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KPATKA XAPAKTEPHCTHKA HA TIPGESERTA) HA 30PABEONASBANETO

Mpraorsnie 1ol
paspeanns 2ayaorpeballk  } o 5HS‘\,

1. AIME HA JIEKAPCTBEBUS IIPOJYKT
629/54.01.06 Y

Aparecii 60 pug pa3TBOp 3a IDKEKIHH B HPEABAPHTENHO ‘HABIHCHA CIIPUHIOBKA:
Aranesp 60 micrograms solution for injection in a pre-filled syringe.

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Besika npefRapUTENHO HATBIIHEHA CHPHHIOBKA Cchabpika 60 pg darbepoetin alfa B

0.3 ml (200 pg/ml).

Darbepoetin alfa ce npousBexpa 1o TeHHA TEXHONOIHA OT SHICKNETKHTE HA
. xuraiicku xamctep (CHO-K1).

3a IOMOIEHTE BeNIecTsa Bk T. 6.1.

3. JEKAPCTBEHA ®OPMA
HmxexurioHed pa3TBOP B IPEABAPUTENHO HAOBIIHEHA CIIPUHITOBKA

4. KIMHAYHA TAHHA
4.1 Hoxazauua

Jlegenre Ha aHeMusa, CBbp3aHA ¢ XpoHudHa OBOpedHa HeAOCTATHYHOCT IpH

BB3PAcTHH U Aena Hax 11-rogumea Bb3pacT.

Jlegenne Ha CHMIITOMAaTHYHa aHEMHsA IPH BB3PACTHU NALMEHTH C HEMIIOUIHH
. 3J10KadeCTBEHH HOBOOOpa3yBaHUsA, KOUTO ca NMOIOKEHH HA XUMHOTEPaIH.

4.2 J{o3UpoBKA ¥ HAYUH HA NPHJIOKEHue

Jlegennero ¢ Apapecu Tpa0Ba fa Oblle NMPEAIMCAHO OT JeKap CHELHANHACT IO
TIOCOYEHHUTE TO-rope 3a00ABaHu.

Apadecni ce pasnpoCTpaHsBa B IPEABAPUTENHO HANBIHEHHW CHIPUHIOBKU.
VkazaAudTa 3a IpUIKEeHHE ca MPEACTaReHH B TouKa 6.6.

Jeuenue na anemusa npu nayuenmy ¢ XpoHudna 6v0peuna HedocCmamvYHoCcm
Apanecn ce IprIara NOAKOXHO MIIH BEHO3HO. IToAKOXHHUAT HATMH Ha yrioTpeba e
TIOZIXORAIN 33 UANHMEHTH, KOHTO HE Ca MOIJIOKECHH Ha XeMOAWany3a, 3a Ja ce
n30erse mpobuBaHe Ha nepHdepHUTe KPHBOHOCHU ChAOBE. [lenTa Ha Tepamusra e
Jia ce MIOCTUTHAT HIBA Ha XeMornobuna max 11 g/dl (6.8 mmol/l) 2FTIR,
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OnTrMansaTa KOHIEHTparws Ha xemornoOuHa Hax 11 g/dl (6.8 mmol/l) TpsiGea ma
OBZle onpefeNleHa HHAMBHAYANHO 33 BeekH IanueHT. Ilokagsane Ha Xemornobuaa
nogege ot 2.0 g/dl (1.25 mmol/l) B pamMxuTe Ha 9eTHPH CEAMUIIM, KAKTO W HUBA Ha
xemornobraa mo-Bucoku ot 14 g/dl (8.7 mmol/l) TpabBa ma ce usbsarear. Ot
KJIIMHHYHUTE IIPOYIBAHMA € KOHCTATHPAHO, 9€ Pa3iIHYHUTE MMAlHEHTH CE€ TOBAUABAT
B pasiWdHa CTENeH. BBIOpekd ToBa HIHPBOHAJaMHO TpibBa ma ce cmasBar
u30poeHuTe I10-ZONy NMPEHOPHKH, KaKTO IPH BH3PACTHU IALMEHTH, TaKa H IPH
Iena W cief ToBa Oo3aTa Aa Opxe choOpazeHa ¢ KIMHHYHUTE ITOKA3aHM.
Tepanusara ¢ Apagect ce pasgensl Ha ABC (Pasd — KOpUIMpama ¥ TMOANBPIKAIa
dasa:

Kopuzupawa gpaza

HauanmnaTta no3a OpH MOAKOKHO WK BeHO3HO mpunoxenue e 0,45 pg/kg TenecHo
TErI0 Iox (opmaTa Ha CKHOKpaTHA MHXKEKIHA BENHBXK ceamugHo. Karo
anTepHATHBa NpH HAallMeHTH, KOUTO He ca Ha Ananw3a, HaganHa no3a oT 0,75 pgkg
MOKE Jia ce HpHIara IMOAKO)XKHO, KaTo €HHOKPAaTHA HEDKCKIHMS BEOHEX Ha BCEKHU
IBe cenmuid. B ciydali Ha HeameksaTHO yBenHdeHHe Ha XeMOrTIoOWHa (TT0-MaJIko
ot 1 g/dl (0.6 mmol/l) 3a geTupm ceaMuIM), A03aTa CC YBEIUIH TPUOIUZUATEIHO C
25%. YBenugaBaHeTO Ha A03aTa He TpsiOBa Jla ce MpaBH I0-9eCTO OT BEAHEXK Ha
9ETHPH CEeMUILIH.

B cnywaii, ge xeMornoGuHBT ce mokadu ¢ noede ot 2.5 g/dl (1.6 mmol/l) 3a
JeTHpPH CEAMHMIM, A03aTa ce HaMmanssa ¢ 25% g0 50% B 3aBHCHMOCT OT CTENEHTa
Ha YBENIHICHUETO. AKO XeMOINIOOHHET HaaxBepid 14 g/dl (8.7 mmol/l), Tepanusra
ce TpeKbCBa, JOKaTo HuBOTO My cmamHe mo 13 g/dl (8.1 mmol/l}) u Torasa
3aIOYHETe OTHOBO TEPAmuATa ¢ OKONo 25% mo-puicka J103a OT IBEPBOHAYANHATA.
Hugotro ma xemornobuHa TpabBa la ce ¥3MepBa Ha Beekd 1-2 cemMmim, HOKaTo ce
crabumuzupa. Crell ToBa XeMoriaobusa ce u3Mepna NepHOJUTHO.

Hooovpicawa aza

B momnepxamara daza ApaHecnm Moxe Aa DPOABIDKH Ja ce IpHiara Karo
€MHOKpAaTHA MHKEKIA BeJHHK CCIMWTIHO WU BEIHEX Ha BCEKH ABE CEIMHIIH.
Karo anTepHaTHBA NpU MaHUCHTH, KOWTO HE Ca Ha AUAay3a, Clel] YCTaHOBABaHE Ha
OTITHMAaJHaTa KOHIEHTPAI|A Ha XeMorIobHuHa ¢ 103a, pUiaraHa BeAHEXK Ha JIBE
cemMmI, ApaHec MOXe J1a ce Ipuiiara MOAKOXHO BEXHBXK MECEJHO ¢ HadanHa
71033, PaBHA Ha JBa ITETH NPEAXONHATA J103a, NpUIaraHa BEHBXK Ha BCEKH JBE
cenvummy. Ciesy ToBa Ho3aTa TpAOBa Zla ce TUTPYBa, KONKOTO € HeoOXOAUMO 3a
TIONABPIKAHE Ha ONTUMAIHATA KOHIICHTPAIyisd Ha XeMOTJIo0HHa.

OnTrMaiHaTa KOHIeHTpaimsa Ha xemornnoomaa aax 11 g/dl (6.8 mmol/l) Tpabea na
ObZie yCTaHOBEHa 33 BCeKH HHAMBHIyalcH NanueHT. B coydali de ce Hamara
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perynupase Ha [o03ara, 3a Ja ce NMOANBpKa JKEeJaHOTO HWBO HAa XeMOrJoOHHa,
IIPENopHYBa & KOpeKIaTa fia € okono 25%. Axo xeMornoOumHa Hagxeepis 14 g/dl
(8.7 mmol/l), npeycranopere jedeHuETO, JOKATO HHBOTO My mHamde mox 13 g/dl
(8.1 mmol/l), u Torapa 3amogHeTe OTHOBO TEPAMHATA C 034 NPUOIM3HTENHO 25 %
IIO-HHCKA OT HpEeAXoiHaTa.

Caen Besaka KOpekIMs Ha A03aTa XeMornoOuHa TpsbBa Aa ObJie H3CIeaBaH BETHEX
Ha 1-2 cemvuum. IIpomeHuM B jgosara mo BpeMe Ha moaaspxKamiata (aza or
TEpaImITa He Tpsg0Ba a CE MPABSAT 0-9eCTO OT BEAHEHK HA JBE CEAMUIIH.

IIpm npoMsHa B Ha9MHA Ha NPHIOKEHHE, TPAOBAa Ha Ce 3ama3d ChINATa J03a M
xXeMornoOrHa ce M3MepBa Ha BCAKa €OHA FUIM JBE CEAMMI(M, Taka 49 Ja ce
YCTaHOBH TOYHATA 034 32 MOANLpKAaHE Ha )KEIaHUTE HUBA HAa XeMOTIIOOHHA.
KimenaauaT onpr noxassa, 9e manuMeHTH, KouTo ca npueMamu r-HuEPO mea-tpu
OETH CEAMHYHO, MOTAT Ja NpeMUHAT Ha eflHA ceIMWTHA No3a ApaHecH, a OHe3H,
Kouro ca npuemans r-HuEPO Bemssx ceAMUYHO, MOTAT Jia PEMHHAT Ha ApaHec
Ha Bcekd nBe ceamuiu. Hagannmara poza Apasecn (pg/cemMUIHO) MOXKE Ia Ce
OIpEHeNH, KaTo ce paszenu obmara cepvMuana mo3a r-HuEPO (IU/cepvuraHo) Ha
200. Ilopamu wHIMBHAyaIHHTE pa3IMaud € HEOOXOmMMO ONpEHenIHeTO Ha
OIITHMANTHATa TEPANCBTHYHA A03a 33 BCEKH OTACICH HaiueHT. 1lpyu 3aMecTBaHe Ha
TepanusaTa ¢ -HuEPO ¢ Apanecn, xemorno6usa Tps6Ba Ia ce U3MEpBa Ha BCEKH 1-
2 cenvuny, 6€3 a ce TPOMEHS Ha9WHA Ha IIPUIIOKCHHE.

Jeuenue na cumnmomamuyna aHemMus NPU OHKONOZUYHI NAYUEHNL

IIpu manumenTn ¢ anemus (KOHIeHTpanui Ha Xemornobuna < 11 g/dl (6.8 mmol/T},
Apanecn Tpsa6Ba Ja ce puIara ImoAKOKHO.

IIpenoprumTenHata HaganHa jo3a e 6,75 pglkg, napaHa BETHEBXK HA BCEKH TPH
cenMuIi. Axo KIMHHYHAT OTCOBOP Ha mamueHTa (yMopa, CTOMHOCTH Ha
XeMoriioO1uHa) € HeaJleKBaTeH CIeX ACBET CeIMUIM, IPOALIDKABAHE HA Tepanuara
MOKe Ja He € €)eKTHBHO.

Karo anTepHaTiBa €IHOKpaTHa ceAMUTHA To3a OT 2,25 pg/kg TenecHO TErmo MOXe
na ce mpunara. Ilpy nanyeHTH, TodydJaBaliy Apasectl Ha CeIMUTeH MPHHLHII, aKo
YBEIHYeHNe Ha XeMorJlo0uHa € HeaaekTHO (o-Manko ot 1 g/dl (0.6 mmol/l) cuex
YETHpPH CeAMMIM), Ao3aTa TpsdBa Aa ce yaBod. B cumygai, me xemormoOuia
npoasDKaBa Aa Oppe HexocTarsueH 4 CeXMMIU CIE YABOSBAHE Ha HNO3aTa,
IPONEBIDKARAHETO HA TEPAIKATA € Hee(DeKTHBHO.

Tepanusara ¢ Apagecn TpA0Ba Aa ce MpeKpaTd NPHOMIZHTEIHO YSTHPH CEIMUITH
clieh MPEKPaTABaHETO Ha XUMHOTEepavdTa.

HugoTto Ha xemorioduHa He TpsiOBa fa Hagsumana 13 g/dl}p@;lzmmg%l) (Bux 5.1).
' e e .
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Crnen karo BeAHEXK € TOCTATHATA TEPAMEBTHIHATA IEH 33 OTACHHUA IAIHCHT,
mosata TpgOBa ga ce Hamad ¢ 25 mo 50 %, 3a #a ce moambpiKa XeMorinobHHa Ha
TOBAa HHBO. AXO ¢ HeoOX0ANMO, MOXKE J{a ce HallpaBH MOCIESABANI0 HaMaleHHe Ha
Ji03aTa, 3a Ja ce rapaHTHpa, 96 HUBOTO Ha XeMoTrnobuna He HagxBepig 13 g/dl.

Axo mokausaHero Ha xemoriobuna e mo-sucoko oT 2 g/dl (1.3 mmol/l} 3a 4
ceIMHUIM, fo3aTa TpsaOBa na Onae HamaineHa ¢ 25 xo 50 %.

4.3 IIpoTHBEONIOKA3AHMS

CeprxuyecTBUTenHOCT KBM darbepoetin alfa, r-HUuEPO wmn HiaK0e OT HOMOITHUTE
BEINECTBA.

Henobpe xoBTpOMMpaHa XUTIEPTOHHA.

4.4 Coenmaiuu npeXynpe:xraeHds H NpeAnasHu MepKy IpH ynoTpeda

Ob6wu nonoxcenun

3a ma ce rapantHpa e(eKTHBHATa EpUTPOINIOE3a, KOHHEHTpalUATA Ha Keje30
TpsA0Ba Jja c€ H3MepH, KaKTo NpeNd, Taka K 10 BpeMe Ha TEPalHaTa U € BE3MOXKHO
Ia Ce HAOXKH CHIIFTCTRBAINO JIEIEHHE ¢ XKENI30.

B cnyzaili, e opraum3Ma He peardpa Ha Je9eHueTo ¢ Apasecn, tpalBa Ja ce
MOTHPCAT NPHYUHHUTE 32 TOBA. HeJOCTHTET HA Xend30, (PoiIMeBa KUCeNmHA MM
puraMuH Bl2 namamsBa edexTHBHOCTTZ Ha €puTPOINOETHHA H TpabBa Ja ce
kopurupa. ChEpPOBOXKAAMMUTE HH(EKIHH, BEB3NAIMTENHA NPOLECH WM TPaBMH,
OKYATHU KPBBOHIIHBY, XEMOIH3a, TEKKA ATyMHHHEBA MHTOKCUKAISA, M3PA3CHU
XeMAaTONOTHYHK 3abonsBaHus wiu (ubpo3a Ha KOCTHHS MO3BK CBINO MOTaT fia
BB3IPEILITCTRAT ACHCTBAETO HA EPUTPOTIOCTHHA. Bpos Ha pPETHKYIOUUTHTE Ce
IpHeMa KaTo JacT OT OLEHKaTa. Axe obudaliHuTe IpH9wHY 32 JHUIca Ha edeKT ca
H3KIIIOYEHN K TAIMeHTa MMa PEeTHKYJIOLHUTONCHHA, TpiAOBa Xa ce IIpeOBUAU
OHONICHS Ha KOCTHMA MO3BK. AKO HAaXOAKAaTa OT KOCTHHS MO3BK € ChBMECTHMA C
PRCA, Tps6Ba fa ce HallpaBH H3CIeBaHE 34 aHTH-ePHTPOIIOSTHHOBY aHTUTENA.

YcrasoBeHE ca CiIydYad Ha W30lHpaHa aIllasHsd Ha JepBeHUTE KPHBHH KIIETKU B
CIICACTBHE HA HEYTPANM3NUPallX aHTH-SPUTPOTIOSTHHOBH AHTUTENa, CBBP3aHH C
peKxoMOMHAHTEH epHTPONOSTHH, BRIIOUMTENHO U ¢ darbepoetin alfa. Tesu anTurena
ITOKA3BaT KPhCTOCAHA PEeaKUyd ¢ BCHYIKH BHAOBE SPUTPONOCTHH U NAIHEHTH, IPH
KOHTO MMa ChbMHEHWE, M €A ¢ AOKa3aH0 HalWdue Ha HeYTPAIHW3HWpaIy aHTHTeIa
KEM €pUTPOIIOETHH, He TpAORa Jla ce moamarat Ha Tepanus ¢ darbepoetin alfa (Buox
paszen 4.8). SEIRIEE
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AxTyBHHUTE 3200NBaHNI HA YEPHUA Apo0 ca CINTAHH 32 H3KIIOTBAL KPUTEPHH 33
BCHYKH TIPOYYBAHUI HAa ApaHecII, 3aTOBA HIMa HamrdHa HHQOPMALHS 33 TaLHCHTH
¢ HapymeHa uepHompoOHa GyHKuus. THH KkaTo mpe3 depHHs Ipo0 MHHaBa
OCHOBHHA IIBT 32 €IHIMHHMpaHE OT opraHusMa Ha Apanecn u r-HuEPO, Apasecn
TpsAOBa 1A ce Ipuara BHUMATETHO IIPH MAIWeHTH ¢ 9epHOAPOOHY 3a00IBaHwMs.
Apanecn Tpa0Ba fa ce IpuUIara BHUMATEHO CHINO ¥ IPH TALHEHTH ¢ eNHIeCHs
WIH CBC CHPIOBHHOKIIETHUHA aHEMIS.
3noymorpebata ¢ ApaHecn OT 37[paBH XOpa MOXE Ja JOBeHe H0O KPHIUCHO
YBEIMICHHE Ha KICThIHNS 00eM. BB3MOKHO € TOBa 3 [OBEAe JIO 3aCTparlaBaniy
FHBOTA YCIOXKHEHHS OT CTpaHa Ha CHPJICYHO-CHh0BATa CUCTEMA.

Hayuenmu ¢ xponuuna 6s0peuna HEOOCMAMBUROCH
CeIBTCTBAINO JIE9EHHE C XKENH30 Ce IMPElophUBRa TPH BCHUKH HANUEHTH CBC
. croliHocTd Ha cepymuHma GepurvH mox 100 pg/l, wnm mpu OHeE3W, UHATO
TpancepuHoBa caryparua ¢ mox 20%.
KpeBHOTO HalATaHEe Ha BCHUKH IAIMCHTHA TPAOBa fja ce Ipocienssa 0cobeHo cuex
3alQuBaHe Ha Tepamsi ¢ Apaseci. llaimeHTure TpsbBa Aa ce HamBTCTBAT 32
SHAYUMOCTTA Ha  OPHABPXAHETO KbM  IPCOBAPWTENHO  Ha3HadyCHaTa
AHTHXMIIEPTEH3MBHA Tepanysi U OTpaHHIEeHUETOo B JiueraTa. B cydaif gye KpBEBHOTO
HaJlTaHe HE Ce KOHTPOJMpa ¢ MOAXOAAIH 34 TE3U CIy9aH METONHU, XeMornoOuHa
MOXKe Jia C& HaMaJii Ype3 TOHIDKABAHE WM CHHpaHe Ha fosute ApaHecn (Bx. 4.2).
ITpu mamwenTH ¢ XpoHudHa OBOpedHa HENOCTATHYHOCT M KIMHWIHO AOKA3aHO
HCXVMHYHO CBPHEIHO 3a00IIBaHE WM KOHIECTHBHA CHPIEYHA HENOCTATHYHOCT
ONTHMAJHOTO HHBO Ha XeMornoOuHa TpA0Ba 1a ce ompeAeiy HHIUBHIyarHo. Tlpn
Te3W TalHeHTH TOpHa IpaHuma TpAOBama ce mpuemMe 3a 12 g/dl, ocBer ako octpu
CHMITTOMH (Hamp. aHTHHA) He HajaraT Apyro.
Hurara Ha kanuiéi B cepyMma TpsOBa Ja ce M3CNEABAT PENOBHO II0 BpeMe Ha
. TepamaTa ¢ Apasectl. IloxagBaHisI Ha HUBOTO Ha Kamis ca OTYETEHH IIPH HAKOH
OalHeHTH, NpHeMamyd Apasecn, BBOPEKH dHe AUpEKTHa 3aBHCHMOCT HE €
ycTapoBsena. B ciywaill ge ce KOHCTAaTHpa YBEIWUEHHWE Ha HMBOTO Ha KaiMd, ce
Hajara NpeyCcTaHOBABaHE Ha TepalyiITa ¢ ApaHecn A0 HOPManu3HPaHe Ha HUBOTO.

Oukonozuunu nayueHmu

EdekT BEPXY TYMODHHS DacTeX

EnoernHuTe Ca pacTeXHE (PaKTOpH, KOWTO TIIABHO CTUMYNHPAT HPOU3BOACTBOTO
HA YEPBEHNTE KPHBHU KieTKH. EpPHUTPONOSTHHOBHUTE DELENTOPH MOraT fAa ce
CKCIIPECHPAT BBPXY MOBBPXHOCTTA HA PasiYHH TYMOPHH KieTkd. KakTo BCHIKM
pacrexxHH (axTopu, Taka KW EHOSTHHWIC HMAT BB3MOXKHOCT Ji@ CTAMYJHpaT
pacTeXa Ha HIKOM BHJOBE MAaluTHEHH 00pasyBaHus. . JABE “KOHTpOIMpaHU

Ae
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KIMHHIHH POYIRaHHS, NPU KOWTO ENOETHHHUTE Ca NPHIOKEHW Ha HAlHSHTH C
pasiiIHH TYMOpY, BKIIOYMTENHO TYMOpH Ha IJlaBaTa M INMITa W TyMOp Ha
MIISTHHTE KIIE3H, ca II0Ka3aili HeoOICHUMO BUCOKa CMBPTHOCT.

Ilpy manueHTH ChC COMMAHHA TYMOPH HIH MATHTHCHH JHMM@onpomidepaTHBHI
dopmanuy, axko xemormobOmea Hamxeepmd 13 g/dl, nmosara TpsGea ma Owxe
KOPUTHpPaHa, XaTo CTPHUKTHO CE CIIEARAT YKa3aHMsTa, Onucanu B T. 4.2, 3a Jia ce
n3berte NOTSHIMATHUS PHCK OT TpoMOoeMOOomysy yerokHeHua. TpoMOomMTHTE
W HUBOTO HAa XeMOTTI0OHH CHIHO TPAOBa 12 C& MPOCIeHABaT PELOBHO.

4.5 JlekapcTRenu U APYTH B3aNMOAeHCTBHAS

KimvaugauTe pesyiratd, ¢ KOHTO pasmoiaraMe A0 TO3M MOMEHT, HE JOKAa3BaT
B3aHMONEHCTBHS Ha ApaHecnt ¢ Apyrd cyOcraniuu. Benpexu ToBa He ce
H3KITFOYBAT B3aMMOACUCTBHS C JIEKAPCTBA ¢ BHCOK [OTEHIHAN 328 CBBP3BaHE C
YepBEHUTE KPBBHU KIETKH, Karo cyclosporin, tacrolimus. B ciygaii, 9e darbepoetin
alfa ce mpuema emHOBpEMEHHO C HAKOE OT TE3H BeIecTBa, CIEABa Aa Ce IPaBH
PelOBHO H3Clie[iBaHe Ha TIXHATa KOHI[EHTpalMs M Jg03ara Jia ce¢ chobpasm ¢
MOKayBaHETO Ha XeMOTIIo0HHA.

4.6 BpeMeHHOCT ¥ KbpMeHe

Hsmva HamIaHy KIMHUYTHE JaHHH 32 BIMSHUETO Ha ApaHecl BEpXy OpeMeHHOCTTa.
IIpoyquBarusTa ¢ JKUBOTHH He Ca JOKA3allHd JUPEKTHO BPEAHO BB3ICHCTBHE BBPXY
OpeMeHHOCTTa, eMOPHOHAIIHO/PeTaIHO Pa3BUTHE, PAKIAHETO WIH NOCTHATATHOTO
passuTHe. Bce mak ce m3McKkBa TOBMIIEHO BHHMAHWME, KOraTo JIEKapCTBOTO ce
IpeAmICcEa Ha OpeMeHHY JXeHU.

ToH KaTO HAMA KIIMHUYEH ONUT ¢ KEPMadKH, ApaHecl He Tpa0Ba Aa ce IIpe/IIucBa
Ha JKeHH, KOMTO KBPMAT. B cliygauTe, KOTaTo Tepamuara ¢ ApaHecn € abCoMrOTHO
He0oOXoMuMa, XeHUuTe TpaOBa Xa CIIpaT KEPMEHETO.

4.7 EdexTn BppXy cnoco0HOCTTA 32 modupane U padora ¢ MalIHK
He e naGnromasano Be3xelicTBHE Ha ApaHeCI BEPXY CIOCOOHOCTTA 3a Mmodupaxe
uiy paboTa ¢ MalMHA.

4.8 Hesxenanu JieKAPCTBEHH peaKIAu

BezomacHOCTTa Ha ApaHecH e ompejeneHa Bb3 OCHOBA Ha o0paboTeHuTe JaHHH 3a
6ezomacHocT BEPXY mpuOmsuTenroe 1800 mammenrta ¢ xponmana 6n6pegna
HeJIOCTATHYHOCT, KOUTO ¢a JeKYBaHU 4o 24 Mecena ¥ okono 1200 namueHTta, KOUTO
ca JIeKyBaHH B MPOIBIDKCHNC Ha JETHPH Mecela.

Obuwgu nonoxcenus
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,HOKJI&,Z[B&HH Ca PCHKH JaHHH 32 NOTCHLHAMHH CEPHO3HHU AJICPTHYHH pPearinid,

BKJTFOYUTENHO JAUCITHES, KOXKHE OODHBY M ypTHKapus, npuiuHeny oT darbepoetin
alfa.

Iayuenmu c xponuuna 6v0peuna nedocMmamvynocm

JIaHHHTe ca OT KOHTPOJHPAHH PpOydBaHUA BEPXY 1578 NaunHeHTH, KOUTO IpHeMaT

Apanecn w 591 namwentn, momyuasamu r-HuEPO. IlpouesTsr wa OommuTe,

NPEKBCHAIH

JeIeHUETO, 3apajy HeXKENaHU CTPAaHIIHH peakiuu e 2% 3a Apanecn u 4% 3a 1-

HuEPO.

Hexenanwre peaknWd, KOWTO CBIIBTCTBAT Tepamuara ¢ ApaHecl, BKIIOIBAT

XUNEPTOHMA ¥ TpoMOO03a Ha chloBaTa cucteMa. TpsaOBa Aa otdenexuM, e cropen

IagHUTe 3a 0e30IIaCHOCT, HUTC €OMH OT CIy4auWTe HEe € CBBpP3ad ¢ HHMBO Ha
. xemoriobuna (< 12 cpsamo > 12 g/dl) uimm cTeneHTa Ha KagBaHe Ha XeMOTmoOHHa

(<1,1 m0<2,2 no <3 u>3 g/dl xemornobuH 3a nmeproy OT 4 CeMMUITH).

Bonka B MACTOTO Ha MHKEKTHpaHE, OBJDKAINM CE& HA Tepanusi ¢ ApaHecH, ca

HaOIMOMaBaHKM IpH IIONKOXHO npuioxeHue. Topa e HabIomaBaHO IIO-H4ECTO B

cpaBHenme ¢ r-HuEPO-tepanuara. Ycemanero 3a JUCKOM(POPT OKOJIC MIACTOTO Ha

HEKEeKTHpaHe OOHMKHOBEHO € JICKO W IIpeMUBABaIio M ce Hallro/laBa Hai-decTo

CJte]] TEPBATa MHIKEKIHL.

UecroTara Ha HEXCHAHWTC pPeaKWH, CBBP3aHM C Tepalmd ¢ ApaHecnm OT

KOHTPONHPAHU KIHHIUIHYU IPOYIBAHKA € CIeAHaTa:

CrcreMu HA TSIIOTO YecToTa Hexenanu
JIeKapCTBEHM
peaknun

. IerTpama "HeprHa | Yecrn (> 1%, <10%) I'maBobomme
cucrema/llepubepHa HepBHA

CHCTEMA

CepredHo-chHoBa CHCTeMa Yeceru (> 1%, <10%) XUIIepTOHUS

CBRoBH HapyIICHAA Yeera (> 1%, <10%) TpomOo3a Ha CHAOBHA
TOCTBII

MsicToTo Ha HIKeKkTUpaneTo | Yectu (> 1%, <10%) boyxxa B MucroTo Ha
HHXXEKTHpaHe

B w3ommupadE Ciiydau € YCTAHOBEHO, 4de HeyTpaiu3WpamuTe aBTH-
ePUTPOIIOSTHHOBY AHTHUTENIA CIIOMAaraT alliashiaTa Ha YepPBEHHTE KPBBHH KIIETKH
(PRCA), cepp3ana ¢ Tepami ¢ Apagecn. B ciyqaii, ae PRCA ¢ quarsoctunwpana,

.,
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TepanuATa ¢ ApaHecn TpAOBa Ja ce MPEKBCHE W IAIMEHTHTE He TpsaOBa Jia ce
TPEXBHPIAT Ha APYT peKOMOMHAHTEH €pUTPONIOETHH. (BIHK pasnen 4.4).

Beuuxy ocTaHam HexenaHu CHOUTHS, CBEP3aHU C JICUCHHETO ca HaOmro/laBaHd B
He nosede oT 1% oT cnygauTte (HeoOWyallHy UM PEIKH), KAaTO ILUIO TE ca JICKH HiTH
YMEpEHH M CbBMECTHMH CHC CHITLTCTRAMIATA IIATOJIOTHA, XapaKTepHa 3a Ta3y Ipyma
TIAIHCHTH.

Onrxonozuunu nayuenmu

B xmMHAYHUTE NpOY9IBaHMI C NOAKOKHO NPWIOKEHHWE Ha ApaHECH CIyIauTe C
XUIEPTOHNS H ChPEYHO-CHA0BH HAPYIISHUSI Ca CPaBHHMH IIpW HallieHTH Ha I-
HuEPO nmu Apaneci ¢ ramne6o.

OcBeH TOBa, TE3H CTPAaHWYHH peaKIMH HE C€ CBLP3BaT HUTO C HUBOTO HA
KOHIIEHTpamua Ha xeMmornobuna (< 13 cpemry > 13 g/dl), Huto ¢ psA3KOTO My
mokauBare (> 2.0 g/dl 3a wetnpu cemvum). KimHEugaHUTE NIpOyIBaHUA €2 IIOKA3aIH
IO0-BHCOKA YECTOTa Ha TpoMOoeMOoIHysH TPOLECH, BKIIOYBANIH IBI00Ka BEHO3HA
TpoMGo3a u OenonapobHa eMOOIMA TIpH OHKOJOTHYHH IIAIHEHTH Ha Tepamdi C
Apanecn B cpaBHenue ¢ Ianebo mauueHTUTE, MONygaBaly mianeto.

O600meno, HOKMAJBAHUTE HEXeNaHH PEeaklHH OT KIMHWIHE IPOydYBaHUs C
Apanecn BBPXY TALMCHTH, IOIUVIOKSHM HA CHIBTCYBAMA XUMMOTEpalusA, ca
CBIIOCTABMMIE C OCHOBHOTO 3a00JI1BaHe U IIpAaraHara 3a TOBa XUMUOTEpaIus.
ChoygauTe Ha HEKEIAHM PpEaKkuud, CBBp3aHM ¢ Tepamud ¢ ApaHecl OT
KORTPOIUPAHY KIHHWIHA NPOYIBaHUA Ca:

CrcremMn HA TAIOTO YecroTa Hexenann
JIEKApCTBEHA
peakuuu

MycKynHO-CKeneTHa Hectn (> 1%, <10%) ApTpanrus

TenecHu Yectu (> 1%, <10%) Tlepubepnu oronu

Mscroro Ha mmkekTiapaHeTo | Yectr (> 1%, <10%) bonka B MiacToTO Ha
UEDKEKTHpaHe

CsaoBY HAPYIICHUS Hectu (> 1%, <10%) TpomboembomitHy
peaKyH

Bonkara B MSCTOTO Ha UIDKEKTHpaHe € Hali-9ecT0o HaOmoaBaHOTO HEXeIaHO
ce0uTHE, CBBp3aHO c TepamuATa ¢ Apanecn (< 5%). B..mo
OIUIAKBAHHATA CA JIEKH H MPEXCAHI. R




Volume 3 / Page 111

4.9 IIpenoznpane

TepanepTHdHaTa rpaHHIla Ha ApaHeCH e AocTa mmpoka. JJopu IpH xocTa BUCOKO
CEPYMHO HHBO, HE ca HabJIro/IapaHy CHMIITOMH Ha IIpefI03HpaHe.

B cmygait Ha momum@TeMHKd, JIEYEHHETO ¢ ApaHecl ciefsa fa Obne BpPEMEHHO
mpeycraHoseHo (BxX. 4.2, “Jlo3upoBka ¥ Ha9IWHE Ha IIPWIOKEHHE”). AKO
CBINECTBYBA KIIMHMIHA HYXJ12, MOXKE J1a ce IPHJIOKH U (brneborommd.

5. @apmaxonozuunu ocobenocmu

5.1 @apmakognHEAMAIHA CBOIHCTEA

dapmaxorepamepTiaHa rpyna; Anti-anaemic ATC: B03XA02.

UoBemkuaT epUTPONOSTHH € EHIAOIeHEeH INHMKONPOTeHHOB XOPMOH, KOHTO €
OBPBHYCH PEryliaTop Ha epUTpoloS3ara 4pe3 crhemupuuHo B3aUMOoAeHCTBUE C
€PUTPOIIOSTHHOBHA PEUenTop HAa NPeKypcOpHTe Ha EPHTPOLUTHTE B KOCTHHSA
MO3bK. IIPOM3BOACTBOTO Ha EpPUTPONOETHH C€ OCBHINECTBIBA OCHOBHO M C€
peryampa oT OBOpelMTe B OTrOBOP Ha MPOMEHH B TBKaHHATa OKCHICHAITWd.
IIpom3BOACTROTO HA CHAOTCHEH EPHUTPONOETHH NpH MNalHeHTH ¢ XpOHWYHA
OB0pedna HEOCTATHIHOCT € HApyIMEHO M OCHOBHATA TIPHYUHA 334 AHEMUATA WP
TIX ¢ epuTporoeTuHOB JAeduuur. llpm mammeHTH € pakoBd 3a00NSBaHAS,
MOJUIOKEHN Ha XUMHOTEpANHs, CBHINECTBYBA MHOro(akTOpHA ETHONOTHI Ha
agemuara. lIpu Tesw OoHE CPHTPONOSTHHOBUAT JEMHMUIMT U MOHILDKEHATa
UyBCIBHUTEIHOCT HA TPEKYpPCOPHTE HA EPHUTPOLMTIHUTE, KbBM EHEOTCHHUSI
EPUTPONIOCTHH 3HAYMAMO BIOIIABA AHEMUIHOTO CHCTOSHUE.

Darbepoetin alfa crumymapa epuTpomoesara IO ChIOWS HAUMH, KakTO M
SHJIOTEHHH S XOPMOH.

Darbepoetin  alfa uMa ner N-CBbp3aHM BEITIEXHAPATHH BEPUTH, JOKATO
SHIOTCHHUAT XOPMOH W peKoMOUHaHTHuAT dYoBemky epurponoeTdH (r-HuEPO)
AMAaT TpH. JOUBIHUTEHHTE BEIIIEXUAPATHH BEPHUTH Ca MONEKYIISPHO HEOTIIAMU
OT EHIOTeHHHMS XOPMOH. B pesylrar Ha [OBUIIEHOTO CH BEIVIEXHUIPATHO
chabpixkanue, darbepoetin alfa rMa No-gBIro KpaHO BpeMe 3a NMOMYeINMUBHpPaHe
B cpaBHenue c r-HuEPO, cpOTBETHO NO-TIPOABIDKUTENHA in ViVo aKTHBHOCT.
Benpexu monexynnure paszpaua darbepoetin alfa 3amassa TacHO crenuudIeH
adrHUTET KBM epPUTPONOSTUHOBHS PELENTOP.

Ouxonozuunu nayuenmi, ROOAONCEHH HA XUMUOMEPanus

B IpOCHEXTHBHO PpaBAOMU3HPAHO MNBOHHAO CImmo Imianeb0 KOHTPOJIHMPAHO
KIAHHTHO HpoydaBane BBpXY 314 naumentH ¢ kapimaoM Ha Oemus Apob,
TIOAJIOKECHH Ha INIATHHOCHIBPAKALIEZ XMUMHOTEpANus € YCTAHOBEHA 3HAUMTENHA
pemykimig Ha TpaHchysmoHHmTe HyxXKau (p < 0.001). KmmyrqHHTegpquBaHm
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Jokasgar, e darbepoetin alfa uma nogobHa edeKTHBHOCT, KOTaTo Ce MpHiiara Karo
E€AHOKPAaTHA HWEXXEKIMI BENHHK HA BCEKH TPH CEIAMMIM, BETHEK Ha BCEKU ABE
CeAMMUIH WM ceAMUTHO 6e3 HeoOXOAMMOCT OT yReIIeHNUe Ha obmaTa /103a.

B pannoMusupaso BoHHO cismo mnanebo KOHTPONMPAHO KAHMHWYHO MPOYYBAHE
BEPXY 344 mpamumentH ¢ aHemmsl C JiMM{onposm(pepaTHBHH  (OpMallyH,
TONy9aBallll XMMHOTEpamus e HalOmofapaHa 3HaYWTENHA pEAyKOuAd Ha
TpaHC(Y3HOHHUTE HYXKIH ¥ NogoOpsBaHe Ha HMBaTa Ha xemoriobmHa (p<0.001).
Habmromapa ce ChImO Taxa M HAMalsBaHE Ha yMopara Ha OpraHu3Ma IIpH
TIATUEHTHTE, N3MEPeHo cupsamMo @yHKIMOHANHA CKala 33 OTIHTaHe HAa yMOpata ot
xuvuoTepanuaTa (FACT-fatigue).

JBarocpodHoTO HAOMIOGEHNE HA TAIWEHTH, OT ABETE ABOHHO CIENM IIPOYIBAHHI
OKa3BaT JHICA Ha HEKeNaHH peaklHe OT crpaHa Ha darbepoetin alfa BBpxy
IpOrpecHITa Ha TYMOPA ¥ NPOABIDKUTEIHOCTTA Ha XKUBOTA.

EnoeruruTe ca pacrexxHd (AKTOPH, KOWTO IMIaBHO CTUMYNHMPAT IPOHU3BOACTBOTO
HA UEPBEHUTE KPHBHHM KjeTKd. EpUTPONOETHHOBUTE PELEITOPH MOTAT Jia ce
EKCIOPECHPAaT BBEPXY MHOBBPXHOCTTZ HA pa3HdHH TYMOPHM KJIeTKH. Hima
3a0BOJMTENHA MH(OPMANMS 3aTOBa, MalM W3MON3BAHECTO HA CIOSTUHOBH
MPOAYKTH HMa HexelaH e(eKkT BBEPXY BpPEMeTO 3a IIPOTpPecCHs Ha TyMopa Hid
TIPOIBIHKHTENHOCTTA Ha XKHUBOTA.

Jee mpoy4saHMS Ca  H3CHeNBANH e(eKkrta OT eIOSTHHHTE  BEPXY
MPOABIDKUTEITHOCTTA Ha JKHBOT H/MIIM TYMOPHATA IPOTPECHA C TI0 BHCOKH HWBA Ha
XEMOTIOONHA,

B papaomu3supano mranebo-KOHTpOIMpado mpoyisaHe ¢ epoetin alfa mpu 939
TIAIASHTH C METACTa3W Ha MIIETHATa JXKJie3d, JIeKapCTBOTO € IPHIIAaraHo, 3a A4 Ce
TMOCTUTHE IOAAEPKAHEeTO Ha HUBa Ha ¥emoriobuHa Mexay 12 u 14 g/dl. 3a gerrpu
Mecena, CMBPTHOCTTA, CBEp3daHAa ¢ Iporpecus Ha Oonectra e mo-Bucoka (6 %
cpemy 3 %) mpH JXeHW, TonmydaBam epoetin alfa. OOmara cMBpTHOCT €
3HATUTENIHO II0-BHCOKA B TpyIlaTa Ha epoetin alfa.

B mpyro mnameGo-xOHTPOJIAPAHO HpoydBage ¢ epoetin beta mpu 351 manuenTs ¢
TYMOPH Ha TJaBaTa M IOHATa, W3CHSABAHOTO JICKAPCTBO € HPWIAraHo, 33 Jia ce
TOANBPIKa HHBO Ha xeMomioouna ot 14 g/dl npu sxerrre 1 15 g/dl mpu mMexere.
TIponBIKUTETHOCTTa Ha XHUBOT 0e3 JIoKanu3MpaHa IPOIPecHs € 3HAYMTEIHO IIo-
KpaTKa IIpH NMalenTH, MoayJaBany epoetin beta. Pesyirarute oT ToBa mpoy4Ysane
ca CMECEHH IOpagy HEIpPOIIOPHHAOHAIHOCTIA MEXY JIEKyBaHUTE I'PYIH, ocobeHo
IO OTHOHICHHC HA TYMOpHAaTa JIOKAIH3alKIp IYIIEHETO M XEeTepOreHoOCITa Ha
H3CIEABAaHaTa OMyIalis. T
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Karo ponennenHwe, HIKOIKO ApPYrd TPOYYBaHHA Ca IIOKA3alld TEHACHIMA B
mofio0psABaEe HAa TPOABIDKUTENHOCTTA HA JKHBOT, NPEAIONaraiiké, 9e enoeTdH
HAMa HexkenaH edekT BEPXY TYMOPHATa IPOTpecHs.

5.2 ®apMaKoOKHHETHYHH CBOHCTBA

bmaromapensie Ha 3aBHMICHOTO MYy BBIISXHAPATHO CHABPXKABKE, HHBOTO HAa
darbepoetin alfa B xpeBTa OCTaBa HaJ IPAHHIATA HA MUHUMATHATA KOHIIEHTPAIINS,
HeoOXoMuMa 3a CTUMyNHpaHeTO Ha EpHTpoIoe3ara 3a MO-TBIr0 BPEME B
CPaBHEHHE C aHamOrM4HaTa MonapHa pao3a oT r-HuEPO, xoero nosBoiriea
darbepoetin alfa mga ce mpunara mo-psAKo 3a HOCTATAHETO HA CHINMA OMONIOTHYEH
eheKT.

Ilayuenmu c xponuuna Gvbpeuna Hedocmamv4HoOC

dapmakoxuHeTHKaTa Ha darbepoetin alfa e KIMHUYHO W3cHEABAHA IIPH HALHEHTH C
XpoEH9HA 0B0pedHa HEAOCTATHFIHOCT IPH TOZKOXKHO HIIH BEHO3HO IPHICKEHUE.
Kpaiinoro Bneme Ha monyenuMuHupane Ha darbepoetin alfa e 21 gaca (SD 7.5),
KOraro € npuioxxes BeHo3HO. KimprHCHT Ha darbepoetin alfa e 1.9 mi/hr/kg (SD
0.56), a obeMbT Ha pasnopoctpaneHue {(Vss) € MPUOMM3UTEIHO PABEH HA IHIASMEHHS
obem (50 ml/kg). BuonoryanaTa HaNMIHOCT TIPH TIONKOXKEH MpueM e 37%. Ilpu
MECEe4YHOTO IpuoKeHHe Ha darbepoetin alfa npu mojkoxeEW 103U, Bapupamd OT
0,6 o 2,1 pg/kg, kpaliHOTO BpeMe 3a IMoMyelnuMHHUpaHe e 73 gaca (SD 24). ITpu
KIMHUYHATE Npoy4YBanus € HaOnroflaRaHa MMHHMANHA KyMyJNanus M IpHU ABaTa
Meroja Ha npunoxenne. [IpeAKMBENYHITE H3CICABAHNA JOKA3BaT, 4¢ OEOpEeTHOTO
OTZeIsIHe € MuHuManHo (Hajy 2% oT ofmoTo) W HEe BIMAEC BHEPXY CEPYMHHA
TIOJTYKUBOT.

Hamgaute oT 809 manuedHTaHa Ha Tepamusa ¢ ApaHecn oT EBponeiicky KIMHWIHH
TIPOY9IBAHUA Ca aHAIHM3HPAHU 3a OIfeHKa Ha HeoOXoMuMara fo3a 3a IOATGKAHE Ha
xeMornoOnHa; He ca Ha0mIo#aRaHW pasnEdIusd MeXKAy IIpHiIaraHaTa CpeXHa
CEeAMIYHA J03a IIPU BEHO3HO MU MIOAKOXKHO MHKEKTHPaHE.

OHKOI0ZUYHU RAYHERMU HA XUMUOMEPANUSA

IIpu mopxoxHO mpunoxeHue Ha 2.25 pg/kg npu Be3pacTHY NAlMeHTH, CpeaHara
MakcuMalnHa korpenrpaims oT 10.6 ng/ml (SD 5.9) ma darbepoetin alfa e
mocturHara 3a 91 gaca (SD 19.7). Tesu mapameTpu cBBOaZaT ¢ AO30IHMHEHHATa
thapMakOKUHETAKa TPH MHOTO mMpox obxBar Ha josupanero (0.5 mo 8 pglkg
cemvuaao U 3 mo 9 pg/kg ma Bceku ARe cemmunm). PapMaKOKHHETHIHHTE
IapaMeTpH He ce IPOMEHAT B CIIEAICTBHE Ha MHOTOKpaTeH IpreM Ipes 12 cemvumm
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HaOIOZdBa OYaKBAHO YMEPeHO NokauBaHe (< 2 NBIH) Ha CepyMHAaTa
KOHIICHTpalya B CBCTOSHME HA DaBHOBECHE M HE € HaOFOJNaBaHA HEOYAKBAHA
KyMynauasd TpH IPOABIDKHTENeH IipueM. IIpoBemeno e (apMmaxoxmmeTHdHO
NPOYIBAHE NPH MANMCHTH C aHEMUL, NIPSAM3BUKAHA OT XHMHOTEpali, TeKYBaHH
¢ 6,75 pglkg darbepoetin alfa, npumaras MOZKOKHO Ha BCEKM TPH CCAMHIM B
KOMOHHAIMA C XHMHOTEPANHA, KOETO IIO3BOJIBA MBIHA OLEHKA HA KPAHHOTO
BpEME Ha IIONyXHMBOT. B TOBa NpoyYBaHe CpefHATA CTOMHOCT 3a KpalHOTO BpeMe
Ha oy>kuBot € 74 (SD 27) gaca.

5.3 IlpenxmmEmaHy Nauuy 3a 630acHOCT

Bewuky nipoyusanus ¢ ApaHecH BEpXy ILTHXORE H KydeTa [IOKa3BaT IOKadBaHe Ha
XeMOIJIOOHHa, XeMaToKpuTa, Opos Ha UEPBEHMTE KPHBHM KICTKH W
PETHKYJIOIMTIATE, KOETO ChEBllafja ¢ OdakBauud (apMakonormder edexT.
Hexenanute peakun P MHOTO BUCOKH JIO3M HE CE Pa3iIMIaBaT OT OGHualiuuTe
(hapMaxonOTHIHM peaKimy IPH CBPEXA03a (HAMAJSBAHE HA THKAHHATA nepdyzus,
B CNIEACTBHE Ha HapacHall BHCKO3HTET Ha KpBBTa). TYK CHAfaT M CIydaHTe Ha
muenoduOpoza B xumepTpodms Ha janaka, KakTo W Ha pasmupseaRe Ha QRS
xomiuiekca Ha EKT npu Kygetata, HO He Ce POABABA APATMILA, HATO [POMIHA Ha
QT nuTeprana.

ApaHecn HfAMa TEHOTOKCMYEH IIOTCHIHAN, HHTO OKa3Ba BIMAHME BBDPXY
npoym(pepadaTa Ha HEXEMATONOIMYHMTE KIUeTKH in vitro WM in  vivo.
IlpoyuBanmara 3a XpOHHIHA TOCKHYHOCT HE Ca YCTAHOBUIM TYMOPOIEHHH HITH
MHUTOICHHE PEaKIHH, B KOATO M Ja € ThKaH. KaHIEpOreHHMST NMOTeRIMan Ha
darbepoetin alfa He e 61 06eKT Ha XLITOCPOYHN U3CTEABAHHIA BEPXY KUBOTHH.
IlpoyurannaTa, npoBefeHy BBPXY IUIGXOBE W 3aiillH, He AOKA3BAT KIAHMYIHA
SHAYMMOCT HA HEXEJIAHH peaki|H Npy OpeMeHHOCT, eMOPHOHATHOTO/QETaIHOTO
PasBUTHE Ha IIOZA, PLKAAHETO UM IIOCTHATAAHOTO pasBuTHe. IIpeMHHaBaHeTO
Tpes IyalieHTaTa ¢ MUHHMAanHo. He € ycTaHOBEHO BinsHIE BHPXY (hepTHAHOCTTA.

6. PapManeBTHIHM AaHEH

6.1 CecTEB HA IOMOINHKTE BEINESCTRA

Sodium phosphate monobasic

Sodium phosphate dibasic

Sodium chloride

Polysorbate 80

Water for injections

6.2 HechBMECTHMOCT

Hopage mmrca Ha XIMHPYHE IpOyYBaHHMS 33 HECHEBMECTHMOCT, ApaHecH He

TpsA06Ba 12 ce CMeCRa HIIM IPHIIAra KaTo HHY3Hd ¢ IpYTH_HEKApCTBEHH IPOIYKTH.
o s

2ol
g oo

12



Volume 3 / Page 115

6.3 Cpox Ha rogsoct
2 roguHH.

6.4 Hauus Ha chXpaneHue

Jia ce cexpanspa npH Temneparypa Mexay 2 °C u 8 °C (B X/IafiIHHK).

Ha He ce 3aMpassBa.

CrxpaHsgBaliTe BbB BBHIIHATA KapTOHCHa OIAKOBKA, 3a Aa MpeinasuTe OT IpsAKa
CI'EHYEBA CBETIHHA.

3a LlemMTe Ha aMOYIaTOPHO JICYCHHE, ApaHecit Moxke Jia Ob/ie eqHOKPAaTHO U3BaieH
OT XJIANUIHMKA M OCTABEH HA crTaiina Temmeparypa (o 25 °C) 3a He moBeye ot 7
JTHH.

. 6.5 Coabnpixanne Ha OIAKOBKATA
OnakoBKara CHABPKA €IHa WIH JeTHPY NPESABAPUTEIHO HANBIHCHH CIPUHIIOBKA
ot 60 pg Apanecn umkexruoHeH pazteop B 0.3 ml (200 pig/ml).

CrupHHIOBKHTE MOTaT Jia Ophar ¢ GmictepHa onaxoBka (xaTo 1 w4 CrpHHIIOBKH)
um Ge3 OIECTEpHATA ONMAKOBKa (caMo KaTo 1 CIpHHIORKA).

COpHHUOBKHTE ca HAIpaBeHH OT CTBKIO THI | ¢ HINM OT HepeXJacMa CTOMaHa
pasmep 27.
He Bcuaky BHoBe KpaliHu ONAaKOBKH ce NPEAnaraT 3a npogaxoa.

6.6 HHcTpyKun| 3a ynorpeda

Apanecnl € cTepdlicH, HO HEKOHCEpBUpaH NpofykT. He msmonspaiite mopede OT

eHAa J03a C ¢JIHA ¥ CHINa CIpuRNoBKa. OcTaTEIHOTO JIEKapCcTBO B NPEABAPUTEIHO
. HAITBIHEHATA CIIPAHIIOBKA TpAOBa fa 6pae H3XBHPICHO.

ITpemn npunoxenue, pasTBOPET HA ApadecH TpsaOBa Aa ce NPOBEPH 3a HAIMEKE Ha

BHAWMMH gacTaui. Jla ce HIDKeKTHpaT caMo OmcTps, OIemo IEpiEHO OIBETCHU

pastBopu. He pasknamaiite. OctaseTe npeBaprTElIHO HANBIHEHATA CIPHHLIOBKA

Jia JOCTUTHE CTalina TeMIlepaTypa, Mpeiy a HEDKEKTHpaTe.

PenyBaiite MHIKEKIMOHHWTE MECTa M IOCTaBfiTe HMEDKEKHHATa 0aBHO, 3a Ja

usbermere OOJIKM B MACTOTO Ha HHIKEKTHpAHe.

Heusmon3BaHuaT JIeKapCTBEHUA MPOAYKT, KAKTO M BCHYKM HEHY)KHH OTIANBIH

TpsGBa 13 GBIAT M3XBEPIAHH B CHOTBETCTBHE C MECTHHUTE H3UCKBAHML.

7. HPUTEKATEI HA PASPEIIIEHHETO 34 YIIOTPEBA
Amgen Furope B.V.
Minervum 7061
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