KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

U3NLAHUTEAHA ATEHUMS N0 NEKAPCTBATA
Kpamwa xapaxmepucmuxa M8 npodyxma - Mpunowesue 1

1. UME HA JJEKAPCTBEHUS INPOAYKT

EIPEKC 40 000 IU/ml, ui>keKLIHOHEH pa3TBOP

2. KAYECTBEH U KOJIHYECTBEH CHhCTAB

Enun dnakoH ot 1,0 ml, ceaspaxa 40 000 IU (336,0 mukporpama) ermoetvH anda (epoetin alfa)

*IIpou3Be/ieH B KJIETKHM OT AHYHUK Ha KUTaHCKHM XxamcTep upe3 pexombuHantHa JJHK TexHomorns

3a MBJIHKA CITUCHK HA IMOMOINHHUTE BellleCTBa BK.Touka 6.1.

3. JEKAPCTBEHA ©®OPMA
HUHxeKLHOHEH pa3TBOP.

BHCTBD Ge3LBETEH PaszTBOP.

4. KINMHAYHHA TAHHH

TEpﬂl’lEBTH"IHH NMIOKA3IAHHA

- JleueHue Ha aHeMHd 4 peAylUHpaHe Ha HEOOXOOUMOCTTA OT TPaHC(HY3US IIPH BH3PACTHH IMALIMEHTH Ha
XUMHOTEPANHS ChC COTUIHH TYMOPH, MAITMUTHEH TUM(OM, KU MYJITHILIEH MHEJIOM, C PHCK OT
TpaHCYy3us, NpelleHeH Bb3 OCHOBA Ha 001I0TO ChCTOSHHE Ha DaLMeHTa (Hamp. ChpPAeYHO-ChIOBO
3a00/sIBaHE, AHEMHSA, AATUpalLA IIPEAH 3aI04YRAHE JISUSHHETO C XUMUOTEPAIHS).

- ETTPEKC Moxe fa ce U3M0JI3Ba 32 yBeM4aBane Ha Opos Ha epUTPOLIMTHTE NpY NAlMEHTH,
BKJTIOYEHH B Mporpama 3a npeaBapuTeIHO B3eMaHe Ha aBTONOKHA KpbB. YHoTpebaTa My MpH TOBA
[IoKasaHWe TpAOBa Ja ObAe NpeuM3npata ¢ orjiel choOlaBaHuA PUCK OT TPOMOOEMOOIHYHH
HLUAeHTH. JleueHueTo TpsaOBa na ce Mpuiara caMo Npy MauyeHTH ¢ yMepeHna anemus (Hb 10—

13 ¢/dl1 [6,2—-8,1 mmol/l], 6e3 xes1e3en AeHUUT), AKO KPBBOCHXPAHABALIMTE MPOLEAYPH Ca
HEBB3MOXKHU MY HEJZOCTAThYHY, KOTATO TUIAHOBATA OTCpaling M3MCKBA oMM 00eM Kpha (4 unu
MoBeYe eAMHULM KPBB 3a JKeHH H 5 WIH [10BeYe SAMHULIM 34 MbXKE).

- EIIPEKC moxe ja ce M3M0JI3Ba 33 HaMalIsBaHe Ha HE0OXO0AHMOCTTA OT NIPeNIMBaHe Ha ajloreHHa KpbB
[pH BH3PACTHH NMALMEHTH O€3 xKene3eH AeULMT [IpeIH ronsama IUIaHOBa eEeKTHBHA OpPTONe AUy Ha
oneparys MpH HAIMYHE Ha TONAM PHCK OT XeMOTpaHC(QY3HOHHM yCIOXKHEHHs. YioTpebara Tpsabsa
na 6bAe IpeAMMHO MPH NalUeHTH ¢ yMepeHa aHemus (Hb 10-13 g/dl), npy xouTo HAMA BE3MOXKHOCT
33 BKIIIOYBAHE B TIPOrpaMa 3a NMpeABapUTEIHO B3EMAaHE Ha aBTOJI0)KHA KPEB U C€ OYakBa VMEpeHa
kpbBo3aryba (900 go 1800 ml).

IMEPHOMNEPATUBHHA YCIIOBHA.

JO3HpOBKA H HAYHMH HA IIPHIOKEHHE

HayuH Ha OpUIIoKEHUE




KaxTo np# BCHUKH APYTrd JIEKapCTBEHH IIPOAYKTH 3a [TAPEHTEPaTHO ITPUITOXKEHHE Mpeau ynoTpeba
TpsAOBa Ja ce npoBepH, Ye HAMa HaJlHYUe Ha YACTHIIM WK ITPOMSHA B 1[BeTa Ha MHXKEKIHMOHHUS pa3TBOP.

a) HHTPABEHO3HO HIDKEKTHpaHe: HIDKEKTHpa B NpOoABJDKEHHE Ha noHe 1 Ho 5 MUHYTH, B
3aBUCMMOCT OT obuiaTa go03a.

[To-GaBHO MHXKEKTHpPAHE CE MPENnopbYBa [PH NaUWUeHTH, Pa3BUIY FPUIONOA00HH CUMITTOMH.

He TpsadBa aa ce ppBeXKaa Ype3 BEHO3HA HHQY3US WIHK J1a CE CMECBA C APYTY JIEKapCTBEHU MPOAYKTH.
0) MOAKOXKHO IIPHIOKEHHE: MAKCHMATTHUAT 00emM ot 1 ml 32 eqHO MACTO HA UHXKEKTHPaHe HE
TpsadBa na Obae npesuinaBal. [Ipyn HeoOxoAUMOCT OT MO-rofieMy 00EMH 3a MEXKEKTUpaHe, TPAOBa fa ce

U3TTO3BaT [MOBCYE OT CAHO MACTO 3a HHXKEKTHPAHC.

WiokexTpaHeTo Tpsa0Ba a cTaBa B o0JaCcTTa Ha KpaWHHLUTE WK NPEeIHATA KOPeMHA CTeHa.

JleyeHUe HA MAUMEHTH ¢ aHEMHUS OpeNM3BHKaHa OT XHMHOTCPAIIHI

EITPEKC tps6Ba na 6b€ Mpriarad MoJgKOXKEHO Ha MALMEHTH C aHeMHU (T.e. IPH KOHLIEHTPAaLHy Ha
xeMmornobun <10 g/dl [6,2 mmol/l]). CuMmroMuTe HAa aHeMUS K TIOCJIEAOBATEHOCTTA UM MOTaT Ja
BApUpPAT CIOpe/] Bh3pacTTa, [I0JIa M 00InaTa TexecT Ha 3a00JIIBAHETO; HeOOX0HUMa € AEKAPCKa OLIEHKA
Ha ChCTOSHHETO U KITMHHYHUA KYpPC 3a BCEKH IAlIHEHT.

[Topanu pasnuuusTa MEXIY MAlMEHTHTE, MOXKe a ce HabmoJaBaT HHANBHAYAAHHU HHMBa Ha XeMOrnoOHUHa
Ha HallHeHTH HaJ WU N0 XeMaHuTe. BapuabunHocTTa HA XemornoOuHa TpsiGBa 1a ce KOpHIrupa upes
afjanTHpaHe Ha JO3WTE, KaTo ce ChOnoaBa xenaHus oOXBaT Ha HyBaTa Ha Xxemornobuna ot 10 g/dl

(6,2 mmol/l) zo 12 g/dl (7,5 mmol/1). TpsaGea aa ce u3bArea noabpKaHe Ha HUBA Ha XeMOIJIOOHHA ITO-
prcoku ot 12 g/dL (7,5 mmol/l); ITo g0y e npencTapeHo phkOBOACTBO 3a MOAXOAALIO aAANTUPAHE Ha
103aTa, KOraTe HHBaTa Ha Xemornobuna mpesuwar 12 g/dl (7,5 mmol/l).

EnoeTHH anda Tpabpa n1a IpoIsKM J1a C€ MpUWiIara Ao ¢IHH Mecel] cliell NPUKIIOYBaHE Ha
XUMHOTEPATIUATA.

Hauvanuarta nosa e 150 IU/kg, nipuimoxeHa MoAKOAKHO TpH I1bTH ceaAMHU4HO. EPREX cvimo moxe ja ce
IpYAara NMoJKOMHO BEHBK CeAMUAYHO ¢ HadanHa 1o3a ot 450 [U/kg. Ako cnell YeTUpUCEAMHYHO
neueHre XxeMor1oOuHbT ce € yRenudnua noHe ¢ 1 g/dl (6.62 mmol/L) unu 6posT Ha peTUKYIIOLMTUTE CE €
yBearuwit > 40 000 knerku/pl Hag M3X0AHOTO HUBO, Ao3aTa TpsOBa aa octane 150 IU/kg 3 meTH
cenmuuno win 450 [U/kg BeaHbK ceAMAYHO. AKO HHBOTO Ha XeMOoT/100UHa ce e nosuinwio ¢ <1 g/dl
(<0.62 mmol/L) u 6posar Ha peTuxyaoLMTHTE ce e yBestuuwl <40 000 xnetkw/pl Hag M3XOAHOTO HHBO,
nozata Tpabsa fa ce ysenduu zo 300 IU/kg 3 npTH ceaMHYHO. AKO Cle HETHPHCEAMUAYHO
nonbaauTeHOo geyeHue ¢ 300 IU/kg Tpu nbTH CeAMHYHO HUBOTO HA XeMOIJIOOHHA ce € MOBHLIMJIO C

>1 g/dl (= 0.62 mmol/l) win 6poAT Ha peTukynoLuTHTE ce € yBemuuna 240 000 wieTkwn/pl, nosara Tpsdsa
xa ocraHe 300 IU/kg 3 TR ceaMHUYHO. AKO TIpH foKauBaHe Ha XeMornobuxa ¢ <1 g/dl (<0.62 mmol/L)
H yBejiM4YaBaHe Opos Ha peTukynouuTHTe ¢ <40 000 xieTku/pl Hag U3X0AHOTO HUBO MTOBJIMSBAHETO €
He3aJ0BOJIMTENHO, JIeueHHeTo TpAOra Aa Obae npeycTaHOBEHO. lIpenopbUnTEe I HHAT JO30B PEIKUM €
onycaH B CI¢AHATa JUarpama:




150 [U/kg 3x/cemMHIHO
uny 450 TU/kg BeOHBX CEAMHYHO

[TopumaraHe
Opos Ha
PETHKYNOLMTHTE Tapreren Hb
2 40,000/l < 12¢g/dl
HAH Bt
[OBULLIABAHE Ha [ToBniaBaHe
Hb Opos Ha
> 1 g/dl PEeTHKYTOLHTHTE
2 40,000/ul
P unu nopumasaHe |
150 IU/kg 4 ceam. b
3X/CeIMUYHO o g
Han 450 [U/kg
REJHBXK
CeIMUYTHO
flopuimaBaHe
Opos Ha 4 cenmM.
| peTHXRYTOUMTHTE
P < 40,000/pl une [P 300 IU/kg
MOBHIlIABAHE HA 3x/ceAMHYHO
Hb
<led [TopuimasasHe
Opog Ha
PETHKYIOLUMTHTE
< 40,000/1l unu
MIOBUIIABAHE HA [TpekncBane Ha
| Hb —P  TeYeHUETO
< 1 g/dl

[TauueHTHTe TpsAOBa Ja OBAAT CTPUKTHO HAOMIOAABAHY 34 OCUTYpSIBaHE U3MOM3BAHETO Ha HaH-HUCKATA
ozobpeHa 103a Ha CTUMYJIHpaIIuTe epuTponoesara cpeactea (CEC) ¢ koaTo ce nocTura aiekBaTeH
KOHTPO!T Ha aHEMUATA U HEHHHUTE CUMIITOMH.

Kopuzupane na 0o3ama 3a nOObpICane Ha KOHYeRmMpayus Ha xemoanoburna meaxcoy 10 g/dl — 12 g/al

Ako xeMorsioOmMHa ce nopuinaea ¢ noeeve ot 2 g/dL (1,25 mmol/l) MecedHo Wiu JOCTHIHATUTE
XeMOrIIOOMHOBUTE HUBA HaAXpepaatT 12 g/dl (>7,5 mmol/l) nozara Ha enoeTuH anda TpadOBa na ce
peayuupa ¢ 25-50%.Ako xemornobunst Haaeuiu 13 g/dl (8,1 mmol/l), npekbcHeTe TEpanuATa a0
cnagaHeto my nox 12 g/dl (7,5 mmol/l), cnex xoeto e HeodxO0AUMMO fa ce TOTHOBHU IIPUIAraHeTO Ha
enoetH anda B xoza 25% MNo-HKUCKa OT NPEAUIIIHATA.

Bb3pacTHH XUPYPrUuYHHY MAUMEHTH, BIIIOYEHHW B IPOrpaMa 3a aBTON0KHO KPBBONPENHBAHE:

Tpa6sa na 6be U3NON3BAH HHTPABEHO3HHUAT T Ha BhBEXJaHe. I1pu B3eMaHeTO Ha KpbB, IIOETHH anda
TpsOBa Aa ce mpunara ciel NpUKJIIoYBaHe Ha [IPOUEAYpaTa [0 KpbBOAAPSABAHE.

[TaLleHTHTE ¢ YMepeHa aHeMHUs (XeMaTOKpHUT Mex Ay 33-39%), usuckpally pe/IBapHTEIIeH NENO3UT 2 4
eIMHHULY KpBB TpAOBa Ja OpaaT nexysady ¢ enoetd ainga ao 600 IU/kg, nsa neTH CEAMMYHO B
NMPOABLJDKEHHE Ha 3 ceAMULIM npeau onepanusaTa. [1pyu To3m pexxuM Ha IpHIOKEHUE € Bh3MOXHO a
OTNaAHAT >4 eUMHUIH KphB npu 81% OT nalMeHTHTE, Ha KOMTO € NMPUNOKEH EIIOSTUH all(pa B CPaBHEHHE
¢ 37% OT manMexHTHTE, M3NOoI3BalK rauedo. JleyeHHeTo ¢ enoeTrH and)a HaMaligBa He0OXOAUMOCTTA OT
BJIMBaHE HA XOMOJIOXHa KpBB ¢ S0% B CpaBHEHME C MMALIMEHTH, Ha KOUTO TO He € NIpUaraHx.

. BcHUKM nanyMesTH, NeKyBaHH C €OETHH alda € HeoDX0AMMO [1a NOoTyYaBaT JONBIHHTENIHO KOMHYECTRO
xeisso (Hanpumep, nepopanao 200 mg AHEBHO €EMEHTAPHO JKEJIA30) 110 BPpEME Ha LIENHs Kype Ha
nedeHye ¢ enoetuH anda. C 1ieN NOCTUIAHE HA 3HAYUTENTHH JKENIe3HH 3aM1acy, Peaq Hayanor

TpﬂﬁB& na 6pae H3MOA3BAH MOAKOKHHUAT [T HA BEBEXKIAHE.



[IpenopbunTesnnuaT 10308 pexum e 600 [U/kg eroeruy anda, BeIHBK CEAMHYHO B MIPOAB/DKCHYE HA 3
ceamuun (auu 21°, 14™ u 7") npeau onepaiusata U B IeHd Ha OnepaTHBHATA MHTepBeHIMA. B cirydait,
Y€ C€ Hafara Ja ce ChbKpaTH BPEMETO IIpeAU OMEepalluiTa Ha I10-MAalIKO OT 3 ceAMULIM TpAOBa Ja ce JaBaT
no 300 [U/kg axesno 3a 10 nocnenoBaTenHy JHU O ONEPaLMATA, B ACHA HA ONEPALMATA H 0 YeTBHPTH
IeH ciiell Hes. 1lpu nposexxaaHe Ha XeMaTOIOTHYHH H3CIIEABAHHUSA B NIPEIONEPATUBHUSA NIEPHOL,

MOKA3Balll{ HUBO Ha XeMorinobuna 15 g/dl wiu mo-ercoko, TpAOBa a ce NpeyCTAHOBH IPWIAraHeTo Ha
€0ETHH aiha ¥ 1a HE Ce NIPUEMAT ClleIBallH NO3H.

Heobxoaumo e na 6bae MOTBBPACHO, e TIPH 3aI04BAHE HA JICUEHHETO MAUHEHTHTE HAMAT Kele3eH
neduuyt. [lo BpeMe Ha N€UEHHETO C enoeTrH anda BCHYKH MalMeHTH TpA6Ba 1a NIONYYaBAT aI¢KBAaTEH
MPHEM Ha XKesia30 (HanpuMep, nepopanHo 200 mg JHEBHO eNeMEHTAPHO XKelA30). AKO € BB3MOXKHO,
[MPUEMBT Ha XKeJ1930 TPpAOBA [a 3aN04HE NpeAH HAYAIOTO Ha JICHEHHETO ¢ eOeTHH aida ¢ LIed JOCTHraHe
Ha 8JI€KBATHO KOJIMYECTRO 3aMac Ha JKeIs3o0.

4.3  IIpormBOomokKazaHus

HﬂﬂHﬁHTH KOHUTO Ca PA3BHJIH allla3vAa HA YCPBCHHUTE KPBBHHM KJICTKH BCIICACTBHE Ha IeHeHHUE C HAKAKBB

€PUTPONIOSTHH He TpA6Ba 1a ronyuasat EIIPEKC win kaksBT0 ¥ Z1a € APYF €pUTPOIOETHH. (BXK. pa3,ue.n
OT paszen 4.4. Arnazud Ha YepBEHHUTE KPBBHH KIETKH).

HexkonTpoadpaHa XUNIEPTOHHUA.

BCHYKH MTPOTHBOTIOKA3aHHUA, CBLP3aHU ¢ aBTOOKHA TIPEAOHOPCKA Mporpama, TpabBa a ce B3eMar Mo
BHHMAHWE IIPH NAaLMEHTH, HA KOUTO Ce Npuilara enoeTuH anda.

CBP'LX'—[YBCT BUTCIIHOCT KbM AKTHBHOTO BCIICCTBO HIIH HAKOH OT INOMOLHKATE BEUISCTBA Ha [IPOAYKTA.

Ynorpebara Ha eroeTuH anda npu NalUeHTH, IUTAHUPaHH 3a FOJIEMH OPTONEAMYHU ONEPALMH H HE
Y4acCTBAIIY B aBTOJIOXKHA ONpeaOHOPCKa IporpaMa € IpOTHBOIOKA3aHa IIPH MalMeHTH ¢ TexXKa
KOpOHapHa, epudepHa apTepyaiHa, KapOTHAHA WIH LepeOpo-BacKynapHa 00JecT, BKIOUYUTENIHO
MalMEHTH CHC CKOPOLIEH MUOKapeH HHAPKT UK Hepdpo-BacKyIapeH HHIIMAEHT, BXTHYHUTEHO
NalMeHTH, KOUTO MOPAaH HAKAKBA IIPUYMHA HE MOTAT Ja NoJyvaT aJlekBaTHa aHTHTpoMOOTHYHA
npodHaKTHKa.

4.4 Croenuaann nupexynpexaeHnusi H Npeana3sHy MEPKH NpPH ynoTpeda

Oy

ITpy BCHUYKHU NaUMEHTH, NMOMyYaBalllM €MOETHH ajidPa, KPBBHOTO HajIsraHe TpsaOBa BHUMATENHO J1a Ce
MOHWTOPHPA H KOHTPOJIHpA, ako e Heobxoaumo. Enoerux anda Tpabra na ce npunara ¢ BHUMaHKe Npu
HalH4Me Ha HEJIEKYBaHa, HealeKBaTHO JIEKYBAaHA WITH JIOLIO KOHTPOJIMpaHa XHUNepTOHUA. Bu3MoXxHO e fa
Ce HAJIOXKHK 3al0YBaHe WK Ja ce moAoOpr aHTHXMIIEPTEH3HBHOTO JieueHHe. AKO KPBEBHOTO HAJNAraHe He
MOJKE [1a ¢€ KOHTPONMPA, JACYEHUETO ¢ EIOETHH ada TpsabBa J1a ce NpeyCTaHOBH.

EnoetHH aida TpabBa aa ce npunara BHHMATEIHO NPU MALMEHTH ¢ ENMUIENICHA H XPOHUYHA
YepHOApOOHA HEAOCTATHYHOCT.

I1pu naumenT ¢ XxpoHMuHa 6BLOpeYHa HEAOCTATHEHHOCT M TTPH OHKOJIOTAYHO OONHHU MallMeHTH,
MPYEMAaLIH €II0ETHH ajl(a TpadBa peIoBHO a OB JaT M3CieiBaHM HHBAaTa Ha XeMOrioO1HA B KpLBTFRC

<

[IOCTUI'aHe Ha [TOCTOSIHHY HKBA, KATO U3CJICABAHETO Ha HUBATa Ha XeMoT/100UHA TpiabBa na s @Vbﬂl“”” N

[IEPUOANYHO U CJIS TORA.

HuBaTa Ha XeMOITI00MHA HA BCHYKH NAaLMEHTH TpAOBa a ObAaT CTPUKTHO HalMOAaBaHH
NOTEHLMANIHO MTOBULUIEH PUCK OT TpoMboeMOonua U GaTaTHH MOCIEULIM, KOTATO [alMeH
JIEKYBAaHU IIpU XeMOITIOOMHOBH HUMBA HAJ MPHLIETTHUTE 33 JaJieHaTa HHIMKALMA 33 ynoTpedd, "o




B13M0OXHO € yMepeHo, N030-3aBUCHMO ITOKaYBaHe HA Opos HA TPOMOOLIUTHTE, B PAMKWTE Ha HOPMAIITHUTE
rpaHdLM 10 BpeMe Ha NleyeHue ¢ enoeTHH anda. Texauar Opoit HamanaBa Npyu NPOABKUTENICH KypC Ha
nevyeHue. B mombnHeHue, cpobluasa ce 3a TPOMOOLIMTEMHS HAl HOPMATHUTE CTOMHOCTH.

IpenoppuuTenHo e 6poaT Ha TpoMOoLMTHTE 1a Oblie peIOBHO MPOC/IeASBAH NPE3 IBPBUTE 8 CEOAMULIM OT
NIEYEHUETO.

Bewdaky aApyry NpHYMHY 32 aHeMHA (Okene3eH AePUUNT, XeMOo3a, AePHLUHUT Ha (POJTHEBA KHCE/INHA U
BHTAMHUH Bi;) TpsibBa Aa 61aT YCTAaHOBEHH H KOPUTHPAHH MPeH 3aN04YBAHE Ha TEPAMHUATA C EMOCTHH
asiida. B moseveTo ciyuan, cepyMHUTE HHBA Ha QEepUTHH CrIaaT CAHOBPEMEHHO C ITOBUILABAHETO HA
KJIETHhYHHUTE KOHLIEHTpallH. C LIe Ja Ce OCHIypHY OTITUMAJIEH OTTOBOP Ha JICYEHHETO C €MI0eTHH alda,
TpsbBa ja ce MIOCTUTHAT afleKBATHH XKEJIC3HH 3aTlacHu.

- cHabagBaHeTo ¢ kela30 oT 200-300 mg/aneBHO ce npenopbYBa NIPH BCUUKH OHKOIOTHYHO OONMHH
nanyMeHTH ¢bC caTypaluus Ha TpaHchepuH noa 20%.

BCHYKH Te3W AOTBTHHTENHH (PAKTOPH 3a aHeMMs TpAGBa Ja c€ B3eMaT 110 BHUMAaHHE NIPEAH Aa Ce
NpeApHeEMe YBeJIHYaBaHe J103aTa Ha eNoeTHH anda NpH OHKOJOTHYHO OOiIHHM MTallUEHTH.

MHoro psaako ce HaOIroaBa pa3BUTHE WK U30CTPsiHE Ha MOPPUPHA [IPH MALMEHTH JIEKYBaHH C €IIOSTHH
anda. EnoetuH anda TpaOBa 1a ce H3MOA3Ba ¢ BHHMAHUE NPY MALMEeHTH ¢ MOPQHUpHsL.

3a na ce NogoOpH MpoCIeRIeMOCTTa Ha CTUMY THpaluTe epuTponoesara cpeactea (CEC) tpabaa na ce
NpeArpyUeMaT BCHIKH HeOOXOAHMH M BE3MOXKHM Mepkd (T.e. TOYHaTa MHPOPMALIHA 38 H3I0JI3BAHUA
IpOOYKT TpaOBa aa Op1e JOKYMEHTHpaHa Mo mogxoas HauvH). OCBeH TOBa, MAlMEHTUTE TPAOBa Oa
npemuHaBat ot egHd CEC kbM ApyrH, caMo NoJ NoaxoaAIio HabaroieHHe.,

Annasug Ha uepBeHHTE KphRHHY Kinerky (AUKK)

Anturano-meauupanata AYKK ce crobimasa MBOro paako ¢iien noAK0KHO MPUIOKEHHE B
NMpOAb/KEHHE HA MECEH IO TORMHH Ha enoeTHH. [Ipy MalMeHTH pK KOUTO JTHIICRA NTeyeOeH edexr,
IBJDKALL ce Ha HaMallsiBaHe Ha xemornobuHa (1 mo 2 g/dl Ha Mecelr), KOUTO ca ¢ NTOBHIIEHA HYXKIA OT
KPBBOIpENMBaie, TpAOBa Ja ce M3BBPIIN NpocieasBaHe Opod Ha PETUKYIOLMTHTE H Ja C€ YCTAHOBH
BEPOATHATA ITPUYKHA 34 JIMNCa Ha OTroBOp (Harp. AedULMT Ha XENA30, PoIHeBa KHCEIMHA WM BUTAMHH
B;, MHTOKCHKALIMAS C allyMHHUI, 3aryba Ha KpbB, HAJIMYKHE Ha HHPEKLUA UM BB3TTATUTE/IEH [IPOLIEC,
XeMOJIH33).

AKO IIpH KOPEKIHA Ha aHEMHUATA, Opos Ha peTHKYNOUMTHTE (T.Hap. PETUKYJIOLIMTEH HHAEKC) € HUCBK
(<20000/mm’ unu <20000/MuxpoauTpa wik <0,5%), 6posTt Ha TPOMBOLMTHTE U Ha GeuTe KPBBHY
KJIETKH € HOpMAJICH, ¥ aKO He OBbJe OTKpUTa Apyra NpHuMdHA 3a 3aryOBaHe Ha edekra, TpaOBa na ce
H3CEBA 33 HAJIMYME HA AHTUEPHTPOMIOSTHHOBY AHTUTEJA U 1@ C€ HA3HAHHU U3CJIeABAHE Ha KOCTEH MO3BK
3a 1a ce auarsoctuiupa AHKK.

AKo ce 1Mo03Mpa aHTHEPHTPONoeTHH aHTHTATo-MeauupaHa AYKK, neuenuero ¢ EIIPEKC tpsabsa na
Opae HezabasHo nNpekpaTeHo. He Tpabsa aa ce 3amoyBa Apyra epHTPONOSTHHOBA TEPAIUA, HOPAdH PHCK
OT KpBhCTOCaHa peakitusa. Korato e nokasaHo, MOXe Aa ¢€ NPHIOKH NOAX0AsIIA Tepanys, KaATO HallpUMeEp
KPBBOMPEIUBAHE.

JleyeHye Ha NALMEHTH ¢ aHEMUA [Mpean3BrMKaHa OT XUMHOTEDATHA

CEC ca pacrexxHi (aKTOpH, KOMTO OCHOBHO CTUMYJIHpaAT OPOH3BOACTBOTO Ha YEPBEHH
EpuTponoeTHHOBM pelienITOPH MOraT [a ¢ HaMepsT Ha MOBBPXHOCTTA HA PA3JIAYHHU Ty
KaxTo mpu BCHYKM pacTeXXHH (haKTOpH, TaKa U ITpY ETIOETHHHUTE HMa CBMHEHHE, Y€ CT
Ha TYMOpHTE. B HAKONKO KOHTpOJIMpPaHH NIPOYUYBAHNS HE € TIOKA3aHO, Y€ eNIOETHHUTE
of1ara NPexUBAEMOCT UM HAMAJISBAT PHCKA OT TYMOpPHA IpOIpecHs NPH MaUUeHTH di,i He

¢ TYMODH.



[Ipu koHTpONUpaHH KIMHUUYHK npoyuBaHus ynorpebara Ha ETIPEKC u apyru CEC Boau no:

- HaManeH peruoHaleH KOHTPOJ MPH NALMEHTH ¢ HAMNpeaHAT TYMOP Ha rfIaBaTa H LIKATa, IO0I10KEHU
Ha JIbUETEpanus, KOraTo ce npuiara 3a JOCTHraHe Ha XeMOTNTOOUHOBH HUBA MO-BUCOKH OT 14 g/d]
(8,7 mmol/]).

- HamaseHa ofLua NpexxUBAEMOCT H IMOBHUIIIEHA CMBPTHOCT, CRBpP3aHa C NMPOrpecHs Ha 3a00NsIBAHETO HA
YETBBPTHA Mecell NPU MALMEHTH ¢ METACTATHYEH KapIMHOM Ha Ibpara, IoyyuaBally
XHMHOTEpaIys, KOraTo ce npujara 3a JOCTHraHe Ha XeMornoOuHoBu HuBa 12-14 g/dl (7,5-

8,7 mmol/l).

- TIOBHIIEH PUCK OT CMBPT, KOraTo ce npuaara 3a JOCTUrade Ha xeMornodunosu Husa 12 g/dl
(7,5 mmol/l) npu nanyeHTH ¢ aKTHBHO 3JI0Ka4eCTBEHO 3a00/IIBaHE, KOMTO He C¢a NMOMI0KEeHH HUTO Ha
XUMHUOTEPANKA, HATO Ha TbYCTepaltus.

CEC He ca moka3aHH 3a IPHJICKEHHUE TIPH TE3H NAIHEHTH

C orsex Ha U3GPOSHOTO MO-TOPE, B HAKOW KIMHMYHH CTYHaM Ha MalMEHTH ¢ pakK, NPeIMBaHeTO Ha KPbB
TpsiGBa ga ObAE NMPEANOYHTAHOTO JIeHeHUe Ha aHeMuATa. PellleHHeTo 3a NpuU/iaraHe Ha JICUEHHE C
peKOMOMHAHTEH EpHTPOIIOSTHH TPAOBa Ja Ce OCHOBABA HA OLIEHKA HA ChOTHOIIEHHETO 1OI3a-PHCK C
YYaCTUETO HA CHOTBETHHMSA NAUMEHT, KaTo TpAOBa a ce B3eMe MPEABHI CIIeUPUIHU KITHHUYEH CITydai.
QaxTOpYUTE, HA KOUTO TPAOBA Ja ce 0OBpHEe BHMMAHHKE NP Ta3K OUEHKA BKIIIOYBAT: BHA HA TYMOpa,
cTaJuii, CTENEH Ha aHEMHUATA, OHAKBAHA NPOABIDKATEITHOCT HA XKUBOTA, Cpelara B KOSTO Ce JIEKyBa
[alyeHTa, IpernoYMTaHus Ha maydeHTa (BX. Touka J.1).

. [Ipy npeuensBaHeTO AaMM TEPANMATA C €IIOETHH ajida € MOAXOAIa ITPH OHKOJIOTHYHO OOTHU NTALIMEHTH,
[TOAJIOKEHU HA XMMHOTEpaIus, TpaOBa Aa ce uMa IpeIBUI BEPOATHOCTTA OT 2—3 CeAMUYHO 3aKbCHEHHE
Mexay npuwiaraHeTo Ha CEC 1 MHAYLIMPAHOTO OT HEro ioBHILaBaHe 6pos Ha YEPBEHUTE KPBBHH KIIETKH
(BepoATHA HEODXOAUMOCT OT TpaHCPY3HA HA MALHCHTA).

[opagu HabMOOaBaHATA MIO-BHCOKATA YECTOTA Ha TpoMOOTHYHH chaoRu uHOUAeHTH (TCH) npu
OHKONOru4yHYU nauueHTH, npuemamy CEC (k. Touka 4.8) 031 puck TpgaOBa na 6bae BHUMATEIHO
MpEeLeHEH B CpaBHEHME ¢ OYaKBaHaTa N0J13a OT JISYEHHUETO C EMOSTHH anda, OCOOEHO [IPH OHKOAOTHYHO
OOJTHU MAaLMEHTH C MOBHIIEH PHCK OT TPOMOOTHYHU ChOOBH HHLIMACHTH, KaTO HANpP. HAAHOPMEHO TETJIO
M NalHeHTH ¢ aHamMHe3a 32 TCH (Hanp. apaboxu BeHOZHH TpomOo3u WK GestoagpobHa embonus). EnHo
H3clieoBaTeNICKo npoyusaHe (rnpoyusaHeTo BEST) npH >xeHH ¢ MeTacTaTHUEH KaplMHOM Ha 'bpAarta,
NpelHa3HaYeHO Aa onpeeId JaiH NIEYEHUETO ¢ erOeTHH anda, KOETO NpOALIDKaBa M el KOPUrHpaHe
Ha aHeMHUATa, MOXke na noaobpH TepaneBTHYHHUTE pe3ynTaTh. CiryyauTe Ha TpoMOoeMOonus ¢ daTancH
M3XO0/J B TOBA IIPOYYBaHeE Ca NMNO-4YEeCTH IPH INALMEeHTH, IIOTy4aBallli elOeTHH aida, OTKOIKOTO NPH TE3H,
noJiydaBaliy rwianedo.

B'BBPHGTHH XHPYPTHYHH NAITUCHTH, BKIIIOUYCHU B MTporpamMa 3a aBTOJIOYKHO KPBBOIIPEJIHBAHE

Beutxu npenynpexaeHus d rnpeanazHi Mepky, CBBP3aHH ¢ aBTONIOKHUTE [TPEIOHOPCKH IIPOrpaMH,
0CO0EHO pYTHHHOTO 0beMo3aMecTBaHe, TpAOBa faa Obaar ¢pb/Ir0gaBaHM IIPH MALMEHTHTE, Ha KOXTO Ce
NpUIIara enoeTyH anga.

B‘BS]}HCTHH NatHEHTH, MNAaHYBAHH 34 I'eJiAMa CEJIEKTHEHA OPTONICAWYHA OIICPpALiA

[Ipu nanpeHTH, IUTaHYBaHH 34 FOJIEMH €JIEKTHBHU OPTONECANYHY ONEpalyuy, NpUYUHaTa 3a aHEMHATa
TPa0OBa MO BE3MOKHOCT 14 Ob/1e YCTAHOBEHA H IEKYBaHAa Tpeld Ha4aToTO HA JieYeHHe C eMIOETHH anda.
THiH KaTO CHUIECTBYBA PUCK OT TPOMOOTHYHY HHUMAEHTH MPH Ta3M IPyra MALHEHTH, Ta3H BE3MOXKHOCT
TpsaOBa BHUMATENHO Nia ObJ€ OLiEHERA CIIPAMO NOJI3aTa, MPOU3THHALLA OT JIEYUEHHETO C €NOCTHH ajlda.

[TanenTHTe, ILIAHYBAHH 34 I'0OJIEMH EIEKTHBHM OPTONEAVNYHM ONEpAtyy, TpsaOBa aa no
afleKBaTHA aHTUTPOMOOTHYHA NIPOPUIIAKTHKE, THH KaTO [IPU XUPYPTUYHHTE [MALIUEHTH,
CHC CBIBTCTBALLO KAPAMOBACKYJIAPHO 3a00M9BaHe, MOXKE J1a BLIHMKHAT TpoMOoTHYHuU[ M &
HHUUACHTH. B DONMBJIHEHHE, CIICHAIIHU MPEANa3zHU MEPKHU TpAOBa Ja Ce€ B3E€MAT IpU Lli
[peapa3noyioyKeHye KbM Pa3BUTHE HA ABJIOOKM BEHO3HH TpomO0o3u. OCBEH TOBA, IIpH
M3XOJHHM HMBA Ha xeMornobuHa > 13 g/dl He Moxke fga ce H3KITIOYH BB3MOKHOCTTA Jieye



ana 1a e CBHP3aHO C TIOBHILIEH PUCK OT IIOCTONEPATHBHH TPOMOOTHUHK/ BACKYIApHU UHLIM/ACHTH.

Ilopagm ToBa, TOM HE TpsAOBa Aa ce Mpuara npu NauUMeHTH ¢ H3XOAHU CTOMHOCTH Ha XeMOrnobuHa
>13 g/dl.

[lanvenTy ¢ xponutiHa 6v6pedyHa HENOCTATBUHOCT

[IpemopruBa ce MaUHEHTHTE ¢ XpOHUYHA OBbOpetHa HEZOCTATEYHOCT, AEKYBAHH ¢ MOAKOKHO MPUIaraH
EITPEKC, penosHo 1a ce MOHUTOpUpAT 3a 3aryba Ha edekT, AedUHUPAHA KATO MHUIICA UITK HAMAJBaHE
Ha OoT1roBOpa KbM JieueHneTo ¢ EIIPEKC npy mativenry, kouto ca ce noBMMsABand OT Ta3u Tepanus. Tosa

Ce XapaKTepH3Hpa U C TOCTOAHHO HaMasIABaHe Ha XeMOrnoOuHa, He3aBUCUMO OT IOBHILIABAHETO HA
no3ata EITIPEKC.

Tosu .IIeKapCTBeH [IPOAYKT ChABPXKA N0-Manko oT 1 mmol Harpu#i (23 mg) 3a 1033, kKoeTo 03HaYaBa “Oe3
HATpUK”

4.5  B3iaAMoaeHcTBHe ¢ APYTH JIAKAPCTBEHH MPOAYKTH H APYTH (OPMHA HA B3aHMOJEHCTBHE

He chuiecTBYBaT qaHHM, TOKA3BAIlY, e JICYCHHUETO ¢ enoeTruy anda npoMeHs Metabousma Ha JpyrH
JIEKAPCTBEHH NPOAYKTH. THH kaTo obade HUKIOCIOPHH ce CBBHP3BA ¢ YUEPBEHHTE KPBEBHHU KIIETKH, HMa
BB3MOXKHOCT 34 JICKapCTBEHO B3aHMOAEUACTBUE. AKO €MOETHH ajidla ce JaBa eJHOBPEMEHO C
IIMKJIOCTIOPUH, KPBBHMTE HUBA Ha [IMKIIOCHOPHH TpAOBA [1a Ce MpocieAsBaT U 103aTa Ha LUKIOCIIOPHH Ja
C& KOpUTHpa C MNOBHUIIICHHUETO Ha XeMATOKpHUTa. HAMa faHHM 3a HaTMu¥e Ha B3aHUMOAECHCTBYE MEXKIY
enoetHH ajida u G-CSF unmm GM-CSF no oTHomeHe HA XeMaTonorMyuaTta JudepeHLalya Wil
nponudepauuns Ha mpobu oT TyMOpHa OHoNICHS In Vitro.

4.6 bpeMeHHOCT H KbpMEHe
Hsima apexkBaTHH 1 100pe KOHTPOJIMPaHU H3cIeABaHUA NIpH OpeMeHHH >keHH. [IpoydBaHUA MPH KUBOTHH
[10Ka3BaT peNpOoAYKTHBHA TOKCHYHOCT (BX. paszen 5.3, “[IpenknuHuaHM JaHHM 3a 6e3011aCHOCT ).

CnenmoBaTenHo, ITpy OPEMEHHH U KbPMELH XMPYPrUIHH NAalHeHTKH, YHACTBAI[H B aBTONOMHA
npeaoHOpCKa Nnporpama, yrnorpebdara Ha emoeTHH ajida He € NpenopsYHTelIHA.

He e u3BeCcTHO qaiM €K30TeHHUS elOeTHH aida ce eKCKpeTHpa B YOBeHikaTa xbpMa. Enoernn anda
TpAOBa 1a ce KU3Moa3Ba C BHUMAaHKE MPU KbPMEILHM KeHU. PeleHHeTo Aaiu J1a ce NPOaB/DKK/CrIipe

KBPMEHETO WITH Ja C€ NIPOABIDKH/CIIPE TEpAIIUATa C eroeTHH anda TpaOBa Ja ce B3eMe KATO ce uMa
NpeaBu/ No3aTa OT KbPMEHETO 34 AETETO U [IOA3aTa OT JIEYEHHETO ¢ enoeTHH anda 3a KeHaTa.

4.7 EdexTn BBpXy cnnocobHOCTTA 32 IIoHpade H paboTa ¢ MAIIHHHE

He e npunoxumo.

4.8 Hexe1aHu JJekapcTBeHH peakinuy

Obmu

Haif-4ecrara HeXKeNIaHA peakLus NpU JIEUCHHETO ¢ EMOSTHH aida MPH OHKONOTHUHY MAIJHEHTH U
nalueHTH ¢ XbH e n030-3aBUCHUMOTO MOBHIIEHWE Ha KPBBHOTO HalATaHe WIH BIOLIABAHE Ha
ChlIeCTBYBalLlaTa xuneprouus. TpsOBa fa ce nposexdaa KOHTPOJ HaJl KPbBHOTO Hangraue, ocobeHo npu
3aII09YBaHe Ha JIeYeHHETO (BXK. Touka 4.4). JIpyry yecTy HEKENaHy JeKapCTBEHU peaKiliu, HabQaapary
NpY KIKHAYHATE TIPOYYBAHHA Ha CIIOSTUH ajida, ca TpoMb03a Ha ABIOOKHTE BEHH, Gem,upo '
eMb0OnM3BM, [bpUYOBE, UAPHS, TajieHe, TaBoboliie, rpunonoaoclHo 3abonsBaHe, BUCOKA TCK
obpus ¥ nospeate. I'punonoxobroro 3aonssane BKAOYBA I1aBoOoIHE, OOIKH B CTAB
BUCOKA TEMINIEPATYpa, KOMTO CE NOMYYABAT OCOOCHO B HAYAJIOTO Ha NedeHHeTo, YecToTaTs HE i€
SIBJICHHWS MOXKE 1a BapHpa B 3aBUCHMOCT OT MHAUKallUuTe (Brk. Tabauuara no-1omy).




CepHo3HATE HEXKENAHM JICKAPCTBEHH PEaKLIMK BKIIOYBAT BEHO3HHU H apTEPHATHH TPOMOO03U U eMOOITHS
(BKJIOUHTENHO HAKOM CiTy4aH ¢ (aTaieH U3X0ox), karo TpomO03a Ha ABIGOKUTE BEHH, GeI0ApOosHH
emOony, aprepranta TpomM6o3a (BIIIOUMTENHO MH(GAPKT Ha MHOKAp/a M HCXEMHA Ha MHOKap.a),
TpoMDO03a Ha CHAOBETE HA PETHHATA, U IIBHTOBH TPOMOGO3H (BKJIIOUMTENHO B allapaTypaTa 3a
Xemoauanusa). B nomsiiHeHHe, IPH KIMHUYHE TIPOYYBAHHA € enoeTrl aida ce crobuiaBa ce
MO3BUYHOCBA0BH HHLMAECHTH (BKIIOYHTENHO MO3b4eH HHDAPKT U MO3bUeH KPBBOH3IMB) M NPEXOAHH
MCXEMUMHHM MHIMAEHTH.

Cpo01yaBat ce aHEBPH3MH.

CboliuaBa ce U 3a peaklliy Ha CBPbXUYYBCTBUTEIHOCT, BKIIOYHUTENTHO C/Iy4an Ha 0OPHB, YPTHKApUA,
aHa(QHIaKTHUHA peaKilUd W aHTHOHEBPOTHYEH OTOK.

Ilpy ranueHTy, kOUTO NMpean TEPaNHUATA C eNoeTHH anda ca GHUIH ¢ HOPMATHO KX HHCKO KPbBHO
HasraHe, MMa Cryvad Ha XHIIEpTOHUHHA KpY3a C eHLiedanonaTua ¥ rspyoBe, KOUTO H3HCKBAT
‘HezabaBHaTa HaMeca Ha nekap. CrelManHO BHUMaHHe Tpsabea fa ce o6bpHe HA MPOHM3BAINATA MHTPEHO-
moaoOHa 60Jka B r1aBaTa KaTo BE3MOKEH NIPeAyNpeaUTeIeH CUrHal.

ChobIaBa ce pAKO 3a aHTHTANIO-MEANHPaHa allTa3us HA YepBEHHTE KPbBHM KIETKH pu <1/10,000
MmaneHTa, roguHa caen geyexune ¢ EIIPEKC, npoavmxuno Mmecenu u roguaum (Bk. Touka 4.4).

LsnoctHHAT npodun Ha 6e3onacHoct Ha ETTPEKC e npeueneH mpu 142 nanyedTa ¢ XpoHHYHA
OBOpeYHa HeJOCTATBYHOCT H IPH 765 MALUEHTH C pak, y4acTBRaIM B ruiauebo-KOHTPOJIHpaHH, JBOMHO-
CJICTIH KIHMHWYHH PeTHCTPallHOHHH H3caenBaHus. Hexxenanute nekapcTBeHH peakiiii ChOOIEHH IIpH
2 0.2% ot nauuenture, nekypanu ¢ ETIPEKC B Te3u npoyuBanus, B JOMTBIHKTENHH OPOYYBAHHA U OT
ONHTA CIIe] ITyCKaHe Ha nasapa, ca u30poeHH [10-A0y CHOpea CHCTEMO-OpraHHaTa KiacupuUKauya 1
4eCTOoTAa.

YectoTaTa ce onpenesisa karo: MHoro 9ectu (>1/10); yectu (>1/100, <1/10); HedectH (>1/1,000, <1/100);
peaxu (>1/10,000, <1/1,000); muHoro peaxu (<1/10,000). YecroTaTa ce onpeaens Karo HEM3BECTHA KO
HEXe/laHaTa IeKapCTBeHa peakiMsi He ¢e cho01ana B nnanebo-KOHTpOIUpatHuTe, ABORHO-CIENH
KINTHHHYHK PErUCTPAalMOHHH NIPOYUYBaHHMs, WITH KOraToO 4eCTOTaTa He MOXKe Ja C€ ONpenead OT ApYTruTe
HAJTHYHH JAHHH.

B1B BCAKA rpyiia 9€CTOTH HCXKC/IAHWUTE JICKAapCTBEHH PEAKIIMHM Ca IMPEACTABCHH 10 ITOCOKa Ha HAaMaJIIBAHE
Ha CCPpHO3HOCTTA.

CHCcTEeMO-OpraHHa Yectora Hexxenana nexkapcTeeHa peakins
KJIaCUPHKALIMS

Hapyuienusa Ha xpbBTa H Heuectu Tpombouuremus (pakoBo-6oiHH
nuMdHaTa cucTema NalUCHTH )

YectoTaTa € HeM3BeCTHA | AIUTa3Hs CaMO Ha YePBEHUTE KPBBHU
KJIETKH, MEIUUPaHA OT aHTUTENIA KbM
epUTpPOIOeTHHA

TpoMboLMeremMus (MaIMEHTH C
XpOHUYHa OB0peYHa HeJOCTATEYHOCT)

HapylueHus Ha uMyHHaTa YecroTara ¢ Heu3pecTHa | AHaUiIaKTHYHA peaKlns
CHCTEMA CBPBXYYBCTBHTEIIHOCT

Hapymwienus Ha HepBHaTa MHOTr0 YyecTH I'naBobonue (pakoBo-6omn
crcTeMa




YHecTH ] "'bpuoBe (MALMEHTH ¢ XpOHHYHA
OB0OpeyuHa HeAOCTATHYHOCT)
['naBoGonme (MalnMeHTH ¢ XpOHHYHA
ObOpeyYHa Hel0CTaTHHHOCT)
2
HeuectH Mo3BUEeH KpBBOUZIUB”

I'epuoBe (pakoRO-00/1HM NALUEHTH )

YecToTaTa € HEHM3BECTHA

MO3BYHO-CBLI0B HHLMASHT ‘
XUNEPTEH3UBHA eHuUedaionaTus
[IpexoaHH HCXEeMHYHHM HHIIHICHTH

Hapyimenusa Ha ouure

YecrtoTaTa He €
U3BeCcTHA

TpomOo3a Ha peTHHaTa

Cba0BH HApYILIEHUA

YectH

Tpom6Bo3a Ha TBIOOKHTE BEHH
(pakoBO-0ONHHM MAUMEHTH )
XHUIIEPTOHHA

YecTOTATA HE €

Tpom603a Ha THIOOKHTE BEHH

WU3BECTHA (NaLUEeHTH ¢ XpOHUYHa OBOpedHa
HEOOCTATHYHOCT)
Aptepuansa tpombosa
XUMEPTOHHUYHA KpH3a
PecniupaTopuy, rpbOHH H YecTu benoapobeH eM6oau3bm” (paKkoBo-

MEAHACTHHAJIHK HapyIIeHHs

OOTHHU MallHEHTH )

YecToTaTa He €
M3BECTHA

Benoapoben eM6onu3sM ° (MAIIHEHTH ¢
xpoanyHa 6OpedHa HeJOCTATHYHOCT)

CTOMaIHO-YPEBHHU HApYILICHUS

MHoro uectu

["'aneHe

Yectu Huapus (pakoBo-O0THM NALUMEHTH)
[Tosprbiane
HeoOuuaiuu Huapus (nayBeHTH ¢ XpoOHHYHaA
OBOpeyHa HEJOCTATHYHOCT )
HapymeHud Ha koxKara u Hectn Obpus

[IOAKOXHATA THKAH

YecTOTaTa HE €
U3BECTHA

AHTMOHEBPOTHYEH OTOK
YpTuxapHs

Hapyuienus Ha MyCKyJIHO-

CKeJeTHATa CHCTEMa, Ha

CbEAHMHHUTCAHATA ThKAH H Ha

KOCTHUTEC

MHuoro yectu

Aprpanrds (NauUeHTH ¢ XpOHUYHA
ObpOpeuHa HENOCTATHYHOCT)

YecTH

Aptpanrus {(pakoBo-00JHM NaLMeHTH)

HeuecTu

Muanrus (pakoBo-00iHHU 1ia
| it g

YecTOTAaTa HE €

Muanrus (auueHTH ¢ X
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Bpogenu, daMuiing u YecTtoTaTa HE € ITopgupus \\ = :'
ICHETHYHH HapyIIeHHMS H3BCCTHA "0 Q@
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OOuM HapyuleHHs U epexTH Ha | MHoro 4ectu Bucoka temneparypa (pakoBo-001HH
MACTOTO HA MPUIOKEHUE IAL[UEHTH )

I'punononoduo 3abosnsgpane (mauuHeHTH
¢ XpoHHyHa 6B0peyHa
HENOCTATBYHOCT )

Yectu I'punionoaoctHo 3a6onsBane (pakoBo-
O0JIHY TTALIMEHTH)

Yecrorara He ¢ [lepudepHn OTOLH, HEMOBIUABAIIH CE
M3BECTHA OT JIeYEHHE

Bucoka reMmnepaTypa (MalUeHTH ¢
XpOHUYHa ObOpedHa HEJOCTATHYHOCT)
Peakuya HaA MACTOTO Ha

HHKEKTUPAHETO
Hzcnensanys YecTorara He € [Tonoxwurennu 3a
U3BECTHA aHTUEPUTPONIOECTUHOBM aHTHTEIA
HapausipaHus, orpaBsHus H YecTu Tpombo3a Ha IBHTA, BKJIFOYHTETHO Ha
YCNOXXHEHHUS, BE3HHKHAIH B | anaparypara 3a AMajid3a (DalMEHTH C
pe3ynTaT Ha HHTEPBEHLHH XpoHWYHA 6B0peUHa HeNOCTATHYHOCT)

1
YecroTaTta He Moke Ja Gble onpeaeneHa OT KIHHMYHHUTE [IPOY4YBaHHA.
2
BKIIOYHTENHO CyqauTe ¢ TeTajieH H3XO/I.

Ilanmmentu ¢ XbH

IIpy nanuenTHTe ¢ XpoHH4Ha 60pevHa HeZOCTATHYHOCT HHBA HA XeMOT/IO0KH, 10-BHCOKH oT 12 g/dl,
MOraT Jfa 6B/1aT CBBp3aHH € MO-TONAM PHCK OT ChbPASYHO-CBAOBH YCIOKHEHMS, BIIIOYHTETHO CMBPT
(Bx. TOUKA 4.4).

TpombO3u Ha IIBHTA ce MOMyYaBaT NpU NMALIMEHTH Ha XeMOIHaIn3a, 0COOEHO MPH TE3HU, KOMUTO UMaT
TeHACHLHA 33 XHITOTOHHMS, HJIH TE3U, ITIPU KOUTO apTepPHOBEHO3HATA (PHCTYJIA MMA HAKAKBH YCIIONKHEHUS.

(OHKOJNOMMMHH NAIIMEHTH

[Ips paxoBo-60MHM NaLMeHTH, TIONYYABAUIY JTEKapCTBa, CTUMYIHPAIlH EPUTPONOE3aTa, BKIIFOYATETHO
€MIOCTHH ajlda, ce ChollaBa no-4ecTo 3a TpoMOo-eMOCIMYHU HHUMAEHTH (BXK. TOUKa 4.4),

XHAPYPruyHU NaltueHTH

[Tpu nauueHTH, TUIAaHUPAHM 34 €eKTHBHU OPTONEOUYHH OMEPallii, ¢ H3XOAHO HHBO Ha XeMOIJIOOMHA OT
10 no 13 g/dl, cinyyaure Ha TpoM60O3a WITH CHAOBH YCIIOKHEHHS (TTOBEYETO OT KOMTO ¢a Tpombo3a Ha
ABIOOKHTE BEHU) B LITOCTHATA MOMYJIAlUS Ha MMAIMEHTHTE OT KIMHHYHUATE W3CIeBAHUS M3IJIEKIA Ca
NoJoOHH BEB BCHYKH I'PYITH C pasiuyHa [03MPOBKA Ha eMoeTHH anda u B rpynata ¢ nianeto, BhIpeku
ye KIMHHYHHUAT CIUT € OPaHHYeH.

Hemo nogede, Npy NalMeHTH ¢ HIXOHHO HUBO Ha xemorsiobuda >13 g/d]l He moxe aa ce uaknoum
BBE3MOXKHOCTTA JICYEHHETO € €MIO0ETHH ajida 1a € CBBP3aHO € MO-TONAM PUCK OT NOCTONEepaT
TPOMOOTHYEH UM CBHAOB UHLIMAEHT.

4.9 Ilpenozupane



BL3HHKHAT [IPEKOMEPHO BUCOKH HHBA Ha XeMOrIoOHHa, Moxke Ja ce u3BbpLun ¢pneGotomus. Tpabea na
Ce OCHI'YPH JOMTBIHUTENHO NOJTBPIKALIO J€USHHE CIIOpEe HYKIUTE.

5. ®PAPMAKOJJOI'HYHU CBOMCTBA

3.1 PapmMakoIHHAMHAYHH CBOHCTBA

ATC wracndpukauus: BO3XAO01

EpHTpOnoeTHH e IIMKONPOTEHH, KOUTO CTUMYJIHpA epUTPOIIOe3aTa OT Npe/IeCTBEHUIIA Ha CTBOMOBHTE
KITETKH, B KA9€CTBOTO CH Ha CTHMYJIMpalLl MUTO3aTa GaKTop U JudepeHIupal XOpMOH.

Monexyanara Maca Ha epurpornoetia e 32 000—40 000 ganroHa. BenThYHMAT KOMIIOHEHT Ha
MOJIEKY1aTa ChCTaBIABa OKOIO 58% OT MOJEKY/THOTO TETIO U C& ChCTOM OT 165 aMUHOKUCENHHH.
YeTHpuTe BBIIEXMAPATHH BEPHTH Ca CBBP3aHH KbM MPOTEHHA 4pe3 Tpy N-IJIHKO3H/IHH BPB3KHU U eHA
O-rnvko3uaHa Bps3Ka KbM IpoTenHa. Enoerun anda, momydeH upes pexombunanTHa JTHK TeXHOMOTHA €
IMHKO3WIHPAH H HACHTHYEH N0 aAMHMHOKHCETMHHATA CH [TOCAEJOBATETHOCT C EPUTPOIIOETHHA, KOMTO Ce
H30MHpPa OT YpUHATA Ha NAUMEHTH ¢ aHEMHUS.

EnoeTHH anda npuTexaBa Hail-BUCOKaTa BH3MOYKHA HHCTOTA, KOSTO CHBPEMEHHHUTE TEXHOIOTHH
[03B0ABaT. KOHKpETHO, TOBA 03HAYABa, Y€ He C€ YCTAHOBABAT OCTATBLM OT KJAETHYHATA JIMHMA,
H311013BaHa 32 NMPOU3BOACTBOTO MY NPH KOHLIEHTPAllMK HA aKTHBHOTO BELECTBO, KOUTO CE TIPH/IATAT fpH
YOBEKa.

bHosoruuHaTa €(pUKACHOCT Ha eroeTuH anda e AoKa3aHa iz vivo NPH pasTHYHH KUBOTHHCKH MOIEIH
(HOpMaJTHH ¥ aHEMUYHH TLTbXOBE, IONHIMTeMUIHN MulkH). Cieq npusiarade Ha enoeTyH ada ce
yBeJHyaBaT OposT Ha EPHTPOI_[HTHTﬁ CTOHHOCTUTE Ha XeMOrJIoOHHa, OposT Ha PETHKYJIOLUTHTE, KAKTO U
CTENeHTa Ha HHKOPIOpHpaHe Ha * Fe.

Upes in vitro Mmetogn (meTLqHa KYJITYpa OT Cj1e3Ka Ha MUUIKH) clie] HHKyOupaHe ¢ enoeTuH anda, ce
HabMoaBa NoBMIIaBaHe Ha ~H-THMUAMHOBATA HHKOPIIOPALHS B EPUTPOUIHHUTE HYKIEOTHIY Ha
KIIETKUTE OT CJIE3KA.

C roMolUTa Ha KIETBYHH KyJITYPU OT YOBELIKH KOCTHO-MO3BUHH KIETKH Ce TOKa3Ba, 4e enoeTuH anda
CTHMYNHMpa €PUTPOIIOE3aTa CnelUpUIYHO U He MOBIUABA JIEBKOIOe3aTa. He e yCTaHOBEHO LIMTOTOKCHYHO
JEWCTBUE HA €MOETUH alida BbPXY KOCTHO-MO3BbYHUTE KIETKH.

B Tpu nnaneo-kOHTPORHpPaHU NPOYYBAHHA ¢a OHIIH BKTOUEeHH 721 OHKOIIOTWYHO OOTHU NALMEHTH Ha
XuMHOTepanus 0e3 rulaTtuHa, kaTo 389 nalMedTH ca ¢ XeMaToIOrMYHH Manurdedy obpasysanus (221 ¢
MYNTHUILIEH MHeNOM M 144 ¢ He-XOAYKKUHOB JIUM(POM, KaKTO U 24 ¢ Apyrd XeMaTOJIOrHYHH MaJIurHeHH
obpa3yranus) ¥ 332 naupeHTH ChC COMHAHM TYMOPH (172 Ha MileuHaTa xiesa, 64 THHeKOJIOrHUHH, 23
Oenoapobuu, 22 Ha npocTaTHaTa xUIe3a, 21 Ha XpaHocMUaTe/HaTa cuctema i 30 Ha Apyry opraHM H
CUCTEMH). B ABE rosleMH OTBOpEHH KAHHHYHH [IPpOYYBAHKS ca OWIH BKIIOYeHH 2697 OHKOJIOIHYHO
OonHu nanueHTH Ha XMMKHOTEparus 6e3 mnaTuHa, ot kouro 1895 cre conuayu Tymopu (683 Ha MieyHa
Autesa, 260 benogpobuy, 174 rusexonoruynu, 300 Ha xpaHOCMMIaTENTHATA cHcTeMa, 478 NpyrH BUIOBE
TyMOpH) 4 802 naliMEeHTH ¢ XeMaTOAOTHYHH MAITMTHEHH TYMOPH.

B MNpOCHCKTUBHO, PAHIOMH3HPAHO, ILEOHHO-CHHHO, HHHL[EGO-KGHTPGHHP&HO IPpOYYBAHE, TIPOBENCHO ITPH
375 INAHHCHTH ¢ aHEMUWA C PA3JIHYHHA HEMHUEITOWNHM MaJIM'HEHAH HPpOLCCH HA JICYCHHE C HEIUIATHHORE
XUMUOTEDANIHUS CC Haﬁ.l'[}O,[[ﬂBa CHI’ HPI(bHK&HT HO HAMAJICHHE Ha CBBP3dHHUTC C aHCMUATA 1'[ o3 Q’Egm 5 ",
(Hanp. YMOPACMOCT, HAMaJICHd CHEPIrUA, HAMAJICHA &KTHBHOCT), H3IMCDPCHH HPE3 CIICTHHUFE Kﬂ% Y T' b
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B cKand: QYHKLIMOHAIHA OLIEHKA Ha JISYEHUETO Ha aHEMUSITA IIPH OHKOJIOTHYHO OOJIHY
(Functional Assessment of Cancer Therapy Anemia — FACT-An) o6ma ckana, FACT-
ymopsgemocT 1 OHKOOrHYHA JIHHENHA adanorosa ckana (Cancer Linear Analogue Sca er"




[MOBJIMABAHE Ha MAapaMETPHTE 3a KAYECTBOTO Ha XKUBOT, oTpaseHH upe3 EORTC-QLQ ckana win
pecriekTdBHO CLAS ckana.

EPHTPGHOGTHH € pacCTCIXKEH (bﬂKTOp, KOW'TO OCHOBHO CTUMYI/IHpA ITPOXUIBOACTBOTO Ha UCPBCHH KDEBHH
KJICTKH. EpHTpOHDETHHDBH PCUCIITOPH MOTraT 4 €€ HAMECPAT Ha [MOBBEPXHOCTTA Ha pa3/IMYHH TYMOPHH
KIIETKH.

[TperxuBsieMOCTTa U TYMOPHATA NPOTrPeCHs Ca POYYEHHU B MET MOJIEMH KOHTPOIMPaHH NPOYUBAHMS, C
y4acTHETO Ha 00110 2833 naudeHTH, OT KOMTO YEeTHPH ca ABOUHO-CIIENH INaled0-KOHTPOMUPpaHU U €JHO
e OTBOpeHO npoy4yBaHe. [Ipy npoyypaHKsATa ca BKIFOYEHH NALMEHTH, KOUTO Ca JIEKYBaHU ¢
XHMHOTEpAITKA (IBE MIPOYUBAHMA ) WM IpYId MauueHTH, py kouto CEC He ce mokazaHu: aHeMHUs [IPH
MalHeHTH C TYMOPH, KOUTO HE Ca Ha XMMHOTEPAIIUS U IALIMEHTH ¢ TYMOPH Ha [JIABATA Y HA LIMATA,
NeKyBaHH C 1b4eTepania. TapreTHata xeMornoOMHOBa KOHIEHTPaUHA [PH IBETE NPOYUBAHUL €

>13 g/dl; a B apyrure TpH npoy4sanud € 12-14 g/dl. B orBopeHOTO Ipoy4BaHe HAMA pa3niuka B obiiara
NPEXUBAEMOCT MEXKY NAalIMEHTHTE eKYBAHH C peKOMOWHAHTEH YOBEUIKH €PUTPOIIOETHH U KOHTPOJIHATA
rpyna. B yeTnpuTe mianebo-KOHTpOJIMpaHH NMPOYYBaHUA CHOTHOLIEHHMETO Ha PUCK cipsaMo obliaTta
MpeKMBAEMOCT Bapupa Mexay 1,25 u 1,47 B o/2a Ha KOHTPOJIHATA Ipyna. Tesu Mpoy4YBaHHs 110Ka3Bar
yCTOHUMBA, HEOOICHUMA, CTATHCTUYECKH 3HAYHUMA NOBHUIEHA CMBPTHOCT MPH NAIIHEHTH, KOUTO MMAT
aHEMMA CBBp3aHa ¢ pa3/IMyHHM BHAOBE TYMOPH U KOMTO NOMy4aBaT peKOMOHHAHTEH YOBELIKH
epUTPOIIOETHH, B CpaBHEHHE ¢ KOHTPOJTHATA rpymna. PesynTaTsT ot ofLiaTa NpexuBsieMOCT B
[IPOYYBAHETO He MOXKe Aa ObJe 3aJ0BOIMTENHO OBICHEH C pa3IMYHaTa Y€CTOTa HA TPOMOO3HUTE U
CBBP3aHATE YCIOMHEHHA MEXIY KOHTPOJIHATA IPYTia ¥ IIpHeMaluTe pexoMOHHAHTEH YOBSHIHH
EPUTPOIIOCHUH.

[IpoBeaen e u cucTeMeH npernen Bionoysan] Hag 9000 oHKOIOrHYHY NMAaLIMEHTH, YYaCcTBAlH B 57
IJIMHUYHM IPOYYBaHHs, MeTa-aHaau3bT OT JaHHUTE 3a 00IIaTa PEXXUBIEMOCT NPeJOCTaBAT OLEHKA Ha
CBOTHOIIEHKMETO HA puck oT 1,08 B mon3a Ha koHTposiHata rpyna (95% CI: 0.99, 1.18; 42 npoyuBaHuA
8167 mauuenTu). Habmonapa ce NoBHIIEH OTHOCHTENIEH PUCK OT TpoMmboembonvnunn nEOUACHTH (RR
1.67, 95% CI: 1.35, 2.06, 35 npoyusanud ¥ 6769 maryeHTH) [IpY NaLMEHTH TEKYBaHH C peKOMOHHAHTEH
YOBEIUKH epuTponoeTHH. ChUIeCTBYRA MOBHILEH PUCK OT TpoMOOeMOOIHIHN HHIWAEHTH [IpH
OHKOJIOTHYHH TIALIHEHTH JIEKYBaHH C pEKOMOHWHAHTEH YOBELIKYA EPUTPONIOETHH H HE MOXKE 2 C€ H3KIIOUHM
OTPHLIATEITHO OOLI0 BAUAHKE BBPXY IIpexkUBAEMOcTTa. He e ICHO 10 KaKBa CTENEH Te3U PE3YJITATH Ca
Chbp3aHH C NPUI0KEHHUETO HA PEKOMOMHAHTEH YOBEWKH EPUTPOIIOETHH HAa OHKOJIOTHYHH MAllHEeHTH,
MEKYBAHH ¢ XHMHOTEpArHs, 3a JOCTHraHe Ha KOHUSHTpaliHg Ha XeMOoIr106UH no-manko ot 13 g/dl,
3aI10TO CAMO HAKOJIKO IMALMEHTA ¢ Te3W XapaKTePUCTHUKHU ca BKJIFOUYEHH B TIperyieJaHHTe JaHHH.

5.2 PapMakoOKHHEeTHYHH CBOMCTBA

HMHBTpaBeHO3HO NPUICKEHUE

M3MepBaHus Ha eOeTHH anda ciel MHOIOKPaTHO MHTPaBEHO3HO NIPHIaraHe ca MmoKasajlk Bpeme Ha
OMYXXHUBOT OT NpubNMM3UTENHO 4 Yaca ITpy 34paBy AOOPOBOILY U B H3BECTHA CTEIEH MAJIKO YIBIDKEHO
BpEME Ha IIOTY)KHMBOT 1pH NAIMEHTH ¢ Op0peuHa HeAOCTaTHUHOCT, MIPHOMM3UTENHO 5 Yaca. Bpeme Ha
MOJIY>KHBOT NpHONU3UTEIHO 6 Yaca e JOKIaABaHO NIpH Aela.

[ IOAKOXHO NPHUNOKEHUE

Cre/l ITOAKOKHO MHXEKTHPAHE CEpYMHUTE HUBA Ha eMOeTHH ajipa ca 3HaYMTENHO NO-HUCKHK OT HHBATA,
NOCTUIHATH Cliej] MHTPaBEHO3HO HIbKeKTHpaHe. CepyMHUTE HHBA e yBenuyasat aBHO U NOCT
MAKCHMAJHH CTORHOCTH Mexxay 12 M 18 "aca cnes nmpuioxeduneTo. MakCHMATHHTS CTOHHOS
3HAUNTENHO TO-HUCKH OT MAKCUMAJTHUTE HUBA, JOCTUTHATH fIPH UHTPABEHO3HO MPHI0K
(mpubnuzutento 1/20 oT cTOMHOCTHUTE).

L o T ek
He e rabniogaBaHO HAaTpyIBaHe: HUBATA OCTABaT CHIIKWTE, HE3ABUCHMO JaIH CE€ ONpPEICIAT. Nt
ITbpBaTa HHDKEKLIYA HIH 24 crnex 1ocjieJHATa HHKEKIIHS. “‘1:\ g
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Bpemem Ha IOJYXKHBOT IIPH ITIOAKOXXHO IPHJIOKCHHE CC IPCUEHABA TPYAHO H CC OIIpEAciia Ha OKOJIO 24
Haca.

bHUOHanHYHOCTTAa Ha MOAKOXKHO HHXXCKTHPaHHKA CIICCTHH ﬁﬂ(ba € MHOT'O 110-HHUCKa OTKOJIKOTO IPH
BCHO3HO [NIPHIQXKCHHC Ha JICKAPCTBCHHUA IIPCAYKT. HpHﬁJ’IHBHTEHHO 20%.

3.3 IIpeakIAHHYHA TAHHHA 32 6e30MacCHOCT

I1py HAKOH MPENKIIHHAYHY TOKCUKONIOTHYHH IPOYUYBAHUA BBPXY KyUeTa U ILTBXOBE, HO HE H BBPXY
MaMyHH, IEYEHHETO C ETNOETHH anda e OUI0 CBBP3aHO ChC CYDIUIMHMYHA KOCTHO-MO3b4YHA (HHOpo3a
(TOBa € MO3HATO YCIOXKHEHHE NMPH XpOHHUHA OBOpeyYHa HEIOCTATHYHOCT IPH YOBEKa H MOKe Aa One
CBBP3aHO C BTOPHYEH XUIIEPIIApAaTUPEOUIUAIBM UK C HEU3BECTHH (pakTopH. YecToTaTa Ha KOCTHO-
MO3bYHa Pubpo3a HE ce e MOBHIIKWIA NPH IIPOyYBaHe HA THANU3HU NALUMEHTH, KOUTO ca OMIM JEeKyBaHH C
€IIOCTHH anda B MPOoAbIDKEHUE HAa 3 OMHHU, B CPABHEHHKE ChC CHOTBETCTBAIlA KOHTPOIHA Fpya
NayHeHTH Ha XEMOAUANIN3a, KOUTO HE ca QWM JIEKYBAHH C €MOETHH ada).

[Ipy npoyuBaHUA BBPXY KHUBOTHH €ITOETHH ali(a MoKa3Ba MOHMKABAHE Ha TEJIeCHOTO TErIo Ha IUIoa,
3abaBdHe Ha rnpoleca Ha ocudyKanys U NOBUNIaBaHe HA (peTaiHaTa CMBPTHOCT, KOI'aTO € IpHiIaraH
CEIMHYHO B JO3M NpUOu3uTento 20 IbTH NO-BUCOKM OT NPENOphYMTENHATA CeIMUYHA 1034 TIPH XOopa.
Tesu U3sMeHeHUA ce HHTEePIPEeTHPAT KATO BTOPUYHHM [10 OTHOLHeHWE HAa HaMalldBaHe HaJJaBaHeTo Ha
TEJIECHOTO TErIO HA MAHKHTE.

EnoeTuH aﬂcba HC ITOKa3Bd HHKaKBH H3IMCHCHHA B 6&I{TGPH3HHB. KICTh4YHA KYJITYpa, KaKTO H B KII€THYHA
KYITypa OT 603aMHULA [IpPH TCCTOBC 3a MYTAICHHOCT H IIPpH in vivo MHKPOHYKJICAPEH TECT ITPU MHUIIKHA.

JIBIICOTpaitHi H3cAeBaHUS 3a KAHIIEPOr€HHOCT He ¢a IPOBEXIaHu. B nurepaTypaTa ChLIECTBYBAT
IPOTHBOPEUYHBH CHOBGILEHHS OTHOCHO BEPOSTHOCTTA €PHTPONIOETHHHTE 4 MMAT HAKaKBa pojs IIpH
TyMOpHaTa nponugepalusa. Tesu croOIIEHH ¢e OCHOBABAT Ha in Vitro W3cjeJBaHHI Ha YOBELIKH
TYMOPHH IPOOH KaTO B KIIMHHYHA CUTYAL[HA Te HIMAT 3HAYHMOCT.

6. PAPMAIIEBTHUYHU JAHHH

6.1 CHoHchLK HA IOMOIHHTE BEIECTBA

ITonmucopbar 80

I nuiune

Bona 3a HHXeKuuu

Hatpues nuxuaporeudocdhar auxuapat
JuHaTpuer QocdaT OAUXHAPAT

Harpues xinopun

6.2 HechbBMEeCTHMOCTH

[Tpu nunca Ha JaHHHU 3a ChbBMECTHUMOCT, TO3H JICKAPCTBEH MPOAYKT He TpAOBa 1a c€ CMeCBa ¢ APYTH
JIEKAPCTBEHH TIPOAYKTH.

6.3 Cpox Ha roaHocCT
2 TONNUHHM
6.4 Coennainy yCJIOBHA HA ChXpaHEHHE

npeaia3y 0T CBCTJIHHA. I[a HE CE BaMPHBHBa HITH pa3Kialia.




ITpu amOynatopra ymotpe6a, natmenTsT Moxe na u3paau EITPEKC or xnagunnmka u 1a ro cexpaHssa
pH TEMIIEPATYpa He YI0-BUCOKA OT 25°C egHOKpaTHO, 3a He-IoBeYe OT 3 AHH.

6.5 JAaHHM 32 OMAKOBKATA

Onakosxka ¢ eauH ¢naxoH (cTeKio THI [} ot 1,0 ml (40 000 IU) umkexnuoHeH pa3TBop ¢ Tana (¢
Te)IOHOBO MOKPUTHE).

6.6 Cnenua/JTHH npeinasHd MEPKH OPHA H3XBLpJsine H patoTa
Ja He ce rnpuiara uHGY3HOHHO WM 3a€/JHO C APYTH JEeKAPCTBEHH PAa3TBOPH.
To3u nexapcTBeH MPOYKT € IpeiHA3HauYeH CaMo 3a eIHOKPAaTHA YIIOTpeda.

IIpeau ynotpeba octasere cipuruoskara EFIPEKC na npectou moxaro qocTurte craifHa TeMriepaTypa.
ToBa cbukHOBEeHO O0THeMa 15-30 MUHYTH.

To3u nexapcTBeH MpoAyKT He TpAGBa 1a ce mpuiiara | TpsaOBa a ce H3XBBPJIH aKO:
- € HapyllleHa LeJ0CTTa Ha OIlaKOBKATa;
- TE€YHOCTTA € OLBETEHA WIH Ce BIKIAT YaCTHIIM, TUTYBAIIH B HEs;
~  3HAeTe WIH MHCJINTE, Y€ MPOAYKTHT MOXKE CIIyJailHO J1a € OWJI 3aMpa3sBaH;
- XJIaIWIHHKBT, B KOHTO Ce ChXpaHsABa € OWI NOBpEEH.

Hensnon3paHUAT NPOMYKT WIH OTIAABYHATE MaTEPHAIM OT HEro TPAOBA Na ce M3XBHPIAT B
CHOTBETCTBUE C MECTHHUTE M3UCKBAHHS.

7. IIPUTEXKATEJI HA PASPEINIEHUETO 3A YIIOTPEEBA:
{Dhnsan & Johnson D.O.O.

Smartinska cesta 53

1000 Ljubljana

CnoBeHus

8. HOMEP HA PA3ZPEHIEHHUETO 3A YIIOTPEEA
20020024

9. JIATA HA ITBPBO PA3PEIIABAHE/MIOTHOBABAHE HA PA3PEINEHUETO 3A
YIIOTPEBA
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