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KPATKA XAPAKTEPHCTHEKA HA'TIPORVIETAA 3EPABEONASBAHETO
FRIAGHETES kel

| Fecpetiann 3a ynopeba i 1‘3\59_0' 99.0% 0 -
! 6F9/ 34,0104

Apanect 500 pg pa3TBOp 32 IKEKOKHU B IPSABAPUTEIIHO HATBIHCHA CIIPAHLOBKA.
Aranesp 500 micrograms solution for injection in a pre-filled syringe.

!

1. UME HA JJEKAPCTBEH#UA HPOAYKT

2. KAYECTBEH U KOJIHMYECTBEH ChCTAB

Bcska npenpapuTenHo HambiIHEHa CIIPUHITOBKA chABpka 500 pg darbepoetin alfa B
1 ml (500 pg/ml).

Darbepoetin alfa ce mpousBexxma N0 TeHHA TEXHOJOTHS OT SHIEKIETKUTE Ha
kuraticku xamcrep (CHO-K1).

3a HOMONHUTE BEIeCTRa BIK T. 6.1.

3. JEKAPCTBEHA ®OPMA
HmxeximoHeH pa3TBOp B NPEABAPHTENHO HABIHEHA CIPHHIIOBKA

4. KJINHAYHA JAHHHA
4.1 Tloxazauna

Jlegenwe Ha aHEeMHS, CREBp3aHa C XpoHW9YHa OBOpedHa HEFOCTaTHYIHOCT IIPH
BB3PACTHY U Jela Hayy 11-rogumma Be3pacrt.

Jlegenre Ha CHUMIITOMATW9HA aHEMUS IPH BH3PAacCTHY NAlMEHTH C HEMMJIOHIHHU
3N0KaYECTBEHEN HOBOOOpa3yBaHus, KOUTO Ca IIOMTIOKEHH Ha XMMMOTEPanus.

4.2 Tosnposka H HAYNH Ha NPHI0KEHHE

Jledenmero ¢ Apasecn TpabBa jaa OBle NpPEANHCAaHO OT JEKap CHCLHAIHCT II0
TIOCOYCHUTE IO-Irope 3a00IIBa M.

ApaHecI ce pasnpoCTpaHsBAa B TPEBAPUTENHO HANEBIHEHHM CIPHHIIOBKH.
‘VkazaHusTa 33 TPHIIOKEHUE ca TPeACTaBEHH B TOUKA 6.6.

Jeuenue na anemusn npu RAYUERMU C XPOHULHA GbOpeuna HeOOCMAMBYHOCH

Apanecn ce priiara mMOJKOMKHO MM BeHo3Ho. IToakoxxeraT HaguH Ha ynorpeba e
TMONXOMAIN 32 IMALHCHTH, KOWTO He ca IOJIOKEHW Ha XeMOJHalM3a, 3a Za ce
n3berHe npobuBane Ha IepU(epHITe KPPBOHOCHU ChIO0BE, LlenTa Ha Tepamudra e

Jia ce IOCTHTHAT HUBA Ha XeMoriobuxa Hax 11 g/dl (6,8:‘irﬁﬁi9_uljl R
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OnruManHaTa KOHIEHTpaluA Ha XxeMorno6una Haz 11 g/dl (6.8 mmol/l) TpsGea na
OBie onpeAeiicHa HHAWNBHAYAIHO 3a BCeKH HanpeHT. [Tokagsade Ha XeMornoOuHa
nosede ot 2.0 g/dl (1.25 mmol/l) 8 paMxuTe Ha YETUPH CEOMUIM, KAKTO M HEBA HA
xemornodusa mo-pucoku or 14 g/dl (8.7 mmol/l) Tpabea ma ce usbarsar. Ot
KIMHAYHHATE NPOYYBAHUS € KOHCTATHPAHO, Y€ PA3IYHHTE TALHEHTH Ce IIOBIMIBAT
B pasnMyHa cTeneH. BEROpexd TOBa NHPBOHAYANHO TpsibBa Ja ce CIOas3BaTr
U30pPOEHNATE MO-TONy NPEHNOPBKH, KAaKTO IPH BB3PACTHH IIANUEHTH, Taka ¥ TPH
Jlema H CIeX TOoBa Jio3aTa Ja OvAe cholpaseHa ¢ KIMHHYHHTE TIOKA3aHMI.
Tepammsara ¢ Apanecn ce paspens Ha Ape a3y — KOpHTHpamla W IOAABpPIKAINA
dasa:

Kopuzupawa daza

HauannaTa 103a npu mOAKOKHO iy BeHO3HO nproxenue e 0,45 pg/kg tenecHo
TerJI0 moA (opMmaTa Ha €[HOKpaTHa HIDKEKHUS BEeOHBX CEAMHIHO. Karo
allTepHATHBA IpY NAUEeHTH, KOMTO He ca Ha AWanmM3a, Hagansa Ao3a ot 0,75 pgkg
MOJXKE /la ‘Ce IIpuiIara HOAKOXKHO, KaTo €OHOKPATHA HMHJKEKIHSI BEIHBK HA BCEKH
IBe cemyuuy. B caygaii Ha HeafieKBaTHO yBeIWdeHHe Ha XeMOorIo0uHa (TIo-Maliko
ot 1 g/dl (0.6 mmol/l) 3a TeTUpy ceaMUITE), N03aTa C& YBEINIH MPHOIM3UTEIHO C
25%. YBenu4yaBaHeTo Ha j03aTa He Tpa0Ba Jia ce IpaBH IMO0-9eCTO OT BEAHLXK Ha
TETHUPU CEIMMULIH.

B cmydgaii, ge xeMormo6uHET ce mokagu ¢ moeede oT 2.5 g/dl (1.6 mmol/l) 3a
TETHPY CEAMMIH, Jo3aTa ce Hamamsisa ¢ 25% nmo 50% B 3aBUCHMOCT OT CTEIIEHTa
Ha yBReNHIEeHUETO. AKo XeMormoOHMHET HaaxBepau 14 g/dl (8.7 mmol/l), repamasra
ce IIPEKbCBa, JMOKAaTo HMUBOTO My cmaxae nxo 13 g/dl (8.1 mmol/l) u Torasa
3aI049HEeTe OTHORO TEpaldaTa ¢ oKolo 25% mo-HMCKa [032 OT IEPBOHAYAIHATA.
Husoto Ha xemMornobusa tpabsa ja ce u3MepBa Ha BceKd 1-2 ceMHIy, TOKATO CEe
crabunusrpa. Cie ToBa XeMOIJIO0MHA & H3MEPBa IEPHOTUTHO.

Ilooowvprcawa haza

B mommepxxamara (aza ApaHecnl MOXE [a IPONBIDKHM Ja CE TpHiara Karo
€AHOKpPAaTHA WHKEKIMA BEJHBK CEAMHTHO WIH BEIHEXK HA BCEKH JIBE CEAMWII.
Karo anTepHaTmBa npH NAnEeHTH, KOUTO HE Ca Ha JWANN3a, CHe]| yCTaHOBIBAHE Ha
OLTHMAIHATa KOHIESHTPALsI Ha XeMorfo0uHa ¢ 1033, IPHIaraHa BEHEK Ha JBE
ceaMuLy, ApaHecn Moke Ja ce IpWiIara IOZKOXHO BEOHEK MECCUHO C HaYallHa
Zio3a, paBHA Ha JBa N'BTH NPEAXOAHATA J03a, NPHIaraHa BEIHHK Ha BCEKH JIBE
cemvui. Criexr ToBa gozara TpaOBa za ce TUTPYBa, KOJIKOTO € HEOOXOOMMO 3a
IOJUYGPrKaHe Ha ONITHMAIHATA KOHI[EHTPAIHsI Ha XeMOTJIOOHHa.

OnTuManHgaTa KoHISHTPALys Ha XeMoriobnua Hay 11 g/dl (6.8 mmol/l) tpsabea na
OBHe YCTaHOBEHA 34 BCEKHM MHAMBHUAYAICH ITallHEHT. @,G‘ﬁiﬁﬁﬁ 9
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peryimpaHe Ha J03aTa, 3a Ja ce HOANBPIKA JXKEIaHOTO HHMBO HA XEMOIJIOOHHA,
TIPENOPHYBA Ce KOPEKIUATa Ja € 0KoJio 25%. AKo xemornobura Hagxeepiia 14 g/dl
(8.7 mmol/l), mpeycTaHOBETE JIEUEHUETO, NOKATO HHUBOTO My mazme mox 13 g/dl
(8.1 mmol/l), u ToraBa 3amo4YHETE OTHOBO TEPANMATA C [103a MpUOIM3HTENHO 25 %
IIO-HHCKA OT NpeaX0HAaTa.

Cnen BcsAka KOpeKIE Ha [o3aTa XeMornoOuHa TpAOBa Aa 6bJe H3CIEABaH BeHBX
Ha 1-2 cemmmmm. Ilpomend B mo3aTa IO BpeMe Ha nojamepikamara ¢asa oT
TEpanusATa He TpA0Ba J1a ce IIPaBsT [I0-9ECTO OT BEAHEXK Ha JBE CEAMMUIIH.

IIpn npomaHa B HadWHA Ha TpHIOKeHHE, TPsOBa Ja ce 3amasH ChINaTa A03a U
xeMoriiobHHa ce W3MEpBa Ha BCAKa €HA WM ABE CEAMMIHM, Taka de¢ Ja ce
YCTaHOBM TOTHATA JI03a 3a MOJAEpKaHe Ha )KeTaHuTe HUBA Ha XeMOTJI00HHA.
KimiapgHuaT OnUT OKasBa, Ye maluyedTH, KouTo ca npuemanu r-HuEPO asa-tpu
OBTH CEAMMYHO, MOTAT Jla IPEeMIHAT Ha eHA CefIMHYHA J03a ApaHecI, a OHE3H,
Kxouto ca npuemanu -HuEPO Bemgasx cegMHIHO, MOTAT Aa NPEMHUHAT HA ApaHecH
Ha BCEKH JiBe ceAMuiH. Hadammara mosza Apanecn (Ug/CemIMIYHO) MOXKE Ia Ce
OIpesieNH, Kato ce pasfenu obmara ceamMiaHa fosa r-HuEPO (IU/cemvirano) ma
200. Ilopam® HHAWBUAYANHHTE pa3iHIMsi € HEoOXOAUMO ONpEAcIHEeTO Ha
OUTHMAJHATA TEPanCRTHIHA JI03a 3a BCEKH OTAENCH HarueHT. [Ipy 3aMecTBaHe Ha
tepammsTa ¢ r-HUEPO ¢ Apanecn, xeMornoOuHa Tpg0Ba Jia ce ©3MepBa Ha BCEKH 1-
2 cenmumny, 63 Ja ce NpOMEHs HadUHA Ha MPUROXKEHNE.

JMeyenue na cumnmomamuyna aHemMus RPU OHKONOZUYHY RAYKEHMU

Ipu naumenTn ¢ anemest (KOHIEHTpanus Ha xeMornoOuHa < 11 g/dl (6.8 mmol/l),
ApagecT TpsOBa Aa ce Iipuiara MOoJKOKHO.

IIpemoprumTennaTa Havamna yo3a e 6,75 pg/kg, mapaHa BeAHBX Ha BCEKU TPH
cemMHUIM. AKO KIMHWYHAT OTTOBOp Ha mnamuedtra (ymopa, CTOMHOCTH Ha
XeMOrNo0HHa) e HeaJleKBaTeH CHel| IeBeT CeAMMIH, poabIDKaBaHe Ha TEpaluiTa
MOXKe 2 He € e)eKTUBHO.

Karo antepHnaTHBa eTHOKpaTHa ceaMudHa 71032 oT 2,25 pg/kg TenecHo Terno Moxe
na ce npmnara. [Ipy marmueHTH, mojydaramy ApaHecll Ha CeIMUYEH IPUHITMIL, aKO
YBENHYCHHUES Ha XeMOTIo0HHa e HeaBeKTHO (mo-Manko ot 1 g/dl (0.6 mmol/l) cien
JeTHPH CEAMMIM), No3ara TpsaGBa ma ce yABou. B cmydalf, de XemornoOHHa
TIpoARIKARa Aa OBAe HemocTarhueH 4 ceAMMIM cleX YABOSBaHE Ha I03ara,
IPONBIDKABAHETO Ha TepaluITa ¢ Hee()eKTHBHO.

Tepamusra ¢ Apanecn 1pg0Ba fa ce NpeKpaTH NpHONM3UTENHO JETHPH CEAMHULH
cIIeq MPeKpaTsABaHETO Ha XUMUOTEPAIUATA.

Husoto Ha XxeMoryoGuna He TpsbBa fa maasumaea 13 g/dl (8.1 nifiolA) \(Q o 5.0).
/A R P

Lo 0,




Volume 3 / Page 358

Caer KaTo REIHEBX € IIOCTMTHATA TEPAaleBTHUHATA Ned 32 OTACIHMS UalHeHT,
Zo3aTta TpAOBa ma ce Hamamu ¢ 25 mo 50 %, 3a xa ce moambpIKa XeMOriuobuHa Ha
TOBa HMBO. AKO € HeobXoAuMO, MOXKE [ja Ce HAUpaBH MOCHEBAINO HAMAICHHE Ha
J103aTa, 33 Ja ce FapadTHpa, 9€ HUBOTO Ha XeMorioOuHa He Haaxeepid 13 g/dl.

AKO TIOKa4YBaHETO Ha XeMornobuHa ¢ mo-eHcoko oT 2 g/dl (1.3 mmol/l) 3a 4
CeMUIIL, Jlo3aTa TpaOBa ma Opae HamaneHa ¢ 25 1o 50 %.

4.3 TIpoTHBONOKAZAHNS

CepexyyBcTBHTENHOCT KBM darbepoetin alfa, --HuEPO mii HAKoe OT IOMOIMHATE
BEIICCTRA.

Heno6pe xoHTpOMMpaHa XUIIEPTOHMS.

4.4 Crenuanay npexynpexIeHusa 1 NPpeANa3Hl MepKHA 0P yuoTpeda

Obowu nonocenus

3a pa ce rapaHTHpa e(eKTUBHATA EPUTPOIIOE3a, KOHIECHTPAIMATa Ha JKEIE30
TpsOBa Jla ce U3MepH, KaKkTo Ipey, Taka U 10 BpeMe Ha TEPAImITa U € BE3MOXKHO
Jla Ce HalIOKH CHITETCTBAINO JICYSHHE C KEILI30.

B cnyuali, de opraHu3Ma HE peardpa Ha JEYEeHHETO ¢ ApaHeci, TpibBa na ce
TOTHEPCAT OPUYHENTE 332 TOBA. HEeXOCTHIBT Ha Kema30, (Posiuera KHUCENHHA I
puTaMuH Bl2 HaMandBa e(eKTHBHOCTTA Ha EpUTPONOETHHA M TpsOBa fAa ce
xopuarupa. ChOpoBOXNAMNTe WHEKINH, BBIMANUTCITHA TIPOLIECH HIM TpPaBMHU,
OKYJITHN KPBBOW3IVBH, XEMOJH3a, TEKKA ATyMHUHHEBA WHTOKCHKAIMS, H3Pa3eHu
XeMATONOrvaHd 3a0oigBanud wim (rbposa Ha KOCTHHMS MO3BK CBIO MOTaT Jia
BB3MPEHATCTBAT ACHCTBHETO Ha EPUTPONOCTHHA. Bpod Ha PETHKYIOLUTHTE Ce
TpHUEMa KaTO 9acT OT OlieHKaTa. AKO oOWUaiiHHUTe NPHUIHMHE 3a JMIca Ha edekT ca
M3KIOUEHH W TalWeHTa WMa pPEeTHKYJIONWTONIeHWS, TpsOBa [a ce IpeABRHAR
OuomncHsa Ha KOCTHUS MO3BK. AKO HaXOHKaTa OT KOCTHHS MO3BK € CEBMECTHMA C
PRCA, Tps0Ba A2 ce HampaBu U3CIEIBAHE 32 AHTH-SPHTPOIIOSTHHOBH AHTUTEIIA.

VYcTaHOBEHH ca cilydall Ha H2QJHMpaHa aliiasus Ha JepBEHUTE KPHBHH KIETKH B
CHIEACTBHE Ha HEYTPAIH3MPANIM AHTH-SPHTPONOCTHHOBH aHTHTENZ, CBHP3aHUA C
pexOMOHBEAHTEH EPUTPOIIOCTHH, BKIOURTENHO U ¢ darbepoetin alfa. Te3r anTuTena
TOKa3BaT KPECTOCaHA PeaKis ¢ BCUIKH BHIOBE PUTPOIIOSTHH H NANUEHTH, HpH
KOMTO MMa CHMHEHHE, MK ca ¢ JOKA3aHO HAIMYKe Ha HeyTPanu3upamy agTUTena
KBEM €PHTPOIIOETHH, He TpsAOBa jia ce mofiarar Ha Tepanus ¢ darbepoetin alfa (Bik
paszen 4.8).
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AxTuBHHUTe 3a00NABaHNA Ha 9epHUA Apo0 ca CIUTAHH 33 H3KIFOYBAT KPUTCPHH 38
BCHYKH HpOydBaHUA Ha ApaHecll, 3aTORAa HAMA HaMWIHA HHQOPMAITHA 33 HalMeHTH
C HapymeHa depHoapoOHa (yHkmma. Teil KaTo mpe3 depHus Apo0 MHHABA
OCHOBHHA IUET 33 eNMMUHUPAHE OT OpraHu3Ma Ha Apanecn u r-HuEPO, Apanecn
Tpa0Ba Ja ce mpriiara BHUMATEIIHO NIPH NanleHTH ¢ 9epHOoApoOHH 3a00IIBaHus.
Apanecn Tpsa0Ba fia ce Ipunara BHEMATEIHO CHINO U NPH MAIUEHTH C CIIMICIICHS
M CBC CHPIIOBHAHOKIECTHUHA AHEMHA.
3noymotpebaTa ¢ ApaHecn OT 3[paBd XOpa MOXKE Ja JOBEHEe N0 KpU3UCHO
yBelIFICHUE Ha KIeThIHHAI 00eM. BB3MOXKHO € TOBa Ja JOBEHE JIO 3aCTpaniaBallH
JKUBOTA YCIOXKHEHUS OT CTPaHa Ha CEPACIHO-CHAORATA CHCTEMA.

Iayuenmu c xponuuna 6s6peuna HedocmamvyHoCn
ChBIBTCTBAIIO JICUCHWE C JKENH30 C€ HPEenophiBa TIPH BCHUKH IANMEHTH CBC
. croiimoctTd Ha cepymHuMA Gepurur moy 100 pg/l, wmm npm OHe3Ww, =HMATO
TparcdepuHoBa carypanus ¢ nox 20%.
KprBHOTO HansraHe Ha BCHYKH NAllMEHTH TpsAOBa 1a ce MpociesBa 0cobeHo clen
3amouBaHe Ha Tepamud ¢ Apasecn. [laimmenTuTe TpsidBa Ja ce HAIBFTCTBAT 32
3HAYAMOCTTA HA  MNpUABPAKAHSTO KBM  INPEHBApUTENHO  HasHageHara
AHTUXUNEPTEH3UBHA Tepanusd B OTpaHHYeHHeTo B Auerara. B ciaydall 9e KpBBHOTO
HaJLrafHe HE C& KOHTPOIHpa C MOMXOINTH 33 TE3W Cydad METOOH, XeMornoOnHa
MOXe Jla c€ HaMaJM dpe3 HOHIDKaBaHe WK CIHpaHe Ha Jjo3uTe ApaHecn (Bx. 4.2).
IIpu mamueHTH ¢ XpoHmdHa OnOpedHa HEAOCTATHIHOCT YW KIMHWYIHO AOKA3aHO
HCXHEMITHO CBEPACYHO 3a0oiABaHe MM KOHTECTHMBHA CHpACYHA HEAOCTATHIHOCT
OIITHMANHOTO HUBO Ha XeMOrnoOuHa TpA0Ba fa ce Onpeneir HEAuBHayanHo. Ilpu
Te3H MAUFICHTH TOPHA I'paHula Tpadzana ce mpueme 3a 12 g/dl, ocBen ako ocTpu
CHMIITOMH (HAmp. aHTHHA) HE HallaraT Apyro.
Hupata Ha xamuii B cepyma TpabBa ma ce H3CIEABAT PENOBHO II0 BpeMe Ha
. TepammusTa ¢ Apanecn. IlokayBaHMg Ha HUBOTO Ha Kaluud ca OTYCTEHN TIPH HAKOH
MAUMEHTH, DpHeManiy ApaHecl, BBIpeKH de JHpeKTHa 3aBHCHMOCT HE €
ycTaHOBeHa. B ciydali ge ce KOHCTaTHhpa yBelWdeHue Ha HUBOTO HA Kaiud, Ce
HaJlara IIpeycTaHOBABAHE Ha TepamusITa ¢ ApaHec A0 HOpMalW3HpaHe Ha HUBOTO.

Onxonozuunu nayuermu

EdekT BEDX ODHHS _pacTeik

Enoeruante ca pactexxdad (akTOpH, KOWTO TMABHO CTHMYIHpaT IPOH3BOACTBOTO
HA YEPBEHWTE KPBHBHHU KICTKH. EpPHTpOIIOSTHHOBHTE PEHENTOPH MOTaT fia ce
EKCIPECHPAT BBPXY HOBBPXHOCTTA Ha PasiHgHU TyMOpHH kuleTkd. Kaxro BeHuKH
pacrexxHu (akTOpH, Taka M CHOCTHHHTE HMAT BB3MOXKHOCT Ja CTHMYIHpPaT
pacTeka HA HIKOM BHAOBE MAaIHMIHEHH OOpa3yBaHK. L,J,I:;BE'%,%&%ETPOHHPM
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KIUHWUIHYE NPOYYBaHUA, NIPH KOUTO EIOSTHHHTE Ca IPIIIONKEHH HA IAUEeHTH C
pa3iu9Hy TYMOpH, BKIIOUMTENHO TYMOpPH Ha IJlaBaTa W HHiTa U TyMOp Ha
MIIETHHTE 3KIIE3H, Ca II0KA3aId HEOOSCHIMO BHCOKA CMBPTHOCT.

Ilpu manueHTH CbC CONMIHH TYMOPH WM MaNuTHeHM IuMbonpoimbepaTHBHI
dbopMaruu, ako xeMornobuna HamxBpepiad 13 g/dl., mosara TpabBa ma Obme
KOpHTHpaHa, KaTO CTPUKTHO ce CISHBAT YKa3aHudTra, OIMCAaHH B T. 4.2, 3a #a ce
u30erne MOTEeHIHANHN PUCK OT TpoMboeMOOoIHIHM yeiloKHeHuss. TpomOomuTHTe
H HUBOTO Ha XeMOITIOOHH CHI0 TpAOBa /12 ce IIPOCIEAIBAT PEAOBHO.

4.5 JlekapcTReHH H APYTH B3aHMOJEeHCTBHA

Kmmnugaure pesyiTaTH, ¢ KOHTO paslojarame A0 TO3H MOMEHT, HE IOKa3BaT
B3aHMOJGICTBHA Ha ApaHecl C OpyrH cyOcTanmuu. BEIpekd TOBa HE ce
M3KIIOYBAT B3aMMONEHCTBHA C JIEKapCTRA C BHCOK IOTEHOMAN 34 CBBP3BaHE C
JepBEHATE KPBBHM KIIETKH, KaTO cyclosporin, tacrolimus. B ciyuait, ge darbepoetin
alfa ce mpreMa emHOBpPEMEHHO C HIKOE OT TE3H BEMIECTBa, CIENBA A CE IPaBU
PElOBHO M3CIIENBAHE Ha TIXHATa KOHIEHTPAIWA M Jl03aTa [a ce choOpas: C
IIOKa4B4HETO HA XEMOTTtoOHHa.

4.6 bpemennocTt U KbpMeHe

Homa Hamuupg KITHHWIHY TAHHY 33 BITHUETO Ha ApaHeclH BEPXY OpeMeHHOCTTA.
IIpoy4uBaEuATa C KMUBOTHH HE Ca A0Ka3any AUPEKTHO BPEIHO BB3ICHCTBHE BEPXY
OpeMeHHOCTTa, eMOPHOHANHO/(QETAHO pasBUTHE, PAXAAHETO UM MIOCTHATANHOTO
paseBuTHe. Bce mak ce u3HCKBa IOBHIIEHO BHHMAaHME, KOTATO JEKapCTIROTO Ce
HpeIcRa Ha OpeMEHHY JXeHHU.

Te¥ xaTo HAMA KIMHUICH OINT ¢ KBpMadky, ApaHec He Tpsa0OBa Ja ce IIpeAIrcea
Ha JXCHH, KOHNTO XKBpMAT. B clydauTe, KoraTo Tepanusara ¢ ApaHecn € abCOIIOTHO
Heo0XonHMa, JKeHHUTE TPAOBA A CIIPaT KEPMEHETO.

4.7 EdrexTH BbpPXY CHOCOOHOCTT2 32 nuodpHpane ¥ pabdoTa ¢ MauInHH
He e mabmopmasaHo Be3feficTRUE Ha ApaHecH BHPXY CIIOCOOHOCTTA 3a IHO(upaHe
wi paboTa ¢ MaIIMHA.

4.8 HeskeJIaHH JIEKAPCTBEHH PEaKuuy

BesonacHocTTa Ha ApaHecIH € OmpezeiicHa Bb3 0CHOBA Ha 00paboTeHUTe NaHHEU 33
GesomacHocT BEpXY TNpubmusurenHo 1800 nanmenta ¢ XxponHwdana OnOpedna
HeJIOCTATHEIHOCT, KOMTO ca JeKyBaHH fo 24 mecena H oxono 1200 manueHTa, KOUTO
ca JIEKyBaHH B IPONBIUKCHHUE Ha 9ETHPH Mecelia,

O6wu nonosicenun
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,D;OIC]I&,I[B&HI/I ¢a peJiki JaHHH 33 IOTCHNHATHW CCPHO3HH AlCPrudHH pPeaklIiH,

BKIIOUHTENHO NUCIHEA, KOXKHH 0OpHBY M YpTUKApHA, npuauHeHu oT darbepoetin
alfa.

Hlayuenmu c xponuuna 6v0peuna HeooCManTbYHOCH
JlanHuTe ca 0T KOHTPOJHUPAHH IPOYIBAHUA BEpXY 1578 NauueHTH, KOUTO IpHeMaT
Apanecn u 591 panmenty, momygapamu r-HuEPO. IlporerTsT Ha OOMHHTE,
NIPEKHCHAIH
JICIEHHETO, 3apai HeXKENaHU CTPaHHIHH peaknuy € 2% 3a Apasecn 1 4% 3a 1-
HuEPO.
Hexenanmre peaximp, KOHTO CBIBTCTBAT TEpanmuira ¢ ApaHecH, BKIIOYBAT
XUIEPTOHMA U TPoMOO3a Ha cpHoBaTa cucreMa. Tpa6sa Aa orbenexumM, e cnopen
JAaHHATE 32 0e30macHOCT, HUTO GOMH OT CIyJ9aHuTe He € CBBp3aH C HHBO Ha
xemornobuna (< 12 copsmo > 12 g/dl) mmm cremesTa Ha kauyBaHe Ha XeMOrio0HHa
(<1,1 m10<2,2m0 <3 u >3 g/dl xemornoOuH 3a MEpHO OT 4 CEIMMITH).
Bonka B MgcTOTO Ha HMHDKEKTHpaHe, HLIDKAIM CE HAa Tepalnusi ¢ ApaHecd, ca
HaOIOZIaBaHE TIPH TIOAKOXHO HpUIOXKeHue. ToBa ¢ HabmO#aBaHO IO-IECTO B
cpaBHeHEE ¢ r-HUEPO-Tepanusra. ¥Ycemanero 3a JuckoM(pOpT OKOIO MICTOTO Ha
HHXEKTHpaHe OOHKHOBEHO € JIeKO M IpeMHHABaIo W ce Halmiojapa Hal-4ecTo
CIIEX IIHPBATa MHKESKITHL.
Yecrorara Ha HeXelIaHWTE PEaklMM, CBBP3aHM C TepamHd ¢ ApaHecn OT
KOHTpPOIHpPaHH KIMHAIHY IPOYIBAHHS € clIeflHaTa:

Cucremu Ha TAIOTO YecroTa Hexenanan
JeKapcTBeRn
peakumn

Henrpamta HepeHa | Uecth (> 1%, <10%) I'mapobomme

cucrema/Ilepudepra HepBHa

CHCTEMA

Crpaieqro-ChH0Ba CHCTEMA Yectu (> 1%, <10%) XHUIIepTOHHS

CroBU HapyIIeHMs Yectu > 1%, <10%) Tpombo3za Ha CBHAOBHA
JOCTBII

MsicToTo Ha mrpkekTApaneTo | Yeeth (> 1%, <10%) bonka B MICTOTO Ha
HMHKEKTHpPaHe

B m3ommHpand ciaydad € YCTAHOBEHO, dUe HEYIpauu3HpamuTe aHTH-
EPUTPOIOSTUHOBH AHTUTENIA CTIOMAaraT allla’uiaTa Ha GEPBEHWUTE KPBBHH KICTKH
(PRCA), ceep3ana ¢ Tepamas ¢ Aparecn. B cnyuaii, 9¢ PRCA~¢-muarnoctuiupana,
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TepamuaTa ¢ ApaHecn Tpa0Ba Ja Ce NPEKBCHE M NAIHEHTHTEe He TPsIOBa Ja ce
TIPEXBBPILIT Ha APYT PeKOMOMHARTEH SpUTPOTIOETHH. (BIXK pasaen 4.4).

Bewdku ocTaHamM HEXeNaHW CEOUTHA, CBEP3aHU C JICIEHHETO ca HaOMIo#naBaHu B
He moBeue oT 1% oT ciaydante (HeoOMIaliHy MM PEIKH), KaTo ISUI0 TE ¢a JSKH WK
YMEpEHH ¥ CEBMECTHMHU ChC CHIIETCTBAINATA IIaTONOTHSA, XapaKTepHa 3a Ta3H TPYyila
TIAITHEeHTH.

Ouxonozuunu nayuenmu

B knmuHvgHWTE NMpOyYBaHH ¢ MONKOXKHO NPUIOXKEHHE Ha ApaHEeCH CIydauTe ¢
XUNEPTOHUS ¥ CHPACYHO-CHIOBY HApYIIEHUS ca CpaBHMMM TIpHM TAIMEHTH Ha I-
HuEPO um1 Apasecn ¢ nmane6o.

OcBes TOBa, T€3H CTPAaHMIHM PEAKIMH HEe Ce CBEP3BAaT HMTO C HHUBOTO Ha
KOHIIEHTparua Ha xemoriobura (< 13 cpemyy > 13 g/dl), HuTO © PA3KOTO My
noxagsane (> 2.0 g/dl 3a getupu ceamuy). KnuHAgHUTE NpoyYBanys ca IOKa3ailx
II0-BHCOKA JeCTOTa Ha TpoMOoeMOOIHYHE IpoliecH, BKJIIOUBAINH JhI00Ka BEHO3HA
TpoMb03a u OenoapobHa eMOOMHMS TPU OHKOJNOTWYHH TIAIMEHTH HA TEpalmsd C
ApasecH B CpaBHEHHUE ¢ Iale60 mauuedTyTe, NoIyJaBaiy mianedo.

O0600menHo, MOKNANBAHWUTE HEXKEJAHH peaKUWH OT KIMBNIHH IIPOYYBAHUS C
ApaHecri BBpXY IALMEHTH, MOMIMKCHW HA CHOBTICTBAINA XUMHOTEepamwWd, ca
CBIIOCTABMMH C OCHOBHOTO 3a0oJsBaHe U NpHIIaraHaTa 34 TORa XMMHOTEPaIlia.
CnydanTe Ha HEXCIAaHH pPeakiMH, CBBP3aHM C Tepanmui ¢ ApaHecHn OT
KOHTPOJIMPAHM KIMHAYHY IPOyIBaHUA Ca:

CHcreMn HA TAJIOTO YecTora Hexenann
JIeKapCTBEHH
peaKIuu

MyCKyIIHO-CKETIETHA Hectr (> 1%, <10%) ApTtpanrus

Tenecen Yecta (> 1%, <10%) Iepudepau oToUH

Msicroro Ha HIbKekTHpareTo | Yectn (> 1%, <10%) Boilka B MICTOTO Ha
HIDKEKTHPaHe

CrnoBru HapymeHus Yectu (> 1%, <10%) TpomboemOomuiiau
PEAKII

BonkaTa B MACTOTO Ha HEDKEKTUpAHe € Hali-9eCT0 HaONoaBatgTO HEXEIaHO
ceburde, CBBp3aHO ¢ Tepammara ¢ Apaecn (< 5 %) B IIOBG":[GTO cITydau
OIUTAKBaHUATA Ca JIEKH U IIPEXOAHU. ‘ -
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4.9 lpeno3upane

TepanepTUdHaTa TpaHHIa Ha ApaHecl € JocTa Imupoka. Jopy IpH [octa BHCOKO
CepyMHO HHBO, He ca HabIIx0fjaBaHy CHMIITOMM Ha TpeA03HUpaHe.

B cnydali Ha moONMOUMTEMMS, JIEIEHUETO ¢ ApaHecH clefBa Aa OBAe BpeMEHHO
mpeycrasoBeHo (Bx. 4.2, “JlozMpoBka U HAaYMH Ha IpUIOKeHHE ). AKO
CHIIECTBYBA KIMHMYIHA Hy>KHa, MOXE J]a Cce IPUIOXKH M (hirebOTOMHS.

5. @apmaronozuunu ocobenocmu

5.1 @apMakogAHAMHYHHE CBOHCTBA

®dapmakoTepaneBTiaHa rpyna: Anti-anaemic ATC: BO3XA02.

TJOBEIIKHAT EPUTPOIIOCTHH € EHAOTCHEH IIIMKOMPOTEHHOB XOPMOH, KOHTO €
OBPBHYCH PEryiaTop Ha EpUTpOroesaTa dpe3 CHelU(HIHO B3aMMOJEHCTBHE C
€PUTPOIIOETUHOBY PEIENTOp HAa IPEKyPCOPUTE Ha EpUTPOIUTHTE B KOCTHHA
MO3BK. IIDOM3BOZICTBOTO Ha EPHUTPONOETHH CE OCHIIECTBABA OCHOBHO H Ce
peryaapa oT OwOpenuTe B OTTOBOD Ha NPOMEHM B TBHKAHHATa OKCHICHAIIHL.
IIpou3BOACTBOTO HA EHAOTCHCH EepUTPONOCTHH MpH NamuCHTH ¢ XPOHHYHA
OnOpedHa HeJOCTATHEYHOCT € HapymeHO U OCHOBHATA NPHIHHA 33 AHEMEITa IpH
TIX € epuIpomoeTHHOB Acduuur. IIpy manueHETH ¢ PaxkoBH 3a00NIABABHS,
HOMJIOKEHH Ha XWUMHMOTEpanusd, CHIHECTBYBA MHOTOQaxKTOpHa €THONOTHd Ha
agemuara. Ilpm Te3w OOJNHM EpPUTPOIOSTHHOBMAT ACPUUIMT M NOHWXKEHAaTa
YYBCTBUTENHOCT Ha IIPEKypCOpUTEe Ha CPHTPOLUTHTE, KBM E€HJIOTCHHUA
EpUTPOIOETHH 3HAYMAMO BIIOIIABA aHEMUIHOTO CHCTOSHUE.

Darbepoetin  alfa crumymupa eputpomoesara ©[o ChIMA HA9YHMH, KakTo H
SHIIOTCHHHUS XOPMOH.

Darbepoetin  alfa mMa mner N-cBpp3aHM BEIJIEXUAPATHH BEPUTH, HOKATO
CHEOICHHHUAT XOPMOH M PeKOMOMHAHTHHAT FOBemKH eputponoetdH (r-HuEPO)
uMar TpH. JOIEIHATEIBHTE BEIICXMAPATHA BEPUTH ¢a MONEKYISIPHO HEOTIHIAMH
OT CHEOTCHHHI XOpPMOH. B pesynrar Ha DOBHINEHOTO CH BBIJIEXUAPATHO
coabpkanne, darbepoetin alfa uMa no-ABATO KpaiiHo BpeMe 3a MONyelHMUHUPaHe
B cpaBHeHHE C r-HuEPO, cpOTBeTHO HO-IPOABIDKUTENHA i VIVO aKTHBHOCT.
Bripexu Monexymaute pasnuuus darbepoetin alfa samasBa TiacHO cnenupudeH
adyHATET KBM EPUTPONOETHHOBYS PELENTOP.

Onxonozuunu nayuenmu, ROONIONCEHU HA XUMUOMEPANUTA

B mpocnexruBHO pPaHAOMH3WpaHo JBOHHO Clmo manebo KOHTPOIHMPaHO
KIMHWYHO IIpoy4BaHe BBPXY 314 mammedrd ¢ kapuuHOM Ha Oemit ApoO,
HOAIOKEHN HA TIATHHOCHABPKAMA XAMHUOTCPAlHs € YCTaHOBEHA. 3HAYMTEIHA
penykims Ha TpaHcdysuorHuTe Hy*Nau (p < 0.001). KJII/IHPITJ}II/ITB npquBaHHﬂ
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mokasgeart, ge darbepoetin alfa Ma nomo6Ha eDeKTHBHOCT, KOTaToO Ce TIpHiara KaTo
ENHOKpaTHA WHKEKIUA BEJHEK HA BCEKHM TPHU CEAMMIM, BEAHBXK Ha BCEKH JBE
CeIMUITH WK CEIMITIHO O3 HeOOXO0IMMOCT OT YBeMIcHHE Ha 00maTta no3a.

B pampoMmsupaHo ABOHHO CIAIO Inianefo KOHTPONMpPAHO KIHHWYIHO NPOYYBAHE
BEpXy 344 nanmuentH ¢ ageMus ¢ JUMQonpomudepaTHBHE (opMaly,
TONMyJaBalll XUMHOTEpanmys ¢ HabmojaBaHa 3HAYMTENHA pPEAyKUMsI Ha
TPaHC(Y3HOHHUTS HYXIU W IOoxoOpsABaHe Ha HUEBaTa Ha xemornobuHa (p<0.001).
HabmogaBa ce cpmo Taka ¥ HaMaldABaHE Ha yMoOpaTa Ha OpraHusMa IpH
HAMHEHTHTE, H3MEpPeHO crnpsaMo OyHKNHOHANHA CKajla 3a OTIUTaHe Ha yMopaTa OT
xumuoTtepanusta (FACT-fatigue).

JIBITOCpOYHOTO HAOMIOACHUE Ha MALEHTH, OT ABETE ABOMHO CIENM NpOy4IBaHHS
NOKA3BaT JIMIICA HA HEXEJaHW Peakluu OT cTpaHa Ha darbepoetin alfa BEpxy
TIPOrpECHATA HA TYMOPa U HPOXBIDKUTEIHOCTTA Ha KUBOTA.

Enoeruuure ca pacTexHu QakTopy, KOUTO TNAaBHO CTHUMYIHpPAT IPOH3BOICTBOTO
HA YEePBEHHTE KPHBHHM KICTKH. EPHTPOMOCTHHOBUTE PELENTOPH MOTAT Jia ce
eKcOpecHpaT BBEPXY IOBBPXHOCTTa HAa pasiMydd TyMOpHH KneTkd. Hama
3aMOBOJIMTENIHa HMH(OpMAIMi 3aTOBa, HANH U3MOJI3BAaHETO HA ENOETHHOBU
HPOAYKTH HMMa HexelaH edeKT BBPXYy BPEMETO 3a IPOIpecHs Ha TyMmMopa HIH
OPOABIDKUTENHOCTTA Ha KUBOTA.

Jlee mpoyusamms ca m3cHemBamm  eeKTa OT  CMOETHHUTE  BBPXY
TIPOABDKATENHOCTTA Ha JKHBOT H/MitM TYMOPHATA MPOTPECHS € 110 BUCOKH HHUBA Ha
xeMorso6uHa.

B panpomMmzmpaHo Inmane0o-KOHTpOAMpaHe MpoyusaHe c¢ epoetin alfa mpu 939
HanpMeHTH ¢ METAcTa3W Ha MIIETHATa JKie3a, JSKapCTBOTO € IpMIaraHo, 3a fa ce
TIOCTUTHE MOANEPHKAHETO Ha HUBA Ha XxeMorino6una Mexay 12 u 14 g/dl. 3a yetnpn
Mecela, CMEPTHOCTTA, CBBEp3aHa ¢ mporpecus Ha Oomectra € mo-Bucoka (6 %
cpemmy 3 %) mmpu xeHW, noxydaBamu epoetin alfa. O6mara cMepTHOCT €
3HaYMTENHO HO-BHCOKA B IPyIaTa Ha epoetin alfa.

B apyro mmane6o-KOHTPOIHPAHO IMpoydRaHe ¢ epoetin beta npu 351 manumentu c
TYMOPH HA IJIaBaTa M INMATA, W3CIEIBAHOTO JIEKapCTBO € NPMIIAraHo, 3a Jia ce
HOAAEPXa HUBO HA XeMornobuna ot 14 g/dl mpu xerwre u 15 g/dl mpu MExere.
TIpOmBIDKHATENHOCTTa Ha JXHBOT 0e3 JOKaNm3HpaHa Mporpecksd € 3HA9MTENHO XI0-
KpaTka TIpH HarUeHTH, HoIydaBammy epoetin beta. Pesynrarure OT TOBa NPOydYBaHe
ca CMECEHH MOpajay HeUpPOIOPUMOHAIHOCTTa MEXKY JISKyBaHUTE IPYyIH, 0CoOEHO
OO0 OTHOMICHHE Ha TYyMOPHATa JOKAJNM3ALMIp IyMICHETO M XETEPOreHOCTTa Ha
H3CTIEBAHATA Oy IALS. IR
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Karo pmombiHeHnHe, HAKONKO APYIH TPOYIBAHHA Ca IIOKAa3add TEHASHIMA B
noxo0paBaHe Ha MPOXBIKUTENHOCITA HAa JKVBOT, HpEIONAraiiky, 4e eIOSTHH
HIMa HeXelaH edeKT BEpXy TYMOpHaTa IpOrpecHs.

5.2 ®apMaKoKNHETHYHN CBOMCTBA

brmaromapesne Ha 3aBHIIEHOTO MYy BEINIEXMIPATHO CHABPXKAHHME, HWBOTO Ha
darbepoetin alfa B KppBTa OcTaBa Haj TpaHUIATa HA MUHHUMAIHATA KOHIEHTPAIH,
HeoOXoAMMa 3a CTUMYNHMpAHETO Ha EpUTpoIoe3ara 3a IO-ABATO BpEME B
CpaBHEHWE C aHaloruggHata MomapHa Jjo3a oT r-HuEPO, xoero mosBomsra
darbepoetin alfa ma ce npunara mo-pAaKo 3a HOCTHTAaHETO HA CHIIUA OHONIOTHYCH
edexr.

Hayuenmu c xporuyna 6o0peuna HedOCIMAMBUHOCH

dapmakokuEeTHKaTa Ha darbepoetin alfa e kMMHEWYHO N3CHEABaHA TIPH NALEHTH C
XporrgHa GBE6pedna HEeAOCTATHIHOCT HPH IOAKOXKHO MM BEHO3HO IPIIIOKCHHE.
Kpaiinoro BlleMe Ha monyenuMuHHEpase Ha darbepoetin alfa e 21 gaca (SD 7.5),
KOraro e mpruroykes seHozno. KimpsHCET Ha darbepoetin alfa e 1.9 ml/hr/kg (SD
0.56), a obemsT Ha pasnpocrpaHenye (Vss) e TpHOIN3HTENHO PABSH Ha IIa3MEeHIT
obem (50 ml/kg). bronorugHara HAMMYHOCT NpH NoAxoxeH npueM e 37%. Ilpu
MeCceqHOTO mprnokenue Ha darbepoetin alfa npu momkoxHE N03H, Bapupaliy OT
0,6 mo 2,1 pg/kg, kpaiinotro BpeMe 3a HodyelmMuHEpaHe € 73 daca (SD 24). Ilpu
KIMHAWIHUTE MpOyIBaHus ¢ HaOmioiaBaHa MHHHMAJHA KyMyIalWsf @ UpH ABaTa
MeTOAa Ha npuiaoxenue. [IpeKmangauTe H3CcIeABa I JOKa3BaT, y& 050pedHoTo
orgensHe ¢ MpHEManHO (Hay 2% oT obmoTe) M He BIMAE BBPXY CEpyMHHI
IOy XKHBOT.

JlaammTe or 809 manmeHTaHA Ha Tepamud ¢ ApaHecn OT EBpOINelcku KIMHAYIHA
IPOYYBaHKA Ca AHAIMM3HPAHM 32 OIICHKA Ha HeoOXoAuMara 103a 3a MOAXLPKaHe Ha
XeMorjoOuHa; He ca HaOMOAaBaHW pazIudHs MeXAYy IpHUIaraHaTa CpefHa
CENMUTHA 1033 NPH BEHO3HO WK IOAKOXHO HEDKEKTHPAHE.

OnKonozuuny nayuenmu Ha XumMuomepanus

TIpn mozxoxHo mpraokesne Ha 2.25 pg/kg npu BB3pacTHH IAalMEHTH, cpenHaTa
MaxcuManaa Konneurpamus oT 10.6 ng/ml (SD 5.9) ma darbepoetin alfa e
mocTurHata 3a 91 gaca (SD 19.7). Tesn mapameTpy CHBHAAAT ¢ JO30NMHEHHATA
dhapMaKOKHHETHKA IpPH MHOro Iupok obxmar Ha mosupanero (0.5 mo 8 npglkg
cemMuaHo B 3 Jo 9 pg/kg Ha Beekm mABe cepMuuu). DapMaKOKUHETHIHHUTE
TIapaMeTpH He ce TIPOMEHAT B CIIEAICTBHAE Ha MHOTOKPATEH NpHEM Npe3 12 ceaMuIT
(BeIHBX CEIMUTHO WK BEAHEXK Ha JIBEe CeaMUIM). B Te3u cirysan ce

=
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Ha0mroflaBa OYaKBaHO YMEpeHo mnokagsaHe (< 2 IIFTH) Ha CepyMHAara
KOHIIGHTpal¥: B CHCTOSHHE HA paBHOBECHE M He e HalIiomaBaHa HEOYAKBaHA
KyMyJalusd OpH OpoABDKHTeNeH mnpueM. llpoemeno € (hapMakOKHHETHUHO
NIpOyYBaHEe IPU MAIFICHTH ¢ aHEMUS, IIpefU3BUKaHa 0T XHUMHOTEPAITHS, TeKYBAHH C
6,75 ng/kg darbepoetin alfa, mpumaraH MOAKOKHO HA BCEKU TPHU CEIMMIH B
KOMOUHANUI C XHMHOTEpanus, KOeTo MO3BOJfABa ITBIIHA OLEHKA Ha KpaiHOTO
BpeMe 3a HOoNyenMMUHKpaHe. B ToBa mpoy4BaHe cpenHaTa CTOHHOCT 3a KpaifHOTO
BpeMe 3a nmoiyenmuvunupane € 74 (SD 27) gaca.

5.3 IpeAxAuaAYHA JaHHA 32 6e30mMacHoCT

Bewnuku npoyyBaHusa ¢ ApaHecll BEpXy IUTEX0BE U KydeTa II0Ka3BaT IIOKaYBaHe Ha
xXeMornoOHHa, XeMaTOKpuTa, ©Opos Ha UEpBEHHTC KPBBHH KISTKH U
PETUKYNOIUTHTE, KOETO CBBIaZa C OYaKkBauud (HapMaKoONOTHIEH e(deKT.
Hexenanute peakiyy IpH MHOTO BHCOKH JIO3H HE Ce pa3iMdaBaT OT oOmJIaiHuTe
(hapMaKOIOTHIHY peakuy NpH CBPEXA03a (HaMalsiBaHe HA ThKaHHara mepdysusd,
B CIENCTBHE Ha HApacHal BHCKO3UTET Ha KPBBTa). LyK CHAjAT M CIydauTe Ha
vuenodudpo3a U XunepTpodusd Ha Oalaka, Kakro W Ha pasompssame Ha QRS
kommuiexca Ha EKI' mpu xyderara, HO HE € NpOsIBABa apUTMHA, HUTO IIPOMAHA HA
QT unTepsaina. :

ApaHecnm HAMA TEHOTOKCHYCH IIOTEHIWAN, HHTO OKa3Ba BIMSHHE BBHPXY
nponudepaiaTa Ha HEXEMATONOIMHHHUTE KIETKH in Vifro Hi| in  vivo.
IIpoyuBaHwsATa 32 XPOHHYHA TOCKHIHOCT HE €2 YCTAHOBWIIH TYMOPOTCHHH IUIH
MUTOTCHHY PeakIn, B KOATO W JAa € ThKaH. KaHIeporeHHWAT NOTESHIHal Ha
darbepoetin alfa ve e OHII 00eKT Ha XBATOCPOTIHE HU3CACABAHMS BEPXY KHBOTHI.
IlpoygBaHudTa, HNpOBEIEHH BLPXY IUIBXOBE U 3alIlM, HE MOKa3BaT KIMHUYHA
3HaYMMOCT Ha HEXEIABM PeakiyH mpd OpeMeHHOCT, eMOpHOHATHOTO/(hEeTaHOTO
pa3BUTHE HA IUIOJ]a, PAKIAHETO WM NOCTHATANHOTO pasputue. llpemMuHaBageTo
nipe3 IIaneHTaTa € MuEEManHo. He € ycranoBeHO Busmue BEPXY PepTrimHocTTa.

6. @apmanesmuunu oannu

6.1 ChcThB HA MOMOIHATE BEIeCcTBA

Sodium phosphate monobasic

Sodium phosphate dibasic

Sodium chloride

Polysorbate 80

Water for injections

6.2 HechBMECTRMOCT

Tlopaau nuiica Ha KIMHWIHM [TPOYIBAHKA 32 HECBBMECTUMOCT, ApaHecn He Tpsa0Ba
Ja c& CMEeCBa WM IIpyiara KaTo HHQYsus ¢ ApyTH JEKAPCTEEHH IPOLYKTH.
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6.3 Cpoxk Ha regHocT
2 TOIHHH.

6.4 HaunH Ha cEXpaHeHHne

Ha ce cexpamssa mpu Temueparypa mMexay 2 °C u 8 °C (B xyaquiHuk).

Jla me ce 3aMpasaBa.

CrxpaHsgBaliTe BEB BBHHINHATAa KapTOHEHA OIIAKOBKA, 33 Ja Npefla3yTe OT IpsAka
CIITFHYEBA CBETIHHA.

3a neimTe Ha amMOyIaTOpHO JegeHue, ApaHec MOXe fia 65/e eJHOKPATHO U3BaJieH
OT XNaJuiHHKA M OCTaBEH Ha ctaifHa Temmeparypa (mo 25 °C) 3a He moBede OT 7

JH.

6.5 Chapp:xaHue HA OAKOBKATA
OmnakoBkara ChABPKA €HHA MM JETHPH NPESHBAPHTENHO HAUBIHEHH CIPUHIIOBKH
ot 500 pg Apapecn umxexmoned pastsop B 1 ml (500 pg/ml).

CupHHIIOBKHTE MOTaT fa OBbHar ¢ OnucTepHa ONlakoBKa (KaTo 1 Ui 4 CIPHHIIOBKY)
Wil Oe3 OmicTepHaTa OMAaKoBKa (caMo Kato 1 CIpHHIIOBKA).

CrupuHEIOBKHTE Ca HANpaBEHW OT CTHKIOC THIL 1 ¢ MITIM OT HepBXKAacMa CTOMaHA
pasmep 27.
He Bcraxu BHOoBe KpalHY ONAKOBKY CE IpeAiarar 3a npoxaxoa.

6.6 Hacrpykona 3a ynorpeda

Apareclt e cTepwieH, HO HexoHcepBHpaH mpoxykT. He umsmonspaiiTe mosede ot
eZlHa J103a ¢ SHA U CBINA CIIPHHIOBKA. OCTATHYHOTO JEKapCTRBO B NPEABAPHTEIHO
HABIHEHATa CIPUHIOBKA TPaOBa 1a OBAC U3XBEPIIEHO.

IIpexn npuiioxkeHue, pasTBOPET Ha ApaHecn TpaOBa Jia ce IPOBEPH 3a HanWYMe Ha
BUAMMH dJacTHIH. Jfa ce HMHIxekrTwpar caMo OucTpH, Olemo IIepiIeHO OLBETCHH
pasteopu. He pasknamaiite. OcTaBeTe NPEABAPHTENHO HalbIHeHaTa CIIPHHIIOBKA
Jla TOCTHUTHE CTaiHa TeMIlepaTypa, IpeIH 1a HEDKEKTHPATE.

PenysajiTe MIDKEKIMOHHHUTE MecTa W IOCTaBsiiTe MExekimara 6aBHO, 3a Ja
u3beruere OONKH B MACTOTC Ha HH)KEKTHPAHE.

Hensnon3paHuaT jeKapCTBEHHS NIPOAYKT, KakTO M BCHYKU HEHY)KHH OTHAXBIH
TpabBa Aa OBAAT U3XBEPITHU B CHOTBETCTBHE C MECTHUTE H3UCKBAHUA.

7. HPATEXATE/] HA PASPEINEHHETO 34 YIIOTPEFA
Amgen Europe B.V.
Minervum 7061 P ‘?’fﬂ s,
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NIL-4817 ZK Breda
XomaHmus

8. PETUCTPAITMOHEH HOMEP
EU/1/01/185/031 — 032 EU/1/01/185/044

Bulgaria - Ne 20050062

9. JATA HA HIBPBATA PEIUCTPAIMATIONHOBSIBAHE HA
PETHCTPANUATA

04.02.2005

10. JATA HA TOCJIEAHA PEBA3US HA TEKCTA
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