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4.2.

KPATKA XAPAKTEPUCTUKA HA NEKAPCTBEHWA MPOIYKT

TbPIOBCKO UME HA NEKAPCTBEHNA I'IPOﬂYI{T'

GRASALVA ™ 30 MIU (300 pg)
FPACAINBA ™ 30 MIU (300 ug)

{AMMCTERCTBO HA SLPABEONASBARETO

Filgrastim Ml IMADIKEHNE KhU

JlekapcTBEHO BElleCTRO:

EMJCEMé Zé

,
PRpEIEHHE saynorpetale {-| &3%@3“\11.@1 "y
KONWMYECTBEH M KAYECTBEH CECTAB 7 Wm v ’ ¥

EnHa npegBapuTenHo HanbHeHa CipuHLoBKa 3a egHoKpaTHa ynotpeba ot 1 ml ~
cbabpxa 30 MIU (300 ug) filgrastim (non- glycosylated recombinant human
methionyl granulocyte colony- stimulating factor, r- met HUG-CSF).

MomotluHK BelllecTBa:
Bk Touka 6.1,

JIEKAPCTBEHA ©®OPMA

UkekunoHeH/ HMDY3INOHEH PasTBop.
Enna npeaBapuTenHo HambnHeHa cnipyHLIOBKa 3a egHokpaTha ynotpeba ot 1 ml
ceabmka 30 MIU (300 pg) filgrastim.

KIvHAYHN DAHHA

Nokaszasua

Filgrastim e nokasaH npw:

Jo3upoBKa 1 HauWH Ha NPUROXEeHNe

4.2.1. OBKONOIMYHU NaleHTH, NOSNOXKEHN Ha UMTOTOKCHUYHA
HaMansBaHe nNpPOALINKMTERHOCTTA Ha HeyTponeHusTa
thedpuiiHa HeyTponeHMs:

OHKOMOTMYHY  NaUMEHTW, NOANMKEHYM Ha LMTOTOKCWMHA XuMMWoTepanus 3a
HamanssaHe NPOSbIPKUTENHOCTTA Ha HEYTPONEeHUATa U YecToTaTta Ha debpunHa
HEYTPONeHNs! (C UBKMIOYEHWe Ha MUEOAUCTIIACTUYEH CHMHAPOM U XPOHMYHA
MMENoNAHa NeBkemus)

MauueHTr, NOANMKEHW Ha MUenoabnaTUBHO INEYeHWe U KOCTHO-MO3BbYHa
TpaHCNNaHTauws 3a HaMmanasaHe MPOLALIMKMTENHOCTTa Ha HeyTPOreHWATa
AoHopi ¥ nauueHTn 3a mobunusaumua Ha nepudepHUTe KPbBHN NPOreHuToOpHU
knetkn (PBPC)

[lella ¥ BBb3PacTHN C TEXKA XPOHMYHA HeyTponehus (BpoAdeHa - CUHAPOM Ha
Kostmann, LuknuuHa urm nauonatiyHa) 1 aHamMHesa 3a TEXKA WK PEKYPEHTHN
nHchekUmum ¢ abooriioTeH Bpoli HeyTpodmnu (ANC) < 0,5 x 10° /| 32 yBennuagaHe
6poa Ha HeyTpodburMTe M HamMansBaHe pUCKa W MPOSBIDKUTENHOCTTA Ha
CBBP3aHUTE ¢ MHDEKUNN YCNOXHEHWUS (ABLMTOCPOMHO RPUIOXEHME)

MauwmenTtn ¢ Hanpearana HIV whgekums, npu (ANC) < 1,0 x 10° / | 3a neveHue
Ha nepcucTupalla HeyTponeHus c¢ LUEn HamanseaHe Ha pucka oT BaxTepwanta
MHbeKUMsA, KoraTto Opyrn cpefcTBa 3a KOHTPON Ha HEYTPONeHusATa He ca
edheKTUBHK.




MpenopwuutenHara poaa filg rastim e 0.5 MIU (5 u g) /kg TenecHa maca JHEBHO.
lMspBara Aosa He TpsOBa Aa ce nNpunara B paMmkuTe Ha 24 vaca chnej LUToToKCHYHaTa
Xxummotepanus. Filgrastim moxe ga ce npwunara egHOKPaTHO EeXEQHEBHO Kato
NOBKOXHA MHM¥EeKUMs wnn nof dopmarta Ha 30-MuHYTHa UHTPaBeHO3Ha MWHGY3MS,
pasTBopeH B 5 % pasTBOp Ha rroko3a (BuK T. 6.6.). 3a npeanountane e filgrastim za
ce MHXeKTMpa noaKoXHO. [Mpy MHTPaBEHO3HO MPUNOXKeHue € Bb3MOXHO edekTsT Ha
neKkapcTBOTO Aa 6b/e CKbCEH.

ExesiHeBHOTO npunoxeHue Ha filgrastim Tpabsa Aa NpoALmKM 40 NpecjonseaHe Ha
OMaKBaAHUTE HAW-HYCKA CTOMHOCTM Ha HeyTpodunute n BpbllaHe Ha GposAT UM KbM
HopmanHu cToitHocT. [lpyu rsieyeHMe C© XxumuoTepanus Ha CconvpHu TYMOPW,
rumcaTiyHa  NeBkeMMA  urim NMOMW  ce  ovaksa MPOABIMKMTENHOCTTa Ha
neYeHneTo, HeobXOAUMO 3a MOCTUraHe Ha Tosu edekt Aa Gvpe ao 14 gHn. Crneg
VHOYKUMOHHO UM KOHCONMEZELMOHHO FiEYeHWe Ha Ha ocTpa MuernoygHa JNeBKeMUs,
MPOOBLIPKMTENTHOCTTA Ha NEYEHNETO MOXe [a ce YABLITKM HYBCTBUTENHO (50 38 AHV) B
33BVMCMMOCT OT Tuna, J0os3ata 1 cXemMata Ha NpUunoXeHWe Ha usnosiBaHaTa
LWUTOTOKCHMYHATA XMMKUOTEPaNUs.

Mpy nauueHTy Ha LMTOTOKCUYHA XUMWOTEPanus NPexojHo noxkausaHe B Opos Ha
HeyTpodwinTe 0bUKHOBEHO ce Habnofasa 1-2 AHK Crie Ha4yanoTo Ha NeyeHneTo ¢
filgrastim. 3a nopabpxaHe Ha NOCTOAHEH TEpaneBTUYEH OTIOBOP fIEUEHUETO C
filgrastim He 6uBa ga ce NpeycTaHoBABa NPEAV NOCTUraHe Ha O4aKBaHUTE Hal-HUCKN
CTOMHOCTY Ha HeyTpouuTe ¢ NocneaBallo HopMmanuaupaHe Ha bpos um. He ce
npenopwyBa TepanusTa ¢ filgrastim ga ce npeycraHoBABa Mpeiu AOCTUIEHETO Ha
Hal-HUCKUTE CTOMHOCTY Ha Gposi Ha HeyTpodunuTe.

4.2.2, MauneHTH, NOANOKEHU HA MUernoabraTUBHA Tepanns U KOCTHO-MOZbLYHa
TpaHcIaHTauus

MpenopruntenHara Havanda posa filgrastim e 1.0 MIU (10 pg) /kg TenecHa maca
DHEBHO, npunoxeHu nog tpopmara Ha 30 muHyTHa wnk 24 Yacosa MHTpPaBEHO3HA
MHGYSUA UM KaTO MPOBLMXUTENiHa 24 YacoBa NOAKOXHA WHdysus. Filgrastim
Tpabea Aa ce paspeay ¢ 20 ml 5 % pasTBop Ha [FoKo3a (MoXe Aa e HeobXogumo fa
ce noBaBy HoBEWKN cepyMeHn anbymuH; 3a npasunHo paspexgade, Mona BUKTe T.
6.6.). Mupeata posa filgrastim ce npunara He no - paHo oT 24 uaca creg
LUMTOTOKCUYHE XUMWOTEPanusi, HO B paMKUTE Ha 24 Jaca cfief WHMY3WA Ha KOCTeH
MO3bK.

Cneg kato ce Mpeofonee cnagbT Ha HeyTpodurmre, gHeeHaTta posa filgrastim
TpAGea ga ce TUTpUpa Criopes HeyTPoQUNHNA OTroBOP, KaKTo Creasa:

Bpo# Ha HeyTpothunure Joza filgrastim

> 1.0 x 10% /| 32 Tpn nocnepoeatenHn gHn | Hamanete go 0.5MIU (5pug ) /kg
TeNnecHa Maca AHEBHO

Ako crieq Toa ANC* ocTtane >1.0 x10 %/l aa | FpexpareTe neueHueTo c filgrastim
OLUE TPU NoCNenoBaTenHy gHu

Axo ro Bpeme Ha neveHuetro ANC Hamanee pgo <1.0 x 10 ® /| posara filgrastim
Tpsi6Ba fia Ce YBErMHM N0 ONUcaHs HauuH AP

ANC* = aBGcontoteH 6poit HeyTpocthunn




4.2.3. TlauueHTH, NOAMOKEHU HE MOOMIM3aUMA Ha nepudiepHUTE KPHLBHU
nporeHuTopHu knetkm (PBPC), korato e nokasana MMenoCynpecUMBHa unu
MuenoabnarueHa Tepanus, nocnenBaHa ot aBronoxkHa PBPC TpancnnanTauus

MpenoptunrenHata fosa filgrastim sa PBPC mobunusaums, xorato ce npunara
camoctoaTenHo, e 1.0 MIU (10 pg) /kg Tenecha maca gHEBHO KaTto NpofbLIXuTenHa
24 yacoBa HeNpeKbcHaTa NoAKoXKHa WHMYINA wMn eOHOKPaTHa exedHeBHa
NnoJKoXHa uHXKekumst 3a 5 -7 nocnegosatenHy guw. lpepn uHdpysus filgrastim
TpsiBBa fa ce paspeau ¢ 20 mi 5 % pasTBop Ha rfoKkosa (MOXe ga e Heobxoaumo Aa
ce goBGaBK YOBELWKA cepymMeH anbByMuH; 3a MpaBusiHO paspexpaHe, Mons BUXTe T.
6.6.).

MpoeexaaHe Ha neBKkodepesa: npernopeyBa Ce MPOBEXAEHETO Ha epHa WK gee
npouenypw Ha 5-tn 1 6-Tu Aen. [py gpyri oBeToATericTBa MOXe La Cce npenopbua
AonbAHUTENHA NeBkodepesa. fJoanposkaTta Ha filgrastim He Ouea ga ce npoMexs o
nocnegHara neskocthepesa.

lMpernopruntenHara posa filgrastim 3a PBPC mobunusauma crieg mMuenocynpecusHa
xummorepanus e 0.5 MiU (5 pg)/kg TerecHa maca eXegHeBHO KaTo NOAKMKHA MHXEeKLIMA
OT NbpBUsi feH crieq NPUKNIOYBaHE Ha XUMUOTEpanuAaTa A0 MpPeofonsiBaHe . Ha
ouaKBaHuUTe Hal-HMCKN CTOMHOGTY Ha HeyTpodunuTe 1 Bb3CTaHoBsBaHe Ha Bpos um Ao
HopmanHu cTofiHocTw. JleBkothepesata TpAbBa Aa Ce MpOoBEAe fpes repnoaa, Korato
ANC ce noeuniu oT <0.5 x10 °/t go >5.0x10%1. O6uUKkHOBEHO NP HELMEHTH, KOUTO HE Ca
nognaraHy Ha eKCTEH3MBHa XMMMoTepanusi, € JocTaTbyHa efHa neskodepesa. Flpu
apyrv oBeTosiTencTBa ce NpenoptysBa AoMbIHUTENHA fneskodepesaa.

4.2.4. 3ppaBy AOHOPY, NIOGNOXEHU Ha MOBMNM3alusl Ha repudepHnTe KPLBHU
nporenuTopHu  knetkm (PBPC) npepu anoreHHa TpaHCcnnawtagusa Ha
nepudpepEY KPHBHU MPOTEHUTOPHW KNETKU

MpenopbuuTenHaTa posa filg rastim 3a PBPC mobunnaauma e 1.0 MIU (10 ug) / kg
TerecHa maca eXeAHeBHO KaTo NpoSbn¥uTenHa 24 yacoBa MogKOXHa WMHMDY3IUA Unu
efiHoKpaTHa AHEeBHA NOAKOXKHA MHXeKUUs 3a 4 -5 nocnepoBatesnHn GHU.
JleBrothepesaTta Tpsbba fa ce NpoBefe Ha 5-TMF[ JEH W Oa nMpopLnxu ao 6-Tus geH,
KaTo mpu HeoBxoammocT ce saumaT 4 x 10° CD34 + knetkw/ kg TenecHa Maca Ha
peunnuexTa.

Tpn gornopu nog 16 1 Hag 60 rogulusa Bb3pacT 6esonacHoCcTTa 1 edieKTUBHOCTTa Ha
filgrastim He ca npoy4BaHn.

4.2.5. NlaymeHTN ¢ TeXKa XpOHUYHa HeyTponesKus

BpogeHa HeyTponexus: MperioprunTesiHaTa MbpBoHaqanya gLesya nosa filgrastim e
1.2 MIU (12 ug) /kg TenecHa Maca NOAKOMKHO KaTO €4HOKpaTHa Uny pasfaeneH Aosu.

Movonartiuna unu LmknudHa HeyTponerus: Ipenopbuntentata ispBoHaqanHa foaa
filgrastim e 0.5 MIU (5 pg) /kg TenecHa maca AHEBHO MNOAKOXHO KaTo efuHOKpaTHa
unv pasaenexHn Gosu.

Kopekuyus nHa dozama: Filgrastim ce npunara exegHeBHO Ypes nomcom—na MH}KeKLWIF[
3a yBeMMuaBaHe W AoA4bpPXaHe Opos Ha HeyTpogunuTe H
nocTuraHe Ha afexkeaTeH edekr, Tpsabea ga ce onpeaeni Myby
ho3a. 3a noaabpXaHe Ha afeKksaTeH Opoli HeyTpoguny e H 3
exeOHeBHO npunoxeHue. B 3aBUCUMOCT OT KNUHUYHKA OT
neveHne NbpBOHaYanHaTa [o3a MOXe fna ce YLBOW unu




4.3.

NocNeAcTBUe Acsata Ce Kopurupa WHAMBMOYanHo npes 1-2 ceamuun, 3a ga ce
nogabpXa cpeaHa cToMHOCT Ha HeyTpodunuTe mexkay 1.5 x 10%1n 10 x 10% 1. Mpu
FlaUMEHTH C TeXKa WHGMEKUWS MOXe A2 ce UMa npensug No-pa3ke rnokayBaHe Ha
[03aTa BLB BPpEMETO.

He e usBecTHo panu posu Hag 2.4 MIU (24 ua) /kg TenecHa maca exenHEBHO Ga
BesonacHu rpy 60MHW ¢ TEXKa XPOHUYHA HEeYTPOIEHNS.

Apyzu ocobeHocmiu

Nevenneto ¢ filgrastim ce npoBexga €amMo B CBLTPYAHMYECTBO C OHKOMOrMYeH
LeHTbp, B KONTO niekapuTe VMaT OnuT B TEpanusATa Ha XxemMaTtonorinyHy sabonasanus
¢ NeKapcTBEHWSA NPOAYKT W pasnonarar ¢ Heobxogumara guarHoCTUYHa anapaTypa.
Mpoueaypyte No mobunusauma KM adepesa ce NPOBEXAAT B OHKOMOrMYeH wnu
XEMaTONOrMHMEH UEHTHP CbC 2a[0BONUTENEH ONWT B TasW obnacT U KbOETo
CbLUECTBYBAT YCIOBUS MOHUTOPMPAHE Ha XEMaTOMOETUYHUTE NPOrSeHUTOPHY KNETKM.
lMNopagu ToBa, Ye ca NposBeASHN Manko Ha Bpol KMHWYHN npoyyeanus ¢ filgrastim
MpY NaUMeHTV B HanpeaHana Bb3pacT, He © BbaMOXHO Aa ce lafaT Npenopbky 3a
creudruiHo Jo3SUpaHe Npw THX.

Hela ¢ TexKa XPOHUYHA HEYTPONEHUs] U KapLUHOM

Hoante ca egHaksn ¢ Tean Ha BL3PACTHU NMaUNEHTH, MOANOXEHN Ha MUESOCYNPecuBHa
LIMTOTOKCUYHA XUMUOTEPaNNS.

4.2.6. NauuenTty ¢ HIV nHdekunsa

3a en3cmaHoesieaHe 6pos Ha Heympodunume:

MpenopbunTenHarta HadanHa fosa filgrastim e 0.1 MIU (1 ug) /kg TenecHa maca
eXeOHEBHO, MPUNOXEHW NoA (opMaTa Ha TOJKOXKHE MHXEKUWUA ¢ TUTpupaHe Ao
makcumym ot 0.4 MIU (4 pg)/ kg TenecHa maca BHEBHO [0 BL3CTaHOBABAHE Ha
HOpMarnHust Opoil Ha HeyTpodNIIUTE Y BBIMOXKHOCT Aa ce MOoAABLPXKa B rpaHuuuTe Ha
HopmaTa (>2.0 x 10%1).

3a noddnpxianHe Ha HopMarieH 6poll Heympodurniu:

Crien Kkavo ce nocTurHe BB3CTAHOBABaHE Ha Bpos Ha HeyTpodunute, Tpqbsa ga ce
onpefeny MMHUManHaTa fo3a, HeobXoguma 3a NoAABMKaHE Ha HOpMarnHus UM Bpoil.
MNpenopvunrenHo e ga ce aanovxe ¢ gosa ot 30 MIU (300 pg)/ AeH ypes NopKoKHA
MHXEKUMs: Ha Bcekk BTOpW feH. B saeucumoct oT ANC Ha nauuenTa, 3a ga ce
HoALLRKa HopMankua Bpol Ha HeyTpodunk (> 2.0 x 10 ¥1) B nocneacTeve Moxe fa
ce HanoXu KopeKLs Ha nos3ara.

[MpuHUMNHO 4YecToTata Ha posvpaHde € 3 gHW B ceamuuarta. BuamoxHo e pa ce
HASOoXKU ABNTOCPOHHO NPUOXEHNe 3a NoaabpkaHe Ha ANC > 2.0 x 109 1.

lpoTuBoOnoOKaszaHus

Filgrastim He TpaGea ga ce npunara:
s NpW MaUMeHTV ¢ U3BECTHa CBPBLXYYBCTBUTENHOCT KbM filgrastim vnun Hakoe ot
NOMOLLHUTE BELLECTBA;
* 32 NoBULLABaHe J03aTa Ha UMTOTOKCUYHATA XUMUOTEPanUs Hag YeTaHOBEHUS
[O30B PEXUM;
* pY NauMeHTV G TeXKa BpoAeHa HeyTponeHus (cuHap
abHopManHa uuToreHeTuka (BUK T. 4.4.).




4.4,

CneuvanH NpoOTUBOHOKAa3aHWA U crielManHu npeaynpexneHnus 3a yno*rpeﬁa

SoKavecmseH KITermbyYeH pacmexX

Filgrastim moxe fa yckopy pacTesxa Ha MUenougHw KneTkn in vitro, kato nofodeH
edekT MOXe Aa ce Habrno[asa 1 NP HAKOKM HEMUENOUAHN KNeTKN.

He ca ycTanoBeHun GesspepHoctTa n edekTueHocTTa Ha filgrastim npn nauveHtn ¢
MUENOANCTIFIACTMEH CUHEPOM UM XPOHUYHE MUEroreHHa neskemus. B Tean crydan
Filgrastim ne 61Ba ga ce npunara.

OcobBeHo BHUMaHWe ce M3UCKBa 32 pasrpaHudasaHe Ha GractHa TpaHcdopmaums
fpy XpPOHWYHA MUEnougHa NEBKEMUS OT OCTpa MUeNonaHa NeBKeMns.

KnuHnauuTe npoyyBaHus Bce olle He ca ycraHoeunu ganu filgrastim nopnussa
nporpecusaTa Ha BTOpWUHATaZ XPOHUYHE MUWEnouAHa nNEBKEMUS, NOpajyn KOeTo
filgrastim Tpsabea Aa ce usnonssa BHUMaTeNHo. He e pocTaTteyYHa MHGOpMaumATa
oTHOCHO BesonacHoCTTa 1 edMKacHocTTa Ha yrnoTpeba Ha filgrastim npu natmerT
noA 55 rogniiHa Bb3pacT ¢ HopmarneH uutoreHeTnyeH dhakrop ( 1(8;21), 1(15;17) u inv
(16)) npu neverue de novo Ha XPoHUYHa MUENONGHA NEeBKEMUS.

Lpyeu crneyuanHu npedynpexoeHust

Mpy RaUMEeHTM C OCTEONOPO3HO KOCTHO 3abosfiABaHe, NOAMOXEHW Ha NedyeHue ©
filgrastim B npoabmxeHue Ha rnogeye oT 6 Meceld, MOXe Ja ce Hanowu
fpocnessasaHe Ha KocTHaTa NitbTHOCT.

MoHuTopupaHeTo Ha pfosata filgrastim npu mauveHTV C TEXKO YBpeXpgaHe Ha
6vbOpedHaTa nnn YepHoapobHa qyHKUMS HAME CBLLECTBEHO 3HaYeHKue.

Mpu npunaraneto Ha filgrastim e BbamMOXHa NoABaTa Ha pPecnupaTtopeH AUCTpec
cuHgpom (ARDS) npy BE3paCcTHU C OCHOBHW CUMMTOMU Kallunuiia, Tpecka i AucnHes,
kaxTo » GenoapobHW HEUNTPATK (QoKasaHu peHTreHorpadckn) W BnollasaHe Ha
pecnupatopHata dyHkuMs. B To3u cnyuail nevenveto ¢ filgrastim Tpsbsa ga ce
npeycTaHoBw.

4.4.1. CneupanHy NPOTUEONOKa3auusa MpK OHKONOIrMYHO GOMHN nauueHTH

Jiesrouumoza

Mpu navyuenmu, NOOROXeHU Ha UUMOMOKCUYHa Xumuomepariust

Jlesxouumosa. [lpeaBus nNOTEHUManHUTE pPUCKOBE, CBBLP3aHW C  TeXKata
neBKoLMTO3a, Mo Bpeme Ha nedenueTo c filgrastim peposro Tpabea Aa ce cnegw
6posT Ha neskounTuTe. [Mperopbusa ce ANC fa ce namepBa eXefHERHO npes
MbPBUTE 2-3 [HW HA TepanuATa, NoHe 2 NbTU CeAMWYHO NPes MbpBUTe 2 CeaMnLM
W BeOHBX CEAMWYHO WnKM BeOHBLX Ha BCEKA ABe CeOMMLW no Bpeme Ha
noAgbpKatiaTa Tepanus.

Ako OposiT Ha neskoumTuTe Hagaxebpns 50 x 10 91 1 cnep npeoponspaHe Ha Hal-
HWUCKUTE CTOMHOCTY, nevenneTo c filgrastim Tpsbsa HeszabaBHO fa ce npekpaTw.
{TpekparsieaHeTo Ha filgrastim e ymectHo, ako Bposit Ha neBKOUUTUTE Ce
yBenuun Hag 70 x 10 | B neproga Ha npunoxerue Ha filgrastim npu PBPC
MobunusaLus.

Puckxoee npu sucoky 603u xumuomepanesmuyu

OcofeHo BHMMaHWME € HeolxoAwmo npu BonHW, nNeKysaHW c BUCOKN HO3U
xuMuoTepanesTMun. flocera HAMa fAaHHM 3a  no-Bnaronpuated  wsxog  oOT
OHKoNorM4yHoTo 3abonABaHe, a YyBenudeHWTE [o3M Ha XMMUOTepanesTUHHUTE




6bae neKkyeaH ¢ Mo - BUCOKM [O3W XMMUOTEpanesTiuy (Hanp. MakcuManHa fosa oT
npunaraHaTa cxema Ha NeudeHne), NauveHTsT Moxe fa Ob/le UssioXxeH Ha no - BUCOK
pvck oT TpomBouuTorneHust n aHemus. TlpenopbpyYBa ce PepoBHO M[POCMNEeAsBaHe Ha
bposs Ha TpombBouuTuTe K Xemartokputa. C noewiueHo BHumaHue TpAbsa ga ce
npurarat CaMmoCTOATENHO WM B KOMBMHALMS XMMMUOTEPAaneBTUHHW CPEeacTsa, 3a
KOMTO € W3BECTHO, Ye NPean3BUKBAT TEXKa TpomBoLuuTorneHns.

Mpunoxenveto ra filgrastim npu PBPC mobunusauvsi Hamansea sagbnbovaBaHeTo
M NPOSLIDKUTENHOCTTa Ha TPOMOOUMTOREHMATaE CNeR MUEnOGYMpecuBHa wunu
MuernoabnaTneHa XumnoTepanus.

Apyau crnieyuannu npedynpexdeHust

He e npoyyen edhekteT Ha filgrastim npn naumeHTyn CbC CHUIECTBEHO HamManeHu
MuenonaHn nporenutopu. Filgrastim noenusisa npepM BCUYKO HeyTpoduniHuTe
npexypcopy 1M ysenuyasa 6posA Ha HeyTpodwnute. ETO 3alio npy nauveHtn ¢
HamarieH Bpoit npekypcopy (Harp. Tesn, NeKkysaHu ¢ eKCTeH3nBHa paguoTepanns Unn
XVMUoTEPanust) MOXe Aa ce yBennumn BposAT Ha HeyTpodunmnTe.

Hacnedcmeena HenoHocumocm kbM pykmosa (HFI) JlekapCTBeHUST MPOAYKT
ceabpxa 50 mg/ ml copbuton. Takoea Konudectso He Bu Tpabsano fa epefu Ha
mauneHT ¢ HachnencTeena hpyKTosHa HenoHocwMoct. HezaBuehmo OT ToBa, Mpw
TaK1Ba NauneHTy Ce NpPenopkHBa NoBULLEHO BHYMaHWE Npu revenue c filgrastim.

4.4.2. CneunanH nNpPOTUBONOKa3aHWA npy naduedTd, noanexawln Ha
MoGunu3sauusa Ha NneputhepHuTe KPHBHKU NporeHUTOpHY knetkn (PBPC)

Mobunuzauus

JiunceaT FPOCNEKTMBHK PaHAOMMU3MPAHN CPaBHUTENHKM NpoyYBaHWs Mexay Asara
npenopbunTenHy Metofa 3a mobunusaums (filgrastim camoctoATenHo wnu B
KoMBuHauMst ¢ MWUEnocynpecrBHa XWMMOTEpanus) B €A4Ha U chija nonynauus
pauventn. CreneHta Ha BapypaHe Mewgy OTAenHUTE fauveHTn U MeXgy
naboparopHuTe nacneasaHns Ha CD34+ KneTky nokassa, Ye QUPEKTHOTO cpaBHeHye
MEXAY PasnMuHMTE NpoyYBaHWsa € TpyaHo. ETo sawo e TpyAHO Aa ce npenopbya
onTuManeH metod. MsbopbT Ha MeTog 3a Mobunusauns 3asuck oT obLnTe LIenn Ha
NEeYEHNETO BbEB BCEKY KOHKPETEH Crydaii.

fipedu ekcrno3uyus Ha YUMOMOKCcUYHU azeHmu .
faureHT, NpeMUHarili NpPes MHOMO eXCTEH3WBHA NpeaBapuTEnHa MUEMOCYNpecUBHa
Tepanust MOFaTt 4a He nokakaT Agoctareyhna mobunusauyus Ha PBPC 3a gocturaHe Ha
APENOPBUUTENHUA MUHUMAaNEH pesynTaT (22,0 x 10° CD34 +/ kg) unu ycxopsisade Ha
TPOMGOLMTHOTO BL3CTaHOBSBAHE.

Hsaxon UWTOTOKCHMMHW @reHTW nNposBABaT criedudMyYHKM TOKCHUHKM edexThn Bbpxy
XEMATOTIOETUYHUS TPOreHMTOPEH ped W MoraT ga MoBNWAAT nNporeHuTopHara
MoBUnKu3aLUmMsTa B HexxenaHa rocoka. EdexrsT BbpXy NPOreHnToOpHUTE KIETKN MOXe
na 6bLae HamaneH, korato arenTu xato melphalan, carmustine (BCNU) u carboplatin
ce Npunarat npoaAbLIKATENHO NPepy onuTUTE 3a nNporeHuTopHa mobunusauus.
EekTMBHOCT 3a NPoreHuTopHa Mobunnsauus ce Habmosasa obave nput CLBMECTHO
npunoxeHue Ha melphalan, carmustine wnu carboplatin ¢ filgrastim. Korato ce
npeaswkna TpaHCnnaHTauus Ha nepudepHn KpbBHU NPOreHWTOPHKM KMeTKl e
NpenopbLYMTENHO Npoueaypara 3a CTBOMNOBa MoGUAN3aLMs 4a Ce NnaHnpa no-paHo B

KpUTEPUUTE, NMOCOMEHM No-rope, TPsGBa Aa Ce UMAT Npeg Bu
Ha NeYeHine, KoNTO He M3NUCKBAT NMPOFreHUTOPHE MOAAPBXKA.



lipeuenka Ha pacmexa Ha MPo2eHUMOopPHU KnemKu

py npelLeHka Ha OPOs MPOreHUTOPHYU KFIETKM, NMOMYYSHU OT NaUMeHT, NeKyeaHn ¢
filgrastim, ocobexo BHUMaHue TpsiGBa na ce OTAENN Ha& KONMUYESCTBEHWTE MeEToaM.
Peayntatute oT Te4HMs UMTOMETpPUYEH aHanns Ha Bpos Ha CD34+ kneTku Bapupar
[0 ronaAma crerneHd B 3aBKCUMOCT OT MPEeLUMsHOCTTa Ha M3norn3saHaTa MeTodosors;
pesyntatite, nonydedy B Apyru nabopaTopun, TpAbea da ce WHTepnpetupar
BHUMAaTERHO.

Ckopoctta Ha BbacTaHoBABawe Opost Ha TpombouuTuTe sasucu oT Opos Ha
penndysupanute CD34+ kneTku. MuHUManHUAT NpenopeYUTeneH peaynTar e 22,0 X
108 CD34+ knetkw kg. Pesyrnrati Hafi TO31 Kopermpar ¢ no - 6bp3o BL3cTaHOBABaHE,
a no — HACKUTE - ¢ No- BaBHo.

4.4.3. Cneynansy fapepnasHy Mepky npy 30paBKy AOHOPMW, nogneXal Ha
MoBUnM3aLvsa Ha nepudiepHUTE KPBLBHU NporeHnTopHu krierku (PBPC)

KnurnuHo, PBPC mobunusauvs He ce Npwiiara npy 3apasn A0HOPW U crefsa ga ce
NpoBeXaa camo fpeamn anoreHHa TpaHcnnaHTauns Ha nporeHnTopHn knetku. PBPC
MOBMIM3aLMs MOKE [ia Ce MPOoBeXAa CamMo Npiu A0HOPK, KOWTO OTroBapsAT Ha obnte
KNUMHUYHK 11 [2a0opaTopH KpUTEpWKM 3a AOHOPU Ha MPOreHUTOpHU KNEeTKU.
XemaTonoruyHmTe napameTpu 1 MHMEeKUMo3HUTe 3ab0nABaHNA M3UCKBAT CeLMarnHo
BHUMAHVE.

besonacHocTTa 1 edukactocTTa Ha filgrastim npn goHopu Ha Bb3pacTt nog 16 v Hag
60 rofnHn He ca Npoy4YsaHn.

He ce npenopvuyia ynotpebaTta Ha filgrastim npu 6pemMerHn 1 XeHn, KONTO KbpMAT.

AKO & HeoBxoaWma noBede OT efHa neskodepesa, ga ce obbpHE crneuuando
BHUMaHUE Ha [JOHOPUTE C KOHUEHTpaLmst Ha TpomBouutute <100 x 10 % | npeau
neskochepesara.
He ce npenopkyBa NpoBeXpaHeTo Ha neskodepesa Npy AOHOPY C KOHUEHTpauwsa Ha
TpomBouutute nog 75 x 10% |, ¢ HapyweHus Ha xemocTasata W NEKyBaHn ¢
aHTHKOoarynaHTy.

JieuerueTto ¢ filgrastim Tpsbea ga ce rnipekpatw Wy Aa ce Hamanu [o3atd, ako
rieBKoLMTUTE ca > 70 x 109/ 1.

OoHopuTe, noanexawy Ha neveHue c filgrastim sa PBPC mobunusaums tpabea pa
ocTaHaT Nog Habnogexne JO HopManMsnpaHe Ha XeMaToNorMUHNTE MoKasaTeny.
Houopute Tpabea Aa ocraHat nog HabmogeHve 3a Mo - geibl Nepuod ot BpemMe 3a
npelieHka Ha GesonacHocTTa Ha filgrastim. He 6uea aa ce npeHebpersa pUcKLT OT
ManurHeHa MuenowaHa KMoHanHa crumynauus. [lpenopbyBa ce poHopute Ha
NPOreHNTOpHK KNeTKN Aa 6vhaaT peructpupadd 1 HabniogasaHu B8 LIEHTPOBETE Mo
achepesa ¢ ornes cebupaHe Ha MHpopMaLWst OTHOCHO Ge3onacHocTTa Ha filgrastim
Mpu 3gpaen uupguBuaw cnep tepanua c filgrastim moxe ga nacTenn pyntypa Ha
cnesxara. Mopagu ToBa e HeobGxoouMo fa ce crefu 3a yroremsasaHe Ha crneskara
(KIMHWMYHO WM Ypes YNTpasBYKoB mMeTod). PynTypa mowe pa ce rojosupa npu
Hanwuve Ha abaommHanHa Gonka uny Bonka B pamoTo.

Crnieyuanyu npedliasHu MepKU fpu peyunueMmu Ha ano2eHHU FPBPC,
mobunusuparu c filgrastim

MocneanntTe paHHKM B HayyHaTa nuTepaTtypa MoKas3ear,
BaaumoaeiicTene Ha anoreHHuTe PBPC n peuvnmeHTa moxe




OT TeXKa peaklia Ha TpaHcnnaHTaTa KbM OpraHiismMa, cpasHMMa ¢ Tasu fipu KOCTHO-
MO3B4YHa TpaHcnnadTauna.

4.4.4, CneynanHyu MNPOTUBONOKE3aHMA NP NaLMEHTW C TeXKa XpOHWuYHa
HeyTponeHus

Bpoii kpperHu Kiemku

BposaT Ha TpomBouuTuTe TpAGBa perynspHO fa ce npocnefsea W Hail-Beve npes
MbpBUTE HAKONKO ceammuu Ha neveHweto ¢ filgrastim. [a ce obeean HeszabasHo
npexpatsBaHe Ha TepanusiTa UMM HamanasaHe Ha [o3aTa hpw nauveNTH, KOUTo
paseuBaT TPOMBOLMTONERUS (FIOCTOsHHO TpomBoumT < 100 000/ mm®). Morat ga
BB3HVKHAT ¥ APYr4 NpoMeHU B Oposi Ha KPLBHUTE KMETKW, BKNIOYBALUM aHeMUsA w
NPExXonHW nokKaysaHus Ha MUSTOMAHWTE RPOreHUTOPH, XOETOo Hanara CTPUKTHO
npocnegseaHe Ha 6pos Ha KPBBHUTE KNETKN.

TpaHchopmayust KbM JieeKeMus Unu muenoducrinacmuyer cuUHopom
CreuvanHo BHUMaHWE Ce W3NCKBa NpW AMarHocTuUupaHe Ha TEXKATE HEYTponeHun
3a pasrpaHu4aBaHeTo UM OT Py XeMaToNorUyHY HapylleHMA KaTo annacthyHa
aHeMus, MMETIoZMCINasa 1 MmuenonaHa neekemus. lNpepu Aa 3ano4yHe NeyYeHNeTo e
HeoBXoAMMO Oa ce HanpaBu MbiiHa KpbBHa KapTuHa ¢ pgudepeHunanHo GpoeHe n
Gpoi Ha TpombouuTUTE, Aa Ce NpeleHn MopdonorusaTa U KapuoTurna Ha KOCTHUS
MO3BK.

AKO LMTOreHeTUJHUTE OaHHW Ha NauMeHTU C TeXKa XPOoHUYHa HeyTponeHusi He
OTrOBAPAT Ha HOpMAaTa, & HeobXxoAMMo Ja ce 0OChLAN NpekpaTsiBare Ha NeYeHneTo ¢
filgrastim.

JNeueruero ¢ filgrastim ce npekpataea npit GQUarHOCTUUMPEHETO Ha NeBKemust W
mMuesniogucrinacTiuHy cuHapomu (MDS). Bee ollle He e sicHO Aanu AbhrocpodyHarta
Tepanus MOXe Aa NpeaussuKa UMToreHeTuyHu yepexaanns, MDS v neskemudHa
TpaHcdopMauus Npy nauMeHTy ¢ Texka XpoHwuuHa HeyTponeHus. [lpenopwsysa ce
npy TE3W MauVeHT Aa CE NPOoBEXAa MOpMONorMiyHo U LUTOreHETUYHO U3cneasaHe
Ha KOCTHWA MOSBK (MpubrnsuTernHo Ha ecekn 12 mecelia)

Apyau
Crniy4an Ha MpexofHa HeYTpOorieHuA, Hanp. BUPYCHW WHdekumn, Tpsibea pa 6vbaar

H3KITHOHEHN.
YBenuueHeTo Ha cneskata e fJupekTeH edekT oT nevenmeto c¢ filgrastim.
HamanseaHeTo Ha fo3ata chnupa nporpecusTa Ha HapacTBaHeTo. PasmepbT Ha
crneskaTa TpsibBa ga ce npocnefasa penosHo. CnreHoMeranyara ce YCTaHoBABa ©
abagomMmuuanta nannayvs.

Morat pa BB3HWKHAT XeMaTypus U [poTewHypus. 3a npocrnejsBaHeTo UM €
HEODXOAMMO PEryApHO U3CReABaHe Ha ypyHaTa.

He ca ycraHoBeHn Ge3onacHocTTa W efmkacHocTTa Mpr HOBOPOJEHW W NauneHTn ¢
ABTOMMYHHE HEYTPONEHNS.

4.4.5. Cneuwnasinu npeanasHy Mepku npu naumentn ¢ HIV nadexunna

bBpoit kpLeHU KriemKu
ABconoTHuaT Opoit Ha HeyTpodunute (ANC) Tpabea cTporo ga ce MoOHWTOPUPE,
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Ha 2 cegMWLy No BpeMe Ha nopgpbpXawarta tepamvs. TpU UMHTEPMUTEHTHOTO
posupane ¢ 30 MIU (300 yg) filgrastim ce HabriogasaT wmnpoku nyktyauun Ha
ANC. 3a pna ce onpepeny ANC Ha nauueHTa No BpeMe Ha MakCUMyM 1 MIAHUMYM, ce
npenopbYBa NpobuTte 3a usmepsaHe Ha abeornoTer Spoii HeyTpotuin a ce B3yumar
HenocpeacTBEHO Npepyn BCSKO nnaHupaxo Joanpate ¢ filgrastim.

Puckose, cenpsaHu ¢ noeuwiceHU OGO3U MUenocyripecueHU nexapcmeeHu
npodykmu

Neuenneto camo ¢ filgrastim He M3kMOUBa BL3HUKBAHETC HA TPOMBOLMTOMNEHWUA 1
aHeMus B pesynTar Ha MuerocyrnpecuBHa Meaukaums. B peayriraTr 0T BL3MOXHOCTTa
3a Npunarase Ha 1o - BUCOKW 034 UMW fo- rofism Bpoii oT Tasu rpyrna nekapcrsa npu
neverne c filgrastim, nauveHTLT MOXe @ € G No- BMCOK PUCK 32 passutve Ha
TpoMmGoumMTONeHust U aHemyst. [penopeysa ce peryrisipeH KOHTpos Ha 6pos KpbBHM
KITeTKN.

Hucberyuu u manuzsHeHnu 3aborisiealus, KOUMo npUYUHsiean Muenocynpecuss

HeyTponeHusTa Moxe pa € B pe3yntaT OT WHOUNTpUpaHEe Ha KOCTHUS MO3BK C
OMOPTIOHNCTMYHN  MHcbekuun  (Hanp. Mycobacterium  avium) WNM - 3NOKa4YeCTBEHK
sabonasanna (Hanp. smMmdom). TNpy NauneHT ¢ AoKkasaHa UHEeKUMs i MarnirHeHo
3abonseade e HeobXoauMo Oa ce HasHauy CbOTBETHA Tepanusa 3a CelbLTCTBaLLoTO
sabonasaHe. EdekryT Ha filgrastim Bbpxy HeyTponeHus:, ApUuMHeHa OT UHMEKUMA,
MHUNTPUPaHa B KOCTHVS MO3BLK UMM ManurHeHo 3abornaeaHe, He € fobpe ycTaHoBeH.

4.4.6, Cneuantun npeanasHy Mepkn npu NayMeHTU cLC CHEPNOBUAHO - KNeThYHa
aHemMust

B HayuHaTa nuTepaTtypa ce choblyasa 3a OrpoMHO yBenuueHe Ha 6pos Ha Benvte
KpbBHW KNETKW. ToBa e fioll npordHoctudeH Bener npyu CbPNoBMBHO-KNETBYHaTA
aHemus. put natweHTy, cTapagalun oT ChPNOBUEHO-kNeTLYHa aHemus filgrastim ce
Apunara ¢ NoBluLeHo BHUMaHVe. [la ce npocrnegsear pegoBho nabopaTophuTe K
KnuHuuauTe napamerpw. Oa ce otgeny cneuvanHo BHUMaHWE Ha Bb3IMOXHATA
NpUHMHHO-CNEACTBEHa BPBb3Ka Mewpy TepanusaTa c filgrastim, cnneHomeranvaTa u
KpuanTe, NOPOLEHN OT ChLAOBA OKITy3us.

JlexapcTBeHM 1 4pyru B3aMMopencTBNA

BesonacHocTta u  edektmeHocTTa Ha filgrastim, fpurnoxeH B [AEHA Ha
MUEenocynpecuBHaTa LUMTOTOKCMYHA Tepanust He ca TouHO onpefeneHu. [lo
OTHOLUSHWE Ha MYBCTBUTENHOCTTa Ha GBbP30 AersiunTe ce MUENOMAHWN KIETKW KbM
MUENocyNnpecuBHaTa HUTOTOKCUYHa XuMuoTepanus, ynotpebata Ha filgrastim He ce
MpenopbyBa 24 vyaca npeam M 24 vaca cnef xumuotepannaTa. [lpu naumeHTw,
nekysaHn epHoBpemenHo ¢ filgrastim w 5-¢hnyopoypauwn, ©u morrmo Ba ce
Habnogaga HeYTPONEHWA B MO-U3paseHa cTeneH.

He ca npoy4BaHy BL3MOXHUTE BIaUMOASINCTBUS C APYIiA XeMaToNeeTuUH PaCcTENHN
chakTopy 1 LUTOKMHIA.

TNutnaT noTeHuvpa ocBoBOXAABAHETO Ha HEYTPOhUK, KaKTo U edexTa ha filgrastim.
Tosa B3auMOAeNCTBME BCE OLUE He € JOCTATBYHO MPoyyeHo, HO HAMAa BaHHW OTHOCHO
FpUYMHEHW YBPERAaHUS.

BpemeHHOCT # KbpMeHe

BesonacHocTTa Ha filgrastim He e npoyyBada npu 6pemeH
nuTepatypa ChLUSCTBYBAT AaHHW 38 NMpeMuHaBaHeTo My npesff
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e, Ye He e HabmopaeaH TepaToreHeH edhekT cnep npunoxeHue Ha filgrastim npu
XESHCKK MITEX0BE W 3aliuK, Ho nma abopTueeH edekT npy saiuyuTe. Filgrastim moxe ga
ce wuanonssa npu OpemeHHM CcaM0 ako NoTeHWWanHatTa hnonsa onpasfaea
ROTEHLMANHNA pycK 3a rnoaa.

He e uaectHO aanu filgrastim ce ekckpetupa B MaiuMHOTO MISIKO, NMOpPagu KoeTo
NPUIIOKEHNETO MY NPY JKEHN, KOUTO KbPMSAT, HE e penoptuBa.

EdvexTn BpXy cnocobHocTTa 33 wothupaHe ¥ pabota ¢ MallnHmn
He ce cwobutasar.
Hexxenanu nekapcteeHM peakunm

CwrnacHo npoyusaHe 3a BuoeksusaneHTHocT Ha Neupogen (F.Hoffmann — La Roche
Lid.) u Grasalva (Sicor Biotech UAB) npodunbT Ha HEXenany NeKapcTBeHN Peakuun
3a fABaTa NPoAyKTa & UASHTUYEH.

4.8.1. OHKonoruuHo 6omnHKu

Mpwn 10% oOT NauueHTUTE Cce OTYNTA fieka 40 yMepeHa MycKyfnHo-ckeneTHa Borka,
ripn 3% - go cunHa. Kato psaako HabmoaaeaHu HeXenany rnekapcTeeHn peakumn ca
AOKIaABaHy HapyLUEHWs B YPUHMPAHETO ~ NeKa A0 YMepeHa qucypus.

B padngomuaupany, nsialebo-koHTponupaHn KaMHWYHKW npoydsanusa filgrastim He
noBuLIaBa YECcToTaTa Ha HEeXenaHUuTe peaKkuwy, CBbp3aHu C UUTOTOKCMYHaTa
XumitoTepanna. HexenaHuTe nexkapcTeeHy peakuwn, AoKnagsaHk 3a pasnuyHuTe
rpynn nexapcteedn npogyxtu (filgrastim, xumnotepanus, kombuHuparn 1 rrauedo),
ca nogoBHW M BKMIOMBAT FafgHe W MOBpbLUIGHE, ancheuws, Auapus, aHopekcus,
ymopa, Myko3uT, rnasobonne, kawnuua, KoxHu obpuen, Borika B repante, obya
criabocT, BOSKN B MbpNoTo, KOHCTURAUUS 1 HecneluudnyHa 6osika.

B 3aBnCMMOCT OT TMpenopbuntenHuTe TepanesTuiHu posu Ha filgrastim ce
HabnionaBat [/03a-3aBUCHMMM, ODMKHOBEHO MeKn A0 YMEpeHN NOoBULLIeHUs Ha nakTaT-
hexuaporeHasarta, ankansata diocdarasa, cepymHaTa nuKouHa KACenvHa W rama-
rnyTamun TpaHcthepasata npu 50%, 35%, 25% n 10% ot nauuenTute.

BL3MOXHO € NipexogHo NOHKEeHNe Ha KPBBHOTO HarsiraHe (He ce Hanara fiedeHne).

Cbaosn yBpeXaaHus, BKITIOYUTENHO BEHO-OKMY3WBHO 3aborsBaHe W HapylleHus Ha
drynaHus obem ca OOKNafBaHKu fipu NauueHTn, MOAMOoXEeHN Ha XuMUoTepanus c
BUCOKM JO3W W nocneasaila TpaHCrfaHTaLms Ha KOCTEH MO3eK. He e ycTaHoeeHa
HPUYMHHO-CEACTBEHA BPb3Ka ¢ filgrastim.

B penku cniydau ca SOKNagBaHy BackynuTy, ¢ HEACEH MEXaHU3BM Ha OeliCTBUe.
Ooknageal e n Sweet's syndrome (octpa cebpuniHa HeyTpohuniHa [epmaTtosa).
['onama vacTt OT nauneHTUTe, NpK KoUTO & AMarHocTMLUMpaH To3W CUHAPOM CTPaaaT oT
neskemus (Sweel's syndrome e xapakTepeH 3a ToBa 3aborisitaHe), cnefoBaTenHo He
€ FICHO Janw Tasy HeKeraHa NekapcTeeHa peakums e nopofaeHa or filgrastim.

ChlluecTBYBaT eVHWYHN CHOBLUEHWS: 32 N30CTPEH PEBMAaTOUREH apTPWT.

Mpy HAKon navuueHT ca Habnmogaeary 6enofpobHu nHUNTE
pecnnpatopeH guctpec cuhapom (ARDS), koiiTo Moxe fa npu




B penku criyuau ce oTuaTaT CUMATOMM, Npegnosiaralum anepriydeH TUm, Kato nodvti
50% oT TAX ca CBbp3aHW C [bpBOHa4anHaTta pfosa. Kato usno, HexenaHute
JiekapcTBeHM peakUuui ca Nno-4ecTy Npyu MHTPaBeHOo3HO NpuroXeHue. B Hsakou criyyamn
Npu NOBTOPHO RPUITOXEHUE CYMMTOMUTE ce FIOBTapAT.

CullecTRYBaT OaHHW, 4Ye NpW npogbikutenHo nedenue c filgrastim okono 1/3 ot
nauueHTUTe B Tasu rpyna 6onHn passvsaT cyOknmMHIYHa cnneHomeranms.

4.8.2. TlaumeHTH ¢ TEXKA XpPOHKU4HA HeyTponehna (SCN)

Mpy Tesn nauueHT paAAKo ce HabnogaBaT HeXenaHsn NeKapCTBeHW peakuum,
cBbp3anu ¢ filgrastim u yecToTaTa UM Hamansea ¢ BPEMETO.

Hali-4ecTo cpellaHuTe KNMHKYHY OnfiakeaHns, oTAaBaHn Ha TepannaTa c filgrastim ca
Bosika B KocTUTE 1 06Lia MYCKYNHo-cxeneTHa Borika.

Opyrn HaGnogerns oTunTaT CrneHoMeranus, KoATO OOMKHOBEHO He nporpecupa U
TpomGouuToneHus. IMo-manko oT 10% OT nauueHTUTE ce onnakeaTt oT riasobonue un
Ouapusi B Ha4anoTo Ha nedeHneTo. Takasa € W UecToTaTta Ha aHeMUs 1 enucTakcuc,
HO camo Cnef NPogBiPkUTENHa ynotpeba.

MpexogHo yBenuueHue, Ho De3 KNMHWYHA KapTuHa, ce Habriopasa Mpy cepymHara
MuKkoYHa KrucenuHa, fakTaT gexwgporeHasara u ankansata ocdartasa. Moxe pa ce
OTUETE U NPEXOJHO, YMEPEHO CHIDKEHNE Ha KpbBHaTa 3axap (bes fa e Ha rragHo).

Mpu no-manko oT 2% oT nauyueHTUTe ce HabsnjasBaT peakums B MACTOTO Ha
VHXEKTUPaHe, TraBobonne, XenaToMeranus, apTpanrusi, anoneuusi, ocTeonoposa u
oBpus.

[Mpu npogbmiuTenHa ynotpeba e gokniaasaH KoxeH BackyrmT npy 2% OT naumeHTuTe.
EQUHUYKK Ga cnydanTe Ha FpoTenHypus uf Uny XeMaTypus.

4.8.3. Naumentu ¢ HIV nudrektna

[pn npoBegeHUTe KIMMHUYHWA NPOYYBAHUS ©AWHCTBEHUTE HEXEenaHW neKapCTBeHwn
peaKkumy, 3a KOUTO Ce rpuema, 4e ca AOCTOAHHO CBBLP3aHKW C NPUNOoKeHWETs Ha
filgrastim, ca myckynHo-ckenetHa Gosika, npepvumHo cnaba go ymepena Gonka B
KocTuTe U mmaniua. Yecrotata Ha AoOKNapBaHWTe cnydan e WAMHTWYHA ¢ Tasu npu
OHKONOFMYHO BonHKTE.

B poknaBaHuTe criydan cninieHomeranusTa ce cBbp3Ba ¢ npunoxeHueTto Ha filgrastim
npu no-manko ot 3% oT naumeHTuTe. BLB BCekK OT chiydauTe T4 € neka 4o ymepeHa
fpy U3MKanHo Macreasane W ¢ BnaronpusaTHO pasBUTME, HE € AUarHocTUUMpaH
XUMNEPCNIISHN3bM 11 HE e fipaeeka crineHdekTomua. lNMpegsug ToBa, Ye Npu nauveHTuTe
¢ HIV cnneHomMeranuaTa € 4€CTO CpellaHo sBSieHNe, KOETo MpUCHCTBa B pasnuyHa
creneH U npu ronama yact ot 6onHuTe ot CMNWH, Bpb3skaTa ¢ fiedeHneTo c filgrastim e
HesiCHa.

4.8.4. 3ppaeu QOHOPW, NOANIEXaILM Ha MobUNIM3aLMa Ha nepudepHUuTe KPHBHU
nporeHuTopHU Kknetku (PBPC)

B0rKa B KOCTUTE 1t MUaNTUs.
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NeexounToza (neekoumtu >50 x 10 % 1) ce HabBriopasa npu 41%, a TpaHsuTopHa
TpomBouuTonenua (TpomGouutn <100 x 10 ° 1) - npu 35% ot nauneHTuTe cheq
npuroxerne Ha filgrastim v neskodepesa.

Mpwn HAKOW 3APEBK SOHOPU Ce NOBUILIABAT, BE3 KMMHNYHO 3Ha4eHUe, KOHUEHTpauymuTe
Ha LDH, AST, ankanxata thocdarasa 1 cepyMHaTa NMKOYHA KUCenmHa.

MHoro psako ce foknassa 3a N30CTPSiHE Ha apTPUT WM TEXKN aNepriuyHn peakLuu.
PBPC—pnoropuTte crpagart oT rmasobosnve (cMATa €, 4e € pesynTaTt oT NPUIOXKeHNETo
Ha filgrastimy).

B HsiIKkonko cny4aun e AOKMafBaHo 3a pynTypa Ha crneskata npu 3npasu ZI0HOPY, KOUTOo
ca nonyyasaliy rpaHyroLUTHI KONOHUO-CTUMYTMPaLLN hakTopH.

4.8.5. 3gpaBu fOGpPOBOLM

BuoeksusaneHTHocTTa Ha Neupogen (F.Hoffmann — La Roche Ltd.} u Grasaiva (Sicor
Biotech UAB) e ycTaHoBeHa ¢ KnuHM4HO npoydysade. Hosata 30 MIU (300 mcg)
filgrastim ce noHacs foBpe, a BCUYKM OTHETEHN HeXeriaHn fiekapCTBeHn peakumn ca
MAWHTUYHK, KEKTO NpY U3crieasaHaTa, Taka 1 Nnpy KOHTponHara rpyna.

HexenaHu riekapcTBeHM peakumn (AOKazaHO WM fpepnonaraemMo CBbP3aHn ¢
filgrastim): nHaft-uecto rmaecbonue (18%) u Tpecka (13%). B penkm cnyvan ce
nokriansa 3a Oornka B rbpba wunn pameHete (6%), yBenuyeHa KOHUEHTPaUWS Ha
ankanHara docgarasa (4%) 1 Ha cepymMHaTa nUKodHa KucennHa (3%). Muoro psgko
ce otuntar: cnadoct (1%), uanoTasaHe (1%), noBulEHO KPbBHO Hanarade (1%),
nosuLeHa KoHUeHTpaums Ha gocdop (1%), nopuilieHa KOHUEHTpaLnsl Ha NeBXoLUTY
3a noeeye oT 2 ceamuuin (1%), xuneprmvkemmus (1%) v nosuLueHa KOHUEHTPaLMA Ha
MOHOLMTY 3a noeeve ot 2 ceamuum (1%).

Mpeposupare

Edextute Ha filgrastim npu npeposwpane He ca ycTadoeeHu. [IpekpaTtsBaHe Ha
rnevenueto ¢ filgrastim obukHOBeHO BOAW A0 HamanaBaHE Ha HeyTpounuTe B
UMPKyRaLuvsiTa i BriOCHenCTBME SO Bb3CTAHOBABAHE Ha HOPMAasiHMTE CTORHOCTIA.

DAPMAKOROI MYHN BAHHI
PapmMmakoaMHaMUYHU CBOMCTBRa

JlekapcTeeHoTO BellecTBo B Grasalva e filgrastim.

Filgrastim e pekombuHaHTeH YOBELIKW KonoHWo-cTumynupall dakrop (G-CSF)uusaTo
BuonorMyHa aKkTuBHOCT Hanopobasa Tasn Ha enporeskus voeelukn G-CSFE. Pasnuyasa
Ce N0 TOBa, Ye Cbabpka N-TepMuHanieH MeTUOHUHOB OCTaThK M HE € FNKO3NMUPaH.
Filgrastim e nonyyeH oT pekomGuHaHTHa Escherichia coli, HocuTen Ha reHeTU4HO
MPOMEHEH TNNasMuA, ChAbLPXAall reHa, Kogupall 4YoBELKWA FPaHYNoUMT KOFIOHWO -
cTUMyiMpaLy dakTop.

Filgrastim e rmuxonpoTenH, KOMTO KOHTPOMKPa NPOU3BOLACTBOTC U 0cBoBOXKAaBaHeTo Ha
(OYHKLMOHANHN HEYTPOMUAK OT KOCTHUA MO3IbBK.

Ho 24 vaca cnen npwnoxeHueto my filgrastim yeenuyasa sHauuTenHo Oposi Ha
HeyTpotunuTe B nepudepHaTa KpbB 1 CaMo YMEPEHo nosuiiaea 6pos Ha MOHOLMTUTE.
Mpn HsKOM MauuMeHT C TeXKa XPoHuuHa HeyTponenus filgrastim moxe Aa uHayumpa
NeKo noBulUeHKe Ha Bpos UMpkynupawn eozvHodunyu n Gazodunn B cpasHeHne ¢
USXOAHWUTE CTOWHOCTW, Y&CT OT Teau NauueHTW MoraTr ha uMaT eo3VHOQUUS unm
Basodmnus npegn neveHNeTo.

zasucumvo. MacnenBaninaTa Ha XxeMoTaKkcuuHaTta U tharoumt
Ye TNpoMSBEAEHUTE OT OpraHuama crieg nevedve c fi



5.2

HopMarnHa unv nogobpera cyHkums. Ao 1-2 gHu cnep npekpaTsaBaHe Ha NeYeHUETo ¢
filgrastim ©posT Ha uupkynupawmTe HeyTpodunm cnaga ¢ 50%; [o HopmanhHu
CTOMHOCTM ce BpbLila 32 1 A0 7 gHK.

Nevenneto c filgrastim Ha nauweHTH, NOOMOXKEHW HA UUTOTOKCKMYHE XUMMOTEPENWUS,
HamansiBa 3HauUTENHO YECToTaTa, TEXECTTa U NPOABIMKUTENHOCTTa Ha HeyTPorNeHnATa
v cbeGpunHaTa HeyTporieHus.

NeyerneTo ¢ filgrastim HamansBa 3Ha4MTENHO MpobIKUTENHOCTTa Ha debpuntara
HEYTPONeHUsA, NPUIOHKEHNETO Ha aHTMBNOTILM U XocTUTaNMsaunsiTa cres WHAYKLMoHHa
XUMWOTEpaNnUsl Npy ocTpa MUernoreHHa fieBkemus, cnej MuenoabnaTtmeHa tTepanua W
KOCTHO-MO3b4YHa TpaHcniaHTaums.. Hesasucumo oT ToBa, B HayyHaTa nurepaTypa HaMma
[aHHN 33 HamansBaHe cryyawTe Ha TPecka W YecToTara Ha ZokasaHuTe WHAeKUmu,
KaKTto 1 Ha NPOOBLIMKMTENHOCTTa Ha Tpeckata npW NauneHTy, nOoANoMeHn Ha
MuenoabnaTueHa Tepanus U KOCTHO-MO3bYHAE TpaHCnnaHTaUms.

MpunoxeHneto Ha filgrastim, camocToATENHO UNM cnep xumunotepanus, Mobunuaupa
XEMaTOMOETUYHNTE MPOFEHUTOPHN KNETKM B nepudepHata KpbB. Tesn aBTONOXHU
(PBPC) knetTkun moraT Aa 6bAart OTAENsAHWM M NHDY3MpaHu cnel BUCOKM [03U
LMTOTOKCUYHO NedeHne, B 3amsaHa MNW KaTo JOMBIHEHWEe Ha TpaHcraHtauuaTa Ha
KOCTeH MOo3bk. MHY31ATa 1M YCROpSABa XeMONOeTNHHOTO BL3CTaHOBsABaHe N HaMansBa
MPOSBLIMKUTENHOCTTa Ha PUCKa OT XeMoparn4Hy YCNOoXHEeHUs], KakTo 1 HeobxoZmmocTTa
oT TpomBoLWMTHA TpaHChysuns.

fevenuneto c¢ filgrastim Ha peuyunueHTM Ha MoGunMavparu anoreHHn PBPC kneTku
ponpuHacst 3a no-Obp30TO BbL3CTAHOBABEHE Ha XeMatonorndHuTe napameTpu B
cpaBHeHWe C aroreHHaTa KOCTHO-MO3bYHa TpaHcnnautaums. KoHueHTpauusita Ha
TPOMSOLMTUTE CE Bb3CTaHOBABA U HE & HeoDXoAMMO MOHUTOPUPaHe.

IMpunoxenneTo Ha filgrastim 4-5 gHu B Ao3a 10 pg/ kg AHEBHO NOJKOXHO, CrEf Ase
neBKochepeay, 06M4aliHO faBa BL3MOXHOCT Aa ce nonydar 2 4 x 10° CD34+ kneTku/ kg
TENecHa mMmaca Ha peuunmeHTa.

[Mpunaradeto Ha filgrastim npu nauueH™ — gela U Bb3PacTHW C TEXKE XPOHU4YHa
HeyTponeHwst (Texka BpogdeHa, LUMKNWYHa U WaMonaTuyHa HeyTponeHwsi) Bogu [0
NOCTOSIHHO HapacTBaHe Ha abconoTHuAa Opol HeyTpodUnM B nepudepHaTa Kpbs,
HamarnsBa YecToTaTa Ha MHGEKUMUTE N CBLP3aHNTe C TAX YCRAOMXHEHNUS.

MpunoxenueTto Ha filgrastim npu naumenT ¢ HIV 3anassa 6pos Ha HeyTpocunute B
rpaHnLMTE Ha HOPMaTa, ¢ KOETO MO3BOorsABa NiaHMpaHo A03MPaHe Ha NpoTUBOBWPYCHU
n WM MUENoCYNPecUBHU NeKapcTReHU NpoaykTv. Heama paHHu npy naumentn ¢ HIV,
nekyeanu ¢ filgrastim, ga ce Habnogasa HapacTeade Ha HIV — pennukaumsaTa.

MopoBHo Ha apyruTe xemonoeTuusHK takTopu filgrastim cTumymnmpa nponudgepauuaTa
Ha Y0BeLUKW eHOO0TerHW KINETKN in vitro.

B knuHMYHO ripoyyBaHe 3a GuoeksusaneHTHocT Neupogen (F.Hoffmann — La Roche Lid.)
u Grasalva (Sicor Biotech UAB) ca npunaranu npw sgpasy So6poBonLUM OT MEXKW NOI.
OtyeTeHo e, Ye apMakoguHamuyHuTe napametpy (ANCmax, Tmax, AUCe-1, AUGo--) Ha
abconioTHVst Bpoit HeyTpoduny npr Grasalva ca naeHTuyHK G Tean npu Neupogen.

dapMakoKMHETUUHK CBONCTBA

KnupbHckT Ha filgrastim crneg nogkoXHO WM BEHO3HO MPUIIOKEHWE € MO TuMna Ha
thapMakokKMHETHKR OT ITbPBUN nopsgeK. Bpemero Ha nony-enMMUHUpaHe OT cepyma e
3.5 yaca npw ckopocT Ha enuMuHKupaHe rpubnusurenHo 0.6 ml/ min/ kg. UHdyaus ¢
filgrastim 3a nepuog A0 28 gHU Npu AauUMeEHTN BbB BL3CTAHOBUTENEH Nepuog cnep
aBTONOXHE KOCTHO-MO3bMHA TpaHCMNaHTalums, He BoAW [0 akyMynupaHe Ha
nekapcTeelua MPOAYKT, @ XapakKTepucTMKaTa Ha efnuMuHMpaHe e cpaBHuMa ©
rnocoyernaTa. CbLIECTBYBa NONOXUTENHA NMHERHa 3aBUCUMOCT MeXay Ao3aTta y
cepymHaTa KoHueuTpauus Ha filgrastim, nesasucumo gann € np

uny MHTpaBeHo3Ho. Cnen fofKOXHO BbBEXAaHe Ha [peno
cepyMHUTE KOHUeHTpauuv ce 3agbpxat Hag 10 ng/ ml B npon
vaca. OBeMBT Ha pasnpefesieHne B KpbBTa € NpubnuanTenHo




B kIMHMYHO Npoy4paHe 3a GuoeksusanenTHocT Neupogen (F.Hoffmann — La Roche [td.)
u Grasalva (Sicor Biotech UAB) ca npwurnaraHu ripy sgpasn foGpoBOSILM OT MBXKW Mofn.
OTyeteHo e, ue thapMakokMHeTuHUTe napametpu (AUCat, AUCO-~, Cmax, Tmax, Tz, A)
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npw Grasalva ca ngeHTudHK ¢ Tesn npu Neupogen.

MpenkrvMHUYHN AaHsy 3a 6esonacHocT

Hama aaHHu, NpeHasHadeHn 3a rekapuTe, YSTO BaxHOCT Aa Hanara BKIHBaHETo
VM B KpaTKaTa XapakTrepucTika Ha npogykra.

SAPMALEBTUYHW OAHHN

Cnnchbk Ha MoMOoWHKUTe BellecTBa M TeEXHHTe Konuiecrsa

OueTHa KMcenvHa 0.6 mg/ mi
CopbuTon 50.0 mg/ mi
Monucopbat 80 0.025 mg/ mi

Hatpues xuapoxeng go pH 4.0
Bopa sa urkekumn go 1 ml

PUVIKO-XMMNYHN HECHBMECTUMOCTH

Grasalva He TpsibBa fa ce paspesxia CkC Conesu pasteopu.
Cpox Ha rogHoOCT

24 meceua.

CrienasiHy ycnoBus Ha c'b-xpaHeHue

[a ce cbxpaHsBa npu Temneparypa 2-8°C.

[laHHM 3a onakoBKata

Grasalva 30 MIU (300 pg) ce npeanara B NpeABapuTENHO HaNbMHEHYN CTRKIEHN {Tnn
|, EP) CripyHLIOBKMN.

EpnHa BTOpUUHA OMAKOBKA Chabpxa 1 TNpeasapuTenHo HambrHeda ChpuHLoBKa
Grasalva, efjHa nrna u IMCTOBKa 3a nauueHTa.

fpenopkku npu ynotpeba

Mpn HeoBxopumoct Grasalva moxe pa Obae paspepeH B 5%-eH pasTBOp Ha
rmiokoaa. PaspenesunT filgrastim moxe ga ce agcopbupa KbM CTHKNO W NNacTMacosy
marepuani. X

Mpw paspexpane Ha Grasalva B KoHLEHTpauum noj 1.5 MIU (15 pg)/ ml TpsbBa ga ce
£06aBn YoBeLLKK cepymer anBymiui A0 OKOHYaTENHa KoHUSHTpaLms 2 mg/ ml.

MMpy Hukaksm OBCTOATENCTBA HE Ce Mpenopwuyea paspexnane Ao
koHUeHTpaLmaA nog 0.2 MiU (2 ug)/ ml. \%‘\“ REX4pp,

N

3 e
Mpumep: MNpy KOMMUECTBO 3a UHXEKTVpaHe 20 ml, kpanHuTe A v_g_&%—}g/s&%ﬁ&g%@
MIU (300 ug) Tpabea ga ce gorbnHst ¢ 0.2 ml 20% 4oBeLukn 'céjajme;ﬁhgnﬁ_y y na
(EP). Grasalva He cbAbpXa KOHCEPBaHTU. 3a pa ce maﬁe{mrjﬁl-f.\ev_' _?gﬁ‘ép{viay‘n;&é
KOHTaMMHALUMA Ce PasnpoCTpaHsiBa B NPEABapUTENIHO HaNbhHEHY :S;ET.}_E).I'/IHI;{C)‘B,KV!‘??.
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egHoKpaTHa ynoTpeba. Cneg uHXeKTvpaHe Ha npeanucaHaTa [o3a, OCTaHaroTo
HEU3MOM3BaHO KONUYECTBO Ce U3XBLPSIA.

fipy npaBunHO paspesxgaHe B 5%-eH pas3TBop Ha ITOKo3a Grasalva e HarmbrHO
CbBMECTUM CbC CTBKAO W HAKOM MNacTMack KaTo MONMBUHUIIXIIOPUE, nonuonedmnH
{xononumep Ha NMONUMNPONMIAEH I MOTAETUAIEH) U NONMNPOITAKEH.

Wme u agpec Ha NpUTeXaTena Ha paspelleHUeTo 3a ynoTpeba

Sicor Biotech UAB
V.A.Graiciuno 8, LT — 02241 Vilnius, Lithuania

PeryctpauoHeH HOMeEp B peructspa no un. 28 3ITAXM

Lara Ha nbpROo paspellaBaHe 3a yNnoTpeda Ha NeKapCcTBEHNS NIPOAYKT
{nogHOBsIEaHE Ha pa3pelleHNETo)

Darta ua (yacTryHa) akTyanusauust Ha TeKeTa
15-09-2003
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