MNPUJIOKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



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 32 HHPY3HOHEH pa3TBOP ChIbpxa 44 mg nayHOpyOUITHH
(daunorubicin) u 100 mg nurapaduH (cytarabine).

Cren pekoOHCTUTYyHpaHe Pa3TBOPBT ChAbpiKa 2,2 mg/ml gayHopyOunma u 5 mg/ml untapadbuH,
BKJTFOYUCHHM B JINTTO30MH, B KOMOMHANHS ¢ PUKCHPAHU T031 B MOJIApHO choTHoMmeHue 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. KJIMHUYHU JAHHU

4.1 TepaneBTHYHU MOKA3ZAHUSA

Vyxeos liposomal e mokasaH 3a JieueHHE Ha Bb3PACTHU C HOBOJUArHOCTUIIUPAHA, CBbP3aHa C JICUCHUE
octpa muenonHa JeBkeMus (t-AML) nimm AML ¢ mpoMeHH, CBbp3aHHA ¢ MHEITIOTUCTIIA3HS
(AML-MRC).

4.2  Jlo3MpOBKA M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ Vyxeos liposomal TpsOBa 1a ce 3amoune v NpoBex/aa oA HaOII0IEHUETO Ha JeKap ¢
OIUT B ynoTpedaTa Ha XUMUOTEPAIIEBTUYHH JIEKAPCTBEHH MTPOAYKTH.

JosupoBkata Ha Vyxeos liposomal e pazniyHa oT Ta3u Ha WHXXEKIIMOHHUTE (OPMHU HA JayHOPYOUIIMH
¥ [uTapabuH U He TpsAOBa Ja ce 3aMeHsl C IPYTHU JIEKapCTBEHU MPOIYKTH, ChABPIKAIH JayHOPYOUIIMH
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:



Ta6auna 1: {o3a u cxema Ha npuiaarane Ha Vyxeos liposomal

Jleuenue Cxema Ha mpuJiiarate
[I'spBa nHAYKIUSA nayHopy6unun 44 mg/m? u nurapadun 100 mg/m? B guure 1, 3u 5
Bropa nnaykunms nayHopy6unun 44 mg/m? u wurapadun 100 mg/m? s gaure 1 u 3
Kouncoanaauus nayHopyounus 29 mg/m? u nurapabun 65 mg/m? s quure 1 u 3

IIpenopvuumenna cxema Ha npuiazane 30 UHOVYUPAHE HA PEMUCUS]

I[IpenopbunTenHaTa cxeMa Ha npuiarane Ha Vyxeos liposomal e 44 mg/100 mg/m?, mpusioxeHu
MHTPABEHO3HO B MpoAbbkeHne Ha 90 MUHYTH:

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

. B auute 1 1 3 Karo cienBanl Kypc Ha MHAYKIIMOHHA TepaIus, ako € He00X0IUMO.

CrneBami MHIYKITMOHEH KypC MOXKeE J1a C€ MPHUIIOKH MPH MAalMEeHTH, KOUTO He IMOKa3BaT MPOTpecHst Ha
3a00JIIBAaHETO WJIM HEMPUEMIIMBA TOKCHYHOCT. 3a TIOCTUraHe Ha HOPMAJICH BUJ HA KOCTHUS MO3bK
MOJKE J1a € HEOOXOIUM TIOBEYE OT €IUH MHIAYKIIMOHEH Kypc. OIleHKaTa Ha KOCTHUS MO3BK CJIe]
BB3CTAHOBSIBAHE OT MPEIXOAHIS KYpC Ha MHIYKIMOHHA TePAHs ONPEess Al € HeoOXOauM
JOTBTHUTENICH WHAYKIIMOHEH Kypc. Jledennero TpsaOBa ga MpOIBIHKH JOKATO MAMEHTHT MPOAbIKaBa
Jla ¥Ma T0J13a OT HETO WJIU JI0 MPOrpecus Ha 3a00JIIBaHETO, 10 MAKCUMYM 2 WHAYKIIMOHHU Kypca.

Ipenopvuumenna cxema Ha npuiazamne e 3a KOHCOAUOAUUsl
[IBpBHAT IIUKBJT HA KOHCOJIMAAIMS TPsIOBa Aa ce npwiara 5 1o 8 ceMuIy ciiel Ha4aja0To Ha
MOCJIeTHATA UHAYKITHSL.

[IpenoprunTenHaTa cXeMa Ha npuiIokeHne Ha Vyxeos liposomal e 29 mg/65 mg/m?, npunoxenn
WHTPABEHO3HO B MpoabbkeHne Ha 90 MUHYTH:
o B nuuTe 1 1 3 KaTo ciienBaly KypcoBe Ha KOHCOIHIAMOHHA TepaIus, ako € He0OX0MMO.

KoHconuaaimorHa Teparnus ce npernopb4Ba Mpy MalUeHTH, TOCTUTHAIA PEMUCHS, IPH KOUTO €
HACTBIIMJIO Bh3CTAaHOBsBaHE J10 abcomoTeH Opoii Ha HeyTpoduaute (ANC) >500/ul u Oposr Ha
TPOMOOIMTHTE ce € Bb3cTaHoBuII 10 Hajx 50 000/ul mpu 0TChCTBHE HAa HEMPUEMITHBA TOKCHYHOCT.
CrenBaii Kypc Ha KOHCOJHMIAIMS MOXe Jia Ce MPUII0KHU TP MAIUCHTH, KOUTO HE MOKa3BaT MPOrpecus
Ha 3a00JIIBAHETO MM HENPHEMJIMBA TOKCHYHOCT B MHTEpBaia OT 5 10 8 ceiMuIM ciie] Ha4yaloTo Ha
IrbpBaTa KoHcomuaanys. Jleuennero TpsiOBa a IPOABIKHU JOKATO MAIMEHTHT MPOABIDKABA J1a Ma
T0J13a OT HETO WITH JI0 MPOTPECHst Ha 3a00JISIBAHETO, JI0 MAKCUMYM 2 Kypca Ha KOHCOJIHIAITHSL.

Ilpenopvuumennu Kopekyuu Ha dozama no epeme Ha ievernuemo
HaLII/IeHTI/ITG TpH6Ba Ja 6’B,I[aT Ha6J'H-O}_IaBaHI/I 3a XEMAaTOJIOTUYCH OTTOBOP U NPOSABU HAa TOKCUYIHOCT.

ITpn HeOOGXOAMMOCT MPUIIOKEHUETO TPSAOBA 1A Ce OTIIOKH WIIM OKOHYATETHO J1a Ce CIIPe, KAKTO €
OIUCAHO I0-J0Iy.

Ha nanuentuTte MoXke Ja ObJie IpOBEACHA IIPEeMEAUKaIKs 3a MPo(UIaKTHKa Ha T'aJIcHE U TOBPbINAHE.
TpsibBa 1a ce OOMUCIIU IPOBEKIaHE HA AHTUXUIIEPYPUKEMUYHA Tepanus (HaIp. aJIOIyPHUHOI) IPEIH
3armoyYBaHe Ha JiedeHue ¢ Vyxeos liposomal.

Cepvxuyscmeumentocm

[Ipu nexy CUMITOMH Ha CBPBXYYBCTBUTEITHOCT (HAIIP. JICKO 3a4epBsBaHe, 00pUB, CHPOEK),
JICYEHUETO TPAOBa 1a ObJIE CIIPSHO U MANMEHTHT TPSIOBa Ja ObJie HAOIF01aBaH, BKIFOYUTEITHO
HaOJII0/ICHIE Ha )KU3HEHUTE MoKaszareu. JleueHuero TpsOBa Ja ce Bh300OHOBH 0aBHO, Clie]
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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 cuMnTOMHE HA yMepeHa CBPbXUYBCTBUTEIHOCT (HAIp. YMEPEHO M3pa3eH 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. [Ipn 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,
M3UCKBAIlla Ba30IIPecOpHa Tepamusi, aHrHoeIeM, PECIIUPATOPEH TUCTPEC, M3UCKBALL TEPATIHS C
OpoHXOAMIATaTOPH, TeHEpATM3UpaHa YPTUKAPHS ), JISUeHHETO TPsOBa na Ove cupsHo. TpsadBa ma ce
MPUIOKH UHTPaBeHO3HO audenxuapamu (20-25 mg) u gexcameraszoH (10 mg) u ako e mokasaHo, 1a
ce nobaBu enuHeGpUH (aApeHAINH) UK OpoHXoAWIaTaTopu. [a He ce 3amo4yBa OTHOBO MH(Y3HATA H
Jla He W3BBPIIBA MOBTOPHO JieueHue. JleuenneTo ¢ Vyxeos liposomal TpsiOBa ma ce mpekpaTu
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 PA3BHBAT MPHU3HALM WM CUMIITOMU Ha KapIUOMHOTATHSI, OCBEH aKO
NOJI3UTE HE HAJ[BUINIABAT 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, KaTO ce OANbpKa HHTEPBATbT Ha
[IpUjIaraHe.

CneuuaﬂHu nonyaauuu

bvopeuno yepescoane

He ce Hanara kopurupaHe Ha Jj03ara [pH MalHeHTH ¢ Jeko (kpeatnHuHOB kiaupbHC [CrCL] 60 ml/min
10 89 ml/min B3 ocHoBa Ha opmyiara Ha Cockeroft 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 CTauii Ha ObOpedHa OoJecT, JIeKyBaHa ¢ auanusa (BK. Touka 5.2).

Yeproopobno yspedcoane

He ce nanara kopurupaHe Ha Jj03ata MpH MAlMEHTH C HUBO Ha OWIIMPYOWHA, TIO-MaJKO WJIA PaBHO

Ha 50 umol/l. Hsama omut ¢ Vyxeos liposomal npu nanueHTH ¢ 4epHoipoOHO YBPEKAAHE, KOETO BOAH
JI0 HUBO Ha OminpyOuHa, no-royisiMo ot 50 pmol/l. Vyxeos liposomal TpsiOBa fa ce u3mnosi3ea npu
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, pa3idqHU OT Pa3pelICHUTE, PU
MeAMATPUYHU M MJIaJld Bb3PACTHH MallMEeHTH Ha Bb3pacT 1 — 21 rogunu ¢ peuuausupaiia AML.
Topanu orpaHrYeHUs pa3Mep Ha TE3U MPOYUYBAHUS HE € Bb3MOXKHO Ja C¢ HAPaBH 3aKIIFOUYCHUE, Ue
MOJI3UTE OT yrmoTpedara HaBHIIIABAT PUCKOBETE.

HanngauTe moHaCTOSIIEM JaHHU Ca ONMUCAHU B TOYKH 5.1 1 5.2, HO MpenopbKH 3a TO3UPOBKATa HE
MoraT Jia ObJaT Ja/icHu.



HauwuH Ha npunioxxeHue
Vyxeos liposomal ¢ camo 3a nHTpaBeHO3Ha yroTpeda. He TpsiOBa 1a ce mpujiara HHTpaMyCKYIITHO,
WHTPATEKAIHO WJIU TTOKOKHO.

Vyxeos liposomal ce npunara upe3 uHTpaBeHO3Ha UHPY3uUs B poabnkenne Ha 90 MuHyTH. 32
NpEJI0TBpATIBAHE HAa PUCKA OT ThKaHHA HEKpOo3a ¢ HeoOXO0UMO J1a ce MOJIX0K/Ia C BHUIMaHHE, 32 Ja e
rapaHTupa, 4e HIMa JIa HACThIIN eKCTpaBa3ausi.

3a yKka3aHHs OTHOCHO PEKOHCTUTYHPAHETO U Pa3pekIaHeTo Ha JICKAPCTBEHUS MPOAYKT MPeIr
MIPUJIOKEHUE BIDKTE TOUKa 6.6.

4.3 IIporuBOomOKAa3aHUs

AHaMHe3a 3a cepruo3Ha CBPbXYYBCTBUTEIIHOCT KbM aKTUBHUTE BEIICCTBA WIIH KbM HIKOE OT
ITOMOIIHHUTE BEIleCTBa, M30poeHu B Touka 6.1.

4.4 CneuuajaHu npegynpe:kaeHus ¥ NpeanasHu MEPKH NpH ynorpeda

JIpyru IponayKTH, ChOBDKAIIYN TaYHOPYOUIIMH W/WIN UTapaOrH

Vyxeos liposomal He TpsOBa Ja ce 3aMeCTBa WJIH 3aMEHS C JIPYTH MPOIYKTH, ChIbpPIKAIIN
JIAyHOPYOUIIMH 1/viu rutapabuH. [lopaay 3HAUNTEIIHU Pa3IuKi BbB (JapMaKOKHUHETHUYHHUTE
rapaMeTpH MPETOPHKUTE 3a 103aTa U CXeMaTa Ha MpriIoKeHne Ha Vyxeos liposomal ca pasnudau ot
TEe3U 32 MH)KEKIIMOHHATa (opMa Ha JayHOPYOUIIMH XHAPOXJIOPHU/, HHKCKIIMOHHATA (hopMma Ha
nUTapaOuH, JIMI030MHATa HH)KEKIIMOHHA (popMa Ha TayHOPYOHUIIMH LUTPAT U JIMTIO30MHATA
WHXKEKIIMOHHA (hopMa Ha nuTapaduH. [Ipeau npunoxeHre HaMMEHOBAHUETO U J103aTa Ha
JICKapCTBEHUS MPOYKT TPsOBa ia ObJAT MPOBEPEHH, 3a JIa ce M30erHaT IPEIIKU MPH J03UPAHETO.

Texka Muenocynpecus

Texxkxa Muenocynpecust (BKIIOUUTEITHO (haTaTHH MHPEKITNH 1 XeMOParndHu ChOUTHA) ce ChoOIaBa
MIpH MAIUCHTH CJIe]] PUIIOKECHUE Ha TepaneBTUYHa 7032 Vyxeos liposomal. Cepro3nu miu arannu
XEMOparuyHu ChOUTHS, BKIIFOUMTEIIHO XeMOparuu B eHTpaiHara Heppaa cucrema (LIHC) ¢ neranen
W3XO0J1, CBbP3aHH C TeKKA TPOMOOIIUTONICHHUS, Ca HACTBITWIN TP MAI[MESHTH, JICKYBaHU ¢ VyXeos
liposomal. TpsiOBa Ja ce HaMpaBH OlEHKA HA KPbBHATA KAPTHUHA HA M3XO{HO HUBO U MAIIUEHTUTE
TpsiOBa Jla ObJAT BHUMATEIHO NPOCIICASBaHY 10 BpEMe Ha jeueHueTo ¢ Vyxeos liposomal 3a
BBH3MOXHH KJIMHUYHHU YCIIOKHEHUS, IBIDKAIIM ce Ha MUuesiocynpecus. [lopaan abrus ria3sMeH
oy XHUBOT Ha Vyxeos liposomal BpemeTo 3a Bb3cTaHOBsiBaHe HA ANC ¥ TPOMOOIIUTHTE MOXKE 1a
0bJic yIBIDKEHO U JIa M3UCKBA JOIBIHUTEIHO HAOIOICHHE.

[TpodunakTHUHN aHTUMH(PEKINO3HY (BKIIOUYUTEIHO aHTHOAKTEpHUaTHH, aHTUBUPYCHH,
HNPOTUBOT'BOMYHH) CPEJCTBA MOTAT Jla e MpUJIaraT npe3 nepruoja Ha abCoNM0OTHA HEYTPOIIEHHS /10
Bb3cTanoBsBane Ha ANC no 500/pl v moBeye. AKO Bb3HHUKHAT MHEIOCYIPECHBHHU YCIOKHEHHS,
TpstOBa J1a ce M3MOI3BAT HOAXOISIIH MOATbPKAIIN MEPKH, HAallp. aHTUMH(EKIIMO3HHU CPECTBA,
KOJIOHHOCTUMYNHpay ¢paktopu, Tpancdysun. KppBHUTE NOKa3aTenyu TpsiOBa peIoBHO J1a ce
MOHHMTOPHPAT JI0 Bb3CTAHOBSBAHETO (BXK. TOUKa 4.8).

Kapanorokcuunoct

KapanoTrokcHyHOCTTa € U3BECTEH PUCK Ha JIEYEHUETO ¢ aHTpauukiIuHu. [IpenxonHo jeueHue ¢
AHTPAMKINHA (BKIIOYUTEITHO TAIIMEHTH, KOUTO MIPEIN TOBA Ca MOJIyUMIH MTPETIOPHUNTETHATE
MaKCHUMAaJIH{ KyMyJaTHBHU 1031 JOKCOPYOHIIMH MM JayHOPYOULIMH XUAPOXJIOPHU), IPEAIIECTBAIIO0
Chp/IeYHO 3a00MsBaHe (BKIIOYHTEIHO HAPYIIeHa ChpJiedHa (QYHKIHS), TPEIX0IHA TbUeTeparus Ha
MeANacCTHHYMa WIIH CHITHTCTBAILO MPHIOKEHNE Ha KapAUOTOKCHYHH MPOIYKTH MOXKE Ja yBEIUYaT
pHCKa OT AayHOPYOUIIMH-MHAYLUpPaHa ChbpACYHA TOKCHIHOCT.

B nBe nmpoyuBanus ¢ eHO pamo npu 65 nena ¢ peruauBrpaia uin pegpakrepaa AML,
MPEIBAPUTEIIHO JICKYBAaHU C aHTPALMKIMHM U JIKYBaHU 110 BpeMe Ha MPOYyYBAHUATA C SIUH
WHAYKIUOHEeH MUKBI (UK 1) ¢ Vyxeos liposomal, ca Habmo1aBaH ChpIeYHA

HapyIIeHUs (BKIFOYUTEIIHO CHHYCOBA TaXUKapaus), yabbkaBane Ha QT-uHTepBaia U HaMajieHa



Gpakiys Ha U3TJIacKBaHe. B HAKOJIKO APYTH IBJITOCPOYHH ITPOYUBAHUS 3a JICUCHHUE C
AHTPAIMKIMH/aHTPALICHIUOH TIPH JIelia ¢ MIOKa3aHo, Ye CJIC] JICUCHHE C aHTPAIMKIMH/aHTPALCHIMOH
MOTarT Jia HACTBIIAT KOHTE€CTUBHU KapIHOMHOIIATHH € JIATSHTHOCT OT MHOT'O TOAWHHM (BXK. Touka 4.8).

OGImuTe KyMyJIaTHBHY JI03M HA HEJMIIO30MEH AayHOpyOumuH Haa 550 mg/m? ca cebp3anu ¢
MOBHIIICHA YECTOTA HA KOHI'€CTHBHA ChP/IeYHA HEJOCTATHYHOCT BCIEACTBHE HA JIeueHHEeTo. Tazn
rpaHuIa U3IJIeka € mo-Hucka (400 mg/m?) npu nauueHTH, NoJly4aBaiiy JIbYeTepanus B 001acTTa Ha
MeanactuHyma. He e ompenenena Bpp3kaTa MeXAy KyMyJaTuBHATa 103a Vyxeos liposomal u prcka
OT chpAeYHa TOKcHYHOCT. O0Iara KyMyaTHBHA €KCIIO3UIHUS Ha JayHOPYOHIIMH € OIHCaHA B
TabJIMIaTa mo-10iy.

Ta6auna 2: KymyJaTHBHA eKCTIO3UIMS HA TaYHOPYOUIIMH Ha Kypc ¢ Vyxeos liposomal

Jleuenue JayHopyOunun Bpoii 1031 Ha JayHopyOunuH Ha
HAa /1032 Kypc Kypc
I'pBa HHAYKUMS 44 mg/m? 3 132 mg/m?
Bropa unayKkuus 44 mg/m? 2 88 mg/m?
Besika KoOHCOIMAALMSA 29 mg/m? 2 58 mg/m?

[IpemopruBa ce KapAUOIOTHYHA OIIEHKA HA U3XOAHO HHUBO ¢ enekrpokapaunorpama (EKD) u
panuonyknuana BenTpukynorpadus ¢ EKI cuaxponuzanms B ekBunuopuyM (MUGA) nnn
exokapauorpadus (ECHO), ocobeHo npu NanueHTH ¢ pUCKOBH (haKTOPH 3a TIOBUIIICHA Chp/ICUHA
TokcH4yHOCT. ChpaeuyHaTta GpyHKIHS TPAOBa 1a ce cIeau BHUMATEIHO.

Jleuenneto ¢ Vyxeos liposomal TpsOBa f1a ce npekpaTh Npy MAalUEHTH ¢ HAapylIeHa ChpJiedHa
(GyHKIIMS, OCBEH aKO 0JI3aTa OT 3al0YBaHe WK MPOAbIDKaBaHE Ha JICUCHUETO MPEBHIIIaBa PUCKA (BK.
touku 4.5 u 4.8).

KonTpartienius 1 OpeMeHHOCT

[TarmenTkure TpsiOBa 1a ObJAT MOCHBETBAHU Ja N30SATBAT 3a0peMeHsIBaHe, TIOKATO TOJTy4YaBaT Vyxeos
liposomal. [TanmeHTHTE OT MBXKKH M KEHCKH TOJI C AETEPOICH IMOTSHIINAN TPSIOBa J1a H3I0I3BAT
e(eKTHBEH METO/I 32 KOHTpAIICTIIHsI [0 BpeMe Ha JICYEHUETO U 6 Mecela ciie]l ocieIHaTa IPUIIoKeHa
no3a Vyxeos liposomal (Bx. Touka 4.6).

Peaknyy Ha CBPHXYYBCTBUTEIIHOCT
Hma cphoOIeHns 3a CeprHO3HH PEaKIIMU Ha CBPhXUYBCTBUTEITHOCT, BKITFOUUTETHO aHA(DUITAKTUIHI
peakuuu, ciel] MpUIoKeHNe Ha JayHOPYOHLIMH U UTApaOHH.

[Tpu cuMIITOMHU Ha yMepeHa CBPBXUYBCTBUTEIHOCT (HAIp. YMEPEHO M3pa3eH 0OpHB, 3aUepBsIBaHe,
JIeKa IUCIIHEs, TUCKOM(OPT B TbpANTE) JICUSHUETO TPsiOBa a ObJe crpsiHo. TpsOBa 1a ce MpHIIoKu
WHTpaBeHO3HO audenxuapamuH (20-25 mg nnm ekBuBasieHT) U aekcamerasoH (10 mg). Undys3usta He
TpsiOBa J1a ce Bb300HOBsBa. [Ipy MOBTOpHO NeueHre Ha namnueHTa Vyxeos liposomal TpsiOBa aa ce
npuiiara rnpy chlara J103a ¥ CKOpOCT Ha HHQY3US U C IPEeMEIUKaIHS.

[Ipu cuMIITOMHU Ha TEXKKA/SKHUBOTO3ACTPAIIaBaIlla CBPbXUYBCTBUTEIIHOCT (HATIP. XUIIOTOHHUS,
U3KCKBAIIla Ba30IPECOPHA TEPaIHsi, aHTHOE/IEM, PECTTUPATOPEH AUCTPEC, U3UCKBAII TEPAITHUSI C
OpOHXOMIATATOPH, TEHEpAIN3UpPaHa YPTUKApHsI) JICYCHUEeTo TpsOBa ia Obae crpsHo. TpsoBa na ce
NPUIOKH UHTPaBEeHO3HO qudenxunpamuH (20-25 mg) u nekcameraszon (10 mg), u ako e rmokaszaHo, aa
ce 100aBu enuHePpuH (aapeHanuH) wid Opouxoaunataropu. MHdpy3us He TpsOBa 1a Obje 3ar0YBaHa
OTHOBO ¥ He TpsI0Ba Jia ce M3BBPILBA MOBTOPHO JedyeHue. Jleuennero ¢ Vyxeos liposomal TpsioBa na
ce mpeKpaTH oKoH4aTenHo. [lanenTure TpssOBa 1a ce HaOIroIaBaT 10 OT3By4YaBaHe Ha CHMITOMUTE
(Bk. Touku 4.2 u 4.8).

TbKaHHA HEKpoO3a

JlayHOpYOHUITUH € CBhP3aH C JIOKaJHa ThKaHHAa HEKPo3a Ha MICTOTO Ha eKCTpaBasallisl Ha
JIeKapCTBEHUS MPOAYKT. B kmuanyaM nipoyuBanus ¢ Vyxeos liposomal e HacThIHIIO €1HO CHOUTHE Ha
eKCTpaBa3alys, HO He € HabroaBaHa Hekpo3a. HeoOxoaumo e aa ce moaxoxkaa ¢ BHUMaHUe, 3a J1a ce




rapaHTupa, 4e HAMa JIa HACTBITU eKCTpaBa3allusl Ha JISKapCTBEHUS IIPOJYKT, KOTaTo ce Mpuiara
Vyxeos liposomal. Vyxeos liposomal Tpsi6Ba aa ce mpuiara caMo MHTPaBeHO3HO. Ja He ce mpuiiara
HHTPaMYCKYJIHO, HHTPATEKATHO MM TOJKOXHO (BXK. Touka 4.2).

OreHka Ha yepHOpoOHaTa U ObOpevHarTa GyHKIHS

UepHoApoOHO YBpekIaHE MOXKE JIa YBEIIUYH PUCKA OT TOKCUYHOCT, CBhP3aHa C MPUI0KEHUETO Ha
JayHOpyOHLMH 1 nuTapadbuH. [IpernopbuBa ce olieHKa Ha YepHOApoOHaTa (GYHKIMS, Ype3 MPOBEKIaHE
Ha KOHBEHIIMOHAJIHU KIMHUYHH JTA00paTOPHU U3CIIEABAHUSA, TIPEIH MpIIokeHne Ha Vyxeos liposomal
Y TIEPUOJIMYIHO TI0 BpeMe Ha JiedeHneTo. Hsama omut ¢ Vyxeos liposomal mpu mammenTn cbe cepymer
OnnmpyOuH Ha u3xoAHo HUBO Haja S50 pumol/l mmu ¢ 60peuHo 3a00s1BaHe B KpaeH CTAaANMN, JIEKYBaHO C
nmuanuza. Vyxeos liposomal TpsiOBa fqa ce mpuiiara npy NayueHTH ¢ TeKKO YePHOPOOHO YBPEKIaHE
caMo aKo IOJI3UTE HAIBUIABAT pUCKOBETE (BXK. TouKa 4.2).

JlabopaTopHu U3CiIeIBAHUSL

Vyxeos liposomal Moxe /1a HHIyIEpa BTOPHYHA XUTIEPyPUKEMHS BCIIEICTBHE HA OBP30TO JTM3HUpaHe
Ha JIeBKEMUYHHTE KJICTKH. HrBaTa Ha MMKOYHATA KHCEJIMHA B KPBBTA TPsIOBa J1a c€ MOHUTOPUPAT H B
ClTydYaii Ha pa3BUTHE HAa XUIICPYPUKEMUS J1a CE 3alI0YHE MOIXOISIIIO JICUCHHUE,

Amnamue3a 3a 6osiect Ha Wilson min Ipyro cBbp3aHo ¢ MEATa HApYLICHHE

Bceku duakon ceappka 100 mg MeneH riiokoHat, KOeTo ChOTBETCTBA Ha 14 mg enemeHTapHa Me/.
Vyxeos liposomal TpsiOBa 1a ce u3oJ3Ba Mpu MalkeHTy ¢ anamuesa 3a 6onect va Wilson wu apyro
CBBP3aHO C Me/Ta HapyIIeHNEe CaMo aKo ITOJI3UTE OT MPUJIOXKeHHeTo Ha Vyxeos liposomal
Ha/IBUIIAaBaT pUCcKoBeTe (BXK. Touka 6.1). [Ipekparere npunoxenuero Ha Vyxeos liposomal mpu
MalyeHTH C IPU3HAlX UJIW CUMIITOMH HAa OCTpa MEAHA TOKCUYIHOCT.

HMmMyHOCYTIpecHBHYU e(hEeKTH/TIOBUIIICHA YYBCTBUTEIHOCT KbM HH()EKIIUH

[TpunaraneTo Ha >KMBU WIX )KUBY aTCHIOMPAHU BAKCHHU MPH MALUEHTH, KOUTO ca
UMYHOKOMIIPOMETHPAHH BCJICICTBUE HA JICUCHUE C XMMUOTEPAIICBTHYHH CPEJICTBA, MOXKE J1a IOBEJIC
JIO CEpPUO3HU WJIH JICTATHU HHEKIUK. BakcHHAIUS ¢ )KMBa BaKcHHA TPsiOBa Jia ce u30srBa mpu
MalMueHTH, noydasamy Vyxeos liposomal. Moxe fa ce npuiarat yOUTH WM HHAKTUBHPAHU
BaKCHHHU, HO OTTOBOPHT KbM TaKMBa BAKCHMHU MOXKE J1a ObJIc HAMAJICH.

I'acTponHTECTUHATICH MYKO3UT U INapUsl

TpsiOBa 1a ce UMa npeaBuI, Ye pe3opOIusITa Ha ChITBTCTBAIINTE JIEKAPCTBEHU MPOAYKTH 3a
NEPOPATHO NPUIIOKEHHE MOXKeE Ja ObJie 3HAUUTEIIHO OBJIMAHA OT FaCTPOMHTECTHHAIEH MyKO3HUT
W/WIK Tuapusi, KOUTO YeCTO HACTBIIBAT BCIICACTBIE HA MHTEH3MBHATA XUMHUOTEPAIIHSL.

45 BzamMmopeiicTBHe ¢ IPYTrHU JeKAPCTBEHM MPOAYKTH M APYTrH (JOpMH Ha B3aNMo/eiicTBHe

He ca npoBexnanu nmpoy4BaHus 3a B3anMoieiicTusTa ¢ Vyxeos liposomal. OdakBa ce J0CTaBIHETO
Ha JIayHOPYOUIIMH U niutapabuH oT Vyxeos liposomal B iumno3omua hopmMa j1a Hamalld Bb3MOKHOCTTA
32 B3aUMOJICHCTBUS, ThI KaTO CUCTEMHUTE KOHIICHTPAIIMK HA HECBHP3aH JayHOPYOUIIMH U TUTapaOuH
ca MHOTO TIO-HHUCKH, OTKOJIKOTO KOTaTo e MPUJIaraT Kato HEJIMMO30MHa Gopma.

Kapamnorokcuunu cpeacraa

EnnoBpemenHara ynorpeba Ha KapAMOTOKCHYHH CPEACTBA MOKE /14 IIOBUILU PUCKA OT
KapJIMOTOKCHYHOCT. YToTpebara Ha Vyxeos liposomal Tipu maiueHT!, KOUTO MPer TOBa ca
MOJTy4aBajIM JOKCOPYOHIIMH, IIOBUIIIaBa PHCKA OT KapJAUOTOKCHYHOCT (BX. Touka 4.4). He mpunaraiite
Vyxeos liposomal B koMOuHaIus ¢ APYTH KApAMOTOKCUYHU CPEICTBA, OCBEH aKO ChpJeyHaTa
(GYHKIMS Ha TIAIMEHTa ce Ha0JItoJaBa BHUMATEITHO.

XenaTOTOKCUYHHU CPEJICTBA

XenaToTOKCHYHHUTE JIEKAPCTBEHU MPOIYKTH MOTaT /1a YBPEISAT YepHOApoOHaTa PyHKIMS U 1a
yBenM4yaT TOKCHYHOCTTA. T'hil KaTO AAYHOPYOHUIIMH ce METabOIM3Mpa Ype3 YepHUs 1po0, MPOMEHHUTE B
4epHOpoOHaTa QYHKIHUS, PEAU3BUKAHN OT CHITBTCTBAIINTE TEPAITHUH, MOTAT JIa TIOBIUSAT BbPXY
MeTaboan3Ma, papMaKOKHHETHKATA, TeparneBTUIHATa €PUKACHOCT M/UIM TOKCUYHOCTTa Ha VyXeos




liposomal (Bxk. Touka 5.2). UepHoapoOHaTa GyHKIIMsA TPsAOBa J1a Ce MPOCIIEaABa I0-4€CTO, KOraTo
Vyxeos liposomal ce mpuiara eJHOBpeMEHHO C XEMAaTOKCHIHH CPEACTRA.

4.6 @epTHANTET, O)PEMEHHOCT H KbpMeHe

Kenw ¢ nereponen norennman/KonTpaneniys npu MbKe U XKEHU

[Ipenu 3anouyBane Ha jeyenue ¢ Vyxeos liposomal Ha ’KeHUTE ¢ IeTepoJieH OTeHIral TpsiOBa aa
OBbJIe HaIIpaBEH TECT 3a OPEMEHHOCT, 3a J1a C€ U3KIII0UYN OpeMEHHOCT. [IarMeHTHTe OT MBIKKH TIOJ C
NapTHHOPKH C JIETEPOICH TMOTCHITUA ¥ MAIIMEHTKUTE OT KEHCKH TOJ TPsiOBa Jia M3MoN3BaT ehekTHBHA
KOHTpaLenus o BpeMe Ha JieueHneto ¢ Vyxeos liposomal u 6 Mecena cien mocineaHaTa NpuiiokeHa
J03a.

bpemeHnHocT
JluricBaT nanHum OT ynotpebarta Ha Vyxeos liposomal npu Opemennu xenu. Bb3 ocHoBa Ha

pe3yJTaTuTe OT MPOYyYBaHUsTA BbPXY KUBOTHH M MEXaHHW3Ma Ha JeiicTBue, Vyxeos liposomal He
Tpsi0Ba 1a ce M3M0JI3Ba [0 BpeMe Ha OPEMEHHOCT, OCBEH aKO KIIMHHYHOTO ChCTOSHUE Ha JKeHATa
U3KCKBa JieueHue ¢ Vyxeos liposomal u onpaBaaBa moTeHIMaMHKs PUCK 32 1U10/a (BXK. Touka 5.3).

AKO JIeKapCTBEHHSAT MPOIYKT CE€ U3IOJI3BA [0 BpeMe Ha OPEMEHHOCT MJIH aKO MalleHTKATa
3abpeMeHee, JokaTo npuema Vyxeos liposomal, Ts TpsiOBa 1a 6b1e HHPOPMHUpPaHa 32 TOTCHIUATHUS
puck 3a wiona. KapanoaorudHo uscieBane v KpbBHA KAPTHHA CE TIPETIOPBYBAT BbB BCEKH CITydaii
npu GEeTyCH U HOBOPOJCHH, POJICHU OT MaiiKi, KOMTO ca JIEKyBaHH [0 BpeMe Ha OPEMEHHOCT.

Kvpmene
He e m3BecTHO manu Vyxeos liposomal ce ekckperupa B kbpmara. [lopagy BE3MOKHOCTTA 32

CEPHO3HU HEeXKENaH! peaknnu Ha Vyxeos liposomal mpu KbpMeHUTE Jela, )KeHUTe TPsOBa 1a ObaaT
MOCHBETBAHU JIa HE KBPMST IO BpeMe Ha JieueHue ¢ Vyxeos liposomal.

DepTUnuTeT
B®3 ocHOBa Ha HaXOJKUTE MPH KUBOTHU MBKKUST (EPTUIUTET MOXKE J1a ObJIe KOMIIPOMETHPAH 110

BpeMe Ha jiedenne ¢ Vyxeos liposomal (k. Touka 5.3).
4.7 EdexTu BbpXy criocod0HOCTTA 32 modupaHe U padoTa ¢ MAITUHA

Vyxeos liposomal moBnusiBa B Malika CTeTIeH ClIOCOOHOCTTA 3a 1modupaHe u padbora ¢ mamuHu. MMa
ChOOIIEHHMS 32 yMOpa U 3aMastHOCT Ipu ynoTpeba Ha Vyxeos liposomal. [Topaau ToBa ce npenopbuBa
MOBHUIIIEHO BHUMAaHUE MPH IoQupane Ui paboTa ¢ MallluHH.

4.8 HexenaHu JeKapcTBEeHH peaKIHU

O06o6uieHre Ha poduta Ha Ge30MacHOCT

Haii-yecto cperanute Hexxenanu peakiuu (HP) ca cBpbX4YyBCTBHUTEIHOCT, BKIIFOYUTEIHO OOPHB
(66,9%), pedpumHa Heyrpornenus (63,5%), otok (52,3%), nuapus/konut (49,9%), mykosurt (49,9%),
ymopa (46,4%), MyckyiHO-ckesieTHa 0oska (44,5%), 6oika B kopema (36,3%), HaMaJIeH aleTUT
(33,9%), kauummna (33,9%), rnaBodonue (32,3%), crynenu tpbiku (31,2%), apurmus (30,4%),
nupekcust (29,6%), Hapymenus Ha cbHA (25,1%) u xunotonus (25,1%).

Haii-cepnosznnre u yecto cpemanu HIJIP ca nadexmms (58,7%), kapanorokcuyunoct (18,7%) u
kpbBOM3IUB (13,1%).

Tabyi4yeH CIMCHhK Ha HEXKEIIAHUTE JICKAaPCTBCHU PCAKIINH
HJIP ca BkiiodeHu B CHOTBETHATA KaTeropus B Ta6J'II/II_IaTa mo-40J1y Ccriopea Haii-BHCOKaTa qyecToTa,
Ha6mozxaBaHa B HAKOC OT OCHOBHUTC KIIMHUYHU NPOYUBAHUA.




Kareropuure 1o 4ecToTa ca OIpeaeiieHd KakTo ciaenBa: MHoro yectu: (>1/10); wectu: (>1/100 g0
<1/10); meuectu: (>1/1 000 mo <1/100); peaxu: (>1/10 000 mo <1/1 000); c HEen3BecTHA YecToTa (OT
HAIMYHUTE JAaHHU HE MOXeE Ja ObJic HalpaBeHa OICHKA).

B paMkwuTe Ha BCsIKa IpyTia M0 YeCTOTa, HeXEIIAaHUTE PEaKIHU ca PEACTABeHN B HU3XOJISI PeJT 1O
OTHOIIICHUE Ha TSIXHATa CEPHO3HOCT. 3a Kinacudunupaneto Ha HP, kouto ce cpemar B creneHu

ot 3 10 5, e Hanuue nzuepnatenHo u3bpossane cnopen NCI na NCI CTCAE. TokcuuHocTTa Ce
KiacuduImpa Kato jeka (crerneH 1), ymepena (cremneH 2), TeXXka (CTerneH 3) win
’KHBOTO3aCcTpaIiaBaiia (CTerneH 4), ChC CIeUGUIHN ITapaMeTpH CIIOPET 3acerHaTaTa OpraHHa
cuctema. CMBbpTeH cityuaii (cTerneH 5) ce U3Moi3Ba 3a HIAKOH OT KPUTEPUUTE 32 0003HAUYaBaHE Ha

JICTAJICH U3XO0M.

Ta6auna 3: HexkeJjanu peakuuu, Cb001eHH B KIMHHYHYU NPOYYBAHMS NPH MALUEHTH,
JieKyBaHH ¢ Vyxeos liposomal (n=375)

CucreMo-opraHeH Kjiac

HP/Yectora (%)

HP crenen 3-5/Yecrora (%)

Nudpexuun u undecranuu

MHuoro yectu
Wndexmus (78,1)

Muoro yectu
Wndexiwms (58,7)

Hapyumienusi Ha KpbBTa U
aumHara cucrema

Muoro yectu
®ebdputHa HeyTponeHus (63,5)

YectHn
Tpomborurtonienus (4,5)
Heytponenus (3,7)
Anemmns (3,2)

MHoro yectu
®ebdputHa HeyTponeHust (62,4)

Yectn
Tpomboruronienus (3,7)
Heytponenus (3,5)
Anewmus (2,1)

Hapyumenust Ha UMyHHaTa
cucremMa

MHoro yecTu
CBpBX4yBCTBUTEITHOCT
(BKJIFOUMTENHO 00pUB) (66,9)

Yectn
CBpPBXUIyBCTBUTEIHOCT
(BximounTenHo obpus) (9,1)

Hapyumenus Ha
MeTa00/JM3Ma U XPAHEHEeTO

Yecn
CuHIpOM HAa TYMOPEH JU3UC
(7.5)

Yectn
CunapoM Ha TyMOpeH ju3uc (2,7)

Mcnxuunn Hapymenus

MHoro yecTn

Hapymenns Ha cpus (25,1)
TpeBoxuocT (17,3)
Henupuym (15,5)

Yectn
Henupuywm (2,4)

Heuectn
Hapymenus Ha cphs (0,5)

Hapyumenusi Ha HepBHaTa
cucremMa

MHoro yecTH
I'maBoGoime (32,3)
3amastHoCT (23,2)

YecTn
I'maBoGomme (1,1)

Heuectn
3amasHOCT (0,8)

Hapyumenusi Ha ounTe

MHoro yecTn
3putenno yspexaane (10,4)

Heuectn
3purenno yBpexaane (0,3)




CucremMo-opranes Kjiac

HP/Yectora (%)

HP crenen 3-5/Yectorta (%)

Cobpaeuynn HapyumieHus

MHoro yecTu
Kapmunotokcmanoct (72)
Apurmus® (30,4)

bonka B repaute (17,6)

MHoro yecTn
KapmnotokcmanocT (18,7)

Yecru
Apurmus® (4,3)
Bonka B repaure (1,9)

CbaoBu HapyHieHHs

MHoro yecTn
Xemoparus (69,1)
Xwumoronwus (23,7)
Xunepronwus (17,3)

MHoro yecTn
Xemoparus (13,1)

Yectn
Xwumnepronus (6,9)
Xwumoronus (4,5)

PecniupaTopHu, rpbIHU H

MHuoro yectu

MHuoro yectu

MeAUACTUHAJIHU Hucnues (36,5) Hucnues (13,1)
HApylUIeHUs! Kammmuma (33,9)
[Inespanen nznus (13,9) Heuectn
[Tnespanen uznus (0,8)
CToMallHO-YpPeBHH MHoro yecTu Yectu

HapyLUIEeHUSs

l'amene (51,7)
Huapus/konur (49,9)
Myxo3ur (49,9)

3anek (42,7)

Kopemna 6onka (36,3)
Hamanen anerur (33,9)
[ToBpbmane (27,7)

YecTtn
Hucnencus (9,6)

Hwuapus/komur (6,1)
Kopemna Goska (2,9)
Myxo3surt (2,1)
Hamanen anetut (1,6)
3anex (1,1)

lanene (1,1)

Heuectn
Hucnencus (0,5)
[Tospsmane (0,3)

Hapyumenusi Ha KoxkaTa u
NMOAKOKHATA ThKAH

MHoro yecT

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

Yectn
Homan m3notasanus (8,3)
Anornenus (3,2)

Heuectn

Cunapom Ha
naJMapHO-TUIaHTapHA
eputpouzectesus (0,8)

Heuectn
Xunepxuapo3sa (0,3)

Hapyumenus Ha
MYCKYJIHO-CKeJIeTHATA
cHCTeMa H
CbeIMHHUTEJHATA ThKAH

Muoro yectu

MyckynmHO-cKkeneTHa 0oika
(44.5)

Yectn
MyckynHo-ckeneTHa 6onka (5,1)

Hapymenns Ha 0b0penure
U MMKOYHUTE MHTHILA

MHoOro uecT
br6peuna HeZOCTATHYHOCT

Yectn
brbpeuna HegoctarpuHOCT (6,4)

(10,4)
OO0y HapymeHus u MHoro yectu MHoro yecTn
e(heKTH Ha MACTOTO Ha Oroxk (52,3) Ywmopa (10,4)
NpUJI0KEeHne Ymopa (46,4)
Crynenu Tpbnku (31,2) Yectn
[Mupexcus (29,6) [Mupexcus (3,2)
Otok (2,7)
Heuectn

Crynenu Tpbku (0,3)
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8 ['pynoBHTE TEPMUHH 332 apUTMHUS BKJIFOUBAT MPEJICHPIHO MBXKICHE, OpauKap s U Hali-4ecTo
CHOOIIaBaHATa APUTMHS € TaXUKaAPISL.

Onucanue Ha I/I36DaHI/I HCXKCIaHU pCaKIInn

HUngpexyuu

[Topanu HeyTponeHUsTa, KOSITO Bh3HUKBA MPH JedeHue ¢ Vyxeos liposomal, MHOTO 4eCTH HeXelnaHu
peakiuu ca MH(PEKIUU OT pa3nuieH Tum. [THeBMOHMS, Cericuc U OaKTepUeMHs ca Hai-4ecTo
HabmogaBanute cepro3nu nHpexun (HJIP) B monmynanusta B kmuHIYHUTE Tpoy4uBaHus. YectoTara
Ha ciTydauTe Ha uHpekuu ¢ 78,1%; yectoTara Ha HECEPUO3HUTE ClTydau Ha uHpekuu ¢ 73,1%, a
YecToTaTa Ha CEpUO3HHU Clyyad Ha nHGpekuu e 28,5%; yectoTara Ha HHPEKIUUTE, TOBEIHU JI0
MpeKpatsBaHe Ha jJedeHunero, e 0,5%. Uecrorara Ha neranaute uHdpexuu € 6,9%. Bp3ankHannte
JeTanHu MHQEKIMU ca CETICUC U MHEeBMOHUS (BXK. Touka 4.4).

Kpwveousznus

ITopamu TpoMOOLIMTOTIEHUATA, KOATO BE3HUKBA IIPH JiedueHue ¢ Vyxeos liposomal, B KIIMHUYHA
NpOYYBaHUs ca HaOMIOJaBaHU pa3IMYHHA XeMOparuiHu crouTus. Haif-uecto cpemaHoTo XxeMoparuaHo
CHOWTHE € EMUCTAKCHC U TIO-TOJISIMATa YacT OT Te3M ChOUTHS ca CYNTAaHU 3a Heceprosnu (29,1%).
YecToTara Ha XeMoparuuHute cbouTus € 69,1%; yecToTara Ha HECEPHO3ZHUTE XEMOPAarHyHHU ChbOUTHS
e 67,2%; yecToTaTa Ha CEPUO3HUTE XEMOPAruyHu ChOUTHS € 5,6%; YecToTaTra Ha KPhBOU3IIUBHUTE,
JIOBEJIU JIO TIpEKpaTsIBaHe Ha JieueHueto, ¢ 0. UecToTara Ha KPBBOM3IIMBUTE C JieTaleH u3xon e 2,1%.
CepHo3HH WK JIeTaTHI XeMOPAaruIHu ChbONTHS, BKitounTenHo xemoparuu B LIHC ¢ neranen muzxon,
CBBP3aHM C TEKKA TPOMOOIUTOIICHHSI, ca HAOIF0IaBaHu TP MAIIMEHTH, JICKyBaHH ¢ Vyxeos liposomal
(Bk. Touka 4.4).

Kapouomokcuunocm

Kapauotokcnunu edektr ca HaOIIOIaBaHU TPU KIMHUYHKUTE Ipoy4yBaHUsI Ha Vyxeos liposomal.
Haif-yecTo cho011aBaHUTE CEPHO3HU HEXKEIaHH JICKAPCTBCHU PeaKkiK ca HamaJieHa (ppakius Ha
W3TJIACKBAHE U 3aCTOMHA ChpJIeYHAa HEAOCTATHYHOCT. KapIMOTOKCHYHOCTTA € U3BECTEH PUCK Ha
JICYCHUETO C aHTPAIMKIMHU. YecToTaTta Ha BCUYKH KapIUOTOKCUYHU ChOuTHS € 72,0%); yecToTara Ha
HECEPHO3HUTE KapJUOTOKCUYHHU CHOUTHS € 68,5%); uecToTaTa Ha CEpHO3HUTE KapAHMOTOKCUIHU
croutus e 9,1%; yecroTara Ha KapAHMOTOKCHYHOCT, JIOBEIA JI0 IIpeKpaTsBaHe Ha Jiedenneto, e 0,5%.
YecroTara Ha KapAMOTOKCHYHUTE ChOUTHUS C NeTaneH u3xon e 0,5%. CepieueH apect € chOoOIIeH KaTo
JIeTaHO ChOUTHE; AIMEHTHT € Pa3BUII TPOMOOLIMTONICHUS] M HEYTPOIICHUS, KOUTO ca JIOTIPHHECIH 32
chpleueH apect (BK. Touka 4.4).

Cepvxuyscmeumentocm

PeakuunTe Ha CBPBbXUYyBCTBUTEITHOCT Ca MHOTO YECTH HEXKEJIAaHHU PEAKINH B KIMHUYHUTE NTPOYYBAHUS
Ha Vyxeos liposomal. Haif-uecTo cho01aBaHuTe HeXKeNaHU PeakLUi Ha CBPbXUyBCTBUTEIIHOCT Ca
0OpHBH M MO-TOJsIMATa YacT OT TsX He ca cepuosnu (38,9%). UecToTaTa Ha BCUUKH CHOUTHS Ha
CBPBXUYBCTBUTEIHOCT € 66,9%; decToTara Ha HECEPHO3ZHUTE CHOUTHS Ha CBPBXIYBCTBHTEIIHOCT

e 66,4%, ot xouto 38,9% ca 0OpuBH; yecTOTaTa HAa CEPUO3HUTE CHOUTHS HA CBPBbXUYBCTBUTETHOCT

e 1,1%; yecToTara Ha CBPBXUyBCTBUTEIIHOCT, JOBENA A0 NMpeKpaTsiBane Ha itedenuero e 0. Yecrorata
Ha CbOMTHSTA HA CBPBXYYBCTBUTEIHOCT ¢ JieTasieH u3xon e 0 (Bxk. Touka 4.4).

Ileduampuuna nonynayus

[podmrbT Ha Ge3omacHocT Ha Vyxeos liposomal npu 38 meanaTpuvHu MaUeHTH ¢ PEUIMBUPAINa
AML B npoyuBane AAML1421 u3riexza Karo Lsio € MoJ00eH Ha TO3H, HaOJII0AaBaH MPH
0J100pEeHOTO MOKa3aHue MPU BB3PACTHHU C JIeKyBaHa 3a IbpBH 1T AML ¢ Vyxeos liposomal (Bix.
Touka 4.2). BeIipexu ToBa HeXxenaHuTe peakiuu B nmpoyuBane AAML 1421, mvabnronaBanu npu
neIMaTPUYHU MAIMEeHTH, KOUTO Ce pa3linvyaBaT WM ca MO-TSKKH OT HaOII0aBaHUTE TIPU Bh3PaCTHU
(xaTo ce mpu3HABAT OrPaHMYECHUATA HA KPBCTOCAHUTE CPABHEHHMS Ha MPOYYBAHUSATA), BKIIIOYBAT
MakyJionarnyJo3eH oopus (47,4%), ynbinkaBane Ha QT-uHrepBaia B enexrpokapaunorpamara (28,9%),
paHHO HACTHIIBAHE HA KapANOTOKCUYHOCT (Aeduanpano kato > 10% namanssane Ha LVEF no xpaiina
LVEF <50% LVEF; 21,0%), Texxka xunokanmuemus (13,2%), xunepraukemus (7,9%) 1 moBuieHa
ALT (7,9%). Xunepronus e HabmroaaBaHa npu 18,2% OT Te3u neaAnaTpU4HN MalUEeHTH.

11



Hsima HanuYHM NieUaTpyYHA JaHHH 32 JBJITOCPOYHA O€30IMacHOCT Ciie]] BpeMETPaecHeTo Ha
npoydBaHeTo (26 mecerna). [lopaau ToBa HAMa TTeAUATPUIHN TaHHA 32 0€30MACHOCT 3a CTIPAaBSHE C
JUBJITOCPOYHATA KAPIMOTOKCUYHOCT Ha Vyxeos liposomal, BKIFOYUTETHO ABArOCpoYHaTa
KapAMOTOKCHYHOCT, KOTaTO CE U3I0JI3BA B JIO3U HAJl MAKCHUMAaJTHATa KyMYJIaTHBHA 71032 aHTPAUKIHHH
3a menws )KuBOT. Hsma manam 3a ehektrre Ha JedeHuero ¢ Vyxeos liposomal BepXy pactexa u
CH3PSABAHETO.

Cpo011aBate Ha NOJA03UPAHU HEKEIAHU PEAKIIMHI

Cro01maBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHHUS
MPOAYKT € BaKHO. TOBa MM03BOJISBA Ja PO IBIKK HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI3a/pUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
[I0I03UPaHa He)KEIaHa PeaKilns Ype3 HaIlHOHAIHATA CHCTEMA 3a ChOOIIaBaHe, II0COUEHA B

[puioxkenue V.

4.9 Ilpemo3upane

Hsma KoHKpeTeH ONuUT MpH JICUCHUE Ha Tpelo3nupaHe Npy MaueHTy. B ciryuail Ha npeno3upane ce
o4JakBa 000CTpsIHE Ha HEXXETAaHUTE PEeaKInH, CBbp3aHu ¢ Vyxeos liposomal, u TpsiOBa ma ce ocurypu
HOTBPIKAIIO JIeUeHNE (BKIIOYUTEITHO aHTUMH(EKIIMO3HN CPECTBA, KPHBOIIPEINBAHE U TIPEITUBAHE
Ha TPOMOOIIMTHA Maca, KOJIOHUOCTHMYJTUPAIIX (aKTOpH U MHTEH3UBHO JICYEHHUE, aKO € He00X0AUMO),
JIOKaTO MAaIMEHTHT ce Bb3cTaHOBU. HabmnronaBaiite BHUMAaTEeTHO MAllMEHTa B TEYEHUE HA BPEMETO 32
NPU3HAM Ha KapJHOTOKCHYHOCT U OCHT'YPETe TOIXO/IAIIA ITOIbpKalla Teparus, ako € KIMHUIHO
MIOKAa3aHo.

5. ®APMAKOJIOTMYHHA CBOMCTBA

5.1 d@apmakonMHAMMYHU CBOIiCTBa

®dapmakoTepaneBTHYHA rpyna: Ipyrd aHTHHEOIUIACTHYHH CPECTBa, KOMOMHAIIMU OT
AHTHHEOIUTACTHYHH CpeCcTBa, uTapabul u naynopyounuH, ATC koa: LO1XYO01.

MexaHu3beM Ha JIEUCTBUE

Vyxeos liposomal ¢ koMOuHanus ¢ GpUKCUPAHU 103U JayHOPYOHUIIMH U IIUTapaOrH B MOJIAPHO
cpotHotreHue 1:5 B mumo3omua popma. Jlokasaro e in vitro u in vivo, ge MosapHo
choTHomIeHHe 1:5 BoH 10 MAKCHMATHO CHHEPTHYHO aHTUTYMOPHO AeiicTBre mpu AML.

JayHOpyOHIIMH MMa aHTHMUTOTHYHO ¥ MUTOTOKCUYHO JEUCTBHE, KOETO CE MOCTHUTra upe3 o0pasyBaHe
Ha xomruiekcu ¢ JIHK, naxnOrpane Ha ak THBHOCTTA Ha Torom3oMepasa I, naxubupane Ha
aktuBHOCTTa Ha JIHK monmmepaszara, KoeTo 3acsra perynanusTa Ha TeHHaTa eKCIpecHs U
o0Opa3yBaHeTo Ha CBOOOIHU paavkaiy, yBpexaamu JJHK.

Iurapabus e ciequduyHo 3a onpeneneHa (aza Ha KJIEThUHUS LUKBJI aHTUHEOIUIACTUYHO CPEICTBO,
BJIMSCIIO CaMO Ha KIJIETKH B S-(pa3ara Ha KIeThUHOTO JAeJeHE. BhTpekIeThuHo MUTapaOuHBT ce
npeBpblIa B iuTapadbun-S-tpudocdar (ara-CTP), koiTo € aKTUBHUAT My MeTa0OIUT. MeXaHU3MBT Ha
JeficTBUE HE € HAITBJIHO U3SCHEH, HO M3riexa, ye ara-CTP neiicTBa OCHOBHO upe3 HHXHOHMpaHe Ha
cunre3a Ha JJHK. Bxirousaneto B JIHK u PHK moxe cbiio 1a gonpuHece 3a MUTOTOKCUYHOCTTA Ha
utapabuH. [lurapaOUHBT € IUTOTOKCHYEH 3a Mpoiudeprupaniy KJIeTKd oT 003aiHUK B KIIEThYHA

KYyJITYpa.

Vyxeos liposomal 1umo3oMuTe nposiBsIBAT YIBIDKEH IDIa3MEH ITOJTY>KUBOT Clie]l HHTPaBEHO3HA
UHQY3HUs, KaTo noseye oT 99% oT nayHOpyOMLIMHA U nuTapaOuHa B IUIa3MaTa OCTaBaT BKIIOUEHH B
muno3zomute. Vyxeos liposomal moctaBsi chHepruyHa KOMOWHAIMS OT TAyHOPYOHIIMH ¥ IUTapaOuH 110
JIEBKEMHYHHTE KIIETKH 33 TIPOJIBIDKUTEINIECH ITEPUO]T OT Bpeme. Bb3 0CHOBa Ha IJaHHU OT M3IHUTBAHHS
BBPXY KUBOTHH, Vyxeos liposomal uno3omure KyMyJaupaT U IIEPCUCTHPAT BbB BUCOKA
KOHILIEHTPALHs B KOCTHHUS MO3BK, KBbJIETO pePepeHIIMaIHO CEe T0eMAaT HHTAKTHHU OT JIeBKEMUYHUTE
KJIETKH TIPY aKTHBEH Tpollec Ha morirbinade. [1pu IeBKeMHS-HOCEI MUIIKH, JINTIO30MHTE C€ TI0EMAaT
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B IIO-TOJIIMA CTEMCH OT JIEBKEMHUYHUTE KIETKH, OTKOJIKOTO OT HOPMAITHHUTE KJIETKU HA KOCTHHS MO3bK.
Crnen nntepHanu3anus Vyxeos liposomal TMmo3oMuTe ce pa3rpaxkaaT, 0CBOOOXKIaBaT AayHOPYOUIHH
¥ IUTapabuH BbB BHTPEKIICTHYHATA CPE/Ia, KOETO MO3BOJISIBA HA JICKAPCTBEHUTE MPOIYKTH J1a
YIPaKHABAT CHHEPTUYHO aHTHHEOITACTHYHO JACHCTBHE.

Knmandaa edmkacHOCT 11 6€30MaCHOCT

Eduxacnoctra Ha Vyxeos liposomal 3a nedenneTo Ha HoBoguarHocTunupadna AML npu Bb3pacTHU €
OIIEHEHA B €THO KOHTPOJIMPAHO KIMHUYHO npoyuBaHe (mpoyuBane 301), a ebpukacHoCcTTa Ha VyX€0S
liposomal 3a meuenuneTo Ha penuauBupaia AML npu nenaTpuIHy MAMECHTH € OIICHEHA B €THO
KIMHAYHO npoyuBane AAML 1421.

IIpoyusane 301 npu nayuenmu c neaexysana sucoxopuckoga AML

[Tpoyusane 301 e panAOMHU3HPAHO, MHOTOLIEHTPOBO, OTBOPEHO, C MapajieIHO paMo MpOy4BaHe 3a
MPEeBB3X0ACTBO (paza 3, koeto oneHsaBa Vyxeos liposomal cripsimo ctaHmapTHa KOMOWHAIUS OT
nuTapabuH u naynopyounus (7+3) npu 309 nanuenTr Ha Bb3pacT oT 60 10 75 ronuHM ¢ HeleKyBaHa
BrcokopuckoBa AML. B mpoy4BaneTo ca BKIIOYEHH NAIIMEHTUTE ChC CIIEAHUTE oaTHIIoBe AML:
AML, cBbp3ana ¢ neuenuero (t-AML), AML c npenmectpany muenogucmiactTuuer cuaapom (MDS
AML) u AML c npeamecTBamma XxpoHndHa MuenoMononuTHa ieBkemust (CMMoL AML) ¢
JOKyMeHTHpaHa anamHe3a 32 MDS nin CMMoL npenu tpanchopmarms 8 AML, u de novo AML ¢
KapUOTHUITHHU NMPOMEHH, XapaKTepHH 3a Muenoauciuiasus (crnopen kpurepuute Ha C30 3a 2008 r.).

[IpoyuBanero BkimtouBa 2 ¢asu: 1) daza Ha nedyeHne, npe3 KOSATO NAIMEeHTUTE Ca TOTY YN

JI0 2 MHIYKIIMOHHU Kypca U 2 Kypca Ha KOHconaanus, ¥ 2) (aza Ha mpociensBaHe, KOSATo

3arouBa 30 AHM ClIe]] TIOCIETHUS MHIYKIIMOHEH KYPC WM KYPC Ha KOHCOIMIAIIMS U POAb/DKaBa

JI0 5 TOMHY OT PaHIOMHU3UPAHETO. BposAT HAa MHAYKIIUKUTE U KOHCONUAAIUUTE, KOUTO MAIUCHTHT
MOJy4aBa, 3aBHCH OT MBJIHUS 0TroBop (CR) WM OT MBJIHUS OTTOBOP € HEMBITHO BH3CTAHOBSBAHE
(CRi), kKoeTo e TOTBBPACHO Upe3 OIICHKa Ha KOCTHUS MO3bK. CaMo B KIIMHUYHU MPOYYBaHUS VyXeos
liposomal 100 equuunyu/m?/nen (exsuBanenTHo Ha 44 mg/100 mg/m?) ce mpuaara MHTPaBEHO3HO B
npoabinkenre Ha 90 muHyTH B nHUTE 1, 3 11 5 32 mbpBaTa MHAYKIKA U B 1HUTE 1 11 3 32 ManueHTH,
MIPH KOUTO € HeoOXoIMMa BTOpa MHAYKIYA. BTopaTa MHAYKINS € CHITHO MPETOPhYUTEIHA 32
nanueHTu, kouto He ca nocturHayii CR miu CRi B IbpBUsSt HHIYKITMOHEH KYPC U € 33bJDKUTEIIHA 32
MaIMEeHTHUTE, MOCTUTHAIY moBeue oT 50% HaMalieHHe Ha MmpolieHTa Ha Onacture. [locTpeMHUCHOHHO
JICUCHHE C TPAHCIUIAHTAIMS Ha XeMonoeTHyHu cTBosioBH kietku (HSCT) e paspeiieHo uiin BMECTO,
WM CJIe]T KOHCOMIAIIMOHHA XUMHOTepanus. [Ipu KypcoBe Ha KOHCOHMIAIIMS CaMO B KIIMHUYHU
mpoy4uBaHus go3ata Vyxeos liposomal e HamaneHa mo 65 eIMHUIM/M?/ieH (€KBUBAJIEHTHO

na 29 mg/65 mg/m?) B guure 1 u 3. B pamoTo, mosyyasano 7+3, IbpBaTa MHAYKIHMS CE ChCTOU OT
uutapadbun 100 mg/m?/nen B quute ot 1 10 7 upe3 HenpekbcHaTa HHPY3HS U

nayHopyounun 60 mg/m?/nen B gaute 1, 2 1 3, a Ipu BTOpaTa MHIYKIKS U KOHCOIUIALHATA
quTapaOuH ce mpwiiara B THUTE OT 1 10 5 1 nayHOpyOuIuH B qHUTE 1 1 2.

Nma 153 naryieHTy, paHaoMH3UpaHu j1a nojydaBaT Vyxeos liposomal, u 156 nanueHTH,
paHIOMHU3UPAaHN B KOHTPOIHOTO pamo 7+3. MenuaHara Ha Bb3pacTTa Ha paHAOMU3UPAHNUTE TTAIIHEHTH
e 68 ronuuu (muamnazon 60-75 roguan), 61% ca Mbxe, a 88% UMaT GYHKIIMOHAITHO CHCTOSHUE 110
ECOG 0-1. Ha uszxognoro Huso 20% umar t-AML, 54% umatr AML ¢ npeamecTpaiio
XEMaTOJIOTMYHO 3a00msBane U 25% umar de Novo AML ¢ UTOreHEeTHYHN aHOMAJTUH, CBBP3aHH C
Muenoauciasus. 34% ca JleKyBaHU IPeAM TOBa ¢ XHITOMeTHIMpany are’t 3a MDS. 54% nmat
HeOJaronpusTeH KapuoTHil. JleMorpadckuTe U U3XOAHUTE XapaKTEPUCTUKH Ha 3200/ IIBAHETO KAaTO
IUT0 ca OaNaHCHpaHu MeXay u3cieasanure pamena. FLT3 myranus e ycranosena npu 15% (43/279)
OT U3CJIeABAHUTE NalMeHTH, a npu 9% (25/283) oT ncneaBaHUTE MALMEHTH € YCTAHOBEHA

NPM1 myrarms.

[IppBHYHaTa KpaifHa TOUKa € 00I1aTa MPeKUBIEMOCT, H3MEPEHA OT J1aTaTa Ha PaHIOMHU3ALHUS 10
HAaCTBIIBaHE Ha CMBPT IO BCSIKaKBa npuyrHa. Vyxeos liposomal nemoHCcTpHrpa NpeBb3X0ACTBO MO
OTHOIIIeHHE Ha o01maTa npexxussemMocT rnpu [TT momynanusita B cpaBHEHUE ChC CPABHUTEIHATA CXeMa
Ha neueHne 7+3 (Durypa 1). Menuanara Ha NIpeXUBIEMOCTTa 3a TPyIaTa Ha JIedueHue ¢ VyXeos
liposomal e 9,56 mecena B cpaBHeHue ¢ 5,95 Mecena 3a rpynara Ha JieueHue ¢be 7+3 (KOeQHULUUEHT Ha
puck = 0,69, 95% CI = 0,52, 0,90, nBycrpanen log-rank tect p = 0,005).
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Oo6rata yecrora Ha HSCT e 34% (52/153) B pamoro, nmony4aBaio Vyxeos liposomal, u 25% (39/156)

B KOHTPOJIHOTO PaMO.

®urypa 1: KpuBa na Kaplan-Meier 3a o6mara npexussiemoct, ITT nonysiauus

34 21
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1321156 595 (499, 7.75)
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Ta6auna 4: Pe3yaraTu 3a epukacHoctra ot npoyuBane 301

Vyxeos liposomal 7+3
N=153 N=156

O0ma npexuBsIeMoCT

MG,I[I/IaHa Ha ONPCKUBACMOCTTA, MECCLIU
(95% Cl)

9,56 (6,60, 11,86) | 5,95 (4,99, 7,75)

Koedunumenr Ha puck (95% CI)

0,69 (0,52, 0,90)

p-ctoiiHoCT (2-cTpaHHa) ?

0,005

pesxxuBsiemoct 0e3 cbOMTHE

Me;maHa Ha OpeKUBAECMOCTTA, MECCLTU
(95% Cl)

2,53 (2,07, 4,99) | 1,31 (1,08, 1,64)

Koedummenr na puck (95% CI)

0,74 (0,58, 0,96)

p-ctoiiHoCT (2-cTpaHHa) ? 0,021
CreneH HA bJIEH OTTOBOP

CR, n (%) 57 (37) | 40 (26)
cpoTHoIeHne Ha mrancosere (95% ClI) 1,69 (1,03, 2,78)
p-croiinocT (2-cTpanna) ° 0,040

CR + CRi, n (%) 73 (48) | 52 (33)
cpoTHoIeHue Ha mancosere (95% CI) 1,77 (1,11, 2,81)
p-croitHocT (2-cTpanHa)® 0,016

Cokpamenusi: Cl = noBepurenen unrepsai; CR = mpien orroBop; CRi = mbiieH OTTOBOP € HEMTBIIHO

BB3CTAaHOBABAHEC

2 p-cToiiHOCT OT cTpatuduipan log rank Tect, crpaTuduimpan o Bb3pact u AML moarun
® p-croiinoct ot crpatuduimpan tect Ha Cochran-Mantel-Haenszel, crparuduumpan 1o Be3pact u

AML nonTun




60-meceuno npocneosisane

YecroTtara Ha o0IaTa mpexuBIeMOocCT 3a 60 Mecelia € mo-BUCOKa B paMOTO Ha JiedeHHe ¢ VYXeos
liposomal (18%) B cpaBHeHue ¢ pamoTo Ha JeueHue cbe 7+3 (8%); koepuureHT Ha

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

Ilennarpuyna momyJianus

Peyuousupawa AML

Edwukacunocrra Ha Vyxeos liposomal xaTo eqMHUYHO CpeACTBO € olleHeHa BbB ¢a3a 1/2 Ha mpoyuBaHe
¢ enHo pamo (AAML 1421), npoBeaeHO 3a olleHKa Ha Oe30MmacHOCTTa ¥ e(PUKAaCHOCTTa Ha VyXeos
liposomal npu 38 neauaTpuvHM U MIIaAu BH3pACTHH NalMEHTH Ha Bb3pacT 1 — 21 ronunu ¢ mbpBU
peunauB Ha AML. JleueHneTo no Npoy4yBaHETO BKIKOYBA €MH UHIYKLIUOHEH LIUKBI ¢ VyXeos
liposomal 59 mg/135 mg/m?, npuioKeH MHTPABEHO3HO B MPOAbIKeHHE Ha 90 MuHyTH B tHuTe 1, 3

u 5, mocnensad oT (iyaapaOuH, TUTapaOUH U IPaHyIOLUT-KoJoOHHOCTHMYupall ¢aktop (G-CSF
(FLAG)) 3a nukba 2. MeauaHata Ha Bb3pacTTa Ha nanueHture € 11 roaunu (auamnason 1 — 21
roguan). OceM (21%) oT marmeHTHTE ca Ha Bh3pacT Mexny 18 u 21 roqunu. [lamueHTy, KOUTO ca
nosyyasaiu >450 mg/m? eKBUBAJIEHTH Ha JayHOPYOHIMH, Ca U3KJIFOYEHH OT MPOYYBAHETO.

[IppBuyHaTa KpaitHa TouKa e obImara crereH Ha oTroBop (ompeaenes karo CR wm CRp) crex
Vyxeos liposomal (Iluxba 1), nocieasan ot FLAG (Iluxba 2). O6miara crereH Ha oTroBop € 68%
(90% Clopper-Pearson CI 53% m0 80%). Crex tukba 1 16 (43%) OT maliueHTUTe UMaT OTTOBOP Ha
nedenneto CR + CRp, BkmountenHo 14 (38%) ot marmentute, konto nocturat CR, 1 Bp3 ocHOBa Ha
7-Te YYaCTHUIM C HAIMYHY JAaHHH 33 PELMIUB, MEIMaHaTa Ha npoabiikuTeaHocTTa Ha CR e 284 nHu.

5.2 ®apmakokuHeTHYHH CBOWCTBA

®dapmMakOKUHETHKATa HA IayHOPYOHUIIMH U UTapaOuH, MPUIOKEHU KaTo Vyxeos liposomal, e
TIpOy4YeHa NPH Bb3PACTHH MALMEHTH, KOMTO ca MOMYYMII 1032 AayHopyoumun 44 mg/m? u
uutapabun 100 mg/m?, npunoxenu kato 90-MUHYTHA MHTpaBeHO3HA UH(y3us B qaute 1, 3 1 5.
®dapMaKOKHHETHKATa HA BCEKH JIGKAPCTBEH MPOAYKT c€ OCHOBaBa Ha OOIIUTE TIA3MEHH
KOHIICHTPAIHH (T.€. BKIFOUEH IUTFOC HEBKIIIOYEH B JIMTIO30MH JIEKapcTBEH MpoaykT). Cien
MIpHUJIOKEHATa Ha 5-Ms JieH 103a cpeanara (koedunueHt Ha Bapuaius [CV] B %) MakcumanHa
iasmena koHueHTparus (Cmax) € 26,0 p/ml (32,7%) 3a naynopyourmn u 62,2 p/ml (33,7%) 3a
nutapabun. Cpeanata (% CV) mrom nox kpuBata (AUC) 1o Bpeme Ha eTiH UHTepBaJl Ha TIpHIaraHe
e 637 p.h/ml (38,4%) 3a naynopyouuus u 1900 p.h/ml (44,3%) 3a nurapabus.

KoraTo nayHopyOHIIMH 1 IUTapaOWH ce MpHjIarat KaTo KOMIIOHEHTH Ha Vyxeos liposomal,
JIMTIO30MHUTE U3IJICK/A PETYIUpAT TAXHOTO pas3npe/ieieHie B ThKaHUTE U CTENICHTA Ha STMMUHHUPAHE;
HOpaJii TOBa, JOKaTO HEIUITO30MHHUTE JIEKAPCTBEHH MPOAYKTH UMAT CHIICCTBEHO Pa3IMYCH KIHPBHHC
(CL), obem Ha pasnpenencaue (V) 1 TEepMHUHAIEH ITOIYKUBOT (t12), Vyxeos liposomal Boau 10
npuOImKaBaHe Ha Te3u (papMaKOKUHETUUHH TTApaMETPH.

KoedummentsT Ha kymynupane e 1,3 3a nayHopyOunmH u 1,4 3a nutapabun. Hama nanau 3a
KUHETHKA, 3aBHCEIIa OT BPEMETO, WIIM TOJIEMH OTKJIOHEHHS OT MPOMOPIIMOHATHOCTTA Ha J103aTa B
nuanaszona ot 1,3 mg/3 mg na m? 1o 59 mg/134 mg na m? (0,03 1o 1,3 nbTH MoBeve OT 00OpEHaTa
NpeNnopbYHUTENHA J1033).

PasnpenencHue
ObembT Ha pasnpenenenue (% CV) Ha gaynopyounus e 6,6 1(36,8%) u 7,11(49,2%) na untapaOuH.

CB’bpSBaHeTO C INIa3MCHUTE MTPOTCUHU HE € OLICHCHO.

MeraboaussM u buorpanchopmanus

[Tomo6HO Ha HENMHUITO30MHKTE NayHOPYOUIIMH U IIUTapaOuH, CIe 0CBOOOXKIaBaHETO OT VyXeos
liposomal numo3zoMuTe, JayHOPYOUIIMH U TUTAPAOHH NPETHPIISIBAT CKCTEH3UBEH META00IH3bM B
opranu3ma. JlayHOpyOHUIIMHBT CE€ KaTaIu3upa OCHOBHO Ype3 YepHOIPOOHATa U HEeYePHOAPOOHAaTa
aJJI0-KEeTO peAyKTa3a u KapOOHHII peAyKTa3a 10 aKTUBHUS METa00IUT JayHOPYOHUIHOI.
[uTapaOuHbBT ce MeTaboNIM3KMpa OT LIMUTHUINH JeaMHHAa3aTa 10 HeaKTUBHMs MeTadbonut 1-f
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(6eta)-D-apadbunodypanosumnypaiiui (Aral). 3a pasjinka OT HEJIUIIO30MHHUTE JayHOPYOHUIIMH U
uTapabuH, KOUTO OBP30 ce MeTa0OIM3HUPAT A0 CHOTBETHUTE METa0OJIUTH, JTAYHOPYOUIINH H
uuTapaOuH ciel mpuiarane Ha Vyxeos liposomal npeacraBnsBaT cBoOOIHH 0a3H, BKIIOUEHH B
nuno3omu. [IpodunuTe mazmMeHa KOHIEHTpaUKs-BpeMe, ody4deHu oT 13 1o 26 nauueHTwy,
nosy4asanu Vyxeos liposomal 100 exunuun/m? (exBuBanentHo Ha 44 mg/m? qayHOpyOUIUMH

u 100 mg/m? nurapabun) B gaute 1, 3 U 5, mokaszeat, ye cpeHoTO choTHOIICHHE HA AUC ast
MeTabOoJIMT/OCHOBHO BelecTBO 3a aayHopyourmaon u AraU e 1,79% u 3,22% cnpsimo ToBa 3a
JAYHOPYOHUIIMH M IUTapaOrH, KOETO € MO-HUCKO OT TOBA, KOETO OOMKHOBEHO CE CHhOOIIaBa 3a
HEJIMII030MHHU NpoayKTH, ~40-60% 3a naynopyOuunHoi/naynopyouunH u ~80% 3a AraU/murapabus.
[To-HHUCKHUTE TPOLEHTH HAa CHOTHOLICHUETO META0OIUT/OCHOBHO BEILIECTBO CJie]l IpUIaraHe Ha
Vyxeos liposomal moka3sar, ue mo-rojsmMara yacT OT OOLIHsI JayHOPYOUIIMH 1 IUTapabuH B
KPBHBOOOpAIIEHNETO € 33bp’KaHa BbB BhTPENTHOCTTa Ha Vyxeos liposomal munozomute, KbAETO TE ca
HEIOCTBITHH 32 JICKAPCTBOMETA00IM3UPAILIITE CH3UMH.

EnumMunupane
Vyxeos liposomal nposiBsiBa yabmkeH noiyxusot (% CV) ot 31,5 vaca (28,5%) 3a nayHopyOuIya

u 40,4 gaca (24,2%) 3a untapabus, ¢ Hag 99% nayHOPyOHIIMH U IUTapaOuH B IJ1a3MaTa, OCTaBaIlH
BKJIIOYeHH B suno3omute. KimnpbHesT (% CV) e 0,16 1/h (53,3%) 3a naynopyouuus u 0,13 I/h
(60,2%) 3a nurapadOuH.

Exckpenusira Ha JayHOPYOUIIMH U JayHOPYOHIIMHON B YpHHATA MpeAcTaBisiBa 9% oT mpuiiokeHara
J103a JayHOPyOUIMH, a eKCKpeLusTa Ha uuTapadul u AraU B ypunata e 71% OT npuinoxeHara 103a
HUTapaOuH.

CrenyanHy nonyJianuu

B nonynanmoneH papMakoKHHETHYECH aHAIN3 HE ca HAOII0ITaBaHU KIIMHUYHO 3HAYNMHU €(PEKTH BBPXY
KJIMPBHCA U NTapaMeTPUTE BbB Bpbh3Ka ¢ o0eMa Ha JayHOPYOUIIMH U ITUTapaOUH, KOUTO JIa Ce
OCHOBaBaT Ha Bb3pactTta (0T 1 10 81 romuuu), noja, pacara, TEJICCHOTO TETJIO, MHICKCA HA TEJIeCHA
Maca u Opost Ha OennTe KPbBHU KIETKH.

Ileouampuuna nonyrayus

Hopmanusupanute crniope 103aTa CpeiHA CTOHHOCTH Ha eKCTIO3UIIMUTE Ha 001 TayHOPYOUIIUH U

nurapabuH, HaOJI0IaBaHH [TPHU MEAUATPHYHH MAIMEHTH cjie]] mpuiarade Ha 59 mg/135 mg/ m?, ca

CPaBHMMH ChC CTOMHOCTHTE 3a JAyHOPYOMIIMH ¥ MTapabuH cien npuiarane Ha 44 mg/100 mg/m?
NIPY BB3PACTHHU.

Hayuenmu ¢ cmapuecka ev3pacm
dapmMakokuHeTHKaTa HAa Vyxeos liposomal mpu naiueHTy Ha Bb3pacT HaJ 85 rolHU BCE OIIIE HE ©
olLeHeHa. Hama HanuyHu NaHHH.

Bvopeuno yepescoane

BB3 ocHOBa Ha crienMaTHO IPOYYBAHE 3a OLCHKA Ha BIMSHUETO Ha JIEKO J0 TEKKO OBOPEYHO
yBpexaaHe BbpXy (papmakokuHeTrkaTa Ha VYXeos liposomal u nmomynannoHeH hapMakOKHHETHYCH
aHaJn3, U3I0JI3Balll JaHHHU OT KJIMHWYHHU POYYBAHUS NIPH MALUEHTH C JIEKO H yMEPEeHO ObOpedHO
yBpeXKJIaHe, He € HaOoAaBaHa 3HaYMMa pa3jivKa B KIMpbhHCA HA JayHOPYOHMLIMH WK IUTAapaOHH IpU
NaIMEHTH C MPEIIIECTBAIIO JIEKO, YMEPEHO WIIN TeXKO OBOPEUHO yBpEKJaHE B CPABHEHHE C
MAIMEHTHTE ¢ U3XO0J/IHA HopMaliHa Ob0peuHa GpyHkius. He ca u3BecTHH MOTEHIMATHATE e()EKTH Ha
0BOpedHO 3a00NsIBaHE B KPACH CTa M, JIEKYBaHO C IMAIN3a, BEPXY (apMaKOKHHETHKATA Ha
JayHOPYOHIIMH M uTapaOuH, npuiaranu noj gopmara Ha Vyxeos liposomal (Bx. Touka 4.2).

Yeprodpobuo yepesicoane

dapMaKOKMHETHKATa Ha OOLIMs JayHOPYOULIMH U IUTAapaOHUH HE ce MMPOMEHS IPH MAIEHTH ChC
cToiiHOCTH Ha OmnmupyOuna < 50 pmol/l. @apmakoknHeTHKATA [IPU NALMEHTH ChC CTOMHOCTH Ha
ounmpy6una Hag 50 pmol/l He e u3BecTHa.
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5.3 IlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

TokcuuHOCTTa P MHOTOKPATHO Mpuiarane Ha Vyxeos liposomal e usciensana B mpoy4BaHus 3a
TOKCUYHOCT IPH UHTPAaBEHO3HA MH(Y3HUs, TIpUIaraHa B JiBa IIUKbJIA, ¢ 28-THEBHU TIEPUOIU HA
BB3CTAaHOBSIBaHE, IIPH IUTHXOBE U KyueTa. Hexxenanm peakmum Ha Vyxeos liposomal ce HaOmronaBar
NIPY BCHYKH JTI030BU HHUBA (HUCKH JI0 JIUTICBAIY IPAaHUIIN Ha OE30MaCHOCT, B3 OCHOBA Ha CUCTEMHH
€KCITO3UIUH) U KaTO IS0 ¢a B ChOTBETCTBUE C TE3H, JOKYMEHTHUPAHU 32 HEITUIIO30MHUSI
JAYHOPYOHIINH W/WIM [IUTapaOWH, IPECTABIISIBANIY IPEIUMHO TaCTPOUHTCCTHHAIHU U
XEeMaTOJIOTHYHH HaXoJKU. BeIpeku ue mapameTpuTe Ha neHTpanHara HepeHa cucrtema (IITHC) u
ChPJICYHOCHIOBATA CUCTEMA Ca BKJIFOUEHU B TC3H MPOYYBaHUs, MPEABH] HAaOII01aBaHaTa
3200JIeBAEMOCT M CMBPTHOCT, HSIMa JIOCTAThUHO MHGOPMAITHS, 32 J]a CC U3BHPIIU HHTETPUPAHA
OIICHKAa OT (papMaKOJIOTHYHKUTE POyUYBaHUs 3a Oe3omacHocT Ha Vyxeos liposomal.

He ca npoBexxaanu mpoyyBaHUs 3a TEHOTOKCUYHOCT, KAHIIEPOTEHHOCT U TOKCUYHOCT 32
penpoayKIusATa € pasBUTHETO ¢ Vyxeos liposomal. CeiecTByBaT 00ade IpOoy4YBaHUS C OT/ICITHUTE
CpeJcTBa.

I'éeHOTOKCHYHOCT

[{uTapaOWHBT WK HETOBUAT aKTUBEH MeTabomuT Ara-C e MyTareHeH (OaKTepualieH TecT 3a
MYTareHHOCT) M KJIACTOTeHEH IN VIitro (XxpoMo30MHH abepaiiy 1 0OMEH Ha CECTPUHCKH XPOMATHIH
(SCE) B uoBelIKH JICBKOIIMTH) | iN VIVO (xpomo3omuu abepanuu u SCE ananus npu rpuzaun).
HuTapabun nmpuuuHABa TpaHcPOpMarHsd Ha eMOPHOHAITHN KJIETKH OT Xxamctep u H43 kiIeTku oT mrbpx
in Vitro u e xmacToreHeH 3a MeHoTHYHM KIeTKH. JlayHOpyOUIIHH € MyTareHeH (bakTeprajeH TeCT 3a
MYTareHHOCT, TecT V79 kieTku oT xamcTep) u kiactorere in vitro (CCRF CEM uoBeriku
aumbobaacti) u in Vivo (SCE TecT B MUIIIH KOCTEH MO3BK).

Kanneporennoct

He ca ycranoBeHu npoyuBanus ¢ nurapadus. [lyonukysanure nanuu ¢ Ara-C, akTUBHUAT METa0OJIUT
Ha nUTapaOWH, HEe aBaT J0Ka3aTeNICcTBa 3a KaHIeporeHHOCcT. OT MyOIUKYBaHUTE JaHHU C
JIAYHOPYOUIIMH CE€ MpeInoJiara Bhb3MOXKHA TYMOPOTEHHOCT MPH IUIBXOBE CIIS SAMHUYHH JJO3H OT 5
i 10 mg/kg (0,68 no 1,4 metu RHD na 6a3a mg/m?). PaGornara rpyna na IARC (IARC 2000)
knacupuIppa JayHOPYOUIHH B Tpyma 2B —Bb3MOXKHO KaHIIEPOTCHHH 32 X0para.

TOKCHYHOCT 32 PENPOAYKIMATA U PA3BUTHUETO

LutapaOMHBT € eMOPHOTOKCHYEH NIPU MULIKH U TEPATOTEHEH IPH MHUIIKH U IITbXOBE, KOraTo Cce
npuiiara o BpeMe Ha opraHoreHesara. OCBeH ToBa HUTapaOUHBT MIPUYMHSABA AHOMAJIMM Ha IJlaBaTa Ha
CIIEPMAaTO30UIUTE MIPU MUIIKHK U HapyIllaBa cliepMaToreHes3aTa MpH IrbxoBe. EMuHNYHA 1032
UTapaOuH MpH IUTbXO0BE, pUiIokKeHa Ha 14-Tus 1eH oT OpeMeHHOCTTa, BOAY A0 HaMaJsiBaHe Ha
pasMepa Ha MO3bKa IIpeIH U ciell pakJaHe U MPUYMHSABA TPAHO HapyIICHUE Ha CIIOCOOHOCTTA 3a
yaeHe. JlayHOpyOHIIMH € eMOPHOTOKCUYEH U IPUYMHIBA MaopMalvy Ha TUI0/1a, KOTaTO Ce Ipuiiara
10 BpeMe Ha OpraHoreHe3aTa npu ImIbxoBse. JJayHopyOHIIMH MPUYHHSBA TECTHKYJIapHa aTpodus 1
TOTAJIHA arjia3us Ha CIIEpMAaTOLUTUTE B CEMEHHHUTE TYOyIIU IPH KydeTa.

Orenka Ha pucka 3a okonHara cpega (ERA)
OrneHkaTa Ha pHCKa 3a OKOJTHATa CpeJla ToKasa, 4e He ce odakBa Vyxeos liposomal ga uma
MOTEHIaa A3 ObJle YCTOWYNB, OMOKYMYJIATUBEH MJIM TOKCUYEH 3a OKOJHATA Cpefa.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BELIeCTBA

Hucreapoundocharnauaxonus
HucreaponndochaTHaArITIAIIEPOIT
Xonecrepon

MeneH riokoHaT

Tpomamun (3a kopekius Ha pH)
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3axapo3a
6.2 HecnbBMecTUMOCTH

To3u JekapcTBEeH MPOAYKT He TPsAOBa J1a Ce CMecBa C IPYTH JEKapCTBEHH MPOILYKTH, C H3KITIOUYCHHE Ha
[IOCOYEHHUTE B TOUKa 6.6.

6.3 Cpok Ha rogHocT

HeorBopenu daakoHu
4 roguHU.

CraOuiIHOCT Ha PEKOHCTUTYUpAHAaTa CYCIIeH3Us BB (hakoHa

Jokaszana e xuMu4Ha 1 pU3MYHA cTaOWIIHOCT TpH yrnoTpeba 3a 4 yaca npu Temneparypa ot 2 °C

1o 8 °C B uznpaseHo nonoxeHre. OT MUKpOOHOIOTHYHA TJIe{HA TOYKa MPOAYKTHT TPsiOBa 1a ce
IPUJIOXKH BeTHAra, OCBEH aKO METOIBT Ha OTBAPSIHE/PEKOHCTUTYHPaHe/pa3pekaaHe N3KII0YBA PHCK
0T MUKpOOHO 3aMBpCsiBaHEe. AKO HE Ce U3I0JI3Ba BeJJHara, BpeMETO M yCIOBUAITA Ha ChbXpaHCHHE
mpeu yrnorpeda ca OTTOBOPHOCT Ha MOTPEOUTENSI.

CrabuiHoCT Ha pa3peneHust UHQY3HOHEH Pa3TBOP
Jokazana e xuMu4Ha 1 pU3NYHA cTaOWITHOCT TIpH yroTpeba 3a 4 yaca npu Temneparypa ot 2 °C
1o 8 °C.

OT MUKPOOHOIIOTHYHA TJIEHA TOYKA IPOIYKTHT TPIOBa J1a ce MPHUIIOKH BeJHara, OCBEH ako METObT
Ha OTBapsHE/pPeKOHCTUTYHpaHe/pa3pekaaHe U3KIII0UBa PUCK OT MUKPOOHO 3aMbpCSIBaHE.

AXoO He ce U3M0JI3Ba BeJHAra, BpEMETO 1 YCIOBHUSTA Ha ChXPaHEHUE NPe/IN yIoTpeda ca OTTOBOPHOCT
Ha MMOTPEeOUTENSL.

MakcuMaaHOTO 0010 BpeMe Ha ChXPAaHEHUE 32 PEKOHCTUTYHPAHUS MPOIYKT BEB (prlakoHa U
PEKOHCTUTYHpPaHHMS TPOJYKT, pa3peicH B MH(PY3UOHEH CakK, € 10 4 yaca npu Temreparypa ot 2 °C 1o
8 °C.

6.4 CrhenuajJHM ycJI0BHUS HAa CbXpaHeHUe

Ia ce cvxpansiBa B xiaamwiHuk (2 °C - 8 °C).

CopxpansBaiiTe yrakoHa B OpUTHHATIHATA OMAKOBKA, 3a Jla ce MpeAIas3y oT cBemInHa. [la ce chXpaHsaBa
B U3IPABEHO I0JIOKEHHE.

3a ycaoBuATa Ha ChXpaHEHHE CIIE/l PEKOHCTUTYHUPAHE U pa3pekIaHe Ha JICKApPCTBEHUS TPOLYKT BIKTE
Touka 6.3.

6.5 Bwuxu chabp:kaHNe HA ONAKOBKATA

®nakoH (ctpkito Tun 1) ot 50 ml cbe 3amymanka (xa10poOyTHIOBa TymMa) H 0OOKaTKa (aJlyMUHU),
cpabppkail 44 mg nayHopyounus u 100 mg nurapabus.

Besika onakoBka cbibpika 1 ¢urakoH, 2 ¢urakoHa win 5 ¢durakona. He Bcuyku BUIOBE ONTaKOBKY MOTaT
Jia ObaaT MyCHATH Ha Ma3apa.

6.6 ChenmuaJnu mpeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa
Vyxeos liposomal € IMTOTOKCHYEH JIeKapcTBEH MPOoAYKT. TpsOBa Aa ce cna3BaT NPUIOKUMHUTE

CICIIMAIHY MPOIEypH 3a paboTa U YHUI0kKaBaHe. [IpogyKThT € IpeJHa3HaYeH caMo 3a eIHOKpaTHa
ymoTpeoa.
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HHCTpyKIMY 32 TPUTOTBSIHE:

Omnpenenere no3ata u 0pos Ha (haakoHute Vyxeos liposomal Bb3 OCHOBa Ha TeyecHaTa
HOBBPXHOCT Ha OTACNHUS NALMEeHT, KAKTO € TIOCOYEHO B TOUKa 4.2.

W3Banere moaxomsamus Opoit gurakoHu Vyxeos liposomal ot XmaguimHIKa U TH TeMIeprupanTe
1o craiina temmeparypa (15 °C no 30 °C) B mpoasmkenue Ha 30 MUHYTH.

Cunien ToBa pekoHCTUTYHpaiiTe Bceku (iaakon ¢ 19 ml crepuiiHa Boaa 3a MHKSKIIMH, KaTO
m3nomsBate 20 ml cipuHIIOBKA, M BeHATa CJIel] TOBA BKIIOUETE TaliMepa Ha 5 MUHYTH.
Buumatenno BepTeTe (hirakoHa B MPOIBDKEHNE HA 5 MUHYTH, KaTo HA BceKH 30 CeKyHIN JIEKO
ro oOpbILaTe.

Heneiite na 3arpsiBaiiTe WM SHEPrHYHO J]a BBPTUTE WIH TPhCKATe (IIaKoHa.

Cren peKOHCTUTYHpaHe TO OCTaBeTe B TOKOM 3a 15 MUHyTH.

PexoHCTUTYMpaHUAT TPOIYKT TPsIOBA J1a € MBTCH, JIMJIaB Ha IIBIT, XOMOT€HEH, Ha MPaKTHKa 0e3
BUJIUMHU YaCTHUIIH.

AKO pEKOHCTHTYHPAHUST MIPOAYKT HE ce pa3pelu He3a0aBHO B MH(PY3HOHEH cak, Jia ce
chxpansiea B xaguiHuk (2 °C mo 8 °C) B npoabbKEHHE Ha Iepuo 10 4 Jaca.

Cren cbXpaHEHHETO HAa PEKOHCTUTYHPAHHS IPOIYKT BB (DJIaKOHA B IPOIBDKEHUE Ha IEPHOL
110 4 gaca nipu Temreparypa Mexay 2 °C 1o 8 °C B U3npaBeHO MOJIOKESHUE PEKOHCTUTYUPAHUSAT
MPOAYKT Ha3abaBHO TpsiOBa J1a ObJe pa3penieH B MH(Y3UOHEH pa3TBOp U Ja Obje HanpaBeHa 90-
MUHYTHA UHY3HSL.

o PekoHCcTUTYHpaHHUAT NPOAYKT BBB (prlakoHa M PEKOHCTUTYHPAHHAT MPOJAYKT, pa3peacH B
WH(Y3UOHEH pa3TBOP, ca CTAOMIIHU 38 MAKCUMAIHO 00IIO0 BpeMe Ha ChXpaHEHHE B
NPOIBDKEHUE Ha IEpHOJ 10 4 yaca, KOraTo ca ChXpaHsIBaHU MIPU TEMIIEPaTypa MEXIY
2 °C no 8 °C. 4-yacoBuUSAT MEpUO]] HA CTAOMITHOCT Ha PEKOHCTUTYHUPAHUS TPOAYKT BHB
(1akoHa He MMO3BOJISIBA JOIMBIHUTENCH 4-4acOB MEPHOJT Ha CTAOMITHOCT, CIIe/] KaTo
HOAXOAAIIATA 1032 OT PEKOHCTUTYHPAHUs ()IIAKOH ce pa3pean B HH(Y3HOHHUS Pa3TBOP.

O 4-9acoBHSAT MEPUO Ha CTAOMITHOCT, KOTaTo Pa3peAeHHUAT PEKOHCTUTYHPAH MPOIYKT B
WH(Y3UOHEH CaK ce ChbXpaHsBa npu Temrneparypa Mexay 2 °C no 8 °C, He BkitouBa
BPEMETO HYKHO 332 PEKOHCTUTYIHATA MK 90-MUHyTHaTa UHPY3HUSL.

o PazpenenusaT nndy3noHeH pa3TBOp He3abaBHO TPsiOBa ja Oble MprIIokeH ype3 90-
MUHYTHa UH(]Y3Us ciel| 4-4acoBUs EPUOJT Ha CTAOMITHOCT.

N3uncnere obema Ha pekoHCTUTYHpaHus Vyxeos liposomal, kKaTo u3mon3Bare cieaHaTa
dopmya:

[Heo6xomum 06eM (ml) = no3ara gayHOpYOMIMH (mg/m?) X TelecHaTa IOBEPXHOCT Ha
nanuenta (m?) /2,2 (mg/ml)]. KoHueHTpanusaTa Ha peKOHCTUTYMpanus pasTteop e 44 mg/20 mi
(2,2 mg/ml) naynopyourmn u 100 mg/20 ml (5 mg/ml) nurapadu.

[Mpeau na n3ternuTe KOHIEHTpaTa 3a pa3pekaaHe, BHUMATEIHO 00bpHETE BCEKH

¢1akoH 5 THTH.

Upes acenTuyHa TEXHUKA U3TETIIETE U3UUCICHHUS 00eM peKOHCTUTYupaH Vyxeos liposomal ot
(axoHa(UTE) CHC CTEPUITHA CIIPHHIIOBKA U T'O TIPEXBHpIIeTe B MH(Y3HOHEH CakK,

chabspikait 500 ml nvarpuer xiaopux 9 mg/ml (0,9%) uHKEKIIMOHEH Pa3TBOP WK 5% TIII0K03a.
BbB duiakoHa Moxke 1a ocTaHe OCTaThbueH MPOAYKT. M3XBBpIieTe HEM3MOI3BaHaTa YacT.
Buumarenno o6bpHeTe caka, 3a 1a cMecuTe paztBopa. [lpu paszpexnanero Ha
PEKOHCTHTYHUPAHHS TIPOAYKT, TTOJYIESHUST Pa3TBOP € TBMHOJIMIIAB, OIYTIPO3paveH U
XOMOTEHEH.

AKo pa3peneHuT HH(PY3MOHEH Pa3TBOP HE Ce M3II0JI3Ba He3a0aBHO, 1a Ce ChXPaHsBa B
xnaguinHuk (2 °C o 8 °C) B npoxbibKeHHE HA TIepro 10 4 vaca.

BrumarenHo oObpHETE caka, 3a Jia CMECUTE pa3TBopa Ciie]] OXJIaKIaHeTo.

I/IHCTDVKUI/II/I 3a IPHUIIOKCHHUEC

He cmecBaiite Vyxeos liposomal u He npunaraiite nox ¢popmarta Ha HHQY3HS C IpYTH
JIEKapCTBEHU MPOJIYKTH.

[punaraiire Vyxeos liposomal upe3 HenpekbcHATa HHTPABEHO3HA UH(Y3HUS B IPOIBIDKEHHE
Ha 90 MuHYTH upe3 HH(PY3HOHHA TIOMIIA IPEe3 HEHTPAJICH BEHO3€H KaTeThp Wi NeprudepHo
BbBEJICH LIEHTpaJIeH KaTeThp. MoJke /1a ce U3M0I3Ba BrpajieH MeMOpaHeH GUIThD 3a
uHTpaBeHO3HaTa nHDY3us Vyxeos liposomal, mpu ycroBre ue MUHUMATHHAT THAMEThp Ha
nmopuTe Ha (UITHpPA € MO-TOJISIM WIIM PaBeH Ha 15 pum.
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o Cren MpUITOKEHUETO Ha JTEKAPCTBEHHSI MPOIYKT MPOMHUITE CHCTEMATa C HATPUCB
xyopua 9 mg/ml (0,9%) WHXEKIMOHEH Pa3TBOP.

To3u nexapcTBEeH NPOAYKT MOXKE JIa HOCH TIOTEHIMAJIEH PUCK 32 OKOJIHATA cpefia MOopau
IUTOTOKCUYHOTO U aHTUMUTOTUYHOTO CU ACUCTBHUE, KOETO MOKE Ja MPEIU3BUKA BH3MOKHHU
penpoayKTUBHU epexTr. Bcuuku MaTepraini, H3MOI3BaHH 32 pa3pexaaHe U MPIIoKeHue, TpsOBa na
Ce M3XBBPIIAT CHIIIACHO MECTHHUTE MPOIEAYPH, TPHUIOKIMH 332 U3XBBPISTHETO HA AaHTHHEOTUIACTUIHN
cpenctBa. HensnoyBaHUAT I€KapCTBEH MPOIYKT WU OTHAIbYHUTE MaTEPHAU OT HEro TpsiOBa ja ce
M3XBBPIAT B ChOTBETCTBUE C MECTHUTE M3UCKBAHUS 3a IUTOTOKCUYIHH CPEJICTBA.

7. HNPUTEXATEJI HA PASBPEHIEHUETO 3A YIIOTPEBA

Jazz Pharmaceuticals Ireland Ltd
5th Floor

Waterloo Exchange

Waterloo Road

Dublin

D04 E5W7

Wpnannusa

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

EU/1/18/1308/002 2 ¢hnakona
EU/1/18/1308/003 5 ¢hakona

9. JATA HA TBPBO PASPEIIABAHE/IIOJITHOBSIBAHE HA PASPELHLIEHUETO 3A
YIHOTPEBA

[Jata Ha repBO pa3pemanane: 23 aBryct 2018 r.

Jlata Ha nocneguo nogHossBane: 05 ronu 2023 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

04/2024

[MoxpoOHa uH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o Jiekapceraata http://www.ema.europa.eu
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HPUJIOKEHHUE I1

MPOU3BOJUTEJ(A) OTTOBOPEH(HH) 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
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT

21



A. NPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKIABAHE HA ITAPTUAN

HwMe u azipec Ha TPOU3BOIUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHIUTE

Jazz Pharmaceuticals Ireland Limited
5th Floor

Waterloo Exchange

Waterloo Road

Dublin

D04 E5W7

Wpnannus

b. YCJIOBUA UJIN OTPAHUYEHUSA 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 aokiaanau 3a 6ezonacuoct (IIAIB)

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 BCUUKH CJeIBAIN aKTyalln3alliH, ITyOJIUKyBaHU HA €BPOTIEHCKUS
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 NI OT'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA 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 BCHUKH CIIC/IBAIIH 0JJO0pEHH
akTyanu3auuu Ha [TYP.

Axryanusupan [IYP TpsiOBa na ce moxasa:
e 110 nckaHe Ha EBpomneiickara areHnus 110 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
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMA 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 ChAbpKa 2,2 mg/ml nayHopyouuuH 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 EJTHA 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 PUIIOKEHHE CIIE]l PEKOHCTUTYUPAHE U pa3pexiaHe
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

IuroTokcuyHO
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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 OMAaKOBKa, 3a Jia c€ Tpeana3u OT CBETIHHA.

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 32 HH(PY3UOHEH PA3TBOP
JIAyHOPYOUIIMH/IUTapaOuH
1.V. IPHJIOKCHHUE CIIe PEKOHCTUTYUPAHE U Pa3pexkIaHe

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. HHAPTUJAEH HOMEP

[MapTuna:

| 5.  CBbJIBPKAHUE KATO MACA, OBEM WJIY EJJMHULIMA

| 6.  JIPYTO

uToTOKCUYHO

28



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

Vyxeos liposomal 44 mg/100 mg npax 3a KOHIEHTPAT 3a HH(]Y3HOHEH Pa3TBOP
nayHopyounuH (daunorubicin) u nutapaduH (cytarabine)

IIpoyereTe BHUMATEIHO LAJIATA JUCTOBKA, IIPEIH 12 3all04YHETe 12 IpUeMaTe 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 IIOITy4uTe HAKAKBU HEXEJIAHU peaklny, yBeAoMeTe Bammus tekap Wiu MeIUIMHCKA
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 U3IMONI3Ba

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 HaBIu3aT U 1a yOuBaT pakKOBUTE KIICTKH.

3a kakBo ce u3noassa Vyxeos liposomal

Vyxeos liposomal ce u3mo3Ba 3a ieueHHe Ha MAIMEHTH ¢ HOBOJMATHOCTUIIUPAHA OCTPa MUETIONIHA
JieBKeMus (pak Ha OenuTe KpbBHM KJIIETKH). Tol ce jaBa, KOraTo JICBKEMHSITA € MPUYMHEHA WU OT
NPEIXO/IHY JIeYeHH (M3BECTHA KAaTO CBBbp3aHa C JeYeHHE OCTPa MHUEJIOH/IHA JICBKEMUSI ), MM KOTaTO
Ca HAJIMIC N3BECTHU IMMPOMEHHU B KOCTHUA MO3BK (I/I3BCCTHI/I KaTO OCTpa MHUEJIONHA JICBKEMHA C
NPOMEHHU, CBbP3aHH C MHUEJIOIUCILIA3HS).

2. Kakso TpsdBa na 3Haete, 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 me Bu HabmoaBa 1mo BpeMe Ha jJedeHneTo. ['oBopere ¢ Bamms ekap nim
MEIUIMHCKA cecTpa, npenu na Bu 6bae npunoxen Vyxeos liposomal:
o aKo MMaTe HUCHK Opoil TpOMOOLMTH, YEPBEHU MU Ol 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.
- Bammsr siekap cbio 1me Bu n3cnensa 3a Hanmuune Ha HHQEKIUH 110 BpeMe Ha JICYCHUETO.
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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 eeKTUBEH 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). Bammsr gekap Moxe J1a IpeKbCHE
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 1e Bu HaOar01aBa 1Mo oTHOIICHHUE Ha 0010T0 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 (1n ako He cTe CHTYPHH B HElIO), ToBopeTe ¢ Bamms nekap, ¢papmaieBt
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

Tpsi0Ba na kaxxere Ha Bamms nexap Wi MEUIIMHCKA CECTPa, aKo NpueMare, HaCKOpo CTe MpHeMaln
WK € 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 KOWUTO neiicTBa Vyxeos liposomal.

[To-cnenmanHo, kKaxeTe Ha Bamus iekap uiu MEJUIMHCKA CECTPa, aKO MpUeMaTe HIKOE OT CICTHHUTE
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. MHpopMupaiite Bamms nekap HezabaBHO, ako 3a0peMeHeeTe
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, nmpeam na Bu 6’B,Z[C IMMPUIIOKCHO TOBA JICKApPCTBO.

KonTpauenuusi npu Mmbike
W3nomn3Baiite eekTHBEH METO/ 32 KOHTpAILEIH 110 BpeMe Ha jedeHuero ¢ Vyxeos liposomal u B
MpOABIDKEHNE Ha 6 Mecela e/l Hero.

Hlopupane u padora ¢ MAlLIMHK

Moske n1a mouyBCTBaTe CHHIMBOCT WM 3aMaiiBaHe, ciell kato Bu e npuioxen 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 N3YICIH 103aTa Ha JIEKapCTBOTO B3 OCHOBA Ha Barrero
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 MOBJIUSIBATE OT JICUCHUETO U Ay TOIy4aBaTe HIKAKBU
He)XeJIaHW JIEKapPCTBEHU peakli. BammsT jrlekap 1e nmpereHn Kak pearnpare Ha JIEYeHHUETO CIIe]
BCEKH KypC.

o I[To Bpeme Ha BpBUS Kypc - UHPY3us me Bu 0b1e npunoxkena B quute 1, 3 u 5.
o [Tpu no-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
M3CIEBaHKs Ha KPBBTA, 32 /1a NPELCHU KaK pearupaTe Ha JeUYCHUETO U Ja IPOBEPU JaJIX IO IIOHACTE
nmoOpe. Bamust nexap Moske ChINO Aa MpoBepH (QyHKIUATa Ha ChpIeTo Bu, Thil kKaTo Vyxeos
liposomal Mo>ke /1a 51 TIOBJIHSIE.

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

Tosa nexapcTBo e Bu 6b1€ npunarano B O0JIHUIIA OT JIEKap WM MEAUIMHCKA cecTpa. Bbrpeku 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 JICKAap WM MCAUIUHCKA CECTPAa 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 MPCAN3BHUKA HCIKCIIAaHU 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 IIOMAaraT Ha KPbBTa Ja Ce ChCHpBa (TPOMOOIIMTH), KOETO BOIH 10
HapyIIeHHsI Ha KPbBOCHCHPBAHETO, KaTO KbPBEHE OT HOCAa U 00pa3yBaHEe HAa CHHUHH. VyXeos
liposomal Moye 2 IPUYMHY ChP/ICYHH MPOOJIEMH M YBPEXKIaHE Ha ChPACYHUSI MYCKYJI.

3aroBa Tpsi0Ba na yBeaomuTe Bamus jiekap He3a0aBHO, aKO TOIYUYHTE:

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.

Wndopmupaiite Bamms jgexap, ako MoydnTe HIKOS OT M30POEHUTE MO-TOpe HEeXeaH! PEaKIlnuy.
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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 IPUYMHHA 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 npo0JIeMHU ChC 3PEHUETO, 3aMbITICHO BIDK/IAHE;

. 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, TTIaB0oOOJIHE, 0OJIKA B KOCTHUTE, 0OJIKA 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 WJIN ITIOHUKAaBAHC Ha Kp’bBHOTO HaJIsraHe,

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 KPHBHH KJICTKU (aHEMHSI), KOETO BOAM 0 YMOpPa U c1abocT

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 JICKAPCTBCHM PEaKInu, yBenromere Barus nekap, papMaieBT 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 IPUHOC 3a MOJTyYaBaHe Ha OBeYe HHPOPMAIMS OTHOCHO 0€3011acHOCTTa HA TOBA JISKAPCTBO.

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

OIIaKoOBKa M (urakoHa ciefnt ,,['oxeH 10:“. CpoKbT Ha TOAHOCT OTTOBapsl Ha MOCIEAHUS AEH OT
HOCOYEHHS MECell.

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

CopxpansBaiiTe rrakoHa B KAPTOHEHATa OMAKOBKA, 32 /1a Ce MPEe/Ia3u OT CBETIINHA.

Jla ce cbxpaHsBa B U3MPABEHO MOJIOKEHHE.

Cnen npurotesine (prakoHute TpsOBa Ja ce chbxpanssar B xnamawiHuk (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 uznomn3paiite TOBa JIGKAapCTBO, aKO 3a0€ICIKUTE YACTHIIU B pa3peCHUS 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 ONAKOBKATA M TOMBJIHUTEIHA HHopManus

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 Criesl peKOHCTHTYHPAHEe pa3TBOPBT ChAbPXKA 2,2 mg/ml gaynopyours u 5 mg/ml nurapabum,
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 HHQY3HUOHEH Pa3TBOP, KOMTO ce I0CTaBs 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 NMOCJIeHO Mpepa3sriexaane Ha gucroBkaTa 06/2023.
JApyru u3rouHuuu Ha nHpopMmauus
IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus

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

Tasu nucroBka e HanuyHa Ha Bcuuku e3un Ha EC/EUII Ha yeGcaiita Ha EBporneiickara areHIus 1o
JIeKapcTBaTa.

ITocouenara mo-moiy uHGOPMALIKS € MpeAHa3HaYeHa CaMO 32 MEIUIIMHCKH CIICI[HAIUCTH:

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. Hen3moa3BaHUTE 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 moaxoasuust Opoit ¢puakorn Vyxeos liposomal oT XxnaguaHUKa ¥ 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 BeHATA CJIe]] 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 PEKOHCTUTYUPAHHUAT MPOIYKT HE ce pa3penu HezabaBHO B MH(PY3HOHEH Cak, Jia ce
cpxpansiBa B xamutHUK (2 °C mo 8 °C) B mponbbKeHue Ha Tiepro 10 4 gaca.

Cien cbXpaHEHHETO HAa PEKOHCTUTYHPAHHS IPOIYKT BB (DJIaKOHA B IPOIBDKEHUE Ha IEPHOL
110 4 gaca nipu Temieparypa Mexay 2 °C no 8 °C B U3npaBeHO MOJIOKESHUE PEKOHCTUTYUPAHUSAT
NPOAYKT Ha3abaBHO TpsAOBa Aa ObJe pa3pencH 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
NOAXOASAIIATA 032 OT PEKOHCTUTYHPaHUsl ()JIaKOH ce pa3pean B HH(Y3HOHHHUS Pa3TBOP.

O  4-9acoBHAT MEpUOA HAa 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)]. Konuenrpamusita 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 peKOHCTUTYyHpaH 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 MoXke Jja ocTaHe OCcTaTh4eH MPOJYKT. M3XBbpIieTe HEU3OI3BaHATA YacT.
BuumatenHo oObpHeTe caka, 3a 1a cMecute pa3rBopa. [Ipu paspexaanero Ha
PEKOHCTHUTYHUPAHHS TIPOAYKT, MOJYICHUST Pa3TBOP € ThMHOJIMIIAB, OITYIIPO3pavCH U
XOMOTCHEH.

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 HenpekbcHaTa HHTPaBEHO3HA HH(Y3HUS B IPOABIDKCHUE
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 HHPYy3ust Vyxeos liposomal, mpy yciaoBre 4e MUHUMATHHUAT 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 MOTEHIIMATICH 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 MPOIIEAYPH, MPIIOKUMU 32 U3XBHPJISIHETO HA AHTHHEOIIACTUYHU
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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