuBajgeHTHH Ha 88 mg/kg 3a BB3pacten ¢ Terino 70 kg.

4.5 B3aumojeiicTBHe C IPYrd JIeKAPCTBEHU NPOAYKTH U APYyru ¢opmMu HA B3auMojieiicTBUe

Kap¢punzomub ce meTabosm3upa ri1aBHO 4pe3 akTUBHOCTTA Ha TIENTHIa3a U SIIOKCUJT XHJIPOIIas3a, B
pe3yNTaT Ha KOETO € MaJKO BEPOATHO (papMaKOKMHETUIHHST MPOdUIT Ha KapPriI3oMub 1a ce oBIusie
OT €ITHOBPEMEHHO MPIIIOKEHHE Ha MUTOXPOM P450 HHXUOUTOPH M HHIYKTOPH.

In vitro poy4dBaHus oKa3BaT, ye kaphusomud He naAyupa CYP3 A4 mpu xopa B KyITHUBHpaHH
YOBEIIKH XeMaTouuTH. EAHO KIMHWYHO IpoyYBaHe ¢ U3I0JI3BaHE Ha IMEPOpalIeH MHIIa30JIaM KaTo
CYP3A 1ipo6a, nposesieHo ¢ kappunzomud B g03a 27 mg/m* (2-10 10-MunyTHA HH(Y3HS) TTOKA3Ba,
4ye (papMaKOKMHETHKATa Ha MUJa30J1aM HE CE MOBJIHSIBA OT CTHOBPEMEHHO TPUIIOKECHUEC Ha
Kapum3oMu0, KOeTO TTOKa3Ba, Ue He ce 09aKkBa Kaphuia3oMuo 1a nHXuOupa MeTabonm3mMa Ha
cyoctpatu Ha CYP3A4/5 u ve e unaykrop Ha CYP3 A4 nipu xopa. He € mpoBex1aHo KIMHUYHO
TpoyuBaHe ¢ f03a 56 mg/m?. BhIpeku ToBa, He € U3BECTHO AaTd Kap(hua3oMub e MHIYKTOp Ha
CYP1A2, 2C8, 2C9, 2C19 u 2B6 B TepaneBTHYHU KOHIIEHTpauu. TpsiOBa ga ce BHUMaBa, KOraTo
kaphum3oMub ce KOMOMHHPA C IEKAPCTBEHU MTPOTYKTH, KOUTO ca CyOCTpaTH Ha TE€3W €H3WMH, KaTo
nepopaiHi KoHTpanenTueu. TpsiOBa 11a ce B3eMar epeKTHBHU MEPKH 3a Ipe/ila3BaHe OT OPEMEHHOCT
(Bk. TouKka 4.6, a CHIIO W aKTyaTHaTa KpaTKa XapaKTepUCTHUKa Ha MPOIYKTa JCHATUIOMHI), TPAOBa 1a
Ce M3MO0JI3Ba AITEPHATUBEH METO/ 3a e(heKTHBHA KOHTPAIIETIIIMS, aKo MAIlHeHTKaTa yIoTpeosBa
MEePOpPaTHU KOHTPALIEITHBH.

Kapdumsomu6b ve naxubupa CYP1A2, 2B6, 2C8, 2C9, 2C19 u 2D6 in vitro u cnenoBaTelHO He ce
OYaKBa Jia MOBJIUAC SKCIIO3UIIMSITA Ha JIEKAPCTBEHU MPOAYKTH, KOUTO ca CyOCTpaTH Ha TE3U CH3UMH, B
pe3yyiTaT Ha UHXUOUPAHETO.

Kapdmmomub e cydcTpar Ha P-rimkonporenn (P-gp), Ho He € cyocTpar Ha BCRP. Benpeku ToBa,
KaTo ce uMma npeasun e Kyprolis ce nmpuiara ”HTpaBEHO3HO U ce METabOJIM3Upa eKCTEH3UBHO, MaJIKO
BEPOSATHO € (papMaKOKHHETHYHUAT nMpoduit Ha kaphumi3oMubd na ce mosnusie ot P-gp umu BCRP
MHXUOUTOPU WIN UHAYKTOPH. [n vitro, npu KoHUeHTpauuu (3 M) Mo-HUCKH OT Te3H, KOUTO Ce
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OYaKBaT B TEPANEeBTUYHU 1031, KapHuin3oMubd HHXHOUpa epayKCHUS TPaHCTIOPT HAa AUTOKCHH,
cyoctpar Ha P-gp, ¢ 25%. Tps6Ba na ce BHMMaBa, Korato kapdui3omMud ce KoMOMHMpa cbhe CyOCcTpaTu
Ha P-gp (Hanmpumep AMTOKCHH, KOJIXHUIIMH).

In vitro, xappmmzomud naxudupa OATP1B1 npu [Cso = 2,01 uM, HO He € U3BECTHO Ianu
kaphuI3oMu0 MOXKe WM He MOXKe Jla maxuOupa npyrute Tpancroprepu OATP1B3, OAT1, OAT3,
OCT2 u BSEP na cucremuo auBo. Kapdunzomud ve naxubupa yoBemkuss UGT2B7, Ho naxubupa
yoBemmkuss UGT1A1 nipu ICso ot mopsimbka Ha 5,5 uM. Bbrpeku ToBa, KaTto ce uMa npeaBui 0bp30To
eITMMUHUpPaHe Ha Kaphua3oMuO, 0coOeHO OBP30TO HaMaJIsIBaHE HAa CUCTEMHATa KOHIICHTPAITHS

5 MUHYTH cliesi Kpas Ha HHQY3HATA, PUCKBT OT KIMHUYHO 3HAYMMHU B3aUMOJICHCTBHS ChC CYyOCTpaTH
Ha OATPI1BI1 n UGT1A1 BepoATHO € HUCBHK.

4.6 @epTHIUTET, OPEMEHHOCT H KbPMeHe

Kenu ¢ nereponen norennmar/Kodrpaneniys Ipu MbXe U )KEHU

[TarueHTKUTE ¢ AeTEPOACH NOTeHIMA, iekyBaHu ¢ Kyprolis, (1/uiu TexXHUTE TApTHROPH) TPSIOBa 1a
U3M0JI3BaT e()EKTUBHU MEPKH 32 KOHTPAICTIIHS [0 BpEME Ha U 3a SIUH MECeIl CJIe]] JICYCHUETO.

He mozxe na ce u3kiroun, 4ye epuKacHOCTTa Ha MIePOpaTHUTE KOHTPALICTITHBH MOXe Ja ObJic HaMaJeHa
10 BpeMe Ha JIeueHHeTo ¢ Kaphuin3omuo (Bx. Touka 4.5). OcBeH ToBa, MOpaay MOBHUILIEH PUCK OT
BEHO3HH TPOMOOEMOOINYHN CHOUTHS, CBBP3aHU ¢ Kappun3omuO, sxkeHuTe TpsiOBa aa n30ArBaT
ynoTpebaTa Ha XOPMOHAJIHU KOHTPALIEITUBU, KOUTO Ca CBBP3aHU C PUCK OT TpoMOO3a [0 BpeMe Ha
nedeHueTo ¢ kapdhunzomuo (Bx. ToUkH 4.4 1 4.8). AKo MaIMeHTKaTa B MOMEHTA M3I10J13Ba TIEPOPATHU
KOHTPALENTHBU HJIM XOPMOHAJIEH METO/I 32 KOHTPALETILUs, KOMTO € CBbP3aH ¢ PUCK OT TpoMO03a,
HanyeHTKara TpsiOBa 1a MPeMHUHE KbM aJITEPHATUBEH METOA 332 €(PEKTHBHA KOHTPALICTIIIHS.

IlanmmeHTHUTE OT MBKKH IOJT Tp)I6Ba Ja U3I10J13BaT e(l)eKTI/IBHI/I MCPKH 3a KOHTpal ey o BpEME Ha U
B IMIPOABJIZKCHUC Ha 3 Mecela CJIC JICUCHUCTO, aKO MapTHbOPKAaTa UM € 6p€M6HHa HJin € ¢ ACTCPOACH
IMOTCHIIMAJI 1 HC U3II0JI3Ba e(i)eKTI/IBHa KOHTpaucnmus.

bpemennoct

Hsma nannu ot ynotpebarta Ha KapUII3oMHO pH OpEMEHHU JKEHH.
[IpoyuBanusiTa IIpH )KUBOTHU ITOKa3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).

B®3 ocHOBa Ha MexaHM3Ma My Ha JeCTBUE U HAXOAKHUTE MPH KUBOTHH, Kyprolis Moxe 1a mpuIuHU
yBpexaaHe Ha (eTyca, KoraTo ce npwiara npu OpemeHsau xeHu. Kyprolis He Tpsi0Ba na ce n3nomns3sa
10 BpeMe Ha OPEeMEHHOCT, OCBEH aKO IOTEHIMAIHATA 110133 HAAXBbPJIsI IOTEHIIMATHUS PUCK 3a
¢eryca. Axo Kyprolis ce n3nomnssa no BpeMe Ha OpeMEHHOCT, HJIM aKO MMallUeHTKaTa 3a0peMenee,
JOKaTO IMpUeMa TO3H JIEKAPCTBEH MPOAYKT, TS TpsiOBa 1a Oble yBEAOMEHA 3a MOTEHIMAIHUS PUCK 3a

tderyca.

Jlenanunomuz € CTpYKTYPHO CXOJICH C TAUAOMU. TaluIOMuU € U3BECTHO TEPATOTEHHO aKTUBHO
BEIIIECTBO IPH XOpa, KOETO MPUYNHIBA TEKKH KUBOTO3aCTpAIIABAIIH BPOJIeHH eheKTH. AKO
JEHATHIOMUJ c€ TIpHEMa 110 BpeMe Ha OpEMEHHOCT, MOKE J1a C€ OYaKBa TepaToreHeH eeKT Ha
JICHATUIOMUJI TIpH Xopa. YciioBusaTa Ha [Iporpamara 3a npesna3BaHe OT OPEMEHHOCT 32 JICHAIMIOMHU]T
TpsiOBa 1a ObJAT U3MBIIHEHH 32 BCUYKH MAIMEHTH, OCBEH aKO HAMa CUTYPHH JJOKa3aTeJICTBa, Ue
MaIieHTKaTa He € C IeTepo/IcH MoTeHIInal. Mo, 00bpHETE ce KbM aKTyaJlHaTa KpaTKa
XapaKTEPUCTUKA Ha JICHATHIOMU.

Kbpmene

He e uzBecTHO ganu Kapq)I/IJ'IBOMI/I6 WA HETOBUTE METAOOIUTH C€E CKCKpETUpAT B KbpMara. Bs3
OCHOBA Ha (l)apMaKOJ'IOFI/ILIHI/ITC My CBOﬁCTBa, HE MOKC Aa CC U3KIIFOYH PUCK 3a ACTCTO HAa CCTCCTBCHO
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xpanene. CreoBaTeNHO, KaTo MpeAna3Ha MspKa KbPMEHETO € IPOTUBOIIOKA3aHO 10 BpeMe Ha U 3a
Haii-manko 2 nHu ciex nedenue ¢ Kyprolis.

PepTunurer

He ca mpoBexxmanu npoydBaHusl BbPXY (pepTHINTETA P )KUBOTHH (BXK. TOUKA 5.3).

4.7 EdexTu BbpXy crioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

Kyprolis moBsusiBa B Majika CTEIEH CIIOCOOHOCTTA 3a modupaHe u padboTa ¢ MaITUHH.

B ximHWYHMTE IpoyYBaHMs ca HaOII0aBaHU yMOPa, 3aMasHOCT, PUMAIIIBaHe, 3aMbBIIICHO 3pEHUE,
COMHOJICHTHOCT W/WJTU CTaJlaHe Ha KpBBHOTO Hajsarane. [larmmentute, mekyBanu ¢ Kyprolis TpsOBa ma
OBJaT ChBETBAHM Jla HE MO(UpaT Wik paboTAT ¢ MAIIUHY, B CIIy4all Y€ MOJydaT HIKOU OT TE3U
CUMIITOMH.

4.8 HexenaHu JekapcTBeHH peaKnNu

O06006111eHIE Ha podrIa Ha OE30IIaCHOCT

Cepro3HHTE HEXETIAaH! PeaKiH, KOUTO MOXKe Ja ce MOSABAT 10 BpeMe Ha JeueHunero ¢ Kyprolis,
BKJIIOUBAT: ChpJeYHa HEAOCTAThYHOCT, MHOKapAEH MH(APKT, ChpIEUEH apecT, MUOKApAHA HCXEMUS,
WHTEPCTHUIMATHA OeJI0ApOoOHa 00JIeCT, THEBMOHHT, OCThD PECIHPATOPEH TUCTPEC CHHIPOM, OCTpa
pecnupaTopHa HeIOCTaThYHOCT, OeJI0IPOOHA XUTIEPTOHHS, IUCITHES, XUIIEPTOHHUS, BKIIIOUUTEITHO
XHUIIEPTOHUYHHU KPU3H, OCTPO OBOPEUHO yBpeKAaHe, CHHIPOM Ha TyMODPEH pa3mall, peakuus, CBbp3aHa
¢ uH(y3HATa, CTOMAIIHO-YPEBEH KPbBOU3IIUB, BETPEUEPENICH KPbBOU3NINB, 0€101p0OEH KPBBOU3IIMB,
TPOMOOIUTOIIEHHS, YePHOAPOOHA HEZIOCTAThYHOCT, peaKTUBUpaHe Ha BUpyca Ha xenatut B, PRES,
TpomOounTHa Mukpoanruonatus u TTI/XYC. B knunuunure nznutsanus ¢ Kyprolis, cbpreuna
TOKCHYHOCT U TUCIIHES! OOMKHOBEHO HACTHBAT B HAYAJIOTO Ha Kypca Ha jiedeHue ¢ Kyprolis (Bx.
Touka 4.4). Haii-uecture HexxenaHu peakiuu (HacThIBamy npu > 20% oT yyaCTHHMILIMTE) ca: aHEeMHUS,
yMOpa, TPOMOOLIUTOIICHHS, TaACHE, IUAPHS, TUPEKCHS, TUCITHES, MHPEKIHU Ha TUXaTeTHUTE IbTHLIA,
KallUTALa ¥ HEYTPOIICHUSI.

Crien HayasHa 103a Kappuazomud 20 mg/m?, 103aTa e noBHIIeHa 10 27 mg/m” B poy4BaHe
PX-171-009 u 1o 56 mg/m* B mpoyusane 2011-003 (x. Touxa 5.1). KpscTocaHo npoyusane 3a
CpaBHEHHE Ha HEXKEJaHUTE peaKIiy, HacThIIWIH B paMoTo Ha Kyprolis n nekcamerason (Kd) na
npoyusane 2011-003, cipsmo pamoto Ha Kyprolis, nenanunomun u nekcamerazon (KRd) na
npoyuBane PX-171-009 npeamnonara, 4e Moke Ja Ma TOTEHIMATHA BPh3Ka C J103aTa 3a CICIHUTE
HEe)KeTIaH! peakiun: chpaevHa HenoctarbaHoCT (Kd 8,2%, KRd 6,4%), mucires (Kd 30,9%,
KRd 22,7%), xuntepronnst (Kd 25,9%, KRd 15,8%), u 6enonpobna xumepronws (Kd 1,3%,

KRd 0,8%).

TabanyeH cCnUChK Ha HEKEITAHUTE PEaKIIMK

Hexenanute peakuu ca npeAcTaBeHH M0-A0J1Yy 110 CUCTEMO-OPTaHeH KJlac U KaTeropus Mo 4ectoTa

(Bx. Tabnuua 5). Kareropunre mo yectoTa ce onpenesisiT OT JeHCTBUTEIHATA YECTOTa, ChOOIICHA 32

BCSIKa HE)XeJlaHa peakiys B Habop JaHHU OT COOpHU KIMHUYHM M3NUTBaHUS (n = 2 944). BBB Beeku

CHCTEMO-OPraHeH KJIac ¥ KaTeropHs 10 YeCTOTa, HeXENaHUTE PeaKkIK ca MPECTaBeHN B HU3XOASII
pell o OTHOIIEHHE Ha TSIXHATa CEPUO3HOCT.
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Taéanna 5. Tadnu4yeH cINCBK Ha HesKeJaHUTE PeaKInu

CucremMoopraHeH MHoro yecTn YecTn Heuectn Peaxu
kJjaac no MedDRA =1/10) (=1/100 1o <1/10) | (=1/1 000 1o (=1/10 000
<1/100) a0 <1/1 000)
Wndexkunn n [THeBMOHUS Cencuc Konut, npuunnen
uH}ecTanun Wudexnus Ha benonpobna ot Clostridium
IIMXATEIHUTE H(pEKIHs difficile
II'BTHUIIA I'pun HuromeranBu-
Xepmec 30cTep™ pycHa HHPEKIIHS
Wndexuus Ha PeakTuBupane Ha
MMMKOYHUTE ITHTUINA | BUpYyca HA
Bbponxur xemnarut B
T'actpoenTepur
Bupycha undexius
Hazodapunarut
Punut
Hapymenns Ha CBpPBXUyBCTBH-
MMYHHATa CUCTEMa TETHOCT KbM
JIEKapCTBOTO
Hapywenus Ha Tpomboruronenus | Pebpunna XyC TTII
KpbBTa U JiuM(pHAaTA Heyrponenus HEYTPOICHUS TpomOboTuuHa
cucrema AHnemus MHUKPOAHTHO-
JInmbonenns TaTus
JIeBkoneHus
Hapymienus Ha XunokanueMus Hexunpatanus Cunnpom Ha
MeTabomn3Ma u XurepriukeMust XunepKanueMus TYMOPEH pa3naj
XpPaHEHETO Hamanen anerur XunomarHe3uemus
XHUIoHATpUEMUS
XunepkanuueMus
XUMOKAJIIIUEMUS
Xunodocharemus
XunepypukemMus
XumoanOyMuHEMUS
Tlcuxuunu bescbHue TpeBoxHOCT
HapyLICHUS CncTOsIHUE Ha
00BPKAHOCT
Hapymrenus na 3amasHOCT [TapecTesns Brrpeuepernen PRES
HEpBHATA CUCTEMA [epugepna Xumnoecre3us KPBBOMU3IIUB
HEBpOMAaTHs Mo3BUHOCHIOB
['maBoOomne VHITUICHT
Hapymienust Ha ounte Karapakra

3aMBIIICHO 3peHHe

Hapymenus Ha yxoTo
1 JTa0MpUHTA

Tunuryc

Coepacunu
HapylIeHUs

Copaeuna
HEJOCTATHIHOCT
WudapxT Ha
MHOKapa
IIpencepano
MBXKJICHE
Taxukapaus
Hamanena dpaknus
Ha U3TJIACKBAaHE
Cwpuebuene

CopaedeH apecT
Kapaunomuonarus
Muoxkapana
HACXEMUs
Ilepuxapaur
ITepukapaen
U3JIMB
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CucremMoopranen MHoro yecTn Yectn HeuecTn Peaxn
kiaac mo MedDRA (=1/10) (=1/100 no <1/10) | (=1/1 000 xo (=1/10 000
<1/100) a0 <1/1 000)
Cb10BU HapYIICHIS XUNnepToHUs Jpn0oKa BeHO3HA XunepToHUYHA XunepToHus,
TpomOo3a KpHu3a M3HCKBaIla
XUMOTOHUS KpbBousnus CIIEIIHO
3auepBsBaHe HA JIeYCHUE
JULETO
PecnupaTtophu, HucnHes Benonmpoben OPJC
TPBIHA U Kammuma eMOOTN3BEM Octpa
MeANAaCTUHAIHU Bbenonpoben oTok pecnupaTopHa
YCIIOKHEHUS Enucrakcuc HEAOCTaThYHOCT
Opodapunreansa Benonpoben
6oiKa KPBHBOU3IUB
Huchonns HHurepcTunuanza
Xpwurmose OemompoOHa
benmoapobna OomecT
XHUIEPTOHUS [THeBMOHHUT
CromanrHo-4peBHU [ToBprIiane CromamHo-ypeBeH | CTOMaIIHO-upeBHA
HapyIICHUS Huapus KPBHBOU3IIUB niepdopanus
3anek Hucnencus
Kopemna 6oinka 35600601
T'anene
XermaroomnapHu [ToBumena amanna | YepHOapoOHa
HapyIIeHUs aMHHOTpaHc(epasza | HEAOCTATHYHOCT
IToBumena acnaprat | Xonecrasa
amMuHOTpaHchepasza
IToBumena
rama-riryTaMHJIT-
paHcdepaza
Xurepommmpy-
OmHEeMUS
Hapymenus Ha O6pus AHrmnoenem
KOoXKara u Cupbex
MOJIKO’KHATA ThKaH Epurema
Xunepxuuposa

Hapymenus Ha
MYCKYJIHO-CKeJIeTHaTa
CUCTEMA U ChEIUHU-
TeIHaTa ThbKaH

Bonka B repba
ApTtpanrus
boinka B
KpallHULIATE

MyckynHu cria3Mu

MycKyTHO-CKeJleTHa
Ooska
MyckynHO-CKeneTHa
rpbIHa OOJNKa

bonxka B kocTuTe
Muanrus

MyckynHa c1abocT

Hapymenus Ha
OBOperuTe U
MTUKOYHHUTE IMHTHUINA

IloBumen
KpEeaTUHUH B
KpbBTa

Octpo 6B0peuHo
yBpeXJaHe
bv6peuna
HEI0CTATHYHOCT
bropeuno
yBpeXIaHe
Hamanen
KpEaTHHUHOB
OBOpEeUCH KIMPBHHC

16




CucremMoopranen MHoro yecTn Yectn HeuecTn Peaxn
kjaac mo MedDRA (=1/10) (=1/100 no <1/10) | (=1/1 000 no (=1/10 000
<1/100) a0 <1/1 000)
O6mwm Hapymenust u | [upexcust bonka B repaute Cunapom Ha
e(eKTH Ha MACTOTO [epudepen orok bonka MYJITHOPTraHHa
Ha IPUIIOKEHUE Actenus Peakuu na TUCHYHKIHS
Ymopa MSICTOTO Ha
Brpucane nH(py3Us
['punonono6nO
3a0omsBaHe
Hepasnosoxenue
H3cnenBanus IToBuien
C-pEaKTUBEH
MIPOTEHH
[ToBumeHa nuko4Ha
KHCEJIMHA B KPBBTA
HapansiBanus, Peakuus, cBbp3aHa ¢
OTPaBSIHUS U uHpy3usTa
YCIIOXHEHUS,

BB3HUKHAJIH B
pe3ynTaT Ha
WHTEPBEHITUU

* YecToTaTa € M34KCIIEHA Bh3 OCHOBA Ha JAaHHU OT KIIMHWUYHU IPOY4YBaAHUA, IPU KOUTO NOBCUCTO MALUCHTH Ca
H3I10JI3BAJIN HpO(I)I/IJ'IaKTI/IKa.

Onrcanre Ha N30paHU HeXKEITAHN PEAKIINH

Cvpoeyna HedoCmamvuHOCH, UHGAPKM HA MUOKAPOA U MUOKAPOHA UCXeMUsL

B knmuanuHMTe n3nuTBanus ¢ Kyprolis, chpaeyHa HelOCTaThYHOCT € ChOOIIEHa TIPH 0KOJIo 7% OT
yuacTHUIHTE (5% OT yUYaCTHUIIMTE ca UMaId CHbOUTHS CTEMeH > 3), HHPapKT Ha MHOKap/a € ChoOIIeH
mipu okoJ10 2% oT ydactHUIUTe (1,5% OT yJacTHUITUTE ca IMaT CHOUTHSA CTETIeH > 3) M MHOKapIHa
ucxeMus e cro0rieHa nmpu okoio 1% ot ygactaummre (< 1% 0T yuacTHHLIMTE ca UMK ChOUTHUS
crerieH > 3). Te3u cpOUTHSI 0OOMKHOBEHO HACTBIIBAT B HAYAJIOTO Ha Kypca Ha jedeHue ¢ Kyprolis

(< 5 mukba). 3a KITMHUYHOTO JICYSHNE Ha ChP/ICYHUTE HAPYIICHHS IO BpeMe Ha JICUCHUETO C
Kyprolis Bmwkre Touka 4.4.

Jlucnues

HucmHes ce cpobmasa npu npubauzutenHo 30% oT y4acTHUIIUTE B KIIMHUIHUTE U3MTUTBAHUS C

Kyprolis. [To-ronsMaTa 9acT OT HeKeTaHUTE PeakLUK Ha TUCIIHES ca Hecepruo3HHu (< 5% ot

YYaCTHHUIMTE Ca UMAJIH CbOUTHS CTEICH > 3), OTUIYMSIBAT, PAAKO BOIAT 10 IpPEKpaTsIBaHe Ha
JICUEHUETO U ca UMaJIM PaHHO HAvaJio B X0Jla Ha U3NMUTBaHeTo (< 3 nuKbia). 3a KIMHUYHOTO JICUEHHE
Ha CIydauTe Ha JUCIIHes 1o BpeMe Ha jedeHueTo ¢ Kyprolis BikTe Touka 4.4.

XunemeHuﬂ, BKJIIOYUMENIHO XUNEPMOHUYHU KPpU3U

HabnronaBanu ca XUMEPTOHUYHU KPHU3H (XUTICPTOHMS, HAJAralla CIEIHO WK HEOTII0XKHO JICUCHHE)
cien npmwioxenune Ha Kyprolis. Haxon oT Te3u chOUTHA ca OWIIN ¢ JIeTajeH U3X0/1. B KITHHUIHUTE
W3MUTBAHUS, HEXKEJIaHU ChOUTHS Ha XUIICPTOHUS Ca HACTHITWIU NPpHU npuoau3nutesiHo 20% ot

Y4aCTHULIUTE U 7,5% OT Y4aCTHUIIUTE Ca UMAJIN CHOUTHS HA XUICPTOHUS CTCIICH > 3, HO

XUTNEPTOHUYHH KPU3HU ca HacThiin mpu < 0,5% ot yuacTHunmte. YectoTaTa Ha HEXXETaHUTE
CHOWTHSI Ha XUTICPTOHUS € CXOHA IPU TE3W C WIIH 03 MPEAIIecTBaIa MEANIIMHCKA aHaMHe3a 3a
XUMEPTOHUS. 3a KIMHUYHOTO JICUCHUE HAa XUIIEPTOHUATA 1O BpeMe Ha jeueHueTo ¢ Kyprolis BrkTe

Touka 4.4.
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Tpomboyumonenus

Cwo011aBa ce TpOMOOIMTOIICHUS TTPH MPHOIH3UTETHO 34% OT YYaCTHUIIUTE B KIMHUYHUTE
m3nutBanus ¢ Kyprolis n okono 20% oT yuacTHHIUTE ca uManu chouTHs ctenel > 3. Kyprolis
MPUYUHIBA TPOMOOIIUTOIIEHHUS TIOCPEICTBOM HHXHOUpaHe Ha 00pa3yBaHETO Ha TPOMOOIIUTH OT
MeTaKapuONUTUTE, KOETO BOJIH JI0 KJTacHYecKa IUKINYHA TPOMOOIIUTOTICHHS C Hail-HUCKH CTOHHOCTH
Ha TPOMOOIIMTUTHTE, HACTHIIBAIIM Ha JeH 8 WK 15 OT Bceku 28-THEBEH ITUKBI, 1 OOMKHOBEHO Ca
CBBP3aHHU C BH3CTAHOBSBAHE JIO U3XOJAHOTO HUBO JIO HAYAJIOTO HA CIICABAINUS IIUKBII. 33 KIMHUYHOTO
JIeYCHHE Ha TPOMOOITUTOIICHUATA IO BpeMe Ha jieueHneTo ¢ Kyprolis Bikre Touka 4.4.

Bernosuu mpomboemboruunu cobumus

Cpo01IeHH ca ciydan Ha BEHO3HH TPOMOOEMOOTNIHH CHOUTHS, BKITIOUHUTEITHO IBJI0O0OKA BEHO3HA
TpomOo3a u OenoapobHa eMOOHS C JIeTaleH U3XO0. IIPH MalMeHTH, KouTo noiay4asaT Kyprolis (Bx.
Touka 4.4). O0mara yecToTa Ha BEHO3HH TPOMOOEMOOIMYHU CHOUTHS € TI0-BUCOKA B paMeHaTa Ha
Kyprolis B nBe npoyuBanus ¢aza 3. B mpoyusane PX-171-009, gyecroTaTa Ha BEHO3HH
TpoMOoeMOoIMuHu chouTH € 15,6% B pamoTo Ha KRd u 9,0% B pamoTo Ha Rd. Beno3uu
TpoMOOEeMOONNYHN CHOUTHS CTeNeH > 3 ca choOIeHu npu 5,6% ot nauueHTute B pamoto Ha KRd u
3,9% ot manmentute B pamoto Ha Rd. B mpoyusane 2011-003, yecroraTta Ha BEeHO3HU
TpomboeMOomnuHu crouTus e 12,5% B pamoto rHa Kd u 3,3% B pamoto Ha 6opTe30MHO TLTIOC
nexcametas3oH (Vd). Beno3au TpoMboeMO0mMuHN chOUTHS cTerneH > 3 ca chobmwenn npu 3,5% ot
narrenTute B pamoto Ha Kd u 1,8% oT manuenture B pamoro Ha Vd.

Yeprnodpobna nedocmamvyHocm

CpoO11ieHn ca cirydal Ha YepHOAPOOHA HETOCTATHYHOCT, BKIFOUUTEIHO C JIeTalleH u3xox mpu < 1% ot
YUYACTHUIIMTE B KIMHHYHHATE HM3MUTBaHus ¢ Kyprolis. 3a KIMHUYHOTO JieueHHe Ha YepHOApoOHAaTa
TOKCHUYHOCT 10 BpeMe Ha jiedeHnero ¢ Kyprolis BikTe Touka 4.4.

Ilepugpepna negponamus

B paHa0oMH3HpaHO, OTKPUTO MHOTOLIEHTPOBO NMPOYYBaHE MPH MaleHTH, oxy4aBaiiu Kyprolis

20/56 mg/m?, mpunosxeH upe3 nHQY3Hs 32 30 MUHYTH B KOMOHHAIHs ¢ Aekcamerasos (Kd, n = 464)
crpsiMo 6opTe3oMud Tutoc aekcameraszoH (Vd, n = 465), ciayvau Ha nepudepHa HeBpONaTHs CTEIIEH 2
U TI0-BHCOKA ca ChOOLIEeH! IpH 7% OT MAlMEeHTHTE C PELUANBUPAT MHOKECTBEH MUEIIOM B paMOTO Ha
Kd, B cpaBaenue ¢ 35% B pamoTro Ha Vd mo Bpeme Ha IpeBapUTEIHO IIaHupaHus anaimmn3 Ha OS.

Jpyry crieraaHy OomyJIaluu

Tayuenmu 6 cmapuecka 6v3pacm (> 75 coounu)

Karo 15110, 4ecToTara Npu YUaCTHUIUTE HA HIKOW HEXKENAHU ChOUTHS (BKJIFOYUTEIHO ChPACYHH
ApUTMHH, ChPJICYHA HEAOCTATHYHOCT (BXK. ToUKa 4.4), TUCTIHES, IEBKOIICHUS U TPOMOOITUTOIICHHS) B
KIMHUYHUTE poyuBanus ¢ Kyprolis e mo-Brcoka npu MarMeHTHTE Ha BB3pacT > 75 TOAWHY, B
CPaBHEHUE C MAIUSHTUTE HA BB3PacT < 75 FOJUHH.

Cpo0I1aBaHe Ha MOA03UPAHU HEKETAHU PEAKIINU

Cro0ImaBaHeTo Ha IOJO3MPAHU HEeXKEIIaH! PEeakIlny CIie/l pa3peniaBane 3a yrnorpeda Ha JIeKapCTBEHUS
MPOIYKT € BaKHO. ToBa MO3BOJIABA 11a IPOIBIDKH HAOJIOIEHHETO Ha CHOTHOIIICHUETO TOJI3a/PHCK 32
JIEKapCTBEHUS MPOIyKT. OT MEIUIIMHCKUTE CIICIIMATIUCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MoJT03UpaHa HeXKelaHa peakiys Ype3 HAIlMOHAIHA CUCTeMa 32 ChOOIaBaHe, MOCOYCHA B

Ilpunoxenue V.
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4.9 Ilpeno3upane

3acera HAMa AOCTaTHYHO MH(OPMAIIKS, 32 /1a CE HAIIPABST 3aKJII0OUEHHUS] OTHOCHO 0€30MacHOCTTa Ha
JI03H, TI0-BUCOKH OT TE3H, OLECHIBAHU B KIMHAYHHUTE M3NUTBaHMA. Cliea MOrPeIIHo MPUIoKeHa 1032
ot 200 mg Kyprolis e cho011eH0 3a ocTpa 1mosiBa Ha BTpUCAaHEe, XUTIOTOHUS, OhOpeuHa
HEJ0CTATHYHOCT, TPOMOOIIUTOTICHHS M TUM(OTICHUSI.

Hsma n3Becten cnennguyueH aHTHAOT IPH MIpeJo3upane Ha kapduisomud. B coyqait Ha
npeao3upaHe, MAMEHTHT TPSIOBa Jla ce HaOJII0/JaBa, TO-CIIEIHATHO 32 HEXENaH! PEakIuid KbM
Kyprolis, n36poenu B Touka 4.8.

5. DAPMAKOJIOTUYHU CBOUCTBA

5.1 ®apmakoaMHAMUYHHU CBOMCTBA

®dapmakoTepaneBTUYHa Tpyna: AHTHHEOIIACTHYHU CPEICTBA, IPYTH AaHTUHEOIUTACTUYHHU CPENICTBA,
ATC xom: LO1XX45

MexaHu3bsM Ha IEUCTBUE

KapdunzoMub e TeTpanenTuaeH enoKCUKETOH MPOTEa30MEH HHXUOUTOP, KOUTO ce CBbp3Ba
CENIEKTHBHO M HeoOpaTuMo ¢ N-TepMHHAIHUTE, ChAbPKAIlU TPCOHWH aKTHBHU MeCTa Ha

20S mpoTteazomara, MPOTEOIUTUYHATA SIAPEHA YacT B 26S mpoTeazomaTa v MpUTESKaBa MaJIKa WIIH
HUKAKBa aKTUBHOCT CIIPSMO JPYTH KiacoBe npotea3u. Kaphumn3omubd uMa aHTUIpoaudepaTuBH U
MPOAIONTO3HH CBOWCTBA B TIPEAKIUHHYHHA MOJICTH HA XeMATOJIOTHYHH TYMOpPH. [1pH )XKUBOTHH,
Kkappua3oMud HHXUOWpPA IPOTEa30MHATa aKTHBHOCT B KPBBTA U THKAHUTE W 3a0aBsi TYMOPHHS PACTEK
B MOJIEJIM HA MHOYKECTBEH MUEIIOM. /1 Vifro € yCTaHOBEHO, 4e Kappun3omMud npuTekaBa MUHUMAaTHA
HEBPOTOKCHYHOCT U MHHUMAJTHA PEAKIUs KbM HEIIPOTEa30MHHU MPOTEa3u.

dapmakoJUHAMUYHNA ed)CKTI/I

VHTpaBeHO3HOTO MPUIIOXKEHHE Ha Kap(QUiI30MUO BOAU 10 CyNpecus Ha IpOTea30MHaTa
xumoTpuricuH-nogo6Ha (CT-L) akTUBHOCT npu U3MepBaHe B KpbBTa 1 4yac cieq mbpBaTa 03a.
Jlo3uTe OT mopsxbKa Ha > 15 mg/m* mocTosHHO HHAYIHpAT (> 80%) naxubupane Ha CT-L akTMBHOCT
Ha ipoTeazomMarta. OCBEH TOBa, MPIIIOKEHUETO HA Kap(hUI30MUO BOIU 10 MHXHUOMpaHEe Ha
cyOeTMHHIIUTE JTaTeHTeH MeMOpaneH npoterH 2 (latent membrane protein 2, LMP2) n
MYJITHKATATUTHYCH CHIONENTHAa3a mogooeH komiuieke 1 (multicatalytic endopeptidase

complex-like 1, MECL1) Ha umyHOIIpoTea3omMarta B rpaHULIUTE ChOTBETHO OT 26% 110 32% u o1 41%
110 49%, ipu 20 mg/m?. TIpoTea3oMHOTO HHXHOMPAHE ce TIOIIbPKA B IPOABIKEHNE Ha > 48 uaca
clles rbpBaTa 1032 Kap(hui3omMuo 3a Beska ceqMuIa Ha npuiiokeHrne. KoMOMHUPaHOTO MPUIIOKEHHE C
JICHATUIOMH M JEKCaMEeTa30H He MOBJINABA NPOTEa30MHOTO HHXUONPAHE.

IIpu mo-BHUCcOKaTa 03a 56 mg/m” ce HabIIO1aBa HE caMo MO-TonaAMo uHXxuOupane Ha CT-L
cy6enuanmuTe (> 90%), B CpaBHEHHE C TOBa TIPH 103a oT 15 10 20 mg/m?, HO ChINO TAKA U TO-TOIAMO
wHXUOMpaHe Ha Apyru npoTteazoMuu cyoenuuaunm (LMP7, MECL1, and LMP2). Habmonagsa ce
npubnmuzutento 8%, 23% u 34% nosuriiaBane Ha naxubupanero Ha LMP7, MECL1, u LMP2
cybeIMHUIINTE, COTBETHO MpPH 032 56 mg/m?, B cpaBHEHHE ¢ TOBA IIpH 1032 0T 15 10 20 mg/m?.
[Tomo6HO mpoTeazoMHO HHXKUOMpaHe OT Kapdun3omuo e mocTurHaTo ¢ nHpy3uu Ha 2 1o30Bu HUBA (20
1 36 mg/m?), B mpoabDkenHne Ha oT 2 10 10 MuHyTH 1 30 MUHYTH, I KOHTO € IPOBEICHO
U3MUTBAHETO.
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Knnununa edukacHocT U 6€300aCHOCT

Kyprolis 6 kombunayus ¢ renanudomuo u 0excamemasoH 3a iedenue Ha NayueHmu ¢ peyuousupal
MHOMcecmeen muenom — npoyusane PX-171-009 (ASPIRE)

be3omacuoctTa n edukacHocTTa Ha Kyprolis ca orieHeHN B paHIOMHU3HUPAHO, OTKPHTO,
MHOTOLIEHTPOBO MPOYyYBaHe MpH 792 MaIMEeHTH C peIINBHUpal MHOXECTBEH MUEJIOM, KOETO OIIeHSBa
komOuHarusTa oT Kyprolis ¢ neHamuaoMua u 1ekcaMeTa30H B CPaBHEHHUE C JICHATUAOMUJ U
JIeKCaMeTa30H CaMOCTOSITETHO, paHoMu3upanu 1:1.

ToBa mpoyuBane oneHsiBa Kyprolis mpu HadanHa no3a 20 mg/mz, KOATO € yBeJaudeHa 1o 27 mg/rn2 Ha
UKBI 1, NeH §, puiokeHa J1Ba TbTH CEAMUYHO 32 3 oT 4 ceqmunu kato 10-MuHyTHA HHDY3HSL.
Jlewenmero ¢ Kyprolis e mpuarano 3a He oBede oT 18 MuUKBIIa, OCBEH aKo HE € TIPEKPATCHO
MIPEXKACBPEMEHHO TIOPAIU IPOTPecHs Ha 3a00JISIBAHETO HITH HEITPUEMITUBA TOKCUYHOCT.
[IpunoxxeHneTo Ha TEHATUAOMU U IEKCAMETa30H MOXKE Jla MIPOIBIIKH JI0 TPOTpECcHs Ha
3200JIIBAaHETO WM HEMIPUEMIINBA TOKCHYHOCT.

[NanmenTHTE, KOUTO Ca UMM CICAHUTE CHCTOSHUS, ca OMIIM U3KIIOYEHHU OT MPOYYBAHETO: CTOHHOCTH
Ha KpeaTHHUHOBHS KIUpBhHC < 50 ml/min, 3acToliiHa chpaedHa HempocTaTbuHoCT cretieH 111 go IV mo
NYHA, niu undapkt Ha MHOKapa Ipe3 MociaeaHnuTe 4 Mecela, mporpecus Ha 3a00JIsIBAHETO 110
BpeMe Ha JICYeHHE ChC CXeMa, ChIbpiKalla 60pTe30MU0, WK MPOrpecHs Ipe3 TbPBHUTE 3 Mecera OT
HAYaJIOTO HA JICYEHHETO C JICHATMIOMU U IEKCAaMETa30H, HIIN IIPOTrPecHs 10 BCSIKO BpEME B X0Aa Ha
JICYCHHUETO C JICHATUIOMUJ M JeKCAMETa30H, aKO TOBA € Hali-HOBATa JINHUA Ha JICUCHHE HA yYaCTHHKA.
Kpurtepunte 3a BKIIIOUBaHe B MPOYYBAHETO JOIYCKAT Aa Obe BKIIOUYEHA MAJIKA IOArpyIa MAUeHTH C
MUENOM, pedpakTepeH Ha 6oprezomud (n = 118) wim nenamumomun (n = 57). Bkimouennre
YYaCTHUIIM Ca ONPEAEICHHU KaTo pepakTepHH Ha TEPAIMSITA, aKO Ca U3IbJIHEHU HAKOH OT CIICAHUTE

3 KpUTepHs: HEOTTOBAPSIIY (< MHHUMAJICH OTTOBOP) KbM HAKOSI OT CXEMHUTE; IPOTPECHs 110 BpeMe Ha
HSIKOS OT CXEMHTE, WM Iporpecus B paMkuTe Ha 60 JHM OT MpHUKIIOYBaHE Ha cxemara. ToBa
NpOyYBaHE HE OLEHIBA CHOTHOIIECHUETO MOI3a/PUCK MPH MO-IIKMPOKaTa Homyauus ¢ pedpaxrepHo
3a00JIsBaHe.

CraTtychT Ha 3a00JISIBAHETO U IPYTH U3XOIHU XapaKTEPUCTHKH ca A00pe OaJaHCUpaHu MEXy JIBETE
paMeHa Ha JIe4eHre, BKITFOUUTENHO BB3pacT (64 romgmaun, rparnnn 31-91 roxuan), non (56% mbxe),
¢ynkunonanes craryc no ECOG (48% ¢ ¢dyHkuuoHaneH craryc 1), TfeHeTHYHU MyTalluH ¢ BUCOK
PHCK, CBCTOSIIU CE€ OT TeHeTHYHH noaTunose t(4;14), t(14;16), unu nenenus Ha 17p npu > 60% ot
rura3MennTe KieTku (13%), TeHeTHYHN MyTalluy C HEN3BECTEH PUCK, KOWTO BKITFOYBAT YYACTHHII C
HeChOpaHU WM HeaHATU3UpaHu pe3ynratu (47%) u usxoxaen ISS cragwmii 111 Ha 3a6onasanero (20%).
YyacTHUIUTE ca TOXYYIU OT 1 70 3 MpeaXoaHH JIMHHUU Ha JieueHue (Meauana 2), BKIFOYUTEITHO
Mpe/IIecTBaIo Jedenne ¢ 6oprezomud (66%), Tanmunomun (44%) u nenamumgomun (20%).

Pesyararute ot npoyusane PX-171-009 ca 0606mienu B Tabnuna 6 u ¢urypa 1 u durypa 2.
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Tabanna 6. O6001meHHe HA aHAIN32 HA e(PMKACHOCTTA MPH PeUANBHPAJ MHOKECTBEH MUEJIOM
npoyusane PX-171-009

KRd koMOMHUpaHa Tepanus
KRd pamo? Rd pamo?
(N =396) (N =396)
PFS menmnana mecerm (95% CI) 26,3 (23,3, 30,5) 17,6 (15,0, 20,6)
HR (95% CI); enHOCTpaHHA P-CTOHHOCT® 0,69 (0,57, 0,83); <0,0001
OS mennana mecenu (95% CI) 48,3 (42,4, 52,8) | 40,4 (33,6, 44,4)
HR (95% CI); enHocTpanHa p-CT017IHOCT6 0,79 (0,67, 0,95); 0,0045
ORR, n (%) 345 (87,1) 264 (66,7)
sCR 56 (14,1) 17 (4,3)
CR 70 (17,7) 20 (5,1)
VGPR 151 (38,1) 123 (31,1)
PR 68 (17,2) 104 (26,3)
95% CI 3a ORR 83,4,90,3 61,8,71,3
€HOCTPaHHA P-CTOMHOCT <0,0001

KRd = Kyprolis, nenanunomun u nekcamerason; Rd = nenanunomun u nekcamerason; PFS = npexussiemoct
6e3 mporpecust; HR = koedunment Ha puck; Cl = goBepureneH uaTepBai, OS = 001Ia MPeKUBIESMOCT;

ORR = crenen Ha 0010 nosiusiBane; sSCR = Heocriopum meieH orrosop; CR = menen orrosop; VGPR = mMHoro
Io0Bp yacTudeH oTroBop; PR = wactiuen otrosop; IMWG = MexayHaponHa paboTHA TPpyIIa 10 MHEJIOM;
EBMT = EBporneiicko ApyKecTBO 10 KOCTHO-MO3bUHA TPAHCIUIAHTALUS

& KakTo e onpezeneHo oT HezaBrcnma KOMUCHS 3a MPETyie]l Ha pe3yITaTUTE C M3IM0JI3BaHe Ha CTaHAAPTHUTE
KpuTepun 3a o6ekTrBeH oTroBop Ha IMWG/EBMT.

5 CrarucTH4ecKn 3HAUMMO.

[ammenTure B pamoto Ha Kyprolis, nenanmumomun u aekcamera3od (KRd) mokassat mogoOpeHa
npexuBsieMoct 6e3 mporpecus (progression-free survival, PFS), B cpaBHeHue ¢ Te3u B paMoTo Ha
neHammmomu u nekcamera3on (Rd) (HR = 0,69, ¢ eqroctpanna p-croiaocT < 0,0001), kKoeTo
npenctasiaBa 45% nonobdpenne Ha PFS unu 31% HaManeHue Ha pucKa OT CbOUTHE, KaKTo €
ompeneneHo oT HezaBucuma xomucust 3a npersnen Ha pesynrarute (Independent Review Committee,
IRC) ¢ nomorira Ha CTaHAAPTHATE KPUTEPHH 32 OOEKTHBEH OTrOBOp Ha MexayHapoaHaTa paboTHa
rpyna o mueioM (International Myeloma Working Group, IMWG)/EBpornefickaTa rpyma o
KOCTHO-MO3b4Ha TpaHciutanTauus (European Blood and Marrow Transplantation, EBMT).

ITonzata Ha KRd mo otHomenue Ha PFS ¢ mabmomaBana moCTOSSHHO BBB BCHUKH MTOATPYIIH,
BIJIFOUHUTEITHO MAIMEHTH > 75-ToauIIHA BB3pacT (n = 96), manueHTH C TeHETUIHN MyTaIlid C BUCOK
puck (n = 100) wian HeusBecTeH puck (n = 375) U MallUEHTH C U3XOJIHU CTOMHOCTH Ha KPEATHHUHOBHUS
kpbHC 30 - < 50 ml/min (n = 56).
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®urypa 1. Kpusa na Kaplan-Meier Ha npeskxuBsieMocTTa 0€3 nporpecus NpH penuInBupas
MHOKeCTBEH MHEJIOM”

1,07 KRd (N=396) Rd (N=396)
Mporpecus/CmbpT, N (%) 207 (52,3%) 224 (56,6%)
= Megwana PFS, meceuu 26,3 17,6
3 08 - HR (KRd/Rd) (95% ClI) 0,690 (0,570, 0,834)
s v Hy P-CTOMHOCT (€HOCTPaHHa) <,0001
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Meceum oT paHgomMu3auus
[ =———— KRd ==sms=s= R{ |

Bpoit yyacTHULM B pUCK:

KRd 396 332 279 222 179 112 24 1
Rd 396 287 206 151 17 72 18 1

GRHO0154BG v2
KRd = Kyprolis, neranmunomun u nekcamerasoH; Rd = menamunomun, nekcameraszos; PFS = mpexussiemoct 6e3
nporpecust; HR = xoedumment Ha puck; Cl = noseputenen natepBar; IMWG = MexayHaponHa paboTHa rpymna
o muenom; EBMT = EBpornelicka rpyna no KOCTHO-MO3bUHa TPAHCIUIAHTALUS
3abenexka: PesynraTure o otHomeHne Ha otroBopa u PD ca ompenenenu ¢ moMoInra Ha CTaHAAPTHATE
KpuTepun 3a 06ekTrBeH oTroBop Ha IMWG/EBMT
* [Ipoyusane PX-171-009

[IpoBeneH e npeABapHUTENHO TUIAHMPaAH aHaTU3 Ha o01a npexxussiemoct (OS) cnen 246 cMBpTHH
ciy4an B pamoTo Ha KRd 1 267 cmbpTHHE citydyan B pamoTo Ha Rd. Menuanara Ha BpeMeTo 3a
mpocneasBaHe € mpuonu3uTenHo 67 mecena. CTaTuCTHYECKH 3HAYMMO TpeauMcTBo B OS ce
HaOro1aBa Mpy nanueHTuTe B paMoto Ha KRd, B cpaBHeHHe ¢ manueHnTuTe B pamoTo Ha Rd.
[NanuenTure B pamoto Ha KRd nmar 21% HamaseH pucKk OT CMBbPT, B CPAaBHEHHE C TE3U B PaMOTO Ha
Rd (HR =0,79; 95% CI: 0,67, 0,95; p-ctoiitroct = 0,0045). Meaunanara va OS ce momgoOpsBa 10

7,9 Mecenia nipu nanueHTUTe B pamoTo Ha KRd, B cpaBHeHue ¢ Te3u B pamoto Ha Rd (Bx. Tabnuma 6 u
turypa 2).
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®urypa 2. Kpusa na Kaplan-Meier Ha 0011a npe:kuBseMOCT NIPH pelIMBHPAT MHOKECTBEH
MHeI0M?

M e KRd (N=396) Rd (N=396)
\ CwbpT, n (%) 246 (62,1%) 267 (67,4%)

_ 08 T g Meanata OS, meceuy 48,3 404
8 i HR (KRd/Rd) (95% Cl) 0,794 (0,667, 0,945)
§ “‘\ﬁ\\ P-CTOMHOCT (4HOCTpaHHa) 0,0045
$ 06 1 i A ™
8 —
o B ™™
3 04 T T
5 beme oy
5]
e
© 02

0’0 L I I | T T 1 T I T 1 T 1 1 T %

0 6 12 18 24 30 36 42 48 54 60 66 72 78
Meceum 0T paHgoMu3aLms
KRd
Rd
Bpoit yyacTHuLM B puck:
KRd 396 369 343 316 282 259 232 211 190 166 149 88 22 0
Rd 396 356 313 281 243 220 199 176 149 133 113 69 20 3

KRd = Kyprolis, neranugomua u nekcameraszon; Rd = nenanunomun u nekcameraszon; OS = obmia
npexussiemoct; HR = xoepuunent na puck; Cl = noBepureneH nHTepBai
2 [Ipoyusane PX-171-009

[Manuenture, nexyBanu ¢ KRd, chobraBar 3a nogoopenue B OOIHs 3ApaBeH CTaTyC € MO-BUCOKH
pe3yaratu mo otHomenue Ha OO0 3apaBeH cratyc/KauectBo Ha sxuBot (Quality of Life, QoL), B
cpaBHeHue ¢ Rd B mpoabinkenne Ha 18 mukbia Ha JedeHue (HEKOPUTHPaHa 32 MHOKECTBEHOCT
enHoctpanHa p-croitHocT = 0,0001), m3mepenu ¢ EORTC QLQ-C30, ctanmapTusupaH BBIPOCHUK IIPU
MHOKECTBEH MHUEJIOM.

Kyprolis 6 kombunayus ¢ 0excamemason 3a ievenue Ha nayueHmu ¢ peyuousupal MHOMCeCmeeH
muenom — npoyusane 2011-003 (ENDEAVOR)

be3omacuoctTa 1 edukacHocTTa Ha Kyprolis ca orieHeHN B paHIOMHU3HUPAHO, OTKPHTO,
MHOTOILICHTPOBO NpoyuBane ¢a3a 3 Ha Kyprolis itoc nexcameraszon (Kd) cripsimo 60pTe30oMub miroc
nekcameras3oH (Vd). BkiodeHu 1 paHIoMu3upanu ca 00mo 929 nayeHTH ¢ peluInBUpal Uiu
pedpakreper MHOKecTBeH MuesioM (464 B Kd pamoTto; 465 BB Vd pamMoTO), KOUTO ca MOITYYHIH OT 1
JI0 3 Tpe/IecTBaIY JIMHAN Ha JICUCHHUE.

Tosa npoyusase onensBa Kyprolis mpu naganaa 1o3a 20 mg/m?, Ko4To € IoBUIIeHa 10 56 mg/m’ Ha
IIAKBI 1, 7eH 8, Ipuito’keHa JBa IbTH CEIMUYHO 3a 3 oT 4 cenmuin kato 30-MuHyTHA HHPY3HUS 10
nporpecus Ha 3a00JIIBAaHETO WM HETIPHEMIINBA TOKCHYHOCT.

[Nanmenture, pangoMusupany BB Vd paMoTO ca roirydaBain 6opTe3oMud HHTpaBeHo3HO (n = 108)
WIH TOJKOXKHO (n = 357). [lanmeHTrTe, KOUTO Ca UMAK CIEAHUTE ChbCTOSIHUA, Ca OMIIM U3KIIOYEHH OT
MPOYYBAHETO: CTOWHOCTH Ha KPEAaTHHUHOBHS KIUPBHC < 15 ml/min, 3acToliHa chpaeyHa
HepocTarsyHOCT crened 11 go [V mo NYHA, uadapkr Ha Mrokap/a npe3 nociaeaHuTe 4 Mecena, i
¢ reBokamepHa ¢pakmust Ha uztnacksane (LVEF) < 40%. KputepunTe 3a BKIFOUBaHE B U3MUTBAHETO
JOTTycKaT J1a ObJIaT BKIIOYEHH MAeHTH, KOUTO ca OWIN JieKyBaHHU ¢ KapuiazoMud (n = 3) min
oopte3omud (n = 502), ako manueHTuTe ca UMan mone yactuieH orrosop (PR) kM npeaumraa
Tepanus ¢ MPOTea30MeH HHXUONUTOP, He ca OWIIM OTCTPaHEHH OT Tepanus ¢ IpOoTea3oMeH HHXHOUTOP
MOopaad TOKCHYHOCT M ca UMaJId Haif-MaJKko 6-MecedeH HHTepBal 0e3 JIedeHHne ¢ IPOTea3oMeH
WHXUOUTOP OT MOCJICHATA /1034,
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HdemorpadckuTe XapakTepUCTUKU U XapaKTEPUCTHKHUTE HAa M3X0AHO HUBO 3a npoyuBane 2011-003 ca
no0pe OasaHCHpaHU MEXKAY IBETE PaMEeHa, BKIIOYBAILM MPEIUILIHO JedeHue ¢ 6oprezomud (54%),
npeauInHo JedeHue ¢ neHammnomMun (38%), pedpakrepan Ha reHaAIUAOMEU (25%), BB3pacT

(65 roguny, rpanuny 30-89 rogunn), noin (51% muxe), pynkuuonanex craryc nmo ECOG (45% c
(yHKUMOHANEH cTaTycC 1), TEHeTHYHU MYTalUuHU ¢ BUCOK PUCK, CBCTOSILH CE€ OT FT€HETUYHH MOATHIIOBE
t(4;14) nnnm t(14;16) B 10% wnm moBede OT CKPUHUPAHUTE TTA3MEHH KIETKH, WK Aenenus 17p mpu
>20% ot a3menuTe KieTku (23%), reHeTHYHN MYTallui C HEU3BECTEH PUCK, KOUTO BKIIIOYBAT
YUYACTHHUIM ¢ HeCHOpaHU WM HeaHaNU3upaHu pe3ynTatu (9%) u uzxoxen ISS cranwmii 11 Ha
3abomnsaBaneTo (24%).

Pesynrarute ot npoyusane 2011-003 ca 0600menn B Tabnuna 7.

Tabauma 7. O0001meHHe HA aHAIN3a HA e()MKACHOCTTA NMPH PellUAUBUPAT MHOKECTBEH MHEJIOM
npoyysane 2011-003

Kd pamo Vd pamo
(N =464) (N =465)
PFS meaunana mecenu (95% CI)? 18,7 (15,6, NE) 9,4 (8,4,10,4)
HR (95% CI); enHoCcTpanHa p-CTOHHOCT® 0,533 (0,44, 0,65); < 0,0001
Menuana Ha 001112 IPEKUBIEMOCT B MECEIIH
(95% CI) 47,6 (42,5, NE) 40,0 (32,6, 42,3)
HR (95% CI); emnocTpanHa p—CT017IHOCT6 0,791 (0,65, 0,96); 0,010
ORR n (%)** 357 (76,9) 291 (62,6)
> CR’ 58 (12,5) 29 (6,2)
> VGPR” 252 (54,3) 133 (28,6)
95% CI of ORR 72,8, 80,7 58,0, 67,0
eIHOCTPAHHA P-CTOHHOCT’ <0,0001

Kd = Kyprolis mitoc nekcameraszon; Vd = 6opre3omud u nexcamerazon; Cl = noBepuTesicH HHTEPBA,

NE = ne ¢ onieaumo; HR = xoeduruent Ha puck; ORR = crenen Ha o010 nosnussane; CR = mbjieH OTroBop;
VGPR = MHOr0 100Bp YacTHYEH OTTOBOD

2 Te3u kpaitHu TOukH ca onpenesieHn oT HezaBucuma komucus 3a nperien Ha pesyirature (Independent
Review Committee, IRC)

5 CraTtuCTHYECKH 3HAYUMO

5 OOUIMST OTTOBOP CE OMpPEIeisl KaTo MOCTUTaHe Ha Hail-100bp 0011 otroBop Ha PR, VGPR, CR, wmu sCR.

" CTaTUCTUYECKH 3HaUMMa, eTHOCTpaHHa p-ctoiHoct = 0,0005

A CTaTUCTHYECKH 3HaYMMa, eTHOCTpaHHa p-cToiHocT = 0,0001

IIpoyuBaneTo moka3Ba 3HauNTETHO MTogoOpenne Ha PFS mpu marmentute B Kd pamoTto B cpaBHEeHHE €
te3u B Vd pamoto (HR: 0,53, 95% CI: 0,44, 0,65 [p-croiiHocT < 0,0001]) (B%. durypa 3).

IMomo6Hu pesynrtatu 3a PFS ca HaOm01aBaHu NPH MAIlMEHTH, KOUTO €a MOJYYaBaIy MPEIUIITHO
nedenne ¢ boprezomud (HR 0,56, 95% CI: 0,44, 0,73) u maryieHTH, KOUTO HE Ca MOTyIaBaIH
npeauinHo Jedenue ¢ boprezomud (HR 0,48, 95% CI: 0,36, 0,66).

ITonzata Ha Kd mo otHomenne Ha PFS ce HaOmrogaBa mOCTOSHHO BBB BCUYKH TOJTPYIIH,
BKJIFOUMTETHO MAIIMeHTH Ha Bb3pacT > 75 roaunu (n = 143), manueHTH ¢ TEHETHYHU MYTAIlUH C BUCOK
puck (n =210) 1 TaMEHTH ¢ KPEaTUHUHOB KIUPBHC Ha N3X0AHO HUBO 30 - < 50 ml/min (n = 128).

IIpu marueHTH, KOUTO ca mody4daBaiau 6oprezomud mpeau ToBa (54%), menuanara Ha PFS e
15,6 mecera B Kd pamoro cripsimo 8,1 mecenia BbB Vd pamoro (HR = 0,56, 95% CI: 0,44, 0,73), ORR
e 71,2% copsamo 60,3%.

IIpu marueHTH, KOUTO ca MOoTy4YaBaiu JieHanuaoMu npenu toa (38%), menuanarta Ha PFS e

12,9 mecera B Kd pamoro cripsimo 7,3 mecenia 6B Vd pamoro (HR = 0,69, 95% CI: 0,52, 0,92), ORR
e 70,1% cupsmo 59,3%. [1pu manmentn, pedpakrepran Ha neHamuaomun (25%), meananata Ha PFS e
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8,6 mecena B Kd pamoro cripsimo 6,6 mecenia 8pB Vd pamoro (HR = 0,80, 95% CI: 0,57, 1,11), ORR ¢
61,9% copsimo 54,9%.

®urypa 3. Kpusa na Kaplan-Meier na npesxxuBsieMocTTa 0€3 nmporpecus, onpeaenaesa ot IRC
(momyJjiaumsi ¢ HamepeHnue 3a Jjiedenue, ITT), npoyuBane 2011-003

10 Kd (N=464) Vd (N=465)
Mporpecus/CMbPT,N (%) 171 (36,9%) 243 (52,3%)
Megwana PFS, meceuy 18,7 9,4
S 081 HR (Kd/vd) (95% Cl) 0,533 (0,437, 0,651)
53 P-CTOMHOCT (€4HOCTpaHHa) <,0001
&
5 0,6
o
=
2
<
2
g .
o 04
>
3
o
&
S 027
0,0 ™ T T T T T

0 6 12 18 24 30

MeceLm oT paHgoMU3aLms

| Kd vd |
Bpoit y4acTHULM M3NOXEHN HA PUCK:
Kd 464 331 144 41 4 0
Vd 465 252 81 12 1 0

GRHO129 2

Kd = Kyprolis mitoc gekcamerason; Vd = 6opre3omub ruttoc nekcamerazon; PFS = npexussiemoct 6e3
nporpecus; HR = koedurpent na puck; Cl = 1oBepuTeacH HHTEpBAI

[IpenBapuTenHo IaHUPaH BTOPU MEKIUHEH aHam3 Ha OS e n3BbpIIeH clies] HAaCTHIIBAHETO Ha

189 cmbpTHHE cirydas B Kd pamoTo 1 209 cmbpTHE citydast BbB Vd pamoto. 1o BpeMe Ha aHanm3a ca
peructpupanu 80% ot neneBure chbOUTHA. MeanaHaTa Ha IpociesiBaHe € IPUOIM3UTEITHO

37 mecena. Ha01ro1aBaHo € CTaTHCTUYECKH 3HAYUMO MPEIUMCTBO 10 oTHOIeHue Ha OS npu
narmentute B Kd pamoto, B cpaBHeHue ¢ manueHture BB Vd pamorto (HR = 0,791; 95% CI: 0,65,
0,96; p-croitnoct = 0,010) (Bx. durypa 4).
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®urypa 4. Kpusa na Kaplan-Meier Ha o01aTa npe:xuBsieM0CT IPH pelUAMBHPAT MHOXKECTBEH
MueJioM, mpoyusane 2011-003

1,0
0,8
=
3
3 0,67
3
= Kd (N=464) Vd (N=465)
2 047 - -
:8‘ CMBpT, N(%) 189 (40,7%) 209 (44,9%)
0,21 Mepwana Ha OS, Meceum 47,6 40,0
HR (Kd/Vd) (IC del 95%) 0,791 (0,648, 0,964)
_| p-cToitHocT (eaHocTpaHHa) 0,0100
0,0 T I 1 T I 1 1 1 ]
0 6 12 18 24 30 36 42 48

MeceLy oT paHgomu3aums
Bpoit y4acTHULM B pUCK: LM o para .

Kd 464 423 373 335 308 270 162 66 10
vd 465 402 351 293 256 228 140 39 5

GRH0661BG v1

Kd = Kyprolis mumtoc nexcamerazon; Vd = 6opTe3oMub miroc gekcamera3on; OS = o01a mpe:KuBseMocT;
HR = koeduuenT Ha puck; Cl = noBepureseH nHTEpBaI

Kyprolis kamo monomepanus npu nayuenmu ¢ peyuousupai u peppaxmeper MHOMCECMEEH MUETOM

JlomrbTHUTENeH KIMHUYEH onuT e onydeH ¢ Kyprolis kaTto MOHOTepanus pH MaIeHTH C
peruauBUpan u pepakrepeH MHOkecTBeH MuesioM. [Ipoyusane PX-171-011 e oTkpuTo,
pangomusupano npoyusane ¢asza 3 (N = 315; 3aqp/okuTeHa eKCIO3UIMS Ha > 3 TIpe/IIIecTRaIIN
tepanun). [larmenTure, BkitoueHu B mpoyusane PX-171-011 ca Ounu moayioskeHH Ha MO-WHTEH3UBHO
MPEIXOIHO JISYCHNE C HaMaJleHa OpraHHa M KOCTHOMO3b4HA (DYHKIHSI, B CPABHEHHUE C T€3W, BKIFOYECHU
B ipoyuBaHe PX-171-009. PX-171-011 ouenssa moHotepanusra ¢ Kyprolis cipsmMo KOHTPOJIHO pamMo
(xopTukoctepouau u rukinopocdamun). [IpoyuBaneTo He OTroBaps Ha MbPBUYHATA CH KpaifHa TOUKa
3a e()UKACHOCT 3a JeMOHCTpUpaHe Ha 1mo-1o0pa edukacHocT Ha MoHOTepanuaTa ¢ Kyprolis cipsimo
paMoOTO ¢ aKTHBHA KOHTpPOJIA TI0 OTHOIIEHHe Ha obmara nmpexussiemocT (HR = 0,975

[95% CI: 0,760, 1,249]). PX-171-003A1 e ¢a3a 2 npoyuBane ¢ eqHo pamo (N = 266; 3aIbJDKUTEITHA
EKCITO3UIIMSI Ha > 2 TPEeIIIeCTBAIIN TePaIiui ), KOETO OTroBapsi Ha MbPBUYHATA CH KpalfHa TOYKa 3a
e¢pukacHoct ORR, onenena ot IRC (22,9%).

Cvpoeuna enekmpoghuzuonoeus

OreHka Ha BE3MOXKHHTE e(hekTH Ha Kap(hri3oMub BEpXY chpAeyHaTa (pyHKIHS € H3BBPILIEHA Ype3
aHaJM3 Ha CIISIIO pa3duTaHe OT LeHTpaiHa Jjabopatopus Ha TpukpatHo EKI npu 154 yuactHumnm ¢
HalrpeIHaIu 3JI0KayeCTBEHH 3200 sIBaHNS, BKIIFOYUTEIIHO MHOKECTBEH MUeNIOM. Bimsiauero Ha
Kaphum3oMub BBPXY ChpACUHATA PETosapu3aIus ¢ momornra Ha QT WHTEpBaI ¢ KOPEKIIHS 11O
Fridericia (QTcF unTepBain) n ananmu3 Ha ChOTHOIIEHUETO KoHIIeHTpaus- QTc He moka3Ba sicHH
NPU3HAIM 32 CBBp3aH ¢ fo3ara edekr. 'opHaTta rpannna Ha exHocTpaHHUS 95% noBepureneH
unTepsai (Cl) 3a mpenmomaraemoto BiussHUE BEPXY QTCF mprt Chax € 4,8 msec. C KopeKIus 1mo
Bazett (QTcB unTepsain), ropnara rpanuna Ha eqHocTpanHus 95% nosepurenen uaTepan (CI) 3a
npeanonaraemoro BiusHue BbpXy QTceB mpu Chax € 5,9 msec.

IleguaTpryHa monyJIamus

EBpomneiickara areHnus mo jekapcTBaTa ocBOOOXKIaBa OT 3aIbDKEHUETO 32 IPEOCTaBsHE Ha
pe3yaTaTture oT npoyuBaHusaTa ¢ Kyprolis BbB BCHUKH MOATPYIH HA TIEIWATPUIHATA TOMTYJIAIHS IPH
MHOKECTBEH MHUEJIOM (BXK. TOUKa 4.2 3a uH(pOpMaIys OTHOCHO yroTpeda B NeAUATPHSITA).
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5.2 ®dapmMakoKWHETHYHM CBONiCTBA

AOGcopouus

Cumax 1 AUC crient 2 10 10-MuHYTHA HHTpaBeHO3Ha MH(Y3ua Ha 27 mg/m?, ca choTBeTHO 4 232 ng/ml
1 379 ngehr/ml. Cnex MEOTOKpaTHO TIpHokeHne Ha Kyprolis B 1o3u 15 1 20 mg/m?, cucteMHara
excrio3uryst (AUC) u mosy>KUBOTHT ca cXoaHU Ha AieH 1 u 15 mnu 16 ot muksa 1, koeTo npeamnonara,
Ye HAMa CHCTEMHO KyMyJHpaHe Ha kKappup3zomu6. HaOmronaBa ce 10303aBUCHMO MMOBHIIABAHE HA
eKCIIO3MIINATA TIPH 1031 Mexay 20 i 56 mg/m?.

30 muHyTHa HHQY3US BoOH 10 cxoeH noiykuBoT U AUC, HO OT 2 10 3 mbTH O-HUCKU CTOMHOCTH
Ha Cpax, B CPaBHEHHE C T€3H, HAOM0qaBaHu pu 2 10 10-mMuHyTHA nHQY3Hs Ha chinara go3a. Cien
30-vuayTHa HHQY3HSA Ha 1033 56 mg/m?, AUC (948 ngehr/ml) e mpubmusurento 2,5 MbTH HaJ Ta3H,
HabmoaBana npu 103a 27 mg/m?, a Ciax (2 079 ng/ml) e mo-HuUCKa, B CpaBHEHHUE C Ta3H MNPH

27 mg/m?® 3a ot 2 10 10-MuHyTHA HHQY3HL.

Pasnpenenenue
CpenHUAT 00eM Ha pa3npesieeHNe B CTAIMOHAPHO ChCTOSHNE TIPH 71032 Kaphumsomu6 20 mg/m?’ e

28 1. Tlpw in vitro npoy4BaHus, CBbP3BAHETO HA Kap(PHI30MHO C YOBCIIKHUTE TIA3MEHU POTCHHU €
cpenHo 97% npu auanazoH Ha KoHIeHTpanusTa ot 0,4 1o 4 Mukpomona.

Bbuorpanchopmanms

Kapdmmzomub ce metabonmsupa 0bp30 U eKCTeH3UBHO. [IpeobmagaBammnTe MeTabOIUTH, U3MEPEHHU B
YOBEIIKATa MJ1a3Ma U YpUHA U TOJIyY€HH in Vitro OT YOBEIIKU XENaTOLUTH ca MEeNTHIHU (parMeHTH U
JMOJIOBaTa rpyna Ha Kappui3oMu0, KOeTO Mpe/roara, 4¢ OCHOBHUTE ITbTHUILA Ha META00JIM3bM ca
NENTUAHO Pa3lieNBaHe U XUAPOIN3a Ha ENOKCUAHUS NPBCTeH. MeauupanuTe oT HUToxpom P450
MEXaHU3MH UTPAAT BTOPOCTEIICHHA POJIS B LSUIOCTHUS METa0OIM3bM Ha Kappuia3oMuo.
MeTtabonutuTe HIMAT OMOJIOTUYHA AKTUBHOCT.

Envmunupane

Crien MHTPaBEHO3HO MPUIIOKEHHE Ha 1031 > 15 mg/m?, kappun3omMud ce emMMHHAPA OBP30 OT
CHCTEMHAaTa LHUPKYJIaus ¢ TOMyXUBOT < 1 yac Ha fieH 1 oT mukba 1. CHCTEeMHUST KIUPBHHC Bapupa OT
151 mo 263 1/gac 1 mpeBuIIaBa 4epHOIPOOHNS KPHBOTOK, KOSTO TIpeIoiara 4e kappuisoMuod 10
roJsiMa CTEIEeH ce eMMMUHIpa eKcTpaxenaraiHo. KappuinzoMub ce exuMuHEpa riiaBHO 4pes3
METa00IN3bM C MOCIIEBAaIIa eKCKPEelrs Ha METa0OIUTUTE B YpHHATA.

CrenwarHy monyJIauu

IMomynarroHeH GpapMaKOKHHETHYICH aHAIM3 MTOKa3Ba, Ye He ce HaOMoaaBaT ehekTH Ha Bb3pacTTa,
T0JIa WM pacaTta BBpXy (apMaKOKHHETHKATa Ha Kaphuia30oMuo.

YepHoAPOOHO YBPEXKIaHE

Enxo ¢apMakoKHHETHYHO MPOYyYBaHE OLEHIBA 33 MAMEHTH C PEUINB WU MPOTrpechs Ha
HampeIHaIu 3JI0KauyeCTBEHH 3200 sIBaHUs (COMMIHN TyMOPH; n = 31 MM XeMaTOJIOTHYHH
3JI0Ka4eCTBEHU 3a00JISIBaHNS; N = 2), KOUTO UMAT HOpPMaJTHA YepHOApOoOHa (HYHKIHS (OHUITHPYyOHH
<ropHa rpanuna Ha HopMmata [['TH]; acnaprar amuaoTpancdepaza [AST] <I'TH, n = 10), neka
CTeIIeH Ha YepHoApoOHO yBpexaane (Ommmpyoun > 1-1,5 x 'TH unu AST > I'TH, Ho Ounupy6un
<ITH, n = 14), unu ymepeHa CTereH Ha 4epHOAPOOHO yBpexnane (Ommmpyoun > 1,5-3 x I'TH; Bcsaka
croitHocT HAa AST, n = 9). ®apMakoKknHETHKATa HAa Kap(HHUI30MUO HE € MIPOoyUeHA IPH TAITUEHTH C
TEeXKa CTEINeH Ha YepHOoApoOHO yBpexaaHe (6mnupyoun > 3 X I'TH u Beska croitHocT Ha AST).
Kyprolis, kaTo MOHOTepanus, € IpuIaral HHTPaBeHo3Ho Haj 30 MUHYTH B 103a 20 mg/m* Ha 1uu 1 1
2 uB no3za7 rng/m2 Ha tHU 8, 9, 15 1 16 oT ik 1. Ako ce moHacst 100pe, MaIueHTHTe ca
TnoydaBany 56 mg/m* 3anouyBaiiku B UKGI 2. UepHOAPOOHUAT QYHKIMOHAIEH CTATYC HA H3XOIHO
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HHUBO HE € UMaJ u3paszeH edekT BbpXy oduara cuctemMHa ekcro3uuus (AUC ) Ha kappuia3zoMud crien
€IHOKPATHO MJIM MHOTOKPATHO NPMIIOKEHHE (CpeIHOTO reoMeTprudHo choTHOIEHHE Ha AUC , 3a
no3ata 27 mg/m” B uKb 1, 1eH 16 32 1Ko 1 yMepeHO yBpeKIaHe CIPsAMO HOpMaTHaTa
uepHOAPOOHA ByHKIHS € ChoTBETHO 144,4% 1 126,1%; a 3a n03ata 56 mg/m? B uuKkba 2, e 1 e
144,7% wn 121,1%). Bernpeku ToBa, Npy NALMEHTH C JIeKa WIK yMEPEHa CTeIeH Ha YePHOAPOOHO
yBpeXJaHe Ha N3XOAHO HUBO, BCHUKHU ChC COJIUAHHU TyMOPH, € HAJIMIIE II0-BUCOKA YeCTOTa Ha
OTKJIOHEHHS B UEepHOIpoOHATA (QYHKIIHUS, HEXKEITaH! CHOUTHSI CTETIeH > 3 U CEPHO3HU HeXKEITaH!
CBHOUTHS, B CPaBHEHHE C YYACTHUIM C HOpMaJHa YepHoIpoOHa QyHKIMA (BXK. TouKa 4.2).

Bbr0OpeuHo yBpexaane

dapmMakoKMHETHKaTa Ha KapuI30MHO € IpoydeHa B [iBe CICHHAIHHU IPOyYBaHHs pu OBOpedHO
YBpEeXIaHe.

[IspBOTO MIpOyUBaHe € mpoBeaeHo npu S0 MaUeHTH ¢ MHOYKECTBEH MUEIIOM, ¢ HOpMallHa ObOpevHa
dyukmus (CrCL > 80 ml/min, n = 12), nexo (CrCL 50-80 ml/min, n = 12), ymepeno (CrCL

30-49 ml/min, n = 10), u Texxko (CrCL < 30 ml/min, n = 8) 0b0pe4HO yBpeKIaHe, U PH MAITUCHTH Ha
xponnyHa auanusa (n = 8). Kyprolis, kato MoOHOTepamnusi, € IpuiiaradH HHTPaBEHO3HO B POIBIKEHHUE
Ha 2 10 10 MunyTH B 1031 10 20 mg/m’. dapMaKOKHMHETHYHNTE JAHHH ca CHOPAHM OT TAIMEHTHTE
cylesl puIoXkeHue Ha 103a 15 mg/m? B ks 1 u no3a 20 mg/m” B uuksa 2. BropoTo npoyusane e
NPOBEJICHO MPH 23 MALMEHTH ¢ PEUUANBUPAT MHOKECTBEH MUEIIOM, C KPEaTHHHHOB

KIUPBHHC > 75 ml/min (n = 13) u manuenTn ¢ TepmuHanza 0b0pedna HenocrarbunocT (TBH), kouto
ca Ha xemoauanm3a (n = 10). dapMakOKHHETHYHUTE JaHHH ca CHOPaHU OT MAIIUEHTUTE CJIE]T
TIpHUIokKeHKe Ha 103a 27 mg/m” kato 30 MuHyTHA MH(Y3Hs B IUKBI 1, 1eH 16 u 103a 56 mg/m’ B
IIUKBA 2, 1eH 1.

Pesynrarute OT 1BeTe MpoyYBaHMS MMOKA3BAT, Y€ ChbCTOSIHUETO HA ObOpedYHaTa (yHKIIMs HAMa U3Pa3eH
e(eKT BbpPXY EKCIO3UIMITA HA Kappua3oMuo clie]] eTHOKPATHO WIM MHOTOKPATHO MTPHUIIOKEHHE,
Cpennoto reomerpuuHo cboTHoIeHue Ha AUC s 3a no3ata 15 mg/m2 B LUK®BI 1, neH 1 mpu nexka,
yMepeHa, TeXKa CTEIeH Ha ObOpEeUHO YBpEKIaHe U XPOHUTHA THATH3A CIIPSIMO HOpMaTHATa
0b0peuHa pyHkIUs € choTBeTHO 124,36%, 111,07%, 84,73% u 121,72%. CpeaHure reoMeTpU4HA
cpoTHoIIeHus Ha AUC,s 3a mo3ata 27 mg/m2 B IIMKBI 1, neH 16 u go3ara 56 mg/m2 B IIMKBJI 2, neH 1
npu TBH crpsimo HopManaata 660peuna GyHKIus ca croTBeTHO 139,72% 1 132,75%. B mepBOTO
npoyuBaHe, MeTa0oIuTHT M 14, mentuneH gparMeHT u npeodiagaBaliuiaT MeTaboIUT B
KPBHBOOOPBILEHUETO, CE YBEIUYaBa 2- U 3-KPaTHO, ChOTBETHO MPH MAIMCHTH C YMEPEHa U TEXKKa
cTerneH Ha OBOpeYHo yBpeXKaaHe, U 7-KpaTHO NP MaIlieHTH Ha nrann3a (Bh3 ocHoBa Ha AUC,s). BB
BTOPOTO MPOYYBaHE, EKCIO3UIMATa Ha M 14 e mo-rossaMa (MpUOIU3UTENHO 4-TbTH) MTPH YYaCTHHUIIM C
TBH, O0TKOJIKOTO TIpH yYacTHHIIM C HOpManHa ObOpeuHa GpyHkius. To3u MeTaboUT HsIMa yCTaHOBEHA
OmonornyHa akTHBHOCT. CepHO3HHUTE HEXKETaHU ChONTHS, CBhP3aHHU C BJOIIaBaHe Ha ObOpedHaTa
(hyHKIHS ca TO-YeCTH IIPH YIACTHHIM ¢ ObOpedHa MucYHKIMS Ha U3XOAHO HUBO (BXK. Touka 4.2).

5.3 IlpeakJMHMYHU JAHHH 32 0€30MACHOCT

Kap¢un3oMub e K1acTOreHeH IpH in Vitro TECT 3a XPOMO30MHH a0epaIiuy B TUMQPOLUTH OT
nepudepHa kpbB. Kapduinzomud He e MyTareHeH npu in vitro 0akTepHaaeH TECT 3a 00paTHH MyTalluu
(Ames) 1 He e KJITaCTOTeHEH IIPH i1 Vivo MUKPOHYKIIEYC TECT BbPXY KOCTEH MO3bK Ha MHUIIIKH.

[Ipu maiiMyHH, Ha KOUTO € MpHjlaraHa eAMHINYHA 00IyC MHTpaBeHO3Ha 1032 Kapduisomud 3 mg/kg
(K0ATO CHOTBETCTBA HA 36 mg/m” U e Mo106Ha Ha MpenopbUHTEIHATA 1032 TIpK Xopa 27 mg/m? Bb3
ocHoBa Ha BSA), e HaOmoraBaHa XUITOTOHUS, TIOBHIIIEHA ChP/ICYHA YECTOTA M HOBUIICHN CEPyMHH
HUBa Ha TporoHuH T. MHOrOKpaTHOTO 0OJIyC MHTPABEHO3HO MPUIIOKEHNE Ha Kaphuazomud

> 2 mg/kg/na no3a npu wrexoBe U 2 mg/kg/Ha no3a Mpu MaliMyHH C U3IIOJI3BaHE HA CXEMH Ha
HPHIOKEHHE, TOJOOHU Ha TE3H B KIIMHUYHATA IPAKTHKA, € JOBEJIO 0 CMBPT ITOpaIyl TOKCHYHOCT OT
CTpaHa Ha ChbpACYHOCH0BaTa (ChplieuHa HEAOCTATHYHOCT, ChpAeYHa PrOpo3a, MEpUKaPICH U3IIHB,
CBbp/IeYeH KPBBOM3IHB/IEreHepalns), CTOMallHO-UpeBHATa (HEKpo3a/xeMoparus), 0b0peuHaTa
(rmomepynonedponarus, TyOyJTHa HEKpo3a, TUCPYHKIHNSA) U OeoapoOHaTa (KPbBOU3IINB/Bh3IAICHUE)
cucrema. Jlozata 2 mg/kg/no3a npu mibXxoBe € MPUOJU3UTEIIHO MTOJIOBUHATA OT MPETOPhYUTEITHATA
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1032 Ipu xopa 27 mg/m’ Bb3 ocHoBa Ha BSA. Haii-Bucokara HeTokcHuHa f03a 0,5 mg/kg npu
MaiMyHH BOJY IO HHTEPCTHIHAIHO Bh3NaJIeHHE B ObOpennTe, 3aeAHO C JIKO U3pa3eHa
JIOMepYJIONaTHs | JIEKO ChP/IEYHO Bh3naneHue. Te3n HaX0/IKu ce chobIaBar npy 103a 6 mg/m?,
KOAITO € MOJI MPEenophuMTeNTHATa 1032 IpU Xopa 27 mg/m?.

He ca mpoBexxmanu npoyduBanmsl BbpXy peprunurera ¢ kapdhumzomusd. He ca HabmromaBanu edexTr
BBPXY PENPOTYKTUBHHUTE THKaHU IO BpeMe Ha 28-THEBHO NMPOYYBaHE 32 TOKCUYHOCT IPU
MHOTOKPATHO MpUJIaraHe Mpy MIbX0BE K MaHMYHH, WU TPU 6-MECEYHO MPOYYBaHE 3a XPOHUYHA
TOKCHYHOCT TIPH TUTBXOBE B 9-MecedHo npu MaiMyHHu. Kaphumzomubd npuanasIBa eMOprodeTatHa
TOKCUYHOCT IIpU 6peMeHHI/I 3a171u1/1 B 1031, KOUTO Ca IMMO-HUCKHU, OTKOJIKOTO IIPpHU MAllUCHTH,
MoJTy4YaBalliy mpernopbhunuTennara no3a. Kapdunzomuo, npuiaran npu OpeMeHHH ILTHXOBE 110 BpeMe
Ha TeproJia Ha OpraHoOTeHe3a, He € TepaTOreHeH B 1031 10 2 mg/kg/mHeBHO,,KOETO € IPHOITH3UTETHO
TIOJIOBHHATA OT MPENOPHUMTEIIHATA 1034 TIPH Xopa 27 mg/m” Bb3 ocHOBa Ha BSA.

6. DAPMAILIEBTUYHU JAHHU
6.1 Chnucbk HAa IOMOIIHUTE BelleCTBA
CyndobyTtunberanexc HaTpuit

Bbe3Bonna mumonena kucenuna (E330)
Hatpues xunpokcun (3a kopekius Ha pH)

6.2 HecbBMECTHMOCTH

[Ipu nunca Ha MpoyYBaHMS 32 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOIYKT HE TPSOBa /1a Ce CMEeCBa C
JIpPYTH JEKapCTBEHH NMPOIYKTH.

Kyprolis npax 3a nn¢y3roHeH pa3TBOp He TpsOBa Aa ce cMecBa ¢ HaTpueB xyuopua 9 mg/ml (0,9%)
WHKEKIIUOHEH Pa3TBOP.

6.3 Cpoxk Ha roaHocT

dakoH ¢ npax (HEOTBOPEH)

3 roauHu

PekoHcTUTYHpaH pa3TBOp

XuMmudHaTa ¥ GU3HIHATA CTAOMITHOCT TIPH yIoTpeda Ha peKOHCTUTYUPAHHSI pa3TBOP BBHB (hIaKkoHa,
CIIPHUHIIOBKAaTa MM HHTPABEHO3HUS cak € Joka3aHa 3a 24 yaca nipu 2°C - 8°C unu 3a 4 gaca npu 25°C.
BpemeTo 0T peKOHCTUTYHpaHETO 10 NPHIIOKEHUETO He TPsIOBa Ja HaaAXBbpIs 24 Jaca.

OT MUKpOOHOIOTHYHA TJIE/IHA TOYKa, MPOAYKTHT TPSOBA Ja ce U3I0JI3Ba He3a0aBHO. AKO HE ce
M3M0J13Ba He3a0aBHO, BPEMETO 3a ChXpaHEHHE U YCIOBHATA MIPEeaH YIOTpeda ca OTTOBOPHOCT Ha
noTpeOuTeNs U He TpsiOBa Aa HaaXBHPIAT 24 yaca mpu 2°C — 8°C.

6.4 CrhenuajaHu ycJI0BHMA Ha CbXpaHeHHUe

a ce cpxpansBa B ximamutHuK (2°C — 8°C).

a He ce 3ampa3siBa.

I[a CC CbXpPaHsBa B OpUTHHAIHATA KapTOHCHA OIIAKOBKA, 3a 1a CC€ NPCAra3n OT CBCTJIMNHA.

3a ycoBHATa HA ChXPaHEHUE CIel PEKOHCTUTYHpaHe Ha JIEKAPCTBEHUS MPOIYKT BUKTE TOUKa 6.3.
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6.5 Bwuau chabpikaHue HA ONMAKOBKAaTA

Kyprolis 10 mg npax 3a nHdyY31UOHEH pa3TBOD
®nakon 10 ml ot mpo3payHO CTHKIIO THII [, 3aTBOpEH C TaMUHHUpPaHa ¢ (IIyOpOIIOIMMEp eIacTOMEepHa
3amyIanka i amyMHHHEBa 00KATKa ChC CBETJIOCHHBO TIACTMACOBO OTUYITBAIIO CE KamaJka.

Kyprolis 30 mg npax 3a uHdY31UOHEH pa3TBOD
®inakon 30 ml ot po3payHO CTHKIIO THII [, 3aTBOpEH C TaMUHHUpPaHa ¢ (IIyOpOTIOIUMEp eIacTOMEepHa
3amyIrajgKka ¥ alyMUHUEBa O0KaTKa C OPaHKEBO IIACTMACOBO OTYYIIBAIIIO CE Karmadka.

Kyprolis 60 mg npax 3a nHOY3HMOHEH pa3TBOD
®nakon 50 ml OT MPO3pavHO CTHKIIO THI I, 3aTBOPEH ¢ TaMHUHUpaHA ¢ QIyOpONOIUMEp eIacTOMEPHA
3amyIragKa i alyMUHHEBa O0KATKa C JUIaBO IIACTMACOBO OTUYIIBAIO CE Kalayka.

OmakoBka ¢ enH (IakoH.
6.6 CrnenuajaHu npeana3Hu MepKH NP U3XBbPJIsiHE U padoTa

Q01K npeanasHu MEPKU

Kapdunzomu6 e uurorokcuyHo cpenctso. [lopaan ToBa € HEOOXOAMMO MOBUIICHO BHUMAHUE TIPH
pabora cwvc 1 nipu npurotBsiHe Ha Kyprolis. [IpenoppuBa ce H3non3BaHeTo Ha PbKABULM U APYTH
HpeANa3Hu CPesCTBaA.

P CKOHCTUTYHUPAHC U NPUTOTBAHC 34 HHTPABCHO3HO MNPHUIIOKCHUEC

Onakonute ¢ Kyprolis He chIbpKaT aHTUOAKTEPUATHN KOHCEPBAHTH H ca MPEHa3HAYeHU caMo 3a
enHoKpaTHa ynotpeba. TpsaOBa Aa ce cra3Ba MOAXOASIIA aCENITUYHA TEXHUKA.

PekoHCTUTYHpaHHAT pa3TBOP ChABPKA KapPuia3oMuo B KoHLeHTpanus 2 mg/ml. [Ipenu
PEKOHCTHTYHpPaHE POYETETe IBIHUTE YKa3aHHsl 32 IPUTOTBSIHE:

1. U3zuncrere no3ata (mg/m?) u 6post Ha drakorute Kyprolis, KouTo ca He0OOXOXMMHU KaTo
M3II0JI3BATE U3X0IHATA TeJIeCHa MOBBPXHOCT Ha naruenta (body surface area, BSA).
Hanuentute ¢ BSA, no-ronsma ot 2,2 m* Tpa6Ba Ja MOMydaBaT 1032 Bb3 OCHOBa Ha BSA
2,2 m?. He e He06X0MMO KOPHTHpPAHE HA 103aTa IPU IPOMEHHU B TEIECHOTO Tero < 20%.

2. I/ISBaI[CTC (I)HaKOHa OT XJIaAWJTHUKA HETTOCPCACTBCHO MPEAU yHOTpe6a.

3. N3nomn3paiite camo uria ¢ pazmep 21G umm no-rojsaM (uria ¢ BpHIIESH quamMeTsp 0,8 mm nau
MO-MallbK), 3 Jla pa3TBOPUTE aCENTUYHO BCEKU (IIaKOH upe3 0aBHO MHXKeKTHpaHe Ha 5 ml (3a
¢maxon 10 mg), 15 ml (3a gmakon 30 mg) mnu 29 ml (3a dmakon 60 mg) crepuiiHa Boja 3a
WHKEKIIAN TTpe3 3aIyInankara u Hacodere pa3rsopa kbM BbTPEHIHATA CTEHA HA
®JIAKOHA, 3a na ce cBene 10 MUHUMYM 00pa3yBaHETO Ha IsHA.

4. Baumarenno BepTeTe W/uinu oOphiuaiite hrakoHa 6aBHO 3a OKOJIO 1 MMHYTa HIIH O ITBJIHOTO
pastBapsiHe. HE PA3SKJIAIIIAMTE. Ako ce mosiBu msiHa, OCTaBETe pa3TBOpa Ja C€ yTal BbB
(nakoHa, TOKaTo MsHaTa U34e3He (OKOJIO0 5 MHUHYTH) U pa3TBOPBT ce U3OUCTPH.

5. Ornenaiite 3a HaNMYKME HA YaCTHLU WM IPOMSIHA Ha L{BETA IPEAU IPUIIOKEHHE.
PexoHCTUTYHpaHUAT MPOAYKT TPsiOBa /1a € OHCTBP, OE3IBETEH 10 OJICTOKBIT Pa3TBOP U HE

TpHGBa Ja Cc¢€ npujiara, ako ce Ha6J'IIOI[aBa HAKaKBa IPpOMsHA B IBCTA WM BUJAUMU YaCTUIIU.

6. I/I3XBBpHeTe HCH3IIOJI3BAHOTO KOJIMYECCTBO, OCTaHaJI0O BbB Q)HaKOHa.
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7. Kyprolis Moxxe 1a ce mpuiara AMpeKTHO Ype3 MHTpaBeHO3HA MH(Y3Us, nin 1o u300p 1a ce
npuiara B MHTpaBeHO3€eH cak. Jla He ce mpuiiara KaTo HHTPaBeHO3HAa WHXKEKLIUS MK OOITyC.

8. Korato ce nmpunara B HHTpaBEHO3€H CaK, U3MOJ3BaiiTe camo uria ¢ pazmep 21G unu mo-rojasim
(urna ¢ BpHIIEH quamMeThp 0,8 mm WM Mo-MaIrbK), 32 J1a U3TETJINTE U3YHCIIeHaTa 033 OT
(nakona u na s pazpenure B 50 wim 100 ml mATpaBEeHO3EH CaK, ChIBPIKAIT HHKEKITHOHCH
pasTBop Ha 5% riIrOKO03a.

HsxBBpisiHe

Hewusnon3sanusr JICKAPCTBCH NMPOAYKT WJIN OTHAABYHUTEC MAaTCpUATIN OT HETO Tp516Ba Ja CC U3XBBPJIAT
B CbOTBCTCTBHEC C MCCTHUTC U3MCKBAHUA.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA
EU/1/15/1060/002

EU/1/15/1060/003
EU/1/15/1060/001

9. JATA HA ITbPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

Jara Ha mbpBO paspemaBane: 19 HoemBpu 2015 r.
JlaTa Ha mocieqHo MO THOBSIBAHE:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IToapoOHa wHGOPMAITHS 32 TO3W JCKAPCTBEH MPOAYKT € IpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIys 1o JIeKapcTBaTa http:/www.ema.europa.eu.
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HPUJIOKEHHUE 11

IMPOU3BOAUTEJIN, OTTOBOPHHU 3A OCBOBOX/JIABAHE HA
HAPTUAMTE

YCJIOBUA NJIX OT'PAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'N YCJIOBUSA U UBNCKBAHUSA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUS NJIK OTPAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOJIUTEJIN, OTTOBOPHHU 3A OCBOBO/KJIABAHE HA TAPTUJIUTE

Hme u afpec Ha IPOU3BOIUTEINTE, OTTOBOPHU 32 OCBOOOKIABAHE HA MAPTHINTE
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Hpnangus

Amgen NV
Telecomlaan 5-7
1831 Diegem

benrus

IleyaTHaTa TUCTOBKA Ha JIEKAPCTBEHMS MPOIYKT TPsIOBa Ja ChABPKAa UMETO U ajJpeca Ha
NPOU3BOAMTEIS, OTTOBOPEH 32 OCBOOOXKIABAHETO Ha CHOTBETHATA APTHA.

b. YCJOBUS NN OI'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA
JlexapCTBEHUAT MIPOIYKT CE OTITyCKa IO OrpaHWICHO JeKapcKo npeanucanue (Bx. [Ipmnoxenue I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUS U U3BNUCKBAHUSA HA PASPEHLIEHUETO 3A YIIOTPEBA

. Ieprnoguynu akTyaJu3supanu J0KJaau 3a 6esonacHoct (ITAZLB)

N3uckBanusTa 3a nojgaade Ha [TA/Ib 3a To3u nekapcTBEH MPOAYKT ca IOCOYEHU B CITUCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cnuchk), npeasuzieH B wi. 1078, ait. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCHUKH CIIeBAIIN aKTyaJlU3allH1, yOIUMKYBaHH Ha €BPONEHCKUS

yeOTopTal 3a JIeKapCcTBa.

[purexaTensaT Ha paspemienuero 3a ynorpeba ([IPY) tpsaodsa na nogane nmopsus [1A/IB 3a To3n
HPOLYKT B CPOK OT 6 Mecela cliell pa3peraBaHeTo 3a ynorpeoa.
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r. YCJI0BUsS NWJIN OI'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA IPOAYKT

. Ilnan 3a ynpaBaenue Ha pucka (IIYP)

[IpurexaTtensaT Ha pasperieHuero 3a ynorpeda (IIPY) TpsOBa na n3BbpIIBa U3UCKBAHUTE JEHHOCTH
U JIeHCTBUS, CBBP3aHU € IIPOCICIsIBaHE Ha JEKapCTBEHATa 0€30IaCHOCT, IOCOUCHH B OJJ00pCHHUS
ITYP, npencraBen B Mozyn 1.8.2 Ha pa3pemieHueTo 3a ynoTpeda, KakTo ¥ BbB BCUUKH CIIEABAIN
onoOpenu akryanu3anuu Ha [TYP.

Axryanmmzupan [IYP Tpsa6Ba na ce nmonasa:

° 10 uckaHe Ha EBpomnelickaTa areHius 1o JeKapcTnara;

° BHHATH, KOTATO CE U3MEHS CUCTeMaTa 3a YIpaBJIeHUE Ha PUCKA, 0COOCHO B PE3yiTaT Ha
MOJTyYyaBaHe Ha HOBAa MH(GOPMAITUS, KOSTO MOXE J1a JOBEJIC 10 3HAUUMH MPOMEHU B
CHOTHOIIIEHUETO TT0JI3a/PUCK, WITU CIIE/ JOCTUTaHEe Ha BayKEH eTall (BB BPh3Ka C MPOCIe/IIBaHe
Ha JIeKapcTBeHaTa 0€301TacCHOCT WK CBEXIAHE Ha PUCKA IO MUHUMYM).
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INPUJIOKEHUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Kyprolis 10 mg npax 3a uH(py3u0oHEH pa3TBOP
KaphuI3oMuo

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bceekn dhnmakon cpappika 10 mg kapdrmsomuo.
Cnen pa3tBapsine, 1 ml pa3tBop chabpxa 2 mg kapHuiazoMuo.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEIIECTBA

ITomomnrnu Bemecta: CyndoOyrunberaneke HaTpui, Oe3BoaHa TuMoHeHa kucennna (E330), HaTpues
XUAPOKCHI. 3a JOIBIHUTETHA UH(OPMAIUS BUKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a uH(Y3UOHEH Pa3TBOP.
1 pnakon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(MLIA) HA BBBEXJIAHE

[penu ynotpeda nmpoveTeTe TUCTOBKATA.
3a MHTPABEHO3HO MPUIIOKCHUE.
Camo 3a emHOKpaTHa ynoTtpeoa.

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U IOCET'A HA IELIA

ﬂ;a CC CbXpaHsiBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHELHUAJIHM NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

IluToTOKCHMYHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
[la ce cpxpaHsABa B OpMTMHAJIHATA KapTOHEHA OMaKOBKa, 3a J1a ce MPeana3y OT CBETIHHA.

10. CHEHOUWAJIHU NPEAITA3SHU MEPKU ITPU U3XBBPJISAHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/ISXB’LPHGTG HCHU3ITIOJI3BAHUTC KOJIMYCCTBA B CbOTBETCTBUC C MCCTHUTC U3MCKBAHUA.

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/15/1060/002

| 13. TAPTHJIEH HOMEP

ITaptunen Ne

| 14. HAYHMH HA OTIIYCKAHE

| 15. YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

[Tpuero e ocHOBaHME J1a He ce BKIIIOUM nH(popMmanus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH MAEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIIOYEH YHUKAJICH HACHTU(PHUKATOP.

‘ 18. YHUKAJIEH MAEHTUOPUKATOP — JAHHHU 3A YHETEHE OT XOPA

PC
SN
NN

38



MHUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIUHUNYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

| 1. MME HA JEKAPCTBEHMSI IPOAYKT U MbT(MIIIA) HA BbBEXKIAHE

Kyprolis 10 mg npax 3a uHby3H0HEH pa3TBOP
Kappui3oMuo
iv.

‘ 2. HAYHUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUIIN

10 mg

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Kyprolis 30 mg npax 3a uH(y31u0HEH pa3TBOP
KaphuI3oMuo

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bceekn dhnakon cpappika 30 mg kapdrmsomuo.
Cnen pa3tBapsine, 1 ml pa3tBop chabpxa 2 mg kapHuiazoMuo.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEIIECTBA

ITomomnrnu Bemecta: CyndoOyrunberaneke HaTpui, Oe3BoaHa TuMoHeHa kucennna (E330), HaTpues
XUAPOKCHI. 3a JOIBIHUTETHA UH(OPMAIUS BUKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a uH(Y3UOHEH Pa3TBOP.
1 pnakon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(MLIA) HA BBBEXJIAHE

[penu ynotpeda nmpoveTeTe TUCTOBKATA.
3a MHTPABEHO3HO MPUIIOKCHUE.
Camo 3a emHOKpaTHa ynoTtpeoa.

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U IOCET'A HA IELIA

ﬂ;a CC CbXpaHsiBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHELHUAJIHM NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

IluToTOKCHMYHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
[la ce cpxpaHsABa B OpMTMHAJIHATA KapTOHEHA OMaKOBKa, 3a J1a ce MPeana3y OT CBETIHHA.

10. CHEHOUWAJIHU NPEAITA3SHU MEPKU ITPU U3XBBPJISAHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/ISXB’LPHGTG HCHU3ITIOJI3BAHUTC KOJIMYCCTBA B CbOTBETCTBUC C MCCTHUTC U3MCKBAHUA.

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/15/1060/003

| 13. TAPTHJIEH HOMEP

ITaptunen Ne

| 14. HAYHMH HA OTIIYCKAHE

| 15. YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

[Tpuero e ocHOBaHME J1a He ce BKIIIOUM nH(popMmanus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH MAEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIIOYEH YHUKAJICH HACHTU(PHUKATOP.

‘ 18. YHUKAJIEH MAEHTUOPUKATOP — JAHHHU 3A YHETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JIA CBbABPKA IIBPBUYHATA OITAKOBKA

ETUKET HA ®JIAKOHA

‘ 1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Kyprolis 30 mg npax 3a uHby3H0HEH pa3TBOP
Kappua3oMuo

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bceku ¢nakon cpappka 30 mg xaphunzomuo.
Cunen pastBapsiae, 1 ml pa3tBop cbappika 2 mg kapdHuizomuo.

| 3. CIHMCBK HA IOMOIIHUTE BEIIECTBA

Cyndobyrunberanekc HaTpuii, 6e3Bo1Ha TMMOHeHa kucenuHa (E330), HaTpueB XuapoKCcuI.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax 3a uH(y31MOHEH Pa3TBOP.

5. HAYUH HA ITPUJIOKEHUE U ITBT(MLIA) HA BBBEXJIAHE

Ipenu ynotpeda nmpovereTe TUCTOBKATA.
3a MHTPABEHO3HO MPUIIOKCHUE.
Camo 3a emHOKpaTHa ynoTtpeoa.

6. CIIEHUAJIHO INTPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA U JOCEI'A HA JELIA

ﬂ;a CC CbXpaHsiBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJIUMO

IlutoTOKCHMYHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
[la ce cpxpaHsABa B OpMTMHAJIHATA KapTOHEHA OMaKOBKa, 3a J1a ce MPeana3y OT CBETIHHA.

10. CHEHOUWAJIHU NPEAITA3SHU MEPKU ITPU U3XBBPJISAHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/ISXB’LPHGTG HCHU3ITIOJI3BAHUTC KOJIMYCCTBA B CbOTBETCTBUC C MCCTHUTC U3MCKBAHUA.

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/15/1060/003

| 13. TAPTHJIEH HOMEP

Lot

| 14. HAYHMH HA OTIIYCKAHE

| 15. YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

[Tpuero e ocHOBaHME J1a He ce BKIIIOUM nH(popMmanus Ha bpaiinosa a30yka.
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JAHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Kyprolis 60 mg npax 3a nH(py31MOHEH pa3TBOP
KaphuI3oMuo

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bceekn dhnakon cpappika 60 mg kaprsomuo.
Cnen pa3tBapsine, 1 ml pa3tBop chabpxa 2 mg kapHuiazoMuo.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEIIECTBA

ITomomnrnu Bemecta: CyndoOyrunberaneke HaTpui, Oe3BoaHa TuMoHeHa kucennna (E330), HaTpues
XUAPOKCHI. 3a JOIBIHUTETHA UH(OPMAIUS BUKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a uH(Y3UOHEH Pa3TBOP.
1 pnakon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(MLIA) HA BBBEXJIAHE

[penu ynotpeda nmpoveTeTe TUCTOBKATA.
3a MHTPABEHO3HO MPUIIOKCHUE.
Camo 3a emHOKpaTHa ynoTtpeoa.

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U IOCET'A HA IELIA

ﬂ;a CC CbXpaHsiBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHELHUAJIHM NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

IluToTOKCHMYHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
[la ce cpxpaHsABa B OpMTMHAJIHATA KapTOHEHA OMaKOBKa, 3a J1a ce MPeana3y OT CBETIHHA.

10. CHEHOUWAJIHU NPEAITA3SHUA MEPKU ITPU U3XBBPJIISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/ISXB’LPHGTG HCHU3ITIOJI3BAHUTC KOJIMYCCTBA B CbOTBETCTBUC C MCCTHUTC U3MCKBAHUA.

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/15/1060/001

| 13. TAPTHJIEH HOMEP

ITaptunen Ne

| 14. HAYHMH HA OTIIYCKAHE

| 15. YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

[Tpuero e ocHOBaHME J1a He ce BKIIIOUM nH(popMmanus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH MAEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIIOYEH YHUKAJICH HACHTU(PHUKATOP.

‘ 18. YHUKAJIEH MAEHTUOPUKATOP — JAHHHU 3A YHETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPSABBA JIA CbABPXA ITbPBUYHATA OIIAKOBKA

ETUKET HA ®JIAKOHA

‘ 1. HUME HA JIEKAPCTBEHUA NTPOAYKT

Kyprolis 60 mg npax 3a nH(y3HMOHEH pa3TBOP
KaphuIBoMud

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bcexku dmakon crabpika 60 mg kapdunzomuo.
Cren paztBapsiae, 1 ml pa3TBop chabpika 2 mg KaphuiazoMuo.

|3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

Cyndobyrunberanekc HaTpuid, 6e3BoaHA IMMoHeHa kucenuHa (E330), HaTpueB XUapOoKCH .

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

IIpax 3a uHOY3UOHEH Pa3TBOP.

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[Ipenu ynorpeba npodereTe IUCTOBKATA.
3a HHTPAaBEHO3HO MPUIIOKEHHE.
Camo 3a emHOKpaTHa ynoTtpeoa.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, UE JIEKAPCTBEHUSAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT NOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTBHIIHO 34 ACIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

IluToToKCHYHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
[la ce cpxpaHsABa B OpMTMHAJIHATA KapTOHEHA OMaKOBKa, 3a J1a ce MPeana3y OT CBETIHHA.

10. CHEHOUWAJIHU NPEAITA3SHU MEPKU ITPU U3XBBPJISAHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/ISXB’LPHGTG HCHU3ITIOJI3BAHUTC KOJIMYCCTBA B CbOTBETCTBUC C MCCTHUTC U3MCKBAHUA.

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/15/1060/001

| 13. TAPTHJIEH HOMEP

Lot

| 14. HAYHMH HA OTIIYCKAHE

| 15. YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

[Tpuero e ocHOBaHME J1a He ce BKIIIOUM nH(popMmanus Ha bpaiinosa a30yka.
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b. JUCTOBKA
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JIucroBka: uH(popManKd 32 NaHEHTa

Kyprolis 10 mg npax 3a un¢y3uoHeH pa3TBoOp

Kyprolis 30 mg npax 3a uHy3u0HEeH pa3TBoOp

Kyprolis 60 mg npax 3a ungy3uoHeH pa3TBop
kaphumzomu6 (carfilzomib)

VTosu JICKapCTBEH MPOJYKT MOJICHKH HA JOMBIHUTEITHO HaOmoqeHre. ToBa 1iie Mo3BoJH 6bP30TO
yCTaHOBsIBaHE HA HOBA WH(POPMAIUS OTHOCHO Oe3omacHocTTa. Moxere Jia 1afieTe CBOsI MPUHOC KaTo
CHOOIIHTE BCSIKA HEXETaHa PEaKIns, KOATO CTe TONYyYMIN. 3a HaunHa Ha ChOOIIaBaHe HA HEXETaH!
PEaKIMU BIXKTE Kpas Ha TOUKa 4.

IIpouyerere BHUMATEIHO LsJIAaTa JUCTOBKA, IIPEIM 12 3all0YHeTe 12 U3I0/13BaTe TOBA

JIEKAPCTBO, Thil KATO THA ChAbpP:Ka Ba:xkHA 32 Bac nHpopmanus.

- 3amazeTe Ta3y JUCTOBKAa. MOXKe 1a ce HAJIOKH [ [ IPOYETETe OTHOBO.

- AXO BMaTe HIKaKBH JOII'BbJIHUTCIIHUA BBIIPOCH, nonuraite Bamms JICKap Ui MECAUIMHCKA
cecTpa.

- AKO MonTyunTe HSIKaKBH HEXXEIaHU peaklnu, yBenomere Bammus nekap, papManeBT win
MEIMIHAHCKA cecTpa. ToBa BKJIIOYBA U BCUYKH Bb3MOKHU HEKEIAHH PEAKIIMH, HEOITUCAHH B
Ta3M JMCTOBKA. Bikre ToukKa 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKaA

Kakso npencrasnsaBa Kyprolis 1 32 kakBo ce H3M013Ba
KaxBo Tpsi0Ba na 3Haere, npenu na usnonssate Kyprolis
Kak na usnonssare Kyprolis

BB3MoKHH HEXXENaHU PeaKIuu

Kak na cexpansBare Kyprolis

ChrpprkaHne Ha OTIAKOBKATa M JOIBIHUTEIHA HHPOpMannsI

A S

1. Kaxso npencrasiasia Kyprolis u 3a kakBo ce u3noj3Ba
Kyprolis e nexapcTBo, KOETO ChABPKa aKTUBHOTO BEUIECTBO Kap(PHI30MUO.

Kapdmmomub aeiictBa kaTo 010Kupa mpoTeazomara. [Iporeazomara € cucTemMa B KIETKUTE, KOSITO
pasrpaxa OenThIUTE, KOraTo ca yBPEJICHH WM Beue He ca HeoOxomumu. Upes npeaoTBpaTsBaHe Ha
pasrpaxIaHeTo Ha OCNTHIUTE B PAKOBUTE KJIETKU, KOUTO € MO-BEPOSITHO Ja ChIBPIKAT MO-TOJSIMO
KOJIMYECTBO aHOPMaITHU OenThiu, Kyprolis mpuunHsBa yHUIIOKEHHE HA PAKOBUTE KIICTKH.

Kyprolis ce n3noxnssa 3a jedeHne Ha Bb3PACTHU MAEHTH C MHO>KECTBEH MHEJIOM, KOUTO ca HMaJH
IIOHE €JHO MpeIIEeCTBAIIO JICIEHUE 3a TOBa 3a00s1BaHe. MHOKECTBEHUST MUEIOM € paK Ha
TUTa3MEeHNUTE KIETKH (BU OeNy KPHBHH KIIETKH).

KypI'OliS me Bu ce npuiaara 3aeiHO C JICHATUAOMHUA U JCKCAaMCTAa30H, U1K CaMO C ICKCAaMCTAa30H.
JleHanuooMua u IeKcaMeTa3oH ca APYTH JICKapPCTBA, U3II0JI3BAHU 3a JICYHCHUEC Ha MHOXKXCCTBCH
MHUCJIOM.

2. Kakgo TpsadBa 1a 3HaeTe, npeau aAa usnouassare Kyprolis

Bammsr nexap me Bu npersnena u e HanpaBu nperies Ha biHaTa Bu MenunnHcka anamuesa. e
ObeTe HaOI0aBaHU BHUMATEIHO 110 BpeMe Ha siedeHueto. [Ipenu 3amouBane Ha Kyprolis u o
BpeMe Ha JieueHueTo uie Bu ObaaT HanpaBeHH KpBbBHU u3cienBanus. ToBa ce Hamnara, 3a 1a ce
IPOBEPU AT UMAaTe AOCTAThYHO KPBBHU KJICTKH M Ay Bammsar yepen npod u 6s0perure
(YHKIIMOHUPAT NPaBUIHO. BammaT nexap nim MeANIMHCKA CecTpa IIe IPOBEPAT JajH TI0JTydaBaTe
JOCTaThYHO TCUHOCTH.
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TpsiOBa na mpovereTe TMCTOBKATA 3a MAIMEHTa HA BCUYKH JICKAPCTBA, KOUTO NPHUEMAaTe B KOMOWHAIMS
¢ Kyprolis, Taka 4e na pazoepere nadopmanmsra, CBbp3aHa ¢ TE3H JEKapCTBa.

He u3nonzBaiite Kyprolis, ako cTe asepruyHu KbM KappHI30Mu0 WM KbM HSIKOS OT OCTaHAIIUTE
CBCTaBKH Ha TOBA JIGKapCTBO (M30pOCHU B TOUKA 6).

IIpenynpesxaeHust ¥ Npeana3sHA MePKH

I'oBopete ¢ Bamus Jekap uim MeIUIMHCKA cecTpa, npeau 1a usnossarte Kyprolis, ako umate
HSIKOE OT ChCTOSTHUSITA, H30POEeHH MO-10.Iy. Moke 12 € He0OX0AUMO J1a CE MOJIOKUTE Ha
JIOTIBITHUTENTHU M3CTICIBAHMS, 32 JIa C€ TIPOBEPH JaH ChPIETO, ObOperuTe U YepHuaT Bu apob
(hyHKIIMOHUPAT HOPMAITHO.

o [TpobieMu cbe ChPLETO, BKIIOYUTEIHO aHAMHE3a 32 IPhAHA 00JKa (CTEeHOKapAus), HHPApKT,
HEPUTMUYHA ChpIeUHa ICHHOCT, BACOKO KPbBHO HAJISTaHE WM aKO HAKOTra CTE MpHEMalld
JIEKapCTBO 3a ChPLETO

. [Ipobaemu ¢ Oemust 1pod, BKIIFOUUTEITHO aHAMHE3a 3a 33yX B MTOKOH WA TTPH (GU3HIECKO
ycunue (IUcIHes)

o [Mpobnemu ¢ ObOpenHTe, BKIOYUTEIHO OBOpEUHA HEAOCTATHYHOCT WIIM aKO HKOTa CTe OHITH
Ha Juain3a

o [Mpobnemu ¢ yepHus APOO, BKIIOUNTEITHO aHAMHE3a 32 XENaTUT, YepHOAPOOHA CTeaTo3a, Ml
aKko HsKora ca Bu ka3Banu, 4e uepHuAT Bu npo0 He GyHKIMOHUpA IPaBUIHO

o Heob6uuaiiHO KbpBEHE, BKIIOYUTEIIHO JIECHO KPbBOHACSIaHE, KbPBEHE OT HapaHsIBaHE, KaTo

HanpHuMep Mopsi3BaHe, KOETO OTHEMa MoBeYe BpeMe OT 0YaKBaHOTO, 3a J1a CIIPE; WK BBTPELICH
KPBBOM3IIUB KaTO XpadeHe Ha KPbB, MOBPBILAHE HA KPBB, TBMHU KaTO KaTpaH U3MpasKHEHNS,
WIN SIPKOYEPBEHA KPBB B U3IPAXHEHUATA; WM KPBBOU3IHB B MO3bKa, BOACLI JO BHE3AITHO
M3TPBIBAHE WM [1apaln3a Ha eHaTa CTpaHa Ha JIMLETO, KpaKaTa WK PhIETe, BHE3AITHO CUIHO
rJ1aB00OJIHe, WK MTPOOJIEeMHU ChC 3PEHUETO, UK 3aTPYAHEHUS B TOBOPA WM NPErTbLIaHEeTo.
ToBa MOXe /1a TOKa3Ba, ye UMaTe HUCHK Opoi TpOMOOIMTH (KJIETKH, KOUTO TIoMarar 3a
CBCUPBAHETO HA KPHBTA)

o AKo cTe uManu KPbBHU ChbCUPELY BbB BEHUTE

. boinka uinm noxyBaHe Ha Kpaka WM pbKaTa (KOETO MOJXKE /1a € CUMIITOM Ha KPBbBHU ChCUPELH B
I'BJIOOKHTE BEHU HA Kpaka WK pbhKaTa), 00JKa B I'bpIUTE WIH 3a1yX (KOETO MOXKeE Ja €
CHUIIMTOM Ha KPBBHHU ChCHpELH B Oenute TpodoBe)

J Bcesiko apyro cepno3Ho 3a0omsBaHe, 3apaan KOETO CTe OMIM XOCTIUTATU3UPAHH WIH CTE
NOJIy4aBaIl HIKaKBH JICKapCTBaA.

C’LCTOHHI/IH, 3a KOUTO TDSI6B3. JAa CJICAUTC

Hoxaro nmpuemate Kyprolis, TpssOBa na cirequte 3a ompeeieHn CUMITTOMH, 3a J1a ¢€ HaMaJll pucka OT
eBeHTyaHu poosemu. Kyprolis Moxe 11a BIIOIIN HIKOM 3a00JIABaHUs, HJIH JIa IPUYMHU CEPUO3HH
HEe)KeJIaHW PEeaKIvK, KOUTO Morar Ja ObJIaT C JeTajeH U3X0/I, KaTO HApUMep ChpJeUHU MPOOIeMH,
oenoapooHM mpobieMu, ObOPEUHN TTPOOIEMH, CHHIPOM Ha TYMOPEH pasznan (’KMBOTO3acTpaIiaBaIio
ChCTOSTHHE, KOSTO HACTBIIBA TP pa3pylllaBaHe Ha PAKOBUTE KIIETKH U OCBOOOKIaBaHE HA
ChIBPKAHUETO UM B KPHBOOOPAIICHUETO), peakiuu KbM nH(y3usaTa ¢ Kyprolis, HeoOuuaiina mosisa
HAa CHHUHU WU KbpBEHE (BKIFOUMTEIHO BETPEIIeH KPHBOU3IINB), KPbBHU ChCUPEIH BB BEHUTE,
npo0emMu ¢ YepHus 1po0, HIKOU 3a00JIIBaHMS Ha KPBBTA, WM HEBPOJIOTHIHO 3a00JIIBaHE, U3BECTHO
karo PRES. Buwxre ,,CbcTosiHHS, 32 KOUTO TPsAOBa J1a ClieAnTe” B TOYKA 4.

TpsabBa na kaxxete Ha Bamms iekap, ako HAKOTa CTe UMaJIH WM TOHACTOSIIEM MOXeE J1a IMaTe
uHpekius ¢ xenatut B. Toa e Taka, ThI KaTo TOBA JCKApCTBO MOXKE Jia IOBEJIE 0 TIOBTOPHO
aKTUBUpAaHEe Ha BUpyca Ha XxenaTutT B. Bammsr nekap 1ie npoBepsiBa 3a MpU3HAIM Ha Ta3u WH(EKIUs
TIpeIH, 10 BpeMe Ha 1 3a M3BECTHO BPEMeE CIIe]] JICYEHHETO ¢ TOBa JiekapcTBo. HezabaBHO KakeTe Ha
Bamms JICKap, aKO U3MNUTBATEC BJIOIIaBalla C€ yMoOpa UJIKM UMATEC MOXKXBJITABAHC HAa KOKaTa UJIN OstmaTa
4acT Ha OYMTE.
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Koraro u n1a e mo Bpeme Ha wiu ciiej] Bamero neueHue, kaxere He3abaBHO Ha Bamus iekap wiu
MEUIIMHCKA CeCTPa, aK0: MOMyYHTe 3aMbBIIICHO 3peHHe, 3ary0a Ha 3peHUE WK ABONHHO BIDKIAHE,
3aTpyIHEH TOBOP, CIa0OCT B phKa WM KpakK, MPOMsIHA Ha rmoxojkara Bu wim npobiemu ¢ 6ananca,
YHOPHUTa CKOBAaHOCT, HAMAaJICHa YyBCTBUTEIIHOCT WK 3ary0a Ha YyBCTBUTEIIHOCT, 3ary0a Ha aMeTTa
WM 00BPKAHOCT. BCHYKH Te MOXKe /1a ca CUMIITOMH Ha CEPHO3HO U MOTECHI[HATHO (AaTaTHO MO3BYHO
CBCTOSTHHE, U3BECTHO KaTo IIPOrpecuBHA My ATH(OKaTHA JieBKoeHedamonarus (ITMJI). Ako cte
HUMaJI TE3U CUMITTOMH IPEIU JICYCHUETO ¢ Kapui3omMu0, kaxxere Ha Baius jiekap 3a Besika eiHa
MPOMSHA B T€3U CUMITOMU.

Jpyru nexkapcrBa u Kyprolis

Tps0Ba na kaxxere Ha Bamus nekap, ako npreMaTe, HaCKOpo CTe MPHUEMalli WK € Bb3MOXKHO A2
npueMare JIpyru JiekapcTBa. ToBa BIIIOYBA JEKapCTBa, OJyUCHH Oe3 peLenTa, KaTo BUTAMUHU UIIH
OWJIKOBH JIEKapCTBa.

Tps6Ba na kaxere Ha Bamus nexap Wi MEAULIMHCKA CECTPa, aKO IpUeMaTe JICKapCTBa, U3I0I3BaHN
3a Ipeana3BaHe oT 3a0peMeHsBaHe, KaTo HallpuMep MepopaiHi KOHTPALETITUBY WIIH APYTH
XOPMOHAJHHA KOHTPALENTUBH, Thi KaTO T€ MOXeE Jia He ca MOAXOIIIH 3a ynorpeda ¢ Kyprolis.

bpemMeHHOCT U KbpMeHe

3a sxenu, kouto npuemar Kyprolis

He npuemaiite Kyprolis ako cre OpemeHHa, cMATaTe 4e MOXKE Jla CTe OpeMEeHHa WK IJIaHUpaTe Ja
umate O6ebe. Jleuennero ¢ Kyprolis He e onieHsBano npu OpemeHHH xeHud. JlokaTo mpuemate Kyprolis
U B poabipkenue Ha 30 THU ciien mpeKpaTsBaHe Ha JIEYEHHETO, TPAOBA 1a M3IOI3BATE MO X OIS
METO/]] Ha KOHTpAIICIIIHs, 3a 1a CTe CUTYPHH, 4e HAMa Ja 3abpeMeHeere. TpsOBa 1a roBopuTe ¢
Bamms nekap nim MeTUIIMHCKA cecTpa 3a MOAXOMAIINTE METOAN Ha KOHTPALCIIIHA.

Ako 3a0pemeneere, nokato nmpuemate Kyprolis, yBegomere He3abaBHo Bamus ekap uiu
MEIMIIUHCKA CeCcTpa.

He mpuemaiite Kyprolis, ako kbpmute. He € m3BectHo mamu Kyprolis mpeMuHaBa B KbpMarta.
OuakBa ce JeHaTUIoOMu Aa ObJlie BpeeH 3a mioja. Thit kato Kyprolis ce nmpuiara B koMOMHAIUS C
JeHATUJIOMUJ, TpsiOBa na craszBate [Iporpamara 3a mpezmnasBane OT OPEMEHHOCT (BHXKTE JIMCTOBKATA
Ha JICHATUJOMU] 32 HH(pOpMaIsi OTHOCHO TpeJina3BaHe oT OpeMEHHOCT U 00cheTe ToBa ¢ Bammist

nekap, apManeBT WM MEJUIUHCKA CEeCTpa).

3a mexke, kouTo npueMmar Kyprolis

Hoxkato npuemare Kyprolis 1 B npoabinkenue Ha 90 aHU ciienl IpeKpaTsBaHe Ha JCYCHHUETO, TpsiOBa
Jla M3II0JI3BaTe MIPE3epBATUB, IOPH U aKo NapTHbopkaTa Bu e OpemenHa.

Axko naptHbopkara Bu 3a0pemenee, nokaro npuemare Kyprolis nim B pamkure Ha 90 nHU cien
IpeKpaTsBaHe Ha JICUCHUETO, yBEAOMeTe He3a0aBHO Bamist nexap uin MeIMIMHCKa CecTpa.

lodupane u paéora ¢ MalIMHK

Hoxato ce nexyBate ¢ Kyprolis, MoXxe 1a oJryantTe yMmopa, 3aMassHOCT, IIpUMajsiBaHe W/ CTIalaHe
Ha KPBBHOTO Haisrane. ToBa Moe Jja HapyIu criocoOHOcTTa Bu 3a modupane wim padota ¢
MammHU. He modupaiite u He paboTeTe ¢ MalllMHN, aKO UMATe T€3U CUMIITOMH.

Kyprolis cbabpaxa HaTpuii

ToBa nexapcTBO chabpika 37 mg Harpuil Ha dutakoH 10 mg. ToBa e exBuBaneHTHO Ha 1,9% oT
MPETIOPHUUTEITHUS MAaKCUMaJICH JTHEBEH TpUeM OT 2 g HaTpuii 3a Be3pacTeH cropen C30.
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ToBa nexapcTBo cbhabpka 109 mg Hatpuii Ha ¢akoH 30 mg. ToBa e eKBUBaJIGHTHO Ha 5,5% oT
MPETIOPHUUTETHUS MaKCUMAJICH JTHEBEH TIpUeM OT 2 g HaTpHii 3a Bh3pacTeH cropen C30.

ToBa nexapcTBO chabpika 216 mg Hatpuii Ha (iakoH 60 mg. Toa e ekBuBaneHTHO Ha 11% ot
MPETIOPHUUTEITHUS MaKCUMaJICH JTHEBEH TIPUEM OT 2 g HaTpHii 3a Bh3pacTeH criopen C30.

Kyprolis cbabpika HUKJI0AEKCTPHH

Toga nekapctBo chabpka S00 mg nukinoaexcTpuH (cyndodyrundeTanekc Harpuii) Ha ¢uakon 10 mg.
ToBa e exBuBasieHTHO Ha 88 mg/kg 3a BB3pacTeH ¢ Terio 70 kg.

Toga mekapctBo chabpka 1 500 mg muknoaekcTpuH (CyadooOyTmideTaaexe HaTpwii) Ha GIaKoH
30 mg. ToBa e exBuBanenTHo Ha 88 mg/kg 3a BB3pacten ¢ Terno 70 kg.

Toga nekapctBo chabpka 3 000 mg mukIoaeKCTPUH (CyahoOyTIIIOeTaaeKe HATPpHii) Ha (IaKOH
60 mg. ToBa e exBuBasicHTHO Ha 88 mg/kg 3a BB3pacTeH ¢ Terio 70 kg.

3. Kak na nznoazBarte Kyprolis

Kyprolis me Bu ce mpunara ot nekap wim MeIuiuHCKa cectpa. Jlozara me Obae n3uuciieHa Bb3
OCHOBa Ha Bamms pbCT # TErIIo (TelecHa MOBBPXHOCT). BammsT mekap wim MeITUITMHCKA cecTpa IIe
onpeaensT no3ara Ha Kyprolis, kosTo 111e nosxy4asare.

Kyprolis me ce mpunara kato nady3us BEB BeHa. IHPy3uITa MOXKE T2 IPOIBIKA 10 30 MHHYTH.
Kyprolis ce mpunara 2 mopeaHu AHA BCAKA CEAMMIIA, B IPOIBIDKEHUE HA 3 CEJMUIIH, MOCIICABAHO OT
elHa ceaMHuIa Oe3 JIeUeHHe.

Bceku 28-1HEBEH NEpHoJ € eIMH MK Ha JeueHue. Topa o3HauaBa, ue Kyprolis 1ie ce npuiara Ha
nen 1,2, 8,9, 15 u 16 ot Bcekn 28-1HeBeH UKD, Jlo3uTe Ha ieH 8 1 9 OT BCEKM ITUKBJI HAMA J1a e
MpujaraT oT MUK 13 HaTaThK, ako ce JekyBare ¢ Kyprolis B koMOWHAIMS ¢ JICHATHUIOMUI U
JIEKCaMeTa30H.

[ToBedeTo manueHTH 1I€ MOJyYaBaT JICUCHUE, TIOKATO 3a00IIBAHETO UM CE TIOJJ00pSIBA UM OCTaBa
crabmiHo. Beipeku ToBa, neuennero ¢ Kyprolis Moxe CBIIO 1a ce CIpe, ako ce TOSBAT HeXKeTTaH!

peakIuu, KOUTO He MOTaT J1a ObJIaT OBJIA/ISHU.

3aemnHo ¢ Kyprolis Bue 1ie nmonyyaBaTe ChIo JIEHATUIOMU U ASKCAMETa30H, HIIH CaMO
JekcaMmeTa3oH. MoJke 1a TIojTydaBaTe U JpyTH JIEKapCcTBa.

Axo Bu e npuiioxkena noseuye ot Heodxoaumara g03a Kyprolis

Tbii KaTo TOBa JIEKAPCTBO c€ IpHUJIara oT JieKap I MEAULUHCKA CECTPa, MAJIKO BEPOSITHO € 1a Bu
0bJe mpUIIoKeHa MoBeve 0T HeoOxoauMaTa o3a. Bernpeku ToBa, ako Bu e npunoxena TBbpae roisma
no3a Kyprolis, Bamusit nexap me Bu HaOronaBa 3a HeXxenaHU peakuyy.

AKO MMaTe HIKaKBH JIOMIBIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamms nekap nim MeIUIMHCKA CECTpa.

4. Bb3MoxkHM HelKeIaHU peaKkluu

Kakrto Bcnmuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE Jia IPCAU3BHUKA HEKECIIaHNU pCaKIMU, BBIIPEKU Y€ HC
BCCKMU I'M IIOJTy4YaBa.
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ChceTosiHNA, 32 KOUTO TPsiOBa /1a ciequTe

Hsaxou HexeaHn PC€aKIM1 MOZKE 1a ¢Ca CCpUO3HHA. YBenomere Bamusa JIEKap He3aﬁaBHO, akKo
3a0€1eKUTE HIKOH OT CICIHUTEC CUMIITOMM:

Bonku B rbpauTe, 331yX, MOAyBaHE HA KpakaTa, KOUTO MOTaT Ja ObJaT CHMIITOMH Ha MPpodIeMu
ChC CHPIIETO

3aTpy/HEHO JUIIaHe, BKIIOYUTEIHO 33/IyX B IIOKOW MU NMPH (HU3UIECKO YCHUIIHE, HITH KalllTHIIa
(IucHes ), y4eCTeHO TUIIaHe, HEJOCTUT Ha BB3AYX, XPUIIOBE WM KaIlUIUIA, KOUTO MOTAT J1a
OBIaT cuMITOMHU Ha OenoApoOHA TOKCHYHOCT

MHOTr0 BHCOKO KPBBHO HaJsiTaHe, CHITHA OOJKa B I'bPUTE, CUITHO INIaB0o0OJHEe, 00bPKBAHE,
3aMBIJICHO 3PCHUE, TaJIcHE U MTOBPbhIaHe, HITH N3pa3eHa TPEBOKHOCT, KOUTO MOTarT J1a ObaaT
CUMITOMH Ha ChCTOSHUE, U3BECTHO KaTO XUIIEPTOHUYHA KpH3a

3a1yX IpU U3IMBJIIHEHUE HA ©KESTHCBHUTE JCHHOCTH WM B TIOKOW, HEPUTMHYHA ChPJICYHA
JIEHHOCT, YCKOPEH ITyJIC, OTMAHATIOCT, 3aMastHOCT U MIPUIIAIbIHU ChC 3ary0a Ha TOBOP, KOUTO
Morar aa ObAaT CHMITOMH Ha ChCTOSIHUE, U3BECTHO KaTo OeI0IpoOHa XUIIEPTOHHUS

[TonyBaHe Ha rie3eHUTE, XOIUIIATa WK PhIIETE, 3ary0a Ha aleTUT, OTJCIAHE Ha MO-MAaJIKO
YpHHA WM OTKJIOHEHHUS B PE3YJITATUTE OT KPBBHUTE U3CJICABAHUS, KOUTO MOrar Ja ObaaT
CUMITOMH Ha MpoOJieMu ¢ ObOpenuTe mim ObOpEeYHa HETOCTATHYHOCT

Hexenana peakius, HapeueHa CUHAPOM Ha TYMOPEH pasmaj], KOSTO MOXKe Ja € IPUINHEHA OT
OBP30TO pa3pyliaBaHe HA TYMOPHUTE KJICTKH U MOXKE J1a MPETU3BUKA HEPUTMHYHA ChpACYHA
JeiHOCT, OBOpEeYHa HEOCTATHYHOCT WITH OTKIIOHEHHSI B PE3YJITATHTE OT KPHBHUTE
W3CIIEABaHUS

[MoBumieHa Temneparypa, BTpUcaHe WK TperepeHe, 00IKa B CTaBUTE, MYCKYJTHH OOJIKH,
3a4yepBsBaHE Ha JMIETO WK MMOyBaHE Ha JIUIETO, YCTHUTE, €3UKA H/UIH IbPIOTO, KOUTO MOTAT
Jla IPEeTM3BUKAT 3aTPyAHECHO JHINAHE WIIH MIPETIbINane (aHTHOeaeM), clTadoCT, 3a1yX, HUICKO
KPBBHO HAJIATaHEe, IPUMAIbK, CTATaHEe B ThPIUTE WK 0OJIKA B T'bPIUTE MOT'AT Ja CE MOSABSAT
KaTO peakist KbM HH(DY3HsITA

HeoOuuaiino oOpa3yBaHe Ha CHHUHU WJIM KbPBEHE, KaTO HAIIPUMED MOPsA3BaHE, IPU KOCTO €
HEOOXOIMMO MOBeUe BpeMe 0T 00HUYAHOTO, 32 Ja CIPe KbPBEHETO; UITH BHTPEIICH KPhBOU3IHB
KaTo XpaueHe Ha KPbB, IOBPHIIIAHE HA KPHB, ThMHU KaTO KaTpaH U3NPAKHEHUS, UITH
SIPKOYCPBEHA KPBB B U3NMPAXKHCHUATA; WIA KPHBOU3IUB B MO3bKa, BOJICII /IO BHE3AITHO
W3TPBIIBAHE WM Mapajin3a Ha ¢JHATA CTpaHa Ha JIUIIETO, KPaKaTa WK PhIETE, BHE3AMHO CHITHO
rJ1aBo0OJIHe, HITH MTPOOJIEMHU ChC 3PEHHUETO, HITH 3aTPYAHCHHS B TOBOPA WM TPETITHIIAHETO
Boika v moryBaHe Ha Kpaka WK pbKata (KOSTO MOXKE J1a € CUMIITOM Ha KPBBHU ChCUPEIH B
I'BJIOOKHTE BEHU HA Kpaka WM pbhKaTa), 00JKa B I'bpAUTE WIH 3a1yX (KOETO MOXKeE Ja €
CHUIIMTOM Ha KPBBHHU ChCHPELH B Oenute 1podoBe)

[NoxbnTsiBaHE Ha KOXAaTa U OYUTE (KBJITEHUIIA), KOpeMHa 0O0JIKa WIIH MOTyBaHe, TaJICHE WK
MOBpPBIIaHE, KOUTO MOTAT Jia ObJIaT CUMIITOMU Ha YePHOAPOOHU TIPOOIIEMH, BKIFOUUTEITHO
YepHOAPOOHA HEOCTATBYHOCT. AKO HSKOTa CTE MM HH(EKIHUs ¢ XemaTuT B, neueHneTo ¢
TOBA JICKAPCTBO MOXKE JIa MPEAN3BUKA TTOBTOPHO aKTHBHPAHE HA MH(EKIUATA C XenaTuT B
KbpBene, necHa nosiBa Ha CHHUHY, ¢1a00CT, 00bPKBaHE, BUCOKA TEMIIEpaTypa, raJicHe,
MOBPBIIAHE U JUAPHS, KAKTO U 0CTpa ObOpeUHa HEAOCTATHYHOCT, KOUTO MOTAT Aa ObaaT
CHUMIITOMH Ha 3a00JIIBaHE HA KPBBTA, H3BECTHO KATO TPOMOOTHYHA MUKPOAHTHOIATHS
['maBoGomme, 00BpKBaHe, TEPUOBE (TIPHUITAIBITHN ), 3ary0a Ha 3peHUE U BUCOKO KPHBHO HAJISATAHE
(XUmepTOHHUS ), KOUTO MOTAT Jia ObJ]aT CHMIITOMHU Ha HEBPOJIOTHYHO 3a00JIsIBaHE, H3BECTHO KaTO
CHH/IPOM Ha mocTepruopHa oopatuma eHtedanonarus (PRES).

I[pyrn Bb3MOKHU HEKETAHU PECAKIIUHN

MHoro yecT He:KeJIaHU peakunu (Mozxe jJa 3acerHar nosedve ot 1 na 10 gymmn)

Texxka 6emoapooHa nHPEKIHS (THEBMOHUS)

Wndexnns Ha TUXaTeTHATE THTUIIA

Hucwk Opoii TpoMOOIMTH, KOSTO MOYXKE Ja MIPEAN3BUKA JIECHO 00pa3yBaHe HA CHHUHH WA
KbpBeHE (TPOMOOIUTONICHHS)
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Hucwk Opoli Ha 6ennTe KpbBHH KIETKH, KOETO MOXKE Ja HaMaiu criocooHoctTa Bu 3a 6opba ¢
MHQEKIUUTE U MOXKE /1 € CHIIPOBOJICHO C BUCOKA TeMIIEpaTypa

Hucwk Opoli Ha yepBeHUTE KPBBHU KIETKHU (aHEMUS ), KOETO MOXKE Ja MPEAU3BUKA OTIIATHATIOCT
U ymopa

IIpomeHu B KpBBHUTE U3CICABaHMS (HaMaJleHH HUBA HAa KaJUi B KPbBTA, IOBUIICHU HUBA HA
3axap W/WIM KpeaTHHUH B KPHBTA)

Hamanen anetut

TpyanocTu npu 3acriuBaHe (0e3cHHUE)

I'maBoGonue

CKOBaHOCT, U3TPBIIBAHE MM HAMAJICHA YyBCTBUTEIHOCT B PBICTE W/MJIH KpaKara
3amaiiBaHe

Bucoko kpbBHO HandraHe (XUIIEPTOHUS)

3amyx

Kanumura

Huapus

I'anene

3amek

IToBpbiane

Bonka B cromaxa

Bonka B repba

Bosnku B cTaBuTe

Bonka B kpaliHULIUTE, pBLETE WIKM KpaKaTa

MycKyiHY cria3Mu

Bucoxka temneparypa

Brpucane

IlonyBaHe Ha pbleTe, XOAUIATa UK TJIE3EHNUTE

Cnaboct

Ymopa

YecTH HexeJIaHU peaknum (Moske 1a 3acerHar 10 1 Ha 10 gymm)

Peaknns kM HHPY3HATA

CopredHa HeAOCTATHYHOCT U MTPOOIIEMH ChC CHPIIETO, BKIIOUYNUTEITHO YIE€CTEeH, CHIICH M
HEpaBHOMEPEH ChPACUYCH PUTHM

Wndapxr

[IpobGsiemu ¢ ObOpenHTE, BKIFOUYUTEIHO OBOpEUHA HETOCTATHUHOCT

KpbBHU chcUpeld BBB BEHUTE (IbJIOOKA BEHO3HA TPOMOO03a)

VYcemane 3a TOIIMHA

KpbBen cveupek B 6enute 1poboBe

Teunoct B 6enute qpodose

Xpumnose

Cepro3Ha HHEKIHS, BKIIOUYUTEITHO HHPEKIHS Ha KPBBTA (CEICHC)

benonpobna nunpexus

[Mpobnemu ¢ yepHus APOO, BKIIOUNUTEITHO TTOBUILIABAHE HA YSPHOAPOOHHUTE €H3UMH B KPBBTA
I'punononobHy cuMnTOMH (TpUI)

PeakTuBupaHe Ha BUpyca Ha Bapulleia (Xeprec 30cTep), KOUTO MOXKe Jla MPUIMHU KOXKEeH 00pHB
1 OoJika (Xeprec 30cTep)

Nudexnns Ha MUKOYHUTE THTUIIA (MHPEKIUSI Ha CTPYKTYPUTE, KOUTO OTBEXK/IAT YPUHATA)
Kamnumuna, kosaTo Moke Ja BKIIIOUBA CTITaHe B I'bPJUTE WIH 0OJIKa, 3alyIIBaHEe HA HOCA
(6bponxHT)

3adepBeHO I'bPII0

Bb3nanenue Ha HOca U I'BPIIOTO

Xpema, 3arrymiBaHe Ha HOCA WM KHXaHe

Bupycna uadexmms

NHupexmusa Ha cToMaxa 1 yepBaTa (TaCTPOSHTEPHT)
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. KbpBeHe B cTomaxa U yepBaTa

. [Ipomenu B KppBHUTE U3cieABaHNA (HaMaJeHN HUBA Ha HaTPUW, MarHe3ui, OeNThK, Kanui
wm ocdar B KpbBTA, OBUIIICHH HUBA Ha KU, MMKOYHA KACEIMHA, KAJIUH, OWIHpyOuH WIiTH
C-peaKTUBEH MPOTEHH B KPHBTA)

HexunpaTanus

TpeBoxkHOCT

UyBcTBO Ha O0OBPKAHOCT

3aMBIIIeHO 3peHne

Karapakra

Hucko kpBbBHO HayTaHe (XATTOTOHMS )

KbpBene ot Hoca

[IpomsiHa B ri1aca WM Apesras riac

Hapymeno xpanocMmumnane

3p00001

O6puB

Kocrtaa 60mKa, MyckyItHa 00Jka, 00JIKa B ThPIUTE

MyckymHa c1abocT

bonku B Myckynure

CppOesk 1Mo Koxkata

3adepBsBaHe Ha KOXKaTa

[ToBunieHoO U3N0TsABaHE

Bonka

Bonka, momyBane, ApazHeHe WM TUCKOM(OT Ha MSICTOTO Ha MHXEKTHPAaHE BHB BEHATa
[lIy™m B ymmTte (THHUTYC)

OO01110 HEPA3ITOJIOKCHIE HITH TUCKOM(OPT

HedecTu HexkeJ1aHM peakunu (Mo:xe Aa 3acerHat a0 1 na 100 qymm)

KspBene B 6enure apoboBe

Br3nanenue Ha 1e6enoTo yepBo, MPUIUHEHO OT OakTepus, HapeueHa Clostridium difficile

Anepruuna peaknus kM Kyprolis

MynTuoprasia HelOCTaThYHOCT

Hamanen npuTok Ha KpbB KbM CHPLIETO

KpbBou3muB B MO3bKa

Wucynt

3aTpyAHEHO JUIIAHE, yYECTEHO AUIIAHE U/WIH JIEKO MOCHHIBAHE HAa BhPXa HAa MPBCTHUTE H

YCTHUTE (OCTHP PECIUPATOPEH TUCTPEC CHHIPOM)

. Otok Ha 0OBHBKATa Ha CHPIETO (TIEPUKAPANT), CHMITOMHUTE BKITFOYBAT OOJIKA 331 TPHIHATA
KOCT, TIOHSIKOTa Pa3MpOoCTpaHsBalla ce KbM IIUATa U paMEHETe, TIOHIKOTa ¢ IIOBUILICHA
TemIeparypa

. Cp0OupaHe Ha TEYHOCT B OOBMBKaTa Ha ChpPLETO (EPUKAPACH H3JIMB), CAMIITOMUTE BKIIFOUBAT
0oNKa B T'PUTE WK HATHCK U 3a1yX

o 3amyiiBaHe Ha OTTUYAHETO HA JKITBYKATa OT YepHHs Apo0d (xorecTasa), KOETO MOXe Aa
Npean3BHKa ChpOEK MO KOXKaTa, OXKBITABAHE HA KOXKATa, TOThbMHSBaHE HA YPUHATa U MHOTO
CBETIIN U3IPAKHEHUS

. [Mepdopauns Ha XpaHOCMUIATEIHATA CHCTEMA

o LutomeranBupycHa HHGEKIUSL

o [ToBTOpHO akTHBUpaHe HAa MH(EKLHUS ¢ XenaTuT B (BUpyCcHO Bh3NasieHHe Ha YepHHUS APOO)

Cpo0maBaHe HA HeKeJIAHU peaKIuu

AKO N0JIy4YnTe HAKAKBH HeXKeJIaHM JIEKAPCTBeHH peaKkluu, yBeaomMere Bamus Jjexap,
(apmaueBT MiIM MeJMIMHCKA cecTpa. ToBa BKIIIOYBAa BCUUKU Bb3MOXKHU HEOIIUCAHU B Ta3U
JIMCTOBKA HEXEJIaHU peakuuu. MoxeTe ChIlo J1a ChOOIUTE HeXKeJlaHU PeaKLui JUPEKTHO Upes3
HallMOHAJIHATa CHCTeMa 3a choOlaBaHe, nocoueHa B [Ipunosxkenue V. Kato chobiiaBaTe HexeIaHH
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PCaKknun, MOXCETE a JaACTC CBOS MPUHOC 3a MOJTy4aBaHC Ha IOBCUC I/IH(bOpMa]_[I/Iﬂ OTHOCHO
0e30IMacHOCTTa Ha TOBa JICKAapCTBO.

5. Kaxk na coxpansiBate Kyprolis
Kyprolis me ce chxpaHsiBa B anrekara.
[a ce cpxpaHsiBa Ha MCTO, HEIOCTBITHO 32 JIela.

He u3nonzBaiite Kyprolis cnen cpoka Ha roqHocT, 0TOENsI3aH BbpXY (iakoHA M KapTOHEHaTa
onakoBka. CpOKBT Ha TOJHOCT OTIOBAps Ha MOCICTHUS ACH OT IIOCOUYEHHS MECELl.

Ja ce cpxpansBa B xnaauiaauk (2°C — 8°C).
[a He ce 3ampassBa.
[a ce cpxpaHsiBa B OpUIMHAIHATAa KAPTOHEHA OIIAKOBKA, 3a Ja C€ MPEAIa3y OT CBETIHMHA.

PexoHcTUTYHpaHHUAT IPOOYKT TPsiOBA Aa € OUCTBP, Oe31BETEH 0 OJICTOXKBIT pa3TBOP U HE TPAOBa 1a
ce Ipujara, ako ce HabJIl0AaBa HIKaKBa IPOMsIHA B IIBETa MM BUAMMU YaCTHUIIH.

Kyprolis e camo 3a eqHokpatHa ynotpeda. Hen3noa3BaHUAT JeKapCTBEH NPOIYKT WIN OTHAaJbYHUTE
MaTepHaIy OT Hero TpsiOBa Aa ce 3XBBPIIAT B CHOTBETCTBUE C MECTHUTE U3UCKBAHUSL.

6. ChabpxkaHue HA ONIAKOBKATA M J0NbJIHUTETHA HH(OPMALUS
KakBo cbabp:xa Kyprolis

- AxTHBHO BetecTBo: Kaphum3omub. Beexn drakon ceabpka 10 mg, 30 mg wim 60 mg
kaphmoMub. Cren pekoHcTuTyupane, 1 ml pa3tBop cbabpxa 2 mg kaphuiazomuo.

- Jpyru ceeraBku: cyndobyrunbderanexc HaTpHid, 6e3BoaHa TuMoHeHa kucenanHa (E330) n
HaTpueB Xuapokcu (BmxkTe Touka 2 ,,Kyprolis ceappika HaTpuit”).

Kak H3rJjiexaa Kypl‘OliS U KaKBO CHADbPJKa OIIaKOBKaTa

Kyprolis ce moctaps B cTbKICH (priakoH mox hopmaTa Ha 051 10 TIOUTH OsIT TIpax 3a HHQY3HOHEH
pa3TBOp, KOMTO ce peKOHCTUTYHUPa (pa3TBaps) Mpenu yrnorpeda. PEKOHCTUTYHpaHUST pa3TBOp €
oucTHp, Oe31BETEH WK OJIETOKBIT Pa3TBOP.

Bcska onmakoBka ceabpika 1 (rakoH.

IIpurtexaTes Ha pa3pelIeHUETO 32 yoTpeda U NPOU3BOAUTE.I
Amgen Europe B.V.

Minervum 7061,

4817 ZK Breda,

Hunepnanous

IMpuTexaTes Ha pa3pelIeHNETO 32 yIOTPeda
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnanous
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ITpousBogure.x

Amgen Technology (Ireland) Unlimited Company

Pottery Road
Dun Laoghaire
Co Dublin
Hpnangus

ITpousBogure.x
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

3a JOITBJIHUTCIIHA I/IH(bOpMaLII/IH OTHOCHO TOBaA JICKapCTBO, MOJId, CBBPIKETEC CC C JIOKATTHUSA
NpeACTABUTECI HA MMPUTCIKATCIIA HAa PA3PCIHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tel/Tél: +32 (0)2 7752711

bbarapus
Awmmxen bearapus EOO/L
Ten.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.o.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
AMGEN GmbH
Tel.: +49 89 1490960

Eesti

Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

E)ada
Amgen EAAGg Dappaxevtikd E.ITE.
TnA.: +30 210 3447000

Espaiia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363
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Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tel/Tél: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 3544 700

Malta

Amgen B.V.

The Netherlands

Tel: +31 (0)76 5732500

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
Tel: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z o0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606



Hrvatska Romania

Amgen d.o.o. Amgen Romania SRL
Tel: +385 (0)1 562 57 20 Tel: +4021 527 3000
Ireland Slovenija

Amgen Ireland Limited AMGEN zdravila d.o.o.
Tel: +353 1 8527400 Tel: +386 (0)1 585 1767
island Slovenska republika
Vistor hf. Amgen Slovakia s.r.o.
Simi: +354 535 7000 Tel: +421 2 321 114 49
Italia Suomi/Finland

Amgen S.r.l. Amgen AB, sivuliike Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland

Puh/Tel: +358 (0)9 54900500

Kvnpog Sverige

C.A. Papaellinas Ltd Amgen AB

TnA.: 4357 22741 741 Tel: +46 (0)8 6951100
Latvija United Kingdom
Amgen Switzerland AG Rigas filiale Amgen Limited

Tel: +371 257 25888 Tel: +44 (0)1223 420305

JlaTta Ha nocJjiefHO npepasriie:kaaHe Ha JIMCTOBKATa.
Apyru uzrounnum Ha nagopmanus

[MonpoOHa nHOpMaIUs 3a TOBa JICKAPCTBO € IpeAoCTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHmus
o JexapcrBata http://www.ema.europa.eu.

Ta3u nucroBka e HannyHa Ha Bcuuku e3unn Ha EC/EUII Ha yeGcaiita Ha EBponeiickara areHIus 1o
JIEKapCTBaTa.
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ITocoyenara mo-10J1y I/IH(l)OpMaIII/Iﬂ € MpeaAHasHayYeHa CaMo0 3a MCAUIIHHCKHU CIICEHAJTUCTH:

VYka3aHus 3a pekOHCTUTYHpPaHe U npUroresine Ha Kyprolis npax 3a undy3uoneH pasrsop 3a
HHTPABEHO3HO NIPUJIOJKEHHE

Kap¢umzomub e nutorokcuano cpenctso. [lopaau Topa € HEOOX0AUMO MOBUIIICHO BHUMAaHUE TTPU
pabora che 1 pu npuroTBsiHe Ha Kyprolis. [IpemopruBa ce U3M0OI3BaHETO HA PHKABUIIN U APYTH
NpeAINa3Hu CPEeNICTRA.

®nakonute ¢ Kyprolis He chappikaT aHTHOAKTEpHATHA KOHCEPBAHTH U Ca TPeAHA3HAYSHH CaMo 3a
emHokpaTHa ynotpeda. TpsOBa ma ce crazpa MOAXOAIIA aceITHIHA TEXHUKA.

PexoHCcTUTYHpaHUAT pa3TBOP ChABPKA KappuiazoMubd B koHUeHTpauus 2 mg/ml. [Ipenu
PEKOHCTUTYUPAHE [IPOYETETE IIbJIHUTE HHCTPYKLIUH 33 IPUTOTBSIHE!

1. Wsuucnere no3ata (mg/m?) u 6pos Ha daakonute Kyprolis, KoHTO ca HEOOXOAMMHU KaTo
M3M0JI3BaTe N3XOAHATA TeIeCHa MOBBPXHOCT Ha manueHTa (body surface area, BSA).
Marmentute ¢ BSA, mo-roisaMa ot 2,2 m? Tpsa6Ba 1a modydaBar J03a Bb3 0CHOBA Ha BSA
2,2 m’. He e HeoOX0AMMO KOPMTHpAHe Ha J03aTa NPH MPOMEHH B TENECHOTO Tero < 20%.

2. UzBanete prmakoHa OT XJIaIMIIHAKA HETIOCPEICTBEHO TIpeu yrnorpeoda.

3. Uznom3Baiite camo urmna ¢ pasmep 21 wim no-roysm (uria ¢ BpHIIEH auameTsp 0,8 mm wim
ITO-MaJTBK), 32 Jla pa3TBOPUTE aCENTHYHO BCeKH (pi1akoH Upe3 0aBHO MHKEKTHpaHe Ha 5 ml (3a
¢dnaxon 10 mg), 15 ml (3a ¢urakon 30 mg) wiu 29 ml (3a guakon 60 mg) crepuiiHa Boja 3a
WHXXEKINM pe3 3amyiiainkara u HacoueTe pa3TBopa kbM BbTPEIIHATA CTEHA HA
®JIAKOHA, 3a na ce cBefie 10 MUHUMYM 00pa3yBaHETO Ha TsHA.

4. BuumarenHo BepTeTe W/unu oOpbiuaite (hakoHa 6aBHO 3a OKOJIO 1 MHHYTa MM O ITBIHOTO
pastBapsne. HE PASKJIAIIIAUTE. Ako ce nosiBu msiHa, OCTaBETE pa3TBOpa Aa c€ yTau BbB
(bmakoHa, TOKaTO TITHATA H34e3HE (OKOJI0 5 MUHYTH) M pa3TBOPHT CE H3OUCTPH.

5. OrneaiiTe 3a HATMYKE HA YACTHIIM WIM IPOMSHA Ha I[BETA MIPEIU PUIIOKCHHUE.
PexoHCTHTYHpaHHST MPOAYKT TPsOBa 1a € OMCTHP, O3MBETEH 10 OJCIOKBIT Pa3TBOP U HE
TpsOBa Ja ce Mpuiara, ako ¢ HaOIrogaBa HIKaKBa IPOMSHA B [BETA WU BUINMH YaCTHUIIH.

6. I/ISXB’BpJ'ICTC HCH3IIOJI3BAHOTO KOJIMYECTBO, OCTAaHAJIO BB q)J'IaKOHa.

7. Kyprolis Mmoxxe 1a ce mpuiara AUPEeKTHO Ype3 MHTABEHO3HA HH(Y3HS, HIIH 110 U300p 1a ce
npuiara B MHTpaBeHO3€eH cak. Jla He ce mpuiiara KaTo HHTPaBeHO3HA MHXKEKLIUS MK OoITycC.

8. Koraro ce npuiara B HHTpaBeHO3€H CakK, U3MOI3BaiTe caMo HUrJia ¢ pa3Mep 21 Win mo-rojiasm
(urna c BpHIIEH quamMeThp 0,8 mm WM No-MaJIbK), 3a J1a U3TCTIINTE U3YKHCIICHATa 033 OT
(naxoHa u na s pazpenute B 50 mwim 100 ml mHTpaBEeHO3€H cak, ChIbpKAI HHKEKIIMOHESH
pasTBop Ha 5% riIroK03a.

OT MUKPOOHOIOTMYHA TTIeIHA TOYKA MPOIYKTHT TPAOBa J]a ce M3MO0JI3Ba He3abaBHO. AKO HE ce
W3M0J13Ba He3a0aBHO, BPEMETO 3a ChXPaHEHHE U YCIOBHATA MPEIH YIOTpeda ca OTTOBOPHOCT Ha

notpebures U He TpsOBa 1a HaaxBbpisIT 24 yaca npu 2°C — §°C.

HewsmomsBanusT nexapcTBEH MPOIYKT WM OTHAIFYHNATE MaTEPHAN OT HETO TPAOBa /1a Ce M3XBBHPIIAT
B CHOTBETCTBUE C MECTHHUTE M3MCKBAHUS.
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