KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA do OIN0Y 7 cj

1. HME HA JEKAPCTBEHHUS ITPOAYKT CrEL L L)

AnekcaH 50 mg/ml HHXXEKLIMOHEH pa3TBOP
Alexan 50 mg/ml solution for injection

2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB

1 ml ceappxka 50 mg uurapabus (cytarabine).

Bceku dnakon ot 10 ml ceabpxka 500 mg uurapabuH.
Bceku dnakon ot 20 ml ceaspxka 1000 mg uurapaOuH.
Bceku pnakon ot 40 ml crabpka 2000 mg uurapaduH.

[TomolHM BelecTBa: chabpka 2,7 mg/ml HaTpui

3a MbJIHUA CITMCHK Ha MOMOILHMTE BellleCTBa BHXKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

HMHxekuMoHEeH pa3TBop.
bucTbp 1 6e3uBeTEH pa3TBOP.

4. KJIMHUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3aAHHA

[{urapabun MoXe aa ce U3MoJi3Ba CaMOCTOSATETHO WIH B KOMOMHALMA C IPYTH XUMHOTEPaTeBTHLIH

MPpY Bb3PACTHHU U A€LA, MPH:

e OcCTpa MHeJIoMaHa JieBkeMusa (AML);

e octpa 1umdobnacTHa neskemMus (ALL);

e XpOHHW4YHA MHenouaHa neBkeMus (CML);

¢ HEXO/DKKHHOBHM THM(OMH CBC Cpe/IHAa U BUCOKA 3JI0Ka4YeCTBEHOCT (kaTo 1uMdobaacTeH
HEXODKKMHOB JIuMpom U Burkitt-Tun HEXOHKKHHOB TUMPOM);
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e MnpodUIIAKTUKA U JIeYEHHE HA JIEBKO3HU HHPWITPATH B LEHTpA/IHATa HEpBHA cucTtema. L{urapabun

MOXKE [1a C€ Ipujiara HHTpaTCKaJlHO B KOMOMHALIHA C METOTPECKCAT H KOPTHKOCTCPOHUH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIO)KEHHE

uHTﬂpﬁﬁﬂH TPHGBEI Aa CC IpuJjiara CaMmo B CIICHHAJIM3HPAHH KIIHHHUKH OT JICKAPHU-CIICLUHAJIUCTH B
XHMHOTEpAIHUATA Ha 3JI0KA4YCCTBCHH 3a00/19BaHHA.

[IpunoxxeH nepopajiHo, UMTapabuH € HeaKTUBEH. Jlo3aTa 1 HaYMHA HA NPUIOKEHHUE 3aBUCAT OT

CX€MaTa Ha JICUCHHEC.
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l’[pe,un Ha4a/10TO HA XHMHOTCpAIIHUATA JICKApAT TpﬂﬁBa Ja CC OCBCIOMH 34 BLBMO}I{PMfE‘ HBH{EHaHH:I
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Morar a2 ce JanaT caMo oOLIM NMpenopukH, ThH KaTO MPH JI€YEHHE Ha JIEBKEMHS C€ H3MOJI3Ba
KOMOMHALHM OT LIMTOTOKCHYHM JieKapcTBeHH NMpoaykTH (2-5). Heobxonumo e na ce Hanpasu cripaBka
CBhC CHOTBETHATA JIMTEpaTypa MO OTHOLICHHE Ha Pa3IMUHHUTE TEPaneBTHYHH CXEMH.

I{urapabue Moxe ce nmpujiara KakTo BEeHO3HO (TIOCPEACTBOM HH(Y3HA HIH HIDKEKLIMA), TAKa H
NOAKOXKHO. 3a NMpUroTBAHe HA HH(PY3HOHEH pa3TBOP, LMTapabuH Moxe Aa ce npubasu kbM 0,9%
pPa3TBOP HA HATPHEB XJIOPUA WIH 5%-€H pa3TBOp Ha IMOKO34.

bbp3aTa HHTpaBeHO3HA HHPY3UA Ha LMTapabHH ce NMOHACA MO-100pe B CpaBHEHHE ¢ MPOIBDKHATE/IHA
uH(}Y311 Ha ChulaTa Ao3a. Tora e cBBbp3aHOo ¢ Obp3aTa MHAKTHBALMA HA JICKAPCTBEHHUA IIPOIYKT U KATO
pe3yiITaT ot 6bp30TO NPWIOKEHHE, HEAOCTATHYHOTO H3JIaraHe Ha HOPMAJTHM K HCOTUTaCTHYHH KIIETKH
Ha 3HAYHTETHN KOJIMHESCTBA OT IPOAYKTA.

Lozuposxa

Ha PEMHUCHA

KoHBEHIMOHANHHMTE 031 32 HHAYKLKA Ha pemucus ca oT 100 1o 200 mg nurapabun/m? TenecHa
NIOBBPXHOCT AHEBHO, MPUJIOKEHH B MOBEYETO CIydaH KaToO HEMPEeKbCHATa BEHO3Ha HH)Y3HA HITH
HH(}Y3Ha Ha Obp3a Karnka 3a nepuoj or 5 no 10 aum.

[IpoABDKMTENHOCTTA Ha JICMEHHETO 3aBUCH OT KIIMHHYHHTE H MOPQONOTrHYHHTE Pe3yJITaTH (KOCTEH
MO3bK). [TalHeHTHT MOXKe O3 OBAe TIeKyBaH WM B IPOAB/DKCHUE HA 7 JHH, C NIOCACABALL HHTEpBal OT
7-9 auu Oe3 JeyeHHe 40 HACTHNBAHE HA PEMHCHA B KOCTHHA MO3BK, ClIe/l KOETO Ne4eOHHTe IHKITH
(4ecTo orpaHWYEHH) MOraT Ja MPOJBL/DKAT A0 MOABATA HA PEMHCHA WIH TOKCHYHOCT, HIH JIEYEHHETO
MOXe 1a Ob/le TPOABDKEHO 10 HACTHIIBAHE HA XMIIOIUTa3HUA HA KOCTHUA MO3BK, KOETO TpAbBa fa ce
CYHTa 32 HUBO HA MOHOCHMOCT.

[Tpeawu norTapsHe Ha NeueOHUTE LHKIH (4€CTO ITBTU OTPaHUYCHH), TPAOBA Aa C€ OCHIYPH HHTEPBA
Hali-MaJko oT 14 auM Oe3 neveHHe Win owe no-a100pe, BpeMe A0 B3CTAHOBABAHE HA KOCTHHUA MO3BK.

IlopabppaxaHe HA peMMCHA

Jlo3uTe 3a noaAabpiKAHE Ha peMucus obukHoBeHO ca ot 70 go 200 mg rapabur/m? renecHa
MOBBbPXHOCT JHEBHO, KATO CTPYHHA BEHO3HA HHXKEKLIMA MITH MOJKOXKHA MHKEKIHA BEAHBXK AHEBHO B
NPOXBIDKEHHE HA 5 THH ¢ HHTEPBAJI OT 4 CeAMHLIH, WIH BEAHBXK CCAMHYHO.

Tepanus Ha HeX0OICKUKOBU AUMPOMYU

Tepanug npy BB3pacTHH
[Tpy TeueHHe HA HEXOMKKHHOBH THM(GOMH CE€ H3MOI3BAT NOAXOIALUH MOJTHXUMHOTEPANIEBTHYHH

nporpamy, Hanpumep pexsrma PROMACE-CYTABOM. Jlosara unrapabus € 300 mg/m? TenecHa
NOBBPXHOCT Ha 8-1 I€H OT CHOTBETHHA TEPANEBTHYEH LIMKBII.

Tepanua nipu aAeya
Ynorpebara Ha uHTapaOKH NpH ie4eHHe HA HeXOKKHHOBH TUMGOMH IIPH Jiella 3aBHCH OT CTAAUA Ha

3abonaBaHeTO M XHCcTOMOrHYHUA THII. LlpTapabuH ce npunara B pa3yiuiHH JiedeOHH ITPOTOKOIH,
CHOTBETHO B Pa3IMYMHHK A03H. CleaBauuTe no-Ao0ry MPOTOKOIH B JO3H ca noabop oT KoMOnHHpaHH
TE€PANMH, KOUTO Ce CUMTAT 32 ¢(PEKTHBHH CIIOpeI HACTOAIMTE HAy4YHH NaHHH. [loapobHocTH Morart na
Ce HAMEPAT B CbOTBETHATA MEIMIIMHCKA JIMTEPATYPA.

150 mg uyrapaGuH/m? TenecHa MOBBPXHOCT KATO eAHOMAcoBa BEHO3Ha MHPY3us npe
4 1 5 OT TepanieBTHYHHA CETMEHT, HAUMEHYBAH “4acT A” WiH “yact AA™ B NPOTOK
MHTPAaBEHO3HHM HH(]Y3HH); B KOMOMHALIMA C ZPYTH LMUTOTOKCHYHH JIEKAPCTBEHH
NnpoToKoau 3a B-kiteTthunn numpomu B ctagui 11 v 11 unu ctaguit IV).



75 mg unTapadbun/m? TenecHa noBbpXHOCT B AHKUTE 31 1o 34, 38 no 41, 45 no 48 u 52 no 55 ot
BPhBEXJAINATa Tepanus; B KOMOMHAIMA ¢ pYyrd UUTOTOKCHYHM JIEKapCTBEHU npoAyKTH (BFM
MPOTOKOIH 3a He-B-KieTsyHH 1uMpoMu B ctanuid I u 11).

Tepanug ¢ BUCOKHM JO3H
Tepanus ¢ BUCOKH A03M c€ poBexa oOuKkHOBeHO ¢ 1 Ao 3 g uurapabuy/m? TenecHa NOBBPXHOCT

KaTO BEHO3HA HH(PY3HA ¢ NPOIBILKUTENHOCT 1 A0 3 yaca Ha HHTEpBaIH OT 12 4aca B IPOABIDKEHHE HA
4 no 6 aHw.

Jleuenyue HA 1eGKO3HYU UHGUAIMPAMY 6 YEHMPAIHAMA HEPEHA CUCTEMA

HuTparexkaneH HauWH Ha MIPUIOKEHUE
O6buuaiiHaTta J103a Bapupa ot 5 A0 75 mg uurapabuu/m? TenecHa NOBBPXHOCT.

Jo3aTa H 1030BHTE HHTEPBAJIM Bapvpar CrOpe ChOTBEeTHaTa cxeMa. Hakl-uecTo ce M3Moa3Ba g03a OT
30 mg umrapabun/m? TenecHa NOBbPXHOCT BEAHBX Ha BCEKH 4 IHM, A0KATO LepeOpo-cnMHaIHATA
TEYHOCT HE ChARPIKA MOBeYe MOBHILIEH Opoii 3I0KaYECTBEHH KIICTKH.

[Tp HeOOXOAMMOCT OT pa3perKiaHe Ha pasTBOpa, IIPH HHTPATEKAIHO NPUIOKEHHE TpAOBa Aa ce
n3noasea 0,9% pa3TBop Ha HaTpHeB XJOpH 0e3 HATHUME Ha KOHCEPBAHTH B HEro.

He Tpa6Ba fa ce M3NON3BAT Pa3TBOPHTENH, CABPKAILINW KOHCEPBAHTH, 0COOEHO MPH HHTPATEKANHO
MPWIOKEHHUE MU TIPH TEPAIHA C BHCOKH JIO3H.

IansenTH ¢ 9epHOApOOHO HiH ObLOpeuno yBpexaane

Hznon3ealite TOBAa NEKAPCTBO ¢ MOBUIICHO BHAMAHUE H TP HEOOXOAUMOCT B [1O-HUCKHU AO3H NpU
MalUeHTH ¢ oTcIabeHa 4epHOApoOHa win 6p0peuHa QyHKIHSL.

I[JanueHTH B CTaApYecKa Bh3IPAacT
Tepanus ¢ BHCOKH 103H MPH NAIHCHTH Hag 60 roaHuiHa Bu3pacT TpsOBa Aa ce MpoBeXAa CaMo el

BHUMATEITHA OLIEHKA HA CHOTHOLIEHHETO PHCK-TION3A.
4.3 IlporHBOnOKA3AHHA

[{utapabus He TpaOBa Na Npiara py NauHeHTH, JeKyBaHH € JIEKAPCTBEH NPOOYKT, KOWTO MOXe fa
HHAYUMpa NOTUCKAHE Ha KOCTHO-MO3bYHATA (PYHKIIUA OCBEH aKo MO NMPELIEHKA Ha JIeKapA JIEYEHHETO ¢
uMTapabMH He € JKM3HEHOBAXKHO.

CBpPBXYYBCTBUTETHOCT KbM LIMTapaOMH WIH HAKOS OT CHCTABKHTE HA IEKAPCTBEHHS NMPOOYKT
(n30poeHu B TouKa 6.1).

AHEMHH, JJCBKOIICHHUA H TpOMﬁO].I,HI‘OHEHHH C HEMaJIHTHEHA €THOJIOI'HA (Hﬁl'lp aIllIa3dnud Ha KOCTHHA
MOB’LK): OCBCH aKO JICKapPAT HC IIPCLICHH, HC TA3H TCPAIINA € HaH-TIoaxoasiara AITCPHATHBA 3a
NnalnrucHTA.

1o BpeMe Ha OpeMeHHOCT, uuTapabux Tpabpa aa ce mpuiara camo IpH CTpora HHAUKALHMA, KOraTo
NOJI3UTE 38 MAMKATa OT JIEKApCTBOTO TPAOBA 1a ¢ MPELCHAT CIPAMO C€BCHTYAJIHUTE OTIACHOCTH 32

roaa (Bxk. Touka 4.6).

44 CpoenHanHm npeaynpexieHHS H NpeANa3HH MepKH IPH ynorpeba S —

[lurapabun TpaOpa aga ce nmpuiara ¢ NOBHIIEHO BHUMaHKE NToA HabMo4eHne Ha ¢ i _
o6NacTTa Ha OHKONIOrMATA, Pa3NONArally C YCIOBHS 3a PeIOBHO NpoOCceadBaHe HY KiHufts: - -~
OMOXHMHUYHHA W XeMATONOTHUHH e()eKTH MO BpeMe H ¢l NPHIOKEHHETO. Ty




I{uTapaOuH e IUTOTOKCHYEH JieKapcTBeH npoaykT. [lanmenTuTe, nekysaHu ¢ uurapabuH, Tpabsa aa
O6bAaT NOA NEKAPCKH KOHTPO.

[urapabun ne TpaOBa na ce npuiara npu NalHeHTH ¢ OCTPH HW/HIIH CEPHO3IHM HHPEKLHH,

[To Bpeme Ha ¥ Haii-MaJKo LIECT Mecella ciief JedeHHeTo ¢ uMrapabud Tpadsa aa ce npeanpueMar
CTPOrH KOHTpaLIEITHBHH MEPKH KaKTO MPH MBXKETE, TaKa U MPH XKEHHTE.

He ca HaOmonaBaHu HEXKeJIaHH peaKlHH 0 OTHOIIIEHHE Ha K3JlaraHe 1o BpemMe Ha padoTa ¢ npoayKra.
B13MOKHO € He3HAYMTEMHO Bh3nanicHHe Ha oMHTe. [IoBTOpEH UK NPpOABIKUTENICH KOHTAKT HA
MPOAYKTa C KOXKATa MOXKe Ja NMPHYHHU Bb3nasicHHe. [IpH KOHTAKT ¢ KoJKaTa y4acThKbT TpAOBa Oa ce
M3ILT1aKHEe ¢ OOWIHO KOJIHYECTBO BOJA M CAIlyH.

OcobeHo BHHMaHHE ce H3HCKBA KbM MAUHNEHTH ¢ raCTPO-UHTECTUHAIHU A3BU WIH MMALHEHTH,
NPETHPIIEIH OTIEpaTHBHA HAMeca, MPH NoABATa Ha MHAMKALIKMY 32 KPbBOU3HUB. AKO € HeoOXoaAuMO,
TpAOBa Aa ce NMPHIOKH TPaHCPY3HUA HA TPOMOOLIMTH.

[Ipu npunoxkeHre Ha BUCOKU AO3H LMTapaOHH, TOKCHYHOCTTZ Ha MPOIYKTa Moxe na Obae MHOTO No-
BHCOKA B CPABHEHHE C TOKCHMHOCTTA MY IPU U3NO/I3BaHE Ha HOPMATHH JO3H M MOXE Ja BKIIOYBA
nepebenapua 1 LiepebpanHa TOKCHYHOCT, KOHIOHKTUBHUT (MALMEHTHT TpAOBa Aa U3MNO/I3Ba CTEPOUIAHH
KATKH 332 OYH 10 BpEME Ha TEpaNnMaTa), KOpHealeH KepaTHT, €K3aHTeMa, XunepOuwnnpydbunemns,
4YepHOAPOOHH HAPYILIEHHA, FACTPO-MHTECTUHANHA riepdopalivs, NAHKPEaTHT, Oenoapobex enem,
nepuKapIuT ¥ TAMITOHAAA.

XeMatTonoruynu ebexTH

[{urapabus € MOlIleH KOCTHO-MO3bY€eH CyrnpecaHT. [IpH nauyeHT!H ¢ NpeaecTalla JeKapCTBEHO-
HHAYLIMpaHa KOCTHO-MO3b4HA CYNPeCcHs Tepanuara Tpsabsa fa ce 3ano4Ba ¢ IOBHIIEHO BHHMAaHHE.
[TaumenTuTE, NpHEMAIIIH TOBA JIEKAPCTBO, TPAORA 1a OBJaT MO CTPOro JIeKapcKo HabmoAeHHe, U Mo
BpEME Ha HHAYKI[MOHHATA TEPAIHA € HeoOXOOHUMO €KEIHCBHO onpeAcasHe Ha 6pos Ha IEBKOLIMTHTE U
tpoMmOouuTHTe, M3cnenBaHMa 3a KOCTHO-MO3BbYHA CyNpecHs TPAOBa Aa ce M3BbPLIBAT 4E€CTO Clie
H34Ye3BaHETO Ha OTaCTHUTE KNETKH B nepudepHaTa KpbB.

Heobxoaumo e na MMa o0opyaBaHe 3a JIeMeHHE Ha YCIOKHEHHS, BEPOATHO PaTaIHY, HACTHITHIIN
BCJICCTBHE HA KOCTHO-MO3bYHATA Cynpecus (MHEKLMH, B pe3yJjITaT Ha MPaHyJIOLMUTONEHHA M APYTH
HapYlLIE€HHU 3aIMTHU QYHKIMH HA TANOTO, BTIOPHYHH KPbBOH3NIHBH BCICACTBUE HA

TPOMOOLIMTONIEHH ).

CrobmiaBa ce 3a eMH CTy4ai Ha aHadWIaKCHA AOBENA A0 OCTHP KapAHOIMYIMOHAPEH apecT,
M3HCKBALll peaHMMala. Ta3u peakius ¢ Bb3HUKHAIA HEMOCPEACTBEHO ciiel HHTPABEHO3ZHOTO
MPHIOKEHHE Ha LHTapabuH (BX. TOUKa 4.8).

CXeMH ¢ IpHUIaraHe Ha BUCOKH JO3H
Cnen HAKOU EKCIEPHMEHTAHH BHCOKO-I030BH peXKHMH (2-3 g/m?) ¢ unrapabuH € JOKIaABaHa TEXKKa

¥ noHakora ¢gatanHa TokcuiHocT 3a HHC, ractpo-unrecTHanHa u 6enoapobHa TokcHIHOCT
(pa3znuuHa OT Ta3K, HabmoaapaHa NMpH KOHBEHUHOHAJIHUTE TEPANICBTUYHH PEKHMH Ha UMTapabHH).
Te3u peakiiuu BKIKOUYBAT 0OpaTHMa KOpHeaiHa TOKCHYHOCT; Hepebpanda u uepebenapHa
OHCHYHKUMA, 0OOMKHOBEHO 00paTHMa; CHHIMBOCT; KOHBYJICHH; TE€KKHM racCTpO-UHHTECTHHATHU
yJIepalHy, BKIKOYHTEIHO KHCTUYHA MHTECTHHANIHA MHEBMATO3a, BOJACILIO AQ NEPUTOHHUT; CENICHC H
yepHoapoOeH abcuec; GenoapodeH eaem (Bxk. Touka 4.8).

[{nrapabun e noKa3aHO MYTareHeH H KapUMHOINeHEH [PH >KUBOTHH. Bb3IMOXKHOCTTa OT 1O
edekTH TpadOBa Aa ce UMa NMpEaBHI, KOraTo ce IUIaHHpa AbJrOCPOYHO JICUCHUE Ha ITalUg

IlaunenTuTe, npueMainy uutapabuH, Tpabpa n1a 6baaT HabnogaBaHH CTPOro. 3aat e
H3CNeABaHe Ha OpoA Ha NEBKOUMTH M TpoMOoumTH. KoraTo iekapcTBEHO-NPHYHHEHA o
CYNpecHs € AoBena A0 cnaj Ha Opos Ha tpoMmbouutrTe noa 50 000 unu Ha NOTUMOPPOH




nesxoumtH nox 1000/mm? Tepanuara TpsGBa na ce npekbCHE WK J1a ce npomeHu. BposT Ha
¢dbOpMeHHTE eJIeMEHTH B IlepudepHaTa KPbB MOXKeE Ja NMPOIBJLKH Aa Crajia Clie] NpeKpaTABaHe Ha
MPHIOKECHHUETO H Ja JOCTUIHE Hal-HHCKHTE CH CTOMHOCTH OT 5 A0 7 AHH cnej npekparaBaHe. Ilpu
HaJIMMHE Ha MOKa3aHWA, 3alI0YHETE OTHOBO TEpAarHs, KOraro HMa IPH3HALUM Ha MO3BUHO
BB3CTAHOBABRAHE (IIPH CJICABALIK U3CAEABAHUA HA KOCTHHA MO3bK). CbCTOSHUETO Ha NMALMEHTH, IIPH
KOUTO JIEKAPCTBOTO € CIPAHO A0 ~HOpMaNU3upaHe” Ha nepudepHaTa KpbBHa KapTHHA, MOXKeE /1A
W3/1€3¢ U3BBH KOHTPOIL.

Cnea xkoMOMHaLMs H& BUCOKH AO3H 1MTapabuH, AayHOpYOHIIMH M acapyMriHasa npH BE3pacTHH
MaLMEeHTH ¢ OcTpa HenuM$pobaacTHa neBKeMHA ¢a Ce NOABUNU nepHdepHa MOTOPHA H CEH30pHA
HeBponaTus. [TanueHTHTE NIEKYBaHH ¢ BUCOKH A03W UMTapabuH TpabBa 1a ce clearT 32 HeBPOIaTHA,
ThH KATO MOTAT Jja CE€ HAJIOXKAT MPOMEHH B JO3UPORBLYHHA PEIKHUM, 3a Ja ce u3berHe HeobpaTHMO
HEBPOJIOTHYHO HAPYLICHHE.

Cnep ekcriepUMEHTAIIHA BHCOKO-J030BH PeXHMH Ha IIUTapabHH ce HaOMmOoAaBaT TeXKKA M NMOHAKOra
¢aTanHa HenoapobHa TOKCHYHOCT, CHHAPOM Ha BHE3aIHA PeCMPAaTOPHA HEAOCTATHYHOCT H
Oenoopoben eaem.

Koraro HHTaBeHO3HH JO3M ¢¢ apynarat 6’Bp30 [MAMEHTHUTE HYCCTO YCCIIAT raJC€HE H MOXKE a
[NOBpBLIAT B IIPOOBIDKCHHC Ha HAKOJIKO Yaca CJI€]] TOBA. To3u l'lpOﬁJ'[ﬁM CTaRa IIO-JICK, KOTaTo

NISKapCTBOTO C€ Npuilara Kato HHPy3us.

KoHBeHUHOHANTHA J030Ba CXeMa

[Ipn naumeHTH, TEKyBaHH ¢ KOHBCHUHOHATHH J03HM UMTapabuH B KOMOHHALMA C APYTH JIEKapCTBa, ¢a
JOKIAABAHHA KOPEMHA YYBCTBUTEITHOCT (TIEPHTOHMT) H KOJIMT C MOJIOKHUTENIHA MBaAKOBa Mpoda cue
CBITETCTBALLIA HEYTPONEHHUA H TpoMOoLuTONeHHs. [laLieHTHTE ca OUNH MOBIMAHY ¢ HEONIEPATHBHO
JIEKAPCTBEHO JIEUEHHE.

Cnea HHTpaTeKaIHO U UHTPABEHO3HO MPWIOKEHHE Ha LUTapaOUH B HOpPMAaJIHH J03H B KOMOHMHALINA C
IpYIrH JeKapersa npu geua ¢ AML e qoknaaeaHa 0ThokeHa MPOrpecHBHA Bb3X0AA11a Napaii3a,
BOZEILA 0 CMBPT.

Yepuoapobua n/wm 6p6peuna dyHxums:
YoewkuaT YepeH Apo6 AeTOKCUKMpa 3HAYMTEIIHA YaCT OT NpWiaraHara go3a nprapabuH. [auyeHTy ¢

yBpexaaHe Ha 6p0peuHaTa Wi yepHoaApobHaTa (PYHKIMA MOraT Ja HMaT NMO-ToJIAMA BEPOATHOCT OT
tokcHuHOCT Ha L{HC cnen neuense ¢ BUCOKHU A03u ¢ uurapabuH. Hanonssalire nekapcTBOTO €
MOBHIIEHO BHUMAHHME M B HAMAJIEHA 1034 NPH NALMEHTH, YHATO PYHKIMUA HR YEPHHUA AP0
HapyLLU€Ha.

[Ipn nanmenTH, mpueMainy uuTapabux, Tpadsa na ce M3BLPHIBAT NEPUOIWYHH HU3C/IEIBAHMA Ha
KOCTHHA MO3BK, YepHOoApoOHaTa u 660peuHara pyHkuus.

CHHAPOM HA TYMODHMS JIM3HUC

IlonobHO Ha ApyruTe LWTOCTATHYHH JEKApCTBa, UMTapaOUH MOXKe Z1a MpeaU3BHKA BTOPHYHA
XHIEPYPHKEMHUA BCICACTBHE HA OBP30TO IM3HPAHE HA HEOIUIACTHYHM KIETKH. JlekapsaT Tpabea na
cled HHBOTO Ha NMUKOYHA KHCETHHA B KPBHRTA Ha NMalueHTa U Aa 6bae noAroTBeH Ja MpHIOKH
CLOTBETHHTE NOATBPKALIY H (PapMAKOJIOrMYHH MEPKH, HEO0OX0AUMH 38 KOHTPOJIHPAHETO 33 TO3H
npodJeM.

BHCOKH J03H
PuckbT 0T HexenaHu peakuvi Ha [THC ¢ no-BHCOK npH nauyeHTH, KOUTO ca OWIH Noaiox
npeawectsaiia tepanus Ha LIHC, karo nHTparekasHa XUMHOTEPAIHA WIH ThUeBa TEP

HmvHocynpecuber ¢dekT/II0BHINEHA NOAATIMBOCT Ha HHDEKIIMH




TIpHIOKEHHETO HA KMBH WIH HMBH-aTCHIOHPAHH BAKCHHH NPH MALKEHTH, C 0TC/1a0eHa UMyHHA
CHCTEMA OT XHMHOTEPAaNEBTHYHH JICKapCTBa, BIIIOMHTEHO LUIMTapaOKH, MOXe Ja JOBEAE A0 CEPHO3HH
HWIH ¢aTajiHy HHOEKLHH.

[Tpu nanpenTy, TeKyBaHH ¢ LuTapaOuH, TpaOBa na ce H30AreaT BAKCHHALMH C XXMBH BAKCHHH.
YMBpPTBEHM WK MHAKTHBUPAHH BAKCHHH MOraT /a Ce MPWIArar; BCe Mak OTTOBOPBT KbM TE3H
BAKCHUHH MoOXe na 6b1ae mo-cnab.

Crneq eKCriepMMEHTANHA BUCOKO-2030Ba TEPAIHA ¢ LHTApaOHH B KOMOHHALMA C JpYyTH
HUKI0PoCchaMAaM IPH IOArOTOBKA Ha TPAHCILUIAHTALIMA HA KOCTEH MO3BK Ca JOKJIa/IBaHH CIy4YaH Ha
KapAHOMHONATHA H I10CNeABALIa CMBPT,

[TaHKpeaTHT
CrofIaBaHy ca cy4yaH Ha MaHKPeaTHT ¢ HHAyUMpaHeTO Ha LiuTapabyH.

HeBponoruynu egexTs

Cpo61aBaHK ca ClTyuad Ha TeXKH HEBPOJIOTHYHH HEXEJIaHH pPeaKLMH, BApHPALH OT riaBobosine 1o
napanm3a, KoMa M eNH30JH, noaoOHH Ha MHCYJIT, Hal-Beye MpH NMOAPACTBALIH H IOHOLIH, JICKYBaHU
MHTPABEHO3HO C LI¥TapabyH, B KOMOHHALMA C METOTPEKCaT, NMPHIOKEH HHTPATEKATHO.

[lequaTpyyna Nonyaauus
beszonacHocTTa NMpU KBpPMAYeTa HE € YCTAHOBEHA.

ToBa jexapcTBO ChABPXKA No-Manko oT 1 mmol Hatpu#t (23 mg) Ha Ao3a ot 350 mg, T.e. MOXe J1a Ce
KaXe, 4€ NMPaKTHYECKH HE ChAbpKa HATpHH.

4.5 BiauMoaeiicTEHE ¢ JPYIH JIEKAPCTBCHH NPOAYKTH H APYrH GOpMH HAa B3aHMOZEHCTBHE

5-DITYOPOLIMTO3KH:

5-hmyopoLMTO3HH He TpAOBa fa ce mpHeMa 3aeaHO ¢ UMTapabuH, TEA KaTo €PHKACHOCTTA Ha 5-
GIyOpOLMTO3HMH H34€e3Ra 110 BpeMe Ha TakaBa Tepanud. OrpaHHYeHH JaHHH MOTAT Jia MPeAronarar, 4e
uMTapabHH MOXKE Aa aHTArOHHW3Wpa NPOTHBOrbOUYHOTO JAeHCTBHE Ha (QIYLIMTO3HH, BEPOSTHO Ype3

KOHKYPSHTHO HHXHUOHpaHE,

Chpie4yHy rIMUKO3UIH:

CromaluHo-ypeBHaTa abcopOiLua Ha nepopanuu TabneTky AMroKCUH MOXke Aa 6bAe 3HAUHUTETHO
HAMaJIEHA TIPU MAIHEHTH, NOTy4YaBainy KOMOMHUPAHH CXEMH Ha XHMHOTEpanui (BKIIOYHTEIHO
CXEMH, ChABpKAIK HTapabuH), BEPOATHO B pe3yJiTaT Ha BpEMEHHO YBpEXXAaHe Ha YpeBHATA
JIHTaBHLIA, NPHYHHEHO OT LHTOTOKCHYHUTE areHTH.

[Tpu malMeHTH, NeKyBaHH ¢ 6eTa-aleTWIAMIOKCHH # XMMHOTEPANICBTHYIHH PEKHMH, BIJTIOUBAILM
uuknodochaMu, BUHKPHCTHH M NPEIHA30H, CbC WM Oe3 nurapabul u npoxapbasuy, ce Habmoaasa
06paTHMO HaMaIsBaHe HA PABHOBECHHTE IUIa3MEHH KOHLECHTPAalMK Ha AHroKCHH M 6B0peuna
EKCKpEeLIMA HA MITUKO3HIH.

OrpaHHYeHHTE AaHHH NMPEANONIaraT, 4e¢ CTENeHTa Ha CTOMaUIHO-4YpeBHa abcopOLiud Ha AMTHTOKCHH He
ce MOBJIMABA ChINECTBEHO OT €AHOBPEMEHHOTO NPIWIOKEHUE HA KOMOMHHMPaHH CXEMH Ha
XMMHOTEpAIHs, 38 KOHTO € H3BECTHO, y¢ Hamanspat abcopbumara Ha aurokcuH. [lopanu Tasu
MPUYHHA, IPU NMALMEHTH, MOJI0KEHH Ha NMOAOOHH XMMHOTEPANEBTHYHH PeXHMH, € TOKa3aH
MOHHTOPHHI Ha IUIa3MEHWUTE HHBA HA JUrOKCHH. M3non3paHeTo Ha HIOKCHH TIPH TAKHBA MAaLHEHTH
MOXKE Ja Ce CUMTA 3a aITepHaTHBA.

AHTHHHOEKIMO3HH CPEACTBA

In vitro npoyuBaHe 3a B3aHMOICHCTBHETO MEXAy FeHTAMMIMH U LiMTapabuH nokassa cB




JIMNCATA Ha OBp3 TepaneBTHUCH OTTOBOP MO3KE J1a ITOKA3Ba HYX A OT MPEOoLICHKa Ha
aHTHOAaKTEpHAIHATA TEpars.

[urapabux He TpaOBa Aa ce mpuara ¢ METOTpEKcaT M S-(IIyopoypanu.

MeroTpekcar

HUHTpaBeHO3HOTO MPHIOKEHHE Ha LIMTapabHH, CbBMECTHO ¢ HHTPATEKAJIEH METOTPEKCaT MOXe 1a
MOBHIIH PHCKA OT TEXKH HEBPOJIOTHYHM HEXKEJIaHHW pekalMu, KaTo riaasobonme, napannsa, KoMa U
eIH304H, MogoOHH Ha HHCYAT (BHXK TOYKa 4.4).

4.6 DeprannrTer, 6peMEHHOCT H KbpMEHE

XKeHH ¢ AeTepoIeH NOTEHIHMAN/KOHTPALICHILIMA [IPY MBKE H J)KEHH

[Topanu noTreHUMana 3a FreHOTOKCHYHOCT, ChBETBANTE NALIMEHTKHTE ¢ AETePOAEH NMOTeHUMAT Ja
M3MI0J13BaT BHCOKOe(EeKTHBHA KOHTpALISNLHA 110 BpeMe Ha JICHCHHETO H B MPOALIDKEHUE Ha 6 Mecela
cnel nocneaHaTa xo3a nurapabus.

ITopaan moTeHLHAaNa 38 TeHOTOKCHYHOCT, ChbBETBAMTE NMALIMEHTHTE OT MBLKKH 1TON ¢ NapPTHLOPKH C
AETEPOZieH MOTEHIMAN A3 W3M0/13BaT BUCOKOS(PEKTHBHA KOHTPALIETILMA 110 BPEME Ha JICYEHHETO H B
NPOXLDKEHHE HA 3 Mecena ciiell OCIeAHATa 1032 uMTapaduH.

bpemenHOCT
HU3secTHO €, 4ye nurapabuH € TepaToreHeH NpH HAKOM XXUBOTHHCKM BUAOBE. Ynorpebara Ha
IMTapaOMH MPH KE€HH, KOUTO ca OpeMeHHH WM MorarT Aa 3abpeMeHeaT TpAadBa Ja ¢e H3BbppllBa camMo

CJicd BHUMATCTHA OLICHKA Ha TMOTCHUIHAJIHHUTC TTOJ3H H PUCKOBE.

[Topanu moTeHIMaNa 38 aHOMAJIMH C LIMTOTOKCHYHA Tepanus, 0coOeHO Nnpe3 IMbPBUS TPUMECTHD,
NaLMEHTKA, KOATO € WIH KOATO MOXe /a 3abpemMeHee, JOKATO € Ha JIedeHHe ¢ LuTapabuH, TpadOBa aa
ObOe 3amo3HAaTa ¢ NOTEHIMAJHHUA PHCK 33 IUIoAa H enecho0pasHOCTTa OT NPOABb/DKABAHE HA
OpeMeHHOCTTA,

I{prapabuH MOXe Z1a ce rpuaara rno BpeMe Ha SpeMEHHOCT CaMO MPH CTPUKTHH NOKa3aHUA U B
ciyvaii, ye eBeHTyaJIHUTe O1aronpuATHH e(eKTH MPpEeBHILAaBaT IOTCHUHAIHHUA PUCK OT JIEYeHHUETO.
IIpu M3noN3BaHe Ha JIEKAPCTBEHHA NMPOAYKT MO BpeMme Ha OpeMeHHOCT TpAOBa Ja ce npelieHd
NOTEHUHATHKA PHCK CNIpAMO Uoaa. [IpoydBaHus nMpu >KHBOTHH ¢a MOKAa3a/lH, 4e¢ LMTapaOuH
NpUTEKABA TEpaToreHeH u eMbpuorokcuieH edexT (BIDK TOYKa 5.3).

HmMa ornpesesieH, HO 3HAYMTENIHO HaMaIeH PHCK, aKO TEPANHUATA CE 3aNOoYHE NPe3 BTOPHA HIH TPETHA

TPHUMECTLP. Bepexu e ca ce paxaanad HopMalnHH 6edeTa OT MaLMEHTKH, IEKYBaHH NpeE3 TPHTE
TpUMECThpa Ha OpeMeHHOCTTa, NpOcHeAsIBaHEeTO Ha TakuBa 6ebera € npernoprYHTENTHO.

KnpMmene

To3n npoaykt oOHKHOBeHO He TpaOBa Ja ce nmpwiara npy OpeMeHHU NalMeHTKA WK MalkKi, KOUTO
KbpMAT. TpabBa a ce B3eMe pelliCHUE NAJTH [1a CE NPEYCTAHOBH KBPMEHETO 110 BpeMe Ha TepanHaTa ¢
LuMTapabuH M 38 NOHe €IHa CeAMHLIA CNIeA NIOCIenHaTa 103a.

QOepTUINTET
ITpoyuBaHud 3a PepTHIMTETA OTHOCHO OLIEHKA Ha peNpOAYKTHBHATA TOKCHYHOCT Ha LIMTapabHH He ca
npoBexXaaHH. Ilpu nauMeHTH, npueMalny nutapabuH, ocobeHo B KOMOUHALUA ¢ APYTH AIKUITHPALITH
NICKApPCTBa, MOXKE J1a C€ MOABH r'OHaJgHa CYNPECHA, BoJCHIA IO aMEHOpes H azoocniepMus. B obmn
JIAHHHU TE¢3M €(PEKTH ¢a CBBP3aHH C A03aTa U MPOAB/DKUTETHOCTTA Ha JICYEHUETO H Morart Ja Opaar
HeoOparumu (Bx. Touka 4.8.). KaTo ce uMa npeapuj, ye uutapabuH npurexxapa MyTareHeH
[OTEHLHAN, KOHTO MOXE Ja MPEAUSBHKA XPOMO3OMHO YBPEKIaHe B YOBEUIKHTE CriepMaTo30H /I,
MAlLMEHTATE OT MBXKH IOJ, MOIOKEHHU Ha TEPanud ¢ LUTApabHH, H TEXHUTE NapTHHLOPKH,
ObIaT MOCHBETBAHH A4 H3MO3BAT CUIYPEeH METO Ha KOHTpALIeIILIUA.

4.7 EdexTn BBHpXY cnocobBocTTA 32 Modupane ¥ paboTa ¢ MAINIHHE




IlurapabuH He oka3Ba BB3AeHCTBHE BBPXY clTOcOOHOCTTA 3a IopHUpaHe H paboTa ¢ MaliMHH. BBrpeku
TOBa NMpPH NMAIUEHTH, NMOJIOKEHH Ha XHMHOTeparus, ce Habntoz1aBa HamaneHa cnocoOHOCT 34
mocgupaHe ¥ pabora ¢ MalMHK K Te TpaA6GBa ga 6bAAT NpeaynpeacHH 3a Ta3H Bb3MOXKHOCT.
IIpenopruBa ce NALMEHTHTE Ja H30ATBAT TO3M THI AEHHOCTH, aKO Ca 3aCErHATH MO TaKbB HAYMH.

ITpy naiyeHTH, MPH KOUTO ¢a HAO/MIO1aBaHU NMOBPbBILIAHE, BUCHE HA CBAT H OYHH CMYLUCHHS HE CE
npenopwiBa Aa modHpar H padboTAT ¢ MaLLIMHMK.

4.8 HexkelaHR JJEKAPCTBEHR peakiny
Cro0I1aBa ce 3a CIEQHHUTE HEXKEJIaHH pPeaKliMHM BB BPB3Ka C JICYCHHETO ¢ LHTapaduH:

OlieHKaTa Ha HeXKeJIaHWTE peaKlH ce OCHOBABa Ha ClieAHaTa HHPOPMALIUA 34 YECTOTAaTa!

MHoOro yecTH: (= 1/10)

Yectu: (2 1/100 no < 1/10)

Heuectn: (= 1/1 000 no < 1/100)

Penku: (= 1/10 000 no < 1/1 000)

MHoro peaka: (< 1/10 000)

C HeM3BECTHA 4eCTOTa: (0T HATHYHHKTE AaHHH He MOXKe Ja Onae HanpaBeHa OLCHKa)

Hexxenanure nexapcTBeHH peakLiMH Ha uuTapabuH ca 1030-3aBUCHMH. Hak-yecTo ce HabmonaBat
racTpO-HHTECTHHAIHH CMYILEHUA U Muenocynpecus. LlurapabuH € TOKCHYEH 38 KOCTHUA MO3BK M
NPHYHHABA XEMATOJOTHYHH HEXKE/IAHH PEaKLMHU.

Hudexumu v HHOECTALHH

Muozo yecmu. cencuc (HMyHOCYNpECH), MTHEBMOHHA, MH(PEKLIUU
Hevecmu: uemynuT Ha MACTOTO Ha NPHIIOXKEHME, abcuec Ha yepHus Apo0.

BupycHH, Hakreprantu, reOUYHY, Napa3sUTHH WIH CANPOPHTHH HHGEKIUMH [0 LUI0TO TAIO MOTaT Aa
ce MOABAT NPH M3MONZBAHETO HA LMTApPaOdMH CaMOCTOATEIHO WIH B KOMOMHALMA C ApYrH
HMYHOCYIIPECHBHH JIEKaApCTBA CJICA HMYHOCYIIPECHBHH 034, KOUTO 3aCATaT KNEThUYHHA WIH
XYMOpATHHA HMYHHTET. Te3u HHPEKIMH MoraT aa ObIarT JiekH, HO ChLUO MOrar Ja 6BaaT U TEKKH H
MOKAKOra (aTasiHu.,

Hapyulenns Ha KpbHBTa U JIHMQH&T& CUCTEMA

Mnoeo yecmu: MHENOCYITpECHs, PETHKYIOLIMTOIICHUA
Yecmu.: TpoMOOLIMTONEHHA, AaHEMHA, MEranobiiacTosa, ICBKONCHUA

Toi KaTo HTapaGHH € CynpecaHT Ha KOCTHHA MO3BK, KATO PE3Y/ITAaT Ha NPHIAraHEeTO My MOTaT Ja Ce
OYaKBaT aHEMHI, JIEBKOTIEHHA, TPOMOOLIUTONEHHMA, Marajiobnacro3a ¥ HaMalleHU PeTHKYNOLMUTH,
TexkecTTa Ha Te3H PEaKIHH 3aBHCH OT J03aTa M CXemaTa Ha npuiaarade, Morar aa ce 04aksaT ChILLO
KJIETHYHH MPOMEHU B HATPHBKUTE OT KOCTEH MO3BK M NEpUpEpPHH THKaHH.

HapyiuieHus Ha MMYHHATa CHCTEMA
C HeM3BECTHA YECTOTA: aHAQWIAKTHYHA peaKLIHs

Hapyienns Ha MetabonuiMa U XpaHEHETO
YecTH: aHOPEKCHSA, BTOPHYHA XUIIEPYPHKEMHUSA BCJICACTBHE Ha JIM3UpaHe Ha HEOILUTACTHYHH KIIeTKH .

HapyineHns Ha HEPBHATA CHCTEMA i
CMyllleHHsl OT CTpaHa Ha LIEHTPAa/THATa HEPBHA CUCTEMA ¢ Habmo1aBaT Npu HHTpATeKANEY o\ iy

NpWIOKeHHe Ha HMTapabuH; MPU HHTAPTEKAAHO MPUIOKEHHE Ha BRCOKH 03U LIMTapa
KOMOMHHpaHO NpUNOXKeHHe Ha LHTApaOHH ¢ TbyelleueHUe WIH HHTPAaTEKAITHO NMPWIO
METOTpPEKCAT; MPU HHTPATEKAIHO NPHWIOXKEHHE Ha JICKapCTBEHUA NMPOAYKT Mpe3 Kpa
WM NPH IpUIoKeHHe Ha A034 Hax 30 mg/m?,




Yecmu: HEBPOTOKCHYHOCT, HEBPUT, 3aMasHOCT, rapobonue

HapyiiieHusa Ha ouyuTe

Mnoeo wecmu: KOHIOHKTHBMT (Te€paIisa ¢ BUCOKH JIO3H)

UYecmu: obpaTHM XeMOparvdeH KOHIOHKTUBHT (CBETIOUYBCTBHTE/IHOCT, NAPEHE, HAPYLIEHO 3pEHHE,
HHTEH3HBHO CBJI3EHE), KEPATHT.

Mnozo peoku: onAcaH € Ciiy4all Ha OC/IeNABAHE Clie] HHTPATEKANHO MTPHIOKEHHE Ha IMTapabHH.

CrpaeyHo-CbJOBH HAPYIICHUS
Heyecmu: nepuxapauT, O0MKa B bPMTE.

Mmnozo peoxu: apuTMHAL.
C Heuzgecmna yecmoma: CHHYCOBa Opaanxkapaus

PecniupaTopHu H H MEIMACTHHAJIHM HApYILEHHA
Hevecmu: pucrires, opodapunreanta 6onka

CToMalIHO-YPEBHH HAPYILICHUS

Hecmu: MyKO3HT, CTOMATHT, aHOPEKCHA, Aucharus, CroMaliHi DOJIKH, FAACHE, NOBPBIUAHE, JHAPHA,
Opa/IHO/aHATHO Bh3NAIEHHE HIH A3BH.

Heuecmu: ezodarut, e3odarvansa yauepauys, IHEBMATO3HC, KUCTHYHA HHTECTHHAJIHA ITHEBMATO3a,
HEKPOTH3HKpAII] KOJIUT, IEPUTOHMUT, rACTPO-HHTECTHHANHA nepdopauus, raeHe, NOBphIaHe Clie,
MHTPATEKAIHO TIPHIOXKEHHE.

Mnozo pedxu: naHKpeaTHT

XenaroOuaMapHy HapYIIIEHHUA
Yecmu: yeprHoapoOHM HAPYIHEHHUA C YBeIHYE€HHE HA EH3UMHHUTE CTOHHOCTH.

Hevecmu. XBIITEHHLIA.

HapviueHus Ha KOXKATA ¥ NOAKOXKHATA ThKAH

Mrnozo ywecmu: obpuB

Hecmu: oOpaTHMH HeXXellaHH PeaKi[MH Ha KOXKaTa, KaTo epuTeMa, Oys103eH AepMAaTHT, ypTHKApHA,
BaACKYJIHT, aJIONCLIUS.

Hevecmu: nNeBTHrO, LEMYyIUT HA MACTOTO Ha HIDKEKTHPAHE, KOXHH A3BH, PYPHTYC, Napeua 6o/ka no
JUTAHUTE Ha PBLETE U CThIIANaTa.

Mnozo peoxu: HeyTpOQHIeH eKPUHEH XUAPAHEHUT.
C nHeuzeecmna yecmoma: CHHIPOM Ha ManMapo- IUTaHTapHa €PUTPOAN3ECTEINA

HapylieHHs Ha MYCKYITHO-CKEJIETHATa CUCTEMA U CHEIMHHUTENHATA THKAH
Heuecmu: muanrua, aprpairus,
Mnozo peorxu: onucana ¢ pabaomMuonusa.

bun ¢ onucan nurapabuHoB cuHApoMm. Toll ce xapakTepusdpa ¢ TPeCKa, MHAITHA, OOJKH B KOCTHTE,
MOHAKOra OONKM B M'bPAMTE, MaKyJIO-NaMmya03cH 00pHUB, KOHIOHKTHUBHT H O00IH0 Hepa3MoIoKeHHe.
O0uKHOBEHHO HAacThIBA 6-12 yaca cnea NPHICXKEHHETO.

Koptukoctepouaure ca yaaueH H3bop 3a fieyeHue H NMpeBeHUUA Ha TO3U CHHAPOM. AKO CHMITTOMHTE
Ha TO3H CHHIOPOM Ca CEPHO3HM U H3CKBAT JICUECHHE, TpA0Ba 14 c€ OOMHCIIH JISUHUETO ¢

KOPTHKOCTCPOHIH, KAKTO H JaJIN TCPIIHATA C umapaﬁmi Aa NpOAdBJDKH.

HapymeHna Ha 660peiunTe ¥ NTUKOYHHUTE IHTHILA
Hecmu: 6p0peyHn HApPYLIEHHA, 3aIbpXKaKe Ha YPHHA.,

O61nM HapviueHHA ¥ ehexTH Ha MACTOTO HA MPHWIOXKECHHE
Hecmu. noBumeHa TeMneparypa, TpoM60¢pneOHT Ha MACTOTO HAa HPHIOKEHHE.
* Heuecmu. nosuilieHa TEMIIEPATYPa CJIEA HHTPATEKATHO NMPHIOKEHHE.




HexeJaHR peakKNHHE, TL/DKAIKH Ce HA JIe9eHHe ¢ BHCOKH I03H NBETAPAaOHH, paljIH4YHH OT Te3H,
HAOAI0AABAHH NPH KOHBCHIHOHAJIHATE JO3H!

Hapyuiensa Ha kpbBTa M THMGHATa cHcTeMa (XeMaTONOrHYHA TOKCHYHOCT):
Texxa NaHUUTONCHUA, KOSATO MOXE Ja MPOABIKH A0 15-25 THM, CHITETCTBAHA OT aljia3us Ha KOCTHHA
MO3BK B II0-TEXKKA (hopMa OT Ta3u HabmiogapaHa NpH KOHBEHUHOHATHHTE JO3H.

Hapyienns Ha HEpBHATA CHCTEMA.
Cnen evyeHne ¢ BUCOKHU J03H UKMTapabuH, npu 3-37% OT JIeKyBaHMATE NALIUEHTH Ce MOABABAT

CHMITTOMH Ha 11iepeSpaHO WM uepebenapHO BIMSHHE KATO JHYHOCTHH MPOMEHH, 3aCerHara
OOWTEIHOCT, AU3apTPHA, aTAKCUs, TPEMOP, HUCTAEM, r11aBo00IHE, OOBPKAHOCT, CHHJIMBOCT,
3aMagHOCT, KOMa, KOHBYJICHH H Ip. YecToTara NPH NaLUHEHTH B CTApYECKa Bb3pacT (> 55 roanHu)
MOXe Aa ObAie JopH mo-BUCOKa. Jpyru npeapasnonarainy ¢GakTopH ca yBpeieHa YepHOAPOoOHa U

O0bOpeuna QpyHkuma, npeauiuHo nedenue Ha LIHC (manpuMep mpuerepanmms) u 3noynorpeda ¢
ankoxos. Hapymenusara na IJHC B noseueTo cayuau ca obpatumu.

PucxsT o1 ToKcHUHOCT HA ITHC ce yBenuuasa, ako uprapaOuH ce npuiiara B rojieMH A03H
HHTPaBE€HO3HO B XoMOHHALMA ¢ Apyru TokcHdHH 3a ITHC nevenud, kaTto mpyeTepansa WiIH BHCOKH
O3,

HapvuieHua Ha ouuTe (TOKCHYHOCT Ha pOroBHLlaTa U KOHIOKTHBATA)
OmucaHu ca oOpaTHMHM JIE3UH HAa POrOBHLIATA M XEMOPArHyeH KOHKOKTHBHT. T€3H ABJIEHHUA MOTAT Ja
OBAaT NpeJOTBPATCHH WM HAMaJIeHH ¢ KOPTUKOCTEPOUAHH KallKH 3a OUH.

CToMauIHO-YpEBHH HapYIIICHHA
OcobeHo npH mo-BHCOKM A03M LIMTapabUH MOTaT aa ce MOABAT NMO-TEXKH peakuHH B JOMTBITHEHNE KbM

yectutTe peakuum. CrobiaBaHu ca YpeBHa nepgopaLiys, HeKpo3a ¢ WIeyC U NEPUTOHUT.

ITpu Tepanus ¢ BUCOKHM QO3M ca HabmonaBaHu yepHoapoOHu abcuecu, cHHApPOoM Ha Budd-Chiari
(uepHonpobHa BeHO3HA TPOMOO3a) U MAHKPEATHT.

PecriMpaTOpHH, IPbAHNA M MEAHACTHHANHHA HaPYIICHHUS

Morar 1a ce nossaT npu3HauM Ha OenogpodeH eaeM/Moxe aa ce passue ARDS, ocobeHo npu
Tepalui ¢ BHCOKM A03H. Te€3# peakury BEpOATHO C€ MPHYHHABAT OT JIBEONIAPHO KAMWIAPHO
yBpexxAaHe. TpyaHO € 1a ce HallpaBH OLIEHKa Ha YyecToTaTa Ha rnogsa (nocodyeHa kato 10-26 % B

pa3jIMYHH MyOJHKALHHK), Thi KAaTO NalueaTHTe 0OMKHOBEHO ¢a O1IH B pelIMIHB, ITPH KOETO APYrH
daKkTOpH MOTAT Ja JONMPHHECAT 3a MOABATA Ha TE€3H peaxiiHHy.

ﬂpym

Cnen repanus ¢ uarapaduH ca JOKIaABAHM KapaAUOMHONATUA U pabaoMuonusa. CroOlueH € eqHH
ciTyuait Ha aHaHNaKCHs, KOATO € AOBENA 10 KapAKHO-TIYJIMOHATIEH apeCT H € M3UCKAJIa peaHHMAaLHA.
Tora ce e ciTyunno BeaHara cjiel HHTPaBeHO3HO IIPHIOXKEHHE Ha LIHTapaOuH.

CToMaIlIHO-YpEBHUTE HEXKENAHH PEaKIiME HaMaJISBaT, ako LMTapaOHH ce npHaara KaTo HHGYy3Ha. 3a
npodHIaKTHKA Ha XEMOParHYHHA KOHKOKTMBHT C€ MPENOPhUYBAT JOKATHH ITIOKOKOPTHKOH/IH.

AMEHOpes ¥ azoocnepMus {BX. TOUKa 4.6).

CrnenHHTe HEXENaHH peakLUMU ¢a JOKIaaABaHH NPH HHTPATEKAIHO MPWIOKEHHE:
O4yakBaHH CHCTEMHH peaKUMH: IOTHCKAHE HAa KOCTHHA MO3BK, rajeHe, nospeiaHe. [ToHakora ca
JOKJIa/IRAHH TEXKKA TOKCHYHOCT Ha rpbﬁﬂaqnm MO3BK, KOATO JOPHY BOOH A0 KBaJPHIUIErHs H

- iy




JIEKAPCTBEHHS MPOYKT. OT MEAMUMHCKHTE CIIELIHAIUCTH ¢€ H3MCKBA Ja ¢hoOIaBaT BCAKa
MOAO3UPAHA HEXKENaHa PeakliMg Ype3 HaLHOHATHA CHCTeMa 3a Chobrarane kbM U3 mbaHUTENHATA
arcHUuA 1o JieKapeTsaTa, yi. ,JaMman ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebcaiir:

www.bda.bg.

4.9 Ilpenozmpane

Hsama cnemmduyer aHTHIOT.

B ciyualt Ha npeno3dpaHe TepantaTa Tpabea HezabaBHO Aa ce MPEKpPaTH U Ja ¢ NPOBeIe JIeUeHHE Ha
NOCJAEABAINATA KOCTHO-MO3bYHA JENpPecHs, BITIOUMTEIHO LAJIOCTHO KPBBOTIPEJIMBAHE HITH MPE/IUBAHE
Ha TPOMOOLIMTH M aHTHOHOTHYHO NevcHue. J{saHageceT A03u OT 4,5 g/m?, NMpHI0XKEHH KaTo
MHTpaBEHO3Ha HHPY3UA ¢ MPOAWDKMTENHOCT | Yac Ha BceKH 12 4aca npeau3BHKBaT HeoOpaTHMa H

daTaHa TOKCHYHOCT Ha HEPBHATA CHCTEMA.

B cirygai Ha npenosMpase NPH HHTPATEKATHO TIpHIOKeHHe, He3abaBHO TpAOBa na ce 3aroyHe
MOAMAHA Ha 1iepeOpo-CIIHHAIHATA TEYHOCT ¢ M30TOHHYEH PU3HOJOTHYEH Pa3TBOP.

[{utapa®bun MoXe Ja ce OTCTPaHH 4Ype3 XeMOJHAIH3a.

S. OAPMAKOJOI'HYHH CBOUCTBA
3.1 PapMaKoARHAMHAYHH CBOHCTBA
@DapMaKoTepaneBTHYHa rpyna

ATC kon: LO1IB C 01- AHTHHeONMaCTHYHHU U HMYHOMOIY/THpalllH cpeacTBa; [{HTocTaTHLIN,
Axtumerabonury; ITnpuMuaAUHOBH aHANIO3H

AKTHBHATa ChCTaBKa Ha AJIEKCaH € LuTapabuH, KOHTO € aHTUMeTaboNMT OT rpynara Ha
NHPUMHIHHOBUTE AHTATOHUCTH,

MexaHH3bM Ha NCHCTBHE
Bce ome He e H3scHEH TOYHHAT MEXaHHU3BM Ha JASHCTBHE, HO € JA0Ka3aHo, e ara-CTP npeau BcHuko

notucka JIHK-nonumepasara.

dapMakoIHHAMHYHH €heKkTH

LlyrapabuH e KieThbYHO crieLu(U4MeH aHTUHEOTLTaCTHYEH areHT, AeUCTBAlIl Ha KJIETKMTE 11O BpEME Ha
S-¢hazaTa Ha KIEeTRYHOTO Ae/eHHe. B KieTkuTe uTapabrH ce npeBphilia B AKTHBHUSA MeTaOOoINT
uurapadbun-5’ tpudocdar (ara-CTP). Hukopnopupanero Ha uurapabun B JIHK u PHK cbino
AoNnpHHacd 3a uurapabuHORATA LIMTOTOKCHYHOCT. l{UTapabuH € IUTOTOKCHYEH B KYITYpPa KbM TOJISM
Opoil npomudpepupalnn KIETKHU 0T 603alHHIN.

Ileanarpyu4yya nonyiaauvs
3a noseye MHpoOpMaUKg OTHOCHO yrorpebaTa Ha UMTapaOMH NpM negNaTpHYHA MOMYNAaIUd MOJS

BIOKTE TOUKA 4.2,

5.2 @apMakoOKHHETHYHH CBONHCTBA

Abcopbrma
[Ipunoxen nepopanHo uuTapabnH ¢ HeedeKTHBEH nopaau 6bp3us My Merabomusem. ITo-mas
20% ot npunokeHaTa opajHo J03a ce abcopbupa B racTpo-MHTECTHHATHHA TPaKT. |

[Tpu HenpexbCHATO HHTPABEHO3HO NPHIOKEHHUE C€ JOCTHTAT NOCTOAHHH MIa3MEHH




[Tpy NOAKOKHO MIIH HHTPAMYCKYJIHO MPHIOKEHHE Ha IMTapaOHH NHMKOBHTE IV1a3MEHH HUBA Ce
aocturaT npubausuTenHo ot 20 1o 60 MUHYTH creq MPUIOKEHHETO, KOUTO 0bade IU1a3MEHH HUBA ca
3HAYMTETHO MO-HUCKH OT TE3H NPH HHTPABEHO3HO {IPHIIOKEHHE,

[Ipu npuno)keHne Ha UACHTUYHU JO3M CEPYMHHUTE IUTa3MEHHN HHBA Ha LIKTapabvH Bapupar
3HAYMTEJIHO NMPH paTMIHHTE NAUKEHTH. HAakol mpoy4ysaHmus co4ar, 4e¢ TasH BAPHATHBHOCT MOXKE Ja
Ce CBBPAKE C KIIMHHYHHA OTTOBOP: BUCOKHTE CCPYMHH HHUBA rapaHTHpPAT Hail-go6paTa BE3MOMXKHOCT 34
X€MATOJIOTHYHU PEMUCHH.

PasnpeneneHue
Llurapabux npurexxapa paznpeaenureneH odem ot 0,7 I/kg. 3a npodpunakTrka H JieueHHE HA JIEBKO3HH

MH(UITPaTH B LICHTpAJIHATA HEPBHA cHcTeMa LuTapabuH TpadBa ga ce npiiara HHTpaTeKanHO Hopaau
¢daxTa, 4e MpH UHTPABEHO3HO MPWIOKEHHUE OrPaHHYCHO KOJIMYECTBO OT MPOAYKTa MPEeMHHaBa Ipes3
KPBBHO-MO3B4HaTa 6apuepa. UHTpaTekanHOTO NPpWIOKEHUE Ha UMTapaOuH 3aBbpIIBA C
M3K/IIOYHTETHO HHCKH IUTA3MEHH HHBA.

buoTtpaHchopMaLus

[{urapabun ce dochopmiupa OT Ae30KCHUIMTHANHKHHA3A H IPYTH HYKJISOTHAA3H 10 aKTHBHATA CH
¢opma LuTapabun-5’ Tpudocdar B neBKeMUUHUTE ONACTHH KIIETKH U 3JpaBUTE KOCTHO-MO3bYHY
KJ1eTkd. MetabonuaMbT Ha LMTapabHUH MOCPEACTBOM LIMTHAKHAeaAMHHA3a 10 HEAKTHBHOTO
chbeaHHEHHe ypawiapabutosua (1-6era-D-apabuHodypaHO3mTypalpi) ¢€ OCHIIECTBABA OCHOBHO B
yepHHA Apod H B MO-MAIKA CTENEH B APYTH OPraHd U KPhBTA.

[Ipuema ce, ye OanaHCHT MEKIY KMHA3HHATE H JCaMHHA3HHTE HUBA MOXE Aa GOopMHpa BaKeH (aKkTop B
onpeAeaAHeTO Ha TOBa Ja/IH KJI€TKATa € YyYBCTBHTE/IHA HIIM PE3UCTCHTHA KbM LIMTapabuH.

Cevp3sane ¢ npomeuru
CBBP3BaHETO ¢ IUVIA3MEHHTE NMPOTEHHH € HUCKO (13,3%), ¢ konieHTpauuu ot 0,005-1 mg/l.

ETMMHHUpaHE
[Tpu 6pp3a unTpaBeHO3HA MHYY3HA ce Habmoaasa Huda3HO eTHMHHMPAHE OT KPBBTa ¢ TbPBOHAYAJIEH

MoTyxkUBOT 0Kono 10 MUHYTH, ITIOC/IeABaH OT BTOpa ¢a3a Ha 110-0aBHO eNMMMUHHPAHE ¢ MOJYXKHBOT 1-
3 yaca.

[Ipe3 mepBuTe 24 yaca npubnusurenso 80% ot npunoxeHus nurapabHH ce OTKPHBA B YPHHATA KAaTO
90% ot Hero ¢ nox ¢opma Ha HeakTHBeH MeTabonut H 10% kaTo HempoMmeHeH tuTapabuH.

[Topanu MHHMMANHaTA Je3aMHHA3HA AKTHBHOCT B LiepeOpo-CIIMHANHATA TEYHOCT LIUTApabHH MMa
noayxuBoT B LITHC 3-3,5 yaca.

5.3 Ilpeaxk/NMARYHH JAHHH 32 6e300aCHOCT

Hacnenpanus npu OpemeHHH Do3alHMUM N0 BpeMe Ha OPraHOTCHe3Mca MOKa3BaT, Y€ uuTapabuH
reHOTOKCHYEH (in Vivo U in vilro), KakTo ChI0 eMOPUOTOKCHYEH U TEPATOICHEH.

JIoKJI1aABaHO € ChINO, Ye HUTapaOuH NPUYHHABE YBPEKAaHHA HA pa3BUBAIIHUSA C€ MO3BK NPH
HOBOpoAeHH 003aiHMILIU (MEpHO CKBUBAJICHTEH Ha TPETOTO TPHMECEUHE MPH X0pa), KAKTO CBIIO

NOBHULIABA YECTOTATA HA aOHOpPMAIHATA CIIEPMATO3a NMPY MULLKHM (in vivo).

LlurapabvH e KaHLIEpOreHeH NpH XKUBOTHH. .

TPHGBH Ja ce B3eMe Mo BHHMaHHUE Bb3MOKHOCTTA OT N0ABA Ha NMOACOHH HeXellaHH P&
XOpa IIpH ONpPCAC/IHC [ICPCIICKTHBUTC HA IIAlIMCHTA.
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6. DAPMAIEBTHYHHA JAHHH




6.1 CHOBEcbLK Ha NOMOIIHHATE BEIIECTRA

Harpues nakrar
Mneuyna xucenIyHa
Bona 3a HIDKEKLUHH

6.2 HechBMeCTEMOCTH

HurapabuH e HeCHLBMECTHM C XeNapHH, HHCYJIHH, METOTPEKCaT, S-(Qayopoypalmi, Ha(LHIHH,
OKCaL{HIHH, OEH3WINCHULIWIHE H METHINPEAHN30IOH HATPHEB CYKIIMHAT.

6.3 Cpok Ha rogaoCT
2 TOIOWHU.

IloxazaHa € XUMHUecKa U ¢u3uiecka crabUnHocT cnen paspexaate ¢ 0,9% pazTBop Ha HaTpHeB
XJ0pHA U 5%-eH pa3TBOp Ha IIIOKO3a B MpoABDKEeHHUE Ha 4 AHHU npu TeMmeparypa 2-8°C H 3a 24 yaca
MpH TEeMNEepaTypa no-HKUcka ot 25°C.

B cnyuaii, ye pa3pekKJaHETO HE € W3BBPIICHO NMPU BATHAKUPAHH ACEIITHYHH YCJIOBHA, ChXPAHEHHETO Ha
npoayKTa TpaOBa aa Onae orpannueHo 10 24 vaca npH 2-8°C wim MakcumyM o 12 vaca npu
TeMIleparypa no-Hucka ot 25°C.

6.4 Choennajnn yC/JI0OBHS HA CLXpPAHEHHE

Ja ce cexpaussa nox 25°C.
Jla ce crXpaHsABa B OPMTMHAIHA ONAKOBKa. [la ce ChxpaHaBa Ha MACTO, HELOCTBITHO 34 JELia.

6.5 BaaH chLALPKAHAEE HA ONAKOBKATA

OpuryuHanHa onakoska, ceabpkaia 10 ml, 20 mi, 40 ml.

dnaxonuTe ca che WM 6¢3 3amuTeH miactMacoB KoHTeHHep (ONCO-SAFE unu caudBHAT).
"Onco-safe" # cIHMHBHHT He BIH3AT B KOHTAKT C JICKAPCTBEHHUSA IMPOAYKT H OCUTYPABAT
JOITBIIHUTEJHA 3aLIUTa [IPH TPAHCIOPTHPAHE, KOATO MOBUIIAaBa 6€30MacHOCTTa 32
MEIHIMACKUA U papMarieBTUYHHIA IIEPCOHAT.

6.6 CnenuajHH NpeJNasHH MEPKH APH HIXBLp/sHe H paGoTa

ITpu npuroTeane Ha HHQY3HOHEH pa3TBOp, LMTapabHH TpadBa 1a ce paspeau ¢ 0,9% pasTBop Ha
HaTpUeB XNOopHA HAH 5%-eH pa3TBOp Ha IIIOKO34.

CeBMecTHMOCTTa Ha LpTapabud ¢ 0,9% pa3rBop Ha HaTpHEB XJIOPHA M 5%-€H pasTBOP HA INIIOKO03a €
npoyusaHa npu KoHiteHTpammy ot 0,2-3,2 mg/ml ¢ PVC undysnia, PE undysnonuu dnakoHn u
nepdy3uOBHHU [TOMIIH.

ITpu HHTpaTEeKaNHO MpHIoXeHHe TPAORA 1a ce U3MOI3Ba 3a paspexaade 0,9% pasTBop Ha HaTpHeEB
XJIopua 6€3 KOHCEepBAHTH,

KOJIMYECTBO BOAA H canmyH. IIpH KOHTAKT Ha LIMTApaOHH C OMHUTE CEABA U3KITIOUMTEN
H3IUIaKBaHe ¢ OOMITHO KOJIMYECTRBO BOJAA M He3abaBHO Ja Ce MOThPCH KOHCYITALUA ¢
CrIELIHAJTUCT. '

bpeMennu He TpaOBa na GopaBaT ¢ uuTapabuH.




Bcuuky MaTepHaiy, H3NOM3BAHM 38 IIPWIOKEHHE HA IEKAPCTBEHHUA MPOAYKT HIH 3a MOYHCTBAHE,
BIUTIOUHTEJTHO pbKAaBHLIM, TpAOBa Ja ObaaT YHHILO)KEHH B CBHIIAcHe C NpaBuiaTa 3a pabora cbe

[HUTOTOKCHYHH IeKAPCTBEHH MPOIYKTH.

Ilpu pa3snuBaHe WIH M3THYAHE Ha Pa3TBOP BBPXY pabOTHH ILIOTOBE MOBBPXHOCTTA TPAOBA Aa Obje
TpeTHpaHa ¢ 5% pa3TBOp HAa HATPHUEB XHUITOXJIOPU]IL.

Ha ce cpbmoaapar yka3aHusTa 3a paboTta ¢ HUTOTOKCHYHH JIEKAPCTBEHH NPOOYKTH!

LluTapabuH € TepaTOreHHO H MyTareHHO BeileCTBO. BCAKAKEB KOHTAKT C KOXKATA HJIM IMTaBULKTE,
ocobeno B obnactra Ha ouHTe, TPI6Ba Na ce H3OATRa.

7. HNPHTEXATEJ HA PAZPEIIIEHHETO 3A YIIOTPEBA
EBEWE Pharma Ges.m.b.H. Nfg. KG

Mondseestrasse 11
A-4866 Unterach

ABCTpuUA

8. HOMEP HA PAZPENIEHUETO 3A YIIOTPEBA

Per. Ne 20050472

9. JATA HA ITbPBO PA3ZPEIABAHE/TIOTHOBSBAHE HA PAZPEILIEHHUETO 3A
YIIOPEBA

Harta Ha mepeO paspewasane:: 04.10.2005
Jara Ha nocnenno noaHorasaHe: 03.09.2012

10, JATA HA AKTYAJIMIAPAHE HA TEKCTA
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