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WRUHOTERCTRO HA 3APABEONASBARETO
KPATKA XAPAKTEPACTHKA HATIPOIYKT
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1. IME BA JIEKAPCTBEHHMS OPOIVKT  (665/31.042¢

7
Apanecrt 100 pg pasTBOp 3a IXKEKIUH B IPEABapUTEIHO HAITBIIHEHA MHCAKA.
Aranesp 100 micrograms solution for injection in a pre-filled pen.

2. KAMECTBEH 1 KOJIMYECTBEH ChCTAB

Besika npefBapuTENHO HABIHEHA mucaika chrbpxa 100 pg darbepoetin alfa B 0.5
ml (200 pg/ml).

Darbepoetin alfa ce npomsBexJa II0 TeHHA TEXHOIOTHA OT SHIEKIETKHTE Ha
kurakicku xamcrep (CHO-K1).

3a IIOMOINHEKTE BemecTBa BHXK T. 6.1.

3. JEKAPCTBEHA ®OPMA
HKxeKIHOHEH Pa3TBOp B IIPEABAPHTENHO HanbiHeHa mucaika (SureClick)

4. KJIAHAYHA JAHHA
4.1 Toxazanua

Jleuenne Ha aHeMus, CBEBp3aHa ¢ XpOHHMYHA OBOpedHA HEZOCTATHYHOCT IHPH
BB3pACTHHY U Aena Haz 11-roauuina BE3pacT.

Jleuenre Ha CHMIITOMATHYHA AaHCMKS NPU BB3PACTHH HAllMEHTH ¢ HEMUIOMIHHU
3JI0KAYECTBEHH HOBOOOpa3yBaHMs, KOUTO Ca IIOANOKEHH Ha XUMHOTEPAIIHs.

4.2 Jo3upopKka H HAYHH HA NPHI0KEHIE

Jlewenuero ¢ Apanecn TpabBa ma ObAe NPENIMCAHO OT JIEKap CHENHANNCT II0
TIOCOYEHHUTE NO-rope 3a00NgBaHI.

Apanecn (SureClick) ce pasmpocTpaHsfBa B NPEABAPUTENHO HAMBIHEHA IMHCAIIKA.
IlpenBapuTenso HANBIHEHATA [HCANKA € CaMO 3a IOAKOXXHO IIPHIOKEHHE.
VxazaHusra 3a IPUIIOKEHNE ca IPSACTABEHH B TOUKA 6.6.

Jeuenne na anemus npu nayUeRmy ¢ XpoHUYHA 6vOpeuna He00OCMamvUHoCH
Apanec ce ipunara IMOAKOKHO WX BeHO3HO. ITONKOKHUAT HAYMH Ha yIIoTpeda €

IIOAXOAAIN, 34 TMAMUCHTH, KOMTO HE Ca NOMIOXKCHH Ha XEMOJHalIk3a, 3a Aa CC
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n3berne npobuBane Ha MepH(EPHUTE KPHBOHOCHH chloBe. LlenTa Ha Tepamuira e
Iia ce IIOCTUTHAT HKUBa Ha Xemornobmua Hazg 11 g/dl (6.8 mmol/]).

OrrrrMaiHaTa KOHIEHTpanusI Ha xemornobuna Hayg 11 g/dl (6.8 mmol/l) tpaGea aa
Obe ompeneneHa HHANBULYAIHO 338 BCeKH manpeHT. ITokauBade Ha XeMOrIoGuHa
nosede oT 2.0 g/dl (1.25 mmol/l) B pamkuTe Ha TETHPH CEAMHLM, KAKTO ¥ HHBA Ha
xeMmornoOuna mo-pucoxu oT 14 g/dl (8.7 mmol/l) Tpa6ea ma ce uzGsarear. Ot
KIMHAYHHTE POYIBaHUA € KOHCTATHPAHO, Je PA3INUHHTS HANHEHTH Cce IOBIHIBAT
B pa3NW9Ha CTelleH. BBIpekd ToBa IIBPBOHAUANHO TpsOBa Ja ce coasear
U30pOeHUTE [IO-IOIY IPENOpPBKH, KaKTO IPH BB3PACTHH IAUMEHTH, Taka U IpPH
Iena W CcIely ToBa Jo3aTa Aa OBlle ChoOpaseHa C KIMEMYHUTE TOKAa3aHMUA.
Tepammata ¢ Apadecn ce pasfens #a JBe (asu — KOPHTHpamia H TOAALPIKaIa
(aza:

Kopuzupawa gaza

Haganmuata 5o3a mpy DOAKOXHO WM BeHO3HO mpunokerue e 0,45 pg/kg tenecHo
TerIO NOA ¢opmara Ha €EIHOKpaTHA MHXEKHMS BEAHEX ceiMmudno. Kato
aNTepHATHBA UPH NAl[IEHTH, KOMTO He ca Ha Aualm3a, HadanHa #o3a ot 0,75 pgkg
MOXKE Jia CC IpHiara IIOAKOXHO, KaTo €AHOKPATHA WIKEKIMSI BEJHEK HA BCEKH
JBE ceaMMIU. B ciiydail Ha HeaZleKBaTHO YBEIMICHHE Ha XeMOrNIoOrHa (Io-Maiko
ot 1 g/dl (0.6 mmol/l) 32 geTHpH cemMHITH), AO3aTa C& YBEINYH IIPHUOIHIUTEIHO C
25%. YBenndapaHeTo Ha [103aTa He TpsOBa Jia ce IIPaBH II0-9YECTO OT BENHBK HA
YeTHPH CEIIMHIIH.

B cinyuaii, ge xemomoOuHBT ce moxauu ¢ mosede oT 2.5 g/dl (1.6 mmol/l) 3a
geTHPH CEAMHIH, J03aTa ce HaMasara ¢ 25% a0 50% B 3aBHCHMOCT OT CTEHEHTA
Ha YBEIMYCHUETO. AKO XeMOITIoOHHET HaaxBepiu 14 g/dl (8.7 mmol/l), Tepamusra
Ce IPEKBCBa, JMOKATO HUBOTO My cmamHe Jo 13 g/dl (8.1 mmol/l) m rtorama
3a09HETE OTHOBO TEPAUMATA C OKono 25% mo-HuCKa A03a OT IBPROHAYANHATA.
HusoTo Ha XemormoOrHa TpACBa Aa ce u3MepBa Ha BCEKH 1-2 CeMUIIM, TOKATO Ce
crabmmmsupa. CieJl ToBa XeMOTIOOHHA & H3MepBa IICPHOAUTHO.

IHooowspacamia gaza

B nomampxamara ¢asa ApaHecn MoXe Ja TpOALIDKH Ja Ce Ipiara Karo
eMHOKPATHA MIKEKIUA BEHBXK CeIMUIHO MM BEOHHXK HAa BCCKH I(BE CEIMUIIM.
Karo anrepHaTHBa NpH NalEHTH, KOUTO HE Ca Ha [UaNN34, CHel YCTAHOBABAHE Ha
OIITHMANHATA KOHIIGHTpa¥s Ha XeMorio0uHa ¢ mo3a, NpuiaraHa BEHEXK Ha NIBE
ceMUITH, ApaHec MOXe Jia ce IpHiara MOJKOKHO BeIHBXK MECEIHO ¢ HadanHa
Ji03a, paBHa Ha JiBa IIBTH NPEIXOAHATA J103a, NPUIATraHa BEJIHEXK Ha BCEKH JIBE
cenvumm. Cren TOBa [03ata TpAOBRa Aa ce THTPYRa, KONKOTO € HeobxomuMo 3a
MONAEPIKAHE Ha ONTHMANTHATa KOHIIEHTPaII Ha XeMOrIIo01Ha.
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OnrumanHara KOHIEHTpalnua Ha Xxemornoouna Hag 11 g/dl (6.8 mmol/l) Tpabea na
OBIc yCTaHOBEHA 34 BCEKM WHAVMBHAyaJeH Nall@eHT. B ciydaii ue ce Hamara
peryi¥pane Ha 7[03aTa, 3a Ja CE MOAABPKA JKEJAaHOTO HHBO Ha XEMOLIOOHHA,
IPEOPEYBA ce KOPEKIIKATa Aa € 0Koio 25%. Axo xemornrobuna Haaxeepas 14 g/dl
(8.7 mmol/l), npeycTanoBeTe NSYCHHETO, AOKATO HHBOTO MY mamme mox 13 g/dl
(8.1 mmol/l), n Toraea 3anm0YHeTe OTHORO TEpANHATA C 033 NpHOIM3HTENHO 25 %
[IO-HACKA OT OPeXOAHATA. "

Cren Bcgka KOPEKII Ha f103aTa XeMOornoOuna Tpsabea na Ob/e H3CICABAH BEIHEX
Ha 1-2 cegmunu. Ilpomenw B A03aTa o BpeMe Ha NOjbpKamara (asa oT
TepanusTa He TpAbBa Jla ce IpaBAT I0-9ecTo OT BeAHEX Ha JIBe CEIMHIIIH.

1Ipu mpoMmdHa B Hag¥Ha Ha TPHIIOXKEHNE, TpAOBa Ja ce 3alla3| CHINATA J(032 U
xXeMorinoOrHEa ce H3MepBa Ha BCAKA €XHA WM JIBE CEAMMIM, Taka 49¢ A3 ce
YCTaHOBH TOTHATA JI034 3a OJIBPIKaHe Ha )KETaHUTe HUBA Ha XEMOTTIO0HHA.,
KianmygusT onut mokasea, 9e DalueHTH, KouTo ca nmpuemany r-HuEPO nea-tpu
IIBTH CEIMUTIHO, MOTAT Jia MPEMHUHAT Ha efHA CeaMHIHA 1033 ApaHecl, a OHe3H,
KouTo ca nmpueManu r-HuEPO Benasx ceAMUIHO, MOTAT /1a MPEMHUHAT Ha ApaHectt
Ha BCeKu JBe ceaMuim. Hauannara mosza Apanecnm (pg/cCEIMHYHO) MOXKe Ja ce
onpefend, KaTo ce pashenu obmara ceqMuada nosa r-HuEPO (IU/cexmirano) Ha
200. Ilopamu uWHAMBHOYATHUTE pa3iuIui € HeoOXOHMMO ONpeleiHeTO Ha
ONITHMANHATA TEPaleBTHIHA 1034 32 BCEKH OTHeNeH malueHT. 1Ipy 3aMecTBaHe Ha
repamusta ¢ -HUEPO ¢ Apanect, xemorno6uHa TpaOBa fa ce W3MepBa Ha RCeKu 1-
2 cepmurma, 6€3 Ha ce NPOMCEHS HAYMHA HA IPIIOKEHHE.

Jleuenue na cumnmomamudna AHEMUs HPU OHKONOZUYHY RAYUEHMU

TTpu namueHTH ¢ aHeMHs (KOHLEHTpanua Ha xemornodusaa < 11 g/dl (6.8 mmol/l),
Apanecn Tpa6Ba fia ce GpHrara HOAKOXKHO.

IIpenoprumTennara HavanHa Jo3a e 6,75 pug/kg, mapana BeAHBX Ha BCEKH TPH
ceIMHMIM. AKO KIHHWYHAT OTITOBOp Ha manwedta (yMmMopa, cToiiHOCTH Ha
XeMornoOrea) e HealeKBaTeH CIeX JAEBET CeAMMIH, NPOABIDKaBaHe Ha Tepaliira
MOKE Ja He € e(heKTHUBHO.

Karo anrepHaTiBa €HOKpaTHA CeAMIHA H03a OT 2,25 ng/kg TemecHO Terno MOxKe
na ce mpuiara. IIpy nawueHTH, TOTy9aBanii ApaHecll Ha CeAMMYEeH IPHHITUTL, aKO
yBenM4eHHe Ha XeMornobuna e HeaasekTao (mo-manko ot 1 g/dl (0.6 mmol/l) ciex
YETHPH CeIMHIIM), NTo3aTa TpAOBa ja ce yABod. B cimydai, we xemMorimobuHa
IpOABIDKaBa Aa ObAe HEmoCTaThucH 4 CcefMHUIM Ciicl] YABOABAHE Ha HO3aTa,
MPOTEIRKABAHETO HA TePanuiTa € Hee(DeKTHRHO.,
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Husoto Ha xemornobuna He TpaOBa 1a Aagsumaga 13 g/dl (8.1 mmol/l) (B 5.1).

Crnem xaTo BeAHEXK € IOCTUTHATA TEPANCBTHIHATA Il 3@ OTACHHUA MarueHT,
ZIosarta TpabBa Aa ce Hamam ¢ 25 x0 50 %, 3a xa ce mommbpxa XeMoraoOuHa Ha
TOBa HUBO. AKC € HeoOX0QuMo, MOXKe Aa ce HalpaBH HOCIEABANI0 HaMalleHHe Ha
103ara, 3a J1a ce TapaHTHpa, 9& HUBOTO Ha XeMorlloO1Ha He Hanxespid 13 g/dl.

Axo mokagBaHeTO Ha XeMmoriofuHa € mo-Bucoxo oT 2 g/dl (1.3 mmol/l) 3a 4
CenMHITH, T03aTa Tpa6Ba ia Onxe HamManeHa ¢ 25 mo 50 %.

4.3 ITpoTUBOMOKA3AHASA

CrpexayBcTBHTENHOCT KBM darbepoetin alfa, r-HuEPO umm msxoe ot noMomauTe
BeIecTRd.

Hepobpe xonTpOmIpaHa XUIEPTOHUS.

4.4 Cnenua/jHu npeaynpexieHus U NpedNa3Ha MepKY npH ynorpeda

Obugu nonoscenun

3a gma ce rapanTHpa eQEKTHBHATa EPUTPOIIOE3a, KOHUCHTPALUITA Ha IKENE30
Tps6Ba Ja ce M3MEpH, KAKTO Npey, TAKa M 10 BpeMe Ha TepaluaTa H € Bh3MOKHO
J1a ce HaJIOXKH CBIIFTCTBAIIO JICUCHHE C JKETIA30.

B cmydaii, 9e opraHu3Ma HE pearwpa Ha JedeHHeTo ¢ ApaHecn, TpsOBa fAa ce
HOTBEPCAT NMPUYMHUTE 32 TOBa. HemoCTHUTET Ha JKellf30, (POoMeBa KHCEIHMHA ITH
BuTaMuH Bl12 HamamsiBa €QeKTHMBHOCTTa Ha EpUTPONOETHHA M TpabBa Ja ce
kopurzrpa. CeOpoBoXKIammTe MH(GEKIHI, BB3NANUTENHNH NPOLEecH WM TpaBMH,
OKYyJITHH KpPBBOU3IMBY, XEMOJIM3a, TEXKKA AJyMHHHEBAa WHTOKCHKAIWA, H3pa3eHH
XeMaTOJNIOTHIHH 3aGoigBaHusi wiu ¢uOpo3a Ha KOCTHHY MO3BK CBII0 MOTAT Ja
BB3MPEIATCTBAT ACHCTBHETO HA EpUTPONIOESTHHA. Bpos Ha pPETHKYIOLMTHTIE CE
IpreMa KaTo JacT OT OLiCHKAaTa. Ako oOmgaifHUTe NpHYUHY 32 JIMIca Ha eexT ca
KM3KIIOYCHH W IIAIHEHTa HMa PETUKYIOLMTONCHHS, TpadBa Aa ce€ IpEeIBUIN
OHMOIICHS Ha KOCTHHSI MO3BK. AKO HAaXOAKaTa OT KOCTHUSI MO3BK € CEBMECTHMA C
PRCA, Tpsi6Ba A2 ce HApaBy U3CIE/IBAHE 32 AHTH-CPUTPOIIOCTHHOBH aHTUTENA.

VYeTaHOBEHM ca CIIydaH Ha H30/HpaHa aliiasud HAa 9epBEeHWTe KPBBHU KIETKH B
CHEACTBHE Ha HEYTpaM3HWpalld aHTH-€PUTPONOETHHOBHM aHTWTENd, CBBP3aHU C
pexoMOUHAHTEH EpHUTPOIIOETHH, BKITOTuTeNH0 U ¢ darbepoetin alfa. Tesn auTuTeNa
IOKA3BaT KPBCTOCAHA PEaKI[Hd ¢ BCHIKH BHIOBE SPUTPOIIOSTHH ¥ NMAtHUECHTH, TIPH
KOWTO MMa ChMHEHME, FIIU Ca ¢ JOKa3aHO HAMYWe Ha HEeyTpaln3upalld aHTHTEIa
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KBM epHTPOIIOETHH, He TpAOBa Ha ce moaaraT Ha Tepanus ¢ darbepoetin alfa (Brx
pazzen 4.8).

AxtuBHwTe 3200IBaHNA HA YepHHA Apod Cca CIUTaHM 32 M3KITIOYBAI KPHTEPHH 34
BCHYKY NpOYyYBaHUA Ha ApaHect, 3aTOBa HAMA Hau4Ha WHHOopMarys 3a alHCHTH
¢ HapymeHa dHepHoApoOHa ¢ymxims. Toi karo npe3 depHMd npo0 MWHaBA
OCHOBHHA ITBT 34 €NUMUHUpaHe oT oprausMa Ha Apadecn u r-HuEPO, Apanecn
TpsA0Ba Ja ce IMpHIara BHUMATENHO NPy TAlWEHTH ¢ 9epHOAPOOHY 3a00IIBaHu.
Apanecn Tpz0Ba Jja ce Npuiara BHUMATEIHO CHINO U TIPH TNAIWCHTH C SHMISHCHs
UK CHC CHBPIOBHAHOKIIETEYHE aHEMUS.
3moymotpebaTa ¢ ApaHec OT 37[paBd XOpa MOXE Ja HOBefle N0 KpHU3HCHO
yBeIIMIeHNEe Ha KNeThaHnra 06eM. BB3MoXHO € ToBa [ia JOBEJE 10 3aCTpaniaBaiy
KHBOTA YCHOKHEHHA OT CTPaHa Ha ChPJIEIHO-CBI0BATA CHCTEMA.

Haguenmu ¢ xporuuna 6vopeyra HedOCMAMBYHOCIN

CropICTBAmIO JICYSHHE C JKeNI30 Ce INPEOpPhYRA IPH BCHUKH HAlMEHTH ChC
croiimoctd Ha cepymuus Geputma mox 100 pg/l, wnu npu oHe3w, UHATO
Tpaac(epHHOBa carypaiys € nox 20%.

KprBHOTO Hamsrane Ha BCHUKH HaUUEHTH Tpa0Ba Aa ce mpocienssa ocobeHo cuex
3amoyBaHe Ha Tepanus ¢ Apanecn. IlaimienTure TpsAOBa Ja ce HABTCTBAT 34
3HAYMMOCTTa Ha  IPUAEDKAHETO KBM  HPEBADUTENHO  HA3HAYCHATA
AHTUXUIICPTCH3UBHA TEpallisl ¥ OrpaHMYEHHETO B gueTaTa. B cirydali 9ye KpBEBHOTO
HaJITaHe HE C€ KOHTPOMpPa ¢ MONXOAIMM 33 TE3U CIIyda METOXH, XeMornobuna
MOJKE A4 Ce HaMalii 9pe3 IOHMKaBaHe WK ClIMpaHe Ha o3nTe Apaneci (Bixk. 4.2).
IIpu manpmenTH ¢ xponuduHa OBOpedHa HENOCTATHUHOCT M KIMHHYHO AOKA3aHO
HCXMMHYHO CBpHEYHO 3a00lIfBaHe WM KOHTECTHBHA CHPEEIHA HEZOCTATHIHOCT
OLITAMATHOTO HUBO Ha XeMorinoOuHa TpAOBa fia ce ONmpeneny MHAuBHAyanHo. [lpn
Te3W IMAIHeHTH TOpHA IpaHuia Tpadeaya ce mpueMe 3a 12 g/dl, oceen axo ocTpm
CHMITTOMH (HaINp. aHTHHA) He HajaraT Jpyro.

HuBata Ha xamuil B cepyMma Tpsa0Ba Ja ce H3CIe/IBaT PENOBHO II0 BpeMe Ha
TepammaTa ¢ Apasecn. IlokauyaHus Ha HUBOTO HA KANMHS ca OTYCTEHU IPH HIKOH
TAIEEeHTH, NpHeMaliy Apasech, BBOPEKH dYe OUPEKTHA 3aBHCHMOCT HE €
ycTaHOBeHa. B ciywail D€ ce KOHCTATHpa YBEIMYCHHE HA HMBOTO HA Xanud, ce
Hajara NpeycTaHOBABAHE HA TepamiiaTa ¢ ApaHeci 40 HOpMal3HpaHe Ha HEBOTO.

Onxonozuunu naynenmu

EdekT Bopxy TYMOPHHS pacTex

EmoetunuTe ca PacTCKHHA (baKTOPIfI, KOUTO I'IIABHO CTHMYyIHpPAT IIPOH3BOIACTBOTO
HA YCPBEHUTC KPBBHH KIICTKMH. EpHTpOIIOeTI’IHOBI’ITe penenrop Morar Jaa ce
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pacTe)xHu (aKTOpH, Taka M CGIOETHHUTE HMAaT BB3MOXHOCT Jla CTUMYNHpAT
pacrexxa Ha HAKOH BHAOBE MalWrHeHH oOpasyBanusa. JIBe KOHTpOIMpaHH
KIIMHUYHY [IPOY9YBaHMs, NpH KOUTO SHOeTHHUTE ca IPHIIOKEHH Ha JAlUEHTH C
PAsNUdHMA TYMOpPH, BKIFOUMTEIHO TYMOPH HAa THaBara W INMATa W TYMOp Ha
MIICUHATE JKIIE3H, Ca IOKA3aIM He0DSCHIMO BHCOKa CMBPTHOCT.

IIpy panmenTH chC CONMAHM TYMOPH MM MAJHTHEHM IMMQonpomrbepaTHBHH
dopmarim, axo xemormobmua Hamxeepiuu 13 g/dl, mosara Tpabea ma Onae
KOPUTHpPaHa, KaTo CTPHKTHO CE CIEARAT YKa3aHWATa, OIMKCAHd B T. 4.2, 34 Ja ce
u30erae MOTESHITMANHIA PUCK 0T TpoMO0oeMOOIMIHY YCIOKHEHYA. T pOoMOOIUTHTE
U HUBOTO Ha XeMOornoOHH chiio TpaOBa Aa ce MpOoCneNIBaT PEROBHO.

4.5 JlekapcTBeHH H APYTH B3aUMOAEiCTBUSA

KieygHuTe pesynTatd, ¢ KOMTO paslojiaraMe A0 TO3M MOMEHT, He JOKa3BaT
B3aMMOJICHCTBHAA Ha ApaHeco ¢ Apyrd cyOcTaHIWd. BEIPEKH TOBA HE Ce
HU3KIIOUBAT B3aHMONEHCTBUS C JIGKapCcTBa ¢ BHCOK IIOTEHIMAN 3a CBBP3BAHE C
YepBEHHTe KPBBHH KIETKH, KaTo cyclosporin, tacrolimus. B ciywait, 7e darbepoetin
alfa ce mpuema emHOBPEMEHHO C HAKOE OT TE3M BEINECTRBA, CICABA A2 CE IpaBd
PSAOBHO H3CHEIBAHE HA TAXHATA KOHICHTpallMs M A03aTa Ja ce ceolfpasd ¢
II0KAYBAHETO HA XeMOTIoOuHa.

4.6 bpeMeHHOCT ¥ KbpPMeHe

HamMa Hamuyay KIHHWYHEA JaHHY 33 BIMSHHETO Ha ApaHecH BEPXY OpeMeHHOCTTa.
TIpoyuBanuaTa ¢ KHBOTHH HE Ca JOKa3aay AMPEKTHO BPEMHO BE3AEHCTBUE BBPXY
OpemeHBOCTTa, eMOpHOHAHO/PeTaTHO pa3BUTHE, PAXKAAHSTO WM IIOCTHATAIHOTO
paseurHie. Bee mak ce M3MCKBAa HOBHIIEHO BHUMAHHME, KOTATO JIEKAPCTBOTO Ce
Npeanucea Ha OpeMEHHH KEHH.

T kaTO HAMa KIMHEYEH OITUT C KBpMadky, ApaHecH He TpsOBa /ia ce mpeanucsa
Ha JKEeHHU, KOUTO KEPMAT. B cirydante, Korato Tepanuara ¢ Apasecn € abconroTHO
HeoOXxoauMa, KEeHHUTE TPIOBa Ja CHpaT KbPMEHETO.

4.7 EdexkTH BEPXY CHOCO0HOCTTA 32 mofupaHe U paboTa ¢ MalIHHA
He e mabnromaBano BE3IeiiCTBHE Ha ApaHECH BEPXY CIIOCOOHOCTTa 3a modHpaHe
HIHM paboTa ¢ MAamIHHH.

4.8 HesxelaHH JIEKAPCTREHH pPeakiu
BesomacHOCTTa Ha ApaHecH € OIpeAeieHa Bb3 OCHOBA Ha o0paboTeRrTe JaHHY 33
6esomacAOCT BHpXY NpuOmniurenso 1800 nmamuenta ¢ XxpommdHa Onbpedma
HEIOCTAaTHIHOCT, KOUTO ca JISKYBaHU A0 24 Mecena 1 oxono 1200 natmenTa, KOUTO
ca IeKyBaHU B IPOJIBIDKEHNE Ha 9eTHPH Mecela.
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Obwn nonovcernun

JoknanBaHu ca peAky JaHHHM 33 MOTEHIHMATHHM CePHO3HH ANepPTHIHY PEeaKIHH,
BKIIIOUHTEHHO JNUCIHEA, KOKHA OODHBH M YpPTHKapHs, ONpHIHHCHU 0T darbepoetin
alfa.

Iayuenmu c xponuuna 6vOpeuna HedocmamvUnocm

JaHHuTe ca 0T KOHTPOIUpaHH NPOYIRAHUA BEPXY 1578 manueHTH, KOUTO npreMar

Apasecn u 591 manumentd, nomygapamu r-HuEPO. IlpoueHTsT Ha OomnHwuTe,

HMpPEKBCHAIH

JICYEHUETO, 3apaii HeXKelnaHl CTPaHudHHU peakuuu e 2% 3a Apanect 1 4% 3a 1-

HuEPO.

Hexenanute peaximu, KOUTO CBIBTCTBAT TepammsaTa ¢ ApaHech, BKIIOYBAT
. XHIEPTOHUA U TpoMO03a HA CHAOBAaTa cCUcTeMa. ['psiOBa Aa oTOene:kumM, 9e Criopen

NaHHuTe 33 Ge30IIaCHOCT, HWTO €MH OT CIydauTe He € CBLpP3aH ¢ HHMBO Ha

xemornobuna (< 12 copsmo > 12 g/dl) unu crenenTa Ha KagBaHe Ha XeMorinobuHa

(<1, 1 m0<2,2 mo <3 u >3 g/dl xemornobuH 3a neprom OT 4 CEAMUITH).

Bonka B MsAcToTO Ha HH)KEKTHpaHe, HBIDKalld Ce Ha Tepamusi ¢ ApaHecd, ca

HAONIOJIABaHK TIPH TIOAKOXHO IPHUIOKCHHE. 10Ba € HabMIOHaBaHO HO-4ECTO B

cpaeHeHue ¢ r-HuEPO-tepamudra. YcemaHeTo 3a AHECKOMGOPT OKOJIO MICTOTO Ha

HEDKEKTHpaHe OOMKHOBEHO € JIEKO M IPEMHUHABAINO U ce Habliogasa Hai-4ecTo

CIICH IIEPBATa HHIKEKIHL.

YecroTaTa Ha HEXENaHHWTE pEaKNWH, CBHP3aHM C Tepalmi ¢ Apaeecl OT

KOHTPONHPAaHY KIHHAIHH NPOYIBaHNA ¢ CHCAHATa:

CucremMn HA TAIIOTO YectoTa Hexenanan

JIEKAPCTBEHA
. peaKmuu

IenTpam=a HepeHa | Hectu > 1%, <10%) T'nasoGomme

cuctema/llepudepna HepsHa

CHCTEeMa

CppAeaHO-ChI0BA CHCTEMa Hecta > 1%, <10%) XMIEPTOHH

CpI0BY HAPYIICHUS Yecru (> 1%, <10%) Tpomboza Ha CHIOBHS
JOCTBIT

MsctoTo Ha nmkekTapadeTo | Yectu (> 1%, <10%) Bonka B mMgcToTO Ha
HMEDKEKTHpAHe

B mzomupaEM Cciydad € YCTAaHOBEHO, 4Ye HeyTpalH3HUpAlluTe aHTH-
EpUTPONOSTUHOBMY AHTHTENa CIIOMATAT Alia3iiTa Ha qepaemﬁp@im KIETKH

e

Cen
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(PRCA), cesp3ana ¢ Tepanud ¢ Apaneci. B ciydaii, ae PRCA e auarmoctunupana,
TepanuaTa ¢ Apasecn TpsaOBa Ja ce NpexbcHe M NallieHTHTEe He TpadBa Oa ce
HPeXBBPILIT Ha APYT PeKoMOHHAHTeH epUTPOIoeTHH. (BIK pa3aen 4.4).

Bewdakn ocraHany HeXenaHH chOUTHS, CBBP3aHH C JICUCHUETO ca HAOMIOAABAHH B
He 1moBede oT 1% ot ciygaute (HeoOugaliny Wi pefiKd), KaTo AI0 TC Ca JICKH i
yMEpeHH H ChBMECTUMH ChC CHIIFTCTBAIIATA MTATONOTHA, XapaKTepHa 3a TasH Ipyla
TIAI{ACHTH.

Ouxonozuunu nayueHmu

B xnuHMMHEWTE NpoydBaHWSA C HMOAKOXKHO UPHIOKEHHE Ha ApaHecH CIyJauTe ¢
XHIEPTOHMA ¥ CHPACTHO-CHIOBH HApPYINSHUSI Ca CPaBHHMMH IpH HAalHeHTH HA I-
HuEPO umu Apanecn ¢ nnane6o.

. OcBern TOBa, Te3W CTPAHWIHH peakUHH HE CE CBBP3BAT HUTO C HHBOTC Ha
KOHIIeHTpaIma Ha xemoriobuna (< 13 cpemy > 13 g/dl), HUTO C pA3KOTO My
nokaaeane (> 2.0 g/dl 3a wetupu cepmrnm). KimiayaamTe NpOoyIRaHIs ca TOKA3aiM
[I0-BHCOKA TECTOTa Ha TPOMOOeMOONHTHH MpOIIECH, BKIIOYBAIIH ABIO0KA BEHO3HA
TpoMmOo3a B GermozpoOHa eMOONMS NpH OHKOJOTHYHHM NANMEHTH HA Tepampsi ¢
ApaHecH B CpaBHEHHE C IIANE00 TalHEeHTHTe, HOIyIaBaiH 1wianebo.

O6001meHo, AOKIANABAHUTE HEXKENAHW pPeakiyy OT KIMHUYHH NPOYJIBAHHUA C
ApaHeclT BBpPXY TAUUEHTH, TOIOXEHW Ha CBHIIFICTRANA XHMHOTEpPAaIHd, ca
CBHIIOCTABHMHE ¢ OCHOBHOTO 3200/ BaHe W MIPHIIaraHaTa 3a ToBa XHMHOTEPaIHs.
Ciygapre Ha HeXelaHH peEakmuyd, CBEp3aHE ¢ Tepamuas ¢ ApaHeco OT
KOHTPONHUPAHH KIIWHWIHY ITPOYIBaHHUA CA:

. CHcreMn Ba TSIOTO YecToTa Hexenann
JieKapCTBEHN
pearun

MycKyIIHO-CKeIETHA Hectu (> 1%, <10%) Aprpanrus

TenecHn Hectu (> 1%, <10%) Hepudepan oTormm

MosicroTo Ha mHibkekTHpaneto | Yecrd (> 1%, <10%) bomka B MACTOTO Ha
WHKCKTHpaHe

Cnaosu HapymieHus Yecta (> 1%, <10%) TpomboembomuitHI
PEAKIIH

BonkaTa B MACTOTO Ha MEDKEKTHpaHe e Hal-4ecTo HabII0aBaHOTO HEYKENaHo
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crOmTHe, CRBP3aHO ¢ Tepanuara ¢ Apaecn (< 5%). B mnoBedeTo Cciaydam
ONNaKBAHUATA Ca JISKH H MPEXOHH.

4.9 IIpeno3upane

TeparieBTiaHaTa TpaHUIlla Ha ApaHecn e JocTa mupoka. Jlopu mpu nocta BHCOKO
CEpyMHO HUBO, He ca Ha0IFo/1aBaHl CUMIITOMH Ha IIpe/lo3UpaHe.

B cioywa#i Ha mommmpTemisi, jJiedeHHeTo ¢ Apanecn ciienBa na Obae BpEeMEHHO
npeycraHoBeno (Bx. 4.2, “/losupoBka W HAYMH HA NPUIOKEHUE’). AKO
CHIIECTBYBA KIMHIIHA HyKa, MOXE J1a ce IPUIOKH K (hIe6oToOMUA.

5. @apmaronozuunn ocobernocmu

5.1 papmakoxEHAMHYHHE CBOIICTBA

®@apMakoTepaneBTHYHA rpyna: Anti-anaemic ATC: BO3XA02.

YoRemKHUAT EpUTPOIIOETHH € €HAOF¢HEH TIIHMKONPOTEHHOB XOPMOH, KOHTO €
IISPBUUEH PErynaTop Ha EpPUTpOmoesaTa dpe3 CHenupHIHO B3aMMOEeHcTBHE C
CPUTPOTIOETHHOBIA PENenTOp Ha IPEKypCOpUTe Ha CPUTPOLUTUTE B KOCTHHSI
MO3EK. |IpOM3BOACTBOTO HAa EPUTPONOETHH CE OCHIIECTBABA OCHOBHO H Ce€
peryaapa ot OBOpenuTe B OTCOBOP HAa NPOMEHH B TBHKAHHATA OKCHTCHALHAS.
IIpoU3BOICTBOTO HA EHACTSHCH EPWIPONOCTHH NpH IAIMeHTH C XPOHHYHA
OB0pegHa HEOCTATHIHOCT ¢ HAPYIICHO M OCHOBHATA IIPUYMHA 34 aHEMUATA UpH
TSX € epPUIPONOCTHHOB JeduUMT. [IpH NanWeHTH ¢ pakoBH 3adOIIBaHud,
TOAACKEHH Ha XUMHOTepanus, CBIIECTBYBA MHOTO(MAKTOPHZ €THONOTHA Ha
agemuara. Ilpm Te3su OoNHM EPHUIPONOSTHHOBHAT ACQUIMT M TNOHIDKCHATa
OYBCTBUTEIHOCT HA TNPEKypCOPUTE HA CPHTPOLHTUTE, KBM CHAOTCHHHS
€PUTPOIIOSTHH 3HATHMO BIOIMIABA AHEMUYHOTO CHCTOSHHUE.

Darbepoetin  alfa crmmymmpa epurpomoesara IO CHIIHS HAYMH, KAKTO H
€HJIOTeHHII XOPMOH.

Darbepoetin  alfa mma mner N-cBBp3aHM BBEIMIEXHUAPATHH BEPUTH, JOKATO
EHIOreHHHUIT XOPMOH M PeKOMOMHAHTHHAT HOBeImKH eputpormoetdH (r-HuEPO)
“MaT TpH. JJOMBIHATEIHITE BEITICXUAPATHH BEPUIH Ca MOIEKYJIPHO HEOTIIMIHMUI
OT EHHOTeHHWS XOpMOH. B pe3ylrar Ha MOBHINCHOTO CH BRINIEXUIPATHO
ceabpkanne, darbepoetin alfa mva no-gpiro KpaiHO BpeMe 3a MONYSHMHHAPaHE
B cpasaenne ¢ r-HuEPO, cpOTBETHO NO-TIPONBIDKUTENHA in Vivo aKTHBHOCT.
Benpexu MonekynHuTe pasmwaus darbepoetin alfa 3amassa TacHO cmerm@uHeH
adUHUTET KbM EpUTPOLOSTHHOBHSA PELEITOP. '

Onkonozuunn rAuUERmM, ROOAOICERN A XUMUOINEPANUS
B npocmexTMRHO paBAOMU3MPAHO JIBOMHO CILIO Mnanebo KOHTPOIMPaHO
KIMHIYHO TIpoydBaHE BHPXY 314 mamueHTH ¢ KapumnoMm-Ha Oemms Apob,

A Eal FTo
£ =

PERIR A TR
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TIOMIOKEHH Ha IUIaTHHOCHABPIKAMNA XHUMHOTCpanus € YCTaHOBEHA 3HAYHTEIHA
penyknus Ha TpaHchysmonmuTe Hyxau (p < 0.001). Kimmuguute nmpoygsaHHs
zmokaszsar, ge darbepoetin alfa uma momobHA €QeKTHBHOCT, KOraTo ¢¢ IpHiara KaTo
€MHOKPATHA WHXEKIMA BEIHBHK HA BCEKH TPH CEAMHIM, BEIHBXK HA BCCKH ABE
CeIMHUINM UITH CEAMATHO 6e3 HeoOX0aUMOCT OT yReNmIeHre Ha 00maTa Z03a.

B panpomuzupaHo ABoHHO cino mmanefo KOHTPONHPAHO KIMHWYIHO IPOYJIBaHe
BEPXY 344 marmueHTH ¢ aHeMua ¢ JaMdonpoiaugepatuBHE  (popMarmu,
MoNydaRal(y XUMWOTEpammisi ¢ HalOnioJlaBada sHAUWTENHa PEAYKOHI Ha
TpasCHY3MOHHUTE HyXAH K nonoOpaBane Ha HEBaTa Ha XemornoOuna (p<0.001).
Habmomapa ce ChIIO TAKa M HAMalsgBaHE Ha yMOpara Ha Opra€usMa IpH
MAanHEeHTHTE, H3MEPEHo crpaMo PYHKIHOHAIHA CKalla 33 OTIUTaHe Ha yMopaTa OT
xmvuoteparmusnta (FACT-fatigue).

IbarocpoaHoTo HabMOAeHUe Ha MaldeHTH, OT JBeTe ABOHHO CIENH IPOYYBAHUA
[I0Ka3BaT JHIica Ha HEXEMaHW peakuuul oT crpada Ha darbepoetin alfa BEpxy
TIpOrpecysTa Ha TyMOpa U IPONBIDKHUTEIHOCTTA Ha )XHBOTA.

Enoetnnure ca pacTexmu (akTOpH, KOMTO INIaBHO CTHMYIMpPAT IIPOW3BOJICTBOTO
Ha YEPBEHHTC KPBBHHM KICTKH. EpPHTPONIOSTHHOBUTE PELENTOPH MOTaT ma ce
EKCTIPECHpAT BHPXY INOBBPXHOCTTA HA Ppa3WgHH TyMOpHH KieTkd. Hsma
3afoBONMTENHA HHE(OpMaUHg 3aTOBa, XaMd H3MON3BAHETO HA ENOSTHHOBH
MPOLYKTH MMa HexelaH ¢(QeKT BLpXY BPEMEro 3a IPOTpPecHs Ha TyMopa WU
MPOFBIDKUTENHOCTTa Ha XHUBOTA.

JBe 1mpoydBaHMi ca  H3CHSABANM e()eKTa OT  CINOCTHHUTE  BBHPXY
IPOAGDKETEIHOCTTA HA JXUBOT W/HIIH TYMOPHATA IPOTPECHS ¢ ITO BUCOKH HHBa Ha
XEMOTIIOOMHA.

B panmommsupaHO mnaneGo-KOHTPOIMPaHO HpoyduBaHe c epoetin alfa mpu 939
TIAIUEHTH ¢ METacTa3y Ha MIedHATa XKJie3d, JISKApCTBOTO € IPHNaraHo, 3a Ja ce
IIOCTHTHE OAABPKAHETO Ha HUBA Ha xeMorinobuna mexay 12 u 14 g/dl. 3a gerupu
Mecelld, CMBPTHOCTTA, CBBp3aHa C Iporpecws Ha OonecTra ¢ mo-Bucoka (6 %
cpemy 3 %) OpH JKeHH, ModydaBamm cpoetin alfa. Obmara CMBPTHOCT €
3HAYWTEIHO IT0-BHCOKA B TPymaTa Ha epoetin alfa. x

B apyro mianeGo-KOETpOIHpPaHo mpoydBaHe ¢ epoetin beta mpu 351 mamuenTn ¢
TYMOpPE Ha IJiaBaTa M IMHATA, H3CIEABAHOTO JEKapCTBO € MPHIATAHO, 3a Aa ce
TIOATEP KA HHUBO Ha XeMornoOuua ot 14 g/dl upu xenwure 1 15 g/dl mpu mbxere.

IIpoABmKATENHOCTTA Ha XUBOT 0e3 JoKaNM3MpaHa HporpecHs € 3HAYWTeIHOo IIo-
KpaTKa IIpY IManueHTH, ofayJaBamy epoetin beta. PesynraTHTre 0T TOBA HPOyYBaHE
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N0 OTHOIIEHHE HAa TYMOPHATa NOKAIM3alisIp IYIIEHETO M XETEPOreHOCTTA Ha
W3CIIeABaHaTa MOIyIaks.

Karo pmombiHeHHe, HAKOIKO MAPYTH IPOYYBAHHUA Ca MOKA3AIM TEHACHLHS B
Hoyo0psaBaHe Ha IPOABIDKUTEIHOCTTA HA JKHBOT, NPEANONAraliKi, Je eloeTHH
HAMA HeXXellaH e()eKT BBPXY TYMOpPHATA IPOTPECHs.

5.2 ®apMakoOKNHEeTHYHH CBOliCcTBA

brnaromapenune Ha 3aBHIICHOTO MY BBIJIEXMIPATHC CHABPXKAHWE, HHBOTO Ha
darbepoetin alfa B kpEBTa OcTaBa HaJl TpaHHIATa Ha MHHUMAIHATA KOHIICHTPAITH,
HeoOXomyMa 3a CTHMYJIMpaHeTO Ha epHIpOomoe3ara 3a No-ABIT0 BpeMe B
CpaBHCHHME C aHaNOrM4gHaTa ModapHa pmo3a OoT T-HuEPO, xoero mo3BoasBa
darbepoetin alfa fa ce punara mo-psaKO 32 HOCTUTAHETO HA CHINHA OHONOTHICH
edexr.

Hayuenmu c xponuuna 6v6peyna HedocmamvuHOC

®apmMakokuHeTHKaTa Ha darbepoetin alfa e KIMHIIHO M3cHeABaHA TIPH MAUEHTH C
XpoaudHa OBOpeYHa HEXOCTATHIHOCT IIPH MOAKOXKHO HIH BEHO3HO TIPUIIOKEHHE.
Kpaiinoro Bneme Ha nonyemamunupase Ha darbepoetin alfa e 21 gaca (SD 7.5),
Koraro e IpmiIoxeH BeHo3HO. KimprsHesT Ha darbepoetin alfa e 1.9 ml/hr/kg (SD
0.56), a obemsT Ha pasnpocTpadenue (Vss) e IpuOIM3UTEIHO paBeH HA IUIA3MEHHS
obeMm (50 mi/kg). brnonoruasara HaNMMYHOCT NpH MOAKOXKeH mpueM ¢ 37%. Ilpu
MECETHOTO TIpmiIokeHue Ha darbepoetin alfa mpu DOXKOXHE N03M, BApUPAIIHA OT
0,6 mo 2,1 pg/kg, kpa#lHOTO BpeMe 3a moidyemumMuuMpase e 73 3aca (SD 24). Ipu
KIMHUYAWTE NpoyYBaHd € Ha0mofaBaEa MUHHMANHA KyMyJalud U OpH ABaTa
MeTofa Ha npunoxeHue. IIpenkmHuganTe H3cneBaHus JOKa3BaT, 3¢ O6B0peTHoTOo
oTHensiHe € MuauManHO (Haxg 2% oTr OOIm0TO) M He BIMIC BEPXY CEPYMHHI
TTOYXHUBOT.

Hammmte or 809 mauuentada Ha Tepanua ¢ Apasecn 0T EBponelcKu KIMHWIHK
IPOyYBaHMS ca aHAMHM3HPaHH 3a OlleHKa Ha HeoOXOo[MMaTa J103a 33 MOAAbPKaHe Ha
xeMorioOuHa; He ca HaOMIoJaBaHM pa3dusd MEKAY NpHIaraHarta CpefHa
CEeAMHYHA J103a IPU BEHO3HO MU MOJKOKHO HHIKEKTHPAHE.

Ouronozuunu nAYUEHNU Ha XUMHOMEPanusn

IIpu noaxoxkHO Mpunoxkenue Ha 2.25 pg/kg npu BB3pacTHH IAIMEHTH, CPEOHATa
MakcuMmanHa koHneHrpaupsa ot 10.6 ng/ml (SD 5.9) ma darbepoetin alfa e
mocturHaTa 3a 91 gaca (SD 19.7). Tesu mapaMeTpu CBBUANAT C JO30IMHEHHaTa
¢dapMakOKHHETHKA IPH MHOrO mmpok obxmar Ha mosupasero (0.5 mo 8 pgkg

11




Volume 5 / Page 142

IapaMeTpH He ce MPOMEHAT B CICACTBHE Ha MHOTOKpAaTEH IpHeM mpe3 12 cemmuim
(BemHBXK CEOMHUIHO WM BEIHEK Ha JABE CEAMHIM). B Te3u cnygau ce

HaOmozmaBa O9aKBaHO YMEPEHO DoOKadraHe (< 2 WBTH) HaA CepyMHaTa
KOHIIEHTpAIlMs B CBHCTOSHHE HA PABHOBECHE M HEe ¢ HabmoZaBaHa HeOJaKBaHA
KyMyJanusi IIpH TPORLIDKHTeNeH mnpueM. lIpoeereHo e (apMaKOKHHETHIHO
MPOYYBAHE IPU NAUMEHTH C AaHEMHS, IPESAUZBAKAHA OT XUMHOTEPAIIH, ICKYBAHH C
6,75 npg/kg darbepoetin alfa, npunaran MOOKOXHO Ha BCEKH TPH CEAMHITH B
KOMOUHAA ¢ XUMHOTEPANHd, KOETO IO3BONSBA IBJIHA OUESHKA Ha KpaifHOTO
BpEME 3a NOJIyeIHMUHUpane. B TOBa mpoydgBaHe CpelHATa CTOMHOCT 32 KpaiHHOTO
BpeMe 3a noiryemiMuaupane e 74 (SD 27) gaca.

5.3 IlpeaxiuHAYHY JaHHY 32 0€30IIaCHOCT

Bceugkw npoydaBanud ¢ ApaHecH BEPXY IDIFXO0BE H KydeTa MOKa3BaT [IOKagBaHe Ha
XeMoTiIoOMHa, XCGMaTOKpuTa, Opos Ha UEpBEHUTE KPBBHU KIETKH U
PETUKYHOLUTHTE, KOETO CBBI3Aa C OYakBaHus (hapMaKkoIOrMIeH e(eKT.
Hexenaaute peakiiu IpH MHOTO BHUCOKH JFO3H HE C€ pa3nMdaBaT OT oOmdaiiHuTe
dhapMaKOJIOIWIHY PeakIiK IpY CBPHXI03a {HaMalliBaHe Ha THKaHHaTa nepdys3us,
B CIEACTBHAC HA HApacHall BHCKO3MTET Ha KpBBTa). TyK CHANaT M CIyJauTe Ha
Muenodubposa u xumeprpodus Ha Jajmaka, KakTo K Ha pasmupseaHe Ha QRS
xomiuiekca Ba EKI' nipy KyderaTa, HO He ce MposBIBa apUTMKI, HUTO NpOMAHA Ha
QT unTtepraina.

Apadecrm HsMa TEHOTOKCHYECH IIOTCHIWAI, HUTO OKa3Ba BIUAHHE BEPXY
nponudepanmaTa Ha HEXEMAaTOJIOTMIHWTE KICTKH in Vitro WIH in  vivo.
IIpoygyranusaTa 3a XpOHWYHa TOCKHMIHOCT HE Ca YCTAHOBHIIHM TYMOPOT'CHHH HIIH
MUTOIeHHH peakliid, B KOATO K JAa € THhKaH. KaHIepOreHHWAT NOTEHIHal Ha
darbepoetin alfa ne e 61 0OekT Ha ABITOCPOIHM H3CHEABAANS BEPXY AKHUBOTHH.
IIpoyuBanusTa, mpoOBEeAEHH BEPXY ILTBXOBe WM 3alily, He AOKasBaT KIMHWYIHA
3HAYMMOCT Ha HEKENaHH peaknuy npu OGpeMeHHOCT, eMOpHOHAIHOTO/(QETaTHOTO
pasBUTHE Ha TIOAA, PaKAaHETO MM NOCTHATANHOTO passuthe. [IpemuzasaneTo
npe3 IUTarieHTaTa € MHEIManHo. He e yCTaHOBeHO BIUSHUE BEPXY QEpTHIHOCTTA.

6. @apmayeemuunu oannu

6.1 CsCcTHB HA HOMOIIHATE BEMECTBA
Sodium phosphate monobasic

Sodium phosphate dibasic

Sodium chloride

Polysorbate 80

Water for injections

6.2 HecoBMeCTHMOCT

12
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TTopanu numca Ha KIMHUYHY MPOYIBaHHA 33 HECEBMECTUMOCT, ApaHecH He TpsOBa
J(@ C& CMECBA WJIM MPWIara kaTto HH(Y3Ws ¢ APYTH IEKApCTBEHU TIPOAYKTH.

6.3 Cpox Ha rogHOCT
2 TOmUHU.

6.4 HauuH Ha chXpaneHne

Ha ce cexpapssa npu Temmeparypa Mexay 2 °C u 8 °C (B xiaiianHuK).

Jla He ce 3aMpasaBa.

CrxpaHsaBaliTe BEB BRHIIHATA KapTOHEHA OIIAKOBKA, 33 JAa IIPEANa3sHTe OT mpska
CITEHYEBA CBET/IUHA.

3a nenmTe Ha aMOyJIaTOpPHO Jiedenne, ApaHeci Moe Jia ObAe EAHOKPAaTHO H3BaieH
OT XJIGAWIHYKA U OCTaBCH Ha cTaiiHa temmeparypa (o 25 °C) 3a He mosede ot 7
JTHT.

6.5 CoabpikaHne Ha OMAKOBKATA
OnakoBkara CHIBPIKAa ©IHA NPEABAPUTEIHO HablHeHa IHcanka ot 100 pg
Apanecn HEKeKIHoHeH pa3Teop B 0.5 ml (200 pg/ml).

ITucankuTe ca MpeCTaBEHH B ONTaKOBKA IT0 €HA.
CopuEIOBKUTE BBFTPE B NECANKWTE €4 HalpaBeHH OT CTBKIO THI 1 ¢ MIyM OT
HepbXKIacMa cToMaHa pasmep 27.

He Bendku BU0OBE KpaiiHU OMAKOBKU ce TpefiiaraT 3a npoxaxota.

6.6 UncTpyxnuanm 3a ynorpeda
OnakoBkaTa ChIBpIKa JIMCTORKA C HHCTPYKITHH 32 ynoTpeba.

Aparecnt (SureClick) B upeiBapuTeIHO HATBIHEHA IIHMCANKa OCHIYpPsABA UHIHATA
Ito3a OT BesAKa dopMa.

ApaHecn e cTepuieH, HO HEKOHCepBHpaH npoaykr. He msmomspalite mopede OT
eIHa 7032 C eHA K Chla Imicayka. Begka mmcaixa MOXE Ja Ce M3TOI3Ba CaMo
BeZHEK. OCTaTHYHOTO AEKAPCTBO B MPEABAPUTEIHO HAHIHEHATA MHcaKa Tpa0Ba
J1a OBIE M3XBHPIICHO.

IIpeme npunoxeHue, pasTBOPET Ha ApanecH TpsAORa Jja ce IPOBEPH 32 HaIMUHE Ha
BHOVMHK dacTry. Jla ce umrpxeKTHpaT camo OmctpH, Ollemo IISpIEHO OIBETCHH
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PenypaliTe WHKEKHUOHHHUTE MecTa, 3a na u3bernHere Oonkm B MICTOTO Ha
HIDKEKTHpaHe.

Heusnon3eanuar JEKapCTBEHUSA MPOAYKT, KAKTO M BCHYKHA HEHYXHH OTHAIBIH
Tpsi0BRa a OBAAT U3XBEPILIHY B CHOTBETCTBHE C MECTHUTE H3MCKBAHMUAL

7. IPUTEXXATE/T HA PASPEIIIEHHETO 34 YIIOTPEFA
Amgen Europe B.V.

Minervum 7061

NL-4817 ZK Breda

Xomaumus

8. PETUCTPAIHHOHEH HOMEP
20050064

9. JATA HA IBPBATA PETHCTPAIIMS/TIONHOBSBAHE HA
PETUCTPAIIUSTA

10. TATA HA TOCJIEJTHA PEBHU3HUS HA TEKCTA
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