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KPATKA XAPAKTEPHCTHKA HA (POFICTA " SRPASEONASEARETO

IDUAGXEHIS KOlA
| paspeLienie sa yrotpeba VSRR LG

-

1. AME HA JEKAPCTBEHHA IPOAYKT
! 685/ 342496 “

Apasnecn 30 pg pa3TBOp 33 IKEKIUH B TPECABAPUTEIHO HAIBIIHEHA CIIPUHLIOBKA.
Aranesp 30 micrograms solution for injection in a pre-filled syringe.

2. KAYECTBEH B KOJIMYECTBEH ChCTAB

Beska mpeaBapHTENHO HaITBJIHEHA COPHHLOBKA chabpika 30 pg darbepoetin alfa B
0.3 ml (100 pg/ml).

Darbepoetin alfa ce mpou3Bexia 0 T€HHa TEXHOJOTUS OT AMNEKICTKHTE Ha
kuTaicka xamerep (CHO-K1).

3a IOMOIIHHUTE BemecTsa Bk T. 6.1.

3. JEKAPCTBEHA ®0OPMA
WrxexmuoHeH pa3TBOP B IPEABAPUTEITHO HABIHEHA CIIPHHIIOBKA

4. KIMHAWYHNA JAHHA
4.1 Mokazanua

JledeHne Ha aHeMHs, CBBp3aHa C XpOHWIHA OBOpedHa HEAOCTATHYHOCT IPH
BE3PAcTHH M Jena Haf 11-ropuiHa Bp3pact.

Jlegerne HA CHMITOMATHYHA aHeMMs IPU BB3pacTHY TNALMEHTH C HEMHJIOMIHH
3JOKAYECTBEHH HORBOOOpa3yBaHWsI, KOWTO Ca HOMIOXKEHU Ha XUMHOTEPATIH.

4.2 lo3UpoBKAa 1 HAYHH HA NPHIOKEHNe

Jlewenuere ¢ Apanecn TpaOsa na 6bJie NpefnwcaHO OT JeKap CIenualHcT IO
TIOCOYEHHTE Mo-Tope 3a00IIBaHIS.

Apagecn ce pasnpocTpaHsABa B IPEHBAPUTENHO HANBIHEHH CHPHHIIOBKH.
VkasaHusaTa 33 OPUIOKEHHE ca TIPeICTaBeH: B ToUKa 6.6.

Jeuenue na anemuna npu nayUeHmMu ¢ XpORUUHA Gb0peuna He0OCMambYHOCH

ApaHecII ce npunara MOAKOKHO MK BeHO3HO. IToAKOKHAAT HauWH Ha yrorpeba ¢
TNOAXOJNAI 33 MAaHeHTH, KOUTO He ca IOJIOMKeHH Ha XeMOAHanusa, 3a Ja Ce
u30erge npodusane Ha TepHPEPHATE KPBBOHOCHH chioBe. Llenta Ha Tepanyara e
Ila ce IIOCTHUTHAT HUBa Ha XeMornoOmaa Hax 11 g/dl (6.8
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OrrraMansaTa KOHNEHTpanua Ha XxeMormo6uHa Hag 11 g/dl (6.8 mmol/l) Tpadra ga
OBIe oNperencHa MHAWBHAYAIHO 332 BCEKH MaIueHT. IlokaupaHe Ha xeMormoOuHa
mosege ot 2.0 g/dl (1.25 mmol/]) B paMKuTe Ha 9eTHPH CEIMMUITH, KAKTO U H¥BA Ha
xemornoOuHa mo-Bucokd ot 14 g/dl (8.7 mmol/l) Tpabea ma ce u36arsar. OT
KIMHIUYHUTE JIPOYIBaHIs € KOHCTATHPAHO, Y& PA3NMIHUTE HALUEHTH ce MOBIARAT
B pa3iMdHA CTeleH. BEOpekd ToBa IIBPBOHAYANHO TpsabBa fa ce chazpar
H30pOCHHTE HO-NOAY NPENOPBKH, KAaKTO NPH BH3PaCTHH NAMEHTH, Taka W IpH
merma 4 Clef ToBa xo3aTa Ja Opne choOpaseHa ¢ KIMHWIHHTE IIOKA3aHHUs.
Tepanmara ¢ ApaHecnt ce pasfens Ha JBe ($a3sH — KOpUTHpama H [OAIbpKama
dasa:

Kopuzupawa dhaza

HagannaTa J103a IpH IOAKOXKHO MAM BeHO3HO nmpunoxenue € 0,45 pg/kg remecno
Termo moZ ¢opMaTa Ha eJHOKpAaTHa WIDKEKIUA BeAHBXK ceaMugHo. Kato
alTePHATHBA IIpW HalEeHTH, KOUTO He ¢a Ha Juain3a, Haganaa xo3a ot 0,75 ugkg
MOXe Jla CE& IpHjiara HNOAKOXHO, KaTo SNHOKPATHA MEDKCKIMA BEIHEK HA BCEKU
IBE ceaMuIy. B cayyaii Ha HeallekBaTHO YBEIHISHHE Ha XeMOTIIOONHA (T10-MaKo
ot 1 g/dl (0.6 mmol/l) 3a geTupy ceaMuUI), XO38Ta CE YBEIHYH MPUOTUIUTEIHO C
25%. YBenmuapaHeTO Ha J03aTa He TpAOBa Ja ce mpaBU II0-9ECTO OT BEOHBK Ha
JEeTUPH CENMMUITH.

B cimydaii, e xemornoOuHET ce mokadu ¢ moeege ot 2.5 g/dl (1.6 mmol/l) 3a
JeTHPH CEIMMITH, mo3aTa ce HaManssa ¢ 25% mo 50% B 3aBHCHMOCT OT CTENEHTA
Ha yBeldeHueTo. Axo xeMornoOounsT Haxxeepiu 14 g/dl (8.7 mmol/l), repammsaTa
ce IpPeKhsCBa, AOKaTo HHUBOTO My crmagHe xo 13 g/dl (8.1 mmol/l) u rorasa
3aM0THETe OTHOBO TEpamMATa ¢ OKoJio 25% mo-HHCka J03a OT IBPBOHAYAIHATA.
Hugoro Ha xemorrobuua TpabBa Ha ce W3MepBa Ha BCEKH 1-2 ceaMuUIm, JOKATO ce
ctabmnms3mppa. Cien TOBa XeMOIJIO0HHA ¢€ H3MEPRA IIEPUONMIHO.

Iooowvparcama paza

B mopmspkamara Gasza ApaHecn MOXKE [Ja NpOoABLKH Ja Ce Ipuiaara Karo
eMHOKPaTHA HIDKCKITHA BENHBK CCAMHTIHO KM BeJHEXK HA BCEKH JIBE CEAMHIIH.
Karo anTepHaryBa mpH TAIMEHTU, KOUTO HE Ca Ha AWANN3a, CHEX YCTaHOBABAHE Ha
ONTHMAJHATA KOHIIEHTpAIMA Ha XeMOrJIoOHHA C /1033, NpWIarasa BeRHEX Ha HBE
CemMHITE, ApaHecll MOXXE Jla ce Ipuiara TOJKOXXHO BEIHEHK MECEYHO ¢ HadalHa
71034, pPaBHA Ha JBa IIBTH UpeNXofHaTa [03a, NpHiIaraHa BEIHLXK HA BCEKH JBE
cemvuy. Cheny ToBa fo3ata TpsAOBa Ha Ce THIPYBa, KOJKOTO € HEoOXOommMo 3a
TIOJIBPIKAHE Ha OMTHMAIIHAaTa KOHIEHTPAId Ha XeMOoTTIo0HHa.

OnruManHaTa KOHIEHTpa|a Ha xemorinobusa Hax 11 g/dl (6.8 mmol/]) Tpabsa na
Halara
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perynupade Ha [03aTa, 3a Xa C€ MOANBPXKA KellaHOTO HHBO Ha XEeMOIVIOOHHA,
Mpenopr9Ba c€ KOPEKIHATa Ja € okolo 25%. Axo xemorioOmaa HauxBepig 14 g/dl
(8.7 mmol/l), mpeycTaHOBETE JEYCHUETO, JIOKATO HUBOTO My maame mox 13 g/di
(8.1 mmol/l), m Torapa 3amogHeTe OTHOBO TEPAMATA C HO3a MPUOIU3UTENHO 25 %
TI0-HUCKA OT IPEAXOAHATA. x

Crnen Beaxa KOPEKITHS Ha Ho3aTa XeMornoOHHa TpsOBa fa Obae H3cIe(Bay BEIHBK
Ha 1-2 cemmunu. IfpoMeHM B Jlo3ara mo BpeMe Ha MmoaAspkamara (asa oT
TepaumsaTa He TpA0Ba a ce MPaBAT HO-JECTO OT BEAHEK HA JABE CEIMIILI.

IIpr npoMsea B Ha4MHA Ha NPUNOKCHHE, TPAOBa Za ce 3ala3u ChINaTa J03a H
xeMorinobuHa ce H3MepBa Ha BCIKA €flHA WM [OBE CEAMHIM, Taka d4e ja ce
YCTaHOBU TOYHATA 71032 33 NOANHPIKAHE Ha XKeTaHUTE HUBA Ha XeMOIIOOHHa.
KiunygruAT OIUT II0Ka3Ba, 9e MallUeHTH, KOuTo ca npuemanu r-HUEPO mBa-Tpu
OBTH CEIMHYHO, MOTaT Aa IPEMMHAT Ha efHa CeMMYIHA 1033 ApaHEcCH, a OHE3H,
KkouTo ca npuemaiy -HuEPO Bensex cexMugno, MOraT Jia IpeMUHAT Ha ApaHech
Ha BcekH Ape ceamvuiy. Hauammata fosa Apasecn (pg/ceaMudHO) MOXKE Aa Ce
OIpefieny, KaTo ce paszenu obmata cemMuana foza r-HuEPO (IU/ceamMiraHo) Ha
200. Ilopagu WHAMBHIOYAJHHTE Ppa3Mdaysi € HeoOXOAMMO ONpefelifHEeTO Ha
ONTUMalIHaTa TEPAIICBTHYIHA J[03a 33 BCEKU OTHEINCH maruent. [Ipu 3aMecTBane Ha
tepamaTa ¢ r-HuEPO ¢ Apanecn, xeMornoOuHa Tps0Ba fa ce M3MepBa Ha BCEKH 1-
2 cepmMuiy, O0¢3 a2 ce IPOMEHs HaYHHa Ha IIPIIoKSHHE.

Jeuenue na cumMRmMoMamuYHa AHEMUS HPU OHKONIOZUYHI RAYLEHINU

ITpu namyenTH ¢ aHeMus (KOHIlEHTpanus Ha xemornobmua < 11 g/dl (6.8 mmol/l),
Apanecn Tps0Ba ia Ce IIPUIIara MOKOKHO.

IIpenoprunTennaTra HadganHa xo3a ¢ 6,75 pglkg, mapana BemHBXK Ha BCEKH TPH
ceaMuIy. AKO KIMHWYHAT OTIOBOpP Ha mamuedta (ymopa, CTOHHOCTH Ha
XeMorno0rHa) ¢ HeaZIeKBAaTeH clef] IeBeT CEIMUI, IPOABILKABaHe HA TepalmmaTa
MOJKe Jia He € e(peKTUBHO.

Karo antepraTHBa eqHOKpaTHA CeAMHTHA 1033 OT 2,25 pg/kg TemecHO TEro MOXKe
na ce npunara. IIpy mamyueHTH, MOIyIaBpamy ApaHecH Ha CeMIYeH IPHHITHIIL, aKO
yBeNMYeHNe Ha XxeMoryobuaa e HeagBekTHO (To-Mayko ot 1 g/dl (0.6 mmol/l) crex
YeTHpH CeIMMIN), Fo3aTa TpsOBa fa ce yAaBod. B ciydaif, ge XemorioOmea
IpomBDKaBa Aa ObIe HeJOCTaThIeH 4 ceAMMIM CIel YABOABaZHE Ha J03aTa,
POABIDKABAHETO Ha TEPaIliaTa € Hee()eKTHBHO.

Tepamuara ¢ Apasecn Tpa6Ba &ja ce IpeKpaTH NPHOIMIUTENHO YETHPH CEIAMUAIIY
CIIE/] TIPEKpaTABaHeTO Ha XUMHUOTEPATIIITA.

Hugoto Ha xeMoriobrHa He TpsAOBa Aa Hagsumaga 13 g/dl
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Cief kaTo BeAHEX € IIOCTUTHATa TEepaleBTHIHATA LET 34 OTACIHHUS IIAHEHT,
Jo3ara TpsadBa aa ce Hamamu ¢ 25 no 50 %, 3a ma ce moaaspxa xeMonioOuHa Ha
TOBa HHBO. AKO € HeoOX0AUMO, MOXKEe J1a C& HalpaBH IIOCIS[BAI0 HaMaJleHHe Ha
J103aTa, 33 Ja CE rapagTHpa, 9¢ HHROTO Ha XeMoryioOuHa He HagxBEpd 13 g/dl.

Axko nokagsaHeTo Ha xeMomIobuHa ¢ mo-Bucoko ot 2 g/dl (1.3 mmol/l) 3a 4
CeRMMIIH, A03aTa TpsAOBa fa Ob/ie HaManeHa ¢ 25 1o 50 %.

4.3 lipornBomoKasannsa

CspwxgyBcrBHTENHOCT KBM darbepoetin alfa, -HuEPO unu Haxoe oT moMomawTe
BEIIECTBA.

Henobpe xorTpOIHMpana XUOEpTOHH.

4.4 CrenuanHy Npegynpe:KeHNs N NpeANa3Hi MePKH PN YIOTpeda

Obwu nonosrcenusn

3a nma ce rapaHTHpa e(peKTHBHATZ EPUTPOIOE3a, KOHLICHTPAIHATa Ha >KeJe30
Tps0Ba #a ce H3MepH, KaKTO IIPEJH, TaKa U IO BpeMe Ha Tepammara ¥ € Bb3MOXKHO
Ija C€ HAJIOJKH CHI'FTCTBALIO IEICHHE C KEILI30.

B cmygaii, 4e oprasusMa He pearupa Ha IedeHHeTo ¢ Apasecn, TpaOBa za ce
DOTBPCAT NPUAMHUTE 3a TORAa. HeNOCTUTBT HA XKeNu30, (ONHeBa KHCENHHA FH
putamud Bl2 pamanigBa edexTHBHOCTTA Ha CSpHTPONOETHHA H TpsibBa ma ce
kopurupa. CrOposoXxAamure MH(QEKIUY, BH3NANUTSIHH IIPOLECH KN TPAaBMH,
OKYITHH KPBBOMU3IHBH, XEMONH3a, TEXKA aNyMHHMCBA HHTOKCHKAIWA, W3Pa3cHH
XeMaTonorugay 3abonseaHus wiM Gubdpo3a HAa KOCTHHA MO3BK CHIOI0O MOTaT Ja
BB3OPEIATCTBAT JEHCTBHETO HA EpPUTPONOETHHA. Bpos Ha PETHKYIOLHTHTE CE
IpHeMa KaTo JacT OT OneHkata. Axo oOnuaifHWTe IPUIHHY 33 JUICA Ha e(ekT ca
HM3KIIOYCHU ¥ OaIleHTa HMa PEeTHKYJIOLUTONCHWS, TpA0Ba Aa ce IpejBuAd
OHOICHA H4 KOCTHUA MO3BK. AKO HaxXOAK4aTa OT KOCTHUS MO3BK € CHBMECTHMA C
PRCA, Tps6Ba Jia ce HanpasH H3CIeABAHE 32 aHTH-CPUTPOIIOCTHHOBH aHTHUTENA.

VYcTanoBeHH ca Ciiydayd Ha W30/MpaHa amia3us Ha 9EpBEHUTE KPHBHHM KIETKH B
CIENICTBUEC HAa HEYTPalW3Mpany aHTH-CPUTPONOCTHHOBK AHTHTENa, CRLP3aHHA C
pexoMOHMHAHTEH SPUTPONOSTHH, BKIIOUUTENHO | ¢ darbepoetin alfa. Tesn anTnTena
TI0KAa3BaT KPHCTOCAHA PEaKUd ¢ BCHUKU BULOBE €PHTPONOCTVH U IAllUEHTH, IIpU
KOUTO MMa ChMHEHUE, WK Ca C JO0Ka3aHO HallWdie Ha HeyTpanu3upamy aHTHTela
KBM EpHUTPOIIOETHH, He TPAORa [a ce moajiarat Ha Tepanmi ¢ darbepoetin alfa (Biox
paszen 4.8).
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AxTHBHHTE 3a00JIIBaHIA Ha 9EPHUA Apo0 ca CIMTaHHU 32 M3KIIOYBAN KPUTEPHH 32
BCUYKH IIPOY4BaHUA Ha ApaHecIl, 3aTOBa HAMa HaJlWdHa HHQOpMaIKs 3a MalueHTH
¢ HapymeHa dgepHofpoOHa QyHkmus. THH KaTo mpe3 uepHUA Apo0 MuHABA
OCHOBHHS ITHT 32 eMMUHHpPaHe OT opraHusMa Ha Apasecn ¥ r-HuEPO, Aparecn
TpsiOBa Ha ce npuara BHUMATEJIHO [TPH NAlBEHTH ¢ 9epHOAPOOHN 3a00IIBaHus.
Apanecni TpsA0Ba 1a ce HpUIara BHAMATENHO CHINO M NpH NalHeHTH ¢ SIHACHCH
HIIH CBC CHPIIOBUAHOKIICTHIHA aHEMISL.

3noynorpebata ¢ Apadecnm OT 3ApaBH XOpa MOXe Ja AOBeZe A0 KPUIHUCHO
YBEIMICHUE Ha KIeTHIHuA 00eM. BE3MOXKHO € TOBa 2 JIOBEAE A0 3aCTpallaBalliy
JKHBOTA YCIOXKHEHUA OT CTpaHa Ha CHPAETHO-CHI0BATa CUCTeMA.

Ilayuenmu c xponuuna 6vOpeuna HedOCMAMBYHOCH
CeIrbTCTBAIIO JIETEHHE C JKEIA30 CE NpENophuBa NMpH BCHYKH NAaIEeHTH CBHC
. croiimocT Ha cepyMEEA Geputue mox 100 pg/l, wmm mpu OHE3H, THATO
TpaHcheprHOBa caTypanus e mog 20%.
KpBRHOTO HalifraHe Ha BCHYKH HAMEHTH TpA6Ba ma ce npocuesBa ocobeHo cruel
3arouBaHe Ha Tepanusa ¢ ApaHeci. Ilaunrenture TpabBa n[a ce BANMBTCTBAT 34
3HAYMMOCTTAa HA  NPHABPXKAHETO KBM  NPEABAPHIETHO  HA3HA4YCHATa
AHTHXUIICPTEH3HBHA Tepanyd U OrpaHUIeHueTo B AueTara. B ciydail e KpBBHOTO
HaJTaHe HE Ce KOHTPOIKpPA ¢ MOAXONANIH 3a TE3HU Cioydad MeTOAH, XeMoriobuHa
MOJKE ia C€ HaMalX Ype3 NOHIDKABAHE YUIH CIIMpaHe Ha Jo3uTe Apasect (Bx. 4.2).
TIpy mamueHTd ¢ XpoHudHA OBOpedTHAa HEJOCTATHIHOCT M KIMHUYHO JOKA3aHO
MCXMMHYHO CHpASIHO 3a00JIMBaHe WM KOHIeCTHBHA CHPACYHA HEMOCTATHYHOCT
ONTHMATHOTO HUBO Ha XeMornobuna TpabBa Ja ce onpefend HHAUBHAYyanHo. 1lpn
TE3W NalMeHTH TOpHa TpaHwna Tpsbsama ce npueme 3a 12 g/dl, oceen axo octpu
cMITOMH (Harp. aHTWHA) He Hanarat Apyro.
Hupara Ha kamuifi B cepyMa TpsAOBa Ha ce H3CIEABAT PENOBHO II0 BpeMe Ha
. TeparmmaTa ¢ Aparecin. IloxagBaHus Ha HUBOTO Ha KamWsd Ca OTYCTEHH IIPH HAKOH
TAOUEHTH, NpHeMamy ApaHecl, BBIPEKH Y€ JOHUpEeKTHA 3aBUCHMOCT HE €
ycradoBeHa. B ciydali 9e ce KOHCTaTHpa YBEIMIeHHE Ha HMBOTO Ha Kaimd, C€
HaJlara IpeyCTaHOBsABaHE Ha TepalmaTa ¢ Apanecn A0 HOpMagu3UpaHe Ha HUBOTO.

OnKonozuunu nayuenmu

EdexT BEpXY TYMODHHS PacTex

EmoerdHuTE ca pacTeXxHHu (PakTOpH, KOMTO IIABHO CTUMYIHPAT IPOHM3BOICTEOTO
Ha YepBEHUTe KPHBHH KIETKH. EpuTponoeTHHOBHTE PEIENTOPH MOTaT Ja Ce
eKCIIPECHPAT BEPXY IOBBPXHOCTTA HA PasNUYHy TyMODHH KIeTKH. KakTo BCHUKHA
pacTexHH (aKrTopH, Taka M CIOETHHHWTE HMAT BE3MOXKHOCT Jld CTHMYNHpAT
pacTexa Ha HAKOM BUIOBE MaiwrHeHd oOpasysauus. JIBe KOHTPONHpPAHH
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KIIHHUYHH IIpOydBaHKA, IIPH KOHTC CHOCTHHHUTC Ca IPHIOXKCHHM HA NANHMEHTH C
pa3iiidHy TYMOpPH, BKIIOYHUTCIHO TYyMOpH Ha IlaBata H INuATa H TyMOp HA
MICHHHTE KIIC3H, Cd IIOKa3ali HeO0SCHUIMO BUCOKA CMBPTHOCT.

IIpu mammMeHTH cBC COMMAHH TYMODH HIH MAaTHTHEHH JHMQOUPOTH(EPATHBHH
dopmanuy, ako xemornodwmHa Hamxeepmu 13 g/dl, mosata Tpabma ma Opze
KOPHUTHpaHa, KaTo CIPHKTHO Ce CHeABaT YKa3aHWsATa, OIHMcasn B T. 4.2, 3a ma ce
r30€rHe MOTEHNUANHIL PUCK OT TpoMboeMObomuuHY ycnoxaeHus. TpoMOomuTuTe
1 HMBOTO HA XEMOIJIOOHH CBINO TPAOBA Ja C& POCIESABAT PEJIOBHO.

4.5 JlekapcTBeHH U APYTH B3aNMOAeHCTBHS

KomaygauTe pe3yaTraTH, ¢ KOUTO pasmoilaramMe N0 TO3H MOMEHT, He JOKa3BaT
B3aUMOJeHCTBHA Ha ApaHecn ¢ Opyrd cyOcrannuu. Bohpexu TOBa He ce
H3KIII09YBAT B3aUMOACHCTBHAA C J€KapcTBa C BHCOK IOTCHOHA] 3a CBBP3BAaHE C
gepBEHUTE KPHBHHE KIETKH, KaTo cyclosporin, tacrolimus. B ciyuqaii, e darbepoetin
alfa ce npuema eTHOBPEMEHHO C HAKOE OT Te3W BEMECTBA, CIEABA Ja CE IPABH
PEROBHO u3clefBaHEe HAa TAXHATA KOHNIEHTpamus M 103aTa Aa ce chobpasu ¢
TIOKadBaHEeTO Ha XeMOITo0HHa.

4.6 bpeMeHHOCT H KbpPMeHe

Hsmva HamuyaY KIMHPYHA JaHHH 33 BIUSHAETO Ha ApaHecH BEpXy OpeMeHHoCTTa.
IIpoy4yBanuATa ¢ )XHBOTHM HE €4 AOKA3ald AMPEKTHO BPEOHO BEH3IEHCTBHE BEPXY
OpeMeHHOCTTa, eMOPHOHANHO/(QETalHO pa3BUTHE, PAXKTAHETO WIH OCTHATATHOTO
pasButHe. Bce maK ce WM3KMCKBA ITOBUIICHO BHHUMAaHWE, KOTATO JIEKapCTBOTO ce
TIpEAIHCEa Ha OpeMeHHY XKEHH.

Tp# KaTo HAMa KIMHIAIEH OIMHUT C KbpMadky, Apagec He TpsAOBa jia ce MpeAnucea
Ha JKESHM, KOUTO KEPMAT. B citygauTe, koraro Tepamuara ¢ Apadecn € abComoTHO
BeoOxonuMa, xeHuTe TpAbBa Jja cupaT KEPMEHETO.

4.7 Edextr BopPXY ClI0cCO0HOCTTA 32 modHpane ¥ padoTa ¢ MalllUHA
He e nabmroyiaBaHo BB3JIEiicTBHE Ha ApaHecH BBHPXY CIIOCOOHOCTTA 3a MIOdHpaHe
mn padoTa ¢ MaNTHHH.

4.8 Hexxejranu JeKapCTBeHH PeakiA

BesomacHocTTa Ha ApaHECIH e onpexeiieHa B3 0CHOBA Ha 00paboTeHHTe JagHu 3a
OezomacmocT BEPXy npuOmsurenHo 1800 mammenta ¢ xpoHudna OnGpedHa
HEHOCTATHEYHOCT, KOUTO ca JIEKYBaHu 1o 24 Mecena 1 okono 1200 mamuenTa, KOATO
ca JICKYBaHU B IIPONBIDKEHNUE Ha YETHPU Mecela.

O6wu nonoyicenun
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JloknanBaHd ca pelKy AaHHW 332 IOTCHLIHANHM CEPHO3HH allepTHIHH PEeakilyu,

BKIIFOUHTENHO JIICIHEA, KOXKHY OOpHUBH M ypTHKapwd, IpudauneHH oT darbepoetin
alfa.

ITayuenmu c xpornuuna 6pbpeuna HedoCMAMBUHOCI

Jagaute ca oT KOHTPOIHpaHM [IPOYyIBaHUA BEPXY 1578 nanueHTH, KOUTO NpHeMaT

Apanecrr # 591 mammenrtw, momydaBamm T-HuEPO. IlpomenTsT Ha OonHHTE,

TIPEKBCHAIHI

JIe9eHNETO, 3apaay HekeNaH! CTPAHIMYHY peakipun € 2% 3a Apanecn u 4% 3a 1-

HuEPO.

Hexenanute peakuuy, KOWTO CBIIFTCIBAT TEpanMaTa C ApaHEcCH, BKIIOYBAaT

XUIEPTOHML K TpoMOO03a Ha ChrioBara cucreMa. Tpa0Ba aa oTdenexuM, 9¢ cIiopes

JIAaHAWTE 3a Oe30IIaCHOCT, HHTO €AMH OT CIyJauTe He € CBBEp3aH C HHBO Ha
. xemorioduna (< 12 cipamo > 12 g/dl) umm creneHTa Ha KagBaHe Ha XeMOriioOHHa

(<1,1m0<2,2 go <3 u>3 g/dl xemornoOHH 3a IIEpUOL OT 4 CEAMUIIH).

bomka B MgcTroTo Ha WHXEKTWpaHe, ABDKAIIM CE Ha Tepanui c ApasHecH, ca

HAOMIOmaBaHK IIPH HOAKOXKHO NpUiiokeHHe. ToBa € HabmomaBaHO IO-9ECTO B

cpapaerne ¢ r-HuEPO-Tepanusara. Ycemanero 3a AUCKOMGOPT OKOJIO MACTOTO Ha

HHKEKTHpaHe OOUKHOBEHO € JIEKO M NpeMIHaBamlo W ¢¢ HaliromaRa Hal-decto

CIIEH MIBPBATa WHIKEKIH.

YecroTara Ha HEKETAHHTC peakilMH, CBBP3aHH C Tepammsa ¢ ApaHecH OT

KOHTPOJIMPAHH KTUHWIHY IPOYYBaHU € ClIeNHATa:

CuneremMn HA THIOTO Yecrora Hesxenanu
JIeKapCTBEeHA
peaxnpu

. ertpama HepBHA | Uectu (> 1%, <10%) I'marofomme
cucrema/llepudepna HepBHA

cucTeMa

CrpaedHo-cpI0Ba CHCTEMA Yecru > 1%, <10%) XWIIEPTOHUA

CnioBu HapyIHEHHUS Yectu (> 1%, <10%) Tpomb03a Ha CHAOBHA
JOCTHIT

Msicroto Ha mibxekTHpanero | Yeceru > 1%, <10%) Bonka B MACTOTO Ha
HECKEKTHpPaHe

B wuzommpaHE CIoydaH € YCTAHOBEHO, Ue HEyTpauu3HpaliuTe aHTH-
epUTPONMOSTHHOBH AHTHTENA CIIOMAaraT aliasusaTa Ha YEepPBEHUTE Kp’BBI—IH KIIeTKH
(PRCA), cesp3aHa ¢ Tepatms ¢ Apanecn. B cioyaaii, ge PRC
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TepanuaTa ¢ Apadecn TpgOBa Aa ce NpeKbCHE W MAlUECHTUTE He TpaGsa ma ce
IPEXBBPILIT Ha APYT pEKOMOMHAHTEH epUTpONIOeTHH. (BIDK paszuen 4.4).

Benuxy ocTaHamu HexXeNaHU ChOUTHSA, CBBP3aHM C JIEGCHHETO ca HabIIoaBaHy B
He roBede oT 1% oT ciaydaure (HeoOUIaiiHN UM pepKi), KaTo L0 T¢ ¢a JIEKH WK
YMEPEHH H CEBMECTUMH ChC CHIIBTCTRAMMATA MTATOJIOT S, XapakTepHa 3a Ta3y Ipyia
TIAIAEHTH.

OnKonozuunu nayueHmu

B xiMHWYHUTE NpOy4YBaHM C MOAKOKHO NPHICKEHHE Ha ApaHEeCH CIyJauTe C
XUNEPTOHNA U CHPACYHO-CHIOBU HAPYIICHUI Ca CPAaBHHMH IIPU NAlHEHTH Ha I-
HuEPO unu Apanrecn ¢ nnane6o.

OcBeH TOBa, Te3W CTPAaHHYHHM pEaKkiiid He CE CBEP3BaT HHTC C HHEBOTO Ha
KOBIIEHTpalMa Ha xemorinobunHa (< 13 cpemy > 13 g/dl), HUTO C pPA3KOTO MY
mokauBane (> 2.0 g/dl 3a getupu ceamuiy). KnunuannuTe npoydBaHus ca MOKa3anl
TTO-BHCOKa 9ECTOTa Ha TPOoMOOEMOONHYIHN NPOLeCH, BIJIIOYBANIH IBHI00KA BEHO3Ha
TpomO03a U Oenonpobua eMOOMMA NpU OHKOJNOrMIHY MAlMEHTH Ha TEPalmsi G
ApaHecI B cpaBHEHHe ¢ [ranebo naigeHTyTe, ToMy9aBaid wianeto.

O600meHo, HOKNAABAHUTE HEXKENAHH pPEaKUHUH OT KIHHUYIHH TpPOydBaHHUSI C
ApaHeclT BBpPXY TaNUEHTH, NOMIOXKEHH HA CBIIFTCTBAN@ XHMHOTEpamus, ca
CBIIOCTaBHMY C OCHOBHOTO 3a00/MBaHe M NpUiiaragaTa 3a T0Ba XUMUOTEPAITs.
Cnydgaure Ha HeXelaHH PEakIiH, CBBP3aHH C Tepamuds ¢ ApaHecm OT
KOHTPOJNHPAHK KIMHWIHY MPOYIBaHU Ca.

CucreMH HA TSJIOTO YecroTa Hexenanu
JIEKAPCTBEHH
peaknun

MyCKyIIHO-CKEIeTHA Hectu > 1%, <10%) ApTpanrus

TenmecHH Yectu (> 1%, <10%) Tepudepun oToru

Mscroro Ha umxekTupageto | Yectu (> 1%, <10%) bonka B MACTOTO Ha
HEDKEKTHpaHe

CpHOBH HapyIIEeHHS Yectu > 1%, <10%) Tpomboembomuiing
peaKIHu

BomkaTta B MACTOTO Ha MHXXEKTHPAHE € Hall-decTo HaOMoAaBaHOTO HEKENaHO
cpbuTHe, CBEBp3aHO ¢ Tepammara ¢ Apadecn (< 5%). B mosewero cimywam
OIJIaKBaHWATA Ca JIEKH H OPEXOIHH.
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4.9 Ilpeno3upane

TepanepTianaTa IpaHina Ha Apadecn e FOcTa mMpoka. Jlopu Ipu HOCTa BHCOKO
CEPYMHO HUBO, HE ca HaOm0aBaHH CHMIITOMH Ha IPEeO3HUpaHe.

B cunydaif Ha noamumTeMus, HC4CHHETO ¢ ApaHecl ciaeriBa ma OBAEC BPEMCEHHO
npeycranoseno (Bx. 4.2, “JlosupoBka W HAa9HH Ha TPHIOXKeHHe”), AKO
CHINECTRYBA KIWHWIHA HYX/A, MOXKE Jla ce Opuioku 1 GiredoToMus.

5. @apmaronozuunu ocobenocmu

5.1 ®apmakogUHAMAYHE CBOHCTBA

®apmakoTepaneBTHdHA rpyna: Antfi-anaemic ATC: BO3XA02.

HOBEMKMAT EPHIPONOETUH € CSHAOrCHEH THMKOIPOTCHHOB XODMOH, KOHTO €
OBEPBUYCH PEryJaTop Ha €pUTpOIoe3aTa Ipe3 cremHGudIHO B3aHMOZEHCTBHE ©
EPUTPOMIOECTHHOBHS PELENTOp Ha IPEKypCOpPWTe Ha CPHTPOIMTHTE B KOCTHHA
MO3BK. IIpOM3BOACTBOTO HA CPHTPONOETHH C€ OCHIIECTBSIBA OCHOBHO M Ce
peryiipa ot Ow0Opelidte B OTroBOp Ha NIPOMEHH B THKAHHATA OKCHTCHAIIHS.
ITpou3BOACTBOTO Ha CHOOFEHEH EPUTPOIIOCTHH NpH IaOUSHTH C XPOHHYHA
Or0pedna HeZOCTAaTHYHOCT € HAPYINeHO M OCHOBHATa NpHYMHA 32 AHEMHATA IpPH
TAX € epurponoeTvHOB aeumur. Ilpu nammeHTH ¢ pakoBH 3abongBaHmd,
MOANOKEeHH Ha XUMUOTEpanys, CHINECTBYBA MHOTO(AaKTOpHA ETHONOTHS Ha
agemuaTa. lIpu Te3sH OONHHM EPHTPONOSTHHOBHAT HePHIMT U IIOHM)XEHATa
GYBCTBUTEIHOCT H4 [PSKypCOPHTE HA CPHTPOLHTUTES, KbM CHHOTCHHAT
€PUTPONOSTHH 3HAYHMO BIOIIABA 8HEMUIHOTO CHCTOSHYUE.

Darbepoetin alfa cremynupa eputpomoe3ara moO CHIHA HAYHWH, KaKTO H
€HJIOTEHHIUA XOPMOH.

Darbepoetin  alfa mma ner N-cBBp3aHM BBFTNEXUAPATHH BEPUTH, AOKATO
SHJIOTCHHUAT XOPMOH M peKOMOMHaHTHHAT dHoBemku cputponoetuH (r-HuEPO)
MMAaT TPH. JIOBIHUTENHNUTE BEIIIEXUAPATHH BEPUTH A MOJIEKYILIPHO HEOTIIHYAMEA
OT eHJIOTeHHWS XOPMOH. B pesynrar Ha IIOBMINGHOTO CH BBLIICXHAPATHO
cepIBpxKanue, darbepoetin alfa Ma mo-ABITO KpalHO BpEME 34 MOIyCIMMHHAPAHE
B cpaBHenme ¢ 1-HUEPQO, chOTBETHO MO-TIPOABIDKUTENHA in Vivo aKTHBHOCT.
Bropeku monekyimamuTe pasmaaus darbepoetin alfa 3amassa TiacHO cnemmdrdeH
a(p)MHUTET KbM EPUTPOITOCTUHOBHS PeenTop.

OHKONoZUYHU NAYUEHINN, ROOTIONCEHN HA XUMUOMEPAnUA

B 1pocnexTHBHO PpaHAOMU3HPAHO NABOMHO csmo mnanefo KOHTPOIHPaHO
KIMHUIHO NpoydBaHe BEpXy 314 mammenTs ¢ kapmwHoM Ha Oemus zapob,
TIOAJIOKEHU Ha INIaTHHOCHABPIKAIIA XUMHOTEpalHs € yCTAHOBEHA 3HAYMTEIHA

penykipg Ha TpanchysmomHuTe Hyxau (p < 0.001).
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JoKa3BaT, ge darbepoetin alfa uMa nomo6Ha ePeKTHBHOCT, KOTATO e MPHiara Karo
eHOKPATHA MHKEKIHS BEAHEX HA BCEKHM TPH CEAMHIM, BEOHLX Ha BCEKH [BE
CeAMUIM WM CEAMHIHO Ge3 HeOOXOaUMOCT OT yBeJIMIeHHe Ha o0mara fo3a.

B paemoMp3HpaHe IBOMHO CILMIC Ipianedo KOHTPONMPAHO KIHHHYHO IIPOydIBaHES
BEPXY 344 manuentH c¢ adeMusa ¢ JauMonpomudeparHBEE  (QOpPMALHH,
ONyYaBali¥ XHMMHOTEpands € HaOIoJaBaHa 3HAUWTENHA PpeNyKIus Ha
TP2HC(Y3HOHHUTE HYXKIH ¥ NOKOOpABaHe HA HwBaTa Ha XeMormoOmHa (p<0.001).
HabmonaBa ce chIIo Taka U HaMalsiBaHe Ha yMOpara Ha OpraHusMa Ipu
HalUeHTHTE, H3MEPEHO cpaMo OYHKIHOHATHA CKajia 3a OTIUTaHe HAa yMOpaTa oT
xumuoTeparisra (FACT-fatigue).

JBnrocpogHoTo HAOMIONIeHHe Ha MAIUeHTH, OT JIBETe ABROWHO CHEHH NPOyIBaHUI
[OKa3BaT JMICa HAa HEXeNaHW peakiud OT cTpaHa Ha darbepoetin alfa Bepxy
TIPOTPECUATA Ha TyMOPA ¥ IPOABIDKUTEIHOCTTA Ha XKHUBOTA.

Enoerunnte ca pacrexad (PakTOpH, KOUTO ITIABHO CTHMYIHPAT NPOU3BOACTBOTO
Ha YEPBEHHWTE KPBBHM KICTKM. EPHTPONMOSTHHOBHTE PELEHTOPH MOraT Aa ce
EKCIpECHPaT BBPXY NIOBBPXHOCTIA Ha Pa3NIMYHd TyMOpHH KieTku. Hsma
33JTOBOJIMTEeNHa HMH(QOpPMAlHA 34TOBa, HalW H3MON3BaHETO HA CHOCTHHOBH
TMPOAYKTH ¥WMa HeXeNaH e(ekT BEPXY BpPEMETO 3a NporpecHs Ha TyMOpa HIH
TIPONBIDKUTETHOCTTA Ha JKHUBOTA.

Jlse mpoyuBamMa ca m3chenBalM  edekra OT  CNOETHHHTE  BHEPXY
TIPOABIDKMTEHOCTTA HA JKUBOT H/WITH TYMOPHATA IPOrPecHs ¢ II0 BHCOKH HHBA Ha
XEMOTJIOOHHA.

B pannomusupaHo mnaue0o-KOHTPOIMpaHO HpoydsaHe ¢ epoetin alfa mpm 939
GAIMEHTH ¢ METacTasy Ha MIICYHATA JKJIE3d, IeKapCTBOTO € NPUIIAraHo, 3a Jia ce
TIOCTATHE HOANGPKAHETO HA HIUBA Ha XeMornobuna mexay 12 u 14 g/dl. 3a wetvpu
Mecella, CMBPTHOCTTa, CBEBp3aHa ¢ IporpecHs Ha Gonecrra e mo-BHcoka (6 %
cpemwy 3 %) npd JxkeHuw, Iomydasamu epoetin alfa. Obmara cMBpPTHOCT €
3HaYUTETHO [T0-BHCOKA B IpyIiara Ha epoetin alfa.

B npyro nnane6o-KOHTpoImpaHo MpoydsaHe ¢ epoetin beta mpu 351 nanumentn ¢
TYMOpPH Ha IJIaBaTa H IIHATa, HW3CNEJBAHOTO JIEKApCTBC € IpMiaraHo, 3a Na ce
TOAABPIXa HUBO Ha XeMorsioouna ot 14 g/dl npu sxennte u 15 g/dl npu Mexere.

ITpopsmKHTENHOCTTa Ha JXHBOT 0e3 jnoKanu3ypala HpOrpecHs € 3HAUYMTEIHO [o-
KpaTKa IpH MalieHTH, mojydapamy epoetin beta. PesynraTure oT ToBa MPOy4BaHe
ca CMECeHH MOopaxy HEHpONOPIOHANHOCTTA MEXY JIEKyBaHHTE TPYIH, 0coOEHO
MO OTHOmICHHE HAa TyMOpHATa JOKaNM3alMAp IyMEHETO H XETEpPOreHOCTTa Ha
#3cHe/IBaHATa IOy ALk,
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Karto ponsamende, HAKONKO JpYrH HpOydYBaHMI ca IIOKa3amy TeHACHIHA B
mofoOpsBaHe HAa TPOXBIDKUTEIHOCTTA HA JKMBOT, NPEANONaraiikd, de eloeTuH
HsIMa HEXENaH e()eKT BEPXY TYMOpHATa IpOTpecHs.

5.2 ®apMaKkoKHHETHYHH CBONCTBA

Bnaromaperne Ha 3aBHIIEHOTO MY BEBIVISXHAPATHO CHIGPKAaHHE, HHUBOTO Ha
darbepoetin alfa B KpBBTa OCTaBa HaJl rPaHULIATA HA MUBUMATHATA KOHICHTPALIKA,
HeOOXoAuMa 3a CTHMYNHDAHETO HA EPHIPONOE3aTa 3a MO-ABAIO BpeMe B
CpaBHCHHE C aHaJOIM4HaTa MoimapHa Jgo3a oT r-HuEPO, xoero no3sonisa
darbepoetin alfa ma ce npunara mo-paaKo 3a NMOCTHTAHETO HA CHAIHA OHONOTHICH
edexr.

Hayuenmu ¢ xpornuuna 6vbpeuna HedoOCMAMBUHOCH

®apmakoxuHeTHKaTa Ha darbepoetin alfa e KMHHYYHO W3CHeABaHA P TALUEHTH C
XpoungdHa OBOpeTHa HeZOCTaTHIHOCT NPH MOAKOKHO HIH BEHO3HO TIPHIOKEHHE.
Kpatinoro Bieme Ha monyenmMuaupade Ha darbepoetin alfa e 21 waca (SD 7.5),
KOTaTo € TMpuuoxeH Benozno. KimapeHesT Ha darbepoetin alfa e 1.9 ml/hrkg (SD
0.56), a o6eM=sT Ha pasnpocTpaneHue (Vss) ¢ IPHOMU3NTENHO paBeH Ha IIa3sMEHHI
obem (50 ml/kg). BuomormyAaTa HaMMYHOCT IpW HoaxokeH IpmeM e 37%. Ilpu
MecedroTo mpriuoxenne Ha darbepoetin alfa mpu moaxokeM A03M, Bapupalld OT
0,6 no 2,1 pg/kg, kpaiiHoTo BpeMe 3a monyeluMuHnpaHe ¢ 73 gaca (SD 24). Ilpu
KIMHUYIHWUTE NpOydIBaHud ¢ HaOmojasaHa MHUHHMMAllHa KyMylanMs ¥ IpH JBara
MeToza Ha Tpwinokenue. [IpeKHIEHITe H3CICSABAaHKS J0Ka3BaT, 4¢ OB0peTHoTO
oTHemsde € muHmManHo (Han 2% oT obmoro) M He BiHfe BBPXY CEpYMHHI
HOILY>KUBOT.

Manrure oT 809 mamueHTana Ha Tepamud ¢ Apaneci oT EBpOIEHCKH KIMHWIHH
TIPOYUBAHM Ca aHATM3HUpAHH 34 OllEHKa Ha HeoOXouMaTa 1032 3a HObPIKaHe Ha
xeMorno0nda; He ca pabmoAaBaHH pasiMdHd MEXIy Npuiyaragara CpejfHa
CEAMHYHA JT03a IPH BEHO3HO W IMTONKOKHO HHKEKTUPAHE.

OnKonozuyunu nayuenmi Ha XUMHOmMepanus

TIpe nomkoxHO OprioXkeHwe Ha 2.25 pg/kg NpH BBE3pacTHH HALMEHTH, cpeaHara
MakcumanHa koHnentpamus oT 10.6 ng/ml (SD 5.9) ma darbepoetin alfa e
mocturaara 3a 91 zaca (SD 19.7). Tesu mapamerp: CBBIAAAT ¢ JAO30IMHEHHATA
(apmakxoxuHeTHKa TIPY MHOrO mHpPOK obxsar ma jgosupadero (0.5 mo 8 pgkg
cemvuano B 3 mo 9 pg/kg Ha Beekm mABe cepmumui). DapMakOKHHETHIHWUTE
TIapaMeTpH He ¢e TIPOMEHAT B CJIEACTBHE Ha MHOTOKpaTeH IpHeM npe3 12 cexpnvmim
(BeNHEX CEIMEYHO M BEIHEK Ha [Be CEIMMITH). B Te3u cirydau ce
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HabmiozaBa O9akBaHO YMEpEeHO IokaysaHe (< 2 OETH) Ha CepyMHaTa
KOHIIEHTpAalysi B CHCTOSHUE Ha PAaBHOBECHE W He € HalOuiomaBaHa HeOJaKBaHa
KyMyJalus Dpd TPOABILKUTENeH IpueM. l[IpoBeaecHe e ¢apMakOKHHETHTIHO
IIPOyYBaHe NP MANUEHTH C aHeMUs, IPENH3BUKAHA OT XUMHOTEPAIIN, JIEKYBaHK C
6,75 pg/kg darbepoetin alfa, mpmiaras mMOAKOKHO HAa BCEKH TPH CEOMHIM B
KOMOMHaIUA ¢ XUMHOTEpalHg, KOETO HO3BOJABA IIBJIHA OLCHKA HA KpaHHOTO
BpeMe 3a MolyeluMuHupane. B ToBa IpoydBaHe CpellHaTa CTOHHOCT 3a KpalHOoTo
BpeMe 3a HoiyeluMuHupane € 74 (SD 27) gaca.

5.3 HpeaxAnHAYHE JAHHHE 32 0€300aCHOCT

Bewaku npoydsaHus ¢ ApaHeC BEPXY IUIBXO0Be H KyJeTa [T0Ka3BaT IOKaYBaHe Ha
xemornoOMHa, XeMaTOKpHTa, Oposd Ha UepBEHHTE KPBBHH KIETKH H
PETHKYIONUTHTE, KOETO CHBOAAA C OYAaKBaHMA (hapMaKOIOTHIEH €(eKT.
Hexemannte peakiyn Opd MHOTO BHCOKH JO3H HE C€ Pa3NHIaBaT OT OGW9aiHmTe
thapMaKOIOTHIHM PeaklUy OpH CBPBXI03a (HaMandBaHe Ha ThKaHHATA Ieppy3us,
B CJIEACTBHE Ha HapacHal BHCKO3HTET Ha KpBHBTA). Tyk cmajar @ CiydaunTe Ha
Muenopudpoza u xureprpodus Ha Janaka, KakTo M Ha pasmupsasaHe Ha QRS
rxomruiekca Ha EKT 1ipu xyderara, HO He ce TIpOABABa apHTMUS, HUTO HPOMIHA Ha
QT umTepBana.

Apanecnm HsMa TEHOTOKCWYSH NOTEHIMAl, HHUTO OKa3Ba BIHIHHE BBPXY
nponudepanmITa HAa HEXCMAaTOJOTHYHHTE KIETKH in Vvifro WIM in  Vivo.
IIpoyaBanusaTa 3a XpOHMYHA TOCKHYHOCT HE Ca YCTAaHOBHIIM TYMOPOTECHHH HIIH
MUTOIEHHM DEaKIMK, B KOSTO ¥ J[a € ThKaH. KaHIeporeHHHST IOTEHITWAll Ha
darbepoetin alfa He € Oun 00ekT Ha TBITOCPOYHI H3CHEABAHUS BBPXY *KUBOTHH.
IIpoyuBanuaTta, IPOBEAECHH BBPXY IUIGXOBE M 3aMlH, HE MOKa3BaT IKIIMHHAIHA
3HAYMMOCT HA HEXENAaHW Peakuuy Npu OpeMeHHOCT, eMOpPHOHANHOTO/(heTaTHOTO
Pa3BHTHE Ha IDIONA, PAXKIAHETO HIIM NOCTHATATHOTO PasBHTHE. I1IpeMMHABAaHETO
Ipe3 MIaleHTaTa € MuHIManHo. He e yCTaHOBEHO BIMSHUE BEPXY (QepTUIHOCTTA.

6. Papmayeemuunu Oannu

6.1 CeeThB HA IOMOIIHATE BelllecTBA

Sodium phosphate monobasic

Sodium phosphate dibasic

Sodium chloride

Polysorbate 80

Water for injections

6.2 HecbBMecTHMOCT

Tlopazau muTica Ha KIHHWIHH NIpOy9IBasys 38 HECBBMECTHMOCT, ApaHecH He TpAOBa

J1a ce CMECBA WM TIPWIara KaTo HHGY3us ¢ APYTH nexap/g,}:g@ﬁﬁﬁwa )
£ Vi;fs Pt ¢ i;"' . \
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6.3 Cpox Ha rogHocT
2 TOOUHH.

6.4 HaynH Ha chXpaHenne

Jta ce cexpansisa mpu TeMueparypa Mexay 2 °C u 8 °C (B XIaunHuK).

Jla ge ce 3aMpasaBa.

CoxpaHgBaliTe BBB BHHITHATA KapTOHECHA OMAKOBKA, 32 JIa MPEANazuTe OT npska
CITbHYEBA CBETIIMHA.

3a uenmmTe Ha aMOyIaTOPHO JIEICHHEe, ApaHecH Moxke Ja Ob/le eTHOKDPaTHO H3BajfieH
OT XTI U/IHHKA H OCTaBeH Ha CTaiiHa Temmeparypa (mo 25 °C) 3a He moeeue or 7

JHI.

. 6.5 Coabpixande HA OMAKOBKATA
OnakoBKaTa CHIBPKA €HHA WM YETHPH MPEHABAPUTEIHO HAITBIHEHH CIPUHIIOBKH
ot 30 pg Apanecn umxekri@oHeH pa3rop B 0.3 mil (100 pg/ml).

CrpuHIOOBKHTE MOTAT Ka OBAAT ¢ GiucTepHa OnakoBKa (KaTo 1 Wi 4 COpHHIIOBKH)
wm 0e3 OImcTepHara OmakoBKa (caMo KaTto | CIPHHITOBKA).

CnpyHIOBKHTE Ca HalpaBeHM OT CTHKIO THII | ¢ MIVIM OT HephXJaeMa CTOMaHa
pasmep 27.
He Bcrku BUIOBe KpaliHU ONAKOBKH CE IIPEAJIAraT 3a Hpofakoa.

6.6 MacTpyxunu 3a ynorpeda

ApaHecn e cTepmiieH, HO HEKOHcepBHpaH HpoAykT. He m3monssalite moBede OT

eIHa 1034 ¢ €Ha U ChHIA CIPUHOOBKA. (OCTaTHIHOTO NEKAPCTRO B LPEHBAPUTEIHO
. HAIIBIHCHATA COPHHLOBKA TpsA0BA g 0b/1e H3XBEPICHO.

TIpeau nmpunoxkeHue, pa3sTBOPET Ha ApaHecl TpAOBa Aa ce IPOBEPH 3a HaIIHE Ha

BHmAMHA dacTuim. [a ce HIDKeKTHpaT caMmo OucTpu, Oiiefio NepleHO OLBETEHH

pastBopu. He paskmamaiite. Ocrasere Ipe/BApUTENHO HAITBIHEHATA CIPHHIIOBKA

Jla TOCTHTHE CTalfHa TeMIIepaTypa, Ipeay Aa MIDKeKTHpare.

PenyealiTe HMIKEKIMOHHMTE MECTa M HOCTaBfiiTe MIKeKIMATa 0aBHO, 3a Ja

n3bernere OOJIKM B MACTOTO Ha HHXKEKTHPAHE.

Heusnon3paHusaT JIEKapcTBEHKA TPONYKT, KAKTO KM BCHYKH HEHY)KHH OTHaNBIH

TpsAOBa Jia OBAAT U3XBEPIAHY B CHOTBETCTBHE C MECTHUTE W3UCKBAHUA.

7. IPHTEXATE/T HA PASPEHIEHHETO 34 YIIOTPEBA
Amgen Europe B.V.
Minervum 7061
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