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I. MME HA JIEKAPCTBEHMSI [1PO/L@fRfpenie i
panouur 34 npax v pasTBOpPUTE 32 HHIKeKUHOHEH/ HH(DY3HOHEH pa3TBOp
aenorpactum 33,6 MIU (263 micrograms/ml)

Granocyte 34 powder and solvent for solution for injection/infusion

lenograstim 33.6 MIU (263 micrograms/ml)

2. KAYECTBEH ¥ KONWYECTBEH CbCTAB

Lenograstim rHu G-CSF (nenorpactum) .....33.6 munnona. [U**

(orroeapsuiy Ha 263 micrograms) Ha ml caea pasTeapsite.

* [TpousBeieH OT KJIETKH OT SAHUHUK Ha kuTakcku xamerep (IKX) upes pekomOunantha JIHK
TEXHOJIOTHA.

* * yamepenu cniopes in vitro 6uornpoyusanero GNFS-60 B cpaBHeHHe ¢ MeK/TyHapoIHUS
cravaapt 3a voseliku G-CSF va C30.

3a MOMOLIHUTE BELIECTBA BWKTE TOoUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

[1pax 1 pazTBOpUTEN 32 HHIKCKLUMOHEH UK HHDY3HOHEH pa3TBOp
- ban nuodunuznpan npax

- Pa'BTBOpVITeJ'I (BOIla 3a l/lH)KCKU,l/Il/I)

4. KJIMHUYHMHU JAHHUH

4.1 TepaneBTHYHMN NOKA3AHHS:

l. CpramaBaHe MPOABILKUTCIHOCTTA Ha HEYTPOIICHUATA NMPU NALUKUCHTH (C HCMHUENONIHO
MAJIMrHCHO 3a60ﬂﬂBaHe), noUIeXKallk Ha MUes10abaaTUBHA TEpalind. nocicaBada or
KOCTHOMO3bYHA TpaHCrnaHTalus (KM]), KOraTo € npueTo, HE NallMCHTHT € U3TOXKCH Ha

OHACHOCT OT NPOABL/LKHUTENHA TEXKKA HEYTPOINCHUA.

[\

CthamaBaHe NPOABJBKHUTC/IHOCTTA Ha TEXKATAa HCYTPONCHUA U CBBP3AHUTE € Hed
YCJOKHCHUA TTPH NAUHUCHTH, NOAJIEKALIHU HA YCTAHOBEHA 1IMTOTOKCHYHA XHUMHOTEparusi
CBbp3aHa CbC 3HAYUTECTHA YCCTOTA Ha ([)c6p|/mHa HEYTPOMCHMAA.

3. Mobununzaums Ha KIETKUTE NPEALICCTBEHULM B NleprdepHaTa Kpbs (KHHK)/’;/QAU\WH AN
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besonacHocTTa npu ynorpebata Ha Granocyte 34 3ae/IHO ¢ aHTUHEONJIACTHYHH areHTH,
XapaKTepU3UPALLK C€ ¢ KyMYJaTUBHA WK MPeIOMUHAHTHA MUETOTOKCHUYHOCT CIIPSIMO
TPOMOOLMTHUS pell (HUTPO3ypes, MUTOMHLIMH), Ollle HE € ycTanoBeHa. [Ipuiiaranero na
Granocyte 34 Moske 10pH 1a YCUAM TOKCUYHOCTTA HA TE3H areHTH, 0COOEHO CIPAMO

TpoMbOUMTHTE.

4.2 JM03MpOBKA H HAYMH HA NPHJIOKEHHUE:

[Tpenopbunrennara jo3a Ha Granocyte 34 e 150 micrograms (19.2 munnona IU) na m* vesiecha
MOBBLPXHOCT AHEBHO. papHsBalLM ce Ha 5 micrograms (0,64 musinona [U) Ha kg tesnecho terno
JIHEBHO!
- Tlpv yHayumpaHa OT XMMHOTEpaNUs HEYTPOIEHUS 3a TPAHCTUIAHTALMA HA KOCTEH
MO3BK,
- Cnen npuiioykeHHE Ha YCTAHOBEHA UMTOTOKCHUYHA XUMHOTEPATHS,

- Tlpn modunuzauus va KINTK cnen xumuorepanus.

Granocyte 34 ce npuiara npy NauMeHTH ¢ MaKCUMasHa TeaecHa NOBbLPXHOCT J10 1.8 m™,
3a mobuamnszaums na KIMK camo ¢ Granocyte 34, npenopbuntentara n1o3a e 10 micrograms

(1.28 muanona [U) na kg TenecHo Tersio AHEBHO.
Bo3pacTau

Cuea xocTHOMO3BYHA TpaHcmaanTanusa, Granocyte 34 TpsGBa jia ce npuaara exke/AHeBHO B
npernopbuBanara 103a ot 150 micrograms (19.2 musnona 1U) va m” aHeBHO noa thopmara Ha
30-MHHYTHa HHTPaBEHO3HA UH(Y3HSL, PA3PEACH B M30TOHWUEH (PHIMOIOTHUEH PA3TBOP WK MO
(hopmata Ha NOAKOMKHA UHKEKLMS, KAaTO CE 3anouHe B JeHs Cllel TPAHCMIAHTALUSTA (BK.
»YKasanus 3a ynorpeda u pabora™).

JleyeHueTto TpsaGBa Aa NPOABIKH, JOKATO NPEMUHE OUAKBAHOTO HAH-HUCKO HUBO M OpPOST Ha
HEYTPO(UIHTE Ce BB3CTAHOBH 10 CTAGMIIHO HMBO, MTO3BOISBALIIO NPEKPATABAHE HA TEPAITUATA.
KaTo aKo Ce Hajlara, MOXe /1a Ce JIOCTUTHE J0 MPOAB/DKHTENHOCT OT Makcumym 28
NocAe0BaTe/IHU IHH Ha Jievenune. OQuaksa ce, ue 10 14-Tug AeH cnea KOCTHOMO3ZbUHATa
TpaHcnanTauus, npu 50% oT nauMeHTUTe OPOAT HAa HEYTPOPUIUTE /1a CE BBICTAHOBH J10

HOPMAAHOTO HUBO WJIH 10 HHBO, KOETO NMO3BOMABA CITMPpaHe Ha Tepanuara.

Chen npuioxenue Ha yCTAHOBEHA HHTOTOKCHYHA XHMHOTEPANHA, Granocyte 34 Tpﬂ6Ba na

7/ ;
XHMHOTEpanuaTa (B:K. N0-10/1y pasaena OTHOCHO yKa3aHusTa 3a ynoTpeba). [)we'lﬂeé'

npunoxkenue Ha Granocyte 34 TpadBa 1a MPOABLIKHM LOKATO NPEMUHE OLIdKBdH() m H‘



HHUBO H 6p()$1T Ha HeyTpOd)HﬂHTe CC BB3CTaHOBH 1O ¢TadMIHO HUBO, NMO3BOJISABALLO
npekparaBaHe Ha TepanuaTa, KaTo ako C¢ Hanara, MOXe /Ja ¢€ J10CTHIHE /10 NTPOAB/DKUTCITHOCT

OT MAKCUMYM 28 nocnenoBaTe/IHU iHK Ha JIGUEHHC.

B paMkuTe Ha MbpBUTE 1BA JHHU OT JICUCHUETO MOXKE /1a HACTBINH NPEXOAHO yBEHUEHUE B Opos
Ha HeyTpoduauTte, HO euenreTo ¢ Granocyte 34 He TpsabBa aa ce nNpekparaBa, Thid KaTo
CNeABANIOTO HAW-HUCKO HUBO OOMKHOBEHO Ce M0Jy4asa Mno-paHo U ce Bb3CTaHOBABA NO-0bP30.
aKO JIEYSHHETO TMPOABLIKH.

TMpu mobnamsanun ua KIMK caex xumuorepanusi, Granocyte 34 tpsadea aa ce npunara
©KEeAHCBHO B Npenopbuanara 103a ot 150 micrograms (19.2 munrona 1U) Ha m” anesHo 1ot
(opmaTa Ha NOAKOKHA MHKEKIIMS, KATO CE 3alOUHe B ICHA CIEA NMPUKTIOUBAHE HA
XUMHOTEpanuaTa W TpAbBa Aa ce NPOALIKH JIOKATO PEMHUHE OHAKBAHOTO HAH-HUCKO HUBO U
OposT Ha HeyTpodhHANTE ce BH3CTAHOBH /10 CTAOUIHO HUBO, NO3BOJISBALLO ITpEKpATABaHE Ha

TEpANUATA.

JleBkogepesara TpsaGBa 1a ce U3BBPILU, KOraTo OPOAT Ha JEBKOLMTUTE Clle] HaAH-HUCKOTO HUBO
3aMo4Ba /ia ce MOoBUILABa WM ciien onpenensHe 6pos Ha CD34 kneTkute B KPhBTA Upes
Bajinanpan mMetosl. [1py nauMeHTH ¢ HEMHTEH3MBHA XHMHOTEPANUs, e1Ha JieBKodepesa uecTo ¢
JOCTAThUHA 3a NOJAYYaBaHe HA MUHHMATHO NPUEMIIMBO KOJIMUECTBO OT HE M0-MaJIKO

ot 2,0 x 10°CD34" knetxku na kg.

3a moGuinsauus Ha KITK camo ¢ Granocyte 34, nekapcTBeHHsIT poaAYKT TpsiOBa ja ce
npunara exeHeBHO B npenopbuutesnna no3a ot 10 micrograms (1,28 munuona IU) na kg

TEJIECHO TErN0 AHEBHO Mo popMata Ha MOAKMKHA MHKEKUHS B NMPOAB/HKCHUE HAa 4 10 6 JHu.
Jleskodepesara TpsadBa na ce U3BBLPIUIM MEXKAY 5-TH U 7-MH JICH.

ﬂpn NallUCHTH, KOUTO HE Ca Ounu HNOMUIOKEHHW HA MHTCH3UBHA XUMHUOTEpanns, €liHa
neBKO(bepe'sa HECTO € JO0CTaTbhbHHA 34 NojiydaBaHE HA MUHUMAJTHO NPUEMJIMBO KOJIHYECTBO OT HE

no-manko ot 2,0 x 10° CD34" knetku Ha kg.

[1pw 3npasu noropm, no3a ot 10 micrograms (1,28 muanona 1U) Ha kg anesno, npuioxena

NOAKOXKHO B NMPOABIKEHHE HA 5-6 1HU, NO3BOSBA 10OMB HA HE No-Manko ot 3 x 10° (/[)34
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Tepanmna Tpﬂ6Ba Aa ce npuiara €JIMHCTBECHO 1o/ HabnoaeHue B CrneLaau3InpaH

OHKOJIOTHYEH W/ UK XeMaTosiorudeH neueben HEHTLP.

Jlnna B HanpenHana Bb3pacr
Kinunnuunnte n3nutBanus c Granocyte 34 BkatouBaxa manbk OPol nauueHTH Ha sbipact ao 70
FOAMHH, HO HE Ca MPOBEXKAAHU CMELMATHUA NPOYUYBAHUS CPEJI TMLIA B HAMNpPE/IHAIa BB3pacT, eT1o

3aUL0 HE MOTAT J1a Ce 1a/1aT crneurpUUHU TPENOPBKH 3a JA03UPOBKATA.
Hena

bezonacHocTra 1 ehukacHocTTa Ha Granocyte 34 npu KOCTHO-MO3bUYHA TPAHCIAHTALMS Ca

YCTAHOBCHH TpH A€Ha Ha Bb3PacT Hal 2 FOAHUHH.

4.3 [lporuBonoxkazanus

Granocyte 34 e NpoTUBONOKA3aH NMPH MALMEHTH WM JIMUA C YCTAHOBEHA CBPLXYYBCTBHTENHOCT

KBbM JIEKAPCTBEHUS NMPOAYKT WIIH HAKOS OT CbCTABKUTE MYy.

Granocyte 34 He TpsiGBa Aa ce W3NON3BA 3a YBEJIMUABAHE /1030BaTa HHTEH3UBHOCT Ha

LUTOTOKCHYHH XUMHUOTEpPANEBTULIH, HW3BbH YCTAHOBEHUTE /103U 1 JI030BU PEKUMM, Thil KATO

JIEKApCTBOTO MOXKeE 14 TIOHWKU MUEJOTOKCHUHOCTTa 0e3 1a NOBAUSe Ha 00U1aTa TOKCHYHOCT Ha

XHUMHOTEpPaNUATA.

Granocyte 34 He TpaOBa Ja ce npuiiara CbBMECTHO € LIMTOTOKCHMYHA XUMHOTEPAITHS.

Granocyte 34 He Tpa0Ba aa ce npusara Ha MauueHTH ¢:

- MHENOH/HA HEOTNA3HA, OCBEH de 1ovo 0CTpa MUETIOU/IHA JTIEBKEMUS,

- de novo octpa MHENOWIHA JICBKEMHS NPH NALMEHTH N0/ 55 roannn u/umm de novo octpa
MMEION/IHA IEBKEMHUS C 100pH LIUTOTEHETHUHU napaMeTpu, T.e. t(8 :21), (15 :17)

- uinv (16).

4.4 Cneunaiuu npexynpexieHHs H HPeANA3HH MEPKH UpH ynorpeda
MaaurneH KjieTb4eH pacrex

G-CSF mozke na ycusiu pactexa Ha MUEJIOMAHWTE KJIETKM in Vitro, a no100HM edekTr MoraT aa

ce Ha6ﬂ}0,ﬂaBaT NpHU HAKOU HEMHUECIIOWAHHU KNCTKH in vitro.

He ca ycraHosenn Ge3onacHocTTa 1 euKacHOCTTa OT npunaradeto Ha Granocyte 34 h]
MALMEHTH ¢ MUEIOANCTIIA3HS, BTOPHUYHA OCTPA MUEIOMHA JIEBKEMHUS UIH XPOHHYHA

MHelorenHa jeskemust. Eto 3auo. Granocyte 34 ne TpaGea n1a ce u3nonssa npu tesu

[oKa: Ocob 6 N T LRI
Ka3aHuda. UCOOCHO BHUMATENIHO Tpﬂ B4 /ia Ce [ll/l(])epeHLala JAUArHos3ara Ha 6.”3(:]”[‘%&\& a
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S
TpaHchopmaums Ha XPOHUHHATA MHENON/IHA IEBKEMHA OT 0CTPATa MUEIONIHA NEBKEMY
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KnunuuuuTe mpoyuBaHus He ca yctaHosuau aanu Granocyte 34 nosnusiBa NporpecHpaleTo Ha

MUENOAUCTLTIACTUYHHUA CUHAPOM B OCTpa MHUETIONHA JICBKEMUS.

Granocyte 34 Tpa6Ba aa ce 1puiara BHUMaTeIHO NPU BCAKAKBH NPE-MAJTMTHEHW MUCITONIHH
CBCTOSIHHA.

Tobil KATO HAKOU TYMOPH € HecTIeUMPHUUHU XapaKTEPUCTUKH MOTaT 10 H3KJIIOUEHHE Ja
excripecupat G-CSF peuenrtopa, Tpadea ja ce BHHMAaBa 3a C/lyyan Ha HEOUaKBaH MOBTOPEH

TYMOPEH pacTex no speme Ha tepanus ¢ rHuG-CSF.

XHIepJeBKOLUUTO3A

[lo BpeMe Ha KJIMHWYHU POYUBAHUS MPH HUKOW OT | 74-Te nmaumeHTH ,TpeTHpaHH ¢ 5
micrograms/kg/nnesro (0,64 munrona 1U/kg/aHeBHO) cnea KOCTHOMO3bYHA TPAHCTLIAHTALMS.
He e HaGmonaBan Gpoii Ha neskoumTUTe No-rofsm ot S0 x 10°/1. Bpoii Ha GeuTe kKpbBHU
KJIETKH OT nopsabka Ha 70 x 10°/1 nopeve, e Hab0AaBaH MPU NO-ManKo oT 5% o1
MaUUEHTHTE MOAYUYUIIH LMTOTOKCHYHA XUMHOTepanus v nekyrarn ¢ Granocyte 34 B 103a ¢ 5
micrograms/kg/anesHo (0,64 munuona 1U/kg/anesHo). He ce choOinaga 3a HexenaHn coOnUTHS.
KOWTO MPAKO MOTraT a c€ CBbPXKAT € Ta3u CTENEH Ha XHMEPIEBKOLIMTO3A.

C ornea noTeHUMANHUTE PUCKOBE, CBHP3aHM € TEXKKATA JICBKOLIUTO3A, MO BPEME Ha TepanusTa ¢
Granocyte 34 Ha peOBHH UHTEPBanK, TPAOBA /1a ce W3BBLPLLBA OTUMTaHe Opos Ha Denure
KPbBHH KJIETKH.

Ako 6posT Ha neBkounTHTe HaaBuK 50 x 10°/] ciea ouakpanata Hal-HUCKA CTOMHOCT,
npunaraiero Ha Granocyte 34 TpsaOBa aa ce npeycraHoBH He3abaBHO.

IMo Bpeme Ha moGunusaumns Ha KITK, ako Gpost Ha neskountute Hapache Haa 70 x 10”1

npuiaradeTo Ha Granocyte 34 TpsadBa fa ce NpeycTaHOBH.

Hexeann 0e104po0HH ABJICHUS
Peaku nexxenanu 6enoapobuu asnenus (>0,01 1 <0,1), no-cneuqanHo HHTEPCTHUHAIHA

MHEBMOHHS, ca Ounu cvobluasanu cnea npunoxenne Ha G-CSF,

PUCKBT OT T€3U ABACHUS MOKE Ja 61)[16 YBEJIMUCH NPU MAUHCHTH, TTPU KOUTO HACKOPO €

AUArHOCTHLHUPAaHa 6eﬂ011p06Ha l/lH(bI/lﬂ'I'paLlMﬂ HJIK TTHCBMOHMUA.

[MosiBaTa Ha 6e30APOGHM CUMNTOMM, KATO HANPUMEp KalIMLA, MOBULIEHA TCM[ILpd) ;\
W‘ A1,
JUCTIHESA, 3€IHO C PEHTIEHOJIOHYHH MPU3HALIH 3a 5eN0APOOHU HHPUATPATH 1 y/p\yﬁ\;ewg, Ha™

JANCTPEC CHHAPOM NpH Bb3pacTHH (ARDS). ‘-




Granocyte 34 TpabBa aa ce cnpe W 1a ce 3aMouHe NOAXO/AALIO JieUeHHe,

KocTHOMO3bYHA TPaHCIIAHTALHS

Tpabsa na ce 00bpHE CNELMANHO BHUMAHHUE Ha pereHepatuaTa Ha TPOMOOLMTHTE, Thil KaTo
KOHTPOJIMPOHUTE NPOYUYBAHHUS [M0KA3BAT N0-HUCHK CPeeH OPOoi TPOMOOLIMTH 1PH MALMEHTH,
nekyBaHH ¢ Granocyte 34, OTKOJKOTO MPH NALMEHTH, MoNyuasaiy nianebo.

Baunannero na Granocyte 34 BbpXy 4ecTOTaTa W TEKECTTA HA OCTPATA U XPOHUUHA PEAKLMS HA

OTXBBPJISAHE HA TPpAHCIJIAHTATa HE € TOYHO ONPECACIICHO.

OnacHOCTH CBBP3aHH ¢ NOBHIIABAHE 103HTE HA XHMHOTEPANHUSITA

besonacHocTTa M edukacHocTTa Ha Granocyte 34 BbB Bpb3ka ¢ MHTEH3MpHLIMpaHa
XUMHOTEPANHS OLLE HE Ca YCTAHOBEHH,

Granocyte 34 He TpabBa fa ce M3110/13Ba 3a ChKPAILABAHE, MOBEUE OT YCTAHOBEHUTE FPaHULIM,
Ha MHTEPBAJIUTE MEXKLY XHMHUOTEPANEBTHUHUTE KYPCOBE H/UJIN 32 YBEIMUABAHE Ha JI03UTE Ha
XUMHOTEpanuaTa. HemuenonHUTE TOKCHUHM BICHUS Ce IBMXA OrpaHnuaBally (paktopu rnpu

npoyusaHe ¢aza Il ¢ Granocyte 34 3a UHTeH3UDHKALMA HA XUMHOTEpaNUsaTa

¥Ynorpeba npu yCTAHOBEHH PEKHMH HA UHTOTOKCHYHA XHMHOTEPANHS
VYnorpebara na Granocyte 34 He ce npenopbuBa 1o Bpeme Ha 24-uacoBus EPUO 1IPEIH
XUMHOTEpanusa 10 24 yaca ciell MPUKIIOUBAHE Ha XUMUoTepanusta (sx. 4.5 . BianumoneiicTeue

C IpYTH NEKAPCTBEHH NPOAYKTH W APYry GOPMU Ha B3aumo,ieiicteue’)

Croeuunasinu npeanasuu Mepku npu moduanzanus na KIIK

H300p na vodunsayuonnus vemoo

KauHuunute npoyusaHus, NPOBEACHH CPe/l €/1HA M CbLUA NMONYJIALMA NALMEHTH M10KA3axa. e
MoOumsaumnata Ha KIITK, onenena ot cbinara naGoparopus, € no-sucoka korato Granocyte
34 ce U3M10413Ba CiIel XMMHOTEPATHS, OTKOIKOTO KOI'aTO C€ M3MOI3BA CaMOCTOATENHO. Bhnpeku
TOBa, U300PBLT MEKLY 1BaTa MOOHMIIM3ALMOHHN METO/1a TPAOBA /1a C& HANPABH 1O OTHOLICHUE
OOLUMTE LM HA IEYECHHUETO 32 BCEKH MHMBUAYASICH NALIMEHT.

IIpedxoono nooaaeane na Teuemepanust w/'uiu yumoniokCuyny npenapan

MauneHTHTE, KOMUTO Ca GUIIM MOANOKEHH HA HHTEH3MBHA NPEAXOAHA MHMENOCYIIPECHBHA

Tepanus W/uiu bueTepanus, MOraT J1a He NoKaXkaT A0cTaTbuHa MoOHM3aumns Ha KITTTK 3a
o
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AOCTATBYHO XEMATOJIOMMUYHO Bb3CTAHOBIBAHE.

o

MOCTUraHe Ha MUHUManeH 100uB (He no-manko ot 2 x 10° CD34' kneTku/kg), a oTTyK 1"
s
A

B paneH etan or TepanesTuuHis Kype Ha nauyenTa Tpsbsa jia ce Habeexku npor;/mia
i -2
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TpancrnanTaums Ha KINTNK, karo ce o6bpre cneunanto suumanme rbpxy 6pos na KU



MOOWAN3UPaHH, NIPEIM MPUJIAraHeTO Ha BUCOKO1030Ba XMMUHOTEPArUga. AKo 100UBHUTE ca
HUCKH, nporpamara 3a Tpancriantaums Ha KITK, tpadsa na 6bae 3amenena ¢ apyru gopmu
Ha JleueHue,

Oyenxa na oobusunie na KITTTK

OcobeHo BHUMaHHe TpsAOBa j1a ce 0ObpHE BbPXY METO/A 33 KOJIMYECTBEHa OLIEHKA Ha J10GHBHTE
Ha KJIETKH MPEeLIECTBEHULIN, ThH KaTO Pe3ysITaTUTE OT LMTOMETPHUYHUTE aHAIU3H Ha Gpost Ha
CD34' kneTkuTe BapupaT M3 1y paziMUHKTE 1aGopaTopun.

[penopbunTenuaT oT He no-masko ot 2 X 10° CD34 knetrku/kg MUHHUMaseH 106MB, 3a 1a ce
NOCTHIHE aAEKBATHO XEMATONOIHYHO Bb3CTAHOBABAHE, CC OCHOBABA BLPXY NYyOIHMKYBAHUTE
pesynrari. Munumanuuar 1o6ms va CD34" kinetkn He e Touno aedunupan J{obusu, no-
BUcokH o1 2 X 10° CD34' kieTkw/kg, ca ceLp3aHy ¢ Mo-Gbp30 Bb3CTAHOBABAHE, B TOBA YHCIIO U
Ha TPOMOOLMTHTE, 10KATO NO-HUCKHUTE JOOUBH BOAST A0 NMO-0aBHO BbL3CTAHOBSBAHE.
Mobunansauus na KIHIK npu 3apasu nonopu

MoGunusanmsara Ha KIITK, npoueaypa 6e3 npska i1o13a 3a 3apaBu MHANBUIN, TPAOBA /12 € B
CBHOTBETCTBUC ¢ HAUMOHATHOTO 3aKOHOAATENCTBO MO OTHOIMHUC HA KOCTHOMO3BUYHOTO
JOHOPCTRBO.

Edukacnoctra 1 6e30nacHoctta Ha Granocyte 34 He ca OUEHSBaHH NIPH JJIOHOPH Ha Bb3PACT

Haa 60 roanHu, nopaau KoeTo He MOXeE jia Obae npenopbuana moduimzauus na KIK npu
TE3U UHAWMBHIHK. Bb30CHOBA Ha HAKOM HALIMOHAIHU 3aKOHOAATENCTBA U IMNcaTa Ha
cneuuduuHYu Npoy4BaHusd, He TPAOBa Aa ce U30HUPAT MATONETHH JOHOPH.

M360pbT Ha noHop Ha KOCTEH MO3bK 3a MOGHaM3anms Ha KITIK Tpabea aa ce oGemkaa camo
MPH AOHOPH.KOUTO OTIOBAPAT HA CTAHJAAPTHUTE KJIMHWUYHU H Ja00paTOpHN W3CHEABAHNS,
0co0EHO Ha XEMATOIOTHUHHTE KPUTEPHUH.

[1pn 24% oT wscnensanure nuua Oete HabatonasaHa noaueprana Aeskountosa (WBC e 11o-
manko ot 50 x 10”/1).

Cebp3ana ¢ neskodepesara TpomGounTorerus (6poii Ha TpomGountuTte noa 100 x 10%/1). Gewe
HabmonaBana npu 42% oT U3cNeIBAHNUTE ML, A B OTAETHH CIyuau ciell jieBkodepesa.oaxa
orbenssanu croitoctn noa S0 x 10°/1 Ge3 nposiea Ha KIMHWYHK NPH3HALM, KATO BCHUYKH Ce
Bb3CTaHOBMXA.

Eto 3awo. KITTIK moGunnsauus ve tpabsa aa ce u3BbLPLIBA NPH JOHOPH. KOHTO npueMar
AHTUKOAry/laHTHA TEpanus Wik 3a KOWTO € U3BECTHO, YE UMAT HAPYIIEHHS B XeMOcTaszata. AKO
Ce Hanara noBeye OT e/1Ha JieBkoepesa, CnelranHo BHUMaHHe TpaGBa fa ce 0ObpHE Ha J0OHOPH
¢ TpomGoumTH nipean npoueayparta noa 100 x 10%/1; no MpUHLKN, neBko(epesa He TpabBa na ce
W3BBLPILBA, aKO TpoMOouMTHTE ca ox 75 x 10%/1.

ITo Bb3MOXKHOCT, Npy noaGopa Ha AOHOPHM TpsAGBaA a ce B3eMe 1104 BHUMaHHe Ka4eCTBOTO Ha

BEHO3HMA JI0CTHIT U KOTaTo € Bb3MOXKHO J1a ce U30ArBa NOCTaBAHETO Ha ueHTpaﬂe),y/tfg&w’&éﬁ" iy
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[TpexonHn UMTOreHeTHYHN H3MEHEHHS ca HABIIOAABAHW NPU 3APABH JIOHOPH CiIe/L PUAraHETO
na G-CSF.

B npouec e abarocpouno npocnenssane Ha 6e30nacHOCTTa Ha JJOHOPHTE.

Bbnpekn ToBa, ChIECTBYBA PUCK OT NPEAN3BUKBAHE HA MATMIHEHO MUCTOMIHO KIIOHUpaHe.
[Npenopbusa ce LEHTHLPBLT 3a adepesa 1a U3BBPLIBA CHCTEMATHYHO 3aMTUCBAHE U NPOCHEAABAHE
Ha IOHOPHTE Ha CTBOJIOBH KJIETKH 3a MEPUOA OT noHe |0 roanHu, 3a 1a OCUIYPH NPOCIENaBaHe
Ha ABArocpoUYHOaTa 6e30MacHoOCT.

PeunnunenTn Ha anorennn nepudepHu CTBOIOBH KJIETKH CJIe]l MOOHIH3ANMS

¢ Granocyte 34

[pucaxaneTo Ha anoreHHH CTBONIOBU KIETKH MOXKE /1a Ob/e CBBLP3aHO ¢ NOBULIEH PUCK OT
XPOHWYHO OTXBBPJISHE HA TPAHCTUIAHTATA, @ AAHHUTE 34 JLATOCPOUHOTO (pYHKUHONHpaHE Ha
NPUCAAKHUTE Ca OCKb/IHH.

JApyrn npeanazumn mepku

besonacnocTra v ehprkacHocTTa Ha Granocyte 34 He ca yCTaHOBABAHH NPH NALIUCHTH ¢
HapylIeHa YepHoApoOHa MK 6bOpeuHa QpyHKuus.

[1pn naumeHTH CHC 3HAUNTENHO HaMaCH GPON MUENIOUAHMN KIETKH MPEIECTBEHULIM (HaNp.
nopaau NnpeaLecTBaula HHTEH3UBHA TbUETEPAITUA/XUMHUOTEPATIHS ), HEYTPODHAHKAT OTTOBOP
MOHAKOra € CHUKEH, M Oe3onacHocTTa Ha Granocyte 34 He € ycTaHoBeHa.

Ciien npunoxenne Ha G-CSF, ce chobuiasa 3a cinyuan Ha 0OMKHOBEHO aCUMITOMATHUHA
CTUICHOMErajIHs M W30JIMpaHK Cllydau 3a PynTypa Ha cae3Kara npu 3paBu JJOHOPH U NALIMEHTH.
Crenoarenno, pazsMepbT Ha ciie3kaTa TpadBa 1a Objle BHUMATENHO HabaoaaBaH ((PH3MKATHO
U3CJie1BaHe, yITpa3eyK).

Tpabsa na ce My npeaBUA JuarHo3aTa 3a pynTypa Ha cI€3KaTa, KOrato NalMeHThT ChoOLIaBa,

ue uma 0osika B ropHaTa JifiBa HacT Ha KopemMa Wit pamoTo.

4.5 BsaumogneiicTBHE € APYTH JIEKAPCTBEHH NPOAYKTH U APYTH GOPMH Ha

B3auMo/ielicTBHe

Ynorpebara na Granocyte 34 He ce npenopbusa no Bpeme Ha 24-uacoBus MeproL npeau
XUMHOTepanus /10 24 vaca ciaea NpUKIIIOYBaHe HA XUMHOTepanuaTa (Bk. 4.4 .Crietmaniu
NPeAyNpexaeH1s W NpeAnasH1 MEpPKH npu yrorpeda’).

Beposthute B3auMoaeHCTBHA ¢ 1PYTH XeMOIOETHUHH PACTEKHN (PAKTOPH U LLATOKHHH OlLE He

Ca U3CJACABAHU NIPH KIIHHUYHU MpoyyBaHUA.

4.6 bpemennocr u Kppmene T
A
besonachoctra Ha Granocyte 34 He e ycTaHoBeHa Npu GpeMeHIM KeHW. /"/ 6\// N




OT u3cneaBaHUATa BbPXY MHIUKH M NJIbXoBe Hima aaHHHU Granocyte 34 1a € TepaTtoreHeH.
Beule oTueTeHa No-rojsma 4ectoTa Ha abopTuTe MpH 3aiium. HO He Daxa HalsioaaBaHu
masnopmaniu.

TTo BpeMe Ha OpPEeMEHHOCT Bh3MOxKHaTa onacHocT oT Granocyte 34 3a nnoaa Tpsadsa aa Obje
OLICHEHA CIIPSIMO OUaKBaHarta TepaneBTHYHA NOoJI3a.

He ce npenopbusa Granocyte 34 na ce npunara npu KbpMaukH, Thid KaTO HE € W3BECTHO Jailn

Granocyte 34 ce eKCKpeTHPa B HOBEHIKATA KbhpPMa.

4.7 Edextn BLPXY cnocoOHOCTTA 32 IodupaHe H paboTa ¢ MAIHHH

He e npunoxumo.

4.8 HexenaHu JekapCcTBeHH PeaKlHH

Ynorpeba npu KOCTHOMO3bYHA TPAHCTIJIAHTALMA

B koHTponupaHy NpoyuBaHus cpearusT Opoi TpomOoumnTH OeLle N0-HUChK NPH NMaLHEHTUTE,
Tpetupanu ¢ Granocyte 34, 0T TO3M MpH NaLMeHTUTE HA NNalebo Oe3 NoBUILABAHE YeCToTaTa
Ha cly4anTe Ha KbpBeHe. CpeaHusT Opoii IHW MEXTY TPaHCMAAHTALMATA ¥ MOCAE/IHOTO
BJIMBAHE HA TPOMOOLMTH OeLle NMOYTH PABEH M PH JIBETE FPYIIH.

Ilpu KoHTpoOsiMpaHHU MPOYUBaHUS YECTOTATA HA HAW-4ECTO J0KIa/ABAHNTE HEXKETaHH CHOUTHS
(15% B roxHe enHaTa TepaneBTUHHA rpyna) 0s1Xa UACHTHUHHK MPU NALMEHTHTE, TPETUPAHU C
Granocyte 34 1 npu Te3u Ha naauebo.

Hexenanure cbOuTUs Os1Xa CbLUMTE KATO TE3W, OOMKHOBEHO CBBP3AHU ¢ OCHOBHOTO ChCTOSIHUE
HA NMaUUeHTUTE U OUEBHAHO He Osxa cabpianu ¢ Granocyte 34. Tesu apieHus Briouraxa
CTOMATHTH. NOBHLLIECHA TEMNEPATypa, AHapus, 0OpUB, KOpeMHa DOJIKa, NOBPBIIAHE, aJ10TIEHU,

cencuc U HHpekuus.

Ynorpeba npu MHAYHHPAHA OT XHMUOTEPANHS HEYTPONEHUs

besonacnocTTa npu yrnorpeda Ha Granocyte 34 B KOMOMHALHNA C LMTOTOKCHUHM areHTH ¢
KYMYJNaTHBHa KOCTHOMO3bYHA TOKCHYHOCT MM TOKCUYHOCT, NNPEHMYLIECTBEHO ACHCTRALLA
CMpsiMO TPOMOOLMTHUSA PE/l, KATO HUTPO30Ypes U MUTOMHMLIMH, HE € YCTAHOBEHA.

anﬂaFaHeTO Ha Granocyte 34 moxke Aa A0BEAC 0pH A0 YCUABAHC HA TOKCHUHOCTTA €I paMo

TpoMOoLUTHTE.

Haii-yecTto AOKNAABAHHUTE HEXKETAHU PCAKLUH MpU KIIHHWYHHA NIPOYUBaHUA, Osixa €AHH H CbLUH

Npy nanueHTute tpetupanu ¢ Granocyte 34 u ¢ nnaue6o.

Hali-uecto noknaneanute Hexxenanu chOUTHS G5xa MOAOGHH Ha Te3n, Haba0aaBa yﬁ/ ;
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CBO6U_laBa €€ 3a MaJIKO MO-BHUCOKA YECTOTA HAa DONKUTE B KOCTUTE U Ha PeakuHUTEC B MACTOTO

Ha WHKEKTHPaHe (ChOTBETHO 0k010 10% 1 5%) Npu nauveHTH. TeKyBaHN ¢ Granocyte 34.

Mob6uansanus na KITMK

[Tpu 3npaBu unauBKan, nonyuasawm Granocyte 34, Hai-uecTo AOKAAABAHNTE KIHHHYHM
HEKENAHN JICKApCTBEHH peakumnu ca riasoGosre npu 30 %, Goika B kocTuTe npu 23 %. Gonka
B I'bpba 1ipu 17,5 %, actenus npu 11 %, kopemua Gosika npu 6 % u 6osika fpu 6 %.

PuckbT 0T nossa Ha Gonka e No-rosisgmMa Npu MLA ¢ BUCOKH TMKOBM CTOMHOCTH Ha Opost Ha
JIEBKOLIMTUTE, OCOOEHO KOraTo JIEBKOLIMTHUAT Gpoii e no-sucok ot 50 x 10”/1.
Xunepseskountosa ot 50 x 10”/1 u noseue ce chobiuasa npu 24 % ot siMuata. a 3a cebpiana ¢
JeBkadepesarta TpomGountoneHus (6poii TpomGounty nox 100 x 10°/1) npu 42 %,

Ipexoano nosuwenvie B vusara Ha ACT w/unu AJIT v ankannara (ocharasa Hetne

Habro1aBaHo cbOTBETHO 11U 12 % 1 16 % ot nuuara.

Apyru HexelaHH JIeKapCTBEHH PeaKIHH

Hapywenus na uvyunama cucmema: B MHOTo pesiku ciiyuan, B X0/1a Ha JeueHue ¢ Granocyte
34 ce chobLIaBA 32 AEPrUYHM PEAKLIMM, B TOBA YHCIIO W3OJIUPAHH Cilyuan Ha anaduiakriye
LOK.

Pecnupamopru, epvonu u meouacnnmainu napyuienus: CLo61asa ce 3a peaku Hexkenanu
0e10ApOOHN peaKkuMH, BKIIOUNTETHO MHTEPCTULIMATHA NHEBMOHUS, 0e104pOGeH OTOK.
benoapobuu uHPUATPaTH N GUOPo3a. HAKOM OT Te3n peakumH 10BEAOXA 0 AMXATENHA
HEOCTAaTbUHOCT UAH PECITUPATOPEH JUCTPEC CHHAPOM Y Bb3pacThu (ARDS), nonskora ¢
tharasien u3xon (BBxk.Touka 4.4).

Hapywenust na koxcama u nooxoxcnume moranu: Tlpn naument ekysann ¢ Granocyte 34 ce
¢bOOLUABA 32 MHOTO PE/IKK CITYy4an Ha KOKEH BaCKYJIHT.

Cpobluasa ce 3a MHOTO Pesiku Cilyyan Ha cuHapom Ha Sweet (ocTpa (ebpuina HeyTpod riHa
ACPMaTO3a), epUTEMa HOAO3YM M ITHOJEPMHUA FaHrPeHO3yM. Te ca onucaHm riaBHo nipn
NAUHUEHTH C XEMATOIOTHYHH MATUTHEHHN 3a001IBaH U, CLCTOAHMS 3a KOUTO Ce 3Hae, ve ca
CBBP3aHH C HEYTPOQUIHK 1EPMATO3H, HO Ca OTIMCAHN W TIPH HEYTPONEHHS HECBbP3aNa ¢
MaJlIUrHeHU 3a00nsBaHus.

Jloknansanu ca Chlo M MHOTO PejIku Cyyan Ha cunapom Ha Lyell.

Hscaeosanus: Yecto ce chobluara 3a npexoaHo yeenuuenue Ha uupara va LDH. o BpeMe Ha

JICYEHHE C IEHOTPACTHUM ce CboOLIAaBa 3a NOBUILCHHS B HUBaTa Ha AST, ALT n/ny%i;ﬁ".ak }
AT\

ocdaraza. B noseuero ciyuau, ciien npekparsasane Ha TEpanuaTa c JICHOFPH m&'}/’j

I/
HepHO,[lpOGHHTe OTKJIOHECHUA ce HOpManusupar. L



Edhexmu evpxy cieskama: Caen npunoxkenue na G-CSF. ce ¢L00wIaBA 3a ciyyamn Ha
OOMKHOBEHO aCUMITOMATHUHA CIICHOMEraHs 1 H30JTUPAHW CAYHAH Ha PYATYPA Ha cres3kara

MU 31paBu JOHOPH U NAUMEHTH (BKk.TOuKa 4.4).
4.9 TIpeposupane

INpexbesaneTo Ha Tepanusata ¢ Granocyte 34 0GUKHOBEHO BOIM 10 50% Hamaissane Ha
UMPKYIUpawnTe HEYTPODUIK B pamMKHTE Ha | 10 2 IHK, C BL3CTAHOBABAHE 10 HOPMAIHHTE
HUBA B pamknTe Ha | 10 7 ann. [lpu 1 o1 Beeku 3 naunenTy, nosyyasaiiy MakcHManHaTa 103a
Granocyte 34, 1.e 40 micrograms/kg/neH (5,12 munuona [U/kg/new). na nerus nen ot
siedeHreTo ce Habaonasa Opoii Ha nieBkouuTHTE NpUGIM3UTENHO 50 X 10%/1.

ABniennsTa ot npenosnpaneto Ha Granocyte 34 He ca YCTAHOBEHH.

[Tpu xopa, 1031 o1 Makcumym 40 micrograms/kg/acH He ca CBbP3aHU ¢ TOKCHUHU SBACHMS.

OCBE€H MYCKYJTHO-CKEJIETHHU 00JTKH.

5. ®APMAKOJIOTMYHH CBOMNCTBA

5.1 ®apmakoauHAMHYHHU cBOiicTBa

PacrexxeH (akTop

ATC xoa: LO3 AAILOQ

Granocyte 34 (rHuG-CSF), npuHaanexu KbM rpynara Ha UHTOKHHHTE, KOHTO ¢a BHONOIMUHO
AKTHBHH NPOTEHHH, KOUTO PEryUpaT KJeThbuHaTa AM(PEPEHLNALINS U KIEThUHUS PACTEK.
rHuG-CSF cTumynupa pacrexa Ha KNeTKWUTE Npe/WecTBEHULM Ha HeyTpoguinTe,
AEMOHCTpHpaLo ce o1 6pos Ha CFU-S™ n CFU-GM™, koiito ce yBeauvasa B nepugepHara
KPBB.

Granocyte 34 npea3BUKBa NIOAYEPTAHO MOBHILIEHHE GPOs HA HEYTPOPUNHTE B nepudepHara
KPbB B paMKHTe Ha 24 yaca oT npuniaraHeto. [loBuwenuero B 6pos Ha HeyTpoduinTe ¢
A0303aBHCUMO B AHanasoHa [-10 micrograms/kg/nen. [Tpu nosrapsHe Ha npenopbusanara j103a
Ce MPeM3BUKBA YCHIBAHE Ha HEYTPO(QUaHKS oTrosop. Heytpoduiute, obpasysanu B otrosop
Ha Granocyte 34, noka3saT HOPMaIHa XeMOTaKCHUHA M harounTHa (pyHKIMH.

Kakro u apyrute xemonoetnunu pacrexuu pakropu, G-CSF NposiBABa CTUMYJIHPaLIX

CBOMCTBA MO OTHOLIEHHE Ha HYOBCWKHW €HAOTENHHN KNECTKU I Vilro.

" CFU-S (colony forming unit — spleen) — kosloHHO-06pa3yBauia enMHILA — ces3ka

- . . ; /
CFU-GM (colony forming unit — granulocyte/myelocyte) --koaono-o6pasysaiua ez.uﬂ/l

rpaHysiouuTi/makpoddaru)




IMpunaranero na Granocyte 34 npu naumenTH, NOAIONKEHH Ha KOCTHOMO3BUYHA TPAHCIIAHTALMS
HJIN ICKYBAHH C LIWTOTOKCHYHA XUMHOTEPANUS, BOAH /10 3HAUMTETHO HAMAISIBAHE
MPOAB/DKHTETHOCTTA HA HEYTPOTICHUSATA M CBBP3AHUTE C HEsl YCIOKHEHUS.
Granocyte 34. npunoxen caMOCTOSTENIHO WAK cAes XUMHoOTEpanusTa, Modwinznpa
XEMONOCTHUYHH KJICTKH, NPEAIECTBEHULM B NepUdepHaTa KpbB. Te3H aBTON0KHHN KIETKH,
npeauiecTeeHnun B nepudepHara kpus (KTNK), morar n1a 6waar B3eTu H HHDY3MpaHu cnen
NPWIArAHETO HAa BUCOKA /1033 LIMTOTOKCHYHA XHMHOTEPAIIUA BMECTO WIIH B JOMLIHEHHE KLM
KOCTHOMO3BbYHA TpaHcauTaumns. Uundysupannte KITTK, nonyuenn caen MoGuamsanus ¢
Granocyte 34, Bb3cTaHOBABAT XEMOMNOE3aTa U HAMANSBAT BPEMETO 3a MpUXBallaHe Ha
npucajkara.
Creposatesino, cKbCsiBa e BPEMETO 10 OTNAAAHE HA HEOOXOAMMOCTTA OT Tpaudysus na
TPOMOOUHTH cle/l aBTOA0KHA KOCTHOMO3bYHA TPAHCILIAHTALMS,
0O060061eHUAT aHanu3 Ha nHdopMaLUsITa OT 3 ABOMHO cienH naanebo-KOHTPOTHPaHU
W3NNTBAHUA, TPOBEAEHH BLPXY 816 naunentu (n=411 > 55roannu), nemoncTpupa
ON1aroNpUATHO CHLOTHOLLICHHE 110/138/PHUCK OT MPUNArAHETO Ha JICHOIPACTUM [IPH NAUHEHTH Ha/L
55 FOAMHH, NOUIOKEHH HA KOHBEHUMOHAIHA XUMHOTEPAIIHS 110 TTIOBOJ de 110V ocTpa
MHCJION1HA JICBKEMU, ¢ U3KToveHne Ha AML ¢ no6pa uurorenetuka, T.e. (8 :21), (15 ;1 7yn
inv (16).
lMonsara ot npunoxenuero Ha Granocyte 34 B noarpynara Ha nauMeHTUTe Ha 55 roauHu ce
MPOABABA KATO yCKOPEHO BL3CTAHOBSIBAHE HA HEYTPO(UIIMTE, YBE/MUaBaHE NPOLEHTA Ha
MauMeHTH 6e3 HHPEKUMO3IHU N30, HAMANTABaHE NPOABLILKHTENHOCTTA Ha HH(EKIMHTE,
HamajaBaHe MPOAB/IKUTENHOCTTA HA XOCTIMTANIM3ALMHTE, HAMASSIBAHE NPOIAbL/KUTEHOCTTA Ha
HHTpaBeHO3HaTa aHTUGUOTHYHA Tepanusa. Te3n NnonokUTeNHN pesyaTaTi, obave He ca
CBBHP3aHHM C HAMAJISIBAHE YECTOTATA HA TEXKKWTE WUITH JKMBOTO3ACTPALIABAILH MH(DEKIIMU, HUTO ¢
MOHMKABAHE HA CMbPTHOCTTA, BCJACACTBHE HH(PEKLIMU.
JanunTe ot ABOHHO- CAANO, N1aUEeGO-KOHTPOAMPAHO U3NKUTBAHE, MPoBEACHO BbpXY 446
MALUKHEHTH ¢ de HOVO 0CTPa MUENOW/IHA IEBKEMHS NOKA3BAT:
- BNoarpynara Ha 99 nauueHTH ¢ 106pa LMTOreHeTHKA, BPEMETO 3a Oe3npodsiemHara
MIPEAKNBACMOCT € 3HAUUTEITHO NO-KPATKO B rPYIIaTa Ha JICHOTPACTUM, OTKOJIKOTO B FpynaTa
Ha niaue6o. B nonbiHenue, Hannue € TEHACHUMS KbM M0-HUCKA 06Lua MPEKUBICMOCT B
rpynara Ha JIEHOrpacTUM B CpaBHEHHE C rpynarTa Ha riauedo.
- He GsXa YCTAaHOBEHH ChLUMTE PE3YJITATH OTHOCHO IPEKUBAEMOCTTA B MOArpyHaTa o1

NAUUEHTH C Heﬂo6pa LUNTOrCHETHUKA.

5.2 ®apmakoxkuneTHUHH CBOlCTBA

®apmarokunerukara na Granocyte 34 e 1030- u BpeMe-3aBUCHMa.
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Cneu MHOI'OKPATHO MPHJI0XKEHHE, THKOBUTE CCPYMHH KOHUEHTpALMH B Kpast Ha
MHTpaBCHO3HaTa l/lHbeBHﬂ WK CJ1€d NOJAKOKHA UHIKEKLIUS, ca NnponopuroHaliHH Ha

MHXKCKTHpaHaTa a03a 6e3 A0KaA3aTCJICTBO 32 KyMYJIaTUBEH e(beKT.

- B npenopbusanara 1032, abconoTHaTa GMOHATMUHOCT Ha Granocyte 34 e 30%. ABuusT
obem Ha pasnpesenenue (Vdss) e npubnusurento 11/kg, a cpeanoro BpEMe Ha npectoil ¢
01130 7 uaca caea MOAKOKHO NPUIOKEHHE.

- SIBHMAT cepyMeH enUMUHALHOHEH Noay)uBoT Ha Granocyte 34 ciiea MoaKOKHO
HHXKEKTUPAHE € PUOJIM3UTENHO 3-4 yaca, Npu PaBHOBECHO CHCTOSHUE (MHOTOKPATHO
npuoKeHue), 1 € no-kue (1-1,5 yaca) Npu MHOrOKPATHO MHTPABEHO3HO BAWBAHE.

Cie MHOTOKPATHO MOJKOXKHO NPUIKEHHE, IazMeHusT knnpbHe Ha rHuG-CSF ce

yBesnuasa 3 nbTH (0T 50 Ha 150 ml/min).

- Manko koanuectso Granocyte 34 ce ekckpeTHpa upe3 ypuHaTa HerpoMeHeH (Mo-Majiko oT
1% ot no3zara), Thii kKaTo Moke 61 Granocyte 34 ce MeTaGoNH3MpPa A0 €HAOrEHHU NENTHIN,
IMukosure cepymun konuenTpaunn na Granocyte 34 ca 6au3o 100 pg/ml/kg TeaecHo Tero
CJIEl MHOTOKPATHO MOJAKOKHO HHIKEKTUPaHe B NpenopbuBaHaTa a03a. Hanuue e
MNOJOKHUTENHA 3aBUCHMOCT MEXK/Y 103aTa U CepyMHaTa KoHueHTpauus Ha Granocyte 34 1
MEXKIY HEYTPODUIHKA OTTOBOP M 06WOTO KoaruecTBO Granocyte 34, HaMHUpaLLo ce B

cepyma.

5.3 IlpeakanHH4YHM aaHHH 33 Ge30MacHOCT

B npoyusanus 3a octpa Tokcuusoct (10 1000 micrograms/kg/nen npu MuLku) u nojocTpa
TOKCHUHOCT (10 100 micrograms/kg/neH npu maiimyHu), edekTuTe Ha Npe103MpaHe ce
OrpaHuykxa 10 obparumo oboctpsne Ha dhapmakonornunute edextu. B npoyusanus ¢ nibxose
n 3aium, Granocyte 34 He nokasa Tepatorerennm eektu. betue HaGmoaabaHa yBeJiMyeHa

HYECTOTA HA CITOHTAHHH aGoan npu 3alLM, HO He ce C'b06ll.ll/l 3a Maﬂ(l)opmauuu.

6. ®PAPMALUEBTHYHU JAHHHU

6.1 CnHCcbK HA NOMOUIHHMTE BelecTBA

Ipax: Aprunun, ®enunananun, MetHonun, Mauuton, Honucopbar 20, Xnoposoaopoana
KUCENHHA, pazpedeHa.

Pazreopuren: Bona 3a urxekiuu

6.2 HecbBMecTHMOCTH

He ce npenopnusa paspexnane na Granocyte 34 (33,6 Mmuauona 1U/paakon)

KOHLICHTpawws 110 0,32 muanona [U/ml (2.5 micrograms/ml).




6.3 Cpok na rogHocr

2 rOAUHU

Cnen pastBapsiHe unm paspexaane ce npenopbusa HesabasHa ynotpeGa. Pastsopennst
JIeKapCTBEH NPOAYKT 0baue, e ¢ AokazaHa 24-uacosa cTabuiIHOCT mexay +2°C u +8°C (s

XJIAAHIIHUK) B PA3TBOPH C KOHLUEHTPALIMS OT Ha-MajKo 0.32 muanona IU/ml (2,5 pg/ml).

6.4 Cneunannu ycnoBus na CbXpaHeHHe

Ha He ce cbxpanssa npu Temnepatypa Haja +30°C.

Ha ne ce 3ampasspa

Cnen pastBapsive UM pazpexaane, 1a ce cbXxpanssa o1 +2°C n0 +8°C (B xnaauanuk).

Heusnonseanorto nekapereo TpaGBa na 6bae W3XBLPACHO.

6.5 dannu 3a onakoBkata

Daakonun 0T Ge3UBETHO CTHKIO THN | Cbe 3anyiaska or GyTHI0Ba ryma, Beeku chibpikaiil 263
Hg npax + amrysin ot 6e3UBETHO CTHKIO ThN I, Besika, ChAbpacawa | ml pasrsopuren:
KYTHA X | Waun x 5.

He Bcuukn BHU10B€ OMNAKOBKH MOrar Jia 61>,£laT MyCHaTH B npoua>l<6a.

6.6 Cneunannu npeanasun mepku NpH U3XBbPJsHE U paboTa

®naxonute Granocyte 34 ca npeHaztauenn camo 3a €/IHOKpaTHa ynorpeba .

Ipucomessine na pasmeopa sa nookocno HHICCKMUpane:

® [lpu acentuunu ycnosus NPUOABETE LSIOTO BB3MOXKHO 3a M3TerIsiHe KOJTHYECTBO OT €;1Ha
amnyJjia pasTBOpHTEN (BOAA 38 MHKEKLMH) KbM (pRakoHa ¢ Granocyte 34.

* PazkiaTere BHUMATETHO 10 MbIHO pasTBapaHe (0kos10 5 cekymnan). He pasiiawmaiite
E€HEePruYHoO.

* Hsrernere ot daakona nysxhus obem.

® He3abasHo npunoxkere upes noakoskna HHXKEKLIMSI.

Tpucomesine na undpyzuonnume PA3meopu;
® Ilpu acentuunu ycnosus NPHOABETE LSNOTO BHLIMOKHO 33 MITEI IS HE KOAUYECTBO OT €Ha
aMIy.la pasTBOpUTEN (BO/IA 38 MHIKEKLIMK) KbM (hnakona ¢ Granocyte.

* Pasknarete BHMMaTenHO 10 MBIHO pasTBapsane (okono 5 cekyHau). He pasknauaiire

€HEPruYHoO. 285 EHL‘M\
P 3 }\ T /).0 .\*»,
* WUsternere ot ¢nakona HYXXHUS 0DeMm. 74 )

f
* Paspesnere nosyuenns pasteop B 0.9% warpues XJTOPHA Witk 8 5% pasreop Hiif r,_f‘m?
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* HezabasHo npunoxere BeHO3HO.

® He ce npenopbusa pazpexaare Ha Granocyte 34 (33,6 MunuoHa IU/(pnakon) 1o kpaiita
koHueHTpaumsa noa 0,32 mutuona [U/ml (2,5 micrograms/ml).

® B HukakeB ciyyaii | gpnakon pasteopen Granocyte 34 He TpsGBa na ce pazpexaa 10

noseue ot 100 ml.

Ipu pazpexnane, Granocyte 34 e cLBMeCTUM Che CTaHJAPTHUTE KOMIIEKTH 32 MHXKEKTHPaHE:
* 80.9% pa3TBop Ha HaTpHeB XjI0pUA (MONMBHHMN XJIOPH/IHH CAKOBE WJIH CTLKJICHH
aHKu),

® uian B 5% pa3TBOpP Ha rIOKO3a (CThKIIEHN Oaukm).

7. NMPUTEYKATEJI HA PASPEILEHUETO 3A YIIOTPEBA

Chugai sanofi-aventis

20, avenue Raymond Aron
92165 Antony Cedex
Ppanuus

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA
9700002

9. AATA HA ITbPBO PA3BPEIIABAHE/NOJHOBSIBAHE HA PA3PEIIEHHA ETO
3A YIIOTPEBA

27.1.1997 r.

10. JATA HA AKTYAJIUBHUPAHE HA TEKCTA MAPT 2010

P

Dl R
// \‘} Y\, —~. I
~.




