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Neupogen Singleject 48 MU (0.96 mg/ml) solution for injectign
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1. HME HA JIEKAPCTBFHW TPOIYKT

SRR

Besika npeiBapuTenHo HaNbJIHEHA CIIPHHIIOBKA ChIbPKA 48 MunuoHa exuHmum (480 MuKkporpama ( ng))
¢bunrpacrum (filgrastim) 8 0,5 ml (0,96 mg/ml).

DOUIrpacTuM (PeKOMOUHAHTEH YOBENIKH METHOHILI-TPAHYJIOLMT KOJIOHHH CTHMYIUpaIl GakTop) e
npousBeneH upes pekomOunanTHa JIHK Texuonorus or E.coli (K12).

3a bJIHUA CITUCHK HA TTOMOILHHUTE BELIECTBA, BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
HHxeKUMOHEH pa3TBOp B NIPEIBAPHTENHO-HAITBIIHEHA CIIPHHIIOBKA.

KoHuieHTpaT 3a nH(Y3HOHEH Pa3TBOP B MPEABAPUTENHO-HAITLIHEHA CIPUHIIOBKA.

buctep, 6€31BeTEH pa3TBOP.

4, KIMHWHN JAHHU
4.1 TepaneBTHYHH NOKAIAHHA

HeymoreH e nokasaH 3a HamajsBaHe NPOIBIDKHTEIHOCTTA HA HEYTPOTICHHUATA M Y4eCTOTara Ha (ebpuIHaTa
HEYTPONCHHS IIPY NAIMEHTH TPETUPAHH ChC CTaHAAPTHA IUTOTOKCHIHA XUMUOTEPATIM Ha 370KaYeCTBEHU
3a00/15BaHksA (C M3K/IIOYEHHE HA XPOHHYHA MUEON/IHA ICBKEMHA H MUEIIOIUCILUIACTAYEH CHHIPOM) H 32
HAMaJISIBAHE MIPOBIDKHTENHOCTTAa Ha HEYTPOIEHUATA 1PY NOAJIMKEHH Ha MKeoablaTHBHA TepanHs
MTAIHEHTH, NOCIIEBaHa OT KOCTHO-MO3bYHA TPAHCILIAHTALMS C MIOBUIIEH PHCK OT NPOIBIKUTEHA TEXKA
HEYTPOHEHHS.

besonacHocTTa H eduxacHocTTa Ha Heynoren ca noao6H#H NpH BB3pactTHH H AENA, NOIYYaBaLy
LUTOTOKCHYHA XMMUOTEPANus.

Heynoren e nmokazaH 3a MOOWIH3KpaHe Ha epUGEPHUTE KPbBHE HporeHHTopHH Kierku (PBPC).

INpn naumenTy, AeUa WK BE3PACTHH, C TEXKA KOHFCHATATHA UKJIHYHA WIH HAXONATHYHA HEYTPOIISHUS ¢
abcomtoten 6poii Ha HeyTpodunute (ANC) < 0,5 x 10°/1 M aHaMHE3a 33 TEXKH WIH PELHAUBHPALH
uH(peKnuy, NPOALDKATENHOTO Tpilarade Ha HeynoreH e mokasaHo 3a yBenudaBaHe 6pos Ha HeyTpoduinTe
U HaMaIaBaHE YECTOTaTa M MPOIBDKUTEIHOCTTA HA CAMITTOMUTE, CBbP3aHH ¢ HHPEKIUATA.

Heynoren e mokasaH 3a JiedeHHe Ha IEPCHCTHpaIla HeyTponeHus (abcosored Opoii Ha HeyTpoduIuTe-
(ANC) no-manbk unu paser Ha 1,0 x 10°/1) npu nanmenTH ¢ Hanpennana HIV undexius, ¢ uen xa ce
HaMaJTH PACKa 0T GakTepHaTH WHEKIIMH, KOTaTO APYrH BH3MOKHOCTH 34 JICUEHHE Ha HEyTPONEHHUATA ca
HEMOXXOAALIIHA.

4.2 Jlo3upoBKa ¥ HAYHH HA NPWIOKEHHE

CranpapTHa IUTOTOKCHYHA XHUMHOTEPANINS

Ilpenopruanara no3a Ha HeynoreHn e 0,5 MU (5 ug)/’kg/nnesno. ITepBara nosza Ha Hey
TIpUJIOKEHA HE NO-PpaHo OT 24 yaca ciiel MUTOTOKCHYHATA XUuMHOTepanusa. Heynoren




Kato AHeBHa CyOKyTaHHa HIKEKLMS WM KaTo IHEBHA MHTPaBCHO3HA MHY3Hs, paspeneH ¢ 5% pasTBOp Ha
TIIOKO32 32 NepHOA OT 30 MUHYTH (BXK. N0-1011y, TOUKa 6.6 32 HHCTPYKLHKTE 32 paspexnane).
CyOKyTaHHMAT IIBT Ce NPENIIOYHTA B TOBEYETO ciyyan. MMa nannu ot uscnenpase ¢ eqHon03080
TIPUIIOKEHHE, € HHTPABEHO3HOTO MPUIIOKEHHE MOXeE 1a CBKPaTH NPOBIDKHTENHOCTTA Ha eeKTa.
Knunudnara sHaunMocr na Tesu PE3YJITATH IPH MHOTO030BO NPUIIOKEHHE € HESCHA, H360phT Ha BT Ha
HPUI0KCHHC 3aBHCH OT HHAMBUIYATHATE KITHHHYHH 0cO6eHOCTH. B X0J4a Ha KNNHHYHH HU3IUTBAHHA €
M3N013BaHa cyOKyTaHHa 1032 ot 230 pg/m’/nHeBHo (4,0 no 8,4 pg/kg/nuenno).

ExenneBHoTO Npuioxenune na Heynoren tps6sa na nponsimku nokaro ce NIpEMHUHE HAl-HUCKOTO 09aKBAHO
HUBO Ha HEYTPO(DUIIHTE U TEXHHST 6poii ce Bb3CTAHOBH 110 HopMaitHu rpaHuuy. ClienBaiiki yTBbpeHara
XMUMHOTEpANUs NPH COMAHN TYMOPH, TUMPOMH H TMMOOHTHA TEBKEMUS, 04aKBAHATA NPOABIKUTEITHOCT
Ha TepalnuaTa 3a U3IBIHABAHE HA IOCOYCHHUTE kpurepun e 14 quu. Cneq MHIYKIMOHHO MITH
KOHCOJIMIIpAIO JCYEHHE HAa OCTPa MUCTIONIHA JIEBKEMHES TIPOBIDKMTETHOCTTA Ha JIEYCHUETO MOXe 1a Obe
SHATUTEIHO NO-ABIra (10 38 AHU) B 3aBHCHMOCT OT THIA, 103aTa K CXEMara Ha U3MH0/13BaHaTa
UHTOTOKCHYHA XHMHOTEPANHS.

Ilpn naumeHTH NOAIOKEHH HA LMTOTOKCHYHA XUMHOTEpaIMs C¢ HabII01aBa NPEXOJHO NOBUINABAHE HA Opos
Ha HeyTpodunuTe, ¢ TMIMYHA M3sBa 1 10 2 THK ClIeN, Ha4yanoTo Ha tepanuara ¢ Heynoren. 3a na ce oty 4u
TPacH TEpaneBTHEH 0TroBop, JiedeHuero ¢ Heynoren ue Tps6sa na ce NPEKBCBA Npein Ja Obte IpeMUHATO
Hal-MaJIKOTO OYaKBaHO HMBO Ha Gpos Ha HEYTPOOUIUTE U TEXHUAT Gpoi Ghle BH3CTAHOBEH JIO HOPMAJTHHUTE
rpaHuuM. [IpexaespeMeHHO NpexbCBaHE HA TepanusTa ¢ Heynoren npeau Bpemero Ha ouaksanoTo Haii-
HUCKO HUBO Ha 6post Ha HeyTpodiuTHTE He ce Npenopnysa.

ITpu nanpesTH JIEKYBAHH C MHEI0a0IaTUBHA TCPAINHA, NOCHCABAHA OT KOCTHO MO3BLUHA TpanciuiaHTauus

Ilpenopbuanara Havanmua no3a Ha Heynoren € 1,0 MU (10 pg)/kg/muesto NpUAoKeHa Karo 30 MHHYTHA HIW
24 yacoa MHTpaBeHO3HA HHDY3HA WK 1,0 MU (10 pg)/kg/nueBno, npunoxena karo NpoAb/KATENHA 24
14acoBa cyOkyTanHa nadysus. Heynoren tps6sa na 61e paspenen B 20 ml 5% rmoxosa (Bx. no-gouy,
TOUKa 6.6 33 HHCTPYKLIMHUTE 32 Pa3pexIaHe).

ITvpeara nosa na Heynoren ne TpsAGBa Aa ce Mpuara no-paHo ot 24 yaca ciiex HHUTOTOKCHYHATA
XHUMHOTCpANHSA U NPe3 MbPBATE 24 4aca OT KOCTHO-MO3bYHATA HHY3HS.

Crnen kato Gb/ie IPeMMHATO HAN-MANKOTO 0YAKBAHO HHBO Ha Opos Ha HeyTpoduIuTe, THEBHATA 1033
Heynoren Tpsa6sa na 6vae terpupana cpaMo 6post Ha HeyTPOQUITHTE KaKTO Ciie/IBa;

6poii HeyTpodunu ajanrypade no3ara Ha Heynoren

>1,0x10%13a TPH NOCIECAOBATEIHYU THA HamansBale 10 0,5 MU/kg/nueBno

cnexn ToBa, ako ANC ocrasa > 1,0 x 10%/1 3a noBeue cnupaxe Ha Heynoren
OT TPH AOCIESAOBATENHN [HH

axo ANC namarnee < 1,0 x 10%/1 npe3 neveOHus neprHoj no3aTa TpabBa fa ce YBEJIMYH CBITIACHO
MIOCOYECHHATE CTBHIIKH

ANC=a6comoTauar 6poit HeyTpodunu

3a MoOuIM3Mpane HA nepudepHN KDEBHH NporeHUTOpHH knetku (PBPCs) npy nammenTtu nomioxenu ua
MHUETOCYIPECHBHA WIIH MUEI0a0NaTHBHA Tepaiks, MOCHENBAHA OT ABTOI0KHA TPaHCILIAHTAI[Ms Ha
nepUEepHY KPBBHU [IPOTCHHTOPHU KIETKH.

Koraro ce npunara camocrosrenno lpenopbyanara n1o3a Ha Heynoren 3a PBPC moGunusupate e 1,0 MU
(10 pg)/kg/nneBHo xato 24 yacosa CyOKyTaHHa IPOBIDKUTENHA HH(Y3HA WiIH €dHOKpaTHa AHEBHA
CyOKyTaHHa HEXEKLHs 3a 5-7 MOC/Ie0BaTe/HH THH. 32 uHQysuute Heynoren Tpsa6sa na 6sue paspeneH B
20 ml 5% pasTBOp Ha rMOK03a (BX. T10-11011y, TOYKa 6.6 33 MHCTPYKLHMHTE 3a paspexIaHe). Bpeme 3a
neBKodepesa: Hal-uecTo ca NOCTATHYHH eHA WIH 1Be neskodepesd Ha 5 u 6 nex. [Ipu apyru ycnosus
Morar 1a 6baaT HeOOXOAMMU TOITHIHHTETHH neBkodepesn. Jlosara Ha Heynoren Tps6sa na ce NOJIBPKA 10
rocieHara jeskogepesa.

lIpenopwyanara no3a na Heynoren 3a PBPC MOGHIIM3HMpaHE CITel MUENOCYTIPECHB
MU (5 pg)/kg/nreBHo nipunoxena kato CyOKyTaHHa MHDKEKLMA MPOIbJKABAIIA
TpUKJII0BAHE HA XHMHOTEPAIKATE, JOKATO Gbie MPEMHHATO Hali-MaNnkoTO 0ua!




HEYTPOQUIIUTE H HOPMATHEAT 6poii Ha HEYTPOouIUTE 6B1€ BB3CTAHOBEH B HOPMATHHU TPaHUITH.
JleBkodepesara Tpa6Ba na ce nposese npes nepuona, koraro ANC napacrsar or < 0,5 x 10°/1 no >5,0x
10”/1. 3a nanpenTH, KOMTO He ca UMATH €KCTCH3HBHA XMMHOTeparus 0OMKHOBEHO eIHa JIEBKO(epesa e
AoctatbyHa. [Ipu apyru obcTosTencTsa ce npenopsuBa OMBIHUTEIHA JieBKOoGepesa.

3a MoOMnM3aIMs Ha ieprdepHr KPLBHI nporenuTopHy kierkn ((PBPCs) npu 3npasy goHopu npeny
JIOr€HHATa TPAaHCIUTAHTALIWS Ha KPHBHH IIPOTEHUTOPHU KIETKU

3a MoGunusanus va PBPC npw 3npasu Aoxopyu Heynoreu tps6Ba na ce npunara cy6kyTanHo B 103a
10 pg/kg/nueBHo 3a 4 1o 5 nocnenOBaTENHY AHH. JleBkodepesara TpsbBa na 3anouHe Ha feH 5 1a
NPONBLIDKH 110 ZieH 6, ako e HeobxomuMo 3a a ce cubepe 4 x 10° CD34* KneTKr/Kg TErno Ha penMnueHTa.

IIpy nauMeHTy ¢ TexKa XPOHHUYHA HCYTPOIIEHHUA

KoHrenunranna HeyTponenus: npenopbyanara HaganHa cyOKkyranHa 103a e 1,2 MU (12ug)/kg/anesHo,
IPUII0)KEHA ENHOKPATHO M Pa3fenHo. ManonartudHa Wi UMKIMYHA HeYTPOCHNUS: npenopws4aHaTa
HavajHa CyOkyTaHHa j03a e 0,5 MU (Sug)/kg/aHesHo, NPUIOXKEHA OHOKPATHO WIIH PasiesHo.

AnanTupate Ha no3ara: Heynoren Tpa6Ba a ce npuara exeaHeBHO KaTo CyOKyTaHHa MHXKEKLHS, TOKATO
OposT Ha HEYTPOGUITHTE JOCTUTHE H ce 3amasu Hag 1,5 x 10%/1. IIpu nony4asane Ha oTroBOp TpaGBa ga Gbie
HaMepeHa MHHMMaNHaTa eeKTHBHA 1032 3a NIOJbPXKAHE HA TE3H HUBA. 3a OJIbPKAHE HA ATEKBATCH 6poii
HEYTPO(uIH € HeO6X0AUMO TIPOXBIKHTEINHO eXeNHEBHO NpHIarane. Eaxa 1o nse CEMHIH Clie]
lleICHHEeTOo, Ha4atHaTa 032 MoXe 1a Obie yaBOeHa HIIN HAMAICHa HANOIOBHHA B 32BHCHMOCT OT OTroBOpa
Ha nanueHTa. JOmbIHUTENHO 103aTa MOXE Ja Ce afanTHpa WHIMBUAYAIHO BCEKH 1 [0 2 ceamuLy, 3a Aa ce
noAnBpxKa cpesieH G6poii Ha HeyTpodmwmire Mexay 1,5 x 10714 10 x 10%/1. Ilpy nammenTy ¢ Texka
UH}peKIHA Moxe 1a 6bIe 06MHCIIeHa cXeMa 3a 10-65p30 yBenmyaBaHe Ha fo3ara. [1pu KIHHAYHU
M3NUTBaHMA, 97% OT NAalUEHTUTE C OTTOBOP HA JICYECHHETO TOKA3BaT IIbJICH OTTOBOP HpH J103a <

24 pg/kg/nuesno. BesonacHocTTa Ha Heyroren npu nauMeHTH ¢ Texka XPOHHMYHA HEYTPONEHHUS B X044 Ha
TPONBIKUTE/HO IpANaraHe Ha 103a Hafl 24 pg/kg/mHEBHO He € YCTaHOBEHa.

Jpyr ocodeHocTH

Tepanusta ¢ Heynore Tpsa6Ba na 6b/ie MpOBEXAAHA CHBMECTHO ¢ OHKOJIOIHYEeH LEHTBP, KOWTO HMa OMMUT C
JICYCHUETO Ha rpaHyIOUHMTEH KOJIOHHCTUMYJIMpanl (GakTop H B XeMAaTONIOTHATA U HMA HEOOXOMMMOTO
AUarHOCTHIHO o6opynsaue. [Tponenypute Ha MOGUAM3aiKs 1 adepesa TpA6Ba Aa ce U3BHPLIBAT B
K0N1abopaLKs ¢ OHKOXEMATONOrHYEH LEHTBP C IOCTATHYHO ONUT B Ta3¥ 06JIACT, KbACTO MOYXKE nace
HalIpaBy NPaBUJIHO MOHUTOPHPAHE HA XEMATOJIOTHIHUTE IPOrEHHTOPHH KIETKH.

B xinHianK n3nuTanus ¢ Heymoren ca Guin BKITIOYEHH MarbK GO [IalMeHTH B crapuyecka BB3pacT, HO
CliCHHAITHN U3NUTBAHMsA IPH Ta3H IPyia HE Ca NPOBEXKIaHH, IOPaJIH KOETO NPENOPHKU OTHOCHO 103aTa He
MoraTt Aa ObaT HanpaBeHH.

Wannrsanus ¢ Heynoren npu natmenTH ¢ Texko Hapyienue Ha 6n6peunara umu uepHoapoGHa byHKIIS
TIOKa3BaT, Y€ TOH MMa HoA00eH papMakOKMHETHIEH U (apMaKOJUHAMAYEH NPODHI Ha TO3H y HHIAHBUIH C
HopManHu pyHkumu. He ce Hanara anantupase Ha 103aTa NpH Te3H YCIOBHSL.

Ynompeba 6 neduampusma npu meaicxa xponuuna neymponenust (SCN) u onxonozuunu 3abonseanus

ectaecer u nET MPOLEHTA OT MALMEHTHTE C TEKKA XPOHHYHA HEYTPONEHHUS, BKIIOYEHH B KIIMHHYHA
nporpama ca 6unu nox 18 roaminna Bb3pact. EGHKAacHOCTTa OT JI€YeHHETOo B Ta3d Bb3pacToBa rpyna,
BKJIIOYBAIlA HAli-MHOTO MALMEHTH C KOHTEHUTATHA HEYTPOIICHHUS € GUJI0 HechMHeHO. JIMNCBaT pasnnaus 1o
OTHOLIeHKE NMpoduiIHTe Ha 6€30MACHOCT NPH NEAUATPUYHH TIAIMEHTH, JIEKYBaHH 110 TOBOJ TEXKa XPOHUYHA
HEYTPOIEHHUSL.

HanHuTe OT KJIMHMYHY M3NUTBAHHA [IPU [IEAMATPUIHN NALMEHTH IOKA3BaT, Ye 6e30NacHOCTTa H
e¢ukacHocTTa Ha HeynoreH ca nofto6HH NIpH BL3pacTHH H JeNa, TTOMIOKEHH HA IATOTOKCHIHZ = .
XHMHOTEpAIIHS.




HpenOp’bKI/ITC OTHOCHO JO3UPOBKATa TIpH NEAUATPUYHH MALUEHTH Ca CBILIUTE, KAKTO IIPH BB3PaCTHH
TNOAJIOKEHHU Ha MHENOCYNPECUBHA IIUTOTOKCHIHA XHMHOTCpaIfs.

IIpu naumenTn ¢ HIV uHbekus

3a npeodonssane na Heymponenusma

[Ipenopbuanara Hayanua 103a Ha Heynoren e 0,1 MU (1 ug)/kg/THeBHO NpuaraHa exeaHEBHO ypes
CyOKyTaHHA HHKEKLHA C THTpHpaHe 1o MakcumyM ot 0,4 MU (4 ug)/kg/nueBHo 1o nocTurase u
NOAbpXaHe Ha HopMasieH Opoit HeyTpodumu (ANC > 2,0 x 10°/1). B knunu4am H3MHATBaHyA, > 90% ot
TIAHEHTHTE UMAT OTTOBOP [P TE3M [I03H, MMOCTHIANKH 00paTHMOCT Ha HEYTpONeHUATA CPEIHO 3a 1Ba JHU.

Ipu Mansk 6poii mauueHTH (< 10%) e 6mna HeobxoaHMa 1032 110 1,0 MU (10 pg)/kg/nueBHo, 3a 1a ce
TNIOCTUTHE O0PaTUMOCT Ha HEYTPOIEHUSATA.

3a nodowparcane na nopmanen neympogunen bpoii

Koraro ce nocrurne npeogonssane Ha HEYTPONCHHATA € HEOOX0NUMO ia GBAT HAMEPEHH MUHHMATHH
e(CKTUBHY 03H 32 MONABPKAHE HA HOpMasieH 6poii HeyTpoduy. [penopbusa ce HavatHO aNTEpHUPAIIIO
aflanTtupate Ha 1o3a ¢ 30 MU (300 pg)/kg/nresHo nox dbopmara Ha cybkyTauua umkekmus. 3a MO BPXKAHE
Ha HeyTpodriHus 6poii > 2,0 x 10°/1 mosxe na ce HanoKH AOMBIHHUTENHO alaNTHPaHe Ha 103aTa, 3aBHCHMO
ot ANC Ha naiuenra.

Ilpu KIHAVYIHK M3NATBAHKS 32 noaaepkade Ha ANC > 2.0 x 10%/1 e 6una HeobXouMa 1o3upoBka ot 30 MU
(300 pg)kg/nuesno 3a 1 aen mo 7 mHu CCIIMU'IHO, CPEIHATA YeCTOTa Ha o3upaHe € 3 IHH CeaMUYIHO. Moxke
Aa €€ HATIOKH NPOABIKHUTEINHA YNOTpe6a 3a moaabpxkane Ha ANC > 2,0 x 10°/1.

4.3 TporuBonokazauus

Heynoreu ne Tps6Ba na ce npunara TIpH MALIMEHTH C U3BECTHA CBPBHXYYBCTBHTENHOCT KM (GDHIFPACTHM HIIH
KbM HAKOC OT moMomHuTe Bemectsa. Heynoren He TpsGBa na ce m3nonssa 3a MOBUUIABAHE 034Ta Ha

LIUTOTOKCHYHAaTa XHAMHOTEpAIs Haj CTaHAAPTHHUA J030B pPexXHAM.

Heynoren we Tps68a na ce npunara TIpH NAIMEHTH C TeXKa KOHTeHUTaNIHA HeyTponenus (Kostman’s
syndrome) ¢ UMTOTEHETHYHA NATONOTHS (Bx. B0 TOUKa 4.4).

4.4  Cneuna/mu npeaynpexaenns n TIPeANa3sHH MEPKH OPH yoTpe6a

3I0KaYeCTBEH PACTEX HA KICTKUTE

I'panyrountHusT KOJTOHMCTUMYMpaIL $aKTOp MO [ja 3aCHIIH PacTexa Ha MUETIONIHH KIIETKH in Vitro
Kato nofoOHu edekTH Morar na Gbaar HabMonaBaHy 1 IIPH HAKOU HEMHUENIOUIHU KJICTKH in vitro.

Beszonacuocrra e(anaCHocm Ha nMpuajaralHeTo Ha HeynoreH TIPH TaIMCHTH ¢ MUECTIOAMCITIIACTUYEH
CHHAPOM WJIH XPOHHYHA MHEJIOTEHHA JIEBKEMUST HE Ca YCTaHOBEHH.

Ynorpe6ara na HeyroreH B Te3u ciyyau He e nokasana. Ocobeno BHIMaHKe TPs6Ba 2 ce OTAENH 3a
AubepeHnaTHaTa NHAarHo3a Ha GacTHATa TPaHC(OPMaLWs HA XPOHUYHATA MHETONIHA JIEBKEMUS OT
0CTpara MUEIOHIHA JIEBKEMHUSL.

BB BpB3Ka ¢ OrpaHH4EHUTE JaHHH OTHOCHO OE30MIACHOCT 1 ebHKACHOCT NPH NALHEHTH C BTOpHYHAa AML
(ocrpa MuenouaHa nekemus), Heynoren TpAGBa Ja ce npuiara ¢ BHUMaHue.

BesonacHoctTa M edukacHocTTa Ha Heynoren npu HoBooTkpuTH AML naumentu < 55 TOMILHA BB3PACT ¢
no6pa uutoreHeruka (1(8;21), %(15;17), u inv(16)) He ca ycranoBeHH.

Hpyau cneyuannu npednasnu Mmepru

Bb3MoxHO e Aa CC HAJTOXH MOHHMTOPHpPaHE Ha KOCTHATA [LTHTHOCT IpU NaueHTu
KOHTO Ca NOANIOXKEHU Ha OpOoaABJDKATENHA TEpaIusa ¢ HCyHOF €H 3a [10BEYE OT 6 Me




Panko (> 0,01% u < 0,1%) ce HaGmonaBar nexemany JICKapCTBEHH peakluu, 3aciaraluy 6enus Zpo0, no-
CHCLHATHO, CIIEN NPHIIaraHe Ha IPaHyJIOLHT KOJIOHHCTHMYJTMPALL (PAKTOP € ChOGIIEHO 3a HMHTEPCTUIIHATHA
MHEBMOHUS. [lalimenTy ¢ anamuesa 3a Genonpo6Hu MEGUITPaTH WIH NHEBMOHMS €a No-pHUCKOBA IPyTa.
IosiBata Ha Genoapo6Guu CHMIITOMH, KaTo Kauuikua, GeGpunurer u AUCIHES, CBBP3aHH C PEHTTEHOIOTHYHH
AaHHH 3a Oesoapobuu HHQUITPATH U HapyuIeHHe Ha GenonpoOuure pyHkMu Morar Iia ObJaT wepsHTE
CHMITOMH Ha PECIMPATOPEH AUCTPeC CUHAPOM Npu BB3pacTHu (ARDS). [Tpunaranero na Heynoreu tpsa6sa
na 6b1e MpeyCcTaHoBeHO K TpsibBa na 6s1e npennpuero MONXOAALIO JieYeHHe.

Kanaukara Ha uriara Ha NPCIIBApUTENHO HATKIHEHATA CIIPHHLIOBKA CBABPXKa M3CYIUEHA MPHPOHA TYMa
(npousBonHa Ha aTexc), KOATO MOKe la IPUYMHK aNePrUIHA PEaKIHH,

Coenuanau NIpEANasHd MEPKU TIPH MALMEHTH C OHKOJIOTHYHH 3a00JIsIBAHMs

Jeexoyumosza

Hpu no-manxo or 5% or NanxeHTuTe, nony4asamy Heynorew B nosa Han 0,3 MU/kg/nxeBro
(3ug/kg/nneBHo) e ycranosen JIeBKOUMTEH Opoii paseH wiu Haasmmasam 100 x 10%/1. He ca cbo0maBsanu
HEME/IaHN JICKAPCTBEHHN PEaKLiH|, KOMTO MOTaT 1a ObIaT 0GACHEeHH IPAKO ChC CTENEHTa Ha IEBKOLMTO3aT4.
Bvnpeku ToBa, nopagu norenumanaus PHCK, CBBD3aH C TeXKKa JIEBKOLKMTO32 110 BPEME HA JICICHHE C
Heynoren e neo6xomumo PEryJIpHO 1a ce MpocnensBa 6pos Ha GeNuTe KPbBHH KNETKH. AKo 6posr Ha
TeBKOUMTHTE HafBumaBa 50 x 10%/1 cien Haii-HucKus OYaKBaH Opoii, MpunaraHeTo Ha Heynorex tpa6ea na
Ce npexpatu HesabasHo. Obaye, npes epuona Ha npunarade Ha Heynoren 3a MoGum3upane Ha PBPC, ako
OposAT Ha JIEBKOLUTHTE Hapacne Hag > 70 x 107/1, Heynoren tpa6pa na 6nae CHPsIH HITH Jo3ara 1a 6be
HaMaleHa.

Pucxoee, C8bP3AHU C NOGUUIEHA 003a HA Xumuomepanus

Heobxonumo e cnennanto unmanue TIpH JICICHHUEC Ha NIALMCHTH C BUCOKA JI03a XUMHOTEPANHSL, Thil KaTO
nonoGpaBaHe Ha KpaitHus TIPOTHBOTYMODEH e(eKT He € YCTAHOBEH, a YBenHYaBaHe [03ara Ha

XHMHOTEPANICBTHYHH CPENCTBA).

Camocrosrennoro nevenne ¢ Heynioren ne npenoreparssa TPOMOOLMTONCHHUATA ¥ AHEMHATA, TIPHYHHEHH OT
MHEIIOCYNPECHBHA Tepanus. PACKLT 0T TPOMGOUMTONEHNUS 1 aHeMus ModKe Aa 6bae N0-BHCOK, MOpagn
BB3MOXXHOCTTa 32 NIPUJIAraHe Ha M0-BHCOKH 03H XHMHOTEpanus (HanpuMep Haii-BHCOKATA 71032 110
HpeanuceanuTe cxemu). Ipenopnusa ce MOHHTOpHpaHEe Ha TPOMOOLMTHUSA GpPoii 1 XEMaTOKpHTA.
Crnieumanzo BHUMaHMe ce n3nckpa TIpH NIPUIIAraHeTO Ha EIMH XUMHOTEPANEBTHK HIIH KOMOHHALA OT
XUMHOTEPANCBTHIIM, 32 KOUTO € H3BECTHO,9€ NPHIMHABAT TEIKKA TPOMOOLIMTONEHHS.

Ynotpebara na Heynoren 3a Mobunusupane Ha PBPC nokaspa Hamansisane Ha TeXECTTA U
IPOABIKUTETHOCTTA HAa TPOMOOUHTONEHHATA CIIE MHENOCYTIPECHBHA WITH MHEI0a0/iaTHBHA
XMMHOTEpAaIiHs.

Apyeu npeonasnu meprcu

EdekrsT Ha Heynoren npu naumenT# cbe 3sHauutenno HaMaJlcHH MUETIOMAHH NIPOTEHUTOPHH KIIETKH HE €
n3cnensad. Heynoren samsic ocHOBHO Ha HEYTPOQHIIHNTE NPEKYPCOPH, YIPaKHABAHKH CBOS edexr upes
yBenuiasane 6pos Ha HeyTpodumare. [lopazu Topa, Npu nauneHTH ¢ HamaneH 6poit pexypcopu,
HEYTPODUIHUSAT OTTOBOP MOXKe 1a GbIe HAMANIEH. (xaTo IpH Te3u, NexyBaHH ¢ MHTEH3UBHA paguoTepanus
WM XHMHOTEPALIHMA, WTH TE3U C KOCTHO MO3bYHA TyMOpPHa MH(UNTPanys).

H3BecThu ca ciryyan Ha BpoieHa HEMOHOCHMOCT KbM ¢pyxTo3a. Heynoreu chaspxa copbuToin Karo
IOMOLIIHO BEWIECTBO B KOHUEHTpauuu 50 mg/ml. Manko BEPOATHO € BCIEACTBHE CAMO HA
Heynoren na ce Bnee mocrarbano kommuecrso COpOHTON, KOETO 1a NPHYHHHU KJIMHWYIH,
TOKCHHOCT NpH 3aCerHaTUTe HHOMBHAK. Benpexu Topa NPEATIa3IMBOCTTA € MPEop
BPOJICHA HEITOHOCHMOCT KbM (PyKTO3a.




Ycuena XeMONOETHYHA aKTUBHOCT Ha KOCTHHA MO3BK, HaGIIo1aBaHa B OTTOBOp Ha TEPANus C PacTeKeH
thakTop Ce acoLMMpa ¢ NO3UTHBHA HAXOAKA IPH 06pasHo Wicnenpane. ToBa TpAGBa fa ce oTYHMTA npH
VIHTEPIPETAUMATa Ha PE3YNTaTUTE OT 0OpPa3sHOTO U3CIEJBAHE.

CrieliMainy npeanasyy MEPKH NPH MalMEeHTH NOJUIOKECHN Ha MOOWIH3ALNA Ha nepudepHu KpbBHH
OPOTrCHUTOPHH KJIICTKH

Mobunuzayua

JIuncear paHnOMU3KpaHU MPOCTICKTHBHH CPABHEHHSA TIPH €/IHA U CHIIIA NOMYJIALMS OT NALMEHTH Ha BATa
METOAa, NpenophyaHH 3a MoOUIH3aLKs (caMocToaTenHo Heynores wimy B KOMGHHALMS C MUEITOCYNPECHBHA
Tepanys). CTenenTa Ha BapHaLis MEXIy OTACTHUTE NALMEHTH U MEXLY JJaGOpaTOpHHUTE aHATH3M HA
xnerkute CD34" nokassa, Ye e TPYJHO THPEKTHO CPaBHEHME MEXIY pasinHIHU U3NUTBaHHA. TPyAHO € 1a ce

TPENopb4a ONTHMaIeH MeToA. M360psT Ha MeTox 3a MoGHIH3aims TpsabBa fa ce cLobpasH ¢ obLuTe nenu
Ha JIeYEHHE 33 BCEKH MALIMEHT.

IIpeosapumenno npunazane Ha YUMOMOKCUYHU CPEOCMEA

TaupeHTH, KOUTO ca GUK MOUIOXKEHH HA 3HAYMTENHA HHTCH3UBHA NPELIECTBAIA MHENOCYIPECHBHA
Tepanus, MOXe J1a He IIOKaXaT 10CTaThyHo Mobuu3upane Ha PBPC, 3a fa ce nosy4u npenops4aHoTo
MUHUMAHO KoauyecTso (> 2,0 x 10%/CD34" knerku /KHMIIOTPaM) HITH YCKOPABAHE BH3CTAHOBABAHETO Ha
TPOMOOIIMTHTE B CHUIATA CTEMNEH.

HsKOM UMTOTOKCHYHM CPENCTBa NPOSBABAT CHICHA(HIHA TOKCHIHOCT KBM XEMOTIOETHYHUTE IPOTeHHTOPHH
KJICTKH ¥ MOTaT HeGIaronpusTHO 1a MIOBIHAAT IPOTeHUTOpHaTa MoOWH3auma. Bemecrsa kato Mendanas,
kapmyctun (BCNU) u xap6oriaTiia, Koraro ca IpWIOKEHH 3a IhIbI IEPHOJ IPEM 3all0UBaHETO Ha
NPOT€HUTOPHATa MOOKIM3ALMA MOTaT 1a HAMAIAT NPOreHUTOPHOTO KOJIMYECTBO. Bee nak nmpunaranero Ha
mendanan, kapbornaruHa wim BCNU 3aenuo ¢ Heynored € 6uiio eeKTHBHO MpH MPOreHHTOPHA
mMobmmsanus. Koraro ce 04akBa TPaHCIUIAHTAIMA Ha Nepr)epHY KPHBHH NPOTEHUTOPHM KICTKU €
MIPENOPBEYMTENHO B XO/a Ha JICYEHUE Ha NALUEHTA 1A Ce TUIaHupa Ollle B HAYaa0TO MOOCHIH3aLMs Ha
CTBOJIOBH KJIeTKH. Oco6eHO BHUMaHUe H3UCKBA OpOAT HAa MOOWIIHIMPAHKTE POTCHHTOPHH KIETKH IIPH TE3H
NIANMEHTH NPEAH NPUIAraHETO Ha BUCOKH 03U XMMHOTEpaIusa. AKO KOIIHYECTBOTO € HEJOCTATLYHO,
U3MEPEHO I10 MOCOYECHUTE KPUTEPHH, € HEOOXOIMMO J1a ce 0OCHIM anTepHaruBHa (popMa Ha JieyeHue, He
W3UCKBAIIO MOAKpPeNna Ype3 MPOr€HUTOPHH KIIETKH.

Ouemca HA Koudecmeomo npoceHumoOpHU Kiemku

Ilpu oueHxa Ha 6posi Ha NPOreHUTOPHUTE KJIETKH, PUAOOUTH OT ALMEHTH, JieKyBaHH ¢ HeymoreH e
HEOOXOQMMO J1a ce OTAENH 0coDEHO BHUMAHHUE Ha KONTMYECTBEHOTO onpenensHe. Pe3ynraTure ot 6pos Ha
CD34", onpezieneH upe3 NOTOYHA LHTOMETPHS BAPHPA B 3aBHCHMOCT OT TOYHOCTTA Ha M3MOJI3BaHATA
METOAMKA Y MPENOPHKUTE, OCHOBABAILM CE HAa U3CNICABaHUA B APYTH Nabopatopuu, TpaOBa na 6naarT
BHHMATETHO HHTEePNPETHPaHU.

+
CTaTUCTHYECKUAT aHATH3 Ha BPBh3KaTa Mexy 0pos Ha peuH¢y3upanute CD34" u creneHTa Ha
BBH3CTAHOBsBaHE Ha TPOMOOLMTHTE ClIe]l XHMHOTEpANUs ¢ BACOKHY JO3H [10Ka3Ba CJ10KHA, HO TIOCTOAHHA
BPB3Ka.

TperopbKUTE 32 MUHMMAIHO KosuecTso CD34™> 2,0 x 10%/CD34" knerku/kunorpam e 6a3upaHo Ha
nyONHKyBaH ONUT, TIPY KOWTO MMa ai6KBAaTHO XEMATONOTMYHO Bh3cTaHOBABaHe. KonnuecTra Haj
MOCOYEHHTE CE€ CBBP3BAT C MO-OBp30 BH3CTAHOBABAHE, TE3U C O-HUCKO CHOTBETHO C N0-0aBHO
BBH3CTAHOBABAHE.

CrienialiHy IpeiNa3sHy MEPKH IIPH 3paBy IOHOPH, MOI0KEHH Ha MOOMITH3AIMS HA nepnd)ep}m
NPOTrCHUTOPHH KIICTKH

Mob6unu3anusara Ha PBPC HaMa aupekTHA KIIMHUYHA N0Ji3a 3a 3paBi J06poBoIIU H
caMo 3a OENHTE HA AUIOTCHHATA TPAHCIUIAHTALHs Ha CTBOJIOBH KJIETKH.



Mob6unuzauus va PBPC Tps6sa na ce o6cnxaa camo [IpH IOHOPH, KOHTO OTIOBAPAT HA HOPMATHUTE
KIIMHMYHH W J1abOPAaTOPHH KPHTEPHH 3a TOHOPCTBO HA CTBOJIOBH KJICTKH » Karo CIEUMaTHO BHUMAHHE Ce
OTAETH Ha XEMATOJOTHYHHTE MOKA3aTeNN ¥ HHOEKIMO3HUTE 3a60/I9BaHM.

besonacHoctTa 1 eduxacHoCTTa Ha Heymnoren He e ouensBana npu 3apasn toHopH < 16 roauHu unu > 60
TOAVHH.

l'ngn 35% ot u3cnenBaHKTE HHAMBHIM Ce HAGMIONABa TpaH3HTOpHa TpombouuTonenus (TpoMbonuTH < 100 x
10°/1 cnen npunarane sa ¢punrpactum u nesxodepesa. Mexay Tsx e chobuieHo 3a nBa ciryuas Ha 6poit
TpomboumTH < 50 x 10%/1, cBBp3aH C neBkodepesara.

AKO Ce Hanara noseue OT e/lHa IEBKo(epesa € HEOHXOAMUMO /1A Ce OTAeNH CNELMATHO BHUMAHHWE Ha
HoHOpuTe C TpoMbouuTeH 6poii < 100 x 10°/1 npeau neBkodepesara; BOAEIIO €, 9e adepesa He TpsaGBa 1a ce
IpeanpueMa npu TpombouuTen 6poii < 75 x 10%/1.

Jleskodepesa He Tps6sa N1a ce npoBexkaa Npy JOHOPH, KOUTO NPHEMAT AHTUKOATyJIAHTH WK TaKWBA, KOUTO
HMAaT HapyIIEeHHE B XEMOCTa3aTa.

IIpunaranero va Heynoren tpsafBa na 6b1¢ NpeKbCHATO WM 103aTa HaMareHa, ako OpPOAT Ha JICBKOLIUTUTE
Hapacue > 70 x 10°/1.

Honopu, xouto nonyuasar G-CSF (rpanynounuren KOJIOHHCTHMYnupan] (akTop) 3a MoOHIn3anus Ha PBPC
Tpsi0Ba 1a Gbaar HaboaBaHK JOKATO XEMATOJIOTHYHHITE OKA3ATEH Ce BB3CTAHOBST JI0 HOpMaTa.

TpaH3nuTOpHH LUTOrEHETHYHU M3MEHEH s ca GiK HAGITIOABAHHU NPH 3PaBH JIOHOPH, BKJIIOYEHH B
uscnensanus (N=54). 3Ha4MMOCTTa Ha TE3W NPOMEHHU HE € H3BECTHA.

JpnrocpouroTo HabmoaeHne Ha 6e30MACHOCTTa 32 IOHOPHTE MPOKIKABA. BBIIPeKn TOBa, PUCKBT OT
CTHMYHPaHE Ha 3I0Ka4ECTBEH MUENIOU/ICH KIIOH He Moxe Jia Ob/ie m3KimodeH. [Ipenopbusa ce LeHTpoBeTe
3a aepesa 1a H3BBPIIBAT CUCTEMHO PEFHCTPUPAHE K NMPOCIENABAHE HA JOHOPHTE HA CTBOJNIOBH KJTETKH 33
Hali-manko 10 ronuny, 3a a ce OCUIrypH ABJATOTPaiHO MOHMTOPHpaHE HA 6e30MaCHOCTTA.

Crien npunarane na G-CSF npu 3sapasuTe 106pOBOSLHE (MM ALHEHTH) OOHKHOBEHO Ce ChobIaBa 3a
aCHMIITOMATH4HA CILICHOMETAHA H MHOTO PSZIKO 3a PyNTypa Ha cieskara. Hakou ot ciyvaute Ha pynTypa
Ha cre3kara ca (arantu. [lopanu ToBa € He06X0AUMO MOHHTOPHPAHE Ha pPa3Mepa Ha ClIe3KaTa (KIIHHHYHO
U3CIIe/IBaHe, YATPasByK). JluarHosa pynTypa Ha cneskara Tpsa0Ba aa ce 06Chaa IIpH JOHOPH /WK
NAlUEeHTH, KOUTO UMaT GOJIKa B JIABATa FOPHA YaCT HA KOpeMa Wi GOoJIKa B paMOTO BBPXOBO.

Ilpu 3npaBu KOHOPH, Clly4aH Ha HEXEJIAHHU JIKAPCTBEHU PEakUK OT CTPaHa Ha Genus Apo6 (XeMONTH3a,
GenofpobHu HHGWITPATH) €2 CHOOIIABAHH MHOTO PAIKO.

Cneyuannu npednasnu Mepku npu peyunuesmu Ha AlO2eHHYU REPUPEPHU KPbEHU NPOZEHUMOPHU KIEMKHY,
mobunusupanu ¢ Heynozen

CrpBpeMeHHUTE JaHHH [TOKA3BaT, Y& HMYHONOIMYHHTE Peakliiy My AlloreHRus TpaHciuianTar or PBPC n
peuMnUeHTa MOTaT Ja NOBHIIAT PUCKA OT OCTPA MM XpPOHHYHA PEaKIysl Ha TMPHCAJKaTa Cpelly pelUIUeHTa
(Graft versus Host Disease- GVHD), cpaBHeHO ¢ KOCTHOMO3bYHA TPAHCIUIAHTALIHSA.

Crenvanay npeynpexacHus Ipy NAlMEeHTH ¢ TeXKa XpoHnuHa Heytponerusa (SCN)

bpoii na kpvenume xiemxu

BposaT Ha TpombGouHTHTE TPAGBA 2 & MOHUTOPHPA 4€CTO, 0COOEHO Mpe3 MBPBUTE CEAMMUM HA Tepanmn“z; c
Heynoren. [Ipu mauneHTy, MpH KOUTO ce HaOI0AaBa TpPOMOOLMTOMNEHH S, T.€. TpoMGoruTd < 100 000/mm’ e
Heo6XoMMO fa ce 00ChAN BPEMEHHO NPEKbCBAHE WM HamallsiBaHe Ha A03aTa Ha Heymoren.

e

TosBaBar ce ApYTHd NpOMEHHU B KPBBHUTE KJICTKH, BKIIIOYBAIMd aHCMHA, TPAH3UTOPH
MUCTOHUAHUATE NPOrCHUTOPHHA KIIETKU, KOUTO U3UCKBAT CTPOro Haﬁmoue}me Ha KJI




Tpancgopmayus 6 neexemun wiu muenoducnnacmuuen CUHOPOM

Cneunanno BHHUMaHHE € HCOGXO}II/IMO Aa €& OTACIIM NIPH JUATrHOCT HIUPAHE Ha TCXKKA XPOHHYHA
HEYTPONCHMUS, 3a a Cce pasrpaHuyvH OT APYTH XEMAaTOJIOTHYHU 3a00/IABaHU KaTo allaCTU4YHa aHEMUSI,
MHCIOAUCIUIA3H H MUCJIOUIHA JIEBKEMUS. HpeIH/I 3all0YBaHEC HA JICUECHHUC € HeO6XOZ[l/IMO Ja CC U3CiicBa

Oposi Ha KPBBHHTE KJIETKH, TU(EPESHIUATHO OpoeHe, TpoMGoLMTEH BPOi, H3CNeaBaHEe HA KOCTHOMO3bYHA
MOP(HOTIOTHs ¥ KAPUOTHUNH3UPAHE.

B x0z1a Ha KJIMHIYHA M3NMTBAHNA € YCTAHOBEHA HICKA YeCTOTa (npubnuzutedo 3%) na
MHENIOAUCIIACTHYEH CHHAPOM (MDS) wiH ieBKeMus NIpu MAUUEHTH ¢ TEXKA XPOHHYHA HEYTPOIIEHHS,
nexyBaHH ¢ Heynoren. Te3u HabmoaeHus ca GWIH YCTaHOBEHH CaMO TIPH NMALUEHTH C KOHTEHUTATHA
HEYTpPONCHUA. MUeNoaUCIIACTHYHHUAT CHHAPOM H JIeBKEMHMTE Ca YCIAOXHEHUs HA 3a0019BAHETO U
Bpb3kara MM ¢ ieventeTo ¢ Heynoren e necurypua. [pu yacT ot naupeHTure, npubnmsurento 12%, kouro
B Ha4aloTo Ca MMAT! HOPMATHO LINTOT€HETHIHO U3CIIENIBAHE, TIO KECHO NPY PyTHHHH TIOBTOPHH
M3C/ICIBAHNA €4 yCTAHOBEHH aHOMA/IMH, BKIIOUHTEITHO MOHO3OMHS Ha XPOMO30Ma 7. AKO NPH MaLMEHTH ¢
TEXKKA XpPOHHUIHA HEYTPONIEHHA CE YCTaHOBM abHOpMAaTHa LIUTOTEHETHKA, PUCKBT H [0JI3aTa OT
TpoAnkaBallo nedeHue ¢ Heynoren Tpabpa snumarento aa 6uae ouenen; Heynoren TpsiOBa ga 6b1e
CHp5H, aK0 CC yCTaHOBH MHETOMMCIIACTHYCH CHHAPOM WiTH JIeBKeMHA. JI0 MOMEHTA HE € YCTaHOBEHO, Ny
TPOABIDKUTENHOTO JICICHHE Ha TALMEHTHTE C T&XKKA XPOHHIHA HEYTPOTICHHS BOAM /10 MPEAPA3IONOKEHHE
KbM IHTOTCHETHHH aHOMAIMK, MUENIONNCILIACTHYEH CHHAPOM HITH JIEBKEMOMIHA TpaHC(hOpMALHs.
IIpenopbuBa ce na ce nposekaa perynspHo (IPUGIH3UTENHO BeekH 12 Mecena) MopdoTOrHyYHO U
UUTOreHETHYHO M3CNeBaHE Ha KOCTHHA MO3bK.

Hpyau cneyuannu npedynpexcoenus
Tpab6sa na GbaaT HIKTIOYEHH APYTH NPUYHHH 32 TPAaH3UTOPHA HEYTPOIEHMS, KATO BUPYCHH HH(EKLHN.

VBENMYEHHETO Ha CIIE3KaTa € AUPEKTEH PE3YIITAT OT JEUYEHUETO ¢ Heynoren. Ilpu Tpunecer u equn
npoueHTa (31%) OT NauHEeHTHTE NAINATOPHO € YCTAHOBEHA CILICHOMETanus. Y Be/IMYaBaHe Ha obema,
M3MepeH panuorpacku ce nosBsiBa PaHo Mo BpeMe Ha TepanusTa ¢ HeynoreH v Ma TeHAeHIHS KbM IUIATO.
YCTaHOBEHO €, 4e HaMaJABaHe Ha 03aTa 3a6aBsl WK CTIHpa NPOrpecusiTa Ha YBENWYABAHE HA CJI€3KaTa, IpH
3% OT naumeHTUTE Ce Hanara CIUIeHEKTOMHs. PasMepsT Ha cie3kara TpsA0OBa /1a Ce U3CIEBA PETYIIPHO.
Upe3s aGHOpManHaTa HAXOJKa NPH NANNALKA MOXE 1A CE YCTAHOBY yYBEITHYEHHE HA pasMepa Ha clie3Kara.

Ipn Manbk 6poit NaLMEHTH € yCTaHOBeHa XeMaTypus/npoTenHypus. HeoGxoqumo e PeryisapHO 1a ce npaBu
aHATH3 HAa YPHHATA, 3a 12 CE MOHUTOPHPAT TE€3U ChOMTHA.

bezonacHocTTa ¥ euKacHOCTTa NPH HOBOPOACHH U IIPH NALMEHTU C aBTOMMYHHA HEYTPOIICHHA HE ca
H3CIIE/IBaHU.

CrenvanHy npexynpexacHus npy naudentya ¢ HIV uHbeKIms

Bpoii na kpvenume kiemxcu

AGcomoTHuT 6poii Ha HeyTpodunuTe (ANC) Tps6Ba fia e MOHMTOPHpA CTPOTO, 0COGEHO Mpe3 MBPBUTE
HAKOJIKO CeMHIIM OT neyeHrero ¢ Heynoren. Hakou nauueHT# Morar a OTrOBOPAT MHOTO 6bP30 H ChC
3HAaYMTEIHO yBenuuaBaHe Opos Ha HeyTpodHIMTE Ha HayaHara fo03a Ha Heynoren. Ipenopsysa ce
e:keIHEeBHO u3MepBane Ha ANC npe3s mbpBHTE 2 10 3 THHM OT npunaranero Ha Heynoren. Crnex Tosa ce
npernropbusa usmepsate Ha ANC Hali-Maiko /iBa ITbTH CEAMHYHO MPe3 IbPBUTE JABE CEAMHMIM, Clie KOETO
€I1H BT CEAMMYHO WM €JHOKPATHO HA BCEKH ABE CEIMMLIM IO BpEME Ha NOAABpXKalara Tepanwus. [1o
BpEME Ha MHTEPMHUTEHTHOTO fo3upane ¢ 30 MU (300 pg)/nreBHo Heynoren, Moxe na ce Habnrogapat
3HaYuTENHU Bapuauuu B 6pos Ha ANC. 3a ma ce onpenenu Hail-uuckust 6poii Ha HeyTpoduin, ce
Npenopb4Ba KPsBHUTE MpobH 3a u3mMepBaHe Ha ANC Ja ce B3eMaT HelmoCpeNCTBEHO TPENH BCAKa NPOMsiHA
Ha cxemara 3a Jiedenue ¢ Heynoren.

Puck C8bP3AH C nosuuieHume 003U Ha Muejrocynpecusnu MeouxameHmu

Jleuenwme camo ¢ Heynor €H HE H3K/JIK4YBa TpOMGOIIPITOHCHI/IS[Ta " aHeMUsTa KaTo pe3
MUCIOCYIIPECUBHA TCPATIH. HopaJm BB3MOXKHOCTTA [A MI0JIy4aBa MO-BUHCOKHU A03H



TE3N MENNKAMEHTH, NALUEHTHT € HITOXKEH HA MO-BHCOK PHCK OT pa3sBHTHE HA TPOMOOUMTONIEHH M aHEMMUS.
Hpenopsusa ce perynspuo MOHHTOPHPaHE Ha 6POs HA KPBBHHTE KIIETKH (BK. no-rope).

Hupexyuu u onxonozuynu 3abonseanus, npuvunssawu Muenocynpecus

Heyrponenusta moxe na 651e Pe3YJITaT OT MHOUITPALKA HA KOCTHHS MO3EK, NIPHYAHEHA OT
ONOPTIOHUCTHYHU MH(eKMK KaTo Mycobacterium avium KoMILTeKC HIIH 3110KaY€CTBEHH 3a00JIABAHIS KATO
muMboM. [TpH nauKeHTH ¢ H3BECTHA KOCTHOMO3LYHA HHOUITpauys, NpHYUHEHa OT HHGEKuHH Uin
HEOTLTIaCTHYHH 3a00/ABaHUA Ce 06CHK/IA afeKBaTHA TEpalxs Ha OCHOBHOTO 3a00NsBAHE U JOITBIIHUTENHO 33
JIC4CHHE Ha HeyTponeHuATa ce npunara Heynoren. Edextst Ha Heymnoren supxy HeyTponenusra,

TIpUMHEHa OT KOCTHOMO3BYHA HH(UITPALMS KATO pe3yJITaT Ha MHQEKUMH WIH MATUrHEHH 3a60ABaHNs He
€ Mpoy4BaH go6pe.

Crienimanau NPEAYNPEXACHHUA [TPU CHPIIOBUIHO KNETHEYHE aHEMUA

CpobLuasa ce 3a KpH3U MPH MALMEHTH, ChC CbPNIOBHIHO KIETHYHA aHEMHS, HAKOM OT KOMTO (haTalnu,
Koraro e 6u1 ynorpebasan Heynoren. Jlekapure Tps0Ba fa NPOABIBAT BHUMAHKE, KOTATO OOMUCIIST
TpuIoxkeHue Ha Heynoren npy MaiienTH ChC ChPNOBHAHO-KIETHYHA AHEMHS ¥ TIPHIIOXKEHHETO [ CTaBa
Camo Clie/t BHUMATENHa OLIEHKA Ha IIOTEHIHATHHATE TION3H H PHCK.

4.5 Bsaumopeiicrsue ¢ APYTH JICKAPCTBEHH NPOAYKTH M APYTH GOopMHM Ha B3aumMoaeiicTBue

Bezonacnocrra u edukacuocrra na Heynoren npunoxen B neus sa MHEIOCYIPECHBHATA IMTOTOKCUYHA
XUMHOTEpANKsA HE Ca OKOHYATEIHO yCTaHOBEHH. [1opay YyBCTBHTETHOCTTA Ha 6Bp30 nensumTe ce
MHETOHIHA KIIETKU KbM MHETOCY MPECHBHATA LIUTOTOKCHIHA XUMHOTEpanus, ynorpebara na HEYITIOI'EH
He ce penopwya 24 yaca Npenu U npes nepBHTe 24 yaca cren xumuorepanusara. [Ipensapurenunre nanru
OT Maibk OpOH NaLMeHTH JeKyBaHH enHoBpeMenHo ¢ Heynoren u 5-duyopypaumn nokassar, e Texecrra
Ha HCYTPOTICHUATa MOKE Jia C& YCHIIH.

BE3MOXKHH B3aMMOZEHCTBHS € IPYrH XeMONOeTHYHI PacTexHu $paKTopH U IMTOKHHH HE Ca IIPOY4BaHH B
KITHHMYHU W3NTHTBAHHS.

JlMTuAT CTUMYNIHpa 0CcBOGOXIABAHETO Ha HEYTPOGWIIH, NOPaTH TOBA € BHIMOXKHO JIUTHAT 13 MOTEHIUpa
edexra Ha Heynoren. Benpeky, ue Tosa B3aWMOJCHCTBHE HE € OHIIO H3CIISABAHO 110 ChOTBETHHS HA4MH,
HiMa JaHHH, Y€ TO € BPEIHO.

4.6 BpeMeHHOCT H KbpMeHe

besonacrocrra Ha Heynoren ne e ycranosena npu 6pemenny xenn. MMa nuTepatypHi cho6LIeH s 3a
TPaHCILIALCHTapHO IPEMUHABAHE HA GUIrpacTUM pu GpeMeHHH xeHH. OT M3MHTBAHMATA C Heynores npu
TUIBXOBE M 3aHIIM HE CE yCTAHOBSBAT NaHHH 33 TEPATOTEHHOCT.

YcTaHOBeHa € MOBHIIEHa YeCTOTa Ha 3ary6a Ha eMOPHOHM NpH 3aluH, HO mandopMarnuu He ca
HabmonaBany. [Tpu 6peMEHHOCT MOTEHIMAHUST puck Ha Heynoren no orHowienue Ha deryca, Tps6sa na
OBbzie OLIEHEH CPAMO OYaKBAHATA NOJ3A.

He e usBectHO nanu Heynorer ce CKCKpETHpa ¢ MOBEMKOTO MIIAKO. Yriorpebata Ha HeynoreH He ce
NIPENOPBYBA NIPU KbPMEIIH KCHH.

4.7 Edexma Bbpxy cioco6HocTT2 33 uiogupane H paéoTa ¢ MaHHK
He ca nabmonaranu edextu Bopxy crioco6HocTTa 33 mrogupane U paboTa ¢ MaIUHA
4.8  Hexenanu jexapcrsenn peakumnn

Ilpu nauvenTy ¢ Manurueny 3aGossBaHAs ——

B x0z1a Ha KNIMHUYHY M3NUTBAHUA HAM-YECTHTE HEXENAHH JIEKaPCTBEHH PEaKIMH, CB
TIpeNophiaHara 103a ca jieka 10 yMepeHa MyCKyJIHO-CKeNeTHa Golka, MOosBABAIIa ¢
MYCKy.IHO-CKefleTHa Goiika B 3% oT nauuenTure. MycKysiHO-CKeNleTHa 60i1Ka 06Uk

ks oMY



CTaHnaprHara aHanresus. [1o-psaka HexenaHa JiekapcTBeHa peakus e HapyIEHHE B yPUHHPAHETO
TIPEINMHO JieKa 10 yMEpeHa N3y PHAL.

B pannomusupanu-nnane6o KOHTpOJIMpaHH KTHHUYHH H3NUTBaHus, Heymoren He moBHiaBa yectoTara Ha
HEXENaHHTE JICKAPCTBEHH PEaKIMK, CBHP3aHH C MHTOTOKCHYHA XuMHoTepanus. Hexenanure iekapctBenu
peaxiiu 10KnafBaHu C €JHAKBA Y€CTOTA IIPU MALMEHTH JIEKYBAHH C Heynoren/xumuorepamus u
T1aue60/XUMHOTEpaNKs BKIIIOYBAT rafieHe 1 NOBpBIIaHe, ANONELHs, TUAPUS, YMOPA, AHOPEKCHS, MYKO3HT,
rinaBo0osHe, KanuIuIa, KOxeH 06puB, 6oska B rpbAHMA KoL, reHepanu3mnpana cnabocrt, 601Ku B rspnoro,
KOHCTHIIaLKA, Hecneuduyna Gonka.

Ilpu npunarase Ha HeynoreH B NpenopkYaHuTe 103 ce Habnoaasa 00paTHMO, /1032-3aBHCHMO
yBEIMMaBaHE Ha JIAKTaTAEX MAPOreHasaTa, alnkainHata pocdarasa, NHKOYHATA KHCETHHA U raMa LIy TaMMJI-
TpaHCIenTMaas3ara, CboTBeTHO B 50%, 35%, 25% n 10% ot naruenTHTe.

Hma CANHHUYHHU CBOGIIICHI/IS[ 3a TPAH3WTOPHO NMOHW)XAaBaHE Ha APTCPHATHOTO HANIATaHE, HE HAJaraiio
JICYCHHE.

Backynapuu 3abonsBaHus, BRIIOYHTENHO BEHO-OKILY3HBHM 3a60ABAHAS I HapyueHue B obeMa Ha
TEICCHUTE TEYHOCTH Ca ChOOIIABAHH CIOPAAMYHO NPH NAUMERTH MOJUTOKEHH HA BUCOKH 103K
XUMHOTEpAMNMUA, N0CIeBAHA OT ABTOJI0KHA KOCTHOMO3bYHA TPaHCIIaHTalus. [IpH4MHHO-ClIeICTBeHA
Bpb3Ka ¢ HeynoreH He € ycraHoBeHa.

B MHOro peky cirydau ce ch06111aBa 3a KOXeH BACKY/HT IIPH NALHEHTH lekyBanH ¢ Heymnoren.
MexaHusMbT Ha BacKyJHTa NPH MAUMERTH TpeTHpanu ¢ HeymoreH He e H3BeCTeH.

Crobmasauu ca peiky ciy4an Ha Sweet’s syndrome (octpa (ebpunna nepmarosa).
YCcTaHOBEHH Ca €AMHUYHH CITy4au Ha eK3alep6anyus Ha PeBMATOMEH apTpHT.

Psiiko ca cbo6maBanu ciyuan Ha HEXENaHU 1EKAPCTBEHH PEAKLAH OT CTpaHa Ha Oenus Apo0, BKIIGUHTETHO
MHTEPCTHLMATHA MTHEBMOHHS, OeNoapoGeH OTOK, 6eonpoGHH HHOUITPATH, B OTAETHU CIy4a# BOJEIHM [0
0enoapobHa HEAOCTATBYHOCT H PECITMPATOPEH JUCTPEC CUHIPOM IpH BB3pacTHH (ARDS), koiito Moxe ga
6nae daraneH. (Bx. Touka 4.4)

AJIepriYHY peakuny: ANIEpruveH THI PeaKIHH, BKITIOYUTETHO aHauIaKcHs, KOKeH OOPHB, ypTHKapHs,
AHrMOCAEM, JUCTIHES U XHAITOTEH3Us, HOABABAIM CE B HAYAIHOTO MM TIOCHENBALIO JICYSHHE ca CHOOLUIaBaHy
TIpA MALMEHTH JIeKyBaHH ¢ puirpacTuM. CHOGILIEHHATA Ca MHOTO MO-9ECTO CJIE/ HHTPaBEHO3HA ynotpeba. B
HAKOH CITy4au CHMIITOMUTE Ce [TOABABAT C/EM NIOBTOPHO NPUIIAraHe, KOETO A0KA3Ba IIPHUHMHHO-CIEACTBEHA
Bpb3Ka. Ynorpebara Ha Heynoren Tps6sa na Gblie IpeycraHoBeHa NpH MALMEHTH ChC CEPUO3HH aIeprUYHA
peakLuy.

W3onupani cilyyan Ha CHPNOBMIHO-KNETHYHM KPH3H Ca CHOOIIABAHM NPH TIALMEHTH ChC ChPIIOBHIHO
KJIEThYHA aHeMMs (BXK. TOuKa 4.4).

B MHor0 penku ciy4au ce cpo6IaBa 3a NCeBLoNoAarpa npy NALWEHTH C MATUTHEHH 3a60JIsBaHus,
JIeKyBaHU ¢ QUIrpacTHM.

YectoTa Cucremo-oprannu kinacose 1o MedRA | Hexenana nexapcrsena peakipst
Mhnoro yectn (>10%) CToMalliHO-4PEBHH HAPYHICHHA INanene/moBpemane
Xenaro-OunuapHu HapyUIeHHs [Mosumen GGT
Hapywienus Ha Metabomnmama u MMosuiena ankanna pocdarasa
XPaHEHETO ITopumien LDH
IToBuUIlleHA NTHKOYHA KHCENHHA
Yectn (1-10%) OO6my HapymeHns 1 edexTy Ha YMopsemoct
MACTOTO Ha NPHJIOKEHHE I'enepanuzupana ciabocr
Hapyiuenus Ha HepBHaTa CHCTEMa I'maBobonue
CroMalHO-9peBHH HApYIICHUS Koncrunanus
AHopekcus
Huapus




Myko3zur
Hapymienns Ha MyckynHO-CKeneTHaTa I'pbana 6onka

CHCTEMA M CHEIHHHTENHATA ThKaH MyckynHo-ckeneraa 6oika
Pecrmparopuu, rpeapu u Kauuuna
MEIMACTHHATTHH HapyIICHHS bonesnexo repno
Hapyuenus va koxara u noakoxsara | Anonenus
TBhKaH Koxen 0bpus

Heuwecru (< 1%) OO6um HapymeHus u edexTH Ha Hecnermmduuna 6onka
MACTOTO Ha NPUIIOKEHHE

Penxm (< 0,1%) Cpa0BH Hapyluenns Cba0BU HapyuieHUs
Hapymenns Ha xoxara u noakoxHara Sweet’s syndrome
TBHKaH

Muoro penku (<0,01%) | O6mu HapylieHus U edexTy Ha ANCpPruvHy peakuuu

MACTOTO Ha NIPWIOKEHHE
Hapywenus na MyckynHo-ckenernara PeBmarounen aptpur

CUCTEMAa ¥ ChEAMHHTEIHATA ThKaH Ex3anepbanmn
INcepnonoparpa
Pecniaparopsy, rpnaau u benoapobuu nHpUITPaTH

MEZIHACTHHATHH HAPYILEHUs
HapyimeHus Ha koxara 1 HOAKOKHATA Koxen Backynut
ThKaH
Hapywenus ua 656peunte u nukounuTe | AHOManHy B ypHHaTa
IBTHINA

HQI/I MOGHJIPBQQQZI Ha HCQHQ}CQHI/I KPLBHU NPOTr€HHUTOPHM KIIETKH Y 3/IpaBy NOHOPH

Haii-uecto cbobuiaBanaTa HexenaHa 1eKkapcTBEHa PeakLys € JIeKa 110 yMEpeHa TPaH3UTOPHA MY CKYJIHO-
ckenerna 6onka. Jlepkouutosa (WBC > 50 x 10%/1 ce na6nionasa 1pHu 41% OT JIOHOPHTE M TPAH3UTOPHA
TpomGouuTonenus (TpomGouuTH < 100 x 10°/1) ce Habmonapa npu 35% ot foHOpHTE ciien GHIrpacTUM U
JieBKo(epesa.

TpansuTopHo ciiex npunarase Ha GpUIrpacTuM Npu 3[IpaBH JOHOPH ce HabNFoaBa JIEKO YBEIMYABAHE Ha
ankanHara pocarasa, LDH, SGOT u nukounara kucenuna; 63 KITHHHIHO 3HAYCHHE.

Exzatiepbauus Ha apTpUTeH CHHAPOM Ce HabII0aBa MHOTO PSAKO.
CuMIITOMM Ha TeXKH TEPrHYHY PEaKLMH Ca CHOOIABAHH MHOTO PALKO.

Ilo BpeMme Ha KIMHMYHM H3IHTBAHUS BBPXY 34paBH AoHopH Ha PBPC ce cprobmasa 3a raasodorue, cunTa ce,
Y€ ce MPUYHHABA OT (PUIITPACTHM.

[Ipu 31paByu 1OHOPK ¥ IPK NAUKMEHTH CIIER NPHIIATaHe Ha FPAHYJIOLUMTO-KOJOHHCTHMY.THPALL ¢akrop (G-
CSFs) gecto ce cho6lapa 3a GE3CHMIITOMHH Clly4au Ha CIUIEHOMETAIHA H MHOTO PAIKO 3a pynrypa Ha
cre3kara (Bxk. Touka 4.4).

Ipu 31paBu NOHOPM, CTy4aH Ha HeXeNaH! JICKAPCTBEHHM PEeakLMK OT CTpaHa Ha 6eus 1po6 (xeMonTu3a,
Genonpobuu MHGMITPaTH) ca CHOGWABAHM MHOTO PAIKO.

Yecrora Cucremo-opranau kiacose o MedRA Hexenana nekapcrseHa peakups
MHoro yectu( >10%) Hapymienus Ha HepBHata cucTeMa Fnaso6onue
Hapywenns Ha KpbBTa u 1uMpHaTa JlesxounTo3a
cucTeMa TpombonuTonicHNs
HapyieHus Ha MyCKYJTHO-CKENETHATa MyckynHo-ckeneTHa 6onka
CHCTEMA H CheAMHUTETHATA ThKaH
Yecern (1-10%) Hapyinenus Ha MeraGosmusma u
XPaHEHETO
Heuectu (< 1%) OO0y HapyTeHus ¥ €QeKTH Ha MACTOTO
Ha NPUITOIKCHHC




Hapywenus Ha kppBTa U nuM@Hara 3acsraHe Ha cle3KaTa
cucTema

Hapyiuenus Ha Merabosmsma u Veenuuen SGOT
XPaHCHETO Xunepypukemus
Hapymienns Ha MyckynHoO-cKefeTHaTa PeBmarounen aprpur
CUCTEMA M ChEMHUTENIHATA THKaH Exzanepbauus

IlanueHTH € TexKa XpOHUYHA HEYTPOIECHH ( SCN)

JloKianBaty ca HeXelaHu JeKapCTBEHH PeaKiiu cBbp3anu ¢ Heynoren npu SCN nanpenty, karo 3a Haxou
YecToTara HaMajisdBa C BPEMETO.

Haii-4ecrara Hexenana jiekapcTBeHa peakiys, CBbP3aHa ¢ Heymoren ca 6onku B kocTHTe M renepanusupana

MYCKYJTHO-CKeleTHa 6onkKa.

Hpyru Hexenanu IEKapCTBEHH PeaklUyy BKIIOUBAT yBEIMYaBaHe Ha C/IE3KaT4, KOETO B PEOKU CIIYYAH MOXKE
Aia porpecupa u TpoMGoLuToneHus. [ 1aBo6onue 1 Auapys ca ChoGIIABAHH CKOPO Clie NPUIATAHETO Ha
Heynoren, Haii-uecto B 10% ot ciyuante. Ma ChOGILEHHS 32 AHEMUS H SIHCTAKCHE.

Habmopasano e TpaH3UTOPHO NMOBHIIIABAHE HA MMKOYHATA KMCETHHA B CEpyMa, JIaKTaTAEeXUApOreHas3ara u
ankanHara pocdarasa, 6e3 knuHUYHO 3naueHue. HabmonasaHo e TPaH3UTOPHO, YMEPECHO YBEIUMYABAHE Ha
KPBBHATA I[JIHOKO03a CJIe]] HaXpaHBaHe.

Hesxenanu nexapcTBeny peakiuu, Bb3MOXHO CBBP3aHH C JIEIEHHETO C HeynoreH ¥ THITMYHO NPOsABABALIH
ce B < 2% or SCN nauueHTyure ca peakIfi Ha MACTOTO Ha HH)KEKTHpaHe, IaBoboHe, XenaTroMeranus,
apTpairus, aofenus, 0CTeonopo3a U 06puUB.

Ilpu penrorpaiina ynorpeba B 2% OT CllydauTe ce Habro1aBa KosKeH Backynut. MMa peaxu ciyyan Ha
p TP ynorp Y. yq

TIPOTCUHYPHA/XEMaTypHs.

Yecrora

Cucremo-opratau knacose no MedRA

Hexenana fiekapcrseHa peakuus

Meuoro gectu( >10%)

Hapymienus Ha KpbBTa ¥ nuMHaTa
cucTeMa

Hapyuienus na Merabonusma u
XpaHEeHEeTo

HapylueHHs Ha MyCKYJIHO-CKE/IeTHaTa
CHCTEMA M CHeIMHMTEIHATA ThKaH

AHemus

CiieHoMeranus

Hawmanena rimokosa

Vaenuuena ankanua gpocdaraza
VYeennuen LDH
XurepypHkeMus

Myckysina 6onka

TbhbKaH

Pecniuparopum, rpeanu u Enucrakcuc
MEIMACTHHATHH HAPYIICHHUS

Yecru (1-10%) Hapynienns Ha HepBHarta cucrema I'maBo6onue
CToMaliHO-YpeBHH HapyIICHHS Huapus
Hapymenns na kpbBTa u numduara TpoMOoumToneHus
cucTema
Xenaro-OMIHapH# HapyHICHHA XenaroMmeranus
Hapymenus Ha MyckynHo-ckenernara | Ocreonoposa
CHCTEMa M ChEAMHUTEIHATA ThHKaH
Hapymenus Ha koxara 4 NOAKOKHATa | AJTOMeLHs

Koxen Backynur
bonka Ba MACTOTO Ha MHXEKIHATA
Ob6pus

Heuectu (< 1%)

Hapymienus Ha kpbBTa 1 iuMHaTa
cucTeMa

Hapymenns na 6u0penure n
NHKOYHUTE NBTHINA

3acaraHe Ha cle3kara

Xemarypus oo SN

Hpu nauuenrn ¢ HIV

IIpoTennypast” o atbH o
-




B xona wa kituHHYHYM u3nHTBaHMS, emuHCTBeHATA HEXEIaHa IeKapCTBEHa PEaKLKs, 32 KOSTO CE CHMTa, Ye ¢
CBbp3aHa ¢ ynotpebara Ha Heynoren e MYCKyIHO-CKkeneTHa Gonka, jieka 10 yMepeHa KocTHa GoJika u
Muanrus. YectoTara Ha Te3u CHGUTHA € CXOMHA C TasH IPY OHKOJIOTHYHHTE NaHEHTH. Y BeJIMYeHHE Ha
Cie3Kara € chobuaBato nmpu < 3% ot HaumenTyre, nodyyasaum Heynoreu. [pu Bciuku ciayqau
(usukanHara Haxoska e Neka 10 YMepeHa H ¢ GIIaronprATeH KIMHAYEH X0, HAMa NalMeHTH ¢
XHIICPCINCHU3BM, DU HHKOH He € Tpeanpyera ciuteHekToMus. Thii kaTo YBEJIMYECHHETO HA CNIE3KATA €
'1eCTa Haxonka npu nauuentu ¢ HIV undexnus, u s PpasiiuiHa CTeneH npu nauueHTu cse AIDS, Bpb3kara ¢
Heynoren e mesicHa.

Yectora Cucremo-opraunu xinacose mo MedRA Hexenana nekapcrsena peakous
Mtoro gectu( >10%) Hapywenns na myckynuso-ckenernara Myckynno-ckenerna Gonxka

CHCTEMA M ChbEAMHUTENHATA THKaH
Yecru (1-10%) Hapymenus na xpnara u numdHara 3acarane Ha creskara
CHCTEMa

4.9 Ilpexosupane

He e ycranoBen edekra na Heynoren npu fpenosupaue. [IpexkscBate Ha TepanusTa ¢ Heynoren Bogu no
HamansBaHe ¢ 50% Ha uMpKynupaigre HEYTPOGWIH 3a nepron ot 1-2 KM, ¢ JOCTHraHe Ha HOPMalTHA HHBa
3a 1l no 7 gHn.

5. GAPMAKOIOIMHH CBOVICTRA
5.1 dapmakoauHaMu4HM cBolicTBa
®apmakoTepaneBTHYHA rpyna: I{urokunu, ATC xox LO3AAOQ2

Yoeewxkust G-CSF e TTHKONPOTCHH, KOHTO pery1upa NpoayKuMsITa U OTAENSHETO Ha OyHKIMOHATHY
HEYTPOGHIIN OT KOCTHHUSA MO3BK. Heynoren cbaspika r-metHu G-CSF (¢unrpacrum), koitro Boau 10
3HAaYMTETHO NOBHINABaHe Ha 6pos Ha nepudepHuTe KPBBHH HEYTPO(MIH 3a 24 yaca, ¢ He3HAYHTEIHO
YBCIMiaBaHe Ha MOHOLMTHTE. TIpu HAKOM MALMEHTH C TexKa XPOHHYHA HEYTPOTIEHUS DHITPacTuM
CTUMY/IHpA MOBHILABAHETO HA LUPKYIHPALIATE €O3HHO(UNH ¥ 6a30(MIIH, CPABHEHH C TEXHUTE H3XOITHH
HHBA; TIPY HAKOU OT MALMEHTHTE MOXKE [a MMa CO3HHOGUIUA 1IN 6a30PHIKs Ome TIPEIN JICYEHHETO.
ITonmasane na 6post na HEYTPOQUIUTE € 1030-3aBMCUMO TIpH npenopbHanuTe n103u. Heytpodunure
TPOM3BE/ICHHA B OTTOBOP Ha (GUIIrPACTUM [OKA3BAT HOPMANHA HITH 3aCHieHa dyHKUHS, KOETO € ycraHoBeHO
TIpH TECTOBE 32 XeMOTOKCHYHA ¥ (arowwuTHa dyrkuus. Cien IpeyCTaHOBABAHE Ha TepanuaATa ¢ GpuirpacTum,
OposT Ha LUPKyIHpaLIKHTE HEYTpoQuiIH HaMasaBa ¢ 50% 3a TepHOA ot 1-2 xHu, AOCTHra HOpMATHM
CTOMHOCTH 3a 1 10 7 fHM.

Ynotpebara Ha punrpactum npu TTALMEHTH, OUI0XKEHRH HA UHTOTOKCHYHA XMMHOTEPAIIHs BOMH 110
CHTHM(HKAHTHO HAMAIABAHE HA YECTOTATA, TEKECTTA 1 HPOABJDKUTEITHOCTTA HA HEYTPOTICHUSTA U
(eOpunnara HeyTponenns. Jledennero ¢ ¢wirpacTum curuMduKanTHO HaMasBa NPOABIDKATENHOCTTA Ha
(ebpunnara HeyTponeHus, YNoTpebaTa Ha aHTHOHOTHLM | XOCTIMTATH3AMHATA CJIETl HHIYKIHMOHHA TEParTus
33 OCTpa MHEIOTEHHA JICBKEMHA WIIM MUCNI0a61aTHBHA TEpanusi, MocieBaHa OT KOCTHOMO3bYHA
TpaHcrnanTauys. Yecrorara Ha pebpunurera u AOKYMEHTHPaHHTE HH(EKLMH HE Ca HAMAJIEHH NP KaKBHTO
4 n1a e yenosust. Ilpoabmkurennoctra Ha ebprinTera He e HamateHa TIPH NIALMEHTH NOMJIONKEHH HA
MHEN0abIaTHBHA Tepanus, NOCAeABAHA OT KOCTHOMO3LYHA TPaHCIUIaHTALMUSL.

Burpexu cro06mennsTa 3a peakims Ha npucazakara cpemy peuunuenta (Graft versus host decease) u
CMBPTHM CITy4au TIPH MalMEHTH, NPUeMaliy TPaHyIOLHUT KOAOHUCTUMYMpam pakrop (G-CSF) crex
aJI0reHHa KOCTHOMO3bYHA TPAHCILTAHTAIIMA, HACTOAMIOTO HUBO Ha AoKa3aTeNICTBaTa NOKa3Ba, Ye ynorpebara
Ha G-CSF cneq anorenna KoctHo Mo3buHa TPaHCILTAHTAIHs I TPAHCIUIAHTALHS HA IEPUGDEPHH KPbBHH
CTBOJIOBH KJICTKH HE yBEIM4aBa PHCKA OT HEXENAH M3XO[ OT OCTpa HJIM XPOHUYHA PeaKLiis Ha TPUCAAKaTa
CPEilly peLMITHENTA WIH CBBP3aHaTa C PaHHO JIedEHHE CMBPTHOCT. —

Ynorpe6ara Ha GpuarpacTiM, caMOCTOSTENHO Wik Cnell XUMHOTepanus MOGHIM3Hpa X
NIPOTEHUTOPHY KIIETKH B nepHdepHaTa KpbB. Te3u aBTON0KHH nepHdbepHH KPEBHI
Obaar cubpanu u uHby3upanu cien BHCOKO/1030Ba XUMHUOTEPAIKA, UITH HA MICTOTO
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Ha KOCTHOMO3bYHaTa TpaHcIlanTanus. Uaysusta na PBPC YCKODSBA XEMaTOIOrMIHOTO BH3CTAHOBSBAHE,
HaMaISBaHKH NPOABDKHTENHOCTTA HA PHCKA OT XEMODaru4Hy yCIOXHEHHS W HEOOXOMMOCTTA OT
TpaHCQy3ust Ha TPOMOOLHUTH.

PenunuenTure na anorennu nepudepuu KPbBHU IPOTEHHTOPHH KJICTKM MOGHNM3npany pes Heynoren
MMaT MHOTO 10-6bp30 XeMaTONIOTHYHO BL3CTAHOBABAHE, BOJELIO 10 CUrHM(HKaHTHO HAMATIABaHe Ha
BPEMETO 3a BL3CTaHOBABAHE, €3 TPOMOOLMTHO BIIMBAHE, KOTATO Ce CPABHSABA C ANOTEHHATA KOCTHO MO3bYHa
TPaHCILUTAHTALHS.

Ynorpeba Ha dunrpacrim 3a MOOWIN3Mpate Ha nepUdepHH KPbBHH NPOTEHAUTOPHU KJIETKH TP 3APaBU
JOHOPH NPENH ANOTECHHA TPAHCILIAHTAUMS HA HEPHDEDHN KDHBH NPOreHUTOPHH KJIETKH.

Ilpu 3npaBu moHOpM, Npuarasero Ha 10pg/kg/nreBHo cybkyTanHo 3a 4 10 5 nocnenoBaTENHY IHA
No3BoIsiBa ChOHpaHeTo Ha > 4 x 10° CD34° KneTku/Kg pelMITMEHTHO TEIECHO Teryio, TpH Haii-ronam 6poii
OT ZOHOpUTE CJIe/l ABE JICBKO(EpesH.

Ynorpe6ara Ha GUIrpacTHM NpH nalKeHTy, nena win BB3PACTHH, ChC CEPUO3HA XPOHUYHA HEYTPOITCHHS
(TeXKa KOHT€HHTAIIHA, UMKITHYHA HAMOTIATHIHA HEYTPONEHHs) BOJH [0 3HAUMTETHO yBEITHYECHAE HA
abcomoTHHs HeyTpoduIeH 6poii B nepudepHaTa KpbB M HAMAJISABAHE Ha MH(EKLHHUTE U CBBP3aHUTE
CHOUTHSA.

YnotpeGara Ha $unrpactam npu naumentu ¢ HIV HHGEKUHA TOIBPKA HOPMaJieH 6poit HeyTpoduiu u
T03B0/I51BA CXEMaTHIHO IO3UPAHE HA AHTHBUPYCHATA M/WTH Jpyra MUENOCYNPECHBHA Tepanus. JIurncear
AOKasaTencTba, e nauuenTH ¢ HIV nndexuns, nexysanu ¢ duirpactum umar nosuimena HIV peruKalms.

Kaxro u apyrute xemaronornunu pacrexxnu ¢axtopu, G-CSF nokasea in vitro CTUMYIIMPAHE BHPXY
YOBEILKH €HAOTEJIHU KIETKH.

5.2  dapmakokuHeTHMHH cBoiicTBa

YCTaHOBEHO €, 4e KNIMPBHCHT Ha QUITPacTUM crien CyOKYTaHHO T MHTPABEHO3HO NPHIOKEHHE MOKA3Ba
(apmaxokuHeTHKa oT MbpBH pel. Bpemero Ha HOJIyeTMMHHUpAHE € OKOJIO 3,5 Yaca, ChC CKOPOCT Ha
wpsHca 0,6 ml/min/kg. [poawmxurensara uHQy3us Ha HeynoreH 3a nepuon ot 28 auw, NpH NMalUeHTH
C/IC/ ABTOJI0)KHA KOCTHO-MO3bYHA TPAHCILTAHTAIINSA, HE BOJM 10 IEKapCTBEHa aKyMynauus 4 nokazsa
CPasHHMO BpeMe Ha NNy eNMMHUHHpPaHe. Mexly 1o3aTa u cepyMHHTE KOHLUCHTPALHMH Ha dunrpacrtum,
HE3aBUCHMO JIaiTK € IIPWJIOKEH HHTPABEHO3HO WK CYGKYTaHHO, HMa MO3UTHBHA JIMHEHHA kopenaums. Cnen
CyGKYTaHHOTO IIPUIIOKEHHE HA IIPENOPbYAHATE Al03H, CEpyMHHTC KOHLEHTpaluuH ca Haj 10 ng/ml 3a 8-16
4aca. OGeMBT Ha pasnpeniencHue B kpbBTa € 150 ml/kg.

3.3 IlpemimHuwynu JaHHH 3a Ge3onacHocT

Jluricsar Apyru NpeakIMHAYHN JaHHHU, OCBEH Te3H BKIIOYCHH B OT/ICIHWTE pa3/ie/id Ha KpaTKaTa
XapakTEpHCTHKA Ha PORYKTA, KOMTO Ca C PEJIEBAHTHO 3HAYCHHUE 3a JIEKYBAIHA JIeKap.

6. DAPMALEBITMHA JAHHU

6.1 Cmichk Ha NOMOLIHHTE BeIecTBa

Harpues auerar*

Copburon

INomwcop6Gar 80

Bopa 3a urkekipn

* Hatpues auerar ce 06pasyBa ot THTpHpaHe Ha 6e3Bo/IHA OLIETHA KMCEIIMHA C HATPHEB XHIPOKCH]

6.2 HechbBMecTHMOCTH ‘
EHyy,

Heynoren He Tps6Ba na ce paspesxza ¢ Pa3TBOPH, ChABPKALIH COJTH.




Paspenenusar gpunrpacrum moxe na ce abcopbupa OT CTHLKJIEHH H IIACTMACOBU MaTepuand.

To3u sekapcTBen NpoayKT He TpAOBa Aa ce cMecBa ¢ APYTH JIEKapCTBCHH MPONYKTH, C HIKJIIOYCHHE HA TE3H,
MOCOYEHH B TOYKA 6.6.

6.3 Cpok narommocr

30 mecena.

XuMu4HaTa ¥ QU3HYHA CTAGMIAHOCT Ha [IPUTOTBCHNS Pa3TBOP € IEMOHCTpUpaHa 3a 24 yaca npu
Temneparypa 2 no 8°C. IlpoaykTsT Tpsa6Ba na ce ynoTpebsBa He3a6aBHO OT MHKPOGHONOrHYHA rIeHa
TOYKA. AKO HE CE M3TON3BA BENHATa, IEPHOIBT H YCJI0BHATA Ha CbXPaHEHHE Ce ONPEAENIAT OT IPHJIATalIATe
pasTBOpa, HO HE 33 NO-ABJITo OT 24 Yaca Npu Temneparypa 2 10 8°C, 0CBeH ako Pa3speXAaHEeTo ce MPaBH B
KOHTPOJIMPaHH U BATMANPAHH ACENTHYHH YCITOBHA.

6.4  Cneumannm ycaoBus Ha CbXpaHeHHe

lla ce cvxpansBa npu Temneparypa ot 2° 10 8°C

Paspenenuar pasrsop na Heynoren TPps0Ba 1a ChXpaHsBa MpH TeMmeparypa ot 2° go 8°C

Crny4alfHOTO ManaraHe Ha Temneparypu Ha 3aMpB3BaHe He MOBIHABA HeOIArONpHATHO CTAOUIHOCTTA Ha
Heymoren.

6.5 [danuu 3a onakoskarTa

Enna onakoBka chabpxka eqHa wiv ner TIpEABAPUTENTHO HATbJIHEHH cpunLOBKH ¢ 0,5 ml Heynoren
HHXEKLMOHEH PasTBOp.

IIpesBapuTenHo HaMbTHEHNUTE CIPHHLIOBKY ¢a OT CTHKIO THI | 1 HMaT NIOCTOSIHHA WITIA Ha BBPXA OT
HeprxaacMa cToMaHa. Kanaukara Ha urnara Ha npeBapUTENHO HABIHEHATA CHPUHLIOBKA ChABPXKA
H3CYLICHA IPUPO/IHA FyMa (TIpOM3BOHA Ha siatekc). Brokre Touka 4.4.

He Bcuuku BunoBe onakosku Morar aa 6naar MyCHATy Ha nasapa.

6.6 CneunajHu npegnazHu MEPKH HPH H3XBBPJIAHE H padoTa

Axo e Heobxomumo Heynoren ce paspexaa ¢ 5% rimoxosa.

Paspexnane no kpaiina konuenTpawuus nox 0,2 MU (2 ug) 3a ml He ce npenopbusa.

PasrBopsT TpaGBa BHMUMaTenHO na ce ornena npeau ynorpeba. [la ce u3non3sar camo GucTpu pasTBOpH,
6e3 BUAMMMU YaCTHIIH.

[Ipn naumentu, nexysanu c paspenen ¢unrpactum ¢ konuenTparmu mox 1,5 MU (15 pg) 3a ml, e
HeoOXomHMO [00aBAHE HAa YOBEIIKH CEpyMeH allyMHH 3a JOCTHTaHe Ha Kpaiina KOHLIEHTpalui OT
2 mg/ml.

Ilpumep: B kpaiinua obem 3a HHkEKTUpaHe 0T 20 ml, npu obira no3a ¢punrpacrtum mox 30 MU (300 pg)
TpA6Ba 1a ce Bhene 0,2 ml ot 20% pa3TBop Ha YOBEUIKH anbymun Ph Eur.

Heynmoren He cbabpka koHcepsanti. ITopanu BB3MOXKHHS PHMCK OT MHKpOOHa KOHTaMMHALHA,
CHpuHUOBKMTE ¢ Heymoren ca 3a emHokpartHa ymorpeba. HewsmomssaHusir TOPOAYKT MJH OTNAAbYHUTE
Marepuanu OT Hero TpsbBa ia Ce M3XBBPIAT B CHOTBETCTBHE C MECTHHTE H3HCKBAHMS.

Korato e paspenen ¢ 5% rmokosed pasTBop, HeymoreH e cpBMecTuM chC CTD
BrmounTenHo [IBX (momusuHmxnopun), noyuoneduH (KOmouMep Ha TOJTATIPOITHIIE
MOJIATIPOTIVIIEH.




7. TIPMTEKATEI HA PASPEIIIFHHETO 3A YTIOTPEEA
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8. HOMEP(A) HA PA3PRIIEHHETO 3A VTIOTPERA
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