INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA MPOAYKT
Tevagrastim 30 MIU/0,5 ml umxexkunoHeH/uady3noHeH pa3TBOp

Tevagrastim 48 M1U/0,8 ml umxkekunoneH/mH(Y3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

1 ml nHX)eKIMOHeH/MH(Y3UOHEH Pa3TBOP ChIbpka 60 MUIMOHA MexTyHapoaHu equauiy [MIU]
(600 ng) punrpactum (filgrastim).

Tevagrastim 30 MIU/0,5 ml nmxexknnones/undy3uoHEH pa3TBOD
EnHa npeBapuTeIHO HAITbJIHEHA CIPUHIIOBKA ¢ 0,5 ml HHKEKIIMOHEH/HH(Y3HOHEH Pa3sTBOP ChIbPIKa
30 MIU (300 pg) puarpactum.

Tevagrastim 48 MI1U/0,8 ml naxeknmoHeH/uHGpY3HOHEH PA3TBOD
EnHa npenBapuTeIHO HATbJIHEHA CIIPUHIIOBKA ¢ 0,8 ml HHKEKITMOHeH/MH(BY3HOHEH Pa3TBOP ChABPKA
48 MIU (480 ug) puarpactum.

OunrpactiM (peKOMOMHAHTEH METHOHHIII-YOBEIIKH I'PaHyJIOUT-KOJIOHUOCTUMYIIHpAIL (GakTop) ce
npoayuupa B Escherichia coli K802 upes pekombunantHa JTHK TexHomorus.

Tlomowno ewecmao ¢ uzgecmno oelicmaue
1 ml ot pa3TBOpa chabpxka S0 mg copoburo.

3a IBJIHMUA CIIMCHK Ha IIOMOILHUTE BEIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
NnxexoneH/mHpy3MOHEH Pa3TBOP

ITpo3paueH, Ge31BETEH Pa3TBOP.

4, KJIWMHUYHHU JAHHHU
4.1 TepaneBTHYHU NOKA3AHMS

Tevagrastim e moka3aH 3a HaMalsBaHe NPOJbKUTEIHOCTTA HA HEYTPOIIEHUSTA U 4eCTOTaTa Ha
(ebpuHaTa HeyTPONICHUS TP MALIMEHTH, TPETUPAHU C YyTBBPIACHATa LIMTOTOKCHYHA XUMHOTEPAIIUs
I10 MIOBOJ 37I0KaYECTBEHHU 3a00J1s1BaHUS (C N3KIIIOUEHHE HAa XPOHUYHA MHUEIOUIHA JIECBKEMHUS U
MUEJIOIUCIUIACTUYHY CHHIPOMH) B 32 HaMaJIIBaHEe MPOABDKUTEIHOCTTA HA HEYTPOIICHUSATA MTPH
NalyeHTH C MMOBHIICH PUCK 32 MPOTPaXxHpaHa TeXKKa HEYTPOIICHUS, MTOJI0KEHH Ha MUEJI0a0IaTHBHA
Tepamnus, NOCIeBaHa OT KOCTHOMO3bYHA TPaHCIUIaHTAIVSL.

BesonacHoctTa M epukacHOCTTa Ha (QUITPACTUM € CXOJIHA MPU BB3PACTHH U JICIIa, TIOJUI0KECHU Ha
LIUTOTOKCUYHA XUMUOTEPAITHS.

Tevagrastim e mokaszaH 3a MoOMIH3aKA Ha epudepHnuTe KpBBHU CTBOJIOBHU KieTkd (PBPC).

[Tpu manuenTy, Jena Wik Bh3pacTHY ¢ TeXKa BPOJICHA, IMKIMYHA WK HIHONATUYHA HEYyTPOTICHHUS C
abcomoTen HeyTpodmieH 6poit (ANC) < 0,5 X 10%1 1 mpe/jecTBAIIM TEXKKN HITH PELHIHMBHPAIII Ce
UHQEKINH € TOKAa3aHO IBATOCPOYHO MpUIokKeHue Ha Tevagrastim ¢ 1es moBuIiaBane 6post Ha
HEYTpO(HIINTE M HAMAJSIBAHE HA YECTOTATa M MPOIBIIKUTEIIHOCTTA HA CBBP3aHUTE C NHPEKIHS
CHOUTHS.



Tevagrastim e mokasaH 3a JieueHue Ha nepcuctupania HeytporneHus (ANC mo-Manbk UM paBeH Ha
1,0 x 109/1) npu naruenTy ¢ HanpenHana HIV undexnus, 3a CHUKaBaHe Ha pUCKa OT OaKTepUaATHU
WH(EKIUU, KOTaTO OCTAHAUTE Bh3MOKHOCTH 32 OBJIAIIBAHETO Ha HEYTPOIICHUSTA Ca HETIOAX O ISIIH.

4.2 0o3UpoOBKA M HAYHUH HA MPHJI0KEeHHE

TepanusiTa ¢ ¢punrpacTum TpsOBa J1a ce MpHJIara caMo B CbTPYJHHYECTBO C OHKOJIOTHYCH LIEHTH,
HaTpPYyIIaJ OIUT B JICUCHUETO C TpaHyJIonUT-Koidounoctumymupal pakrop (G-CSF) u xemaronorusta
U TIpUTEXaBall HeoOXoMaTa JUarHocTHYHa araparypa. [Iponenypure 3a Mobunu3anus u adepesa
TpsI0Ba J]a ce U3BBHPIIBAT B ChTPYAHHYECTBO C OHKOXEMATOJIOTHYCH IICHTHD C JIOCTATHYCH CTaX B Ta3U
00J1acT, B KOWTO MPOCIEIABAHETO HA XEMATOMOCTUYHUTE CTBOJIOBH KIIETKH MOYXKE JIa C€ M3BBPINBa
KOPEKTHO.

YTB’BDILGHa OUTOTOKCHYHA XUMHUOTECPAITHUA

Josupoexa

Ipemoprunrennara no3a ¢uarpactum e 0,5 MIU (5 pg)/kg/nen. IIspBaTa n03a Gpuiarpactum tpsadBa
Jla ce mpuyara Haif-manko 24 Jaca ciiefl IMTOTOKCHYHATa XUMHOTEPaIus.

[Ipu pangoMHU3MpaHy KIMHUYHH U3MUTAHUS € U3M0JI3BaHa MOAKOXHO nmpuiarana go3a 23 MIU

(230 pg)/m%/nen (4,0 no 8,4 ug/kg/nen).

EsxeiHEeBHOTO NpHIIokeHHE Ha (UIrpacTuM TpsiOBa J1a IPOIBIDKH 10 TPEMUHABAHETO HAa OYaKBaHATA
Hali-HUCKa CTOMHOCT (Hagup) Ha Oposi HA HEYTPO(MINTE U HETOBOTO BH3CTAHOBSIBAHE B IPAHULINTE HA
HopMmara. Ciell yTBbpAECHATa XUMHOTEPAIys 3a COJIUAHU TyMOpPH, TUM(oMH U TUM(ONIHY JTeBKEMUN
Ce 0YaKBa MPOIBDKUTEITHOCT Ha JICUEHUETO, HEOOXO0IUMO 3a TOKpHBaHe Ha Te€3U KPUTEPHH, 10

14 nau. Crnex MHIYKIMOHHOTO U KOHCOJIMIUPAILO JICYSHNE Ha OCTPa MHUEIOMIHA JICBKEMHUS,
NPOIBJDKUTEIIHOCTTA Ha JICUCHUETO MOXKE 1a Ob/ie 3HAUNTETHO MO-TojsiMa (10 38 THH) B 3aBUCUMOCT
OT THIA, 103aTa ¥ CXeMaTa Ha M3M0JI3BaHaTa IMTOTOKCHYHA XUMUOTEPAITHSL.

[pu nanueHTH, MOI0KEHH HA IIUTOTOKCUYHA XUMHOTEpanus, 0ONKHOBCHO e HAOII0/1aBa MPEXOIHO
yBeIuYaBaHe Ha Opos Ha HeyTpodwinTe 1-2 THU clie]] 3all0YBaHe Ha JICUCHUETO ¢ PIIrpacTuM. 3a
MOCTUTAaHETO Ha TPaeH TEePareBTHYCH OTTOBOP 00ade, JIeYeHUETo ¢ (PUITrpacTuM He TpsOBa Jia ce
NpeKpaTsBa Npeay NPeMUHABAHETO Ha OUYaKBaHUS HAUP U Bb3CTAHOBSIBAHETO Ha Oposl Ha
HeyTpoduIKTe B IpaHUIUTE HA HOpMaTa. He ce mpenopbuBa mpexIeBpeMEHHO NMPEKbCBaHE Ha
JICYSHHUETO C PUIITpacTHM, MPEIU BPEMETO Ha OYaKBaHMs HAIUP Ha Opost HAa HEYTPOUITUTE.

Hauun na NPUIOIHCEeHUEe

OuirpacTuM MOXKE J1a ¢e Mpuiiara eKeTHEBHO KaTo IMOKOKHA MHXKEKIIHS HIIM HHTPABEHO3HA
uH}y3us, paspenieH B 5 % uH(PY3HOHEH pa3TBOp HA TIIFOK03a, B IPOALIKeHHE Ha 30 MUHYTH (BXK.
touka 6.6). B moBeveTo ciydyan moaKOXKHHUAT BT HA BHBEKIAHE € 3a MpeanodnTane. Fima qanHu ot
U3MHATBAHE C IPIWIOKEHNE Ha SIUHUTHA 1032, 9€ HHTPABEHO3HOTO MPIIIOKEHUE MOXKE J1a CKbCH
MPOABDKUTEHOCTTA Ha epekTa. He e ICHO KITMHMYHOTO 3HAUCHUE Ha Ta3u HAaXOJKa 10 OTHOIIICHUE Ha
MHOTOKPATHO TpuiIokeHue. V300phT Ha BT Ha BEBEXKAAHE TPSOBA J1a 3aBUCH OT KOHKPETHUS
KJIIMHUYEH Clly4ai.

HDI/I NanycCHTH, NOUIOXKCHH Ha MHeEII0a0IaTHBHA TCpanus, nNocjJacaBadHa OT KOCTHOMO3bYHA
TPpaHCIIaHTAIIHA

lo3zuposxa

IpemoppunTennaTa HauanHa go3a punrpactum e 1,0 MIU (10 pg)/kg/men.
IIspBaTa 1032 GuarpacTuM TpsaOBa Ja ce mpriara Hail-Manko 24 gaca ciie/l IMTOTOKCHYHATA
XUMHOTEpAIus ¥ MoHe 24 yaca cjiesl KOCTHOMO3bUHa HHPY3Hs.



Cren npeMruHaBaHe Ha Haaupa Ha Opos Ha HEYTpopUIUTe, THEBHATA 1032 (QUIrpacTuM TpsiOBa 1a ce
TUTPHPA CIPSIMO HEYTPODHIHHUSI OTTOBOP, KAKTO CIIEIBA:

bpoii HeyTpoduin AnanTupaHe Ha 103aTa puiarpactum

> 1,0 x 10%1 3a 3 nopenuu auM Hamansane 1o 0,5 MIU (5 pg)/kg/nen

Briocnenctaue, ako ANC ocraBa> 1,0 X 10%13a | IIpexscane Ha mpuema Ha GUITpacTUM
omle 3 nocae10BaTeIH! THU

Axo ANC namarnee 10 < 1,0 X 10%1 npe3 nepuosa Ha nedeHne, 103ata GUIrPACTUM TPSOBA OTHOBO J1a
CE YBEITUYH B ChOTBETCTBHUE C TOPE-OMMCAHUTE CTHIKH

ANC = abconomen 6pou Heympoghuiu

Hauun na npunoscenue

dunrpacTUM MOXKe ce Ipujiara KaTo HHTpaBeHo3Ha HH(Y3Hs B Ipoab/DKeHHe Ha 30 MUHYTH WIIH
24 yaca, WM 4pe3 HeMpeKbCHATA MOJIKOXKHA HH(Y3HS B TIPOIbIDKEHNE Ha 24 vaca. duirpactium

TpsiOBa n1a ce paspexaa B 20 ml 5 % pastBop Ha rioko3a (BkK. Touka 6.6).

3a MoOmm3anusg Ha PBPCS npu naruenT Ty, 00oUI0KEHH Ha MUEJIOCYIIPECUBHA WM MUEN0a0IaTHBHA
Tepanus, HOoCJIeIBaHa OT aBTOJIOKHA TpaHcmadTamusg sa PBPC

Jlosupoexa

[IpenoppuntenHara g03a GuiArpacTUM, H3MOJI3BAH CAMOCTOSATENHO 32 Moomnu3amus Ha PBPC e
1,0 MIU (10 pg)/kg/nen 3a 5-7 mocmemosarenuu mau. I paduk 3a neBkodepesa: yecto 1 mmm 2
JeBKodepesn, IPOBEACHU Ha 5-us U 6-U JIeH, ca J0CTaThyHu. B JApyru ciydan ca HeoOX0uMU
JIOTTBJTHUTENTHH JieBKo(Depesu. [IpunokeHneTo Ha GuiarpacTimM TpsiOBa Ja MpoIbiiKaBa J10
MPOBEKAAHETO HA TIOCNIEAHATA JeBKodepesa.

[Ipenoppuntennata no03a ¢puarpactum 3a moounuzanus Ha PBPC cien muenocynpecuBna
xumuorepanust ¢ 0,5 MIU (5 pg)/kg/nen oT mbpBuUs IeH Clie/] MPUKIIOYBAHETO HA XUMHOTEPAIHATA JI0
IPEMHHABAaHETO HA OYAKBAHUS HAIUP U BH3CTAHOBSBAHETO HA OpPOs HA HEYTPOPUINTE B IPAaHULIUTE Ha
Hopmara. JIeBkogepesaTa TpsaOBa Ja ce MpoBexk/a rnpe3 nepuoja Ha nokausane Ha ANC ot

< 0,5 x 10%1 mo > 5,0 x 10%/1. IIpu nanueHTH, Ha KOUTO HE € MpHJIaraHa eKCTEH3UBHA XUMUOTEPAIIns,
4YecTo e/iHa JIeBKodepesa e noctaTb4yHa. B npyru ciydau ce mpenopbuBa NpOBEKIAHETO HA
JIOTIBJTHUTEIHY JIeBKO(depesu.

Hauun na npunosicenue

Qunepacmum 3a moourusayus va PBPC npu camocmosmento usnoaseaue:

OurpacTM MOXKe Ja ce Tpuiiara KaTo HelpeKbCHaTa MOJIKOKHA HH(Y3US B MPOIBIDKEHHUE Ha

24 yaca WM KaTo MOIKOKHA HHKEKITUA. 3a HH(y3uu puiarpacTuM TpsAOBa aa ce paspean B 20 ml 5 %

nH(Y3MOHEH Pa3TBOP Ha IITF0K03a (BXK. ToYKa 6.6).

DQunepacmum 3a moouruzayus va PBPC cred muenocynpecusna xumMuomepanusi:
OunrpacTiM TpsiOBa Ja ce mpuiara upe3 MOJK0KHA HHKEKIIHS.

3a moomnmsanus Ha PBPCs ipu 3apaBu JOHODH, Ipeay adoreHHa Tpanciuianramus Ha PBPC

Josupoexa

3a moommm3arus Ha PBPC mipu 3apaBu moHOpH GurpacTuM TpssOBa Aa ce mprirara B go3a 1,0 MIU
(10 ug)/kg/men B mpoabinkenue Ha 4 10 5 mociaenoBatenau Auu. JIeBkodepesara TpsOBa /1a 3amouHe
Ha 5-¥s JIeH U IpU HeoOXOUMOCT JIa TIPOIBIDKYU IO 6-Hsl JICH ¢ 11e)T HaO0aBsIHETO Ha 4 X 10° CD34*
KJIeTKr/Kg OT TENEeCHOTO TETrI0 Ha PEIUMTUCHTA.




Hauun na npunoosicenue
OuirpacTuM TpsiOBa Ja ce mpujara upe3 MOJK0KHA HHKEKIIHS.

IIpu manmenTu ¢ Texxka xpoanuna HeyrponeHus (SCN)

Josupoexa

Bpooena neymponenus
IpemopbunTennaTa HavanHa go3a e 1,2 MIU (12 pg)/kg/nen xato emHOKpaTHA /103a WK pasjeiicHa Ha
HSIKOJIKO aTlTHKAIIHH.

Houonamuuna unu yukauuHa HeymponeHus.
[Mpenopbunrennara HauanHa go3a ¢ 0,5 MIU (5 pg)/kg/nen kato eqHokpaTHa 1032 UM pa3jeieHa Ha
HSKOJIKO aTUTHKAIIUH.

Aoanmupane Ha 0ozama

OunrpactuM TpsIOBa Ja ce mpujara exXeIHEBHO Ype3 NOJKOXKHA HHXKEKIHSI, JOKaTO C€ JOCTUTHE U
MOJe JIa ce TIOUIbprka HeyTpobuien 6poii, nagsumasa 1,5 X 10%1. TIpu nonyuaBane Ha KITHHAYHUS
OTroBOp Tps0Ba J1a ce yCTAaHOBM MUHHMAaJTHATa e()EeKTHBHA /1032 3a MOIbPXKaHE Ha TOBA HUBO.
Heo0xomumo e IpArocpoYHOTO eXEeTHEBHO MPUIIOKECHUE 3a MOJIbPKaHe Ha aIcKBaTeH HEYTPOPHIICH
Opoii. Cnienn Tepamus OT €IHa JI0 IBE CEJMUIIM HadaTHaTa 1032 MOXe J1a ObJe yABOeHa Ui HaMaJleHa
HATOJOBHHA B 3aBUCUMOCT OT KIMHUYHHS OTToBOp. Clie ToBa TO3UPOBKATa MOXe 1a Obe
WHIMBH/IyaJTHO aJallTUPaHa Ha BCEKH | 10 2 CEIMUITH 3a MOAIbPKAHE HA CpeHUs Opoit HeyTpodmiu
mexy 1,5 x 10%1 u 10 x 10%1. ITpu mauueHTH ¢ TeXKH HHPEKINN MOKe a ce OOMMCIIH yCKOpeHa
CcXeMa Ha MOBHUIIIaBaHe Ha o3aTa. B kmuHIIHUTE N3nuTBaHuA 97 % OT MauMeHTHUTe C KIIMHUYCH
OTrOBOP JIEMOHCTPHpPAT IIBIHO MoBIMsABaHe npu no3a < 2,4 MIU (24 ug)/kg/nen. bezomacHocrra Ha
(GUIrpacTUM Mpu IBIATOCPOYHO NMPUIOKEHUE B 1031, Haapummasamwm 2,4 MIU (24 ng)/kg/nen npu
nauueHTu ¢ SCN, He € yCTaHOBEHa.

Hauun na npujlodceHue
KOHZeHZ/lm{lJZH(l, UOUONAMUYHA UTTU UUKTTUYHA HeymponeHust.:
(DI/IJ'II‘paCTI/IM TpSI6Ba Ja C€ pujiara 4pe3 noJK0XXHa MHIKCKIU.

IIpu naumentu ¢ HIV undexkmus

lo3zuposxa

3a obpamumocm na Heymponenuama

[penopbuntennata HavanHa no3a punrpactum ¢ 0,1 MIU (1 pg)/kg/nen ¢ TuTpupane MakCUMyM JI0
0,4 MIU (4 pg)/kg/nen no mocTurane u Moaabp:kaHe Ha HOpMaIHus Opoit HeyTpodumn (ANC

> 2,0 x 10%/1). Ipu KIMHUYHY OPOYYBAHHS TE3H J03M MPEIU3BUKBAT OTroBOp TpH > 90 % oT
NanyueHTUTE, MOCTUrAIlY 0OpaTHMOCT Ha HEYTPOIICHHUATA TIPH MeInaHa 2 JHH.

[pu manbk 6poit marmenTn (< 10 %) 3a mocTurane Ha 0OPaTUMOCT Ha HEYTPOTICHUSATA ca
HeoOxoaumu o3u 0 1,0 MIU (10 ug)/kg/nen.

3a nooowvpoicane na nopmanen 6poil neympoguiu

Cren mocturane Ha 0OpaTUMOCT Ha HEYTPOIICHUSITA € HEOOXOAUMO YCTaHOBSBaHE HA MUHUMAJIHATA
e(eKTHBHA J103a 32 MOIbPKAHETO HA HOpMAaTHUs Opoit HeyTpodwiu. [IpenopbuBa ce HAYATHO
aJlanITHpaHe Ha [03aTa, IelIsIno mpoMsHa Ha aHeBHaTa go3a ¢ 30 MIU (300 pg)/nen. B 3aBucumMocT oT
ANC Ha nammeHTa MOXe Jia € HaJIOKHU JOMBJIHUTEIIHO aJanTHPaHe Ha J103aTa 3a MOAIbpKaHe Opost
Ha HeyTpoduute > 2,0 X 10%/1. TIpu KTuHMYHYE NpOydBaHHs TpHIokeHneTo Ha 30 MIU (300 pg)/nen
B IPOABJDKEHUE Ha 1-7 THU Ha ceMHuIa € HeoOxomuMa 3a moaabpxkanero Ha ANC > 2,0 X 10%1 ¢



Me/IMaHa Ha YecTOTaTa Ha MPUWIoKEeHUe 3 JHM Ha ceamulia. Moxe 1a € He00X0IMMO JBJITOCPOYHO
MIPUIIOKEHHE ¢ 1Ie noaabspxkane Ha ANC > 2,0 X 1091.

Havun na npujlodHceHue

OO0paTUMOCT Ha HEYTPOIICHUATA WJIH 3a TOIIbpKaHe Ha HOPMaJICH Opoi HEYyTpODHITH:
OunrpacTuM TpsiOBa Ja ce mpuiara upe3 MOJK0KHA HHKEKIIHS.

Crenuaniy nomnyJanun

Cmapuecka 6v3pacm

KimmandHNTE M3NUTBAaHUS ¢ QUIITPACTUM 0OXBaIllaT MaIbK OpOil MaIMEHTH B CTapyecKa Bb3PacT, HO
CTICITHATHY IPOYYBAHUA HE ca IPOBEKIaHU. 3aTOBa HE MOTaT 1a ObaT JaJICHU CIICITHATHI
MPEnopPBHKU OTHOCHO JTIO3UPOBKATA.

Hayuenmu c 6v0peuna unu yepHoOpPoOHA HEOOCMAMBYHOCH

[IpoyuBanusiTa Ha PUATPACTHM NPH MALUSHTH C TEKKA QYHKIMOHATHA ObOpedHa WM YepHOAPOOHA
HEIOCTAaThYHOCT TIOKA3BaT CXOJCTBO HA (PapMAaKOKWHETHYHUS U (hapMaKoJUHAMUYHUS IPOPUII C TO3H
TIPH 3[IpaBy WHAWBHUIK. 3aTOBA, IPU Te3U OOCTOSATENICTBA, HE CE Hajara ajlanTHpaHe Ha J03aTa.

Heouampuuna ynompeba npu SCN u 310xauecmeenu 3a001316anus

B nporpamara 3a npoyuBaHe Ha Texka xpoHndyna Heytpornenus (SCN), 65 % ot uzcnenpanure
TaIMeHTH ca oy 18-roauiHa Be3pacT. EQukacHOCTTa Ha JICUSHHUETO € sICHA TIPH Ta3h Bh3pacToBa
rpyma, B KOSITO TIOBEUETO MAIUEHTH ca C BPOJIeHA HeyTponieHus. He chliecTBYBaT pa3nuku B npoguiia
Ha 0€30MacHOCT MPH MeUaTPUIHU HalueHTH, JexkyBanu 3a SCN.

JaHHUTE OT KIMHUYHHUTE TPOYYBaHUS [TPH NIETUATPHYHH MAIIUEHTH, TTO/IJIOKEHU Ha IIATOTOKCHYHA
XUMHUOTEpaIus MoKa3Bar, ue 0e30macHOCTTa 1 e()UKACHOCTTa Ha QUITPACTUM Ca CXOJHU IPU

BB3pPAaCTHHU U Ac1A.

HpCHOpT)‘II/ITCJ'IHI/ITC A03U IIpU NEAUATPUIHNUTE NAIIUCHTHU Ca CBIIUTE KAaTO TC3U MPU BH3PACTHUTC,
MMOJJIOKCHU Ha MUCJTIOCYIIPECHBHA HUTOTOKCUYHA XUMUOTCPAIIU.

4.3 IlpoTuBONOKA3aHHUSI

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MU KBM HSKOE OT MOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1,

4.4  CpoeuuajHu nmpeaynpe:xkIeHUs] U NPeINa3HH MePKH NPH ynoTpeda

CHC]_[I/IaJ'IHI/I NPpCAYNPCKACHUA U MPEATTA3HHU MCPKHU ITPHY BCUYKH IMOKA3aHUA

Cspvxuyscmeumensocm

Nma croOuienns 3a CBpbX4yBCTBUTEHOCT, BKIIOUUTETHO aHA(MIAKTUYHHI PEaKIr, Bb3HUKBAIIN
IpY Ha4aJIHO WJIM [TOCJIEABAILO JEUCHUE, IPY NallMeHTH, JIeKyBaHH ¢ ¢uiarpactum. JleueHuero ¢
Tevagrastim TpsiOBa 1a ce IpeyCTaHOBH OKOHYATEIIHO TPH MAIUECHTH ¢ KIMHUYHO 3HAYNMa
CBPBXUYYBCTBUTEIHOCT. PMirpacTuM He TpsOBaA Aa ce Mpujara Mpy NalueHTH C aHaMHe3a 3a
CBPBXUYBCTBUTEIHOCT KbM (DUITPACTUM HIIH NErQUiIrpacTuM.

benoopobnu nescenanu peaxyuu

Cpo01IaBar ce HeXeaHu PEaKIlud, 3acATariy 0eaus Apoo, Mo-CIennaTHO HHTEPCTHITHATHA
oenopobHa G6osect, cien npuinokenne Ha G-CSF. [lanueHTu ¢be CKOpOIIHA aHaAMHE3a 32
OenoipoOHK MHGUITPATH WM THEBMOHHUS MOKE JIa Ca M3JI0KCHHU Ha Mo-BHCOK puck. [losiBara Ha
0en0pOoOHN CHMITTOMH, KaTO KAIILTHIIA, TIOBUILICHA TEMITEPATYpa U TUCIIHES, TPUAPYIKSHU OT
PEHTICHOJIOTHYHY JJaHHU 32 0enojpoOHN HHOUITPATH U BIIOIIaBaHe Ha OeioapoOHaTa GpyHKIHS,



MOJKeE JIa ca MpeayNpeIUTEIHUA IPU3HALIU 32 OCTBP pecnupaTropeH guctpec cuaapoM (ARDS).
[IpunoxxenueTo Ha punarpacTumM TpsiOBa Aa ObJIe MPEKPATEHO U Ja O0b/Ie HA3HAYEHO MOIX OIS0
JIEYEHHE.

Tnomepynonegppum

Cro01aBa ce 3a rioMepyIoHeQpUT NpH MaUeHTH, TOTyYaBaliy GUITPACTUM U TEeTQUITPACTUM.
OOUKHOBEHO CHOMTHATA Ha TIOMEPYJIOHEPPUT OT3BYUABaT ciie]l HAMANABaHE Ha 103aTa WU
IpeKpaTsBaHe Ha JICYUCHHETO ¢ GuiarpacTuM u rerduirpactuM. [Ipenopsusa ce mpocieasBaHe 4pes
U3CIIe/[BaHE HA ypUHATA.

Cunopom na Hapywena Kanuiapua nPonyCcKIUoCm

CHHIpOM Ha HapyllIeHA KaWISpHA MPOMYCKIMBOCT, KOUTO MOXe Jia ObJIe dKUBOTO3ACTpAIIIABAIl], aKO
JedeHueTo ce 3a0aBu, ce choOIaBa cien npuioxkenne Ha G-CSF u ce xapakrepusupa ¢ XUIIOTOHHUS,
XHUI0AJI0yMHHEMUS, OTOK M XeMOKOHIIEHTpanys. [laiueHTH, KOUTO pa3BUBAT CUMIITOMH Ha CUHIAPOM
Ha HapyllleHa KanusipHa MPOIYyCKIMBOCT, TPSOBA J1a ce MPOCIICAsSBAaT BHUMATEIIHO M Ja I10JIy4aBaT
CTaHJIAPTHO CUMIITOMAaTUYHO JICYCHUE, KOETO MOXKE J1a BKIIF0OUBA HEOOXOUMOCT OT peaHuMaIus (Bix.
Touka 4.8).

Cnaenomezanus u pynmypa Ha cie3kama

OOUKHOBEHO ce chOOIaBa 3a aCUMIITOMaTUYHH CIIyyad Ha CIUIGHOMETalus U CIy4au Ha pynTypa Ha
clle3Kara MpH NMAIUeHTH U 3JIpaBU JIOHOPH Clie]l IpUIIoKeHHne Ha (uirpactuM. Hsikon cirydan Ha
PYITYypa Ha cie3Kara ca UMaju jetaneH u3xo[. [lopaay ToBa e He00X0ANMO BHUMATEIIHO
pociesiBaHe Ha pa3Mepa Ha cie3kara (Harp. KITMHIYEH Tperiea, yaTpa3syk). TpsoBa na ce
oOMUCIIH AMarHO3a PyNTypa Ha CiIe3KaTa P JOHOPH W/WIIM NAIMeHTH, KOUTO ChOOIIaBaT 3a O0Ka B
JsiBaTa roOpHa 4acT Ha Kopema WM ropHarta yacT Ha pamoTo. [Ipu HamansBaHe Ha j103aTa Ha
¢mirpactuM e HaOmo1aBaHo 3a0aBsiHE WM CIIMPaHe Ha IPOTPECHsITa Ha YBEIMUCHUETO Ha clie3KaTa
MIPY MAIMEeHTH C TeXKa XPOHWYHA HEYTPOIeH!s, a ipu 3 % OT maruenTuTe e 6mia Heobxoauma
CTJICHEKTOMHSL.

3noxkavecmeen pacmeosic Ha KiemkKume

['pany0IUT-KOJOHUOCTUMYJIUPAIIUAT (PAKTOP MOKE Ja 3aCHUIIM PacTeka Ha MUCIIOUIHU KICTKH
in vitro, xato mogoOHK eexTn MoraT 1a ObIaT HaOJIFOJaBaHM U ITPH HAKOW HEMHUCIIOUIHH KICTKH
in vitro.

Muenooucnracmuuen CMH()pO]Vl Uiu XxpoHuiHa MUEOUOHA J1e6KeMUs.

BezonacHocTTa M ehrkacHOCTTa HAa PUIIOKEHHETO Ha (PUIITPACTUM TPH MAIMEHTH C
MUENOAMCIIIACTUYEH CHHAPOM MM C XPOHWYHA MUEJIOT€HHA JIEBKEMHUSA HE ca ycTaHoBeHH. [1pu Te3u
3a0oss1BaHus, ynoTpedarta Ha GuiarpactTuM He e nokazaHa. OcobeHo BHUMaHue TpsiOBa a ce OTACIH
Ha audepeHnnaIHaTa Auardo3a Mexay OiactHa TpaHcopManus Ha XpOHUYHA MUEIIOH/THA JIEBKEMHUS
U OCTpa MUEJIOHN/IHA JIEBKEMHS.

Ocmpa muenouona neexemus

C oruiex Ha OrpaHUYEHHUTE JaHHH 332 O€30TIACHOCT U €PUKACHOCT MPH MAMEHTH ¢ BTopuuHa AML
(ocTpa MuenonHa JIeBKeMusl ), GUITPAcTUM TPsOBa Ja ce mpuiiara BHUMaTeaHo. be3omacHoCcTTa U
e(uKacHOCTTa Ha MPHUIIOKEHUETO Ha (MUITPACTUM TIPH MallMeHTH ¢ HoBOOTKpruTa AML Ha BB3pacT
< 55 roaunu ¢ nobpa nurtoreneruka (t(8;21), t(15;17) u inv(16)) He ca ycTaHOBEHHU.

Tpomboyumonenus

[Ipu naunenTty, npuemMainy QUIArpacTUM, 4€CTO ce ChoOIIaBa 3a TpoMOoHUTONEeH!s. bposT Ha
TpomMOouuTHTE TPsIOBA /1a Ce MpOoCieIsiBa BHUMATEIHO, 0COOEHO B IIbPBUTE HAKOJIKO CEIMHLU OT



Tepanusta ¢ punrpactuM. [Ipy nanmMeHT ¢ TexKa, XpOHUYHA HEYTPOIICHHUS, KOUTO Pa3BUAT
TpoMOotuTorieHus (Opoit Ha TpomOonmTHTe < 100 X 109/1), € HeoOX0IMMO J]a ce OOMUCIH BPEeMEHHO
MPEeKbCBAaHE WM HaMaJIIBaHE Ha JI03aTa Ha (PUIrpacTuM.

Jlesxoyumo3sa

IIpu mo-manko oT 5 % OT MALUEHTUTE C OHKOJIOTMYHO 3200 IsIBaHe, MMOJydaBaIiy (GUiarpacTuM B 034
Han 0,3 MIU/kg/nen (3 pg/kg/nen) e ycranoBeH Opoli Ha JIEBKOLIMUTUTE, PABEH WM TO-TOJSIM OT

100 x 10%1. He ca cho6ImaBaHN HeXKeTaHH PEaKIMH, IPSKO CBBP3aHH C TAa3M CTENECH Ha JIGBKOLUTO3A.
Brorpeku ToBa, Mopay MOTSHIMATHNAS PUCK, CBBP3aH C TEXKKA JICBKOIIMTO3a, 10 BpeMe Ha JICUCHUETO
¢ ¢uirpacTuM TpsOBa PEIOBHO Ja Ce MPOoCIeaAsiBa OposAT Ha OSTUTE KPBBHU KICTKH. AKO OposT Ha
neskonuTHTe Hagsumm 50 X 10%1 cien oyakBanus Haaup, TpsOBa BeHAra J1a ce MpeKpaTu
ymotrpebaTa Ha prnrpactum. Obade B Iepro1a Ha IPHIOKeHUE Ha (DUITPACTHM 32 MOOWITH3AIIHS Ha
PBPC, ¢puirpactum TpsOBa na ObJie CIPSH WIK 03aTa Jia ObJic HAMaJeHa, aKo OpOsT Ha JICBKOIIUTUTE
maasumm > 70 x 1091

HUmynoeennocm

KakTto mpu BCHUYKH TepaneBTHYHH MPOTEHHH, CHIIECTBYBA TOTCHIIMAI 32 UMYHOreHHOCT. CTerneHTa Ha
obpasyBaHe Ha aHTHUTEIA cperry GUIrpacTUM OOMKHOBEHO ¢ Hucka. CBBP3BaIy aHTUTEIA Ce
MOSIBSIBAT, KAKTO CE OYaKBa IMPH BCHYKW OMOJIOTMYHU MPOYKTH; KbM HACTOSIINS MOMEHT 00ade Te He
ca CBBbP3aHU C HEYTpAIN3UpaIlla akTHBHOCT.

Aopmum

IIpu 31paBu TOOPOBOIIIH U TIPH IMAITMEHTH ¢ OHKOJIOTHYHO 3a00JIsBaHe ce ChOOIaBa 3a aOPTHUT CIIE]T
npmioxenne Ha G-CSF. [lomydeHnTe cuMIITOMY BKITIOYBAT TIOBUIIICHA TEMIIEpaTypa, KOpeMHa 00JIKa,
Hepas3nojokeHue, 60Jika B rbpOa U MOBHUILEHN MapKepy Ha Bb3najeHueTo (Hanp. C-peakTUBEH
MPOTEHH U Opoii Ha OenuTe KPbBHU KIETKH). B moBeueTo ciryd4an aOpTHTHT ce AUArHOCTHIIMPA Ype3
KT u obukHoBeHo oTtirymsiBa ciesi cniupane Ha G-CSF. Bmxkre cbiio Touka 4.8.

CrenuaiHy OpeaynpexIeHns U IPeAa3sHi MEPKU, CBBP3aHU ChC ChbIIBTCTBAINM 3a00JISIBAHNS

CHe]_[I/IaJIHI/I MMpeAIasH MEPKHU MMPU HOCUTCIICTBO HA MPHU3HAKA Ha CHbPIIOBHUIHU KIICTKU U IPU
ChbpPIOBUAHOKIICThYHA Ooirecr.

Cpob11aBa ce 3a ChbpIOBUIHOKICThYHA KPH3a, B HAKOU CIIy4au C JISTaJIeH U3X0[, IIPH yHoTpedaTa Ha
(GUITpacTUM MpHU MAIMEHTH C HOCUTEJICTBO HAa MPU3HAKA Ha ChPIIOBUIHH KIJICTKU WU ChC
CHPHOBHIHOKJIEThYHA GonecT. HeoOXoauMMo ¢ MOBHIIEHO BHUMAHKE OT CTpaHa Ha JIEKapHuTe, KOraTo
HpeanucBaT GUIrpacTUM MPH NALMEHTH ¢ HOCHTEJICTBO Ha MPH3HAKA Ha ChPIIOBUAHH KICTKU HIH ChC
CHPIOBUIHOKIIETHYHA OOJIECT.

Ocmeonoposa

Moxe Jla € MOKa3aHo MpOCiICAsIBaHC Ha KOCTHATA IJIBbTHOCT IPU MAIMUCHTHU C IMMOJJICKalla
OCTCOIIOPO3a, KOUTO Ca NOAJIOKCHHN HAa HCIIPCKbCHATA TCPaAIlusd C (1)PIJ'II‘paCTI/IM 3a II0BEYE OT 6 Mecena.

CHC]_[I/IaJ'IHI/I npeanasiy MCPKH IIPpH NaIMCHTH ¢ OHKOJIOTHYHO 3a00/19BaHE

duirpacTuM HE TDH6Ba Ja CC M3IO0JI3BA 3a YBCIIMYaBaHEC Ha J103aTa Ha IUTOTOKCHUYHATA
XUMHUOTCpAIng HaJl CTAHAAPTHUTC JO30BH PEKUMH.

PuCKOGe, C6bP3AHU C Xumuomepanus ¢ nOBUWEHU 003u

Heo6xomumo e cennanHo BHUMaHUE [IPH JICYCHUETO Ha ALMEHTH C XUMUOTEPAIHs ¢ BHCOKA 71034,
THU KaTO HE € YCTaHOBEHO MOJ00psIBaHe Ha KpaliHNs NIPOTUBOTYMOpEH €(eKT, a YBEIUIaBaHETO Ha
J03aTa Ha XUMHOTEPANEeBTUYHNUTE CPEACTBA MOJKE J1a IOBEJE 10 YBelIU4YaBaHe Ha TOKCUYHOCTTA,



BKJIFOYHUTECJIHO ChpACYHA, 6enoupo6Ha, HEBPOJIOTMYHA U KOXXHa pCaKIuu (MOJ'ISI, HaIrpaBeTe CIIpaBKa C
KpaTKaTa XapPaKTCPUCTHKA Ha MMPOAYKTA 3a U3IIOJI3BAHUTC XUMHUOTCPAIICBTUYHHU CpeZ[CTBa).

Edhexm na xumuomepanusma 6vpxy epumpoyumume u mpomooyumume

CaMOCTOSITEITHOTO JIeYeHHE C (PUITPACTHM He TTOBJIHSIBA TPOMOOIIUTOIIEHUSITA U AHEMHUSITA,
MIPUYUHEHN OT MUEJIOCYIIpecuBHA XuMuotepanus. [lopaan Bb3MOKHOCTTA 32 TIOJTydaBaHe Ha
XUMHUOTEPAIUs C TI0-BHCOKH JJO3U (Hamp. Hall-BHCOKA J103a TI0 MPEAMUCAHUTE CXEMH ), TAIIUCHTHT
MOJKe /1a ObJIe M3JI0’KEH Ha IMO-BHCOK PHUCK OT TpoMOoiuToneHus u anemus. [IpemopruBa ce peqoBHO
npocnesBaHe Ha Opost Ha TPOMOOIITHTE M XeMaToKpHTa. M3uckBa ce crennanHo BHUMaHKE TpU
NPUIOKEHHE HAa €HO XMMUOTEPANIEBTHYHO CPEICTBO MM KOMOMHAIMS OT XUMHOTEPaeBTHIHI
CPEICTBA, 32 KOUTO € U3BECTHO, Ue MPUIHUHSBAT TEKKA TPOMOOITUTOTICHHSL.

[punoxenuero Ha Mmobunmu3upanu upe3 punrpactum PBPC nokaszBa HamansBaHe Ha TeXECTTa U
NPOIBIDKUTEIIHOCTTA HA TPOMOOLUTOINICHUSATA CIIe] MUEJIOCYIPECHBHA HITH MUEJI0a0JIaTHBHA
XUMHOTEPAIHS.

Muenooucniacmuuer CUHOPOM U OCMPA MUETOUOHA TIeBKeMUs NPU NAYUEHMU C PAK HA MAeYHAma
Jlcnesa u pak Ha benus opoo

B nmocmapkeTHHroBO 006cepBalliOHHO POyYBaHe, MueIoAucIuIacTHYeH cuHapoM (MDS) u octpa
MuenonaHa neBkeMusi (AML) ce cepp3Bar ¢ ynorpedara Ha nerguiarpactum, antepHarusen G-CSF
JIEKapCTBEH NPOIYKT, CbBMECTHO C XMMHUOTEPAIIUS U/WIIH JIbUETepanus Ipy MaLMEeHTH ¢ PaK Ha
MJIEYHATA XKJIe3a U pak Ha Oenust pod. He e HabmronaBaHa mojo0Ha Bpb3ka MEXAY QHITPACTHM U
MDS/AML. Bbrpeku ToBa NallMEHTHTE € paK Ha MIIEYHATA KJIe3a U pak Ha Oenust Apod TpsOBa na
ObaaT HAOJIFOJaBaHM 3a MpHU3HAIM B cuMiToMd Ha MDS/AML.

pyeu cneyuannu npedynpesicoenus

He ca npoy4uBanu edextute Ha GUITPACTUM MPH MALMEHTH ChC CUITHO HaMmalieH Opoil Ha
MUETIOUAHUTE NIpeKypcopr. OUIrpacTiM oKa3Ba BIMSHUE IPEIUMHO BPXY HEYTpO(QUITHUTE
NPEKypCOpH, KaTo MPeIU3BUKBA MTOBUILIABAaHE HA HEYTPOGHIHUA Opoil. 3aToBa, MPU MALUEHTH C
HamalleH Opoi IpeKypcopr HEYTPOMUITHHAT OTTOBOP MOKeE J1a ObJie OTCIIa0eH (KaTo MpH Te3H,
TPETHUPAHH C EKCTEH3UBHA PAJHOTEPAIUS I XUMUAOTEPAITHSI WIIH TE3HU ¢ TYMOPHU HHOWITPATH Ha
KOCTHHS MO3BK).

Backymapuu HapyIieHus, BKIIOYUTEIIHO BEHOOKITy3UBHA O0JIECT M HAapyIIeHUE Ha oOemMa Ha
TEJIECHUTE TEYHOCTH, Ca ChOOIIaBaHH CIIOPAIMYHO MIPH MAIMECHTH, IMOJI0KEHH Ha BUCOKH JI03U
XUMHOTEpAIus, MoClieiBaHa OT TPAHCILIAHTAITHS.

Nma crobmienus 3a peakus Ha mpucaakara cpeuty npuemarens (GvHD) u cmbpTHE citydaun npu
nauueHTy, nonyyasamy G-CSF cnen anorenHa TpaHCIUIaHTAIMsI HA KOCTEH MO3BK (BXK. TOUKHU 4.8 1
5.1).

VBennueHaTa XeMOIIOSTHYHA aKTUBHOCT Ha KOCTHHS MO3BK BCJICACTBUEC Ha TCpAIIUATA C PACTCIKCH
(baKTOp € CBbp3aHa C NpPCXOJHU a6HOpMHI/I HaXOAKH MPU CKaHUPAHC HA KOCTUTC. Topa Tp}I6Ba Ja ce

¥Ma TIPEIBH]T IPY MHTEPIPETHPaHE Ha Pe3yJaTaTH OT 00pa3HU U3CIEABAHNS HA KOCTHUTE.

CrelnyaiaHy nIpeana3siyd MepKy IIPpH HAlMEeHTH, MOJI0KEHN Ha MoOmnmsaimsa Ha PBPC

Mobunuzayus

JlurncBaT paHIOMU3UPAHH IPOCTIEKTUBHY CPAaBHEHMS Ha JBaTa METOJIa, IPEHOPbUYAHHU 32 MOOMIIN3ALMS
(unrpacTIM caMOCTOSTETHO WM B KOMOHHAIUS ¢ MHEJIOCYIPECHBHA XUMHUOTEPAIH), B PAMKUTE Ha
€/IHa U ChlIla Nnomyjanus nanueHTy. CTerneHTa Ha Bapralnnsa MeXly OTACTHUTE HalUeHTH U MEXTy
naboparopuute usciensanns Ha CD34" keTkuTe NOKa3BaT, 4e € TPYAHO JUPEKTHO CPABHEHUE MEXKITY
pasnuuHuTe N3nUTBaHus. [1o Ta3u mpuyMHA € TPYAHO Jia ce Mpenopbyua onTuMaieH Meto. MU360pbT



Ha METOJ 3a MO6I/IJ'II/133LII/IH TpSI6Ba Ja ce c1;06pa31/1 C O6IJ_II/ITC SN Ha JICUYCHUECTO 3a BCCKH OTACIICH
ManucHT.

Hpedu EKCno3uyusl Ha YumomoKCUu4Hu cpe()cmea

[TarmenTH, KOUTO ca OWMIIN TIOUIOKEHH Ha MHOTO TTPOIBIDKUTETHA MTPE/IIIeCTBAIla MUEIOCYIPECHBHA
Tepamnus, MOXe JIa He MTOKa)xaT nocTaTrbuna Mmobunusanus Ha PBPC 3a nocturane Ha
IPENOPHUHTETHOTO MHHIMAJIHO 100uTO KomudecTso (> 2,0 x 10° CD34" knetku/kg) umm yckopsiBaHe
Ha BB3CTAHOBSBAHETO HA TPOMOOIIMTHUTE JI0 CHINATa CTEICH.

Hsikon HUTOTOKCHYHY CpelCcTBa MPOSBABAT ONpEAeTICHa TOKCHYHOCT KbM XEMOMOCTHYHHS
MIPOTEHUTOPEH ITYJI U MOTaT Ja MOBJIUAAT HeOIaronpusTHO MporeHnTopHaTa MoOmnn3anus. Bemecrsa
karo Mendaran, kapmyctud (BCNU) u kapOoTiaTuH, MpHIaraHd IpOAbIIKUTESITHO TIPS OTIUTHTE 32
IMPOrc¢HUTOPHA MO6I/IHI/I33HI/IH, Morart aa HaMaJisiT KOJIM4YE€CTBOTO I[O6I/ITI/I IMPOrCHUTOPHU KIICTKU. Bce
TaK € JIOKa3aHo, Ye MpIIoKeHHeTo Ha Mendanan, kapoorutatud wiu BCNU 3aeqno ¢ punrpactum e
e(heKTHBHO 3a MPOTeHUTOPHA MoOMIH3arus. Korato e npeasuaena tpanciurantanus Ha PBPC e
NPENOPHYUTEIHO B HAYAJIOTO HA JICUCHHETO Ha MAaIlMEHTa Ja Ce IUIaHUpa Mpoleaypa Mo MOOWITN3aIHs
Ha CTBOJIOBH KJIETKH. TpsiOBa 1a ce 00bpHE 0COOCHO BHUMaHUE Ha Oposi Ha MOOMIM3UPAHHUTE
MIPOTEHUTOPHU KJIETKY TIPY TE3U TMANMEHTH, MTPeIy IPUIIOKEHNE Ha XUMHOTEPAITHS C BHCOKH JIO3H.
AKO 100UTHTE KOJTMYECTBATa, M3MEPEHH IO TOCOYCHUTE MO-TOPE KPUTEPHH, Ca HEJOCTAThYHH, TPsiOBa
Ja ce 00CHAAT anTepHaTUBHH (OPMH Ha JICUSHNE, HEU3UCKBAIIH [TOJIKPETa Ype3 MPOreHUTOPHH
KIIETKH.

Oyenxa na Konuuyecmeomo 00OUmMuU NPo2eHUMoOPHU KIemKu

[Ipu ouenka Ha OpOst MPOTEHUTOPHU KJIETKH, JOOUTH OT MALMEHTH, JIEKyBaHU ¢ QUITpacTum, €
HE0o0XOIMMO Ja Ce OT/ENH CIIeNHATHO BHUMAaHUE Ha METO/Ia 32 KOJIMYECTBEHO ONpE/eIIsHE.
Pesynrarure 3a 6post Ha CD34" kieTKuTe, NOJYYEHH Ype3 OTOYHA IIUTOMETPHS, BAPUPAT B
3aBHCUMOCT OT TOYHOCTTA Ha M3IOJI3BaHUS METOJ U IPENOPBKUTE 3a OpoH, GasupaHy Ha N3MUTBAHUS
B JIpyTH Ja00OpaTOpuH, U TpsiOBa 1a ObAaT BHUMATEIHO HHTEPIPETUPAHH.

CTaTMCTHYECKHUAT aHAJIM3 Ha BPb3KaTa Mex 1y Opos Ha peundysupanure CD34" kieTku u crenenra
Ha Bb3CTAHOBSIBAHE HA TPOMOOLIUTHTE CJIe] XUMHOTEPAIUs C BUCOKH J03H MOKa3Ba CJI0XKHA, HO
IIOCTOSIHHA BPB3Ka.

IIpenopbKuUTe 32 MUHUMATHO H06MTHTE KoudecTBa > 2,0 x 10° CD34" knetku/kg ca 6asupanu Ha
MyOJIMKYBaH OIHT, BOJCI IO aJleKBATHO XeMaTOJIOTHYHO BH3CTAaHOBsIBaHE. JJOOMBBT Ha KOJIMYECTBO
HaJ| TOCOYEHOTO U3IJIEXK/a € CBBbP3aH C M0-0bP30 BH3CTAaHOBSIBAHE, a TO3MU I10]] IOCOYECHOTO, C TO-
0aBHO BB3CTaHOBSIBAHE.

Crenuaiiy npeana3ii MEPKH IPU 3PaBU JOHOPH, HOI0KEHN Ha MoOwinm3auusa Ha PBPC

MooOunm3anusita Ha PBPC HsiMa nupekTHa KIMHUYHA 107132 32 3ApaBy JOHOPH | TpsiOBa aa ce
0OMWCIIST caMo 3a IENIUTE Ha aIOTeHHATA TPAHCIUIAHTAIUS Ha CTBOJIOBH KIICTKH.

Mobunuzanusara Ha PBPC Tpsi6Ba na ce 0OMUCI caMo NpU TOHOPH, KOUTO OTTOBAPST HAa HOPMaJTHUTE
KJIMHUYHYU | J1a00paTOPHHU KPUTEPUH 3a JOHOPCTBO HA CTBOJIOBH KJIETKH, KaTo TPsiOBa a c€ OTACIH
CIEeIMaTHO BHUMaHKE Ha XeMaTOJOTHYHUTE [T0Ka3aTeNy U MH(PEKIMO3HNTE 3a00IIBaHNS.

BesonacHocTTa M epukacHOCTTa HA (HUITPACTUM HE ca OLICHEHH TPH 3/IpaBU JOHOPH Ha BH3PACT
< 16 roauau v > 60 roquHN.

IIpu 35 % ot npoydeHnTe y4acTHULU ce HaOI0JaBa MPexoaHa TPOMOOLUTONEHUS (TPOMOOLIUTH

< 100 x 10%1) cnex npuioxkenne Ha GUIrPacTHM M JTeBKodepesa. MexIy TIX e ChoOIIeHO 3a 1B
ciyuas ¢ 6poit Ha TpomGormTuTe < 50 X 10%/1, oTnaneHo Ha neBKo(epesaTa.
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AKo ce Hajara rmoBeye OT eiHa JieBKodepesa, peau ieBkodepesara TpsiOBa Aa ce OTAEIH CIEIUATHO
BHMMAaHHe Ha JOHOPUTE ¢ Opoii Ha TpomGonuTuTte < 100 X 10%1; mo mpuHIMM, mpu 6Ot TPOMOOIHTH
< 75 x 10%1 ue Tps6Ba 1a ce M3BBPIIBA adepesa.

.HGBKO(i)CPGSaTa HE TpH6Ba Ja €€ U3BbPIIBA IPHU JOHOPH, KOUTO MMPUCMAT aHTUKOATl'yJIaHTU U KOUTO
UMaT HapyYUICHHA B XEMOCTas3ara.

Jonopwu, xourto noyuaBat G-CSF 3a moounmzanus Ha PBPC, TpsioBa na Ob1aT HaOMI0JaBaHU IOKATO
XEMAaTOJOTUYHUTE MOKA3aTeNIM C€ Bh3CTAHOBSAT JO HOpMAaTta.

CHCL[I/IaJ'IHI/I npeanasiy MCPKH IIpH PCIUNMCHTH HA aJIOTCHHU PBPC, MO6I/IHI/ISI/ID3.HI/I C d)I/IJ'IFDaCTI/IM

TexymmuTe TaHHA TTOKA3BaT, Y€ MIMYHOJIOTHIHHATE B3aUMOICHCTBHS MEX Ty aioreHHata PBPC
MpHUCcaJKa U pEelUIIMEHTa ca CBbP3aHHU ¢ MoBHUIIaBaHe Ha pucka oT GvHD B cpaBHeHue ¢
KOCTHOMO3bYHA TPAHCILJIAHTAITHSI.

Crenpanuu npenyopexaeuns npu nanueatu ¢ SCN

OunrpacTiM He TPsAOBa J1a ce MprIara MpH MaeHTH ¢ TeXKa KOHTeHUTaTHa HeyTPOTIEHUS, IPH
KOWTO C€ pa3BHBA JICBKEMUS WJIM UMa JJAHHU 32 €BOJIIOIUS HA JICBKEMUSTA.

bpoii na kpvenume knemxu

IlosiBata Ha APy IpOMCHU B KPBbBHUTEC KIIETKH, BKIIIOYUTCIIHO aHEMHA U NIPEXOJHO YBCIMYaBaHC Ha
MUCIIOUIHUTE NPOTCHUTOPHU KIICTKH, U3UCKBAT BHUMATCIIHO MPOCIICASABAHC HA KICTHYHUA 6p0ﬁ

Tpancopmayus 8 regremust UnU 6 MUELOOUCHIACMUYEH CUHOPOM

CriernatHO BHUMaHUeE TPsiOBa J1a ce 00bpHE NIpU AMarHOCTUIMpaHeTo Ha cirydan Ha SCN, 3a n1a ce
pasrpaHn4at OT APYru X€MaToJOTHYHHU 336OH$IB3HI/I$I, KaTo ariaCTu4Ha aHEMUS, MUCIIOJMCIIIIa3us U
MHUCIIOHNJHA JICBKEMU. HpCI[I/I 3aI104YBaHEC Ha JICUCHUC TpH6Ba Jla C€ HallpaBU IIbJIHA KPbBHA KapTUHA C
nudepeHIuanTHo OpoeHe U onpeessiHe Ha Opost Ha TPOMOOIUTHTE, U OI[EHKA HA KOCTHOMO3bYHATA
MOPQOJIOTHS U KapHUOTHIL.

B xona Ha kiTMHUYHUTE U3NUTBaHUs Tpy nanueHTd ¢ SCN, JIeKyBaHU ¢ QUITPACTHM, € YCTaHOBEHA
HUCKa gecToTa (mpubnmsutenHo 3 %) Ha muenoguciuiactTudeH cuaapom (MDS) unn neBkemust. Toa
HaOJI0/IcHHEe € OMJI0 YCTAHOBEHO CaMo MPH MALMEHTH ¢ KOHIeHUTalHa HeyTporneHus. MDS u
JICBKEMUHUTE ca 0OMYaliHH yCIOXKHEHUS Ha 3a00JIIBAaHETO U BPBH3KATa UM C JICUCHHUETO C QUIITPACTUM €
HecurypHa. [Ipu dacT oT manueHTuTe, NpuoIM3uTenHo 12 %, KOUTO ca UMaal HOPMATHU
IUTOTEHETUIHH OIICHKH Ha U3X0JHO HUBO, O-KHCHO TP PYTUHHH MTOBTOPHH M3CJIEIBaHUS Ca
YCTaHOBEHHM aHOMAJIUH, BKIIFOUUTEIHO MOHO30MHUS 7. JIo MOMEHTa HE € YCTaHOBEHO JIajlu
MIPOIBIDKUTEIHOTO JIeueHre Ha manueHTH ch¢ SCN BoIu 10 mpeapa3noiioKeHHe KbM IUTOTCHETHYHA
anomaymu, MDS nm meBkemMudHa Tpanchopmanws. [IpenopruBa ce H3BLPIIBAHETO HA PEIOBHO
MOp(bOJIOI‘I/IT-IHO U DUTOI'€CHECTUYHO HU3CJICABAHC HA KOCTHUS MO3BK (HpI/I6JII/ISI/ITeJIHO Ha BCCKU

12 mecera).

Hpyau cneyuannu npeonazuu mepxu

TpsOBa 1a ObAT U3KIIFOUEHU IPYTH MPUYMHU 32 TPAH3UTOPHA HEYTPOIIEHUS, KATO BUPYCHH
AHEKITIH.

YecTo ce HaOmo1aBa XeMaTypHs, a IPYU MalTbK Opoii MalMeHTH € yCTaHOBEHa MPOTeHHYpHL. 3a
IIpOCIIeIIBaHe HA T€3U ChOUTHUS € HeOOXOIMMO J1a c€ U3BBPILIBA PEAOBCH aHAIU3 HA ypHHATA.

BezonacHocTTa M eprkacHOCTTa IPU HOBOPOACHH U TIPH MAIMEHTH ¢ aBTOMMYHHA HEYyTPOIICHHUS HE ca
YCTaHOBEHHU.

11



CHC]_[I/IaJ'IHI/I Opeana3Hyd MEepKY npu manueHTu ¢ HIV I/IHd)eKUI/IH

bpoii na kpvenume knemxu

ANC TpsiOBa fa ce mpocieisiBa BHUMATEITHO, 0COOSHO B ITBPBUTE HAKOJIKO CEAMHUIIA OT TEPAITUsITA C
(unrpactum. Haxon marmeHTH Morar fja OTTOBOPST MHOTO OBpP30 M ChC 3HAYMTEIHO YBEIMYaBaHe Ha
Opos Ha HeyTpo(dUIMTE HA HadaliHaTa J03a GuiarpactuM. [IpenopbuBa ce eKEAHEBHO M3MEPBaHE Ha
ANC mpe3 mbpBuTe 2-3 IHU OT NPUIOKEHHETO Ha puirpactuM. Cliel ToBa ce IpernopbhiBa U3MepBaHe
Ha ANC moHe /1Ba TbTH CEIMUYHO 32 ITBPBUTE JIBE CEIMUITH, e/l TOBA €ANH BT CEAMUYHO WIIH EIHH
BT HA JIBE CEIMUITU TI0 BpeMe Ha ToJTbprKamiara tepanus. [1lo BpeMe Ha IEpHOIUIHOTO MPUIIOKEHUE
Ha 30 MIU (300 ug)/nen punrpactum Moxe aa ce HabarogaBaT 3HauuTeHu Gaykryanuu B ANC Ha
ManyeHTa BbB BpEMETO. 3a Jia ce oNpeAesid Hal-HUCKaTa CTOMHOCT win HagupbT Ha ANC Ha
MaIieHTa, MpermophYBa Ce 1a ce B3eMaT KPbBHH mpodu 3a m3mepBaHe Ha ANC HenmocpeCTBEHO MPeau
BCSIKO TUIAHUPAHO MPHUIIOKEHUE Ha QUIITPACTUM.

Puck, cevpszan ¢ noguwenu 003u Ha MUeOCYnPeCUsHY 1eKapCmeeHy nPooyKmu

CaMOCTOSATETHOTO JIeYeHUE ¢ PUITPACTUM HE MOBIIMSBA TPOMOOIUTOIICHUATA U AHEMUSITA,
NIPUYUHEHH OT MUEIOCYTIPECUBHH JIEKapCTBEHU NPOAYKTH. [Topann Bp3MOKHOCTTA 32 MOTy9aBaHe Ha
MI0-BHCOKH JIO3U HJTH ITO-TOJIIM OO OT Te3! JIEKapCTBEHH MPOAYKTH IIPH JIeUEHHE ¢ (GUITPacTUM,
NanyueHTHT MOKe J1a ObJie U3JI0KEH Ha MO-BUCOK PHUCK OT Pa3BUTHE HA TPOMOOLUTONICHHUS U aHEMHUSL.
[IpenopbuBa ce pegoBHO Npocie sIBaHe Ha KPbBHATa KapTHHA (BXK. IO-TOPE).

HH¢€K1/;I/H/I U OHKOJlI02UYHU 3a50.71528aHuﬂ, npuduHaAeawu Mmueiocynpecus

HeyTtpomnenusita MOXe Ja ce IbDKH Ha MHUITPALs Ha KOCTHHS MO3BK BCIIE/ICTBHE Ha
OMOPTIOHUCTHYHU HHeKnH, kKato Mycobacterium avium koMmIuieke Wi 370Ka4ecTBEHH
3abounsBanus, KaTo JuM¢pomM. [Ipu nanueHT ¢ u3BeCTHa KOCTHOMO3bYHA HH(UITpAIKs, IPUINHEHA
OT MH(EKIUH WU 3JI0KaYeCTBEHO 3a00J1s1BaHe, TpsiOBa a ce OOMUCIH MOAXOISIIO JICYCHUE Ha
OCHOBHOTO 3a00JIsIBaHE B IOIIBJIHECHHUE KbM MPUIIOKCHUETO HA (QUITPACTHUM 32 JICUCHHE Ha
HeyTponenusrta. EQexrure Ha GuirpacTuM BbpXy HEYTPOINEHHS, KOSTO CE IbJDKH Ha KOCTHOMO3bYHA
uH}UITpaIMs BCISACTBUE HAa MH(EKIHS WM 3JI0Ka4eCTBEHO 3a00IsABaHe, He ca 100pe yCTaHOBEHHU.

Bcunukn nanueHTu

Copbumon

Tevagrastim ceabpixa copouton (E420). TpsOBa ia ce uMa MpeABU AUTUBHHUAT ehEKT Ha
CBITBTCTBAILO MPUJIATaHU POLYKTH, ChIbpPKALIM cCOPOUTON (MK (PYKTO3a), KAKTO U XPAHUTEITHHUAT
npueM Ha copOuTon (Wi GpyKTo3a).

3a unmpasenosno npunodicenue

To3u nexkapcTBeH MPOAYKT He TPsiOBa a ce mpuiiara Ipy MaMeHTH ¢ HACJIEACTBEHA HETIOHOCUMOCT
KBbM (pPYKTO3a, OCBEH IIPH KaTeroprmyHa HeooxoaumocT. Kppmadera n Manku nena (1moj 2-roIumrHa
BB3pacT) MOXKeE BCE OIIE Jla He ca JUAarHOCTUIMPAHU 3a HACJIEACTBEHA HEMOHOCUMOCT KbM (PYyKTO3a.
WHTpaBeHO3HO NpUIIOKEHHE Ha JIEKapCTBEHH MPOAYKTH (ChIBPKAIIN COPOUTOI/HPYyKTO3a) MOXKE J1a
OBb/1e )KMBOTO3acTpaIaBanio 1 TpsioBa Ja Ob/1e MPOTHBOIIOKA3aHO TIPH Ta3H TOITyJIAlUs, OCBEH PU
KaTeropruyHa KIMHWUYHA HEOOXOMMOCT U JIMIICA HA allTePHATHBHH TEPAITHH.

Tps6Ba na 6bAe cHeTa MOAPOOHA aHaMHEe3a M0 OTHOLICHUE HA CHMIITOMHUTE Ha HAacJeICTBEHA
HETIOHOCUMOCT KbM (ppyKTO3a NMpH BCEKHU MAIMEHT, MIPEAN NPHI0KEHHETO HA TO3H JIEKapCTBEH
HPOIYKT.

Hampuii

To3u JekapcTBEH MPOAYKT ChAbPXkKA HATPHii, 10 Masiko ot 1 mmol (23 mg) Ha eaHa MpeaABapUTETHO
HaIIbJIHEHA CIIPUHIOBKA, T.€. IPAKTUYECKU HE ChIIbPKA HATPUIL.
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Ilpocnedumocm
3a ;1a ce moJ00pH MPOCIEANMOCTTA Ha OMOJOTHIHUTE JICKAPCTBEHU POAYKTH, UMETO U MAPTHIHUST
HOMED Ha MPUIIOKEHHUS ITPOAYKT TPsiOBa sICHO Jia Ce 3alnCBar.

45 B3zaumopeiicTBHE ¢ IPYrd JeKaAPCTBEHH MPOAYKTH U APYrd (OpMH HA B3auMoelicTBHE

besomacHocTTa M epukacHOCTTa HA GUITPACTUM, TIPUJIATAaH B €IMH U CHIIU JICH C MHEIOCYIPECHBEH
OUTOTOKCHYEH XMMUOTEPANIeBTUYCH areHT, He € KaTeropu4Ho JokazaHa. [lopaau 4yBCTBUTEIHOCT Ha
OBp30 JETSIINTE Ce MUETIONIHH KICTKH KbM MHEIOCYTIPECHBHATA IIMTOTOKCHYHA XUMHUOTEPAIns
NPUIOKEHUETO Ha (riIrpacTiM He ce MpernopbyBa Mpe3 nepuojia oT 24 vaca npeau 1o 24 yaca cuen
xumuoTepanusTa. [IpeqBaputenHuTe TaHHA OT MaTbK OpOl MallMEHTH, MOUIOKEHH Ha KOMOMHUpaHa
Tepanus ¢ GrIrpacTUM U S-hiryopoyparni, IoKa3BaT Bb3MOXKHA eK3alepOalys Ha TeXKecTTa Ha
HEYTPOTICHHATA.

Bb3moxuuTte BBaHMOHCﬁCTBHH C ApYyTH XeMATOIMMOCTUYIHHN PACTCIKHU CpaKTOpI/I W IIMTOKHMHHU HEC Ca
KIIMHUYHO HU3ITUTAaHH.

TBif KaTO TUTHST CHACHCTBA 32 OCBOOOXK/IABAHETO Ha HEYTPO(MHIIH, CHIIIECTBYBA BEPOSITHOCT OT
noteHupan edexr Bppxy punrpactuM. Hsima maHam, 4e TakoBa B3aUMOJIEHCTBHE MOXKe /1a Obe
BPEIHO.

4.6 ®@epruauTer, GPpeMEHHOCT U KbPMEHe

BpemenHocT
JlumcBar wnu uMa orpaHUYEHU TaHHU OT yrnoTpedarta Ha (pUiIrpacTuM Npu OpEMEHHH KEHHU.

[Ipoy4uBaHusTa TP JKUBOTHH MTOKA3BaT PEMPOAYKTHBHA TOKCHYHOCT. [loBuIIIeHa yecToTa Ha 3aryda
Ha eMOpHOHM € HaOIII0JaBaHa MpH 3al¥ [IPH BUCOKU KPATHH Ha KIMHAYHATA EKCIIO3HUIIUS U TIPH
HaJIMYMe HAa TOKCUYHOCT 3a Maiikara (Bxk. Touka 5.3). Mima cpo0uieHus B muteparypara 3a
TpaHCIUIAIEHTAPHO NMPEMUHABaHEe Ha (PUITPACcTUM NP OpEeMEHHH KEHH.

q)I/IJ'II‘paCTI/IM HE CC MpenopbiBa 1O BpEME Ha 6peMCHHOCT.

Kspmene
He e u3BecTHO nanu GunrpacTuM/MeTabOUTUTE C€ SKCKPETHpaT B KbpMaTa. He MOXke 1a ce U3KITIoUH

PHCK 3a KbPMEHHUTE HOBOPOJICHU/KbpMaueTara. TpsOBa a ce B3eMe pellicHUe JaJiv 1a ce
MIPeyCTaHOBH KbPMEHETO WIIH Jia C€ TIPEeKpaTH//Ia He ce 3alouBa JICUSHHETO ¢ (UiIrpacTuM, KaTo ce
B3eMaT IpeBUJ [T0J13aTa OT KbPMEHETO 3a JETETO U MojI3aTa OT JISYEHHUEeTO 3a MalikaTa.

depTunurer
dunrpacTiM He MMOBIUABA PEIPOAYKTHBHATA CIIOCOOHOCT W (DEPTUITHTETA TIPH MBKKH U KEHCKH

IUTBXOBE (BX. Touka 5.3).
4.7 EdekTn BbpXy CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHA

dunrpacTUM MoXe Jia MOBIIHsIBAa B MaJlka CTEINEH CIIOCOOHOCTTA 3a modupaHe U paboTa ¢ MaIIMHH.
Crien npuiokeHne Ha (GUIArPacTUM MOXKE J1a Ce TTOSIBH 3aMasHOCT (BXK. Touka 4.8).

4.8 Hexenanm JiekapcTBeHH peaKIuH

a. PesroMe Ha mpoduiia Ha 0e30IMacHOCT

Haii-cepno3nuTte HeXxxeIaHU PeakIiy, KOUTO MOXE JIa CE€ Pa3BUSAT 110 BpeMe Ha JISYEHUETO C
(hunrpacTUM, BKITIOYBAT: aHA(DMIAKTHIHA PEAKITHS, CEPUO3HU OCIOAPOOHH HEXKETaH! CHOUTHS
(BKIIFOUMTETHO MHTEPCTULIMANHA THEBMOHUSA M ARDS), cunipoM Ha HapyIeHa KanuispHa
MIPOMYCKIUBOCT, TEKKA CINICHOMETANIUS/PYIITYypa Ha Clie3KaTa, TpaHchopMaIus B
MUEJIOIUCIUIACTUYEH CUHAPOM WK JeBKemus npu nauueHTu cbe SCN, GvHD npu nanueHTy,
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Mojry4aBaliy aJIOTCHHA TpaHCIUIaHTAIlUsd Ha KOCTCH MO3bK WA nepn(bepﬂn KPBbBHU NNPOTCHUTOPHHA
KIJICTKH, U CbPIIOBUAHOKIICThYHA KpHU3a IIPHU NAUCHTU CbC ChbPIIOBUAHOKIICThYHA Oorect.

Haii-uecTo choOIaBaHUTE HEXKEIIAHU PEaKI[UH Cca MOBHIIICHA TEMIIEpaTypa, MyCKYyJIHO-CKEIEeTHA
0oJka (KosTO BKIIFOYBA KOCTHA O0JKa, O0JIKa B I'bpOa, apTpairus, MAAITHS, 0OJIKa B KPAHHUIIUTE,
MYCKYJTHO-CKeJIeTHa 001K, MyCKYJTHO-CKEeJIeTHa OOJIKa B I'bpIUTE, OOJIKA BHB BpaTa), aHEMUS,
MOBPBIIAHE U rajieHe. B KIMHUYHY TPOYYBaHUS MPHU MANUEHTH C OHKOJIOTHYHO 3a00JIIBaHe
MYCKYJIHO-CKeJIeTHaTa 0oJiKa e jieka 10 ymepeHna npu 10 % oT manueHTuTe u Texxka npu 3 % ot

MaqUuCHTUTE.

b. TabauuHo 000011IEHNE HA HEXKEIAHUTE PEAKIIUNA

I[aHHI/ITe B Ta6nnuaTa I10-10JIy OIIMCBAT HEXKECIaH!U pCaKINU, TOKJIaJABaH!U OT KIIMHUYHHA IIPOYyYBAHUA
HJIK CIIOHTaHHHA C’LO6IIICHI/ISI. HpI/I TpynupaHeToO MO YC€CTOTA HCIKCIIAHUTC peaKIuK Ca NPCACTAaBCHU B
HU3XOAIT PpEa IO OTHOLICHUEC HAa TAXHATA CEPHUO3HOCT.

Cucremo- He:kesianm peaknuu
OpraHeH KJjac no | MHOro 4ecru Yectn HeuecTn Penxn
MedDRA (= 1/10) (=1/100 no (= 1/1 000 (= 1/10 000
<1/10) mo < 1/100) mo < 1/1 000)
HNndexuun n Cerncuc
HH(pecTanun bponxur
Wnudexnnn Ha
TOpHUTE
JXaTeTHH
IBTUIIA
WNudexmus Ha
MTMKOYHUTE
OBTUIIA
Hapymenus Tpomboru- Cmnenomera- JleBKormTO3a® Pynrypa Ha
HA KPHBTA U TONEHUS s cineskara®
JuM(pHaTa Anemus® ITonuxen CrpnoBua-
cucremMa XeMOrIo0ouH"® HOKJICTHYHA
aHEeMus C KpHu3a
ExctpamenynapHa
XeMOoIoe3a
Hapymenus CBpBX4yBCT- Anagwunak-
Ha MMYHHATA BUTEITHOCT THUYHA PEaKLUs
cucreMa CBpBX4yBCT-
BUTEITHOCT KbM
nekapcTBa’
Peaknusa na
mpucajakara
cpery
npuematens’
Hapymenus Ha Hamanen Xunepypuk- ITonmxena
MeTado/Im3Ma u aneTut’ eMHUS KpBBHA 3aXap
XpaHeHeTo IToBumiena IToBumena Ilcesno-
JaKTaT MUKOYHA nozgarpa’
JeXUporeHa- KHCEINHA B (xoHzpO-
3a B KPBBTa KpbBTa KaJInuHO3a/
Upo-
¢docharna
apTpOIaTHS)
Hapymienus B
obOema Ha
TEUYHOCTHUTE
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Cucremo-

Hexenanu peakuuu

opraHeH Kjaac mo | MHoro yectu Yectu Heuyectn Penxn
MedDRA (>1/10) (=1/100 go (>1/1 000 (>1/10 000
< 1/10) a0 < 1/100) a0 < 1/1 000)
Ilcnxuunn bescvHue
HApYUIeHHusi
Hapymenus Ha I'naBoGosnue? 3amMasHOCT
HEpBHATa Xumnoecresus
cucremMa [Tapecresus
CbaoBu XUnepToHHUs Benooxkiy- CunzpoM Ha
HapyluIeHUs XHUTIOTOHHS 3uBHa Gonect? HapylIeHa
KanuispHa
poryc-
KJITMBOCT®
Aoptut
Pecnnuparopnu, XemonTusza OcTbp
rPbIHA U Hucmiaes pecnupaTopeH
MeIUACTUHAIHU Kamumma® TICTpPEC
HApPYLICHUA Opodapunreansa | cuaIpoM®
oonka®® JluxarenHa
Enucrakcuc HEAO0CTaThy-
HOCT®
Benonpoben
OTOK"
benoapoben
KPBBOU3IIUB
WutepcTunu-
anHa 6eoapobHa
6omnect?
Benonmpoona
unpuITpanms®
XUNnokcus
CromaurHo- Huapus® ® boska B ycrara
YpeBHHI [MoBpbInane®® 3anek®
HApPYIIEHHS Tanene’
XenaToOuauapHu XenaTome- IToBumena
HApYUIIEeHHUSsI rajus acrmapTaT aMHUHO-
[loBumena TpaHchepasza
aJKajHa IToBumena rama
¢docdaraza B LTy TaMHJI-
KpBBTa TpaHcdepasza
Hapymenus: Ha Anonenus® O6pus? Makynonary- Kosxen Backynut®
KOKAaTa U Eputema J103eH 00pUB CunnpomM Ha
MO/IKOKHATA Sweets
ThbKaH (octpa hedpuHa
HeyTpodHIHA
JIepMaro3a)
Hapymenus Ha MyckynHo- Myckynau Ocrteonoposa Hamanena xoctHa
MYCKYJIHO- CKesieTHa Oouka® | criasmu ILTBTHOCT
cKeJieTHaTa Ob6ocTpsaHe Ha
cucTeMa peBMaToucH
CheINHUTETHATA apTpuT
ThKaH
Hapymenus Ha Huzypust IIporennypus I'nomepyio-
0bOpenuTe U XemaToypus HeppUT

NMUKOYHHTE
M'bTHILA

OTKIIOHEHHS B
ypUHHATa HaXx0JKa
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Cucremo- Heskesianu peaknmuu
opraHeH Kjaac mo | MHoro yectu Yectu Heuyectn Penxn
MedDRA (>1/10) (>1/100 o (>1/1 000 (>1/10 000
< 1/10) a0 < 1/100) a0 < 1/1 000)
Oo6mu Vmopa® I'pbana Goska® Peaxnus Ha
HApYLIEHHS U Bob3nanenue va | Bonka® MSICTOTO Ha
edexTH HA aMraBuImTe? Acrenus® UHKEKTUPAHE
MSICTOTO HA [Mupekcus Hepasmnono-
NPUIIOKEHHE xenne®
[Tepudepen
0TOK®
HapansiBanus, Peaknus kM
OTPABSHHSA H TpancdysusarTa’
YCA0KHEH WS,
Bb3HHKHAJIN B
pe3yarar Ha
WHTEPBEHITHH

@ Bmxre noaTouka ,,c“ (Onucanue Ha W30paHU HEKETaHH PEaKIH )

® Mima mannn 3a GVHD 1 cMBPTHH CTydau IpH MALMEHTH ClIe aTOreHHa TPAHCIUIAHTALINS Ha KOCTEH
MO3BK (BXK. IIOJTOYKA ,,c")

¢ BirouBa 60J1Ka B KOCTUTE, 00JIKa B I'bp0a, apTpalirusi, MHAJITHs, 00JIKa B KPAMHUIIUTE, MyCKYJIHO-
CKeJIeTHa 00JIKa, MyCKYJTHO-CKeJIeTHA 00JiKa B 00J1aCTTa Ha I'bpAKTE, O0JIKA B IIHUSTA

¢ [Tpr HOCTMApKETHHIOBH YCIIOBHS ca HAGIIOABAHH CIIydaH TIPH NAINEHTH, TO/JIaraH! Ha
TpaHCIUTAHTAIHs Ha KOCTEH MO3bK Wi MoOwmm3arnusa Ha PBPC.

¢ Hexenanu ChbOMTHSI C IMO-BUCOKA YECTOTA MPH MAIMEHTH Ha (GUIATPACcTUM, B CpaBHEHUE C Mianebo, u
CBBP3aHHU C TOCICICTBUATA OT MOJISKAIIOTO 3I0KAY€CTBEHO 3a00JIIBAHE WITU IIUTOTOKCUYHA
XUMHOTEPAITHUs

c. Onucanue Ha I/I36DaHI/I HCXCJIaHU JJCKAPCTBCHHU PCAKIIMH

Cspwxuyscmeumensocm

[Ipu KIMHUYHY TPOYYBAHUS U TOCTMAPKETHHIOBHS OTIHT Ca ChOOIICHH PEaKIMK Ha
CBPBXUYYBCTBUTEIHOCT, BKJIIOYUTEITHO aHA(QHIAKCHS, OOPUB, YPTUKAPHSI, aHTHOEIEM, TUCITHES 1
XUIIOTOHUS, TIPOSIBSBAIIN CE MPU HAYAITHOTO WIIK TOCIIEIBAIIOTO JieueHue. KaTo 15710 choOIeHUsTa
ca MO-YeCTH CJIe]l UHTPABEHO3HO NPUJIOKEeHHE. B HIKOM cllyyan CHMITOMUTE CE TIOSBSIBAT OTHOBO
CJIe/l TOBTOPHO TPUIIOKEHHE, KOETO Mpeanosara MpUIHHHO-CIICACTBEHA Bpb3Ka. YoTpebara Ha
Tevagrastim Tps0Ba 1a Ob€e IpeyCcTaHOBEHA OKOHYATEITHO TIPH MAI[MEHTH ChC CEPUO3HA allepruyHa
peaxiusi.

benoopobnu nescenanu cooumus

[Ipu KIMHUYHY TPOYYBAHUS U TOCTMAPKETHHIOBH YCIIOBHSI Ca ChOOIIaBAaHU CIy4Yau Ha HEXKEIaHU
peaxIuu, CBbp3aHu ¢ Oeust [po0, BKIOYBAIINA HHTEPCTUIIMATHA OertoapoOHa OoecT, OenopodeH
OTOK U 0eJ10/jpo0Ha HHPHUITPALIKS, B HIKOU CIIy4an BOJACIIM 0 010 1po0Ha HEAOCTAThYHOCT WU
OCTBp pecnupaTopeH auctpec cuaapoM (ARDS), kouTo Moke J1a UMaT JieTajdeH u3X0/1 (BXK.

Touka 4.4).

Cnaenomezanus u pynmypa Ha cie3kama
Crydan Ha CIUIEHOMETaIIUs ¥ PyNTypa Ha cJe3KaTa ca ChOOIaBaH! CIIe MPIIIOKEHUE Ha

(unrpactum.
Hsixou ciyuan Ha pynTypa Ha cie3Kara ca MMajlH JIeTajleH u3Xo (BxkK. Touka 4.4).
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Cunopom Ha HapyweHa KanuiapHa NPonYCKIUBOCm

CpoOI1IeHH ca ciTydau Ha CHHAPOM Ha HapyIllieHa KalnuysipHa MPOIYyCKIMBOCT NPH yHoTpeda Ha
TPaHyJIOIHUT-KOJIOHHOCTHMY THpaIl (hakTop. Te 0OMKHOBEHO HACTHIIBAT MPU MAIUCHTH C HANIPETHAIH
3II0Ka4€CTBEHU 3a00JISIBaHUSA, ChC CETICHC, IPUEMAIIH HAKOJIKO JISKapCTBa 32 XUMHUOTEPAITNS WITH
IOJITOKEHN Ha adepesa (Bxk. Touka 4.4).

Koorcen sackynum

Cro01aBa ce 3a KOKEeH BaCKYJIUT MPH MAIUEHTH, JIEKYBaHU ¢ QuirpacTuM. MexaHH3MBbT Ha
BaCKyJIMTA MPU MAIMEHTH, MoJTydaBaniu GuiarpactuM, He ¢ uzsecteH. [Ipu pparocpouna ynorpeda
KOKEH BaCKYJIUT ce HaOmoaBa npu 2 % ot nanueHtute cbe SCN.

Jleskoyumo3sa

JleBkomuro3a (WBC > 50 x 10%1) ce nabmozasa ipu 41 % oT 3apaBuTe TOHOPH, a TIPEXOIHA
TpomGonTonenus (TpomboruTi < 100 X 10%/1) e npunoxeHue Ha GUITPacTHM U JeBKodepesa ce
HaOmoaBa mpu 35 % ot goHopuTe (BXK. Touka 4.4).

Cunopom na Sweet

CnobmaBa ce 3a cry4au Ha CHHAPOM Ha Sweet (ocTpa ¢edprinHa HeyTpoduiIHa 1epMaTos3a) mpu
MIAMEeHTH, JIEKYBaHH C (QHIITPACTHM.

Ilcesoonodacpa (xonopoxanyunosa/nupogocgamua apmponamust)

Icesnononarpa (xoHapoKaiuHo3a/mupodocdarHa apTponarus) € ChoOIIeHa IPU HAIUESHTH C
OHKOJIOTUYHO 3a00JIsIBaHe, JIEKYBaHH C (PUITPACTHM.

GvHD

Nwma cpobmenus 3a GVHD u neranau cnyvau npu nanuenty, mony4asamy G-CSF cnen anorenna
TpaHCIUTAHTAIAS Ha KOCTEH MO3BK (BX. TOUKH 4.4 1 5.1).

d. IlenpaTpuyHa momyJaamus

JlaHHUTE OT KIMHUYIHY MPOYYBAHUS NP TIEAUATPUIHH MMAIIMECHTH MTOKA3BaT, ue 0€30MacHOCTTa U
eukacHOCTTa Ha (PUIITPACTUM Ca CXOJHU IIPH B3PACTHH U JICa, MTOJI0KEHU Ha IUTOTOKCHYHA
XUMHOTEPAIus, KOETO MpeInoiara, 4e HiMa pa3jfKi BbB (papMaKkOKWHETHKATa Ha (PUITpacTHM,
CBBP3aHHU C Bb3pacTTa. EAMHCTBEHOTO MOCTOSIHHO CHOOIIABaHO HEXENIAaHO CHOUTHE € MyCKYJTHO-
CKeJIeTHa 00JIKa, KOETO HE CE pa3jinyaBa OT OMUTA IIPU Bh3PACTHH.

Hsama noctarp4yHO HaHHU 32 TOMTBIHUTETHO OLIEHsABaHE Ha yHoTpedaTa Ha (GHITPacTUM MPU
MeANATPUIHY TAICHTH.

e. JIpyru crenuaiiy HoIyJIain

T'epuampuuna ynompeba

He ca naGrromaBanm pa3nuku B 0€30IMacCHOCTTA WK €(hUKACHOCTTA TIPH MAIMEHTH Ha BH3pacT Hall
65 roauHM Py CpaBHEHHE C MTO-MIIATH BB3pacTHU (> 18 ronuHm) manueHTH, MoUI0KEHH Ha
OUTOTOKCHYHA XUMUOTEPAIHs, U KIMHUYHHUAT OMUT HE ITOKa3Ba PasjInius B OTTOBOPUTE MEXKIY
HAalMeHTH B CTapyecKa Bb3PacT U MO-MJIald Bb3PacTHH MAUEHTH.

Hsma noctarsuHo JaHHM 3a OLIEHKA Ha yrmoTpedara Ha (WITpacTUM MPH FepUaTPUYHN TalMEHTH 32
JOpyTy 0100peHH MoKa3aHus Ha (QUITPacTuM.
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THeouampuunu nayuenmu ¢ mescxka xponuuna neymponenusi (SCN)

Criy4an Ha HaMajeHa KOCTHA TUIBTHOCT M OCTE0IOPO3a ca ChOOLICHHU NPH MEAUATPUYHU MAIEHTH ChC
SCN, mooskeH Ha MPOABIKUTETHO JieueHHe ¢ (pruiarpacTuM.

Cvobuasane Ha no003UPAHU HEeNCEeAaAHU PeaKkyuy

Cro0I11aBaHeTo Ha TIOI03UPAHU HEXKEIIAHU PEaKIIUU CIIe/l pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOIYKT € BakKHO. ToBa IMO3BOJIABA [1a IPOIBIDKH HAOIOIEHHETO Ha CHOTHOIIIEHUETO TTOJI3a/PHCK 32
JIEKapCTBEHUS MPOIyKT. OT MEIUIIMHCKUTE CIICIIMATIUCTH CE M3UCKBA J1a CHOOIIaBaT BCAKA
MOJI03UPaHa HEXKEIaHa PeaKIys Ype3 HAI[MOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B

[punoxenue V.

49 TIlpeno3mpane

EdexTute oT mpemo3upane Ha GUITpacTUM HE Ca U3BECTHH.

[IpeycraHoBsiBaHETO Ha TepanusTa ¢ puiArpacTHM 0OMKHOBEHO BoM 10 50 % HamansBane Ha Opost Ha
HUPKYJIUPAIINTE HEYTPOQHIH B paMKuTe Ha | 10 2 JHM ¢ BpbIIaHe KbM HOPMAJHUTE HUBA B PAMKHTE
Ha | 1o 7 nHu.

5. ®APMAKOJIOTMYHHA CBOMCTBA

51 ®apmakoguHAMHMYHM CBOMicTBA

dapmakoTeparneBTHYHa Tpyna: iMyHOCcTUMYTaTopr, KomoHnoctTuMmyiupamu dhakropu, ATC xoxn:
LO3AAQ02

Tevagrastim e 6uonorn4Ho mMoao0eH ekapcTBeH npoAyKT. [TomapodHa nHbopMalus € mpeaocTaBeHa
Ha yebcaiira Ha EBporeiickara arennus 1o rekapcTsara https://www.ema.europa.eu.

Yosemkusar G-CSF e rmukonpoTenH, KOUTO peryinpa Mporu3BOACTBOTO U OCBOOOXKIaBAaHETO Ha
(hyHKIIMOHATHY HEYTPOMHUITH OT KOCTHHSA MO3BK. Tevagrastim, ceabprkamnt r-metHuG-CSF
(bwunrpacTum), IpeaUM3BUKBA 3HAYUTEIHO MIOBHINIABaHEe HA OpOos HAa HEYTPODUIUTE B MepUdepHaTa
KpPBB B paMKUTE Ha 24 Jaca, IpU HE3HAYUTEITHO yBelIn4YaBaHe Ha MoHouuTuTe. [1py HAKOM manueHTH ¢
SCN ¢unrpactum MOXe a HHIYyIHMpPa U HE3HAUYNTEIIHO YBEIUYaBaHe Ha Opos Ha IUPKYIUpaIUTe
eosuHo(mM U 6azoduim, B cpaBHEHHE C H3XOHOTO HUBO; HAKOM OT TE3H MAI[MEHTH MOXE J]a UMatT
npeAlecTBalla JIedeHNeTo eo3nHopuus nim 6azodunus. [loBumasanero Ha Oposi Ha HEYTpOUIUTE
€ J10303aBUCHMO TIPH IPENOPBUUTEIHUTE A03U. V3cnenBannsaTa Ha XeMOTPONIMYHATA U (parouTHATA
(yHKUUA MOKa3BaT HOpMaJlHa WIN 3acujieHa (GYHKIUS Ha IPOU3BEACHUTE B OTTOBOP Ha (PUITPacTHUM
HeyTpoduu. Cres mpekpaTsBaHe Ha TepanusaTa ¢ puiarpacTuM OposT Ha IUPKYJIUpAIIUTE
HeyTpoduu cnaga ¢ 50 % B pamkuTe Ha 1 10 2 AHM U c€ BB3CTAaHOBSIBA J10 HOPMAJIHUTE CTOWHOCTH 32
1 no 7 numu.

[Ipu manueHTH, NOJUIOKEHU HA IMTOTOKCUYHA XUMUOTEPAIHSs, TPUIOKEHUETO HAa (DUITPACTUM BOJU
JI0 3HAYUTEIIHO HAMAJISIBAHE HA YECTOTATA, TEXKECTTA U NPOABIDKUTEIHOCTTA HA HEYTPOIIEHUATA U
(heOpunHara HeyTponeHus. JleueHneTo ¢ GUIrpacTUM YyBCTBUTEIHO HaMaJIiBa MPOAb/DKATEIIHOCTTA
Ha QeOpriHaTa HEYTPOIICHUS, ynoTpedaTa Ha aHTUOMOTHIN M XOCITUTATIU3AIUATA CIIe]l MHIYKIIMOHHA
XUMHOTEPAIUs 10 TIOBOJ OCTPa MHEJIOTEHHA JICBKEMUS HITM MHUEJI0a0JIaTUBHA Teparus, ocjeIBaHa
OT KOCTHOMO3bYHA TpaHcIUaHTanus. YecroTara Ha peOpHITHUTE CHCTOSHUS B JOKYMEHTHPAHUTE
uH(EKIIMY He HaMaJIsBa U B JiBarta ciiydas. [IpoabkuTeHocTTa Ha ()eOPUITHUTE ChCTOSIHUS HE
HaMaJIsiBa MpY MAIUSHTHUTE, MTOJIOKEHN Ha MUEII0a0IaTHBHA Teparusl, MOoCIeIBaHa OT
KOCTHOMO3bYHA TPAHCIJIaHTALHs.

[punoxeHueTo Ha GUIATPACTUM, CAMOCTOSITEIHO WM CIIE/ XUMHUOTEpanus, MOOUIH3Hpa

XEeMaTOMOETUYHHUTE CTBOJIOBH KJIETKU B mepudepHata kpbB. Te3u aBTonoxxuu PBPC morat na 0bnar
CcHOMpaHU U BIVMBAHU CJIEJ] BUCOKH 103U ITUTOTOKCHYHA TEpAaIus, BMECTO MM B IOITBITHEHHE KbM
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KOCTHOMO3bYHATA TpaHCIUTaHTaIus. BinBaneto Ha PBPC yckopsiBa Bb3CTaHOBSBAaHETO Ha
XEeMOToe3aTa, HaMallIBaliKu MPOABIDKUTEITHOCTTA HA PUCKA OT XEMOPAruvHU YCIOKHEHUS U
HEOOXOAMMOCTTA OT TpaHC(y3Usi Ha TPOMOOITUTH.

Perunuentute Ha anorennu PBPC, MmoOunu3upanu ¢ puarpactum, AeMOHCTPUPAT MO-0bp30
XEMaTOJIOTMYHO Bb3CTAaHOBSIBAHE, BOJCILIO A0 3HAYUTEIHO CKHCSIBAHE HAa BPEMETO 3a HEIOATIOMAraHo
BBH3CTAHOBSIBAaHE HAa TPOMOOIIUTHUTE, B CPABHEHHUE C aJIOT€HHAaTa KOCTHOMO3bYHA TPAHCILUIAHTAIIHS.

Enno perpocnextuBHO EBporieicko mpoy4BaHe, oreHsBamo yrmoTpedara Ha G-CSF cien amorenna
KOCTHOMO3BbYHA TPpaHCIIAHTAIUA ITPU MALMEHTU C OCTPHU JICBKEMHUH, ITIOKa3Ba IMOBUIIIABAHE HA PUCKa
3a GvHD, cBwp3ana c nedennero cMbpTHOCT (CJIC) n cmbpTHOCT npH npuitoxkenue Ha G-CSF. Tpu
€IIHO OTAEIHO PETPOCIEKTUBHO MEXIYHAPOIHO NPOYUBAHE MIPHU HNALMEHTU C OCTPU U XPOHUUHU
MHEJIOTEHHH JICBKEMHUH He € O ycTaHOBEH e()eKT 1o oTHoIeHue Ha pucka 3a GvHD, CJIC u
CMBPTHOCTTA. MeTtaananus Ha Ipoy4YBaHUATa 3a AJIOTCHHA TPAaHCILJIaHTAllW A, BKIIIOYBAIIl PE3YJITATUTC
OT JIeBET MPOCIEKTUBHU PaHIOMU3UPaHH NPOYUYBAHUS, § PETPOCIEKTUBHYU NPOYUBAHUS U €THO
MpOyYBaHe CIIydaii-KOHTPOJIa, HE YCTaHOBABA e(DEKT MO OTHOIIEHUE Ha prucka 3a octpa GVHD,
xpornuHa GvHD wnu panHa cBbp3aHa ¢ Je€Y€HHETO CMBPTHOCT.

Omnocumenen puck (95 % /IH) 3a GvHD u CJIC cneo neuenue ¢ G-CSF cneo kocmnomozvuna
MpPaHCRAGHMayus

Iybruxayus Ilepuoo na N Ocmpa GvHD | Xponuuna cjic
npoy4eanemo cmenen 1I-IV | GVHD

Meraananus 1986-2001% 1198 1,08 1,02 0,70

(2003) (0,87; 1,33) (0,82; 1,26) (0,38; 1,31)

EBpomneiicko 1992-2002° 1789 1,33 1,29 1,73

PETPOCIIEKTHBHO (1,08; 1,64) (1,02; 1,61) (1,30; 2,32)

[IPOyYBaHE

(2004)

MexayHapoaHo 1995-2000° 2110 1,11 1,10 1,26

PETPOCTICKTUBHO (0,86; 1,42) (0,86; 1,39) (0,95; 1,67)

IIPOyYBaHE

(2006)

®Ananu3bT 00XBall[a POYYBAHUS, BKIIOYBALIA KOCTHOMO3bYHA TPAHCILIAHTALIUS TIPE3 TO3U EPUOL;
NP HIAKOW npoyuBaHus ¢ u3non3Badn GM-CSF (rpanynonut/Makpodar-KoJIoHHOCTUMYTHPAII]

(hakTop)
Y AHanmM3BHT 06XBAIIA NALMEHTH, MOJTyYaBalld KOCTHOMO3bYHA TPAHCIIAHTAINS [PE3 TO3H MEPHO

IIpenn amorenna PBPC tpancrutantanus, ynorpedara Ha ¢punrpactum 3a Moommmzanust Ha PBPC npu
3/IpaBU JIOHOPHU MO3BOJIsABA chOMpaHe Ha > 4 X 10° CD34" knetku/kg oT TenecHOTO Terno Ha
pELUIUEeHTa, TIPH IOBEYETO JOHOPH CJIe JIBe IPOLeypH Ha JIeBKo(depesa. 31paBuTe JOHOPU
noiy4asat o3a ot 10 pg/kg/nen, nmpunarasa moakKoXHO B IPObIKeHe Ha 4 10 5

HIOCJIeIOBATETHU JTHH.

[punoxeHnuero Ha GUIATPACTUM MPU MALMEHTH, Je1ia WK Bb3pacTHU, ¢ SCN (Te)ka KOHTeHUTAJHA,
LUUKIAYHA ¥ UAMOMAaTHYHA HEYTPOIICHHUS ) MHAYLMPa yCTOWYMBO HApacTBaHe Ha abCOMOTHUS Opoi
HeyTpoduin B nepudepHaTa KpbB U HaMaIsiBaHe Ha HH(EKUUATa U CBBP3aHUTE C Hes ChbOUTHS.

[punoxenuero Ha uiarpactum npu nauuentu ¢ HIV undekuuns nogaspika HopManeH Opoit
HEyTPOHIH ¥ MO3BOJISIBA IPUIIOKEHHE Ha aHTHBUPYCHA W/WITH JIPyTa MUEJIOCYTIPECHBHA TEPAIHs 110
cxema. He cpiecTByBar joKa3aTencTsa 3a TOBa, 4 MAIMEHTUTE, TPETHPAHU ¢ (GHIrpacTHM, ITOKa3BaT
yckopena HIV perumkanus.

Kakro mpu apyrure xemonoeTnarn pactexxuu dakropu, G-CSF mokassa in Vitro ctuMymmparin
CBOMCTBA IT0 OTHOIIIEHHNE Ha YOBEIIKUTE CHAOTCIIHU KJICTKH.

EdukacHoctra u 6e3omacHocTTa Ha Tevagrastim ca OleHsIBAaHU B paHIOMU3UPAHHU, KOHTPOJIUPAHU
npoyuBanus (aza Il BbpXy pak Ha MjIedHATA *KJ1e3a, 0eI0Apo0eH paKk M HEXOHKKHHOB TuMdoM. T1o
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OTHOLICHUE Ha MPOJBDKUTEITHOCTTA Ha TEKKATa HEYTPOIIEHHS U YecToTaTa Ha eOpuiHaTa
HEYTPOIICHUs HE ca YCTAHOBEHHU PEJICBAHTHHU Pa3IMKU Mexay Tevagrastim u pedepeHTHUS IPOAYKT.

5.2 dapmakoKHHETHYHHU CBOHCTBA

Pannomusupany, eTMHNYHO-CIIETTH, KPECTOCAHH IIPOYYBAHUS C IPHIOKEHNE HA €HOKpaTHA 71032
BBpXY 196 31paBu 70OpOBOIIIH [TOKA3BAT, Y€ PapMaKOKUHETHIHUAT npodui Ha Tevagrastim e
CpaBHHM C TO3H Ha peepeHTHHUS MPOAYKT ciie]l TOAKOKHO U HHTPABEHO3HO MPHIIOKEHHE.

YcTaHOBEHO €, Y€ KaKTO MPH BEHO3HO, TaKa U MPH TMOAKOKHO MPHUI0KEHNE KITMPBHCHT Ha
¢dunrpacTum cieiBa papMaKOKMHETHKA OT ITbPBHU pell. EMMMUHAIMOHHUSAT HOTY)KHBOT Ha
¢dunrpactuM B cepyma e okoiio 3,5 yaca, ¢ npubnusurenex kimpsHe 0,6 ml/min/kg.
IMpoxbmwkurennara nHPY3Us Ha GUITPACTHM 3a IEPHOJ 10 28 THU NPH NAUESHTH, Bb3CTaHOBSBAIIH
Cce Clie]l aBTOJI0KHA KOCTHOMO3bUHA TPAHCILIAHTALIUS, HE BOIM JI0 KyMyJIUpaHEe Ha JICKAPCTBOTO U
HI0Ka3Ba CPAaBHHUM ITOJYKHMBOT. ChILECTBYBA IOJIOKUTEIHA JIMHEIHA KOpEeIaus MeX11y 103ara,
NpUIaraHa MHTPaBEHO3HO WIIH MTOJJKOXKHO, ¥ CEpyMHATa KOHIeHTpanus Ha ¢uirpactiuM. Crex
HO/IKOXKHO TPHIIOKEHHE Ha MPENOPBUYNUTEIHUTE 103U CEPYMHUTE KOHIICHTPAIMH UMAT CTOHHOCTH HaJl
10 ng/ml B mpoabmxenue Ha 8 10 16 yaca. O0eMbT Ha pa3npeAciIeHUe B KPbBTA € MPUOIHU3UTEIHO
150 ml/kg.

[pu pakoBo 6osHN papmMakoKMHETHIHUAT podu Ha Tevagrastim e cpaBHUM C TO3H Ha
pedepeHTHHS TPOAYKT CJIe/l €THOKPATHO U MHOTOKPATHO TOAKOKHO IPHIIOKEHHUE.

5.3 TIlpenkaMHUYHM JAHHU 32 §€30MACHOCT

OUITpacTHM € IPOYYBaH 32 TOKCHYHOCT ITPH MHOTOKPATHO MPHIIOKEHUE B POYIBAHUS C
MPOABIDKUATENHOCT N0 | roauHa, KOUTO TIOKa3BaT MPOMEHH, IBJDKAIIN CE Ha OYaKBAaHUTE
(hapMakoJIOTHYHH ASHCTBHSA, BKIIOUUTEIHO MOBUIABaHE HAa OpPOsl Ha JIEBKOLIUTUTE, MUEJIOMIHA
XHIEPIUIa3us Ha KOCTHUSI MO3BK, EKCTpaMelyjlapHa rpaHyJI0Ioe3a U yrojeMsBaHe Ha cIIe3KaTa.
Beuuky Te3u mpoMeHu ca MpeThpIriesd 00paTHO Pa3BUTHE CIIE] MPEKpaTsIBaHe Ha JICYCHUETO.

Edexrute Ha punrpactum BbpXy NPEHATATHOTO PA3BUTHUE Ca MPOYUYSHH MPH ILTHXOBE U 3aUIIH.
dunrpacTaM, TpuiIoxkeH nHTpaBeHo3HO (80 g/kg/nen) Ha 3aiiiy Mo BpeMe Ha reproja Ha
OpraHoreHe3a ¢ O TOKCHYCH 3a MalikaTa U ca HaOJroIaBaHH OBUIIIEHA YECTOTa Ha CIIOHTaHHU
abopTH, TOCTUMILIAHTAIIMOHHH 3ary0u M HaMaJIeH CPEZICH OpOoil Ha )KMBHUTE MAJIKH U HAMAJICHO
CPEIHO TETJIO Ha TUIoJIA.

BB3 ocHOBa Ha CHOOIICHHUTE IAHHU 3a IPYT MPOIYKT, ChAbPIKAI (PUIArPacTUM, MMOA00CH Ha
pedepeHTHHS TPOIYKT, CPABHUMH HAXOJIKH TUTFOC YBEJIMYCHHUE Ha Mal(popMaIlMHuTe Ha IJI0/a ca
HaOmogasuu pu 100 ug/kg/nHeBHO, TOKCHYHA 32 MalikaTa 1033, CbOTBETCTBAIIa Ha CHCTEMHA
excrio3utust npubau3uTenHo 50-90 mbTH ekcrno3uiusaTa, HaOJI0JaBaHa MTPY MAIUCHTH, JICKYBaHU C
KIuHUYHaTa 103a 5 g /kg/nen. HuBoto, npu koeTo He ce HaOIIto1aBaT HeXKeJIaH! PEeaKIuy Ha
eMOpuo-(heTaHa TOKCHYHOCT MpH ToBa npoy4uBane e 10 [g/kg/neH, koeTo oTroBaps Ha cUCTEMHA
EKCIIO3HIHSI, IPUOIM3UTEITHO 3-5 MBTH €KCITO3UIINATA, HA0III01aBaHa MPHU NAITUEHTH, JICKYBaHU C
KJIIMHUYHATA [034.

[Ipu GpeMenHU IITHXOBE HE € HAOII0JaBaHa TOKCHYHOCT 32 MalKaTa MM TUT0/Ia TIPH JJO3H JI0
575 pg/kg/nen. IlokoneHneTo Ha TUIBXOBE, MOTYyYaBAIN (UITPACTUM IO BpeMe Ha TIepHHATATHHS
NepUOJ 1 TIEpHOa Ha JIaKTalusl, I0Ka3Ba 3a0aBeHo 0opMsHE HAa BHHIIHUTE HOJIOBHU Oeie3n U

3abaBsiHe Ha pactexa (> 20 g/kg/nen), n neko moHmkeHa ctereH Ha npexxuBsemoct (100 pg/kg/nen).

He ca nabmonasanu edektu Ha GUITpacTUM BHPXY (PEPTHIUTETA IPH MBKKU U KEHCKH IITHXOBE.
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6. DAPMAIIEBTUYHU JAHHHAU
6.1 Cnucbk Ha NIOMOIIHHUTE BELIECTBA

Jlenena oneTHa KricemHa
Harpues xuapokcuyg
Copb6uton (E420)
[Mommcopbar 80

Bona 3a unxexkuuu

6.2 HecbBMecTHMOCTH
Tevagrastim He TpssOBa 1a ce paspexa ¢ pa3TBOp Ha HATPHEB XJIOPHI.

To3u ekapcTBeH MPOAYKT He TPsiOBa Jla ce cMecBa ¢ APYTH JEKapCTBEHU MPOAYKTH, C U3KITIOYCHUE Ha
HOCOYEHHUTE B TOUYKA 6.6.

Pa3peI[CHI/IHT q)HJIFpaCTI/IM MOIXKE Jia TOJICTIHC MO CTHKJIOTO U INIAaCTMACOBUTEC MaTCpUaIn, aKO HE €
paspezcH 1Mo HauMHa, yKa3aH B TOUKa 6.6.

6.3 Cpok Ha rogHocT
30 mecemna

Cren pazpexaade: XuMHUIecKaTa B pu3ndecKkaTa CTaOMIIHOCT Ha pa3peAcHIs HHPY3HOHEH pa3TBOpP B
Ieproja Ha M3MOI3BaHe € JIoka3aHa 3a nepro oT 24 yaca nipu 2 °C go 8 °C. OT MUKpOOHOIOTHYHA
rJIeIHA TOYKa MPOIYKTHT TPAOBA Jja ce M3MoJI3Ba He3abaBHO. AKO He ce ynoTpeOu He3abaBHo,
MIEPUOABT Ha U3IMOJI3BAHE U YCIOBHATA 32 ChXPAaHCHUE MPEIN yIoTpeda ca OTTOBOPHOCT Ha
moTpeOuTeNs 1 OOMKHOBEHO HE TPsIOBA J1a ca mmoBede oT 24 "aca rmpu remmepatypa 2 1o 8 °C, ocBeH
KOTaTo pa3TBapsHETO € W3BBPIIEHO MPY KOHTPOJINPAHH U BATUANPAHU aHTUCENTHYHH YCIIOBUSI.

6.4 CrhenuajaHu ycJI0BHA HA CbXpaHeHHUe
Ia ce cpxpanssa B xnaamwiauk (2 °C — 8 °C).

B pamkuTe Ha cpoka Ha TOAHOCT M 3a LeNUTe Ha aMOynaTopHaTa ynorpeda MpoAyKThT MOXKE Aa Ce
u3Baau ot xiaauinauka (2°C - 8°C) u na ce chxpaHsiBa npu reMieparypa a0 25°C eHOKpaTHO 3a
nepuof 10 4 THU. AKO HE ce U3I0J3Ba B paMKHTE Ha 4 IHU, IPOAYKTHT MOXKeE Ja CE BbPHE B
xnaaunnauka (2°C - 8°C) no marara Ha U3THUAHE HA CPOKA HA TOAHOCT. V3XBBpIieTe CIPUHIIOBKUTE,
aKo ca ChbXpaHABaHU IpU Temrepatypa Haj §°C B MpoabIDKEHHE Ha 1oBede OT 4 THH.

3a ycrnoBusTa Ha ChbXpaHEHUE CIIE/ pa3pekJaHe Ha JIEKapCTBEHUS MIPOLYKT BIDKTE Touka 6.3.
6.5 Buau chabpKaHue HA ONMAKOBKATA

[IpenBapuTenHO HATBIHEHA CIIPUHIIOBKA (CTHKIO THII ) ¢ MHJKEKIIMOHHA UTJIa (BUCOKOKAYeCTBEHA
CTOMaHa), CbC WK 0e3 IpennasuTes 3a uriara.

Tevagrastim 30 MIU/0,5 ml umxexunones/uady3uoHeH pa3TBop

OnakoBKH, chabpkany 1, 5 wiu 10 npeaBapuTeTHo HABbIHEHH CIIPUHIIOBKY ¢ 0,5 ml pa3TBop, wiu
IPYMOBH OMAKOBKH, Chabpxaiiy 10 (2 omakoBKH 1Mo 5 Oposi) MpeBapUTETHO HATBIHEHH CIIPUHIIOBKU
¢ 0,5 ml pastBop.

Tevagrastim 48 MIU/0,8 ml unxkexkumnoneH/undy3uoHEH Pa3TBOD

OmakoBKH, chabpskantd 1, 5 uimu 10 nmpeaBapuTeTHO HabJIHCHN CIIPUHIIOBKH ¢ 0,8 ml pa3tBop win
TPYIOBH OMAKOBKH, ChAbpKamy 10 (2 omakoBky 1o 5 6posi) MpeBapUTETHO HAITBIHEHN CIIPUHIIOBKU
¢ 0,8 ml pasrBop.
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He Bcuuky BuoBe ONTaKOBKM MOTart J1a ObJaT IyCHATH HA ra3apa.
6.6 Chenmnajnu npeanasHu MEPKH NPH U3XBBPJIsiHE U padoTa

IIpu reobxomumocT Tevagrastim Moxe 1a 0b/1e pa3peknaH B MHOY3HMOHEH pa3TBOP Ha TIIFOK03a
50 mg/ml (5 %).

PaspexxmaneTo 10 kpaitna konrenTpanus mox 0,2 MIU (2 pg) Ha ml He ce mpemnopsuBa IpU HUKAKBU
obcTosTeNncTBA.

[Ipenu ynotpeba pa3TBOpHT TpsiOBa a ce u3ciieaABa Bu3yaiHo. TpsaoBa fa ce U3MoI3BaT caMo OucTpu
pa3TBOpuU O3 HaMuue Ha BUJUMHU YaCTHLH.

[pu nanueHTH, TPETUPAHU ¢ PUIATPACTHM, pa3pexaan 1o koHuenTparwmu noxa 1,5 MIU (15 pg) na ml,
€ Heo0X0IMMO T00aBsSHETO Ha YOBEIIKH cepyMeH anoymud (HSA) mo mocturane Ha kpaiiHa
KOHIeHTparus 2 mg/ml.

IMpumep: B kpaitans nmkekimoner ooem ot 20 ml, obia no03a dunrpactiam mox 30 MIU (300 pg)
TpsiOBa na Obje mpuiaarana ¢ gobaska Ha 0,2 ml 200 mg/ml (20 %) pa3TBOp Ha YOBEMIKH ajI0yMHUH.

Paspenen B undy3uoneH pazreop Ha ritokosa S0 mg/ml (5 %) Tevagrastim € CbBMECTUM ChC CTHKIIO
W peInIa miacTMacH, B ToBa 9uciio PVC, monnoneduH (ChIomMep Ha TOTUITPOITHICH |

HOJ]I/ICTI/IJICH) U1 ITOJIUITPOMHUIICH.

Tevagrastim He chbpKa KOHCEpBaHTHU. [lopaay MOTEHIIUATHATA OMACHOCT OT MUKPOOHA
KOHTaMMHAIIKsA, CIIPUHIIOBKKUTE Tevagrastim ca mpeaHa3Ha4YeHU 3a ¢IHOKpaTHA yIoTpeoa.

CHy‘laﬁHOTO H3j1araHne Ha MUHYCOBHU TEMIICPATYPHU HC IOBJIMSABA OTPULIATCIIHO CTaOMIIHOCTTA Ha
Tevagrastim.

HznomsBane Ha OpEABAPUTCIIHO HATBbJHCHA COOPHMHIIOBKA C MPCATIa3UTEII

[Ipenna3urensr ciyu Ja MOKPHE UriiaTa el HHXECKTUPAHETO, 33 Jla Ce U30erHaT HapaHsIBaHUS OT
yooxnane. Toii He MOBIKSIBA HOPMATHOTO (DYHKITMOHUPAHE Ha CIIpUHIIOBKaTa. HaTuckaiite Oyranoro
0aBHO M paBHOMEPHO J0 WHXEKTHPaHE Ha IIs1aTa 032 U J0 Kpas Ha XoJa Ha OyTtanoro. OTcTpaHeTe
CIIPUHIIOBKATA OT MAIlMEHTA, KaTO MOAIbPIKaTe HATUCKA BhPXY OyTanoro. [IpennazurensT me moxkpue
uriiaTa Mmpy OTITyCKaHETO Ha OyTajoTo.

H3non3Bane Ha IpeABAPUTEIHO HANBJIHEHA COPUHIIOBKA 0€3 IIPeAIa3uTell

HpI/IJ'IO)KCTe A03aTa cnope CTaHAAPTHUSA ITPOTOKOJI.

Us3xBBpprasHe

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABUYHUTC MATCPUATIN OT HET'O TpH6Ba Ja CC U3XBbPJIIAT
B CBbOTBCTCTBHUEC C MCCTHHUTC U3UCKBaHUA.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
TEVA GmbH

Graf-Arco-Stralke 3

89079 Ulm

T'epmanus

22



8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

Tevagrastim 30 MIU/0,5 ml umxexunones/uady3uoHeH pa3TBoOp
EU/1/08/445/001
EU/1/08/445/002
EU/1/08/445/003
EU/1/08/445/004
EU/1/08/445/009
EU/1/08/445/010
EU/1/08/445/011

Tevagrastim 48 MIU/0,8 ml unxexkumnoneH/uHdy3uoHEH Pa3TBOD
EU/1/08/445/005
EU/1/08/445/006
EU/1/08/445/007
EU/1/08/445/008
EU/1/08/445/012
EU/1/08/445/013
EU/1/08/445/014

9. JATA HA ITBPBO PASPEINABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBo pa3pemanane: 15 centemBpu 2008 1.
Jlara Ha rocienHo noaHoBsBane: 19 romm 2013 1.

10. [JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[MonpoGHa nHbOpMAaIKs 3a TO3U JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBpornetickara
areHIus 1o JiekapcreaTa https://www.ema.europa.eu.
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MPUJIOKEHME 11
MPOU3BOIUTEJ(M) HA BUOJOTNYHO AKTUBHOTO(UTE)
BEILECTBO(A) M IPOM3BOATEJI(M), OTTOBOPEH(HM) 3A
OCBOBOIABAHE HA ITAPTUIHA

YCJIOBUS NJIX OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUSA N UBUCKBAHUSA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJIOBUSA WJIN OT'PAHUYEHMUSA 3A BE3OITACHA U
EDOEKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. MPOU3BOJUTEJI(M) HA BUOJIOTMYHO AKTUBHOTO(UTE) BEIECTBO(A) U
MMPOU3BOJUTEJI (M), OTTOBOPEH(HU) 3A OCBOBOKJIABAHE HA IAPTUIH

HMme u aapec Ha npounsBoauTensa(ure) Ha OMOJOTMYHO aKTUBHOTO(UTE) BemecTBo(a)

UAB Teva Baltics
Moléty pl. 5
08409 Vilnius

JlaTBHs

Wwme u aapec Ha HDOI/I3BOI[I/ITCJ'DI(I/ITC)., OTI‘OBODCH(HI/I) 3a OCBO60)KI[aBaHe Ha NapTUAUTC

Merckle GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

IleyaTHaTa nucTOBKA Ha JICKApCTBCHUA MPOAYKT Tp$[6Ba Ja CbAbpiKa UMCTO U apecCa Ha
IIPOU3BOJUTEIIA, OTTOBOPEH 3a OCB060)KI[aBaHeTO Ha CbOTBE€THATA MapTruaa.

b. YCJI0OBUA NN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOJYKT c€ OTITyCKa 110 OrpaHUYEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kparka xapakrepucTuka Ha IpoIyKTa, Touka 4.2).

B. JPYI'U YCJIOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Iepuoauynm akTyaausupanu aokjaaau 3a 6ezonacuoct (ITAIB)

WzuckBanusra 3a mogaBane Ha [IAJ[b 3a To3u JekapCTBEH MPOAYKT Ca TOCOYCHHU B CIIUCHKA C
pedepentaure natu Ha EBponeiickus cpio3 (EURD crucek), npeasuzes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUYKH CJICIBAITN aKTyaIH3aIHH, TyOJIMKYBaHU Ha €BPOTICHCKUS
yeOrmopTa 3a JeKapcTBa.

. YCJI0BUs NWIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[purexaTtensaT Ha pa3perienuero 3a ynorpeda ([IPY) TpsbdBa na u3BbpIIBa H3UCKBAHUTE ACHHOCTH U
JEeHWCTBYS, CBBP3aHH C IPOCIIEsIBaHE Ha JIeKapcTBeHaTa 0€30acHOCT, MocoueHH B ogoopenus [1YP,
npenactased B Moy 1.8.2 Ha pa3perienneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CJIEABAIIN 0/I00peHH
akTyanuzauuu Ha [TYP.

Axtyanmusupan I[TYP TpsiOBa nma ce momasa:
e 110 HcKaHe Ha EBpornelickaTa areHIus mo JeKapcTBaTa;
® BUHArW, KOTaTO CE M3MEHS CUCTEMara 3a YIIpaBJIEHUE Ha PUCKa, 0COOCHO B pe3yNTaT Ha
MoJTy4aBaHe Ha HOBAa WH(OPMAITHs, KOSTO MOXKE J1a JJOBEIE IO 3HAYMMHU MPOMEHH B
CHOTHOIIICHUETO I0JI33/PUCK, WITH CIIE/ JOCTUTaHE Ha BayKeH eTarl (BbB BPh3Ka C
IpociesiBaHe Ha JeKapCcTBeHaTa 0€30IMaCHOCT WIIH CBEX/IaHe Ha PUCKA JI0 MUHUMYM).
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - IIPEJIBAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Tevagrastim 30 MIU/0,5 ml urxeknnonen/uudy3noHeH pa3rBop

¢duirpacTum

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika mpeiBapuTEIHO HAITbJIHEHA CIIPHHIIOBKA ChAbpka 30 MIIMOHA MEKIYHAPOIHH SIUHUIH
[MIU] (300 mukporpama) puirpactum B 0,5 ml (60 MIU/ml, 600 mukporpama/ml).

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

IToMonHu BemiecTBa: HaTpUECB XUAPOKCHU[, JICACHA OLICTHA KUCCIINHA, COp6I/ITOJ'I, nonncop6aT 80, BOJa
3a HHXKCKIIUH. Hpe,I[I/I yHOTpe6a MpOYCTCTC JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Umxexkuuonen/nHpy3uoHeH pa3TBOP

| mpenBapHUTEIHO HaTbJIHEHA cripuHIIOBKa oT 0,5 ml
5 mpeaBapuTEIIHO HAITBIHCHU CIIpUHIIOBKH OT 0,5 ml
10 mpeaBapuTEIHO HAIBIHEHHU CIIpHHIIOBKH OT 0,5 Ml

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[penu ynoTpeda mpovereTe IUCTOBKATA.
TToIK0KHO TPUITOKEHUE U HHTPABCHO3HO MPUIIOKEHHE

Camo 3a emHOKpaTHA yIIoTpeoa.

6. CIIENMAJIHO ITPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJMUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

Crnen pa3pexxaaHe 1a ce U3M0I3Ba B paMKuTe Ha 24 Jaca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/001 1 mpemBapuTEIHO HAIBIHEHA CIIPUHIIOBKA
EU/1/08/445/002 5 npeaBapuTeIIHO HAIIBJIHEHH CIIPHHIIOBKH
EU/1/08/445/004 10 npenBapuTeIHO HAIIBIHEHN CIIPUHLIOBKH

13. TAPTUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tevagrastim 30 MIU/0,5 ml

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3MmepeH 0apKoJ ¢ BKIIFOYCH YHUKAJICH HICHTH(PHUKATOP
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18. YHHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - IIPEJIBAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Tevagrastim 48 MIU/0,8 ml urxeknnonen/uHdy3noHeH pa3rBop

¢duirpacTum

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika mpeiBapuTEIHO HAMbJIHEHA CIIPHHIIOBKA ChIbpKa 48 MIIMOHA MEKIYHAPOIHH STUHUIH
[MIU] (480 mukporpama) puirpactum B 0,8 ml (60 MIU/ml, 600 mukporpama/ml).

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

IToMonHu BemiecTBa: HaTpUECB XUAPOKCHU[, JICACHA OLICTHA KUCCIINHA, COp6I/ITOJ'I, noanop6aT 80, BOJa
3a HHXKCKIIUH. Hpe,I[I/I yHOTpe6a MMpOYCTCTC JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Umxexkuuonen/nHpy3uoHeH pa3TBOP

| mpenBapuTENIHO HabJIHEHA cripuHIIOBKa oT 0,8 ml
5 mpeaBapuTEIHO HAIIBIHEHHU CripuHIIoBKH OT 0,8 ml
10 mpenBapuTETHO HATBIHEHN CIIPHHIIOBKH oT 0,8 ml

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[penu ynoTpeda mpovereTe IUCTOBKATA.
TToIK0KHO TPUITOKEHUE U HHTPABCHO3HO MPUIIOKEHHE

Camo 3a emHOKpaTHA yIIoTpeoa.

6. CIIENMAJIHO ITPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJMUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

Crnen pa3pexxaaHe 1a ce U3M0I3Ba B paMKuTe Ha 24 Jaca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/005 1 mpemBapuTeIHO HAIBIHEHA CIIPUHIIOBKA
EU/1/08/445/006 5 mpeaBapUTEIHO HAIIBIHEHH CIIPUHIIOBKA
EU/1/08/445/008 10 npenBapuTeIHO HAIIBJIHEHN CIIPUHLIOBKH

13. TAPTHJAEH HOMEP

ITaptuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Tevagrastim 48 M1U/0,8 ml

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — JIBYU3MEPEH BAPKO/I

JBynsmepeH 0apKo ¢ BKIIIOYECH YHUKAJICH HICHTU(DHUKATOP
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18. YHHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - IIPEJIBAPUTE/IHO HAITBJIHEHA CIIPUHIIOBKA C
HPEAITASUTEJI 3A UTJIATA

‘ 1. MME HA JIEKAPCTBEHUS ITPOAYKT

Tevagrastim 30 MIU/0,5 ml umkekunonen/uudgy3noHeH pa3TBop

¢unrpacTum

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bcsika mpeiBapuTeIHO HAaITbJIHEHA CIPHHIIOBKA ChIbpka 30 MHIMOHA MEKIYHAPOIHH STUHULH
[MIU] (300 mukporpama) ¢punrpactum B 0,5 ml (60 MIU/ml, 600 mukporpama/ml).

| 3.  CHUCBHK HA HOMOUIHUTE BEIECTBA

[TomonrHm BemecTBa: HATPUEB XUIPOKCH], JieIeHa OlleTHA KHCeTHa, copouTol, monmcopobat 80, Boma
3a mkekun. [Ipean yroTpeba npoderere JUCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

HmxeknuoHeH/nH()Y3MOHEH Pa3TBOP

1 mpenBapUTEIHO HabJIHEHA cpUHIOBKa OT 0,5 ml ¢ mpeanasuren 3a urnata
5 mpeABapUTENHO HaIlbIHEHH cpuHIOBKY OT 0,5 ml ¢ mpeamasuren 3a uryiata
10 mpenBapUTETHO HAITBJIHEHN CIPUHIIOBKH OT 0,5 ml ¢ mpeama3zuTen 3a uriara

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXXJIAHE

IMpenu ynotpeba npoyerere IUCTOBKATA.
[TonkoXHO NpHIIO’KEHHE U HHTPABEHO3HO MPUIIOKEHHE

Camo 3a eqHOKpaTHa ynorpeoa.

6. CIIEHUAJIHO NPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIELIA

I[a CC CbXpaHsABa Ha MACTO, HCAJOCTBIIHO 34 [ACIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

Crnen pa3pexxaaHe 1a ce U3M0I3Ba B paMKuTe Ha 24 Jaca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/009 1 mpeaBapuTeIHO HAIIBIHEHA CIIPUHIIOBKA C IIPEAIA3UTEN 33 MIJIaTa
EU/1/08/445/010 5 npeaBapUTeNHO HAITBIHEHH CHPUHIIOBKY C TIPEATIAa3UTeN 32 UIJIaTa
EU/1/08/445/011 10 npenBapuTeIHO HAIIBJIHEHN CIIPUHLOBKHC IPEANIA3UTEN 3a UraTa

13. TAPTUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tevagrastim 30 MIU/0,5 ml

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3MmepeH 0apKoJ ¢ BKIIFOYCH YHUKAJICH HICHTH(PHUKATOP
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - IIPEJIBAPUTE/JIHO HAITBJIHEHA CIIPUHIIOBKA C
HPEAITASUTEJI 3A UTJIATA

‘ 1. MME HA JIEKAPCTBEHUS ITPOAYKT

Tevagrastim 48 MIU/0,8 ml umxkekuronen/uudgy3noHeH pa3TBoOp

¢unrpacTum

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bcesika mpeiBapuTEIHO HAITbJIHEHA CIPHHIIOBKA ChIBbpKA 48 MIJIMOHA MEKIYHAPOIHH STUHULH
[MIU] (480 mukporpama) ¢punrpactum B 0,8 ml (60 MIU/ml, 600 mukporpama/ml).

| 3.  CHUCBHK HA HOMOUIHUTE BEIECTBA

[TomonTHm BemecTBa: HATPUEB XUIPOKCHU]L, JieIeHa OlleTHA KHCeTHa, copouToi, monucopobat 80, Boma
3a wkekun. [Ipean yroTpeba npoderere TUCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

HmxeknuoHeH/nH()Y3MOHEH Pa3TBOP

1 mpenBapuTenHO HaTbIHeHA cpuHITOBKa OT 0,8 ml ¢ mpenmasuren 3a uriara
5 mpeABapHUTEITHO HAMBIHEHHU CpUHITOBKH OT 0,8 ml ¢ mpemma3uTen 3a uriara
10 mpenBapuTEeTHO HAITBJIHEHN CIPHHIIOBKH OT 0,8 ml ¢ mpeama3uTen 3a uriara

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXXJIAHE

IMpenu ynotpeba npoyerere IUCTOBKATA.
[TonxoxHO NPHIIOKEHHE M HHTPABEHO3HO IPUIIOKEHHE.

Camo 3a eqHOKpaTHa ynorpeoa.

6. CIIEHUAJIHO NPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIELIA

I[a CC ChbXpPaHsABa Ha MACTO HEAOCTBHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

Crnen pa3pexxaaHe 1a ce U3M0I3Ba B paMKuTe Ha 24 Jaca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIHUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/012 1 mpenBapuTeIHO HAIIBIHEHA CIIPUHIIOBKA C IPEAIA3UTEIN 33 MIJIaTa
EU/1/08/445/013 5 npeaBapuTeNHO HAITBIHEHHN CHPUHIIOBKY C TIPEATIAa3UTEN 32 UIJIaTa
EU/1/08/445/014 10 nmpeaBapuTeIHO HA'BJIHEHHU CIIPUHIIOBKHU C NIPEANA3UTEIN 32 UIjlaTa

13. TAPTHJAEH HOMEP

ITaptuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Tevagrastim 48 M1U/0,8 ml

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — JIBYU3MEPEH BAPKO/I

JBynsmepeH 0apKo ¢ BKIIIOYECH YHUKAJICH HICHTU(DHUKATOP
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

O0o3Ha4yeHne BbPXY BLHIIHATA 00BMBKA HA TPYNOBUTE ONAKOBKU - ¢ ”Blue Box”

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Tevagrastim 30 MIU/0,5 ml urxeknnonen/uudy3noHeH pa3rBop

¢duirpactum

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika mpeiBapuTEIHO HATbJIHEHA CIPHHIIOBKA ChIbpika 30 MIIMOHA MEKIYHAPOIHH STUHUIH
[MIU] (300 mukporpama) puirpactum B 0,5 ml (60 MIU/ml, 600 mukporpama/ml).

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

IToMonHu BemiecTBa: HaTpUECB XUAPOKCHU[, JICACHA OLICTHA KUCCIINHA, COp6I/ITOJ'I, HOJ'II/ICOp6aT 80, BOJa
3a HHXKCKIIUH. Hpe,I[I/I yHOTpe6a MpOYCTCTC JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Umxexuuonen/nnpy3noHeH pa3TBOP

I'pynoBa omakoBka: 10 (2 omakoBKH 10 5) MpeBapUTEIHO HAITBJIHEHU CHPUHIIOBKH, ChABPKAIIH
0,5 ml

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[penu ynoTpeda mpovereTe IUCTOBKATA.
TToIK0KHO TPUITOKEHUE U HHTPABCHO3HO MPUIIOKEHHE

Camo 3a emHOKpaTHA yIIoTpeoa.

6. CIIENMAJIHO ITPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJMUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

Crnen pa3pexaaHe U3MoI3BaiTe B paMKUTe Ha 24 dJaca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/003 2 x 5 mpeaBapUTETHO HATBIHEHN CIIPHHIIOBKH

13. TIAPTHUJAEH HOMEP

ITaptuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA
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‘ 17. YHUKAJIEH UAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoz ¢ BKIIIOYECH YHUKAJICH HICHTU(DHUKATOP

‘ 18. YHHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

O0o3Ha4yeHne BbPXY BLHIIHATA 00BMBKA HA TPYNOBUTE ONAKOBKU - ¢ ”Blue Box”

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Tevagrastim 48 MIU/0,8 ml urxeknnonen/uHdy3noHeH pa3rBop

¢duirpacTum

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika mpeiBapuTEIHO HAMbJIHEHA CIIPHHIIOBKA ChIbpKa 48 MIIMOHA MEKIYHAPOIHH STUHUIH
[MIU] (480 mukporpama) puirpactum B 0,8 ml (60 MIU/ml, 600 mukporpama/ml).

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

IToMonHu BemiecTBa: HaTpUECB XUAPOKCU[, JICACHA OLICTHA KUCCIINHA, COp6I/ITOJ'I, nonncop6aT 80, BOJa
3a HHXKCKIIUH. Hpe,I[I/I yHOTpe6a MpOYCTCTC JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Umxexkuuonen/nHpy3uoHeH pa3TBOP

I'pynoBa omakoBka: 10 (2 omakoBKH 10 5) MpeIBapUTEIHO HAITBJIHEHN CHPUHIIOBKH, ChABPKAIIH
0,8 ml

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[penu ynoTpeda mpovereTe IUCTOBKATA.
TToIK0KHO TPUITOKEHUE U HHTPABCHO3HO MPUIIOKEHHE

Camo 3a emHOKpaTHA yIIoTpeoa.

6. CIIENMAJIHO ITPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJMUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

Crnen pa3pexaaHe U3MoI3BaiTe B paMKUTe Ha 24 dJaca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/007 2 x 5 mpeaBapUTEIHO HAITBIHEHN CIIPUHIIOBKH

13. TIAPTHUJAEH HOMEP

ITaptuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JByn3MmepeH 0apKoJ ¢ BKIIFOYCH YHUKAJIEH HICHTH(PHUKATOP
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18. YHHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN

45



JAHHHU, KOUTO TPABBA JA CbAbPKA MEX/JINHHATA OITAKOBKA

I'pynoBa onakoBka - 6e3 ”Blue Box”

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Tevagrastim 30 MIU/0,5 ml urxeknnonen/uudy3noHeH pa3rop.

¢duirpactum

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika mpeiBapuTEIHO HATbJIHEHA CIPHHIIOBKA ChIbpika 30 MIIMOHA MEKIYHAPOIHH STUHUIH
[MIU] (300 mukporpama) puirpactum B 0,5 ml (60 MIU/ml, 600 mukporpama/ml).

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

IToMonHu BemiecTBa: HaTpUECB XUAPOKCHU[, JICACHA OLICTHA KUCCIINHA, COp6I/ITOJ'I, HOJ'II/ICOP63.T 80, BOJa
3a HHXKCKIIUH. Hpe,I[I/I yHOTpe6a MMpOYCTCTC JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Umxexkuuonen/nHpy3uoHeH pa3TBOP

5 mpeaBapuTETHO HAITBIHCHU CIPUHIIOBKH, chabpikainy 0,5 ml. KommoneHTHTe Ha rpyrnoBa onakoBka
HE MOraT Ja ce IPoJaBaT IOOTHENHO.

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXJIAHE

IIpenu ynorpeba npoyereTe IUCTOBKATA.
HOI[KO)KHO IMPUIJIOKECHUC U UHTPABCHO3HO IMPUJIOKECHUC

Camo 3a eqHOKpaTHa ynorpeoa.

6. CIIEHHUAJIHO INTPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IHOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAJOCTBIIHO 3a JCIIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

Cren pa3pexaaHe U3MoI3BaiTe B paMKUTE Ha 24 daca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/003 2 x 5 mpeaBapUTEIHO HATBIHEHN CIIPUHIIOBKH

13. TIAPTHUJAEH HOMEP

ITaptuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

Tevagrastim 30 M1U/0,5 ml

‘ 17. YHUKAJIEH UAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH WAEHTU®PUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbAbPKA MEX/JINHHATA OITAKOBKA

I'pynoBa onakoBka - 6e3 ”Blue Box”

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Tevagrastim 48 MIU/0,8 ml urxeknnonen/uHdy3noHeH pa3rBop

dunrpactum

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika mpeiBapuTEIHO HAMbJIHEHA CIIPHHIIOBKA ChIbpKa 48 MIIMOHA MEKIYHAPOIHH STUHUIH
[MIU] (480 mukporpama) puirpactum B 0,8 ml (60 MIU/ml, 600 mukporpama/ml).

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

IToMonHu BemiecTBa: HaTpUECB XUAPOKCHU[, JICACHA OLICTHA KUCCIINHA, COp6I/ITOJ'I, HOJ'IHCOp6aT 80, BOJa
3a HHXKCKIIUH. Hpe,I[I/I yHOTpe6a MpOYCTCTC JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Umxexkuuonen/nHpy3uoHeH pa3TBOP

5 mpeaBapuUTEITHO HAITBIHEHU CIIPUHIIOBKH, chabpkainu 0,8 ml. KommoneHnTuTe Ha rpynoBara
OIIaKOBKA HE MOTaT Jia Ce IPOJaBaT MOOTAENHO.

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXJIAHE

IIpenu ynorpeba npoyereTe IUCTOBKATA.
HOI[KO)KHO IMPUIJIOKECHUC U UHTPABCHO3HO IMPUJIOKECHUC

Camo 3a eqHOKpaTHa ynorpeoa.

6. CIIEHUAJIHO INTPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IHOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAJOCTBIIHO 3a JCIIa.

‘ 7. APYI'Y CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

Crnen pa3pexaaHe U3MoI3BaiTe B paMKUTe Ha 24 dJaca.

‘ 9. CIIEHMAJIHH YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpaHsiBa B XJIaIUJTHUK.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanust

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/445/007 2 x 5 mpeaBapUTEIHO HAITBIHEHN CIIPUHIIOBKH

13. TIAPTHUJAEH HOMEP

ITaptuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

Tevagrastim 48 M1U/0,8 ml

‘ 17. YHUKAJIEH UAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH WAEHTU®PUKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUHUYHU
ITbPBUYHU OITAKOBKH

Hpe)lBapnTeJmo Hallb/JHCHA CIIPUHIIOBKA

| 1. HUME HA JIEKAPCTBEHUSA NPOAYKT U I'bT(MIIA) HA BBBEXKJIAHE

Tevagrastim 30 MIU/0,5 ml urxeknnonen/uHdy3noHeH pa3rBop
¢duirpactum

s.C.
i.Vv.

| 2. HAYMH HA ITPUJIOKEHUE

| 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4. IHAPTHUJAEH HOMEP

Lot

[5. CBABPIKAHUE KATO MACA, OBEM WU EJUHULIU

0,5 ml

6.  IPYIO
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

Hpe)JBapnTeJmo Hallb/JIHCHA CIIPUHIOBKA

| 1. MME HA JEKAPCTBEHMSI IPOAYKT U MbT(MIIIA) HA BbBEXKIAHE

Tevagrastim 48 MIU/0,8 ml umxkekunonen/uudpy3noHeH pa3TBoOp
¢unrpacTum

S.C.
V.

‘ 2. HAYHUH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NWJIN EJIMHULIN

0,8 ml

| 6. JIPYTO
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b. JUCTOBKA
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JIncroBka: nHpopManMs 3a NOTpeOUTEI

Tevagrastim 30 MIU/0,5 ml nn:kexknnoHeH/nH(py3noHeH pa3TBOp
Tevagrastim 48 MI1U/0,8 ml nnkexkunoneH/nH(py3noHeH pa3TBop

¢unrpactum (filgrastim)

ITpoueTeTe BHMMATENHO USLIIATA JIMCTOBKA, NPeIN 1A 3aM04YHeTe /1a U3M0J13BaTe TOBA
JIEKAPCTBO, Thil KATO TA ChAbP:Ka BazkHa 3a Bac undopmanus.

- 3amazere Ta3u IMCTOBKAa. MOJKe /1a ce HaJO0XH JIa sl MPOYETETe OTHOBO.

- AKO UMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, IONUTaiTe Bamms nekap, papmaneBT uin
MEIHIIMHCKA CecTpa.

- ToBa nekapcTBO € npeanucaHo JuuHo Ha Bac. He ro mpeoTrcTbnBaiite Ha ipyru xopa. To Moxe
Jla UM HaBpE€au, HE3aBUCUMO Y€ IMPU3HAIIUTE HA TAXHOTO 336OHHB3H€ Ca ChIIUTE KAaTO Bamure.

- AKO TIONTyYuTe HAKAaKBH HEXEJIaHU peakllny, yBeaoMeTe Bamus nekap, GpapmarieBT niu
MEAMIIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BB3MOKHU HEXKEIaHN PEaKIINH, HEOITUCAHH B
Ta3u JUCTOBKA. Bukte Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKaA

Kakso npencrasmnsBa Tevagrastim U 3a KakBo ce U3M0I3Ba

KaxBo TpsOBa 1a 3HaeTe, Mpeau aa n3noia3Bare Tevagrastim

Kak nma m3nonssare Tevagrastim

BB3MOKHM HEXXENIaHU PEaKIuu

Kak nma cexpansBate Tevagrastim

CT:Z[T:p)KaHI/Ie Ha OIIaKOBKaTa W JOIIBJIHUTCIIHA I/IH(i)OpMaHI/ISI

WMHCcTpyKIuu 33 MHXKEKTUPAHE OT HalUeHTa

[Tocouenara no-goiy uHMopManus € NpeJHa3HaueHa 3a caMo 32 MEAULUHCKH CIELUAIUCTH

NN E

1. Kaxkso npeacraBasasa Tevagrastim u 3a KakBo ce H3110JI3Ba

Kaxso npeacrasassa Tevagrastim

Tevagrastim e pacrexxeH (akTop 3a 6euTe KPbBHH KICTKH (TPaHyJIOLUT-KOJOHHOCTUMY THPAII]
(baxTOp) M NpUHAUIEKH KbM IPyIIa JIEKapcTBa, HApe4eHU LINTOKUHU. PactexuunTe dakropu ca
IMPOTEHUHH, KOUTO C€ MPOU3BEIKIAAT €CTCCTBECHO B TSJIOTO, HO TC MOTaT Ja C€ Ch3JaBaT M3KYCTBCHO C
HIOMOIITa Ha OMOTEXHOJIOTHATA 3a YIOTpeOa KaTo JiekapcTBo. Tevagrastim aeiictsa, kKaTo cTUMyIupa
KOCTHHS MO3bBK J1a IPOU3BEXa [ToBeYe OeNTi KPBBHU KIECTKU.

3a kakBo ce u3noassa Tevagrastim

Hamanenue na 6post Ha OenuTe KpbBHU KISTKH (HEYTPOIICHHS) MOKE /14 BB3HUKHE MOPAAX Pa3IHyHH
HPUYKHH, ITPU KOETO TSUIOTO € MO-MaJIKO CIIOCOOHO j1a ce 6opu ¢ nHpekuusra. Tevagrastim
CTHUMYJIFpa KOCTHHUS MO3BK J1a POU3BEXaa Obp30 HOBH OEITM KPHBHHU KIIETKH.

Tevagrastim moske 1a ce u3nosi3ea:

- 3a yBelM4yaBaHe Ha Oposi Ha OeTUTe KPHBHU KICTKHU CJIe/ JICYCHHE C XUMHOTEPAITHS 3
MoJIrIoMarate mpeA0TBPATSIBAHETO Ha HH(EKIINH;

- 3a yBeJIM4YaBaHe Ha Opost Ha OeNUTe KPBBHH KICTKH CJICH TPAHCIUIAHTAIMS HAa KOCTCH MO3BK 3a
NPEOTBPATSBAHETO HA UH(DEKIIHH;

- TIPEI XUMHUOTEPATIHS C BUCOKH JIO3HM C IIEJI CTUMYJIHpAHe Ha TPOU3BOCTBOTO Ha TIOBEYE
CTBOJIOBH KJIETKH OT KOCTHHUSI MO3bK, KOUTO MOTAT Jia ObJaT ChOpaHu U BbPHATH 00PaTHO Clie
nedyenurero. Te Morar ma Obaat B3eTH oT Bac wiu ot moHop. CTBOJIOBUTE KIIETKH Iiie Obaar
BBPHATH CIIe/l TOBA B KOCTHHUSI MO3BK, 3 JIa TPOM3BEAT KPHBHHU KIICTKH;

- 3a yBeJM4aBaHe Ha Opos Ha OenuTe KPBBHH KIETKH, aKO CTpagaTe OT TEKKA XPOHUYIHA
HEYTPOTICHUS 3a MPEJOTBPATIBaHE Ha HH(EKIINH;
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- MpH NanueHTy ¢ HanpenHana XM B uHdekius, KoeTo e MoMOrHe 32 HaMaJIsIBaHe Ha PUCKA OT
WHEKITNH.

2. Kakso TpsdBa 1a 3HaeTe, npeau Aa uznosassare Tevagrastim

He u3noJ3Baiite Tevagrastim
- aKo CTe aJepruYHU KbM (PUITPACTUM HIIH KbM HSIKOS OT OCTAHAITUTE ChCTABKH Ha TOBa
JeKapcTBO (M36pOEHH B TOUKa 6).

IIpenynpesxnenust U NpeANnasHl MePKH
I'oBopere ¢ Bammus nexap, ¢papmaneBT il MEAULMHCKA CECTPa, MPEeIH J1a u3nona3pare Tevagrastim.

Mouns, yBegomere Bamuns nexap npeay 3al04BaHe HA JICYCHUE, AKO HMATe!

- CHPIOBUTHOKJIEThYHA aHEMUSI, Thi KaTo TOBA JICKAPCTBO MOKE J]a MPUINHH
CHPIOBUIHOKJIEThYHA KpH3a.

- ocreoropo3a (KOCTHO 3a00JIsIBaHe).

I'oBopere He3abaBHO ¢ Bamust jiekap 1mo Bpeme Ha JiedeHHeTo ¢ Tevagrastim, ako:

- BHE3AITHO Pa3BHETE MPU3HAIM Ha aJeprHs, KaTo 00pHB, ChbpOEeK MM yPTHKApHS MO KOXKaTa,
OTOK Ha JIUIIETO, YCTHUTE, €3MKa MU IPYTH YaCTH Ha TSIIOTO, 3a4yX, XPHITOBE WU 3aTPYAHEHO
JWIIaHe, ThH KaTo Te MOTaT Ja ObJaT MPU3HAIM Ha TEXKa aJlepriyHa PeaKius
(CBPBXUYYBCTBHUTEIIHOCT).

- YCTaHOBUTE ITO{yBaHE HA JIMIETO MM TJIe3EHNUTE, KPBB B ypHHATA WM KadsBO OIBETSIBAHE
Ha ypUHATa, UK 3a0eIeKUTE, Ye yPUHUPATE MO-MaJIKO OT OOMYAfHOTO
(rmomepynonedpur).

- MoYyBCTBaTe (KopeMHa) O0JIKa B TOpHATA JIsIBa 4acT Ha KopeMa, O0JIKa OTIIABO oI pedpaTa
WJIM B TOPHATA YacT Ha paMoTO (TOBa MOXKE JIa Ca CUMIITOMH Ha YBEJIHYCHa CIIe3Ka
(cruteHOMeTranMs) WM Bh3MOXKHA PYIITYpa Ha Clie3KaTa).

- 3abenexuTe HeoOMUaitHO KbpBEHE UM CHHUHHM (TOBa MOXeE J]a ca CUMIITOMHU Ha
HaMaisBaHe Ha Opost Ha TpOoMOOLUTHTE (TPOMOOIIUTOIIEHHS), C HAMAaJIeHa CIIOCOOHOCT 3a
ChCHpBaHE Ha KpbBTa Bn).

- MMaTe CHMITOMH Ha BB3IAJICHNE Ha aopTaTa (TOJIEMHAT KPBBOHOCEH ChJl, KOWTO IpeHacs
KPBBTa OT CHPIETO KbM OCTaHAJIaTa YacT Ha TsU10To). ToBa ce cho0IaBa psIko Mpy paKkoBO
OOJIHM MAIIMEHTHU U NIPU 3ApaBu AOHOpH. CHMITOMHTE MOTAT Ja BKJIIOYBAT TOBHUILICHA
TeMIIepaTypa, KopeMHa 00JKa, Hepa3noiokeHne, 00Jika B I'bpOa U MOBHUILIECHH MapKepH Ha
BB3nasieHneTo. MHpopmupaiite Bamms nekap, ako NOIyYuTe TE3W CHMIITOMH.

3ary6a Ha 0TroBOp KbM (puiarpacTum

Axo noiyduTe 3ary0a Ha OTTOBOp MJIM HEeycCIleX IPH MOAAbPKAaHE Ha OTTOBOP IIPH JICUCHHUE C
¢unrpactum, Bammar nekap 1e u3cienBa NpUIMHUTE 3a TOBA, BKIIOYUTEIHO TN CTE PA3BIIIU
aHTHUTEJa, KOUTO HEYTPaIU3UPaT IEHCTBUETO Ha (DUITPACTHM.

Bammsar nexap moxxe aa moucka na Bu Habmo1aBa BHUMATEITHO, BIDKTE TOYKA 4 OT JIMCTOBKATA.

AKO CTe NalMeHT ¢ TeKKa XPOHUYHA HEYTPOIICHHUS, MOXKE J]a CTe M3JI0’KEHH Ha PUCK OT pa3BUTHE Ha
pak Ha KpbBTa (JeBKEMUS, MACIOANCIUIACTHYEH cuHApoM). TpsdBa qa pazroBapsiTe ¢ jgekaps cu
OTHOCHO PHCKOBETE JIa pa3BUETE 3IOKAYCCTBEHH 3a00sIBAHIS Ha KPBBTA M KAKBH U3CIICABAHUS TPSOBA
Jla ObJIaT HAIPaBeHU. AKO pa3BHETE WM MMa BEPOSTHOCT Jia pa3BHETE 3JIOKAUESCTBCHU 3a00IsIBAHUS Ha
KPBBTa, He TpsOBa Ja u3mos3Bare Tevagrastim, ocBeH ako He MOTydYHTe yKa3aHHs 38 TOBA OT JIeKapst
CH.

AKO cTe JIOHOp Ha CTBOJIOBH KJIETKH, TPsIOBa Ja cTe Ha BB3pacT Mexay 16 u 60 roguam.
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O0BbpHeTe crIenMaJHO BHHMAaHUE NPH ynoTpedaTa Ha APYrd NPOIAYKTH, KOUTO CTUMYJIHPAT
OesiuTe KPbBHM KJIETKH

Tevagrastim e npeacraBuTen Ha rpyna MPOAYKTH, KOUTO CTUMYJIUPAT IPOU3BOACTBOTO Ha Oen
KPBBHH KJICTKH. MEIMLIMHCKUAT CIICIMAINCT, KOMTO ce rprxu 3a Bac, TpsiOBa BUHAryu 11a 3ammcsa
TOYHHUS IPOAYKT, KOMTO U3IOJI3BATE.

Jpyru nekapcrBa u Tevagrastim
Tps6Ba na xaxere Ha Bamus nexap win papmarieBT, ako U3I0I3BaTE, HACKOPO CTE U3IOI3BAIU UM €
BB3MOJKHO J1a M3I0JI3BaTe APYTH JIEKAPCTBA.

BpeMeHHOCT 1 KbpMeHe
Tevagrastim He e npoy4BaH pyu OPEMEHHH KEHH WITH )KEHU, KOUTO KbPMSIT.

Tevagrastim He ce npenopb4Ba 110 BpeMe Ha OPEMEHHOCT.

BaxHzo e na kaxere Ha Bamus nekap, ako:

e cTe OpeMeHHa W KbpMUTE

e cMsiTaTe, Y€ MOXKeE Jla cTe OpeMeHHa MU

e TUIaHUpaTe OPEMEHHOCT.
Axo 3abpemeHeeTe 110 BpeMe Ha JieueHue ¢ Tevagrastim, MoJisi, yBeroMere jiekapsi Ci. AKO H3I0JI3BaTe
Tevagrastim, Tpsi6Ba 1a crpere 1a KbpMHTeE, OCBEH ako Jekapst Bu He Bu nocsBeTBa apyro.

Hlodupane u paéora ¢ MAIIMHU

Tevagrastim moxe 1a oBMsAe B MaJIKa CTENeH crocoOHOCTTa Bu 32 modupane u pabora ¢ MaluHH.
ToBa JiekapcTBO MOXKE Aa MPEeAU3BUKa 3aMasgHOCT. [IpenopbunTEeNnHO € 1a u34akare U Ja BUAUTE KaK ce
YyBCTBaTe, CJIJ] KATO CTE M3MOJI3BAJIM TOBA JIEKAPCTBO U Npeau modupaHe Wi pabota ¢ MalTUHH.

Tevagrastim cbabp:ka copouTo.I
ToBa nexapcTBo chabpka 50 mg copOUTON BBB BCeKkH ml.

3a UHMPABEHO3HO NPUTIOHCEHUE

CopOuTobT € M3TOYHHK Ha GpykTo3a. Ako Bue nnm BameTo gete nmare HaciaeacTBeHA
HETMIOHOCUMOCT KbM (PpyKTO3a, PAIKO TeHETHYHO 3a0o0isBaHe, He TpsiOBa na Bu ce mpuiara ToBa
aexapctBo. [laneHTHTE C HacIeICTBEHA HETOHOCHMOCT KbM (PYKTO3a HE MOTaT Ja pasrpaxiaar
(hpyKkTO3aTa, KOATO C€ ChIbpPXkKa B TOBA JIEKAPCTBO, KOETO MOJKE J1a MPUYUHH CEPHO3HU HEXKETaH!
peakmum. TpsOBa na nadopmupare Bamms nexap npeau na Bu 0bae MpHIToKeHO TOBA JIEKApCTBO, aKO
Bue nnu Bamero nete nMate HacieACTBEHa HEMOHOCUMOCT KbM (hpyKTO3a min ako Bamero nete
Bede He MOJKe JIa IpreMa CIIJKH XPpaH! WK HAIIUTKH, 3all[0TO My MPHIIONIABA, TIOBPBINA HITH
I1oJIiydaBa HEIPUATHHU yCCUIaHHUA KaTO NOAYBAaHE HAa KOpEMa, KOPEMHHU CITasMU WJIN JUapUsi.

Tevagrastim cbabpKka HATPHiA

To3u jekapcTBEeH MPOAYKT ChAbPXKA HATPHA, 10 Masiko ot 1 mmol (23 mg) Ha eaHa MpeaBapUTETHO
HaI'bJIHEHA CIIPUHIIOBKA, T.€. IPAKTUYECKH HE ChIbpiKa HATPUH.

3. Kak na m3nomsBare Tevagrastim

Bunaru usznosnsBaiite ToBa JIiekapcTBO TOUYHO KakTo Bu € kazan Bammust jgekap. AKo HE CT€ CUTYPHU B
Helllo, monuTtaiTe Bamus nexkap uinm GpapmarieBT.

Kak ce npuaara Tevagrastim u KakBo KOJIM4eCTBO TPAGBA 1a npueMam?
Tevagrastim 0OMKHOBEHO Ce Tpujiara KaTo eXeIHCBHA MHXKEKITUS B TTOJIKOKHATA ThKaH (HapuIaHa
MOJIKOKHA MHXKeKIus ). Toll MOXke Jja ce mpuiiara ¥ Kato eXeHCBHA OaBHA MHKCKIUS BbB BEHATa

(HapuvaHa uHTpaBeHO3HA MH(Y3uUs). OOnuaiiHaTa 1032 Baprpa B 3aBUCUMOCT OT 3a00JISIBAHETO H
terioTo Bu. Bammsit nekap me Bu kaxe kakBo koiamdecTBo Tevagrastim TpsiOBa a mpremare.
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TMarnueHTH ¢ TpaHCIITAHTAIIUS HAa KOCTEH MO3bK CJIe]] XUMHUOTEePAaIIus:

OOuKHOBEHO MHpBaTa 7032 Tevagrastim e Bu 6b/1e mpunoskeHa Haii-mainko 24 yaca cien
XUMHOTEpanusiTa 1 moHe 24 Jaca ciiea KaTo ¢Te OMJIH MOJI0KEHH Ha KOCTHO-MO3bYHA
TPaHCIUIAHTAIIHS.

Bue wim xopata, KOuTo ce rprkart 3a Bac, Moxxe 1a Ob1eTe 00yueHH Kak Jia IpujiaraTe moJKOKHUTE
WHXEKIINH, 33 Ja MOXKETe J1a MPOJABIDKUTE JISISHUETO CH B TIOMaIIHU ycioBus. He TpsiOoBa obade na ce
OTIMTBATE J]a M3BBPIBATE TOBA, IPEIN IIBPBO Ja CTE MOIXOAIIO O0yUeH! OT Bamms MeauImHCKI
CITEI[HAJIUCT.

KoJiko abiaro TpsioBa na npuemam Tevagrastim?

Tps6Ba na npuemare Tevagrastim, gokaro 6post Ha Genute Bu KpbBHM KJIeTKH ce HopManu3upa. [lle
ObJaT N3BHPIIBAHY PEIOBHH KPBBHU U3CIIEABAHUSA 3a TIPOCIIeIsIBaHe Ha Oposi Ha OeUTe KPHBHU
KIEeTKH B Ts10TO Bu. Jlekapsat Bu mie Bu kae koo abiro TpsAOBa mga npuemare Tevagrastim.

Ynorpeda npu gena

Tevagrastim ce U3MoJ3Ba NPU JICUCHUE HA JIEla, KOUTO Ca MOI0KEHH HA XUMMHUOTEPAIUs UM CTpaaT
OT M3KIFOUYMTETHO HUCHK Opoii Ha OemnTe KPhbBHU KJICTKHU (HeyTporeHus). Jlo3ara mmpu nema,
MOJIJIOKCHHA HA XUMHUOTEPAIHsl, € ChIaTa KaTo MPH Bh3PACTHH.

AKO cTe U3M0/I3BA/IN MOBeYe OT HeoOxoaumara go3a Tevagrastim

He yBennuagaiite nozata, kosto Bamusat nexap Bu e nan. Ako cTe U3Mon3Baid OBEYE OT
HeoOxomumara no3a Tevagrastim, TpsiOBa 1a ce cBbpikeTe ¢ Bamms nexap uinn hapManeBT Bb3MOKHO
Hal-0Bp30.

AKO cTe ponmycHaIu 1a u3noJssare Tevagrastim
AKO CTe MpOITyCHAIM WHXKEKIUS MU CT€ WHXKEKTUPAIIM TBBPIE MAJIKO, CBhpXkeTe ce ¢ Bamus nekap
BB3MOXKHO Haif-ckopo. He B3emaiiTe nBoifHa /1032, 3a Jla KOMIIEHCUPATE MIPOIYCHATUTE JIO3HU.

AKO UMate HIKaKBH JIOITBIHUTEIHHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBA JISKAPCTBO, MMOMUTANTE
Bamms nekap, hapmarneBT nim MEAUIIMHCKA CECTpa.

4, Bb3MOKHE HeKeTaHU PeaKIun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAN3BHUKA HEKCIIAaHU PpE€aKIIUK, BBIIPEKU Y€ HC
BCCKH I'l [T1O0JTy4aBa.

BaskHu He:xeJIaHH JICKAPCTBCHU PCaKIUU

BaxHo e na ce cBbpikere ¢ Bamus nekap BeaHara

- aKo TIOJIyYUTE aJIEPrUYHA PEaKIns, BKIIOUUTEIHO cI1a00CT, CliajaHe Ha KphBHOTO HaJsTaHe,
3aTpyIHEHO JMIIaHe, oJyBaHe Ha IUIeTo (aHadalakchs), KoKeH 00puB, chpoOsil 0OprB
(ypTukapusi), mogyBaHe Ha JUIIETO, YCTHUTE, YCTaTa, €3MKa UK I'bPJIOTO (AHTHOENIEM) U
3aTpyJHEHUE B TUIIAHETO (IUCITHES).

- aKo MMarTe KalllJHIla, HOBUIIeHa TeMIIEpaTypa U 3aTpyAHEHUE MIPU JUIIAHETO (JUCIIHEs ), Thik
KaTo TOBa MOXeE Ja € MPU3HAK 332 OCTHP PECIIUPATOPEH AUCTPEC CUHIPOM.

- aKo MMate yBpexaaHe Ha Ob0perute (TmoMepynoHepuT). YBpexkaaHe Ha Ob0penuTe ce
Ha0IroaBa IpH MalueHTH, TpueManu ¢puiarpactuMm. Obamere ce BeaHara Ha JeKaps CH, ako
MOJIYYUTC MOANYXHAJIOCT HA JIMIETO WU ITIC3CHUTC, KPBB WJIN Ka(i))lBO OIBCTABAHC Ha ypuUHAaTa
WM aKo 3a0eNexuTe, ue YpHHUPATE MTO-MaIKo OT O0MYaitHOTO.

- aKO UMaTe HAKOA OT I/I36pOGHI/ITe NI KOM6I/IH3HI/I$[ OT CJICAHUTE HEKCIIaHNU pCaKIINU:
® [0JyBaHE WM NOJIyXHAIOCT, KOETO MOXKE J1a € CBBP3aHO C MO-PSIIKO YPUHHUPAHE,

3aTpyHEHO JHINAHE, TI0lyBaHe Ha KOpEMa U YyBCTBO 3a ITBJIHOTA U O0III0 YyBCTBO HA yMOpa.
Te3u cumntoMn 0OMKHOBEHO Ce pa3BUBAT OBP30.
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ToBa MOe a ca CUMIITOMH Ha ChCTOSIHUE, HAPEUEHO ,,CHHAPOM Ha HapyllleHa KalnuispHa
NPOMYCKJINBOCT’, KOETO MIPUYMHABA U3THYAHE HA KPbB OT MAJIKUTE KPHbBOHOCHH CHIOBE B
TAJIOTO U C€ HY’KJlae OT CIIeNTHa MEJUIIMHCKA TOMOIII.

- aKo UMaTe KOMOMHALUS OT CIIEAHUTE CHMITOMH:

e T[IOBUIIIEHA TEMIIEpAaTypa WIK CTYCHH TPBIIKH, WIN CHIIHO yCEIllaHe 3a CTY/]l, IOBUIIEHA
CHpZICYHA YECTOTa, OOBPKAHOCT WM I€30PUEHTALNS, 3alyX, MHOT'O CHJIHA O0JIKa I
IUCKOM(OPT U JIETIKaBa MM IOTHA KOXKa.

ToBa Mo’e /1a ca CUMIITOMH Ha 3a00JIsIBaHe, HApEUeHo ,,Cercuc’’ (HapeyeHo ChIIO ,,0TpaBsSHE Ha

KpBBTa“), TeXKKa MH(EKLNS ¢ Bh3NATUTEICH OTTOBOP, 3acsrall ISUI0TO TS0, KOETO MOJXKE 1A €

KMBOTO3aCTPALIABAIIO U U3UCKBA CIIEIIHA MEAUIMHCKA IIOMOLL.

- aKo ToYyBCTBaTe (KOpeMHa) OOJIKa B TOpHATA JISIBAa YacT HA KOpema, 00JIKa OTIISIBO IO/
pebpara uiam B TopHaTa 4acT Ha paMoTO, Thil KaTo MOXe Ja uMa mpobJieM che cie3kaTa Bu
(yBennueHwne Ha cie3kaTa (CIUIEHOMETalHs ) WK CIIyKBaHe (PyITypa) Ha cle3KaTa).

- aKo ce JIEKyBaTe 32 TeXKa XpOHHUYHA HEYTPOIIEHHUS ¥ UMaTe KPbB B ypUHATA (XeMaTypus).
Bb3moxxHO € Bamusr nekap penoBHO J1a u3cie1Ba ypuHara By, ako Ioy4ure Ta3u HexenaHa
peakuus WM ako B ypuHata Bu Obe ycTaHOBEHO HajaM4He Ha IPOTEHH (IPOTEHHYPUS).

Uecra HexenaHa peaknys oT IpUIoKeHneTo Ha Tevagrastim e 6oskaTa B MyCKYJIMTE HIJIH KOCTUTE
(MycKymHO-CKenleTHa 00JIKa), KOsITO MOKe Jia ce OOJIEKUH C MIPUEMaHeToO Ha CTaHIapTHH

0O0JIKOY CTIOKOSIBAIIH JIeKapcTBa (aHANTeTUIH). [Ipy manuenTy, moaoKeHn Ha TPaHCIUIAaHTAIKS Ha
CTBOJIOBH KJIETKH HJIM KOCTEH MO3BK, MOKE /Ia CE MPOSBHU PEaKIHsl Ha IPUCAIKaTa CPelry mprueMaTess.
ToBa e peakuys Ha NPUCAJECHUTE KIETKU CpPELLy NallMeHTa, Ha KOUTO ce mpucaneHu. [Ipusnauure u
CHUMIITOMHTE BKJIFOUBAT OOPUB IO JIJIAHUTE Ha PBIIETE WK CThIIaJIaTa Ha KpaKaTa U 3B U PaHH B
ycTaTa, YepBara, YepHHs Ipo0, KoyKaTa WM O9uTe, OennTe 1poOoBe, BarnHaTa M CTaBUTE.

[Tpu 31paBu TOHOPH Ha CTBOJIOBH KJISTKH MOJKE Ja ce HaOJIr0/1aBa MOBUIIIaBaHEe Ha Opos Ha Oenute
KPBBHH KJIETKH (JIEBKOIIUTO3a) M TIOHWKaBaHE Ha Opost Ha TpoMOouTHTe. TOBa TOHM)KaBaHE Ha
TpOMOOIIUTHTE HaMaJIsIBa CIIOCOOHOCTTA Ha KPpBhBTa BU aa ce cheupBa (TpoMOonmTonIeHus ). Bammsr
JieKap IIe e 3a TSX.

Mo:ke na MOJIyYHTE CJICIHUTE HEKECJIAHU JICKAPCTBCHU PEaKIUM:

Mmnozo wecmu (Morart na 3acerHat nosede oT 1 Ha 10 gymm):
e T[IOHMXKaBaHE Ha OPOS Ha TPOMOOIMTHTE, KOETO HaMallsiBa CIOCOOHOCTTA Ha KPBBTA JIa ce
ChCcHpPBa (TPOMOOIIUTOTICHUS )
HHUCBHK OpOH Ha YepBEHUTE KPBHBHU KIECTKHU (AHEMU)
ri1iaBo0ome
Japus
NOBpBIIAHE
rajieHe
HeoOHu4aiiHa 3ary0a Wi U3THHSIBaHE Ha KocaTa (aJIOTerus)
oTnagHaioct (ymopa)
00JIE3HEHOCT ¥ OTOK Ha JIMraBULIATa HAa XpaHOCMUJIATeNIHATa CUCTEMa OT ycTara JI0 aHyca
(BB3MATICHHUE HA JINTABUIIATA)
e TIOBHIIICHA TeMIIepaTypa (TTMPEKCH)

Yecmu (morat na 3acersat o 1 Ha 10 gymm):

BB3NaJIeHHE Ha OenuTe IpoOoBe (OpOHXHT)

UH(DEKIMS Ha TOPHUTE TUXATESIHU IHTUILA

UH(EKIMS HAa MUKOYHHUTE TBTHIIA

HaMaJeH aneTHT

0e3chHHe (MHCOMHHS)

3aMastHOCT

HaMaJIeHa YyBCTBUTEIHOCT, 0COOEHO Ha KOXKaTa (XMIIOSCTE3Hs)
MpaBy4YKaHe WM U3TPBIIBaHE HA PBLETE U CThIIANaTa (IapecTesus)
HHCKO KPBBHO HaJIsIraHe (XUIIOTOHUS)
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BHCOKO KPBBHO HaJsraHe (XUMepTOHH)

KallT|ia

M3KallUIAHE Ha KPBB (XeMONTH3a)

0o0JiKa B ycTaTa u IupiioTo (opodapuHreanta 00Jka)
KBPBEHE OT HOCA (ETICTAKCHUC)

3ameK

0oJka B ycraTta

YBEJIMYECHUE HA YePHHS APO0 (XermaToMerams)
o0OpuB

3auepBsBaHe Ha KOkaTa (epuremMa)

MYCKYJIEH CIIa3bM

Ooka rpu ypuHHpaHe (Au3ypus)

00JKa B I'bpauTe

6onka

obma cnaboct (acTeHust)

001110 HEPA3ITIOJIOKCHHE

MoJTyBaHe Ha phlieTe U cThianara (nepudepeH OToK)
yBeJIHYEHHE Ha OIpeIe]ICHN €H3UMH B KPBBTA
MPOMEHH B XUMHUYHHUTE KPHBHU TTOKA3aTEIH
peakuusi KbM NpEeTUBaHETO

Heuecmu (mMorar na 3acersart mo 1 Ha 100 mymm):

TTOBUIIIaBaHE Ha Opost Ha OeuTe KPBBHU KIETKH (JIEBKOITUTO3a)

ayepruyHa peakius (CBPbXIyBCTBUTEITHOCT)

OTXBBPJISIHE HA TPAHCIUIAHTUPAHHS KOCTEH MO3BK (peaKins Ha MPHCaaKaTa Cpemnry
rpueMaTerns)

BUCOKU HHBA Ha MMUKOYHA KHCEIMHA B KPHBTA, KOETO MOXKE J]a ITPEU3BHKA MoJIarpa
(xunepypekemusi) (IIOBUIIICHA MTUKOYHA KUCEIIMHA B KPBHBTA)

yBpEeXAaHe HA YepHHS APOO, MPUUMHEHO OT 3aIlylIBaHe Ha MaJKHUTE YepHOAPOOHU BEHU
(BeHOOKITYy3UBHA O0JIECT)

OemuTe npoOoBe He (QYHKIIMOHUPAT KAKTO TPSIOBA, KOSTO MPUIHHIBA 3a0yX (IUXaTeirHa
HEJI0CTaTHYHOCT)

MOTyBaHe U/UIIM TEUHOCT B Oenute ApoOoBe (0enoapobeH eaem)

BBb3MajJcHUE Ha OenuTe Apo0oBe (MHTEepCTUIIMAIHA OenoApoOHa 00JIeCT)

MpOMsIHA B pEHTTeHOBAaTa CHUMKa Ha Oenure IpoboBe (OenoapobHa HHPUITpAIIKs)
KbpBeHE OT Oenute apoboBe (0e101poOeH KPHBOU3IIUB)

HEIOCTaThYHO yCBOSIBAHE Ha KMCIOPOAa B OenuTe 1poOoBe (XUIOKCH)

HaJIUTHAT KO>KEH 00pHB (MaKyJomnamnysio3eH o0puB)

3a0o0JsABaHe, KOETO HAMAJIsBa IUTHTHOCTTA HA KOCTUTE, TIPABH T TI0-CI1a0H, TIO-KPEXKU U
MOJATINBY Ha CYYIBaHe (0CTE0Nopo3a)

peaxIys Ha MSCTOTO Ha WH)KCKTUPaHE

Peoku (morat na 3acernat no 1 va 1000 qymm):

cuitHa 00JIKa B KOCTUTE, ThPJHTE, YepBaTa U CTABHUTE (ChPIOBUAHOKIETHYHA aHEMHUS C KpU3a)
BHE3aIlHa )KMUBOTO3acTpallaBaliia ajepruyta peakius (aHapuiIiakTuIHa PeaKius)

00JIKa ¥ MOJlyBaHe Ha CTaBHTE, MOA00HO Ha rmojaarpa (IceBaomnoaarpa)

[IPOMSIHA HA HAYMHA 110 KOMTO Bamust opraHu3bM perynupa TEUHOCTHTE, KOETO MOXKE Ja
JIOBEJIe JI0 IOy XBaHe (IncOanaHc Ha TEUHOCTUTE)

BB3MAJICHHE HA KPhbBOHOCHUTE ChIOBE B KOXKaTa (KOXKEH BaCKYJIHT)

THMHOBHOJICTOBO OIIBETEHH, HAIMTHATH, OOJIC3HCHU PaHU 110 KPaHUIIMTE, a IOHSKOTa U 110
JIMIIETO W IIUATA, C IOBUINICHA TeMIieparypa (CHHIpOM Ha Sweet)

BJIOIIABaHE HA PEBMATOUJICH apTPUT

HeoOWYaliHa MPOMsIHA B ypHHATA

HaMaJeHa KOCTHA TITHOCT
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e BB3MAJCHHUE Ha aopTaTa (FoJeMHAT KPHBOHOCEH ChJl, KOMTO MpeHacst KpbBTa OT ChPIIETO KbM
OCTaHajaTa yacT Ha TSUIOTO), BIJKTE TOUKa 2
e 00pa3yBaHe Ha KPbBHH KJIETKH U3BBbH KOCTHUS MO3BK (EKCTpaMeayiapHa XeMoIoesa)

Chol01aBaHe Ha HeKeJIAHHU PeakInu

AKO TIOJTy4YHUTe HIKAKBH HEXEJIaHU JICKAPCTBEHU peakiluu, yBeJoMeTe Baius iekap, GpapmarieBT wiu
MEIUIMHCKA cecTpa. ToBa BKIIOUBA BCHUKH Bb3MOXKHU HEOMMCAHU B Ta3W JIMCTOBKA HEXETaH!
peaknuu. Moxere ChIIIo J1a ChOOIUTE HeXKENaHH PeakIuK JUPEKTHO Ype3 HAllMOHATHATA CUCTEMa 3a
crobmaBane, mocodeHa B llpunoxkenue V. Kato cr001maBare HeXxXeIaHu PEaKInK, MOXKETE Ja TaIeTe
CBOSI IPUHOC 3a MOJy4YaBaHE Ha MOBeYe UH(POPMAIHs OTHOCHO O€30MaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Tevagrastim
Ja ce cpxpaHsiBa Ha MsCTO, HEOCTBITHO 32 JIela.

He u3non3Baiite TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, OTOENsI3aH BEPXY KapTOHEHATa OMaKOBKa
cnen "T'oxen no:" u BpXy NpeaBapyUTENIHO HalTbiHeHaTa cripuHiioBka cies "EXP". CpokbT Ha
TOJHOCT OTrOBapsl Ha MOCTEIHNUS IEH OT TOCOYEHHUS MECeIl.

Cobxpanssaiite B xnamuiHuk (2 °C — 8 °C).

B pamkuTe Ha cpoka Ha TOJHOCT | 3a LIEJUTE Ha aMOyllaTOpHATa yrioTpeda MpoAyKThT MOXKeE Ja ce
m3Baau ot xuaamiauka (2°C - 8°C) u ma ce cpxpansBa npu TeMirepaTypa 10 25°C eTHOKpaTHO 3a
nepuos 10 4 mHU. AKO HE ce M3MOJ3Ba B paMKHUTE HA 4 THU, TPOIYKTHT MOXKE JIa C€ BHPHE B
xmanunauka (2°C - 8°C) no natara Ha U3THYaHE Ha CpOKa HA TOTHOCT. MI3XBBHpIIeTe CIPUHIIOBKHUTE,
aKo ca ChXpaHsBaHU Ipu Temiiepatypa Haj 8°C B NpoIbiKEHUE Ha TTOBeYe OT 4 JTHU.

He u3non3paiite ToBa JICKapCTBO, aKO 3a6eHG)KI/ITe, 4€ € MbTHO HMJIM MMa BUJWUMH YaCTUIIU.

He m3xBopistiiTe nekapcTBara B kaHanuzanusta. [lomuraiite Bamms dpapmareBT Kak 1a H3XBHPIATE
JIeKapcTBaTa, KOWTO Bede He U3Moi3BarTe. Te3n MepKH Ie CIIOMOTrHAT 3a Olla3BaHe Ha OKOJHATa Cpefa.

6. Cun,pmalme Ha OMAaKOBKAaTa U J10IIbJHUTEC/IHA I/IH(l)OpMaIIHﬂ

KaxkBo chabpika Tevagrastim
- AKTHBHO BelecTBO: punarpactuM. Beekn ml nmkekipoHeH/MH(PY3MOHEH Pa3TBOP ChIbpKa
60 munnona mexayHapoauu enuauny [MIU] (600 mukporpama) punrpactum.
Tevagrastim 30 MIU/0,5 ml: Bcsika mpeaBapuTeIHO HAbIHEHA CIIPUHIIOBKA
chabprkad0 MuaHoHa MekayHapoaan eaunuuny [MIU] (300 mukporpama) ¢unrpactam B 0,5 ml
pasTBop.
Tevagrastim 48 MIU/0,8 ml: Bcsika mpeBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA ChIbPKa
48 mumona mexyHaponau exuaum [MIU] (480 mukporpama) ¢punrpactum B 0,8 ml pasztsop.
- Jpyru cbcTaBKU: HATPHEB XUIPOKCHI, JIEICHA OIIeTHA KucennHa, copouton (E420),
nonucopbar 80, Boaa 3a MHXKEKIIHH.

Kaxk usrie:xkna Tevagrastim U KakBo cbIbpiKa OIIAKOBKATA

Tevagrastim e HH)XEeKIHOHEH/MH(PY3HOHEH pa3TBOP B MPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA.
Tevagrastim e 6uctpa u Oe31BeTHA TeUHOCT. Beska mpeaBapUTENHO HAITbIHEHA CIPUHIIOBKA ChIbPKa
i 0,5 ml, wm 0,8 ml pa3TBOp.

Tevagrastim ce npeasara B OMakoBKH OT 1, 5 nin 10 nmpegBapuTeTHO HATBIHEHN CIIPHHIIOBKH WIIN
IpynoBH omakoBKy 1o 10 (2 onakoBKM 1O 5) NpeaBapUTEIHO HAIBIHEHU CIIPUHIIOBKH C
WH)KEKIIMOHHY WTJIM ChC WK 0e3 mpeamna3uTen 3a uriata. He BCHYKHM BHIOBE ONTAaKOBKH MOTaT Ja
ObJaT MmycHaTu B poaaxoa.
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IIpuTe:kaTes HA pa3pelIeHHETO 3a yNOoTpeda
TEVA GmbH
Graf-Arco-Strale 3

89079 Ulm
T'epmanust

IIpousBoagureJ
Merckle GmbH
Graf-Arco-Stralte 3
89079 Ulm

T'epmanus

3a nomreITHMTENHA HHPOPMAIHS OTHOCHO TOBA JIEKApCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NpeACTaBUTEN Ha MIPUTEXKATENS Ha pa3pellieHneTo 3a ynoTpeoa:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Bwarapus
Tesa ®apma EAJ]
Ten.: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

Deutschland
TEVA GmbH
Tel: +49 73140208

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000
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Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tel/Tel: +32 38207373

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel.: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524



Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.1.
Tel: +39 028917981

Kvnpog
TEVA HELLAS AE.
EXLGda
TnA: +30 2118805000

Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67323666

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117

I[aTa Ha IMOCJIECIHO nMpepasrjaekaane Ha JUCTOBKaTa

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara areHnus

10 JiekapcTBaTa https://www.ema.europa.eu.

7. HNHceTpyKknmu 3a HHKEKTHPaHe OT NalieHTa

To3su pa3zaen cbappxa HH(GOPMAITUS OTHOCHO TOBA, KaK ca MUA CH HANPaBUTE WHKEKITHS
Tevagrastim. BaxxHo € 71a He ce OIMUTBATE Ja CH MTPaBUTE CaMU MHXKEKITUS TIPSIN Ja CTE IOy IHITH
crieruaiHo obydeHue oT Barmus iekap Wiv MEIUIIMHCKA cecTpa. AKO HE CT€ CUTYPHU OTHOCHO
CaMOCTOATEITHOTO UHKCKTHUPAHE WU UMaTe HSIKAKBU BBIIPOCH, MOJISL TOMCKaNTEe oMol oT Bamus

JICKap WJIn MECAUIMHCKA CECTpaA.

BaxHo € 1a u3XBHpIsATE U3MOI3BAHUTE CIIPUHIIOBKH B HEIIPOOHUBaeM KOHTEHHEP.

Kak 1a moctaBsi caM MHIKeKIUATA cu Tevagrastim?
TpsiOBa J1a MOCTaBUTE MHKEKIUATA CU B ThKaHTa TOYHO TOJ] KOokaTa. ToBa € U3BECTHO KaTO MOJAKOXKHA
utkekiust. HeoOX0uMo € TIOCTaBSIHETO Ha MHXKEKI[UATA J1a CE U3BBPINBA MPUOIM3UTEIHO MO eHO U

CBIIIO BpEME BCEKHU JCH.

ToBa, 0T K0€TO ce Hy:KIaeTe

3a a cu HaTpaBUTE MOAKOKHA HHXKEKIUS CEe HYXKAeTe OT:

- MpeIBAPUTEIHO HallbJIHEHA CIIPUHIIOBKa Tevagrastim;

- TaMIIOHU, HATIOSHH C aJIKOXOJI WK HEIIO OJ00HO;

- HenpoOuBaeM KOHTeWHep (IU1acTMacoB KOHTEWHEP, OCUTYPEH OT OOJTHUIIATA WIIH anTeKaTa) 3a
0e30macHO M3XBBPIISHE Ha YIIOTpeOeHaTa CIPUHITOBKA.

Kakpo TpsioBa 1a HanpaBsi MPeIN 1a CH MHKEKTUPAM MOJAK0:KHO Tevagrastim?

1. [TocTaBsiiTe HHKEKITAATA CH TPHOIM3UTEITHO IO €IHO M CHIO BPEME BCEKH JICH.
2. N3Bagere Bamrara mpeaBapuTeTHO HAITBIHEHA CIIPUHITOBKA Tevagrastim oT XJIauiTHUKA.
3. [IpoBepeTe cpoka Ha TOHOCT BBPXY €TUKETA Ha MPEABAPUTEITHO HAITBIHEHATA CIIPUHIIOBKA

(FOZ[CH Z[OZ). He H3HOH3BaﬁTC, aKoO gararta € CJICA NOCJICOHUA ICH OT IOCOYCHUA MECCCII.


https://www.ema.europa.eu/

~

[MpoBepete BbHIIHMSA BUA Ha Tevagrastim. TpsOBa na npeacrasisiBa Ouctpa u Oe3BeTHA
TeuHocT. He TpsiOBa na ro n3nomnssare, ako ChIbpka BUAUMH YaCTHLIH.

3a na Bu e mo-Manko HEmpUATHO, OCTaBETe NMPEIBAPUTEITHO HATbJIHEHATa CIIPUHIIOBKA 32

30 MUHYTH J1a TOCTUTHE CTaifHa TEMIIepaTypa WilH s 3aAPBKTe BHUMATEIHO B PbKa 3a HIKOJIKO
munyTH. He 3arpsBaiite Tevagrastim 1o HUKaKbB Jpyr HAYMH (HapUMeEp, He TO 3arpsBaiTe B
MHUKPOBBJIHOBA [1€YKa WIX B TOpeIa BOAa).

He otcTpaHsBaiiTe peAna3uTeNs Ha CIPUHIIOBKATa, JOKATO HE CTe TOTOBH 3a IMOCTABSIHETO Ha
MHXKEKIHATA.

H3muitme cmapamenno pvyeme cu.

H36epere yno06HO, T0OpE OCBETEHO MSICTO U IIOCTaBETE BCUYKO HEOOXOAUMO Ha JJOCTHITHO
pascrosiHue (IIpeJBapUTEIHO HATbJIHEHATa CIIPUHIIOBKA Tevagrastim, HAMOCHUTE ChC CITHPT
TaMIIOHH ¥ HENpOoOMBaeMusi KOHTEHHED).

Kaxk 1a noarorss cBosita Tevagrastim unskexnus?

[Ipenn na cu umxektupare Tevagrastim, TpsiOBa 1a HaNPaBUTE CIEAHOTO:

XBaHeTe CIPUHIIOBKATA ¥ BHUMATEIIHO MaxHeTe IIpena3uTens Ha uriiata 0e3 BppTeHe.
WznppnaiiTe HanpaBo, KakTo € moka3aHo Ha purypu 1 u 2. He gokocBaiite urnata u He
HaTHUCKaiTe OyTaNoTo.

1.

4,
5.

KR! 2

BB3MOkHO € 1a 3a0enekuTe MalKko Bh3AyIIHO MEXypue B IIPEIBAPUTEIIHO HAITbIIHEHATA
CIIPUHIIOBKA. B TakbB ciydail BHUMATEIHO IOTYIIAWTE CIPUHIIOBKATA C IIPBCTU, JOKATO
BB3IYIIHUTE MEXypUeTa N3IIIyBaT B TOpHaTa i yacT. IIpn n3npaseHa Harope CIpUHIIOBKA
OTCTpaHeTe LSIOTO KOJIMUYECTBO BB3yX Upe3 HATUCKaHEe Ha OyTaJoTO Harope.

Bwpxy peszepBoapa Ha CipyHIIOBKaTa nMa ckana. HatucHere 6yTanoTo o uudpara (ml), Kosto
0TroBaps Ha mpeanucanara ot Bamms nekap nosza Tevagrastim.

IIpoBepeTe 0THOBO, 3a 1a ce yBEpPHTE, ue fo3ara Tevagrastim B CIPUHILIOBKATa € TOYHA.

Cera MoxeTe Ja U3I0JI3BaTe MPEeIBAPUTEIHO HAITbIHEHATa CIIPUHIIOBKA.

Kbjae Tpsa6Ba 1a cu moCcTaBsA HHKEKIMATA?
Haii-moaxoasimuTe MecTa 3a CaMOCTOSATEITHO ITOCTaBsSIHE Ha MHXKEKITUATA Ca:

ropHaTta 4acT Ha Gezparta; u

KOpeMa, ¢ M3KIIFOUSHUE Ha yJacThka OKOJIO ITbna (BrxkTe durypa 3).
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Axo HAKO# apyr Bu mocTaBst MHKEKIUATA, MOXKE Ja U3I0JI3Ba U 3aHATa YacT Ha phiieTe Bu (BIKTE
¢urypa 4).

I[06pe € a MPOMCHATE MACTOTO Ha MHXXCKTUPAHE BCCKUIHCBHO, 3a Ia n30erHeTe pucCKa oT
00JIE3HEHOCT B MACTOTO Ha WHIXCKTHUPAHEC.

Kak Ja CH mMoCTaBsd HH?KeKIIHﬂTa?

1.

2.

oo

Jes3undekTupaiite MACTOTO HAa HHKEKTHUPAHE C HATIOCH ChC CITUPT TAMIIOH M 3aXBaHETE KOXKHA
TbHKa MEXY IMajelia 1 ToKa3ajera cu, 6e3 1a mpurruckaTe (BxK. Gpurypa 5).

BubBenere urnata usisio B KoxkaTa, Taka Kakto Bu e mokazano ot Bamus nekap ninu
MeIMIMHCKa cecTpa (BuxkTe durypa 6).

WznppnaiiTe nexo OyTanoTo, 3a 1a ce yBEepHTe, 4e He cTe Mpo00JI KPBBOHOCEH ChJl. AKO
3a0eNexnTe KPhB B CIIPUHIIOBKATA, H3BAAETE UTJIaTa U 51 BbBENIETE B IPYT YIACThHK.
WuxexTupaiite Te4HOCTTa OABHO ¥ PABHOMEPHO, KaTO 3abpiKaTe Mpe3 MII0TO BpEeMe KOXKHaTa
I'bHKA.

He umxextupaiite nmopeye ot jgo3ara, npeanucana Bu ot jiekaps.

Crien MH)KEKTUPAHETO HA TEYHOCTTA OTCTPAHETE UTJIaTa M OTITyCHETE KOXKaTa CH.
N3non3paiiTe eaHa COpuHUOBKA caMo 3a €/1Ha nHkekuus. He u3non3sailTe OTHOBO OCTaHAI B
cripuHIloBKaTa Tevagrastim.

5 —

3anomHere
AKO UMare HSKaKBH IPOOJIEMH, MOJISL HE Ce CTpaxyBaiiTe 1a moMonnTe Bamms nexap mim
MEJUIMHCKA CECTPA 3a [IOMOII] U ChBET.

I/I3XB'I)p.]'IHHe Ha CIPUHLIOBKHUTE

8.

He nocragsiite 00paTHO npeAmna3uTens BbpXy U3NOI3BaHUTE UIIIH.

W3XBBpIIsgiiTe H3MOI3BAaHUTE CIPUHITOBKH B HEIPOOWBaeM KOHTEHHED M TO ChXpaHsIBalTe Ha
MSCTO, HEIOCTBIIHO 32 JeLa.

W3xBbpiieTe IbIHMUS HEIPOOUBaEeM KOHTEWHEp, cleIBaiiki HHCTPYKUUUTE Ha Bamms nekap,
MEIHIIMHCKA CECTpa WiTH papMarieBT.

Hukora He mocTaBsiiTe H3MO0I3BaHUTE CIIPUHIIOBKY B KOIIYETO 32 OUTOBU OTHAIBIIH.

Iocouenara no-noay uH(popManus e MpeJHA3HAYEHA CAMO 32 MEIHIMHCKH CIEIHATNCTH

Tevagrastim HC CbAbPiKAa HUKAKBU KOHCCPBAHTH. Hopam/l INOTCHIOHAJIHATa OIIaCHOCT OT MI/IKpO6Ha
KOHTaMHUHAaIuA, CIIPUHIOBKUTE Tevagrastim Ca nmp€aHa3sHad4C€HU caMoO 3a €AHOKpaTHa yHOTpeGa.

Cry4aifHOTO U3JIaraHe Ha MHHYCOBU TEMIIEPATypH HE MOBIUSIBA OTPULIATETHO CTAOMIHOCTTA HA
Tevagrastim.
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Tevagrastim He TpsiOBa Aa ce pa3pekaa ¢ pa3TBOp Ha HATPHUEB XJIOpUA. To3HU JIeKapCTBEH MPOAYKT HE
TpsiOBa a ce cMecBa ¢ APYT'H JIEKapCTBEHH MIPOAYKTH, C U3KIIIOYEHUE HA IIOCOYEHUTE HO-0ITy.
Paspenenusar ¢puiarpactuM nojensa Mo CTbKJIOTO U INIACTMAaCOBUTE MaTepHUail, aKo HE € pa3peeH 1o
Ha4MHa, YKa3aH Mo-A0y.

IIpu reobxommmocT Tevagrastim Moxe 1a Ob/1e pa3peknaH B HHOY3HOHEH pa3TBOP Ha TIIFOK03a

50 mg/ml (5 %). Paspexmanero a0 kpaiina korunentparms moxg 0,2 MIU (2 ug) na ml ve ce
npenopbyBa Npy HUKaKBH 00cTosTencTBa. [Ipenu ynoTpeda pa3TBOpHT TpsiOBaA Aa ce U3CieaBa
BH3yastHO. TpsOBa 1a ce U3IMOI3BaT caMo OUCTPH pa3TBOPH Oe3 HAIMYNE Ha BUAMNMH JacTUId. [lpn
HAlMCHTH, TPETHPAHHU ¢ PUITPACTUM, pa3pexaaH 1o KoHuentpauu moa 1,5 MIU (15 pg) va ml, e
HEoOX0JMMO JT0OaBsIHETO Ha YoBeIIKH cepyMeH anOymun (HSA) no mocturane Ha xpaiiHa
koHIeHTpanus 2 mg/ml. [Ipumep: B kpaitnus nrxexmonen ooem ot 20 ml, obmia 1o3a Guirpactum
nox 30 MIU (300 pg) tpsioBa na 6b1ae npuiarana ¢ go6aska Ha 0,2 ml 200 mg/ml (20 %) pastBop Ha
JoBelIKK anOymuH. Pa3penen B nH(py3noHeH pa3tBop Ha rimoko3a 50 mg/ml (5 %) Tevagrastim e
CBBMECTHM ChC CTHKJIO M PE/IUIIa IIacTMacH, B ToBa uncio PVC, nonnonedun (cenonumep Ha
TIOJIMIPOITMIICH ¥ TIOJIMETHIICH) ¥ TOJIUIIPOITHIICH.

Cren paspexnane: Xumudyeckara v (u3nvecKkaTa CTaOMITHOCT Ha pa3peleHuss HHQY3HOHEH Pa3TBOp B
Tepro/ia Ha U3I0JI3BaHe € Joka3aHa 3a mepuof ot 24 gaca mpu 2 °C g0 8 °C. OT MUKpOOHOTIOTHIHA
TJIe/IHA TOYKa MPOJIYKTHT TPSIOBA J]a ce M3I0JI3Ba He3abaBHO. AKO He ce yroTpeOn He3abaBHo,
NEepUOIBT Ha U3MOI3BAHE U YCIOBUATA 338 ChbXpaHEHUE MpeIu ynoTpeda ca 0OTTOBOPHOCT Ha
noTpeduTeNs 1 OOMKHOBEHO He TpsiOBa /1a ca moBeue oT 24 yaca npu temneparypa 2 1o 8 °C, ocBeH
KOT'aTO Pa3TBapSHETO € U3BBbPLICHO IPU KOHTPOJIUPAHH U BATUAUPAHN aHTUCENTUIHU YCIOBHSL.

H3non3Bane Ha IpeaBapUTENHO HABIHEHA CIIPUHIIOBKA 0€3 Ipeaa3suTel

le/moxceTe Jo3arta cruope] CTaHAapTHUA ITPOTOKOJI.

UsxBbpasHe

Hewusnon3sanusr OPOAYKT WIM OTHAABYHUTC MAaTCpUAJIN OT HETO TpH6Ba Ja C€ U3XBBPJIAT B
CBhOTBCTCTBUC C MCCTHUTC U3MCKBAHMA.
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JIncroBka: nHpopManMs 3a NOTpeOUTEIs

Tevagrastim 30 MIU/0,5 ml nn:keKknnoHeH/nH(Qpy3noHEH pa3TBOp
Tevagrastim 48 MI1U/0,8 ml nn:kekunoHen/nH(py3noHEH pa3TBOP

¢unrpactum (filgrastim)

IIpoyeTeTe BHUMATENIHO USLJIATA JUCTOBKA, PEeAU 1A 3alI0YHeTe 1a U3M0J13BaTe TOBA
JIEKAPCTBO, Thil KATO THA ChAbP:Ka BazkHa 3a Bac nundopmanus.

- 3amazere Ta3u IMCTOBKAa. MOJKe /1a ce HaJO0XH Ja sl MPOYETETe OTHOBO.

- AKO MMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, IONUTainTe Bamms ekap, papmaneBT uin
MEIHIIMHCKA CecTpa.

- ToBa nekapcTBo € npenanucaHo JuuHo Ha Bac. He ro mpeoTrcTbnBaiite Ha ipyru xopa. To Moxe
Ja UM HaBpE€au, HE3aBUCUMO Y€ IMPU3HAIIUTE HA TAXHOTO 336OHHB3H€ Ca ChIIUTEC KAaTO Bamure.

- AKO TIONTyunTe HAKAKBH HEXEJIaHU peaklny, yBeaoMeTe Bamus ekap, GpapmarieBT niu
MEAMIIMHCKA cecTpa. ToBa BKIIFOYBA M BCHYKH B3MOKHU HEXKEIaHN PEaKIINY, HEOMTUCAHN B
Ta3u JUCTOBKA. BukTte Touka 4.

KakBo chabp:ka Ta3u JMCTOBKA

KakBo npencrasnsaBa Tevagrastim U 3a KakBo ce H3M0I3Ba

Kakso TpsiOBa na 3Haete, npeau Aa u3nonssare Tevagrastim

Kak na m3nomseare Tevagrastim

BB3MOXHH HEXXETTaHH PEeaKIiH

Kak na cexpansiBare Tevagrastim

ChbabpprkaHue Ha ONIaKOBKATa M JOIBIHUTENIHA HHGOPMALUS

WHcTpyKInn 3a HHXEKTHPaHe OT MalueHTa

[Mocouenara no-gony uHMGopManus € MpeJHa3HaYeHa caMO 332 MEJUIUHCKH CIIEIIHATHCTH

NGO~ LNE

1. KakBo npeacrasasiBa Tevagrastim u 3a KakBoO ce H3I10JI3Ba

Kaxkso npeacraBassa Tevagrastim

Tevagrastim e pactexen ¢paktop 3a 6enuTe KPbBHH KIETKHU (TPaHyIOLHUT-KOJOHUOCTUMYTHPAILLL
(hakTOp) W MPHHAUIEKHN KbM IpyTa JeKapcTBa, HApeueH! IUTOKMHU. PacTexxHnuTe daxTopu ca
IPOTEUHU, KOUTO CE IIPOU3BEXKIAT ECTECTBEHO B TAIIOTO, HO T€ MOTaT J1a CE Ch3/1aBaT U3KYCTBEHO C
HOMoIITa Ha OMOTEXHOJIOTHATA 3a YIOTpeOa KaTo JiekapcTBo. Tevagrastim aeiictsa, kKaTto cTUMyupa
KOCTHHA MO3BK Ja IIPOU3BEKAa ITOBCYUEC Oenn KPBBHU KJICTKH.

3a kakBo ce u3nouassa Tevagrastim

Hamanenue Ha Opost Ha OeJuTe KPhbBHH KICTKU (HEYTPOIICHHUS) MOXKE J1a Bh3HUKHE MTOPaIU Pa3InIHU
MPUYHHH, TIPU KOETO TSUTOTO € TTO-MaJIKO CIIOCOOHO 1a ce 6opu ¢ nHpekiusaTa. Tevagrastim
CTUMYJIUpPA KOCTHUSI MO3BK Jla TPOMU3BEXK/1a ObP30 HOBU 0NN KPBHBHH KICTKH.

Tevagrastim moxe 1a ce U3mosn3Ba:

- 3a yBeIMuyaBaHe Ha Opost Ha OesuTe KPBbBHU KICTKHU CIe]] JE€UCHUE ¢ XMMUOTepamnus 3a
noJroMarane NpeAoTBpaTsIBaHETO Ha HH(EKINY;

- 3a yBeJIM4YaBaHe Ha Oposi Ha OenuTe KPbBHU KIIETKU CJIEH TPAHCIJIAaHTAlMA Ha KOCTEH MO3bK 3a
NPEAOTBPATSIBAHETO Ha MH(EKIINY;

- MpeIy XUMUOTEPAIHNS C BUCOKH JI03H C IIeJ1 CTUMYJIMpaHe Ha MPOU3BOJCTBOTO Ha IIOBEUE
CTBOJIOBH KJIETKH OT KOCTHHUSI MO3bK, KOUTO MOTaT Aa ObJaT CbOpaHu U BbPHATH 00PAaTHO Cliex
nedenueto. Te morat na Obaat B3eTn oT Bac wum ot moHOp. CTBOJIOBUTE KIETKH II€ OBIaT
BBPHATH CJIe]] TOBa B KOCTHHUS MO3BK, 32 J1a IPOU3BEaT KPbBHH KIETKU;

- 3a yBeJIM4yaBaHe Ha Opos Ha OenuTe KPhBHU KIIETKH, aKO CTpasaTe OT TeKKa XPOHUYHA
HEYTPOIIEHUs 3a NIPEAOTBpaTsIBaHE Ha HH(EKINY;

- npy nauuenTy ¢ HanpenHana XVB uadeknus, KoeTo e moMorHe 3a HaMassiBaHe Ha PUCKA OT
MH(EKIUH.
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2. Kakso TpsOBa 1a 3Haere, npeau Aa usnouassare Tevagrastim

He m3nou3Baiite Tevagrastim
- aKo CTe aJIeprUYHU KbM (PUIITPACTUM WIIM KbM HAKOS OT OCTAHAIMTE ChCTABKH Ha TOBA
JeKapcTBO (M30pOeHH B TOUKa 6).

IIpenynpesxxaenus u npeanasHu MepKu
T'oBopete ¢ Bammst nekap, dhapmarieBT WM METUITMHCKA CeCTpa, IPean 11a u3mon3sare Tevagrastim.

Mo, yBenomMeTe Barus iekap npeau 3aroyBaHe Ha JIeUeHe, aK0 UMaTe:

- ChPIOBHUHOKJICThYHA AHEMHUS, Thi KaTO TOBA JIEKAPCTBO MOXKE Ja IPUIHHU
CHPIIOBHTHOKJICTHYHA KpH3a.

- ocreoropo3a (KOCTHO 3a00JIBaHe).

T'oBopete He3abaBHO ¢ Barims nekap mo BpeMe Ha JieueHueTo ¢ Tevagrastim, ako:

- BHE3aITHO pa3BHETe MPU3HAIM Ha aJIepTHsl, KaTO 00pHB, ChPOEXK MM YPTUKAPHS MO KOXKaTa,
OTOK Ha JIMIETO, YCTHUTE, €3UKa WM APYIrd 4aCTHU Ha TAJIO0TO, 3a4yX, XpHUIIOBE WJIH 3aTPYAHCHO
JWIIaHe, ThH KaTo Te MOTaT Ja ObJaT MPU3HAIM Ha TEXKa alepriyHa peakius
(CBPBXYYBCTBUTEITHOCT).

- YCTaHOBHTE TIOJyBaHe Ha JIUIETO WU TJIE3eHUTE, KPBB B ypUHATa MK Ka(sBO OIBETSBaHE
Ha ypUHATa, UK 3a0elIeKUTE, Ye yPUHUPATE MO-MaJIKO OT OOMYAfHOTO
(rnomepynoredpur).

- MoYyBCTBaTe (KopeMHa) O0JIKa B TOpHATa JIsIBa 4acT Ha KopeMa, O0JIKa OTIIABO oI pedpaTa
WJIM B TOPHATA YacT Ha paMoTO (TOBa MOXKE JIa ca CUMIITOMH Ha YBEJIHYCHa ClIe3Ka
(cruteHOMeTaMs) UM Bh3MOXKHA PYNITYpa Ha Clie3KaTa).

- 3a0enexuTe HeoOMUaitHO KbpBEHE UM CHHUHHM (TOBa MOXeE Jla ca CUMIITOMHU Ha
HaMansBaHe Ha Opost Ha TPOMOOLUTHTE (TPOMOOIIUTONIEHHS), C HAMAaJIeHa CIIOCOOHOCT 3a
ChCHUpPBaHE Ha KPHBTa Bm).

- nMaTe CUMIITOMH Ha BB3MNAJICHUC HAa a0pTaTa (FOHCMI/IHT KPBBOHOCCH CBH/I, KOWUTO ImpeHacs
KPBBTa OT CHPIETO KbM OCTaHAlIATa YacT Ha Tsu10To). ToBa ce cho0IaBa psIKko Mpy paKkoBO
OOJIHY MAILIMEHTHU U NIPU 3ApaBu AOHOpH. CHMITOMHTE MOTAT Ja BKJIIOYBAT TOBHUILICHA
TeMIeparypa, KopeMmHa 00Jika, HepasIoJIoKeHue, 00Ka B I'bp0Oa U MOBUIIIEHU MapKEPH Ha
BB3MaJicHUeTO. MHbopMupaiite Bamms ekap, ako MOTyIUTe TE3H CHMITTOMH.

3ary6a Ha 0TroBOp KbM (puarpacTtum

Axo noiyduTe 3aryda Ha OTTOBOP MJIM HEeycCIleX IPH MOAAbPKaHEe Ha OTTOBOP IIPH JICUCHHUE C
¢unrpactum, Bammar nekap 1me u3cienBa NpUIMHATE 3a TOBA, BKIIOYUTEIHO AN CTE PA3BIIIU
aHTHUTEJa, KOUTO HEYTPaIU3UPaT EHCTBUETO Ha (DUITPACTHM.

Bammsar JICKAp MOKE J1a IOMCKa Ja Bu Ha6J'HO,Z[aBa BHHUMATCIIHO, BUXKTC TOYKaA 4 OT IUCTOBKATA.

AKO CTe MalMeHT C TEXXKa XPOHUYHA HEYyTPOTICHUS, MOXKeE J1a CTE M3JI0KECHU Ha PUCK OT Pa3BUTHE Ha
pax Ha KpbBTa (JIeBKEMUsI, MUCTIOAUCIIACTUYEH CHHIpOM). TpsiOBa a pasroBapsTe ¢ JIeKaps CH
OTHOCHO PHCKOBETE JIa pa3BHETE 3JI0KAaUECTBEHH 3a00JIIBaHUS Ha KPBBTA M KAKBH M3CIICABAHUS
TpsiOBa 1a OBIAT HanpaBeHH. AKO pa3BUETE WIIM UMa BEPOSTHOCT J1a Pa3BUETE 3JI0KAUYECTBEHU
3a00JsIBaHMS Ha KPbBTa, HE TPsOBa J1a n3nos3Bate Tevagrastim, ocBeH ako He MOJyYHuTe YKa3aHus
3a TOBa OT JIEKaps CH.

AKO cTe JIOHOp Ha CTBOJIOBH KJIETKH, TPSIOBa Ja CTe Ha Bb3pacT Mexay 16 u 60 rogunu.
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O0BbpHeTe crIenMaJHO BHHMAaHUE NPH ynoTpedaTa Ha APYrd NPOIAYKTH, KOUTO CTUMYJIHPAT
OesiuTe KPbBHM KJIETKH

Tevagrastim e npeacraBuTeN Ha rpyma MpogyKTH, KOUTO CTUMYJIPAT IPOU3BOJICTBOTO Ha Gern
KPBBHU KJIETKUA. MEIUIIMHCKUST CIIEIUATICT, KOUTO ce TPIKU 3a Bac, TpsiOBa BUHArH Ja 3arrcBa
TOYHHS NMPOJYKT, KOWTO U3IMOJI3BATE.

Jpyru jexkapcTBa u Tevagrastim
TpsabBa na kaxxete Ha Bamusa nexkap win ¢papMmaleBT, ako U3I0JI3BaTe, HACKOPO CTe U3MONI3BAIN HIIH €
BB3MOKHO J1a U3IOJI3BaTE JPYTH JIEKapCTBa.

BpeMenHocT U KbpMeHe
Tevagrastim He e npoy4BaH pu OPEMEHHU KEHH WU KESHH, KOUTO KbPMSIT.

Tevagrastim He ce npemnoppyBa 10 BpeMe Ha OPEMEHHOCT.

BaxHo e na kaxere Ha Bamus nekap, ako:

e cre OpeMEeHHA WK KbPMHUTE

e cMsATaTe, Y€ MOXKE Jia cTe OpeMeHHa HITH

® [JIaHUpATE OPEMEHHOCT.
Axo 3abpemeHeeTe 10 BpeMe Ha jieueHue ¢ Tevagrastim, Most, yBemomere jiekapsi . AKO U3Mo3Bare
Tevagrastim, TpsiOBa a cripeTe J1a KbpPMHUTE, OCBEH aKo Jiekapsat Bu He Bu nockBeTBa apyro.

Ilodupane u padora ¢ MAIIUHU

Tevagrastim mosxe Ja IOBJIUsIe B MaJIKa CTeNeH crocoOHocTTa By 3a modupane 1 paboTa ¢ MaIiuHu.
ToBa nexapcTBO MOXKe /1a IpeTu3BUKa 3aMastHOCT. [IpenopbunuTenHo € Ja n34aKkare u a BUAUTE KakK ce
YyBCTBaTe, CJIE/l KaTO CTE U3IOJI3BAIM TOBA JIEKAPCTBO U Ipenu modupaHe Wik padoTa ¢ MaLIUHU.

Tevagrastim cbabpKa coponToJI
Tosa nexapcTBo chabpka 50 mg copouTon BB BCekH ml.

3a unmpaseno3Ho npunoscenue

CopOuTobT € M3TOYHUK Ha (pykTo3a. Ako Bue mim Barero nere umate HaciaencTBeHA
HEMOHOCUMOCT KbM (DPYKTO3a, pSAIKO TeHETHYHO 3a00JsBaHe, He TpsiOBa na Bu ce mpunara Toa
nexapcTBo. [laruenTrre ¢ HacIeICTBEHA HEMOHOCHUMOCT KbM (PPYKTO3a HE MOTaT Aa pasrpakaaT
(bpyKTO3aTa, KOSATO CE ChIbPXKa B TOBA JICKAPCTBO, KOETO MOXKE J1a IPUYUHH CEPHO3HU HEKEITAHU
peakiuu. TpsiOBa na nabopMupare Bamms jgekap npenu na Bu Obe MpuiioskeHO ToBa JEKapCTBO, aKO
Bue nnm Bameto nere mmare HacleACTBeHA HETIOHOCHMOCT KbM (pyKTO3a HITH ako Barmero nere
BeUe HE MOJKE Jla MpreMa CIIaIK| XpaHH WA HAITUTKH, 3al10TO My MPUJIONIaBa, TIOBPHITA WITH
MOJIy4aBa HEMPUSITHU YCCIIAHUSI KaTO MOAYBaHE Ha KOpemMa, KOPEMHHU CIa3MU WU JUapUsl.

Tevagrastim cbabpKa HATPUid
To3u jekapcTBEH MPOAYKT ChABPXKA HATPHiA, 1o Masiko ot 1 mmol (23 mg) Ha eaHa peABapUTEIHO
HaITbJTHEHA CIIPUHIIOBKA, T.€. IPAKTUYCSCKH HE ChABPKA HATPH.

3. Kak na uznoJzBare Tevagrastim

Bunaru nsnomnspaiite ToBa JIEKapcTBO TOYHO KakTo Bu e kazan Bammsar nekap. Ako He cTe CUTYPHH B
Helo, monuraiite Bammus nexap uiu gpapmanesT.

Kak ce npuJiara Tevagrastim u kakBo KOJIH4ecTBO TPsAOBa Aa mpueMam?
Tevagrastim oOGMKHOBEHO ce MpHUJIara KaTo e:KeIHEBHA WHXKEKIUS B MTOJIKOKHATA ThKaH (HapuuaHa
MTOJIKO’KHA WHXKEKIHsA). Tol MOXKe Jla ce mpujiara U KaTto eXeIHeBHa 0aBHA WHKCKIINS BB BeHATa

(HapuuaHna uHTpaBeHO3HA MH(Y3us). OOnuaiiHaTa 1032 Bapupa B 3aBUCUMOCT OT 3a00JISIBAHETO H
TersoTo Bu. BammsaT nekap e Bu kaxe kakBo koiuyecTBO Tevagrastim tpsoBa aa npuemare.
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[MaruenTy ¢ TpaHCIUTAHTAIMSA HA KOCTEH MO3bBK CIIE]I XUMHUOTEPAITHS:

OOuKHOBEHO HpBaTa 7032 Tevagrastim e Bu 6b1e mpunoxeHa Haii-mainko 24 yaca cien
XUMHOTEpanusiTa u mone 24 vaca ciiejl Karo ¢Te OMJIH MOJIOKEHH Ha KOCTHO-MO3bUHA
TPaHCIUTAHTAIIHS.

Bue nnm xopara, KouTo ce Tprkat 3a Bac, Moke 1a 0b1eTe 00yUeHH Kak J1a Ipujiarate MoIKOKHUTE
WHXEKIIUH, 32 J]a MOXKETE J1a MIPOIBIDKATE JICUCHUETO CH B ToMarrHu ycous. He TpsioBa obade ma ce
OIUTBATE J]a U3BBPINBATE TOBA, IPEU IIHPBO JIa CTE MOIXOASII0 00yueHu OT Baius MequiHCKu
CIICIIHAJTUCT.

Kouiko xbaro TpséBa na npuemam Tevagrastim?

Tps6Ba ma npuemare Tevagrastim, mokaro 6posrt Ha Genure Bu KpbBHM KiIeTKH ce HopManusupa. Ille
ObJaT M3BBPIIBAHU PEIOBHU KPHBHU M3CIIC/IBAHUS 32 ITPOCIeiBaHe Ha Opost Ha OeNUTe KPhBHU
KJIeTKH B Tsu10T0 Bu. Jlekapsart Bu me Bu kaxe kosiko nxbiaro TpsiOBa na npuemate Tevagrastim.

Ynorpebda npu gena

Tevagrastim ce u3nos3Ba Mpu JIeYeHUE Ha Jela, KOMUTO Ca MOUIOKCHU Ha XUMHOTEPAIus WK CTpaaar
OT U3KJIFOUMTEITHO HUCHK Opoil Ha OenTe KPBbBHU KIETKHU (HeyTponeHust). Jlo3ara npu neua,
MOIOKEHH Ha XUMUOTEPAITHs, € ChIaTa KaTo P Bb3PACTHU.

AKO cTe H3M0JI3BaJIM NIOBeYe OT HeoOXoauMaTa 103a Tevagrastim

He yBenuuagaiite no3ata, koaro Bammusr nexap Bu e nan. Ako cTe U3no3Baiu noBeye ot
HeoOxoammara mo3a Tevagrastim, TpsiOBa 1a ce cBbpxkeTe ¢ Bamms nekap i papMarieBT Bb3MOKHO
Hai-0bp30.

AKo cTe MpoNycHa/IM 1a u3MmoJi3Bare Tevagrastim
Axo cte IIpOoNyCHAJIN MHXCKIUA UIIN CTC MHKCKTHUPAJIN TBHPAC MaJIKO, CBBPIKETE CC C Bamms JICKap
BB3MOXXHO Hail-ckopo. He B3emaiiTe nBoiiHa /1032, 3a 1a KOMIIEHCUPATE MIPOIYCHATUTE JIO3HU.

AKO MMaTe HSIKaKBH JOITBIHUTEHU BBIIPOCH, CBBP3aHHU C yIoTpedaTa Ha TOBA JEKapCTBO, MOMUTANTE
Bamms nekap, ¢papmaneBT WM MEAULUHCKA CECTPA.

4, Bb3MOKHH HeKeJIaHU peaknuu

Kakro Bcuukn JICKapCTBaA, TOBA JICKAPCTBO MOXKE J1a NPECAN3BHUKA HEXKECIaHU PECaKIIUK, BBIIPEKHU Y€ HE
BCCKM I'l I1O0JTy4JaBa.

BaskHu HexeJTaHH JICKAPCTBCHHU peaKIun

BaxxHo e na ce cBbpkeTe ¢ Bamus nekap BenHara

- aKo TOIyYUTe aJIeprUYHa PeaKiys, BKIIOUUTEIHO cIadoCT, Ciagane Ha KPbBHOTO
HaJsIraHe, 3aTPYIHEHO JUIIaHe, IO {yBaHe Ha JHUIEeTO (aHadanakcus), KOXKeH 00pHB,
chpOsiiy 00puB (YpTHKapus), HOAyBaHE Ha JIUIETO, YCTHUTE, yCTaTa, €3UKa MITN
I'bPJIOTO (AaHTHOEEM) U 3aTPyIHEHHE B AUIIAHETO (IUCITHE).

- aKO MMaTe KalllJIMIIA, IOBUIIIEHA TeMIIepaTypa U 3aTpyAHEHUE [IPH JUIIAHETO (IUCITHES ), Thi
KaTo TOBa MOXeE JIa € MPU3HAK 33 OCTHP PECIUPATOPEH JUCTPEC CHHIIPOM.

- aKo MMaTe yBpexJIaHe Ha ObOperuTe (roMepynoHedpur). YBpexkane Ha Ob0OpenuTe ce
HabIro1aBa Mpy NalyMeHTH, npueManu ¢uiarpactuM. Odagere ce BenHara Ha JIeKapsi CH, aKo
MOJTyYUTE TOJITYXHAJIOCT Ha JINIETO WK TJIe3eHNTE, KPBB WK KahsBO OI[BETSIBAHE HA YpHUHATA
WM aKo 3a0eNIexkUTe, Ue YPUHUPATE MO-MAJIKO OT O0MYAHHOTO.

- aKO MMaTe HIKOS OT N30POSHUTE WIIH KOMOHMHAIUS OT CIICTHUTE HeXKEJTaHH PEaKIIHH:
® [I0JyBaHE WU MOAIYXHAJIOCT, KOETO MOXKeE /1a € CBhP3aHO C MO-PSIIKO YPUHHUPAHE,

3aTpyIHEHO AWINaHe, IOyBaHe Ha KOpeMa U YyBCTBO 3a ITBJIHOTA U OOII0 9yBCTBO Ha yMOpa.
Te3u cuMnIToOMH OOMKHOBEHO c€ pa3BUBAT OBP30.
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ToBa MOke /1a ca CUMIITOMH Ha ChCTOSIHUE, HAPEUCHO ,,CHHAPOM Ha HapyLIeHa KanuisipHa
NPOMYCKJINBOCT’, KOETO MIPUYMHABA U3THYAHE HA KPbB OT MAJIKUTE KPHbBOHOCHH CHIOBE B
TSUIOTO | C€ HYXKJae OT CIIEIIHA MEMIIMHCKA TOMOIII.

- aKo UMaTe KOMOMHALUS OT CIIEAHUTE CHMITOMH:
® [OBHIIEHA TEMIIEpaTypa WK CTYACHU TPBIIKU, WM CHIHO YCeIlaHe 3a CTY I, IIOBUILCHA

CHpZICYHA YECTOTA, OOBPKAHOCT MM JIE30PUEHTAINS, 3alyX, MHOT'O CHJIHA OOJIKa WIIN
IUCKOM(OPT U JIETIKaBa MK IIOTHA KOXKa.
ToBa Mo’e 1a ca CUMIITOMH Ha 3a00JIsIBaHe, HApEUeHo ,,cercuc’’ (HapeueHo ChIIO ,,0TpaBsSHE Ha
KpPBBTa“), T&)KKa MH(PEKLUS C B3NATUTEICH OTITOBOP, 3acsTalll ISUI0TO TS0, KOETO MOJXKE J1a €
JKMBOTO3aCTPALIABAIIO U U3UCKBA CIICIIHA MEANUIMHCKA IIOMOLI.

- aKo mouyBcTBaTe (KopeMHa) 00Jika B TOpHATa JIsiBa 4acT Ha KOpema, 00JIKa OTJISIBO IO
pebpara unu B TopHaTa 4acT Ha paMOTO, Thil KaTo MOXe Jia uMa pobieM cbe crne3kata Bu
(yBenuueHne Ha cie3kata (CIUICHOMETalHs) WK CIIyKBaHe (PYITypa) Ha CIe3KaTa).

- aKo ce JIEKyBaTe 3a TeXKKa XpPOHUYHA HEYTPONIEHHUS M UMaTe KPbB B ypUHATA (XeMaTypHus).
Bb3MmoxHO € Bamusr nekap peroBHO J1a U3ciaeBa ypuHara By, ako Ioiny4ure Ta3yu HexenaHa
peakuus UM ako B ypuHata Bu Obae ycTaHOBEHO HaJIM4Ke Ha IPOTEHH (IIPOTEHHYPHUS).

Yecra He)KeIaHa peakiys OT MPUIOKEHUETo Ha Tevagrastim e Gosikara B MyCKYJIMTE WK KOCTHTE
(MycKyJTHO-CKeJIeTHa 00JIKa), KOSITO MOJKE Jia Ce 00JICKYHM C MPUEMaHEeTO Ha CTaHJapTHH
0O0JIKOYCTIOKOSIBAIIH JIeKapcTBa (aHANTeTUIN). [Ipy manuenTy, MoAyoKeHn Ha TPAHCIUTAaHTAINS Ha
CTBOJIOBH KJIETKH HJI KOCTEH MO3BK, MOKE JIa C€ TIPOSBU PEAKIIHsl Ha MIPHCAIKATa CPEITy MpUeMaTelIs.
ToBa e peakuus Ha NPUCAJEHUTE KIETKU CpPELLy NallMeHTa, Ha KOUTO ce mpucaiaeHu. [Ipusnanure u
CHUMIITOMHTE BKJIFOUBAT OOPUB I10 JIJIAHUTE Ha PBIIETE WK CThIIajIaTa Ha KpaKaTa | S13BU U PaHH B
ycTaTa, YepBara, YepHHs Ipo0, KoyKaTa Wi OuuTe, OennuTe 1poOoBe, BarnHaTa M CTaBUTE.

[Ipu 3apaBy TOHOPH Ha CTBOJIOBH KJIETKH MOXKE J1a ce HaOIro1aBa MoBUIIaBaHe Ha Oposi Ha Oenute
KPBBHH KJIETKH (JIEBKOIIMTO3a) U TTOHIKaBaHe Ha Opos Ha TpomOoruTuTe. ToBa TMOHIMKaBaHEe Ha
TPOMOOIIUTHTE HAMaJIsIBa CIIOCOOHOCTTa Ha KpbBTa B 1a ce chenpna (TpomOonnToneHus ). Bammsr
JieKap Ie eI 3a TX.

Mo:xe na MOJYYHUTE CJICAHUTEC HEKECTAHU JIEKAPCTBCHU PE€aKIIUM:

Mmnozo wecmu (Morart na 3acersat nosede ot 1 Ha 10 gymm):
e TIOHW)KaBaHE Ha OpOS HA TPOMOOIIUTHTE, KOSTO HaMaJlsiBa CIIOCOOHOCTTAa Ha KPBBTA Ja Ce
ChCHUpBa (TPOMOOITUTOIICHHS )
HUCBHK Opoii Ha YepBEHUTE KPHBHHU KICTKU (AaHEMHS)
riiaBobosme
Tapus
MOBPBIaHE
rajieHe
HeoOWYaitHa 3ary0a niM U3THHABaHE Ha KocaTa (aJIoTeITus)
OTIMaTHAIOCT (YMOpPa)
00JIE3HEHOCT M OTOK Ha JIMTaBHIIATa HA XPaHOCMUJIATETHATA CHCTEMA OT ycTaTa JI0 aHyca
(BB3MATICHUE HA JINTABUIIATA)
e TIOBUIIIEHA TeMIlepaTypa (TUpeKcHs)

Yecmu (Morat ma 3acersat a0 1 Ha 10 mymm):

BB3MaJICHHE Ha OennTe ApoOoBe (OpOHXUT)

WHQEKIUSI Ha TOPHUTE TUXATEITHHU ITHTHINA

WHQEKITUA Ha TUKOYHAUTE THTHINA

HaMalleH areTUT

Oe3chHUe (HHCOMHHUS)

3aMasHOCT

HaMmaJleHa YyBCTBUTEITHOCT, 0COOEHO Ha KOXKaTa (XUIIOeCTe3Hsl)
MpaByYKaHe WA U3TPBIIBAHE HA PBIIETE U CThITajarTa (mapecTe3us)
HHCKO KPBHBHO HaJISTaHE (XUTTOTOHU)
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BHCOKO KPBBHO HaJsraHe (XUMepTOHH)

KallT|ia

M3KallUIAHE Ha KPBB (XeMONTH3a)

00JIKa B ycTaTa u I'bpJioTo (opodapuHreanna 60ska)
KBPBEHE OT HOCA (ETICTAKCHUC)

3ameK

0oJka B ycraTta

yBEJIMYCHUE HA YePHHS APO0 (XermaToMerams)
o0OpuB

3auepBsBaHe Ha KOkaTa (epuremMa)

MYCKYJIEH CIIa3bM

Ooka rpu ypuHHpaHe (Au3ypus)

00JKa B I'bpauTe

6onka

obma cnaboct (acTeHust)

001110 HEPA3ITIOJIOKCHHE

MoJTyBaHe Ha phlieTe U cThianara (nepudepeH OToK)
yBeJIHYEHHE Ha OIpeIe]ICHN €H3UMH B KPBBTA
MPOMEHH B XUMHUYHHUTE KPHBHU TTOKA3aTEIH
peakuusi KbM NpEeTUBaHETO

Heuecmu (mMorar na 3acersart mo 1 Ha 100 mymm):

TTOBUIIIaBaHE Ha Opost Ha OeuTe KPBBHU KIETKH (JIEBKOITUTO3a)

ayepruyHa peakius (CBPbXIyBCTBUTEITHOCT)

OTXBBPJISIHE HA TPAHCIUIAHTUPAHHS KOCTEH MO3BK (peaKins Ha MPHCaaKaTa Cpemnry
rpueMaTerns)

BUCOKU HHBA Ha MMUKOYHA KHCEIMHA B KPHBTA, KOETO MOXKE J]a ITPEU3BHKA MoJIarpa
(xunepypekemusi) (IIOBUIIICHA MTUKOYHA KUCEIIMHA B KPBHBTA)

yBpEeXAaHe HA YepHHS APOO, MPUUMHEHO OT 3aIlylIBaHe Ha MaJKHUTE YepHOAPOOHU BEHU
(BeHOOKITYy3UBHA O0JIECT)

OemuTe npoOoBe He (QYHKIIMOHUPAT KAKTO TPSIOBA, KOSTO MPUIHHIBA 3a0yX (IUXaTeirHa
HEJI0CTaTHYHOCT)

MOTyBaHEe U/UJIM TEUYHOCT B Oenute ApobdoBe (0enoapodeH eaem)

BBb3MajJcHUE Ha OenuTe Apo0oBe (MHTEepCTUIIMAIHA OenoApoOHa 00JIeCT)

MpOMsIHA B pEHTTeHOBAaTa CHUMKa Ha Oenute ipoboBe (OenoapobHa HHOUITpAIIKs)
KbpBeHE OT Oenute apoboBe (0e101poOeH KPHBOU3IIUB)

HEIOCTaThYHO yCBOSIBAHE Ha KMCIOPOAa B OenuTe 1poOoBe (XUIOKCH)

HaJIUTHAT KO>KEH 00pHB (MaKyJomnamnysio3eH o0puB)

3a0o0JsABaHe, KOETO HAMAJIsBa IUTHTHOCTTA HA KOCTUTE, TIPABH T TI0-CI1a0H, TIO-KPEXKU U
MOJATINBY Ha CYYIBaHe (0CTE0Nopo3a)

peaxIys Ha MSCTOTO Ha WH)KCKTUPaHE

Peoxu (morar na 3acernar no 1 va 1000 nymmn):

cuitHa 00JIKa B KOCTUTE, ThPJHTE, YepBaTa U CTABHUTE (ChPIOBUAHOKIETHYHA aHEMHUS C KpU3a)
BHE3aIlHa )KMUBOTO3acTpallaBaliia ajepruyta peakius (aHapuiIiakTuIHa PeaKius)

00JIKa ¥ MOJlyBaHe Ha CTaBHTE, MOA00HO Ha rmojaarpa (IceBaomnoaarpa)

[IPOMSIHA HA HAYMHA 110 KOMTO Bamust opraHu3sM peryinupa TEUHOCTHTE, KOETO MOXKE Ja
JIOBEJIe JI0 IOy XBaHe (IncOanaHc Ha TEUHOCTUTE)

BB3MAJICHHE HA KPhbBOHOCHUTE ChIOBE B KOKaTa (KOXKEH BaCKYJIHT)

THMHOBHOJICTOBO OIIBETEHH, HAIMTHATH, OOJIC3HCHU PaHU 110 KPaHUIIMTE, a IOHSKOTa U 110
JIMIIETO W IIUATA, C IOBUINICHA TeMIieparypa (CHHIpOM Ha Sweet)

BJIOIIABaHE HA PEBMATOUJICH apTPUT

HeoOWYaliHa MPOMsIHA B ypHHATA

HaMaJeHa KOCTHA TITHOCT
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e BB3MAJCHHUE Ha aopTaTa (FoJeMHAT KPHBOHOCEH ChJl, KOMTO MpeHacst KpbBTa OT ChPIIETO KbM
OCTaHajaTa yacT Ha TSJIOTO), BUXKTE TOUKa 2
e 00pa3yBaHe Ha KPbBHH KJIETKH U3BBbH KOCTHHUS MO3BK (EKCTpaMeayiapHa XeMOoIoesa)

Chol01aBaHe Ha HesKeJIAHHU PeakInu

AKO TIOJTy4YHUTe HIKAKBH HEXEJIaHU JICKAPCTBEHU peakiluu, yBeJoMeTe Baius iekap, GpapmarieBT wiu
MEIUIMHCKA cecTpa. ToBa BKIIOUBA BCHUKH Bb3MOXKHU HEOMMCAHU B Ta3W JIMCTOBKA HEXETaH!
peaknuu. Moxere ChIIIo J1a ChOOIUTE HeXKENaHH PeaKIuK JUPEKTHO Ype3 HAIlMOHATHATA CUCTEMa 3a
crobmaBane, mocodeHa B llpunoxkenue V. Kato cr001maBare HeXxXeIaHu PEaKInK, MOXKETE Ja TaIeTe
CBOSI IPUHOC 3a MOJy4YaBaHE HA TOBeYe UH(POPMAIHsS OTHOCHO 0E30MaCHOCTTA HAa TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Tevagrastim
Ja ce cpxpaHsiBa Ha MsCTO, HEIOCTBITHO 32 JIeLa.

He u3non3Baiite TOBa JIEKapCTBO ClIe] CPOKA HA TOJHOCT, OTOENsI3aH BEPXY KapTOHEHATa OMaKOBKa
cien "I"omen mo:" ¥ BEPXY IPEIBAPUTEITHO HAITBJIHEHATa cripuHIOBKa cien "EXP". CpoksT Ha
TOJHOCT OTrOBapsi Ha MOCTIEIHNUS IEH OT MTOCOYEHHUS MECell.

CobxpansBaiite B xnamuiauk (2 °C — 8 °C).

B pamkuTe Ha cpoka Ha TOJHOCT | 32 LIEJUTE Ha aMOyllaTOpHATa YyIIoTpeda MPOAYKTHT MOXKE Ja ce
m3Baau ot xnaamiauka (2°C - 8°C) u ma ce cpxpansBa npu TeMirepaTypa 10 25°C eTHOKpaTHO 3a
nepuos 10 4 mHU. AKO HE ce M3MOJ3Ba B paMKHUTE HA 4 THU, TPOIYKTHT MOXKE Jia C€ BHPHE B
xnmanguaHuka (2°C - 8°C) no natara Ha U3THYaHE Ha CpOKa Ha TOTHOCT. MI3XBBpIIeTe CIPUHIIOBKHUTE,
aKo ca ChXpaHsBaHU Ipu Temiiepatypa Hajg 8°C B NpoIbKeHUE Ha TTOBeYe OT 4 JTHU.

He u3non3paiite ToBa JICKapCTBO, aKO 336CHC)KI/ITC, 4€ € MbTHO HJIM KMa BUJVMHU YaCTUIIU.

He m3xBopisiiTe nekapcTBara B kananuzanusta. [lomuraiite Bamms dpapmareBT kKak 1a H3XBHPIATES
JIeKapcTBaTa, KOWTO Bede He M3Moi3Bare. Te3n MepKH Ie CIIoMOTHAT 3a Olla3BaHe Ha OKOJHATa Cpefa.

6. Cbm)pmalme Ha onmaKoBKaTa M J0INbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

KaxkBo chpabpika Tevagrastim
- AKTHBHO BeliecTBO: punrpactuM. Beekn ml nHkekIoHeH/MH(PY3MOHEH Pa3TBOP ChIbpKa
60 munnona mexayHapoauu enuauny [MIU] (600 mukporpama) ¢punrpactum.
Tevagrastim 30 MIU/0,5 ml: Bcsika mpeaBapuTeIHO HAbIHEHA CIIPUHIIOBKA
cpabprkad0 MuIHoHa MeskayHapoaan eauaunny [MIU] (300 mukporpama) dunrpactam B 0,5 ml
pasTBop.
Tevagrastim 48 MIU/0,8 ml: Bcsika mpeBapuTeIIHO HAITBJIHEHA CIIPUHIIOBKA ChIbpKa
48 munmmona mexnyHaponau enxuaum [MIU] (480 mukporpama) ¢punrpactum B 0,8 ml pazTBop.
- Jpyru cbcTaBKU: HATPHEB XUIPOKCHI, JIEICHA OIIeTHA KucennHa, copouron (E420),
nosiucop6ar 80, BoJia 3a MHKESKIUH.

Kaxk usrie:xxkna Tevagrastim U KakBo CbIbpiKa ONIAKOBKATA

Tevagrastim e HHXEKIIMOHEH/MH(PY3HOHEH pa3TBOP B MPEABAPUTEIHO HAITBIIHEHA CIIPUHIIOBKA.
Tevagrastim e 6uctpa 1 Oe31BeTHA TeYHOCT. Beska mpeaBapUTENHO HAITbIHEHA CIIPUHIIOBKA ChIbPKa
i 0,5 ml, wm 0,8 ml pa3TBOp.

Tevagrastim ce npeasara B OMakoBKHU OT 1, 5 mwin 10 npegBapuTeTHO HATBIHEHN CIIPHHIIOBKH WIIN
IpynoBH omakoBKy 1o 10 (2 onakoBKH 1O 5) NpeaBapUTEIHO HAIBJIHEHU CIIPUHIIOBKH C
NHXKXCKIIMOHHU UT'JIN ChC UIIU oe3 IMpEAIIasuTel 3a Uuriara. He Bcuuku BHIOBEC OIIAKOBKH MOTIaT Jga
OBIaT mycHaTH B Ipogaxoa.
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IIpuTe:xkaTes HA pa3pelIeHHETO 3a yHOoTpeda
TEVA GmbH
Graf-Arco-Strale 3

89079 Ulm
T'epmanust

IIpousBoagureJ
Merckle GmbH
Graf-Arco-Stralte 3
89079 Ulm

T'epmanus

3a nomreITHMTENHA HHPOPMAIHS OTHOCHO TOBA JIEKapCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NpeACTaBUTEN Ha MIPUTEXKATENS Ha pa3pellieHneTo 3a ynoTpeoa:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Bwarapus
Tesa ®apma EAJ]
Ten.: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

Deutschland
TEVA GmbH
Tel: +49 73140208

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafa
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000
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Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tel/Tel: +32 38207373

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel.: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z o.0.
Tel.: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524



Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.1.
Tel: +39 028917981

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Kvbmpog Sverige

TEVA HELLAS A.E. Teva Sweden AB

EAMGSo Tel: +46 42121100

TnA: +30 2118805000

Latvija United Kingdom (Northern Ireland)
UAB Teva Baltics filiale Latvija Teva Pharmaceuticals Ireland

Tel: +371 67323666 Ireland
Tel: +44 2075407117
JlaTa Ha mocJieHO MpepasriexaaHe Ha JIUCTOBKATA

IMoapobHa uHpopMalus 3a TOBA JIEKaPCTBO € TPeIocTaBeHa Ha yebcaiita Ha EBporieiickara areHIus
1o JiekapcTBaTa https://www.ema.europa.eu.

7. HNHcTpykuuu 3a MHKEKTHPAHe OT MALMeHTa

To3u pazmen cpabpka HHPOPMAITHSI OTHOCHO TOBA, KaK CAMH J1a CH HAIPaBUTE MHXKEKITHS
Tevagrastim. BaxkHo € J1a He ce onUTBaTe Ja CU NMPaBUTE CAMU WHXKCKIIHS MPEIU J1a CTE MOy INIH
crienianHo oOydeHue oT Bamms iekap mim MeTuimHCKa cecTpa. AKO He CTe CHTYPHH OTHOCHO
CaMOCTOSATEITHOTO HHKCKTHPAHE W MMaTe HIKAKBU BBIIPOCH, MOJIS TOMCKANTE TTOMOII OT Barmus
JIEKap WK METUIIMHCKA CecTpa.

Kak 1a moctaBsi caM MHIKEKIUATA cu Tevagrastim?

Tpsi6Ba 1a MOCTaBUTE MHXKEKITHATA CH B ThKAHTA TOYHO 10T KOXKaTa. ToBa € M3BECTHO KaTO MOJAKOKHA
urkekiust. HeoOX0uMo € TIOCTaBSIHETO HAa MHXKEKIUATA J1a C€ U3BBPINBA MPUOIM3UTEIHO MO eHO U
CBHIIO BPEME BCEKU JICH.

ToBa, 0T K0eTO ce Hy:KIaeTe

3a a cu HampaBUTE MOAKOKHA UHXKEKIIHS Ce HYKAaeTe OT:

- MIpEeIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKa Tevagrastim;
- TaMIIOHU, HATIOGHHU C aJIKOXOJI MJIH HEI[O MOJ00HO.

KaxBo Tps6Ba 1a HANpaBsi MPeIn A2 CH HHKEKTHPAM MoaKo:kHo Tevagrastim?

1. [TocTaBsiiTe MHKEKITUATA CH TIPUOTM3UTEITHO 10 €THO M CHIO BPEME BCEKH JICH.

2. W3Banere Bamara npenBapuTelHO HalrbJIHEHA CIIPUHIIOBKA Tevagrastim oT XJaJuTHUKA.

3. IIpoBepere cpoka Ha TOJHOCT BbPXY €THKETA HAa MPEABAPUTEIIHO HATBIIHEHATA CIIPUHIIOBKA
(I'onmen no:). He n3mon3BaiiTe, ako nataTa € Ciiel] MOCIEAHHS JEH OT IIOCOYSHHS MECell.

4. [MpoBepete BhHIIHMA BUA Ha Tevagrastim. TpsiOBa na npencrasisBa OucTpa U Oe3BeTHA
teuHocT. He Tpsi0Ba na ro nsnomns3sare, ako ChIbpkKa BUAUMH YaCTHIIH.

5. 3a 1a Bu e mo-Manko HENpHUATHO, OCTABETE NMPEABAPUTEIIHO HATBIIHEHATA CIIPUHIIOBKA 3a

30 MHHYTH J1a TOCTUTHE CTaiHA TEMIIepaTypa WiH s 33pBKTe BHUMATEITHO B PhKa 32 HAKOIKO
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munyTH. He 3arpsBaiite Tevagrastim 1mo HUKaKbB ApyT HAYMH (HalpUMep, He TO 3arpsBaiTe B
MHUKPOBBJIHOBA [1€YKa WM B rOpela Bojaa).

He OTCTpaHSIBafITe MMpeArasuTeid Ha CIIPUHIOBKATA, JOKATO HE CTC TOTOBU 3a ITOCTaBAHECTO Ha
MHXXCKIUATA.

H3muiime cmapamenno povyeme cu.
N3bepete ymobHO, 10Ope OCBETEHO MSICTO M TIOCTaBETe BCHYKO HEOOXOIMMO Ha TOCTHITHO

pa3cTosiHue (MPEeIBAPUTEIHO HAIIbJIHEHATA CIPUHIIOBKA Tevagrastim U HalOeHUTE ChC CITUPT
TaMIIOHH).

Kaxk 1a moarorssi cBosita Tevagrastim un:xxexius?
[Ipenu na cu umxkekrupare Tevagrastim, TpsiOBa 1a HaNPaBUTE CICAHOTO:

1.

XBanere CIIPUHIOBKAaTa 1 BHUMATCIIHO MAXHETC MPCAIIA3UTECIIA Ha UTJIaTa 0e3 BBPTCHC.

W3nwpnaiiTe HammpaBo, KakTo € moka3aHo Ha purypu 1 u 2. He mokocsaiiTe uriarta u He
HATHUCKalTe OyTaNoTo.

4.
5.

1 2

BB3MorkHO € 1a 3a0enekuTe Maiko Bh3AyIIHO MEXypue B IPEIBAPUTEIIHO HAITbIITHEHATA
CIIPpUHITIOBKA. B TakbB cnyqal‘/'l BHHUMATCIIHO HOTyr[afITe CIIpUHIIOBKATa C IMPbCTHU, JOKATO
BB3yLIHUTE MEXypueTa U3ILULyBaT B ropHara i dact. IIpu u3npasena Harope ClipyuHIIOBKa
OTCTpaHETe ISUIOTO KOJIMYECTBO BB3/lyX Ype3 HATHCKaHEe Ha OyTalloTO Harope.

Bwpxy pesepBoapa Ha cipuHIIOBKaTa uMa ckana. Hatucuere 6yranoto ao mudpara (ml), kosTo
0TroBaps Ha Ipeanucanara ot Bammus nekap nosza Tevagrastim.

[IpoBepeTe 0THOBO, 3a /1a CEe yBEpPHTE, ye Jo3aTa Tevagrastim B CIPUHLIOBKATA € TOYHA.

Cera MoxeTe J1a M3II0JI3BATE TIPEIBAPUTEIIHO HAITBIHEHATA CIIPHHIIOBKA.

Kbne TpsioBa 1a cu mocTaBsi HH:KeKIUATA?
Haii-mogxoasmure MecTa 3a CaMOCTOSITEIHO [OCTABIHE Ha WHKEKIIUATA Ca:

ropHaTa 4acT Ha Oezpara; u
KOpeMa, ¢ M3KIIFOUeHHE Ha yJacThka OKOJIO Tbna (BuxkTe durypa 3).

1 [ / 3! Ll ;| | Ill. \ 14

Axo HIKOW npyr By mocTaBst MHXKEKITUATA, MOKE J]a M3IT0JI3BA U 3aHATa YacT Ha phlleTe Bu (BIkTe
¢urypa 4).
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ﬂoGpe € a MPOMCHATEC MACTOTO Ha MHXXCKTUPAHE BCCKUIHCBHO, 3a Ia n30erHeTe pucCKka oT
00JIE3HEHOCT B MICTOTO Ha WHIXCKTUPAHC.

Kak na cu mocTaBs nHKeKnuara?

1.

o

JlesanHpexTupaiiTe MICTOTO Ha HHKEKTHPAHE ¢ HAMIOCH ChC CIIUPT TAMITOH U 3aXBaHETE KOXKHA
TbHKa MEXY IMajelia 1 ToKasajera cu, 6e3 1a mputruckaTe (BxK. Gpurypa 5).

BbBenere urnara u3Lsuio B Koxkara, Taka Kakto Bu e nmokazano ot Bamus nekap wiu
MeIUIMHCKa cecTpa (BmxkTe durypa 6).

W3nwpnaiiTe meko OyTanaoTo, 3a a ce yBEepHTe, U HEe CTe POOOIH KPHBOHOCEH Cha. AKO
3a0eJIe)KUTE KPhB B CIIPUHIIOBKATA, M3BAJCTE UIJIaTa U S BbBEIETE B IPYT yYaCThK.
WuxexTupaiiTe TeYHOCTTa OABHO ¥ PABHOMEPHO, KaTO 3abpiKaTe Mpe3 LJI0TO BpEME KOXKHATa
rpHKa. Kato appikuTe KOJKHATA ThHKA MPE3 ISUIOTO BpeMe, HATUCHETE OyTaioTo 6aBHO U
PaBHOMEPHO, TOKATO Ce MPHJIOXKH IsU1aTa 7032 ¥ OyTalloTO HE MOXE Jla ce HaTUCHe ToBeve. He
HaMaJIIBaliTe HATUCKA BBPXY OyTanoTo!

He umkektupaiite moseye ot j03ara, npeanucada Bu ot iekaps.

Crnen MHXEKTHPAHETO Ha TEYHOCTTA OTCTPAHETE Uriiata 0e3 Ja HaMaJsiBaTe HATHCKA BbPXY
OyTasioTO W CIell TOBa OTIyCHETE KOXKaTa CH.

OtnycHete OyTanoro. O0e30MmacsaBaioTo yCTPOUCTBO e ¢ IPEMECTH ObP30, 3a J1a TIOKPUE
uriara (Bmxre ¢purypa 7).

3anmomHeTe
AKO UMare HSKaKBH IPOOJIEMH, MOJISI HE Ce CTpaxyBaiiTe 1a moMonnTte Bamms nexap mim
MEJUIIMHCKA CEeCTpa 3a MOMOIII U CHBET.

H3xBBpJIsiHE HA CIPUHIIOBKUTE
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- O06e30macsBaIoOTo YCTPOUCTBO Mpeana3Ba oT yOokaaHe ¢ uriara ciel ynorpeda, 1 1mo ta3u
IPUYMHA HE ca HeOOXOOUMH CIICUAIHN NPEANa3Hu MEPKH MIPH U3XBBpIsHE. M3XBbpiere
CIPUHIIOBKUTE ¢ 00€30TacsBaIio YCTPOHCTBO, CIIEBAKHA HHCTPYKIIMHATE Ha Bammus nekap,
MEIUIMHCKA CecTpa WU (papMaleBT.

8. IMocouenara mo-10J1y HH(poOpMAaIHsI € PeTHAZHAYEHA CaMO 32 MEIMIIMHCKH CIIEIUATHCTH

Tevagrastim He chABpKa HUKAKBH KOHCepBaHTH. [lopau moTeHInanHaTa OmacHOCT OT MUKPOOHa
KOHTaMHHAIs, CIpHHIOBKHATE Tevagrastim ca mpegHasHaueHu caMo 3a eIHOKpaTHa ynorpeoa.

CﬂyqaﬁHOTO n3jrarane Ha MUHYCOBH TCMIICPATYPH HE MOBJIMABA OTPULIATCIHO CTaOMIJIHOCTTA HA
Tevagrastim.

Tevagrastim He Tpsi0Ba Aa ce pa3pexaa ¢ pa3TBOP Ha HATPHUEB XJIOpUA. To3M JIeKapCTBEH MPOAYKT HE
TpsiOBa [1a ce CMeCBa C APYI'H JIEKaPCTBEHH IIPOAYKTH, C U3KIIIOUEHUE HA IIOCOYEHUTE I10-10ITy.
Pa3zpenennsar ¢punrpacTuM mosensa mo CTHKIOTO U IIIACTMACOBUTE MaTepHalt, ako He € pa3pesieH 1o
Ha4MHa, YKa3aH Mo-A0y.

IIpu HeobxomumocT Tevagrastim moxe 1a 0b/1e pa3peknaH B WHOY3HOHEH pa3TBOP Ha TIIFOK03a

50 mg/ml (5 %). Paspexmanero 10 kpaiina koruentparms nog 0,2 MIU (2 ug) va ml ve ce
npenopbyBa Mpu HUKAKBH 00CTOsATENCTBA. [Ipenu yrnoTpeda pa3TBOPHT TPAOBA Aa ce U3CeBa
BH3yastHO. TpsOBa 1a ce U3IMOI3BaT caMo OUCTPH pa3TBOPH Oe3 HAIMYNE Ha BUAWNMH JacTUId. [lpn
HalUEeHTH, TPETHPAHHU ¢ PUITPACTUM, pa3pexaan 1o KoHuentpamuu moa 1,5 MIU (15 pg) va ml, e
HEoOX0MMO 100aBsIHETO Ha YoBeIIKH cepyMeH anOymuH (HSA) no mocturane Ha xpaiiHa
koHIeHTpanus 2 mg/ml. [Ipumep: B kpaitaus nmxexiuonen o6em ot 20 ml, obma mo3a GuirpacTum
o 30 MIU (300 ug) tpsibsa ma 661 nprmarada ¢ gobaska ua 0,2 ml 200 mg/ml (20 %) pasrBop Ha
4oBelIKK anOymuH. Pa3penen B nHpy3noHeH pa3TBop Ha riroko3a 50 mg/ml (5 %) Tevagrastim e
CBHBMECTHM ChC CTBKIJIO M PeJHLIa IIacTMacH, B ToBa yncio PVC, nommonedun (cpnoauMep Ha
IMOJIUIIPOINIICH U HOJII/IGTI/IJ'ICH) " TTOJIUIIPOITUIICH.

Crnen paspexaane: XuMudeckaTta u (pu3ndeckaTa CTAOMITHOCT Ha pa3peeHusl HH(QY3UOHEH Pa3TBOP B
Mepro/ia Ha M3I0JI3BaHe € JToka3aHa 3a nepuoy ot 24 yaca pu 2 °C go 8 °C. OT MUKpOOHOJIOTHIHA
TJIeJIHa TOYKa MPOAYKTHT TPsOBa Jja ce U3IoI3Ba He3abaBHO. AKO He ce ynoTpeOu He3abaBHO,
MIEPUOABT HA U3IOJI3BAHE U YCIIOBUATA 33 ChbXPAaHEHUE MPEU yIoTpeda ca OTTOBOPHOCT Ha
roTpebuTenst 1 OOMKHOBEHO He TpsiOBa Ja ca moBede oT 24 gaca rpu Temneparypa 2 1o 8 °C, ocBeH
KOTaTO Pa3TBAPSHETO € U3BBPIICHO NMPU KOHTPOIHMPAHN U BATHINPAHU AaHTHCETITHIHHU yCIOBHSL.

H3nomsBane Ha OpEABAPUTCIIHO HATBbJIHCHA COPHMHIIOBKA C MPCATIa3UTEII

[Ipennasurtensr ciryu Ja MOKPUE UTaTa Cel MHXKCKTUPAHETO, 32 Jla e U30eTrHAT HapaHsIBaHUS OT
yooxaane. Toll He OBJIHMABA HOPMATHOTO (DYHKIIMOHUPAHE HA CIIPHUHIIOBKaTa. HaTuckaiite 6yTanoro
0aBHO M paBHOMEPHO J0 WHKEKTHpaHE Ha IIs1aTa 032 U J0 Kpas Ha XoJa Ha OyTtanoro. OTcTpaHeTe
CIIPUHIIOBKATA OT MAIlMEHTA, KaTO MOAIbPIKAaTe HATUCKA BhPXY OyTanoTo. [IpennazurensT me mokpue
uriaTa nmpy OTIIyCKaHETO Ha O0yTajaoTo.

Us3xBBprasHe

Heusnon3panusr MIPOAYKT WJIM OTHAABUYHUTC MATCpUATIN OT HETO Tpr6Ba Ja €€ U3XBBPJIAT B
CBHOTBCTCTBUC C MCCTHUTC U3MCKBaHUA.
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