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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA




1. HME HA JJEKAPCTBEHMS MPOAYKT

BenpamyctiH Akopa 25 mg/ml KOHIIEHTpaT 32 UH(PY3HOHEH pa3TBOP
Bendamustine Accord 25 mg/ml concentrate for solution for infusion

2. KAYECTBEH 4 KOJIMYECTBEH CbCTAB

Bceku ml cbabpxka OeHIAaMyCTHHOB XHAPOXJOpUA MoHoxuapatr (bendamustine hydrochloride

monohydrate), eKBUBaJIEHTEH Ha 25 mg OeHaaMycTUHOB Xuapoxiopun (bendamustine hydrochloride).
Bcexu piakon ot 1 ml chabpika 6eHAaMyCTHHOB XUAPOXJIOpUA MoHoXUApart (bendamustine hydrochloride
monohydrate), ekBUBaJIeHTEH Ha 25 mg OeHOaMyCTHHOB XHAPOXJIOpHA (bendamustine hydrochloride).
Bceku pniakoH ot 4 ml chabprka GeHAaMYCTHHOB XHAPOXJIOpUA MOHOXMAPAT (bendamustine hydrochloride
monohydrate), ekBuBaneHTeH Ha 100 mg 6ennamMyCcTHHOB XMAPOXIOpUA-(bendamustine hydrochloride).
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3. JIEKAPCTBEHA ®OPMA usHe ~ g

KoHLueHTpaT 3a MHY3HOHEH pa3TBOp (CTEPUIIEH KOHLIEHTPAT) . e e ananpan |

Buctep, 6€31BETEH 00 HKBIT Pa3TBOP.

4. K/IMHHUYHUA JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHSA

JleyeHue OT MbpBa JIMHHUA Ha XpOHUYHA JTUMouuTHA N1eBkeMHus (ctaaui B unu C no Binet) npu nauueHTy,
3a KOMTO KOMOMHHpaHaTa XuMUoTepanua ¢ GuyaapabuH e Henoaxoas1ua.

KaTo MoHOTEpanus Npy NaUMEHTH C HHAOJIEHTHH HEXOUYKHHOBH JTUM(POMH C nporpecus Ha 3abosBaHeTO
M0 BpeMe WJIM B paMKHUTE Ha 6 Mecela ciell IeYeHHE C PUTYKCUMAO WK peXHM, CbAbPIKaLL PUTYKCHMAD.

JleueHHne OT MbpBa JIMHUA HA MYJITUIUIEH MUeIOM (cTaauii I ¢ nporpecus unu craaui I1I mo Durie-Salmon)
B KOMOMHALMS C NPEeAHH30H INpPH MalUeHTH Ha BB3pacT Haja 65 roauHH, KOMTO HE ca NMOAXOASLH 3a

dBTOJIOXKHA TPAHCIUVIAHTALMA Ha CTBOJIOBH KJICTKH H KOUTO HMAT KIIMHHYHO H34BCHA HECBPOIIATHUA MO BPEMC
Ha JUardHosara, H3KJIio4Balla rnpujaaradHe€ro Ha JICHEHHUEC, ChbAbpPXKALlO TATHAOMHI HITH 60[)’[‘630]““6.

4.2 JI03HpPOBKAa H HAYHH HA NPHJIOKEHHE

Jo3upoBKa

MoHoTepanus nNpy XpoHU4YHa JUMQOLIUTHA JIEBKEMUS
[To 100 mg/m? TenecHa MOBLPXHOCT OEHAAMYCTHHOB XHAPOXJIOPH HAa IHH | U 2; Ha BCeKH 4 CEMHLIH,
10 6 NbTH.

MoHoTepanus Ha HHAOJIEHTEH HEXOYKHHOB JIMM(OM, pedpakTepeH Ha pUTYKCHUMab
[To 120 mg/m? TenecHa NOBBPXHOCT GEHAAMYCTHHOB XHAPOXJIOPH/ Ha JHH | M 2; HA BCEKH 3 CeAMHLH,
MoHe 6 MbTH.

MyATHILIEH MHEJTIOM

[To 120-150 mg/m? TenecHa NMOBBLPXHOCT GEHIAMYCTHHOB XHMIPOXJIOPH Ha
TeJeCHA MOBBbPXHOCT NPEAHU30H HHTPABEHO3HO UJIH NMEepOopaiHO Ha AHU 1 10 4;
3 MBbTH.




YeproapobHO yBpEXKAAHE

Bw3 ocHOBa Ha (papMaKOKMHETHYHHMTE JaHHH, MpH MALMEHTY C JIEKO YEPHOAPOOHO yBpeKIaHe (CepyMeH
6wpy6un <1,2 mg/dl) He e HeOBXOAMMO KOpHrHpaHe Ha f03aTa. [Ipy MauKeHTH ¢ yMEpEeHO YepHOAPOOHO
yspexxaane (cepyMer 6unnpy6un 1,2-3,0 mg/dl) ce npenoppuBa NOHKKaBAaHE HA A03aTa C 30%.

HaMa HanWuHd JAHHH TPH MALHEHTH C TEXKO HepHOApOOHO yBpexiaHe (CTOHHOCTH Ha CepyMHHS
oumupyOuH >3,0 mg/dl) (Bxk. Touka 4.3).

brOpeyHo yBpexaaHe
Bb3 0ocHOBa Ha (papMAKOKMHETHUHH JaHHM, MPU NALHEHTH C KPEATUHHWHOB KiuMpbHC >10 mi/min He e

HeoGX0a¥Ma KOpeKLMs Ha no3ata. ONUTHT NpY NALUEHTH ¢ TeXKOo OBOpeUHO yBpeKaaHe € OrpaHHYeH.

[leanaTpyuyHa nomynamus
BesonacHocTTa ¥ €PHKACHOCTTA Ha O€HOAMYCTHHOBHUA XHIPOXJIOPH] MPH Aelia BCE OLIE HE Ca yCTAHOBEHHM.

Mo HacToflLIeM HATHYHH JAaHHH HE A AOCTAThYHH, 32 1a CE€ HalpaBH NpENopbKa 3a JO3UPOBKATA.

[TaleHTH B cTapUuecKa Bb3pacT
Hsma goka3aTencTBa, Y€ NPH MalUHEeHTH B cTapyecka BB3pacT € HeobX0AWMOo 103aTa 4a ¢€ KOpHTHpa (BX.

TOYKA 5.2).

HauuH Ha NpuaOKEeHHE
3a uHTpaBeHO3Ha HH(DY3UA B Npoab/pkeHHe Ha 30-60 MUHYTH (BK. TOYKa 6.6).

Bausaxeto TpabBa Aa ce M3BBLpLIBA NOJA HAOMIONEHHETO Ha IEKAP ¢ KBAIHPHKALIHA U OTHT B U3MO/I3BAHETO
Ha XHMHOTEpaneBTHHHH CPEICTBA.

Brnowenata GyHKLUMA Ha KOCTHHS MO3BK € CBBp3aHa ¢ NpeAH3IBHKAHATA OT XUMHOTEpanuAaTa NOBHIWIEHA
XeMaToNoruuHa TokcHuHocT. JleueHWe He TpaGBa JAa 3amnovBa, ako OpOAT Ha JEBKOLMUTHTE H/MAU
tpoMbouuTUTe € cnaaan a0 <3 000/mMukponuTsp Wik <75 000/ MHKPOIHTBD, CLOTBETHO (BX. TOUKA 4.3).

Jleuenuero TpaOBa [a ce MPEKPaTH WK OTIIOXKH, aKO CTOHHOCTHUTE Ha JIEBKOLMTHTE W/HIH TPOMOOUMTHTE
ca crnagHanu nof <3 000/MukponuTep uau <75 000/MHKpONHTLP, CHOTBETHO. JleueHHeTo Moxe Aa Obae
NPOAB/DKEHO CJIE/] KaTo CTOHHOCTHTE HA IEBKOUMTHTE C€ NMOBHIIAT 10 >4 000/MHKPOIHTED, @ CTOHHOCTHTE
Ha TpoMboumruTe 0o >100 000/MuKpONVTHD.

Hait-uuckd CTOMHOCTM Ha JeBkouuTHTEe 4 TpoMbonurure ce pocrurat cnea 14-20 auM, Karto
BB3CTAHOBABAHE HacTbNBa cnel 3-5 ceamuuu. Ilo BpeMe Ha mMHTepBanuTe Oe3 Teparus ce npenopbysa
CTPHKTHO Mpocle[saBaHe Ha KPbBHATA KapTHHA (BX. TOUKa 4.4).

[Tpy HexemaToNOrHYHA TOKCHMYHOCT, MOHWXKABAHETO HA J03aTa TpAOBa J1a C€ OCHOB2Ba HA HAH-TOUIHTE
crenenu no obummre kpuTepuy 3a TokcuuHocT (CTC) oT npeaxoaHus UMKEI. IIpH TOKCHYHOCT OT CTErneH
3 no CTC ce mpenopbusa noHwxkapaHe Ha jo3ata ¢ 50%. [Ipu ToxcnuHocT ot crenen 4 no CTC ce
MpenopbYBa NPEeKpaTABaHE HA JIEUEHHETO.

AKO NaLHEHTHT CE& HY)Kae OT afjanTHpaHe Ha A03aTa, HHIUBHAYaNHO H3YHCIeHaTa NOHXKeHa 103a TpaOBa
71a C€ NMPHIOXHU Ha eH | ¥ 2 oT chOTBETHMA J1eueOeH UKD,

3a MHCTPYKLMH OTHOCHO pa3pe)kJIaHeTO U pa3TBapsHETO Ha JIEkapCTBEHHA NPOAYKT, BHXKTE TOUka 6.6.

4.3 IIpornBONOKA3AHHS

- CBpbXYYBCTBHTENHOCT KbM aKTHBHOTO BEILECTBO WIH KbM HAKOE OT MOMOLHHUTE BELLECTBA, H30POCHH
B TO4ka 6.1.

- Ilepuon Ha KEpMEHE.,

- Texko 4epHOAPOORO yBpexaaHe (cepyMmeH SunupyOuH >3,0 mg/dl).

- JXbaTenuua.

- Texxa cynpecHs Ha KOCTHHA MO3BK H TEXKH [POMEHHM B KPbBHATa KapTHHa (Cm
nepkouMTHTE WHnK TpombouuTuTe A0 < 3 000/MukponuTsp Mnn < 75 000/Mukporn




Hnudekumu, ocobeHo ¢ NeBKONEHHS.
- BakcnHaLus cpeury XbJaTa TpeckKa.

44 CoenuajHH npeaynpexaeHHs H OPeINA3HH MePKH NPH ynoTpeda

Muenocynpecus
[Ipy nmauueHTH, NeKyBaHH ¢ 6eHIAMYCTHHOB XHMApPOXJIOPHA MOXE Aa HAcThAM MHenocynpecus. Iipu

CBBbP3aHa € JIEYEHHETO MHENOCYNPECHSR, JIEBKOLMTHTE, TPOMOOUUTHTE, XEMOTTIOOHHBT B HEYTpOdUAHTE
TpaBa J1a ce KOHTPOJIUpAT NOHe BeAHbXkK ceaMuyHo. [Ipean HauanoTo Ha cneaBallysa LHKBA Ha JIEYEHHE,
ce NpenophyBa nokasareaurte aa Obaar cieaHurte: OpoH Ha NEBKOUMTUTE WU Tpombouutute > 4 000/
MUBKpOIHTHP HaK > 100 000/ MUKpOaHTBD, CHLOTBETHO.

Hudexunu
HabniogaBaHu ca cepHO3HH W JeTalHH HHOEeKUMU ¢ OCHIAMYCTHHOB XUIAPOXJIOPUI, BKAIOYHTEIHO

OakTepuanuu (cencuc, MHEBMOHHUS) W OMOPTIOHHCTHYHM HHQEKUMH KaTo MHEBMOHHA, MpPHYHMHEHa OT
Pneumocystis jirovecii (Pneumocystis jirovecii pneumonia, PJP), Bapunena 3ocrep Bupyc (Varicella zoster
virus, VZV) u uutomeranosupyc (Cytomegalovirus, C MV). CrobaBa ce 32 ¢iyyad Ha NporpecHBHA
mMynTugokanHa fneekoeHuedanonatus ([IMJI), BrinoyuTeTIHO € JNeTaneH U3Xon, cnel ynorpedara Ha
OeHAaMyCTHH Hai-peve B KOMOWHALIMA ¢ PUTYKCUMad unu oOuHyTy3ymad. JleueHneTo ¢ OeHaaMyCTHHOB
XHAPOXJIOPHI MOXE J1a NPUYKHHU NPOABKUTENHA TUM@ouuToneHus (< 600/ul) n rucvk 6poi (< 200/ul)
Ha CD4-nonoxurenHure T-knetku (T-xennepHu kneTkH) 3a MoHe 7-9 Mecella cnell NPHKIOYBAHE HA
neueHuero. JlumbouuToneHusaTa H HamanseaHeto Ha CD4- nonoxurenuure T-kaeTku ca NMoO-U3pa3eHH,

xorato OeHIaMYCTHH c€ KOMOHHHUpa ¢ peTykcuMad.

[TauneHTHTEe ¢ NTUMdoneHns W HUCBK Opoit Ha CD4-nonoxurenHure T-KIETKU ca NO-NOAATIHMBH KbM
(ONOPTIOHUCTHYHHM) MHDEKLUH cnel nedeHde ¢ beHaaMyCTHHOB Xuapoxiopua. B ciyyal Ha HUCHK Opo¥
Ha CD4-nonoxxutenuure T-knerku (< 200/pl), rpabsa aa ce uMa npeasua npouiakTHka 3a NHEBMOHUA,
npuYHHeHa ot Prneumocystis jirovecii (PJP). Bcuukn nauvenrure tpsabea ga ce HaOmwopaBar 3a
pPeCHpPaTOPHH NPH3HALM W CUMINTOMHU MO BpeMe HAa LAIoTO Jjiedenwe. Ilaumenture Tpabea na Onaart
MOCHBETBAHH He3abaBHO [a cboOlaBar 3a HOBH NpH3HALM Ha HHQEKUUH, BKJIOYUTENIHO BHCOKA
TEMIEpaTypa WIW pecnupaTtopHu cuMnTomu. TpabBa na ce B3leMmMe mpenBuA NPEYCTAHOBABAHETO Ha
O€HIAMYCTHHOB XHAPOXJIOPUA MPHU HANTUUUE HA MPHU3HALM Ha (ONMOPTIOHUCTHYHH) HHPEKLHH.

Ha ce uma npeasua I[IMJI npu audepeHuwanHara AWardos’a npd MAUMEHTH C HOBOOTKPUTH WM
BJIOLIABALIM CE€ HEBPOJOrHYHH, KOTHUTHMBHH WM MOBEACHUYECKH MPU3HALH MM CHMOTOMH. AKO HMAa
cbMHeHue 3a [IMJI, TpabBa na ce npeanpyeMaTt NOAXOAAILM AUArHOCTHYHU OLIEHKH H JIEYEHHETO 14 ce
npeycraHoBM, Aokato [IMJI He Obae u3knoyeHa.

PeaktHBanug Ha xenatut B

Habnronaea ce peakruBauya Ha xenatur B npu nauydeHTH, KOUTO ¢a XpOHHYHHU HOCHTEIH HA TO3H BHPYC,
ciel npHeM Ha OEeHAaAMYCTHHOB XHAPOXJIOPHA OT Te3H NauMeHTH. HAKou ciyuad ¢a 3aBBbpUIMIIK C OCTpa
yepHOApoOHA HEAOCTATBLYHOCT WA ¢ neranedH u3xoA. [lauuenture Tpabea na ce m3scneasar 3a HBV
HHEKUMA TMpead 3anovBaHe Ha neyeHue ¢ OeHAAMYCTHHOB XUApoxnopua. TpsaOBa Aa ce HanpasH
KOHCYJITAlMA ¢ eKcnepTd B 06n1acTra Ha uepHOApoOHHTE 3a00NISBAHUA H B JICUEHHETO Ha XenaTuT B, npeau
71a ce 3anouHe JeUeHHE Npy NaLHEHTH C NMO3HTUBHH TECTOBE 33 XENaTUT B (BKIIIOYHUTENHO Te3M ¢ AKTHBHO
sabongBaHe) U rauMeHTH ¢ noaoxkurened HBV tect no Bpeme Ha nedyeHue. Hocurenure Ha HBV, npu
KOHUTO C€ Hajiara JieueHue ¢ 6€eHAaMyCTHHOB XMAPOXJIOpU, TpAOBa na 6bAaT BHUMATENHO HabmonaBaHH
3a NPHU3HaLK W CUMIITOMH Ha akTuBHA HBV uHdekuusa no BpemMe Ha LANOTO JEYESHUE H HAKOJIKO Mecella
cjiel MPUKIIOYBAaHEe HAa TepanuaTa (Bx. Touka 4.8).

KoxxHu peakumu

Crpobl1taBa ce 3a MHOXKECTBO KOXHH peaklid. Te ca BkmousaT 0OpHUB, TEXKKH KOXKHH peagu#it | [ YITORE
ex3aHTem. CpobliaBaT ce cllydad Ha CHHApoM Ha Stevens—Johnson (SJS), Tokcu .ru- AepN -.n._:
Hexkponuza (TEN) M nekapcTBeHa peakuus C €O3MHODWIHA U CUCTEMHHU CHUMNTH (DRESS), L ﬁ%\p |

na OpAaT npeaynpeKaasaHy 3a APH3HALMTE H CHMIITOMHUTE Ha T€3U PEAKLMH OT CBO

ynmpeﬁa*ra Ha GEH,D,aM)/GTHHOB XHIPOXJIOpHA, HAKOH OT KOHTO C€a C JICTAJICH H3XO0/J. ‘ FrINCHY
KaToO T’pﬂﬁﬂa IIa UM ce Kake HezabaBHO na NMNoTHLPCAT MEIHUMHCKA ITOMOIL, aKQ P& ': @}( AT TE3M %
-~ : - g,




cumnToMd. Hsakod cBOMTHA BB3IHMKBAT Clel TNIPUIOXKEHHeTo Ha OEHAaMYCTHHOB XMIPOXJIOPHA B
KOMOMHALMA C APYTH NPOTHBOPAKOBU CPeACTBA, TaKa Y€ HEe MOXE Aa C€ MNOCOYH JATH € HAIHLE
KareropM4Ha Bpb3ka. [Ipd MosBa Ha KOXHH peakLidd, T€ MOraT Aa NporpecHpar v TeXeCcTTa MM Jia Ce
3aCHJIM ¢ NMO-HATATBLUIHOTO JiCYeHHE. AKO KOXHHTE peakUHd TIPOrpecHupar, JIeYeHUeTo ¢ DeHIaMyCTHH
TpsaOBa [1a ce OTI0XKH WM Aa ce MpeycTaHOBU. 1IpH TemKH KOXKHH PEaKLMH, 3a KOMTO ce MOA03Hpa, Ye ca
CBBP3aHH C NPUIOKEHHETO Ha 0€HAAMYCTHHOB XHAPOXJIOPHA, JICHEHHUETO TpAOBa Aa ce NMPeyCTaHOBH.

CovpaevyHd HApYLIEHUS

[To BpeMe Ha neveHre ¢ G6eHIaMYCTHHOB XHAPOXIOPHI KOHLEHTPALMATA Ha KAJIHI B KPBETA MPH NALHEHTH
ChC ChpACYHH HapylleHus TpaOBa na ce NpocieAssa BHUMATENHO U MpH cToHHOCTH Ha K+ < 3,5 mEq/l
TpabBa Ja ce Ha3Ha4u fobaBka, ChbAbprKalLa Kanuii ¥ Aa ce Hanpasu EKI'. ChobLiiaBa ce 3a ¢paTanHu ciayyau
Ha HHOAPKT Ha MHOKAapJa W ChpAeYHA HEeJOCTAThYHOCT TPH JIeUueHHE ¢ OCHIAMYCTHHOB XHIPOXJIOPHULL.
[TauueHTHTE C aHAMHE3A 3a NOJJIEKAIIO ChbPACYHO 3a00/1sABaHe TpAOBa CTPUKTHO Aa ce HabMoaaBar.

["ageHe, MOBpPHIIAHE
3a CHMITTOMATHYHOTO JICYEHHUE HA FAICHE M MOBPBLIaHEe MOTaT Ja ¢€ NMPHIOXKAT aHTHEMETHLIM.

CWHIpOM Ha TYMOPHO pa3najaHe

[Ipx nanHeHTH B KIWHUYHHU NPOYUBaHUA Ce CbOOWIAaBa 3a CHHAPOM Ha TYMOpHoO pasnajaHe (TLS), cebpaan
¢ JeyeHHeTo ¢ benpaMyctTuH. OOUKHOBEHO TOHM HacTbIBa A0 48 4aca ciel npuiaraHe Ha nbpearta 1032
OenpaMycTHH ¥ 0e3 Hameca Moxxe jHa JdoBeae A0 ocTpa ObOpedyHa HEAOCTATBYHOCT W CMBPT.
[IpeBaHTHBHHTE MEpKM Ca ANEKBATHA XWApPATAUUA M BHHMATEJIIHO IpocieAsBaHe Ha OHOXUMHUYHHUTE
[0Ka3aTe]Il Ha KpbBTa, 0COOEHO HA CTOHHOCTHTE Ha KaMil U HA MMKOYHA KUCEIMHA, U TPAOBa Aa ce HMa
npeasuy ynorpebara Ha XUMOYPEeMHYHU MPOAYKTH (aloMypHHON U pa3bypukasa) npeau nedenueto. [Ipu
eIHOBPEMEHHOTO MPHIOKEHUE HAa OCHAaMYCTHH W alOMYPHHOJ, ¢€ ChOOLUABA 3a HAKOJIKO Cly4asd Ha
cHHApoM Ha CTUBBHC-DKOHCBH M TOKCHYHA €MUAEPMAalIHa HEKPOTH3a.,

AHadunakcus

B KIMHUYHM NMPOYYBaHHA YECTO HACTHIBAT WHPYIMOHHH peakuyd KbM OEeHAAMYCTHMHOB XHMIPOXJIOPHA.
OOMKHOBEHO CHMMITOMHTE ¢a ¢J1abo HM3pa3eHH W BKNKOUBAT BHCOKA TeMIlIEpaTypa, BTPHCAHE, ChpOexK H
obpus. B peaky ciyyau ce HabnromaBar TeXKH aHAQUNAKTHYHM M aHAQWIAKTOMAHH peakuuu. Cnen
NBPBHA LIMKBJI HA JIeueHHE Ha nauMeHTHTe TpAOBa na 6b1e cCHeTa aHaMHe3a 33 CUMITTOMH, Mpearonaraly
HH(pY3HOHHH peakuuu. [IpyM maupeHTH, KOUTO NpeAn ca UMany HH(PY3HOHHM peakuuH, TpAOBa Aa ce
oOMHCIH Janu B CleABaLlMTe LIUKIH Ha JieyeHue TpabBa Aa ce npeanpHeMar MEPKH 3a MpeAOTBpATABaHE
Ha TE)KKH PEeaKLUK, BITIOUHTENHO NMPUIOKEHNE HA AHTUXUCTAMHHH, AHTHITHPETULIH H KOPTHKOCTEPOU/IM.
[Tpu nmauMeHTH, NMPH KOUTO € HADMIOAaBaHa anepruvHa peaklys OT CTereH 3 MIIM alepruyHy peakiMH OT
NO-TEXKKA CTENeH, JEKAPCTBEHHUAT MPOAYKT OOUKHOBEHO He C€ NMpHJIara MOBTOPHO.

KouTpanennus

beHaMyCTHHOB XHIOPOXJIOPHUA € TepaTOreHEeH H MyTareHeH.

XKenure He Tpsbea na 3abpeMeHsBaTr no BpeMe Ha jedeHueTo. [Ipean HayanoTo Ha JeueHHETo ¢
OeHIaMyCTHHOB XUAPOXJIOPHA, MALMEHTUTE OT MbXKKH NoJa TpA0Ba Aa NOTHLPCAT KOHCYJITAUHA OTHOCHO
CbXPAHEHHETO Ha cniepMa, NOpaaH BH3MOXKHO HACTBINIBAHE HA TpaiHO Oe3ruioaue.

ExcTpaBazaius

ExcTpaBa3anHOTO HHXKEKTHpaHe TpadBa Ja ce npeycraHoBH He3abaBHO. Mrnata TpabBa na ce usternv cnea
KpaTKa acHpauus, ClIej KOETO 3aCerHaTHAT YYacThK OT ThbKaHTa TpA0Ba Ja ce oxnagu. Prkara Tpsabsa na
ce nopaurHe. HaMa onpeneneHa nojsa OT NPUNAraHETO Ha JOIMBJAHHTENHO JIEYEHHE, KATO HANPHMEP
ynotpedba Ha KOPTUKOCTEPOHIHN.

HeMenaHoMEH pak Ha KO)KaTa
B KIMHHYHH NpoyuBaHuA ¢¢ HabiiomaBa MOBHUIUEH PHCK OT HEMEJIAHOMEH paK Ha Ko
(bazanHoK/IeThYEH KAPUMHOM M IUIOCKOKIEThYEH KapUMHOM) IPH [ALMEHTH, JIeKY,
cbaAbpKaLig GennamycTuH, [IpenopryBa ce nepMOgMYEH KOXKEH NPETJIC 32 BCHYKH 112
OHE3M, NPY KOMTO HMa PUCKOBH (PaKTOPH 3a pak Ha KOXaTa.




Paspexxnave

BenpamycTur Akopa 25 mg/ml KOHUEHTpaT 3a MHQY3HOHEH Pa3TBOP HM3MCKBA MOAXOAAILIO pa3pekaaHe
npead ynorpeda. KoHuenrpauuara s#a 6eHoaMycTud 8 bennamycTtuH Akopa 25 mg/ml xoHueHTpar 3a
HHpY3HOHEH pa3TBOpP CE€ paliMvaBa OT [ApPYrure NPOAYKTH Ha OeHaaMycTHH (BHXKTEe Touka 6.6 3a

AOIBJAHHTETHH HHCTPYKLUHH OTHOCHO pa3pexKAaHETO).

4.5 B3auMoaeHcTBHSA ¢ APYrH JieKAPCTBeHH NPOAYKTH H APYrd GOpMH HA B3aHMOAeHCTBHE.
He ca npoBexXnaHH in vivo npoy4YyBaHHUA 33 B3AUMOACHCTBUA.

[Tpu xoMOuHHpaHe Ha GEHOAMYCTHH C MHENOCYTIPECHBHH CpeacTBa, edexThT Ha OEHAaMYCTHH W/WIH Ha
€HOBPEMEHHO NPHIOKEHUTE NEKAPCTBEHH NPOIYKTH BLPXY KOCTHHA MO3BK MOXe Aa ce 3acunu. Beako
NeueHKne, KOETO BJIOWIABA OOLUOTO CBCTOAHUE HA MAaUMEHTa WU YBpeXaa (YHKLUATA HA KOCTHHA MO3bK
MOJKE /14 3aCHJIH TOKCUYHOCTTA Ha OeHAAMYCTHH.

KombGunupaneTto Ha OeHAAMYCTUH ¢ LMKIOCNOPHH WIH TaKpOIMMYC MOXE Aa AOBEAE OO €KCLIECHBHA
MMYHOCYIpecHs C pUCK OT JIUMdonponudeparm.

HurocTaTiuuTe MOrat na Hamanst obpa3lyBaHETO Ha aHTHTeNla CIEA BAKCHHALMA € )XHBH BUPYCHM H 1A
NOBUILAT PHCKA OT MH(GEKUHUA, KOeTO MOXKe Aa noBeAe N0 ¢aTaneH U3XOA. 103M PUCK € MOBHIIEH NpH
NAalKUEeHTH, KOUTO BEYE €a C [IOTHCHATA HMYHHA CHCTEMA BCIEACTBHE HA MOAJIEXaLOTO 3a60/1sBaHe.

MerabonuamMbT Ha OeHaamycTHH BrIO4Ba uutoxpoM P450 (CYP) 1A2 usoenzuma (Bx. Touka 5.2).
CrnenoBaTenHo, CBHLIECTBYBA BB3MONKHOCT 3a B3auMojaeicTBve ¢ uHXHOMTOpH Ha CYPlA2, karo
bayBoKcaMHH, UMNPOdNIOKCALHH, ALMKIIOBUP WM LIHMETHIHH.

[lennarpuyHa nonynaius
IIpoy4yBaHMs 3a B3aUMOJEHCTBUE Ca NPOBEXKIAHH CAMO NPH BB3PAacTHH.

4.6 @epruanTeT, OPEMEHHOCT H KbpMeHe

bpemeHHOCT

HaMa nocraThuHO HaHHUA 3a yriorpedara Ha OeHAaMYCTHH npu OpeMeHHH XeHH. B HexnnHHuHH
npoyuBaHua 6eHOaMyCTHHOB XHApOoxopua € eMbpuo-/deroneraneH, TepaToreHeH H reHOTOKCHYEH (BK.
Toyka 5.3). beHnamycTHH He TpsadBa Aa ce U3N0A38a NO BpeMe Ha OpPEeMEHHOCT, OCBEH NIPH KAaTEropHyHa
HeoOXoAUMOCT.

Maiikara Tpsabpa aa 6BAaT HHQOPMHPAHA OTHOCHO PUCKA 3a MoJa. AKO JieYeHHETO ¢ DeHAAMYCTHH €
abCcoMOTHO HEOOX0AUMO MO BpEME Ha OPEMEHHOCT WITH aKO [0 BPEME Ha JIEUEHHETO HACTLIH OpeMEHHOCT,
nayueHTkata TpabBa ja 6v1e MHPOpMUpaHa OTHOCHO PHCKOBETE 3a HEPOAECHOTO JeTe M TpabBa ja ce
[pocieassa BHUMaTeJHO. TpadBa na ce OOMUCIH BB3MOKHOCTTA 33 T€HeTHYHA KOHCY/ITALH.

KoHTpauenuusg npy MbiKe U KEHH
XeHute ¢ gerepoacH noreHUHan TpadBa 4a ce ChbBeTBaT 1a U30ArBaT 3abpeMeHABaHe Mo BpeMe Ha

JIeHeHUETO U Hal-ManKo 6 Meceua cnen nocienHara 103a. Mbxere ¢ NnapTHEOPKH ¢ ASTEPOACH
noTeHuuasn TpaOBa Ja ce ChBETBAT Ja M3N0A3BaT eeKTHBHA KOHTPALCNUKA TI0 BPEME Ha JIEUEHHETO C
OeHIaMyCTHH H Hali-MaJko 3 Mecelia ¢jlel nocaeqHara a03a.

depTHANTET
XKeHure ¢ rerepoaeH nNoTeHUHan TpadBa Aa H3NON3BaT €PEKTHBHH METOAHM 38 KOHTpaLen
BpeMe Ha JieueHHue ¢ 6eHaaMyCTHH.

Ha mbxkere, nekyBaHu ¢ DeHNaMyCTHH, ce MpeNnopbhbYBa Ja ChXPAHAT criepMa npeau
BB3MOXKHOCTTA OT HeoOpaTUMO O€3MIoAHE MPUYHMHEHA OT JIEeYEeHHETO ¢ GeHaaMyCTHH




KbpMmeHe
He e u3BecTHO nanu 6¢HaaMyCTHH NpeMHHABA B KbpMaTa, NMopaan KOeTo yriorpebara Ha O€HIAMYCTHH €

NMPOTHBOMNOKA3aHA B MepHoJa Ha kbpMeHe (Bxk. touka 4.3). Ilo Bpeme Ha neveHue ¢ OEHIAMYCTHH
KbPMEHETO TpAOBa 1a CE NMPEYCTAHOBM.

4.7 EdexrTn BLpXy cnocofnocTTa 32 modupaHe H padoTa ¢ MAIUHHH

benmamyctH Akopa 2,5 mg/ml npax 3a KOHUEHTPAT 38 HHQY3HOHEH Pa3sTBOP MOBJIMABA B 3HAYMTE/IHA
creneH cnocobHocTra 3a modHpaHe U pabora ¢ MawnHH. CphobljaBa ce 3a arakcud, nepudepHa
HeBPOMAaTHA H COMHOJIEHTHOCT (BiK. Touka 4.8) no Bpeme Ha nevyeHueTo ¢ bengamyctun Axopa 2,5 mg/ml
pax 3a KOHUEHTpPAT 3a MH)Y3UOHEH pa3TBoP.

[laupenTuTe TpaOBa na ObAAT NOCHLBETBAHH, Y€ aKO MOAYYAT TaAKUBA CUMNTOMH, TpAOBa na H3GArsar
MOTEHUUANHO ONACHU JAEMHOCTH, KaTo wodupaHe v paboTa ¢ MauIKHH.

4.8 Hexenanu JekapcTBeHH PEAKIHH

Hafi-uecTHTe He)XenaHd JeKAPCTBEHH peakuuu, HabmonapaHd npH jJedeHWe ¢ OeHAaMYCTHHOB
XHIPOXJIOPHI Ca XeMaTONOrH4HH HeXKeSTaHH peakUrH (JIEBKONEHHUA, TPOMOOLMTONEHN ), KOXKHH TOKCHYHH
peakuMH (anepruyHy peakuuH), CHCTEMHH CHMITTOMH (TpeckKa), CTOMALIHO-YPEBHU CUMINTOMH (rajcHe,
NMOBPBILAHE).

B TabnuuaTa no-noiy ca oTpa3eHH JaHHHUTE, HAOMoaaBaHyu ¢ OeHIaMYCTHHOB XHAPOXJIOPH.

Tabauna 1 HexelaHH peakiHd NPH DANHEHTH, JIEKYBAHH ¢ OEHAAMYCTHHOB XHAPOXJIOPH

Cucremo- MHoro yectn | Yectn Heuectn >1/1 | Peaxn Muoro peaxkn | C HeH3BecTHA
opraHeH >1/10 >1/100 go 000 no <1/100 | =1/10 000 go <1/10 000 4yecToTa (OT
KJ1ac no <1/10 <1/1 000 HaJIHYHHTE
MedDRA AAHHH He MOJXKe
Aa Obae
HanpaBeHa
OLIEHKA)
Hudbexunu K Hudexuus [IHeBMOHUA, Cencuc ATHNHYHA
HH(pecTanUU NOS, NMpUYHHEHA OT ITbpBHYHA
BKJIIOYUTEN- Prneumocystis MHEBMOHMS
HO jirovecii
OMOPTIOHKUC-
THYHHM
HHpEKUHH
(Hanp. xepnec
30CTep,
LHUTOMErano-
BHPYC,
XenaTur B)
Heonnasmmu- CuHIopoM Ha Muenoauc-
zobpoKayecTne- TYMOPHO (UIaCTHUEH
HU H pasrnangaHe CHHOPOM,
3JIOKAYECTBEHH H ocTpa
HeonpeaeleHu MHETOUIHA
(BKJIIOYHTENHO
KHCTH H NOJHITH) JICBROMUA
HapyleHnua Ha JleBkoneHus KpbBOU3IHE, [TanuutoneHus | KoctHoMo3by-
KpbBTA U NOS, aHeMHs, Ha
nuM{QrHaTa TPOMOOUUTO- | HEYTPONEHUs HEeIOCTaTbY-
CUCTEMA [IEHHA, HOCT
NUMPONEHHUS




Hapymwenus Ha CBpBbX4yBCT- AHapunakTHy- | AHadHIaKTH-
HMYHHATa BUTENHOCT Ha peaKuus, YyeH MoK
CHCTEMA NOS aHapUnaKTo-
MIHa peakuus
Hapymenus Ha ['nmaBobosine bescnHUE, CBbRIUBOCT, Hucreysus,
HepBHATa 3aMagHOCT a(hOHUA napecTe3ns,
CHCTEMA nepugepHa
CEeH30pHa
HEBPOMAaTHA,
AHTHXOJIH-
HeprudeH
CHHIPOM, HEB-
POJIOTHYHH
HApYUCHHS,
ATAKCHA,
eHledaTuT
CopacuHH CobpledHa [NepukapieH Taxuxapan, [Ipencwpano
HapyLUEHHA aHCchYHKLHUA, M3JIHB, MDBXKICHE
KaTo MHUOKapIEH
MajNKTALMH, HHAPKT,
CTEHOKApAMUA, | CbpledHa
apUTMUA HEeIOCTATbY-
HOCT
Cba0BH XHBIOTOHHKA, Octpa Onedut
Hapy WeHus XHUTEPTOHUA MPKY.JaTOpHa
HEeJI0CTaThY-
HOCT
PecnupaTopHy, BenoapobHa benoapobna [THEBMOHHMT,
rpoAHH K nucyHKuws dubposa Genonpoben
MeAHACTHHAIHH aIBEOJTApEH
HapyIeHHA KPBBOMAHE
CromauiHo- ["apene, Huapus, 3anek, XemoparuyeH
YPEBHU MOBPbiAHE CTOMATHT e30¢arur,
Hapy1LEeHUA CTOMALIHO-
YPEBEH
KPbBOM3NHB
Hapymeuusa Ha Anoneums, Epurema, CHHApOM Ha
KO¥aTa H KOXHH BEPMATHT, SteVEHS'JGhHSDH,
NOJIKOKHATA HapyneHHA NpYypHUTYC, TOKCHYHA
ThKaH NOS*, MaKyJio-
ypTHKapus Namy;103¢H cnuiiepMaiita
oGP, HEKPOJIH3a
XUNEPXHUIPO3a (TEN),
NeKapcTBeHa
peakLus ¢
eO3HHOPUIHA K
CHCTEMHH
CUMIMTOMH
(DRESS)*
Hapyenus Ha AmMeHoped Crepunurer
penpoayKTHB-
HaTa CHCTEMA
M I'bpAaTa
Hapymwienus Ha
OBOpELIHTE H
MUKOUHHUTE

ITbTHHIA




XenatroOUnuapHH UepnonpoOHa
HapyLUeHHA HENOCTATHYHOCT
O6wu BoninaneHue bornka, [Tonmopranna
HapyLLIEHHA H Ha BTpHCAHE, HEAOCTAThY-
edeKTd Ha NTUrasuluTe, OexXuaparaugs, HOCT
MACTOTO Ha YMOPpa, AHOPEKCUA
IPHJIOKEHHE NMUPEKCHS
Hicnensanns HamanapaHe Yaenuuesne
Ha Ha AST,
xeMornobuHa, | yBenuueHue
yBEIIUUCHUE Ha ALT,
Ha YBEJIHYECHHE
KpeaTUHHHA, HA aJKajTHaTa
yBellHYeHHE ¢ocdarasa,
Ha ypesTa YBEJIHUEHUE Ha
OunupyOHHa,
XHIOKATHEMHA

NOS - neonpeaenenu (not otherwise specified)
(*= koMOHHHpaHa Tepanus ¢ pUTYKcUMab)

OnuncaHue Ha W30paHU HexeNaHH peaKLHH
MUMa oTnenHu cboDILEHHS 3a HEKpPO3a ciell CAy4aHO eKCTPaBas’alHO MNPHIIOKCHHEC M HA TOKCHYHA

enMUIepMaiHa HEKPOK3a, CHHIPOM Ha TYMOPHO pa3sfajaHe ¥ aHa(QuIIaKkCHs.

PHCKBT OT MHENOAMCIUIACTHUEH CHHIOPOM M OCTpa MMENOWOHA JIEeBKEMHS € MOBHUICH NPU NMalUHCHTH
leKyBaHH ¢ aNKWIHpaily cpeAcTBa (BKIOUMTENHO OeHgaMmycTuH). Moxe fna ce pasBHE BTOPUYHO
3710KaYeCTBEHO 3a60N1sBaAHE HAKOJIKO FOJUHH CJie] NPeyCTaHOBABAHE HA XHMHOTEpanuATA.

CroblapaHe Ha MoJO3MPAaHH HEXKENaHH peaklvi
CoBLIaBaHeTO HA MOAO3ZMPAHH HEXENAHKW Peakudu ciel paspellaBaHe 3a ynorpeba Ha NeKapCTBeHHs

npooyKT € BaxkHO. TOBa Mo3BOAsBA Aa MPOABKH HAONIOJEHHETO HA CHOTHOLICHHETO MOJI33/PHCK 32
jleKkapcTBeHus NPOAYKT. OT MEAHULIMHCKHTE CMELMATHCTH ¢ U3MCKBA Aa ChODIABaT BCAKA MOAO3HPaHa
HeXKenaHa peakums Ype3 HalMOHAIHATA CUCTEMA 3a CHOOIaBaHe:

ManbnHuTenHa areHuMs 1o JeKapCcTBara,

yn. ,,JlamaH ['pyes" Ne 8

1303 Codus

Tes.: 02 8903417

yebcaiiT: www.bda.bg

4.9 Ilpepo3npane

Crnen npunoxerue Ha 30-MuHyTHA HHPY3HA Ha OEHIAMYCTHH BEAHBK HA BCEKH 3 CeIMHUN MaKCHMAJTHATa
nosociMa no3a (MITD) e 280 mg/m?. Hab6monaeauu ca cbpaevHH MHUMAEHTH oT cTenel 2 no CTC, kouto
ChOTBETCTBAT Ha HacThMWwIKTe HexeMudyHH EKIT npoMenu u ce cuuTar 3a 1030JJTMMHTHPALLH.

B cnensawmo u3cneasade ¢ 30-MuHyTHa MH(QY3ua Ha OeHOaMYCTHH B JeH | H 2 Ha BCeKH 3 CeJMHLMH €
ycranoBeHo, ue MITJI e 180 mg/m2. JlozonuMuTHpaLla TOKCHYHOCT € 4-Ta cTerneH TpoMbouyuToneHuns. [pu
Ta3yu CXeMa CbpJeyHaTa TOKCHYHOCT He € 030/ IMMHTHpALLA.

Mepku 3a npOTHBOACHCTBHE
Hama crneunduued aHThaoT. Kato e(eKkTHBHM MPOTHBOACHCTBAWIM MEPKHM 32 OBJAfjBAHE Ha

XEMATOJIOTHYHUTE HEXKE/IaHH pPEaKlIMM MOrar ga cc H3BbpLIAT KOCTHOMO3BYHA TpPaH




5, @©APMAKOJOIrHYHU CBOUCTBA

5.1 @apmakoaHHAMHYHH CBOHCTBA

QapMakoTepaneBTHYHA rpyna; AHTHHEOILUIACTHYHH CPEACTBA, AIKHIHpaIllK CPpeiCTRa

ATC kon: LO1AAQO9

beHIamMyCTHHOB XHAPOXJIOPHUA € aNKWINpPALI0 NMPOTHBOTYMOPHO CPEICTBO ¢ €AHHCTBEHO MO poda CH
aelicTBre. AHTHHEOIUIACTHUYHMAT M LHTOLMAEH edekT Ha OeHOaMyCTMHOB XHAPOXJOPHA ¢€ OCHOBABAT
raBHO Ha KPBCTOCAHO CBbp3BaHe Ha €AWHHYHM U ABOiHM Bepurd Ha JIHK upes ankunupane. B pesyarar
Ha TOBa CE€ HapylliaBaT MaTpUyHara (YHKUHA, KAKTO M CHHTE3a M Bb3cTaHOBfABaHeTOo Ha JIHK.
[IpoTUBOTYMOPHHAT eeKT Ha BEHNAMYCTHHOB XUIPOXJIOPH/ € NOKA3aH B HAKOJKO in Vifro Npoy4BaHH4,
MPOBEAEHN C Pa3/IMYHH YOBELIKM TYMOPHH KJIETBHMHU JWHUU (paK Ha rppaata, HeIpeOHOKIETBYEH M
apebHoknersUeH GenoapobeH KapLUMHOM, KAapUMHOM Ha SHYHHKA H Pa3iiHYHU NIEBKEMHH) W in vivo npH
PA3/IMYHH €KCIIEPUMEHTAIHH TYMOPHH MOJECNH ¢ TYMOPH Ha MUIUKA, [UTBX U € HOBELUKM MPOU3XOR
(MeJ2aHOM, KapLIMHOM Ha& MJIEHHATA JKJIe3a, CAapKOM, JIUM(OM, JIEBKEMH U ApeOHOKIEThYEH OenoapobeH
KapLUHOM).

FeHnaMycTHHOB XHAPOXIOPHA € noxasan npodun Ha akTUBHOCT B YOBELIKH TYMOPHH KIETBYHH JIUHUM,
pazIMuYeH OT TO3H Ha IPYrH afIKWIHpALIU CPEeACTBa. AKTHBHOTO BELUECTBO HE MOKA3Ba WU MOKa3Ba MHOTO
HHCKa KPBCTOCAHA PE3UCTEHTHOCT MPH HOBEUIKH TYMODHH KI€TBYHH JIHHMH C Pa3jIMYHH MEXAHH3IMH Ha
PE3UCTEHTHOCT, KOETO MOHE OTHACTH C& OBJDKM Ha OTHOCHTEIHO NEPCUCTHpaulo B3auMoaeiictaune ¢ JIHK.
JIOMBJIHUTENIHO, B KIIHHUYHHK NMPOYYBAaHHUA € J0Ka3aHo, Y€ HAMA MBJIHA KPbCTOCAHA PE3HCTEHTHOCT MEXKIY
OeHaaMyCTHH C aHTPaUUKIHHM, ATKWIHPAUIY CPeACTBA UMK pUTYKCHMAD. bpoaT Ha OLieHEHWTEe NalUeHTH
obaue e MaIBK.

XpoHHYHA JTUMGPOUUTHA JIEBKEMUS
[TokasaHHeTo 3a ynorpeba npu XpoHHWUHA JTHMGOLIMTHA JIEBKEMHUS C€ MOAKperia OT OTKPUTO NPOYYBaHE,

cpasHABall0 OeHaaMyCTUH ¢ XxJiopamMOyuun. B IpOCNEKTHBHO, MHOTOLUEHTPORO, PaHIOMM3HPAHO
MPOYYBAHE ¢a BKIMOUEHH 319 HenekyBaHU npeau TOBA NMAaLMEHTH ¢ XpOHHUYHA JTMMGOLMTHA JTEBKEMHA CbC
crenteH B win C no Binet, KOUTO ce HyKaasaT oT AcueHue. Tepanuara OT bpBa JUHUA ¢ OEHOAMYCTHHOB
xuapoxsuopua 100 mg/m? unrpaseHo3Ho Ha JeH 1 u 2 (Bendamustine, BEN) e cpaBHeHa ¢ NeYeHHeTO ¢
xnopambyomn 0,8 mg/kg Ha auu 1 1 15 (Chlorambucil, CLB) B npoabiokenue Ba 6 |HMKBIa B ABETE paMeHa.
3a npodUaKkTHKA Ha CHHAPOM Ha TYMOPHO pa3najaHe NMauMEHTHTE ca NoJy4yaBalli anomnypHHOIL.

[Ipu nexyBanure ¢ BEN nauneHTH, MenuaHata Ha npexuBaeMocT Oe3 nporpecua Ha 3aboNaBaHeTo €
3HAYMTEIHO MO-ABJAra, OTKOJAKOTO NMpH MauueHTH, nposenu neuedue ¢ CLB (21,5 cnopsamo 8,3 mecewa,
p<0,0001 nmpu nmocaegHOTO npochenssaHe). Paznvkara B obuiata NpeKUBAEMOCT HE € CTATHCTHYECKH
3HauuMa (MeauaHa He ce AoCTUra). Meayanara Ha NpoAB/DKHTEIHOCTTA HA peMMcHA € buna 19 Mecena 3a
neyeHneTo ¢ BEN u 6 meceua 3a neuenunero ¢ CLLB (p <0,0001). Ilpu ouenkara Ha Oe30macHOCTTa U B
JBETE paMeHa Ha JleYeHHE HE ca HaboJaBaHH HEOUYaKBAHK MO €CTECTBO H YECTOTA HEXKeJTaHH JIEKAPCTBEHH
peaxumu. {ozara Ha BEN e nonukena npu 34% ot naunenture. Jleuenuero ¢ BEN e npeycranoseHo npH
3,9% OT naupeHTUTE, NOPAIAH ANEPrUvHA PEAKLIMH.

HMuponeHTeH HEXOUKMHOB AUMQOM
[TokazaHHeTO 3a JE€UECHHE HA WHOOJICHTEH HEXOYKUHOB JHM(OM ce NOAKpens OT ABE HEKOHTPOJHpPaHH
npoy4BaHui ¢asa ll.

B OCHOBHOTO MPOCNEKTUBHO, MHOTOLEHTPOBO, OTKpUTO npoy4ysaHe 100 nauMeHTH ¢ UHAONeHTHU B-
KJIEThYHH HEXOUKHHOBH NUMGPOMH, pedpaKkTepHH HA MOHO- WM KOMOHHHMpaHa Tepanus ¢ pUTYKCHMaOl ca
nexyBaiu ¢ BEN, kxaro MoHoTtepanua. MenxaHata Ha Opos nNpeOUIIHW KYPCOBE Ha XHMUQTSPaRg-IH
GuonoruyHa TepanMd, KOMTO MAUMEHTHTE ca nomy4asand e 3. MenuaHata Ha Opog/faWPANIRITR
PHTYKCHMAaO- CBhAbPXKALIM KypcoBe € 2. IlallHEHTHTE HE Ca OTTOBOPMIIM HA JICUEHMK
fnporpec Ha 3a00/19BaHETO B PAMKHTE Ha 6 Mecela ciea AeHeHHeTo ¢ puTykcumab. [
mg/m? UHTPaBEHO3HO B AHWTE | W 2, IUIAHHpaHa 3a Hal-Manko 6 Lukbiaa. T1pdasmpxi
JIEYECHHUETO 3aBUCH OT OTroBopa (6 mnaHupaHu uukbiaa). Cnopea oueHka Ha Ko Cﬁ}l A aarﬂﬂgsaaﬁcmﬂ
nperjiea oOMAT KIHHUYEH OTroBop € 75%, exkmoyutenHo 17% nwaed (CR u “ )‘?éu 'H 85~¥ac THLIQH |
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oTroBop. Meananara Ha MPOAB/DKUTENHOCT Ha peMucuara e 40 ceamuun. Koraro ce npunara B Tasu g03a
U cxeMa Ha jeyeHHe BEN karto uano ce noHacs godpe.

UHaukauuaTa € JONBAHHTENHO NOAKPErneHa OT APYFro MNPOCMEKTUBHO, MHOTMOLEHTPOBO, OTKPHTO
npoyusaHe, Bkousamo 77 nanueHty. [lonynauuara nauMeHTH € No-pa3HOPOAHA U BKIIIOUBA: HHAOJICHTHH
WIH TpaHCPOPMHUPAHK B-K1€ThYHH HEXOUKWHOBH JTUMGOMH, pedpaKTEPHH HA MOHO- MM KOMOHHHpaHa
Tepanua ¢ purykchMaG. [TauMenTHTe He ca ce MOBNMAAM OT JICUEHHETO C PHTYKCHMald, Wik ca HMalu
nporpecyd Ha 3aC0NABaHETO B paMKHUTE Ha 6 Meceld, MY ¢a HMANH HeXKeNlaHa JIEKapCTBEHA PeaKLiMs KbM
peqULIHO JieueHHe ¢ puTykciMal. Meauanata Ha 6poa Ha KypcoBeTe XHMHOTEpanus WK OHOMOrHYHa
TEepanMs, KOHTO MAUMEeHTHTe ca nonydund ¢ 3. Meananata Ha 6pos Ha npeHUIHHTE KYypCOBE KYpPCOBE,
cpabpXxaiy puTyxcumad e 2. OOLUMAT KIMHHYEH OTroBop € /6%, ¢ MeIHaHa Ha NPOABDKHTENHOCTTA Ha
otroBopa ot 5 Meceua (29 [95% CI 22,1, 43,1] ceamMuun).

MynTHILIEH MUETIOM
B npocneKTHBHO, MHOTOUEHTPOBO, PAHAOMH3HPAHO, OTKPHTO NpPOy4BaHe ca BKIOYeHH 131 naumpeHTH C

aBaHCHpall MYATHILICH MHenoM (¢ mporpecus Ha 3abonasanero craguid Il wnu III no Durie-Salmon).
Jleyenuero oT MbpBA TIMHKUA ¢ O€HAaMYCTHHOB XWIpOXJIopul B KoMOUHauus ¢ npeaHu3oH (bI1) e cpaBHeHo
¢ neueHuero ¢ Mendanad U npeanusod (MII). IloHocuMocTTa B ABeTe TepaneBTHYHH paMeHa € B
CROTBETCTBHE C H3BECTHHA npodun Ha ©6e30MacHOCT HA CBOTBETHMTE JIEKAPCTBEHH MNPOOYKTH CBC
3HAYUTEJIHO MO-roJisMo HaMalaBaHe Ha gozara B bII paMoto. Jlosara 6¢HaaMycTHHOB xuapoxnopun € 150
mg/m2 MHTPABEHO3HO Ha AeH 1 M 2 wiH Menganan 15 mg/m? HHTpaBeHO3HO Ha A€H |, BCeKH OT TAX B
koMOHHANMA ¢ NpeaHU30H. [IpoaABHKMTENHOCTTa HA ICYEHUETO 3aBHCH OT OTIOBOPA U € CPeAHo 6,8 LiuKbIa
B rpynata Ha BIl u 8,7 uukbna B rpynara Ha MIL

TMaumeHTH, npoBenu jeveHde ¢ bI1 umaTt no-apara MeanaHa Ha rpexMBaeMoCT 0e3 nporpecus, OTKOJIKOTO
nauueHTHTe HanedeHuec MII (15 [95% Cl 12-21] cnpamo 12 [95% Cl 10-14] meceua) (p=0,0566).
MenuaHata Ha BpeMeTO OO HeycneX or jedeHuero € 14 meceua ¢ bIl u 9 Meceua ¢ snedennero MIL
[MpoawxHTeIHOCTTA HA pemucua € 18 Meceua 3a nededue ¢ bI1 u 12 Meceua 3a neuenne ¢ MI1. Paznukara
B o0llaTa NpexUBAEMOCT HE € CTaTUCTUYECKH 3HaunmMa (35 meceua 3a BIl cnpamo 33 meceua 3a MII).
[ToHOCHMOCTTA U B ABETE PAMEHA Ha JieYeHHEe € B ChOTBETCTBUE C YCTAHOBEHMA TIpodun Ha Oe30M1acHOCT
Ha CLOTBETHHTE JIEKAPCTBEHH MMPOAYKTH, ChC 3HAYHTENIHO NO-TOASMO MOHHXKABAME Ha 103aTa B paMOTO Ha
bIl.

5.2 @apMaKOKHHETHYHH CBOHCTBA

PasnpeneneHue
EnvMUHAMOHHHUAT MOJY2KHBOT 1,28 ¢lel 30-MUHYTHa UHTpaBeHo3Ha uH(y3us Ha 120 mg/m noBbpxHOCT

npu 12 nauueHTH € 28,2 MUHYTH.

Cnen 30 MUHYTH UHTpaBeHO3Ha HH(BY3HA LEHTPATHMAT 00eM Ha paznpenencHue € 19,3 1. B paBHoBecHO
CHCTOSHHE CJIe MHTpaBeHO3HO Honyc HHkeKTHpaHe 00eMBT Ha pasnpeaencHue ¢ 15,8-20,5 1.

[ToBeue or 95% OT BELIECTBOTO C€ CBBP3BA C MIa3MEHUTE MPOTEHHH (TnaBHo ¢ anbyMuH).

buorpancdhopmalms

OCHOBHHAT NBT 33 KJIMPbHCA HAa OCHOAMYCTHH € XUAPOJM3aTA X0 MOHOXHMAPOKCH- H AWXHIPOKCH-
OenmamyctuH. OOpaszyBaHeTo Ha N-gesMerun OeHAaMyCTHH M raMa-XuJApOKCH-OCHAAMYCTHH 4pes
yepHoApoOen MeTabonu3sm BrIOYBa nUToXpoM P450 (CYP) 1A2 uzoensnma. Jpyruar ocHOBEH BT 3a

MeTabonMu3eM Ha OeHAAMYCTHH € KOHIOrallis C M1yTATHOH.
In vitro 6enpamycrun e uHXuOuMpa CYP 1A4, CYP 2C9/10, CYP 2D6, CYP 2E1 u CYP 3A4.

EnMMunupaHe
Cpeauuat obw kiupbHe cnen 30-MUuHyTHa UHTpaBeHO3Ha UHQY3Ms Ha 120 mg/

npu 12 nauuenty e 639,4 ml/min. Oxono 20% ot npuinokeHaTa A03a ¢€ OTKPUBA
24 yaca. KosnMuecTBara, eKCKpeTHpPaH B YPHHATa Ca B peia: MOHOXHAPOKCHU-OeH
> ANXUAPOKCH-OeHAaAMYCTHH > OKCHAMpaH MeTabonuT > N-aesMeTi deHgamyc
ENTMMHHHUPAT NpeAMMHO NOASPHH MeTaboIUTH.

YepHuoapobHo yBpexaane



[lpu nauventa ¢ 30-70% TyMopHa MH(ECTaUMA HA HCPHMA apo6 ¥ neko uepHOAPOOHO YBpEKAaHE
(cepymen Gunupy6un <1,2 mg/dl) papMakokHHETHKATa HE CE NPOMEHI. Hama CTaTHCTHYECKH 3HAYHMA
pa3/IuKa CIpAMO NaUHEHTHTE C HOPMaJTHA yepHoapoGHa U 6x6peuHa QyHKLUHNS N0 OTHOLIEHHES Ha Crnax, tmaxs
AUC, tins,, obema Ha pasnpenenetue u knpbHca. AUC u oOwuAT TeNECeH KIMPBHC Ha HeHaaMyCTHH
Kopenupar oOpaTHO NPONOPLUHOHANHO HA CEPYMHHA OUIHpYOUH.

brOpeuHo yBpeXaaHe
[IpM nauyeHTH ¢ KPEaTMHHHOB KIHPBHC -~ 10 ml/min, BKIIOYMTENHO MAUMEHTH Ha AHallH3a, HE CC

HabmonaBa 3HAYUTENHA pa3sIMKa CIPsIMO NALHCHTHTE ¢ HOpMallHa yepHoapoOHa U 6pOpeuHa QpyHKIMA NO
otHoweHue Ha Cmax, tmax, AUC, tizs,, 00eMa Ha pasnpeAcneHHe U KIUPbHCA.

[TaliueHTH B CTapuecKa Bb3pacT
Bbe (papMAKOKMHETHYHH MpPOYYBAHHA Ca BKJIIOUBAHH NAUMEHTH N0 84-rogumna Bb3pacT. llo-

HanpeJHANATa BB3PacT HE OKa3Ba BIIMAHHE BBPXY ¢apMaKoKHHETHKATa HA OEHAaMyCTHH.

5.3 TpeakNuHYYHA AAHHH 32 0€30TACHOCT

HesxxenaHuTe peakiMy, KOMTO He ce HabnmoaasaT npH KIHHWYHUTE MPOYHBAHHA, HO € HabnoaasaT npH
CUBOTHH TIPH HMBA Ha eKCTIO3HUMA, MOXOOHM HA HUBATA Ha KIIHHU'IHA €KCTIO3HIIHA H € Bb3MOXHO Jfa HMaT

3HayeHHe 33 KIMHHYHATA ynoTpeda, ca KaxTo cieaBa.

X UCTONOrMUHMTE M3CIeABAHUA TIPH Ky4eTa MOoKa3BaT MAKPOCKONCKH BHANMA XUNECPEMHS Ha MyKO34Ta H
H KPbBOM3JIMBA B CTOMALIHO-4YPEBHHSA TPAKT. MHKPOCKOICKHTE M3CJIeABaHUSA MOKa3BaT MPOMEHH Ha
nuMdHaTa TBKAH, XapaKTepHH 32 HMYHOCYNPECHA H TyOyJIHH POMEHH B TECTHCHTE, KAKTO H aTpoQUYHH,
HEKpOTHYHH POMEHH B €MKTeNa Ha MPOCTATATA.

[IpoyuBaHHATA MPHU KUBOTHU NOKA3BAT, HE 6eHaaMYCTHH € eMOpHOTOKCHUYCH U TEPAaTOreHEH.
BeHOaMyCTHH MHIYLMpa XPOMO3OMHH abepalvi H € MyTarcHeH KakTo in vivo, Taka M in vitro. llpn
NPOALKHUTENHH MPOYYBAHHS BBPXY JKEHCKH MHLIKH 6eHIaMyCTHH € KaHLUEPOTSHEH.

6. OAPMALIEBTHYHH JAHHU

6.1 CnHcbK HA NOMOIUIHHTE BellleCTBA

ByrunxuapokcutonyeH (E 321)
Makporoin

6.2 HechBMECTHMOCTH

To3u nexapcTBeH MPOAYKT HE Tpa6Ba a ce CMECBA C APYTH JICKApCTBEHU NMPOAYKTH, C H3KIIOYeHHE Ha
OOCOYEHUTE B TOukKa 6.6.

6.3 Cpox Ha roAHOCT

2 TONMHM.

Cnea otpapsHe Ha (AaKoOHA
XHMHueckaTa, pU3HYEcKaTa M MHKpPOGHONOrHYHaTa CTabHITHOCT MpH ynorpefa € yCTaHOBEHA 3a 28 [HM

npn 2-8°C. Crien oTBapsHE NPOAYKTHT MOXE A2 C€ ChbXpaHsBa B MPOAB/KCHHUC Ha Ma npy
2 - 8°C.

HudyszuoHeH pa3TBop

Cnepn pa3TBapsHe, XUMUUecKkara, pusndeckara u MHKPOOHOIOrHYHa CTaOUIHOCT £4
npu TemnepaTypa 25°C ¥ 3a ABa AHW NpH TeMnepaTypa oT 2 - 8°C, B nonueriie B,

Ot MHUKXpOGHONOTHYHA I'€IHA TOUYKA, pa3TBOPBT TpsbBa a ce M3Mon3pa He3abaBHO:
N
He3aBaBHO, ChXPAHEHHETO H YCAOBHUATA Mpey ynotpeda ca oTrOBOPHOCT Ha noTpedUT



MHUHUMH3HPAHETO HA PUCKA OT 3aMbpPCABaHE HA MHOTOA030BHS (IIaKOH M0 BPEME Ha H3TEMVITHETO Ha BCAKA
[103a € OTFOBOPHOCT Ha Mpuiaraiiug. 3anyuere JaTaTa H 4aca Ha IMbPBOTO M3TErISHE Ha 103aTa BBLPXY
eTHKeTa Ha paakoHa. Mex Iy NMpHIIoKEHHATa He paspexxaaiTe pa3TBopa Ha NPOAyKTa ¢ BOAa 3a HHXKEeKLIHH
WM KaKbBTO H [1a € pa3penuTe)l H BbpHETE MHOTO030BHA (DIAKOH NPH NPENOPBLUYHTENHHTE YCIOBHA 32
cbXpaHeHHe ot 2 - 8°C.

6.4 Cpnenua/iHH YCJIOBHSA 3a CBXPaHEHHE
Ila ce cexpaHaBa ¥ TpaHcnopTypa B xnanunHuk (2 - 8°C). Ha He ce 3ampa3sssa.

3a YCNOBHATA HA CbXPAaHEHWE HA PA3TBOPEHHUS MIIH pPa3speAcH IEKAPCTBEH NMPOAYKT BHXKTE TOUKa 6.3.

6.5 BujaH cbAbPXKAHHE HA OMAKOBKATA

1 ml dnakoH (dnakoHbT e ¢ 06em 2 ml): Kadsasu cTbkneHH dnakoHu ¢ x10podyTHNIOBA ryMEHa 3amyLuaiKka
H aJTlyMHHHEeBa O0OKaTKa C 4EpBEHO MJIAaCTMAacoBO OTYYNBALLO ce& Kanade. PrakoHuTe ca OOBHTH CBbC
3ALATHO MOKPHTHE.

4 ml dpnakoH (pnakoHsT e ¢ 06em 6 ml): Kadsapu cToiiieHH priakoH# ¢ XJ10poOYTHNOBA ryMeHa 3amyLuanKka
H anyMuHKeBa obkaTKa ¢ 6410 IU1acTMacoBO OTYYMBALLO ce Kanaye. DAakoOHUTE ca OOBUTH CbC 3ALIUTHO
MOKPUTHE.

Bceku uiakoH chabpika 4 ml KOHUEHTpAT 3a HH(Y3HOHEH pa3TBOP.
Besaka onakoBka ceaAbpaKa 1 UM 5 guiakona.

He Bcuuky BHAOBE ONAKOBKH Morat Aa 6baar nycHaTH B npoaaxkoda.
6.6 CnenuajaHu NpeAna3’HH MEPKH NPH H3XBLPJsiHe H paboTa

I1pu pabora ¢ bennamycTuH Akopa 25 mg/ml koHUEHTpaT 33 HH(Y3HOHEH pa3TBOp, TpaOBa Aa ce U3bArea
HHXaJIMpaHe, KOHTAKT ¢ KOXKATa WJIKM KOHTAKT ¢ TUraBulUMTe (a C& HOCAT pPbKaBHULM M 3alUTHO obnekno!).
KoHTaMHHHpaHUTE y4acThLIM HA TANOTO TpAOBa Ja C€ U3MHAT BHUMATENHO € BOJA W CalyH, a O4YHTe Ja ce
MPOMHMAT ¢ (PHUIHONOrHYEH pasTeop. [IpH BB3IMOXHOCT ce rnpenopbusa Aa ce paboTH BbPXY CMNELMATHH
ofe3zonaceHy pabOTHM IUIOTOBE (¢ NAMHHApeH BB3AYIUEH [MOTOK), TOKPHTH C HENpPOMOKaeMO,
abcopOupaulo ¢gonuo 3a eAHOKpaTHa ynorpeda. bpeMeHHH KEeHH OT MeJHLUMHCKHA NEPCOoHa He Tpadea aa
paboTaAT ¢ UWTOTOKCUYHH NMPOAYKTH.

KonueHTpaThT 32 HH(Y3IHOHEH pa3TBOp TpadBa Aa ce paspead C HHXKEKLMOHEH pa3TBOP HA HATPHEB XJAOPH]
9 mg/ml (0,9%) v cnen ToBa ma ce MPUNIOXKK 4Ype3 UHTpaBeHO3HA WH(Py3ua. Tpadea na ce M3Mos3Ba
acenTHYHA TEXHHKA.

l. Pazpexnane

H3rernere acenTuyHO HEOOXoAUMHA 00€M 3a )KenaHaTa 1032 or (pyakoHa ¢ benpamycrud Axkopa 25 mg/ml
KOHHEHTpAT 3a HH(Y3HOHEH pa3TBop. Paspenere oduiata npenopwuuTenHa 1o3a oT beHgaMycTtud Akopa
25 mg/ml koHUeHTpAaT 3a uHGy3uOoHEeH pasTBop ¢ 0,9% pa3TBOp Ha HATPHEB XJIOPHA, 32 Aa TIOJIYYUTE KpaeH
obem ot oxono 500 ml.

0
IIpm paspexaaneTo HA NpPoaAYKTa TpabdBa na ce HMa npeaBHA, Y€ KOHIEHTPA

benpamycTHH B benpamycrna Axkopa 25 mg/ml KoHmenTpar 3a nnquauouen .’é W B
O0TKOJIKOTO B OOHKHOBEHHTE KOHLEHTPATH HAa 0eHJIaMYCTHH, MOJYYCHH B peth T_,_Ejaﬁ;%f iapy
HA JICKAPCTBEHH NPOAYKTH, ChAbPKAIRK OeHAAMYCTHH Ha npax. R T |

Fenpamyctun Akopa 25 mg/ml koHueHTpar 3a uHdy3voHeH pa3TBop TpAOBa 11\ exKIa
pasTeop Ha NaCl, a He ¢ IpYyrd HHXEKLMOHHHU Pa3TROPH. "\ ,amm
iy

-



PaspexxaaHeTo no MNpenopb4aHWA HAYMH MMa 32 pe3yJITaT NofyyaBaHe Ha OMCTBp, Oe3usereH A0
)KBATEHHKAB Pa3sTBOP, NPAKTHUECKH Oe3 BUAUMHM YaCTHIIH.

[MpoaykTsT TpabBa Aa Obae nmpoBepeH npeau ynorpeda. AKO € YCTAHOBAT NPH IMPOBEPKA, BHIHMMHTE
YacTHLM B pa3TBOpa WIHM NpOMAHATa B LIBETA HA pa3TBOpa ca MPH3HAK HA BIICHIABAHE HA KAYECTBOTO.

JlekapcTBEH NMPOAYKT € BNOILIEHO Ka4yeCTBO He Tps0OBa Ja ce M3Mon3Ba.

2. [Ipunoxkenue
PasTBOpBT Ce npmiiara 4upe3 MHTpaBeHO3HA HH(Y3HA B NpoabmkeHHe Ha 30 - 60 MUHYTH.

®dnakoHHTe ca 3a MHOFOKpaTHa yrorpeba.

HeuznonzsaHMAT JIEKAPCTBCH MPOAYKT W/H OTIAARYHHTE MATCPHAIIH OT HETO TpﬂﬁBa Ad CC H3XBBPJIAT B
ChOTBETCTBHUE C MECTHHTC H3HCKBaHHAL.

7. HNPHTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z o0.0.,
ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,
[Tonma

8. HOMEP HA PAZPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20220124

9. HATA HA IIBbPBO PA3ZPEIIABAHE/TIOAHOBSIBAHE HA PAZPEINIEHHUETO 3A
YIIOTPEBA

Jlara Ha mepBO paspewtasane: 13.04.2022 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

Asrycr 2024 r,
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