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KPATKA XAPAKTEPHCTHKA HA WROINEICIH HA 3EPABEONASBARETC

fipiACKERIS KbI R
paspelieHie 3 ynotpeball ) l’b‘ﬂa] A0].0A.q |
|

1. UME HA JEKAPCTBEHHA ITPOAYKT
£8T/24.06.0f
Apagnecn 80 pg pa3TBOp 32 IXKEKUHH B TIpeBapUTEIIHO - HabHHeHa CHPUHITUBKA:
Aranesp 80 micrograms solution for injection in a pre-filled syringe.

2. KAYECTBEH H KOJIMUECTBEH CbCTAB

Beska npepgpapuTensHo HarbIHEHA cipyHHOBKA chabpika 80 pug darbepoetin alfa B
0.4 ml (200 pg/mi).

Darbepoetin alfa ce mpowmssexna mo TeHHa TEXHONOTHSA OT AHIEKIETKHTE Ha
kuravicku xamcrep (CHO-K1).

3a MOMONTHUTE BEHIECTRa BIDK T. 6.1.

3. JEKAPCTBEHA ®@OPMA
HmxexioReH pa3TBop B UPEABAPUTEIHO HATBIHEHA CIIPHHI{OBKA

4. KINHAYHAA JAHHA
4.1 oxazanua

Jleaenwe Ha adeMuid, CBHp3aHa C XpoHWIHa OnOpedHa HEZOCTATHIHOCT IPH
BB3PACTHH M Jiena Hay 11-rogumHa Bs3pact.

Jleuenne Ha CHMOTOMATHYIHA dHEMMSA [PH BH3PACTHH TAIMEHTH ¢ HEMWIOHIAHH
3II0Ka9ECTBEHI HOBOOOPA3yBaHKA, KOUTO Ca NOMIOKECHA HA XUMHOTEPAITIA.

4.2 lo3npoBKa 1 HAYMH HA OPHI0KEeHHE

Jlewernnero ¢ Apasecn TpsORa Aa Oble NPEAMHCAHO OT JEKap CHELHANHUCT TIO
IIOCOYEHHTE TIO-rope 3aboiIBaHys.

Apadecn ce pasUpOCTpaHABA B IPESABAPUTENHO HANBIHEHM CHPHHIOBKH.
VkazaHugITa 32 DPUIOKCHHE ca IPEHCTABEHH B ToUKa 6.6.

Jeuenue na anemus NP NARUEHMYU C XPOHUYHA GBOPEUHA HEOOCIMABYHOC
Apagecn ce Ipmilara MoAKOXHO MM BeHO3HO. JI0/IK0KHUST Ha9WH Ha yIIoTpeba e
MIOAXOANY, 3a MAUHEHTH, KOWTO He ca MOJJIOKEeHW HAa XCeMOJIHaM3a, 3a Aa e
uz0erae npobuBane Ha mepr(epHUTE KPEBOHOCHH c¢hAoBe. Llgnta Ha Tepamusira e
Jia ce IOCTUIHAT HYBRa Ha xeMorimobuna Hax 11 g/dl (6.8 mrﬁbl/l) oy,
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OnTmManHara KOHIIEHTpalya Ha xemoranoouna Hax 11 g/dl (6.8 mmol/1) Tpabra aa
652ic ompeneNiceHa HHAWBHAYANHO 32 BCEKH NaIeHT. [lokauBane Ha XeMOrmo0una
nosede ot 2.0 g/dl (1.25 mmol/l} B paMKuTE Ha YETHPH CEOMMUIIM, KAKTO W HUBA Ha
xemornoOuna no-pucokd oT 14 g/dl (8.7 mmol/l) TpsGea ma ce m30arear. Ot
KIMHIYHETE IPOYIBaHMA € KOHCTATHPAHO, 9 Pa3HIHHTe MalHeHTH Ce IIOBIHABAT
B pasiH4Ha CTeleH. BEIOpekd TOBa NHPBOHAYANMHO TpsA0Ba Ma ce CIIa3Bar
u30poeHuTe IO-IOIy NPEeNOPHKU, KaKTO IPH BB3PAcTHY MAIUEHTH, Taka W IIpH
Jiela M CJef ToBa Ao3ata ja Opfe choOpaseHa ¢ KIMHMYHUTE HOKA3aHMSL.
Teparmmsara ¢ Apasecn ce pasaenst Ha xBe (pasH — KOPUTHpama ¥ NOAABpKama
dasza:

Kopuzupawa aza

Hawanmara ;o032 mpH IOAKOXKHO WiIH BeHO3HO mpuioxenue e 0,45 pg/kg TenecHo
Termo mox (GopMmara Ha EMHOKpaTHA HIKCKIHI BEIHBXK ceAMU9Ho. Karo
aNTepHATHEA IIPY NANHEeHTH, KOUTO He ca Ha Juaii3a, HagamHa no3a oT 0,75 pg/kg
MOXe Ja ce IpUiIara MOAKOXKHO, KaTO ¢JHOKpaTHA HMIDKEKUHUS BENHBXK Ha BCEKU
JBe ceAMHLM. B cIydJali Ha HeafleKRATHO yBeNUeHHe Ha XeMoriaoousa (Io-Maixo
ot 1 g/dl (0.6 mmol/l} 32 9eTHPH CEAMMUITH), HO3aTa CC YBEIHIH NpHOIU3UTENHO C
25%. VeemugaBaHeTO Ha J03aTa He TpsOBa fla ce MPaBH IO-YECTO OT BEAHBHXK Ha
YETHPH CEOMULIM.

B cmyuaii, ye xemoTIIOOHHBT ce mokadu ¢ nosede oT 2.5 g/dl (1.6 mmol/l) 3a
deTHPH CeMMIMM, Ho3ara ce HamansBa ¢ 25% 10 50% B 3aBHCHMOCT OT CTeleHTa
Ha YBEIMYeHHeT0. AKO XeMorobuasT Bamxsspiu 14 g/dl (8.7 mmol/l), Tepammsara
ce IpeKhcBa, JOKATO HUBOTO My cmamHe o 13 g/dl (8.1 mmol/l) m Torasa
3alI09HETe OTHOBO TEPaIlugra ¢ oxono 25% Io-HmcKka Ho3a OT IHPBOHAYANHATA.
HusoTo Ha XxeMormoOuHa TpaOBa ga ¢e U3MepBa Ha BCEKU 1-2 ceMUITH, TOKATO ce
crabmmsupa. Cliel ToBa XEMOTrTO0HHa Ce H3MEPBa ISPHONUTHO.

Hooovpacawia chasa

B mommepxamara ¢asa Apasecnm MOXe Aa IpOABIDKM Ja c€ NpHiara Karo
SIHOKPATHA WHXCKIHI BEAHBXK CEAMUYHO MIH BEIHBK HA BCEKH IBE CEIMMIIH.
Karo anTepnarnpa pu DalUeHTH, KOWTO HE €4 HA JWAIN3a, Clie/l YCTAHOBIBAHE Ha
ONTUMANTHATA KOHITEHTpAlHs Ha XeMOorio0uHa ¢ [103a, IpuiaraHa BEJHEX Ha Jige
ceaMHIH, ApaHeco MOXE Ja Ce Ipuiiara IOJKOXHO BEOHEX MECEYHO ¢ HadalHa
71033, paBHA Ha JIBa II6TH TIPEIXOJHATA 033, NPHIArana BEAHBX Ha BCEKH JBE
ceamui. Crexn ToBa Ho3aTa TpAOBa Ja ce THUTPYBa, KOIKOTO € HEOOXONHMMO 3a
TOJTBPIKAHE HA ONTHMAIHATa KOHIISHTPAIAA Ha XEMOTIIOOHHa.

OuruManzaTa KOHIeHTpamwps Ha xemorinobuna Han 11 g/dl (6.8 mmol/l) TpsOBa na

OBJe yCTaHOBEHA 3a BCEKM MHAMBHAYaNeH NalHeHT. B /c/pquaﬁ::g% ce Hajara
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perynupaHe Ha /103aTa, 33 fa Ce ITOJIbp)Ka JKellaHOTO HHBO H4 XeMOINIOOHHA,
TIperropbuBa ce KOPEKIMATa Ja € 0koio 25%. Axo xemorinobuna Haxxeepirt 14 g/dl
(8.7 mmol/l), mpeycTaHOBETE JIEYEHHETO, HOKATO HUBOTO My mamHe rmox 13 g/dl
(8.1 mmol/l), ¥ Toraea 3allOYHETE OTHOBC TEPAlMATA C A03a MpHONH3HTETHO 25 %
ITO-HHCKA OT IIPEAX0(HaTA.

Cren BcsiKa KOpEKITHA Ha A03aTa XeMornobuHa TpaOra na Oble W3CIenBaH BEAHBXK
Ha 1-2 cemvumu. Ilpomenu B mo3ara MO BpeMmMe Ha NOjANBpiKamara ¢asa oT
Tepamusara He Tps10Ba J]a ce OpaBAT M0-9€CTO OT BEAHEXK Ha ABE CEIMHIH.

Ilpu mpoMsHa B HaumHA Ha IIPHIIOXKEHWE, TPAOBa Jia cc 3amasH CBINATA N03a H
XeMOIJIo0MHA ce H3MepBa Ha BCAKA €[lHA WM JABE CEAMWIM, Taka d9& Ja Cce
YCTAaHOBH TOUHATA J(032 32 IOANEDIKaHe Ha XKeJaHUTe HUBa Ha XeMOIIo0HHa.
KnuauHEAT ONUT II0KA3Ba, U€ MalpeHTH, KOouTo ca mpuemand r-HuEPO aga-tpu
OETH CEAMHYHO, MOTAT a IPEMUHAT HA €XHA CeAMHMYHA 1033 ApaHeCIH, a OHE3H,
xouTo ca npuemamu r-HUEPO BemHEX ceMUTHO, MOTAT Ja IPEMUMHAT Ha ApaHectn
Ha BCEKH ABe ceaMuuy. Hadamnara mosa ApaHecn (pg/CeMHIHO) MOXKE Ja Ce
ompesieNnH, KaTo ce paspemu ofmara cemvurara xoza r-HuEPO (IU/cemvmaHo) Ha
200. Tlopanu WHINBHAYANHHUTS pa3idyud € HeoOXOmUMO OIpPEACNIHETO Ha
ONTHMAJHATA TEPaleBTHIHA 1032 3a BCEKH OT/ElcH narueHT. I1py 3aMecTBaHe Ha
tepamusta ¢ r-HuEPO ¢ Apanecn, xemorino6uHa TpsabBa Ja ce W3MepBa Ha BCEKH 1-
2 cexvuid, O0€3 Jia ce MPOMEHS HaunHa Ha IPAIOXKEeHHUE.

Jeuenne na cumnmomamuyHa anemus npu OHKON0ZWYHI RAYUEHINY

TIpy marmieHTH ¢ aHeMus (KOHLEHTparnust Ha XxeMoriobusa < 11 g/dl (6.8 mmol/l),
Apanecit Tpa6Ba Jia ce IPHIAra IOAKOKHO.

Hpenopruurtenuara HagamHa go3a e 6,75 pg/kg, naBaHa BeOHBX Ha BCCKU TPH
CeIMMIM. AXO KIMHMYHAT OTroBOp Ha uanuedta (yMmopa, CTOMHOCTH Ha
XeMOrJIo0HHa) € HeaXeKBaTeH Clel| ICBET CeIMINY, IIPOABIDKaBaHe Ha Tepanudara
MOJKE 1a HE € e()eKTHUBHO.

Karo anrepHaTHBa eTHOKPATHa CSAMIIHA 032 OT 2,25 pg/kg TenecHo TErno MOKe
Ia ce mpuiara. IIpy mamuedTy, TorydJapamy ApaHec Ha CeIMUYCH NPHHIKII, aKo
yBEIMIEeHUEe Ha XeMOrnoOnHa e HeagsekTHO (Ho-Maiko ot 1 g/dl (0.6 mmol/l) cien
yeTHpM CeAMMIMM), Ao3ata TpsAOBa ma ce yABou. B ciydaill, ge xemormobuua
UpoABIDKaRa Aa Opje HemocTaTsdcH 4 CeMHIM cliel yABOABaHE Ha JM03aTa,
HPOABIDKABAHETO HA TEPalUATa € Hee(heKTHBHO.

Tepamuara ¢ Apasec TpsOBa Ja ce IpeKpaTH NpUOIM3UTEIHO YETHPH CEAMUITA
CIICT HPEKPATABAHETO HA XMMHMOTEPalIHsATA. '

Hugoto Ha XemornobuHa He TpaOBa fa Hagsmmaga 13 g@f£8§‘:@0Q(Bm 5.1).
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Crnen XaTo BEOHEHX € IOCTHUIHATA TEpaleBTHYHATA [IEN 38 OTACHHHA IAlHEHT,
Jo3aTta TpsiOBa Aa ce Hamamu ¢ 25 1o 50 %, 3a ma ce moAnBpKa XemMorioOmHa Ha
TOBA HUBO. AKO e HeoOX0oauMO, MOXe JIa Ce HalpaBH IOCIIEHBANI0 HaMallcHue Ha
Ii03aTa, 3a ia Ce rapaHTHpa, 9¢ HUBOTO Ha XeMornoOuHa He Haaxeepisa 13 g/dl.

Axo nokageaHeTo Ha XeMmoriobuHa e mo-Bucoko oT 2 g/dl (1.3 mmol/l) 3a 4
CeJIMHIM, J{03aTa Tp=OBa Ja 6bae HamaneHa ¢ 25 1o 50 %.

4.3 lIpoTrBOOOKA3aHASA

CepbxayBcTBATENHOCT KM darbepoetin alfa, r-HuEPO umu HAKoe OT MOMOIIHUTE
BEIICCTBA.

Heno6pe koHTpOMpaHa XHUIIEPTOHH.

4.4 Cuenuajinu Hpeayupe:xRIeHs] M npeana3sHa MepKH npH ymorpeda

Obuiu nonoxcenun

3a 53 ce rapaaTHpa ©(EKTHBHATA EPUTPOIIOE3a, KOHLEHTPAIlHATa Ha XKeie30
TpsaOBa a ce M3MepH, KaKTo OpeAHu, Taka U TI0 BpeMe Ha TEpalMATa U € BE3MOXKHO
Ja Ce HaNOKK CHITBTCTBANIO JICUEHHUE C KEIA30.

B cnyuaii, e opraHu3Ma He pearupa Ha JiedeHnueTo ¢ Apasec, TpaCBa Ja ce
TIOTHPCAT NPHIHMHMTE 3a TOBa. HemocTHresT Ha Xema30, (QoiHeBa KUCEIHHA M
BuTaMul Bl2 Hamanmdsa e(eXTHBHOCTTA HAa GpPUTPOIOETHHA H Tpg0Ba Ja ce
Kopurupa. CeupoBOXAammTe WHOEKIHY, BB3MATUTSIHN MPONECH WIM TPaBMH,
OKYJITHH KPBBOM3IMBHY, XEMOJU3a, TEXKa alyMUHHAEBA MHTOKCHKAIWS, H3pa3eHH
XeMaTonorHaHu 3a0o/aBanns MK (puOpo3a Ha KOCTHHS MO3BK CHIOO MoOrar Ja
BB3MPEHATCTBAT ACHCTBHETO HAa EpUTPONOeTHHA. bpod Ha PETHKYIOLWTHTE CE
IpHEMa KaTo JacT OT oueskaTa. Axo ofmgaiinuTe NPUIVHA 3a JHICA Ha e(eKT ca
M3KTIOYCHN ¥ MAlAEHTA WMa PeTHKYIONUTONEHHs, TpadBa Ja ce NpeaBHOd
OHOICHS Ha KOCTHMSI MO3BK. AKO HaXOJKATa OT KOCTHHS MO3BK ¢ CHBMECTHMA C
PRCA, tps6Ba ja ce HaupaBH W3CIEBaHE 32 aHTU-EPUTPOIIOCTHHOBH aHTUTENA.

VeranoBeHH ca COyd9al Ha H30JIMpaHa allia3ds Ha JepBEHHTE KPBBHH KIETKH B
CHEICTBHE Ha HEYTPalIHU3Wpally aHTH-SpHTPOIIOSTHHOBH AHTHTENa, CBBP3aHH C
pexoMOMHAHTEH €PUTPOIIOSTHH, BKIIoUNTENHO 1 ¢ darbepoetin alfa. Tesu anTurena
IOKa3BaT KPHCTOCAaHA PEaKII ¢ BCUYKU BHIOBE SpUTPOMOSTHH M MalWeHTH, OpU
KOHTO ¥iMa CEMHEHHE, Ml ca ¢ JOKa3aHO HAIHIHE Ha HeyTpalu3upally aHTHTelIa
KbM EPUTPONOETHH, HE TpAOBa Aa ce mopiaraT Ha Tepamusi ¢ darbepoetin alfa (Buox
paszen 4.8).
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AxtupHHATE 3300IABaHNA HA 9epHMS Tpod ca cunTaHu 3a H3KIIOUBAI] KPATEPHH 33
BCHYKY NIPOYIBaHKA HA ApaHecH, 3aT0Ba HAMA HaJM9IHA HHGOpMAITUA 3a HalHeHTH
C HapymleHa depHOApoOHa (yHKIMA. THH Karo mpe3 depHHA jApod MuHaBa
OCHOBHHS ITBT 3a €NMMMHHHUpaHe OT opraHmsma Ha Apanecn u r-HuEPO, Apanecn
TpsA0Ba @ ce TpuIara BHUMATEIHO TIPH NAUCHTH ¢ ISPHOAPOOHH 3260 IBaHuA.
Apanecn Tp#0Ba Jja ce Ipuiara BHUMATEIHO CHINO M TIPH IAIMEHTH C eMHIeICHS
M CBC CHPIOBHAHOKIETHIHA aHEMHUL.
3noymoTpebata ¢ Apasecn OT 3ApaBH XOpa MOXKEe Ja JOBEAE N0 KPH3HUCHO
yBEIMYeHue Ha KIeThIHuI o0eM. BB3MOXHO € ToBa Ja Ioele KO 3acTpaliaBamiy
JKMBOTa YCIOXKHEHMS OT CTpaHa Ha ChPIEIHO-ChA0BaTa CHCTeMA.

Ilayuenmu c xponuuna Gvopeuna HedocmMamvyUHoC
ChUbTCTBAIO IEUCHHAE C JKEIA30 CE MPENOpPBhYBa IPH BCHUKYM IAIHUCHTH CBC
. cToligoCcTH Ha cepymHus GepwruH mox 100 pg/l, unm npH OHe3W, HHATO
TpaHchepuHOBa caTyparus e mox 20%.
KpBBHOTO HAJLIraHe Ha BCHUKH IMalHeHTH TPAOBA Aa ce IpoclefaBa 0cobeHo cuex
3aloYBaHe Ha Tepamusi ¢ Apanecn. IlamueHture TpsOBa Ja ce HamBTCTBAT 32
3HAYUMOCTTa HA  TPHUABPKAHETO KBM  NPEABApHUTSITHO  Ha3Ha4dcHaTa
AHTHXUNEPTEH3UBHA Tepanys U OTpaHHIeHHEeTO B fueTaTa. B cioydail 4e KpBBHOTO
HaJIrade He ce KOHTPOJmpa ¢ HOAXOANM 32 TE€3M CIy9al METOMH, XeMOITIoOnHa
MOJKe Jla e HaMaJlkd Ype3 MOHWKaBaHe UM CIIEpaHe Ha fosuTe Apadecn (Bx. 4.2).
TIpn mamuesTH ¢ XpoHW9Ha OBOpEYHA HEOCTATHLIHOCT M KIMHHYHO HOKA3aHO
HCXMMHYHO CBPAECYHO 3a00JIBaHE HUNM KOHIECTHBHA CHPJICYHA HENOCTATHUHOCT
OLNTMMAIHOTO HHBO Ha XeMOTnoOuHa TpgabBa a ce onpenelni WHAUBHAyanHo. 1Ipu
TE3U MaleHTH ropHa IpaHuIa TpsAdBaaa ce npmeme 3a 12 g/dl, ocBeH ako ocTpu
cuMOTOME (HAaIp. aHTHHA) HE HaIarar apyro.
Hupata Ha xammii B cepyma Tpia0Ba jma ce H3CHIEABAT PeAOBHO IO BpeMe Ha
. TepamaTa ¢ Apanech. JlokauBaHmsa Ha HUBOTO Ha Kails ¢a OTIETEHH IIPH HAKOH
" TMAIMeHTH, TpHEMam ApaHecll, BBUpPEeKH d9¢ AUpPEKTHa 3aBHCHMOCT HE €
ycTaHoBeHa. B cimywall ge ce KOHCTaTHpa YBEIMYEHHE Ha HHBOTO Ha Kaius, ce
Hajiara IpeyCcTaHoBABaHEe Ha TepaluiTa ¢ ApaHecn 0 HOpMalu3HpaHe Ha HUBOTO.

Onxonozuunu nayuenmu

EdexT BBpXY TYMODHHSA pPaCTEX

EnoerunuTe ca pactesxHu (akTOpH, KOMTO INIaBHO CTUMYIMPAT IPOU3BOJCTBOTO
Ha 9JEepPBCHUTE KPHBHH KJIETKU. EpPHTPOMOSTHHOBHTE DELICITOPH MOraT Ja ce
EKCIIpECHPAT BBPXY HOBBPXHOCITA HA PA3sIW4YHH TYMOPHHM KieTKH. KakTo BCHYKH
pacTexXHd (PaKropH, Taka M EINOETHMHHTE HMAT BB3MOMKHOCT Jia CIMMYIHpar
pacTeXXa Ha HIKOM BHAOBE MalUTHEHW OOpa3yBaHHA. I[ﬁer:gglo‘glpompam{
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KIVHWYHE [POYYBaHWS, IPH KOHTO ENOCTHHWTE Ca NPUIOKEHH HA IMAlHCHTH C
pasmMgHH TYMOPH, BKIIOYHTENHO TYMODH Ha IJIaBaTa M INMATa H TYMOD Ha
MIIETHHTE XKIE3H, Ca IOKa3aaH HeoOICHIMO BHCOKA CMBPTHOCT.

IIpu mamuenTH CHC CONUAHM TYMOPHM MIH MaiurHeHH JuMOonpoiHbepaTHBHA
tdbopmanuy, ako xemornoOuHa Hamxeepimm 13 g/dl., posara TpgabBa ma 6BIe
KOPUTHpaHa, KaTo CTPHKTHO CE€ CIE/BAT YKa3aHHATa, ONHCadgH B T. 4.2, 3a fa ce
u30erHe MOTEeHIUANHUA PUCK OT TpoMOoeMOommaHN yenoxkueHua. TpombonuTuTe
¥ HEBOTO Ha XeMOTTIOOMH CHIIO TpAOBa Ja e MPOCIeSIBAT PENOBHO.

4.5 JlexapcTReHH H APYTd B3aHMoOJeACTBUS

KimeugsuTe pe3ynaTaTd, ¢ KOUTO pazlojaraMe A0 TO3H MOMEHT, HE JOKAa3BaT
B3aUMOMACHCTBIS Ha ApaHecn ¢ JApyrH cyOcraHuum. Boopeku ToBa HEe ce
H3KII0YBAT B3aUMOACHCTBHA C JIEKapCTBa ¢ BHCOK MOTSHUHAN 3a CBBP3BaHE C
YEpBEHUTE KPBBHHU KICTKH, KaTO cyclosporin, tacrolimus. B ciygai, 9e darbepoetin
alfa ce npuemMa efXHOBPEeMEHHO C HAKOE OT TE3M BEINECTBA, CNE/BA A CE NPaBH
PETOBHO H3CNE/[BaHe Ha TAXHATa KOHIEHTpanMs H J03ara fa ce cpolpasu ¢
IIOK34YBAHETO Ha XEMOIIOOHHA.

4.6 bpeMeHHOCT H KbpMeHe

Hsva HanwaHY KIMHWEHY JaHHH 32 BIUSHEETO Ha ApaHecH BEpXY OpeMeHHOCTTa.
IlpoydaBaunsTa ¢ KHBOTHH HE Ca NOKA3aIH AUPEKTHO BPEAHO BE3IACHCTBUE BHPXY
OpeMeHHOCTTa, eMOPHOHANHO/(DeTanHo pa3sBUTHE, PAKHAHETO WM IIOCTHATATHOTO
paseuTHE. Bee mak ce¢ H3WCKBA TIOBMINEHO BHUMAaHHE, KOTATO JEKapCTBOTO ce
TIPEIIIKCRA HAa OPEMEHHH JKEHH.

TBH KaTo HAMa KIMHUYEH ONUT ¢ KbpMadky, ApaHecll He TpAOBa Jia Ce Ipemcea
HA JXEHH, KOUTO KEPMAT. B cllygauTe, xoraTo Tepamiira ¢ ApaHecn ¢ abCOIIOTHO
Heo0X0/Ma, JKeHUTe TPAOBa Aa CIpaT KEPMEHETO.

4.7 EdexTu BHpXy CHOCOOHOCTTA 32 modHpane ¥ paboTa ¢ MAIIHHA
He e nabmonarano BB3elicTREe Ha ApaHecI BEPXY CIIOCOGHOCTTa 3a modupaHe
unu paboTa ¢ MaITHA.

4.8 Hesxxenanu jJexapcTBeHn Peaknuy

BesonacHocTTa HA Apafecl € oupeleiicHa Bb3 OCHOBA Ha o6paboTeHuTe JaHHA 32
OesomacHocT BEpXY npmOmmsurenHo 1800 mamumeHTra ¢ XpoHHuHa OBOpedHa
HEeNOCTaTHUHOCT, KOMTO ca JIeKysaHu no 24 mMecena u okoiio 1200 manuenTa, KOUTO
ca JIEKYBAHH B MPOIBIDKEHNUE Ha JSTUPH Mecena.

Obwu nonosicenusn
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Jlokmameany ca pelKH JAHHW 32 [IOTEHIHANHH CEPHO3HU alleprHYHM PeaKIHH,
BKIIFOYHTENHO JMCHHEA, KOXKHU OOPUBY M ypTHKapws, MpuauHenn ot darbepoetin
alfa.

Hanuenmu c xporusna 6GvOpeuna HedoCMaAMBYHOCH

JaHHUTEe ca OT KOHTPONHUpAHH IIPOYYIBaHHA BEPXY 1578 manueHTH, KOUTO IPHEMAT
Apabect u 591 manpenTu, nomygasamu 1-HuEPO. IlpouentsT Ha OommuTe,
MPEKbCHANH

TIeYEHAETO, 3apaay HeXeJlaHH CTPaHuTHHA peakuun ¢ 2% 3a Aparecr u 4% 3a 1-
HuEPO.

Hexenaputre peakiyy, KOUTO CBITBTCTBAT Tepanusra ¢ ApaHecl, BKIIOYBAT
XHUIEPTOHMA ¥ TpoMOO3a Ha chAoBaTa cucreMa. TpsabdBa ja oTbenexuM, e cropen
JaHHuTe 32 Oe30MacHOCT, HUTO €AMH OT CIydauTe He € CBEpP3aH C HHMBO Ha
xemornobuna (< 12 cupamo > 12 g/dl) umu crenenta Ha Ka9BaHe HA XeMornobuna
(<1,1m0<2,2 m0<3 u>3 g/dl xemornobus 3a mepuoa oOT 4 cemMuIL).

boilka B MICTOTO Ha MHKGKTHpaHe, NBIDKAIM Ce HA Tepanus ¢ ApaHecH, ca
HaOMIOAaBaHN TIPH MONKOXXHO NpIHIToXKeHHE. ToBa € HaOMIOAaBaHO IO-YECTO B
cpaBHeEMe ¢ T-HUuEPO-Tepanuara. YcemaHero 3a AuckoMpopT OKOIO MIACTOTO Ha
WIDKeKTHpaHe OOMKHOBEHO € NeKO W IIpeMHHABAmo u ce HaOmozaBa Hal-decTo
cle] IEPBAaTa HHKCKITHS.

YecToTaTa HAa HEXEIAHWUTE PpEaKiid, CBHP3aHH C Tepamks ¢ ApaHeclo OT
KOHTPOIHNPAHU KIIHUYHH IIPOYIBAHUA € CIICAHATA:

CrcreMu Ha TAJIOTO YecroTa Hexenanu
JIeKAPCTBERH
peaxmuya

LenTpanna HepeHa | Uectu (> 1%, <10%) I'nmaBobonme

cucrema/IlepudepHa HepBHa

CHCTEMA

CopredHo-csH0Ba CHCTEMa Hectu (> 1%, <10%) XunepTOHUS

Co1oBU HapyIIeHU Yectu (> 1%, <10%) Tpombo3a Ha cHAOBUA
JIOCTBII

MscroTo Ha mkekTapaneto | Hecta & 1%, <10%) Bomka B MACTOTO Ha
HHKEKTHUPAHE

B H30ommpaHn CiIydaM € YCTAaHOBEHO, de HEyTPAIM3WpAIUTE AaHTH-

EPUTPOTIOCTHHOBH AHTHTENa CIIOMAaraT allla3syaTa Ha YEPBEHHTE KPBBHH KIETKH

(PRCA), cerp3ana ¢ Tepanwi ¢ Apaneci. B ciydaii, e PRCA e jarsocTHIMpana,
/‘- ‘_\._s"? \\

&
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Tepanuara ¢ ApaHecn TpabBa Aa ce NPeKbCHE W MALUCHTHTe He TpAOBa na ce
TIPEXBBPILIT Ha APYT PEKOMOMHAHTEH €pHUTPONOETHH. (BIDK paszen 4.4).

Beudxy ocraHanu HeKelaHH CHOHTHS, CBHP3aHU C JIEYeHHeTO ca HabMIofaBaHy B
He moBede oT 1% oT cinyqanre (HeoOuIaifHU HItH PEIKH), KATO LI TE Ca JIEKH HWIH
YMEPEHH ¥ CHhBMECTHMH ChC CHITHTCTBANATA MATOJIOT M, XapakTepHa 34 Ta3H Ipyma
TAIHEHTH.

Onuxonozuunu nayuenmu

B xiuHugEHMTE NpOyYBaHUA C IIONKOXHO IMPHUIOKEHHe Ha ApaHecH CIy4auTe C
XUIIEPTOHHUS U CHPACIHO-CHAOBH HApyMIeHUs ca CpPAaBHUMH NpY TAIMEHTH Ha I-
HuEPO um Aparect ¢ mnane6o.

OceeH TORa, Te3W CTPaHWYHU PEaKIUKM HE Ce CBBP3BAT HWTO C HUBOTO Ha
KOHICHTpalus Ha XeMornobmua (< 13 cpemry > 13 g/dl), ruto ¢ paskoTo My
mokagBade (> 2.0 g/dl 3a getupu cemvonm). KimMHIYHATE NPOyIBaHHs Ca TOKa3au
II0-BHCOKa 9eCTOTa Ha TpoMOoeMOonudHM MpoLiecH, BKIKOIBAMH AbN00Ka BEHO3HA
TpoMOo3a U GenoxpobHa emMOOMMA NPH OHKONOYWIHH ITALWEHTH HA TEparus C
ApaHecn B cpaBHEHHE C IITane00 MANEEHTUTE, 0IyIaBalId IIaneto.

O000meHo, MOKIAABARUTE HEKENAHM PCAKIWH OT KIMHWYHU [IPOYYBaHHUSL C
Apasecnn BBpXY DalHeHTH, MOANOXKEHHM Ha CBIIBTCTBAlA XUMHOTEpalms, ca
CHIIOCTARMMH C OCHOBHOTO 3a00JIABaHe U IIpUiIaraHaTa 3a TOB4 XHMHOTSpaIlys.
Ciyganre na HeXeNaHH peaklue, CBBP3aHH C Tepamms ¢ ApaHecn OT
KOHTPOJIHPAaHH KIWHATHY IPOYIBaHUS Ca:

CucreMn HA THIGTO YecroTa Hesxenann
JleKapeTBeHH
peaknan

MycKynEo-cKeIeTHa Yecru > 1%, <10%) ApTrpanrus

TenecHu Yecru (> 1%, <10%) IepudepHH OTONH

MscroTo Ha umxektupanero | Yeetu (> 1%, <10%) bonka B MACTOTO Ha
HH)KEKTHPAHE

ChroBU HapymeHus Yeeru > 1%, <10%) Tpomboembonmmiinu
PEaKIUH

Bomkara B MACTOTO Ha MIDKEKTHAPAHE & Hall-7ecTo HabMOoaBaHOTO HEXKETAHO

coOuTHE, CBBp3aHO ¢ Tepammiara ¢ Apamecn (< 5%). /B::.nmsqu;ro CIydau
AT

OILTAKBAHMSTA €A JIEKH ¥ TIPEXOTHH. S e
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4.9 Illpeposupane

TepanepTHYHATA TpaHUIAa Ha ApaHecn e Aocta mmpoka. Jlopu OpH JocTa BUCOKO
CEpYMHO HUBO, HE ca HaDNIO/IaBaHH CHMIITOMH Ha TIpeZIO3HpaHe.

B cmyuail Ha moimupTeMHs, JEeYeHHMETO ¢ ApaHecu clefsa jga 6bAe BPEMEHHO
mpeyctanopeHo (Bx. 4.2, “Jlo3upoBka K HauWMH Ha MPWIOKEHHE ). Ao
CHIIECTBYBA KIMHHYIHA HYXXJ[2, MOXKE Ja ¢& IPHIOXKH ¥ (breboToMus.

5. ®apmaxonozuanu ocobenocmu

5.1 ®apmakoguHaMUYEH CBOMCTRA

®apmakoTepaneBTugda rpyna: Anti-anaemic ATC: BO3XA02.

YoBemKknAT EPUTPOIOSTHH € CHIOIeHeH IVIMKONPOTEMHOB XOpPMOH, KOHMTO €
TBPBAICH PEryaarcp Ha EPUTPOIIOE3aTa upe3 CIeHu(puIHO B3aUMONEHCTIBHE C
EPUTPOIIOSTHHOBHA PENeTop Ha INPEKyPCOPUTE HA EPUTPOIMTHTE B KOCTHHAL
MO3BK. IIpOH3BOACTBOTO HA EpPUTPONOETHH C& OCBHINECTBIBA OCHOBHO M C€
perynapa oT OBOpemuTe B OTTOBOP Ha IPOMEHH B THKAHHATA OKCHIEHAIHA.
IIpou3BOACTBOTO Ha CHJOTCHEH EPUTPONIOCTHH IIpH NAalMeHTH ¢ XpOHHYHA
656pedHa HEAOCTATHIHOCT € HapyIIEHO W OCHOBHATA NPHYMHA 32 aHEMHATA MPH
TAX € CPUIPOMOeTHHOB JedunuT. IIpH narueHTH ¢ pakoBH 3a00IIBaHUA,
MOIUIOKEHY HA XHMMHOTEpAlHMs, CBINECTBYBA MHOTO(QAKTOpPHA ETHONOTHA Ha
amemusra. Ilpu Te3w OONHE EPHTPOIOSTHHOBMAT JNedHIUT ¥ IOHIDKEHaTa
TYBCTBHUTEIHOCT Ha TIPEKypCOpHIEe Ha EpUTPOIUTHTE, KbM CHIOTCHHMA
€pUTPOIIOSTHH 3HAYMMO BIONIABA AHEMWIHOTO CHCTOSHHUE,

Darbepoetin  alfa cruMmymnspa epHTponoesara 1O CHIOEI HAYHH, KakTO H
SHIOTCHHHIS XOPMOH.

Darbepoetin  alfa uma mnmer N-cBbp3aHH BBIICXMAPATHH BEPUTH, MOKATO
EHAOTEHHHAT XOPMOH H PeKOMOHHAHTHHMAT 4OBEmKM epuTponoetuH (r-HUEPO)
HUMaT TpH. JIOMBIHKATENHATE BEIIEXUAPATHA BEPUTH ¢a MONEKYIIPHO HEOTIMYHMHA
OT €HJOTeHHWS XOpPMOH. B pe3ysrar Ha MOBMIIEHOTO CH BBIIEXUAPATHO
cexppsxanue, darbepoetin alfa mMa no-TEATO KpaHHO BpeMe 3a MOy CHIAMUHHMPAHE
B cpaBHeHue ¢ 1-HuEPO, CrOTBETHO IO-IPOABLIDKHTENHA in Vivo aKTHBHOCT.
Brnopeku Monexynaure pasmuuus darbepoetin alfa 3amassa TacHO criemubHICH
aHHNTET KBM EPHTPOIOETHHOBHS PELIETITOP.

Onuronozuynu nayuenmi, ROOIOICERN HU XUMUONIEPANUA

B ODpoCHeKTHBHO paHAOMH3HPAHO JBOMHO CILMO IIAebo KOHTPOIHPaHO
KIMAWYIHO IpOydBaHe BHPXY 314 mpauuweHTH ¢ KapouHOM Ha Oemust apo6,
MOANOKEHN Ha IUIATHHOCHABPKAMmid XMMUOTepaius € yCTa.HOBeHa 3HATUTEIHA

pexykups Ha TpanchysmorHuTe HyXmu (p < 0. 001)
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nokasBar, ge darbepoetin alfa uMa nogoGHa eQekTUBHOCT, KOTATO CE IpUIara KaTo
e[HOKPAaTHA HHKEKIUA BE[HBX HAa BCEKH TPH CEIAMMIH, BEIHEXK Ha BCEKH JIBE
CEIMUIIM WK CEMUEHO 063 He0OX0ZUMOCT OT YBEIIMICHUAES Ha 00ImaTa Ho3a.

B panmomm3snpasHo FXBOHHO CILNO IaneGo KOHTPOJHPAHO KIMHWYIHO IHpOyIBaHE
BEPXYy 344 mamuweHTH cC aHemua ¢ JuMbonponudepatuBHE  HOpPManUH,
IoIydaBali XHAMHOTeparmms € HallofaBaHa 3HAUMTENHA pEOYKOMs Ha
Tpagchy3HOHEUTE HYKIH ¥ nNoxoOpsaBade Ha HHBaTa Ha xemoraoOuma (p<0.001).
Habmromapa ce CBIOIO Taka W HaMaldBaHE HA yMOpaTa Ha OpraHusMa Ipd
MalAeHTHTE, N3MEPEHO cnpsaMo DYHKIWOHANHA CKajla 3a OTIHTaHe Ha yMopara OT
xpvuoTepanuaTa (FACT-fatigue).

JIpnrocpouHoTo HaONIOfeHHe Ha MAIHEHTH, OT ABETE ABOMHO CICIH MPOYIBAHHI
TIOKAa3BaT IMIICA Ha HEeXEeNaHW peakuuu oT crpaHa Ha darbepoetin alfa Bepxy
MPOrPECHTA Ha TYMOPA B HPOABIDKHTSIHOCTTA Ha KHBOTA.,

Emoerunmnre ca pacTexdau (akTOPH, KOMTC ITIABHO CTHMYIHPAT IPOHU3BOACTBOTO
Ha YEepBEHHTE KPBHBHU KIETKH. EpHTPONOSTHHOBWTE peuenTopH MOraT Ja ce
eKCIIPeCHpaT BEPXY HOBBPXHOCTTA Ha PAa3sMIHKM TyMOpHM KneTtkd. Hama
3aOBONTUTE/IHA WHQPOpPMAarHa 3aTOBa, HaiW H3MON3BAHETO HAa EHOSTHHOBH
OPOAYKTH HMMa HekelaH e(exkT BBEpXy BpPEMeTO 3a HPOTPECHA Ha TYMOpa WU
TIPOABIKUTEIHOCTTa Ha JKUBOTA.

JiBe mpoyuBanMa ca u3cnenBand  edexkrta OT  ENOSTHHHUTE  BBPXY
OPOABIDKUTEHOCTTA Ha JXHBOT WK TYMOpPHaTa IpOTpecHs C II0 BUCOKH HHBA Ha
XeMoroOrHa.

B papmovusupaHo Inane0o-KOHTPOIHpPaHO HpoydsaHe ¢ epoetin alfa mpu 939
TaMeHTH ¢ METAcTa3d Ha MJIETHATa jXjie3a, JISKapCTBOTO € NPWIAraHo, 3a Aa ce
IOCTHATHE TONIBPKaHeTO HA HUBA Ha xeMornoOuna mexay 12 u 14 g/dl. 3a gerupu
Mecella, CMBPTHOCTTAa, CBBp3aHa C mporpecus Ha Oonectra e mo-Bucoka (6 %
cpemy 3 %) mpum KeHu, moiydaBam epoetin alfa. Obmara cMBpPTHOCT €
3HAYWTETHO ITO-BUCOKA B IpyIaTa Ha epoetin alfa.

B npyro mnane6Go-kOHTponupaHo DpoydRaHe ¢ epoetin beta mpu 351 mammestH C
TYMOPH Ha IWNaBaTa M INHsITa, U3CICHRAHOTO JEKApCTBO € IpHIaraHo, 3a Ha ce
IMOIAEPXKA HUBO Ha XeMornobuHa oT 14 g/dl npu xxenute u 15 g/dl mpu MexeTe.

TIpoxsMXHUTETHOCTTa HA XKUBOT 0e3 JIoKanM3KhpaHa IIPOrPEecHs € 3HASMTENHO IIo-
KpaTKa IIpH TaI[HeHTH, IoiydaBany epoetin beta. PesynraTure ot TOBa IIPOYYIBaHE
ca CMECEHH MOpajy HENpOIOPLHOHANHOCTTA MEXAY JIEKyBaHHTe TPYIH, 0coOeHO
110 OTHOINEHWE Ha TYMOpHATAa JIOKAMM3allUIp LYHICHETO M XETEpPOreHOCTTa Ha
H3CIeABaHATA TOIYIIaLlis. :

10
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Karo ponsiHeHre, HAKONKO JpYrH MNpOYYBAaHWSA ca IOKAasayd TEHACHLUHI B
moo0psBaHe Ha IMPOXBIDKUTENHOCTTA HA JXMBOT, MpeAnonaralikv, 9€ elOoeTHH
HAMa HexXenaH e(exT BEPXY TYMOPHAT2 IPOIrPecHsL.

5.2 ®apMakoKUHETUYHH cBOlicTBa

Braromapense Ha 3aBHINCHOTO MY BEBIVISXHIPATHO ChIBPXKaHWe, HUBOTO Ha
darbepoetin alfa B xppBTa OCcTaBa Han rpaHHIaTa Ha MMHHMAaIHATa KOHLIEHTPALHU,
HeoOXoaMMa 33 CTHUMYIHpPaHETO Ha EpUTPOHOe3aTa 3a WO-ABAr0 BpeMeé B
CpaBHEHWE C aHaJlorm9HaTa Mojapsa Jo3a or r-HuEPO, koero mno3somnsgsa
darbepoetin alfa na ce mpumara mo-pAAKO 3a MOCTUTAHETO HA CHINUA OHONOTHYeH
edexr.

Hayuenmu c xponuuna 6vbpeuna Hedocmamvyrnocm

®@apmakoxudeTrKaTa Ha darbepoetin alfa e KIMHEVYHO H3cHeABaHA IPH HANUEHTH C
XpOoHHIHA OH0peTHa HEAOCTAaT,IHOCT NIPH HOJKOKHO MM BEHO3HO IIPHIIOKECHUE.
KpaiinoTo eieMe na monyenuMuHupane Ha darbepoetin alfa e 21 gaca (SD 7.3),
KOT4TO € NPUIoKeH BeHo3HO. KimpeuesT Ha darbepoetin alfa e 1.9 ml/hr/kg (SD
0.56), a 0GemsT Ha paznpocTpaHerye (Vss) e NpHOIHM3UTEIHO PaBeH Ha TiNa3MEHUs
o6em (50 ml/kg). BronorvgHaTa HANMMIHOCT TpH OJKOxeH npueM € 37%. Iipu
MeceuHOoTo TpuiokernHe Ha darbepoetin alfa mpu moxxoxHM 034, BapUpamy OT
0,6 mo 2,1 pg/kg, xpaiigoTo BpeMe 3a noxyeimMuHHpade ¢ 73 daca (SD 24). llpn
KIMHUIHUTE POY4YBAHUA € HaOmiofjapaHa MUHWMAaNHA KyMyJaius W IpH JBaTa
METOAA Ha TpHiokerde. IIpeNIMEMYHATE U3CICABAHH JIOKa3BarT, e 050pedHoTo
oTHengHe ¢ MuHHEManHO (Hag 2% oT o0moTo) X HE BIMAC BBPXY CEPYMHUS
TIOJIYKHBOT.

JlanauTe or 809 maumenTaHa Ha Tepamusa ¢ ApaHecn OT ERpONEHCKH KIUHAIHU
OpOy4YBAHHKA €2 aHAMM3HUPaHH 32 OIEHKa Ha HeoOXOAMMATa J03a 33 HOANEPIKAHE Ha
xXeMornoOuna; He ca HabmopaBaHy pasnudusg MEXAy IPUIaraHara cpensa
CEAMIYHA /1032 IPH BEHO3HO MM IIOAKOKHO HIDKEKTHPAHE.

Ouxonozuunu RAYUEHMU HA XUMUOMEPanus

Ipu mopkoxHO nprmoxeHue Ha 2.25 pg/kg mpy BB3PACTHH TALMEHTH, CPSHAHATA
MaxcaManra koHpeHTpammi or 10.6 ng/ml (SD 5.9) ma darbepoetin alfa e
nocturaaTa 3a 91 =aca (SD 19.7). Tesu mapamerpH CHBOAJAT ¢ AO30INMHEMHATA
dapMaKoKuMHETHKA IPU MHOTO IMHpoK ob6xmar Ha nosmpawero (0.5 mo 8 ugkg
cenmuaro M 3 nmo 9 pg/kg Ba Beeku ABe cemyuy). PapMaKOKHHETHIHHTE
HapamMeTpy He ce MPOMEHAT B CHEACTBYE Ha MHOTOKpaTeH IpHeM npe3 12 cenmuiry
(BemHEK CeAMHYHO WK BEAHEXK Ha JBe ceMUIM). B Te3u cmydan ce

11
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Ha0moz;aBa O9aKBaHO yMeEpeHO MokadsaHe (< 2 [pBTH) HA CepyMHaTa
KOHIEHTparHsd B CHCTOSHHE HA paBHOBECHE M He e HabmromapaHa HEOYAKBaHA
KyMylanus DTpHd NOpoAbnxutTencH IpueM. IIposeneHo € (QapMakOKWHETHYHO
TIpOyYBRaHE IPU TMAIMEHTH C aHeMUs, MPENU3BUKAHA OT XMMHOTepanus, J6KyBaHU! C
6,75 ng/kg darbepoetin alfa, mpunaran HOAKOXKHO HA BCEKM TpPH CEIMHIH B
KOMOWHAIUA C XUMMOTEPAIlHdg, KOETO TIO3BOJABA ITBIHA OlleEKa Ha KpalHOTO
BpeMe 3a IIoIyelnrMHHEpaHe. B ToBa IpoydBaHe CpeHATa CTOMHOCT 3a KpalHOTO
BpeMe 3a nonyenumuHupane € 74 (SD 27) gaca.

5.3 HpenknuHAYHYE JAHHHA 32 6e300aCHOCT

Beuaku npoyapasmis ¢ Apasech BEPXY IDTEXOBe H KydeTa II0Ka3BaT [IOKadBaHe Ha
XEeMOTTIO0HHA, XEMATOKpHTa, Opod Ha depBeHHTe KPBBHHM KIETKd H
PETHKYJIOIMTHTE, KOeTO CHBIOAZa C OYdKBaHHA (apMaKoNOrHm4eH edexT.
Hexenanure peakuuy Tpd MHOTO BHCOKH J03¥ HE Ce paiudaBaT oT oOHJaiiHuTe
thapMaKoIOrHIHY peaknuy IIpd CBPBXA03a (HaMalsdpaHe Ha THKaHHATA Nepdys3ud,
B CJIGACTBHE HA HapacHal BHCKO3WTET Ha KPBHBTa). TyK cmajar M CIyyauTe Ha
mMueodubposa ¥ xumeprpodHa Ha Fanaka, XakTo H Ha pasmupssane Ha QRS
xomimnekca Ha EKT mipu KydeTaTa, HO HE Ce NIPOSBIBA apUTMUSL, HUTO IIPOMIHA Ha
QT unreprana.

ApaHecn HSMa TEHOTOKCHMYEH UOTEHLHaN, HWTO OKa3Ba BIMAHHE BBPXY
mpomidepanMaTa HA HEXCMATONOTWYHHUTE KIETKM in vitro WIH in  Vivo.
IipoydBanmgTa 3a XpOHHMYHA TOCKHYHOCT HE C4 YCTAHOBWIM TYMODOTEHHH HIH
MHUTOTCHHH PEakild, B KOATO H A2 € ThkaH. KaHeporeHHWsAT HOTEHIHaNl Ha
darbepoetin alfa He e 6un 0OeKT Ha IBITOCPOTHH H3CIEABAHHA REPXY XKUBOTHH.
ITpoydBanudTa, NPOBEACHH BBPXY IUTBXOBE M 3aMIlM, HE JOKa3BaT KIMHWIHA
3HAYAMOCT Ha HEeXKENaHW Peaklid IpH OpeMeHHOCT, eMOpHOHAITHOTO/QeTanHoTo
pa3BUTHE Ha IDIOJla, PAKAAHETO WM IOCTHATANHOTO pa3Burde. IIpeMHHABaHETO
mpe3 IIaneHTaTa € MIHEMAaIHO. He € yCTaHOBEHO BIUSHAE BEPXY (DEpTHIHOCTTA.

6. Papmayesmuynn OAHHU

6.1 ChcThbB HA HOMOIIHATE BelIECTBA
Sodium phosphate monobasic

Sodium phosphate dibasic

Sodivm chloride

Polysorbate 80

Water for injections

6.2 HecbBMecTRMOCT

Ilopanu miTica Ha KIMHIIHY IPOYYBaHNS 33 HECHBMECTHMOCT, APaHECIl He Tpa6Ba
7la C& CMECBA HIIH TIpIHIIara Kato HHMY3HUsI ¢ IpyTH JIeKapc;rBeHK npo,uirrcm
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6.3 Cpox Ha rogHocT
2 TOMHUHH.

6.4 Haunn Ha chXpaHeHHe

Jla ce cpxpanssa npu Temneparypa Mesxay 2 °C u 8 °C (B XnaiIHuK).

Ha He ce 3aMpa3gBa.

CrxpangBaliTe BEB BHHINHATA KApTOHEHA ONAKOBKa, 3a Aa HMPEANasuTe OT IpsSKa
CIIbHIEBA CBETIIMHA.

3a nemite Ha aMOyIaTOPHO JiedeHne, ApaHec MoxKe Aa ObJie eTHOKPATHO U3BaJICH
OT XIaMMIHUKA M OCTABEH HA cTaifna Temmeparypa (mo 25 °C) 3a He mosege ot 7

JHH.

6.5 Chanpxanne HA OMAKOBKATA
OmnakoBKaTa CHABPKA SOHA WK JETHPH TPEABApHTEIHC HAUBIHCHH CIPHHIIOBKH
ot 80 ug Apanecn umxekioner pasteop B 0.4 ml (200 pg/ml).

CrpuHIOBKUTe Morar Ja OBar ¢ 6micTepHa onakoBKa (kaTo 1 unmu 4 cipHENOBKH)
nim 6e3 GImcTepHATa OTAKOBKA (CaMo KaTo 1 CIpHHLOBKA).

CrpHHIIOBKUTE Ca HAMPABEHH OT CTHKIO THO 1 ¢ HINIM OT HephXKIaecMa CTOMaHa
pasmep 27.
He BcHdKH BUIOBE KpaiiHK OMAaKOBKH CE TIPEIaraT 3a mpojaxoa.

6.6 MacTpyknuu 3a ynorpeda

ApaHecl € cTepmieH, HO HEKOHCEpBHpaH npofAykT. He usnomssaiite mosede oT
eIoHa 033 ¢ €HA H ChIIa CIPHHIOBKA. OCTATEUHOTO JIEKAPCTBO B IIPEABAPHUTEIHO
HAI'BEIHEHATA CIPHHIIOBKa TpAOBa Ja 6bie U3XBEPIECHO.

TIpeny IpUIOKEHAE, PA3TBOPHT Ha ApaHecn TpaOBa a ¢ NPOBEPH 33 HAIM4IME Ha
BUIMMH HacTHIw. Jla ce HIDKeKTHpaTr caMo OucrpH, GIIEfN0 HEpIEHO OLBETCHH
pastBopu. He pasxnamaiite. OcraBere Mpe/BapUTENHO HANBIHEHATA CIIPHHIIOBKA
a JOCTHIHe CTaiiHa TEMIICPATYpa, Opeau Ja UHKEKTHPATE.

PemyBaiiTe HMEDKEKIIMOHHHTE MeECTa M IIOCTapiiiTe HIDKeKImaTa OaBHO, 3a Ja
m3berneTe OOIKK B MICTOTO Ha HHKCKTHPAHE.

HeunsnmonsBaHuar JeKapcTBEHUSA HMPOAYKT, KaKTO M BCUYKH HEHYXXHHM OTIaJBIH
Tps0OBa 1a OBAT U3XBHPIITHH B CEOTBETCTBHE C MECTHUTE H3HUCKBAHMUY.

7. IIPHTEKATE/I HA PASPEINEHUETO 34 YIIOTPEBA
Amgen Europe B.V.
Minervum 7061
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