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KPATKA XAPAKTEPHUCTHKA HA ITPOQANIEFAR0 HA 2EPABEONAIBAHETO

floua0ienng K0
paspemenie ag yaoTpedall 1 }-\‘3\1” a5, 9?@;

685/31.04.06 ¢

1. IME HA JIEKAPCTBEHHIS ITPOAYKT

LN

Apanecn 50 pg pasTBOp 3a IDKEKIHH B IPEABAPUTEIIHO H:
Aranesp 50 micrograms solution for injection in a pre-filled syringe.

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Bcesaxa npeapapUTeNHO HalbJIHEHA CIPUHIOBKA chabpixka 50 pug darbepoetin alfa B
0.5 ml (100 pg/ml).

Darbepoetin alfa ce mpom3eexza nmo reHHa TEXHONOIMS OT JHUNEKNETKWTS HA
kuraiicku xamcrep (CHO-K1).

3a moMOmHUTE BEMEeCcTBa BHXK T. 6.1.

3. JEKAPCTBEHA ®OPMA
HMmxexknuoHeH pasTBOP B IpeABapUTEHO HAlbIIHEHA CIIPHHIIOBKA

4. K IMHUYHA TAHHHA
4.1 IToxazapun

Jlesenne Ha aHEeMHs, CBBp3aHZ C XpoHM4YHa OnOpedyHa HEmOCTAaTHYHOCT NpHU
BB3PAcTHH U Jeria Hajx 11-roguimHza BB3pact.

JIeueHwe Ha CHUMIITOMATHTIHA aHEMMSA OPM BH3pPAcTHM MAIMEHTH C HEMMHJIOUAHU
37I0Ka9ECTBEHY HOBOOOPa3yBaHHs, KOUTO Ca MOIOKEHH Ha XMMHOTEPAITHA.

4.2 J{0o3upoBKa ¥ HAYMH Ha NPHJIOKeHAe

Jieaenrero ¢ Apanecn Tpabpa na OpAe NpeANMCcaHO OT JICKap CIENHAIMCT L0
ocoYenyTe mo-rope 3aboisBaHus.

Apadecn ce pasupocTpaHsBa B IpeABAPUTENHO HANBIHEHM CHPHHUOBKH.
VkazaHuATa 33 NPUIIOKECHUE Ca IIPEACTAaBEeHH B ToUKa 6.6.

Jeuenue na anemus npu nayUeHmMy ¢ XxpoHU4HA Go0peuna HeQoOCMamvHHoCn

Apasnecl ce npHiIara MOAKOKHO W BeHO3HO. [0IKOKHIAT HA9WH Ha YIOTpeda e
DOAXOJLIIN 34 HAlMeHTH, KOMTO He ca IOIOXKEeHW Ha XeMOonuamd3a, 3a ga ce
u3berne npodusane Ha nepudepHUTe KPBEBOHOCHH choBe. LlenTa Ha Tepamiira €
Za ce MOCTHTHAT HUBa Ha XemornoOuna Hap 11 g/dl (6.8 mmol/l).==""7.

T,
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OnrumanHaTa KOHIEHTpanus Ha xemorno6una Hag 11 g/dl (6.8 mmol/l) Tpabea na
OBz onpeacnera HHANBHAYAIHO 32 BCEKH NanueHT. 1lokauBane Ha XeMorioOHHa
moBege ot 2.0 g/dl (1.25 mmol/l) B pamMkuTe Ha 9ETHPH CEAMHIH, KAKTO ¥ HHBA Ha
xemorsiobuna mo-Bucokd ot 14 g/dl (8.7 mmol/l) tpabea ma ce mszbsrear. OT
KIVMHAIHUTE TIPOYYBAHNUS € KOBCTATHPAHO, Y& Pa3MIHUTE MAHCHTH Ce TOBIHIBAT
B Ppa3NMYHA CTeleH. BEIPEeKH TOBa NIHPBOHAJANHO Tps#GBa Ja ce cOas3Bar
M30pOeHNTE TO-A0NY DPEenopEKH, KAKTO UPHU BB3PAaCTHH NalMeHTH, Taka U UpH
Jella ® CIel ToBa fo3ara fa Oble choOpazeHa ¢ KIMHHIHUTE [IOKA3aHMS.
Tepamuara ¢ ApaHecll ce pasfend Ha aBe (asH — KOpUTHpAma U HOAXbpIKaIma
daza:

Kopuzupaua paza

Hagansata qo3a mpH DOEKOXKHO WM BeHO3HO npunoxeHue e 0,45 pg/kg Temecno
Terno Imox <¢Qopmara Ha EXHOKpAaTHA HIDKEKIHS BeZHEX ceiMuuso. Karo
aTepHATHBA IPH NAIHEHTH, KOATO HE ca Ha AWamsa, Hagamsa fo3a oT 0,75 pgkg
MOJXE Jia c& Npmiiara NOAKOXKHO, KaTO €OHOKPATHA MEDKEKIMA BEJHEK HAa BCEKH
IBe cemMHIH. B cnydall Ha HeaileKBaTHO YBENWHYCHHME HA XeMOrinobuHa (TIo-Manko
ot 1 g/dl (0.6 mmol/l) 3a gerupn cerMmI), KO3ATA CE YBEIWIH NPHOIUSUTENHO C
25%. VBenugapaHeTo Ha JA03aTa HE TpiaOBa Za ce MpaBH II0-9€CTO OT BEOHBXK Ha
JETHPH CEIMHUIIH.

B ciyuaii, 96 xeMornoGuaBT ce Imokauu ¢ nosede oT 2.5 g/dl (1.6 mmol/l) za
YETHpPH CEeJIMUIIM, 03aTa ce HamalnaBa ¢ 25% Jc 50% B 3aBHCHMOCT OT CTETIEHTA
Ha yBEIHYIEeHHETO. AKO XeMornoOuHEeT HagxBEpau 14 g/dl (8.7 mmol/l), Teparmara
ce TpeKbCBa, mokaro HuBOTO My chagae x0 13 g/dl (8.1 mmol/l) u Torasa
3anoYHeTe OTHOBO TEpamUATa ¢ OKOJIO 25% MMo-HHCKA 1032 0T UBPBOHAYAIHATA.
Hproto Ha XemornoOuHa TpsA0Ba a & U3MEPBa Ha BCEKH [-2 ceaMulm, JOKATO ce
crabumizupa. Crel ToBa XeMOrjioOnHa ce H3MEPBa EPUOAWTHO.

Hooowvpircarya haza

B momuppxamara daza ApaHecll MOXe Jla NpOALIDKM Ja C¢e Npunara Karto
eIHOKpaTHa MIDKCKIMS BEAHBK CEAMWIHO WM BeIHEXK HA BCEKH ABE CEIMWITH.
KaTo anTepHaTiea npH ManpieHTH, KOUTO HE €A Ha fHaln3a, clel YCTAHOBIBAHE Ha
ONITMMAJIHATA KOHNEHTPaIys Ha XeMOrno6HHaa ¢ /1032, IPUIaraHa BENHLXK Ha JIBe
cenMHIIE, Apagect MoXe Jia ce Ipuiara MOAKOXHO BEJHBX MECEdHO ¢ HAYalrHa
71033, paBHA Ha JiBa IIBTH OpPEAXOJHATA N03a, NIpujiaraHa BefHBX Ha BCEKH JBE
cemvuny. Crien ToBa Ao3ata TpsOBa Ja ce THTPYBa, KOJKOTO € HEoOXoauMo 3a
TIOJUTHPKAHE Ha ONITHMAJIHATa KOHIICHTPAITH Ha XeMOIIo0uHa.

OnrpManHaTa KOHIEHTpaus Ha Xxemorinobunaa Hax 11 g/dl (6.8 mmol/]) Tpsabsa na
Gpae ycTaHOBeHa 3a BCEKH WHAMBHNyaneH NauueHT. B.cnydail- e ce majara
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peryivpase Ha J03aTa, 3a Ha Ce MOANBPXA KelaHOTO HHMBO Ha XeMormoOuma,
IIPEMOpPHIBa C& KOPEKIMATA Aa € oKoo 25%. Axo xeMornobrHa HaaxBepi 14 g/dl
(8.7 mmol/l), mpeycTaHoBeTe JIEIEHHUETO, OKAaTO HUBOTO My mamHe mop 13 g/dl
(8.1 mmol/1), 1 Torasa 3amoYHETe OTHORC TEpPAKATa ¢ A03a IMpubmusutemHo 25 %
IMO-HHUCKA OT IPEaX0AHATA.

Cren Bcgka KOPEKIHS Ha 03aTa XeMornobusa TpabBa xa 0b/e H3CieABaH BEXHEX
Ha 1-2 ceamumm. IlpoMeHw B [§o3aTa IO BpeMe Ha NOJIBpxKamara (asa oT
TepamuaTa He TpsOBa Ja ce MPaBAT I0-JeCTO OT BeJHEK Ha ABE CEAMMIL.

TIpu npoMsHa B HayMHa Ha NpPUIIOXKCHHE, TPAOBa fla ce 3alla3y ChIlaTa X032 H
XeMOIJIOOMHA ce H3MEpBa Ha BCAKA €[HA WM JBE CCAMHUIM, Taka 4 Ja ce
YCTaHOBM TOTHATA J[032 33 IIOJUThPKaHe Ha XKeNaHWTe HUBA Ha XeMOITIOOHHA.
KiMemaapST OMUT 1I0Ka3Ba, 9¢ NALHEHTH, KOUTO ca npueMand r-HuEPO gea-tpu
OBTH CENMHYHO, MOTaT Ja NpeMuHaT Ha elHA CelIMU9HA J03a ApaHecH, a OHe3H,
xouto ca npaemMany r-HuEPQO BeHLK ceaMudHo, MOraT Jia IpeMHHAT Ha Apanecn
Ha BCEKH JBe cexvumu. HagamHaTta jno3a Apasecn (jg/ceaMHTIHO) MOXKE Ja ce
OTIpeielld, KaTo ce pasmend obmara cemmuusa fosza r-HuEPO (JU/cemmmruno) Ha
200. Tlopamgu WHAMBHAyaNHUTE pa3IHIMi € HeoOXOoAMMO ONpeAeiiHeTo Ha
OTITHMANHATA TePaleBTHIHA JI03a 33 BCEKH OTXellcH nmareHt. IIpu 3aMecTRane Ha
tepamara ¢ r-HuEPO ¢ Apagecn, xemorno6una Tpabpa fa ce M3MepBa Ha BCEKH 1-
2 cexvuny, 6e3 Jia ce MpoMeHs Ha9WHa Ha IPHIIOKECHHE.

Jeuenue na cumnmomamuyna aHemus NP OHKONOZUYHI RAUUEHMU

TIpu mampenTty ¢ aHeMus (KOHIEHTpauus Ha Xemornobura < 11 g/dl (6.8 mmol/l),
Apagecii Tpsa0Ba Jja ce mpuitara IoAK0XKHO.

TIpemopruntennara HayamHa no3a € 6,75 pg/kg, napaHa BEIHEXK Ha BCEKH TpHU
ceMAIM. AKO KIFMHHYHAT OTIOBOp Ha nammenTa (YyMOpa, CTOHHOCTH Ha
XeMOTJIOONHA) € HeaJeKBaTeH CHEA JICBET CEAMHIH, IPONBIDKABAHE HA TepamuaTa
MOXe Ja He € e(eKTHBHO.

Kato anrepHaTiBa eHOKpaTHa CEIMUYHA No3a 0T 2,25 ng/kg TenecHO TeTII0 MOXKE
na ce npuinara. IIpy manueHTH, oMy9yapamy Apasecll Ha CEIMIYCH TIPHHIHIL, aKo
yBeIM9eHHe Ha XeMOINIOOHHA € HeaIBeKTHO (mo-mainko ot 1 g/dl (0.6 mmol/l} caen
YeTHPH CemMMiH), Jo3ara TpabBa fma ce yABou. B cmydai, Te XemornobuHa
npofbiDkasa Aa Oble HEOCTaThUeH 4 CeOMUIM ciell Y[ABOSABAHE Ha Z03aTa,
TIPONBIDXKABAHETO HA TEPaIlLITa € Hee(PeKTHBHO.

Tepamusara ¢ ApaHecn TpsOBa Aa ce TPEKpPaTd NpUOIM3UTENHO JETHPH CEIMWITH
CIEe MPEKpaTABAHEeTO Ha XAMHUOTEPAIUATA.

HwupoTo Ha XeMorobuna He Tpa0Ba fa nageumasa 13 g/dl (8.1. mmol/l) (Bumx 5.1).

-
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Cnen xaro BemHEX © ITOCTHTHAra TEpameBTMIHATA HEN 33 OTHCIHHA TIAlHeHT,
ZIo3ara TpsabBa na ce Hamamu ¢ 25 1o 50 %, 3a ma ce noamepxa XemorjiobuHa Ha
TOBa HHBO. AKO e Heo0OX0AUMO, MOXKE J1a ce HAlpaBH MOCISABAINC HaMalleHHe Ha
I103aTa, 3a XA ce rapadTupa, 4e HHBOTO Ha XxeMoriobuHa He Haaxsspist 13 g/dl.

Axo moxagsaHeTo Ha XeMmornoOmHa e mo-pucoxo ot 2 g/dl (1.3 mmol/l) 3a 4
CeIMHIIH, l03aTa TpAOBa ga Opae Hamanena ¢ 25 no 50 %.

4.3 HIpoTHBONOKA3AHUSA

CeprexayBcTBUTENHOCT KBM darbepoetin alfa, r-HuEPO unm Hixoe OT HOMOITHHTE
BEIECTBA.

Henobpe koHTpONHpaHa XUIEPTOHN.

4.4 Cnennaian NpegynpexIeHds M NpeJasH MepKy OpHA yrnoTpeda

Obwu nonoscenun

3a ma ce rapanTHpa edexkTHBHAaTa GPHTPOIOS3a, KOHIEHTPAUATA Ha JKEIIE30
TpsaOBa [Aa ce U3MEPH, KaKTO MPESAH, TaKka K 110 BpeMe Ha TepanusaTa i € Bh3MOXKHO
Jla Ce HAJIOXKU CHIFBTCTBAINO JISICHHUE C JKeI30.

B cnyuaii, 5¢ opraHu3Ma He pearupa Ha JiedeHHeTo ¢ Apasecn, Tpabsa Ja ce
IOTHPCAT OPHIMHWATE 33 ToBa. HEMOCTHUTHT Ha keir130, GoIHeBa KHCEIHHA WIH
putamMud Bl2 namaniBa e(eKkTUBHOCTTA HAa EpPUTPOIIOCTHHa U TpAGBa JHa ce
kopurupa. ChopoBoxamyre WHOEKIMH, BH3NATHTETHH IPOLECH HAH TPaBMH,
OKYITHH KPBBOH3INBY, XEMONIM3a, TEKKAa alyMuHNEBA MHTOKCHKALWA, HW3Pa3eHU
XEeMaTOJIOTHIHK 3a00iIBanys WM (@uOpo3a Ha KOCTHMS MO3BK CBINO MOTaT Ja
BE3IPEIITCTBAT HCHCTBHETO HA EPUTPONOCTHHA. Bpod Ha pPETHKYNONUTHTE cCe
TIpHeMa KaTo 9acT OT OueHkara. AKO oOuyafiHWTe pUYMHY 3a JHIICA Ha e(EKT ca
M3KIIOUEHH W IalWeHTa WMa PEeTHKYNOIHTONCHHS, TpadBa fa ce OpedBHMId
fHoncus Ha KOCTHHSI MO3BK. AKO HaxofKara OT KOCTHHS MO3BK € CHBMECTHMA C
PRCA, Tpsa0Ba aa ce HanpaBy H3CIEABaHe 32 AHTH-SPUTPOIIOSTHHOBH aHTHTENA.

VYcTanoseHu ca clIydad Ha M30JIHpaHa aIUla3ysd Ha JYEPRCHUTE KPBBHU KIETKH B
CIIEAICTBHE Ha HEYTPAIHM3HUPalld aHTH-€PUTPOIOSTHHOBH aHTUTENA, CRBP3aHU C
PexoMOMHAHTEH SPUTPOIIOCTHH, BKIIFOINTENHO U ¢ darbepoetin alfa. Te3n anTutena
IIOKa3BaT KPHCTOCAHA PEAKIMd C BCHIKH BUIOBE SPUTPOIOESTHH H IAlMeHTH, IIpH
KOHTO ¥MMA4 CEMHEHUE, WM €a C HOKA33HO HAJTWIHEe Ha HEYTpalu3HUpaly asTUTeNa
KbM epPHTPOIOETHH, HE TpA0Ba Aa ce moxnarar Ha tepamms ¢ darbepoetin alfa (Biox
paszen 4.8).
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AxTHBHHTE 3200N9BaHHUA HA FepHUS Apo0 ca CUUTAHM 34 U3KITIOYBAI KPETEPHH 3a
BCUYKHM IIPOYIBAHHS HA ApaHeCI, 3aTOBa HAMa HAIHYHA HHOOPMALX 32 MAlHECHTH
¢ HapymieHa wepHoApoOHa (yaxmua. TwH kaTo mpe3 d9epHua #pod MuHaBa
OCHOBHHA IGT 32 eIMMAHHpaHe oT oprarm3Ma Ha Apanecn u r-HuEPO, Apanecn
Tpsa6Ba fa ce IpHiIara BHIMATEIIHO IIPH NAUeHTH ¢ 9epHORPOoOHH 3a00IBaHms.
Apanecn Tpa0Ba a ce mpuiIara BHUMATEIHO CBHINO M HPY MalMCHTH C EIHIEIICHS
WM ChC CHPIOBHIHOKIETHIHA aHeMHUL.
3noymotpebara ¢ ApaHecH OT 3ApaBH XOpa MOXE Ja JOBeJe N0 KPHM3UCHO
YBeIHUEHHE Ha KISThIHII 00eM. BE3MOXKHO € TOBa a JOBee A0 3acTpamaBamy
)KHBOTa YCIOKHEHH OT CTPaHa Ha CHPACIHO-ChA0BATA CHCTEMA.

Hayuenmu ¢ xponuuna 6vOpeura HedOCMAMBUHOCH
ChIBICTRAINO JEYEHHE C JKEIA30 CE NPEIophuBa IIPH BCHUKH MMAlMEHTH ChC
. croimocTd Ha cepymuHuEA OGeputuH mox 100 pg/l, wim npu oHesw, 4YMATO
TpaHcdeprHOBa caTypalms € mmox 20%.
KprBHOTO HalITaHe Ha BCHYKY IALWEHTH TpA0Ba Ja ce Ipociendra ocobeHo cuex
3amousade Ha Tepamua ¢ Apawecn. IlanmerTute TpabBa Ia ce HaOBTCTBAT 3a
3HaUNMMOCTTA Ha  IPUOEPXKAHETO  KBM  IIPEJBApUTEIHO  HAasHAYCHaTa
aHTHXUIIEPTEH3UBHA TEPanyi M OTPaHHUYCHHUETO B HETaTa. B caywail 9¢ KpHBHOTO
HaATaHe He ¢& KOHTPOIMpPA ¢ MOAXOJSINA 33 T3 CIydal MeTOAH, XeMornobuHa
MOJXe JIa ¢€ HaAMAamH gpe3 IMOHMKABAHE HITH CIIHpade Ha Josute Apanect (Bx. 4.2).
IIpy marmueHTH C XpoHMYHA O6H0pedHa HENOCTATHYHOCT H KIMHAYHO JIOKAa3aHO
HCXVMMHTHO CHPACIHO 3a00NIBaHe WM KOHISCTUBHA CEPJiEUHA HEXOCTATHIHOCT
OIITHMAJHOTO HHBO HA XeMoIiiobuna Tpabea Ja ce onpeaeny HHAWBUAyanHo. IIpu
Te3H HalieHTH IOpHA TpaHula TpabBana ce npueme 3a 12 g/dl, ocsen ako octpu
CHMIITOMH (HaIlp. aHTHHA) He HajaraT Apyro.
Hupara ma xanmii B cepyMma TpabBa fa ce HM3CNEIBaT PEJOBHO IIO BpEME Ha
. TeparmmsaTa ¢ Apadect. IlokausaHNsa Ha HHBOTO HA KaJlMs ¢a OTICTEHH IIPH HAKOH
HalEHTH, OpHeMammu ApaHecn, BBIpPEKd de€ JFUPSKTHA 3aBUCHMOCT He €
ycTaHOBeHa. B ciydail 4e ce xoHcTaTHpa yBEIMIEHHE H4 HHMBOTO HA Kamui, ce
HAJara npeycTaHOBABAHE HA TepanuaTa ¢ ApaHecH 10 HOPMaIM3UPaHe Ha HUBOTO.

OnKonozuunu nAyUEHNU

EdexT BEPX OpDHUS_PACTEX

EnoernHuTe ca pacTeXHHu (PAKTOPH, KOWUTO TIIABHO CTHMYJHPAT IPOH3BOACTBOTO
Ha YEPBCHWTE KPHBHH KISTKHM. EpPHUTPONOSTHHOBHYE DPELESUTOPA MOTraT Zia ce
eKCIIPeCcUpaT BEPXY TOBBPXHOCTTA Ha PasiHYHM TyMOPHH KieTku. Kakro BCHIKH
pacTeXXHH (PAaKTOpH, TaKa W CMOCTHHMIE ¥WMAaT BB3MOXHOCT Ja CTUMYJHpar
pacTexka Ha HIKOM BHAOBE MAaIMITHEHH 00pasyBaHus. ;[Bcfkj‘icp};zlipmpama
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KIPHUYHN [IPOYYBAHKA, TIPH KOWTO CNMOCTHHUTE ca MPUIOKEHHM Ha MalHdeHTH C
pa3Mu9Hy TYMOpH, BKIIOYHMTEIHO TYMODM Ha Ijiapara M IIMATa ¥ TyMOp Ha
MIICTHUTE XJIE3H, ca MOKa3aiy HE0OACHUMO BHCOKA CMBPTHOCT.

TIpu manmeHETH cbC CONMAHH TYMOPH WM MaluTHeHH JuM@onpoimidepaTHBHI
dopManyy, ako xemoriobuna Hamxeepmu 13 g/dl., mozata Tpabea ma Onae
KOpUTHpaHa, KaTO CTPUKTHO C€ CleABaT yKa3aHusTa, OIMCaHU B T. 4.2, 3a 1a ce
r30eTHe MOTCHIHATHMA PUCK OT TpoMOOeMOONTHY YCIOKHEHH. TpoMOOIUTHTE
H HHBOTO Ha XeMOIJIOOHH CHIN0 TPAORA J1a ce IPOCIEHIBAT PENOBHO.

4.5 JlekapeTReHH U APYIH B3anMoaeicTBus

KimmHU9HATE pe3ydTaTd, ¢ KOMTO pa3nojaraMe X0 TO3H MOMEHT, He JOKa3BaT
B3aUMOIEHCTBHA Ha ApaHecm ¢ Apyrd cyOcTaHIMM. BEIpPeKH ToBa HE Ce
H3KIIOYBAT B3aMMOICHCTBUSI C JICKAPCTBA € BHCOK IOTSHIMAN 32 CBBP3BAHE C
JepBEHNTE KPBBHH KIIETKH, KaTo cyclosporin, tacrolimus. B ciydaid, ge darbepoetin
alfa ce mpueMa eJHOBpEMEHHO C HIKOE OT TEC3H BEINeCTRBa, CICABA J1a CE HpPaBU
PEIOBHO H3CIEIBAHE HA TIXHATa KOHLECHTpalMs M J03aTa Ja ce chobpasu ¢
ITOKaYBaHETO Ha XeMOTrTIoOHHa.

4.6 bpeMeHHOCT H KEpPMEHe

Hsma HanmmyHY KIMHUYHY JAAHY 33 BIMSHHNETO Ha ApaHec BEpXy OpeMeHHOCTTA.
ITpoyuBaHusTa ¢ JXUBOTHH HE CA JOKa3almH JUPEKTHO BPEAHO BH3JACHCTBHE BEPXY
OpeMeHHOCTTa, eMOPHOHANHO/(DETanHO PasBUTHE, PAXKAAHETO KM IOCTHATAIHOTO
pasBuTHe. Bce mak ce M3WUCKBA LOBMINEHO BHHMaHWE, KOTaTo JEKapCTBOTO CE
OpeIucBa Ha OpeMEHHH JKEHH.

Tpii KaTO HAMA KIMHHYEH ONUT ¢ KEPMadKy, Apadecn He TpsOBa Ja ce Ipemcsa
Ha JKEHH, KOUTO KEpMAT. B cllygaure, koraTo Tepamusta ¢ ApaHecn e abCOIFOTHO
HeoOX0omuMa, JKEHITE TPA0Ba 1a Crpat KEPMEHETO.

4.7 EdexTn BppXy cnoco0HOCTTA 32 mIopHPaHe U paboTa ¢ MAINAHH
He e mabmiopasado Bh3felicTBHE Ha ApaHecH BEPXY CIIOCOOHOCTTA 32 IMOGMHpPaHe
il paboTa ¢ MalIuHy.

4.8 HexelaHu JIeKAPCTBEHH PEakIui

BesomacHocTTa Ha ApaHecH € onpefeneHa Bb3 OCHOBA Ha 00paboTeHUTe NaHHH 32
Ge3omacHOCT BBEpXY npubmmsurenzo 1800 namuwenra ¢ xpoHmdHa OBOpedHa
HEMOCTATHUHOCT, KOUTO ca JIEKyBauHu 1o 24 Mecena u oxono 1200 manuenra, KOUTO
ca JICKYBaHH B IPOIBIDKEHME Ha JETUPH Mecela.

Ob6wn nonodcenusn

e e =
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JoxnafBaHy ca peAKkd JaHHH 33 NOTCHIHANHH CEPUO3HHM AICPTUYHM pPeaKIyy,
BKJFOUUTENTHO JUCIHEd, KOXHH OOpHBH M ypTHKapWs, IpHduHeHH oT darbepoetin
alfa.

Hayuenmu c xpornuuna 0v0peuna HedoCMAMBUHOCH

JlagHnTte ca 0T KOHTPOJHMPaB¥ NPOyIBaHUA BEPXY 1578 naumeHTH, KOUTO IpHeMaT

Apanecn ¥ 591 napwenty, nonygasamy r-HuEPO. IlporneHTsT Ha OonHWTE,

MPEKbCHAIM

JEICHUETO, 3apafd HexKelnaHu CTpaHUIHY peakiun ¢ 2% 3a Apanecu 1 4% 3a 1-

HuEPO.

Hexxenagure peaxiy, KOWTO CBHIBTCTBAT Tepamusara ¢ ApaHeCH, BKIIIOYBAT

XHUIepToHMs B TpoMO03a Ha chAoBaTa crcTeMa. Tpsabsa na oTGemexuM, ge cropexn

JaHHHTE 3a Ge30macHOCT, HUTO eAuH OT CIy4auTe He € CBBP3aH ¢ HUBO Ha
. xemorio0uHa (< 12 cupsamo > 12 g/dl) umm crenenTa Ha xadyBaHe Ha XeMOTJIO0HHA

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

Bonka B MACTOTO Ha HIDKEKTHpaHe, ABIDKAIM ce Ha Tepanud ¢ ApadecH, ca

HaOMIONaBaHH MpH MOXKOKHO IpmiioKeHwWe. Topa € HalIOZAaBaHO IIO-9ECTO B

cpasgerne ¢ r-HuEPO-tepanuara. Ycemanero 3a JUCKOMPOPT OKOIO MACTOTO Ha

UIDKEKTHpaHe OOHKHOBEHO € JEKO W NPSMHHABAIMo U ce HabmofaBa HaH-gecTo

CcIieH IHPBATa HEKEKITHS.

UecToTaTa Ha HEXKENAaHWTE PEaKiUd, CBBP3aHu C Tepalmusi ¢ ApaHecn oT

KOHTPOJIHMPaHY KIMHITHH NPOYIBaHUS € CICAHATA:

CrcreMu Ha TSIOTO YectoTa Hexenanu
JIEKAPCTBEHNA
peakuua

. IlerTpanua nepsHa | Yectu & 1%, <10%) T"maBoGomie
cucrema/llepudepna HepBHA

CHCTEMA

Copmeus0-ChHOBA CHCTEMA Yectu (> 1%, <10%) XUnepTOHHA

Cri0BH HApYIMEHUA Yeeru (> 1%, <10%) Tpombo3a Ha CHIOBUL
JOCTBI

MsicToTo Ha HEskekTHpaneTo | Yectd (> 1%, <10%) boypxa B MscTOTO Ha
HHKEKTHpaHe

B  u3omMpaEM clIydad € YCTaHOBEHO, UE HEyTpaiu3HpalluTe aHTH-
€PHUTPOIIOSTHHOBH AHTHTENA CIOMAaraT allasHiTa Ha JEePBEHMTE KPHBHH KIECTKH
(PRCA), cBpp3ana ¢ Tepamis ¢ Apadecn. B ciydaii, ge PRCA e puarHocrmmpana,
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TepanuaTa ¢ ApaHecH TpAOBa Ja ce NpeKbCcHEe M NalHeHTHTe He TpsOBa jda ce
TPEXBEPIAT Ha APYT PEKOMOHHAHTEH €pUTPOIIOETHH. (BIDK pasnel 4.4).

Benuke ocTaHaii HeXeNlNaHW CHOWTHS, CBHP3aHU C JISICHHWETO ca HaOJIr0aBaHU B
He moBede 0T 1% oT ciywauTte (HeoOuyalftHu UK PEAKH), KATO L{SUI0 T€ Ca JIEKH TN
yMepEHH B CHBMECTHMHE ChC CHITETCTBAIIATA IATONIOTHS, XapakTepHa 33 Ta3u Ipyna
TATHEHTH.

Ouxonozuunu nayuenmu

B xmMHAYHATE TPOYIBAHI C HOXKOXHO TPUIOKEHHE Ha ApaHecH CIydauTe C

XUIIEPTOHHA K CBPACIHO-CHAOBU HAPYIICHHUSA Ca CPaBHUMH NpU NAIUEHTH Ha I-

HuEPO mm Apanecir ¢ manebo.

OcBeH TOBa, Te3W CTPAHHIHW peakHy HE C¢ CBBP3BAaT HHUTO C HHBOTO Ha
. KOHTIeHTpaIma Ha xemornobuna (< 13 cpemy > 13 g/dl), suro ¢ pg3KoTO My

nokagsane (> 2.0 g/dl 3a wernpu cemvuary). KimyugHuTe npoydBadus ca HoKasaiy

MMO-BHCOKA YECTOTa Ha TPoMOOeMOOIIHMYHN POLecy, BKIIOUBAIH AHI00Ka BEHO3HA

TpoMG03a m Oenmonpobna eMOOmMMsA MPH OHKONOI'MYHHM MAlMEHTH Ha TEPalHd ¢

Apasecn B cpaBHeHHe ¢ Iane6o nanuesTrTe, Moydasai mwianebo.

O06006micH0, MOKIafBaHWTE HEKENaHW PpeakNWd OT KIMHWYHH IIPOYYBAHUSI C
Apanecn BBPXY NAIMEHTH, NOATOKEHN H4 CBIBTCTBAlNa XMMMOTEpANHsd, ca
CHIIOCTAaBUME C OCHOBHOTO 3a00JisBaHe B IpHUAaraHata 3a TOBa XHMUOTEpaIlk.
Chyganre Ha HEXellaHH peakiuH, CBBpP3aHH C Tepamusa C ApaHecn oOT
KOHTPOJUPAHK KIIHMHWIHH IPOYIBAHHA Ca:

CucremMn HaA TAIOTO YecroTa Hexxkenanu
. JIEKApCTBEHH

peaxkumn

MyckynHo-cKeneTHa Hectu > 1%, <10%) Aprpairus

TejecHR Yeeru (> 1%, <10%) Tlepudepau oTonH

Mscroro Ha mxekTEpaneTo | Heetu (> 1%, <10%) Bonka B MACTOTO Ha
HMHDKEKTHPaHE

CrooBu HapyIIEeHU Yectu (> 1%, <10%) Tpomboembommiinu
peaximu

BonkaTa B MACTOTO HA HIKEKTHPAHe € Half-gecTo HabMoAABaHOTO HEIKEIIAHO
crOmTHe, CBBp3aHO C Tepamaara ¢ Apamecn (< 5%). B TIoBEdeTO  CHydaHd
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4.9 Tipego3npane

TeparepTiyHATA TPaHUIAa HA ApaHecl € JocTa IMpoka. Jlopy mpH AOCTa BHCOKO
CEpyMHO HHUBO, HE ca HaOIONaRaHN CHMIITOMH Ha IpEe03upane.

B cnygaii Ha NONMITUTEMHS, JiedeHWeTe ¢ ApaHecn cuezsa Aa OBAC BPEMEHHO
npeycranoBeHO (B, 4.2, “[o3mpoBKa W HAUYMH Ha nNpUAOKeHHE”). Ako
CBHIIECTBYBA KIIMHIIHA HYKAA, MOXe N2 ce IPUIOKH K (ireboToMuA.

5. @apmaronozuunu ocobenocmu

5.1 ®dapmMakoARHAMAYHH CBoiicTBa

dapmaxoTepanesTigra rpymna: Anti-anaemic ATC: BO3XAO02.

Yopelmkusar €pUTPONOETUH € EHAOTEHEH ITIMKONPOTEHHOB XOPMOH, KOMTO €
TEPBHYEH peryiaTop Ha EPUTPOIOE3aTa 4pes crnelu(uIHO B3aHMOAEHCTBHE C
CPUTPOIIOETHHOBHA PENelTOp Ha NPEKypCOpHTe HA EPUTPOLUTHTE B KOCTHHA
MO3BK. IIpOH3BOICTBOTO HA EpHIPONOETHH CE OCBHIIECTBIBA OCHOBHO M CE
perymmpa or Op0pemure B OTTOBOP Ha NPOMEHM B THKaHHATA OKCUI'CHAIIHA.
ITpou3BOACTROTO HAa EHAOTEHEH EpUTPONIOSTHH Np¥ NAamUeHTH ¢ XPOHMYHA
6rOpedHa HeOCTATHIHOCT € HAPYIICHO M OCHOBHATA NPUYHMHA 34 aHEMHATA [P
TAX € epPHTponoeTHHOB MAeduiur. IlpH manmpmeHTH ¢ pakoBH 3abonsdBaHus,
IOJIOKSH HA XHMHOTEpalud, ChHINECTBYBA MHOTO(akTopHa eTHONOIHsA Ha
ageMusTa. lIpu Te3su OONHHM EPHUTPOIOETHHOBHAT JebHIUT M IOHIDKEHATa
QYBCTBHTEIIHOCT HA TPEKypCOpUTe Ha CEpUTPOLMTHTE, KbM EHHOTECHHHA
EPUTPOTIOSTHH 3HATUMO BIOMIABA aHEMUYHOTO CHCTOAHUE.

Darbepoetin alfa crumymmpa epurporoesaTa IO ChINMA HAa9WMH, KakTO H
CHJ{OTCHHHUS XOPMOH.

Darbepoetin  alfa wnma mer N-cBBp3aHH BBIVIEXHAPATHH BEPHIH, JOKATO
EHIOTCHHMAT XOPMOH M PEeKOMOMHAHTHHUAT JOBeMKH epurponoeruH (r-HuEPO)
HMAT TpH. J[OIBIHWTEIHHATE BHIVIEXHAPATHH BEPHTH Ca MONEKYILIPHO HEOTIHIMMU
OT CHEOTEHHHHY XOpMOH. B pesynraT Ha NOBHIICHOTO CH BBITEXHAPATHO
ceabpikanne, darbepoetin alfa uma mo-ABATO KpalHO BpeMe 3a MONYEIMMHHHDPAHE
B cpapeenue c r-HuEPO, cpOTBeTHO NO-TPONBIDKHTEIHA il Vivo aKTHBHOCT.
Boopeku monexynuure pasmmams darbepoetin alfa 3amasea TaAcHO cnenmbpuyeH
abhuHATeT KBM SPHTPOHOETHHOBHS PELEIITOP.

Ouxonozuunu nayuenmu, ROOAOHCEHU HA XUMUOMEPANUS

B NpOCHEKTHBHO pPaHNOMHM3UPAHO MABOHHO CIAM0 mianebo KOHTPOIHPAHO
KIVMHWYIHO 1pOyYBaHe BEPXY 314 mamueHTH © KapumHOM Ha Oemmd Apob,
TIOMIOKEHH Ha IUIATMHOCHABPKAMNA XHMMOTEDAlMi € YCTAHOBECHA 3HaTUTEIHA
pemykips Ha Tparchysuonrurte Hyxma (p < 0.001). Kimupuauure npoyaBaHus

%
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nmoxa3zsar, ge darbepoetin alfa uMa nogobsa eeKTUBHOCT, KOraTo € MpHUiara KaTo
€HOKpaTHa HHKEKIHA BEJIHLK HA BCEKW TPH CeAMHINU, BENHBK HA BCEKH JBE
CEOMMIM MU CEAMUTHO O3 HeoGXOMUMOCT OT yBelmMIcHHe Ha obImaTa Ho3a.

B panmommzupado ABOMHO CIINo IiIaneb0 KOHTPOJNHPAHO KIMHHIHO TPOYUYBAHE
BEpXY 344 pamueHTH ¢ aHeMmua ¢ JuMmbompomudeparusHA - popMaluH,
IONMy9JaRalqyd XUMHOTEpalusd € HaOmiofaRapa 3HAUMTENHA peAyKUums Ha
TpanchY3HOHHITE HYXAH U nonoOpspaHe Ha HMBaTa Ha xemormobmHa (p<0.001).
Habmromara ce chIIO Taka M HaMalfiBage Ha yMoOpaTa Ha OpraHu3Ma Ipu
NalEeHTHTE, H3MEPEHO cpsamo DYyHKIMOHANHA CKaNa 3a OTIHTage Ha yMopara OT
xmvmoTepanata (FACT-fatigue).

Ienrocpoanoto HaOnrozierre Ha NAIIMEHTH, OT ABETe ABOMHO CIIENH MPOYYBAHUL
IIOKa3BaT JIMIICA Ha HEXKENaHW peaknuu OT cTpada Ha darbepoetin alfa BBpxy
IIPOTPECHATA Ha TYMOpA U IPOLDKUTEITHOCTTA Ha KUBOTA.

Enoerunute ca pacTexHy (QaxTopd, KOWTO INIABHO CTHEMYJIHpPAT IPOU3BOACTBOTO
HA YEpBEHHTE KPHBHHM Kierkd. EpurpomoeTuHoBHTE peIENTOpH MoraT Aa ce
eKCIIpecHpaT BEPXY IIOBBPXHOCTTA Ha pPa3IMYHA TYMODHH KieTKH. Hsma
3aOBONHTENHA HH()OPMAaUA 32T0Ba, MaliH H3MION3BAHETO Ha CIOETHHOBH
OPONYKTH HMa HexenaH edexT BBpXy BpeMero 3a IpOrpecHs Ha TyMOpa MWIH
MPOBIDKUTENHOCTTA HA JKABOTA.

Ilge mpoysBaHud ca u3clenBamu  edexra OT  EMOSTHHHTE  BHEPXY
IPOABIVKHATCIHOCTTA HA JKHBOT WU TYMOPHATA [POTPecHs € IO BUCOKH HMBa Ha
XeMoriobyHa.

B papmoMmsupano nnane6o-KOHTpOIHpaHO nHpoydBaHe ¢ epoetin alfa mpu 939
TIAIMEHTH C METACTasd Ha MieYHaTa >KJIe3a, JIeKapcTBOTC € IpuiIaraHo, 3a Ja ce
MOCTUTHE TOAABMKAHETO HA HUBA Ha XeMornoounna Mexay 12 u 14 g/dl. 3a gerupu
Mecella, CMEPTHOCTTa, CBBbp3aHa ¢ Iporpecus Ha OoznecTra ¢ mo-Bucoka (6 %
cpeity 3 %) mpE Jkenw, monydasamm epoetin alfa. O6mara cMBpTHOCT €
3HAYUTENHO MO-BHCOKA B Tpynara Ha epoetin alfa.

B apyro nmameGo-kOHTpoIMpaHO XpoyaBaHe ¢ epoetin beta mpu 351 maumenTH C
TYMOpY Ha IJIaBaTa M INHATA, U3CNEABAHOTO JEKapcTBO € IIPUNaraHo, 3a [a ce
TIOUTBPIKa HEBO Ha XeMorioOuHa ot 14 g/dl npu sxemwre u 15 g/dl mpu Mexere.

TIpoABIDKHATEIHOCTTa Ha XKUBOT 0e3 JIoKann3HpaRa [POTPecHsa € 3HAUUTENHO I0-
KpaTKa IIpH NAITHeHTH, IoIydJaBamy epoetin beta. Pesynrature oT ToBa NpoydBaHe
ca CMECEeHU IOpajy HEIpOIOPLHOHATTHOCTTA MEKIY JeKyBaHHTE TPYIH, ocobeHo
OO0 OTHOLNGHHME HA TYMOpPHATA JIOKANMW3aIiiAp OYIHEHETO M XCTEPOreHOCTTa Ha
M3CIIEABAHATA IOy ALk

e
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Karo pompnHeHHE, HIKONKO JAPYTH NPOYYBaHHMA Ca IIOKAasalk TEHICHIHSI B
momobGpaBaie Ha HPOABIUKUTENHOCTTA HA JKHBOT, OPEATIONATalky, e eIOeTHH
HAMA HEKellaH e(DexT BEPXY TYMOpPHATA MPOTPECHs.

5.2 ®dapmakoKHMHETHYHU CBOHCTBA

Bnaropapenue Ha 3aBHIIEHOTO My BEHITICXMOPATHO CHIBPKAHME, HUBOTO HA
darbepoetin alfa B xpEBTa 0CTaBa Hajl IPaHMUIIATA Ha MUHUMATHATA KOHIICHTPALIH,
HeoOxXompMa 34 CTHMYIHP3ZHETO Ha CpHUIPOIoe3aTa 3a IO-TLITC BpPEME B
CpPaBHEHHE C aHajormysara MonapHa nosa ot r-HuEPQ, koero mosBonsBsa
darbepoetin alfa ma ce npumara mo-pAAKoO 3a MOCTHTAHETO Ha CHINES OHMONOTHYEH
eexT.

Iayuenmu c xporuuna 6vbpeuna HedOCMaAMBYHOCH

®apmakokuHeTHKaTa Ha darbepoetin alfa € KITMHWIHO HU3CNEBaHA TPH TAIMEHTH C
XpoHH9IHa OB0pedHa HeZOCTaTHIHOCT MIPU MOJAKOKHO FIM BEHO3HO NPHIIOKEHHE.
Kpaiioto BieMe Ha noiyenumuaupade Ha darbepoetin alfa e 21 gaca (SD 7.5),
KOTATO € MpHioxkeH BeHo3Ho. KimpsHCsT HA darbepoetin alfa e 1.9 ml/hr/kg (SD
0.56), a 06emMBT Ha pasupoctpanenue (Vss) € npubIusuTenHO paBeH Ha IUIa3MEHuT
obem (50 ml/kg). BronornuaaTa HANMMIHOCT NP moaKoxkeH mpueM € 37%. Ipu
MECeuHoTo IpriokeHue Ha darbepoetin alfa mpu mofkoKHM 103U, BapHPalH OT
0,6 mo 2,1 pg/kg, xpaitroTo Bpeme 3a HonyermuMuHupaHe € 73 gaca (SD 24). Ilpu
KIMHHYHKTS TIPOYIBaHUA € HablloJlaBaHa MMHWAMAlTHA KyMyJalus W OpH J(Bata
METOAa Ha mpriioxkerue. [IpeaKnuanIHnTe H3CHeNBanis JOKa3BaT, 4¢ 650pegHOTO
ornciaHe € MuHMMANHO (Ham 2% oT o0moTo) M He BIHAe BBPXY CEPYMHEL
OJTYKUBOT.

Jlagaurte ot 809 mamueHTaHa Ha Tepamuid ¢ ApaHecn oT EBporeiickd KIMHUTHH
MPOYIBAHHKS C4 aHAIM3HUPAHHK 33 OIEHKa Ha HeoOXOZuMaTa [034a 3a MOAAbPXKAHE Ha
XeMornoOnMHa; He ca HaOMioflaBaHM pasiWamd MExAy Upuiaragaia cpefHa
CeAMITIHA [033 IPH BEHO3HO WM HOXKOXKHO HHXEKTHpaHE.

OHKO0ZUYHI RAYUHECHMU HO XUMHOMEPANUA
TIpn mopkokHO Npriiokesde Ha 2.25 pg/kg npu BB3pacTHH HalMeHTH, CpefHaTa
Makcumanda kouneutpamus ot 10.6 ng/ml (SD 5.9) ma darbepoetin alfa e
nocturaara 32 91 gaca (SD 19.7). Te3u mapaMeTpH ChBIAAaT ¢ JO3OJIMHEHHATA
dapMakoKmHETHKA TIPH MHOTO Impok o0xear Ha pmosupanero (0.5 1m0 8 pglkg
cemvuano H 3 mo 9 pg/kg ma Bcexw nBe ceamurm). PapMakOKMHETHIHHUTE
IapaMeTpH He ce IPOMEHAT B ClIeACTBHC Ha MHOTOKpAaTeH IIpHueM npe3 12 cemvmn
(BemubXK CeIMUYIHO MM BEIHEXK Ha JiBe ceAMuH). B Te3u coydau ce
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HaOINOZaB2 OYaKBaHO YMEPEHO IOKauBaHe (< 2 IBTH) Ha CepyMHaTa
KOHIICHTPAI(i B CBHCTOAHME HA PABHOBECHE W HE € HAONMOJABAHA HEOYAKBAHA
KyMyJalisl IpH IPOABIDKETENeH IpHeM. IIpoBemeHo e (apMAKOKHHETHIHO
TpOYHBAHE NPH NAHUCHTH ¢ aHSMHS, TIPEAH3BAKAHA 0T XUMHOTEPANNS, NCKYBaHH
¢ 6,75 pg/kg darbepoetin alfa, mpunaran HOAKOXHO Ha BCGKM TPH CEIMUIHM B
KOMOMHAIMS ¢ XAMHOTEPAlHd, KOETO IO3BOMNIBA IBTHA ONEHKA Ha KPaMHOTO
BPEME Ha IIOIyXKHBOT. B TOBa IpoyuBsane cpeflHaTa CTOMHOCT 32 KpaiHOTO BpeMe
Ha moIyxuBoT € 74 (SD 27) gaca.

5.3 IlpemximiAnyui JaHHH 33 6e300acHOCT

Bemaxu npoydsanus ¢ ApaHecH BEpXy INIBX0BE M KydeTa II0Ka3BaT [OKagBaHe Ha
XeMOrnobmHa, XeMaTOKpHTa, Gpos Ha UYepBeHWTE KPBBHH KIETKH H
PSTHKYJIONMTATE, KOETO CHBNaja ¢ oOFakBaHmsa (apMakomoradeH edexT.
Hexenanute peakiiiy Ipy MEOIO BHCOKM O3H HE Ce pasnH4gaBaT oT o0MIaiiHuTe
(apMaKoNOruIHY peaKIUHA IPH CBPHX103a (HaMaTBaHe Ha TPKAHHATA nepdysus,
B CICHCTBHE HA HapacHANl BHCKOSHTET Ha KpBBra). TyK CHajiaT M ChoydauTe Ha
mueno(udposa u xumepTpodus Ha ganaka, Kakro W Ha pasmmupssame Ha QRS
xoyuiexca Ha EKT npw xyvetara, Ho He ¢e NpoABsBa apUTMIEsL, HATO IPOMIHA HA
QT unreppana.

Apawiecri HAMA TEHOTOKCHYEH IIOTCHLMA), HHTO OKA3Ba BIHSHHE BHPXY
npoiupepanpITa Ha HEXEMATOJOTHYHHMTE KISTKM in Vitro HIX in  Vivo.
Ilpoy4BaHmsTa 3a XpOHMYHA TOCKMYHOCT HE C2 YCTAHOBHIIN TYMODPOTEHHY MM
MHTOICHHM PEaKIM{, B KOATO M A3 € ThKaH. KaHIEpOreHHMAT NOTSHIWAN HA
darbepoetin alfa He € 6mT 06EKT Ha ABITOCPOYHM H3CITEABAHIS BEPXY KABOTHY.
IIpoyusanuaTa, NpOBENESHM BEPXy IUIBXOBE ¥ 3aifliyf, HE NOKA3BaT KIMHHYIHA
3HAYHMOCT Ha HEXEJIaHH PeaKIluyk IpH OpeMeHHoCT, eMOPHOHAHOTO/GeTamHoTo
Pa3sBHTHE Ha IINOI@, PAXIAHETO MM NOCTHATalHOTO pasBUTHe. [IpeMmHaBaHETO
1Ipe3 IUaneHTaTa € MEHEMAITHO. He € ycTaHoBeHO BimsHue BEPXY (PEpPTHIHOCTTA.

6. GapManeRTHIHY JAHHK

6.1 CpCTEB Ha YIOMOILHMTE BEINECTRA

Sodium phosphate monobasic

Sodium phosphate dibasic

Sodium chloride

Polysorbate 80

Water for injections

6.2 HecsBMecTMMOCT

Ilopamu munca Ha KIMHMYHE NPOYYBAHMA 332 HECHBMECTUMOCT, ApDAHECH He
Tpa0Ba Jja ce CMECBA W TIPUNIAra KaTo HHY3Hs ¢ APYTH JEKapCTEEHH IPONYKTH.
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6.3 Cpox Ha ronoOCT
2 roJuHY.

6.4 Hayun Ha ChXpaHeHHe

Jla ce chXpaHaBa IpH Temmeparypa mexay 2 °C u 8 °C (B XIaguiIHuK).

Jla ne ce 3ampasssa.

CrxpansgeaiiTe BB BHHIIHATA KapTOHEHA ONAKOBKA, 33 Ja HpENIa3HTe OT IpsKa
CITBHYCBA CBETIHHA.

3a uenure Ha aMOynaTOpHO IedcHUe, Apadec MoKe Ja 0blie €AHOKPaTHO U3BaAeH
OT XJIAMUIHKUKA M OCTaBeH Ha craifHa Temmeparypa (mo 25 °C) 3a He moBeue ot 7

JHH.

6.5 Chanp:xanne HA OIIAKOBKATA
OmnakoBKaTa CHIBPKA €HA WIH YETHPU IPENABAPUTEIHO HABIHEHW CIPHHIIOBKH
ot 50 pg Apasecn urkexiuoHeH pasreop B 0.5 ml (100 pg/ml).

CopuHOoBKHTE MOrar Aa 0sAar ¢ Omicrepra onaxoska (kato 1 Hmi 4 cpHHIIOBKH)
w 6e3 6micTepHaTa OlaKoBKa (caMo KaTo 1 cnpuHIOBKA).

CHOpuHIOBKATE ¢4 HATPaBEHH OT CTHKIIO THH 1 ¢ WK OT HEPEXKIACMa CTOMaHA
pasmep 27.
He Bcvaky BUoBE KpaliHU OIIaKOBKU Ce IPeAilaraT 3a Ipofaxoa.

6.6 UncTpyxnun 3a ymorpeda

ApaHecll e CTSPMIEH, HO HEKOHCEepBHUpaH NpoxaykT. He msmonspaiiTe mosede OT
eHa 1033 C 6AHA U CBINA CUPUHITOBKA. OCTaTEYHOTO JIEKAPCTBO B MPEABAPUTEIHO
HaIBIIHSHATA CIPUHIIOBKA TpAOBa fa 6BAe U3XBEPIISHO.

TIpenu npunoxeHre, pasTBOPET Ha Apagecl Tpadsa Jia ce IPOBepH 33 HallIKe Ha
BUAEME wacTHOH. Jla ce WmKeKTHpaT caMmO OHCTpH, ONENO IepieHO OLBETCHH
pastBopu. He pasknamaiite. OcTaBere mpeBapuTeHO HAIIBIIHEHATA CIPHHIIOBKa
Jla IOCTUTHE CTaliHa TeMIepaTypa, Ipemy J1a HEKeKTHpaTe.

PemyBajite MIDKCKIMOHHHTE MECTa M IIOCTaBsiiTe MIDKeKI@aTa OaBHO, 3a Ja
n3berdere OOMKY B MACTOTO HA HIDKCKTHPAHE.

HensnonspaEusaT IeKkapcTBEHHS NMPOAYKT, KaKTO M BCHYKH HEHY)KHH OTHAmbLUM
Tpsa6Ba Ha 6bAaT U3XBBPIIHH B CBOTBETCTBHE C MECTHHUTE H3MCKBAHHA.

7. IPUTEXATE/I HA PASPEIIIEHHETO 34 YIIOTPEBA
Amgen Europe B.V.
Minervum 7061
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NL-4817 ZK Breda
Xonasnug

8. PETHCTPAIIMOHEH HOMEP
EU/1/01/185/011 - 012 EU/1/01/185/038

Buigaria - Ne 20050067

9. HJATA HA TIBPBATA PEIHCTPAIIUA/MIONHOBABAHE HA
PETUCTPAIIUATA

04.02.2005

10. TATA HA HOCIIEJHA PEBHU3HMA HA TEKCTA
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