1. HME HA JEKAPCTBEHUSA IPOAYKT

OIXYIAPA 50 mg npax 3a MHKEKIHOHEH/HHPY3HOHEH PA3TBOP
Oiyaapadbunop dochar

FLUDARA 50 mg powder for solution for injection/infusion
Fludarabine phosphate

2. KAYECTBEH HKOJIMYECTBEH ChCTAB

Beeku ¢nakoH cpaAbpxka 50 mg pnynapabrunos ¢ocdat (fludarabine phosphate). 1 ml npuroTseH pasTeop
CpAEpXKaA 25 mg duryaapabunos ¢ocdar.

3a ITETHMA CITHCBK Ha MOMOLIHUTE BEleCTBa, BIOKTE TO4Ka O.1.

3. JIEKAPCTBEHA ®OPMA

IIpax 3a MRKECKUHOHEH/HHDY3IHOHEH pA3TBOP.
ban nuodunuzar 3a pasTeapswe.

4. KJIHHWYHW JAHHH

4.1 TepaneBTHIHH NOKA3AHHA

Jleyenvie Ha B-xneTvuna xponuwuna numponurra neskemun, XJUI (B-cell chronic lymphocytic leukaemia,
CLL) npu naumeHTH ¢ AOCTaTHYHO 3aMacH OT KOCTEH MO3BK.

Hayanxo neyenue ¢ ¢uynapabun tpabsa xa ce 3aroyne camMo npH NaUWeHTH ¢ HanpegHano 3abonsBane,
craauy [II/IV no Rai (Binet C) wnn npu nauuentH B I/II cragun no Rai (Binet A/B), Korato naiHeHTHTE
HMAT CHMITTOMH, CBBP3aHH ¢EC 3a00/1ABaHETO HITH HMa AOKA3aTENICTBO 3a MporpecHpaino 3abongpane.

4.2 Ho3npoBKka ¥ HAYHH HA UPHJI0KEHHE

Qnynapa 1pabea na ce mnpwiara caMo OT KBanH(HUMpaH Jjekap, ¢ ONMHT B INPHIOKEHHETO Ha
AHTHHEOIUIACTHYHO JICYEHHE.

Ctporo ce npenoprusa ®nynapa aa ce npwiara caMo BeHo3Ho. HaMa AaHHu, ye npunaradero Ha $nynapa
HapaBeHO3HO BOAH A0 TEXKKH JIOKAJIHU HEXellaHH peakuru. HesaBucuMo ot Topa Tpadea na ce H3barea
TIApAaBEHO3HOTO NpHIOsKeHHe HA QITyzapa N0 HEBHUMAaHHe.

e BrpipacTHH

[IpenopruBaHata Jo3a € 25 mg ¢mynapabunos dochat/m’ TenecHa NOBBPXHOCT EKENHSBHO B
IIPOARJKEHHE H2 5 NOCIIEAOBATENHA AHH, npe3 28 auu, BeHo3HO, Beeku dnakoH cnensa aa 6sae pasTBOpeH
B 2 ml poaa 3a umKekuuu. Beexku ml oT nomyueHna pastBop chiabpXKa 25 mg diynapabuHoB docdar (k.

ChIno TOYKa 6.6).

Heobxoanmara no3a (M3uHcieHa Ha 6a3aTa Ha TeflecHaTa NOBBPXHOCT Ha MaLMeHTa) OT NOJyUeHHA Pa3TBoOp

C€ M3TerJ B CNPUHUOBKA. 32 BEHO3RA OONTycHA MHKEKIIWA Ta3sW A033 C¢.pa3Teaps nomeauuTento B 10 mi
Hatpre xinopux 9 mg/ml (0,9%). AnrepHarvBHO, 3a MHQY3IRA NepfguyUiMaTa 1O3a, M3TErfeHa B
CIPHHIIOBKA, MOXe Aa Obae paspenena B 100 ml natpues xmop / i3 '

30 MHHYTH.

IIpONB/IDKHATENHOCTTA HA NEYEHHETO 3aBHCH OT ycneXa My H IOH(
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IIpu naupenti ¢ XJUI ®nynapa Tpabea Aa ce mpuiara A0 NOCTHraHe Ha Hai-100Lp oTroBop (ITHNHA WIH
4YaCTHYHA PeMHKCHUsA, OOHMKHOBEHO 6 LIMKB/Ia) H CNE/, TOBA JISYCHHETO ¢ MPOAYKTA 1A C¢ MPEKPaTH.

 IlanuenTH ¢ OBOpeYnHO yBpeKnaHe

[Ipu nampaesTH ¢ HamManeHa OnOpeuHa QyHKUHA 103KTEe TpAOBA Aa OBAAT KOPUIrHpaHH. AKO KIHMPBHCHT Ha
KpeaTHHHHA € MexZy 30 m 70 ml/mun, posara Tpabpa aa Obae HamaneHa Ao 50% eTHOBPEMEHHO C
HEMPEKbCHAT KOHTPOJI Ha XEMATOJIOMHYHHTE ITOKA3aTe IH 33 OLIEHKA Ha TOKCHYHOCTTA.

 [lammeHnTH ¢ YepHOAPOOHO YBpEKAaHe

Hsma HanM4YHA JaHHH OTHOCHO NMPUAOKEeHHeTO Ha (nyxapa NpH nanMeHTH ¢ YepHonpoOHO yBpexaaHe, B
Ta3| rpyna ot nauueHTH Onyaapa cnenpa ga 6pae Npraaraia BHEMATEIHO.

 Jleua

BezonacHoctTa M edukacHocTTa Ha Diyaapa npy fela He ¢a ycTaHOBEHH. ETO 3aif0 H3f0/13BaHETO HA
(Dnynapa npH aena HE ce NPenNopHYBA.

e JlanueHTH B CTApPYeCKa Bb3pacT

Teii xaTo maHHWTEe 3a m3nonssane Ha Pnynapa npd nauMeRTH B cTap4ecka Be3pacT (>75 rofueM) ca
OrpaHHveHy, MpunoxenueTo Ha Girynapa npy TakKMBa NalMEeHTH TpaOBa Ja cTaBa BHUMATENHO.,

[Tpu nmaupenTy Hag 70 rogMHH KIAPBHCET HA KpeaTHHHHA TpadBa aa Onae m3Meppad (Bxk. “TlammeHTH C
O10peuHo yBpexaaHe” H Touka 4.4).

4.3 IIporrBOoNOKA3AHHSN

- CBpPBXUYYBCTBUTEIHOCT KbM aKTUBHOTO BellleCTBO HIIM HAKOE OT NOMOILLHHTE BEINECTBA;
- BBOpeuHO yBpexAaHe ¢ KTHPBHC Ha KpeaTHHHHA 1o 30 mi/min,

- JlekoMNeHCcHpaHa XEMOJHUTUYHA aHeMUY;

- bpeMEeHHOCT U KbPMEHE.

4.4 Crhennansn npeaynpexaeHdas A NPeANA3IHE MePKR NpH ynoTpeda

e  Muenocynpecus

TexKo MOTHCKAHE HA KOCTHHA MO3BK, 0CO6eHO aHeMHa, TpoMbonMTONEHNS H HEYTponeHu:, ce Habmonasar
npy nauueHTH nexysanu ¢ ®mayaapa. [Ipu npoyqrane I ¢pa3za BeHOIHO NPH MALHEHTH CHC COMHIHH TYMOPH,
CpeaHMAT NEepHOJ 3a NOCTHraHe Ha Hali-Hucka croiiHocT € 13 aun (auana3oH 3 — 25 AHK) 3a rpaHyJIOLMTH H
16 pum (gnana3oH 2 — 32 anu) 3a TpoMOouuTH. IloBedeTo nanyeHTH ca ¢ X€MaTOOrHYHH YBPEKIaHHA B
HAa4yaJOTO Ha M3IMTBAHETO HJIH B pe3yaraT Ha 3a0oisBaHe, WIM B PE3yNTaT Ha IMPEIXOKIALIO
MHENOCYTIPECHBHO JICHEHHE.

Moxe na ce HabmoaaBa KyMyJNaTHBHA MHENOCYNpecHA. ThH KaTo HHAYLIHpaHaTa OT XHMHOTEpanus
MHMEOCYTIPECHA € uYecTo oOpaTvma, npunaradero Ha &nynapabuHoB ¢ocdaT H3INCKBa HENPEKBCHAT
XEMATOJIOTHYSH KOHTpO.

QuaynapabuHoBHAT PocdaTr € MOUIHO AHTHHEOIUIACTHYHO CPEACTRO C NOTCHLUHAIHO 3HAYHTEIHH TOKCHYHH
Hexenanu peakUui. [lanmenTrTe, KOMTO MpOBEXIAT N€4YCHHE, TpsAOBa A HEAAT HOx npem.cua'r KOHTpOI
3a Oejle3sn Ha MpOABa HA XEMATONOrHYHA H HEXEMAaTOJIOrHMHA TOKCE 7 qﬁ Ii;‘l'iﬂ\ fapbipa ce NMEpHOAHYHA
oleHka Ha Opos Ha mepH(epHUTE KPHBHH KIETKM 33 OTYHTaHE \\ HEYTPONICHAA H
TPOMOOLMTONIEHNA.




Ilpn BE3pacTHH nNAaUMEHTH €A JOKJANBAHHM MHOXECTBO CIY4Yal Ha NPEAH3BHKAHA KOCTHO-MOFBYHA
XMMOTUIa3MAd MMM alvta3ms, KOATO HMMa 3a pe3ynTaT MAHIUTONEHMA, MOHAKOra BOAELla OO0 CMBPT.
IpoAbIAMTeIHOCTTA HA JUIHHMMHO 3HAYHMATA  LMTONEHHMS IIPH JOKNANBAHHTE CIIVYAM BapHpa OT
MpUONH3INTENHO 2 Mecena a0 npHOamsurenHo 1 roguna.TakuBa enmu3omuM c¢a ce MOABWIH KAaKTO IIpH
JIEKYBaHM, TaKa ¥ TIPH HENEKYBAHH NIPEJH TOBA NALMEHTH.

Kakro H npy fpyrure UMTOCTaTHLH, TpsbBa fa ce sHAMaBa ¢ ¢urynapabuHoBua pocdart, koraro ce obMucna
MoC/Ie/IBaIO B3eMaHE HA XeMAaTONOSTHYHH CTEM KJICTKHY.

*  ABTOMMYHeH deHOMEH

HeaaBuchMoO OT npexosaina aHaMHe3a 33 aBTOMMYHHH [IPOLIECH WIH pesyaraTuTe ot Tecta Ha Coombs, ce
cb00IaBa 32 M0AB2 HA JKHBOTO3aCTPALIABALLY, A [IOHAKOTA ¥ (DATATHM ABTOMMYHMH (GeHOMEHH (BJK. TOUKA
4.8) no Bpeme win cnex nedenne ¢ Onynapa. Iopeuero OT DAIMEHTHTE ¢ XEMOJIMTHYHA AHEMMS PA3BUBAT
HAHOBC XEMOJHTHYCH Npouec NpH nopTopno JeueHne ¢ Onynapa. IlanydeHTH, NpopexKnamM JedcHHe ¢
Diynapa, Tpa0sa na 6bpA2T oA HenpekbCHaTO Habmoaenue 3a noAea Ha Gese3n Ha XeMoNH3a.

B cmyuaii Ha xemonm3a ce mpenopbuBa npekparspaHe Ha nedehuero ¢ Pnynapa. Kphsonpenupane (c
panHoaKTHBHO 00JbYEHA KpPbB, BXK. NO-A0JMY) M AOPEHOKOPTHKOMAHH NPOAYKTH ca Hak-NoaxXoafimoro
JICUCHHUE Ha ABTOHMYHHA XCMOJIMTHYHA AHEMHUA.

* HeBpOTOKCHUHOCT

EdekTsT OT NpoAB/DKHATENHOTO NpuiaokKeHwe Ha nynapa BEPXY LEHTPAIHATA HEPBHA CHCTEMa HE €
H3BeCcTeH. CBLINEBPEMEHHO NPHM HAKOM NPOYYBAHHA NALMEHTHTE NOHACAT MpernopbhbyBaHaTA BEHO3HA 71034
CJICJ{ OTHOCHTENIHO ALJTBI IEPHOA Ha NIpANOKeHNE (o 26 Kypea Ha JIeUeHHeE).

HauperTure TpAOBa na OBaaT NOA CTPOr KOHTPOJ 32 NOABA Ha Oee3n Ha HEBPOJIOTHYHY e(eKTH.

Koraro e H3nonssan pbB BUCOKHM JO3M NO BpeMe Ha KJMHMYHM M3IIMTBaHHA 3a OoNpelelsHe Ha 7103a NMpH
NalMeHTH ¢ OCTpa J1eBKo3a, PiTynapa npHYMHABA MOABATA HAa TEXKKH HEBPOJIOTHYHH €(eKTH, BIUTIOUUTETHO
CJIeNnoTa, KoMa ¥ cMbpT. CHMIOTOMHTE ce npoaBuasar ot 21 no 60 gHU or nocneanara Ao3a. TO3M TENBK
TOKCHYEH e(eKT BbPXy LIECHTPAJIHATA HEPBHA CHCTeMa ce HaGmoAapa NpH 36% OT MalMEHTHTE JeKyBaHH
BEHO3HO ¢ 034 NPHOIM3KUTENHO YETUPH ITHTH NO-BHCOKM (96 mg/m’/NeH B NpoxbIuKEHHe Ba 5-7 JHH) OT
npenopryMTENHaTa A03a 3a Jeverue Ha XJUL ITpu nanueHTH, NeKyBaHH ¢ JO3H B NMPENOpRMBAHHA AHANA30H
npH nedenne Ha XJUI, 4rneHMs Ha TexXKa TOKCHYHOCT Ha LEHTPAJIHATA HEpBHa CHcTeMa ce Habmonasat
pAnKo (KoMa, repyoBe HIH 001ma Bb306yaa) rid He yecTo (00bpKBaHe).

[Ipn NOCTMAapKETHHIOBMA ONHT HEBPOTOKCHYHOCT Ce MPOfBABA I0-PAHO WIHM MO-KBCHO B CPABHEHHUE C
KTHHHYHHTE TIPOYy4BaHHAL.

e CHHIPOM Ha TYMOPEH JIN3HAC

CHuapom Ha TymopeH smauc ce Habmonaea npn XJIJI maupeHTH ¢ BUCOKA CTeMeH Ha TyMopeH ToBap. Toi
kato diynapa MOXe Aa HHAYLUMpa OTTOBOp Oule B IThbPBATa CEAMMIIA OT JIEYEHHETO, CNIeBa Ja CE BIEMaT
MEDKH IPH Te3H NALHEHTH, KOUTO ¢a PUCKOBH 10 OTHOLIEHHE pa3BHTHE Ha NOJ00HO YCIOKHEHHE.

 (pBp3anH ¢ Tpancdy3us peakury Ha NpHEMHHKA Cpellly TPHCANKaTa

Cnen rpancgysns Ha HeoObYeHa paiHOAKTMBHO KphB HA MalMeHTH, NekyBanu ¢ Oayaapa, ¢e Habmonasa
CBbp3aHa ¢ TpaHC(y3mATa peakuysd Ha OTXBBPIAHE HA TPAHCIUTAHTAHTA (peakuMs OT TpaHC)y3IHpAHHTE
MMYHOKOMIIETCHTHH JUM(DOLIHTH KBM rocronpreMHHka). Yecrorara Ha cnobg BQHHA JICTAICH H3XOR KATO
CJICACTBHE OT Ta3H peaKiia € BHcoka. [Iopaau Toea, 32 1a ce HAMAIIH 4 AGKAYm scPbRaaHa ¢ TpaHchyIuaTa
PeakLyg Ha OTXBBLPASHE Ha TPAHCIUIAHTAHTA, HA NNalMEHTHTE, Ha Ko#fe na J\

IPOBEKIAT, WK Ca NpOBEXKAATH JiedeHue ¢ Omynapa, TpaGea ma g/ iy
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e KoxeH KapLIMHOM

ITpH HAKOM TALMEHTH IO BPpEMe WIH cliex NedcHue ¢ Pnypapa ce KabmoAara BIOIIABAHEe WIIH PA3BHTHE HA
CHLISCTBYBALIM IIpeIH TOBA JIE3HH HA KOXKCH KApPLHHOM, KaKTO ¥ [10AB4 HA HOBM KaplLMHOMH Ha KOXXaTa.

e VapeneHo o0LIO 3APABOCTIOBHO CHCTOAHME

[Ips namyeHTH ¢ YBpeHeHo 3ApaBOCAOBHO cheTosHAe Dnynapa TpaOsa Aa ¢e npujara BHHMAaTeJHO H cIie]l
OlIEHKA Ha CHLOTHOIIEHUETO PUCK/TIon3a. Toea ce oTHaca ocoOeHO 32 MalMeHTH € TEeXKKO YBpEeHa KOCTHO-
MO3bYHa (yHKUMs (TpOMOOLMTONICHHA, aHEMHMS W/WIM TIpaHyJOUMTONCHHA), HMYHOAEQHUHT H
aHAMHECTHYHH JaHHM 38 OTNOPTIOHUCTHYHH HHPEKIMH.

e DbuOpevuHo yBpexaaHe

OOmHUAT TeneceH KIMpHHC HA OCHOBHMA TNMa3MeH MeraGonut 2-F-ara-A moka3Ba Bpb3ka ¢ KpCaTHHHHOBHA
KITHPBHC, KOETO IOTBBpPAKAaBa 3HA4YCHHETO Ha OnOpeunus BT HAa €KCKpEUHA 3a eMHMHHMpaHe Ha
ceenuHeHuero. TlauyeHTHTe ¢ HaManeHa 616peuna GyHKUMA HMaT NMOBUUICHH CTORHOCTH Ha 00113 TelecHa
koruenTpatmst (AUC Ha 2F-ara-A). KiHHHYHWTE J2HHK 32 MAalMeHTH ¢ yBpeaeHa OnOpeuna (yHKumA
(kpeaTHHHHOB XJIHpBHC < 70 ml/min) ca orpaHdYeHH.

dnynapa Tpa6Ba Aa ce nmpunara BHUMaTeJIHO NpH nauueHTH ¢ 6s6pedHa HexocTaTsuHOCT. IpH manpeHTH ¢
yMepeHo yBpexiaHe Ha GuOpeunara dyHxuma (kpeaTHHHHOB KIHpBHC Mexxay 30 u 70 ml/min), AosaTa
clieApa Aa ce Hamanu Jio 50% M nanyenTHTe 22 ce MOHMTOpPHpaT (BX. To'UKa 4.2). Jleuennero ¢ Daynapa e
NPOTHBONOKA3aHO NPH KPeaTHHUHOB KIHPBHC < 30 mi/min (BK. TOukKa 4.3).

e [JaumexTH B cTapyecka Bb3pacT

Toit kaTo naHHMTE 3a NpHIoKkeHHe Ha DTy apa npy NALMEHTH B HanpeAHana Bh3pacT (Hax 75 roauHy) ca
orpaHM4cHH, NpuiaraHero Ha OnyAapa Npy Te3d NAlHEHTH CleABa a CTaBa BHUMATENHO (BX. CBHIO TOUKA
4.2).

o KoHTpauemms

Jenn 1B MBXe BEB (pepTUMHA BB3pacT TPAOBA A B3IeMar KOHTpAUCITTHBHH MEPKH IO BPEME H HE [10-MallKO
OT 6 Meceua cnel CpaHe Ha JISYEHHEeToO.

¢ Bakcupanuu
ITo speme u cnen nedenne ¢ Dnyaapa cneasa ga ce u3dArea BAKCHHNPAHETO ¢ JKHBH BAKCHHH.

e B13MOXKHOCTH 3a MOBTOPHO JICUSHHE Clel HA4aTHO leueHHe ¢ Puayaapa

[IpemuHaBaHe cien HavanHo neveHue ¢ Oaynapa keM xnopaMOyuwt (calorambucil) Npu TaLMEHTH, KOHTO
He otroBapat Ka Onyzaapa, TpaGea Aa ce M3I0ArBa, THH KATO MOBEYETO NMALMEHTH, KOUTO Ca PE3HCTCHTHH KBM
Dnynapa, NoKa3BaT PeIUCTEHTHOCT U KbM XJI0paMO YL,

4.5 BraumoneiicTsne ¢ Jpyrd JJeKapcTBeHH UPOSYKTH H Zpyrd (JoOpMHM HA B3aHMOLREHCTBHE

IIpy KIMHMMHM npoyuBanus BBpXy Pnynapa B xoMOMHAaUMA ¢ NEHTOCTaTHH (A€OKCHMKOQOPMHUIMH)
(pentostatin (deoxycoformycin)) 3a nevuenne Ha pedpaxTepHa (Henoajzasaiia ce Ha NE€YEHHE) XPOHMYHA
namporTHa nepko3a (XJUUI) ce nabniogaBa HenpueMINBO BHCOKA u-: a5t (baTa.nHa benoapobHa
TOKCHMHOCT. [Topany ToBa He ce MPenopbYBa H3NOJN3BAHETO Ha dm}f
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TepaneBTH4HAaTa euKacHOCT Ha Onyaapa.



KNMMHHYHH TMpOyYBaHHA M In Vitro ONMMTH MOKa3BaT, 4Ye IO BpeMe Ha H3NON3BaHeTO Ha DiyRapa B
KoMOHHanMa ¢ uuTapabun (cyfarabine) ce NOBHINABa BLTPEKIETHYHATA KOHIEHTPAIIKA H BETPEKIEThYHATa
excno3uuma Ha Ara-CTP (aktuBen merabonur Ha cytarabine) B neBkeMMMHH wieTkd. IDiaameHure
KOHLUEHTpaupH Ha Ara-(C ¥ cTernieHTa Ha enuMHHHpaHe Ha Ara-CTP He ce 3acqrar.

4.6 DbpeverHOCT H KbpMEHE
¢ bpemMeHHOCT
®ynapa He Tpa6Ba Aa ce nprwiara no ppeMe Ha OPEMEHHOCT, THil KATO MOXKE N1a YBPEAM 3apOouilia,

Xenure BpB (epTiiHA BB3pacT TpAOBa Aa OmpAaT chBeTBaHW Aa W30ArBaT OpeMeHHOCT H Aa HHQOPMHpAT
CBOEBpEeMECHHO JICKYBAIKA JieKap, ako 3a0peMeHenT.

MHoro orpaHMMeH OITHT BBPXY XOpa NOAKPena eMOpPHOTOKCHYHHTE NMPOYYBAHHA BBPXY KHBOTHH, KOHTO
MMOKa3BaT HalHYHE HA eMOPHOTOKCHYCH WHIM TepaToreHeH MOTEHLHall, HOCEU] ChOTBETEH PHCK 3a XOpa B
NMpeABKKIAAHNTE TECPaNeBTHYHH R03H. [IpeaKmHMHMYHH JaHHH OT MPOYYBAaHWA BBPXY IUIBXOBE [OKa3Bart
npeMyHHaBaHe Ha {QuiynapabunHoBHa ¢ocdar W/Wid Heropure mertabonuru npes d¢eTo-TUIalEHTapHATA
Gapuepa.

e KupMeHe
He ¢ U3BeCTHO JaJIN JIEKapCTBOTO C€ EKCKPETHPA B KbPMaTa IIPH XOpa.

ChlUeBpeMEHHO AAHHUTE OT NPEAKNIHHHYHHTE NpOYYBaHHA IOKa3Bat, 4¢ ¢haynapabuHOBHAT docdar H/HIM
HEeroBuTe MeT200/IUTH NPEMAHABAT OT KPHBOOOpaIleHHETO HA MalikaTa B KEpMara.

ETo 3auo no speme Ha neyenHe ¢ Dirynapa KepmeHeTo TpsaOBa a ¢e NpeyCcTaHOBH.

4.7 EdexTH BLpXy cnocofa0CTTA 38 wodupane H paboTa ¢ MANHAHH

dnyaapa MoXe Na Hapywld cnocoOHocTTa 3a wodHpane H pabota ¢ MalOMHM, Thil KaTo ca HabmoaaBaHU
yMopa, citaboct, oObpKBaHe, MpUNanbsM, BE30yaa H 3pHUTENIHH HAPYLUCHHA.

48 Hexenanu NeKapCTBCHH PEAKIHH

Cnopen onwra ¢ IIpHIOXkeHMe Ha Diuyzapa, Hail-uecTO CpPEINAHHTE HEXKEJAHH peaKIUHH BKIIQYBAT:
MHeNnocynpecua (HEYTpPONneHua, TpoMOOLMTONEHHA M aHeMMA), MH(EKUMH, BKJI. NHEBMOHHA, KalUTHIIA,
IIOBHILICHA TEMIepaTrypa, yMopa, cjJafocTt, rageHe, moepeiiaHe, nvapud. Jlpyrd decto cnodlnaBaHu
HEeXeNaHH peaklHH BKJIFOYBAT BTPHCaHe, OTOK, OOIO Hepa3ronoKeHHe, nepugepHa HEBpONaTHi, 3pHTEC/THH
CMYILIEHHA, aHOPEKCHA, MYKO3HMT, CTOMATHT M Kooked obpue. Ilpy maumesnTn, nekypanua ¢ Diryaapa, ce
Pa3sBUBAT TEXKH ONOPTIOHUCTHYHH MHexuuH. MMa cro0LUeHHA Y 3a IeTalieH H3XO/ BCIISACTBHES HA TEXKKH

HEXCETIaHN peakUKH.

Tabnunara no-A0y NOKa3Ba HeXeJlaHHTe PpeaklHH crioped cucTeMo-opraHHara kinacugukauma MedDRA
(MedDRA SOCs). Yecrotata ce Oasdpa Ha JaHHHTE OT KIHHMYHHM IJIPOYYBAHHA HE3aBHCHMO OT
B3aHMOBpB3KaTa ¢ Pnyzapa. Jlekure HEXKENaHH JIEKAPCTBEHH peakuMy ca HASHTHHUHPaHH INpH
MOCTMAPKETHHI'OBH YCIIOBHA.
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Cucremo-opragna | MHOro 4yectn Yecrn HeuecTH ‘
Kiacupukauus o | 2/10 21/100 po <1/10 >1/1000 no <1/}6%
MedDRA 6aza
AaHHH
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Cucremo-opranna | MHoOro yecrn YecTH HeuvecTH Peaxn
KiacHpukauma no | 2/10 21/100 no <1/10 21/1000 po <1/100 >1/10000 go
MedDRA 6a3a <1/1000
AAHHH
Hudexuun n Uudexuun/ I_— _\_ﬁnmbonpm[ﬂcbcp
HHpeCcTaUHH OMOPTIOHHCTHYHH ATUBHHU
HHexnuu (KaTo HapyIIeHH,
peakTHBHpaHe H (ceBp3and ¢ EBV)
NOoABA HA JIATeHTHA
HHpeKknus, namnp.
MpOTrPecCHBHA
MYITH(OKATHA
JIEBKOCHUePaNOnaTH
A, Xepnec 30CTep
supyc, EBV
HHpeKums),
B . NHEBMOHUSA .
Heomnnazmy - MHuenoaucILacTH
noOpoxaveCcTBEHH, YeH CHHAPOM B |
3JI0KAYCCTBEHH H OCTpa MHETOHHA
HeolpeaeacHM (BKIIL. JIEBKEMHSA
KHCTH H TIOMHIIH) {CBBp3aHH C
OPEAXONHO,
€ IHOBPEMEHHO
HJIM TIOCIEeABallo
NieYeHue C
ANKHTHPALTH
ar¢HTH HJIH
. _ sregerepanus)*
Hapymenus Ha HeyTtponenus, MnenocynpecHd
KpbBTa H TMMQHaTa | AHEeMu1,
CHCTEMA TpoMGouuTonenns . _ _
HapymeHnus Ha ABTOHMMYHHH IIpOABH
MMYHHATa CHCTEMa (BKIIOYBALIH
aBTOMMYHHA
XeMOJIMTUYH]
aHeMHA, CHHAPOM Ha
Evan,
TPOMOOUMTONEHHYHA
mypnypa, npiaobura
xemodunus,
neMpuryc)
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Cucremo-opragna | MHoro yectn JecTH HeuecTH Peaxn
raacaguranua no | 21/10 21/100 ao <1/10 21/1000 po <1/100 >1/10000 a0
MedDRA 6a3a <1/1000
JAHHH
Hapynienus Ha AHOpeKcHA CuaHzpoM Ha
MeTaboNHIMa H TYMOPEH JIN3NC,
XpaHEHETO (BKIIIOYHTENHO
O61OpeuHa
HeJAOCTATHUHOCT,
MeTabOJIHTHA
almAao03a,
XHITEpKAIHEMHA,
XHITOKaNLeMu,
XHMEepyPHKEMHA,
XeMaTypns,
ypaTHa KpHCTAIYpHA,
xuneppochareMns)
Hapyiuenus Ha [TepudepHa O6bprasocT Koma, repyose,
HepBHATA CMCTEMA HEBPONATHA _ | »p30yaa
Hapymenus Ha 3pHUTENHH Cnernora, onTHYEH
OKOTO HapyLUeHH HeBPHT, OIITHYHA
_ _ HEBPOTIATHS
CepAcynan Copredna
HapyleHus HEAOCTATHIHOCT,
. _ ApHTMHA
Pecniupatopnn, Kamnuua BenogpobHa
TPBIOHH H TOKCHYHOCT |
MEAHaCTHHAIHH (BIIOYHTENHO
HapYlUeHR myIMOHAITHA
¢nGpo3a, THEBMOHHT
_ W ANCTIHEA)
Cromamuo-apesa | IloBpbinane, Cromatut [MacTpoMHTECTHHAIIHA
HapyLIeHHA OUapHs, rajicHe xeMoparu,
abHOPMHH
. naHKpeacHH ¢HINMH
Xenaro-OunHapHu ABHOPMHH
HapymecHuA yepHOAPOOHH
_ CH3HMH _
HapymieHus Ha Obpue Pak Ha koxaTa,
KOKAaTa U TOKCHYHA
MOJKOMKHATA ThKaH enuAepMaHa
HEKpOAIHN3a
(CHRHAPOM Ha
Lyell), cungpoM
Ha Steven-
_ _ Johnson.
Hapymenns Ha XeMoparnueH
on0penuTe H MCTHT
MAKOYHUTE MIbTHINA _ |
O6mu napymenns | [lopuieHa Enem,
H eexTH Ha TEMIIEpATYPa, JIAraBHYHO
MACTOTO HA yMopa, BB3NANCHUE,
MPIIOKEHRE cnaboct BTpHCaHe,
ﬂ HEpPa3nolokKeHHe




Cucremo-oprasna | Muoro uecTn YecTn | Heuectn T Penxu
kaacHbuxanmua no | 21/10 =21/100 no <1/10 21/1000 no <1/1(0 >1/10000 no
MedDRA 6a3a <1/1000
JAaHHH

* MoHotepanuaTa ¢ diryziapa He ce CBbP3Ba C MOBHILEH PUCK OT pa3BUTHE Ha MHENOANILIACTHYCH
| cnHAapoM/OcTpa MHENIOH/IHA JIEBKEMMUSL.

Hanon3sana e Hail-noaxomamara MedDRA TepMuHONOrHyHa BepcHs 3a ONMUCBAHE HA ONPEACIICHHU peaKLIuH.
CHHOHHMH WIH CBBP3aHH CBCTOSHHA HE ¢a M30poeHH, HO CHILO TPAORA Aa ce UMaT NpeaBH.

[Ipu BCSKO rpyIMpaHe B 3aBHCHMOCT OT YECTOTATA, HEXKETAHHTE JIEKAPCTBEHH peaklUHH ce Hbpossar B
HH3XOZALI peZl [0 OTHOIIEHUE Ha TAXHATA CEPHO3HOCT.

4.9 Ilpesoznpane

Bucokure nosu dnynapa ce cppp3BaT ¢ HEOOPATHMH ABNEHHSA Ha TOKCHYHOCT BbPXY LICHTpaJHATA HEPBHA
CHCTEMa, XapaKTepu3upalll ¢ ¢ KbCHA CIEeNoTa, KoMa B CMbPT. BHCOKHTE I03H ¢a CBBP3BAHH CHINO H C
TEXKA TPOMOOLUTONEHHA M HEYTPOIIEHHA, TOPaH NOTHCKAHE Ha KOCTHHA MO3BK.

CrretgH4eH aHTHAOT cpellly npexo3upad Omyznapa He e n3BecTeH. JICUCHHETO BIUIIOYBA NIPEYCTAHOBSBAHE
NPHJIAraHEeTO Ha NPOAYKTa H MOAABPKaI0 NeYCHHUE.

5. ®APMAKOJOI'HYHH CBOUCTBA

5.1 dPapmakoaHHAMHIHH CBOHCTBA
dDapmakoTepaneBTHYHA Ipyrna; AHTUHEOIUIACTHYHH areHTH, aHato3H Ha nypuHa, ATC xkox: LO1B BO05

Durynapa ceaAbpka durynapabunor ¢gocdar, BogopasTBopHM ¢iryopHpaH HYKISOTHIOB aHAJIOr Ha
AHTHBHPYCHPA MPOAYKT BUAapabux, 9-P-D-apaburodypanosunanennn (apa-A) (9-5-D-
arabinofuranosyladenine (ara-A}), XOiTO € OTHOCHTEJIHO Pe3HUCTEHTEH Ha e3aMHUHHpaHe ¢ aJIeHO3HH
Jle3aMMHA3a.

Dy 1apabHHOBHAT dochar 6bp30 ce pedocdopunupa o 2F-ara-A, KOHTO ce noeMa B KISTKHTE H Clle] TOBA
ce ¢dochopuiupa BBTPEKIETHYHO OT AS30KCHUMTHIAMH KHHa3za A0 axTuBeH Tpudocdar — 2F-ara-ATP.
Joka3aHo e, 4e To3H MeTaboMMT NOTHCKA pUOOHYKIIEOTH] peAyKTa3a ¢, O H £, [IHK npumasa u JTHK nurasa,
¢ KoeTo noTHcka cuHTe3a Ha JJHK. OcBen ToBa ce pa3puea yactHuHo notHckane Ha PHK mosmumepasa 11 u
NOCIEABALIO peAyLIMPAaHe Ha CHHTEe3a Ha OenThIM.

T'pH KaTO HAKOM aCMEKTH OT MeXaHW3Ma Ha JeicTBue Ha 2F-ara-ATP pce olne He ca H3BECTHM, Mpeanonaara
ce, ue edextsT BEpXy JHK, PHK n cHHTe3a Ha Genrpuu o6Ino mompHHacd 3a NMOTHCKaHe HA KIETHYHHA
pacrex, Karo notTuckanero Ha JIHK cuHTesa e noMuHaHTeH (hakrop. B AOTbIIHEHHE, NPOYYBaHHATA in VILIO
nokaspart, 4ye¢ KOHTakThT Ha XJLUJI mum¢oumtn ¢ 2F-ara-A oTkmouysa NpOSBLIDKHTENTHO (parMeHTHpaHe Ha
JAHK ¥ knerbuHa CMBPT - TUI aIIOITTO34.

KnuauuHo mpoyusaHe ¢aza III mpd naumeHTH ¢ npenMiuHa HencKyBaHa B-xpoHuyHa muMmoLHTHA
NeBKEMHA, CPaBHABAIIO JleveHneTo ¢ Maynapa cpewry xmopamGyin (40 mg/m®, 4 cenmuuy) npa 195 u 199

NAaLHEeHTa COBTBETHO, IIOKA3Ba CCOHHA PE3YTAT: CTATHCTHYECKH 3HAYMMA [0-BHCOKE oﬁma 4ecToTa Ha
OTTOBOP H YECTOTAa HAa MBJIEH OTTOBOP CEA HAYamHO JiedeHHe ¢ Paynapa, / a4 gqmm ﬁ(; 6y (61,1%
cupamo 37,6% u 14,9% cnpamo 3,4%, CROTBETHO), CTATHCTHYECKH 3HHID F u ﬁ; WJDKHTETHOCT
Ha otrosopa (19 cnpsamo 12,2 Meceua) u speMe ao nporpecus (17 copsp Q‘§ U *T.'?' 150 FANMEHTHTE BB
®mynapa rpynara. CpeaHaTa NpexMBAEMOCT Ha IBeTe PYNH NaiueH H® pO7l-Meder -'f:"fﬂ napa u 55,1
Mecela 3a XJIopaMOYLUA)1, HEe3HAYMTEeJHA paifiKa € MOKa3aHa CBLIO\\ K e:; -_{f. }E DENCTABAHE.
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YacTTa OT NAUMEHTH, NPH KOMTO € JOKJMafBaHa TOKCHYHOCT, € CPABHMMa MEXAY NalueHTHTe oT Prynapa
rpynata (89,7%) ¥ manHeHTHUTe OT XopaMOyipun rpymara (89,9%). Jlokaro pasmHKara B MeCTOTaTa Ha
XeMaTOJJONMYHATa TOKCHYHOCT € He3HAuMTeNHAa MEeXXAY ABETEe PYNH Ha JICHeHHe, 3HAYHTEIIHO NO-TO/iaMa
4YaCT OT NANMEHTUTE OT rpynara a dyaapa ca MMATH TOKCHUHOCT Ha Genure kpbBHH KnetkH (p=0,0054) 1
mamdowTaTe (p=0,0240), B CpaBHEHHME C MALUMEHTHTE OT Ipynara Ha xjaopamOyum. IlanpeHTHTe, KOHTO Ca
MMAITH [3JcHe, TIOBPBLIAHE W AMApHA ca 3HAYMTE/IHO MO-MANKO Npw naumenTute Ha Puynapa (p<0,0001,
p<0,0001 u p=0,0489, cCHOTBETHO), OTKONKOTO MALHEHTHTE Ha XjjopaMOyuwi. JloknansaHy ca ChINO CITyYan
Ha 4epHOAPOOHa TOKCHYROCT IpH 3HauuTenHo (p=0,0487) mo-manka 4acT OT NAILMEHTHTE B rpynarta Ha
dnynapa, OTKONKOTO B TPYINaTa Ha XnopaMOyIUiL.

TMauweHTH, KOWTO THPBOHAYAIHO ca ¢¢ NOBMMANH oT (©ryaapa, UMAaT WIaHC Aa OTrOBOPAT OTHOBO Ha
Qrygapa MOHOTEpaTuA.

PanoMHaupano mpoyuBane Ha ®mynapa cpemry uwnkiodocdamma, agpuammiMH u npearuson (CAP)
(cyclophosphamide, adriamycin and prednisone (CAP)) npn 208 maunenta ¢ XJUI Binet eran B wm C
[0Ka3Ba CJIEJHUTE Pe3yITaTH B NOArpynarta ot 103 nauueHTH ¢ NpeABapHTENIHO eyeHne: o0aTa YecTora
Ha OTTOBOP M YECTOTATA Ha IYhJIEH OTrOBOp ¢a mo-BucokH npu ®dmymapa B cpaBHenue ¢ CAP (choTBETHO
45% cnpamo 26% u 13% cnpsmo 6%); NPOAB/DKHTETHOCTTA Ha OTroBOp M 0O0IlaTa NpexKHBACMOCT ca
noaobun ¢ ®nymapa u CAP. B pamkuTe Ha onpeleieHHA CPOK Ha JiedeHMe oT 6 Meceua OpoAT Ha
cMBPTHHTE ciTyuad ¢ 9 (Pinynapa) cipamo 4 (CAP). AHaTM3BT Ha JAaHHMTE 6 Mecella CICA Ha4anoTo Ha
JleueHre, MOKA3BaT PAa3NHKa MeXIy KPHBMTE Ha npexusaemoct Ha ®mynapa m CAP B noma na CAP B
noArpyrnaTa Ha NMpeABaPHTENIHO JIeKyBaHHTe Npeay ToBa nauyeHTH Binet eTan C.

5.2 @®apMaKOKHHETHYHH CBOHCTBA

Dapmaxoxunemuxa na aydapabun (2F-ara-A) ¢ npasma u ypuHa

dapMakOKMHETHYHHTE NnapaMeTpH Ha daynapabun (2F-ara-A) ca mpoy4eHH C/i€jl BEHO3RO NPHIIOKEHME HA
6bp3a GomycHa MIDKEKLMA W KpaTKoTpaiiHa MHQY3HA, KaKTO M C/IEA TMPOABIDKHTEHA HH)Y3HR H clel
nepopaiHo npuwioxenue Ha ¢iynapabutos docdar (Daynapa, 2F-ara-AMP).

Hama acHa Bpb3ka Mexny dapmakoknHeTuxata Ha 2F-ara-A u neweGHara ehMKaCHOCT NPH MALMEHTH C
KapLHHOM,

ChIlLEeBPEMEHHO, N0ABATA HA HEYTPONEHHA ¥ MPOMEHHTE B X6MATOKPHTa MOKa3BaT, ¥¢ (MTOTOKCHYHOCTTA Ha
¢nynapabus dbocdaT moTHCKa XeMaTONoe3aTa Mo 3aBUCHM OT 03aTa HAUKH.

o Pasnpenenenue u MeTaboNHIBM

2F-ara-AMP e Bofiopa3sTBOpHM npoMeanKaMeHT Ha ¢urynapaGu (2F-ara-A), KoifTo B YOBEIIKHA OpraHNIbM
66p30 H MBIHO ce aedochopranpa A0 HykiIeosuaa durynapabud (2F-ara-A).

Tlpyr metaGonut, 2F-apa-xunokcanti (2F-ara-hypoxanthine), KOHTO € OCHOBEH METAOONMT TPH Ky4eTa,
npu Xopa ce HabJ1101aBa B MHOTO MANKH KOJIMYECTRA.

Cnen eanoxpaTHa uHby3us Ha 25 mg 2F-ara-AMP na m’ npn nauuenTu ¢ XJUI, IpH NpoaB/OKHTEHOCT Ha
uHdysuara 30 MuHyTH, 2F-ara-A 10CTHTa CpeIHH MAKCHMAIHA KOHLICHTPalHH B T1a3Mara oT 3.5-3.7uM
B kpas Ha MHQy3uaTta. CpoTBeTHHTE HHBa Ha 2F-ara-A ciell meraTa 7i03a TIOKasBaT yMEpeHO HATPYNBaHC

TpH CpelHM MaKCHMAnHM HHBa oT 4,4 — 4,8 UM B kpas Ha uA(Yy3uarTa. [1py J-1HEBHA CXCMa Ha NICYECHHE
MEXCIWHHMTE IU1a3MEeHM HEBA Ha 2F-ara-A ce MOBHLIABAT ¢ (PAKTOP P? B3 ' 3%, AkyMspaneTo Ha 2F-ara-
A 1py HAKONKO JieueGHH LUKBIAa MOXe Ja ce u3kmoud. IlocTMmakce /- I C-HABA-C _ B TpH ¢a3n, npH
HAYATHO BPEME Ha MOMY->KUBOT OT NPUGIHIUTENHO 5 MHHYTH, MEKIMIEHY BDCH ola myTg-Rppor 1-2 vaca H

TepMHHAJIHO BpeMe Ha NOy-3#MBOT OT oKkoJ1o 20 yaca.

% Lol sty |
Yo o ’-__I?j‘r =
CpaBHHTENIHO MPOY4YBaHe BBPXY (apMaKOKHHETHkaTa Ha 2F-ara-A R TR o6 Irasse

xmpeHe (CL) e 79440 ml/min/m® (2,2+1,2 ml/min/kg), a cpeAHHAT O % NASHPEIRIS /.' e (Vss) e 83£55
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/m2 (2,4+1,6 1/kg). JlanHnuTe nokaseaT BUCOKa CTENEH Ha BApHAOWMHOCT [IpU oTAETHWTE MauueHTH. Crea
BCHOIHO H [Iepopa/lHO TNPHIJIOKeHHe Ha ¢ayaapabuHoB docdar nnasMeHure HHBa Ha 2F-ara-A M
croiiHOoCcTHTE 3a AUC ce moBHaBarT JHHEHHO C 103aTa, AOKATO BPEMETO HA TMOIY>KHMBOT, IUIA3MEHUAT
KIMPBHC H 00eMUTE Ha pasnpeAefieHHe OCTaBaT ITOCTOAHHH, HE3ABHCHMO OT /103aTa, KOETO I'CBOPH 3a
JIHHEEH MOZCA Ha MOBEASCHHE MO OTHOMEHHE Ha [03aTa.

o EnuMHHHpaHE
Ennmunnpanero na 2F-ara-A crtaBa oCHOBHO upe3 Obb6peuna ekckpeumda., 40 mo 60% ot BeHO3HO

MPHJIOXKEHaTa 03a Ce eKCKpeTHpa B ypWHata. [IpoywsanusTa Bppxy Mac OasaHca npu XMBOTHH C *H-2F-
ara-AMP nokasear neaHC Bb3CTAHOBABAHE HA PaAMOAKTHBHO MAPKUPAHUATE CHEOUHCHHSA B YPHHATA,

¢ XapaKTepHCTHKA NPH NALHCHTH
[Tpy vuaweHaK ¢ yBpeacHa 0p6peuna QyHKUMA OOLHAT TeJECeH KIMPBHC € HaMaJIeH, KOETO TOKa3Ba, 9¢ €
HeoOxoaMMo Jozara na ce Hamanu. [IpoyusaHusaTa in Vitro ¢ IPOTEMHH OT YOBEINKA TIa3Ma MOKA3BaT, Ye

HAMA TeHAeHUHA 2F-ara-A fa ocbuIeCcTBABa CBhp3BaHe ¢ OENTBLMUTE.

Knemvyuna dapmaxoxunemuxa na guyoapabun doccham

2F-ara-A ce TpaHCNOpPTHpa aKTHBHO B JIEBKO3HUTE KJICTKH, KBAETO ce pedocdopunupa 1o Monodocdar 1
cien Toea A0 AM- H Tpuochar. Tpugocharsr 2F-ara-ATP e ocHOBEH BETpeKIeTbYEH METa0OIHT H
CAHHCTBEHUAT META0ONT, 38 KOHUTO € H3IBECTHO, Y€ NMPUTESkKABA UHWTOTOKCHYHA aKTHBHOCT. MakcHManHu
HUB2 Ha 2F-ara-ATP B neBko3nn numdountv ipu maumeHtH ¢ XJIJI ce Habmopapar cpeaHo cnen 4 4aca,

KaTo MOKa3BaT 3HAYHMTE/IHH BapHallMM KATO CpeAHaTa BBPXOBa KOHLEHTpauua ¢ npubnusmrenHo 20 pM.
Hupara Ha Z2F-ara-ATP mpu NeBKO3HM KIETKH ¢a BHHAH 3HAYHTEIHO MO-BHCOKHM OT MAKCHMATHKWTE HHBA Ha
2F-ara-A B i1asmMara, KOSTO NOKa3Ba akyMyaupaHe B TapreTHUuTe 30HM. UAKyOupaHeTo in vitro Ha IEBKO3HH
NMMQOLIMTH TOKa3Ba JjIMHENHa Bpb3Kka MEXKIY WIBEHKIETLYHOTO H3naraHe Ha 2F-ara-A (DpoaykT oT
KOHLCHTpaliaTa Ha 2F-ara-A ¥ NMpoAB/DKHTENHOCTTa Ha HHKY0aUuWaTa) H BBTPEKJIECTHYHOTO 00oTaTABane C
2F-ara-ATP. Enumunnpaneto Ha 2F-ara-ATP oT rapreTHHTE KIeTKH MOKa3Ba CpeHH CTOMHOCTH Ha MOMy-
XHUBOT OT 15 n 23 yaca.

3.3 llpeAKInMHAYHN JAHHH 32 6€30NACHOCT
o (CHCTEMHA TOKCHYHOCT

[Ipn mpoyuBane BBPXY OCTpara TOKCHYHOCT, e AHHHYHM 034 uynapabHHOB docdar NpHUHHABAT TSHKKH
CHMIITOMH HAa HMHTOKCHKAlUHMA WIA CMBPT MpHA TOJNEMHHA Ha J03ara OKOJO ABa MBTH NO-TONIMa OT
TEPaNeBTHYHATA 103a. KakTo Moxe Aa ce oyakea 3a UHTOTOKCHYHO CheAMHEHHE, 3aCAraT ¢ KOCTHHA MO3BK,
MUMQPOMAHUTE OPraHH, CTOMALIHO-YPEBHATA JUraBHLia, Ob0peurTe H MBXKKHTE NONOBH Oprany, IIpH HAKOH
MALMIEHTH €a HaOMOZaBaHM TEXKKM HEKEIAaHH peakuMH W npu A03H ONM3KW OO NpenophLYBaHUTE
TepaneBTHUHN 103K (daxrop 3 0o 4), BRIIIOYHTENIHO TEXKAa HEBPOTOKCHUHOCT, MOHAKOra C JIETAIEH U3XO0X
(BK. TOUKa 4.9).

[Ipoy4aBanuaTa BEPXY CHCTEMHATA TOKCHYHOCT Clie/l MHOTOKPAaTHO NpUIokeHHe Ha ¢ayaapabunos gocdar
MOKAa3BaT M HAJIMYHE Ha OYaKBaHA ©PCKTH BLpPXY Obp3o nponudepHpallWTe ThKAHH Haj onpeAeneHa
mparoBa Ho3a. Texectra Ha MOPQOJOrMYHWTE MPOABH CE TOBUILNABA ¢ yBeJMYaBaHE Ha [03aTa M
NPOOBMKUTEAHOCTTA HA MPHIOKEHHE, KAaTo HabmogasaHuTe mpoMeHH OOHKHOBEHO ¢€ IIpHeMar 3a
copatumMu. llo nNpHHUMNT HANMYHUAT ONMT OT TEPANEBTHYHOTO IPHJIOKeHHe Ha ¢ -'-'-;

HAITHYHETO Ha CpaBHMM TOKCUKOJIOTHYEH NpodHI NpH XOpa, HE3aBMCHMO OT TOBa, /, V!

4

HabmroaaBaHd AONBIHHTENHH HEXKENaHH PEAKUKY, KATO HEBPOTOKCHYHOCT (BK. ToukaM. 8./, (i
= %
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» EMOpPHOTOKCHYHOCT < =
"
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Pe3yqTaTHTE OT TIPOYYBAHHATA BBPXY EMOPHMOTOKCHMHOCTTA IIPH JKMBOTHM IIOKA3BaAT HANHYHE HAa
TepaTOreHeH NoTeHIman Ha duiyxapabunop docdar. Wmalike npem BMA TACHATA IpaHMIA MEXTY
TEpPaTOreHHaTa 0334 INpH JKMBOTHH M TEPANeBTHYHATA X033 MPH XOpa, KAKTO U aHANOTHMATA C JPYrd
aHTUMETA0ONMHUTH, 33 KOWTO Ce IpeAnoara, 4e HapyllaBar npoiteca Ha nu¢epeHIMalHs, TepaneBTHIHOTO
npunoxkeHne Ha Piynapa ce onpeAena KATO OTHOCHTENIHO PHCKOBO IO OTHOLIEHHE HA TepaTOreHHH edieKTH
npH xopa (BXK. Touka 4.6).

® | €HOTOKCHYEH NOTEHIHAN, TYMOPOr€HHOCT

YcraHoBeHO €, ue (mynapabuHOBHAT TIpHYKMHsABa yepexknaHe Ha /THK B omHT 3a OGMsIHA Ha XpOMATHA
¢ochar, HHAYLHMPA XpOMO3OMHM abepalMH TMpH in vilro IMTOreHeH METOA W NMOBHIIABa 4ecCTOTaTa Ha
MHUKPOAXPATa NPH MHUIIH MHKPOAAPEH TECT in VIVO, HO B CBHILOTO BpEME € OTPHLATENISH [PH TECT 3a MeHHA
MyTalUHA W OOMHHAHTEH JICTAICH TECT NPH MBXKH MHUWKH. 110 TO3H HayeH MyTareHHUAT NOTEHLHAN Ce
AEMOHCTPHPA MPH COMATHYHH KIETKH, HO HE H NIPH 3apOHINHH,

H3sectHaTa akTHBHOCT Ha (nyaapabunos docdar Ha JJHK HMBO U pe3yTaTHTEe OT MyT2reHHMA TEeCT AaBar
OCHOBaHHe Jja ce Mpeanojara HaTH4YMe Ha TyMOporeHeH norediMan. He ca nmpoBexaaHy W3NMTBAHHA BBPXY
JKMBOTHH MMAILIK NPAKO OTHOLIEHHE KbM BBIIPOCA 3a TYMOPOIE€HHOCTTA, Thil KATO ChbMHEHHETO 3a MOBHILEH
PHCK OT BTOPH TyMOp, MpHYHHEH OT JeueHue ¢ Dnypapa, moxe Aa Obae NMOTBBPASHO HM3KIFOYHTENHO C
eNUJICMUOJIOTHYHH AaHHH.

¢ JloxanmHa NOHOCHMOCT

Coopen pesynTaTTe OT ONWTH ¢ JKHBOTHHM NP BE€HO3IHO TMpHIOXKeHHe Ha (ruymapabmn docdar, He ce
OYaKBa 3HAYMTEHO Jpa3HEHE HA MACTOTO Ha MHXKeKTHpaHe. JopH B CJIyyad ¢ MOCTdBeHA HA HEMPABHITHO
MACTO HHDKEKI[HA He ce HaOmonaBa MECTHO Apa3HEHE IIPH NapaBeHO3HO, MHTPAAPTEPHAIHO M MYCKYJIHO
NPHIOKEHHS Ha BOJCH pa3TBop cbabpxam 7,5 mg ¢nynapadbunos docdar/mi.

CxoncTBOTO BBB BHAA HAa HaOMOJaBaHWTe JIC3HH B CTOMAINHO-YPEBHHA TPaKT Cli€d BEHO3IHO WIH

HHTPRracTPAIIHO NPHJIOAEHHE MPH OIKUTH ¢ KHBOTHH € B NOJKpeNa Ha Nnpeanoiao;xeHyeTo, e ¢urynapabun
¢dochat HHOYLHPa EHTEPHT KaTO CHCTEMEH e(eKT.

6. ©OAPMAIEBTUYHW JAHHH

6.1 CnHcbK HA DIOMOIHATE BEIECTBA
ManuTon, HaTpueB XuapokcHA (3a kopurupaxe Ha pH ao 7,7).
6.2 HecLbBMECTHMOCTH

Ilpn nuncata Ha MINMTBAHMA 33 CbBMECTHMMOCT, TOBa J€eKapcTBO He TpaAbBa Ja ce cMecBa € JAPYIH
NeKapCTBeHH IMPOAYKTH.

6.3 Cpoxk na roanocrt
B onakoeBka 3a npogaxb6a: 3 roouHu.

Xumuueckara H pH3MyeckaTa cTabHIHOCT ciiell pa3TBapsAHe € A0KazaHa 3a 7 AHM npH 4 °C,

Ot MHkpobHONOriHYRa rneHa TouKa NpoayKTET TpaOBa Aa 6s4e H3Non3BaH
BEAHAara, ycJIOBHATA M BPEMETO Ha ChXPAaHEHHE HA NPHUIOTBEHHA pa3TBOp ca
He TpAOBa Aa O6bAaT no-aearu ot 24 vaca npu 2 no 8 °C wiu 8 uaca npu

L

ARG e ¢ Rypronsa

PPHQGT, HA TT3RATEIA H

6.4 Chnenmaauy yeJIOBHA HA ChXpaHeHHE
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ITpoAYKTET HE H3ACKBA HUKAKBH CTICLHAIIHH NMPEANAa3sHH MEPKH NIPH ChXPaHCHHUE.

OTHOCHO YCIOBHSTA HA CHXpaHEHHE Ha NMPUrOTBEHHA WK Ha pa3peeHHs pa3TBOP Ha JICKapCTBCHHA
NMPOAYKT, MOJIA BIKTE TOuKa 6.3.

6.5 /lanHn 32 onaKkoBKara

10 ml 6esupetrn THI I cTeKIEHN QakonH, cbabpkamH 50 ml durynapabrHoB ociar.
Bcesaxa onakoBka ¢habpxa no 5 ¢iakoHa.

6.6 Cnenaansm npeanazHd MepPKH NpH H3XBLpAsHE H padoTa

o [IpurorefnHe Ha pa3TEOpA

PasteopnT duiymapa 3a mapeHTEpaliHO NMPHIOKEHHE CeaBa Aa C€ NMPHroTed aceNTHYHO, KATO CC noGass
cTepwiHa BoAa 3a Hikekiud. Korato ce nofapm 2 ml crepunHa BOAA 34 HHDKEKUNM, TBRPAATA
nuodwIM3NpaHa Maca TpAGBa [a ce pasTBapA HAITBIHO 32 MO-MAIKO OT 15 cekyHAH. Beekn MWIAIHTEP OT
MOMyYEeHHA PasTBoOp chabpxa 25 mg ¢urynapabusos docdar, 25 mg MaHMTON H HATPHEB XHAPOKCHA (3a
xoperupase Ha pH z0 7,7). pH Ha kpajiHus npoAyKT e B AHana3oHa 7,2 — 8,2,

e PaspexJaHe Ha NPHrOTBEHHA Pa3TBOP

Heob6xoaumara 103a (H39MCIEHA HAa OCHOBATA Ha TENECHaTa NOBBPXHOCT HAa MALMEHTA) C€ H3TErd CBhC
CNPHHLIOBKA.

3a MHTpaBeHO3Ha BONYCHa WHKEKUMA TasH A03a BHOCHEACTBHE ce paspexsa B 10 ml HarpHes xnopua 9
meg/ml (0,9%). B ciyuait Ha uHY3us HeobXoaumara Jo3a Moxe Ha O6nae paspeaeHa B 100 ml HaTpHeB
xnopua 9 mg/ml (0,9%) u uady3npana 3a okosio 30 MHHYTH.

B xnMHHYHM NPOY4YBaHHS NPORYKTHT € Omn paspenex B 100 ml umn 125 ml 5% nexcrpo3a WM HaTpHEB
xnopua 9 mg/ml (0,9%).

e [Ipoeepka mpeau ynmorpeda
[TpurorBeHuAT pasteop e GucThp U Oesneren. Toii Tpabpa aa 6b1e NpoBepABAH BH3YATHO NpEeAH ynorpebda.

TpaGBa aa ce H3MOM3BAT eAUHCTBEHO OMCTPH M GeslBeTHH pasTBOpH Ge3 HanMuue Ha YacTHUW. PTyAapa He
Tpa6Ba Aa ce HIMON3Ea B cy4vail Ha NilepeKTHA OMAKOBKA.

e bopaBeHe H H3XBBPIAHE

BpemeHHn MEAHUIMHCKH paGoTHHLHA He TpaGBa aa paborsaT ¢ Poynapa.

[IponeaypuTe 3a MpaBiLTHA paboTa ¢ UMTOCTATHIM TPAOBa Aa ce Cna3BaT COpeA MECTHUTE HIHCKBAHMA,
TpabBa fa ce MOJAX0X/a BHUMATENHO NpH GopaBeHe W NPUroTBsHE Ha pa3TBOpa Ha Pyaapa. [lpenoprusa
C€ M3MOJI3BAHETO Ha JIATEKCOBH PHKABHLM M MPEANA3HH OYWIa, 3a Ja ce HiI0erHe KOHTAKT B CiyyaH Ha
cyynbaHe Ha GIakoHa MM APYTH CiIydaiHn chOHTHA. AKO 6B/ YCTAHOBEH KOHTAKT HA pasTBOpa C KOoKaTa

WM C JIMTABHIM, MACTOTO TpAOBa Aa Obje W3MUTO CTapaTeNHO ¢ BOJA M CallyH. IIpy ciyvail Ha KOHTaxT C
OUMTE, A4 C¢ H3IMHAT cTapaTelIio ¢ OGWIHM KoNHyecTBa BoAa. Jla ce H3Darsa KOHTaKT 4pe3 BAHLIBAHE.

JlekapcTBeHHMAT NPOAYKT € CaMO 3a eHOKpaTHA ynoTpeba. Beeku MpoayKT, KOHTO € )
IWIH OTHIAABYHHTE MaTEPHAIH OT HEro TpsaOBa Ja ¢e HIXBBPJIAT B CHOTBETCTBHE ¢ MELT

7. PHUTEXATEJ HA PASPEINIEHUETO 3A YIIOTPEBA
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Bayer Schering Pharma AG
Muellerstrasse 178
D-13353 Berlin, I'epmanns

8. HOMEP(A) HA PAJPEIIEHHETO 3A YIIOTPEBA

9800064/27.06.2003

9. JATA HA ITBPBO PA3PENNIABAHE/IIOAHOBABAHE HA PASPEINIEHHETO 3A
YIHOTPEDBA

JlaTa Ha mepBO pa3pelnaBaHe 3a yrniorpeba: maprt 1998
JlaTa Ha TIoAHOBABaHE HA pa3spemeHueTo 3a ynorpeba: 1ouu 2003

10. JATA HA AKTYAJNH3UNPAHE HA TEKCTA

12.2007
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