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ETTPEKC

EPREX
N3NLAHWTENHA AFEHLA NO J'IEI(APETBAE'H
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EITPEKC 1000 IU/0,5 ml, mokexuuoHeH pa3TBOp oF

EIPEKC 2000 [U/0,5 ml, MiKex1MOHeH PasTBOp OB0EPOHO: +ene O (F‘OQHZ ................................

EITPEKC 3000 IU/0,3 ml, umxeKIHMOHEH pasTBOP
EITPEKC 4000 IU/0,4 ml, diokek1iHOHeH pa3TBROp
EITPEKC 10000 1U/1,0 ml, ukekioHeH pa3TBOp

2. KAYECTBEH 1 KOJIMYECTBEH CHhCTAB

Enua npeagapHTeHO HAMBJIHEHA. CIIPHHIOBKA OT 0,5 ml, chaspaa 1000 IU unu 8,4 pg enoetun anda
(epoetin alfa)

Enna rnpeapapuTeNHO HaAMbIHEHA cipuHitoska oT 0,5 mi, ceappxka 2000 TU wnu 16,8 pg enoetun anda
(epoelin alfa)

Enxa npenpapuTenHo HambiaHeHa cnpaHLIOBKA OT 0,3 ml, cpabpxka 3000 TU unu 25,2 pg enoetuH anda
(epoetin alfa)

Enna nmpegsapuTeNHO HanblIHEHa CIPHHIOBKA OT (0,4 ml, caabpxa 4000 IU unm 33,6 ng enoerrH anda
(epoetin alfa)

Enna npeapapuTe/HO HamrbiHeHa cripuHIoBka 0T 1,0 ml, ceappxa 10 000 IU wnu 84 pg enoetud anda
(epoetin alfa)

*IIpomsBelieH B KISTKH OT ANYHMK HA KUTAHCKH XaMcTep yupes pekoMbuHanTHa JJHK TexHonorus

3a IThJIHUA CIIHCHK Ha IIOMOUIIHHUTE BEUIECTBA BXK.Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA

HrokeKITHOHEH pa3TBOp B [IPeABAPHTEHO HAIIBJIHCHA CIIPUHLIOBKA.

buctep, 6e31BeTEH pa3TBOP.

4. KIMHHUYHHU JAHHH
4.1 TepaneBTHYHE NOKAZAHHUA

JleveHue Ha CHMIITOMATHYHA aHEMUSA, CBBp3aHa ¢ XpoHuyuHa 6p6peuna HexoctaTeHOCT (XBH), npH
BB3PACTHH H JELA:
- Jledenue Ha aHeMH, cBbp3aHa ¢ XbH npu Aenia v p3pacTHRIEAMCIRILHA XeMOJHANU3E U
BL3PACTHH [IALMEHTH HA NEPHTOHEAIHA NHAITH3A.
- JleyeHue Ha TEXKKA aHEMHUA 0T OBOpeueH npouzxon, np P g
BE3PACTHH MAlMeHTH ¢ OB0peyHa He[OCTaTHYHOCT, HEEORE
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TpaHC(Py3Hui, NpeleHeH B3 OCHOBa Ha OOLIOTO CHCTOAHHE HA MallHEHTa (HaMp. CEPASYHO-CHIAOBO
3abomaBaHe, aHeMHU, JaTHpAIlA NIpeH 3alI04YBAHE JICUCHHETO C XUMUOTEPAIHA).

EITPEKC Moxe na ce H3M03Ba 3a YBEIMYABAHE HA Opos Ha EPHTPOLMTHTE P MNALIMEHTH, BKIIOYEHH B
nporpama 3a npeBapUTeHO BieMaHe Ha aBTONIOXKHA KpbB. YoTpebaTa My npH TOBa NoKa3aHuE TpAOBa
aa 6Bae npelU3HpaHa ¢ orfies] cboOInaBaHys puck oT TpomOoeMOONHIHH HHIMAEHTH. JleueHHeTo TpaOra
Aa ce Mpuiara camo npu nauueHtu ¢ ymepena anemus (Hb 10-13 g/dl {6,2-8,1 mmol/1], 6e3 kenesen
AedHUUT), aKO KPBBOCBXPaHABALIMTE IPOLIEYPH Ca HEBB3MOXKHH HIIM HENOCTAThYHH, KOTaTO I/IAHOBATA
OnepauMs H3HCKBA royam 06eM Kphe (4 MM NMOoBeue eIMHHLIM KPBB 33 JKEHH H 5 WIH NOBeYe eIMHHIH 2a
MBKE ). |

EITPEKC moxe na ce H3non3Ba 3a HaManaBaHe Ha HEOOXOJUMOCTTA OT IIPE/TMBAHE Ha aloreHHa KpbB
NpH BB3PaCTHHU NAlMEHTH 0e3 jkenesen medHIHT Npeqy ronama IIaHOBA eNeKTHBHA OPTONeAUYHA
OIepalys PH HAUYKe Ha FoJISM PHCK OT XeMOTpaHc()Y3HOHHM yCIIoKHEHUs, Ynorpebara Tpabpa aa
OBAe NpeJAMHO NpH NauMeHTH ¢ ymepeHa anemus (Hb 10-13 g/dl), mpu xouro HAMA BB3MOXKHOCT 32
BIJTIOYBAHE B MMpOTrpaMa 3a [IPeABapHTENHO B3eMaHe Ha aBTONOKHA KPBB M ¢€ 0MakBa yMepeHa
kpeBo3ary6a (900 mo 1800 ml).

Bunaru TpaOea ga ce npwiaraTt npaBMiaTa Ha f06pa MeJULIMHCKA NpaKTHKA 3a paboTa ¢ KpBB IpH
[IEPHOIIEPATURHH YCIIOBHA.

4.2 JO3HPOBKA H HAYHH HA MPHIOKEHHEe

HauuH Ha IIDUJIOKCHHUC

KakTo npH BCHUKE JpYTH JEKApCTBEHH NPOAYKTH 34 MapeHTePaIHO NMPHIIOKESHHE Mpeay ynoTpeba
TpsaOBa Ja ce IPOBEPH, 4Ye€ HAMA HATHWIME HA YACTHIH HIH IIPOMIHA B I[BETA HA HEDKEKLIMOHHHA pa3TBOp.

a) HHTPABESHOZHO HHXKEKTHpAHE: HIDKEKTHpA B MPOABIKEHHE Ha IMOHe 1 A0 5 MUHYTH, B
3aBHCHMOCT OT obaTta go3a. Ilpu naupMeHTH Ha XeMOAHAMH3a DOMyc-HIDKEKLMATA MoXke fa Opae fanaeHa
IO BpeMe Ha AMAJIA3HATa [IPOLEAypa Ype3 NOAXOAAI BEHO3EH BXO/l B AManu3HaTa JuHud. Jpyra
ANTEPHATHRA € BEBEXKIAHETO Ha MHKEKIIHATA Ipe3 TpbOHATA cCHCTEeMa Ha (PUCTYJIHATA WIJIa B Kpad Ha
XeMOAHATH3HATA NIPOLISAYPa, IOCIeNBAHO OT Npanarade Ha 10 ml ¢puzHonornIcH pasrsop 3a NpOMHBaHE
HA CUCTEMATAa M 3a JJOCTUrAHE HA JIEKApCTBEHHA NMPOAYKT A0 KPBBOOOpAIICHHETO.

ITo-0aBHO HHXEKTHpaHE CE NPENOPHYRA NPH MAUHEHTH, PA3BKIH IPHNIONOAO0HH CHMITTOMH.

He TpabBa ma ce PEBEXKAA Ype3 BeHO3HA MHGY3HMA WIH Ja C& CMECBA C APYTH IEKapCTBEHH IPOAYKTH.

0) NOAKMKHO MPHIIOKEHAE: MaAKCHMAITHHAT 00eM 34 eHO MACTO Ha HibkekTUpaHe ¢ 1 ml. IIpn
HEOOXOAHMMOCT OT NO-rofieMH 00eMH 3a HIDKEKTUpAHE, TPAOBA 1a Ce H3MO3BAT IOBEYE OT €AHO MACTO 3a
HH)KEXTUpaHE. |

Hmxexrapanero Tpabea 1a cTara B 00/1aCTTa HA KPaHHULIUTE WITH NpeAHATa KOpEMHa CTEHa.

B cityuadTe B KOMTO JieKaps NpeleHH, Ye MAlMeHTHT WU TO3H KOWTO ce MPIDKHE 3a HEro Morat 6e30NnacHo

K epexTrBHO na npuinoxart ENIPEKC monkoskHo, TO To# TpsOBa Aa naje HHCTPYKLMH 3 IPaBHITHO
OO3HpaHe M IMpUilaraHe.

Bx. Touka 3 or auctoBkara 32 namuenta “Kak pa mpunarate EITPEKC”

JleueHHe Ha CUMITOMATHYHA AHEMHS IPH BH3PACTHH IN¢
HeJIOCTATBYHOCT:




[Ipu nauuenT ¢ XbH ¢ TpaeH ¢pa0B nOCTHN (MTALMEHTH HA XeMOIHaIN3a) HHTPABSHO3IHOTO
IIpUIOKEHUE € 3a nMpeanodrTade. IIpu nunca #a Tpaes CBOOB AOCTHI (AlMEHTH B peAaHANH3CH
CTaAWH ¥ MALMEeHTH Ha nepuroneanta auammusa) EIIPEKC moxe aa ce npumoku MoaKo:xHoO.

CAMIOTOMHTE Ha AHEMUS U [TOCNETOBATE/THOCTTA UM MOTAT Ia BApUpaT Criopel RE3pacTTa, nola u
CBITBTCTBALIMTE 3a00IABaHUA; HEOOXO0IUMA € JIEKapCKA OLIEHKA Ha ChCTOAHHETO H KIHHHYHKAA KypC 32
BCEKH MALIHEHT.

EITPEKC Tpa®Ba f1a ce mprnara 3a IMOBHIIIABAHE Ha XeMOr:IoOHHa 1o He noseye ot 12 g/dl (7,5 mmol/l).
Tpabra na ce u364Arsa nokaysaHe Ha xeMoroouHa ¢ nosede oT 2 g/d]l (1,25 mmol/1) 3a nepuog ot
YETHPH ceIMHULIH. AKO TOBA ce CIIy4H, TPAOBA Ja Ce KOpUTrHpa J03aTa MO IIoAXOAAL HAuHH.

[Hopagu pasnuuusiTa MeXIy NaMEHTHTE, MOXKe Ja ce HabmogaBaT peAKH HHAMBAAYAITHH HUBA Ha
xeMOriioOMHa Ha NIRIMEHTH Haj U M0J] »keJJaHuTe HuBa. BapuabunHoctra Ha xemornoOimHa Tpsabea na ce
KOPHUTHpa Mpe3 afjaliTUpaHe Ha JIO3HUTE, KATO ¢e ChOmoaaBa xeaaHHa 00XBaT Ha XeMOrnoOMHOBHTE HUBA
ot 10 g/dl (6,2 mmol/1) o 12 g/dl (7,5 mmol/1). ITpu neua npenoprurTeTHHTE HUBAa Ha XeMOTJI00HHA ca
mexcay 9,5 u 11 g/dl (5,9-6,8 mmol/l).

Tpabea na ce H304rpa MOANBPKAHE HA XeMOTTIOOHHOBH HifBa ro-Bucoku ot 12 g/dL (7,5 mmol/l). Axo
XeMornoOHHa ce rnopHruasa ¢ nosede ot 2 g/dL (1,25 mmol/l) Mmeceuno umu xeMornoOUHOBHTE HUBA
HaaxeepaaT 12 g/dl (>7,5 mmol/l) gosara Ha enoetHH anda Tpsabea aa ce pexyumpa ¢ 25%. Axo
xemorno6uusT HaABKIIK 13 g/d] (8,1 mmol/l), npexkscHeTe TepanuaATa A0 cnafaHeTo My ao 12 g/dl
(7,5 mmol/l), cien xoeTo BH300HOBETE NPUIIAraHETO Ha eNoeTHH aida B qosa 25% no-Hucka ot
MpeaHIIHATA.

MMauxerTuTe Tpadra na OBAAT CTPHKTHO HAOMIOAABAHH 32 OCHIYPABAHE HRMION3BAHETO HA HaH-HHCKATA
onobpena goza EIIPEKC, ¢ k0410 ce mocTHra aieKBaTeH KOHTPOJ Ha aHEMHATA H HEHHHUTE CHMITTOMH.

CTOHHOCTHTE Ha XKeA30TO TpaOBa Aa O50aT ONpeeIcHH IIpeH U 110 BpEME Ha JISYUEHHETO H aKo €
HeoOxoouMO, TpsiOBa 1a ce Ho0aBAT MPOAYKTH ChABPIKALIH 3KeJix30. Jpyru npyudHH 3a aHeMMd, KaTo
AepuuuT Ha BHTaMUH B, ninu donuepa kKHceaHHa, TpadBa ga ObAaT HIKIIOUEHH, IIPEd HaYAI0TO HA
nedeHue ¢ enoetHH anda. Jinncara Ha NOBNHAABAHE [IpH NeueHHe ¢ eOeTHH aida TpsOBa Ja Jane noson
33 ThpCEHE Ha NMpUYHHHU PakTopH. TakuBa ca: AedHIUT Ha XKeAA30, QOJIMERA KHCEMUHA, BHTAMUH By
ATYMHHUEBA HHTOKCHKAIIHSA, HHPSKLUHHA BE3HUKHAIM NIOBPEME Ha JICYEHHETO, Bh3NAJIMTEIHH HIH

TpaBMAaTHHYHH EIH304H, OKYINTHO KEPBEHE, XeMOIIHN3a, H KOCTHO-MO3B4YHa (pHOpO3a OT HIKAKEB POH3XO/,.

Bo3pacTHM NAlIHEHTH Ha XEMOIHATH3A:

IIpu nanueHTH Ha XeMOAHANN3a ¢ TpacH CBAOR JOCTHII, HHTPAaBEHO3HOTO NMPUIOKEHHE € 3a
npeanoIuTaHe.

JleyeHUeTO ce pasgcni Ha JiBe (asu:

Kopueupawa aza

30 IU/kg Tpu nBeTH CEIMUYHO.,

Koraro e HeobxoaumMa KOpeKkIHsA Ha J03aTa, TOBA CE IIPaBH NMPE3 HHTEPBaAIN Hal-MaKo OT 4 CEAMMLIH.
YBeNnHMYABAHETO WIH HAMAIIBAHETO HA J103aTa TpAOBa Aa crasa ¢ 25 IU/kg Tpd mbTH CeAMHYHO.

Igodwpocaiga gasa

Ilo3aTa ce KOpHrupa c Liell Aa ce ZOCTHUIHAT XKeTaHH HHBA Ha XEMO
(6,2-7,5 mmol/1).




UperiopbupranaTta ceqMuyna noza e mexay 75 u 300 [U/kg.

Hanuunure KIMEWYHK JaHHY TOKA2BaT, Ye NPH NALHeHTH ¢ MHOTO HUCKM W3XOHH HUBA HA XeMOTI00HH
(<6 g/dl umu 3,75 mmol/]) Moxe aa ca HeOOXOOUMH II0-BHCOKH MOAABPIKALIM JO3H, B CpaBHEHHE C
MAUMEHTH ¢ HE TOMKOBA TEXKA H3XoAHA adeMud (>8 g/dl wnu >5 mmol/i)

EE 113 Ha XeMOINAIH34.

JleweHHeETO C€ pasfend Ha B¢ (hasy:

Kopuzu a a

50 IU/kg, Tpu ITbTH CeAMMYIHO, Ype3 HHTpaBeHo3Ho nprioxkerne. Koraro e Heo6xoauma, KOpeKIHATa Ha
no3ara TpsAOBa fa cTaBa NOCTENEHHO ¢ NMpoMsHa B gosara 0T 25 IU/kg Tpu meTH CeAMHYHO ITpe3
HHTEPBAJIX HAH-MAJIKO OT 4 CEOMMIM 0 MTOCTUraHe HA KeNaHHA e(deKT.

Hlogddvporcama gaza

Ho3aTa ce KOpHrHpa ¢ el [a Ce JOCTHTHAT HHBA Ha xeMorinoOmuHa Mexay 9.5 u 11 g/dl
(5,9-6,8 mmol/l).

ObuxuoBeno gena nmox 30 kg W3HCKBAT MO-BUCOKH MOAABPAKAIIM J03H, OTKOAKOTO Aeua Hax 30 kg u
BBE3pacTHH. HanpuMep, B KITMHHYHHE NPOy4BaHWA ¢a HAOMIo1aBalHH ClIEHMTE TIOAABPKAIIH Q03K ciex 6
MECEHHO JICYEHHUE:
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Hanuusure KIHHAYHA JaHHH TTIOKA3IBAT, Y€ [IPH NallHeHTH, YHATO HaYaTHH HHBA Ha XEMOrnoOHH ca
MHOrO HMck# (<6,8 g/dl unu <4,25 mmol/l) Moke fa ce W3KCKBAT NO-BUCOKH NOANBPIKAIINN J03H,

OTKOJIKOTO MpH MALIMEHTH, C IT0-BUCOKH HHBA Ha XemornobuH (>6,8 g/dl unm >4,25 mmol/1).

B13pacTHy Npennaiu3Ey OalHEeHTH

Ilpu munca Ha TpaeH cpA0B gocThl EIIPEKC moxke aa ce nprimoKH NMOAKOXKHO.

Jleuenuero ce paszzena Ha JBe Qas3H:

Kopuzupawa gpaza

Hauanna gosa ot 50 IU/kg, Tp OTH CeAMUYHO, NMOCAEABaHA, NpH HEOOXOAUMOCT, OT NIOBUIUABAHE Ha
nosara ¢ 25 IU/kg (Tpu mbTH ceAMHHHO), JOKATO C& MOCTHIHAT XKEIaHUTE KOHLUICHTpallHK Ha
xeMoryiobHHa (TOBA c€ M3BEPILIBA [IOCTENIEHHO B MHTEPBANIM [IOHE OT 4 COOMHIIH).

Hogovpocaia asa

aryi: Hb
CeAMMYHO).

- Kopurvpane Ha no3ara ¢ Lea NoaabpkaHe HABaTa Ha XeMOrjIoOHHa
Mmexay 10 u 12 g/dl (6,2-7,5 mmol/l) (mopaspxama ao3a Mexcay 1

MaxcumaiiHaTa mo3a He TpsaOsa ja mpepminasa 200 IU/kg, Tpy b



Bo3pacTHH NALMEHTH HA NMEPHTOHEAIHA JHUATH3a

[Ipu munca Ha TpaeH ¢paoB AocThN EIIPEKC Morke ma ce IpUnoKH NMOAKOAKHO.

JledenmeTo ce pasjens Ha ae dazu:

Kopueupawa daza

HauamnmHata no3a ¢ 50 IU/kg, nBa IbTH CEOMHYHO

Iloo0vparcawa gaza

Kopurupane Ha no3ara  11eJ1 NOANBPKAHE HHBATA HA XeMOTIIOOMHA B skKeNTaHuTe KoHLeHTpainu: Hb
mexay 10 # 12 g/dl (6,2-7,5 mmol/1) (mogowepxaina nosa mexnoy 25 u 50 IU/kg, nBa reTH ceaMHYHO
ype3 ABE €AHAKBH HHIKEKIIHH).

JIedeHHE Ha TAIMEHTH ¢ AHEMHUS MPEIH3IBHKAHA OT XMMHQTEDAITH

EITPEKC Tpa6Ba na 6bae npunarad NOAKOXKEHO HA MAMEHTH ¢ aHEMUA (T.€. IIPH KOHLIEHTPALWH Ha
xemornobuH <10 g/dl [6,2 mmol/1]). ChMmToMuTe HA aHEMHUE K NOCISAOBATENHOCTTA UM MOTAT aa
BapHpaT cropel Bb3pacTTa, IoJIa ¥ 001IaTa TexecT Ha 3a60naBaHeTo; He0OX0MMAa € JISKapCKa OLICHKa
Ha CBCTOAHHETO H KIIMHHYHHUA KYPC 32 BCEKH IALMEHT.

[Topany paznmuuMsTa MeX Ty MalMEHTHTE, MOXKe J1a ce HAGMIo1aBaT HHAMBHIYAHHA HHBA HAa XeMOrmobuHa
Ha MAallHeHTH HaJ M 1oj xeAaHuTe. BapuabunHocTTa Ha XeMorno6rHa TpabBa Aa ce KOpUTrHpa upes
aJanTHpaHe HA J03WTe, KaTo ce ChOmoaaBa xenaHua o0XBaT Ha HUBaTa Ha xeMorjobuna ot 10 g/dl

(6,2 mmol/l) go 12 g/di (7,5 mmol/l). TpaGaa na ce u3bsArea oxep:kaHe Ha HUBA HA XeMONIOoOHHA 1O~
sucok# oT 12 g/dL (7,5 mmol/l); Ilo noiny e npencTareHo pPEKOBOACTBO 3a MNOAXOAAMIC aJaTUPAaHE Ha
J03aTa, KOraTo HUBaTa Ha XeMornoOuHa npesumnar 12 g/dl (7,5 mmol/1).

EnoetrH anda Tpsa®Ba Ja NpoABIDKM Aa ce MIpHaara a0 eAUH Mecel] Clnes IIPHKIIYBaHe Ha
XHMHOTEpaITHATA.

Hauannara noza e 150 IU/kg, npunoskeHa moaxoxxHo TpH IeTH ceamuyudo. EPREX cpmo Moxe na ce
NpWiara MOAKOXHO BEAHEXK CeAMHMUYHO ¢ HadanHa #o3a oT 450 [U/kg. Ako crell YeTHPHUCEAMKYHO
neueHue XeMorIoOuHsbT ce e yBenduuI noHe ¢ 1 g/dl (0.62 mmol/L) unu OpodT Ha peTHKYIOLUTHTE Ce &
yeeuuwi = 40 000 kneTku/pl Hag U3XOAHOTO HUBO, Ao3ata TpAOGBa Aa octane 150 IU/Kkg 3 reTH
ceamuuno Wik 450 TU/kg Benusk ceAMHUHO. AKO HHBOTO Ha XeMOINoOHHa ce e moBrunwio ¢ <1 g/dl
(<0.62 mmol/L) u 6posar Ha peTukyaouMTHTE ce ¢ yBemuaun <40 000 knetkw/pl Hag H3XOAHOTO HHBO,
Jozata TpsabBa aa ce yreauud 8o 300 IU/kg 3 meTi ceaMHUMHO. AKO Ciie]l YETHPHCEIMHYHO
gorrsaHuTENHO JedeHue ¢ 300 IU/kg Tpu meTH ceAMHYHO HHBOTO HA XeMOIIOOHHA Ce € MOBHIIMWIO ¢

21 g/dl (= 0.62 mmol/l) vnu Sposar Ha peTuxynouuTuTe ce € ypenuuun 240 000 wneriu/pl, 1o3ara Tpabea
na ocrane 300 IU/kg 3 mbTH ceaMHYUHO. AKO IIpH MOKa4YBaHe Ha xemornobuna c <1 g/dl (<0.62 mmol/L)
H yBesnuapaHe Opod Ha petukynoruTeTe ¢ <40 000 wrerkw/ 1l Hag M3XOAHOTO HUBO MOBIHABAHETO €
He3aJ10BOJIHTENHO, JIEYEHHETO TpA0Ba Aa Ob/1e npeycTasOBeHO. IIperoOpbYATEIIHUAT 0308 PEXKHM €
OTMCAaH B C/ICAHATa qMarpama.




150 IU/kg 3x/ceamuyaHo
wid 450 IU/kg seansx ceAMHIHO

[Topmimapane
Opos Ha — -— — — —
mnﬂm T apmH }'Ib
[thib1 — - F.,.
ORWIMARAHE HA l- IToguniagane
Hb Bpod Ha
l =1 g/dl PETHICYIOLIMTHTE L
2 40.000/ul —
150 IU/kg I 4 cem. |" E:I;-I réannmanane
3Ix/ceqMuyHO o
wnu 430 TU/kg . -1 L
B&IHBXK _
CCAMHYHO — - ——
[Iopnmanane
- bpoa Ha 4 ceaM.
PeTHKYROLMTHTE I
<40,000/ul wnw [P 300 IW/kg
NOBHIIABAHS Ha l - 3x/cepmmano
Hb i ————
e Hosnmanane
- - T Gposa Ha
PETHKYNOLMTHTE
< 40,000/1] wu
IOBUINIABAHE HA [IpexncBaHe HA
Hb NEYSHHETOD
< 1 gfdl

[TauuenTure TpabBa Aa 6BHAT CTPUKTHO HAOMIONABaHM 38 QCUTYPABAHE H3IIOM3BAHETO HA Hall-HUCKATA
ogoOpeHa K033 Ha cTUMYyNHpalnuTe epurponoesara cpeacria {CEC) ¢ koaT0 ce mOCTUra aJleKBaTeH
KOHTPOII Ha aHEMUATA H HEHHUTE CUMIITOMH.

Kopuzupane na 0ozama 3a noovpoicane na xoHyeHmpayus Ha xemozaobuna mexcoy 10 g/dl — 12 g/dl

Axo xemornobuna ce nopuinasa ¢ nosesie ot 2 g/dl (1,25 mmol/l) mMeceuno unu nocTMraaTuTe
xemornoOuHopUTe HUBa HaAXBHpsAT 12 g/dl (>7,5 mmol/l) no3ara Ha enoeTHH anda Tpsdea na ce
peayumpa ¢ 25-50%.Axo xemornoOuaET Hageuwu 13 g/dl (8,1 mmol/l), npexscHeTe TepanuarTa 10
cnaganetro My itog 12 g/dl (7,5 mmol/]), cnen koeto e HeobxoauMo Ja ce NOAHOBM MPHNAaraHeTo Ha
erioeTHH anda B go3a 25% rmo-HKucKa Ot rpeauilHaTa.

BB3pacTHU XUPYPIrUYHY NAlMEHTH, BKIIOYSHH B IPOrpaMa 3a aBTOJIIOKHO KPbBONPEIHBAHE:

Tpabra na 6B4e H3NON3BaH HHTPABSHO3HHUAT ITHT Ha BhBexxgaHe. [IpH BaeMaHeTO Ha KPBB, €MOSTHH anda
TpAGRa Aa ce NMpWiara cies NPUKIOYBaHE Ha NpoleypaTa 10 KpbBOAApABAHE.

ITaieHTHTE ¢ YMEpEeHa aHeMKs (XEMaTOKPHT Mexkay 33—39%), H3ucKBallM NpeaBapUTeiieH ASNO3MT = 4
€AMHHUIIM KpBB TPAOBRA f1a OpAaT NeKyBaHy ¢ enmoeTHH ajida Ao 600 1U/kg, nBa mbTH CEAMHAYHO B
[IpoabIDKEHHEe Ha 3 ceIMHULM NipeaH onepanuata. [Ipu To3u peskHM Ha NMPHITIOXKEHHE € BE3MOKHO Aa
OTHafgHAT 24 eauHuLIM Kpbe npH 81% or naumeHTHTE, Ha KOUTO € MPIIQXKEH eMoeTHH ada B cpaBHEeHHE
¢ 37% OT mauMeHTHTe, W3NOA3BalHM Wwianebo. JleweHHETO ¢ enoeTHH alda HaMaiiBa HeoOXOAUMOCTTa OT
BJIMBAHE HA XOMOJIOKHA KpEB ¢ 50% B cpaBHEHHWE ¢ HALWSHTH, Ha KOWUTO TOH He € npunaras.

BCHYKHY NAalUEeHTH, MEKYBAHH C €MOSTHH aJlda e HeoOXOAUuMO Aa MOIYyYaraT AONBJIHUTEMHO KOIHYECTBO
xenazo (Hanpumep, nepopanHo 200 mg AHEBHO eNleMEeHTapHO JXXEIA30) TIC BPEME Ha LIeHA Kype Ha
JICYEHHE ¢ eMIOCTHH aNda. C Lell NOCTUraHe Ha 3HAYHATSIIHH JKENE3HH 3al1acH, NpeH HayajloTo Ha
JIEYEHHETO C SIIOSTHH an{a, NpUeMbT Ha Xea30 TpaOpa aa 6ble 3arI09HAT KOJIKOTO € BESMOXKHO I10-
PaHO, 1OPH HAKOJIKO CEAMHUUHM MpedH HAYAMOTO HA ABTOJIOXKHOTO KPBHROIPSARSEE
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B‘BBEEICTHH HNalIHCHTH, IINIAHVBAHH 34 I'OJIAMa €NCKTHBHAa OPTONCIHY

Tpabpa Aa 6B1e H3NMOA3BAH NOAKOKHHAT ITET Ha BhBEXKIaHE.



[IpenoppumTtenHuat 10308 pexxuM € 600 IU/kg enoetns anda, BeAHBK ceAMHYIHO B POAB/DKEHHE Ha 3
ceamunu (oum 217, 14™ u 7) npeau onepanmATa i B A€HA Ha OlNEpaTHBHATA HHTCPBREHUMA. B ciydai,
ye ce Hajiara Ja ¢c€ ChKpaTH BPEMETO NIPEAH OMepaIHATa Ha N10-MaIKO OT 3 ceAMHIHM TpsOBa a ce naRaT
o 300 IU/kg areeHo 3a 10 nocneAoBaTeTHH AHH 0 ONEPAidATa, B ACHS HA ONEpalMaTa H J0 YeTBBPTHA
AOeH el Hed. 1ipu nposexnaHe Ha XeMaTOMOrHYHY H3CISIBAHHA B IPEAONEPATHBHHA [IEPHO,
MOKa3Ballyd HUBO Ha XxeMornobuua 15 g/dl unu mo-Brcoko, Tpabra ga ce NpeyCTaHOBH MpPHJIAraHeTo Ha
EIOeTHH allda H Ja HE ce MpUeMaT CIISIBALIA JO3H.

Heobxomumo e ga 6v1e NOTRBpAEHO, Ye MPH 3aMOYBAHE HA TEHUEHHETO NALeHTHTE HAMAT JKeJle3eH
nehuunT. I1o BpeMe Ha NedeHHETO ¢ enoeTHH a1dha BCHIKH NALMEeHTH TpsA6Ba fa [I0Ny4yaBaT afgeKBaTeH
IIPHEM Ha XKeJIA30 (HanpuMep, nepopamio 200 mg AHeBHO eIEMEHTAPHO AKEIA30). AKO € BB3MOXKHO,
NPHEMBT Ha XKeJIS30 TpAOBa fa 3anovHe NPEAH HAYANO0TO Ha JICIEHHETO C EMOCTHH allda ¢ LT JOCTHIaHe
Ha aICKBATHO KOMIIECTBO 3a1ac Ha JKeNs3o.

4.3 IIpoTHBONOKA3aAHAA

TlanueHTH, KOUTO ¢4 pa3BWIH aIUia3ysa HA YEPBEHHTE KPBRHH KIETKH BCIE/ICTBHE HA JIEHEHHE ¢ HAKAKEB
epuTponoeTHH He Tpadsa Aa nomyyapat EITPEKC unx xak®BTO M 13 € ApYT ¢pHTPONIOETHH. (B}K pazzen
ot pazfien 4.4. Annazus Ha YSPBEHUTE KPHBHA KIETKH).

HekoHTpoHMpaHa XUNEePTOHHA.

Beuuku npoTHBONMOKA3aHHA, CBBEP3aHH C ABTONOKHA MPeJOHOPCKa NporpaMa, TpadBa Aa ce B3eMaT noj
BHUMAHKE TP NAILACHTH, HA KOUTO Ce& IPUJIara eroeTyH anda.

CBPBXYYBCTBHTENHOCT KBM AKTHBHOTO BEUISCTRO KK HAKOM OT NOMOUIHWTE BEHISCTRA HA NPOZYKTA.

YrorpebaTa Ha enoeTHH anda npy TANUMEHTH, [VIAHAPAHH 33 NONEMH OPTONSAWYHH ONepallii i He
y4acTBall{ B aBTOJIOKHA NPeAOHOPCKa IporpaMa € IpOTHRONOKAazaHa NpH MALMEHTH ¢ TeXKa
KOpOHApHa, nepugepHa apTepHaiHa, KapoTHAHA KITH uepebpo-BackynapHa donect, BKIIIOHUUTEITHO
NaiWeHTH Che CKOPOLISH MMOKapAeH UHPapKT v nepOpo-BacKynapeH HHLUHICHT, BKIIFOUHTEIIHO
NMALIHEHTH, KOUTO NOPaIH HAKaKBd IPHMIMHA He MOTAT Aa ITOIYHAT AZeKBaTHA aHTUTPOMOOTUYHA
nMpodUIaKTHKA.

4.4 CroenHanugd nNpegynpexAeHas H NpeANA3ZHa MePKHE OpH ynoTpeda

O61u

Ilpn BCHYKH MallHeHTH, [10Ty4YaBallli ETIOCTHH ali(ha, KPBBHOTO HanmgaraHe TpAaOBa BHHMATEIIHO a Ce
MOHHTOPHpPA M KOHTPOJINPA, ako ¢ Heobxoaumo, EnoeruH anda Tpabsa ga ce npunara ¢ BHUIMaHHE IIpU
HAJIMYME Ha HEJIEKyBaHa, HEaJeKBATHO JIEKYBAHA MIIM JIOMIO KOHTPOIHPaHa XMIIepTOHHA. BB3MOKHO € 12
Ce HAJIOXKH 3alI0YBAHE WIIH Aa ¢€ NoJoOpH aHTHXHIEPTEHIHBHOTO JieueHHE. AKO KPBBHOTO HangraHe He
MOXE Ja C& KOHTPONHPA, JICYEHHETO ¢ eNOSTHH aida TpabBa 1a ce nmpeycTaHOBH.

Enoerun anga tpadsa ga ce npuaara BHEMATEHO MPH NAUMEHTH C HIWIENCUA K XPOHWHHA
YyepHOApoOHAa HelOCTATHEYHOCT.

Ilpu manuenTH ¢ XpoHrdHa 6B6pedHa HeAOCTATBUHOCT M ITPH OHKQIOTHYHO OONHM MaLKeHTH,
[pHeMalliy e[0eTUH anda TpA0Ba peloBHO Aa ObOaT U3CIeIBaHH HHBaTa Ha XeMOJIOOHHA B KPBETA [0
[OCTUIAHe Ha NOCTOAHHY HKBa, KATO W3C/ISABAHETO HA HUBATA Ha XeMoriobuHa Tpabea g MpoabIDkH
EpHOAHYHO H CIeM TOBA. ~

Hupara Ha xeMorno0uHa HA BCHUYKH NallMeHTH TpAOea na 6BaaT ¢
NOTEHUHMAJIHO [TOBULIEH PHCK OT TpoMOoeMOONHA U (haTaHu 110Cs
[IpY HABa HA XeMOrnoOHHA HaJl IPHLCIHUTE 3a JaZieHaTa HHIH

€ Ce JIEKyBaT



BB3MOKHO e yMEPEHO, N030-3aBHCHMO [TOKAYBAaHE Ha Opod HAa TPOMOOLIMTUTE, B PaMKHMTE HA HOPMATHHTE
I'PaHULA 10 BPEME HA JIEUSHHE C eNOeTHH anda. TexHuar Opo# HaMangBa NpH NPOSEDKHTENEH KypPe Ha
nevyeHue. B nombiaHeHne, choOIaBa ce 3a TPOMOOUMTEMHS HAZl HOPMATHHTE CTOHHOCTHL.

[Tpenoppaurento e 6poaT Ha TpoMOomuTHTE Ha 6Bb/le peAOBHO NpOCIeAsBaH Mpe3 IIEPBUTE 8 CEAMHLIM OT
NCUEHHETO,

BCHUKH ApYry NpUYIHHY 32 aHeMUA (Okesie3eH AeGHIMT, XeMONTH3a, AedHIHUT Ha (GoTHeBa KHCEMHHA H
BATaMKH B);) TpaA0Ba Aa OB04T ycTaHOBEHH U KOPHTHPAHH NPEIH 3aMo4uBaHe Ha TepalliATa C enoeTHH
anda. B noseyeTo ciyvaH, cepyMHHTe HHBA Ha (EPHTHH CIAAaT €JHOBPEMEHHO C MOBHIIABAHETO HA
KJ1ETHYHUTE KOHUEHTpanuu. C 1est fa ce OCHTypH ONITUMANEH OTTOBOp Ha JIEYSHHETO C €MIOeTHH anda,
TpAOBa N3 Ce [IOCTUTHAT afeKBATHH JKENEe3HH 3aTIacy.

- cHabnaBaHeTo ¢ xemn30, Hanpumep 200300 mg/nueHo nepopamao (100-200 mg/nneBHO 32 Aena) e

MpEenOpHYNTEHO 33 IALMEHTH C XpOHH4HA OHOpedHa HEIQCTATHYHOCT, YHHTO CEPYMHH QIepHTHHOBH
Huea ca noAa 100 ng/ml.

- cHabasaBaHeTO ¢ xenns3o ot 200-300 mg/nHerHO ce MpeNOPRYBA ITPH BCHYKH OHKOJIOTHYHO O0NHH
NaLMEeHTH ¢hC caTypanua Ha TpaHcdepuH nog 20%.

BCHYKH Te31 AOMBIHUTENHU PaKTOPH 33 aHEMHA TpAOBa a ce B3eMarT 1101 BHUMaHWe Pein Aa ce
TIpeapHeMe YBETHIABAHE 03ATa HA €IIOeTUH al(a NMpH OHKOJIOTHYHO OOJHH MalLMeHTH.

3a fa ce noaoOpH MpocieseMOCTTa Ha CTHMYTHpammuTe eputponoezara cpencrea (CEC) tpsbaa na ce
IpeAnpreMaT BCHUKH HEOOXOAMMH M FESMOMKHM MEpKH (T.€. TOUHATa WH(MOpMAaLIKAA 32 H3TON3BaHNA
IPOAYKT TpAOBa Aa ObAe AOKYMEHTHpaHa N0 NMojxoadi HaukH)., OcBeH TOBa, MallieHTHTE TpA0Ba Aa
npemyHasat oT eqHd CEC kpM apyry, caMmo NMoJ noaxoAdino HabmoaeHue.

ATIa3ug Ha YepBeHuTe KphBHH KiIeTkH (AUYKK)

Anrursuio-meauupaHata AYKK ce crobimasa MHOro pagxo ciell OgKOKHO HPHIIOKEHHE B
NpOoIbDKeHHEe Ha Meceld 0 TOJWHH Ha eNOeTHH. [IpM mariieHTH [IpH KOWTO JIMMCRa JjiedebeH edexT,
IB/DKAlLL ce Ha HaMangBade Ha Xemornobuna (1 mo 2 g/d] Ha Mecelr), KOMTO ca ¢ NOBHINEHA HYXKJa OT
KpBBONpENMBaHe, TPAOBA 1a ce M3BBPIIH IMpocieAasane Opos HA peTHKYIOLMTHTE H Ja C& YCTaHOBH
BEpOATHATA IIpHYHHA 34 JIHICA Ha OTroBop (Hanp. AedHUHT Ha XKeia30, QoHeBa KUCEHHA M BUTAMHH

B3, HHTOKCHKALIHA ¢ ATYMHHHHN, 3aryba Ha KpbB, HaNHYHE Ha HHGEKOUA WK BL3NaTUTENCH IPOLEC,
XeMOITH3a).

AKO IIPH KOPEKLIMs HA AHeMHATa, OPOAT Ha PETHKYIOLUTHTE (T.HAp. PETHKYNOLIMTEH MHIEKC) € HUCBK
(<20000/mm’ wiu <20000/muxponurTpa 1M <0,5%), GposST HA TPOMGOLHTHTE U Ha GEITHTE KPHBHH
KJICTKH € HOpMAJIEH, H ako He B¢ OTKkpHTa Apyra NpU4KHA 3a 3aryda Ha edekra, TpsabBa fa ce H3ciacaABa
33 HUTHYHE HA RHTHEPHTPOIIOETHHOBH AHTUTENA U J1a C€ HAa3Ha4YH W3CJIcABaHE Ha KOCTCH MO3BK 32 Jia ¢
nuarHoctamppa AUKK.

AXO ce Toz[o3Hpa aHTHEepUTpoIIoeTHH aHTHTUTO-Meauupata AUKK, nedernero ¢ EITPEKC tpsabsa na
65ae HezabasHO nIpekpaTeHo. He Tpabpa fa ce 3amousa Apyra epHTPONOSTHHOBA Tepallii, MOpaJH PUCK
OT KpBhcTocaHa peaklima. Korato € mokasaxo, Moxke J1a ce IPHIOKH MOAXOAAIIA TEPAITHA, KATO HAITPHMED
KPBBONPENHBAHE,

Jleuenye Ha CHMITOMATHYHA AHEMHA MDY BH3PACTHH NALMCHTH H Jelia ¢ XpoHuuka 656peuna
HEAOCTATHYHOCT / ~ WEHWAS 1
?\ :
Skee

ITpy malMeHTH ¢ XpoHHYHA Op6peuHa HegoCTATHYHOCT HUBOTO Ha
na 6sne npubnuzutenuo 1 g/dl (0,62 mmol/l) Meceuno u He TpabB
MECEYHO, 3a ia Ce CBeJE 10 MHUHHMYM PUCKBT OT YBEIMYCHHE HA



[Ipn maieHTH ¢ XpoHWYHa OBOpeUHa HeIOCTATHYHOCT MOAABPKAHHTE KOHUECHTPALHMH Ha XeMOTJI00HH
He TpAOBa Ja HaJABHIIABA FOpHaTa MpaHKIlA Ha MPHUIIENHATA KOHLIEHTPAIIKHI Ha XeMOTIOOHH, KakTo €
npenopk9ado B T. 4.2, [Ipd xIWEAYHE NpOy4YBaHHA € HaO/II0daBaH MOBHINEH PUCK OT CMBPT H CEPHO3HH

CBPOECYHO-CHAOBH peakiiHH, korato CEC ce npunarar 3a JOCTUraHe HUBA Ha XeMOIIoOWH NO-BHCOKH OT
12 g/dl (7,5 mmol/]).

KoHTpo/IHpaHH KITHHWYHH IIPOYYBaHKA HE [TOKA3BAT 3HAYMMA T0J13a OT MMPUTAraHeTo Ha eMOCTHHH, NpH
NOBUIIABAHE KOHUCHTpaLMATa Ha XeMOorI00UMH Hag HUBOTO HEOOXOAMMO 32 KOHTPOJI Ha CHMITTOMHUTE Ha
aHeMMs H 332 W30ArBaHe Ha KPHBOIPEIHBAHE.

ITpenopbuBa ce naLuUeHTHTe ¢ XpoHH4Ha OB0peuna HeoCTaThYHOCT, NEKYBAHH C TOAKOXKHO [TpHIarad
EITPEKC, penosHO Aa ce MOHHTOPHPAT 32 3aryba Ha edekT, AebHHHpaHa KaTo JIMICa WIM HaMalABaHe
Ha oTroBopa KbM jeyeHueto ¢ EIIPEKC npu maumeHTH, KOUTO ca ce NOBJIHABAIH OT Ta3H Tepanuia. Toea
Ce XapakTepH3Hpa H ¢ IOCTOAHHO HaMaJIABaHe HA XeMornoOuHa, He3aBUCHMO OT TIOBHINABAHETO HA

no3ata EIIPEKC.

[Tpu xemMoaHanH3HKM NAUHEHTH BE3HUKBAT TPOMOO3H HA IIBHTA, OCOOEHO ITPH Te3H, KOHTO ¢a CKJIOHHH
KBbM XUMOTOHHA WM TEe3X C YCAOKHEHHA Ha apTepHOBeHO3HaTa pucTyna (Hanp. CTeHO03a, aHEBPH3bM H
ap.) Ilpu Te3u NanpeHTy ce NpenopbyYBa PpaHHa PeBH3MA Ha ITbHTA H MpodWIaKTHKA Ha TpoMbo3HTe,
Ype3 MpWIaraHe HalpHMEP Ha alleTUIICAJIMLIIOBA KHCEIHHA.

B m3onupanu citydau ce Habmonasa xunepkamieMus. Ilpu naupesTn ¢ XBH kopHrupanero Ha aHeMHATA
MOXe Jia noBee 0 MOBHUIEH alleTUT M IMPHEM Ha Kaiui ¥ IPOTEUHH. Moke f1a ce HanoXH NEePUOIHYHO
aJanTHpaHe Ha MPeANTHCAHHTE AHAIH3H, 32 Ja € IOAABPAKA HUBOTO HA YpesTa, KpeaTeHHHA ¥ KaJIHA B
JKenaHure rpaHuLy. CepyMHUTE €IEKTPONIUTH TpAOBa Aa c& MOHMTOpHpaT npH naipeHtd ¢ XbH. Ako ce
3a0enexaT NOBHIUICHHA CEPYMHM HHBA Ha KaMHH, TpaOBa Ja ce 0OMHCIIH MpeKpaTABaHEe MPHIOKEHHUETO Ha
ernoeTHH anda 10 KOpPUrHpaHe Ha XUMEePKATHEMHUATA.

Ilo Bpeme Ha MeYESHHUETO HA XEMOAHATHIHM [TAlMEHTH ¢ enoeTH anda, 4ecTo ¢ Hanara yeeid4anaHe Ha
103aTa Ha XEeIapHHa, Thi KATO Ce NOBUIUABA KJIEThYHATA KOHLEHTPAUHA. AKO XENapHHH3a1UATa HE €
ONTHMAJIHA € BH3MOXKHO 3allylIBaHe B JHATH3HATA CHCTEMA.

Ha 6azara Ha gocera chillecTBYBamara HHEGOpMaLis, NPHIOKEHNETO Ha eNOETHH anda npH
NpeaUaM3HH Bh3PACTHH NIAIMEHTH He YBEIMYaBa CTeNeHTa Ha AporpecHpaHe Ha On6peyHara
HEAOCTATHYHOCT.

ITpy HAKOH NALMEHTH OT KEHCKH IO ¢ XpOHHYHA OB0peuHa HEAOCTATHUHOCT, € BB3MOMHO Ja Ce
BE300HOBH MEHCTPYAITUA CIie Tepanus ¢ enoetaH anda. Tpabea 1a ce 06ChM BBE3MOXHO
3a0peMeHsABaHE U Aa Ce MPELEHH HY)KIaTa OT KOHTPALICITTHBH.

Panko e HabnrogaBaHo H3OCTpAHE Ha NopdHpPHATA [IPH NANMEHTH ¢ XpOHHYHA OB0peyHa
HEJOCTATHUHOCT, JISKyBaHM C eNnoeTHH anda. Enoetnn anda tpadza aa ce u310/138a € OBUIIEHO
BHUMaHHE IIPH NalHEeHTH ¢ AUArHOCTHIMpaHa noppupil.

JleyeHye Ha TIAIHEHTH C AHEMHS OpeNH3BHKaHa OT XMMHOTEPAIIHA

CEC ca pactexHu $akTopH, KOUTO OCHOBHO CTHMYJIMPAT MPOH3BOACTBOTO Ha YEPBERH KPBBHH KIICTKH.
EpHTpONOEeTHHOBH peLielITOPU MOTaT Jia & HAMEPAT Ha MOBBPXHOCTTA HA PasIMUHH TYMOPHH KIETKH.
KakTo npH BCHYKH pacTeXXKHH (PakTOpH, TaKa U NPH eII0eTHHHTE HMA CHEMHEHH)E, Y¢ CTHMYHpAT pacTexka
Ha TYMOPHTE. B HIKONKO KOHTPOIHpaHH NPOYUYBaHHA HE € MI0KA3aHO, 94 eTIOETHHHTE nonoﬁpﬂiaa"r

C TYMOPpH.




-  HaMaJleH perHOHAICH KOHTPOJ NpH NAUMEHTH ¢ HalpeAHAN TYMOD Ha rfiaBara Y [UMATa, [10J100KeHH
Ha JIbYETEPAIMA, KOraTo c€ Ipuiara 3a JOCTHraHe Ha XxeMornoOHHOBH HUBA N10-BHCOKH oT 14 g/dl
(8,7 mmol/1}.

- HaMaJieHz o0lla nPeXKHBAEMOCT H TTOBHIIEHa CMBPTHOCT, CBBP3aHa C MPOrpecHa Ha 3a00/aBaHeTo Ha
YETBBPTHA Mecel IPH MMAUHEHTH ¢ METACTATHYEH KapILMHOM Ha I'bplaTa, Noyqyapaily
XHMHOTepaliyg, KOraro ce Npdiara 3a JoCTHraHe Ha XemormoOuuoe Husa 12-14 g/dl (7.5-

8,7 mmol/l).

-  HMOBHILIEH PHCK OT CMBPT, KOTATO CE MpUfara 3a JoCTUrane Ha XeMornobuHosH HuBa 12 g/d!

(7,5 mmol/l} npy maureHTH ¢ AKTHBHO 3N0KAUSCTREHO 3a00NIBaHe, KOWTO He Ca NOIOKEeHH HUTO Ha
XMMHOTEpANuA, HITO Ha JIbYeTepalti.
CEC He ca nokaszaHH 3a IPWIOXKEHHES IIPH TE3M MALHEHTH

ITpu nperieHsaBaHETo Jalld TepalMATa ¢ EMOSTHH anda e NoaXoAALIa NpH OHKOMOTHYHO GOIHH MALHEHTH,
NOMIOKEHH Ha XHMHOTEpanus, TpAOBa Ja ce uMa IpeaBu] BePOATHOCTTA OT 2—3 CeAMHYHO 3aKBbCHEHHE
MekIy npuiaradeTo Ha CEC ¥ MEAYLIMPaHOTO OT HEro MOBHILABaHE GpOs Ha YePBEHWUTC KPBBHH KIETKH
(BepoATHa HEOOXOAMMOCT OT TPaHC(Y3HS HA TIALIHEHTA).

ITopaau HabronagaHaTa MMO-BACOKATA Y€CTOTa HA TPOMOOTHYHHM chxoBHA HHIHASHTH (TCH) npH
OHKOJIOTHYHH nauueHTH, npuemaiy CEC (8. Touka 4.8) To3u puck Tpa6pa ga 651¢ BHUMATEIHO
NpeLieHeH B CPaBHEHHE C OMaKBAHATA 10134 OT JICUEHHETO ¢ emoeTHH alida, 0cobeHO Npd OHKOMOTHYHO
OO0/IHM MALMEHTH C MTOBHIIECH PUCK OT TPOMOOTHYHM CHAOBH HHUMASHTH, KATO HAIP. HAITHOPMEHO TerJIo
M NaupeHTH ¢ aHaMbesa 3a TCH (nanp. nen6oxu BeHo3nM Tpombozu win Genoapodna emboimn). EaHo
M3CHEA0BATENCKO mpoyusate (tpoy4yradeTo BEST) npy xeHu ¢ MeTacTaTUUSH KapiiMHOM Ha I'epAaTa,
NpeIHA3HAYEHO Aa ONMpeleny Aajlu JIeYEHUETo C EIIOETHH allda, KOSTO IPOIB/DKABA H ¢ KOPUTHpaHe
Ha aHEMHATA, MOXKeE /1a TOAOOPH TepaneBTHYHHATE pesynTraTd. CirydauTe Ha TpoMboemOoIna ¢ daTaneH
M3X0f B TOB2 IIPOYUBAHE Ca MO-YSCTH NIPY NAlMEHTH, NOIy4aBallli €NoeTHH anda, OTKOJIKOTO NpPH Te3H,
HOTyJaBaIgH ranebo.

B13pacTHH XUPYPIUYHY NAIMEHTH, BKIIOUEHH B IIPOrpaMa 3a aBTONOXKHO KPBBOMIPEIHBAHE

BewyxH npexynpexxaeHHEs M NpeAnasHH MEPKH, CRBP3aHH C aBTOJIOKHHTE IPENOHOPCKH MPOrpaMH,
ocobeHO pyTHHHOTO obeMo3aMecTBaHe, TpabBa Aa 6paaT chOOaBaHK IPH NAIMEHTUTE, Ha KOUTO C€
NpHIara enoeTHH anga.

BE3pacTHY MalMEHTH, IUIAHYBAHM 34 T'OJIMA CSJISKTHBHA OPTONEIWYHA Onepalis

ITpn naupeHTH, NIaHYBAHH 33 M'ONIEMH €JIEKTHBHH OPTOIIEAMYHK ONepalHH, MPUHHMHATA 32 SHEMMATA
TpsOBa MO BE3MOXKHOCT Aa OBbJe YCTAHOBEHA H JIEKYBaHAa NIPeaK HAYanoTo Ha JIedeHHe ¢ eNoeTHH anda.
TB# KATO CHUIECTBYBA PHCK OT TPOMOOTHUYHM MHUHIEHTH [IPH Ta3H I'pyIia NaiHeHTH, Ta3H BE3MOXKHOCT
TPAOBA BHUMATEMHO A4 OBl OUeHeHA COpAMO TI0N3aTa, IPOU3THYANIA OT NEUSHHUETO ¢ ernoeTHH anda.

ITarmenTHTe, IUIaHYBaHH 3a rOJIEMH €JIEKTUBHK OPTONIeAMYHH OMEepaluH, TpAOBa J1a [oy4aBat
AACKBATHA AaHTHTPOMOOTHYHA NPodUNakTHKa, Thi KATO TIPH XMPYPrUYHHTE NAIHEHTH, 0CODEHO IIPH Te3H
CHC CHITBTCTBAINO KapAHOBACKYAapHO 3a00/IABaHE, MOXKE Ja BL3HUKHAT TPOMOOTHUHM M BACKYJIADHH
MHITWJCHTH. B onbaHeHue, crielManid NpeanasHd MepKy TpAOBa Ja ce B3eMaT IIpH [NaLHMEHTH ¢
[IpeJpasnoNoKEHHE KbM pa3sBUTHE HA ABAOCKH BeHO3HH TpoMOO3H. OCBEH TOBa, IPH MALIMEHTH C
W3XOAHH HUBa Ha xeMoriobuHa > 13 g/dl He Moxe fma ce M3KIIIOUM BE3MOXKHOCTTA JISUEHHETO C eIMOETHH
anda aa OBje CBBP3aHO C [OBHLUIEH PUCK OT MOCTONEPATHBHH TPOMOOTHYHK/BackynapH HHI{HACHTH.

[lopanu ToBa, TOH He TPAOBa 12 ce mpumara npy NANMEHTH ¢ W3XOAHM CTOHHOCTH Ha XeMOrobHHa
>13 g/dl.

To3u nexapcTBeH NPOAYKT ChABPKA Mo-Mako OT 1 mmol Hatpuii (23 4 @_ﬁa
HATpH” QO

4.5  BsamMopelicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH H APHCE GOPAIN £

10



He cpimecTByBaT AaHHH, MOKA3BAlIlH, Y€ JISUEHHETO C €MTOETHH alda NpoMeHs MeTaboau3Ma Ha JpYTH
JIEKapCTBEHH NPOAYKTH. 1'hi KaTO 00aue HUKIIOCIIOPHH Ce CBBP3Ba ¢ YEPBEHHTS KPBBHH KICTKH, HMa
BB3MOXKHOCT 34 NEKApCTBEHO B3aHMOACHCTBHE. AKO €MIOSTHH alda ce AaBa eHOBPEMEHO C

[MKJIOCIIOPHH, KPBBHHTE HUBA HA LMIUIOCHIOpHMH TpAOBa Aa ce npocieaBaT ¥ 103aTa Ha IMKIOCITOPHH aa
ce KOPHIHpa C NOBHUICHHETO HA XeMAaTOKPHTA.

Hama gaHHM 3a Hanuume HA B3auMMoJeHcTBHe Mexxay enoeTHH anda u G-CSF wm GM-CSF no
OTHOIIEHHE HA XeMATOJOrMYHATa JHdepeHIMaIMg Wi nponudepauud Ha npobH oT TyMOpHa BHomCH in

Vvitro. -

4.6 bpemMeHHOCT H KbpMeEHe

HsMma afnexBaTHHE H 1o0pe KOHTPONHpPAHH IPOyYBaHuA pH OpemeHHH xeHU. IIpoyuBaHHa NMpH XKUBOTHH
NOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (B3K. TOuKa 5.3).
CnegoBaTeHo:

- Ilpu nauweHTKH ¢ XpoHHYHA OBOpeUHa HEOCTATHYHOCT, eNOSTHH anda TpsAdBa Aa ce H3MIOA3B4A MO
BpeMe Ha OpeMeHHOCTTa, CaMO AKO MOTEHIHAIHATA 0134 HAABUINABA ITOTEHUHAIHUS PHCK 32 IUIOoA.

- Ilpn 6pemeHHM HITH KbPMEILIH XHPYPriuyHH HAlMeHTKH, y4acTBAIH B ABTOJIONKHA ITPEOHOPCKA
nporpamMa, ynorpebara Ha emoeTyH ajida He e NpernopbYHTEHA.

EputpomnoeTHH ce HaMmupa B kbpmaTta. Ofave He ce 3Hae Jad enoeTHH anda ce pasnpenens B KbpMara.
Enocernn anda tpia6pa Aa ce U3NON3Ba BHHMATENHO NPH MaiKU-KbPMaYKH.

4.7 EdexTH BHLpXY cnoc00HOCTTA 32 modHEpane n padoTa ¢ MAMIEHEA

He e npunoxuMo.

4.8 Hexenans NeKAPCTBEHH Peaxknad

Qomm

Hait-uecTaTa He)KETaHa peakuMA NpH JIEYeHHETO C EMOETHH anda NP OHKOJIOTHYHHM MAHEHTH !
naupieHTH ¢ XBH ¢ 7030-3aBHCHMOTO MOBHIIEHME HA KPBEBHOTO HAJIAraHe HJIM BJIOLIaBAHE Ha
CBHIIECTBYBAIIATA XUIIepTOHMA. TpabBa f1a ce mpoBex/ia KOHTPOI HAll KPBBHOTO HAMMraHe, 0co0eHO npH
3a[I04BaHe Ha deueHneTo (BK. Touka 4.4). JIpyrd YecTH HeXellaHH JIEKApCTBEHH peaklliH, Ha0moxaBaHH
TpH KIHHAYHUTE TIPOYYBAHHMA Ha emoeTHH anga, ca Tpombo3a Ha Aba60KHTE BEHH, HeroapodbeH
eMOONH3BM, THPYOBE, THADHA, raficHe, rIapoboiue, rpunonoaotHo 3abongeane, BUCOKA TEMIIEPATYpa,
oOpHB ¥ noephitiage. I'pHnononodHOTO 3a60a9BaHe BKJIIOYBA riaBobonne, HOJKH B CTABHTE, MHAIITHA H
BHCOKA TEMITEpaTypa, KOWTC Ce MoIy4aBaT 0coDeHO B HAaYaNoTO Ha NEYSHHUETO. HecToTaTra Ha Te3H
ABJIEHHA MOJXKE A BAPUPA B 3aBHCHMOCT OT HHAMKAIMUTE (RK. Tabnuuara no-1oimy).

Cepso3HHTE HEXXEIAHH TEKApCTBEHH PeaKIMH BIIOUBAT BEHO3HY H ApTEPHANHH TpOMGO3H 1 eMbomuA
(BIUTIOYMTEHO HIKOH CAydad ¢ (aTaleH H3XO0H), KaTo TpomMbo3a Ha aeiabokuTe BeHH, GenoapobHu
eME0mH, apTepHaina TpoMG0o3a (BKIOYHTENHO HHQAPKT HA MHOKAPAA H HCXEMHs HAa MMOKap/a),
TpoMDO3a Ha CHAOBETE Ha PETHHATA, M INBHTOBH TPOMOO3H (BKIIOUHTENHO B alapaTypara 3a
XeMogHanu3a). B nonsiHenne, Npy KTMHWYHE NMPOYYBAHHA ¢ eroeTHH aida ce crobuapa ce

MO3BUYHOCHAOBH HHIHICHTH (BKIFOUYHTEIHO MO3bUeH HHPAPKT U MO3bYEH KPHBOU3JIME) H MPEXOAHH
MCXEMWIHU HHUWIAEHTH.

Cr00IIaBaT c€ aHEBPUIMH.

Crpobuiasa ce U 3a peakiii Ha CBPbXYYBCTBHTEIHOCT, BKIIOYHTEIHL
aHaPHIIAKTUYHA peaKIids U aHTHOHEBPOTHYEH OTOK.,
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I1pH naLMeHTH, KOHTO [IPEIH TEPANHKATA C ENOETHH amda ca GHWIHM C HOPMAITHO HAH HHCKO KPBBHO
HAIATaHe, MMa CIIyYaH Ha XMIIEPTOHHYHA KpH3a ¢ CHUEPATIONAaTHA H I'bPYOBE, KOUTO U3HCKBAT
He3a0aBHATA HaMeca Ha nekap. CrienatHo BHUMaHHe TpiA6Ba Ja ce 00bPHE Ha MPOHK3BALIATA MHTPEHO-
noaoOHa O0Ka B rmaBara KaTo BE3MOXKEH NpeaynpeauTe/ e CHIHAl.

Crobiuaea ce pAOKo 3a aHTHTANO-MEARHPAHA afjla3sid Ha 4YePBEHHTe KPBBHHU KiIeTkH 1pH <1/10,000
[alHeHTa, ronuta cneq aeueHue ¢ EIIPEKC, npoapipkino Meceld H FoAHHH (B, To4ka 4.4),

HamoctHiaT npodmn Ha 6esonacHoct Ha E[TPEKC e nmpenener npu 142 naumeHTa ¢ XpoHHYHA

6p0peyHa HEAOCTATHYHOCT H ITPH 765 MAlMEeHTH ¢ pakK, YYacTBANIH B IUIaLe6o-KOHTpOoIupanu, ABOHHO-
CleTH KITMHWYHHA PETUCTPALMOHHHK H3caeaBaHHa. HexkenaHuTe TekapcTBEHH peakliiM ChOOIEHH IIPH
= 0.2% ot naumenTuTe, nexyranu ¢ E[TPEKC B Tezu npoyuBaHus, B JOMBJIHHTEIHM NMPOYYBaHHMA U OT

OITUTA CIICH ITYCKAHC Ha I1a3apa, ca lﬁﬁpﬂEHH [IO-O0IY Criopca CHCTCMO-OpraHHaTa KJ]&CHCbHK&IIHﬂ H
HECTOTA.

YectoTaTa ce onpeaesia KaTo: MHOTO uecTH (>1/10); wect (>1/100, <1/10); neuectu (>1/1,000, <1/100);
peaxu (>1/10,000, <1/1,000); muoro peaxu (<1/10,000). YectoTara ce onpezend KaTo HEH3BECTHA aKO
HeXKEeJIaHaTa JIEKapCTBEHA peakiud He ce crO0IaBa B IUIale00-KOHTPOTHPAHHUTE, ABOMHO-CIIEIIH

KWIHHHYHH PCTHCTPAITHOHHH NIPOYYBAaHHA, HITH KOTaTO 4E€CTOTaTa HE MOXKE Ja C& OIPEACIIH OT ZPYTHTC
HaJTHYHH AaHHH.

BB BCsKa rpyna 4eCTOTH HEXKEJIAHUTE JIEKAPCTBEHM peaKIlMH ca MpeACTaBEHH TI0 MOCOKA Ha HaMajlABaHe
Ha CEpPHO3HOCTTA.,

CHCTEMO-OPraHHA YHecroTa He>kenaHa nekapcTBeHa peaKLiMag
KnacH(PUKALK
HapyiueHudq Ha KpbBTa H Heuectn TpombouuTeMus (paxkoBo-OOIHM

nuMPHATa cCHCTeMA

TALHEHTH)

YecToTaTa € HeM3BEeCcTHA

Annazug caMo Ha YEPBEHUTE KPBBHH
KJISTKH, MEAUKPAaHa OT aHTHTEIIA KBM
epPHTPONOETHHA'

TpomGonmeTeMust (MALHEHTH C
XpoHH4YHa OBOpevHa He[OCTATHYHOCT)

HapyimieHus Ha UMyHHaTa
CHUCTEMA

YecToTaTa € HEM3BECTHA

AHadQrnaxkTHYHA peaKiist
CBpBXYYBCTBHTENHOCT

Hapyiuenus Ha HepBHATa
CHCTEMa

MBpBoro gecti

I'naBoboinne (pakoBo-00MHH NALMEHTH)

Yecrn ['spuoBe (MalfHEHTH ¢ XPOHHYHA
O0bp0peyHa HeNOCTATHEYHOCT)
['maBobonue (MallMEHTH ¢ XpOHHYHA
O650pedHa HeQOCTaTh4HOCT)
Hevectn MoabueH Kp‘LBDHSJIHBi

['spuose (pakoBo-60THM NALHEHTH)

YecroTaTa € HeusBecTHA

MO3BYHO-CH0OB HHIHACHT
T g
XUnepTeH3WHY CHUISOBIQNaTHS

[Ipexoxn A0 SN

Hapywienys Ha OUHTE .

YecTOTATA HE €
W3RECTHA
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CbA0BH HApYIIIEHHA

YecTH

Tpombo3a Ha apndbokuTe BEHH
(pakoB0-0OJIHY NALIACHTH)
XHIIEPTOHHA

YecTOTaTa HE ©

Tpomb03a Ha gBIOOKHTE BeHH

H3BECTHA (mampeHTH ¢ XpoHH4YHa OEOpedHa
HEIOCTATBYHOCT)
Aprepnanua Tpombo3a
XUnepTroHUYHa KpH3a
PecrniparopHH, TpbOHH U Yectu Benonpoben eMBOTHIbM (paxkoBo-

MEQHACTHHAIIHUA HapyIICHHA

O0JIHM MAaLMEHTH)

YecTOTaTa HE €
H3BECTHa

benoapoben eMBOIHIBM’ (NALHEHTH ¢
xpoHnuHa 650peHa HENOCTATHYHOCT)

CToMalnHO-YPEeBHH HAPYILIEeHHS

MHOro uecT

I'agene

Yectu Huapua (paxoeo-O0MHH MALMEHTH)
IToprmaHe
Heobuuaituu Juapua (rauHeHTH ¢ XpOHUIHA
61p0peyHa HeJOCTAaTBYHOCT )
Hapyienus Ha koxara | Yectn O6pus
MOAKOXXHATA THKaH
HecroTaTa He € AHTHOHEBPOTHYEH OTOK
H3BECTHA YpruKapus
Hapymeuns Ha MyCKyJIHO- MHoro yecTi Aprpanrud (nar@eHTH ¢ XpoHHYHa

CKEIIETHATA CHCTEMA, Ha
CBREMMHUTECIIHATA THBKAH H Ha
KOCTHTC

OBpOpeuHa HeqOCTATHYHOCT)

YecTH

Aprpanrus (pakoBO-O0OMHM NALIMEHTH)

HeuectH

Muanrus (pakopo-00JHH MallHEHTH)

YecToTaTa HE €
W3BeCTHA

Muanrig (manyesTH ¢ XpoHHYHA
O6B0peyuHa HeJOCTATHYHOCT)

Bpoznenu, paMHIHM U
TeHETHYHM HapyleHHs

YecToTaTa HE €
H3BECTHA

[Topgupus

O61y HapymeHus M edexTH Ha
MSICTOTO HA TIPHIOKEHHE

MHOI0O 4ecTH

Bucoka Temnepartypa (pakoBo-00nHH
MAIMEHTH )

I'punonogobHo 3abonsaBane (alEeHTH
C XpoHuyHa OpOpeyna
HETOCTATHEYHOCT)

Yectu

['prnonoaocbuo zabonapare (pakoBo-
OONMHM MAlMEHTH)
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YecroTara He € [TepugepHH OTOLM, HEMOBIMSABALIH CE
H3BECTHA OT JIe4eHHE

Bucoka Temnepatypa (NaldeHTH C
XpOHUYHE OpOpeUHa HEIOCTATHUHOCT)
Peakumsa Ha MACTOTO Ha

HIDKEKTHpaHeTo
Hzcneasanus YecroTaTa He € [TonmoAxuTeTHH 3a
M3BECTHA, AHTUEPHTPOIIOCTHHOBH AHTHUTENA
Hapauasanus, oTpaBsHus Yectu Tpom603a Ha MILHTA, BKICUUTEIHO Ha
YCIIOXKHEHHA, Bb3HUKHAIH B anaparypara 3a Auannsa ([alueHTH C
_Pe3YNITAT Ha HHTCPBEHLIMH XpoHHYHa 6p6peYHa HEAOCTATHUHOCT)

"YecToTara He Moxke fa Ob€ ONpeaeeHa OT KIHHAYHUTE OpOyUBAHHA.
2 BKIIOUHTENHO CIy4auTe C JIETANECH H3XO0.

ITapuentu ¢ XbH
Ipy naupenTHTE ¢ XpoHN4YHa 6EOpEeYHA HEAOCTATEYHOCT HHBA HA XeMOrI00OMH, NO-BUCOKH oT 12 g/dl,

MOrart fja ObaT CBbP3aHH C TO-TOJIM PHCK OT CHPAEYHO-CHI0OBH YCIOKHEHHA, BKIIIOUHTENHO CMBPT |
(BXK. TOuKa 4.4).

Tpom603H1 Ha IIBHTA ¢ NIOTy4YaBaT [PH DANHEHTH Ha XeMOIMANH3a, 0C0OeHo NpH Te3H, KOUTO HMAT
TEeHICHLIUSA 3a XHIIOTOHHS, HITH TE€3H, HPH KOHTO apTEepHOBEHO3HATA (PHCTYJIa UMA HAKAKBH YCIIOKHEHHA.

OHKOJOT®YHH NallMeHTH

ITpu pakoBo-60IHM NTAIUEHTH, [TOJTy4aBALIEH JIEKAPCTBA, CTUMYJIMPALIH epUTPOIIOEs3aTa, BKIIOYHTEHO
€IIOETHH aiida, ce crodiiaBa nNo-4ecTo 3a TpoMOo-eMOONMYHN HHITMASHTH (BX. TOUKa 4.4).

XHUPYPrHYHHU TALHEHTH

ITpH naueHTH, IUTAHHPaHH 32 €NeKTHBHH OPTONEIHYHH ONepallMH, ¢ H3XOAHO HMBO Ha XeMorfaofOHHa ot
10 go 13 g/dl, cimydamre Ha TpoMO03a WM CBAOBH YCIOKHEHHSA (TIOBEUETO OT KOMTO ca Tpombo3a Ha
ITBEJIOOKHTE BeHH) B IANOCTHATA MTOMYIALMA HA HALMEHTHTE OT KIMHHYHHUTE H3CIeIBaHHA H3IJIe)Kaa ca

MOAO0HY BBER BCHUKY IPYIH ¢ PazniuHa XO3WPOBKA Ha enoeTuH anda U B rpynara ¢ mnauedo, BhIIpeKu
ye KJIMHHYHUAT OIHT € OrPaHHYEH.

Hewto noeeye, NpU NauHeHTH ¢ H3XOAHO HMBO Ha XeMmorNIobuHa >13 g/d]l He Moxe fa ce M3KITIOUH
BB3IMOXKHOCTTA JIEUCHUETO ¢ eNOeTHH ana a € CBBP3aHO C TIO-TOMAM PHCK 0T NOCTONePATHBEH
TPOMOOTIHYEH WIIH CBI0B HHIMACHT.

4.9 Ilpeaozupane
TepaneBTHYHHTE rPAHHLM Ha €MOCTHH ajidha ca MHOTO ITHPOKH. [Ipeno3HpaHeTo Ha ENOCTHH anda MOoxe
Ila NPEAM3BHK2 €PEKTH, KOUTO ca NPONB/DKEHHE Ha hapMaKoJorHueuTe ¢GeKTH Ha XOpMOHa. AKO

BB3HMKHAT IMPEKOMEPHO BUCOKH HWBA Ha XeMOTWIoOHHa, MOXKe Ja ce u3BspH $pneboromus. Tpabea aa
C€ OCHTYPH JOIBIHHMTENHO MOMAEPXKALLO JIEYEHHE CITOPE HYKIUTE.

5. ®APMAKOJIOIAYHH CBOYICTBA
5.1 PapMakOAMHAMHYIHH CBOHCTBA

ATC xnacuduxamus: B03XA01
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EpUTpOTIOETUH € MITMKONPOTEHH, KOUTO CTHMYJIHMpPA epHTPOIIoe3aTa OT MpeIIeCTBEHHIIM Ha CTBOJIOBHTE
KJIETKH, B KAYECTBOTO CH HA CTHMYNMpall MHTO3aTa baktop u audepeHimpall] XOpMOH.

MonekyiiHaTta Maca Ha epuTponoeTHa ¢ 32 000-40 000 gantona. benTbYHHAT KOMIIOHEHT HA
MOJIEKYNAaTa ChCTABIABA OKONO 58% OT MONEXYIHOTO TEIJIO K Ce ChCTOU OT 165 aMHHOKUCETHHY.
HeTHpHTe BLIVIEXHAPATHH BEPHUrH ¢a CBBP3aHM KbM MPOTeHHA upe3 TPH N-IJIHKO3UIHH Bpb3KH H eaHa
O-rnuko3ngHa Bpb3Ka KeM NpoTenHa. EnoetnH anda, nomyden upes pekombunantia JHK TexHonorud e
TJIMKO3WIMPaH W HACHTHYEH MO0 aMHHOKHUCEITHHHATA CH [OCIIEA0BATENHOCT C EPUTPOIIOETHHA, KOKHTO ce
H30JIHpa OT YPUHATA HA MALKHEHTH ¢ aHeMHA.

Enoerun ajida nmpHTekKaBa Hail-BUCOKATa BE3MOXKHA YHCTOTA, KOATO CHBPEMEHHUTE TEXHOMOTHH
N03BONABAT. KOHKPETHO, TOBA 03HAYABA, Y& HE C€ YCTAHOBABAT OCTATHIM OT KIEThYHATA NTHHHA,

H3MOM3B&Ha 32 ITPOH3BOACTBOTO MY IPU KOHIEHTPALMH Ha aKTUBHOTO BElllECTBO, KOUTO CE MPHJIAraT MpH
HOBEKA.

buonorduHaTta ¢dHKACHOCT Ha €MOETHH anda € JoKa3aHa in vivo MPH pa3snMYHH XKHBOTHHCKHA MOJEIH
(HOpMaIHH M AHEMHYHHM TIBXOBE, TOMHUHMTEMHYHH MUIkK), Criell npunaraHe Ha enoeTuH anda ce

YBEJMYABAT OpOAT HAa ePUTPOLIMTHTE, CTOMHOCTHTE HA XeMOrno6MHa, OpoAT HA PETHKYIOUMTHTE, KAKTO H
CTEIICHTa Ha HHKOPIIOpHpaHe Ha PFe.

Ypes in vitro MeToou (xneThb4YHA KYJTYpa OT clie3ka Ha MULUKH) cliefl HHKyOHpaHe ¢ enoeTHH alda, ce

HabmozaBa MOBMINaBaHe Ha ~H-THMMIMHOBATA MHKOPIOPALMA B €PHTPOMAHHTE HYK/ICOTHIH Ha
KJIETKHTE OT CJIe3Ka.

C noMoilTa Ha KJASTBYHH KyJITYPH OT YOBENIKH KOCTHO-MO3BYHH KIIETKH ¢€ J0Ka3Ba, Y€ ENOETHH alda
CTHMYIIMPA €PUTPOIIOe3aTa ClIeHdHUHO M He NOBIIMABA JicBKonoe3aTa. He € ycTaHOBEHO HIMTOTOKCHYHO
HeHCTBHE Ha €NTOSTHH aiha BEPXY KOCTHO-MO3BYHUTE KIICTKH.

B Tpu miauefo-kOHTpOMHpaHH NpoyYBaHug ca OWnH BKIOUeHH 721 OHKOJIOrudHO OOTHM MalMeHTH Ha
XuMHoTepanua 6e3 IUIaTHHA, kaTto 389 maunreHTH ca ¢ xeMaToJIOrHYHH ManurHeHH obpasysauud (221 ¢
MYJTHILIEH MUENoM H 144 ¢ He-XoauxHOB TUMPOM, KaKTO U 24 ¢ APYrH XeMAaTOJIOTHIHH MAAHTHEHH
obpasypaHua) M 332 nalueHTH CBC CONUAHM TYMOpPH {172 Ha MneyHaTa xUie3a, 64 rHHEKOIOTHYHH, 23
GenoapodHmy, 22 Ha npocraTHaTA Kie3a, 21 Ha XpaHocMHnarenHaTa cucteMa M 30 Ha APYTH OpraHu M
CHCTeMH). B IBe roneMH 0TBOpeHH KIMHHYEH NPOYYBaHKUA ca OWIH BRIIOYEHH 2697 OHKONOrHIHO
OonMHH NauyeHTH Ha XUMAOTepartia 6e3 nmatuHa, ot kouTo 1895 cbe comuanu TymopH (683 Ha muteuna
xnesa, 260 6enoapodun, 174 runexonoruuny, 300 Ha xpaHocMiLlaTenHaTa cucTeMa, 478 npyrH BHNOBE
Tymopu) B 802 nauMeHTH ¢ XeMaTOJIOTHYHH MAJTATHEHH TYMOPH.

B nIpocnexTHRHO, pasAOMU3HPaHO, ABCHHO-CILIIO, IMaueO0-KOHTPOIHPAHO IPOYUYBAHE, IIPOBEACHO HIPH
375 mauMeHTH ¢ aHEMHS ¢ PasIMYHH HEMHENTOHIHM MAJIATHEHH OPOLIECH HA JIEYEHUE ¢ HEIUIATHHOBA
XMMHOTEpANUA ce HabmoaaBa CUrHH(PUKaHTHO HaMaJIeHHE Ha CBBP3aHMTE C AaHEMUATA NOCIeICTBHA
(Hamp. yMOpAEMOCT, HaMaJleHa eHeprusi, HaMalleHa akTHBHOCT), H3MEPeHH Upe3 CAeAHATE HHCTPYMEHTH
H ckann: OyHKITMOHANHA OLIEHKA Ha JIEYEHHEeTO Ha AHEMHATA IIPH OHKQJIOrHUHO 6OIHH NaLUEeHTH
(Functional Assessment of Cancer Therapy Anemia — FACT-An) o6ma ckana, FACT-An ckana 3a
ymopaeMocT H OHKOJIOrHYHa JuHeliHa ananoroea ckana (Cancer Linear Analogue Scale — CLAS). [lge
APYTH NO-MaJIKy, paHAOMH3HPaHH, INane6o-KOHTPONMpPaHH NPOYYBaHHS NOKA3BAT CHTHH(GHKAHTHO
NOBJHABAHE HA MAPAMETPUTE 3a KAYE€CTBOTO Ha JKHMBOT, oTpazenn Ype3 EORTC-QLQ ckana unu
pecriekTrBHO CLAS ckana.

EpurponioeTrH € pacTexkeH (HaKTop, KOMTO OCHOBHO CTHMYJIHpa MPOH3BO

KIETKH. EPHTPONIOSTHHOBH PELEITTOPH MOTAT A2 ¢& HAaMEPIT Ha TOBLD
KJIETKH.
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[lpexyBaeMOCTTa ¥ TYMOPHATa IPOTPECHs ¢a MPOYYEeHH B I1€T MoJIEeMH KOHTPOIMPAHH NPOYyYBaHUsd, ¢
Y4acTHETO Ha 0010 2833 mauMeHTH, OT KOMTO YETHPH ca ABOHHO-CNENH MIauebo-KOHTPONHPaHH H €IHO
€ OTBOPEHO NpoyuBaHe. [Ipu nmpoyypaHuaTa ca BRITIOYEHH MALUEHTH, KOUTO Ca JIEKYBaHH C
XHMHOTEpanuA (JIBe IPOYYBAHMA) MIIH IpYIIH MallHeHTH, pH kouTo CEC He ce nmokasaHH: aHEMHA IIPH
TIalMEeHTH ¢ TYMOPH, KOWTO HE Ca Ha XUMHOTEpAallHA H NMAlHEeHTH C TYMOPH Ha IllaBaTa ¥ Ha [UHATA,
JIEKYBaHH C TpUeTepanns. TapreTHara XeMOTIOOHHOBA KOHLICHTpALUA TIpH JIBETE ITPOYIBAHHA €

>13 g/dl; a B apyrure Tpu npoyueanni € 12-14 g/dl. B orBopeHoTO NpoydYBaHe HsMa pa3iivka B obmaTa
MpEXKUBAEMOCT MEXIY NALUCHTHTE JICKYBAHH ¢ peKOMOHHAHTEH YOBELIKH CPUTPONIOETHH M KOHTPONHATZ
rpyna. B yetupure faneto-kOHTpONHpaHH NPOYYBAaHUA CHOTHOLIEHHETO HA PHUCK CIIpIMO ofOLaTa
IpeXHBIEMOCT BapHpa Mexay 1,25 u 1,47 B nosza Ha KOHTpONHATa rpyna. Te3d npoy4YyBaHud NOKa3BaT
YCTOHYHMBA, HEOOACHUMA, CTATHCTHYECKH 3HAYKMMA MIOBHIIIEHA CMBPTHOCT IIPH NAUHEHTH, KOHTO HMAT
aHeMHA CBEP3aHa ¢ Pa3nTW4HH BUAOBE TYMOPH H KOHTO NOMy4YaBaT PeKOMOUHAHTEH YOBEUIKH
EPUTPOIOETHH, B CPABHEHME C KOHTPOJIHATA I'pyna. Pe3yataTsT oT obmara npexMBIeMOCT B
MpOy4YBaHETO HE MOXKe Aa 6Bae 3amoBonmHTeNHO O0SICHEH ¢ pa3THYHAaTa YeCTOTa Ha TpoMOO3HTE |

CBBP3aHHTE YCIIOKHEHHA MEeXIY KOHTPOJIHATA rPyIia ¥ [IPHeMAalIHTe peKOMOHHAHTEH YOBCIIHH
EpPUTPOIIOCHHH.,

IIpoBeaeH € 1 cicTeMeH nperien BKOYBaIl Haa 9000 CHKONOrHYHHE NAHMEHTH, YHACTRAM B 37
KIMHUYHYA NpoyYBaHMs. Mera-aHanu3sT oT JaHHHATE 32 0011aTa MPEeXXHBASMOCT NPEAOCTABAT OLEHKA Ha
CHOTHOLIEHKETO Ha puck oT 1,08 B momnza Ha kourponHarta rpyna (95% Cl: 0.99, 1.18; 42 npoyusanus
8167 maumentH). Habmronaga ce mopuilleH OTHOCHTEIEH pHCK OT TpomboeMOomuny uHIMaeHTH {RR
1.67, 95% CI: 1.35, 2.06, 35 upoyurauua ¥ 6769 nanuenTH) Npu NaiMeHT! JeKyBaHu ¢ peKoMbMHaHTeH
YOBEMKH EpUTPONIOETHH. ChIIECTBYEA NOBHIIEH PUCK OT TpOMO0EeMOOIMYHY HHLIMISHTH IIpH
OHKONIOTMYHM NAUKMEHTH NekyBaly ¢ pekoMOuHaHTeH YOBSUIKY SPUTPONIOSTHH M HE MOXKE ia C& M3KIIOYH
OTpHLATENHO 00110 BMHAHHE BBPXY IpekuBieMocTTa. He ¢ ACHO A0 KaKBa CTENEH TEe3H PE3YATATH Ca
ChHpP3aHH C NPUIOKEHHAETO Ha peKOMOMHAHTEH YOBEIIKH €PUTPOTIOETHH HA OHKOIOTHYHH TALHEHTH,
JIeKYBaHH ¢ XMMUOTEPANHY, 32 ACCTHIaHe HAa KOHLIEHTPalHg Ha XeMoryioOHH no-maiko ot 13 g/dl,
3AMI0TO CAMO HAKONKO NAallMEeHTa ¢ TE3H XapaKTePUCTHKH Ca BKIIOYEHH B NMperjicaaHHTe JaHHH,

3.2 PapMaKOKHHETHYHA CBOHCTBA

WNuTpapeHO3HO IPHIIOKEHHE

H3mMeppanug Ha enoeTHH anda ciieg MHOrOKpaTHO HHTPaBeHO3HO IPUIAaraHe ca nokasaiH BpeMe Ha
MOJYXKUBOT OT NPHONU3UTENHO 4 Yaca NpH 3ApaBH NOOPOBONIIH H B U3BECTHA CTENEH MANIKO YABJDKEHO
BpeMe Ha MOMYXKUBOT ITpH NAaLMeHTH ¢ 6B0peunHa HegocTaThUHOCT, IpUbIH3UTENHO 5 9aca. BpeMe Ha
MONYXHBOT IPUONMH3KUTENHO 6 Yyaca € ZOKIaABAHO NPH Aera.

TIoAXOKHO PHITOKEHHE

Crnell OAKOXKHO MEDKEKTHPaHe CEPYMHHTE HHBA Ha €TOETHH ada ca 3HAYKTEINIHO [10-HHCKH OT HHBATA,
NIOCTUIHATH CJIE]] HHTPAaBeHO3HO HiDKEKTHpaHe. CepyMHITE HHBA C€ YBEJIHYaBaT OABHO H MOCTHIAT
MakCHMAaJIHH CTOMHOCTH Mexay 12 u 18 yaca cnen npunoxkeHneTo. MakCHMaHHTE CTOHHOCTH Ca
3HAYHTEITHO IIO-HHCKH OT MAKCHMAJIHHTE HHBA, JOCTHI'HATH IIPH HHTPaBSHO3HO ITPHIOXKEHHE
(mpubnuzurento 1/20 or croiinocTure).

He e nabmoiasano HATpyNBaHe: HHBATA OCTABAT CHIIMTE, HE3ABUCHMO JAMHU C& oNpeaenar 24 qaca cnex
TbpBaTa HIDKEKUHS WIH 24 ciel nocaeIHaTa HHKEKITUA.

BpeMero Ha NOJIy;KMBOT IPH HOAKMKHO MPHIOKEHHE Ce MPELICHIBA TPYAHO U C Ha OKoNo 24

yaca.

BHOHAMTHYHOCTTA HA IONKOKHO HMEDKEKTHpatns eNoeTHH anda ¢ MHOTO
BCHO3HO NPHIOKEHHE Ha JIeKapCTBEHHAS NPOAYKT: Npubmmsutento 20%
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3.3 IlpeaxkNTMHHYHEA JAHHA 32 6€30MACHOCT

[Ipy HAKOH NpeIKTHHHYAH TOKCHKONOTHYHH NPOYYBAHHA BEPXY Ky4eTa H IUIBXOBE, HO HE H BLPXY
MaMyHH, TeYeHUETO © enoeTuH anda ¢ 6Mio CBLp3aHo ChC CYOIIIMANYHA KOCTHO-MO3bYHa PUOpO3a
(TOBA € No3HATO YCIOXNHEHHe NPU XpoHW4HA Op0peYHa HeOCTATHUHOCT NIPH YOBEKa U MOXe a Obae
CBEP3aHO C BTOPHYEH XUIIEPIIAPATHPEOHANIEM UK ¢ HEW3BECTHH (akTOopH. YecToTaTa Ha KOCTHO-
MO3B4YHA (ubpo3a He ce e MOBHINKIIA PY NIPOYUBaHe HAa JHATH3HU AMEHTH, KOUTO ca OXIIM NeKyBaHH ¢
enoeTHH allda B MpOAL/DKEHHE HAa 3 TOMHH, B CPaBHEHHE ChC CHOTBETCTBAIA KOHTPOJIHA IPyTia
NAaUMEeHTH Ha XeMOIUAIH3a, KOUTO He ca OMIH JIEKyBaHH ¢ €MOETHH alda).

[Tpu npoydBaHus BbpXY JKMBOTHH €MOCTHH aJI(ha [TOKA3Ra [IOHKABAHE Ha TEIECHOTO TEI10 HA IUI0JAa,
3a0apsHe HA NMpOLECca HAa OCU(DHKALIMA H TIOBHIaBaHe Ha (peTanHaTa CMBPTHOCT, KOTaTO € MpHIaraH
CEAMHYHO B 103U NpHOMH3UTENHO 20 ITETH [10-BUCOKH OT NPENOPEUMTENHATA CEAMUUHA 1024 IPH XOpa.
Te3u U3MeHEHNA ce HHTEPIIPETHPAT KATO BTOPHYHM IO OTHOLICHHE HA HAMAJISBaHE HaJJaBaHETO Ha
TEIECHOTO TErNQO HA MAKKUTe,

Enoetrs anda He NOKa3Ba HUKAKBHA URMEHEHRA B DaKkTepHanHa KIeThYHa KYNTYypa, KaKTO H B KITIeThYHA
KynTypa oT 0O3aHHMIM NIPH TECTOBE 38 MYTAT€HHOCT H INPH in Vivo MUKPOHYKJIEdpEH TECT NPH MHULIKH.

JBAroTpadHu H3CIeBaHHA 3a KAHLIEPOTeHHOCT HE ¢a MPOBSXKIaHH. B uTepaTypaTa CBINECTBYBAT
IIPOTHBOPEYHBH CHOOLIEHHA OTHOCHO BEPOSTHOCTTA EPUTPOIIOSTHHHUTE Ja HMAT HAKAaKBa poJia IIpH
TyMopHaTa nponudeparpas. Te3n cpo0meHns ce OCHOBABAT Ha In Vitro H3cne1BaHHA HA YOBEIIKH
TYMOPHH Npo0H KaTo B KUIMHHYHA CHTYAllMd T€ HAMAT 3HaYHMOCT.

6. PAPMAINEBTHYHHA JAHHH

6.1 COgchLK Ha BEOMONHATE BeIecTBA

[Tonucopbat 80
I'mymuH
Boaa 3a HrbkekIHMH

Hatpuer auxuaporendochar guxuapar
Hunatpuep docdat qpuxuapar
Harpues xnopun

6.2 HechBMeCTHMOCTH

I'lpy nmunca Ha JAHHK 33 ChBMECTHMOCT, TO3H IEKAPCTRSH MPOAYKT He TpaGsa Aa ce cMecsa ¢ ApYyTH
JIEKapPCTBEHH MPOAYKTH.

6.3 CPpOK Ha roaHoCT

18 Mecena

6.4 Croennainy yCI0BHA HA ChbXpaHeHHe

Ha ce cexpaHapa B xnaguiruk (2° go 8°C). Tesu TemnepaTypHH H3IHCKBaHHA TPpA0Ba 42 Ce cnas3pat

CTPHKTHO 10 MOMEHT2 Ha npuiiokeHHE. Jla ¢ce CrXpaHABa B OPUrHHANHATA ONAKOBKA ¢ LIeN Ja ce
npeanasu oT CBeT/IHHA. Ja He ce 3aMpa3sBa Wi paskiama.

IIpu ambynaTopHa ynotpeta, mauueHTET Moxke na u3ganu EITPEKC
[IPY TEMIIEpaTypa He NOo-BUCOKa OT 25°C, eIHOKPATHO, 34 He-TIOBEY

CHLXpaH4Ba

6.5 llapan 3a OMAKOBKATA
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OnakoBKH OT 6 NpeaBapHTEHO HATHIHEHH CIIPHHLIOBKHA (CTHKIIO THI 1) ChC ClIEAHMTE KOHLICHTPALIMH:
- 0.5mi(1000IU)

- 0.5 ml (2 000 IU)

- 0.3 ml (3 000 IU)

- 0.4 ml (4 000 IU)

- LOml (10 000 IU)

¢ Oyrano (ryma ¢ Te(pJIOHOBO IOKPHTHE) M MTIIA CHC 3aIMHTA (r'yMa ¢ OJIMIIPOITIANCHORO IOKPHTHE) B
ofezolacqaBau0 YCTPOHCTRO (KONONHECTEP ¥ NONMKApOOHAT) 3aKpelieHH KbM CTIPHUHIIOBKATA.

6.6 Cuenganng NpeJnasEd MepKH IPH H3XBLPJAAHE B padora

Jla He ce npMnara HHQY3MOHHO WK 3a€THO C APYTH JEKApCTBEHH Pa3TBOPH.

1lpenu ynorpeda ocrasere cnpuHuoskata EITPEKC na rpectou 1okaro JOCTUrHE CTakiHa TeMIlepaTypa.
Tora obuxHOBeHO oTHeMa 15-30 MHHYTH.

To3u nekapcTeeH NpoAykT He TpAOBa da ce Npuiiara U TpAOBa Aa C€ H3IXBBPIH aKo:
- € Hapyll€Ha [IeJI0CTTa Ha OIMaKOBKAaTa;
- TE€YHOCTTA € OLIBETeHA WJIM Ce BIOKAAT YaCTHIIM, [UTyBallll B HEA,
- 3HaeTe WIH MHCIHTE, Ye MPOOYKTET MOXE CiTydyaiiHo Aa e OWiI 3aMpa3iBaH;
-  XJNAJWTHUKBT, B KOUTO c€ ChXpaHaea € Oun nospeaecs.

To3n nexapcTReH NPOOYKY € IpEIHA3ZHAYEH CaMO 32 efHOkpaTHa yrotpeba. [Ipunoxere camo eana nosa
EINPEKC ot BcAka crpMHIIOBKA CAe OTCTPAHABAHE HA HEHYXXHOTO KOJIHMECTBO PasTBOpP Npean
MIDKEKTHpaneTo. Bok. Touxa 3 oT nrcTopkara 3a nanueHTa “Kak aa npunarare ETIPEKC™.

KbM npeaBapuTeHO HaITBJIHEHUTE CIIPHHIIOBKH € NMpUKpeneHO 0be30racaBalio yCTpOMCTBO 34
peAnazBaHe oT YOoxKaane ¢ uriara cnen ynorpeba. Jlucropkara 3a naldeHTa ChAbPKA ITHIIHH
WHCTPYKLHMHM 32 HAUWHA Ha ynoTpeba Ha npeaBapUTEIHO RANMBIHCHUTE CIPUHIIOBKH.

Hen3snmon3BaHYAT NpOOYKT WIH OTIAABYHHTE MaTepHAIH OT Hero TpadBa Aa ce H3XBbPJIIAT B
CHOTBETCTBHE ¢ MECTHMTE H3UCKBAHHA.

7. IIPATEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEDBA:

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

1000 Ljubljana

Crosenus

Ten.: 02 489 94 00

Daxc: 02 48994 11

8. HOMEPA HA PAZPEIIEHHETO 3A YIIOTPEBA

20000191 — 1 000 IU
20000188 -2 000 TU
20000190 -3 000 IU
20000187 -4 000 IU
20000189 - 10 000 TU

9. TATA HA IIGPBO HA PAZPENIABAHETIOTHOBAB
YIIOTPEBA
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Hata na mepBO pazpeienne: 26 cerrrespu 1990 r.
Jlata Ha nocieAHO noaHORABaHe: 15 derpyapu 2006 .

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

07/2008
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