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1. UME HA JIEKAPCTBEHUA NPOAYKT % o / [/‘0///435
TBJIA, i Pae. Ve
Heynorex Cunrbamkext 30 MU (0,6 mg/ml) HikeKuMOHEH pastsop 230 - | 2@4 ) 'lmu
Neupogen Singleject 30 MU (0.6 mg/ml) solution for injection LapeiueHue N o busienssmaserszsrsss oo " ors

2. KAYECTBEH 1 KOJJMYECTBEH CBHCTAB 0@ N s

Besika npeapapurenHo HanbIHEHA CHPHHLIOBKA cbabpxa 30 Munnona enuAMLH (300 Mukporpama (pg))
¢unrpactam (filgrastim) 8 0,5 ml (0,6 mg/ml).

DunrpacTHM (PeKOMOHHAHTEH YOBELIKH METHOHMI-IPAHYIOL|T KOJOHHH cTumyupai daxkrop) €
TpousBezieH 4pe3 pekombunantha JIHK texuonorus ot E.coli (K12).

3a IBJTHUSE CIIHCHLK HA TOMOIIHHTE BELIECTBA, BUKTE TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
HHoxeKUMOHEH pasTBOp B NPEIBAPHTENHO-HAITRIHEHA CIPUHIIOBKA.
KonueHTpar 3a uH@y3noHeH pasTBop B PeABAPHUTENHO-HANLIHEHA CIIPUHIIOBKA.

buctop, Ge3upered pastsop.

4, KIMHUYHU JAHHHA
4.1 TepaneBruunm noxazanus

Heynoren e nokasan 3a HamansiBaHe IpOIB/DKHTENHOCTTA Ha HEYTPONEHHUSTA W YeCTOTaTa Ha (pebprinaTa
HEYTPONCHHUS NPH NALWCHTH TPETUPAHH ChC CTAHAPTHA MTOTOKCHYHA XMMHOTEPAIHA Ha 3/10Ka4eCTBCHH
3200/14BaHNA (C U3KITIOYEHHE HA XPOHUUHA MHETOMIHA ICBKEMUS ¥ MHEIIONHCILIACTHYEH CHHIPOM) ¥ 32
HaMaliBaHe NPONB/DKUTENHOCTTA HA HEYTPONIEHHATA NPU NOIOKEHH HA MUET0abNaTHBHA Tepanus
TalMeHTH, IIOCTEABAHA OT KOCTHO-MO3bYHA TPAHCILUIAHTALMSA C IOBMIIEH PHCK OT NMPOXBIKATENHA TEXKA
HEYTPONEHHA.

Besonacroctra 1 epukacroctTa Ha Heynoren ca nogo6uu npu BB3PACTHH U IeNa, NoyYaBaIly
LUTOTOKCHYHA X HMHOTEPAITHL.

Heyrnoren e nokasan 3a MmoGuiusupare Ha nepU(pEpHUTE KPHBHY MPOTEHHTOPHH KIIETKH (PBPC).

Tpu rmauuenTw, nela Wix BB3PacTHH, C T&XKA KOHTEHHUTATHA HUK/IMYHA WX HIHONIAaTHYHA HEYTPOINECHHUS C
abcontoten 6poii Ha HeyTpodunute (ANC) < 0,5 x 10°/1 ¥ aHaMHe3a 32 TEXKKH WA PELUIABUPALIM
MH(EKLMH, NPOBIDKHTEIHOTO NipUarate Ha Heynoren e mokasaso 3a yBenu4aBaHe Gpos Ha HeyTpoduinTe
H HaAMAIABAHE YECTOTATA M MPOABDKHTEIHOCTTA Ha CHMITTOMHTE, CBBP3aHH C HH(EKLHATA.,

HeynoreH e nokasad 3a euenne Ha epcHcTHpallia HeyTponenus (abcomoTen 6poit Ha HeyTpoduTHTe-
(ANC) no-mansk unu paset Ha 1,0 x 10°/1) npu nauwenT ¢ Hanpenuana HIV undekuus, ¢ uen na ce
HaMaJl¥ pHCKa OT GakTepualHi HHEKLMH, KOTATO APYTH Bb3MOKHOCTH 34 JICUEHHE Ha HEYTPONCHUATA ca
HEMOIXOSALIIH.

4.2 [lo3upoBKa H HAYMH HA NPHJIOKEHAE

Crangaptaa HHATOTOKCHUYHA XUMHOTECPANHA

Ipenopbuanara nosa na Heynores e 0,5 MU (5 pg)kg/anesno. [TepBara go3a Ha
OpUIIOKEHA HE MO-PaHO OT 24 Jaca cCiea UHTOTOKCUYHATA XUMHoOTepanusa. Heynor
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Karo AHeBHa CyOKyTaHHa MHXKEKLMS HiIH KaTo HEBHA WHTPaBEeHO3HA UHQY3HA, paspeneH ¢ 5% pasTBOp Ha
TNIF0K03a 3a 1epHox oT 30 MUHYTH (BX. NO-f011y, TOYKa 6.6 33 MHCTpyKLHHTE 33 paspexzane).
CyOGKyTaHHHAT BT Ce NPENNOYUTA B IOBEYETO ciyqau. Mma nannwm ot uscnensane ¢ eqnonososo
TIPHIIOKEHHE, 1€ HHTPABEHO3HOTO NPHUIIONKEHHE MOXKeE /1a CBKpaTH NPOJB/DKUTENHOCTTA Ha e)eKTa.
Knunuynara sHauumoct na Tezu PE3YATATH OPY MHOTOLO30BO MPHIIOKEHHE € HEACHA. H360psT Ha NBT Ha
TIPHIIOXKCHHUE 3aBMCH OT HHAMBHIYTHHTE KIHHHYHH 0cOGeHOCTH. B XOAa HA KITMHUYHH U3ITUTBAHUA €
M3M0JI3BaHa CyOKyTaHHa 103a ot 230 pg/m’/npesHo (4,0 1o 8,4 pg/kg/nuenno).

ExenHeBHOTO npuiioxenue Ha Heynoren tpa6sa na IIPOABIKHA NOKATO Ce IPEMUHE Haki-HHCKOTO 04aKBAHO
HUBO Ha HEYTPODHUNHTE U TEXHHAT 6poii ce Bb3CTaHOBU 110 HOpMaiThv rpanuuy. CrenBaiiku yTBbpieHaTa
XUMHOTEPANHUA P CONUAHH TYMOPH, TUMBOMH 1 JUMQOUTIHA EBKEMHS, 0YaKBAHATA NPOABIDKHTETHOCT
Ha TepanuATa 3a U3MBJIHABAHE Ha MOCOYCHHUTE Kputepun e 14 quu. Cnel MHAYKLHOHHO WITH
KOHCOIMAHPAILO JIEYCHHUE HA OCTPA MUETOHIHA JTEBKEMUS TIPOABLIKUTENTHOCTTA Ha IEIEHHETO MOXKe 1a Obe
SHAYUTENHO NO-Abira (10 38 THK) B 3aBUCHMOCT OT THIIA, 103aTa ¥ CXEMaTa Ha H3N0I3BaHara
UHTOTOKCHYHA XUMHOTEPAIHS.

Ipu naumenTy nomnoxens Ha mMTOTOKCHYHA XMMHOTEpanus ce HabmoaBa NpexoqHO NOBHIIABAHE Ha 6post
Ha HeYTpoHIKTe, C THIHYHA U3sBa | 10 2 aHH CJIE€N Ha4ailoTo Ha TepanuaTa ¢ Heymoren. 3a na ce HOTy4H
TpacH TepaneBTHYEH OTIOBOP, Nedenkero ¢ Heynoren e Tps0Ba /1a ce MpeKbeBa NMpean fa 6bae PEMUHATO
Ha#i-MaIKoTO 0YaKBAHO HHUBO Ha Opos Ha HEYTPOQUIHTE U TeXHHAT Gpoii 6b1e Bb3CcTaHOBEH 110 HOPMaJTHHTE
rpanuuy. IpexaespeMenno npexnceane Ha TepanusTa ¢ Heynoren npenu BpeMeTo Ha 09akBaHOTO Haji-
HHMCKO HUBO Ha OpOs Ha HeyTPOGUIHTE He ce TIpenopbyBa.

Ilpu NAlHCHTH JIEKYBAHH C MHuenoabaTueHa TEpAIIHsA, NOCIAECABAHA OT KOCTHO MO3BYHA TPAHCILIAHTAIUS

IIpenopryanara nauanya nosa Ha Heymoren ¢ 1,0 MU (10 ng)/’kg/nueBHo npuoxKeHa karo 30 MUHYTHA HIIA
24 9acoBa UHTpaBeHO3HA HHOY3ua wra 1,0 MU (10 ug)/kg/mHeBHO, ipUnoKEHa KaTo NponbiKATENHA 24
9acoBa CyOKyTanHa #H(y3us. Heyrnoren TpsA6Ba 1a 6b1e paspenen B 20 ml 5% rokosa (Bx. no-nony,
To4Ka 6.6 32 HHCTPYKLMKTE 33 paspexiane).

IIspBara no3a va Heynoren ne TpAGBa fa ce mpwiara no-paHo ot 24 gaca ClleN HUTOTOKCHYHATA
XHMHOTEpANHA U PE3 IbPBUTE 24 Yaca OT KOCTHO-MO3bYHATA HHpY3U.

Cren xaro 6bae npemMuHaTo Haif-MaKoTO 0aKBaHO HUBO Ha 6post Ha HeyTpPOdUIHTE, [HEBHATA 103a
Heynores tps6sa na 6nae THTpHpaHa CIpsAMO 6posi Ha HEYTPO(HITHTE KAKTO clenBa:

Opoit HeyTpodumm ananrupaHe ro3ara Ha Heynoren
>1,0x 10%1 3a TPH NOCJICIOBATEIHH THH Hamangsane 1o 0,5 MU/kg/naesno

¢nen Toa, ako ANC octasa > 1,0 x 10°/1 3a noseue cripase Ha Heynoren
OT TPH TOCIICNOBATENHY THU
ako ANC namanee < 1,0 x 10°/] TIpe3 sic4eOHus Tieproy n03ara TpsiGBa 1a ce yBem4y chriacHo

IIOCOYCHHTE CTHIKU

ANC=a6comotausT 6poii HEYTpohHIH

3a MOBUNH3KMpade Ha nepupepHA KPHEBHH NpOTeHMTOPHH KieTkH (PBPCs) IpH NAHWCHTH TOMIOXKEHH Ha
MHUENOCYTIDECUBHA WM MHEN0atIaTHBHA TCpanud, NOCIECABaHA OT aBTOJIOMKHA TPaHCILUTAHTALMSA Ha

nepudepun KPbBHHU IPOI€HUTOPHY KJIICTKH.

Koraro ce npunara camocrosrenno upenopryanara nosa Ha Heynoren sa PBPC MobHu3upare e 1,0 MU

cyOKyTaHHa MHXKeKIms 32 5-7 fiocaenosarenuu nHu. 3a uadysumure Heymoren Tps0Ba na 6bae paspexeH B
20 ml 5% pasTBop Ha K032 (Bx. mo-moiny, Touka 6.6 3a HHCTPYKITMUTE 3a paspexnaHe). Bpeme 3a
JeBKodepesa: Hal-4ecTo ca [OCTATLYHM CIIHa MK 1BE JIeBKOpepesu Ha 5 1 6 nen. Ipu OPYTH YCIOBUA

Morar ja 6baaT HeOGXOMMH AOITBIIHHTENHN JeBkotepesu. Jlozara Ha Heynoren tpa6Ba aa ce noggspxa o
nocieqHara nepkodepesa. AT
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Ipenopbuanara j03a Ha Heynoren 3a PBPC MOOHUIIH3HpaHe creq MHUENOCYTIPECHBHA

MU (5 pg)/kg/nHerno TIPUIIOXKEHA KaTO CyOKyTaHHa MHXKEKLIHsA NpOABIKABAIMA OT IT

NIPMKITIOYBaHE HA XHMHOTEPANHATa, J0KaTo Obie HPEMHHATO HAH-MaNKOTO O4YaAKBAHO|HEE
i}



HEYTPOMITHTE ¥ HOPMAITHUAT Gpoit Ha HEYTPOGHUIUTE 6Bl BH3CTAHOBEH B HOPMATHH TPAaHHUIA.
JleBkodepesara Tps6Ba na ce nposene npes nepuona, koraro ANC Hapacrsar ot < 0,5 x 10%/1 5o >5,0 x
10%1. 3a nanuenTy, kKouTo He ca UMATH CKCTCH3MBHA XMMHMOTEPANHs OOMKHOBEHO eIHA JIEBKOo(pepesa e
roctarbyHa. IIpu apyru o6cTosTenCTBa Ce MPenophYBa AOMBIHUTEIHA JeBkodepesa.

3a Mobunusanus Ha nepud)epHE KPHBHY NDOrEHHTODHH KICTKU ((PBPCs) 1ipy 3apaBH 10HODH Npean
IOTCHHATA TPAHCINIAHTALMA Ha KPhBHM IIPOTEHHTODHH KICTKH

3a Mobunmsanus na PBPC npu 3apasu Roxopu Heynoren Tpsifa nia ce npunara cy6kyTaHHo B 1032
10 ug/kg/nHeBHO 32 4 10 5 MOCHEAOBATENHN THY. JleBkogepesara TpaGBa ma 3ano4se Ha feH S u 1a
TIIPORBIIKM J10 JIeH 6, ako € HeoGX0AMMO 3a fia ce cxbepe 4 x 10° CD34" KIETKI/Kg TErno Ha peuMnueHTa.

Ipu nanuenTH c TCXKKA XPOHWYHA HEYTPOIICHUA

Konrenuranua neyrponenus: NperopkyaHarTa HauanHa cy6kyTansa no3a e 1,2 MU (12 ung)kg/nHesHo,
TPUJIONCHA CTHOKPATHO WM Pa3feNiHO. IHONAaTHIHA M LUKIMYHA HEYTPOICHMA: npenopbyaHara
HavanHa cyGkyTanHa no3a e 0,5 MU (Sug)/kg/nuesno, NPWIOKCHA €AHOKPATHO WM Pa3/IeIHO.

Anantupane Ha fo3ara: Heynoren Tps6Ba 1a ce npunara exeIseBHO KaTo CyOKyTaHHA MHKEKL[HS, NOKATO
OposAT Ha HeyTPOQHIIUTE NOCTUTHE H CE 3ama3u Hax 1,5 x 10%/1. TIpn TI0JIy4aBaHe Ha OTTOBOp TpsOBa Na 6be
HaMepeHa MUHMMalIHaTa eeKTUBHA 11034 32 NOIABLPXKAHE HA TE3M HHUBA. 3a MOANBPKAHE HA afieKBaTeH Gpoi
HEYTPODUIIK € HEOOXOANMO NPOIBIKHTEIHO EKETHEBHO npunarade. Enxa no nse ceaMMuu cien
JICICHUETO, HAYaTHATA 103 MOXKE Aa Ob/IC YIBOCHA HIIM HAMAJICHA HAMOJOBMHA B 3aBUCHMOCT OT OTroBOpa
Ha nauuMenTa. JIOMIHUTENHO /103aTa MOXeE /1A Ce afanTHpa HHIMBUAYanHO BCekH | 10 2 cenmuny, 3a na ce
noanepxa cpeieH 6poit Ha HeyTpodunuTe Mexay 1,5 x 10°/1u 10 x 10%/1. Ilpn namuentu ¢ texka
HHpekms Moxe 1a 6bae oOMHCIeHa cxema 3a n0-6bp30 yBenMYaBaHe Ha 103ara. IIpy KiIMHuIHY
M3IUTBaHUS, 97% OT HALMEHTHTE C OTTOBOP Ha JICYEHHETO MOKA3BAT IThIIEH OTTOBODp NpH Jio3a <

24 pg/kg/nueBHo. BesonacHocTTa Ha Heynoren npu nanueHTy ¢ Texka Xponnana HEYTPOICHHMA B X014 Ha
TPONBIKUTEIHO MpUIaraHe Ha 103a Haj 24 pg/kg/nHeBHO He € ycTaHOBeHa.

Hpyru ocobeHoctu

Tepanusita ¢ Heynoren TpsiGBa fia 6/1e NPOBEX/aHa CHBMECTHO C OHKOIOrHYEH UEHTBP, KOUTO HMa OIHUT ¢
JICHCHHETO Ha IpaHyIOLUMTEH KONOHUCTAMYIMPAI GaKTOp ¥ B XEMaTONOrHATA H HMa HEOGXOIUMOTO
AMarHoCTHYHO 00opyaBaHe. [IpouenyprTe Ha MOGHIM3AHS | aepesa Tps6Ba Aa ce M3BLPLIBAT B
K0J1abopaLyisi ¢ OHKOXEMATONOTHYEH LIEHTBD C AOCTATHYHO OTHT B Ta3H obacT, KbJETO MOXKe Jja ce
Harpasy NpaBUIHO MOHMTOPHPaHE HA XEMATOJIOTHYHNTE TPOTEHHTOPHHU KIIETKH.

B knuuu4Hm w3nutBanus ¢ Heynoren ca Guin BKIIOYCHH MATBK Opoii nauMeHTH B CTap4ecKa BB3Pact, HO
CTCLMATHY U3NUTBAHUS TIPH Ta3H IPYIIa HE Ca MPOBENK/IAHH, [IOPALH KOETO MPENOPHKH OTHOCHO [03aTa He
MOorar 1a ObAaT HalpaBeHy.

Manursanus ¢ Heynore npu naLyenTH ¢ TeXKO HapyIleHHe Ha ObOpedHara wim YepHOApoGHa byHKIMs
TI0Ka3BaT, Ye TOH UM N0A06EH papMaKOKMHETHYEH M (hapMaKoIUHAMHYCH podUIT HA TO3M y UHAUBHAH C
Hopmasiuu ¢ynkuuu. He ce anara ananrrupane Ha nosara npu tesu yCIIOBHS.

Ynompeba 6 neouampusma npu mexcxa xpouwuna Heymponenust (SCN) u onxonozuunu 3abonseanus

[llectnecer u net npoLeHTa OT MANHEHTHTE C TEXKA XPOHHYHA HEYTPONEHHS, BKJIIOUYEHH B KIIHHHYHA
nporpama ca 6wiu nox 18 rogumna Be3pact. EQHKacHOCTTa OT JIeUeHHETO B Ta3u BB3pacToBa Ipyna,
BKIIIOYBAIIA HAH-MHOIO NALMEHTH C KOHICHUTAIHA HEYTPONICHHS € GHII0 HeChbMHEHO. JIuncaar pa3IuYms no
OTHOWIEHHE NPOduIKTE Ha 6e30NaCHOCT NPH MEAMATPHYHHA MALUEHTH, JIEKYBaHH 10 MOBOJ TEXKA XPOHHIHA
HEYTPOMNCHHS.

o BT TN
JlaHHWTE OT KITMHIUYHHM W3NUTBAHHUA TPH NEAMATPHYHN NAlMEHTH NOKa3BaT, 4e¢ Oe30TacHo QMUK k\\
eduxacsocTTa Ha Heynorew ca nonoGuu npn BB3pACTHH M JeLd, NOAJIOKEHH Ha LIUTOT ’_“\"@.

XHUMHOTEpanus. /
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Hpenopmﬂ/rre OTHOCHO O3HpPOBKaTa TIpH IEANATPAYHM NALMEHTH Ca CbIHTE, KAKTO IIPHU BB3pacTHU
IIOJTOKCHH Ha MHUCTIOCYNIPECHBHA LIHTOTOKCHYHA XHMHUOTEpanus.

Ipu nauwentu ¢ HIV uHbpeKUus

3a npeodonasane na HeymponeHusma

Ilpenopbuanara Hayanua no3a Ha Heynoren e 0,1 MU (1 1g)/kg/nHeBHO Npunarata exeaHEBHO ypes
CyOKyTaHHa MHXEKLHs C THTpUpane 1o MaxcumyM ot 0,4 MU (4 ug)/kg/mueBHo no nocrurane u
TIOAALPAHE Ha HOpMalleH 6poii HeyTpodw (ANC > 2,0 x 10°/1). B knusmasm M3MUTBaHus, > 90% ot
NMAMEHTUTE UMAT OTIOBOP TIPH TE3M JTO3W, IOCTHI iKY 00paTUMOCT Ha HEyTpONEeHHSTa CPEJHO 32 IBa AHHU.

INpu Mansk 6poii nanmenTy (< 10%) e 6una ReobxoxMMa 032 Ao 1,0 MU (10 pg)/kg/nHeBHo, 3a na ce
TIOCTUIHE OOPAaTUMOCT HA HEYTPOICHHSTA.

3a noddvpoicane na nopmanen Heympogunen 6poii

Koraro ce nocrurae npeogonssane Ha HEYTPONCHUATA € HeOOXOANUMO Na GbIAT HAMEPEHH MUHMMAIIHY
e(eKTHBHH 103H 3a MOAIBPKaHE HA HOpMaiieH Opoit HeyTpodum. [Tpenopbusa ce HauanHo aITEePHUPALIO
ajianTapane Ha no3a ¢ 30 MU (300 pg)/kg/nresHo nox ¢opmara Ha cyGkyranna nrxekums. 3a MIOAABPXKAHE
Ha HeyTpodunnus 6poit > 2,0 x 10°/] Moxe 1a ce HanoXH ACITBIIHUTENHO aNanTHPaHe Ha J03aTa, 3aBUCHMO
or ANC Ha nanuenra.

Ipy xauHUYHM M3nATBaHMS 32 nogaspxane Ha ANC > 2,0 x 10%/1 € 6mna Heo0Xo/MMa 1o3upoBka ot 30 MU
(300 pg)kg/nuesno 3a 1 e 1o 7 nuu CCAMUIHO, CpeIHATa YECTOTa Ha JO3MpaHe € 3 THM ceAMIIH0. Moxe

Aa €€ HaloXKHU MPOABILKUTENHA ynoTpeba 3a nonaspkane Ha ANC > 2,0 x 10°/1.

4.3 HporuBonokazanus

Heynores ne Tps6Ba na ce TIpuilara npy NaKMEHTH C H3BECTHA CBPbXYYBCTBUTEIHOCT KbM dunrpacrum umm

KbM HAKOC OT NOMONIHMTE BeliecTBa. HeymnoreH He TpsGBa na ce u3monssa 3a MOBHINABAHE J03aTa Ha

HUTOTOKCHYHATA XUMHOTCpAn1a Hag CTaHAAPTHHUSA JO30B POXUM.

Heynoren ne Tps6ea na ce Npuiara IrpH NMalMeHTH ¢ TEKKA KOHTEHHUTAIHA Heyrponenus (Kostman’s
syndrome) ¢ UMTOreHeTHYHA NATONOr U (BX. cBIIO TOUKA 4.4).

4.4 CneunajnHu npexynpexaenus u NpeaAnasHu MEPKM NpH ynotpeba

370KAYECTBEH PACTEX HA KIIETKHTE

I'panyouuTHEAT KONOHKMCTHMY IMpa pakTop Moxe na 3acunu pacrexa Ha MHEIOHIHU KIIETKH in Vitro
KarTo nogo6HH edekTu Morar na 6saar HabmoaBaHy 1 IIPY HAKOHM HEMHEIIOMIHM KIIETKH in Vitro,

beszonacHoctTa 1 eq)m(acaocrra Ha NPpUTAarasHeTo Ha Heynor CH NIPU MAUMCHTH ¢ MAUETIOAMCILIACTHYECH
CHHIPOM MJIH XPOHWYHE MHEJIOreHHA JICBKEMHA HE Ca YCTAHOBEHH.

Ynorpebara na HeynoreH B Te3u Ciyvau He e nokasana. OcoGeHo BHUMaHwue Tpa6Ba 1a ce OTAETH 3a
AudepeHnraTHaTa IMarHo3a Ha 6acTHaTa TpaHC(HOPMAIIHs Ha XPOHMYHATA MHENIOM/THA JICBKEMHS OT
OCTpaTa MUEJIOHIHA JICBKEMUSA.

BB BpB3Ka ¢ orpaHMUeHNTE NaHHM OTHOCHO 6€30MacHOCT M eHKacHOCT TIpH TAIHEHTH ¢ BTopraHa AML
(ocTpa muenonHa nekemus), Heynoren Tps6sa na ce npuiara ¢ BRiManye.
BesonacHocTTa u edukacHocrTa na Heynoren npu HoBooTkprTit AML NalMEHTH < 55 rOJMIIHA BH3PAacT ¢

nobpa uutorenetrka (1(8;21), t(15;17), n inv(16)) He ca ycranopenu. P x
4{ Hlng /JN
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BB3MoxkHO € na ce HajoxH MOHHTOpHpaHE HA KOCTHATA INTETHOCT IIPH MIALMEHTH o Haj
KOMTO ca MOUI0XKEHU Ha MPOJABIKHUTENHA TEPAUs ¢ Heynoren 3a noseue ot 6 me
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Paaxo (> 0,01% u < 0,1%) ce HabmoaBaT Hexenann JICKApCTBEHU pPeaKLUM, 3acATall| 6enus Apo6, mo-
CHELMANHO, Clle/] pUiaratHe Ha TPaHyIOUHUT KOJIOHHCTHMYJTMpAIIL taxTop e crobmeno 3a HHTEPCTHIHAIIHA
IIHEBMOHMA. IlanenTy ¢ anamuesa 3a 6esroapobHu HHQUITPATH HITH THEBMOHYIS ca TI0-PHCKOBA rpyma.

Kanaukara na urnara na TIPEIBAPUTEIIHO HAITKIHEHATA CIIPHHLIOBKA ChAbPKa U3CyIIIeHa NPHPOHA I'yMa
(npousBoxHa Ha natexc), KOATO MOKe A3 IPHYHHU ANEPrUYHHE PEaKLIUH.

CHCIII/IaHHI/I NPEANIA3HY MEPKH NIPU NANHAEHTH C OHKOJIOTMYHA 3abonsaBaHus

Jleexoyumoza

ITpu no-maiko ot 5% ot NalueHTHTe, nofy4asamu Heynoren B no3a nag 0,3 MU/kg/nueBno
(3ug/kg/nHeBHO) € ycranosen TIeBKOLMTEH OpOo# paBeH win HajgBuasamy 100 x 10°/1. He ca ChOOIaBaHy
HEKCIAHU ICKAPCTBEHH PEaKUHH, KOHTO MOTaT 4a OhaT 065CHe [IPAKO CbC CTEIICHTA Ha JIEBKOIMTO3aTA.

HaMaJieHa.
P UCKO8e, C8bpP3aHu ¢ nosueHa 003a Ha Xumuomepanus

Heobxoaumo e cneumanto saumanue TIpH JIEYEHHE HA NALHMEHTH C BUCOKA 1033 XMMHUOTEPaNHs, Thil KATO
nonoGpsBaHe Ha KpaifHus TIPOTMBOTYMOPEH e(eKT He € YCTAHOBEH, a yBeNnuyaBaHe Z03ara Ha
XUMHOTEpanMATa MOXE 12 HOBEAE N0 3aCHIBAHE Ha TOKCHYHOCTTA, BKIIOMHTEIIHO CHPCYHH, Ge10ApotHy,
HEBPOJIOTHYHH U KOXHH peakiluy (MOJIsl, HanpaseTe CTpaBka ¢ HH(pOPMAIKMATA 3a NPWIIAraHHTe creuuduaHn
XHMHOTEPANICBTHYHH CPEACTBa).

Camocrostennoro neuenue ¢ Heyrnoren se npeforsparssa TPOMOOUHMTONEHHATA H aHEMHSITA, TIPUYUHEHH OT
MHEIIOCYIPECHBHA Tepanus. PHCKBT OT TPOMGOIHTONEH S 1 AHEMHS MOXeE N1a GbIe NO-BUCOK, IIOpaau
BB3MOKHOCTTA 32 IPUJIAraHe Ha I10-BHCOKH 03U XUMHOTEpanus (HanpuMep Hail-BHCOKATa 1033 110
Hpeanuceanute cxemu). [Ipenoprusa ce MOHMTOpHpaHe Ha TPOMOOLIMTHHUS Gpoii 1 XEeMaTOKpUTa.
CreunanHo BHMMaHHe ce m3uCKBa 1pH IPUIIAraHETO HA €MH XHMHOTEPAIICBTHK WITH KoMOuHanus ot
XMMUOTEPANEBTHIH, 32 KOHTO € M3BECTHO, e TIPUIHHABAT TEHKKA TPOMOOIMTONEHMUS.

Ynorpebara na Heynoren 3a MoGwimnpane Ha PBPC nokassa HaMalsBaHe Ha TEKECTTa U
TIPOABLIKUTENHOCTTA HA TPOMGOLMTONEHHATA ClTeN MHEIOCYTIPECHBHA WIH MUET0abIaTHBHA
XHMHOTEPAIusl.

Hpyzu npeonasnu Mepku

E¢exrsr a Heynoren npu natmenty cxc 3HATUTENHO HAMATICHH MUENION/THH TPOTEHHTOPHH KIIETKH He ¢
u3cneaBaH. Heymoren snusie 0CHOBHO Ha HEYTPOQGUITHHTE NPeKypPCOPH, yIpaKHABANKY CBOS edexT ypes




Ycunena xemMonoeTiuHa aKTHBHOCT Ha KOCTHHA MO3BK, Ha0JIIONIaBaKA B OTTOBOD Ha TEPaIus C pacTekeH
(axTop ce acouunpa ¢ no3uTHEHA Haxonka npu 06pasHo uicnensane. Tosa Tps6Ba na ce oTuMTa NpH
MHTCpIpETaATa Ha PE3yNTaTHTE OT 06PasHOTO H3CIIEAABAHE.

CHCQPIHJ'IHI/I NPCANIa3zHUu MEDKH NIpY NalUEHTH NOJIOXKEHU Ha MOGH.HI/BQQHS[ Ha HCQHQCQHH KDBBHU
HPOreHUTOPHU KNETKU

Mobunusayua

Jluncear pangomusupann npocnexTiH CPAaBHEHUS TIPH C€/IHA M ChIIA NOMYNALMS OT NAIMEHTH Ha JiBaTa
MCTO/a, MPEnopbyanu 3a MOGHIH3AIKS (CAMOCTOSTETHO Heynoren unu B komGuuaums ¢ MHENOCYIIPECHBHA

Ha JICYECHHE 3a BCEKH MalLMEHT.

IIpedsapumenno npunazane na yumomoxcuunu cpedcmea

HPOTreHUTOPHATA MOOIITH3AIMS MOTAT 1A HAMAJIAT TIPOTCHATOPHOTO KOJIMYECTBO. Bee nak npunaranero Ha
Meiianan, kapbonnaruua wm BCNU 3aeHo ¢ Heynoreu e 6uno edekrusho NpYU IPOTEeHUTOPHA
mobmnm3anms. Korato ce ouaksa TPAHCILIaHTallHA Ha nepudepHu KPLBHH NIPOreHHUTOPHH KJICTKH €
TIPENOPLUUTENHO B X0 Ha JIEYCHHE HA MAIHEHTA J1a Ce TUIaHUpa OLIE B HAYAJIOTO MOGHIIM3ALHA Ha
CTBOJIOBH KjIeTKH. OcOGEHO BHUMAHHE H3HCKBA OposT Ha MOGUIM3MpaHUTe NPOT€HUTOPHH KJIETKH IPH TE3U
ITAlIACHTH NPEAH NPHUIIAraHEeTO Ha BUCOKH 103M XAMHOTEparus. AKO KOAHYECTBOTO € HEOCTAThYHO,
H3MEPEHO 110 MOCOYCHUTE KPHTEPHUH, € HEOOXOIUMO Aa ce 06chaM anTepHaTuBHa dopma Ha evenue, e
M3UCKBAILO MOJKPENa 9pe3 NPOreHUTOPHH KIECTKH.

OZ{EHKG HA KoMuyecmeomo npo2eHumopnu Knemxku

IIpu ouenka Ha 6pos na TIPOr€HUTOPHUTE KICTKH, NPUAOOHTH OT HAMEHTH, JieKyBanu ¢ Heynoren e
HEOGXO0/IMMO 18 Ce OTIENN 0COBEHO BHUMAHHE Ha KOIMIECTBEHOTO onpesienne. Pesynrature ot 6pos Ha
CD34", onpenenen 1pe3 NOTOYHA LHTOMETPHS BAPMPA B 3aBHCHMMOCT OT TOYHOCTTA Ha H3M0/13BaHaTa
METOAMKA U NIPETIOPBKHUTE, OCHOBABAILH CE Ha M3C/IENBAHMS B Apyrd Jaboparopuu, Tpa6Ba na 6naar
BHUMATEJTHO MHTEPIIPETUPAHH.

CrarucrryeckusT ananus na Bph3kara Mex1y 6pos Ha peundysupanure CD34"* u CTENeHTa Ha
BB3CTaHOBABaHE Ha TPOMOOLMTHTE Citen XHMHOTEpaNHA ¢ BACOKH I03H IOKa3Ba CI0XKHA, HO TIOCTOSHHA
BpB3Ka.

TlpenopbkuTe 32 MUHUMaNHO KOMUYECTBO CD34"> 2,0 x 105/CD34* KIeTKH/Kunorpam e 6azupaso na
ny6IMKyBaH ONAT, TIPU KOHTO MMa aICKBAaTHO XEMaTOJIOTHYHO BB3CTaHOBsABaHe. KonHuecTsa Haj
TIOCOYCHHUTE Ce CBbP3BAT C M0-6Bp30 BB3CTAHOBSBAHE, TE3U C NO-HHCKO CHOTBETHO C MO-GaBHO
BB3CTaHOBSIBAHE.

CHCHI’I&JIHPI NPECANIa3Hy MEPKH HPH 37IpaBH TOHOPH, TOJJIOKEHH HA M06HJ1PI3a[II/I}I Ha HeDHd)eDHI/I
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KIAHUYHA U naﬁopaTopHH KpUTEpHH 3a AOHOPCTBO Ha CTBOJIOBH KJIET| KH , KaTo CHCHHAIHO BHHUMaHHE ce
OTAENN Ha XEMaTOJIOr WYHUTE NOKA3aTeNu 1 HH(I)CKHHO3HPITC 3aboigBanus.

besonacuocrra u epukachocrta Ha Heynoren He e ouenssana NIpY 31paBH NOHOPH < 16 roguum unu > 60
TONTHHH.

IIpu 35% ot uscnenpanute MHIIMBHUAM Ce Hab/IlO1aBa TPaH3MTOpHA TpOMOOLMTONEHH S (TPOMGOIUTH < 100 X
10%/1 cnen NpAIarafne Ha QUITPacTHM H neBkodepesa. Mexay Tax e chobmeno a ABa ciyvas Ha Gpoit
TpombouuTH < 50 x 10%/1, CBBP3aH C JIEBKO(epesaTa.

AKO ce HaJlara noseye ot ejHa neBKodepesa € Heo6XOMUMO 1a ce OTIEITH CIIEHATHO BHUMAHHE Ha
AoHOpHTE ¢ TpoMboLrTeH 6poii < 100 x 10%/1 npenu neskodepesara; Bomemo e, ue adepesa He TpabBa na ce
Hpeanprema npu tpomboLuTed 6poii < 75 x 10%1.

JleBkodepesa ne TpaGea na ce TIPOBEKAA MPH JOHOPH, KOUTO NpHeMaT aHTHKOAryJIaHTH WITH TAKHBA, KOUTO
HMAT HapyINeHHE B XeMOCTa3aTa.

Tpunarasero na Heynoren TpsbBa na 6b/1¢ NpekbCHATO MM No3aTR HamaneHa, ako OposAT Ha JEBKOLUTHTE
Hapache > 70 x 10%/].

Hotopw, kouto nonyyasar G-CSF (rpaHynonmTen KOJIORHCTUMYNHpaIl hakTop) 3a MoGHIM3anus Ha PBPC
TpabBa fa 6baT HaGmoxaBany 1okaTo XEMATOJIOTHHHTE NOKA3ATEIHU Ce BH3CTAHOBAT /[0 HOpMara.

TpaH3UTOpHU UMTOreHeTHYHT H3MeHeHUs ca 6unu HabmonaBany npu 31paBH IOHOPH, BKJIIOYEHH B
ncnensanus (N=54). 3ua4nmMocrTa Ha Tesu TIPOMEHH He € W3BECTHa.

Hearocpounoro Habmoaenmne na GesonacHocTTa 32 OHOpHTE Ipoabmkasa. Buipeku ToBa, pucksT or
CTHMYIIMDaHE Ha 3/TOKAYECTBEH MHETOMICH KIIOH HE MOYe Aa 6n1e m3kmodeH. [penopbusa ce LEHTpOBETE
3a aepesa a M3BBLPIIBAT CHCTEMHO PEHCTPHpaHE U NpoCiIeNsBaHe HA NOHOPHTE HA CTBOJIOBH KJIETKH 32
Hali-manko 10 ropuuy, 3a na ce OCHTYPH NBATOTPAHHO MOHHTOPHUPAHE Ha 6€30MACHOCTTA,

Cnen npunarane na G-CSF IIpH 3ApaBUTE NOGPOBONLM (WK NalMenTH) OGMKHOBEHO ce Cho6ILIaBa 3a

Hpwu 3apaBu foHOpH, ciyaau 1a Hexenanm JIEKAPCTBEHH PeaKiUM OT CTPaHa Ha GejTis Ipob (xeMonTusa,
6enonpobuu MHOUITPaTH) ca ChOGWABAHE MHOIO pAazxo.

Cneyuannu npeonasnu MEPKU DU Peyunuenmu Ha anozennu nepugepnu xpoauu npozeHumopHu Knemiu,

mobunusupanu ¢ Heynozen

PCLIMIIICHTA MOTaT a IOBHINAT PHUCKA OT 0CTpa WITH XPOHHYHA PEAKLUs Ha NPHCANKATa Cpellly pelHIHeHTa
(Graft versus Host Disease- GVHD), cpaBHeHO ¢ KOCTHOMO3BYHA TPaHCIIaHTaLUS.

Creumanun LIPEAYNPEXICHHA IPH HAUMEHTH C TEKKa XPOHHWYHA HeyTponenus (SCN)
bBpoii na kpvenume xnemicu

BposT Ha TpomMGonmTUTE Tps6Ba 1a ce MOHHTOpPHpA Y€CTO, 0CO6EHO npe3 IIBPBUTE CEMMIIH HA TEpaNUATA C
Heynoren. [Ipu HalUCHTH, IIPH KOMTO Ce HabronaBa TpoMbouuTonenus, T.e.TpoMbouutH < 100 000/mm’ e

H606XOIIHMO Aa ce 06CT>I[I/I BPEMEHHO IIPEKBCBAHE HTU HaMansBaHe Ha f03ara Ha HeynoreH. ;:—“\




Tpancgpopmayus 6 nesxemus wiu Muenooucniacmuyen CUHOpom

HeyTponieHus. MuenonucnracTuyHusT CHH/IDOM H JIEBKEMHHTE Ca YCIOXKHEHHUS Ha 3a60MsMBAHETO 1
Bpb3KaTa uM c jiedennero ¢ Heymnoren e HecurypHa. Ipu gacr ot NalueHTuTe, npubnusuTenno 12%., kouTo
B Ha49al0TO Ca MMalli HOPMAaIHO UTOreHETHYHO H3ClieBaHe, 10 KBCHO TIPH PYTUHHM MOBTOPHU
M3CIICNIBAHNA Ca yCTAHOBEHH aHOMAIHH, BKJTFOYHTEIHO MOHO30MUS Ha XpOMO30Ma 7. AKO NIPH NALMEHTH ¢

Hpyeu cneyuannu npeoynpesicoenus
Tpabea na 6paar uskmovenu ApYT¥ NPUYHHH 32 TPAH3UTOPHA HEYTPONCHHUS, KaTo BUDPYCHH UH(pEKLIHY.

YBenuvenuero na cieskara e AUPEKTEH pe3ynTar oT nevenuero ¢ Heynoren. Ipu Tpunecer u equn
npouenta (31%) ot naupenrTHTE NAINATOPHO € YCTaHOBEHA CILUICHOMEr s, YBenuuaBane na o6ema,

Ipu Marrsk 6poit namxenTty e YCTaHOBeHa XeMaTypus/nporennypus. Heo6xommmo e PEryJIsSIpHO /13 ce npaBu
QHAM3 Ha ypHHaTa, 32 1a C& MOHUTOPHPAT TE3H ChOHTHSL.

Be30HaCHOC'ITa n e(i)HKaCHOC’ITa OpH HOBOPOJAEHHU H IpH NanyeHnTH ¢ ABTOMMYHHa HECYTPOIIEHHs He ca
H3CJICABaHH.

Crnenmpanaum NPEAYNPEeXACHHUA IpH nauuenTy ¢ HIV AHGEKIHs

Bpoit na kpvenume nemicu

©KEAHEBHO H3mMepBane Ha ANC npes I'bPBHUTE 2 10 3 1HK OT HpHIAraHeTo Ha Heynoren. Cnex Tosa ce
TIpenopsuBa usMepBane Ha ANC Haii-Maiko 1Ba TbTH CCAMUYHO Npe3 MbPBHTE JIBE CENMUIH, Clel KOETO
CHMH BT CEIMUYHO MITH €AHOKPATHO HA BCEKK ABE CCAIMMIIH TI0 BpeME Ha NOAAbpKAmaTa Tepanus. Io
BPEME Ha HHTEPMUTEHTHOTO HO3MpaHe ¢ 30 MU (300 pg)/nHerHO Heynoren, moxe na ce Habnromasat
3HAYUTE]IHH BapHaUH B 6pos Ha ANC. 3a Aa ce onpeneny Hali-HUCKUAT 6poii Ha HeyTpoduH, ce
TIPETIOpLYBA KPHBHUTE IPOGH 32 U3MepBaHe Ha ANC A4 CE B3EMaT HENOCPENCTBEHO NPeayU BCaka TIPOMSHA
Ha cxemara 3a steyenne ¢ Heynoren.

Puck cevpsan ¢ nosuwenume 003U na MUEnocynpecuenu meQuxamenmu //\:n MU ';-- R
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Jlegenue camo ¢ Heymoren He m3kmoasa TPOMOOUMTONEHUSsITA M aHEMHATA KaTO pe3y; g\ro/
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TC3M MEANKAMEHTH, TAUHEHTDT € HATOKEH Ha HO-BUCOK PHUCK OT pa3sBUTHE Ha TPOMGOLMTONEHHUS 1 aHeMUs.
Hpenopbuga ce perynspro MOHHTOpHpaHe Ha OpOs Ha KPLBHUTE KJICTKH (Bx. mo-rope).

Hugpexyuu u onxonozuunu 3ab0ns6anus, npuyuHABaWU Muenocynpecus

Heyrponennsta moxe ma 6u1e PE3YJITaT OT HHOUITPAIUA Ha KOCTHHA MO3BK, NPYYUHEHA OT
OTIOPTIOHHCTHYHH HHEKUMU Kato Mycobacterium avium xomimiexc UK 3JI0KaY€CTBEHU 3a00NIBaHUA KaTO
numbom. Ipy naumeHTH ¢ W3BecTHa KOCTHOMO3BYHa UHOUITPALHSA, IPUYHHEHA OT HHpEeKIMH nnu
HCOTUTACTHYHH 3a001BaHMs Ce 06CHK/A afeKBaTHA Tepanus Ha OCHOBHOTO 3a00JIABaHe M JOIMBIHUTENHO 33
JICYCHUE Ha HEYTpONeHusATa ce npuiara Heynoren. EdextsT Ha Heynoren BbPXY HEYTPOIIEHHSTA,
[IPUHMHCHA OT KOCTHOMO3bYHA HHYWITPALHUs KaTo PE3YJITAT HAa MHQEKIUH HITH MATHTHEHH 3a60/TABAHAS He
€ Mpoy4BaH go6pe.

CHCgHaJIHI/I NPEAYNPEKICHUS IpA CBEPIIOBUIHO KIETHYHA aHEMUS

Crobuaa ce 3a kpusn npu TIAUHEHTH, ChC CHPIIOBHIHO KIETHYHA AHEMHS, HIKOM OT KOHTO darainy,
Koraro e 6un ynorpe6sasan Heymoren. Jlexapure Tps6Ba na nposssisar BHUMAaHHE, KOTaTo OOMHUCIISAT

CaMo CJie/l BHUMATENHA OLIEHKA HA NOTEHLHATHHATE TION3Y PUCK.
4.5 Bzaumopeiicrene ¢ ApYTH JCKAPCTBEHH HPOSYKTH H APYrH gpopmu na B3aHUMoAeiicTBHE

Besonacuocrra u edukacsocrta Ha Heynoren npuiosxen B nens na MHENOCYNPECUBHATA IMTOTOKCHYHA
XHMHOTEpAMHs HE € OKOHYATENHO ycTaHoBeHH. [Topanu “IyBCTBMTCITHOCTTA Ha O'bP30 NENsuTe ce
MHUEIONIHH KIIETKH KbM MHUEJIOCYTIPECUBHATA IIMTOTOKCHYHA Xumuorepanus, ynorpedara Ha HEYTIOI'EH
He Ce npenopbia 24 yaca Npend ¥ npe3 mbLpeuTe 24 Yaca CICh xuMuotepanuara. Hpensapurennure nannau
OT MabK Opoii naLMeHTy eKyBaHu CAHOBpeMEHHO ¢ Heynoren u 5-dryopypamin nokassar, ue Texecrra
Ha HEYTPOMNCHHATA MOXE [1a CE YCHITH.

Bh3moxHu B3aumonelicTBuA ¢ ApyTH XemonoeTnany PaCTeXHH (HaKTOPH M IMTOKMHH HE Ca IPOYYBAHH B
KINVHUYHH H3NHATBAHUS.

Jlnrust crumynunpa ocBoGoxaBaneTo Ha HEYTPOGHIIH, NOPa/M TOBA € BB3MOKHO JINTHST Iia OTeHLHpa
edexra Ha Heynoren. Baripexn, ue ToBa B3auMoneiicTare He e 6uito H3CNENBAHO 10 CHOTBETHHA HAYMH,
HsMa JaHHH, Y€ TO € BPEIHO.

4.6 bpemenHoct M KbpMeHe

Besonachocrra na Heynoren e e yYCTaHOBeHa NnNpM OpemeHHH xenn. Uma JIMTEPaTypHU ChOOILEHHS 3a
TPAHCITALCHTAPHO NIPEMUHABAHE HA QHITPACTHM NpH OpeMeHHH eHu. OT H3NUTBAHKATA C Heynoren npu
IUTbXOBE H 3ailIM HE Ce yCTAHOBABAT NAaHHHU 3a TE€PaTOreHHOCT.

YcranoBeHa e nosumeHa yectora Ha 3ary6a Ha eMOpPHOHH NPH 3aiinK, HO Mandopmanum He ca
Habmonarauu. [Tpu 6pemennocT TIOTCHUMANHUAT prck Ha Heynoren mo otHomenwe Ha teryca, Tpa6sa na
Oblie oleHeH CpAMO 0YaKBaHATa MOJ3a.

He e ussectno nanu Heynoren ce CKCKpPCTHpA C YOBELIKOTO MIIsIKO. Yriotpe6ara Ha Heynoren He ce
TIPENIOPHYBA NPU KBPMEIIH JKEHH.

4.7 Edexrn Bbpxy cnocobrocTTa 32 modupane u pabora ¢ MamHH
He ca na6nronasanu edexru BbPXY CIIOCOGHOCTTA 3a opHUpaHe 1 pabora ¢ MalMHK
4.8 Hexenann JEKAPCTBENH peaKIuH

H[!I/I HAIUEHTH C MAJIMTHEHH 3abonaBanus

B xoza na knWHWYHK w3NUTBaHU Haii-yecTyTe HEXCIIaHU JIEKAPCTBEHH PEAKLHM, CBBP3
TIpenopblaHara f03a ca jieka 10 yMEpeHa MyCKYITHO-CKeJIeTHa 6onka, nossssama ce B 109
MYyCKyHO-cKesreTHa 6oiika B 3% OT manmeHTHT,., MyckynHo-ckenerHa 6omka 0OUKHOBE
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CTaHnapTHaTa aHanresus. [lo-psaaka Hexenana ieKapCTBEHA PEAKIMs € HAPYNICHHE B YPHHHPAHETO
HPEUMHO JIEKa IO YMEpeHa Tu3ypHs.

B pannomusipann-nnaie6o KOHTPONUPAHH KIMHMYHM H3NUTBaHKs, HeyloreH He MOBHINABA 4eCTOTATA Ha
HEXE/TAHUTE JICKapCTBEHH PEAKIIMH, CBEP3aHH C IMTOTOKCHYHA XUMHOTeparus. Hexenanure ekapcTBeHu
PeaKUHMy IOKIa/IBAHM C €JHAKBA YECTOTA NPH IALMEHTH JIeKyBaHH ¢ Heynoren/xumMuorepanms u
Taue6o/XMMHOTEpanys BKIIOYBAT rajicHe U NOBPBIIAHE, ANOTEIUs, HAPHS, YMOpa, AHOPEKCHSI, MyKO3HT,
T1aBo6OIIHe, KALTHLA, KOKEH 0GPHB, GONka B rPBIHMS KOII, FeHepann3upana ciaboct, 601Ky B TbpJIOTO,
KOHCTURNAMA, Hecrienuduana 60ika.

I1pu npunarane Ha Heynores B npenopbyaHuTe 103H Ce HaGMoOnaBa o0paTuMo, 103a-3aBHCUMO
yBEIHYaBaHE Ha JAKTATACXHMAPOrcHasara, ajkainHara ¢pocdarasa, MHKOYHATa KUCEIMHA M FaMa Ty TaAMHII-
TpaHCnenTHAa3aTa, CbOTBETHO B 50%, 35%, 25% u 10% ot nammeHTHTE.

HWma envavaan C'BO6HICHI/I51 3a TPAaH3UTOPHO MOHIDKABAHE HA apTEPHANTHOTO HANAraHe, He HaJlaraiuo
JICYCHUC.

Backynapuu 3abonisBanust, BKITFOUHTENTHO BEHO-OKIY3UBHM 3a00NABaHMs H HApyIICHHE B 06eMa Ha
TEJIECHUTE TEYHOCTH Ca ChOOLIABAHH CHOPAJANYHO NPU MALUMEHTH TTOI0KEHH Ha BUCOKH 031
XUMHOTEpANH, NOC/E/BaHA OT aBTOJI0XHA KOCTHOMO3bYHA TPAHCILIAHTalMA. [IpHIMHHO-ClieqcTBeHA
BpB3Ka ¢ HeynoreH He € ycranoBeHa.

B MHOrO peaxu ciydan ce chobImana 3a KOXeH BaCKYJIMT IIPH NalMEHTH NeKyBanu ¢ Heynoren.
MexanusMbT Ha BaCKyIIHTa TIPH NALMEHTH TpeTHpaHu ¢ HeynoreH He e w3BecTeH.

Crobuiasann ca peaxu cnyvan Ha Sweet’s syndrome (octpa debpuina nepmarosa).

YCTaHOBEHH Ca eMHUYHHU CITy4aH Ha ek3alepOaius Ha PeBMaTOUIEH apTPHT.

Psifiko ca cpo61aBany ciiyyan Ha HEXEaHHU JIEKAPCTBEHN PEakLMH OT CTpaHa Ha Gelus Ipo6, BKIIOYHTENHO

MHTEPCTHLHATHA THEBMOHUS, 6e10ApobeH 0TOK, GenoapoGuy HHGUITPATH, B OTAEAHH CIYYaH BOIELIH 10
0e10poGHa HEAOCTATHYHOCT H PECIIMPATOPEH JUCTPEC CHHAPOM NpH Bb3pacTHH (ARDS), koiiTo Moxe 1a
Onae daraneH. (Bxk. Touka 4.4)

AJIepriHH peakiuyu: AJeprutieH THIT Peaki|H, BKITIOUHTENHO aHadHITakCHst, KOXKEeH OOPHB, ypTHKapus,
AHTHOENIEM, JUCIIHES Y XHUIIOTCH3H, TIOABSABAIIM CE B HAYATHOTO WM IOCIENBAILO JICUEHHE ca CHOOIaBaty

NpH NALMEHTH J1eKyBaHu ¢ punrpactiM. CHOOIIEHAATA ca MHOTO TI0-4ECTO CIIEMl MHTPaBEHO3Ha ynoTpeba. B

HSKOH CIly4au CUMITTOMHTE Ce TOABABAT Cle]l [IOBTOPHO MPHUIIAraHe, KOeTo A0Ka3Ba NPHUHHHO-CIEACTBeHA
BpB3Ka. Yrorpebara Ha Heynoren Tpsa6Ba 1a 6/1e npeycTaHOBEHa NPY NALMEHTH ChC CEPHOIHH ANeprHYHU
PeaKIiIuH.

Msonupasu ciyyau Ha ChPIIOBHIHO-KJIETHUHH KPH3H Ca ChOGLIABAHH NIPH NAIIMEHTH ChC CHPHOBHIHO
KJIEThYHA aHeMus (BXK. TOuka 4.4).

B MHoro peaku ciy4au ce ch0011aBa 3a ICEBAONOAArpa NpU NALMEHTH ¢ MAIMTHEHH 3a60/sBaHusl,
JIEKYBaHH C QHUITPacTHM.

Hexenana JIEKapCTBCHA peakiud

UYectoTa CucreMo-opransu kiacose no MedRA

Mmnoro gectu (>10%)

CromalliHO-YpeBHH HAPYIIEHHS
Xenaro-OuiMapHH HapyIICHHS
Hapymenus Ha MetaGonusma u
XpaHEHETO

[agene/noBpeinase

IMosumen GGT

TloBumena ankanna gpocdaraza
IHosumen LDH

HoBHiIeHa MUKOYHA KHCENHWHA

Yectu (1-10%)

O6mu HapymeHus u edexTr Ha
MACTOTO Ha NPHIOXKEHHE
Hapyienys Ha HepBHara cucreMa
CToManHo-4peBHN HAPYUICHHS
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HapynieHus Ha MycKyJIHO-CKeNeTHaTa
CHCTEMa M CHEAMHUTEIIHATA THKAH
Pecrmparopuu, rpbaaum U
MEIMACTHHAIIHA HapyIICHH

Myxko3ur

I'ppana 6onka
MyckynHo-ckenerda 6oka
Kamnuua

bonesneno repio

HapymeHns Ha koxara 1 HOJKOXHATA Anorers
ThKaH Koxen o6pns
Heuecru (< 1%) O6um HapyuieHus ¥ eexTd Ha Hecnenudana Gonka

MACTOTO Ha NPHIIOKECHHE

Penku (< 0,1%)

CboBH HapyleHus
Hapyienns Ha KoxaTa u NOAKOXKHATa
THKaH

Cpa0BH HapylIeHH
Sweet’s syndrome

Mruoro penku (<0,01%)

O6mu HapynieHus u eheKTH Ha
MACTOTO Ha NPHIIOKEHHE

AJleprudHyu peaxiuu

Hapyluenns Ha MyCKyTHO-CKeJleTHATa
CHCTEMA M CheIUHHTCTHATA ThKaH

PecniupaTtopHu, rpsauu u
MEIUACTHHANIHN HApYWICHHS
Hapymienns Ha koxara u HOAKOXHATa
TBKaH

Hapymenus sa 6s0peuTe # NHKOYHUTE
IBTHLIA

PeBMarouzeH aprpur
Exzanepbauuu
IlceBmomonarpa
benoapobru undmnTpaTi

Koxen Backynur

AHoManuu B ypuHata

I'py Mmobumu3anms Ha nepudepHy KPLBHU IIPOrCHUTOPHH KJIICTKH YV 3/IpaBA JOHODH

Haii-uecro cbobluaBanata HexenaHa 1eKapcTBeHa peakuus € jieka 10 yMepeHa TPaH3UTOPHA MYCKYJIHO-
ckesetHa 6onka. JleBkouurosa (WBC > 50 x 10%/1 ce nabmonasa npd 41% OT ZOHOPHTE U TPaH3UTOPHA
TpoMbolmToneHus (TpomGouuTa < 100 x 10°/1) ce Habmonasa npu 35% ot joHOpHTE cien GUIrPacTUM U

neskodepesa.

Tpan3uTopHO ciien npustarane Ha GUITPacTHM NPH 34PABA HOHOPH Ce HABITIONABA JIEKO YBETHYaBaHe Ha
ankaimHara gocdarasza, LDH, SGOT u nukovHaTa KHCEnHHa; 6€3 KIMHIYHO 3HAYEHHE,

Ex3atiep6anns Ha apTpuTeH CHHAPOM Ce Habi01aBa MHOTO PSIIKO.

CuMnToMH Ha TEKKH AJICPruvdHMY PCaKHuu ca C’BOGIIIaBaHI/I MHOTI'O pAaKo.

[lo BpeMe Ha KIMHMYHY M3ITHTBAaHKS BBPXY 3/ipaBH AoHopH Ha PBPC ce chobasa 3a rinaBoGomnme, cunTa ce,
9e Ce MPUYMHABA OT (PUIITPACTHM.

[lpw 31paBu OHOPH M IPH NALMEHTH Cled IMPUIaraHe Ha TpaHyIOLUTO-KOIOHHCTHMY Ipany daktop (G-
CSFs) yecro ce crobLiaBa 3a 6€3CHMITOMHH CITy4ad Ha CIUICHOMETIMS ¥ MHOTO PAAKO 3a pynrypa Ha

creskara (BxK. Touka 4.4).

Ipu 31paBu NOHODH, CllyYaH Ha HEKENAHH JIEKAPCTBEHN PEaKIIMM OT CTpaHa Ha Genust 4po6 (XeMonTH3a,
Oenonpobun HaGHUITPaTH) Ca CHOOIIABAHK MHOTO PAMKO.

Yecrora

Cucremo-oprainy knacose no MedRA

Hexenana JICKapCTBCHA pCaKIius

Mmuoro dyectu( >10%)

Hapymenns Ha HepBHaTa CHCTeMa
HapymieHus Ha KpBBTa # iuMdHara
CHCTEMa

Hapymienus Ha MycKynHoO-ckenerHara
CHCTEMA H ChEAHHHUTEHATA ThKaH

I'maBoGonune

JleBkonurosa
TpombouuTonEeHs
MyckynHo-ckenerna 6oiaka

Yectu (1-10%)

Hapyenus Ha MeraGonusma
XpaHeHeTo

IToBumieHa ankasn q\(f;\q F
TloBuuena LD}f\;\//‘jﬁ 1}3};}

Heuecru (< 1%)

OOy HapyiueHus ¥ €PEeKTH Ha MACTOTO
Ha NPUIOKEHHE

Texxu anepr @MWM RN




Hapywenns va xpnera numpHara 3acsraHe Ha cie3Kara
cUCTEMA

Hapymenus na mera6ommsma u Yeennuen SGOT
XpaHEHETO XurnepypukeMus
Hapymenus na myckynHo-ckenernara Pesmaronnen aprpur
CHCTEMA M ChbEIIMHMTEIIHATA THKAH Exsanepbanus

[auwnenTy ¢ Texka Xxponuuna HeyTponerus ( SCN)

JloknanBanu ca Hexenann JICKapCTBCHN peakIuu CBbp3aHu ¢ Heynoren npu SCN naumenTH, Karo 3a HKou

HECTOTaTa HaMansaBa C BpPEMETO.

Haii-uecrara HEXenaHa JIeKapCTBCHa PCaK1Hs, CBbp3aHa C HCyHOI‘CH ca 60JIKH B KOCTHTE K réHCpau3upaHa

MYCKYTHO-CKeJIeTHa GoJika.

Jlpyru Hexenanu JIeKapCTBEHH PeakL|K BKIOUBAT YBC/IMYABAHE Ha CJIE3KATa, KOETO B PEAKH CIIYYaH MOXKe
Jla nporpecupa u TpoMbonuTonenus. [aso6onue u AHapHs ca ChoOLIABaHK CKOPO CHE/ IPUIIArAHETo Ha
Heynorew, naii-yecto B 10% ot CilydqauTe. iMa ChOOIIEHHUS 32 aHEMHUS M SITHCTAKCHC,

HabsmonaBano e tpansuTopHo nosmmasane na [IMKOYHATa KHCEIMHA B CEpyMa, TAKTATAEXHAPOreHa3aTa 1
ankanHara Qocdarasa, 6e3 KTHHHIHO 3HAYCHME, Habmonasano e TpansuropHo, YMEPEHO yBeNiMuaBaHe Ha

KpbBHATa rI10Ko03a Cliej HaxpaHBaHE.

Hexenanu nexapcreenu peaxuun, sp3amoxuo CBBP3aHH C JIcYeHHeTO ¢ Heynoren i THnMIHO nposessamiy
ce B < 2% ot SCN naumenrure ca PCaKIny Ha MAICTOTO Ha HHXKEKTHpaHe, IMaBo6oue, XeraroMeranus,

apTpaIrys, anonenyus, OCTeonopos3a  o6pus.

Ipu nenrorpaiina ynorpeba B 2% ot Cliyqaute ce HabmoaaBa KoxeH BacKynuT. Uma CAKH CIIyYad Ha
p y4

HOPOTEHHYPHS/XEMaTypH.
Yecrora Cucremo-opransu knacose 1o MedRA | Hexenana JIEKapCTBEHA peaKiius
Mtoro gectu( >10%) Hapymenus Ha xppBTa u nuM¢HaTa AHeMus
CHCTeMa CrneHomeranus
HapymieHus na Metabonusma 1 Hamanena rmokoza
XpaHEHETO YBenuuena ankanua pocdarasa

Hapymenns Ha myckyiHo-ckeneTHara
CHCTEMA H ChEIUHNTEIIHATA THKAH

VYeennuen LDH
XunepypukeMus
Myckynna 6osnka

ThKaH

Pecniuparopuu, rpeaau u Enmucrakcuc
MEIHACTHHAIIHH HAPYIICHUS

Yectu (1-10%) Hapymenns Ha HepBHaTa cucTema I'naBoGonue
CromaiHo-4peBHu HapyLieH#s JHuapus
Hapyenuns Ha kpbBTa u mumdnara TpomGoumTonenus
CHCTEM2
Xenaro-6uaMapHu HapymeHus XenaroMeranus
Hapywenus Ha Mmyckynno-ckenernara Ocreonoposa
CHCTEMA M CheIUHHTENHATA THKaH
Hapymenus na koxara u noakoxuara Anonernus

Koxen Backynur
bonka Ha MsacroTo Ha HEKeKkUHATA
O6pus

Heuectn (< 1%) Hapywmenus sa xpbra u mumdnara

3acsrade Ha cneskara

Ipu nanuenTs ¢ HIV

CHCTEMA i
Hapyuienus Ha 666peuyre u Xemarypust ~ ;‘: A ;}\“\\
NNMKOYHHTE ITHTUIIA Mpotennypus /\x;\“ My

% 4{?&




B xona Ha KIMHUYHN M3NHTBaHKSA, SAUHCTBEHATA HEXEIAHA JIEKapCTBEHA peaKIus, 3a KOATO CE CUHUTa, Ye €
CBbp3aHa ¢ ynorpebara Ha Heynoren e MycKy/iHo-cKesleTHa Golika, Jieka 10 yMepeHa KkocTHa 60nka u
MuanTHs. JectoTara Ha Te€3M ChOUTHS € CXOHA C TAa3M NPH OHKOJIOTMYHHTE NALHEHTH. Y BeJIHUCHHE Ha
crieskara e Cho0LaBato npu < 3% oT nauueHTute, noxydasamm Heynores. Ilpu Bcuuky cnyqan
(husuKanHaTa Haxo/Ka € JIeKa 10 YMEPEHa U ¢ GNaronpusaTeH KIIMHAYeH XO[l; HIMa NALUCHTH C
XHIEPCIUICHU3BM, IPU HUKOH He € MPENpHeTa CIUTeHeKToMUs. Thil KaTo yBelIMYEHHETO Ha Ce3KaTa e
CCTa HAXOAKA NMpH NanreHTy ¢ HIV undekiys, ¥ B pa3nudHa CTeneH Npy NAHEHTH Che AIDS, BpB3KaTa ¢
Heynioren e nescua.

YecroTa Cucremo-oprannu kinacose no MedRA | Hexenana JIEKapCTBEHA peaKius
Mtoro yectu( >10%) | HapymeHus Ha MycKymTHO-CKeleTHaTa MyckynHo-ckenerna Gonka

CHCTEMA M ChEJIMHHTETHATA ThKaH
Yectu (1-10%) Hapyienus Ha KpBBTA M SinMpHATA 3acdrage Ha cie3kara
cHCTEMa

4.9 TIpenosupane

He e ycraHoseH edexra Ha Heynoren npu npenoszupase. [Ipexsceane Ha TepanusaTa ¢ Heynoren Boau 1o
HamansiBade ¢ 50% Ha UMPKYJIHpaLUTe HEYTPOUITH 33 nepuoA ot 1-2 XHH, ¢ JOCTUraHe HA HOPMAIHHM HHBA
3al go 7 nuu.

5. DAPMAKOJIOrHYHHA CBOMCTBA
5.1 dapmakoauHaAMUYHH CBOHCTBA
®apmaxorepaneBTudHa rpyna: Lurokunn, ATC xox LO3AA02

Yoseukusr G-CSF € ruKonpoTenH, KOWTO pery/inpa NpomyKUHMATa U OTAEAAHETO Ha byHKIMOHAITHH
HEYTPOQUITH OT KOCTHHs MO3bK. Heymoren cbabpxa r-metHu G-CSF (dmirpactum), KoiTo BOIH 10
3HAYMTENIHO NMOBHIIABaHe Ha Opos Ha nepudepHUTE KPHBHU HEYTPO(HITH 3a 24 Yaca, ¢ HE3HAYMTETHO
yBenu4aBane Ha MoHouUTHTE. IIpH HIKOU MAUMEHTH C TeXKa XPOHMYHA HEYTPOTIEHUs PUITPacTHM
CTUMYNHMpPA TTOBUINABAHCTO HA IMPKYIHPAIIMTE €O3UMHOQMIIN U 6a30Q UM, CPABHEHH C TEXHUTE U3XOMHH
HHBA; IPH HAKOM OT NAIIHCHTHTE MOXKE [1a MMa €03HHOQWIUA Wiy 6a30HNus Ole IIPeay JICYEHHETO.
IloBuiuaBane Ha 6post Ha HEYTPOGHIIHTE € JO30-3aBUCHUMO TIPH NPETIOPbYAHUTE 03H. Heyrpodunute
MPOM3BE/ICHU B OTTOBOP HA (HIIPACTUM NMOKA3BAT HOPMATHA UK 3aCHNIEHa YHKIHSA, KOETO € YCTAHOBEHO
TIpH TECTOBE 32 XEMOTOKCHYHA ¥ (arouurHa GyHkumA. Clie/ IpeyCTaHOBABAHE HA TEPanuATa ¢ PUITPacTuM,
6poAT Ha HUPKyJIMpamyUTe HeyTpoQHIK HaMaisaBa ¢ 50% 3a HOEPHOJ OT 1-2 AHHU, AOCTUTa HOPMATHHI
cToiHOCTH 32 1 o 7 nHu.

Ynorpe6ara Ha GWIrpacTUM NIPH NAUHEHTH, NOIOKEHH HA IUTOTOKCHYHA XMMHMOTEPANAs BOIH /10
CHTHM(HKAHTHO HAMAIISBAHE HA YECTOTATA, TEKECTTa M IPOABIDKHTENHOCTTA Ha HEYTPOTIEHHATA H
¢ebpunnara HeyTponeHus. JIeueHHETo ¢ GUArpaCTHM CHrHE(HKAHTHO HAMANIABA NPOABJIKUTENHOCTTa Ha
(pebpunnara HeyTponeHus, ynorpeGara Ha AHTHOHOTHIM H XOCTIMTATH3AIHMATA CIIE HHIYKIIUOHHA Tepanus
33 OCTpa MHEJIOTEHHA JICBKEMUs WM MUeNoablaTHBHA Tepanus, Moc/IeBaHa OT KOCTHOMO3bYHA
TpaHcnianTanus. Yecrorara Ha GpeGpuaMTETa H JOKYMEHTHPAHHTE HHAEKLMA HE Ca HAMATIEHH NPH KaKBUTO
¥ 1a e ycosud. [Tponsmkurentocrra Ha hebpunurera He € HaMaNeHa NPH MALMEHTH NOLTOKEHH Ha
MUeNnoabIaruBHa Tepanus, IOCAeIBala OT KOCTHOMO3BYHA TPAHCILTAHTALHAS.

Bwrpeku croOmenusTa 3a peakius Ha pHcaaKaTa cpenty peuunuenta (Graft versus host decease) u
CMbPTHH CiTyqaH PU NAUMEHTH, NPHEMAILHY TPaHyIOUMT KoJOHHCTHMYmHupa daktop (G-CSF) cnen
AJIOreHHA KOCTHOMO3B'HA TPAHCILIAHTAIIMA, HACTOAIOTO HUBO HA JI0KA3aTENCTBATA I0Ka3Ba, Ye ynorpebara
Ha G-CSF cnen anorensa KOCTHO MO3b4HA TPAHCILIAHTALMS HIM TPAHCIUIAHTALMS Ha nepudepHn KpLBHI
CTBOJIOBH KJICTKU HE yBEIM4ABa PUCKA OT HEXEIIaH H3XO/l OT OCTPa WM XPOHMYHA PEAKLMs Ha MPHCAIKATA
Cpeuly pelHIIMEHTa WK CBbP3aHaTa C PaHHO JICYEHHE CMBPTHOCT. I

Vnorpe6ara Ha GpUIrpaCcTUM, CAMOCTOATENHO WIH Clie/ XHUMHOTEPANnus MOOWIH3Hpa
TIPOTCHHTOPHM KJIETKH B nepudepHaTa KpbB. Te3u aBTON0KHH NepuQpepHn KPHBHH
Obaar ceOpany ¥ HHQY3UpPAHH cliel] BHCOKOA030Ba XUMHOTEPANHs, WA Ha MACTOT



Ha KOCTHOMO3BYHaTa TpaHCIUanTaims. Mudysnsita na PBPC yckopsiBa XeMaToNorH4HOTO Bh3CTAHOBABAHE,
HaMasisIBaHKK MPOABIKATENHOCTTA HA PHCKA OT XEMOPAarudHM YCIOXKHEHHS U HEOGXOTHMOCTTa OT
TpaHC)y3Us Ha TPOMGOIIHTH.

PenunueHTHTe Ha anorenHy neprdepHr KPbBHH NPOTEHUTOPHH KIETKH mMobumu3upany upes Heynoren
MMaT MHOTO M0-6bP30 XEMaTONOrMYHO Bh3CTAHOBABAHE, BOJIEIIO 10 CHTHH(HKAHTHO HAMATABAHE Ha
BPCMETO 32 BB3CTAHOBSBAHE, 6€3 TPOMOOIMTHO BIMBaHe, KOTATO Ce CPABHABA C AIOrEHHATA KOCTHO MO3BYHA
TPAHCTUIaHTALUA.

Ynorpeba Ha punrpactum 3a Mobwin3MpaHe Ha nepudepHH KPBBHH HPOrCHUTOPHH KJIETKH IIPH 3IPABH
JOHOPH IPESU AIOreHHA TPAHCIUIAHTAMA HA nepudepHn KPEBHK NPOTCHUTOPHM KICTKH.

pu 3xpasu noHopw, npuinaratero Ha 10ug/kg/nHeBHO CyOKyTaHHO 32 4 10 5 OC/ICAOBATENHH JAHK
no3BoJIsABa chOupaneTo Ha > 4 x 10° CD34" KneTkwkg peUMNUEHTHO TENECHO Tero, IPH Hak-rojsaM 6poi
OT JOHOPHTE CJIEA ABE JIEBKOEPE3H.

Ynorpebara Ha (puIrpacTUM NPH NALKMEHTH, JeUa UK BE3PACTHH, ChC CEPHO3HA XPOHHYHA HEYTPOIICHHS
(TexKa KOHTE€HHTAIHA, UHKITMYHA HAMONATHYHA HEYTPOICHHUS) BOMH A0 3HAYHTEIHO YBEIHYCHHE HA
abcouoTHUs HeyTpoduiieH 6poii B nepudepHaTa KPbB ¥ HAMANABAHE HA uH(EKIHUTE U CBbP3AHHTE
cuOuTHA.

Ynorpebara na dunrpactam npu naupentu ¢ HIV undexims HOABPXa HOpMaeH 6poii HeyTpodunu u
03BO/IABA CXEMATHYHO NO3WPaHe Ha AHTUBUPYCHATA W/MITH APYra MHEIOCYNpPECHBHA Tepamus. JIuncear
AokasaTesncTBa, Y€ nauueHTd ¢ HIV undekuus, nekysanu ¢ punrpactum uMat nounrena HIV peILTUKALUS.

Kakro u npyrute xemaronorudxu pacrexnu daxropu, G-CSF nokassa in vitro CTHMYJIMPaHE BBPXY
YOBEIIKH €HJIOTEIIHH KIIETKH.

5.2 dapMaxkoKMHETHYHH CBOiiCcTBa

YCTaHOBEHO €, 4e KIMPBHCHT Ha (PUITPacTHM Clie]l CyGKYTaHHO WIIH MHTPABEHO3HO NIPUIIOYKEHUE TTOKa3Ba
(bapMaKOKHHETHKA OT ITbpBH peli. Bpemero Ha MOy eTAMAHUPAHE € 0K0JI0 3,5 uaca, CbC CKOPOCT Ha
knipbHca 0,6 ml/min/kg. [MpoxsmkuTennara undysus na Heynoren 3a nepuox ot 28 1uu, fIpH NALUEHTH
CJIc/ aBTOJIOXKHA KOCTHO-MO3bYHa TPAHCILIAHTALMSA, HE BOIH JIO TeKapCTBEHa aKyMyJIalys ¥ TT0Ka3Ba
CpaBHHMMO BpEME Ha N0JlyenMMHHIpaHe. Mex 1y 103aTa M CEpyMHHUTE KOHLEHTPAIMH Ha GHIrpacTHM,
HE3aBUCHMO AIIH € NPUJIONKEH HHTPABEHO3HO MM CYyOKyTaHHO, MMa NO3UTHBHA JIMHEHHA Kopesamus. Crex
CyOKYTaHHOTO NIPHIIOKEHHE HA IIPENOPLYAHHTE HO3H, CCPYMHHUTE KOHICHTpaIuM ca Hax 10 ng/ml 3a 8-16
yaca. OGeMBT Ha pasnpezieieHHe B KpbBTa € 150 ml/kg.

5.3 IlpeaxkamHn4HM XaHHM 3a Ge30mACHOCT

Jluncsar ApyrH NpefKIMHAYHA JaHHHM, OCBEH TE3H BKIIOYEHH B OTHCHUTE pasgeny Ha Kparkara
XapakTepUCTHKA HA IPOYKTa, KOUTO Ca C PENIEBaHTHO 3HaUECHHE 3a JIEKyBalIHs JIeKap.

6. OAPMALEBTUYHH JAHHHU

6.1 ChoHcbK HA IOMOUIHATE BEUIECTRBA

Hatpues anerar*

Copburon

INonucop6ar 80

Bona 3a umkekunm

* Harpwues anerar ce 06pasysa oT TUTpHpaHe Ha Ge3BO/IHA OLIETHA KHCENHA C HaTPHUEB XUAPOKCH

6.2 HecnBmecTuMocTH

Heymoren ne Tpsi6Ba na ce paspexaa ¢ pasTBOpH, ChIbpIKaLIH COTH.




Paspenennsat ¢punrpactium moxe na ce abCopOMpa OT CTHKIIEHH U IJIACTMACOBH MarepHasu.

To3u nekapcreen NPORYKT He TpsAOBa ja ce cMecBa ¢ APYTH JICKAPCTBEHH NMPOAYKTH, C H3KITIOYEHHE Ha Te3H,
TIOCOYCHH B TOYKA 6.6.

6.3 Cpok Ha rogHocT

30 mMecena.

XuMHuHaTa H QHU3MYHA CTAaGWIHOCT Ha TIPUTOTBEHHS PasTBOP € ACMOHCTpUpaHa 3a 24 yaca npu
Temnieparypa 2 1o 8°C. ITponykTsT TpsibBa na ce ynoTpebsiBa He3abaBHO OT MUKPOGHONOrHYHa riemHa
TOYKA. AKO HE CE M3MONI3BA BEHAra, IEPUOLET H YCIIOBHATA Ha CbXPaHEHHE C€ ONPENEIIAT OT NPUIAraLdTe
Pa3TBOpA, HO HE 3a HO-ABATO OT 24 yaca npH Temneparypa 2 10 8°C, ocBeH ako paspexaaHeTo ce IIpaBU B
KOHTPOIMPAHH ¥ BATHIMPAHH aCENTHYHHU YCIIOBHS.

6.4 Creunannu ycnosus Ha CbXpaHeHMe

Ha ce cexpaHsBa npu TeMreparypa ot 2° go 8°C

Paspenenust pasreop na Heynoren Tps6sa na CbXpaHsaABa MU TeMreparypa ot 2° xo 8°C

CnyyaiiHoTO M3narane Ha TEMIIEpaTypH Ha 3aMPB3BAHE HE NOBNIMABA HEONArONPHATHO CTAGUITHOCTTA Ha
Heynoren.

6.5 [launm 32 onakoBkaTa

Enna onakoBka champxka enna unu ner IIpEBAPHTENHO HANBJIHEHH CIPHHLOBKH ¢ 0,5 ml Heyrnoren
HHXEKLMOHEH pa3TBop.

Ilpensapurenso HambIHEeHUTE CIIPHHLIOBKH Ca OT CTHKJIO TUI | ¥ MMAT IMOCTOAHHA UIJIa Ha BBpXa OT
HEpbilacMa croMaHa. Kamaykara Ha HIiiaTa Ha nipenBapuTENHO HATbIHEHATA CTIPHHLIOBKA ChAbpKa
U3CyIneHa Nprupojia ryma (IpOM3BOJIHA Ha Narekc). Binkte Touka 4.4.

He Bcuuky BunoBe onakoBku Morar na 6baar MYCHATH Ha nla3apa.

6.6 Cnenunannu npeanazun MEDKH NIpH H3XBLPJAsSIHE H paGoTa

Ako ¢ Heobxoaumo Heymoren ce paspexia c 5% raokosa.

Paspexnane 10 kpaiina konueHTpaus nox 0,2 MU (2 ug) 3a ml ve ce MpenoprYBa.

Pa3TBOpHT Tpa6Ba BHHMAaTeNIHO fia ce orneaa npeau ynorpeba. Jla ce usnoasear camo Gucrpu pastsopuw,
6€3 BUIUMM YaCTHIIM.

[Tpy nanuenTw, nexysann c Pas’peNeH (QUIrpacTHM C KOHUEHTPALMH MO 1,5 MU (15 pg) 3a ml, e
HeoOXOMUMO 10GaBsiHE Ha YOBEMKH CepyMEH anbyMHH 3a JOCTHIaHe Ha KpaiiHa KOHIICHTpALUS OT
2 mg/ml.

Ilpumep: B kpaiinus o6em 3a HIXeKTHpaHe ot 20 ml, npu o6mia noza ¢wirpacrum nox 30 MU (300 pg)
Tpsa6Ba xa ce Bbeene 0,2 ml ot 20% Pa3TBop Ha YyoBemku anbGymun Ph Eur.

Heynoren ne chabpxa koHcepsaHTH. IlopanM BB3MOXHHMS pHCK OT MHKpOOHA KOHTaMMHAIWM,
ChpuHnoBkuTe ¢ Heynoren ca 3a emnokparna ynorpeba. Heusnomssanust nponykt wmm OTNAABYHUTE
MATepUani OT HEro TpAGBa 1a ce U3XBBPIIAT B ChOTBETCTBHE C MECTHHTE HM3UCKBaHMA.

Koraro e paspenen ¢ 5% rmokosen pastBop, Heynoren e cpBmectuMm cbe
BKIouTenHo IBX (nomsununxnopun), nomoneuH (Konosumep Ha MIOJTUTIPOIL
TIOJTHTIPOTTUIIEH.
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