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[lepeknag yKpaiHCBKOIO MOBOI, ABTEHTHYHICTH SKOTO MiATBEp/uKeHa 3asBHMKOM abo Horo
YIIOBHOBAKEHOIO 0¢000I0, IHCTPYKUIT Mpo 3acTOCYBaHHA Jikapcbkoro 3acofy abo indopmauii npo
3aCTOCYBAHHA JIIKAPCLKOro 3aco0y, 3aTBEPUKEHOI BIANOBIAHO 10 HOPMATHBHHX BUMOI KpaiHH
3assuuka/BupodHuka abo kpaiHu, peryIsaTOpHHIl OpraH fSKOi KepyeTbCd BUCOKHMH CTaHAApTaMH
AKOCTI, IO BiANOBINalOTH cTaHzapTam, pekomenaoBanuM BOO3, ta/abo 3riaHo 3 pesynbraTamu
KJIIHIYHMX BMNPOOYBaHb, 3aCBiYEHMIi MiAMUCOM YNOBHOBAXKEHO! 0COOM, IO BHUCTYMAE Bi iMEHI
3assuuka (JIncrok-Braaaum: ingopmanis 118 nanienra).

3asBuuk, kpaina: [Tdaitsep Eiiu. Ci. ITi. Kopnopefiun, CHIA
Pfizer H.C.P. Corporation, USA

Bupotuuk, kpaina: Axrasic Itanis C.n.A., Irania
Actavis Italy S.p.A., Italy

Jlayno6aactuna / Daunoblastina®
MOPOLIOK Ta PO3UUHHUK TSI PO3UUHY IS iH eKkiii, 20 mr




Jlayno61acTHHA, MOPOIIOK TA PO3UHHHHK /LISl PO34HHY 118 in'ekuii, 20 mr
JayHopyOilMHY riapoX10pHal
JIncroxk-Braaauur: indopmauis 1,18 nauienra.
VBakHO npouHTaiiTe BeCh 1€ JTHCTOK-BKIANIIL, NP HiZK M04YaTH 3aCTOCYBAHHS LbOT0
npenapary, OCKi/IbKH BiH MICTHTb BaKJIHBY /I Bac iHpopmauiio.

- 30epiraiire ueii IMcTOK-BKIaAMLL, BaM Moke 3HAZ0OMTHCA MEPEYUTATH HOTO.
- Slkiwo y Bac BUHUKIN Oy/Ib-sKi IUTAHH, 3BEPHITHCA 10 Nikapsa abo papmauesTa.

Lleit nikapchkuii 3aci6 npusHauenuit muwe Bam. He nepesasaiite iforo iHmmm ocodam, HaBiTh
AKINO TXHI CUMIITOMM TaKi cami, K 1 y Bac, OCKUIBKH Ll MOJKE 3aLUIKOAUTH M.
- Sxmo y Bac BHHMKIM Oyab-fKi NoGiuHi edekTH, 3BepHiThCA 10 Jikaps abo dapmauesta. Lle
CTOCYEThCS 1 OYIb-AKUX M0OIYHUX edeKTiB, He 3a3HAYEHUX Y LUBOMY JIMCTKY-BKAaaui. [IuBIThCS
po3ain 4.
FmicT JIHCTKA-BKIAAHINA
[1{o Take nikapchkuii 3aci6 JlayHoGnacTHHa i 114 4Oro HOro 3aCTOCOBYIOTS.
[1lo noTpi6HO 3HATH, MEpLI HIXK 0YaTH 3aCTOCYBaHHS JiKapchKoro 3aco0y laynoOaacTuHa.
Slk 3acTocoBYBaTH JliKapchKHii 3acid JlayHobnacTHHa.
. Mosknusi noGivHi edexTH.
30epiranns nikapcbKoro 3acody JlayHobmacTHHa.
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6. BmicT ynakoBku Ta j01aTKoBa iHpopMmallis.
1. [lo Take Jikapcpkuii 3acid JaynodaacTuna i 1151 40ro Horo 3acToCOBYIOTh.
JlayHo61acTHHA — 11 NPOTUIYXAMHHHMI aHTHOIOTHK, L0 HAJIEKUTE 10 IPYNH AHTPALMKIiHIB, HOro
3aCTOCOBYIOTh ISl JIiIKYBaHHS pisHMX BuAiB paky. Lleit nikapcbkuit 3aciG  BBOAATSH
BHyTpilHBOBeHHO. JlayHo6acTHHA iHriGye KIITHHHHIT LMK, 3anobiraloun npoaidpepauii pakoBUX
KJTITHH.

Hopocai:

[penapar JlayHoGnacTHHa MOXHA 3acTOCOBYBATH OKpemo abo y KomOiHauii 3 IHUHMMH
JMIKapCHKMMH 3ac00aMHU JUTs JTiKyBaHHs JIeiK031B (AHTHHEOMIACTHYHMX 3aXBOPIOBaHb KPOBOTBOPHOL
CHCTEMM), TAKHX SK: FOCTPHU Mi€noiaHUi Jieiko3 i roctpuit nimbodnacThuii neitkos. Ilpenapar
JlayHoGnacTHHA MOKE MPU3HAYATH JIMIIE JiKap., SKME Mae J0CBIA NiKyBaHHA MPOTHPAKOBHMH
JIIKApCBKUMM 3aco0amu.

Jirm:

[Mpenapat JayHoOnactuHa B KoMOIHALIT 3 IHIIMMHU JIKAPCBKHUMM 3ac00amMM MOJKHA 3aCTOCOBYBATH
y AiTeit 3 TakuMu GopmMamiu JIeiKo3y (aHTHHEOMIACTUYHHUX 3aXBOPIOBaHb KPOBOTBOPHOI CHCTEMM),
AK: roctpuit niMpoGracTHUiA NeiiKo3 i rocTpuil MienoiaHui neiiko3. Skwmo y Bac Bunukan Oyab-sKi
nuTadHd woao Al sikapcekoro 3aco0y [layHobnactuHa abo Toro, 4HoMy UeH npenapat
npusHaueHuit Bam, 3BepHITBCA 10 CBOro jikaps.

2. Illo norpibHO 3HATH, NepPWl HIZK M0YATH 3aCTOCYBAHHS 1iIKAPCLKOro 3acody
Jlayno6aactuna. He 3acrocoByiiTe Jikapesknii 3acio Jaynodaacruna:

- AKkwo y Bac anepris Ha gayHopyOiuMHy riapoxnaopua ado Ha Oyap-AKHil iHIIHI IHIPEIIEHT UBOTO
npenapary (3azHadeHuit y posaiai 6), abo Ha iHuwI MpoTHpaKoBi npenapary 3 Tiei camoi rpynu;

- akwo y Bac cTifiki 3MiHM IMyHHOT cucTemu (MOPYIUEHHS 3[aTHOCTI opraHiamy Oopotucs 3
iHpeKkuisMHu ad0 3aXBOPIOBAHHAMH):

- AKwo y Bac Taxkka indexuis;

- Ko y Bac BUHUKIM TSKKI nopylueHHs hyHKLUIT neviHku ado HUPOK: a-"j:;na.,.a _
- Akmo y Bac TakKi cepueBi 3aXBOprOBaHHS (CepLEBa HEIOCTaTHICTb, apUTMist 'aqpav? 8’&9 :
HEeLIO01aBHO repeHecau iHdapKT Miokapaa; 4

- aK1o Bu oTpuMyBaiu JIiKyBaHHS BUCOKHMHM J103aMH AayHOpPYOiuuHy ado iHILNY
et rpynu;
- AKio Bu BarirnHa abo nigosproete, wo Bu, iiMoBipHo, BariTha:
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- AKLOo By roayere AUTHHY MPYy/ULIO.
[Monepekenns Ta 3axo0/u De3nexH

[ToroBopite 3i cBOIM jikapeM aGo (hapMaLEBTOM, Mepll HiXK MOYATH 3aCTOCYBAHHS TIKapCHKOTO
3acoby [laynobnactuna.

- Skuo y Bac HeKOHTpoJibOBaHa BipycHa iH(pEKLIiA.

- SIkmo Bu OTpuMyBaiH, OTpHMyeTe afo MUIaHyeTe OTPUMYBATH NPOMEHEBY TEpParito, OCKIMEKH Y
LBOMY BHMAAKY By HapakaeTech Ha BULLMIA PU3HK PO3BUTKY MicLEBHMX peakiiii. Kpim 1poro, AKio
Bu OTpUMYBaJM MPOMEHEBY TEpariio 30H, PO3TALIOBAHMX 100/1M3Yy Cepld, e MOXKe MOCHIHTH
TOKCHYHUH BIUIMB TIperapaTy Ha cepue.

- Skuwo Bu oTpUMyBa/Id [OMEPEAHE RlK}’BaHHﬁ OyAb-sIKMM MPOTHPAKOBHM MpenapaToM i Maete
HeBeJMKI BHPA3KM y POTOBii MOPOXKHMHI (CTOMATHT), SKIIO Y BAC 3MEHLIEHA KiNBKICTH OJHOTO
BHIY OIIMX KPOB'SHMX Tijeup (HeHTpomewis), TpPOMOOUMTIB  (TPOMOOLMTONCHIA) abo
reHepasizopaHa iHdexuis.

- Skwo y xoxi nikysauus y Bac po3BMBAeTHCA Cepiio3HE YPAKEHHS KICTKOBOrO MO3KY. IO
CYMPOBOKYETHCA SMEHIICHHAM KiZIBKOCTI GiMMX KpOB'SHUMX Tineub (JeiKoneHis, HedTponeHis) i
TPOMOOUMTIB (TPOMOOLIMTONEHIs).

- SIKmo y Xo/1i AiKyBaHHSA PO3BHBAETHCA AHEMIA.

- Slkwo v Bac € a6o pauiite Gy 3axBoproBatHs cepiu. JIiTHI nauienTy Ta AiTH Giabul YyTaHBi 10
WIKiJIMBOTO BIUTHBY LbOTO TTpenapaTy Ha cepue.

- Slkmo By oTpuMyBau NiKyBaHHS IHIIMMH aHTpaLMKIiHaMK a00 aHTpaLeHI0HAMH.

- Slkwo Bu npuiiMaere iHimi TiKM, 1O MOKYTh 3MEHUIYBATH HAacTOTY CEPLEBHUX CKOPOYEHE ado
LLIKOZAMTH CEPLLO.

- SIkuo y Bac € aGo paxiie 6y1u 3aXBOPIOBaHHSA MEYiHKH.

- Slkwo y Bac € aGo pauiue Oy/iu 3aXBOPIOBaHHA HUPOK.

- SIKO mia yac JiKyBaHHs 3pOCTae piBeHb cedoBOi KMCIOTH B Kposi. Ockinbku [layHoOGmactuna
MOYKE CIIPUUMHATH 3POCTAHHS PIBHA CEYOBOT KMCIOTH Y KpoBi, Baui nikap MOKe BKHTH JSAKHX
3aX0/1iB I MiHIMi3auil MOXKIMBHUX YCKIIAJHEHb.

Sk mig yac AiKyBaHHA UMM rfperiapatoM Bam nHeoOXinHa BaKUMHALLSA, HE CIiA BBOIHTH
BAKLIMHHM, 11O MICTATH KHBi a60 ocnadneHi BipycH: KpiM LBOro, peakilis Ha iHAKTHBOBAHI BAKUMHH
Moke OyTH c1aduIoo.

- Slxmo y Bac mygora i Gmosanns. Ockinbku JlayHoOnacTMHA MOXKeE CHPUYMHATH HYIOTY
GroBaHHs, 10 MOYATKY HiKyBaHHs Jiikap MoXe MpH3Ha4nTH Bam meBHi 7ikH, 1O NOMepe1kaoTh
Ta/200 IMEHILYIOTH YACTOTY TA IHTEHCURHICTh WX SIBULIL

- Sxkmo Bu orpumyete abo paHilie OTpUMYyBaiH JiKyBaHHA npenaparom JlaynoOnactuna, Bu
MOBHHHI BAKHBATH e(peKTHBHHX 3ac00iB KOHTpaUenLii.

- Axkwmo y Bac Oyap-aikuil 3 BHILEONHCAHUX CTaHiB, Mepel MOYaTKOM 3aCTOCYBaHHs [pernapary
JlayHoGiacTnHa 3BepHiTheA A0 cBoro nikaps. Jlikap peryispHo nepesipatume Baw crad, wod
nizHatuch, uM aie JlayHoOGnactuHa SK OviKyBasoch. JlayHoOnacTHHa MOXe CHOPUYMHSATH MOBHE
BUMAAiHHA BoJOccs (aj0Melito), B ToMy 4ucii HOpojau. MaXBoBOro Ta 100KoBoro Bonoces. Llei
nodiuHMii eeKT, AK MPABMIO, MAE 3BOPOTHHI XapakTep: BOJOCCA 3HOB MOYMHAE POCTH Hepe3 JBa
abo Tpu Micsaui nicas 3aBepiueHHs nikyBaHHsA. [lepea MoyaTkoM i B XOAI JIKyBaHHs Mpenapatom
IlaynoGnactnHa Bam fikap Moke MepioAM4HO MPH3HAYATH aHali3M KPOBi, a TAKOK aHAi3M
byHKLUIT cepus, neviHkyl Ta/abo HUPOK.

3acrocysaunsi npenapary /JlaynodsacTinua 3 inmnMu JiKapebKHMH 3acobamu

[ToBioMTe cBOEMY 11Kapf0 abo (apmaueBTy. AKILO Bu npuiimMaeTe, HelLOAABHO npum{anu ado
MOT/IM MpuiiMaTi Oyap-ski iHmi niku. FIMoBipHO, e Moe nocuitoBatH noGiuHi epekrn abo
IMIHFOBATH ,t_lll-O IHIIUX npenapa'rln HanpuKiai, npenapaTle JJ1A ﬂlK\BaHHﬂ paxv . .
MOpYIIeHb, iKiB, 1[0 MOXYTh BIIHBATH Ha KiICTKOBMH MO30K i (PYHKLIIO MEYIHKH, npe;r' ’&‘ﬂama )
IMIHIOIOTh BHMBEACHHA CE4OBOI KHCJIOTH, aHTHArperaHTHUX (aurmponooumapnmﬁ ﬁcoof
liCplOH. JIIKYBaHHH npenaparom ,[[ayﬂoonacmﬂa HC CJ’II,[{ BBOAHTH [ICBHI THITH BaAKLHMH.

: ans N\
BaritnicTh, roayBaHHsi rpy/alio Ta GpepTHILHICTE 2 :‘ NOKYME]

slkio Bu arithi aGo rogyere rpyamo, aymaere, Bu, iiMoBipHo, BariTHa abo nnaHyeTejaaBari'ngi
fepesl 3aCTOCYBAHHSM LBOTO MPErapaty 3BEpHITHCA 10 CBOrO Jikaps ado cbapmau\eﬁm
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noBiZoMUTE BaM mpo MOXkIIMBI pU3MKH, MOB s3aHi i3 3acTocyBaHHAM npenapaty JlayHoGnactuua y
nepion BariTHocTi. JIis TONepeKeHHS BAriTHOCTI MiJ ¥ac Ta Micas 3aBEPLICHHS JiKYBaHHS
npenapatom JlayHoG1acTiHa HeoOXiAHO BXKHBATH ehEKTHBHHX 3aX0/1iB KoHTpauenuii. Lle npasuio
CTOCYEThCS MAMIEHTIB 000X cTaTeil. SIKILO MALIEHTH 3aX04yTh MaTH JiTeH Micis 3aBepLICHHSA
NiKyBaHHS, PEKOMEH/IYEThCS KOHCY/IbTallis fikaps-reHetuxa. SAxkuio Bu rogyere IUTHHY rpyauuo,
MOBiZOMTe Mpo Le cBoemy Jjikapio. He caia 3actocoByBat npenapar Jlaynobaactuna, skiio Bu
rOAy€eTe AUTHHY rPYIIO.

KepyBanHst aBTOTPAHCIIOPTOM i pofoTa 3 iIHIIHMH MeXaHi3MaMu

JlayHoGnacTHHA MOXKe CIPHYMHATH HYJZOTY i OJIOBaHHA, WO B JEAKMX BHIAJKAX MOKYTh
MOripIIyBaTH 31aTHICTh KepyBaTH aBToM0GineM abo npauroBaTi 3 MEXaHi3MaMH.

JlaynobaacTuHa MiCTHTB HATPIil.

[TauieHtam Ha Ji€Ti 3 HU3BKMM BMICTOM HaTpitlo HEOOXiAHO BpaxoByBaTH, IO Ll mperapar
mictuth 3,54 mr (0,154 MMoJ1b) HATPitO HA | MJ1 pO3YHHY.

3. Sk 3acTocoByBaTH Jikapeskuii 3acio Jlaynobaacruna.

Bianosiano a0 Baworo crady i BianoBiai Ha nikyBaHHs Baun jikap BU3HAYMTH ONTHMANbHY /103y
Ta TPUBATICTH JiKyBaHHs. Jlikap npu3HaunTh NOTPiOHY Bam KifbKicTh LMKIIB MiKyBaHHS.

Slkuo Bam BBesin Oiabiny KiabkicTs npenapaty Jlaynobaactuna, Hixk norpioHo.

Xoua HMOBIpHICTH Nepefo3yBaHHs npenaparty JlayHoO/1acTHHA HU3bKA, BOHO MOXKE CHPHYHHHTH
PO3BUTOK TOOIHHMX edeKTiB.

4. Moxausi nodiuni epexrn.

SIk i BCi MiKH, L npenapat MoKe CIPUYMHSATH MOOIUHI peakiii, Xoua BOHM BUHHKAIOTH He Y BCIX
nawieHTiB. Jyoce nowupeni nodiuni egpexmu (o moxcyms sunukamu y nowao 1 3 10 nayienmis)
BRAIOUAIOMD

« indekuii, renepanizoeani indekuii (cencuc / cenTULUEMit0);

* 3MiHy HOPMaIbHOT (YHKIT KICTKOBOrO MO3KY. 3MEHLICHHA KiJIBKOCTI €pUTPOLMTIB (aHeMiio),
IMEHIIEeHHA KUTBKOCTI JIeHKOUMTIB (HeiiTpomeHilo 1 JefKoneHiio), 3MEHIIeHHS KilbKOCTI
TPOMGOLIMTIB (TPOMOOLMTONEHIIO), 3MEHILIEHHS KiTbKOCTI FPaHy/IOLMTIB (FPaHy I0LUTONEHI);

* 3MiHy cepLeBoro M's3a (KapaiomMionariio), 1o MOXKe NPOABAATHCS Y GOPMi YTPYAHEHOrO ANXaHH
(3a/MIIKK), CHHIOIIHOTO KOJIBOPY WIKipH (UiaHO3Y), HAKOTIMYEHHS PIAMHH Y IIMKOIOTKAX, CTONax I
rominkax (nepudepuyHUX HaGpPAKIB), 3011bLICHHA PO3MIpY MeYiHKM (renaromeraii), HAKONHYEeHHS
PIAMHKM Y uepeBHiil MOPOKHMHI (aCLMTY), HAKOMWYEHHS PIAMHH Yy MJEBPalbHiil MOPOKHUHI
(M/1eBpaLHOrO BMIIOTY), BTPAaTH 3JATHOCTI Cepus TepeKkayyBaTH KpoB (3acTifHOI cepueBol
HEI0CTATHOCTI):

* KPOBOBHITHBH;

* niapeto, 3anajieHHs cTpaBoxofy (e3odarir), 3amajeHHs CAM30BOI OOOIOHKH [OPOKHUHH poTa
(MYKO3HUT / CTOMATHT), HYAOTY / G/IOBaHHSA:

* BUNAAiHHA BOJOCCA (AOMELi0), MOYSPBOHIHHS LWIKIpH (EpUTEMY), LIKIPHI BUCHITH,

* [MiABULIECHHS TEMIIEpaTypH Tija;

* O1J1B;

* 30ibIIEHHS PIBHSA MEBHUX PEYOBMH, TakMX sK OinipydiH, acnapraramiHoTpancdepasa i JyxkHa
docdaraza y kposi.

[Towwupeni nobiuni eghexmu (o smoxcymo eunuxamu marice y 1 3 10 nayicnmis) exnouaroms:

* Gifb y JKMBOTI, 3aNa/IeHHs BEHU, KYH BBOAATH npenapat ((hnediT Ha AinsHuUi BBEAEHHS), 3MIHH Ha
efeKTpoKapaiorpami.

Piokicni nodiuni ehexmu (o mosxcyme eunuxamu y 1 3i 100 nayienmis) eriouaiontn:

* TOCTPHUHA MIEJIOTAHMI JICHKO3, iHpapKT MioKap/a.

Heeamueni nacaioku HesiooMol Hacmomu (HeMONCIUBO OYIHUMU 3 HAABHUX OQHUX) BRIIOUAIQ

* LIOK, CIIPUYHHEHHH TSKKOIO 1H(EKUIEO (CeNTUYHMM [LI0K);
* MIEJIOIUCTUIACTUYHMNI CUHIPOM;

* TSKKI anepriuni peakuii (aHadisakciio), anepriuti peakuii; HOKYM
* 3HEBOJHEHHS, 3HAYHE 3POCTAHHA KOHUEHTpauii Cce4oBOl KHMCIOTH B Kpo-ﬁi";‘([“q_Cprj
rinepypuKemito); N Yy

3
w Ve Sl p ) e



* 3anajseHHs | MOTOBILICHHSA TKaHWH cepuls (eHpomiokapaianbhuii (ibpos), Oine y rpymsx, sky

MALIEHT BiIUyBAE MPH HEAOCTATHLOMY HAAXOUKEHHI KPOBi /10 cepli (CTEHOKapAiio), 3amaieHHs

cepLeBoi OOONMOHKH (MEpUKAPINT), 3aMajeHHs CEepLeBOro M'A3y (MIOKapauT), MOpYLIEHHS

CEepLEBOro pUTMY (HALLTYHOUKOBY TaXiapuTMIiiO);

* MOYEpPBOHiIHHA 00/1M44s (pyM'sHELb), WIOK, YTBOpEeHHsS TPOMOIB y BEHaX (tpomBodediT),

[MOTOBLICHHs CTIHOK BeH ((hnedocKaepos);

* 3MEHIIEHHS HAIXOPKEHHS KHCHIO /10 TKaHHH (TiNOKCii0);

* KOJIT;

* FEMATHUT, MEYiHKOBY HEJOCTATHICTS,

e sanajgeHHs ILIKipH, COpPUYHHEHe Oe3MocepeHiM KOHTAKTOM 3 PeYOBHHOK (KOHTAKTHHH

JePMATHT), MiJABMIIEHY WYYTJIMBICTh AUISHKH IIKipH, AKY MiZ1anu ONPOMIHCHHIO, cBepOik,

MOCH/IEHHS NirMeHTauil WKIpH i HIrTiB, KPOMUB'AHKY:

* uepBOHMIA KOJIip ceui BipozoBsk | abo 2 AHIB mic/s BBEACHHA,

« BiZCYTHICTH MeHCTpYaLlil (aMEHOPEI0), BIACYTHICTH CIIEPMATO30i/iB y criepmi (asoocnepmiio);

* 03HOO; CMEpTh; y/Ke BHCOKY TeMIIepaTypy: MOTPansHHs Npenapary 3 BeHH, KyAH HOro BBOJIMIIM,

10 iHIOMX AIAAHOK, 10 MOXe CTpPHUMHMTH TaKi CHMITOMM, #AK HeraiHa Mmicuesa

GOMiCHICTD / BITYYTTA TEUiHHA; TSHKKE 3anaieHHs MiAMKIPHAX TKaHMH HAa JAUSIHII BBEACHHS

npenapaty ((paerMoHa); BUpasKy LIKipH Ta BIAMUPAHHA TKAHWH (HEKPO3 TKAHHMH).

Hosizomaennst npo nobiuni edpexTH. SKwo y Bac BUHUKIM Oyzab-siki 1oGiuHi edekry,

BKIIOYAIOUM He3a3HaueHi y LbOMY JHMCTKY-BKTaJMuli, 3BEpHiThCA 70 nikaps, dapmauesra abo

MennuHoi cecTpu. Takok BM Moxkere Oe3rnocepeaHbO [OBIAOMMTH TPO HHMX 32 JOMOMOIOK

icnascskol cuctemyt (apmakonarisay: https:/www.notificaram.es. [Tosizomasroun npo noSiyui

edexTH, B MoskeTe 10MoMOrTH OTpUMaTH Ginbiie iHbopmauii 110,10 Oe3MeKH 1HOro npenapary.

5. Ymosnu 30epiranus npenapary Jdaynobaacruna.

3GepiraiiTe ueif npenmapar y MiCLAX, HEAOCTYNMHMX s Aiteil. Llei npemapar He BuMmarae

ocoOnMBHX yMOB 30epiramma. He BHKOpHCTOBYiiTe mperapat micis 3aKkiHYeHHs TEPMiHY

[PHMAATHOCTI, 3a3HAYEHOr0 Ha 30BHILHIM yrmakosii Ta eTukeTui mics cnosa "CAD" (npuaatHui

n0). Jlatoro 3aKiHYeHHs TepMiHy TIPHAATHOCTI € OCTaHHii JeHb 3a3HaueHoro wmicsus. He

3acTOCOBYITE Leil mpenapar, SKIIO BW MOMITHIM, IO YNAKOBKA MOWIKOMKEHA a00 BiAKPHTA.

[perapar peKOMEH/IYEThCA BBOAMTH HEraifHO MiCIsl 10aBaHHA PO3UMHHMKA /LIS PO3BEACHH:A abo

BiIKPUTTA (prakoHy. SIKIIO Mpenapar He BBENM HEraifHo, BiANOBIaJBHICTH 3a 4ac i YMOBH ioro

36epiraHHs Hece KopucTyBay. TepMiH 30epiraHHs pO3BEACHOIO Mpernapary y XoJ0AH/IbHUKY (npu

Temmepatypi Bia 2 10 8° C) He MOBMHEH MepeBHIlyBaTy 72 roAMHH. YTHII3aLI0 HEBUKOPHCTAHOTO

nikapchKoro 3acody i BCiX Marepianis, 0 YTBOPWIMCA B pesyiibrati HOro 3actocyBaHHs,

HEOOXIAHO 3AIMCHIOBATH BiAMOBIMHO /10 MiCUEBMX MPAaBHI YTHII3ALIT LMTOTOKCHYHHX JTIKAPCHKUX

3ac00iB.

6. BmicT ynakoBk# i 101aTKoBa indopmauis.

Ckaan npenapaty JdaynodaacTuna

- Jlitoua peyoBuHa: 1ayHOPYOILMHY i IPOXJIOPHI.

- [H1i KOMMOHEHTH Y (PIAKOHI 3 MOPOLIKOM: MaHITOJ:

* amnyma 3 pozunHHuKoM 10 M Hatpito xaopuay 0.9 % (9 mr/mn): Boaa s iH'ekuii i HaTpitO
XJIOpHL.

Onuc npoayKTy i BMICT YIIAKOBKH

@nakoH MicTUTh JjiodinizoBany Ai04Y PEHOBMHY, LIO ABAE COOOK HYEePBOHO-NOMapaH4YeBHid

MOpOLIOK. AMIy:1a MicTHTB 10 MJI po3unHHHKa (po3umHy HaTpio xaopuly 0.9 %).

BaacHuk peecTpaniiiHOro nocBilyeHHs

[Mpaiizep, C.JI. (Pfizer, S.L.)

Asgeniza e Eypona, 20b

[Tapke Emnpecapians Jla Mopanexa

28108 Anbkobennac (Maapun), lenanis

A wpaina
Hil
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Bignosigansunii BupobHuK

Axragic Itanis C.nm.A. (Actavis Italy S.p.A.)

Bia [lactep, 10 - 20014 Hepsiano, Minan, Itanis

JlaTa 0CTAHHBLOIO MePersiay bOro JHCTKa-BKIaAnma: tepesens 2016 p.

JletansHa Ta oHOBJeHa iH(OPMALS OO0 LBOTO Mpenapaty 3a3HavyeHa Ha BeO-calTi IcraHchKol
areHuii 3 ;mikapeekMx  3aco0iB ta  BupoGiB  MeauuHoro  npusHadenHs  (AEMPS)
http://www.aemps.gob.es/
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Jlo Peectpauiiinoro Iocsiauenns
Ne
Haxka3z MO3 Vkpaiuu

Bijl

[Mepeknaa yKpaiHCHKOIO MOBOIO, aBTEHTHYHICTH SKOro mifrBepikeHa 3assHukoM abo ioro
YIIOBHOBAKEHOIO 0CO0010, IHCTPYKLIT Mpo 3acTocyBaHHA JiKapchkoro 3acoby aGo inopmauit
[P0 3aCTOCYBaHHs JiKapChKOro 3acoly, 3aTBep/UKEHOi BIAMOBIAHO 10 HOPMAaTHBHHUX BHMOT
kpainu 3assHuka/BupoGHiuka aGo KpaiHW, peryisTOpHHH OpraH sKOI KepyeTbCs BHCOKHMH
CTaHIapTaMK AKOCTI, L0 BIANOBIZalOTH CTaHAApTaM, pekomenaosanum BOO3, ta/abo 3riakHo 3
pesy/ibTaTaMM KJIIHIYHUX BHIPOOYBaHb, 3aCBiAUEHHIl MIAMMCOM YMOBHOBAKEHOT OCOOH, IO
BucTymnace Bia imeni 3assuuka (KopoTka xapaKTepHCTHKA [JiKapcbKoro 3acody).

3asiBHuK, kpaina: [1daiizep Eitu. Ci. Ii. Kopnopeiiumn, CILIA
Pfizer H.C.P. Corporation, USA

Bupoouuk, kpaina: Axragic Itanis C.n.A., Itanis
Actavis Italy S.p.A.. ltaly

JdayHodnactuna / Daunoblastina®
MOPOIIOK Ta PO3YMHHMK U1 PO3YUHY Ui 1H €Ki, 20 mr




KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY
1. HA3BA JIIKAPCBKOT' O 3ACOBY
JlaynobnacTina, MOpOLIOK Ta POIMHHHHMK /UTA PO34HHY /A iH’ekuiii, 20 Mr
2. KUIbKICHUM TA AKICHUH CKJIAJT
Koxen rakos MicTuTh 1ayHopyOiuuny rigpoxnopuay 20 mr.
| M1 BiZTHOBJIEHOrO PO3YHHY MICTHTB 2 MI' IayHOPYOILMHY IiAPOXIOpUIY.

JonoMmizkHi peHyOBHHH 3 BiJOMHMM BIACTHBOCTAMU
Kosken M BisiHOBIeHOrO po3unHy MicTuTh 0,154 Mmoib (3.54 Mr) Hatpiio.

[MoBHHit nepesik AONOMIKHHX PedOBIH HaBeJeHHiT y po3aiti 6.1.
3. JIKAPCBKA ®OPMA

[Topoluok Ta pO3YMHHHK UTA NPUTOTYBAHHA PO3YMHY JUIA iH €KL
JTiodinizoanuii MOPOLIOK YEPRBOHO-0PAHIKEBOr0 KOJIBOPY.
Po3uiHHUK #B7sA€ co600 npo3opnii 6e3dapBHuil po3unH HaTpito Xxaopuay 0,9% (Imr/mi).

4. KJITHIYMHI XAPAKTEPHCTHKH

4.1 Moka3auHs 10 3aCTOCYBAHHS

JlayrnopyGituns okpemo abo y KomGisauii 3 iHWMMM MPOTHONACTOMHMMM JiKApChKAMM 3acobamu
npusHaUeHMit A1a iHAyKUii pemicii roctporo mienoGaacTHoro nefikosy Ta rocTporo aiM(odIacTHOro
JefKo3y.

Jlaynopy6iuns 8 ckiaai komGiHOBaHOi Tepanii nokasauuii g JliKyBaHHS rOCTPOrO Mi€N0DIacTHOrO
neifko3y Ta roctporo JimMQodIacTHOro feiko3y y aiTei.

4.2 Crocid 3acTOCYBAHHS Ta 103H

JTiKyBaHHA CHiZ pO3MOYMMHATH TUMBKM Mif HAMMSAOM MEIMYHMX MpPALiBHUKIB, AKi MalOTh J0CBIA
nikyBaHHs paky. HeoBxiaHo MpoBOAMTH YacTHil T4 peTelbHMIl MOHITOPHHI CTaHy MaLi€HTIB Mid yac
[poBejieHHs Tepanil (aus. po3ain 4.4).

2103} BaHHA

Hoza naynopvmunuy, AK MPABMIIO, 3QIEKUTH BiJ IUIOWL MOBEpXHi Tina nauieHTta (M %), ane y aitei
MoJiojuie 2 pokiB (abo 3 nioleto noeepxHi Tina mexie 0,5 M PEeKOMEHI0BaHO MPOBOAUTH PO3PAXYHOK
J103H 3@ MACO0 Tina (Kr).

KinbkicTs 103 1ayHOPYOIUMHY B KOXKHOMY LMKII MOXKe BiPISHATHCA B 3aJ€KHOCTI BiA UiI0ro
psiy MepeMiHHUX, Y TOMY YHCIi:
- Yy 3aCTOCOBYETBCA AayHOPYOilMH okpeMo ado B koMOiHaLlT 3 iHIIMMH UMTOTOKCHYHUMH JIIKAPCHKHMH
3acobaMu abo MPOMEHEBOKO Tepamni€io.
- Bik nauienra (aiTH, 10pocii ado 11011 NiTHLOrO BIKY).
- [TepeHocHMiCcTD Npenapaty NauieHToM, KIiHi4Ha CUTYaLlis Ta KJiHIYHa peaKllis nauieHTa Ha JiKyBaHHS.

Hopocai
V BUMAIKy MOHOTeparii:
- PexomenjoBaHa [000Ba [03a AayHOpYOIUMHY NpH MOHOTepamii mia Hac Mepuoro Kypey 3
MeTOI IHAYKLUIT peMicil y 10poc/iuX TNauieHTIB 3 rOCTpHM Mi€/1001acTHHM neamag\g Ta
roctpum JiMpobaacTHIM TeifKo30M cTaHOBHTE 60 Mr/m’; i CTiI TOBTOPIOBATH E ﬂb‘é ":'pb .
auiB mocnink. i yac HACTYMHUX KypCiB 3 METOKO iHAYKLIT (AKi cai npoj "g%w Komﬂf’sdi \
THXHI B 3a/1eKHOCTI BiZl CTAHY KiCTKOBOIrO MO3KY Ta pe3yJ]bTaTiB aHanizy K




PeKOMEHIOBAHO 3acTOCOBYBATH B Tiil camili 1000Biif 103i, ane TINBKH MPOTArOM 2 JHIB
[OCHi/Ib.
Y Bunaznky kom0iHoBaHoOi Tepartii:
- Ilpu L'raunapmm xombiHoBaHiii Tepanii pekomenzoBaHa 1000Ba /1034 nayHopyOiLHHY, AKY
BBOAATH BIAMOBIAHO /10 rpadiky, 3a3Ha4eHOro BUIlE, CTAHOBHTE 45 Mr/M°.
Himu
Jlosy npenapary JlayHobaacTina s aiteif (ctapue 2 pokiB) 3a3Budait PO3PaxoBYyIOTH Ha OCHOBI T1O1L
MOBEpPXHi TiNa i KOPHTYIOTH BiAMOBIAHO 40 iHAMBIAYATBHUX NOTPES KOKHOrO MallieHTa 3 yPaxyBaHHAM
KTiHiYHOT BIAMOBI/ Ta reMaTonoridHoro crarycy. Kype Tepanii MoxkHa MOBTOpOBaTH Hepes 3—6 THKHIB.
CxeMy 7iKyBaHHS PEKOMEHIYEThCS CKIAZaTH BiAMOBIAHO 10 AIHOYMX Criewiani3oBaHHX MPOTOKONIB Ta
KepiBHHUIITB.
Jlns fiTeit cTapiie 2 poKiB MAKCHMasbHA KyMYIATHBHA 1033 CTaHOBUT 300 M/,
Jlias miteii Bikom 10 2 pokis (afo 3 ruiouiero nosepxHi Tina mexuwe 0,5 M?) MakCHMalbHA KyMyISsTHBHA
J103a cTaHoBUTH 10 Mr/kr.
Hame‘umu AIMHbOZO Slhjf
V nauieHTiB crapiie 65 pokiB Moxe 3Haz[00u'mcn JHH)KeHHA J103M JayHOpyOilnHy a0 45 mr/ M npH
3aCTOCYBAHHI Y BUIIIAI MOHOTepariii i 710 30 Mr/M* pi KoMGiHOBaHi i Tepanii.
Iopyuierna dynryii nevinku
V nauieHTiB 3 MopymeHHAMH (QyHKUIT MeYiHKM PEKOMEHZOBAHO 3MEHLIYBaTH 03y MNpenapary
JlaynobnacTina (naynopvﬁiunu) 3 METOO MOMepeKeHHs 3pOCTaHHS 3aradbHOT TOKCHYHOCTI. 3MEHIICHHS
1031 PEKOMEH/IOBAHE Y MALIEHTIB i3 HACTYTHUMU TOKA3HUKAMH GI0XiMi4HOrO aHallisy KpoBi:

- JlayHOpYOIlMH MPOTUIIOKA3aHWi NALiEHTAM 3 THKKHM MOPYLICHHAM (YHKUIT nedinku
(xnac C 3a Yaitna-ITsto [3aransauii 6an 10-15] — aus. posain 4.3).

- V natieHTiB 3 JErKMMH TA MOMIPHHMH MOpYLIEHHAMH (ByHKUIT nedinkn (k1ac A [3aranbHui
6an 5-6] Ta knac B [3aransuuit 6an 7-9] 3a Haiina-[1b10) peKOMEHAYETECA 3MEHLIY BATH 103y
fpenapary HaCTYMHHM YMHOM BiZMOBIAHO /10 TOKA3HUKIB CHPOBATKOBOrO GinipyOiHy:

* y nauiedTis 3 nokasHukom OimipyGiny Bix 1,2 g0 3 Mr/am nonoBuHa peKOMEH/10BaHOT
MO4ATKOBOI 1031
* y Mami€eHTiB 3 MOKA3HUKOM Oiipy6iHy >3 MI/IUL YeTBEPTa YaCTHHA PEKOMEH0BaHOT MoYaTKoBOT
71031
Hop‘.;me.'nm ¢hyuryil nupoxr
Y nauieHTiB 3 MOMipHMM nopyuieHHsM (YHKUIT HHPOK. WBHAKICTIO K1yGoukosol (insrpauii (LLIK®D) 10—
20 ma/xB 200 piBHEM CHPOBATKOBOTO KpeaTHHiHy MpHOMH3HO 3,4-7.9 Mr/an 103y AayHOpYOilHHY ciin
IMEHIIMTH BABIYI (IUB. po3ain 4.3).

Crnioci6 3acTocyBaHHs

[Tpemapar JJayHoG1acTiHA BBOAATS BUKIIOMHO LIIAXOM BHYTPILIHBOBEHHOT iH'e€KUIT (AUB. po3ain 6.6).
[Tpenapar /layHoOsnacrina (ﬂayuopyﬁmuu) He BHMABJIAE AKTUBHOCTI NPH NEPOPAIBHOMY 3aCTOCYBAHHI;
HOro He CJIiA BBOJMTH BHYTPIIIHLOM'A30BO, MiAWIKIpHO abo iHTpartekanbHo. [layHOpyOiumH BBOAATH
BHKJIFOYHO LIMAXOM BHYTPIiLIHLOBEHHOI iH’€KLUIi; peKOMEHIYEThCA BBOAUTH JAaYHOPYOILMH 10 CHCTEMH
BHYTpILIHBOBEHHOT iH(Y3il posunHy Hatpito xmopuay 0,9% (9 mr/ma) abo aexcrposu 5% (50 mr/mn)
micas MepeBipkM MPaBUIBHOrO PO3TAUIYBAaHHA TONKM Yy BeHi. Takuil criocid 3meHuye pHsuK
ekcTpasasauii npenapary Ta 3a0e3Medye HAICKHE NPOMMBAHHA BEHM mic/ii BBEIEHHA J1IKApCBKOro
3acoby (1MB. po3ain 6.6). Iepios indysii Moxe BapitoBathca Bia 2-3 XBHAKH 10 30-45 XBUIHH 3QIEKHO
Bijl 103M, SIKY BBOZSTH, Ta jliaMeTpa BeHu. [IpsiMe CTPYMEHEBE BBE/ICHHS HE PEKOMEHIYIOTh Y 3B'A3KY 3
PU3NKOM eKCTpaBasauii, o MOXKe CTATHCA HaBiTh 3a HAABHOCTI aleKBATHOrO 3BOPOTHLOIO TOKY KpoBi
npu acnipauii roaKoo.

4.3 ITpoTunokasanus

- [MigBuieHa 4y TMBICTb [0 Ail040T peqoBHHH a00 Gyab-AKOI 3 HOMOMIXKHIX PEHOBHH, MEPe/iYeHHX y
po3aini 6.1.

- [ligBuuieHa 4y TAMBICTb JI0 IHIIHX AaHTPALHKIIHIB a00 aHTPaLECHITIOHIB.

- Criiika Mienocynpecis.

- Taxki indexuilini 3aXBOPIOBAHHS.

- Tskki nopywenus dynkuii neuinkn (kmac C 3a Yaiina-Tleio [3aranennii 6an 40
(LUK®< 10 mn/xB abo cHpOBAaTKOBHIT KpeaTHHiH > 7.9 Mr/an). / i

- CepueBa HeJJOCTATHICTb.




- HewonasHo neperecenuii inapkT Miokap/a.

- Taxki apurMii.

- Ilonepeanpo mpoBezeHe meBaHHﬂ i3 3aCTOCY BAHHAM MaKCHMaIbHOT KYMYJIATHBHOI 103H
nayropybiumsy (500600 mr/v® y nopocanx, 300 mr/M’ y niteii Bin 2 pokis abo Ginbiue, 10 mr/kr
Mack Tinay aiteit 1o 2 pokiB) abo iHWMX KAPAIOTOKCHYHMX AHTPAUMKIIHIB. Y LHMX BHIAAKaX
CYTTEBO 3POCTAE PH3UK 3arPO3IMBOrO U KUTTH YUIKODKEHHS cepus (aus. Posain 4.4).

- BaritHicTh Ta nepioa rogyBaHHs rpy;ulio (AuB. po3ain 4.6).

4.4 OcobaMBI 3acTEPEREHHS TA HAJEKHI 32X0/(1 Ge3MeKH NPH 3acTOCYBaHHI

Ocodaugi 3acmepedncenin

IMig yac 3acTOCyBaHHA JayHOPYOGILMHY C/Tii YHUKATH MOTPAIUISHHA TPErnapaTy Ha IIKipy Ta CIHH30Bi
o6ostonk. Jlikapi Ta MOO/ANI MeMUHi crienianicT NOBHHHI YiTKO 0TPUMYBATHCA MiJBHLIEHHX BHMOT
710 GesnekH y 3B°A3KY 3 MOTEHUIHHOK MYTareHHOI Ta KaHLEPOreHHOwW Ji€io AayHopyOiunHy. Takox
PEKOMEHIYETbCS 3aCTOCOBYBATH HANeXHi 3axoaum Oesneku y BHMAAKY KOHTAKTY 3 KHIIKOBHMH
BUIOPOXKHEHHAMH Ta GJIIOBOTHHMM MAacaMm# MALEHTIB, OCKLIBKH BOHH MOKYTH MIiCTHTH AayHOpYOiliH
a60 #oro akTHBHMIT MeTa00iT. BariTHUM CriBPOGITHHLAM MEIMUHOIO 3aKna1y CIijl yHHKAaTH KOHTAKTY 3
LIHTOCTATHKAMH.

Hanearcni 3axoou deznexu

JlayHOpyGilMH C/1i1 3aCTOCOBYBATH TUIBKH Ml HATTIAZOM MEIMYHMX MPALiBHAUKIB, SKi MaOTH
JIOCBiJI POBe/IeHHs UNTOTOKCHYHOI Tepartii.

[lepen mouyaTkoM Teparii i3 3aCTOCYBAaHHAM JayHOPYOIUMHY CHiJ JOYCKATHCS 3HHKHEHHA Y
MAlUi€HTIB SBMII TOCTPOi TOKCMYHOCTI (HANMpUKIam, CTOMATHT, HeHTpomeHis, Tpomﬁoumonems Ta
redepasizoBati iH(ekuil), ski BUHUKIH BHAC/IZOK nnnepeﬂnbm uuToTokcH4Ho! Tepanii. Heo0xiaHo
[POBOIMTH YaCTHil Ta PeTeILHUIT MOHITOPHHI CTaHy MALIEHTIB M1/l Yac MpoBeAeHHs Tepanii (A1B. po3ain
4.4).

[lig vac nouarky JiKYBaHHA i3 3aCTOCYBaHHAM JayHOPYOIUMHY MUIbHE CHOCTECPE/KCHHA 3a
CTAHOM TMAallieHTa Ta KOHTPO/Ib AHATITHYHHX M[apaMeTpiB € HeoOXiAHHM. OTKe, PEeKOMEHIYEThCA
rocriTanizaiis NamieHTiB NPOTATOM LIOHANMEHIIIe MepIIoro eTamny JiKyBaHHS.

Amani3 kpoBi Ta (DYHKUIOHAIBHI MEYiHKOBI Ta HHPKOBI MPOOW C/1il MPOBOANTH Mepe/l KOKHHM
LMKJIOM JIIKYBaHHS i3 3aCTOCYBAHHAM JayHOPYOilMHY.

[Mix yac JiKYBaHHA i3 3aCTOCYBaHHAM JayHOPYGIlMHY OCOGMMBY yBary CiA MpHALIATH
HauieHTaM, AKi BKe TepeHecid, 3apa3 OTPUMYIOTh ab0 AKHM 3alIaHOBAHO MPOBEIEHHA MMPOMEHEBOT
Tepanii, OCKiIbKH AayHOpYGilmH 36iMblIye PU3HK MIiCUEBUX peakuiil B AinsHUi onpoMmiHeHHs (peMicis
noGiunux edextis npomenesoi Tepanii). [IpoMeneBa Tepanis AiMTAHKH CePeOCTIHHS, NpoOBe/eHa rnepe
3aCTOCYBaHHM Mpenapary, MiABUILYE KapAIOTOKCHYHICTD Aay HOPYOiLMHY.

Tskka MaHIMTONEHis abo i30/1bOBaHA JIEHKOLMTONEHI/TPOMOOLMTONEHIA € MPOTHIIOKA3aHHAM
10 3aCTOCYBaHHA AayHOpyOiuuHy. o iHIWIMX MOB'A3aHMX MPOTHMOKA3aHb HAEKATh TAKKI Cepuesi
apuTMil, 30Kpema, UITYHOYKOBi Taxikapiii aGo apuT™il 3 KITiHIYHO 3HAYYLIMMHM TEMOAMHAMITHHMH
ABMIIAMH Ta KJiHIYHO BHPaKEHOK CEPLEBOK HEOCTATHICTIO (HaBiTh B aHamHesi), iHpapkT miokapia.
THXKI po3naau 3 GOKYy HWPOK Ta MEYiHKHM, BAriTHICTh, HE3aJOBiNbHMII 3aranbHuil cTaH nauiesra. v
KOJKHOMY iHIAMBIZyaTbHOMY BHIAAKY JiKap OUiHIOE CMiBBiJHOLIGHHSA NepeBar Ta PU3MKIB i mpuitmae
pilleHHs OO NPOBEAEHHA niKyBaHHa

3acTocyBaHHA JayHOPYOIUMHY Y 3B'S3Ky 3 HOro iMyHOCYNpPECHBHOK I€K0 MOXe CIPHYHHHTH
3arpo3/MBi  KUTTIO 3aroCTPeHHS HEKOHTPONbOBAHMX iHdekuiit, 30KkpeMa BIpyCHHX 3aXBOPIOBaHB
(Herpes zoster).

Tevamonoemuyuna cucmema

[Tiz wac NiKyBaHHA i3 3aCTOCYBAHHAM JayHOPYOILlMHY CiJ KepyBaTHCs pesy/ibTaTaM OUIHKHM BiANOBIAL,
[0 3aCHOBAHA HA CTYMEHi HACHUEHOCTI KAITHHAMH KicTKOBOro mMosky. ITicis BBejeHHs TepaneBTHYHOT
/1031 JayHOPYOILMHY Y BCiX MALi€HTIB CMOCTEPiracThes Mi€aocynpecis. 3B0pOTHe NpUrHiveHHs (yHKUIT
KICTKOBOTO ~MO3KY € 3aleXHMM BiA J03M | XapaKTepu3yeTbCs [EPeBaKHO JIEHKOMEHi€,
rpaHyJIounToNeHiclo  (Helitporneniero) i Tpomﬁoumoneniem AHeMis BHHHMKAE 3HA4HO pijLle.
Mam;maﬂbﬂe 3HID¥LEHHF! Ki"IbKOCTi Heu'rpocbims cnoc"rcplrae'r;,cn yepes 8~10 ﬂms mcn:;ﬂnoqaﬂ\y

Tepanu MiK 2 Ta 3 THHKHEM MiCIA OCTaHHBOT iH €KLl npenapary.
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[Tepen moyaTkoM Ta MiJ 4ac KOXKHOIO LMKIY Tepamii CiliJ peTebHO KOHTPOIIOBATH BMICT (OpPMEHHX
eJIeMEHTIB KpOBi, 3BEPTalOUM 0COOIMBY YBAry Ha WHCIO JeHKOUWTIB, rpaHy/IOUHMTIB, TPOMOOUMTIB Ta
CPUTPOLIMTIB  ANA  [ONEpe/KEHHs YCKJIAaZHeHb MienoTokcH4HocTi. KiiHiyHi  Hacaiakd  TsaKKOl
Mienocynpecii BKIIOYAIOTH JTUXOMAHKY, IH(EKUilo, CEelCHC/CeNTHYHY JIMXOMAHKY, CENTHYHHI LIOK,
KPOBOBWJIMBH, TiMOKCIKO TKaHWH, i HABITE cMepTh. Y pasi MosBH Taxkol iHdekuil Ta/abo kpoBoTeUi ciia
npoBoMTH HeBifkmaaHe edexrunHe nikysanua. [Ipu Miemocynpecii Moxke 3Han06uTHCH iHTEHCHUBHE
NiATPUMYIOUE JTIKYBaHHS.

Bmopunnui neikos

VYV pauieHTiB, U0 OTPUMYBAIH aAHTPALMK/IIHH, BKIKOYAOYHM JayHOpyOiuuH, 3adikcoBaHi BHIAIKH
BTOPHHHOTO JIeifK03y 3 HasBHICTIO ado BiAcyTHICTIO mpeneiikeMivnol dazu. BropunHuii neiikos gacTtiue
3ycTpivaeThes, KOMM Taki Jjikapcbki 3aco0u  3aCTOCOBYHOTH Yy KoMOiHauii 3 mpoTHOIacTOMHUMM
npenapataMi, 1o noukopkyoTs JJHK. un 3 npomeneBoio Tepami€ro, y MNallieHTIB, sKi MOMEpeHbO
OTPUMYBATH BHCOKI /1031 [MTOTOKCHYHUX TIpENaparis, a TAKOXK y pasi MiZBUIISHHS 1031 aHTPAlUKIiHIB.
JlateHTHUI nepioa Takux Nefiko3iB Moxke ctaHoBUTH BiA | 10 3 pokis.

Kapoiomoxcuunicms
KapaioTokcu4HICTE € OZHUM i3 TOMOBHMX PH3UKIB JiKYBAHHA i3 3aCTOCYBaHHAM JayHopyOillMHY; BOHa
MOKe MPOSBIATHCA ¥ ABOX hopmax: paHHiii (To6To rocTpiit) Ta nisuiii (TobTo BifcTpoUeHiif).

- Tocrpi edextu: Li edextn He 3anexars BiI D030 | MPOABIAIOTHCH HAALTYHOUKOBUMMU
apuTMIAMH (CHHYCOBa Taxikapjif, nepeayacHi CKOpoudeHHs UUTYHOUKIB, AB-Dnokana) Tta/ado
Hecretupivanmu BiagxuineHHamMu Ha EKT (3minn xBuni ST-T, HusbkoBoasTHHI koMruteke QRS i
sybeus T). Takoxk mnosigomasiocss npo BUMAAKM CcTeHokapail, iHdapkry Miokap/a,
eHjoMiokapaiansHoro (ibposy Tta mnepukapauty/miokapauty. Lli edexrn 3a3Buuait He €
NPEeAUKTHBHUMY LIOA0 MOJANBLION0 PO3BUTKY BIiACTPOYEHO! KAPAIOTOKCHYHOCTI, PiAKO MaioTh
KTiHIYHE 3HAYeHHdA, i, AK MpaBuno, iX He OepyTh 10 yBaru NMpH BUPIILEHHI NUTAaHHA LOA0
IPUITMHEHHA JIIKyBaHHA i3 3aCTOCYBAHHAM JayHOPYOILMHY.

- Bigcrpoueni edexkrtu: Moxke po3BUHYTHCA 3acTiiiHa kapliomionatia, ocoGnuMBO - micis
3aCTOCYBAHHS BHCOKHX KyMYJATHBHHMX /103 ZayHOPYOILMHY, Y eIKHX BUMAZKaX Lel cTaH Moxe
PO3BMHYTHCA NiA Yac INiKyBaHH4, aje wacTille 4epe3 Jekinbka MicsuiBp abo poki nicas
3aBeplleHHd Tepamil; KIiHIYHUM MpOSBOM € 3arajbHa cepleBa HeIOCTATHICTh, W0 iHOII
MPU3BOANTEL /10 CMEPTI MalieHTa BHACTIIOK rocTpol cepuesoi HenocTaTHocTi. Bixcrpouena
KapAioMionaTis NpoABIAETRCS 3MEHIIEHHAM (pakiii BUKHIY MiBOTO LITYHOYKA Ta/ab0 03HAKAMH
i cumnToMami 3acTiiiHOl ceplieBoi HEJOCTATHOCTI, TAKUMM SK 3aauiiKa, HaOpsK JereHis,
nepuepuuHi HaOpsaKku, KapaioMeranis i rematroMmeranis, ONirypis, aclUMT, MJICBPaJbHHA BHIIT i
put™ ragomy. TaxkicTe | 4acToTa UMX MOOIYHMX edekTiB 3anexarh BiA KYMYTATHBHOI 1031
JayHopyOilHy Ta ABAAOTE OO0 1030IMITYIOMY TOKCHYHICTH NIKAPCHKOro mpenapary.

PEKOMEHIYETBCSA MPOBOAMTH PeTeJIBHUA MOHITOPHHI (DYHKUIT cepus NauUieHTIB 70, BIPOIOBA Ta Micis
NiKyBaHHs nayHopyOillMHOM 3 MeTORO MiHiMi3auil pu3nKy yckiaaHeHs 3 Goky cepus. Puzuk moxke Gytn
3MEHIUEHWH [IIAXOM PeryJIapHOro MOHITOPHHTY (pakuii BUKMAY JiBOro LUUIYHOUYKA MPOTATOM Kypcey
JIKyBaHHA 3 WIBHIKUM MPUIMMHEHHAM Tepanil i3 3aCcTOCyBaHHAM AayHOPYOILMHY NpH NMepIINX O3HaKax
nopylueHHs (yHkuii. Bignosiauuii KinekicHUI MeTOA And MOBTOPHO! OUiHKH (yHKUIT cepus (OUiHKH
¢pakuii  BUKMAY iBOro UITYHOYKA) BKIKOYAE pagioHykimiaHy asriorpagito  (MUGA) a6o
exokapaiorpadito.

PekomeH1yI0Th NPOBOAMTH OLIHKY cepuesol dyHkuii Ha OazoBomy piBHi 3a nonmomororo MUGA abo
exokapaiorpaii, ocobnuBo y naui€HTiB 3 (GakTopaMu pU3MKY LIOAO NiABMUIEHOT KapAiOTOKCHYHOCTI.
Heobxinno npoBoautu nosropHi gocnigxkenus MUGA abo exokapaiorpadii ams BuzHauenns dpaxuil
BUKH/Y JIIBOTO LLTYHOYKA, 0COOIHBO NPH 3aCTOCYBAHHI BUCOKUX KYMYIATHBHHEX 1103 aHTpauuKiHiB. Toii
camuii METO/1 CJ1iJl 3aCTOCOBYBATH /18 OLIHKM NPOTATOM BCLOrO Mepiody MOAANBLIOIO CHOCTEPEKEHHS.

PH3HK PO3BMTKY cepLeBOl HEe[OCTATHOCTI 3pPOCTAE - MPH BIACYTHOCTI iHIUMX (PAKTOPIB PH3HKY 3
00Ky cepls - KONTH 3arajibHa KyMYJISATHBHA /1032 JayHOpYOiUHHy nepesutye 550 MM’ y popocmux, 300
Mr/m° y jitei crapure 2 pokiB abo 10 Mr/kr y aiteii Monoilie 2 pokis.

Jlo (axTopiB pU3MKY KapAiOTOKCHMYHOCTI HajexXaTb aKTHBHI a0 JlaTEHTHI CepLEBOCYIMHHI
3aXBOPIOBAHHA, MomnepeaHs abo CcynyTHd [poMeHeBa Teparis TiISsHKH Cepe/IOCTIHH/1 P,
MOTIepe/IHE 3aCTOCYBaHHA aHTPAUMKIIHIB a00 aHTpaleHIIOHIB, CYNYTHE 3aCTOCYBaHHA [ 1z:gt?i.i‘*g":pa”‘E‘l;b'c
MPUTHIYYIOTh CKOPOUYYBA/IbHY 34aTHICTH MioKapaa, abo KapAiOTOKCHYHHMX JTiKgf
(Hanpuknaza, TpacTysymady). AHTpaUMKIIHH, BKIIOYAOMM JayHOPYOIlMH, MOMHAg)

L. ana |
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KOMOIHALIT 3 IHIIMMH KapJiOTOKCHYHIMM fpernapataMi BHKTIOYHO 332 YMOBH PETETBHOTO MOHITOPHHTY
cepueBoi (yukuil nauienta. [lauieHTH, [Ki OTPUMYIOTH AHTPALMKIIHM OicAAs Tepamil IHILHMMH
KaplIOTOKCHYHHUMHM MpenapataMi, 0cobIMBO THMH, [0 MArOTh JOBIHil Mepio/l HamiBBHBEASHHS, TAKMMH
AK TpacTy3yMad, TakoyK MOTEHLIHO MaroTh MiABHLIEHHH PU3NK PO3BUTKY KapAlOTOKCHYHOCTI. Y Takux
BUNAJAKAX 3araibHy KyMYISTMBHY 103y Ans jopociux 400 mr/m’® MoxHa mnepeBuutyBaTH 3
MaKCHMalbHOK 00epeKHICTIO.

Ha ocHoBi (apMakoOKiHETHUHOro aHaiizy BCIX HAasBHMX JaHUX MOMyIAuUil, TpacTysymab Mowxke
OyTH HasSBHUM Yy KpoBOOOIry mpoTarom repiogy [0 7 MicsUiB mnicns NPUMUHEHHS iKyBaHHA
TpacTy3ymadoM. TakuMm 4HHOM, aHTPALMKIIHA HE i 3aCTOCOBYBATH MPOTArOM mepiogy Ao 7 Micauis
MiC/IA 3aBepIUeHHSA JIIKYBaHHA TpacTy3yMaOoM, AKIIO L€ MOXJIMBO, SIKIO JiKyBaHHS MPOBOAMIOCH [0
3aKiHYEHHS 3a3HAYE€HOT0 TEPMiHY, PEKOMEHAYETHCA YBAKHO CTEXKHTH 3a CEpPLEBOIO (DYHKLIEIO MalieHTa.

[TamieHTH NiTHBOrO BiKY, MALiEHTH 3 XBOPOOOK ceplid B aHaMHe3i, MaHi(pecTHOO apTepianbHOIO
rineprensicro abo onpomiHeHHsM OpraHiB rpyaHO! KIITHHH, a TakoxK AiTH € Oinbul 4yTIHBUMH [0
PO3BHTKY KapAiOTOKCHYHOCTI. Y TakuX BHNajJKax 3araibHa KyMYyJIATHBHA 7103a [UIA JIOPOCIMX HE Mae
nepesuutysaty 400 mr/mM’. Y giteli Ta miAMTKIB peKOMEHIOBAHO [POBOAMTH OBrOTPUBANIE
criocTepeskeHHs cepueBol GyHKUIT y 3B A3KY 3 MiABHLIEHUM PU3MKOM YIIKOIKEHHS CepLs.

Jlexinbka [JOBroCTPOKOBHX JOCHIKeHb 3a ydacti JiTelt nokasamu, o [icng Teparii
aAHTpaLKIIIHAMU MOKITMBHI PO3BUTOK 3acTiiiHiX Kapaiomionatiii 3 GaraTopiuHHM TaTeHTHUM MepioaoM
Ta nporpecytouum nepebirom. [TopiBHAHO 3 q0pociauMu y IiTeil HUKUi 3aralbHi KYMYJATHBHI 103U
HMOBIPHO CHPHYMHIOOTh KITIHIYHO 3Havyul nopyuueHHs ¢yHkuii cepus. Omucadi [J0BrocTpoKOBi
KapaioToKcH4Hi noOiuxi edekTy NikyBaHHA JokcopyOiumHOM Ta gayHopyOiuuHoM, 3adikcorani y 201
autuHy. [TanienTn OTpUMYyBanM 3arajibHy KyMYIATHBHY 103y JAOKcopyOiumHy ta/abo aayHopyOiluHy
200-1275 mr/m® (memiana 450 mr/m’), geski 3 HMX TaKOXK TepeHecad MpOMeHeBy Tepamiio. 3a
BMCHOBKaMM JOCIIIKEHHA KapAlOTOKCHYHICTh AOKCOpPYOiUMHY € noaifHo 10 KapAiOTOKCHYHOCTI
gaynopyOGiuuny. ITopyuienns nacocHol GyHkuii cepus croctepiranocs, skio (Gpakilis yKOpoueHHs Ha
exokapaiorpami cknajaana < 29%, abo dpakiis BUKHIY Ha paJiOHYKIiAHI{l BeHTPUKYJIOrpaMi cTaHOBHIA
< 50%, abo 3HmxeHHA (YHKUIT criocrepiranocs mia yac (izMyHOro HasaHTaeHHs. Yactora nopylueHs
dyHkuii cepus ckmagana 11%, KoM KyMyJATHBHA /1038 aHTpaUMKIiHiB Gyaa Hikde 400 mr/m’, 28% —
npu g03i 400-599 Mr/m, 47% — npu 103i 600-799 Mr/M” i 100% v cemu nauieHTiB, ki OTPUMYBAIIU 103y
Ginbure 800 mr/m>. CynyTHs [pOMEHEBA Teparnis MiJABMILYBala YacToTy MOpyLIeHb cepueBoi GyHKUil Ha
(houi 3actocyBanHs OyaAb-akol 1030 npenapaty. Jles'ate 3 201 obcTexeHoro nauieHTa Manu CUMOTOMH
CEPIEBHUX PO3TAiB — CEPLUEBY HEJAOCTATHICTb, TOPYLISHHA MPOBIAHOCTI Ta apuT™il. ¥V 4 3 9 ypakeHux
NALIEHTIB HaBeIeHI CHMITOMH BliepLie BUHHKIM Yepe3 |2—18 pokiB nic/s 3aBepiueHHs XimioTepanii.

LlinkoM #iMOBIpHO, IO TOKCHYHICTE [AayHOpPYOIUMHY Ta IHUIMX aHTpAUUKIiHIB abo
aHTpaleH1I0HIB € AIUTHBHOIO.

Dynryii newinku

OcHoBHUM LWIAXOM eniMinauil JayHOpyOilMHY € neviHKa, a eKCKpelis NpoXoadTh Yepes *KOBYOBHBIAHI
WIIAXH. g nonepekKeHHA yCKIaAHeHb Nepel MoYyaTkom JIiKyBaHHs JayHOpYOILMHOM PEKOMEHYETLCH
npoeecTH ooOcTexeHHA (yHkuii neuinku. [lokasHMKM 3aranbHOr0 CHpOBATKOBOro OinipyGiHy crig
OLIIHIOBATH [0 i MiJ Yac JiKyBaHHA AayHopybiuuHoM. Y nauieHTiB 3 migBHileHHM piBHeM OinipyGiHy
MOKE CIIOCTEpIraTHCs CIOBUIBHEHHA KIIipeHCy npenapary i3 30iJblIeHHAM 3arajibHOi TOKCHYHOCTI. Y
LHX MALIEHTIB 3 NOpYyeHHAMH QYHKUIT neviHKH HeoOXiIHO 3MeHILyBaTH 103y Npenapaty (aus. Po3aian
4.2) sianosiaHo [0 piBHA OinmipyOiHy v cupoBatui kposi. [lauieHTam 3 THKKOIO [E4iHKOBOIO
HEJ0CTATHICTIO HE CIiA NpH3HAYaTH dayHopyOiuuH (auB. po3ain 4.3).

DyHKUil HUPOK

[Topywenns dyHKUIl HIPOK MOXKe MiABMILYBATH TOKCHYHICTh mpenapary. [lepea nouaTkom JikyBaHHs
PEKOMEH/YETBCSA MPOBECTH OOCTEHEHHS (YHKUIl HUPOK. Binbll HU3BKI 103M PEKOMEHIYHOThCH Y
MauieHTIB 3 nopyLeHHAMU (pyHKUIT HUPOK (auB. po3ainu 4.2 1 4.3).

Buacnigok macosoi 3aruOeni J1eiiKO3HHX KIiTHH JayHOPYOIUMH MOXKe CIPHYHHATH PO3BMTOK
rinepypukemii i cevokucnoi Hedponatii 3 HMOBIpHHM MOpYIIEHHAM (QYHKIIT HUPOK, 0COOJINBO AKLIO
nepea MouaTKOM Tepanil y mnauiedTa croctepiranacst miaBuiieHa KinbkicTs neiikouutis. CTyniHb
MOLUKO/DKEHHs 3aleKUTh Bid 3aralbHOl MacH MyXJauHH. 3 HaBeAeHHX TNpUYHH rpodinakTuune
3aCTOCYBAHHS AJIOMYPHHOIY € 000B'SI3KOBUM M/ Hac nixyaa}um rOCTPOro JIeHKo3y (BMIPOJOBK MMe oro.
UMKIY) U [OMEpe[KEHHA [MOWIKOMKEHb KaHAMbLIB Ta HHPKOBOI HEJOCTaTHOCTI,
He()POTUHHOr0 CHHAPOMY € TAKOXK MOKITHBUM. 4
Cunopom aisucy nyxiaunu

P .
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JayHopyOiunn Moxke CIpHYHHHTH riepypUKeMil0 BHAC/IZOK eKCTEHCHBHOTO Kataboi3My [ypHHIB, 110
CYNpPOBOAXKYE WIBHAKHUIT MEANKAMEHTO3HO-IHAYKOBAaHHH /i3MC HEOMIACTHUHUX KIITHH (CHHAPOM Ji3HCY
nyxnaunu). [licns mouarkoBoi asum nikyBaHHS HeOOXiZHO OLIHMTH PiBHI CEHOBOI KHCIOTH, Kalilo,
kanbliito docpary Ta KpeatuHiny y kposi. [igparauis opraHizmy, ankanizatis ceui Ta npogizakTHuHe
3aCTOCYBAHHA ATOMYPUHONTY /IS MOTepe/KeHHs rinepypuKeMii JOMOMOKYTe MiHiMi3yBaTH MOTeHUiiHi
YCKJIaJIHEHHS CHHPOMY JIi3HCY MY XJIHHH.

Imynocynpecugni epexmu

B pesyneTaTi iMyHOCympecii, 110 € HacTiAKOM 3aCTOCYBAaHHS JayHOPYOIlMHY, COPUHHATIMBICTL 10
iHdexuiit 306inplIyeTes. BBeaeHHA JkMBHX abo aTeHYHOBAaHMX BAKLMH TIallieHTaM 3 OclablieHuM
IMYHITETOM BHAC/IJIOK JTIKYBaHHS XiMiOTepaneBTHYHHMH [IperapaTaMu, BKJIIOYAIOYM AayHOPYOiLMH,
MOJXKEe MPU3BECTH 10 PO3BHTKY CepHO3HMX abo netanbHuMX iHpekuiil. Y nauieHtiB, ski OTPHUMYIOTh
JayHOpyOilMH, Nl YHMKATH UIETMIeHb KHBUMH BakuuHamu. JlomnyckaeTbCcs BBeJeHHA BOMTHX abo
{HAKTHBOBAHUX BaKLMH, aje NpH LbOMY HMOBIPDHA HH3bKa iIMyHHa BIAIOBI/Ib.

Posnaou 3 60Ky WAYHKO80-KUIUKOB020 MPAKMY

JlayHOpyOHIIMH MOKe BUK/IMKATH HYA0TY i OntoBaHHA. B pe3ynbrari TAKKO! HYAOTH i OIIOBaHHS iCHYE
pU3MK 3HEBOJAHEHHA opraHizmy. Hynory Ta OnioBaHHA MOXKHA nomepeguTH ado [MOJErluTH 3a
JIOMOMOTO0 BiAMOBIAHOT MPOTHOMIOBOTHOI Tepartil,

V' natieHTiB, Aki OTPUMYROTH ZayHOPYOIllIH, MOXYTE CHOCTEpIraTHCA 3ananeHHs CIH30BUX
obosloHOK (MepeBaXKHO CTOMATHT, piiule — e3odarit). MyKo3UT/CTOMATHT 3a3BHYail BMHMKAIOTL Ha
paHHBLOMY eTarli Micis BBe/eHHs Tpenapaty i y pasi cepitozHoro mepediry BMNpOIOBK AeKiNTbKOX JHIB
MPOrpecyrOTh y BHPa3KH CIH30BMX ODOJOHOK. Y OinbloCTi TallieHTiB mepeiideHi modivHi edexTn
3HUKAIOTH 10 TOYATKY TPETBOrO THIKHS Tepartii.,
3azanvni pozraou ma pearkyii ¢ micyi egedeHna in’ekyii
Moske crnocrepiratucs Micuesuit (nedit, TpomOodnediT Ta/abo BeHo3HuMil ckiepos/dredockaepos,
0COOIMBO AKWIO JAayHOpYOIUMH BBOAATH Y Mady CyAMHY abo ABidi B oaHy it Ty camy BeHy. Pusuk
tredity/rpombodiediTy y micui iH'eKiil MOKHA 3B€CTH 10 MiHIMYMY, 10TPUMYIOUHCH PEKOMEHI0BAHOI0
METO/Y 3acTOCYBaHHA (AMB. po3ain 4.2).

Exempasazayin

ExcrpaBazauis npemapatry J[laywoOnactiHa mig vac BHYTPIIHBOBEHHO! iH'ekilii Moxke CNPHUHHHUTH
MicUeBuil Oimb, TAXKKI ypameHHS TKaHMHM (Tskka rermoHa, OomicHi BHpa3ku) i HeKpo3 TKaHuH. Y
JeSKHX BHMaJKaX MokKe 3HanoOHTHCA XipypridHe BTpy4YaHHS. MoyKe DPO3BHHYTHCA HE3BOPOTHE
VIIKO/UKeHHs TKauuuu. Y pasi mossu o3Hak abo CUMMTOMIB eKcTpaBazauil mia 4ac BHYTPIlIHBLOBEHHOTO
BBEJIeHHS MayHOPYBinuuy iH(y3it0 npenapary ciia HeraitHo mpUMUHUTH (1B, po3ain 4.9).

Posznaou 3 60Ky wikipu ma niowKipnoi Kiimrosunu. Aironeyis

3acTocyBaHHA MOBHUX 103 JayHOPYOILMHY MaifXke 3aBXKIM CYNPOBOILKYETECSA MOBHOK aloNeUieto, 1o
Bpaka€ BONOCCs OOpOMM, IUKipH roioBH, naxe i no0ka. Llei noGiuxuit edekt Moxe CIPUYHHHUTH
JaHEMOKOEHHA Yy MauieHTiB, ane Le #ABMILE 3a3BHuail € oOopoTHMM. 3asBuuail Bomoccs BiapocTae
MPOTArOM 2—3 MICSLIB Micas 3aBeplleHHs Teparii.

Poznaou 3 60Ky penpooyKmusHoi cucmemu ma MO104YHUX 307103

JayHopyOilH npurHidye GepTUIBHICTb. Y MalieHTIB MOXe CIocTepiraTHes aMeHopes Ta a3oocrepMis,
TSOKKICTB AKMX € J030-3a/IeXKHOI0. [CHYE PH3HMK He3BOPOTHUX MOPYLIEHB AITOPOAHOT dyHKUIT (1B, po3ain
4.6).

[TauienT 4os0Bi4OT Ta ’KiHOYWOT CTATi MOBMHHI 3aCTOCOBYBATH METOAM KOHTpauenuil ans 3anodiraHua
samnigHeHHa i/abo penpoaykuil nig wac i nicns AikyBaHHA OayHopyOiuMHOM. PexkomeHzayeTbes
MPOBEIEHHA FeHeTHYHOT KOHCYIbTALT, AKLIO MalieHT Oaxae MaTH AiTel mic/s 3aBeplLIeHHS TiKyBaHHS.
Llefi nikapcbkuit 3aci6 mictuts 3,54 mr (0,154 mMMonb) HaTpiro HA OIMH M BiIHOBIEHOro pozuuHy. Lle
CITiJ1 BpaxOBYBATH y NALI€HTIB HA KOHTPOIbOBAHIi HATpieBiil dieTi.

4.5 B3aemoist 3 iHINUMH JiKApCHKUMH 3acofamu Ta inmi dopmu B3aemoail
JaynopyOiunH y GinbIocTi BUMNAIKIB 3aCTOCOBYEThCS Y KoMOiHauil 3 iHWMMKM uuTocTarukamu. Moske
PO3BHHYTHCA AIHTHBHA TOKCHYHICTh, OCOOIMBO LE CTOCYETHCA KICTKOBOIMO MO3KY/reMaToNnoritHux ABuLll
Ta LLTYHKOBO-KHIIKOBOTO TPakTy (auB. posain 4.4). OaHoyacHe 3acTOCYBAHHS AayHOpYOiLMHY Y
koMOIHALIITHIHA XiMioTepanil 3 IHIIMMM MOTEHUIHHO KapAiOTOKCHYHMMU Mpernapartam ado MpoMesgBoo
Tepamni€lo AITAHKM CepeJOCTiHHA MiJBMILYE KapaiOTOKCHYHICTh AayHOpyOiumHy. OKpIsr ;
3aCTOCYBaHHI IHIIMX CYTIYTHIX KapAiOAKTHBHUX CMOMYK (HAnpukiad, 0/0KaTopiB Kalys
HeoOXiIHO NPOBOAMTH PeTE/NbHMH MOHITOPHHT cepueBoi (yHKUIT nauieHTa MNpOTsH Yo
SIKILO MALIEHTH OTPUMYIOTH 200 OTPUMYBAIU iKAPCHKI 3aC00H, 110 BIIMBAIOTE Ha (f
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MO3KY (HAMpUKIaA, LHTOCTATHKH, cyrbhaHitaMminu, xmopamdenikon, andeHinrizantoiH, noxiaui
aMmiZomipHHy, aHTHPETPOBIpYCHI mNpemapaTH), HeoOXiAHO BpaxoBYBaTH pPH3MK CYTTEBHX PpO3/a/liB
remomnoesy. 3a norpebu 103y AayHOPYOilUMHY CNia BiAKOpHryBaTH. SIKINO mpenapar 3acTOCOBYETHCH B
KOMOIHALT 3 HIIMMH HUTOCTATHKAMH (HAanmpHKnad, uuTapadiHOM, UMKIOdochamizoM), TOKCHYHA Iif
JayHOpYOiLMHY MOJKe MOCHIIOBATHCA.

JlayHopyOiumMH nepeBakHO MeTaboNi3yeThes B MEWiHIli; OJHOYACHE 3aCTOCYBAaHHA Mpenaparis,
SKI BIUIMBAKOTh Ha (DYHKUIIO MEYiHKM, MOXKE TAKOXK BIUIMBATH Ha MeTabomisM abo (apMakoKiHETHKY
JayHOpYOIlMHY, BIiAMOBIAHO BMIWBAOYM Ha iforo edekTUBHiCTH Ta/abo TOKCHYHICTh. OjHOuYacHe
3aCTOCYBAHHA [ayHOPYOIUMHY 3 MOTEHUiHHO renaToTOKCHYHHUMH J1iKapChbKMMH 3aco0aMH (Hanpukia,
METOTPEKCATOM) MOYKe TMPU3BOAMTH [0 [OpYyLIeHHs MeTaboni3My mnediHku Ta/abo exckpewil
JAayHOpyOillMHY uepe3 >KOBHOBMBIAHI LIIAXH, IIO MOXE [PH3BECTH [0 MiABULIEHHA TOKCHYHOCTI
JIKApCLKOro rmpemapary Ta migcuiioBaTH HebaxkaHi sBumla JayHopyOiumny. [lpu oxnouacHoMmy
3aCTOCYBAHHI [HIINX LUWTOCTATHKIB ICHYE pPU3HK MiABMILIEHHA 4acTOTH HebaxaHuMX ABMUL 3 OOKY
LTy HKOBO-KHMIIKOBOrO TpakTy. Jlikapchki 3aco0M, sKi 3aTpPMMYIOTh BHMBEJEHHA CEYOBOI KHMCIOTH
(Harpuknam, cyabdadinamign i geski JQiypeTHKM), CHPUYMHAIOTH PO3BUTOK rinmepypukemii, L0
MOCHIIIOETHCA NP CYMICHOMY 3aCTOCYBaHHI i3 1ayHOPYOiLHHOM.

Cuijt B34TH 10 YBAru, WO MYKO3WTH POTOBOI MOPOKHHHU Ta LLTYHKOBO-KHIUIKOBOIO TPAKTY, AKi
YacTo crnoctepiraoThes Ha QoHi iHTeHCHBHOT XiMioTepanii i3 3acTOCYBaHHAM JayHOPYOILIMHY, MOKYTh
BIJIMBATH Ha MepopajibHe 3aCTOCYBAaHHS | BCMOKTYBaHHA CYNYTHIX JliKapchbKUX 3aco0iB.

[Ipn cymyTHBOMY 3acTOCYBaHHi TIpenapariB, IO MPHUTHIYYIOTH arperaiilo TPOMOOLMTIB
(HarpuKIan, aueTHACATIUMIOBOI KUCIOTH), Y MAL€HTIB 3 TPOMOOLMTONEHIE CIia BpaxoByBaTH
J101aTKOBE MiABUILEHHSA PU3HKY KPOBOTEH.

[Tix yac nikyBaHHA JayHOPYOILMHOM HEOOXIAHO YHHKATH BBEJICHHA OY/b-AKMX JKHBMX BipyCHHX
BakuMH (AMB.po3ain 4.4).

4.6 Bniue Ha QepTHALHICTE, BATITHICTD TA JAKTALI0
(us. po3ain 5.3).

BaritHicTs

V jnocniDKEHHSX Ha TBapWHaX BUABIEHO PENpOAYKTHBHY TOKCHYHICTB mpenapaty (aus. posain 5.3). Sk i
OinburicTs IHWMX MPOTHPAKOBMX Mpenaparis, JayHOPYOILMH [POJAEMOHCTPYBAB eMOPIOTOKCHYHHI,
TepaToreHHMil, MyTAreHHHl Ta KaHUEpOreHHWil MOTeHUian y TBapHH. 3TiHO 3 EKCNEPUMEHTATEHUMH
JIaHUMM 3aCTOCYBaHHs Tpernapary i 4ac BariTHOCTI CJIiT pO3r/isAaTH AK MOTEHIIHHY NPUYMHY NATONOriiH
PO3BUTKY TUIOAY. AZEKBaTHI Ta A0Ope KOHTPONBOBAHI AOCITILKEHHS Yy BariTHUX KiHOK BIACYTHI, OJHAaK,
JeKiJIbKa JKIHOK, AKi OTPUMYBAIN JayHOPYOILMH BIPOJOBAK APYrOro Ta TPEThOTO TPHMECTPIB BAriTHOCTI,
HAPO/IMIIH KJIHIYHO 310POBHX AiTei.

JlaysopyBiuuH He peKOMEHIYEThCA 3aCTOCOBYBATH [1i/1 4ac BariTHOCTI 33 BUKIIOYEHHAM BUMAIKIB,
KOJM  CTaH nauieHTKN notpedye MpuU3HAveHHs Mpenapary i MOTeHUifiHI mepeBarn BUNPAaBAOBYIOTh
MOTEHUIHHI PU3HKH U1 [0 .

Sk mpasuno, JayHOpYOIUMH He peKOMEHIYEThCA MpPH3HAYATH BariTHUM MaticHTKaMm (auB. posain 4.3).
KinkaMm, fKi 3acTOCOBYIOTH Mpenapar mix 4ac BariTHocTi abo 3aBariTHIAM M Hac JKyBaHHA, CIijJ
MOBIIOMUTH MNpO MOTeHUiiHy HeOeameky Tepanii Ama miaogy. Y Takux BHNAZKaX PEKOMEHIYEThCHA
MPOBOJMTH EeHETHYHE KOHCY/IbTYBaHHA. Y Oyab-SKOMY BHMNAAKy KapaionoriuHe oOCTexeHHA Ta
PO3rOpHYTHIT aHaNli3 KPOBi PEKOMEHIYEThCSA NMPOBOANTH MJI0AAM Ta HOBOHAPO/UKEHHUM JiTAM THX Matepis,
AKI OTPUMYBaNM JayHOPYOILHH Mif Hac BariTHOCTI.

Jlakrauis

He 3Baskaioun Ha Te, L0 iHLUI AHTPALMKIIHM €KCKPETYIOTHCA Y IPyAHE MOJIOKO, HEBiIOMO, YH [POHHKAE
JayHOPYOIUMH Y IPYJ/IHE MOJIOKO 3KiHOK. 3acTOCYBaHHA JayHOPYOILMHY MaTepAMH M 4ac rpyaHoro
BUI'OZI0BYBaHHA HE PeKOMEHIYEThCs (UB. po3in 4.3).

DepTUibHICTEL

JKiHKH ZITOPOAHOrO BIKY, 110 MIAHYIOTh Tepanito AayHOpyOilMHOM, MalOTh BHKOPHCTOBYBATH e(eKTHBHI
3ac00M KOHTpalenuii mig 4ac Ta micas teparii i3 3acTocyBaHHAM dayHopyOinuuy. JKiHkam, SKi M1aHylOTh
BariTHICTH MICAs 3aBeplLIeHHs JIIKYBaHHS JayHOPYOILUMHOM, PEKOMEHAVETHCA OTPHMATH TeHeTHUHY
KOHCYBTaLilo.

JayHopyOilnH MOKe COPHUMHUTH XPOMOCOMHI MMOpYILEHHA B criepMaTosoifax moauHu. [lgg
JIKYBaHHS MAUIEHTaM PEKOMEHAYEThCH OTPHMATH KOHCYIBTALII0 3 MMPHBOAY™ KOHCEPBYE
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BHKOPHCTOBYBATH e(peKTHRHI 3aco0n KoHTpauenuil A1 3anodiraHHs 3artiHeH s i/abo perpoayKuii rnij yac
AiKyBaHHA | BIPOIOBK 6 MICALIB niciist fOro 3aBepiIeHHs.

4.7 3aaTHicTh BIUINBATH HA IIBHAKICTH peakuil mpH KepyBaHHI aBTOTPAHCHOPTOM Ta podoTi 3
IHLIHMH MeXaHi3MaMH

JaynopyOiuuH Moe CHOPHYMHHMTH €Mi30a HyZoTH i OMIOBaHHA, AKi Yy JeAKMX BHIAIKAX MOXYThb
BIJINBATH Ha WBMIKICTH peakuii mpn KepyBaHHI aBTOTPAHCIIOPTOM Ta PoOOTI 3 iHIIMMH MeXaHi3MaMH.

He ©Oyno »omHOro MOBiIOMJIEHHSA, LI0 MalOTh Oe3mocepefHE BiHOWIEHHS /0 BIUTHBY JIiKyBaHHSA
JAayHOpyOiLMHOM Ha 34aTHICTh KepyBaTH aBTOMOOIIeM ad0 KOPHCTOBYBATHCA MeXaHi3MaMH.

4.8 HebakaHi sBuIa

HeGaani sguia Oynu ob'enHani B oaHy TaOMHMUIO Ta CHCTEMATH30BaHI BIAMOBIAHO A0 kiacudikauil
MeaHYHOrO CIOBHHKA IS VIIOBHOBAKEHUX pery/sTopHux opradiB (MedDRA) 3a knacaMy cHcTeM OpraHis
Ta 4acToTorw. YacTtora BH3HAYAETHCA AK jAyike wacti (=1/10); gacti (Big >1/100 go <1/10); newacti (Bia
>1/1000 mo <1/100); pigki (Bix =1/10 000 go <1/1000); mysxe piaki (< 1/10 000) Ta yacToTa HepigOMa
(HEMOXKITHBO OLLIHWTH HA OCHOBI ICHYIOMHX JaHHX).

Kaac cucmemu opeanie

MedDRA Yacmoma Heoancani aguiya

Inghexyii ma napazumapni | Jlyxe vacri Cencuc/centunemis
3AX60PIOEAHHA [Hhexuil

Yacrora CenTH4HHH WOK

HeBiJoMa
Hobposkichi, 3NOAKICHT ma | Hewacri [CocTpuit mienoianuii neiikos
RENpRNAREE HOGOYMEOPERHA | Yacrora MienoaucnnacTHYHHIE CHHAPOM
(BKIFOYAOYU KICMU | ROINW) HeBi,TlOMEl
Posnadu 3 6oky kposonocnoi ma | dyxe uacri HeznocraTHicTh KiCTKOBOrO MO3KY
Almpamunnol cucmemu Jleiikonexis

[‘paHy/I0UHTONEHIA

HeifiTponenis
TpombGouuroneHis

AHeMis
Poznaou 3z 6oxy imynnoi cucmemu Yacrora Anadinaktuydi  ta  adadinakroigHi
HeBijgoma peakuii
Hopyuwenns  memaodonizmy — ma | Hactorta 3HeBOAHEHHS
mpasaenns HeBigoma ["ocTpa rinepypukemis”
Poznadu 3 0oxy cepya Jlysxke yacTi KapaiomionaTis (3 KJIIHIYHUMH [POABaMU
Y BUIAMI 3aJULUKH, WiaHO3Y, 3acTiiiHOro
HabpsKy. renaTomeranii, acuury,
[J1eBpallbHOro BUIIOTY i
MaHiecTHOT 3acTifiHOl cepueBol
HE10CTaTHOCTI)
Heuacri Idapkr miokapaa
YacroTta [temia miokapaa (cTeHokapais)
HeBizoMa Engomiokapaianbrnii ¢idpos

[Tepukapant/miokapaut
CynpaBeHTpUKY/IApHI Taxiaputmil (Taki
AK CHHYCOBa Taxikap[id, UUIYHOYKOBa

EKCTPacHCTOiA, aTpiOBEHTPUKYIApHA
Onokana)
Poznaou 3 6oky cvoun Jyxe yacri Kpososuins
Yacrora [Tpunnusu
HeBizOMa Lok
Tpomboduiedit

(Dneﬁocxnepoz"




/b2

Poznaou 3 6oky cucmemu ouxanus, | Hacrora [inokcis
opeauie epyonol NOpodCHUHU Mma | HeBiloMma
cepedocminia
Posnaou 3 Goxy  wynxoso- | Jlyxe yacri Hynota/6moBanns
KUULKOBO2O MPAKMY Hiapes
Ezodarirt
Myxkosut/cTomaTuT®
Yacri Binb v 5kHBOTI
YactoTta Komnit
HEBiloma
Posnaou 3 boxy cenamobiniapnoi | Yactora [enatur
cucmemu HeBijoMa [TeviHKOBa HeIOCTATHICTh
Poznaou 3 oGoxky wkipu  ma | Jlyxe yacri Anorntentis
NIOWKIPHOT KNIMKOBUHU Epurema
LIkipHuii BuCHI
Yacrota KoHTakTHUI 1epMaTHT
HeRijgoMa Edext BinMinu
Ceep0Oix
linepnirmenTaiiis WKipy Ta nirMeHTaLis
HIrTiB
Kponus'aHka
Posnaou 3 boxy wmupox ma | Yactora Xpomarypis®
CeUOBUBTOHUX ULISIXIE Hesizoma
Posnaou 3 6oky penpodykmusnoi | Yactora AmeHopes
cucmeMu ma MOJIOYHUX 3a103 HeBijloMa A3zoocnepmis
3azaneni poznaou ma peaxyii 6 | dyxe uacri JInxomanka
micyi esedenns in'exyii binb
Yacri @nedit y micui iHbys3il
Yacrora Cmeptb
HeBigoMa [imepnipexcis
Exkcrpasazauis y micui indy3ir®
O3H00
Pesynemamu docniooicens Jyxe yacTi [TizBuiieHHs  piBHA  CHPOBATKOBOTO
Oimipy0iny
[TinBuIeHHS piBHA
acnapratamiHoTpaHcdepasu
[TigBHLLIEHHA piBHA JYKHOT pocarasu
Yacri AHomankHa efekTpokapaiorpama (3MiHH

xBuii ST-T, anomanshuii kommieke QRS,
aHOMAaNILHMH 3ybeub T Ha
eJeKTpokapaiorpami)

—

* 3 MOXIMBHM MOpPYIIEHHAM (yHKLUIT HUPOK, 0COOIHBO AKILO Mepe MoYaTKoM Tepanii crocrepiranacs

MiZBHILIEHA KiIBKICTh NEiiKOLUTIB

b = - - .
" BeHo3uuii CKJIEPO3 MOXKE BUMHHKHYTH, AKIIO Npenapat BBOIAATE ¥ Mally CYAHHY a00 IBI4l B OJHY H TY

caMy BEHY.

° Binb ab0 BiAYYTTA MeYiHHA, epUTEMA, BUPA3KH, KPOBOTEYa, iH(pEKLs.
* Yepsonuit kos1ip ceui Bpoaosk |—2 1HIB Mic/Is BBEJCHHS Mpenapary
“Bine y micui BBeeHHs iH(y3i1/BiA4yTTa nevinna, GrermMoHa, BHPaskH WKIPH, HEKPO3 TKAHMHMU.

3BiTYBaHHA PO MOTEHLLiHI MobiuHi peakLil

Jyske BaAIMBO MOBIAOMIATH MPO MoTeHLUiiHi no6iuni edextn micns peecrpauii nikapcskoro 3an.06y Lle

J03BOJIAE HpOIlOB}K\"BaTH BIHCTE}K\-’BaTH C[IIBBUJ,HCILUCHHFI KOpHCTlfpilZlHK}’ 3ﬂCTOC)’BaHH

3aCTOCYBaHHA JM0AbMH: hitps://www.notificaram.es.




4.9 Ilepenosyeanns

[lepeno3yBanHs Ta iHTOKCHKALLis

Jlyse BHCOKI pa3oBi 4031 aayHOpYOILUHHY MOXKYTh CIIPHYUHUTH rocTpy Auctpodiio Miokapaa npoTaroMm
24 roJuH 1icns BBEAGHHA, TAKKY MI€I0CYIPecilo (FONOBHUM YHHOM JeHKONEH 0 Ta TPOMOOLHMTONEHIIO)
BIpo0Bxk 1014 HIB nic/is BBeJEHHS, @ TAKOK TOKCHUHI edheKTH 3 GOKY LIIYHKOBO-KUIIKOBOrO TPAKTY
(roJIOBHUM YMHOM MYKO3HT).

Bunanku yurkomkenHs Miokapaa Oy 3adikcoBaHi MpoTATOM JeKiTbKOX MICSUIB MIC/s repeo3yBaHHs
aHTPaUNKIiHAMH.

JlikyBaHHA IHTOKCHKaUil

Crenndiunuii aHTuaoT Hepitomuit. ¥ pasi ciabkocTi cepus peKOMeHIYEThCS 3BepHYTHCA 10 KapAionora
| TIPUMTMUHUTH JiKyBaHHA JayHoOpyOiumHOM. 3a HagBHOCTI BMpaKeHOI Mmienocympecii ciia po3novyHHaTH
BI/IMOBIZIHY MiATPUMYIOUY TEpariio 3ajie’kHO Bil XapakTepy MOpYLIEHHA KPOBOTBOpeHH:A. Hanpukiaz,
MepeBecTH MAIi€HTa 0 CTEPHIBHOI ManaTH abo BUKOHATH MepeIBaHHA HeOOXiIHUX eeMEHTIB KpOBi.
EkcTpagazauis

[TapaBeHO3He BBeJeHHsA CMPHYMHIOE MicleBHH Hekpo3 i TpomOodnedit. [Ipo BBeAeHHA npenapary nosa
BEHOIO CBIAYMTB BIA4YTTH NEHiHHA y MicUi iH eKuii.

JlikyBaHHs eKkcTpaBasail

VY BHOAAKy eKcTpasasauil ciia HeraiiHo npunuHuTy iHQY3i0 ado iH'ekuito npenaparty. CriovaTKy ronky
3aMHLIATE Ha Micli | BUIMAaOTh Mi3Hilue, miciad npoBeaeHHs KopoTkoi acmipauii. Ha ruouty wkipy, o
BABiYi MepeBHIUYE YpaKeHy IiNAHKY, PEKOMEHIYEThCA MiICLeBO HaHecTH aumerwicyibhokena 99%
(JIMCO 99%) (4 kpanni sa 10 cM* wKipH); MpoLeaypy MOBTOPIOIOTE TPHYi HA JAEHB MPOTATOM
oHaiimeHwe 14 aHiB. 32 noTpedu MOXKHA BUKOHATH CaHalUilo paHy. Yepes cynepewHBHI MeXaHi3m iif
MOLIKOKEHY AINAHKY HEOOXIIHO OXOMOMLKYBaTH (3BYKEHHS | PO3LIMPEHHA CYAMH) MICIA HAHECEHHA
auMeTiicyibGokuay. [HWI MeToaM, 10 OlucaHi B JiTEpaTypPHUX [DKepenax, € CyNeped/MBUMYU | He
MalOTh 10Be/1eHOT e(eKTHBHOCTI.

5. PAPMAKOJIOI'TYHI BJACTHBOCTI

5.1 ®apmakoAHHAMIYHI BJaCTHBOCTI
MdapmakoTepanesTudHa rpyna: L{uToTokcHuHi aHTHOIOTHKH Ta CIIOpiAHEH! pevoBHHM. AHTPALMKIIHU Ta
criopinneni pevoBuun. Kog ATX: LOIDBO02.

Mexanizm aii
JaynopyGitu ABIIAE cob010 [POTHITY XJIHHHH npenapar, 1o BHABIAE
LMTOTOKCHYHY/aHTHIIpOTihepaTHBHY 110 32 paXxyHOK B3aeMOAIl 3 4MCIeHHMMH OloXiMiuHUMM i
OlonoriuauMu (YHKUIAMU B KIiTHHax-MilleHax. He 3Baxkarouum Ha Te, WO TOYHMIT MeXaHi3M Ail
npenapary NoBHICTIO He BH3HaYeHHH, nepeadauaeTses, o BiH raneMye cunTes JJHK ta JHK-3anexHoOl
PHK 1unsxoM yTBOpeHHs MoOJeKyIspHoro komrexcy 3 Bianosigxowo JHK umsxom iHTepkamauil
MaHapHUX Kiflelk MiX MapaMM OCHOB i poskpyuyBaHHs cripani. [layHopyOiuuH Takox Moxke
MepeliKoKaTH aKTHBHOCTI MOJiMepasy Ta Tormoizomepasu [, sMiHIOIOUH perynanito ekcrnpecii reHis ta
peakLii 3MeHIIeHHs CTYMEHK OKHCHEHHA (3 YTBOPEHHAM BHCOKOPEAKLUiHHX/BHCOKOTOKCHYHUX BITBHUX
paaukanis). Ilpsima B3aemogis MK JayHOpYOILUMHOM Ta KIITHHHOK MeMOpaHOK B pesysbTaTi 3MiHK
MOJABIHHOIO wapy Ha MOBEPXHI KIMITHHU TaKOXK € MPUIYCcTHMOR. [{ayHOPYOilUMH BHABIAE MaKCUMATbHY
UMTOTOKCHUHICTE Y (ha3i S, oaHak mnpenapar He € creuddidHUM 118 MeBHOro uukiay abo azu.
JaynopyOiuMHy Takok NPHIMCYIOThCA aHTHOAKTepialbHI Ta IMyHOCYIPeCHBHI BIaCTHBOCTI.

iTH
KouTponboBaHi 10ociKeHHA NpenaparTy 3a yyacTi JiTeil He NpoBOANIHKCA.
B niTepatypi 3rasyeTbca 3aCTOCYBaHHA AayHOPYOILMHY B CXeMi MiKyBaHHA rocTporo nimdgodiacTHoro
feiiko3y Ta rocTporo MienoiaHoro neikosy, Ak BKIOYAIOTE AUTAYI BikoBi rpynu. OjHak, B pe3ynbTaTi
MPOBEJAEHHX JOCHKEHb, ANS TOro, o0 3HAHTH OamaHc MK 30inblIEHHAM a00 MiATPUMAHHAM
e(heKTHBHOCTI Ta 3HIKEHHAM TOKCHYHOCTI, BUKOPHCTAHHS AayHopyGiumHy B JIIKyBaHHI rocTporo
nimMoOdacTHOrO NeHKO3y Ta FOCTPOro MIENOIIHOTO NEHKO3Yy y AiTed € HeOJHOCTAHHHM Y KJ‘U,&L‘-[HIH

MpakTHLi, TOJOBHUM YHHOM B 3aeKHOCTI BiZ cTparudikauil pH3MKy 1 KOHKper,
Ony6nikoBaHi AOCHI/DKEHHS MOKa3ylOTh BUICYTHICTE pisHiili B mnpodini Gesmeku
JIOPOC/IHMH NaLiEHTaMH. g



5.2 dapmaKoKiHeTHYHI BJIACTHBOCTI

Abcopbuis

JlaynopyOiumH He abcopOyeThea y UUTYHKOBO-KHMIIKOBOMY TpakTi. [Ipemapar npusHadeHuit and
BHYTPILIHEOBEHHOIO BBEICHHS, OCKITBKH € CHIIBHUM MOAPAa3HUKOM LTS TKAHHH: 33 LMX YMOB 1ayHOpyOiluH
abcopOyeThes NOBHICTIO (TOOTO, AKILO HEMAE excTpasasailil).

Posmozin

[Ticna BHYTpIIIHBOBEHHOTO BBEJCHHS [ayHOPYOILMH UIMPOKO PO3MOALTAETHCA B TKAHUHAX OpraHiMy;
MaKCHMAIBHHII BMICT CIOCTepiraeThes B Cese3iHli, HHpKax, jiereHax Ta cepui. [Ipemapar nponukae B
KITITHHY i 3B'A3YETHCA 3 KIITHHHHMH KOMIIOHEHTaMH, 30KpeMa 3 HyKJIeTHOBUMH KucroTamu. Hemae sxomHnx
JIOKa3iB, 1O AayHOpyOillMH MOMKE MepeTHYTH reMaroeHuedaniuHuii Oap'ep, aje, WBMALIE 3a BCe, BiH
IPOHUKAE Hepes3 MIALeHTY.

Biorpancopmartis

[Tpenapar WBH/KO Ta IHTEHCHBHO MeTA0O0IMI3y€eThCs B MeUiHL Ta IHIINX TKAHUHAX. B OCHOBHOMY 4epes Ail
LHTOMIA3MAaTHYHHX allbJOKeTOpeyKTas. Yepes oHy roauHy nicis BBEIEHHA Npenaparty HaiBULINI piBeHb
y miaasmi mae akTuBHuit metabonit aaynopyOiumuuon (13-OH aaynopyOiuums). Pe3yisTaTroM HacTyMHUX
MeTaboiuHNX NPOLECIB BiHOBIIOBATBLHOIO PO3LUEMISHHA [MIKO3MAHUX 3B’A3KIB € YTBOPEHHS arilikoHiB,

10 BHUSABISIOTH HU3BKY aHTHUnpoiiepaTWBHY akTHBHICTH abo 11 BiACyTHiCTh, Jani BinOyBaeThes
JIeMETHITIOBAHHS | KOH foratlis uepes cynbdartalito Ta rIHoKY poHi3alio MiKpocoMalbHUMH (hepMeHTaMH.
BusejieHus

[Ticns BBeQEHHS LWUIAXOM LIBMIKO! BHYTPILIHBOBEHHO! iH'€KUIT KOHLEHTpalis AayHOpyOiuuHy Ta iforo
meTabosIiTIB ¥ ni1asMmi 3MEHIIYETHCH BIPOIOBA TPhOX (Pa3, a KOHLUEHTPALlis HE3MIHEHOro JayHOpyOIUHHY v
[1a3mi 3HHKYEThCA ABodazHnm cnocobom. Cepeaniit mepiosl HamiBBUBEACHHS NaVHOPYOILUMHY CTaHOBHTH
45 xBuauH Ha movatkosiil dasi i 18,5 roaun — y kinuesiii (asi. [Tepioa HaniBBHBeGHHA 1ayHOPYOIUMHOTY
cknanae Ginpine 24 roand. layHopyOiluH i iforo MeTabOMITH eKCKPETYIOTBCSA Pa3oM i3 Ceqerd Ta JKOBHIO
(npubnusno 40% Beegenoi no3u). PasoM i3 ceuyero exckperyerses Bin 14% g0 23% BBegeHol J103M
npenapary Ta ioro metadoniTie, Oinblua YacTHHA eKcTpenii i3 ceuelo BiAOYBAETBCA MPOTATOM NEPIIHX 3
auis. [Ticns nepiunx 24 rofuy mpenapar BUBOAMTHCSH 3 CeUel0, NePeBaykKHoO Y BUMIIAL JayHOPYOilUHOIY.

5.3 JlokaiHiuHi 1aHi 6e3nmeKn
LDsy (nariBnieTanbHa J103a) AayHopyOiuuny craHoButh 17,3-20,0 mr/kr ta 13.0-15,0 mr/kr ans mueii ta

uypiB, BiamosiaHo, i npudmuzno 5.0 wMr/kr ang codax. OCHOBHMMH OpraHamMH-MillIEHAMH [icas
3acTOCyBaHHA OJHi€l 103U € remoiM(ponoeTHYHa cHUcTeMa Ta, OCOOMUBO Y COOAK, LITYHKOBO-KHLIKOBHIA
TPAKT.

TokcuyHi edeKTH TMOBTOPHOrO 3aCTOCYBAHHA BHUBYAIH Y KpoOniB, codak Ta MaBh. OCHOBHUMH
OpraHamu-MillleHAMY JayHOpyOilMHY Yy UMX TBapuH Oyiu reMoaiMponoeTHyHa cHcTeMma, LUTYyHKOBO-
KUIIKOBHH TpakT, HUPKH, Me4iHKAa | penpoayKTHBHI opradd. Jlocni/pkeHHs [miaroctpoi Ta cepuesol
TOKCHYHOCTI MPOAEMOHCTPYBA/IU KapAiOTOKCHUHICTE AayHOPYOILMHY ¥ BCIX BUIB A0C/TIAMKEHHX TBAPHH.

['@HOTOKCHYHICTL JAayHOPYOIUHHY BUABMEHO Y OiNBLIOCTI MPOBEACHUX IOCIIKEHb in Vilro Ta in vivo,
fpenapar Mae TOKCHYHY [iI0 Ha PenpoayKTHBHI opraHi, eMOpiOTOKCHHUHICTE V UIYyPIB i KPOJiB, a TAKOK
TepaToreHHHii BIMB y LypiB. BiacyTHi jaHi 3acTocyBaHHA AayHOPYOILMHY V TBApHH Y MEepHHATAIEHOMY Ta
MOCTHATANIBHOMY Mepiojax, a TaKoX HEBIJOMO, YH EKCKPETYEThCA Npenapar y Moaoko. Sk i y BHNaaky 3
HINNMHM aHTPALUMKITIHAMM | IIMTOTOKCHYHHMH MperapataMi, J1ayHOpyOilMH Mae KaHUEpOreHHUil BB y
turypiB. ¥ 10CTiUKEHHAX TOKCHYHOCTI Y10 BCTAHOB/ICHO, 1110 eKCTpaBasallis npernapary CHpUMHHIOE HEKPO3
TKaHUH.

6. PAPMAINEBTHYHI XAPAKTEPHCTHKH

6.1 ITepeix 10NOMIKHHX PEYOBHH
PnakoH, 1O MICTUTH MOPOLLOK:
Maniton

AMI’I)’J’I& 3 p03‘-{HHHHKOMZ
Harpito xmopua
Bona ans iH'exuii

6.2 HecymicuicTb
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[ToBiomnsnocs, WO AAyHOPYOIUMH € HECYMiCHHM 3 TelapHHOM HATpil, WO MOXKe CIPHYHHHTH
YTBOPEHHS 0cajy Yy PO3YMHI, a Takok 3 antoMiHieM. Takox MOBILOMISIOCH MPO HECYMICHICTh, KOJIM
FAPOXIOPHAHNH PO3YMH AayHOPYOILUMHY 3MILIYIOTH 3 PO3YMHOM JeKcameTasoHy Hatpito docdary,
a3TPeOHaMoM, HATPiK anomypHHONOM, (ryaapadiHoM, minepauunaiHoM/TasobakraMoM i aMiHOQLTIHOM.
JayHopyOuiH MosKe 3acTOCOBYBATHCh y KOMOIHALIT 3 IHUIMMU OPOTHIYXJIHHHUMY 3aco0aMi, aje ioro
He PEeKOMEHTy€ThCS 3MIlllyBaTH 3 iHIIHMHU MperapaTaMi B OIHOMY IUMPHLI.

6.3 Tepmin npuaarHocti
3 poku.

6.4 Ocod.mmBi 3axoan Gesnexy npu 3depiranui

Lleit nikapcbkuit 3acib He nmotpebye creuianbHUX YMOB 30epiraHHs.

3 MikpoOionoriuHol TOUKK 30py. AKLIO METO BiAKPUTTSA/BIAHOBIEHHA/PO3BE/ICHHS HE BUKJIIOYAE PH3HK
mikpobionoriuHoro 3abpyiHeHHs, NPOAYKT NOBUHEH OyTH BUKOPHCTaHMUIT HeraiHo.

SKuo mpenapar He BHKOPHCTOBYEThCS HEraifHO, BIAMOBIAAJIbHICTh 32 TPUBATICTh Ta YMOBH 30epiraHHs
Oepe Ha cebe KopUCTyBay.

Ha ocHOBI ofepkaHuX pe3yJbTaTiB i mapaMeTpiB BHIPOOYBaHHA, pe3ylbTaTH BHIPOOYBAHHA
cTabiBHOCTI BIJHOBIEHOrO PO3YMHY i3 3aCTOCYBAHHAM iH'EKLIT HaTpito xnopuay 0,9% nokasyoTs, 10
xXimiuHa i izuuna ctabineHicTs Gyna MPOAEMOHCTPORAHA MPOTATOM 72 FOJAMH Y XOMOANWIBLHUKY MPH
Temmeparypi 2°-8°C.

Jins 3HWKEHHS PH3NKY MiKpoOioNoridHOro 3a0pyaHEHHS PeKOMEHIYETbCH BUKOPHCTOBYBATH Biapasy
micns posunHeHHs abo BiAKpUTTA h1akoHy.

6.5 Tun Ta BMicT YIaKOBKH
YnakoBauuit 8 nposopuit ckasHuit duiakon tumy [ 3 xnopOyTHIKayYyKOBOK MPOOKOIO Ta ATFOMIHIEBHM
KOBMAa4yKOM T1ij1 00KaTKy Ta | amnyna, sika MicTuTh 10 M1 pozunHHHKA.

6.6 OcodauBi 3ax0/14 Oe3MeKH YTHIi3alil TA NOBOKeHHA

[TpurotyBaHHd po3uuHy - [layHOpyOilMHY TiAPOXIOPH/, MOPOLIOK /UIA iH'eKUil, CTi BIAHOBHTH LLIAXOM

naoxasanHa 10 M Hatpito xinopuay 9 mr/ma (0.9 %), posunny ang in'exuiid. [IpHroTyBaHHs po3dyuHiB s

iH'exuiit cnig npoBOAMTH Ha crielliabHUX OesneuHux poboumx micusx. BmicT (rakoHa 3HaxoauThes mia

HEraTHBHHUM THCKOM L1 TOTO, 00 3BeCTH 10 MiHIMYMY YTBOpEHHS aepo3oJliB 1pH BiIHOBIEHHI; ocobnuBa

ofepexHICTh € HeOOXIAHOK MPH BBEICHHI IOJIKM: CiJ1 YHHKATH BAMXaHHsA Oy/Ib-AKOI KUIBKOCTI aepo3osio,

10 YTBOPIOEThCA MiZ Yac BigHOBNeHHA. (DAAKOH CIijl 00epekHo c*rpymyaam 10 TUX Mip, MOKH nperapar

MOBHICTIO HE PO34YMHNTHLCA. OneprKaHuii TaKMM YHHOM PO34HH MICTHTL 2 Mr JayHOpPYOIUMHY HA MiTimiTp.

Binnosnenuii po3uuH € CTadiNbHUM MPOTAroM 72 TOAMH Y XOJMOMWIBHHKY npu Temneparypi 2°-8°C.

Ilpenapar ciil BHKOPUCTATH MPOTArOoM 24 FOAMH MICIA MEpLIoro MpoKoay rymMoBol npoOkd. He ciin

3aCTOBOCYBATH OY/b-AKi 3QMMIUKH PO34MHY. FKIIO BiTHOBIEHHS TMPOBEJCHO Tak, AK 3a3HAYEHO BHILE,

KiHILIEBa KOHLEHTpALlisl BiJHOBJIEHOrO PO3YHHY CTAHOBHUTH 2 MTI/MIL.

BHyTpimHboBeHHe BBeeHHs — HaOupatoTs HeoOXiAHY 03y BiIHOB/IEHOTO PO34HHY, BBOIAYM 1 Y LIMPHL,

o Mictuth 10 HaTpito xnopuay 9 Mr/mi i NOBINLHO BROAATH Y CUCTEMY BHYTPILIHBOBEHHOT 1H(Y3ii po3unHy

uatpito xmopuay 0,9% abo nekcrpozm 5% ang MiHiMizauil pu3MKy excTpaRasaiii npenapary Ta

MEePeKOHYIOTECA Y TMPOMHUBAHHI BEHM Micid BBEJEHHA Jikapcekoro 3acoOy. KiHueBa KoHUeHTparis

PO3BEAEHOrO PO3HUHY 3ATEKHTH B 1034,

3axucHi 3axoau — Hagauo HacTynHi pekomMeHauUil LO0 3aXUCTY Y 3B'A3KY 3 TOKCHYHICTIO LIET CIONyKu:

- [lepconan noBuHeH BOMOAITH FAPHOIO TeXHIKOK BIAHOBICHHS | MOBOKEHHS 3 XiMIOTEpAMEeBTUMHUMHU Ta
NPOTHITY XJIMHHHMHU 3aco0amu.

— Barithi cniBpoOITHHLI MOBHHHI OYTH BIICTOPOHEHI Bi/l pOOOTH 3 LIMM [PErapaToM.

- YneHu nepcoHany, Aki MOBOAATLCA i3 JayHOPYOILMHOM, MOBMHHI OyTH BAATHEH! Y 3aXWMCHH OIAr:
OKYJIAPH, XalaTH, 0JHOPa30Bi PYKaBHHKH | MACKH.

- Jlna BiAHOBNEHHS MOBUHHO OYTH BH3HAueHe crellianbHe Micle (DakaHo Mif CHCTEMOKO JaMiHApHOIo
noToky). Poboua nosepxHs moBMHHA OYTH 3aXHIlleHa OHOPA3OBHUMH apKVIIaMH aocopt)quoro
3 U1aCTHKOBOIO OCHOBOIO.

[OBHHHI 6}”[‘1‘1 SHHULLEHI LIAXOM BHCOKOTEMIEpATYpPHOTO CIIaH}OBaHHﬂ



-V pasi po3scunaHHs abo BUTOKY, iforo cnig o0poOuTH po36aBneHUM PO34HHOM HATPiiO rinoxioputy (1%
AKTHBHOTO XJIOPY), MEPEBAKHO LIIAXOM 3aMOHYBAHHA, a NI0TIM BOOIO.

- Bei Marepianu [uia npuGupanHs NOBUHHI OyTH YTHII30BaHI, AK 3a3HAYEHO BULLIE.

- [lpu BunazkoBoMy ronajgaHHi Ha wWKipy abo B odi X c/id HeraitHoO MPOMHUTH BEITHKOK KiNBKICTE BOM,
ado MHJIOM Ta BOJI0I0, a00 PO3YHHOM HATPil0 OikapOOHATY; C/Ti/l 3BEPHYTHCA 3a MEIMYHOIO I0NOMOr0I0.

- 3aBKaM CIiI MHTH PYKH MICIIA 3HATTH PyKaBHUOK.

[poueaypa aikrigarii nponusis: Ynenn nepconany, ski 6epyTs yuacTs Y MiAroToBLi, TPAaHCIOPTYBaHHI

abo BBeJeHHI UMTOTOKCHYHUX Mperiapatis, MOBHHHI OYTH nomnepeeHi i MOBHICTIO MiArOTOBAEHI 10

rnpoueaypu JikBigauii nponusis. Omke, HEOOXIAHO MaTH afeKBATHUIT | BanioBaHMET MPOTOKOI MiKBIAALLIT

MpoiuBiB B OyAp-AKOMY MiClli, A€ MOBOAATECA 3 UMTOCTATHYHMMM mnpenapatamu. PexomenzaoBaHa

00poOKa MOBHHHA TOBHICTIO AerpaiyBaTH Ipenapar 0e3 BHIIICHHS TOKCH4HMX mpoaykris. [Tocya, mo

BUKOPUCTOBYETBCS [UIsl pO3BeieHHs, abo MaTepiall, skuil OYB Y KOHTAKTI 3 NpenaparoM, CJ1iJ MOMIiCTUTH

y MoieTUICHOBUIT MILIOK Ta cnianuty npu temneparypi 1100°C.

Bynb-AKHii HeBMKOpMCTAHUI Jikapchkuil 3acid Ta Bci Marepianu, IO 3 HHM KOHTaKTYBaslM, Ciif

YTHIII3YBaTH BiAMOBIIHO 0 MiCLIEBHX BUMOT L1010 LUTOTOKCHYHUX TPEMaparis.

7. BIACHUK PEECTPAIIIHHOTO MOCBIITYEHHSA
[Ndaiizep, C.J1. (Pfizer, S.L.)

Agna. - ne-Eypona 20 b

biznec-napk Jla Mopanexa

28108 Anbrobenaac (Maapun).

[cnanis

8. HOMEP PEECTPALINHOI'O MOCBITYEHHSA
46.427

9. IATA NEPIIOI PEECTPAIIII / MOHOBJEHHSA PEECTPAINIHHOIO MOCBIIYEHHSA
Jara nepuiof peectpauii: 27 nucronana 1968 p.
Jlata octadHboro rnoHosneHHs: 30 nucronaza 2008 p.

10. TATA NEPETJIAAY TEKCTY JOKYMEHTA
Bepesens 2016 p.

JletanbHa i oHoBIeHa iHdopMallia Ha Ueil nmpenapar € 10CTYMHOK Y IcnaHcbKOMY areHTCTBI JIiKapChKHX
npenapatie ta BUpoGiB MmeauuyHoro npusHaueHHs (Agencia Espafiola de Medicamentos y Productos
Sanitarios, AEMPS) Be0-caiit: http://www,.aemps.cob.es/




Jo Peecrpauiiinoro Iocsixuenns
No

Hakaz MO3 Ykpaiau
Bi

[HCTpyKLis Mpo 3acTocyBaHHs Jiikapchkoro 3acoby abo iHGopmailis [po 3acTOCyBaHHA
MiKApCHKOro  3aco0y, 3aTBEp/UKEHa 3riAHO 3  HOPMATHBHMMH  BHMOramMH  KpaiHH
3assuuka/BupoGuuka abo KpaiHM, peryJsTOpHMil OpraH SKOI KepyeTbCs BHCOKHMH
CTAHZAPTAMM AKOCTI, L0 BiANOBIAAIOTH CTaHAapTaM, pekomeHoBanum BOO3, ta/abo 3rinHo
3 pesy/ibTaTaMH KJIiHIYHMX BHUMPOOYBaHb, BUKJIAJEHA MOBOIO BIAMOBIAHO 10 BHMOI WIOAO
MOBM, BH3HAYEHMX a03allOM APYIHM 4acTHHM TpeTboi crarti 26 3akowy Ykpainu «lIpo
3acaju JepKaBHOi MOBHOT MomiTHKM» (KOpOTKa XapaKTepHCTHKA J1iIKapCHROro 3acody).

3asiBuMK, Kpaina: [Idaiisep Eitu. Ci. ITi. Kopropeiiwn, CILA
Pfizer H.C.P. Corporation, USA

Bupoduuxk, kpaina: Axrasic [tania C.n.A., Itanis
Actavis Italy S.p.A., Italy
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SUMMARY OF PRODUCT CHARACTERISTICS
1. NAME OF THE MEDICINAL PRODUCT

Daunoblastina 20 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 20 mg of daunorubicin hydrochloride.

Iml of the reconstituted solution contains 2 mg of daunorubicin hydrochloride.

Excipients with known effect
Each ml of reconstituted solution contains 0.154 mmol (3.54 mg) of sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
Lyophilized red-orange powder.
The solvent is a transparent and colorless 0.9% (9mg/ml), saline solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Daunorubicin, given alone or in combination with other antineoplastic agents, is indicated to induce
remission in acute myelogenous leukemias and acute lymphocytic leukemias.

Daunorubicin, as part of a combination regimen, is indicated for the treatment of acute myelogenous
leukemias and acute lymphocytic leukemia in children.

4.2 Posology and method of administration

The treatment should be initiated only under the supervision of physicians experienced in the cancer
treatment. Patients should be frequently and carefully monitored during the treatment (see section 4.4).

Posology

The dosage of daunorubicin is usually based on the patient's body surface area (m”), but in children
younger than 2 years of age (or with a body surface area of less than 0.5 m” %) it is suggested to
calculate the dosage on the body weight (kg).

The daunorubicin dose per cycle may differ according to a number of variables, including:

- Whether daunorubicin is used alone or in combination with other cytotoxic drugs or with
radiotherapy.

- The age of the patient (children, adults or elderly).

- The patient’s tolerability, clinical situation and the patient clinical response to the treatment.

Adult patients =
As a single agent:
- The recommended dally dose of daunoruhlun as a single agent for 1he first coursg 6‘1&3



lymphocytic leukemia is 60 mgfmz to be repeated on three successive days. For the
subsequent courses of induction (to be given every 3-4 weeks according to the bone marrow
situation and blood cell counts), daunorubicin is recommended at the same daily dose but for
only 2 consecutive days.
In combination treatments:
- In standard combination treatments, the recommended daily dose of daunorubicin is
45 mg/m” to be given according to the schedule outlined above.

Paediatric population

The daunorubicin dosage for children (over 2 years) is usually calculated based on the body surface
area and adjusted to meet the individual requirements of each patient, on the basis of the clinical
response and the patient’s hematological status. Courses may be repeated after 3 to 6 weeks.

Current specialised protocols and guidelines should be consulted for an appropriate treatment regimen.
For children over 2 years, the maximum cumulative dose is 300 mg/m?,

For children under 2 years of age (or below the 0.5 m? body surface area), the maximum cumulative
dose is 10 mg/kg.

Elderly patients
In patients over 65 years, it might be necessary to reduce the dose of daunorubicin to 45 mg/ m* when
administered as a single agent and to 30 mg/m’ in combination regimens.

Hepatic impairment

The daunoblastina (daunorubicin) dosage should be reduced in patients with impaired hepatic function
in order to avoid an increase in overall toxicity. Dose reductions are recommended in patients with the
following serum chemistry values:

- Daunorubicin should not be administred to patients with severe hepatic impairment (Child-
Pugh Grade C [total score 10-15] — see section 4.3).

- For patients with mild to modarate hepatic impairment Child-Pugh Grade A [total score 5-6]
and Grade B [total score 7-9], dose reductions are recommended base on the following
serum bilirubin values:

- patients with bilirubin level from 1.2 to 3 mg/dL: one half of the reccommended starting dose
- patients with bilirubin level >3 mg/dL: one fourth of recommended starting dose

Renal impairment

For patients with moderate renal impairment, glomerular filtration rate (GFR) between 10-20 mL/min
or serum creatinine approximately 3.4-7.9 mg/dL, the daunorubicin dose should be reduced by one
half (see section 4.3).

Method of administration

Daunoblastina is administred by intravenous route only (see section 6.6).

Daunoblastina (daunorubicin) is not active by oral route and should not be administered by the
intramuscular, subcutaneous or intrathecal routes. Daunorubicin should be administered only by
intravenous injection; it is recommended that daunorubicin be injected into the tube of a freely flowing
intravenous infusion of 0.9% (9mg/ml) sodium chloride or 5% (50 mg/ml) dextrose solution after
ensuring that the needle is checked for correct insertion in the vein. This procedure reduces the risk of
drug extravasation and ensures that the vein is flushed after administration (see section 6.6). The
infusion period may range from 2-3 minutes up to 30—45 minutes, depending on the dose to be
administered and vein caliber. A direct push injection is not recommended due to the risk of
extravasation, which may occur even in the presence of adequate blood return upon needle aspiration
(see section Error! Reference source not found.Oumoka! HeToOYHHK CCHIIKH He HATIEH. ).

4.3 Contraindications

- Hypersensitivity to the active substance or to any of the excipients listed in section §
- Hypersensitivity to other anthracyclines or anthracenediones.
- Persistent myelosuppression.
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- Severe infections.

- Severe hepatic impairment [Child-Pugh Grade C (total score 10-15)] or renal (GFR <10 mL/min
or serum creatinine > 7.9 mg/dL).

- Heart failure.

- Recent myocardial infarction.

- Severe arrhythmias.

- Earlier treatments with maximum cumulative doses of daunorubicin (500-600 mgfm in adults,
300 mg/m” in children of 2-years old or older, 10 mg/kg of body weight in children under the age
of 2) or other cardiotoxic anthracyclines. In these cases, the risk of life-threatening cardiac damage
increases notably (see section 4.4).

- Pregnancy and lactation (see section 4.6).

4.4 Special warnings and precautions for use

Special warnings

Avoid contact with skin and mucous membranes when handling daunorubicin. Due to the mutagenic
and carcinogenic potential of daunorubicin, doctors and nurses should take strict precautions while
handling the medication. Special precaution is also recommended in the case of contact with the stool
and vomit of patients because it may contain daunorubicin or an active metabolite. Pregnant health
care personnel should avoid contact with cytostatic agents.

Precautions
Daunorubicin should be administered only under the supervision of physicians experienced in the use
of cytotoxic therapy.

Patients should recover from acute toxicities of prior cytotoxic treatment (such as stomatitis,
neutropenia, thrombocytopenia, and generalized infections) before beginning treatment with
daunorubicin. Patients should be frequently carefully monitored during treatment (see section 4.4).

The initiation of treatment with daunorubicin requires close surveillance of the patient and the patient's
analytical parameters. Consequently, hospitalization of patients during at least the first phase of
treatment is recommended.

Blood cell counts and liver and kidney function tests should be performed before every cycle of
treatment with daunorubicin.

During treatment with daunorubicin, special care should be taken in patients who have received, are
receiving or are going to receive radiotherapy because daunorubicin increases the risk of local
reactions in the irradiated area (radiation recall reaction). Previous radiotherapy of the mediastinal area
increases the cardiotoxicity of daunorubicin.

Severe pancytopenia or isolated leuko- or thrombocytopenia is a contraindication for the use of
daunorubicin. Other related contraindications are severe cardiac arrhythmias, particularly ventricular
tachycardia, or arrhythmias with relevant hemodynamic effects and clinically evident heart failure
(included in the history of the patient), myocardial infarction, severe renal and hepatic disorders.
pregnancy. and poor general condition of the patient. The physician shall weigh the benefits against
the risks and decide on the treatment for each patient individually.

After the administration of daunorubicin and due to its immunosuppressive effect, uncontrolled
infections, especially of viral origin (Herpes zoster), may be exacerbated and become life-threatening.

Hematopoietic system
The evaluation of response based on bone Marrow cellulanty status should gutde daunorubtcm
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generally return to pre-treatment levels between the second and third weeks after the last injection is
administered.

In order to avoid complications derived from myelotoxicity, the hematologic profile should be closely
assessed before and during each cycle of therapy, with special attention to the leukocyte, granulocyte,
platelet and erythrocyte counts. The clinical consequences of severe myelosuppression include fever,
infection, sepsis/septicemia, septic shock, hemorrhage, tissue hypoxia, and even death. It is important
to provide rapid and effective treatment if a severe infection and/or hemorrhagic episode occurs.
Myelosuppression may require intensive support treatment.

Secondary leukemia

Secondary leukemia, with or without a preleukemic phase, has been reported in patients treated with
anthracyclines, including daunorubicin. Secondary leukemia is more common when such drugs are
given in combination with DNA-damaging antineoplastic agents, or in combination with radiotherapy.
when patients have been heavily pre-treated with cytotoxic drugs, or when the anthracycline dosage
has been escalated. These leukemias may have a latency period of 1 to 3 years.

Cardiotoxicity
Cardiotoxicity is one of the most important risks of the treatment with daunorubicin, that may be
manifested in two ways, by early (i.e., acute) or late (i.e., delayed) events.

- Acute effects: These effects are non dose-dependent and manifested by supraventricular
arrhythmias (sinus tachycardia, premature ventricular contractions and atrioventricular block
and/or non-specific electrocardiographic effects (ST-T wave changes, low-voltage QRS
complex, T waves). Cases of angina pectoris. myocardial infarction, endomyocardial fibrosis
and pericarditis/myocarditis have been reported. These effects do not usually predict the
subsequent development of delayed cardiotoxicity, are rarely of clinical importance, and are
generally not taken into consideration for discontinuing daunorubicin treatment.

- Delayed effects: congestive cardiomyopathy may develop, especially after the administration
of cumulative doses of daunorubicin, and sometimes may occur during treatment and
frequently several months or years after completing treatment, and is manifested clinically by
overall heart failure that occasionally leads to death from acute heart failure. Delayed
cardiomyopathy is manifested by reduced left ventricular ejection fraction and/or signs and
symptoms of congestive heart failure, such as dyspnea, pulmonary edema, peripheral edema,
cardiomegaly and hepatomegaly, oliguria, ascites, pleural effusion and gallop rhythm. The
severity and frequency of these adverse effects depend on the cumulative dose of
daunorubicin and represent the dose-limiting toxicity of the drug.

Cardiac function should be assessed before patients undergo treatment with daunorubicin and must be
monitored throughout therapy and after therapy to minimize the risk of cardiac complications. The risk
may be decreased by regularly monitoring the left ventricular ejection fraction during the course of
treatment with prompt discontinuation of daunorubicin at the first sign of impaired function. The
appropriate quantitative method for repeated assessment of cardiac function (evaluation of the left
ventricular ejection fraction) includes multi-gated radionuclide angiography (MUGA) or
echocardiography.

A baseline cardiac evaluation with an electrocardiogram and either MUGA or echocardiography is
recommended, especially in patients with risk factors for increased cardiotoxicity. Repeated MUGA or
echocardiography determinations of left ventricular ejection fraction should be performed, particularly
with higher cumulative anthracycline doses. The same technique should be used for assessment
throughout follow-up.

The risk of developing congestive heart failure increases - in the absence of other cardiac risk factors -
when the total cumulative dose of daunorubicin exceeds 550 mg/m” in adults, 300 mg/m"” in cilu_

more than 2 years of age, or 10 mg/kg in children under the age of 2 years of age. & o
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anthracenediones, and concomitant use of drugs with the ability to suppress cardiac contractility or
other cardiotoxic drugs (e.g., trastuzumab). Anthracyclines. including daunorubicin, should not be
administered in combination with other cardiotoxic agents unless the patient’s cardiac function is closely
monitored. Patients receiving anthracyclines after treatment with other cardiotoxic agents, especially
those with a prolonged half-life like trastuzumab, may also be at an increased risk of developing
cardiotoxicity. Under these conditions, cumulative doses of 400 mg/m’ in adults should be exceeded
only with extreme caution.

Based on population pharmacokinetic analysis of all available data, trastuzumab may persist in the
circulation for up to 7 months after stopping trastuzumab treatment. Therefore, anthracyclines should
not be administered up to 7 months after the finalization of trastuzumab treatment when possible. If
this treatment was administered before this period, it is recommended to monitor the patient cardiac
function carefully.

Elderly patients, patients with a history of heart disease, overt arterial hypertension or thoracic
irradiation, and children are more susceptible to cardiac toxicity. Under these conditions, the total
cumulative dose should not be more than 400 mg/m” in adults. Due to the increased risk of cardiac
damage in children and adolescents, long-term follow-up of cardiac function is recommended.

Several long-term studies in children suggest that congestive cardiomyopathy may appear after
treatment with anthracyclines, with a latency period and progressive course over many years. In
comparison with adults, lower total cumulative doses probably lead to clinically relevant cardiac
dysfunction in children. Long-term adverse cardiotoxic effects of treatment with doxorubicin and
daunorubicin have been described the in 201 children. The patients received a total cumulative dose of
doxorubicin and/or daunorubicin of 200 to 1275 mg/m* (median 450 mg/m®) and some of them also
received irradiation. It was assumed that the cardiotoxicity of doxorubicin was similar to that of
daunorubicin. Impaired cardiac pump function was observed if the shortening fraction in the
echocardiogram was <29% or the ejection fraction in the radionuclide ventriculogram was <50% or a
decrease was observed after physical exercise. The incidence of disorders in cardiac function was 11%
when the cumulative dose of anthracyclines was less than 400 mg/m®, 28% with doses of 400 to 599
mg/m’, 47% with doses of 600 to 799 mg/m’ and 100% in seven patients who had received more than
800 mg/m*®. Treatment with additional irradiation increased the incidence of cardiac dysfunction in
each dose interval. Of the 201 patients examined, 9 also had cardiac symptoms such as heart failure,
conduction disorders and arrhythmias. In 4 of the 9 patients affected, the symptoms appeared for the
first time from 12 to 18 years after chemotherapy concluded.

It is likely that the toxicity of daunorubicin and other anthracyclines or anthracenediones is additive.

Hepatic function

The major route of elimination of daunorubicin is the liver system and the excretion follows the biliar
route. Liver function should be evaluated before beginning treatment with daunorubicin in order to
avoid complications. Serum total bilirubin should be evaluated before and during treatment with
daunorubicin. Patients with elevated bilirubin may experience slower clearance of drug with an
increase in overall toxicity. In these patients with impaired liver function, a reduction in dose (see
section 4.2) based on serum bilirubin levels is required. Patients with severe hepatic impairment
should not receive daunorubicin (see section 4.3).

Renal function

An alteration in renal function can induce increased toxicity. Renal function should be evaluated
before initiating treatment. Lower doses are recommended in patients with impaired renal function
(see sections 4.2 and 4.3).
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of acute leukemia (first cycle) to prevent tubular damage and renal failure. Nephrotic syndrome may
also develop.

Tumor Lysis Syndrome

Daunorubicin may induce hyperuricemia as a consequence of the extensive purine catabolism that
accompanies rapid drug-induced lysis of neoplastic cells (tumor-lysis syndrome). Blood uric acid
levels, potassium, calcium phosphate, and creatinine should be evaluated after initial treatment.
Hydration, urine alkalinization, and prophylaxis with allopurinol to prevent hyperuricemia may
minimize potential complications of tumor-lysis syndrome.

Immunosuppressant Effects

As a result of immunosuppression produced by daunorubicin, the susceptibility to infections increased.
Administration of live or live-attenuated vaccines in patients immunocompromised by
chemotherapeutic agents including daunorubicin, may result in serious or fatal infections. Vaccination
with a live vaccine should be avoided in patients receiving daunorubicin. Killed or inactivated
vaccines may be administered; however, the response to such vaccines may be diminished.

Gastrointestinal disorders

Daunorubicin may cause nausea and vomiting. Severe nausea and vomiting may produce dehydration.
Nausea and vomiting can be prevented or alleviated by the administration of appropriate antiemetic
therapy.

Mucositis (mainly stomatitis, less often esophagitis) may occur in patients undergoing daunorubicin
therapy. Mucositis/stomatitis generally appears early after drug administration and, if severe, may
progress over a few days to mucosal ulcerations. Most patients recover from this adverse event by the
third week of therapy.

General disorders and administration site conditions

Local phlebitis, thrombophlebitis and/or venous sclerosis/phlebosclerosis may occur, especially if
daunorubicin is administered in a small vessel or repeated injections are given in the same vein.
Following  recommended administration  procedures can  minimize the risk of
phlebitis/thrombophlebitis in the injection site (see section 4.2).

Extravasation

Extravasation of daunorublastina during intravenous injection may produce local pain, severe tissue
lesions (severe cellulitis, painful ulceration) and tissue necrosis. Some cases may require surgery.
[rreversible tissue damage may occur. Should signs or symptoms of extravasation occur during
intravenous administration of daunorubicin, the drug infusion should be immediately stopped (see
section 4.9).

Skin and subcutaneous tissue disorders. Alopecia

With complete doses of daunorubicin, complete alopecia occurs almost always, affecting the growth
of the hair of the beard, scalp, armpits and pubis. This side effect can cause anxiety in patients but is
generally reversible. The hair grows again, usually two to three months after treatment ends.

Reproductive system and breast disorders

Daunorubicin inhibits fertility. Amenorrhea and azoospermia of dose-dependent severity may occur.
Irreversible fertility disorders may occur (see section 4.6).

Male and female patients should both use contraceptive methods to prevent conception and/or
reproduction during and after treatment with daunorubicin. Genetic counseling is recommended if the
patient wishes to have children after treatment ends.

This medicinal product contains 3.54 mg (0.154 mmol) sodium per ml of reconstituted solutl
taken into consideration by patients on a controlled sodium diet.
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4.5 Interaction with other medicinal products and other forms of interaction

Daunorubicin is mainly used in combination with other cytotoxic drugs. Additive toxicity may occur,
especially with regard to bone marrow/hematological and gastrointestinal effects (see section 4.4). The
use of daunorubicin in combination chemotherapy with other potentially cardiotoxic drugs or
radiotherapy in the mediastinal area increases the cardiotoxicity of daunorubicin. In addition, the
concomitant use of other cardioactive compounds (e.g., calcium channel blockers) requires the
monitoring of cardiac function throughout treatment. If patients are treated or have been treated with
drugs that act on the bone marrow (e.g., cytostatic agents, sulfonamides, chloramphenicol,
diphenylhydantoin, amidopyrine derivatives and antiretroviral agents) the possibility that important
hematopoietic disorders may occur should be considered. The daunorubicin dose should be modified if
necessary. If daunorubicin is combined with other cytostatic agents (e.g., cytarabine,
cyclophosphamide), the toxic effects of treatment may be potentiated.

Daunorubicin is metabolized mainly in the liver; the concomitant use of drugs that affect liver function
may also influence the metabolism or pharmacokinetics of daunorubicin and thus affect the
effectiveness and/or toxicity of this drug. The concomitant administration of daunorubicin with
potentially hepatotoxic medications (e.g., methotrexate) can produce a disturbance in the hepatic
metabolism and/or biliary excretion of daunorubicin, which could lead to increased toxicity of the
medication and might potentiate the adverse effects of daunorubicin. The concomitant administration
of daunorubicin with other cytostatic agents increases the risk of gastrointestinal adverse effects.
Medications that delay the excretion of uric acid (e.g., sulfonamides and some diuretics) can cause
hyperuricemia that is potentiated with the concomitant use of daunorubicin.

Consideration should be taken generally that the oral intake and absorption of drugs may be
significantly affected by the oral and gastrointestinal mucositis that often occurs due to the intensive
chemotherapy treatment containing daunorubicin.

In patients with thrombocytopenia, an additional increase in the risk of hemorrhage should be
expected when daunorubicin is administered concomitantly with platelet aggregation inhibitors
(acetylsalicylic acid).

Live virus vaccines should not be administered during treatment with daunorubicin (see section 4.4).

4.6 Fertility, pregnancy and lactation

(See section 5.3).

Pregnancy
Studies in animals have demonstrated the toxicity of daunorubicin on reproduction (see section 5.3). Like

most anticancer drugs, daunorubicin has shown embryotoxic, teratogenic, mutagenic and carcinogenic
potential in animals. According to experimental data, the drug must be considered as a potential cause of
fetal malformations when administered to a pregnant woman. There are no adequate and well-controlled
studies in pregnant women, although a few women who received daunorubicin during the second and
third trimesters of pregnancy have delivered apparently normal infants.

Daunorubicin should be used during pregnancy only if the patient requires daunorubicin treatment and the
potential benefit justifies the potential risk to the fetus.

As a general rule, it is recommended that daunorubicin not be administered to patients who are pregnant
(see section 4.3). If the drug is used during pregnancy, or if the patient becomes pregnant while receiving
the drug, the woman should be informed of the potential hazard to the fetus. Genetic counseling is
recommended. In any case, a cardiologic examination and blood cell counts in the fetuses and
newborns of mothers who have received daunorubicin during pregnancy are recommended.

/v/




Lactation

Although other anthracyclines are excreted in maternal milk. it is not known whether daunorubicin is
excreted in human milk. It is recommended that daunorubicin not be administered to mothers who are
breast-feeding (see section 4.3).

Fertility

Women of child-bearing potential who have to undergo daunorubicin therapy should use effective
contraceptive methods during and after treatment with daunorubicin. Genetic counseling is
recommended for all women who wish to become pregnant after completing treatment with
daunorubicin.

Daunorubicin might induce chromosomal damage in human spermatozoa. It is recommended that all
patients be advised to conserve semen before starting daunorubicin treatment because it may produce
irreversible infertility. Men undergoing treatment with daunorubicin should use effective contraceptive
methods to prevent conception and/or reproduction during and up to 6 months after treatment.

4.7 Effects on the ability to drive vehicles and use machinery

Daunorubicin can cause episodes of nausea and vomiting that in some cases may impair the capacity
to drive vehicles and use machinery.

There have been no reports explicitly relating to effects of daunorubicin treatment on the ability to
drive or use machinery.

4.8 Undesirable effects

Undesirable effects have been combined in a single table and organized according to the MedDRA
convention for classification by system organ classes and frequency. Frequencies have been defined as:
very common (= 1/10), common (= 1/100., < 1/10), uncommon (= 1/1000, < 1/100), rare (= 1/10,000, <
1/1000), very rare (< 1/10,000) and frequency not known (cannot be estimated from available data).

MedDRA system organ class
Frequency Undesirable effects

Infections and infestations Very common Sepsis/septicemia

Infection
Frequency not Septic shock
known

Neoplasms benign, malignant and Uncommon Acute myelogenous leukemia

Emjﬁ? ecified (including cysts and Frequency not Myelodysplastic syndrome

polypy known

Blood and lymphatic system Very common Bone marrow failure

disorders Leukopenia
Granulocytopenia
Neutropenia
Thrombocytopenia
Anemia

Immune svstem disorders Frequency not Anaphylactic and anaphylactoid reactions

known

Merabolism and nutrition disorders | Frequency not Dehydration

known Acute hyperuricemia’

Cardiac disorders Very common Cardiomyopathy (clinically manifested by
dyspnea, cyanosis, peripheral edema, ,‘-‘" g
hepatomegaly, ascites, pleural effusi
and overt congestive heart tallure) 73
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Uncommon

Myocardial infarction

Frequency not
known

Myocardial ischemia (angina)
Endomyocardial fibrosis
Pericarditis/ myocarditis

Supraventricular tachyarrhythmias (such

as tachycardia sinus, ventricular
extrasystoles, atrioventricular block)

Vascular disorders Very common Hemorrhage
Frequency not Flushing
known Shock
Thrombophlebitis
Phlebosclerosis”
Respiratory, thoracic and Frequency not Hypoxia
mediastinal disorders known
Gastrointestinal disorders Very common Nausea/vomiting
Diarrhea
Esophagitis

Mucositis/stomatitis®

Common Abdominal pain
Frequency not Colitis
known
Hepatobiliary disorders Frequency not Hepatitis
known Hepatic insufficiency
Skin and subcutaneous tissue Very common Alopecia
disorders Erythema
Skin rash
Frequency not Contact dermatitis
known Rebound effect
Pruritus
Skin  hyperpigmentation and  nail
pigmentation
Urticaria

Renal and wrinary disorders

Frequency not
known

Chromaturia®

Reproductive system and breast Frequency not Amenorrhea
disorders known Azoospermia
General disorders and | Very common Fever
administration site conditions Pain
Common Infusion site phlebitis
Frequency not Death
known Hyperpyrexia
Infusion site extravasation®
Chills

Investigations

Very common

Increased serum bilirubin levels
Increased aspartate aminotransferase
levels

Increased alkaline phosphatase levels

Common

Abnormal electrocardiogram

(electrocardiogram ST-T wave change.
electrocardiogram QRS complex _sroumany,
abnormal, electrocardiogram abp rﬂf@:"{;

wave) / <\

/

* With possible impairment of renal function, especially in the presence of elevated pre-(geatment ons

white blood cell counts
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® Venous sclerosis may occur if the drug is injected into a small blood vessel or repeatedly into the
same vein.

© Pain or burning sensation, erythema, ulcerations, haemorrhage, infection.

4 Red coloured urine for 1 to 2 days after administration

“Pain at the infusion site/burning sensation, cellulitis, skin ulceration, tissue necrosis.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Human medicine Spanish
Pharmacovigilance System: https://www.notificaram.es.

4.9 Overdose

Overdose and intoxication

Very high single doses of daunorubicin can be expected to cause acute myocardial degeneration within
24 hours and severe myelosuppression (mainly leukopenia and thrombocytopenia) within 1014 days
and gastrointestinal toxic effects (mainly mucositis).

Cases of cardiac damage have been notified months after an anthracycline overdose.

Treatment of intoxication
No specific antidote is known. In the case of myocardial debilitation, a cardiologist should be
consulted and daunorubicin treatment discontinued. In the presence of marked myelosuppression,
adequate support treatment should be given, which shall depend on how the hematopoietic system is
affected. For example, the patient can be transferred to an antiseptic room or given transfusions of the
necessary blood elements.

Extravasation
A paravenous injection may cause local necrosis and thrombophlebitis. A burning sensation in the
injection site region indicates paravenous administration of the drug.

Treatment of extravasation

If drug extravasation occurs, the drug infusion or injection should be stopped immediately. Initially,
the needle shall be left in the administration site and removed later, after a brief aspiration. The local
application of dimethyl sulfoxide 99% (DMSO 99%) to an area equivalent to twice the affected area (4
drops per 10 cm’ of skin surface) is recommended and should be repeated three times a day for at least
14 days. It may be necessary to consider debridement of the affected area. Due to the antagonic
mechanisms in play, the affected area should be cooled (vasoconstriction versus vasodilation) after the
application of DMSO. Other measures described in the literature are questionable and do not provide
clear benefits.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Cytotoxic antibiotics and related substances. Anthracyclines and related
substances. ATC Code: LO1DB02.

Mechanism of action
Daunorubicin is an antineoplastic drug that exerts its cytotoxic/antiproliferative effects through

interference with a number of biochemical and biological functions in target cells. Although the

precise mechanism of action has not been fully elucidated. the drug mainly appears to inhibit DNA
and DNA-dependent RNA synthesis by forming a complex with DNA via intercalation betwegp?
pairs and unceiling of the helix. Daunorubicin may also interfere with polymerase and topoisi m§m§
I1 activities, with regulation of gene expression and with oxidation/reduction reactions i
highly reactive/highly toxic free radicals). A direct interaction between daunorubicin ¥
membrane resulting in alterations of the double layer of the cell surface has also been -;




Daunorubicin is maximally cytotoxic during the S phase, but the drug is not cycle or phase-specific.
Antibacterial and immunosuppressive properties have also been ascribed to daunorubicin.

Paediatric population

No controlled paediatric studies have been conducted.

The literature mentions the use of daunorubicin in treatment regimens for ALL and AML that include
paediatric age groups. However, due to the research being conducted to find a balance between the
increase or maintenance of efficacy and the decrease in toxicity, the use of daunorubicin in the
treatment of paediatric ALL and AML is fluctuating in clinical practice, mainly depending on risk
stratification and specific subgroups. Published studies suggest no differences in safety profile
between paediatric patients and adults.

5.2 Pharmacokinetic properties

Absorption
Daunorubicin is not absorbed by the gastrointestinal tract. Since the drug is extremely irritating to tissues,

it has to be administered intravenously: under these conditions, absorption is expected to be complete (i.e.,
if no extravasation occurs).

Distribution

Daunorubicin is widely distributed throughout the body tissues, with the highest levels in spleen, kidneys,
lungs and heart. The drug enters the cells and binds to cell components, particularly nucleic acids. There is
no evidence that daunorubicin can cross the blood-brain barrier, but the drug apparently crosses the
placenta.

Biotransformation

The drug undergoes rapid and extensive metabolism in the liver and other tissues, mainly by cytoplasmic
aldo-keto reductases. One hour after drug administration, the predominant plasma species is the active
metabolite daunorubicinol (13-OH daunorubicin). Further metabolism via reduction cleavage of the
glycosidic bond produces aglycones, which have little or no antiproliferative activity and are
demethylated and conjugated via sulfatation and glucuronidation by microsomal enzymes.

Elimination

Following rapid intravenous administration, total plasma concentrations of daunorubicin and its
metabolites decline in a triphasic fashion, while plasma concentrations of unchanged daunorubicin decline
in a biphasic fashion. The half-life averages 45 minutes in the initial phase and 18.5 hours in the terminal
phase. The half-life of daunorubicinol exceeds 24 hours. Daunorubicin and its metabolites are excreted in
urine and bile (approximately 40% of the dose administered). Urinary excretion of the drug and its
metabolites is reported to be 14 to 23% of the administered dose, with most urinary excretion occurring
within 3 days. After the first 24 hours, the drug is excreted in urine mainly as daunorubicinol.

5.3 Preclinical safety data

The LDs, of daunorubicin is 17.3-20.0 and 13.0-15.0 in mice and rats, respectively, and about 5.0 mg/kg
for dogs. The main target organs after a single dose are the hemolymphopoietic system and, especially in
dogs, the gastrointestinal tract.

The toxic effects after repeated administrations have been investigated in rabbits, dogs and monkeys. The
main target organs of daunorubicin in these animal species were the hemolymphopoietic system,
gastrointestinal tract, kidney, liver and reproductive organs. Subacute and cardiotoxicity studies indicate
that daunorubicin is cardiotoxic in all the laboratory animals tested.

Daunorubicin is oenoto‘uc in most ot the in vitro and m vivo tests pertormed toxic to the reproduclwe

admmlslranon of daunorubicin in amma]s during the peri- and postnatal perlods and lt is
whcthcr the compound is extretcd in breast milk. Daunorubicin, llke other anthracvchnes ap
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Vial containing powder:
Mannitol

Solvent ampoule:
Sodium chloride
Water for injection

6.2 Incompatibilities

Daunorubicin has been reported to be incompatible with heparin sodium, which might cause the drug
to precipitate in the solution, and with aluminum. Incompatibility has also been reported when a
daunorubicin hydrochloride solution is mixed with a solution of dexamethasone sodium phosphate,
aztreonam, allopurinol sodium, fludarabine, piperacillin/tazobactam and aminophylline. Daunorubicin
can be used in combination with other antitumor agents, but it is not recommended that it be mixed
with other drugs in the same syringe.

6.3 Shelf life
3 years.
6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

From a microbiological point of view, unless the method of opening/reconstitution/dilution precludes
the risk of microbiological contamination, the product should be used immediately.

If not used immediately, in-use storage times and conditions are the responsibility of the user.

On the basis of the results obtained and the parameters tested, the results of stability testing on
reconstituted solution with 0.9% Sodium Chloride Injection, show that chemical and physical in-use
stability has been demonstrated for 72 hours in a refrigerator at both 2°-8°C.

To reduce the risk of microbiological contamination it is recommended to be used immediately after
reconstitution or opening of the vial. If not used immediately, in-use storage times and conditions are
the responsibility of the user.

On the basis of the results obtained and the parameters tested, the results of stability testing on
reconstituted solution with 0.9% Sodium Chloride, show that chemical and physical in-use stability
has been demonstrated for 72 hours in a refrigerator at both 2°-8°C.

6.5 Nature and contents of container

Packaged in colourless glass vial Type I. with chlorobutyl rubber stopper aluminum-capsulated and
1 ampoule containing 10 ml solvent.

6.6 Special precautions for disposal and other handling

Preparation of the solution - Daunorubicin hydrochloride powder for injection should be reconstituted by
adding 10 mL of sodium chloride 9 mg/ml (0.9 %) solution for injection. Preparation of the solutions for
injection should take place on special safety benches. The vial content is under negative pressure.
minimize aerosol formation during reconstitution; particular care is needed when the nee;i:%-m'

T

inhalation of any aerosol produced during reconstitution must be avoided. The vial shg bd?,b“éagaql};tfsz 8,

shaken until the drug is completely dissolved. The resultant solution contains 2 mg of dgendrubicin per*

milliliter. The reconstituted solution is stable is stable for 72 hours in a refrigerator at bb;li‘2°-8°(hﬁﬁ1e

drug should be used within 24 hours of first penetration of the rubber stopper. Disré.‘ard_ anpKias:HT 1B
\.® '
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solution. If it is reconstituted as indicated above. the final concentration of the reconstituted solution is 2
mg/mL.

Intravenous administration — The required dose of the reconstituted solution is extracted by inserting it
into a syringe containing 10 of sodium chloride 9 mg/ml and slowly injected into the tubing of a freely
flowing intravenous infusion of 0.9% sodium chloride or 5% dextrose to minimize the risk of drug
extravasation and make sure that the vein is flushed after the administration of the drug. The final
concentration of the diluted solution depends on the dose.

Protective measures — The following protective recommendations are given due to the toxic nature of the
compound:

- Personnel should be trained in good technique for reconstitution and handling of chemotherapy and
antineoplastic agents.

— Pregnant staff should be excluded from working with this drug.

- Personnel handling daunorubicin should wear protective clothing: goggles, gowns and disposable
gloves and masks.

- A designated area should be defined for reconstitution (preferably under a laminar flow system). The
work surface should be protected by disposable, plastic-backed, absorbent paper.

- All items used for reconstitution, administration or cleaning, including gloves, should be placed in
high-risk waste-disposal bags for cytotoxic agents to be destroyed at high-temperature incineration.

- Spillage or leakage should be treated with diluted sodium hypochlorite (1% available chiorine)
solution, preferably by soaking, and then with water.

- All cleaning materials should be disposed of as indicated previously.

- Accidental contact with the skin or eyes should be treated immediately by copious lavage with water,
or soap and water, or sodium bicarbonate solution; medical attention should be sought.

- Always wash hands after removing gloves.

Spill procedure: The personnel involved in the preparation, transport or administration of cytotoxic
products must be warned and fully trained in the procedure of handling spills. Consequently, it is
imperative to have an adequate and validated protocol for managing spills in any place where
cytotoxic drugs are handled. The recommended treatment should completely degrade the drug without
releasing toxic products. The utensils used for the dilution or the material in contact with the drug
should be introduced in a polyethylene bag and incinerated at 1100°C.

Disposal of the unused medicinal product and all the materials that have been in contact with it should
be guided by local cytotoxic agent’s regulations.

7. MARKETING AUTHORISATION HOLDER
Pfizer, S.L.

Avda. de Europa 20 B

Parque Empresarial La Moraleja

28108 Alcobendas (Madrid).

Spain

8. MARKETING AUTHORISATION NUMBER
46.427

9, DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 27 November 1968
Date of latest renewal: 30 November 2008.

10. DATE OF REVISION OF THE TEXT e —
Marzo 2016

. Detailed and updated information on this medicine is available on the Agencia Espariola de /@ . j“}
Medicamentos v Productos Sanitarios (AEMPS) Web site: http:/www.aemps.gob.es/ :fcq i 4 %%3
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Daunoblastina 20 mg polvo y disolvente para solucién inyectable
~ Hidrocloruro de daunorubicina
PROSPECTO: INFORMACION PARA EL USUARIO
Lea todo el prospecto detenidamente antes de empezar a usar este medicamento, porque
contiene informaciéon importante para usted.
- Conserve este prospecto, ya que puede tener que volver a leerlo.
- Si tiene alguna duda, consulte a su médico o farmacéutico.
- Este medicamento se le ha recetado solamente a usted, y no debe darselo a otras personas
aunque tengan los mismos sintomas que usted, ya que puede perjudicarles.
- Si experimenta efectos adversos, consulte a su médico o farmacéutico. incluso si se trata

de efectos adversos que no aparecen en este prospecto. Ver seccion 4.

Contenido del prospecto

1 Qué es Daunoblastina y para qué se utiliza

2 Qué necesita saber antes de empezar a usar Daunoblastina

3i Cémo usar Daunoblastina

4. Posibles efectos adversos

5 Conservacion de Daunoblastina

6 Contenido del envase e informacion adicional

1. Qué es Daunoblastina y para qué se utiliza

Daunoblastina es un antibidtico anticanceroso que pertenece al grupo de las antraciclinas y se
utiliza para el tratamiento de diferentes tipos de canceres. Este medicamento se administra por
via intravenosa. Daunoblastina actia inhibiendo el ciclo celular, impidiendo la proliferacion
de células cancerigenas.

Adultos:

Daunoblastina puede utilizarse sola o en combinacion con otros medicamentos, para el
tratamiento de leucemias (cancer de la médula 6sea) como la leucemia mieloide aguda y la
leucemia linfoide aguda.

Daunoblastina Ginicamente le serd recetado por un médico con experiencia en medicamentos
para el tratamiento del cdncer.

Nifios:

Daunoblastina en combinacién con otros medicamentos puede usarse en nifios con leucemias
(cancer en la sangre) como son la leucemia linfoide aguda y la leucemia micloide aguda.

Si tiene alguna duda sobre cémo funciona Daunoblastina o por qué este medicamento le ha
sido recetado, consulte a su médico.

2. Qué necesita saber antes de empezar a usar Daunoblastina

No use Daunoblastina:

- Si es alérgico al hidrocloruro de daunorubicina o a cualquiera de los demas
componentes de este medicamento (incluidos en la seccion 6), o a otros agentes
anticancerosos del mismo grupo.

- Si padece una alteracién persistente de su sistema inmunolégico (alterada la capacidad
de combuatir infecciones o enfermedades).

- Si tiene una infeccion grave.

- Sitiene o ha tenido problemas graves de higado o rifion.

- Si tiene problemas cardiacos graves (insuficiencia cardiaca, arritmias) o ha sufrido un
infarto recientemente.

- Si ha recibido tratamiento con dosis altas de daunorubicina u otros medicamentos del
mismo grupo.

- Si estda embarazada o sospecha que pudiera estarlo.

- Si estd amamantando a su hijo.

Advertencias y precauciones
Consulte a su médico o farmacéutico antes de empezar a usar Daunoblastina.
- Sitiene una infeccion no controlada producida por un virus.
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- Si ha recibido, esta recibiendo o va a recibir radioterapia, ya que tiene mayor riesgo de
reacciones locales. Ademas, si ha recibido radioterapia en zonas proximas al corazon,
pueden aumentar los efectos toxicos del medicamento sobre el corazon.

- Si ha recibido tratamiento previo con algun medicamento para tratar el cancer y tiene
pequefias tlceras en la boca (estomatitis), presenta disminucién de un tipo de globulos
blancos (neutropenia), disminucién de plaquetas (trombocitopenia) o infecciones
generalizadas.

- Si durante el tratamiento presenta una alteracion grave de la médula dsea acompanada
de disminucion de los glébulos blancos (leucopenia, neutropenia) y disminucion de
plaquetas (trombocitopenia).

- Si durante tratamiento presenta anemia.

- Si tiene o ha tenido problemas de corazén. Los pacientes de edad avanzada y los nifios
son mas sensibles a los efectos perjudiciales de este medicamento sobre el corazon.

- Si ha recibido tratamiento con otras antraciclinas o antracenodionas.

- Si esta en tratamiento con otros medicamentos capaces de suprimir la contraccion del
corazon o con medicamentos que sean perjudiciales para el corazon.

- Sitiene o ha tenido problemas de higado.

- Sitiene o ha tenido problemas de rifion.

- Si durante el tratamiento aumentan los niveles de dcido trico en sangre. Debido a que
Daunoblastina puede producir un aumento de los niveles de acido trico en sangre, su
médico puede llevar a cabo algunas medidas que reduzcan al minimo las posibles
complicaciones.

- Si tiene que ser vacunado mientras esta en tratamiento con este medicamento, ya que
no se deben administrar vacunas de virus vivos o atenuados y ademds la respuesta a
las vacunas muertas o inactivadas puede verse disminuida.

- Si tiene nauseas y vomitos. Debido a que Daunoblastina puede producir nauseas y
vomitos, su médico le puede administrar antes del tratamiento algin medicamento
para prevenirlos y/o para reducir su incidencia e intensidad.

- Si est4d en tratamiento o ha estado en tratamiento con Daunoblastina. debe utilizar
métodos contraceptivos eficaces.

Si se encuentra en cualquiera de los casos descritos anteriormente, consulte con su médico
antes de empezar a usar Daunoblastina. Su médico le controlara regularmente su estado para
comprobar si Daunoblastina esta teniendo el efecto esperado.

Daunoblastina puede producir la caida completa del cabello (alopecia) incluyendo el pelo de
la barba, el vello axilar y pibico. Este efecto adverso generalmente es reversible, volviendo a
crecer pelo a los dos o tres meses de la finalizacién del tratamiento.

Antes de iniciar el tratamiento y mientras esté en tratamiento con Daunoblastina, su médico le
puede realizar andlisis de sangre de forma periodica y andlisis del funcionamiento del
corazon, del higado y/o del rifion.

Uso de Daunoblastina con otros medicamentos

Informe a su médico o farmacéutico si estd utilizando, ha utilizado recientemente o podria
tener que utilizar cualquier otro medicamento. Es posible que puedan aumentar los efectos
adversos o modificar la accién de otros medicamentos como por ejemplo los que se utilizan
para el tratamiento del cdncer, alteraciones del corazon, aquellos que pueden afectar a la
médula 6sea y a la funcion del higado, los medicamentos que alteran la eliminacion del acido
arico y los antiagregantes plaquetarios. No se deben administrar determinados tipos de
vacunas durante el tratamiento con Daunoblastina.

Embarazo, lactancia y fertilidad

Si estd embarazada o en periodo de lactancia, cree que podria estar embarazada o _ti
intencion de quedarse embarazada, consulte a su médico o farmacéutico antes de utiliz:
medicamento. i/
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Su médico le informard de los riesgos potenciales de utilizar Daunoblastina durante el

embarazo.

Se deben tomar medidas anticonceptivas eficaces para evitar el embarazo durante el

tratamiento con Daunoblastina y después de finalizarlo. Esta norma es aplicable a los

pacientes de ambos sexos. Si los pacientes desean tener hijos después de finalizar el
tratamiento, se recomienda el consejo genético.

Si estd amamantando a su hijo, informe a su médico. No debe utilizar Daunoblastina si esta

dando el pecho a su hijo.

Conduccion y uso de maquinas

Daunoblastina puede causar nduseas y vomitos lo que en algunos casos puede alterar la

capacidad para conducir o manejar maquinas.

Daunoblastina contiene sodio

Los pacientes con dietas pobres en sodio deben tener en cuenta que este medicamento

contiene 3,54 mg (0,154 mmol) de sodio por ml de solucion reconstituida.

3. Coémo usar Daunoblastina

Su médico establecera la dosis y duracién del tratamiento mas adecuada, de acuerdo a su

estado y a la respuesta al tratamiento.

Su médico le indicara el nimero de ciclos de tratamiento que usted necesita.

Si recibe mas Daunoblastina de la que debiera

Aunque no es probable, si usted recibiera mas Daunoblastina de la que debiera, podrian

aparecer efectos adversos del medicamento.

4. Posibles efectos adversos

Al igual que todos los medicamentos, este medicamento puede producir efectos adversos,

aunque no todas las personas los sufran.

Los efectos adversos muy frecuentes (pueden afectar a mas de | de cada 10 pacientes)

incluyen:

e [nfecciones, infeccion generalizada (sepsis/septicemia).

e Alteracion del funcionamiento normal de la médula dsea, disminucion del nimero de
glébulos rojos (anemia), disminucion del nimero de globulos blancos (neutropenia y
leucopenia), disminucién del nimero de plaquetas (trombocitopenia), disminucion del
namero de granulocitos (granulocitopenia).

e Alteracion de la musculatura del corazén (cardiomiopatia) que puede manifestarse por:
respiracion dificil (disnea), coloracién azulada de la piel (cianosis), acumulacion de
liquido en los tobillos, los pies y las piernas (edema periférico). aumento del tamaiio del
higado (hepatomegalia), acumulacion de liquido en el abdomen (ascitis), acumulacién de
liquido en la cavidad pleural (derrame pleural), pérdida de la capacidad del corazon para
bombear sangre (insuficiencia cardiaca congestiva).

¢ Hemorragias.

e Diarrea, inflamacion del esofago (esofagitis), inflamacion de la mucosa de la boca
(mucositis/estomatitis), nauseas/vomitos.

e Caida del cabello (alopecia), enrojecimiento de la piel (eritema), erupcion en la piel.

e Fiebre.

* Dolor.

e Elevaciones de algunas sustancias en sangre como la bilirrubina, aspartato
aminotransferasa y fosfatasa alcalina.

Los efectos adversos frecuentes (pueden afectar hasta | de cada 10 pacientes) incluyen:

e Dolor en el abdomen, inflamacion de la vena en la que se realiza la administracion del
medicamento (flebitis en el lugar de la perfusion), alteraciones en el electrocardiogra

Los efectos adversos poco frecuentes (pueden afectar hasta 1 de cada 100

incluyen: - 7

* [Leucemia mieloide aguda, infarto de miocardio.

12/




Los efectos adversos de frecuencia no conocida (no pueden estimarse a partir de los datos

disponibles) incluyen:

e Shock producido por una infeccion grave (shock séptico).

¢ Sindrome mielodisplésico.

e Reaccion alérgica grave (anafilaxia), reacciones de tipo alérgico.

e Deshidratacion, aumento importante del dcido trico en sangre (hiperuricemia aguda).

e Inflamacién y engrosamiento del tejido del corazon (fibrosis endomiocardica). dolor en el
pecho que se sufre cuando el aporte de sangre al corazén es insuficiente (angina de
pecho), inflamacion de la membrana que recubre el corazon (pericarditis), inflamacion del
musculo del corazén (miocarditis), irregularidad del ritmo cardiaco (taquiarritmias
supraventriculares).

e Enrojecimiento de la cara (rubor), shock, presencia de codgulos en las venas
(tromboflebitis), engrosamiento de las paredes de las venas (fleboesclerosis).

e Disminucion del aporte de oxigeno a los tejidos (hipoxia).

o Colitis.

e Hepatitis, fallo en el higado.

e Inflamacién de la piel causada por el contacto directo con una sustancia (dermatitis de
contacto), aumento de la sensibilidad de la zona de la piel irradiada, picor, aumento de la
pigmentacion de la piel y las uiias, urticaria.

e Color rojo en la orina durante 1 6 2 dias después de la administracion.

e Ausencia de menstruacion (amenorrea), ausencia de espermatozoides en el semen
(azoospermia).

e Escalofrios. muerte, fiebre muy alta, salida del medicamento de la vena en la que esta
siendo administrado pudiéndose producir sintomas como: dolor local inmediato/sensacion
de ardor, inflamacion grave de las células en la zona de administracion (celulitis), lceras
dolorosas en la piel y muerte del tejido (necrosis tisular).

Comunicacion de efectos adversos

Si experimenta cualquier tipo de efecto adverso, consulte a su médico, farmacéutico o

enfermero, incluso si se trata de posibles efectos adversos que no aparecen en este prospecto.

También puede comunicarlos directamente a través del Sistema Espafiol de

Farmacovigilancia de Medicamentos de Uso Humano: https://www.notificaram.es. Mediante

la comunicacion de efectos adversos usted puede contribuir a proporcionar mds informacion

sobre la seguridad de este medicamento.

5. Conservacion de Daunoblastina

Mantener este medicamento fuera de la vista y del alcance de los nifios.

Este medicamento no requiere condiciones especiales de conservacion.

No utilice este medicamento después de la fecha de caducidad que aparece en el envase

exterior y la etiqueta después de CAD. La fecha de caducidad es el ultimo dia del mes que se

indica.

No utilice este medicamento si observa que esta dafiado o abierto.

Se recomienda utilizar inmediatamente tras la reconstitucion o apertura del vial. Si no se usa

inmediatamente, los tiempos y condiciones de conservacion son responsabilidad del usuario.

El tiempo de conservacion de la solucion reconstituida no debe superar las 72 horas en nevera

(entre 2°C-8°C).

La eliminacion del medicamento no utilizado y de todos los materiales derivados de su uso se

realizara de acuerdo con la normativa local para agentes citotoxicos.

6. Contenido del envase e informacion adicional

Composicion de Daunoblastina

- El principio activo es hidrocloruro de daunorubicina.

- Los demas componentes son:

o Vial con polvo: manitol.
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o Ampolla de disolvente de 10 ml de cloruro de sodio al 0,9% (9 mg/ml): agua para
preparaciones inyectables y cloruro de sodio.
Aspecto del producto y contenido del envase
El vial contiene el principio activo liofilizado que es un polvo de color rojo-naranja. La
ampolla contiene 10 ml de disolvente (solucion de cloruro de sodio al 0.9 %).
Titular de la autorizacion de comercializacion
Pfizer, S.L.
Avda. de Europa, 20 B
Parque Empresarial La Moraleja
28108 Alcobendas (Madrid)
Espana
Responsable de la fabricacion
Actavis Italy S.p.A.
Viale Pasteur 10. Nerviano. 20014, Milan
Italia
Fecha de la dltima revision de este prospecto: Marzo 2016
La informacién detallada y actualizada de este medicamento estd disponible en la pagina web
de la Agencia Espafiola de Medicamentos y Productos Sanitarios (AEMPS)
http://www.aemps.gob.es/
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