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KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Vyxeos liposomal 44 mg/100 mg npax 3a KOHLEHTPAT 32 HHPY3UOHEH PA3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ¢makoH ¢ mpax 3a KOHIIEHTPAT 332 HHPY3HOHEH Pa3TBOp Chabpxa 44 mg nayHOpyOUITHH
(daunorubicin) u 100 mg nurapaduH (cytarabine).

Cren pekoOHCTUTYyHpaHe Pa3TBOPBT ChAbpiKa 2,2 mg/ml gayHopyOunma u 5 mg/ml untapadbuH,
BKJTFOUCHHM B JINTTO30MH, B KOMOMHANHS ¢ PUKCHPAHU T031 B MOJIApHO choTHomeHue 1:5.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax 3a KOHLEHTpAT 32 UH(Y3UOHEH Pa3TBOP

JIunasa, nuoduiusupana KOMIAKTHA Maca

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHUYHU MOKA3ZAHUS

Vyxeos liposomal e oka3aH 3a JieueHUue Ha Bb3PAaCTHH C HOBOJUArHOCTUIIMPAHA, CBbP3aHa C JeUCHUE
octpa muenonHa JeBkeMus (t-AML) nimm AML ¢ npoMeHH, CBbP3aHA ¢ MHEIIOUCTIIA3US
(AML-MRC).

4.2  Jlo3MpOBKA M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ Vyxeos liposomal Tps6Ba na ce 3amouHe 1 NpoBeXkaa oA HaOIr0IeHUETO Ha JieKap ¢
OIUT B ynoTpedaTa Ha XUMUOTEPAIIEBTUYHH JIEKAPCTBEHH MTPOAYKTH.

JosupoBkata Ha Vyxeos liposomal e pazniyHa oT Ta3u Ha WHXXEKIIMOHHUTE (OPMHU HA JayHOPYOUIIMH
¥ uTapaOuH U He TPpsOBa Ja ce 3aMeHsl C JPYTH JICKApCTBEHHU MPOYKTH, ChABbPIKAIIH IayHOPYOULIMH
w/unu urapabuH (BXK. Touka 4.4).

ﬂOBI/I[zOBKa

Hozupaneto Ha Vyxeos liposomal ce ocHOBaBa Ha TelleCHaTa MOBLPXHOCT Ha mairenTa (BSA)
CBIJIACHO CIIeJHATA CXeMa:



Tadoauua 1: JIo3a u cxema Ha npuJiarate Ha Vyxeos liposomal

Jleuenue Cxema Ha mpuJjaraHe
I[IbpBa uHAYKIMS naynopyounus 44 mg/m? u murapabun 100 mg/m? B gaure 1, 3u 5
Bropa unnykuus naynopyoumua 44 mg/m? u nurapa6un 100 mg/m? s gaure 1 u 3
KoHcoaumauus nayHopyounun 29 mg/m? u murapabun 65 mg/m? B gaure 1 u 3

IIpenopvuumenna cxema Ha npunazane 3a UHOYYUPAHE HA PEMUCUS

I[IpenopbunTenHaTa cxeMa Ha npuiarane Ha Vyxeos liposomal e 44 mg/100 mg/m?, mpusioxeHu
WHTPABEHO3HO B MpObbKeHne Ha 90 MUHYTH:

o B aaute 1, 3 1 5 KaTro mepBU Kypc Ha MHIYKIIMOHHA TepaIvs;

o B aaute 1 1 3 kato crnenBany Kypc Ha WHAYKIIMOHHA TePaIus, aKo € He0OXO0TUMO.

Crnenpam MHAYKIMOHEH KypC MOXE J1a ¢€ MPWIOXKHU MPU NAllUEHTH, KOUTO HE MOKAa3BaT MIPOrpecHs Ha
3a00JIIBaHETO WJIM HEMIPUEMITHBA TOKCUYHOCT. 3a TIOCTUTaHE Ha HOpMaJleH BHJ] Ha KOCTHHSI MO3bK
MOJKE J1a € HEOOXOIUM TIOBEYE OT €IUH MHIAYKIIMOHEeH Kypc. OIleHKaTa Ha KOCTHUS MO3BK CJIe]T
BBH3CTAHOBSIBAHE OT MPEIXOAHMSI KYPC Ha MHIYKIIMOHHA TePaUs ONPEeIis Aald € He0OXOquM
JOTTBTHUTENICH WHAYKIIMOHEH Kypc. Jledennero TpsiOBa ga MpOABIDKH JOKATO MAMEHTHT IPOAbIKaBa
Jla IMa TI0J13a OT HETO HITH JI0 TPOTpecHs Ha 3a00IIIBaHETO, 10 MAKCUMYM 2 WHAYKIIMOHHU Kypca.

Ipenopvuumenna cxema Ha npuiazamne e 3a KOHCOAUOAUUsl
[IBpBHAT KB HA KOHCONMAANNS TPSIOBa Aa ce mpwiara 5 1o 8 cenMuIy ciex Ha4aaoTo Ha
MOCJIeTHATA UHAYKITHSL.

[IpenopbuuTeIHaTa CXeMa Ha IIpuiIokeHne Ha Vyxeos liposomal e 29 mg/65 mg/m?, npunosxenn
WHTPABEHO3HO B MpoabbkeHne Ha 90 MUHYTH:
o B 1HHUTE 1 1 3 KaTo clieBaIy KypcoBe Ha KOHCOJIHIAMOHHA TEPaIHs, ako € HEe0OXOIMMO.

KoHconmaanuonHa Tepanus ce npenopb4sa MpH MaUeHTH, TOCTUTHAIA PEMUCHS, TIPH KOUTO €
HAaCTBIMJIO Bb3CTaHOBABaHE 0 abcomoTeH Opoit Ha HeyTpodunute (ANC) >500/pl u 6posit Ha
TPOMOOLIUTHUTE ce € Bb3cTaHoBwI 10 Hax 50 000/pul mpu 0TCHCTBUE HA HEMPUEMIIMBA TOKCHYHOCT.
CrenBain Kypc Ha KOHCOJIMIAINS MOXe Ja Ce IMIPUII0KU IPH MAUEHTH, KOUTO HE IOKa3BaT IIporpecus
Ha 3a00JIIBAaHETO WIIM HENPHEMJIMBA TOKCUYHOCT B MHTEpBaIa OT 5 10 8 ceAMuUIM ciie] Ha4yaJloTo Ha
mbpBaTa KoHconuaanus. JleueHueto TpsiOBa Jia MPOABIKY JIOKATO MAIIMEHTHT MPOABIDKABA J1a HMa
M0J132 OT HETO WJIH 0 MPOTrpecHs Ha 3a00JSIBAHETO, 10 MAKCUMYM 2 Kypca Ha KOHCOJIHIAITHSL.

Ilpenopvuumentu Kopekyuyu Ha 003amd no epeme Ha JeYeHUemo
[Narmenture TpsOBa 1a ObAAT HAOJIOJABAHH 32 XEMATOJIOTHYCH OTTOBOP M MPOSBU Ha TOKCUYHOCT.

[Ipu HE0OX0IUMOCT MPUIIOKEHHUETO TPSIOBa Ja Ce OTIIOKH WIIM OKOHYATEITHO Ja Ce CIpe, KAKTO €
OTIMCAHO T0-I0JTY.

Ha nanuentuTe Moxe 1a Ob/ie IPOBEICHA IPEeMEAUKAIINS 32 MPO(UIaKTHKA Ha TaJicHEe U MOBPBINAHE.
TpsibBa 1a ce OOMUCIIU MPOBEKIAHE HA AHTUXHUIIEPYPUKEMHUYHA Tepanusl (HaIp. ajoyPHHOI) IPEIH
3aroyYBaHe Ha JiedeHue ¢ Vyxeos liposomal.

Cepvxuyscmeumentocm

IIpu 7exu cMMIITOMH Ha CBPBXYYBCTBUTEIHOCT (HATp. JIEKO 3a4epBsBaHE, 0OPUB, CHPOEK),
JIeYeHUEeTO TPsAOBa Aa ObAe CIPSHO U MALMEHTHT TPsiOBa 1a Obae HaON0AaBaH, BKIFOYUTEIHO
HaOJroieHNe Ha KHU3HEHUTE Nokaszatenu. JleuenuneTo TpsiOBa 1a ce Bb300HOBU 0aBHO, Cie[



OTIIYMSIBaHE Ha CUMIITOMHUTE, KATO CE HaMaJIH HAIOJIOBUHA CKOPOCTTa Ha MH(DY3USITa, U TPSAOBA 1a ce
npuiiara HHTpaBeHo3Ho anpenaxuapamud (20-25 mg) u mexcamerason (10 mg).

[Tpu cuMnTOMHU HA yMepeHa CBPBXUYBCTBUTEIHOCT (HANP. YMEPEHO H3pa3eH 0OpHB, 3aUepBsIBaHe,
JIeKa TUCITHES, TUCKOM(OPT B THPAUTE) JICUCHUETO TPsOBa 1a Obe crpssHo. TpsoBa ga ce MpHIoKu
UHTpaBeHO3HO audenxuapamut (20-25 mg uim ekBUBaJIeHT) U AekcameTas3oH (10 mg). Mudy3usra He
TpsiOBa J1a ce Bb300HOBsBa. [Ipy moBTOpHO NeueHne Ha mauueHTa, Vyxeos liposomal TpsioBa na ce
npuiara mpy ChIIara J1o3a U CKOpocT Ha HHPY3HS U C TIPEMETUKAIIHS.

[Tpu cuMNITOMH Ha TEXKKa/>KHBOTO3aCTpallaBalla CBPbXIyBCTBUTEIHOCT (HAIP. XUIIOTOHUS,
M3MCKBAIlla Ba30IIPecOopHa Tepamusi, aHrHoeIeM, PECIMPATOPEH TUCTPEC, M3UCKBAIL TEPaIHs C
OpoHXOAMIATaTOPH, TeHEpATM3UpaHa YPTUKAPHS ), JISUeHHETO TPsOBa na Ove cupsHo. TpsadBa ma ce
MPUJIOKH UHTPaBeHO3HO audenxuapamud (20-25 mg) u gexcameraszoH (10 mg) u ako e mokasaHo, 1a
ce nobaBu enrHepUH (aApEHATIMH) WK OpoHXOoAMIaTaTOpy. Jla He ce 3amo4yBa OTHOBO HH(Y3HITA U
Jla He W3BBPIIBA MOBTOPHO JieueHne. Jleuennero ¢ Vyxeos liposomal TpsiOBa ma ce mpekpartu
oxonuatenHo. [larmentuTe TpsdBa na ce HabMrOAAaBAT A0 OT3BY4YaBaHE HA CHMIITOMHTE (BIXK.

touku 4.4 u 4.8).

Kapouomokcuunocm

[IpenopbuBa ce olieHKa Ha ChpacyHaTa (GYHKIHS IPEeIH 3all04YBaHe Ha JICYCHHETO, 0COOCHO MPH
MAIUSHTH C BUCOK PUCK OT ChpJCYHA TOKCHUHOCT. JIedenueto ¢ Vyxeos liposomal TpsiOBa na ce
MPEKPaTH MPU MAIMESHTH, KOUTO PA3BUBAT MPHU3HALM WM CUMIITOMU Ha KapIUOMHUOIIATHS, OCBCH aKO
NOJI3UTE HE HAJIBUINIABAT PUCKOBETE (BXK. TOUKA 4.4).

[Iponycuama 0o3za

AKo ce mporrycHe IIaHrpana fo03a Vyxeos liposomal, Ts TpsaOBa 1a ce mpuitoXu Bb3MOKHO
Half-CKOpO U cXxeMaTa Ha MpujiaraHe Ja ce KOpUrupa CbOTBETHO, KaToO c€ TOAIbp)Ka HHTEPBATBT Ha
npuIaraHe.

CneuuaﬂHu nonyaauuu

bvopeuno yepescoane

He ce nanara kopurupaHe Ha Jj03ata IpH MalHeHTH ¢ Jeko (kpeatnHuHOB kiaupbHC [CrCL] 60 ml/min
10 89 ml/min Bb3 ocHoBa Ha (opmynata Ha Cockcroft Gault [C-G]), ymepero (CrCL 30 ml/min

10 59 ml/min) mu texko (CrCL <30 ml/min) 6s0peuno yBpexnane. Hama onut ¢ Vyxeos liposomal
[PH MAIMEHTH ¢ TEPMUHAJICH CTaIuii Ha ObOpedHa OosecT, JeKyBaHa ¢ auanu3a (BkK. Touka 5.2).

Yeproopobno yspedcoane

He ce nanara kopuripaHe Ha Jj03ata MpH MalMEHTH ¢ HUBO HA OMITMPYOWHA, TIO-MaJKO WJIA PaBHO

Ha 50 umol/l. Hsama omut ¢ Vyxeos liposomal npu nanueHTH ¢ 4epHoipoOHO YBPEKAAHE, KOETO BOAH
JI0 HUBO Ha OminpyOuHa, o-royissMo ot 50 umol/l. Vyxeos liposomal TpsiOBa 1a ce u3mosizea mpu
MAIMEHTH C TeKKO YEPHOIPOOHO YBPEXKIAHE CAMO aKO MOJI3UTE HA/IBUIIIABAT PUCKOBETE (BXK.

Touka 4.4).

Tonynayus 6 cmapuecka 6v3pacm
He ce nanara kopurupatne Ha Jo3ata pH NAlMEHTH B cTapyecka Bb3pacT (= 65 rogunn) (Bx.
ToYKa 5.2).

Teouampuuna nonyrayus
IIpoBenenu ca npoyuBanus ¢ Vyxeos liposomal 3a riokasaHus, pa3jii4HU OT Pa3pelICHUTE, IPU
MeAMATPUYHU M MJIaJId Bb3PACTHHU MalMEHTH Ha Bb3pacT 1 — 21 rogunu ¢ peuuausupaiia AML.



ITopanu orpanmdeHus pa3Mep Ha TE3W MPOYUBAHHS HE € Bb3MOXHO JIa C€ HAlpaBH 3aKII0YCHUE, Ue
MOJI3UTE OT YIIOTpedaTa HaJBUIIIABAT PHCKOBETE.

Vyxeos liposomal e npoyueH ChI1I0 MpU MEAUATPUIHU U MM Bb3PACTHH MAMEHTH (< 22 TOANHH) C
de novo AML, 1o Ge3omacHOCTTa U €)UKACHOCTTA HE Ca YCTAHOBCHH.

HanuunuTe nmoHacTosIeM JaHHU ca OMKMCAaHU B TOYKH 5.1 1 5.2, HO MperopbhKY 3a JT03UPOBKaTa HE
Morar 1a ObpJaTr JagcHH.

Hauwun Ha npuioxeHue
Vyxeos liposomal e camo 3a uHTpaBeHO3Ha yroTpeda. He TpsiOBa ja ce mpuiara HHTPaMycCKYJIHO,
HUHTPATEKATHO WK MTOJKOXKHO.

Vyxeos liposomal ce npunara upe3 uHTpaBeHo3Ha UHPY3us B mpoabmkenne Ha 90 MuHyTH. 3a
IPEIOTBpATsIBaHE Ha PUCKA OT ThKaHHA HEKPO3a € He00XO0ANMO Ja ce MOIX0Ka C BHUIMAaHHUE, 3a Ja e
rapaHTypa, 4ye HAMa J1a HACThIIM €KCTPaBa3arlisl.

3a yka3zaHHs OTHOCHO PEKOHCTUTYHPAHETO U Pa3pekIaHeTO Ha JISKApCTBEHHS IPOAYKT MPeTn
MIPHUIIO’KEHUE BIDKTE TOUKa 6.0.

4.3 IIpoTruBomoKa3aHus

AHaMHe3a 3a Cepruo3Ha CBPhXYYBCTBUTEIIHOCT KbM aKTUBHUTE BEIICCTBA UIIH KbM HIKOE OT
MOMOIIHUTE BEIEeCTBa, M30poeHu B Touka 6.1.

4.4 CneuuaJHu npeaynpe:kieHus ¥ NpeanasHu MepKH NpH ynorpeda

JIpyru IpOAYKTH, CHABPKAIM JAYHOPYOULIMH W/WIHA MTapaOuy

Vyxeos liposomal He TpsOBa 1a ce 3aMecTBa WM 3aMEHA C APYTH MPOTYKTH, ChIbPIKAIIN
JayHOpYyOUIIMH 1/viu riutapabuH. [Topaay 3HAYUTETHU Pa3IUKU BbB (PapMaKOKUHETHYHHUTE
napamMeTpH MpenopbKUTE 3a J03aTa U cXemara Ha Npuiioxkenne Ha Vyxeos liposomal ca paznuuau ot
TE3M 3a MH)KEKIIMOHHATa (opMa Ha JayHOPYOUIIMH XUIPOXJIOPH, MHXKEKIIMOHHATA (hopMa Ha
nuTapaOuH, JIMIIO30MHATa MHXKEKIIMOHHA ()opMa Ha JJayHOPYOHIIMH IIMTPAT U JTUII030MHATa
UHKEKIIMOHHA (popMa Ha nutapadbus. [Ipeny nmpuiokeHne HAMMEHOBAHMETO | J103aTa Ha
JIEKapCTBEHUS MIPOIYKT TpsiOBa J1a ObJIaT IPOBEPEHH, 3a Ja ce M30erHatT rpeliky Mpy T03UPAHETO.

Texka Muenocynpecus

Texxka MuenocynpecHst (BKIFOUUTETHO GaTaHid HHOEKIUH U XeMOParndyHu CbOUTHs) ce ChoOIIaBa
IIpY TIALMEHTH clie]l IPUIOKEHUE Ha TepaneBTHYHa J103a Vyxeos liposomal. Cepno3nu unu parainu
XEMOparuyHu ChOUTHS, BKIIFOUMTEIIHO XeMOparuu B eHTpaiHara Heppaa cucrema (LIHC) ¢ neranen
W3XO0J1, CBbP3aHH C TEXKKa TPOMOOILIMTONICHNS, CA HACTHITWIIN TIPH MAIMEeHTH, JIEKYBaHU C VyXeos
liposomal. Tps6Ba ia ce HampaBu OIICHKA HA KPbBHATA KaPTHHA HAa W3XOJIHO HUBO W TAIIUEHTUTE
TpsAOBa a ObAaT BHUMATEITHO MPOCIIEAsIBaHY 110 BpeMe Ha JeueHueTo ¢ Vyxeos liposomal 3a
BBH3MOXXHH KJIMHUYHU YCIIOKHEHUS, IBIDKAIIN ce Ha Muesocynpecus. [lopaan apirus ria3MeH
MOy XHUBOT Ha Vyxeos liposomal BpemeTo 3a Bb3cTaHOBsiBaHE HA ANC U TpOMOOIIUTHTE MOXKeE Ja
0bJe yIBJDKEHO U J1a M3UCKBA JOIBIHUTEIHO HAOMIOACHHE.

[MpodpunakTHuHN aHTHUHPEKITMO3HY (BKIFOUUTEITHO aHTHOAKTEpUATTHH, aHTUBHUPYCHH,
NPOTUBOr'BEOWYHM) CPEACTBA MOTAT Jla ce MpHUJIaraT Mpe3 Mepruojia Ha adCOII0THA HEYTPOIICHHUS J10
BB3cTanoBsiBane Ha ANC o 500/pl v moBeye. AKO Bb3HHUKHAT MHEIOCYIPECHBHHU YCIIOKHEHHS,
TpsiOBa J1a ce M3MOI3BAT TOAXOISIIH ITOTbPKAIIN MEPKH, HAIp. aHTUMH(EKIIMO3HH CPEJICTBA,
KOJIOHHOCTUMYNHpauy ¢haktopu, Tpancdysun. KppBHUTE TIOKa3aTenu TpsiOBa peIoBHO J1a ce
MOHHUTOPHPAT JI0 Bb3CTAHOBSIBAHETO (BXK. TOuKa 4.8).

KapamnoTokcuyHocT
KapnuoTokcuuHOCTTa € U3BECTEH PUCK Ha JICYEHUETO C aHTpauUuKIUHU. [IpenxonHo ieueHue ¢
AHTPAIMKINHY (BKIIOYUTEITHO TAIMEHTH, KOUTO MPEIU TOBA Ca MOIYYIWIN TPETOPHUATEITHUTE




MaKCHMAaJIHA KyMYJIaTHBHH J03H JOKCOPYOHIIMH WIIN AayHOPYOHUITHH XUIPOXIOPH/), TPEAIIECTBAIIO
ChpeYHO 3a00MsBaHe (BKIIOYHTEIHO HAPYIIIEHA ChpJieuHa (PYHKIHS), TPEIX0IHA ThUeTepaIus Ha
MEANACTUHYMa WIH CHITBTCTBAILO NMPUJIOKEHNE Ha KAPAUOTOKCUYHH MPOAYKTH MOKE /1a yBEIUYaT
pHCKa OT AayHOPYOUIIMH-MHAYUpPaHa ChbpACYHA TOKCUIHOCT.

B nBe mpoyuBanus ¢ eqHO pamMo mpH 65 1era ¢ penuanBupaia wim pedpakrepaa AML,
MPEIBAPUTEITHO JICKYBaHU C aHTPALMKIMHY U JICKYBaHU 110 BPpeMe Ha MPOYYBAHUATA C CIUH
WHAYKIAOHEH MUKBI (KB 1) ¢ Vyxeos liposomal, ca HabmogaBaHu ChpaedaHN

HapyIeHHs (BKIIOYUTEITHO CHHYCOBA TaXUKapIus ), yabibkaBaHe Ha QT-nHTepBana u HamaieHa
(pakiysi Ha U3TIIaCKBaHe. B HAKOJIKO IPYTH IBJITOCPOYHH MTPOYUBAHUS 32 JICUCHUE C
AHTPAIMKIIMH/aHTPAIICHIUOH TIPH JIea € MIOKa3aHo, Ye CJIC] JICUCHUE C aHTPAIMKIIMH/aHTPaleH IMOH
MOTaT J1a HACTBIIAT KOHTECTUBHH KapIHOMUOIIATHH C JATEHTHOCT OT MHOTO TOAMHH (BK. To4Ka 4.8).

OO0wMTE KyMYJIaTHBHH JI03M Ha HEJUIIO30MeH JayHopyOuun Hax 550 mg/m? ca cebp3anu ¢
MOBHIIICHA YECTOTA HA KOHI'€CTHBHA ChP/IeYHA HEOCTATHYHOCT BCIEACTBHE HA JIeueHHEeTo. Tazn
rpaHuIa U3MJIEkK/a € mo-aucka (400 mg/m?) npu manuenTy, MoTyYaBaiy JhueTepanus B 001acTTa Ha
MenunactuHyMa. He e onpeneneHa Bpb3kaTa MKy KyMyJaTHBHATa 103a Vyxeos liposomal u prcka
OT chpAeYHa TOKcHYHOCT. O0IIaTra KyMylaTHBHA €KCIIO3UIUS Ha JayHOPYOHIIMH € OIHCaHa B
Ta0IIMIaTa TMO-1I0Ty.

Ta6anna 2: Kymy/aaTuBHA eKcno3unus Ha JayHOPYOUIIMH Ha Kypc ¢ Vyxeos liposomal

Jleuenue JdayHopyOuuun Bpoii 1031 Ha JdayHopyOuuuH Ha
Ha 1032 Kypc Kypc
IbLpBa HHAYKIHS 44 mg/m? 3 132 mg/m?
Bropa unaykumst 44 mg/m? 2 88 mg/m?
Besika KoHCoMaanust 29 mg/m? 2 58 mg/m?

[IpenopbuBa ce KapAHOJIIOTHYHA OIIEHKA Ha U3XOAHO HUBO C enekrpokapauorpama (EKI) u
pamnonykinuaaa BeHTpukynorpadus ¢ EKI" cuaxpormanus B ekBunmudpuym (MUGA) wimu
exokapauorpadus (ECHO), ocobeHo npu naureHTy ¢ puckoBH (pakToOpH 3a MOBHUILIEHA ChpACYHA
TokcHYHOCT. ChpaeuHata GpyHKIHS TPsIOBa Ja ce ce i BHUMATEIHO.

Jleuenuero ¢ Vyxeos liposomal TpsiOBa 1a ce mpekpaTH MpH MALUeHTH C HApYyIeHa ChpAeYHa
(GyHKIMS, OCBEH aKO M0JI3aTa OT 3aI0YBaHe WK MPOIbIDKaBaHE Ha JICUSHUETO MPEBHIIIaBa PUCKA (BK.
touku 4.5 u 4.8).

Konrparnenmus 1 6peMeHHOCT

[Maruentkure TpsiOBa 1a ObJAT MOCHBETBAHU J1a M30ATBAT 3a0peMEHsIBaHe, IOKATO MoJIy4yaBaT Vyxeos
liposomal. [TarneHTHTE OT MBIKKHU M HKESHCKH TIOJT C ISTEPOICH MOTESHIHA TPSOBa Jla M3M0JI3BAT
e(eKTHUBEH METO]T 3a KOHTPAIICIIIHSI [0 BpeMe Ha JICUCHUETO U 6 Mecelia clie]| mocieHaTa IPUIIoKeHa
no3a Vyxeos liposomal (Bx. Touka 4.6).

Peakiiu Ha CBPBXYYBCTBHTEITHOCT
Nma C'E)06H_ICHI/IH 3a CEPHUO3HU pC€aKIIMU Ha CBPBbXUYBCTBUTCIIHOCT, BKIIFOUUTCIIHO aHa(i)I/IJIaKTI/I‘IHI/I
peaKkmuw, Ciea MPWIoKEHNE Ha TayHOPYOUIIMH U ITUTapaOuH.

[Ipu cumniToMH Ha yMepeHa CBPBXUyBCTBUTEITHOCT (HAIIP. YMEPEHO U3pa3eH OOpHB, 3aUepBsBaHE,
JieKa JUCITHEs], JUCKOM(OPT B IbPNTE) JICUCHUETO TPsiOBa J1a Obie cripsiHo. TpsOBa ja ce mpHuitoxXu
MHTpaBeHO3HO aAudenxuapaMut (20-25 mg unm exkBuBasieHT) U AekcameTa3oH (10 mg). Mndysusra ne
TpsiOBa J1a ce Bb300HOBsBa. [Ipu moBTOpHO NeueHue Ha nanueHTa Vyxeos liposomal TpsiOBa aa ce
npuiara Mpy ChIIara J1o3a U CKOpocT Ha HHPY3HS U C TIPEMETUKAIIHS.

[Ipu cuMnITOMHU Ha TEXKKa/SKHBOTO3aCcTpallaBalla CBPbXUYBCTBUTEIHOCT (HAIP. XUIIOTOHHS,
W3UCKBAIIla Ba30IIPECOpPHA Teparvsi, aHTHOEIEM, PECITUPATOPEH TUCTPEC, H3UCKBAII TEPATIHS C
OpOHXOAMIATATOPH, TEHEpAIM3UpaHa YPTUKAPHS ) JICUCHUETO TpsiOBa 1a Obje crpsiHo. TpsOBa 1a ce
NPUIOKH UHTPaBeHO3HO nudenxuapamud (20-25 mg) u gekcameraszod (10 mg), 1 ako e mokasaHo, aa



ce 100aBu enuHePpuH (aapeHannH) uid OpoHxoaunatatopy. MHby3us He TpsOBa aa Objie 3ar0uBaHa
OTHOBO U HE TPsIOBA Jla € M3BBPIIBA IOBTOPHO JicueHue. JleuenueTo ¢ Vyxeos liposomal TpsioBa na
ce nmpekpaTtu okoHuaTenHo. [lanuenTture TpsOBa fa ce HaOMIOIaBaT 0 OT3ByYaBaHe Ha CUMIITOMUTE
(Bk. Touku 4.2 u 4.8).

ThKaHHa HEKpO3a

JlayHOpYOHUIIMH € CBbP3aH C JIOKaJIHa ThKaHHA HEKPO3a Ha MCTOTO Ha KCTpaBa3alis Ha
JIeKapCTBEHUS MPOAYKT. B kimmHnYHM ipoyuBanus ¢ Vyxeos liposomal e HacThIIHIIO €HO CHONTHE Ha
eKCTpaBa3alys, HO He ¢ HaloaBaHa HeKkpo3a. HeoOxonumo e 1a ce moaxosia ¢ BHUMaHue, 3a J1a ce
rapaHTHpa, 4e HIMa JIa HaCThIIM eKCTpaBa3alus Ha JIEKapCTBEHUS MPOIYKT, KOTaTo ce mpuiiara
Vyxeos liposomal. Vyxeos liposomal Tpsi6Ba na ce mpuiara camMmo HHTpaBeHO3HO. Jla He ce mpuiara
MHTPaMYCKYJTHO, HHTPATEKaIHO WIIH MOJKOXHO (BX. Touka 4.2).

OreHka Ha YepHOApoOHaTa 1 ObOpeuHaTa QYHKIUS

UepHompoOHO yBpeKIaHe MOXKe [Ja YBEIHMYH PUCKa OT TOKCHYHOCT, CBbpP3aHa C MPHII0KEHUETO Ha
JIayHOpyOunuH u nutapabud. [IpemopruBa ce oneHka Ha YepHOAPOOHATA (DYHKITHS, Upe3 MPOBEKIAAHE
Ha KOHBEHIIMOHAHU KIMHUYHY J1a00paTOpHU H3CIIEABAHMSA, IPEIU MPUIoKeHne Ha Vyxeos liposomal
Y TIEPUOJIMYHO TI0 BpeMe Ha JiedueHneTo. Hama omut ¢ Vyxeos liposomal npu namuenTn cbe cepymeH
OmmmpyOnH Ha M3xoAHO HEBO Hax 50 umol/l mmu ¢ 6p0pedHo 3a00IsABaHe B KPaeH CTaIUH, IEKyBaHO C
nmuanuza. Vyxeos liposomal TpsiOBa na ce mpuiara npy HalMeHTH ¢ TeKKO YePHOIPOOHO yBpEXKIaHe
CaMo aKo TOJI3UTE HAJIBUIIIABAT PUCKOBETE (BXK. TOYKa 4.2).

JlaGopaTopHH U3CIeIBAHUSL

Vyxeos liposomal Moske na vHAYIHpa BTOPUYHA XUIIEPYPUKEMHUSI BCIECTBHE HAa OBP30TO IN3UpaHe
Ha JIeBKEMHYHUTE KJIeTKH. HuBaTa Ha mukoyHaTa KMCENIWHA B KPBHBTA TPsIOBA J1a C€ MOHUTOPUPAT U B
Clly4yail Ha pa3BUTHE Ha XUIEPYPUKEMHS J1a C€ 3aII0YHE ITOIXO/IAIIIO JICUCHHE.

Amnamnesa 3a 6osiect Ha Wilson Wim Ipyro cBbp3aHo ¢ MeATa HapylIeHne

Bcexu ¢makon crappika 100 mg MezieH TITOKOHAT, KOETO ChOTBETCTBA HA 14 mg enemedTapHa Me.
Vyxeos liposomal TpsiOBa 1a ce u3osi3Ba Mpu MalkeHTy ¢ anamuesa 3a 6onect va Wilson unu apyro
CBBP3aHO C MeJITa HAPYIICHHE CaMO aKO IMOJI3UTE OT MPHIOKEHHETO Ha Vyxeos liposomal
HaJ[BHIIaBaT prcKoBeTe (BXK. Touka 6.1). [Ipexparere npunoxenuero Ha Vyxeos liposomal mpu
NalMeHTH C MPU3HAIY WM CUMIITOMH Ha OCTPa MEIHA TOKCUYHOCT.

HmMyHOCyIIpecuBHN e(hEKTH/IIOBUIIEHA YYBCTBUTEIHOCT KbM HH(EKIIAN

[MpunaraneTo Ha HUBU WU KUBH ATCHIOMPAHU BAKCHHU MPH MAIIMEHTH, KOUTO ca
UMYHOKOMIIPOMETHPAHH BCJICICTBUE HA JICUCHUE C XMMUOTEPAIICBTHYHHU CPEJICTBA, MOXKE Ja IOBEJIC
JIO CEPHO3HHU WU JICTATHU UH(eKInU. BakcuHalus ¢ )KuBa BakCHHa TPsiOBa Jia ce U30srea mpu
NalueHTH, noy4dasaiy Vyxeos liposomal. Moxe fa ce npuiarat yOUTH WM HHAKTHBUPAHU
BaKCHHHU, HO OTTOBOPHT KbM TaKMBa BAKCHHU MOXKE J1a ObJIc HAMAJICH.

[acTpoMHTECTHHAIEH MYKO3UT U IUAPHS

TpsiOBa ma ce MMa mpeaBus, 4e pe30opOIHsITa Ha CHITHTCTBAIINTE JIEKAPCTBEHH MPOIYKTH 32
MIEPOPATTHO MPUIOKEHHUE MOXKE J1a ObJIc 3HAUUTEITHO MMOBJIMSIHA OT TACTPOMHTECTUHAIICH MYKO3UT
W/WIH TUapysi, KOUTO YECTO HACTHIIBAT BCIIEJICTBUC HA MHTCH3UBHATA XMMHOTEPAITHSL.

45 BzamMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHM MPOAYKTH M APYTrH (JOpMH Ha B3auMo/eiicTBHe

He ca npoBexxaanu nmpoyuBaHus 3a B3auMoJieiicTBusTa ¢ Vyxeos liposomal. O4akBa ce 10CTaBsSHETO
Ha JIayHOPYOHIIMH U niutapabuH oT Vyxeos liposomal B iumno3omua opmMa j1a Hamalld Bb3MOKHOCTTa
3a B3aUMOJICHCTBUS, Thi KATO CUCTEMHUTE KOHIICHTPAIIMY Ha HECBBP3aH JIayHOPYOHUIIMH 1 TUTapaOuH
ca MHOTO TIO-HUCKH, OTKOJIKOTO KOTaTO Ce TMpUiaraT KaTo HeJIUIo30MHa (popma.

Kapanorokcuunu cpencraa

EnnoBpemennaTa ynorpe0da Ha KapAMOTOKCHYHH CPENCTBA MOXKE J1a TIOBUIITH PUCKA OT
KapIMOTOKCHYHOCT. Y1oTpebara Ha Vyxeos liposomal npu nmanueHTs, KOUTO Mpeay TOBa ca
MOJTy9YaBajy JOKCOPYOUIIMH, TIOBUIIIABA PUCKA OT KAPAUOTOKCHYHOCT (BXK. Touka 4.4). He npunaraiite




Vyxeos liposomal B koMOUHAIHS ¢ APYTH KapaAHMOTOKCUYHU CPEJCTBA, OCBEH aKO ChpjacyHaTa
(GYHKIMS Ha TIAIMEHTa ce Ha0JIt0JaBa BHUMATEITHO.

XenaToTOKCHYHH CPECTBa

XenaToTOKCHYHUTE JIEKAPCTBEHU MPOYKTH MOTAT J1a YBPEIAT YepHOApoOHaTa (pyHKIMS U 1a
YBENUYAT TOKCHYHOCTTA. Thii KaTO JayHOPYOUIIMH ce MeTaboIU3Upa Upe3 YepHust qpo0, MPOMEHHTE B
yepHOApoOHaTa (pyHKIHS, MPEIN3BUKAHHU OT CHITbTCTBAILUTE TEPAIMH, MOTAT Ja MOBIHSISIT BBPXY
MeTtabonmn3ma, hapMaKOKHHETHKATA, TEPAIIeBTUIHATA €(PUKACHOCT W/MIM TOKCHYHOCTTa Ha VyX€eos
liposomal (Bx. Touka 5.2). UeproapoOHaTa (pyHKIHS TpsOBa J1a Ce MPOCIEsABa 0-9eCTO, KOraTo
Vyxeos liposomal ce npunara eTHOBpEMEHHO ¢ XENAaTOKCHYHH CPECTBA.

4.6 DepTHINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ nereponen norenuman/Konrpaienuus npu Mbke u KEHU

IIpenn 3amouBane Ha jgedeHue ¢ Vyxeos liposomal Ha )xeHHTE C IeTepoieH NOTeHIHaI TPsSOBa 1a
OBbJIe HaIlpaBEH TECT 3a OPEMEHHOCT, 3a J1a C€ U3KIIIOUYHN OpeMEHHOCT. [IaIlMeHTHTE OT MBIKKH TIOJI C
MapTHBOPKHU C ACTCPOACH NNOTCHIUAT U MAIUCHTKUTC OT KCHCKHU I10JI Tpﬂ6Ba Ja U3I10JI3BaT C(bCKTI/IBHa
KOHTpAIIEMIIH 110 BpeMe Ha JedeHneTo ¢ Vyxeos liposomal u 6 Mecena ciies] mociieiHaTa mpruiioxkeHa
J103a.

bpemenHocT
Jlunicar ganam ot ynorpebara Ha Vyxeos liposomal mpu Opemennu skeHu. Bb3 ocHOBa Ha

pe3yJATaTUTe OT MPOYYBAHHATA BHPXY )KMBOTHU M MEXaHH3Ma Ha JeiicTBue, Vyxeos liposomal He
TpsI0Ba /1a ce U3I0JI3Ba [0 BpeMe Ha OPEMEHHOCT, OCBEH aKO KIIMHUYHOTO ChCTOSHHE Ha JKeHaTa
U3KMCKBa JieueHne ¢ Vyxeos liposomal u onpaBaaBa moTeHIHATHHS PUCK 32 1102 (BXK. Touka 5.3).

AKO JIeKapCTBEHHSAT MPOAYKT CE U3I0JI3Ba 110 BpeMe Ha OPEMEHHOCT MJIM aKO MalMeHTKaTa
3abpeMeHee, JokaTo npuema Vyxeos liposomal, Ts TpsiOBa 1a 6b1e HHPOPMHUpPaHa 32 TOTCHIUATHUS
puck 3a mioaa. KapauoaornyHo uscieaBaHe v KpbBHA KapTHHA Ce MPEMOPHYBAT BB BCEKH CITy4ail
npu GeTycH ¥ HOBOPOJCHH, POJCHU OT MailK, KOUTO ca JICKYBaHHU 10 BpeMe Ha OPEMEHHOCT.

Kopmene
He e m3BecTHO nmanu Vyxeos liposomal ce ekckperupa B kbpmara. [lopaau Bb3MOKHOCTTA 32

CEPHO3HHU HEeXKEIaHU peakiu Ha Vyxeos liposomal npy KbpMEHUTE Jielia, )KSHUTEe TPOBa j1a ObaaT
MOCHBETBAHU Jla HE KBPMSIT IO BpeMe Ha JieueHue ¢ Vyxeos liposomal.

deprunurer
Bb3 ocHOBa Ha HaXOJIKUTE MPH KUBOTHU MBKKUST (EPTUIUTET MOXKE J1a ObJIe KOMIIPOMETHPAH 10

BpeMe Ha JedeHue ¢ Vyxeos liposomal (Bk. Touka 5.3).
4.7 EdexTn BbpXy cniocodHOCTTA 32 oupaHe U padoTa ¢ MAIINHA

Vyxeos liposomal moBnusiBa B Malika CTeTIeH CIOCOOHOCTTA 3a 1modupane u padbora ¢ mamuHu. MMa
CHOOIIEHHUS 32 YMOPa U 3aMastHOCT NpH ynorpeda Ha Vyxeos liposomal. [Topaau ToBa ce mpenopbrysa
NOBUIIICHO BHUMaHHKE MPH MOo(pUpaHe Wik padoTa ¢ MalIuHH.

4.8 Hexenanu JJeKapCTBeHH peaKuu

O606uienre Ha npoduna Ha Ge30MacHOCT

Haii-gecto cpemanure Hexxenanu peakiuu (HP) ca cBpbX4yBCTBHTETHOCT, BKIIIOYUTETHO 0OPUB
(66,9%), bebpumiaa HeyTponenus (63,5%), otok (52,3%), nuapus/xonut (49,9%), mykosur (49,9%),
ymopa (46,4%), MmyckynHo-ckeneTHa Oonka (44,5%), 6omnka B kopema (36,3%), HaMaseH aneTuT
(33,9%), kauummna (33,9%), rnaBodonue (32,3%), crynenu tpbiku (31,2%), apurmus (30,4%),
nupexcust (29,6%), mHapymenns Ha cbHA (25,1%) u xunotonus (25,1%).

Haii-cepuosnaute u uecto cpemanu HJIP ca nndexuns (58,7%), kapauorokcuynoct (18,7%) u
kpBsBou3nuB (13,1%).



TabauyeH CIUCHK HA HEXXEITaHUTE JICKApCTBCHU PCAKIIUU
HJIP ca BK/II0OYCHH B ChOTBETHATA KaTeropus B Ta6J’II/IHaTa mo-40J1y Cropea Hal-BHCOKaTa qecToTa,

Ha6J'IIOHaBaHa B HAKOC€ OT OCHOBHUTC KIIMHUYHU IPOYUBAHUS.

Kareropuure 1mo gectoTa ca onpeneiacHu KakTo ciiensa: MHOTO dectr: (>1/10); gectn: (>1/100 mo
<1/10); veuectn: (>1/1 000 no <1/100); peaxu: (=1/10 000 go <1/1 000); c Hen3BecTHA YecTOTa (OT
HaJUYHATE JaHHU HE MOXeE J1a Ob/Ie HallpaBeHa OICHKA).

B paMkwuTe Ha BCsKa rpyma 0 YeCTOTa, HeXeJIaHUTE PeaklMy ca MPeACTaBeHH B HU3X O pejl 1o
OTHOLIICHUE Ha TSIXHATa CEPHO3HOCT. 3a Kinacuduuupaneto Ha HP, kouto ce cpemar B crenenu

ot 3 110 5, e Hanuie u3depnareano uzdpossade cropea NCI va NCI CTCAE. Tokcu4HoCTTa CE
knacuuImpa Kato jeka (cremneH 1), ymepena (crerneH 2), TexKka (CTeneH 3) win
JKUBOTO3acTpalaBaia (cTeneH 4), cbC CenuprUIHI MapaMeTpH CIIOpe]] 3acerHaTata oprania
cuctema. CMBpTEH ciTydait (CTeneH 5) ce M3MoJI3Ba 3a HIKOM OT KPUTEpHUUTE 3a 0003HaYaBaHe Ha

JICTAJICH U3XO0M.

Ta6auna 3: Hexenanu peakuuu, cboOIeHH B KIMHUYHE MPOYYBaHHS NMPU MALMEHTH,
JiekyBaHH ¢ Vyxeos liposomal (n=375)

CI/ICTeMO-OpFaHeH KJ1ac

HP/Yectora (%)

HP crenen 3-5/9ectora (%)

Nudexunn u undecranuu

MHoOro yecTn
WNudexmus (78,1)

MHoro yecTn
WNudexmus (58,7)

Hapyumienust Ha KpbBTA U
JaumHaTa cucrema

MHoOro yecT
®debdpuiHa HeyTponeHust (63,5)

YecTn
TpomboruTonenus (4,5)
Heytpomnenus (3,7)
Anemus (3,2)

MHoro yecT
Oebputna HeyTporieHust (62,4)

Yecrn
Tpom6ouuronenus (3,7)
Heytpomnenus (3,5)
Anemus (2,1)

Hapymienns Ha UMyHHaTa
cucTeMa

MHoro yecTn
CBpBX4YYBCTBUTEIHOCT
(BriTrOUMTENHO 00pUB) (66,9)

Yectn
CBpPBXUYBCTBUTEITHOCT
(BraroumTenHo oopuB) (9,1)

Hapymenusi Ha
MeTa00/1M3Ma H XPAHEHeTo

Yectn
CuHIpOM Ha TYMOPEH JIM3HC
(7,5)

Yectn
CuHapoM Ha TyMOpeH Ju3uc (2,7)

IcuxuyHu HapylieHust

MHoro yectu

Hapymenns Ha cpHs (25,1)
Tpesoxnoct (17,3)
Hemmpuym (15,5)

Yectn
Hempuywm (2,4)

Heuectn
Hapymenus Ha cbhs (0,5)

Hapymenns Ha HepBHaTa
cucTeMa

MHoro yecTn
I'maBoGoiue (32,3)
3amastHOCT (23,2)

Yectn
I'maBo6onue (1,1)

Heuectn
3amasaoct (0,8)

Hapymienus Ha ouuTe

MHoro 4yecTu
3purenso yspexaade (10,4)

Heuectn
3purenso yepexnane (0,3)

Chbpaeynn HapyLeHust

MHoro yectn
Kapanotokcuunoct (72)
Apurmust® (30,4)

Bonka B repaute (17,6)

MHoro yecTn
Kapmaunotokcmanoct (18,7)

Yectn
Apurmusi® (4,3)
bonxka B repauTe (1,9)




CucremMo-opranes Kjiac

HP/Yectora (%)

HP crenen 3-5/Yectorta (%)

Cb10BH HapylIeHHS

MHoro yecTu
Xemoparwus (69,1)
Xunoronus (23,7)
Xwumnepronus (17,3)

MHoro yecTn
Xemoparus (13,1)

Yecrn
Xwumnepronus (6,9)
Xunoronus (4,5)

PecniupaTopHu, rpbIHU H

MHuoro yectu

MHuoro yectu

MeauaCTHHAJTHHA Huctaes (36,5) Hucres (13,1)
HApylUIeHUs! Kammmuma (33,9)
[Mnespanen nuznus (13,9) Heuectn
[Tnespanen n3mus (0,8)
CToManiHo-YpeBHHU MHoro yecT YectHu
HApyHIeHUs! I'agene (51,7) Huapust/konut (6,1)
Huapust/konur (49,9) Kopewmna 6onka (2,9)
Myxo3ut (49,9) Myxo3surt (2,1)
3anek (42,7) Hamanen anetut (1,6)
Kopemna 6onka (36,3) 3amnexk (1,1)

Hamanen anetut (33,9)
[oBpwiiane (27,7)

I'anene (1,1)

Heuectn
Yectn Hucnencus (0,5)
Hucnericns (9,6) [ospwmane (0,3)
Hapyumienust Ha ko:xkatau | MHoOro yectu Heuectn

MOJAKOKHATA TbKAaH

Hpypuryc (17,3)
Xunepxuzapo3sa (10,1)

YectHn
Homnu u3notasanus (8,3)
Amonerus (3,2)

HeuecTn

CungpoM Ha
MajMapHO-TUIaHTapHA
eputpoamnzecresus (0,8)

Xunepxuapo3sa (0,3)

Hapyumienus Ha
MYCKYJIHO-CKeJIeTHATA
cHCTeMa H
CheIMHHMTEJHATA ThKAH

Muoro yectu
MycKymHO-CKeneTHa O60iKa
(44,5)

Yectn
MyckynHo-ckenerHa 6oinka (5,1)

Hapymenns Ha 0b0penure
U MUKOYHMTE IIbTUINA

Muoro yectu
brOpeyna HexOCTATHYHOCT

Yectn
br6peuna vegocrarpuHOCT (6,4)

(10,4)
OO0 HApyLIeHUS 1 MHuoro yectn MHoro yectn
eexTH HA MACTOTO HA Orox (52,3) Ymopa (10,4)
NpUJIOKEeHne Ymopa (46,4)
Crynenu tpbuku (31,2) Yectn
[Mupexcus (29,6) [Mupexcus (3,2)
Otok (2,7)
Heuectn

Crynenu Tpbuku (0,3)

@ 'pynoBHTE TEPMHHH 32 apUTMUS BKIIIOUBAT MPEACHPAHO MbXKIeHe, OpaanKap/ s 1 Hai-4ecTo ChoOlaBaHaTa
apUTMHUs € TaXUKapausl.
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Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Hngpexyuu

[Topanu HeyTponeHUsTa, KOSITO Bh3HUKBA MPH JedeHue ¢ Vyxeos liposomal, MHOTO 4eCcTH HeXelnaHu
peakiuu ca MHPEKIUU OT pa3nuieH Tum. [THeBMOHMS, cericuc U OaKTepUeMHs ca Hai-4ecTo
HabmogaBanute cepro3nu nHpexrm (HJIP) B monmynarusta B KTHHHYHUTE MTpoy4uBaHusi. YectoTaTta
Ha ciTydauTe Ha uHQpekuu ¢ 78,1%; yecToTara Ha HECEPUO3HUTE ClTydau Ha uHpekuu ¢ 73,1%, a
YecToTaTa Ha CEpHO3HU CiTy4yan Ha nH]eKn e 28,5%; yectoTara Ha HH()EKIUNTE, TOBEIH 10
MpeKpatsBaHe Ha jJedeHunero, e 0,5%. Uecrorara Ha neranaute uHdpexuu € 6,9%. Bp3ankHannre
JeTanHu MHQEKIMU ca CETICUC U MMHEeBMOHUS (BXK. Touka 4.4).

Kpwveousznus

[Topanu TpomOoIMTONIEHHATA, KOSITO BB3HUKBA TIPH JieueHHne ¢ Vyxeos liposomal, B KIIMHUYHH
NpOYYBaHUs ca HaOMIOJaBaHU pa3IMYHHU XeMOparuiHu crouTus. Haif-uecto cpemaHoTo XxeMoparuaHo
CHOUTHE € EMUCTAKCHUC U MO-TOJISIMAaTa 9acT OT T€3H CHOMTHS ca CYMUTAHU 3a Hecepro3uu (29,1%).
YecroTara Ha XeMoparudauTe crouTHs € 69,1%; yectorara Ha HECEPHO3HUTE XEMOPArndHU CHOUTHS
e 67,2%; yecToTaTa Ha CEPUO3HUTE XEMOPAruIHu ChOUTHS € 5,6%; YecToTaTra Ha KPhBOU3IIUBHUTE,
JTOBEITH JIO TIpEKpaTsIBaHe Ha JieueHneTo, € 0. UectoTara Ha KpHBOM3IUBHUTE C JieTalieH u3xox e 2,1%.
CepHo3HH WIH JIeTaTHU XeMOParuIHu chOnTHs, BKmouuTeHo xemoparuu B [IHC ¢ neranen nsxon,
CBBP3aHM C TEKKA TPOMOOIUTOIICHHSI, ca HAOIFOIaBaHu TP MAIIMCHTH, JICKyBaHu ¢ Vyxeos liposomal
(Bk. Touka 4.4).

Kapouomokcuunocm

KapauoTtokcnunu edektu ca HaOIIO1aBaHU TPU KIMHUYHKUTE Ipoy4yBaHUsI Ha Vyxeos liposomal.
Haii-yecto choOIIaBaHNTE CEPUO3HU HEXKEIIAHH JICKAPCTBECHH PEAKIIUK ca HamalieHa (pakius Ha
W3TJIACKBAHE U 3aCTOMHA ChpJeYHA HEAOCTATHYHOCT. KapIMOTOKCHYHOCTTA € U3BECTEH PUCK Ha
JICYCHUETO C aHTpaIMKIMHU. YecToTata Ha BCUYKH KapIUOTOKCUYHU ChOuTH € 72,0%); yecToTara Ha
HECEPHO3HUTE KapJUOTOKCUYHU chOUTHS € 68,5%); uecToTaTa Ha CEpPHO3HUTE KapAHMOTOKCUIHU
croutns e 9,1%; gecrorara Ha KapAMOTOKCHYHOCT, JIOBEIA JI0 IIpeKpaTsBaHe Ha iedenneto, e 0,5%.
YecroTara Ha KapAMOTOKCHYHHUTE ChOUTHUS C JieTaseH u3xon e 0,5%. ChpaeueH apecT € ChoOIIeH KaTo
JISTAJTHO ChOUTHUE; MAMEHTHT € Pa3BHJI TPOMOOIIMTONICHUS U HEYTPOTICHUS, KOUTO Ca JOIPUHECIH 3a
chpleueH apect (BK. Touka 4.4).

Cepvxuyscmeumentocm

Peakuunre Ha CBPBXUYBCTBUTEIHOCT Ca MHOT'O YECTH HEXEJIAHU PEaKHH B KIMHUYHUTE IPOYYBAHUS
Ha Vyxeos liposomal. Haii-uecTo cho011aBaHnTe HEXeNaHU PEaKLUN Ha CBPbXYyBCTBUTEIHOCT ca
0OpHBH M MO-TOJsIMATa YacT OT TIX He ca cepruo3nu (38,9%). UectoTaTta Ha BCHUKK CHOUTHS HA
CBPBXUYBCTBUTEIHOCT € 66,9%; decToTaTra Ha HECEPHO3HUTE CHOUTHS Ha CBPBXIYBCTBHTEIIHOCT

e 66,4%, ot xouto 38,9% ca 0OpuBH; YecTOTaTa HA CEPUO3HUTE CHOUTHS HA CBPBXUYBCTBUTETHOCT

e 1,1%; gecTorara Ha CBPBXIYBCTBUTEIIHOCT, I0BEJA 10 IpeKkpaTaBade Ha JeueHuneto ¢ 0. YecroTara
Ha CbOMTHSTA HA CBPBXYYBCTBUTEIHOCT ¢ JieTasieH u3xon e 0 (Bxk. Touka 4.4).

Ileduampuuna nonynayus

Peyuousupawa AML

[IpodpmrbT Ha Ge3omacHocT Ha Vyxeos liposomal npu 38 nmeanaTpuyHu MAaUMEeHTH ¢ peUIMBUpAILA
AML B npoyuBane AAML1421 u3riexza Karo Lsio € MoJ00eH Ha TO3H, HaOJII0AaBaH MPH
0JI00pPEHOTO MOKa3aHue MPH Bh3PACTHU C JieKyBaHa 3a mbpBu T AML ¢ Vyxeos liposomal (Bix.
Touka 4.2). Benpeku ToBa HexxenaHuTe peakuuu B npoyuBaHe AAML 1421, nabmogaBanu npu
NeIMaTPUYHH MAIMEHTH, KOUTO CE pa3linvyaBaT WM ca MO-TSKKU OT HaOII0aBaHUTE TIPU Bh3PACTHU
(kaTo ce MpU3HABAT OTPAaHUYCHUATA HA KPBCTOCAHUTE CPABHEHHUS HA IPOYYBAHUSATA), BKIFOUBAT
MakyJionanyJo3eH oopus (47,4%), ynbiokaBane Ha QT-uHTepBaina B enexrpokapauorpamara (28,9%),
PaHHO HACTBHIBAaHE Ha KapAMOTOKCUYHOCT (HeduHupano kato >10% namanssane Ha LVEF no kpaiina
LVEF <50% LVEF; 21,0%), Texxka xunokanmuemus (13,2%), xunepriaukemus (7,9%) 1 moBuieHa
ALT (7,9%). Xunepronus e HabmronaBaHa npu 18,2% OT Te3u MeAnaTpUvHH MaIUeHTH.
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Hsima HanuYHM NieUaTpyYHe JaHHH 33 JBJITOCPOYHA O€30IMacHOCT Ciie]] BpEMETPaecHeTo Ha
npoyuBaHeTo (26 mecerna). [lopaau ToBa HAMa TIeAUATPUIHHN TaHHA 32 0€30TIACHOCT 3a CTIPaBSHE C
JUBJITOCPOYHATA KAPIMOTOKCUYHOCT Ha Vyxeos liposomal, BKIFOYUTETHO ABArOCpoYHaTa
KapAMOTOKCHYHOCT, KOTaTO CE U3I0JI3BA B JIO3U HAJl MAKCHUMAaJTHATa KyMYJIaTHBHA 71032 aHTPAUKIHHH
3a menwst )KuBOT. Hsma manam 3a ehektrte Ha JedeHuero ¢ Vyxeos liposomal BepXy pactexa u
CH3PSABAHETO.

De novo AML

besomacHocTtTa Ha Vyxeos liposomal B koMOuHamms ¢ reMTy3yMad 030TaMUIIH € TIPOyYEHa MTPU

361 nexuaTpuyHU U MJIaAW Bb3pacTHU (< 22 rOJUHM) MAueHTH B mpoyuBane AAML1831

(Bx. Touku 4.2 1 5.1). HsiMa chOpaHu JaHHU 32 Bph3KaTa MKy HEXKEIaHUTE ChOUTHUS U
M3MUTBAHOTO JiekapcTBo. 90,9% ot mauuenTute, nekyBanu ¢ Vyxeos liposomal u remtyzyma6
o3oramuIyH, ca umanu noxe exno HCBBJI (Hexenano crOuTHE, BH3HUKHAIIO IO BpEMe Ha
neueHneto). 286 (79,2%) nauuentu, nekyBaHu ¢ Vyxeos liposomal u reMTy3ymab 030raMuIIMH, ca
nmanu Haii-manko 1| HCBBJI crenen 3 mnm mo-Bucoka. Haii-uecto crobmaBanute HCBBJI o IIT
(mpennounTaH TepMUH) MIPH MAIUEHTH, JIEKyBaHU ¢ Vyxeos liposomal u remTy3ymad o3oramuImH, ca
¢bebpunna HeyTporneHust (213 [59,0%] ydactauim), cencuc (131 [36,3%] yuyacTHUIIM), XUTIEPTOHUS
(102 [28,3%] yyacTHUIM ), TOBUIIIEHA alTlaHWH aMHUHOTpaHchepasa (85 [23,5%] yuacTHunn),
anopekcus (81 [22,4%] ygactauim), noamxena OU (dpaxmus va nztinacksane) (78 [21,6%]
yuacTHUIM) U xunokanuemus (77 [21,3%] yuactaurm). OOnust npoduin Ha 6e30macHOCT Ha VyXeos
liposomal e B ChOTBETCTBUE C M3BECTHHUS PO HAa O€30MAaCHOCT.

Cpo0iaBane Ha MOA03UPaHU HEKEIAHN PEAKIIUU

ChoO0I1aBaHeTO Ha MOIO3UPAHU HEKEIIAHU PEaKIIUKU Clie]l pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakKHO. TOBa IMO3BOIISBA Ja MTPOIBIDKH HAOMOIEHNETO Ha CHhOTHOIIIEHUETO TOJI3a/PUCK 32
NeKapcTBeHUS MPOoAyKT. OT MEIUIIMHCKUTE CIICIIUAIMCTH CE€ M3MUCKBA Ja ChOOIIaBaT BCSIKa
MOI03UPaHa HEXKEIaHa PeaKilys Ype3 HAIMOHAIHATA CHCTEMA 3a ChOOIIaBaHe, IOCOUCHA B

[Mpunoxxenue V.

4.9 TIlpemo3mpane

Hsima KOHKpeTeH OnUT NpH JIeYeHre Ha Ipeo3upaHe Npy nauueHTy. B ciydail Ha npenosupane ce
ouyakBa 00OCTPsIHE Ha HEXXEJNAaHUTE PEeaKLUK, CBbp3aHu ¢ Vyxeos liposomal, u TpsiOBa 1a ce ocurypu
TIOJTBPIKAIIO JIeYeHHE (BKITFOUNTEITHO aHTUMH(EKIIMO3HU CPENICTBA, KPHBOMPEIUBAHE U MTPEIHUBAHE
Ha TPOMOOIIMTHA Maca, KOJIOHUOCTUMYJIUPAILX (PaKTOpH U MHTEH3UBHO JICYEHHUE, aKO € He00X0AUMO),
JIOKaTO MalMeHTHT ce Bb3cTaHOBU. HabmronaBaiite BHMMAaTEeTHO MallMEHTa B TE€YEHUE HA BPEMETO 32
MpU3HALK HA KapIUOTOKCUYHOCT U OCUTYpETe OAXOASIIA MOAAbpKaIlla TEparus, ako € KIMHUYHO
IIOKA3aHo.

5. ®APMAKOJIOTUYHU CBOMCTBA

51 ®apmakoguHAMUYHH CBOIiCTBA

®dapmakoTepaneBTH4Ha rpyna: Apyrd aHTHHEOIUIACTHYHH CPEACTBA, KOMOMHAIIMU OT
AQHTHHEOIUIACTHYHH CpeACTBa, tuTapabul u naynopyouuns, ATC koa: LO1XYO01.

MexaHu3bM Ha AeiicTBUE

Vyxeos liposomal e koMOnHaIMs ¢ PUKCUPAaHU 103 JayHOPYOULIMH U UTapabuH B MOJIApHO
cpotHotreHue 1:5 B mumo3omua popma. Jlokazato e in vitro u in vivo, ge MosiapHo
choTHOMmEHHNE 1.5 BoAM A0 MaKCUMAITHO CHHEPTHYHO aHTUTYMOpPHO aeiicteue mpu AML.

JayHOopyOHIIMH MMa aHTUMUTOTHYHO M HUTOTOKCHYHO AEUCTBHE, KOETO CE MOCTUra upe3 o0pasyBaHe
Ha komruiekcH ¢ JIHK, naxuOupane Ha akTHBHOCTTa Ha Tonon3zomepasa I, naxubunpane Ha
aktuBHOcTTa Ha JIHK nosimmepaszara, KOETo 3acsra peryianusara Ha FeHHaTa eKCIpecHs 1
o0Opa3yBaHeTo Ha cBOOOIHM pagukany, yBpexgamu JHK.
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Hurapabun e crienududHo 3a onpezaeneHa (pas3a Ha KIETHYHHUS UK aHTHHEOTUTACTHYHO CPEICTBO,
BJIMSCIIO CaMO Ha KIIETKH B S-(pa3ara Ha KIeThUHOTO JeJCHE. BhTpekIeThuHo NUTApaOuHBT ce
MpeBpbIna B iiurapadbun-5-tpudocdar (ara-CTP), koliTo € akTUBHUAT My MEeTa00IUT. MeXaHU3MbT Ha
JICHCTBYE HE € HAIIBIIHO U3SICHEH, HO U3rJiexka, uye ara-CTP nelicTBa OCHOBHO 4pe3 MHXUOUpaHE Ha
cunre3a Ha JJHK. Bxirousaneto B JIHK u PHK moke chliio 1a nonpuHece 3a IMTOTOKCUYHOCTTA Ha
nutapadbuH. [{luTapaOUHBT € MUTOTOKCHYECH 3a PO EPHPAITH KISTKH OT 003aiHIK B KIIETHYHA

KyJATypa.

Vyxeos liposomal 1umo3oMuTe IposiBSIBAT YIBIDKEH IDIa3MEH IOTY>KUBOT CJIe]l HHTPABEHO3HA
uH(y3us, Kato nosede oT 99% oT nayHOpyOUIIMHA U TUTapaOrHA B TUIa3MaTa OCTABAT BKIFOUYCHHU B
muno3zomuTte. Vyxeos liposomal moctaBsi cuHepruyHa KOMOWHAIUS OT TAyHOPYOHIIMH ¥ IUTapaOuH 110
JIEBKEMHYHHTE KIIETKH 33 IPOIBIDKUTEIICH ITEPHUOJT OT BpeMme. Bb3 0CHOBa Ha TaHHU OT M3MHUTBAHHS
BBPXY XKHUBOTHH, Vyxeos liposomal numno3omMute KyMysIupaT v EPCUCTUPAT BHB BUCOKA
KOHIICHTPAIIHS B KOCTHHS MO3BK, KBJICTO MPEPEPEHIIMATHO CE TTOEMAT HHTAKTHU OT JICBKEMUYHHUTE
KJICTKH TIPW aKTHBEH MpoIlec Ha morrbinane. [1pu IeBKeMHS-HOCEIU MUIIKH, JINTIO30MHTE C€ TIOEMAT
B TIO-TOJISIMA CTEIMEH OT JICBKEMUYHUTE KIIETKH, OTKOJIKOTO OT HOPMAJTHUTE KJIIETKH HA KOCTHHS MO3BK.
Cnen untepHanu3anus Vyxeos liposomal Jinmo3oMute ce pa3rpax/aT, 0CBOOOXKIaBaT JayHOPYOUITUH
W [UTapabuH BB BTPEKIICTHYHATA CPE/ia, KOSTO MO3BOJISIBA HA JICKAPCTBEHUTE TIPOYKTH J1a
VIPaXKHSABAT CHHEPTUYHO aHTHHEOIUTACTHYHO JCHCTBHE.

Knunnyna edukacHocT 1 6e30macHOCT

Edwukacnoctra Ha Vyxeos liposomal 3a nedenneTo Ha HoBomuarnoctunupana AML mpu Bb3pacTHH €
OIICHCHA B €IHO KOHTPOJIMPAHO KIMHUYHO NpoyuBaHe (mpoyuBane 301), a epukacHocTTa Ha VyXeos
liposomal 3a jieueHueTo Ha penuauBUpaiia AML npu neguaTpuyHA NAIMEHTH € OLICHeHA B €HO
KITMHIYHO npoyuBane AAML 1421.

IIpoyusane 301 npu nayuenmu c neaexysana sucoxopuckoga AML

IIpoyusane 301 e paHAOMU3KMPAHO, MHOTOIICHTPOBO, OTBOPEHO, C MapaJIeIHO paMo MIPOyYBaHE 3a
MPeBB3X0ACTBO (paza 3, koeto oneHsaBa Vyxeos liposomal cripsimo cranmapTHa KOMOWHAITUS OT
uuTapabuH u naynopyounus (7+3) npu 309 naunentu Ha Bb3pacT oT 60 10 75 ronuHM ¢ HelneKyBaHa
BHCOKOpHCKoBa AML. B poyuBaHeTo ca BKIIIOUEHU MAIMEHTUTE ChC CIeTHUTE oaTuoBe AML:
AML, cBbp3ana ¢ neuenuero (t-AML), AML c npenmectBant muenoguctmiactadeH cuaapom (MDS
AML) u AML ¢ npepamecTBaia XxpoHndHa MuenoMoHoIuTHa teskemus (CMMoL AML) ¢
JOKyMeHTHpaHa anamue3a 32 MDS niin CMMoL npenu tpanchopmarms 8 AML, u de novo AML ¢
KapHOTHITHH [IPOMEHH, XapakTepHH 3a MueIoaucIuiasus (cnopen kputepunte Ha C30 3a 2008 1.).

[MpoyuBaneTo BKiIrOUBa 2 dazu: 1) daza Ha ieueHue, Ipe3 KOATO MAIUEHTHTE Ca TTOJTy U

JI0 2 MHIYKIIMOHHY Kypca U 2 Kypca Ha KOHcosnaanus, 1 2) (asza Ha npociieasiBaHe, KOsSTo

3arouBa 30 JHU Clie/T IOCIEAHUS HHAYKIIMOHEH KYPC WU KypC Ha KOHCOJIMAAIUS U TIPOIBbIDKABA

JI0 5 TOIMHY OT PaHAOMHU3UpaHETO. BposT Ha MHAYKIIMKUTE U KOHCOJIUAAIUUTE, KOUTO MAIUCHTHT
MOJTy4aBa, 3aBUCH OT IBJIHUS 0TToBOp (CR) WM OT IBJIHUS OTTOBOP C HEITBITHO BH3CTAHOBSBAHE
(CRi), x0eTo e MOTBBP/CHO Ype3 OIleHKa Ha KOCTHHUS MO3bK. CaMO B KJIMHHYHH MPOYYBaHUS VyXeoS
liposomal 100 equuunu/m?/nen (exsuBanenTHO Ha 44 mg/100 mg/m?) ce mpuiara MHTPaBEHO3HO B
npoabvkenre Ha 90 MunyTu B nHuTe 1, 3 M 5 3a mbpBaTa MHAYKIMA U B 1HUTE 1 1 3 3a MalUeHTH,
IIpY KOUTO € Heo0Xo1uMa BTopa MHAYKIMs. BTopara MHAYKLKS € CHITHO penopbhUnuTeHa 3a
nanueHTH, kouto He ca nocturdany CR umu CRi B bpBUS HHAYKIIMOHEH KypC H € 3aIbJDKUTEINHA 3a
MalMeHTUTE, TOCTUTHAIN TToBede oT 50% HaManeHue Ha mporeHTa Ha Omacture. IloctpeMrucnoHHO
JIeYeHUe C TPaHCIUIAHTAIUS Ha XemornoeTnyau cTBojioBH kieTku (HSCT) e paspemeno ninu BMecTo,
WK clie/l KOHCOMUIAMOHHA XuMuoTepanus. [Ipu KypcoBe Ha KOHCONMUAALNS caMO B KIIMHUYHU
npoy4Banus no3ata Vyxeos liposomal e namanena 1o 65 exunuim/m?/nen (€KBUBAIEHTHO

Ha 29 mg/65 mg/m?) B nuure 1 u 3. B pamMoTo, mosy4aBaio 743, mbpBaTa MHIYKIHMS CE ChCTOM OT
uurapa6bun 100 mg/m?/nen B auute ot 1 10 7 upe3 HenpekbcHATa MHPY3US U

nayHopy6unun 60 mg/m?/nen B naute 1, 2 v 3, a npu BTOpaTa HHAYKIHS U KOHCOJNHMIALMATA
uTapabuH ce mpuiara B JHUTE OT 1 10 5 ¥ nayHopyOuIuH B qauTe 1 1 2.

Wma 153 nanuenTy, paHAOMH3UPaHU J1a noxydaBaT Vyxeos liposomal, u 156 nanmenTu,
PaHIOMHU3UPaHU B KOHTPOJIIHOTO paMo 7+3. MeauraHaTa Ha Bb3pacTTa Ha PaHJOMU3UPAHHUTE ITAIUCHTH
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e 68 ropunu (nuanazon 60-75 romunn), 61% ca mbxe, a 88% UMAT PYHKIIMOHAITHO ChCTOSHHUE TIO
ECOG 0-1. Ha m3xomHoTo HUBO 20% nmat t-AML, 54% umatr AML ¢ npeuiecTBanio
XEMaTOJIOTMYHO 3a00isBane U 25% umar de Novo AML ¢ HUTOTeHETHYHYM aHOMAJTHH, CBBP3aHH C
Muenoauciiasus. 34% ca IeKyBaHU IpeAM TOBA ¢ XUITOMETWIMpal arent 3a MDS. 54% nmat
HeOIaronpusaTeH KapruoTHIL. JleMorpadckuTe n N3XOAHATE XapaKTEPUCTHKHN Ha 3a00JISIBAHETO KATO
010 ca OaNaHCUpaHu MeX Iy u3ciensanute pamena. FLT3 myramms e ycranosena npu 15% (43/279)
OT M3CJICIBAHUTE TAUEHTH, a ipu 9% (25/283) oT u3cnenBaHUTE MAIUCHTH € YCTAaHOBEHA

NPM1 myTrarms.

[TepBuYHaTa KpaifHa TOYKa € 00IIaTa NPEKUBSIEMOCT, K3MEPEHA OT JlaTaTa Ha paHIOMHU3ALH JI0
HACTBIIBaHE HAa CMBPT 10 BCAKAKBa MpuunHa. Vyxeos liposomal geMoHcTpupa nmpeBb3X0CTBO 1O
OTHOIIIEHHE Ha 001maTa npeskuBseMocT npu ITT momynanusra B cpaBHEHUE ChC CPABHUTETHATA CXEMa
Ha nedeHue 7+3 (Purypa 1). Meananara Ha IpeXHUBIEMOCTTa 3a rpyMaTa Ha JIe4UeHUe ¢ VyXeos
liposomal e 9,56 mecena B cpaBHeHue ¢ 5,95 Mecena 3a rpynara Ha JiedeHue cbe 7+3 (KOCPUIIMESHT Ha
puck = 0,69, 95% CI = 0,52, 0,90, nByctpanen log-rank Tect p = 0,005).

Oo6rmata yecrora Ha HSCT e 34% (52/153) B pamoro, nmony4aBaio Vyxeos liposomal, u 25% (39/156)
B KOHTPOJIHOTO Pamo.

®@urypa 1: Kpusa na Kaplan-Meier 3a oomara npe:xxusiemocT, I'TT nomyaanus

100% - Cr6utnsa /N Menuana Ha npesx. (95% CI)
| Vyxeos liposomal 104/153 956 ( 660, 11.86)
Ay T T 743 132156 595 (4.99, 7.75)
80% =
S
I
3 60% -
=
[
2
= 40%
%
2
= 20% o
0% =
Vyxeos liposomal | 153 122 92 79 62 46 34 21 16 11 5 1
7+3 156 110 77 56 43 31 20 12 7 3 2 0
rrrrrrrrrrrrrrrrrr1rrr1r 01 rrrrrrrrri
0 3 6 9 12 15 18 21 24 27 30 33 36
Meceuu ot paHgoMH3aIUSATa
Ta6auna 4: PesyaraTu 3a epuxacHoctra ot npoyusane 301
Vyxeos liposomal 7+3
N=153 N=156
O0ma npexuBsIEMOCT
Mezanana Ha IPEXUBAEMOCTTa, MECELIN
(95% CI) 9,56 (6,60, 11,86) 5,95 (4,99, 7,75)
Koedwunumenr na puck (95% ClI) 0,69 (0,52, 0,90)
p-croiiHocT (2-cTpaHHa) ? 0,005
IIpe:xxuBseMocT 6e3 chOuTHE
Menauana Ha IPEKMUBIAEMOCTTa, MECELIN
(95% CI) 2,53 (2,07, 4,99) 1,31 (1,08, 1,64)
Koedunuent Ha puck (95% CI) 0,74 (0,58, 0,96)
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Vyxeos liposomal 7+3

N=153 N=156

p-cToiiHoct (2-cTpaHHa) ? 0,021
CTeneH HA IbJIEH OTTOBOP

CR, n (%) 57 (37) 40 (26)
cpoTHOIIeHKE Ha mmancosere (95% ClI) 1,69 (1,03, 2,78)
p-croitHocT (2-cTpanna)® 0,040
CR + CRi, n (%) 73 (48) 52 (33)
cproTHOIIeHKE Ha mmancosere (95% ClI) 1,77 (1,11, 2,81)
p-croitHocT (2-cTpanna)® 0,016

Crkpamenns: CI = nosepurener unrepsai; CR = mpien orroBop; CRi = mbjeH 0OTTOBOp C HE'BIIHO
BB3CTaHOBSIBAHE

2 p-croitHoCT OT cTpatuduuupan log rank Tect, crparuduumpas no pe3pact 1 AML noarun

® p-croiinoct ot ctparuduumupan tect Ha Cochran-Mantel-Haenszel, ctpatuduuupan o Be3pact 1 AML
MHOJATHUII

60-meceuro npocneossarne

YecroTaTa Ha ob11aTa IpexxuBsieMocT 3a 60 Mecela e Mo-BUCOKa B paMOTO Ha jieueHue ¢ VYXeos
liposomal (18%) B cpaBHEeHHE ¢ pamoTo Ha JeyeHue cbe 7+3 (8%); koepuureHT Ha

puck = 0,70, 95% CI = 0,55, 0,91.

IlegpnaTpyuHa monyJiamust

Peyuousupawya AML

Edukacnoctra Ha Vyxeos liposomal kaTo eIMHUYHO CPEACTBO € OIICHEHA BbB (ha3a 1/2 Ha mpoyduBaHe
¢ enHo pamo (AAML 1421), nmpoBeaeHo 3a orieHKa Ha Oe30macHOCTTa U e(PUKacCHOCTTa Ha VyXeos
liposomal npu 38 neauaTpuuHKM U MJIaM Bb3pAaCTHH MAIMEHTH Ha Bb3pacT 1 — 21 roanHu ¢ IbpBH
peruauB Ha AML. Jleuennero o npoy4yBaHETO BKIIOYBA €IMH MHIYKIIMOHEH KB ¢ VyXeos
liposomal 59 mg/135 mg/m?, mpusI0’kKEeH HHTPABEHO3HO B MPOAbLKeHKe Ha 90 MUHYTH B auute 1, 3

u 5, mocnenBad oT (iyaapaOuH, HUTApaOUH U FPaHyIOLUT-KoJoHHOcTUMYupall daxtop (G-CSF
(FLAG)) 3a nukba 2. Meauanata Ha Bb3pacTTa Ha nanueHTure e 11 roqunn (muamazon 1 — 21
roaunu). OceM (21%) ot nanueHTHTe ca Ha Bb3pacT Mexxay 18 u 21 rogunu. [anmenTn, Kouto ca
nosyyasanu >450 mg/m? eKBUBAIEHTH HA JIayHOPYOHIIMH, Ca U3KIIFOYEHH OT MPOYIBAHETO.

[IspBUYHATA KpaiiHa TOYKa € 001mara cteneH Ha oTroBop (onpenesneH kato CR umm CRp) cien
Vyxeos liposomal (Lluxbn 1), mocieasan ot FLAG (Iluxbn 2). O6miara crerieH Ha oTroBop € 68%
(90% Clopper-Pearson CI 53% o 80%). Cien muksit 1 16 (43%) oT mareHTHTe UIMAT OTTOBOP Ha
negerneto CR + CRp, Bxmountento 14 (38%) ot marmenture, kouto mocturat CR, u Bb3 OCHOBA Ha
7-Te YYaCTHUIM C HAJIMYHY JAHHM 33 PELMIUB, MEIMaHaTa Ha npoabiukuTeaHocTTa Ha CR e 284 nHu.

De novo AML

Edukacnocrra Ha Vyxeos liposomal npu nexuarpudnu nanuertu ¢ de novo AML e npoyuena B
OTKPHTO, paHAOMHU3NpaHo npoyuBaHe (aza 3 (AAML 1831), B koeTo cTaHIapTHA XUMUOTEPATIHS
(unTapabun/mayHOpyOUIMH) B KOMOMHAIus ¢ reMTy3ymad o3oramuiuH (GO) (pamo A) e cpaBHeHa ¢
Vyxeos liposomal B komOunaius ¢ GO (pamo B). B pamoto Ha jeuenue ¢ Vyxeos liposomal ca
BKJIIOUEHH 361 meanaTpuuHU U MIIaAX BB3PACTHHU IMALMEHTH Ha BB3pacT moj 22 ronuHu. B3 ocHoBa
Ha pe3yJTaTUTe OT IIAaHWPAHUs MEXIMHEH aHaJu3 BKIoYBaHeTo B pamo b (Vyxeos liposomal B
komOuHanusa ¢ GO) e mpeyCcTaHOBEHO U MPEKPATEHO MPEXKIEBPEMEHHO ITOPaIH JIUTICA HAa OYaKBaHa
eukacHocT. MenuaHara Ha nipexxussiemocTTa 6e3 crouTns (I1bC, mppBrUYHA KpaiifHa TOUKa) HE MOXKeE
Ja Obae n3uuciieHa 3a pamo A, a 3a pamo b e 30,9 mecena (95% ClI, 20,9-ne moxxe 1a 0b11e
u3uncieHo). Mzuncnenust koedurment Ha puck (95% Cl) e 1,39 (1,09-1,77). B nonbiHenue,
MeauaHaTta Ha obmiara nmpexxussiemoct (OI1) 3a gBeTe pamMena He MOXKe J1a Ob/le M3UUCIICHA, a
U3YHCICHUAT KoeduuueHT Ha puck (95% Cl) e 1,08 (0,78-1,48).
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5.2 dapMaKkoKHHETHYHH CBOWCTBA

dapMakOKMHETUKATA HA TAYHOPYOHLIMH U UTapaOuH, IpHIoKeHHn KaTo Vyxeos liposomal, e
IpoyY€eHa NpH Bb3PACTHH MALMEHTH, KOUTO ca MOTy4HIIM 103a JayHopyouuun 44 mg/m?u
uutapadbun 100 mg/m?, npunoxenu kato 90-MuHYTHAa MHTpaBeHO3HA UH(y3us B qaute 1, 3 u 5.
dapMaKOKMHETUKATA HA BCEKH JICKAPCTBEH MPOIYKT CE OCHOBaBa Ha OOIIUTE IIa3MEHU
KOHIICHTPAIIHMH (T.€. BKIFOUCH IUTFOC HEBKIIIOYCH B JIMTIO30MH JIEKapcTBEH MpoaykT). Cren
MIPHUJIOKEHATa Ha S-Ms JIeH 103a cpeanara (koedunueHt Ha Bapuamus [CV] B %) MakcumanHa
riazmMena kKoHueHTparys (Cmax) € 26,0 w/ml (32,7%) 3a nayHopyounms u 62,2 u/ml (33,7%) 3a
murapadun. Cpeanara (% CV) o mox kpuBata (AUC) 1o BpeMe Ha eIUH WHTEPBaJl Ha TIpUJIaraHe
e 637 pg-h/ml (38,4%) 3a naynopyounma u 1900 pg-h/ml (44,3%) 3a nurapaduH.

Koraro naynopyOuiuH 1 nutapaOiH ce mpriarat kKato KOMIOHEHTH Ha Vyxeos liposomal,
JUIO30MHUTE U3TIIEK/A PETYIUPAT TAXHOTO PasNpe/elicHHe B ThKaHUTE M CTEIICHTA Ha eIIMMUHHUPAHE;
MOpaJiv TOBA, JIOKATO HEJIMITO30MHHTE JIEKAPCTBEHH MPOYKTH UMAT CHINECTBEHO PA3IUUEH KIUPHHC
(CL), o0em Ha pasnpenenenue (V) 1 TepMUHAICH MOMYKUBOT (t1/2), Vyxeos liposomal Boju 110
MpuOIIKaBaHe Ha Te3W (papMaKOKHHETHIHHU TTapaMeTpH.

Koeduumentst Ha kymysupane e 1,3 3a nayHopyounus u 1,4 3a untapabun. Hsama nannu 3a
KWHETHKA, 3aBHCEIIA OT BPEMETO, WIIM TOJIEMH OTKJIIOHEHHS OT MPOTOPIIMOHAIHOCTTA Ha JI03aTa B
nuanasona ot 1,3 mg/3 mg na m? no 59 mg/134 mg na m? (0,03 1o 1,3 mbTH noBeYe OT 000peHaTa
MpenopbYUTETHA 034).

PasnpenencHue
Ob6embT Ha pasnpenenenue (% CV) Ha gaynopyounus e 6,6 1(36,8%) u 7,11(49,2%) na untapaOuH.
CBBP3BaHETO C MJIa3MEHUTE POTEHHH HE € OLICHEHO.

Metaboau3bM 1 6buoTpanchopmanys

[Mono6HO Ha HEMMITO30MHUTE AayHOPYOHUIIMH M HUTApaOuH, Clie 0CBOOOKAaBaHETO OT VyXeos
liposomal numo3zoMuTe, JayHOPYOUIIMH 1 TUTAPAOHH NPETHPIISIBAT CKCTEH3UBEH META00IN3bM B
opranusMa. JlayHOpyOUIIMHBT ce KaTaJi3upa OCHOBHO Ype3 YepHOApoOHaTa U HEeUepHOpOOHATA
QIIZI0-KETO pelyKTa3a u KapOOHWII pelyKTa3a JJ0 aKTUBHUS METa0OIUT AayHOPYOUIIMHOI.
[{uTapaOuHBT ce MeTaboIM3KMpa OT LIUTUINH JIcaMHHAa3aTa 10 HeaKTUBHUs MeTabout 1-f3
(6era)-D-apabunodypanozuiypaumi (Aral). 3a pasnuka OT HEINUIO30MHUATE TayHOPYOHULIMH 1
nuTapaOuH, KOUTO OBP30 ce MEeTadOoIN3UPAT 10 CHOTBETHUTE META0OIHUTH, JayHOPYOUIIMH U
nuTapabuH cjel npuiaraie Ha Vyxeos liposomal npencrarnsBatr cBoOO HU 0a3H, BKIIIOUCHH B
suno3zomu. [Ipoduiute rmiasMeHa KOHICHTpalUsI-BpeMe, mojiyueHu ot 13 10 26 naiueHTy,
nosy4asanu Vyxeos liposomal 100 exunuun/m? (exBuBaneHnTHo Ha 44 mg/m? qayHOpyOUIIMH

n 100 mg/m? uurapabun) B gaute 1, 3 u 5, mokaszeart, ue cpeHOTO choTHOIIEHHE Ha AUC ast
MeTabOoJIMT/OCHOBHO BEIIECTBO 3a gayHopyourmaon u AraU e 1,79% u 3,22% cnpsimo ToBa 3a
JayHOPYOHIIMH ¥ IUTAapaOuH, KOETO € TI0-HUCKO OT TOBa, KOETO OOMKHOBEHO ce ChOOIIaBa 3a
HEJIMI030MHHU NpoayKTH, ~40-60% 3a naynopyOuunHoi/naynopyouunH u ~80% 3a AraU/murapaOuH.
[To-HHUCKHTE IPOIIEHTH HAa CHOTHOLIICHUETO METa0OIUT/OCHOBHO BEILIECTBO CJIE]| MPHUIaraHe Ha
Vyxeos liposomal mokassar, ue mo-rojsmMara yacT OT 0OLIHsI JayHOPYOULIMH 1 IuTapabuH B
KPBBOOOpAILIEHHETO € 3a1bpKaHa BbB BHTPEIIHOCTTA Ha Vyxeos liposomal imno3omMure, KbAETO TE ca
HEJIOCTBITHH 32 JICKAPCTBOMETA0OIH3UPAIIITE CH3UMH.

Enumunupane
Vyxeos liposomal nposisiBa yabikeH moiryxuBoT (% CV) ot 31,5 uaca (28,5%) 3a nayHopyOuUIInH

u 40,4 gaca (24,2%) 3a untapabus, ¢ Hag 99% nayHOPyOHMIIMH U UTapaOWH B IJia3MaTa, OCTaBaIl{
BKJIFOYeHH B smno3zomure. KiupsHesT (% CV) e 0,16 1/h (53,3%) 3a naynopyourms u 0,13 I/h
(60,2%) 3a uurapabuH.

Exckpenmsita Ha MayHOPYOHUITMH M TayHOPYOHITMHO B YpUHATA TPEACTaBIsABa 9% OT mpuiioxkeHaTa

J103a AayHOPYOUIMH, a eKCKpeLusaTa Ha uuTapadut u AraU B ypunata e 71% oT npuiioxkeHara 103a
nuTapaOuH.
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CrenuaiHy monyJIauy

B nonynanuoneH gpapMakoOKMHETUYCH aHAIN3 HE ca HAOJI0JaBaHU KIIMHUYHO 3HAYUMU €PEKTH BHPXY
KIIMPBHCA U TapaMETPUTE BbB BPh3Ka ¢ 00eMa Ha JayHOPYOUIIMH U ITUTapaOuH, KOUTO JIa CE
ocHOBaBaT Ha Bb3pactTa (0T 1 mo 81 rogmnm), moira, pacara, TEJIECHOTO TETIIO, MHIEKCA Ha TelecHa
Maca 1 Opost Ha OeuTe KPHBHH KJICTKH.

Ileouampuuna nonynayus

HopmanusupanunTe criopen 1o3ata CpeHI CTOHHOCTH Ha eKCIIO3UIIMHTE Ha 001 TayHOPYOHINH 1

uutapabuH, HabJI01aBaHu TIPY TIEMATPUYHY ALMEHTH CIIE/ npuiarane Ha 59 mg/135 mg/m2, ca

CPaBHHMH ChC CTOWHOCTHTE 3a JJayHOPYOMIIMH U UuTapabuH cien npuiarane Ha 44 mg/100 mg/m?
IPH BB3PACTHH.

Tayuenmu 6 cmapuecka 6vb3pacm
dapmakoknHeTHKaTa Ha Vyxeos liposomal mpu nanueHTy Ha Bb3pacT Haja 85 roIuHH Bee OIIle He €
orieHeHa. HsMa HanuyHH HaHHH.

bvbpeuno yspescoane

B®B3 ocHOBa Ha crienMaTHO MPOYYBAHE 32 OLEHKA Ha BIMSHUETO Ha JIEKO J0 TEKKO OBOpPEIHO
yBpeKIaHe BbpXY (apmakokuHeTnkaTa Ha VYXeos liposomal u nmomynannoHeH GpapMakOKMHETHYCH
aHaJn3, M3I0JI3Balll JaHHHU OT KJIMHWYHHU MPOYYBAHHS NIPH MALUEHTH C JIEKO U yMEpEeHO ObOpedHo
yBpEKIaHe, He € Ha0JI01aBaHa 3HaYMMa pasjifKa B KIMPHHCA Ha TayHOPYOUIIMH WM IUTAapaOHH MIpH
HAaLUEeHTH C MPEALIECTBAIIO JEKO, YMEPEHO WU TEKKO ObOPEUHO yBpEKAaHE B CPABHEHUE C
MaIMEeHTHTE ¢ U3X0/IHA HopMaliHa Ob0peuHa GyHKius. He ca m3BecTHH MOTEHIMAIHUTE ePeKTH Ha
0B0peuHo 3a00MsIBaHe B KpaeH CTaauil, JEKyBaHO C TUANTN3a, BBPXY (hapMaKOKHHETHKATA Ha
JayHOPYOHIIMH U IuTapabuH, mpuiaranu noj Gopmara Ha Vyxeos liposomal (Bx. Touka 4.2).

Yeproopobno yspedcoane

dapMaKOKHHETHKATA HA OOMIHSI JAYHOPYOUIIUH U IIUTApaOUH HE Ce IPOMEHS TPU MAIlMEHTH ChC
cToiiHOoCcTH Ha OmupyOuHa < 50 umol/l. dapmMakokHHETHKATA TIPU MAIIUEHTH ChC CTOMHOCTH Ha
onnmpyouna Han 50 pmol/l He e u3BecTHa.

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

ToKCHYHOCTTA ITPU MHOTOKPATHO MpHiaraHe Ha Vyxeos liposomal e u3ciieiBaHa B MpoOy4YBaHuUs 3a
TOKCHYHOCT MPY MHTPABEHO3HA MH(DY3UsI, IPUJIaraHa B JiBa UKBJIA, ¢ 28-THEBHU MEPHOIU HA
BBb3CTAaHOBSIBAHE, IIPU IUTLXOBE U KyueTa. Hexxenanu peakiyu Ha Vyxeos liposomal ce HaOmroaBar
NIPY BCHYKH JI030BH HUBA (HUCKH JI0 JIMTICBAIIM IPAaHUIIN Ha 0€30I1aCHOCT, Bb3 OCHOBA HAa CHCTEMHH
EKCIIO3MITUH) U KaTO ISUI0 Ca B ChOTBETCTBHUE C TE€3H, IOKYMEHTHPAHH 32 HEUTIO30MHUS
JAYHOPYOHIIMH W/WIIM IIUTapaOuH, MPeCTaBIIsIBAIIM IPESAUMHO TACTPOMHTECTUHATTHH U
XeMaTOJIOTMYHHU HaxoJKu. Bernpeku e mapameTpuTe Ha nieHTpanHara HepBHa cuctema (LIHC) u
ChPACYHOCHI0BATA CUCTEMA Ca BKJIIOUCHH B T€3U MPOYUBAHHUSI, IPEABH]] HAOI0[aBaHATA
3200J1eBaEMOCT ¥ CMBPTHOCT, HAMA TOCTATHYHO WHPOPMAITHS, 32 J1a Ce U3BBPIIN HHTETPUPAHA
OIICHKA OT (papMaKOJIOTHYHUTE MPOYUBaHMS 32 Oe30macHOCT Ha Vyxeos liposomal.

He ca mpoBexanu npoy4BaHus 32 FTeHOTOKCUYHOCT, KAHIIEPOT€HHOCT M TOKCHYHOCT 32
penpoayKIusITa € pa3BUTHETO ¢ Vyxeos liposomal. ChiiecTByBat obade npoydBaHUs C OTACITHUTE
CpelcTBa.

T'enorokcnuHoCT

{utapaOUHBT WK HETOBUAT akKTHBEH MeTabomuT Ara-C ¢ MyTareHeH (OakTepuasieH TeCT 3a
MYTareHHOCT) M KJIACTOTeHeH IN Vitro (xpoMo30MHH abepany 1 0OMEH Ha CECTPUHCKH XPOMAaTHIH
(SCE) B uoBerIku JICBKOIMTH) | iN VIVO (xpomo3omuu abepanuu u SCE ananus npu rpuzaun).
Hurapabun npuurHsBa TpanchopMaiys Ha eMOPHOHAIHN KJIETKH OT xamcTep U H43 KiteTku oT mibx
in Vitro u e xmacToreneH 3a MeloTHYHM KJIeTKH. JlayHOpyOHITMH € MyTareHeH (baKTeprajeH TeCT 3a
MYTareHHOCT, TecT V79 kieTku ot xamcTep) u kiactoreret in vitro (CCRF CEM uoBemiku
mumbobaacti) u in Vivo (SCE TecT B MUIIIKH KOCTEH MO3bBK).
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Kanneporennocr

He ca ycranoBenu npoyuBanus ¢ nurapadbus. [lyonukyBanure nanau ¢ Ara-C, akTHBHUST METaOOJIUT
Ha nuTapaOuH, He JaBaT J0Ka3aTeJICTBa 3a KaHLeporeHHocT. OT MyOIMKyBaHUTE JaHHU C
JTAYHOPYOHIIMH Ce Mpe/Ioiara Bb3MOKHa TYMOPOTEHHOCT TIPH TUIBXOBE CIIEA AMHUIHH JO3H OT 5
win 10 mg/kg (0,68 no 1,4 mbTr npenopwsunTennaTa no3a npu xopa (RHD) Ha 6a3a mg/m?).
PabGotnara rpyna Ha IARC (IARC 2000) (MexayHapoaHa areHIus 3a H3CiIeBaHe Ha pakKa
(International Agency for Research on Cancer, IARC)) knacudunupa nayHopyOunus B rpyma 2B —
BB3MO)KHO KaHIIEPOTEHHHU 33 XOpara.

TOKCHYHOCT 32 pENPOAYKIMUATA U PA3BUTHETO

[{uTapaOuHBT € eMOPHOTOKCHYEH MTPH MHUIIKH ¥ TEPATOTCHEH MPU MHIIKH U TUTHXOBE, KOTaTo ce
npuiiara o BpeMe Ha opranoreHe3ata. OcBeH TOBa HUTapaOUHBT MPUYMHSABA AHOMAJIMH Ha TllaBaTa Ha
CIepMaTo30MNTE TIPU MUILIKY M HapyIllaBa criepMaTroreHes3ara npu mrbxose. Ennanyana no3a
IUTapaOWH MPH TUIEXO0BE, IPIIIOKEHA Ha 14-THS IeH OT OpEeMEHHOCTTa, BOJIU 10 HaMaJIsIBaHEe Ha
pasMepa Ha MO3bKa IPEIH U cIie]l paKaHe U MPUUYWHSBA TPAHO HApYIICHHE Ha CIIOCOOHOCTTA 3a
yueHe. JlayHopyOHIIMH € eMOPHOTOKCHYEH U PUYMHSBA MandopMalmy Ha TUIo/ia, KOTaTo ce mpujara
M0 BpeMe Ha OpraHoreHe3aTa npy IbxoBe. JlayHOpyOHIIMH MPUYHHABA TECTUKYIapHa aTpodus 1
TOTAJIHA arjia3us Ha CIIEPMATOIUTUTE B CEMEHHHUTE TYOYIIH MPH KydeTa.

OreHka Ha pucka 3a okonHata cpena (ERA)
OrieHKaTa Ha pUcKa 3a OKOJIHATA cpefia MoKasa, ue He ce ouakBa Vyxeos liposomal na nma
MOTEHIMaIa Ja ObJie YCTOMYHNB, OMOKYMYJIATUBEH MJIM TOKCHUYCH 3a OKOJIHATA Cpea.

6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

HucteapoundochaTuariaxonuH
HucteapoundochaTuauarauiepos
Xonectepon

MeneH riarokoHaT

Tpomamun (3a kopekius Ha pH)
3axapo3a

6.2 HecbBMeCTUMOCTH

To3u JiekapcTBEH MPOAYKT He TPsiOBa Jia ce CMeCBa C PYTH JICKAPCTBEHU MPOJYKTH, C U3KJIIOUCHUE HA
[I0OCOYEHUTE B TOUKa 6.6.

6.3 Cpok Ha rogHoCT

HeorBopeHnu uiakoHu
4 ropuHU.

CrabmiHOCT Ha PEKOHCTUTYHpaHaTa CyCleH3us BbB (uIakoHa

JlokazaHa e XUMU4YHA B (GU3NYHA CTAOWITHOCT TIpH yrioTpeba 3a 4 yaca npu temneparypa ot 2 °C

10 8 °C B u3npaseHo nosioxkenne. OT MUKpOOMOJIOTMYHA TJIeJHA TOYKa MPOIYKTHT TPsiOBa 1a ce
HPUIIOKH BeTHAra, OCBEH aKO METOIbT Ha OTBAPSIHE/PEKOHCTUTYUPaHE/pa3pekIaHe U3KIF0OUBA PHCK
OT MUKPOOHO 3aMbpcsiBaHe. AKO HE ce M3I0JI3Ba BEIHAra, BPEMETO M YCIOBHATA HA ChbXpaHEHHE
npeau ynorpeda ca OTTOBOPHOCT Ha MOTPEOUTEIIS.

CraOuiiHOCT Ha pa3pesieHust HHQY3UOHEH Pa3TBOP
JlokazaHa e XUMU4YHA B pU3NYHA CTAOWITHOCT TIpH yrioTpeba 3a 4 yaca npu Temneparypa ot 2 °C
1o 8 °C.
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OT MUKPOOHOIIOTHYHA TJIEIHA TOYKA POIYKTHT TPSIOBa Jla ce MPUIIOKH BeJJHAra, OCBEH aKO METOIbT
Ha OTBapsHE/PEeKOHCTUTYHPaHe/pa3perkIane H3KII0YBA PUCK OT MUKPOOHO 3aMbpCsBaHe.

AKo He ce U3M0J3Ba BeJHara, BpeMeTo 1 YCIOBUATa Ha ChXpaHeHHe peIn yroTpeda ca OTTOBOPHOCT
Ha MMOTPEeOUTEIS.

MakciMaIHOTO 00II0 BpeMe Ha ChXpaHEHHUE 32 PEKOHCTUTYHPAHHS IPOIYKT BB (prlakoHa U
PEKOHCTUTYHpPaHHUs TPOJYKT, pa3peicH B MH(Y3UOHEH CakK, € 10 4 yaca npu Temreparypa ot 2 °C 1o
8 °C.

6.4 ChenmnaJHM ycJI0BHUS HA ChbXpaHeHHUe

Ia ce cexpansBa B xnmaauiHuk (2 °C - 8 °C).

CoxpansBaiiTe (1akoHa B OpUTHHAJIHATA OIIAKOBKA, 3a Ja ce Mpe/ra3u oT cBeTanHa. [la ce chxpaHsBa
B U3IPABEHO IOJIOXKEHHE.

3a yclioBusiTa Ha ChbXpaHEHUE CJIe]l PEKOHCTUTYHPAHE U pa3pekIaHe Ha JICKAPCTBEHHS MTPOIYKT BHXKTE
TOo4ka 6.3.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

®nakoH (cTeiio Tum 1) ot 50 ml che 3amymranka (x10poOyTHIIOBa TyMa) M OOKaTKa (aTyMUHUI),
chabvpkan 44 mg nayHopyounms u 100 mg urapaOu.

Bcesika omakoBka cpabpxka 1 ¢umakoH, 2 ¢urakoHa wiu 5 durakoHa. He BCHYky BHIOBE OMTaKOBKU MOTaT
na ObaaT MycHATH Ha Ma3apa.

6.6 CnenmajHu npeanasHu MEPKH MPH U3XBHPJIsiHE U padoTa
Vyxeos liposomal ¢ IUTOTOKCHYEH JICKapCTBEH MPOIYKT. TpssOBa aa ce cra3Bar MpHIOKUMHUTE
CIICIMAJIHY MPOIICAYPH 3a paboTa U yHHIIOKaBaHe. [IpOIyKTHT € mpeIHa3HaueH caMo 3a eJHOKpaTHA

ynorpe0a.

HHCTpYKIINH 32 NPUTOTBSIHE:

o Onpenenere no3ata u 6post Ha (aakonute Vyxeos liposomal Bb3 OCHOBa Ha TeJiecHaTa
MOBLPXHOCT Ha OTIEJTHUS MAI[MEHT, KAKTO € TIOCOYCHO B TOUKa 4.2.

) W3panere moaxousmius 0poit Guakonu Vyxeos liposomal oT XjiaiuiHUKa B TH TEMIIEpUpaTe
1o craiina temmeparypa (15 °C no 30 °C) B mpoabsmkenue Ha 30 MUHYTH.

. Crnient ToBa peKOHCTUTYHpaiiTe Beeku ¢utakon ¢ 19 ml crepuiina Bojia 3a MHXKEKITUH, KaToO
usnon3sare 20 ml cipyHIIOBKA, ¥ BeJHAra CJie]] TOBa BKIIIOUETE TaiiMepa Ha 5 MUHYTH.

o BuumaresHo BepTeTe (hiakoHa B MPOAbIKEHUE HA 5 MUHYTH, KaTo Ha Bceku 30 CEKyH/TH JIEKO
ro oOpbIare.

o HenetiTe na 3arpsiBaiiTe WM €HEPriUYHO J1a BBPTHUTE WK TPhCKATe (IIaKOHA.

o Cren peKOHCTUTYHpaHEe TO OCTAaBETe B MOKOM 3a 15 MUHYTH.

o PeKkoHCTUTYUpaHUAT TPOIYKT TPAOBA J1a € MBTCH, JIWJIAB Ha I[BSIT, XOMOT'CHEH, Ha MIPaKkTHKa 0e3
BHIMMH YaCTHITH.

o AKO pEKOHCTHTYHPAHUST MIPOIYKT HE ce pa3pelin He3a0aBHO B MH(Y3HOHEH cak, Jia ce
cbxpaHsBa B xjaawiHuk (2 °C no 8 °C) B npoxbinKeHUe Ha Iepuo Ao 4 gaca.

o Cries1 cbXpaHEHHETO Ha PEKOHCTUTYHUPAHHS TIPOJYKT BbB (DJIaKOHA B POIBDKCHUE HA TIEPHO.T

1o 4 gaca nipu Temrieparypa Mexay 2 °C no 8 °C B u3npaBeHO MOJIOKEHUE PEKOHCTUTYUPAHUSAT
MPOAYKT Ha3abaBHO TpsiOBa 1a ObJe paspencH B MH(PY3UMOHEH pa3TBOp U Jia Objie HanpaBeHa 90-
MUHYTHA UH(Y3HSL.

o PexoHCcTUTYMpaHHUAT NPOAYKT BBB (pJIakoHa M PEKOHCTUTYHPAHUAT NPOIYKT, pa3peacH B
WH(Y3UOHEH Pa3TBOP, ca CTAOMIIHYU 32 MAKCUMAIHO 000 BpeMe Ha ChXpaHEeHHE B
MPOABIDKEHNE Ha MepHoA 10 4 yaca, KOraTo ca CbXpaHsABaHU IPU TeMIIepaTypa MexXIy
2 °C no 8 °C. 4-4yacoBusT nepuo Ha CTAOMIIHOCT Ha PEKOHCTUTYHPaHUS IPOIYKT BbB
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¢yrakoHa He MO3BOJISBA AOITBJIHUTEINICH 4-4acOB MEPUO Ha CTAOMITHOCT, CIIE/T KaTo
HOAXOAAIIATA 1032 OT PEKOHCTUTYHPAHUs (DIIAKOH ce pa3pean B HH(Y3HOHHUS Pa3TBOP.
o0  4-4acoBUST EpHOA HA CTAOUITHOCT, KOTaTO Pa3peieHUAT PEKOHCTUTYUPAH MIPOAYKT B
MH(Y3MOHEH CaK ce ChbXpaHsiBa npu Temneparypa Mexay 2 °C no 8 °C, He BkItouBa
BpPEMETO HYXHO 32 peKOHCTHTYIHATa Win 90-MuHyTHaTa HHDY3HUS.
o PazpenenusaT nndy3noHeH pa3TBOp He3abaBHO TPsiOBa 1a Obae MpUIIOXKeH upe3 90-
MUHYTHa HH(]Y3us cief 4-4acoBUs MEPUOJT Ha CTAOMITHOCT.
o N3zuncnere obema Ha pekOHCTUTYyHpaHus Vyxeos liposomal, kaTo usmnon3BaTe cieaHaTa
¢dopmyna:
[Heo6xomum 06eM (ml) = no3ara mayHOpYOMIMH (Mg/m?) X TelecHaTa IOBBPXHOCT Ha
namuenta (m?) /2,2 (mg/ml)]. KonnenTpanusta Ha peKOHCTUTyUpaHus pastBop e 44 mg/20 ml
(2,2 mg/ml) naynopyourmn u 100 mg/20 ml (5 mg/ml) nurapadun.

o [Ipenu na n3rernuTe KOHIEHTPATA 32 pa3pekaaHe, BHUMATEITHO OObPHETE BCCKH
(dmakoH 5 meTH.
. Upes acenTryHa TEXHUKA U3TETIIETE U3UUCICHUI 00eM peKOHCTUTYHpaH Vyxeos liposomal ot

(hakoHa(UTE) ChC CTEPUIIHA CIIPUHIIOBKA M TO IPEXBBPJICTE B MHPY3HUOHCH CaK,
ceawprkant 500 ml varpuer xiaopun 9 mg/ml (0,9%) nHKEKIIMOHEH Pa3TBOP WK 5% TITI0K03a.
B®B (iakoHa MoXe J]a OcTaHe 0CTaThYCH MPOAYKT. M3XBbpIieTe HEU3MOI3BaHATA YacT.

o BaumatenHno o0bpHeTe caka, 3a 1a cMecuTe paszrBopa. [Ipu paspeknanero Ha
PEKOHCTHUTYHUPAHHS TPOAYKT, TIOJYIESHUST Pa3TBOP € TBMHOJIMIIAB, OIYTIPO3paveH U
XOMOTCHEH.

o Axo pa3peneHuT HH(PY3MOHEH Pa3TBOP HE Ce U3I10JI3Ba He3a0aBHO, a CE€ ChXPaHsBA B
xmagunHUK (2 °C mo 8 °C) B mpoabbKeHHe Ha TIepro 10 4 Jaca.

o BHuMaTtenHo oObpHETE caka, 3a 1a CMECUTE Pa3TBOpa CJIe]] OXJIAKIAHETO.

HHCTpYKIIMH 332 TPUI0KEHHUE

o He cmecnaiite Vyxeos liposomal u He npunaraiite mon ¢popmara Ha HHPY3HS C APYTH
JIEKapCTBEHU IIPOAYKTH.
. [Mpunaraiite Vyxeos liposomal upe3 HenpekbcHaTa HHTPaBeHO3HA HH(PY3HUS B IPOABIDKEHHE

Ha 90 MuHYTH upe3 HH(PY3MOHHA TIOMIIA IPe3 HEHTPaJICH BEHO3EH KaTeThp WIH nepudepHo
BBBE/ICH LICHTPAJICH KaTeThp. Moe Ja ce M3I0J13Ba BrpajcH MeMOpaHeH QUITHp 3a
uHTpaBeHO3HaTa nHDY3us Vyxeos liposomal, mpu ycroBre ue MUHUMATHHUAT THAMEThbp Ha
nmopuTe Ha GUITHPA € MO-TOJISIM WIIM PaBeH Ha 15 pum.

o Cren pUIIOKEHUETO Ha JIEKapCTBEHHSI TPOILYKT IPOMHUHTE CUCTEMATa C HaTPUEB
xyopua 9 mg/ml (0,9%) nHxeKUnOHEH Pa3TBOP.

To3u nekapcTBeH MPOAYKT MOJKE J1a HOCH MOTEHLIMAJIEH PUCK 3a OKOJIHATA Cpea nopanu
LUTOTOKCUYHOTO U aHTUMUTOTHYHOTO CH JICHCTBHE, KOETO MOKE Ja MIPEIU3BUKA B3MOKHH
PenpoayKTUBHH epeKTH. Bcruukn MaTepuaiu, 3MoN3BaHy 3a pa3pexkaaHe U NpuiIokeHne, TpsoBa 1a
C€ U3XBBPJIAT CHIIIACHO MECTHHUTE MIPOLEAYPH, TPHUIOKUMHU 332 U3XBBPISTHETO Ha aHTMHEOITACTHYHHU
cpeacTBa. Hem3noa3BaHMAT JIEKapCTBEH MPOAYKT WIX OTHaIbUHUTE MaTEpUalId OT HEro TpsiOBa z1a ce
M3XBBPIAT B ChOTBETCTBUE C MECTHUTE M3MCKBAHUS 3a IMTOTOKCUYHH CPEJICTBA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Jazz Pharmaceuticals Ireland Ltd
5th Floor

Waterloo Exchange

Waterloo Road

Dublin

D04 E5W7

Npnannus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/18/1308/001 1 ¢nakon

EU/1/18/1308/002 2 ¢akona
EU/1/18/1308/003 5 ¢urakona

9. JATA HA ITBPBO PASPEIIABAHE/IIO/JTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pa3pemanane: 23 aBryct 2018 r.
Jlata Ha nocneguo nogHoBsBaHe: 05 roru 2023 T.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2026

[MonpoOHa nH(popMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JiekapcTaaTa https://www.ema.europa.eu
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HPUJIOKEHHUE I1

MPOU3BOJUTEJ(A) OTTOBOPEH(HU) 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NI OT'PAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMSA ITPOAYKT
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A. IPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXKIABAHE HA ITAPTUIN

HwMe 1 afipec Ha TPOU3BOJIUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA TAPTHIUTE

Jazz Pharmaceuticals Ireland Limited
5th Floor

Waterloo Exchange

Waterloo Road

Dublin

D04 E5W7

Wpnannus

b. YCJIOBUA UJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTIYCKa MO OrPaHUUCHO JeKapcKo npeanucanne (Bx. [Ipunoxenne I:
Kpatka xapakTepucTika Ha IPOIyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSA U UBNCKBAHUS HA PABPEHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokaanau 3a oezonacuoct (ITA/IB)

Usuckpanusra 3a mogaBane Ha [TAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B CIIHCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npeasuaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCHYKH CIIeIBAIN aKTYyaIN3alHH, ITyOJMKYBAaHN HA €BPONEHCKUS
yeOropTain 3a JeKapcTaa.

[IpurexarensaT Ha pa3pernenneto 3a ynorpeda (IIPY) tpsadsa na momane mepsus [TA/Ib 3a To3m
MPOAYKT B CPOK OT 6 Mecela cie pa3pelraBaHeTo 3a ynorpeoa.

I. YCJIOBUA NJIN OT'PAHUYEHUA 3A BE3OITACHA 1 E@QEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[TputexaTenst Ha paspeweHurero 3a yrnorpeba (IIPY) tps0Ba na u3BbpIIBa H3UCKBAHUTE AEHHOCTH U
JIEMCTBUS, CBBP3aHU C TIPOCIIe/siBaHe Ha JIeKapcTBeHaTa 0e301acHOCT, MocoueHH B 0700penus [TYP,
npezcraBed B Moayn 1.8.2 Ha pa3penienuero 3a ynorpeba, KakKTo U BbB BCUYKH CIIC/IBAIIH 0JJO0pEHH
akTyanu3auuu Ha [TYP.

Axryanusupan [IYP TpsiOBa na ce moxasa:
e 110 nckaHe Ha EBpomneiickara areHnusl 1o JIeKapcTBara;
® BUHAry, KOraTo ce U3MEHs CHCTeMaTa 3a yIpaBJIeHHE Ha PUCKA, OCOOEHO B pe3ysTaT Ha
MoJTy4aBaHe Ha HOBa MH(OpManys, KOSATO MOXKe Aa AOBEJE 10 3HAYMMHU IIPOMEHH B
CHOTHOILECHUETO MOM3a/PUCK, WU CIIe]l JOCTUTAaHE Ha BayKeH eTarl (BbB BPB3Ka C
[IpOCIIe/IIBaHE HA JISKapCTBEHAaTa 0€3011aCHOCT WJIN CBEX/IaHE HA PUCKA 0 MUHUMYM).
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA

24



A. JAHHHU BbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbAbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Vyxeos liposomal 44 mg/100 mg npax 3a KOHIICHTPAT 3a HH(PY3UOHEH PA3TBOP
JAyHOPYOUIINH/TUTapaObuH

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

Bceku ¢uiakon chabpika 44 mg naynopyourma u 100 mg nurapabus.

Cren npuroTBsiHe pa3TBOPBT ChABpPXKA 2,2 mg/ml nayHopyOouuH u 5 mg/ml nutapabuH, BKIIOYCHH B
JUTIO30MH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

CrI10 Taka chappika: qucTeaporiochaTUAMIXONNH, TUCTeaporihochaTUIUITIUIEPOIT,
XO0JIECTepOJ1, MEJICH INIIOKOHAT, TPOJIAMHH H 3aXapo3a.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[1pax 3a KOHLIEHTpAT 3a HH(PY3UOHEH PA3TBOP
1 ¢pnakon

2 ¢makonHa

5 ¢nakona

| 5. HAYMH HA MPUWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

IMpeau ynotrpeba npovereTe JINCTOBKATA.
HHTpaBeHO3HO IPUIIOKEHHE CIIe]l PEKOHCTUTYHPAHE U pa3pexkiaHe
Cawmo 3a emHOKpaTHA yroTpeoa.

6. CIIEHUAJIHO IPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO, JAJIEYE OT IIOI'JIEJA U TOCET' A HA JIETTA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

IuroTokcnyHO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

CpXpaHsBaiiTe B XJIaIWITHHK.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa c€ TMPEAIa3u OT CBETINHA.

CoxpaHsBaiiTe B H3MPABEHO MOJIOKEHHE.

10. CHELHUAJIHU MPEANTASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTH NN OTITAABYHHN MATEPHAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Jazz Pharmaceuticals Ireland Ltd
5th Floor

Waterloo Exchange

Waterloo Road

Dublin

D04 ESW7
Wpnannus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/18/1308/001 1 ¢nakon
EU/1/18/1308/002 2 ¢axona
EU/1/18/1308/003 5 ¢nakona

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHMeE 12 HE ce BKIOUM nH(opManus Ha bpaiinoBa a30yka.
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‘ 17.  YHUKAJIEH WIAEHTUO®UKATOP — JIBYU3MEPEH BAPKOJ

JIByn3aMepeH 6apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJIAHE

Vyxeos liposomal 44 mg/100 mg npax 3a KOHIICHTPAT 3a HHPY3UOHEH PA3TBOP
JIAyHOPYOUIIMH/IUTapaOuH
1.V. IPHJIOKCHHUE CIIC PEKOHCTUTYUPAHE U Pa3pekaaHe

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. HHAPTUJAEH HOMEP

[MapTuna:

| 5.  CBbJIBPKAHUE KATO MACA, OBEM WJIY EJJMHULIMA

| 6.  JIPYTO

uToTOKCUYHO
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Vyxeos liposomal 44 mg/100 mg nmpax 3a KOHIEeHTPAT 3a HH(Y3HOHEH Pa3TBOP
nayHopyounuH (daunorubicin) u nutapaduH (cytarabine)

IIpoyereTe BHUMATEIHO LAJIATa JIMCTOBKA, IIPEIH 1A 3all0YHeTe a IpHeMaTe TOBA JIEKapcTBO,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO uMate HAKaKBH JOBJIHUTEIHN BBIPOCH, NToNUTaiTe Bamus nexkap uin MequIiHCKa
cecTpa.

- AKO NIOITyYHnTe HAKAaKBU HEXEJIAHU peakluy, yBeAoMeTe Bamus tekap WM MeJuIMHCKa
cecrpa. ToBa BKIIIOUBA U BCUUKH Bb3MOKHU HEXEIIAHW PEAKLIUU, HEOIMCAHU B Ta3U JINCTOBKA.
Buxre Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasmsBa Vyxeos liposomal 1 3a KakBo ce U3M0OI3Ba

Kakso TpsiOBa ma 3naere, mpenu aa Bu 6b1e npunoxen Vyxeos liposomal
Kak me Bu 0b1e npunoxken Vyxeos liposomal

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak nma cexpansBate Vyxeos liposomal

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacrasiasia Vyxeos liposomal u 3a kakBo ce u310J13Ba

KakBo npeacrasiasiBa Vyxeos liposomal

Vyxeos liposomal nprHaanexu KbM TpyIia JIeKapcTBa, HAapeUeHH ,,aHTHHEOTUTACTHYHHU CpeAcTBa”,
W3II0JI3BaHM IpH pak. Toil chabpika ABE aKTHBHU BEIIECTBA, HAPEUCHU ,,IayHOPYOUIIMH U
,IUTapadbuH”, moj popMara Ha MaJIKW YaCTHUIIM, U3BECTHHU KaToO ,,JIUITO30MH .

Te3n akTUBHU BEIECTBA JISHCTBAT MO Pa3IMYHN HAYMHH, 32 J1a yOUBAT paKOBUTE KIIETKU, KATO
BB3NPENATCTBAT TEXHUS pacTexX U AeneHe. OnaKoBaHETO UM B JIUIO30MH YABJIXKAaBa TIXHOTO
JIeCTBHE B OpraHMW3Ma M UM TToMara Jia HaBjIu3aT U 1a yOuBaT paKOBUTE KIICTKH.

3a kakBo ce u3noassa Vyxeos liposomal

Vyxeos liposomal ce u3mo3Ba 3a ieueHHe Ha MAIMEHTH ¢ HOBOJMATHOCTUIIUPAHA OCTPa MUETIONIHA
JieBkeMus (pak Ha OenuTe KPbBHM KJIETKH). TOM ce jaBa, KOraTo JICBKEMUATA € IPUUUHEHA WU OT
NPEIXO/IHY JIeYeHH (M3BECTHA KAaTO CBBbp3aHa C JeYeHHE OCTPa MHUEJIOH/IHA JICBKEMHUSI ), HITH KOT'aTo
Ca HAJIMIC N3BECTHU IMMPOMEHHU B KOCTHUA MO3BK (I/I3BCCTHI/I KaTO OCTpa MHUEJIONHA JICBKEMHA C
NPOMEHHU, CBbP3aHH C MUEJIOTUCILIA3HS).

2. Kakso TpsdBa n1a 3Haere, npeau Aa Bu 6bae npuioxen Vyxeos liposomal

He TpsioBa 1a Bu ce mpusara Vyxeos liposomal
. aKo CTe aJeprYHH KbM aKTUBHHUTE BEIIeCTBa (IayHOPYOHUIIMH WM IUTapabuH) WM KbM HAKOS
OT OCTaHAJIMTE ChCTABKH HA TOBA JIEKAPCTBO (M30pPOCHU B TOUKA 6).

IpenynpesxaeHust U NpeanasHu MepKH
Bammat nexap e Bu HabmroaBa 1mo BpeMe Ha jJedeHuneTo. ['oBopere ¢ Bamms iekap niam
MEIUIMHCKA cecTpa, npenu na Bu 6bae npunoxen Vyxeos liposomal:
o aKo MMaTe HUCHK OpOi TPOMOOIMTH, YEPBEHH WK O€JIM KPbBHH KJIETKH B KpBBTa (Ipean
HAYaJI0TO Ha JIeYeHHETO e Bu Obe HanmpaBeHOo n3cnenBaHe Ha KPbBTa). AKO TOBA BaXKH 32
Bac:
- BamusaT nexap Moxke cbIlo Taka Aa Bu nmpennuine sekapcTso, koeTo 1a Bu npeanasu ot
UHEKIIYA.
- Bammwsr siekap cbino me Bu n3cnensa 3a Hanmnure Ha MHQEKIIMY 110 BpeMe Ha JICUYCHUETO.
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o aKO HIKOTa CTE UMAJId ChP/ICUCH MPOoOJIeM Wi WHPAPKT WIH CTE IPUSMAITH TIPS TOBA
AHTPAIMKIMHOBY ITPOTHBOPAKOBH JIeKapcTBa. AKO TOBa ce OoTHacs 3a Bac, Bammsr siekap Moxe
Jia IPOBEPU ChpeuHaTa Bu eifHoCT npen 3anovYBaHe v Mo BpeMe Ha JICYSHUETO.

. aKo cMATaTe, 9e MoXke 11a cte OpeMenHa. TpsOBa fga u3noisBaTe eeKTHBEH METO 3a
KOHTpAIeIIHs, 32 Ja u30ernere 3adpeMeHsIBaHe (WIH, aKO CTE MBX, BaiiaTa nmapTHpOpKa) 1o
BpeMe Ha JICYCHUETO U Ipe3 clieABanTe 6 Mecela ciie/l mpruiarane Ha ocieaHaTa J03a.

o aKO TIOJIYYHTE AJICPTUYHH PEAKINH (CBPBXUYBCTBUTEIHOCT). Bamust gekap Moxke 1a peKbCHE
WU J1a TIPEKPAaTH JICUCHUETO, MK Jia 3a0aBH CKOPOCTTA Ha WH(Y3usaTa Bu npu nposiBu Ha
CBPBHXUYYBCTBUTEIHOCT.

. aKo CTe uManm mpobeMu ¢ OBO0pennTe Wik YepHus apod. Bammsar nekap me Bu HaGmrogaBa mo
BpEME Ha JICUCHHUETO.

o aKO HIKOTa CTE CTPaJalid OT 3a00JIsIBaHe, U3BECTHO KaTo 0O0JIeCT HA YHIICHH WIIH JAPYTO

HapyIIeHre B 0OOMsSHaTa Ha MeTa, Thil KaTo Vyxeos liposomal chabpika chbCcTaBKa, H3BECTHA
KaTo MeJleH TITFOKOHAT.
o aKo TpsOBa Jia MOYYNTE BAKCHHA.

ITo Bpeme Ha neuenuero Bamusr sekap me Bu HaO1r0/1aBa 110 OTHOIICHKE Ha 00110TO BU
3IIpaBOCIIOBHO CHCTOSIHKE M MOXe Ja Bu npeamnuiue u Apyry gekapcTsa, KOUTO A2 MOATIOMAarat
Bamnrero neyenune npeayu win 1o BpeMe Ha IpueMa Ha Vyxeos liposomal. AKo HSIKOE OT TOCOUYEHHUTE
Mo-Tope ce oTHacs 3a Bac (1in ako He cTe CHT'YpHHU B HElIO), ToBopeTe ¢ Bammms nekap, GpapmaneBt
WM MEIUIIMHCKA cecTpa, npeau Aa Bu 0b1e npunoxen Vyxeos liposomal.

Jeua v roHomM
Vyxeos liposomal He ce mpenoppyBa 3a yroTpeda mpH Jera v I0HOIIN Ha Bh3pacT mox 18 roauan.

Apyru nexkapcrBa u Vyxeos liposomal

TpsiOBa na kaxxere Ha Bamms nexap Wi MEeJUIMHCKA CECTpa, aKo pueMare, HaCKOPO CTe MpHUeMan
WM € BB3MOXKHO J]a TIPUEeMeTe APYTH JiekapcTBa. ToBa e Taka, 3amoro Vyxeos liposomal moxe na
IIOBJIMAC HAa HAYMHA Ha I[eP'ICTBPIG Ha HAKOU JPYTrU JICKApCTBA. C’LH_IO TaKa, HAKOU JPYTH JICKapCTBa
MOTaT Jia TIOBJIUSAT Ha HauMHa, 110 KOWTO JeiicTBa Vyxeos liposomal.

[To-cnenmanHo, kKakeTe Ha Bamus jiekap wiIu MEJUIMHCKA CECTPa, aKO MpUeMaTe HIKOe OT CISTHHUTE
JeKapcTBa:

o IPOTHBOPAKOBH JIEKApCTBA, KOUTO MOTAT JIa 3aCErHaT chpueTo By, KaTto 1okcopyOuImH.

. JIeKapcTBa, KOUTO MOTaT Jia 3acerHar yepHust Bu npoo.

BpeMeHHOCT 1 KbpMeHe

Bue He Tpsi6Ba 1a u3nonzsare Vyxeos liposomal 1o Bpeme Ha OpeMEHHOCT, THi KaTo TOBa MOXeE Ja €
BpeHO 3a Oebero. V3non3BaiiTe eeKTUBEH METO/] 32 KOHTPALIEIILHS 10 BpeMe Ha JIEYEHHETO U B
npobDKeHne Ha 6 mecera cien Hero. MHGopMupaiite Bamms nekap He3abaBHO, ako 3a0pemMeHeeTe
TI0 BpeMe Ha JICYCHHETO.

He tpsi0Ba na kbpMHTE, TOKATO ce JieKyBaTe ¢ Vyxeos liposomal, Thif KaTo TOH MOXE Jia € Bpe/IcH 3a
OebeTo.

Axo cte 6peMeHHa WJIK KbPMHUTEC, CMATATEC, UC MOKE J1a CTC 6p€MCHHa, HJIU IUIaHHUpaTe 6peMeHHOCT,
IOChBETBalTE ce ¢ Bamus JICKap, mpeau na Bu 6’[),[[6 MOPUIIOKCHO TOBA JICKAPCTBO.

KonTpauenuusi npu Mmbike
Wznon3aiiTe eeKTUBEH METO] 32 KOHTpALEIIHs 10 BpeMe Ha JIedeHHeTo ¢ Vyxeos liposomal u B
MpOABIDKEHNE Ha 6 Mecela e/l Hero.

Hlopupane u padora ¢ MAlLIMHK

Moske na mouyBCTBaTe CHHIMBOCT WM 3aMaiiBaHe, ciell kato Bu e npunoxen Vyxeos liposomal. Ako
TOBA C€ CIIy4H, He modupaiTe U He U3IOJI3BANTE HHCTPYMEHTH MM MAIIUHHU.
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3. Kak me Bu 0b1e npusioxken Vyxeos liposomal

Vyxeos liposomal TpsioBa 12 Bu Obie IPHIOKEH OT JieKap MM MEUIUHCKA CECTPa C ONUT B
JICYCHUETO Ha OCTPa MUEIIOMTHA JICBKEMUSI.

o Vyxeos liposomal ce npunara kankoBo (kaTo nH(Y31sl) BbB BeHaTa.

o [TpoabmkuTenHOCTTa HA HH(Y3HTA € SUH Yac U nojoBuHA (90 MUHYTH).

BammsT nexap uim METUIIMHCKA CecTpa e N3YHCIH 103aTa Ha JIEKapCTBOTO B3 OCHOBA Ha Bamrero
TErJIO U BUcounHa. JleueHuero e Obje nMpuiiarano Ha Kypcose. Bceku Kypce ce npuiara KaTo
oTNIeTHA MH(Y3UH U 1€ Ce MpHUIara B OTIEITHA CEIMHUITH.

Crnen mbpBUsI KypC Ha JieueHUe BamusT ekap e pery Aainy e MoIyduTe TOMbIHUTEIHI KypCcoBe
Ha JICUCHUE B 3aBUCUMOCT OT TOBA, KaK Ce MOBIUSIBATE OT JICUCHUETO U Ay TIOJy4aBaTe HIKAKBU
He)XeJIaHW JIEKapPCTBEHU peaklri. Bammsr rekap 1ie nmperern Kak pearupare Ha JISYeHHUETO CIe]T
BCEKH KypC.

o I[To Bpeme Ha BpBUS Kypc - UHPY3us me Bu 0b1e npunoxkena B quute 1, 3 u 5.
o [Tpu nmo-HaTaThIIHU KypcoBe - nH(Y3us e Bu O6b1e npunoxena B naute 1 u 3. ToBa Moxe aa
ce TIOBTOPH, aKO € HeOOXOIMMO.

Hokaro nonyuaBate jgeueHne ¢ Vyxeos liposomal, BamusT gekap e u3BbpIBa peloBHA
M3CIEBaHMs Ha KPBBTA, 3a /1a IPELICHU KaK pearupaTe Ha JCUYCHUETO U Jja IPOBEPH JaJIU IO MOHACSTE
nmoOpe. Bamust nexap Moske ChINO Aa MpoBepH (QyHKIUATa Ha ChpIeTo Bu, Thil kKaTo Vyxeos
liposomal Moxe fa st oBJHsIE.

Axo Bu 0b1e mpuiiokeHa moBeye 0T HeodxonuMaTa g03a Vyxeos liposomal

Tosa nexapcTBo e Bu 6b1€ npunarano B 00JIHUIIA OT JIeKap WIN MEAUIMHCKA cecTpa. Borpeku ue e
MaJIKo BEpOsATHO 1a Bu Obae npuioxeHa noseue oT HeoOX0JMMaTa 103a OT JIEKapCTBOTO,
uHpopmupaiite Bamms nekap niny MeIUIMHCKA CECTPa, aKO UMATe HAKAKBU IPUTECHEHUS.

Ako NMPONMYCHETEC HAZHAYCHU S Bu uac
CB’Lp)KeTe ce ¢ Bamms JICKAp W MCIUIUHCKA CECTPa Bb3MOXKHO Haﬁ—cxopo.

AKO uMate HAKaKBH JIOMTBJIHUTEIHHA BBIIPOCH, CBBP3aHHU C YIIOTpedaTa Ha TOBa JIEKapCTBO, IOMUTANTE
Bamms nexap win MEJUIMHCKA cecTpa.

4, Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuukn JICKApCTBA, TOBA JICKAPCTBO MOXKE 1a NTPECAN3BHUKA HCIKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

Cep1o3Hu He:KeJIAaHU PeaKlMi, KOUTO MosKe [1a 3acerHat noseve ot 1 Ha 10 ayumu (MHOro yecTH)
Vyxeos liposomal Mosxe 1a Hamanu Opost Ha OenTe KPBBHU KIIETKH, KOUTO ce OopsT ¢ nHpeKuusTa,
KaKTO M Ha KPbBHUTE KJIETKH, KOUTO MIOMAaraT Ha KPbBTa J1a Ce ChCHpBa (TPOMOOIMTH), KOETO BOIH 10
HapyIIeHHUs Ha KPbBOCHCHPBAHETO, KaTO KbPBEHE OT HOCA M 00pa3yBaHe Ha CHHHHU. VyXeos
liposomal Moye 2 IPUYMHY ChP/ICYHH MPOOJIEMH M YBPEXKIaHE Ha ChPACYHUSI MYCKYJI.

3aroBa Tpsi0Ba aa yBenomuTe Bamust jJiekap He3a0aBHO, aKO MOIYYHTE:

o Tpecka, BTprcaHe, OOJIKH B I'bPJIOTO, KAIIUTUIIA, SI3BU B yCTaTa WK IPYTH CUMIITOMH Ha
UHEKIHS;

o KbPBEHE WM CHHUHU Oe3 HapaHsBaHE;

o 0oJka B I'bpAUTE WU OOJIKa B KpaKara;

o HEIOCTHUT Ha BB3IYX.

HNndopmupaiite Bamms ekap, ako MOTy4UTE HIKOS OT W30POCHUTE MO-TOPE HEXKEITaH! PEaKIIHH.
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Jpyru HexKeJlaHH peakiuu

MHoro 4ecTH HeXEJIaHU peakiuu (MoKe J1a 3acernar nosede ot 1 Ha 10 qymim):

. HaMaJsIBaHe Ha Opost Ha TPOMOOIIUTHTE (KJICTKH, KOMTO TTOAIIOMAaratT KpbBOChCHPBAHETO),
KOETO MOXKE J1a IPUYMHA CHHUHU WIH KbPBEHE

o TpecKa, 4YeCTO C JPYTY MPU3HAIM Ha UH(EKIUS, TOpaJd MHOTO HUCKHUS Opoii Ha OeJiuTe KPhbBHU
kIeTkH ((pedpumHa HeyTpoIIeHus ),

o OaBeH, Obp3 WM HEPABHOMEPEH CHPJICUYCH PUTHM, IPhAHA 00JKa (KOSTO MOXKE /1a € MPU3HAK Ha
WHDEKITH);

o poOJIEMHU ChC 3PEHUETO, 3aMBIITICHO BIDKIAHE;

. 00JIKa MM OTOK Ha JIMTAaBUIINTE HA XPAaHOCMUIIATEIIHATA chcTeMa (MyKO3HT) WA OOJIKa B
KOpeMa, 3areK, 3aryoa Ha areTuT, quapus, raJcHe Wi OBPbhIIAHE;

. 3auepBsIBaHE HA KOXKaTa, 0OPUBH, MyCKYJIHU OOJIKH, TTIaBoOOJIHE, OOIKA B KOCTUTE, DOJIKA B

CTaBUTE, yMOpa, TeHEPATU3UPAH OTOK, BKIIFOYUTEIIHO MO[yBaHE Ha PHIIETE U KPAKaTa;
IJIaBO0ONHE, 3aMasHOCT, 0OBPKAaHOCT, 0€3CHHUE, OE3MOKONCTRO;

O0BOpeUHa HEIOCTATHYUHOCT;

3a1yX, KalllJIMI[a, TEYHOCT B OCIUTE JpOOOBE;

ChpOCIK;

KbPBEHE;

IIOBUIICHO Kp’bBHO HaJIsIraHe WUJIN ITOHU>KAaBaHEC Ha Kp'I)BHOTO HaJIsAraHE,

BTpHCaHe, HUCKa TeJecHa TeMIepaTrypa Wil BUCOKA TeJIECHA TeMIlepaTypa.

3aCHJIEHO IIOTCHE

YecTH HEXENAHU peaknuu (Moe Ja 3acerHat He moBeue oT 1 Ha 10 nymm):

o HamaJsBaHe Ha Opos Ha YEPBEHHUTE KPBBHH KIIETKH (aHEMHS), KOETO BOAM 0 yMOpa U ciabocT

o 0BOpevHa HEOCTATHUYHOCT U OTKJIOHEHHUS B PE3yATATUTE OT KPBBHH TECTOBE, ABJDKAIIM CE Ha
MacoBa CMBPT Ha PAKOBHUTE KIETKH (CHHAPOM HA TYMOPEH JIU3HC);

o CTOMAIITHY CMIa3MH WM TIPEKOMEPHO 00pa3yBaHe Ha ra3oBe;

o MPEKOMEPHO M3MOTSIBAHE MPe3 HOILTA

o KocoraJ.

HeuecTu Hexxenanu peakuuu (Moxe ja 3acernat He noeue oT 1 va 100 xymm):
o CKOBAHOCT ¥ OOpHUB Ha PBIETE U KpakaTa (CHHAPOM Ha NMaJIMapHO-TUIaHTapHA
ePUTPOIN3ECTE3HSI).

Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKO TIOJTyYnTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIMK, yBeoMeTe Barus nekap, hapManeBT Win
MeIUIMHCKa cecTpa. ToBa BKIIOYBAa BCHYKH BE3MOYKHU HEOITMCAHH B Ta3H JIMCTOBKA HEXKEJIAHH
peakuuu. MoxeTe ChIIO J1a ChOOIMTE HEXKEJIAaH! PEaKLUU TUPEKTHO Ype3 HAIlMOHAJHATA CHCTEMa 32
cboOmmaBane, nocoueHa B [Ipunoxenue V. Karo cro0maBare HexeaHn peakluy, MOKETe J1a JaJieTe
CBOSI IPHHOC 3a NOJTyYaBaHe Ha MOBeYe HH(POPMAIMs OTHOCHO 0€3011acHOCTTAa Ha TOBA JIEKAPCTBO.

5. Kak 1a cbxpansiBate Vyxeos liposomal
. Ja ce cbxpaHsBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.
o He uznon3Baiite TOBa JIEKapCTBO ClE] CPOKa Ha TOHOCT, OTOEIA3aH BbPXY KapTOHEHATa

omakoBka u (hjakoHa cien ,,I'ojeH 10:“. CpoKbT Ha FOJHOCT OTIOBaps Ha MOCJICAHUS JICH OT
MOCOYESHHS MeCell.

Ia ce cpxpansiBa B xiaauwiHuk (ot 2 °C o 8 °C).

CroxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a Jia c€ TPeJIa3u OT CBETINHA.

Jla ce cpxpaHsiBa B H3IPABEHO MOJIOKEHHUE.

Cnen npurotesine (prakoHute TpsOBa Ja ce chbxpanssar B xnaawiHuk (ot 2 °C o 8 °C) B
NPOABIDKEHUE HA MIEPHOJ A0 4 yaca B U3MPABEHO IOJIOKEHHE.
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° Crnen pa3pexaane pa3TBOPHT B MHPY3MOHHUTE CAKOBE TPSIOBA J1a CE ChXpaHsIBa B XJIAIUITHUAK
(ot 2 °C no 8 °C) B npoabDKEeHUE Ha Iepuo A0 4 yaca. MakCMMaIHOTO 0010 BpeMe Ha
ChXpaHEHHE 32 PEKOHCTUTYHPAHUS MPOIYKT BbB (pIlakoHA B M3MPABEHO MOJIOKEHHE U
PEKOHCTUTYHpPaHHUSI TPOYKT CIIE]] pa3pekiaHe B MH(Y3UOHEH cak He TpsOBa Ja HaJBHUINABA
4 yaca. 90-Te MUHYTH BpeMe Ha MH(Y3HS € B TOMBIHCHUE KbM 4-T¢ yaca BpeMe Ha ChXpaHCHUE.

. He uznon3paiite TOBa JIGKapCTBO, aKO 3a0€IeKUTE YACTHUIIN B pa3peICHUS Pa3TBOP.

° He usxBbpisiite nekapcTBaTa B kKaHanu3sanusata. [lonuraiite Bamms gapmanesT kak ia
M3XBBPIISITE JIEKAPCTBATa, KOUTO Beue He U3Moa3BaTe. Te3n MepKH I1ie CIOMOTHAT 3a Ora3BaHe
Ha OKOJIHATa cpeja.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

Kakso cpabp:ka Vyxeos liposomal

o AKTHBHH BelIeCTBa: JayHOPYOULIMH U nuTapabud. Beeku ¢nakon ot 50 ml ceabspika 44 mg
nayHopyounuH u 100 mg nurapabuH.

o Crne peKOHCTUTYHPaHE Pa3TBOPHT ChABPKA 2,2 mg/ml mayHOpyOHImH 1 5 mg/ml nurapaduH,
BKITIOYCHU B JIMIIO30MH.

o Hpyru ceeraBku: qucteaponiidochaTHAMIXONUH, TUcTeapormihochaTuIuITIUIEpOIT,

XO0JICCTECPOJI, MCICH INIFOKOHAT, TPOJIaMUH U 3aXapo3a.

Kaxk u3riie:kna Vyxeos liposomal u kakBo ¢bIbpa OIaKOBKATa

Vyxeos liposomal e nunaB npax 3a KOHIEHTPAT 32 HHPY3HMOHEH pa3TBOP, KOMTO ce 10CTaBs B CTHKIICH
(hmaxoH.

Bcesika onakoBka cpabpxka 1 ¢umakoH, 2 ¢gurakoHa wiu 5 durakoHa. He BCHUky BHIOBE OTaKOBKK MOTaT
Jla ObJaT MyCHATH B Mpojaxoa.

IlpuTesxkaTes Ha pa3pelIeHUETO 32 YIOTpeda U MPOU3BOAUTE

Jazz Pharmaceuticals Ireland Ltd

5th Floor

Waterloo Exchange

Waterloo Road

Dublin

D04 ESW7

Upnanaus

Ten: +353 1 968 1631

Email: medinfo-int@jazzpharma.com

JlaTa Ha MOCJIeHO Mpepa3sriexaane Ha sucroBkaTa 06/2023.
JApyru u3rouHuuu Ha nHpopMmauus
IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus

no Jiekapcreata: http://www.ema.europa.eu. [Tocouenu ca chIio JIMHKOBE KbM APYTH yeOcaiToBe,
KBJETO MOXeE Jla c€ HaMepu HHPOPMAIIUS 32 PeIKU 3200JIIBAaHHS U JICUCHHS.

Tasu nucroBka e HanuyHa Ha Bcnuku e3u Ha EC/EUII Ha yeGcaiita Ha EBponeiickara areHIus 1o
JIeKapcTBaTa.

IMocouenara mo-moiy uHGOPMALIKs € MpeAHa3HaYeHa CaMO 32 MEIUIIMHCKH CIICIIHATUCTH:

Vyxeos liposomal ¢ IUTOTOKCHYEH JIEKapCTBEH MPOayKT. TpssOBa aa ce cra3Bar MpUI0KUMHUTE
CTEIMAIHY MPOLEypH 3a paboTa U U3XBBPIsIHE. [IpOAYKTHT € pefHa3HaYeH caMo 3a €IHOKpaTHA
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ynorpeba. He chabpika koHcepBaHTH. Hen3mo13BaHNTE KOJUYECTBA HE TPIOBA Ja ce ChXPaHABAT 3a
IMO0-KbCHA ynoTpeoda.

HWHCTPpYKIIUM 32 IPUTOTBIHE

Omnpenenere no3ata u 0pos Ha (haakonute Vyxeos liposomal B3 OCHOBa Ha TeJiecHaTa
HOBBPXHOCT Ha OTACNHUS NALMEeHT, KAKTO € TIOCOYEHO B TOUKa 4.2.

N3Bagere moaxoasuyst Opoit ¢piakorn Vyxeos liposomal OT XxnaguiaHUKa ¥ TH TEMIIEpUpanTe
1o craiina temmeparypa (15 °C no 30 °C) B mpoasmxenue Ha 30 MUHYTH.

Cunen ToBa pekoHCTUTYHpaiiTe Bceku (iaakon ¢ 19 ml crepuiiHa Boaa 3a MHKSKIIMH, KaTO
m3nomsBate 20 ml cipuHIIOBKA, M BeHAra CJIel TOBA BKIIIOUETE TaliMepa Ha 5 MUHYTH.
BuumarenHno BepTeTe (hi1akoHa B MPOIBDKEHNE HA 5 MHHYTH, KaTo HA BceKH 30 CeKyHIN JIEKO
ro oOpbILaTe.

HenetiTe na 3arpsiBaiiTe WM €eHEPTUYHO J1a BBPTUTE WIH TphcKaTe (prrakoHa.

Crner peKOHCTUTYHpPAHE TO OCTaBeTe B MTOKOM 3a 15 MuHyTH.

PexoHCTHTYMpaHUAT TPOIYKT TPsIOBA 1a € MBTEH, JIMJIAaB Ha IIBIT, XOMOTE€HEH, Ha PaKTHKa 0e3
BUJIUMU YaCTHUIIH

AKO pEKOHCTHTYHPAHUST MIPOAYKT HE ce pa3pelly He3abaBHO B MH(PY3HOHEH Cak, Jia ce
cpxpansiBa B xamutHUK (2 °C o 8 °C) B mpoxbnKeHue Ha Tiepro 10 4 gaca.

Cien cbXpaHEHHETO HAa PEKOHCTUTYHPAHHS IPOIYKT BB (DJIaKOHA B IPOIBDKEHUE Ha IEPHOL
110 4 gaca npu temrieparypa Mmexay 2 °C mo 8 °C B U3npaBeHO MOJ0KEHUE PEKOHCTUTYUPAHUST
NPOAYKT Ha3abaBHO TpsAOBa 1a ObJe pa3pesncH B HHPY3UOHEH pa3TBOp U Aa Obae HampaseHa 90-
MUHYTHA UHY3HSL.

O PeKkoHCTUTYyHpaHHAT MPOAYKT BHB (IIaKOHA U PEKOHCTHUTYUPAHHUAT MPOIYKT, pa3pelicH B
WH(Y3UOHEH pa3TBOP, ca CTAOMIIHU 38 MAKCUMAIHO 00IIO0 BpeMe Ha ChXpaHEeHHE B
NPOIBDKEHUE Ha IEpHOJ 10 4 yaca, KOraTo ca ChXpaHsIBaHU MIPU TEMIIEPaTypa MEKIY
2 °C no 8 °C. 4-yacoBuSAT NepHO]] Ha CTAOMITHOCT Ha PEKOHCTUTYHUPAHUS TPOAYKT BHB
(1akoHa He MMO3BOJISIBA JOMBIHUTENCH 4-4acOB MEPHOJT Ha CTAOMITHOCT, CIIe/] KaTo
MOJXOIAIIATa 1033 OT PEKOHCTUTYHpaHus (IIaKoH ce pa3peau B MH(Y3UOHHUS Pa3TBOP.

O 4-9acoBHAT NEPUOA HA CTAOMITHOCT, KOTaTO Pa3peACHHUAT PEKOHCTUTYHPAH MPOIYKT B
WH(Y3MOHEH CcaK ce ChXpaHsBa Mnpu Temrneparypa Mexay 2 °C no 8 °C, He BkItouBa
BPEMETO HY)KHO 32 PEKOHCTHTYLUsITA Wik 90-MUHYTHAaTa HH)Y3HSL.

o PaspenenusaT nHdy3noHeH pa3TBop He3a0aBHO TPsOBa 1a Ob1e mpuiIoXkeH upe3 90-
MHHYTHa UH(Y3HS clie]] 4-9acoBUS MEPUO Ha CTAOMITHOCT.

N3uncnere odema Ha pekoHCTUTYHpaHus Vyxeos liposomal, kaTo u3mon3Bare cieaHaTa
dopmya:

[HeoOxomuM ob6em (ml) = mo3ara nayHopyOHIMH (Mg/m2) X TelecHaTa MOBLPXHOCT Ha
nanuenta (m2) /2,2 (mg/ml)]. KoHmentpaiusita Ha peKOHCTHTYyHpaHus pa3teop ¢ 44 mg/20 ml
(2,2 mg/ml) naynopyourn u 100 mg/20 ml (5 mg/ml) iurapabum.

[Ipenun na n3Ternure KOHIEHTpATa 3a pa3pekIaHe, BHUIMATEIHO O0bPHETE BCEKU

¢1akoH 5 nbTH.

Upes acenTr4Ha TEXHUKA U3TETJIETE N3YHCICHNS 00eM peKoHCTHTYHpaH Vyxeos liposomal oT
(hrakoHa(MTE) ChC CTEPUIIHA CIPUHIIOBKA M TO IPEXBBPJIETE B MHPY3UOHEH CaK,

cpabpokant 500 ml natpues xnopun 9 mg/ml (0,9%) HHKEKIIMOHEH pa3TBOp WK 5% TIIIOK03a.
BbB (rakoHa Moxe Jja ocTaHe OcTaTh4eH NPOJYKT. MI3XBbpIieTe HEU3OoI3BaHAaTa YacT.
BuumatenHo oObpHeTe caka, 3a 1a cMecute pa3rBopa. [Ipu paspexaanero Ha
PEKOHCTHUTYHUPAHHS TIPOAYKT, MOJYICHUST Pa3TBOP € ThMHOJIMIIAB, OITYIIPO3pavCH U
XOMOTEHEH.

AKo pazpeZicHUAT HHPY3HMOHEH pa3TBOP HE ce U3MO0JI3Ba He3a0aBHO, JIa Ce ChXPaHsIBa B
xaquHuK (2 °C o 8 °C) B mpoxbbKeHUe Ha TIepro 10 4 vaca.

BHumatenHo oObpHeTE caka, 3a Ja CMECHTE Pa3TBOpA Clie]l OXJIaXKIaHEeTO.

I/IHCTDVKUI/II/I 3a IPHUIIOKCHHUEC

He cmecBaiite Vyxeos liposomal u He npuaraiite mon ¢popmata Ha HHQY3HsI ¢ IPYTH
JIEKapCTBEHU MPOIYKTH.

[punaraiire Vyxeos liposomal upe3 HelpekbCHaTa HHTPaBEHO3HA HH(Y3HUsI B IPOABIKCHHUE
Ha 90 MuHYTH upe3 nH(PY3HOHHA TIOMIIA TIPEe3 [EHTPAJICH BEHO3eH KaTeThp WiIH NeprudepHo
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BBBEJICH IIEHTPAJIECH KaTeThp. MoXke J1a ce M3IM0I3Ba BrpageH MeMOpaHeH GpuiIThp 3a
MHTpaBeHO3HaTa nHPYy3ust Vyxeos liposomal, mpy yciaoBre ue MUHHUMAITHHUAT JHaMEThp HA
nopure Ha GUITHpa € MO-TOJSIM WK paBeH Ha 15 pm.

o Cren mpuIIOKEHUETO Ha JIEKApCTBEHHS IPOAYKT MIPOMHUITE CHCTEMAaTa C HaTPHEB
xnopua 9 mg/ml (0,9%) nHKeKINOHEH Pa3TBOP.

H3xBBbpasiHe
To3u nexkapcTBeH NPOAYKT MOXKE J1a HOCH MOTCHIIMATICH PUCK 32 OKOJHATA cpefia Mopaau

[MUTOTOKCUYHOTO ¥ aHTUMUTOTHYHOTO CH JCHCTBHE, KOETO MOXKE Ja IIPEIN3BUKA Bh3MOKHH
penpoayKTUBHU epexTr. Bcuuku MaTepraii, H3MOI3BaHH 32 pa3pexaaHe U MpIIoKeHue, TpsoBa na
C€ U3XBBHPJIST CHITIACHO MECTHUTE MPOILIEAYPU, MPHIOKUMH 32 U3XBHPIIIHETO HA AHTUHEOIUIACTUYHU
cpenctBa. HensnoBaHUAT IEKapCTBEH MPOIYKT WU OTHAIbYHUTE MaTEPHAU OT HEro TpsiOBa ja ce
M3XBBPIST B ChOTBETCTBUE C MECTHUTE M3UCKBAHUS 3a INTOTOKCUIHH CPEJICTBA.
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