INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

VELCADE 1 mg npax 3a HHXeKIIHOHEH pa3TBOp

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcexu ¢makon cpappika 1 mg 6oprezomud (bortezomib) (kato MaHUTONT GOPOHOB €cTep).

Cnen pastBapsine, | ml OT HH)KEKIIMOHHHS Pa3TBOP 32 HHTPABEHO3HO MPUIIOKEHHE ChIbpika 1 mg
o6opTe3oMuo.

3a IBJIHKUS CIIMCHK Ha IMMOMOIIHUTE BEIECTBA, BUKTE To4Ka 6.1.

3. JJEKAPCTBEHA ®OPMA
IIpax 3a HHKEKIIMOHEH Pa3TBOP

bsin mo moutu Osu1 MMOGUIN3AT WK TIPax.

4. KJIIMHUYHU JAHHHU
4.1 TepaneBTHYHHN NOKA3ZAHNUS

VELCADE kaTo MOHOTepamus Wik B KOMOMHAIHS C MIETHINPAH JIMITO30MEH JOKCOPYOUIIMH UITH
JIeKCaMeTa30H € MOKa3aH 3a JICUCHUE Ha MPOTPECUPAIIl MYJITUIIIICH MUEJIOM TIPH Bb3PACTHHU MAIUEHTH,
KOUTO Ca IMOJIYYHJIH [TOHE €JIH BH/| IIPEAMIIHO JeUeHHE U Bede ca OWIIH MOIJI0KEHH HITH ca
HEIMOAXO/ISINHY 332 TPAHCIUIAHTAIINS Ha XEMOIIOETUYHH CTBOJIOBH KJICTKH.

VELCADE B komOuHauus ¢ MenganaH 1 IpeAHNU30H € MOKa3aH 3a JICUCHNUE Ha Bb3PACTHH MALlUCHTH C
HEJIEKYBaH MYJITHUIIJIEH MUAEIOM, KOUTO ca HEMOAXOAAIIH 3a BUCOKOI030Ba XUMHOTEPAITHUS C
TpaHCIIJIAHTALMS Ha XEMOITOETUYHH CTBOJIOBH KJIETKU.

VELCADE B xoMOuHarus ¢ JeKcaMeTa30H WIH C TEKCAMETA30H U TATHIOMHU]L € [IOKa3aH 3a
WHIYKITMOHHO JICUCHHUE Ha BH3PACTHU MAIIUCHTH C HEJICKYBaH MYJITUILICH MUEJIOM, KOUTO ca
MOIXO/ISIIIIN 32 BUCOKOI030Ba XUMHUOTEPAIHSI ¢ TPAHCIUIAHTAIIAS Ha XEMOIIOETUIHH CTBOJIOBH KJIETKH.

VELCADE B koMOHHaIHs ¢ pUTYKCHMa0, nukiopochaMu, J0KCOPYOUIIMH U MPEIHNU30H € MOKa3aH
3a JICUCHUE Ha Bh3PACTHHU NAIIMEHTH C HEJICKYBaH MaHTEIHOKIIEThUCH JIMM(OM, KOUTO HE ca
MOAXO/SIIY 332 TPAHCIUIAHTALMS HA XEMOIIOETUYHH CTBOJIOBH KJIETKH.

4.2 I[osnponlca N HAYMH HA NPUJIOKECHUEC

Jleaenueto ¢ VELCADE Ttpsi6Ba na 3anouHe 1o HaOIIOJCHUETO Ha JIeKap C OIUT B JICUSHUETO HA

onkosornunu nanuentd. VELCADE moske fa ce mpuiara 0T MEIUIIMHCKH CIIEIIHAIACT C OIUT TIPH
ynotpebaTa Ha xumuotepaneBTuuHu cpenctsa. VELCADE Tps6Ba na ce pa3TBaps OT MEIUITUTHCKU
crieruanucT (Bx. Touka 6.6).

J103upoBKa IpH JICYUEHNE Ha Iporpecupal] MyJTHIUICH MUEIOM (IIALIMEHTH, KOUTO Cca HOJYYMIM OHE
€JTHO IIPEAIIECTBAIIO JICUCHHE)

Monomepanus

VELCADE 1 mg npax 3a WHXEKIIHOHEH pa3TBOp Ce MpHiara KaTo MHTPaBeHO3HA MHXKEKIINS B
IpenophUUTENHa 103a oT 1,3 mg/m? TeaecHa HOBBPXHOCT JIBA IIBTU CEAMHUYHO B IIPOILIDKEHUE Ha JBE
ceamuny Ha fieH 1, 4, 8, u 11 B 21 nHeBeH sneyeOeH muKbI. To3u 3-ceMMUYEH IEpUOJT CE CUUTa 3a
nedebeH nukbi. [Ipenopruntento e manueHTute aa noiaydat 2 mukbia ¢ VELCADE cnen




MOTBBP)KJaBaHE Ha IIbJIEH OTroBOp. [IpenopbuBa ce ChIo MALUEHTUTE C OTTOBOP, KOUTO HE ca
MOCTUTHAJH IThJIHA PEMUCHS [1a rofy4asat oo1mo 8 uukbiaa nedenne ¢ VELCADE. Mexay nse
nocnenoBatennu 1034 VELCADE tpsi0Ba na usmuHar mmone 72 vaca.

Aoanmupane Ha 003ama no gpeme Ha Je4eHuemo u NOBMOPHO BbBENCOAHe HA eyuenue Npu
Monomepanus

Jleuenneto ¢ VELCADE TtpsioBa 51a ObJie CIIpsiHO MPH TOSBA HA BCSIKA HEXEMATOJIOTHYHA TOKCHYHOCT
ot CreneH 3 WIn BCsAKa XeMaTOJOTMYHA TOKCHYHOCT OT CTeneH 4, ¢ N3KIII0YeHHe Ha HEBPOIATHs,
KaKTO € M3JI0’KEHO MMO-101y (BX. cblo TouKa 4.4). Ciiex 0T3By4aBaHe HA CHMITOMHUTE Ha TOKCUYHOCT,
neyennero ¢ VELCADE moske 1a 6bJ1e 3a104HATO OTHOBO € 1032, HamaseHa ¢ 25% (1,3 mg/m?
Hamanesa 10 1,0 mg/m?; 1,0 mg/m? namanena g0 0,7 mg/m?). AKO TOKCHYHOCTTA HE OT3BYYH HJIM aKO
ce MMOsIBM OTHOBO TIPH Hail-HUCKaTa 103a, TpsAOBa Aa ce 0OMUCIIM MPEyCTaHOBSIBAaHE HA TEpanusTa ¢
VELCADE, ocBeHn ako moji3aTa OT JISYeHHETO Ha/IBUIIIAaBa 3HAYUTEIHO PUCKOBETE.

Hesponamuuna 6o1xa u/unu nepugepna Hesponamusi

[lanmenTHTE, KOUTO UMAT CBBp3aHa ¢ 6OPTE30MUO HEBpOMaTHUHA OoJIKa W/wiu nepudepHa
HEBpOMaTHs CJe/Ba Aa ObJaT TPETHPAHH KaKTo € nmoka3aHo B Tabnuna 1 (Bxk. Touka 4.4). [lanueHtute
C MpeJIecTBalla TeXKKa HeBponaTus TpsaoBa na 0baar nekyBanu ¢ VELCADE camo crnex BHuMarenna
OLIEHKA PUCK/TION3A.

Tabnuya 1: Tlpenopvusano™® moouduyupane na 0o3ama npu HeepoOnRaAmusl, C8bP3ama ¢ bopmezomud
TesxecT HA HeBpONATHATA Mopaundunuupane Ha 103aTa
Crenen | (acumnromaruyHa; 3aryba Ha He
JIBIIOOKH CYXOXKHITHH peIIeKCH Wiln
napecrte3usi) 6e3 Oonka uiu 3aryoa Ha QyHKIHs

Crenen 1 ¢ 6onka niu CreneH 2 (ymepeHH Hawmanenune na VELCADE 1o 1,0 mg/m?

CHUMIITOMH; OTpaHUYaBa HHCTPYMEHTAIHUTE WIn

exenHeBHu nerHocTr (ADL)**) IIpomsiHa Ha cxeMara Ha JICUeHUE Ha
VELCADE na 1,3 mg/rn2 BE€IHBK CSIMHUYHO.

Crenen 2 ¢ 6omnka nin CreneH 3 (TexXKH Cnupasne Ha neuenuero ¢ VELCADE, nokato

CUMITOMHU; OTpaHUYaBa €XXeHEBHUTE NEHHOCTH | CUMIITOMHUTE HAa TOKCHYHOCT HE OT3BYYar.

no camoo0cmyxBane ADL**%) Korato Tokcu4HOCTTa OT3BY4H, IOBTOPHO

BBbBEkIaHe Ha neueHue ¢ VELCADE n
HamaJsiBaHe Ha jo3ara 0 0,7 mg/m? BeqHbK
CEJIMUYHO.

Crenen 4 ()kuBoTO3acTpamiaBamy nocienctsus; | llpekpatsaBane Ha tepanusita c VELCADE
MIOKA3aHa € CIEIIHAa HHTEPBEHLHS)
W/WITU TEXKa aBTOHOMHA HEBPOMATHsI

*

OcHoBaBa ce Ha MOTU(UIIUPAHE Ha J03aTa [TPU MPOYYBAHUS Ha MyJITUIUICH MuenoM, dasa Il u Il u
NOCTMAapPKETUHI'OBHUS OITUT. CTel’leHyBaHeTO € B CbOTBCTCTBHUEC C O6U_lHTe KPUTEPUU U TCPMUHOJIOIMS HAa HEKEIIAHUTE

ceoutnst (CTCAE) na Hamonanuus onkonormyer nHCTUTYT (NCI) Ha CALLL, Bepcus 4.0.
k%K o
Hnempymenmannu esiceOnesnu OeliHocmu. OTHACS Ce 3a IPUTOTBSIHE HAa XpaHa, Ila3apyBaHe Ha XpaHU WK IPeXH,

U3I0JI3BaHe Ha TenedoH, paboTa ¢ mapu u Jp.;

Eorceonesnu oetinocmu no Cd,MOO6C/lyDIC€aH€.' OTHACA CC 3a KbIIaHE, 00IMYaHe U c1;6m/ma1-le, XpaHCHE, U3I10JI3BAHE Ha
TOAJICTHATa, NPUEMAaHE Ha JICKAPCTBEHU NIPOAYKTH U HE3AJIC)KABAHE HA JICTIIO.

Kombunupano neuenue ¢ necunuparn iuno3omen 00Kcopyouyut

VELCADE 1 mg npax 3a HH)XEeKIIMOHEH pa3TBOp ce MpHiara KaTo MHTPaBeHO3HA MH)KEKIINS B
NPENOPbYUTENHA 1032 OT 1,3 mg/m? TejiecHa MOBBPXHOCT JBa IHTH CEAMUYHO B TIPOABIDKEHUE HA JIBE
ceamuny Ha fieH 1, 4, 8, u 11 B 21 nHeBeH seyeOeH UK. To3u 3-ceMMUYEH NIEpUOJT CE CUUTa 3a
neueOeH Kb TpsiOBa 1a MI3MHUHAT Hall-Mallko 72 yaca MEXIy JIBE MOCIeJOBATETHH JJO3U
VELCADE.

I[MerumpanusT JUMO30MEH JOKCOPYOUIIMH ce mpuiara B jo3a 30 mg/m? Ha JeH 4 oT JieueOHus UKD
¢ VELCADE karo 1 yacoBa uHTpaBeHo3Ha uH(Yy3us cien npuioxennero Ha VELCADE.

Moske 1a ce mpuiIokar A0 8 UKbJIa KOMOMHHPAHO JIeYeHHe, cTUra 3a00JIIBaHETO J]a He TIpoTpecHpa u
NAalUEHTHUTE J1a TOHACAT JeyeHneTo. [lanenTuTe, MoCTUrHANY ITBJIEH OTTOBOP, MOXKeE Jia MPOIBIIKAT C
olle MOHE 2 IUKbJIa CIIe ] IbPBUTE JaHHU 3a IIBJICH OTTOBOP, JOPH aKO TOBA Hajiara moBeye OT

8 nuksbaa. [lanMenTuTe, YMUTO HUBA HA MAapaNpPOTENH MPOABIKABAT J1a Ce MOHIKABaT U CJeN
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8 1MKbIa, CHIO MOXKE J1a TIPOIBIKAT, CTHTa JIa MOHACAT JICUSHUETO U JIa MPOABLIDKABAT 1a UMAT
OTTOBOD.

3a gombIHATENHA HHPOPMAIIUS OTHOCHO METHIMPAHUS JIMTIO30MEH JIOKCOPYOHIINH, BUKTE
cpoTBeTHaTa KpaTka XapakTepucTHKa Ha IPOAYKTa.

Kombunayusa c oexcamemason

VELCADE 1 mg npax 3a HHXEKIIMOHEH pa3TBOP Ce MpHJIara KaTo HHTPABEHO3HA MHKEKLIUS B
IPENOPbYUTENHA 1032 OT 1,3 mg/m? TeiecHa MOBBPXHOCT JBa IbTH CEAMUYHO B TIPOABIDKEHUE HA JIBE
ceamuIy Ha ieH 1, 4, 8, u 11 B 21-n1HeBeH UK Ha JieueHue. To3u 3-ceMUUEH TIEPHO]] CE CUMTA 32
neueOeH Kb TpsiOBa 1a M3MHUHAT Hall-Malko 72 yaca MEXIy JIBE MOCIEJOBATETHH JJO3U
VELCADE.

JlexcameTa3oH ce mpuiara mepopayiHo B go3a ot 20 mgHa nen 1, 2,4, 5, 8,9, 11 u 12 ot neucOums
uukea ¢ VELCADE.

[lanenTHTE, MOCTUTHAIN OTTOBOP WM CTAOMIIM3UpaHe Ha 3a00JsIBaHETO ciiell 4 IUKbIa OT
KOMOMHHMPAHOTO JIeUeHHEe, MOXKE /1a MPOABIDKAT J1a MpUeMaT ChlllaTa KOMOMHALMS 32 HE MTOBEYE OT

4 MOIBITHUTEIHY IIUKBJIA.

3a gompiIHMTENHA HHPOPMALIUS OTHOCHO JIEKCAaMETa30H, BIKTE ChbOTBeTHaTa KpaTka XapakTepucTuka
Ha MPOAYKTA.

Adanmupane na 003ama npu KOMOUHUPAHA MePanus RPU NAYUEHMU C NPOSPecupany MyImunieH
Mmuenom

3a xopurupane Ha no3ara VELCADE npu koMOuHUpaHa Tepanwsi, clieBaiiTe yKa3aHusATa, OIMCAHU B
MOHOTEpanus Mo-rope.

J03upoBKa Opy HEJAEKYBAHU NAIIMEHTH C MYJATUILICH MUEJIOM, KOUTO Ca HETIOAXOSAIIH 3a
TPAHCIUTAHTAIUS Ha XEMOIIOSTUYHH CTBOJIOBH KJICTKU

Kombunupana mepanus ¢ meagpanamn u npeoHuson

VELCADE 1 mg npax 3a HHXEKIIMOHEH pa3TBOpP CE NMpHJIara KaTo HHTPABEHO3HA MHKEKIINS B
KOMOMHAIIUS C IEPOPATHO MPHJIOKEHU MeJialaH U MPEAHU30H, KaKTO € Toka3aHo B Tabmuna 2. Enun
6-cenMuueH nepuoy ce cunta 3a JiedeOeH mukbi. B muknu 1-4 VELCADE ce npunara 18a nbTu
cenmuyHo Ha el 1, 4, 8, 11,22, 25,29 u 32, a B mukim 5-9, BeAHBK ceIMUYHO Ha neH 1, 8, 22 u 29.
TpsbBa ga n3MHUHAT Hali-MalKko 72 daca Mexay jaBe mociemoBatenau no3u VELCADE.

Mendanan u IpeHU30H TPOBa Ja ce MpuiIaraT MepopaiHo Ha JieH 1, 2, 3 u 4 mpe3 mbpBaTa ceIMUIla
Ha Bceku JiedeOeH kbl ¢ VELCADE.

[Ipunarar ce neBet 1e4eOHU IUKBIIA OT Ta3W KOMOMHHUpaHA TEPAaITs.

Tabnuya 2: Ilpenopvusana dozuposka 3a VELCADE, npunazan 6 kombunayus ¢ meapanan u

NPeOHU3OH
VELCADE aBa nbTH ceaMuiHo (ukaun 1-4)
Ceamuua 1 2 3 4 5 6
v Hen  -- --  Hen | den [Hen | Ilepuon Hen e | e  Hen | Ilepuox Ha
c
(1,3 mg/m?) 1 4 8 11 | Ha 22 H H 32 MMOYMBKA
= M MIOYMBKA 25 29
M Hen Jen [Hen [en | -- -- | Ilepuon -- -- -- -- Ilepuon na
(9 mg/m?) 1 2 3 4 Ha MOYMBKa
P MTOYUBKA
(60 mg/m?)
VELCADE Beanb:x ceAMU4HO (HMKIH 5-9)
Ceamuua 1 2 3 4 5 6
v Hen  -- -- -- | Hen [epuon Hen -- e -- Ilepuon na
c
(1,3 mg/m?) 1 8 Ha 22 H MMOYMBKA
= Mg MIOYMBKA 29




M Hen Jen [Hen [en | -- ITepuon -- -- -- -- Ilepuon na
(9 mg/m?) 1 2 3 4 Ha HOYMBKA
P IIOYMBKA
(60 mg/m?)

Vc =VELCADE; M = mendasan, P = npenuuzon

Adanmupaﬁe Ha 0o3ama no eépeme Ha jevenue u nO6MoOpHOo jiedernue ¢ KOM6uHupaHCl mepanust ¢

Menghanan u npeOHU30H

[Ipenu Ha4anoTo Ha BCEKH HOB LUKBJ OT TEpaNusiTa:
o OposT Ha TpoMbonuTHTE TpsiOBa 1a € > 70x10%/1, a aGcomoTHUAT Gpoii Ha HEYTPODUIUTE

Tps6Ba 1a ¢ > 1,0x10%/1

L4 HEXEMATOJIOIrMYHaTa TOKCUYHOCT TpH6Ba Ja € Bb3CTaHOBCHA N0 CTCIICH 1 J0 N3XO0AHO HUBO.

Tabnuya 3: Ilpomana na do3ume no gpeme Ha nocredosamentu yukau Ha mepanuama ¢ VELCADE ¢

KOMOUHayus ¢ Meaghanan u npeoHU3oH

ToxcuuHoCT

HpOMﬂHa HJIN OTJIaraHe Ha 103aTa

Xemamonocuuna moxkcuyHocm no epeme Ha eoun

YUKDBIL:

o AKO B IIPEIXOTHUS ITUKBII ce HaOIo1aBa
HPOIBDKUTEITHA HEYTPOIICHHSI CTEIICH
4 wm TPOMOOIIMTOTICHUS HITH
TpOM60]_[I/ITOHeHI/I$I C KbPBCHC

Ja ce npeaBuau HaMalliBaHe HA J03aTa
Mendanad ¢ 25% B cieqBaus MUKHIT

o AKoO OposIT Ha TPOMOOLIUTHTE €
<30 x 10%/1 unu abconmoTHUAT Gpoit HA
neyrpodunure e < 0,75 x 10°/1 B nens 3a
npuinarane Ha no3atra VELCADE
(paznuueH ot neH 1)

Tepanusara c VELCADE Tpsi0Ba na ce npekpatu

. AKO ca IIpOITyCHATH HIKOJIKO 103U
VELCADE B equs nuksa (> 3 no3u mpu
MPUIOKEHHUE 1B TBTU CEAMUYHO WIH
> 2 103W NPHU IPUII0KECHUE BETHBK
CEIMUIHO)

Hozara VELCADE Tps6Ba ia ce Hamaiu ¢ e1HO
1103080 HKBO (0T 1,3 mg/m? Ha 1 mg/m? i ot
1 mg/m? na 0,7 mg/m?)

Hexemamonoeuuna mokcuunocm cmenen > 3

Tepamusara c VELCADE Tpsi6Ba na ce
MPEeKpaTH, T0OKaTO CHMIITOMHTE Ha TOKCHYHOCT
HE c€ BB3CTAHOBSAT JI0 CTENEH | MM 10 U3XOAHO
HuBo. ToraBa Mose J1a ce Bb300OHOBH
npuwioxenueto Ha VELCADE ¢ egHo HUBO 110-
maiko (ot 1,3 mg/m? na 1 mg/m? wim ot

1 mg/m? na 0,7 mg/m?). [lpu HeBponaTUUHA
0oJka, cBbp3aHa ¢ ynotpedara Ha VELCADE
W/Wiy ipu niepudepHa HeBpONaTus, peKpaTere
n/unm ipomenere go3ara VELCADE, xakro e
nocoueHo B Tabnuma 1.

3a gombIHATENHA HHPOPMAITUS OTHOCHO MendaraH U MPeJHH30H BHKTE CbOTBETHUTE KPATKH

XAPAKTCPUCTHUKHU HA MMPOAYKTA.

Jlo3upoBKa IpY HEASKYBAHH MAIUCHTH ¢ MYJITHIICH MHEJIOM, KOMTO ca IMOAXOSIIIIHN 3a

TpaHCIJIaHTaIlusg Ha XEMOITIOCTHYHH CTBOJOBHU KJICTKH (I/IHZ[VKIII/IOHHa Tepanm[)

Kombunupana mepanus ¢ dexcamemasoH

VELCADE 1 mg npax 3a WHXEeKIIMOHEH pa3TBOp Ce MpHiara KaTo MHTPaBeHO3HA MHXKEKIINS B
IpenopbuuTeNHaTa 103a oT 1,3 mg/m? TeaecHa HOBBPXHOCT JIBA IILTU CEAMHYHO B IIPOJLIKEHUE HA
nBe cenMuiy Ha JieH 1, 4, 8, u 11 B 21-aHeBeH JeueOeH MuKhI. To3u 3-ceqMIUeH Mepro/] ce CUHTa 3a
nedeOeH Kb TpsaOBa 1a u3MUHAT HalH-Mako 72 yaca MeXy JIBE TIOCIEeIOBATEITHH T03U

VELCADE.



JlexcameTas3oH ce mpuiara repopaiHo B go03a oT 40 mg Ha neH 1, 2, 3,4, 8,9, 10 u 11 ot neueOHUS
mikea ¢ VELCADE.
[Ipunarar ce yeTHpH JiedeOHH IMKBJIA OT Ta3H KOMOMHUpaHa Teparus.

Kombunupana mepanus ¢ oexcamemasoH u maiudomuo

VELCADE 1 mg npax 3a HH)X€KIIHOHEH pa3TBOp Ce MpHJIara KaTo HHTPaBEHO3HA MHKEKLUA B
NPENOPBHYUTENHATA 1032 OT 1,3 mg/m? TeecHa MOBLPXHOCT JBa ITbTH CEMUYHO B MPOIBIKEHHE Ha
JBe ceamuuu Ha aeH 1,4, 8, u 11 B 28-nHeBeH LUKBI Ha jJedeHue. To3u 4-CeAMUUEH MEPUO]T CE CUUTA
3a jeyeOeH UUKbBI. Tpa0dBa Ja U3MUHAT Hall-Maliko 72 Jaca MeX.Iy ABE NOCIEIOBATEIHH 103U
VELCADE.

JlexcameTa3oH ce mpuiara nepopayiHo B jo3a or40 mgua nen 1, 2, 3,4, 8,9, 10 u 11 ot teuebHms
mikea ¢ VELCADE

TanmumoMus ce mpuiiara mepopaiHo B JHEBHA J1o3a oT 50 mg B naute 1-14 u ako ce moHacs o0pe,
no3ara ce yBenmuana 10 100 mg B nuute 15-28, cnex koeto Moske aa ce yBenuuu a0 200 mg THEBHO
oT UK 2 (Bk. Tabmuma 4).

[Ipunarar ce yetupu ne4eOHN HUKBIIA OT Ta3u KOMOWHUpaHa Tepanui. [IpenopruBa ce manueHTHTE
MIOHE C YaCTHYEH OTrOBOP Ja MOTydyaT 2 TOMBIHUTETHH LUKbIA.

Tabnuya 4: Hozuposxa 3a kombunupana mepanus ¢ VELCADE npu nayuenmu ¢ nenexygam
MYIMUNIEH MUeioM, KOUmo ca nooXo0awu 3a MpaHcRaAAHMAyus Ha XeMONoemu4yHy
CMBONI08U KIIemKU

Ve+Dx Huxan 1 no 4
Ceamuna 1 2 3
Ve (1,3 mg/m? | Hdeu 1, 4 Jlen 8, 11 Iepuon Ha MOYMBKA
Dx 40 mg Heun1,2,3,4 | deun 8,9, 10,11 -
Vct+Dx+T Huxsba 1
Ceamuna 1 2 3 4
Ve (1,3 mg/m? | Hdeu 1,4 Jlen 8, 11 Ilepuon Ha Ilepuon Ha
IMOYHBKA IMOYHBKA
T 50 mg ExenneBHo ExenneBHo - -
T 100 mg* - - Exxennesno ExenHeBHO
Dx 40 mg Jenl,2, 3,4 Hen 8,9,10,11 | - -
Mukau 2 xo 4>
Ve (1,3 mg/m? | Hdeu 1, 4 Jen 8, 11 ITepuon Ha [epuon Ha
IMOYMBKA IMOYMBKA
T 200 mg* ExxenneBHo ExxenneBHo ExxenneBHo ExxenneBHo
Dx 40 mg Heun1,2,3,4 | Hen 8,9,10,11 | - -

Vc =VELCADE; Dx = nekcameTa3oHn; T = TanugoMuz

& JlosaTra Ha TalnMIOMUJ ce yBenuyana a0 100 mg oT ceamuua 3 Ha IUKBI 1 caMo Ipu 106pa MOHOCUMOCT KbM J103aTa

or 50 mg 1 Ha 200 mg OT UKBI 2 1O Kpas NpH JoOpa MOHOCUMOCT KbM fo3ata oT 100 mg.
TMareHTHTE, TOCTUTHAIM TIOHE YACTHYEH OTTOBOP ciiell 4 [MKbBIIa, MOXKE Jia OJIydar 10 6 LUKbJIa Ha JICUCHHE

Aoanmupane na 0ozama 3a nayueHmu, nOOX00auU 3a MPAHCHIAHMAYUS

3a amantupane Ha go3zata Ha VELCADE T1psiOBa n1a ce crnenBaT npenopbKUTE 3a MPOMSHA Ha 103aTa,
ONMCaHU 32 MOHOTEpAIHSL.

B nombnnenne, korato VELCADE ce npuiara B KOMOHHAIUS € IPYTH XUMUOTEPATICBTUIHH
JIEKapCTBEHHU NMPOIYKTH, B CIIyyail HA TOKCHYHOCT TPOBa J1a ce MpeIBUAN CbOTBETHO HAMAIIBaHE Ha
Jl03aTa CIopea MPENOPBKUTE B KPATKUTE XapaKTEPUCTUKN Ha TE€3U MPOAYKTH.

J1o3MpoBKa IIpH NAIMEHTH ¢ HEJIEKYBAH MaHTETHOKIEThYEH rMpoM (MCL)

Kombunupano neuenue c pumyxcumad, yuxnogocgamuo, doxcopyouyun u npeonuson (VeR-CAP)
VELCADE 1 mg npax 3a WH)XeKIIMOHEH pa3TBOp Ce MpHiara KaTo MHTPaBeHO3HA MH)KEKIINS B
npenophuMTeNHarTa 103a 1,3 mg/m? TenecHa MOBBPXHOCT, Ba IETH CEAMUYHO B IPOIBIKEHHE HA J[BE
ceaqmuuy Ha e 1, 4, 8 u 11, nocneaBano ot 10-n1HeBeH nepuo Ha mourBKa ot e 12 no 21. To3u 3-
CeIMHYEH MEPUOJI ce cunTa 3a edeOeH nuKbi. [Ipenoppusar ce mect mukau ¢ VELCADE, Bonpeku
Ye MPH MANKUEHTH ¢ JOKYMEHTHPaH OTTOBOP 3a ITbPBU IBT HA IUKEI 6, MOTAT 1a ObJaT JaJCHU JBa
nonbiaauTenHn 1uKbiia VELCADE. TpsOBa 1a u3MuHaT Hal-Majko 72 yaca MEXIy JIBS
nocienoBareanu n1o3u VELCADE.




CrnenHute IeKapCTBEHU NPOAYKTHU CE pUiIarar Ha AeH 1 Ha BCEKU TpHU-CEIMHUUYCH JeueOeH LUKBII C
VELCADE, kato unTpaBeHo3HU uH(y3un: puTykcuMab B 1o3a 375 mg/m?, uuknodochamun B 103a
750 mg/m? u nokcopy6uimH B 103a 50 mg/m?>.

I[IpeHU30H ce Tpuiara nepopaito B 1o3a ot 100 mg/m?na neu 1, 2, 3, 4 u 5 Ha BCekH JieueOeH HUKBIT
¢ VELCADE.

Aoanmupane Ha 003ama no epeme Ha ieyeHue npu NAYUeHmu ¢ HeleKy8an doceza
MAHMETHOKIEMbYEeH TUMPOM
[Ipenu Ha4ano0TO HAa BCEKH HOB LIUKBJI OT TEPAIUITA:

o Bposar na pombonutute TpsioBa na € > 100 000 knetku/pl 1 abcomoTHUAT Opoit Ha
Heytpodunure (ANC) tpsioBa na e > 1 500 xietku/pl

. Bposr na TpomGonuTuTe TpsiOBa Aa € > 75 000 kiaeTku/pl npu narueHTH ¢ MHQUITpaIusa Ha
KOCTHHS MO3bK MJIM CEKBECTpalys Ha AajaKa

o Xemornobux > 8 g/dl

o HexemartonornunaTta TOKCHYHOCT TPsIOBa a € Bh3CTAHOBEHA A0 CTEMEH | MM 10 U3XOAHO
HUBO.

Jleuenneto ¢ VELCADE T1psiOBa 1a Obie BpeMEHHO NPEyCTaHOBEHO MPH MOsIBa Ha BCSAKA
HexeMmarojoruyHa TokcnaHoct CrerneH > 3, cBbp3ana ¢ VELCADE (¢ uskimoueHne Ha HeBpOTaTHs)
WJIM XeMaToJIormyHa TOKCHIHoCT CrerneH > 3 (BX. chilo Touka 4.4). 3a agantupaHe Ha 103aTa, BK.
Tadmmna 5 mo-uoiy.

['panynonuT-KOIOHHOCTUMYIHMpPAIIH (PaKTOPH MOKE J1a Ce MpUiIaraT Ipx XeMaTOJIOIHYHA TOKCHIHOCT
B CHOTBETCTBHE C MECTHATA CTaHJapTHA NpakTHka. [IpodunakTruynara ynorpeda Ha rpaHyJIOIHT-
KOJIOHHO CTHUMYJIMpAIIX (GaKTOPHU CIIe/IBa Jia Ce Pa3rIexk/Ia B CIyvail Ha MHOTOKPaTHH 3a0aBSHUS B
NPUIOKEHUETO Ha LIMKBJIA HA JICYEHUETO. 3a JIeYCHUE HAa TPOMOOLIUTONICHHSI, TPsIOBa Ja ce uMa
npeaBu Tpancy3ust Ha TPOMOOIUTH, KOTaToO € KIMHUYHO HEO0XOIUMO.

Tabnuya 5: Ilpomana Ha do3ume no 8peme Ha Jledenue 3a NAYUeHmu ¢ HeleKy8aH
MAHMETHOKIEMbYEH TUMPOM

Toxcu4yHOCT | IIpomsiHa WJIK OTJIaraHe HA I03MPOBKATA
Xemamonocuyna moKCUyHOCH.
° HeyTponenus > CTeneH 3 ¢ MoBUIEHa Tepanusta ¢ VELCADE TpsiOBa na ce
TeMrepaTypa, HeyTponenus or Crenen 4 | IPeyCTaHOBH 3a JI0 2 CEIMHUIIHU, I0KATO
C MPOJBDKUTEITHOCT MOBEYE OT 7 JIHH, narueHTsT nocturie ANC > 750 knetku/pl
opoit TpomOonmTy < 10,000 xrerkn/pl Opoit Ha TpomOoruTUTE > 25 000 KITeTku/pl.
. AKo cien npeycTaHOBsIBaHE Ha

VELCADE TOKCHYHOCTTa HE OT3BYYH,
KaKTO € ONPEAEIICHO M0-TOpe, ToraBa
tepanusata c VELCADE Ttpsi6Ba na ce
npeKpary.

o AKO TOKCHYHOCTTa OT3BYYH, T.C.
nauueHTsT uMa ANC > 750 xretku/pl n
Opoit Ha TPOMOOIMTHTE
> 25 000 knetku/pl, Tepanusra c
VELCADE Moe 1a ce Bb300OHOBH C
€IIHO HKMBO Mo-Maiko (ot 1,3 mg/m? Ha
1 mg/m? um ot 1 mg/m?* na 0,7 mg/m?).

° AKoO OposIT Ha TPOMOOIIUTHUTE € Tepanusata ¢ VELCADE TpsiOBa aa ce npekpaTu
< 25,000 xierku/pl unu ANC e
<750 xknetku/pl B 1eHs 3a npuiIaraie Ha
no3ara VELCADE (paznuyen ot aeH 1)




Hexemamonozuuna mokcuunocm Cmenen > 3, Tepanusta ¢ VELCADE Tps6Ba na ce

3a koamo ce cuuma, ve e cevp3ana ¢ VELCADE | mpekpaTH, 10KaTo CAMITOMHUTE Ha TOKCUIHOCT
HE ce Bb3CTaHOBAT 0 CTereH 2 Wik 1o-100pa.
Torasa Moxe Aa ce Bb300HOBU MPHIIOKECHUETO
Ha VELCADE ¢ eqHo HUBO HO-Majko (OT

1,3 mg/m? na 1 mg/m? mm ot 1 mg/m? Ha

0,7 mg/m?). Ilpu HeBponatuuHa 6oJIKa,
cBbp3aHa ¢ ynorpebara Ha VELCADE w/unu
npu neprdepHa HeBPOIIATHS, TIPEKPATETE U/HITH
npomenere go3ara VELCADE, xakTo e
rmocoyeHo B TabGmumna 1.

B nombnnenne, korato VELCADE ce npunara B KOMOHHAIUS ¢ APYTH XUMHUOTEPATICBTUYHN
JIEeKapCTBEHHU MPOIYKTH, MTOAXO/AII0 HaMaJsiBaHe Ha J03aTa Ha TE3H JIEKAPCTBEHH MPOAYKTH TpAOBa
Jia ce 0OMHUCIIU B cIy4ail Ha TOKCUYHOCT, B ChOTBETCTBHUE C MPENIOPBKUTE B CHOTBETHATA KPAaTKa
XapaKTEePUCTHUKA Ha MPOAYKTA.

CHeLII/IaJ'IHI/I nonyJialinnun

Cmapuecka év3pacm
Hsma naHHM, KOMTO MPEAIoaraT HeoOX0AMMOCT OT aJalTHPaHe Ha J103aTa MPH MalUuEeHTH HaJl
65 TOAMHU C MYJITUIUICH MUEJIOM HITH C MAaHTEITHOKJIEThYCH JINM(OM.

He ca nposexxganu npoyuBanus 3a ynorpedara Ha VELCADE mnipu nanueHTn B cTapyecka Bb3pacT, €
HEJIEKyBaH MYJITUIUIEH MUEJIOM, KOUTO Ca MOIXO/SIIN 32 BUCOKOA030Ba XUMUOTEPAIUs C
TPAHCIUIAHTALIUS Ha XEMOIIOETUYHH CTBOJIOBH KJIeTKU. Ce10BaTEIHO HE MOTAT Ja CE€ HalpaBAT
MIPETIOPBKY 32 JO3UPOBKATA MPU Ta3H MOMYJIAITHS.

B npoyuBaHe npu manyeHTy ¢ HeJIeKyBaH eI TOBa MaHTEIHOKIIEThYeH JIuMpoM, 42.9% u 10.4%
oT nmauuenture, ¢ excrnosuuusa Ha VELCADE ca BbB Bb3pacToBUs AUana3oH CbOTBETHO 65-74 ronuHu
u > 75 roqunu. [lpu nmanuenTuTe Ha BB3pacT > 75 roaunu, U apete cxemu, VCR-CAP u R-CHOP, ce
MOHACST TO-TEXKO (BXK. Touka 4.8).

Yeproopobro yepedxcoane

[NanenTH ¢ Jleka cTerneH Ha YepHOAPOOHO YBpEXkAaHe He ce HyKIasAT OT KOpUTUPaHe Ha J103aTa 1
Tps0Ba Ja ce JIeKyBaT ChINIACHO MperopbUYnTeaHaTa 103a. [lanmeHTu ¢ yMmepeHo 70 TeXKO
4epHOIPOOHO YBPEKIaHe TpAOBa 1a 3anounar ¢ Hamanena n1o3a VELCADE or 0,7 mg/m? na
MHKEKTHPAHe 110 BpeMe Ha IIbPBHs TEPaIleBTUYCH LUK, KaTO MOBMIIABaHE Ha go3ata 10 1,0 mg/m?
WJIM [I0-HATATHIIHO HaMalsiBaHe Ha no3aTa 10 0,5 mg/m? morar na ce 00chkaaT Ha 6a3aTa Ha
MMOHOCHMOCTTA Ha manueHTa (Bx. Tabmuna 6 u Touku 4.4 u 5.2).

Tabnuya 6: Ilpenopvuumenno mooupuyupane na navarnama 0oza VELCADE npu nayuenmu ¢
uepHOOPOOHO yepedcoare

CremneH Ha Huso Ha Hupa na SGOT | Moaunduunupane Ha HayaJIHa 1032
4YepHOAPOOHOTO OnJaMpyouH (AST)
yBpesxaané
Texo < 1,0x ULN >ULN He
> 1,0x—1,5x ULN Bcsiko He




YwMmepeno > 1,5x—3x ULN Bcesixo Hamanssane na VELCADE no

0,7 mg/m* B IbPBHUS IIUKBI HA

Texxko >3x ULN Bcsaxko seyenre. OOCHXKIAHE HA TOBUIIIABAHE
Ha jgo3ara 10 1,0 mg/m? nm no-
HATATBHIIHO HaMassBaHe 10 0,5 mg/m?
B CJIe/IBallINTE LIUKJIH, Ha Oa3ara Ha
MMOHOCHMOCTTA Ha MallMeHTa.

Cerpamenust: SGOT = cepyMHa riryTaMaT-oKcaaleTaT TpaHCaMUHA3a,
AST = acmiaprar amuHOTpaHCc(epa3a; ULN = ropHa rpaHuiia Ha HopMara.

Ha 6a3aTa Ha knacudukanus Ha paboTHarta rpyna 3a opraHia aucdyHkuus Ha NCI 3a kareropusupase Ha
YepHOAPOOHATA HEAOCTATHYHOCT (JIeKa, yMEpeHa, TEXKKa).

Bvopeuno yepescoane

dapmakoKnHEeTHKaTa Ha 0OpTe30MHUO HE ce MOBIHBA IPU MALMEHTH C JIEKO 10 YMEPEHO ObOpevHO
yBpexnane (kpearnauroB KiupbHC [CrCL] > 20 ml/min/1,73 m?); 3aToBa He € HEOOXOAUMO
ajlanTpaHe Ha Jj03aTa MU Te3u nanueHTH. He e u3BecTHO nanu papMakoKHHETHKATa Ha OOPTE30MHUO
ce MOBJHSBA IIPU NALMEHTH C TeXKO OBOPEYHO YBpexKaaHe, KOUTO HE ca MOAJIOKECHU Ha AUaIN3a
(CrCL < 20 ml/min/1,73 m?). Tsii KaTo auanM3aTa MOXKe Ja IOHWKH KOHIIEHTPALMUTE Ha
6optesomnd, VELCADE TpsiOBa fa ce mpuiara ciie quaivu3HaTa npouenaypa (Bx. Touka 5.2).

Tleouampuuna nonyrayus

bezonacHoctTa 1 eukacHoctta Ha VELCADE nipu nenia Ha Bb3pact 1o 18 roguHu He ca
ycTaHoBeHH (BXk. Touka 5.1 u 5.2). HanuunuTe naHHM 10 MOMEHTA ca OMKCaHU B ToYKa 5.1, HO
NPENopbKHU 32 T03MPOBKaTa HE MOrar Aa ObAaT HallpaBeHH.

HauuHx Ha npunoxxkenue

VELCADE 1 mg npax 3a HHXXEKIIMOHEH pa3TBOP CE MpEAara camo 3a HHTPaBEHO3HO MPUIIOKEHHE.

VELCADE 3,5 mg npax 3a HHXEKI[HOHEH pa3TBOp Ce Mpeajiara 3a MHTPAaBEHO3HO MIIM TOJKOKHO
MIPUIIOKEHHE.

VELCADE ne Tpa0Ba ia ce npuiara 1o JIpyry mbTuina. HTpaTekaaIHOTO MPHIOKEHUE BOIH 10
CMBPT.

Humpasenosna unoicexyus

VELCADE 1 mg npax 3a HH)XEKIIMOHEH pa3TBOP € CaMO 3a HHTPABEHO3HO MPHIIOKEHHE.
[IpuroTBeHUAT pa3TBOP ce mpuiara Karo 00JIyc MHTPAaBEHO3HA MHKEKIUS Npe3 neprudepeH uiu
LICHTPAJICH HHTPABEHO3CH KaTeThp 3a 3-5 CeKyHH, IOCIeIBaHo OT poMuBKa ¢ 9 mg/ml (0,9%)
WHXKEKIIMOHEH Pa3TBOp Ha HATpHEB XJopu. TpsOBa na M3MUHAT Hali-MalKo 72 daca MEXIy JIBe
nocienoBareanu n1o3u VELCADE.

Koraro VELCADE ce npuara B KoMOMHAIUS C IPYTH JEKapCTBEHHU MPOTYKTH, BUKTE KpaTKaTa
XapaKTEepHCTHKA Ha T€3H NMPOAYKTH 32 HHCTPYKIUH 3a MPHIIaraHe.

4.3 IIpoTuBomoKa3zaHus
CBpBXUyBCTBUTETHOCT KbM aKTHBHOTO BEIIECTBO, KbM OOp MM KbM HSKOE OT IOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1.

Ocrtpa nudysHa nHOUITPATHBHA OOJIECT HAa OeuTe APOOOBE U MEpUKap/Ia.

Korato VELCADE ce mpuara B koMOMHaLus ¢ APYTH JEKapCTBEHHU MIPOAYKTH, HAIIpaBeTe CIIpaBKa C
texHute KpaTku xapakTepuCTUKH 3a JOIIBJIHUTEIHN MPOTHBOIIOKA3aHUSI.

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda

Koraro VELCADE ce npuiara B KOMOMHAIIUSA C IPYTH JICKapCTBEHHU MPOIYKTH, TPIOBa J1a ce
HaIpaBu KOHCynTauus ¢ KpaTkure XxapakTepUCTUKU Ha TE€3U JPYTH JIEKAPCTBEHU MPOAYKTHU, IPEIU
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3anouBane Ha jgeuennero ¢ VELCADE. Ilpu ynorpebara Ha TanunomMus TpsiOBa 1a ce 00bpHE
0co0eHO BHUMaHHE Ha TECTBAHETO 32 OPEMEHHOCT M U3MCKBAHUITA 3a MPEBEHIU (BXK. ToUKa 4.6).

HHTpaTekanHo NpuioxeHue

Wma cayvan ¢ daTaneH u3xoa npu HeMpeaHaMepeHo HHTpaTekanHo npunoxeHne Ha VELCADE.
VELCADE 1 mg npax 3a HHXXEKIIMOHEH pa3TBOP € CaMO 3a HHTPABEHO3HO NMPIIOKEHUE, TOKATO
VELCADE 3,5 mg npax 3a HHXEKI[HOHEH pa3TBOp € 32 HHTPABEHO3HO HJIU MOKOKHO MPHIIOKEHHE.
VELCADE He Tps6Ba na ce npuiara HHTPaTeKaiHo.

CroManrHo-4peBHa TOKCHYHOCT

CroManrHo-4peBHa TOKCHYHOCT, BKITIOUUTEIIHO TaJicHe, TUapusl, IOBPBINAHE U KOHCTHUIIAIUS Ca MHOTO
yectn nipu jedenne ¢ VELCADE. Mma HeyecTn choOIIIEHNS 3a clTydal Ha wieyc (Bx. Touka 4.8),
Mopajau KOSTO NallMeHTUTE, KOUTO UMAT KOHCTHIIAIUSA TPsAOBa 1a ObaaT HaOJI0JaBaHH BHUMATEITHO.

XeMaroJIoTHyHa TOKCHYHOCT

Jleuernneto ¢ VELCADE MHOr0 4ecTo € CBbP3aHO C XeMaTOJIOIMYHa TOKCHYHOCT (TPOMOOLIMTONICHHS,
HEYTPOIIEHHUs U aHeMus). B mpoyyBaHus npu MalveHTH ¢ PelyIUB Ha MYJITHUILUIEH MHEJIOM, JIEKYBaHU
¢ VELCADE u npu nauuesTy ¢ HenekyBaH npeau ToBa MCL, kouro ca nexysanu ¢ VELCADE B
KoMOuHauus ¢ putykcumad, nukinodochamua, nokcopyounun u npenauson (VcR-CAP), eqna ot
Half-4eCcTo cpelaHara XeMaToJIOrHYHa TOKCHYHOCT € MPEeX0Ha TpoMOouTorneHus. TpomOonuTure ca
Hali-uucku Ha aeH 11 oT Bcekn 1ukbi Ha jJeueHneTo ¢ VELCADE n 00MKHOBEHO ce Bb3CTaHOBSIBAT
JI0 U3XOIHOTO HUBO A0 cJeIBaIlus UMKBI. HiMa naHHM 3a KyMyJaTHBHA TPOMOOIIUTOIICHHS.
CpenHusr criazi Ha Opost Ha TPOMOOIUTHUTE € OMJI U3UKCIIeH Npuoyn3uTeHo Ha 40% OT U3X0HOTO
HUBO IIPH MPOYYBAHHUS C MOHOTEpANKs Ha MHOKECTBEH MuesioM U Ha 50% npu npoyusane 3a MCL.
[Ipu nauyeHTH ¢ HapeAHAI MUEJIOM TEXECTTa Ha TPOMOOLIUTONIEHUATA € Ouila CBbp3aHa ¢ Opos Ha
TPOMOOLMTHUTE TPEAHN JICUEHUETO: TIPU U3XOAHO HUBO Ha TpomOouutute < 75 000/ul, 90% ot

21 nanuenTy ca umanu opoit < 25 000/ul mo BpeMe Ha IpOy4YBaHETO, BKIFOUUTENHO 14% < 10 000/ul;
3a pa3jiMKa OT TE3M ¢ U3X0AHO HUBO > 75 000/ul, npu xouto camo 14% ot 309 nanueHTH ca umMaiu
Opoii <25 000/pl mo Bpeme Ha IPOYYBAHETO.

IIpu marmentu ¢ MCL (nmpoyuBane LYM-3002), TpomOonuTonieHns OT cTemneH > 3 e 6uia c 1mo-
BUCOKa decToTa (56,7% cnpamo 5,8%) npu rpynara na ieuenue ¢ VELCADE (VcR-CAP) B
cpaBHeHHe ¢ rpynata Ha gedenne 6e3 VELCADE (putykcuma0, nuknodochamun, J0KcopyOHLrH,
BUHKpHUCTHH U nipeaHn3oH [R-CHOP]). [IBere rpymnu Ha JeueHue ca CXOAHU MO OTHOIIEHHE Ha
o01aTta yectoTa Ha KbpBeHE OT BCHUKHU crenenH (6,3% npu rpynata Ha VcR-CAP u 5,0% npu
rpynara Ha R-CHOP), kakto u kppBeHe oT Crenen 3 1 no-Bucoka (VcR-CAP: 4 nanuentu [1,7%]; R-
CHOP: 3 manuentu [1,2%]). B rpymara na VcR-CAP 22,5% oT nmarueHTuTe ca morydaBaim
npenrBaHe Ha TPOMOOIMTH B cpaBHeHME ¢ 2,9% oT manuentute B rpynara Ha R-CHOP.

IIpu neuenne ¢ VELCADE ce cboO11aBa 3a CTOMAIIIHO-YPEBEH U MHTpalepeOpaieH KpbBousaua. [1o
Ta3u MPUYUHA OPOAT HA TPOMOOIIUTHTE TPsIOBa Jla ce MOHUTOpHUpa penu Besika 1o3a VELCADE.
Jleuenuero ¢ VELCADE T1psiOBa n1a ce cipe, korato OposT Ha TpomOonmtute € < 25 000/ul, viu B
cirydail Ha KoMOMHAIMA ¢ MeIdalaH U PeJHU30H, Korato 6posaT Ha TpomboruTuTe € < 30 000/l (BK.
touka 4.2). [loTeHInanHaTa 1moJ3a CrpsMo prcKa OT JICUCHUETO TPsOBa J1a Ce MPEIICHU BHUMATEIIHO H,
B YAaCTHOCT, IIPH CIIy4ail Ha yMepeHa O TeKKa TPOMOOIIMUTONIECHUS U PUCKOBH (aKTOPH 32 KbPBEHE.

[To Bpeme Ha neuennero ¢ VELCADE TpsiOBa yecTo Aa ce mpociie/ispa IbJIHaTa KphbBHA KapTHHA C
IudepeHnnanHo OpoeHe, BKIIOUUTETHO U OposT Ha TpomOouuTute. TpsaOBa na ce oomucin
NpelrBaHe Ha TPOMOOIMTH, KOTaTO € KITMHUYHO Heo0XoanMo (B Touka 4.2).

[Tpu marmentn ¢ MCL ce HaOr0aBa MpexoiHa HEYTPOIICHHUS, KOSITO € 00paTMa MEXTy IUKIIUTE,
0e3 maHHU 32 KyMyJIaTUBHA HeyTponenus. Heyrpodunure ca Hali-HUCKH Ha fieH 11 0T BCeKU KB Ha
neuenne ¢ VELCADE 1 00MKHOBEHO C€ BB3CTAHOBABAT 10 M3XOIHOTO HUBO 0 CJIEABAIIMS IUKEI. B
npoyuBane LYM-3002, koioHust cTUMyJIHpaniy GakTopH 3a MMoAnoMarate ca gajaeHu Ha 78% ot
nanueHTutTe ot paMoto VcR-CAP u Ha 61% ot manuenture B rpynara Ha R-CHOP. Tsii kato
MAIMEHTUTE C HEYTPOIIEHUS Cca C TIOBHIIIEH PUCK OT MHQEKINH, Te TPsAOBa na ObaaT HaOIr0aaBaHu 3a
MPHU3HALIA U CUMIITOMH Ha MH(EKIU U J1a Ce JICKYBaT CBOCBPEMEHHO. [ paHyIOIUT-KOJIOHHO
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CTUMYTHUpaIn GakTopy MOXKe Aa ce MpuiaraT 3a XeMaToJIOTHYHa TOKCUYHOCT B ChOTBETCTBHE C
MecTHaTa CTaHAapTHA npakTuka. [Ipodunakrnynarta ynorpeda Ha rpaHyIOUIUT-KOJIOHHO
cTUMynupaIny GakTopu cieBa a ce pasriiex/aa B ciaydail Ha MHOTOKpaTHH 3a0aBsSHNS B
MIPUIIOKEHUETO Ha [IUKBJIA Ha JIEYEHUETO. (BIK Touka 4.2).

PeakTuBHpaHe Ha Xeprec 30CTep BUPYC

[pu nanmentu, nexkyBanu ¢ VELCADE, ce npenopwuBa antuBupycHa npodunakruka. [Ipu daza 11
NpOYYBaHe MPH MALMEHTH C HEJIEKyBaH MyJITHIUIEH MHUEJIOM, 00I1aTa YecToTa Ha PEaKTHUBHUPAHETO Ha
XepIec 30cTep € Mo-4ecTa Mpu naureHTy, Jekysanu ¢ VELCADE+mMendanan+npenanson, B
CpaBHEHUE C Te3M Ha Melanan+npeaHnu3oH (choTBeTHO 14% u 4%).

[pu nanmentu ¢ MCL (npoyuBane LYM-3002), uectorata Ha HH(MEKIUS ¢ XepIiec 30cTep ¢ Oua
6,7% mpu pamoto VcR-CAP u 1,2% B rpynara na R-CHOP (Bux Touka 4.8).

PeaktuBupane u undekims ¢ BupyceH xenatut B (HBV)

Cxkpununr 3a HBV 1psiOBa BuHaru aa ce n3BbpliBa Npu MalUeHTH ¢ puck oT uHpekuus ¢ HBV mpenn
3aroyBaHe Ha JICUCHUETO, KOraTto puTykcuMad ce ninon3sa B komOunausa ¢ VELCADE. Hocutenure
Ha BHpYycCa Ha XeNaTuT B 1 manueHTy ¢ anaMHe3a 3a XxenaTut B, TpsOBa a OblaT BHUMATEIHO
HaOII01aBaHy 32 KIMHUYHY U JIAOOpaTOpHU NpU3Hauy Ha akTuBHa HBV nHdexnus no Bpeme Ha 1
cien komOuHupaHo nedeHune Ha putykcumad ¢ VELCADE. Tpsa6Ba na ce oOMuciy aHTUBHpPYCHA
npoduiakTHKa. BikTe KpaTKara XapakTepUCTHKA Ha MPOAYKTa PUTYKCHMAa0 3a TIoBeve HH(opMaIus.

IIporpecusna mynrudokana geskoeHnedanomnarus (IIMJI)

JlokyiajiBaHu ca MHOT'O PEJIKU ciiydan Ha uHpeknus ¢ Bupyca Ha John Cunningham (JC), ¢ Heu3BecTHa
MIPUYUHHO-CIIEICTBEHA BPb3Ka, NpH nanueHTH, tekyBanu ¢ VELCADE c pesynrar [IMJI u cMBpT.
ITauuenture ¢ auarnosa [IMJI ca umanu npeamecTBania Wiv ca IpoBEXKIald €THOBPEMEHHO
uMyHocyImpecuBHa Tepanus. [ToBeueto ciayuyau Ha [IMJI ca AuarHoCTUIIMPaHH B pAMKUTE Ha

12 mecerna ot mepBata 103a VELCADE. [lanuentute TpsOBa 1a ce MpocieaiBaT Ha PeIOBHU
WHTEPBAIH 32 BCHYKH HOBH HJIM BJIOIIABAIIY CE HEBPOJIOTUIHN CUMIITOMU WJIM TIPU3HAIIH, KOUTO
Morat n1a 6saat nokazatensu 3a [IMJI kato gacT ot nudepeHnuanaa quarsosa 3a mpooduemu ¢ [THC.
Axo nma ceMHeHue 3a quaraosa [IMJI, maruenTute TpsiOBa Aa OBAAT KOHCYITHPAHHU ChC CTICTIHATTUCT
nio [IMJI u na ce npeanpuemat noaAXoasAu quarnoctTuaHu Mepku 3a [IMJL. [Ipekparere ieueHuero ¢
VELCADE, ako ce guarnoctuiupa [IMJL.

Hepudepna HeBponarus

Jleuernneto ¢ VELCADE MHoro 4ecTo ce cBbp3Ba ¢ nepudepHa HEBPOMIATHsl, KOSTO € IPEeANMHO
ceHzopHa. Mma, obaue, TOKJIaABaHU CHOOILECHHS 32 CITyyad Ha TEKKa MOTOPHA HEBPOIIATHS ChC MU
0e3 ceH3opHa nepudepHa HeBponatus. Yectorara Ha nepudepHaTa HEBPOIATHUS CE YBEINYaBa PaHO
NPY JICYEHUETO U 110 BpEME Ha IIUKBJI 5 € HaOIIo1aBaH UK.

IIpernopbUUTETHO € TAUEHTHTE Ja ObaT BHUMATEIIHO MPOCIIEIABAHN 32 CHMIITOMH HA HEBPOIIATHS,
KaTo yCellaHe 3a IapeHe, XUIepecTesns, XMIMOeCTE3 s, apecTes3ns, TUCKOM(BOPT, HEBPOITAaTHYHA
0oJIKa WK cj1abocCT.

[TanueHTHTE C HOBOMPOSIBUIIA CE MJIM BIIOIIABAIIA ce MeprudepHa HEBpoHaThs TPpsOBa Aa ce MOAJI0KAT
Ha HEBPOJIOTUYEH MPETJIe U MOXKE J1a CE HAJIOXKU MPOMsIHA HA 03aTa WIH CXeMaTa Ha MPUIOKEHUE Ha
VELCADE (Bx. Touka 4.2). HeBponaTusita ce OBIasBa ¢ MOIbPKAIIA TPHUKH U IPYyTa TeParIHsl.

[Ipu manmentn, npuemaiin VELCADE B koMOMHAIIUS C JICKAPCTBEHHU IPOIYKTH, 32 KOUTO €
YCTaHOBEHO, Y€ UMAaT BPh3Ka C HEBPOMATHATA (HATIP. TATUAOMUI) TPAOBA /1a CE MPEABHUIN paHEH H
pPE0OBEH MOHUTOPHUHT 32 CHMIITOMH Ha HEBPOIATHSI, HAJIATAILM CIICIIHO JI€YEHUE, Ype3 HEBPOJIOTUUYEH
nperiien ¥ TpsoBa Jia ce OOMUCIN ChOTBETHO HAMANSIBaHE Ha J103aTa MU IIPEYCTaHOBSBaHE HA
JICYEHHUETO.

Karo nonbnaenue kM nepudepHaTa HEBpPOMIATHS, 32 HIKOU OT HEXKEJTaHUTE Peaklui KaTo
MOCTypaHa XUIOTOHUS M TE€KKa KOHCTUTIAIHS C WIIEYC, MOXKE /1a UMa MMPUHOC aBTOHOMHATa
HeBpomnatus. Mudopmanusra 3a aBTOHOMHATa HEBPONIATHs U IIPUHOCA i 32 TE3W HEXEJaH!U PEaKILUH €
OTrpaHHUYeHA.
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I'bpuoBe
Wma penku choOIIECHHS 3a I'bPYOBE MIPH MAI[MCHTH 0€3 MPEaUIIHA aHaMHe3a 3a CIUJICIICUS U T'bPUYOBE.

CrienmanHO BHUMAaHKE U3MCKBA JICUEHHETO Ha MAI[MeHTH, IPH KOUTO CHIIECTBYBAT HIKAKBU PUCKOBU
(akTopu 3a rbpUOBE.

XUNOTOHUS

Jleuenneto ¢ VELCADE yecto ce acouuupa ¢ opTocTaTiuHa/moctypania Xxunotonus. IloBeuero
HE)KEJIaHU PEaKLUH ca JIEKU 10 YMEPEHU 110 TeXECT U ce HAabJIroAaBaT 1o BpeMe Ha JICYCHUETO.
[TarmenTH, kouTo ca pa3Bwin oprocratudna xunotoHust ¢ VELCADE (MHxeKTHpaH HHTPaBEHO3HO)
HE ca UMaJIM MPE/IIeCTBAIIN JeUEHHUETO JaHHH 3a OPTOCTaTUu4YHa XUMoToHus. [Ipu moBeyeto
MAIMEHTH CE € HAJIOKUJIIO JIEUEHHE 3a TAXHATa OPTOCTaTHYHA XUIIOTOHMsI. MaJlka 9acT OT MarueHTuTe
C OpPTOCTAaTHYHA XUTIOTOHUS ca UMaJIH CHHKOITHH ChOUTHsI. OpTOCTaTHYHATA/ MTOCTypaIHATA
XUIOTOHHSA He € Ona Ipsiko cBbp3ana ¢ 6onmyc uHdysus Ha VELCADE. Mexanu3ambT Ha Ta3u
peaxius He € U3BECTEH, BhIIPEKH Ye 0TYACTH MPUUUHA MOXe Ja ObJie aBTOHOMHA HEBPOIaTHsl.
ABTOHOMHATa HEBPOIATHSI MOKE J]a € CBbp3aHa ¢ 00PTe30MHO MK OOPTE30MHO MOJKE /1A BIIOLIH
OCHOBHOTO 3a00J1siBaHe, Kato nuabeTHa WITM aMWIon THa HeBpomatusl. [IpenopbryBa ce BHUMaHHE,
KOTaTo ce JIEKyBaT MallMeHTH C aHaMHEe3a 3a CHHKOII, NTOJIy4aBally JJEKAPCTBEHU POAYKTH, 3a KOUTO €
U3BECTHO, Y€ C€ CBBP3BAT C XUIIOTOHMS; MM KOUTO ca AEXUIPATHPaHH MOpaaAH PEKYpEHTHA AUAPHS
WY TIOBpBIaHe. JIedeHneTo Ha OpTOCTaTHYHATA/TIOCTYPaTHa XUTIOTOHUS MOJKE JIa BKJIIOYBA
aJlanTHpaHe Ha AaHTUXUIIEPTEH3UBHUTE JIEKAPCTBEHH MIPOIYKTH, PEXUAPATUPaHE WM MPHIOKEHUE Ha
MHUHEPAIKOPTHUKOCTEPOUIN H/UHM CUMIIaTUKOMUMeTulH. [lannenture TpaoBa na 6bpaar
WHCTPYKTHPAHU JIa ThPCAT JIEKApPCKH ChBET, aKO IMAT CUMIITOMH KaTo 3aMaiiBaHe, CBETOBBPTEXK HIIN
3ary0a Ha roBopa.

CunapoM Ha oOpatumMa nocrepropHa ennedanonarus (PRES)

Nma cpobmenus 3a PRES npu manpenTu, nonyyasamu VELCADE. PRES e psiko, yecto o0paTimo,
OBp30 pa3BHUBAIIO CE HEBPOJIOTUIHO CHCTOSHHUE, KOETO MOXE JIa CE MIPOSIBH C I'bPUOBE, XUTIEPTOHUS,
ri1aBoOome, JieTaprus, OObpPKBaHe, CIEoTa U APYTH OYHU U HEBPOJIOTMYHH HapYIICHHS. 3a
MOTBBPIKaBaHE Ha JMarHo3ara ce M3Moj3Ba 00pa3Ha JUarHOCTHKA Ha MO3bKa, 3a IPEANOYUTAHE
sapeHo-marauteH pe3oHanc (IMP). [Tpu nanmentu, kouto pazsuBat PRES, VELCADE TtpsioBa na ce
cIpe.

CoplieyHa HEIOCTATEYHOCT

ITo BpeMe Ha nedeHue ¢ 6OpTe30MUO ce ChOOIIaBa 3a OCTPO PA3BUTHE WIIH 00OCTPSHE HA 3aCTOWHA
ChpJIeYHa HEIOCTATHYHOCT W/WIIM TIOSIBA HA HAMaJIsBaHe (PpaKIHATa Ha M3TIACKBAHE HA JIsIBaTa
KaMepa. 3aipbKKaTa Ha TCYHOCTH MOJKE J1a ObJie mpeapasmnoarail GakTop 3a NposBa Ha OejIe3u U
CUMIITOMH Ha ChpJICUHA HEIOCTAThYHOCT. [1alieHTH ¢ PUCKOB (PAKTOP 3a ChPIACUYHO 3a00ISIBAHE UITH
CBHINECTBYBAIIO TAKOBA TPsIOBA /1a ObAaT BHUMATEITHO MOHUTOPUPAHHU.

EnexrpokapauorpadcKu U3cCiaeaBaHUs
ChlnecTBYBaT H30JIMPaHU ClTydal Ha yrbpkaBaHe Ha QT-nHTepBaia Mpyu KIMHUYHY POYYBAHUS, HO
He € OMlla yCTaHOBEHA IPUYMHHO-CIIEICTBEHA BPB3Ka.

Bbenoapobuu HapymieHus

Psanxo ce crobmaBar ciryyan Ha octpa qudy3Ha nHUITpaTHBHA Oe10ApoOHa O0JIECT ¢ HEN3BECTHA
€THOJIOTHSI, KATO THEBMOHHUT, MHTEPCTUIMATIHA THEBMOHUS, OEJI0IpoOHA HHOWITPAIUS U OCTHP
pecrtmpatopen auctpec cuaapom (OPJIC) npu nanmentu nomydaBamm VELCADE (Bx. Touka 4.8).
Hsikon ot Te3u ciyuau ca Ounu ¢ artanen nzxon. [lpean nedenuero ce npenopbuBa paguorpadus Ha
TPBAHUS KOIIL, 32 JIa TOCTYH KaTO U3XOIHO HUBO 32 YCTAHOBSIBAHE HA TIOTCHIIUATHH Oel0ojpo0HH
MPOMEHHU CJIe]l JISYEHUETO.

B cnyuail Ha HOBM WM BIIOIIABAINHU ce OSIOAPOOHU CHMITTOMH (HArp. KallIHIa, JUCITHES ), TpsiOBa
OBp30 Ja ce YTOUHU AUAarHo3aTa U Ja ce MpeanpueMe IoIxoIsIno JeueHue. Tpsosa na ce o0OMucIn
CHOTHOIICHHUETO IM0JI3a/PUCK NIPEIU MpoabiikaBaHe Ha jiedennero ¢ VELCADE.
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[Ipu xAMHUYHO MpOYyYBaHE ABaMa MALMEHTH (OT 2), MOTy4aBallyd BUCOKA 103a HuTapaOuH (2 g/m?
JHEBHO) Upe3 NMpOoABIKUTENHA MHDY3ust 3a 24 yaca ¢ naynopyouuus u VELCADE 3a octpa
pelnanBHpaIia MUeIonIHa JIeBKeMusl, ca nmounHaiu ot OPJIC B HayanoTo Ha Tepanusra u
Hpoy4YBaHEeTo € nmpekpareHo. ETo 3aimo, Ta3u cennuyHa cxema ¢ eTHOBPEMEHHO MpHUJIaraHe Ha
BUCOKa 1032 uTapabuH (2 g/m? AHEBHO) upe3 NpoABDKUTENHA HHY3HA 3a 24 yaca He ce
IpenopbyBa.

Bbrbpeuno yBpexaane
BbrOpeunuTe ycinokHEHH ca YeCTH MPH NAllMEeHTH ¢ MyITHIUICH MuesoM. [lanuenture ¢ 6p0pedno
yBpekaaHe TpssOBa Aa ObJaT BHUMATEIHO MpOoCcenaBan (BX. ToUku 4.2 u 5.2).

YepHonpoOHO yBpexIaHe

BoprezomMub ce MeTabou3upa oT YepHoApoOHHUTE eH3uMu. Excriosunusata Ha 00pTe30MHuO ce
MIOBHIIIaBa TIPH MAIHEHTH ¢ YMEPEHO MU TEXKO YEPHOIPOOHO yBpEXK/IaHE; Te3H NAIEHTH TPsOBa aa
ce nekyBaT ¢ Hamanenu 1o3u VELCADE npu ctporo npocneasBane 3a TOKCHYHOCT (BXK. TOUKH 4.2 U
5.2).

YepHOApOoOHU peaknu

IIpn manmenTn, nonyyasamy VELCADE u cbIbTCTBAIIM JIEKAPCTBEHN MPOAYKTH WU UMAIU
CEpUO3HU OCHOBHU 3a00JISIBAHUS IMa PEAKH CHOOIIEHHUS 32 YepHOApoOHa HeIoCTaThYHOCT. Jpyru
ChOOIIaBaHN YEPHOPOOHH PEaKIIMK BKIIIOYBAT MTOBUIIIABAHE HUBOTO HA YEPHOPOOHUTE CH3UMH,
XUnepOmmpyouHeMus 1 xernaTut. Te3n npoMeHn Moke 1a ObIaT 0OpaTUMH pU NpPEeKpaTsIBaHe
npuemMa Ha 6opte3omud (Bxk. Touka 4.8)

CuHApPOM HA TYMOpPEH pa3naj

Tpii kKaTo OOPTE30MHO € IUTOTOKCUYEH areHT ¥ 0bp30 YOMBa 3II0KaYECTBEHUTE IIA3MATHYHU KIETKH
u MCL knetkuTte, MOTaT Ja B3HUKHAT YCIOKHEHUS Ha CHHIPOMAa Ha TyMopeH pasznai. [lanuenture ¢
BHCOK TYMOPEH TOBap IPEAU JIEUCHHUETO Ca C PUCK 3a PA3BUTHE HA CHHIPOM HA TYMOPEH pa3na.
TakuBa manueHTH TpsIOBa 1a ObAAT BHUMATEITHO MPOCIE/IBAHU U Ja OBaT B3€TH IOIXOSAIIN
Mpeana3sHu MEpPKH.

ChIIBTCTBAILM JIEKAPCTBEHHU IIPOAYKTH

[TaruenTure TpssOBa 1a ObJAT BHUMATEIHO MPOCIEIIBaHN, KOTaTO OOPTE30MHUO ce mpuiiara B
komOuHarus ¢ MoiHd CYP3A4-unxuduropu. [loBuiieHO BHUMaHUE N3MCKBa KOMOMHUPAHETO Ha
oopte3omud ¢ CYP3A4- umu CYP2C19 cyOerpatu (Bxk. Touka 4.5).

[TanueHTHTE, MOTyYaBaIy IEPOPATHH XUMTOTIIMKEMHYHH JIEKAPCTBEHU IIPOAYKTH U3UCKBAT TIOBUIIICHO
BHHUMAaHHE, KaTo MPH TAX TPsOBa a Objie MOTBBPICHA HOPMaJIHA YepHOAPOOHa PyHKIIUS (BIXK.
Touka 4.5).

BeposTHO MIMYyHOKOMILTEKC-METUUPAHN PEAKITUH

Wma HevecTH chOOIIEHHUS 32 BEPOSTHO HIMYHOKOMIUIEKC-MEIUMPAHN PEaKIIH, KaTO cepyMHa 0oecr,
NOJMAPTPUT ¢ 00puB U npoiudepatuser raomepynonedpur. [Ipuemst Ha 60pTe3oMub TpsiOBa na
Ob/ie IPeyCTaHOBEH, aKO Ce HAOJII01aBaT CEPHO3HU PEaKInH.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYrH (POpMH Ha B3auMojelicTBHe

In vitro poy4YBaHUs TIOKa3BaT, 4ye bopTe3oMuO e cad nHxubuTop Ha nutoxpom P450 (CYP)
u3oenzumure 1A2, 2C9, 2C19, 2D6 u 3A4. Ha ocHoBanue Ha orpanndenus npunoc (7%) na CYP2D6
3a MeTabonmM3Ma Ha 60pTe30Mu0, GeHOTUIIBT Ha cliabute MeTabonu3aropu Ha CYP2D6 He ce odakBa
Jia TIOBITUSIE ISUTOCTHATA JUCTIO3UITUS HA OOPTE30MUO.

[Ipoy4BaHe 3a JiekapCTBEHH B3aMMOJICHCTBHS, OLICHABAIIO edeKTa Ha KeTokoHa30:, MomeH CYP3A4
UHXUOUTOD, BBPXY PapMaKOKWHETHKATa HA OOpTe30MHO (MHKEKTUPAH HHTPABEHO3HO), ITOKa3Ba
cpenso nokausane Ha AUC Ha 6opte3omud ¢ 35% (Clooy, [1,032 mo 1,772]) ocHOBaBAIIIO CE HA TaHHU
ot 12 nmarentu. Cie0BaTeIHO, MAMEHTHTE TPSAOBA 1a ObJJaT BHUMATEITHO HA0II0IaBaHU, KOTaTo UM
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ce mpuyara 6oprezomud B komOuHanus ¢ Mo CYP3A4-unxuburtopu (HarpuMep KETOKOHA3011,
pUTOHABHUD).

[Ipu npoy4BaHe 3a JeKapCTBEHU B3aMMOJICHCTBYS, OIICHSBAIIO e(heKTa Ha OMENPa3oil, MOIICH
CYP2C19-unxuburop, BbpXy papMakoKnuHeTHKaTa HAa OOPTE30MHO (MH)KEKTUPAaH HHTPABEHO3HO), HE
ce HabmoaBa 3HauuM e(eKT BbpXY (papMakOKHHETHKaTa Ha 00pTe30MU0, Bb3 OCHOBA HA IAHHHUTE OT
17 manuenTH.

[IpoyuBane 3a NeKapCTBEHN B3aUMOACHCTBHSA, OLEHIBALIO eeKTa OT puGaMIUIIH, MOILIEH HHAYKTOP
Ha CYP3A4, Bbpxy BbpXY (papMakokuHeTHKATa HA OOPTE30MHO (MHKEKTUPAH WHTPABEHO3HO),
noka3Ba peaykius Ha AUC Ha 6GopTe3oMub cpeano ¢ 45%, Bb3 OCHOBA Ha JaHHUTE OT 6 MAIlMEHTH.
3aroBa eHOBpEMEHHaTa yrorpeba Ha 0opTe30MHuO cbe criiHd MHAYKTOpH Ha CYP3A4 (namp.
pudamnunmH, kapdamazenuH, GeHUTonH, GeHoOapOUTAa U JKBJIT KAHTAPUOH) HE CE PENOPhYBa, Thi
KaTo e(pUKACHOCTTA MOXKE Jla ObJIc HaMalleHa.

[Ipu cpu10TO IpOYUYBaHE 3a JIEKaPCTBEHH B3aUMOCHCTBUS, OLICHIBAILO eeKTa Ha JeKCaMeTa30H, 10-
cnab naaykTop Ha CYP3 A4, Bepxy dapMakoKHHETHKATa Ha 00PTE30MUO (MHKEKTHPaH
MHTPABEHO3HO), HsIMa 3HAUUM e(peKT BbpXy (papMakoKuHETHKaTa Ha OOpTe30MHO, Bb3 OCHOBA Ha
JaHHU OT 7 TAIEHTH.

EnHo nmpoyuBaHe Ha JIEKAPCTBECHUTE B3aUMOICHCTBHS, OIICHsIBAIO eekTa Ha MelpaTaH-TIPEAHU30H
BBPXY (hapMakoKMHETHKATa Ha OOpTE30MHO (MHKEKTHPaH MHTPABEHO3HO ), TOKa3Ba YBEITUUCHUE HA
cpennara AUC Ha 6opre3omud cbe 17%, Bb3 0CHOBa Ha AaHHU OT 21 nanuenTta. To3u pe3ynraT He ce
CUnTa 3a KIIMHUYHO ITPUIIOKHM.

[To BpeMe Ha KIMHUYHUTE MPOYUBAHUS ca ChOOIIEHN HEYECTO M YECTO XUITOTJINKEMUS U
XUTEPrIUKEMUs pU AUa0eTHUIIH, TTOTyYaBallly IEPOPATTHN XUMTOTIIMKEMIYHH JIEKAPCTBEHN POAYKTH.
[Tpu nanyeHTH, NprieMaIIy NepopaTHd aHTUANAOETHH JICKAPCTBEHU MPOAYKTH U ChIIIEBPEMEHHO
nexyBauu ¢ VELCADE moke fa ce HajloHu BHUMATEIHO NPOCIEeAIBaHE HAa HUBATa HA KPbBHATA
3axap W aJlaliTUpaHe Ha Jj03aTa Ha TEXHUTE aHTHIUA0ETHU MPOTyKTH.

4.6 DepruauTeT, )PEMEHHOCT U KbPMeEHe
KOHTDaHeHITI/ISI IIPU MBXKC U )KCHU

MbXe 1 JKEeHH ¢ ACTCPOJACH MOTCHIHAJI TpﬂGBa Ja U3I10J13BaT e(l)eKTI/IBHH MCPKH 34 KOHTpaluCemuus 1no
BpPEMC Ha JICUCHUCTO U B MMPOABIIKCHUC HA 3 MeEcena CiIca JCYCHUCTO.

BpemeHHocT
Jlumcear KITMHUYHY TaHHU 32 CITyYad Ha eKCIIO3UIIH Ha O0PTe30MHUO 110 BpeMe Ha OpeMEeHHOCT.

TepaToreHHHAT MOTEHIMAT Ha OOPTE30MHUO HE € ISTIOCTHO MPOYYBaH.

B npenknuHuYHN ipoy4yBaHus, O0pTE30MUO HE € MMall ePEKTH BEPXY eMOPHO-(PEeTaTHOTO pa3BUTHE
Ha IUTbXOBE U 3alIU NPy HAal-BUCOKUTE A03U TOJEpUpaHu OoT Maiikata. He ca mpoBexxaanu
MPOYYBAHUS C YKUBOTHH 3a M3CJIC/BAHE HA BIMSHUETO HAa OOPTE30MHUO BHPXY PakKIaHETO U
MOCTHATAITHOTO pa3putue (Bxk. Touka 5.3). VELCADE =e TpsiOBa na ce n3non3Ba mo BpemMe Ha
OpeMEeHHOCT, OCBEH KOTaTo KIMHHUYHOTO ChCTOSIHUE Ha eHarta n3ucksa jedenne ¢ VELCADE.
Axo VELCADE ce u3nomnsBa 1mo BpemMe Ha OpEMEHHOCT WJIH aKO MaIMeHTKaTa 3a0peMenee, J0KaTo
MoJiydaBa TO3H JICKApCTBEH MPOIYKT, TS TpsiOBa na ObJe nHGOpMUpaHa 32 Bb3MOKHUTE PUCKOBE 3a
mwioja.

Tanuaomuj € U3BECTHO TEPATOTEHHO aKTUBHO BEILIECTBO MPU XOPa, KOETO MPUUHHSIBA TEKKU
YKUBOTO3aCTpallaBaiy BpoaeHu aedexru. TanmumomMua e mpoTHBOINOKa3aH 1Mo BpeMe Ha OpeMEeHHOCT U
IIPY KEHU C JETEPOJICH NOTEHIMA, OCBEH aKO Ca N3I'bJIHEHM BCUUKM yCJIIOBHS Ha IIporpaMara 3a
MPEBEHIIMS Ha OpeMeHHocTTa Ha TanuaoMu. [lanmentw, nekyBanu ¢ VELCADE B koMOuHamus ¢
TaJIMIOMHMI, TPSAOBA J1a CJICABAT ITporpamaTa 3a MPEeBeHIIU Ha OPEMEHHOCTTA IPH JICUYCHHUE C
TaMUIOMH. 3a TOTbIHUTETHA nH(opMaIrus BikTe KpaTka XxapakTeprcTKa Ha MPOTyKTa Ha
TaJIMJIOMHAI.
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Kopmene
He e u3BecTHO naiau GopTe3oMub ce ekckpeTupa B KbpMara. [Topaau Bb3MOXKHOCTTA 32 CEPHO3HU

HEXeJIaHW PEaKIMu MPH KbPMaveTo, KbpMEHETO TPsIOBa J1a ce MPeyCcTaHOBH 110 BpeMe Ha JICUSHHUETO C
VELCADE.

DepTIIIUTET
He ca nposexnanu npoyusanus Ha ¢peprunurera ¢ VELCADE (Bx. Touka 5.3).

4.7 Ed¢exTn BbpXy cnoco0HOCTTA 32 mo¢upaHe u padoTa ¢ MAIIUHA

VELCADE mose 1a uMa yMepeHo BIUSHHE BBPXY CIIOCOOHOCTTA 3a modupane u padoTa ¢ MalIHHU.
VELCADE moxe na Objie CBbp3aH MHOTO YECTO ¢ yMOPa, Y€CTO ChC 3aMaiiBaHe, HEYEeCTO ChC CUHKOI
Y 4ECTO C OPTOCTATHYHA/TIOCTypallHA XUITOTOHHS WIIM 3aMbIJICHO 3peHre. 3aTOBa Mal[eHTHTE TPsSOBa
Ja ObJaT BHUMATEJHH, KOTATO IO(QHPAT WIK U3II0JI3BAaT MALIMHU U TPsOBa Ja ObJaT NOCHBETBAHH Ja
He mo(upaT WK U3MO0A3BAT MAIIMHK, aKO MOIYyYaT Te3U CUMOTOMHU (BX. Touka 4.8).

4.8 Hexenanun JeKapCTBEHH PeaKINU

O06o6uieHne Ha poduina Ha Ge30MacHOCT

Heuecro cro0maBanu ceprno3Hu HeXXeNaHu peakiuu o Bpeme Ha jieueHue ¢ VELCADE BxirouBar
Chbp/ICYHA HEJOCTAaTHYHOCT, CHHAPOM Ha TYMOPEH pasmnaj, 0enonpoOdHa XUIepTOHHsL, CHHAPOM Ha
mocTepropHa odpaTuMa eHiedanonarus, octpa Audy3Ha HHPUITpaTHBHA 0eI10poOHa O0IeCT U
PSIKO aBTOHOMHA HEBPOTIATHSI.

Haii-yecto cpoO1aBanuTe HeskenaHu JekapcTBeH peakuuu npu jgeyenne ¢ VELCADE ca ranene,
JIUapusl, 3aeK, NOBPbIIaHEe, yMOPa, IUPEKCHs, TPOMOOLIUTONIEHHS, aHEMUSL, HEYTPOTICHUsI, IeprudepHa
HeBpoMaTHsl (BKIIOUUTEITHO CETUBHA), NIaBOOOJIHE, ITAPECTE3usl, HAMAJICH alleTUT, JIUCITHEs, OOpHB,
Xepriec 30CTep U MUAITHS.

O00011IeHYE HA HEXKEIAHUTE DEAKIIMHA B TAOIMYEH BUI

Mynmunaen muenom

Hexenanute peakunu B TaOnuia 7 ciopen NpelieHKaTa Ha U3CIe10BaTeINTe NMaT Hal-MaJIKo
BB3MOKHA WM BEpOsATHA NPUUNHHO-CieAcTBeHA Bpb3ka ¢ VELCADE. Te3n HexxenaHH peakiyu ce
OCHOBABaT HAa HHTETPUPaH HA0Op OT JaHHU OT 5 476 MaIMEHTH, OT KOMTO3 996 MaIMeHTH ca JICKyBaHH
¢ VELCADE or 1,3 mg/m’ u ca Bkarouenu B Tabauia 7.

Karo nsmo VELCADE e npunosken npu 3 974 manueHTy 3a JIeYeHHe Ha MyJITHIIEH MUEJIOM.

Hesxenanute peakiuu ca u3peieHH MO-I0JTy [0 CUCTEMO-OpPTaHHU KJIacoBe U 10 yectoTa. YecTtoTure
ce ompeenarT kato: MHOTO decTH (> 1/10); uectu (= 1/100 no < 1/10); veuectr (> 1/1 000 mo

< 1/100); peaxu (> 1/10 000 no < 1/1 000); muoTO peaxu (< 1/10 000), c HeM3BecTHA YecToTa (OT
HAJIMYHUTE JaHHU HE MOXKe J1a O'bJie HalpaBeHa olieHka). [Ipu Bcsiko rpymupaHe mo 4ecrora,
HEKEJIAHUTE JICKAPCTBEHN PEaKIUK ca MPEJACTaBEHH B HU3XOIAII PEJl 10 OTHOIICHHUE Ha TAXHATA
cepuosHoct. Tabnuua 7 e ch3ganena, upes usnon3sanero Ha Bepcus 14.1 na MedDRA.
[MocTMapkeTHHIOBUTE HEXKENaHU PEaKIii, KOUTO HE ca HaOIroIaBaH! NPU KIIMHUYHH POYYBaHUS,
CBIIO Ca BKIIOYCHH.
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Tabnuya 7: Heoicenanu peaxyuu npu nayuenmu ¢ myamunier mueiom, nexyeanu ¢ VELCADE 6
KAUHUYHU USNUMBAHUS U 6CUUKU NOCTNMAPKEMUH208U HEJCENAHU PeaKyul, He3aeUCUMO
om noxaszanuemo”

Cucremo-

OpraHHM

KJIACOBe YecroTa HesxkesiaHu peakuuu
WNudexnm u Yectn Xeprec 3ocTep (BKJI. AUCEMUHUPAH W OYCH), THEBMOHUS ¥,
nHbpecTayuu Xeprec CUMIUIeKC™®, rp0nyHa HHpeKus*

Hewectn Nndexuus®, 6akrepuannn nHOEKUUN™, BUDYCHH HHPEKIUN ™,
cercuc (BKJ. CENTHYEH MIOK)*, OPOHXOIMHEBMOHUS, XepIecHa
uH}EKIUA*, XepreTHUeH MEHUHTOeHIe(anuT *, GakTepuemust
(BKJI. cTaMIIOKOKOBA), XOPACOIYM, TPHUIL, LIEITYJINT, HHPEKIH,
CBBp3aHa ¢ U3JeNue, KoKHa MHPEKIs ™, yiHa nHpekaus™,
CTaQUIOKOKOBA MH(EKIIUs, 3b0HA HHPEKITUST*

Penxu MenuHTHUT (BKI. OakTepuaseH), MHeKIHs ¢ Bupyca Ha Epstein-
Barr, renuranen xepriec, TOH3UWINT, MACTOMIUT, CHHAPOM Ha
MOCTBUPYCHA yMOpa

Heomnnazmu — Penxu 3J10Ka4e€CTBEHU HEOIUTa3MH, TUTa3MOIIUTHA JICBKEMUs, OBOPEUHO-
n00poKayecTBEHU KJIETBYEH KapLUHOM, Oy4KH, QYHTOHIHA MUKO34,

, 3I0KaYeCTBEHH U N00pOKayecTBEHH HEOILIa3Mu™®

HeompeeIeHn

(BKJI. KHCTH U

TIOJIUIIN)

Hapymenns na Mmuoro yectu | TpomOonuronenus*, HeyTponeHus ™, anemus *

KpBBTa U Uectu JleBkonenus™, muMdoneHus ™

nuMdHaTa Hewectu [Manmuronenus™®, pedpriTHA HEYTPOTICHUS, KOAryJIonaTus™®,
cucremMa JIEBKOILMTO32*, TMM(aIeHONATHS, XEMOJIUTHYHA aHEMUS

Penxu JluceMuHMpaHa MHTpaBa3alHa KoaryJiaus, TPOMOOIUTO3a™,
XHIIEPBUCKO3UTETEH CHHIPOM, HAPYIIICHUS] HA TPOMOOIUTUTE
NOS, TpomMOOTHYHA MUKPOAHTHOTATHS (BKJI.
TPOMOOIUTONIEHNYHA TTypitypa) ¥, Hapyienus Ha kpbpeTa NOS,
XEeMOparuvHa auare3a, TIMMQOIUTHA HHOUITPAIHSI

Hapymenus Ha | Hewectn Anruoenema’, CBpbX4yBCTBUTENTHOCT

MMyHHAaTa Penku AnadunakTHyeH MIOK, aMuiIon103a, Tyl 111 umyHokomIeke
cucremMa MeAMUpaHa peakuus

Hapymenus na Hewectu Cunnpom Ha Cushing*, xunepTupounnzbm™, HealeKBaTHA
CHIOKpUHHATA CEeKpeLysl Ha aHTHINYPETHYEH XOPMOH

cucrema Penku XHUNOTHPOUIUIBM

Hapywienns Ha
MeTabonm3Ma u
XPAHEHETO

Mauoro uectu

Iloun>xaBaHe Ha aneTuTa

Yectu

Jexuaparariysi, XMIIOKaTHEMHUs ™, XUTIOHATPUEMHUS *,
OTKIIOHEHHS B KPBhBHATA 3aXap™, XUIOKaIIHEeMUs ™, aOHOPMHHU
CH3UMH *

Hedectn CuHIpOoM Ha TYMOPEH pasmaj, 3a0aBeH pacTex™,
XHIIOMarHe3ueMus*, xurmodocareMus*, XunepKkaimeMuas ™,
XHNEPKATIEMUsT ¥, XUTIEpHATPHEMUST ¥, OTKIIOHEHHS B TUKOYHATA
KucenuHa*, 3axapeH quader™, 3aappikaHe Ha TEUHOCTH

Penxu XunepMardesueMus ¥, aluao3a, elNeKTpoJuTeH qucoananc™®,

MPETOBAPBAHE C TEUHOCTH, XUIOXJIOPEMHUA ™, XUTIOBOJIEMHS,
xunepxyopemus®, xuneppocharemus®, MeTabOIUTHO
HapyIleHHe, BUTAMHH B KoMIutekceH negunuT, neGuiur Ha
BuTamMuH B 12, moparpa, MOBHINIEH arneTHT, HEMTOHOCUMOCT KbM
JIKOX0JIa
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Ilcuxyuyuu
HapyLIEHUs

Yectn Hapymenus u pa3cTpoiicTBa Ha HACTPOSHHETO™, TPEBOKHO
pa3CTpOHCTBO*, HAPYIIEHHUS U PAa3CTPOMCTBA HA ChHS™®

Hegectn [cuxuaHo pa3cTpoicTBO®, XamOMUHANMHU Y, ICUXOTUYHO
pascTpoicTBO*, 00BpKBaHEe*, O€3MOKONCTBO

Penxu Cyuuuana uaeanus®, alaiTUBHU Pa3CTPONCTBA, NEIUPUYM,

HaMaJIEHO JIMOUIO0

Hapyuienns Ha

HEpBHATa CUCTEMA

Mpmuoro uectu

HeBponarun*, nepudepHa ceH30pHa HEBPOIIATHSI, AUCECTE3UT ™,
HeBparus*

Yectu

MortopHa HeBponatus™, 3aryba Ha ch3HaHUE (BKII. CHHKOI),
3aMassHOCT™*, mucreys3us™®, neraprus, riaBodosme™

Heuectu

Tpemop, nepudepHa ceH30MOTOpHA HEBPOIIATHSI, TUCKHHE3US ™,
HapyIleHHe Ha NepedpaiHaTa KOOPAUHAIMS U paBHOBECHETO™,
3ary0a Ha mameTtTa (6e3 nemeHnms)*, eHnedanonarus®,
CHHJIPOM Ha IOCTEPUOPHA 0OpaThMa eHuedantonaTus’,
HEBPOTOKCHYHOCT, MPUNAIBIIN¥, TOCT XEPIIETUYHA HEBPAIITHS,
HapyIlIeHHe B TOBOpa*, CHHIPOM Ha HECTIOKOWHHTE KpakKa,
MUTPEHA, UIIHAC, HAPYIICHUE Ha BHUMAHUETO, AOHOPMHU
peduiekcu®, mapocMus

Penxu

Lepebpanna xemoparus™®, MHTpaKpaHHaIHa XeMoparust (BKJI.
cyOapaxHOuAadHa)*, MO3bUEH OTOK, IPEXOJHA UCXEMUYHA
aTaka, KoMa, TucOallaHC Ha BereTaTHBHATA HEPBHA CHCTEMA,
HEBPOIIATHUS HA BETETATUBHATA HEPBHA CHCTEMa, TIapaiin3a Ha
YepenHo-MO3bUeH HepB*, mapanu3za*, napesa*, mpecuHkon,
CHHIPOM Ha MO3BbYHHS CTBOJI, MO3BYHOCHA0BO HapyLICHHUE,
JIe3Us HA HEPBHO KOPEHYe, IICHXOMOTOPHA XHUTICPAKTHBHOCT,
KoMIIpecusi Ha TpbOHaYHMUsI MO3bK, KOTHUTUBHH Pa3cTPOHCTBa
NOS, nBuratensa qucyHKIMs, pa3CTPOUCTBA HA HEPBHATA
cuctema NOS, paIuKyIuT, TUTaBEHE, XUTTOTOHUS, CHHAPOM Ha
Guillain-Barré”, nemuenvnusupania nonMaesponarus’

Hapymenns na
OUYnTE

Yectu

[logyBaHe Ha ounTe™, 3pUTETHU HAPYLICHUA®, KOHIOHKTUBUT™*

Heuectu

Ouna xeMoparus*, uH(QEKIMs Ha Kienaya®, Xxananuon”,
onedaputr”’, 04HO BH3NAICHUE™, TUILIONHMS, CyX0 OKO*, O4HO
npa3HeHe™®, 00JKa B OUYHTE, IOBUIICHO ChI3EHE, OYHA CEKPELHs

Penxu

Kopreanna ne3us*, ex3odTaiM, peTHHHUT, CKOTOMa, O9HU
HapyuieHus (BKI. kienauute) NOS, npuaooutu
naxproaneHuTH, Gorodobus, POTONCHUS, ONTHYHA HEBPONATHS',
pasiryHa CTEIIeH Ha 3pUTENTHO YBpexkaane (1o cienora)™

Hapymenns na
YXOTO U
nabupuHTa

Yectu

Bepruro*

Heuectn

Jucakysuc (BKJI. THHUTYC)*, yBpeKIaHe Ha ciiyXa (JI0 U BKIL.
IIyXxoTa), AMcKoMopT B ymure™*

Penxu

VYiHa xemoparusi, BecTuOynapeH HEBpOHHUT, HAPYIICHHS Ha
yxoto NOS

Coepaeunu
HapyIICHUS

Heuectn

Chp/ieuna TaMrnoHaa’, Kapuo-yJIMOHAJIEH apecT™, ChpIEeUHH
¢ubpunannu (BKJI. MpeaCHPIHH), ChpACYHA HEAOCTaTHYHOCT
(BKJI. IeBOKaMEepHA U JIcCHOKaMepHa)*, apuTMUs*,
TaXuKapIus*, MajnuTalyy, aHTHHA IEKTOPHC, TIEPUKAPIUT
(BKJI. TIepHKap/ieH M3ITUB)*, KapIMOMHUOTIATHA ™, KaMepHa
nuchyHKuua*, OparuKapaus

Penxu

[pencwpmHo TpenTeHe, MUOKapieH HHpApKT*,
aTPUOBEHTPHKYJIapeH OJIOK™, KapANOBACKYJIAPHU HAPYIICHHS
(BKJ1. KapauoreHeH oK), Torsade de pointes, HecTaOmiHa
CTEHOKap/IYsl, HAPYIICHHS Ha ChPJCYHHUTE KIIanmu™,
HEJIOCTaThYHOCT HAa KOPOHApHATa apTepHsl, CHHYCOB apecT
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CoaoBu
HapyIICHUS

Yectu

XUNoToHUs*, OPTOCTATUYHA XUTIOTOHHSI, XUTIEPTOHUS*

Heuectu

MO3bYHOCHIOB HHIUACHT, 1BI00KA BEHO3HA TPOMGO3a*,
xemoparuu*, TpoMm60¢eOUT (BKJI. MOBBPXHOCTEH),
MUPKYJIATOPEH KoJarc (BKJI. XUIIOBOJIEMHUYEH 0K ), QyeOuT,
3auepBsiBaHe™, XeMaToOM (BKJI. IepupeHanen)®, ciada
nepudepHa IUPKyIanus ™, BACKYJIUT, XunepeMus (BKJI. 04Ha)*

Penxu

[Mepudepen emOoau3bM, TUMPEIEM, OJICITHOCT,
epUTPOMETAJITHs, Ba30AMIATAIINs, IPOMSIHA B I[BETA HAa BEHHMTE,
BEHO3HA HEJIOCTATHYHOCT

Pecniuparophy,
TPBIHU U
MEINACTUHAIHA
HapyLIeHHA

Yectu

JucnHes™, emucTakcuc, MHPEKIUS Ha TOPHUTE/TOTHUTE
IUXATEIHN IThTUIA*, Kammumna*

Heuectu

Benoapoben emO0nn3bM, IIIEBpalIcH H3IUB, 0e0JpO0EH OTOK
(BKJI. OCTBD), OpoHXOCHa3bM, OenoIpoOHa anBeoIapHa
xeMoparus”, 6GpOHX0CNa3bM, XPOHUIHA OOCTPYKTHBHA
OenoipobHa 6osecT™, XUIOKCeMUs ™, KOHI'€CTHS Ha TUXATCITHUS
TPaKT*, XUITOKCHS, IIIEBPUT™, OenoapodHa Gpudpo3a, XbiLaHe,
puHOpesi, TUCcHOHMS, XPUTIOBE

Penxu

JluxaTenaHa HeIOCTaThUHOCT, OCThP PECITUPATOPCH AUCTPEC
CHHJIPOM, aItHesl, THEBMOTOPAKC, aTelIeKTa3u, 0eI0ApoOHa
XHIEPTOHMUS, XEMOIITH3a, XUIICPBEHTUIIAINS, OPTOITHES,
ITHEBMOHHUT, PECIIUPATOpHA aJIKai03a, TaXuHes, 6enonpooHa
¢$ubpo3a, OPOHXHUATHO HApyIIEHUE*, XUTTOKAITHHS ¥,
WHTEepCTUIMaTHa OenoapoOHa Ooect, OenoapoOHa
WHOUITPAIHS, CTATaHEe B I'BPIIOTO, CYX0Ta B I'bPJIOTO, IIOBHUILICHA
CCKpCUyd Ha TOPHUTEC AUXATCIIHU IMIbTHUIIA, APA3HCHE B I'bPJIOTO,
KaIlUTHYeH CHHAPOM Ha TOPHUTE IUXATEIHH MbTHUIIA

CromartHo-
YpPEBHU
HapyIIeHUs

MHoro uectu

CuMnTomMu Ha raacHC U IOB ’BH_IaHe* JAra ust*, 3aIeK
) b

Yectu

lacTpouHTecTHHANTHA XeMoparus (BKJI. JUTaBruYHa)*,
JICTIETICHS, CTOMaTHT™®, IOJlyBaHe Ha KOpeMa, opo(apHHreanHa
Oonka*, kopeMHa 0oJka (BKJI. CTOMAIITHO-YpEBHA U 0OJIKa B
cies3kaTa)*, HapyllIeHUs Ha YCTHAaTa KyXuHa*, GiaTyJieHIus

Heuectn

[MankpeaTut (BKJI. XpOHUYEH)*, XeMaTemMesa, MoyBaHe Ha
YCTHUTE®, CTOMAIIHO-YpEeBHA OOCTPYKLUS (BKJI. OOCTPYKLUS Ha
THHKHTE YepBa, WIeyc)*, KopeMeH AUCKOM(OPT, yILEpalu Ha
ycrarta*, eHTepuT™, racTpuT*, KbpBEHE OT BEHIIUTE,
ractpoesodareanta pedurykcHa 00y1ecT*, KOJUT (BKIL
Clostridium difficile)*, uicxemudeH Komur”,
racTPOMHTECTUHAITHO Bb3MalieHne™, nucdarus, CHHIPOM Ha
JPa3HUMOTO 4epBO, TaCTPOMHTECTHHAIHU HapymeHus NOS,
00JIO’KEH €3UK, HapYIICHHUs HA TaCTPOMHTECTHHAIHUS
MOTWJIMTET*, HApyILIeHUsI Ha CIIIOHYEHUTE JKJIe3u™

Penxu

OcCTbp MaHKpEaTUT, IEPUTOHUT*, OTOK Ha €3MKa*, acIIuT,
e3odarur, XenniT, He3abpikaHe Ha (eKaiu, aTOHUS Ha
aHamHuA CHUHKTEP, PeKaroMa, raCTPOMHTECTHHAIHA YIILEPALHST
U iepdoparus*, THHrUBaTHA XUIIEPTPOQHSI, METAKOJIOH,
peKTaHa cexperys, opodapuHTeaHu Mexypu*, 0oika B
YCTHUTE, IEPHOAOHTHUT, aHaTHA (hUCypa, MPOMSIHA HA pEKUMA Ha
W3XO0XKJaHe, IPOKTAITHsl, aDHOPMEH (erec

XenaToOunIuapHu
HapyLIeHHS

Yectu

OTKIJIOHEHUsI B CTOHHOCTUTE HAa YepHOAPOOHUTE SH3UMHU ¥

Heuectu

XenaToTOKCHYHOCT (BKIJI. YEPHOIPOOHO HApPYIICHHE), XEMATUT*,
xoJnecTasa

Penxu

YepHoIpoOHA HEAOCTATHYHOCT, XCIATOMET AN, CHHIPOM Ha
Budd-Chiari, nuromMeranoBupyceH XenaTuT, YepHOAPOOHa
XeMoparusi, XoJIeIUTHa3a
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Hapyuienns Ha
KOXKaTa u
[IOAKO)KHATA
TBKaH

Yectu

O0puB*, chpOek™, epuTeMa, Cyxa Koxa

Heuectu

Eputema myntudopme, yprukapus, octpa hedpuiiHa
HEyTpOHITHA IepMaTo3a, TOKCHYEH KOKEeH 00OPUB, TOKCHYHA
enmaepMatHa Hekponusa®, cuaapom Ha Stevens-Johnson”,
JIepMATUT*, HAPYIICHHS HA KocaTa*, MeTeXuu, eKXMMO3H, KOXKHHU
JIe3UH, MypIrypa, KOXKHU OY4YKH™, TICOPHA3NC, XUTIEPXUIPO3a,
HOLIHY M3NOTABAHMs, NeKyOUTaIHa 138a”, akae*, Mmexypu*,
HapyIICHHs Ha TUTMEHTAIMsTa*

Penxu

Korxna peakuus, mumdonures nHQUITpAT Ha Jessner, CHHIPOM
Ha NaJMapHO-NIJIaHTapHa ePUTPOIU3ECTE3NS, TTOAKOKHU
XeMOparuy, JUBEI0 PeTHUKYJIapuc, BTBbPSBaHE Ha KOXKaTa,
namynd, GOoTouyBCTBHTENIHA peakuus, cedopes, CTyIeHa HOT,
KoxHH HapymeHus NOS, eputpo3a, KOXKHH A3BU, HApyLIEHHUS Ha
HOKTHTE

Hapyuienns Ha

Mauoro uectu

MyckynHO-cKeneTHa Oonka*

MYCKYJIHO- Yectn MyckynHH cnazMu’®, 00JKa B KpalHUIMTE, MyCKYJIHa caadocT
CKeJIeTHATa Heuectn MycKyTHH OTPENBaHKs, TIOAYBaHE Ha CTAaBUTE, apTPUT™,
cucremMa u CKOBaHOCT Ha CTaBUTE, MUOIIATUU *, YCEIlaHEe 38 TeXKECT
CheIVHUTENHATA | Penxu PabnoMuonusa, CHHIPOM Ha TEMIIOPOMaHAHOYIapHAaTa CTaBa,
ThKaH ¢ucrtyna, cTaBeH U3/IUB, 00JIKa B YETIOCTTA, KOCTHU HAPYIICHUS,
WHQEKIMY ¥ Bh3NAIICHHS HA MyCKYJIHO-CKEJIETHATA CUCTEMA U
ChEJIMHUTENTHATA ThKaH*, CHHOBHAJIHA KHCTa
Hapymenns na Yectn BbrOpeuno yBpexaane*
O0pOpenute u Hegectn Octpa 6b0pedHa HeAOCTaTHUYHOCT, XPOHUYHA OBOpeUHa
MMUKOYHUTE HEJOCTAThYHOCT*, MH(EKIUSA Ha TUKOUYHUTE IIbTHUIA*,
MBTUIIA MPU3HAIM U CHMIITOMH, CBBP3aHU C ITMKOYHUTE IBTUIIA*,
XeMaTypus™, peTeHIUs Ha yPUHA, MUKIUOHHH HapyIIeHus *,
MPOTEUHYPHS, A30TEMHS, OJUTYPHUS ™, IONAKHYpUST
Penku [lpa3sHeHe Ha MMKOYHUS MEXYP
Hapymenus Ha | Heuectn Barunanna xemoparus, TeHUTanHa 00Ka*, epeKTHIHA
BB3IPOU3BOIUTENT JCcyHKIUS
HaTa cucteMa u | Peaxm Hapymenune Ha Tectucute™, mpoCcTaTuT, HAPYIICHUS HAa THPIUTE
rbpraaTa MPY JKEHH, YYBCTBUTEIHOCT Ha SMUAUIIMA, CITHIUIIMUT, O0IKa
B Ta3a, SI3BU 110 ByJIBaTa
Bponenn, Penxu Anutasusi, raCTpOMHTECTHHAIHU Mai(opMaliy, UXTHO3a
(dbaMuIHU U
TCHEeTHYHH
HapyLIeHUs
Oo6mm Msoro uectu | [Tupekcus™, ymopa, acTeHUsI
HapyIIEeHUS U Yectn Enewm (Bki. epudepen), BTpucane, 6oika*, HepasmoioxeHue™®
edexTH Ha Heuectn OO0 BromaBaHe Ha (PU3UYECKOTO 3/paBe™®, OTOK Ha JTUIETO*,
MSICTOTO Ha peaknus Ha MSICTOTO Ha IPWIOKEHHE™, HapyLIeHUs Ha
MPUIOKEHUE nUraBunara*®, rppaHa 00ika, HapyIIeHHs Ha TOXO0/IKaTa,
yCelIaHe 3a CTy[l, eKCTpaBa3alus™, yCI0KHEHU, CBbP3aHH C
KaTeThpa®, NMpOMEHINBa Xaxaa, AMCKOM(OPT B objacTTa Ha
TPBIHUS KOIII, YCeIl[aHe 3a MPOMSHA Ha TeMIlepaTrypaTa Ha
Ts710T0*, 00JIKA HA MSCTOTO HA MH)KEKTUpaHe™®
Penxu CMBpPT (BKJI. BHE3aIHA), MyJATHOPraHHAa HEAOCTATHYHOCT,

XEeMOparus Ha MACTOTO Ha WHXKEKTUpaHe™, XepHUs (BKII.
xuatyc)*, 3a0aBeHo 3apacTBaHe HA paHU™, Bh3nalieHue, GpreduT
Ha MSICTOTO Ha MHKEKTUpaHe*, YyBCTBUTEIHOCT, 53Ba,
pa3Ipa3HUTEIHOCT, HEKApANOJIOTHYHa OoJiKa B o0acTTa Ha
IPBAHMS KOIII, 00JIKa B 00J1acTTa Ha KaTeTepa, ycelaHe 3a
9YIKIO TSIIO
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WN3cnenBanus Yectu HamansaBane Ha Terio

Hewectn XunepounupyOruHeMus*, OTKJIIOHEHUS B aHalI3a Ha OenTbKa™.
MOKaYyBaHEe Ha TErJI0, a0HOPMHH KPBbBHU H3CIEABaHUS ™,
MOBHIIIaBaHEe HUBOTO Ha C-peakTUBHUS MPOTEHH

Penxu AOHOPMHM KPBBHU Ta30Be™*, OTKIIOHCHHUS B
eJIeKTpoKapauorpamarta (BKI. yabbkaBane Ha QT-uHTepBama)*,
aOHOPMHO MeXTyHapOIHO HOPMAIM3UPAHO ChOTHOLICHHE™,
IIOHMW>KaBaHEC Ha pH Ha CTOMaxa, IIOBUIICHA arperanus Ha
TPOMOOLIUTUTE, TIOBHIIIABaHE HUBOTO Ha Troponin I, BupycHa
UACHTU(DUKAIHASA U CEPOJIOTUSA*, OTKIIOHCHHS B aHAIIM3a Ha

ypuHara*
HapansiBanus, Heuectn [Tagane, KOHTY3Us
OTpaBSHHUS U Penxu Peakuus cien tpancdysus, GppakTypu*, CKOBaHOCT*, TUIIEBO
YCIIOKHEHUS, YBpEKIaHEe, CTABHO YBpPEXKIaHe™*, U3rapsHus, pa3KbCcBaHe, 00JIKa
BB3HHUKHAJIN B MIPY UHTEPBEHIINATA, PAJUAIMOHHO YBPEeKIaHe™
pe3yiarar Ha
WHTEPBEHIIUU
Xupyprudecku u | Penku AxTuBHpaHe Ha Makpodarure
MEIUITUHCKHU
WHTEPBEHUIUU

NOS = He e MOCOYEeHO OPYTO
I'pynupane o nosede oT eAuH npennovntad TepmuH 1o MedDRA

# HOCTMapKeTI/IHFOBa HEXCJIaHa pE€aKusa, HE3aBUCUMO OT ITOKa3aHUETO

Manmennoxnemvuen aumgpom (MCL)

[podpunst Ha 6e3omacHoct Ha VELCADE npu 240 naumentu ¢ MCL, nekyBanu ¢ VELCADE c no3a
1,3 mg/m’? B koMOuHaLMs ¢ pUTYKCUMal, mukinodochamus, Jokcopyoumn u npeaauson (VeR-CAP)
B CpaBHEHHE ¢ 242 nmauueHTH, JIEKyBaHHU ¢ pUTyKcuma0, nukiopochamu, JOKCOpyOUIIHH,
BUHKpUCTHH U nipeaan3oH [R-CHOP] e cpaBHuTENTHO TIOA00EH € TO3H, HAOIOAaBaH TPH MAIEHTH C
MYJITHIUIEH MHEJIOM C OCHOBHU Pa3JIMKU, ONHMCaHH MMo-1oiy. Jpyru HaOmroiaBaH HexKeaH
JIEKapCTBEHHU PEaKI1, CBbP3aHH C U3MO0I3BaHeTO Ha komOuHNpanara tepanus (VcR-CAP) ca
nHpeknus ¢ xenatut B (< 1%) u ncxemus Ha muokapaa (1,3%). Cxomgnara yectoTa Ha T€3U ChOUTHS
B JIBETE TEPAIlEBTUYHM PaMEHa, TOKa3Bar, 4e Te3W HeXKEeIaH! JIEKapCTBEHH PEakIiy, He Morar Ja ce
neykat camo Ha VELCADE. 3nauntennunte paznuuns npu MCL nanueHTckara nomysianus B
CPaBHEHUE C NMAMEHTUTE B IPOYYBAHMSI 32 MYJITUIUIEH MUEIIOM ca B > 5% MO-BUCOKAaTa YeCTOTa Ha
XEMAaTOJIOTUYHH HeXeJlaH! JIEKapCTBEHU PeaKIMU (HeyTPOIeHUs, TPOMOOIIMTONICHHS, JIEBKOTIEHHS,
aHemusi, TuMdornenus ), neprdepHa CeH30pHA HEBPONATHUS, XUIIEPTOHHUS, TUPEKCHUSI, THEBMOHMUSI,
CTOMATHUT U MIPOMsAHA B KOCaTa.

Hexenanute nexapctBenu peakuuu B npoyuBane LYM-3002, onpenenenn KaTo TakMBa ¢ 4€CTOTa

> 1%, nogo6Ha unK mo-Brucoka yectota npu pamotro VcR-CAP u ¢ moHe Bb3MOXKHa UIIH BEpOSITHA
NPUYMHHO-CIIEICTBEHA BPBh3Ka C KOMIOHeHTUTe Ha paMoTo VcR-CAP, ca n36poenu B Tabnuua 8, mo-
Jomy. CpIllo Taka ca BKIIIOYEHH HEKETaHUTE JIEKAPCTBEHH PEAKINH, YCTAHOBEHH IIPH IpyTaTa Ha
VcR-CAP, kouto criopen mperieHkara Ha U3CIe0BaTeIUTe MMaT Haill-MajIko BH3MOKHA HIIH BEPOSITHA
MpUYIUHHO-CIIeIcTBeHA Bph3ka ¢ VELCADE BB3 0cHOBa Ha HCTOPUYECKH JTaHHH OT MPOYUYBAHUS 32
MYJITHIUIEH MHEIIOM.

Hesxenanute peakiuu ca u3peieHH MO0y [0 CUCTEMO-OPTaHHU KJIacoBe U 10 yectoTa. YecToTure
ce ompeenarT karo: MHOTO decTH (> 1/10); wectu (= 1/100 mo < 1/10); veuectn (> 1/1 000 mo

< 1/100); peaxu (= 1/10 000 mo < 1/1 000); maOTO peaxu (< 1/10 000), c Hem3BecTHA YecToTa (OT
HAJIMYHUTE JaHHU HE MOXKe J1a O'bJie HarpaBeHa olieHka). [Ipu Bcsko rpymupaHe 1mo 4ecrora,
HE)KEJIAaHUTE JICKAPCTBEHH PEAKLUK Ca MPEICTaBEHN B HU3XOIAI PeJl 10 OTHOLICHHUE Ha TSXHATa
cepuosHoct. Tabnuna 8 e ch3ganeHa, upes u3nona3BaHeTo Ha Bepcusa 16 Ha MedDRA.
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Tabnuya 8: Hedcenanu peaxyuu npu nayueHmu ¢ MAHMeIHOKIemb4er TUMPOM, TeKY8AHU C
VeR-CAP 6 knunuyHo usnumeare

CucTeM0-0pranHu KjIacoBe

YecroTa

Hesxessanu peaknuu

Wndexnum u uapecTaumn

Msmuoro uectu

ITueBMOHUST*

Yectu

Cerncuc (BKII. CENTHYECH MIOK)*, XepIiec 30CTep
(BKJI. AMCEMHMHUPAH U OYEH), XepIecHa
uHeknusa*, bakrepuania HHOEKIUsI*,
WHQEKIHS Ha TOPHUTE/ TOJTHUTE TUXATCITHH
IBTUILA, THOMYHA HHPEKIHU™, Xeprec
CHUMILIeKC™

Heuectn

Xemnarut B, nadexnua*®, OpoHXOIHEBMOHUS
b b

Hapyuienus Ha KpbBTa U
nuMmdHaTa cUcTeMa

Msmuoro uectu

TpomboruroneHus*, pedpuiHa
HEYTPOIICHUS, HEYTPOTICHUS*, IEBKOIICHUA ™,
anemus*, tumdonenus™®

Heuectn ITannuronenus™
Hapyiienus Ha iMyHHaTa Yectu CBpBX4YYBCTBUTEIIHOCT*
cucTeEMa Heuectn AHadunakTHYHA peakius

Hapymenus na metabonusma
Y XpaHEHETO

MHoro uectu

IlonmxkaBane Ha areTUTa

Yectu

XuImokanueMus*, OTKIIOHCHHS B KpbBHATa
3axap*, XunoHatpueMusn*, 3axapeH nuader™,
3aIbpKaHe Ha TEUHOCTHU

Heuectu

CHHIpOM Ha TYMOPEH pa3naj

IIcuxu4yHu HapylIEeHUs

Yectu

Hapyiienns u pa3cTpoiicTBa Ha ChHS*

Hapymenus Ha HepBHaTa
cucremMa

Mauoro uectu

[epudepHa ceH30pHA HEBPOTIATHS,
JUcecTe3us ™, HeBpaJIrus*

Yectn Hesponarun*, MmoTopHa HeBponatus*, 3ary0a
Ha Ch3HaHUE (BKII. CHHKOIN), eHIedanonaTus*,
nepudepHa CeH30MOTOPHA HEBPOTIATHUS,
3aMasHOCT*, TUCTey3us™, HeBpoIaTHs Ha
BEreTaTvBHATA HEPBHA CHCTEMA
Heuectn JlucOanaHc Ha BereTaTMBHATA HEPBHA
cucremMa
Hapymenus Ha ounte Yectn 3putenHu HapymeHus*
Hapyuienust Ha yxoTo u Yectu Jucaky3uc (BKJI. THHUTYC)*
nabupuHTa Hewectu Bepruro*, yBpexknane Ha ciyxa (CHITHO
HaMaJsiBaHe, BKIL. TIIyXO0Ta)
CepreyHH HapyIIEeHUSA Yectn Copaeunn pubpunanuu (BKI. MPEICHPAHN),
apUTMHS™, ChbpACYHA HEOCTATHYHOCT (BKIL.
JIeBOKaMepHa U JIecCHOKaMepHa)™*, MruokapiHa
UCXEMHS, BeHTPUKYJIAapHa AUCHYHKIHUS
Heuectn KapnuoBackynapuu HapymieHus! (BKJI.
KapAHOTEHEH IIOK)
Cb10BHM HapyIICHHS Yectn XunepToHUs*, XUIMIOTOHUSA ™, OPTOCTATHYHA
XHUIOTOHHS
Pecniuparopuu, rpbaHu 1 Yectn HucnHes ™, kanumuna®, xpinaHe
MeluacTUHAIHU HapyleHuss | Hewectn OcThp pecnupaTopeH TUCTPEC CHHIPOM,

OemonpoOHa eMOOHS, THEBMOHHS,
OemopoOHa XUNEepTOHUS, O€T0POOECH OTOK
(BKIJI. OCTBD)
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CromarnrHo-4peBHI
HapyILIeHNs

Msmuoro uectu

CHUMIITOMH Ha TajIcHe U MOBpbIIaHe™,
Juapus®, croMatuT*, 3amnek

Yectu

CromManiHo-upeBHa XeMoparus (BKJI.
nUraBrYHa)*, IOJyBaHe Ha Kopema,
Jucriencus, opogapuHreanta 6oika*,
racTpuT*, yluepauuu Ha ycrata*, KopeMeH
JcKoM$OpT, Aucharus, CTOMAITHO-YPEBHO
BB3MaNIcHHe™, KopeMHa O0JIKa (BKIL.
CTOMAIITHO-YpEBHA 1 0OJIKa B clie3Kkarta)™,
HapYIICHUs] Ha yCTHATa KyXuHa*

Heuectu

Komur (Bkn. Clostridium difficile)*

XenatoOuIMapHu HapyILICHUS

Yectu

XenaToTOKCHYHOCT (BKJI. Y€PHOAPOOHO
HapyILIeHNE)

Heuectu

UepHoipoOHA HEAOCTATHYHOCT

Hapyienus Ha xoxara u
MMOJKOYKHATA ThKaH

Mpmuoro yectu

Hapymenus Ha kocara*®

Yectu

Copbexc*, nepmarur®, 00puB*

Hapymenns Ha MycKyJiHO- Yectn MyckynHH cna3Mu™, MyCKYJIHO-CKEJIETHA
CKeJIeTHaTa CHCTeMa U Oonka*, 6onka B KpalHULIUTE
ChEJIMHUTENHATA ThKaH

Hapymenus na 6s6perure 1 | Yectu Wndexnus Ha MMKOYHUTE MbTHIIA™

MNUKOYHUTEC ITbTHUIIA

OOum Hapymenus u epextrt | MHOTO YecTn [Mupekcus*, ymopa, acTeHus

Ha MSICTOTO Ha mpuiokeHue | Yectu Enewm (Bki. nepudepen), BTprcane, peakius
Ha MSCTOTO Ha MPUJIOKEeHUe™,
HepasnoJoXeHue™*

Wscneapanus Uectu XunepOounupyOuHeMus*, OTKIIOHEHHSI Ha

0eNnThKa OT HOPMAJTHUTE CTOMHOCTU™,
HaMaJIsIBaHE Ha TETJIO, TOKaYBaHEe Ha TErJI0

I'pymupane o noseye oT eAuH npennoyntad TepMuH 1o MedDRA

Onucanne Ha U30paHU HEXKEITAHU PEaKINU

Peaxmueupane na xepnec 3ocmep supyc

MynTHIIEeH MUETIOM

AHTHBHpYCHA POQUIIAKTHKA € TpriaraHa Ha 26% oT manuenTuTe B pamoto Ve+M+P. Uecrorara Ha
XepIec 30cTep 3a MalUeHTUTE B TepaneBTHuHarta rpyna Ve+M+P e Ouna 17%, cpen nauueHTure, Ha
KOHTO He € Omiia mpujiarana aHTUBHUPYCHa NPOQMIAKTHKA, B cpaBHEHUE ¢ 3% cpel MalueHTHTe, Ha
KOHTO € Onia mpuiiaraHa aHTUBHPYCHA MPOQIIIAKTHKA.

MaHnTtenHoKIeThYeH JIUMGPOM

AHTHBHpYCHA IpOQHIAKTHKA € priioxena npu 137 ot 240 nauumentu (57%) B pamoto VcR-CAP.
YecToTtara Ha xepriec 30cTep cpea nanuenture B pamoro VCR-CAP e 6uma 10,7% npu naruenTy,
KOHMTO HE ca IpueMajd aHTUBUPYCHA NPO(UIIaKTUKA B CpaBHEHHE C 3,6% NpH MalMeHTH, TpUeMan
aHTHUBUpYCHA NporiIakThKa (BXK. Touka 4.4).

Peaxmusupane u ungexyus c supycen xenamum B (HBYV)

MaHnTenHoKIeThYeH JIUMPOM

HBYV undekuus ¢ paraned uzxon ce Habmoaasa npu 0,8% (n = 2) oT malgeHTHTE B TpyIaTa Ha
neuyenne 6e3 VELCADE (putykcuma0, nuknodochamu, JOKCOpyOHIH, BAHKPUCTHH U TIPEIHU30H;
R-CHOP) u 0,4% (n = 1) ot maruenture, nony4asan VELCADE B xomOuHatwst ¢ puTyKkcumao,
mukioochamun, nokcopyounnut u npeann3on (VecR-CAP). Obmiarta yectora Ha MH(EKINH ¢
xenatuT B e momo6na npu manuenture, gexkyBanu ¢ VCR-CAP wimu ¢ R-CHOP (0,8% cpernty 1,2%,
CBOTBETHO).

Ilepughepna nesponamus npu KoMOUHUPAHU CXeMU HA TledeHue

MynTuIuieH MUEIOM

[Ipu u3nurBanus, B kouto VELCADE ce npunara kaTo HHAYKIHMOHHO JIeYeHHE B KOMOMHALHS C
nekcameTa3oH (mpoyusane IFM-2005-01) unu nexcamerazon-tanuaoMus (mpoyusane MMY-3010),
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YecToTaTa Ha Bh3HUKBaHE Ha NieprudepHa HeBPOIaTHs MPU KOMOMHUPAHUTE CXEMH € TIPECTaBeHa B
Ta0IIMIaTa Mo-10Iy:

Tabnuya 9: Yecmoma na 6v3nuKeane Ha hepughepna Hesponamus no epeme Ha UHOYKYUOHHO
JledeHue, Kiacugpuyupana no moKCuyHOC U NpeyCmaHo8sa8aHe Ha 1e4eHuemo nopaou
nepugepta Hegponamus

IFM-2005-01 MMY-3010
VDDx VcDx TDx VcTDx
(N =239) (N =239) (N =126) (N=130)

YecToTa Ha BE3HMKBaHe Ha ITH
(%)

Bcewnuku crenenn va I[TH 3 15 12 45

>IIH crenen 2 1 2 31

>IIH cremnen 3 <1 0 5
IIpeycranoBsiBaHe Ha <1 2 1 5

nedenueto nopaau ITH (%)

VDDx = BUHKPHUCTHH, T0KcOpyOuuH, Aekcamerazon; VecDx = VELCADE, nekcametaszon; TDx = tanumgomus,
nexcameraszon; VcTDx = VELCADE, tanunomun, nexcamerason; I[TH = nepudepHa HeBponaTus

benexka: [lepudepHara HeBponaTys BKIIOYBA IPEIIIOYMUTAHUTE TEPMHUHU: NieprdepHa HeBponaTyus, neprupepHa MOTOpPHA
HeBpomnaTtusi, neprudepHa ceH30pHa HEBPONATHS U TOJHMHEBPOIIATHSI.

MaHTeTHOKIIEThYCH JTUM(POM

B npoyusane LYM-3002, npu koero VELCADE ce npunara ¢ putrykcuma0, nukinodochamu,
nokcopyourm u npeaan3oH (R-CAP), uectorara Ha nepudepHna HeBponaTHs B KOMOMHUPAHU CXEMU
€ MPEeICTaBeH B TAOIHUIIATa TIO-I0ITY:

Tabnuya 10: Yecmoma na sv3uuxseane na nepughepua neeponamusi 6 npoyusare LYM-3002,
KAACUGUYUPAHA N0 MOKCUYHOCI U NPEYCMAHO8A8ANE HA JledeHUuemo nopaou nepugpepua

Hegponamus
VcR-CAP R-CHOP
(N =240) (N =242)
Yecrora Ha Bp3HUKBaHe Ha [TH (%)
Bceuuku crenenu Ha [TH 30 29
> ITH Crenen 2 18 9
> ITH Cremnen 3 8 4
IIpeycTranoBsiBaHE Ha JICYEHUETO MOpaad 2 <1

ITH (%)

VcR-CAP = VELCADE, purykcuma0, nukinodpochamun, rokcopyounus u npeaanzon; R-CHOP = purykcumad,
nukiodochamu, TOKCOpyOHIIMH, BUHKPUCTHH 1 nipeaun3oH; [TH = nepudepna neBponatus

benexka: [TepudepHa HeBpoaTus BKIIOYBA NPEANOYUTAHUTE TEPMHUHK: TIepudepHa ceH30pHa HeBponaTus, nepudpepHa
HeBpomnartusi, neprupepHa MOTOPHA HEBPOIATHS U eprepHa CEH30MOTOPHA HEBPOIIATHS

Tayuenmu 6 cmapuecka ev3pacm ¢ MCL

42,9% u 10,4% ot nanmentute B pamotro VcR-CAP ca BBB BB3pacTOBHS IUAIa30H CHOTBETHO 65-
74 roguHU ¥ > 75 TOOUMHY. BhOpeku 4e npu NalueHTH Ha Bb3pacT = 75 TOJUHM, U IBETE CXEMU Ha
nedeHne VcR-CAP u R-CHOP ce noHacsT No-TeXK0, CEPHO3HUTE HEXKETAHU pEeaklliy B rpynaTa
VcR-CAP e 68%, B cpaBaenue ¢ 42% B rpymnara R-CHOP.

Tlosmopno neuenue na nayuenmu ¢ peyuousupa MyamunieH Mueiom

IIpu npoyuBane, B koeto ce npuiara nosropHo jeduenue ¢ VELCADE na 130 naruentu c
pelUIMBUpa MYJIUILIEH MUEJIOM, KOUTO ca TIOKa3aJId TIOHE YaCTHYEH OTrOBOP KbM MpPEeAXoIHa
VELCADE-cbabp:xaiia TepaneBTH4Ha cXeMa, Hali-4ecTo CPEIIaHuTe HeXKeJIaH! ChOUTHS OT BCSIKAKBA
cTereH, HaOIo1aBaHu P MUHUMYM 25% OT mauueHTuTe, ca Tpombouutonenus (55%), HeBponaTust
(40%), anemus (37%), nuapus (35%) u 3anek (28%). [lepudepHa HeBpomaTUs OT BCAKAKBa CTEICH U
nepudepHa HEBPOMATHUS CTENEH > 3 ca HaOmogaBanu choTBETHO 1pH 40% 1 8,5% oT marmeHTHTe.
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Cro0maBane Ha OJO3UPAHU HEXKEJAHU PEAKIIUH

Cpo01maBaHeTo Ha MOIO3UPAHH HEKEJIAHU PEAKLUH CJIe]] pa3pellaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
HPOIYKT € BaxkHO. ToBa M03BOJISIBA 1a IPOABIIKY HAOJIIOICHUETO Ha ChOTHOIIEHHETO 10JI3a/pHUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIIEIIUATICTH Ce U3UCKBA J]a ChOOIABAT BCSIKA
N0JJ03MpaHa HeXeJlaHa peakysl Ype3 HallMOHAIHA CUCTEMA 3a ChOOIIaBaHe, IOCOYEHA B
[Ipunoxxenue V.

4.9 TIlpeno3mpane

Hpez[osplpaHe IIpY MalMECHTUTE, IPCBUIIaABalIO MMPECIIOPBbUYBAHATA J03a ITIOBEYEC OT JiBa ITbTH, €
CBBP3aHO C IM04Ba HA OCTpa CUMIITOMAaTHYHA XUIIOTOHUA U TpOM6OHI/ITOHeHI/I$I C (1)aTaJ]eH n3xon. 3a
ChbpPACYHO-CHAOBU IMPCAKIIMHUYIHA (l)apMaKOJ'IOFI/I‘IHI/I H3CJICIBaHUsA 3a 6G3OHaCHOCT, BIDKTE TOYKa 5.3.

He e u3BecteH crienuduyer aHTUIOT NPpH Nipeao3upane Ha bopTe3omud. B ciyyaii Ha pepo3upane
JKU3HEHUTE MTOKA3aTeNN Ha MalMEHTHTE TPSOBA /1a C€ MOHUTOPHPAT BHUMATEIIHO | J]a C€ OKa3BaT
TIOJIXOJISIIN TPYKH 32 TIOJIIbP KaHe Ha KPBBHOTO HaJsATaHe (KaTo BIMBaHE HA TEYHOCTH, TPECOPHU
W/WJIA HHOTPOITHU areHTH) U Ha TeJieCHaTa TeMIiieparypa (BK. Touku 4.2 u 4.4).

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOJCTBA

®dapmakoTepareBTHIHA Tpyna: AHTHHEOIUIACTUYHH CPEACTBA, IPYTH aHTHHEOIIACTUYHU CPEICTBA,
ATC xom: LO1XGO1.

MexaHu3bM Ha JIEHCTBUE

Boprezomubd e nporeazomen nuxudutop. Toil € ch3aalieH ClenuatHo 1a HHXUOupa nmoao0oHara Ha
XUMOTPHIICHH aKTUBHOCT Ha 26S mpoTea3zomara B KISTKH Ha 003aiHUIM. 26S IpoTea3oMara € rojsm
MPOTEHHEH KOMILUIEKC, KOMTO pa3rpaia yOMKBUTUHUPAHUTE MPOTEHHU. [IBTAT yOUKBUTHH-
MpOTea30Ma Urpae ChIIECTBEHA POJIS B PEryJIUPaHETO Ha KPhroBpaTa Ha Crieliu()uIHU IPOTCHHU U
TakKa ce MoAIbpKa XOMeocTa3aTa B kieTkute. Uuxubupanero Ha 26S mpoTeazomara MmperoTBpaTsaBa
Ta3| MpULIETHA NPOTEOIU3a U 3aCSIra MHOXKECTBO CUTHAIM3UPALLIHU KaCKaJH B KIETKUTE, KATO HaKpas
BOJIM 10 CMBPT Ha pakoBaTa KJIETKa.

Bopre3omMub e BUCOKO CelleKTHUBEH 3a npoTeazoMaTa. B konnentparuu 10 uM Oopre3oMud He
MHXUOUPA HUTO €IWH OT MHOKECTBOTO NMPOYUYCHH PELENTOPH U IpoTeasu u e noseue oT 1 500 mbTu
MO-CEJICKTHUBEH 3a MPOTea30Ma, OTKOJIKOTO HSAKOH OT CIIC/IBAIMTE MPEIIOYHTAHH SH3UMH.
Kunernkara Ha IpoTea30MHOTO HHXUOWpPAHE € POY4BaHa in Vitro ¥ € IoKa3aHo, uye 6opTe3oMud ce
OTJIEeNs OT IpoTeazoma 3a ty;, oT 20 MUHYTH, KOETO TI0Ka3Ba, Y€ MPOTEa30MHOTO HHXHOUPAHE OT
6oprezomMub € 0OpaTUMO.

MenauupaHara oT 00pTe30MHUO MPOTEa30MHA MHXUOUITUS 3acsIra paKOBUTE KIIETKH [0 MHOTO ITbTHIIA,
BKITFOUUTEITHO, HO HEOTPaHWYaBaII0 CE CaMo JI0 YBPEXKJaHe Ha PEeryJIaTOPHHUTE IPOTEUHHU, KOUTO
peryJiMpar mporpecusTa Mo eTaruTe Ha KICThYHUS UKD 1 aKTUBUPAHETO Ha HYKJICApHUS KICThYCH
(hakrop kana-B (NF-kB). Muxubupanero Ha mpoTeasomMaTa BOAM 10 OJIOKMPAHE Ha KICTHUHUS ITUKBII
u anonrto3a. Hykieapausar ¢akrop NF-kB e dakTop Ha TpaHCKpUTIIHS, YUSITO aKTHUBAIHSI CE€ U3UCKBA
32 MHOTO €Tali Ha TYMOpPOT€HEe3aTa, BKIIFOUUTEITHO KICTHUHUS PACTEXK U TPEKUBSIBAHE,
aHTrMOTeHe3aTa, B3aUMOJICHCTBHETO KIIETKa/KIIeTKa U Meractasute. [Ipu muenom Goprezomud 3acsra
CIOCOOHOCTTA HAa MUEJIOMHUTE KIIETKH Ja B3aMMOEHCTBAT C MUKPOCPEAaTa Ha KOCTHHSI MO3BK.

EKCHepI/IMeHTI/I IIoKas3Bar, 4c 60pTe3OMI/I6 € HUTOTOKCHUYCH 3a MHOKECTBO TUIIOBE TYMOPHHU KIICTKU U
Y€ TYMOPHHUTE KJICTKH Ca IMO-YyBCTBUTCIIHU KbM IIPOAIIOINITO3HU C(I)CKTI/I Ha MpoTC€a3oMHaTa
I/IHXI/I6I/IL[I/I$I, B CPABHCHUC C HOPMAJIHUTC KIJICTKU. BOpTC3OMI/I6 BOJU OO HAMAJIIBAHC HAa TYMOPHUA
pacTex in Vivo B MHOT'O MPECAKIIMHUYHNY TYMOPHH MOJACIIN, BKIIFOUUTCIIHO MYJITUIIJICH MHUCIIOM.
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JlaHHHTE OT in Vvitro, ex-vivo M )KUBOTUHCKH MOJIEIIU ¢ OOPTE30MHUO Mperoarar, ue Toi yBeandaBa
nudepeHIranusaTa 1 akTHBHOCTTa Ha OCTEO0IaCTHTE U MHXUOUpa (pyHKIUATA Ha OCTEOKIACTHTE.
Te3u edextr ca HAOMIOAaBAaHU TIPH TALUECHTH C MYJITUILICH MHUEIIOM, C HalpeIHAIa OCTCOUTUYHA
0oJIecT 1 JIeKyBaHU ¢ OOpPTE30MHUO.

Knnanyna eykacHOCT P HeNEKyBaH MYJATHUILIEH MHUEJIOM:

[IpoBeneHO e MpOCTIEKTUBHO, MEXAYHAPOIHO, paHAOMU3HPaHO (1:1), OTKPUTO KIMHUYHO MPOyUYBaHE
¢aza I[II (MMY-3002 VISTA) npu 682 nanmenTy, 3a 1a ce ouenu gaiau tepanusira ¢ VELCADE
(1,3 mg/m? UHKXEKTUPaH UHTPABEHO3HO) B KOMOMHaIMs ¢ Meldanan (9 mg/m?) u npeIHU30H

(60 mg/m?) Bomu 10 moo6psBane Ha BpemeTo 10 nporpecus (BJIIT) B cpaBHeHHnE ¢ TepanusTa ¢
mendanan (9 mg/m?) u npeauuson (60 mg/m?) npy MaMEHTH ¢ HEJIEKYBAH MYJITHILUIEH MUEJIOM.
JleueHueTo e mpusaraHo 3a MaKCUMaJIHa IPOIBIIKUTEIHOCT OT 9 HUKbIIA (IPUOTUIUTETHO

54 cenMuIM) U € IPEKBbCHATO PaHO MOpaay IporpecupaHe Ha 00IeCTTa WK HEJOITyCTUMO HUBO Ha
ToKcH4HOCT. CpeiHaTa Bb3pacT Ha MAIlMeHTUTe B poyuBaneTo € 71 roaunu, 50% ca mbxe, 88% ca
oT Os7aTa paca U cpelHaTa OLEHKa Ha KaueCTBOTO Ha )KMBOT Ha MalMEeHTHTE 1o ckajara Ha Karnofsky
e 80. Ilauuenture ca umanu IgG/IgA/nekoBeprxen muenoM B 63%/25%/8% ot cinydaunte, cpeana
croiinocT Ha xeMornoouna —105 g/l u cpenen 6poii Ha TpombouuTute — 221,5 X 10° /1. Cxonen e n
NPOLIEHTHT Ha NALMEHTUTE ¢ KpeaTHHUHOB KIUPBHC < 30 ml/min (3% BBB BCIKO pamo).

B nepuosa Ha npeBapUTEITHO IJIaHUPAHUSI MEKIMHEH aHaIN3, IbPBUYHATA KPaiiHa TOYKA, BPEMETO
JIO TIPOTPECHS € CIIa3eHO, U MAlMEHTUTE B Ipynara Ha Meidainad u npeaau3od (M+P) ca mpemunanu
Ha neuenre ¢ VELCADE B komOuHanms ¢ mendanan u npeaan3oH (Ve+M+P). Menuanara Ha
nepuojia Ha mpociensBane € 16,3 mecerna. KpaitHOTO akTyanu3upaHe Ha TaHHUATE 32 MIPEKUBSIEMOCT €
M3BBPIICHO ¢ MeAMaHa Ha Neproaa Ha npocieassane 60,1 mecena. Habmonaea ce CTaTUCTHUCCKH

3HaYMMO MOJO0O0pEHHE Ha MIPEXHUBSIEMOCTTa B TpymnaTa Ha jgeyenue ¢ Ve+M+P (HR = 0,695;

p = 0,00043), BpIIpeky NOCIEABALIHN TEPATICBTUYHN KYPCOBE, BKIIOUUTETHO CXeMH, 0a3upaHu Ha
VELCADE. Mennanata Ha MpeXUBIEMOCT B Tpyrara Ha jedeHue ¢ Vc+M+P e 56,4 mecena, B
cpaBHeHue ¢ 43,1 B rpynara Ha sedenue ¢ M+P. Pesynrarure 3a epukacHoCTTa ca MpeJcTaBeHH B

Tab6muma 11:

Tabnuya 11: Pezynmamu 3a e(pukacHocm cied KpAuHOmMo aKmyaiusupane na OaHHume 3a

npeorcussemocm 6 npoyusane VISTA

Kpaiina Touka 3a epukacHoCT Ve+M+P M+P
n = 344 n =338
Bpeme 10 nporpecust —
Cwoutns 6p. (%) 101 (29) 152 (45)
Memuana® (95% CI) 20,7 mo 15,0 mo
(17,6; 24,7) (14,1; 17,9)
Koepunument Ha puck® 0,54
(95% CI) (0,42; 0,70)
p-cToitHOCT® 0,000002
IIpe:xxuBsiemocT 6e3 nporpecust
Cwoutns 6p. (%) 135 (39) 190 (56)
Memuana® (95% CI) 18,3 mo 14,0 mo
(16,6; 21,7) (11,1; 15,0)
Koedunument Ha puck® 0,61
(95% CI) (0,49; 0,76)
p-croiiHocT® 0,00001
O0uma npexuBsieMocT™
Cuoutns (cMmbpT) 0p. (%) 176 (51,2) 211 (62,4)
Menmnana® 56,4 mo 43,1 mo
(95% CI) (52,8; 60,9) (35,3; 48,3)
Koedurument Ha puck® 0,695
(95% CI) (0,567, 0,852)
p-croiiHoCT® 0,00043
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CremneH Ha OBJHMABAHE n=337 n=331

[onmynamums” 6p. = 668

CR® 6p. (%) 102 (30) 12 (4)

PR¢ 6p. (%) 136 (40) 103 (31)

nCR 6p. (%) 5 0

CR+PR® 0p. (%) 238 (71) 115 (35)

p-croitHoCT" <1010

HamansiBane Ha cepyMeH M-npoTenH 336 nmanueHTH 331 manueHTH

ITonynanus™ 6p. = 667

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

Bpeme 10 Havasi0 Ha noBJausaBaHe npu CR +

PR

Mennana 1,4 mo | 4,2 mo

Menuana® Ha NPOIBbJLKUTEIHOCT HA

TOBJIMSIBAHETO

CR® 24,0 mo 12,8 mo

CR+PR® 19,9 mo 13,1 mo

Bpeme 10 caeaBama Tepanusi

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

Memuana® (95% CI) 27,0 mo 19,2 mo
(24,7;31,1) (17,0;21,0)

Koepunment Ha puck® 0,557

(95% CI) (0,462; 0,671)

p-cToitHOCT® < 0,000001

a

6

Wzuncnena mo metona Ha Kaplan-Meier

KoeduIeHThT Ha pUCK € U3YUCIICH Ha 6a3aTa Ha MPONMOPIMOHATHO-PUCKOBHS Moea Ha Cox, afanTupaH 3a
cTpaTu(UKAIIMOHHN (aKTOPH: P2-MHUKPOTIOOYIINH, ATOYMUH U paiioH. KoeuIMeHThT Ha PUCK, TO-HUCHK OT 1, coun
npeaumcTBo VMP

HomuHanna p-cToifHOCT Ha 0a3ara Ha cTpaTH(UIMpaH JorapuTMU4IHO TpaHcdopmupat peHkos (log-rank) tecr,
aJIanTHpaH 3a CTPaTU(GUKALUOHHU PAKTOPH: P2-MUKPOTI00YIMH, aIOyMUH U paiioH

p-cToiiHoCT Ha yectorara Ha otroBop (CR+PR) ot Xu-kBaapart tecra Ha Cochran-Mantel-Haenszel, anantupan 3a
crparudukannoHHu pakTopu

TomynarusTa ¢ OTTOBOP BKJIFOYBA MAMEHTUTE C H3MEPUMO 3a00JSIBAHE B HAYAIOTO HA IPOYYBAHETO

CR = ITbnen otrosop; PR = Yactuuen orroBop; nCR = bnuzo xo menen orroBop. Kpurepun Ha EBMT (EBpormeiicka

I'pyna 3a KpPbBHA U KOCTHOMO3bYHHU TpaHCHHaHTaHHH)

' BCHUKH PaHIOMM3MPAHU [ALMEHTH ChC 3a00JIsIBAHE HA OT/EIMTEIHATA CUCTEMA

¥
JlaHHuTE 32 IpeXKUBIEMOCTTA Ca aKTyalIM3UpaHH ¢ MeJMaHa Ha repuoia Ha npocienssane 60,1 mecena

mo: Mecenu
CI- noBepureseH UHTepBal

Tlayuenmu, nooxooawu 3a MpancRAAGHMAYUsL HA CMBOL08U KIeMKU

[IpoBenenu ca ABe paHIOMHU3UPAHHU, OTKpUTH, MHOTOIIeHTpoBH Paza Il npoyusanus (IFM-2005-01,
MMY-3010) 3a orienka Ha 6e3onacHoctTa 1 eukacHoctra Ha VELCADE B aBoiiHE U TpoitHH
KOMOMHALIMY C APYTH XUMHOTEPANIEBTUYHU CPEICTBA KaTO MHIYKIIMOHHA TEPAITUs IPEIT
TPaHCIJIAHTALMSI HA CTBOJIOBU KJIETKHU MPH MALMEHTH C HEJICKYBaH MYJITHILIICH MHEJIOM.

B npoyusane IFM-2005-01 VELCADE B xomOunarus ¢ aekcameraszon [ VeDx, n = 240] e cpaBHeH ¢
BUHKPUCTHH-IOKCOpYOUIMH-1ekcamerazo [ VDDx, n = 242]. [lauuenture B rpynata Ha VeDx ca
IpPEMUHAIN YeTUpH 2 1-IHEBHM LUKBIA, Bceku oT kouTo BKarousa VELCADE (1,3 mg/m?, npuioxken
BEHO3HO J[Ba TbTH CEIMUYHO Ha JicH 1, 4, 8 u 11) u nepopaiHo npuioxkeH aekcameTa3oH (40 mg/nex
B qHUTE OT 1 10 4 1 B gHUTE OT 9 M0 12 B mkim 1 ¥ 2, KaKTO ¥ B THHUTE OT 1 10 4 B UK 3 U 4).
ABTOJI0KHA TPaHCIUIAHTAIMS HA CTBOJIOBU KIIETKH ¢ HampaBeHa Ha 198 (82%) u 208 (87%) manuentu
CBHOTBETHO B TpynuTe Ha jiedeHre ¢ VDDx n VeDx; GOJIIMUHCTBOTO OT NAIMEHTUTE Cca TIPEMHUHAIN
€/IHa TPaHCIUIAaHTALMOHHA Mpoueaypa. Jemorpadckure XapakTepUCTHKH Ha MALMEHTHTE U U3XOAHUTE
XapaKTePUCTUKHU Ha 3a00JIIBAHETO Ca CXOJHM B IBETE TEPANeBTUYHU IpynH. MeauaHaTta Ha Bb3pacTra
HAa MalMeHTUTE B IPOyYBaHeTo € 57 rogunu, 55% ca mbxe u 48% OT marpieHTuTe ca ¢
BHCOKOPUCKOBH INTOTEHETHYHHU MapkepH. MennaHaTa Ha IPOABIKUTEIHOCTTA HA JICUEHHETO €
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13 cenmuru 3a rpynata Ha VDDx u 11 ceqmunu 3a Tazu Ha VeDx. MennanaTta Ha Opost Ha IIUKIIHTE,
KOUTO Ca MOJYYWIH JBETE IPYIH, € 4 [UKBIA.

[IbpBUYHATA KpaifHa TOYKa 32 €(PUKACHOCT Ha MPOYYBAHETO € TIOCTHHAYKIIOHATA YECTOTa Ha OTTOBOD
(CR+nCR). HabmoaBa ce cTaTUCTHUECKH 3HAYMMAa Pa3jIuKa MPU IbJIHA PEMHUCHAHTIOUYTH IIbIHA
pemucus (CR+nCR) B monza na rpynara Ha geyenne ¢ VELCADE B koMOHHALS ¢ JeKCaMeTa30H.
BropuunuTte KpaiiHu TOYKHU 32 e(UKACHOCT BKITIOYBAT YECTOTA HA OTTOBOP CIIE/ TPAHCIIIAHTAIINS
(CR+nCR, CR+nCR+VGPR+PR), npexxussiemocT 6e3 nporpecus 1 0011a npexxuBsemMocT (overall
survival, OS). OcHoBHHTE pe3yATaTH 3a ehUKACHOCT ca MPEACTaBEeHU B Tabmuma 12.

Tabnuya 12: Pezynmamu 3a egpuxacrocm om npoyusane IFM-2005-01

Kpaiina Touka VeDx VDDx OR; 95% CI; P croitnocr?
IFM-2005-01 N =240 (ITT N=242 (ITT

TIOITY JIATTHST) TTOITY ATV
RR (cneo unoykyus)
*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; 82,2) 60,7 (54,3; 66,9) 2,18 (1,46; 3,24); < 0,001
% (95% CI)
RR (cneo mpancnﬂanmauwz)b
CR+nCR 37,5 (31,4; 44,0) 23,1 (18,0; 29,0) 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)

CI = nosepurenen untepsair; CR = mbieH orrosop; nCR = 61u30 1o meieH otroop; [TT-Intent to treat; RR-uectoTa Ha
otrroBopa; Vc = VELCADE; VcDx = VELCADE, nexcamerazon; VDDX = BUHKPUCTHH, TOKCOPYOUILIMH, I€KCAMETA30H;
VGPR = mHOT0 100Bp YacTuueH otroBop; PR = yactuuen orroop, OR = chOTHOIIICHHE HA IIAHCOBETE;

: IIppBUuHa KpaliHa TOUYKa

a CBOTHOIIIEHHE Ha IIAHCOBETE 3a Y€CTOTH Ha OTTOBOpAa Ha 0azara Ha 06H10T0 ChOTHOIICHHEC HA IIAaHCOBECTC U3YUCIICHO

o Mantel-Haenszel 3a crparnduuupanu tabnuiy; p-ctoitHocTr 1o Tecta Ha Cochran Mantel-Haenszel.

OrtHacs ce 3a 4eCcToTa Ha OTrOBOP CJIe/l BTOPa TPAHCIUIAHTALHMS [TPU HALMEHTH, HOJIY4HIH BTOPA TPAHCIUIAHTALNSL
(42/240 [18%] B rpymara Ha VcDx u 52/242 [21%] B rpynat ana VDDx).
Benexka: ChOTHOLIIEHHE Ha LIIAHCOBETE > | COYM NPEIMMCTBO 3a MHAYKIMOHHATA TEPaNus, ChIbPiKalla BUHKPUCTHH.

B npoyusane MMY-3010 unnaykimorsoro sedenue ¢ VELCADE B komOuHAIMS ¢ TATUAOMUI U
nexkcameta3on [VcTDx, n = 130] e cpaBHeHO ¢ TanunomMua-aekcamerason [TDx, n = 127].
ITauuenture B rpynarta Ha VcTDX ca npemMuHanu mect 4-ceIMUYHU [IUKBIA, BCEKU OT KOUTO
srmouBa VELCADE (1,3 mg/m?, mpuiiokeH JiBa MbTH CeAMUYHO Ha el 1, 4, 8 u 11, mocnensan ot

1 7-nHEeBEeH mepro/1 Ha TOYMBKa OT JieH 12 10 aeH 28), nekcamerazoH (40 mg mpriiokeH mepopaiHo B
maUTE OT 1 10 4 1 B qHUTE OT 8 10 11) M Tanmumomuy (MIPHIIOKEH IEPOPAITHO B 1032 OT 50 mg AHEBHO
B auute 1-14, yBennuena na 100 mg B naute ot 15-28, cnen koero Ha 200 mg AHEBHO).

Enna aBTONMOXKHA TpaHCIUIAHTAIMS HA CTBOJIOBU KJIeTKH € HampaBeHa Ha 105 (81%) u 78 (61%) ot
NanueHTUTe ChOoTBETHO B rpynuTe Ha VcTDx u TDx. JlemorpadckuTe XapakKTepUCTHKH Ha
MAIMEHTUTE W U3XOJHUTE XapaKTePUCTUKU Ha 3a00JIIBAHETO Ca CXO/IHHU B JIBETE TEPANICBTUUHU TPYITH.
Meauanara Ha Bb3pacTTa Ha nmanueHTute B rpynute Ha Ve TDx u TDx e choTBeTHO 57 cripsimo 56
roaunu, 99% copsmo 98% ca ot 6enu u 58% cnpsamo 54% ca mpxke. B rpynara na VcTDx 12% ot
MAIMEHTUTE ca MUTOTCHETUYHO KiIacu(PUIIMpaHd KaTo BUCOKOPUCKOBH cripsiMo 16% oT marueHTuTe B
rpymnara Ha TDx. Meaunanara Ha MpoIBIDKATEITHOCTTA Ha JieueHUEeTo ¢ 24,0 cenMuiiy, a MeAnaHaTa Ha
Opost TpeMUHATH UK Ha JieueHue ¢ 6,0 1 Te ca CXOTHU 32 BCUYKH TEPATICBTUIHH TPYIIH.

[IbpBUYHNTE KpaHU TOYKH 32 €(UKACHOCT B IPOYYBAHETO Ca CTETICHUTE HA TIOBJIHSBAHE CIIE]]
uHAykuus u cnen tpanciutantanus (CR+nCR). Cratuctudecku 3HaunmMa pasnuka mpu CR+nCR e
HaOronaBaHa B nonsa Ha rpynata Ha VELCADE B komOuHanms ¢ [ekcaMeTa3oH U TaJIMAOMHU.
BropuunuTte KpaiiHU TOUKH 32 €(h)UKACHOCT BKIIIOUBAT MPEKUBSIEMOCT 0e3 mporpecust u o01a
npexxussieMocT. OCHOBHHTE pe3yJITaTH 3a epUKacCHOCT ca MpeJcTaBeH: B Tabnuna 13.
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Tabnuya 13: Pe3ynmamu 3a eghuxachocm om npoyusare MMY-3010

Kpaiinu Touku VeTDx TDx OR; 95% CI; P croiinoct?
MMY-3010 N=130TT N=127(TT

TTOITY ATV TTOITY ATV
*RR (cned undykyus)
CR+nCR 49,2 (40,4; 58,1) 17,3 (11,2; 25,0) 4,63 (2,61; 8,22); <0,001*
CR+nCR+PR % (95% CI) 84,6 (77,2; 90,3) 61,4 (52,4; 69,9) 3,46 (1,90; 6,27); <0,001?
*RR
(crned mpancnianmayus)
CR+nCR 55,4 (46,4; 64,1) 34,6 (26,4; 43,6) 2,34 (1,42; 3,87); 0.001%
CR+nCR+PR % (95% CI) 77,7 (69,6; 84,5) 56,7 (47,6; 65,5) 2,66 (1,55; 4,57); <0,001?

CI = noeputenen uarepsair; CR = menen otropop; nCR = 6mm30 mo meien orroBop; ITT-Intent to treat; RR-uectora Ha
otroBopa; Vc = VELCADE; VcTDx = VELCADE, tanupomun, nekcamerazon; TDxX = TanumoMu, 1eKcaMeTa3oH;
VGPR = mHOT0 100Bp acTudeH oTroBop; PR = gactiuen orroBop, OR = choTHOWICHNE HA MIAHCOBETE

: IIspBuuHa kpaiiHa TOUKa

a CBHOTHOIIICHHE Ha IIIAHCOBETE 3a YECTOTH Ha OTroBOpa Ha 6a3aTa Ha OOIIOTO CHOTHOIIEHHE HA IIAHCOBETE U3YUCIIEHO

no Mantel-Haenszel 3a crpatuduuunpanu tabnuuu; p-croitnoctn no tecta Ha Cochran Mantel-Haenszel.
Benexka: ChOTHOIICHHE Ha IIAHCOBETE > | COYM MPEAMMCTBO 3a MHIYKIHOHHATA TePAIusl, ChAbPIKala BAHKPUCTHH.

KimandHa eUKacHOCT PH pelUANBHPAI WK PedpakTepeH MYITUILIEH MUEIOM

BbezomacHocrTa 1 ehpukacHoctTa Ha VELCADE (MHXeKTHpaH HHTPAaBEHO3HO) ca OWIIM OIICHSBAaHU B 2
IPOy4BaHusl PH MPENOPHUMTENHA 1032 1,3 mg/m?: B paHIOMU3MPAHO, CPABHUTENHO NPOy4BaHe (asa
IIT (APEX) crpsiMo iekcaMeTa30H pu 669 MalueHTH ¢ PELUAUB WK PePpPakTePeH MYyJITUILICH
MUEJIOM, KOUTO Ca MOTyYaBaiu 1-3 IpeauiHu TepaneBTHYHN JIUHUH U C eTHO MpoyuBaHe ¢aza Il ¢
enHo pamo npu 202 NanyeHTH ¢ PeNuAuB WK pedpakTepeH MYJITHILICH MHEIIOM, KOUTO ca
MOJTy4aBaIM Hall-MaJKo 2 MPEAUILITHY TePANEeBTUYHH JHHUU U IIPU KOUTO 3a00JIIBaHETO €
MPOTpeCUpasIo MpHU NOCACAHATA UM TEpaIusl.

B npoyuBaneto ¢asza Il neuennero ¢ VELCADE e noBeno 10 3Ha4NMO yIbJKaBaHE BPEMETO 10
MIPOrpecHsi, 3HAYMMO yIBJKaBaHE Ha MPEXKUBSIEMOCTTA ¥ 3HAYMMO I10-BHCOKA CTENEH Ha OTTOBOP B
CpaBHEHHME C JICYCHHUETO C JIeKCcaMeTa30H (BX. Tabnuua 14) mpu BCHUKH NalKeHTH, KaKTO U IpU
MaIMEHTUTE, KOUTO Ca MoJIydaBaIn 1 npe€auiniHa TepancBTUYHa JIUHUA. Karo pe3yarar oT
IpEBAPUTEIHO IUIAHUPAHUS MEXIMHEH aHAJIN3, JICUCHUETO C IEKCAMEeTa30H € OMII0 MIPEeKbCHATO MO
MIpenopbKa OT KOMUTETA 32 MOHUTOPUHT Ha JaHHUTE U Ha BCHUKH MMallUEHTH, PAHJOMU3HPaHH Ha
nekcameta3oH e own npemnoxked VELCADE B 3aBucumocT ot cratyca Ha 3a0onsBaneTo. [lopann
TOBa paHHO IPEMUHAaBaHe, CpeIHaTa MPOABIHKUTETHOCT Ha TPOCesIBaHe 3a MPEeKUBAEMOCT Ha
nanueHTute e 8,3 Mecena. Kakro npu nauneHTrTe, KOUTO ca OMIIM pepakTepHH Ha MoceIHaTa CH
TepaneBTUYHA JIMHUS, TaKa U P TE3U, KOUTO HE ca OmiM pedpakTepHu, oO1iaTa NpexuBsIeMOCT €
OWJa 3HAYUTEITHO TIO-JIBJITA U CTETIIEHTA HA OTTOBOP € OWIla 3HAYUMO TT0-BUCOKA NP Tpymara Ha
VELCADE.

Ot 669 Briouenu nanuent 245 (37%) ca Ounu Ha BB3pacT 65 FOJMHU B O-BB3PaCTHH.
[Tapamerpure Ha otroBopa kakto u TTP ocraBart 3HauntenHo no-x00pu 3a VELCADE He3aBucumo
OT BB3pacTTa. BhIpeKkn N3X0AHUTE HUBA Ha [2-MHUKpOTIIOOYIMHA, BCHUKH NTapaMeTpH Ha
epuKacHoCTTa (BpeMe 10 MPOrpecusTa U MpeaesiHaTa IpeKUBIEMOCT, KAKTO U CTETIIEHTa Ha OTTOBOP)
ca OMJTM 3HAYUTEIHO MOI0OpEeHH NpHY nanueHTuTe, iekyBanu ¢ VELCADE.

[Ipu monynanusara pedpakTepHr NanueHTH B mpoyusaneTo (aza Il otroBopuTe ce onpenenst ot
HE3aBUCUM KOMHUTET 3a OIICHKA, a KPUTSPUHUTE 3a OTTOBOP ca Te3u Ha EBpomeiickara rpyma 3a KOCTHO-
MO3b4Ha TpaHcIUIaHTanusa. CpenHara IpeKUBsIeMOCT Ha BCHYKU BKJIIOUCHH MaueHTu € 17 mecena
(<1 go 36+ mecena). Tazu IPeKUBAEMOCT € MO-TOJISIMA OT CpeAHaTa 6 10 9-MeceuHa MpeKUBIIEMOCT,
OuakBaHa 3a 1oj00Ha MOIyJIall¥sl MAIMEHTH OT KOHCYITHPAIIUTE KIMHUYHY U3cieaoBaTend. Upes
MYJITUBapUAlMOHEH aHAJIM3 MOIy4YeHAaTa CTEIICH Ha OTTOBOP € HE3aBHCHMa OT THIIAa MHEIIOM, CTaTyca
Ha W35Ba, CTAaTyca Ha JieNenus Ha xpomo3oMa 13, viau Oposi, Wi TUTIA Ha TIPEIUIITHATE JICUCHHUS.
[TaruenTHTEe, KOUTO Ca MOMYYHIIN 2 70 3 MPEIUIITHA TEPANIEBTUYHU PEXIMa UMAT CTEIIeH Ha OTTOBOP
ot 32% (10/32), a manueHTUTe, KOUTO Ca MOJYYUIIH ITOBEUE OT 7 TEPANCBTUYHU PEKUMa UMAT CTEIICH
Ha oTroBop ot 31% (21/67).
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Tabauya 14.: U3x00 na 3ab0ns8anemo npu npoyusanusi Paza Il (APEX) u @aza Il

rpyna ITT — rpyna Ha BkJItOYBaHe Ha Tepanus

6

ucropusaTa Ha jgedenue; p < 0.0001

MaiKko 1 103a OT U3MUTBAHU JEKAPCTBEH MIPOAYKT

AHAJIM3BT 110 JIMHKUU Ha TEPpAInd U3KIH0YBa CTpaTI/I(bI/IKaLlI/Iﬂ 3a UCTOpHUATA HA JICHCHUE

*

k3%

CR + PR + MR
CR =CR, (IF -); nCR =CR (IF +)
NA = ne e npunoxeno, NE = He e onjeHsiBaHO

TTP-Bpeme 1o mporpecust
CI = noBepuTeneH HHTEPBAT
Ve =VELCADE; Dex = nekcameTa3on
CR = mpieH otroBop; nCR = 611130 10 IbJIEH OTTOBOD
PR = uvactuyen otrosop; MR = MuHuMaineH orroBop

da3za II1 da3za II1 daza II1 daza Il
> 1 npeaumHa 22
1 npeauumHa npeauIHu
Bceuukn nmanueHTn TepanmeBTUYIHa
TepaneBTUYHA JUHUSA TepaneBTU41H
JIMHUA
N JIMHUHN
‘;:5“::’ Ve Dex Ve Dex Ve Dex Ve
CBPPIAMNCE 3333 | n=336" | n=132" | n=119" | n=200 | n=217"| n=202"
BpeMeTo
T 0
TTP, nu 1895 106° [211828 169" 148° 5874 210
0, ) )
[95% CI] [148,211] | [86, 128] 267] [105, 191] | [129, 192] 107] [154, 281]
?lfer"(‘)zz’:{?f)’/j 80" 66" 89" 72 73 62 60
[95% cf] [74,85] [59,72] [82,95] [62.,83] [64,82] | [53,71]
Haii-no0np Ve Dex Ve Dex Ve Dex Ve
orroBop (%) | n=315* | n=312" | n=128 | n=110 n=187 | n=202 n=193
CR 206)° | 2(<1)° 8 (6) 2(2) 12 (6) 0 (0) (4)**
CR+nCR 41 (13)° 5(2)° 16 (13) 4 (4) 25 (13) 1(<1) (10)**
CR+nCR+PR | 121 (38)° | 56 (18)° | 57(45)" | 2926)" | 64(34)° | 27(13)° (27)**
CRmﬁfp RE1 14646) | 10835 | 6652) | 45 | 80@3) | 63031 (35)**
Meauana Ha
NPOABJKUTEJI 126 %
B 2 (8,0) | 169 (5,6) | 246 (8,1) | 189(6,2) | 238 (7,8) @1 385
(Mecern)
Bpeme no
0TroBOp 43 43 44 46 41 27 38%*
CR+PR (mHn)
a

croitHocT Ha P ot ctpatuduiupan log-rank TecT; aHAIM3BT MO JIMHUK HA TEPAIUs U3KII0YBA CTPATU(PHUKALINS 32
rpyImia Ha OTTOBOP, BKIIFOYBAIIA MAIIMCHTH, KOUTO HMAT H3MEPUMO 3a00JIIBaHE Ha U3XOAHO HUBO ¥ Ca MOJYYHIIHM Haii-

croiiHocT Ha P ot Tecta Cochran-Mantel-Haenszel Xu-kBazipaT tect, anantupaH 3a cTpaTu(HUKAHOHHH (HaKTOPH;

IIpu nmpoyuBane ¢aza Il manueHTHTE, KOUTO HE Ca TOIYUHIIN ONTUMAIIEH OTTOBOP OT CAMOCTOSITEITHO
nedyenrne ¢ VELCADE ca nmanu BB3MOKHOCT Ja TIOTy4YaT BUCOKH JO3H JIEKCAMETa30H ChBMECTHO C
VELCADE. IIpoToKOABT MO3BOJISABA MALIMEHTUTE Ja MOJIy4YaBaT JeKCaMETa30H, aKO ca UMaJld Io-
MalrbK OT ontumanHust orroBop Ha VELCADE camocrositenno. O0mio Ha 74 olleHuMH NallueHTH €
npuiiaran aekcamera3od B komouHanus ¢ VELCADE. 18% oT manueHTUTe MoCTUTraT Wik UMaT
noo0pen otroeop [MR (11%) unu PR (7%)] ¢ kOMOMHHPAHOTO JICUCHUE.

Kombunupano neuenue na VELCADE ¢ necunupan aunozomen 0okcopyouyun
(npoyusarne DOXIL-MMY-3001)
[Ipu 646 nauuenTy e MpoBeIeHO paHIOMU3HUPaHO NpoyuBane ¢asa Ill, ¢ mapanennu rpynu, OTKpUTO,
MHOTOLICHTPOBO 3a cpaBHEHHE Ha Oe3onacHocTTa 1 epukacHoctta Ha VELCADE, npunaran B
KOMOUMHAIINS ¢ IETWIIMPaH JIMTI030MeH JIokcopyourH, B cpapaenue ¢ VELCADE moHoTepanus npu
MAIMEeHTH C MYJITUIUIEH MUEJIOM, KOUTO €a MOITYYHIN Hal-MaJIko €IHO MPEALIeCcTBAIO JeUeHUE U He
ca Iporpecupaiy, J0KaTo ca MoIy4yaBald aHTPAUUKIMH OazupaHa Tepanus. [IbpBuyHaTa kpaiiHa
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Touka 3a epukacuoct ¢ TTP, nokaTo BTopuyHKTE Kpaitnu Touku 3a eguxacHocT ca OS u ORR (CR +
PR), Ga3upaiiku ce Ha kpurepuute Ha EBponelickaTa rpyma 3a KpbBHH M KOCTHOMO3bYHHU
TpancmanTanuu (EBMT).

MexauHeH aHaau3, OnpeelieH 1o IpoToko (0asupan Ha 249 TTP cinyuas) npean3BUKBa
NPEeXIEBPEMEHHOTO MPHUKIIIOYBAHE HAa POYYBAHETO 10 OTHOILICHHUE Ha epuKacHocTTa. To3n
MeXIUHEH aHanu3 nokassa TTP namanssane Ha pucka ¢ 45% (95% CI; 29 57%, p < 0,0001) mpu
NaIKeHTH, JIeKyBaHu ¢ komOunupana tepanusi VELCADE u nerwnmpan TU030MeH JTOKCOPYOUITHH.
Cpennoto TTP e 6uio 6,5 meceua npu nanuenture, sexkysanu ¢ VELCADE moHoTepanus, B
cpaBHeHHE € 9,3 Mecena npy naueHTy Ha komOounupana tepanust VELCADE u nerunupan
JIUTI030MEH JTIOKCOPYOUIIHH. Te3u pe3ynraT, Makap 1 HEI'bJIHH, MIPE/ICTaBIIBAT OKOHYATESITHUS
aHanm3, NeQUHUPaH M0 MPOTOKOII.

Kpaitnuar ananus Ha OS, npoBenieH 3a MeMaHa Ha npociieAsBaHe 8,6 TOAWHY, He TOKa3Ba 3HaUMMa
pasnuka B OS Mex Ty nBete rpymnu Ha ieuenue. Menuanara Ha OS e 30,8 mecena (95% CI; 25,2—
36,5 mecerna) 3a manuentu Ha MoHoTepanus ¢ VELCADE u 33,0 mecernia (95% CI; 28,9-37,1 mecena)
3a manueHTuTe Ha komOunupana tepanust ¢ VELCADE mitoc nernimpan TMN030MeH JOKCOPYOULIMH.

Kombunupana mepanus na VELCADE ¢ dexcamemaszon

[opanu nuncata Ha npsiko cpaBHenne mexny VELCADE nu VELCADE B xkomOunamnus ¢
JIEKCaMETA30H IPH NAIMEHTH C IPOrPEeCUpal] MyJITUIUIEH MUEJIOM € IIPOBEIEH CTaTUCTUIECKH
MOJIBOMKOB aHaJIM3, C IIEJT Ja C€ CPABHAT PE3yJITaTUTE OT pamMoTo 0e3 panaomu3saius Ha VELCADE B
koMOuHanus ¢ gekcameta3oH (Paza Il otkpuro mpoyuBane MMY-2045), cipsiMo pe3ynTature,
norydeHu oT pameHnara ¢ MoHotepanuad VELCADE npu paznuyHu paHIOMHU3UPAHU POYIBaHUS
¢aza 111 (M34101-039 [APEX] u DOXIL MMY-3001) npu chinaTa WHAXKAIHSL.

[ToBOMKOBUAT aHATIH3 € CTATHCTUYECKH METO/I, IPU KOWTO MallMEeHTUTE B TpyIaTa Ha JiedeHue (Harp.
VELCADE B koMOuHauus ¢ jeKkcaMeTa30H) U MaleHTuTe B KouTponHarta rpyna (Hamnp. VELCADE)
ca CpaBHUMH I10 OTHOLICHUE Ha BIUSACIIU (AaKTOPH, Ype3 NOAOOP HA MOAXOISIIN JBOUKY YIaCTHULIN B
KJIMHAYHOTO MpoyyBaHe. ToBa cBeXk/a 10 MUHUMYM €EeKTUTE OT HAOI0IaBaHUTE H3XOTHH
HECHOTBETCTBUS IIPH OIICHKA Ha €PEKTHUTE OT JICUSHUETO, U3MOJI3BaHKH METOIM Ha He-
PaHAOMHU3HpPAaHH JaHHH.

CTo mBajieceT U celieM JIBOMKHU OT MOJO0HH MalMEHTH ca OWIK UAeHTH(DUIMPaHd. AHATU3BT IMOKa3a
nonoopera ORR (CR + PR) (choTHOmIEHHE Ha puck 3,769; 95% CI 2,045-6 947, p < 0,001), PFS
(roedummenT Ha prcka 0,511; 95% CI 0,309 0,845, p = 0,008), TTP (xoedunment Ha pucka 0,385;
95% C1 0,212 0.698, p=0,001), 3a VELCADE B xomOunarus ¢ aexcamerazoH crpsimoVELCADE
MOHOTEpaIusl.

Hannyna e orpannuena nagopmanus 3a nosropHo Jieuenue ¢ VELCADE npu nanuenTu ¢
PEeIUINBUPAT MYJITUILIIEH MUEJIOM.

IIpoBeneno e orkputo, ®aza Il npoyusane MMY-2036 (RETRIEVE) ¢ enqHo pamo 3a olieHka Ha
edpukacHoctTa u 6ezomacHocTTa Ha MoBTOpHOTO JeueHue ¢ VELCADE. Cro u TpuzaeceT naiueHTu

(> 18 roguHM) ¢ MyITHILIEH MUEIOM, KOUTO Cca MMOCTUTHAIH MoHe YacTuueH orroBop kbM VELCADE-
CBHABPIKAIIlA CXeMa, ca JJIeKyBaHHU MOBTOPHO npu nporpecus. Jlesennero ¢ VELCADE 3amnousa Haii-
MaJIKO 6 Mecela ciie]l Kpasi Ha IPeIX0/HaTa Teparus ¢ MocieaHaTa noHocuMa jo3a ot 1,3 mg/m?
(n=93) mm < 1,0 mg/m? (n = 37) u ce npunara B auu 1, 4, 8 u 11 Ha Bceku 3 ceqMuny B
NPOJIBIKCHUE Ha MAKCUMYM OT 8 IIMKBJIa KATO CAMOCTOSTEHO CPEJCTBO MIIM B KOMOHHAIIHS C
JIEKCaMeTa30H B ChOTBETCTBUE ChC CTAHAApTA Ha JieueHHe. JlekcaMeTa3oH € MPUIIOKEH B KOMOHHALMS
¢ VELCADE npu 83 nanueHTH B IUKBI 1, KaTO 32 BCUYKH LUKIIN HAa IOBTOPHO JICYEHHUE C
VELCADE, nexkcameTa3oH ca moryqmiiy u omie 11 marueHTm.

[IppBUYHATA KpaifHa TOYKA € HAl-I0OpHSIT OTBBPACH OTTOBOP KbM IOBTOPHO JICYCHHUE, OIICHEH
CBIVIACHO KpuTepunTe Ha EBpomneiickara rpyna 3a KOcTHO-M03buHa TpaHciuianTauus (European Group
for Blood and Marrow Transplantation, EBMT). Obmiara naii-noopa uectora Ha otroBop (CR+PR)
KBbM MOBTOpHO JieueHue npu 130 nmaruentu e 38,5% (95% CI: 30,1, 47,4).

Kinanuna edurkacHOCT Ipy HelleKyBaH MaHTenHokiIeTbueH auMdoM (MCL)

[poyuBane LYM-3002 e ¢aza III, panmomuzupano, 0TBOPEHO MPOyYBaHE CPABHABAIIO e(hUKACHOCTTA
u Oe3onacHocTTa Ha KomOuHanusaTa ot VELCADE, purykcuma0, nukinodochamu, 10KCOPYOUIIUH 1
npenau3oH (VcR-CAP; n = 243) ¢ Te3u Ha purykcuma0, nukinodochaMun, ToOKCOpyOHUIIHH,
BUHKpHUCTHH U nipearn30H (R-CHOP; n = 244) npu BB3pacTHH MalMeHTH ¢ HenekyBaH MCL
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(Cramwmii 11, 11l unu IV). [Nauuenture B TepaneBTu4HO pamo ¢ VcR-CAP ca nomyuasamu VELCADE
(1,3 mg/m® na nen 1, 4, 8, 11, nuu 6e3 npunoxenue ot 12 1o 21), purykcumad 375 mg/m? i.v. Ha

nen 1; muxnodocdamun 750 mg/m? i.v. Ha neH 1; nokcopyounun 50 mg/m? i.v. Ha neH 1 U mpeIHU30H
100 mg/m? nepopanno ot aeH 1 10 aeH 5 no Bpeme Ha 21-1HeBHUS 1MKEI Ha Jedenne ¢ VELCADE.
Ha nmanueHT# ¢ OTTOBOp JOKYMEHTHPAH 32 IIbPBY BT HA KB 6 ca JaJICHU J1Ba JOITBIHUTEITHU
LUKBJIa Ha JICYCHHE.

[IppBUYHATA KpaiiHa TOYKa 32 ePUKACHOCT € IPEKUBAEMOCT Oe3 Imporpecus Ha 6a3ara Ha OI[eHKa OT
Komucusra 3a HezaBucum npernes (Independent Review Committee, IRC). Bropuunute kpaitnn
TOYKHM BKJIIOYBAT BPEMETO 0 mporpecus (time to progression, TTP), Bpemero 1o cienBario geueHue
cpenry mumdowm (time to next anti-lymphoma treatment, TNT), IpoabDKATETHOCT Ha epHo 6e3
neuenue (duration of treatment free interval, TFI), oOma crenen Ha noenusBane (overall response rate,
ORR) u mpnen otroBop (complete response, CR/CRu), obmara npexxusemoct (overall survival, OS )
Y TIPOJBIKUTEITHOCT Ha OTTOBODP.

Hemorpadckure 1 U3XOIHUTE XapaKTEPUCTUKH Ha 0ojIecTTa 0OMKHOBEHO ca Ao0pe OanaHcupaHu
MEXly IBETE TPyIU Ha JIEUEHHE: CpeHAaTa Bb3pacT Ha MalueHTuTe € 66 ronnnu,74% ca Mbxe, 66%
ca oT OsimaTa paca u 32% ca azuatiiy, 69% OT MaIMeHTHUTE ca UMAJTH MOJIOKUTEIIEH KOCTHO-MO3bYUeH
acrmMpat W/WiIH MOJIOXKHUTENHA KOCTHO-MO3buHa 6noncus 3a MCL, 54% ot mauueHTuTe ca uManu
Mesxaynaponen [Ipornoctinuen Unaeke (International Prognostic Index, IPI) pesynrat > 3, a 76% ca
umaiu 3abomsiBane B craauit [V. [IpoasmkurenHocTTa Ha iedueHneTo (cpeato = 17 ceIMUIM) u
MPOIBIDKATETHOCTTA Ha TIpociensBane (cpeano = 40 Meceria) ca CpaBHUMH B JIBETE TEPATICBTUIHH
pamena. CpeaHo 6 IUKBJIa ca IPOBEJCHN Ha MAllMEHTUTE U B IBETE PaMEHa Ha JeueHue, kato 14% ot
naruentute B rpynarta Ha VcR-CAP u 17% ot manmenture B rpymnara Ha R-CHOP ca nmomyuwmmm

2 MONMBIHUTENHU IUKBIIA. [lo-ronsMaTa 4acT OT MalMeHTHTE B ABETE TPYIIH Ca 3aBBPUININ
neuyenneto, 80% B rpynara Ha VcR-CAP u 82% B rpynara na R-CHOP. Pe3ynrarure 3a euxacnoct
ca mpejacTaBeHu B Tabnmma 15:

Tabnuya 15: Pezynmamu 3a egpuxacnocm 6 npoyusare LYM-3002

Kpaiina Touka 3a epuxacHoct VcR-CAP R-CHOP
n: ITT nauuentu 243 244
Mpexussiemoct 6e3 nporpecusi (IRC)?

Cnoutns n (%)

133 (54,7%)

165 (67,6%)

Cpenno® (95% CI) (mecenn)

24,7 (19,8; 31,8)

14,4 (12; 16,9)

HR®(95% CI) = 0,63 (0,50; 0,79)
p-croitroct < 0,001

CtemneH Ha OTTOBOP

n: OUCHUMU MAIUCHTH 110

OTTrOBOD 229 228
Obw nvaen omeogop 122 (53,3%) 95(41,7%) OR*(95% CI) = 1,688 (1,1438;
(CR+CRu)’ n(%) 2,481)

p-croitrocT™ = 0,007

06w omzosop (CR+CRu+PR)’
n(%)

211 (92,1%)

204 (89,5%)

OR*(95% CI) = 1,428 (0,749;
2,722)
p-croitnoct™ = 0,275

B3 ocHoBa Ha onenkara ot Komucusra 3a HesaBucum nperses (IRC) (camo paanonornyau JaHHH).

OueHkara Ha Koe(HIHEeHTa Ha pUcKa ce ocHOBaBa Ha Mojen Ha Cox, crpatudunupana o IPI puck u craguii Ha
3abomsBaneTo. KoedumueHt Ha puck < 1 coun mpeaumctBo 3a VcR-CAP.

Bb3 ocHoBa Ha ouenku o Kaplan-Meier 3a crenenTta Ha Ipe)XUBIEMOCT IIPU MTPOIYKTa

Bwb3 ocHoBa Ha Log rank tect, crparudunupan ¢ [PI puck u craguii Ha 3a0071BaHETO.

Wsnon3zeat ce crpatuduiupany Tadmunu Ha Mantel-Haenszel 3a orieHka Ha 00IIOTO CHOTHOIIICHUE Ha pUcKa, ¢ [PI

PHICK U cTaaus Ha 3a00JIIBaHETO, KaTo cTpaTuduKamoHHn Gakropu. CroTHOmeHHe Ha puck (OR) > 1 coun

npeauMcTBo 32 VcR-CAP.

cTpaTH(UKAINOHHU (HAKTOPH.

LDH.

Brumtousa Bcmuku CR + CRu, cniopen IRC, xocter mo3bsk 1 LDH.

P-croitHocT oT xu-kBaapar Tecta Ha Cochran Mantel-Haenszel, ¢ IPI u craaus Ha 3abonsBaHeTo, KaTo

Brurousa Benuku papuonornuin CR+CRu+PR cniopen IRC, He3aBucuMoO aanu € OTBBPIIEHO OT KOCTEH MO3bK U

CR = IIsnen orroBop; CRu = [Ibsen otrosop, HenotBbpzAeH; PR = Yactuuen orrosop; CI = JloBepurenieH uHTepBail,
HR = Koedunuenr Ha puck; OR = CrorHomeHne Ha mancosete; [TT = ['pyna Ha BKIIFOUBaHE Ha Tepanus
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Menunanara Ha IpeXXUBAEMOCT Oe3 mporpecus 1o NpereHka Ha uscaenonaress e 30,7 Mecena B
rpynata Ha VcR-CAP u 16,1 mecena B rpynara Ha R-CHOP (xoedunment na puck [HR] =0,51;

p <0,001). Craructuuecku 3HauuMo mogodpenue (p < 0,001) B mon3a Ha rpynara Ha JISUCHHUE C
VcR-CAP B cpaBHenue ¢ rpynata Ha R-CHOP e nabnronaBano B npoabiikenue Ha TTP (Menuana
30,5 copsmo 16,1 mecena), TNT (mexamnana 44,5 ciupsmo 24,8 mecena) u TFI (menuana 40,6 cripsmo
20,5 mecena ). MenuanaTta Ha NPOABKUTEIHOCT Ha ITBJICH OTTOBOp € 42,1 Mecena B rpymnara Ha
VcR-CAP B cpaBuenue ¢ 18 mecena B rpynata Ha R-CHOP. ITpoabbKuTeTHOCTTa Ha TBITHUS
otroBop ¢ 21,4 mecena no-gwira B rpynara Ha VcR-CAP (menuana 36,5 mecena crpsimo 15,1 mecena
B rpynara Ha R-CHOP). Oxonuatennusar ananus Ha OS e HanpaBeH ciie]] IepUo.l Ha IpociesiBaHe ¢
Menuana ot 82 mecena. Meaumanara Ha OS e 90,7 mecena 3a rpymnara Ha VcR-CAP B cpaBHeHHE C
55,7 mecena 3a rpynara Ha R-CHOP (HR=0,66; p=0,001). HabionaBanaTta kpaliHa MeuaHa Ha
paznukata B OS Mexny 2-Te rpynH Ha JiedeHue € 35 Mecena.

[ManmenTy, JJeKyBaHU OpeaH TOBA 38 aMUJIOW03a Ha JIEKUTE BEPUTH

[IpoBeneHo e oTBOpeHo, HepanaoMusupano ®aza I/II mpoyuBane 3a onpezaessHe Ha 6e30MacHOCTTa U
epuracnocrra Ha VELCADE npu nanuenTH, JIeKyBaHU IPEIU TOBA 32 aMHJION03a Ha JIGKUTE
Bepurd. [1o BpeMe Ha MPOy4YBaHETO HE ca HAaOII0AaBaHU HOBH ChOOpasKeHHS IO OTHOIIEHUE Ha
6e3onacHoctTa, no-crenuaaio VELCADE ne o6ocTps yBpekaaHUsTa Ha TapreTHUTE Opraty (Chpue,
0BOpenn u uepeH npo0). [Ipu u3cnenoBarencku anaau3 Ha eukacHOCTTa ce choOmana 67,3%
OTrOBOP (BKIIFOUUTENHO 28,6% II'bJIEH OTTOBOP) U3MEPEH 0 XeMAaTOJIOTH4YeH 0TroBOp (M-IIpoTenH)
npu 49 OLEHEHH MAIMENTH, JIEKYBAaHU C MAKCUMAJIHO JIOIyCTUMMTE JI03K OT 1,6 mg/m? ceMHUYHO H
1,3 mg/m? aBa IbTH CEAMUYHO. 32 KOXOPTHTE HA TE3U 03U, KOMOMHUPAHATA €IHOTOUIIHA
npexxuBsemoct e 88,1%.

IlennarpuyHa nomyJanus

EBpomneiickaTa areHIus no jekapcTBaTa 0CBOOOXKIaBa OT 3aAbIKCHUETO 32 MPEIOCTaBsIHE Ha
pesynrarture ot npoyuyBanusaTa ¢ VELCADE BbB BCHUKH MOATPYNH HA MeIUATPUIHATA TOMYJIAIH C
MYJITHIUIEH MHUEJIOM U TIPY MaHTEITHOKJIeThueH JuM(poM (BK. Touka 4.2 3a nH(opMaIrys OTHOCHO
ynoTpeba B neauaTpusiTa).

[Ipoyusane ¢a3za Il, c eqHo pamo, 3a aKTUBHOCT, 6€30TIaCHOCT U (PapMaKOKHHETHKA, TIPOBEJICHO OT
Children’s Oncology Group, orieHsiBa akTHBHOCTTA IIpU 100aBsiHE HA OOPTE30MHUO KBbM
PEeHMHIYKIMOHHA TTOJIMXUMHOTEPAINS TIPH TISAUATPHYHNA M MIIaIA BB3PACTHU MAUCHTH C TMM(OUTHU
37I0KauecTBEHH 3200 siBaHus (MpekypcopHa B-kierbuHa octpa mumdoOiacTHa IeBKeMus [acute
lymphoblastic leukemia, ALL] ¢ T-xknerpuna ALL u T-knerpuen numdobdaacteH 1umMdpom
[lymphoblastic lymphoma, LL]). EdexTrBHa cXemMa Ha peMHAYKIMOHHA NOTMXUMHUOTEPAIIUS CE
npunara B 3 bioka. VELCADE ce npuara camo npu briok 1 u 2, 3a 1a ce n36erHat moTeHIuaIHu
NPUTIOKPHUBAIIH C€ TOKCHYHOCTH C €JTHOBPEMEHHO MPHIIOKEHUTE JieKapcTBa OT biok 3.

[Ienauar orrorop (CR) e onenen B kpas Ha biok 1. IIpu B-ALL nmauuenTu ¢ penuauB B paMKUTE Ha
18 mecerna ot quarnocturupaneto (n = 27) mporeHtsT Ha CR e 67% (95% CI: 46, 84); 4-meceunara
npexuBseMoct 0e3 cedutue e 44% (95% CI: 26, 62). Ilpu B-ALL nauneHTy ¢ peunauB B paMKUTE Ha
18-36 mecena ot nuarsoctunmpaneto (n = 33) nporertsT Ha CR € 79% (95% CI: 61, 91) u 4-
MeceuyHara npexkussieMoct 6e3 ceoutne € 73% (95% CI: 54, 85). IIpouenTst Ha CR nipu marnuenTy ¢
mbpBU peuuauB npu T-knerpuna ALL (n = 22) e 68% (95% CI: 45, 86) u 4-meceunara
npexuBseMoct 6e3 croutne e 67% (95% CI: 42, 83). OtuereHuTe MaHHY 32 €(PUKACHOCT C€ CUUTAT 32
HeyOeauTenHu (Bxk. Touka 4.2).

140 manmenT ¢ ALL mnm LL ca BKITIOYEHHU U OIIEHEHH 3a 0€3011aCHOCT; CpeHaTa Bh3pacT €

10 roguau (ot 1 1o 26). He ca HabnronaBaHu HOBM CHT'HAJIH 1O OTHOIICHUE HA 0€30MMacHOCTTa TIPU
nobassiaeto Ha VELCADE kbM OCHOBHaTa CTaHAapTHA XUMHOTEPAIIUS TIPH MeAHaTpHIHA
npekypcopna B-knerpuna ALL. Cnennute Hexxenanu jgekapcTBeHu peakuuu (Crenen > 3) ce
HaOJII01aBaT ¢ MO-BUCOKA YECTOTA IIPH TeparneBTudHa cxema, Bmousamia VELCADE, B cpaBHeHue ¢
PETPOCTIEKTHBHO KOHTPOJIHO MPOYYBaHE, IPH KOETO OCHOBHATA CXE€Ma Ce MpHJIara CaMOCTOSITETTHO: B
brnok 1 nepudepna cenzopna Hepponatus (3% crpsimo 0%); nneyc (2,1% crupsimo 0%); XUITOKCHS
(8% copsimo 2%). Hsima undopmMaryst 3a Bb3MOXKHI TOCJIEACTBUS WM 32 TEMIIOBETE HA Pa3BUTHE HA
nepudepHa HEBPOMATHUs B TOBa Npoy4uBaHe. HabronaBana e mo-Bucoka 4ecTota Ha HHMEKIUHN ChC

32



Crenen > 3 nveyrponenus (24% cupsimo 19% npu biok 1 u 22% cnpsimo 11% npu biiok 2), noBumena
ALT (17% cupsimo 8% nipu biok 2), xunokanuemus ( 18% cnpsamo 6% npu biok 1 u 21% cnpsimo
12% npu brnok 2) u xunonarpuemus (12% crapsamo 5% npu brok 1 u 4% cnpsimo 0 ipu biok 2).

5.2 ®apmMakoKWHETHYHH CBOJCTBa

AOGcopOuus
Crnieq1 MHTpaBEHO3HO 00Ty C MpUIoKeHHe Ha 1034 oT 1,0 mg/m? u 1,3 mg/m? Ha 11 marnmenTu ¢

MYJITUILICH MHEJIOM U CTOMHOCTH Ha KPEaTHHUHOBHS KIUPBHC NO-BUCOKH OT 50 ml/min, cpenanTe
MaKCHUMAaJTHH TIJIa3MEHU KOHIIEHTPAIINH CJIe] ITbpBaTa g03a 00pTe30Mu0 ca OWITM CHhOTBETHO 57 U
112 ng/ml. I1pu nociensaiy 1034, HAOIIOAaBAHUTE CPEAHM MAKCUMAIIHHU TIa3MEHU KOHIICHTPALIUU
Bapupat ot 67 1o 106 ng/ml 3a no3a or 1,0 mg/m?* u ot 89 1o 120 ng/ml 3a no3a or 1,3 mg/m>.

Pasnpenenenue
Cpennusar obem Ha paznpezenenue (Vq) Ha boprezomud Bapupa ot 1 659 1 1o 3 294 | ciien

€IHOKPATHO WJIM MHOTOKPATHO MHTPABEHO3HO MPUJIOkKeEHUe Ha jo3a 1,0 mg/m? unu 1,3 mg/m?* npu
HAlUEeHTH C MYJITUIUICH MUeIoM. ToBa 03HauaBa, ye 60pTe30Mu0 ce pasnpeness MUPOKO KbM
nepudepuute Thkanu. I[Ipu koHueHTpaunu Ha 6opre3oMud Hax auanazona 0,01 mxo 1,0 pg/ml
CBBP3BAHETO in Vitro ¢ IIIa3MEHUTE IPOTENHHU € cpeaHo 82,9% 3a JyoBemika nuazma. OpaknusaTa Ha
6opTe30Mu0, CBBp3aHa ¢ IIIa3MEHNUTE IPOTEHHH HE € 3aBUCHMA OT KOHIICHTPAIUATA.

Buotpanchopmars

[IpoyuBanus in vitro ¢ 4oBEMKH YepHOAPOOHH MUKpO30oMH 1 yoBemku c/JJHK-ekcnipecupanu
uToxXpoM P450 u3oeH3uMH Moka3Bar, ye 00pTe30MHO ce METa0OIM3Upa IJIaBHO OKCUIATHBHO Ype3
uToxpoM P450 ersumu, 3A4, 2C19 u 1A2. OcHOBHHAT MeTaOOIUTEH ITBT € AcOOpOHM3AIHS U
(hopmupane Ha 1Ba 1e0OPOHU3UPAHU META00INTA, KOUTO B ITOCIIEIACTBHE MPETHPIIBAT
XUAPOKCHIIUPAHE 0 HAKOJKO MEeTa0ouTh. J|eOopoHu3upaHuTe MeTabOJUuTH Ha OOPTE30MHUO ca
HEaKTHBHU KaTo 26S MpOTe030MHH HHXUOUTOPH.

EnumMunupane
CpeHUAT SIIMMUHAIIMOHEH MTOJTY>KUBOT (t12) Ha OOPTE30MHUO CJie MHOTOKPATHO MpHJIaraHe Bapupa oT

40 no 193 yaca. boprezomu6 ce enuMuHUpPa MO-0BP30 ClIe] IbpBaTa 032 B CPABHEHUE ChC
cieapamure 103u. CpeqHuAT ToTajeH TeneceH KupbHC € 102 u 112 I/h cnen nmpunarane Ha mbpBa
11032 1pu 11034 ¢hoTBeTHO 1,0 mg/m? u 1,3 mg/m? u Bapupa ot 15 10 32 I/h u ot 18 1o 32 I/h, cnen
TOCIIEBANIO TIPUJIArate Ha 034 choTBeTHO 1,0 mg/m? u 1,3 mg/m?.

Crenyaiiy nonyJalun

Yeproopobno yspedcoane

EdexTsT Ha 4epHOPOOHOTO yBpekKAaHE BHPXY (hapMaKOKHMHETHUKATa Ha OOPTE30MHUO € OIIEHEH B
npoyuBaHe (asza I mo BpeMe Ha IbpPBHUS TEPANICBTHYUCH IIMKBJI, BKIFOUBAIIO 61 MallMEHTH MPEIUMHO
ChC COJIMJHHM TYMOPH U pa3jIMuHa CTEIICH Ha YSPHOAPOOHO YBpEXKAaHe, MPH 103U OOPTE30MHO MEKTY
0,5 no 1,3 mg/m>.

B cpaBHeHME ¢ TAllMEHTUTE ¢ HOpMaJIHA YePHOAPOOHA (PYHKIIHS, JIEKOTO YEPHOIPOOHO YBpPEKIaHE HE
npomeHs no3a-Hopmanusupanata AUC Ha 6opre3oMu0. BeIipexu ToBa, cpefHUTE CTOMHOCTH Ha JI030-
Hopmanusupanata AUC ca ce noBummiu ¢ okojo 60% mpu NauyueHTy ¢ YMEPEHO 10 TEKKO
4epHOAPOOHO yBpeknane. Ilo-Hrcka Hava Ha /103a ce IPEmopbyuBa MPH MAIUCHTH ¢ YMEPEHO 10
TEXKKO YEPHOIPOOHO YBpPEXKIaHE, KATO Te3H MAIMCHTH TPIOBa CTPUKTHO Ja Ce IPOCIICAsSBaT

(Bk. Touka 4.2, Tabmura 6).

Bvopeuno yepeacoane

DapMaKOKMHETUYHO MTPOYYBaHE € MPOBEKIAHO TIPH MAINUESHTH C Pa3INYHU CTENIeHH Ha OBLOpEeTHO
YBpEkIaHe, KOUTO ce KIaCH(pHUIIpaT ChoOpa3HO TEXHUTE CTOMHOCTH Ha KPEaTUHUHOBHS KIIMPHHC
(CrCL) B cnemuuTe rpymnu:

Hopmanuo (CrCL > 60 ml/min/1,73 m?, n = 12), nexo (CrCL = 40-59 ml/min/1,73 m?, n = 10),
ymepeno (CrCL = 20-39 ml/min/1,73 m?, n = 9) u texko (CrCL < 20 ml/min/1,73 m?, n = 3). I'pyna
MUaTN3UpaHy MAIMEHTH, KOUTO ca JO3UPAHHU CIIe Thajin3a, ChI0 ¢ BKIIOYEHA B IPOyYBaHETo (n = 8).
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Ha narnuenture ca npuiiarand uHTpaBeHosuu 103u ot 0,7 mo 1,3 mg/m? VELCADE nBa nbtu
cenmuuHo. Excriosunusta Ha VELCADE (no3a-nopmanuzupan AUC U Ciax) € CpaBHUMA BBB
BCUYKH TPYIH (BX. TOUKa 4.2)

Bw3pacm

dapmakoKrHETHKaTa Ha 00pTe30MHUO ce onpenens ciel 60JIyc HHTPaBEHO3HO MPHIIOKEHUE J1BA ITBTH
CeMUYHO B 1031 110 1,3 mg/m? na 104 neanatpuuny nauuentu (2-16 rogunn) ¢ octpa
mumdobmactHa neBkemus (ALL) unm octpa muenonnHa neskemus (AML). Bb3 ocHOBa Ha
NOITyJAlMOHEH (papMaKOKWHETHYCH aHaJIu3, KIMPBHCHT Ha OOPTE30MHO ce TOBHUILABA C yBEJIHMYaBaHE
TUIOIITa Ha TenecHaTta moBbpxHOCT (BSA). Cpennus reomerpuuet (% CV) KIUpBHC €

7,79 (25%) 1/hr/m?, 06eMbT Ha pa3npeeeHue IIPU CTalMOHApHO cheTosnue € 834 (39%) 1/m? n
CIIMMUHAIUOHHUAT NOyXuBOT € 100 (44%) uaca. Cnen xopurupane Ha BSA edekra, npyru
nemorpadcku JaHHH, KaTO BB3PacT, TEJIECHO TETJIO U 1O HAMAT KJIMHUYHO 3HAYUMU e(DEKTH BHPXY
KIMpbhHCA Ha 60pTe30Mu0. BSA-kopurupanusT KIMpbHC Ha OOPTE30MUO MPU TETUATPUYHH NAUEHTH
e nmono0eH Ha TO3H, HAaOJII01aBaH MPH BH3PACTHH.

5.3 IlpeakJuHUYHU AAHHM 32 0€30MACHOCT

Bopte3oMub e monokuTeNneH 3a KIIacTOreHHa aKTHBHOCT (CTPYKTYPHH XPOMO30OMHU abepaiun) mpu in
Vvitro Ipoy4BaHe 3a XpOMO30MHH a0epalli ¢ KIETKH OT SHYHUK Ha kuTaiicku xamcrep (CHO) npu
KOHIICHTpAIMK OT Mopsiabka Ha 3,125 pg/ml, kosTo ¢ Hal-HUCKaTa OlICHSIBaHA KOHIICHTPAIIHSL.
BopTe3oMu0 He € TeHOTOKCUYEH, TIPH i1 Vitro TIPOYYBaHE 32 MyTareHHOCT (Ames TeCT) U in vivo
MUKPOSIIPEH TECT IIPH MUIITKH.

[Ipoy4Banus 3a TOKCHYHOCT Ha Pa3BUTHETO MPH ILTHXOBE M 3aHIIM ca MoKa3aau eMOpHo-deranHa
CMBPTHOCT TIPH J03H, TOKCHYHH 33 MaiKaTa, HO JIMIICA HA TUPEKTHA eMOpHO-(eTasHa TOKCHYHOCT
TIPY JIO3M I10JT TOKCHYHUTE 3a MalikaTa. [Ipoy4BaHus 3a GepTUIIMTET HE ca MPOBEXKIaHH, HO €
U3BBPIIICHA OIICHKA Ha PENIPOAYKTUBHHUTE ThKaHH, TIPH MTPOYUYBAHUSATA 32 001112 TOKCUIHOCT.
HabmionaBanu ca nereHepaTuBHU €(PEKTH BbPXY TECTUCHUTE U SHUHUINTE MPH 6-MECEYHO MPOyYBaHE
NPY TUTBXOBE. 3aTOBa € BEPOSITHO OOPTE30MHUO J]a MMa MOTEHIMATHN €EeKTH 1 BhPXY MBXKHS U
xeHckH QeprunuteT. [IpoyuBanus Ha TIepU- U MOCTHATATHOTO Pa3BUTHE HE ca MPOBEXKIAHH.

[Ipy MyATHIUKINYHY TPOYYBAHUS 32 00ILa TOKCHYHOCT, IPOBEJCHH C ILTbXOBE U MaliMyHH,
OCHOBHMTE IPULIEITHU OPraHU BKIIFOUYBAT CTOMAIIHO-YPEBEH TPAKT, KOETO JOBEX1A O MOBPBIIAHE
W/WIK TUapusi, XeMOTIOETUYHA 1 TMM(HA ThKaHH, BOACLIO 10 LIUTONCHUH B niepudepHaTa KpbB,
aTpodus Ha MuMpoNIHATA THKAH U XUIIOLETYJapHOCT B XEMOIIOCTUYHUS KOCTEH MO3BK, epudepHa
HeBpornaTHs (HaOojaBaHa Py MalMyHH, MUIIIKK B Ky4deTa), 3acsralia aKCOHUTE Ha CEH30PHHUTE
HEPBHU U JIEKH NTPOMEHU B OBOperuTe. Bcuuky Te3u TapreTHH OpraHy ca MoKa3ajid YaCTHUYHO J0 ITBIHO
BB3CTAHOBSIBAHE CJIC] CIIUPAHE HA JICUCHUETO.

Ha 6a3aTa Ha nmpoy4yBaHMs TIPU JKUBOTHH, aKO UMa HIKAKBO ITPEeMUHaBaHe Ha OOpTE30MHUO Tpe3
KPBbBHO-MO3bYHATa Oapuepa, TO U3IJeKIa € OrPaHUICHO, M 3HAYMMOCTTa MY IIPH XopaTa €
HEU3BECTHO.

DapMaKoIOTHYHU ChPIACYHO-ChIOBY H3CIEeIBAHHA 32 0€30IIaCHOCT, MPOBEICHH TP MaMYHHU H
KydeTa [OKa3BaT, Y MHTPABEHO3HH JI03H, IPEBUILABAILIY IPUOIN3UTETHO IBA 10 TPU I'BTH
NpEenopbYBaHaTa KIMHAYHA 103a B Mg/m?, ca CBbP3aHy C TIOBHMINABAHE HA ChPICYHATA YECTOTA,
MOHIKaBaHe Ha KOHTPAKTHIINTETA, XUIOTEH3M U CMBPT. [IpH KyueTa MOHMKaBaHETO Ha ChPACHHHUS
KOHTPaKTHWJINTET M XUIIOTEH3UATA Ca CBBP3aHH C OCTPO BbBEXKJaHE HA MOJIO0XKHUTETHI HHOTPOIIHU WIIN
npecopHu areHTH. OCcBeH TOBa, IPU U3CIIEABAaHUATA IPU KydeTa e 6uito Habmo1aBaHo c1abo
yBenuyaBaHe Ha HopMmanHus QT-uHTepBan.
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6. DOAPMAIIEBTUNYHHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA

Manwuton (E421)
Aot

6.2 HecbBMECTHMOCTH

To3u nexkapcTBEH NPOAYKT He TPsOBa J1a ce CMECBa ¢ APYTH JIKAPCTBCHH MPOAYKTH, C H3KIIIOUECHUE Ha
IIOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha roaHOCT

Hepasneuaran diakon
3 roguHU

Crnen pa3TBapsHe:

Pa3tBOpBT TpsOBa Aa ce n3mona3Ba He3a0aBHO ciell MPUroTBsHe. B ciyyaii, ye He ce n3mon3Ba
He3a0aBHO, TIEPHOIBT HA M3IIOJI3BAHE M YCIOBUATA 33 ChXpaHEHHUE MpeH yrnoTpeda ca OTTOBOPHOCT
Ha notpeburtenst. Jlokazana e obaye XuMuiecka u (pu3nvecka CTaOMIHOCT Ha MPUTOTBEHHUS pa3TBOP 32
8 waca npu Temmnepatypa 25°C, Ipu cbXpaHEHHE B OPUTHHATHUS (JIAKOH W/UiH cpuHIoBKa. O0IOTO
BpeMe Ha ChbXpaHCHUE Ha pa3TBOPEHMUS JIEKAPCTBEH MTPOAYKT HE TPsOBa Jia HaJBUINABa § yaca mpean
TpujIaraHe.

6.4 Crhenuananm yca0BHs HAa CbXpaHeHHe

Ha ue ce cexpansisa Hag 30°C.

CoxpansBaiiTe piakoHa BbB BTOpUYHATA KAPTOHEHA OMAaKOBKa, 3a Jia Ce MpeAa3y OT CBETIHHA.
3a ycJoBUsATa HA ChXPAaHEHHUE CJIEe/ PAa3TBAPSHE HA JIEKApCTBEHUs MPOAYKT, BIXKTE ToUKa 6.3.
6.5 Bwuau chabp:kaHue HA OMAKOBKATA

®nakon 5 ml ot cTBKI0 THT | ChC cHBa OpOMOYTHIIOBA 3aITylIaiKa U aTyMHHHEBA 0OKaTKa ChC
3eJieHa Kamnayka, chabpxan] 1 mg 6opTe3oMuo.

dakOHBT € MOCTABEH B MPO3payHa OJUCTEPHA OMAKOBKA, ChCTOSINA CE OT THE3/0 ¢ Kanak. Beska
OIaKoBKa chAbpka 1 (pyiakoH 3a eHOKpaTHA yroTpeoa.

6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH U3XBbPJIsiHEe H padoTa

OO0 npena3sHy MepKku

Boprezomub e nuroTokcHyeH nNpoayKT. 3aToBa 1o Bpeme Ha pabora ¢ VELCADE u npurotssineTo My
e HeoOxoanMo noBuiieHo BHUManue. [IpenoppuBa ce, ynorpedaTa Ha pbKaBHLM U APYTO 3AIIUTHO
00JIEeKJIO 3a Mpena3BaHe OT KOHTAKT ¢ KOXKaTa.

Io Bpeme Ha pabota ¢ VELCADE Tpsi0Ba CTPUKTHO J1a c€ ClIa3Ba aceNTHYHA TEXHUKA, Thil KaTO TOH
HE ChIbprKa KOHCEPBAHT.

Uma caydau ¢ daTaneH n3xoa npu HEMPEeIHAMEPEHO HHTPATEKAIHO NPUIIOKEHHE Ha
VELCADE.VELCADE 1 mg npax 3a HHXXEKIIMOHEH pa3TBOP € CaMO 3a HHTPABEHO3HO NMPHIOKEHNUE,
nokaToVELCADE 3,5 mg npax 3a HH)XEKIIMOHEH pa3TBOpP

€ 32 HHTPaBEHO3HO WK moaAKokHO npwiokenue. VELCADE He TpsiOBa na ce npuiara HHTpaTeKaiHo.
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WHCTpyKIINY 32 IPUTOTBSIHE
VELCADE tpsiOBa na ce pa3rBaps OT MEAUIIMHCKH CIICLIHAIIHCT.

Bceku ¢nakon VELCADE ot 5 ml TpsioOBa BHUMATENHO Ja ce pa3TBopu ¢ 1 ml HHKEKIIMOHEH pa3TBOP
Ha HaTpueB xyopua 9 mg/ml (0,9%), kaTo ce n3nons3sa cupuHUoBKa oT 1 ml, Oe3 1a ce orcTpaHsBa
3amymankarta Ha ¢guakoHa. JIMopumu3upaHusT npax ce pa3TBaps HAITbIHO 3a MO-MaJIKO OT 2 MUHYTH.
Cnen npurotssine, Bceku ml pa3tBop chabpxka 1 mg 6opre3oMud. [IpurorBeHusT pa3TBOp € OUCTHP H
Oe3mBeTeH, ¢ kpaitHo pH ot 4 10 7.

[Ipenu npusnoxeHue pa3TBOPHT TPAOBa fa Oblie BU3YAIHO NpErieiaH 3a HaIM4Me Ha BUAUM YaCTULH
W POMSsTHA B 1BeTa. AKO ce HaOJItojaBa HAKaKBa IPOMSIHA B [[BETA WIIM BHIUMH YaCTHIIH,
NPUTOTBEHUSAT Pa3TBOP TPSIOBA J]a ce U3XBBHPIIH.

H3xBBpasiHe
VELCADE e camo 3a efiHOKpaTHa ynoTpeoa.

Heunsnon3BanusAT neKkapcTBeH NPOLYKT WIK OTHaIbYHUTE MaTEepUali OT HETO TPsIOBa J1a c€ U3XBBPIIST

B CHOTBETCTBHE C MECTHUTE U3UCKBaHUS.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIHHOTPEBA

JANSSEN-CILAG INTERNATIONAL NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP HA PAZPEHIEHUETO 3A YIIOTPEBA

EU/1/04/274/002

9. JATA HA I'bPBO PA3ZPEIIABAHE/TTIOJJHOBSBAHE HA PASPELIEHUETO 3A
YIIOTPEBA

[laTta Ha mBpBO paspemasane: 26 anpun 2004

[ara na nocnenno noxHossiBane: 10 suyapu 2014

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpoOHa mHpOpMAanKs 3a TO3H JEKApPCTBEH MPOAYKT € MPeIoCTaBeHa Ha yebcalita Ha EBponeiickara
areHIus 1o JiekapcTeaTa http:/ www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

VELCADE 3,5 mg npax 3a HHXEKI[HOHEH pa3TBOP.

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcexu dmakon cwabpka 3,5 mg 6oprezomud (bortezomib) (kaTo MaHUTOJ OOPOHOB €CTEP).

Cnen pa3tBapsine, | ml OT MHKEKIIMOHHHS Pa3TBOP 32 MOJIKOKHO MPUIIOKEHHE ChIbpKa 2,5 mg
o6opTe3oMuo.

Cnen pastBapsine, | ml OT MHXKEKIIMOHHHS Pa3TBOP 32 HHTPABEHO3HO MPWIIOKEHHE ChIbpika 1 mg
o6opTe3oMuo.

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTE BCIICCTBA, BUXKTC TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax 3a UHXEKIIMOHEH Pa3TBOP.

bsin 1o moutu Osu1 MMOGUIN3AT WK TIPax.

4. KJIMHUWYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

VELCADE kaTo MOHOTepamus Wik B KOMOMHAIHS ¢ IETHIMPAaH JIMITO30MEH JOKCOPYOUIIMH WU
JIEKCaMeTa30H € MOKa3aH 3a JICUCHUE Ha MPOTPECUPAIIl MYJITUIIIICH MUEJIOM TIPH Bb3PACTHHU MAIUEHTH,
KOUTO Ca IMOJYYHJIN ITOHE €JIMH BH/I IPEUIIHO JeUeHHE U Bede ca OUITH IMOII0KEHH HITH ca
HEIMOAXOISIIY 32 TPAHCIUIAHTALKS Ha XEMOIIOETUYHH CTBOJIOBH KJIETKH.

VELCADE B komOuHanus ¢ MendanaH 1 NpeAHN30H € MI0OKa3aH 3a JICUCHNE Ha Bb3PACTHU MMALUEHTH C
HEJIEKYBaH MYJITHUIIJIEH MUAEIOM, KOUTO ca HEMOAXOIAIIH 3a BUCOKOI030Ba XUMHOTEPAITHUS C
TpaHCIJIAHTAIUS Ha XEMOIIOETUYHH CTBOJIOBH KIJIETKH.

VELCADE B koMOHHaLH ¢ J€KCAMETA30H MU C JEKCAMETA30H U TAIMIOMU/I € IIOKa3aH 3a
WHIYKITMOHHO JICUCHUE HA BH3PACTHU MAITUCHTH C HEJICKYBaH MYJITUIICH MUEJIOM, KOUTO ca
MOIXO/ISIIIIN 32 BUCOKOI030Ba XUMHUOTEPAITHSI ¢ TPAHCIUIAHTAIIAS Ha XEMOIIOETUIHH CTBOJIOBH KJIETKH.

VELCADE B komOuHanus ¢ purykcumMad, nukinodocdamua, TOKCOpyOUIIMH U IPETHU30H € MOKa3aH
3a JIeYCHHE Ha BH3PACTHH MAIUCHTH C HEJICKYBaH MaHTEIHOKIIEThYEH TUM(OM, KOUTO HE ca
NOJXOSIIN 32 TPAHCIUIAHTALUS HA XEMOOCTHYHH CTBOJIOBH KIJICTKH.

4.2 /l0o3MpOBKAa M HAYMH HA MPUJIOKEHHE
Jleuernneto ¢ VELCADE TtpsiOBa n1a 3amouse o1 HaOJII0JCHUETO Ha JIEKap C OMUT B JICYEHUETO Ha
onkonornunu nanuentd. VELCADE moske fa ce mpuiara oT MEIUIIMHCKH CTICIIHAIMACT C OMUT TP

ynorpebaTa Ha xumuotepanesTuyHu cpenctsa. VELCADE tpsioBa na ce pa3TBaps OT MEAMIIMHCKH
crieruaiucT (Bx. Touka 6.6).
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J103UpOBKa IIpH JIEUEHNE HA TPOrPECUpAalll MYJITHIUIEH MUEIOM (IIALIMEHTH, KOUTO Ca HOJIYYIIN OHE
€JTHO IPEAIIECTBAIIO JICUCHHE)

Monomepanus

VELCADE 3,5 mg npax 3a HHXEKI[HOHEH pa3TBOp Ce MpHiara KaTo MHTPaBeHO3HA MM MOKOKHA
MHKEKIHS B TIPENOPHUMTEIHATA03a OT 1,3 mg/m? TejecHa HOBBPXHOCT JBa IBTU CEAMUYHO B
MPOABIDKEHUE Ha JIBE cenMuIy Ha fieH 1,4, 8, u 11 B 21 qHeBeH nedebeH nukbi. To3u 3-ceaqmudeH
MIEPHUO]T CE CUUTA 32 JIeUeOCH ITUKBII.

IIpenoppruntenno e nauuenture aa noiaydar 2 uukbia ¢ VELCADE cnen notBbpxaaBaHe Ha MbJIEH
otroBop. [IpenopbuBa ce ChII0 MAUEHTUTE C OTTOBOP, KOUTO HE Ca MOCTUTHAIMU IIbJIHA PEMUCHS 1a
nojrydaBat 060110 8 1ukbia iedenue ¢ VELCADE. Mexny nse nocienoBarentu 1034 VELCADE
TpsiOBa Jja U3MHUHAT TIOHE 72 Jaca.

Aoanmupane Ha 0o3ama no epeme Ha leyeHuemo u NOBMOPHO 8bEENHCOAHe Ha JledeHue npu
MOHOmepanusl

Jleuenneto ¢ VELCADE Ttps6Ba na Ob21e CIIpsiHO MPH HOSBA HA BCSIKA HEXEMATOJIOTHYHA TOKCHYHOCT
ot CteneH 3 WM BCsIKa XeMaTOJIOTMYHA TOKCUYHOCT OT CTeneH 4, ¢ U3KII0YEHUE Ha HEBPONaTHs,
KaKTO € M3JIOKECHO TO-7I0JTY (BK. ChIO Touka 4.4). Cinen oT3By4aBaHe Ha CAMIITOMHUTE Ha TOKCHUYIHOCT,
neuennero ¢ VELCADE moske a ObJie 3aI104HaTO OTHOBO € J103a, HamaieHa ¢ 25% (1,3 mg/m?
namanena 10 1,0 mg/m?; 1,0 mg/m? namanena 1o 0,7 mg/m?). AKO TOKCHYHOCTTA HE OT3BYYH HJIH aKO
Ce MOSBU OTHOBO ITPH Hali-HUCKATa J103a, TPSAOBA Jla c€ OOMHUCIIH MTPEYCTAHOBSBAHE HAa TEPAIUATA C
VELCADE, ocBeH ako moi3zara OT JICYCHHUETO HAJBUIIIaBA 3HAYUTEITHO PUCKOBETE.

Hesponamuuna 6onka u/unu nepugepna nesponamus

[TanueHTHTE, KOUTO UMAT CBBP3aHa ¢ OOPTE30MUO HEBPOMATUYHA 0OJIKA M/WIIH epudepHa
HEBpOIATHsI ClIeBa Ja ObJaT TPEeTHUPaHU KakKTo € moka3aHo B Tabmuna 1 (Bx. Touka 4.4). Ilanuentute
C MpeJIIecTBalla Te)XKa HeBponaTus TpsaoBa na opaar nekyBanu ¢ VELCADE camo crnen BHuMarenna
OIICHKA PUCK/TI0JI3a.

Tabnuya 1: Ilpenopvusano™ moduduyupane na dozama npu He8pONAmMuUs, C8bP3aHa ¢ bopmezomud
TexecT HA HEBPONATHSATA Moaudunupane Ha 103ara
Crenen 1 (acumnromarudHa; 3ary0a Ha He
IBIOOKH CyXOKHITHHU pedIeKcH nin
napecresus) 0e3 Oonka wiu 3aryoa Ha GyHKIHS

Cremnien 1 ¢ 6onka wm CteneH 2 (yMepeHU Hamanenue na VELCADE g0 1,0 mg/m?

CUMIITOMH; OIpaHUYaBa HHCTPYMEHTATHUTE WIH

exenHeBHU neiiHocTH (ADL)**) IIpomsiHa Ha cxeMaTta Ha JIeYeHUe Ha
VELCADE na 1,3 mg/m? BeIHbX CEMUYHO

Cremnen 2 ¢ 6onka unu CreneH 3 (TexXKd Crnupane Ha neuenunero ¢ VELCADE, nokato

CUMITOMH; OIPaHUYaBa €XKECIHECBHUTE ICHHOCTH | CUMIITOMHUTE HAa TOKCHYHOCT HE OT3BYYar.

mo camoo0ciykBane ADL***) KoraTto TokcuuHOCTTa OT3BYYH, IOBTOPHO

BhBexnane Ha jieuenne ¢ VELCADE u
HaMaJsBaHe Ha jo3ara 10 0,7 mg/m? BeHbK
CEAMHYHO.

Crenen 4 (;)xuBoTo3acTpaliiaBamy nocieactsusi; | [Ipekpatsasane na tepanusata ¢ VELCADE
MOKa3aHa € CIelIHAa HHTEPBEHIIHSA)
W/WITU TEXKKa aBTOHOMHA HEBPOIATHS

*

OcHoBaBa ce Ha MoIUpUIMpaHe HA 103aTa IPH IPOYIBAHHS HAa MyITUILICH MuenoM, ¢aza Il u 11l n
IOCTMapKETUHIOBUA OoNUT. CTENEHYBaHETO € B CbOTBETCTBUE ¢ OOIINTE KPUTEPUU U TEPMUHOJIOTUS HA HEXETIaHUTE
cpoutus (CTCAE) na Hanmonanuus onkonoruyed uHeTuTyT (NCI) Ha CALLL, Bepcus 4.0.

Hk -
HHcmpyMeHmaﬂHu ediceOHesHU Oelinocmu.: OTHACS Ce 3a TMPUTOTBAHE HAa XpaHa, Ia3apyBaHC Ha XpaH! U APEXU,

U3M0JI3BaHe Ha TenedoH, paboTa ¢ mapu u Jp.;
Edicednesnu detinocmu no camooberyscéane: OTHACS Ce 32 KbIIaHe, 00JIMYaHe W ChOJIMYaHe, XpaHeHe, H30JI3BaHe Ha
ToaJeTHATA, TIPUEMAHE Ha JIEKAPCTBEHH MPOAYKTH U He3alle)KaBaHe Ha JIErJIo.

Kombunupano nevenue ¢ necunupan 1uno3omer 0OKCopyouyun

VELCADE 3,5 mg npax 3a HHXEKIMOHEH pa3TBOP CE MpHJIara KaTo HHTPABEHO3HA WM MOJKOKHA
MHKEKIIUS B TIPENOPHUUTENHA 1032 OT 1,3 mg/m? TejecHa MOBBPXHOCT JIBa IITH CEAMUYHO B
MPOIBIDKEHNE Ha ABE ceaMuny Ha JieH 1, 4, 8, u 11 B 21 nueBeH jededeH 1ukba. To3u 3-cemMuucH
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Nepuo/ ce CUUTa 3a JieueOeH IUKbI. TpsaOBa ga U3MUHAT HAali-MaJIKo 72 yaca MEXIy IBeE
nocienoBareanu n1o3u VELCADE.

[NeruMpanusT JUMO30MEH JJOKCOPYOUIIMH ce mpuiiara B jo3a 30 mg/m? Ha e 4 oT jeueOHust UK
¢ VELCADE karo 1 yacoBa uHTpaBeHo3Ha uH(Yy3us cien npuinoxenuero Ha VELCADE.

Moxe fa ce mpuiIoXkar A0 § HHMKbJIa KOMOMHUPAHO JIEYCHUE, CTUTra 3a00JsIBAHETO Aa HE POrpecupa 1
MAIEHTUTE 12 IOHACAT JIe4eHNneTo. [lalineHTUTe, MOCTUTHAIIM ITBJIEH OTTOBOP, MOKE /1a MPOABIIKAT C
ollle TIOHe 2 IIUKBJIA CJIe]] MbPBUTE JAaHHU 32 IIBJIEH OTTOBOP, IOPU aKo TOBA Hajara roBede OT

8 nuksbna. [lanyeHTuTe, YMUTO HUBA HAa MApPaNpPOTEHNH MPOABIDKABAT J1a CE MMOHMKABAT U CIEN

8 MUKBIIA, CHIIO MOXKE Aa MPOABIDKAT, CTUTA J1a IIOHACST JIEYEHUETO U J1a MPOIBIKABaT 1a UMatT
OTTOBOD.

3a mombIHATENHA HHPOPMAITUS OTHOCHO METHIMPAHUS JIMTIO30MEH JIOKCOPYOUITNH, BUKTE
cpoTBeTHaTa KpaTka XapakTepucTHKa Ha IPOAYKTa.

Kombunayus ¢ oexcamemason

VELCADE 3,5 mg npax 3a HHXEKI[MOHEH pa3TBOpP CE MpHJIara KaTo HHTPABEHO3HA WM MOJKOKHA
VHKEKIHS B IIPENOPBUMTENIHA 1032 OT 1,3 mg/m?® TejlecHa MOBBPXHOCT J(BA IIbTH CEAMHYHO B
MPOIBIDKEHUE Ha ABE cenMuii Ha fieH 1, 4, 8, u 11 B 21 queBeH MuKba Ha JedeHue. To3u 3-cemMudeH
TIEPUOJI Ce CUMTa 3a JieueOeH UKbI. TpsaOBa 1a u3MUHAT Hali-Mallko 72 yaca MeXy JIBe
nocienoBareanu n1o3u VELCADE.

JlekcameTa3oH ce mpuiara mepopaito B go3a oT 20 mgHa nen 1, 2,4, 5, 8,9, 11 u 12 ot neucOHms
uukea ¢ VELCADE.

[TanueHTHTE, MOCTUTHANIKA OTTOBOP WJIM CTAOMIM3UpPaHe Ha 3a00IIIBaHETO ciiell 4 IUKbJIA OT
KOMOHMHHUPAHOTO JICUCHHE, MOKE J1a IPOABJDKAT J1a IPUeMaT ChIllaTa KOMOMHAIUS 3a HE TTOBEYE OT

4 NOMBIIHUTEIHY [TUKBIIA.

3a noreIHUTEHA UHPOPMAIIHS OTHOCHO JeKCaMeTa30H, BIKTE ChoTBeTHaTa KpaTka xapakTeprucTika
Ha IPOJYKTa.

Adanmupane na 003ama npu KOMOUHUPAHA MePanus PU NAYUEHMU C NPOSPecupany MyImunieH
Mmuenom

3a xopurupane Ha no3ara VELCADE npu komOuHUpaHa Tepanws, clieiBaliTe yKa3aHusATa, OITUCAHU B
MOHOTEpanus Mo-rope.

Jlo3upoBKa Ipu HEJAEKYBaHU NAIMEHTH ¢ MYJITUILICH MUEJIOM, KOUTO Ca HETIOIXOISIIH 32
TPAHCIUTAHTAIIUS Ha XEMOIIOSTUYHH CTBOJIOBH KJICTKU

Kombunupana mepanus ¢ menganan u npeOHu30H

VELCADE 3,5 mg npax 3a HHXEKIMOHEH pa3TBOpP CE MpHJlara KaTo HHTPABEHO3HA WM MOJKOKHA
WHXKEKIIMsI B KOMOMHAIIMS C MIEPOPATHO MPHIIOKEHU MeJidalaH U MPEAHU30H, KaKTO € TIOKa3aHo B
Tabnuna 2. Equn 6-ceamuueH mepuo ce cunra 3a jiedeOeH 1ukbi. B mukimu 1-4 VELCADE ce
MpuJiara Ba MbTU CEAMUYHO Ha JaeH 1, 4, 8, 11, 22, 25,29 u 32, a B uukiu 5-9, BeAHbXK CEAMUYHO Ha
neH 1, 8,22 u 29. TpsOBa qa U3MHHAT Hal-MaJIKO 72 Yaca MEKIY JBE ITOCISAOBATEIIHN T03U
VELCADE.

Mendanan u mpeTHU30H TPSAOBA Ja ce mpuyiaraT MepopaHo Ha jeH 1, 2, 3 u 4 mpe3 mppBara ceiMHIa
Ha BcekH JieueOeH nukbel ¢ VELCADE.

[Ipunarar ce neBeT JiedeOHU IMKBJIA OT Ta3u KOMOMHHUpaHa TePaIusl.

Tabnuya 2: Ilpenopvusana dosuposxa 3a VELCADE, npunazan 6 kombunayus ¢ meaganan u

npeoHU30H
VELCADE aBa nbTu ceaMuuHo (iukau 1-4)

CeaMuna 1 2 3 4 5 6

v Jen  -- --  Jen | Hen [en | Ilepuog Hen Jle | e  Hen | Ilepuon Ha

c
(1,3 mg/m?) 1 4 |8 11 | Ha 22 H H 32 | mouuBKa
’ MMOYHBKA 25 29

M Hen Jen [Jen [en | -- -- | Ilepuon - - -- -- Ilepuon na
(9 mg/m?) 1 2 3 4 Ha MTOYUBKA

P IMOYMBKa
(60 mg/m?)
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VELCADE BeaHbX ceAMUYHO (IMKJIH 5-9)

CeaMuna 1 2 3 4 5 6
Ve Jlen - - -- | Hen Tlepuon Jlen - Je -- Ilepuon na
(1,3 mg/m?) 1 8 Ha 22 H IIOYMBKa
’ MMOYMBKA 29
M Hen Jen [Jen [en | -- Tlepuon - - -- -- Ilepuon na
(9 mg/m?) 1 2 3 4 Ha MTOYUBKA
P MOYHBKa
(60 mg/m?)

Ve =VELCADE; M = mendanan, P = npegauzon

Aoanmupane na 0ozama no epeme Ha ievenue u NOBMOPHO edeHue ¢ KOMOUHUPAHa mepanus c
Menpanran u npeoHU30H
[Ipenyn Ha4yanoTo Ha BCEKH HOB LUKBJ OT TEpaNusiTa:

o OposT Ha TpoMbonuTHTE TpsiOBa 12 € > 70x10%/1, a aGcomoTHUAT Gpoit Ha HEYTPODUIUTE
Tps6Ba 1a e > 1,0x10%/1
o HEXEMaToJIOTHYHATa TOKCUYHOCT TPsIOBa J1a € B3CTAHOBEHA JIO0 CTENEH | MM JI0 U3XOTHO HHBO.

Tabnuya 3: Ilpomana Ha do3ume no gpeme Ha nocredosamentu yukau na mepanuama ¢ VELCADE ¢
KOMOUHAYUS ¢ MEAPANAH U NPEOHU3ON.

ToxkcuuHoCT

HpOMﬂ]—[a HJIM OTJIaraHe Ha 103aTa

XemamonozuyHa mokCUYHOCM No 8peme Ha eOuH

YUKDIL:

o AKO B IIPEIXOTHUS ITUKBII ce HaOIo1aBa
NPOIBJDKUTENIHA HEYTPOIICHUS CTETICH
4 wi TPOMOOITUTOTICHUS UITH
TPOMOOLIMTOTIEHHS C KbpBEHE

Jla ce mpeaBUIM HaMANIIBaHE Ha J103aTa
Mendainan ¢ 25% B cieaBaIiys MUKbI

. AKO 6posIT Ha TPOMOOLIUTHUTE €
<30 x 10%/1 unu abconotaust 6poii Ha
ueyrpodunure e < 0,75 x 10°/1 B nens 3a
npwiarane Ha nozata VELCADE
(pasnuyeH ot aeH 1)

Tepanusara c VELCADE Tps6Ba na ce npekpaTu

. AKO ca IIpOoITyCHATH HIKOJIKO 103U
VELCADE B equs nuksa (> 3 no3u mpu
MIPIIOKCHHE JIBA ITBTH CEAMHYHO HIIN
> 2 1037 NPHU IPUIIOKECHUE BETHBK
CEIMUIHO)

Hozara VELCADE Tps6Ba ia ce Hamaiu ¢ e1HO
103080 HKBO (0T 1,3 mg/m? na 1 mg/m? um ot
1 mg/m? na 0,7 mg/m?)

Hexemamonocuuna moxcuunocm cmenen > 3

Tepamnusata c VELCADE TpsiOBa 1a ce
MPEKPaTH, TOKATO CUMIITOMHUTE HAa TOKCHYHOCT
HE CE Bb3CTAHOBAT JI0 CTETICH | WK 10 U3XOTHO
HuBo. ToraBa Moxke 1a ce Bb300HOBU
npuioxenueto Ha VELCADE ¢ egHo HUBO 110-
maiko (ot 1,3 mg/m? Ha 1 mg/m? wiu ot

1 mg/m? na 0,7 mg/m?). [lpu HeBponaTUUHA
0oJka, cBbp3aHa ¢ ynotpedara Ha VELCADE
v/vnm nipu niepudepHa HeBPOIIaTHs, IPEKPaTH
n/unu ipomenete go3ara VELCADE, xakro e
nmocoyeHo B Tabnuna 1.

3a gombiIHMATENHA HHPOPMALIUS OTHOCHO MendaaH U MPeJHU30H BHKTE CbOTBETHUTE KPATKU
XapaKTePUCTUKU HA POIYKTA.
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Jlo3upoBKa IpH HEICKYBAHHM NAMCHTH ¢ MYJITHUINICH MUEJIOM, KOUTO Ca IMOJXOSIIH 33
TPAHCIUIAHTAIIMSA HA XEMOIIOCTUYHU CTBOJOBU KIETKU (MHAYKIIMOHHA TEPAIIHS)

Kombunupana mepanus ¢ dexcamemason

VELCADE 3,5 mg npax 3a HHXEKI[HOHEH pa3TBOp Ce MpHiara KaTo MHTPaBeHO3HA MM MOKOKHA
MHKEKLHS B IIPENOPHUMTENIHATA 1032 OT 1,3 mg/m? TejlecHa MOBBPXHOCT JBA IIbTH CEAMHYHO B
MPOABIDKEHUE Ha JIBE cenMuIy Ha fieH 1,4, 8, u 11 B 21 qHeBeH nedebeH nukbi. To3u 3-ceaqmudeH
MIEPUOJI CE CUUTA 3a JieueOCH Kb, TpsaOBa 1a u3MUHAT Hali-MaJiko 72 yaca MEXy JIBS
nocienoBareanu n1o3u VELCADE.

JlexcameTas3oH ce mpuiiara rnepopaiHo B fo03a oT 40 mg Ha neH 1, 2, 3,4, 8,9, 10 u 11 ot neueOHUS
uukea ¢ VELCADE.

[Ipunarar ce yeTHpH JiedeOHH IMKBJIA OT Ta3H KOMOMHUpaHa Teparmus.

Kombunupana mepanus ¢ dexcamemason u maaudomuo

VELCADE 3,5 mg npax 3a HHXEKI[HOHEH pa3TBOp Ce MpHiara KaTo MHTPaBEHO3HA MM MOKOKHA
MHKEKLHS B IIPENOPBUMTENIHATA 1032 OT 1,3 mg/m? TejlecHa MOBBPXHOCT JBA IIbTH CEAMHYHO B
MPOIBIKEHUE Ha ABE ceIMULIM Ha 1eH 1, 4, 8, u 11 B 28 qHeBeH nuKkba Ha JedeHue. To3u 4-ceqnMuiyeH
MIEPUOJI CE CUUTA 3a JieueOCH UMKbI. TpsaOBa 1a u3MUHAT Hal-MaJiko 72 yaca MEXy JIBS
nocienoBareanu n1o3u VELCADE.

JlexcameTas3oH ce mpuiara repopaiHo B f03a ot 40 mg Ha neH 1, 2, 3, 4, 8,9, 10 u 11oT neueOHus
uukea ¢ VELCADE.

TanmumoMus ce mpuiiara mepopaiHo B JHEBHA J1o3a oT 50 mg B maute 1-14 1 ako ce moHacs no0pe,
no3ara ce yBenndana 10 100 mg B naute 15-28, cnex koeto Moke aa ce yBenuuu 10 200 mg THEBHO
oT 1ukwia 2 (Bk. Tabmuna 4).

[Ipunarar ce yeTupu JiedeOHH IMKBJIA OT Ta3H KOMOMHUpaHa Tepanus. [IpernopbuBa ce HalMeHTUTE
MOHE C YACTUYEH OTIOBOP J1a MOMy4YaT 2 NONBJIHUTEIHHU LIUKBIIA.

Tabnuya 4: Hosupoexa 3a kombunupana mepanusi ¢ VELCADE npu nayuenmu ¢ nenexyeam
MYIMUNIeH MUeiom, KOUmo ca nooxoo0sauy 3a MpaHCnianmayus Ha XeMonoemudHu
CMBOI08U KIIeMKU

Ve+Dx Iukau 1 1o 4
Ceamuna 1 2 3
Ve (1,3 mg/m? | Hdeu 1, 4 Jen 8, 11 Ilepuos Ha HOYUBKA
Dx 40 mg Jenl,2, 3,4 Jen 8,9, 10, 11 -
Vc+Dx+T Hukba 1
Ceamuna 1 2 3 4
Ve (1,3 mg/m? | Hdeu 1, 4 Jen 8, 11 ITepuon Ha [epuon Ha
IMOYHBKA IMOYHBKA
T 50 mg Exennesno ExenneBHo - -
T 100 mg* - - ExenneBHO ExennesHo
Dx 40 mg Jden1,2,3,4 | Hen §8,9,10,11 | - -
Mukau 2 1o 4P
Ve (1,3 mg/m? | Hdeu 1,4 Hen 8, 11 Ilepron Ha Ilepron Ha
IMOYMBKaA IMOYMBKaA
T 200 mg* ExenneBHo ExxenneBHo ExxenneBHo ExxenneBHo
Dx 40 mg Jenl,2, 3,4 Jen 8,9,10,11 | - -

V¢ = VELCADE; Dx = nekcamerason; T = TalnuagoMu

& JlosaTra Ha TalnMIOMUJ ce yBenuyana g0 100 mg oT ceamuua 3 Ha IUKBI 1 caMo Ipu 106pa MOHOCUMOCT KbM J103aTa

ot 50 mg 1 Ha 200 mg OT MUKBI 2 10 Kpas IpH JoOpa MOHOCUMOCT KbM fqo3ata ot 100 mg.

b [TanmeHTrTe, MOCTUTHAIIM TIOHE YACTHYEH OTIOBOP Clie 4 LIMKbJIa, MOKE /1a oJy4aT J0 6 LIMKbJIa Ha JICYCHUE

Aoanmupane Ha 003ama 3a nayueHmu, nOOX00AUU 3a MPAHCIIAHMAYUS

3a apantupane Ha go3ata Ha VELCADE TtpsibBa 51a ce crieiBaT npernopbhKUTe 3a MPOMSIHA Ha J103aTa,
OTMCaHU 32 MOHOTEpAIHsL.

B nombnnenne, korato VELCADE ce npuiara B KOMOMHALUS ¢ APYTH XUMHUOTEPAIeBTUYHU
JIEKapCTBEHHU NMPOIYKTH, B CIIyyail Ha TOKCHYHOCT TPAOBa J1a ce MpeABUAN CHOTBETHO HAMAISIBaHE Ha
Jl03aTa CIope/1 MPenopbKUTE B KPATKUTE XapaKTEPUCTUKH HA TE3U MPOITYKTH.
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Jlo3MpoBKa PH MAIMEHTH ¢ HENEKYBAaH MaHTeIHOKIEThYeH tuMpom (MCL)

Kombunupano neuenue c pumyxcuma0, yuxnogocgamuo, doxcopyouyun u npeonusown (VeR-CAP)
VELCADE 3,5 mg npax 3a HHXeKIIHOHEH pa3TBOp Ce MpHiara KaTo MHTPaBeHO3HA MH)KEKIINA B
npenopbuMTeNHara 103a 1,3 mg/m? TejecHa MOBBPXHOCT, [Ba IETH CEAMUYHO B IIPOIABIKEHHE HA JIBE
ceaqmuuy Ha nieH 1, 4, 8 u 11, nocneaano ot 10-n1HeBeH nepuo Ha mouuBka ot AeH 12 no 21. To3u 3-
CeIMHYEH MEPUOJI ce cunTa 3a edeOeH nuKbi. [Ipenoppusar ce mect mukau ¢ VELCADE, Bbnpeku
4e 3a MaIUeHTH C TOKYMEHTHPAH OTIOBOP 3a IIBPBH ITHT HA MUKHBJI 6, MOTaT a ObaT JaJICHH JBa
norreauTeHA uKbia VELCADE. TpsOBa na uaMuHaT Hali-Manko 72 yaca MEXIy JIBe
nocienoBareanu n1o3u VELCADE.

CrnemauTe IeKapCTBEHU POYKTH Ce IPUIIarar Ha JieH | Ha BCEKH TpHU-CeMHYCH JiedeOeH IUKBII C
VELCADE, kato UHTpaBeHO3H! UH(Y3UK: pUTyKcuMal B 103a 375 mg/m?, uuknodochamun B 103a
750 mg/m? u nokcopy6uiuH B 103a 50 mg/m?>.

IpeaHU30H ce mpuIIara IepopaaHo B 103a ot 100 mg/m’na nen 1, 2, 3, 4 1 5 Ha BcekH JiedeOeH UKD
¢ VELCADE.

Aoanmupane na 0ozama no epeme Ha 1evenue npu NAYUeHMu ¢ HeleKy8an ooceea
MAHMETHOKIEMbYEH TUMPOM
[Ipenyn Ha4yanoTo Ha BCEKH HOB LUKBJI OT TEpaNusTa:

o Bposar na Tpombonutute TpsioBa na e > 100 000 knetku/pl 1 abcomoTHUAT Opoit Ha
Heytpodunure (ANC) tpsioBa na e > 1 500 xietxu/pl

o Bposar na Tpomborutute TpsioBa na e > 75,000 kiaetku/pl npu nanueHTH ¢ MHQUITpaus Ha
KOCTHUSI MO3bK HMJIM CEKBECTpaIIvs Ha JajaKa

o Xemornobun > 8 g/dl

o HexematonorninaTra TOKCHYHOCT TpsiOBa j1a € Bh3cTaHoBeHa 0 CterneH | Wi 10 U3X0HO
HHBO.

Jleuenneto ¢ VELCADE TtpsiOBa n1a Ob/1e BpeMEHHO MPEyCTaHOBEHO TPH IMOsIBA HA BCSKA
HexemarojoruyHa TokcnaHoct CrerneH > 3, cBbp3ana ¢ VELCADE (¢ uskimroueHne Ha HeBpOTIATHsI)
WIN XE€MaToJIoTHYHa TOKcHYHOCT CreneH > 3 (Bxk. cbulo Touka 4.4). 3a agantupaHe Ha 103aTa, BXK.
TabyuIa 5 no-moiny.

['panynonuT-KOIOHHO CTUMYNHpaLy GaKTOPH MOXKE Ja ce MpHUIaraT Mpu XeMaTOJIOTHYHA
TOKCHUYHOCT B CHOTBETCTBHE C MECTHATa CTaHAapTHA NpakTHka. [[podunakruynara ynorpeda Ha
TPaHyJIOIMUT-KOJIOHHO CTUMYJIHpAIH (pakTopH cieBa Jia ce pasriex/a B Cllydail Ha MHOTOKPaTHH
3a0aBsHHS B IPUIIOKECHUETO Ha IIUKbBIIA HA JICYEHHETO. 3a JieueHHe Ha TPOMOOIUTOIeH s, TPpsIOBa J1a
ce “Ma MpeaBu TpaHcy3ust Ha TPOMOOLUTH, KOTaTo € KIIMHUYHO HEOOXOAMMO.
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Tabnuya 5: Ilpomana Ha do3ume no 8peme Ha Jledenue 3a NAYUeHmu ¢ HeleKy8aH

MAHMETHOKIEMbYEH TUMPOM

ToxcuuHoCT

| Ipomsina win oTIarane Ha J03MPOBKATA

Xemamonoeuuna moKCUYHOCm:

. HeyTponeHus > CreneH 3 ¢ noBUIICHA
TeMIiepaTtypa, Heyrpomenus ot Cremnen 4
C IPOIBJLKUTEIHOCT OBEYE OT 7 JHH,
opoit TpomoOoruT < 10,000 xrerkn/pl

Tepamusita ¢ VELCADE Tpsi6Ba na ce
NPEyCTaHOBH 3a 70 2 CEeAMHIIHU, TOKATO
narueHTsT nocturae ANC > 750 kmetku/pl
Opoit Ha TpomOoruTUTE > 25 000 KITeTku/pl.

o AKoO cieq mpeycTaHOBsSIBaHE Ha
VELCADE Tokcu4HOCTTa HE OT3BYYH,
KaKTO € ONPEAEIICHO M0-TOpe, ToraBa
tepanusata c VELCADE Ttpsi6Ba na ce
npeKpary.

o AKO TOKCHYHOCTTa OT3BYYH, T.C.
nauueHTsT uMa ANC > 750 xretkw/pl n
Opoit Ha TpoMOoIIUTHTE
> 25 000 knetku/pl, Tepanusra c
VELCADE Moe 1a ce Bb300OHOBH C
€IIHO HUBO Mo-Mauko (o 1,3 mg/m? Ha
1 mg/m? unm ot 1 mg/m?* na 0,7 mg/m?).

o AKo OposIT Ha TPOMOOLIUTHTE €
< 25,000 xierku/pl unmu ANC e
<750 xknetku/pl B 1eHs 3a npuiIaraie Ha
no3ara VELCADE (paznuyen ot neH 1)

Tepammusita ¢ VELCADE Tpsi6Ba na ce mpekparu

Hexemamonozuuna moxkcuunocm Cmenen > 3,
3a xkoamo ce cuuma, 4e e cevpzana ¢ VELCADE

Tepamusita ¢ VELCADE Tpsi6Ba na ce
MPEKpaTH, IOKATO CHMITTOMHUTE Ha TOKCUYHOCT
HE ce Bb3cTaHOBAT N0 CTerneH 2 1M 1o-100pa.
Toraea Moxe aa ce Bb300HOBU MPHIIOKEHHETO
Ha VELCADE c eqH0o HUBO HO-MajKo (OT

1,3 mg/m* na 1 mg/m?* wim or 1 mg/m? Ha

0,7 mg/m?). Ilpu HeBponatuuna 6oJIKa,
cBbp3ana ¢ yrnorpedbara Ha VELCADE w/umu
npu nepudepHa HeBPOMATHSI, IPEKPATETE U/HITH
npomenere go3ara VELCADE, xakTo e

rnocoyeHo B Tabmuna 1.

B nombanenue, korato VELCADE ce npunara B KOMOHMHALIUS ¢ APYTH XUMHUOTEPANIeBTUYHI
JIEKapCTBEHU MPOAYKTH, TIOJXOISIIO0 HaMallsiBaHe Ha J]03aTa Ha TE3U JICKAPCTBEHH MPOITYKTH TPsOBa
Jia ce OOMUCIY B cIy4ail Ha TOKCHYHOCT, B ChOTBETCTBUE C MPETIOPHKUTE B CHOTBETHATA KPaTKa

XapaKTCpUCTHUKA Ha IIPOAYKTA.

Crenyaiiy monyJaiun

Cmapuecka ev3pacm

Hsama JaHHHU, KOUTO Mpearnojarat HGO6XOI{I/IMOCT OT aJanTUPAHC Ha J03aTa NPy NAUCHTH HaQ
65 TOAVHU C MYJITUIUICH MUCJIOM HUJIU C MaHTCIIHOKJICTHYCH J'II/IM(bOM.

He ca nposexxganu npoyuBanus 3a ynorpedara Ha VELCADE mnipu nanueHTn B cTapyecka Bb3pacT, C
HeJIeKyBaH MYJITHIIEH MUEJIOM, KOUTO Cca IOIXO SN 32 BUCOKOZ030Ba XUMUOTEPAIIHs C
TpaHCIIAHTalMs Ha XEMOIIOETUYHH CTBOJIOBH KJIeTKH. ClIe10BaTEIHO HE MOTAT J1a CE HaIlPaBsT

MIPCIIOPBKHU 3a AO3UPOBKATA MPU Ta3U IOIyJIalHs.

B npoyuBaHe npu ManyeHTy ¢ HeJIeKyBaH Ipe i TOBa MaHTEIHOKIIEThYeH JIuMpoM, 42.9% u 10.4%
oT nmauuenture, ¢ excrno3uuusa Ha VELCADE ca BbB Bb3pacToBUs AUana3oH CbOTBETHO 65-74 ronuHu
u = 75 rogunu. [Ipu nmanuenTruTe Ha BB3pacT > 75 roaunu, u asete cxemu, VcR-CAP u R-CHOP, ce

MOHACST TO-TEXKKO (BXK. Touka 4.8).
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Yeproopobro yepedxcoane

[TanueHTH c J1eka CTeNeH Ha YepHOAPOOHO YBpEkKAaHe HE ce HYKIAsIT OT KOPUTHUPAHE Ha J03aTa U
TpsiOBa Ja ce JIEKYBAaT ChINIACHO MPEMOPhUYUTEIHATA 103a. [IallMeHTH ¢ yMEPEHO J0 TEXKKO
4epHOAPOOHO yBPEKIaHe TPAOBa 1a 3anmodnar ¢ Hamanena n1o3a VELCADE or 0,7 mg/m? na
VHKEKTHPAHE [0 BPEME Ha IIbPBHs TEPAIIEBTUYEH LMK, KaTO MOBMIIABaHe Ha jo3ara 10 1,0 mg/m?
WJIM [I0-HATATHIIHO HaMalsBaHe Ha 1o3aTa 10 0,5 mg/m? Morar 1a ce 00ChXKIaT Ha 6a3ara Ha
MMOHOCHUMOCTTA Ha manueHTa (Bxk. Tabnuia 6 u Touku 4.4 u 5.2).

Tabnuya 6: Ilpenopvuumento moouguyupare na navarnama 0osa VELCADE npu nayuenmu c
4epHoOpoOHO yepedcoare

CreneH Ha HuBo Ha HuBa na SGOT | Moaudunupane Ha Ha4YaJIHA 103a
YepHOAPOOHOTO OnupyOnHa (AST)
yBpesxkaané’
<1,0x ULN > ULN He
Jlexo
> 1,0x—1,5x ULN Besxko He
YmepeHo > 1,5x-3x ULN Bcesko Hamanssane na VELCADE no
0,7 mg/m? B IbpBHUS LIMKBI HA
Texko >3x ULN Bcsko nedenne. OOCHKIaHe HA TIOBUIIIABaHE
Ha jo3ara 10 1,0 mg/m? um no-
HATaTBIIHO HaMassgBane 10 0,5 mg/m?
B CJI€JIBalINTE IIUKJIN, HA Oazara Ha
MOHOCHUMOCTTA Ha MALIKEHTA.

Corpamenust: SGOT = cepymHa IiryTamar oKcaloaneTaT TpaHCAMHHA3a;
AST = acmiaprat amuHOTpaHCc(epaza; ULN = ropHa rpanuiia Ha HopMara.

Ha 6a3aTa Ha xiacudukamnms Ha paboTHaTa rpyma 3a opranaa qucysknus Ha NCI 3a kaTeropmsupaHe Ha
YepHOAPOOHATA HEAOCTATHYHOCT (JIeKa, yMEpeHa, TEXKKa).

Bvopeuno yepescoane

dapMakOKHHETHKATa Ha OOPTE30MHUO HE CE MOBJIMSABA IIPH MAIMEHTH C JIEKO JI0 YMEPEHO ObOpPEeUHO
yBpexane (kpearuauros KiupbHC [CrCL] > 20 ml/min/1,73 m?); 3aToBa He € HEOOXOAUMO
ajlanTEpaHe Ha Jj03aTa MU Te3u nanueHTH. He e u3BecTHO nanu papMakoKHHETHKATa Ha OOpTE30MHUO
ce MOBIUSBA ITPH NAIMEHTHU C TEXKKO OBOPEUHO YBpekaaHe, KOUTO HE ca MOJIOKCHU Ha JIHaIN3a
(CrCL < 20 ml/min/1,73 m?). Tsii KaTo AuanM3aTa MOXKe Ja OHWKH KOHIEHTPALMUTE Ha
6oprezomnd, VELCADE Tpsi0Ba na ce mpuiara cieq Iuaau3HaTta npoueaypa (Bx. Touka 5.2).

Tleouampuuna nonyrayus

BbezonacnocrTa n eduxacHoctra Ha VELCADE nipu mena Ha Bb3pact noz 18 ronunu He ca
ycTaHoBeHH (BXk. Touka 5.1 u 5.2). HanuunuTe maHHM 10 MOMEHTA ca OMKCaHU B ToYKa 5.1, HO
MIPETOPBHKHU 3a JO3UPOBKATa HE MOTar Ja Ob/IaT HallpaBeHH.

HauuH Ha npunoxxkenue

VELCADE 3,5 mg npax 3a HHXEKI[MOHEH pa3TBOP CE MpeAIara 3a UHTPaBEHO3HO HIIN MOJKOKHO
MIPUIIOKEHHE.

VELCADE 1 mg npax 3a HHXXEKIIMOHEH pa3TBOP Ce Mpeasara camo 32 HHTPaBEHO3HO IPUIIOKEHHE.

VELCADE ne Tpa0Ba jia ce npuiara o JIpyry mbTuina. HTpaTekaaIHOTO MPHIOKEHUE BOIH 10
CMBPT.

Hnmpaesenosna unoicexyust

[puroreenust pazteop VELCADE 3,5 mg ce mpuiara kato 001yc HHTpaBEHO3HA WHYKEKIIUS TPe3
nepudepeH WK HeHTPaJCH HHTPABEHO3EH KaTeThp 3a 3-5 CeKyHIH, OCIEeIBAHO OT IPOMHBKA C

9 mg/ml (0,9%) nHxekunoHeH pa3TBOP Ha HATpUEB XJIOpUA. TpsOBa 1a U3MHUHAT Hai-Malko 72 Jaca
Mexay ase nocnenoatennu 103U VELCADE.
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Tlookoorcna unoicexyust

[Ipurotsenust pazrBop Ha VELCADE 3,5 mg ce nmpuiara noakoxHo B o0yiacTTa Ha 6eapaTa (AsCHO
WJI JISIBO) WK KOopeMa (OT/SICHO I OTJISIBO). Pa3TBOPHT TpsiOBa J1a ce MHIKEKTHPA MOIKOKHO, TT0]T
BB OT 45-90°. MecTarta Ha yOoxaaHe TpsOBa Jla Ce pelyBaT IPH BCsIKa CJISABAIa HHKEKITUS.

Axo ciien moakoxHo nmkektupane Ha VELCADE ce mosBsT peakiiuu Ha MSCTOTO Ha yOOXIaHe,
MOXe J]a ce TPHIIOKH Mo-Maiko KoHneHTpupad pazteop Ha VELCADE (1 mg/ml Bmecto 2,5 mg/ml)
WK Ce MPEnopbyuBa MpeMUHABaHE KbM WHTPABEHO3HA HHKEKITHUS.

Koraro VELCADE ce npuiara B KOMOMHAIUS C IPYTH JEKapCTBEHHU MPOTYKTH, BUKTE KpaTKaTa
XapaKTepHCTHKA Ha T€3H MPOIYKTH 32 MHCTPYKIIUH 3a MpHJIaraHe.

4.3 IIpoTuBomokazaHus

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO, KbM 0Op HIIH KbM HIKOE OT MOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

Ocrtpa nudysna nHpmITpaTHBHA O0JIECT Ha OeNuTe APOOOBE U MEPUKAPA.
Korato VELCADE ce mpunara B koMOMHanus ¢ ApyTrH JEKapCTBEHHU MPOAYKTH, HalpaBeTe CIIpaBKa C
texHute KpaTku xapakTepuCTUKU 3a JOMBJIHUTEHN TPOTUBOIIOKa3aHUSI.

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHil MEPKH IIPH ynoTpeda

Koraro VELCADE ce npuiara B KOMOMHAIIUSA C IPYTH JICKApCTBEHHU MPOIYKTH, TPIOBa J1a ce
HampaBH KOHCyATanus ¢ KpaTkure XapakTepUCTHKHY HA TE3U APYTH JIEKAPCTBEHN NPOAYKTH MpEaH
3anouBade Ha nedeHnero ¢ VELCADE. Ilpu ynorpebara na TanunomMus TpsiOBa 1a ce 00bpHE
0CO0CHO BHMMaHUE Ha TECTBAHETO 3a OPEMEHHOCT M M3UCKBAHUATA 3a MPEBEHIMS (BXK. TOuka 4.6).

WHTpaTekaaHo OpuioKeHne

Nma ciydau ¢ aTanen u3xoa Npu HeMpeJHaMEPEeHO HHTPATEKATHO MPUIIOKEHHE Ha
VELCADE.VELCADE 1 mg npax 3a WHXXEKIIHOHEH pa3TBOp € CaMO 32 HHTPABEHO3HO MPHIOKEHHE,
nokato VELCADE 3,5 mg mpax 3a HH)KEKIIMOHEH Pa3TBOP € 32 HHTPABEHO3HO WM MOJKOXKHO
npunoxenne. VELCADE ne Tps0Ba na ce npuiiara MHTpaTeKailHo.

CroMaIniHo-4peBHa TOKCUIHOCT

CromairHo-4peBHa TOKCUIHOCT, BKIIFOUUTEITHO TaJicHe, TUapys U KOHCTUTIAIHS ¢ca MHOTO YeCTH IpH
nedyenne ¢ VELCADE. ma HedecTn choOIIEeHUS 3a ciiydan Ha Wieyc (BX. Touka 4.8), Topaau KOeTo
MAIMCHTUTE, KOUTO UMAT KOHCTHUIAIKS TPpiOBa 1a ObaT Ha0JII01aBaHU BHUMATEIIHO.

XeMaToJIOTHYHA TOKCUYHOCT

Jleuenneto ¢ VELCADE MHOTO0 4ecTo € CBbpP3aHO C XeMaTOJOIHYHA TOKCUYHOCT (TPOMOOIIUTOTICHHS,
HEYTPOIICHUs U aHeMUs1). B mpoyuBaHus IpU MALMEHTH ¢ PELUANB Ha MYJITUIUICH MUEIIOM, JICKYBaHU
¢ VELCADE u npu nauueHTH ¢ HenekyBaH npeau Toea MCL, kouro ca nexysanu ¢ VELCADE B
KoMOuHanus ¢ puTykcumad, mukinodochamua, nokcopyounun u npenan3on (VcR-CAP), enna ot
Half-4ecTo cpelaHara XeMaToJOrHyHa TOKCHYHOCT € MPeXoAHa TpoMOouTonenus. TpomOouuTure ca
Haii-HuCKHM Ha AeH 11 ot Bceku ukba Ha nedenneto ¢ VELCADE n 0OMKHOBEHO c€ Bb3CTAaHOBSIBAT
JI0 U3XOTHOTO HUBO JIO CJIC/IBAINMS UKBI. HiMa naHHM 332 KyMyJaTHBHA TPOMOOIIMTOIICHHS.
CpenHusr criaji Ha Opost Ha TPOMOOIUTHTE € OWJI U3UUCIIeH npuoin3uTenHo Ha 40% OT U3X0HOTO
HUBO IIPY NIPOYYBAHUS C MOHOTEpANHMs Ha MHOXKECTBEH MuesioM U Ha 50% npu npoyusane 3a MCL.
[Ipu nanyeHTH ¢ HANpeHAT MHETIOM TEXECTTa Ha TPOMOOIUTOIICHHATA € OHiIa CBbp3aHa ¢ Opos Ha
TPOMOOIIUTHUTE TIPE/IN JICUCHUETO: IIPH U3XOHO HUBO Ha Tpombonutute < 75 000/pl, 90% ot

21 manuenty ca umanu 6poit < 25 000/ul mo Bpeme Ha mpoyuBaHeTo, BKItounTenHO 14% < 10 000/pl;
3a pa3NuKa OT Te3H ¢ U3XoaHo HUBO > 75 000/pl, mpu kouro camo 14% ot 309 nauneHTr ca umanu
opoit <25 000/ul mo BpeMe Ha IPOYYBAHETO.

[Ipu naunentu ¢ MCL (npoyuBane LYM-3002), TpomOonuToneH s oT cTerneH > 3 e Ouia ¢ mo-
BHCOKa yecToTta (56,7% cupsmo 5,8%) mpu rpymnara Ha ieuenue ¢ VELCADE (VcR-CAP) B

45



cpaBHeHHue ¢ rpynaTa Ha gedenne 6e3 VELCADE (putykcuma0, nuknodochamun, 10KcopyOHLrH,
BUHKPUCTHH U nipeaan3oH [R-CHOP]). /IBete rpymu Ha nedeHue ca CXOAHH MO0 OTHOIICHHE Ha
oOmrara 4yectoTa Ha KbpBEHE OT BCHUKH cTenen (6,3% mnpu rpynata Ha VcR-CAP u 5,0% mpu
rpynara Ha R-CHOP), kakto u xbpBeHe ot Ctenen 3 u no-Bucoka (VcR-CAP: 4 nanuentu [1,7%]; R-
CHOP: 3 manmentu [1,2%]). B rpynara Ha VcR-CAP 22,5% oT nanuenTuTe ca noiay4aBain
npenuBaHe Ha TPOMOOIMTH B cpaBHeHHE ¢ 2,9% oT nanuentute B rpynara Ha R-CHOP.

[Ipu neuenne ¢ VELCADE ce cpo0maBa 3a CTOManIHO-YpEeBEH U HHTpaLepedpaieH KpbBou3ius. 11o
Ta3u NPUYUHA OPOAT Ha TPOMOOLUTHTE TPsIOBa J1a ce MOHUTOpUpa npenu Besika 1o3a VELCADE.
Jleuenneto ¢ VELCADE Ttpsi6Ba na ce cripe, korato OposiT Ha TpomoOonutute € < 25 000/ul, nim B
cirydail Ha KoOMOMHAIMA ¢ MeIdalaH U PeJHU30H, Korato 6posaT Ha TpomboruTute € < 30 000/l (BXK.
Touka 4.2). [loreHunanHaTa moisa cupsMo pHCcKa OT JICYEHHETO TPAOBa Ja ce MPeLeH! BHUMATEHO U,
B HACTHOCT, TIPH CITy4ail Ha yMepeHa JI0 TeKKa TPOMOOIIMTONICHUS U PUCKOBH (DaKTOPH 32 KbpBEHE.

ITo Bpeme na neuenunero ¢ VELCADE Tpsi6Ba yecto Aa ce mpociieAsBa IbIHaTa KpbBHA KapTHHA C
TQepeHInaIHo OpoeHe, BKIIOUUTEITHO 1 OposT Ha TpombouuTHTe. TpsiOBa 1a ce oOMucin
MpeauBaHe Ha TPOMOOIUTH, KOTaTO € KIMHUYHO He00X0AUMO (BXK Touka 4.2).

[Ipu marmenTn ¢ MCL ce HabmrogaBa mpexoiHa HEYTPOIICHHS, KOSATO € 00paTiMa MEXTy [UKIUTE,
0e3 maHHU 3a KyMyJaTuBHA HeyTponenus. Heyrpodunure ca Hali-HHCKY Ha AeH 11 OT BCEKHU ITUKBII Ha
neuerue ¢ VELCADE 1 0O0MKHOBEHO Ce BB3CTAaHOBABAT 10 U3XOJHOTO HUBO IO CJIeABAIINS IIUKBI. B
npoyusane LYM-3002, kononust ctumyiupaiy (pakTopH 3a nmoarnomMarade ca gajaeHu Ha 78% ot
naruenTute oT pamoto VcR-CAP u Ha 61% ot manuenture B rpynara Ha R-CHOP. Twif kato
MAIUCHTUTE ¢ HEYTPOIICHUS Cca C TIOBHIIICH PUCK OT MH(EKIMH, T¢ TPsOBa 1a ObaaT HaOr0AaBaHU 3a
MIPHU3HAIA U CHMIITOMH Ha MH(EKINS U J]a Ce JIEKYBaT CBOCBPEMEHHO. | paHyIOIUT-KOIOHHO
cTUMYJIMpaIiy (akToOpy MOJXKE J1a Ce MPHJIArar 3a XeMaTOJOTHYHA TOKCHYHOCT B ChOTBETCTBHUE C
MeCTHaTa CTaHaapTHa npaktuka [IpodunakTuuHara ynotpeda Ha IpaHy I0IUT-KOJIOHNO
CTUMYJHpaIy (HakTopy ClIe[Ba JIa Ce pas3riiek/ia B ciiydail HAa MHOTOKpaTHH 3a0aBSHUS B
MIPUJIOKEHUETO HA IUKBIIA HA JIEYCHHETO (BYOK Touka 4.2).

PeakTuBHpaHe Ha XepIec 30CTep BUPYC

[Ipu nauuentu, nexkyBanu ¢ VELCADE, ce npenoppuBa anTuBupycHa npodunakruka. [Ipu ¢aza 11
NPOYYBaHE MPH MAIMEHTH C HEJIEKYBaH MYJITHIUIEH MHEJIOM, 00IlIaTa YeCTOTa Ha peaKTHBHPAHETO Ha
XepIiec 30¢Tep € mo-uecra npu nanueHTH, Jekypanu ¢ VELCADE + mendanan + npeHU30H, B
CpaBHEHHME C T€3U Ha MeJdanaH + npeaHn3oH (cboTBeTHO 14% 1 4%).

[Ipu naunentu ¢ MCL (npoyuBane LYM-3002), yectotata Ha HHGEKLHUS ¢ XepIiec 30cTep € oua
6,7% npu pamoto VcR-CAP u 1,2% B rpynara Ha R-CHOP (Bux Touka 4.8).

PeaktuBupane v nndexus ¢ supyced xenatut B (HBV)

Ckpununr 3a HBV TpsOBa BUHAru /1a ce U3BBPIIBA PH MAIUEHTH ¢ pUck oT uHpekius ¢ HBV mpenu
3aro4BaHe Ha JICYCHUETO, KOTaTo pUTyKcuMao ce u3noispa B komOuHaius ¢ VELCADE. Hocurenure
Ha BHpYyca Ha XenaTuT B u manuenTy ¢ anaMmHesa 3a xenaTtut B, Tpsa0Ba na 0baaT BHUMATEIIHO
HaOJIF0/IaBaHM 32 KIIMHUYHH U JIAOOpaTOPHHU NpHU3HANY Ha akTiBHA HBV nHbekms no BpeMe Ha 1
cien komOuHMpano nedenne Ha putykcumad ¢ VELCADE. Tps6Ba a ce oOMUCIN aHTUBUPYCHA
npoduiakTUka. BikTe KpaTKaTta XapakTeprUCTHKa Ha MPOAYKTa PUTYKCHUMa0 3a oBeue HH(popMaIus.

Hporpecusna myntudokanna neskoeHtedanonarus (IIMJI)

JoknanBanu ca MHOTO peAKH ciydau Ha nH(pekuus ¢ Bupyca Ha John Cunningham (JC), c Heu3BecTHa
MIPUYUHHO-CIIEACTBEHA BPb3Ka, IpH nanueHTH, JekyBanu ¢ VELCADE c pesynrar [IMJI u cMBpT.
ITanuenture ¢ quarno3a IIMJI ca umanu npealiecTBaa Uik IpoBEXAaT €THOBPEMEHHO
UMyHocyIpecuBHa Tepanus. [loBeyero ciayyau Ha [IMJI ca AMarHOCTUIIMPaHH B pAMKHUTE Ha

12 mecena ot mppBara no3a VELCADE. [lanuenTure TpsiOBa na ce mpociensBaT Ha peIOBHU
WMHTEPBAJIM 32 BCHYKH HOBU WJIM BJIOIIABAIIM CE HEBPOJIOTHYHU CUMIITTOMH WIJIM TTPU3HALIA, KOUTO
MoraT Ja ObAat nokasatennu 3a [IMJI kaTo vacT ot audepeHnuaina quarsosa 3a npooiemu ¢ [THC.
Axko nMa ceMHeHue 3a auartosa [IMJI, manuenture TpsAOBa Aa ObAaT KOHCYATHPAHU ChC CIICLHUATIUCT
no [IMJI u na ce npeanpuemMar noaxoAsamu auarsoctuaHu Mepku 3a [IMIJL. Ilpekpartere neuennero
cVELCADE ako ce auarnocturupa [IMJI.
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lepudepna veBponarus

Jleuenneto ¢ VELCADE MHoro 4ecTo ce cBbp3Ba ¢ nepudepHa HEBPOIATHSI, KOSITO € TIPEAUMHO
ceH3opHa. Mma, obade, TOKIaJBaHU CHOOIIEHHS 3a CITydaH Ha TeXKa MOTOPHA HEBPOIIATHUS ChC HIIH
0e3 ceH3opHa nepudepHa HeBponaTus. Yectorata Ha nepudepHaTa HEBPOMATHUS CE YBEIUYaBa PaHO
IpY JICYEHUETO U 110 BpEME Ha LIUKBJI 5 € HaOJI01aBaH MuK.

[IpenopbuUTETHO € MANUEHTUTE Ja ObJJaT BHUMATEIIHO MPOCICIABAHH 32 CUMITTOMH HA HEBPOIIATHS,
KaTo yCelllaHe 3a mapeHe, XUIepecTe3ns, XUIMOeCTe3 s, MapecTe3ns, TUCKoM(pOPT, HEBPOIIaTHYHA
00JIKa WIH cI1a00CT.

B npoyusane ®asza IlI, cpaBuasamo VELCADE, npunoxkeH HHTPaBEHO3HO U MOJK0)KHO, YECTOTaTa
Ha B3HUKBAHE Ha MHIMJICHTH C NepudepHa HEBPOMATHUs OT cTereH > 2 e 24% 3a rpymnara Ha
MIOJIKOYKHH WHKeKIuK 1 41% 3a rpynara Ha BeHO3HU uHxkekiuu (p = 0,0124). [epudepna
HEBPOMATHs OT CTENEH > 3 € Bh3HUKHANA NpH 6% OT NallMeHTUTE B rpynara Ha MOAKOKHO
NpUIIOKEHHE, B cpaBHEeHHE ¢ 16% B rpynara Ha nHTpaBeHo3HO npuiioxkenue (p = 0,0264). Yecrorata
Ha nepugepHaTa HeBPOMATHs BbB BCUUKH CTCIICHHU, IIPY MHTpaBeHO3HO npuioxenne Ha VELCADE, B
MIPOy4YBaHUs 3a MHTpaBeHO3HO npuiokeHne Ha VELCADE, nctopuuecku € no-HucKa B CPaBHEHHUE C
npoyuBaneto MMY-3021.

[TanueHTHTE C HOBOMPOSIBUIIA CE MJIM BJIOIIABAIIA Ce Mepru(epHa HEBpOHaThs TPOBa Aa Ce MOJI0KAT
Ha HEBPOJIOTUYEH MPETJIe U MOKE J]a CE HAJIOXKU MPOMSIHA Ha 103aTa, HA CXeMaTa WK IpeMUHaBaHe
KBM TTOJKOKHO TIPIIIOKEeHHE (BXK. Touka 4.2). HeBpomarusra ce oBliasBa ¢ MOAIBPIKALTN TPHKHI U
JIpyra Teparus.

[Ipu naupentu, npuemaiin VELCADE B koMOuHaIMA ¢ IEKapCTBEHU NPOLYKTH, 32 KOUTO €
YCTaHOBEHO, Y€ UMaT Bph3Ka C HEBPOMATHATA (HATIP. TATUAOMUI) TpAOBa 1a ce MPEABHUIN PaHEH U
penoBEeH MOHUTOPHHT 32 CHMIITOMH Ha HEBPOIIATHS, HaJIaTalllH CIIEIIHO JIEYeHHE, Ype3 HEBPOJIOTHYEH
nperyies ¥ TpsoBa fa ce 0OMUCIN ChOTBETHO HAMANSIBaHE HA 103aTa MU IIPEyCTaHOBABAaHE HA
JIEYCHUETO.

Karo nonpnaenue kbM nepudepHaTa HEBpOIaTHsl, 32 HIKOU OT HEXKEJTaHUTE PEaKLUU KaTo
NOCTYypajiHa XUIIOTOHUS M TEKKa KOHCTHIIALMS C MIIEYC, MOXKE J]a UMa IIPUHOC aBTOHOMHATA
HeBpomnatus. MapopManusTa 3a aBTOHOMHATA HEBPOTIATHS U TIPUHOCA 1 32 TE3W HEXEIaHH PEaKIUH €
OTrpaHHYCHA.

I'spuoBe
Wma penku choOIIECHHS 3a I'bPYOBE MIPH MAI[MCHTH 0€3 MPEaUIIHA aHaMHe3a 3a CIUJICIICUS U T'bPUYOBE.

CrieninaTHO BHUMaHHE M3HCKBA JICYCHUETO HA MALMEHTH, IIPU KOUTO CHLIECTBYBAT HIKAKBH PHCKOBU
(akTopu 3a TBpUOBE.

XHIOTOHUS

Jleuenneto ¢ VELCADE yecto ce acouuupa ¢ opTocTaTiuHa/moctypania Xxunotonus. IloBeuero
HEXKeJIaH! PEaKIMU Ca JIEKH JI0 YMEPEHH 0 TeXKECT U ce HabII0JaBaT 1o BpeMe Ha JIe4eHHETO.
[NanuenTy, kouto ca pa3Buiu oproctatnyaa xunotonusi ¢ VELCADE (MHXeKTrpaH HHTPaBEHO3HO)
HE Ca UMaJIM IPEIIECTBAIIN JEUEHUETO TaHHU 33 OPTOCTaTUYHA XUNOTOHUs. [Ipn noBeyeto
MAIMEeHTH Ce € HAJIOXKUJIO JIeUeHHe 3a TAXHAaTa OPTOCTaTHYHA XUIIOTOHMS. MaJika 4acT OT MalMeHTuTe
C OpPTOCTaTHYHA XUTIOTOHUS ca UMaJIH CHHKOITHH ChOuTHs. OpTOcTaTHYHATa/ MOCTypalIHATA
XHUIIOTOHMS HE € MPSKO cBbp3aHa ¢ 6omyc undysus Ha VELCADE. Mexanu3MbT Ha Ta3u peakuus He
€ M3BECTEH, BBIIPEKH Y€ OTYACTHU NMPUYUHA MOXKeE Ja ObJic aBTOHOMHA HEBPOTaTHs. ABTOHOMHATA
HEBPOIATHsI MOKE JIa € CBbp3aHa ¢ 60pTe30MHUO MM OOPTE30MHO MOXKE JIa BIOIIU OCHOBHOTO
3a0oJsiBaHe, KaTo JuadeTHaA WM aMIIonHa HeBponaTus. [IpenopruBa ce BHUMaHUE, KOTATO Ce
JIEKyBaT MalMeHTH C aHaMHE3a 32 CHHKOII, TI0JTy4YaBallll JIEKApCTBEHU NPOLYKTH, 32 KOMTO € U3BECTHO,
Yye ce CBBP3BAT C XUIIOTOHUS; MIIM KOUTO ca AeXUAPATUPAHH MOPaTu peKypeHTHA TUapus WK
noBpblIane. JIeueHHeTo Ha OPTOCTATUYHATA/TIOCTYpalTHa XHITIOTOHUSI MOXKE J1a BKJFOUBA aJlalTHPaHe
Ha aHTUXUIIEPTEH3UBHUTE JIEKapCTBEHU NMPOIYKTH, PEXUAPATHPAHE WU NPIIIOKEHUE HA
MUHEPaAIKOPTHKOCTEPOUIN W/HITM CUMITATUKOMUMETHIH. [laninenTuTe TpsaoBa qa Obaar
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HUHCTPYKTHUPAHU [a ThbPCAT JICKAPCKU CHBCT, AKO UMAT CUMIITOMU KAaTO 3aMaﬁBaHe, CBCTOBBPTCIK UIIN
3ary6a Ha roBopa.

CunapoMm Ha obpaTuMa nmocrepuopHa enredanonarus (PRES)

Nwma cpobmenus 3a PRES npu manmenTn, nomyuaBamu VELCADE. PRES e psako, yecto o6paTumo,
0BP30 pa3BHUBAIIO CE HEBPOJIOTUYHO ChCTOSIHHE, KOETO MOXKE J]a C€ TIPOSBU C I'bPYOBE, XUTICPTOHHUS,
IJ1aBO0OIHE, JIeTaprusi, 00ObPKBaHE, CACIOTA U APYTH OYHH U HEBPOJIOIMYHHU HapYIICHHS. 3a
MOTBBPKaBaHE HA JMArHO3aTa Ce M3MO0I3Ba 00pa3Ha JUArHOCTHKA Ha MO3BKa, 3a TIPEAIOYNTAHE
simpeHo-marauTe pezonadc (AIMP). IIpu nanmenTn, kouto pazsusat PRES, VELCADE tpsi6Ba na ce
cripe.

CbpaeyHa HEIOCTATHYHOCT

ITo Bpeme Ha sieueHue ¢ 6opTe3oMud ce choOIIaBa 3a OCTPO pa3BUTHE MM 0OOCTPsIHE HA 3aCTONHHA
Chp/IeYHa HEJIOCTATHYHOCT /WM TI0sIBa Ha HaMaJlsiBaHe paksITa Ha U3TJIACKBAHE Ha JIsiBaTa
Kamepa. 3aIpbKKaTa Ha TeYHOCTH MOXe Ja ObJe mpeapasnoiarany GpakTop 3a nposisa Ha O6ene3n u
CHUMIITOMH Ha ChPJAEYHA HEJOCTaThuHOCT. [larenTn ¢ puckoB (akTop 3a ChbPACUYHO 3a00JsIBaHE MU
CBIIIECTBYBAIIO TaKOBa TPsIOBa J1a ObIaT BHUMATEITHO MOHUTOPHPAHH.

Enexrpoxapauorpadcku uzcnenpanus
CrhlecTBYBAaT M30JIMPAHU CIIydal Ha yabkaBaHe Ha QT-uHTepBana npu KIMHUIHY POYIBAHUS, HO
He e Omi1a ycTaHOBEHA IPUYMHHO-CIIEICTBEHA BPb3Ka.

benonpobuu HapynieHus

Psinko ce choOraBar ciryvan Ha ocTpa audy3Ha HHGuITpaTuBHA 0€10Apo0Ha 00JIECT ¢ HEM3BECTHA
€THOJIOT U], KATO THEBMOHHUT, MHTEPCTULIMATIHA THEBMOHUS, 0eJI0{poOHa MHQMITPALUS U OCTHP
pecnupartopen auctpec cuaapom (OPZC) npu nanuentu nonyvasamm VELCADE (Bx. Touka 4.8).
Hsikou ot Te3u cimydau ca Ounu ¢ dartanen uzxoa. [Ipean edeHuero ce npenopbyuBa paauorpadus Ha
TPBAHUS KOIIL, 32 JIa TOCTYXH KaTO U3XOJIHO HUBO 32 YCTAHOBSIBAHE HA TIOTCHIIUATHY 00 JpoOHH
NPOMEHHU cJie]l JICYEHUETO.

B ciydaii Ha HOBY WM BJIOIIABAIIM ce OEJI0APOOHH CUMIITOMH (HAIp. KalllUIa, IUCITHEs ), TPsOBa
OBp30 Aa ce yTOUHH JUarHo3aTa u J1a ce IpeArnpueMe Moaxoaaulo eueHue. Tpsdsa ga ce oOMucau
CHOTHOILIEHUETO MOJI3a/PUCK Mpeau MpoabrkaBane Ha nedenueto ¢ VELCADE.

[Ipu xAMHUYHO pOYyYBaHE ABaMa MALMEeHTH (OT 2), MOTy4aBallyd BUCOKA 103a HuTapaOuH (2 g/m?
JHEBHO) Upe3 MPOABIDKUTENHA MHPY3us 3a 24 yaca ¢ naynopyouuus u VELCADE 3a octpa
pelnanBHpaIia MUeIonIHa JIeBKeMusl, ca nmounHaiu ot OPJIC B HayanoTo Ha Tepanusra u
Ipoy4YBaHETO € IpekpareHo. ETo 3armo, Ta3u cennuyHa cxema ¢ eTHOBPEMEHHO NPUJIaraHe Ha
BUCOKa 1032 nuTapabuH (2 g/m? AHEBHO) upe3 NpoabJLKUTENIHA HHY3HA 3a 24 yaca He ce
npenopbyBa.

Bbr6peuno yBpexaane
BbrOpeunuTe ycnokHEeHH ca YeCTH MPH NallMEeHTH ¢ MyITHIUICH MuesoM. [lanuenture ¢ 6p0pedno
yBpekaaHe TpsOBa Aa ObaT BHUMATEIHO MpOCceaBanu (BX. TOUku 4.2 u 5.2).

YepHonpoOHO yBpexIaHe

Boprezomud ce Metabomu3upa ot YepHoIpoOHHUTEe eH3uMu. Excriosunusata Ha 00pTe30MHu0 ce
MIOBHIIIaBa TIPH MAIHEHTH ¢ YMEPEHO MU TEXKO YePHOIPOOHO yBpEXK/IaHE; Te3H NAlMEHTH TPsOBa 1a
ce nekyBaT ¢ Hamanenu n1o3u VELCADE nipu ctporo npocneasiBane 3a TOKCHYHOCT (BXK. TOUKH 4.2 U
5.2).

YepHOapoOHU peaknu

IIpn manmenTn, nonyyasam VELCADE u cbIbTCTBAIIM JIEKAPCTBEHN MPOAYKTH WU UMAIU
CEpUO3HU OCHOBHU 3a00JISIBAHUS IMa PEAKH ChOOIICHHUS 32 YepHOApoOHa HeIoCTaThYHOCT. Jpyru
ChOOIIaBaHN YEPHOPOOHU PEaKIMK BKIIIOYBAT MTOBUIIIABAHE HUBOTO HA YEPHOPOOHUTE CH3UMHU,
XUnepOmmpyouHeMus 1 xenaTut. Te3n npoMeHn Moke 1a ObIaT 0OpaTUMH pU NpEeKpaTsIBaHe
npuemMa Ha 6opTe3omMud (Bxk. Touka 4.8)
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CHHIpOM Ha TYMODPEH pa3naj

Toii kaTo 60pTE30MHUO € IMTOTOKCHYEH areHT 1 Obp30 yOUBa 3710KaAYECTBEHHUTE IIA3MATUYHU KIICTKU
u MCL kJieTknTe, MOTaT 1a Bb3HUKHAT YCIOXKHEHHU Ha CHHIpOMA Ha TyMOpeH pa3naj. [lanuenture ¢
BHCOK TYMOPEH TOBAap IIPEAH JIEYCHHUETO Ca C PUCK 3a pa3BUTUE HA CHHIPOM Ha TYMOPEH pasman.
TaxuBa nauueHTH TpsAOBa Aa ObJAT BHUMATEIHO NPOCICAIBAHN U Ja ObJIAT B3€TH MOIXOASIIH
IIPEAIA3HU MEPKHU.

ChIIBTCTBAILM JIEKAPCTBEHHU IIPOAYKTH

[TanuenTrTe TpsiOBa 1a ObJAT BHUMATEIIHO MPOCIICIIBaHN, KOraTo OOPTE30MHUO Ce mpuiara B
komOuHarus ¢ MoiHu CYP3A4-unxuduropu. [loBuiieHO BHUMaHUE N3MCKBa KOMOMHUPAHETO Ha
oopte3omud ¢ CYP3A4- umu CYP2C19 cy6erpatu (Bxk. Touka 4.5).

IMarreHTHTE, MOIyYaBally EPOPATHI XUITOTIIMKEMUYHH JICKAPCTBEHH POAYKTH M3UCKBAT IIOBUILICHO
BHUMaHHE, KaTO MPH TAX TPAOBa Jja Ob/ic MOTBHPICHA HOPMATHA YSPHOAPOOHA QYHKIHS (BXK.
Touka 4.5).

BeposTHO MIMYHOKOMILIEKC-MEIUUPAHN PEAKIIUH

Wma HevecTH chOOIIEHNUS 32 BEPOSTHO HIMYHOKOMIUIEKC-MEIUUPAHN PEAKIH, KaTO cepyMHa OoJecr,
NOJMAPTPUT ¢ 0OpuB U nposudeparuBeH rinomepynonedpur. [IpuembT Ha GopTezomMud TpsOBa 1a
Ob/1e IPeyCTaHOBEH, aKO Ce HaOJII0AaBaT CEPHO3HU PEaKIuH.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPpCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

In vitro mpoyuBaHus NOKa3Bart, ye 0opTe3oMuo e cnad nuxudburop Ha uroxpom P450 (CYP)
m3oenzumure 1A2, 2C9, 2C19, 2D6 u 3A4. Ha ocHoBanue Ha orpanndenus npusoc (7%) na CYP2D6
3a MeTaboM3Ma Ha 00pTe30Mu0, (eHOTUIBT Ha clladute MeTabonuzaTtopu Ha CYP2D6 He ce ouakBa
Jia TTOBITUSIE SUTOCTHATA JUCTIO3UITUS HA OOPTE30MUO.

[IpoyuBaHe 3a JIeKapCTBECHU B3aUMOJICHCTBHS, OLICHABAIIO eeKTa Ha KeTokoHa30:1, MoiieH CYP3A4
UHXUOUTOD, BBPXY PapMaKOKHHETHKATa HA OOpTe30MHO (MHKEKTUPAH HHTPABEHO3HO), TOKa3Ba
cpenHo nokauBane Ha AUC Ha 6opte3omud ¢ 35% (Clooy, [1,032 mo 1,772]) ocHOBaBaIio ce Ha TaHHU
ot 12 nanuenty. CienoBaTenHo, MAMEHTUTE TPsAOBa Aa ObAAT BHUMATEIHO HAOIIOJaBaHu, KOTaTO UM
ce npuiara 6oprezomud B komOuHanws ¢ MomHu CYP3A4-unxuburopu (Harmpumep KETOKOHA30JI,
pUTOHABHD).

[Ipu npoy4BaHe 3a JeKapCTBEHU B3aMMOJICHCTBYS, OIICHSBAIIO e(heKTa Ha OMENPa3oil, MOILICH
CYP2C19-unxuburop, BbpXy papMakoknHeTHKaTa HA OOPTE30MHUO (MHKEKTUPaH HHTPABEHO3HO), HE
ce HabmoAaBa 3HauuM e(eKT BbpXY (hapMaKOKMHETHKATa Ha 00pTe30MHO, Bb3 OCHOBA HA JaHHH OT
17 mamuenTH.

[IpoyuBane 3a eKapCTBEHN B3aUMOACHCTBHSA, OLEHIBALIO eeKTa OT puGaMIUIIH, MOILIEH HHAYKTOP
Ha CYP3A4, Bppxy BbpXY (papMakoKkuHeTHKATa Ha O0PTE30MHO (MH)KEKTUPAH HHTPABEHO3HO),
noka3Ba peaykius Ha AUC Ha 6GopTe3omMu6d cpeano ¢ 45%, Bb3 OCHOBA Ha JAHHUTE OT 6 MAIMECHTH.
3aroBa egHOBpEMEHHaTa yrorpeba Ha 0opTe30MuO cbe cuiaHK HHAYKTOpU Ha CYP3 A4 (Hamp.
pudamnuyH, kKapdaMazenuH, GeHnTouH, GeHoO0apOnTal U )KBJIT KAHTAPUOH) HE Ce MPENOopbUBa, Thi
KaTo e(hMKacCHOCTTa MOXe aa ObJie HaMaleHa.

[Ipu cpu10TO IpOYUYBaHE 3a JIEKAPCTBEHHU B3aUMOJICHCTBUS, OLIEHIBAILO eeKTa Ha IeKCaMeTa30H, 10-
cnab naaykTop Ha CYP3 A4, Bepxy dapMakoKHHETHKATa Ha OOPTE30MUO (MHKEKTHPAH
WHTPABEHO3HO), HAMa 3HA4YMM e(peKT BbpXy (papMakoKuHeTHKaTa Ha OOPTE30MHO, Bh3 OCHOBA Ha
JaHHU OT 7 MalUeHTH.

Enno npoyuBaHe Ha JiekapcTBEHHUTE B3aMOJICHCTBHS, OIICHABAIIO edekra Ha MeldanaH-IpeHU30H
BBPXY apMaKoKWHETHKaTa Ha OOpTe30MHUO (MHKEKTUPAaH HHTPABEHO3HO), TOKa3Ba YBEIMYCHUE HA
cpeanara AUC Ha 60pte3omub cbe 17%, Bb3 ocHOBa Ha JaHHU OT 21 mauuenTta. To3u pe3ynraT He ce
CYMTA 32 KJIMHUYHO TPUIOKHIM.
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[To BpeMe Ha KIMHUYHUTE MPOYUBAHUS ca ChOOIIEHN HEYECTO M YECTO XUITOTJINKEMHUS U
XUMEPrIUKEMUs Py AUa0eTHUIIH, TTOTyYaBallly IEPOPATTHN XUMTOTIIMKEMIYHH JIEKAPCTBEHN IPOAYKTH.
[Ipu nanyeHTH, NMpreMaIy MepopaIHd aHTUANAO0CTHY JIEKAPCTBEHH MPOAYKTH U ChIIEBPEMEHHO
nexyBanu ¢ VELCADE moke fa ce Hajlo»H1 BHUMATEIHO NPOCIEAIBaHE HAa HUBAaTa HA KPbBHATA
3axap M aJanTHpaHe Ha J03aTa Ha TEXHUTE aHTUIHMA0CTHHU MPOAYKTH.

4.6 DepruauTeT, )PEMEHHOCT U KbpPMeHe
KOHTDaHeHHI/ISI IIPU MBXKC U )KCHU

MbiKe U JKEeHH C ISTePOJICH MOTSHIIMA TPSOBaA J1a M3M0/I3BaT CPEKTUBHU MEPKH 3a KOHTPALICTILIUS 10
BpEME Ha JICUCHUETO U B MPOIBIKEHUE HA 3 Mecela cie/l JICUCHHUETO.

BpemeHHocT
Jlumcear KITMHUYHY TaHHU 32 CITydad Ha eKCIO3UIHsI Ha 60pTe30MUb 0 BpeMe Ha OpeMEHHOCT.

TepaTOFeHHI/IHT INOTCHIIMAI Ha 60pT630MI/I6 HC € IISIJIOCTHO IMMPOYYBaH.

B npenknmuHuYHN ipoy4yBaHus, O0pTE30MUO HE € NMall ePEKTH BEPXY eMOPHO-(PEeTaTHOTO pa3BUTHE
HAa TUTHXOBE W 3alIIM TPU HA-BUCOKUTE JIO3M TOJIEpHpaHH OT Maiikata. He ca mpoBexaaHu
MPOYYBAHUS C JKUBOTHH 3a U3CJICIBAHE HA BIMSHHETO Ha OOPTE30MHUO BHPXY PakKIaHETO U
mocTHAaTaTHOTO pasButue (BXK. Touka 5.3). VELCADE He Tps6Ba fa ce U3moi3Ba 1mo Bpeme Ha
OpeMEeHHOCT, OCBEH KOraTo KIMHHUYHOTO ChCTOSTHUE Ha keHaTta n3ucksa edenne ¢ VELCADE.
Axo VELCADE ce u3nos3Ba 1o BpeMe Ha OpeMEHHOCT MJIM aKO MalieHTKaTa 3a0peMeHee, 10KaTo
MoJIyyaBa TO3HU JICKAPCTBEH MPOIYKT, TS TPsiOBa 1a ObJe nH(OOpMUpaHa 32 Bb3MOKHUTE PUCKOBE 3a
IIOJA.

Tanuaomuj € U3BECTHO TEPATOTEHHO aKTUBHO BEILIECTBO MPU XOPa, KOETO MPUUHHSIBA TEKKU
JKUBOTO3acTpalllaBpaiiy BpoaeHu aedexru. TamumaoMua € IpoTHBOIIOKa3aH 10 BpeMe Ha OPeMEHHOCT U
IIPY KEHU C JETEPOJICH MOTEHIMAN, OCBEH aKO Ca N3I'bJIHEHM BCUUKM yCJIIOBHS Ha IIporpaMara 3a
MPEBEHIIMs Ha OpeMeHHocTTa Ha TanuaoMu. [lanmentw, nekyBanu ¢ VELCADE B koMOuHamus ¢
TaJMIOMHM/I, TPSOBA J1a CJICABAT IIporpamMara 3a MPEeBEeHIIMs Ha OPEMEHHOCTTA TIPH JICYCHHE C
TaMUIOMH. 3a TOTbIHUTETHA nH(opMaIus BikTe KpaTka XxapakTeprcTHKa Ha MPOTyKTa Ha
TaJIMJOMU.

Kopmene
He e m3BecTHO nanu 6opTe3omMud ce ekckpeTupa B kbpMara. [lopaau Bb3MOXKHOCTTA 32 CEPHO3HU

HEXXEJIaHU PEaKIH MPH KbPMaveTo, KbpMEHETO TPsOBa Jia ce MPEyCTaHOBH 110 BpEME Ha JICUSHHETO C
VELCADE.

DepTrIIUTET
He ca nposexnanu npoyuBanus Ha ¢peprunurera ¢ VELCADE (Bx. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTA 32 moupaHe u padora ¢ MAIIUHA

VELCADE moe 1a uMa yMepeHO BIUSHHE BBPXY CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIIUHU.
VELCADE moe n1a Oblie CBp3aH MHOTO YECTO € YMOPa, YeCTO ChC 3aMaiiBaHe, HEYECTO ChC CHHKOI
Y 4ECTO C OPTOCTATHYHA/TIOCTypalTHA XUITIOTOHHS WIIM 3aMbIIICHO 3peHKe. 3aTOBa MaIUCHTUTE TPsOBa
Ja ObJJaT BHUMATEJIHU, KOTATO IO(HPAT UK M3MOJI3BAT MALIMHU U TPOBA Jia ObJlaT MOCHBETBAHH 1A
He mo(upaT WK U3M0IA3BAT MAIIMHK, aKO MOIyYaT Te3U CUMITOMH (BXK. Touka 4.8).

4.8 Hexenanu JekapcTBeHH peakINU

O606uienne Ha npoduna Ha Ge30MacHOCT

Heuyecto choOliaBanu cepro3HU HEIKENAHU peakiuu 1o Bpeme Ha yiedenne ¢ VELCADE BxirouBar
Chp/IeYHa HEJIOCTATHYHOCT, CHHIPOM Ha TYMOPEH pasmaj, 0enoapoOHa XUIIEpTOHHSI, CHHIPOM Ha
NOCTepUOpHA 0OpaTHMa eHuedanonaTus, ocTpa Judy3Ha nHUITpaTUBHA Oe10ApoOHa OOJIECT U
PSIKO aBTOHOMHA HEBPOTIATHSI.
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Haii-yecto cpoOiiaBanuTe Hexxenanu JekapcTBeHu peakuuu npu geuenue ¢ VELCADE ca ranene,
JIUapusl, 3aleK, NOBPbIIaHEe, yMOPa, IUPEKCHs, TPOMOOLUTONICHHS, aHEMUSL, HEYTPOTICHUsI, IeprudepHa
HeBpomaTHsl (BKIFOUYUTEITHO CETUBHA), [NIABOOOJIHE, TapecTe3usl, HaMaJICH alleTuT, JAUCITHEs, OOpHB,
XepIiec 30cTep U MUAIITHS.

O600u1IeHNE HA HEXETAHUTE PEAKIUU B TAOJIMYCH BUL

Mynmunnen muenom

Hexenanute peakunu B TaOnuia 7 ciopen NpelieHKaTa Ha U3CIe10BaTeINTe UMaT Hal-MaJIKo
BB3MO)KHA WM BEpOsATHA NPUUNHHO-cieAcTBeHA Bpb3ka ¢ VELCADE. Te3n HexxenaHu peakiyu ce
OCHOBABaT HAa HHTETPUPaH HA0Op OT JAaHHU OT 5 476 MAIMEHTH, OT KOUTO 3 996 maIrieHTu ca
nexyBaru ¢ VELCADE ot 1,3 mg/m? u ca Bxinrouenu B Tabnuna 7.

Karo nsmo VELCADE e npunosken npu 3 974 manueHTy 3a JIeYeHHe Ha MyJITHIIEH MUEJIOM.

Hesxenanute peakiuu ca u3peieHH MO0y [0 CUCTEMO-OpPTaHHU KJIacoBe U 10 yectoTa. YecTtoTure
ce ompeenarT karo: MHOTO decTH (> 1/10); wectu (= 1/100 mo < 1/10); veuectn (> 1/1 000 mo

< 1/100); peaxu (= 1/10 000 mo < 1/1 000); maOTO peaxu (< 1/10 000), c Hem3BecTHA YecToTa (OT
HAJIMYHUTE JaHHU HE MOXKe J1a O'bJie HarpaBeHa orieHka). [Ipu Besiko rpymupaHe mo 4ecrora,
HE)KEJIAHUTE JICKAPCTBEHH PEAKLUH Ca MPEICTaBEHN B HU3XOIAI PeJl 10 OTHOLICHHUE Ha TSXHATa
cepuosHoct. Tabnuua 7 e ch3aanaena, upes unoisBanero Ha Bepcus 14.1 na MedDRA.
[MocTMapkeTHHIOBUTE HEXKENAHU PEaKIii, KOUTO HE ca HaOIroIaBaH! NPH KIMHIUYHY MPOYYBaHUS,
CBIIO Ca BKIIOYCHH.

Tabnuya 7: Heoxcenanu peaxyuu npu nayuermu ¢ myamunien mueiom, aexyeanu ¢ VELCADE &
KAUHUYHU USNUMBAHUS U 8CUYKU NOCTNMAPKEMUH208U HeXHCEeNaHU PeaKyuu, He3a8UcUMo
om noxazanuemo”

Cucremo-

OpraHHu

KJ1acoBe YecToTa He:xenanu peakuuu
Undexnum n Yectn Xepriec 30cTep (BKI. UCEMHUHUPAH U OUECH), THEBMOHUS*,
uHpecTanyu Xeprec cuMIuIeKc™®, re0nyHa nHpekuus*

Hewectu Nudexnmsa™®, 6akrepuanan nHOEKIUN*, BUDYCHH HHPEKIUU ™,
cercuc (BKJI. CENTUYEH IIOK)*, OPOHXOIMHEBMOHUS, XepIecHa
uH}pEKIHA*, XepreTHueH MeHUHroeHedamut *, Gakrepuemust
(BKJI. cTa(hMIIOKOKOBA), XOPJACOIYM, TPHIIL, LIEITYJIUT, MHOEKIIHS,
CBBp3aHa ¢ H3JIeNIne, KOKHA HHPEKIHs*, yITHA HHPEKIHI ™,
crauiokokoBa HH(peKuus, 3p0Ha HHPeKuus*

Penxu MenuHruT (BKJI. OakTepuaieH), nHdpekuus c Bupyca Ha Epstein-
Barr, renuranen xepriec, TOH3WINAT, MACTOMIUT, CHHIPOM Ha
MOCTBUPYCHA yMOpa

Heomnazmu — Penxu 3noKkayecTBEHH HEOIUTa3MH, MIa3MOLUTHA JIEBKEMHS, OBOpeyHO-
JIOOpOKaueCTBEHU KIIETHYCH KapIHOM, OYYKH, (YHTOHIHA MUKO3a,

, 3I0KaYeCTBEHU U N0OpOKayeCTBEHH HEOTLTa3MHU ¥

HeonpeaeIcHN

(BKJI. KHCTH U

TIOJTUTIH)

Hapymenns na Mmuoro yectu | TpomOouuTonenus™®, HeyTponeHus ™, anemus ™

KpBbBTa U Yectn JleBkonenus™, nuMdoneHus ™

miMdHaTa Hewectu [Manmuronenus™®, peOpriiHa HEYTPOTICHUS, KOATyJIonaTus™®,
cHucTeMa JIEBKOLIUTO3a*, TMM(aneHONaTHs, XEMOJIUTUYHA aHEMUSL"

Penxu JluceMuHMpaHa MHTpaBa3alHa KoaryJamus, TPOMOOIUTo3a*,
XHUIIEPBUCKO3UTETEH CUHAPOM, HAPYLICHUS HA TPOMOOLIUTUTE
NOS, TpomM60THYHA MUKpOAHTHOTATHS (BKJI.
TPOMOOIUTONIEHNYHA TTypitypa) ¥, Hapymenns na kppaTa NOS,
XEeMOparu4Ha auaresa, JMMQOLUUTHA HHOUITPALUs
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Hapymenus na Heuectu Anruoenema’, CBpbX4yBCTBUTENTHOCT

UMyHHaTa Penxu AnadunakTHyeH MIOK, aMuiion103a, Tyl 111 umyHokomIieke
cucTema MeAMUpaHa peakuus

Hapymenus na Hewectu Cunnpom Ha Cushing*, xunepTupounnzbm™, HealeKBaTHA
€HJ0KpHHHATA CEKpelHs Ha aHTUINYPETUYEH XOPMOH

cucremMa Penxu XHUNOTHPOUIUIBM

Hapyumenns Ha
MeTaboau3Ma 1

XPaHEHETO

Mauoro uectu

Iloun>xaBane Ha aneTuTa

Yectu

Jexunparanys, XUuMoKaTHeMUs ¥, XUTIOHATPUEMUS ¥, OTKIIOHCHHSI
B KpbBHATa 3axap™, XunokanuuemMus™, abHOpMHH eH3UMHU ™

Heuectu

CuHzIpoM Ha TYMOpEH pasmaj, 3a0aBeH pacTex™,
XHIIOMarHe3ueMus*, xumodocareMus*, XunepraimeMus ™,
XHIIEPKAIIEMUs ¥, XUTICpHATPUEMUS ¥, OTKIIOHEHUSI B TUKOYHATA
KucenumHa*, 3axapeH auader®, 3aappKaHe Ha TEUHOCTH

Penxu

XunepmarHesueMus*, anna03a, eJIeKTPOIUTEH quchananc™,
MPETOBapBaHe C TEUHOCTH, XUTIOXJIOPEMHUS ¥, XUTIOBOJIEMHSI,
xunepxyopemus®, xuneppocharemus®, MeTabOIUTHO
HapyILlIeHNe, BUTAMHH B KoMIUIekceH aeuuuT, AeuuuT Ha
BuTamMuH B 12, moxarpa, MoBHIIIEH aneTUT, HEMTOHOCUMOCT KbM
aKoxoJia

Tcuxuunu
HapyIICHUS

Yectu

Hapymenns u pa3cTpoiicTBa Ha HACTPOCHUETO™, TPEBOKHO
pasCcTporCTBO*, HAPYIICHUS M Pa3CTPOICTBA HA CHHS*

Heuectu

[McuxuyHO Pa3cTPOUCTBO*, XATFOIMHALUN ¥, ICUXOTHYHO
pascTpoiicTBo*, 00BpKBaHe™, 6€3MOKOHCTBO

Penxu

CyunuaHa uaeanus*®, alanTUBHU Pa3CTPONCTBA, NCTUPUYM,
HaMaJeHo JIMOUI0

Hapyuenns Ha
HEpBHATa CUCTEMA

Mauoro uectu

HeBponatun*, nepudepHa ceH30pHa HEBPOTIATHSI, AUCECTEIUT ™,
HeBpairus*

Yectu

MortopHa HeBponatus™, 3ary0a Ha ch3HaHUE (BKII. CHHKOII),
3aMasiHOCT™*, TUcrey3us™®, jneraprus, riaBooosue™

Heuectu

Tpemop, nepudepHa ceH30MOTOpHA HEBPONIATHSI, TUCKHHE3US ™,
HapyIlIeHHe Ha IiepedpaaHaTa KOOpAUHALUS U PAaBHOBECHETO™,
3ary0a Ha mamerra (0e3 JeMeHIms)*, eHiedanonaTus™,
CHHJIPOM Ha MOCTEPHOpHA obpaTnMa enuedanonarus’,
HEBPOTOKCHYHOCT, MTPUIA B, TOCT XePIETHYHA HEBPAJITHUS,
HapyIlIeHHe B TOBOpa*, CHHIPOM Ha HECTIOKOWHHTE KpakKa,
MUTPEHA, UIIHAC, HApyIIIeHNEe Ha BHUMaHUETO, aOHOPMHU
peduiekcu®, mapocMus

Penxu

LepeOpamHa xeMoparus™®, ”HTpakpaHHaIlHA XeMoparus (BKJI.
cybapaxHoujaiHa)*, MO3bUYECH OTOK, IIPEXOHA HCXEMUYHA
aTaka, KoMa, TucOaaHc Ha BereTaTHBHATA HEPBHA CHCTEMA,
HEBPOIIATHs Ha BeTreTaTUBHATA HEPBHA CHCTEMa, TTapajn3a Ha
YepermHo-Mo3bueH HepB*, mapanu3a*®, mapesza*, mpecuHKoIl,
CHHJJPOM Ha MO3BUYHHS CTBOJI, MO3BYHOCHIOBO HapyIICHHUE,
JIe3Us Ha HEPBHO KOpeHYe, ICHXOMOTOPHA XUTIIEPAKTUBHOCT,
KOMITpecHs Ha rpbOHaYHUS MO3bK, KOTHUTUBHU Pa3CTPOHCTBA
NOS, nBurarenna AucHyHKIKsA, pa3CTPONCTBA Ha HEPBHATA
cuctema NOS, paIuKyIuT, TUTaBEHE, XUTTOTOHUS, CHHAPOM Ha
Guillain-Barré”, nemuenvnusupaiia noJMHeBponaTus’

Hapymenns na

OYHUTC

Yectu

[logyBaHe Ha ounTe™, 3pUTETHH HAPYLIEHUA®, KOHIOHKTUBUT™*

Heuectn

Ouna xeMoparus*, nHQEKIMs Ha Kienada®, Xxalamuon”,
onedaputr”’, 04HO BB3NAICHHUE™, TUILIONHMS, CYX0 OKO*, OUHO
npasHeHe®, 00JKa B OYKTE, MOBUIICHO CHJI3CHE, OUHA CEKPEIIUs

Penxu

Kopueanna ne3us*, ek3o)TajiM, pETHHUT, CKOTOMA, OYHU
HapyieHus (BKI. kienaunte) NOS, npuao0uTH JaKpHOaJ CHUTH,
boropobus, hoToncus, ONTHIHA HEBPONATHUS", pa3IuUHA CTENEH
Ha 3pUTEIHO YBpexaaHe (1o cienora)*
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Hapyuenns Ha
YXOTO U
nabupuHTa

Yectu

Bepturo*

Heuectu

Hucakysuc (BKJI. THHUTYC)®, yBpeXIaHe Ha ciyXa (IO U BKIL.
rIyxoTa), AMcKoMopT B ymure™*

Penxu

VYiHa xemoparusi, BecTHOyJIapeH HEBPOHHT, HAPYIICHHS Ha
yxoto NOS

Coepaeunu
HapYIICHUS

Heuectu

Chpieuna TaMIoHaa’, Kapauo-myJIMOHAJIEH apecT™, ChpAeYHH
¢ubpunamnuu (BKI. MPEeICHPIHH), ChpJeuHa HEAOCTaATHYHOCT
(BKJI. IeBOKaMEepHa U JICCHOKaMEpHa)*, apuTMUsI*, TaXUKapIus*,
NAIMUTALUH, aHTUHA TIEKTOPUC, IEPUKAPIUT (BKIL. IEPUKapACH
n31MB)*, KapauoMHuonaTus™®, kamepHa AucHyHKIusa™®,
OpaaukapIus

Penxu

[IpencepaHo TpenTeHe, MUOKapeH HHPAPKT*,
aTPHOBEHTPHKYJIApEH OJIOK™, KapANOBaCKyIapHU HAPyIICHUS
(BKuI. KapauoreHeH oK), Torsade de pointes, HecTabniHA
CTEHOKapAHs, HapyIICHHUs Ha ChPJCYHUTE Kitanu™,
HEJIOCTaTHYHOCT HAa KOPOHApHATA apTepHsi, CHHYCOB apecT

CpaoBHu
HapYIICHUS

Yectu

XunoToHUs*, OPTOCTATUYHA XUIIOTOHHSI, XUIIEPTOHUS*

Heuectn

MO3BbYHOCHIOB MHIMAEHT", IbI0O0KA BEHO3Ha TpoMbO3a™,
xemoparuu*, TpoM60¢IeOoUT (BKJI. MOBBPXHOCTEH),
UPKYJIATOPEH KOMaIlC (BKJI. XUITIOBOJIEMHYEH IIIOK), (hriedur,
3auepBsiBaHe™, XxeMaToM (BKJI. IIepupeHajieH)*, cimaba nepudepHa
LHUPKYJIALMS ™, BACKYJIUT, Xuniepemus (BKJI. 04Ha)*

Penxu

[lepudepen emOomu3bM, TUMPpEnEM, OJIeTHOCT,
CPUTPOMENANITHS, BA30AUJIaTallMsA, IPOMSIHA B I[BETA HA BEHUTE,
BEHO3HA HEJJOCTATHYHOCT

Pecnimparophu,
TPBAHU U
MeANaCTUHAIHU
HapyIIeHUs

Yectu

JucnHes®, enuctakcuc, MHPEKIUS Ha TOPHUTE/TOTHUTE
JUXaTeNIHU IbThia*, kanummna*

Heuectn

Benompoben eM00IM3bM, TUIEBPAICH U3JIHB, 0SIOAPOOSH OTOK
(BKJI. OCTBP), OpoHXOCHAa3bM, OeoApoOHa ajiBeoIapHa
xemoparus’, GpoHX0CHa3bM, XPOHMYHA OOCTPYKTHBHA
OenorpoOHa 6ojiecT™, XUIOKCeMHUs™, KOHI'€CTHS Ha TUXATCITHUS
TpaKT*, XUIIOKCHS, IICBpUT*, Oes01pooHa Grubpo3a, XbIIllaHe,
pHHOpesi, TUCHOHHUS, XPUTIOBE

Penxu

JlnxaTenaHa HeIOCTaThYHOCT, OCTBP PECITUPATOPEH AUCTPEC
CHUHJIPOM, aItHes, THEBMOTOPAKC, aTeIeKTa3 , Oe1oapooHa
XHUIIEPTOHUS, XEMOTTH3a, XUTICPBEHTUIIAIHSI, OPTOITHES,
ITHEeBMOHHT, PECIIMPAaTOPHA aJKaio3a, TaXuIHes, OenoqpooHa
¢ubpo3za, OPOHXUAITHO HAPYUICHUE™ , XUITOKAITHUS ¥,
HMHTepCTHUIMaHa OenoapoOHa Oonect, OenoapoOHa
HHOUITPAIMS, CTATaHEe B IBPJIOTO, CYXOTa B I'bPJIOTO, MOBHUILICHA
CEeKpelHsl Ha TOPHUTE TUXATCIHH MBTHUINA, PA3HEHE B I'bPIIOTO,
KallJIM4YCH CUHAPOM HAa T'OPHUTEC JUXATCIHU IbTUIIA
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Cromarso-
YPEeBHH
HapYyIICHUS

Msmuoro uectu

CumnToMH Ha rajJicHe U MoBpbINaHe™, quapus™, 3amek

Yectu

lactpounTecTnHamHa XeMoparus (BKJI. JUraBHYHa)™,
JHCIIETICHs, CTOMAaTHT®, oyBaHe Ha KopeMa, opodapHuHreaiHa
Ooska*, kopeMHa 0oJika (BKJI. CTOMAIITHO-YPEBHA U 0OJIKa B
ciie3kara)*, HapyIlIeHusl Ha yCTHAaTa KyXuHa*, QaTyIeHIHsI

Heuectu

[TankpeaTut (BKJI. XpOHUYEH)*, XeMaTemMesa, IoAyBaHe Ha
YCTHUTE®, CTOMAIITHO-UYpEBHA 00CTPYKIHS (BKJI. OOCTPYKIIUS Ha
THHKHTE YepBa, WIeyc)*, KopeMeH JUCKOMQOPT, yIlepaliu Ha
ycraTta*, eHTepuT™, racTpuT*, KbpBEHE OT BEHIIUTE,
ractpoesogareanta pedurykcHa 6osect™, KoiuT (BKIL.
Clostridium difficile)*, incxeMu4eH KOJIUT", TaCTPOMHTECTHHAIHO
BB3NIANIeHUE™, aucdarus, CHHAPOM Ha APa3sHUMOTO YEPBO,
racTporHTecTUHANHH Hapymenus NOS, 00510kKeH e3uK,
HapyIICHHs Ha TACTPOMHTECTUHAITHUS MOTHIIUTET®, HAPYIIICHUS
Ha CJIIOHUCHHUTE HKJIe3n™

Penxu

OcTbp NaHKpeaTuT, NEPUTOHUT®, OTOK Ha €3UKa™, acIuT,
e3odarur, XeniT, He3aIbpikaHe Ha (eKanu, aTOHUs Ha
aHaHUS COUHKTEP, PeKaioMa, FaCTPOMHTECTHHAIHA YIIIEPaTIHsT
u nepQopanus*, THErUBaIHa XUIIEPTPOQHS, METaKOJIOH,
PEKTaHa ceKpelys, opodapuHreaHd Mexypu®, 0onka B
YCTHUTE, TIEPUOIOHTHUT, aHATTHA (hUCYypa, MPOMSHA HA peKUMa Ha
W3XO0XKJaHe, TPOKTAITHsl, aDHOPMEH (derec

XenaroOunuapHu
HapyIIeHUs

Yectu

OTKJIIOHCHHUS B CTOMHOCTHTE Ha IIepHOI{pO6HI/ITG eH3uMu’™*

Heuectn

XenaToTOKCHYHOCT (BKJI. YEPHOIPOOHO HApPYIICHHE), XCATHT*,
xoJiecrasa

Penxu

YepHoapoOHa HEJOCTATHYHOCT, XEaTOMET AN, CHHAPOM Ha
Budd-Chiari, uuTomeranoBupyceH XemnaTir, 4epHOIpoOHa
XEMOparus, XoJIeINTHa3a

Hapyuenns Ha
KOXaTa 1
MOJKOKHATA
TBKaH

Yectu

OO0puB*, chpOeK™, epuTeMa, cyxa Koxa

Heuectu

Eputema myntudopme, yprukapus, octpa hedpuiiHa
HEYTpOHITHA JAepMaTo3a, TOKCHICH KOXKEH 00pUB, TOKCHYHA
enmaepMatHa Hekponusa®, cuaapom Ha Stevens-Johnson”,
JAepMaTHT*, HapyIICHUs Ha KocaTa*, IeTeXun, eKXUMO3H, KOKHH
TIe3UH, My pITypa, KOXKHU OydKu*, IIcoprasmc, XUIepXuaposa,
HOLIHY M3MOTABAHMs, IeKyOUTaIHa 138a”, akae*, Mmexypu*,
HapyIIeHHs Ha MIMTMEeHTanusATa™

Penxu

Koxxna peakuus, numdonures nHQUITpAT Ha Jessner, CHHIPOM
Ha TaJIMapHO-TIJIaHTapHa ePUTPOIU3ECTE3NS, TIOAKOKHU
XeMOparuy, JUBEeI0 PeTHUKYJIapuc, BTBbPIBaHEe Ha KOXKaTa,
namynd, GOoTouyBCTBHTENIHA peakuus, cedopes, CTyIeHa HOT,
KkoxHH HapymeHus NOS, eputpo3a, KOXHH S3BH, HApYIICHUS Ha
HOKTHTE

Hapymenns na
MYCKYJHO-
CKeJleTHaTa
cuUcCTeMa U
ChEIMHUTETHATA
ThKaH

MHoro uectu

MyckynHO-cKeneTHa 0onka*

Yectn MyckynHH cnazMu’®, 60jKa B KpalHUIMTE, MyCKYJIHA c1adocT

Hewectu MycKyJTHH TOTPETIBaHMs, TIOAyBaHE Ha CTABHUTE, apTPHUT™,
CKOBAHOCT Ha CTaBHTE, MHONIATHN *, yCEIIaHEe 3a TEXECT

Penxu Pabnomuonusa, CHHAPOM Ha TEMIIOPOMaHAMOYIapHAaTa CTaBa,

¢ucryna, cTaBeH U3/IUB, 00JIKa B YEIIOCTTA, KOCTHU HAPYIICHUS,
WHQEKIMY ¥ Bh3NAIICHHS HA MyCKYJIHO-CKEJIETHATA CUCTEMA U
ChEIMHUTENIHATA ThKAaH*, CHHOBHAJIHA KHCTA
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Hapyuenns Ha Yectu BbrOpeuno yBpexaane*
ObOpenuTe U Hewectn Octpa 6b0pedHa HeAOCTaTHUYHOCT, XPOHUYHA ObOpeUHa
MUKOYHHTE HEIOCTAThYHOCT™, MH(EKINS Ha MTUKOYHUTE IbTHIIA™,
MBTUINA MPU3HAIM U CHMIITOMH, CBBP3aHH C ITMKOYHUTE IBTUIIA*,
XeMaTypus™, peTeHIUs Ha yPUHA, MUKIIUOHHH HapyIIeHus *,
MPOTEUHYPHS, a30TEMHS, ONUTYPUSL™, OTaKHypHsl
Penku Jpa3HeHe Ha MMKOYHUS MEXYP
Hapyuenns Ha Heuectn Barunanna xemoparus, TeHUTanHa 001Ka*, epeKTITHA
BB3MPOU3BOJUTEI JUCYHKIMS
HaTa cucteMa u | Penku Hapymenus Ha TecTucure™®, mpocTaTuT, HApyIEHNs Ha ThPIUTE
rbpjaaTa MIPY JKEHH, YYBCTBUTEIHOCT HA SMUAIUIIMA, CITHIUIIMUT, O0IKa
B Ta3a, 5I3BU 110 BYJIBaTa
Bponenu, Penxu Anutasusi, raCTpOMHTECTHHAIHU Mai(opMaliy, UXTHO3a
(haMuITHU U
TeHETHYHH
HapyLIeHUs
O06um Mmuoro yectu | [Tupekcus*, ymopa, actenus
HapyIICHUS 1 Yectn Enewm (Bki. nepudepen), BTpucane, 6onka*, HepasmnojoxeHue™®
edekTu Ha Heuectn 00110 BomIaBaHe HAa (PU3UYESCKOTO 3ApaBe™®, OTOK Ha JIUICTO*,
MSICTOTO Ha peaknys Ha MSICTOTO Ha IPWIOKEHHE™, HapyLIeHUs Ha
NPUIIOKEHHUE nUraBunara*®, rppaHa 00Jka, HapyIIeHHs Ha TOXO0/IKaTa,
ycelane 3a CTyJl, eKCTpaBa3alus™, yCI0KHEHUS, CBbP3aHH C
KaTeThpa®, MpoOMEHINBa Xaxaa, IMCKOM(OPT B obJacTTa Ha
TPBIHUS KOIL, YCeIllaHe 3a POMSHA Ha TeMIIepaTypaTa Ha
Ts710T0*, 00JIKA HAa MSICTOTO HA MH)KEKTUpaHe™®
Penku CMmBbpT (BKJI. BHE3AIHA), MYyJITHOPTaHHA HEIOCTATHYHOCT,
XeMoparus Ha MSICTOTO Ha HHXEKTHpaHe™®, XepHus (BKIL.
xuaryc)*, 3a0aBeHO 3apacTBaHe Ha paHU*, Bh3MaICHUE, QICOUT
Ha MSCTOTO Ha WHXKEKTUpaHe™, YyBCTBUTEIHOCT, sI3Ba,
pa3ApasHUTENHOCT, HEKapAUOJIOTHYHa O0JIKa B 00J1acTTa Ha
rpbAHUS Kol, O0JIKa B 00JacTTa Ha KaTteTepa, ycellaHe 3a
9yXKJI0 TSIIO
N3cnenpanns Yectu Hamansasane Ha Terno
Hegectn XunepounupyOuHeMus*, OTKJIIOHEHUS B aHaI3a Ha OenTbKa™.
MOKayBaHe Ha TETJ0, a0HOPMHH KPBHBHHU H3CIICIBAHUS ¥,
MOBHIIIaBaHe HUBOTO Ha C-peakTUBHUS MPOTEHH
Penxu AOGHOPMHH KPBBHHU T'a30Be™, OTKIIOHEHHSI B
eJIeKTpOoKapArorpaMarta (BKI. yabipkaBane Ha QT-unTepBana)®,
aOHOpPMHO MeXIyHapOIHO HOPMAIM3UPAHO ChOTHOILICHHE™,
noHWkaBaHe Ha pH Ha cromaxa, TTIOBUINIEHA arperaius Ha
TpoMOOLMTHUTE, MOBHUILIABaHE HUBOTO Ha Troponin I, BupycHa
WACHTU(HUKALIUS U CEPOITIOTHA™, OTKJIOHEHHS B aHAIN3a Ha
ypuHara*
HapansBanus, Heuectn [Tagane, KOHTY3Us
OTPAaBSIHUS U Penku Peaknus cnen tpancdysus, ppaktypu®, ckoBaHoCT*, TUIIEBO
YCIIOKHEHUS, YBpEXKIaHe, CTABHO YBpEXKIaHEe*, M3rapsHusl, pa3KbcBaHe, O0JIKa
BB3HUKHAIH B MPY UHTEPBEHIIHSTA, PATHAIIMIOHHO yBpeXjaHe™
pe3yaTar Ha
WUHTEPBCHIUH
Xupyprudecku u | Peaxu AxTUBHpaHe Ha Makpodarure
MEIULUHCKA
MHTEPBEHLIUH

NOS = He e M0COYeHO IPYTO

I'pyniipane 1o moBeue OT eAuH npeanounTan Tepmud mo MedDRA

#

HOCTMapKeTI/IHFOBa HEXCJIaHa pE€aKusa, HE3aBUCUMO OT ITOKa3aHUETO
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Manmennoxnemwvuen aumgpom (MCL)

[Ipodpunst Ha 6e3onacuoct Ha VELCADE npu 240 nauuentu ¢ MCL, nexkyBanu ¢ VELCADE ¢ no3a
1,3 mg/m’? B koMOuHaLMs ¢ pUTYKCUMal, muknodochamus, Jokcopyouimn u npeaauson (VeR-CAP)
B CpaBHEHUE ¢ 242 nanueHTH, JIEKyBaHU ¢ puTyKcuMao, nukiodochamul, ToKcopyOHUIvH,
BUHKPUCTHH U ipeaan30H [R-CHOP] e cpaBHUTENHO MTOA00CH ¢ TO3H, HAOIIOAaBaH MIPH MAI[USHTH C
MYJTHIUIEH MHUEJIOM C OCHOBHH Pa3NMKH{, ONKCaHH o-1oiy. pyru HaOmonaBaHu HeKEeJIaHH
JICKapPCTBEHHU PEaKIIMU, CBbP3aHu C U3IMO0JI3BaHeTO Ha komOuHupanara Tepanus (VcR-CAP) ca
nHpeknus ¢ xenatut B (< 1%) u ncxemus Ha muokapna (1,3%). Cxongnara yectora Ha Te€3U ChOUTHS
B JIBETE TEPAIIEBTUYHH PAMEHA, I0KA3BaT, Y€ TE3U HEYKEIAHNU JIEKAPCTBEHH PEAKINH, HE MOraT Ja ce
neikat camo Ha VELCADE. 3nauntennute pasznuuuns npu MCL manmeHTckara nomynamus B
CpaBHEHHE C MAIlMEHTUTE B IPOYYIBAHMS 32 MYJITUIUIEH MHEJIOM ca B > 5% mo-BucoOKaTa 4ecToTa Ha
XEeMaTOJIOTMYHH HEKeJIaHH JIEKapCTBEHHU PEaKUUH (HEYTPOIIEHUs, TPOMOOLMTOIICHNUS, JICBKOIICHHS,
aHemusi, TuMdornenus ), neprdepHa cCeH30pHA HEBPONIATHUS, XUIIEPTOHUS, TUPEKCHUS, THEBMOHHUSI,
CTOMAaTHUT U MIPOMSTHA Ha Kocara.

Hexenanute nexkapcTBeHn peakuuu B npoyusBane LYM-3002, onpenenenn kaTo TakuBa ¢ 4€CTOTa

> 1%, nmogoOHa uiK Mo-BUCOKa yecToTa npu pamoTo VcR-CAP 1 ¢ moHe Bb3MOXKHA WIIN BEpOATHA
NPUYUHHO-CIIEICTBEHA BPB3Ka C KOMIOHeHTUTe Ha paMoTo VcR-CAP, ca n3bpoenu B Tabnuma 8, mo-
Jomy. CpIIo Taka ca BKJIIOYEHH HEXXEIaHUTE JIEKApCTBEHH PEAKIUH, YCTAHOBEHH IIPH IpyTaTa Ha
VcR-CAP, xouto ciopen npeLieHKkaTa Ha N3CIe10BaTeINTe UMaT Hall-MaJIKO Bb3MOKHA WIIN BEPOSITHA
MpUYIUHHO-cIIeicTBeHA Bph3ka ¢ VELCADE BB3 0cHOBa Ha HICTOPUYECKH JTAHHH OT MPOYUYBAHUS 32
MYJITHILIEH MHEJIOM.

Hesxenanute peakiuu ca u3peieHH MO0y [0 CUCTEMO-OpPTaHHU KJIacoBe U 10 yectoTa. YecTtoTure
ce OmpeeNaT Karo: MHOTO yecTH (> 1/10); yectu (= 1/100 go < 1/10); Heuectr (> 1/1 000 10

< 1/100); peaxu (= 1/10 000 mo < 1/1 000); muaOTO peaxu (< 1/10 000), c Hem3BecTHA YecToTa (OT
HAJTMYHUTE JaHHU HE MOXKE J1a ObJie HampaBeHa orieHka). [Ipu Besiko rpymupaHe mo 4ecrora,
HEKEJIaHUTE JICKAPCTBEHH PEaKIUK ca IPEJCTABCHU B HU3XOISII Pe/] 0 OTHOILICHHUE Ha TSIXHATA
cepuo3Hoct. Tabnuia 8 e ch3najeHa, upe3 u3os3BaneTo Ha Bepeus 16 Ha MedDRA.

Tabnuya 8: Heorcenanu peaxyuu npu nayueHmu ¢ MAHMeIHOKIeMbYeH TUMPOM, TeKV8AHU C
VeR-CAP 6 knunuuno usznumeare

Cucremo-oprannu kiaacose | Yecrora Hexenanmn peakuum
Undexnun u nndecranuu MHoro gyectu [TneBMOHMST*
Yectn Cencuc (BKJI. CENITHYEH LIOK)*, XepIec 30CTep

(BKJI. TUCEMHUHUPAH U O4Y€H), XepIecHa
uHpeknusa*, bakrepuania HHOEKIUsI*,
MH(EKIMS Ha TOPHUTE/ IOTHUTE TUXATCITHH
bTHINA, MBONYHA HHPEKINA*, Xeprec

CUMILIEKC*
Heuectn Xenarut B, uadexuns*, 6poHXONMHEBMOHUS
Hapymenns Ha kpbBTa 1 MHoro yectn Tpombonuronenus ™, pedpunna
nuMdHaTa cucremMa HEYTPOIICHUS, HEYTPOTICHUS ¥, IEBKOTICHUS ™,
anemus*, tumdonenus™
Heuectn ITanmuronenus™
Hapymenus Ha umyHHarta Yectn CBpBX4yBCTBUTETHOCT*
CHCTEMA Heuectn AHauiakTHYHa peakius
Hapymenus na merabonuszma | MHoOro yectu IToHnxaBaHe Ha anleTUTA
Y XpaHEHETO Yectn XunokaaueMus*, OTKIIOHEHUs B KpbBHATA

3axap*®, XulloHaTpHUeMus *, 3axapeH auadet™,
3a1bpyKaHe Ha TEYHOCTH

Hewectn CHHIpOM Ha TYMOpPEH pa3naj

[IcuxuyHU HapyHIeHHS Yectn Hapymenus u pa3cTpoiicTBa Ha ChHS™
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Hapyenus Ha HepBHaTa
cucremMa

Msmuoro uectu

[epudepna ceH30pHA HEBPOTIATHS,
JucecTe3us ™, HeBpaJrus™®

Yectn Hesponaruu*, MmoTopHa HeBponatus*, 3ary0a
Ha Ch3HaHUE (BKII. CHHKOI), eHIle(danonaTus*,
nepudepHa CEH30MOTOpHA HEBPOIIATHS,
3aMasHOCT*, TUCTEY3UsA™, HeBpOMaTHs Ha
BEreTaTMBHATa HEPBHA CHCTEMa
Heuectn JlucOanaHc Ha BereTaTMBHATA HEPBHA
cUCTEMA
Hapymenus Ha ounte Yectn 3putenHu HapyHeHus*
Hapyuienust Ha yxoTo u Yectu Jucaky3uc (BKJI. THHUTYC)*
nabupuHTa Hewectu Bepruro*, yBpexxnane Ha ciyxa (CHITHO
HaMaJsIBaHe, BKIL. TIIyXO0Ta)
CepreyHH HapyIIEeHUSA Yectn Copaeunn pubpunanuu (BKI. MPEeICHPAHN),
apUTMHS™, ChbpACYHA HEIOCTATHYHOCT (BKIL.
JIeBOKaMepHa U JIecCHOKaMepHa)™*, MruokapHa
UCXEMHSI, BeHTPUKYJIapHa AUCHYHKIHUS
Heuectn KapnuoBackynapau HapymeHus (BKIL
KapAHOTEHEH IIOK)
CboBH HapyIIECHHS Yectn XunepToHUS ™, XUIIOTOHUA ™, OPTOCTaTHYHA
XHUIOTOHHS
PecnivparopHu, rpbaHu U Yectu HucnHes ™, kanuuna®, xpimaHe
MeluacTUHAIHY HapyleHuss | Hewectn OcTbp pecnupaTopeH TUCTPEC CHHIAPOM,

OemonpoOHa eMOOHS, THEBMOHHS,
OemopoOHa XUNEepTOHUS, OET0IPOOECH OTOK
(BKJI. OCTBD)

CromamnrHo-4peBHI
HapyILeHNs

Mpmuoro uectu

CHUMIITOMH Ha TajIcHe U MOBpbIIaHe™,
Juapus®, croMatuT* 3amek

Yectu

CromManiHo-4peBHa XeMoparus (BKJI.
nUraBrYHa)*, IOJyBaHe Ha Kopema,
Jucriencus, opogapuHreanta 6oika*,
racTpuT®, yluepauuu Ha ycrata*, KopeMeH
JUCKOMGOPT, AUcharus, CTOMAITHO-YPEBHO
BB3NANIcHHE ™, kopeMHa O60JIKa (BKII.
CTOMAIITHO-UYpEBHA U 0OJIKa B clie3Kkarta)™,
HapYIICHUs HAa yCTHATa KyXuHa*

Heuectn

Komur (Bkn. Clostridium difficile)*

XenaroOumapHu HApyIICHUS

Yectu

XemaToTOKCUIHOCT (BKJI. YepHOIPOOHO
HapyIIeHNe)

Heuectn

UepHoipoOHA HEAOCTATHYHOCT

Hapyienus Ha xoxara u
MMOJKOYKHATA ThKaH

Mauoro uectu

Hapymenus Ha kocara*

Yectu

Copbexc*, nepmarur®, o0puB*

Hapymenns Ha MycKyItHO- Yectu MycKymHY cria3Mu™®, MyCKyITHO-CKEJIeTHA
CKeJIeTHaTa CHCTeMa U Oomnka*, 60nKa B KpalHUITUTE
CHEIMHNATEIIHATA THKAH

Hapymenns na 0s6perure u | Yectu Wudexnus Ha MMKOYHUTE MTHTHIIA*

MNUKOYHUTEC ITbTHUIIA

OO0y HapymieHU U eheKTH
Ha MSACTOTO Ha MPUI0KEHUE

Mauoro uectu

[Mupekcus*, ymopa, acTeHus

Yectu

Enewm (Bki. nepudepen), BTprcane, peakius
Ha MSCTOTO Ha MPUJIOKEeHUe™,
HepasnoJoXeHue™*

N3caenBanusa

Yectu

XunepOounupyOuHeMus*, OTKIIOHEHHSI Ha
0enThKa OT HOPMAJTHUTE CTOMHOCTU™,
HaMaJsIBaHE Ha TEro, MOKaYyBaHe Ha TEryo

I'pynupane o nosede oT eAuH npennouyntad TepmuH 1o MedDRA
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Onwucanne Ha U30paHU HEXKEIAHU PEaKINU

Peaxmueupane na xepnec 3ocmep supyc

MynTHIIeH MUEIOM

AHTHBHpYCHA IPOQHIAKTHKA € TpuiiaraHa Ha 26% oT manueHTuTe B pamoto Ve+M+P. Uecrorara Ha
XepIec 30cTep 3a MalUeHTUTe B TepaneBTHyHara rpyna Ve+M+P e 6una 17%, cpen nanueHTure, Ha
KOHTO He € OMjia mpujiarana aHTUBHUPYCHa MpoQMIIaKTHKA, B cpaBHEeHUE ¢ 3% cpel MalueHTHTe, Ha
KOHTO € OWIia puiaraHa aHTHBUPYCHa MPOQHIAKTHKA.

MaHnTenHoKIeThYEH JIUMGPOM

AHTHBHpYCHA IPOQHIAKTHKA € priioxeHa npH 137 ot 240 nauumentu (57%) B pamoto VcR-CAP.
YecToTtara Ha xepiiec 30cTep cpen manuenture B pamoro VCR-CAP e 6uma 10,7% npu naruenTy,
KOHMTO HE ca IIpUeMalld aHTUBUPYCHA NPO(UITaKTUKA B CpaBHEHHE C 3,6% MpH NalMEeHTH, TpUeMan
aHTHUBUpPYCHA NporIakThKa (BXK. Touka 4.4).

Peaxmusupane u ungpexyus c supycen xenamum B (HBYV)

MaHnTenHOKIeThYEeH TUMPOM

HBYV undekuus ¢ paraned uzxon ce Habmoaasa npu 0,8% (n = 2) oT malgeHTHTE B TpyIaTa Ha
neuyenne 6e3 VELCADE (putykcuma0, nuknodochamu, JOKCOpyOHIH, BAHKPUCTHH U TIPEIHU30H;
R-CHOP) u 0,4% (n = 1) ot nauuentute, nonydasamin VELCADE B komOuHanms ¢ puTykcumao,
mukiodochamu, nokcopyounnut u npeann3on (VecR-CAP). Obmiarta yectora Ha MH(pEKINH ¢
xenaTuT B e momo6na nmpu manuenture, gexkyBanu ¢ VcR-CAP umu ¢ R-CHOP (0,8% cpernty 1,2%,
CBOTBETHO).

Ilepughepna nesponamus npu KoMOUHUPAHU CXeMU HA TledeHue

MynTuIuieH MUEIoM

[Ipu u3nutBanus, B kouto VELCADE ce npunara kaTo HHAYKIHOHHO JICUeHHE B KOMOHHALHS C
nekcameTas3oH (nmpoyusane IFM-2005-01) unm nexcamerazon-tanuaoMus (mpoyusane MMY-3010),
YyecToTaTa Ha Bb3HUKBaHe Ha repudepHa HeBpONaTHs IPU KOMOMHUPAHUTE CXEMH € MPEJICTABCHA B
Ta0IIMIaTa Mo-10Iy:

Tabnuya 9: Yecmoma na 6v3nuKeane Ha nepughepna Hesponamus no epeme Ha UHOYKYUOHHO
JledeHue, Kiacugpuyupana no moKCuyHOC U npeyCmaHo8sa8aHe Ha 1e4eHuemo nopaou
nepugepna Hegponamus

IFM-2005-01 MMY-3010
VDDx VceDx TDx VcTDx
(N =239) (N =239) (N =126) (N=130)

YecToTa Ha BE3HUKBaHe Ha ITH
(%)

Bcewnuku crenenn va I[TH 3 15 12 45

>IIH crenen 2 1 10 2 31

>TIIH cremnen 3 <1 0 5
IIpeycranoBsiBaHe Ha <1 2 1 5

neuenueto nopaau ITH (%)

VDDx = BUHKPUCTHH, T0KcOpyOuuH, Aekcamerazon; VecDx = VELCADE, nekcameraszon; TDx = tanumomu,
nexcameraszon; VcTDx = VELCADE, tanunomun, nexcamerason; [TH = nepudepHa HeBponaTus

benexka: IlepudepHara HeBpomaTHsi BKIOYBA MPEANOYUTAHUTES TEPMHUHU: nepudepHa HEBpOMaTHsl, eprdepHa MOTOpHA
HeBpoMaTusi, nepudepHa CCH30pHA HEBPOMATHS U MOJUHEBPOIATHSL.

MaHTeTHOKIIEThYCH JTUM(POM

B npoyusane LYM-3002, npu koero VELCADE ce npunara ¢ putykcuma0, nukinodochamu,
nokcopyourma u npeaan3oH (R-CAP), uectorarta Ha nepudepHa HeBponaTHs B KOMOMHUPAHU CXEMU
€ MPeICTaBeH B TAOIHUIIATa TO-0ITY:
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Tabnuya 10: Yecmoma na ev3uuxéane Ha nepughepua nHeeponamusi ¢ npoyugare LYM-3002,
Kracuguyupana no moKCU4HOCH U NpeyCMAaH08A8aHe HA JeYeHUemo nopaou nepughepua

Hegponamus
VcR-CAP R-CHOP
(N =240) (N =242)
Yecrora Ha Bp3HUKBaHe Ha [TH (%)
Bcewnuku crenenn va [TH 30 29
> ITH Crenen 2 18 9
> ITH Crenen 3 8 4
IIpeycTaHoBsBaHE Ha JIEYEHUETO MOpagn 2 <1

ITH (%)

VcR-CAP = VELCADE, purykcuma0, nukinodpochamun, rokcopyounus u npeaanzon; R-CHOP = purykcumad,
uukiIodochamua, ToKkcopyOUIMH, BUHKPUCTHH M npeaHn3oH; ITH = nepudepra HeBponatus

Benexka: [lepudepHa HeBponaThs BKIIOYBA NPEAIOYMTAHUTE TEPMUHNI: epudepHa ceH30pHa HeBponaTHs, nepudepHa
HeBpomnarys, nepudepHa MOTOpHa HEBPONATHs U epr(epHa CEH30MOTOPHA HEBPOIIATUS

Iayuenmu 6 cmapuecka ev3pacm ¢ MCL

42,9% u 10,4% ot maumenTtute B paMoTo VcR-CAP ca BbB BB3pacToBUs 1Hana3oH ChOTBETHO 65-
74 roguHU ¥ > 75 roguHY. BeIpeku 4e npu manueHTH Ha Bb3pacT = 75 TOMHY, U ABETE CXEMHU Ha
nedenne VcR-CAP u R-CHOP ce noHacsT mo-TexKo, CEpUO3HUTE HEXellaH! peaklliy B rpynaTa
VcR-CAP e 68%, B cpaBaenue ¢ 42% B rpymnara R-CHOP.

3uauumu paznuxu 6 npoguia na 6ezonacnocm na VELCADE, npunosicern noOKojiCHO, 8 CPAGHEHUE C
UHMPABEHO3HO NPUNOJACEHUE KAMO CAMOCHOAMENHO CPe0ChEo

BwB ®aza Il Ha npoyuBaHeTo 0011aTa YeCTOTa HA BH3HUKHAJIHUTE 110 BpEMe Ha JICUCHHE HEeKEJIaHH
PEaKuy ChC CTENEH Ha TOKCUYHOCT 3 win noBeue € ¢ 13% mo-Hucka npy NanueHTUTe, NprueMalin
VELCADE noakoxHo, B cpaBHEHHE C HHTPABEHO3HOTO MPUJIOKEHUE, a CTy9IanTe Ha IPEKpaTsIBaHE
Ha tepanusita c VELCADE ca ¢ 5% no-manko. O01iara yectota Ha Bb3HUKBaHE Ha JHAPHS,
CTOMAILTHO-YPEBHU U KOPEMHHU OOJIKH, ACTEHUYHU ChCTOSHUS, MH(PEKINN Ha TOPHUTE TUXATEITHH
IBTUINA U TIepudepHU HeBponaTtuu e ¢ 12-15% mo-Hucka B rpynara Ha TOAKOXHO MPHUIIOKCHHUE,
OTKOJIKOTO B Ta3H Ha MHTPaBEHO3HO NprioxkeHne. ChIlo Taka YecToTara Ha Bb3HUKBAHE Ha
nepudepHl HEBPOIIATHH ChC CTETIEH HA TOKCUYHOCT 3 nin nosede € ¢ 10% mo-Hucka, a ciayvyanTe Ha
MIpeKpaTsABaHe Ha TepalusiTa B pe3ynTaT Ha neprudepHn HeBponaTHh ca ¢ 8% M0-Mallko B TpylaTa Ha
MOJIKOYKHO TPUIIOKEHHUE.

Hesxenana peaknus Ha MACTOTO Ha OJKOXHO MPHIIOKEHKE, IPEIUMHO 3adepBsiBaHe, ce ChoOIIaBa
npu 6% oT manuentute. CiayyanTte ca MpeMUHAIN CPEAHO 3a 6 IHU, KaTO IIPU ABaMa MaIllUeHTH Ce €
HaJOXWJIa MpoMsiHa Ha no3arta. JIBama (1%) oT manueHTUuTe ca MMalIk TeXXKU peakiuy; 1 cimydai Ha
cbpOex u 1 cmyyaii Ha 3a4epBsIBaHE.

UYecroraTa Ha CMBPTHUTE Cllydau NpH jedeHue € 5% B Ipynara INalueHTH Ha IOAKOXKHO JIEUCHUE U
7% B rpynaTa NalMeHTH HAa MHTPABEHO3HO JieueHue. YecTtoTrata Ha CMBPT OT ,,[IPOrPECUPALLIO
3abomsBane” e 18% B rpymnaTa Ha MOAKOXKHO NMpUIOKeHHe U 9% B rpynara Ha HHTPaBEHO3HO
MIPUIIOKEHHE.

Tlosmopno nevenue na nayuenmu ¢ peyuousupal Myamunien Mueiom

IIpu npoyuBane, B koeto ce npuiara nosropHo jeduenue ¢ VELCADE na 130 naruentu c
PELMINBUPAI MYJIUILIEH MUEJIOM, KOUTO ca TIOKa3aJIi TIOHE YaCTHYEH OTrOBOP KbM MPEAaXoaHa
VELCADE-cbappixalia TepaneBTHIHacXeMa, Hali-uecTo CpeLIaHnTe HEKETaH!u ChOUTHS OT BCAKAKBa
cTerieH, HaOIroIaBaH! P MUHUMYM 25% OT manueHTuTe, ca TpomoonuTonenus (55%), HeBponaTust
(40%), anemust (37%), muapus (35%) u 3anek (28%). [lepudepHa HeBpomaTHs OT BCSIKAKBa CTCIICH U
nepudepHa HeBpOIaTUs CTEIeH > 3 ca HaOmogaBaHu choTBeTHO 1pH 40% u 8,5% OoT manueHTuTe.

Cno0l11aBaHe Ha MOI03MPAHN HEXKEJIAHU PEaKIInu

Ch0o0I11aBaHEeTO Ha MIOI03UPAHU HEKEIIAHU PEaKIIMH CIIC]] pa3peliaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa MO3BOIISIBA Ja IPOIBIIKH HAOIIO/ICHUETO Ha CHOTHOIIIEHUETO TT0JI3a/PUCK 32
JICKapCTBEHUS HMPOoayKT. OT MEIUIIMHCKUTE CIICIIUAIIMCTH CE€ U3MCKBA Jia ChOOIIaBaT BCsKa

59



N0JJ03MpaHa HeXeJlaHa Peakysl Ype3 HallMOHAIHA CHCTeMa 3a ChOOIaBaHe, IOCOYEHA B
[Ipunoxxenue V.

4.9 Ilpeno3upane

Hpez[031/1paHe IpU NMAACHTUTE, IIPCBUIITABAIlO IPCTIOPBbUBAHATA 103a [TIOBCYC OT ABA IIbTH, €
CBBP3aHO C I104Ba HA OCTpa CUMIITOMAaTHYHA XUIIOTOHUA U TpOM6OI_[I/ITOHeHI/I$I C (1)aTaJ]eH n3xon. 3a
ChbpPACYHO-CHAOBU MPCAKINHUYIHN (bapMaKOJ'IOFI/I"IHI/I HU3CIICABAHUA 3a 6630HaCHOCT, BIDKTE TOYKa 5.3.

He e u3BecteH cnennduyeH aHTHIOT IpU Npeao3upane Ha 6oprezomud. B ciywaii Ha npenosupane
JKU3HEHUTE MOKa3aTeNI Ha MallMeHTUTe TPAOBa 1a ce MOHUTOPHUPAT BHUMATEHO U J]a C€ OKa3BaT
MOJXOSIIIN TPHXKH 33 NOJAbpKaHEe Ha KPbBHOTO HaJIsIraHe (KaTo BIMBaHE HA TEYHOCTH, IPECOPHH
W/WITM MHOTPOITHH areHTH) M Ha TeJlecHaTa Temreparypa (Bx. Touku 4.2 u 4.4).

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapmakoguHAMHYHH CBOJCTBA

dapMakoTepaneBTHUHA TPyIa: AHTHHEOIUIACTHYHHU CPEICTBA, IPYTH aHTUHEOIIACTUYHH CPEJICTRA,
ATC xom: LOIXGOI.

Mexanu3bsM Ha ACHCTBHUE

Boprezomud e nporeazomen uHxuOUTOp. TOM € Ch3AaieH CIeUAIHO 1a MHXHOMpa moao0HaTa Ha
XUMOTPHIICHH aKTUBHOCT Ha 26S mpoTea3oMara B KIETKH Ha 003aiHUIM. 26S poTeasoMara € rojasam
MIPOTENHEH KOMILIEKC, KOWTO pasrpaxaa yOWKBUTUHUPAHUTE MPOeuHU. [IbTIT yOUKBUTHH-
MpOTea30Ma Urpae ChIIECTBEHA POJIS B PEryJIUPAaHETO Ha KPhroBpara Ha Crieliu(uIHA IPOTCHHU U
Taka ce MOoIbpKa XoMeocTasaTa B kieTkure. axubupaneTo Ha 26S npoTteazomara npeoTBparsBa
Ta3| MpULETHA NPOTEOIU3a U 3aCSIra MHOXKECTBO CUTHAIM3UPAILIU KaCKaJH B KIETKUTE, KATO HaKpas
BOJIM 10 CMBPT Ha paKoBaTa KJIETKa.

Bopre3omMub e BUCOKO CelleKTHUBEH 3a npoTeazoMaTa. B konnentparuu 10 uM Oopre3oMud He
MHXUOUpPa HUTO €MH OT MHOXKECTBOTO MPOYUYEHH PELENTOPH U poTeasu u € noseue oT 1500 mbTr
M0-CEJICKTHUBEH 3a MPOTea30Ma, OTKOJIKOTO HAKOH OT CJICABALIUTE MPEANOYUTAHH CH3UMH.
KuneTrnkara Ha IpoTea30MHOTO HHXUOMpPAHE € IPOy4BaHa in Vitro U € IoKa3aHo, uye 6opTe3oMud ce
OTJeNs OT poTeazoma 3a ty, oT 20 MUHYTH, KOETO TIOKa3Ba, ue MPOTea30MHOTO HHXHUOUpaHE OT
6oprezomMub € oOpaTUMO.

Menuupanara ot 6opTe30MH0 MPOTEea3oMHa HHXUOHIIUS 3acsTa PAKOBUTE KIETKU 110 MHOTO ITBTHUIIIA,
BKJIFOUUTEITHO, HO HEOTPaHNYABAIO CE CaMO /10 YBPEXKJaHE Ha PEryJIaTOPHUTE NPOTEUHHU, KOUTO
perynupar nporpecusTa 1o eTaluTe Ha KJIEThYHMS LUK U aKTUBUPAHETO HA HYKJICApHUS KIEThYEH
(hakrop kana-B (NF-kB). MuxuOupaHneTo Ha mpoTeazoMaTa BOJM /10 OJIOKMPAaHE Ha KIETHUHHUS ITUKBIT
u anonito3a. Hykneapuaust gakrop NF-kB e dakTop Ha TpaHCKPHUIIIIHS, YMSTO aKTHBAIUS CE M3UCKBA
3a MHOTO €Taly Ha TYMOpPOT€He3aTa, BKIFOUNTEIHO KIETHUHHUS PacTeX U IPEKHUBIBAHE,
aHTMOTeHe3aTa, B3aUMOJICHCTBUETO KIIETKa/KIIeTKa U Metactaszute. [Ipu Mmuenom 6opre3oMuo 3acsara
CIIOCOOHOCTTa HAa MUEJIOMHUTE KJIETKU Ja B3aMMOJEHNCTBAT C MUKpOCpeAaTa Ha KOCTHHS MO3BK.

EKCHGpI/IMeHTI/I ImoKasBart, 4c 60pT630MI/I6 € ONUTOTOKCHUYCH 3a MHOKCCTBO TUIIOBC TYMOPHU KJICTKU U
Y€ TYMOPHHUTE KJICTKU Ca IMO-YYBCTBUTCIIHU KbM ITPOAIIOIITO3HU eq)eKTI/I Ha MpoTC€a3oMHaTa
I/IHXI/I6I/ILII/I$I, B CPABHCHUC C HOPMAJIHUTC KIJICTKU. BOpTC3OMI/I6 BOAU OO HAMAJIIBAHC HAa TYMOPHUA
PacTeiK in vivo B MHOTO NPCAKIIMHUYHA TYMOPHH MOJACIIN, BKIIFOUUTCIIHO MYJITUIIJICH MHUCIIOM.

JlaHHUTE OT in Vitro, ex-vivo 1 5XKUBOTUHCKH MOJEIH ¢ O0OpTe30MHUO Mpeamonarar, 4e Toi yBeiandana
nudepeHnranusaTa 1 akTHBHOCTTa Ha OCTEO0IaCTHTE U MHXUOUpa (pyHKIUATA Ha OCTEOKIIACTHTE.
Te3u edextr ca HAOMIOAaBAaHU TP TALUECHTH C MYJITUILICH MHUEJIOM, C HAalpeIHAIA OCTCONUTHYHA
0O0JIeCT U JIEKyBaHU ¢ OOPTE30MHUO.
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Knnanyna eykacHOCT Py HENEKyBaH MYJATHUILUIEH MHUEJIOM:

[IpoBeneHO e MPOCIEKTUBHO, MEXAYHAPOAHO, paHAOMHU3HpaHo (1:1), OTKPUTO KIMHUYHO IPOYYBaHE
(haza III (MMY-3002 VISTA) npu 682 nanueHTH, 3a 1a ce ouenu naiau tepanusarta ¢ VELCADE
(1,3 mg/m? HHKEKTHPaH HHTPABEHO3HO) B KOMOMHaus ¢ Mendanan (9 mg/m?) u npeIHu30H

(60 mg/m?) Bou 10 nogo6psiBane Ha BpemeTo 110 nporpecus (BJIIT) B cpaBHEHHE ¢ TepanusTa ¢
mendanan (9 mg/m?) u npeauuszon (60 mg/m?) npu MaIMeHTH ¢ HEJIEKYBaH MYJITHILUIEH MUEJIOM.
JleueHneTo € MpHiIaraHo 3a MaKCUMallHa IPOIBIDKUTEIHOCT OT 9 KB (TPUOTUZUTETHO

54 ceaMuIM) M € IPEKBHCHATO PaHO MOPaIH Nporpecupate Ha OoJecTTa WK HEJOMYyCTUMO HUBO Ha
TOKCHUYHOCT. CpeiHaTa Bb3pacT Ha MAIlMEeHTUTE B Mpoy4uBaHeTo ¢ 71 roaunu, 50% ca mbxke, 88% ca
oT OsaTa paca U cpelHaTa OlleHKa Ha KaueCTBOTO Ha )KMBOT Ha MaIlMEeHTHTE 1Mo ckanara Ha Karnofsky
e 80. [Manuenture ca umanu [gG/IgA/nexoreprxer Muenom B 63%/25%/8% ot ciydaute, cpeaHa
croiiHocT Ha xeMornoouna —105 g/l u cpenen 6poit Ha TpomGormTuTe — 221,5 x 10%/1. CxoneH e u
NPOIIEHTHT HA MAIMEHTHUTE ¢ KpeaTHHUHOB KIupbHC < 30 ml/min (3% BBB BCIKO pamo).

B neprona Ha npenBapuTETHO TUIAHUPAHUS MEXIMHEH aHaJi3, TbpPBUYHATA KpaliHa TOYKa, BPEMETO
JI0 IPOTPECHsI € CIIa3eHo, U MAllMEHTHUTE B rpynaTta Ha Meidanan U npegau3oH (M+P) ca npemuHanu
Ha neyenne ¢ VELCADE B komOunanms ¢ mendanan u npeaamns3oH (Ve+M+P). Menuanara Ha
nepuojia Ha mpocienssane € 16,3 mecena. KpaitHoTo akTyanu3upaHe Ha TaHHUATE 32 TMIPEKUBSIEMOCT €
M3BBPILICHO ¢ MEJNaHa Ha Ieproaa Ha npocnensBane 60,1 mecena. HaOnronaBa ce craTucTHUECKH
3HaYMMO MOJOO0PEHHE Ha MPEXHUBSIEMOCTTa B TpymaTa Ha jJeyenue ¢ Ve+M+P (HR = 0,695;

p = 0,00043), BpIpeKu NocieaBaIy TEPAEeBTUYHN KyPCOBE, BKIIOUNUTEIIHO CXeMH, Oa3upaHu Ha
VELCADE. Menunanata Ha peXUBIEMOCT B Tpyrara Ha jedeHue ¢ Vc+M+P e 56,4 mecena, B
cpaBHeHue ¢ 43,1 3a rpynara Ha neuenue ¢ M+P. Pesynrarure 3a epukacHOCTTa ca MpeCTaBEHH B

Tabmuna 11:

Tabnuya 11: Pe3ynmamu 3a e(huxacHocm cied KpauHOmMo aKmyaiu3upane Ha OaHHume 3a

npeocussemocm 6 npoyusane VISTA

Kpaiina Touka 3a epukacHoCT Ve+M+P M+P
n = 344 n = 338
Bpeme 10 nporpecust —
Cuoutns 6p. (%) 101 (29) 152 (45)
Memuana® (95% CI) 20,7 mo 15,0 mo
(17,6; 24,7) (14,1;17,9)
Koepunument Ha puck® 0.54
(95%CI) (0.42,0.70)
p-cToiiHOCT® 0.000002
IIpexxuBsieMocT 0e3 mporpecus
Coourus 6p. (%) 135 (39) 190 (56)
meanana® (95% CI) 18,3 mo 14,0 mo
(16,6; 21,7) (11,1; 15,0)
Koepunment Ha puck® 0,61
(95% CI) (0,49; 0,76)
p-cToitHOCT® 0,00001
O0uma npexuBsieMocT™
Cwbutnst (cmbpt) 6p. (%) 176 (51,2) 211 (62,4)
Menmnana® 56,4 mo 43,1 mo
(95% CI) (52,8, 60,9) (35,3,48,3)
Koeduiment Ha puck® 0,695
(95% CI) (0,567; 0,852)
p-croiiHocT® 0,00043
CremneH Ha IOBJIMABAaHE n =337 n=331
[onmynamus” 6p. = 668
CR® 6p. (%) 102 (30) 12 (4)
PR¢ 6p. (%) 136 (40) 103 (31)
nCR 6p. (%) 5 0
CR+PR® 0p. (%) 238 (71) 115 (35)
p-croitHoCT" <1010
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HamansiBane Ha cepyMeH M-npoTenH 336 narueHTH 331 narueHTH

[onmynamus™ 6p. = 667

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

Bpeme 10 Hayaao Ha noBausiBadne npu CR +

PR

Menuana 1,4 mo | 4,2 mo

Meaunana® Ha NPOABJLKUTETHOCT HA

MOBJIUSIBAHETO

CR® 24.0 mo 12,8 mo

CR+PR® 19,9 mo 13,1 mo

Bpeme 10 caeasama repanus

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

Menuana® (95% CI) 27,0 mo 19,2 mo
(24,7;31,1) (17,0; 21,0)

Koeduuuent Ha puck® 0,557

(95% CI) (0,462; 0,671)

p-cToiiHOCT® < 0,000001

a

0

W3zuucnena mo merona va Kaplan-Meier

KoeduumeHTsT Ha pHCcK € H34HCIIeH Ha 0a3aTa Ha MPOIOPLIHUOHATHO-PUCKOBHUS Moies Ha CoX, aTanTHPaH 3a
cTpaTu(UKAIIMOHHN (aKTOPH: P2-MHUKPOTIOOYIIHH, aTOYMUH U paiioH. KoeUIIMEeHThT Ha PUCK, TIO-HUCHK OT 1, coun
npeaumctso VMP

HomunanHa p-cToifHOCT Ha 6a3aTta Ha cTpaTH()UIMPaH JIOTApUTMHIHO TpaHCPopMupaH peHkoB (log-rank) tect,
aJlanTHpaH 3a CTPATH(GUKAHOHHN (PAKTOPH: P2-MUKPOTI00yINH, AIOyMUH U palioH

p-croiiHOCT Ha yectorara Ha otroBop (CR+PR) ot Xu-kBanpart tecra Ha Cochran-Mantel-Haenszel, anantupan 3a
cTpatu(UKAIMOHHU (paKkTOpH

[Monynanusita ¢ OTTOBOP BKJIIOYBA MALMEHTHTE C M3MEPHMO 3a00J1IBaHe B HAYaJIOTO HAa POYYBAHETO

CR = IIwnen orroBop; PR = Uactuuen orroBop; nCR = biu3zo 1o nbyien otrosop. Kpurepun na EBMT (EBponeiicka

rpylia 3a KpbBHU U KOCTHOMO3bYHH TPAHCILJIAHTALIUN )

x Benuku paHAOMU3UPAHU IMAITUECHTH ChC 3a0015BaHE Ha OTACIIUTCIIHATa CHCTCMaA

*
I[aHHI/ITB 3a MPCIKUBACMOCTTA Ca aKTyaJIU3UPpaHU C ME/IHaHa Ha NIE€pUO/a Ha IIPOCICAIBAHE 60,1 MEcea

mo: Mecenu
CI- noBepuTeneH HHTEPBAT

Hayuenmu, nooxooawju 3a MpancniaHmMayus Ha CMEOI06U K1emKu

[IpoBenenu ca ABe paHIOMHU3UpPAHU, OTKpUTH, MHOTOIIeHTpoBH Pa3a Il npoyusanusa (IFM-2005-01,
MMY-3010) 3a onienka Ha 6e3onacHoctTa U eduracHoctra Ha VELCADE B aBO#iHM U TpoiitHH
KOMOUMHAIINY C IPYTH XUMUOTEPATICBTUYHHU CPEJICTBA KATO MHIYKIIMOHHA TEPAITUs IIPeIH
TpaHCIIJIAHTAIMS Ha CTBOJIOBH KJIETKU IPY MAIIMEHTH C HEJIEKYBaH MYJITHILIEH MUEJIOM.

B npoyusane IFM-2005-01 VELCADE B xomOunaius ¢ aekcameraszoH [ VeDx, n = 240] e cpaBHeH ¢
BUHPUCTHH-TIOKCOpYOUIH-1ekcametazon [ VDDx, n = 242]. [lanmenture B rpynata Ha VeDx ca
IpPEMUHAIM YeTUpH 2 1-IHEBHM LUKBIA, Bceku oT kouTo BKIrouBa VELCADE (1,3 mg/m?, npuiioxen
BEHO3HO J[Ba ITFTU CEIMUYHO Ha fieH 1, 4, 8 u 11) u nepopaiHo npuioxeH aexcamera3oH (40 mg/nen
B quute 1 10 4 1 B nHute 9 1o 12 B mukiu 1 u 2, kakTo B qHUTE OT 1 10 4 B nuxuin 3 u 4).

ABTOJIOKHA TPaHCIUIAHTAIIMS HA CTBOJIOBU KJIeTKH ¢ HampaBeHa 198 (82%) u 208 (87%) narueHTn
CHOTBETHO B TpynuTe Ha JedeHue ¢ VDDx u VcDx; O0NIMHCTBOTO OT MAIMEHTUTE ¢a MTPEMUHAIH
€/IHa TPaHCIUTaHTAIlMOHHA mpoleaypa. Jlemorpad)CkuTe XapakKTepUCTHKH Ha AIIMCHTUTE U U3XOIHUTE
XapaKTePUCTUKH Ha 3a00JISIBAHETO ¢a CXOIHHU B JABETE TEPAllCBTUYHU I'pynu. MeauaHaTa Ha Bb3pacTTa
Ha NAlUMEHTUTE B IPOYUYBAHETO € 57 rogunu, 55% ca mbxke u 48% OT MallMeHTUTE ca ¢
BHCOKOPHCKOBU IUTOT€HETUYHU MapKepu. Mearanara Ha NpOabJKUTEIHOCTTA Ha JICUEHUETO €

13 ceamurm 3a rpynata Ha VDDx u 11 ceamunu 3a Ta3zu Ha VeDx. Meananara Ha Opost Ha ITUKITUTE,
KOUTO Ca MOJYYWIH JBETE IPYIH, € 4 [UKBIA.

[IspBuuYHaTa KpaiiHa TOYKa 32 €(UKACHOCT HA MPOYYBAHETO € MTOCTUHAYKIIMOHHATA YeCTOTa Ha
otroBop (CR+nCR). HabmogaBa ce ctaructudecku 3HauuMa pasiiuKa Mpy MbJIHa PEMUCHSHIOUTH
meyiHa pemucust (CR+nCR) B momnsa Ha rpynara Ha jgedenne ¢ VELCADE B komOuHars ¢
JlekcaMeTa30H. BTopu4HNTE KpaliHU TOYKH 32 €(PUKACHOCT BKJIFOUBAT Y€CTOTa HA OTTOBOP CIIE]
tparcmianTanus (CR+nCR, CR+nCR+VGPR+PR), npexxuBsiemocT 63 mporpecust 1 o011a
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npexusseMocT (overall survival, OS). OcHoBHUTE pe3ynTaTH 3a ePUKACHOCT ca NPEACTABCHU B

Tabauna 12.

Tabnuya 12: Pezynmamu 3a egpuxacrocm om npoyusane 1FM-2005-01

Kpaiina Touka VeDx VDDx OR; 95% CI; P croiinoct?
IFM-2005-01 N =240 (ITT N=242 (ITT

TTOITYJIAITHS) TIOITY JIAITHST)
RR (cneo unoykyus)
*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; 82,2) 60,7 (54,3; 66,9) 2,18 (1,46; 3,24); < 0,001
% (95% CI)

RR (cneo mpancnﬂanmauwz)b
CR+nCR
CR+nCR+VGPR+PR

% (95% CI)

37,5 (31,4; 44,0)
79,6 (73,9; 84,5)

23,1 (18,0; 29,0)
74,4 (68,4; 79.8)

1,98 (1,33; 2,95); 0,001
1,34 (0,87; 2,05); 0,179

CI = nosepurenen untepsai; CR = mbieH orrosop; nCR = 61u30 1o mbieH otroop; ITT-Intent to treat; RR-uectoTa Ha
otrroBopa; Vc = VELCADE; VcDx = VELCADE, nexcamerazon; VDDX = BUHKPUCTUH, TOKCOPYOUILIMH, I€KCAMETAa30H;
VGPR = mHOT0 100Bp YacTudeH otroBop; PR = wactuuen orroBop; OR = choTHOIIEHNE Ha [IAHCOBETE;

%

IIppBUuHa KpaliHa TOUYKa
a

CBOTHOIIIEHHE Ha IIAHCOBETE 3a Y€CTOTH Ha OTTOBOpAa Ha 0azara Ha 06H10T0 ChbOTHOIICHHEC HA IIAHCOBECTEC U3YUCIICHO

no Mantel-Haenszel 3a crpatuduuunpann tabnuuu; p-croitnoctn no tecta Ha Cochran Mantel-Haenszel.

(42/240 [18%] B rpymara Ha VcDx u 52/242 [21%] B rpynat ana VDDx).
Benexka: ChOTHOLLICHHE Ha LIIAHCOBETE > | COYM NPEAUMCTBO 33 HHAYKIMOHHATA TePaIusl, ChbpiKalia BHHKPUCTHH.

OTHacs ce 3a 4eCToTa Ha OTTrOBOD CJIEA BTOpA TPAHCIUIAaHTAIIUA IPU TAUCHTH, IMOJIYYNJIN BTOPA TpaHCIUIaHTalluA

B npoyuBane MMY-3010 unnaykimorroro edenne ¢ VELCADE B komOuHAITHS C TATUAOMHUI U
nexkcameta3oH [VcTDx, n = 130] e cpaBHeHO ¢ TanmumomMua-aekcamera3on [TDx, n = 127].
ITauuenture B rpynata Ha VcTDx ca npeMuHanu mect 4-ceIMUYHU [IUKBIA, BCEKU OT KOUTO
srmouBa VELCADE (1,3 mg/m?, mpuiiokeH JiBa MbTH ceAMUYHO Ha aeH 1, 4, 8 u 11, mocnensan ot
17-nHeBeH meproa Ha MoYMBKa OT 1eH 12 g0 aeH 28), nekcamerazoH (40 mg mpriIokKeH MepopaiHo B
maUTE OT 1 10 4 1 B qaUTE OT 8 10 11) M TanmumoMuy (MIPHIIOKEH IEPOPAITHO B 1032 OT 50 mg AHEBHO
B auuTe 1-14, yBenuuena na 100 mg B gaure ot 15-28, cnex koero Ha 200 mg AHEBHO).

Enna aBTONOXKHA TpaHCIUIAHTAITMS HA CTBOJIOBU KJIeTKH € HampaBeHa Ha 105 (81%) u 78 (61%) ot
NanueHTHUTEe ChOTBETHO B rpynuTe Ha VcTDx u TDx. JlemorpadckuTe XapakKTepUCTHKH Ha
MAIMEHTUTE W U3XOIHUTE XapaKTePUCTUKH Ha 3a00JISIBAHETO ca CXOJHU B JABETE TEPANICBTUIHU TPYITH.
Menauanara Ha Bb3pacTTa Ha nmanueHTute B rpynute Ha VcTDx u TDx e choTBeTHO 57 cripsimo 56
roaunan, 99% crpsimo 98% ca ot 6emm u 58% crpsamo 54% ca mbxe. B rpymara Ha VeTDx 12% ot
MAIMEHTUTE ca MUTOTCHETUYHO KiIacu(PUIIMpaHd KaTo BUCOKOPUCKOBH cripsiMo 16% OT mareHTuTe B
rpymnara Ha TDx. Meananara Ha MpOIBIDKATEITHOCTTA Ha JieueHueTo ¢ 24,0 cenMuiiy, a MeAnaHaTa Ha
Opost TpeMUHATH IIUKJIH Ha JieueHue € 6,0 1 Te ca CXOTHU 32 BCUYKU TEPATICBTUYIHH TPYIIH.
[IspBUYHUTE KpaltHU TOYKH 32 e(h)UKACHOCT B IPOYYBAHETO Ca CTEIICHUTE Ha IOBJIHMSIBAHE CIIET
uaayknus U cnen tpanciutantaus (CR+nCR). Craructudencku 3HaunMa paznuka mpu CR+nCR e
HaOmrogaBana B oi3a Ha rpynata Ha VELCADE B koMOuHAIMS ¢ IEKCaMETa30H U TATHIOMUI.
Bropuunute kpaitHu TOUKH 32 e()UKaCHOCT BKIIOYBAT MPEKUBIEMOCT Oe3 Iporpecus 1 o01a
npexuBseMocT. OCHOBHUTE pe3yTaTh 3a e(h)UKaCHOCT ca MpeIcTaBeH: B Tadbmuma 13.

Tabnuya 13: Pezynmamu 3a egpuxacrnocm om npoyusarne MMY-3010

Kpaiinu Touku VeTDx TDx OR; 95% CI; P croitnocr?
MMY-3010 N=130 (ITT N=127 (ITT
TIOITY JIATTHST) TIOITY JIAITHST)

*RR (cned undykyus)
CR+nCR
CR+nCR+PR % (95% CI)

49,2 (40,4; 58,1)
84,6 (77,2; 90,3)

17,3 (11,2; 25,0)
61,4 (52,4; 69,9)

4,63 (2,61; 8,22); < 0,001
3,46 (1,90; 6,27); < 0,001

*RR

(cned mpancnianmayus)
CR+nCR

CR+nCR+PR % (95% CI)

55,4 (46,4; 64,1)
77,7 (69,6; 84.,5)

34,6 (26,4; 43,6)
56,7 (47,6; 65,5)

2,34 (1,42; 3,87); 0.001°
2,66 (1,55; 4,57); < 0,001?
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CI = noeputenen uarepsair; CR = meien otropop; nCR = 61m30 1o meien otroBop; ITT-Intent to treat;RR-decToTa Ha
otroBopa; Vc = VELCADE; VcTDx = VELCADE, tanupomun, nekcamerazon; TDxX = TanumoMu, 1eKcaMeTa3oH;
VGPR = mHOT0 100Bp YacTuueH oTroBop; PR = wactiuen orroBop, OR = chOTHOIICHNE HA IIAHCOBETE;

: IIppBUuHa KpaliHa TOUYKa

a CBHOTHOIIICHHE Ha IIIAHCOBETE 3a YSCTOTH Ha OTroBOpa Ha 6a3aTa Ha OOIIIOTO CHOTHOIIEHHE Ha IIAHCOBETE U3YUCIIEHO

o Mantel-Haenszel 3a ctpatuduimpanu tabmauny; p-croiiHoctr mo Tecta Ha Cochran Mantel-Haenszel.
Benexka: CbOTHOIIEHHE HA MIAHCOBETE > | COYM MPEAUMCTBO 338 HHAYKIIMOHHATA TEPAIHMS, ChAbPIKAIA BUHKPUCTHH.

Knnanyna edukacHOCT NpH peunaAnBHApal Wi pedhpakTepeH MyJITUILICH MUEJIOM

bezomacHocrTa 1 ehpukacHoctTa Ha VELCADE (MH>XeKTHpaH HHTPABEHO3HO) ca OWIIH OIICHSIBAHU B
2 MpOyYBaHus TIPU MPENOPBHYMTENHA 032 1,3 mg/m?: B paHIOMU3UPAHO, CPABHUTEIHO MPOYYBAHE
¢aza Il (APEX) copsimo nekcameTas3oH mpu 669 nauueHTu ¢ peuuanB Wik pedpakTepeH MyITHIICH
MHEJIOM, KOUTO ca MOoTy4aBany 1-3 IpenuIiHy TepaneBTUYHM JIMHUM U ¢ eIHO npoyuBane ¢aza Il ¢
emHo pamo npu 202 NanyeHTH ¢ PeNuAnB WK pedpakTepeH MYJITHILICH MHEIIOM, KOUTO ca
MOJTy9YaBaH Hai-MaJiko 2 MPEIUIHI TEPANICBTUYHHU JINHUH U IIPH KOUTO 3a00JSIBAHETO €
MIPOrpecUpaio IMpy NociaeHaTa UM Tepamusl.

B npoyuBaneto ¢asza Il neuenunero ¢ VELCADE e oBeso 10 3HaYMMO yIbJKaBaHE BPEMETO 10
Iporpecusi, 3HaYMMO yIbJKaBaHe Ha MPEKUBIEMOCTTA M 3HAYMMO I0-BHCOKA CTETIEH Ha OTTOBOP B
CpaBHEHHME C JICUCHHUETO C JIeKCaMeTa30H (BX. Tabiuua 14) mpu BCHUKH NalMeHTH, KaKTO U IpU
MAIMEeHTHUTE, KOUTO ca MoTy4aBaiu | mpeauimiHa TepaneBTuyHa TuHus. Karo pesynrat ot
NPEABAPUTEIHO IUTAHUPAHHS MEXXIUHEH aHAIN3, JICYEHUETO C IEKCAMETa30H € OMII0 MPEKbCHATO IO
NpenopbKa OT KOMUTETA 32 MOHUTOPHHT Ha JTAaHHWTE U Ha BCUYKU MALMEHTH, PAaHJOMHU3UPAHH Ha
nexcameta3oH e own npemioxked VELCADE B 3aBucuMocT oT cTaryca Ha 3abonsiBaneTo. [lopaan
TOBa PaHHO MPEMHHABAHE, CPEIHATA TIPOIBIDKUTEIHOCT Ha MPOCIIE/IBAHE 32 MPESKUBSIEMOCT Ha
nanueHTute e 8,3 Mecena. Kakro mpu nauueHTrTe, KOUTO ca OMIIM pepakTepHH Ha MOcieIHaTa CH
TepaneBTUYHA JIMHUSL, TaKa U TPH TE3U, KOUTO HEe ca OmiH pedpakTepHH, o0maTa NpeKuBsIEeMOCT €
OWJa 3HAYUTEITHO TIO-JIBJITA U CTEIIEHTA HA OTTOBOP € OMila 3HAYUMO TT0-BUCOKA NP Tpymara Ha
VELCADE.

Ot 669 Briouenu nanuent 245 (37%) ca Ounu Ha BB3pacT 65 FOJMHU U O-BH3PaCTHH.
[Tapametpure Ha otroBopa kakto u TTP ocrtaBar 3nauntenno no-no6pu 3a VELCADE ne3aBucumo
OT BB3pacTTa. BhIIpeKkn N3X0AHUTE HUBA Ha [2-MHUKpOTIIOOYIMHA, BCHUKH NTapaMeTpH Ha
epuKacHOCTTa (BpeMe JI0 MPOTPeCcUsITa U Mpe/eliHaTa MPEKUBIAEMOCT, KAKTO U CTETIIEHTa Ha OTTOBOP)
ca OMJTM 3HAYUTENHO MOJ00peHH Npy nanueHTuTe, ekyBanu ¢ VELCADE.

[Ipu monynanusara pedpakTepHr NanueHTH B mpoyusaneTo (asa Il otroBopuTe ce onpenensT ot
HE3aBUCUM KOMHUTET 3a OIICHKA, a KPUTSPUHUTE 3a OTTOBOP ca Te3u Ha EBpomeiickara rpyma 3a KOCTHO-
MO3bUHA TpaHCIUIaHTanusa. CpenHaTa MpeKUBIEMOCT Ha BCHUKH BKITFOUSHH TAIUeHTH € 17 Mecena
(<1 go 36+ mecena). Tazu IPeKUBAEMOCT € MO-TOJISIMA OT CpeAHaTa 6 10 9-MeceuHa MpeKUBIEMOCT,
OuaKkBaHa 3a 10{00Ha MOIyJIallysl MAlMEHTH OT KOHCYITHPAIIUTE KIMHUYHY U3cieaoBaTend. Upes
MYJITUBapUAlMOHEH aHAJIN3 MOJIyUYeHAaTa CTEIICH Ha OTTOBOP € He3aBHCHMa OT THIIAa MHEIIOM, cTaTyca
Ha W35Ba, CTAaTyca Ha JieNienus Ha xpomo3oMa 13, uiau Oposi, Wi TUTIA Ha TIPEIUIITHATE JICYCHUS.
ITanmmenTHTE, KOUTO Ca TMOIYYHIN 2 10 3 MIPEAUIITHU TEPAIEBTUYHN PEKUMA UMAT CTEIIEH Ha OTTOBOP
ot 32% (10/32), a manueHTUTe, KOUTO Ca MOJYYUIIH MTOBEUE OT 7 TEPANCBTUYHU PEKUMa UMAT CTEIICH
Ha oTroBop ot 31% (21/67).

Tabnruya 14: U3x00 Ha 3aboraeanemo npu npoyusanus @aza lll (APEX) u @asza Il

da3za 111 da3za 111 da3za II1 da3za Il
>2
Y ——— 1 npeamHa > 1 npegumHa NpeJuIIHA
TepaneBTHUYHA JUHUS | TePaBTUYHA JIMHUSL | TepanmeBTHYH
H JIHHUHT
D
Crourus, Ve oex Ve Dex Ve Dex Ve
CBBP3aHH € aana | M=336 1292 =119? =200 =217* =202
BpeMeTo n =333 a n=132 n= n=200 n= n=202
6 6 r 6
TTP, nuu [11298 1[32 2107 [116095 1485 [8874 210
0, ’ s ’ )
[95% CI] 211] 128] [188,267] 191] [129, 192] 107] [154, 281]

64



IIpexussiemoct

| rommia, % 80" 66" 89" 72" 73 62 60
[95% CI] [74,85] [59,72] [82,95] [62,83] [64,82] [53,71]
Dex
Haii-100np Ve n=312 Ve Dex Ve Dex Ve
otrosop (%) n = 315" n n=128 n=110 n =187 n =202 n=193
CR 2006)5 | 2(<1)S 8 (6) 2(2) 12 (6) 0 (0) (4)**
CR +nCR 41 (13)% | 502)° 16 (13) 4 (4) 25 (13) 1(<1) (10)**
1
CR+nCR+PR | 121 (38)° 36 g | 57 45" | 2926)" | 64(34)° | 27(13)° (27)**
CR + nCR+ sk
PRAMR 146 (46) | 108 (35) | 66 (52) 45 (41) 80 (43) 63 (31) (35)
Meaunana Ha
NMPOABLKUTETH 169 126 %
ocTTa, TN 242 (8,0) (5,6) 246 (8,1) 189 (6,2) 238 (7,8) 4.1) 385
(Mecenn)
Bpeme no
0TroBOP 43 43 44 46 41 27 38*
CR + PR (nHn)

rpyna ITT — rpyna Ha BkJItOYBaHe Ha Tepanus
6

cToiiHoCT Ha P ot crpatndunupan log-rank Tect; aHanM3bT MO JMHUK HA TEpanus U3KII0YBA CTPATU(HHUKALMS 32
ucropusTa Ha jgedenue; p < 0.0001

rpyIa Ha OTTOBOp, BKJIIOUBAIIA TALIUEHTH, KOUTO UMAT H3MEPHUMO 3a00JIsIBaHEe Ha N3XOJHO HUBO U Ca MOy Hail-
Masko 1 703a OT M3MUTBAHUS JIEKapPCTBEH MPOIYKT

croiiHocT Ha P ot Tecta Cochran-Mantel-Haenszel Xu-kBazipaT Tect, anantupaH 3a cTpaTu(HUKAHOHHH (HaKTOPH;
QHANU3BT 10 JIMHUY HA TePAIHs U3KIII0OUBA CTPATH(UKALUS 32 HCTOPUSITA HA JICUCHHE

CR + PR+ MR

" CR=CR, (IF -); nCR = CR (IF +)

NA = ne e npunoxeno, NE = He e onjeHsiBaHO

TTP = Bpeme 110 nporpecust

CI = noBepuTeNneH HHTEPBAT

Vc =VELCADE; Dex = nekcameTa3on

CR = mpieH otroBop; nCR = 611130 10 IbJIEH OTTOBOD

PR = uvactuyen otrosop; MR = MuHuMmaineH orroBop

*

IIpu npoyuBane ¢aza Il marnreHTHTE, KOUTO HE Ca TOIYYMIN ONITUMAJIEH OTTOBOP OT CAMOCTOSITEITHO
neuenue ¢ VELCADE ca umanu Bb3MOKHOCT J1a TTOJy4YaT BUCOKHU 031 AEKCAMETa30H ChbBMECTHO C
VELCADE. [IpoTokoabT M03BOJIsIBA NAIIMEHTUTE [a MTOJIy4aBaT AeKCaMeTa30H, ako ca UMaJH I10-
Marbk oT ontuManHus oTroBop Ha VELCADE camocrositenHo. OOmio Ha 74 OIIEeHUMU NAIlMEeHTH €
npuiaran aekcamera3on B komouHanus ¢ VELCADE. 18% oT manueHTUTe MOCTUTaT Wik UMaT
noo0pen orrorop [MR (11%) unu PR (7%)] ¢ koOMOMHHPAHOTO JICUCHHUE.

Knunuuna edpuxacnocm na VELCADE, npunosicen nOOKOAICHO, NPU RAYUEHMU C
peyuousupan/peppaxmeper Myamunien Mueiom

BbezonacnoctTa n eduxacHoctra Ha VELCADE ca onienenu B oTkpuTo, panaomusupano, @aza 111
npoyusane 3a ceriocraBuMocT Ha VELCADE, npuiioskeH NoJk0KHO B CpaBHEHHE ¢ MHTPaBEHO3HO
npuiokeHue. B mpoyuBaHeTo ca B3enu yuacTre 222 MalnueHTy ¢ peuuauBupai/pedpakTepeH
MYJTHIUIEH MHUEJIOM, PaHAOMHU3UpaHu B choTHOIIeHUE 2:1 ga npuemar 1,3 mg/m2 VELCADE no
MOJIKO’KEH WJIM MHTPABEHO3EH ITBT Ha IPUJIOKEHHE 32 8 MKbia. Ha manueHnTuTe, KOUTO HE ca
MOJIYYIJIA ONITHMAJICH OTTOBOD (T10-Maiko ot mhkjieH otroBop [CR]) na tepanusta ¢ VELCADE cren
4 nuKbBIa, € TO3BOJICHO Aa MpueMar aekcaMmerazoH 20 mg AHEBHO B JIEHS Ha MPIJIOKEHUE Ha
VELCADE u na cneapamus net. [lanuenTuTe ¢ u3xoaHa CTeneH Ha nepudepHa HeBponaTHs > 2 WIu
opoit Ha TpomborTHTe < 50 000/ul ca m3kmrouenn. OO0 218 marueHTH ca MoAJIeKalld Ha OIICHKA
Ha OTrOBOpA.

[IpoyuBaHeTO € MOCTUTHAIO OCHOBHATA CH 1IJI 38 CHIIOCTaBUMOCT Ha oouust orroBop (CR+PR) cen

4 muxbna Ha Tepanusi ¢ VELCADE kaTo caMoCTOATETHO CpeACTBO C MOAKOXKEH U HHTPABEHO3€H IIbT
Ha npuioxenue, 42% u B AseTe rpynu. ChI0 Taka BTOPUYHUTE PE3yJITaTh 3a e€(h)UKACHOCT, CBbp3aHa
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C OTTOBOPA U C BPEMETO JI0 CHbOUTHE, TOKa3BaT CbBMECTUMH PE3YJITATH 32 MOAKOXKHO U HHTPABEHO3HO
npunoxenue (Tabmuma 15).

Tabnuya 15: O6obwenue na anaruzume Ha eqoUKACHOC, CPABHABAWU NOOKONCHO U UHMPABEHOZHO
npunodcenue na VELCADE

Pamo Ha HHTPaBEeHO3HO Pamo Ha moakoxHO
npuiaoxked VELCADE npuio:xked VELCADE
Honyaanus, moasekama Ha oleHKa n=73 n =145
Ha 0TroBOpPa
YecToTa Ha OTTOBOpHTE NMPH 4 MUKBJIA
n (%)
061 otroBop (CR+PR) 31 (42) 61 (42)
p-cToitHOCT? 0,00201
CR n (%) 6 (8) 9 (6)
PR n (%) 25 (34) 52 (36)
nCR n (%) 4 (%) 9 (6)
YecToTa Ha OTTOBOpHTE NMPH § HUKBJIA
n (%)
061 otroBop (CR+PR) 38 (52) 76 (52)
p-cToitHOCT? 0,0001
CR n (%) 9(12) 15 (10)
PR n (%) 29(40) 61(42)
nCR n (%) 7 (10) 14 (10)
ITT nonynanus’® n=74 n =148
Bpeme 10 nporpecusi (TTP), meceun 9,4 10,4
(95% CI) (7,6; 10,6) (8,5; 11,7)
Koedwumuent na puck (95% CI)° 0,839 (0,564; 1,249)
p-croinoct! 0,38657
IIpe:xxuBsieMocT 6e3 mporpecus,
Mecenu 8,0 10,2
(95% CI) (6,7;9,8) (8,1; 10,8)
Koeduiuent na puck (95% CI)° 0,824 (0,574; 1,183)
p-croiinoct? 0,295
1-rognmna o6ma npexussieMoct (%)° 76,7 72,6
(95% CI) (64,1, 85,4) (63,1, 80,0)

p-CTOﬁHOCTTa CC OTHaACA 40 XHIIOTE3aTa 3a ChIIOCTABUMOCT (IlOIl-il’lfeI'iOI’ity), ChITIACHO KOATO paMOTO Ha IMMOAKOXHO
HNPUIIOKEHHUE MMOAABbPKA MUHUMYM 60% ot yecroTaTa Ha OTrOBOPUTE B paMOTO Ha UHTPABCHO3HO ITPUJIOKCHUC.

222 manueHTy ca ce 3alMcally 3a yyacTue B npoyuBaHeTo; 221 nauuentu ca gekyBanu ¢ VELCADE

KoeduIeHThT Ha pUCK € U3YKCIICH Ha Oa3aTa Ha Mojena Ha CoX, afanTHpaH 3a CTPaTU(UKAIHOHHY (HaKTOPH:
cTagupane mo MexayHapoaHata ctagupaina cucrema (ISS) u 6poii Ha IpeUITHUTE TEPANICBTUYHU JIHHUH.

JlorapuTMHYIHO TpaHC(HOPMHUPAH PAHKOB TECT, aNANTHPAH 3a CTpaTH(GUKAIHOHHU (akTopH: cTaaupane 1o ISS u 6poit
Ha OpeAUIIHUTE TeparneBTHYHU JIUHUH.

CpenHara NpoABIDKUTEIHOCT Ha MpociieasBaHeTo ¢ 11,8 mecena

Kombunupano neuenue na VELCADE ¢ necunupan muno3omen 00KCopyouyun

(npoyusane DOXIL-MMY-3001)

[Ipu 646 nauuenTy e MpoBeIeHO paHIOMU3HUPaHO MpoyuBane ¢asa Ill, ¢ mapanennu rpynu, OTKpUTO,
MHOTOIICHTPOBO 3a CpaBHEeHME Ha Oe3omacHOCTTa U edukacHocTTa Ha VELCADE, npunaran B
KOMOMHALUS ¢ IETWIINPaH JUI030MeH 1okcopyounuH, B cpaueHne ¢ VELCADE monotepanus npu
MAIEHTH C MYJITUIUIEH MUEJIOM, KOUTO €a MOITYYHIN Hal-MaJIKO €IHO NMPEALIECTBAIIO JIEUECHUE U HE
ca mporpecupaity, J0KaTo ca MMojlydyaBald aHTpaluKINH 0azupana Tepanus. [IspBuuHaTa KpaitHa
Touka 3a epukacHoct e TTP, nokaro BropuuHHTe Kpaitnu Touku 3a egukacHoct ca OS u ORR (CR +
PR), Ga3upaiiku ce Ha kpurepuute Ha EBponelickaTa rpyma 3a KpbBHH M KOCTHOMO3bYHHU
TpancmanTauu (EBMT).

MexauHeH aHaau3, OnpeelieH Mo IpoToko (0asupan Ha 249 TTP cinyuas) npenn3BUKBa
NPEeXIEBPEMEHHOTO NMPHUKIIIOYBAHE HAa POYYBAHETO 110 OTHOILIEHHE Ha epuKracHocTTa. To3n
MeXIUHEH aHanu3 nokassa TTP namanssane Ha pucka ¢ 45% (95% CI; 29 57%, p < 0,0001) mpu

66



NalnyeHTH, JIeKyBanu ¢ komOuHupana tepanusi VELCADE u nermimpan TUN030MeH TOKCOPYOUIHH.
Cpennoto TTP e 6uino 6,5 meceua npu nanuenTure, aexkysan ¢ VELCADE moHoTepanus, B
cpaBHeHHE ¢ 9,3 Mecela npu mareHT! Ha komOouaupana tepanusi VELCADE u nerunupan
JIUTI030MEH JTIOKCOPYOUITHH. Te3u pe3ynraT, Makap 1 HEI'bJIHH, MIPE/ICTaBIIBAT OKOHYATESITHUS
aHanu3, JeUHUPAH 110 IPOTOKOJL.

Kpaitauat ananus Ha OS, npoBezieH 3a MeuaHa Ha npociieAsBaHe 8,6 TOAWHY, He TOKa3Ba 3HaUMMa
pasnuka B OS Mex Iy nBete rpymnu Ha ieuenue. Menuanara Ha OS e 30,8 mecena (95% CI; 25,2—
36,5 mecera) 3a nanuenty Ha MoHoTtepanus ¢ VELCADE u 33,0 mecena (95% CI; 28,9-37,1 mecera)
3a manueHTuTe Ha komOunupana tepanus ¢ VELCADE mitoc nernnupas JIMNO30MeH JOKCOPYOULIMH.

Kombunupana mepanus na VELCADE ¢ dexcamemaszon

[lopanu nuncata Ha npsiko cpaBHenne mexny VELCADE nu VELCADE B xkomOunamnus ¢
JIEKCaMETa30H IPY NAIMEeHTH C IPOrPecUpal] MyJITUIIEH MUEJIOM € MTPOBEeH CTaTHCTUYECKH
MOJIBOMKOB aHaJIM3, C IIJI Ja C€ CPABHAT PE3yJITaTUTE OT pamoTo 0e3 pangpomu3aius Ha VELCADE B
koMOuHanus ¢ gekcameta3oH (Paza Il orkpuro nmpoyusane MMY-2045), cipsimo pe3yaTature,
nosrydeHu oT pameHnara ¢ MoHotepanua VELCADE npu pasnuyHy paHIOMU3HUPaHU IPOYIBAHUS
¢aza 111 (M34101-039 [APEX] u DOXIL MMY-3001) npu chinaTa WHAXKAIHSL.

[To1BOWKOBUAT aHANN3 € CTATUCTUYECKH METOJ, IPH KOMTO MAIllMEHTHTE B rpyIaTa Ha JieueHue (Harp.
VELCADE B koMOuHauus ¢ JeKkcaMeTa3oH) U MaleHTuTe B KouTponHarta rpyna (Hamnp. VELCADE)
ca CpaBHUMH IO OTHOIIICHUE Ha BIUsCIIN (AaKTOPH, Ype3 TOA00p Ha MOAXOISIIHN JBOUKN YIACTHHUIIN B
KJIMHAYHOTO MpoyyBaHe. ToBa cBeX/Ia 10 MUHUMYM €(EeKTUTE OT HAOII0IaBaHUTE H3XOTHH
HECHOTBETCTBUS NIPH OLICHKA HAa €PEKTUTE OT JICUYCHUETO, U3MOI3BalK METOIN Ha He-
paHIOMHU3UPAHU TaHHU.

CTo IBajzieceT U celieM JIBOMKHU OT MOJO0HH MalMEHTH ca OWIM UACHTH(DUIMPaHU. AHATU3BT ITOKa3a
nonoopera ORR (CR + PR) (choTHOmEHHe Ha puck 3,769; 95% CI 2,045-6 947, p < 0,001), PFS
(roedumment Ha prucka 0,511; 95% CI 0,309 0,845, p = 0,008), TTP (xoedunmenT Ha pucka 0,385;
95% C1 0,212 0.698, p=0,001), 3a VELCADE B xomOunarius ¢ aekcamerazon crnpsimoVELCADE
MOHOTEpaIusl.

Hanuuna e orpannucHa nadopmariius 3a nosropHo jeuenue ¢ VELCADE npu naruenTu ¢
PEIUINBUPAT MYJITUILIIEH MUEJIOM.

IIpoBeneno e otkputo, ®aza Il npoyusane MMY-2036 (RETRIEVE) ¢ eqHo pamo, 3a orieHKa Ha
edpukacHoctTa 1 6e3omacHocTTa Ha MoBTOpHOTO JNeuenue ¢ VELCADE. Cto u TpuzaeceT nanueHTu

(> 18 roguHM) ¢ MyITHILIEH MUEJIOM, KOUTO Cca MTOCTUTHAIH IMoHe yacTuieH otroBop kbM VELCADE-
ChABpXKAIIA CXEMA, Ca JIEKYBaHU TOBTOPHO MPHU IPOrPECHUS.

Jleuennero ¢ VELCADE 3anouBa Haii-manko 6 Mecena cieq Kpast Ha IpeaxoaHaTa Tepanus ¢
nocneaHaTa nonocuma 1o3a ot 1,3 mg/m? (n = 93) wm < 1,0 mg/m? (n = 37) u ce npunara B auu 1, 4,
8 u 11 Ha Bceku 3 ceAMUITH B IPOABIIKEHUE HA MAKCUMYM OT 8 IIUKBJIa KATO CAMOCTOSITEITHO
CPEJICTBO WJIH B KOMOHMHAIIUS C JIEKCAMETa30H B ChOTBETCTBHUE ChC CTAHAAPTA HA JICUCHHE.
JekcameTtason e npuiiokeH B komOuHaius ¢ VELCADE nipu 83 naieHTd B [MKBJ 1, KaTO 32 BCUYKH
nukiy Ha moBTopHO Jeuenrne ¢ VELCADE nekcamera3on ca moiy4wid U ome 11 maruenTn.
[IspBuYHaTa KpaliiHa TOYKA € HA-I00PUAT OTBBP/IEH OTTOBOP KbM IIOBTOPHO JI€UEHHUE, OIICHEH
ChIIIacHO KpuTepunte Ha EBporneiickaTa rpymna 3a KOCTHO-MO3b4Ha TpaHcIvianTtaius (European Group
for Blood and Marrow Transplantation, EBMT). O6miara naii-noopa uectora Ha otroBop (CR+PR)
KbM NOBTOpHO JieueHue npu 130 nmarnmentu e 38,5% (95% CI: 30,1, 47,4).

Kinanyna eukacHOCT MpH HeJIEKYBaH MaHTEIHOKIEThYeH JuMdom (MCL)

[poyuBane LYM-3002 e ¢aza I, panmomuzupano, 0TBOPEHO MPOyUBaHE CPABHABAIIO e(hUKACHOCTTA
u Oe3onacHocTTa Ha kKoMOuHanusTa or VELCADE, putykcuma0, muxinodocdamus, JOKCOPYOHLIUH U
npeaan3oH (VcR-CAP; n = 243) ¢ te3u Ha purykcumad, nukiodocdamui, TOKCOpyOUIH,
BUHKpHUCTHH U nipeaun3oH (R-CHOP; n = 244) npu Bb3pacTHU NanMeHTH ¢ HenekyBaH MCL

(Cramuii 11, 11l unu IV). [lauuenture B TepaneBTrnaHOTO pamo ¢ VcR-CAP ca nony4yasamu VELCADE
(1,3 mg/m® na nen 1, 4, 8, 11, auu 6e3 npunoxenue ot 12 1o 21), purykcumad 375 mg/m? i.v. Ha

nen 1; muknodocdamun 750 mg/m? i.v. Ha geH 1; nokcopyOunun 50 mg/m? i.v. Ha neH 1 U npeqHU30H
100 mg/m? nepopanso ot aeH 1 10 aeH 5 mo Bpeme Ha 21-1HeBHUS 1MKEI Ha Jedenne ¢ VELCADE.
Ha manuenTty ¢ oTroBOp TOKYMEHTUPAH 3a 'bPBU BT HA LUKBI 6 ca aJeH! JBa JOMIBJIHUTEIHN
UKBJIa Ha JICUCHHE.
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[IppBHYHaTa KpaifHa TOUKa 3a e(pUKACHOCT € MPEKUBAEMOCT Oe3 Imporpecus Ha 6a3ara Ha OLEHKA OT
Komucusira 3a HezaBucum npernes (Independent Review Committee, IRC). Bropuunute kpaitan
TOYKH BKJIFOUBAT BPEMETO JI0 Iiporpecus (time to progression, TTP), BpeMeTo 10 clieaBalio JeueHue
cpenry mumdowm (time to next anti-lymphoma treatment, TNT), IpoabIDKATETHOCT Ha IepHo 6e3
nedenue (duration of treatment free interval, TFI), obma crenen Ha nmonusBane (overall response rate,
ORR) u mpaen otroBop (complete response, CR/CRu), obmara npexxuBsemoct (overall survival, OS )
Y TIPOJBIKUTEITHOCT Ha OTTOBODP.

Hemorpadckute 1 U3XOIHUTE XapaKTEPUCTUKH Ha 0ojecTTa OOMKHOBEHO ca Ao0pe OanaHcupaHu
MeX]ly IBETE TPYIH Ha JeUeHHe: cpeiHaTa Bb3pacT Ha MalueHTuTe € 66 ronunu,74% ca Mmbxe, 66%
ca ot OsyaTa paca u 32% ca asuatig, 69% OT MalMeHTUTE ca UMAJTH MOJIOKUTEIIEH KOCTHO-MO3bYUCH
acrMpat W/HiIH MOJIOKHUTENHA KOCTHO-MO3buHa Ononcus 3a MCL, 54% ot mauueHTuTe ca uManu
Mexaynaponen [Ipornocriuen Unpeke (International Prognostic Index, IPI) pesyarar > 3, a 76% ca
umaiu 3abomnsBane B ctaauit [V. [IpoasmkurenHocTTa Ha ieueHreTo (cpento = 17 ceMuIm) u
NPOIBIDKUTEIHOCTTA Ha MpociieAsBane (cpeano = 40 Mecerna) ca CpaBHUMH B IBETE TEPANICBTUIHU
pamena. CpenHo 6 LUKbBJIA ca IPOBEJCHU HA NAlMEHTUTE U B IBETE paMeHa Ha JieueHue, karo 14% ot
nanuentute B rpynarta Ha VcR-CAP u 17% ot nanmenture B rpynara Ha R-CHOP ca nmomyuwmmm

2 nOBIHUTENHY UUKBIA. [o-ronsMaTa 4acT OT MalMEHTHTE B IBETE IPYIH Ca 3aBbPIININ
neuyenneto, 80% B rpynara Ha VcR-CAP u 82% B rpynara na R-CHOP. Pe3ynrarure 3a euxacnoct
ca rpeJicTaBeHu B Tabnuma 16:

Tabauya 16. Pe3ynmamu 3a epuxactocm 6 npoyusane LYM-3002

Kpaiina Touka 3a epukacHoct VcR-CAP R-CHOP
n: ITT mauuentn 243 244
IMpexupsiemoct 6e3 nporpecus (IRC)?

Cnoutns n (%)

133 (54,7%)

165 (67,6%)

Cpenno® (95% CI) (mecenn)

24,7 (19,8; 31,8)

14,4 (12; 16,9)

HR®(95% CI) = 0,63 (0,50; 0,79)
p-croitroct < 0,001

CtemneH Ha OTTOBOP
n: ONCHUMU MMATUCHTH 110

OTTrOBOD 229 228

Obw nvaen omeogop 122 (53,3%) 95(41,7%) OR™(95% C1)=1,688 (1,148; 2,481)
(CR+CRu)’ n(%) p-croitroct™ = 0,007

O6uy omzosop (CR+CRu+PR)’ | 211 (92,1%) 204 (89,5%) OR™(95% CI)=1,428 (0,749; 2,722)
n(%) p-croitnoct™ = 0,275

a

6

B®3 ocHoBa Ha onenkara ot Komucusra 3a HesaBucuM nperses (IRC) (camo paanonornyau JaHHH).

OueHkara Ha Koe(HIHEeHTa Ha prcKa ce ocHOBaBa Ha Mojen Ha Cox, crparudunupana no IPI puck u craguii Ha
3abomsBaneTo. KoedumueHT Ha puck < 1 coun mpeaumctBo 3a VcR-CAP.

Bb3 ocHoBa Ha ouenku o Kaplan-Meier 3a crenenTta Ha HPeXUBIEMOCT IIPHU MTPOIYKTA.

Bwb3 ocHoBa Ha Log rank tect, crparudunupas ¢ IPI puck u craguii Ha 3a00I1BaHETO.

Wsnon3sar ce crpatudunmpany Tadmuny Ha Mantel-Haenszel 3a orieHka Ha 00II0TO CHOTHOIIICHUE Ha pUcKa, ¢ [PI
PHICK U cTajus Ha 3a00JIIBaHETO, KaTo cTpaTudukauoHHu Gakropu. CroTHOmeHHe Ha puck (OR) > 1 coun
npeauMcTBo 32 VcR-CAP.

Brurtousa Bcruku CR + CRu, cnopen IRC, kocten mo3bpk u LDH.

P-croitHocT oT xu-kBaapar Tecta Ha Cochran Mantel-Haenszel, ¢ IPI u craaus Ha 3abonsBaHeTO, KATO
cTpaTH(GUKAINOHHU (HAKTOPH.

Brurousa Bcuuku papunosiornuin CR+CRu+PR cniopen IRC, He3aBucuMO aanu € OTBBPAEHO OT KOCTEH MO3bK U
LDH.

CR = IIsnen orroBop; CRu = [Ibyen ortrosop, HenotBbpAeH; PR = Yactuuen orrosop; CI = JloBepurenieH uuTepBai,
HR = Koedunuenr Ha puck; OR = CroTHOmeHue Ha maHcosete; ITT = ['pyna Ha BKIIrouBaHe Ha Teparus

Menunanara Ha IpeXXUBIEMOCT 0e3 Mporpecus Mo NpereHka Ha uscuenonareis e 30,7 mecena B
rpynata Ha VcR-CAP u 16,1 mecena B rpynara Ha R-CHOP (xoedunment na puck [HR] =0,51;

p <0,001). Craructudecku 3HauuMo nogoopenue (p < 0,001) B nosj3a Ha rpynara Ha JISYSHHUE C
VcR-CAP B cpaBuenue ¢ rpynata Ha R-CHOP e nabnronaBano B npogbsikenune Ha TTP (menuana
30,5 copsmo 16,1 mecena), TNT (mexamnana 44,5 ciupsmo 24,8 mecena) u TFI (menuana 40,6 cripsimo
20,5 mecera ). Meauanara Ha MpOABHKUTEIHOCT Ha IIBJIEH OTroBop € 42,1 Mecena B rpymnaTa Ha
VcR-CAP B cpaBuenue ¢ 18 mecena B rpynata Ha R-CHOP. ITpoabbKuTeTHOCTTA Ha TBITHUS
otroBop ¢ 21,4 meceria mo-apara B rpynara Ha VcR-CAP (mexamnana 36,5 mecena cpsimo 15,1 mecena
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B rpynara Ha R-CHOP). Oxonuatennusar ananus Ha OS e HanpaBeH cie]] IEpHoJ Ha IpociesiBaHe ¢
MeauaHa ot 82 Meceua. Meauanara Ha OS e 90,7 mecena 3a rpynara Ha VcR-CAP B cpaBHeHueE C
55,7 mecena 3a rpymnara Ha R-CHOP (HR=0,66; p=0,001). HabmronaBanara kpaiina MeauaHa Ha
pasnukara B OS MexXIy 2-Te TPYIH Ha JedeHue e 35 mecera.

[anuenTy, JIeKyBaH{ IPEIX TOBA 38 aMIJIOWION/103a HA JICKUTE BEPUTH

[IpoBeneHo € oTBOpEHO, HepaHnaoMu3upano dasza I/Il mpoyuBaHe 3a onpe/esHe Ha 0€30IaCHOCTTa U
epuxacnocrta Ha VELCADE npu nanueHTH, JIeKyBaHU IPEeIy TOBA 32 aMHJION03a Ha JIGKUTE
Bepurd. [1o Bpeme Ha mpoy4yBaHETO He ca HaOMI0AaBaHU HOBH ChOOpasKeHHs IO OTHOIIEHHE Ha
6e3omacHoctTa, o-crienuaintHo VELCADE He 060ocTps yBpexXaaHUATa HA TAPTETHUTE OpraHu (CHPILE,
O0BOperm u uepeH npo0). [Ipu u3cnemoBarencku anamus Ha eukacHOCTTa ce choOmana 67,3%
OTroBop (BKIOUHUTENHO 28,6% ITbJIEH OTTOBOP) U3MEPEH 0 XEMaTOJIOTHYeH 0TroBOp (M-1ipoTenH)
npu 49 OLEHEHH MALMEHTH, JIEKYBAaHU C MAKCUMAJIHO JIOIyCTUMMTE JI03K OT 1,6 mg/m? ceaAMHUIHO 1
1,3 mg/m? 1Ba IbTH CEAMMYHO. 3a KOXOPTHTE HA TE3U J03H, KOMOMHMPAHATa €IHOIOIUIIHA
npexussieMoct € 88,1%.

IlennaTpuyna nonyJanus

EBpomneiickaTa areHIus 1o JekapcTBaTa 0CBOOOXKIaBa OT 3aAbJKCHUETO 32 MPEOCTaBsHE Ha
pesynratu ot npoyusanusa ¢ VELCADE BbB BcHUKH NOATPYNH Ha MeAUaTpUYHATA Oy C
MYJITHIUIEH MHUEJIOM U TIPH MaHTEJTHOKIeThueH TuM(poM (BK. Touka 4.2 3a nH(opMarys 0THOCHO
ynorpeda B IeIUaTpusTa).

[Ipoyusane ¢a3za I, c eqHo pamo, 3a aKTUBHOCT, 0€30TIACHOCT U (PapMaKOKHHETHKA, TIPOBEJICHO OT
Children’s Oncology Group, orieHsIBa akTHBHOCTTA ITpH 100aBsiHE HA OOPTE30MHUO KbM
PEMHIYKLMOHHA MOJUXUMHOTEpANys Py MEAUATPUYHN U MIIAAN BB3PACTHU NALUEHTHU C TUM(OUTHH
37I0KayecTBEHH 3a00siBaHus (IIpekypcopHa B-kinerpuna octpa num¢oOnacTHa ieBKeMus [acute
lymphoblastic leukemia, ALL] ¢ T-xnerbuna ALL u T-knetrsuen mumdoodnacteH mumMdom
[lymphoblastic lymphoma, LL]). EdexTrBHa cXeMa Ha peMHAYKIIMOHHA MOTMXUMHOTEPAITUS CE
npunara B 3 biaoka. VELCADE ce npunara camo nipu biok 1 1 2, 3a 1a ce n30ernar noTeHIHaTHA
NPUTIOKPHUBAIIY C€ TOKCHYHOCTH C €JTHOBPEMEHHO MPHIIOKEHUTE JieKapcTBa OT biok 3.

[IsmausT otroBop (CR) e ouenen B kpast Ha biok 1. IIpu B-ALL nauuenTH ¢ penuaus B paMKUTE Ha
18 mecena ot quarHoctuiupaneTo (n = 27) npoueHTsT Ha CR e 67% (95% CI: 46, 84); 4-meceunara
npexuBseMoct 0e3 croutue ¢ 44% (95% CI: 26, 62). [Ipu B-ALL nanueHTH ¢ peluIuB B paMKHUTE Ha
18-36 mecena ot nuarHoctunmpaneto (n = 33) nporertsT Ha CR € 79% (95% CI: 61, 91) u 4-
MecedHaTa MpexxuBsieMocT 0e3 ceoutne e 73% (95% CI: 54, 85). IlpouentsT Ha CR mipu maruenTu ¢
mppBU peunanB npu T-knerbuna ALL (n = 22) e 68% (95% CI: 45, 86) u 4-meceunara
npexuBseMoct 6e3 croutue e 67% (95% CI: 42, 83). OtyereHuTe NaHHH 32 €PUKACHOCT CE CUUTAT 32
HeyOeauTenau (Bxk. Touka 4.2).

140 marmentr ¢ ALL wiu LL ca BKIFOUEHU M OIICHEHH 3a 0€3011aCHOCT; CpeIHaTa Bh3PacT €

10 roguau (ot 1 1o 26). He ca HaOmogaBaHn HOBY CUTHAIH 110 OTHOIIIEHHE HA 0€30MaCHOCTTA MPH
nobassineto Ha VELCADE kbM OCHOBHaTa CTaHAAapTHA XMMUOTEPAITUS TP NleInaTpruiHa
npexkypcopHa B-knerpuna ALL. Crnegaure HexxenaHu jgekapcTBeHH peakiuu (CremneH > 3) ce
HaOII0]aBaT C TIO-BUCOKA YECTOTA MPH TeparneBTh4YHa cxema, BkiouBama VELCADE, B cpaBHeHHe ¢
PETPOCIEKTUBHO KOHTPOJIHO POYYBAHE, TPH KOETO OCHOBHATA CXEMa CE MpHJIara CaMOCTOSITENTHO: B
brnok 1 nepudepna cenzopna mepponarus (3% crapsmo 0%); uneyc (2,1% crpsmo 0%); XUITOKCHS
(8% cropsimo 2%). Hsima nudopMalus 3a Bb3MOXKHH ITOCIICACTBHS WM 32 TEMIIOBETE Ha Pa3BUTHUE Ha
nepudepHa HeBponaTus B ToBa poyusaHe. HabnronaBana e mo-Bucoka 4ectora Ha HH)EKLIUHN ChC
Crenen > 3 neytponenus (24% crupsamo 19% npu bnok 1 1 22% crpsimo 11% npu brok 2), noBuiena
ALT (17% cnpsimo 8% nipu Biiok 2), xunokanuemust ( 18% copsimo 6% mipu biiok 1 1 21% crpsimo
12% npu bnok 2) n xunonarpuemus (12% copsimo 5% npu biok 1 u 4% copsmo 0 npu biok 2).
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5.2 ®apmMakoKWHETHYHH CBOJCTBa

AOGcopOuus
Crnieq1 MHTPaBEHO3HO GOMTyC MpUIoKeHue Ha 1034 oT 1,0 mg/m? u 1,3 mg/m? Ha 11 nanuenTy ¢

MYJTHIUIEH MHUEJIOM U CTOMHOCTH Ha KPeaTHHUHOBHUS KIUPBHC MO-BUCOKU OT 50 ml/min, cpennute
MaKCHMaJIHU IJIa3MEHH KOHLEHTPALUH cie]l TbpBaTa 103a 60pTe30Mub ca Omiim ChbOTBETHO 57 U
112 ng/ml. [Ipu nocneaBaiy 1034, HaOIOAaBaHATa CPEAHA MAKCUMAITHHU TUIA3MEHU KOHIICHTPALIUH
2 2
Bapupart ot 67 1o 106 ng/ml 3a go3a ot 1,0 mg/m* u ot 89 no 120 ng/ml 3a no3a ot 1,3 mg/m".

IIpu npuIOKEHKUE HA UHTPABEHO3HA GOIYC MITH TTOKOKHA HEKEKIMA OT 1,3 mg/m’ npu nanuenTn ¢
MyJTHUIUIEH MuenoM (n = 14 B rpymnaTta Ha MHTPaBEHO3HO IIpUJIoXKeHue, n = 17 B rpymaTa Ha
MOJIKOKHO TPUIIOKEHKE), 00IIaTa CUCTEMHA eKCIO3ULMs ciie MHOrokpaTHO fo3upane (AUC ) e
€/IHAKBa TPH MMOJIKO)KHOTO U MHTPAaBEHO3HOTO Mpuiiokenue. Ciel| moaKoKHO MpriokeHue Cmax
(20,4 ng/ml) e mo-HKICKa OT Ta3W NPU UHTPABEHO3HO MpuiiokeHue (223 ng/ml). ['eomeTpuinaTa
cpenna croitHoCT Ha AUC . € 0,99, a 90% noseputennu untepBanu ca B rpanunute 80,18% -
122,80%.

Pasnpenencuue
Cpennusar o6em Ha paznpezenenue (Vq) Ha 6oprezomud Bapupa ot 1 659 1 1o 3 294 | cnen

€IHOKPATHO WJIM MHOTOKPATHO MHTPABEHO3HO MPUIOkKEHUe Ha 103a 1,0 mg/m? mmu 1,3 mg/m? npu
NAIMEHTH C MYJITHIJICH MUeTIoM. ToBa 03Ha4aBa, ue 00pTe30MHO ce pasnpe/ens IMUPOKO KbM
nepudepHute Thkanu. [1pu KoHneHTpanuu Ha 6opTe3omMud Han nuanazona 0,01 mxo 1,0 pg/ml
CBBP3BAHETO 71 Vitro ¢ MIA3MEHHUTE MTPOTEHHHU € cpenHo 82,9% 3a doBemika miazma. Opaxiusara Ha
0opTe30Mu0, CBbp3aHa ¢ TIA3MEHUTE MTPOTEUHH HE € 3aBUCHMa OT KOHI[CHTPAIUATA.

Buorpanchopmaris

[IpoyuBanus in vitro ¢ 4oBEMKH YepHOAPOOHH MUKpO30oMH 1 YoBelku c/JHK-ekcripecupanu
uToxpoM P450 u3oeH3uMu MmokasBar, ye 00pTe30MHO ce METa0OIM3Upa IJIaBHO OKCUIATHBHO Upe3
uToxpoM P450 ersumu, 3A4, 2C19 u 1A2. OcHOBHHSAT MeTaOOIIMTEH ITBT € JeOOpOHM3AIHS U
(dhopMupaHe Ha J1Ba 1cO0OPOHU3UPAHU META00IMTA, KOUTO B IMOCJICJACTBHE MPETHPIISIBAT
XUAPOKCHIIUPAHE 10 HAKOJIKO MEeTa0ouTh. JleOopoHn3upaHuTe METabOoJUuTH Ha OOpPTE30MHUO ca
HEaKTUBHU KaTo 26S MpOTE030MHH HHXHOUTOPH.

EnumMunupane
CpeHUAT eNMMUHAIIMOHEH TTOTYKUBOT (t1,2) Ha OOPTE30MHUO CIie ] MHOTOKPATHO TIPHJIaraHe Bapupa oT

40 no 193 yaca. boprezomu6 ce enuMHUHUpPa O-0BP30 ClIe] IbpBaTa J03a B CPABHEHUE ChC
cieapamute 103u. CpeqHuaT ToTajeH TeneceH KkmpbHC € 102 u 112 1/h cnen nmpusarane Ha mbpBa
7103 IIpy 1034 ¢hoTBeTHO 1,0 mg/m? u 1,3 mg/m? u Bapupa ot 15 10 32 /h u ot 18 mo 32 I/h, cnex
TOCIIEBANIO TIPUJIArate Ha 1034 choTBeTHO 1,0 mg/m? u 1,3 mg/m?.

Crenyaiiy monyJaiun

Yeproopobro yepedxcoane

EdexTsT Ha 4epHOIPOOHOTO yBpekIaHe BbPXY (hapMaKOKMHETHKATa Ha OOPTE30MHUO € OIIEHEH B
npoyuBaHe ¢asza I mo BpeMe Ha IbpPBHUS TEPANICBTHYUCH IIMKBJI, BKIFOUBAIIO 61 MallMeHTH MPEAUMHO
ChC COJIMIHM TYMOPH U pa3lIivHA CTETICH Ha YePHOAPOOHO yBpEXKIaHe, MPH 103U O0pTe30MHO MEXTY
0,5 o 1,3 mg/m>.

B cpaBHeHue ¢ manyeHTHTe ¢ HopMaliHa YepHOAPOOHa QYHKIIUS, JEKOTO YEPHOAPOOHO YBPEXKIaHE HE
npomeHs 1030- Hopmanuzupanara AUC Ha OopTte3omu0. Berpeku ToBa, cpeJHUTE CTOWHOCTH Ha
no3zo-Hopmanuzupanata AUC ca ce moBummig ¢ okono 60% mpu manueHTH ¢ yMEPEHO 10 TEKKO
4epHOAPoOHO yBpexkaaHe. [lo-HuCKa HavaHa J103a ce MpenopbyBa MPH NaUEHTH C YMEPEHO JI0
TEXKO YepHOAPOOHO yBpEKIaHE, KATO TE3U MALMEHTH TPAOBa CTPUKTHO J1a Ce MpociensBaT (BxK.
Touka 4.2, Tabnuima 6).
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bvbpeuno yspeocoane

DapMaKOKHHETUYHO MPOYYBAHE € MPOBEXKIAHO MPH MALMEHTH C Pa3IMYHU CTENICHH Ha ObOpedHo
yBpEeXKIaHe, KOUTO ce Kiacu(GuIupar cho0pa3HO TEXHUTE CTOWHOCTH HA KPEATUHUHOBUS KITUPBHHC
(CrCL) B cnemuuTe rpymnu:

Hopmanno (CrCL > 60 ml/min/1,73 m?, n = 12), nexo (CrCL = 40-59 ml/min/1,73 m?, n = 10),
ymepeno (CrCL = 20-39 ml/min/1,73 m?, n = 9) u texko (CrCL < 20 ml/min/1,73 m?, n = 3). I'pyna
MUATN3UpaHy MAMEHTH, KOUTO ca JO3UPAHHM CIIe Thajin3a, ChII0 ¢ BKIIOYEHA B IPOyYBaHETO (n = 8).
Ha narnuenture ca npuiiarand uHTpaBeHosuu 1o3u ot 0,7 mo 1,3 mg/m? VELCADE nBa nbtu
cenmuuHo. Excriosunusta Ha VELCADE (no3a-nopmanuzupanu AUC U Ciax) € CpaBHUMA BBB
BCUYKH TPpYIH (BX. TOUKa 4.2)

Bw3pacm

dapMakoOKMHETHKATa Ha OOPTE30MHUO ce orpees ciael 00IyC HHTPABEHO3HO MPUIIOKECHUE JIBA IIBTH
CeIMUYHO B 1031 110 1,3 mg/m? na 104 neauatpuuny nauuentu (2-16 rogunn) ¢ octpa
mumdobmactHa neBkemus (ALL) wmu octpa muenonnna neskemus (AML). Bb3 ocHOBa Ha
NOITyJIAIMOHEH (PapMaKOKUHETHYCH aHaJIn3, KIMPBHHCHT Ha OOPTE30MHO ce TOBHUILABA C yBEIMYaBaHE
TUIoIITa Ha TenecHaTta moBbpxHOCT (BSA). Cpennus reomerpuuet (% CV) KIUpBHC €

7,79 (25%) I/hr/m?, 0GeMbT Ha pasnpeeNeHre NPU CTAMOHAPHO cheTosiHue € 834 (39%) I/m? n
CIIMMUHAIUOHHUAT NOIy>XuBOT € 100 (44%) uaca. Cnen xopurupane Ha BSA edekra, npyru
nemorpadcku JaHHH, KaTO BB3PacT, TEJIECHO TETJIO U TIOJ HAMAT KJIMHUYHO 3HAYUMHU e(DEKTH BHPXY
KIMpbHCA Ha 60pTe30MUO. BSA-kopurnpaHusT KIupbHC Ha OOPTE30MHUO MPU TIETUATPHYHH NAUEHTH
e nmono0eH Ha TO3H, HAOJII01aBaH MPH BH3PACTHH.

5.3 IlpeakJMHUYHU JAHHM 32 0€30MACHOCT

Bopre3zoMub € monokuTesneH 3a KIacTOreHHa aKTUBHOCT (CTPYKTYpHH XpPOMO30OMHH abepalnun) mpu in
Vitro Ipoy4BaHe 3a XpOMO30MHU a0epalyu ¢ KJIETKU OT SHYHUK Ha kuTaiicku xamctep (CHO) mpu
KOHIICHTpAIMK OT Mopsibka Ha 3,125 pg/ml, KosATo ¢ Hal-HUCKaTa OlICHSIBaHA KOHIICHTPALIVSL.
Boprezomub He € TeHOTOKCHYEH, IPH i1 Vitro IPOy4YBaHE 32 MyTareHHOCT (Ames TeCT) | in Vivo
MUKPOHYKJIEYCEH TECT MPU MHILIKH.

[IpoyuBanus 32 TOKCHYHOCT Ha Pa3BUTHETO NPH ITHXOBE M 3alIIM ca [oKa3aau eMOpro-deranHa
CMBPTHOCT TIPH 103H, TOKCUYHH 33 MaiKarta, HO JIMIICA HA IUPEKTHA eMOpHO-(eTasHa TOKCHYHOCT
TIPY JIO3M I10JT TOKCHYHUTE 3a MaiikaTa. [IpoyuBanus 3a GepTUIMTET HE ca MPOBEXKIAHHU, HO €
M3BBPIICHA OLICHKA Ha PENPOAYKTUBHHUTE ThKaHH, IIPH IIPOYYBAHUATA 3a 001112 TOKCUYHOCT.
HabmionaBanu ca nereHepaTuBHU €(DEKTH BbPXY TECTUCHUTE U SHUHUIMTE MPH 6-MECEYHO MPOyYBaHE
NPY TUTHXOBE. 3aTOBA € BEPOSITHO OOPTE30MHO J1a UMa MOTEHIIMATHHA €)EKTH U BbPXY MBKKHUS H
xeHckH QeprunuteT. [IpoyuBanus Ha TIEpU- U MOCTHATATHOTO Pa3BUTHE HE Ca MPOBEXK/AHH.

[Ipu MyATHIUKINYHY IPOYYBAHUS 32 001112 TOKCHYHOCT, TIPOBEJICHHU C IUTHXOBE U MaliMyHH,
OCHOBHMTE IPULIEITHU OPraHU BKIIFOUYBAT CTOMAIIHO-YPEBEH TPAKT, KOETO JOBEX/A JO OBPBILIAHE
W/WITK TUapusl, XeMOTIOETHYHA 1 TMM(HA ThKaHU, BOACLIO 10 LIMTONECHUH B niepudepHaTa KpbB,
aTpodus Ha MMMpoNIHATA THKAH U XUIIOLETYJapHOCT B XEMOIIOETUYHUS KOCTEH MO3BK, epudepHa
HeBporaTHs (HaOojaBaHa Py MaliMyHH, MUIIIKK B Ky4eTa), 3acsraiia aKCOHUTE Ha CEH30pHHUTE
HEpBU U JIEKU IPOMEHH B ObOpenuTe. Bcnuku Te3u TapreTHH OpraHu ca MoKa3aid YaCTHYHO /0 IIBJIHO
BB3CTAHOBSIBAHE CJIC] CIIUPAHE HA JICUCHUETO.

Ha 6azaTa Ha nmpoy4yBaHHs TIPU JKUBOTHH, aKO UMa HIKAKBO ITPeMUHaBaHe Ha OOpTE30MUO Tpe3
KPBbBHO-MO3bYHATa Oapuepa, TO U3IJeKIa € OrpaHUICHO, U 3HAYMMOCTTa MY IIPH XopaTa €
HEU3BECTHO.

DapMaKoIOTHYHU ChPIACYHO-ChIOBU H3CIeIBAHHA 32 0€30IIaCHOCT, MPOBEIEHH TP MaMYyHH H
KydeTa [OKa3BaT, Y MHTPABEHO3HH JI03H, IPEBUILABAIIY IPUOIN3UTETHO IBA A0 TPU I'BTH
NpEnopbYBaHaTa KJIMHAYHA 103a B Mg/m?, ca CBBP3aHy C MOBHINABAHE HA ChP/IEYHATA YECTOTA,
MOHIKaBaHe Ha KOHTPAKTHIINTETA, XUIOTEH3M U CMBPT. [IpH KyueTa MOHMKaBaHETO Ha ChPACYHHUS
KOHTPAKTWINTET U XUIIOTCH3UATA €A CBBP3aHU C OCTPO BBbBEXKAHE HA MOJIOKUTEITHA HHOTPOITHH WIIH

71



npecopHu areHTH. OCBEH TOBa, IPU U3CJICABAHUATA ITPH KydeTa ¢ Onio HaOIroaaBano ciabo
yBenuuaBaHe Ha HopMmanHug QT-unrteppai.

6. DOAPMAIIEBTUYHHU JAHHU

6.1 Choucbk Ha NOMOIIHHUTE BElIECTBA

Manwuton (E 421)
A3zot

6.2 HecbBMEeCTHMOCTH

To3u nekapcTBEeH NPOAYKT He TPsIOBa Jla ce CMECBa ¢ APYTH JIEKAPCTBEHU MIPOAYKTH, C U3KJIIOUECHUE Ha
IIOCOYEHHUTE B TOUKA 6.6.

6.3 Cpok Ha roaHOCT

Hepasneuaran dakon
3 roguHU

Crnen pasTBapsHe:

Pa3TBOpBT TpsiOBa Aa ce n3non3Ba He3a0aBHO clie]l IPUToTBsHE. B ciryyaii, ue He ce u3mon3pa
He3a0aBHO, TIEPHOABT HA M3IIOJI3BAHE U YCIOBUATA 33 ChXpaHEHUE MPeH yrnoTpeda ca OTTOBOPHOCT
Ha notpedurens. Jlokazana e o6ade xuMuiecka 1 (pu3nvecka CTabMIHOCT Ha MIPUTOTBEHHUS Pa3TBOP,
3a 8 yaca npu Temmeparypa 25°C, npu cbXpaHeHHE B OPUTHHATHUSA (IIAKOH W/UIIM CIIPUHIOBKA.
OO0m0TO BpeMe Ha ChXpaHEHUE Ha pa3TBOPEHUS JICKAPCTBEH NMPOIYKT He TPAOBa /la HA/IBHIIaBa 8 yaca
Npey puiaraxe.

6.4 Crhenuananm ycjaoBHs Ha ChbXpaHeHHe

[a e ce cpxpansaBa Hax 30°C.

CoxpansiBaiiTe (1akoHa BbB BTOPUYHATA KaAPTOHEHA OIIAKOBKA, 3a Jla Ce MPEe/Ia3y OT CBETIIMHA.
3a yCclIoBHATA HA CbXpaHEHUE CIEN Pa3TBapsHE Ha JEKapCTBEHUS MPOIYKT, BHXKTE ToUKa 6.3.
6.5 Bwuau chabp:kaHue HA ONAKOBKATA

®nakon 10 ml ot cTbkII0 THIT 1 ¢he CHBa OpOMOOYTHIIOBA 3aITyIlIANIKa U aTyMHHHAEBA OOKATKa C
THMHOCHHS Karadka, Chbpkani 3,5 mg 6opTe30Muo.

®DakOHBT € MOCTABEH B MPO3payHa OJUCTEPHA OMAKOBKA, ChCTOSINA CE OT THE3/0 ¢ Kanak. Beska
OIMaKoBKa chAbpka 1 (piakoH 3a eqHOKpaTHa yroTpeoda.

6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH U3XBbPJIsiHe H padoTa

OO0 npena3sHy MepKku

Boprezomun6 e nuroTokcHYeH NpoayKT. 3aToBa 1o Bpeme Ha pabota ¢ VELCADE u npurotssiHeTo My
e HeoOxoMMo ToBUIIIeHo BHUMaHue. [IpenopryBa ce, ynorpedaTa Ha pbKaBHIU H APYTO 3AIIUTHO
00JIEeKJIO 3a Mpena3BaHe OT KOHTAKT ¢ KOXKaTa.

Io Bpeme Ha pabota ¢ VELCADE Tpsi6Ba CTPUKTHO J1a c€ ClIa3Ba aceNTHYHA TEXHMKA, Thil KaTo TOH
HE ChIbprKa KOHCEPBAHT.

Wma caydan c daTanen u3xoa Npu HEMPEIHAMEPEHO HHTPATEKAIHO MPUIIOKEHHE Ha
VELCADE.VELCADE 1 mg npax 3a WHXXEKIIHOHEH pa3TBOp € CaMoO 32 HHTPABEHO3HO MPHIOKEHHE,
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nokato VELCADE 3,5 mg nmpax 3a HHKEKIMOHEH pa3TBOP € 32 MHTPABEHO3HO WIN NOJKO0KHO
npunoxenne. VELCADE ne Tps0Ba na ce npuiiara MHTpaTeKailHo.

WHCTpYKIINY 32 TPUTOTBSHE
VELCADE tpsiOBa na ce pa3rBaps OT MEIUIIMHCKH CIICLIHAIIHCT.

Humpasenosna unoicexyus

Bceku ¢uakon ot 10 ml VELCADE TtpsioBa BHUMaTENHO 12 ce pa3TBOPH ¢ 3,5 ml HHXEKIHOHEH
pa3TBop Ha HaTpueB xaopua 9 mg/ml (0,9%), kaTo ce n3MON3Ba CIIPUHIIOBKA € MOAXOII pa3mep, 0e3
Jla ce OTCTpaHsIBa 3amyliankara Ha ¢uiakoHa. JInohuimm3npaHusT mpax ce pa3rBaps HaIll'bJIHO 32 I10-
MAJKoO OT 2 MUHYTH.

Cren npurotssine, Bceku ml pa3tBop chabpxa 1 mg 6opresomud. [IpurorBeHusT pa3TBoOp € OUCTHP U
OesnBeTeH, ¢ kpaitno pH ot 4 10 7.

[penu npusnoxeHue pa3TBOPHT TPSIOBa J1a ObJie BU3YAIHO MPETJieiaH 3a HATMYME Ha BUIUM YacTHIH
Y IPOMSTHA B 1IBeTa. AKO ce HaOIioJaBa HIKAaKBa IPOMSHA B [IBETA WM BUIUMH YaCTHIIH,
NPUTOTBEHUSAT Pa3TBOP TPsAOBa Ja ce U3XBBPIIH.

Tlookoorcna unoicexyust

Bcexu ¢nakon VELCADE ot 10 ml tpsiOBa BHMMaTeNHO 11a ce pa3TBopH ¢ 1,4 ml nHkeKmoHeH
pa3TBOp Ha HaTpueB xyopu 9 mg/ml (0,9%), kaTo ce U3MoJI3Ba CIPUHIIOBKA C ITOAXOIAI pa3mep, 0e3
Jla ce OTCTpaHsBa 3amyliankara Ha ¢uiakoHa. JInohuimm3npaHusT mpax ce pa3rBaps HaIll'bJIHO 32 I10-
MAaJIKO OT 2 MUHYTH.

Cnen pasrBapsine Bcekr ml pa3TBop chabpika 2,5 mg 6opre3omMud. [IpuroTBeHUST pa3TBop € OUCTHp U
OesuBereH, ¢ kpaitno pH ot 4 1o 7. [Ipenu npunoxxeHne pa3TBOPHT TPsiOBa j1a Obj1e BU3YaTHO
nperieia 3a HaIM4re Ha BUAMMH YacTUIM U IPOMSHA B IBeTa. AKO ce HaOmoJaBa HAKaKBa IpOMsHA
B IIBETa MJIM BUJUMHU YACTHLH, IPUTOTBEHUAT Pa3TBOP TPAOBA [1a c€ U3XBBPIIH.

H3xBBpasiHe
VELCADE e camo 3a eqHOKpaTHa yrioTpeda

Hewusnon3sanusar JICKapCTBCH MPOAYKT WM OTHAABYHUTEC MAaTCPpUATIN OT HETO Tpr6Ba Ja ce

HU3XBBPJIAT, B CbOTBETCTBUEC C MCCTHUTC N3MCKBaHU.

7. MNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

JANSSEN-CILAG INTERNATIONAL NV

Turnhoutseweg, 30

B-2340 Beerse

benrus

8. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/04/274/001

9. JATA HA IPBO PA3SPEINABAHE/TIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha BPBO pa3pelaBaHe 3a ynorpeda: 26 ampuia 2004

[ara na nocnenxo noxHossiBane: 10 suyapu 2014

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

73



[MoapoOua nHpOpMAaIKs 3a TO3W JEKapCTBEH NPOIYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIys 1o JieKapcTBaTa http://www.ema.europa.eu.
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HNPUJIOKEHHUE I1

MPOU3BOUTE.], OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIN

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. TIPOMU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKXJABAHE HA ITAPTUIHN

HMe u aapec Ha MPOU3BOAMTENSA, OTTOBOPEH 3a 0CBOOOIK/IaBaHe HAa MAPTHIAUTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

b. YCJIOBHUA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexkapcTBEHUSAT MPOYKT C€ OTITyCKa 110 OTPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenne I:
Kpatka xapakTepucTika Ha MPOAYyKTa, ToUKa 4.2).

B. JAPYI'M YCJIOBUSI U UBUCKBAHUSA HA PASPEILIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3upaHu aokjaaau 3a oezonacuoct (IIA/IB)

M3uckpanusTa 3a nojgasane Ha [TAJIb 3a To3u JeKapcTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentHute natu Ha EBponetickus cpro3 (EURD cruchk), npeasuzacH B wi. 1078, ait. 7 ot
Hupextusa 2001/83/EO, u BbB BCHUKHU CIICABAIIN aKTyaIN3allH, ITyOJUKYBaH! HA €BPOICHCKUS
yeOropTal 3a JeKapcTBa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

. ILnaun 3a ynpasJjienue Ha pucka (ITYP)

[MpurexarensT Ha pa3penienuero 3a ynorpeda ([IPY) TpsOBa na u3BbpIIBA UBUCKBAHHUTE JICHHOCTH
JIECTBUS, CBBP3aHH C IPOCIIE/sIBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 0J00peHus [TYP,
npezacraBed B Moay 1.8.2 na Paspemennero 3a ynorpeda, KakTo ¥ BbB BCHUKH CJIeIBAIIN OZ00pEeHN
akTyanu3anuu Ha [TYP.

Axrtyannsupas I[IYP ce nogasa:

° 1o uckaHe Ha EBpomnelickaTa areHIus 1o JeKapcTBara;

° BHHATH, KOTATO CE U3MEHS CUCTeMaTa 3a yIpaBJeHUE Ha PUCKa, 0COOCHO B pE3yiTar Ha
MoJTyJyaBaHe Ha HOBa MH(OPMAIHS, KOSTO MOXKE Ja JOBEJIE 10 3HAYNMH MPOMEHH B
CHOTHOIICHHUETO I0JI3a/PUCK, HITH CJIE JOCTUTaHe Ha BayKEH eTall (BbB BPh3Ka C MPOCIISAIBaHe
Ha JIeKapCTBeHaTa 0€30IaCHOCT MJIM MUHUMHU3HUPAHE Ha PUCKA).
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INPUJIOKEHUE I11

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS, VELCADE 1 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

VELCADE 1 mg npax 3a HHXEKIIMOHEH pa3TBOP
oopTe3omMutd

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceku ¢uakon cpappka 1 mg 6opre3oMud (KaTo MaHUTOI OOPOHOB €CTE).

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

Manwuton (E421), azot

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

[Ipax 3a MHKEKIMOHEH PAa3TBOP
1 ¢pnakon

| 5. HAYMH HA IPIJIATAHE M MbT(MIIA) HA BBBEXKIAHE

[Ipenu ynotpeda mpoyereTe JIUCTOBKATA.

CaMo 32 MHTPaBEHO3HO MPHJIOKEHUE

3a enHOKpaTHA ymoTpeoda.

Jla He ce mpwtara 1o IpyTH MIbTHINA.

HnuTpaBeno3Ho npuioxkenne: Jlodasere 1 ml 0,9% HaTpueB xJiopu 3a MPUroTBsiHE HA 1 mg/ml
KpaiiHa KOHIICHTpaI¥sl.

6. CHELNUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

HUTOTOKCHUYEH. Cnenuanau yka3anus 3a padorta

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la He ce cpxpansaBa Hax 30°C.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa c€ IPEANa3u OT CBETIMHA.

10. CHELOUAJIHU NPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Bcsko Hen3moa3BaH0 KOJIUYECTBO MU OCTAThK Tp$[6Ba Ja 6’5)16 N3XBBPJICHO B CbOTBETCTBUC C
MCCTHHUTEC U3UCKBAHUA.

11. HME U AJPEC HA IIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/04/274/002

13. NAPTHUIEH HOMEP

ITaptuna:

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHoBaHME A2 He ce BKIOUM HH(opMarus Ha bpaiinosa a3Oyxka.

‘ 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOD

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKAT MAJIKUTE EJIJUHUYHU
II'bPBUYHU OITAKOBKH

®JIAKOH VELCADE 1 mg

1. HUME HA JIEKAPCTBEHUS ITPOAYKT U I'BT/MIA HA BbBEXKJIAHE

VELCADE 1 mg npax 3a HH)XEKIIMOHEH pa3TBOP
o6opTe3oMusd
CaMo 32 MHTPaBEHO3HO MPHIJIOKEHUE

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

1 mg

‘ 6. Apyro
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS, VELCADE 3,5 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

VELCADE 3,5 mg npax 3a HHXEKIHOHEH pa3TBOp
oopTe3omMutd

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceku ¢uakon cpappka 3,5 mg 6opTe3oMu0 (KaTo MaHUTON OOPOHOB €CTED).

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

Manwuton (E421), azot

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

[Ipax 3a MHXEKIHMOHEH Pa3TBOP
1 ¢pnakon

| 5. HAYMH HA IPIJIATAHE M MbT(MIIA) HA BBBEXKIAHE

[Ipenu ynotpeda mpoyereTe JIUCTOBKATA.

Camo 32 TIOZIKOXKHO WJIM UHTPABEHO3HO MPHIIOKEHHE.

3a enHOKpaTHA ymoTpeoda.

[a He ce mpuiiara o Apyry IbTHUILA.

Moaxo:xuo npuioxkenne: nodasere 1,4 ml 0,9% HaTpreB Xiopu[ 3a MPUTOTBsHE Ha 2,5 mg/ml
KpaiHa KOHLCHTPALHSL.

HNuTpaBeno3Hno npuioskenue: nodasete 3,5 ml 0,9% Hatpues xnopua 3a npurorssse Ha 1 mg/ml
KpailHa KOHIIEHTpAaIusl.

6. CIHEHUAJIHO ITPEAYHPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT IOTJIEJA U TOCEI'A HA TELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 3a JeTa.

‘ 7. APYI'U CHEIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

HUTOTOKCHUYEH. Crennanau yka3aHus 3a pabota

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la He ce cpxpansaBa Hax 30°C.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa c€ IPEANa3u OT CBETIMHA.

10. CHELOUAJIHU NPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Bcsko Hen3moa3BaH0 KOJIUYECTBO MU OCTAThK Tp$[6Ba Ja 6’5)16 N3XBBPJICHO B CbOTBETCTBUC C
MCCTHHUTEC U3UCKBAHUA.

11. HME U AJPEC HA IIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30

B-2340 Beerse

benrusa

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/04/274/001

13. MAPTHUIEH HOMEP

ITapTuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHMe 12 HE ce BKIOUYM HH(popManus Ha bpaiinosa a3dyka

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOH VELCADE 3,5 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U ITbT(MLIA) HA BBBEXK/IAHE

VELCADE 3,5 mg npax 3a HHXEKIIMOHEH pa3TBOP
o6opTe3oMusd
CaMo 3a MOAKOKHO WJIM MHTPABEHO3HO MPUIIOKEHHE.

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

3,5mg

‘ 6. Apyro

Camo 3a eHOKpaTHa ynotpeda
[a He ce nmpunara no Apyrv nbTUIIA.

[onkoxxHo npunoxenue: godasere 1,4 ml 0,9% HaTpues xnopua 3a NpuUroTBsiHe Ha 2,5 mg/ml kpaiina
KOHIICHTpAaIHsL.
WnTpaBeno3Ho npunoxenue: godasere 3,5 ml 0,9% HaTpues xnopua 3a npurorssue Ha 1 mg/ml

KpaﬁHa KOHOCHTpANH.

Ja He ce cpxpansBa Hajx 30°C. CexpansBaiiTe (iakoHa B KapTOHEHATa OTMIAKOBKa, 3a Jia ¢e Ipe/na3u
OT CBETJIMHA.

O6enu TyK
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b. IUCTOBKA
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JIncroBka: nuH(popManus 3a NOTpedUTENA

VELCADE 1 mg npax 3a MHKeKIIHOHEH Pa3TBoOp
oopte3omud (bortezomib)

IIpoueTeTe BHUMATEIHO ISLJIATA JIUCTOBKA, MPEIM 1 3aM04YHeTe 12 U3M0J3BaTe TOBA

JIEKAPCTBO, Thil KATO THA ChABbP:Ka BaxkHa 3a Bac nndgopmanus.

- 3anaszere Ta3u JUCTOBKA. MoOXe J1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMare HIKaKBH JOMBIHUTEIHA BBIPOCH, TonuTaiiTe Bamms nexkap uinn gapmarieBt.

- AKO MOoTy4YuTe HIKAKBU HEXXEJIAaH! JICKAPCTBEHH PEaKIINH, yBeoMeTe Bammst iekap uim
(hbapmarieBT. ToBa BK/IFOYBA M BCUYKH BH3MOXKHH HEXKEJIAHU PEaKI[UK, HCOMCAHH B Ta3U
JIMCcTOBKA. BrokTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA:

Kaxso npencrasnsBa VELCADE u 3a kakBo ce H3M0/13Ba
Kaxkso Tpsa6Ba na 3Haere, npeau Aa uznomsBare VELCADE
Kak ga m3nonssare VELCADE

Bb3M0XXHU HEKETaHU peaKklnu

Kaxk na cexpansBate VELCADE

ChappikaHue Ha ONAKOBKAaTa U AOIBJIHUTEIHA HH(pOpMALIKs

AR S e

1. Kaxkgo npeacraiasasa VELCADE u 3a kakBo ce u3noj3Ba

VELCADE cbabpxa akTHBHOTO BEILIECTBO OOPTE30MHO, HApHUYaH OLle “IpoTea3oMeH HHXUOUTOP” .
[IpoTeazomure urpasT BaxkHa poJisi 3a KOHTPOJIa Ha KJIeThyHaTa PyHKIHS U pacTex. bopTesomud
MOYe J]a YHHII0XH TYMOPHHTE KIIETKH Ype3 HaMeca B TSAXHATa (QYHKITUSL.

VELCADE ce u3nosnsBa 3a JiedueHHe Ha MYJITHIIEH MUEJIOM (PaK Ha KOCTHHUSA MO3BK) MPH MallUEHTH

Haj 18-roauiHa BE3pacT:

- CaMOCTOSITEITHO HJIM B KOMOMHAITUS C JIeKapcTBaTa NMErHIMpaH JIUITO30MEH JIOKCOPYOUITHH HITH
JeKCaMeTa30H MpH MALMEeHTH, 3200JIBaHETO HA KOUTO CE € BJIOLIIIO (IIPOrpecHpao) ciexn
M0JTy4aBaHE Ha MIOHE €1Ha IPEUIIIHA TepaneBTHYHA JIMHUA U IIPU KOUTO TPaHCIUIAaHTALUATA Ha
XEMOTIOETHYHH CTBOJIOBH KIIETKH He € OnIia yCIelnrHa Wid He € MOAXOsIIA.

- B KOMOHMHAIH € JIeKapcTBaTa MendaiaH U IpeAHNU30H, IPH MALUEeHTH, 3a00JI1BaHETO HA KOUTO
HUKOTa HE € JEKYBAaHO M Ca HEMOAXO AN 32 BUCOKOI030Ba XUMHUOTEPAIUS C TpaHCIIIaHTalUsA
Ha XEMOTIOETUYHU CTBOJIOBU KJIETKH.

- B KOMOHMHAIIUS € JIeKapcTBaTa JEKCaMeTa30H WK JEKCaMeTa30H 3ae{HO C TATUJIOMHU/, PU
NalKeHTH, 3a00I1BaHETO HA KOUTO HE € JIEKYBaHO IPEAX TOBA M PEAX Aa MOIydaT
BHCOKO/I030Ba XUMHOTEPAIHs C TPAHCIUIAHTAIUS HA XeMOIIOETUYHH CTBOJIOBH KIJIETKH
(MHIyKIITMOHHO JICUEHHE).

VELCADE ce u3nosnsBa 3a JiedeHue Ha MaHTEITHOKIEThbUCH TUM(OM (B pak, 3acaramnl JUMQHUTE
BB3JIM) MIPU MAIIUEHTH Ha BB3pacT 18 rouHN UK Mo-Bb3pacTHH, B KOMOMHAIIUS C JIeKapcTBaTa
puTykcumao, muknodochamMu, JOKCOpyOHIMH U NPEAHN30H, TIPH MALUEHTH, 3a00JIIBaHETO Ha KOUTO
HE € JIEKyBaHO NPEeAy TOBa U IPHU KOUTO TPAHCIUIAHTALMS HA XEMOIIOETHYHHU CTBOJIOBHU KJIETKH HE €
HOJXO011IA.

2. KakBo TpsaoBa na 3Haere, npeau aa usnoassare VELCADE

He n3noussaiite VELCADE

- aKo CTe alepruuHu KbM 00pTe30Mu0, OOp MM KbM HAKOS OT OCTaHAJIUTE ChbCTAaBKU HA TOBA
JIeKapcTBO (M30POCHH B TOUKA 6)

- aKo UMarte HIKaKBHU TEXKH OEJOAPOOHH WM ChPJICYHU MPOOIEMH.
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[IpeaynpeskaeHuss u npeAnasHu MepKU

Undopmupaiite Bamms gexap, ako numate HIKOE OT H30POSHUTE MO-A0JTy ChCTOSIHUS:

HHUCBHK OpOl YepBEHHU WM OETH KPBBHU KIETKU

KBbPBEHE W/WUIH HUCBHK Opoil TpoMOOLNMTH B KPBBTa

JIUapwsl, 3a1eK, TaJjeHe WU IOBPbhIIaHe

€11a00CT, 3aMastHOCT HJIM CBETOBBPTEK B MUHAJIOTO

npobiemu ¢ ObOpenuTe

JIEKH IO YMEPEHH YepHOAPOOHH MpoOIeMu

M3TPBIBAaHE, MPaBy4KaHE MM OOJKa B PBLETE WM KpakaTa (HEBPOINaTHs) B MUHAJIOTO

npo0JIeMHU ChC ChPLETO MM KPHBHOTO HAJISTAHE

3a0yX WIN KalIuLa

HPUITATBIH

xeprec 30cTep (BKIIOYUTENHO JOKATU3UPAH OKOJIO OUYMTE WIIM O0XBAILAL ISUIOTO TSIIO)

CHUMIITOMHU Ha CHHIPOM Ha TYMOPEH pa3Naj KaTo HalpUMep MYCKYJIHU KpaMIIH, MyCKyJTHa

crnaboct, 00bpKBaHe, 3ary0da WM HapylIeHHE Ha 3pEHUETO U HEJOCTUT Ha BB3IyX

o 3ary0a Ha mameTTa, 3aTpyAHEHO MHUCJIEHE, TPYAHOCTH IIPH XO/CHE WM 3aryda Ha 3peHUETO.
ToBa morart J1a ObJIaT MPHU3HAIM HA CEPHO3HA MO3bYHA HH(EKIHs 1 Bammar ekap moxe na
NPEAIOKH JOIBIIHUTEIHU U3CTICIBAHUS U IPOCIICASIBAHE.

IIpenu u o Bpeme Ha neuenueto ¢ VELCADE tpsi6Ba a cu mpaBuTe NEPUOAUYHH U3CTIEABAHNA HA
KPBBTA, 3a Jja MPOBEPSBaTE PEIOBHO OpOs HAa KPBBHUTE CH KJICTKH.

AKO UMaTe MaHTEHOKIJIETHYCH JIUM(OM U IoTydaBare JekapcTBoTo putykcumabd ¢ VELCADE

TpsiOBa a KaxkeTe Ha Bamms nekap:

o aKo cMmsTaTe, 4Ye uMare MHMEKIUs ¢ XeNaTUT B MOMEHTA WIIM CTE MMalli B MHHAJIOTO. B Hikon
Cllydau, HalMeHTH, KOUTO Ca UMaJIM XeTaTUT B Moxke Aa moxydaT MOBTOPEH MPHUCTHII Ha
XEMaTUT, KOUTO MOJKe Ja ObJie (haTaneH. AKO UMaTe aHaMHe3a 3a HH(MEKIU ¢ XenaTut B 1ie
ObJieTe BHUMATEITHO MperiieJany OT Bamms gekap 3a mpu3HAIM HA aKTUBEH XenaTuT B.

Bue Tps10Ba 1qa npoyeTere JIMCTOBKATA 3a MAI[MEHTa Ha BCEKH JICKAPCTBEH MPOAYKT, KOUTO IIE e
npuema B komOuHaius ¢ VELCADE, 3a nndopmarius, cBbp3aHa chbC ChOTBETHOTO JIEKAPCTBO MPEIH
3amouBane Ha euennero ¢ VELCADE. Korato ce m3non3sa TamuaoMu € Heo0X0oauMo Jia ce 00bpHe
0COOCHO BHIUMAaHKE Ha TECTBAHETO 32 OPEMEHHOCT Y M3MCKBAHUSATA 32 MPEBEHITN Ha OpEMEHHOCTTA
(BmxTE TOUKa BpeMEeHHOCT U KbpMEHE).

Jlena v IOHOIIH
VELCADE He Tps0Ba ia ce U3M0I3Ba IpH JIelia U IOHOIIIH, 3al[0TO HE € U3BECTHO KakK IIe UM
MoJIENCTBA JIEKAPCTBOTO.

Jdpyru aexapecrea u VELCADE

Mons undopmupaiite Bamust nekap wim ¢papMarieBT, ako mprueMaTe, HAaCKOpo CTe MPHEMaITH HITH €
BB3MOXHO J1a IPHEMETE APYTH JIEKapCTBa.

B gactHocT, undopmupaiite Bammus nekap, ako H3M0I3BaTe JIEKAPCTBA, ChIBPXKAIIN HIKOE OT
CJICJIHATE aKTUBHH BEIIIECTBA:

- KETOKOHA30J1, U3M0JI3BaH 3a JICYeHUE HA I'bONYTHN HHDEKITUH

- pUTOHABHD, U3NOI3BaH 3a euenue Ha HIV nngexnus

- prudaMnuIrH, aHTHOMOTHK, U3TIOJI3BaH 32 JICUCHUE Ha OaKTepUaTHN WHPEKIHN

- kapOaMasenuH, eHUTONH WK peHoOapOuTal, U3IOJI3BaHH 32 JICUCHHE Ha CTIHJICTICUS
- XKBAT KaHTapuoH (Hypericum perforatum), 3a AENPECUH WIN APYTH ChCTOSHUS

- nepopaiHi aHTHINA0ETHH JICKapCTBa

BpemMeHHOCT M KbpMeHe

He tpsi6Ba na msnomssare VELCADE ako cte 6pemMeHHa, OCBEH B CiIydail Ha KaTeropuyHa
HE0OXOJUMOCT.
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U mpxere, u xxenute, Ha kouto ce npuiara VELCADE, Tps6Ba na n3non3saT eeKTUBHA METOIH 3a
KOHTpALEMNIHs 10 BpeMe Ha U 10 3 Mecela clle]] IEYeHneTo. AKO, HE3aBUCUMO OT TE3U MEPKH,
HACTBITH OPEMEHHOCT, BeZiHara nHpopMupaiTe Bamms nekap.

He tpsi6Ba na xppmure, nokaro nznonssate VELCADE. O6¢cbaere ¢ Bamus nekap xora e 6e30macHo
Jla TOAHOBUTE KbPMEHETO, CIIE/ MPUKIIIOUBAHE HA JIEUEHUETO.

Tanunomu npuyrHsABa BpoaeHH Masihopmannu u cMbpT Ha wioaa. Koraro VELCADE ce npunara B
KOMOMHALUS ¢ TATUIOMHU, TPsIOBa Ja cCleABaTe mporpamara 3a MpeBeHIHs Ha OpPEeMEHHOCTTA MIPH
JIeYeHHE ¢ TaTuaoMu/ (BIKTe JIMCTOBKA 3a maIueHTa Ha TATUIOMHUT).

lodupane u padora ¢ MalIUHU

VELCADE Moxe J1a mpriuuHA yMOpa, 3aMasiHOCT, clIab0CT WK 3aMbITieHo 3penne. He modupaiite n
HC pa60TeTe C HHCTPYMCHTHU WJIM MAIlIMHU, aKO UMAaTe HOI[OGHI/I HCXCIIaHU pCaKIUU; TOPU aKO I'"
HSIMAaTe, HEMPEMEHHO TPsAOBa ja CTe BHUMATEIIHU.

3. Kaxk na n3noasBare VELCADE

Bammsit nexap mie onpenenu Bamara noza VELCADE B 3aBUCHMOCT OT BUCOYHMHATA U TETTIOTO Br
(ruToin Ha TenecHaTa MoBbEpXHOCT). O6uyaiinara HauanHa no3a Ha VELCADE e 1,3 mg/m? TenecHa
MOBBPXHOCT J[BA ITBTU CEIMUYHO.

BamusaT nexap Moke Jia MPpOMEHH J1o3aTa U o0Iust Opoii JieueOHHU UK B 3aBUCUMOCT OT
MOBJIMSABaHETO BU OT JieueHUETO, OT Bb3HMKBAHETO HA HAKOW HE)KEIaHU PEaKIMU U OT Baiurte
CBITBTCTBAIIH 3a00JIIBaHUS (HATIpUMED, TPOOIEMH C YepHUS IPO0).

Ipoepecupawy myamuniien mueiom

Korato VELCADE ce npunara camoctosrtenHo, Bue me nomyuute 4 nozu VELCADE unTpaBeH03HO
Ha geH 1, 4, 8 u 11, nocnensanu ot 10-gHEBHO NMpPEKbCBaHE HA JICUEHUETO “NIEpUO] HA MOYuBKa”. To3u
21-gaeBeH nepuo (3 ceAMUITN) CHOTBETCTBA HA €IMH ITUKBI Ha JiedeHue. Bue Moe aa moixyduTe 1o
8 nmukbia (24 ceaMuIm).

VELCADE moxe na Bu 6b1e npriaran 3aeiHo ¢ JIeKapcTBaTa NerHiIupaH JUIM030MeH JOKCOPYOUIIMH
WIN J1IeKCaMETa30H.

Korato VELCADE ce npuiara 3aejHO ¢ IETHIIMPaH JUIIO30MEH ToKcopyOumuH, Bue e nomyuunte
VELCADE unTpaBeH03HO KaTo 2 1-THEBEH UKBJI Ha JICUCHNE U TIETHIINPAH JTUTTO30MEH
JOKCOPYOUIIMH IIPUIIOKeH B 103a 30 mg/m? Ha neH 4 B 21-1HeBHMs IUKBI Ha nedenne ¢ VELCADE
KaTo MHTpaBeHo3Ha NHPYy3us cien nmxekrupaneto Ha VELCADE.

Bue moxe ga momyuute 10 8 nukbia (24 ceaMuIim).

Koraro VELCADE ce npuinara 3aegHo ¢ nexcameTasoH, Bue me noxyunre VELCADE nHTpaBeHO3HO
Kato 21-AHEeBEH LUKBI Ha JeUeHHE U AeKkcaMeTa3oH 20 mg NpUIOKEH NepopanHo B 1Hu 1, 2,4, 5, 8,
9, 11 u 12 or 21-nHeBHus uKba Ha deueHne ¢ VELCADE.

Bue moxe na momyuute 110 8§ nukbaa (24 cenMuIm).

Henexysan mynmunien muenom

AKO nipeqy He cTe OWIIM JIGKYBaHHU 3a MYJITHILICH MUEIOM U Bue He cTe moaxoasiy 3a
TPAHCIUIAHTALIMS HA XEMOIIOETUYHH CTBOJIOBH KJIEeTKH, 1ie nonyunte VELCADE untpaBeHo3HO
3a€IIHO C JIBE JPYIH JieKapcTBa: MeliaiaH U IPEIHU30H.

B T031 ciy4aii mpoaBIDKATETHOCTTA HA TePalleBTUYHUS ITUKBI € 42 nuu (6 ceqmuim). Bue me
nonryuute 9 mukbpia (54 cenMuIm).

° B nuxmnute ot 1 1o 4 VELCADE ce npunara nBa mbTd ceiMUYHO Ha JeH 1, 4, 8, 11, 22, 25, 29

u32.
° B muxmute ot 5 10 9 VELCADE ce npuiiara BeIHBX CeAMHYHO Ha 1ieH 1, 8, 22 u 29.
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Mendanan (9 mg/m?) u npeauuson (60 mg/m?) ce mpusarat nepopaino B aeH 1, 2, 3 u 4 ot mbpBara
CeIMUIIa Ha BCEKU IMKBI.

AKo TIpesii He cTe OWIIY JIEKyBaHH 32 MYJITHILICH MUEJIOM ¥ BHe cTe moaxos1u 3a TpaHCIIaHTalHs
Ha XEMOIIOETUYHU cTBOJOBHU KieTkH Bue mie nomyunte VELCADE nHTpaBeH03HO 3ae1HO ¢
JIeKapcTBaTa A€KCaMeTa30H WM JEKCAaMETA30H U TATUIOMU, KaTO MHAYKIMOHHO JICYEHNUE.

Koraro VELCADE ce npuinara 3aegHo ¢ nekcameTa3oH, Bue me nonyunte VELCADE nHTpaBeHO3HO
KaTo 21-1HEBEH IUKBI Ha JICYEHHE U IekcaMeTa3oH 40 mg npuioxkeH nepopanHo B AHU 1, 2,3 n4 u B
8,9,10u 11 ot 21-gHeBHMs LMKBI Ha JieueHue ¢ VELCADE.

Bue mie moyunre 4 muknia (12 ceamurm).

Koraro VELCADE ce npunara 3aeHo ¢ TaTUAOMHI U I€KCaMeTa30H, IPOABIKUTEIHOCTTA Ha
TEPANEeBTUIHUS ITUKEI € 28 THU (4 CCAMUITH).

Hekcameraszon 40 mg ce npuiara nepopajino B auu 1,2, 3,4, 8,9, 10 u 11 ot 28-1HeBHUS UKD HA
nedenue ¢ VELCADE u TanuaoMuz NpHIIoKeH NepopaHO €KEAHEBHO B 103a OoT 50 mg 1o aeH 14 ot
IBPBUS LIUKBJI M aKO ce TIoHacst 1o0pe fo3aTa ce nmoBumasa 1o 100 mg B mepuoza ot jeH 15 1o

JeH 28, ciel KOeTo MOXKe Aa Obie MOBUIIEHa JOMBIHUTENHO 10 200 mg OT BTOPHUS LIMKbBI HATATHK.
Bue Moxxe ma momyuute 10 6 UKbBIa HA TedeHue (24 cenMUIn).

Henekyean manmenHokiemvyen iumpom

AKO He cTe JIEKyBaHH JIocera 3a KieTb4yeH JuM¢poM Ha ManTusATa me nonyante VELCADE
WHTPABEHO3HO 3a€JTHO C JIEKApCTBAaTa pUTYKCUMAO, TUKIOPochamMu, TOKCOPYOHUIIMH U IPEIHNU30H.
VELCADE ce npunara uaTpaBeHo3HO Ha JieH 1, 4, 8 u 11 mocnenBano ot "mepuos Ha moYuBKa", 6€3
neuyenue. [IpoabKUTEIHOCTTA HA IMKBIA Ha jiedenue € 21 quu (3 cenmunn). Morar 1a ce npuiioxaT
110 8 1uKbIa (24 ceaMuIIn).

CremHuTe JIEKApCTBEHH MPOIYKTH C€ TIpHUiiarat Ha JieH 1 Ha Bceku 2 1-THeBEH UK Ha JICUCHHUE C
VELCADE kato HHTpaBeHO3HU BIMBAHUA:

Purykcumatb B 103a 375 mg/m?, nukinopochamus B 103a 750 mg/m* u 10KCOpyOUIIUH B 1032

50 mg/m?.

I[IpexHu30H ce mpuiara nepopaito B no3a 100 mg/m?na aen 1, 2, 3,4 1 5 OT IMKBJIA HA JIEYEHHE C
VELCADE.

Kaxk ce npuiaara VELCADE

ToBa nekapcTBo € camo 3a uHTpaBeHo3Ha ynorpeda. VELCADE mie ce npuiara oT MEIUIMHCKH
CHELUAIUCT C OIUT IPpH yHoTpedaTa Ha IUTOTOKCUYHHM JIEKapCTBa.

VELCADE Ha npax Tpsi0Ba J1a ce pa3TBOpH npeau ynoTpeda. Topa 111e ce HanpaBu OT MEIUIIUHCKH
cnernuanuct. Cien ToBa MOyYEeHUST pa3TBOP ce MHKEKTHUpPa Obp30 BbB BeHa 3a 3 10 5 CEKyH/IH.

Axo Bu e npuno:xken Tebpae MmHoro VELCADE

Tbii KaTO TOBaA JEKAPCTBO c€ Ipuilara or Bamus nexap Wi MEAULMHCKA CECTPa, MAJIKO BEPOSITHO €
na Bu 6b1e npunoxxeH noseye. B Manko BeposTHHS ciiyyail Ha peno3upane, Bammsar nekap me Bu
HaOJII01aBa 3a HEXKENaHU PEaKLyu.

4. Bb3MOKHHU HexkeJIaHU peaknuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia MPECAMN3BHUKA HEKECIIaHNU pCaKIINU, BBIIPEKU Y€ HC
BCCKMH I' I10JTy4aBa. Hsxou ot Te3u pcaKknuu Morat aa 6’L,I[aT CCPUO3HU.

Axo Bu npunarar VELCADE 3a MyJTHILIEH MHETIOM HITH MaHTEITHOKJIEThUEH JTHM(OM,

uHpopmupaiite Bamms nekap, ako umMare HIKOH OT H30pOCHUTE MO-JI0TY CUMIITOMHU:

- MYCKYJIHH KpaMIli, MyCKYJIHa cllabocT

- 0o0BbpKBaHe, 3aryda WK HapylIeHHE Ha 3pEHUETO, CIEN0Ta, I'bPUYOBE, IMaBo0OIHE

- 3a/1yX, IOAYBAaHE HA KpaKaTa, Uid IPOMEHU B ChbPJACYHMS PUTHM, BUCOKO KPBBHO HaJISITaHE,
yMOpa, IIPUIIaJaHe

- KAIlJIUIA U 3aTPyAHEHO JUILIAHE UIIU CTATaHE B I'bPJUTE.
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Jleuenneto ¢ VELCADE Mosxe MHOTO 4eCTO /1a IpeAn3BrUKa HaMaleHHe Ha Oposi Ha YepBEHUTE U
0en KpbBHU KJIETKH B TpOMOOLIUTHTE B KpbBTa BU. ETO 3210 TpsOBa 1a cu mpaBuTe MEpUOTUIHH
u3cJeIBaHus Ha KpbBTa Mpeau U 1o Bpeme Ha Jiedennero ¢ VELCADE, 3a na npoBepsiBate peIoBHO
Opos Ha KPBBHUTE CH KJIETKH. MOXe 1a uMare HaMalsiBaHe B Opos Ha:

TPOMOOIIUTHUTE, KOETO MOXeE J1a Bu HampaBu Mo-CKIIOHHA KbM 00pa3yBaHe Ha CHHUHU HITU
KbpBeHe 0e3 BUIMMO HapaHsBaHe (Harp. KbPBEHE OT YepBaTa, CTOMAaxa, yCTara ¥ BEHIUTE HITH
KbpPBEHE B MO3bKa, HIIH KbPBEHE OT YSPHHS JPO0O)

YEPBEHUTE KPHBHU KJIETKH, KOETO MOXE J1a TIPEAN3BUKA aHEMHS ChC CUMITTOMHU KaTo yMopa U
Oaemoct

6eJ'II/ITe KpT)BHI/I KJICTKH, KOCTO MOXKE aa BI/I HaHpaBI/I I10-CKJIOHHU KbM I/IH(I)CKHI/II/I nu
TPUTIOTIOA00HH CUMIITOMH.

Axo Bu e npunoxkxen VELCADE 3a neuenne Ha MyJATHIIEH MUEJIOM HEXKEJTaHUTE PEeaKliu, KOUTO
MOXe J]a OJy4HTe, ca M30pOeHH MO-I0Iy:

MHOro 4yecTH HeKeJaHU Pe€aKkumuun (MO)Re Ja 3acerHart nmose4e oT 1Ha 10 IlyIIIH)

UyBCTBUTEIIHOCT, CKOBAaHOCT, U3TPBIIBAHE WM yCEIIaHEe 3a MapeHe Ha KoKaTa, WK OO0JIKU B
pBIIeTe WK KpaKkaTa, Mopaju YBPEkKIaHe Ha HEPBUTE

HamansiBane Opost Ha YepBEHUTE KPbBHU KIICTKH WM OCJIM KPBBHH KJICTKHU (BHIXKTE ITO-TOPE)
Tpecka

T'agene uimu moBpbIaHe, 3aryda Ha areTUT

3anek ¢ wim 6e3 moayBaHe Ha Kopema (MOXKe /1a € TEXBK)

Jlnapusi: ako TOBa e CIIy4H, BaXKHO € Jla MHeTE MOBEYE BOAA OTKOJIKOTO OOMKHOBEHO. JIekapsT
Moke 1a Bu nane npyro nexapcTBo 3a KOHTPOI Ha HAPHITA

YMmopa (u3ToIIeHre), ycemaHe 3a ciadoct

MyckyHa 00ika, OOJKH B KOCTUTE

YecTu HexeIaHU peakuuu (Mozke aa 3acernar a0 1 na 10 gymu)

Hucko kpbBHO HaysITaHe, PA3KO CHalaHe Ha apTepPUATHOTO HAIATaHe TIPU CTaBaHe, KOETO MOXKE
Jia TOBEZAE A0 MPHUJIOLIaBaHe

Bucoko kpbBHO HalsiraHe

Hamanena 6p0peuna GpyHKIus

I'maBoGomnue

O06m10 HepasnonoxeHue, 00JIKa, CBETOBBPTEXK, JICKO 3aMaiiBaHe, YyBCTBO 3a c1ab0CT HITH
3ary0a Ha Ch3HaHUE

Tpenepene

Wndexnun, BKIIOYUTETHO MTHEBMOHMS, PECIIMPATOPHU HHPEKIUH, OPOHXUT, THONYHN
WH(EKINHN, KallUTKIa ¢ XPayKH, TPUITONIO00HN ChCTOSHHS

Xepriec 30cTep (BKIFOUUTEIHO Pa3oI0KEeH OKOJIO OUYUTE WK Pa3NpOCTPaHEH I10 TSIIOTO)
Boinka B rbpAMTE WM HEAOCTUT HA BB3IYX MPU PU3MUECKO YCUIIHE

Paznuynu BunoBe oOpuB

Cop0Oesk 1o KoXkara, rpanaba Win cyxa Koxa

3ayepBsiBaHE Ha JIMIIETO MU MAJIKH CIIYKaHU KallWJISIpH

3adepBsBaHe Ha KOXKaTa

Hexunpararus (00€3BOTHIBAHE)

Kucennnu, nogyBane Ha KopeMa, OpUTBaHe, Ta30Be, OOJNKK B CTOMaxa, KbpPBEHE OT YepBara Hiu
cToMaxa

[Ipomsina BB pyHKIMATA HA YEPHUS P00

Bp3nanenue Ha ycTtaTa WM YCTHHUTE, CyXOTa B yCTaTa, sI3BH B ycTaTa WM OOJIKa B I'BPJIOTO
3ary0a Ha TerJo, 3ary0a Ha BKyca

MycKyJIHE KpaMIIi, MyCKYJIHH CIIa3MHU, MyCKYJIHa ciaboct, 0ojka BB BamuTe kpaiHUIIM
3aMBIriIeHO 3peHue

Wndexnus Ha BRHIIHUS CJI0M HAa OKOTO U BBTPEIIHATA IOBBPXHOCT HA KJIEMaunuTe
(KOHIOHKTHBHUT)
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KspBene ot HOCa

TpynHO 3acniMBaHe Wi MPOOJIEMH ChC CHHsI, U3NOTIBAHE, TPEBOXKHOCT, IPOMEHHU B
HACTPOCHMUETO, MOTUCHATO HACTPOEHHE, OE3MOKONCTBO UM Bh30yAa, MPOMEHH B TICUXUYECKOTO
CBCTOSTHUE, J€30pUEHTALIUS

ITonyBaHe Ha TANOTO, BKIOYUTEIHO OKOJIO OYUTE WIH JPYTH YaCTH OT TSUIOTO

HeuecTn He:kenanu peaknuu (Morat na 3acernat 10 1 na 100 xymm)

ChpeuHa HEIOCTATHYHOCT, MH(APKT, TPBHA 00JIKA, TMCKOM(OPT B I'bPAUTE, TIOBUIIICHA WIIH
MOHWKEHA ChPJICYHA YECTOTA

brOpeuna HegoCTaTHUHOCT

Bb3nanenue Ha BeHUTE, KPbBHHU ChCHPELIM BbB BEHUTE HIIH OenuTe APpoOOBe

[Ipobnemu cbc ChbCUPBAHETO HA KPBHBTA

Hepocrarpuna nupkynanus

Bb3nanenue Ha 00BHBKaTa OKOJIO CHPILIETO MIIM TEYHOCTTA OKOJIO CHPILIETO

Undexnum, BKIroyBay HHQEKIUS HAa MMKOYHUTE ITBTHUILA, TPHUIL, XEPIIeC BUPYCHA HH(EKIH,
yITHa WHPEKIHS U [ETYJIUT

KbpBaBu u3npaxHeHus WK KbPBEHE OT JIMTABULIUTE, HAIIPUMEP B YCTATa, BIAraUILETO
Mo03B4YHOCHIOBH HAPYIIEHUS

[apanuza, npunagbLy, najaHe, ABUTaTEIHNA HapYIICHUs, HApylIeHa, IPOMEHEHa WM HaMajeHa
YYBCTBUTEIHOCT (ycellane, CliyX, BKyc, 000HSIHME), HApYIIEHO BHUMaHKE, TpenepeHe,
NOTPENBAHUS

ApPTpUT, BKIIIOYUTEITHO Bh3MaJeHNe Ha CTAaBUTE HAa MPBCTUTE HA PBIETE U KpaKaTa, u Ha
YENIICTTa

Hapymenus, xouto 3acsirat Bammre Oenu 1po6oBe, KOUTO BB3MPENATCTBAT MTOJyYaBaHETO Ha
JIOCTaTHYHO KHCIIOPOJ OT TsUT0TO. HAKOM OT HapymieHusATa BKIIOUBAT 3aTPyAHEHO TUIIIaHE,
3a1yX, 3aAyX B MOKOW, TOBEPXHOCTHO 3aTPYJHEHO WM MPEKbCBAIO AUIIAHE, XPUIIOBE
X®p1ane, TOBOPHHU HAPYIICHUS

[ToBuIIeHO WM HAMAJICHO KOJUYECTBO ypuHa (opaau ObOpedHO yBpeKaaHe), 00JIC3HEHO
YpUHHpaHEe WK HATWYHE Ha KPBB/OENTHK B ypHUHATA, 3aIbpP)KaHe HA TEYHOCTH

[IpomeHneHo HMBO Ha Ch3HAaHUE, OOBPKBAHE, YBPEKAAHE WM 3ary0a Ha amMeTTa
CBpBXUyBCTBUTEITHOCT

3ary0a Ha ciyxa, IIyX0Ta WM LIyM B YIIUTE, TMCKOM(OPT B yIIUTE

XOpMOHAJIHU HapyIICHHs, KOUTO MOT'aT J1a 3aCErHaT YCBOSBAHETO HA COJI M BOAA
CBpBXaKTHBHOCT Ha IIMTOBUAHATA KJIE3a

Hecnoco6HocT 3a npon3BexnaHe Ha TOCTAThYHO MHCYJIMH WM PE3UCTEHTHOCT KbM
HOpPMAJIHUTE HUBA HA HHCYJIUH

PaznpasHenu nim Bb3MaJICHU OYH, CHITHO CBHII3SAIIN OYH, OOJIKA B OYHUTE, CyXH OUH, OUHH
uH(eKIHy, Oy4Ka B Kiernaya (XanaioH), 3a4epBeHH U NOAYTH KJIeTadH, CEKPET OT OUHTE,
HapyIIEeHO 3peHHe, KbPBEHE OT OYHUTE

[lonyBane Ha TuMGHHATE BB3IH

CKOBaHOCT Ha CTaBH WM MYCKYJIH, yCEIIaHe 3a TeKeCT, O0JKU B claOuHHUTE

Koconan u Hapy1eHa cTpyKkTypa Ha KOChMa

AJIepruvHU peaxkiuu

3ayepBsiBaHe WK O0JIKa HA MSICTOTO HA HHXCKTHPAHE

Bonku B yctara

Wndexnum wim Bp3naneHue Ha ycTaTa, I3B1 B yCTaTa, XpaHOIPOBOAA, CTOMaxa U yepBaTta,
KOHTO IOHSIKOTa ca CBbP3aHu ¢ 00JIKa MM KbPBEHE, 3a0aBCHO JIBIDKEHHUE Ha YepBara
(BKJIFOUMTEITHO 3aIyIIBaHe), TUCKOM(POPKT B KOpeMa WIIM XPaHOIPOBOJIA, TPYAHO MpETTbIIaHe,
NOBPBLIAHE HAa KPHB

Koxun naekmm

Bakrepuannu u BUpycHu HHQEKIUH

Wndexnus Ha 3p0uTE

Br3nanenue Ha nmaHkpeaca, 3alyIIBaHe Ha KITbYHUATE IBTUIIA

Bonka B renuranuute, npoOIeMu ¢ MOIy4aBaHETO HA CPEKIIHS

IloBumeHo termo
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Kaxnma

XemaTur

Hapyienust Ha MSICTOTO Ha MPUIIOKEHUE WA CBBbP3aHU C U3/ACIHUETO 3a IPUIOKEHNE
Kosxuu peakiuu 1 HapyIieHus (KOUTO MOKE Jla ca TeKKH U KUBOTO3aCTpaIlaBaIiu), KOXKHU
S3BU

CuHuHMY, TAJaHUS U HapaHIBaHUS

Bub3nanenune nimn KpbBOU3IUBU OT KPbBOHOCHUTE ChI0BE, KOETO MOKE J1a CE€ MPOSABHU KaTo
MAaJIKH YEPBEHU WX JIMJIAaBU TOYKH (OOMKHOBEHO IO KpakaTa), 0 TOJIeMHU TIeTHA 0] KOJKaTa
WY MEKUTE ThKaHU

JloOpokayecTBeH! KUCTH

Texko 00paTUMO ChCTOSIHUE Ha MO3bKa, KOETO BKIIFOUBA IPUTIAIBIN, BHCOKO KPBBHO
HaJsraHe, riaBo0oiiie, ymopa, 00bpKaHOCT, CACIIOTa HIH IPYTH MPOOJIEMHU ChC 3PCHHUETO.

Penxu Hexe1anu peakuuu (Morat aa 3acersar 10 1 na 1 000 xymu)

Copaeunu mpoOiieMu, BKITFOUBAIN HH(PAPKT, CTEHOKAPIHS

CepHno3HO Bh3NAIEHUE HA HEPBHUTE (HEPBHUTE BIIAKHA), KOSTO MOXKE J1a IPUIMHH Tapaju3a u
3arpyaHeHo aumiane (cuHapom Ha Guillain-Barré)

3adepBsaBaHe

IIpomsHa B 1jBeTa HAa BEHUTE

Brananenue Ha rppOHaYCH HEPB

[Mpobnemu ¢ Bammre yum, KbpBeHE OT YIIUTE

Hamanena akTHBHOCT Ha IITUTOBHIHATA JKJIe3a

Cunapom Ha bpa-Unapu (KITMHUYHU CUMIITOMM, IPUYMHEHU OT 3aIlylIBaHE Ha YCPHOIAPOOHHUTE
BEHH)

[Mpomenena ninm abHOpMHA YpeBHA (HYHKIIUS

KbpBene B Mo3bka

JKBaTO OIBETSABAHE HA OUUTE U KOKaTa (KBJITCHUIIA)

Cepuo3Ha anepruuna peaknus (aHaQIIaKTHUYCH [I0K), KOSTO MOKE J1a BKJIIOYBA MTPH3HAIM Ha
3aTpyIHEHO AWIIaHe, OO0IKa WU CTATaHe B IPhAHUS KOIII, W/WIIK IyBCTBO HA
3aMasHOCT/cnabocT, CHUIIEH ChPOEK 110 KOXKAaTa WITH HAJUTHAT OOPHB 10 KOXKaTa, oJAyBaHe Ha
JUIIETO, YCTHUTE, €3UKA ¥/FITU I'BPIOTO, KOUTO MOTaT Jia MPUYUHSAT 3aTpyIHEHUE IIPH
MIPETITBIIIaHEe U KOJIATC

Hapymenus Ha repaute

Barunanuo teueHue

[TomyBane Ha reHUTANHHTE

HemorocumocT KbM KOHCYMaIus Ha allKOXOJ

3ary0a Ha TenecHa Maca

IloBuiieH aneTut

®ducryna

CraBeH U31KB

Kuctu B 00BUBKHTE Ha CTaBUTE (CHHOBHAIHU KUCTH)

CuynBanus

Pazmanmane Ha MyCKyJIHH BIIaKHA, BOJEIIIO JI0 JPYTH YCIOKHEHHS

OToK Ha YepHHS APOO, KbPBEHE OT YepHHS APOO

Pak na 060pennTe

ChcTosiHME Ha KOXKaTa, HOJOOHO Ha IICOpHa3HcC

Pax Ha xoxxara

bregoct Ha KOXxara

[ToBumraBane 6post Ha TPOMOOIIMTUTE WITH TNIA3MATUYHUTE KICTKH (BUI O€ITM KPHBHU KIIETKH) B
KPbBTa

KpbBHU chcupelid B MaJIKUTE KPHBOHOCHHU ChIOBE (TPOMOOTHYHA MUKPOAHTHOTIATH )
AOHOpMHA peakIus PH KPbBOIPEIUBaHE

YacTryHa WM IThJIHA 3ary0a Ha 3pCHUETO

Hamaneno cexcyanHo xejlanue
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JluraBeHe

H3npKBaHe HA OUHTE
YyBCTBUTEIHOCT KbM CBETJIMHA
YuecTeHO auIiane

Bonka B mpaBOTO 4€pBO

KambHE B kIBUKaTa

XepHus

Hapansisanus

UymivBY WU THHKH HOKTH
AOHOPMHHM OCNITHYHHU OTJIaraHus B )KHU3HEHOBXKHUTE OpraHH
Koma

UpeBHH S13BU

MynTuoprania HeA0CTaTbYHOCT
CmbpT

Axo Bu e npunoxxen VELCADE 3aenHo ¢ Ipyru JekapcTBa 3a JIeUeHHE Ha MAHTEITHOKIEThUECH
TUMGOM HEKEIAaHUTE PEaKIMU, KOUTO MOTaT Ja ce MoJIyvar, ca H30poeHH TMO-10ITy:

MHoOro 4ecTH HesKeJIAaHM peakuuu (MoKe 1a 3acerHar nmosede or 1 Ha 10 xymm)

[IHeBMOHMS

3ary0a Ha aneTut

YyBCTBUTETHOCT, CKOBAaHOCT, U3TPBIIBAHE WIIN YCEILaHE 3a TIapeHe Ha KOXKaTa, U OOJIKH B
KUTKHUTE WIM CThIIANAaTa, opaay yBpeKJaHe Ha HEpBUTE
l'anene u moBpswIIane

Huapus

SI3Bu B ycTata

3amex

Bonku B Mmyckynurte, 0OJIKH B KOCTUTE

Koconan n HapymeHa cTpyKkTypa Ha KOchbMa

YmMopa, ycemane 3a cnadoct

Tpecka

YecTu HexeIaHU peakunu (Moske aa 3acerHar 10 1 Ha 10 gymu)

Xepriec 30cTep (BKIIOUUTETHO Pa3NoI0KEH OKOJIO OUUTE WM Pa3NpOCTPaHEH IO TSUIOTO)
Xepriec BUPYCHH HHPEKIINN

Bakrepnanau u BupycHH WHOEKIUH

WNubekunn Ha TUXaTEeTHUTE THTUIIA, OPOHXUT, KAIlUTHIIA C XPAYKH, TPUIIOTIOIO0HU
3a00JIsIBaHUS

I'eOuvHN MHpEKITUN

CBpBXUyBCTBUTEIHOCT (AJIEPrHYHA PEAKLIU)

Hecnoco6HocT 3a mpon3BexnaHe Ha JOCTAThYHO WHCYJIMH WM PE3UCTEHTHOCT KbM
HOPMAaJIHUTE HUBA Ha MHCYJIUH

3agbprkaHe Ha TEIHOCTU

TpynHO 3aciMBaHe WK NPOOIEMHU ChC CHHS

3ary0a Ha ch3HaHUE

[IpomMeHeHO HMBO HA Ch3HAHUE, OOBPKBAHE

YyBCTBO Ha 3aMaiiBaHe

VYdecTeHa chpliedHa ISHHOCT, BHCOKO KPBBHO HAIISITAHE, H3MOTSABAHE

Hapymienus B 3peHueTo, 3aMbIIICHO 3pCHUE

CepeuHa HEIOCTATHYHOCT, MH(APKT, TPBHA O0JIKA, TUCKOMMOPT B I'bPAUTE, TOBUILICHA WIIN
MOHM)KEHA ChpACYHA YeCTOTa

Bucoko miu HUCKO KPBBHO HaNATaHe

BHezanHo cniagane Ha KpbBHOTO HAJISITaHE MPH U3MPaBsSHE, KOETO MOKE J1a IoBee 10 3aryba Ha
Ch3HaHUE
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Hepoctur Ha BB3IyX NpH (HU3NUECKO YCHITHE
Kanummna

Xbauase

Ilym B yimuTe, TMCKOM(OPT B YIIUTE

KbpBeHe oT uepBaTa WM cromaxa

Kucenunan

Bonku B cromaxa, mojyBaHe Ha Kopema
3aTpyAHEHO MPETIhIIaHe

Wudexnust ninm Bb3MaJcHUE Ha CTOMaxa U YepBaTa
Bonku B cromaxa

Brananenue Ha ycraTa WK YCTHHTE, OOJKH B TBPIOTO
[Ipomsina BBB QyHKIHATA HA YEPHUS P00

Cop0Oex Ha KokaTa

3adepBsBaHe Ha KOXKaTa

O06pus

MyckynHu ciasMu

WHpekuns Ha MTMKOYHUTE IBTUIIA

bosika B kpaitHuuuTe

[MonmyBaHe Ha 9acTH Ha TSUIOTO, BKIFOYUTEIHO OKOJIO OYMTE WM IPYTH YaCTH Ha TSIIOTO
Tpecka

3ayepBsiBaHe 1 00JIKa Ha MSICTOTO HA HHKEKTHPaHE
001110 HEepa3MOJIOKEHHE

3ary0a Ha Terio

IloBuiIaBaHe Ha TErIOTO

HedvecTn HexkesaHM peaknuu (Morat Aa 3acerHar 10 1 Ha 100 qymm)

. XemaTut

o Cepuo3Ha anepruusa peaxkuus (aHapUIaKTHYCH II0K), KOSITO MOKE J1a BKJIIOYBA IIPU3HALY Ha
3aTpyAHEHO JUIIaHe, OO0JIKa WK CTATaHEe B TP'BIHUS KOIIL, /WK YyBCTBO Ha
3aMasHOCT/caboCT, CUIIEH ChPOEsK M0 KOXAaTa MM HAJAUTHAT OOPHB IO KOXKaTa, OAyBaHe Ha
JIMLETO, YCTHUTE, €3UKa U/WIX T'bPIOTO, KOUTO MOTAT JIa IPUYUHAT 3aTPyJHEHUE MIPH
MIPETIBIIIaHEe U KOJIaTC

JIBurarenHu pa3cTpoiicTBa, mapannusa, OTPENBaHe Ha MyCKYJINTE

CBeTOBBpTEK

3ary0a Ha ciyxa, IIyXxoTa

Hapymenus, xouto 3acsirat Bammre Oenu 1po6oBe, KOUTO BB3IPEISATCTBAT MOJyYaBaHETO Ha
JIOCTaTHYHO KHCIIOPOJ OT TsUT0TO. HAKOM OT HapyIIeHusATa BKIIOYBAT 3aTPYAHEHO TUIIIaHE,
3a1yX, 3aAyX B TOKOH, TOBEPXHOCTHO 3aTPYJHEHO WJIM MPEKBCBAIIO AHUIIaHE, XPUIIOBE

o KpbBHE cheupernu B 6enute 1podose

o JKbnTo onBeTsiBaHe Ha KOKaTa U 04nuTe (KBJITCHULIA)

o Byuka B kienaua (xanauoH), 3a4epBeHH U MOAYTH KJICTIaun

Penku Hexenanu peakuuu (Morat aa 3acersart a0 1 na 1 000 gymu)

o KpbBHU Chcupeny B MallKUTe KPHBOHOCHH ChJIOBE (TPOMOOTHYHA MUKPOAHTHOTIATHS] )

o Cepro3HO BB3MAJICHUE HA HEPBUTE (HEPBHUTE BIaKHA), KOETO MOXKE J1a IPUYUHH TTapalin3a 1
3arpyaHeHo auirane (cuaapom Ha Guillain-Barre).

Chol01aBaHe Ha HelKeJIAHU pPeakIuu

AKO MOJTyunTe HAKaKBU HEXXEJaH!U JICKapCTBEHU peakliy, yBeaoMere Bamus nexap uiu gpapmanesT.
ToBa BK/IIOYBA BCUYKH B3MOYKHHM HEOIMCAaHH B Ta3M JMCTOBKA HEXENaHU peakunu. MoxeTe ChIIo 1a
ChOOIIUTE HEXKENAaHHU PeaKIUU JUPEKTHO Ype3 HAallMOHATHATa CUCTEMa 32 ChoOIIaBaHe, IIOCOUCHA B
IMpunoxenne V*. Kato cro01iaBaTe HeXKeIaHU PEakLK, MOKETe Jla JaJieTe CBOS IPHHOC 3a
NoJy4aBaHe Ha MoBeue HH(OopManus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na cexpansiBate VELCADE
[la ce cbxpaHsiBa Ha MsCTO, HEJIOCTBIIHO 32 JAeLa.

He u3non3Baiite TOBa JIEKapCTBO CJIEI CPOKa HA TOJHOCT, OTOEA3aH BhpXY (IaKOHA M KapTOHEHATa
onakoBka cien "T'oneH go:”.

Ha ne ce cexpanssa Hax 30°C. CexpansBaiite (aakoHa BbB BTOPUYHATa KAPTOHEHA ONAKOBKa, 3a J1a
ce MpeAMnas3y OT CBETIHNHA.

[IpuroTBeHHAT pa3TBOP TPSIOBA JIa c€ M3MONI3BA BEAHATA CIIC/ IPUTOTBSIHE. AKO IIPUTOTBEHUSIT
pa3TBOp HE ce U3MOI3Ba BeJHAara, BpeMETO U yCIOBUATA Ha ChXpaHeHHE Ipean ynorpeda ca
OTTOBOPHOCT Ha NOTpeOuTeNIs. [IpUuroTBeHUST pa3TBop ¢ crabuiieH 3a 8 yaca npu 25°C, CbXpaHsBaH B
OpUrHHaNHHS (IaKOH W/WIIK CIIPHHIIOBKA, C 00II0 BpeMe Ha ChXpaHEHHEe Ha MPUTOTBEHOTO
JIEKapCcTBO, HE TOBeYe OT § yaca mpeau ymnorpeoa.

VELCADE e camo 3a eqHokpaTHa yrnoTpeda. Hensmnon3paHUAT IPOAYKT WK OTHAABYHUTE
MaTepUaH OT HETO TPSOBA JIa CE U3XBBPIAT B ChOTBETCTBUE C MECTHUTE M3UCKBAHUSI.

6. Cun)pma}me Ha OMAaKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakspo chabp:xa VELCADE

- AKTHBHOTO BeIIeCTBO € OopTe3oMub. Beeku duiakoH chabpika 1 mg (KaTo MaHUTOJI OOPOHOB
ectep). Cren pa3tBapsiae 1 ml OT HHXKEKIIMOHHUS Pa3TBOP ChABPka 1 mg GopTe3oMuo.

- Hpyrure cberaBku ca manuton (E421) u a3or.

Kak m3rie:xxna VELCADE u kakBo cbabp:Ka 0naKoBKaTa
VELCADE mnpax 3a HHXEKIHOHEH Pa3TBOp € Osu1a 10 MOoYTH Osijla KOMIIAKTHA MJIH [IPaxoo0pasHa
Maca.

Bcesxka kapronena onakoBka VELCADE 1 mg npax 3a HHXXEKIIHOHEH Pa3TBOP ChAbpKa €AUH CTHKJICH
(h1akoH ¢ Kanayka, OIlBETE€Ha B 3€JIEHO, B MPO3payHa OJIMCTEpHA OMaKOBKA.

IIpurtexaTen Ha pa3pelIeHNETO 32 yHoTpeda
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

IIpoussoaureJ

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

3a gombIHUTENHA HHPOPMAIIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE C JIOKATHUS
MIpEeICTaBUTEN Ha MIPUTEXKATEN Ha pa3pelIeHneTo 3a ynorpeoa.

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél + 32146494 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com
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Bbarapus

»oKOHCBHH & [xoHchH bearapus” EOO]]
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

EALada
Janssen-Cilag ®oppokevtikr A.E.B.E.
TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+ 33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

fsland
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 146494 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

Norge

Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel:+43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel. +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson s.r.o.
Tel: +421 232 408 400
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Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300

janssenita@its.jnj.com jacfi@its.jnj.com

Kvnpog Sverige

Bapvapoc Xotinmavaynig Ato Janssen-Cilag AB

TnA: +357 22 207 700 Tel: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija  Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

lv@its.jnj.com

I[aTa Ha IOCJCIHO NMpepasrjekaaHne Ha JIMCTOBKaTa

IMompoOHa uHpopMarrs 3a TOBa JEKapCTBO € MpeA0CTaBeHa Ha yeOcaiita Ha EBponelickara areHius
o jekapcraara http://www.ema.europa.eu.
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Ilocouenara no-40J1y I/IH(bOpMaLII/ISI € IMpeAHa3Ha4YCHa CaMO 3a MCAUIIMHCKU CIICIUATIUCTU:

1. HNPUT'OTBAHE 3A UHTPABEHO3HO ITPUJIOKEHUE

3abenexka: VELCADE e nuTOTOKCHYEH JIEKapCTBEH MPOLYKT. 3aTOBa 110 BpeMe Ha padoTa u
NPUTOTBSIHE TPSIOBA Ja ce MPOsIBsBa IMOBUIIICHO BHUMaHue. [IpernopbuBa ce yrnorpedara Ha phKaBUIH
Y IPyTO 3alIUTHO OOJIEKJIO 32 Mpeana3BaHe 0T KOHTAKT ¢ KOXKaTa.

10 BPEME HA PABOTA C VELCADE TPABBA CTPUKTHO JA CE CITA3BA ACEIITUYHA
TEXHUKA, Thil KATO HE ChJIbPXKA KOHCEPBAHT.

1.1 IIpurorBsine Ha (pakoH oT 1 mg: BHUMAaTeaHO 100aBeTe 1,0 ml cTepuiIeH HHXEKIIMOHEH
pa3TtBop Ha HaTpueB xyopua 9 mg/ml (0,9%) keM Puakona, ceabpxkan; VELCADE mpax, kato
M3M0JI3BaTe CIPUHLIOBKA OT 1 ml, 6e3 ma oTcTpaHsBaTe 3amyliajgkaTra Ha (akoHa.
PastBapsHeTo Ha MHOUIM3HPaAHUS TPaxX Ce N3BBPLIBA 33 IO-MAJIKO OT 2 MUHYTH.

KonuenTpanusra Ha noxydeHus pa3rop e 6bae 1 mg/ml. Pa3rBopbt me 6bae OucTbp 1
Oe3uBereH, ¢ kpaitno pH ot 4 1o 7. He e Heo6xonumo aa nposepsiatre pH Ha pazTBOpa.

1.2 Ilpenu npuiaraHe, BU3yalHO MPOBEPETE pa3TBOPA 3a HATMYKME HA BUIMMH YaCTHIM U TIPOMSIHA
B I[BeTa. AKO Ce HaOIlt0/[aBa HIKaKBa MPOMSHA B [IBETA WIIM BUANMH YaCTUIU, PA3TBOPHT
TpsiOBa Jla ce M3XBBPIH. YOeeTe ce, 4e € MPUroTBeHa TOYHaTa J103a, KoATo TpsOBa Ja ce
MIPUJIOKK MHTPaBeHo3Ho (1 mg/ml).

1.3 IlpurorBeHusT pa3TBOp € 0€3 KOHCEPBAHTH U TPsIOBa [1a ce U3MOI3Ba HE3a0aBHO Ciie]
NPUTOTBSIHE. BBIIpekn TOBa € ycTaHOBEeHa XMMHUYecKa 1 (pu3nvecka CTAOMIHOCT Ha Pa3TBopa JIo
8 "aca cien pa3TBapsiHe mpu Temrepatypa 25°C ¥ pu CbXpaHeHUE B OpUTUHATHUS (QIakoH
u/uny crpuHioBka. OOMIOTO BpeMe 3a ChbXpaHEHUE Ha pa3TBOPEHHUS JIEKAPCTBEH MPOAYKT HE
TpsiOBa Jla HaJBHINaBa § Yaca Mpeu npuiarade. AKo IPUTOTBEHUST Pa3TBOP HE Ce M3I0JI3Ba
He3a0aBHO, BpEMETO M YCJIOBUATA Ha ChbXPaHEHME CJIel] pa3TBapsiHe, peau yrnorpeda, ca
OTTOBOPHOCT Ha MOTPEOUTEIIS.

He ¢ HeoOX01uMO pa3TBOPSHUST MPOAYKT Ja CE Ma3u OT CBETIHHA.

2. INPUJIOKEHHUE

o Crnen pa3TBapsHe, H3TETJIeTe CbOTBETHOTO KOJIMYECTBO OT MIPUTOTBEHHUS PA3TBOP CIIOPE]
W3YHCIIEHAaTa 103a 3a TelecHaTa NOBbPXHOCT Ha MalMeHTa.

o [loTBBpaeTE HO3aTa U KOHLEHTPALMTA B CIIPUHIOBKATA MPeIU yHoTpeda (poBepeTe Janu
CIIPUHIIOBKATa € MapKUpaHa 32 HHTPABEHO3HO MPHIIOKEHHUE).

o Umxektupaiite pa3TBopa Kato 0071yC MHTPAaBEHO3HA MHKEKLUS pe3 nepudepeH uim
[EHTPAJICH HHTPAaBEHO3€H KaTeThp BB BEHA 3a 3 — 5 CEKyH/IH.

o [pomuiite nepudepHus UK HEHTPaJICH HHTPABCHO3CH KaTEThpP ChC CTEPHIICH Pa3TBOP HA

Hatpues xjopun 9 mg/ml (0,9%).

VELCADE 1 mg npax 3a un:axeknnonet pa3tsop E CAMO 3A UHTPABEHO3HO
NNPUJIOKEHME. /1a He ce npuJiara no Apyru nbtuma. MHTpaTeKkaIHOTO NPUJIOKEHHE BOIH 10
CMBPT.

3. HU3XBBPJISIHE
®dIakoOHBT € caMo 3a eIHOKPATHA YIOTpeOa U OCTaHATIHAT Pa3TBOP TPIOBA Ja Ce U3XBBPIIH.
Heunsnon3BaHuAT NPOJAYKT WK OCTATHYHUTE MATEPUATTH OT HETO TPIOBA Jla ce U3XBBPIIAT B

CBbOTBCTCTBUC C MCCTHUTC U3HMCKBAHMA.
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JIncroBka: nuH(popManus 3a NOTpedUTENA

VELCADE 3,5 mg npax 3a HH:KeKIIHOHEH Pa3TBoOp
oopte3omub (bortezomib)

IIpoueTeTe BHMMATEIHO LSJIATA JIUCTOBKA, PN 12 3aMI04YHETe 1A U3M0JI3BaTe TOBA

JIEKAPCTBO, Thil KaTO TA ChABLP:Ka BaxHa 3a Bac undopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe 1a c€ HANOXKU /12 51 IPOYETETE OTHOBO.

- AKO UMare HIKaKBH JOMBIHUTEIHA BBIPOCH, TonuTaiiTe Bamms nexkap uinn gapmarieBt.

- AKO TOTy4YuTe HIKAKBU HEXKEJIAHU JICKAPCTBEHH PEaKIlNy, yBeoMeTe Barmst iekap wim
(apmarieBT. ToBa BK/IIOYBA U BCUYKH Bb3MOXKHH HEKEJIaHU PEAKI[HK, HEOITMCAaH! B Ta3u
JIMCTOBKa. BiokTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA:

Kaxso npencrasnsBa VELCADE u 3a kakBo ce H3M0/13Ba
Kakso Tps6Ba na 3naere, npeau na usnonssate VELCADE
Kak na nznonssate VELCADE

Bb3MoXxkHN HEXeETaHU peakuu

Kaxk na cexpanssate VELCADE

ChabpkaHye Ha ONAKOBKATa M JOBIIHUTEIHA HHPOPMALIUS

AR S e

1. Kaxkgo npeacraBiasasa VELCADE u 3a kakBo ce U3noJ3Ba

VELCADE cbabpxa akTHBHOTO BEILIECTBO OOPTE30MHO, HApHUYaH OLle “IpoTea3oMeH HHXUOUTOP” .
[IpoTeazomure urpasT BaxkHa poJisi 3a KOHTPOJIa Ha KJIeThYHaTa PyHKIHS U pacTex. bopTesomud
MOYe J]a YHUIIOKHA TYMOPHUTE KIIETKH Ype3 HaMeca B TSAXHATa QYHKITUSL.

VELCADE ce u3nosnsBa 3a JiedueHHe Ha MyJITHIICH MUEJIOM (PaK Ha KOCTHHUSA MO3BK) MPH MallMEHTH

Haj 18-roauiHa BE3pacCT:

- CaMOCTOSITEITHO MJIM B KOMOMHAITUS C JIEKapCcTBaTa NETUIIMPaH JIUITO30MEH JIOKCOPYOUITHH HITH
JeKCaMeTa30H MNpH NMALHEeHTH, 3a00JIBaHETO HAa KOUTO CE € BJIOLIIIO (IIPOrpecupao) cien
M0JTy4aBaHE Ha MTOHE €Ha IPEIUIIHA TepaNeBTHYHA JIMHUS U IIPU KOUTO TPAHCIUIAHTALUATA Ha
XEMOTIOETUYHH CTBOJIOBH KIIETKH He € Onia yCIelnrHa Wid He € MOAXOSIIA.

- B KOMOHMHAIIH € JIeKapcTBaTa Men(aiaH U IpeAHN30H, IPH MALUEeHTH, 3a00JI1BaHETO HA KOUTO
HUKOTa HE € JIEKYBaHO M Ca HETOAXO AN 32 BUCOKOI030Ba XUMHUOTEPAIUS C TpaHCIITIaHTalUsA
Ha XEMOTIOETUYHU CTBOJIOBU KJIETKH.

- B KOMOHMHAITUS C JIEKapcTBaTa JEKCaMeTa30H MM JEKCaMEeTa30H 3ae{HO C TATUIOMH/L, TPH
NalnyeHTH, 3a00BaHETO HAa KOUTO HE € JIEKYBaHO IPEeAr TOBa U IPEAHX Ja TOIydaT
BHCOKO/I030Ba XMMHOTEPAIHs C TPAHCIUIAHTAIUS Ha XeMOIIOETUYHH CTBOJIOBH KIJIETKU
(MHIyKIIMOHHO JICUYEHHE).

VELCADE ce u3nosnsBa 3a JiedeHHe Ha MaHTEITHOKIEThUCH TUM(OM (B pak, 3acarainl JUMQHUTE
BB3JIM) MIPU MAIIUEHTH Ha BB3pacT 18 rouHN UK Mo-Bb3pacTHH, B KOMOMHAIIUS C JIeKapcTBaTa
putykcumao, nuknodochamu, JOKCOpYOHIKMH U NPEAHNU30H, TIPU MALUEHTH, 3a00JIIBaHETO HA KOUTO
HE € JIEKyBaHO NPeAy TOBa U MPH KOUTO TPAHCIUIAHTALMS HA XEMOIIOETHYHHU CTBOJIOBHU KJIETKH HE €
HOJXO011IA.

2. KakBo TpsioBa na 3naere, npeau aa usnoyssare VELCADE

He n3noussaiite VELCADE

- aKo CTe aJlepruiHu KbM 00pTe30Mu0, OOp MM KbM HAKOS OT OCTaHAJIUTE ChbCTABKH HA TOBA
JeKapcTBO (M30pOEHU B TOUKA ).

- aKo UMarte HIKaKBHU TEXKH OEJOAPOOHH WM ChPJICYHU MPOOIEMH.
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[IpeaynpeskaeHuss u npeAnasHu MepKU

Undopmupaiite Bamms gekap, ako numate HIKOE OT H30POCHUTE MO-A0Ty ChCTOSIHUS:

HHUCBHK OpOl YepBEHHU WM OETH KPBBHU KIETKU

KBbPBEHE W/WIM HUCBHK Opoil TpoMOOLMTH B KPBBTa

JIUapHusl, 3a1eK, TaJeHe WU TOBPhIIaHe

€11a00CT, 3aMastHOCT HJIM CBETOBBPTEK B MUHAJIOTO

npobiemu ¢ ObOpenuTe

JIEKH JI0 YMEPEHH YepHOAPOOHH poOIeMu

M3TPBIBAaHE, MPaBy4KaHE MM OOJKa B PBLETE WM KpakaTa (HEBPOINaTHs) B MUHAJIOTO

npo0JIeMHU ChC CHPLETO WM KPHBHOTO HAJISATaHE

3a0yX WIN KalIuLa

HPUITATBIH

xeprec 30cTep (BKIIOYUTENHO JOKATU3UPAH OKOJIO OUYMTE WIIM O0XBAILAL ISUIOTO TSIIO)

CHUMIITOMHU Ha CHHIPOM Ha TYMOPEH pa3Naj KaTo HalpUMep MYCKYJIHU KpaMIIH, MyCKyJTHa

crnaboct, 00bpKBaHe, 3ary0da WK HapylIeHHe Ha 3pEHHETO U HEJOCTUT Ha BB3IyX

o 3ary0a Ha mameTTa, 3aTpyAHEHO MHUCJIEHE, TPYAHOCTH IIPH XO/CHE WM 3aryda Ha 3peHUETO.
ToBa morart J1a ObJIaT MPHU3HAIM HA CEPHO3HA MO3bYHA HH(EKIHs 1 Bammar ekap moxe na
NPEAIOKH JOIBIIHUTEIHU U3CIICIBAHHUS U IPOCIICASIBAHE.

IIpenu u o Bpeme Ha neuenueto ¢ VELCADE Tps6Ba na cu npaBuTe NepuoANYHH U3CIEABAHUS Ha
KPBBTa, 3a Ja IPOBEPSBATE PEIOBHO OpOsi HA KPBBHUTE CH KIICTKH.

AKO UMaTe MaHTEHOKIJIETHYCH JIUM(OM U IoTydaBare JekapcTBoTo putykcumabd ¢ VELCADE

TpsiOBa a KaxkeTe Ha Bamms nekap:

o aKo cMmsTaTe, Ye uMare MHMEKIUS ¢ XeNaTUT B MOMEHTA WJIM CTE MMalld B MHHAJIOTO. B Hskon
Cllydau, HalMeHTH, KOUTO Ca UMaJIM XeTaTUT B Moxke Aa moxydaT MOBTOPEH MPHUCTHII Ha
XEMaTUT, KOUTO MOJKe Ja ObJie (haTaneH. AKO UMaTe aHaMHe3a 3a HH(MEKIU ¢ XenaTut B 1ie
ObJicTe BHUMATEITHO MpeTriieJany OT Bamus nekap 3a mpu3HaIM HA aKTUBEH XenaTuT B.

Bue Tps10Ba 1qa npoyeTere JIMCTOBKATA 3a MAI[MEHTa Ha BCEKH JICKAPCTBEH MPOAYKT, KOUTO IIE e
npuema B komOuHaius ¢ VELCADE, 3a nndopmarius, cBbp3aHa chbc ChOTBETHOTO JIEKAPCTBO MPEIH
3amouBane Ha eyennero ¢ VELCADE. Korato ce nm3non3Ba TamuaoMua € Heo0X0oauMo Jia ce 00bpHe
0COOCHO BHIUMAaHKE Ha TECTBAHETO 32 OPEMEHHOCT Y M3MCKBAHUSATA 32 MPEBEHITN Ha OpEMEHHOCTTA
(BmxTE TOUKa BpeMEeHHOCT U KbpMEHE).

Jlena v IOHOIIH
VELCADE He Tps0Ba ia ce U3M0I3Ba IpH Jelia U IOHOIIIH, 3al[0TO HE € U3BECTHO KakK IIIe UM
MoJIENCTBA JIEKAPCTBOTO.

Jdpyru nexapcrea u VELCADE

Mons undopmupaiite Bamust nekap win ¢papMarieBT, ako prueMaTe, HACKOpO CTe IPUEMaITH HITH €
BB3MOXHO J1a IPHEMETE APYTH JIeKapCTBa.

B gactHocT, nadpopmupaiite Bammus nekap, ako H3M0I3BaTe JIEKAPCTBA, ChABPIKAIIN HAKOE OT
CJICJIHATE aKTUBHH BEIIIECTBA:

- KETOKOHA30J1, U3M0JI3BaH 3a JICYeHUE HA I'bONYTHN HHDEKITUH

- pUTOHABHD, U3NOI3BaH 3a euenue Ha HIV nngexnus

- prudaMnuIrH, aHTHOMOTHK, U3TOI3BaH 32 JICUCHUE Ha OaKTepUaATHN WHPEKIHN

- kapOamMasenuH, eHUTONH WK HeHoOapOuTall, U3MOJI3BaHH 32 JICUCHHE Ha CTIHJICTICUS
- XKBAT KaHTapuoH (Hypericum perforatum), 3a AENPECUH WK APYTH ChCTOSHUS

- nepopaiHi aHTHINA0ETHH JICKapCTBa

BpemMeHHOCT M KbpMeHe

He tpsi6Ba na msnomssare VELCADE ako cte 6pemMeHHa, OCBEH B CiIydail Ha KaTeropuyHa
HE0OXOJUMOCT.
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U mbxere, u xennre, Ha kouto ce npuara VELCADE, tps0Ba 1a nsnomnsBar eeKTUBHUA METOIH 3a
KOHTpalenys 0 BpeMe Ha U 10 3 Mecela Cilell I€YeHUETo. AKO, HE3aBUCUMO OT T€3U MEPKH,
HACTBITH OPEMEHHOCT, BeZiHara nHpopmupaiite Bamms nekap.

He tpsa6sa na kepmure, nokato usnomsare VELCADE. O6cwaere ¢ Bamms nekap kora e 6e3onacHo
J1a TOTHOBUTE KbPMEHETO, CIIE] MPUKIIOYBAHE HA JICUCHUETO.

Tanunomu npuyrHsABa BpoaeHH Masihopmannu u cMbpT Ha wioaa. Koraro VELCADE ce npunara B
KOMOMHALUS ¢ TATUIOMHU, TPsIOBa Ja cleaBaTe nporpamara 3a MpeBeHIHs Ha OpeMEHHOCTTa MIPH
JIeYeHHE ¢ TaTuaoMu/ (BIKTe JIMCTOBKA 3a maIueHTa Ha TATUIOMHUT).

lodupane u padora ¢ MalIUHU

VELCADE Moxe J1a mpriuuHA yMOpa, 3aMasiHOCT, clIab0CT WK 3aMbITieHo 3penne. He modupaiite n
HC pa60TeTe C UHCTPYMCHTHU WJIM MAIlIMHU, aKO UMATC HOJIO6HI/I HCXCIJIaHU PCaKIUU,; T0PU aKO I'
HsIMAaTe, HEMPEMEHHO TPAOBa ja cTe BHUMATEIIHU.

3. Kak pa m3noiasBare VELCADE

Bammsit nexap mie onpenenu Bamara noza VELCADE B 3aBUCHMOCT OT BUCOYHMHATA U TETTIOTO Br
(rutoin Ha TenecHaTa moBbpxHocT). O6uyaiinara HauanHa no3a Ha VELCADE e 1,3 mg/m? TenecHa
MOBBPXHOCT J[BA ITBTH CEIMUYHO.

BamusaT nexap Moke Jia MPpOMEHH J1o3aTa U o0Iust Opoii JieueOHHU UK B 3aBUCUMOCT OT
MOBJIMSABaHETO BH OT JIeUeHUETO, OT Bb3HMKBAHETO HA HAKOW HE)KEIaHU PeaKIUy U OT Baiure
CHITBTCTBAIIH 3a00JIIBAaHUS (HAIpUMED, TPOOIEMH C YEPHUS IPO0).

Ipoepecupawy myamuniien mueiom

Korato VELCADE ce npunara camoctosrtento, Bue me nomyuute 4 nozu VELCADE unTpaBeH03HO
WM NOJKOXHO Ha AeH 1, 4, 8 u 11, nocneasanu ot 10-qHEBHO NPEeKbCBaHE HA JICYCHUETO “NIEPUO] HA
nmounBka”. To3u 21-mHeBeH mepuon (3 ceaMuIy) ChOTBETCTBA HA €IMH IIUKBII Ha JieueHue. Bue Moxe
Jla TIoJTyquTe 10 8 MUKEIA (24 ceaMuIm).

VELCADE moxe na Bu 6b1e npriaran 3aeiHo ¢ JIeKapcTBaTa NerHiIupaH JUIM030MeH JOKCOPYOUIIMH
WIN JIeKCaMETa30H.

Koraro VELCADE ce npunara 3aefHO ¢ IeTHINpaH JUII030MeH TOKCOpyOuInH, Bue me noxyqnre
VELCADE uHTpaBeHO3HO WM MOJAK0XHO KaTo 2 1-THEeBeH UKBJI HA JICUCHUE U TIETHINPaH
JUTI030MEH JIOKCOPYOHUITMH MPUIIOKEH B J103a 30 mg/m2 Ha 1eH 4 B 21-qHEeBHNA [IUKBJI HA JIEYEHHE C
VELCADE karo nntpaseno3Ha ndysus cinen umkektupanero Ha VELCADE.

Bue moxe ga momyuute 10 8 nukbia (24 ceaMuIim).

Koraro VELCADE ce npuinara 3aegHo ¢ nexcameTasoH, Bue me noxyunre VELCADE nHTpaBeHO3HO
WM MTOJIKOXKHO KaTo 21-1HEBEH IUKBJI Ha JIYeHUE U JekcaMeTa3oH 20 mg NpHIIoKeH EPOPaTHO B
mam 1,2,4,5,8,9, 11 u 12 or 21-nHeBHus nukba Ha nedenne ¢ VELCADE.

Bue moxe na momyuute 110 8§ nukbaa (24 cenMuIm).

Henexysan mynmunien muenom

AKO nipeqi He CTe OMJIM JIGKYBaHH 3a MYJITHILICH MuesioM ¥ Bue He cTe moaxomasiy 3a

TpaHCIIJIAaHTaLUs Ha XEMOIIOETUYHH CTBOJIOBH KJleTKH, e noinyuure VELCADE 3aenHo ¢ nBe apyru

JeKapcTBa: MendanaH U IPEIHU30H.

B T031 ciy4aii poaBIDKATETHOCTTA HA TePalleBTUYHUS UK € 42 nuu (6 ceqmurn). Bue mie

nonryuute 9 muKbia (54 cenMuIn).

° B muxmute ot 1 1o 4 VELCADE ce npunara nBa mbTH cenMuyHO Ha 1ieH 1, 4, 8, 11, 22, 25, 29
u 32.

° B nuxnute ot 5 1o 9 VELCADE ce npunara BeAHbX CEAMUYHO Ha JicH 1, §, 22 u 29.

Mendanan (9 mg/m?) u npexauszon (60 mg/m?) ce nmpuarat mepopaiso B aeH 1, 2, 3 u 4 ot mbpBaTa

CeIMUIIA Ha BCEKU ITUKBJI.
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AKo mpesiu He cTe OWIIM JIEKYBaHU 3a MyJITHIICH MUeJIoM 1 Bue cTe moaxoasmy 3a TpaHCIUTaHTalus
Ha XeMoToeTHYHH cTBoNoBH KieTku Bue e nmomyunte VELCADE uHTpaBeHO3HO UITH TTOAKOXKHO
3a€IHO C JIEKAPCTBATA JEKCAMETAa30H WIIN JEKCAMETa30H U TAIMIOMHU], KATO HHIYKIIMOHHO JICUCHHE.

Koraro VELCADE ce npuinara 3aeqHo ¢ nekcameTa3oH, Bue me noxyuure VELCADE unTpaBeHO3HO
WM TTOJIKOKHO KaTo 21-IHEBEH IMKbJI Ha JieueHue U JekcameTa3oH 40 mg nNpuiiokeH nepoparHo B
man 1,2,3u4uB8,9, 10u 11 or 21-gueBHus 1uksa Ha JedeHue ¢ VELCADE.

Bue mie momyuaunte 4 mukbiaa (12 ceqmunm).

Koraro VELCADE ce mpusiara 3aeiHO ¢ TaJHIOMHJ U IeKCaMeTa30H, IPOABIKUTEIHOCTTA Ha
TEpaNeBTUYHHS IUKBI € 28 MHU (4 CenMUIN).

Hexcamerazon 40 mg ce mpuiara nepopayHo B aau 1, 2, 3,4, 8,9, 10 u 11 ot 28-1HeBHUS ITUKBI HA
nedgerne ¢ VELCADE u tanuaoMu IpUiIoKeH MEepopaTHO XKETHEBHO B o3a oT 50 mg 1o neH 14 ot
BPBUS ITUKBII U aKO ce TIOHACs 100pe mo3aTa ce noeumasa 10 100 mg B nmepuozaa ot el 15 10

JIeH 28, ciie] KOeTo MOXe Ja ObJ/ie TOBHIIIEHA JOMBIHUTENHO 10 200 mg OT BTOPUS IIUKBIT HATATHK.
Bue moxe ga nmpemuHeTe 10 6 UKbBIIA Ha JiedeHne (24 cenMHuIn).

Henexysan manmennoxnemvuer aumgpom

AKO He cTe JIeKyBaHH Jlocera 3a MaHTelHoKIeTsueH TuMdom mie nonyunte VELCADE
HMHTPABEHO3HO WJIM MOJKOKHO 3a€/IHO ¢ JIeKapCTBaTa pUTYKCUMao, ukiaodochamu, 10KCOpyOuIuH
Y TIPEHHU30H.

VELCADE ce npuiara HHTpaBeHO3HO WU TOJIKOXKHO Ha JieH 1, 4, 8 u 11 mocnenBano ot "mepuos Ha
nmounBKa", 6e3 neuenue. [IporbDKUTETHOCTTA Ha ITUKBIa Ha JedeHue € 21 quu (3 ceamurm). Morar
Jla ce MPHUIIOKAT 110 § MHUKBIA (24 CenMUITH).

CrneHUTE IEKapCTBEHH MPOAYKTH Ce MpHUIIarar Ha JieH 1 Ha BcekH 2 1-IHEBEeH IUKBII Ha JICYCHHUE C
VELCADE kato HHTpaBeHO3HU BIMBAHUA:

Purykcuma6b B 103a 375 mg/m?, nuknopochamus B 1o3a 750 mg/m? u 1okcopyOHIMH B 1032

50 mg/m?.

I[IpexHu30H ce mpuiara nepopaito B no3a 100 mg/m?na nen 1, 2, 3,4 1 5 OT LMKBJIA HA JIEYEHHE C
VELCADE.

Kak ce npniiara VELCADE

ToBa 1exapcTBO € 3a MHTPABEHO3HO WK NoaKkokHO npunoxenne. VELCADE mie ce mpumnara ot
MEIULUHCKY CIIEIUAIIICT C OIUT MPH yIoTpedaTa Ha IUTOTOKCUYHU JIEKApCTBa.

VELCADE Ha npax Tpsi0OBa ia ce pa3TBopu npenu ynotpe6da. Tosa 1ie ce HanpaBu OT MEIULUHCKU
cneranuct. [omydeHusT pa3TBOp ce HHKEKTHpa BbB BeHA WM MOJI KokaTa. HKEKTHpaHETO BB
BeHa ¢ 0BP30, 3a 3 10 5 cekyHau. MHXKEKTHpaHETO O] KO)KaTa ce IIpaBH B 00j1acTTa Ha Oepara uin
KopeMma.

Axo Bu e npuno:xen TBbpae muoro VELCADE

TBi KaTo TOBA JIEKAPCTBO Ce MpHiIara oT Bamus ekap Wim METUIIMHCKA CECTPA, MAJIKO BEPOSITHO €
na Bu 6p1e npunoxed noseye. B Manko BeposTHHS cliyyail Ha peno3upane, Bammar nekap me Bu
HaOJIr0aBa 3a HEKEIIaH!U PEaKIiu.

4. Bb3MOKHH HeKeJTaHU pPeakuuu

KaxkTo BcH4KM JiekapcTBa, TOBA JIEKAPCTBO MOXKE Ja MPEIU3BHKa HEXKEIIAaHU PEaKIluu, BHIIPEKH ue He
BCEKH T'Y TToJry4aBa. Hskom oT Te3u peakiiuu Morat aa ObaaT CepruO3HU.

Axo Bu npunarar VELCADE 3a MynTHIIIEH MHETIOM MM MAHTETHOKIEThUCH TUM(OM,

uHopmupaiite Bamms nekap, ako ©MaTe HAKOH OT M30pOEHUTE MO-10Ty CUMIITOMH:

- MYCKYJIHH KpaMITH, MyCKyJTHa c1abocT

- o0BpKBaHe, 3ary0a WIn HapylIeHHe Ha 3pEHHETO, CIIEN0Ta, I'bPUoBe, II1aBodome

- 3a1yX, NOAyBaHE Ha KpaKaTa, Uiy IPOMEHHU B CbpPACYHHS PUTHM, BUCOKO KPBBHO HaJIsTaHE,
yMopa, TipuIajgaHe
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KanuMna 1 3aTpyAHCHO AUIIAHE WK CTATAHE B I'bPAUTC.

Jleuenneto ¢ VELCADE Mo3ke MHOTO 4ecTO Jia IpeIn3BUKa HaMaleHue Ha Opos Ha YepBEHUTE
0en KPbBHU KJIETKH M TPOMOOIIUTHTE B KpbBTa BU. ETO 3a1mo TpsOBa 1a cu mpaBuTe MEpuOIUIHH
U3CcIeBaHNs Ha KpbBTa Npeau U 1o Bpeme Ha jiedennero ¢ VELCADE, 3a na npoBepsiBate pe1oBHO
Opos Ha KPBBHUTE CH KJICTKH. MOXe Jja MaTe HaMalsBaHe B Opos Ha:

TpOM60]_[I/ITI/ITe, KOCTO MOXK€E da BI/I HaHpaBI/I I10-CKJIOHHHU KbM 06pa3yBaHe Ha CUHUHHU UJIN
KbpBeHe 0e3 BUANMO HapaHsIBaHe (Hamp. KbpBEHE OT YepBaTa, CTOMaxa, ycTaTa U BEHIIUTE WK
KbPBEHE B MO3bKa, HITH KbPBEHE OT YEPHHUSI IPO0)

T-IepBeHI/ITe Kp’LBHI/I KJICTKH, KOCTO MOXKE da Hpe]lI/I3BI/IKa AHEMUS CbC CUMIITOMU KAaTO yMopa nu
Oaemoct

OenmuTe KPBBHU KJIETKH, KOETO MOXe J1a Bu HarpaBu 1Mo-CKIIOHHA KbM HHPEKITUN 1
FpPIHOHO)IO6HI/I CUMIITOMM.

Axo Bu e npunoxxer VELCADE 3a neuenne Ha MyITHUIIIIEH MAEJIOM HEKEJTAHUTE PEaKLIUU, KOUTO
MOXe J]a OJy4HTe, ca H30pOeHH MO-I0Iy:

MHOro 4ecTH He:KeJIaHM peakuuu (MoKe 1a 3acerHar nmosede or 1 Ha 10 xymm)

UyBCTBHUTEIHOCT, CKOBAHOCT, M3TPBIIBAHE WIIH yCEIllaHe 3a apeHe Ha Ko)KaTa, Win OOJIKU B
pBIIeTe WK KpaKkaTa, Mopaju YBPEKIaHe Ha HEPBUTE

HamansiBane Opost Ha YepBEeHUTE KPBBHU KICTKH WIH Ol KPBBHH KIIETKH (BHXKTE ITO-TOPE)
Tpecka

lanene wiu moBpbIaHe, 3aryda Ha aneTHT

3arek ¢ wim 0e3 moAyBaHe Ha Kopema (MOXe J1a € TEeXbK)

Jmapusi: ako ToBa ce CIIy4d, BAXKHO € J]a HETe MOBeYe BOAA OTKOJIKOTO OOMKHOBEHO. JIekapst
Moxe na Bu maje apyro iekapcTBo 3a KOHTPOJ Ha JUAPHSITA

YMopa (u3TornieHune), ycemaHne 3a ciadoct

MyckyHa 00Jka, 00K B KOCTUTE

YecTu He:xeIaHU peakumnu (Moxe aa 3acerHart 10 1 Ha 10 gymu)

Hucko kpbBHO Haysirane, psI3KO cHajaHe Ha apTepUATHOTO HAATaHEe NIPU CTaBaHe, KOETO MOXKeE
Jia TOBEIe 10 MPHJIONIaBaHe

Bucoko kpbBHO HalsiraHe

Hamanena 6p0peuna GpyHKIus

I'maBoGomnue

O06m10 HepasnonoxeHue, 00JIKa, CBETOBBPTEX, JIEKO 3aMaiiBaHe, YyBCTBO 3a cab0CT HITH
3ary0a Ha Ch3HaHUE

Tpenepene

Wudexnyn, BKIIOYUTEITHO THEBMOHUS, PECITUPATOPHU HHPEKIMH, OPOHXUT, THOMYHH
MH(EKINHY, KallUTuIa ¢ XpadKd, TPUIIONIOA00HN ChCTOSHUS

Xepriec 30cTep (BKIIOUUTEITHO Pa3NoI0KEH OKOJIO OUUTE WM Pa3NpOCTPaHEH IO TSUIOTO)
Bonka B repauTe WM HEAOCTUT HA BB3AYX MPH (PU3NUECKO YCUIHE

Paznuunu BugoBe oOpuB

Cop0esx mo Koxara, rpanaBa Win cyxa Koxa

3ayepBsiBaHE Ha JIMLETO MM MAJIKH CIYKaHU KallWIApH

3ayepBsiBaHE Ha KOXKaTa

Hexunpararnust (00e3BOAHSIBAHE)

Kucenunn, nogyBane Ha Kopema, OpUTrBaHe, Ta30Be, OOJIKH B CTOMaxa, KbpBEHE OT YepBara Miu
cTomMaxa

[Ipomsina BB pyHKIMATA HA YEepHUS IpOO

Bpananenue Ha yctaTa WM YCTHHUTE, CyXOTa B yCTaTa, sI3BU B ycTaTa WK OOJIKa B I'bPJIOTO
3ary0a Ha TerJo, 3aryba Ha BKyca

MycKyJIHE KpaMIId, MyCKYJIHH CIIa3MH, MyCKYyJHa ciaboct, 0ojka BB BamuTe kpaiHUIM
3aMBIriIeHO 3peHue
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Wudexnyst Ha BRHIIHUS CI0H Ha OKOTO M BHTPEIIHATA IIOBBPXHOCT HA KJICTIAUYNTE
(KOHFOHKTHBUT)

KspBene ot HOCa

TpynHO 3acniuBaHe WK MPOOIEMH ChC ChHS, U3MOTIBAHE, TPEBOKHOCT, IPOMEHHU B
HACTPOCHHUETO, IIOTHCHATO HACTPOCHHUE, OE3MOKONCTBO HIIH BB30Ya, MIPOMEHH B ICUXHYECKOTO
CHCTOSIHUE, JIC30PUEHTAIIUS

[TomyBaHe Ha TSIIOTO, BKIFOYUTEITHO OKOJIO OYUTE WIIH JPYTH YaCTH OT TSUTOTO

HedvecTn HekesaHM peaknuu (Morat Aa 3acerHar a0 1 Ha 100 qymm)

CopredyHa HeAOCTATHYHOCT, HH(DAPKT, TPhAHA O0IKA, TUCKOM(OPT B T'bPANUTE, IIOBUIIICHA WIIN
MOHW)KEHA ChpJIeYHa YeCTOTa

brOpeuna HenoCTaTHYHOCT

Br3nanenue Ha BeHUTE, KPHBHU ChCHPEIM BEB BEHUTE WIIH OennuTe 1poOoBe

[IpoGiemu cbe ChcUpPBAHETO HA KPBHBTA

HenocraTpuna nupkymamus

Bbananenue Ha 00BHBKaTa OKOJIO CHPLIETO WIIM TEYHOCTTA OKOJIO CHPILIETO

Wudekunn, BIrOUBamy HHPEKIH Ha TUKOYHUTE ITHTHILA, TPHII, XePIIeC BUPYCHA HH(DEKIIHA,
yIIIHA HHPEKIUSA U HETYIUT

KbpBaBu U3NpaKHEHMS WM KbPBEHE OT JIMT'ABUIIUTE, HAIIPUMEP B YCTATa, BIArajIuIIeTO
Mo03bUHOCHI0BH HAPYIICHHUS

[Napanuza, npumaaeiy, najaHe, ABUTATEIIHA HAPYIICHU, HApYyIIeHa, IPOMEHEHA WM HaMaJleHa
YyBCTBHUTEIHOCT (ycelaHe, CIIyX, BKyC, 00OHSIHIE), HAPYIICHO BHUMaHHE, TPENepeHe,
MOTPETIBAHUS

ApPTpUT, BKIFOUNTEITHO BH3MAJICHHE HA CTABUTE Ha MIPBCTUTE HA PBIETE U KpaKaTa, U Ha
YeIoCcTTa

Hapymenwns, xouto 3acsirat Bammre 6enu 1po6oBe, KOUTO BB3MPEISATCTBAT IMOJy4aBaHETO Ha
JIOCTAThYHO KHCIIOPOJ OT TsIOTO. HAKOM OT HapyIIeHusITa BKIIFOUBAT 3aTPYAHEHO JTUIIAHE,
3a1lyX, 3ayX B MMOKOW, TOBEPXHOCTHO 3aTPYTHEHO WIIM MPEKHCBAIIO JUIIaHE, XPUTIOBE
X®bIIane, TOBOPHHA HAPYIICHUS

[ToBunIeHo WM HAMaJIEHO KOJUYECTBO YpUHA (TTopaau ObOpEedHO yBpekaaHe), 00Ie3HEHO
ypUHHpaHEe WK HATHYKe Ha KPBB/OCNTHK B ypUHATA, 33 JbpiKaHe HA TEYHOCTH

[IpoMeHneHO HUBO Ha Ch3HAaHHE, OOBPKBAHE, YBPEXKIaHE UK 3aryba Ha maMeTTa
CBpBXUYBCTBUTEITHOCT

3ary0a Ha ciyxa, TyX0Ta WIX IIyM B YIIUTE, TUCKOM(OPT B YIIATE

XOopMOHAITHU HAPYIIIEHHsI, KOUTO MOTaT J]a 3aCeTHAT YCBOSIBAHETO HA COJ M BOJa
CBpBXaKTHBHOCT Ha IIUTOBUIHATA JKII€3a

Hecnoco6HoCT 32 Mpon3BexIaHe Ha JOCTATHYHO WHCYJIMH HIIH PE3UCTEHTHOCT KbM
HOpPMAJTHUTE HUBA HA WHCYJIUH

PasnpasHenu nim Bb3MaJICHU OYH, CHIIHO CBHJI3SAIIN OYH, OOJIKA B OYHTE, CyXH OUH, OUHH
uH(peKnnu, OyJka B Kiienada (XaJlalruoH), 3a4epBEHH U IOy TH KJIeTIayu, CEKPET OT OYHTE,
HapyIIEeHO 3peHHe, KbPBEHE OT OYHTE

[TomyBane Ha muMQHAUTE BH3IH

CKOBaHOCT Ha CTaBH WJIM MYCKYJIH, yCEI[aHe 3a TeXeCT, OOJNKH B C1a0WHUTE

Kocoman u HapyIieHa cTpykTypa Ha KOChMa

AnepruuHu peakiuuu

3auepBsBaHe WK 0OJKa HA MSACTOTO Ha WHKEKTHPaHE

Bonku B yctara

WHbekunn nnm Bh3MANCHNE Ha YCTATa, SI3BU B yCTaTa, XpaHOIIPOBOAA, CTOMAaxXa U YepBara,
KOHTO IMOHSIKOTa ca CBbp3aHu ¢ 00JIKa MM KbPBEHE, 320aBEHO JBIDKEHHE Ha YepBara
(BKITIOUHMTETHO 3amyIIBaHe ), AUCKOM(MOPKT B KOpeMa HIIM XPaHOIIPOBO/Ia, TPYTHO MPETIThINaHe,
MOBPBIIIAHE HA KPBB

Koxun naexmn

Bakrepuanau u BupycHH WHOEKIUH

Wndexnus Ha 350uTE

Br3nanenue Ha maHKpeaca, 3almyIIBaHe Ha )KITBYHUTE ITHTHINA
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Bonka B reHutanuute, mpo0IeMH ¢ OJIyYaBaHETO HA CPEKIIMS

TToBumeno termo

Kaxnma

XemaTuT

Hapyienust Ha MSICTOTO Ha MPUIIOKEHHUE WA CBBbP3aHU C U3/ICJIMETO 3a IPUIOKEHNE
KoxHu peakiuu 1 HapyIeHus (KOUTO MOKE Jia ca TeXKH U KUBOTO3aCTpaIIaBaIly ), KOXHU
SI3BU

CunHuHY, TaJaHus U HapaHIBaHUS

Bnb3nanenune nin KpbBOU3IUBU OT KPbBOHOCHUTE ChJI0BE, KOETO MOKE Jia CE€ MPOABHU KaTO
MAaJIKH YEPBEHU WIIH JIMJIAaBU TOYKH (OOMKHOBEHO IO KpakaTa), 10 TOJIeMHU TIeTHA o] KOoJKaTa
WY MEKUTE ThKaHU

JloOpokayecTBeH! KUCTH

Texko 00paTMO CHCTOSIHHE Ha MO3bKa, KOETO BKIIFOUBA TPUTIAIBIN, BHCOKO KPBBHO
HaJsraHe, riaBo0oiiue, ymopa, 00bpKaHOCT, CJACIIOTa WK IPYTH MPOOJIEMHU ChC 3PCHHUETO.

Penxu Hexe1anu peakuuu (Morat aa 3acersar a0 1 na 1 000 xymu)

Copaeunu npobiaeMu, BKIIIOYBALY WHPAPKT, CTCHOKAPIHS

Cepro3HO Bb3MAJICHUE HA HEPBUTE (HEPBHUTE BIAKHA), KOETO MOXKE J1a IPUUMHH Napayin3a 1
3arpyaHeHo aumiane (cuHapom Ha Guillain-Barré)

3adepBsaBaHe

IIpomsHa B 11BeTa HA BEHUTE

Br3nanenne Ha rppOHaUYeH HEPB

[IpoGnemu ¢ BamnTe yimm, KbpBeHE OT yIIUTE

Hamanena akTHBHOCT Ha ITUTOBUIHATA JKJIe3a

Cunypom Ha bpa-Unapu (KIMHUYHE CUMIITOMH, IPUYUHEHH OT 3aITyllIBaHe Ha YePHOAPOOHHUTE
BEHH)

[Mpomenena ninm abHOpMHA YpeBHA HYHKIIUS

KbpBene B Mo3bka

JKBnTo onBeTsBaHEe Ha OUMTE U KOKaTa (KBITCHUIIA)

Cepuo3Ha anepruusa peakuus (aHapUIaKTHYCH [I0K), KOSITO MOKE J1a BKJIIOYBA ITPU3HALM Ha
3aTpyAHEHO JUIIaHe, OO0JIKa WIN CTATaHEe B TPBIHUS KOIIL, /WX YyBCTBO Ha
3aMasHOCT/cnabocT, CHUIIeH ChPOEK 10 KOXKAaTa MM HAJUTHAT OOpHB IO KOXKaTa, ToAyBaHe Ha
JIMLETO, YCTHUTE, €3UKa W/UIX T'bPIOTO, KOUTO MOTAT J1a IPUYUHAT 3aTPyJHEHUE MIPH
IperabliaHe U KOJIAIcC

Hapymenus Ha repaute

Barunanuo teueHue

[lonyBaHe Ha reHUTATUUTE

HenonocuMoCT KbM KOHCYMAIHst Ha aJIKOXOJ

3ary0a Ha TesecHa Maca

IloBuiieH aneTut

®ducryna

CraBeH U31KB

Kuctu B 00BUBKHTE Ha CTaBUTE (CHHOBHAIHHU KUCTH)

CuynBanus

Pasnagane Ha MyCKYJIHM BJIaKHA, BOAELIO 10 APYTH YCIOXKHEHUS

OToK Ha YepHHS APOO, KbPBEHE OT YepHHS APOO

Pak na 060pennTe

CrcTosiHMe Ha KOXKaTa, HOA0OHO Ha IMCOpHa3HcC

Pax Ha xoxxara

bnenocr Ha koxata

[ToBumasane Oposi Ha TPOMOOILUTHTE WM TUIA3MAaTHYHUTE KIIETKH (BUA O€JIH KPBbBHU KIIETKH) B
KPBBTA

KpbBHUE Chcupeny B MaTKUTE KPHBOHOCHH ChJIOBE (TPOMOOTHYHA MUKPOAHTHOTIATHS )
AOHOpMHA peakIus PH KPbBOIPENUBaHE
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YacTryHa WM IThJIHA 3ary0a Ha 3pCHHETO
Hamaneno cexcyanHo xejlanue
JluraBene

M3nbkBaHe Ha OUnTE

UyBCTBUTETHOCT KbM CBETIMHA
YuecTeHo quiaHe

Bonka B mpaBOTO 4€pBO

KambHHE B sKITbUKaTa

XepHus

Hapansisanus

UynivBY WU THHKA HOKTH

AOHOPMHHM OCNITHYHHU OTJaraHus B )KH3HEHOBXKHUTE OpraHH
Koma

UpeBHH S13BU

Myntropranaa HeJJoCTaTEIHOCT

CmbpT

Axo Bu e npunoxxer VELCADE 3aenHo ¢ Ipyru gekapcTBa 3a JIeUeHHE Ha MAHTEITHOKIEThUECH
TUMGOM HEKEIAaHUTE PEaKIMU, KOUTO MOTaT Ja ce MoJIy4ar, ca N30poeHH TMO-10ITy:

MHoOro 4ecTH He:KeJIaHM peakuuu (MoKe 1a 3acerHar nmosede or 1 Ha 10 xymm)
. [IHeBMOHMS

o 3ary0a Ha aneTuT

o YyBCTBUTEIHOCT, CKOBAHOCT, M3TPBIIBAHE WM yCEIaHE 3a apeHe Ha KoXkaTa, Wi OOJIKH B
KUTKHUTE WIM CThIIaNaTa, Iopaau yBpeKJaHe Ha HEpBUTE

l'agene u moBpbILaHe

Huapus

SI3Bu B ycTata

3amex

Bonku B MmyckymnuTe, OOJIKH B KOCTUTE

Koconan n Hapymiena cTpykrypa Ha KochbMa

YmMmopa, ycemane 3a cnadocT

Tpecka

YecTrn HexeTaHu peaknuu (Moske 1a 3acersat 1o 1 Ha 10 qymm)

o Xepriec 30cTep (BKIIOUUTEITHO Pa3NoI0KEH OKOJIO OUUTE WM Pa3NpOCTPaHeH IO TSUIOTO)
o Xepriec BUPYCHH HHPEKIUN

o Bakrepuanuu u BupycHu nHQEKIun

[

WNHdekunn Ha MTUXaTETHATE THTUIA, OPOHXUT, KAIIUTAIIA C XPAYKH, TPUIIOTIOIO0HU
3a00JIBaHUS

I'eOnvHY MHpEKITUN

o CBpPBXUYBCTBHTEITHOCT (JIEPTHYHA PEAKITHUS)

HecmocoOHOCT 3a Mpon3BekaaHe Ha TOCTATHYHO HHCYJIMH WA PE3UCTEHTHOCT KbM
HOPMAJIHUTE HUBA HA MHCYJIMH

3agbprkaHe Ha TEIHOCTU

TpyaHo 3acniviBaHe WK MTPOOJIEMHU ChC ChHS

3ary0a Ha ch3HaHUE

[IpoMeHeHO HUBO Ha Ch3HAHUE, OOBPKBAHE

YyBCTBO Ha 3amMaiiBaHe

VY4yecTeHa chpieyHa JSHHOCT, BUCOKO KPBBHO HaNSATaHE, U3MIOTSIBAHE

Hapyiienus B 3peHHETO, 3aMBIICHO 3pEHUE

CopredyHa HEAOCTAThYHOCT, HH(DAPKT, IPhAHA 00JIKa, TUCKOM(OPT B I'bPANUTE, OBUIIICHA HUIIH
MIOHIDKEHA ChPJIEYHA YeCTOTA

o Bucoko win HICKO KPBBHO HAIIATaHEe
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o BHe3zamnHo criajjane Ha KphbBHOTO HAIISITaHE MPH U3IIPaBsHE, KOSTO MOKE JIa JToBeJIe 70 3aryba Ha
Chb3HaHHUE

Hepmoctur Ha BB31yX npH (HU3UIECKO YCHITHE
Kanummna

XbanaHe

Ilym B yimuTe, TMCKOM(OPT B yIIUTE

KbpBeHe oT uepBaTa Wim cromaxa

Kucenunan

Bonku B cromaxa, mojyBaHe Ha Kopema

3aTpyAHEHO MPETIhIIaHe

Wudexnus nim Bb3MaJcHUE Ha CTOMaxa U yepBaTa
Bonku B cromaxa

Brananenue Ha ycraTa WK YCTHHTE, OOJIKH B THPIOTO
[Ipomsina BbB QyHKIHATA HA YEPHUS P00

CopOex Ha KokaTa

3adepBsBaHe Ha KOXKaTa

O06pus

MyckynHu ciasmu

WHbekuus Ha TMKOYHUTE IBTHIIA

bosika B kpaitHuuuTe

[TonmyBaHe Ha 9acTH Ha TSIIOTO, BKIFOYUTEITHO OKOJIO OYMTE WIIM IPYTH YaCTH Ha TSIIOTO
Tpecka

3ayepBsiBaHe U 00JIKa Ha MSICTOTO HA HHKEKTHPaHE
001110 HEePa3MOJIOKEHHE

3ary0a Ha Terio

IIoBuiIaBaHe Ha TErIOTO

HeuecTn He:kenanu peakinuu (Morat aa 3acernat 10 1 na 100 xymu)

° XemaTuT

° Cepuo3sHa anepruyta peaxius (aHahUIaKTUYCH 110K ), KOSITO MOXE Jla BKJIFOUBA ITPU3HALIM Ha
3aTpyIHEHO AMIIaHe, OO0JIKa WU CTATaHe B IPhAHUS KOIII, U/WIA YyBCTBO Ha
3aMastHOCT/cIIab0CT, CHIICH ChPOEK MO KOXKaTa MIIM HaAUTHAT OOPHB 110 KOXKaTa, MoTlyBaHe Ha
JIMIIETO, YCTHUTE, €3MKa H/WJIU I'bPJIOTO, KOUTO MOTaT Ja MIPUUMHAT 3aTPyIHECHUE TPH
MIPETIIBIIAHE U KOJIAIC

JlBuraTeHM pa3cTPOMCTBa, Mapain3a, MOTPEMBaHEe HA MYCKYJIUTE

CBeToBBpTEK

3ary0a Ha ciyxa, TIIyxoTa

Hapyenus, xouto 3acsrat Barure 6eiu 1po0oBe, KOMTO BB3IPEIATCTBAT MOJyYaBaHETO Ha
JIOCTaThYHO KUCIOPOJ OT TsI0TO. HsiKoM OT HapylIeHusITa BKIIOUBAT 3aTPyAHECHO AUILIAHE,
3a/1yX, 33/IyX B IIOKOU, TOBBPXHOCTHO 3aTPYIHEHO WX MIPEKHCBAIIO JUIIAHE, XPUIIOBE

. KpwBHU cheupenu B 6enure qpoboBe

° JKBaTO OIBETABaHE HA KOXKATa M OYUTE (KBJITCHUIIA)

. Byuxka B xiemaya (XanaryoH), 3a4epBeHN U MOAYTH KJICTIaYH

Penxn Hexenann peaknum (Morat aa 3acersart Ao 1 Ha 1 000 xymm)

o KpbBHUE Chcupeny B MaTKUTE KPBBOHOCHH ChJIOBE (TPOMOOTHYHA MUKPOAHTHOTIATHS] )

o Cepro3HO BB3MAJICHHUE HA HEPBUTE (HEPBHUTE BIaKHA), KOETO MOXKE J1a IPUYMHH Napalin3a 1
3arpyaHeHo auiiane (cuaapom Ha Guillain-Barre).

Cho01iaBaHe HA HeXKeJIAHU PeaKuuu

AKO TIONTy4YHnTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEeaKIny, yBeaoMere Bamms nexap wim hapMmaienT.
ToBa BKJIIOYBA BCHYKH BE3MOYKHH HEOMMCAHU B Ta3M JICTOBKA HEXXEIaHU peakiuu. MoxeTe ChIIo Ja
CHOOIINTE HEXKETAHN PEaKIK JUPEKTHO Ype3 HAllMOHAHATA CUCTEMA 33 ChOOIIaBaHe, MoCcoueHa B
[Ipunoxenue V*. Kato cho01maBaTe HeXXENaHN PEaKLUU, MOKETE 1a AaZeTe CBOS MPHHOC 32
NoJy4aBaHe Ha MoBede HHGOpMAIIHs OTHOCHO 0€30ITacHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kaxk na coxpansaBate VELCADE
[a ce cpxpansBa Ha MSICTO, HEAOCTHIIHO 32 ACLA.

He usmnon3paiiTe TOBa JIGKapCTBO CJIEI CPOKa Ha FOHOCT, OTOE/A3aH BbpXY (IaKoHA M KapTOHEHATa
onakoBka cien “T'oneH go:”.

Ha ue ce cpxpanspa Hax 30°C. Cexpanspaiite GaakoHa BB BTOPUYHATA KAPTOHEHA OMAKOBKa, 3a J1a
ce Ipennasy OT CBETIIHHA.

[IpuroTBeHHAT pa3TBOP TPSIOBA JIa c€ M3MONI3BA BEAHATA CIIC/ IPUTOTBSIHE. AKO IIPUTOTBEHUSIT
pa3TBOP HE ce U3I0JI3Ba BEIHAra, BpEMETO U YCJIOBUATA Ha ChbXpaHEHUE IIpey ynoTpeda ca
OTrOBOPHOCT Ha notpeOuTens. [IpuroTseHusT pa3rBop e cradbuieH 3a 8 yaca npu 25°C, cbXpaHsBaH B
OpUrMHaIHUA (IIaKOH W/WIIN CIIPHHLIOBKA, C 0OII0 BpeMe Ha ChXpaHEHHE Ha IPUTOTBEHOTO
JIEKapCTBO, HE MTOBEYE OT § yaca mpeau ynorpeoa.

VELCADE e camo 3a egHokpaTHa yrnorpeba. Hen3nons3BanusaT NpoayKT Wi OTHAIbUYHUTE
MaTepualy OT HETo TPSAOBa J1a Ce U3XBBPIAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUSI.

6. Chabp:kaHHe Ha ONAKOBKATA U JOMBJIHUTETHA HHOpManus

Kaxkso ceabp:xa VELCADE

- AKTUBHOTO BeIecTBO € 6opre3omub. Beeku dnakon cpabpika 3,5 mg (kaTo MaHUTOJI OOPOHOB
ecTep).

- Hpyrute cberaBku ca manuton (E421) u a3or.

Pa3TBOp 32 MHTPABEHO3HO MPHIIOKEHHUE:
Cnen pastBapsine, | ml OT MHKEKIIMOHHHS Pa3TBOP 32 MHTPABEHO3HO NMPUIIOKEHHE ChIbpika 1 mg
oopTe3oMuo.

Pa3TBOp 3a MOJKOKHO MPUIIOKECHHUE:
Cren pastBapsine, | ml OT HHXKEKITHOHHHS PAa3TBOP 3a MOJKOKHO MPUIIOKEHHUE ChIbPKA 2,5 mg
oopTe3oMuo.

Kak m3rie:xxna VELCADE u kakBo chbabp:Ka 0NMaKOBKaTa
VELCADE mnpax 3a HHXEKIHOHEH pa3TBOp € Osu1a 10 MOoYTH Osiy1a KOMIIAKTHA MJIH MIPaxoo0pasHa
Maca.

Bcesxka kapronena onakoBka VELCADE 3,5 mg npax 3a HHXEKIMOHEH pa3TBOP ChABPIKA €INH
crbkieH 10 ml guakoH ¢ kamauka, OLBETeHA B TBMHOCHHBO, B IIPO3payHa OJMCTEPHA ONAKOBKA.

IIpurtexxaTen Ha pa3pelIeHNETO 32 yoTpeda
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

IIpoussoaureJ

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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3a JOII'BJIHUTCIIHA I/IH(I)OpMaI_II/IH OTHOCHO TOBa JICKApCTBO, MOJISAA CBBPIKCTC CC C JIOKAJTHUA
MNpEACTABUTCII HA MPUTCIKATCIIA Ha Pa3pCIICHUCTO 3a yrIOTpe6a.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél +32 146494 11
janssen@jacbe.jnj.com

Bbarapus

»KOHCBHH & JxoHchH bearapus” EOO/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee(@its.jnj.com

E)ado
Janssen-Cilag ®appoaxevtikn A.E.B.E.
TmA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+ 33 155 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 146494 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

Norge

Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel:+43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel. +386 1 401 18 00
Janssen_safety slo@its.jnj.com
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island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvapoc Xotinmavaynig Ato
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Slovenska republika
Johnson & Johnson s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tel: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC
Tel: +44 1 494 567 444

I[aTa Ha IIOCJCIHO MpepasrjaekaaHne Ha JIMCTOBKaTa

ITonpoGHa uHOpMaIKs 3a TOBA JICKAPCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus

1o JiekapcTBata http://www.ema.europa.eu.
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Ilocouenara no-40J1y I/IH(bOpMaLII/ISI € IMpeAHa3Ha4YCHa CaMO 3a MCAUIIMHCKU CIICIUATIUCTU:

1. INPUT'OTBAHE 3A UHTPABEHO3HO ITPUJIOKEHUE

3abenexka: VELCADE e nuTOTOKCHYEH JIEKapCTBEH MPOLYKT. 3aTOBa 110 BpeMe Ha padoTa u
NPUTOTBSIHE TPSIOBA Ja ce MPOsIBsBa MMOBUIIICHO BHUMaHue. [IpernopbuBa ce yrnorpebdara Ha phKaBUIH
Y IPyTO 3alIUTHO OOJIEKJIO 32 Mpeana3BaHe 0T KOHTAKT ¢ KOXKaTa.

10 BPEME HA PABOTA C VELCADE TPABBA CTPUKTHO JA CE CITA3BA ACEIITUYHA
TEXHUKA, Thil KATO HE ChJIbPXKA KOHCEPBAHT.

1.1. IIpurorBsine Ha (paKkoH OT 3,5 mg: BHMMATeIHO 100aBeTe 3,5 ml cTepuieH HHXEKIIMOHEH
pa3TtBop Ha HaTpueB xyopua 9 mg/ml (0,9%) keM Puakona, ceabpxkan; VELCADE mpax, kato
M3M0J13BaTe CIPUHILIOBKA ¢ OAXOISII pa3Mep, Oe3 Aa OTCTpaHsBaTe 3alyllaikaTa Ha (JIaKkoHa.
PastBapsHeTo Ha MHOPUIM3UPAHHS PaX C€ U3BBPLIBA 33 TO-MAJIKO OT 2 MUHYTH.

KonuenTpanusra Ha nonxydeHus pa3rop e 0bae 1 mg/ml. Pa3rBopbt me 6bae OucTbp 1
Oe3uBereH, ¢ kpaitno pH ot 4 1o 7. He e Heo6xonumo aa nposepsiBate pH Ha pazTBOpa.

1.2. Ilpenu npuiaraHe, BU3yalHO MPOBEPETE pa3TBOPA 3a HATMYKME HA BUIMMH YaCTHIIM U TIPOMSIHA
B I[BETa. AKO Ce HaOIlt0/[aBa HIKaKBa MPOMSHA B [IBETA WIIM BUAVNMH YaCTUIU, PA3TBOPHT
TpsiOBa Jla ce M3XBBPIH. YOesieTe ce, Ue € MPUroTBeHa ToYHara J103a, KosiTo TpsaoBa Ja ce
MIPUJIOKK MHTPaBeHo3Ho (1 mg/ml).

1.3. IlpurorBeHusT pa3TBOp € 0€3 KOHCEPBAHTH U TPsIOBa [1a ce U3MOI3Ba HE3a0aBHO Clle]
NPUTOTBSIHE. BBIIpekn TOBa € ycTaHOBEeHa XMMHUYecKa 1 (pu3nvecka CTAOMIHOCT Ha Pa3TBopa JIo
8 "aca cien pa3zTBapsiHe npu Temriepatypa 25°C ¥ pu CbXpaHeHUE B OpUTHHATHUS (QIakoH
u/unu cripuHioBka. OOMIOTO BpeMe 3a ChbXpaHEHUE Ha pa3TBOPEHUS JIEKAPCTBEH MPOAYKT HE
TpsiOBa Jla HaJBHINaBa § Yaca Mpeu npuiarade. AKo IPUTOTBEHUST Pa3TBOP HE Ce M3I0JI3Ba
He3a0aBHO, BpEMETO U YCJIOBUATA Ha ChbXPaHEHME CJIe]] pa3TBapsiHe, Ipeau yrnoTpeda, ca
OTTOBOPHOCT Ha MOTPEOUTEIIS.

He e Heo6xoauMo pa3TBOPEHHSIT MPOAYKT Jia CE IMa3u OT CBETIMHA.

2. INPUJIOKEHHUE

o Crnen pa3TBapsHe, H3TETJIeTe CbOTBETHOTO KOJIMYECTBO OT MIPUTOTBEHHUS PA3TBOP CIIOPE]
M3YHCIIeHATa 1032 3a TeJIecHaTa MOBbPXHOCT Ha MAaLUCHTA.

o [loTBBpAETE MO3aTa M KOHIEHTPALMITA B CIIPUHIOBKATA MPeIU yHoTpeda (mpoBepeTe Janu
CIIPUHIIOBKATa € MapKUpaHa 32 HHTPABEHO3HO MPHIIOKEHHUE).

o Umxektupaiite pa3TBopa Kato 0071yC MHTPAaBEHO3HA MHKEKLUS pe3 nepudepeH uim
[EHTPAJICH HHTPAaBEHO3€H KaTeThp BbB BeHA 3a 3 — 5 CEKyH/IH.

o [pomuiite nepudepHUs UK EHTPaJICH HHTPABEHO3CH KaTEThP ChC CTEPHIICH Pa3TBOP Ha

Hatpues xjopun 9 mg/ml (0,9%).

VELCADE 3,5 mg npax 3a nn:kexknuuonen pa3tsop E 3A IIOJAKOKXHO NJIN
HNHTPABEHO3HO INPUJIOKEHHE. /Ia He ce npuiara mo Apyru nbTuia. MHTpaTexkajHoTo
NPHUJI0KeHNe BOAM 10 CMBPT.

3. U3XBDBPJISIHE
@1akoHBT € caMo 3a €HOKpaTHA yIoTpeda U OCTaHAIUSAT Pa3TBOP TPsIOBa 1a ce U3XBBPIIH.
Hewsnon3BaHUAT NPOIYKT WM OCTATHYHUTE MAaTEPHAIN OT HETO TPsiOBa J1a ce U3XBBPIIAT B

CBbOTBCTCTBUC C MCCTHUTEC U3HMCKBAHMA.
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Ilocouenara no-40J1y HH(i)OpMaL[I/IH € IpCAHa3Ha4YCHa CaMO 3a MCAUIIMHCKHU CIICIUAIINCTU!
Camo (bHaKOHI/ITe oT 3,5 mg ca 3a NOAKOXKHO IIPUIIOKCHUC, KAKTO € OMMMUCAHO ITO-A0JTY.

1. NNPUT'OTBAHE 3A ITOJAKOKHO NTPUJIO)KEHUE

3adenexka: VELCADE e nMTOTOKCHYEH JISKapCTBEH MPOIYKT. 3aTOBa 110 BpeMe Ha paboTa u
NPUTOTBSIHE TPSOBA Aa ce MposBsBa MOBHUILIEHO BHUMaHKe. [IpenopbuBa ce ynorpebara Ha phKaBULH
Y JIpyTO 3alIUTHO OOJIEKJIO 32 Mpeana3BaHe 0T KOHTAKT ¢ KOXKaTa.

110 BPEME HA PABOTA C VELCADE TPSIBBA CTPUKTHO JIA CE CITA3BA ACEIITUYHA
TEXHUKA, Thb1 KATO HE CbIbPXXA KOHCEPBAHT.

1.1. IlpurorBsine HA (pakoH oT 3,5 mg: BHMMAaTe HO K00aBeTe 1,4 ml cTepuiieH HHXEKITHOHECH
pa3TtBop Ha HaTpueB xaopua 9 mg/ml (0,9%) kM ¢uakona, ceabpxan; VELCADE npax, kato
M3M0JI3BaTe CIPUHIIOBKA ¢ OAXOISII pa3Mep, Oe3 1a OTCTpaHsBaTe 3alyllaikaTa Ha (JaKkoHa.
PastBapsiHeTO Ha MMOQUIM3UPaAHUS TIPaxX Ce U3BBPIIBA 33 TIO-MAaJIKO OT 2 MUHYTH.

KonuenTpanusra Ha noxy4eHus pa3rop e 0bvae 2,5 mg/ml. Pa3rBopsT e 6b1e OUCTHp 1
oe3nBeTeH, ¢ kpaitHo pH ot 4 10 7. He e HeoOxoaumo na nposepsiBate pH Ha pa3TBopa.

1.2. Tlpenu mpunaraHe, BU3yajaHO IMPOBEPETE pa3TBOPA 3a HAIMYKE HA BUIUMHU YaCTHIIM U IPOMSIHA
B I[BETa. AKO Ce Ha0JIto/laBa HIKaKBa MPOMSHA B IIBETA WIIM BUIAMMHM YaCTHUIU, PA3TBOPHT
TpsiOBa Jla ce M3XBBPIH. YOe/ieTe ce, Ue € MPUroTBeHa TouHara J103a, KosiTo TpsaoBa Ja ce
MIPHUJIOKU MOAKOKHO (2,5 mg/ml).

1.3. Pa3TBOpeHMAT MPOIYKT € Oe3 KOHCEPBAHTH U TPsAOBa J1a ce U3I0I3Ba He3a0aBHO Clie
NPUTOTBSIHE. BBIIpekn TOBa € ycTaHOBEeHa XMMHUYecKa 1 (pu3nvecka CTAOMIHOCT Ha Pa3TBopa JIo
8 "aca cien pa3TBapsiHe pu TeMiepaTtypa 25°C U pu CbXpaHEHUE B OpUTHHATHUS (QIaKoH
u/uimy cripuHIoBKa. OOIIOTO BpeMe 3a ChbXpaHCHUE Ha Pa3TBOPECHUS JIEKAPCTBEH MPOIYKT HE
TpsiOBa J]a HaJBUIIIaBa § yaca Mpeau Ipuiaraie. AKO IPUTOTBEHHUAT Pa3TBOP HE Ce M3MO0J3Ba
He3a0aBHO, BPEMETO U YCIIOBHUATA Ha ChbXPaHEHHE CIIe/l pa3TBapsHe, Ipeau ynoTpeoda, ca
OTTOBOPHOCT Ha MOTPEOUTEIIS.

Hee HGO6XO,Z[I/IMO Pa3TBOPCHUAT NPOAYKT Aa CC Ma3u OT CBCTIIMHA.

2. INPUJIOKEHHUE

. Crnen pa3TBapsHe, U3TETJIeTe ChOTBETHOTO KOIHMYECTBO OT MIPUTOTBEHHUS PA3TBOP CIIOpPE]
W3YHCIIeHAaTa 1034 3a TeJeCHaTa MOBbPXHOCT Ha MaIlMeHTa.

. IToTBBpACTE AO3aTa M KOHIIEHTpAIUATA B CIIPUHIIOBKATA MPEAN yIoTpeOa (IpoBepeTe Aaiu
CIPUHIIOBKATa € MapKUpaHa 3a MOJAKOKHO MPHUIIOKEHHE).

o NuxexTupaiiTe pa3TBOpa MOJK0XKHO, IO/ BI'BI OT 45-90°.

. [IpuroTBeHHUAT Pa3TBOP CE MpHJIara MOIK0KHO B 00JacTTa Ha OezpaTa (B JIIBOTO MM B
JIICHOTO) WJIM B 00J1acTTa Ha KOpema (B JISIBO WU B JISICHO).

. Mecrata 3a HHXEKTHpaHe TPsIOBa Ja ce peyBar 3a YCIIEIIIHO HHKEKTUPaHE.

. AKO ce Ha0JII0/1aBa JIOKAJTHA PEaKIIMsl Ha MSCTOTO Ha MPHUIIOKEHUE CIIE] TOAKOKHO

unxektupane Ha VELCADE, moxe na ce mpuiiara no-manka koHueHTpauus Ha VELCADE
(1 mg/ml BmMecTo 2,5 mg/ml) unu ce npenopbyuBa NpeMUHABAHE KbM WHTPABEHO3HO
MPUIOXKEHUE.

VELCADE 3,5 mg npax 3a nn:kexknuuonen pa3teop E 3A IIOJIKOKHO NJIN
HUHTPABEHO3HO ITPUJIOKEHMUE. /Ia He ce npuJjara no Apyrd nbtuma. UHTpaTekaaHoTo
NPHUJI0KeHNEe BOAM 10 CMBPT.
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3. MN3XBbBPJIAHE

®1akoHBT € caMo 3a €HOKpATHA yIoTpeda M OCTaHAIUAT Pa3TBOP TPsOBa 1a ce H3XBBPIIH.
Hewusnon3sanusar IMPOAYKT WJIM OCTATBUYHHUTE MaTCpHaJIk OT HETO Tp516Ba Ja C€ U3BXBBHPJIAT B
CHOTBETCTBHE C MECTHUTE U3MCKBAHHS.
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