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MUHACTEPCTEO HA IPPABEGHASBARETD
pansmas anynerpesal 133y 41 02 0L Q6r.

1. AME HA JEKAPCTBEHUSA IPOAYKT 659/3/, 04 0¢ W

Apanecn 300 pg pa3TBOp 33 I2KEKOHH B NPEABAPHTENHO HAIIBIHEHA MHCAIKA.
Aranesp 300 micrograms solution for injection in a pre-filled pen.

2. KAYECTBEH B KOJIMYECTBEH CbhCTAB

Besika MpeABapUTENHO HaNbIHEeHa mucaika cbabpxa 300 pg darbepoetin alfa B 0.6
ml (500 pg/ml).

Darbepoetin alfa ce mpom3Bexha M0 TeHHA TEXHONOTHA OT AWULEKIETKUTE Ha
xuratickr xamcrep (CHO-K1).

3a DOMOIIHKUTE BEMECTBa BUXK T. 6.1.

3. JEKAPCTBEHA ®OPMA
HmKeKIMOHEH Pa3TROP B IPE/BAPUTENHO HalbiaHeHa rucanka (SureClick)

4. KIMAAYHA JAHHA
4.1 Iloxazanns

JledeHde Ha aHeMMd, CBBp3aHa ¢ XpoHM4HA OBOpedHA HEMOCTATHUHOCT IPH
BE3pacTHU U Jena Haj 11-rofumsa Be3pact.

Jleuenwe Ha CUMIITOMATHIHA aHeMHSI NpPH BB3PacTHY NAlWEHTH C HEeMHIOHIHH
3]I0KAYECTBEHH HOBOOOpasyBaHHA, KOUTO ¢a OUIOKEHH Ha XMMHOTEPAIIHA.

4.2 1o3apoBKa U HAYHH HA NPWI0KEHHE

JleuenueTo ¢ Apamecn Tpsa6Ba ma Oblie NpEeNOuCaHO OT IEKap CICHUAIHCT II0
TIOCOYEHUTE IO-Tope 3200 ABaHuS.

Apanect (SureClick) ce pasmpocTpaHsBa B NpeABapMTENHO HaNbIHEHa IHCANKA.
TIpexBapuTeNHO HaObIHCHATA NHCATKA € CaMo 33 IOHZKOXKHO IIPHIIOKEHHE.
VkasaHuATa 3a IPHJIOKEHUE ca IPeIcTaBeHy B Touka 6.6.

Jeuenue Ha anemusn HpU RAYUEHMU C XPOHUYHA Gb0peuHa HEOOCHAMbYHOCH!
ApaHecH ce upuara IoAKOXHO ik BeHO3HO. IToKOXHIAT HadMH Ha ynoTpeba €
IOAXOIAIN 3a IANWeHTH, KOUTO He ca TOANOXKEHM Ha XeMoiuajksa, 3a Ja ce
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u3berae mpobusane Ha nepudepHNTe KPHBOHOCHH ChAOBE. LlenTa Ha Tepanmgra e
Jia ce HOCTUTHAT HUBa Ha XeMorioouua Hazg 11 g/dl (6.8 mmol/l).

Onrumandara KOHIEHTpauus Ba xemornobuna nazg 11 g/dl (6.8 mmol/l) Tpatsa na
OB/l opezieNieHa HHANBUAYANHO 32 BCEKH ManueHT. [lokadBaHe Ha XeMOriobuHa
mosede ot 2.0 g/dl (1.25 mmol/l) B paMKuTE Ha YeTHPH CEIMHIIM, KAKTO W HHBa Ha
xemoriiobnHa mo-Bucoku ot 14 g/dl (8.7 mmol/l) tpabea ma ce w3bsarear. Ot
KIIMHATHUTE IIPOYyIBAHUA € KOHCTATHPAHO, 1€ Pa3THIHuTe NAlECHTH Ce IOBJIUIBAT
B pa3iuyHa cremed. BEOpexd ToBa NHPBOHAYanmHO TpsbBa Ja ce coasBar
U3OpOEHATE HO-ZIONY IPENOPBKH, KAaKTO IPH BE3PAaCTHY NamMeHTH, Taka H IpH
Jena W clel ToBa Ao3ara Ja Opie choOpaseHa ¢ KIMHWYHHUTE II0Ka3aHUS.
Tepanmsita ¢ ApadecH ce pasfiel Ha JBe (hasH — KOpUTHpala U mOjIbpiKama
(daza:

Kopuzupawa daza

HaganzaTa Ao3a Opy DOJAKOXKHO Wi BeHo3Ho npunoxerue ¢ 0,45 pglkg TenecHo
TEryI0 TOX (QopMaTa Ha EAHOKpaTHa MHCKEKNHA BeOHEX cegMuuHo. Karo
anTepHaTUBA PH NAHEHTH, KOUTO He ca Ha AHainu3a, HagamHa no3a ot 0,75 pg/kg
MOJKE Jla Ce IpIitara MOAKOKHO, KaTo eNHOKPATHAa MHKEKIWA BENHEXK Ha BCEKH
JIBE CemMuid. B ciaydail Ha HeafeKBaTHO YBENHUCHHE HAa XeMOrIoOHHA (I10-MaJKo
ot 1 g/dl (0.6 mmol/l) 3a geTHpH CeAMHUITH), HO3aTa C& YBEIUTIHM IPHOIU3ATEIHO C
25%. VeenuqaganeTo Ha [o3aTa He TpgOBa Ja ce MpaBu IO-9ECTO OT BEOHEX HA
YETHPH CCAMMIIH.

B caygail, 9¢ xeMOrnoOUHET ce mokadu ¢ noseye oT 2.5 g/dl (1.6 mmol/l) 3a
qeTUPH CEAMHITH, Jo3aTa ce HaMamiBa ¢ 25% mo 50% B 3aBHCHMOCT OT CTCIICHTA
HA YBEIHICHHETO. AKO XeMOrnoOursT Haaxeepmu 14 g/dl (8.7 mmol/l), Tepanusata
ce TPEeKBCBA, JOKATO HUBOTO My cmagae no 13 g/dl (8.1 mmol/l) u Torasa
3aloYHeTe OTHOBO TepanmuiaTa ¢ okono 25% mo-HuCka f03a OT NBPBOHAYAIHATA.
HusoTro Ha xemoroOuHa TpAOBa [ia ce W3MepBa Ha BCekd 1-2 ceiMuy, JOKATO ce
cTabumusnpa. Craed ToBa XeMOTTIoOuHA e U3MEpRa TIePHOIMIHO.

Ioodvprcawa haza

B mompepxamara ¢aza ApaHecn MoXe Aa HpOABIDKHA Ja CE YIpANara Kato
EHOKPAaTHA WHXEKIHS BEIHBK CEIMITHO HIH BEAHEXK HA BCEKH JIBE CEIAMHIIM.
Karo anTepraTiBa Ipy DaNHEHTH, KOUTO HE Ca Ha IUanu3a, cliel] YCTaHOBIBaHe Ha
ONTUMAa/THaTa KOHIEHTpamysI Ha XeMOrIoouHa ¢ Jo3a, Ipuilarada BeRHEX Ha JIBE
CeOMIEIH, ApaHecH MOXe Jia c€ IIpHiara IOAKOXXHO BEAHEX MECeUHO ¢ HadallHa
033, paBHA Ha IBA MBTH IpEOXOAHATA J03a, IpHIaraHa BEAHBXX Ha BCEKU JIBE
cenvuny. Clien ToRa mo3ata TpsOBa fia ce TUTPYBa, KOJIKOTO € HeoOXomuMo 3a
OOIIEpKAHE Ha ONTHMAlIHATa KOHIIEHTPAII Ha XeMOoroOuHa.
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Onrumanaara KOHIEHTpanua Ha xeMmornoOuna Hax 11 g/dl (6.8 mmol/l) Tpabra aa
Oblle ycTaHOBEHA 33 BCEKH HWHAMBHyalleH TamueHT. B coydali 4e ce Hamara
PerympaHe Ha J103aTa, 33 Jia c€ MOMIBpPXKa JKeIaHOTO HUBO Ha XeMOriaoOHHa,
IIPENophYBa CE KOPEKIHATA 1A € 0KOoMo 25%. Ako xeMorniobusa Hagxpepis 14 g/dl
(8.7 mmol/l), mpeycraHoBeTe NeIEHHETO, HOKATO HUBOTO My HaxmHe nox 13 g/dl
(8.1 mmol/l), u Torapa 3amogHETE OTHOBO TEPAMKATA C 1034 IPHOIHMIUTEIHO 25 %
TO-HHCKa OT NPEIXONHATA.

Cren Besxa KopeKIHs Ha m03aTa XxeMornoOrHa TpsaOea fa 0b1¢ n3cnenBad BEAHEX
Ha 1-2 cemvuum. IlpomeEm B JAo3ara IO BpeMe Ha HogABpKamara (aza or
TepansaTa He Tp1OBa J1a ce IPABAT II0-9eCTO OT BEAHBXK Ha J{BE CEAMUITH.

Ilpu npomsAHa B Ha4YHHA Ha NpHIOKEHHE, TpA0Ba Aa ce 3ara3u chara Je3a H
xeMoroOWHA ce H3MepBa Ha BCAKA eOHAa MU JIBE CEAMMI[H, Taka d9e€ Jia ce
YCTaHOBHU TOYHATA /1032 32 MOJBPIKaHe Ha XKelaHHUTe HURA HA XeMOTTIo0HHA.
KnyupaausT OnuT NoKasea, 9e HalMeHTH, Kouto ca npuemamu r-HuEPO xBa-tpu
TIBTH CEAMHYHO, MOraT Ja PEeMHHAT HA €XHA CeAMUYHA Jo3a ApaHeci, a OHE3H,
xouto ca npuemanu r-HuEPO BeHBXK ceAMUTHO, MOI'aT /1a IpeMUHAT Ba Apasecn
Ha BCceKH IBe ceamuud. Hagannata moza Apamecn ([ig/cenMHMTIHO) MOXE Ha ce
OTIpeieNH, Karo ce pasfenu o0mara cegmuaHa xo3a r-HuEPO (IU/cemmirano) na
200. Tlopagm HHAMBHIyanHHTE pa3nudusd € HeoOXOAMMO OIPENeIsIHETO Ha
ONITHMAITHATA TEPANeBTHIHA J03a 32 BCEKH OTACICH IalueHT. [IpH 3aMecTBaHe Ha
tepammsTa ¢ r-HUuEPO ¢ Aparecn, xeMornoOusa TpsOBa J1a ce H3MepBa Ha BCEKH 1-
2 cepMuny, Oe3 Aa ce IPOMEHSA HaYUHA HA NIPUIIOKEHHE.

Jleuenue na cumnmomamuuna GHeMUs HPK ORKONOZHYHI RAYUEHMN

IIpn mammenTy ¢ aHeMus (KOHIEHTpanua Ha XeMmorimobuna < 11 g/dl (6.8 mmol/l),
Apanecn Tp:A0Ba ga ce Ipriara MoAKOXHO.

IIpenopruntennara HavanHa xo3a ¢ 6,75 pg/kg, mapaHa BeHBX Ha BCEKH TPH
cenMuI. AKO KIMHWYHAT OTTOBOp HAa MaleHTa {(yMopa, CTOMHOCTH Ha
XeMorIoOKEa) € HeaJeKBaTeH Clie AEBET CEAMMUIIM, UPOALIDKABAHE Ha TEPANUITa
MOXe J1a He € e()eKTHBHO.

Karo anTepHaTiBa €QHOKpaTHA CEAMUIHA 1034 OT 2,25 ng/kg TenecHo Terno Moxe
Jia ce npunara, IIpy nanuyedaTy, MoTydaBamy ApaHec Ha CeIMIIeH IIPUHIUN, aKo
YBEIHMYeHHE Ha XeMOTJI00MHa ¢ HeaasekTHo {mo-manko ot 1 g/dl (0.6 mmol/l) cien
JeTHMpH CeAMHLH), Ac3aTa TpsOBa Ma ce yABOM. B cmygail, 9e xemorimobuna
MpONBIDKaBa Ha Obe HemocTarhbdeH 4 ceqMHOM CHEH YABOSBaHE Ha M[O3aTa,
MIPOABIDKABAHETO Ha TEPausATa € Hee(eKTHRHO.

Tepanusara ¢ Apasecll TpsOBa Aa ce IpeKpaTH NPUOMM3UTEHO YETHPH CEAMUITHA
CHEJ MPEKPaTIABaHETO Ha XUMHOTEpaHATa.
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Husoto ra xemornobuna He TpsOBa Aa Hagpumasa 13 g/dl (8.1 mmol/l) (Bmxk 5.1).

Cnen xato BemHEBXK € IIOCTUTHATA TEpameBTHIHATA IEN 33 OTACHIHHS MAIHEHT,
Jo3aTa Tpabra ma ce Hamamw ¢ 25 mo 50 %, 3a ;ma ce MOAXEpPIKa XeMOrnoOuHa Ha
TOBA HHUBO. AKO € HeoOX0AMMO, MOXKe J1a Ce HampaB MOCICABANIC HaMadeHHe Ha
Jl03aTa, 3a []a e rapaHTupa, 4& HHBOTO Ha XeMOrIoOuHa He Haaxeepig 13 g/dl.

AKO TOKagBaHETO Ha XeMorinoOmHa € mo-Bucoxo ot 2 g/dl (1.3 mmol/1) za 4
CEeAMMULH, H03aTa Tp2OBa 1a OnBae HaManena ¢ 25 ao 50 %.

4.3 lipornBonokazanus

CepexayBcTBUTENHOCT KBM darbepoetin alfa, r-HuEPO unu HAkoe OT HoMOIIHATE
BELICCTRA.

Henobpe koHTponHpaEa XUIIEPTOHMSL.

4.4 Coenuanaan npeaynpexnesns H NpeAra3Hy MEPKH UPX ynoTpeda

Oo6wn nonoscenun

3a nma ce rapantHpa e(eKTHBHATa E€pUTPOHOE3a, KOHIEHTpAlMATa Ha JKENe30
TpsAOBa Jla ce M3MEpH, KaKTO TMPEHH, Taka M II0 BpeMe Ha TEPAaIluATa H € BH3MOKHO
714 C& HaJIOKH CHITETCTBANIO JISUCHHUE C XKEIA30.

B cmydall, 9e opraEn3Ma He pearupa Ha JedeHHeTo ¢ Apasecr, TpgbBa ma ce
OOTHPCAT MPHIUHUTE 3a TOBA. HeOCTUTHT Ha JKeii30, (onyieBa KHUCEINHA WM
BuTamuH B12 HamangBa e(eKTHBHOCTTA HA CPUTPONOETHHA M Tpsabea ma ce
kopurupa. ChIpoBOoXEAIIWTe MH(EKINH, BHIMANMTEIHH NPONECH W TPaBMI,
OKYITHH KPBBOM3IHBH, XEMOIM3a, TEKKA anfyMHHHEBA HHTOKCHKALWS, HM3pa3eHn
XeMaToNnoTHIHu 3a0oiaBaHns WM (uOpo3a HA KOCTHHMI MO3BK CBIIO MOrar ja
BE3NPEIATCTBAT ACHCTBHETO HAa EPUTPONOeTHHA. Bpos Ha DPETHKYIOLWTHTE Ce
mpHeMa KaTo JacT OT OIleHKaTa. AXo oOMgaliHATe IPHIMHY 3a JHIca Ha edekT ca
H3KIIOYeHH W TIAIHEHTa HMMa PETHKYIOHUTOLEHHs, Tpa0Ba Ja ce IpeIBUAH
6uHorcusa Ha KOCTHHS MO3BK. AKO HAXOAKaTa OT KOCTHHA MO3BK € CHBMECTHMA C
PRCA, Tpsi6Ba fa ce HanpaBy H3CICABAHE 38 aHTH-EPUTPONIOETHHOBH aHTHTENA.

VCTaHOBEHU Ca CIydad HA W30NMpPaHa amia3usi Ha JePBEHUTEC KPBRHU KICTKH B
CIeJICTBHE Ha HEYTpaJM3WpPaIli aHTH-CPUTPONIOETHHOBH AHTHTENd, CBBEP3aHH C
pexoMOHUHAHTEH EPUTPONOSTHH, BKIounTelHO U ¢ darbepoetin alfa. Tesn antuTena
MIOKA3BAaT KPhCTOCAHA PEaKIHs ¢ BCHYKY BHAOBE EpHTPONOETHH M MAlUEHTH, IpH
KOWTO FMa CHMHEHME, WM Ca ¢ JOKa3aHO HANMIHE Ha HEYTPaIu3HPANIy aHTUTEINA
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KBM EpPUTPOIIOETHH, He TpAORa fa ce moAaraT Ha Tepamus ¢ darbepoetin alfa (Bibk
pasnen 4.8).

AxTuBHHUTE 32607BaHys Ha 9epHUS [po0 ca CIWTaHU 34 MU3KIMIOYBAIN KPHTSPHH 32
BCHYKU IIPOYIBAHUA Ha ApaHecIl, 3aT0Ba HAMa HAIYHa MHGOpMAITUs 33 TTal(MeHTH
¢ HapymieHa gepHOnmpoOHa OyHkmma. THH kaTo npe3 yepHus Jpo6 MuHaBa
OCHOBHUS BT 3a CIMMHHHpaHe OT opranusMa Ha Apasect # r-HuEPO, Apanecn
TpgOBa 1a ce Mpuiara BHUMATENTHO IIPH ITAllHeHTH ¢ 9epHORPOoOHH 3a00aBanus.
Apanecn TpsA6Ra Jia ce IpHNara BHAMATEIHO CHIO U NPH MaIlHMEHTH C EIMWIEIICUIT
WM CBC CHPIIOBHAHOKICTHYHA AHEMU.
3noynorpebara ¢ ApaHecH OT 3[paBU XOpa MOXKE Ja JOBEAE AQ KpPHU3HCHO
yBeIMYeHNEe Ha KIeThIHHI 00eM. BB3MOkHO € ToBa Jia oBeAe N0 3acTpariaBanld
JKHBOTa YCIOXHEHUA OT CTpaHa Ha CEPJIETHO-CHA0BATa CUCTEMA.

Ilayuenmu ¢ xponuuna Gvopeuna Heoocmamvynocm

CeopIcTBAMIC JIEYSHHE C JKElI30 ce NpeHopbuBa HpH BCHYKM NalHeHTH ChC
croiinoctn Ha cepymuaui GeputuH moy 100 pg/l, unm npu omesu, HUATO
Tpa"cdepuHoBa carypauus € moa 20%.

KpsBHOTO HanmsaraHe Ha BCHUKY MalHeATH TpA0Ba Ja ce MpOocieaIBa 0coOEHO el
3amo4BaHe Ha Tepamusa ¢ Apasecn. Ilamuentute Tpabea na ce HambTCTBAaT 3a
3HAYMMOCTTa  H4  OPUAEPKAHETO KBM  IIPEABapWTENHO  HA3HAUCHATA
AHTHXUIICPTEH3MBHA TEPAIIHI ¥ OrpaHHICHHETO B JuietaTa. B ciuydail ve KphBHOTO
HaJIAraHe He ce KOHTPOIMpa ¢ MOAXOMINIM 3a Te3H clydad METOMH, XeMOornoOuHa
MOKe a c€ HaMalld 9pe3 NOHIKaBaHe MY CIIHPaHe Ha fo3uTe ApaHecn (Bx. 4.2).
Iipu manwenTn ¢ xpoHudHa OBOpedHa HEAOCTATHUHOCT M KIHMHHYHO NOKA33HO
HCXUMIGHO CEHpAegHO 3a00isBaHe MMM KOHTECTHBHA CHpAEYHA HENOCTATHYHOCT
OIITHMAJIHOTO HHBO HA XeMOITI00HHA TpsAOBa Ja ce oupejeny HHAUBHAyanHo. 1lpu
TE3H NAMeHTH TopHa TpaHuua Tpabeana ce mpreme 3a 12 g/dl, ocBen ako octpn
CHMIITOMH (Hanp. aHrMHA) HE HanaraT ApYyro.

Hupara ma xammif B cepyma TpabBa f[a ce H3caensal PEJOBHO IO BpeME HaA
TepampiaTa ¢ ApaHeci. [TokagBaHMsI HAa HUBOTO Ha KalWsd ca OTYETEHH IIPH HIKOH
OallACHTH, NpHeMamy ApaHecn, BBIpeKH d9¢ [AHPeKTHAa 3aBHCHMOCT He e
ycraHOBeHA. B cnydaii e ce KOHCTaTHpa YBENMYCHHME HAa HHMBOTO Ha KAIUA, CE
HaJara MpeyCcTaHOBABaHEe Ha TEpalMATa ¢ ApaHecH 0 HOpMalKH3UpaHe Ha HUBOTO.

Ouxonozuunu Rauuenmu

EdekT BEPXY TYMOPHUS DACTEX

EnoerramTe ca pacTekHH (QAaKTOpH, KOUTO THaBHO CTUMYIHMPAT IIPOH3BOACTBOTO
H& YEPBEHUTE KPBHBHH KICTKH. EPUTPONOSTHHOBUTE PELENTOPH Morar ha ce
EKCIIPECHPAT BEPXY MOBBPXHOCTTA HA Pa3NuIHM TYMOPHH KiIeTKd. Kaxro BeHakH
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pacTe)xHd (aKTOpH, TaKa W EHOSTHHHTE HMAaT BE3MOXHOCT Jia CTUMYIHpPAT
pacTexa HAa HIKOM BHAOBE MajiWTHeHH oO0pasyBanusa. JIBe KOHTpONHpPaHH
KIMHWYHA [OPOYYBAaHUA, TPH KOHUTO CHOSTHHHUTE Ca IPHWIIOKEHH Ha MalFeHTH C
PasinuYHy TYMODPH, BKIIIOUWTEIHO TYMOpH Ha TIJlaBaTa M IOWSITA M TYMOD Ha
MITSTHHTE JJIE3H, Ca II0Ka3all HeOOSCHUMO BHCOKA CMBPTHOCT.

1Ipy mamyueHTH CHC CONHAHW TYMOPH WM M&IWTHEHH IuMonpomupepaTHBHA
dopMamuu, ako xeMoriaoOuHa Hamxpepmu 13 g/dl., moszara Tpabea ma Obue
KOPUTHPaHa, KaTo CTPHKTHO ce CICABAT yKas3aHusATa, OMHCcaHu B T. 4.2, 34 1a ce
U30erdae MOTEHIMANHNA PUCK OT TpoMO0eMOONHYHY YCIOXKHEHUA. TpoMOOIUTHTS
X HUBOTO HA XeMOIJIO0MH CchI0 TpsAOBa a ce IPOCHEAIBAT PEOBHO.

4.5 JlexapcreeBd U APYTH B3anMOAeHCTBHA

Knuamgaurte pesynTatd, ¢ KOMTO pasmojaraMe O TO3M MOMEHT, HE JOKa3BaT
B3auMOAcHCTBU Ha ApaHecnm ¢ npyru cyGcraHimuM. Brhopexkd ToBa He ce
H3KNIOYBAT B3aUMOLEHMCTBHSI ¢ JieKapcTRa ¢ BHCOK ITOTEHIWAN 32 CBBP3BaHE C
depBeHUTE KPBBHH KISTKH, KaTo cyclosporin, tacrolimus. B ciywaii, ge darbepoetin
alfa ce mpuema e€HHOBPEMEHHO C HAKOE OT TE3HW BEINECTBA, CUC/BA /1a CE IIPARH
PeNOBHO H3CIIeNBaHEe HA TIXHATA KOHIEHTpPAard W Jio3ara fAa ce chobpasu ¢
[IOKA9BaHETO Ha XEMOTTIOOHHA.

4.6 bpeMeHHOCT I KbPMEHe

Hsma HalWdIHH KITHHWYHY AaHHH 33 BIMAHUCTO Ha ApaHecn BEpXy OpeMeHHoCTTa.
ITpoyuranmsATa C )XKABOTHH HE Ca JOKA3alli NUPEKTHO BPEIHO BBH3ACHCTBHE BEPXY
bpemeHBHOCTTa, EMOPHOHANHO/(DeTalTHO Pa3sBUTHE, PAXIAHETO YIIH HMOCTHATAIHOTO
passuTHEe. Bce NaK CC M3UCKBA HOBHUIICHO BHHMAHHWE, KOTAaTo JICKApPCTBOTO ce
IpeNnycBa Ha OpeMeHHH JKEeHH,

THif KaTO HAMA KIMHWICH ONNT ¢ KEpMadky, Apadec He Tpsa6Ba Aa ce NpeAnucBa
HAa JKeHH, KOUTO KEpMAT. B cirygaute, xoraro Tepamuara ¢ Apadecn € abcomoTHO
Heo0XomMMa, JXeHUTe TpA0Ba a cpaT KEPMEHETO.

4.7 EdexTn BBpPXy cnocofHocTTa 33 oupane 1 padbora ¢ MAIIHHA
He e mabnronasaHo BH37eHcTBHEe HA ApaHecl BEPXY CIIOcOOHOCTTA 32 modupane
iy paboTa ¢ MalIiHA.

4.8 Hexelanu JeKApCTBEHN PeaKIuH

BesonacrocTTa Ha ApaHecH € onpeelieHa Bb3 OCHOBA Ha 06paboTeHUTE MAHHHU 33
6ezomacuocT BHpXy npubmusmreiHo 1800 mammenta c¢ xpoHmdgHa OBOpedHa
HEOCTATHIHOCT, KOUTO €a JIeKyBaHHu 10 24 Mecena u okojo 1200 mamuenTa, XOHTO
ca JIeKyBaHH B IPOABDKCHAEC HA TETHPH MECEHA.



Volume 5 / Page 249

Obuwgu nonosxcernusn
JoknansaHd ca pemKky AaHHH 32 IOTCHIMAJHH CEPHO3HH aIepPrHYHH peaKIluH,
BIJIFOYHTENHO AUCIHES, KOXHH OOpUBH M ypTUKapHs, npraunenu ot darbepoetin

alfa.

Ilayuenmu c xponuuna Geopeyna HedocmamvyHoCH

JlaHHEWTE ca OT KOHTPONHpaHK IpOoyYBaHus BEpXyY 1578 mauuentr, KOUTo OpHEMAT

Apapecnt u 591 mamwentH, momydaBamu r-HuEPO. IIponeHTsT Ha GoNHUTE,

TIPEKBCHAIH

NeIeHNEeTO, 3apajHl HeXXCIaHH CTpandsy peaxuuu ¢ 2% 3a Apanecn u 4% 3a 1-

HuEPO.

HexenanuTe peakuuu, KOHTO CBIIFTCTBAT Tepanugara C ApaHecn, BKIIOYBAT
. XHUSPTOHKA B TpoMOO3a Ha chI0BaTa CHCTeMa. 1pabBa ma oTOenexumM, Te cropen

JlaHHHTe 3a 0e30macHOCT, HUTO €XMH OT CIAyJauTe HEe € CBEP3aH ¢ HHBO HAa

xemornobuna (< 12 copamo > 12 g/dl) unmm cTeneHTa Ha KauRaHe Ha XeMOTIoOHHA

(<1,1m0<2,2 no <3 n>3 g/dl xemornobuH 3a neprox OT 4 CeMHUIIH).

bonxa B MicTOTO Ha HMIDKEKTHpaHe, ABDKALON CE HA Tepammsi ¢ ApaHecH, ca

HaONIOZAaBaHN TIPH ITOJKOXKHO TpPHIIOKeHwWe. Tora € HaloAaBaHO II0-9€CTO B

cpaBHeHue ¢ 1-HuEPQO-TepamusaTa. VcemaneTo 3a JUCKOMQOPT OKOJIO MSICTOTO Ha

MEDKSKTHpaHe OOMKHOBEHO € JIeKO M IIPpeMHHABanio M ce Habmolaea Half-gecto

CJIe]] I5PBaTa HIDKEKIIH. :

UecroTata Ha HEXENAHUTEC peaklUyM, CBBp3aHU C Tepamus ¢ ApaHecn OT

KOHTPOJHPaHy KIIHANTHY [IPOYIBaHUA € CIISHHATA:

CHcTeMH HA TAIOTO YecroTa He:xenamm

JICKAPCTBEeHH
. peaknuu

IlenTpanua HepeHa | Hectu (> 1%, <10%) I'maro6omme

cucrema/llepudepna HepBHA

CHCTEMa

CepaedHo-CBI0Ba CHCTEMA Hectu (> 1%, <10%) XHTepTouua

CoA0BH HapyIIeHHA Hectu (> 1%, <16%) Tpombo3a Ha CHAOBHA
JOCTBII

MscroTo Ha nEXexTHpaEeTe | Yectr (> 1%, <10%) bonka B mMscTOTO Ha
WHXEKTHPAHE

B  usommpamm ciaywau e  yCTaHOBEHO, Y€ HOYTPATU3HpAIIUTE aHTH-
CPUTPONOCTHHOBH aHTHUTENa CIIOMarar aluiasyiaTa Ha YEepBEHUTE KPHLBHH KICTKH
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(PRCA), cepp3ana ¢ Tepanms ¢ Apaseci. B ciydail, e PRCA e auarHocTHIMpana,
TepamusaTa ¢ Apasecn Tpsa0Ba Jia ce NpPeKbCHE M TIAIHEHTMTS He TpsOBa fa ce
IIPEXBEPILIT HA APYT peKOMOMHAHTECH EPUTPOIIOSTHH. (BHXK paszeln 4.4).

Beuaxuy ocrananu HexelnaHu cpOUTHA, CBEP3aHH ¢ JCYeHHeTo ca HabmoaaBaHu B
He 1oBede oT 1% oT cirydante (HeoOWIaiiiy HITH PEIIKH), KaTO L0 Te Ca JEKH HITH
YMEPEHH ¥ ChbBMECTUMH ChC CBITFTCTBAINATA IATOIOTHA, XapaKTepHA 3a Ta3H Ipyia
TAUEHTH.

Ouxonozuunu nayuenmu

B xmumugHWTe TPOYYBAaHHUS ¢ IOAKOXHO MPHIOKEHHE HAa ApaHecH CIydauTe C
XUIIEPTOHHS M CHPAETHO-CHAOBH HApyNICHUsS ca CpaBHWMHE NPH NANMEHTH Ha -
HuEPO wm Apasecn ¢ mnane6o.

OcBer TOBa, TE€3H CTPAHUIHE pEAaKLUHW HE CE CBBP3BAT HHTO C HHBOTO Ha
KOHITeHTpaws Ha xemornobuna (< 13 cpemy > 13 g/dl), suTO € pg3KOTO My
nokageane (> 2.0 g/dl 3a gerupn ceamuy). KnuHuaHUTE NpoyYBaHus ca MOKA3AITH
IIO-BHCOKA JecTOTa Ha TPoMOoeMOOINYHH MpoliecH, BKIIOYBAINH A6I00Ka BEHO3HA
TpoMO03a u GenoxpobHA eMOOMMA NpPH OHKONOTHYHH TAIMCHTH Ha TEpamud ¢
ApasecTI B cpaBHEHHE ¢ TIANE00 HalMeHTUTE, NoyIaBaln mnanedo.

OGo0mieHo, HNOKNAABAHUTE HEKENAaHW Ppeakmuy OT KIWAWYHHA [POYIBaHUA C
Apadecnn BBpXY NalMeHTH, TOMIOXKEHW Ha CBOBTCTBAMA XWMHOTEpamud, ca
CBHIIOCTABHMH ¢ OCHOBHOTO 3a00iIABaHe B TipHaraHara 3a TOBa XUMHOTepaIms.
Crnygaute Ha HEXEIaHW peakIuy, CBBP3aHH C Tepamui ¢ ApaHecn oOT
KOHTPONHPAHH KIMHWYHH MPOYIBAHUA Ca.

CucreMu HA TSIIOTO YecToTa Hexenann
JIeKapCcTBEHM
peaKnman

MycKynHO-CKeneTHa Yectr (> 1%, <10%) Aprpamrus

Tenecan Yectu > 1%, <10%) Tlepudepru oTomm

MscroTo ga umkektupanero | Hecrm (> 1%, <10%) Bonka B MACTOTO Ha
WEDKEKTHPaHE

CrroBu HapyIIeHU Yectu (> 1%, <10%) Tpomboembomuitan
peaKIHI

Bbonxara B MACTOTO Ha HHXCKTHpAHE € Hal-9ecTo H&6.TIIO,T.[aBaHOT0 HEXEIado
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cpOuTHe, CBBp3aHO C Tepammara ¢ Apasecn (< 5%). B moedero cmygawm
OILTAKBRAHUATA Ca JIEKH M TPEXOH.

4.9 Npeno3npane

TepanepTrgnaTa TpaHHIa Ha ApaHecH € AocTa mupoka. JlopH NpH jocTa BHCOKO
CEpYMHO HUBO, He ca Ha0IIr0/laBaHy CUMITOME Ha IIpefo3UpaHe.

B ciygali Ha mOMMIMTEMHS, JEUSHHETO ¢ ApaHecn ciefBa ha ObJe BPEMEHHO
npeycTagosero (Bx. 4.2, “JosupoBka M HadWH Ha IPHIOXKEHHE ). AXO
CHINECTRYBa KMMHWYIHA HYXKHa, MOXe J1a ce IpUIoxKH U ¢iredoToMuA.

5. @apmaxonozuunu ocobernocmu

5.1 ®apMakoaHHAMUYHE CBOlicTRA

®apMakoTepaneBTHaHa rpyna: Anti-anacmic ATC: BO3XAQ02.

YOBEMKUAT EpPUTPONOETHH € EHAOTCHEH ITHMKOIPOTEMHOB XOPMOH, KOHTO €
IIEPBUYEH PEryiaTop Ha EpUTpOIoe3ara ¥pe3 CICHUQUIHO B3aHMOmelCTBHE C
EPUTPOIIOCTHHOBHA PEHENTOP Ha NPEKypCcOpUTe Ha EPHUTPOLMTUTE B KOCTHMS
MO3BK. IIpOM3BOACTBOTO Ha EPHTPOIIOCTHH €€ OCHIHECTBABA OCHOBHO H Ce
perymipa oT OGnOpenuTe B OTrOBOP Ha IPOMEHH B TBKAaHHATA OKCHICHALMI.
TIpou3BOJICTBOTO HA EHAOTEHEH EPUTPONOETUH IPH IAlHMEHTH ¢ XpOHWIHA
O6n0peuHa HeOCTATHFIHOCT € HapylIeHo H OCHOBHATA NPHYMHA 32 aHEMHATa IIpH
TaX e epurponoeTHHOB Aeurur. Ilpu DpammenTH ¢ pakoBH 3a0olfBaHuUI,
HOIIOKEHH Ha XHUMHOTCpPAIMA, CHIIECTBYBA MHOro()akTOpHa €THOIOrWs Ha
apeMuaTa. Ilpy Te3n OGONHM EpPUTPONOSTHHOBMAT MASMUIMT H IOHIDKEHATA
QyBCTBUTENHOCT Ha IPEKypCOPHUTE HA CPUTPOLIUTUTE, KbM CHAOTCHHUA
EPUTPOIIOETHH 3HAYMMO BIIOIIABA aHEMWIHOTO CBCTOAHME.

Darbepoetin  alfa crumymupa epurpomoe3ara IO ChIIMS Had9WH, KaKIO0 M
€HIOTCHHUS XOPMOH.

Darbepoetin  alfa wMa wner N-cBEp2aHH  BBIVICXMAPATHH BEPUTH, HAOKATO
SHHOTCHHHAT XOPMOH H peKOMOMHaHTHUAT dHoBemkw epmrponoeTHH (r-HuEPO)
uMaT TpU. JOIreIHATENHATE BEINICXUAPATHE BEPHTH Ca MOJEKYIAPHO HEOTIUIUMU
OT CHEOTCHHHI XOPMOH. B pe3ynTaT Ha IIOBHINEHOTO CH BBIVIEXHUAPATHO
chpabpkanue, darbepoetin alfa mva mo-ABITo KpalHO BpeMe 33 HONyCIUMIHHPAHE
B cpaBeeHue ¢ r-HUEPO, csOTBETHO HO-NPOABIDKHTENHA [N ViVo aKTHBHOCT.
Boupekn monexynuute pasnnaus darbepoetin alfa 3amasea TACHO coenUQHICH
aUHHUTET KBM EPHUTPOIOETHHOBU PEHENTOP.

Onkonozuunu nayuermu, ROONONCERU HA XUMUOMEPANUA
B IpOCIEKTMBHO paHAOMH3MPaHO JBOMHO CIMII0 MIIane60 KOHTPOIMpPaHO
KIMHAYHO TpoydBaHe BBPXY 314 mammenTH © KapupHoM Ha Oemua apod,
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HOANOXKECHHM Ha INaTHMHOCHIbPXKAlla XWMHOTEpaldsi € YCTaHOBEHA 3HAYHTENHA
pemykunsd Ha TpaHCQysuoHHHTE HyxAH (p < 0.001). Kimunwanure npoyasaHusg
Joxassar, 9e darbepoetin alfa mma momobHa eheKTHBHOCT, KOTaTO CE NMpHIara KaTo
CAHOKPATHA HEDKEKIAS BEIHEX Ha BCEKH TpPU CEIMUIH, BEIHEBXK Ha BCEKH NBE
CeIMUIH MM ceaMUIHO 0e3 HeoOX0AMMOCT OT YBEIHYCHHE Ha 00mara [03a.

B paspnomMmsupano mpodHO ciamo Imanebo KOHTPONMpadHO KIMHHYHO IIPOyIBaHE
BEpPXy 344 mamwentu ¢ anemms c¢ JmMbonpomubepaTHBHE  (dopMAaIH,
ToNydJaBallid XUMHOTepammd ¢ HaOlofaBaHa 3HAYWTENHa PEAyKIUA Ha
TpaHC(Y3HOHHUTE HYXIU U Tofo0pABaHe Ha HUBaTAa Ha XeMoriobuma (p<0.001).
HabmomaBa ce chpI0 Taka M HaMaldBaHe Ha yMopaTa Ha OpraHu3Ma Npd
ManEeHTHTE, H3MepeHo cnpsaMo DyHKIHOHANHA cKajla 3a OTIUTaHe Ha yMopaTa OT
xumuoTepanmsta (FACT-fatigue).

JBIArocpoaHOTO HAO:OACHUE HA HAMEHTH, OT ABETE JBOMHO CIIEIH IIPOYIBAHUS
IIOKAa3BaT JMIICA Ha HEXelNaHW peaknuu oT cTpaHa Ha darbepoetin alfa BEpXy
MpOrpecHsITa Ha TYMOpPa U MPONBIDKHTEIHOCTTA Ha JKUBOTA.

Enoernnute ca pacrexuy (pakTOpH, KOKUTO TIABHO CTHMYNHPAT IPOH3BOJCTBOTO
Ha UEPBECHHTE KPBBHH KIETKH. EpHTPOIOETHHOBUTE PEHENTOPH MOTAT Ja Ce
EKCTIPECUPAT BBEPXY IOBBPXHOCTTA HA pa3lIHdHH TYyMOpHW KieTku. Hsma
33A0BONMUTENHA HH(DOpPMAaIMI 3aTOBa, MJAall M3IMON3BAHETO HA EIIOSTHHOBH
IPONYKTH MMa HexellaH e(ekT BBEPXY BPEMETO 3a IPOTPECHA HAa TyMOpa Wi
HNPONBIDKUTENHOCTTA HA )KUBOTA.

JiBe mpoyuBammMsa ca u3clefBaly e@eKTa OT  CIIOETUHHTE  BBPXY
NPOABIDKATENHOCTTA Ha JKHBOT W/HIIM TYMOPHATA IPOTPECHS C IO BUCOKHM HHUBA HA
XxeMornoouua.

B pasgomu3upano minanebo-KOHTPONMpaHO IpoydeaHe ¢ epoetin alfa mpu 939
[AIMEHTH ¢ METacTa’d Ha MIICYHATA KJie3a, JIEKapcTBOTO € MPUIaraHo, 3a Oa ¢e
TIOCTHTHE ITOJMEPKaHeTO Ha HIBA Ha XeMoritoOnHa Mexay 12 u 14 g/dl. 3a getupu
Mecella, CMBPTHOCTTA, CBBP3aHa ¢ Iporpecus Ha OomecTtra € mo-Bucoka (6 %
cpemy 3 %) mpu oxeHH, moimydaBamm epoetin alfa. OOmara cMBpTHOCT €
3HaTUTENHO II0-BHCOKa B TpynaTa Ha epoetin alfa.

B gpyro mnane6o-KOHTpOIHpaHe IpoydBaHe ¢ epoetin beta mpu 351 mammenTH ¢
TYMOpPH Ha TIaBaTa M IOUNTA, W3CIEABAHOTO JIEKApCTRO € IPHIATaHO, 32 Aa ce
TOJIBpKa HHUBO Ha XxeMorioOuHa ot 14 g/dl npu xxenute ¥ 15 g/dl mpu mexere.

TIpogpmxuTenHOCTTa Ha JKMBOT 0e3 JOKATH3UpaHa IMPOrpects € 3HAYHTENHO IT0-
KpaTKa Ipy NaIHeHTH, ToiygIaBainy epoetin beta. Pesynrature oT ToBa npoydsane
ca CMeCeHW Nopajy HEIpPOIOPIMOHATHOCTTA MEXAY JIEKyBaHUTE IPyI, ocobeHo

10
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[I0 OTHONIIEHHME Ha TYMOpHAaTa JOKANW3AIIIP IyIMIEeHeTO U XeTepOorcHOCTTa Ha
M3CIIe/IBAHATA, TTOITYIAITH.

Karo nonpnmenue, HAKONKO ApPYrd IPOYYBAHUS Ca I[IOKA3aM TEHAGHOHT B
mofo0psABaHe Ha TPOSBIDKUTEIHOCTTA HA JKHBOT, TPEANOIaraiike, de emoeTuH
HsAMa HeykenaH eeKT BEPXY TYMOpHATA IPOTPECH.

5.2 PapMakeKkHHETHYHH CBOCTBA

Brnaromapenrie Ha 3aBUmIeHOTO MY BBIJIEXUJIPATHO CHABPXKAHWE, HUBOTO HA
darbepoetin alfa B kppBTa 0CTaBa HaX IPaHALIATA HA MAHUMAIHATA KOHIEHTPALIAS,
HeoOXomyuMa 3a CTHUMYIMpPaHETO Ha EpHTpOIoe3aTa 3a MO-TBIrC BpeME B
CpaBHEHWE ¢ aHalormvHata wmoiapHa no3a oT r-HuEPO, koeto mnosromssa
darbepoetin alfa ga ce mpunara mo-psako 3a MOCTUTaHETO HA CHINKA OHOJIOIHYCH
e(eKxT.

Iauuenmu c xponuuna 6vOpeuna He0OCMAMBYHOCT

®apmakokuHeTHKaTa Ha darbepoetin alfa e KITHHUTHO HW3cHeNBaHA IPY TANUCHTH C
XpoHHMYHA 6B0pedHa HEAOCTATHIHOCT IPH IIOAKOXHO WM BEHO3SHO HPHIOKEHEE.
Kpaiinoro BieMe Ha monyemmMuHEpane Ha darbepoetin alfa e 21 gaca (SD 7.5),
KOraTo e mpumoxeH BeHO3HO. KimpsacsT Ha darbepoetin alfa e 1.9 ml/hrkg (SD
0.56), a 0beMsT Ha pasnpoctpaneHue (Vss) € HpaOIH3UTEIHO paBeH Ha MIa3MeHHS
obem (50 ml/kg). bronoruanara HaAMYHOCT NpH MOAKOXKEH mpueM e 37%. Ilpu
MeCeYHOoTO NMpunoxenue Ha darbepoetin alfa mpu moaxoxnm H03W, BapEpamy OT
0,6 mo 2,1 pg/ke, xpaiioTo BpeMe 3a molyelMMUEHpaHe € 73 daca (SD 24). Ipu
KIMHUIHHTE TPOyIBaHug € HaOmromaBaHa MUHMMAllHA KyMylallid K TIpH JBaTa
MeToHa Ha npunoxerie. IlpeaxiananuTe U3caeABaHuI JOKa3BaT, 93¢ 050pedHoTOo
oTAersHe ¢ MuHuManHO (Ham 2% oT o6moTO) M He BIMAE BEPXY CEPYMHUA
IOy KHBOT.

Haunute or 809 nammenTtana Ha Tepanud ¢ ApaHecl OT EBpPONCHCKH KIMHUTHU
IIPOYIBAHHA Ca AHANM3HPAHN 32 OIeHKA Ha HeoOXomuMara 103a 3a IOARLPKaHe Ha
xeMornoOuHa; He ca HAOMIOAaBaHW pasiHIMd MEXKIy IpHiaraHata cpexsaa
CeIMUIHA JT03a IIPH BEHO3HO WK ITOJIKOKHO HHXKEKTHUPaHe.

OHKOROZUYURY RAYNHEHINN HO XUMIOMEPARNA

IIpn momxoxeo mpmnoxeHue Ha 2.25 Lg/kg IpH BB3pacTHU NALWEHTH, CpENHaTa
MakcuMmaiiHa komreHtpamua oT 10.6 ng/ml (SD 5.9) ma darbepoetin alfa e
nocturHata 3a 91 =maca (SD 19.7). Tesu nmapamerpu CHBIAAAT C JO30IMHEHHATA
(hapMaKOKWHETHKA TIpH MHOrO mmpok obxBaT Ha mosupadero (0.5 mo 8 pg/kg
cenvugao ¥ 3 mo 9 pg/kg Ha Beekd ABe cenvuiy). DapMaKOKHHETHIHHTE
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napaMeTpH He ce IIPOMEHAT B CIS/ICTBHE Ha MHOTOKPAaTeH NpueM mpe3 12 ceamurm
(BeIHEBXK CEAMUTHO MM BEAHEXK Ha IBE CEAMHULH). B Te3u ciydau ce

HaOmrofmaBa OYaKBaHO YMEpPEHO TIOKadBaHe (< 2 IIBTH) HA CEepyMHATa
KOBIIGHTpallWsi B CHCTOAHHE Ha PaBHOBeCHE M He € Hadmo#aBaHa HeOJaKBaHa
KyMynagus Tpd NpoABDKUTENeH npueM. IIpoBemeHO e ¢apMaKOKHHETHIHO
OpOYYRaHE TP IMAIHSHTH ¢ aHEMMUS, IPE{3BHKAHA OT XMMHOTEPAIHsL, IEKYBaHH C
6,75 pg/kg darbepoetin alfa, nmpunmarad NORKOXHO Ha BCEKH TPH CCIMHIM B
KOMOMHAIMA ¢ XUMHOTEPAmus, KOETO TO3BONSBa IIBIHA OUSHKA Ha KpalHOTO
BpeMe 3a mOoNyelnnMMHuHMpaHe. B ToBa mpoydBaHe cpefiHaTa CTOMHOCT 3a KpalHOTO
BpeMe 3a monyemumuHEpane e 74 (SD 27) gaca.

5.3 IlpenknaaA9HA JAHHXA 32 0e30MacHOCT

Bceuaxky npoyasasus ¢ ApaHecH BEpXY ITBXOBE M KydeTa MOKa3BaT MOKadBaHe Ha
XeMOrjIo0HHa, XeMaroKpuTa, Opos Ha UepBEeHWTE KPHBHH KIETKH H
PETHKYJIOLMTATE, KOETO CBBIafAa C OYaKkBaHWA (apMaKOIOTHIeH e(eKT.
Hexenauute peakuyy IpH MHOTC BHCOKH JO3H HE CE€ PasnHyaBar OT OOMJaiHuTe
(hapMaKOJOTHIHH PEaKIHH IPH CBPBX03a (HaMalsiBaHe Ha ThKaHHaTa Nepdysusd,
B CIICACTBME HA HapacHal BHCKO3HTET Ha KpPHBTa). Tyk CIajaT M CIydauTe Ha
muenopuoposa U xuneprpodHsd Ha Jajaka, KakTo M Ha pasnmpssane Ha QRS
xomiuiekca Ha EKI' npu Kyderara, HO HE C€ IIPOSABABA apUTMEA, HUTO NpOMsHA Ha
QT maTepBana.

ApaHecn HAMa TeHOTOKCHYEH IIOTEHIMAN, HWTO OKa3Ba BIAHHE BEDPXY
npoimdepanysaTa Ha HEXEMaTONOTHYHHTE KIETKH in Vvilro HWIM in  Vivo.
IIpoyuBanuaTa 38 XpOHMYIHA TOCKHYHOCT HE Ca YCTAHOBWIM TYMOPOTCHHH HIIH
MHTOTEHHHM PeaKIUH, B KOATO M fAa € ThbKaH. KaHICpOreHHHIT NOTEHIMal Ha
darbepoetin alfa ne e 611 00eKT Ha ABEITOCPOYHU U3CICABAHUS BEPXY )KUBOTHU.
IIpoyuBanusaTa, MPOBENEHHW BHPXY INTBXOBE M 3aHIM, HE NOKA3BaT KNWHWYIHA
3HAYMMOCT Ha HEXeJaHW peakmmy npu OpeMeHHOCT, eMOpHOHAIIHOTO/(QEeTaTHOTO
pa3sBUTHE Ha IOAA, PRXKZAHETO WIIM IHOCTHATANHOTO pasBuTHe. IIpemmHaBaneTo
npes IujanenTaTa e MuHuMaIHO. He e ycTaHOBEHO BIILIHHE BEPXY (DEPTHIHOCTTA.

6. Papmayeemuunu OaHHU

6.1 CbcThB HAa IOMONIHATE BEHIECTBA
Sodium phosphate monobasic

Sodium phosphate dibasic

Sodium chloride

Polysorbate 80

‘Water for injections

6.2 HechBMeCTHAMOCT

12
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Tlopann mumica Ha KITMHUYHY MPOYYBAHUS 332 HECHBMECTUMOCT, ApaHecH He Tpa6Ba
JIa Ce CMECBA MM HPUJIara KaTto HHPY3US ¢ APYTH JeKapCTBeHH IPOAYKTH.

6.3 Cpoxk Ha rogsoct
2 TOAWHH.

6.4 Haunn Ha cChXpaHeHue

Ha ce cexpaungsa npu Temreparypa mexay 2 °C u 8 °C (B xnaguiHuK).

Jla He ce 3aMpassBa.

CrxpansBalite BEB BHHIIHATA KapTOHECHA ONAKOBKA, 33 Oa OPEANA3HUTEe OT IpAKa
CITBHYCRA CBETIIHHA.

3a nenuTe Ha aMOyNaTOPHO NledeHne, ApaHecl Moxe Ja 0bje eHOKPaTHO H3BANCH
OT XJafMIIHUKA ¥ OCTaBeH Ha cTaiina temueparypa (mo 25 °C) 3a He mosede oT 7
JHH.

6.5 Crapprkanne Ha oHaKOBKaTa
OmaxoBkara ChOBp)Xa €IHA IPEJBAapUTEIHO HamblHeHa mwcanka oT 300 pg
Apanect ueoxexones pasrsop B 0.6 ml (500 pg/ml).

ITucankure ca IpeaOCTasCHM B OIIAKOBKA IO CAHA.

CnpuHIOBKHTE BHTPE B IHCAIKHIC €4 HANPABEHH OT CTHKNO THN 1 ¢ Mrim or
HepEKIaeMa CTOMaHa pasMep 27.
He BcuuKky BEOOBE KpalfiHu OTTAaKOBKH Ce IIpejyiaraT 3a npoAaxoOa.

6.6 HucTpyknun 3a ynorpeéa
OmnakoBKara CBIBPIKA JIHCTOBKA C MHCTPYKI[HH 3a yIIoTpeba.

Apanecn (SureClick) B npexBapHTelIHO HAIIBIHEHA MHCANKa OCUIYpsBAa IBIHATA
71033 OT BCaka hopma.

ApaHecn e crTepuiieH, HO HEeKOHCEpBHpaH NpoxykT. He msmonspaiiTe mosede OT
elHA [[03a C eOHa ¥ ChINa mucanka. Bedka mpcanka MOXKE Ja ce M3MON3Ba CaMo
BegHEK. OCTATHIHOTO HEKAPCTBO B NPEABAPHTENHO HANLIHCHATA NHCaIKa TpsOra
Jia OBJie AIXBHPICHO.

Ipemu npunoXeHue, pa3TBOPET Ha ApaHecH TpaOBa Aa ce NPOBEPH 33 HalH9He Ha
BunpMY wacruid. la ce HIDKEKTHpaT camo OucTpH, Onemo mepneHO OLBETCHH
pastBopu. He paskiamaiite. OcTaBeTe NpeJBapuTENHO HAITbIHEHATA IHCANKA O3
IOCTUTHE CTaiHa TeMIleparypa, Ipefi Aa HEKEKTHpaTe.
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PemysatitTe HEXKEKIIMOHHWTE MecTa, 3a Ha m30erHeTe OONKH B MACTOTO HA
HHXEKTHPAHE,

Hen3nmon3BaHUAT JICKAPCTBEHMSI NPOXYKT, KAKTO K BCHYKHA HEHYKHH OTHAIBIH
TpaOBa 712 6BAaT U3XBEPJITHE B CHOTBETCTBHE C MECTHUTE H3HCKBAaHUA.

7. IIPUTEXKATE/T HA PASPEIIIEHHETO 34 YIIOTPEBA
Amgen Europe B.V.

Minervum 7061

NL-4817 ZK. Breda

Xoauausa

8. PETUCTPAITMOHEH HOMEP
‘ 20050061

9. JTATA HA TBPBATA PETHCTPATIMSI/IONHOBSBAHE HA
PETACTPATIVIAITA

10. JIATA HA TIOCJIE/THA PEBU3HS HA TEKCTA
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