KPATKA XAPAKTEPHCTHKA HA TIPOIVKTA  €g)

EPREX
ENPEKC

W3MTLNHUTENHA ATEHLUMS 110 IEKAPCTBATA

1. HAMMEHOBAHWE HA NEKAPCTBEHUA NPORYKT

EPREX
ENPEKC

1000 1J/0.5 ml, 2000 1U/0.5 mi, 3000 JU/0.3 ml, 4000 iUIO.-‘-l mi, 5000 1U/0.5 mi, 6000 1U/0.6 ml, 8000 1U/0.8 ml,
10 000 1U/1.0 mi.

2. KAHECTBEH W KONTUYECTBEH CHbCTARB

[penBapuTenHo HambaHeHa cnpuHuoska ot 0.5 ml, cbavpiatia 1000 U unu 8.4 g epoetin alfa
[IpenBapuTenHo HanbnHeHa cnpyuHLoska ot 0.5 mi, coabpxatia 2000 iU wnu 16.8 g epoetin alfa
NpeapapuTenHo HanbnHeHa cnpuHyoska o1 0.3 ml, ceabpxaya 3000 U unu 25.2 1ug epoetin alfa
[lpegBapuTenHO HaMbNHeHa cnpuhuoBka oT 0.4 ml, coavpxauia 4000 1U unu 33.6 ug epoetin alfa
[ipeaBaputenHo HanbnHeHa cnpunuoska ot 0.5 mi, coabpxatya 5000 1U nnn 42.0 g epoetin alfa
[peasapnTenHO HanbNHeHa cnpuHLoBka oT 0.6 ml, ceabpxauia 6000 IU unu 50.4 1ig epoetin alfa
[pesiBapuTenyo HambiHeHa cnpuHuoBka oT 0.8 ml, cvabpxaiua 8000 IU unu 67.2 g epoetin alfa
[ipeasapuTenHo HanbnHeHa cnpuHuoska ot 1.0 ml, cuabpxawa 10 000 (U nnm 84 g epoetin alfa

3a cbCTaBa Ha NOMOLLHWUTE BeLlecTsa BX. 6.1.

3. IEKAPCTBEHA ®OPMA

NHXeXUMOHeH pa3TBop B NPeABaPUTESNHO HaNbIIHEHA CNPUHLOBKA.
bucTbp, Be3uUReTEN PaaTeop.

4, KNUHUYHU JAHHWK
4.1. TIOKA3AHUA

* [leyeHne Ha aHemusi, CBbp3aHa ¢ XporuuHa 6bOpeuHa HenocTaTbyYHOCT, NPK Jeta ¥ Bb3apacTHU
NAUMEHTN Ha XeMOANAanK3a N Bb3PacTHU NAUUEHTU Ha NepuTOHeanHa auanumaa.

+ JleyeHve Ha Texka aHemus ot ObbpeueH npousxoa, NPUAPYXKABAHE OT KIMHUYHU CUMITOMM MpW
BBb3PAcTHU nNauvieHTy ¢ 6bbpeUHa HeAOCTATHYHOCT, HEMNPOBEXAALUN ANaNU3a.

¢ Jlevehme Ha aHemMusi U peayLMpaHe Ha HeoBXOOUMOCTTA OT TPaHCHY3UA NPK Bb3PaCcTHA nau,memu
Ha XMMMOTEPANNS CbC CONMUOHK TYMODK, ManuUrHeH NAMMOM, N MyNTUNNEH MUENOM
TpaHcdy3us, npeLeHeH Bb3 0CHOBA Ha 0BWIOTO CLCTOAHUE Ha RaLMeHTa (Hanp. ¢ éqﬁamo%\

3aboNsBaNe, aHeMMS, AATUPALLA NPEAV 3aN0YBaHe NEUEHUETO C XMMMOTEpannS af;“ T T N
o b :-'1'--‘:1:!'3:;-, A J.; \**\\
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+ EPREX moxe pna ce uv3nonsea 3a yBenuyaBaHe HaA Bpos Ha epuTpouuT éﬂ(pvl nau,wemw - )
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EPREX syringes - Kparka xapakTepHCTHKA Ha NPOAYKTa

4.2.

HeoBX0aMMOCTTa OT NPenuBaHe Ha anoreHHa KPbB NPKU NAUMEHTU € yMepeHa aHemus. YnoTpebara
My NpW TOBa nokasaHue TpsbBa Aa Obde npeuusmpaHa ¢ ornef cbobU@aBaHMA PUCK OT
TpomboembonmuHK NHUMaEHTW. JleueHueTo TpabBa Aa ce npunara camo Npu NaLWUeHTU ¢ ymepeHa
aHemus (Hb 10 — 13 g/dl [6.2 — 8.1 mmol/l], be3 xeneseH geduunT), KOUTO ca NPeaBUAEHK 33
ronsMa enekTUBHA onepauvs v ce ouakea HeobXx0dMMOCT OT NOBEYE KPBbB (4 Unv NoBeve eanHULA
3@ XeHut Uiy 5 nnu NoBeye eanHULIY 3a MbXe).

+ EPREX moxe pa ce uM3non3sa 3a HamanseaHe Ha HeobXOOWUMOCTTa OT NpenuBaHe Ha anoreHHa
KDbB NPU Bb3PaCTHW nauueHTH be3 weneseH feduvuwuT npeau ronsiMa niaHoBa E€neKTWBHA
opToneauWyHa onepauus npu Hanuume Ha ronsM PUCK OT XEeMOTPAHCHY3VIOHHU YCTIOXHEHMS.
Ynotpebara tpabea na 6bae npeauMHO npu nauveHTy ¢ ymepeHa avemus (Hb 10 — 13 g/dl), npu
KOWUTO HAMA Bb3MOXHOCT 3a NpefiBapUTESIHO B3EMaHE Ha KPb8 1 Ce 0YaKBa yMepeHa KpbBosaryba
(300 oo 1800 mn).

Bunarv TpsabBa ga ce npunaraT npasunara Ha Aobpa MeguuUHCKa npakTuka 3a pabota ¢ KpbB npw
nepuonepaTBHU YCNoeus.

DLO3UPOBKA U HAYUH HA MNMPUNOXEHKUE

Ha4uH Ha NprnoxeHue

KakTo npyu BCWYKW APYIW NEKapcTBEeHW MPOAYKTW 33 NapeHTepanHo NpUnoXeHue npeau ynotpeba
TpsbBa Aa ce MPOBEPY, Y& HAMA HaNMuMe Ha YacTULM UMK NPOMAHA B LUBETA HA WHKEKUMOHHWS
nasTBOpP.

a) WHTPABEHO3HO MHXEKTUpaHE: UHKEKTUPa ce NoHe 1 10 5 MUHYTHW, B 3aBMCUMOCT 0T obllaTta aosa.
Mpy nauweHTW Ha xemoguanusa Oonyc-wHxeKumsaTa moxe Ja 6bae pafeHa No Bpeme Ha
nnanv3HaTa npoueaypa Ypes NoAXOASLLY BEHO3EH BX0A B AManu3Hata nuHua. flpyra antepHatunea
e BbBEXAAHETO Ha WHXKeKUMATa npe3 @uctynHa urna-tyba npu  NpUKNiOYBaHe Ha
XEMOAWaNU3HaTa npoueaypa, nocneaeako oT npunarade Ha 10 mi M30TOHWYEH pasTsop 3a
NPOMMBAHE Ha CMCTEMATa U 33 OCUIypPABaHE HA MbAHO AOCTUraHE Ha NEKapPCTBEHUS NPOAYKT A0
KpbBOODpAUIEHMETO.

[No-BaBHO MHXEKTUPaHE Ce NPenopbYBa NPV NAUMEHTK, PA3BUMMW rPUNONOLOOHN CHMNTOMK.

He TpsbBa pa ce BbBexaa 4ypes BeHO3Ha MHAY3WA MNKM Ja Ce CMecBa C OPYrU NeKapcTBeHW
NpoaYKTH.

b} NOAKOXHO NPUNOXEHWE. MaKCUManNHUAT 00eM 3a efHa annyKaUvs B eIHO MACTO 3a UHXEKTUpaHe
e 1 ml. Tlpn HeobxogumocT OT no-ronemy obemy 3a WHXeKTUpaHe, TpsbBa Ja ce U3non3gar
roBeve QT €4HO MACTO 33 UHXEKTUpaHe,

WHxekTupakeTo Tpsabea aa ctasa B 06NacTTa Ha KpanHuumTe uiv NpeaHaTa kopemHa CTeHa.
MauneHTn ¢ xpoHnyHa 6L6peyHa HegOCTaTLYHOCT

flpn nauuexT ¢ XpoHuuHa 6vbpeuHa HenoCTaTbYHOCT C TPaeH CbAOB AOCTHM (MAUMEHTU Ha
XeMOLMANN3a) WHTPABEHO3HOTO NPUIIOXEHWE € 3a NpegnouyvTade. [lpy nvnca Ha TpaeH CbAoB
00CTHN (NauyeHTH 8 Npenanarnv3eH CTaavii U NAUVEHTU Ha neputoHeanHa auanusa) EPREX moxe

12 Ce NPUNOXMN NMOAKOKHO.
LienTa e Aa ce AOCTUrHE KOHUEeHTpauus Ha xemornobuua mexay 10 n 12 g/dl (6.2 — 7.5 mmol/l) npu
[la HaOBuLLIaBa ropHaTa rpaHKLa Ha npyLenHara xeMornobruHosa KoHUEHTpa ﬂ"ﬁ mna 4 %

BbapacThu U mexay 9.5 u 11 g/dl (5.9 - 6.8 mmol/l} npu peua.
[py1 NauveHTH ¢ XpoHuiHa 6bBpeyHa HEAOCTATBUHOCT KOHUEHTPaUMsITA Ha XeparTieuHe ¥

CToMHOCTUTE Ha XEeNs30To Tpsbea aa bbaat n3uUMCNeHn npegu 1 No Bpem &a neqewe‘ra w’sa@\
Heobxoanmo, Tpsibea Aa ce nobasu xens3o. Apyry NpuumMHK 3a aHemmg, [K cbmum Ha Bﬂ?ﬁ@l




EPREX syringes — KpaTka xapakTepucTHKa Ha HPOAYKTA

B12 unn conuesa kucenvHal, Tpabea aa Hbaat U3KMIOYEHW, NPean HavanoTo Ha neveHune ¢ epoetin
alfa. Jluncata Ha oTrosop npw neveHwe ¢ epoetlin alfa Tpabsa ga papge NoBOA 3a ThpCeHEe HA
NPULUMHKY (DAKTOPW. Te BKNIOYBAT. KeneseH, Gonnes unu B2 geuunTt; anyMUHUEBA UKTOKCUKAUWA,
WHTEPKYPEHTHU WHMDEKUUMY, Bb3NANUTENHW UNK  TPaBMaTUMYHW €NW30OW, OKYNTHO KbpBeHe,
XEMON3a, U KOCTHO-MO3bYHA hurbpo3a OT HAKAKBB MPOM3XOA.

Bb3pacTHi natiMeHTH Ha Xemoahanuaa:

Npu naumeNT Ha Xemopwanmi3a ¢ TpaeH CbACB ACCTHM, WHTPEBEHO3HOTO MPUNOXEHWE € 33
npegno4uTaHe. Jle4eHneTo Ce pasfens Ha ase dasu.

Kopuaupaiia ga3a

50 1U/kg Tpu nbtn ceamuuno. Korato e Heobxoayuma Kopekuua Ha f03ara, ToBa ce fipasut npes
MHTEpBaMM Hal-Manko oT 4 cegmuun. YBENUYABAHETO N HaMansBaHETO Ha fo0s3ata Tpsbea aa
ctasa ¢ 25 1U/kg Tpu meTv cegMudHo.

[lo0dbpxaa asa

[losaTa ce Kopuripa ¢ Luen a ce A0CTUFHAT Xenanu HWBa Ha xemornobuka mexay 10 - 12 g/di (6.2 -
7.5 mmolfl).

lpenopryBaHaTta cegmmyHa obiya aosa e mexay 75 n 300 [U/kg.

Hanuynure KIMHWYHKM faHHU noKas3ear, 4e NPWU NAUMEHTH C MHOMO HUCKA WM3XOAHU HUBA Ha
xemornobvH (< 6 gfdl unu 3.75 mmolfl) moxe pa ca HeobxoauMK NO-BUCOKWM NOSALPXKALIWN A03W, B
CpaBHEHVE C MALUWEHTI C HE TOMKOBA TEXKa u3xoaHa aHemus (> 8 g/di wnn > 5 mmol/l)

Oeua Ha xemoananuaa;
JleyeHuneTo ce pasgens Ha Ase dasu:
Kopuzupauwa ¢asa

50 1U/kg, Tpu nbTi cCeOMWYHO, Ypes WHTPaBEHO3HO npunoxeHue. Korato e Heobxoauma, kopekuvsTa
Ha [03ata TpabBa aa CTaBa NOCTENEHHO ¢ NpomMsiHa B Aosara ot 25 1U/kg Tpu nbTi ceamuuHo npes
WHTEPBANN HAN-ManKo OT 4 ceamuUy [0 NOCTUraHe Ha Xenaxara uen.

[Toddspxauia asa

[losata ce kopurvpa C Len da ce AoCTUrHar XenaHn HUBa Ha xemornobuHa mexay 9.5 n 11 g/di (5.9
— 6.8 mmolfi}.

ObukHoeHo geua nod 30 Kg nancKksat no-BuCoKWM NOALbPXAUM A03y, OTKONKOTO Aela Hag 30 kg v
Bb3pacTHU. Hanpumep, B KNWHMMHW NpoyyBaHus ca HabnioaaBaly CnegHWTe NoaabPXaliv A03u
cnep 6 MECeYHO neveHue:

fosa
i (IUIhggJ ngunarana 3 n1=.'rn ceqmuquo) """"""
rerno {kg) cpefHa obuuaitha noagbpxawa
<10 100 75-150
10-30 75 60-150
> 30 33 30-100

Hanuuuute KNWHWYHW OaHHW NOKA3eaT, Ye NpWU NauMeHTH, YUUTO HavarneH xemormﬁm e wero
HICHK (< 6.8 g/d! unu < 4.25 mmol/l) moxe pa ce ManCcKkBaT No-BUCOKM NOATBPKAUMA' man oméano\\

NPpY NAUMEHTH, YUIATO HA4aneH xemornobus e no-Bucok (> 6.8 g/dl nnn > 4.25 meHﬁ “‘\.L_ \
Bb3pacTHW NpeAUarniu3Hu NaunMeHTy (5 z ( ;'- i =
”’L-*-r’ -
[Mpu nunca Ha TpaeH ¢baos Aocten EPREX MoXe fia ¢e npunoxm NOAKOXHO. \\ _*
{J"J ........ ';?"1{'}
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EPREX syringes — KpaTka xapakTepHCTHKA HA HPOAYKTA

JleyeHneTo ce pasfens Ha gee asw.

Kopueupatua gasg

HauanHka gosa ot 50 1U/kg, Tpu b cegmuyHo, nocrieasaqa npy HeobxoaMMocCT OT NOBUILIABAHE Ha
posata ¢ 25 W/kg (tpy nbTM CeQMMYHO), AOKaTO Ce MOCTUrHAT XenaHuTe KOHUEHTpauwn Ha
XeMOrnoduHa (ToBa ce u3BbLPLIBA NOCTENEHHO B MHTEPBANY NOHE OT 4 ceamuuy).

[lod0bpxaia ¢asa

YcraHoBsisaHe Ha go3arta ¢ uen nogabpiaHe Huparta Ha XeMOrnobuHa B XefaHuTe KOHLEeHTpauun:
Hb mexay 10 v 12 g/dl (6.2 — 7.5 mmol/l) (noaabpxawa aosa mexay 17 n 33 1W/kg, Tpu nbTh
CEAMUYHO).

MakcmumanHara goasa He Tpabsa fa npesviuasa 200 [U/kg, TPy MbTU CeAMUYHO.

BbL3pacTH NALMEHT HA NePpUTOHeaNnHa Onanu3la

[pw nunca Ha TpaeH chaoe pocTvn EPREX MoXe Aa ce NPrMnoXu noaKoXHo.
NeveHneTo ce pasgens Ha ase dha3u.

Kopuaupauia ga3a

HavanHata poaa e 50 1U/kg, aga MbTh CeqMnUHO

[lo00bpxaula paza

YcTaHoBABaHe Ha [03aTa C Len NoanbpKaHe HuBarta Ha XemornobuHa B XenaHWTe KOHLEeHTpaumu:
Hb mexay 10 n 12 g/dl (6.2 - 7.5 mmolfl) (noagbpxawa ago3a Mexay 25 u 50 1U/Kg, asa nut
CEAMMYHO Ype3 ABE eAHAKBU MHXEKLIMK).

BL3pacTHW OHKONOruYHO OONHW NAUMEHTW CBC CUMNTOMATUYHA aHEeMWUA, npuemMawy
XMMUOTEpaANus

Tosbaa fa bxae M3non3BaH NOOKOXKEH MbT Ha BbBEXIAHE.

Epoetin alfa moxe fa ce npunara npy nauneHti ¢ ademus (Hb = 11 g/dl [6.8 mmol/])

MpuuenHaTta KoHueHTpaums Ha xemornobuna tpsbea pa 6boe o 12 g/dl (7.5 mmol/l) npu Mbxe n
XEHW, U He Tpsabea Aa e npesuwwasa.

Epoetin alfa Tpabsa pa npooubnxY Aa Ce npunara e4uMH Mecel cnefd NpPuiKiouBaHe Ha
XUMUOTEPANUATA.

HavanHara gosa e 150 iU/kg, npunoxeHa nogkoxHo Tpy MbTu cegmuyHo. EPREX cbluo Moxe aa ce
npunara NOAKOXHO BegHbX ceAMMYHO C HauanHa foaa ot 450 [U/kg. Ako cnen veTupuceamnyHo
neveHve xemornobuHsT ce e yeenuiun noHe ¢ 1 g/d! (0.62 mmol/L} unu BposT Ha peTukynouuTute
ce e yeenuuun = 40 000 knetxku/ul Hag 3xoaHOTO HyBO, fo3aTa Tpsabea ga octane Ha 150 [U/kg 3
MbTU ceammuro unu 450 [U/kg BeaHbX ceamMudHO. AKO HUBOTO Ha XeMornobuHa ce e NOBULIMNO € <
1 g/dl {< 0.62 mmol/l) n 6poaT Ha peTtukyrioyutte ce e yBenuunn < 40 000 knetkw/ul Hag
W3XOAHOTO HUBO, po3aTa Tpsitea Aa ce yeenvum ao 300 1Ukg 3 nbtu cegmmuHo. Ak cnep
4eTUPUCEAMMYHO aombnHUTEnHo nedenue ¢ 300 IU/Kg Tpy MbTv ceiMUYHO HUBOTO Ha XemornobuHa
ce e noeuwmno ¢ = 1 gfdl (= 0.62 mmol/l) unn BposT Ha peTukynouuTute ce YBEMMHUS). >4&0Q()
knetkw/ul, posara Tpabea pa octaHe 300 IUKg 3 nmbTM cepmuuHo. AKD wdeopm e B
HEe3aa0BoNUTENEN NPy nokaysaHe Ha xemornobuxa ¢ < 1 g/dl {< 0.62 mmol/L) u yﬁerwaaaﬁa ﬁpeﬂf \\
Ha peTukynouutute ¢ < 40 000 KneTkw/ul Haf M3XOOHOTO HMBO, NEYEHMET: Tpaﬁea na- 'bﬂ& ?L“
NPeYCTaHOBEHO. penopbyUTenHUAT 40308 PEXUM & ONUCaHK B CregHaTa ,quarpgmﬁ \ S T =
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EPREX syringes — Kparka xapakTepHCTHKA H& OPOAYKTa -

Hb yBenuyeHue
i > 1 g/di i
> | —
Unw Tapreted Hb
~ 12 o/d}
»l {~ 12 g/di)
yBEnuJYerne Ha
i Retic
1 [ 2 40,000 /! |
150 1U/kg 3x
CEAMWYHO 33
4 ceqmMuLM *
Hb yeenuwyenune
| <tgidh |
300 IU/kg 3x
—bl 7 CeAMWYHO 3a P
4 cenmMuLin
yBEMMYEeHWe Ha
Retic
< 40,000 /ul
Hb yeenuwdenwe
| < 1 g/dl !
|3 l [pexsceaqe
» H Ha TepanuaTa
yBEMUYEHVE Ha
Retic
< 40,000 /ul

Kopuetipare Ha 0o3ama;

Tpabea fna ce nabarsa nokayeaHe Ha xemornobuna B cteneH no-ronama ot 1 g/dL (0.6 mmol/) 3a
ase ceamuuu nm 2 g/dl (1.25 mmol/l) meceuHo umm xemorniobuHOBM HWBa Nno-BUcOoKM oT 12 g/d
(>7.5 mmol/l). Ako xemornobunsT ce nosuwasa ¢ Hag 1g/dl (0.6 mmolfl) 3a ABe ceAmMuum nu ¢
2 g/dL (1.25 mmol/l) meceuro, unu xemornoburubT gocturie 12 g/dl (7.5 mmol/l), nosara Ha epoetin
alfa Tpsbea pa ce peayuupa ¢ okono 25 — 50%, B 3aBMCUMOCT OT CTENEHTa Ha MoKa4ysaHe Ha
XemornotuHa. Axko xemornobuHbT Hagsuwu 12 g/dl (7,5 mmol/l), npexbcHeTe Tepanuata [O
cnagaHero My ao 12 g/dl (7.5 mmolfl), cneg koeTo Bb30DHOBETE NpUnaraHeTo Ha epoetin alfa B fo3a
25% mo-HucKa OT NpeanLLiKaTa.

BHPHGTHH XUPYPINYHM NaUuneHTH, BKNIOYEHHU B NPOrpamMa 3a aBTOJIOXHO KpbBONPeNnuBaHe.

Tpabea fa 6bae U3NON3BaH MHTPABEHOSHUAT MbT HA BbBEXAaHE. T1py B3EMaHETO Ha KPLB, epoetin
alfa Tpabea pga ce npunara cneg NPUKoYBaHe Ha npoueaypara no KpbsoaapaBaHe.

NauveHTute ¢ ymepeHa aHeMus (xemarokput Mmexgy 33 — 39%), uauckeawly npensapurteneH
nenosvt = 4 eguHuum kpve Tpsbea pa 6baat nexyeanv ¢ epoetin alfa go 600 1U/kg, aBa nbtw
CeAMUYHO B NPOALIDKEHME HA 3 ceamuum npeauw onepauusaTa. lNpu TO3W pexuMm Ha NPUNOXEHWe e
Bb3MOXHO Za oTnaaHar = 4 efMHALM KpbB Npu 81% OT hauMeHTUTe, Ha KOUTO € NPUNoXeH epoetin
alfa B cpaBHeHue ¢ 37% ot nauvieHTuTe, uanonssawm nnauebo. Jleyenneto ¢ epoetin alfa HamansAga
pucka OT HeobxoaumocT oT xomonowHa kpbe ¢ 50% B cpaBHeHWe ¢ NauMEHTW, Ha KOUTO He e

npunarax epoetin alfa. TR
.‘J ¢ | L -’n? * ..- -'-'-;
Beuuku nauveHTy, nexyeanu ¢ epoetin alfa e Heobxoaumo ga nonydaear anexa%q@oﬁasme Ha ‘“:

Xens3o (Hanpumep, nepopanto 200 mg AHEBHO eNEeMEHTapHO XeNsso) No BPeMg' Ha KUenns Kype, HE{
neveHue ¢ epoetin alfa. C LeN NOCTUraHE Ha 3HAYMTENHU KereaHu 3anac, Mp&n Haqanc‘m Ha & /
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EPREX syringes — Kpatka xapakTepHUCTHKA Ha OPOAYKTa

neyeHveTo ¢ epoetin alfa, xenesnust npuem Tpsbea fa 6bae 3anouHaT KOMKOTO € Bb3MOXHO NOo-
PaHo, AOPW HAKONKO CeaMULM RPedn Ha4anoTo Ha aBTONOXHOTO KpbBONpenuBaHe.

B’h!!PECTHH nauvneH T, NNnaHysaHu 3a roniMa efnekTueHa OpToneanyHa onepauusn.

TpsbBa Aa Obde M3non3eaH NOAKOXHUAT MbT HA BbBEXIAHE. [TPenopbYUTENHIAT J030B DEXUM €
600 1U/kg epoetin aifa, BeaHbX CeAMUYHO B NPOABIXKEHWE HA 3 cepMuum (gHn 2184, 14 p 7w
npegu onepauvaTa v 8 AeHA Ha onepaTuBHaTa nHTepeeHyunA. B cnyvan, ye ce Hanara [a ce ChKpaTty
BPEMETO Npeav onepaumaTa Ha no-Manko ot 3 ceamuum Tpsdea aa ce gaeat no 300 1U/Kkg aHesHO
3a 10 nocneacBatenHu gHW RO onepauusTa, B JeHs Ha onepauvaTa v 4O YETBLPTUA JeH Crneq Hes.
[1py npoBexaaHe Ha XemMaTonoriyHK M3cnensaHysa B NPeacnepaTMBHUA NEPoa, NOKA3BaLIM HUBO Ha
xemornobura 15 g/dl unm no-sucoko, TpSOBa Aa ce npeycTaHoBU npunaraHeTo Ha epoetin alfa n oa
He ce npyvemar cnepsaly SO3u.

Heobxoaumo e a 6vie noTBbPAEHO, Ye MPU 3anoyBaHe Ha NEUEHUETO NAUUEHTUTE HAMAT Xene3eH
gecduuut. Mo Bpeme Ha neveHneTo ¢ epoetin alfa BCUYKM naumeHT Tpsibea fa Nony4yasaT aaeKkBaTeH
rpueM Ha Xenaso (Hanpumep, nepopanHo 200 mg AHEBHO eNeMEHTaPHD XeNna30). AKO & BbaMOXHO,
npueMbT Ha XKENA30 TpsbBa fa 3anouHe npeau HadanoTo Ha neveHueTo ¢ epoetin alfa ¢ uen
accTraHe Ha afexsaTHO KONWYeCTBO XeneaeH 3anac.

4.3. TPOTUBONOKA3AHUA

aupeHTn, KOUTO ca Pa3BuUIM annasus Ha YEPBEHWTE KPBbBHW KNETKU BCMEACTBUE HA FIGYEHUE C

HAKaKbB €pUTPONOETHH He TpsAbea aa nonyyasat EPREX vnn KaksBTO U ga € Apyr epuTponoeTuH.
(8. pasgen ot pasgen 4.4, Annaaus Ha YePBEHWUTE KDBBHU KNETKH).

HekoHTpOnMpaHa XxvnepToHus.

Bcuuky npoTMBONOKa3aHns, CBBbP3aHN C aBTOMOXHA NPEAOHOpCKa nporpama, Tpsbea Aa ce B3eMaT
noJ BHUMaHWE NpY nauueHTh, Ha KouTo ce npunara epoetin alfa.

CBPbXYYBCTBUTENHOCT KbM aKTUBHATA CLCTABKA MM HAKOM OT NOMOLWHWTE BELLECTBA Ha NpoaykTa.

Ynotpebara Ha epoetin alfa npu nauueHTH, nnaHupaHu 3a ronemMu opToneaudHKU onepauvv U He
yyacTBally B aBTONOXHA NPEAOHOpCKa nporpama € NpoTUBONOKAasaHa npv naureHdT ¢ Texka
KopoHapHa, nepudepHa aprepuanta, kapoTuaHa win uepebpo-sackynapHa Gonect, BKAKMUTENHO
nauneHTH Cbe CKOPOLLEH MUOKAPAEH MHAPKT M Lepbpo-Backynaper MHUMAEHT.

NauyeHT, KOUTO NOpaan HAKaKBa NpUYUHA He MoraT aa nonydar afgekeaTHa aHTUTPOMDOTUYHA
NpOMUNaKTUKa.

4.4. CNELUMANHY NPEAYNPEXAEHUA U CNELMANHW NPEANA3HW MEPKU MPU YIIOTPEBA

Obuwu

[pn BCUMYKM nauueHTW, nonyyasawm epoetin alfa, KpbBHOTO HanaraHe TpsbBa BHUMATENHO Aa ce
MOHUTOPMPAE ¥ KOHTPOIMPA, ako € Heobxoanmo. Epoetin alfa Tpadbpa fa ce npunara ¢ BHUMaHue npu
HanwW4ne Ha HenekyBaHa, HeaAeKkBaTHO NEeKyBaHa UNW NOWO KOHTPONMUpaHa XUNepToHUA. BbaMOXKHO
€ fa Ce HanoXu 3anousaHe WK aa ce nogobpy aHTUXMNEPTEH3UBHOTO NeveHue. AKO KPbBHOTO
HanAraHe He MOXe fla ce KOHTponupa, nedexneTo ¢ Epoetin alfa Tpsbea ga ce npeycraHosu,

Epoetin alfa Tpabea ga ce npunara BHUMATENHO NpW NauMeHTn ¢ enwnenc,&gﬁ U xpoH,

YepHoapobHa HenoCTaTLYHOCT. 2 o
/o
ﬁqm-m nauwe*um \

& UH& B KphBTa .ao : /;

Mpn nauueHTM ¢ XpoHWyHA GbbpeyHa HEOOCTATBYHOCT W MPU OHKOMOTMM

npuematiin epoetin alfa Tpsdea pefosHO Aa bbAaT uscnenpaHy HUBaTa Ha xemopng
.r.*.r" \
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NOCTUraHe Ha NOCTOSHHW HUBA, KaTO M3CNEeABAHETO HA XEMOrNOBUHOBIUTE HUBA TPABBA Aa NPOOBLITKA
NepUoanYHO U Cries TOBA.

XemornobuHoeute HuBa Ha BCUYKM NauveHTn Tpadbea aa Hbaat CTpuKTHO HabnwoaaBaHW, nopaav
NOTEHUMANHO NOBUWEH puCK OT Tpomboembonus « datannu nocneauun, KOrato NauMeHTUTE ca
NEKysaH npy XeMornobuHoBK H1BA HaJ NPULENHWTE 3a AafeHaTa nHAMKaUuA 3a ynoTtpeba.

Bb3MOXHO € YMepeHo, A030-3aBUCUMO nokauBane Ha Opos Ha TpombouwuTUTE, B bamkute Ha
HOPManHWTe TpaH Ll no Bpeme Ha nedeHue ¢ epoetin alfa. TexHuaTr Dpown Hamansea npy
NPOOGLIKMTENSH KYPC Ha nedvenve. B AonMblHeHWe, cbobiyaa ce 33 TPOMOOUMTEMMS HaR
HopManhuTe cToiHocTh. NpenopbynTenHo e BpoAaT Ha TpombouwTute Aa Obae penoBHO
npocnegnBakH Npes NupeuTe 8 CeAMULIM OT NEYEHNETO.

BCWYK APYTY NPUYKMHI 33 aHEMUA (XeNe3eH AeULNT, XeMorvaa, aednumuT Ha donvesa KNcenuHa v
BuTaMuK B12) Tpsbea fa Gbaat yeTaHOBEHM U KOpUTMPaHK Npeawy 3anouBaHe Ha TepanuqsTa ¢ epoetin
alfa. B noseyeTo cnydan, CepyMHuTe HUBa Ha QEPUTUH CnanaT eqHOBPEMEHHC C NOBULIABAHETO HA
KneTeyHUTe KoHUeHTpauuu. C yen fa ce ocurypu onTumaneH 0TroBop Ha NederveTo ¢ epoetin alfa,
TpabBa fa ce NOCTUrHAT aaeKBaTHU XXENesHU 3anacw.

e cHabaaeaHeTo ¢ xensaao, Hanpumep 200 - 300 mg/aHesHo nepopanHo (100 — 200 mg/oHeBHO 33
[eua) e nperopbynTenHo 3a nauneHTy ¢ XpoHuuHa Bubpevna HeQOCTaTLYHOCT, YMMTO CEPYMHM
tbepuTHOBM HMBaA ca nof 100 ng/mil.

e cHabgsBaHeTo ¢ xenna3o ot 200 - 300 mg/aHeBHO ce NpenopbuBa NpW BCUYKA OHKOMOMMUYHO BONHK
nauneHT cbe caTypauus Ha Tpadcdepnd nog 20%.

Benuky Tesn AombnHUTENHA hakTopy 3a aHemus Tpsibea [a ce B3emMar noj BHUMaHue npeau ga ce
npeanpueme ysenuuasaxe gosata Ha epoetin alfa npu oHKonormyHo BonHW NALMEHT!.

Annazusl Ha Yyepaerume kpbeHu knemiu {AYKK)

Antutsno-meaunpadHara AUMKK ce cwobwasa MHOMO DAOKO cned NOLKOXKHO MpUNoXeHue B
NPOABLMKEHE Ha MeceLUm A0 roanHn Ha Epoetin, Npu naupeHT paspuni BHe3anHa nunca Ha egexT,
neduHupaHa oT HaMansasaHe Ha xemornobuna (1 go 2 g/dl 3a meced), KOWTO ¢a € NOBULLIEHE HYXAA
OT KpbBOMpenuBaHe, Tpsadea fa ce npocneaaT Bpos Ha petuxkynounTute M fa ce YCTaHOBY
BEPOSTHATA NPUMMHA 33 aunca Ha oTroeop (Hanp. Aedvunt Ha xensso, hoNuera KucenuHa unu
BUTaMUH B42, MHTOKCHKALMA C anyMWHUA, 3aryda Ha KpbB, Harudue Ha MHGeKLMA UK BbananuTeneH
rpoLec, XeMOnuaa).

AKO NpW KOPEKUWs Ha aHeMUATa, BPOA Ha PeTUKYNIOUUTUTE (T.HaP. PETUKYMOUMTER NHAEBKC) € HUCHK
(<20000/mm?3 unn <20000/mukponutpa unu <0,5%), Tpombouutnte 1 Bpoa Ha BenuTte KPLBHW KNETKN
e HopmaneH, U ako He Obpe OTKpUTa Apyra npuyuHa 3a 3arybeae Ha edekta, TpsbBa pa ce
YCTAHOBU HANWYMETO Ha aHTUEPUTPONOBTUHOBKM aHTUTENA U Aa Ce Ha3HAuM M3CcNeBaHe Ha KOCTEH
MO3bK 33 fa ce guarHocTuumpa AHKK.

AKO ce n0Ao3upa aHTUepUTporoeTuH, aHTuTano-meauupana AYKK, neyeHweto ¢ EPREX tpabea aa
6bae HezabaeHo npekpateHo. He TpabBa aa ce 3anoyea Apyra epuTPONOSTUHOBE Tepanus, Nopaan
PUCK OT KpbCTOCAHa peakums. Korato e rniokasaxo, MoXe a C& npunoxu NoaxoasLa Tepanus, kato
HanpumMep KPLBONPESuBaHe.

[lauueHmu ¢ xpoHu4xa 66pevyna HedocmambyHoom

Mpy nauneHTn ¢ XpoHuuHa 6bbpedHa HemOCTATLUYHOCT HUBOTO HA YBENMHEHWE Ha ﬁMOTﬂO%ﬁH&
Tpabea ga 6vae npubnuantento 1 g/dl (0.62 mmol/l) meceuHo v He Tpsbea Aa ya/nawmaaa igfdl
(1.25 mmolfl) meceuHo, 3a fia ce CBeae [0 MUHUMYM PUCKBT OT YBENUMEHME Ha xnp}épmﬁmma ; .\

Mpn nauueHTM ¢ XxpoHnyHa ObbpedHa HepoCTATBYHOCT NOAABLPXKAHUTE (nkom(empau,wm HEl z
xeMOrnobuH He TpABBa fa HafBuvlaBa ropHata rpaHnua Ha npulenHaTa g:\mempauuﬂ Ha -
\
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XemornofuH, Kakto € npenopbyako B 1. 4.2 — [lo3npoBKa U Ha4YMH Ha MpUoXeHWe. Hwea Ha
XeMOrnodux rno-smcokn o1 12 g/dl Morat pa ce CBLPXKAT C MOBULIEH PUCK OT ChpAEYHO-ChACEM
peakUui, BKIIOUUTENHO CMBPT.

Mpenoptusa Ce nalueHTUTe C XPOHWYHA DbOpPEeYHa HEAOCTATHMHOCT, NeKyBauu C NOLAKOXHO
npunaraH EPREX, pefoBHO fa Ce MOHUTOpUpAaT 3a aaryba Ha edekT, aedrHupara kaTto nunca unu

HaMansaBaHe Ha 0Trosopa KbM fiedeHneTo ¢ EPREX npy NauneHTy, KouTo ca ce NoBnABani OT Tasu
Tepanus. ToBa ce Xapakrepuanpa U C NOCTOSHHO HaMansBaHe Ha XemornobuHa, He3asucumo OT
NOBULWABAHETO Ha A03aTa EPREX.

(1o BpemMe Ha NeveHneTo Ha xemoauanvsHy naumeHT ¢ epoetin alfa, yecTo ce Hanara ysennyasaxe
Ha Jo3aTa Ha Xenapwuha, Tbid KaTo Ce NopullaBa KneTbyHaTa KoHUEeHTpaLus. AKO xenaprHusaumuara
He € ONTUMAasHa € Bb3MOXHO 3anyLLiBaHe B AnanuaHaTa cucTema,

Ha 6asata Ha pgocera CubilecTsyBawara MHopmaLys, npunoxeHneto Ha epoetin alfa npu
Npeanani3Hn Bb3PacTHW MauMEeHTN HE yBenu4aBa CTeneHTa Ha nporpecupare Ha HvbpeuHara
HEACCTaTLYHOCT.

oK HAKOW MALMEHTM OT XKEHCKM NON C XpoHuyHa GbOpeyHa HeaoCTATLYHOCT, € Bb3MOXHO ga ce
Bb30OHOBM MeHCTpYauua cneg Tepanua ¢ epostin alfa. Tpsabsa na ce 00CHAW BbLAMOXHO
sabpemeHsBaHe U [1a ce NpeLeHn Hyxaara 0T KOHTPaUEenTUBH.

Pagko e HabmgaBaHo w30CTpsHE Ha nopdupusTa npu naumeHty ¢ XpoHudHa 6Hubpeuna
He0CTaThyHOCT, NekysaHu ¢ epoetin alfa. Epoetin alfa Tpabea na ce w3non3ea ¢ BHUMaHWE npu
NaLMEHTU ¢ aMarHoCTULMpana nopgupus.

Bu3apacmHu _OHKOMO2u4HO OONHU Nauyuenmu, ChC cuMnmoMamuyHa aseMus, npuemauiy
XuMuomepanus

[py npeleHsBaHeTo panu repanmata c¢ epoetin alfa e nopxopsiia Npu OHKOMOTMYHO 6ONHWK
naumeHT, NpUemMally xumuotepanus, Tpsbea aa ce vma npeapvp BeposTHOCTTA OT 2—3 CEAMUYHC
3aKbCHEHUE MEXTY NpuUnaraHeTo Ha EPUTPOMOETUH U UKRYLMPAHOTO OT HEro noBuwasaHe bpos Ha
yepBEHWUTE KDBBHY KIETKV (BeposdTHa HeoBX0AMMOCT OT TPaHCHY3MA Ha nauUveHTa).

MpuuenHaTa KoHUeHTpauua Ha xemornobuH Tpsaea aa tvae po 12 g/dl (7,5 mmol/l) npu mMbxe
weHu v He Tpsbea aa ce HapeWwasa,

Mpy oHKONOrMMHO BONHW NaUMeHTH, npuemaliy XUMWOTEPANUA, NpPU HUBA HA MOKAYBaHe HA
xemornobuxa Hap 1g/dl (0,6 mmoll) wa gse ceamuuy unu 2 g/dl (1.25 mmol/l} MeceuHo wm
noByLLaBaHe HUBOTO Ha xeMornobuna Hap 12 g/dl (7,5 mmol/), onucanoTo B pasaen 4.2. yTouHsBaHe
Ha no3ara TpsabBa Aa ce crieaga M3UAno ¢ Len HamanseaHe Ha noTeHUWanduTe puckoBu pakropm ot
TPOMDOTVUHM  WHUMOEHTN. (BX. pasgen 4.2. Bb3pacTHu OHKONOTUYHO DONHWM nauueHTy, Cbe
CUMNTOMATUMHA aHEMUA, NPpUeMaLln Xumuotepanus “KopurupaHe Ha aosata’).

Mopagw HabnmogaBaHaTa Mo-BMCOKATa 4eCToTa Ha TPOMOOTUYHM CbAoBW MHUMOEHTV (TVES) npw
OHKONOTVMHY NaUKUeHT, npueMaluv nekapctea CTuMynupawy eputponoesara (sx. Paspen 4.8.
HexenaHu peakuvin) Toan puck Tpsabea ga Obje BHUMATENHO NpeLeHeH B CPaBHEHKE C oHaKBaHaTa
nonaa ot nevenneTo ¢ epoetin alfa, 0cobeHO NpU OHKONOMMYHO BONHW NALUMEHTU C NOBULLEH PUCK OT
TPOMOOTUYHU CBHOOBU WHUMAEHTW, KaTO Hanp. HAAHOPMEHO Terno v NauveHTu ¢ asamHesa 3a
TPOMO0-BacKynapHi MHUMAEHTM (ObNbOKM BEHO3HW TPOMOO3N uam BenoapobHa embonus). EaHO
U3criepoBaTencke npoydsane (npoyyBaneTo BEST) npu xewu ¢ MeTactaTuuyeH KapLHOM~Ha
rbpaarta, NpeaHasHaveHo 4a onpeaeny aanu nedenveTo ¢ epoetin alfa, koeto npon};mﬁaaa wenep ™,
KOpUrMpaKe Ha aHemuaTa, MOXe fa nofobpu TepaneBTUYHUTE pesynraty, - Cnyqame Ha -+ W
TpoMboembonus ¢ QataneH u3Xon B ToBa NPOyYBaHe Ca No-4eCTu npy nauwelmu ﬂonyqaaam,w |

epoetin alfa, oTKONKOTO Npw Te3an, nonyyasawy nnauebo. (Bx. Touka 5.1) T

p)
II_:I. e
L .

Bn3pacmyu Xupypauysu hauueHmu, aKIioYeHy 8 npoe
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4.5.

Bewuky npenynpexaervs v NpeanasHu MepKu, CBbP3aHu C asTONOKHUTE IPEACHOPCKA NDOTPaMu,
ocofeHo pyTUHHOTO oBemosamecTBaHe, Tpsibea na bwpat chbnwaaBaHy NpY NAUMEHTUTE, HA KOUTO
ce npunara epoetin alfa.

BBJE&GMHU naluedmu, nialysaHu 3a 20/1siMa CeJleKmugHa ogmoneduqna onepalun

ITpu nauueHTV, NriaHyBaHu 3a ronemMn enekTMBHN OPTONEANYHY ONEPaLIMK, NPUYMHATA 338 aHEMMATA
Tpsbsa No BLIMOXHOCT fa Obae yCTaHoBEHA W NeKysaHa npegut Ha4anoTo Ha fevenue ¢ epoetin
alfa. Tb xaTo CblUecTByBa PUCK OT TPOMOOTWUMHW MHUMAEHTU MPW TA3W rpyna NaUUeHTH, Taau
BL3MOXHOCT Tpsbaa BHUMaTENHO Aa Bbae oueHeHa CnpAMO Non3aTa, NPOU3TUYALLE OT NIEYEHNETO ¢
epoetin alfa.

[launeHTuTe, NNaHyBaHW 3a roNeMU enekTUBHW OPTONeAMuHK orepaund, Tpsbea ga nonyvasar
afexeatHa aHTUTPOMOOTUYHE NPOGUNAKTAKE, THIl KATO NPY XUPYPTUMHUTE NALMEHTH, OCOBEHO Npu
Tean CbC CbMbTCTBAWO KapawosackynapHo sabonmBaHe, Moxe O3 BbL3HUKHAT TPOMOOTWMYHM U
BacKynapHu WHUMOeHTW. B QOMbNHEeHWe, cneuuandu npeanasHu Mepky Tpabsa aa ce B3eMaT npw
NaUKEHT ¢ NpeapasnonoxeHWe KbM pa3snTue Ha Abnbokn BeHo3HW Tpombosn. OcseH Tosa, Mpu
NaLMEHTU ¢ U3XOOHW HWBa Ha xemornobuHa > 13 g/dl He Moxe pa Cce M3KMoUM BL3MOXHOCTTA
neyeHneto ¢ epoetin alfa pa Gvae CBBP3aHO C NOBUIIEH PUCK OT  NOCTONEPATUBHM
TpoMDOTUUHM/BACKYNApHK nHUUaEeHTW. MNopadn Tosa, Toi He TpsbBa aa ce npunara npy NaUWEHTH ¢
N3X0AHW CTOMHOCTU Ha xemornobuHa > 13 g/dl.

[lomeHLuuan 328 myMODEH pasmex

EpuTponoeTuH e pactexed hakTop, KOUTO OCHOBHO CTUMYMVPA NpouaBoACTBOTO HA YEPBEHWU KDbBHM
KNETKW. EPUTPONOETUHOBY peLentopyn MoraT fa ce HaMepAT Ha MOBBPXHOCTTA Ha PA3NIMMHW TYMOPHM
KNeTku. Hama pocTathyHo UHOpMaLUA, 3a Aa ce Onpeaen aany MpUnoXeHUETO Ha NPOAYKTUTE Ha
epuTponoeTMHa uma obparteH edekT BbpXy BPEMEeTO 3a NporpecupaHe Ha Tymopa WnW Bbpxy
npexvBaemMocTTa bes nporpecupaHe Ha TYMORPA, KOrato TOWU Ce Npunara, Kakto e npeanncanqo.

KOHTPOMUpAHK KTUHWYHY RpOYUBAHUA CHC CTUMYNATOPY KA epyTponoesata, NpUNaraHk Ha nauveHTu
C Pa3anuyuHM BUOOBE PaK, ta NoKasanu HeoDACHUMO NOBMLLEHA CMBbPTHOCT.

B KnMHWMHY NPOYYBaHMA NEXapCTBaTa, CTUMYNUpaLL epuTponoesara, CKbCABaT BpeMeTo 33
NPOrpecys Ha TYMopa, NPY NaLuMeHTH C HanpeadHan TYMOp Ha rnagara unu Ha WuATa, KOUTo ca Ha
nLyeTepanus, Korato ca HasHaueHw, 3a NOCTUraxe HUBo Ha xemornobiHa Hag 12 g/dl (BX. Touka
5.1).

B nacnenpaHeTo BEST Ha 4eTBbpTUA Mecel epoelin alfa ckbcaga obuiara npexussemocT u
yBesim4yaBa Hpoa Ha CMBPTHUTE CyYan, 3a KOUTO Ce CMATA, Ye ce AbMXaT Ha NporpecupaHeTo Ha
bonecTTa, npy NQUWEHTY ¢ MeTAcTaTHYEH KapLMHOM Ha rbpaata, NonyyYaBally XuMvoTepanus,
KOrato € HasHaueH 3a NoCTUraHe HUBC Ha xemMornobuHa no-sucoko ot 12 g/d! (Bx. Touka 5.1).
Loyro nekapctso, ctuMynupatlo epurponoesara {darbepoetin alfa) nouumn pucka ot cMbpTeH
W3xop, KoraTo ce fapatle, 3a fja ¢ce JOCTUTHE HBO Ha xemornobvra nosede ot 12 g/dl npy naumeHTw
C aKTWBHO 3N0KAYeCTBEHO 3300NABAHE, KOUTO HEe NOMNYYaBaxXa HUTO XUMUOTEPANUs, HUTO
nbueTepanus. Epoetin alfa He e nokasaH nNpu Takuea NauneHTw,

EavH MeTa-aHanu3 Ha 42 uvscnedBaHua npu faUWeHTU ¢ KapuuHOM, nekyBawu C nexkapceras,
CTYMYIMpaLLIK epuUTPOnoeaaTa, A0 AOCTUraHE HA MENaHOTO HMBO Ha XeMornobuHa, KakTo 1 Ha no-
BUCOKO HMBO, NOKasa OBLI0 CHOTHOWIEHME Ha npexusssade cnipamo puck ot 1.08 (95% Cl. 0.99,
1.18; 8167 nauueHTH) koeTo npeanonara, 4e epuUTPONOETUH HAMA oTpuuateneH edekT Bbpxy
nporpecusTa Ha Tymopa (Bx. Touka d.1).

JIEKAPCTBEHW K OPYTY ©OPMU HA B3AUMOAEUCTBUA

He cbllecTByBaT AaHHW, nokaspawy, Je neveHueto ¢ epoetin alfa npomens me
neKapeTBeHM npoayktv. Twit kaTo 0Bave cyclosporin ce cBbpasa ¢ YepseHuTe K "é@-«ﬂew, mmas“'/;
- W /
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4.6.

4.7

4.8.

Bb3MOXHOCT 32 NeKkapCcTBeHO B3auMogencrene. Ao epoetin alfa ce paBa epgHoBpemeHo ¢
cyclosporin, KphBHUTE HWUBE Ha cyclosporin Tpabea fa ce npocneassar v fosata Ha cyclosporin aa
Ce Kopurupa ¢ NoBULWEHUETO HA XEMATOKpKUTA,

HaMa JaHHW 3a Hamuuue Ha B3aumogencteve mexnay epoetin alfa u G-CSF wwm GM-CSF no
OTHOWEHWE Ha xemaTtonorvyHara gudepeHumauus unu nponudpepaums Ha npobu ot TymopHa
Buoncus in vitro.

BPEMEHHOCT ¥ KbPMEHE

Hama agekBathu v gobpe KOHTpOMuUpaHu mpoydBaHms npu BpemedHn xexn. [poyusanua npy
XWBOTHU NOK@3BAaT PenpoayKTUBHA TOKCUMHOCT (BX. pasaen 5.3. “[peaxniHiiHu faHHK 3a HesonacHocT’).

CneposaTenHo:

+ [Toy nauveHTkn ¢ XpoHuuHa ObbpeunHa HegocTaTbyHocT, epoetin alfa Tpabsa pa ce wanon3ea no
BpeMe Ha DpeMEeHHOCTTa, CaMO aKko MOoTEHUWanHaTta nonla HaaBulasa NOTEHUMAnHWA PUCK 3a
nnoaa.

¢+ [lpn OpemMeHHn WM KbpMewin XMPYPIMYHY NauWeHTKX, yJYacTBaly B aBTOMOXHA NpeacHopCKa
nporpama, ynorpebara Ha epoetin alfa He e npenopbunTenHa.

EputponoeTH ce Hamupa B Kopmarta. Obaue He ce 3Hae Janu enceTuH anga ce paanpenens B
KepmMata. Epoetin alfa Tpsbsa fa ce n3nonaea BHUMATENHO NPY MARKU-KbPMAEUKMN,

. BIWAHUE BBHPXY CMOCOBHOCTTA 3A IWWOGUPAHE U PABOTA C MALLMHIA

Hsma BnusiHKe.

HEXENAHW NEKAPCTBEHW PEAKLIUWA

Han-yecTarta HexenaHa peakuus npu neyeHneTo ¢ epoetin alfa e 3asucumoTo 0T 403aTa NOBULLIEHWE
Ha KPbBHOTO HansraHe Wnn BNowaeaxe Ha CbllecTByBaujaTa XvunepTonus. Tpabea aa ce npoeexaa
KOHTPON Hap KPbBHOTOC Hansrade, ocobeHo Npu 3anouBaHe Ha NeveHneTo. [pyrn YECTU HEXENanu
NeKapcTBeHy peakuuy, HabnwaaBaku NpY KNMHUYHWUTE NpoyYBaHus Ha epoetin alfa, ca Tpombo3sa Ha
abnbokute BeHn, benoapober embonu3Lm, MpyoBe, Auapus, ranese, rnasobonuve, rpynoncaodHo
3abonsaBaHe, BUCOKa TeMnepatypa, obpue v nospulaxe. [ punonogobHoTo 3abonssaHe BKAKYBA
rnasobonve, Bonku No cTasuTe, MUaNTUA U BUCOKA TEMNEPATYPA, KOWUTO Ce nony4Yasat 0cobeHo 8
HaAYanoToO Ha NEeYeHVETO.

ecToTaTta Ha Te3u ABMEHMS MOXe [a BApupa B 3aBUCUMOCT OT nHauKkaumuTe (BX. Tabnuuara no-
aony).

TEXKATE HEeXEnaHu NekapCTBeHU peakyn BKIIOYBAT BEHO3HYM W apTepuanty TpoMbosy u embornus
(BKMIOYMTENHO HAKOW Cyyaun ¢ araneH usxon), kato Tpomboaa Ha AbndokuTe BeHK, benoapobHu
embonn, aprepnanna TpoMbo3sa, Tpombo3a Ha cbaoBETE Ha PETUHATA, M LBHHTOBK TPOMDO3M
(BKNIOYMTENHO B anapaTypara 3a xemoguanuaa). B aonbnHenune, cbobilasa ce 3a MOIbYHOCHA0BH
MHLMOEHTY (BKIIOUATENHO MO3bYEH MHDADKT ¥ MOSBYEH KDBBOU3NIMB) U NPEXOOHM UCXem
MHLUMZEHTM NPY KAUHWYHK NPOYYBaHKUA Ha epoetin alfa. !

Crobiuasa ce 1 3a peakuyuy Ha CBPLXHYBCTBUTENHOCT, BKAKYUTENHO CRyyau H
aHathunakTuHa peakLys N aHMViOHEBPOTUYEH OTOK.
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[py naLueHTh ¢ Npeam ToBa HOPMANHO UNK HUCKO HanaraHe, KoWTO ca Ha reyeHue ¢ epoetin alfa,
MMa CNyval Ha XMNepToHUYHA KpU3a ¢ eHledranonatis U mbpuoBe, KOUTO UanUCKBaT HesabasHara
HamMeca Ha nexap. CneunanHo BHYMaHue Tpabsa fa ce oTAens Ha NpoHW3BallaTa MUrpeHo-noaobHa
6orika B rriaBaTa KaTo BLIMOXEH NpeaynpeauTeneH cyurHan.

CvobuiaBa ce papko 3a aHTUTANO MeaUAPaHa annasua Ha YepBeHnTe KobBHM Knetkn npu < 1/10,000
naUueHTa, roavka cneg neverue ¢ EPREX, npogbrkunio Meceu v roguHy (BX. Touka 4.4).

LisnocTHisT npodmn Ha BesonacHocT Ha EPREX e npeueHeH npy 142 nauueHTa ¢ XpoHUHH
bvOpeuna HenoCTaTLUHOCT ¥ NPU 765 NaumeHTK ¢ pak, y4acTBany 8 nnauebo-KoHTponmpanu,
ABOVHO-CIIENYM KIMHWYHY PEFMCTPALIMOHHY U3CNENBAHNA. HEXENAHUTE NEKaPCTBEHW PeakUmKA
cbobuennt nput = 0.2% ot naumenTvTe, Nnekysann ¢ EPREX B Tean npoyyBanus, 8 AOMBNHUTENHN
NpoyuBaHMS 1 OT OnKnTa cned npogaxbute Ha Nasapa, ca n3bpoeHn No-aony cnope, CUCTEMO-
OpraHHara knacucukauus 1 YectoTta.

Yecrotarta ce onpenens karo: Muoro yectn (>1/10); yectu (>1/100, <1/10); nevectu (>1/1,000,
<1/100); peaxu (>1/10,000, <1/1,000); muoro pepxu (<1/10,000). YectoTaTa ce onpenens xarto
HEWIBECTHA aKO HeXenaHaTa NeKapcTBeHa peakums He ce cbobuiasa 8 Nnatebo-KOHTPOMPEHHUTE,
ABOVHO-CNENU KIMHWMHN PETUCTPALMOHHY NPOYYBAHWA, UMW KOraTo 4ecToTaTa He Moxe Aa ce
oripegeni OT APYrUTe HanwyHn OaHHw.

BbB BCAKA rpyria 4ecToTi HEXENAHUTE NEKapCTBEHY PeakLMK Ca NPeACcTaBeky No NocoKa Ha

HaManysBaHe Ha TexecTtrd.

CHeTeMO-opraHHa Knacudukaums

UecToTa

HexenaHa nexapcteeHa peakums

HapyuweHnst Ha KpbBTa o
rivmachHaTa cuctTema

HeuecTtu

Tpombouyutemus {paxoso-6onHM NAUMEHTH)

YecToTaTa e HenssecTHa

ANNa3ug CaMo Ha YepBEHUTE KPbBHW
KNETKY, MEAUNPaHa OT aHTUTENa KbM
epUTPONOETUHA

TpomboyueTemus (nauweHT! ¢ XpoHniHa
61BpeyHa HefoCTaTHHHOCT)

'YecToTara He moxe aa Hbae onpepeneka
OT KMHUYHUTE NPOYYBaHUS.

Hapylwenus Ha UMyHHaTa CUCTeEMa

HectoTata e Heu3gecTHa

AHannakTvHa peakims
CBPBXYYBCTBUTENHOCT

HapylieHna Ha HepeHaTa cucTema

MHOro uyecTu

[nasobonue (pakoso-HonHu nauvenTy)

UecTu

[bpyoBe (MauueHTt ¢ XPOHUIHA 61:6peqHa
HEA0CTATLYHOCT) =
naeoBonue (nayviexTy Qqﬂahua

ObbpeyHa HegocTaTs ﬁ%)f e h




EPREX syringes — KpaTka xapakTepHCTHKa HA OPOAYKTa

HeyecTu

MosbueH kpbBOn3NuB?
["bpuoBe (pakoso-6onHut nauueHT!)

YecToTata e HewssecTHa

Mo3sb4HO-CbA0B UHUKMAEHT 2
XunepreHaveHa eHuedanonarus
[pEXOHN UCXEMUUHY WHLUAEHTH

Hapywenusa Ha ounTe

UecToTarta He € U3BeCTHa

Tpombo3a Ha peTuHaTa

Coa0BU HapyLUeHns

YecTu

TpomBosa Ha abnGokuTe BeHK? (pakoBo-
BONHN NayueHTw)
XUNepToHuS

UecT0TaTa He € U3BECTHA

Tpombosa Ha AbnbokuTe BeHW? (NaLKUEHTH C
XpoHiuiHa ObuOpevHa HeloCTaTLYHOCT)
ApTepnania Tpombosa

XUINepToHuYHa Kpn3a

PecnupaTtopHu, rpbaHu
MEJNACTUHANHK HapylUeHHA

UecTu

Benoapoben emGonuabm? (pakoso-HONHK
NauueHTw)

UYecToTara He e U3BeCTHA

Benogpoben embonuabm 2 (naumeHTn c
XpOHusHa bbubpedra HepocTaTLIHOCT)

CTOMALLHO-YPEBHU HApYLEHWS MiHoro yecT# aneHe
Yectu Nuapus (pakoBo-60nHU natvenTH)
Moepriaxe
Heobwyakum Luapun (naunenty ¢ xponwyHa Gbbpeuna
HEAOCTaTBYHOCT )
HapylLieHus Ha Koxara u Yectu Obpus
NOAKOXHATA ThKaH
UecToTaTta He € U3BECTHE | AHMMOHEBPOTUYEH OTOK
Yprukapus
HapyiueH!s Ha MYCKYIHO- MHOro YecTH ApPTpanrus (TaUMeHT ¢ XPOHNYHA
CKeneTHaTa CCTeMa, Ha 6vbpeyHa HegoCTaThbYHOCT)
CbeAYHUTENHATA TbLKAH ¥ Ha
KOCTHTE UecTi ApTpanrus (pakoso-6051H1 nauueHTH)
HeuyecTu Muanrua (pakoso-bonHu nayneHTh)

UecToTaTa He e W3BeCTHA

Muanrust (natiuentn ¢ xporuyHa bubpevnHa
HEAOCTATLYHOCT)

BpoOeHn, (haMunuy U reHeTuYHN
HapyweHys

UecToTata He @ W3BeCTHA

(Topdhupus

Obwy Hapywerus U edekTv Ha
MACTOTO Ha NPUNOXEHUE

Muoro yectu

Bucoka Temneparypa (paﬁoso,ﬁﬁﬂm

HaU,HGHTH) '1 T
I'punonopo6Ho 3abons a‘{ aqweﬂm C
XPOHK4HA ObBpeyHa H
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EPREX syringes — KpaTka xapaKTepHCTHKA HA TPOAYKTA

| YecTw punonoao6tHo 3abonssaHe (pakoso-6onHH
NaLUeHTw)

YecToTtara He e u3gecTHa | TepudbepHun oToLN, HENOBNUABALLM Ce OT
fledeHmne

Bucoxa temnepartypa (nauneHTn ¢
XpoHuiHa Hb0pedNa HepOCTaTBUYHOCT)
Peakuus Ha MACTOTO HA MHXEKTUPaHeTO

N3cnegsaHus UecToTara He e 3BecTHa | TlonoxuTenHu 3a aHTUepUTPONOETUHOBK
aHTuTena

HapatsiBaHus, OTpaBsaHus 1 YecTu Tpomb0o3a Ha WHHTa, BXNOYUTENHO Ha

YCMOXHEHMA, BL3HUKHAM B anapatypata 3a finanusa (nauuedTu ¢

pe3ynTar Ha NHTepBEHUWN XpoHuuHa OLOpeYHa HeROCTATBYHOCT)

2 BKNIOYATENHO CNyYauTe ¢ NETANeH uaxon

Nou nauneHTMTE ¢ XpoHnyHa DbBpeuHa HeQoCTaTLYHOCT HNBA HA XeMOrnoOWH, No-BMCOKK OT 12
g/di, morat fa 6baart Cebp3aH C NO-TONAM PUCK OT CbPAEUHO-CHAOBY YCNOXKHEHWA, BKIIIOYATENHO
CMBPT (BX. TOVKa 4.4),

Tpomb0an Ha WHHTA Ce NoAY4aBaT npy NaLKEHT Ha XeMoauanuaa, ocobeHo NpU Teaun, KoUTO
WMar TeHAEHUWS 33 XMNOTOHUA, UNW TE3W, NPY KOUTO apTePUOBEHO3HATA (PUCTYNA UMa HAKAKBY
YCNOXHEHUS,

MNput pakoso-bonHW naumeHTy, NoNyyasally NEKaPCTBa, CTUMYMMPALLY EpUTPONoe3aTa,
BKNIOYKTENHO epoetin alfa, ce cbobiasa no-4ecTo 3a TPOMOO-eMBONUYHY UHLIMABHTH (8XK. TOYKA
4.4 v Touka 5.1).

. XUDYPrUYHN NALMEHTI

[Tpn NayuMeHTH, nnaHnpaxHK 3a optToneauyHy onepaumm ¢ ronsm obem, ¢ U3XOAHO HUBO HA
xemornobuHa o7 10 fo 12 g/di, cnyy4aute Ha TpOMDO3a nv CbAOBY YCNOXKHEHNA (NOBEYETO OT
KOWTO Ca TpoMB0o3a Ha abnbokuTe BeHW) B UANOCTHATA NONYNAUWA Ha NAUMEHTATE OT KNMUHUYHUTE
M3CNEeaBaHna uarnexaa Hsaxa noaobHm BLB BCHMUKK rpynu ¢ paanuiHa 003MpoBKa Ha epoetin alfa i
B rpynata ¢ nnauebo, BbNpeku He KIUHUHHUAT OMUT @ OrpaHitien.

Hewo noseye, npu nauMeHT ¢ M3xoaHo HUBO Ha xemornobuHa >13 g/dl He MOXe aa ce U3KMoUn
BB3MOXHOCTTE feuenneTo ¢ epoetin alfa pa e CBbp3aHo ¢ NO-rofAM pUCK OT NOCTONEpaTUBEH
TPOMOOTUYEH UNK CbOB MHLUAEHT.

4.9. MPERO3NPAHE

TepanesTnyHUTe rpannum Ha epoetin alfa ca MHoro wnpoku. MNpenosnpaneto Ha epoetin alfa moxe
0a NMpeau3suKa epeKTy, KoUTo ca NpoabLITKeHne Ha hapMakonorMyHUTe eekTu Ha XOPMOoHa. Ako
Bb3HUKHAT NPEKOMEPHO BUCOKW HUBA Ha XemornobuHa, moxe na ce u3sbpuin hnebotomus,

TpabBea ga ce ocurypy AOTbIHUTENHO NOAALPXKALLO NeveHve Cnopen HyxawTe. H/;ﬂ:‘“‘“‘;"
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EPREX syringes ~ KpaTka XapakTepHCTHKA Ha IPOAYKTa

ATC knacugpurayusi: BOIXA01

EpUTPONOETYHLT & rMUKONPOTEWH, KOWTO CTUMYNMpa epUTPON0E3aTa OT NPEKYPCOPU Ha LLIAMOBUTE
KNETKA B KAYECTBOTO CU HA CTUMYNMpaLL MuTo3aTa DaKkTop ¥ ANDEPEHLMPALY XOPMOH,

MonekynHata maca Ha eputponoeTuHa € 32 000 — 40 000 ganrona. MpoTenHosaTa dpakius Ha
MONeKynata ponpuHaca 3a okono 58% OT MONEKYnHOTO Terno M ce CbCTom OoT 165
aMUHOKWUCENMUHK. MeTUpuTe BbrNeXWapaThHy Bepurv ca NpuKpeneHn KbM npotenHa 4pes Tpu N-
FIKoInaHn Bpb3aku M egHa O-rNuKoanaHa BPb3aka Kbm npoTeuHa. epoetin alfa, nony4ex no rexHa
TEXHONMOMMA € TFINUKOSUIUPaH U UOBHTUYEH N0 AMUHOKMCENWHHATA €U MOCNeROBATENHOCT C
EPUTPONOETUHA, KOUTO @ BWUN M30NMpaH OT YpUHaTa Ha NaLyeHTU C aHEMUSI.

Epoetin alfa npuTexasa Hait-BUCOKATa BL3MOXKHE YMCTOTA CNOPEa CbBPEMEHHUTE BBIMOXHOCTM.
[10-TOYHO, HE Ce YCTAHOBSBAT OCTaTbLYM OT KNETbYHATA NIMHWSA, M3NoMaBaHa 3a NPOU3BOACTBOTO MY
NPW KOHLEHTpaLUWW Ha aKTUBHATA CbCTaBKa, KOUTO Ce npunarar npu Yoeeka.

buonoryuHara edukacHOCT Ha epoetin alfa e gokasana in vivo Npy pasnudHy KUBOTUHCKM Moaenu
{(HOPManHY M aHEMUMHM NITLXOBE, NONUMLMTEMUYHM MUILKK). Cnen npunarade Ha epoetin aifa ce
yBenuuagar OpoAT Ha epuUTpPoLMTUTE, CTOMHOCTUTE Ha XEMOrNobuHa, BpOAT Ha peTUKynouuTUTE,
KaKTO U CTeneHTa Ha MHKopnopupaxe Ha 9Fe.

[pu MeToAM in vifro (KNeTbYHa KyNTypa OT ganak Ha Mullku) cneg nxkybupane ¢ epoetin alfa, ce
HabnionaBa nosuwasarde Ha 3H-TUMMOWHOBATA MHKOPNOPaUUa B EpUTPOVHUTE HYKNEOTWON Ha
KNETKUTE OT fanak,

C noMOWTa Ha KNeTbYHU KYRTYPW OT YOBELIKM KOCTHO-MO3BYHW KNETKU MOXEe fAa ce foKkaxe, ye
epoetin alfa cruMynupa epuTponoesata CneEUMMYHO W He noBMusBa Neskonoedata. He e
YCTAHOBEHO LIATOTOKCUYHO fenCTBUe Ha epoetin alfa BbpXYy KOCTHO-MO3bLYHUTE KNETKM.

B Tp1 nnauebo-kOHTponMpaHn npoyysaHwus ca Bunu Bkntouesy 721 OHKONOrMYHO BONHW NauveHTH
Ha HennaTuHOBa XuMuoTepanusa, karo 389 nauueHT ca C  XemaTosIoMMuHM  ManUrHeHM
obpasysanus (221 ¢ mynrunneHes muenom u 144 ¢ He-XoauKknHOB Numdom, KakTo U 24 ¢ npyrw
XeMaTororuyHM ManurHenn obpasysanus) v 332 naumeHTM cuC commpHu Tymopu (172 Ha
MnedHaTa xrie3a, 64 ruHekonormdnm, 23 Beriogpobun, 22 Ha npoctatHata xnesa, 21 Ha
xpaHocmmnarenHara cuctema v 30 Ha gpyrv opranM v cuctemu). B npe ronemu OTBOpeHM
KNUHWYHKA NpoydBaHus ¢a Bunu Brmouenn 2697 OHKONOTMYHO GONHU NaUMeHTU Ha HenSaTMHOBA
XuMUoTepanus, ot kouto 1895 cue conuaum Tymopu (683 Ha mrieurHa xnesa, 260 benoapobhn, 174
ruHexonormdHy, 300 Ha xpaHocmunaTenHaTa cucTeMa, 478 apyrv sugose Tymopu) n 802 nauneHTm
C XeMaTonorMyHN ManurHeHn TyYMOopu.

B npocnekTneHO, paHZOMM3NPaHO, ABOWHO-CAANO, NRAUEbo-KOHTPONMpaHo NpoyYsaHe, NPOBEAEHO
Npy 375 nauueHT ¢ aHeMua C PasnMuHW He-MUENONMAHW ManurHeHW NPOLECH Ha neueHue ©
HENNaTUHOBA XMMUOTEPANUA €€ HabnopaBa CUTHUMWUKAHTHO HAManeHWe Ha CBbp3aHWTE ¢
aHeMWsITa NocneacTeust (Hanp. yMOPAEMOCT, HaManeHa eHeprs, HaMmaneHa akTUBHOCT), M3MEpeHH
Ypes3 CrefiHUTEe UHCTPYMEHTH W CKanu: QyHKUMOHANHA OUEHKA HA NEYeHMEeTO Ha aHemuaTa npu
OHKONOTMYHO DbonHu nauweHtn (Functional Assessment of Cancer Therapy Anemia ~ FACT-An)
obwa ckana, FACT-An ckana 3a ymopsemocT u OHKoNornuHa fivHenHa aHanoroea ckana (Cancer
Linear Analogue Scale - CLAS). [ise apyru no-manky, paHfomyanpany, nnauyebo-koNTponupany
NPOYYBaHUA NMOKA3BAT CUIHWUHUKAHTHO NOBMUABAHE HA NapameTpuTe 3@ Ka4eCTBOTO HA MUBOT,
oTpasenn upesa EORTC-QLQ ckana wnwu pecnektueHo CLAS ckana.

Eputponoetih e pactexeH thaktop, KOWTO OCHOBHO CTUMYNUpa MPOM3BOACTBOTO HA HEDPBEHM
KpBBHM KNeTkw. EpUTDONOETMHOBM peuentopu MOraT fa Ceé HaMepsT Ha NosBPXHRCTIEwa

k]
- - .-.-’f

L.

S RN
PA3MYHM  TyMOpHU KneTkn. ChbliecTByBa HEAOCTATHHHO MchopMaqnﬂ/ﬁg © OKOHUBTERHON,

L N I

YCTaHOBSBAHE HA HANWMMMETO HA Bpb3Ka mexay ynotpebata Ha epuTpon ungéwn ﬂ‘mnm\
HexenaHn eexT, CBLP3aH C TYMOPHaTa NPorpecus Unn NPEXUBAEMOCTTA B gjjéMe;T’fm,._ Koraro CEn

1] .
| == s

npvinara kaxkto e NpenopbLYaHo. AN A




EPREX syringes — KpaTka xapakTepHCTHKA HA HPOAYKTA

[TpoyuBaHns u3cnegear edexra Ha CTUMYNATOPUTE Ha EPUTPONOE3aTa BbPXY NPEXUBAEMOCTTA
WUNM TYMOpHAaTa NPOrPecHs OT €K30reHeH ePUTPONOETIUH C BUCOKA MPULIENHa [03a XeMOrnoduH.

B paHaoMu3npaHoTo KoHTponuparo npoyyeaHe EPO-INT-76 (HapuyaHo npoyusane ‘BEST') ¢
enoeTuH anda npu 939 xeHu ¢ MeTacTaTUYeH KapLUMHOM Ha rbpaaTa, Nonyyasawm
XMMUOTEpanus, NaLueHTUTe NonyyaBaxa BeAHbXK CEAMMHHO UK enoeTuH anda vy nnauebdo B
NpoabIKEeHNE Ha eaHa roguHa. Tosa uscrnefasade Oele npoekTMpaHo 3a Ja ce nokaxe, |e
npexusaemocTTa bewe no-0obpa, korato ESA ce nasawe, 3a aa ce npefoTBpaTH aHemMuaTa (3a
Aa ce noggbpxa xemornobuHa s ctonHocti 0T 120 go 140 r/n wnu xematokputa o1 36% Ao
42%). Viacneppaneto Getue NPUKIIOHEHO NPEABAPUTENHO, KOTaTO MEXAUHHUTE PE3ynTaTh
nokasaxa no-B1COK MPOLUEHT CMBPTHOCT Ha 4-ua mecel (8,7% cpewy 3,4%) 1 no-BUCOK NPOLIEHT Ha
CMbDTHU crydaun oT Tpombembonus (1,1% enoetur anda cpewy 0,2% nnauebo) npes nbpeute 4
MeceLia Ha uscneasaHeTo, kouto 6sxa HabntoaaBaHu Npy NauUeHTH, NeKyBaHu ¢ enoeTvH anda.
CMBPTHATE CyYam, KOUTO Ce CMSITaxa 3a MpULYMHEHM OT n3cneaoBaTens npes nbpeure 4 Meceua,
Ha-BEPOATHO Ce AbMKaxa Ha nporpecupaHeTo Ha bonectTa: 28 ot 41 cMbpTHM cnyyawm B rpynarta
¢ enoeTuH anda u 13 ot 16 cMbpTHU cnyyaA B rpynara ¢ nnaueto. BpemeTo 3a nporpecus Ha
TYMOPa, NpeLeHEHo OT U3cneaoBaTens, He bele pasnuuHo B ABETE rpynu. Bb3 0cHOBA Ha
npeueHka cnoped Kaplan-Meier no BpeMeTo Ha NpUKMYBAHETO Ha U3CNeaBaHeTo,
npexunsaemMocTTa 3a 12 mecella bele no-HKCKa B rpynara ¢ enoetuH anda 0TKoNKoTo B Fpynata ¢

nnaueto (710% vs. 76%), HR 1.37, (95% C11.07,1.75) p = 0.012.

B apyro nnauebo-KoHTponMpaHo npoyYBaHe € U3NON3BAHETO Ha epoetin beta npu 351 nauperTa ¢
pak B obnacTra Ha rnasara v repnoto (ex. npoydsareto ENHANCE), nscnensaHoTo nekapcreo e
npunaraHo 3a nogabpxaHe Ha xemornobudosun Husa 14 g/dl npv xenwn u 15 g/dl npu mbxe.
INokopernoHanHata beapeunaneHa npexuBseMoCT € buna 3HauuTenHo No-kparbka nNpu NaUUeHTy
nonyyasauu epoetin beta.

B npoyysaneto DAHANCA 10, 522 naLpeHTh ¢ nbpBuyeH CKBaMO3HO-KNETbYEH PaK Ha rnNapata W
lKATa, KouTo DAXa Ha rmueTepanus, 6axa paHaoMusupaHu UK B rpyna ¢ darbepoetin alfa unu B
rpyna ¢ nnauebo, 3a Aa ce NoAALPKa HMBO Ha xemornobuHa no-sucoko ot 12 g/dl. Mexavnen
aHanua Ha 484 nauvenTa nokada 10% ysenuyeHne Ha NpoueHTa Ha Heycnex B 0bnacTa Ha
nokanusayuara npu nauueHTuTe, nekysauu ¢ darbepoetin alfa. o BpemeTo Ha npuknioyBaxe Ha
NEYSHNETO UMalLlle TEHABHLIMA KbM NO-HUCKA NPEXUBREMOCT NpW NALMEHTUTE B rpynaTa, NeKyBaHa
¢ darbepoetin alfa.

EOVH cucTemaTtvyeH nperneg Ha 57 paHgoMUSUPEHK KOHTPONUPEHN M3CMEaBaHMA (BKITIOUUTENHO
nacnepsanuata BEST n ENHANCE), kouto oueHsiBaxa 9353 nauveHTa ¢ KapuuHOM CPaBHEHM
edekta OT nekapcTsa, cTuMynupatllu eputponoesara (JICE) nnitoc xeMoTpakcdysvs cnpsmo camo
XeMOTpaHC(y3us 3a NpodMNaKkTUKa W NEYEeHWe Ha pakoBO-BONHW nauvwesTM cbc unu 6es
EAHOBPEMEHHD C TOBA QHTUHEONNAcTMuHa Tepamms. bewe HabnionaBaH OTHOCUTENHO NOBULLEH
puck oT Tpomboembonuunm uHumaeHtn (RR 1.67, 95% CI: 1.35, 2.06, 35 nacnepeanva u 6769
NnauMeHT) npu nauMeHTuTe, NEKyBaHW C NEKapcTBa, CTUMynupawy eputponoesata. [lpu
nauuMeHT1Te, nNeKyBaHW ¢ fekapcrBa, CTUMynupaiwu epurponoesara, bewe HabnoaasaHo
UANOCTHO OTHOWEHWE Ha npexuesemocT cnpsmo puck ot 1.08 (95% ClI. 0.99, 1.18; 42
nscnegsanmns k8167 nauweHTy). MpunaraHeTo Ha nekapeTea 3a CTUMYNUPaHE Ha ep £3aTa
3@ NEYeHWeTO Ha aHeMus NMpK KApLUMHOMHO BOMHWM NaUMEHTH, KOMTO Ca Ha bk '
CBLP3aHO LUANOCTHO OTHOLWWEHWE Ha WaHca 3a npexwusasade ot (.99 (
BbTpelwHorpynoB aHanua Ha pakoBO-00MHWTE NaUMEHTU C  aHeMus,
XvmuoTepanus, B TO3W CUCTEMEH Nperneq nokassa OTHOLWEHWE Ha WaHCca
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1.09) 3a xumuotepanmaTa ¢ nnatuHa v oT 1.10 (95% CI: 0.96, 1.24) 3a xumwuotepanusaTa be3
nnaTtuHa.

5.2, DAPMAKOKUHETUYHK CBONCTBA

WHTDPABEHO3HO NpUINOXEHWE

WamepaaHua Ha epoetin alfa cnen MHOrOKpaTHO MHTPABEHO3HO NpunaraHe ca nokasanu Bpeme Ha
MONy¥vBoT OT mpubnuautento 4 Jaca npu 3apasK pobpoBonUM M B W3BECTHA CTEMEH MarKo
YABIDKEHO BpeMe Ha MONYXWBOT Npk nauueHT ¢ GbbpeyHa HegoCTaTbYHOCT, NpUbnuauTenHo 5
yaca. Bpeme Ha nonyxveoT npubmuanutenHo 6 Yaca e AoknaaeaHo npu Aeua.

[ToakoxHO npunoXxeHue

Crieq, NOAKOKHO MHXKEKTUpaHe CepyMHUTEe HWMBa Ha epoetin alfa ¢a 3HAYUTENHO NO-HUCKN OT
HUBATa, NOCTUrHaTY Chepd UHTPABEHO3HO uHXeKTUpaHe. CepyMHUTE HMBA Ce yBeniyasar 0asHo U
NOCTUraT MakcMMarnuu ctorHocT Mexay 12 u 18 vaca cnen npunoxeHueto. MakcumanHuTe
CTOMHOCTU Ca 3HAYWUTENHO MNO-HUCKM OT MakCUManHuTe HWBa, AOCTUTHATW NPU WHTPABEHO3HO
npunoxexue (npubnuautenHo 1/20 ot croiHoCTUTE).

He e HabnoaaBaHo KyMynupaHe: HUBaTa OCTABaT ChliMTe, HE3ABUCUMO Janu ce orpeaenst 24
4aca Cnef MspBeaTa UHKEKLMA unv 24 cnep, NOCNeaHATa UHKEKLMA.

BpeMeTo Ha NOMyKMBOT Npw MOAKOXKHO MPUINOXEHUE Ce npeueHsBa TPYAHO U ce onpeaens Ha
oKono 24 vaca.

BUOHAnNMUHOCTTa Ha NOZKOXHO uHxektupaHua epoetin alfa e MHOro nmo-Hucka OTKONKOTO Npw
BEHO3HO NPUMOXEHWE Ha NeKapcTBeHus NpoRyKT: npubnnsutento 20%.

5.3. NPEAKNUHUYHU AAHHU 3A BE3ONACHOCT

[pY HAKOW MPEAKNMHUYHN TOKCUKOTIOrUHHIA NPOYYBAHMA BbPXY KyyeTa W NNbX0Be, HO He U BbpXY
MaiiMyHu, neveHneTo ¢ epoetin alfa e 6uno CBbP3aHO CbeC CYBKNMHIUYHA KOCTHO-MO3bYHA Pubposa
(TOBa € NO3HATO YCHOXHEHME NpU XpoHu4Ha ObBpeyHa HepoCcTaTLYHOCT NP HOBEKA U MOXeE Aa
6be CBLP3aHO C BTOPUYEH XVNEPNapaTMPEOVNIbM UK C HEN3BECTHU (hakTopu. HecToTata Ha
KOCTHO-MO3bYHA (pvbpo3a He ce € noBuWMNa NpU NPoyYBaHe Ha AWANW3HK NaLUEHTH, KOMTO Ca
Burm nekysanu ¢ epoetin alfa B npogemkeHne Ha 3 TOOMHW, B CpaBHERME CbC CHLOTBETCTBAWA
KOHTPOMHA rpyna NaLMEHTH Ha XeMOoaManuaa, KouTo He ca 61uni nexkysaHu ¢ epoetin alfa).

[pk Npoy4BaKWa BLPXY XMBOTHU epoetin alfa nokasea NoHWXaBaHe Ha TENecHOTO TEerno Ha Nnoaa,
3abapsHe Ha nmpoueca Ha ocuukauv| W NOBULLIABAHE Ha (heTankata CMbPTHOCT, Koraro e
rpunaraH ceaMU4HO B A03n nprbnuautenHo 20 MbTh NO-BUCOKK OT NPENcpBYUTENHaTa CeMiiHa
032 npu xopa. Te3n U3MeHerns ce WHTepNpPeTUPaT Kato BTOPUYHM NO OTHOLIEHWE Ha nonsata ot
MOHWKaBaHe Ha TENECHOTO TEMMO Ha MaWUKKTE.

Epoetin alfa He nokasBa HUKaKBM M3MEHEHUR B DakTepuanHa KneTbuYHa KyNTypa, Kakto W B
KneTbYHa KynTypa oT Go3aiH1UM NPY TECTOBE 38 MYTAreHHOCT U MpH IN VIVO MUKPOHYKrieapeH TecT
NPY MULLIKW.

[brroTpalinv uacreasaHns 3a KaHLEpOreHHOCT He ca NposexaaHn. B nutepatypara CbilecTsysar
MPOTUBOPEYMBM CHOBILEHUA OTHOCHO BEPOSTHOCTTA EPUTPONOETUHITE A8 UMAT HAKaKBA PONA Npy
TymopHaTa nponudepaumnn. Tesu coobyenmn e 0CHOBABAT Ha in Vitro uac }Bg&uﬂ:ﬂ&%aemm
TYMOpPHM 0Bpa3LM KaTo B KMMHUYHA CUTYaLUA T HAMAT 3HA4UMOCT. y .ﬁw i \
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6. PAPMALEBTUYHWU JAHHW



EPREX syringes ~ KpaTKa xapakTepHCTHKA Ha TPOAYKTA

6.1. TIOMOLLHW BEUIECTBA

6.2.

Sodium dihydrogen phosphate dihydrate
Disodium phosphate dihydrate

Sodium chloride

Polysorbate 80

Glycine

Water for injections

HECHEBMECTUMOCTU

Mpu nunca Ha JaHHK 33 CLBMECTUMOCT, TO3Y NEKApCTBEH MPOAYKT He Tpsbsa Aa ¢e CMecsa ¢
Opyr¥ NEKapPCTBEHN MPOOYKTH.

6.3. CPOK HA FTOfIHOCT

6.4.

6.5.

18 meceua

YCNosua 3A CbXPAHEHMUE

Ha ce cuXxpaHasa npu Temnepatypa ot 2° 8o 8° C. Tesu reMnepaTtypHu U3UCKBaHWUA Tpsbea aa ce
cnaseaT CTPUKTHO 4O MOMEHTa Ha npunoxeHue. [la ce cbxpaHsBa 8 OpuriHanHaTa onakoska ¢ Len
fia ce npeanasv oT ceeTnuHa. [la He ce 3ampasasa Unu pasknatla.

BAHHW 3A ONAKOBKATA

OnakoBki OT 6 npeasapuTenHo HambfHeHW cnpuHUoBKM (cTbKkNo Tvn 1), ¢ Bytano (ryma ¢
TedIOHOBO NOKPUTUE) 1 UrNa:

0.5 ml (1 000 IU) pastsop; 0.5 mi (2 000 1U) paateop; 0.3 ml (3 000 IU) pasreop; 0.4 ml (4 GO0 )

paateop; 0.5 mi {5 000 1U) paateop; 0.6 ml (6 000 [U) pasrsop; 0.8 mi (8 000 (U} pasteop; 1.0 mi
(10 000 IU} paatBeop.

Kanauykata Ha npeasapwuTenHO HambNHEHUTE CNPUHLIOBKM ChAbpXa CyXa eCcTecTBeHa ryma
(OepvBar Ha narekca).

6.6. TIPENOPBKYU 3A YNOTPEEBA, ChbXPAHEHWE # YHUILOXABAHE

Ha He ce npunara MHYUOHHO VW 3aeAHO ¢ ApYrM NEKAPCTBEHW pas3TBoOpK.

TOaun nekapcTBeH NPOAYKT € NpeaHas3HaveH camo 3a efHoKpaTHa ynoTpeba.

To3u nekapcTseH NPoayKT He Tpabea Aa ce npunara v TpsibBa Aia ce U3XBBPNU ako:
- € HapylLieHa UenocTTa Ha onakoBekara,;

- TEYHOCTTa € OLBEeTeHa UNu Ce BUXAAT YacTiun, NNysaily B Hes;

- 3HAETe WM MUCANTE, Ye MOXE CNyYanHo na e bun 3ampaseH;

- 3HaeTe Wy npegnonarate, ye € OUN octaeeH Ha CTavHa TemnepaTypa 3a noeede OT 60
MUHYTU NPEaN MHKEKTUPAHETO;

- XNagWIHWKLT, B KOWUTO Ce CbXpaHaBa e bun nospeser.

Bewdku  m3nonaseaHy matepuany Tpsabsa aa ce U3XBLPRAT B CbO eTbJBnecmecmnTE
W3UCKBaHNA 3a YHULLOXaBaHE. P AT
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EPREX syringes — KpaTka xapakTepHCTHKA HA IPOJYKTa

{. MPUTEXATEN HA PA3PELLEHUETO 3A YINOTPEBA:

Johnson & Johnson D.O.0.
Smartinska cesta 53

1000 Ljubljana

Slovenia

8. PETMCTPALMOHHU HOMEPA

20000191 -1 000 iU
20000188 - 2 000 IL
20000190 - 3 000 IL
20000187 —4 000 {U
20000189 - 10 000 1U
20030023 -5 000 IL
20030024 — 6 000 IL
20030025 - 8 000 IL

9. BATA HANMBPBO HA PA3PEWEHWE 3A YNIOTPEBA
26.09.1990 rog.

10. DATA HAYACTUYHA PEBU3UA HA TEKCTA

M. toHK 2007 1.




