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Bopremuen 3,5 mg npax 3a HEXKEKLMOHEH pa3TBOp
Vortemyel 3,5 mg powder for solution for injection

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bceeku pnakod cegbpika 3,5 mg 6opresoMut (xato manuTon 6opoHos ectep) (bortezomib)
(as a mannitol boronic ester).

Bopremuen 3,5 mg npax 3a HHXEKIHOHEH pa3TBoOp

Cnen pasrsapsane, 1 ml oT HiIDKeKUMOHHUA Pa3TBOP 32 NMOAKOXKHO NPHIOKEHHE ChABPXKa

2,5 mg boprezomut.

Crnen pasreapane, | ml oT HxeKUHOHHKS Pa3TBOP 33 MHTPABEHOZHO NPUJIOKEHHUE ChIbpKA
1 mg Goprezomub.

3a mBNHUA CNUCHK Ha TIOMOLIHHTE BEUIECTRA, BHIKTE TOYKA 6.1,

3. JEKAPCTBEHA ®OPMA

ITpax 3a HHKEKUHUGHEH PasTBOP.
Bsana go noutTH 051a KOMMNAKTHA Maca WM Tpax.

4. KJMHUYHU JAHHH
4.1 TepaneBTHIRRA DOKA3AHHS

BopTeMuesn kaTo MOHOTEpANHs WTH B KOMOHHAHA ¢ NErH/IMPAH AHNO30MEH JOKCOPY OHIINH
HIH AeKCaMeTa30H € MoKa3aH 3a ICUeHHe Ha NIPOTPECHPAL MYJITHIUIEH MHETOM HpH
BB3pPacTHU MAUKEHTH, KOUTO ca MOy YHIH IOHE eAHO NpEeAWESCTRALIO NISYEHHE M BEUe ca
OUITH NOUTONKEHH MM €A HEMOAXOAAIIM 32 TPAHCILTAHTAIMSA Ha XeMONOESTHYHHU CTBOSIOBK
KIeTKH.

Bopremuen 8 koMOHHAUUE ¢ Mendanal B IPeIHH3OH € TIOKa3aH 3a IeYeHNe Ha Bb3PacTHU
TAUMEHTH C HeeKYBaH MYNTHILIEH MHEIOM, KOHTO €2 HENIOAXOAIY 3a BHCOKO030Ba
XUMHOTEPANHA ¢ TPAHCIAHTALIMA HA XEMONOSTHYHH CTBOJIOBH KIETKH.

Bopremuen B koMOMHALMA ¢ NEKCAMETA30H WIH C ASKCAMETA30H H TATHAOME € OKa3aH 32
WHAYKUMOHHO JIeYeHHe Ha BB3PACTHH MALMEHTHU ¢ HENEKYBAH MYITHIICH MHEIOM, KOHTO ca
NOAXOAANIH 32 BUCOKOJO30BA XHMHOTEPANMS ¢ TPAHCINAHTAUMS HA XEMOTIOETHYHU CTBOJIOBU
KIETKH.

Bopremuen B koMOuHamig ¢ purykenmad, muknodochamul, 10KkcopyOUITAH H IPSAHAIOH €
NIOKAa3aH 3a JeYSHHUE HaA Bh3PACTHH MALHENTH € HEJIEKY BAH MAHTEJIHOKIIEThYEH JIUMGOM
(MCL), xoHTO HE Ca NOAXCIALIH 32 TPAHCIUTAHTALKSA Ha XEMONIOETHYHM CTBOJIOBH KAETKH.,

4.2 [Io3ApOBKA U HAYHHA HA NPAJIOIKEnHE




MEIHLIMHCKH CMELMANMCT ¢ ONUT NpH ynoTpefaTa Ha XHMHOTE PANeBTHYHM NPOAYKTH.
Bopresomub TpabBa Na ce pa3Thapsa OT MEIHIMHCKM ClTEHATHCT (BIDK TOYKa 6.6).

Jlo3upoBKa [PH JeYeHHE HA POrpecHpaill MyJITHILIEH MMEIOM (NaUWEHTH, KOUTO ¢a
DONYYIIH TTOHE €AHO. MPEAIIECTBAING ASYSHHE)

Monomepanua

Bopreaomut 3,5 mg npax 3a MHDKEKIMOHEH Pa3TBOP Ce NPHIATa KATO HHTPaBEHO3HA

MK NOKOXKHA MHKEKLIMS B NPENopBYKTEIHAaTa 1033 oT 1,3 mg/m? TeNecHa noBLPXHOCT /iBa
IBTH CeIMUYHO B NPOALHKEHUE Ha OBe CeqMULy Ha e 1, 4, 8, u 11 B 21-aHeBeH neueben
ouken. Tosu 3-cenmuyuen nepuioa ce cunra 3a neyebed UK. [IpenopuunTetHo e
MauMeHTuTe Aa Noyyar 2 uKhIa ¢ Hopre3oMHE ciieq NOTEBPKAaBAHE HA ITHJIEH OTTOBOP.
IIpenopr4Ba ce CHINO MALMEHTHTE C OTTOBOP, KOHTO HE C& MOCTHTHAIH ITB]IHA PEMHCHA Ja
nony4asar obuo 8 uuxbIa nedeHue ¢ Goprezomub. Mexay ABe nocieoBaTeNHU 103U
BoprezoMud TpadBa 1a M3MHHAT ToHe 72 gaca.

Adanmupane na 0o3ama no gpeme HA NEYEHUEMO U NOGMOPHO BbEENICOAHE NA NeYeH e NpU
MOHOMEDANUA

Jleyenueto ¢ Sopresomud Tpadea ga 6bAe CIPAHO IPH NMOABA HA BCAKS HEXEMATOJOFHYHA
TOXCHYHOCT oT CTeneH 3 MK BCAKA XEMATONIOTHYHA TOKCHUHOCT oT Creniert 4, ¢ HIKNIOUeH e
Ha HEBPOMATHSA, KAKTO € W3I0XKEHO NOo~A0Ny (B, Chilio Toyka 4.4). Cneq oT3By4YagaHe Ha
CUMIITOMHTE Ha TOKCHYHOCT, JIE4eHHETO ¢ GopTe3oMHud Moxe Ja Gbie 3anoyHaTo OTHOBO C©
A03a, Hamanena ¢ 25% (1,3 mg/m? namanena 1o 1,0 mg/m?; 1,0 mg/m? Hamanena no

0,7 mg/m?). Ako TOKCHIHOCTTa He OT38YYH HJIH aKO Ce TI0ABH OTHOBO NPy Hal-HUCKATA 1034,
TpaGBa Aa ce oOMUCAH MpeyCTaHOBABAKE Ha TepanuaTa ¢ Gopre3oMHO, OCBEH aKO MON3ara OT
JISYCHHETO HaABULIaBa 3HAYHUTCITHO pPHCKOBETE,

Hesponamuuna boaxa u/unu nepugepua negponamus

HaumenTyTe, KONTO UMAT CBBP3aHAa ¢ HopTe30oMHD HepponaTH4YHa Oonka w/iynu nepudepna
HeBpONaTHA cleBa Aa O6BJAT TPETHPAHHU KakTo € Noka3aHo 8 Tabnnua 1 (Bxk. Touka 4.4).
ITaueHTHTE C IIPeALTECTBAINA TeMka HEBpoNaTHg TpaOBa na 6n1at nekysanu ¢ GoprezoMub
CaMo cieli BHHMATE1Ha OLEHKA Ha ChOTHOIMECHHUETO PHCK/TION3A.

Tabmuua 1: I[Ipenoprusano® Mogu@uuMpaHe Ha A03aTa NPH HEBPONIATHA, CBBP3aHa ¢
GopresoMud

TexecT Ba HEBPONATHATA Moaujprnapane HA 703272
Crenien 1 (acmmnromMaru4na; 3aryba Ha asaboxu|He

CYXOXWIHH pednekcn unu nmapectesns) Ge3
Gonka wnu 3ary6a Ha pyHKIIAg

Crened 1 ¢ 6oaxa niy Crenen 2 (ymepenu Hamanenue Ha 6oprezomus o 1,0 mg/m?

CHM{ITOMMU; OTPAHHYABA HHCTPYMEHTAIHHTE i

exKenHeBHHU JeitHocTH (ADL)**) IPOMAHA Ha CXEMATA HA NledeHue Ha Gopresomub
Ha 1,3 mg/m® BeRHBK CEIMHYHO

Crenen 2 ¢ 6onka unui Crenen 3 (Texku CrnipaHe Ha NedeHHeTO ¢ 6opTe3oMub, RoKaTo

CUMITOMH; OFpaHNYaBa exeHeBHUTe ASHHOCTH [CHMITOMHTE HAa TOKCHYHOCT HE 0T3ByuaT. Korarto

no camoobemyxeane ADL***) TOKCHYHOCTTA OT3BYYH, TOBTOPHO BLBEXIAHE Ha

JIEYEeHHE C BQmeMl’[eﬂ H HAMAJTABAHE HA 1G3arta 00
0,7 mg/m? BeIHBXK CEIMUIHO

Crened 4 (xuBoTo3acTpawasawu nocaeacteus; |[Ipekparapate Ha Tepanuara ¢ 60
[OKa3aHa € CrielliHA HHTepBEeHLHSA) Aﬁ;\‘\M/@P
-V




[w/vnn Tesxa arToHOMHA HeBpONATHS I |
* OcHorapa ce Ha MORM(HUMpPAHE Ha J03aTa IPH NPOYHBAHHA HA MYITHILICH MUENOM,

¢aza It u [H w ondra ciieq nyckaHeTo Ha Nasapa. CTeneHyBaHeTo € B ChOTBETCTBHE C

OO6uMTe KPHTEPHUH H TEPMHHOTOTHA HA HexXesaHuTe ¢xburnd (CTCAE) va HaupoHanuus
ouxoneryyeH uHcTHTYT (NCI) Ha CALL, pepena 4.0.

*x MHerpymenTanuu exeaHeBHl aelinocTi: OTHack c¢ 3a NpUroTBAHE Ha XpaHa,

lazapyBaHe Ha XpaHu KM JPexH, U3non3sake Ha TenedoH, paboTta ¢ mapu ¥ ap.;

¥k  FikeqHeBHH ASHHOCTH nio camoobcnyxsage: OTHACH ce 2a KbllaHe, o0nu4yade

cvbnuuane, XpaueHe, H3NOJ3RaHe HA TOANIETHATA, IPHEMAHE Ha JIEKapCTBEHH NPOIYKTH U
He3aieKaBaHe Ha Jerio.

Kombunupano nevenue ¢ nezunupan aunozomen Jokcopyouyun

BoprezoMnb 3,5 mg npax 3a HHKEKUHOHEH pa3TBOP Ce NpHara KaTo HHTPaBEHO3Ha WIN
MOAKOKHA HHIKEKUUA B NIPETIOPHLYMTE/HA 1034 OT 1,3 mg/m’ Tenecha NOFLPXHOCT ABA TBTH
CeAMHMHO B IPOARKEHUE Ha IBe cenMUUY Ha Aed 1,4, 8 u 11 B 21-aHeBeH neueben HHUKB.
To3u 3-cenMuyed Nnepuo ce cuMTa 2a JeueGeH UK. TpadBa ia N3MUHAT Hai-Manko

72 yace Mexay IBe nocleoBaTeliny No3y Sopre3oMud,

IMernnupaHusaT MHIo30MeH JOKCOPYOHIMH e npihara B 203a 30 mg/m” Ha nen 4 or
neveGHus DMKBN ¢ GoprezoMubd karo 1 yacoBa UHTPaBEHO3HA HHQY3HA CIER MPHIOKEHHETO
Ha Bopre3oMub.

Moske aa ce npunoxar Ao § uMkbIa KoMOHHUPAHO IeYeHue, CTHTA 3a00MABAHETO J1a He
nporpecupa 1 NauMeHTHTe Aa MoHacaT NeveBuero. [lanueHTure, MOCTUTHANH MBJIEH OTTOBOP,
MOKE A3 MPOIBIDKAT ¢ OILE MOHE 2 HKEIa CAER MBPBMTE JAHHM 34 ITBJIEH OTTOBOD, JOPH AKO
TOBAa Hanara noseye oT 8 uukbna. [auMenTuTe, YHUTO HHBA HA NAPaNpPOTERH NPOAL/PKABAT
I1a C€ TIOHWKABAT ¥ cnefl 8 UHKBIa, CBINO MOXKE 1A MPOJLKAT, CTHTA 1A NIOHACKT JICHEHHETO
H [ia IPOABL/PKABAT 1A MMAT OTTOBOP.

3a NOMBJHHTEAHE HHQOPMALHA OTHOCHO NETUINPAHKA TMNO30MEH JOKCOPYOULIMH, BLHKTE
cpotBeTHaTa Kparka Xapakrepuctuka ga Ipogyxra,

Kombunayun ¢ dexcamemaszon

BopresoMub 3,5 mg npax 3a WHKeKiMOHeH Pa3TBop ¢e MpUara Karo MHTPaseHo3IHA HITH
NOIKOIKHA HHXKEKLINA B PENOPBYHTENHA Ao2a oT 1,3 mg/m’ TeneCHa NOBLPXHOCT ABa IHTH
CEAMUUHO B NPOABIDKEHHE Ha JBe ceAMHLM Ha AcH 1, 4, 8 1 1] B 2]1-nveBeH UKL Ha
Jgeuerve. To3u 3 - ceaMuNeH Meproa ce cuKTa 3a neyeben wked. Tpabea aa usMuuar naki-
Manko 72 uaca Mexay ABe MocieaoBaTe/iHy 1036 fopTe3oMHl. [lekcaMeTa3oN ce npuaara
nepopatHo B no3a or 20 mgHamen 1,2, 4, 5,8, 9, 11 w 12 ot neuebuus Lukbn ¢
Goprezomu. aunenTyTe, OCTATHANN OTFOBOP MM CTADMITH3MpaHe Ha 3a00NABaAHETO Clel
4 uMKB2 OT KOMOWHUPAHOTO JISUCHHUE, MOJKE Ad TPOABJLKAT 1a NPHEMAT Chillata
KOMOHHALIMA 32 HE NoBeUe OT 4 AOIBAHHTENHH LIUKLIA.

3a JoneneEuTenHa MHPOPMALKS OTHOCHO JAEKCAMETA30H, BHIKTE ChOTBETHATa KpaTka
Xaparvepucroka Ha [pouyxra,

Adanmupane Ha do3ama nPu KOMOUHUPAHA MEPANHR RPY NAYUEHMY € RPOPECUDINY
MYTMURIEH MUETOM

3a kopurupaHe Ha no3ata foprezoMHd npu KOMOKWHVpPaHa Tepanus, clelBaiiTe yKasaHWITa,
OfHCaN B MOHOTEPATTIA T10-TOpe.

JO3HPOoRKA NPy HENSKYBAHM J10¢era NALNEHTH ¢ MyJATHILTEH MUEIOM, KOWTD ca
HENOAXO/AAIY 32 TPAHCIINAHTAILMSA HA XEMOTIOSTHUHH CTBOJNOBH KIETKH
Kombunupana mepanus ¢ Meagpanan u npeOHuzon




Bopresomub 3,5 mg npax 3a HHKEKUMOHEH Pa3TBROp CE [PHIAra KaTo HHTPaBEHOIHA HITH
MOAKOXKHA MHIKEKUMA B KOMOKMHAUMA C MEPOPATHO NMPUIICKEHU METhanau v NpeTHU30H,
KakTo ¢ nokasaso 8 Tabnyua 2. Eaun 6-ceamuyen neproj ce cuuTa 3a neuebeH ks, B
uMKiti 1-4 GoprezoMu® ce npunara sipa Mty ceiMudHO Ha fen 1,4, 8, 11,22,25,29u32. B
HuKnn 5-9, Goprezomud ce MpuTara BeaHbK CCAMHYHO Ha aeH 1, 8, 22 u 29, Tpabea na
W3MHHAT Hal-Manko 72 yaca MexKLy IBe NoC/Ie10BaTeHH 103k Oopre3oMus.

Mendganan n npeAHu3oH Tpabea Aa ce npunarat nepopanto Ha aed [, 2, 3 u 4 npes nbsppara
ceaMMIla Ha BCEKM ieveOen LMKD: ¢ GopTesoMub. [punarar ce peset newedHM nukeNa OT
Ta3H KoMOMHHpaHa Tepanus.

Tabnuua 2: [IpenoprusaHa A03HpoOBKa 3a SoprezomMusd, uprnaran s komGiHaiHa ¢ meadanat
W NIPeHW30H

Eom‘esoyﬁgﬁ ABA UHTH CCAMEUH kian 1-4)
Leamuua {1 3 4 S 6
B(1,3mg/m {Jlen - - JHen [Jlen [Heul|Ilepnon Ha |/len Jdew  Hen |Tleprion va
U I 4 18 11 |mounsxa  |Mlen 29 32 |noumska
22 25
M Jeu Jlen llen Jen |-- - [Nepnon na |-- -- -- [epuoi Ha
9 mg/m? |1 2 3 4 |- mouuBka |- NOUMBKA
Bopre3oMul Begunx ceamuuno {(nuKan S -9
Cenpvuana ] 2 3 4 5 6
B(1.3 mg/m|/len -- -~ = |Hleu 8 [epwon |Hden - (Hden - (Ilepuoa Ha
2 1 Ha 22 29 NOuBKA
TIOYHBKA
M Jen Jlen  Hdeu|-- [iepuoi - - Ileptioa Ha
(9 mg/m? | 1 Jlen 4 Ha TIO4YHBKA
p 2 3 NOYMBKA
(60 mg/m”

B=0oprezomubd; M=mendanad, P=npenanzon

Aoanmupare na 003AMA NO GPEME HA JEYEHUe U Tta 8b3I06H0BABAHE Ha NeveHUe ¢

KOMOuHUpana mepanus ¢ Mexdanan u npedHu3oH

[Ipeny HauanOTO Ha BCEKH HOB UMKBI OT Tepaltiira:

- Bpost ua TpomBouuTrte Tpabea 1a e > T0x10%1, a aGeomoradat 6poii Ha ReyTpodHMTE
TpsGBa nae> 1,0x10%]

- HexeMaronormynara TOKCHYHOCT TpaGRa 12 € Bh3ICTAHOBEHA JO CTeTiel | WK Ao M3XoaHo
fHBO,

Tabanua 3: [Ipomana Ha AO3WTE MO BpeMe HA NOCIENOBATENHH UHKITH Ha TEPATHATA ¢
GopresoMud B KxoMOMHALME ¢ Mendalad v NPEJHH30H:

Toxecnunoct Tlpomsana wian orIarane Ha 103ara
KXeMamoaozuuna mOoKCUHHOCH 1o ePeate hd edunt
Yurwi: [Ja ce npespuau HaMangBaHe Ha 103aTa
- AKO B nIpeax0aHHs UHKBI ce Habntonara mestanan ¢ 25% g crepBatUd UKL

NPOABIIKHTENHA Hey TPOSICHUA CTeNeH 4 unu
TPOMOOUUTONCHUSR, HIIH TPOMOOLMWTONESHNSA ¢
KbpBEHE

- Axo Gposr Ha TpomGouutite ¢ <30 x 10°/1 unn | Tepanusra ¢ 6opresomut Tp
afcomoTHrAT Opoit Ha HeyTpodutuTe (ANC) npexpaTy




e<0,75x1 0%1 B xens 3a NPUIIAraHe HA N033Ta
Goprezomul (pazamted ot AeH 1)

- AKO ¢a NpOflyCHATH HAKOJIKO RO3IH Jlozara Goprezomul Tpabra na ce HAMaJIN ¢
b6opresoMud B eXUH HHKLA (= 3 10314 npn eaHo 103080 HURO (0T 1,3 mg/m? Ha | mg/m?
MPHACKEHUS /IBA THTH CEAMHYHO HAH WY OT
> 2 03K (IPH GPHIOKESHHE BEIHEX 1 mg/m? na 0,7 mg/m*)

CCOAMHYHO)
Hexemamonozuuna moxcuunocm cmenei > 3 Tepannara ¢ foprezomul Tpadea 1a ce

fipeKpath, JOKATO CUMITTOMUTE Ha TOKCHYHOCT
HE CE€ BB3CTAHOBAT JIO CTENEH ] 1M JIo
H3X0AHO HuBo. Torapa Moxxe Ja ¢e Bb3oOHOBK
ApuIoKEHHETO HA fopTe3oMus ¢ eIHD HHBO
no-mManko (o1 1,3 mg/m® na 1 mg/m® wnm o7

1 mg/m? na 0,7 mg/m?). Ipu HepponaThuHa
6oka, cBop3ana ¢ ynorpebara Ha Oopresomud
H/unn npy neprdbepHa HeBPONATUA, IIPEKPATETE
H/HAH NpoMcHeTe Ro3aTa GopresomMud, KakTo e
nocoueHo B Tabmsua 1.

3a nombiaauTeNHa HHGOPMALUA OTHOCHO Melidanal U NMPpeIHH30H BHKTE CBOTBETHHTE
Kparku XapaxreprcTiki Ha [poaykra.

J03upoBKa NPU HelleKYBAHW MALMEHTH ¢ MYNTHOICH MHEIOM. KOHTO Ca NOAXOAAIIH 38
TPaHCILUIAHTALHIA HA XEMOTOETYYHM CTBONOBH KIIETKH { MHAVKLIMOAHA Tepanua)
Kombunupana mepanus ¢ dekcamemason

Boprezomub 3,5 mg npax 3a MHXEKLMOHEH PA3TBOP C¢ NpHiara Karo WHTPaBeHO3Ha MK
TIOAKOKHA HHKEKLMS B NPENOPLYMTENHATA 4034 0T 1,3 mg/m? TenecHa NOBLPXHOCT ABa MLTH
CEAMUYHO B MPOABLIKEHUE Ha JBE CEIMHLIK Ha JeH 1,4, 8 v 11 B 2[-HeBen neyeGeH LMKBIL.
Tozn 3-ceamuuen nepro ce cunTa 3a nevueded unkbi. Tpadra na M3MuHaT Hali-manko

72 vaca Mexy JBe [10cAe/IOBATENHH 1031 Hopresomud.

JexcamerazoH ce npwnara niepopando s ao3aor40mguanen 1,2,3,4,8,9, 10u 11 o1
neueGnus UuKeN ¢ Gopresomul.

TIpunarar ce HeTpu NeucOHM LHMKBIA OT Tasu KOMOHHHpaya Tepanus.

Kombunupana mepanus ¢ Oexcamemason u maiudomuo

BopTtezomub 3,5 mg Npax 3a MHXSKLMOHEH Pa3TBOpP ¢e MPWIara KaTo WHTPaBeHO3HA WU
NIOAKO3KHA WHIKEKIIsS B IPENOPBYNTENAATA 4032 oT 1,3 mg/m? TejlecHa NOBBPXHOCT /1Ba TILTH
ceIMM4YHO B NPONbIKEHHE Ha IBE ceaMuLr Ha aed 1,4, 8 u 11 B 28-aderen LMkbi Ha
nevenye. To3n 4-ceAMUYEH NEPHOA CE cuMTA 3a NevebeH 1nkni. TpsaGea na namunar Hait-
manko 72 yaca Mexny IBe 10CIeA0BaTenHy 1034 GopTesoMub.

Jexcamerason ce npunara nepopando Bnozaor 40 mgHanen 1,2,3,4,8,9, 10 11 ot
neyedHMA UMKLD ¢ fopTesoMub.

TanumoMuy ce npyiara Nepopanko B AHEBHA 032 0T 50 mg B anute 1-14 1 ako ce nouacs
Aobpe, yo3aTa ce yeemdana o 100 mg B guaTe 15-28, cnen KOeTo MOMKE A4 €& YBEINUY 10
200 mg auesHOo oT UHKLA 2 (Bk. Tabnuua 4).

Hpwnarar ce yernpu neveOHK LUKBNA OT Ta3w komOuHKpaua Tepanus. [lpenopeusa ce
MalMeHTHTE HOHE ¢ YacTHYeH OTrOBOP Aa MOJyYaT 2 JOMbAHWTEIHH (HIChA.




Tabnuna 4: Jloauporxa 3a koMGHHIpana Tepanua ¢ 6opre3oMul (P NAUMEHTH ¢ HENEKYBaH
JOCera My NTHILIEH MHENIOM, KOMTO ¢a MOAXOALIH 3a TPAHCTINAHTALNA HA XEMOTIOETHYHH
CTBOJOBH KJIETKH

B+ Dx Haxau 1 -4
CeamMuua i 2 3
B(1,3mg/m>) |Meul,4 Jen 8, 11 IMepuos Ha noauska
Dx 40 mg Hen1,2,3,4 Hen 8,9,10,11 |-
B+Dx+T |Huakbal
Ceamuna 7 1 2 3 4
B (13 mg/m?) [denl,4 Nen 8, 11 Tleprion Ha Tlepsion Ha mouwBKa
IIOUMBKA
T 50 mg Exennesno |ExeauesHO - -
T 100 mg?* - - ExenHeBHO ExxenuesHo
Dx 40 mg Hen1,2,3,4{lev 8,9, 10, |- -
11
Uuxnm 2 ~ 4%
B(1.3mg/mY |llenl, 4 Jeu 8, 11 [lepuoa Ha jIlepuon Ha nounska
NOYHBKA
T 200 mg?* EwxenneBdo |ExeaneBHo Exennepn |ExenHeBHO
0
Dx 40 mg Jden 1,2,3, 4 e 8,9, 10, |- -
11

B= boptezomut; Dx=aekcamerazon; T=TanunoMux

a Jozata Ha TanuaoMu) ce ysennyasa 40 100 mg ot cegpmuua 3 Ha uMkbn 1 camo npu
J06pa NOHOCHMMOCT KbM 103aTa 0T 50 mg u Ha 200 mg oT urkha 2 Ko kpas npu gobpa
IIOROCHMOCT KEM J03ara ot 100 mg.

& TlaueHTUTe, MOCTUIHANH NOHE YACTHYEH OTIOROP ClICH 4 UMKBIA, MOXe 12 TIOTYYar
A0 6 LMKBIA HA fICHCHUE,

Adanmupane na 003ama 3a RAYUERMH, NOGXOOsYIL 30 MPAHCITAR AU

3a ananTupane Ha no3arta Ha GopTe3omMud TpsOBa 1A ce CNelBaT NPENOPHKKTE 3a (IPOMAHA Ha
J034Ta, OTTHCAHH 33 MOHOTCPAr .

B ponbnucnue, korato Sopre3omMub ce npunara 8 KOMGUHALKMS © APYTY XUMHOTEpaNeBTHYIHK
NEeKapcTBERH NPOAYKTH, MIOJAXOAAILN0 HAMANABAHE HA 03aTa HA Te3H JICKAPCTBEHW NPOSYKTH
TpaOBa Aa ce oOMUCIM B cayyali HA TOKCHYHOCT, B CBOTBETCTRUEE ¢ TIpenopbrute B KparkuTe
Xapaxrepuctuka Ha Ilpoaykrure.

Jo3HpoBKa NpU TANEHTH ¢ HenekyRaH gocera MCL
Kombunupano nevenue ¢ pumykcumab, yuxrogocdamud, doxcopybuyun u npednuzon (BR-
CAP)

boptesomub 3,5 mg npax 3a MIHKSKLMOHEH Pa3TBOP Ce MPHIIATa KaTO UHTPABEHO3H
TIOJIKOKHA HHKEKLMSA B MIPENOPHYUTETHATA 1032 1,3 mg/m? TenecHa NOBBPXHOCT,




CeIMHYHO B TIPOABIIKEHHE HA N8 ceAMHNM Ha feH 1, 4, 8 w 11, nocnensano or 10-nuesed
riepHo Ha NMo4yuBka ot aed 12 no 21, To3u 3-ceaMuteH [TEPHOA ce CUHTA 32 JieueOeH UMK
IpenopbysaT ce mecT MHAKIN ¢ 60pTe3oMud, BENPEKN 9e NPH NAUMEHTH ¢ JOKYMEHTHPaH
OTroBOP 32 ITBPBH ITBT HA LIUKB 6, Morar Ja ObaaT AaaeHH ABa AOMBAHHTENHH UHKEIA
bopresomud. Tpabea a H3aMHHAT Hali-Manko 72 yaca MEXIY AB MOCACAOBATENHH 103U
Gopresomut.

Cnepuure nexkapcTBEHH TIPOIYKTH Ce MPUarar Ha feH | Ha BceKH TpHCceAMHYeH JieyebeH
UMKEI ¢ B0pTe30MUG, KATO HHTPABEHO3IHY MEQY3HUK: pUTYKCHMal B 1034 375 mg/m?,
uuknohocdaMua B 1o3a 750 mg/m? i goxcopybuuH B 1o3a 50 mg/m?.

TIpeaHu308 ce npriara repopanto B Jo3a ot 100 mg/m? na en 1,2, 3, 4 u 5 ot Beekn
Jeaebed UHKbI ¢ boprezoMud.

Adanmupane na 0o3ama RO epeme HA HeYweHue NpU nayuermu ¢ Heaexysan doceza MCL

[Tpeayu Ha4anoTO HA BCEKHM HOB LIKKLA OT TEpaNHaTa:

- Bpoar na TpombouuTrTe Tpadea aa € > 100 000 kneTku/pl v aSconrorauar 6poit Ha
Heytpobuaute (ANC) tpaGpa 1a e = 1 500 keTkn/pl.

- Bpodar Ha TpoMOounTHTE TpaGBa ga e > 75 000 kaeTku/pl npH nauneHTH ¢ UHPUITPALIIA
Ha KOCTHHS MO3BK. HJTH CeKBECTpallid HA JaTaKa.

- Xemornobun > § g/di

- HexemaTonornunara TOKCHYHOCT TpAOBa fia € BHICTAKOBEHA IO CTeMeH | HitH 10 H3XOAHO
HHBO.

Jleuenueto ¢ Gopresomub Tpabsa fa H11e BpeMeHHO NPEYCTAHOBEHO TIPY NOSBA HA BCAKA
HEXEeMaTOIOTHYHA TOKCHYHOCT Crenien > 3, cebp3ada ¢ Goprezomud (¢ M3KIIOYEHHE HA
HEBPOTIATHN) UM XeMaToNorwuHa TokcHaHocT CreneH > 3 (Bik. Cbiio Touka 4.4). 3a
ananTHpaHe Ha Jo3aTa, BX. Tabnuua 5 no-nony.

I'parynoONMT-KONIOHHA CTUMYIUPALM GAKTOPH MOXe [Ja ce TPUaraT Npy XeMaTonornuHa
TOKCHYHOCT B ChOTBETCTBHE C MECTHATA cTAHAAPTHA NpakTHka. [Ipodunakruunara ynorpeba
Ha paHyTOUUT-KOTOHHA CTRMY/Mpaily haKkTOpH cleaBa 0a ce pasriekna B caydaii Ha
MHOTOKPaTHH 3a0aBaiHuA B NMPUIOKSHHETO HA UHKDBJIA Ha JIeYeHHETO. 3a JieueHye Ha
TpoMGoLuTONEHUA, TPAGRA J1a ce UMa NpeNBUA TpaHCDy3ua Ha TPOMOORUTH, KOTATO €
KIHHHYHO HeoOX0A1Mo.

Tabauya 5. IIpomana na 0o3ume no epeme HA JeUeHUe 30 RayueNmu ¢ HeleKysan docezd
MCL

ToxkcdgHOCT IHpovmaRa IR 6TAaraRe HA JO3HPOBKATA
XeMamonozuyHa MOKCURHGCM,

- > Heyrponenna ot Ctenen 3 ¢ noBulieHa Tepanuata ¢ 6oprezomud Tpadea na ce
TeMIiepaTypa, HeyTponeHus oT CTeneH 4 ¢ [pPEYCTAHOBH 34 NEPHO A0 2 CeAMHMIIM, TOKATO
OPOIBIAMTENHOCT 1toBeye ot 7 aAun, Spoii pauuentsT noctirae ANC = 750 knetku/pl u
TpoMGoukTH < 10 000 kneTrw/pl 6poit Ha TpomBoumTuTe > 25 000 KneTkn/pl.

- AKo ¢llég npeycraHoBgBaHe Ha Hoprezomub
TOKCHYHOCTTA HE OT3BYYH, KAKTO €
OMpeJIe/IEHO [0-TOPe, TOIARa TEPATIUTA C
Oopte3omud Tpabea ga ce npexpartu.

- AKD TOKCHYHOCTTA OT3BYYH, T.€. TIAIIHEHTET €

¢ ANC > 750 knetxkw/pul u 6poii na

tpoMOourTHTe > 25 000 KiteTK




103080 HUBO NO-Manko (ot 1,3 mg/m? Ha
1 mg/m? um ot 1 mg/m’ Ka 0,7 mg/m?).
- Ao Opost Ha TpoMOOLHTHTE e Tepamuara ¢ Gopresomut TpaAGBa fa ce mpeKkpaTu
< 25 000 xnrerru/pl nn ANC e
< 750 knetxu/jil B ASHA 3a NpUnaraHe Ha
nosara OopresomMud (pasnu4eH ot aeH 1 or
BCEKH LHKLA)
Hexemamonozuuna moxcuunocm Cmenen > 3, 30 |Tepanusra c 6opresoMut TpadBa Ja ce Npekpary,
KOSMO ce cuuma, we e cevpzana ¢ Gopmesomub | TOKATO CUMATOMUTE HA TOKCUMHOCT He ce
BB3CcTaHOBAT 10 CTeneH 2 unu no-go6pa. Torara
MOJKe J1a ce Bb206HOBY BPHIOKEHUETO HA
6oprezoMub ¢ €AHO NO30BO HUBO TO-MAJTKO (OT
1,3 mg/m® Ha | mg/m? vnu ot 1 mg/m’ na
0,7 mg/m?). Ilpn nepponaTuyHa 6051Ka, CBLp3aHa
¢ ynotpebara Ha 6opre3oMub W/ npyu
nepudepHa HeBPONIATHA, TPEKPATETE H/HAH
NpoMeHeTe 103aTa GOpTE30MHG, KAKTO ¢
nocouedo B Tabnuua 1.

B agonsnHeHHE, korato Sopre3omud ce npuiara g KOMOWHALMA ¢ APYTH XUMHUOTEpaneRTUYHI
JIEKAPCTBEHH MPOXYKTH, MOAX0IALI0 HAMA/IABAHe HA 1032Ta HA TE3M JIEKAPCTBSHH MPOSYKTH
TpaORa 1a ce OOMHCH B cny4aif HA TOKCHYHOCT, B CBOTEETCTBHE € MPENOPBKUTE B
cboTBeTHUTe Kparku XapaktepucTuku Ha {IpoAykTHTe.

Cueuvantd nonynaniu

Cmapuecka gv3pacm

Hama nannu, KouTo npearnonarat HeoOX0JUMOCT OT ananTHpaHe Ha A03aTa PH MALHEHTH
Ham 65 rOAMHK € MYATHIVIEH MuesioM it ¢ MCL.

He ca npopeAciail npoy4BaHiuA 3a yriorpedara Ha Sopre3oMud NpH NMaLMEHTH B cTapuecka
Bb3PacT, © HEMeKyBaH JOCEra MyJITHILICH MHEIOM, KOHUTO €8 NOAX0AS1IH 338 BUCOKONO30BA
XMMMOTEPaNHA ¢ TPAHCILIAHTALINA HA XEMOMOSTHHHI CTBOAOBR WiIeTKH. CIeN0BATENHO He
MOraT A3 ce HATIPABAT MPENOPHKHM 32 A0ZUPOBKATA NIPH Ta3H NOMynaLUs.

B npoyusane npy naupeRTH ¢ HeneKyBaH npeau tosa MCL, 42,.9% u 10,4% ot natmedtuTe ¢
eKCro3uuuaA Ha 60pTe30oMH0 ca BBB BL3PacTOBHA AHANA30H CHOTBETHO 65-74 rogMHN

M > 75 rognuy. [Tpy nanienTuTe Ha BB3pacT > 75 roguHd, W asete cxemy, BR-CAP u R-
CHOP, ce noHacaT no-Texko (Bx. Toyka 4.8).

Yeprodpobuo yepexcdarne

IMauverTy ¢ MeKa CTeneH Ha YepHOAPOOHO YBPSKIAHS HE Ce HYXAAAT OT KOPUTHPAHE Ha
Jo3ara v TpAdRA 1 ¢€ NeKYBAT CHINACHO NPEMOPLYHTENHATA 4034, JlevedneTo HA nalMeHT!
¢ YMEPEHO JI0 TEYKKO UepHOAPOOHO YEpekaaHe Tpa0sa A3 3anouke ¢ HaMaleHa 5o3a
BoprezoMut o 0,7 mg/m® Ha HHKEKTHPAKE 10 BPEME HA TEPRUA TEPANEBTUUEH LIMKbII, KATO
NOBMINABAHE HA M03aTa 10 1,0 MZ/m? MNKH MO-HATATHIIHO HAMANIABANE HA A03ATA A0

0,5 mg/m* morar a ce obebxaar Ha 6asaTa Ha IOHOCHMOCTTA Ha NarerTa (Bx. Tabmua 6
i Todki 4.4 1 5.2).

Tabnuua 6: [penopruuTenHo MoAUdHLKUPAHE Ha HaYANHATa 1033 HopTesoMud ITpH NALMEHTH
C YepHOIPOOHO YBpEKIaHe

Crenen na Huso na |Hmsa na SGOT Mopudanupane Ha H%MN)” ‘

qepuoapobnoro | GuanpyOHuMA (AST)

oz




yBpeRiané

Hexo <1,0x ULN > ULN He
> 1,0x-1,5x Besako He
ULN
YMepeHo > 1,5x-3x ULN [Bcako Hamanssase Ha Goprezomut no 0,7 mg/m? g
MBPBHA LHKE Ha nedeHue. O0CHKIane Ha
TexKo > 3x ULN Besko TNOBMILABAHE Ha f03aTa Ko 1,0 mg/m? unu no-

HaTATBIIHO HamManaBaHe 1o 0,5 mg/m° B
cAeBAMNTE IMIUTH, Ha Oa3aTa HA MOHOCMMOCTTA
Ha MAaLHeHTa.

SGOT = cepymHua rnyTamMaT okcanoaleTar TpaHcamunasa; AST = acnaprar

amuHoTpaHcdiepasa; ULN = ropua rpannua Ha HopMmara.

* Ha 6asara na knacuduranus Ha paGorHara rpyna 3a opranna guchyrxuus Ha NCI 3a
KATeropusupate Ha YepHOApoOHATA HElOCTATRYHOCT (JIeKa, YMEPEHa, TekKKa).

Bvépeuno yapexcoane

PapmakokrHeTHKaTa Ha Gopre3omub He ¢ MOBNUABA MPH NALMEHTH C JIEKO 10 YMEPEHO
6b6peyno yepexaane (kpeatnnudos kaupbuc [CrCL] > 20 ml/min/1,73 m?); 3aToBa ne ¢
HeoOxoAHMO aflanTHpaHe Ha No3aTta Npy Te3u nauueHTA. He e n3pecTHO mamv
dapmakoxkHHeTHKATA Ha GopTeioMuD Ce NoBIMABA NPY NAUMEHTH ¢ TEXKo GuOpeyHo
YBpEK/IaHe, KOMTO He ca nogiioxkeny Ha grannza (CrCL < 20 mlmin/1,73 m?). Trii kato
AHATH3aTa MOKE 113 TOHMIKM KoHUeHTpauguTe Ha Goprezomud, 6opresomub Tpabsa aa ce
npunara cien Anannstara npoueaypa (Bx. Touka 5.2).

Heduampuuna nonyaayus _

besonacHocTTa W edikacHoCTTa Ha OopTe3oMud Nnpu cua Ha Bu3pact noa 18 roauHu He ca
YCTaHOBEHH (BX. TOUKK 5.1 1 5.2), HanvuHuTe JaHHM 10 MOMEHTa Ca ONUCAHU B TO4Ka 5.1,
HO [IPEnopbkH 34 JO3HPOBKATa He MOTaT ja ObaaT HanpageHH.

Hayud ya npuioxedve

Bopremuen 1 mg npax 3a MHKEKIIMOHEH Pa3TBOP CE {TPeUTara CaMo 33 UHTPRBEHO3IHO
TIpAIOKEHYE.

Bopremuen 3,5 mg npax 3a iHAKeKUHOHEH Pa3TBOD ¢ MPEAara 3a UHTPaBEHO3HO WU
MOAKOXKHO TIPHITOXKEHUE,

Bopremuen ne Tpatea na ce npusiara 1o Apyrd nuHma. MHTpaTekaiHOTO NPUAOKEHHE BOAN
10 CMBPT.

HHMPGEGHO.?HG UHICEKYUR

Bopremuen | mg npax 3a HHKEKLIMOHEH Pa3TBOp e MPpe/iara ¢caMo 38 HHTPaBEHO3HO
npunoxerue. [1puroTsenaT pasTeop ce npunara karo Sonyc UHTPABEHO3HA HHIKEKIHSA TIpe3
nepudeper WK UEHTPAIEH HHTPABEHOICH KATETHP 32 3-5 CEKYHAH, NOCAEABAHO OT
npomueka ¢ 9 mg/mi (0,9%) vinxKeKLHOHeH pa3TBOP Ha HaTpues xopua. Tpadea j1a u3muuar
Hali-manko 72 vaca Mexgy ABe MOCNIEIORATE/HH J03H oT Bopremuen.

Hookoxena unocexyus
[MpuroTeeHuaT pasteop Ha Bopremuein 3.5 g ce npunara noaxkoxHo B 06nacyta wa Seapara
(4ACHO UNHM NABO) HITH KopeMa (OTAACHO HITKH OTVISBO). PastBopbT Tpabea aa ce HILKEKTHPa

TIOJKOMHO, MOA BIEI OT 45-90°. Mecrata Ha yGoxaaHe Tpalsa Ja ce peiAyBarT Opu BCK
creBalia HHKSKUNS,




AKko CJICT MOAKOXKHO HIDKEKTUPAHE HA BOPTGMHEH C€ NOABAT peakuHH Ha MACTOTO HA
yboxiane, € Bb3MOXKHO NO-MAINKO KOHIIEHTPHPaH pasTeop Ha Bopremuen (Bopremuen

3,5 mg 1a 6b11e paspeaeH no 1 mg/ml BMecto 2,5 mg/mli) Aa 6b1e NPHUACKEH HOAKOHKHO HITH
ce TIPENOpPHYBA IPEMHHABAHE KbM HHTPABCHO3HA MHKEKUMA.

Korato Bopremuen ce npunara B koMGHHALIHA ¢ APYTY NEKAPCTBEHH IPOAYKTH, BHIKTE
Kpartkara XapakTepycTHKA Ha TE€3U NPOAYKTH OTHOCHO HHCTPYKIMH 32 NPHIAraHe.

4.3 llpoTABONOKA3AHASA

CBpPEXUYBCTBATENHOCT KbM aKTHBHOTO BEIleCTBO, KbM 0Op MM KbM HEKOE OT IIOMOLIHUTE
BelleCTRa, N30poeHY B TOYKa 6.1,

Ocrpa andysna uadrntpatueea Gonect Ha Genure apobose u Nepukapaa.

Koraro GopreioMu® ce npuiara B koMOHHAIHA ¢ IPYCH NEKAPCTBEHH MPOAYKTH, HallpaBeTe
crpaeka c TexHure Kparku Xapaxtepuctuiy Ha [TpoAyKTa 3a NOTLIANTENHU
IpoTHBONOKAZaHWA.

4.4 Cuenuainu npenynpeXiedls  NPeANany MEPKA Npd ynoTpeda

Korato 6oprezoMHut ce npunara B koMmOMHALIMS ¢ IPYTY IEKAPCTBEHH [IPOAYKTH, Tpadea aa
ce Hanpasx clipaeka ¢ KpaTkure xapakTepHCTHRY Ha Tesd APYIH TEKapCTBEHH NPOLY KTH
npeau 2anoYBane Ha nededucTo ¢ Goprezomub. [lpu ynorpebara Ha TanuaoMu TpAGBa A3 ce
00bpHE 0COGEHO BRIUMAHHE Ha TECTBAHETO 34 OPEMEHHOCT # H3HCKBAHHATA 3a NPEBEHINA
(B, Touka 4.8).

HurpatekanHo NpuiIcKeHne

HMa cnyuau ¢ datanen M3Xo/ Mpy HENPEAHAMEPEHO HHTPATEKANHO TIPUITONKEHHE HA
Gopresomud. BopTezoMub 1 mg npax 3a MHKEKLUOHEH pa3TBOP € CaMO 338 MHTPAaBEHO3HO
NIpUIOXKeHHe, NoKaTo SopTe3oMub 3,5 mg npax 3a UHKEKUHOHEH PA3TBOP € 32 HHTPABEHO3HO
WM NOJKOKHO NIpHAoKeHye. BopTesomub He Tpabea na ce MPHAAIA UHTPATCKANHO.

CroMamHO-49peRHE TOKCHIHOCT
CTOMALIHO-UPEBIE TOKCHUHOCT, BIUIIOYUTENHO raneHe, THapys, MOBPbILAHE ¥ KOHCTHIAUMA

€a MHOTO 4ecTH Npu sseucHne ¢ GopresoMud. HMa HewecTH ChoBIICHNS 38 ClyyaM HA WIEYC
(Bk. Touka 4.§), nOpaaH KoeTO NANMSHTHTE, KOUTO WMAT KOHCTHRALHA TpAGBa na bpaar
HaﬁJ'IEO)J,aBaHH BHUMATEIIHO,

XeMaToNoruvHa TOKCHYHOCT

Jleyenrero ¢ 60pTe30MHO MHOIO YeCTO € CBBLP3aHO C XeMaTOJIOrHYHA TOKCHYHOCT
(TpoMDOLMTONEHNS, HEYTPONEHKS U aHEMHA). B NpoyyBauus NpH MAUHSHTH ¢ PELMINB Ha
MYJATHIUIEH MHEITOM, IeKyRaHU ¢ 60pTe3oMub M NpH NaUMEHTH ¢ HeJIEKYBaH Npeau ToBa
MCL, xouto ca nexypanu ¢ HoprezoMud B KOMOMHALMA ¢ pUTYKCHMaD, unkiodochamun,
JoxcopyOHUMH u npeaHnzon (BR-CAP), efina 0T HAl-4eCTO CPellaHUTE XeMaTo/IorHYHH
TOKCHYHOCTH € IipexoHa TpomGounTonenus. Hali-Hucpk e OposT Ha TpoMOOLIUTHTE HA
JeH 11 0T BCekH UHKEN Ha JiedeHHeTO ¢ Dopre3oMul H o0HKHOBEHO C€ BL3CTAHOBABA 10
U3X0JHOTO HUBO N0 CNEABALIMA LIHKET, HAMa AaHHH 33 KyMYJIATHBHZ TPOMGOLMTONIEHHA,
Cpeanuar cnaj Ha Opox Ha TpomborTuTe @ 6un u3uHcaeH npudmusdTento Ha 40% or
U3XOZHOTO HUBO [IpH NPOYYBAaHUA C MOHOTEPANHMS HA MHOXeCTBEH MHEIOM H Ha 50% mg
npoyusate 3a MCL. TIpi nauyeHTH ¢ Hanpe Hal MHENIOM TEKECTTA Ha TPOMOOLIMTO? 7
¢ GHia cBbp3aHa ¢ 6post Ha TPOMOOLMTHTE NPEAN TEUESHHETO: TIPU H3XOAHO HHBO HY




Tpomboltutre < 75 000/pl, 90% ot 21 nauuenTh ca nManu 6poii < 25 000/ul mo Bpeme Ha
fipoyusaHeTo, BIUOYHTENHO 14% < 10 000/ul; 3a pazmdxa oT Te3H ¢ U3XOAHO HUBO

> 75 000/ul, npu konro camo 14% ot 309 manuenTH ca uMam Gpoit < 25 000/l no Bpeme Ha
TPOYYBaHETO.

INpsu naupentn ¢ MCL (npoyusane LYM-3002), TpoMGoumToneHus ot cTenel = 3 e 6miIa ¢
no- BUCOKa vecToTa (56,7% cripamMo 5,8%) B rpynara Ha neueHue ¢ Gopresomut (BR-CAP) B
CpaBHEHHE ¢ rpynarta Ha nedeHue Ge3 Goprezomub (putykenmab, nuknodocdamun,
ROKCOPYOHLHH, BHHKPHCTHH H npeatnsoH [R-CHOP]). JIseTe rpymv Ha Ne4Y€HHE ¢a CXOAHH
No OTHOLIEHHE Ha 001ATa YECTOTA HA KbDBEHE OT BCHUKH cTeneHH (6,3% B rpynara Ha BR-
CAP u 5,0% B rpynara Ha R-CHOP), kakTo # KspBeHe oT CreneH 3 H mo-BHcoka (BR-CAP:
4 nauwuenTH [1,7%]); R-CHOP: 3 naumentu [1,2%]). B rpynara Ha BR-CAP 22,5% ot
MaLHEHTHTE Ca TIOJIyYaBallH NMpeTKBaHe Ha TPOMOOUMTH B cpaBueHHe ¢ 2,9% oT maiMeHTuTe
B rpynara Ha R-CHOP.

ITpu neyenne c 6oprezoMus ce crOGINABA 38 CTOMAIHHO-UPEBEH H HHTpauepebpaicH
kpbBou3ue. 1o Tazu npuyrHa 6posT Ha TPoMOOUMTHTE TPA6Ba 1a ce MOHHTOpHPA NpeaH
Beaka no3a Soprezomub. Jleuenvero ¢ Gopresomud Tpadea na ce cnpe, KoraTo 6poar Ha
TpombonuryTe e <25 000/ul, unu B cayuall Ha koMGHHALMA ¢ MendanaH U npeHU3OH,
Koraro 6podar Ha TpoMbountute e < 30 000/n] (Bx. Touka 4.2). [ToTeHIMaTHATA NIOMA
CHPAMO PHCKOBETE OT JIEYEHHETO TPAOBA A4 Ce NpeLeHH BHEMATENH0, ocofeno B cayvail Ha
yMepeHa 10 TeKKa TPOMOOUHTONIEHHA 1 PHCKOBH DaKTOPH 33 KbPBCHE.

Ilo speme Ha NedeHueto ¢ 6opTe3oMud e HeoOX0aHMO YECTO MpOCTeAsBaHe Ha MHIHATA
KPBBHA KapTHHa ¢ RudepeHIHanHo 6pocHe, BRTIOUUTENHO i Opos Ha TpoMbouuTuTe. TpabGea
na ce OOMMCIH MpeTHBAHE Ha TpoMOOLUTH, KOTATO € KAMHHYHO HeoOXOMUMO (BK TouKa 4.2).
T1pn nanmentn ¢ MCL ce HabmofiaBa MpexogHa HEYTPOMEHHA, KOATO € 00paTHMa Mexay
uMKn¥Te, 6e3 JanHu 3a KyMylaTHBHa HeyTporieHus. Heytpodunure ca Hadi-HucKH Ha ged 11
OT BCEKM IIUKBA Ha NevyeHHe ¢ H0pTe3oMHl B 0OMKHOBEHO Ce BH3CTAHOBABAT 0 M3XOJHOTO
HHBO A0 cleapallina DuKkb1. B npoyuysane LYM-3002, konoHHO-cTHMYIRpAIH GaKropH ca
NPUIOKEHH 34 moAnomarade Ha 78% oT naumenrture or pamoro BR-CAP v ua 61% or
nauueHTTe 8 rpynara Ha R-CHOP. Twif kaT0 nauUeHTHTE ¢ REYTPOIIEAMS €a C NIOBMUIEH
PHCK oT RHdEeKLuH, Te TpAORa Aa 6mpaT HabMoJaBaHH 33 MPU3HALH W CHMITTOMH HA
yR(MEKLMA M 12 Ce JICKYBAT CBOSBPEMEHHO. ['panyIouMT-KONOHUS CTUMYNUpawy GakTopu
MOJKe [a ce MPUNIAraT 33 XeMaTo/J0TH4HAa TOKCUYHOCT B CHOTBETCTBHE C MECTHATA CTAHAAPTHA
npaktHka. [podunakTuyrara ynoTpeGa Ha rpaHyI0LMT- KOJOHHA CTHMYIHpPAUH GaKTopu
ceapa Ja ¢e pasrilexka B ciy4ali Ha MHOTOKDATHH 380aBAHIS B NPHIOKEHHETO HA IHKTIA
Ha JigYeHHeTOo (BXK. TouKa 4.2).

Peaxrusupane Ha xeprec 30cTep BUPYC

[Ipu nauuesTH, Nexysanu ¢ 6opresomMud, ce NpenoprYBa AHTUBHPYCHA npoduiakTuka. [Ipn
thaza [T npoyyraHe npu manueHT™M ¢ HeEKYBAaH Z0Cera MY/ITHIVIEH MHeoM, 0DniaTa YecToTa
Ha PeakTHBUPAHETO HA XEpIec 30CTep € NO-BUCOKa NPH MALMSHTH, JIEKYBaHH ¢
Soprezomub-+MendanantnpeJHHI0H, B CpaBHEHHE C Te3H HA Mel(anaH+IpeIHU30H
{cvoTBETHD 14% U 4%).

[Tpu rraumertu ¢ MCL (npoyusane LY M-3002), yecToTaTa Ha HHpEKIHA ¢ XEPIIEC 30CTep €
ouna 6,7% B pamoto BR-CAP u 1,2% B rpynara va R-CHOP (Bx. Touka 4.8).

PeaxTuBHpase v nHGbekuMa, OpHYUHeHA OT Bupyca Ha xenatut B (HBV)

HBYV npeau 3anousane Ha JIEYEHHETO, KOraTo pUTYKcHMal ce nanon3ea B KoMGuHa

i



Tpsabea Aa 6paaT BHUMATETHO HaOMOABAHN 33 KIMHHYHHA ¥ Ta00PATOPHH NPH3HALIH HA
axtusHa HBV uH(exuna o BpeMe Ha i ciae koMOuHUpaHO Nneyenue Ha puTykcumab ¢
doprezoMud. Tpadea na ce o6Mucnu anTHBUpPYCHA podutakTHia, BHxrte kpaTkara
XapaKTePHUCTHKA Ha MPOAYKTa Ra pUTYKcHMal 3a noseue uudopMauus.

IIporpecuBHa MyaTHdOKATHa neBKoeHUethatonaria ([TMJIT)

Joknaapann ca MHOTO PEAKY ¢AY4au Ra WHpeKa ¢ Bupyca Ha John Cunningham (JC), ¢
HEeH3BECTHA MPHYUHHO-C/IEICTREHA BPH3KA, IPH NMAIHEHTH, NEKYBaHu ¢ GoprezomMub, sogemu
a0 [IMJL u omepT. Hatpenthre ¢ auareosa IIMJT ca HMank npemecTsalua MiiH NpoBexKIaT
€AHOBPEMEHHO HMYHOCYNipecHBHa Tepanusi, [Toscdero cay4an na [IMJI ca AMarHocTuuipany
B paMkuTe Ha 12 Meceua oT nopBarta fo3a Ooprezomub. [MatueHTHTe Tpabea A& ce
NPOoceNABaT HA PEAOBHH HHTEPBAIM OT BPEME 34 BCHYKH HOBH HIH BIIOIIABALIM C&
HEBPONOTWHHN CHUMITTOMH MK MPU3HALLY, KOMTO MOTAT 0a OLaat noxasatenus 3a [TMIT kato
9aCT OT AM(EPEHLIMANHATA AHarHo3a 3a npodaemu ¢ LIHC. Ako uMa chMHEHNE 3a TMarHo3a
ML, nauuentute Tpabsa Aa 6BAaT KOHCYNTHPAHU Cbe cnenuanuet nio [TMJL v aa ce
NpeanpHeMar MoAXoASH IMarHoCTHYHH MepkH 3a FIMIL Ipekpatere neyeHunero ¢
Bopre3oMHO, ako ce muarHoctTHigpa TMJI

Hepudepya nesponaTtus

JleuenueTo ¢ HopTe3oMUb MHOTO YeCTO Ce CBLP3BA C NEPU{EpHA HEBPOMATHA, KOATO €
npeaumno censopHa. Mma, obave, JoknaneaHy cbo0UIeHHs 3a CJIyHaH HA TEKKA MOTOPHA
HEBPONATHA Cbe WM Oe3 cenzopHa neptepta HesponaTus. YecToTara Ha nepudepHara
HEBPOMATHA CE YBE/IHYABa PaHO NPH JIEHECHUETO 1 110 BPEME HA LMKBA 5 ¢ HabioaaBaH [HK,
[TpenoprunTenHo € nauHedTHTe [a ObAAT BHHMATSIHO MPOC/IEAIBaHY 32 CUMITOMM Ha
HEBPONIATHA, KATO yCelIAHE 3a NIAPeHE, XUTEPECTE3UA, XHIIOSCTE3HA, NApecTesus,
AMcKoM(bOpT, HeBpONaTHYHA GoNka Ui ciabocT.

B npoyusane ®asza [11, cpasnseawo Gopre3oMud, NpunoxKeH UHTPABEHO3HO H MOAKOKHO,
4eCTOTATA HA BL3HHMKBAHE HA CEOMTHA ¢ nepudiepHa HesponarTus OT crened > 2 e 24% 3a
TPynara Ha NOAKOKHH MIKEKLHY ¥ 41% 3a rpyniara Ha BEHO3HW urkekumn {p = 0,0124).
Mepudepiia HeBpORATHA OT CTeNEH > 3 e BR3HUKHANA NPH 6% OT NAUWEHTHTE B IPYNaTa Ha
NONKOKHO MPUITOKEHHE, 8 cpaBHeHHEe ¢ 16% B rpynara Ha WHTPABEHO3HO NIPHIOKEHHE

(p = 0,0264). YHecroTara Ha nepupepHaTa HEBPONATUSA BEB BCHHKHW CTEIICHH, TTPH
WHTPABEHOZHO NpUNokenye Ha GoprezoMu’, B NPOYUBAHHSA 3a HHTPABEHOIHO [PHIMKEHHS
Ha 6opre3oMub, UCTOPHYECKH € NO-HUCKA B CpaBHEHUE ¢ npoyusaneTo MMY-3021.
MManedTute ¢ HOBONPOABHIIA CE€ WIH BiOIaBalia ce nepudepua Hesponatus TpsOsa na ce
MOAIOKAT Ha HEBPOIOrHYEH NPETNel ¥ MOXKE [a CC HaJIOIKK NPOMAHA Ha 103aTa, Ha cXeMmara
Ha jieHeHie ¢ Hopre3ommud M 1a ce npeMuHe KbM MOAKOKHO NPUIoXKEeHHe (B, Touka 4.2).
Hesponarusta ce oBnafsBsa ¢ NOAABPKAUM TPHAKM H APYTa TEPANys.

[Mpu naumenTy, npueMany Gopre3oMub B KOMGHHALIHA € NEKAPCTBEHH NPOAYKTH, 33 KOWTO €
YCTAHOBEHO, Y€ HMAT BPH3KA C HEBPOIIATHATA (Halp. TaTHIOMiuA) TpiOBa Aa ce npeasiH
paHen U PeJOBEH MOHUTOPUHT 32 CUMIITOMH HA HEBPONATHA, HANATAIY CIIELIHO JeYeHHE,
4pe3 HEBPONOTHYEH Mpernies W TpibBa Ja ce 0OMUCAY CHOTRETHO HAMANABANE HA JIO3ATA WUIK
IPEYCTAHOBIBAHE HA NEYeHHETO.

Karo nonwadenue kM nepudbepHara HEBPOTIATHS, 33 HAKOHM OT HEXKeNaHUTE PEaKlMK KaTo
MOCTYPATHA XUITGTOHUA H TEMKAE KOHCTHHALMA C MILYC, MOKE 1A MMA NPUHOC ABTOHOMHKATA
HeBponaTuf. HHpOpMaUMATE 34 aBTOHOMHATA HEBPONATHA H TIPHHOCA §1 32 TE3H HEeXKenaHu
pPeaKUHK € OrpaHHYeHa.

T'spuoge




Hma nevecTh cL00imeHys 3a FrepuoBe NpH nayvedTH 6e3 npe/MIuHA AHAMHESA 32 eTIencHs
u repaose. CneuuatHe BHUMaHHE M3UCKBA JIEYEHHETO HA TAUWEHTH, TIPH KOMTO ChUIECTBY BAT
HAKAKBH PHCKOBH (GakTOPH 3a rbpuose,

XHUMOTOHHA

Jleuyenuero ¢ Gopre3soMud HeCTO Ce aCOLMIPA ¢ OPTOCTATHIHA/ TIOCTY PATHA XHIOGTOHUA.
IToBeueTo HexEeNaHK peakMU ca IEKH 10 YMEPEHH 110 TeKECT H ce HabNoaapar (1o BpeMe Ha
nevennerto. [auuedTy, KOUTO ca Pa3BHAN OPTOCTATHYHA XUNOTOHNE ¢ Soprezomnb
{MHXEKTHPaH UHTPABEHOIHO) HE €A UMANH IPLJIISCTRAIM JICUEHHETO AaHHY 32
OPTOCTATHYKA XUNOTOHUS. [1py OBEUETO NALMEHTH CE € HAMOMKUIIO JIEYEHME HA TAXHATA
OPTOCTATHYHA XMNOTOHNA. Manka 4acT 0T nauHeHTHTE ¢ OPTOCTATHYHA XHITOTOHHS Ca UMATH
CHHKONHA cuOuTHE. OpTOCTaTHYHATA/MOCTYPATHA XHTIOTOHHS HE € NPIKO CBLp3ata ¢ Gonye
UHY3HA Ha GopTe30MuO. Mexauu3MbT HA Ta3H Peakuyd He € H3BECTEH, BLIPEKH Y€ OTYACTH
NpUYHHA MOXE Ja Ob/le ABTOHOMHA HEBPONIATHA. ABTOHOMHATA HEBPONATHS MOKE 113 €
cEBp3aHa ¢ GopTesoMud M 6OPTE30MHG MOXKE Ja BITOIH OCHOBHOTO 3abonABane, KaTo
ArabeTHa YK aMuaoHaHa hesponarus. [Ipenopeyisa ce BHHMAHHE, KOMATO CE JICKYBAT
NAUHEHTH ¢ aHAMHE3A 33 CHHKOI, MOMyYaBally ICKAPCTECHA TIPOAYKTH, 38 KOUTO € H3BECTHO,
Y€ C¢ CBBbP3BAT ¢ XMIIOTOHHMA; WM KOMTO ca ISXNApaTApaHy IOpaau pekypenTHa QUapHs Wik
noppbinase. JleyeHueTo Ha OPTOCTATUHHATA/TIOCTY paiHa XUTOTOHUS MOXKE 1a BKNHOUBA
a1aNTMPaHE HA AHTHXWTIEPTEH3MBHUTE ASKAPCTBEHU TIPOAYKTH, PEXUAPATHPAHE HITH
APHIOWKEHNAE HA MHHEPATKOPTHKOCTEPOHTH W/HIM CHMIATHKOMUMETULIH. TTaymenTure
Tpadea ga ObAaT HHCTPYKTHPAHH 12 THPCAT NEKAPCKH CHBET, AKO HMAT CUMTITOMHU KATO
3amaiiBane, CRETOBhPTEX WK 3aryba Ha rosopa.

Cunnpom Ha obpatuma noctepuopHa enuedaronaris (PRES)

Hma cbobienus 3a PRES nipn naunenTy, nosyyaeaum 6opresomud. PRES ¢ pagxo, decro
ofpatumo, 6BP30 Pa3BHBALIO c& HEBPOIOTHUHO ChCTOSHUE, KOETO MOXE JIa Ce MTPOSIBH ¢
rEPYOBE, XMIIEPTOHUA, TUiago6oe, NeTapriud, o0bpKBaHe, CNernoTa U IPYrid OUHU U
HEBPOJIOFMYHM HapyIleHNs. 3a NOTRbKAABAHE HA JHATHO3aTA Ce U3Mo3Ba oOpa3Ha
AHATHOCTHKA HA MO3bKA, 34 NIPSANOUMTAHE AAPEHO-MAarHKTEH pesoHane (SIMP). Tpu
nauueHTH, xouto paisuear PRES, Gopresomud Tpsadea na ce cnpe.

ChpacuHa HeNOCTATEYHOCT

[To BpeMe Ha neuenue ¢ Gopre3omub ce cbObIIABA 3a OCTPO PA3BHTHE HITH 00OCTPIHE HA
3acTOHHA ChpAeYHA HEJOCTATHHHOCT H/WIIM OSBA HA HAMATIBAHS QpaKiHATa HA
H3ITJIACKBAHE Ha NABATA KaMepa. 3afPBbKKATA HA TEYHOCTH MOXKe Aa Objie npeapa3nonaraul
(axrop 3a possa Ha Gene3u ¥ CHMITIOMM Ha Chpcdna HepocTarbubocT, lausenTa c
PHCKOBH (aKTOPU 33 ChpAevHO 3abonaeade MK CHILECTBYRAILO TAKORA TpAGEa Ma Gbaar
BHHMATENHO MOHUTOPHPAHH.

Exexrpoxapauorpadcky H3cIe1BAHNHA
CrinecTsyRaT H30/MPAHH CIY4aH HA ynb/kapane Ha QT-uHTepsana Npyu KIMHHIHK
NPOYYBAHNA, HO HE € GMITa YCTARHOBEHA NPHHMHHO-CNIEACTBEHA BPL3KA.

Benoapobiu yapyluenns
Panko ce crobuaBat cayuan Ha ocrpa audyana uddunTparuena Genoapoldua 6asiect ¢
HEM3BECTHA €THOJIOTHA, KATO MHEBMOHHUT, MHTEPCTULIMANTHA HEBMOHMA, GenonpotHa

WHQUITPaUMs U OCThRP pecnHparopeu AucTpec cHHapoM (OPJIC) npu naumMeHTH nonyy
Bopre3omut (Bx. Touka 4.8). Hakou ot Te3un cnywau ca 6unu ¢ daranen uaxoan. Ipe




TISYEHHETO Ce TIPENOPhYBa paguorpadHs Ha rPLAHUA KO, 33 JJa NOCHYXKH KaTO MEXOHO
HHRO 32 YCTAHOBARAHE HA NIOTEHUMANHK GenopoGHH MpoMeHH CIe NeYCHHETO.

B cnyuali Ha HOBM WK BRIOMWABAILH ¢ 6enoapoOHH cUMITTOMU (HaNp. KaILTHLa, SHCTTHEN),
TpaOBa OBP30 0a Ce YTOYHH JHArHO3aTa W Ja ce NpenpyueMe Noaxoaamo neuehue, Tpean
NpoAkKaBaye Ha MedeHueTo ¢ Hopresomub Tpadea jfa ce OOMHCAN ChOTHOIIEHHETO
NoN3a/pucK.

B KAHHHHHO W3THTBAHE OBaMa NanMeHTH (0T 2), nojyJagaulu BUCOKA T03a Turapabus

(2 g/m? qrHeBHO) dpe3 MpoaBIKHTENHA HEdY3Hs 32 24 yaca ¢ A8y HOPYOULIMH 1 GopTesoMud
3a OCTpa PEUMINBHPAILA MHEIOHIHA ICBKEMHN, ca iTodHHAIH oT OPJIC B navanoro Ha
TEPANHATA U ITPOYURAHETO € IPeKpaTeHo. ETo 3awo, Tasd cnequdHiuna cXeMa ¢
€IHOBPEMEHHO MPUIATaHe Ha BUCOKA 11032 UHTapalun (2 g/m? AHEBHO) Ypes MpoAs/UKHTENHE
uH(y3uA 33 24 yaca He ce NPenopLUBa.

Enlpeuno yepexnane
BrOpeynuTe yca0KHEHHA € HECTH NP NALMEHTH ¢ MYATUONeH Muenom. TTaunenTure ¢
ObOpedro yspewaaHe TpaOBa Aa GbAaT BHUMATERHO NPOCAESAABaHHE (BXK. ToukK 4.2 1 5.2).

YepuoapobHO yBpexaate
Bopresomub ce Merabonusnpa or yepHoapoOHuUTe eHzumu. ExcnozuuusTa Ha Gopresomud ce

NOBHILLARA NPH NALHEHTH C YMEPEHO HN TEXKKO YePHOAPOOHO YBpeXAaHe; Te3H NayHeHTH
Tps0Ba Ja ce JEKYBaT C HaMaleHu 1034 GopTe30MHO Npu CTPOro NPociensBaHe 34
TOKCHYHOCT (BK. TOUKH 4.2 15 5.2).

YepHonpoOHH peakiuy

ITpu naukeHTy, noslydasaiiy GopTe30MHS H CHIBTCTRAILH RSKAPCTBEHH HPOAYKTH WM Py
TIALMEHTH ChC CEPHO3IHU OCHOBHH 3ab0/IBAHNA UMA PCAKH CHOOUICHUA 3a ClTyHad Ha
yepHoApodHa HEAOCTATBYHOCT. JIpYTH CHhOOIABAHY MEPHOAPOOHH PeaKUHH BKITIOYBAT
NOBHIIABaHE HUBOTO HA YEPHOAPOGHUTE eH3MMHU, XHuepOHnnpyOuHeMus u xenarur. Teaun
npomenn Mosxke Na GbaaT obpaTmMH npu NpekpaTaBatc npuema na SopresoMub (Bk.

TouKa 4.8)

CHHIPOM HA TYMOPEH paziia

Toil kaTo 60pTe30MHO € LIMTOTOKCHYSH areHT H 61p30 YOHBA 310KaYeCTBEHHTE NIA3MATHYHH
kneTku 1 MCL knetkuTe, MOTAT 42 BL3HMKHAT YCIOKHEHHS Ha CHHAPOMA HA TYMOPEH
pasnan. [lanueHTHTe © BHCOK TYMOPEH TOBap Npeau NEUSHUETOo Ca ¢ PUCK 3a PasBUTHE Ha
CHHAPOM Ha TyMopeH pasnan. Takuea nauvenTu Tpadsa Aa ObAAT BHUMATENHO
NpoC/IeATBAHA W CACBA N1a OLAT B3ETH NOAXOMAIIN IPeANA3HA MEPKU.

CROETCTRALNH NSKANCTRBEHH NPOAYKTH

IMaunenrture Tpabsa na ObAAT BHHMATETHO IPOCACAIBAHM, KOraTo BopTe3omud ce npuiara B
romOunauys ¢ mounn CY P3A4-uuxnbuTopu. [oeuineno BHUMAHNE HAHCKBA
komOueupaneto Ha GoprezoMit ¢ CYP3IA4- wnn CYPZC19 cyderparu (8. Todka 4.5).
TanyenTrTe, nonyyasainy NePoOPaHA XUNOTMWKEMHUHH TEKAPCTBEHH NPOAYKTH H3NCKBAT
HOBHLIEHO BHUMAHWE, KaTO OpH TAX TPaOea Aa Obje NOTRLPACHA HOPMAIHA YepHOoApoOHa
dyuxnng (Bx. Touka 4.5),

BeposTHO HMYHOKOMITIEKC-MEAUHDAHN DeakLun
Kima HeuecTH ChoOLIEHHS 3a BEPOATHO UMY HOKOMIUIEKC-MEAUMPAHH PeakLMu, KaTo cepy,
Gonecr, moauapTput ¢ ob6puB 1 nponudepaTHeeH rnomMepynonedput. [MpueMsT na

Bopre3omMud Tpadea na Obae NpeyCcTAHOBEH, aKO Ce HABIIIOAABAT CEPUOTHI PEaKINM




4.5 B3aumoneifcTBHe ¢ KPYyry JeKapcTBeHH UPOAYKTR d ApYrH Gopmu Ha
B3aBMojaeicTREE

In vitro npoyysanus noxassar, ye 6opresomut e cnab nHXUOUTOP Ha MToxpom P450 (CYP)
u3oeHsuMuTe 1A2, 2C9, 2C19, 2D6 1 3A4. B3 ocHORA Ha OrpaHHYeHud npuHoc {7%) Ha
CYP2D6 3a metaGonu3ima Ha HopTezomul He ce odaksa QeHOTHITLT Ha ciabHTe
merabonusaropy Ha CYP2D6 na nosnuae Han0cTHATA AUCTIO3HLIA Ha BopTe3oMub.
IIpoyuBaHe 3a NEKapCTBCHY B3AUMOASHCTBUA, OLEHABAING e)eKTa HA KETOKOHA30/I, MOLEH
CYP3 A4 yuxubutop, BLpXY hapMakOKHHETHKATA Ha GopTe30MUD (MHKEXTUPAH
HHTPaBEHO3HO), NOKa38a cpeJHo nokadsaHe Ha AUC Ha Goprezomud ¢ 35% (90% CI 1,032 -
1,772]), ocHosaBaiiio ce Ha AaHMH ot 12 naupenTy. ChenoparenHo, naudesture Tpabea aa
ObaT BHHMATENHO HAGMIONABAHH, KOTaTO UM ce fipinara 6opre3oMub B kOMOHHALYS ©
Mouud CYP3A4-uuxubutopu (Hanp. KETOKOHA30M, PUTOHABHD).

B npoyusane 3a 1ekapcTBeHH B3auMoaeHcTBAA, oLleHaBawo edekTa Ha OMENpPasot, MOLEH
CYP2C19-unxuburop, BepxXy dapMakokuHeTHKaTa Ha 60pTe30MHO (HEDKEKTHpaH
WHTPaBEHO3HO), HE ce Habio1aBa 3HAYMM ekt BEPXY (hapMakoKuHeTHKara Ha Gopreiomus,
Bb3 OCHOBA Ha AaKHH OT 17 nauueHTH.

IIpoyusaHne 3a nexapcTBeHY B3AUMOAEHCTBHA, OUCHABAIIO edekTa OT pHOAMIMIMH, MOLIEH
nHayktTop Ha CYP3A4, eppxy $apmakoxknHeTKaTa Ha GopTe3oMub (HHKekTHpaH
HMHTPaBEHOINO), MoKazBa peaykuns Ha AUC Ha GopresomMul cpeado ¢ 45%, Bb2 0CHOBA Ha
JAHHHUTE OT 6 naeHTH. 3aToBa ¢AHORpeMEHHATa yNoTpeda Ha GopTezoMub ChC CUAHK
uaaykropu Ha CYP3A4 (nanp. pupamnvuug, xapSamazenuH, peanTtonH, denobapduran u
JKBJIT KAHTAPHOH) HE CE [IPCTIOPBYUB], Thil KATo eHKACHOCTTE MOXke Ja ObAE HaMAlieHa,

ITpH chuioTo NpoyYBaHe 3a NeKAPCTBEHU BIAUMOICHCTRHA, OUeHaBao edexkTa Ha
AeKcaMeTasoH, no-cnab anaykrop na CYP3A4, supxy dapmakokusieTukara ua Goprezomud
{MHKEKTUPAH HHTPABEHO3HO), HAMA 3HauuM edekT Bepxy dapmakokdHeTukaTa Ha
Hopresomub, Bb3 CCHOBA HA NAHHK OT 7 MAUUEHTH.

Enno npoy4saHe 3a IeKapCTBEHHTE B3aUMOASHCTBHSA, OuecHABAULD edekra Ha Mendanan-
NPEHY30H BBPXY (hapMakokuHeTHkara Ha GopTe3oMul (HEDKEKTHPAH HHTPABEHO3HO),
Noxa3ka ysenvuenue Ha cpeanata AUC Ha GopreaoMub cbe 17%, Bb3 OCHOBA Ha AaHHH OT
2] naumenta. To3u pe3ynTar He ce cHUTA 38 KITMHWIHO TIPHIOKHM.

HNo BpeMe Ha KIMHRYHHTE H3NHTBAHUS €A CHOOIIEHH HEYECTO H YECTO XHITOITTMKEMMUS W
XUTIEPIAUKSMHA TIPH AHa0eTHLM, To1yHaBailly IEPOPATHH XHIIOTTHKEMWYHU NEKAPCTREHH
apoaykty. [Ipu navuenTy, npueMan nepopaiHi aHTHARAGETHH AeKapcTBEHH NPOAYKTH 1
CHILEBPEMEHHO JICKYBaHN ¢ SopTe3oMub MoXke 1a ce HAOKH BHHMATETHO [TPOCICALBAHE HA
HWBATA HAa KPBBHATA 3aXap H aJaNTUpPaHe HA N034TA HA TEXHUTE aHTUAUACETHH TIPOAY KTH,

4.6 QepraanTer, GpeMegHOCT ¥ KbPMERe
KouTpaueniuus npu MEXe 1 SKeHu

MubiKe U KeHu ¢ I€TEPOASH NoTenMan TpAOBa 12 U3non3ear edeKTHBHH MEPKH 32
KOHTPALENLIHA [0 BPEME HA JISHUSHUETO 1 B MPOABLIKEHHE HA 3 Mecetia ¢/iell 1eyenneTo.

BpemeHuoct

JIuncear KIMHUYHY AAHHM 33 CYYAK HA EKCTIO3UMUNA Ha DopTesoMi0 no BpeMe Ha
GpemenHoct. TepaToreHHUAT NOTEHLMAN HAa GOPTe30MHE HE € IANOCTHO (IPOY4BaH.
B HekmMHWUHH npoyuBaHus, Gopresomud He € uMan edexT BBpXy emOpuo/deranHo
Pa3BHTHE HA MILX0BE W 3aliUM NpH Hall-BUCOKHTS JO3H TONSPHPARH OT Maiikara. H




NPOBEKAANHM [TPOYUBAHMUA C JKHBOTHM 33 U3CNEIBAHE HA BIMAHUETO Ha OOPTE30MHG BHPXY
PaXIAHETO K MOCTHATAAHOTO Pa3sBHTHE (BK. Touka 5.3). bopresomul He Tpabea na ce
H3M0/3B4 110 BPEME Ha OPEMEHHOCT, OCBEH KOIaTo KIHHUYHOTO CHCTOAHNE HA JEHATa
H3HCKBA NeuenHe ¢ Bopre3omud. Ako 6opTezoMud ce M2roN3Ba Mo BpeMe Ha GPEMEHHOCT Wil
aKO0 NaUMEHTKATA 3a0pemeHee, NOKATO NOMNYy4YaBa TO3H NEKAPCTBEH MPOJYKT, TA TpAOBRa Na
O6uae HrpopMHUpaHa 33 PE3MOXKHHUTE PHCKOBE 32 MI0JA.

TanumoMu/ € &KTHBHO BEIIECTBO C HIBECTHO TEPATOTEHHO AeliCTRUE NPH X0pa, KOETO
MPUHHHARA TEKKH JUBOTO3ACTPALIABALK BPOAEHH AeekTH. TannaoMul e NpOTHBOIOKA3aH
1o BpeMe Ha GPEMEHHOCT ¥ NPH JKEHH € NeTepoaeH TOTeHUMAN, OCBEH aKO €8 H3OBIHEHH
BCHYKH YCJI0BHA Ha NPOTPaMaTa 3a NpeBeHLMa Ha OpeMeHHOCTTa Ha Tamunomui. [larueHTH,
JlexyBann ¢ bopTezoMud B koMGHHaUMa ¢ TAIHAOMI, TPAGBA Jla CleABAT NporpaMara 3a
IpeBeHUNA Ha OPeMEHHOCTTA NPH JISYECHHE ¢ TATMAOMKIA. 33 JOMbIAHUTENHA HHDOpMalus
BwktTe Kpatka Xapaxrepuctiika Ha Ipoayxra Ha TanngomMua,

Knpmene
He e uzsectHo nanu GoprezoMub ce ekckpeTupa B KbpMata, [opand BE3MOKHOCTTA 38

CEPHO3HH HEKEIaHH PeaKIMi NPH KbPMAUEeTo, KbPMEHETO TpAOBa a Ce mpeyCTaHOBM T10
BPEME Ha JIEYEHHETO ¢ Bopresomnd.

DEePTUIIHTET
He ca nposexcnavd npoyyeanus Ha epTuauTeTa ¢ SopresoMud (pX. Touka 5.3).

4.7 Edextn BppXy cnocobHOCTTA 32 wWodnpane H paboTa ¢ MAINAHH

bopresomMul MokKe Ja UMa YMEPEHO BAHAHHE BBPXY Ci0cOOHOCTTA 3a Wodupakne v pabora ¢
Mamuni. boprezomMub Moxe fa OB CBLP3aH MHOTO HECTO C YMOPA, YECTO ChC 3aMaiiBane,
HEYECTO ChE CHHKOI U HECTO ¢ OPTOCTATHYHA/TIOCTY PAiTHA XUNOTOHHA WK 3aMLIJICHO
3peune. 3aToba nalHeHTHTE TpaOBa 13 ObAAT BHHMATENHY, KOrato wodHpaT UK H3I013BAT
MaidHd H TpﬂﬁBa Aa 61:,213’!' MMOCBBETBaHY Jla HE 1u0¢mpaT HIA H3NOI3BaT MalllHHH, aKO
[OTYYaT Te3H CUMITOMH (B, TotKa 4.8).

4.8 HesenaHY 1eKAPCTBEHA peAKInE

O6gbuichne na npodnaia Ha BezonackocT

HeuecTo crobiasaty CepHO3HH HEMENaHH PeaKiiy 110 BpeMe Ha Nevenue ¢ 6opresoMud
BIUTIOUBAT ChPACYHA HEAOCTATHYHOCT, CHHAPOM Ha TYMOpPEH pasnan, OeronpobHa
XHIIEPTOHUA, CHHAPOM HA NOCTepHopHa obparimMa euledanionams, ocrpa qady3Ha
maduiTparusHa SenoapobHa SonecT U PAAKO ABTOHOMHE HEBPONATHSL,

Haii-uecTo cLoBIIABAHKMTE HEXENAHU ICKAPCTBEHN Peakuyy MpHu fedeHue ¢ 6opTezomus ca
rajfese, AHapua, 3aNeK, MOBPLLIAHE, YMOPA, TUPEKCUA, TPOMOOLMTONCHI, aHEM W,
HeyTponeHus, nepudepHa HeBPONATHA (BKINIOYHTATHO CETHBHA), TV1aBobonye, NapecTesu,
HaManeH aneTHr, AUCHHes, 00pUB, Xepliec 30cTep U MULIIHS.

Obobulenne Ha HEMeNaHUTE Peakly B Tabhuyed BUA
Myamunnen nuerom

Hexenauure peakiny 8 Tabauua 7 cnope] NpeleHKaTa Ha W3CAeA0BATEINTE HMAT Haii-
MAJIKO BE3MOXKHA WIIH BEPOATHA NPHYMHHO-CJISACTRCHA Bpb3ka ¢ Doprezomud. Tezn
HEMENnaHy peakuny ce OCHOBABAT HA MHTErPHpPaH HAOOP OT AaHHH OT 5 476 manueuTd,
xouto 3 996 nauneHTH ca fiekyBanu ¢ Gopresomud oT 1,3 mg/m’ 1 ca BKAIOYEHH B




Tabnuna 7. Kato uano Gopre3oMud e npunoxen npu 3 974 nanuedTy 3a feyeHye Ha
MYITHITACH MHSIOM.

Hexenanure peakiuuu ca U30POSHU MO-A0JTY 10 CHCTEMO-OPTadHH KJIACOBE 1 1O YECTOTA.
YectoTHTe CE onpenendaT kato: MHoro yectd (= 1/10); vectu (> 1/100 mo < 1/10); dHewectu
(= 1/1 000 zo < 1/100); peaxn (= 1/10 000 no < 1/1 000); muoro peaku (< 1/10 000), ¢
HEW3BECTHA 4eCTOTa (OT HAMMYHUTE NaHHH HE MOXKe Ja Ob e HaupaseHa ouenka). I1pu Beaxo
CpYNuPAKHE 10 YECTOTA, HeXKENIAHWTE JICKapCTBCHN PEAKLMU €A NPEACTABEHH B HH3XOIA Pel
10 OTHOWICHUE HA TAXHATA CepHO3HOCT. Tabnuua 7 e chb3aaneHa 4pes U3NoA3BaHETO Ha
Bepcua 14.1 na MedDRA. Hexenanure nexapcTseHH peakiliy cnel NMYCKAHETC HA 11a3apa,
KOWTO HE €a HAOMOAABAHM NPH KAMHHYHN U3TIMTBAHMA, CHILO CA BKITIOUYEHH.

Tabnuua 7:  HemenaHd peakiupu pu NAUHEHTH C MYITHIUICH MHETOM, HCKYBaHI C
6opresoMud B KITHHMYHH H3NMTBAHHSA ¥ BCHYKH MOCTMAPKETHHIOBI HEKETAHH PEaKIMK,
HE3ABHCHMO OT HokaiaHuero”

Cacremo- Yectora (Hexenand peaxunn

Oprafns

K/IACOEE
Hndexunn n Yectn Xepriec 3ocTep (BKI. JMCEeMHHKpPaH H OUYEH), THEBMOHHA*, Xeprec
uHbecTauMm cumiutekc®, refuuna pndexung*

Heuecth Hndexuna*, Gaxrepuanun HHYEKUUH*, BUPYCHU HHpexrumm™®,
cerncuc (BKIL CENTHUEH LIOK)*, GpOHXONHEBMOHNMA, XEPIIECHA
uEdeKuHA*, XepreTien MeunHroeaehanuT’, GakTepueMus (BK.
cTadHIOKOKOBA), XOPAEONYM, IPHIT, LENYIHT, HHEKUHA, CBEP3aHa
€ H3/IENNe, KOXKHA MHpeKuus®, yinHa yHbexuun®, cTadnIoKoKoBa
uH(eKUnHs, 360Ha HHpexHa*

Penxu MeHunrHT (BKN. SakTepuanen), uudexiua ¢ Bupyca Ha Epstein-
Barr, renutanen xeprnec, TOH3WIHT, MACTOHMINT, CHHAPOM Ha
NOCTBMPYCHA YMOpa

Heornnasmy — Peaxu 3n0KaveCcTBEHH HEOTUIAZMH, TNIA3MOIMTHA JieBKeMusL, OLOpedHo-
aoGpoxauecTseH KAETBYEH KapUHHOM, Oy4KM, GYHrouaHa MHKO3a,

M, 100poKayecTBEHH HeomnazMu™

3MIOKAUECTREHH H

HeonpeJeneHu

{BKJI. KHCTH K

TTOJIHITH)

Hapymenns na |Muoro 4ectu |TpomOouuronenna*, Heytponedusn*, aneMus*

KpBETa H Hectn Jleskonenus*, muMgonenna*

nuMbHara Heuectn MManuuroneHua™, GedpuitHa HEYTPONIEHUA, KOaTYIoTaTHa™,
cHeTEMa JeBKOUMTO32*, nuMdazeHonaTua, XEMOTHTHYHA aHeMus"

Pepxu JBceMHHUPaHa MHTPaBa3aiHa Koarynauns, TpoMGouuTosa*,
XHIIEPBUCKO3NTETEH CHHAPOM, HAPYLICHHA Ha TPOMOODHTHTE
NOS, TpomGoTHYIRA MUKPOAHTHONATUA (BKIL.
TpoMBOUKTONIEHHYHA Typrypa) ”, Hapyienus na kppbra NOS,
XeMoparnysa auaresa, iuMgounTHa Hadunrpantiis

Hapyuienug #Ha |Hewectn ABrnoeneM#, cBpbXYYBCTBUTENHOCT®

HMYHHATA Penxu AHadHNAKTHYEH UIOK, AMUIONA034a, THiI [Tl HMYHOKOMIUIEKC
CHCTEMA MeJHHpata peakilHa

Hapymenwus na |Hewecty Curapom Ha Cushing®, xuneprupeouansbm™®, Heal
EHI0KPUHHATA CEKPELUA Ha aHTHINYPETHYEH XOPMOH




CHCTEMA

Peaku

XunotdpeouanssM

Hapymenus Ha
MeTadonu3Ma o
XpaHeHeTo

MHoro yecTu

HouHxaBaHe Ha aTiCTHTA

YectH

BexuaparauHs, xunokanieMus®, xunoHatpueMus®, abuopmua
KpBBHA 3aXap*, XHOOKaALUHEMHS®, aDHOpMHY eH3uMH*

HedecTH

Cunapom ua Tymoped pasnag, sabasen pacrex*,
XHIIOMArHesHeMus*, xuniodochareMus*®, xunepkaaneMus*,
XHIIEpKanUeMHua*, XunepHaTprueMus*, alHOpMHA MHKOYHA
Kucennya®, saxapen qualer®, 3ambpiaHe Ha TEYHOCTH

Penku

XunepMmarneineMus*, auyn03a, eNeKTPONHTEH qucOananc®,
MpeToBapBaHe ¢ TEYHOCTH, XUIIOXJIOpeMHA*, XUTIOBOIEMHMS,
XMIIEpXAOPeMUS™, xHNephochareMut™, MeTaBOIUTHO HapyILEHHE,
BHTAMMH B xoMmnnexced neduuur, aeduudT Ha ButamMiH B 12,
nojarpa, NOBHILSH AMETHT, HENOHOCHMOCT KbM AKOXO0Na

HeuxHuHu
HAapyIIeHns

Yectu

Hapywenns u pascTpoiicTsa Ha HACTPOEHHMETO™, TPEBOKHO
pazcTpolicTBO*, HAPYIISHHSA W pa3cTPoiicTRA HAa CHHA™

Hevectn

NexxpraHo pazcTpoiicTBo*, XamounHaMU* , NICHXOTHYHO
pascTpoiicTBo*, oObpkBane*, beanokoiicTso

Peaxu

CysumaHa uneauus*, ananTHBHH pa3cTPOACTBA, ASTHPHYM,
HaMaJIeHO JTHOHI0

Hapywenss na
HEPBHATa
CHCTEMA

Muoro vyectd

Hesponartun®*, nepudepHa ceHzopHa HEBpOTIATHA, AU3ECTE3MA™,
HeBpanrus™®

Yectn

MoTopHa HerponiaTia, 2ary0a Ha Ch3HAHUE {BKI1, CHHKOM),
samasHocT®, muereysna®, neraprus, rnasoSonne*

Heuectn

Tpemop, nepudepHa ceH30MOTOPHA HEBPONATHSA, THCKHHE3HA*,
HapylIeHHE Ha LepebpanHara KOOpAWHALMA K PABHOBECHETO,
saryba Ha namerta (0e3 zeMenuun)*, eHuedanonarua®, cHHIPOM
Ha NOCTepHOpHa 00paTHMa eHuedanonaTys’, HEBPOTOKCHUHOCT,
NpHOagsUu*, MOCT XepreTyyHa HeBpParus, HapylIeHHe B TOBOpa*,
CHHIPOM H3a HECTIOKOHHUTE Kpaka, MHTPeHa, HIMac, HapyLIeHHe
Ha BHUMAHMETO, aGHOPMHH pelieKcH*, napocMus

Penku

1lepebpanta xemMoparpa*, HHTpAKpaHUATHa XeMoparus (BKJ,
cyOapaxHOUgANHA)*, MO3BYEH OTOK, IIPEXOJHA HCXEMMUHA aTakKa,
koMa, qucOanaHce Ha BereTaTHRHATA HEPBHA CHCTEMA, HEBPONATHA
Ha BEreTaTHBHATA HEPBHA CHCTEMA, Tapalki3a HA YepenHo-Mo3byeH
HepB*, mapanmi3a*, napes3a®, NPecHHKON, CHHADOM HA MO3IBYHHA
CTBOJI, MO3BYHOCH/OBO HapYIleHNeE, TE3UA Ha HEPBHO KOpEHYeE,
NCUXOMOTOPHA XUIIEPAKTHBHOCT, KOMIPECHA HA TPrOHAYHHA
MO3EBK, KOTHUTHBRH pascTpoiicTBa NOS, asuratenna aucdyHkums,
pa3cTpoifcTRa Ha HepBHaTa cHcTeMa NOS, paaukyuT, Turapexe,
XMNoToHYA, cHHApoM Ha Guillain-Barré’, nemuennnuznpama
MOAHHEBPONATHS'

HapyuwieHus Ha
ounuTe

Yectn

TloaysaHe Ha oudre®, abHopmuO 3perHe™®, KOHIOHKTHBMTY

Heuectu

Ouna xeMoparia*, HuHdeKmis Ha Knenavya*, oMHO BB3MAICHHE, |
xanauwuon®, Gredaprr’aunnonta, cyxo oko*, oyHo apasHene*,
G0Ka B QUHTES, NOBHIIEHO CBJI3EHE, 0MHA CEKPeIMS

Peaku

Kopueanua nezun®, ex3odyranM, peTHHHT, CKOTOMA, OMHH
HapyeHuA (BiJ. wienavure) NOS, npuaoburtn Jakp

Jorodobus, GoTorcua, oNTHYHA HEBPOTIATHS' , pas
H2 IPUTENHC YBPEeKaHe (10 cnenoTa)®,




HapyiieHHa Ha
YXOTO H
JabUpUHTa

Yectu

Bepturo*

Hexdectut

Jucaxysuc (Bl THHATYC)™, YEpeXXgase Ha c1yxa (40 M BKIL
[JIyX0Ta&), YHeH gHekombopr*

Peaxu

YitiHa XeMoparus, BeCTHOYIapeH HEBPOHHT, HApyLIEHHS HA YXO0TO
NOS

ChpaeuHn
HapyWEHNA

Heuecrn

ChbplesHa TaMIOHAAA", KapAHO-TlyIMOHATIEH apecT™, CHPAEYHH
GuOpumTaLME (BKI. PpeACHPAHH), ChpAeIHA HEAOCTATHYHOCT (BXIL
NeBOKAMEPHA H JecHOkaMmepHa)*, apHTMHAY, Taxukapaua*®,
NannyTalyy, aHrHHA IEKTOPHC, epHKapAHT (BKJI. NepHKapAeH
HINKB)*, KapaMoMHOATHA*, KamepHa AuchyHKIMA*, GpaavKapiaus

Pengku

[Ipeacwpauo TpenrteHe, MHOKAPASH HHDApKT*,
ATPUOBSHTPUKYTapeH ONOK*, KADAKOBACKYNAPHH MapyWeHHS (BKIL.
KapAgoreneH 1ok}, Torsade de pointes, HecTaGuinHa cTeHOKapaHA,
HapyIIeHHA Ha ChPASYHHTE KITAMH, HEAOCTATRYHOCT Ha
KOPOHAPHATA apTEPHS, CHHYCOB apecT

Cua0BH
HApYLEHN

YecTH

Xunotouua*, oprocTaTHYHA XHIMOTOHUA, XHIIEPTOHHA®

Heuectn

Mo3BYHOCHI0B HHUMAEHT , Tb160Ka BEHO3HA Tpombo3a¥,
xemoparus*, TpomGognebuT (BIUT. NOBBPXHOCTEH),
UMPKYNIATOPEH KOMAMNC (BK. XHINOBOAEMHYEH IIOK), haebur,
3auepBABAaHE™, XeMaToM (BKIL MepupeHaneH)*, cnaba nepudepHa
LMPKYTIAUMA*, BACKYHT, XulepeMus (BK. ouHa)*

Peaxn

Iepudepen embonuzem, numdenem, GreIHOCT, ePUTPOMENANTHS,
BA30UNATALINA, IPOMSHA B LiBeTa Ha BEHUTE, BEHO3HA
HeA0CTAaTHYHOCT

PecnuparopHu,
TPBAHU 1
MeAMACTHHAIIHK
HapyleHHA

Yectu

JucnHed®, enuctakcuc, HHMEKUMA Ha TOPHHUTE/ IOMHUTE
JMXATeNHH MTBTHINAY , Kamnuna*

Heuecth

benoapoben eMGOMMIBM, TUIEBpPAIEH H3THE, OenoapobeH 0TOK

(BKA. 0CTHP), Genoapobua anBeonapHa XeMoparua®, GPOHXOCTA3EM,

XpoHH4HA 00cTpykTHRHA GenonpobHa Gonect*, XxunokceMua*,

KOHFeCTHs Ha IUXATENHUA TPakT*, XUIMOKCUs, INeBpuT*, Xbilaue,
HHOpes, NHCHOHMA, XPHITOBE

Penxu

HAuxaTtenna HemOCTaTHYHOCT, OCTHP PECHHPATOPEH AUCTPEC
CHHAPOM, anHes, MHEBMOTOPAKS, aTelekTasy, benoapobHa
XUMEPTOHHA, XeMONTH3a, XHIePBEHTHIAUMSA, OPTOMNHEA,
[IHEBMOHHT, peCMPATOPHA ANKAIO032, TAXUIHed, OestoapobHa
t16po3a, GpoHXUATHO HapyleHHe*, XunoKanHus*,
MHTepcTHLMANHA GenoapobHa Gonect, Genoapodua UHGUITpALUA,
CTAraHe B rapnoto, CyxoTa B I'bPIOTO, MOBHILCHA CeKpellMs Ha
FOPHHTE AWXATeNHU NBTUIIA, APA3HEHE B IEPNOTO, KAIHYEH
CHHIPOM HA FOPHUTE AWXATE/NHH NHTHILA

CroManino-
YpEeBHU
HapyuleHMs

MHoro yecTtu

CHMITOMH Ha rajieHe W MoBpbIaHe*, uapus*, sanex

YecTH

I'acTpoHHTECTHHANHA XeMOparkd (BKJ1. TUraBHYHA)*, NHCIISNCHS,
CTOMATHT*, IOyBaHe Ha KopeMa, opodapunreanda Gonka*,
KxopeMHa 00JIKa (BRI, CTOMAIHO-4YpeBHA U OOJIKa B cnezkara)*,

Heuectn

HApylUIeHHA Ha YCTHATA KyXuHa*, daaTy/ieHius P
IlaHKpeaTHT (BK/. XpoHHYEH)*, xeMaTemesa, oJ -
cTHHTE* cTOMAIUHO-UpeBHA OOCTPYKIMA (BKII /2




THHKATE 9epBa, uneyc)¥, KopeMeH AUCKOMGOPT, yiIlepauqy Ha
yCTaTa¥, eHTEpHT™, racTpHT*, KEPBEHE OT BEHUHUTE,
racTpoesodareaina pediaykcHa 6orect*, komur (i, Clostridium
difficile)*, ncxeMuYes KONWT', FaCTPOMHTECTHHAITHO Bh3MateHue™,
micdarus, CHHAPOM Ha JAPaIHUMOTO YEPBO, FACTPOMHTECTHHATHH
Hapymenus NOS, o0noxeH e3uk, Hapy LIeHHe Ha
FACTPOHHTECTHHAITHHUS MOTHIIHTET*, HAPYIICHUE HA CIIIOHUSHUTE
wIesn*

Peaxu

OcTEp NaHKPEaTHT, NEPHTOHUT*, OTOK HA €3UKa*, acLIHT,
ezodarut, xelmuT, HezaabpaHe 4a GeKannm, aroHNsd Ha AHATHHA
chuHKTEp, heKanoMa, raCTPOHHTECTHHAIHA YIINEPALUST 1
nepopata®, rTHHIUBATHA XUTTepTPO(hUs, METAKONOH, PEKTa/IHE
cexpeupms, opodapuHreanHy Mexypu*, Gonka B ycTRUTE,
TEPHOSOHTHUT, aHATHA GUCYpa, MPOMAHA HA PEKAMA Ha
H3IX0sKIaue, MpoKTanrus, abHopMen deuec

XenaroSunuapu
Y HapyeHUs

YecTH

OTknoHeHUA B CTOHHOCTHTE HA 4ePHOAPOOHHUTE eH3MMHU®

Hedectn

XenaroTOKCHYHOCT (BKI. HEPHOAPOOHO HAPYUICHHE), XCTaTHT*,
XonecTasa

Penku

YepHoapoOHa HEJOCTATHYHOCT, XeATOMEranuA, CHHAPOM Ha
Budd-Chiari, UMTOMEranoBupycet XenaTur, YepHoapoOHa
XeMOparus, Xone,IMr1asa

Hapytieuns Ha
KoyKaTa u
NOAKOKHATA
TBKaH

UecTH

Qb6pup*, cupbex®, eputeMa, cyxa Koxa

HegecTtn

Epurema myatudopme, yprHkapHs, ocTpa ebpriHa neyTpodhuina
AepMaTOo3a, TOKCHYSH KOXKEH Oﬁplle, TOKCWUYHA SIHACpManHa
HekponH3a®, cunpom Ha Stevens-Johnson®, nepmatur*,
HapyUICHHS HA KocaTa™, neTexXUH, eKXKMO3H, KOWHH Je3HH,
nyphypa, KoKHH OyJKu, ICOPHABHC, XHNIEPXUAPO3a, HOIHU
U3NOTABAHMS, JEKYOHTANHA A3Ba", QKHE™, MEXYPH, HAPYILICHHS Ha
THIMeHTAHATa*

Penxu

KoxHa peakupa, mumdounten vudnuntpar Ha Jessner, CHHAPOM Ha
NaaMapHO-NINAHTAPHA SPUTPOAUICCTE3NA, MOAKMKHH XEMOPArHi,
JAHBENIO PETHKYAaPHC, BTBHPIABAHE HAa KOXKATA, MarTy |,
(hOTOUYBCTBUTENHA peakiuA, cefopes, CTyAeHa NOT, KOXHU
Hapywenns NOS, epuTpo3a, KOKHH 5381, HAPYIIEHMA HA HOKTUTE

Hapymenus na

Muoro uecTi

Myckynro-ckeretHa Hostka™

MYCKYTHO- Hectn Mycxynnu cnasmu*, Gonka B kpaiituumTe, Myckynna cnadoeT
CKeneTHaTa Heuectn MyCKYTH# BOTPEIBAHUA, 1107y BaHE Ha CTABHTE, apTPHT*,
CHCTEMA H CKOBAHOCT HA CTARWUTE, MHOTIATHM*, UYBCTBO HA TERSCT
CEeIMHHTE/IHATA
TBKaH
Peaxu PaGpaoMuonM3a, CUHAPOM Ha TeMMOpoMaHaMOynapHaTa cTaea,
pHCTYy A4, cTaBeH W3THB, DONKE B YCIOCTTA, KOCTHH HApyIIEeHUs,
HUH(eKUKHY ¥ BB3NANEHNS HA MYCKY/THO-CKENETHATA CHCTeMA M
CHEIHHHTENIHATA THKAH, CHHOBHAIHA KHCTa
Hapywenuana (YectH beGpeuno yepexaaue*
6uOpeunre u Heuectu OcTpa GBOpevna HEIOCTATEYHOCT, XPOHHYHA GHOpeuH
NHKOYHUTE HEAOCTATBYHOCT™, WHPEKUHA HA ITHKOYHUTE b THILY,
NBLTHILA CHMIOTOMH, CBBP3aHM ¢ TIHKOYHUTE THTHIIAY, Xe




PETEHUHA Ha YPHHA, MEKUHOHHH HapylueHHs *, IpOTEHHY pyd,
A30TeMUA, ONHTYPUA*, ONAKKUYPHA
Penku JpasHene Ha MHKOYHMA MEXYD
Hapywenna na |Heuectu Baruxanna xeMoparus, renuranyda 6oaxa*, epextiiaa
BB3MIPOH3BOAHTE JucyHKiua
N HaTa cucTeMa H |Penku Hapyuresus Ha TecTHCUTE*, MPOCTATHT, HAPYIEHHY HA T'LPAUTE
repiara NpH KEHH, YYBCTRUTENTHOCT HA ENHAMAUMA, ENKOUAHMHT, CoNIKa B
Ta3a, A38H MO BY/1BATA
Bponeny, Penkn AMnasus, racTPOMHTECTHHATHH Man(OPMALIHH, HXTHO3a
daMuTHg 1
FEHETHYHH
HapylmeHns
Obum Muoro yectu_|{[Tupexcna™®, yMopa, acTeHus
HapyLeHua v Yectn Enem (Bxi. mepudepen), Brpucane, Sonka*, Hepasnonoxenne™
edekTh Ha Heuectn O6uio BowraBane Ha QUIHMECKOTO 3Apase™®, OTOK HA HLETO*,
MACTOTO HA peaxiHs Ha MACTOTO Ha NMpHIoKeHHe*, HAPYISHUS Ha
NpHAQKEHHE nHrasHuaTa¥, rpnana 6oska, HApYLIEHHs Ha MOXOOKATa, YeellaHe
3a CTYJ, EKCTPABA3aLMA*, YCIIOKHEHHA, CBBP3aHN ¢ KaTeThpa*,
IPOMEHITHBA JKakAa, NHCKOMGOPT B O6NACTTa Ha TPBAHHS KOLL,
yceillaHe 3a NpoMAHA Ha TEMNEPaTy paTa Ha TAI0To, Sonka Ha
MACTOTO HA HHKEKTHpaHe™*
Penkx CMbpT (BKJI. BHE3ANHA), MYJITHOPTraHHA HEIOCTATEYHOCT,
XeMOoparys Ha MACTOTO Ha HHXKEKTHPAHE™, XepHua (BKL. XMaTyc)*,
3abaBeHO 3apacTBaHe Ha PaHH*, BB3IMANICHHE, QNeGHT HA MACTOTO
Ha HHEKTHUPaHE, YyBCTBATENHOCT, A3B4, Pa3PasHUTENHOCT,
HeKapavonornyna 6onka B ofinacTra Ha TpbanMs KO, 6oNka B
00JIaCcTTa HA KATETHPA, YCEILAHE 32 4YKI0 THAIO
Hzcnensanun Yectn HamManggaxe Ha Teno
Hexect XunepbunupybuneMus*, OTKIOHSHHA B aHANM3A HA GeTThbKa*.
MIOKA4Y8aHE HA TEMVI0, a0HOPMHM KPLBHY U3CNEIBaHKA*,
HOBUILABAHE HUBOTO HA C-peakTHBHNA MPOTEHH
Peaxu ADHOPMHH KPBLBHH ra3oBe”, OTKIOHEHHA B eNeKTPOKApAHOrpaMaTa
(BK1. yABKaBaHe Ha QT-uHrepBana)*, aGHopMHO MeXAYHApOIHO
HOPMAaU3NpaHO CHOTHOWEHUEY, noHKxkaBaHe Ha pH Ha ctoMaxa,
nopHLIeHa arperaliusa Ha TpoMGOLMTHTE, OBULIABAHE HUBOTO Ha
Troponin [, Bupycua naeHTHGUKAUMA K Cepoiorus™, OTKIOHEHNS B
aHann3a Ha ypunara*
Hapaugranus, Heuacrn Hanate, KOHTY3HR
OTPABAHMA H Penxu Peakuus cien Tpancdysus, ppakTypu®, CKoBaHOCT*, THIIEBO
YCAKHEHHS, YBPEXAaHE, CTABRO yBpexlaHe™, uarapanus#, paskuerade, 60/ka
BB3IHHKHANH B TIPY UHTEPBEHLUWATA, PAIHALHOHHO YBpexKAane™
pe3yJITaT Ha
MHTEPBEHIKH
XupypruueckH o |Peaxu AKTHiBHpaHe Ha Makpodarure
METHUHHCKH
HHTEPBEHUUH

NQOS= He e nocoYeHO APYTO
* I'pynupasne no nosede oT SAHH NPEANOYUTaH TepMuH no MedDRA
He:xenana nekapcTBeHa peakuus Clejl MMyCKAHETO HA 1a3aPa, HE3aBHCHMO OT HHIH,




MCL

Npoguasr Ha 6esonacHoct Ha GopresoMud npu 240 naunedmd ¢ MCL, nekysanu ¢
Gopresomub ¢ go3a 1,3 mg/m’ B koMGuHauKa ¢ puTykcuMab, uunodochamu,
noxcopybuuuy u npeannsod (BR-CAP) s cpaBHeHuHe ¢ 242 naiHEeHTH, leKyBaHH ¢
purykenmal, unknodocpamua, TokcopySuLiH, BHHKPHCTHH K npeHusoH J[R-CHOP] e
CpaBHHTENHO NoJo0eH © TO31, HAONKJaBaH TIPH MAIMEHTH C MYNTHIUIEH MHENOM ¢ OCHOBHU
Pa3NMKy, onucaHu no-gony. Apyru HabmosaBany HeKelIaHH IEKapCTBEHU PeaKIHi,
CBBD3aHY ¢ M3MON3BAHETO Ha KoMOukUpaHaTa Tepamus (BR-CAP) ca unekua ¢ xenatur B
(<1%) u ucxemus Ha muokapaa (1,3%). CxoanHTe 4eCTOTH HA TE3M CHOUTHA B ABETE
TEPaNeBTHYHH PaMEHa, MOKAIBAT, Y€ TE3H HEMEeaHH JIeKAPCTBEHH PeakilHy He ¢ AB/IKAT
caMo Ha Goprezomul. IHauHTENHKTE pasmuaus npu MCL nauyedTcKaTa nonyaanys
CPABHEHHE ¢ MALHEHTUTE B NPOYYBAHHA 34 MYNTHITNEH MHENOM ca B > 5% RO-BHCOKATA
YeCTOTA HA XEMATOJIOTHYHH HEXKEIAHH NeKapCTBERH PEAKIIMH (HeyTPONEHHA,
TPOMOOLHTONEHNA, JICBKONECHHA, aHEMUA, TUMPONEHHSA), mepuepHa CEHIOPHA HeBPOIATHA,
XHIIEPTOHHA, MHPEKCHA, THEBMOHMS, CTOMATUT M NPOMAHA Ha KOCaTa.

HexenaHute nekapcTBeHH peakuUWy, ONPeJIENeH: K&TO TAKHER ¢ 4eCToTa > 1%, noao6Ha win
[O-BHCOKA ¥ecToTa 11pH pamoTo BR-CAP 1 ¢ noHe BE3MOKHA HIH BEPOATHA NPUYHHHO-
CNIEACTBEHA BPB3KA ¢ KOMIOHEHTUTE Ha paMoto BR-CAP, ca n3tpoenu 8 Tabnuua 8, no-
aony. Chulo Taka ca BRIIOYEHH HEXENaHHUTE NIEKapCTRBEHH PeakKuuH, YOTAHOBEHH B TpyiaTa
Ha BR-CAP, xouTo criopen npeneHKaTa Ha H3c/IeAOBaTEIUTE HMAT HAH-MAIKO BB3MOXKHA WK
BEPOATHA MPHYKHHO-CJICNICTBEHA BPB3KA C OOPTE30MHMO Bh3 OCHORA HA MCTOPHYECKU JAHHH
OT NPOYYBAHHATA 3a MYITHIUICH MHEE/IOM.

Hexenanare peakuny ca n36poeHn no-Jony no CUCTEMO-OPTaHHH KIACOBE H 110 YECTOTA.
YecroTrre ce onpeenar karo: MHOTO HecTh (> 1/10); gecth (> 1/100 no < 1/10); HevectH (=
1/1 000 no < 1/100); penxy (= 1/10 000 mo < 1/1 000); MHoro peaxu (< 1/10 000), ¢
HEM3BECTHA 4€CTOTa (0T HAMHYHHTE JAHHH HE MOXe Ja ObAe HanpaeeHa oueHka). [Ipu Beako
rpynypasxe 1o 4ecTOTa, HEXKENaHHTE IeKAPCTBEHHM PEaKUMM Ca NPSACTABEHH B HU3XOARIY PEA
710 OTHOLIGHHE Ha TAXHaTa cepuo3HocT. Tabmuua 8 e cr3naneHa, upes HANOI3BAHETO HA
Bepcust 16 Ha MedDRA.

Tabnuua 8: Hexenanu peakuun npH naunedtu ¢ MCL, sekyBanu ¢ BR-CAP nps knpHaHy
H3IMHTBaHRA

Cnacremo-oprasgu YecroTa Hexxenany peaKuue

K/JIACOBE :

Hndexuum u Muoro yectu_ |ITHeBMOHMS*

HHdecTauu YecTn Cencuc (BKJL. celTHYEH WOK)*, Xepriec 3ocTep (BKIL

AUCEMMHUPAH M OYeH), XepliecHa HHpexuua*, bakrepuania
HHpeXLUS*, MHPEKUHA HA rOPHATE/JONHUTE AMXATETHI
OHTHLIA, FEOMYHA HRPEKWHA*, Xeprec CHMIVIeKc®

HeuecTn Hudekuns ¢ xenatur B, GponxoniesMonus
Hapymenus Ha kpuera |Muoro yectu | TpomGountoneus™®, QeGpiiHa HeyTponeHu,
u TuMdHara cHcreMa HeyTpoIleHUs™*, ieBKonieHus*, avemua*, numMdonenua*
Heuectu [Mauumronenus™*
Hapymenus Ha Yectu CBpBXUYBCTBHTEIHOCT
HMYHHATa Hevwectn AxabunakTHyHA peakuys

CHCTEMA

Mguoro uecth  |TloHwkasaHe Ha aneTuTa




Hapymenua na
MeTabonHsMa ¥
XPAHEHETO

Yectu XHnokanueMua®, OTKIOHEHUA B KPEBHATA 3aXap™,
XHUITOHATPHEMUA*, 3axaped Anaber*, 3anbp:KaHe Ha
TEYHOCTH

Heuectn CHHAPOM Ha TYMOpEH pazial

Teuxuyunu nHapymeHns

Yeetn

Hapyumienuwns u pa3cTpolicTBa Ha ChHA™*

Hapymenns Ha
HEpBHATa CHCTEMA

MHoro 4yecTtd

[epudepna ceH30pHA HEBPOTIATHA, AU3ECTEIHA™,
HeBpanrua®

Yectn Hesponaruu®, MoTopna HesponaTHa®, 3ary0a Ha ch3HaHHE
(BK1. cUHKOM), eHUedaTONaTHA*, nepHdepHa CCH3IOMOTOPHA
HEBPONATHA, 3AMAAHOCT*, INCrey3us™, HeBpPOMaTUa Ha
BETETATHBHATA HEPBHA cHCTEMA
Heuectu HucOanaHc Ha BereTATHEHATA HEPBRA CHCTEMA
Hapymenus na ourre |Yectn 3puTeaHy HapyeHUus*
Hapymwenus gHa yxoro {HecTw HCaKy3HC (BIUY. THHHTYC)*
il Hevectn Bepturo*, yepexkaaHe Ha cnyxa (CHTHO HAMAJIABaHe, BKII.
J1abMpHHTa TIIyX0Ta)
Copacunu HapymeHus |HecTa Cbpaevnn ¢pubpuaaumy (BN, NPeCHPAHH), APUTMHA*,
CBpPACHHA HENOCTATHHHOCT (BKII. IEBOKAMEPHE H
AecHOKaMepHa)™, MMOKAP/AHA HCXeMH3, BEHTPHKY. TapHa
AuchyHKIus*
Hevectn KapanorackynapHi HapyileHHA (BKJI. KapIHOTEHEH 10K)
ChaoBd Hapymenus  |Yect XUNepToHUA*, XMNOTOHUA*, OPTOCTATHYHA XHIOTOHHA

Pectparopa#, rpbaHi
H MEAHACTHHAITHH
HapyleHHs

YecTH

JucnHes*, kanuMua®, xenade

HeuectH

OcTp pecnidpaTopeH aucTpec cHHApOM, Genonpobua
emOous, THeBMOHUA, SenoapotHa XHIEePTOH A,
OenonpobeH 0ToK (BRI 0CTBP)

CToMAalHO-4peBHA
HapyIeHs

MHoro gect

CuMnTOMH Ha rajieHe M NOBpLIaHe™, INAPHA®, CTOMATHT,
3ameK

Yectu

CroMamHo-upeBHa Xemoparus (BK/1. NHraBuyHa)*, noayeane
Ha KopeMa, auciericHs, opodapuHreanna 6onka*, racTpur*,
yauepauHy Ha ycrara*, kopeMeH IuckoMibopT, aucarus,
CTOMALIHO-YPEBHO Bh3NancHue*, kopemna Goika (BKI.
CTOMAIIHO-YpeBHa U Gonka B Crie3kaTa)*, HapyIeHus Ha
yCTHATA KyXHHa*

Heuectu

Konur (Brn. Clostridium difficile)*

XenaroOminapau
HapylIeHUA

YectH

XenaroToKkcHYHOCT (BKA. HEPHOAPOOHO HapyLIeHHE )

HegectH

Yeproapobua HeL0CTATHYHOCT

Hapymienus Ha koxara
M NIOAXOKHATA THKAH

MHoro uectu

Hapymeunys Ha kocara*

Yectn

Cepbexc*, nepmarut®, odpus*

Hapywenus Ha
MYCKYIIHO- CKEIEeTHATA
CHCTEMA 1
CBeIHHUTENHATA ThKad

Hectu

Myckynuu cnazMu*, MycKyJTHO-cKeneTHa Gonka*, 6oixa B
Kpaiiuuuure




Hapymenus na Yecru Hudexuns Ha nukovHHTe MpTHIME*
GrOpennTe H

NUKOYHHTS MBTHILA
Ob6wy napywenma v |MHoro yecty  |TIupexcus*, yMopa, acTeHus

ediekTH Ha MACTOTO HA [UecTH Enem (B nepudepen), BTpHCaHe, peakitg Ha MACTOTO HA
NPHI0KSHAS NMpHNOKEHUE™, HepaznoNoxkeHne™
Hacnenpanus Yectn Xunepbunnpyburemua*, oTiioHeHns Ha 6enToKa ot
HOPMAIHUTE cTOHHOCTH*, HAMANABAHE HA TEMTIO, MOKAYBAHE
Ha Terno
* I'pynupane no noeede oT ey npennovyTad TepMuH no MedDRA

Onycanye Ba N36pany HeXenaHn peakinm

P EAKMUGUPARE HA XEPTEC 30CMED SHPYC

MyTTHIINIECH MHETIOM

AHTHBHDYCHA NPOQHAAKTHKA € NPUNarada Ba 26% OT NALMEeHTHTE B paMoTo B+M+P.
Yecrorara Ha HHOEKLMUTE C Xeprec 30CTep Cpe MAUHEHTHTE B TePAleBTHHHATA IPYyIa
B+M+P ¢ 6ura 17%, cpen naunesTHTe, HA KOHTO He e GWa npunarada aHTHEUPYCHa
npodKnaKTHKa, B cpaBHeHue ¢ 3% cpea malHeHTHTE, Ha KouTo e 6una npunarana
AHTHBHPYCHA TIPOdHIAKTHKA.

MCL

AHTHBHpYCHa NpodHLIaKTHKa € Tpricskena npy 137 or 240 nauuedrn (57%) B pamoto BR-
CAP,. Yecrorara Ha uHdeKLMUTE ¢ XeprieC 30¢Tep cpefl nanueHTHTe B8 pamoTo BR-CAP e
6una 10,7% npH naleHTH, KOUTO HE Ca NPHEMANH aHTHBUPYCHA NPOQHIAKTHKA B
cpaBHeHue ¢ 3,6% IpH NAUNEHTH, NPHEMATH aHTHBHPYCHA TPOdUIaICTHKA (BXK. TouKa 4.4).

Pearmusupane u ungexyus c eupyca na xenamum B (HBV)

ManrenuornerrueH nuMGOM

HBYV undexnms ¢ daraneH usxox ce Habarogasa npn 0,8% (n = 2) OT NaLMeHTHTe B rpynara
Ha nevende 6e3 6opresoMul (purykcumalb, nuknodocdamun, 1oKcopyOSHUKH, BHHKPHCTHH H
npeauusos; R-CHOP) u 0,4% (n = 1) or mauneutyte, noxyuasaiy GopresomMud B
KoMOMHauMs ¢ puTyxcumat, unknodocdamun, nokcopyOutmt u npegauion (BR-CAP).
O6iara 9ecT0Ta Ha HHGEKIMY ¢ XenaTHT B e nonoGHA npn naudeHTute, Nekysanu ¢ BR-
CAP wnu ¢ R-CHOP (0,8% cpemy 1,2%, CEOTBETHO).

ITeputhepua neeponamust npu KOMOURUPAHY CXEMi HQ REYEHNE

MynTuIieH MEEIOM

[Mpr H3tMTBAHYA, B KOKTO OopTe3zoMub ce npuiara KaTo HHAYKIHOHHO JICUEHYE B
KOMDHHAUUA ¢ AekcameTasoH (npoyusane [FM-2005-01) ¥ geKkcaMeTa3oH-TATHAOMHA
(npoyusase MMY-3010), uecrorara Ba BE3HHKBabe Ha NepHdepHa HEBPONATHA MPH
KOMOMHUpaHUTe CXeMH € mpeAcTaBesa B TabnuiaTa no-Aaomy:

Tabmvna 9:  Yecrora Ha Bh3HMKBate Ha nepudiepHa HEBPONATHA 110 BPEME Ha
HHAYKLHOHHO JIeYeHHE, KTacHPUIMpaHa 110 TOKCHYHOCT M MPeyCTasoBABaHE Ha NEYEHHUETO
nopanu nepridepra HeBPONATHA

IFM-2005-01 MMY-3010
VDDx BDx
(N=239) (N=239)

YecToTa HA BL3HMKBAHE
Ha [TH (%)




Benuky creriend ra ITH 3 15 12 45
> ITH ctenen 2 1 10 2 31
> ITH crenen 3 <1 5 0 5
IlpeycranoBaBaHe Ha
nevennero nopaay [TH
(%) <] 2 | 3
VDDxX=BHHKPUCTHH, NOKCOPYOHLIMH, dekcaMerasoH; BDx=Goprezomul, neKcaMeTas’on;
TDx = taaunomun, aekcameTazon; BTDx=00pre3oMul, raiuaoMu, JeKCAMETA30H;
ITH = nepudepna Hesponatus
3a6enesxxa: Iepudeprara HEBPONATHS BKNIOYBA NPEANOYUTAHN TEPMUHA: niepudepHa
HeBpoNaTHs, NepHdpepHa MOTOpPHA HEBPOMATHA, NepHbepHAa CEH30pH2 HEBPOTIATHS H
NOTHHEBPONATHA.

MCL

B npoyusane LYM-3002, nmpu koeto Gopre3oMud ce npunara ¢ puTyKCHMO,
uukaodocdamun, noxkcopyGunud u npenuson (R-CAP), uecrorara Ha nepudepHa
HEBPOMATHA B KOMOHHHpaHU CXEMH € MpeJcTaBeHa B TabnuuaTa no-aony:

Tabnuua 10: Yectora Ha BE3HHKBaHE Ha NeputdepHa HeBponaTus B npoyusane LYM-3002,
K1acK(bBUMpata N0 TOKCHHHOCT W NPEYCTAHOBABAHE HA JISHEHHETO MOPaAH MepHpepHa
HeBPOMATHA

BR-CAP R-CHOP
(N=240) (N=242)
YecToTa HA BE3HHKBaHe Ha TTH
(%)
Bceuuku cTeneud Ha [TH 30 29
>IIH Ctenen 2 18 9
>IH Crenen 3 8 4
TipeycTaHoBABaHE Ha JEYEHHETO
nopazu [TH (%) 2 < |

BR-CAP=6opresomud, purykcumal, umuxiotpocdamul, J0kcopySHUIMHE 1 RpeaHK30H; R~
CHOP= putykcumab, uuiodochamun, NokcopyOUIIMH, BHHKPUCTHH ¥ NPESAHA30H;
[TH=neputepua HerponaTus

3aGenexka: IepuepHa HeBPoNaTUA BIUNNOYBA NPEANOYUTAHUTE TEPMHHHU: iepudepHa
CEHI0PHA HEBPONATHs, NiepudepHa HEBPOIATHA, NepHEpHa MOTOPHA HEBPOTIATHA H
nepHdepHa CeH30MOTOPHA HEBPONATHS

Tayuenmu 8 cmapuecxa evspacm ¢ MCL

42,9% u 10,4% ot naunentute B pamoto BR-CAP ca BpB BB3pacTOBHS JHATIA30H CHOTBETHO
65-74 ropusu ¥ > 75 roauud, Beapeku ve npH MaUMeHTH Ha BB3PacT > 75 FOAMHH H JBETE
cxeMH Ha neyende BR-CAP i R-CHOP ce noHacaT no-TexKo, CEPUO3HHTE HEKENAHK
peaxuuy B rpynata BR-CAP ca 68%, B cpasrenme ¢ 42% v rpynara R-CHOP.

3uauumu paznuku 8 npoguna Ha Gezonacnocm Ha DOPMe3OMUb, NPULONCEH ROOKONCHD, 8
CpAGHeNUE C UNMIPABEHTIHAQ RPUACHCERNE KAMO CAMOCMOAMENHO cpe()cmﬂo

Bup @aza 111 na npoyusaneTo 00iLaTa 4eCTOTA HA BL3HHKHAIIUTE 110 BPEME HA NNEUEHHE
HEKEIAHH PEaKuH# ChC CTENEH Ha TOKCHYHOCT 3 Wi noeeue ¢ ¢ 13% no-uvcka npu
NaiyMeHTHTE, npuemaliy fopTesoMus NoKOIKHO, B CPABHEHHE ¢ HHTPABEHOIHOTO
IPUACKEHHE, @ CAYHAHTE HA NPeKparaBaHe Ha TepanuaTa ¢ Gopresomud cac 5% 1




O6uiata 4ecToTa Ha Bb3HHUKBAHE Ha AMAPUI, CTOMALIHO-UYPEBHH B KOpeMHE GoKH,
ACTeHHYHH CBCTOAHHNS, MHOEKUHHA HA TOPHWTE JAMXATENHE (bTHULA H nepudepHi HEBPONATHH
e ¢ 12-15% no-Hucka B rpynara Ha MOAKOMKHO [IPRAMKEHME, OTKOIKOTO B TA3W Ha
UHTPaBEeHO3HO MpuioxenHe. ChINe Taka YSCTOTATA HA BH3IHIKBAHE Ha Nepudepuy
HEBPOTIATHH CBC CTEIICH HAa TOKCHYHOCT 3 wiK rioBeue e ¢ 10% mo-HACKa, & ClTy4auTe Ha
IPEKPATABAHE HA TEPaNUATA B Pe3yATar Ha nepudepun HerponatHi ca ¢ 8% no-Manko B
TPYNatTa Ba MOAKOKHO NPIIGKEHHE,

Hejxenana peakits Ha MSCTOTO Ha NOAKOKHO NIPHNOKEHHE, NPETUMHO 3a4epBABatic, Ce
cwofmaea npu 6% ot nauxedTHre. CIy4aqTe ca npeMunaii cpeaHo 3a 6 AHN, KaTo NpU
IBaMa MalHeHTH C& € HATIOMILIE IPOMAHE Ha J03aTa. J{sama (1%6) OT nauvedTiTe Ca UMaITH
TexkH peakiny; 1 cnyyali Ha cupbex u 1 chiydali ua savepbaBane.

HecToTaTa Ha CMBPTHHTE Cy4au 1ipy nedeHune € 5% B rpynata naugeHTy Ha NOAKOXHO
neuenue ¥ 7% B rpynava nauMeHTi HA HHTPaBEHO3HO Jeyenne. YecToTaTa Ha CMBPT OT
»fporpecupamo 3abonspane” ¢ 18% B rpynara Ha nOAKOXKHAO npuaoxeHye u 9% 8 rpynara
Ha YHTPABEHO3HO NPHIOKEHUE,

llosmopno revenue na nayuenmu ¢ PEYHOUSUDAN MYAMUNRICH MUELOM

B npoyupaune, B X0eTo ce npunara noBTOPHO jiedeHue ¢ Gopresomub na 130 naupenty ¢
PEeUBAKBHPAN MYJIUIIEH MHETOM, KOHTO €a NOKa3ai) NOHE YACTHYEH OTrOBOP KbM
npeaxoada 60pTe3oMHuB-CHABPKALLA TEPANEBTUYHA CXEMA, HAH-9eCTO CPELAHUTE HEXENaHH
cHOMTHA OT BCAKAKBA CTeNeH, HabmoAaBaHY [IPH MUHEMYM 25% 0T nauuenThre, ca
tpombounTonenus (55%), wesponarus (40%), avemns (37%), auapus (35%) v 3anek (28%).
Ieprgepya HerponaTka OT BCAKakpa creneH 1 nepudiepra ueeponarus Crenew > 3 ca
nabnoaBany cLoTBeTHO npu 40% u 8,5% ot natmeHTHTE,

Crofmagane Ha OAOIUPAHY HEXENAHM PEAKIMN

CroBbiaBaHeTo Ha FI0103MPAHY HEKENAHY PeakLyy i)l paspeliasane 3a ynorpeba Ha
NEXapCTBEHUA NPOAYKT ¢ Baxcko. Tosa no3sonnBa 42 NPOABLIKH HablONEHHETO Ha
CHLOTHOMIECHUETO TOA38/PUCK 32 JIEKAPCTREHYS NPoAYKT. OT MEAUUMHCKMTE CICLHATHCTH
M3HCKBA 3 CLOOIARAT BCSKA NONO3NPAHA HEWETAHA PEAKLINA YPe3 HAUMONAIHA CHCTEMA 32
cbo0uIaBane:

H3mbaHUTeIHA areHLHS 110 1eKapeTBaTa

ya. Jiaman Ipyes” Ne 8, 1303 Codua,

Ten.: +359 28903417

yefcatiT: www.bda.bg

4.9 Ilpepozupane

Ipeaosupane npy nauMenTHTE, NPCRMIIABAILO NIPENIOPLYBAHATA K034 HOBEYE OT ABA HIBTH, €
CBBLPIAHO ¢ NOABA HA OCTPA CHMIITOMATHUHA XHTIOTOHUS # TPOMOOLMTONEHHS ¢ baTaneH
U3XO/A. 34 CHPAEYHO-CHACBH NPEAKIMHHYHN HAPMAKONONMYHN N3CISABAHNUS 3a Ge30MacHoCT,
BHIKTE TOMKA 5.3,

He & u3pecTer cnenuduyen aHTHAOT NpH Npeioskpate ¢ Gopresomub. B cnyvaii na
TPEA03NPAHE KUIHECHHTE TTOKA3ATEN HA HALUEHTHTE TPAGRA J1a ce MOHUTOpHPAT
BHHMATEIHO # 42 Ce OKA3IBAT NOAXOAAMM TPHKY 32 [OAIBPIKAHE HA KPLBHOTO HajAraHe
(xaTo BAMBAHE HA TEYHOCTH, IPSCOPHI WM WHOTPOMHE areHTH) U Ha TellecHaTa
Temneparypa (BiK. TO4UKH 4.2 u 4.4),

5. PAPMAKOJOTHYHY CBOMCTBA




5.1 @apmakonnBaMMYHH CBOliCTBA

(DapmaxoTepaneBTHYHA Ipyiia: AHTHHEOILIACTHYHU CPEACTRA, APY MM AHTHHEOTIIACTHIHM
cpenctsa; ATC kop: LOIXGO1

Mexanusby Ha JelicTeie

bopte3omub e nporeazomen wHxUGUTOp. Toit ¢ cb3nalen cneManHo Na HHXUOKUpa
mogo0HaTa HA XUMOTPHIICHH aKTUBHOCT Ha 268 nporea3omarta B KieTku Ha Gosaifuuuy. 265
NpOTEa30MATA € r'oNisAM IPOTEUHEH KOMIUIEKC, KOHTO pasrpax/ia YOUKBHTHHHPANNTE
npoTenHu. [Thrar yOuKBUTHH - NpoTeazoMa Hrpag CHINECTBEHA PONS B PErYAUPAHETO HA
KPBrogpara Ha clieRuGHUIHY NPOTEHHY U Taka ¢& NOAARPAKA XOMEOCTa3ara B KICTKHTE.
Hnxubupaneto Ha 268 nporeasomMara NpeIOTBPATABA Ta3d MPULETHA TIPOTEON3A ¥ 3aCATa
MHOMECTBO CHTHATH3UPALLH KACKAAH B KNETKATE, KATO HAKPAA BOAM N0 CMBPT HA PaKOBaTa
KaeTKa.

BopTezoMud € BHCOKO CENeKTHBEH 3a npoTeaszoMara. B konuentpaunn 10 uM Goprezomud He
MHXMOMPA HUTO €AHH OT MROKECTBOTO NPOYYEHH DPELENTTOPH U TIPOTEA3H U € TI0BEYE OT
1500 nbTH NO-CeneKTHBEH 32 TIPOTEA30MATa, OTKOJIKOTO HAKOHM OT CCABAHTE
NpeAnoYUTaHH eu3uMU. KMHeTHraTa ua npotealoMHOTO HHXHOHpaHe ¢ ripoy4Basa in vitro u
€ [1oKasaHo, ue 6oprezoMud ce OTIENA OT NPOTEA30MA 34 1 0T 20 MUHYTH, KOETO OKA3Ra, e
ripoTeazomHoTo HEXUbUpaHe Ot HopresomMud e 06paTHMO.

Menuupanoro ot GOpTe3oMHO IIPOTEA30MHO HHXHOMPAHE 3aC9ra PAKOBUTE KNETKH MO MHOTO
TBTUILA, BKTIOYHTEAHO, HO HEOTPAHHYABALIC CE CaMO 0 YBpeXAdHe Ha PeryNaTOPHUTE
NPOTEHHH, KOUTO PETYNHPAT IPOTPECHATA TI0 ETANMTE HA KICTBUHKA WHKLE M aKTHBHPAHETD
Ha HyKieapHus wieTshien dakrop xaria-B (NF-KkB). Muxubuparero na nporeazomara Boan
A0 6aoKUpaHe HA KNCTLYHUS WHKLT B anontoza. Hykneapuusr daxrop NF-kB e dakrop na
FPANCKPHITLUS, YHATO AKTHBAIIMA Ce M3LCKBA 3a MHOFO €TAH Ha TYMOPOreHesara,
BK/TFOUHTENHO KIETHYHHA PACTEN ¥ ITPSKHBABAHE, aHFNOreHe3aTa, B3anMOCHCTBHETO
xnetka/ineTka » metactasute. TIpu muenom Gopresomut 3acara cnocobroctTa Ha
MHEJIOMHUTE KIETKYU 2 B3alMOJEHCTBAT ¢ MUKPOCPEaTa HA KOCTHHSE MOTEK.
ExcnepviMenTy nokassar, ye 60preaoMub e IMTOTOKCHYEH 38 MHOMXKECTBO TUIOBE TY MOPHU
KJIETKH H Y€ TYMOPHHTE KNETKH Ca NO-4YBCTBUTENHY KbM TIPOANOIITO3HH eeKTH HA
npoTeasoMHoTo MHXHOHpaHe, B CpasHeHUE ¢ HOPMANTHUTE KNeTkH. BoprezomMut Boav a0
HaManAsaHe Ha TYMOPHHA PAcTex in vivo B MHOT'O NPSAKNMHIYHA TYMODHH MOJEITH,
BIJIIOUMTETHO MYJITUILIEH MMENIOM.

Hannwre oT in vitro, ex-vivo H KUBOTHHCKH MOAETH ¢ BoprezoMul npennonarar, 4e Toi
yBeuuasa tudepeHunausaTa 4 aKTHEHOCTTA Ha ocTeobnacTute W HHXUOHpA DYHKUMATE HA
ocTeoknacTute. Tesm edekTu ca HaONIOAABAHK NPH MALMEHTH C MYJITHINEH MHENOM, ¢
HanpeAHana ocTeoTuTHyHa OorecT 1 nekyBaHu ¢ BoprezomMud.

Knunnuna edKacHOCT npy HENEKYBAH MYJTHILIEH MHEIOM
[TpoBeagtio € NPOCNEKTHBHO, MEXKAYHAPOTHO, PAHIOMH3NPAHO (1:1), OTKPUTO KIMHHYHO
apoyqsane $asa [ (MMY-3002 VISTA) npu 682 naunedTH, 3a Na ce OUCSHH Jati
TepanuaTa ¢ Goprezomud (1,3 mg/m? MHKEKTHPAH HRTPAREHOIHO) B KOMOUHALIAA ¢
mendanau (9 mg/m?) w npeannon (60 mg/m?) Boan 10 NoNoBGPABAHE HA BPEMETO /10
nporpecus (BIIT) B cpasnenne ¢ Tepanusta ¢ Mendanad (9 mg/m?) u npeanuson (60 mg/m?)
NPy NAUNEHTH C HENEKYBAH JOCETa MyIITHIUIEH MUeAoM. JleueHHeTo e npunarato 3a
MAKCHMAIHA MPOABDKHTENHOCT 0T & tMxhbaa (MpubnuinTenno 54 ceaMuuM) U e NpeKbCHAT]
pano nopasa pporpecupate na 601eCTTa WIH HEAOITYCTHMO HHBO Ha TOKCHYHOCT. Cpeis
BL3PACT HA MALMCHTHTE B [IpoyHBaHeTo ¢ 71 roantu, 50% ca mpxe, 83% ca or Ganara




CpejHara OLleHKa Ha KaueCTBOTO Ha KHBOT Ha nauHeHTMTEe No ckanara Ha Karnofsky e 80.
flaunenture ca umami IgG/IgA/nexosepmien muenoM B 63%/25%/8% ot cnyvaute, cpeana
croliHocT Ha xemornoGuna ~105 g/i v cpeaen Gpoit Ha TpoMBouuTHTe —221,5 X 1071,
CxOJ€eH € W IPOLEHTHT HAa NALHEHTHTE € KPeaTHHMHOB KTupbHe < 30 ml/min (3% BLB Beako
pamo).

B neprona Ha npeapapHTento MIaHMpaHis MEXKIHHEH 3Ha/3, ITLPBUYHATA KPaiiHa TOYKA,
BPEMETO JO IPOTPECHS € TIa3EHO, ¥ NALMeHTUTE B fpynara Ha MendanaH U rpeldulou
(M+P) ca npemunany Ha nevenue ¢ Gopre3oMuO B KOMOKMHALHN ¢ MeAdanal H NPeII3oH
{B+M+P). Memuanara Ha nepuoia Ha nipocnepgsane e 16,3 mecena. Kpaitnoro
AKTYaTH3HPaHE Ha JAHHHTE 32 NPEXUBAEMOCT ¢ U3BBPILCHO ¢ MENMAHA HA NTEPHOIA HA
npocneaspase 60,1 mecena. Habntonaea ce CTATHCTHRECKH 3HAMUMO NOAOOpEHME HA
NPEKUBASMOCTTA B IpyNiaTa Ha fieuenne ¢ BHM+P (HR=0,695; p = 0,00043), ponpekn
fnocneABallH TEPANSSTHYHE KYpCOBe, BITIOUMTENH0 cxeMu, Daznpany Ha dopresoMus.
Menuanara Ha npeMBAEMOCT B rpynara Ha jJeucHne ¢ B+M+P e 56,4 Mecelia, B cpaBHEHHE C

43,1 za rpynara Ha neyedue ¢ M+P. Pesynrarure 3a eMKACHOCTTA CA PSACTABEHH B
Tabavoa 11,

Tabmaua 11:  Pesyarary 3a edprkacHOCT cien KpaHHOTO akTyaTHIHPAHE Ha AAHHHTE 3a
npexuBaeMocT B npoyyusade VISTA

Kpaiina Toukxa 1a edHKACHOCT B+M+P M+P
n=344 n=338
Bpeme a0 nporpecns
Cxnoutus 6p. (%) 101 (29) 152 (45)
Meauana® (95% CI) 20,7 mo 15,0 mo
(17,6 -24,7) (14,1 -17.9
KoetunmenT Ha prck® 0,54
(95%Cl) {0,42-0,70)
p-cTOMHOCT® 0,000002
ITpexupsemoct Ge3 nporpecrsd
Cnbutus 6p. (%) 135 (39) 190 (56)
Menuana® (95% CI) 18,3 mo 14.0 mo
(16,6 -21,7) (11,1 = 15,0)
KoeguumenT Ha puck® 0,61
{95% CI) (0,49 - 0,76)
p-crofiHoct® 0.00001
O6ma npexapueMocT™ 176 (51,2) 211 (62,4}
CuouTus (cMBpT) 6p. (%0)
Meanana® 56.4 mo 43,1 mo
{95% CI) (52,8 - 60,9) (35,3 -48.3)
KoeduuuenT na puck® 0,695
(95% CI) (0,567 — 0,852)
p-cTolHOCT 01006043
Crenen Ha noRIANBARE =337 n=331
Honynauus® 6p. = 668
CR®6p. (%) 102 (30) 12 (4)
PR®6p. (%) 136 (40) 103 (31)
nCR 6p. (%) 5(D) 0 ey
CR+PR Gp. (%) 238 (71) 115(35) Wy 0
p-cTolHOCT' < 1071° X N
g Y : AL
NN



Hamanaeane pa cepymen M-nporens 336 naumenTtu 331 naumeurn

Nomynauus™ 6p. = 667

>=90% 6p. (%) 151 {45) 34 (10)

Bpese 10 Ha9a/10 Ha DOBJHSBAHE HPA

CR +PR

Menuana 1.4 mo 4.2 mo

Menuana® Ha DPOALIKHTETROCT HA

NOBIASBAHETO

CR® 24,0 mo 12,8 mo

CR+PR® 19,9 mo 13,1 mo

Bpeme 10 ciieaBamia Yepanmus

Crburua 6p. (%) 224 (65,1) 260 (76,9)

Menanana® (95% CI) 27.0 mo 19.2 mo
(24,7;31,1) (17,0 21,00

KoeduumerT Ha prek® 0,557

(95% Cl) (0,462 — 0,671)

p-croiHocT < 0,000001

Z H3uucnena o Merosa va Kaplan-Meier

KoeduptensT Ha pHcK e nauneneH Ha Ga3ata Ha NPONOPUMOHATHO-PHCKOBHA MOREST
na Cox, ananTypas 3a ctpaTnduxanyontu dakropu: §2-MHKpOTIOOY MM, anbyMHH B paiioH.
KoehMUMeHTHT Ha PHCK, MO-HUCHK OT 1, couu npegumcTeo VMP

i Homunanua p-crolinocT Ha 6a3ata Ha cTpaTuULUPaH TOTAPHTMHIHO
TpancpopMupan pedkos (log-rank) Tect, azanTupau 3a ¢TparHbHKaUHOHHH hakTopH: P2-
MHKpOroynuH, anGyMuH H pafiod

! p-CcTOiHOCT Ha HecToTaTa Ha orroeop (CR+PR) or Xu-keanpar tecra na Cochran-
Mantel-Haensze), anantupad 3a crparndykauioHud daktopu

R IMonynaunara ¢ OTFOROP BKIFOYBA MAUHEHTHTE ¢ H3MEPHMO 3200/19BaHe B HAYANIOTO
Ha [IPOYYBaHETO

¢ CR = nined otrosop; PR = yactudex otrosop; nCR= Enu3o a0 neaex oTrosop.
Kpureprn na EBMT (EBponeifcka rpyna 3a KpbBHH i KOCTHOMOSEYHH TPaHCIUISHTALNN)

* BCHYKH paHIOMH3INPaHA NAUHEHTH Cbe 3ab0NsBaKe HA OTACTUTENHATA CHOTEMA

* HaHHHTe 3a NPeXHBAEMOCTTA €2 aKTYANU3NPaHU ¢ MEUAHA Ha ICPHOA Ha
npocneaseade 60,1 meceua

mo: MeceLy;

CI- nosepwreieH HHTepBAT

Hayuenmu, nodxodsuyu 30 MPANCIAARMAYUR HA CIMEOROBY KASMKY

[TpoBenenu ca ABe paHOMH3HPANK, OTKPUTR, MHOroucHTpoBU Basa [l nanuteanus (1FM-
2005-01, MMY-3010) 3a onenka na GezonacHocTTa 1 edrkacHocTTa a BopresoMut B
JABOWHM 1 TPOHHY KoMOMHALMH C APYFH XUMUOTEPATICBTHUHH CPEACTRA KAaTO MHIYKIMOHHA
Tepanus NPeIH TPAHCIAHTALINA HA CTBOJIOBH KICTKM NPH DALHEHTH ¢ HEJICKYBaH 0Cera
MYATUILIEH MUCIOM.

B npoyusane IFM-2005-01 Soptesomud B komGuHauus ¢ gexcamerason [BDx, n =240] ¢
CpaBHEH C BHHKPUCTHH-J0KCOpY OHUMH-AekcameTasod [VDDx, n = 242]. Tlauunedrute B
rpynara #a BDx ca npemunany yernpy 21-1HeBHN UMKBNA, BCEKH OT KOMTO BKIIOUBA
Gopresomub (1,3 mg/m?, npusoxeH WHTPABEHO3RO ABa ITHTH cenMudio HaaeH 1,4, 81 11)

2, KakTo B HKTe OT | —4 B wiwm 3 1 4),




ABTON0KHA TPAHCIUTAHTAUWA Ha CTBOJIOBH KJIETKH € HanpaseHa Ha 198 (82%) u 208 (87%)
fAUHEHTH CHOTRETHO B FpynyTe Ha nedeHue ¢ VDDX w BDx; SomuuucTroTo 0T matideHTHTE
Ca NpeMHHAM eIHA TPAHCINAHTaLMON A npoLeaypa. Jdemorpadickure XapakTepucTHKM Ha
MAUMEHTHTE H W3XOAHUTE XapaKTepHCTHKY Ha 3aD0NABAHETO €a CXO/IHH B ABETe
TEpANSBTHYHNA Py, Menitanara Ha BL3pacTTa Ha NAIMEHTUTE B OPOYYBAHETO € 57 roAuHi,
35% ca meke n 48% OT aUKEHTHTE €A C BUCOKOPHCKOBH LIMTOIEHETHYHH MAPKEDH.
Meananara Ha IPOXBIDKUTENHOCTTA Ha JieueHHETo € 13 ceamuity 3a rpynara ua VDDX n

11 ceamuuy 32 Tazu Ha BDx. Meauanara #a 6pos Ha IMKIUTE, KOMTO €4 NOMYYHIHN ARETE
rpYIiH, € 4 uHkbaa. ITspeuyHaTa KpaiiHa TOUKa 33 eUKACHOCT HA MPOYUYBAHETO €
[IOCTHHIYKUHMOHHATA YecToTa Ha oTrosop (CR+nCR). Habmogaea ce cTaTHeTHUECKY
3HAYHMA PA3THKA (1PY TEIHA peMacua-+Hitoury meHa pemucha (CR+nCR) B nonsza va
rpymiaTa Ha fieyenue ¢ 6opresomub B xoMBuHaNs ¢ JekcameTazoH. BTOpHYHUTE KpaiiHu
TOUKH 32 e(PHKACHOCT BIIIIOUBAT YECTOTA Ha OTrOBOp ciel Tpancunadranus (CR+nCR,
CR+nCR+VGPR+PR), apexussemoct Ge3 nporpecus v o6uia npexnsiemoct. OCHOBHHTE
pesyNTath 3a ePUKACHOCT <a [Ipe/icTaRelH & Tabnuia 12,

Tabawua 12:  Pesynraru 3a epukacHocTTa 0T nipoyusade 1FM-2005-01

Kpaiina Toaka BDx VDDx OR;95% CL; P
cToiHOCT”

1FM-2005-01 =240 (ITT nonynauus) {N=242 (ITT

[onynatus)
RR (caed unovryus)
*CR+nCR 14,6 (10,4 -19,7) 6.2 (3,5-10,0) 2,58 (1,37 — 4,85); 0,003
CR+nCR+VGPR+PR |77,1 (71,2-822) 60,7 (54,3 - 66,9) 2,18{1,46 -324), <
% (95% CI) 0,001
RR{cueo
mparncnnanmaus)”
CR+nCR 37,5(31,4 - 44,0) 23,1 (18,0 -29.0h 1,98 (1,33 - 2,95); 0,001
CR+nCR+VGPR+PR |79.6 (73,9 ~ 84,5) 74,4 (68,4 - 79,8) 1,34 (0,87 - 2,05); 0,179
% (95% CI)

Cl=noeepurency nurepsan; CR=nenen orrosop; nCR=0m430 10 neaen orrosop; ITT -
Hamepenue 3a reuenne (Intent to treat); RR-uecTora Ha orrosopa; B=6opresomnub;
BDx=6oprezomud, ackcamerason; VDDX=BUHKPHCTHH, OKCOPYGULHUH, IEKCAMETA30H,
VGPR=muHoro 1o6sp yactiyen otrosop; PR=vacrwuen orroeop; OR=choTHOUIEHME HA
LIAHCOBETE;

* Ilepeyuana kpaifHa Touka

a CpOoTHOLIEHHE Ha WAHCOBETE 33 YeCTOTH Ha OTroBopa Ha 6azata na oforo
ChOTHOLIEHKME HA LIaHcoBeTe, H3uneaeHo no Mantel-Haenszel 3a crparudunvipanu taGiui;
p-croliroeTn no tecta Ha Cochran Mantel-Haenszel.

b OTHaca ce 32 YECTOTA HA OTIOBOP CAE/ BTOPA TPAHCIAAHTALMS NP1 NALNEHTH,
NONY4WIN BTOpA TpadciiadTauns (42/240 [18%) e rpynara na BDx u 52/242 {21%] 8
rpynara Ha VDDx).

3abenexnka: CHOTHOLIEHHE HA ITAHCOBETE > 1 COYUM MMPEIMMCTBO 33 HH/TY KHWHOHNATA TEPanus,
CeALpKalLA HopTesoMud.

B npoyusane MMY -3010 nHaykuMOoHHOTO NeveHue ¢ SopTe3omul B KOMOUHALA ¢
TannAoMu/ M nekcamerasor [BTDx, n=130] e cparHeno ¢ Tanugomng-nexcamerason [TDx,
n = [27]. Tlauuenrure B rpynara Ha BTDx ca npemunany miect 4-ceIMHYHY UNKDIA, BCEK
OT KoHTO BiIIOUBA 60preaomub (1,3 mg/m?, NpIWIoKeH 1BA NETH CEAMUYHO Ha ek 1, 4
11, nocaeasan oT 17-nHeBeH Nepro/1 Ha OYABKA OT aeH 12 10 AeH 28), aexcameTaso




(40 mg upHITOMKEH 1iepopanHo B AuuTe OT | — 4 1 B gaUTe oT 8 = 11) M TANMAOMHA
(mpunoxen nepopanuo B 102a o1 50 mg AueBHO B AHUTE 1-14, yBenuyena Ha 100 mg B HuTe
ot 15-28, cnien xoero na 200 mg aHeBHO).

Enwa aBTo10MKHA TPaHCRAHTALLA HA CTBO/OBY KIETKH € Hanpasena Ha 105 (81%) n 78
(61%) ot naupeurnre crorBeTHO B rpynute Ha BTDx u TDx. Jemorpadicknte
XAPAKTEPUCTHKH HA NAUMEHTHTE M M3XOTHUTE XaPaKTEPUCTHKH Ha 3200/I9BaHETO €A CXOIHA B
ABETE TEPANeBTHUHM IPYNiH. MeAHanara Ha Bb3pacTTa Ha NAUHeHTHTe B rpynuTe Ha BTDx u
'TDx e chorBeTHo 57 cnpamo 56 roasnu, 99% cnpamo 98% ca ot Gsnara paca 1 58% cnpamo
54% ca muxe. B rpynara ua BTDX 12% oT nauuestiTe ¢ UHTOrEHETHYHO KNACHDHLIMpPAHY
KaTO BUCOKOPHUCKOBH cripaMa 16% ot naunenTtuTe B rpynara Ha TDx. Menuauara ua
NPOALIKHTENHOCTTA Ha NedeHHETO ¢ 24,0 cenMuiln, a MeAMaHaTa Ha Opos MPeMHHATH KR
Ha neyense € 6,0 v Te ca CXO/HM 33 BCHUKH TEPANeRTHYHH Tpy . [TspeuanuTe Kpaiinp
TOUKM 32 eMKACHOCT B [TPOYHBAKETO €A CTENIEHUTE HA NOBIHABAKE CNeA MHAYKLHA W Chel
Tpancwiantalys (CR+AnCR). Cratuetnyecku 3Haynma pazmuka mpu CR+nCR e
HabmonasaHa B TION3a HA rpynaTa Ha opre3zoMud B KOMOHHAUHA ¢ AEKCAMETA0H U
TaTUAOMY /. BropHuuuTe kpalfiHi TOUKH 2a €)UKACHOCT BKIOYBAT NPEKUBIEMOCT O3
nporpecHa H o6ua npexknpgeMoct. OCHOBHMTE pe3y/iTaTH 3a e)UKACHOCT Ca fIPEACTABEHH B
rTabpnua 13.

Tabauua 13:  Pesynrarn 2a ebukacHoct ot npoyusane MMY-3010

Kpaiigu Toakn BTDx TDx OR; 95% CI;
P croiinoct®

MMY-3010 N=130(ITT N=127 (ITT

TIOTTY TaLys) TIOTYTIALIHS )
*RR (Cned undyxyus)
CR+nCR 49,2 (40,4 - 58,1) 17,3 (11,2-25,0) 4,63 (2,61 ~822); <
CR+rCR+PR % (95% |84,6 (77,2 —90,3) 61,4 (524-69,9) [0,001°3.46 (1,90~
Cl) 6,27); <0,001°
¥RR (Ched
MPAHCHAAHIMAYUR)
CR+nCR 55,4 (46,4 - 64,1) 34,6 (26,4-43,6) 12,34(1,42-3,87),;
CR+NCR+PR % (95% 77,7 (69,6 — 84,5) 56,7 (47,6-65,5) ]0,001%2,66 (1,55 -
Ch 4,57); < 0,001°

Cl=nosepurenen unTepeai; CR=mbnen otrosop; nCR=61130 10 mhieH orrosop; ITT-
Hamepenue 3a nevenve (Intent to treat); RR-uectora na orrogopa; B=6oprezomub;
BTDx=60prezoMut, Tanuaomun, aexcaMerazod; TDX=TanuaoMiI, NeKCAMETAIOH;
PR=wactuves orrorop, OR=CHOTHOIlEHHE Ha IIAHCOBETE;

* [Tepeiuya kpaiina Touka

3 CrOTHOMEH e HA LIAHCORETE 33 YeCTOTH HA OTTOBOPa Ha $azaTa Ha of6moTo
CEOTHOUIEHUE HA IIAHCOBETE, H3uncneHo o Mantel-Haenszel 3a crparudmnupany Tabnuny,
p-cToiiHocTH no Tecta Ha Cochran Mantel-Haenszel.

3abenexka: CrOTHOMIEHHE Ha WaHCOBETE > 1 COYM MPEAUMCTBO 33 HH/IYKIMOHHATA Tepanud,
chIBDxALA OOpTe3oMHO.

KnuHn4Ha SPHKACHOCT NIPK PELMANMBUDAT WK pedPaKTepen MYITHUILIEH MUETOM
besonacnocTTa 1 edrikacnocTTa Ha 6opTe3oMul (HMHXKEKTHPaH HHTPABEHO3HO) ca Buin
oueHsBAHH B 2 MPOYUBAHKS [PH (periopbuyTenta 103a 1,3 mg/m’: B panaoMusnpano,
CpaBHHTENHO Npoyusade Pata 11 (APEX) cnpaMo nexcameTason nipy 669 nanverTs ¢
peuraMB Wi pedpaKkTepeH MyITUILICH MREIOM, KOHTO ca Noy4asais 1 - 3 npeaumnn
TCPANSBTHYHY JIMHUK 1 C e1HO npoy4usane ¢asa Il ¢ enno pamo npu 202 nanueHT! ¢ p




WA pedpakTepeH MYITHIUICH MUEIIOM, KOHTO Ca IONY4aBany Hai-Manko 2 npeadiuu
TepanesTHINH IHHHY Y TPH KOUTO 3a00/14BAHETO € NIPOrPECcHpao NPH NOCASAHATE HM
Tepanus.

B npoyysanero daza i sreuenueto ¢ Gopresomnd e 408610 20 3HAYBMO YIBIKABAHE
BPEMETO [0 (IPOTPECH S, 3HATHMO YALBKABAHE HA NPEKUBACMOCTTA M 3HAYHMO MO-BUCOKA
CTeNcH Ha OTTOBOP B CpaBHEHHE ¢ NEMEHHUETO ¢ JekcamMeTalon (BiK. Tadiuua 14) npy BoHyxn
DAIMEHTH, KAKTO | MPH NaUMEHTHTE, KOHTO ¢a noaygasani | npeauiung TepanesTHYHa
aunud. Karto pesyarar o1 NpeABapHTENHO IIAHUPAHUS MESKINHEH AHATTN3, JIEUSHHETO C
AeKcaMeTasoH e OHII0 IPEKBCHATO 10 TIPENOPHKA OT KOMUTETA 38 MOHUTOPHHT Ha JAHHHTE 1
HA BCHYKH TIALHEHTH, PaHOMHU3APAHU HA IEKCAMETA30H € Ouil npeanoxeH Sopresomud B
3aBMCHMOCT OT CTaTyca Ha 3abonasaneto. [lopanu ToBa pauHo NpeMUHABAHE, CpeAHATa
NPOABIKHTCIHOCT Ha NPOCNEAABaHE 3a TIPEXUBAEMOCT HA Tiaumenture ¢ §,3 Meceua. Kaxro
npH NAUMEHTHTE, KOUTO ¢a OWiH pedpakTepHl HA NOCNEAHATA CH TEPAMEBTHYHA JTNHIA, TAKA
¥ TIPH T34, KOWTO He ¢a Oun pedpakrepHy, obimara npexnsieMocT ¢ GHna 3HAYHTENHO 1Oo-
ABJITA M CTEMICHTA Ha OTroBOP ¢ Ou/la 3HAYHMO NO-BUCOKA NPH rpynaTa Ha Gopre3omud.

Ot 669 sxmouenu naumenTu 245 (37%) ca OMNM HA BE3PACT 65 roMHU | [10-BB3PACTHH,
ITapamerpure Ha oTroBopa kakto 4 TTP ocraBar 3uauurento ro-zodpH 3a SoprezoMub
HE3aBHCHMO OT BB3PACTTa. Brupexs n3xoppnute nusa na Py-MukpornotyauHa, sCHYKH
napamMeTpy Ha e)HKACHOCTTA (BPEME 10 NPOTPecHATa i 0GIIA IIPEKABACMOCT, KAKTO U
CTENEHTA HA OTTOBOP) ¢a OWIIM 3HAUUTeNHO NoROOPeHH MPH NAUEHTHTE, FEKYBAHM ¢
BopresoMus.

B nonynaussta pedpaxiepnu nalMeHTH B ripoyusateto dasa [l oTrosopure ce oupeaensT ot
HE32BHCHM KOMUTET 34 OLCHKA, 4 KPUTEPUHTE 3a OTrOROP ca Te3k Ha Eprponeiickara rpyna 3a
KOCTHO-MO3BYHA TPaHCTUianTaunsa, Meananata Ha nMpescUBASMOCT Ha BCHUKY BRIIOYSHH
naupenTH ¢ 1 7 mecenia (< 1 — 36+ mecena). Tazy NpexxuBIEMOCT € NO-roJiiMa 0T MeAHanaTa
Ha 6 10 9-MECEUHA NPEKUBIEMOCT, OYaKBaHA 33 (OA00HA NONYNAUHA MAUREHTH OT
KOHCYITHPAUMTE KITUHHYHKM Hicnenosareny. Upes My nTHBAPHALOHEH aHaNlN3 NIOJTyYeHaTa
CTEMNEH Ha OTTrOBOP € HEIABHCHMA OT THIA MMEJIOM, CTaTyCa Ha W3ABA, CTATYCA HA ICNenus Ha
xpomosoMa 13 uam Opost, ik TUIA HA NPeAHLIHNTE ficueHus. [lauHenTHTe, KOWTO Ca
FIONYS$HNY 2 — 3 NpefHiuHY TEPaneBTHYHE PEKKHMA HMAT CTENeH Ra OTroBop oT 32% (10/32),
a NAlUeHTUTE, KOUTO CA NOAYHIIH IOBeYE OT 7 TepaNeBTHYHM PEXUMA HMAT CTENEH Ha
otrroeop ot 31% (21/67).

Tabnuua 14: OGobwenue Ha u3xoaa Ha 3abonasaneTo npu npoyusanus Paza 1 (APEX) n
Paza Il

Paza I asa 11 daza 11 ®aza 1
Benuxkn uanuentn |1 npexnmua > 1 npeRuiua =2
TepaneBTHYAA THHEN |TePANEBTHYHA npelMuEn
THHUS TEePaANeBTHIH
H IHHUY

CrvlnTHsa, B Dex B Dex B Dex B

cebpiand ¢ |p=333* (n=336" [p=132* |p=119" n=200" |p=217* |n=2(2°

BpPEMETO

TTP, aun 189° 106° 212° 169" 148° 87° 210

(95% CD) (148- (86— (188 (105191 1(129—- (84 -107) 1(154-281)
21 128) 267) 192)

Mpexupaemoc (80" (74 — 166' (59— 1897 72" 73 62

T | ropuHa, % |85) 72) (82-95) ((62-83) (64—.82) {(53-71)

95% CI)




Hait-no6bp |B Dex B Dex B Dex B
orropop (%) |n=315° =312° [n=128 [n=110 n=187 n=202 n=193
CR 2006)° 12(<1)® {8(6) 2(2) 12 (6) 0(0) (4)**
CR+nCR 41 (13)° (5(2® 116(13) |4&) 2503) (<D [(10)**
CR+nCR+PR {121 (38Y°{56 (18)® {57 (45F |29 (26)" 64 (340 R7(13)°  [(2D)**
CR+nCR+PR (146 (46) {108 (35) {66(52) |45 (41) 80(43) 163 (31) [(35)**
+MR
Mennana na (242 (8,0) 1169 (5,6) |246 (8,1) {189 (6,2) 238(7.8) (126 (4,1) |385*
BPOALLKHETE
JHOCTTA

HH (Meceuu)
Bpeme no 43 43 44 46 4] 27 38+
OTTOBOD
CRAPR (anu)

rpyna ITT (rpyna Ha namepedue 3a nedenve)

cToitnocT Ha P ot crpatuduumpan log-rank Tect; aHaH3IBT 10 IHHHK Ha TEPanus
M3KIIOYBA CTPAaTH(hHKALUA 38 HCTOPHATA HA Neuetne; p < 0,0001

# rpyna #a OTrOBOp, BIIIOYBAILA MAIHEHTH, KOWTO WMAT U3MEPHMO 3a00/1A8aHe HA
H3IXOHO HHBO W Ca [OMYRHIH Hail-Manko 1 1033 OT UINUTBAHKMA JIEKAPCTBEH NPOAYKT

f croiiroct na P or tecra Cochran-Mantel-Haenszel Xu-ksanpat rect, ananrupan 3a
CTpaTAthHKALMOHHM HAKTOPY; AHATIM3LT NO NAHAW Ha TCPAIIA HIKITIONBA CTPATHOMKALAY 32
UCTOPHATA Ha NleYeHue

* CR+ PR+ MR

** CR=CR, (IF-}; nCR=CR (IF +)

NA = te e npunoxkrmo, NE = ne e oleHsBaHo

TTP - Bpeme no nporpecus

Cl = joseputenen uHTepBan

B =06opresomnd; Dex = jgexcaMeTason

CR = nunex orrosop; nCR = 611420 A0 OBJIEH OTTOBOD

PR = yactruen otropop; MR = MUHEMANEH OTTOBOP

i

Ilpy npoyusane ¢aza I NauMeHTUTE, KOMTO HE Ca (0/1y YU/ ONTHMANEH OTIOBOP OT
CaMOCTOATENHO NeueHHe ¢ GopTezomub ca HMand BL3MOMXKHOCT A3 TIONYYaT BUCOKU A03H
JIeKCaMETAa30H CEBMECTHO ¢ BopTesomub. TIpoToxonLT NO3BOIIBA NAUMEHTUTE A3 NOTYYaBaT
JEKCAMETa30H, aK0 ¢a HManH 110~ MATHK OT ONTUMATHMA OTrOBOp Ha BopTesomud
camocToatrenno. Obumo Ha 74 OUSHNUME TIBLMEHTH € NPWIAraH JeKCaMeTasoH B KOMOHHALNS ©
Bopresomnd. C koMBUHUparoTo nevenvel 8% oT NAWMEHTHTE NOCTHRAT MAM MMaT NoAoGpen
orroeop [MR (11%) unu PR (7%)].

Kaununna edpuracnocn na 6opme3omud, ApUIoNCcen ROGKONCHO, NPU ROYUEHMY C
peyudusupar/pedpaxmepern MyAmunien Mueiom

besonacuocTra v edykacHocTTa Ha GoprezoMul ca OUSHEHH B OTKPHTO, PAHAOMUIHPAHO,
Paza 111 npoy4Bane 3a CHIOCTABUMOCT Ha edrKacHocTTa H GesonacHocTra Ha Gopresomus,
TIPUOIKEH NOAKOKHO B CPABHEHHE C HHTPABEHOZHOTO NpuaokeHue. B npoyusanero ca s3enu
yuacTue 222 nauueT ¢ petHAnBrpan/pedpakTepes MyNTHILIEH MUEROM, PAHIOMUZHPAHH B
choTHOleHne 2:1 aa npuemar 1,3 mg/m? 6opre3oMUG NO NOAKONKEH HAH HHTPABEHO3EH BT
H& IpraoKenHe 33 8 uhkbIa. Ha nauueHTHTe, KOUTO He Ca MONYYHIH OTTUMAJIEH OTTOBOD
(no-manxo or nuyien otrogop [CR]) Ha repamusTa ¢ Goprezomud caea 4 u¥KbLa, € IO3BONCHO
Jla mpueMar aekcameTasoH 20 mg AHEBNO B N€HA Ha ApWIOKeHUE Ha GopTe3oMud U Ha
cheasaims AeH. IlaumesTiTe ¢ H3XoAHA cTeneH Ha nepudepta HesponaTus > 2 ywin 6




TpomGouutiTte < 50 §00/ul ca uzrarovyenn. O8ino 218 nanpenty ca noAneKaii Ha OLeHKa Ha
OTTOBOPA.

TlpoyyBaneTo € NoCTHrHand OCHOBHATA CH LEt 33 CHITOCTABUMOCT Ha OBILHS OTrOBOp
(CR+PR) cnex 4 uvksira Ha Tepanua ¢ Goprezomul Karo caMOCTOATENHO CPEACTEO ¢
NOAKOMHEH W HHTPaBEHO3EH LT Ha NPMNoskKenne, 42% u B agete rpyny. ChLIO TaKa
BTOPHYHMTE KpaliHY TOUKH 33 e(DHKACHOCT, CBbP3aHa ¢ OTrOBOpa M ¢ BPEMETO 40 ChOHTHE,
DOKA3BAT CHBMECTHMH PE3YITATH 34 MOAKGIKHO H HHTpPaBeHO3HO NpHaoxkeHye {Tabnnua 15).

Tabmaua 15: OGoBulenue Ha aHaNU3KHTE HA eHUKACHOCTTA, CPABHABALIM [OIKOIKHO H
HHTPABEHO3HO MNPUIOKEHHUE Ha Bopre3oMud

Pamo na Pamo ua
BHTPABEHO3HO DOAKOKHO
HPHIIOKEH HPHNOKEH
Goptesomal dopTezomnd

INonyanus, NOEICKAIIA KA

ONeAKa B3 OTIOBOPA n=73 =145
Yecrora ua orropopnre Opn 4

RAKLAa b (%)

Q61 otrorop (CR+PR) 3t (42) 61 (42)
p-cTofinoct? 0,00201

CRn (%) 6(8) 9 (6)
PR n (%) 25034 52 (36)
nCR n (%) 4 (5) 9(6)

Yecrora Ra oTroBopuTe npy 8
nHKLIa B (Y)

ORR (CR+PR) 38 (52) 76 (52)
p-cToiiHocT? 0,0001

CR n (%) 9(12) 15(10)
PR n (%) 2040 61 (42)
nCR n (%) 7(10) 14 (10)
ITT nonynanas® n=74 n=148
Bpeme no aporpecax (T'TP),

Mecenn 9.4 10,4

(95% ChH (7.6, 10,6) (8,5;11,7)

0,839 {0,564;

Koeduuuenr 1a puck (95% CI)® 1,249)

p-cToliocT” 0,38657

Ilpexupremoct Gez nporpecas,

Mecens 8 10,2
(95% CI) (6,7, 9.8 (8,1,10,8)

0,824 (0,574;

Koeduimedt na puck {95% C1)° 1,183)
p-cToiROCT (0,295

1-rogmmua obHma npeKHBAEMOCT

(%) 76,7

{95% CI) (64,1, 854)




? . p-CTOHHOCTTA Ce OTHAca 0 XHIIOTE3aTa 3a ChIocTaBuMocT (non-inferiority), cnraacuo

KOATO PaMOTO Ha NOAKOKHO TIPHIIOKEHHE NOAIEPKE MUHHMYM 60% OT HecToTaTa Ha
OTTOBOPHTE B PAMOTO HA UHTPABEHOZHO (TPUAONKEHHE.

& 222 nauueHTy ca e 3anUCANH 32 yyacTHe B npoyyBaneto; 221 naupedT! ca AeKy BaHH
c Gopresomnb

s KoeduumenTsT na prick ¢ usuucned Ha 6a3ata Ha modena ua Cox, aaarnTHpaH 3a
cTpaTHOHKaHOHHK hakTopH: cTagupane o MexayHapogHara cragipaila cuctema (ISS) u
Opoli Ha NpeAMIHHTE TEPaneBTHIHN JTHHHH,

d Jloraput™eiyno TpatcOpMHPAH PAHKOB TECT, ANANTHPAH 33 CTPATHOHKAUMOHHH
daxropu: cragvpane 110 1SS n Gpoit Ha NpeIMUIHATE TEPANEBTHYHH IHHHA,

1 MenunaHa Ha NPOALICKMTEIHOCT HA npocieasrarneTo € 11,8 mecena

Kombunupana nevenue na 6opmezomub ¢ ne2wiypan AunosomMen 0okcopybuyun (apoyueare
DOXIL-MMY-3001)

Hpu 646 nalidedTy € NPOBEIeHO PAHAOMH3HUPAHO npoyusare (asa L1, ¢ napanennyu rpyny,
OTKPUTO, MHOTOUEHTPOBO 3d CPaBHEHNC HA Oe30nacHOCTTa M ehHKACHOCTTA Ha BOPTE30MHG,
NpHJarad B kOMOHHALHA ¢ NErMIMPAH JIMMO30MEH JIOKCOPYOULIUH, B CPaBHEHHE C
GopTe3oMub MOROTEPANH HPYU NALUEHTH C MYATHILIEH MACIOM, KOKTO Ca IOty qun Hal-
MaJIKO €HO NPLILECTBALL0 NEYEHHE W HE Ca NPOTPECHPANTH, ZOKATO €2 IOYUaBani
anTpauMknue Gazupana reparius. [TspsuuHaTa kpaiina Touka 3a eduxacuoct e TTP, noxaro
BTOPAYHUTE KpaHHK ToukH 3a eukacHocT ca OS n ORR (CR + PR), Gazupaiiky ce Ha
KpuTepruTe Ha EBPONENCKATa IPyna 2a KPbBHH U KOCTHOMOIBYHH TRAHCIIANTALMY
(EBMT),

Mexannen asanus, onpegencs o iporokon (Gazipar wa 249 TTP cu6uTys) NnpenIpuKea
(PeKAEBPEMEHHOTO IPHKITIONBANE HA NPOYYBAHETO N0 OTHOWIEHUE Ha edHKACHOCTTa. Tosu
MENKAHHSH ananu3 nokasea T TP namanaeaHe Ha pucka ¢ 45% (95% CI; 29 57%, p < 0,0001)
HPH TIBUUEHTY, IEKYBAHH ¢ KOMOWHUpana Teparust GopresoMul # HErHIHpan JIMNO30MEH
noxcopybuume, Meauvanara na TTP e Guna 6,5 meceuta npu nanHenTUTe, IEKYBaHu ¢
SopreszoMul MoHOTEpAlIHA, B CpaBHEHHE ¢ 9,3 MeceLia P NMALHEHTY HA kOMOMHKpaHa
Tepanug ¢ 50pTe3oMnb N NETUIMPaH NTMNO30MEH JokcopySuimn. Teau pesynrary, Makap u
HEMBAHH, NPSACTARNYRAT OKOHUATETHHA aHanw3, AeduHUPal Mo RPOTOKO,

Kpaitauar avanus na OS, npoeejeH 3a Meguata Ha npocneiasare 8,6 roJyHH, He IOKa3Ba
3Ha4MMa pasnuka B OS MekAy aBete rpyn Ha niesenme, Meananara ua OS e 30,8 meceua
(95% CL: 25,2 - 36,5 mecenia) 3a nanMeHTH Ha MOHOTepanus ¢ Sopresomub U 33,0 mecetla
(95% CI: 28,9 — 37,1 Mecena) 3a naumeHT!Te Ha KOMOHHHpPaHa Tepanus ¢ SopTesoMub rwioe
TIETHTHPaH JUITO30MEH JOKCOPYOULHH,

Kombunupana mepanus na 6opmezomub ¢ dexcamemason
Ilopanu nauncarta Ha NPAKO cpaBHeHve Meway Gopresomut u Goprezomud B koMEHHALNA C
JIEKCAMETA30H TIPY TAUHEHTH C NPOTPECUPALL MYITUIIEH MHENOM & NIPOBEAcH
CTATHCTUUECKU MONBORKOB aHaNM3, ¢ UEJT 1a e CPaBHAT Pe3yATaTUTE OT paMoTo Ge3
paHaoMu3ais a Gopresomub B komBuBaLng ¢ nekcamerazon (Masa [T oTkpuTo npoyyeaue
MMY-2045), cnpaMo pesyaraThye, NoiyueHU OT paMeHara ¢ MoHoTepaitug GopresoMub npu
PasnvuHy paHAOMUIHpanK npoyusanus daza Hl (M34101-039 [APEX] n DOXIL MMY-
3001) npH chIIOTO Noka3aHKe,

[MoABOHKOBHAT AHAIN3 € CTATHCTHYECKHM METOA, TIPH KOITO NAUMEHTWTE B rpynaTa Ha
Jjieqenue (nanp. 6opre3oMmb B KOMOMHALIMA ¢ JEKCAMETA30H) ¥ MALUMEHTHTES B KOHTPOJIHATA
rpyna (Hanp. Sopre3omMub) ca CPABHUMU M0 OTHOINEIHE Ha BAHAELH (aKTopH, Ype3 nonbop
HAa NOMXOAAUM NBONKM YHACTHYAM B KIIHHHYHOTO Npoy4saHe. TOBA CBEXKIa A0 MUHHMYM




edexTuTe 0T HaGMOAaBAHKTE N3XONHN HECHOTBETCTBHS NPH OUEHKA Ha CeKTHTE OT
AEYCSHHETO, HINOJ3BaHKY METOIM HA HEe-PAHIOMHU3MPAHE JAHHH,

Cto apanecer u cenem ABOMKH OT NOAOOHM TAUMEHTH ¢a& OUIH HACHTHOULHPAHH. AHANUALT
nokasa nopodbpesa ORR (CR + PR) (crotHoweHue Ha puck 3,769; 95% CI: 2,045-6,947,

p < 0,001), PES (xoeduument Ha pucka 0,511; 95% CL: 0,309-0,845, p = 0,008), TTP
(xoeHunenT Ha pucka 0,385; 95% CI: 0,212-0,698, p = 0,001), 3a Goprezomul B
KOMOMHAIIMA C JEKCAMETA30H CPAMO GOPTe30MUHE MOHOTEpPAIIHAL,

Hannuua e orpanaveda HHGOPMALKA 32 IOBTOPHO Jiederue ¢ GOPTE3OMUS NPH NAUMEHTH ¢
peUHaHBUPAT MyITHILICH MuenoMm. IIposeaeHo e oTkpuro, ®aza Il npoyusane MMY-2036
(RETRIEVE} ¢ eano pamo, 32 olleHKa Ha eUKacHOCTTA W $e30MIACHOCTTA Ha TOBTOPHOTO
nedenue ¢ bopresomnd. Cro n TpraeceT naunenTy (> 18 roAUHU) ¢ MynTHILIEHR MHESIOM,
KOHTO €2 IOCTHFHANH NOHE YaCTHUEH OTIOBOP KbM OOPTE30MHO-CHLABPKAITA CXEMA, Ca
JIEKYBaHK NORTOPHO NpW nporpecus. Jieuerueto ¢ Goprezomud 3anovsa Hall-Manko 6 Meceua
CJIE]1 KPasi Ha MPEXONHATA TePANUS ¢ MOCNEAHATA NOHOCHMA 71032 oT 1,3 mg/m? (n = 93)
win < 1,0 mg/m? (n = 37) u ce npuiara 8 g 1, 4, 8 1 11 Ha Beeky 3 ceaMuuM B
NPOABIDKEHHE Ha MAKCHMMYM OT 8 (KB4 KaTO CAMOCTOATENHO CPENCTRO WK B KOMOHHALIHS
€ ASKCAMETA30H B CHOTBETCTBHE ChC CTAHAAPTA HA AcueHue. [eKcaMeTaion € MpHAoKEH B
komOuHaiwd ¢ bopresoMut apu 83 naumeHTH B IWKLA |, KATO 33 BCHUKY UMKTM HA TOBTOPHO
feqeuyie ¢ Gopresomnd ekcaMeTa3oH ca nonywui v omle 11 naunentu, Tlspsauara
Kpaiina To4Ka € Hal-no0pHaT NOTERPAEH OTTOBOP KbM TIOBTOPHO JICHEHHE, ONEHEH CBITIACHO
KpuTepuuTe Ha EBponejickara rpyna 3a KOCTHO-MO3b4Ha Tpacnaantauda (European Group
for Blood and Marrow Transplantation, EBMT). O6uara rait-106pa 4ectora Ha OTrosop
(CR+PR) xuM nosTopHO newenue ripy 130 naunentu e 38,5% (95% CL: 30,1 - 47,4).

Knunuuna epuxacnocm npu nenexyear doceza MCL
[Tpoyusane LYM-3002 ¢ da3sa IlI, panaoMu3npaso, OTBOPEHO (POYYBaHE CPABHABALILO
eHKACHOCTTA 1 6€30MacHOCTTa Ha KOMGUHALNATA OT SOPTE30MHE, PUTYKCHMAOG,
upkgopocdamu, noxcopybuumn n npenuuzos (BR-CAP; n = 243) ¢ Te3d Ha puTyKcHMab,
ugkiogochamu, 2oxkcopyGHIIH, BUHKPUCTHH K npearuson (R-CHOP; n = 244) npu
BB3pacTHy NalHeHTy ¢ Henekyrad MCL (Crapwit I, 11 wiy IV). INauventure B
TepanepTH4HOTO pamo ¢ BR-CAP ca nonyuaganu 6oprezomut (1,3 mg/m’ na aewn 1, 4, 8, 11,
auy He3 npunoxense oT 12 no 21), purykeumab 375 mg/m? i.v. va pen 1; tmxsiodochamun
750 mg/m’ i.v. Ha Zen 1; noxcopy6uuuu 50 mg/m? i.v. wa 5es 1 1 npempuson 100 mg/m?
MePOPANHO OT AeH 1 0 feH 5 Mo Bpeme Ha 21-HEBHMA LMKHI Ha Jedenue ¢ Soprezomut, Ha
MAUYEHTH ¢ OTIOBOP JOKYMEHTHPAH 3a NEPBH T Ha IIMKEI 6 ca JANCHW [Ra JOMBIHHTEIHE
UMKBAA Ha jeveHue, [TsprHuHaTa kpaiina ToUKa 3a e(pUKaCHOCT € NpekuBaeMocT Ge3
nporpecka Ha 6asara Ha onenka or KomucuaTa 3a HezabucuM nipersiten (Independent Review
Committee, IRC). BropuynnTe KpailHu TOYKH BKIIIOYBAT BPEMETO 0 POrpecHa (time to
progression, TTP), BpemeTo fo crenBalno neverne cpeity numdom (time to next anti-
lymphoma treatment, TNT), npoasmkurentocT Ha nepuon 6es neuense {duration of
treatment free interval, TF1), o6ma crened Ha nornuasane (overall response rate, ORR) u
nwiel 0TroBop (complete response, CR/CRu}, obimara npexkusseMoct (overall survival, OS)
U MPOABIKUTETHOCT HA OTrOBOP.

HemorpadCkuTe M H3XOJHITE XapaKTEpUCTHKY Ha BonecTra ofHKHOBEHO ca Ko0pe
GanancHpaHu MeXIY ABETe rpyliH Ha JIEYSHHE: CPEHATA BH3PACT HA NANMEHTHTE € 66
roguuH,74% ca Moxe, 66% ca ot Oanata paca u 32% ca azuaruu, 69% ot MaNUEHTHTE ca
UMAJTH TONOKHTENICH PE3YJITAT OT H3C/IEABAHE HA KOCTHO-MO3RYEH ACIKDPAT MR
NIOI0WUTENHA KOCTHO-M03buHa Ononcus 3a MCL, 54% ot naudedTite ca uMann
Mexcaynaponen Ilporsocruaen Hunexe (International Prognostic Index, IPI) pesynrar 24
76% ca mmann 3abonssare B cramnil IV, TIponsukuTeHOCTTA HA IEYEHHETO




(mMenuana = 17 ceAMHUM) M IPOTLMKMTENHOCTTA Ha NpocnessaHe (Mearana = 40 Mecena) ca
CPaBHMMH B [IBETE TEPANCRTHYHH paMeHa. CpeHO 6 UHKB/IA Ca HPOBEACHH HA NAlLEHTHTE U
B IBET¢ paMeHa Ha Jieuenue, karo 14% or nauuedTnre B rpynara Ha BR-CAP u 17% ot
mauneHTHTe B rpynara Ha R-CHOP ca noaywwm 2 goneiunTenuy uMkbia. Ilo-ronsmara
9acT OT [IaUHCHTHTE B ABETE I'PYIH ca 3apBPIIWM NeuenHero, 80% B rpynara ua BR-CAP u
82% B rpynara Ha R-CHOP. Peaynrtarute 3a edukacuocTTa ca npeacrasenu B Tabmnua 16:

Tabauua 16:  Pesyararu 3a eduxacHocTTa B fipoyysate LYM-3002

OTropop

Kpaiina Touka 3a BR-CAP R-CHOF

edrKacHOCT

n: ITT nauyenTn 243 244

Ipeskneuemocy Gez nporpecas (IRCH*

Ceoutes n (%) 133 (54,7%) 163 (67,6%) HR® (95% CI)=0,63 (0,50; 0,79)
~CTOM "< (0,001

Cpento® (95% CI) (meceun) 124.7 (19.8— 144 (10-16.0) |7 onocr

Crenen Ha oTroBop

n: oUeHUMH HaLlHEHTH 10 229 228

Obwy nvaen omeosop

122 (53,3%)

95 (41,7%)

OR* (95% CI)=1,688 (1,148~

{CR+CRuj® n(%) 2,481)

p-cToiinoct™=0,007
Oby omzosop 211 (92,1%) 204 (89,5%) OR™ (95% CI}=1,428 (0,749—
{CR+CRu+PR)? ni%) 2,722)

a

PASHOROTHMHH JAHHH).
5

B%3 0CHOBA Ka GLEHKAaTa OT KOMHCHATA 32 HesasycuM nipernen (IRC) (camo

Ouenkara na KoepMUMEHTa HA PHCKA ce OCHOBABA Ha Mojen Ha Cox, crpaTndHumpana

o IP1 puck 1 cramifi Ha saGonsrarero. KoedutineHT Ha pick < | coun npenuMcTeo 33 BR-

CAP,

B

NPOAYKTA.
T

B3 ocHoba #a otteHkx no Kaplan-Meier Ha cTerenTa Ha npexHBAEMOCT Npy

B13 ocHoa na Log rank recr, crpatvduimpan ¢ IPI puck # craguii Ha 3a6onasanerto.

 Manonspar ce crparnduimupaqy tabnuud Ha Mantel-Haenszel 3a onenxa xa oBuoto
CBOTHOMEHUE Ha pUCKa, ¢ IPI puck u cTagua Ha 326onaBaHeTO, KATO CTPATHRPHKAUMOHHK
dbaxropu. CrorrHomerne Ha prck (OR) > 1 coun npeanmcrso 3a BR-CAP.

[

x

3a00ABaHETO, KAaTO CTpaTUudUKAUMOHHK hakToph.

3

IOTBBLPACHO OT KOCTEH MO3bi 1 LDH,
CR=IIwaen otrosop; CRu=IInaen otrosop, nenotsspaen; PR=Uactuden otrosop; Cl=
Hoseputener unrepsat, HR=Koedpuunent Ha puck; OR= CLOTHOUICHHE HA MIAHCORETE;
I'TT=Tpyna Ha HaMepeHye 33 NeYeHKHE

Bimousa Beunkt CR + CRu, cnopen IRC, kocren Mo3sk u LDH.
P-ctoitnoct ot xu-kBanpar tecra Ha Cochran Mantel-Haenszel, ¢ IP1 4 cragns Ha

Bxmousa semukn papponoruuin CRHCRu+PR cniopen IRC, He3asHcuMo fany €

Menuanara Ha npexupfeMocT §e3 mporpecia no NpeueHKa #a uacnenopatens € 30,7 Meceua
B rpynara Ha BR-CAP u 16,1 Mecena B rpynata na R-CHOP (xoeduument ua puck (HR] =

0,51; p < 0,001). Cramcruyecky 3nauumo nonobpense (p < 0,001) B mon3a Ha rpynata Ha




(Meznmnada 40,6 cnpamo 20,5 Mecenia ). Meanana Ha NPOIBLUKUTENHOCT HA ITBIIEH OTTOBOP ¢
42,1 meceiia B rpynara Ha BR-CAP B cpasrenne ¢ 18 mecena B rpynara ua R-CHOP.
IipoazinxuTentocTTa Ha IMRIHMA OTTOBOp € 21,4 Mecena no-abNra B rpynara #a BR-CAP
(Mennana 36,5 mecena cnpamo 15,1 Meceua 8 rpynara ua R-CHOP).OxoHuaTennusST aHANM3
Ha OS e HanpaBeH cnel NEPHOA Ha HpocieagBaHe ¢ MEAHaHa or 82 Meceua. Menuanara ba
OS e 90,7 meceua 3a rpynara Ha BR-CAP B cpabHenne ¢ 55,7 Meceua 3a rpynara Ha R-
CHOP (HR=0,66; p=0,001). Habmonasanara Kpaiina Meauana Ha pa3nukata B OS mexay 2-
Te IpyIH Ha nedeHue € 35 Mecena.

UalmenTy, IeKYBaHH NPSAM TOBA 38 AMUACK103a Ha JIEKHTE BEPUIH

[TposeseHo ¢ oTaopeHo, Heparaomusnpano ®asa /11 npoyusaue 3a onpeensue Ha
GesonacxocTra H edHKacHOCTTa Ha GopTe30MUb NpY MalMEHTH, NeKyBaHK NPeIH TOBA 34
aMHI01 3033 Ha nekuTe Bepuru. [To BpeMe Ha npoyuRaneTo He ca HalMOJaBaHH HOBU
ch0BpakKeHNs IO OTHOWICHHE HA Ge30M1acHOCTTa, Mo-clelHanto Gopre3oMub He 06oCTPS
YBPeKIAHUATA HA TAPreTHUTE opranu (Chpue, 6ubpenn u yepen pol). IMpu
U3CIeOBATEICKI aHAIN3 Ha euKacHOCTTA ce chobiuasa 67,3% uectora Ha OTroBopa
{Bxmiountento 28,6% 4eCToTa Ha MBEH OTIOBOP) UIMEPEH MO XEMATOIOTHYEH OTroBop (M-
TIPOTENH) NPH 49 OLCHEHN TIALMEHTH, JIEKYBAHH ¢ MAKCHMAITHO JIONYCTHMHTE JO3M OT
1,6 mg/m® cenmuuno W 1,3 me/m® n8a MbTY ceAMITHO. 32 KOXOPTHTE Ha Te3u N034,
KOMOHHYpaKaTa ¢ JHOTOAUIITHA TipeskusaeMoct e 88,1%.

eauaTpuyna nonyaanys
EBponefickaTta areHiMa 10 JieKapcTBaTa 0CBOGOKIABA OT 344 B/KEHHETO 33 NPEJOCTABAHE Ha
Pe3yaTaTU OT BPOYUBaHKA ¢ OOPTE30MNE BBB BCHUKH NOATPYNIH HA NEAHATPUUHATA
monynauus ¢ MysITHiUted muenom u MCL (Bik. Touka 4.2 3a unbopmanus OTHOCHO Y oTpeda
B MEAHATPUATA).

Ipoyusane dasa I, ¢ exHO pamo, 33 aKTUBHOCT, GE30MACHOCT H GapMaKOKHHETHKA,
npoeeneno ot Children’s Oncology Group, olieasa axTHBHOCTTa ipn 100apgHe Ha
Gopre3oMul KbM PEHHAYKUMORHA HOMHXHMIOTEPANIUS NP NEARATPHYHH K MIIaU
BB3PACTHH NALHCHTH ¢ TUMpOHAHH 3/10KA4eCTBEHY 3af0onsBanus (NpekypcopHa B-KkieThuka
octpa anmpobnacrna nepkemnd [acute lymphoblastic leukemia, ALL] ¢ T-knetbuna ALL n
T-knersyen numdotnacren numbom {lymphoblastic lymphoma, LL]). EdextrpHa cxeMa Ha
PEHHIYKIMOHHA OMHXUMHOTEPAIid ce rpiiaara 8 3 bnoka, BopresoMu® ce npunara camo
npy bnok 1 v 2, 3a Aa ce u3Gernar nOTEHUMAIHH NIPHIOKPHBAIM CE TOKCHYHOCTH C
€RHOBPEMEHHO NPHAOKEHHTE JIeKapcTea oT Brok 3.

Hnntmsr orropop (CR) e ouenen B kpas ua briok 1. [Tpu B-ALL nauuesTs ¢ penuays B
pamxnTe Ha 18 Mecenla oT anarHocTHUMpareTo (n = 27) nponentsT Ha CR e 67% (95% CL:
46 - 84); 4-meceunara npexusemoct 6e3 crbutHe e 44% (95% CI: 26 - 62). Ipu B-ALL
MaLMEeHTH ¢ PEUKIUB B paMKHTe Ra 18 - 36 Mecena ot muarHoctHumpaneto (n = 33)
npoueHTsT Ha CR & 79% (95% CI: 61 - 91) u 4- meceunara npexuBsaemMoct 6e3 chbuTHE €
73% (95% CI: 54 - 85). [IpouesTrT Ha CR NpH HAUMEHTH C ITRPBH peuHaMB upk T-KIeTh4Ha
ALL (n =22) e 68% (95% CI: 45 - 86) u 4-Meceunara npexupseMoct Ge3 crbuthe ¢ 67%
(95% CIL: 42 - 83). OruetennTe RaHRH 32 eUKACHOCT C& CYNTAT 3a HeyOeauTeTuy (B, TOUKa
4.2).

140 nauuenTr ¢ ALL uan LL ca BKNIOUeHH U OueHeHH 33 Ge3011acHaCT; CPEARATa BB3pACT e
10 ronnyu (ot 1 - 26). He ca HaGmogaBaHu HOBK CHIHAMH 110 OTHOMIEHNE Ha Be30NACHOCTTA
npy fobaBaHeTo Ha SopTe3oMHb KM OCHOBHATA CTAHAAPTHA XUMHOTEPATHA PU
NEAMATPHYHA MPEKYpPCopHa B-Kkiersyna ALL. Cnenuute HexeNnaHu NeKapCTBEHH PeaKumy
(Crenen = 3) ce Habmoaapar ¢ No-BHCOKA YeCTOTA NPU TEPANERTHYHA CXeMa, BK/IIOYBA
Goprezomub, B cpaBHEHNE C PETPOCIEKTHEHO KOHTPOJIHO [POYYBAHE, MIPH KOETO OCHO,




CXEMa Ce TIpHIara caMocToaTenio: B bok | nepudepna cenzopHa HeBponatis (3% cnpsamo
0%); uneyc (2,1% crpamo 0%); xunokcus (8% cnpsamo 2%). Hama nadopmanus 3a
BE3MOXKHH [OCTEACTBHA HIH 32 TEMIIOBETE Ha PAa3BMTHE Ha NepudepHa HEBPONATHS B TOBa
npoy4eaye. Habtoaasana ¢ no-spcoka 9ectora Ha uHekund cbe CTerteH > 3 HeyTponeHus
(24% capsamo 19% npu Bnok 1 1 22% cnpsamo 11% mpu Briok 2), nosumuena ALT (17%
cupamo 8% nipu brok 2), xunokamemns ( 18% cnpamo 6% npr Brok 1 1 21% capsmo 12%
npu briok 2) u xunonarpuemus (12% cripamo 5% npu baok 1 u 4% cnpsmo 0 npu Bnox 2).

5.2 MapMaKOKHEHETHIHR CBOHCTBA

Adcopbuns
Crien unTpaBeHo3Ho Gostyc npuiiosenne Ha 1o3v ot 1,0 mg/m? u 1,3 mg/m? na 11 naunenty

¢ MYATHIIICH MHESIOM H CTOHHOCTU Ha KPEATUHWHOBHA KTHPBHC 10-BUCOKH OT 50 ml/min,
CpelHHTe MAKCHMAIIHU (1a3MeHU KOHUEHTPAUWH CiieA TbpBata Jo3a Sopresomut ca Suau
cBOTRETHO 57 v 112 ng/ml. [Ipy mocnenpaiy 1031, HAOMONABAHKTE CPEAHYN MAKCHMATHM
TUIA3MEHH KOHLUCHTpauuK sapupat ot 67 1o 106 ng/ml 3a 1032 ot 1,0 mg/m? u ot §9 10
120 ng/mi 3a po3a ot 1,3 mg/m>.

(TpH nprioKeHHe Ha HHTpaBeHosHa Goayc MM NojKkoXkHa NHKexkms oT 1,3 mg/m? npn
MAUHEHTH ¢ MYNTHILACH MHEoM (N = 14 B IPy1aTa HA WHTPAREHOIHO MPHIoKEHHe, h = 17 B
FPyfaTa HA NOAKONKHO NPHNOKEHNE), 00IUATA CUCTEMHA EKCITOBHUUA CREL MHOTOKPATHO
aosupane (AUCias) & e1HAKBA IPU MOAKOIKHAOTO M HHTPABEHO3ZHOTO NpHokenue. Cien
BOAKOXKHO NpynokeHne Crax (20,4 ng/mi) € no~HUCKa 0T T23H HPH UHTPABEHO3HO
npunoxenue (223 ng/mi). l'eometpuunara cpeaua croiinoct na AUC;,q e 0,99, a 90%
NOBEPHTETHY UHTEpBANY Ca B rpanuuiTe 80,18% - 122,80%,

Pasnpenenenue

Cpenuuar obem na pasnpesenenne (Vd) na GopresoMmus sapupa ot 1 659 — 3 294 | cren
CAHOKPATHO WM MHOTOKPATHO WHTPABEHO3HO TIPWIOKEHHE Ha 103a 1,0 mg/m® naw

1,3 mg/m” nipn nauyenTH ¢ My TTHIINeH Muenom. ToBa 03tHayasa, ue Goprezomub ce
pasnpesnens WHPOKO KbM Tieprudiepunte Thkaku. [lpu koHueHTpauun Ha Sopresomn® Ha
ananazona 0,01 —- 1,0 pg/ml cappasarero in vitro ¢ nasMesmMre NPoTenHM e cpenHo 82.9% aa
yoBeurka nnasMa. @pakuusta Ha 60pTe3oMHE, CBLP3AHA ¢ NUIA3MEHITE NPOTEHHN HE €
3aBUCUMA OT KOHUEHTPAHATA.

Buorpancdopmauus

Tpoyusanus in vitro ¢ 4oBeUIKM UEPHONPOGHI MHKPO3OME K Yoseink cJJHK-excnpecupany
unroxpom P450 uzoenaymy nokassar, de Gopre3omud ce MeTaloM3Npa FIABHO
OKCHJATHBHO uped UMTOXpoM P450 eHzumu, 3A4, 2C19 u 1 A2. OcHoBHuAT MeTaBONUTEH BT
e neboponusauma H Gopmupare Ha a8a acboponusupani MeTaboMITa, KOWTO BHOCISACTAHE
TPeTHPNABAT XUAPOKCHARPAHE A0 HAKO/IKO MeTabonmTa. JleGopounsupannte MeTabonuTH Ha
Oopresomud ca HeakTHBHI KaTO 265 NPOTEO30MHY HHXUOUTOPHU.

Enumunupane
CpeasuaT e/MMRHAIMONEH TIONY KMBOT (t/2) Ha GOpre30Mub CICA MHOTOKPATHO NPUAAraHe

Bapupa o7 40 j10 193 uaca. Bopresomud ce enMMHHUPa M0-GBP30 CASA NbPBATA 033 B
CPaBHEHUE CBC CIC/ABALLIMTE 103K, CPeARUAT TOTaNIeH TeNIeceH KnMpsHe e 102w [12 Vhenen
fipyiarale Ha Lpea 103a 0pu 103K chorsetto 1,0 mg/m” u 1,3 mg/m?® u Bapupa ot 15 - 32

/b u ot 18 ~ 32 I/h, crien nocneapamo npunarase Ha 103m cwoteetHo 1,0 mg/m® 1 1,3 mg/|

Crieudaidy 0oayaatuy




Yepnodpobno yepexcoane

EdexrsT Ha yepHOAPOGHOTO yRpeknane BEPXY QapMakokiHEeTHKAT: Ha Goprezomud ¢
OueHeH B npoy4ysarie asa | 110 BpeMe Ha ILPBYA TEPAREBTHYEH LKKBR, BIOTIOYBAIO 6]
HaLUHCHTH NPEAUMHO CBC CONMIHM TYMOPH ¥ PA3NMYHa CTENIEH Ha 4EPHOAPOGHO yBpeKaane,
lpu Ao3k Bopresomu® mexny 0,5 no 1,3 mg/m’, B cpasnensge ¢ naimerTuTe ¢ HOpMaTHa
HePHOAPODHA (yHKINS, NEKOTO YEPHONPOGHO YBpEKAAHE HE [IPOMEHA 4030-
HopManusnpanatra AUC sa Goprezomub. Bunpexu ToBa, epeauTe cTORHOCTY Ha 103a-
nopmanusnparara AUC ca ce nosrLnims ¢ oxono 60% npu nalmMedTy c YMEPEHO 30 TEKKO
4epHOApaGHO yBpexaane. TTo-uHcka HAYANHA 1038 C& NPETIOPLYBa OpW MAUHEHTH ¢ YMEPEHO
0 TEKKO HePHOAPOOHO YBPEX/Iate, KATO Te3n NAUHEHTH TPIGBa CTPUKTHO 18 ce
Apocieassat (Bxk. Touka 4.2, Tabamua 6).

Bvbpeuna yepescoane

DapMAKOKUHETHUHO IPOYIBAHE € NPOBEKAAHO NPH NALMEHTY C PA3NKH4HKN CTENCHY Ha
OBOPE4HO yBPEKAaHE, KOHTO Ce KnacHPUUHpaT ¢poOpasHO TEXHUTE CTOHHOCTH Ha
KpeaT#HUHOBUA KnkpbHC (CrCL) B cheanure rpynn:

Hopmastmo (CrCL 2 60 mVmin/1,73 m?, n=12), nexo (CrCL = 40-59 mi/min/1,73 m2, n = 10),
ymepeno (CrCL = 20-39 mi/min/1,73 m?, n=9) u Texxo (CrCL< 20 ml/min/ 1,73 m%, n = 3).
["pynia nManmsnpass naUMeHTH, KOWTO Ca A03UPaNY Ciea JAHATIM3a, CBINO © BKIIOYEHA B
npoyusaneTo (n=8). Ha malmesnTure ca upHaarani HHIPABEHOIHK 1031 0T 0,7 110 1,3 mg/m?
Gopreaomud aga muTH ceaMUMHO, EXCosHIuMATa Ha Boprezomub (n02a-HopMAIMIMpAHK
AUC 1 Cnax) € CpaBHMMA BBB BCHYKH MPYIH (B, TOUKA 4.2)

Buwspacm

DapmakoKHHETUKATa Ha GopTe3oMHib ce onpeaens cien Gonyc HHTPaBEeHO3HO NPUNDKEHNE
NBA NBTH CEAMUYHO B 1034 o 1,3 mg/m2 Ha 104 nepuarpuunn naupentn (2 - 16 FOAHBEH) ¢
octpa Inm@olnactHa neskemus (ALL) wau ocTpa Muer0uaHa JesKkeMus {AML). B1p3 ocHoBa
Ha MONYNAUMOHEH (apMakOKAHETUMEH aHATHE, KTHPBHCHT Ha 60PTe30MN6 Ce NOBMINARA ¢
YBe/lndasane NNoilTa Ha Tenechara noekpxuoct (BSA). Cpeaunsa reometprder (% CV)
kmupre € 7,79 (25%) I/hr/m?, oGeMbT Ha pasnpeaeneHue NpH CTAUHOHAPHO CHCTOAHME e 834
(39%) Vm? u enMMHUHALMOHEHAT nonyxuBot e 100 (44%) gaca. Cien xopurupare va BSA
edpexra, Apyru gemorpaicky JaHHH, KATO BB3PACT, TEAECHO TENIO M HOM HAMAT KIHHHIHO
3HaYUMH €(eKTH BLpXy KIHMpHHCa Ha SopTesomud. BS A-KOpHrUpaHUAT KAHPBHC Ha
GopTe3omMu NpH NEANATPIYHM NALKEHTH € NONOGEN Ha TO3H, HAGMOAaBaH MpPH BB3PacTHH.

5.3 Hpeaxnunuunn A3annn 3a Ge3onackocT

bopresoMud € nosoXuTeNIeH 3a K1ACTOTEHHA AKTHBHOCT (CTPYKTYPHH XPOMOIOMHH
afepauuu) RpH in vitro NPOYUBAHE 33 XPOMOBOMHM alepauuy ¢ KNeTKy oT IHIHKK Ha
kuTakcky xamctep (CHO) npy koHuentpaunn ot nopsaabka na 3,125 pgiml, KogTo & Haii-
HUCKaTa OUCHABANA KORUSHTPala. BopTe2oMub He € reHOTOKCHYEH, IIPY ik Vifro MpoyURate
3d MyTAreHHOCT (Ames TeCT) 1 in vivo MAKPOHYKIEYCEH TECT NPH MUKW,

Hpoy«gatna 3a TOKCURHOCT Ha PA3EMBAMINS CE OPraHUILM TIPH TUIBXORE M 3a#Uu ca
NOKA3ATH eMOPHO-PeTATHa CMBPTHOCT P4 A03H, TOKCHYHH 33 MAliKaTa, HO NHITCA Ha
AMPEKTHE eMOPHO-(eTaTHA TOKCHYHOCT IPH J103M JIO TOXCHYHUTE 32 Malikara. [Tpoy«radus
33 GEPTHITMTET He ¢a [IPORCHIAHH, HO € N3BBLPLIEHA OLEHKA Ha pPenpoayKTHBHUTE THKAHM,
NpH NpOyYBaHHATA 33 00Mma TokCHHROCT. HabmoAasany ca JercHepaTneni e(eKTH BEPKY
TECTHCHTE U KHYHKLIKTE 1IPH 6-MECEUHO RPOYHBAHE NPU ITBLXOBE. 3aTORA € BEPOATHO
GopTe3oMub 3 UMa MOTEHUHARHH eDEKTH KAKTO BLPXY MBLKKHA, TAKA W FHPXY KEHCKU
heprunutet. TIpoyuBaHus Ha REpH- H DOCTHATATHOTO Pa3sBHTHE HE Ca NPOBENIAHH,




[Tpy My ITHLMKIVYHY TIPOYYBaHHA 38 00Ia TOKCHYHOCT, IPOBE/ICHH ¢ TUTBXOBE ¥ MaiMyHH,
OCHOBHUTE LPULIENHY OPFradi BKITKOYBAT CTOMANIHO-YPEBEH TPAKT, KOSTO AOBEKIA 40
TIORPBIAHE WHIH JHAPHSA, XEMOTOETHYHA M TMM(PHA ThKaHH, BOACIIO A0 WHTONEHHY B
nepndepHara kpoa, aTpodus Ha JuM(poMIHATa THKAH 0 XHIOUENY NAPHOCT B XEMOTIOETHUHHS
KOCTEH MO3BK, nepitdepHa HeBponarus (HabMIOLARAHA BPY MaiMy HUM, MUIIKH ¥ KYYET2),
3ACATANIE AKCOHHTE HA CEH30PHHTE HEPBU W JIEKH npoMelw B GnOpeunte. Bensiky Ten
TAPreTHH OPraHu ca NOKA3AIH YACTHYHO TO ILITHO BLICTAHOBABAHE C/IEA CIHpaHe Ha
JACYEHHETO.

Ha Hazara na npoyyBanus NpH )KHBOTHM, 2KO HMa HAKAKBO npeMuHaBaHe Ha Gopreaomul
pe3 KPLBHO-MOIBYHATA OApUEPa, TO WIMTEKAA '€ OTPAHHYEHO, H 3HAUNMOCTTA MY T11PH
XOpaTa &€ HEU3BECTHA.

DapMaKoNOrHYHK CHPACHHO-CBIOBH HICACHBALHA 32 §e30NaCHOCT, NPORSIEHN NPU MafiMyHI
¥ KyYeTa NOKA3BAT, Ye UHTPABEHOZHH RO3H, IPEBHILABAIM NPUOTAINTENHO IBA A0 TPH (ILTH
APENOPLYBAHATA KIMHUYHA 403a B mg/m’, ¢a CBLP3AHY C NOBHILABAHE HA CHPICYHATA
4ECTOTA, NOHKABAHE HA KOHTPaKTHIHTETA, XUNoTeH3ua 1 cMBpT. [Ipn ky4era
NOHMKABAHETO HA CHPACHHHA KOHTPAKTHIUTET 1 XHIIOTCHIUATA €A CRBPIAHM C OCTPO
BBLBEKAAHE HA HONOKHTENAN HHOTPONHY WM Npecophy arendty. OCBeH TOBa, [Py
H3CNeJBaHUATa NPK KyHeTa e Ouno Habmonasado cnalo ysenugasade Ha Hopmasinug QT-
HHTCPBAN.

6. PAPMAHEBTUYHH JAHHHK

6.1 CruekLK Ha NOMOIWHATE BEWIECTBA
Manwron (E421)

6.2 HechBMecTHMOCTH

Tozn nekaperser NMPOAYKT HE TPAORA 1A ©& CMECBa ¢ JIPYTHl JICKAPCTBEHH TIPOAYKTH, €
HIKMOUEHHE HA NTOCOMEHHTE B TOUKa 6.6,

6.3 Cpox na roanocrt

Hepasneyaray duaxon
3 rojnHu

Cael pazrsapaye:

XyumuuHata u Guznuna crabuAHOCT e AoKa3aHa 3a 8 waca npu temneparypa 25°C u 60%
OTHOCHTENIHA BAAXKHOCT, HA TBMHO, KAKTO BLB (hIAKOH, TaKa W B CTIPUHLIOBKA OT
AOIHIPONUISH.

OT1 MUKPOOHOAOIIYHA FIEIHA TOUKA, UPOAYKTHT TPAOBA Aa ce u3nonisa #esabasho. B
cAyyait, 4¢ He c¢ H3MoN3Ba He3abaBHO, NEPHOILT HA M3MO/TIBAHE i YCIOBHATA 33 ChXPAHEHHE
npens yitorpeba ca oTroBopHOCT Ha notpebuTes U 00UKHOBEHO He TPADBA A2 npesuilasatr
24 yaca npu Temnepatypa oT 2 — 8°C, ocBeH ako pa3TBapAHETO/Pa3pexIaHeTo (M T.H.) He ¢
H3BLPUIEHO NPH KOHTPOJIHPAHN 1 BANWANDAHH ACEHTHIHU YCIOBUA.

6.4 Cnenuaiuu YCI0BHA HA ChXPAHEHHE




Ceuxpanssaiite QnakoHa BLB BTOPHYHATA KAPTOHEHA ONAKOBKA, 3a /2 C& NPeAnasy oT
CBCTIHHA.

Tosu JICKAPCTBCH IIPOAYKT HE N3UCKBA CNEIIHANHN TEMITCPATYPHH YC/I0BHA Ha CBXPAHEHME.
3a ycnoBuATa Ha ChXPaHEHUE CIIEN PAsTBApPAHE Ha JeKapCTBEHUS NPOAYKT, BUXKTE TOYKA 6.3,

6.5 Bax 1 ¢habpikany¢ HA ONAKOBKATA

Bopremuen 3.5 mg ce npeanara Be8 duiakoH ot SesuperHo cThk0 T 1 10R (¢ HoMuHameH
ofem o1 10 ml), cbe 3anymanka ot 6poMoSYTHIOBA T'yMa H CHHS OTUYNBAIIA CE KAMAYKA.
Bceaxa onakoBka chabpka 1 dakoH 3a eqHokpaTHa ynotpela.

6.6 Cnenunannu NpeinasHE MEPKH OpH HIXBLPJIAKE A padoTa

O8mn npennazHg MepKH

BopresoMud e UUTOTOKCHYESH IPCAYKT. 3aTORA N0 BpeMe Ha pafoTra U NpHroTBAHE Ha
Bopremien ¢ He06Xx0aHMO nOBMINEHO BHUMAaHUe. TIpenopsusa ce, ynorpebara Ha pLKaBHLy
U APYrO 3aLHTHO 0OIKI0 32 NPLANA3BAHE OT KOHTAKT ¢ KOKATA.

Mo Bpeme Ha pabora ¢ Bopremuen tpadpa CTPUKTHO Ja Ce CMA3BA ACCHTHYHA TEXHMKA, Thii
KATO TOH HE CHABPKA KOHCEDBAHT.

Hwma ciiywau ¢ daranen M3Xol NpH HeTIpeTHAMEPEeHO HHTPAaTEKaIHO IPHNOKEHHE HA
Bopresomub. Bopremuen 1 mg npax 3a HHKEKUHOHEH Pa3TBOP € CAMO 32 WHTPaBEHO3HO
nipuAcKene, Aokato Bopremuen 3,5 mg npax 3a HHKEKUHOHESH PA3TBOD € 33 MHTPABEHOZHO
HIK OAKOXHO NpunoxkeHue. Bopremuen He TpadBa [a ¢& HpHIAra HHTPATERATTHO.

MHCTPYKUMK 38 OPUIOTEAHE

Bopremuen Tpafpa na ce parBaps 01 MEAHHMHCKH CHEIHANINCT.

Beexu dnakon 6R (HomunarieH obeM 6 ml) Bopremuen tpsOpa BHUMATENHO 14 Ce Pa3TBOpH
B | mi HHkeKIMOHEH pasTBop Ha KaTpres xaopua 9 mg/ml (0,9%), kato ¢e Nanon3sa
CIPHHLOBKA ¢ OOXONMML pasMep, Oe3 Aa ce OTCTpaHsRa 3amyIIAIKATa Ha HAaKoHa.
JuounnaupaHusaT Mpax ce pazTBaps HABIHO 33 TIO-MANKO OT 2 MHHYTH.,

Cres npuroTssue, sceru ml pasTeop ckabpaxa 1 mg dopresomud. lipuroreeHusT pasTeop €
Guctep M GeanBeten, ¢ kpaiino pH or 4 10 7.

Ipeny npunoxexse pasTEoPST TPAOB2 03 Gbie BUSYAHO NPErieiad 38 HANUIUE HA BHAWMU
4ACTHLM M MPOMAHE B LBeTa. AKO ce HADNI0AaBa HEKAKRA TIPOMAHA B UBCTA WIM BHAMMU
QACTHUH, TPUTOTBEHHAT pa3Teop TpsORa Na ce M3XBLPNY.

Humpagenosua unycexyus

Beeku ¢unakon 10R (nomunanen obem 10 mil) Bopremuen tpabea stHuMarendo na ce
pasteopd ¢ 3,5 ml nHKeKIMOHEH PA3TROP Ha HATPHER XaopHa 9 mg/ml (0,9%), karo ce
H3MON3RA CHPHHLOBKA ¢ NOAXONAL pasMep, Oe3 Aa ce QTCTPaHABA 3aMyLIATKaTa HA (PrakoHa.
Jluodninn3upanusT Npax ce pazTRaps HAIMBIHO 34 (10-MATKO OT 2 MUHYTH,

Caen npurorsane, scexu ml pasTeop cbabvpxa 1 myg doprezomud. TIpuroTeeHusT pasTsop e
BueTep 1 He3znBeTeH, ¢ kpaiine pH ot 4 no 7.

Tpeay npunoxetine pazreopuT Tpadea Aa HbAe BU3YAIHO NPErIEIaH 28 HATUMHE HA BUIUMH
YaCTHLM M NIPOMAHA B 11BeTa. AKO C& Ha0/lI0AaBA HAKAKBA N1POMAHA B LIBETA WITH BUAHMH
9aCTHLN, NPUIOTBSHUAT Pa3TBOp TPAOBa A2 Ce WIXBBPIIM.

Hooxooicua unacexyus




Boexu prakon 10R (HomuHanen obem 10 ml) Bopremunen Tpsbsa BHUMATEHO A4 ¢
pazrsopit ¢ 1,4 mi WikekunoRen pasTBop Ha Hatpues xopua 9 mg/mi (0,9%), karo ce
H3non38a CAPHHLIOBKA ¢ NoAXoAs pa3mep, 6e3 Aa ce oTeTpaHaBa 3anyiankara Ha
drakona. JInoQHANINPpauyaT Npax ¢ce pasTBaps HarbAHO & NO-Manko oT 2 MunyTu. Cnef
pasTeapsHe BcexkH ml pa3TBOp ChABbpKA 2,5 mg Soprezomuld. TTpuroTBeBUAT pa3TBOp ¢
O6ucTsp 1 Oe3useren, ¢ kpaiino pH o1 4 o 7. Tpeaw npunoxenne pazTeopsT Tpadsa na Gviae
BH3YANTHO MPETISHaH 33 HAJIHYME HA BHAUMH HacTHUHM i BPOMAHA B LBeTa. AKO ce
HaOM0aaBa HAKAKBA MPOMAHA B LUBETA WIH BUAMMY YaCTHUH, (IPHrOTREHUST pasTBOD TPHGBA
1A ce U3XBBPAN.

H3xprpisHe
Boprezomud e camo 3a egHokparHa ynorpeda

HensnoseaHuAT NekapeTBeH APOAYKT MK OTNIAALYHHTE Marepyaiy oT vero Tpsbea aa ce
HIXBHPAAT B CHOTBCTCTBHE C MECTHHTE HIUMCKBAHWA.
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