MNPUJIOKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Vyxeos liposomal 44 mg/100 mg npax 3a KOHLUEHTpPAT 32 HHPY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ¢makoH ¢ mpax 3a KOHIIEHTPAT 3a HHPY3HOHEH Pa3TBOP Chabpxa 44 mg nayHOPYOHUIIMH
(daunorubicin) u 100 mg nurapaduH (cytarabine).

Cren pekOHCTUTYHpaHe pa3TBOPBT ChAbpika 2,2 mg/ml nayHopyOouuuH u 5 mg/ml nuurapadus,
BKJTFOUCHHM B JINTTO30MH, B KOMOMHAMHS ¢ PUKCHPaHU T031 B MOJIApHO choTHomeHue 1:5.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
[pax 3a KOHLIEHTpAT 32 HHPY3UOHEH PAa3TBOP

JIunasa, nuoduiusupana KOMIAKTHA Maca

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHU MOKA3ZAHUSA

Vyxeos liposomal e noka3aH 3a jJeueHue Ha Bb3PaCTHHU C HOBOJUArHOCTUIIMPAHA, CBbP3aHa C JIeUEeHHE
octpa muenonHa JeBkeMus (t-AML) wmn AML ¢ npoMeHH, CBbp3aHHA ¢ MHEIIOUCTIUIA3HS
(AML-MRC).

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ Vyxeos liposomal TpsiOBa na ce 3amouHe 1 NpoBeXkaa oA HaOIr0IeHUETOo Ha JieKap ¢
OIuT B ynorpedaTa Ha XUMUOTEPAIIEBTUYHH JIEKAPCTBEHH MIPOAYKTH.

JosupoBkata Ha Vyxeos liposomal e pazinuyHa oT Ta3u Ha WHXXEKIIMOHHUTE GOPMHU HA JayHOPYOUIHH
¥ UTapaOuH U He TPpsAOBa Ja ce 3aMeHs C PYTHU JICKApCTBEHHU MPOJIYKTH, ChABPIKAIH JayHOPYOUIINH
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:



Tadauna 1: JIo3a u cxema Ha npuJiaratHe Ha Vyxeos liposomal

Jleuenue CxeMa Ha mpuJiarate
[I'spBa nHAYKIUSA nayHopyoumun 44 mg/m? u iurapabun 100 mg/m? B quure 1, 31 5
Bropa nnaykums nayHopy6umun 44 mg/m? u nurapadun 100 mg/m? B guure 1 u 3
Kouncoanaauus nayHopyourus 29 mg/m? u nurapabun 65 mg/m? s quure 1 u 3

IIpenopvuumenna cxema Ha npuiazane 30 UHOVYUPAHE HA PEMUCUS]

I[IpenopbunTENHAaTa CXeMa Ha npuiarane Ha Vyxeos liposomal e 44 mg/100 mg/m?, npunoxenu
MHTPaABEHO3HO B MpoAbbkeHne Ha 90 MUHYTH:

o B aaute 1, 3 1 5 kaTo mhpBU Kypc HAa HHIYKIIMOHHA TEPAITHS,

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

CreBam HHIYKIIMOHEH KypC MOXKeE J1a c€ MPHUIIOKU MPH MAlMeHTH, KOUTO HE IMOKa3BaT MPOTpecHst Ha
3a200JIIBAHETO WJIM HEMPUEMIIMBA TOKCHYHOCT. 3a TIOCTUraHe Ha HOPMAJICH BUJ] HA KOCTHHUS MO3bK
MOJKE J1a € HEOOXOIMM TIOBEYE OT €IUH MHIAYKIIMOHEH Kypc. OICHKaTa Ha KOCTHUS MO3BK CJIe]
BB3CTAHOBSIBAHE OT MPEIXOIHIS KypC Ha MHIYKIIMOHHA TEPAIHs OMPEess Al € HeoOXOauM
JOTTBTHUTENICH WHAYKIIMOHEH Kypc. Jledennero TpsOBa ga MpOAbIHKH 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 IIUKBI HA KOHCOJIMAAIMS TPsIOBa Aa ce npwiara 5 1o 8 ceMuIy ciiel Ha4ajaoTo Ha
MOCJIeTHATA UHAYKITHSL.

[IpenopbunTenHaTa cCXeMa Ha NpHiIokeHne Ha Vyxeos liposomal e 29 mg/65 mg/m?, npunoxenn
WHTPABEHO3HO B MpoabbkeHne Ha 90 MUHYTH:
o B nuuTe 1 1 3 Karo ciienBaly KypcoBe Ha KOHCOIHIAMOHHA Tepamus, ako € He0OX0IMMO.

KoHconuaamorHa Teparnus ce nMpernopb4Ba MpH MalUeHTH, TOCTUTHAIA PEMUCHS, IPH KOUTO €
HACTBIIMJIO Bh3CTaHOBsBaHE J10 abcomoTeH Opoii Ha HeyTpoduaute (ANC) >500/ul u Oposr Ha
TPOMOOIMTHTE ce € Bb3cTaHoBuII 10 Hajx 50 000/ul mpu 0TChCTBHE HAa HEMPUEMITHBA TOKCHYHOCT.
CrenBaiil Kypc Ha KOHCOJHMIAIMS MOXe Ja Ce MIPUII0KHU NIPHU MAIUSHTH, KOUTO HE MOKA3BaT MPOTPECHs
Ha 3a00JIIBAHETO MM HENPHEMJIMBA TOKCHYHOCT B MHTEpBaia OT 5 10 8 ceiMuIM ciie] Ha4yaloTo Ha
IrbpBaTa KoHcomuaanys. Jleuenrnero TpsiOBa fa IPOABIKHU JOKATO MAIMEHTHT MPOIBDKABA J1a UMa
T0J13a OT HETO WITH JI0 MPOTPECHst Ha 3a00JIIBAHETO, 10 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 HEOOXOAMMOCT MPUIIOKEHUETO TPSAOBA J1a Ce OTIIOKH WIIM OKOHYATEIIHO Ja CE CIIpe, KaKTO €
OIKCAHO MO-J0Iy.

Ha nanuentuTte MoXke Ja ObJie IpOBEACHA IIPEeMEAUKaIKs 3a MPo(UIaKTHKa Ha T'aJIcHE U TOBPbINAHE.
TpsiOBa 1a ce OOMHUCIIU MPOBEKIAHE HA AHTUXHUIIEPYPUKEMHUYHA Tepanusl (HaIp. aJIOMyPHHOIT) IPEIH
3armouyBaHe Ha JieueHue ¢ Vyxeos liposomal.

Cepvxuyscmeumentocm

[Ipu nekn cCUMIITOMU HA CBPBXUYBCTBUTEITHOCT (HAIp. JIEKO 3auepBsaBaHe, 00pUB, CHPOEK),
JIeYeHUEeTO TPsAOBa Aa ObAe CIPSHO U MALMEHTHT TPsiOBa 1a Obae HaOI0AaBaH, BKIFOYUTEIHO
HaOJro/IeHNe Ha XKU3HEHUTE TIokazarenu. JleuenneTo TpsiOBa j1a ce Bb30OHOBH OaBHO, cliel
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OTIIYMSIBaHE Ha CUMIITOMHUTE, KATO CE HaMaJIH HAIOJIOBUHA CKOPOCTTa Ha MH(DY3HsITa, U TPSAOBA 1a ce
npuiiara HHTpaBeHo3Ho anpenaxuapamud (20-25 mg) u mexcamerason (10 mg).

[Tpu cuMnTOMHU HA yMepeHa CBPbXUYBCTBUTEIHOCT (HANP. YMEPEHO H3pa3eH oOpHB, 3aUepBsIBaHe,
JIeKa TUCITHES, TUCKOM(OPT B THPAUTE) JICUCHUETO TPsIOBa na Obe crpssHo. TpsoBa ga ce MpHIoKu
UHTpaBeHO3HO audenxuapamut (20-25 mg nin ekBUBaNeHT) U nekcamera3oH (10 mg). Mudy3usra ne
TpsiOBa J1a ce Bb300HOBsBa. [Ipu moBTOpHO NeueHne Ha mauueHTta, Vyxeos liposomal Tps6Ba na ce
npuiara mpy ChIIara J1o3a U CKOpocT Ha HHPY3HS U C TIPEMETUKAIIHS.

[Tpu cuMNITOMH Ha TEXKKa/>KHBOTO3aCTpallaBallla CBPbXIyBCTBUTETHOCT (HAIP. XUIIOTOHUS,
M3MCKBAIlla Ba30IIPecOopHa Tepamusi, aHrHoeIeM, PECIMPATOPEH TUCTPEC, M3UCKBAIL TEPaIHs C
OpoHXOAMIATaTOPH, TeHEpANN3UpaHa YPTUKAPHS ), IEUSHHETO TPsiOBa na Obae cupsHo. TpsiOBa ma ce
MPUIOKH UHTPaBeHO3HO audenxuapamud (20-25 mg) u gexcameraszoH (10 mg) u ako e mokasaHo, 1a
ce nobaBu enrHepUH (aApEHATINH) WK OpoHXoAMIaTaTOpy. Jla He ce 3amo4yBa OTHOBO HH(Y3UITA U
Jla He W3BBPIIBA MOBTOPHO JieueHne. JleuenneTo ¢ Vyxeos liposomal TpsiOBa ma ce mpekpaTu
oxonuatenHo. [larmentuTe TpsiOBa na ce HabMOAABAT A0 OT3BYYaBaHE HA CHMIITOMHTE (BIXK.

touku 4.4 u 4.8).

Kapouomokcuunocm

[IpenopbuBa ce olieHKa Ha ChpAcYHaTa (GYHKIMS TPESIH 3all04BaHe Ha JICYCHUETO, 0COOCHO NPHU
MAIMeHTH C BUCOK PUCK OT ChpJcYHA TOKCHUHOCT. JIedenueto ¢ Vyxeos liposomal TpsiOBa 1a ce
MPEKPaTH MPU MAIMEHTH, KOUTO PA3BUBAT MPU3HAIN WM CUMIITOMH Ha KapIHOMHOIIATHS, OCBEH aKO
NOJI3UTE HE HAJ[BUINIABAT PUCKOBETE (BXK. TOUKA 4.4).

[Iponycuama 0o3za

AKo ce mporrycHe IIaHrpana fo3a Vyxeos liposomal, Ts TpsOBa 1a ce mpuitoXu Bb3MOKHO
Half-CKOpO M cXeMaTa 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 (kpeatrnHuHOB kiaupbHC [CrCL] 60 ml/min
10 89 ml/min Bb3 ocHoBa Ha popmynata Ha Cockcroft Gault [C-G]), ymepero (CrCL 30 ml/min

10 59 ml/min) nu texko (CrCL <30 ml/min) 660peuno yBpexaane. Hama onut ¢ Vyxeos liposomal
IPH MAIMEHTH ¢ TEPMUHAJIECH CTauii Ha ObOpedHa OoJecT, JIeKyBaHa ¢ auanusa (BK. Touka 5.2).

Yeproopobno yspedcoane

He ce nanara kopuripaHe Ha 03ata MpH MalMEHTH ¢ HUBO HAa OMITMpyOWHA, TIO-MaJIKO WJIA PaBHO

Ha 50 pmol/l. Hsma omut ¢ Vyxeos liposomal npu narnueHTH ¢ 4epHOgpoOHO YBPEkKAaHe, KOSTO BOAN
JI0 HUBO Ha OminpyoOuHa, no-royisiMo oT 50 pmol/l. Vyxeos liposomal TpsiOBa 1a ce u3mosi3pa mpu
MAIMEHTH C TeKKO YEPHOIPOOHO YBPEKIAHE CAMO aKO MOJI3UTE HA/IBUIIIABAT PHUCKOBETE (BXK.

Touka 4.4).

Tonynayus 6 cmapuecka ev3pacm
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 rokasanus, pa3ii4Hy OT Pa3peIICHUTE, IPU
MeAMATPUYHU M MJIaJId Bb3PACTHH MAlMEHTH Ha Bb3pacT 1 — 21 rogunu ¢ peuuausupaiia AML.
Ilopaau orpannyeHus pasMep Ha TE€3U MPOYUBAHUS HE € BH3MOXKHO J]a CE HAMPaBU 3aKIIOYCHUE, Ye
MOJI3UTE OT YIOTpedaTa Ha[BUIIIABAT PHUCKOBETE.

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 e camo 3a nHTpaBeHO3Ha yroTpeda. He TpsOBa na ce mpuiara HHTPaMyCKYJIHO,
WHTPATEKAIHO WJIU TTOKOKHO.

Vyxeos liposomal ce npunara upe3 uHTpaBeHo3Ha UHPY3Us B ipoabnkenne Ha 90 MuHyTH. 32
NpEJI0TBpATIBAHE HAa PUCKA OT ThKaHHA HEKpOo3a ¢ HeoOXO0UMO J1a ce MOJIX0K/Ia C BHUIMaHHE, 32 Ja e
rapaHTupa, 4e HIMa Jla HaCThIIM eKCTpaBa3alusl.

3a yka3aHusi OTHOCHO PEKOHCTUTYHPAHETO U Pa3pekIaHeTO Ha JICKAPCTBEHUS MPOAYKT MPeIr
MIPUJIOKEHUE BIDKTE TOUKa 6.6.

4.3 IIporuBOomOKAa3aHUs

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

44 ChneuuajaHu npegynpe:kaeHus U NpeanasHu MEPKH NpH ynorpeda

JIpyru IponyKTH, ChIBDKAINY TaVHOPYOUIIMH W/ WM UTapaOruH

Vyxeos liposomal He TpsOBa Ja ce 3aMeCTBa WJIH 3aMEHS C JIPYTH MPOIYKTH, ChIbpPKAIIN
JIayHOPYOUIIMH v/uiy niutapabuH. [Topaau 3HAUNTEIIHU Pa3IuKU BbB (apMaKOKUHETHYHUTE
rapaMeTpH MPETOPHKUTE 3a 103aTa U CXeMara Ha MpriioKeHne Ha Vyxeos liposomal ca pa3nmuaan ot
TEe3H 32 MH)KEKIIMOHHATa (opMa Ha JayHOPYOUIIMH XUAPOXJIOPHU/, HHKECKIIMOHHATA (hopMma Ha
nUTapaOuH, JIMI030MHATa HH)KEKIIMOHHA (hopMa Ha TayHOPYOHILIMH LUTPAT U JIMTIO30MHATA
WHXKEKIIMOHHa (hopMma Ha nuTapaduH. [Ipeau npunokeHre HaMMEHOBAHUETO U J103aTa Ha
JICKapCTBEHUS MPOYKT TPsOBa ia ObJAT MPOBEPEHH, 3a JIa ce M30erHaT IPEIIKU MPH J03UPAHETO.

Texka Muenocynpecus

Texxkxa Muenocynpecust (BKIFOYUTETHO (aTalHi HHPEKIINH U XeMOParndHu ChOUTHA) ce ChoOIIaBa
TIPH MAIUCHTH CJIe]] PUIIOKCHUE Ha TepaneBTHYHa 1032 Vyxeos liposomal. Cepro3nu wiu darannu
XEMOparuyHu ChOUTHS, BKIIFOUMTEIIHO XeMOparuu B eHTpaiHara Heppaa cucrema (LIHC) ¢ neranen
W3XO0J1, CBbP3aHH C TeKKA TPOMOOIIUTONICHHUS, Ca HACTBITUIIN TIPH MAI[MESHTH, JICKYBaHU C VyXeos
liposomal. TpsOBa 1a ce HampaBH OlIEHKA HA KPbBHATA KAPTHHA HA M3XO{HO HUBO U MAIUCHTUTE
TpsiOBa Ja ObJAT BHUMATEIHO NPOCIICASBaHY 10 BpeMe Ha jeueHueTo ¢ Vyxeos liposomal 3a
BBH3MOXHH KJIMHUYHHU YCIIOKHEHUS, IBIDKAIIM Ce Ha MUuesocynpecus. [lopaan Abrus ria3MeH
noayXHuBOT Ha Vyxeos liposomal BpemeTo 3a Bb3cTaHOBsiBaHe HA ANC U TpOMOOIIUTHTE MOXKeE Ja
0bJic yIBIDKEHO U JIa M3UCKBA JOIBIHUTEIHO HAOIOICHHE.

[TpodunakTHyHU aHTUMH(PEKINO3HH (BKIIOUYUTEITHO aHTHOAKTEPHAIHN, aHTUBUPYCHH,
HNPOTUBOT'BOMYHH) CPEJCTBA MOTAT Jla e MpUJIaraT mpe3 nepruoja Ha abCoM0THA HEYTPOIIEHHS 10
Bb3cTanoBsBane Ha ANC o 500/pl v moBeye. AKO Bb3HHUKHAT MHEIOCYIPECHBHU YCIOKHEHHS,
TpstOBa J1a ce M3MOI3BAT HOAXOISIIH MOATbPKAIIN MEPKH, HAaIllp. aHTUMH(EKINO3HH CPECTBA,
KOJIOHHOCTUMYNHpaly ¢paktopu, Tpancdysun. KppBHUTE TIOKa3aTenu TpsiOBa peI0BHO J1a ce
MOHHMTOPHPAT JI0 Bb3CTAHOBSBAHETO (BXK. TOUKa 4.8).

Kapanorokcuunoct

KapanoTrokcHyHOCTTa € U3BECTEH PUCK Ha JIEYEHUETO ¢ aHTpauukiIuHu. [IpenxonHo jeueHue ¢
AHTPAUKINHY (BKIIOYUTEITHO TAIIMEHTH, KOUTO MIPEIN TOBA Ca MOJIyYHIIH MTPETIOPHUNTETHATE
MaKCHUMAaJIH{ KyMyJaTHBHU 1031 JOKCOPYOHUIIMH WU JayHOPYOULIMH XUAPOXJIOPU), PEALIECTBAIIO0
Chp/IeYHO 3a00MsBaHe (BKIIOYHTEIHO HAPYIIEHa ChpJiedHa (QYHKIHS), TPEIX0IHA TbUeTeparus Ha
MeANacTHHYMa WM CHITHTCTBAINO MPHIOKEHNE Ha KapAUMOTOKCHYHH MPOIYKTH MOJKE Ja yBeInJatT
pHCKa OT AayHOPYOUIIMH-MHAYIHpaHa ChbpACYHA TOKCUIHOCT.

B nBe nmpoyuBanus ¢ eHO paMo mpu 65 nena ¢ peruauBrpaia uin pedgpakrepaa AML,
MPEIBAPUTEIIHO JICKYBAHU ¢ aHTPALMKINHY U JICKYBaHH 110 BPpeMe Ha MPOYYBAHHUATA C €IUH
WHIYKIMOHEH UKBI (IIUKBI 1) ¢ Vyxeos liposomal, ca HabmoqaBaHy ChpeYHA

HapyIIeHus (BKIFOYUTEIIHO CUHYCOBA TaXUKapIus), yabbkaBane Ha QT-uHTepBaia U HaMajieHa



¢bpakiys Ha U3TJIacKBaHe. B HAKOJIKO APYTH IBJITOCPOYHH ITPOYUBAHUS 3a JICUCHHE C
AHTPAIMKIMH/aHTPALICHIUOH TIPH JIelia ¢ MIOKa3aHo, Ye CJIC] JICUCHHE C aHTPAIMKIMH/aHTPALCHIMOH
MOTarT Jia HACTBIIAT KOHTECTUBHH KapIUOMHOIIATHH ¢ JIATSHTHOCT OT MHOTO TOAWHHM (BXK. Touka 4.8).

OGImuTe KyMyJIaTHBHY JI03M HA HEIMIIO30MEH NayHOpyoumuH Hax 550 mg/m? ca cebp3anu ¢
MOBHIIICHA YECTOTA HA KOHI'€CTHBHA ChP/IeYHA HEOCTATHYHOCT BCIEACTBHE Ha JieueHneTo. Tazn
rpaHuIa U3rJIeka € nmo-aucka (400 mg/m?) npu namMenTy, NoJly4aBasiu JIbYeTepanus B 001acTTa Ha
MeanactuHyMa. He e ompenernena Bpp3kaTa MeXAy KyMyJnaTuBHaTa 1032 Vyxeos liposomal u pucka
OT chpAeYHa TOKcHYHOCT. O0Iara KyMyJIaTHBHA €KCIIO3UIHUS Ha JayHOPYOHIINH € OIMCaHa B
TabJMIaTa mo-1a0y.

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

Jleuenue JayHopyOunun Bpoii no3n Ha JayHopyOunuH Ha
HAa /1032 Kypc Kypc
I'pBa HHAYKUMS 44 mg/m? 3 132 mg/m?
Bropa unayKuus 44 mg/m? 2 88 mg/m?
Besika KoOHCOIMAALNSA 29 mg/m? 2 58 mg/m?

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

Jleuenneto ¢ Vyxeos liposomal TpsiOBa fa ce nmpekpaTH NpH MalUeHTH ¢ HapylIeHa ChpJiedHa
(GyHKIIMS, OCBEH aKo M0JI3aTa OT 3al0YBaHe WK MPOAbIDKaBaHE Ha JICUCHUETO MPEBHIIIaBa PUCKA (BXK.
touku 4.5 u 4.8).

KonTpartienius 1 OpeMeHHOCT

[TarmenTkure TpsiOBa 1a ObJAT MOCHBETBAHU Ja N30SATBAT 3a0peMeHsIBaHe, IOKATO TOJTydYaBar Vyxeos
liposomal. [TanmeHTHTE OT MBXXKH M KEHCKH TOJI C IETEPOCH IMOTSHIIMAI TPSIOBa J1a H3I0I3BAT
e(eKTHBEH METO]I 32 KOHTPAIICTIIH [T0 BpeMe Ha JICYCHHETO u 6 Mecelia ciiell ocieIHaTa MPUIoKeHa
no3a Vyxeos liposomal (Bx. Touka 4.6).

Peaknyy Ha CBPHXYYBCTBUTEIIHOCT
Hma cphoOIeH s 3a CeprHO3HH PEaKIIMU Ha CBPhXYYBCTBUTEIIHOCT, BKIFOUUTENTHO aHA(DUITAKTHIHN
peakuuu, ciel] MpUIoKeHNe Ha TayHOPYOULIMH U IUTapaOHH.

[Tpu cuMIITOMHU HA yMepeHa CBPbXUYBCTBUTEIHOCT (HANP. YMEPEHO M3pa3eH oOpHB, 3aUepBsiBaHe,
JIeKa IUCIIHEsl, TUCKOM(OPT B TBPANTE) JICYCHUETO TPsOBa 1a Ob/e crpsiHo. TpsiOBa 1a ce mpuioxKu
WHTpPaBEeHO3HO audenxuapamuH (20-25 mg wim ekBUBaNIeHT) U nekcameTa3oH (10 mg). Uady3usra He
TpsiOBa J1a ce Bb300HOBsBA. [Ipy MOBTOpHO NeueHre Ha nanueHTa Vyxeos liposomal TpsioBa aa ce
npuiiara rnpy chlara J103a ¥ CKOPOCT Ha HHQY3US U C IPEeMEIUKaIHS.

[Ipu cuMIITOMHU Ha TEXKKA/SKHUBOTO3aCTPANIaBaIlla CBPbXUYBCTBUTEIHOCT (HATIP. XUIIOTOHHMS,
U3KCKBAIIla Ba30IPECOPHA TEpaIHsi, aHTHOE/IEM, PECTUPATOPEH AUCTPEC, U3UCKBAIIL TEPAITHUSI C
OpOHXOMIATATOPH, TEHEpAIN3UpPAaHa YPTUKApHsI) JICYCHUEeTo TpsiOBa a Obae crpsHo. TpsoBa na ce
NPUIOKH UHTPaBEeHO3HO qudenxunpamuH (20-25 mg) u nekcameraszoH (10 mg), 1 ako e rmokazaHo, aa
ce 100aBu enuHePpuH (aapeHannH) uin Opouxoaunatatropu. Mudy3us He TpsOBa aa Objie 3anouBaHa
OTHOBO M He TpsI0Ba Jia ce M3BBPIIBA IOBTOPHO JedyeHue. Jleuennero ¢ Vyxeos liposomal TpsioBa aa
ce mpeKpaTH oKoHYaTenHo. [lanuenTure TpssOBa 1a ce HaOIrIaBaT 10 OT3BY4aBaHEe HA CHMITOMUTE
(Bk. Touku 4.2 u 4.8).

TbKaHHA HEKpoO3a

JlayHOpyOUIIMH € CBhp3aH C JIOKaJHa ThKaHHAa HEKPO3a Ha MICTOTO Ha eKCTpaBasalis Ha
JIeKapCTBEHUS MPOAYKT. B kmuanyaM nipoyuBanus ¢ Vyxeos liposomal e HacTBIHUIIO €1HO CHOUTHE HA
eKCTpaBa3alys, HO He € HabroaBaHa Hekpo3a. HeoOxoaumo e aa ce moaxoxkaa ¢ BHUMaHMe, 3a Ja ce




rapaHThpa, 4e HsiMa Jia HaCThITH €KCTpaBa3allys Ha JIEKapCTBEHHS TIPOLYKT, KOraTo ce Mpriara
Vyxeos liposomal. Vyxeos liposomal TpsiOBa 1a ce mpuiiara caMo HHTpaBeHO3HO. Jla He ce mpuiara
HUHTPAaMYCKYJIHO, HHTPATEKATHO HJIH TIOAKOKHO (BK. Touka 4.2).

OreHka Ha yepHOApoOHaTa u ObOpevHarTa GyHKIHS

UepHoApoOHO yBpekIaHEe MOXKE JIa YBEIUYN PUCKA OT TOKCUYHOCT, CBhP3aHa C MPUI0KEHUETO Ha
JayHOpyOuuuH u nutapabun. [IpenopbuBa ce olieHKa Ha YepHOApoOHaTa GYHKIMS, Ype3 MPOBEKIaHE
Ha KOHBEHIIMOHAJIHYU KIMHUYHH JTA00pATOPHH M3CIIeIBaHNS, TIPEH MIPIIoKeHne Ha Vyxeos liposomal
Y TIEPUOJIMYIHO TI0 BpeMe Ha JedeHneTo. Hsama onut ¢ Vyxeos liposomal mpu manueHTH ¢he cepyMeH
OnnmpyOrH Ha n3xoAaHo HKUBO Haja 50 umol/l wnu ¢ 60peuHo 3a00sBaHe B KpaeH CTAaANMN, JIEKYBAHO C
muanuza. Vyxeos liposomal TpsOBa na ce mpuiiara npu NayueHTH ¢ TEKKO YEPHOIPOOHO YBPEKIaHE
caMo aKo IOJI3UTE HAIBUIABAT pUCKOBETE (BXK. TouKa 4.2).

JlabopaTopHu U3CiIeIBAHUSL

Vyxeos liposomal Moxe 1a HHIynpa BTOpHYHA XUTNIEPypUKEMUS BCIEICTBHE HA OBP30TO TU3NPaHE
Ha JICBKEMUYHHTE KJICTKH. HrBaTa Ha MMKOYHATA KUCENIMHA B KPHBTA TPsIOBA JIa c€ MOHUTOPUPAT U B
ClTy4aii Ha pa3BUTHE Ha XUIIEPYPUKEMHUS J1a CE 3alI0YHE MOIXOAINO JICUCHHUE.

Amnamue3a 3a 6osiect Ha Wilson wim Ipyro cBbp3aHo ¢ MEATa HapyLICHHE

Bceku duakon cpappka 100 mg MeneH rIoKoHaT, KOETO ChOTBETCTBA Ha 14 mg eneMeHTapHa Me/.
Vyxeos liposomal TpsiOBa fa ce u3Mosi3Ba Mpu MalreHTy ¢ anamuesa 3a 6onect va Wilson wiu apyro
CBBP3aHO C MeJTa HapyIIeHNEe CaMO aKo ITOJI3UTE OT MPUIIOKEeHHeTo Ha Vyxeos liposomal
Ha/IBUIIABaT pUCcKoBeTe (BXK. Touka 6.1). [Ipekparere npunoxenneto Ha Vyxeos liposomal npu
MalyeHTH C IPU3HAlX UJIW CUMIITOMH HAa OCTpa MEAHA TOKCUYIHOCT.

HmyHocynpecuBHY e()eKTH/TOBUIIEHA YYBCTBUTEIHOCT KbM HH(EKINN

[TpunaraneTo Ha YKMBU WU KUBH aTCHIOUPAHU BAKCHHU MPH MAIMEHTH, KOUTO ca
MMYHOKOMIIDOMETHPAHH BCIIEACTBUE HA JICUEHHE C XUMHUOTEPAIIEBTHYHH CPEACTBA, MOKE J1a TOBEIC
JI0 CEpHO3HU WX JieTanHu nH}eknun. BakcuHamnys ¢ ’uBa BakcuHa TpsiOBa 1a ce N305TBa IpH
MalMueHTH, noydaBaiy Vyxeos liposomal. Moxe fa ce npuiarat yOUTH WM HHAKTHBHPAHU
BaKCHHH, HO OTTOBOPHT KbM TaKHBa BAKCHHHU MOXKE J1a O'bjic HaMaJeH.

I'acTponHTECTUHATICH MYKO3UT U INapUsl

TpsiOBa 1a ce uMa MpeaBuI, Ue pe3opOLusaTa Ha ChITBTCTBAIINTE JIEKAPCTBEHHU MPOAYKTH 32
NEPOPATHO NPUIIOKEHHE MOXKeE Ja ObJie 3HAUUTEIIHO NOBJIMAHA OT FaCTPOMHTECTHHAJIEH MyKO3HUT
W/WIK Tuapusi, KOUTO YeCTO HACTBIIBAT BCIICACTBIE HA MHTEH3MBHATA XUMHUOTEPAIIHSL.

45 BzauMmopeiicTBHe ¢ APYTHU JeKaAPCTBEHM MPOAYKTH M APYTH (popMH Ha B3auMojelicTBHe

He ca npoBexnanu nmpoy4BaHus 3a B3auMoieiicTusiTa ¢ Vyxeos liposomal. OuakBa ce 10CTaBIHETO
Ha JIayHOPYOMIIMH U nutapabuH ot Vyxeos liposomal B mumno3zomua opmMa j1a Hamalid Bb3MOKHOCTTA
3a B3aMMO/ICUCTBHUS, Thil KATO CUCTEMHHTE KOHIICHTPAIIMH Ha HECBbP3aH JayHOPYOHIIMH U IUTapaOuH
ca MHOTO TMO-HUCKH, OTKOJIKOTO KOTaTo Ce MpUJIaraT KaTo HeJMIO30MHa (hopMa.

Kapamnorokcuunu cpeacraa

EnnoBpemenHara ynorpeba Ha KapAMOTOKCHYHH CPEACTBA MOKE J1a IIOBUILU PUCKA OT
KapJIMOTOKCHYHOCT. YToTpebara Ha Vyxeos liposomal nipu maiueHT!, KOUTO Mper ToBa ca
MOJTy4aBaJId JJOKCOPYOHIIMH, IIOBUIIIaBa PUCKA OT KapJUOTOKCHIHOCT (Bk. Touka 4.4). He mpunaraiite
Vyxeos liposomal B koMOuHaIuMs ¢ APYTH KApAMOTOKCUYHU CPEICTBA, OCBEH aKO ChpJeyuHaTa
(GYHKIUS Ha TTallMeHTa ce Ha0JItoJaBa BHUMATEITHO.

XenaToTOKCUYHHU CPEJCTBA

XenaToTOKCHYHHUTE JIEKApCTBEHN IPOIYKTH MOTaT J1a YBPEAsT YepHOApoOHaTa pyHKIMS U 12
yBEIWYaT TOKCUYIHOCTTA. T'hil KaTO AAYHOPYOHUIIMH ce MeTabOoIM3Mpa Ype3 YepHusl 1pod, MPOMEHHUTE B
4epHOApoOHaTa QYHKIHS, TPEAU3BUKAHU OT CHITBTCTBAIINUTE TEPAITUH, MOTAT JIa TIOBJIHUSSAT BHPXY
MeTaboan3Ma, papMaKOKHHETUKATA, TepareBTUIHATa €PUKACHOCT H/MIM TOKCHYHOCTTa Ha VyXeos




liposomal (Bxk. Touka 5.2). UepHoapoOHaTa GyHKIIKsA TPsAOBa J1a Ce MPOCIIEAsABa I0-4€CTO, KOraTo
Vyxeos liposomal ce npuiara eTHOBpEMEHHO ¢ XEMATOKCUYHU CPEJICTBA.

4.6 @epTHINTET, OPEMEHHOCT H KbpMeHe

Kenw ¢ nereponen norennman/KonTpaneniys npu MbKe U XKEHU

[Ipenu 3anoyBane Ha jeyeHue ¢ Vyxeos liposomal Ha ’KeHUTE ¢ IeTepoJieH OTeHIal TpsiOBa aa
OBbJIe HaIlpaBEH TECT 3a OPEMEHHOCT, 3a J1a C€ U3KIII0UYHN OpeMEHHOCT. [IaIlMeHTHTE OT MBIKKH TIOJ C
MAapTHHOPKH C JIETEPOICH MOTCHITUA M MAIIMEHTKUTE OT KEHCKH TIOJ TPIOBa J]a N3Mon3BaT e(heKTHBHA
KOHTpaLenus o BpeMe Ha JieueHneTo ¢ Vyxeos liposomal 1 6 Mecena cien mocieaHaTa NpuiiokeHa
J03a.

bpemeHnHocT
JluricBaT nanHu OT ynotpebara Ha Vyxeos liposomal npu Opemennu xenu. Bb3 ocHOBa Ha

pe3yJTaTuTe OT MPOYYBaHUsITA 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 moTeHIMATHUS PUCK 32 1102 (BXK. Touka 5.3).

AKO JIeKapCTBEHUSAT MPOIYKT CE€ U3IOJI3BA [0 BpeMe Ha OPEMEHHOCT HJIM aKO MallMeHTKaTa
3abpeMeHee, JokaTo npuema Vyxeos liposomal, Ts TpsiOBa 1a 6b1e MHPOPMUpPaHa 32 TOTCHIUATHUS
puck 3a iona. KapanoaoruuHo uscieBane U KpbBHA KAPTHHA CE TPETIOPBUYBAT BbB BCEKH CITydaid
npu GeTycH 1 HOBOPOJCHH, POJICHU OT MaiiKi, KOMTO ca JIGKyBaHH [0 BpeMe Ha OPEMEHHOCT.

Kvpmene
He e m3BecTHO mamu Vyxeos liposomal ce ekckperupa B kbpmara. [lopagy BB3MOKHOCTTA 32

CEPHO3HHU HEeXKENaH! peaknuu Ha Vyxeos liposomal mpu KbpMeHUTE Jea, )KeHUTe TPsIOBa 1a ObaaT
MOCHBETBAaHU 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 jieuenne ¢ Vyxeos liposomal (k. Touka 5.3).
4.7 EdexTn BbpXy cnocodHOCTTa 32 modupaHe u padora ¢ MAIIUHA

Vyxeos liposomal moBnusiBa B Malika CTeTIeH ClIOCOOHOCTTA 3a 1modupaHe u padora ¢ mamuHu. MMa
CHOOLIEHHMS 32 YMOpPa U 3aMasiHOCT IpH yrorpeba Ha Vyxeos liposomal. [lopanu ToBa ce npenopbuBa
MOBHUIIIEHO BHUMAaHUE MPH IoQupane Ui paboTa ¢ MallluHH.

4.8 Hexenanu JeKapcTBeHH peaKIUU

O06o6uieHre Ha poduta Ha Ge30MacHOCT

Haii-yecto cperanute Hexxenanu peakiuu (HP) ca cBpbX4YyBCTBUTEITHOCT, BKIIIOYUTEIHO OOPHB
(66,9%), pedpumHa HeyTponenus (63,5%), otok (52,3%), nuapus/komurt (49,9%), mykosurt (49,9%),
yMmopa (46,4%), MmyckyiHO-ckeieTHa 0oska (44,5%), 6oika B kopema (36,3%), HaMaJIeH areTUT
(33,9%), kauummna (33,9%), rnaBodonue (32,3%), crynenu tpbiku (31,2%), apurmus (30,4%),
nupekcust (29,6%), Hapyienus Ha cbHA (25,1%) u xunotonus (25,1%).

Haii-cepnosnunte n yecto cpemanu HJIP ca nadexnms (58,7%), kapnuorokcuynoct (18,7%) u
kpbBOM3IUB (13,1%).

Tabyr4eH CIMCHhK Ha HEXKEIIAHUTE JICKAPCTBCHU PCAKIINH
HJIP ca BkiiodeHu B CHOTBETHATA KaTeropus B Ta6nnuaTa MO-A0Jy Ccriopen Hail-BHCOKaTa qyecToTa,
Ha6mozxaBaHa B HAKOC OT OCHOBHUTC KIIMHWUYHU NPOYYBAHUA.




Kareropuure 1o 4ecToTa ca OIpeaeiieHd KakTo ciaenBa: MHoro yectu: (>1/10); wectu: (>1/100 g0
<1/10); meuectu: (>1/1 000 mo <1/100); pemxu: (>1/10 000 o <1/1 000); ¢ Heu3BecTHA yecToTa (OT
HAIMYHUTE JAaHHU HE MOXeE Ja ObJic HalpaBeHa OICHKA).

B paMkwuTe Ha BCsKa Ipymia M0 YeCTOTa, HeXEIIAaHUTE PEaKIHU ca MPEACTABeHH B HU3XOJISII PEJT IO
OTHOIIICHUE Ha TSIXHATa CEPHO3HOCT. 3a KiacudunmpaneTo Ha HP, kouto ce cpemar B cTeneHu

ot 3 10 5, e Hanuue n3uepnatenHo u3bpossane cnopen NCI na NCI CTCAE. TokcuuHocTTa Cce
KIacuguImpa kato jeka (crerneH 1), ymepena (cremneH 2), TeXka (CTereH 3) win
’KHBOTO3aCcTpaIiaBaiia (CTerneH 4), ChC CIeUGUIHN ITapaMeTpH CIIOPET 3acerHaTaTa OpraHHa
cuctema. CMBbpTEH Cilydaii (CTerneH 5) ce U3Moi3Ba 3a HAKOH OT KPUTEPUUTE 32 0003HAUYaBaHE Ha

JICTAJICH U3XO0M.

Ta6auna 3: HexkeJanu peakuuy, Cb001eHU B KIMHHYHU NPOYYBAHMS NPH MALUEHTH,
JieKyBaHH ¢ Vyxeos liposomal (n=375)

CucreMo-opraHeH Kjiac

HP/YectoTa (%)

HP crenen 3-5/Yecrora (%)

Nudexnun u nadecranumn

MHuoro yectu
Wndexmus (78,1)

Muoro yectu
Wndexnus (58,7)

Hapyumienusi Ha KpbBTa U
aumHara cucrema

Muoro yectu
®ebdputHa HeyTponeHus (63,5)

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

MHoro yectu
®debdprtHa HeyTponeHus (62,4)

Yectn
Tpomborutonienus (3,7)
Heytpomnenus (3,5)
Anewmus (2,1)

Hapyumenusi Ha UMyHHaTa
cucremMa

MHoro yecTu
CBpBX4yBCTBUTESITHOCT
(BKJIFOUMTENHO 00pUB) (66,9)

Yectn
CBpPBXUIYBCTBUTEIHOCT
(BximounTenHo obpus) (9,1)

Hapyumenus Ha
MeTa00JaM3Ma U XpaHEeHeTO

YecTHn
CHHIpPOM Ha TYMOPEH JIM3HC
(7.5)

Yectn
CuHapoM Ha TyMOpeH Jm3uc (2,7)

Mcnxuunn Hapymenus

MHoro yecTn

Hapymenus Ha cpHs (25,1)
TpesoxuocT (17,3)
Henupuym (15,5)

Yectn
Henupuym (2,4)

Heuectn
Hapymenus na 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)

Hapyuienust Ha ounTe

MHoro yecTn
3putenno yspexaane (10,4)

Heuectn
3purenno yBpexaane (0,3)




CucremMo-opranes Kjiac

HP/YecTtora (%)

HP crenen 3-5/Yectorta (%)

Cobpaeuynn HapymieHus

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 HapyLieHHs

MHoro yecTn
Xemoparwus (69,1)
Xwumoronus (23,7)
Xuniepronus (17,3)

MHoro yecTn
Xemoparus (13,1)

Yectn
Xwunepronus (6,9)
Xunorouus (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

HapyLUeHUSs

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

3anek (42,7)

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

YecTtn
Hucnencus (9,6)

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

lanene (1,1)

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

Hapyumenus Ha KoxkaTa u
NMOJKOKHATA THKAH

MHoro yecT

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

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

Heuectn

Cunapom Ha
naJMapHO-TIJIaHTapHA
eputpouzectesus (0,8)

Heuectn
Xunepxuapo3sa (0,3)

Hapyumenus Ha
MYCKYJIHO-CKeJIeTHATA
cHCTeMa H
CbeIMHHUTEJHATA ThKAH

Muoro yectu

MyckynHo-ckeneTHa 0oka
(44.5)

Yectn
MyckynHo-ckenerHa 0oiika (5,1)

Hapymenus Ha 0bOpenuTe
U MMKOYHUTE MHTHILA

MHoOro uecT
br6peuna HeZOCTATHYHOCT

Yectn
brbpeuna HegoctarpuHOCT (6,4)

(10,4)
OO0y HapymeHus u MHoro yectu MHoro yecTn
e(exTH HA MACTOTO Ha Oroxk (52,3) Ywmopa (10,4)
NpUJI0KEeHHe Ymopa (46,4)
Crynenu Tpbuk# (31,2) Yectn
[Mupexcus (29,6) [Mupexcus (3,2)
Otok (2,7)
Heuectn

Crynenu tpbnku (0,3)
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 ['pynoBUTE TEPMUHH 33 APUTMHUS BKJIFOUBAT MIPEJCHPIHO MBXKICHE, OpauKapIusl U Hali-4ecTo
CHOOIIaBaHATa APUTMHS € TaXUKaAPIHUSL.

Onucanue Ha I/I36DaHI/I HCXKCIaHU pCaKIInn

HUngpexyuu

[Topanu HeyTponeHUsTa, KOSITO Bh3HUKBA MPH JedeHue ¢ Vyxeos liposomal, MHOTO 4ecTH HeXelnaHu
peakiuu ca MH(PEKIUU OT pa3nudeH Tul. [[HeBMOHHMS, cencuc U OaKTepueMHs ca Hail-4ecTo
HabmogaBanute cepro3nu nHpexun (HJIP) B monmynanusita B kmuHIYHUTE Tpoy4uBaHus. YectoTara
Ha ciydauTe Ha uHpekuu e 78,1%; yecToTara Ha HECEPUO3HUTE ClTyyau Ha uHpekuu ¢ 73,1%, a
4eCcToTaTa Ha CepUO3HHU Citydan Ha nHpeknuu ¢ 28,5%; yectoraTta Ha MHPEKIUUTE, JOBEIH 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 TpoMOOLIMTOTIEHNATA, KOATO BH3HUKBA IIPH JiedueHue ¢ Vyxeos liposomal, B KITHHUYIHA
MPOYYBaHUS ca HAOMIOJaBaHU pa3IMYHHA XeMOparuiHu crouTus. Haif-uecTo cpemaHoTo XxeMoparuaHo
CHOWTHE € EMUCTAKCHC U TIO-TOJIIMATa YacT OT T€3HW ChOUTHS ca CYNTAaHHU 3a Heceprosnu (29,1%).
YecTtoTara Ha XeMoparuuHute cbouTus € 69,1%; yectoTara Ha HECEPHO3HUTE XEMOPArHYHU CHOUTHS
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 XeMOPAaruIHy ChbONTHS, BKiounTenrHo xemoparuu B [IHC ¢ neranen uzxon,
CBBP3aHM C TEKKA TPOMOOIUTOIICHHSI, ca HAOIF0IaBaHu TP MAIIMEHTH, JICKyBaHH ¢ Vyxeos liposomal
(Bk. Touka 4.4).

Kapouomokcuunocm

Kapaunorokcnynu edekTr ca HabI0aBaHK TIPH KIMHUYHKUTE MPOy4YBaHus Ha Vyxeos liposomal.
Haii-yecTo ch0o011aBaHUTE CEPHO3HU HEXETaHH JICKAPCTBEHU PEakiiy ca HamaJieHa pakius Ha
W3TJIACKBAHE U 3aCTOMHA ChpJIeYHAa HEAOCTATHYHOCT. KapIMOTOKCHYHOCTTA € U3BECTEH PUCK Ha
JICYCHUETO C aHTPAIMKIMHKU. YecToTaTta Ha BCUYKH KapIUOTOKCUYHU ChOuTHS € 72,0%); yecToTaTra 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 ChOUTHUSA C NeTaneH u3xon e 0,5%. CepieueH apect € ChoOIIeH KaTo
JIeTaHO ChOUTHE; AIMEHTHT € Pa3BUII TPOMOOILIMTOIICHUS] M HEYTPOTICHHsI, KOUTO Ca JIOTIPHHECIH 32
chpleueH apect (BK. Touka 4.4).

Cepvxuyscmeumentocm

PeakuunTe Ha CBPBbXUYBCTBUTEITHOCT Ca MHOTO YECTH HEXKEJIAHHU PEAKINH B KIIMHUYHUTE NTPOYUBAHUS
Ha Vyxeos liposomal. Haii-uecTo cho01aBaHnTe HeXxXenaHu Peaklui Ha CBPbXUyBCTBUTEIHOCT ca
0OpHBH M MO-TOJIsIMATa YacT OT TsX He ca cepuo3nu (38,9%). UecToTaTa Ha BCUUKH CHOUTHS Ha
CBPBXUYBCTBHUTEIHOCT € 66,9%; YecToTara Ha HECEPHO3HUTE CHOUTHS Ha CBPBXIYBCTBHTEIIHOCT

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

e 1,1%; yecToTata Ha CBPBXUyBCTBUTEIIHOCT, JOBENA A0 MpeKpaTsiBane Ha jedenuero e 0. Yecrorata
Ha CbOMTHSTA HA CBPBXYYBCTBUTEIHOCT ¢ JietasieH u3xon e 0 (Bxk. Touka 4.4).

Ileduampuuna nonynayus

[IpodmrbT Ha Ge3omacHocT Ha Vyxeos liposomal npu 38 meanaTpuvHu MaUeHTH ¢ PEeUINBUPAINa
AML B npoyuBane AAML 1421 u3riexza Karo Lsio € MoJ00eH Ha TO3H, HaOJII0AaBaH MU
0J100pEeHOTO MOKa3aHue MPU BB3PACTHHU C JIeKyBaHa 3a IbpBH 1T AML ¢ Vyxeos liposomal (Bix.
Touka 4.2). BeIipexku ToBa HexenaHuTe peakiuu B mpoyuBane AAML 1421, nabnronaBanu npu
NeIMaTPUYHU MAIMEeHTH, KOUTO CE pa3liniyaBaT WM ca MO-TeKKH OT HAOII0AaBaHUTE TIPU Bh3PaCTHU
(xaTo ce mpu3HABAT OrPaHUMYECHUATA HA KPBCTOCAHUTE CPAaBHEHHUS HAa IPOYUYBAHUSITA), BKIIIOYBAT
MakyJionainyJo3eH oopus (47,4%), ynbinkaBane Ha QT-uHrepBaia B enexrpokapaunorpamara (28,9%),
paHHO HACTHIIBAaHE HA KapANOTOKCUYHOCT (Aeduanpano kato > 10% namanssane Ha LVEF no xpaiina
LVEF <50% LVEF; 21,0%), Texxka xunokanmuemus (13,2%), xunepraukemust (7,9%) 1 moBuieHa
ALT (7,9%). Xunepronus e HabmronaBaHa npu 18,2% oT Te3u neAnaTpU4HN MalUECHTH.

11



Hsima HanuYHM NieUaTpyYHe JaHHH 33 JBJITOCPOYHA O€30IMacHOCT Ciie]] BpEMETPaecHeTo Ha
npoyuBaHeTo (26 Mecerna). [lopaau ToBa HAMa TTeAUATPUIHHN TaHHA 32 0€30TIACHOCT 3a CTIPAaBSHE C
JUBJITOCPOYHATA KaPIMOTOKCUYHOCT Ha Vyxeos liposomal, BKIIIOYUTETHO ABIArOCpOYHaATA
KapAMOTOKCHYHOCT, KOTaTO CE U3I0JI3BA B JIO3U HAJl MAKCUMAaJTHATa KyMYJIaTHBHA 71032 aHTPAUKIHHH
3a menws )KuBOT. Hsima mannam 3a ehektrre Ha JedeHuero ¢ Vyxeos liposomal BbpXy pacTexa u
CH3PSABAHETO.

Cpo011aBate Ha NOJA03UPAHU HEKEIAHU PEAKIIMHI

Cro01maBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIUH ClIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BakHO. ToBa MM03B0JIsABa Ja MPOIBJKH HAOIIOICHUETO Ha ChOTHOIICHUETO I0JI3a/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
[I0I03UPaHa He)KEIaHa PeaKilns Ype3 HaIlHOHAIHATA CHCTEMA 3a ChOOIIaBaHe, II0COUEHA B

[puioxenue V.

4.9 Ilpemo3upane

Hsma KoHKpeTeH ONuUT MpH JICUCHUE Ha Tpelo3upaHe Npy MaueHTy. B ciryyail Ha npeno3upane ce
ouJakBa 000CTpsIHE Ha HEXXETAHUTE PEeaKINy, CBbp3aHu ¢ Vyxeos liposomal, u TpsiOBa ma ce ocurypu
HOTBPIKAIIO JIeUeHNE (BKIIOYUTEITHO aHTUMH(EKIIMO3HN CPECTBA, KPHBOIIPEINBAHE U TIPEITUBAHE
Ha TPOMOOIIMTHA Maca, KOJIOHUOCTHUMYJIHpAIIX (aKTOpH U MHTEH3UBHO JICUEHHUE, aKO € He00X0AUMO),
JIOKaTO MAaIMEHTHT ce Bb3cTaHOBU. HabmnronaBaiite BHUMAaTEeTHO MAllMEHTa B TEYEHUE HA BPEMETO 32
NPU3HAM Ha KapJHOTOKCHYHOCT U OCHT'YpeTe TOIXOAIIA IO IbpKallla Teparus, ako € KITMHUIHO
MIOKAa3aHo.

5. ®APMAKOJIOTHYHHA CBOMCTBA

5.1 d@apmakoaMHAMHMYHU CBOIiCTBa

®dapmakoTepaneBTHYHA rpyma: APYrH aHTHHEOIUTACTHYHH CPECTBa, KOMOMHAIIMU OT
AHTHHEOIUTaCTUYHHU CPEeJCTBa, IuTapabuH u aaynopyounus, ATC kox: LO1XYO01.

MexaHu3beM Ha JIEUCTBUE

Vyxeos liposomal ¢ koMOuHanus ¢ pUKCUPAHU 1031 JayHOPYOUIIMH U [IUTAPaOUH B MOJIAPHO
cpotHotrenue 1:5 B mumo3omua popma. Jlokasaro e in vitro u in vivo, 4e MosapHo
choTHomIeHHe 1:5 BoH 10 MAKCHMAJIHO CHHEPTHYHO aHTUTYMOPHO AeiicTBre mpu AML.

JayHopyOUIIMH MMa aHTHMUTOTHYHO M MUTOTOKCUYHO JCHWCTBHE, KOETO CE MOCTUra upe3 o0pasyBaHe
Ha xomruiekcH ¢ JIHK, naxuOrpane Ha akTHBHOCTTA Ha Toron3oMepasa I, naxubupane Ha
aktuBHOCTTa Ha JIHK monmmepaszata, KoeTo 3acsra peryianusaTa Ha TeHHaTa eKCIIpecHs U
o0Opa3yBaHeTo Ha CBOOOIHU pajukaiy, yBpexaamu JJHK.

Iurapabus e ciequduyHo 3a onpeneneHa (aza Ha KJIEThUHUS LUKBJI aHTUHEOIUIACTUYHO CPEICTBO,
BJIMSCIIO CaMO Ha KIJIETKH B S-(pazara Ha KIeTHUHOTO AejeHEe. BhTpekIeThuHo MUTapaOuHBT ce
npeBpblIa B iuTapadun-5-tpudocdar (ara-CTP), koiTo € akTUBHUAT My MeTa0OoIUT. MeXaHU3MBT Ha
JeicTBUE HE € HAITBJIHO U3SCHEH, HO M3riexa, ye ara-CTP neiicTBa OCHOBHO upe3 HHXHOHpaHe Ha
cunre3a Ha JJHK. Bxirousaneto B JIHK 1 PHK moke cbliio 1a 1onpuHece 3a IUTOTOKCUYHOCTTA Ha
utapabuH. [lurapaOUHBT € IUTOTOKCHYEH 3a Mpoiudeprupany KJIeTKH oT 003aiHUK B KJIEThYHA

KyJTypa.

Vyxeos liposomal numo3omMute IposiBABAT YABHKEH IUIa3MEH MOJTYKUBOT CJIel HHTPABEHO3HA
uH(Yy3us, Kato nosede oT 99% oT nayHopyOuWIIMHA U TUTapaOrHA B TUIa3MaTa OCTABAT BKIFOUYCHHU B
muno3zomuTte. Vyxeos liposomal moctaBsi chiHepruyHa KOMOWHAIUS OT IayHOPYOUIIMH U IUTapaOuH 110
JICBKEMUYHMTE KJICTKH 3a IMPOJAB/DKUTEIICH IIEPHOJ OT BpeMe. Bb3 0CHOBA Ha JJaHHH OT U3MUTBAHUS
BBPXY KHUBOTHH, Vyxeos liposomal 1umo3oMuTe KyMy/IupaT i IEPCUCTUPAT BHB BUCOKA
KOHIICHTPAII¥sI B KOCTHHSI MO3BK, KBAETO NMPEPEPEHIMAITHO C€ TTOeMaT HHTAKTHHU OT JICBKEMUYHHUTE
KJICTKU TPY aKTUBEH MPOLIeC Ha moribiiane. [Ipu JeBKeMUsI-HOCEIH MUILKH, JINIIO30MHUTE CE ITOeMaT
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B TI0-TOJISIMA CTETEH OT JICBKEMUYHUTE KIIETKH, OTKOJIKOTO OT HOPMAJTHUTE KJIETKH HA KOCTHHS MO3BK.
Crnen nntepHanu3anus Vyxeos liposomal JIMmmo3oMute ce pa3rpaxiaT, 0CBOOOXKAaBaT AayHOPYOHUIHH
U 1UTapaOvH BbB BBTPEKJICThYHATA CPE/Ia, KOSTO MO3BOJISIBA HA JICKAPCTBEHUTE MPOAYKTH J1a
YIpaxXHIBAT CHHEPTUYHO aHTUHEOIUIACTUYHO JICHCTBUE.

Knmandaa edmkacHOCT 11 6€30MaCHOCT

EduxacHoctta Ha Vyxeos liposomal 3a nedenneTo Ha HOBoguarHocTuuupadsa AML nipu Bb3pacTHH €
OIIEHEHA B €IHO KOHTPOJIMPAHO KIMHUYHO TpoyuBaHe (mpoyuBaHe 301), a epukacHOCcTTa Ha VyXeos
liposomal 3a meuenuneTo Ha penuauBupaiia AML npu neanaTpuIHy MANMCHTH € OIICHEHA B €THO
KIMHAYHO npoyyBane AAML 1421.

IIpoyusane 301 npu nayuenmu c neaexysana sucoxopuckoga AML

[TpoyuBane 301 e pangOMH3HPaHO, MHOTOLIEHTPOBO, OTBOPEHO, C MapajieHO paMo IpOyYBaHe 3a
MPEeBB3X0ACTBO (paza 3, koeto oneHsBa Vyxeos liposomal cripsmMo ctaHnapTHa KOMOWHAIUS OT
nuTapabuH u nayHopyounus (7+3) npu 309 nanuenTr Ha Bb3pacT oT 60 10 75 ronuHM ¢ HelekyBaHa
BrcokopuckoBa AML. B mpoydBaHeTo ca BKIIOUEHH NMAIIMEHTUTE ChC CIIEAHUTE MoATHIIOBE AML:
AML, cBbp3ana ¢ neuenuero (t-AML), AML c npenmectpany muenogucmiactTuuer cuagapom (MDS
AML) u AML ¢ npenmecTBaima XxpoHndHa MuenoMoHoIuTHa 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.).

[IpoyuBaneTo BkitouBa 2 ¢asu: 1) daza Ha nedeHune, Mpe3 KOSITO MAIMESHTUTE Ca TOTYIHITH

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

3arouBa 30 AHM ClIe]] TIOCIICTHUS MHIYKIIMOHEH KYPC WM KypPC Ha KOHCOMIAIIMS U POAbKaBa

JI0 5 TOMHY OT PaHIOMHU3UPAHETO. BposAT HAa MHIAYKIUUTE U KOHCOJNUAAUUTE, KOUTO MAIUCHTHT
MOJy4aBa, 3aBUCH OT MBJIHUS 0TroBop (CR) WM OT MBJIHUS OTTOBOP € HEMBITHO BH3CTAHOBSBAHE
(CRi), K0oeTo e TOTBBPAEHO Upe3 OlICHKa Ha KOCTHUS MO3bK. CaMo B KIIMHUYHU MTPOYYBaHUS VyXeos
liposomal 100 equuunyu/m?/nen (exsuBanenTHo Ha 44 mg/100 mg/m?) ce mpusara MHTPaBEHO3HO B
npoabivkenre Ha 90 muHyTH B nHUTE 1, 3 11 5 32 mbpBaTa MHAYKOWA U B HUTE 1 11 3 32 ManueHTH,
MPH KOUTO € HeoOXoIMMa BTOpa MHAYKIYA. BTopaTa HHAYKIMS € CHITHO IPETOPhYUTEIHA 32
nanueHTu, kouto He ca nocturHaiv CR uiau CRi B IbpBUS MHIYKITMOHEH KYPC M € 33 IbJDKUTEIHA 32
MaIMEeHTHUTE, MOCTUTHAIY moBeue oT 50% HaMalieHHe Ha MpolieHTa Ha Onacture. [locTpeMHUCHOHHO
JICUCHHE C TPAHCIUIAHTAIMS Ha XeMornoeTHyHu cTBosioBH kietku (HSCT) e paspelieHo Wiin BMECTO,
WM CJIe]T KOHCOIMIAIIMOHHA XUMHOTepanus. [Ipu KypcoBe Ha KOHCONHMIAIIHS CaMO B KIIMHUYHU
nmpoyuyBaHus no3ata Vyxeos liposomal e HamaneHa mo 65 eIMHMIM/M?/IeH (EKBUBAJIEHTHO

na 29 mg/65 mg/m?) B ruure 1 u 3. B pamoTo, mosyuasano 7+3, IbpBaTa MHAYKIHMS CE ChCTOM OT
uurapabun 100 mg/m?/nen B quute or 1 10 7 4pe3 HenpeKbcHaTa HHPY3US U

nayHopyouis 60 mg/m?/nen B qaute 1, 2 1 3, a Ipu BTOpaTa MHIYKIUS ¥ KOHCOJIUIALHATA
quTapaOuH ce mpuiiara B THUTE OT 1 110 5 1 nayHopyOutuH B qaUTE 1 1 2.

Nma 153 naruieHTy, paHaoMH3UpaHy j1a nojydaBaT Vyxeos liposomal, u 156 nanueHTH,
paHIOMHU3UPAaHN B KOHTPOIHOTO pamo 7+3. MenuaHara Ha Bb3pacTTa Ha paHAOMU3UPAHNUTE TTAIIHEHTH
e 68 ronuuu (muamazon 60-75 roguan), 61% ca Mmbxe, a 88% UMaT GYHKIIMOHAITHO CHCTOSHUE 110
ECOG 0-1. Ha uszxognoro Huso 20% umar t-AML, 54% umat AML ¢ npeamiecTpaiio
XEMaTOJIOTMYHO 3a00msBane U 25% umar de Novo AML ¢ UTOreHEeTHYHN aHOMAJTUH, CBBP3aHH C
Muenoauciasus. 34% ca JIeKyBaHU NPEAM TOBA ¢ XUITOMeTHIMpal arent 3a MDS. 54% nmat
HeOJaronpusaTeH kapuoTHil. JlemorpadcKkuTe U U3XOAHUTE XapaKTEPUCTHUKU Ha 3a00JIIBaHETO KAaTO
IUT0 ca OaNaHCHpaHu MeXay nicieasanure pamena. FLT3 myranus e ycranosena npu 15% (43/279)
OT U3CJIeABAHUTE NAlMeHTH, a pu 9% (25/283) oT nscneaBaHUTE MALMEHTH € YCTAHOBEHA

NPM1 myrarnwst.

[IppBHYHaTa KpaifHa TOUKa € 0011aTa MPEeKUBIEMOCT, U3MEPEHA OT JaTaTa Ha PaHAOMH3aLus 10
HAaCTBIIBaHE Ha CMBPT IO BCSIKaKBa nMpuyrHa. Vyxeos liposomal nemoHcTpHrpa NpeBb3X0ACTBO MO
OTHOIIIeHNE Ha 001maTa npexkusseMocT rpu [TT momynanusta B cpaBHEHHE ChC CPAaBHUTEIHATA CXeMa
Ha neueHne 7+3 (Durypa 1). Menuanara Ha NpexXUBIEMOCTTa 3a IpyIarTa Ha JIedueHue ¢ Vyxeos
liposomal e 9,56 mecena B cpaBaeHue ¢ 5,95 Mecena 3a rpynara Ha JieueHue cbe 7+3 (KoeQULUUEHT Ha
puck = 0,69, 95% Cl = 0,52, 0,90, nBycrpanen log-rank tect p = 0,005).
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Oo6miara yecrora Ha HSCT e 34% (52/153) B pamoro, mosy4aBano Vyxeos liposomal, u 25% (39/156)

B KOHTPOJIHOTO PaMO.

®urypa 1: KpuBa na Kaplan-Meier 3a o6mara npexussiemoct, I'TT nonyiauus

34 21

Cn6utus /N Mennana Ha npex. (95% Cl) |

Vyxeos liposomal 104/153 956 ( 6.60, 11.86)

1321156 595 (499, 7.75)
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Mecenu ot pangoMH3aLusaTa

Ta6auuna 4: Pe3yaratu 3a epukacHocrra ot npoyuBane 301

Vyxeos liposomal 7+3
N=153 N=156

O0ma npexuBseMocT

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% ClI)

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

p-croitHOCT (2-cTpanHa) ?

0,005

pe:xxuBsieMocT 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% ClI)

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

p-croitHOCT (2-cTpanHa) ? 0,021
CreneH HA bJIEH OTTOBOP

CR, n (%) 57 (37) | 40 (26)
cpoTHOIeHHe Ha mancosere (95% ClI) 1,69 (1,03, 2,78)
p-croiinoct (2-crpanna)° 0,040

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

Cokpamenusi: Cl = noBepurenen unrepsai; CR = mbien orroBop; CRi = mbjieH OTTOBOP C HE'BIHO

BB3CTAaHOBABAHEC

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

AML nonTun




60-meceuno npocneosisane

YecroTtara Ha oOIaTa mpexuBIeMOocT 3a 60 Mecella € Io-BUCOKa B paMOTO Ha JiedeHue ¢ VYXe0s
liposomal (18%) B cpaBHeHHEe ¢ pamoTo Ha JeueHue cbe 7+3 (8%); KoepuureHT Ha

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

Ilennarpuyna nomyJanus

Peyuousupawa AML

Edwukacunocrra Ha Vyxeos liposomal kaTo eqnHUYHO CPEACTBO € OIleHeHa BBB ¢a3a 1/2 Ha mpoydBaHe
¢ enHo pamo (AAML 1421), npoBeaeHO 3a olleHKa Ha Oe30MmacHOCTTa ¥ e(PUKaCHOCTTa Ha VyXeos
liposomal npu 38 neauaTpu4HM U MIIaAu BH3PACTHH NalMEHTH Ha Bb3pacT 1 — 21 ronqunu ¢ mbpBU
peunauB Ha AML. JleueHneTo no Npoy4YBaHETO BKJIKOYBA €AMH HHIYKIHUOHEH LIUKBI ¢ VyX€eos
liposomal 59 mg/135 mg/m?, npuioskeH MHTPABEHO3HO B MPOAbIKeHKE Ha 90 MuHyTH B HUTE 1, 3

u 5, mocnensaH oT (iyaapaOuH, HUTapaOUH U IPaHyIOUUT-KoJoHHOCTHMYHpall ¢aktop (G-CSF
(FLAG)) 3a nukba 2. MeauaHata Ha Bb3pacTTa Ha nanueHture € 11 roaunu (quanason 1 — 21
roguan). OceM (21%) oT marmeHTHTE ca Ha Bh3pacT Mexny 18 u 21 roqunu. [lamueHTy, KOUTO ca
nosyyaBaiu >450 mg/m? eKBUBAJIEHTH Ha JayHOPYOMIIMH, Ca U3KJIFOYEHH OT IPOYYBAHETO.

[IppBuyHaTa KpaitHa TouKa e obImara crereH Ha oTroBop (ompeaenes karo CR wm CRp) crex
Vyxeos liposomal (Iluxba 1), nocieasan ot FLAG (Iluxba 2). O6iara crereH Ha oTroBop € 68%
(90% Clopper-Pearson CI 53% m0 80%). Crex tiukba 1 16 (43%) OT mariueHTUTe UMaT OTTOBOP Ha
nedenneto CR + CRp, BkmountenHo 14 (38%) ot marmentute, konto nocturat CR, 1 Bp3 ocHOBa Ha
7-Te yYaCTHUIIM C HAJIMYHM JAHHM 33 PELMIUB, MEIMaHaTa Ha nMpoabiukuTeaHocTTa Ha CR e 284 nHu.

5.2 ®apmakokuHeTHYHH CBOCTBA

®dapMaKOKMHETHKATa HA TayHOPYOULIMH U IUTapabuH, MPUIOKEHU KaTo Vyxeos liposomal, e
pOyYeHa NpH Bb3PACTHH MAlMEHTH, KOMTO ca MOMY4YHIM 103a AayHopyourun 44 mg/m? u
uutapabun 100 mg/m?, npunoxenu kato 90-MUHYTHa MHTpaBeHO3HA UH(y3us B qaute 1, 3 u 5.
dapMaKOKUHETHKATa HA BCEKH JIGKaPCTBEH MPOAYKT C€ OCHOBABA Ha OOIIUTE TNIA3MEHH
KOHIICHTPAIHMH (T.€. BKIFOUEH IUTFOC HEBKIIIOYEH B JIMTIO30MH JIEKapcTBEH MpoaykT). Cren
MIpHUJIOKEHATa Ha 5-Usl JieH 103a cpeanara (koedunueHt Ha Bapuarus [CV] B %) MakcumanHa
ria3MeHa KoHueHTpauus (Cmax) € 26,0 u/ml (32,7%) 3a naynopy6uuus u 62,2 u/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 naynopyourms u 1900 p.h/ml (44,3%) 3a nurapabus.

KoraTo nayHopyOHIvH 1 UTapaOUH ce Mpujiarat KaTo KOMIIOHEHTH Ha Vyxeos liposomal,
JIMTIO30MHUTE U3IJICK/IA PETYIUpAT TIXHOTO Pas3Npe/ieieHie B ThKaHUTE U CTENICHTA Ha STMMUHHUPAHE;
HOpaJii TOBA, JOKaTO HEIUITO30MHHUTE JIEKAPCTBEHH MPOAYKTH UMAT CHIICCTBEHO Pa3IMYCH KIHPBHHC
(CL), obem Ha pasnpenenenue (V) 1 TepMUHAIEH MOIYKUBOT (t1/2), Vyxeos liposomal Bogu 110
npuOImKaBaHe Ha Te3u (papMaKOKUHETUUHH TTApaMETPH.

KoedummentsT Ha kymynupane e 1,3 3a naynopyounuH u 1,4 3a nutapabun. Hama nanau 3a
KUHETHKa, 3aBHUCEIIa OT BPEMETO, WU FOJIEMH OTKJIOHEHHS OT NPOIOPIMOHAIHOCTTA Ha J103aTa B
nuanaszona ot 1,3 mg/3 mg na m? 1o 59 mg/134 mg na m? (0,03 no 1,3 nbTH MoBeve OT 010OpEHaTa
NpeNnopbYHUTENHA J1033).

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

MeraboaussM u buorpanchopmanus

[Tomo6HO Ha HENMHUITO30MHHTE TAYHOPYOUIIMH U IUTapaOuH, CIIe 0CBOOOXKIaBaHETO OT VyXeos
liposomal numo3oMuTe, JayHOPYOUIIMH M IUTAPAOHH NPETHPIISIBAT €KCTEH3UBEH META00IH3bM B
opranu3ma. JlayHOpyOHUIIMHBT CE€ KaTalu3upa OCHOBHO Ype3 YePHOAPOOHATA U HEUSPHOIPOOHATA
aJJI0-KEeTO peAyKTa3a u KapOOHHII peAyKTasa 10 aKTUBHUS METa00IUT JayHOPYOHUITMHOI.
[uTapaOuHbBT ce MeTaboIM3KMpa OT LIMUTUINH JeaMHHAa3aTa 10 HeaKTUBHUs MeTadbonut 1-B
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(6era)-D-apabunodypanosmnypaimi (Aral). 3a pasjivka OT HEJIUIIO30MHHUTE JayHOPYOHUIIMH U
uTapabuH, KOUTO OBP30 ce MeTa0OIM3HUPAT A0 CHOTBETHUTE METa0OJINTH, JTAYHOPYOHIIHH U
uuTapaOuH ciiel mpuiarane Ha Vyxeos liposomal npexacrasnsBaT cBoO0oHY 0a3H, BKIIOUEHH B
nuno3omu. [Ipodunute mazmMeHa KOHIEHTpalHA-BpeMe, ody4eHu oT 13 1o 26 nauueHTwy,
nosy4asanu Vyxeos liposomal 100 exunuim/m? (exBuBanenTHo Ha 44 mg/m? qayHopyOUIIMH

u 100 mg/m? nutapabun) B gaute 1, 3 U 5, mokasear, e cpeiHoTo choTHOIEHHE Ha AUC ast
MeTabOoJIMT/OCHOBHO BEIIeCTBO 3a gayHopyounmuou u AraU e 1,79% u 3,22% cnpsimo ToBa 3a
JIAYHOPYOUIINH ¥ MTapaOH, KOETO € MMO-HUCKO OT TOBa, KOETO OOMKHOBEHO CE CHhOOIIaBa 3a
HEJIMII030MHHU NpoayKTH, ~40-60% 3a nayHopyOouunHoi/naynopyounus u ~80% 3a AraU/murapaOus.
[To-HHUCKHTE IPOLEHTH HAa CHOTHOLICHUETO META00INT/OCHOBHO BEIIECTBO Clie]l MpUaraHe Ha
Vyxeos liposomal moka3sar, ue mo-rojisiMaTa 4act OT 0OLIHsl JayHOPYOUIIMH U nuTapabuH B
KPBHBOOOpAIIEHNETO € 33bp’KaHa BbB BhTPENTHOCTTa Ha Vyxeos liposomal munozomute, KbAeTO TE ca
HEIOCTBITHH 32 JICKAPCTBOMETA00IM3UPAIITE CH3UMHU.

EnumMunupane
Vyxeos liposomal mposiBsia yabikeH nonyxusot (% CV) ot 31,5 vaca (28,5%) 3a nayHopyOUIuH

u 40,4 gaca (24,2%) 3a untapabus, ¢ Hag 99% nayHOpPyOMIIMH M IUTApaOuH B IJIa3MaTa, OCTaBaIIH
BKJIIOYeHH B suno3omute. KimupbaesT (% CV) e 0,16 1/h (53,3%) 3a naynopyounus u 0,13 I/h
(60,2%) 3a nurapadOuH.

Exckpenusita Ha JayHOpYOUIIMH U JayHOPYOUIIMHOIN B YpHHATA MpeAcTaBisiBa 9% oT mpuiiokeHara
J103a JayHOPYOUIIMH, a eKCKpeLusTa Ha uuTapabul u AraU B ypunata e 71% OT npuinoxeHara 103a
HUTapaOuH.

CrenyangHy nonyJanuu

B nonynannonen papMakoKMHETHYECH aHAIN3 HE ca HAaOII0ITaBaHU KIIMHUYHO 3HAYNMHU €(PEKTH BEPXY
KJIMPBHCA U NTapaMeTPUTE BbB Bpbh3Ka ¢ 00eMa Ha JayHOPYOHIIMH U IIUTapaOKH, KOUTO JIa CE
OCHOBaBaT Ha Bb3pacTTa (0T 1 10 81 roxuHm), mojia, pacara, TEJICCHOTO TErJI0, MHIEKCA Ha TEIeCHA
Maca u Opost Ha OennTe KPbBHU KIETKH.

Ileouampuuna nonyrayus

HopmanusupanuTe criopes] 103aTa CpelHA CTORHOCTH Ha €KCITO3UIMHUTE Ha 001 TayHOPYOHUIIMH U

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

CPaBHMMH ChC CTOMHOCTHTE 3a JIayHOPYOMIMH M uTapabKH e npuiarade Ha 44 mg/100 mg/m?
MIPH BB3PACTHU.

Hayuenmu ¢ cmapuecka 6v3pacm
®dapmMakokuHeTHKaTa Ha Vyxeos liposomal mpu MarueHTy Ha Bb3pacT Haj 85 roIMHU BCE OIIIE HE ©
olLeHeHa. Hama HanuyHu NaHHH.

Bvopeuno yepescoane

BB3 ocHOBa Ha crienMatHO POyYBaHE 3a OI[CHKA Ha BIMSHUETO Ha JIEKO J0 TEKKO OBOPEYHO
yBpexkIaHe BbpXy (hapmakoknHeTrkaTa Ha VyXeos liposomal u nonynannoseH papmMakoKHHETHICH
aHaJn3, U3I0JI3Balll JaHHHU OT KJIMHWYHU POYYBAHHS NIPH MALUEHTH C JIEKO U yMEpEeHO ObOpedHo
yBpeXIaHe, He € HaO0AaBaHa 3HaYMMa pa3jivKa B KIMPbHCA HA JayHOPYOULIMH WK TUTAapaOHH IpU
NaIMEHTH C MPEIIIECTBAIIO JIEKO, YMEPEHO WIIU TEXKO OBOPEUHO yBpEKJaHE B CPaBHEHHE C
MAIMEHTHTE ¢ U3XO0/IHA HopMaliHa ObOpeuHa GyHKIus. He ca M3BeCTHH MOTEHIMATHUTE ePEKTH HA
0BOpedHO 3a00NsIBaHE B KPACH CTaJIHiA, JIEKYBaHO C IMANIN3a, BHPXY (apMaKOKHHETHKATA Ha
JIAyHOPYOMIIMH ¥ IiuTapaOuH, npuiaranu noj gopmara Ha Vyxeos liposomal (Bx. Touka 4.2).

Yeprodpobuo yepesicoane

dapMaKOKMHETHKAaTa Ha OOLIMs JayHOPYOUIIMH U nuTapabuH He ce MPOMEHS NPH MALUEHTH ChC
cToiHOCTH Ha Omnupy6una < 50 pmol/l. @apmakoknHeTHKATA [TPHU NALMEHTH ChC CTOMHOCTH Ha
onnmpy6una Hag 50 pmol/l He e u3BecTHa.
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5.3 IlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

TokcuuHOCTTa MPU MHOTOKPATHO Mpuiiarane Ha Vyxeos liposomal e u3ciensana B Mpoy4BaHus 3a
TOKCUYHOCT IPU UHTPAaBEHO3HA MH(Y3Ws, MpuiIaraHa B JiBa IIUKbJIA, ¢ 28-THEBHU TIEPUOIU HA
BB3CTAaHOBSIBaHE, IIPH IUTHXOBE U KydeTa. Hexxenanu peakium Ha Vyxeos liposomal ce HaOmronaBar
NIPY BCHYKH JT030BU HUBA (HUCKH JI0 JIUTICBAIIM IPAHUIIN Ha 0€30TIaCHOCT, Bh3 OCHOBA HAa CUCTEMHH
€KCITO3UIUH) U KaTO ISUI0 ¢a B ChOTBETCTBUE C TE3U, IOKYMEHTUPAHU 32 HEITUIO30MHUS
JAYHOPYOUITUH W/WITK [IUTapaOuH, MPECTABISIBANIA MPEAUMHO TaCTPOUHTECTHHAIHU H
XEMaTOJIOTHYHN HaXOIK!. BeIIpekn ue mapaMeTpuTe Ha 1eHTpaiHata HepeHa cuctema (LIHC)
ChPJICYHOCHIOBATA CUCTEMA Ca BKJIFOUEHU B TC3H MPOYYBaHUs, MPEABH] HAaOII01aBaHaTa
3200JIeBaEMOCT M CMBPTHOCT, HSIMa JIOCTAThUHO MH(GOPMAIIHS, 32 J]a CC U3BHPIIU HHTETPUPAHA
OIIEHKA OT (papMaKOIOTHYHHTE MPOYIBAHMA 3a Oe3omacHoCT Ha Vyxeos liposomal.

He ca npoBexxaanu mpoy4yBaHUs 3a TEHOTOKCUYHOCT, KAHIICPOTEHHOCT U TOKCUYHOCT 32
penpoayKIusATa € pasBUTHETO ¢ Vyxeos liposomal. CemiecTByBaT 00ade IpoydIBaHUs C OT/ICITHUTE
CpeJcTBa.

I'éeHOTOKCHYHOCT

[{uTapaOWHBT WK HETOBUAT aKTUBEH MeTabomuT Ara-C e MyTareHeH (OaKTepuasieH TecT 3a
MYTareHHOCT) M KJIACTOTeHEH iN VIitro (xpoMo30MHH abepaiiy 1 0OMEH Ha CECTPUHCKH XPOMAaTHIH
(SCE) B uoBeku JIeBKOIMTH) | iN VIVO (xpomo3omuu abepanuu u SCE aHanu3 npu rpuzaun).
HuTapabun nmpuuuHABa TpaHcPOpMarHsd Ha eMOPHOHAITHN KJIETKH OT Xxamctep u H43 kiIeTku oT mrbpx
in Vitro u e xmacToreHeH 3a MEHOTHYHM KIeTKU. JlayHOPYOUIIHH € MyTareHeH (baKTeprajeH TeCT 3a
MYTareHHOCT, TecT V79 kieTku oT xamcTep) u kiactorereH in vitro (CCRF CEM uoBeriku
mumbobaacti) u in Vivo (SCE TecT B MUIIIH KOCTEH MO3BK).

Kanneporennoct

He ca ycranoBeHu npoyuBanus ¢ nurapadus. [1yOnukyBanute nanuu ¢ Ara-C, akTUBHUAT METa0OJIUT
Ha nUTapaOWH, HEe aBaT J0Ka3aTeCcTBa 3a KaHIeporeHHOCcT. OT MyOIMKYBaHUTE JaHHU C
JTAYHOPYOUIIUH C€ MpeInoJiara Bhb3M0OXKHa TYMOPOTEHHOCT MPH IUIBXOBE CIIS SAMHUYHH JJO3H OT 5
wim 10 mg/kg (0,68 no 1,4 metu RHD na 6a3a mg/m?). PaGornara rpyna na IARC (IARC 2000)
knacupuIppa qayHOPyOUIHH B Tpyna 2B —Bb3MOXKHO KaHIIEPOTCHHH 32 X0para.

TOKCHYHOCT 32 PENPOAYKIUATA U PA3BUTHETO

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
CIIepMaTO30MIMTE TIPY MUILIKY ¥ HapyIllaBa criepMaroreHe3ara npu mrbxose. EqnHnaHa no3a
UTapabuH MpH IUTbXO0BE, pUiIokKeHa Ha 14-Tus 1eH oT OpeMeHHOCTTa, BOAY A0 HaMaJsiBaHEe Ha
pasMepa Ha MO3bKa IIpeIH U ciell pakJaHe U MPUYMHSABA TPAHO HapyIICHUE Ha CIIOCOOHOCTTA 3a
yueHe. JlayHOpyOHUIIMH € eMOPHOTOKCHYEH U PUYMHIBA MaopMaliy Ha TUI0/a, KOTaTO ce Ipuiiara
M0 BpeMe Ha OpraHoreHe3aTa npu ImIbxoBse. JJayHopyOHIIMH MPUYHHSBA TECTHKYIapHa aTpodus 1
TOTAJIHA arjia3us Ha CIIEPMaTOLUTUTE B CEMEHHHUTE TyOyH IIpH Ky4eTa.

Orenka Ha pucka 3a okonHara cpega (ERA)
OrneHkaTa Ha pHCKa 3a OKOJTHATa Cpejla ToKasa, 4e He ce odakBa Vyxeos liposomal ga uma
MOTEHIaIa 3 0bJle YCTOWYNB, OMOKYMYJIATHBEH MM TOKCUYEH 3a OKOJHATA Cpeaa.

6. DAPMAIIEBTUYHU JAHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BeLIeCTBA

Hucreapoundocharnauaxonus
HucreaponndochaTHaArITIAIIEPOIT
Xosectepoin

MeneH riokoHaT

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

To3u nekapcTBEeH MPOAYKT He TPsAOBa Jla Ce CMecBa C IPYTH JEKapCTBEHH MPOILYKTH, C H3KITIOUYCHUE HA
[IOCOYEHHUTE B TOUKa 6.6.

6.3 Cpok Ha rogHocT

HeorBopenu diakonu
3 roauuu.

CraOuiIHOCT Ha PEKOHCTUTYHpAHATa CYCIIeH3HUs BbB (h1akoHa

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

1o 8 °C B uznpaseHo nonoxeHre. OT MUKpOOHOIOTHYHA TJIe{HA TOYKa MPOAYKTHT TPsiOBa aa ce
NPUJIOKH BeTHAra, OCBEH aKO METOABT Ha OTBApsIHE/PEKOHCTUTYHPaHE/pa3pekIaHe U3KII0UBa PHCK
0T MUKpOOHO 3aMBpCsiBaHE. AKO HE Ce U3I0JI3Ba BeJHara, BpeMEeTO U yCIOBUITA Ha ChXpaHCHHE
mpenu yrnorpeda ca OTTOBOPHOCT Ha MOTPEOUTESL.

CrabuiHoCT Ha pa3peneHust UHQY3UOHEH Pa3TBOP
Jlokazana e xuMu4Ha 1 pU3HMYHA cTaOWIIHOCT TIpH yrnoTpeba 3a 4 yaca npu Temneparypa ot 2 °C
1o 8 °C.

OT MUKPOOHOIJIOTHYHA TJIeHA TOYKA IPOIYKTHT TPsIOBa J1a ce MPHUIIOKH BeJHara, OCBEH ako METObT
Ha OTBapsHE/pPeKOHCTUTYHPaHe/pa3pekaHe U3KIII0UBa PUCK OT MUKPOOHO 3aMbpCSIBaHE.

AXoO He ce U3M0JI3Ba BeJHAra, BpEMETO U YCIOBHUSTA Ha ChXpaHEHUE NPEIU YIIoTpeda ca OTTOBOPHOCT
Ha MOTpeOuTENS.

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

6.4 CrhenuajJHM ycJI0BHUS HA CbXpaHeHUe

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

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

3a ycI0BUATa Ha ChXPAaHEHHE CIIE]] PEKOHCTUTYHPAHE U pa3pexkIaHe Ha JICKAPCTBEHUS MPOIYKT BIIKTE
Touka 6.3.

6.5 Bwungu chabp:KaHNe HA ONAKOBKATA

®nakoH (ctpkiio Tun 1) ot 50 ml cbe 3amymanka (xa0poOyTHIoBa rymMa) 1 oOKaTKa (alyMUHHN),
cpabpkail 44 mg naynopyounus u 100 mg unrapabus.

Bcesika onakoBka cbiabprka 1 ¢urakoH, 2 ¢urakoHa win 5 ¢urakona. He Bcuuku BUIOBE ONIAaKOBKY MOTaT
Ja ObaaT MyCHATH Ha Ma3apa.

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

CIICIMAJTHU MPOIIeAYPH 3a paboTa U yHHIIIOKaBaHe. [IpOAyKTHT € MpeIHa3HaueH caMo 3a eJHOKpaTHA
yrnorpeoa.
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HHCTpyKIIMY 32 OpUTOTBSIHE:

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

W3Banere moaxomsamus Opoit gurakonu Vyxeos liposomal oT XmaauiTHIKa ¥ TH TEMIIEpUpaiTe
1o craiina temmeparypa (15 °C mo 30 °C) B mpoabkenue Ha 30 MUHYTH.

Cunien ToBa pekoHCTUTYHpaiiTe Beceku (iaakon ¢ 19 ml crepuiiHa Boaa 3a MHKEKIIMH, KaTO
m3nomsBate 20 ml cipuHIOBKA, ¥ BeHAra CiIel] TOBAa BKIIIOUETE TaliMepa Ha 5 MUHYTH.
Buumatenno BepTeTe (hirakoHa B MPOIBDKEHNE HA 5 MUHYTH, KaTo Ha BceKH 30 CeKyHAN JIEKO
ro oOpbILaTe.

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

Cren pekOHCTUTYHpaHe TO OCTaBeTe B OKOi 3a 15 MunyTH.

PexoHCTUTYHpaHUSAT NPOIYKT TPsIOBA J1a € MBTCH, JIMJIaB Ha IIBIT, XOMOI'€HEH, Ha MIPaKTHKa 0e3
BUJIUMHU YaCTHUIIH.

AKO pEKOHCTHTYHUPAHUSAT MPOAYKT HE ce pa3pelu He3a0aBHO B MH(PY3UOHEH Cak, Jia ce
chxpansiea B xaguiHuk (2 °C mo 8 °C) B npoabDKEHHE Ha Iepuo 10 4 Jaca.

Cien cbXpaHEHHETO HAa PEKOHCTUTYHPAHHS POAYKT BbB (DJIaKOHA B IPOIBDKEHNE Ha IEPHOJ
1o 4 yaca npu temmneparypa Mmexay 2 °C 1o 8 °C B U3npaBeHO MOJI0KEHHE PEKOHCTUTYUPAHUST
NPOAYKT Ha3abaBHO TpsAOBa Aa ObJe pa3pencH B MH(PY3HOHEH pa3TBOp U Aa Obae HampaseHa 90-
MUHYTHa HH]Y3HSL.

o PekoHcTUTYHpaHHAT NPOAYKT BBB (DJIaKOHA U PEKOHCTUTYHPAHUSAT MPOAYKT, pa3peaicH B
WH(Y3UOHEH Pa3TBOP, ca CTAOMIIHU 38 MAKCUMAIHO 00IIO0 BpeMe Ha ChXpaHEHHE B
NPOJBDKEHUE Ha IEpHOJ 10 4 yaca, KOraTo ca ChXpaHsIBaHU MIPU TEMITEpaTypa MEKIY
2 °C no 8 °C. 4-gacoBusAT MEepUOJ] Ha CTAOMITHOCT Ha PEKOHCTUTYHUPAHUS TPOAYKT BHB
(1akoHa He MMO3BOJISIBA JOMBIHUTENCH 4-4acOB MEPUOJT Ha CTAOMITHOCT, CIIe/] KaTo
HOAXOAAIIATA 1032 OT PEKOHCTUTYHPAHUS (JIAKOH ce pa3pean B HH(Y3HOHHUS Pa3TBOP.

O  4-9acoBHSAT NMEPUOA HAa CTAOMITHOCT, KOTaTO Pa3peleHHUIT PEKOHCTUTYHPAH MPOIYKT B
WH(Y3UOHEH cak ce ChbXpaHsBa MpH Temreparypa Mexay 2 °C no 8 °C, He BkitouBa
BPEMETO HY)KHO 332 PEKOHCTUTYIHATA HiH 90-MHUHyTHATa HHY3HUSI.

o PazpenenusaT nndy3noHeH pa3TBOp He3abaBHO TPsiOBa 1a Obe MpUIIOKeH upe3 90-
MUHYTHa HH(Y3UsI ciie]] 4-4acoBUS IEPUOJT Ha CTAOMITHOCT.

N3uncnere odbema Ha pekoHCTUTYHpaHus Vyxeos liposomal, kaTo u3mon3Bare cieaHaTa
dopmyna:

[Heo6xomum 06eM (ml) = no3ara gayHOpYOHIMH (Mg/m?) X TelecHaTa IOBEPXHOCT Ha
nanuenta (m?) /2,2 (mg/ml)]. KoHueHTpanuaTa Ha peKOHCTUTYHMpPaHus pa3Teop e 44 mg/20 mi
(2,2 mg/ml) naynopyourma u 100 mg/20 ml (5 mg/ml) urapadu.

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

¢1akoH 5 THTH.

Upes acenTuyHa TEXHUKA U3TETIIETE U3UYUCIICHUS 00eM peKOHCTUTYHpaH Vyxeos liposomal oT
(axoHa(UTE) CHC CTEPUITHA CIIPHHIIOBKA U IO TIPEXBHPIIETE B HH(Y3HUOHEH CaK,

chabspikait 500 ml Hatpuer xiaopunx 9 mg/ml (0,9%) MHKEKIIMOHEH Pa3TBOP WK 5% TII0K03a.
BbB duiakoHa Moke 1a ocTaHe OCTaThbueH MPOAYKT. 3XBBpIieTe HEM3IOI3BaHaTa YacT.
Buumarenno o6bpHeTe caka, 3a 1a cMecuTe paztBopa. [lpu paszpexnanero Ha
PEKOHCTHTYUPAHHS TIPOAYKT, TIOJYYESHHAT Pa3TBOP € TBMHOJIMIIAB, OIYIIPO3padeH U
XOMOTEHEH.

Axo pa3peneHusT HH(PY3MOHEH Pa3TBOP HE CE M3II0JI3Ba He3a0aBHO, 1a Ce ChXPaHsIBa B
xnaguinHuk (2 °C o 8 °C) B npoxbibKeHHE HA TIepro 10 4 vaca.

BrumarenHo oObpHETE caka, 3a Jia CMeCUTE pa3TBopa Ciie]] OXJIaKIaHETO.

I/IHCTDVKHI/II/I 3a IIPHUJIIOXKCHHUE

He cmecBaiite Vyxeos liposomal u He npunaraiite nox ¢popmarta Ha HHQY3HS C IpyTd
JIEKapCTBEHU MPOJYKTH.

[Mpunaraiire Vyxeos liposomal upe3 HenpekbcHaTa HHTPaBEHO3HA UH(Y3US B IPOIBIDKEHHE
Ha 90 MuHYyTH Upe3 nHPY3HMOHHA TIOMIIa ITPe3 LEHTPaJIeH BEHO3EH KaTeThbp WK nepudepHo
BbBEJICH LIEHTpaJIeH KaTeThp. MoJke /1a ce U3M0I3Ba BrpajieH MeMOpaHeH GUIThD 3a
uHTpaBeHO3HaTa HHDY3ust Vyxeos liposomal, mpu yclioBre Y€ MUHUMATHHAT THAMEThp Ha
mopuTe Ha (UITHpPA € TO-TOJIAM WIIHM paBeH Ha 15 Um.
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o Cren MpUITOKEHUETO Ha JTEKAPCTBEHHSI MPOIYKT MPOMHUITE CHCTEMATa C HATPUCB
xyopua 9 mg/ml (0,9%) WHXEKIMOHEH Pa3TBOP.

To3u nexapcTBEH NPOAYKT MOXKE J1a HOCH MOTEHIMAJIEH PUCK 32 OKOJIHATA Cpea Mopaau
IUTOTOKCUYHOTO U aHTUMUTOTUYHOTO CH JACUCTBHUE, KOETO MOXKE Jia MPEIU3BUKA BH3MOXKHHU
penpoayKTUBHU epexTr. Bcuuku MaTepraini, H3MOI3BaHH 32 pa3pexaaHe U MPIIoKeHue, TpsOBa na
Ce M3XBBPIIAT CHIIIACHO MECTHHUTE MIPOIEAYPH, TIPHIIOKAMH 33 U3XBBPIISTHETO Ha aHTHHEOTIACTHYHHU
cpenctBa. HensnoyBaHUAT I€KapCTBEH MPOIYKT WU OTHAIbYHUTE MaTepPHaid OT HETo TpsiOBa ja ce
M3XBBPIAT B ChOTBETCTBUE C MECTHUTE M3UCKBAHUS 3a IUTOTOKCUYIHH CPEJICTBA.

7. HNPUTEXATEJI HA PABPEIIEHUETO 3A YIHOTPEBA

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 PASPEITIABAHE/IIOJJHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

[Jata Ha repBO pa3pemanane: 23 aBryct 2018 r.

Jlata Ha nocneguo nogHossBane: 05 ronu 2023 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

06/2023

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

MPOU3BOJUTEJI(A) OTTOBOPEH(HU) 3A OCBOBOKJIABAHE HA
MAPTUIU

YCJIOBUA NJIM OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPELIEHUETO 3A
YIIOTPEBA

YCJIIOBUSA NJIN OTPAHUYEHMNSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A. NPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE 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 OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTITyCKa MO OrPaHUUYCHO JIEKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpatka xapakrepucTika Ha IPOIyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSA U UBNCKBAHUS HA PABPEHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanu aokjaaau 3a 6esonacuoct (ITA/IB)

Wsuckpanusra 3a mogaBane Ha [IAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B CIHCHKA C
pedepentaute natu Ha EBponetickus cpro3 (EURD cnuchk), npeasuaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCHYKH CIIeIBAIN aKTyalIN3alliH, TyOJUKYBaHH HA €BPONEHCKUS
yeOIopTai 3a JeKapcTBa.

[IpurexarensT Ha pasperienneTo 3a ynotpeda (IIPY) tpsodsa qa monane mepeust [IAJlb 3a To3m
MPOAYKT B CPOK OT 6 Mecela cie pa3pelraBaHeTo 3a ynorpeoa.

I. YCIOBUA NJIX OT'PAHUYEHUA 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[TputexxaTenst Ha paspeweHurero 3a ynorpeda (IIPY) tps0OBa na u3BbpIIBa H3UCKBAHUTE JEHHOCTH 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 BCUUKH CIIC/IBAIIH 0JJOOpEHH
aktyanu3auuu Ha [TYP.

Axryanmsupan [TYP Tps6Ba na ce moaasa:

e 110 nckaHe Ha EBpomneiickara areHnus 110 JIEKapcTBara;

e BUHAI'Y, KOraTo C€ U3MEHs CUCTeMaTa 3a ylpaBlieHUe Ha PUCKa, 0COOEHO B Pe3yJITaT Ha
MoJIy4aBaHe Ha HOBa MH(OpMaNus, KOSATO MOXKE Aa AOBEJAE 10 3HAYMMHU IIPOMEHH B
CHOTHOILECHUETO MOM3a/PUCK, WU CIIe]l JOCTUTAaHE Ha BayKeH eTarl (BbB BPB3Ka C
[IpOCiIe/IsIBaHe Ha JISKapCTBEHAaTa 0€3011aCHOCT WJIN CBEX/IaHE Ha PUCKA 10 MUHUMYM).
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MNNPUJIOKEHUE II1

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Vyxeos liposomal 44 mg/100 mg mpax 3a KOHIIEHTPAT 3a HHPY3UOHECH Pa3TBOP
JayHOPyOUTIMH/ I TapabuH

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

Bceku ¢uiakon chabpika 44 mg naynopyounud u 100 mg nutapadus.

Cren npuroTBsiHe pa3TBOPBT ChAbpxKa 2,2 mg/ml qayHopyOunuH U 5 mg/ml untapabuH, BKIIOYECHH B
JUTIO30MH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[pax 3a KOHLIEHTpAT 32 HHPY3UOHEH PAa3TBOP
1 ¢pnakon

2 ¢makonHa

5 ¢nakona

| 5. HAYMH HA MMPUJIOKEHUE M MBT(MIIA) HA BBBEKIAHE

IMpeau ynotrpeba npovereTe JIMCTOBKATA.
HHTpaBeHO3HO IPUIIOKEHHE CIIE]l PEKOHCTUTYHPAHE U pa3pexiaHe
Cawmo 3a emHOKpaTHa ynorpeoa.

6. CIIEHUAJIHO TPEAYHNPEXJIEHUE, UE TEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO, JAJIEYE OT IIOI'JIEJA U TIOCET' A HA JIEITA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, 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. CHELHAJIHU NPEANTASHU MEPKHU ITPU U3XBBPJSIHE HA HEN3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTH NN OTITAABYHHN MATEPHAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Jazz Pharmaceuticals Ireland Ltd
5th Floor

Waterloo Exchange

Waterloo Road

Dublin

D04 ESW7
Wpnannus

12. HOMEP(A) HA PASBPEIIEHUETO 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®OPMALIMS HA BPAIJIOBA A3BYKA

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

JBynamepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTU(DHKATOD

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

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
I'bPBUYHH OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILIA) HA BbBEXKJAHE

Vyxeos liposomal 44 mg/100 mg mpax 3a KOHIIEHTPAT 3a HH(PY3UOHEH Pa3TBOP
JlayHOPYOUIIUH/ITUTapaOuH
1.v. IPUJIOKCHHUE CIIC PEKOHCTUTYHPAHE U Pa3pexkIaHe

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. HAPTUAEH HOMEP

[MapTuna:

| 5.  CBbJABPIKAHUE KATO MACA, OBEM WJIY EJJMHULIUA

| 6.  JIPYTO

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

Vyxeos liposomal 44 mg/100 mg npax 3a KOHIEHTPAT 32 HH(}Y3NOHEH PAa3TBOP
nayHopyOuruH (daunorubicin) u nutapaduH (cytarabine)

IIpoyereTe BHUMATEIHO LAJIATA JUCTOBKA, IIPEIH 1A 3all04YHeTe 12 IpHeMaTe TOBA JIEKapCcTBo,

TBhH KaTo TS ChbAbp: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 IIOITy4YHTe HAKAKBU HEXEJIAHU peakluy, yBeAoMeTe Bamms jiekap Wi MeIuIMHCKa
cecrpa. ToBa BKIIOUBA U BCUUKH Bb3MOKHU HEXEIIAHHU PEAKLIUY, HEONMCAHU B Ta3U JINCTOBKA.
Buxre Touka 4.

Kakso CbhbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasmsBa Vyxeos liposomal 1 3a KakBo ce M3M0I3Ba

Kakso TpsiOBa ma 3naere, nmpeau qa Bu 6b11e npusoxen Vyxeos liposomal
Kak me Bu 0b1e npunoxen Vyxeos liposomal

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak nma cexpansBate Vyxeos liposomal

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

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

KakBo npeacrasiasiBa Vyxeos liposomal

Vyxeos liposomal nprHaanexu KbM TpyIia JIeKapcTBa, HAPEUeHH ,,aHTHHEOTUTACTHYHHU CpeAcTBa”,
W3II0JI3BaHM MpH pak. To# ChabpKa ABE aKTHBHU BEIIECTBA, HAPEUCHU ,,IayHOPYOUIIMH U
,UTapadbuH”, moj| popmara Ha MaJIKW YaCTHUI[H, U3BECTHHU KaToO ,,JIUITO30MH .

Te3n akTUBHM BEIECTBA JEHCTBAT 1O Pa3IMYHU HAYMHM, 32 1a yOUBAT paKOBUTE KIIETKU, KATO
BB3NPENATCTBAT TEXHUS pacTexX U AeneHe. OnaKoBaHETO UM B JIUIO30MH YABJXKABa TIXHOTO
JICHCTBYE B OpraHW3Ma U UM 1oMara Jia HaBjIu3aT U Jia yOUBaT pakOBUTE KIICTKH.

3a kakBo ce u3noa3sa Vyxeos liposomal

Vyxeos liposomal ce u3mosn3Ba 3a ieueHHe Ha MAIMEHTH ¢ HOBOJMATHOCTUIIUPAHA OCTPa MUETIONTHA
JieBkeMus (pak Ha OenuTe KPpbBHM KJIeTKH). Tol ce JaBa, KOraTo JICBKEMUATA € IPUUUHEHA WU OT
NPEIXO/IHY JIeYeHHs (M3BECTHA KAaTO CBBbp3aHa C JeYeHHE OCTPa MHUEJIOH/HA JICBKEMHUSI ), MM KOTaTO
Ca HAJIMIC N3BECTHU IMMPOMEHHU B KOCTHUA MO3BK (I/I3BCCTHI/I KaTO OCTpa MHUEJIONHA JICBKEMHA C
NPOMEHHU, CBbP3aHH C MHUEJIOIUCILIA3HS).

2. Kakso TpsioBa 1a 3HaeTe, npeau aa Bu 6b1e npuitoxken Vyxeos liposomal

He TpsioBa na Bu ce nmpusara Vyxeos liposomal
. aKo CTe aJeprYHH KbM aKTUBHHUTE BEIIeCTBA (IayHOPYOHUIIMH MK IIUTapabuH) Wi KbM HAKOS
OT OCTaHAJIMTE ChCTABKH HA TOBA JIEKAPCTBO (M30pPOCHU B TOUKA 6).

IpenynpeskneHust ¥ MpeanasHu MePKH
Bammsat nexap me Bu HabmioaBa 1mo BpeMe Ha jJedeHneTo. [ 'oBopere ¢ Bamms ekap nim
MEIUIMHCKA cecTpa, npenu aa Bu 6bae npunoxen Vyxeos liposomal:
o aKo MMaTe HUCHK OpOi TPOMOOIMTH, YEPBEHH WK O€JIM KPbBHH KJIETKH B KpBBTa (Ipean
HAYaJ0TO 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 HJIKOTa CTE UMAJId ChP/ICUCH MPOoOJIeM Wi WHPAPKT WK CTe MPUEMAalId TIPEH 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 PEAKIMH (CBPBXUYBCTBUTEITHOCT). Balmsar jiekap Moxke J1a IpeKbCHE
WU J1a TIPEKPAaTH JICUCHUETO, WK Jia 3a0aBH CKOPOCTTa Ha WHQY3usaTa Bu nipu nposiBu Ha
CBPBXUYYBCTBUTEITHOCT.

. 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 HAa YWICHH WIH JPYTO

HapylIeHre B OOMsHaTa Ha MeTa, Thil Kato Vyxeos liposomal chabpika chCcTaBKa, H3BECTHA
KaTo MeJleH TITFOKOHAT.
o aKo TpsOBa Jia MOMYyYNTE BAKCHHA.

ITo Bpeme Ha neuenuero Bamusr sekap me Bu HaO1r0/1aBa 110 OTHOIICHKE Ha 00110TO BU
3IIpaBOCIIOBHO CHCTOSIHHME M MOXe Ja Bu npeamnuiue u aApyru gekapcTsa, KOUTO A2 IOATIOMAarat
Bamnrero neyenune npeayu win 1o BpeMe Ha mpueMa Ha Vyxeos liposomal. AKO HSIKOE OT TOCOUEHHUTE
Mo-Tope ce oTHacs 3a Bac (11 ako He cTe CHTYpHH B HEIIO), ToBopeTe ¢ Bamms nexap, gpapmaieBt
WM MEIUIIMHCKA cecTpa, npeau Aa Bu 0b1e npunoxen Vyxeos liposomal.

Jeua v roHOIIM
Vyxeos liposomal He ce mpenoppyBa 3a yrmoTpeda MmpH Jera 1 I0HOIIX Ha Bh3pacT mox 18 roawan.

Apyru nexkapcrBa u Vyxeos liposomal

Tpsi6Ba na kaxxere Ha Bamms nexap Wi MEUIIMHCKA CECTPa, aKo pUeMare, HACKOPO CTe MpUEeMain
WK € BB3MOXKHO J1a TIPUEeMeTe APYTH JiekapcTBa. ToBa e Taka, 3amoro Vyxeos liposomal Mmoxe na
IIOBJIMAC HAa HAYMHA Ha I[eP'ICTBPIG Ha HAKOU JPYTU JICKApCTBA. C’LHIO TaKa, HAKOU JPYTU JICKapCTBa
MOTaT Jia TIOBJIUSAT Ha HauMHa, 110 KOWTO JeiicTBa Vyxeos liposomal.

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

o IPOTHBOPAKOBH JIEKAPCTBA, KOUTO MOTAT Jla 3aCErHaT chpueTo By, kato 10KcopyOHIHH.

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

BpeMeHHOCT 1 KbpMeHe

Bue He Tpsi6Ba 1a u3nonzsare Vyxeos liposomal mo 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 3a0pemMeHeeTe
TI0 BpeMe Ha JICYCHHETO.

He tpsi0Ba 1a 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
W3nomn3Baiite eekTHBEH METOJT 32 KOHTpAIICTIIHA 110 BpeMe Ha Jiedenuero ¢ Vyxeos liposomal u B
MpOABIDKEHNE Ha 6 Mecela e/l Hero.

Hlopupane u padora ¢ MAIIUHU

Moske na mouyBCcTBaTe CHHIMBOCT WM 3aMaiiBaHe, ciel kato Bu e npunoxen Vyxeos liposomal. Ako
TOBA C€ CIIy4H, He modupaiTe U He U3MOJI3BANTE HHCTPYMEHTH UM MAITUHH.
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3. Kak me Bu 0b1e npusioxken Vyxeos liposomal

Vyxeos liposomal Tpsa6Ba na Bu 6bae npuiiokeH OT JeKap HIU MEAULUHCKA CECTPa C OTHT B
JICYCHUETO Ha OCTPa MUEIIOMTHA JICBKEMUSI.

o Vyxeos liposomal ce npunara kankoBo (kaTo nH(Y31s1) BbB BeHaTa.

o [TpoabmKUTEIHOCTTA HA HH(Y3HTA € SIUH Yac U MojoBrHA (90 MUHYTH).

BammsT nexap uim METUIIMHCKA CecTpa e N3YHCIH 103aTa Ha JIEKapCTBOTO B3 OCHOBA Ha Bamrero
TErJIO U BUcounHa. JleueHuero e Obje Mpuiiarano Ha KypcoBe. Beceku Kype ce npuiara KaTo
OTNIeTHA MH(Y3UH U 1€ Ce MPHUIara B OTJIEITHA CEIMHUIIH.

Crnen mbpBUsI KypC Ha JieueHUEe BamusT jekap e penry Aainy e MOoIyIUTe TOMbIHUTEIHI KypCcOBe
Ha JICUCHUE B 3aBUCUMOCT OT TOBA, KaK Ce MOBIUSIBATE OT JICUCHUETO U Ay TIOJy4aBaTe HIKAKBU
He)XeJIaHW JIEKapPCTBEHU peakli. BammsT jrlekap 1e nmpereHn Kak pearnpare Ha JIEYeHHUETO CIIe]
BCEKH KypC.

o I[To Bpeme Ha BpBUS Kypc - UHQY3us me Bu 0b1e npunokena B qaute 1, 3 u 5.
o [Tpu nmo-HaTaTBIIHU KypcoBe - nHOY3us e Bu 0b1e npunoxena B naute 1 u 3. ToBa Moxe aa
ce TIOBTOPH, aKO € HeOOXOIMMO.

Hokaro nony4aBate jgeuenne ¢ Vyxeos liposomal, Bamust jgekap 1e u3BbpiiBa peloBHA
M3CJIEBaHMs Ha KPBBTA, 3a /1a IPELICHU KaK pearupaTe Ha JICUCHUETO U J1a IPOBEPH aJIU TO [TOHACSTE
nmoOpe. Bammust nexap Moske ChIO Aa MpoBepH (QyHKIUATA Ha ChPIETO Bu, THil kKaTo Vyxeos
liposomal Moske /1a 51 IOBJIHSIE.

Axo Bu 0bae npuiioxeHa nopeuye or Heodxoaumara g03a Vyxeos liposomal

Tosa nexapcTBo e Bu 6b1€ npunarano B 00JIHMIIA 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 MCAUIMHCKA CECTPa Bb3MOXKHO Haﬁ-CKOpO.

AKO UMaTe HSIKaKBH JIOITBIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTANTEe
Bamms nexap win MEJUIMHCKA cecTpa.

4, Bb3MOKHHU HeKeJTaHU peakuuuun

Kakro Bcuukn JICKApCTBA, TOBA JICKAPCTBO MOXKE J1a TPECAN3BHUKA HCKCIIaHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

Cep1o3Hu He:KeJJaHU PeaKlMi, KOUTO MOsKe [1a 3acerHat noseve ot 1 Ha 10 ayumu (MHOro yecTH)
Vyxeos liposomal Moske 1a Hamanu Opost Ha OenTe KPBBHU KIIETKH, KOUTO ce OopsT ¢ nHDeKuusTa,
KaKTO M Ha KPbBHHUTE KJIETKH, KOUTO MIOMaraT Ha KPbBTa J1a Ce ChCHpBa (TPOMOOIIMTH), KOETO BOIH 10
HapyIICHHs] Ha KPhbBOCHCHPBAHETO, KaTO KbPBEHE OT HOCA M 00pa3yBaHe HA CHHUHH. VyXeos
liposomal MosKe a IPHYMHU ChPACYHU MPOOIIEMH M YBPEXkKIaHE Ha ChPIACYHUS MYCKYJI.

3aroBa TpsiOBa aa yBenomuTe Bamust jJiekap He3a0aBHO, aKO MOJIY4YHTE:

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

o KbPBEHE WM CHHUHU Oe3 HapaHsBaHE;

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

o HEIOCTHUT Ha BB3IYX.

WNudopmupaiite Bamms ekap, ako NOTy4UTE HIKOS OT W30POCHUTE MIO-TOPE HEXKEIaH! PEaKIIHH.
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Jpyru HeKeJIaHH 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
kIeTky ((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, MyCKYJTHH OOJIKH, TTIaBoOOIIHE, 00JIKA B KOCTHUTE, 0OJIKA B

CTaBUTE, yMOpa, TeHEPATU3UPAH OTOK, BKIIOYUTEIHO MO[yBaHE HA PBIIETE M KPAKaTa;
IJIaBO0ONHE, 3aMasHOCT, 0OBPKAaHOCT, 0€3CHHUE, OE3MOKONCTRO;

O0BOpeUHa HEIOCTATHYUHOCT;

3ayX, KalllJIMI[a, TEYHOCT B OCITUTE ApOOOBE;

ChpOCIK;

KbPBEHE;

IIOBUIICHO Kp’bBHO HaJIsIraHE WJIN ITIOHUKAaBAHC Ha Kp’bBHOTO HaJIsraHe,

BTpHCaHe, HUCKa TeJecHa TeMIepaTrypa Wil BUCOKA TeJICCHA TeMIepaTypa.

3aCHJIEHO IIOTCHE

YecTH HEXENAHU peaknuu (Moe Ja 3acerHat He moseue oT 1 Ha 10 qymm):

o HamassBaHe 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 WK 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 MaJIMapHO-TUIaHTapHA
ePUTPOIN3ECTE3HSI).

Cho0maBaHe Ha HesKeJAHH PeaKIuu

AKO TIOJTyYUTEe HAKAKBU HEXKEJIAHU JICKAPCTBCHM PEeaKInu, yBeromere Barus nekap, papMaieBT Win
MeIUIMHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH Bb3MOYKHU HEOITMCAHH B Ta3H JIMCTOBKA HEXKEJIAHU
peaknuu. MoxeTe ChIIO J1a ChOOIIMTE HEXKEJIAaH! PEaKLIUU TUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32
cbo0mmaBane, nocoueHa B [Ipunoxenue V. Karo cro0maBare HexxeaHNn peakliuy, MOKETe J1a JajieTe
CBOSI IPUHOC 3a MOJTyYaBaHe Ha MOBeYe HHPOPMAIMS OTHOCHO 0€3011acCHOCTTa HA TOBA JISKAPCTBO.

5. Kak 1a cbxpansBate 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 MHPY3HOHHUTE CAaKOBE 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 MMPOIYKT BHB (pIIakOHA B M3MPaBEHO MOJIOKEHHE U
PEKOHCTUTYHUPaHHUSI TPOJYKT CIIE]] pa3pekiaHe B MH(QY3UOHEH cak He TpsOBa Ja HaJBHUINABA
4 gaca. 90-Te MUHYTH BpeMe Ha HH(]Y3HUs € 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 U3Moia3BaTe. Te3n MepKH I1e CIIOMOTHAT 3a Ora3BaHe
Ha OKOJIHATa cpeja.

6. Cobabp:kaHue HA ONAKOBKATA M TONBJIHUTEIHA WHopManus

Kakso cpabp:xa Vyxeos liposomal

o AKTUBHH BellIecTBa: JayHOPyOuIrH 1 uutapabu. Beeku ¢nakon ot 50 ml cwaspixa 44 mg
nayHopyourua u 100 mg rurapaGuH.

o Crner peKOHCTUTYHpPaHE Pa3TBOPHT ChABPKA 2,2 mg/ml nayHopyounuH u 5 mg/ml nurapadbuH,
BKITIOYCHU B JIMIIO30MH.

o Hpyru cberaBku: qucteaponiidpochaTHAIXONIH, TUcTeapormihochaTuIuITIUIEPOIT,

XO0JICCTECPOJI, MCICH INIFOKOHAT, TPOJIaMUH U 3aXapo3a.

Kaxk u3riie:kaa Vyxeos liposomal u kakBo ¢bIbpa ONIaKOBKATa

Vyxeos liposomal e nunaB npax 3a KOHIEHTPAT 32 HH(PY3HOHEH 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.

IlpuTeskaTes Ha pa3pelIeHUETO 32 YOTpeda U NPOU3BOAUTE

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 uHpopMauus
IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPEA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus

no Jekapcrearta: http://www.ema.europa.eu. [Tocouenu ca chIo JIMHKOBE KbM JAPYTH yeOCalTOBE,
KBJETO MOXeE Jla c€ HaMepu HHPOPMAIIUS 32 PeIKU 3200JIIBAaHHS U JICUCHHS.

Ta3u nucroBka e HannyHa Ha Bcuuku e3un Ha EC/EUII Ha yeOcaiita Ha EBponeiickara areHIus 1o
JIeKapcTBaTa.

ITocouenara IMo-a0J1y I/IH(l)OpMaHI/ISI € Mp€aHa3Ha4Y€Ha CaMO 3a MCAWIIUHCKHU CIICHUAIINCTH:

Vyxeos liposomal e IUTOTOKCHYEH JIeKapcTBEH MPOAYKT. TpsiOBa fa ce cra3Bar MpUIIOKUMHUTE
CIICIIMAIIHYU ITPOLIEYPH 3a paboTa 1 M3XBbpIsiHe. [IpOAyKTHT € IpeHa3HaueH caMo 3a eJHOKpPAaTHa
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ynorpeba. He chabpika koHcepBaHTH. Hen3moa3BaHUTE KOJUYECTBA HE TPIOBA Ja ce ChXPaHABAT 3a
IM0-KbCHA ynoTpeoa.

WHCTPYKIIUY 32 IPUTOTBIHE

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

N3Bagere moaxoasuyst Opoit ¢puakorn Vyxeos liposomal oT xJ1aauiaIHUKa ¥ TH TeMIIEpUpanTe
1o ctaitna temmeparypa (15 °C no 30 °C) B mpoabikenue Ha 30 MUHYTH.

Cunien ToBa pekoHCTUTYHpaiiTe Beceku (iaakon ¢ 19 ml crepuiiHa Boaa 3a MHKSKIMH, KaTO
m3nomsBate 20 ml cipuHIOBKA, ¥ BeHATA CJIe]] TOBA BKIIIOUETE TaliMepa Ha 5 MUHYTH.
BuumatenHo BepTeTe (hi1akoHa B MPOIBDKEHNE HA 5 MUHYTH, KaTo Ha BceKH 30 CeKyHAN JIEKO
ro oOpbILaTe.

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

Crner peKOHCTUTYHPaHE TO OCTaBETe B MOKOM 3a 15 MuHyTH.

PexoHCTHTYHpaHUAT TPOIYKT TPsOBA 1a € MBTEH, JIMJIaB Ha IIBIT, XOMOTE€HEH, Ha PaKTHKa 0e3
BUJIUMU YaCTHUIIH

AKO pEKOHCTHTYHUPAHUSAT MIPOAYKT HE ce pa3pelu He3abaBHO B MH(PY3UOHEH Cak, Jia ce
cpxpansiBa B xamutHUK (2 °C mo 8 °C) B mponbbKeHue Ha Tiepro 10 4 gaca.

Cren cbXpaHEHHETO HAa PEKOHCTUTYHPAaHHS POAYKT BB (DJIaKOHA B IPOIBIDKEHUE Ha IEPHOLT
1o 4 yaca npu Temmneparypa Mmexay 2 °C 1o 8 °C B U3npaBeHO MOJI0KEHHE PEKOHCTUTYUPAHUST
NPOAYKT Ha3abaBHO TPsAOBa Aa ObJe pa3pencH B HH(PY3HOHEH pa3TBOp U Aa Obae HampaseHa 90-
MUHYTHa HH]Y3HSL.

O PeKkoHCTUTYyHpaHHAT MPOAYKT BHB (hIIaKOHA U PEKOHCTHTYUPAHHAT MIPOIYKT, Pa3pelicH B
WH(Y3UOHEH Pa3TBOP, ca CTAOMIIHU 38 MAaKCUMAIHO 00IIO0 BpeMe Ha ChXpaHEHHE B
NPOIBDKEHUE Ha IEpHOJ 10 4 yaca, KOraTo ca ChXpaHsIBaHU IIPU TEMIIEpaTypa MEKIY
2 °C no 8 °C. 4-gacoBusAT NepUOJ] Ha CTAOMITHOCT Ha PEKOHCTUTYHUPAHUS TPOAYKT BHB
(1akoHa He MMO3BOJISIBA JOMBIHUTENCH 4-4acOB MEPUOJT HA CTAOMITHOCT, CIIe/l KaTo
MOIXOIAIIATa 1033 OT PEKOHCTUTYHpaHus (JIaKOH ce pa3peau B MH(PY3UOHHUS Pa3TBOP.

O 4-9acoBHAT NMEPUOA Ha CTAOMITHOCT, KOTATO Pa3peCHUST PEKOHCTUTYHPAH POIYKT B
WH(Y3UOHEH cak ce ChbXpaHsBa npu Temreparypa Mexay 2 °C no 8 °C, He BkItouBa
BPEMETO HY)KHO 32 PEKOHCTHTYIHsATA Win 90-MUHYTHaTA HH)Y3HSL.

o PaspenenusaT nHdy3noHeH pa3TBop He3a0aBHO TPOBa 1a Obe mpuiIoXkeH upe3 90-
MHHYTHa HH(QY3Us cie]] 4-4acoBUs NEPUO Ha CTAOMITHOCT.

N3uncnere obema Ha pekoHCTUTYHpaHus Vyxeos liposomal, kaTo u3mon3Bare cieaHaTa
dopmyna:

[HeoOxomuM obem (ml) = mo3ara nayHopyOunuH (mg/m2) X TelecHaTa MOBLPXHOCT Ha
nanuenta (m2) /2,2 (mg/ml)]. KoHmenrpaiista Ha peKOHCTHTYUpaHus pas3tsop ¢ 44 mg/20 ml
(2,2 mg/ml) naynopyourma u 100 mg/20 ml (5 mg/ml) iurapabum.

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

¢1akoH 5 nbTH.

Upes acenTryHa TEXHUKA U3TETJIETE N3YHUCICHNS 00eM peKoHCTHTYynpaH Vyxeos liposomal ot
(hrakoHa(MTE) ChC CTEPUIIHA CIPUHIIOBKA M T'O IPEXBBPIICTE B MHPY3UOHEH CaK,

cpappokant 500 ml vatpues xmopun 9 mg/ml (0,9%) HHKEKIIMOHEH pa3TBOP Wi 5% TIIIOK03a.
BbB (rakoHa MoXke Jja ocTaHe OCTaTh4eH MPOJYKT. M3XBbpIieTe HEU3OI3BaHATA YacT.
BuumatenHo oObpHeTe caka, 3a 1a cMecute pa3rBopa. [Ipu paspexaanero Ha
PEKOHCTHUTYUPAHHS TIPOAYKT, TOJYICHHST Pa3TBOP € ThMHOJIMIIAB, IOIYIIPO3pAuCH U
XOMOTEHEH.

AKo pazpefieHUsAT HHPY3HMOHEH pa3TBOP HE ce U3M0I3Ba He3a0aBHO, Jia Ce ChXpaHsIBa B
xamquHuK (2 °C o 8 °C) B npoxbbKeHUe Ha TIepuo 10 4 vaca.

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

I/IHCTDVKHI/II/I 3a IIPHUJIIOXKCHHUE

He cmecBaiite Vyxeos liposomal u He npunaraiite mon ¢popmara Ha HHQY3HS € IPyTH
JIEKapCTBEHU MPOJYKTH.

[punaraiire Vyxeos liposomal upe3 HellpekbCHATa HHTPAaBEHO3HA HH(Y3HUS B TIPOIBIDKCHUE
Ha 90 MUHYTH Ype3 nHPY3HOHHA TIOMIIa TIPEe3 [EHTPAJICH BEHO3eH KaTeThp WiIH neprudepHo
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BBBEJICH IIEHTPAJIECH KaTeThp. MoXke J1a ce M3IM0I3Ba BrpageH MeMOpaHeH GpuiIThp 3a
MHTpaBeHO3HaTa nHMy3ua Vyxeos liposomal, mpu ycioBre ue MUHUMATHUAT JUaMEThp Ha
nopure Ha GUITHpa € MO-TOJSIM WM paBeH Ha 15 pm.

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

H3xBBbpasiHe
To3u nexapcTBeH NPOAYKT MOXKE J1a HOCH MOTEHIIMATICH PUCK 32 OKOJIHATA Cpejia 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 MPOILIEAYPH, MPIIOKUMU 32 U3XBHPIISIHETO HA AHTHHEOIIACTHYHU
cpenctBa. HensnoyBaHUAT IEKapCTBEH MPOIYKT WU OTHAIbYHUTE MaTEPHAU OT HEro TpsiOBa ja ce
M3XBBPIST B ChOTBETCTBUE C MECTHUTE M3UCKBAHUS 3a INTOTOKCUIHH CPEJICTBA.
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