KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. MME HA JJEKAPCTBEHUS IMPOAYKT

Bennamyctun Canzos 2,5 mg/ml npax 3a KOHUEHTpAT 3a MHQY3HOHEH Pa3TBOP
Bendamustine Sandoz 2.5 mg/ml powder for concentrate for solution for infusion

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enun ¢nakoH chabpka 25 mg GeHmaMycTHHOB Xuapoxiuopun (bendamustine hydrochloride) kato

Bcexku ml ot koHUEHTpaTa cbaAbpkKa 2,5 mg OeH1aMyCTHHOB XHPOXJIOPU, KOraTo € pa3TBOpEH B
CHOTBETCTBHUE C TOUKA 6.6.

3a MbJIHUA CIIUCHK HAa MOMOILHUTE BEIECTBA, BUWKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

[pax 3a KOHLIEHTpPAT 3a UHQPY3HOHEH Pa3TBOP
bsn no nouru 651 npax |

4.1 TepaneBTHYHH NOKA3AHHA

[TbpBa IMHMS HA Tepanus Ha XpOHUYHA TMMGoLMTHA ieBkeMHs (cTaauii B niu C no Biner) npu
MalMeHTH, 32 KOUTO KOMOMHHpaHaTa XuMroTepanus ¢ guryaapabuH He e noaxoasila.

KaTto MoHOTepanus npu 6aBHO pa3BUBAlLM C€ HEXOPKKHHOBH JIMM(MOMH, MPH NMALMEHTH, YHETO
3a601BaHE € MPOrPECHPAIO MO BpeMe MM B PAMKHTE Ha 6 Mecela Clie/l JIEYEHHE C PUTYKCHMAO WiIH
ChABpIKaLl PUTYKCHUMAO JieueOeH pexHuM.

[TbpBa MHMS Ha Tepanus Ha MHOXKecTBeH MuesioM (ctaaui 11 ¢ nporpecus unu craaui 111 no Durie-
Salmon) B koMOMHALMA C TIPEHU30H 3a MAaLKMEHTH Hal 65 rOAMHH, KOUTO HE Cca MOJAXOAALIM 32
aBTOJIOXKHA TPAHCIUIAHTALIMA HAa CTBOJIOBH KJIETKM M KOMTO KbM MOMEHTA Ha M0CTaBsHE Ha JIMarHo3ara
MMaT KJIMHUYHO M3SBEHA HEBPOMATHA, HEMO3BOJIABaLLA ynoTpebara Ha ChAbpKalll TAJTUIOMHUI HIIH
OopTe30MHUO TepaneBTHYEH PEXKHUM.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOXKEHHE

Jo3upoBka

Monomepanus 3a XpOHUYHA TUMPOYUMHA 1e6KeMUSA
100 mg/m? TesecHa NOBbPXHOCT G€HIaMyCTHHOB XHAPOXJIOPH/L Ha IEH 1 M JIeH 2, Ha BCEKH 4 -
CeMHUIHM, 10 6 IMBTH. /—




pumykcumab
120 mg/m® TenecHa MOBBPXHOCT GEHAAMYCTHHOB XMIPOXJIODHA Ha AeH | W gen 2, Ha BCekH 3
CEeAMHIH 3a MOHE 6 ITBTH.

Mrnooicecmeaen mueaom

120 - 150 mg/m? TenaecHa MOBBPXHOCT OEHAAMYCTHHOB XHAPOXJOPK/ Ha ieH 1 ¥ e 2, 60 mg/m?
TeNlecHA MOBBPXHOCT MPEFHU3OH HHTPABEHO3HO WM NEPOPANIHO OT eH 1 10 AeH 4, Ha BeekH 4
CeMHLM, Halt-MAaJKO 3 ITBTH.

IIpoodvasicumennocm Ha aeueruemo
[TpoaB/KHTENHOCTTA Ha JIEYSHHUETO 3aBHCH OT NTOKA3aHHETO H OT OTrOBOPA KbM JIEYEHHETO (BXK.
TOuKa J.1).

Ueprodpobro yepeacoane

Bp3 ocHOBa Ha (PapMAKOKHHETHYHH AaHHHW, NMpPH MAlMEHTH C JIEKO YEpHOAPOOHO yBpeXAaHe
(cepymen 6unupybun < 1,2 mg/dl) He ce Hanara Kopekuua Ha no3ara. Ilpu nalMeHTH ¢ yMEpEHO
yepHOApoOHO yBpexzaHe (cepyMeH Omnmpy6un 1,2 — 3,0 mg/dl) ce npenopruBa nozata Aa ce
HaMmany ¢ 30%.

Hama HATHYHH JaHHHU NIPH NALMEHTH C TEXKO 4epHOApoOHO yBpexaaHe (CTOHHOCTH Ha CEpYMEH
omwnupyoun > 3,0 mg/dl) (Bxk. Touka 4.3).

bvbpeuno yspexcoane
B13 0cHOBa Ha apMaKOKHHETHYHH AAHHH, NPU MALMEHTH ¢ KPEaTHHHHOB KAMpPBHC > 10 ml/min He
ce HaJlara KOpeKUMA Ha Ao3ara. OMUTHT NPH NaLMEHTH ¢ TEXKO 6L0peuHo yBpexaane € OrpaHHYeH.

ITeouampuuna nonynrayus

Be3onacHocTTa H e(PUMKACHOCTTa Ha OeHIaMyCTHHOB XHAPOXJIOPU/ NPH Jena He Ca yCTAHOBEHH.
Hanuunure chBpeMeHHM JaHHH HE ¢4 JOCTaThYHH, 34 Ja C€ HAIpaBH Npernopbka OTHOCHO
AO3HPOBKATA.

Ilayuenmu 6 cmapvecka gb3pacm
Hsma pokazaTesicTBa, 4e NPH MALMEHTH B CTApYECKA BH3pacT € HEOOXOAMMO Ao3aTa [a C€ KOpMI'Hpa
(BXK. TOUKA 5.2).

HaunH Ha npuioKeHHe
3a uHTpaBeHo3Ha HHGY3uA B poabukeHue Ha 30 - 60 MuHyTH (BXK. TOUKa 6.6).

Undysusra TpaOBa aa ce npunara noz HabmoAeHHETO Ha JIEKAp, KBATH(QHUMpPaH U C OMUT B
M3MOJ3BAHETO HA XHMHOTEPANEBTUUHH JIEKAPCTBA.

Hapyumienara ¢yHKUMA HAa KOCTHHA MO3BK € CBBP3aHa ¢ MPeIU3BUKAHA OT XHMHOTEpanuaTa
yBeTMYEHa XeMaTO0rHYHA TOKCHYHOCT. JleueHue He TpaOBa Ja 3ano4sa, ako OpoAT Ha JIEBKOLMTHTE
w/nin TpoMBonuTHTe e cnagHan Ao < 3 000/l wim < 75 000/pl, croreTHO (BXK. TOUKA 4.3).

JleueHHeTo TpaGBa a ce MPEKpaTH WK OTIIONKH, aKo OPOAT Ha JICBKOLIMTHTE W/HIIH TPOMOOLIMTHTE €
cnagHai Ao < 3 000/pul wnu < 75 000/pl, croTBeTHO. JIeueHHMETO MOXKE ia CE€ NPOIBIDKH, CIIE/ KATO
6pOAT Ha IEBKOLIMTHTE ¢e MOBHILH 10 > 4 000/pl, a Ha TpombouuTrTe A0 > 100 000/pl,

Hati-Huckure cTOHHOCTH B Opos Ha JIEBKOLMTHTE H TpoMOGOoLIMTHTE ce AocTHraT ciiea 14-20 nyﬂﬁ\
BB3CTAHOBABAHETO HAaCTHIBA ciex 3-5 ceamuuu. [To BpeMe Ha UHTepBanuTe 6e3 NeucHUE © .’Hq}(\\y.\'\ﬁm Tﬁﬁwﬁx

npenope4Ba GPOAT HAa KPbBHUTE KIETKH J1a C€ CIEAH CTPHKTHO (BX. TOYKA 4.4).




B ciyyaii Ha HEXeMATOJNOrHYHA TOKCHYHOCT, HAMAJICHHATA Ha J103aTa TpA0Ba 1a ¢€ OCHOBaBaT Ha HaW-
nomute creneHu no Ooumre kpurepnu 3a TokcwdHocT (CTC), HabmoaBaHH Mpe3 NMPEAXOAHHS
HUKBI. B caydait Ha TokcuuHocT ot creneH 3 o CTC, ce npenoprusa f1o3ara Aa ObAe HaMaleHa ¢
50%. B ciry4aii Ha TokcHuHOCT OT cTeneH 4 o CTC, ce npenopbusa JIE4EHHETO 1a OBJIe MPEKbCHATO.
AKO JaneH nalyeHT ce Hy)Kgae oT MpOMSHA HA 103aTa, HHAHBHIYATHO H3YHCIICHaTa HAMaJIeHa 1032
TpAGBa Aa ¢ NPIIOKHK Ha AeH | K JIeH 2 OT ChOTBETHUA JIEUEOEH LMK,

3a yka3aHus OTHOCHO PasTBapAHETO M pa3pexkAaHeTO Ha ACKAPCTBEHUA NMPOTYKT NMPeAH NMPHITOKEHHE,
BHKTE TOYKA 6.6.

4.3 IIpormBomoxasaHHA

e CBpBXUYYBCTBHTEITHOCT KBM aKTUBHOTO BEIUECTBO HIIH KBM HAKOE OT NMOMOIIHHUTE BEUICCTBA,
n30pocHH B TO4Ka 0.1.

Ilo BpeMe Ha KbpMEHe

Texko 4epHOAPOoOHO yBpexaane (cepymeH SunupyOun > 3,0 mg/dl)

KbnreHuna

Texka dopma Ha KOCTHO-MO3BYHA CYTIPECHs M CEPpUO3HH OTKIIOHEHHS B KPLBHATA KAPTHHA
(cnajgaHe Ha 6pos Ha IEBKOLKTHTE K/HIH TpoMOoumTuTe choTBeTHO 10 < 3 000/l niu

< 75000/pul)

CepHo3Ha XMPYpPrudHA HHTEPBCHLIMA No-MaIko OT 30 JHH MpeHd Ha4YajoTO Ha JICUEHHETO
e Hnudexuuu, ocobeHO BKITIOYBAILM JIEBKOLWTOIECHHA

o Bakcunauus cpeury ’XbaTa Tpecka

4.4 CuoenmajHH NpeAynpex/cHHA H NpeINasHA MEPKH NPH ynoTpeda

Muenocynpecus

[Tpu malMeHTH, JeKyBaHH ¢ OeHAAMYCTHMHOB XHAPOXJIOPH, MOXKe ia HACTBIIM MUenocynpecus. B
CITy4ail Ha MHEJIOCYTIPECHS, KOATO € CBbp3aHa C JIEYCHHUETO, JIEBKOLMTHTE, TpoMOoLMTHTE,
XeMOTJIOOMHET U HeyTpodHInTe TpAGBa a OBaaT U3caeABaHU Hal-MAaJIKO BeAHBK ceaAMuYHO. [1pequ
3aoYBaHe Ha ClieABalus JedeSeH UHKB/I ce NPenopbyBa napaMeTpure 1a ca ciaeaHuTe: 6poit
IeBKOLMTH W/ WK TpoMGotmTH ¢hoTeeTHO > 4 000/pl wny > 100 000/pl.

Huchexyuu
HabnmonaBaHy ¢a CEPHO3HH M JIETAJIHA HHPEKIMH ¢ OeHIaMyCTHHOB XHAPOXJIOPHA, BKIIFOUYHTE/THO
GakTepHanuH (CENCHC, MHEBMOHUSA) H ONOPTIOHUCTHYHK HHPEKLIMH KAaTO ITHCBMOHMA, IPHYMHEHA OT
Pneumocystis jirovecii (PJP), Bapuuena 3octep Bupyc (VZV) u nuromeranosupyc (CMV),
CrobmeHH ca cIydas Ha nporpecuBHa MystudokanHa aeskoeHuepanonarus (IIMJI),
BKJIIOYUTENTHO daTATHH, ¢k ynoTpeGara Ha 6eHIaMyCTHH IJIaBHO B KOMOHHAIIHA C PHTYKCHMA0
WM 00uHyTY3yMab. JleueHHeTo ¢ OEHIaMyCTHHOB XMAPOXJIOPHA MOXKE Aa IIPHYHHH
npoasbkuTenda muMpouuronenus (< 600/ul) 1 Hucek 6poit (< 200/ul) va CD4-nosutrBHUTE T-
kietkH (T-xennepHU KIETKR) 3a noHe 7-9 Mecella cjiel NPHKIIOYBAHE Ha JICYCHHETO.
JInmMdoumTonenusTa U HamansBaHeTo Ha CD4-no3utHBHUTE T-KIIETKH Cliel IEUEHHE C
6eH1aMyCTHHOB XHAPOXIOPH Ca MO-U3pa3cHU, KOraTo 6eHAaMyCTHH ¢& KOMOMHHPA C PHTYKCUMAD.
[TawmenTure ¢ nuMdoneHus H HUCHK 6poit Ha CD4-noznTuBHUTE T-KAETKM cnen 1eYeHHe ¢
6eHIaMyCTHHOB XHAPOXJIOPHA ca MO-MIOAATIMBY KbM (OMOPTIOHUCTHYHHU) HHGeKIMHK. B ciyyaii Ha
HUCBHK 6poit Ha CD4-no3utneuuTe T-kmetku (< 200/ul), Tpabea na ce uMa npeaBHI MPOGHIAKTHKA
Ha ITHEBMOHMA NpUYHHEeHa OT Prneumocystis jirovecii (PJP). BcHuky nauueHTH TpsaOBa Aa ce
HaOJFOJaBaT 3a PeCIIMPAaTOPHH NPU3HALM U CUMIITOMH M0 BPEME Ha LL10TO JiedeHHe. 1laumenTrre
TpA6Ba Aa 6bOaT NOCHBETBAHM He3abaBHO Aa chOOIIABAT 32 HOBH NPH3HALIM Ha HHPEKLMS,

(OMOPTIOHUCTHYHH) HHPEKLIMU.




O6mucnere ITMJI npu audepeHuHanHaTa AHarHo3a NpH NaleHTH C HOBK WIH BJOLIABAIIH Ce
HEBPOJIOIUYHH, KOTHUTHBHM KTH MOBESHUECKH TPH3HALIM WIH CHMITTOMH. Axo ce noposupa [IMJI,
Toraea TpaOBa 1a c¢ NpeAnpHeMaT NOIXOJALH AMArHOCTHYHH OLEHKH M JICUSHHETO Aa Ce MPEKpaTH,
nokaro [TMJI He OBa¢ M3KTIOUEHO.

Peaxmusayun na xenamum B

Habmoznasa ce peakTHBalMs Ha XeNaTuT B MpH NalMEeHTH, KOHTO Ca XPOHWYHH HOCHTENIH Ha TO3H
BUpYC, CJIe/l IpHEM Ha OEeHaMyCTHHOB XHIOPOXJIOPU OT TE3HU NauMeHTH. Hakou cimyyau ca
3aBBPIINIM C OCTPA YEPHOAPOOHA HEJOCTATHMHOCT MITH ¢ JeTaneH u3xoA. Ianuenture Tpsabea Aa ce
uzcnenpar 3a HBV undexims npeau 3anousaHe Ha neueHHe ¢ GeHaaMyCcTHHOB xujpoxaopun. Tpabsa
a e HAIpaBy KOHCYNTAalMA ¢ eKcriepTH B ob1acTra Ha YepHOAPOOHUTE 3a00/IABaHUA U B JIEYUEHHETO
Ha XeMaTHT B npeau Ja ce 3anoyHe JieueHWe Mpy MaUHeHTH C NTO3WTHBHM TECTOBE 3a XenaTut B
(BIJTIOYHTETHO TE€3H C aKTHBHO 3a6011BaHe) U NPH NAUMEHTH ¢ nonoxuTeneH HBV Tect no speme Ha
neuerne. Hocurenure Ha HBV, npu KOHMTO ce Hanara je4yeHue ¢ 0eHIaMyCTHHOB XHAPOXIIOpHI,
Tpa6Ba Na 6bAaT BHMMATENHO HabMONaBaHH 33 NPH3HALK U CHMINTOMH Ha akTHBHA HBV vHQexip
[0 BpeMe Ha LIAJIOTO JIEYEHUE M HAKOMKO Mecela ¢Jie/l IPHKIIOUBAHE Ha TepanusTa (BX. Touka 4.8).

Koowcnu peaxyuu

ToknaaBaHM ca peayLa KOKHH peakuuH. Tean cp6uTHa BKIIOUBAT OOPHB, TEXKKH KOXKHH PEaKLIMH U
6ynoseH ek3anteM. CpobimaBar ce cryyad Ha cHHApoM Ha Stevens-Johnson (SJS), TokcuvHa
enuaepMmanta Hekponusa (TEN) u nexkapcTBeHa peakiMa ¢ €O3HHOQWINA W CHCTEMHH CHMITTOMH
(DRESS) npu ynorpe6ata Ha 6eHAaMYyCTHHOB XHAPOXIOPH], HAKOM OT KOUTO Ca JIETAJIHH.
[TausenTuTe Tpabsa Aa 6baaT HHPOPMHUpPAHH OT JIEKAPHTE, KOUTO UM H3ITHCBAT JIEKAPCTBOTO, 32
NpU3HALIMTE W CHMITTOMHTE U TpaOBa aa uM ObAe Ka3aHO Ja NOThPCAT He3aDaBHO MEANIMHCKA
KOHCY/ITALIUSA, aKO Pa3BUAT Te3H CHMNTOMH. HAKOM CHOMTHS, HACTBIBAT, KOrato HeHAAMYCTHHOB
XHAPOXJIOPHJ Ce mpunara B KoMOMHaLMA ¢ ApyTH IPOTHBOPAKOBH JICKapCTBa, TaKa Ye TOYHaTa
B3aMMOBPE3KA € HeycTaHoBeHa. Koraro ce mposBaAT KOXKHM peakliMH, Te MOXe J1a NPorpecupar u Ja
YBEJIHYABAT TEKECTTa CH B X0J1a Ha MO-HATATBIIHOTO JICUCHHE. AKO KOXKHHTE PeaKLH NIPOTPECHpAT,
neyeHnero ¢ benaamyctun Canaos Tpabea aa 6bl1e NpexpaTeHo WM OTNOXeHO. I1pH TeXKH KOXKHU
peaKLHH, 32 KOUTO CE MOJ03Mpa BPb3Ka ¢ OEHIaMyCTHHOB XHAPOXJIOPH], JieueHHeTo TpabBa aa ce
NpeyCTaHOBH.

Hemenanomen pax na xozxcama

B KIMHMYHH MPOYYBaHMA € HaG/II0JaBaH MOBKIIEH PHCK OT HEMEJIAHOMEH paK Ha KoxaTa (0a3aiHo-
KJIETBYEH KAPLIMHOM M IUTOCKOKIETHYEH KapLMHOM) NPH MALHEHTH, JIEKYBaHH C TEPanHH, ChAbpaKallH
6ennamycThH, [IpenopbuBa ce MEPHOANMHO M3C/ICABAHE HA KOXKATA 38 BCHUYKH MALMEHTH, 0CODEHO
TE3H ¢ PUCKOBH (DAKTOPH 3a paK Ha KOXKaTa.

Covpoeunu napyuienus

[To BpeMe Ha nedeHHe ¢ 66HAAMYCTHHOB XHAPOXJIOPHA KOHLICHTPALMATA HA KalluH B KPBBTa Ha
MalMeHTHN Che ChPAECYHM HapYilleHHa Tpa6Ba aa ce npocneadsa BHUMATENIHO, KaTo TpaOBa na ce nane
xanui npu croiiHocti Ha K+ <3,5 mEq/l, u Tpabea na ce Hanpasu EKI'.

Crobinasa ce 3a aTatHM Cry4ad Ha HHOAPKT Ha MHOKap/a H ChpACYHA HEAOCTATLYHOCT MPH
nedyeHue ¢ 6eHAaMyCTHHOB Xuapoxaopua. IlanyeHTHTe ¢ aHaMHe3a 32 NoIeXallo ChpAeUHO
3aboiaBaHe TpaOBa CTPMKTHO Ja ce HabmmoaaBar.

TI'aoene, noepvyane
3a CUMIITOMATHYHOTO JIEYEHHUE HA raICHE H MOBPBHIAHE MOXKE 1a C€ MPHIOKAT aHTHEMETHIH.

Cunopom Ha mymoper Ju3uc
[IpH nauMeHTH, BKIIOYEHH B KIIHHHYHH M3MHTBaHHUA, ce ChoOI1aBa 3a CHHAPOM Ha TYMOpEH
(TLS), cebp3al ¢ 1e4eHUeTo ¢ 6eHAaMyCTHHOB XKHApoxIopHa. OOMKHOBEHO HACTHIBA B
48 yaca cien npuMIaraHe Ha MbpBaTa Jo3a 6eHOaMyCTHHOB XHIPOXJIOPH H Oe3 MHTEpPB
aosene 4O ocTpa 6pOpeyHa HEAOCTATHPYHOCT U CMBPT. [IpeBaHTHBHHTE MEPKH KaTO aj




XHIpATAaLs, BHUMATEIHO NpociesBaHe Ha GMOXHMHMYHUTE I0KA3aTeNu Ha KPBBTA, 0COOEHO Ha
CTOMHOCTHTE Ha KAJIHii H Ha MUKOYHA KMCETWHA M ynoTpedara Ha XMIIOypHKCMHYHH JIeKapCcTsa
(anomypHHo U pas3Gypukas) TpsOBa ia ce B3eMaT Npe/iBH/ NPEaH 3aroYBaHe Ha neyeHHe. 1ipu

e AHOBPEMEHHOTO MPHIOKEHHE Ha GEHIaMyCTHH H alomypHHOIN, ce choOIIaBa 3a HAKOJIKO ClTy4ad Ha
cMHApoM Ha Stevens-Johnson ¥ TOKCHYHA €NHAEPMaIHA HEKPOJTH3a.

Anagunaxcus

B KIMHAYHY M3[HTBAHUA YECTO HACTHIBAT HHOY3UOHHH PeaKLMH KbM OCHAaMyCTHHOB
xugpoxyopua. OGMKHOBEHO CHMIITOMHTE ca Cl1abo M3pa3eHH M BKJIIOYBAT BUCOKA TEMIIEPATYpa,
BTpHCaHe, ¢bpbex u o6puB. B peaxy ciyyan ce HabmonaBaT TEXKH aHAQHUNAKTHYHH H
aHa(WIAKTOMIHH peakiyH. Clea IPBUA LMKBA Ha IeYEHHE, NAUMEHTHTE TpatBa Na ObAAT NHTaHH 32
CHMITTOMH, NpeAnonaraiy UHQy3HoHHN peakuuu. 11py nauMeHTH, KOUTO NPEaH ca HMAJH
MH(Y3MOHHH PEaKLIUH, BKIIOMHTETHO NPHIOKEHHe HA aHTHXHCTAMUHH, AaHTHITHPETHLH H
KOPTHKOCTEPOU/H, B CIIEABALIHTE LIMKIM Ha JeueHHe. [Ipy naupeHTy, npyd KOMTO € HabmonasaHa
aJlepruyHa peakius OT CTErNeH 3 WM NoBeye, TeKAPCTBEHHMAT MPOAYKT OOMKHOBEHO HE CE MpHiara
OTHOBO.

Koumpayenyun

BenaaMycTHHOB XHIIPOXJIOPHI € TEpaTOr¢HEH U MyTar¢HeH.

YKenute He TpaGBa Aa 3a6peMeHABAT [0 BpeMe Ha nedeHueTo. [TalMeHTHTe OT MEXKH [0/ He TpAGBa
11a cTaBaT Gaiy Mo BpeMe Ha JIeUEHHETO M 10 6 Mecella cnenl Hero. Iipean nevexne ¢ 6eHAaMyCTHHOR
XHPOXJIOPHA TPAOBa [1a ce NOTEPCH KOHCYJITALMA OTHOCHO KOHCepBHpaHe Ha CriepMa nopanu
eBEeHTYaJIHUA HeOoOpaTUM CTCPHIIMTET.

Excmpasazayus

AKO MHXKeKTHpPaHEeTO € €KCTpaBasaliHo, To Tpa6Ba na 6bae cnpaHo HesaGaBHo. Mrnara TpsaOBa ga ce
W3BaJM CJER KpaTka acnupauua. CrieJl TOBa 3acerHarara ThkaHHa obnacT TpaOBa fa ce oxuaau.
Prkara TpsbBa Na Gpae noBaurHara Harope. JIOIMBJIHMTENHO JieYeHHe, KaTO Hampumep ynorpeba Ha
KOPTUKOCTEPOHAH, HAMA KOHKPETHA MOJT3a.

4.5 BsaamoaelicTBHA € JPYTH JIEKAPCTBEHH HPOAYKTH H APYrH GOopMH HA B3aHMoOJeHCTBHE
He ca npoBexaaHH in-vivo Npoy4YBaHMs 3a B3aMMOACHCTBHA.

[Tpu koM6uHHpane Ha bennamyctun CannosbennaMmycTud CaHno3 ¢ MHENIOCYNPECHBHU CPE/ICTBA,
edexrsT Ha BennamyctuH Cannozbennamycrtun CaHnos Wi Ha €JHOBPEMECHHO NpHIaraHuTe
IEKApCTBEHH NPOAYKTH BBPXY KOCTHHA MO3BK MOXeE /1a ce 3aCHIH. Beako neueHne, KOeTo BIolliaBa
00ILIOTO ChCTOSHUE HA MALHEHTa WIH YBpexkaa QYyHKUMATE HA KOCTHHSA MO3BK, MOXE Ja 3aCHITH
TokcudHOCTTa HA Benpamyctyn CanaosbengamycTnl Canzos.

Kom6unnpanero Ha benpamyctn CannosbennaMycTi CaHno03 ¢ UHKJIOCIOPHH HTH TAKPONHMYC
MOJE Ja AoBeae A0 NpeKaleHa UMYHOCYMPECHA ¢ PHCK OT NHMdonpomudepanius.

[{¥TocTaTULIMTE MOTAT 1a HaManAT 0Opa3yBaHETO HA AaHTUTENA Clle BAaKCHHALMA ¢ XHBH BUPYCH U J1a
yBeJIMHAT PHCKA OT HHGeKLHMs, KOeTo MoXKe Aa Jiopese N0 artaneH u3xoa. TO3H pUCK € MOBHILIEH NPH
MALHEHTH ¢ HMYHOCYTIPECHS, BCIEACTBHE Ha CHITPOBOXKAALLO 3ab0s1sBaHe.

MeTa6onu3mMbT Ha 6eHaaMyCcTHH BKmouBa uutoxpoM P450 (CYP) 1A2 uzoensuma (Bx. Touka 5.2).
ClienoBaTesiHo, ChIIECTBYBA MOTEHUHATHA BE3MOXKHOCT 3a B3aUMO/ICACTBHE C MHHXHOMTOpH Ha
CYP1A2, karo sanpuMep ¢iyBoKcaMHH, LHNPOQIOKCALHH, AUMKIOBHP W LHMCTHIWH.

IHeduampuvna nonynrayus
[IpoyuBaHHs 3a B3aMMOJCHCTBHATA Ca MPOBEKAAHH CAMO NPH Bb3PacTHH.




4.6 Peprunnrter, OpeMeHHOCT H KbPMeHe

bpeMEHHOCT
HsMa mocTaThb4HO AaHHH 3a yroTpebaTa Ha G€HAAMYCTHHOB XHAPOXJIOPHA ITpH 6pemeHHM xenu. Ilpu

HeKIMHHYHH NPOy4BaHus, 6eH1aMyCTHHOB XHAPOXJIOpHA € eMOPHO-/eToNneTaleH, TePaTOreHeH 1
reHOTOKCHYEH (BK. TouKa 5.3). Benaamyctn Cannos He Tpabpa He TpAOBa [a ce H3MOJI3BA MO BPEME
Ha GPeMEHHOCT, OCBEH B CTyuail Ha KaTeropH4Ha HeoOxoaMMocT. Maiikara Tpa6sa na O6nae
nHGbOPMHpPaHAa OTHOCHO PUCKA 3a I10Aa. Ako jieueHnero ¢ benpamycritn CaHfos no BpeMe Ha
6pemMeHHOCT e a6COMOTHO HEOGXOXMMO, WIIH 1O BpEMe Ha JIEUEHHETO HACTBITH OPEMEHHOCT,
NalMeHTKaTa TPAOBA Ja 65a¢ MHGOPMHUPaHa OTHOCHO PUCKOBETE 32 HEPOACHOTO NeTe U Ja ObAe
HabmoaaBaHa BHUMaTeTHO. TpabBa na ce 0OMHCIIH BB3MOXKHOCTTA 32 FT€HETHYHA KOHCYATALUA.

KbpMeHe

He e u3BecTHO Aanu GeHAaMyCTHH pEeMHHaBa B KbpMaTa, 3aToBa bernamyctH CaHzos e
NPOTHBONOKA3aH 110 BpeMe Ha KbpMeHe (BXK. Touka 4.3). KbpmeHeTo Tpa6Ba fa ce crpe no Bpeme Ha
neuenue ¢ bengamyctud CaHnos.

DepTHIUTET
Yenu ¢ nerepoleH noreHuMan TpsAGBa 1a U3NON3BAT e(PEeKTHBHA METOIH 34 KOHTPaLIENILKA NIpeIn U

no BpeMe Ha seueHre ¢ bennamycTud Cannos.

IMpenopbusa ce MbxkeTe, JieKyBanu ¢ benaamycTun Can03, 1a He cTaBat Gallii o BpeMe Ha
NIeYeHHETO ¥ A0 6 MeceLa ciea Heropoto cnupase. Ilpean neyeHHeTo TpabBa a ce NOThpPCH
KOHCYJITALIMA OTHOCHO KOHCEPBHpaHe Ha CTiepMa NopaJH €BeHTYAHHs HeoOpaTiM CTEPHITHTET B
pe3yNITaT Ha nedeHHeTo ¢ benpaMmyctud CaHjos.

4.7 Edexru popxy cnocobHocTTa 32 Modupane H pabora ¢ MAIAHH

BernamycTn CaH/IO3 TMORIHMsBA B 3HaYHTENHA CTENeH CrnocobHOCTTa 3a wogupaHe n paboTa ¢
mammad. [To Bpeme Ha JieueHdeTo ¢ GEHAAMYCTHHOB XHMIApPOXJIOpHA ce CboOliaBa 3a aTaKkcHs,
nepudepHa HEBPOTIATHA H CHHIIMBOCT (BXK. Touka 4.8). IlauneHTuTe TpaGa 1a 6bAAT NOCHBETBAHM,
aKo ce MIPOABAT TAKHBA CHMIITOMH Ja M3GArBaT MOTEHIHAIHO ONACHH JASHHOCTH, KaTo IWodupaHe H
pafoTa ¢ MalHHH.

4.8 HexenaHu JeKapCTBEHH PeaKnHA
Haii-yecTHTE HEXEJIaHH PeakLMH NpH neyeHHne ¢ HeHIaMyCTHHOB XHAPOXJIOPUA Ca XEMATOIOTHYHH
HEXEaHH PeaKLMH (JIEBKOIIEHHs, TPOMOOLIMTONIEHHA), KOXKHH TOKCHYHM PeakLMH (aJICpradHH

peaKiMH), CHCTEMHH CHMITTOMH (Tpecka), CTOMAILIHO-YPEBHU CHMITTOMH (rajieHe, NoBphILaHe).

B Tabnuuara no-goiay ca NpeacTaBeH! JaHHuTe, HabmonaBaHt ¢ O€HIaMyCTHHOB XHAPOXJIOPHA,

Cucremo- Muoro YectH HeuecTH Peaxn Muoro C

OpraHHAa gecTn=1/10 >1/100 no <1/10 | 21/1 000 no >1/10 000 no | peakH HEeH3BECTHA

KiIacHPRKA <1/100 <1/1 000 <1/10 000 9ecToTa (0T
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BKJIIOYHTETHO Pneumocystis MHEBMOHMA
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*NOS = He e nocoueHo apyro
(*=koMOHHHpaHa Tepanua ¢ pUTYKCHMa0)

OnucaHye Ha H3OpaHU HEXENAHH peaKLH

Hma oraenHH choOUICHUA 32 HEKPO3a Clie]l CITyYanHO €KCTPaBa3aliHO MPHJIOKEHHUE, CHHOPOM Ha
TYMOPEH JIM3UC H aHaQHIaKCHA.

PHCKBT OT MHETIOOHCILIACTHMEH CHHAPOM H OCTPa MUEJIOWIHA JIEBKEMHA € MOBHILCH MPH NALMEHTH,
NIEKYBaHH ¢ ATKWIHPAIM JieKapcTBa (BKTIOYHTENHO OeH1aMyCTHH). Moje aa ce pazsiue BTOPUUYHO
3I0KA4YECTBEHO 3a00/ABaHe HAKOIKO rOAWHM CNeA NMPEYCTAHOBABAHE HA XHMHOTEPAITHATA.

CrobliapaHe Ha NOAC3MPAHK HEXKEIAHH PeaklIMK

CrobLiaBaHeTO Ha TOAO3HPAHM HEXEJTAHH PeaKiiiy Clell pa3peluaBaHe 3a ynorpeda Ha j1eKapCTBEHHA
NMPOAYKT € BaxHO. ToBa Mo3BOMNABA Ja NPOAB/DKH HaOMOJEHHETO HAa CHOTHOLICHHETO MOJ3a/PHUCK 32
feKkapcTBeHHA NMPOAYKT. OT MEIHILMHCKHTE CNELMATTUCTH €€ H3HCKBA 3 ChoOIIaBaT BCAKa
NOAO3UPAHA HEXKEIAHA peakiisl Ype3 HallMOHATHA CUCTEMA 3a ChobllaBaHe:

ManmbaHuTENHa arcHUMA No JjekapctBata yin. ,Jlaman [pyes” Ne 8, 1303 Codus, yebeaift:
www.bda.bg.

4.9 Ilpexoszdpane

Cnepn npunoxenue Ha 30-muHyTHa HH}Y3mns Ha bennamycTH CaHR03 BeIHbXK HA BCeKH 3 CEAMMIIH,
MakcHManHaTa noHocuma aosa (MTD) e 280 mg/m?. Habmoaasat ce cMATaHu 3a 40300TpaHH4aBaLLH
ChplieuHH HHUMAEHTH OT creneH 2 o CTC, kouTo ca cpaBHHMH ¢ HCXeMHUHH npoMeHH B EKT'.

[Tpu nocneapawo npoyueane ¢ 30-muHyTHa HHGY3HA Ha 6EBIaAMYCTHHOB XHAPOXIOPH Ha AeH 1
neH 2 Ha Bceky 3 ceqMMuH, yeraHoBeHata MTD e 180 mg/m?. Orpanuyasaiiiata 103aTa TOKCHYHOCT €
tpoMOoLTOneHus oT ctereH 4. [Ipy Ta3u cxema cbpAaeyHaTa TOKCHYHOCT HE € 10300rpaHHuYaBalla.

Mepxu npu npecozupane

Hama cneumdmuer antugot. Karo edekruBHa KOHTpaMapKa 3a OBNIAZABAHE HA XEMATOJOITHYHHTE
HEXKEIaHH peaKiLMi MOXKe Aa C€ HalpaBH TPAHCILIAHTALHMA HA KOCTEH MOIBK H TpaHC(Y3HH (Ha
TpOMOOLIMTH, EPHTPOLIMTHA Maca) WIH a ¢€ MPHIOKAT XEMATOJIOTHYHH PaCTEKHH (PaKTOpH.
BeHaaMyCTHHOR XMAPOXJIOPHI U HETOBHTE META0OJMTH NOIEXKAT HA IMATH3A B MAJTIKA CTEIEH

5. ®OAPMAKOJOI'TYHH CBOHUCTBA

5.1 PapmMakoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA Ipyna: AHTHUHEOIUIACTHYHM CPeCTBa, aIKWIHpalu cpeactea, ATC kox:
LO1AAQ9

MexaHH3bM Ha OEHCTBUE
benaaMyCTHHOR XMAPOXIOPHI € AJIKWIHPALIO NPOTHBOTYMOPHO CPEACTBO C €AHHCTBEHO MO poAa CH

JeUCcTBHE. AHTHHEOIUIACTHYHHAT H UHTOTOKCHYEH edeKT Ha DEeHNaMyCTHHOBHA XMAPOXJIOPHA CE€
OCHOBABA NPEAMMHO Ha KPECTOCAaHO CBBP3BAHE Ha €/IMHMYHU H 1BOHHH Bepury JIHK upes
allkKinupaHe. B pe3ynTar Ha ToBa ce HapylaBaT MatpuyHHTe GyHKUMH Ha JIHK, kakTo H HeHHHS
CHHTE3 U Bh3CTAHOBABAHE.

PapMaKoIMHAMHYHHA e eKTH

[TpoTHBOTYMOPHHMAT €(eKT Ha HeHIAMyCTHHOBHS XHAPOXIOPHA € JEMOHCTPHpa OT HAKOJIKO J
MPOyYBAHHA HA Pa3IMMHH KIETHYHH JIMHHM OT YOBEIIKH TYMOPH (KApLIMHOM Ha MJIEYHATA
HeJpeOHOKIEThYSH B ApeOHOKIIeThUeH OeoApobeH KapUMHOM, SHYHHKOB KapLIHHOM H P




NIEBKEMHUH) U in vivo B PasIMUHH €KCTICPHMEHTAIIHH TYMODHH MOJE/IH C TYMOPH OT MHILIKH, TUTBXOBE H
TAKMBA C YOBEIIKM MPOM3XOA (MENaHOM, KApLIUHOM Ha MJIEHHaTa *JIe3a, CApKOM, TMMQOM, ieBKkeMUs
u npeCHOKIeTEYeH 6enoapobeH KapLUHHOM).

[Tpu KIeTbUHHTE TIMHKMH OT YOBELIKH TYMOPH, GeHIaMyCTHHOB XHAPOXIOPUA AEMOHCTPHpPA NPOdIT
Ha aKTHBHOCT, KOMTO € pa3fiHu€H OT TO3H Ha OCTAHAIIMTE aJIKWIMpAlllY CpeCcTBa. AKTUBHOTO
BELIECTBO HE MOKA3Ba KPBhCTOCAHA PE3UCTEHTHOCT IPH KICTHYHHUTE AMHHH OT YOBCIUKH TYMOPH C
paziHYH¥ MEXAHHW3MH Ha PE3UCTEHTHOCT HIIH T4 € MHOI'O HHCKa, KOETO NOHE OTYAaCTH €€ AB/DKH Ha
OTHOCHMTEIHO nepcucTupailo BzauMoaeicreue ¢ JJHK., I1pu KIMHHYHY pOYy4BaHuA €
IEMOHCTPHPAHO, Y€ HAMA ITHIHA KPhCTOCAHA PE3HCTEHTHOCT Ha OSHAAMYCTHH ¢ aHTPaLUHIUIHHH,
ATKITMpAIM CPEACTBA WM pUTYKCHMab. bpoat ouenenn nauueHTu, obave, € MAITBK.

Knuauuna ehHKACHOCT ¥ 6€30MACHOCT

Xporuuna num@oyumna neeremus

ITokazanuero 3a ynorpeba nNpu XpOHHYHA JIMM(POLIUTHA JIEBKEMUA €€ NOJKPENs OT €AHO OTKPHTO
[poyuBaHe, cpaBHABALLO 6eHAaMyCcTHH ¢ XnopaMOyuua. [IpoCIIeKTHBHOTO, MHOTOLIEHTPOBO,
paHAOMU3HPAHO NMPOYUYBaHE BKIIOUBA 319 HeneKyBaHH npeji TOBA MALMEHTH ¢ XPOHHYHA
nuMoLHTHA HeBKeMus cbe cTeneH B i C o Binet, KOUTO ce HYXA2AT OT Jie4eHHE. JIeUeHHETO OT
ITbPBU H360p ¢ GEHAAMYCTHHOB XHAPOXIIOpHA B A03a 100 mg/m? MHTpaBeHO3HO Ha ieH 1 ¥ fieH 2
(BEN) ce cpaBHsBa ¢ neuenue ¢ xiaopamOyw B ao3a 0,8mg/kg Ha aen 1 v nen 15 (CLB) B
NMPOABDKERHE Ha 6 LIMKBJIA B IBETE paMEHA. 3a NMpeAoTBPaTABaHEe HA CHHAPOMA Ha TYMODEH JIH3HC
MaldeHTHTE NOJIy4aBaT aJIoIMypPHHO.I.

[Tpu nexypanute ¢ BEN naneHT MeiaHaTa Ha PSKHBAEMOCTTa O3 porpecks € 3Ha4UMO I10-
IBAra B CpaBHEHHE ¢ Ta3H npH gekysanute ¢ CLB nmanuenTn (21,5 cripamo 8,3 meceua, p < 0,0001
[PHU MOCJEAHOTO NpocieassaHe). Paznukara B obwara NpexxHBAEMOCT HE € CTATHCTHYECKH 3HAYHMA
(MeaHaHaTa He ce JOcTHra). MeanaHnara Ha IpOABL/DKHTENIHOCTTA Ha peMHCHs e 19 Mecena 3a
neuenueto ¢ BEN u 6 mecena 3a Toea ¢ CLB (p < 0,0001). Ouenkara Ha 6€301MacHOCTTa NpH ABETE
paMEHa Ha JICUeHHE He Pa3KpHBa HEOUAKBAHH IO ECTECTBO W YECTOTA HeXeNlaHH peakuuu. Jlosara Ha
BEN e nHamaneHa npH 34% ot nanuenrture. [Ipu 3,9% ot nauMenTure nedeHueTo ¢ BEN e
NpeyCcTaHOBEHO NMOPAaAH aJIeprHYHH PEAKLIHH.

Baeno pazeusawyu ce nexooxcxunosu numgpomu

[TokazaHueTO 3a JeueHHe Ha OaBHO pa3BHBALLH C€ HEXOMKKHHOBH JTHM(OMH C€ OCHOBABa Ha JIBE
HEKOHTPOJIHpaHH M3NUTBaHusA ¢a3a II.

[Ip# OCHOBHOTO MPOCNIEKTUBHO, MHOTOLICHTPOBO, OTKPHUTO npoy4saHe 100 nanueHTH ¢ 6aBHO
pa3BHBAlLM ce B-KIeTh4HM HEXOKKHHOBH THM(OMH, HENOAIABALLH CE HA JIEHEHHE C PUTYKCHMAad
KaToO MOHOTEpanua wid B kombuHauus, ca texyBann ¢ BEN kaTo caMOCTOATENHO CPEACTRO.
MenauaHaTa Ha 6pos NIpeAMIEH KypcoBe Ha XMMHOTEpanua UK OHONOrHYHA Tepanus, KOHTO
nalMEHTHTE ca NoJy4aBaiy, e 3. Meauanara Ha 6pos Ha NMPEHIIHH KYPCOBE, ChAbpiKallx
puTyKcHMa0, ¢ 2. [TauneHTHTe HE Ca JeMOHCTPHPAIH KITHHUYEH OTTOBOD WITH €4 HMAaJIH NPOrpecus B
paMKHTE Ha 6 MeceLa crief] TeueHHeTo ¢ puTykcHMab. Jlosata Ha BEN ¢ 120 mg/m?® uHTpaBeHO3HO Ha
neH 1 ¥ aeH 2, nulaHHpaHa 3a Hail-Manko 6 uukbiaa. [Ipoas/KHTETHOCTTA Ha JISUEHHETO 3aBUCH OT
KJIMHKWYHMS oTroBop (6 IaHHpaHH uukbaa). Criopel OLleHKA Ha KOMHUCHATA 33 HE3aBHCHM Iperien,
obIMAT KITHHUYEH OTTOBOp € 75%, BkmouuteaHo 17% muiaeH (CR 1 CRu) 4 58% gacTHueH.
MeauaHaTa Ha NPOABDKHTENHOCTTa Ha peMucua € 40 cenmuum. Koraro ce npuiara B Ta3d 1033 H
cxema Ha neyeaue, BEN kato 1no ce nonacs nobpe.

OcBeH TOBa MMOKA3aHUETO C€ NOJAKpeNnA OT APYro NpOCNEKTUHBHO, MHOTOLIEHTPOBO, OTKPHTO
Npoy4BaHe, BIUIIOUBALIO 77 nauuedTH. Ilomynaumara NalMeHTH € 10-XeTeporeHHa, KaTo BKIIKOYBA:
6aBHO pa3BUBALIH C€ WIH TPAHCHOPMHUPEHH B-KieThYHH HEXOKKHHOBH THM(pOMH, HEMIOAAABAIIHA Ce
Ha JIeYeHHE ¢ PUTYKCHMal KaTo MOHOTepanus Wik B KoMOMHauHs, [lanueHTHTe HE Ca AEMOHCTpHpaAIH
KJIMHMUEH OTTOBOP KM Ca HMaJIH MPOrpecHs B paMKHMTE Ha 6 MeceLla, WM Ca HMAIH HeXellaHa

peaKiHs KbM MPEAMIIHO JieueHHe ¢ puTykcumab. Meauwanata Ha 6pos npeaMIIHA KypcoBe /ﬂ;m
XHMHOTEPANUs WIH GHONOrHYHA TEPAIHs, KOUTO NALHEHTHTE ca MOMy4HIH, € 3. MeanaH
Ha MPEAMILHHA KYpPCOBE, ChAbPXAILK pHTYkcUMab, e 2. OSMMAT KIHHHYEH 0TroBop € 76%




MEAHaHaTa HA MIPOL/DKMTE/THOCTTA HA KITHHHYHHASA oTroBop € 5 Meceua (29 [95% CI 22,1, 43,1]
CeIMHLH).

Mnuooicecmeen muenom

ITpM NPOCNEKTHBHO, MHOTOLIEHTPOBO, PAHAOMH3HPaHO, OTKPHTO MpOY4BaHe, ca BiJo4eHH 131
MALMEHTH C ABAHCHPAJI MHOMKeCTBeH MHenoM (craauii I1 ¢ nporpecus wim ctaaui 111 mo Durie-
Salmon). JIeueHHeTo OT IbpBa MHUSA ¢ 6EHIAMYCTHHOB XHAPOXJIOpHA B KOMOHHALMS C NPEIHU3O0H
(BP) ce cpasHsBa ¢ sieueHue ¢ MendanaH u npeguu3oH (MP). IloHocumocTTa 1 B iBETC paMEHa Ha
NleyeHH’e € ChOTBECTBAIA Ha YCTAHOBEHHA Npod il Ha 6€30MMacHOCT Ha IAICHHTE JICKAPCTBA ChC
3HAYMTETHO MO-TOJIEMH HaMaIgBaHHA Ha no3aTta B BP pamoto. Jlosara 6eHAaMyCTHHOB XHAPOXJIOPH]
e 150 mg/m? uHTpaBeHo3HO Ha JeH 1 U neH 2, Wik MendanaH 15 mg/m? HHTPaBeHO3HO Ha JAeH 1, xaTo
BCAKO OT CPeJCTBATa € KOMOHHHPAHO ¢ NpeAHU30H. [TPOABIKHTENHOCTTA Ha JIEUEHHE € CPeaHO 6,8
LMKBIa B rpynaTta Ha BP u 8,7 uukena B rpynara va MP.

MeauaHaTa Ha NpexHUBAEMOCTTA Oe3 Iporpecus NMpH NauMeHTHTe Ha sedyeHue ¢ BP e mo-meira
oTKONKOTO npu mauueHtHTe Ha MP (15 [95%Cl 12-21] cnpamo 12 [95%Cl 10-14] meceua)
(p=0,0566). Meauanara Ha BpeMeTO A0 Heyclex OT JjieuerueTo € 14 mecela 3a jedennero ¢ BP u 9
Mecela 3a neyeHuero ¢ MP. IpoabvkurenHocTTa Ha pemucHa e 18 Meceua 3a neuendero ¢ BP u 12
Mecenia 3a nevyeHreTo ¢ MP. Pasnukara B ofluara npeXMBAEMOCT He € 3HauuMa (35 Mmeceua 3a BP
cupaMo 33 meceua 3a MP). IloHocHmMOCTTa B [BEeTEe paMéHa Ha JieYeHHE CHLOTBETCTBA HA
ycTaHOBEHHA nmpodnun Ha 6€30MacHOCT Ha CHOTBETHUTE JICKAPCTBEHH MPOAYKTH, KaTO HAMaJICHHATA
Ha [03aTa ¢a 3HaYUMO NoBe4e npH paMoTo Ha BP.

5.2 ®apMakoKHHeTHIRH CBOHCTBA

PasnpenescHue

EAMMHHAIMOHHUAT NOTYXXHBOT ti28 ciel 30-MHHYTHa HHTpaBeHo3Ha HHYy3us Ha 120 mg/m? TenecHa
NOBBPXHOCT NpH 12 nauueHTH ¢ 28,2 MUHYTH.

Cnen 30-MHHYTHa HHTpPaBeHO3Ha MH(Y3uUA, LIeHTpaTHUMAT obeM Ha pasnpeaeneHue € 19.3 1. Ilpu
yC/IOBHATA Ha paBHOBecue (steady-state), ciiel HHTPaBEHO3HO 00JIYCHO HH)KEKTHpaHe, 00eMbT Ha
pasnpenenexue ¢ 15.8-20.5 1.

[Toeeue oT 95% OT BELIECTBOTO € CBBLP3aHO ¢ MJIA3MEHHUTE NPOTEHHH (NPEIHMHO aTOYMHH).

buotpaHcdopMaLus

OCHOBHHMAT ITBT 3a KTHPbHCA Ha 6€HOAMYCTHH € XMIPOJH3aTa 10 MOHOXHAPOKCH- H
auxuapokcubenaamycTun. O6pasysanero Ha N-1e3mMeTHn-0eHAaMyCTHH U rama-
XHAPOKCHOEHAAMYCTHH OT Y€pPHOAPOOHUS MeTaboNH3BM BKITIOUBA H30eH3uMa LToxpoM P450 (CYP)
1A2. Jpyruar ocHOBEH ITBT 3a MeTabonuzrpaHe Ha OEHAaMyCTHH BKJIIOUBA KOHIOTHPAHE ¢ Iy TaTHOH.
In vitro 6edpamycTHH He Haxubupa CYP 1A4, CYP 2C9/10, CYP 2D6, CYP 2E1 u CYP 3A4.

EnuMHHHpaHE

CpenuusT o611 kndpbHe cnen 30-MHHyTHa HHTPaBeHO3Ha MHY3uA Ha 120 mg/m? TenecHa
MOBBPXHOCT MpH 12 mauueHTH € 639.4 ml/MHHyTa. B pamkuTe Ha 24 yaca, oxono 20% oT BbBeICHaTa
1033 ce OTKpHEBA B ypuHaTa. EKCKpeTHpaHMTE B YPHHATa KOJIH4ECTBa Ca B pela
MOHOXHAPOKCHOEeHIAMYCTHH > GeHIaMyCTHH > TUXHAPOKCHOEHNAMYCTHH > OKCHAWPAH MeTabonuT >
N-aesmeTHn-6eHaaMmycTvH. [lonapuure MeTabonHTH ce €TMMHHHPAT NPEAUMHO C JKITBYKATA.

Hepnodpobro yepexcoane
Hpu naumentu ¢ 30-70% TyMOpHO 3acsAraHe Ha YepHHs pob U €KO YepHOAPOOHO YBpEKAaHe

(cepymeH 6unupy6uH < 1,2 mg/dl) papmaxkokuHeTHKaTa He € MpoMeHeHa. HaMa 3Haunma pa3nuka
CIIpAMO TMALMEHTHTE ¢ HOPMaJTHa YepHoApoOHa U 6BOpeyHa GyHKUMA MO OTHOWICHHE HA Crax, tmax,
AUC, uns , o6ema Ha pasnpenenedue U KupbHca. AUC ¢ oOIIMAT TeleceH KIHPBHC Ha OeHa

ca 06paTHOMPONMOPLMOHAIIHO CBEP3aHH ChC CEPYMHHA OHMUPYOHH, o
A
bvbpeuno yepeocoare x /-
5/




[IpH nalMeHTH ¢ KpeaTHHHHOB KIMPBHC >10 ml/min, BKIIOYMTEIHO NALMEHTH HA HAIH34, HE CE

HabIoJaBaHa 3HAYMMA PAVTHKa CIIPAMO NALMEHTHTE ¢ HOpManHa 4epHoApoOHa u 6b0petHa QyHKIMS
no orHouieHHe Ha Cmax, tmax, AUC, t128, 00eMa Ha pasnpencneHue H KIHpbHCa.

ITayuenmu 6 cmapyecka gv3pacm
(dapMaKOKMHETHYHHTE NpoyYBaHus 00XBAIAT MALIKCHTH Ha Bb3pacT A0 84 roanuu. Ilo-
HampeaHaIaTa BB3PacT He MOBNHABA (apMaKOKMHETHKATA HA OEHAaMYCTHH.

5.3 TIlpeaxJIrHHYAH J2HAH 3a 6e3omacrocT

HexxeaHUTe PEaKLKH, KOUTO HE ce HabIIoaBaT NMPH KIMHHYHKE W3NUTBAHMA, HO C€ Ha0/moAaBaT NpH
’>KMUBOTHH [PH HUBA HA €KCIO3HLMA, NOJOOHM HA HHBATA HA KIIMHHYHA €KCMO3ULIMA, B UMAT BBE3IMOXKHO
3HaueHMe 33 KIMHHYHATa yrnoTpeda, ca KaKTo ClieBa:

XHCTOMOMMUHKTE U3CHEABAHHUA NIPH KYUYETa NOKa3BaT MaKPOCKONCKH BUIUMA XUTIEPEMUA Ha
JIAraBYULIATA H KPHBOM3IHMBM B CTOMAIIHO-YPEBHHSA TPAKT. MUKPOCKONCKUTE H3C/ICIBAHUA NOKA3BAT
OGIIMPHH POMEHH Ha THMQHATA ThKaH, TOBOPEILM 33 MMYHOCYIpeCHs H TYOYyJIHH IIPOMCHH B
6pOpelHTe ¥ TECTHCA, KAKTO H aTPOQHYHH, HEKPOTHYHH NPOMEHH B €MIHTE/Ia Ha IPOCTATATA.
IIpoyuBaHus MpH KMBOTHH NOKA3BaT, 4¢ GEHAAMYCTHH € eMOPHOTOKCHYEH H TEPaTOTEHEH.
BeHaaMycTHH MpeAM3BHKBA XPOMO3OMHH abepaLMi M € MyTareHeH KakTo in vivo, Taka 1 in vitro. [1pn
NMPOAB/DKHTETHUTE NPOYUBAHMA € HKEHCKH MHMIIKY OEHIAMYCTHH ¢ KaHIIEPOTCHEH.

6. OAPMAIEBTWYHH JAHHH

6.1 Chnechbk HA NOMOINHHTE BelIecTsa
Manuron
6.2 HechLBMECTHMOCTH

To3u nekapcTBEH MPOAYKT He TpaOBa la ce CMeCBa ¢ APYTH JEKapCTBEHH IMPOJYKTH, ¢ H3KIIOUCHHE Ha
Te3U, MOCOYEHH B TOUKa 6.6.

6.3 Cpox ma roguoCT
3 roaAvHH

NHy3HOHEH pasTBOp

Crep pasTBapaHe H paspexaaHe, XMMH4ecka H (usHuecka CTabHIHOCT € IeMOHCTpHpaHa 3a 3,5 4aca
npu Temnepatypa 25 °C/ 60% orHocurenna puaxkHocT (RH) u 2 1um npu temneparypa 2 °C 10 8 °C B
MOTHETHICHOBH CaKOBeE.

Ot MUKpPOGHONOTHYHA [JIeIHA TOYK4, PA3TBOPET TPAGBA [la Ce M3MNO/3Ba BeAHAra. AKO He ce H3IOJI3Ba
Be/[HAra, CHXPAHEHHETO H YCIIOBHATA NpeH ynoTpeba ca OTTOBOPHOCT Ha NOTPEOHTEA U
0BHKHOBEHO He TPAOBa Aa HaABHILABAT 24 yaca npy TeMneparypa ot 2° no 8°C, ocBeH ako
pa3TBAPAHETO/Pa3peKAaHETO HE € H3BBPIICHO NPH KOHTPOJIHPAHH W BaTHAWPAHH aCCITHYHH
YCIOBHAL.

6.4 CoenHaJAR ycl0BHS HA ChXPaHCHHE
CexpaHsBaiiTe ¢pnakoHa B KAPTOHCHATA OTIaKOBKa, 3a [ja C€ MpPEAna3n OT CBET/IHHA.

3a ycNOBHMATA HA ChXpaHEHHE clell pa3TBapsAHe H pa3pexcIaHe Ha IEKApCTBCHUA TIPOIYKT B
6.3.




6.5 Buau cbabpKaHHE HA ONAKOBKATA

Tun | kadsB cTkieH ¢aakod 25 ml ¢ GpomoOyTHIIOBA KayHyKOBa 3alylllajika ¥ allyMHHHeBa oOKaTKa
¢ OTUYMBAILA CE Kanayka, CbC WK 6e3 racTMacoB npeanasures (CIMHBUHT). CIHMBUHIBT HE B/IM3a B
KOHTAKT C JIEKAPCTBEHUA NMPOAYKT U OCUTypsBa JOITbIHUTEIHA 3alIMTa NIPH TPAHCTIOPTHPAHE, KOETO

MoBMIlIaBa 0€30MacHOCTTA 3a ennunncmﬂ U amaBTuqHHﬂ nepcoHall.

OTYYTIE -3 8, CbC WK 663 [1aCTMAcOB npennaameﬂ (cnuHBHHr) CIMHBMHIBT He BIH32 B
KOHTAKT C nexapcmennﬂ MPOAYKT ¥ OCUT'ypsiBa JAOMBb/IHUTEIIHA 3alMTa MPH TPAHCIIOPTHPAHE, KOETO
[OBMILABA 6€30MacHOCTTA 38 MEAMUMHCKHS M (hapMalleBTHUHHS NIepCoHaIT,

BuaoBe OrnakoBKH
1,5, 10 u 20 ¢dnakoHu ¢ 25 mg 6eH1aMyCTHHOB XHAPOXJIOPHJIL.
1 u 5 ¢pnakonu cve 100 mg 6eH1aMyCTHHOB XHAPOXJIOPHAL.

He BcHukHW BUIOBE OMAaKOBKH Morat jAa ObJar MmycHaTH B rpojaxoa.
6.6 ChnenuajHH npeAnasHH MEPKH NPH H3XBbPJ/IsHe H paboTa

[Tpu paboTa ¢ GeHAaMyCTHHOB XHAPOXJIOPH/ TPAOBa /1a ce U30ArBaT BAMILBaHEe, KOHTAKT C KOXKaTa
WM JIMraBULMTE (71a C€ HOCAT PbKaBULIM U npeAna3Ho odiiexio!). 3aMbpCeHUTE YacCTH OT TAJIOTO
TpaOGBa BHMMATEJIHO [1a Ce M3ILUIAKHAT C BOJIA U CAllyH, OYMTe TPAOBa /1a Ce MPOMHSAT C PU3HOIOTrHYEH
pa3TBOp. IIpH BB3MOXKHOCT Ce MpenopbyBa jia ce paboTH BbpXY CreLHaIHi 00e30naceHn paboTHH
IoToBe (C JaMHHApEH BB3/YIIEH MOTOK), TOKPHUTH C HEMPOMOKaeMO U abcopbupaiiio GoJino 3a
eHOKpaTHa ynotpeba. bpeMeHHH ciiy)KuTes K1 He TpsAOBa /1a paboTAT C LMTOCTATHLIM.

[TpaxbT 3a KOHLIEHTPAT 3a HH(QY3HOHEH pa3TBOP TPAOBA /J1a ce pa3TBOPH C BOJA 3a MHXKEKLIMH, /1a ce
paspeau ¢ 9 mg/ml (0,9%) HHXKEKLMOHEH pa3TBOP Ha HATPHEB XJIOPH/L M CJIE/l TOBA /1a Ce BbBe/Ie Ype3
MWHTpaBeHO3Ha HH(PY3us. Jla ce U3nos3Ba acenTUHYHa TEXHHUKA.

1. Pa3TBapsne

[TpaxsT TpsaOBa a ce pa3TBOpH He3abaBHO clie/l OTBapsHE Ha (JlaKoHa.

PazrBopere BcekH ¢akoH benaamyctun Cannos, cbabpakail 25 mg OeHAaMyCTHHOB XHAPOXJIOPU] B
10 ml Boaa 3a MHXKEKLIMH Mpe3 pa3KJalllaHe

Pa3TBOpPEHHAT KOHLEHTpAT ChAbpka 2,5 mg GeHJaMyCTHHOB XMApoXjopua B ml v npeacrasissa
OuCTBp, O€3LBETEH Pa3TBOP.

2. Pazpexnane

[[lom pa3TBOpBT ce u3bucTpu (06ukHOBEHO cien 5-10 MuHYTH), He3abaBHO pa3spezeTe oblaTa
npenopb4aHa no3a bengamyctun Cannos ¢ 0,9% pasreop Ha NaCl 10 nocTtiuraHe Ha OKOH4YaTe/IeH
o6em ot okoso 500 ml.

Bennamyctun Canno3s TpsabBa na ce paspexna ¢ 0,9% pasreop Ha NaCl v HMKaKbB Apyr
MHIXKEKLIMOHEH pa3TBOp.

3. BuBexnaHe
Pa3TBOpPBT C€ BbBEXKIA Ype3 HHTPaAaBEHO3HA HHDY3usa B npoabkeHre Ha 30-60 MUHYTH.
dakoHHUTE ca MpeJHa3HaY€HHU caMo 3a €JHOKpaTHa ynotpeoa.

Heuznon3BaHUAT JIEKAPCTBEH MPOAYKT WK OTHAAbYHUTE MAaTEPHAIM OT HEro TpsAdBa 1
B CbOTBETCTBHE C MECTHUTE HU3UCKBAHUS.
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