KPATKA XAPAKTEPACTHKA HA ITPOAYKTA
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man HA ATEHLINS 110 NEKAPCTBATA
1. HME HA JIEKAPCTBEHMSA HPOM Knamka xapaxmepucmuxa na npogvkma  Mpusoxenue |

MHTOKC&H.’IPOH Eﬁene 2 mg/ml KGI{IIEHTPH.T 34 HH(byaHoHeH R L L T P T . e L R Ty PP P
Mitoxantron Ebewe 2 mg/ml concentrate for solution for infusioj
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Bcexu | ml koHUEHTpaT 38 HHPY3UOHEH pasTBOP CHABPKA 2 mME MHUTOKCAHTPOH (KATO XHAPOXJIOPHL).

1 ¢pnaxon or 5 ml koHueHTpaT 38 HHOY3HOHEH pa3TBOP chABPXKA 10 mg MHTOKCAHTPOH (Mitoxantrone) KaTo
XHAPOXJIOPU/L.

1 pnaxon ot 10 ml koHneHTpaT 3a HH]Y3HUOHEH PasTBOP ChABPXKA 20 mg MUTOKCAHTPOH (mitoxantrone)
KaTO XMAPOXJIOPHUL.

IToMomnm BenjecTsa ¢ U3BecTHO Aelicteue: 0,148 mmol/ml HaTpHit.
1 pnakon ot 5 ml koHUEHTpaT 3a HHGY3HOHEH pa3TBOp ChAbpXa 0,739 mmol HaTpui

] dnaxon ot 10 ml koHUEHTpaT 3a UHPY3HOHEH pa3TBOp chabpxa 1,478 mmol HaTpmii

3a ITbJIHMA CIIMCHK Ha MOMOIIHHATE BellecTsa BHKTe Touka 6.1.

3. JEKAPCTBEHA ©®OPMA

KoHuenTpar 3a HH}Y3HOHEH pa3TBOP.
buUCTBp, TBMHOCHH Pa3TBOp, 063 BHAMMHU HaCTHLIM,

4. K/IAHAYHHA JAHHHA

4.1 TepaneBTHYHE DOKA3AHHN

MHTOKCAHTPOH € MOKA3aH 34 JIeYeHHe Ha METacTa3Mpall paK Ha I'bpAara.

MUTOKCAHTPOH € NOKa3aH 3a JIeYeHHE Ha He- XOUKHHOB JHMGbOM.

MMTOKCAHTPOH € NOoKa3aH 3a JICUEHHE Ha OCTpa MuenouaHa neBkeMus (AML) npH Bp3pacTHH.

MUTOKCAHTPOH B CXEMH 3a KOMOHHHpaHO JICYCHHE € TI0KA3aH 338 HHAYLMpaHe Ha peMHCcHA Ha 61acTHa KpH3a
MpH JICUCHHE HA XPOHUYHA MHEJIOHIHA JICBKEMHA.

MHUTOKCAHTPOH € NOKAa3aH B CXEeMH 338 KOMOMHHPAHO JIeYeHHE C KOPTHKOCTEPOHIH 34 MANHATHRHO JIeYeHHE
(nanp. obnexuabaHe Ha 60J1Ka), CBBP3aHO ¢ ABAHCHPAJI, PE3HCTEHTEH Ha KACTpallMA PAK HA IIPOCTATATA.,

MuUTOKCAHTPOH € NOKA3aH 34 JICUCHHE Ha NalUEHTH ¢ BUCOKOAKTHBHA MMPHCTHIIHA MHOXKECTBEHA CKIIEpO3a,
CBBp3aHa ¢ 6bp30 pa3BHTHE HA HHBAIMHOCT, KOTATO HE CHIIECTBYBAT AJITEPHATHBHH BH3MOXKHOCTH 34
nedeHue (Bxk. TouxkH 4.2, 4.4 n 5.1).

4.2 JAO3HpPOBKA H HAYEH HA NPATOKEHHE

o3 BKAa




MurokcaHTpoH TpabBa fa ce mpunara noj HabmoaeHueTo Ha neKap ¢ ONHT B YnoTpebara Ha HTOTOKCHYHH

XHMHOTCpPanNCBTHYIHHU CPECACTBA.

Memacmasupan pax na 2vpoama, He-XOUKUHO6 AUMPOM

Monorepamus

[TpenopB4HTEHATA HAYAIHA 1034 MATOKCAHTPOH, M3M0JI3BaH KaTO CAMOCTOATE/THO CPEACTBO, ¢ 14 mg/m?
TeleCHA NOBBPXHOCT, MPUIIOKEH KATO ¢IHHUYHA HHTPaBeHO3HA 1038, KOATO MOxe 1a 6b/e nosTapsHa npes
uHTepBaTH OT 21 auu. [To-HucKa HadanHa ao3a (12 mg/m? MM No-Manko) ce NpenopsYBa MPH NMALHEHTH C
HeaJleKBaTEeH KOCTHO-MO3bU€eH pPe3epR, HAMP. NOpaiy MpegXolHa XHMHOTEPANHA WIH Jiolo o0Imo

CBCTOAHHMC.

[IpomMesnTe HAa N03aTA H BPEMETO Ha CIeABALIOTO NMpWiaraHe TpadBa na ce onpeneNaT cirell KTHHHYHA
IIPELIEHKA, B 3aBHCHMOCT OT CTENEHTa H NMPOABDKMTENHOCTTa Ha MHEJIOCYTIpECHS. 3a CIIEBAILHTE KyPCOBe

OGHMKHOBEHO MPEIXOJHATA N03a MOXKe J1a Ce NOBTOPH, axo SpoaT Ha Ge/THTe KPHBHH KJIETKH M TpoMOOLMTHTE

ce BPBIIA 10 HOpMAJIHH HHBA cien 21 aHm.

Cnenpainata Tabnuiia ce nmpeajiara KaTo YKasaHHe 3a KOPCKIlAA Ha [N03aTa, IIPH JICYCHHE HA MCTaCTa3zHpan

paK Ha rbpaarTa H He-XO4YKHHOB JHM(OM, CrIopea XeMaTOOrHYHUS Haaup (KoHTO OOMKHOBEHO Cce pa3BHBa

okoJio 10 1HM cien MpUIOXEHHE).

Haaup HA TpoMOormTuTe > S0 000/)l

Hanup na Genure kpbBHH Knetkn (WBC) u IBpeme 3a ICnensamo | npunara-ﬁé
TpoMOOLIMTHTE BB3CTAHOBABAHE

BricraHoBsaBaHe < 21 |/la ce noBTOpH
[Tpyu ragup na WBC > 1 500/pl 1 JAHH NpeaXoHaTa 1034

F

[Tpu Hagup Ha WBC > 1 500/pl n
Hagup HA TpoMbormTHTe > 50 000/pl

BrnicraHosaBaHe > 21 [[1a ce u3uaka 1o

[Tpy HaqMp Ha WBC < 1 Sm/mrmm
Hagup Ha TpoMBoiprTTe < 50 000/pl

lnHK BB3CTAHOBABAHE, CJIE
KOETO Aa C€ MOBTOPH
NpexXOAHATA J1034.
— . $ - m— ——
Besaxaksa Tla ce HamMamu ¢ 2 mg/m?

Hagup Ha TpoMOoiuTHTE < 25 000/pl

MPOSBDKHTEIHOCT  [IPeAXOAHATA 1034, CIeH
BB3CTAHOBABAHE.
[Tpu H&T,[_Hp Ha WBC <] OOOII.I.I_H}IH o Bceakaksa Ce HAMAJTH ¢ 4?11}/1112 |
MPOXBJDKUTEITHOCT AXONHATa 4034, Cnell
Bb3CTAHOBABAHE.

Kombunupano neuenue

MU TOKCAHTPOH ce Mpuara KaTo 4acT oT KoMOHMHKpaHo neueHue. [Ipu Meracrasupan pax Ha repaara,

KOMOMHALIMMTE HA MMTOKCAHTPOH ¢ APYTM LIMTOCTATHIM, BKIOYUTEHO LpwIodgocdamua u 5-
¢yopoypanun Win METOTpeKcaT M MuroMuImH C, ca noxkasand eeKTHBHOCT.

MHTOKCAHTPOH € H3MON3BaH B Pa3sIMYHM KOMOHHAIMH H NpH He-XO4YKHHOB TMMGOM; 3a MOME
AAHHHTE Ca OrPAHMYEHH H HE MOXe a c€ NMPEnopbruaT KOHKPETHH CXEMH.

—— "



B xoMOMHHMpaHH CX€MH MUTOKCAHTPOH, ¢ Ha9a/IHH JIO3H B AMAAa30Ha or 7 xo 8 ao 10 o 12 mg/m?, 8
3aBHCHMOCT OT KOMOMHAIIMATA M YECTOTaTa Ha MPWIOKEHHE, € MOKA3A ehEeKTHBHOCT.

Karo yka3aHHe, KOTATO MHTOKCAHTPOH C¢ H3MON3Ba B KOMOHHMpaHa XMMHOTEPAIHA C APYT MHEJIOCYTIPECOP,
HaY&/IHATA 1038 H8 MHTOKCAHTPOH TpAGBa na 6p1e HaManeHa ¢ 2 1o 4 mg/m? noy A03MTeE, NPENOPHUHTETHHA

ITpH MOHOTEPaIHA; CJIe/IBAIlIOTO MPUIaraHe, KakTo € oCOUEHO Ha TabMHMLAaTa no-rope, 3aBHCH OT CTENEHTa 1
IIPOAB/DKMTETHOCTTA HA MHEIOCYTIPECHSITA.

Ocmpa muenouona nesxemun

MoHoTepanyua mpyH NPUCTHI

lipenoprunrentaTa RO3UPOBKA 33 HHAYLMpaHe Ha PeMHCHA e 12 mg/m® TeleCHA MOBBPXHOCT, MPHIOAEHH
KATO €IMHHYHa HHTPABEHO3HA K03a JHEBHO B NET NMOCIER0OBaTeHH AHH (06mo 60 mg/ m?). B xnuHHyYHH
M3[TMTBAHKA C J03a 12 mg/ m’ AHeBHO 3a 5 OHW, NALMEHTHTE, KOUTO ¢a HOCTHTHAJH ITH/IHA PEMHCH, Ca
IIOCTHIHAJIH TOBA ClIe/| ITbPBUA HHAYKLHOHEH KYPC.

Kombunrupaso neueHue
3a MHAYKUMA MPENOPHUMTEIHATa A03a € 12 mg/ m? MHTOKCaHTPOH qHeBHO B Jiu 1 10 3, MPHIOXKEH KATO
HHTpaBeHOo3Ha MH}Y3HA, 1 100 mg/ m? uurapabuu 3a 7 JHM, TPHIOKEH KATO HEMpEKbCHATa 24-4aCOBa

HHPy3us B Inu 1 no 7.

[loBe4eTO MbJIHM PEMHCHM C€ MOCTHTAT C/IeA HadallHHA Kypc Ha HHIYKLMOHHO JedeHne. ITpu HemmbieH
AHTHWICBKCMHYEH OTTOBOP, MOXeE J1a Ce MPH/IOXKH BTOPH HHAYKIMOHEH KYPC ¢ MUTOKCAHTPOH, NMPHIOXKEH 3a
2 AHH M LMTapabHH 3a 5 AHM, KATO C€ M3NOJI3BAT ChIIMTE HUBA HA JHeBHa Ao3a. KoraTo ce Habmopasa
TEXKa HJIH XKMBOTO3aCTpallaBaia HeXeMaTOIOTHYHa TOKCHYHOCT NPH ITbPBHA HHIYKUNOHEH KyPC, BTOPHAT

HHIYKLHOHEH Kypc TpAOBa Ja ce 3aXbp)Ku 0 NMPeMHHABaHe Ha TOKCHYHOCTTA.

KOHCONMMAALIMOHHOTO JICYEHHE, KOETO € H3MOI3BAHO B IBE FOJIEMH PAHAOMHK3UPAHH MHOTOLICHTPOBH
H3NMTBaHMA, BKIIOYBA MHTOKCAHTPOH 12 mg/m? KaTo eeAHEBHA HHTPaBeHO3HA WHDY3uA B Juu 1 u 2, U
muTapabus, 100 mg/m?3a 5 auu, npunoxken kato 24-yacosa HEGy3ua B Hu 1 no 5. [Tnpeusr Kypc ce
nprnara NpHOIM3KTEHO 6 CeIMHIIM CJICA MOCIEAHHMA HHAYKIMOHEH KypC; BTOPHST KYpPC N0 MPHHIMII Ce
npunara 4 CeIMHLIM CIIEA ITHPBHA.

EnHokpateH Kypc ¢ METOKCAHTPOH 6 mg/m2 xaTo MHTpaBeHo3eH (i.v.) Gonyc, eronozua 80 mg/m2
MHTPaBeHO3HO 3a nepuoa ot | 4ac ¥ nurapabun (Ara-C) 1 g/m2 HHTpaBeHO3HO 38 NEPHOA OT 6 Yaca AHEBHO
3a 6 quu (MEC) nokasea aHTHIEBKEMHIHA AKTHBHOCT KATO )KHBOTOCTIACABAINO NieueHUe Npu pedpakrepHa
AML.

Jleyenue na baacmua Kpu3a npu XpoHUYHA MUETOUOHA NEBKEMUR

KomOunupaHa Teparia mpH MpHCTHN

IIpemoprumMTesiHaTa £03a MPH XOMOHHHpPAaHA TEPaNnus Npy NPUCTHN € 5 10 12 mg/m? TenecHa MOBLPXHOCT,
npmomezlm KaTo ¢IHHUIHA HHTPABE€HO3HA 038 AHEBHO B 2-4 NOC/IEAOBATE/IHM JHH (MAKCHMAJIHA 034
48 mg/m-).

Aeancupan, peaucmenmen Ha KaCMPAyus pax Ha NPoCMamama
Ha 6asara HA IaHHATE OT JBE CPABHHTE/IHH H3ITHTBaHMsA ¢ MUTOKCAHTPOH ILTIOC KOPTHKOCTEPOHIM CIIPAMO
KOPTHKOCTEPOHIA CAMOCTOSTEITHO, MPENOPLYHTENHATA 4032 MHTOKCAHTPOH € 12 1o 14 mg/m? kaTo kpaTka

HHTPaBEHO3HA HH(QY3HA Ha BCEKH 2] THH, B KOMOHHALMA ¢ HHCKH MEPOPATHM IO3M KOPTHKOCTEPOHIM.

[Ip# nauMeHTHTE ¢ pak, KOMTO ¢a NOTyIIH KyMyJlaTHBHA 103a 140 mg/m? wnu caMoCTOATeNHO, WK B
KOMOMHALMA C APYTH XHMHOTEpaneBTHIM, HMa KYMY/IATHBHO 2,6% BEpOSTHOCT Ja Pa3BHAT KJIHHHYHA
3aCTOHHA ChpAevHa HeoCTaATHYHOCT. [lopanu ToBa nauneHTHTE TpAGRa Na OBAAT HabmonasaHy 3a
ChbpAeHa TOKCHIHOCT M Aa C€ NPOBEPABAT 38 CHMITTOMH Ha ChpAACHA HEAOCTATBMHOCT MPEAN HoM
Nno BpeMe Ha JICUCHHETO.




Mnuooscecmeena cknrepo3a
JleuenneTo ¢ MHTOKCAHTPOH TPAGRA Na ce nmpwiara noA HaG/moACHHETO Ha JIeKap ¢ ONMT B ynoTpebara Ha
IIMTOTOKCHYHK XHMHOTEPAICBTHIIM 32 JIeHECHHE Ha MHOXKECTBEHA CKEpO3a.

ToBa nevenue TpAGBa a ce H3MON3BA EAMHCTBEHO CJie]] OLIEHKA Ha ChOTHONMIEHHETO [10/138-PUCK, 0C00eHo
O CE OTHACA AC XEMATOJIOTHUHHTE H KapAHOJIOTHYHH PHCKOBE (BX. Touka 4.4).

JledermeTo ne TpsGBa Aa ce 3aMO4Ba NPH NAlMEHTH, KOHTO MPeIH ToBa ¢a OWIH IeKyBaHH ¢ MHTOKCAHTPOH.

penopsaHTeNHaTa 1038 MHTOKCAHTPOH OGHKHOBEHO € 12 mg/m*TenecHa NOBLPXHOCT H Ce MPHJIAra KaTo
kpaTka (nmpubausuTenHo 5 ao 15 MUHYyTH) HHTpaBeHO3Ha HHQY3H:, KOATO MOXKE [ia C€ MOBTAPA Ha BCEKH -3
Mecena. MakcuManHaTa KyMy/IaTHBHA 71038 3a LieJIus XHBOT He TpsGBa Aa HaaBHinaBa 72 mg/m® (Ba. To%ka
5.1).

AKO MUTOKCAHTPOH Ce [TpIiara MHOMOKPATHO, KOPSKIMHUTE Ha A03aTa TpI0OBa Jia ce ONMpeAeNsT OT CTEeNeHTa
¥ NPOXBLIDKMTETHOCTTA HA KOCTHO-MO3BYHATA CYIPECHS.

JndepeHUHaNHa KpbBHA KApTHHA B paMkuTe Ha 21 qHM cnen uHGysHs HA MHTOKCAHTPOH
[IpusHALK ¥ CHMITTOMH Ha HH$eKIMA H Tu(epeHLHaIHa KpbBHA KApTHHA — cTeneH 3 nmo C30: cneapama

ao3a 10 mg/m?
I[Tpu3HaM ¥ CHMITTOMM Ha MHGeKHa 1 qudepeHIManHa KpbBHa kapTUHa — creniel 4 no C30: cneapaa
ao3a 8 mg/m?

udepeHupanta KpbBHA KapTHHA 7 JHM npeaH MHQY3HA Ha MHTOKCAHTPOH
TIpuaHALM ¥ CUMITTOMH Ha HHGEKUNS ¥ JudepeHIMaTHa KpbBHA KapTHHa — cTened 1 mo C30: cneapama

ao3a 9 mg/m?
[IpusHalM H CHMIITOMH H2 HHpeKiMa ¥ AudepeHIMaTHa KpbBHA KapTHHA — cTeneH 2 no C30: ¢cneapama
no3a 6 mg/m?.

[Ipu3HAIM 4 CHMITTOMH Ha HH$eKIHa U qudepeHIMaIHa KpbBHa KapTuHa — creneH 3 1 4 no C30:
MpeKpaTABAHE HA JIEUCHHETO

B ciryuait Ha HexeMaToJIOrMYHa TOKCHYHOCT cTeneH 2 1o 3 no C30 cneapamwara no3a Tpsabsa na 6nae

2
kopurHpaHa 10 10 mg/m , B cay«ali Ha HEXeMaTONOrHYHA TOKCHYHOCT CTeNeH 4 neuenuero Tpabea na Onae

INPCKPATCHO.

Cneyuannu nonyaayuu

Cmapuecka ev3pacm

Kato uano w36opeT Ha A03a NPH NALMEHTH B CTapyecka BB3pacT TpA0Ba Na 3anovHe oT A0/HMA KpaH Ha
IO30BMA AHUAMA30H, KOSTO OTpa3sBa I0-rojIAMaTa YecToTa Ha NOHIWKaBaHe Ha yepHoapobHara, 6x6peunara
HIIH ChpAeYHATa PYHKIHA, H HA CHITBTCTBALIH 3a00NaBaHH WIH JIEUeHHE ¢ APYTH JICKAPCTBEHH POAYKTH.

bvbpeuno yepexcoane
BesonacHOCTTa HA MHTOKCAHTPOH ITPH NMALMEeHTH ¢ 650peuHo yBpexaaHe He € YyCTaHOBeHa. MUTOKCAaHTPOH
TpaOBa Aa ce U3NON3Ba BHUMATEIHO.

Ueproopobro yspexcoane
Be30nacHOCTTa HA MHTOKCAHTPOH NpH NMALHEHTH ¢ YepHOApoOHO yBpexaaHe He ¢ ycraHoBeHa. [Ipu
NALMEHTH ¢ YePHOAPOOHO YBPEXIaHEe MOXeE /I CE Hajlara KOpeKIusa Ha K03aTa, Thil KaTO MpH 4epHOAPOOHO

NpeNnopPBKH 3a KOPUrupaHe Ha fo3ata. JlabopaTopHHTe H3IMEpBaHHA He MOTAT [a MPOrHO3UPAT
AKTHBHOTO BEIECTBO H KOPEKIMHUTE Ha X03aTa (BK. To4ka 5.2).




Ileouampuvna nonynayus
besonacHocTTa M (h)HKACHOCTTA MMPH NMEAMATPHIHHA NALMEHTH He e ycranosena. Hama choTBeTHa yriorpeGa

Ha MHTOKCAHTPOH B [ICAHATPHIHATA NMOITYJIALUA.

HavyuH Ha NPHIOKCHHE
MurokcanTpox EGeBe koHUEHTpaT Tpa6sa aa ce npuiara camo Ype3 HHTpaBeHO3Ha HHOY3HS.

MurokcanTpoH EGepe koHLeHTpaT TpsabBa na ce nmkexTHpa 6aBHO B CBOGOIHO Teyallla HHTPABEHO3HA
HHGY3HA HA H30TOHHYICH QH3HOMOTHYCH Pa3TBOP WM 5% pa3sTBOP Ha ITIOKO33 38 MEPHO He MO-MANBK OT 3
A0 5 MHHYTH. 3a MpenophYBaHe € CHCTeMAaTa A4 € BKIIOYEHa B rojiiMa BeHa. AKO € BE3MOXHO /14 ce
M30ArBaT BeHH HaJ CTABH WM B KpaliHHLIMTE, ¢ KOMITPOMETHPAH BEHO3EH WM THMQEH ApeHax.

MurokcaHTpoH EDeBe KOHIIEHTPAT MOXKe [ia ce mpuiara M Kato Kparka uHdysus (15 xo 30 MUHYTH),
paspeneH B 50 1o 100 ml moToHHYEH PU3HONIONHYCH pa3TBop WiH 5% pa3sTBOp HA IMOKO3a.

MurokcauTpon EGeBe koHLeHTpaT He TpabBa 12 ce mpHiiara NOAKOKHO, HHTPAMYCKYJTHO HIH
MHTpaapTepHanHo. Moxke a ¢e pasBée TEXKKO JIOKAITHO ThKAHHO YBpeXXJaHe, KO ITPH NMPHIOKEHHETO CC

NOJIyYH €KCTpasasaiyi. JIeKApCTBEHHAT NPOAYKT He TpAOBa Aa ce nprnara U ypes UHTPATEKATHA HIDKEKIHA,

AKO ca ce MOABH/IH HAKAKBH IPH3HALA MIM CHMITTOMH HA €KCTpaBasallys, B TOBA YHCJIO Napene, Gonka,
ChpOex, epuTeM, OTOK, TOCHHABAHE WIH YJILIEpaLiHi, PHIOKEHHETO TpAOBA He3abaBHO Aa Ce MpeKpaTH (BiK.
TOYKa 4.4).

4.3 IIpoTHBONOKA3AHMSA

o CBpLXYYBCTBHTEIHOCT KbM aKTHBHOTO(HMTE) BemecTBO(a) MK KbM HAKOE OT NOMOIHHTE BEIICCTRA,
H30pOeHH B TOUKa 6.1, BKTIOYMTENHO CyAQHTH, KOHTO MOXE a C& NOJYYAT NPH NMPON3BOACTBOTO HA
MUTOKCAHTPOH.

¢  MHTOKCAHTPOH € MPOTHBOMOKA3aH HPH XKEHH, KOHTO KbPMAT (BXK. TOUKH 4.4 U 4.6).

MHTOKCAHTPOH He TpAOBa J1a ce M3Non3Ba 3a JieYeHHEe HA MHOXKECTBEHA CKIIepo3a IpH OpeMeHHH >keHH (BK.
TOYKH 4.4 u 4.6).

4.4 Croenranans npeaynpexaenns B NpeINA3IHE MePKR OpH ynorpela

IIpenna3Hy MEpPKH, KOHWTO TPAOBA A& ¢ce B3EMAT HpU NPUTrOTBAHE WIH NPHICKEHHS HA JeKAPCTBEHHS

{IDOAYKT
MuTokcaHTpOoH TpsibBa na ce npuiara 6aBHO B CBOGOAHO Tevallia HHTPAaBeHO3HA MHY3HI. MHTOKCaHTpPOH

He TpA0Ba na ce NpHiara MOAKOXKHO, HHTPaMYCKYJ/THO MM HHTpaapTepyaiHo. MMa crobmeHns 3a
JIOKATTHA/PErHOHATHA HEBPOMATHS, B HAKOH CTydau HeoOpaTuMa, clieli HHTPAapTePHaTHO HEDKEKTHPaHe.
Moxe fa ce pa3BHE TEXKKO JIOKATHO ThKAHHO YBPEX/aHe, aKO IPH MPAIOKEHHETO Ce MOTyqH

EKCTpaBa3aliyi. 3a MOMEHTa Ca OIMUCAHH CaMO H3OJMpaHM CJTy4aH Ha TEXKKH JIOKATHH PeaKiH (HEKpo3H),
IMPHYHHEHHM OT eKCTPaBa3aIps,

MHTOKCaHTPOH He TpabBa 1a ce MpHJara Ype3 HHTpaTeKaTHa HIDKeKIHa. UHTparexanHoTo npuioxeHHe
MO>K€ 18 PHYHHH TEXKKO NOPRXKEHHE ¢ TpaHHH nocnencTeud. Clrel MHTpaTeKATHA HHDKEKLMS HMa

chOOMEHHs 3a HeBpONATHA H HEBPOTOKCHYHOCT, KAKTO IIEHTPANHA, Taka U nepudepHa. Tesu chobmeHus
BIJTIOYBAT FBPYOBE, BOACIIM [0 KOMA H TEXKH HEBPOIOTHYHH NOCIEACTBHA, KAKTO H Napanu3a ¢

AUC(hYHKIIHA HA YepBaTa ¥ ITMKOTHHA MeXyp.

Cvpoevna pynxijus
MmuokapaHa TOKCHYHOCT, IPOABABalla ce B Hal-Texxkara cH (popMa C MIOTEHIMATHO HeoGpaTHMa

3aCTOHHA ChpAedHa HexocTaThYHOCT (3CH), MOoXe a2 ce pa3Bye HIIH MO BpeMe HA JIEYEHHETO C
MMTOKCAHTPOH, HIIH MECEITH 10 TOAHHH CIe] MPEKPAaTABAHE Ha JIEYCHHETO. TO3H PUCK H



KyMYJTaTHBHaTa no3a. [IpH MalMeHTHTe ¢ paK, KOMTO Ca MOJYYWIM KyMyJlaTuBHa 1032 140 mg/m? win
CAMOCTOATENHO, JTH B KOMOMHALIMA ¢ APYTH XHMHOTEPAICBTHLIH, UMa KYMYNAaTHUBHO 2,6% BEpOSTHOCT Aa
Pa3BHAT KIMHWYHA 3acTOHA ChpACYHA HEAOCTATLYHOCT. B CPABHHTENTHM OHKOJIOIHYMHH H3MUTBAHUS,
ofmara KyMyJIaTHBHA CTeIeH HA BEPOATHOCT 38 YMEpPEeHO WM TexKo noxibkenHe Ha LVEF npu Tasu nosa e

13%.

AKTUBHO WIH JaTEHTHO ChPASYHOCHAOBO 3a6onaBaHe, NpeaxXoaHa WIH ChITBTCTBALIA JHYETEpaIUA Ha
MEeIHACTHHATHATA/ TIpEKAPANAIHATA 30HAa, MPEAXOAHO JE€YECHHE ¢ JAPYTH aHTPALHKIHHH WIH
AHTPALIEHOAMOHH, HJM CHITFTCTBaNIA YIioTpeda HA APYI'H KapAHOTOKCHYHH JICKAPCTBEHH IMMPOAYKTH MOXE Jia
MOBHIIIM PUCKA OT CHPAEYHA TOKCHUHOCT. [IpeH npuiokeHHe HA HAYATHATA 1038 MHTOKCAHTPOH NpH
MalHEHTH ¢ PaK Ce NPenophuBa OLICHKA Ha JeBoKaMepHaTa (pakima Ha waTnacksaHe (LVEF) upes
exoxapaMorpamMa HiH ¢ paaMoHyKHaHa eHTpHKyorpapus ¢ EKI™ cunxpormzaums B ekBHIHOpHyM
(MUGA recr). Chrpaeunata GYHKLHA ITPH NALMEHTH ¢ pak TpA0Ba BHUMATEIHO [a ¢¢ Ha0momasa 1o BpeMe
Ha neuennero. Ouerka Ha LVEF ce nmpenoprusa npe3 peIoBHH HHTSPBAIH W/ HIH ITPH pa3BUTHE Ha
IIPU3HAIIM WK CUMITTOMM Ha 3aCTolHa chbpacuHa HEAOCTATHYHOCT. KapAHOTOKCHYHOCT MOXE Jia Ce pa3BHe
BBLB BCEKH MOMEHT TIPH JIENeHHE ¢ MUTOKCAHTPOH, 8 PHCKBT CE€ YBE/IHHABA IIPH KYMYJIATHBHA 1034.
KapauoTOKCHMHOCT TIPH MHTOKCAHTPOH MOXKE /18 C€ pa3BHE NPH N0-HHCKA KyMYJIATHBHA 034 B 3aBHCHMOCT
OT HATMYHETO HJIM OTCHECTBHETO HA CHPACYHH PHCKOBH (HaKTOpH.

[opanu BB3MOXKHATE ONACHOCT OT CHPACYHH €()EeKTH IPH NalMEHTH, KOMTO MpeJH TOBA Ca JIEKYBaHHM C
NayHOPYOHLMH WIH JOKCOPYOHLMH, CHOTHOMIEHHETO II013a-PHCK 34 JIEYCHHETO ¢ MUTOKCAHTPOH NMPH TE3H
namMeHTH TpAOBA Aa ce onpeaesis Mpeay 3alouBaHE Ha JICICHHETO.

B ornenHu CTydad MOXe ZIa C€ pasBHE OCTpa 3acToliHa CHpACYHA HEAOCTATHYHOCT NPH NALMEHTH, JICKYBaHH
¢ MHUTOKCAHTPOH 3a OCTpa MHEJIOUIHA JICBKCMHS.

Takasa ce crob1zaBa 1 npu naureHT ¢ MC, sieKkyBaHH ¢ MHTOKCAHTPOH. PYHKIHOHAIHH CBPACYHH
MPOMEHH MOXeE A8 C¢ MOABAT [PH NMALIMEHTH C MHOXKECTBEHa CKJIEPO3a, JIEKyBaHH ¢ MUTOKCAHTPOH. OLeHKa
Ha JepokaMepHara dpaxuma Ha w3Tnacksane (LVEF) ¢ exokapauorpama wm MUGA ce npenopbusa mpeax
MPWIOKESHHETO HA HAYATHATA 038 MMTOKCAHTPOH M MpPEH BCAKA 1033 IIPH MALMEHTH ¢ MHOXKECTBEHA
CKJIepo3a, KAKTO H BCAKA MOAMHA A0 5 roAMHH Clel Kpas Ha JeueHneTo. KapaHoTOKCHYHOCT MOXe J1a ce
pa3BHe BbB BCEKH MOMEHT IIpH JIEieHHE C MHTOKCAHTPOH, 4 PUCKBT C€ YBETHYABA NPH KYMYJIATHBHE 1034,
KapauoTOKCHUHOCT ¢ MUTOKCAHTPOH MOJKE /1a C€ pa3BHe NPH IO-HUCKA KyMY/TATHBHA 1034 B 3aBHCHMOCT OT
HATHYHETO WIH OTCHCTBHETO Ha CHPACYHN PHCKOBH dakTopu. OOHKHOBEHO MALMEHTHTE C MHOXKECCTBEHA
cKIepo3a He TpabBa /1a MOMy4aBaT 3a LeJIus CH XXMBOT KyMyJIATHBHA 2103a Hal 72 mg/m2. MHTOKCAHTpPOH
o6uKxHOBEHO He TpAOBa /a ce npujiara Ha NalMEeHTH ¢ MHOKECTBEHA CKiIepo3a, mpu KOHTo LVEF < 50% nwin
MMAT KIHHUYHO 3HauMMO noHwkeHue Ha LVEF.

Kocmuo-mo3svyna cynpecus

JledeHueTO ¢ MUTOKCAHTPOH TpAOBA Aa c¢ CHIPOBOXKAA OT CTPOT0 H YECTO NMpocieasiBaHe Ha
XEeMATOJIOTMYHUTE H OHOXMMHUYHUTE 1aGopaTOPHH NMApaMeTPH, KAKTO H decTo HabmoeHKe Ha NallHeHTHUTE.
[ToiHA KPHEBHA KAPTHHA, BKIIQUMTEIHO TPOMOOLMTH, TpA0OBa Aa ce IpaBy NpeiH NPHIaraHeTo Ha HaYa/THaTa
[033 MUTOKCAHTPOH, 10 AHH clel NPHWIOKEHHETO H NMpeaH BCAKa Clieapama HHpYy3Hd, H B CTydali Je ce
pa3BHMAT MPH3HALK H cUMOTOMH Ha HHexkums. [TaiuerTuTe TpsaOBa Aa ce MHGOPMMPAT 338 PHCKOBETE,
CHMITTOMHTE H NPH3HALIMTE Ha OCTPA JIEBKEMHA U Ja C€ MHHCTPYKTHPAT A& ThPCAT MEIUIMHCKA TTIOMOI], 4KO
ce Pa3BUAT TAKMBA CHMITTOMH AOPH CJICA H3THYAHE Ha NepHOa OT €T MOHHH.

MuenocynpecHaTa MoxKe J1a 6BAe No-Texka H MPOXB/DKUTENHA IPH NALMEHTH B JIOMI0 000 ChCTOAHHE,
WIM NpeaH XAMHOTEpaIlia W/ WIH JTbYeTeparud.

OcBeH 3a JIeYeHHEe Ha 0CTPa MHUENIOKIHA IEBKEMHA, TEPaNUATa ¢ MUTOKCAHTPOH OOMKHOBEHO He TpsOBa Ja




MUTOKCAHTPOH, 33 JIa C¢ IPOCJICAABAT 38 MOABA HE KOCTHO-MO3B4HO HHXHOHpaHe, OCHOBHO HEYTPONeHI,
KOSTO MOXKe fa 6Bae Texxa M Aa AoBeae A0 MHPEKIMA,

KoraTto METOKCAHTPOH C€ NpUIAra BbB BHCOKH K03H (> 14 mg/m?/o X 3 IHK) KaKTO € NOKA3AHO 38 JICYeHne
Ha NNEBKEMMA, MOXE Jia CE Pa3BHE TEXKKA MMEJIOCYTIPDECHA.

Ocofeno PHMMaHMe TpI6Ba /ia ce 00BpHE, 3a Aa Ce FAPAHTHPA ITHIHO XEMATOIONHIHO BH3CTAHOBABAHC
npeay Aa ce npeanpreMe KOHCOMHANPAIO eyeHre (aKo C¢ U3M0/I3Ba TAKOBA) H NaUHEeHTHTE Tpabea cTporo
[a ce mpocaeaaBaT npes Task ¢pasza. MHTOKCAHTPOH, PAJATaH BB BCAKAKBA /1038, MOXKE 118 NPHYHHH
MHEJIOCYIIPeCcHA.

Bmopuuna ocmpa MuenouOHa 1e6KeMus U MUEI0OUCIAGCMUNEN CUROPOM

Waxuburopiure Ha Tonousomepasa Il, BKTIOYHTeTHO MHTOKCAHTPOH, NPH H3MONI3BAHETO UM KATO
MOHOTEpAaImMs Wik 0CO0EHO 38€HO ¢ APYTH aHTHHEONAACTHYHH MPOAYKTH H/WIH ThYENIeYECHHE, Ce CBLP3BAT
¢ Pa3BHTHETO HA OCTPa MHEIOHIHA JIEBKEMHA HITH MHECTIOTHCIUIACTHHCH CHHIPOM. ITopaau pucka ot
pasBHTHE HA BTOPMYHH 3OKAYCCTBCHH 3a00JBaHHA, CHOTHOIICHHETO NO/3a-PUCK 32 JICICHHETO &
MHTOKCAHTPOH TPAOBA Ja ce ONpeae/s mpeay 3anoYBaHe Ha JICUCHHETO.

Hsnonseane caed Opyau cneyuguunu 3a MC nevenus
Be30MmacHOCTTa H ehHKACHOCTTS HA MHTOKCAHTPOH He Ca NMPOYHUeHH Clie/] IedeHne ¢ HaTamsymab,

GYHIOMHEMO, ANeMTy3yMal, IHMETHIOB GyMapaT Wi TepHQITYHOMHL.

Hememacmasupan pax ra 2epoama
ITpu NHncaTa HA JOCTATHYHO AGHHH OTHOCHO €(HKACHOCTTA NPH AMIOBAHTHO JICHCHHE Ha PaK Ha I'bp/aTa H

KATO Ce B3eMe Ipe/i BH/| HAPACTBAIIMAT PHCK OT JIeBKEMHS, MHTOKCAHTPOH TpAGBa /1a Ce H3MO/I3Ba CAMO 34
METacTa3upal pak Ha I'bpAaTa.

Hupexyuu

[TaipenTiTe, KOUTO [OMYY4aBaT HMYHOCYTPECOPH K&TO MHTOKCAHTPOH, HMAT NOHIKCH HMYHOJIOTHYCH
otroBop kbM Hebexipa, CHcreMuuTe uudexumn Tpa0Ba Aa ce JEKyBAT eAHOBPEMEHHO CBC HITH
HEMOCPEACTBCHO NpPeIH 3an0YBAHEC HA TCPAIMA C MHTOKCAHTPOH.

Hmynuzayus
MIMyHM3aLIMATA C XKMBM BHPYCHM BAKCHHH (HAND. HMYHH3AUHMA OPOTHB JKBJITA TPECKa) IOBAINABA PHCKA OT

yBeKITHA H APYrH HeeIaRY PEaKIHH KaTO BAKCHHHA FAHrpeHO3a U N'eHepaH3HpaHa BAKCHHMS, ITPH
NAIMeHTH ¢ HAMAJIeH8 HMMYHOKOMITETeHTHOCT, KAKTO ITpH JIeYeHHe ¢ MUTOKCARTpOH. Ilopazy T0Ba KHBH

BHPYCHH BAKCHHH He TpAGBa 1ia ce MpriaraT no BpeMe Ha Jiedenue. JKenare/Ho ¢ )KHBH BHPYCHH BAKCHHH

I Ce H3MOJI3BAT BHHMATEHO CJIeZ| CITHpaHe HA XHMHOTEPANUATa, KATO HMYHHM3ALMATA CEC MPaBH He [10-paHo
oT 3 Mecella cliel NOCJIEAHATA 1032 XMMHOTeparmis (BX. Touka 4.5),

Konmpayenijus npu Mvxce u Jicesu

MHTOKCAHTPOH € TeHOTOKCHYCH H CO CHHTA 3a MOTEHIMANCH TepaToreH npH xopa. Ilopamu ToBa
NOIJIOKEHNUTe Ha JICueHHE MEXe TpaOBa 1a OpJaT ChBETBAHM J1a HE CB3/IABAT Jelia U Ja H3IIOI3BAT
KOHTpALIETITHBHH MEGPKH N0 BpeMe Ha JIeYeHHeTO H 5 Mecella Clie/l IPHKIOMBAHE HA JIe9eHHEeTO. JKeHHTe ¢
merepojieH NOoTeHLMAN TpAOBa fa HMAT OTPHIATENICH TECT 38 OpeMEHHOCT NpeAH BCAKA 034 H A8 M3NOI3BaT
e(heKTHBHA KOHTPALIETILIWA MO BpEeMe Ha JICYCHHETO H 8 Mecena CJieA CIIMpaHe Ha NICYEHHETO.

Kvpmene

MMUTOKCAHTPOH € OTKPHBAH B KBPMATa [0 eIMH Mecell cjlej, IOCIEeAHATA MPHIoKeHa 103a. [lopaay
NOTEHIMANIA 33 COPHO3HH HEXEJIAHH PEeaKiHi HA MHTOKCAHTPOH NPH HOBOPOACHHATE, KbPMEHETO ©
NPOTHBOMNOKA3aHO (BXK. TodKa 4.3) ¥ Tpsa6sa na Hnae MpekpaTeHO NpeaH 3ano4BaHe Ha JISHOHHETO.

Depmunumem




XKenute ¢ aerepoaeH noreHuMan TpAGea a4 ObAAT YBEAOMEHH 38 NOBHINEHHA PHCK OT MPEXO0/HA HIIH
NOCTOAHHA aMeHOpes (BX. Touka 4.6).

Mymazennocm u xapyurozennocm
YCcTaHOBEHO e, ¥e MHTOKCAHTPOH € MYTarcHeH B TeCT CHCTEMH ¢ OaKTepHaTHH KIETKH H KJIETKH Ha

Go3alfHHIIM, KAKTO H in Vivo NPH ILTEXO0BE. AKTHBHOTO BELIECTBO € KAPLIMHOIN€HHO NPH eKCNEPUMEHTATHH
'KHBOTHH MPH J03H NOJ NMpeATOKEHATa KITHHHYHA Ao3a. [lopaa TOBa MHTOKCAHTPOH HMa KapLMHOICHEH

MIOTEHLIMAT IIPH XOpA.

Cunopom Ha mymopen Jusuc
[Ipu H3non3BaHe HA MHTOKCAHTPOH MMa ChODIIEHNA 38 CHHAPOM Ha TyMOpeH Jiu3uc. HupaTa Ha MHKO4Ha
KHCeIHHA, €JIEKTPOJINTH H ypes TpadBa na ce Habmozapar.

IIpomana na ysema na ypunama u Opy2u mvKanu

MMTOKCAHTPOH MOKe 218 MPUUHHH CUHBO-3€/ICHO OLIBETABAHE HA YPHHATA 3a 24 Jaca c/iel PHIOKEeHHETO, a
nalMeHTHTEe TPAOBa Na 3HAAT, Ye C/IeABA Jla OYAKBAT TOBA MO BPEME Ha JiedeHHe. Moxe ChIllo Aa ce NOABH
CHHKABO OLIBETABAHEC Ha CKICpaTa, KOXKATa H HOKTHTE.

MrerokcanTpoH Eb6eBe chanpka HaTpuid
Tosu nexapcTBeH MPOAYKT ChABbPKa OT 17 10 34 mg HaTpHi Ha €IMHHYHA HHTPABEHO3HA 034, KOUTO ca
exBUBaJieHTHH Ha 0,85-1,7 % OT npenopbuMTETHHA MaKCUMANIEH JHEBEH NPHEM OT 2 € HATPHHA 34 BE3PACTEH.

4.5 B3anmopeiicTBHE ¢ APYIH JEeKAPCTBEHH APOAYKTH H APYrH QOPMH HA B3aEMO/eliCTBHE

KoMOHHMpaHeTO HA MHTOKCAHTPOH C NOTEHIMATHO KAPAUOTOKCHYHH aKTHBHHA BeliecTBa (Hamp.
aHTPALMKIKHH) TIOBHIIIABA PHUCKA OT CHPACYHA TOKCHYHOCT.

HNuxuburopure Ha TonousoMepasa 1, BRIIOYHTENHO MUTOKCAHTPOH, IMPH H3MOI3BAHETO MM 3a€HO ¢ APYIrH
AHTHHEOIUIACTHYHM NPOAYKTH W/WIH IbueNncueHe, ce CBBP3BAT ¢ PasBHTHETO Ha OCTPa MHEIOUIHA
neskeMus (Acute Myeloid Leukaemia, AML) wnu MuenogucruiacTugeH CHHApoM (Myelodysplastic
Syndrome, MDS) (Bx. Touxka 4.4 u 4.8).

MHTOKCAHTPOH NPHYHHABA MHEJIOCYTIPECHA KATO NMPOXBL/DKEHHE HA CBOETO (pPApMAaKOJIOrHYIHO ACHCTBHE.
MuesocynpecHsaTa MOXe J1a ce MOBHILIH, KOTaTO Ce M3Mon3Ba B KOMOHHHpaHa XUMUOTEPAIINA ¢ Apyr
MHENIOCYTIpecop, KaKTO MPH JIeYeHHUE Ha paK Ha I'ep/ara.

KoMOMHMpaHeTO Ha MHTOKCAHTPOH C APYTH HMYHOCYTIPECOPH MOXKE Ja NOBAILM PUCKA OT NMPEKOMEpHA
HMMYHOZIETIPECHA H JTHM(OonponudpepaTHBEH CHHAPOM.

UMYHH3aI1MATA C )XKMBH BHPYCHH BaKCHHHM (HArp. KMYHH3aLIMA [IPOTHB XCBJITa TPECKa) TIOBHUIIABA PHCKA OT
HH(EKIHA M APYTH HEXEJIAHN PeaKLM{ KATO BAKCHHHA FraHIpeHo3a H NeHepaTu3HpaHa BAKCHHHA, TIPH
NAIMEHTH ¢ HAMAJICHA HMYHOKOMIIETEHTHOCT, KAKTO MPH JIedeHHe ¢ MUTOKCAaHTpoH. [lopaau ToBa uBH

BUPYCHH BAKCHHM He TpAOBa a ¢ MpWIaraT o BpeMe Ha JeueHue. JKenaTenHo e »uBH BUPYCHU BAKCHHH

113 C€ M3MOJIBBAT BHUMATEIHO CJIE/ CIHpaHE HA XMMHOTEpanuaTa, KATO HMyHH3aIlMsITa ¢€ NMPaBH HE NMO-paHo
oT 3 Mecena el NoCHeAHATA 1038 XHMHOTepanus (BXK. Todka 4.4).

KomOGuHHpaneTo Ha BUTAMMH K AHTANOHHUCTH H HTOTOKCHYHH ITPOAYKTH MOXeE Aa AOBeAe A0 NOBUILEH
PHCK OT KbpBeHe. IIpH NauMeHTH Ha NepopasiHa aHTHKOATY/IAHTHA TEPANHA, OTHOMIEHHETO HA
nporpombrHoBoTo BpeMe M INR Tpa6Ba na ce Habmoaasa cTporo npu goSaBaHETO H CIIMpPaHETO Ha
NneYeHne ¢ MUTOKCAHTPOH, KAaTO NO-4ecTo TpAOBa Ja ce MpaBH NOBTOPHA OLIEHKA 110 BpeMe Ha
CBITHTCTBARIIOTO JIedeHHe, Moxe Na ce HalloXH KOPHTHpaHe Ha A03aTAa AaHTHKOArYJIaHT, 34 Aa ¢ NMoATb
XKENaHOTO HUBO HA aHTHKOAaryJamus.




Jloxa3aHo €, He MHTOKCAHTPOH € cyGerpat Ha BCRP TpaHCMOpTHHA NPOTEHH in VIIro. HHxubuTopuTe Ha
BCRP pancnoprepa (kato exrpombonar, repMTHHHO) MOraT Z1a CTAHAT NPHUKMHA 32 [IOBHINCHA
6uonamumocT. [Ipu GapMakOKHHETHYHO MIPOY4YBaKE NPH IeLa C de nove OCTpa MHEJIOH/IHA JICBKEMHA,
CBHIPOBOMKIALIOTO JISYEHHE C HKIOCIIOPHH BOAH 10 427% MOHIKCHNE HA KIMPBHCA Ha MATOKCAHTPOH.
Huayxropure Ha BCRP Tpancnoprepa MOTAT NOTEHIHMAIHO 18 MOHMKAT eKCIOIHIAATE HA MHTOKCAHTPOH.

MHUTOKCAHTPOH H HErOBHTE METaOOJIMTH Ce eKCKPETHPAT B HUTHUKATA H yPHHATA, HO HE € H3BECTHO JIATH
MeTaGOIMTHATE WIH eKCKPETOPHHTE ITHTUINA ¢4 HACHINaeMH, Moxe 1a 6b1aT HHXHOHpaH! WK
MHJTYLIAPaHH, HTH JAT¥ MHTOKCAHTPOH H HEroBHTe METabOJIHTH NPEMHHABAT NPE3 CHICPOXCTIATAIHOTO
kpbBOOOpamenne (BxK. TO9KA J.2).

4.6 depTHaATET, 6peMEHHOCT H KbPMEHE

Ko e H MBXKC U XKCHH

MHETOKCAHTPOH € FéHOTOKCHYEH H C€ CUHTa 33 NOTeHIHATICH TEPATOTCH MPH XOpa. ITopanu TOBa
OMNOKEHHTE Ha jIeUeHHe MBbKe TpAOBa Aa ObAAT CHBETBAHH Ja HE CH3/IABAT ACLA H 18 W3IOJI3BaT
KOHTPAIIEITTHBHH MEPKH ITO BpEME Ha JIEUCHHETO H 5 Mecella cJie/i MPHKMOYBaHE Ha JISHCHHETO.

YeHuTe ¢ AeTeposeH norexman Tpa6ea na Geaat chBeTBaHHM A8 H3GATBaT 3abpeMeraBaHe. Te TpaOea fa
MMaT OTPMIIETENCH TecT 32 GpeMeHHOCT Npe/ BCAKA 1034 H Jja H3MON3BAT edeKTHBHA KOHTpAleMy4s o
BpeMe HA JIeYeHHETO H § Mecela Ciex CripaHe Ha JICYCHHETO.

MEHH

JIaHHMTE 32 H3NOI3BAHETO HA MUTOKCAHTPOH ITPH GPEMEHHH JKEHHU C& MHOTO OrpaHHYeHH. MHTOKCAHTPOH
He e TepaTOreHEeH IIPH NPOYHBAHKA NPY XKUBOTHH NPH JO3H 10/l EKCTIO3HIIMATA PH XOP4a, HO NPHYHHABA
PENpPOAYKTHBHA TOKCHYHOCT (BK. Touka 5.3). MHTOKCAHTPOH e CHMTA 33 MOTCHWHATICH TCPATOrCH NPH X0pa
NOpaJM CBOA MEXAHM3BM Ha AeHCTBHE ¥ epEKTHTe BHPXY Pa3BHTHOTO, AEMOHCTPHPAHH! NTPH CPOAHH
cpencrea. ITopamy Tasu npuuHHAa ynoTpeGaTa Ba MMTOKCAHTPOH 3a NedenHe Ha MC e nmpoTusonokasana npH
GpeMeHHM xeHH (BXK. Touka 4.3). Korato ce u3no/3sa 3a JIeSeHHE [PH JPYTH NOKA3AHHA, MHTOKCAHTPOH HE
Tpa6Ba g ce NpHIAra 1o BpeMe Ha GPeMEHHOCT M 0COOEHO Npe3 MbPBKA TPHMECTHP Ha OpPeMECHHOCTTA. BuB
BCeXM OTHENEH CTydal monsara Ot nedeHueTo Tpabea aa Obae olleHeHa CpAMO BE3MOMHHA PHCK 32 IUIOAA.
AKO TO3H JIeKApCTBEH MPOAYKT Gbe H3MOM3BaH 10 BpeMe Ha GPeMEHHOCT MM aKO MALMeHTKa 3abpeMeHee,
OKATO ApHeMa METOKCAHTPOH, T TpaGBa fa 6bae MHGOPMHEpPaH 38 MOTEHIMATHIA PHCK 38 IUIO/A K 1 i ce
NpefOCTABH NeHETHIHA KOHCY ITalkA,

KbpMmene

MMHTOKCAHTPOH C¢ €KCKpeTHpa B KbPMATA H € OTKPHBAH B KbpMAaTa IO ¢THH MECELL CJICA NOCIeHOTO
mprioxeHue. [Topaay MOTeHUMAaNa OT CePHO3HH HeXKeIaHH Peakuiy Ha MUTOKCAHTPOH ITPH HOBOPOZCHHTE,
KBPMEHETO € NPOTHBONOKA3aHO (Bk. TO'Ka 4.3) 1 Tpabsa Aa 61Ae NPeKpaTeHo MPeaM 3ano4BaHe Ha
JICIEHHETO.

QePTIIHTET

ITpu sKeHHTE, KOHTO Ce JIeKYBaT C MHTOKCAHTPOH, HMa MOTeHIHAJNICH PHCK OT NPeXoaHa WIH NOCTOSHHA
amMeHopes H OpajM Toba TpA0Ba Jia ce o6CHIH 3aNa3BaHe Ha raMeTH Ipean JedeHneTo. ITpn MExke TaHHH
JIMIICBAT, HO MPH XMBOTHH ¢a Habmoaasanu TyGyTHa aTpodHsi HA TECTUCHTE M HAMAJIeH Opo
CIIEPMATO30HIM (BK. TOYKa 3.3).

4.7 Edextn BLpXy cnocofHocTTA 32 modHpane u paboTa ¢ MAMBHH

MuTokcaHTpoH HMa cab edexr BspXy cnocobHocTTa 38 modupane H pabora ¢ MauHK. Clien
NpHIOKEHHE HA MUTOKCAHTPOH MO Jia ce NMOABAT 0GBPKRHOCT # yMopa (BX. Touka 4.8),

4.8 HexeIaAN JICKAPCTBEHH PEAKIHEA




Pe3ioMe Ha npoduna Ha 6e30nacHOCT

Hait-ceprosHuTe HeXXenaHU peakiIMH [PH MHTOKCAHTPOH Ca MHOKAPAHA TOKCHYHOCT W MHEJIOCYTIpECcH .
Haii-yecTHTe HeXeNaHH JIEKAPCTBEHA PeaKLMH NPH MHTOKCAHTPOH (HabmoxaBanm rpH noeeye or 1 or
10 nalmeHTH) ca aHEMH4, JIEBKOIICHIS, HeYTpoIneHus, MHpEKIHH, aMEHOpes!, AJIONICLIHA, FaJleHe H

[MNOBPBLIAHC,

TabauueH cIHCHK HA HEXKCIAHHTE JCKADCTBCHH PEaKIMH
Tabnnuara no-nomy € Ha 6a3aTa Ha pe3ynraTure 3a 6e30MacHOCT, MOMYYCHH OT KIMHMYHH H3ITHTBAHHA H

CIIOHTAHHH CHOOIEHNA MPH OHKOJIOTHMHHM MMOKa3aHHA U OT KITHHHYHH M3MATBAHMSA, TOCTMAPKETHHIOBH
Ipoy4YBaHM4 3a 6€30MacCHOCT H CIIOHTAHHHU CHOOINCHHKS 3a ALMEeHTH, JIEKYBaHM 3a MHOXKECTBEHA CKIIepo3a.
YecToTaTa ¢ JedHUHHPaHA CHIIIACHO CIESHATA KOHBEHIMA: MHOrO yecTH (> 1/10); wectut (> 1/100 a0 < 1/10);

Hedectd (> 1/1 000 no < 1/100), peaxu (= 1/10 000 xo < 1/1 000), muoro peaku (< 1/10 000), ¢ Heu3pecTHa
4ecToTa (OT HATMYHHTE JAaHHH He MOXe Aa Obae HanpaBeHa OLICHKa).

YecToTa ____ | Oaxonoras | Muoxecrnena CKJIepo3a
Hupexyuu u undpecmayuu _
Muoro qectu Undexima (BKMIOYHUTETHO C Unadexims (BKMIOYHTEHO ¢ JIETAICH
JIeTAJICH U3XO0x) H3XO0N)
Hudekima Ha MHKOYHUTE ITHETHUILA
HH(}eKuHa Ha rOPHHUTE JUXATCTHH
_ , METHINA
Heuect Hudeximsa Ha MMKOYHUTE IIneBMOHUA
ThTHIA Cencue
Hudexumsa Ha rOpHUTE OnopTIOHHCTUYHH HH(PEKIMH
AUXATCJTHH ITHTHIA
Cencuc
OnopTIOHHCTHYHY HHPEKLIHH
Penxu ITHeBMOHHA _
Heonnaimu — 006poxauecmeenu U 310KAYECMEeH U (6K, KUCMu i noaunu)
Heuectn Octpa Muenongna epkeMus, | Octpa MHENIOHHA JIEBKEMHA,
MHEJIOAMCIUIACTHYCH MHEJIOAMCILIACTHYEH CHHAPOM, OCTpa
L CHHAPOM, OCTpa JIeBKEMUA NIeBKEMHA
Hapywenus Ha Kpoema U TuMPRAMG CUCMema ) . _
MHoOro ectu AHeMuA
Heyrponenvs
JleBKONEHHA
Yectn TpomGowmToneHns AHeMHA
I'panynoLMTONEHUA JleBkoTieHUA
I'parynoLHTONEHHA
AbHopmaneH Gpoit 6enu kpbBHH
KJICTKH
HedectH MuenocynpecHs KOCTHO-M03Bb49HA HEAOCTATHYHOCT
KocTHO-MO3BYHA Muenocynpecus
HeZOCTATHIHOCT Tpombolronenms
A6Hopmaner 6poii 6enn HeyTtponeHus
KPbBHH KJIETKH | _
Hapywenun Ha UMyHHAMA CUCMEMA _
Heuectu AHadunakcua/aHadmwiakronagH | Anadmnakcus/aHadUIAKTOMAHH
H peakLMH (BKTIOYHUTEIHO peakiyi {BKIIOYHTEIHO MOK)
_ . ILIOK)
Hapywenun Ha MemabonuIma u Xpanenemo
YecTH AHOpeKCHS
Hevectn YecTH MpOMEHH HA TETJIOTO AHOpeKCcHA |
CuHapom Ha TyMopeH au3uc* | HecTH mpoMeHH Ha Ter, \




* Octpa T u B numdoGnacraa neBxeMus H He-XOUKUHOBH Jmmq}om? (NHL) ca Hali-yecTo CB‘BI;BH.HH v

L

Bre3nanenue Ha aUrasHLATA
IIaHkpeaTuT

Xenmﬂm;@H;HMwenm

TLS
Hapywienun na Repsnama cucmema__ _ .
YecTu ] Jletaprus | TnaBo6onne ]
HewectH TpeBoxHoCT TpeBoxHOCT
O6npranoct Ob6bpraHoCcT
I'naBoSonme IlapecTesum
_ H1apecresnu _ | Jleraprua _ _ _
Hapywenus na ovume _ _ _
Heuectn [TpomsaHa Ha LBETA Ha IIpoMsaHa Ha LBeTa HA CKiIEpaTa
- | CKiicpaTa — -
| Cvpoeunu napymernun _ ] _ _
Yectu 3acToiina crpaeyHa ApHTMHs
HEAOCTATHYHOCT A6GHOpMHA eneKTpoKapaAHOrpaMa
Hudapxr Ha Muokapaa HamaieHa eBokamMepHa ¢ppakia Ha
(BKITIIOUMTE/THO JICTAIIHH H3T/IACKBaHE
_| cubumus) ) _ _
HeuectH ApaTMHA 3acTolHa chpZieYHa HEAOCTATHYHOCT
CuHycoBa Opaaukapaus KapauoMuonaTus
AGHOpMHA CuHycopa 6pagukapans
eleKTpoKapaHorpaMa Hudapkr Ha MuoKapaa
HamaneHna nepoxkamMepra (BTIOMHTENHO JIeTAIHY CHOWTHA)
| _ ¢pakiHs Ha U3TIACKBAHE _
Penxu _ Kapanomuonarus ~
| Cvooeu HapywieHun _ _ _ ]
Hevwecrn KoHTy3ns KoHTy3us
KpBpBOHU3NME Kpneouznus
XHINOTOHKA XHMOTOHUR _
Pecnupmpuu, apadnu 4 MedUACMUHanHU H HapyuieRun _ _ _
[ Yectn | incnHes _ _ _ ]
| Heuectn _ | [ucriHes _ _
Cmmno— UpesHu nagymmm _ _ _
MHoro yetTH l'anexe lanene
Ilosprmane L
Yectn 3amnex 3anex
HAnapus JAnapus
CromatuT Cromartur
_ | IloBspbitane _ .
Heuectn Kopemna 6onka Kopemna 6onka
CroMamHBo-4peBeH CToMalHo-4YpeBeH KPLBOM3ITHUB
KPBBOMIINB Br3nasneHue Ha MHUraBMLaTa

IlaHkpeaTur

-

i i —

YectH

HeuectH

i

[loBHuieHH HMBA Ha ACITAPTAT

_Hﬂymmm Ha Koscama u ROOKOICHAMA MOKAH

aMHHOTpaHcdepasa
XenaroTOKCHIHOCT XernaroTOKCHYIHOCT
[ToBumieHH HIMBA HA acCMAPTAT
aMHHOTpaHcdepasa _ _

MHoro uecTs

| Anonerms

el il




Heuectn EpureMma HapynieHHS Ha HOKTHTE
HapymeHHs Ha HOKTHTE OOpus
Obpus IIpoMaHa Ha 1{BETA HA KOXATA
IIpomsaHa Ha LBeTa HA KOXKATa | T'bKAHHA HeKpo3a (cnen
TrkaaHa Hekpo3a (cnen €KCTpaBa3arys)

| excTpasasaumua) i
':I_I-agymenm Ha v0peyume u nUKORHUME HYMUA _ L

Heuectn [ToBieH cepyMeH kpeaTHHMH | TIoBMIlIEH CepyMeH KpeaTUHUH
IToBuIIIeHH HIBA HA YpeeH [ToBHILICHM HHBA Ha YpEeH a30T B
a30T B KPBHBTA KpPbBTa
Toxcuana HedponaTus Toxcuuana HedponaTis
[TpoMsHa Ha uBeTa Ha ypuHara | [IpoMsaHa Ha 1jB€Ta Ha YpUHATA

_il-agymgnm HQ 633NPOUICOOUMENHAMA CliCIMEMa B 2vpoama
MHoro yecTH _ AmeHopes*
HeuecTH AMeHopes
| * AMeHopesaTa MOXe 12 OBb/I¢ NPOABIDKHTE/IHA H 138 CHOTBETCTBA HAa NPEXAEBPEeMEHHE MEHOIIay3a
Obutu HApYSERUR U eDeKMU KA MACMOMO HQA RPUNOXICERUE

Yectn AcTeHus
YMopa
) ITupexcus
Heuectu Orox ACTEeHHA
Excrpasazaunsa® YMopa
Hucrey3uns Orok
[Tnpexcus
Excrpasasaipisn®
_Buezarma cMppr**

* lima cro0meHnd 3a eKCTpaBa3al[Ma Ha MACTOTO Ha MHQY3HATa, KOATO MOXE A4 JOBEJE A0 EpHTEMA,
OTOK, 6OJIKa, MApeHe H/WIM NOCHHABAHE Ha KoxaTta. ExcTpaBazauuaTa MOXe Aa JOBEAC 10 ThbKAHHA
Hekpo3a C NociieABama HeoOX0AHMOCT OT ACOPHAMBHT H KOXHA npHcanka. UMa u cxo01ieHns 3a guedur
HAa MACTOTO Ha HHQY3HATA.

*¥ [IpHunHHO-CICICTBEHATA BPEH3Ka C NPHIIOKEHHETO HA MUTOKCAHTPOH € HECHIYPHA.

Onmcanue Ha w30paHy HexenaHH JEKAPCTBEHM peakiMH
MuokapaHa TOKCUIHOCT, MPOsBABAallla ce B Hal-Te)kKaTa ¢ PopMa ¢ HOTEHLMATHO HeobpaTHMa H JIeTAlTHA

3acToMHa cepaeuHa HeaoctarbuHOCT (3CH), MOXKE na ce pa3Bde KaKTo 110 BpeMe Ha ICUCHHETO ¢
MHTOKCAHTPOH, TaKa H MECELIH O MOJAMHH Clie[ [MPEKPaTABaHe Ha JeUeHHEeT0. TO3M PHCK HAPACTBA C
KyMyJIaTHBHATA 1032. B KIIMHHMYHH M3NMHATBAHUS [TPU MMALMEHTH C PaK, KOUTO €A MOMYyIWIN KyMY/TaTHBHH
no3u oT 140 mg/m? 1M cCaMOCTOATETHO, WITH B KOMOHHALIMA ¢ APYTH XMMHOTEPATICBTHLIH, € HMAJIO
KYMYJ&THBHA BEPOATHOCT 2,6% 3a KITHHUYHA 3aCTOHHA ChpACYHA HEJOCTATHYHOCT,

MHenocynpecuaTa e AO30TMMHUTHPAL HexeNaH ePeKT Ha MHTOKCAHTPOH. MHenocynpecusTa Moxe Ja Ob/e
No-H3pa3eHa ¥ MPOTB/DKUTETHA MPH NAIHEHTH, KOKTO NPEH TOBA ¢a NOTYYHTH XHMHOTEpAITHA HITH
mbuenedyeHHe. B KTMHWYHK H3NUTBAHKA MMPH MAIHEHTH C OCTpPa ICBKEMHA, 3HATHTETHA MHEIOCYTIPECHS CE €
Pa3BHIA MIPH BCHYKY MALIHEHTH, KOUTO ca OHIH nexyBaHH ¢ MUTOKCAHTPOH. [1pu 80-Te BmOYeHH nalfHeHTH
MEJHAHATA HA CTOKHOCTHTE 3a Hali-HHCKHTe HUBA Ha Opoii Genu kprBHHE KiaeTkH U Opoit TpoMGoTH € OHna
croTBeTHO 400/ul (crenet 4 no C30) u 9 500/ul (crenen 4 no C30). XemaronoruuHaTa TOXCHYHOCT TPYAHO
MOXe Aa Oblie olieHABaHA MPH OCTpa JIEBKEeMHA, ThH KATO TPAAHIIHOHHHTE NapaMeTPH Ha KOCTHO-MO3BbYHA
cynpecHs, KaTo Opoii Ha OenuTe KPBBHM KICTKH H Ha TPOMOOLIUTHTE, C€ HAPYIIABAT NOPaaM 3aMECTBaHE C
NIEBKEMHYHH KIETKH OT KOCTHHA MO3BK.

Ionyrayus c MHOJNCECMEBERA CKAEPO3a

XeMamonozuwina moxcuvHocm




Cnen BcAKO ITPUIOKEHHE MOXKE 1a C€ Pa3BHBA HEYTPOIIEHHA, TOBA € KATO LIAI0 MPEXO0AHA HEYTPOTIeHHS C
Ha#-HUCEK Opoit Ha neBkoumTUTe HAa AcH 10 crnen uHdy3uaTa H BR3cTAHOBABaHE OKOJIO IeH 20. Moxe aa ce
HaO/mopgasa ¥ oOpatiMa TpoMOOLUTONIEHNA. XeMaTONOrMYHMTE MapaMeTpH TpabBa fa ce mpocneAgBaT
peaoBHO (BK. TOUKA 4.4),

HMma cprofmenns 3a JIeTAIHM CITydaMd Ha ocTpa MHenonaHa nepkeMusa (AML) (Bx. Touka 4.4).
Cupoewna moxcuynocm

Mma cpobmeHus 3a cryqan Ha EKI™ aHomanun. ViMa M ¢choOLIeHHA 3a CTy4ad Ha 3aCTOWHA ChpAeYHA
HeJOCTATBYHOCT ¢ NIeBoKaMepHa ¢pakums Ha u3TaacksaHe (LVEF) < 50% (Bx. Touka 4.4).

IleauaTpyUyHa nomynaiug
JledeHHeTO ¢ MHTOKCAHTPOH HE Ce MpEeNnophYBa IIPH NEAUATPHYIHA Nomysauma, bezomacHocTTa B

e(hHKACHOCTTA HE €4 YCTAHOBEHH.

CrpoOIIaBane Ha NMOAO3UPAHU HEXKCIAHH PEAKIIHH

Cpo6iiapaHeTo Ha MORO3UPAHH HEXeJIaHU PeakiMM CJie]] paspeniaBaHe 3a ynorpeba Ha JICKAPCTBEHHUA
MPOAYKT € BXHO. ToB2 NO3BOJIABA [ MPOABDKH HAOMOAEeHAETO Ha CHOTHOMICHHETO NOJI3a/PHCK 33
JICKAPCTBEHHA NPOAYKT. OT MEAHUMHCKHTE CICLMATIMCTH C€ H3HCKBA Ja ChoOlaBaT BCika Nog03MpaHa
HEXelaHa peaxkiMs Ype3 HallHOHaIHA cuCTeMa 38 cho0maBane KbM M3rbiHHTeNHaTA AreHIHA 1o

JIEKApCTRATA, Y. ,,JlamsaH ['pyes” Ne 8, 1303 Codus, ren.: +35928903417, yebeaiir: www.bda.bg.

4.9 IIpexo3mpane

Hama crietuuaeH aHTHIOT 32 METOKCAHTPOoH. MMa chofmienua 3a c/Tydan HA HHLIMACHTHO MPERO3HpaHe.
Yerupuma naipeHTH ca nonydnnd 140 no 180 mg/m2 karo equHH4Ha 60TyC HHDKEKIMA U ¢4 MOYHHAIH OT
TeXKKA JICBKOMEHHUA ¢ HHPekiua. Moxe fa c€ HaNOXH XeMATOJIOTHHHO NOQXBPIKALIO JIEUeHHE U

NMPOTHBOMHKPOOHO JiedeHHe IPH NMPOTBDKHTEIHH NEPHOOH Ha TEXKKA MHEJIOCYTIPECHA.

Makap He nailMeHTH ¢ Texkka O0p6pedna HeOCTaTEYHOCT He ca OWIK NpOoyYBaHH, MUTOKCAHTPOH CE€ CBBP3BA
eKCTEH3HBHO ¢ THKAHHTE M € MAJIKO BEPOATHO TEPANEBTHYHMAT ehEeKT HIIH TOKCHIHOCTTA /13 C€ HAMAJIAT
ype3 NepHTOHEATHE HITH XeMOAHaIH3a,

Moxe 1a ce Habmonapa XeMONOETHIHAE, CTOMAIIHO-UPEBHA, YepHOAPOOHA MM OROpeuHa TOKCHYHOCT, B
3aBHCHMOCT OT IPHIIOKEeHAaTa 1034 H (H3MUEeCKOTO ChCTOAHHE Ha naupeHTa. B cimyuan Ha npeaosupase,
nauMeHTHTe TpAOBA HenpekbeHATO ga ObaaT HabmonaBanu. JleueHnuero Tpabea na 6bae CHMITTOMATHYIHO H

MOATBLPIKALIO.

5, OAPMAKOJOI'MYHHA CBOUCTBA

3.1 OapMaKoZHHAMEYEH CBONCTBA
QapMaKoTepareBTHYHa Ipyrna: AHTHHEOIUTACTHYHH CpeCTBa, AHTPALMKIMHY H CPOXHHM BEllecTBa
ATC koa: LOI1DB07

MexaHu3sM Ha REHCTBHE
MurokcanTpoH ¢ JIHK-peakTHBHO cpeficTBO, KOETO C€ BKIIIOUSA B AC30KCHPHOOHYKIICHHOBATA KHCE/IMHA
(IHK) upe3 BonopoaHa BPE3Ka KATO MPEAN3BHKBA HANPEYHH BPH3KHU U Pa3KbCBAHHA HA HHIIKMTE,
MuToKcaHTpOH B3auMoacicTea U ¢ puboHykneuHoBaTa kucenuHa (PHK) xaro e MomeH HHXHOHTOp Ha
Tonon3oMepasa I, ensuMm, KoiTO OTTOBapA 38 pAZBHBAHETO HA CIIMPAJIATAE U BH3CTAHOBABAHETO HA YB]K

JHK. Tok uma iToMacH eeKT KakTo npy Ky aTypa oT npoiHdepupallii M TaKa U OT HeTpOIHL
YOBEILKH KICTKH, KOETO MpenoJiara JIMICa Ha cnelM(pHYHOCT NO OTHOILICHHE Ha ¢)a3a OT Knesk 7




H aKTHBHOCT cpemty Onp3onpommdepupaniv 4 HaBHOpacTaiM HeolutasMH. MuTokcanTpoH 6iokupa
)ieThYHMA IHKKI B G2-dasa, koeTo BogH A0 YBWIHYaBsaHe Ha KieTsbdHaTa PHK » nomunonaus.

Tfoka3aHo e, 4e in vitro MUTOKCaHTpOH MHXHOHpa B xnetkure, T wierkure v npomidepaumaTa Ha
maxpodarure, ¥ HApYIIaBa MPEACTABIHETO HA AHTHTCHA, KAKTO M CEKPELMATa HA MHTep(depoH rama, TyMOp-
HeKpoTHYeH dakTop anda u HHTEPIeBKUH-2,

dapMakoIUHAMUYHY edekTH

MHTOKCAHTPOH, CHHTETHYHO AHTPALICHINOHOBO IIPOM3IBOAHO, € AHTHHEOIUTACTHYHO CPEACTBO C JOKA3AHA
IMTOTOKCHUYHOCT. HeroBata TepaneBTHaHa epHKacHOCT ¢ HaOmogaBaHa MPH MHOTO 370Ka4YeCTBEHH
sabonapanma. [IpeanonaraeMuaT My MexaHn3bM Ha aedictsue npu MC e umyHocynpecus.

KinunuaHa edhHKAcHOCT M 6e3onacHoCT

JledenuneTo ¢ MUTOKCAHTPOH 12 10 14 mg/m? e edeKkTHBHO NpH IeYSCHHE HA Pa3IMIHH PAKOBH 3a60/1BaHMA.
Tasn no3a ce mpunara B 21-gHeBHH LMKIH, 38 HHIYKLHOHHO Jedenue nmpu AML B TpH nocnenopaTensu
JHH, 32 KOHCOJTHIHPAILIO JIcUEHHE B JBA AHH. MHTOKCAHTPOH € AKTHBEH, KOTaTo ¢ MpHara CaMoCTOATEHO
HIH B KOMOHMHALMA ¢ APYTH NPOTHBOPAKOBHU CPEACTBA HITH KOPTHKOCTEPOHIH.

MHTOKCAHTPOH, B KOMOHHAIEHA C APYTH UUTOTOKCHYHHM AKTHBHH BEIIECTBA, ¢ ePEKTUBEH ITPH JICUCHHE Ha
METACcTa3sHpasl pak Ha IrbpJaTa, KaKTO U IPH NALHCHTH ¢ HEYCTICIIHA aJIOBAHTHA T€panvs CbC ChABPAKAIIA

AHTPAIMKITHH CXeMa.

MHTOKCAHTPOH, B KOMOHHAUMA C KOPTHKOCTEPOKH, NoaoOpaBa KOHTpOJIa BPXY Do/kara H Ka4ecTBOTO Ha
’KUBOT [PH NaLIMEHTH ¢ aBaHCHpasl paK Ha NpocTaTaTa, Pe3UMCTEHTEH Ha KacTpauus, 6e3 nogobpenme no
OTHOHIEHHEe Ha 06I1aTa npexuBIeMocT. MHTOKCAHTPOH, B KOMOHHALMA ¢ IHTapalHH, KATO HAYAIHO
MHIYKIMOHHO JIEMEHHE € NIOHE TOJIKOBA e(peKTHBEH B HHAYLIHPAHETO HA PEMHCHA, KOJIKOTO KOMOHHALIMHTE
Ha JayHOPYOHLMH NpH BB3PAacTHHU MAaLMEHTH C MpeaXoxHOo HeneKkysaHa AML. Ilpunaral caMOCTOSTETHO
WM B KOMOHHALMA C APYTH LIMTOTOKCHYHH JIEKAPCTBEHH NPONYKTH, MUTOKCAHTPOH INOKA3Ba OOCKTHBEH
OTTOBOP IIpH naumeHTH ¢ HaKkonko Buaa NHL. JIwirocpouynaTa noji3a oT NpHAOKEHHETO HA MHTOKCAHTPOH €
OrpaHH4eHa OT Pa3BHBAIIA CE PE3UCTCHTHOCT Ha paka, KOATO B KpaiHa CMETKa MOXe a JOBeJiE A0 JieTalieH
M3XO0J, KOraTo ¢¢ H3I0/13Ba KATO JICYEHHE OT NOC/ISAHA JIMHHA,

JleyeHHeTO ¢ MUTOKCAHTPOH 12 mg/m?, npuiaraH Ha BCEKH TPH Mecela, [IpeBB3Xoxiaa 5 mg/m? u mnauebo B
eqHO KIMHUYHO M3MHTBaHe npH BHcokoakTHrHa MC. Habmronasa ce HaMaieHO BiIollaBaHe HA
HHBAJIHJIH3HPAHETO H YECTOTA HA KIIHHHYHHUTE MPHCTHIM. B HAKOIKOTO NMpoyHBaHHA ¢ MHOXKECTBEHA
CKJIepo3a eeKTHBHATA KyMyJ/IRTHBHA 4034 € B /iMana3oHa oT 36 mg/m2 no 120 mg/m2. Enpmmanure nosu ca
B rpaHHLMTE Ha 5 10 12 mg/m2, n030BATE UHTEPBATH OT €HH IMBT HA MECEL] IO €OMH BT Ha 3 Mecena.
OcBeH TOBa MPOABIDKHTEIIHOCTTA Ha Kypca, 38 KOHTO ce JaBa KyMyJIAaTHBHATA 034, € B IPAHHMLIMTE OT 3 1O
24 Mecenia. Ho ¢ kyMynarMBHaTa A03a HapacTBa ¥ KapHOTOKCHUHocTTa. KyMynarusHa no3a 72 mg/m?® e Bce
omnie epHKACHA U C€ CBRP3Ba C MO-MAJIKO KAPAMOTOKCHYHOCT OT O-BHCOKHTE KyMynaTuBHH A03H. [lopaau
TOBA MALHEHTHTE ¢ MHOKECTBEHA CKIIepO3a He TpAOBa a NOy4aBaT npe3 LEIHA CH XKHBOT KyMyJIaTHRHA
oo3a Haj 72 mg/m?,

[leguaTpHyHa OOMyJIaL[HS
Be3onacHOCTTa H €PMKACHOCTTA ITPH NCAHATPHYHH MALMEHTH HE Ca YCTAHOBEHH.

5.2 Q®apMakOKHHETHYHH CBOlicTBA

Abcopbims
dapMAKOKHHETHKATA HA MUTOKCAHTPOH NPH NAl[WEHTH Clie/] HHTPABEHO3HO MPUIOXKEHHE Ha eHHHUYHA 71032
MOXKeE /Ia C€ XapaKTepH3upa ¢ TpukoMnapTHMeHTeH Mozaen. [Ipu naimen Ty, Ha KOHTO € IIpunoXxe
90 mg/m?, uMa TuHelHa BPB3KA MEXKY JO34Ta M IUIOIITA MOJ KPUBATa KOHLEHTpalMA-BpeMe
[InasMeHO KyMyJIHpaHe H2 aKTHBHOTO BEILIECTBO He ce Ha0moasa, KOraTo MHTOKCAHTPOH €
eXEAHEBHO 32 NeT JHH, WY KaTO ¢AMHUYHA 1034 Ha BCEKH TPH CEIMHMLIH.




Pasnpenenenve
PaznpeaesieHHETO B ThKAHUTE € EKCTCH3UBHO: 00EMBT HA pa3npec/ieHHe B CTALMOHAPHO ChCTOAHHE

nagsumasa 1 000 Vm?. InasmMeHKTe KOHIEHTPALMK CrIafaT 6pp30 Npe3 ITLPBUTE Ba Jaca U GaBHO CJIe]
ToBa. MuTOKCAHTPOH ce cBbp3Ba B 78% c iasMeHuTe nporeuHn. Caup3aHaTa dpakiisa He 3aBHCH OT
KOHLICHTPALMATA H HE C€ NMOBTHABA OT HAJIMYMETO Ha (PeHHTOMH, AOKCOPYOHIIMH, METOTPEKCAT, NMPEeIHU3OH,
TIPEAHU3IONCH, XENIAPHH WIH aCITHpHH. MHTOKCAHTPOH He MPEMHHABA IPe3 KPHBHO-MO3BUHATA GapHepa.
PainpeneneHHETO B TECTHCHTE € OTHOCHTENHO clabo.

buoTrpasc Hen aHe

[TrTumaTa Ha MeTabou3Ma Ha MHTOKCAHTPOH He ca M3CHEHH MUTOKCAHTPOH ¢e eKCKpeTHpa 0aBHO B
ypuHaTa M QEKATHHTE WIH KATO HENMPOMEHEHO aKTHBHO BEIIEGCTBO, WIH KATO HEAaKTHBHM MeTaGonuTH. [pu
Mpoy4BaHUATa MpH Xopa, camo 10% u 18% or no3ata ce BB3CTAHOBABAT CHOTBETHO B YPHHATA M (heKaTHHTE
HJTH KATO AKTHMBHO BEI{ECTBO, WIH KAaT0 MeTa0O/IHT, B MEPHOAA OT 5 AHM clie]] MPHAOKESHHETO Ha
NeKapcTBeHHA NpoAykT. OT MaTepHala, Bb3CTAHOBEH B YpuHATa, 65% € HeNpPOMEHEHO AKTUBHO BEIECTBO.
Ocrananure 35% ce CBCTOAT OT MPOM3BOAHH HA MOHOXAPOOKCHITHH M TUKAPOOKCHIHH KHCETHHH M TEXHHTE
MTIOKY POHMPAHH KOHIOTATH.

MHoro ot cro0IaBaHKuTe CTOMHOCTH HA ETMUMHUHALIMOHCH NMOTYXUBOT ca Mexay 10 u 40 yaca, HO HAKOH
ApPYrH aBTOPH chOOLIABAT H MHOTO IO-BHCOKH CTOMHOCTH Mexay 7 u 12 auu, PasluKKTe B M3UMCIIEHMATA
MO3K€E a C€ AB/DKAT Ha HAMWYHETO Ha JaHHW, NIOyYeHH ABJITO BpeMe Cliel IPHIAraHeTOo, OIICHKATA Ha
JAHHHATE B YyBCTBHTEJIHOCTTA HA METOZA 34 aHAJIH3.

e [ONY.I
KiMpBHCBT Ha MUTOKCAHTPOH MOXe Ja Ob/le HaMalleH NpH YepHoApoOHO YBpexXaaHe,
Hsrnexna, 4ye HAMA 3HAYMMH PA3JIMKH BbB (PapMakOKMHETHKATA HA MUTOKCAHTPOH MEXTY NALMEHTH B
CTAPYECKA H N0-MJIaia BB3pacT. EQekTsT Ha nona, pacoBaTa MPUHAVIEKHOCT B OBOPEeYHOTO yBpeKnaHe
BbPXY (apMakOKHHETUKATA HA MHTOKCAHTPOH HE € H3BECTEH.
DapMakOKHHETHKATA HA MHTOKCAHTPOH NMPH MEAHATPHYHATA IOMYJIALUA HE € H3BeCTHA.

5.3 IIpeaK/IEHAYHE JAHHE 38 6€300aCHOCT

[IpoyuBaHHA 38 TOKCHYHOCT ¢ €AHOKPATHO H MHOTOKPATHO MPHIAraHe ca MPOBEXKIAHH TIPH MUIIIKH,
IUTBXOBE, KyUeTa, 3aHI 1 MaAMyHH. OCHOBHHUSAT TAPreTEH OpraH 3a TOKCHYHOCT € XEMAaTOIMOETHUHATA

CHCTEMa, KOATO NOoKa3Ba MHeJIoCynpecHd. JIpyrH TapreTHM OpraHu ca cupLero, Or0peuure, cToMauIHo-
YpEBHHAT TPAKT H TecTUcUTE. Habmogasa ce TyGyiHa atpodus HA TECTHCHTE H HAMANICH Opoi
CIIEPMATO30HIH.

MHTOKCAHTPOH € MYTareHeH 1 KJiaCTOr€HEeH BhB BCHUKH in Vilro TeCT CUCTEMH, H [IpH ILTLXOBE in vivo.
KapuuHorenun edextd ce Habmoznasar npH rurbxoBe M MbXKH MHILIKH. TpeTHpaHeTo Ha GpeMEHHM IUThXOBE
B reCTALMOHHMSA TIEPHOJ] HA OpraHOreHe3a ce CBbP3Ba Che 3a0aBaHe HA pacTexa Ha Ioja mpH ao3u > 0,01
ITHTH MPENOPbIMTENTHATA 032 38 Xopa Ha 6a3a mg/m>. IIpu TpeTupane Ha GpeMEHHH ILTBEXOBE TI0 BpeMe Ha
OpraHoreHesara, ce Hab/monaBa MOBMIIEHA YECTOTA HA NMPEXAEBPEMEHHO paXKAaHe pH 1034 > 0,01 meTH
MpenopHYMTETHATA 1032 3a Xopa Ha 6a3a mg/m?. B Teau npoyusanua He ce HaGmonasaT TepaTOreHHH
eheKTH, HO MAKCHMATTHUTE H3MUTBAHH A03H Ca MHOTO NO-MaJIK{ OT NPENOPBbHMHTEHHTE 1034 3a Xopa (0,02
1 0,05 ITETH CBOTBETHO NPH IUTHXOBE U 3aifiy, Ha Gasa mg/m?). He ce Habmonara edekr BLpXy pasBHTHETO
HA MAITKHTE WIH BhpXy QepTHIMTETA ITPH NPOYYBAHETO MPH JBe MOKONEHMA ILTHXOBE,

6. PAPMAINEBTHAYHHA JAHHN

6.1 Cnachk Ha NIOMOIHATE BEMECTBA

Hatpues xJ10pHa




Harpues auerar (E 262)

Jlenena onerHa xucenuHa (E 260)

Hatpues cyadar (E 514)

XuapoxiopHa KMce/lHHa (3a kopekuus Ha pH)
Bozaa 3a HHXKeKIIMH

6.2 HechBMEeCTEMOCTH

MuTtokcaHTpoH He TpAOBa a ce cMecBa B eiHA HH(Y3ua ¢ xenapuH, Thi KaTo ce obpasysa npetmmurar [la
He Ce CMEeCBa B €1HA HH(Y3MA C APYTH JIEKAPCTBCHH MPOAYKTH.

6.3 Cpok Ba roasocT

2 roauHH (TIpEAH OTBapAHE).
Cnen paspexaaHne: 24 yaca rpH 2-8°C.

6.4 CnenuajHn yC/IOBES HA CHXpPaAHeHHE
To3H NexkapcTBeH NHPOAYKT HE H3HCKBA CIICIHAJIHH YCJIOBHS Ha ChXpaHEHHE.
Cnen mepBOTO OTBapAHE, KOHICHTPATHT TPAOBA Aa c€ pa3TBOpH He3zabaBHO.

Pa3TROpHTE HAa MUTOKCAHTPOH Ca JOKA3aHO CTAOWIHYM XUMUYEeCKH M (pu3udecky 3a 24 yaca ITpH cTaliHa
TeMmnepatypa. OT MUKpOOHONOIHYHA IJlIeIHa TOUKA, IEKAPCTBEHUAT NMPOAYKT TpAbBa a ce M3MO3B4
He3abasHO. B cnyvali, ye rekapcTBeHMAT MPOAYKT HE CE M3IIOI3BA He3a04BHO, NOI3BATENAT € OTTOBOPEH 32
BpPEMETO M YCIOBHATA H& CbXPAHEHMETO MY NpelH yriorpebaTa, KOHTO HOPMAIHO He TpAOBa Aa NpEeBMINABAT
24 yaca, npu TeMneparypa Mexay 2-8°C, ocBeH B ciryuail, ue pa3TBapAHETO/Pa3pPesKIAHETO € OCHIIECTBEHO
B KOHTPOJIMPAHH H BATHMIUPAHH aCEITTHIHH YCJIOBUS,

Jla He ce 3aMpa3fra U J1a He Ce ChXpPaHABA B XJIAAWIHHK.

6.5 BaA B CHABPKAHAE HA ONAKOBKATA

dnakonu ot Oe3useTHO cThKI0 (Type I) ¢he cHBa 3amymanka ¢ Te)IOHOBO MOKPHTHE H alTyMMHHEBA

KAIIaYKa.
Mdnakon 5 ml: 10 mg MHTOKCAHTpPOH, ONTAKOBKM 110 |

dnaxon 10 ml: 20 mg MATOKCAHTPOH, ONMAKOBKH MO 1

dnakoHuTe ca ¢b¢ WM Oe3 3ammTHA IiactMacoBa o0BnBka (ONCO-SAFE nnu sleeving). "Onco-safe” u
CIIMUBHMHI HE BJIM3AT B KOHTAKT C JICKAPCTBEHHUS ITPOAYKT U OCHTYPABAT AOITHIHHTETHA 3allHTa ITPH
TPaHCIIOPTHPaHe, KOSTO NOBHIIAaBa 6e30IACHOCTTA 38 MEHIMHCKIA H PapMAaleBTHYHHS MEPCOHA.

He Bcruky BUAOBE OMAKOBKM MOTaT Aa OBbAAT IMyCHATH B poaaxoa.
6.6 CoensaHH npeana3HA MEpKH NPH E3IXBLpJISHE B paboTa

MurokcanTpoH EGeBe Tpabsa na 6nae paspenex nose ¢ SO ml oT eAHH OT clieRHUTE PA3TBOPH: HATPHEB
xmopua 0,9% win 5% rmoko3sa. [lomyueHUAT pa3TBOP ¢€ NpUara B ChUETAHHME C €JHA OT FOPENOCOMEHHTE
TEYHOCTH KaTo cBOGOAHO Tedama HHY3HA B MPOXB/DKEHHE Ha HE NTO-MAJIKO OT 3 MHHYTH 110 CHCTEMATA.
MuTokcaHTpoH He TpadBa aAa ce cMecBa B eqHA HHPY3HA ¢ APYIH NCKApCTBCHH MPOXYKTH.

Ja ce n36ArBa KOHTAaKT Ha MHTOKCAHTPOH C KOXAa, TAraBMUM U 04U, [IpH npuroTesaHe Ha pasTeopa -
¢dnakoHuTEe TPAOBA [a Ca BHB BEPTHKLTHO NOJNIOXKEHHE, 32 Ja ¢e u3berse cubHpaHeTo Ha KAIKH B

3anymajikaTa, KO€TO MOXE Aa JOBCAC N0 ACpOJIM3IMpAHC HA pasTBOpa.




IIpu paboTa ¢ MHTOKCAHTPOH H APYTH LHTOTOKCHYHH MTPENapaTH € HeoOX0QHMO MOBUIIEHO BHUMAaHHNE M A4
C€ H3MIO/I3BAT PHKABMLIM, MACKH, ITPECTHIKH. [la ce H304rBa KOHTAKT HA MHTOKCAHTPOH C KOXA H JIHTABHIM.
Ilpu nonanaHe PEPXY KOXKATA, 38CETHATHAT YYACTHK CJIeABa [a ce H3IU1akHe oOMnHo ¢ Boaa.

BpeMCHHH X€EHH He TpabBa aa paboTAT ¢ TO3M JIEKAPCTBEHHMA NMPOAYKT.

MepkH npH paMBaHe WIH H3THYAHE HA pa3sTBOP :
[IpenopBbyuBAT C€ CICAHATE MEPKM NPH PA3/IMBAHE MM H3THYAHE HA Pa3sTBOP BbPXY paGOTHHTE OBBPXHOCTH
win obopyaranero. [Ipurorsere 50% ToKy-110 MpUroTBeH pasTeop Ha Genuna (¢ 10-13% xuop) (unu Beeku

pa3sTBOpP CHABPKAIL HATPHEB HWIIH KAIMEB XHIIOXJIOPHT) ¥ BoZia. HaMoKkpere XMIrpoCKONMYHE XBpIH 32
MOYHCTBAHE ¢ pa3TBOpa ¢ OENHHA M NOMMITE pazIaToTo. MACTOTO ce CHMTA 3a MOYMCTEHO MPH ITHJIHO

H34e3BaHE HA CHHHA UBAT. M3MHMifTe MACTOTO ¢ YHCTa BOAA M IACYIIETE ChC CYXM KbprH, [la ce M3nons3sar
NpeAna3Hy CPeCTRA 10 BpeMe Ha YMCTeHe. BCHYKH MaTepHanH, 3aMbPCEHH ¢ MATOKCAHTPOH (CITPHHILIOBKH,
HIJIH, KBPIIH H T.H), TpAOBA 1a e TPETHPAT KATO TOKCHYHH H J1a C€ YHMIIOXKAT B CHOTBETCTBHE C
H3HCcKBaHUATA. [Ipenopryba ce Aa ce H3ropar.

Jla ce crbmonaBaT ykazaHuATa 3a paboTa ¢ UIMTOTOKCHYHH JIEKAPCTBEHH IMPOAYKTH.

HeH3no/13BaHUAT JIEKAPCTBEH MPOAYKT HITH OTNATBYHHTE MATEPHAJIM OT HEro TpAOBa 1a ce H3XBBHPIIAT B
CHOTBETCTBHE ¢ MECTHHUTE H3HCKBAHHA.
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