HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

VELCADE 1 mg npax 3a HHXEKIIHOHEH pa3TBOP

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bceku ¢utakon chabpxa 1 mg 6oprezomud (bortezomib) (kato MmanuToa 60POHOB ecTep).

Cren pastBapsine, | ml OT HHIKEKITMOHHKS PAa3TBOP 3a HHTPABSHO3HO MPHIIOKEHHE ChIbpka 1 mg
oopTe3oMuo.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTE BCUICCTBA, BHJKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a MHKEKIIUOHEH Pa3TBOP

Bsin o moutH Osu1 MMOGUIN3AT WIK TIPax.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHUYHU MOKA3ZAHUS

VELCADE kato MoHOTepanus Wik B KOMOMHAIUS C TICTHIMPAH JTUII030MEH TIOKCOPYOHUIIMH WITH
JIEKCaMEeTa30H € TI0Ka3aH 3a JICYEHHUE Ha MPOTrpecupalll MyJITUIUIEH MUEIIOM IIPU Bb3PACTHU NAlUECHTH,
KOHUTO Ca IOJYYHIIN TTOHE €JI1H BH/| IPEIHIITHO JeUeHUE U Bede ca OMITH IOJI0KEHH UITH ca
HETIOJXO/ISIIN 32 TPAHCIJIAHTALIUSI HA XEMOTIOETUYHU CTBOJIOBU KJIETKH.

VELCADE B koMOunanus ¢ Mendanad 1 IpeAHU30H € MMOKa3aH 3a JICUeHHe Ha Bh3PACTHU ITAIUEHTH C
HEJIEKYBaH MYJTHUILIEH MHEIOM, KOUTO Ca HETIOAXOIAIIN 32 BUCOKO/I030Ba XUMHUOTEPAITHS C
TPAHCIUTAHTAIIHS HA XEMOTIOETUIHHI CTBOJIOBH KJICTKH.

VELCADE B xoMOnHAaI#s ¢ JeKCaMETa30H WIHM C JIEKCAMETA30H U TAIIMAOMU/L € IIOKA3aH 3a
WHIYKITMOHHO JICUCHHUE HA BH3PACTHU MAIUEHTH C HEJICKYBaH MYJITHILICH MUEJIOM, KOUTO ca
MTOIXO/ISIIIIN 32 BUCOKOI030Ba XUMHUOTEPAIIHSI C TPAHCIUIAHTAIIUS Ha XEMOIIOETUYHH CTBOJIOBH KJIETKH.

VELCADE B koMOHMHaIIUs ¢ pUTYKCUMA0, IUKI0(QochamMu, J0KCOPYyOUIIMH U IPESIHU30H € IoKa3aH
3a JICYeHHE Ha Bh3PACTHU NAIIMEHTH ¢ HEJIEKYBaH MaHTEIHOKIEThUEH JIMM(OM, KOUTO HE ca
MOJIXOJISIIN 32 TPAHCIUIAHTAIMS HA XEMOTIOETHYHU CTBOJIOBU KJIETKH.

4.2 Jlo3MpoBKa M HAYMH HAa MPUJIOKEHHE

Jleaenuero ¢ VELCADE Ttpsi6Ba n1a 3anouHe 1o HaOIIOJCHUETO Ha JIeKap C OIUT B JICUSHUETO Ha

onkonorunanau nanueHTd. VELCADE moxke na ce nmpuiara OT MEIUIIMHCKY CIICTIHATIUCT C OIUT TIPH
ynotpebaTa Ha xumuoTepaneBTuunu cpencrsa. VELCADE Tpsi6Ba ma ce pa3TBaps OT MEIUITHHCKH
CreHaInCT (BXK. ToUKa 6.6).

J0o31poBKa IIpu JIeUCHHE HA MIPOTPECUPAII] MYJITUIUICH MUEJIOM (TTAIIMEHTH, KOUTO Ca MOJIYIFIIN TTOHE
€IHO IPENISCTRAIIO JICYCHUE)

MoHOTepanwuas

VELCADE 1 mg npax 3a HHXEKI[HOHEH pa3TBOP Ce MpHiara KaTo MHTPaBeHO3HA MHIKEKIINS B
IpEenopbYMTENHa 1032 OT 1,3 Mg/m? TenecHa MOBBLPXHOCT JIBa IMHTH CEAMHUYHO B IIPOIBIDKEHUE HA JIBE
ceamuny Ha JieH 1, 4, 8, u 11 B 21 nHeBeH yeueOeH UK. To3u 3-CeIMUYCH MEPUOJT CE CUUTA 3a
nedeOeH nuKkbi. [Ipenopruntenno ¢ manueHTuTe Aa noiaydat 2 mukbia ¢ VELCADE cien




MOTBBP)KIaBaHE Ha IIbJIEH OTroBOp. [IpenoppuBa ce ChIo MaMEeHTUTE C OTTOBOP, KOUTO HE ca
MTOCTUTHAJIN IThJTHA PEMUCHSI J1a TTosrydaBaT o010 8 nmukbiia gedeane ¢ VELCADE. Mexny nBe
nocnenosatennu 1031 VELCADE tpsioBa na uamuHar none 72 vaca.

A,u,anTMpaHe H a O3 aTa no BpemmMe H a neyeHnmerTaOo
MOHOTEepanwuns4d

Jleuernneto ¢ VELCADE Ttps6Ba na Ob/ie CIIpsiHO IIPpH TOSBA HA BCSIKA HEXEMATONIOTHYHA TOKCHYHOCT
ot CrereH 3 WiId BCAKa XeMaTOJIOTHYHA TOKCHIHOCT OT CTeneH 4, ¢ M3KIII0YeHre Ha HEBPOIIaTHs,
KaKTO € M3JI0’KEHO MO-01Ty (BK. ChIno Touka 4.4). Crex 0T3BydaBaHe HA CHMITOMHUTE Ha TOKCHYHOCT,
neuennero ¢ VELCADE moske 1a 6b/1e 3a1I04HATO OTHOBO C 1034, HamaneHa ¢ 25% (1,3 mg/m?
namanena 1o 1,0 mg/m?; 1,0 mg/m? namanena 1o 0,7 mg/m?). Ako TOKCHYHOCTTA HE OT3BYYH HJIU aKO
ce TI0SIBY OTHOBO TIPH Hali-HHUCKAaTa 1032, TPSOBa /1a ce 0OMHUCIH IMPEyCTAaHOBSBAaHE HA TEPAIHATA C
VELCADE, ocBeH ako moJ3ara OT JICYUEHUETO HaIBUIIIABa 3HAYUTEITHO PUCKOBETE.

HeBponaTtTuyHa 6o0onkapwnmamanepund@epHa He
[larmenTrTe, KOUTO UMAT CBHP3aHa ¢ OOPTE30MUO HEBpOIIATHYHA OOJIKa W/HIH repudepHa
HEBPOIATH CJie/iBa Ja ObJAT TPETUPAHU KaKTO € Moka3aHo B Taomuna 1 (Bxk. Touka 4.4). [lanmenture
C TIpeIecTBala TexKka HeBponaTust TpsioBa na 0vaat nekyBanu ¢ VELCADE camo cien BHUMarenHa
OIIEHKa PUCK/TION3A.

Tab6bnuwilllpenopbryBaHoO* MogumdcdmumpaHe Ha pgos3aTa
TexxecT HA HEBPONIATHSITA MoauduumupaHne Ha 103aTa
Crenex 1 (acumnTomaTnyna; 3ary0a Ha He

JIBIIOOKHU CYXOXKHITHH peIeKcH nin
napecresus) 6e3 Oosika uim 3aryoa Ha GYHKIHs

Crernen 1 ¢ 6onka mim CreneH 2 (yMepeHH Hamanenne na VELCADE n0 1,0 mg/m?

CUMITOMH; OTpaHU9IaBa HHCTPYMEHTATHHUTE ) R0

exeqHeBHN aeitHocTr (ADL)**) [TpomsHa Ha cxeMaTa Ha JIeYeHUE Ha
VELCADE Ha 1,3 mg/ mM? BEIHBX CETMHYHO.

Crenen 2 ¢ 6onka wm CteneH 3 (TeKKH Cnupane Ha neuenuero ¢ VELCADE, nokato

CHMIITOMU; OTpaHNYaBa €KETHEBHUTE JEMHOCTH | CHMIITOMUTE HA TOKCUYHOCT HE OT3By4YarT.

1o camooOciyxBane ADL***) Koraro Tokcu4yHOCTTa OT3BYYH, TOBTOPHO

BbBexnane Ha neuenne ¢ VELCADE u
HaMasBaHe Ha go3ata jio 0,7 mg/m2 BEIHDBXK
CEJIMUYHO.

Cremnen 4 ()xuBoTO3acTpamasamy nocienctsus; | IlpekparsaBane Ha tepanusita c VELCADE
MOKa3aHa € CIEIIHA HHTEPBEHIIUS)
W/WJIH TEKKa aBTOHOMHA HEBPOIIATHUS

*

OcHoBaBa ce Ha MouuIMpaHe Ha 103aTa IPU NPOYIBaHMS HA MYJITUITIEH MuenoM, dasa Il u Il u
MOCTMapKeTUHTOBHs OIUT. CTENIeHYBaHETO € B ChbOTBETCTBHE ¢ OOLINTE KPUTEPUH U TEPMHUHOJIOTHS HA HEXKETTaHUTE
ceoutns (CTCAE) na Hanmonanaust onkonorudaer nactutyT (NCI) Ha CALLL, Bepcus 4.0.

MHCTpPpYMEHT aNnHW e X eoacecs 8 Wpurgisané i Rpand, Ma3apyBaHe Ha XPaHH W JIPEXH,
M3I0/13BaHe Ha TeneoH, paboTa ¢ mapu u 1p.;

ExeagHeBHUNW [AeWHOCTMWN omHACA CE 3A Wb, @ THHAHOKIR HDIHI'AHE, XpaHEHE, U3MI0I3BaHE Ha
ToaJeTHATa, [PUEeMaHe Ha JICKapCTBEHHU NMPOAYKTH U He3aleaBaHe Ha JIeTJIo.

*k

KOMOUMHMPpAH®EMNYU/BUMPNA®3 CMEeH [JOKCOPYOULNH
VELCADE 1 mg npax 3a HHXEKIIHOHEH pa3TBOp ce TpUiiara KaTo MHTPaBEHO3HA HHKCKIIHS B
IPENOpPBUMTENHA 1032 0T 1,3 Mg/M? TenecHa MOBBPXHOCT JBa IITH CEAMUYHO B POIBIDKEHHE HA JIBE
ceamuny Ha fieH 1, 4, 8, u 11 B 21 nHeBeH seyeOeH UK. To3u 3-ceMUYEH MEPHUOJT CE CUUTa 3a
nedebeH nruKbi. TpsOBa 1a M3MUHAT Hall-MaJIKo 72 gaca MEX/y JIB€ MOCIIeI0BaTEeTHH 103U
VELCADE.

I[TerunMpanusT JUIO30MEH JOKCOPYOUIIMH ce mpuiara B 103a 30 Mg/m? Ha 1eH 4 OT JIeueOHUs KB
¢ VELCADE karo 1 yacoBa uHTpaBeHo3Ha uH(pY3us cien npuioxkenuero Ha VELCADE.

Mosxe ma ce mpriIoXkat 10 8 IUKbIa KOMOMHUPAHO JISYCHHE, CTHUTA 3a00JIIBaHETO J1a He IIporpecupa u
MAalMEHTHTE J1a TIOHACAT JieueHneTo. [lalueHTuTe, MOCTUTHAIN ITBJIEH OTTOBOP, MOXKeE Ja MPOIBIIKAT C
olle MOHE 2 IUKbJIa CIIe IbPBUTE JaHHU 3a ITBJICH OTTOBOP, JOPH aKO TOBa Hajiara roBeye OT

8 mukbna. [TannenTure, YMUTO HUBA HA TAPANIPOTEHH MPOABIDKABAT A CE TIOHIKABAT U CIIE]
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8 nuKbiIa, CHIO MOXKE Ja MPOABIKAT, CTHTa JIa TIOHACST JICUCHUETO U JIa IPOIbIDKABAT 1a UMaT

OTrOBOP.

3a ombIHUTETHA HHPOPMAIIHS OTHOCHO TIETHIMPAHUS JTUTIO30MEH JIOKCOPYOUITHH, BUKTE
croTBeTHaTa KpaTka XxapakrepucTuka Ha IpOIyKTa.

KoMb6uHauywns

c

AeKcamMeTa3OH

VELCADE 1 mg npax 3a HHXXEKI[HOHEH pa3TBOp ce TpHUiara KaTo HHTPaBEHO3HA HHKCKIIHS B
IpenophYUTENHa 103a oT 1,3 mg/m? TenecHa HOBBPXHOCT ABa NBTH CEMUYHO B IPOIBIDKEHHE HA JIBE
ceaAMHMIM Ha JieH 1, 4, 8, u 11 B 21-n1HeBeH UK Ha JedeHue. To3u 3-CeIMUYCH NIepUO]T CE CUUTA 33
nedeOeH nuKbiI. TpsOBa 1a U3MUHAT Hal-MaJIko 72 yaca MEXIy JIBE MOCIICIOBATCIIHU I03U

VELCADE.

JlexcameTa3oH ce mpuiiara nepopaiHo B 103a ot 20 mg Ha neH 1, 2,4, 5, 8,9, 11 u 12 ot neyeOHus

uukbi ¢ VELCADE.

[TanmeHTHTE, TOCTUTHAIM OTTOBOP I CTAOWIM3MpaHe Ha 3a00JIIBaHETO Cliell 4 IUKBJIa OT
KOMOMHHPAHOTO JIeYeHHE, MOXKe J1a IPOABIDKAT J1a IpueMaT ChIllaTa KOMOWHAIH 32 HE TIOBEYE OT

4 DOII'BbIHUATENHN HUKBIIA.

3a gompaHKUTENIHA HHPOPMALIUS OTHOCHO JIEKCAMETa30H, BXKTE ChboTBeTHaTa KpaTka XxapakTepucTuka

Ha MPOAYKTA.

ApantunpaHe
MWUEenNnoMm

H a

gosarta

npwu

KoMOUMHMpPpaAaHa

Tepanwus

3a kopurupane Ha no3atra VELCADE npu komOuHupaHa Tepanusi, clieiBaiiTe yKa3aHusATa, OMCAHU B

MOHOTEpamnus no-rope.

J103UpOBKa IIPpU HENEKYBAHM MAIMEHTH C MYJITHILIEH MHEJIOM, KOUTO Ca HENOAXOSAIIH 3a

TpaHCIIaHTallMAg Ha XEMOIIOCTHYHHW CTBOJIOBU KJICTKH

KomMm6bunHmnmpaHa
VELCADE 1 mg npax 3a WHXXEKIIOHEH Pa3TBOP Ce MpHIiara KaTo HHTPABEHO3HA MHXKEKIINS B
KOMOUWHAIWS C TIEpOpaTHO PUIIOKEHH MeliaiaH v NPEAHN30H, KaKTo € moka3ano B Tabnuna 2. Enun
6-cemMuueH Mepro/] ce cuuTa 3a JieuedbeH uKbi. B mukmu 1-4 VELCADE ce npunara nsa mstu
cenMuyHo Ha el 1, 4, 8, 11, 22, 25, 29 u 32, a B iukiH 5-9, BeaubK ceAMUYHO Ha 1€l 1, 8, 22 u 29.
TpsiOBa 1a M3MHUHAT Hali-Mallko 72 Yaca Mexay jaBe mocnemoBatennu no3u VELCADE.
Mendanan v npeHU30H TPSOBA Ja ce MpHyIarat nepopaiHo Ha JeH 1, 2, 3 u 4 npe3 mbpBara ceIMuIa
Ha Bceku JieueOeH kbl ¢ VELCADE.
[Ipunarar ce aeBeT Jie4ueOHU LIMKbJIA OT Ta3H KOMOMHHUpaHa Tepanusl.

TepanuvHMmToOme ndanaH u

npeaAa

TabaZzallpenopbuyBaHa pJgo3umpoBka 3a VELCADE,
npeagHNW3 OH
VELCADE aBa nbTH ceaMuuHo (mukiau 1-4)
CeaMuna 1 2 3 4 5 6
Ve Hen  -- --  JHen | den [en | Ilepuon Hen e | e  Hen | Ilepuon na
13m /mz) 1 4 8 11 | Ha 22 H H 32 IMOYMBKaA
(1,3 mg MOYMBKA 25 | 29
M Hen J[Jen [Hen [en -- -- | Ilepuon -- -- -- -- Ilepuon Ha
(9 mg/m?) 1 2 3 4 Ha MTOYUBKA
p OYHMBKaA
(60 mg/m?)
VELCADE Bennb:k ceAMUIHO (IUKIH 5-9)
Ceamuna 1 2 3 4 5 6
V. Hen  -- -- -- | Hen Iepuon Hen  -- Hde -- [epuon Ha
c
(1,3 mg/m?) 1 8 Ha 22 H MOYNBKA
' MOYMBKA 29
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M Hen J[Jen [Hen [en -- Ilepuon -- -- -- -- Ilepuon Ha
(9 mg/m?) 1 2 3 4 Ha HOYMBKA
P TOYMBKA
(60 mg/m?)

Vc = VELCADE; M = mendanan, P = npenauzon

ApantunpaHe
MendganaH wu

H a
npeaHN3OH

AO03aTia MOBBPERWE MAY aRME&HM EeKOoOMOUHNKDP

[Ipenu HA4aI0TO HAa BCEKH HOB ITUKBII OT TEPaIUsITa:
1 OposT Ha TpoMbonuTHTe TpsAOBa aa € > 70xX10%1, a aGconmroTHUAT O6poit Ha HEYTPODHIUTE

Tpa6Ba na e > 1,0x10%1

q HEXEMaTOJIOTHYHATa TOKCHYHOCT TPSIOBA Ja € Bb3CTAHOBEHA IO CTETICH | W 70 W3XOMHO HUBO.

Ta6allpomMaHa Ha
KoMOGUMHaAUKUA C

Lo3UTe
MendganaH W«

no
npeaHU3OH

Toxcuunoct

HpOMﬂHa HJIM OTJIaraHe Ha 103aTa

XemMaToO/NnOr NYHa TOKCWMUY|
LUWKDAN:
q AKO B IpeIXOAHUS IUKBI Ce HabmromaBa Jla ce mpeaBuaN HaMaJIsIBaHE Ha 103aTa

NPOJBIKUTEHA HEYTPOTICHHUS CTETICH
4 v TPOMOOTIMTOTICHUS WITH
TPOMOOIIUTOIICHHS C KbPBEHE

Mendanan ¢ 25% B ciaeaBamus LIUKbII

1 AKoO OposIT Ha TPOMOOIIUTHUTE €
<30 x 10%1 wu aGcomoTHUAT GPOii Ha
neyrpodumre e < 0,75 x 101 B nens 3a
npuinarane Ha nozatra VELCADE
(pazawyeH ot jieH 1)

Tepamusita ¢ VELCADE tpsibBa na ce mpekparu

1 AKO ca MpoIyCHATH HAKOJIKO 1031
VELCADE B enus nuksa (> 3 1034 mpu
NPUIOKEHHUE JIBA BT CEIMUYHO HITH

Hozara VELCADE TpsiOBa 1a ce HaMamu ¢ €1HO
103080 HUBO (0T 1,3 mg/m? va 1 mg/m? umu ot
1 mg/m? na 0,7 mg/m?)

B p eHviae THeap annovcsntegd ocs aVi EelnG

> 2 71031 TIpH NIPHIIOKEHUE BEITHBXK
CEJIMUTIHO)

Tepanusta ¢ VELCADE tpsi6Ba na ce
MPEKPATH, TOKATO CUMIITOMHUTE Ha TOKCUYHOCT
HE Ce BB3CTAHOBST JI0 CTETIeH | MIIH 10 U3XOTHO
HUBO. ToraBa Moxe J1a ce Bh300OHOBU
npmioxenueto Ha VELCADE c enno HuBO 1o-
mainko (ot 1,3 mg/m? na 1 mg/m? um ot

1 mg/m? na 0,7 mg/m?). Ilpu HeBponaTU4HA
0oJka, cebp3aHa ¢ ynotpedara Ha VELCADE
n/vim ipu iepud)epHa HEBPOIATHS, TPEKpaTeTe
n/vu ipomenete no3ara VELCADE, kakro e
rocoyeHo B Tabmmna 1.

HexemMaTonor myHa TO3X C |

3a gomBIHHATENHA HHPOPMAITUS OTHOCHO MendaraH U MPeJHH30H BHKTE ChbOTBETHUTE KPATKU
XapaKTepUCTUKU Ha TPOJYKTA.

J1031pOoBKa IPY HEJIEKYBAHM HNAIMEHTH C MYJITHUILICH MUEJIOM, KOUTO Ca IMOAXOAIIHN 33
TPAaHCINIAHTALMSA Ha XEMONOETUYHHM CTBOJIOBH KJIETKH (MHAYKIIMOHHA TepaIlnsl)
KomM6buHmMmpaHa Tepanus ¢ pgekKkcamMeTasoH

VELCADE 1 mg npax 3a HHXEKIIHOHEH pa3TBOp ce TpUiiara KaTo MHTPaBEHO3HA HHKCKIIHS B
IpenophuYUTENHaTa 1032 oT 1,3 Mg/M? TenecHa HOBBPXHOCT ABa IBTU CEAMHYHO B IIPOJLIDKEHUE HA
nBe cenMuiy Ha feH 1, 4, 8, u 11 B 21-nHeBeH nedeOeH mukbi. To3u 3-ceqMUYUCH MEPUO/] CE CUHTA 32
nedeOeH nuKbi. TpsOBa 1a U3MUHAT Hal-MaJIKo 72 yaca MEX/Iy JIBE MOCICIOBATECIIHU 03U
VELCADE.




JlexcamMeTa30H ce mpuiiara rnepopaiHo B 103a ot 40 mg Ha neH 1, 2, 3,4, 8,9, 10 u 11 ot teyeOHus
mukbil ¢ VELCADE.
ITpunarar ce 4eTUpH JIeUeOHU [IUKBIA OT Ta3u KOMOWHHUPaHa Tepanusi.

KoM6unHMUpaHa TepanumaTanpupaem@ameTasoH

VELCADE 1 mg npax 3a HHXEKIIMOHEH pa3TBOP ce MpHIIara KaTo HHTPABEHO3HA HHYKEKIINS B
IPENoOpBYMTENHATA 1032 OT 1,3 Mgy/m? TeecHa MOBBPXHOCT JIBa ITH CEMHUYHO B MPOIBLIDKEHHE Ha
JIBe cenqMUIT Ha ieH 1, 4, 8, u 11 B 28-1HEeBEH ITUKET HA JJedeHne. To3u 4-CeIMUICH ITePHO.T CE CUNTA
3a nedeOeH NMKbI. TpsOBa 1a M3MUHAT Hal-MaJIko 72 gaca MEXAy JBE MOCIeT0BaTeIHN 1031
VELCADE.

JlexcameTa3oH ce npuiiara rnepopaiHo B 103a ot 40 mg Ha neH 1, 2, 3, 4, 8, 9, 10 u 11 ot neyeOHus
mukbsil ¢ VELCADE

Tanumomup ce mpuiara nepopaiHo B JHEBHA 103a oT 50 mg B auute 1-14 1 ako ce monacs 1o0pe,
no3ara ce yBenndasa 10 100 mg B auute 15-28, cnen xoero moxe Aa ce yBenuuu 10 200 mg n1HEBHO
ot 1uKba 2 (Bxk. Tabnura 4).

[Mpunarar ce 4yeTupu JieueOHU IIUKBIA OT Ta3u KOMOUHMpaHa Tepanus. [IpenopbuBa ce marueHTuTe
IMOHC C YaCTUYCH OTIrOBOP Aa Mmojy4yat 2 JOIIBJIHUTEIIHN IUKBJIA.

Ta6nh fl@asmpoBka 3a KomMbumHumpaHa Tepanuma ¢ VELCADE

MYy nTuWnneH MUEeNoM, KOWMUTO ca noaxoaawunm 3a Tpa
cTBONnNOBMN KNneTKMU!
Vc+Dx HMukan 1 no 4
Cenmuna 1 2 3
Ve (1,3mg/m? | denl, 4 Jen 8, 11 Ilepuon Ha IOYHBKA
Dx 40 mg Hen1,2,3,4 | Ieun 8,9, 10, 11 -
VC+Dx+T Hukba 1
Ceamuna 1 2 3 4
Ve (1,3mg/m? | Hen 1,4 Jeu 8, 11 Iepuon Ha Iepuon Ha
ITOYMBKA ITOYMBKA
T 50 mg ExennesHo ExxennesHo - -
T 100 mg? - - ExenHeBHO ExenHeBHO
Dx 40 mg Hen1,2.3,4 | en 8,9,10,11 | - -
Mukau 2 1o 40
Ve (1,3mg/m? | Hen 1,4 Hen 8, 11 [epron Ha [epuon Ha
MTOYNBKA MMOYMBKA
T 200 mga ExenneBHo ExenneBHo ExxenneBno ExxenneBno
Dx 40 mg Heun1,2,3,4 | en8,9,10,11 | - -

V¢ = VELCADE; Dx = gekcamerason; T = TanumgoMuy

& Jlo3aTa Ha TANTHIOMU ce yBenuuasa a0 100 mg oT ceqmuia 3 Ha MK 1 camo mpu A06pa TTOHOCHMOCT KBM JI03aTa

ot 50 mg 1 Ha 200 mg OT UKBI 2 10 Kpas P J00pa MOHOCUMOCT KbM Jqo03aTta oT 100 mg.

b IlareHTHTE, MOCTUTHAIM TIOHE YaCTHYEH OTTOBOP ciie] 4 IUKBJIA, MOKE J1a ITOIyJaT 10 6 MUKbBJIa Ha JeUCHUE

A,u,anTleaHe H a O3 aTa 3 a naymeHTN, noaxopngsauwn 3 a T
3a apantupane Ha go3zata Ha VELCADE TtpsiOBa n1a ce crneaBaTt npenopbKUTE 3a IPOMSHA HA J103aTa,

ONMCaHU 32 MOHOTEpAIHSL.

B nomrenaenne, korato VELCADE ce npuiara B KOMOMHAINS C IPYTH XUMHOTEPATIEBTHYHN

JIEKapCTBEHU NMPOJYKTH, B CIIyyail Ha TOKCHYHOCT TPAOBa Ja ce MpeIBUAN CHbOTBETHO HAMaJIsIBAHE Ha

Jlo3aTa CIopea NMPEMOPbKUTE B KPATKUTE XapaKTEPUCTUKU HA TE3U IMPOAYKTH.

J103MpPOBKA IIPY MAIMEHTH C HEJIEKYBAH MaHTEJIHOKIeThYeH Jimmbom (MCL)

KoMG6MHMPAaHO feyvyeHUe Cc putykcumab, U WeREAPPocCc pamvmng,
VELCADE 1 mg npax 3a HHXEKIIHOHEH pa3TBOp ce TpHUiiara KaTo MHTPaBEHO3HA HHKCKIIHS B

IpENopBYMTENHATA 1032 1,3 Mg/M? TesecHa MOBBLPXHOCT, JBA IIBTH CEMUYHO B MPO/IBIDKEHHE Ha JIBE

ceaqmuuu Ha nieH 1, 4, 8 u 11, nocneasano ot 10-1HeBeH nepuoa Ha mouuBka ot JaeH 12 no 21. To3u 3-

CeIMUYEH MEepUOJ ce cunTa 3a tedeOeH uKbi. [Ipenoppusar ce mect nukinu ¢ VELCADE, Benpekn

4e MpH MalKueHTH ¢ JOKYMEHTHPaH OTTOBOP 3a ITbPBU ITBT HA MUKBI 6, MOTAT 1a ObJaT JaieH! 1Ba

nmonbiiHUTETHE UKBIa VELCADE. Tps6Ba na n3aMuHAT Hail-Maliko 72 qaca MEXIy B

nocnenoatennn 103 VELCADE.




CrnenmHuTe JIeKapCTBEHH MPOJIYKTH CE TIpUIarar Ha JieH | Ha BCEKU TpH-CeIMUUEH JieueOeH IIUKBII C
VELCADE, xato untpaBeHo3Hu MHQy3uH: puTykcuma6 B 1o3a 375 mg/m?, uukinodocdamua B n03a
750 mg/m? u nokcopybuiuH B 103a 50 mg/m?,

IpeaHU30H ce mpHIIara IepopaaHo B 103a or 100 mg/m?ma nen 1, 2, 3, 4 u 5 Ha Bceky JiedeOeH LUKEI
¢ VELCADE.

ApanTuvHpaa Hoeo 3 aTa G eHAP@BEUBATNA CA OHCEe/Teak ¥ B a H
MaHT&MEaT bYyeH NUMOPOM
HpCHI/I HaA4YaJIOTO HAa BCEKHU HOB NUKBJII OT TepaHI/IHTa:

i Bpost Ha TpombGoruTuTe TpsioBa aa e > 100 000 kmerku/pl u abcomoTausT Opoii Ha
Heyrpodunute (ANC) tpsosa na e > 1 500 xnerku/pl
bl Bposit Ha TpomOonuTHTE TPsIOBA M2 € > 75 000 kiaetku/pl npu manueHTH ¢ HHPUITPaIUs Ha

KOCTHHsI MO3bK MJIM CEKBECTPAIlHs Ha Jlajlaka
Xemornobun > 8 g/dl

Hexemaronornynara TOKCHYHOCT TPSIOBA J1a € BE3CTAHOBEHA JIO CTETCH | MITH IO M3XOTHO
HUBO.

1
1

Jleaenuero ¢ VELCADE T1psi6Ba na 61 BpeMEHHO IPEyCTaHOBEHO TPH T0sIBa Ha BCSIKA
HexemaroyiornuHa TokcndHocT Crenen > 3, cebp3aHa ¢ VELCADE (¢ uskimtoueHne Ha HeBpOTIATHsL)
WM XeMaToJioruaHa TokcnaHocT CreneH > 3 (Bxk. c¢blio Touka 4.4). 3a agantupaHe Ha 103aTa, BXK.
Tabmma 5 mo-goiy.

I'paHy 10X T-KOIOHHOCTUMYIMPALH (DAaKTOPH MOXKE [la C€ MPUJIaraT MPH XeMaTOIOTHYHA TOKCHYHOCT
B CHOTBETCTBHE C MECTHATa CTaHJapTHA NpakThKa. [IpogunakTrnynara ynorpeda Ha rpaHyJIOLUT-
KOJIOHHO CTUMYJIMpaIiy (pakTopy CIlie/iBa J1a Ce Pa3riiek/ia B CIydail Ha MHOTOKpaTHU 3a0aBSHUS B
NPUIOKEHUETO HA LMKBJIA HA JIEYCHUETO. 3a JIeUeHNUEe Ha TPOMOOLIUTONIEHUS, TPsIOBa Ja ce uMa
npensuj TpaHcdy3us Ha TPOMOOIIMTH, KOraToO € KIMHUYHO HEOOXO0IUMO.

Ta6nmmpomMmaHa Ha [AO3MTe NO BpemMe Ha ne4vyeHwue
MaHT&MKET bYeH NUM®MPOM

TokcnyHoCT | IIpomMsiHa WM OTJIaraHe Ha JO3UPOBKATa
XeMatTono0orMmyHa TOKCWMUWYHOCT:
1 HeyTporenust > Crerer 3 ¢ moBuIieHa Tepanusata ¢ VELCADE Tpsi6Ba na ce
Temrieparypa, Heyrponenus ot Crered 4 | IPEyCTAaHOBHM 3a 10 2 CEAMUIIHU, JOKATO
C IPOIBKUTEIHOCT NOBEYE OT 7 JHH, naiueHThT nocturaie ANC > 750 knetku/pl u
Opoii TpomboruTu < 10,000 kierku/pl Opoit Ha TpomOormTHTe > 25 000 Kimetku/pl.
1 AKo creq mpeycTaHOBsIBaHE Ha

VELCADE TOKCHYHOCTTa HE OT3BYYH,
KaKTO € OIPEEIICHO M0-Tope, TOraBa
tepanusta c VELCADE Tpsi6Ba na ce
MPeKpaTy.
i AKO TOKCHYHOCTTA OT3BYYH, T.C.
narueHTsT uMa ANC > 750 knetku/pl u
Opoii Ha TPOMOOITUTHTE
> 25 000 kmetkw/pl, Tepammsita ¢
VELCADE moxe fa ce Bb30OHOBH ¢
€IHO HUBO Mo-Mauko (ot 1,3 mg/m? na
1 mg/m? unwm ot 1 mg/m? ma 0,7 mg/m?).
Tepamusta c VELCADE TpsiOBa aa ce mpekpaTu

q AKoO OposIT Ha TPOMOOIIUTHUTE €
< 25,000 xaerkn/pl waum ANC e
< 750 xnerkw/pl B neHs 3a npunarase Ha
no3ata VELCADE (pasnuyeH ot jeH 1)
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HexemaTonor myHG en e c | Tepanusta c VELCADE TtpsibBa na ce

3a KOAaTO Ce CcUYuUTa, Y ( mpeKpaTH, T0KaTO CUMITOMUTE HA TOKCUYHOCT
HE ce Bb3CTaHOBAT 10 CTeneH 2 uiu no-noopa.
ToraBa Moxe /1a ce€ Bb30OHOBHU MPUIIOKEHHETO
Ha VELCADE ¢ egHo HUBO T10-Majko (OT

1,3 mg/m? ma 1 mg/m? wmm ot 1 mg/m? na

0,7 mg/m?). Ilpu HeBponaTH4Ha 60JIKa,
cBbp3ana ¢ ynotpedara Ha VELCADE n/unmmn
npu nepudepHa HeBpOMaTHs, IpeKpaTeTe u/Uiu
npomenete go3ara VELCADE, kakro e
nocovyeno B Tabnmra 1.

B nombnnenue, korato VELCADE ce npunara B KOMOMHAIS ¢ APYTH XUMUOTEPATICBTUYHI
JIEKapCTBEHU MPOJYKTH, MOJXOIAIIO0 HaMAIsIBaHE Ha JI03aTa Ha Te3H JICKAPCTBEHH MPOAYKTH TPsOBa
J1a ce OOMHUCIHY B cIydail Ha TOKCHYHOCT, B CbOTBETCTBHUE C MIPENIOPBKUTE B CHOTBETHATA KPATKa
XapaKTEepHCTHKA Ha MPOTYKTa.

CrenyanHy nonyJianuu

Crapuecka BbB3pacrtT
Hsma maHHu, KOUTO MpeIoiarat HeoOX0AMMOCT OT aJIallTUPAaHe Ha J103aTa MPH MaIlMeHTH Hall
65 roMHY C MYJNTUTUICH MHEIIOM WM C MAaHTEITHOKIIEThUEH JINM(OM.

He ca npoBexnanu npoyusanus 3a ynotpebata Ha VELCADE npu nanueHTn B crapuecka Bb3pacT, €
HEJIEKYBaH MYJTHILICH MHEIOM, KOUTO Ca TIOIXOSIIHN 32 BUCOKO030Ba XUMHUOTEPAIIHS C
TPaHCIIAHTAIIMS Ha XEMOIIOETUYHH CTBOJIOBH KiIeTKU. ClIeIoBaTeTHO HE MOTAT Jia Ce HaIPaBsT
MPETOPHKH 3a JO3MPOBKATA MPH Ta3U MOITYJIAIHS.

B npoyuBaHe npu nanMeHTH ¢ HelIeKyBaH Mper TOBa MaHTETHOKIeThUeH TuMdom, 42.9% u 10.4%
ot narenTure, ¢ ekcrio3uiwst Ha VELCADE ca BbB Bb3pacToBHs AMama3oH CbOTBETHO 65-74 roauHu
u > 75 ropunu. [Ipu namueHTuTe Ha BB3pacT > 75 roaunu, u asete cxemu, VCR-CAP u R-CHOP, ce
MOHACAT MO-TEXKO (BXK. Touka 4.8).

UepHOoOApPOGHO yBpexXpgaHe

[ManeHTH C NIeKa cTeleH Ha YepHOAPOOHO YBpEXKIaHe He Ce HYXKIAAT OT KOPUTHpaHe Ha J103aTa U
Tps0Ba Ja ce JIeKyBaT ChIVIACHO MPeTophUYUTeaHaTa 103a. [lanmenT ¢ yMmepeHo 10 TeKKO
4epHOIPOOHO YBpEKIaHe TpsiOBa 1a 3anounat ¢ Hamanena noza VELCADE ot 0,7 mg/m? na
MHKEKTUPAHE 110 BPEME Ha IIbPBHUsI TEPATIEBTHYEH IMKBJI, KATO MOBMINABAHE Ha J03ata 10 1,0 mg/m?
WJIM [10-HATAThHIIHO HaMalsBaHe Ha no3ata 10 0,5 mg/m? morar fa ce 06¢chkaaT Ha 6a3aTa Ha
MMOHOCHMOCTTA Ha manuenTa (Bxk. Tabmuma 6 u Touku 4.4 u 5.2).

Ta6nllgenop boemoTaenydmp aathe HavyanHaTta posa VELCADE

YyepHOAPOOBHO yBpexpagaHe

CremneH Ha Hwuso na Husa na SGOT | Moanduuupane Ha Ha4YaJIHA 1032
YEepPHOAPOOHOTO OMIUpPYyOHH (AST)
yBpesxaané
Texo <1,0x ULN > ULN He
> 1,0x- 1,5x ULN Besko He

npv



YmepeHo >1,5x-3x ULN Bcesixo Hamanasane na VELCADE no

0,7 mg/m? B mbpBUS LIUKBI HA

Texxo >3x ULN Bcesixo neuenne. OOCHKIaHE Ha MOBUIIIABAHE
Ha no3ata 10 1,0 mg/m? wm no-
HATaTBIIHO HaMansgBaHe 10 0,5 mg/m?
B ClIeJIBALIUTE IUKJIK, Ha 0a3aTa Ha
HOHOCMMOCTTA Ha MAalUEHTa.

Cekpamenust: SGOT = cepyMHa rimyTaMaT-oKcajIaleTaT TpaHCaMUHA3a;
AST = acmaprar amunoTtpancdepasa; ULN = ropHa rpaHuia Ha HopMara.

Ha 6a3ara Ha xacudukanus Ha paboTHaTa rpymna 3a opranHa quchynkmnus Ha NCI 3a kareropusupase Ha
YepHOIPOOHATa HEIOCTATHUHOCT (JIEKa, yMEpeHa, TeXKKa).

Bb6bpeuyHoOo yBpexpgaHe

®apMaKkOKHHETHKATa Ha 60pTEe30MHUO He Ce MOBIMABA TIPU MAIHEHTH C JIEKO JI0 yMEpEeHO ObOpedHO
yBpexaane (kpeatnnunos kimupbHe [CrCL] > 20 ml/min/1,73 m?); 3atoBa He € HEOOXOAUMO
ajlariTUpaHe Ha Jj03aTa [pH Te3u nanueHTH. He e n3BecTHO nanu ¢papMakoKUHETHKATa Ha 60pTe30MUO
ce MOBJIMABA MIPU MAIIMEHTH C TeXKKO OBOPEUHO YBpeXIaHe, KOUTO HE ca ITOUIOKSHU Ha THaji3a
(CrCL < 20 ml/min/1,73 m?). Trii kaTo AnMANU3aTa MOXKE Ja MOHUKH KOHLCHTPALMUTE Ha
6opte3omu6, VELCADE TpsiOBa na ce npuiiara ciej Anaiu3Hara npoueaypa (BxK. Todka 5.2).

MeaunatTpunmuHa nonynauyus

bezonacHoctTa 1 epukacHoctta Ha VELCADE nipu nena Ha Bb3pact noj 18 roguau He ca
yCcTaHOBEHH (BK. Touka 5.1 u 5.2). HannunuTe 1aHHM 10 MOMEHTA ca ONKCAaHU B TOYKa 5.1, HO
NPENOPBKHU 32 I03UPOBKaTa HE MOrar Aa ObaaT HallPaBeHH.

Hauwnn »a npuioxeHue

VELCADE 1 mg npax 3a WHXXEKIIOHEH pa3TBOP Ce Mpesiara camo 3a HHTPABEHO3HO MPUIIOKECHHE.

VELCADE 3,5 mg npax 3a HHXEeKIIOHEH pa3TBOp ce Mpe/siara 3a MHTPaBeHO3HO HITH MOJIKOKHO
MPUIIOXKEHHE.

VELCADE He Tpsi6Ba j1a ce npuiiara o Apyru mbtuina. MHTpaTekaaTHOTO NPUIIOKEHUE BOJH 10
CMBPT.

MHTpaBeHO3HA MUHXeKLUMNSA

VELCADE 1 mg npax 3a WHXEKIIOHEH Pa3TBOP € CaMO 32 HHTPABEHO3HO MPHIIOKEHUE.
[TpuroTBeHUAT pa3TBOP ce Mpujlara Kato 00IyC MHTpaBEHO3HA MHXKEKLUS Npe3 nepudepeH uiu
[ICHTPaJICH HHTPABEHO3EH KaTeThp 3a 3-5 cexyHmu, nociensano ot npomueka ¢ 9 mg/ml (0,9%)
WHXKEKIIMOHEH Pa3TBOp Ha HATPHEB XJopu. TpsOBa la U3MUHAT Hai-Mallko 72 Jaca MEX[y JIBe
nociegoBarendu o3 VELCADE.

Koraro VELCADE ce npunara B KOMOMHAINS C IPYTH JIEKapCTBEHHU MPOTYKTH, BUXKTE KpaTKaTa
XapaKTEepPUCTHUKA Ha TE3U IPOAYKTH 33 HHCTPYKIIUH 3a IIPUIIAraHe.

4.3 IIpoTuBOomOKAa3aHUS
CBpBXUYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECTBO, KbM OOP MIIM KbM HSKOE OT IIOMOIITHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

Octpa nudy3na uapmITpaTnBHA O0sIeCT Ha OenuTe IPOOOBE U MIEPUKAP/IA.

Koraro VELCADE ce npuiara B koMOMHanus ¢ APYry JEKapcTBEHH MPOAYKTH, HAIIpaBeTe CIIpaBKa C
texauTe KpaTku xapakTeprCcTUKH 3a JOITBJIHUTEHN POTHBOMIOKA3aHUSI.

4.4 ChneuuajHu npeaynpe:kaeHus U NpeAna3Hu MEPKH NPH ynorpeda

Korato VELCADE ce npuiara B KOMOWHAITHS C IPYTH JICKAPCTBEHU MPOAYKTH, TPSOBa 1a ce
HanpaBu KOHCyATanus ¢ KpaTkure XapakTepUCTHKHU Ha TE3U IPYTH JICKAPCTBEHU MPOIYKTH, IIPEIN



3anouyBane Ha jedeHrero ¢ VELCADE. [lpu ymorpebara Ha TauaoMua TpsOBa 1a ce 00bpHE
0c00eHO BHUMaHHE Ha TECTBAHETO 3a OPEMEHHOCT U M3MCKBAHUATA 3a MPEBEHITNS (BK. TouKa 4.6).

HHTparekaiHo npuaoKeHue

Nwma crydan ¢ daraneH u3xo/ Npy HepeAHaMepeHo HHTpaTekaiHo npuioxenne Ha VELCADE.
VELCADE 1 mg npax 3a HHXEKIIMOHEH pa3TBOP € CaMO 32 HHTPABEHO3HO MPHIIOKEHHE, IOKATO
VELCADE 3,5 mg npax 3a HHXEKIIOHEH Pa3TBOP € 32 HHTPABEHO3HO HMJIH MOJKOKHO TPHIIOKEHHE.
VELCADE =e Tpsi6Ba aa ce mpmiara HHTPaTeKaJIHo.

CromaiiHo-4peBHa TOKCUYHOCT

CromaiHo-4peBHa TOKCUYHOCT, BKJITFOUUATEITHO Ta/ICHE, TUApHs, TTOBPBINaHE ¥ KOHCTHUITAIUS Ca MHOTO
yectu 1pu jedenne ¢ VELCADE. Mma HeuecTn choOIIeH s 3a ciTydan Ha uieyc (Bx. Touka 4.8),
MOpajy KOETO MAI[MEHTUTE, KOUTO UMAT KOHCTHUITANUS TPsOBa 1a ObJaT HAOMI0JaBAaHH BHUMATEITHO.

XeMaToJIOTUYHa TOKCUYHOCT

Jleaenuero ¢ VELCADE MHOTO 9ecTo € CBhpP3aHO ¢ XeMaTOJIOTHYHA TOKCHYHOCT (TPOMOOIIUTOTICHUS,
HEYTpPOIICHUS U aHeMus1). B mpoyuBaHMs NpW MallUeHTH ¢ PEIUANB Ha MYJITUIUICH MUEIIOM, JICKYBaHU
¢ VELCADE u npu manmenTn ¢ HenekyBaH npean Topa MCL, xouto ca nexyBaan ¢ VELCADE B
KOMOWMHAIUS C pUTYKcuMao, rukiaodocdamu, nokcopyourud u npeaau3on (VcR-CAP), eqna ot
Half-4ecTo cpellaHaTa XeMaToJIOTHYHa TOKCUYHOCT € MPeXoHa TpoMOouTonenus. TpomOouuTure ca
Hail-uucky Ha AeH 11 ot Becexn nukbia Ha nedenneto ¢ VELCADE 1 00MKHOBEHO ce Bb3CTaHOBSBAT
JI0 U3XOHOTO HUBO A0 cleABaIlus UMKbI. HsiMa naHHM 3a KyMyJaTHBHA TPOMOOLIUTOIICHHS.
Cpennusar cnaja Ha Opost Ha TPOMOOIUTHTE € OWil U3unciieH npubim3utenHo Ha 40% oT U3X0IHOTO
HUBO TPU NMPOYYBAHHS C MOHOTEpAIUs Ha MHOXKeCTBeH MuesioM U Ha 50% npu npoyuBane 3a MCL.
IIpu manueHTy ¢ HampenHal MUEIOM TEXKECTTa Ha TPOMOOLMTONeHUsATa € Ouia CBbp3aHa ¢ Oposi Ha
TPOMOOLIUTHUTE IPEAH JICUEHUETO: TIPU U3XOAHO HUBO Ha TpomOouutute < 75 000/pl, 90% ot

21 nanmenTH ca umanu opoii < 25 000/pl mo Bpeme Ha npoy4BaHeTo, BKimouuTeHo 14% < 10 000/ul;
3a pa3JivKa OT Te3U C U3X0AHO HUBO > 75 000/ul, mpu kouto camo 14% ot 309 manueHTH ca UMain
opoit < 25 000/ul mo Bpeme Ha IPOYUYBAHETO.

[Mpu nanmentn ¢ MCL (npoyusane LYM-3002), TpomOonuTOneHHs OT CTEMeH > 3 e Ouiia ¢ 1o-
BUCOKa decToTa (56,7% crpsamo 5,8%) npu rpynara Ha seuenue ¢ VELCADE (VcR-CAP) B
cpaBHeHHe ¢ rpynata Ha jedenne 6e3 VELCADE (putykcuma0, nukinodochamul, J0KCopyOHLrH,
BUHKpHUCTHH U nipeaan3oH [R-CHOP]). [IBere rpynu Ha JedeHune ca CXOAHM MO0 OTHOIIEHHE Ha
o0miara yectoTa Ha KbpBeHe OT BCUUKHU crernenH (6,3% npu rpynara Ha VCR-CAP u 5,0% npu
rpynara Ha R-CHOP), kakTo u kppBeHe oT Crenier 3 u mo-Bucoka (VcR-CAP: 4 manuentu [1,7%]; R-
CHOP: 3 mannenti [1,2%]). B rpynara na VCR-CAP 22,5% oT nanueHnTuTe ca noixy4aBain
npeirBaHe Ha TPOMOOIMTH B cpaBHeHME ¢ 2,9% oT nanuenTute B rpynara va R-CHOP.

[Tpu neuenue ¢ VELCADE ce cpo01maBa 3a cToMantHo-4peBeH U UHTparepeOpalieH KphBou3nuB. 1o
Ta3y MpUYMHA OpOAT Ha TpoMOOIIMTHTE TPAOBa 1a ce MOHUTOpHpa npenu Besika 1o3a VELCADE.
Jleuenunero ¢ VELCADE Tps0Ba na ce cripe, korato 6post Ha Tpombonutute e < 25 000/, wiu B
cllyyail Ha KOMOWHaLus ¢ Mel(aliad ¥ MpeJHN30H, korato oposT Ha TpomoOormTHTe € < 30 000/m (Bx.
touka 4.2). [loTeHmanaara mossa CupsMo PECKa OT JICUCHUETO TPIOBa Ja ce MPeIeHn BHUMATETHO U,
B YAaCTHOCT, TIPH CIy4ail Ha yMepeHa 0 TeKa TPOMOOIMTONIEHHSI U PUCKOBH (PaKTOPH 3a KbpPBEHE.

ITo Bpeme Ha neuenuero ¢ VELCADE TpsibBa yecto na ce mpocie/siBa IbjiHaTa KphBHA KapTHHA C
JuQepeHInaiHo OpoeHe, BKIIOUUTETHO U OposT Ha TpomOouuTute. TpsadBa na ce ooMuciu
NpeJMBaHe Ha TPOMOOIMTH, KOTaTo € KIIMHMYHO HE00X0AUMO (BXK TOUKa 4.2).

[pu nanmentn ¢ MCL ce HabmoaBa npexo/iHa HEYTPOTICHUS, KOSITO € 00paTuMa MEeK1y IUKIIHUTE,
0e3 aHHU 3a KyMyJaTuBHA HeyTponeHus. Heyrpodunure ca Hali-HUCKY Ha fieH 11 OT BCEKH ITUKBIT Ha
sneyenne ¢ VELCADE n 00MKHOBEHO ce BB3CTaHOBABAT 10 M3XOJHOTO HUBO IO CIEABAINMS [IUKBI. B
npoyuBane LYM-3002, kononust cruMmynupaiiy GakTopH 3a MoAroMarate ca qaneHu Ha 78% ot
nanueHTute oT pamoTo VCR-CAP 1 Ha 61% ot manuenture B rpynara Ha R-CHOP. Tsit kato
MaIMEeHTHUTE C HEYTPOIIEHHS Ca ¢ IOBUIICH PUCK OT HH(EKIHH, Te TpsiOBa Aa ObaaT HaOMIOAaBaHU 3a
MPU3HAIM U CHMIITOMH Ha WH(EKITHS U J1a ce JIEKyBaT CBOEBPEMEHHO. [ paHyJIONUT-KOJIOHHO
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CTUMyNHUpamy (GakTopyu MOKe Jja ce mpuiIaraT 3a XeMaToJIOTHYHA TOKCHYHOCT B ChOTBETCTBHE C
MecTHaTa CTaH/AapTHa npakTuka. [IpopunakTudanara ynorpeda Ha rpaHyJIOHUT-KOJIOHUO
CTHMYJUpaIIy GakTopy clie/lBa J1a ce pasriiexk/]a B CIydail HA MHOTOKpaTHH 3a0aBsSHUS B
NPUIOKESHUETO Ha IIMKBJIA HA JICYCHUETO. (BUXK Touka 4.2).

PeakTuBHpaHe Ha XepHec 30CTep BUPYC

[Tpu nanuenty, nexkyBanu ¢ VELCADE, ce npenopruBa antuBupycHa npodunaktuka. [Ipu ¢aza 11
IpOYYBaHe IPH MALMEHTH C HEJIEKyBaH MYyJITHIIJIEH MUEJIOM, 00I11aTa YecTOTa Ha peaKTUBUPAHETO Ha
XepIrec 30cTep € Mmo-4ecta npu nanueHTy, exkyBaanu ¢ VELCADE+mendanan+mnpenau3on, B
CpaBHEHHUE C Te3H Ha Meldanan+inpeHu30H (ChoTBeTHO 14% 1 4%).

[Tpu manmentu ¢ MCL (npoyuBane LYM-3002), yectotaTa Ha MHGEKIHS ¢ XepIiec 30cTep € Onna
6,7% npu pamoto VCR-CAP u 1,2% B rpynara sa R-CHOP (Bmx Touka 4.8).

PeaxtuBupane u undekuus ¢ supyces xemnarur B (HBV)

Cxpunuar 3a HBV TpsiOBa BuHarn 1a ce M3BHPIBA IMPH HAUEHTH ¢ pUCK OT nHOekns ¢ HBV mpean
3armoYBaHe Ha JICYCHUETO, KOTaTo puTykcnuMab ce usnonsba B komOuHaiusi ¢ VELCADE. Hocurennre
Ha BUpPYyCa Ha XCIIaTUT Bu INauEeHTHU C aHaMHE3a 3a XCIaTUuT B, TpSI6Ba Ja 6T)IlaT BHUMATCIIHO
HaOII0JaBaHM 32 KIIMHUYHU U T1a00paToOpHU Mpu3HAIK Ha akTiBHA HBV mHpexnms mo Bpeme Ha 1
cien komOuHupaHo nedeHue Ha purykcumad ¢ VELCADE. TpsaoBa na ce oOMucin aHTHBHpPYCHA
npoduiakTrKa. BikTe KpaTkaTta XapaKTepUCTHKA Ha MIPOAYKTa PUTYKCHMAab 3a oBeue HH(OpMAaIIHsI.

IIporpecusna myntudokaana jeskoennebamonarus (IIMJI)

JoknansaHu ca MHOTO peIKH ciiy4an Ha nHpekuus ¢ Bupyca Ha John Cunningham (JC), c Heu3BecTHa
NPUYMHHO-CIIEICTBEHA BPB3Ka, pH nanuenTH, JekyBanu ¢ VELCADE c pesynrar [IMJI u cMbpT.
[Nanuentute ¢ auarno3a [IMJI ca uManu npeaiiecTBala Uin ca MNpoBEXAAIN €AHOBPEMEHHO
uMyHocympecuBHa Tepanus. [loBedyeto ciayyan Ha [IMJI ca auarHocTUIIMpaHy B paAMKHUTE Ha

12 mecena ot mepBata 1o3a VELCADE. INanuentuTe TpsOBa 1a ce mpociiesaBaT Ha PeIOBHH
MHTEPBAIH 32 BCUYKH HOBH WJIW BJIOIIABAIIY CE HEBPOJIOTHYHHI CUMITTOMU WJIH TPU3HAIN, KOUTO
Morat s1a Op1at mokasartensu 3a [IMJI kato vacT ot nudepernuanaa quarsosa 3a mpoodmiemu ¢ [THC.
Ako uma ceMHeHUe 3a auarHo3a [IMJI, naruenTure TpsiOBa J1a ObJaT KOHCYJITHPAHH ChC CIICIIUATUCT
no [IMJI u na ce npeanpuemat noaxo a4y quarnoctuaau mepku 3a [IMJL. [Ipekparere jieueHuneTo ¢
VELCADE, ako ce quarnoctuitupa [IMJIL.

[epudepna HeBponaTus

Jleuernero ¢ VELCADE MHoro gecTo ce cBbp3Ba ¢ nepudepHa HEBpONIaTHs, KOSITO € IPearMHO
ceHzopHa. IMa, obaue, 10KIaiBaHU CHOOIIECHHS 32 CITydan Ha TEKKa MOTOPHA HEBPOIIATHS ChC MU
0e3 ceH3opHa nepudepHa HeBponatus. Yectorara Ha neprdepHaTa HEBPONATHUS ce YBEIUYaBa PaHO
NIPY JIEYEHUETO U TI0 BpEMe Ha IIUKBJI 5 € HaOIto1aBaH MuK.

ITpenopbYMTENHO € TTAMEHTUTE Aa ObIaT BHUMATETHO MPOCIIEASBAHN 32 CHMIITOMH Ha HEBPOTIATHS,
KaTo ycelllaHe 3a apeHe, XUIepecTe3nst, XUIMOECTE3H, TIapeCTE3ns, TUCKOM(POPT, HEBPOIIAaTHYHA
0o0JIKa WK cJ1abocCT.

[TannenTuTe ¢ HOBOIPOSIBIIIA CE WM BJIOIIABAINA ce NepuQepHa HeBpONaTHs TPsIOBa 1a ce MOATI0XKAT
Ha HEBPOJIOTMYEH TPETJICA U MOXKE /1a CE HAJIOKH MPOMSIHA Ha []03aTa WM CXeMaTa Ha NPUJIOKEHHE Ha
VELCADE (Bx. Touka 4.2). HeBponatusra ce OBia/isiBa ¢ MOIbPKALIN TPUKU U IpyTa TEparus.

IIpu maruenTy, mpuemanti VELCADE B koMOMHAITHS C TIEKapCTBEHH MPOTYKTH, 32 KOUTO €
YCTaHOBEHO, Y€ UMAT BPh3Ka C HEBPOMATHATA (HATIP. TATUAOMU) TPAOBA J1a Ce MPEIBUIU PAHCH U
PEI0BEH MOHUTOPHHT 32 CUMIITOMH Ha HEBPOIIATHsI, HAJIATalllK CIIEIIHO JE€YEHUE, Ype3 HEBPOJIOTUUYEH
TperJieq v TpsiOBa Jja ce OOMUCIIM CHOTBETHO HAMAaJISIBAaHE HA J103aTa WIIM NIPEyCTaHOBSIBAaHE HA
JIEYEHHUETO.

Karo nombinHeHne KbM nieprdepHaTa HeBpOIaTHs, 32 HIKOU OT HeXKETAHUTE PEaKIUU KaTo
MOCTypajHa XUIIOTOHHUS M TeXKa KOHCTUTIAIHS C WIEYC, MOKE /1a UMa MMPUHOC aBTOHOMHATA
HeBponaTus. UadopMarusaTa 32 aBTOHOMHATa HEBPOIIATHSI ¥ IPUHOCA 1 32 TE3U HEXKEIIaHU PEaKIUH €
OTpaHHYeHA.
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I'spuoBe
Nma penxu cro0mIeH s 32 T'bPUYOBE NPY NAIMCHTU 0€3 MPEIUIIIHA aHAMHEe3a 32 SITUIICTICUS ¥ ThPYOBE.

CrienmaiHO BHUMaHUE U3UCKBA JICUCHUETO HA MAI[MCHTH, IPU KOUTO CHIIECTBYBAT HAKAKBU PUCKOBU
(hakTOpH 3a T'EPUOBE.

XUIOTOHUS

Jleaennero ¢ VELCADE uecTo ce acommmpa ¢ oprocTaTHdHa/IocTypainna Xurnotonus. [losedero
HE)KEJIaHU PEaKIMU Ca JIEKU 10 YMEPEHU 110 TeXECT U ce HabIroAaBaT 110 BpeMe Ha JICYEHUETO.
[MatmenTn, xouto ca pa3Buian oproctarndna xunotonust ¢ VELCADE (uHXeKTupaH HHTPaBEHO3HO)
HE ca UMaly Mpe/IeCcTBaIlN JEUEHUETO JaHHU 3a OPTOCTaTUYHA XUNOoToHus. [Ipu noBeueto
MAIUEHTH CE € HAIOXKHIIO JICUEHHE 3a TAXHATAa OPTOCTaTHYHA XUIIOTOHMA. Mallka 9acT OT MaleHTUTe
C OpTOCTAaTHYHA XUIIOTOHMUS ca UMaJH CHHKOITHH chOUTHsA. OpTOCTaTHYHATa/ TIOCTypaHaTa
XHUIOTOHHSA He € Ona npsko cBbp3aHa ¢ 6oyc nHPysust Ha VELCADE. MexanusmbT Ha Ta3u
peaxnus He € U3BECTECH, BBIIPEKH Y€ 0TYACTH IPUYMHA MOXKE 1a ObJe aBTOHOMHA HEBPOIIATHSL.
ABTOHOMHATa HEBPOIIATHUS MOXKeE J]a € CBhp3aHa ¢ 60pTe30MHUO i OOPTE30MUO MOKE Ja BIOIITH
OCHOBHOTO 3a00JIsiBaHe, Kato [uabeTHa WM aMuiIonTHa HeBpomatus. [Ipenoprusa ce BHUMaHue,
KOTaTo ce JIeKyBaT MAllMEHTH C aHaMHE3a 3a CHUHKOI, M0JIy4aBally JEKapCTBEHU MPOIYKTH, 3a KOUTO €
W3BECTHO, Y€ C€ CBBP3BAT C XUIIOTOHMS;, TN KOUTO ca IEXUAPATHPAHH MOPaJH PEKYPEHTHA AUAPUS
WY TIOBpbIIaHe. JIedeHneTo Ha OPTOCTATHYHATA/TIOCTYPaTHa XUTIOTOHHUSI MOJKE JIa BKIIIOYBA
aJanTUpaHe Ha aHTUXUIIEPTEH3UBHUTE JIEKAPCTBEHU MIPOAYKTH, pEXUIpaTHpaHe WIH MPUI0oKEHUE Ha
MHUHEPATKOPTUKOCTEPOUAN W/ UK cuMnatukoMumeruny. Ilanuenture tpsioBa na 6baat
MHCTPYKTHPAHU J1a ThPCAT JEKapCKU ChBET, aKO UMAT CUMIITOMH KaTo 3aMaiiBaHe, CBETOBBPTEXK UITU
3ary0a Ha roBopa.

Cunzapom Ha o6partuMa nocrepruopHa enuedanonarus (PRES)

Nma cpobmenus 3a PRES nipu manuentn, nonyuyasamu VELCADE. PRES e psako, yecto odopaTimo,
0Bp30 pa3BUBAIIO CE HEBPOJIOTUIHO CHCTOSTHHUE, KOETO MOXKE J1a C€ IIPOSIBH C IbPUOBE, XUTIEPTOHUS,
rJ1aBoOoONHe, JIeTaprus, 00ObpPKBaHe, CIETOoTa U APYTU OYHH U HEBPOJIOTHYHH HApYIIeHHS. 3a
MOTBBPKaBaHEe Ha JIMATHO3aTa CE M3IMO0JI3BA 00pa3Ha JMATHOCTHKA HA MO3bKa, 32 MIPEATIOYNTAHE
sapeHo-marauTeH pezonanc (AMP). [Ipu naumenTn, kouto pazsusat PRES, VELCADE tpsi6Ba na ce
crpe.

CobpaedHa HeJTOCTaTEYHOCT

ITo BpeMe Ha yieueHue ¢ 00pTE30MHUO ce ChOOIIABA 32 OCTPO PA3BUTHE WM 00OCTPSHE HA 3aCTOIHA
Chp/ICYHA HEJIOCTATHYHOCT VW/WJIM MOSIBA Ha HAMaJIsIBaHE (PpaKIUITA HA M3TJIACKBAHE HA JsiBATa
KaMmepa. 3aJipbKKaTa Ha TSUHOCTH MOKe Jia ObJie peapa3noJaraii (pakTop 3a nmposisa Ha Oene3u u
CHMIITOMH Ha ChP/IeYHA HEAOCTAThUHOCT. ITarenTs ¢ pUCKOB (hakTop 3a ChPACUHO 3a00sIBAHE HITH
ChHIIECTBYBAIIO TAKOBA TPsIOBa J1a OBIAT BHUMATEITHO MOHUTOPHPAHH.

EnexrpokapauorpadCKy U3CIeABAHUS
ChliecTBYBaT U30JUPaHU CITydad Ha yabibkaBaHe Ha QT-nHTepBana npu KIMHWYHY TPOYYBAHUS, HO
He ¢ Ouiia yCTaHOBeHA MPUYMHHO-CIIECTBEHA BPB3Ka.

BenonpoOuu Hapymenus

Psanxo ce crobmaBar ciryyan Ha octpa Audy3Ha nHGUITpaTHBHA Oe10ApoOHa 60JIECT C HEN3BECTHA
€THOJIOTHS], KATO THEBMOHHT, MHTEPCTUIMATTHA THEBMOHUS, 0€J10poOHa MHOUITPAIUS U OCTHP
pecrmpartopen auctpec cuaapoM (OPJIC) nmpu marpenTr moaygasaimm VELCADE (k. Touka 4.8).
Hsikou ot Te3u ciyuau ca Ounu ¢ dartanen nzxon. [Ipean nedennero ce npenopbuBa paguorpadus Ha
TPBAHUS KOIIL, 32 JIa TIOCIYXH KaTO U3X0/IHO HUBO 32 YCTAHOBSIBAHE HA TIOTEHIIMATHY 0o jpoOHI
MPOMEHHU CJIe]l JIEYEHUETO.

B cnyuaii Ha HOBY WM BIIOIIABAIIK ce OSIOAPOOHU CHMITTOMH (HArp. KalllJIUIa, JUCITHES ), TPsiOBa
0OBP30 /1a ce YTOUHU JUarHo3aTa v Jia ce peArnpueMe MoIxoasmio ieuenue. Tpsosa 1a ce oOMUCTH
CHOTHOIICHUETO IMOJI3a/PUCK IPEU MpoabiikaBaHe Ha iedennero ¢ VELCADE.
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IIpy KJAMHUYHO MTPOYYBAHE JBaMa MallieHTH (0T 2), MoyJYaBalli BUCOKa 103a nuTapabud (2 g/m?2
JHEBHO) Ype3 NpoaAbLKUTeNHA HHPY3us 3a 24 yaca ¢ naynopyounud 1 VELCADE 3a octpa
peluIMBrpaiia MueIouHa JeBkeMus, ca nounHanu ot OPJIC B HayanmoTo Ha TepanusiTa u
NpOYYBaHETO € MmpekpareHo. ETo 3ammo, Ta3u cnenuduyna cxema ¢ eJHOBPEMEHHO MpHUjiaraHe Ha
BHCOKa /1032 nuTapaduH (2 g/m? THEBHO) Upe3 MpoAbDKATENHA HHY3H 3a 24 Jaca He ce
npenopbyBa.

brOpeuHo yBpekaane
brOpeunnTe yCnoxXxHEeHHs ca YeCTH NIPY NAlMEeHTH ¢ MyITUIUIeH MuesoM. [lanuenture ¢ 660pedHo
yBpexkIaHe TpsAOBa Ja ObJaT BHUMATETHO NpociesBany (BX. Touku 4.2 u 5.2).

YepHoapoOHO yBpexkIaHE

Bopre3omub ce metabonmusupa ot yepHoipooHuTE eH3uMH. Excriosurnusra Ha 6opTe3omMuod ce
MOBHINIABA TIPY MAIIMEHTH C YMEPEHO WJIM TEKKO YEPHOPOOHO YBPEKIaHE; Te3U MAIMCHTH TPsOBa J1a
ce nekyBat ¢ Hamasnenu o3 VELCADE npu ctporo npocnessiBane 3a TOKCHYHOCT (BXK. TOUKH 4.2 1
5.2).

UYepHOIPOOHH peaKIInu

IIpu nanuenty, nonyyaBamy VELCADE u chIbTCTBaIIM JIEKAPCTBEHH MPOIYKTH WM UMALLU
CEpUO3HM OCHOBHU 3a00JIsIBaHUS IMa PEAKH CHOOIIEHHUS 32 YepHOApoOHa HeAOCTATHYHOCT. Jpyru
CHOOIIaBaHN YepHOAPOOHH PEaKIMK BKJIIOYBAT MOBUIIABAHE HUBOTO HA YEPHOAPOOHUTE SH3UMHU,
XUNEepONITNPyOMHEMHS U XenaTuT. Te3u MpoMeHn MOoXKe J1a ObaaT 00paTUMU IpH IpEeKpaTsIBaHe
npuemMa Ha 60opTe30Mu0 (Bk. Touka 4.8)

CHHIpOM Ha TYMODPEH pa3naj

Tbit kaTo OOpTE30MHO € MUTOTOKCHYEH areHT M 0bp30 YOMBa 3II0KAYECTBEHUTE IIA3MATHIHU KIETKH
u MCL kieTkute, MOTaT Jja Bb3HUKHAT YCIOKHEHHUS Ha CHHIPOMAa Ha TyMOpeH paznai. [lanuenture ¢
BHUCOK TYMOPEH TOBap IMPEe/IH JICYSHUETO Ca C PUCK 3a Pa3BUTHE HA CHHAPOM Ha TYMOPEH pasmajl.
TakuBa nanMeHTH TpsAOBa Aa ObAAaT BHUMATEIHO NPOCIEAIBaHU U a ObJAT B3€TH ITOIXOASIIH
npena3Hd MEPKH.

CBIBTCTBAIIHN JIEKAPCTBEHN IPOAYKTH

[ManmenTute TpsIOBa a OBAT BHUMATEITHO MPOCIIEASBAHH, KOraTo OOPTE30MHUO ce mpuiiara B
komOuHanus ¢ Mortau CYP3A4-unxuburopu. [1oBUIlIeHO BHUMaHKE W3UCKBA KOMOMHUPAHETO HA
6optezomu6 ¢ CYP3A4- unu CYP2C19 cyGerparu (Bk. Touka 4.5).

[NaruenTrTe, MOTy4aBaIIH IEPOPATHU XUIONIMKEMUYHH JICKAPCTBEHH MPOTYKTH U3UCKBAT TOBHUIIICHO
BHUMAaHHE, KaTo MPH TAX TPsOBa Jia Objie MOTBBPICHA HOPMaJIHA YepHOAPOOHA PyHKIIUS (BXK.
Touka 4.5).

BeposiTHO IMYHOKOMITIEKC-METUMPAHH PEAKITUH

Wma HevecTH chOOLIEHHMS 32 BEPOSTHO MMYyHOKOMIUIEKC-MeIMUPaHH PEAKLIMH, KaTo cepyMHa 0oJiecT,
NOJIMAPTPUT ¢ 0OpHB U npoiudepaTtuBeH riomepynonedpur. [IpuemMbT Ha 6opTe3omMub TpsiOBa na
0bJle MpeyCcTaHOBEH, aKo ce HaOII0AaBaT CEPUO3HU PEaKInH.

4.5 BzaumopaeiicTBHE ¢ APYTU JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMoelcTBHe

In vitro mpoy4Banus nokassar, ye 6opre3oMub e ciaab naxudurop Ha nutoxpom P450 (CYP)
n3oenzumure 1A2, 2C9, 2C19, 2D6 u 3A4. Ha ocHoBanue Ha orpanndenus npunoc (7%) na CYP2D6
3a MeTaboM3Ma Ha 00pTe30oMu0, GeHOTUIIBT Ha cilabute MeTabonu3atopu Ha CYP2D6 He ce ouakBa
Jla TIOBJIHsIe IAJIOCTHATA JUCTIO3UIUS Ha O0PTEe30MHO.

[IpoyuBaHne 3a JiekapCcTBEHN B3aUMOACHUCTBHS, OLEHsBAIIO edekTa Ha KeTokoHas3oi, MomieH CYP3A4
UHXUOUTOP, BEPXY (hapMaKOKHHETHKATa Ha 60pTe30MHO (MHXXEKTHPaH HHTPABEHO3HO), TIOKa3Ba
cpenno nokauBane Ha AUC Ha 6opte3oMud ¢ 35% (Cloow [1,032 10 1,772]) ocHOBaBaIo ce Ha JaHHH
ot 12 manuentu. CieqoBaTenHo, MAlUEHTUTE TPSAOBa Aa ObAAT BHUMATEIHO HAOMIOAaBaHU, KOTATO UM
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ce npuara 6opre3omud B komOuHaius ¢ MomHu CYP3 A4-uHxuOutopu (HarmpuMep KETOKOHA30II,
PUTOHABHD).

ITpu mpoyuBaHe 3a JEKAPCTBEHH B3aUMOICHCTBUS, OIICHSIBAIIO e(eKTa HA OMEIPa30Jl, MOIIEH
CYP2C19-unxubutop, BbpXy papMakoKHHETHKATa HAa OOPTE30MHUO (MHKEKTUPAH HHTPABEHO3HO), HE
ce HaOMro1aBa 3HaYNM e(DeKT BHPXY (hapMaKOKMHETHKaTa Ha OOpTe30MHO, Bb3 OCHOBA HA TaHHUTE OT
17 manuenTw.

[IpoyuBane 3a JIeKapCTBEHN B3aUMOACHUCTBHS, OIECHSIBAIO eeKTa OT pUPAMITUIMH, MOIIEH HHIYKTOP
Ha CYP3A4, BbpXy BbpXy (hapMaKOKHHETHKATa Ha OOPTE30MHUO (MHKEKTHPAH HHTPABCHO3HO),
noka3Ba pexykius Ha AUC Ha Gopte3omu6 cpeano ¢ 45%, Bb3 OCHOBa HA JAHHUTE OT 6 MAIMCHTH.
3aroBa emHOBpeMEHHaTa yroTpeda Ha 6opTe3oMud che cuHu nHAYKTopr Ha CYP3A4 (Hamp.
pudammuimH, kKapdamazenuH, peHuTouH, GeHobapOUTal 1 KBJIT KAHTAPUOH) HE Ce MPernopbyBa, Thi
KaTo e(pUKACHOCTTa MOKE J1a ObJic HaMalleHa.

I[Ipu chIIOTO MpOyUYBaHE 32 JIGKAPCTBEHHU B3aUMOJECHCTBHSI, OLEHIBALIO0 eeKTa Ha JeKCaMeTa30H, M0-
cnab naayktop Ha CYP3A4, Bepxy dapMakoKHHETHKATa Ha OOPTE30MUO (MHKEKTHPaH
WHTPaBEHO3HO), HSIMa 3Ha4NM e(heKT BhpXy (hapMaKOKHHETHKaTa Ha O0pTe30MHO, Bb3 OCHOBA Ha
IaHHU OT 7 MalMEHTH.

Enno npoyuBaHe Ha JIeKapcTBEHUTE B3aMMOJICHCTBHS, OIICHSABAIIO eheKTa Ha MeJl(anaH-MpeaHN30H
BBPXY (papmMakoKuHeTHKaTa Ha 0OpTe30MHO (MHKEKTHPAH MHTPABEHO3HO), ITOKa3Ba yBEIMICHNE Ha
cpennata AUC Ha 6opte3omud cbe 17%, Bb3 OCHOBa Ha JaHHM OT 21 nanuenTa. To3u pe3ysiTaT He ce
CUnTa 3a KIIMHUYHO MMPUIOKHM.

Ilo Bpeme Ha KTUHUYHUTE MTPOYUBAHUS Ca CHOOIIEHN HEUYECTO U YECTO XUTTOTITHKEMHUSI U
XUTEPTIIUKEMUS MIPU TUA0CTHUIIH, TOTYUYaBally EPOPATHN XUIIOTIMKEMUYHH JIEKAPCTBEHU MTPOTYKTH.
[Ipu nmarueHTH, IpUEMAIH IEPOPATHU AaHTHUIUA0ETHH JICKAPCTBEHH MPOAYKTH U CHIIIEBPEMEHHO
nexkyBanu ¢ VELCADE Moxxe n1a ce HaJl0>XKM BHUMATEIIHO IPOCieisiBaHe Ha HUBATa Ha KPbBHATA
3axap W aJjanTupaHe Ha J03aTa Ha TEXHUTE aHTHANA0ETHU TPOTYKTH.

4.6 @epTHIAUTET, )PEMEHHOCT U KbpMeHe
KOHTDaHeHHI/IH IIPpU MBXEC U KCHU

Mpbxe U KEHU ¢ ACTCPOACH MOTCHIUAIT TpSI6Ba Ja U3I10J13BaT CCI)GKTI/IBHI/I MCPKH 3a KOHTpaluemnuus 1mo
BPEMC Ha JICUCHUCTO U B MPOABJIZKCHHUC Ha 3 Mecena CiICa JCYCHUCTO.

BpemenHoct
Jluncear KITMHUYHYU TaHHU 32 CITyYad Ha eKCIO3UIHsI Ha 60pTe30MHUO 0 BpeMe Ha OpeMEHHOCT.

TeparoreHHUAT MOTEHIMAT HA GOPTE30MHO HE € ISTIOCTHO MPOYUBAH.

B npeaxivHuvHA Ipoy4YBaHUs, OOPTE30MUO HE € UMall €PEKTH BEPXY eMOPHO-(ETaTHOTO Pa3BUTHE
Ha IUTbXOBE U 3al[u IpU HAl-BUCOKUTE 03U TOJepUpaHu oT Maiikata. He ca mpoBexaaHu
MPOYYBAHUS C JKUBOTHHU 3a MU3CJICIBAHE HA BIMSIHHETO HAa OOPTE30MUO BHPXY PaKIAHETO U
MOCTHATAIHOTO pa3BuTue (Bxk. Touka 5.3). VELCADE ne Tps0Ba Aa ce U3mon3Ba 1o BpemMe Ha
OpeMEeHHOCT, OCBEH KOTaTO KIMHHUYHOTO ChCTOSIHUE Ha )KeHaTta n3uckea jeueHne ¢ VELCADE.
Axo VELCADE ce u3nomn3Ba 1mo BpeMe Ha OpeMEHHOCT WJIH aKO MalMeHTKaTa 3a0peMeHee, J0KaTo
MoJTy9daBa TO3M JIEKAPCTBEH MPOYKT, TS TpsAOBa Aa ObAe HHPOpMUpaHa 3a Bh3MOKHUTE PUCKOBE 3a
wIo/a.

TaJH/I)IOMI/I}I € U3BCCTHO TEPATOTCHHO aKTUBHO BEUICCTBO IIPU XOpa, KOCTO NPUIUHABA TCKKU
JKUBOTO3aCTpallaBaiy BpojaeHu aedexru. Tamumpomua e mpoTHBOIIOKa3aH 10 BpeMe Ha OpeMEHHOCT U
TIPH XKEHHU C JIETEPOICH MMOTEHIUA, OCBEH aKO Ca U3IIbIIHEHH BCHYKU YCJIOBHS Ha IMporpaMara 3a
TIPEBEHITNS HAa OpeMeHHOCTTa Ha TanuaoMu. [larmenTn, nekyBanu ¢ VELCADE B xomOuHaIms ¢
TaNUAOMHUI, TPsIOBA JIa cIeBaT IporpaMarta 3a MpeBeHIMs Ha OPEMEHHOCTTA TIPH JICYCHHE C
TaTUIOMHUI. 3a TOMBIHUTETHA nH(OopMaIus BIkTe KpaTka XapakTeprcTHKa Ha MPOIyKTa Ha
TaNUIOMHUI.
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Kwpmene
He e u3BecTHO nanu 6opre3omMubd ce ekckperupa B kbpMata. [lopaau Bb3MOXKHOCTTA 32 CEPHO3HU

HE)KEJNaHU Peaklyy MPH KbPMavyeTo, KbpMEHETO TPsIOBa Ja ce MpeycTaHOBH 10 BpeMe Ha JICYEHUETO C
VELCADE.

deprunurer
He ca mpoBexnanu npoy4sanus Ha Gpeprunuteta ¢ VELCADE (Bxk. Touka 5.3).

4.7 EdexTtn BbpXy cnoco0HoOCTTa 32 mo¢upaHe u padoTa ¢ MAIINHH

VELCADE mMoxe na nMa yMepeHO BIHSHIE BBPXY COCOOHOCTTA 3a modupane u padboTa ¢ MallnHu.
VELCADE moe 1a 0b/ie CBbp3aH MHOTO Y€CTO C YMOPA, Y€CTO ChC 3aMaiiBaHe, HEUECTO ChC CUHKOI
Y 9€CTO C OPTOCTATHYHA/TIOCTYpaJIHA XUTIOTOHHMSI WM 3aMBIJICHO 3peHHe. 3aTOBa MAllMEHTUTE TPsiOBa
Ja ObAaT BHUMATEITHH, KOTaTo Mo(upaT WK H3MO0I3BAaT MAITMHA U TPAOBa 1a ObJaT MOCHBETBAHU J1a
He 11o(GUpaT WK M3MOA3BAT MAIIMHH, aKO MMOJIyYaT Te3H CUMITOMH (BXK. Touka 4.8).

4.8 Hexenanu JeKkapcTBeHH peaKIHU

O606uienre Ha npoduita Ha Ge30MacHOCT

Heuecro choOriaBanu cepro3H HeXeNlaHu peakiuu 1o BpeMe Ha jiedenue ¢ VELCADE BkitouBat
ChpJIeYHa HEIOCTATHYHOCT, CHHIIPOM Ha TyMOPEH pasnall, 0e1oapoOHa XUIIepTOHMSI, CHHAPOM Ha
nocrepropHa ooOparumMa eHiedanomnarus, octpa audy3Ha uHGuITpaTUBHA OenoApoOHa 00JIECT U
PAAKO aBTOHOMHA HEBPOIIATHA.

Haii-gecto cho0IIaBannTe HEXeNaH! JiekapcTBeHU peaknuu nipu jteuerne ¢ VELCADE ca ranene,
Juapus, 3aTeK, MOBphIIaHe, yMopa, MHPEKCHs, TPOMOOIIUTOTICHHUS, aHEMUsI, HEYTPOTIeHUs, ieprudepHa
HeBpomnaTHs (BKIIIOYUTEIHO CETHUBHA), II1aBO00JINE, TApeCTe3ns, HAMAJICH alleTUT, AUCITHEs, O0pUB,
XepIiec 30CTep U MUAITHSL.

O00011IeHNE HA HEXKEIAHUTE PEAKIIMH B TA0IUYEH BUI

My nTunneH MuUenowm

Hexenanute peakunu B Tabnuua 7 criopen NpelieHKaTa Ha U3CIe10BaTeIUTe HMAT Hai-Majko
BB3MO>KHA WJIM BEPOsITHA MPUUNHHO-CieacTBEHA Bpb3ka ¢ VELCADE. Te3n HexxenaHu peakiuu ce
OCHOBAaBaT Ha MHTETPUpaH HA0Op OT JAaHHU OT 5 476 marueHTH, ot kouto3 996 marueHTH ca JIeKyBaHU
¢ VELCADE or 1,3 mg/m? u ca Bkmodenu B Tabnuma 7.

Karto smo VELCADE e npunosken npu 3 974 nauueHnTy 3a JeuyeHne Ha MyJITHIUIEH MUEJIOM.

Hexenanute peakiiuu ca u3pe/ieHH M0-/I0Jy M0 CUCTEMO-OpPraHHU KJIacoBe U 1Mo yectoTra. YecToTure
ce omnpeaesrT karo: MHOro uectd (> 1/10); yectu (> 1/100 mo < 1/10); veuectu (> 1/1 000 10

< 1/100); penku (> 1/10 000 no < 1/1 000); muoro peaku (< 1/10 000), ¢ Hen3BecTHA YecTOTA (OT
HAJIMYHUTE JaHHU HE MOXKe J1a ObJie HarpaBeHa orieHka). [Ipu Besiko rpynupaHe 1mo 4ecrora,
HE)KEJIaHUTE JIEKapCTBEHH PEAKLIMH Ca MPEJICTABEHU B HU3XOAAI PeJl 10 OTHOIIEHHE Ha TSIXHATa
cepuosHoct. Tabnuua 7 e ch3ganaena, upes usnon3sanero Ha Bepcus 14.1 na MedDRA.
[MocTMapkeTHHIOBUTE HEXKENAHU PEAKIINU, KOUTO HE ca HAOI0/IaBaH! NPU KIMHUYHY POYYBaHUS,
CBIIO Ca BKIIOYEHH.
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Tabnmile xenaHun peasckLulucu MypMT UNNALENHE HVIKINE BT MU B C
KNOTWHWYHMU M3nNmMTBaHWA " BCUWYKMN
0T naoweiao
Cucremo-
OpraHHu
KJacoBe YecToTa Heskenann peakumu
Nndexnum u Yectn Xepriec 30cTep (BKI. AUCEMHUHUPAH U OYCH), THEBMOHUS ¥,
nHpecTanuu xeprec CUMIUIeKCc®, rbOnyHa HHQpeKuus™*

Heuectn WNndexkuus™, 6axrepranan nHpeKknun™®, BUpyCHU HHDEKIHH™,
cercuc (BKJI. CENTHYEH II0K)*, OpOHXOITHEBMOHMS, XEpIIeCHA
uH}pEKIUA*, XeprieTHueH MeHUHTroeHedanuT *, Gakrepuemust
(BKJI. cTaMITOKOKOBA), XOPACOIYM, TPHIIL, TETyIINT, HH(EKIIHS,
CBBp3aHa C U3ene, KoKHa WHpEKIusa*, yirHa na}pexaus ™,
craduokokoBa HHGEKLHs, 350Ha HHDEKIUSI*

Penxu MenuHruT (BKJI. OakTepuaseH), nHQeKus ¢ Bupyca Ha Epstein-
Barr, reauranen xepriec, TOH3WINT, MACTOUTUT, CHHAPOM Ha
MIOCTBHPYCHA yMOpa

Heommazmu — Penxnu 3110Ka4eCTBEHU HEOIUIA3MH, TIa3MOIIUTHA JICBKEMHUS, ObOPEUHO-
TO0OpOKaYeCTBEHH KJIEThUEH KapIUHOM, OYUKH, ((yHTOMIHA MUKO3a,

, 37I0KaYeCTBEHH U I00pOKaueCcTBEHU HEOITa3Mu™®

HeolpeeNIeHN

(BKJI. KHCTH U

TTOJTHITH )

Hapymenus na MHoro yectn | TpomOonuTOoneHUA*, HEyTpOoneHUA ™, aHeMmusT*

KpBBTa U UYectu Jlepkonenus®, numboneHus™

nuMdHaTa Heuectu [Nanuuronenus™®, hebpuiiHa HEYTPOIICHUS, KOAryIonaTus™®,
cucTema JeBKOIMTO3a*, MMM aeHONaTHs, XEMOJIUTUIHA aHEMUS”

Penxu JucemuHrpana WHTpaBaszajiHa Koaryianus, TpoMOomnmro3a*,
XHUIEPBUCKO3UTETEH CUHJIPOM, HAPYIICHHUS HA TPOMOOIUTUTE
NOS, TpomOoTHYHA MUKpOaHTHOTIATUS (BKJI.
TPOMOOIUTONIEHNYHA TTypitypa) *, Hapyienus Ha kpbBTa NOS,
XeMOparuyHa auaTesa, JJUMQOIUTHA HHOUITPAIHSI

Hapymenus Ha | Hewectn Anruoenema”, cBpbXuyBCTBHTENHOCT

MMYyHHAaTa Penku AHadunakTHuYeH MoK, aMuiion03a, Ti [ mmyHoKoMIIIeKe
cucremMa MeJMHpaHa PeaKIus

Hapymenuns na Heuectn Cunnpom Ha Cushing*, xunepTupounzbm*, HealeKBaTHA
€H/IOKpUHHATA CeKpenrs Ha aHTUIUYPETHICH XOPMOH

cHucTema Penku XUMOTUPOUIUZBM

Hapyuenns Ha
MeTabom3Ma u
XPaHEHETO

Mpmuoro yectu

IloumxaBane Ha aneTuTa

Yectu

Jexunpararivisi, XUIOKaTUEMHUs ™, XUTIOHATPUEMHUS ¥,
OTKJIOHCHHS B KPhBHATA 3axap™, XUMOKaIueMus™, a0HOPMHH
SH3UMH *

Heuectu CuHIpOM Ha TYMOpPEH pasnaj, 3a0aBeH pacTex™,
XHUIOMAarHe3ueMus *, xunopochareMus*, XunepKameMus ™,
XHNEPKATIEMUs ¥, XUIepHATPHEMUST*, OTKIIOHEHHS B TMKOYHATA
KucenuHa*, 3axapeH quader™®, 3aappikaHe Ha TEYHOCTH

Penaxu XunepMardesueMus*, anuao3a, eJIeKTPOJUTeH qucoananc™®,

MPETOBapBaHE C TEUHOCTH, XUIIOXJIOPEMHUA ™, XMUITOBOJIEMUS,
xunepxyuopemus™®, xunepdocharemus®, meTadoIUTHO
HapylleHHe, BATAMHH B KoMIutekceH negunuT, aeguimr Ha
BuTamMuH B 12, mojarpa, MoBHIIEH anieTUT, HEIIOHOCHMOCT KbM
JIKOX0JIa
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Icuxnunu
HapyIICHUS

Yectu Hapymienns u pa3ctpoiicTBa Ha HACTPOCHUETO ™, TPEBOXKHO
pa3CTpOMCTBO*, HAPYITICHHS B pa3CTPOMCTBA HA CHHS™

Heuectn [TcuxugHO pa3cTPOUCTBO*, XAMIOIIMHAIINN*, ICHXOTHIHO
pascTpoicTBO*, 00BpKBaHe™, 0€3MOKONCTBO

Penxu CyunuaHa uneanus™, alanTHBHU Pa3CTPONUCTBA, ACTHPUYM,

HaMaJIEHO JIMON IO

Hapywmenus Ha

HEpBHATa CUCTEMaA

Mpmuoro yectu

HeBponarun*, nepudepHa ceH30pHa HEBPOMATHsI, AUCECTEINUA™,
HeBpairus*

Yectu

MortopHna HeBponaTus™, 3ary0a Ha ch3HaHHUE (BKJI. CHHKOI),
3aMasHOCT*, muCcrey3us™, IeTaprus, ri1aBodoaue™

Heuectn

Tpemop, nepudepHa CCH30MOTOPHA HEBPOIIATHS, TUCKUHE3USI*,
HapylIeHHe Ha [epedpaHaTta KOOpAUHALMS U pAaBHOBECHETO™,
3ary0a Ha mamerTa (6e3 memeHmms)*, ennedanonarus®,
CHHJIPOM Ha IOCTEPHOpHa oOpaTumMa entedanonarus’,
HEBPOTOKCHUYHOCT, HpI/IHaI[’b]_[I/I*, IMOCT XCPIICTUYHA HEBPAJITUi,
HapylleHHe B roBopa*, CHHIPOM Ha HECIIOKOWHUTE KpaKa,
MUTPCHA, HIIHAC, HApYIICHUE Ha BHUIMAaHUETO, AOHOPMHHU
pediaekcu®, mapocMus

Penxu

LepeOpanna xemoparus™, HHTpakpaHHaIHa XeMoparust (BKIL.
cybapaxHonanHa)*, MO3b4YEeH OTOK, IPEX0HA HCXeMUYHA
aTaka, KoMa, TucOaiaHC Ha BereTaTHBHATA HEPBHA CHCTEMA,
HEBPONATHS Ha BereTaTUBHATA HEPBHA CHCTEMa, TIapain3a Ha
YyepermHo-Mo3bueH HepB™*, mapanu3a*, mapesa*, mpecuHkor,
CHUHIPOM Ha MO3bYHHS CTBOJI, MO3BYHOCHA0BO HapyLICHHUE,
JIe3Us Ha HEPBHO KOPEHYE, IICHXOMOTOPHA XUTIEPAaKTHBHOCT,
KOMIIpecHs Ha IpbOHauYHUs MO3bK, KOTHUTHBHH Pa3CTPOHCTBA
NOS, auratensa nucyHKIHUS, pa3cTpOicTBa HA HEPBHATA
cuctema NOS, paluKyJIuT, TUTaBEHE, XUTTOTOHUS, CHHAPOM Ha
Guillain-Barré*, nemuennusupania nojMHeBponaTys’

Hapyuienus Ha
OunTE

Yectu

[lonyBaHe Ha ounTe™, 3pUTETHU HAPYIICHUA ™, KOHFOHKTUBUT™*

Heuectu

Ouna xemoparus*, uHpEKIHA Ha Kienaya*, Xalanuon”,
onedaput’, 04HO BB3MANEHHE™, TUILIONHMS, CYX0 OKO™, OUHO
JpasHeHe™, 00JKa B OYKMTE, MOBUIIICHO ChJI3CHE, OYHA CEKPEIUs

Penxu

Kopneanna ne3us™, ek3odTanm, peTHHUT, CKOTOMa, OYHU
HapyuieHus (BKJI. kienaunute) NOS, npuaooutu
nakpuoaneHuty, hporopobus, GoToncus, onTuIHa HEBpoNaTUs”,
pa3nuYHa CTENEH Ha 3pUTETIHO YBpexaaHe (10 cienora)™

Hapyuienus Ha
yXOTO U
TMabupUHTA

Yectu

Bepturo*

Heuectu

Jucakysuc (BKJI. THHUTYC)*, yBpeXIaHe Ha CiiyXa (110 U BKJI.
LIIyX0Ta), AUCKOMGOPT B ymmTe™*

Penxu

VYiHa xemoparus, BecTuOyJiapeH HEBPOHUT, HapyIICHHs Ha
yxoto NOS

Coepaeunu
HapyIICHHS

Heuectn

Chpleuna TamroHnana’, kapuo-myJIMOHAJIEH apecT™, ChbpIeUHH
¢ubpunaunu (BKI. MPEeACHPIHH), ChpJieuHa HEAOCTaTBYHOCT
(BKJI. JIeBOKaMepHa M JIECHOKaMepHa)*, apuTMus*,
TaXUKapIus ™, MaNMUTalud, aHTUHA TIEKTOPUC, IEPUKAPIUT
(BKJI. IEpHIKap/ICH W3IIUB)*, KapIMOMHUOTIATHA ™, KaMepHa
mucyHKIusa*, Opanukapaus

Penxu

[pencwpmHo TpenTeHe, MUOKapJieH HHPAPKT*,
aTPUOBEHTPHUKYJIapeH OJIOK™, KapANOBACKYJIAPHN HAPYILICHHS
(BKI1. KapauoreHeH mok), Torsade de pointes, HecTabunHa
CTEHOKAp/IWsl, HAPYIICHUS Ha ChPACYHHUTE KIIamn™,
HEJ0CTaThbYHOCT Ha KOPOHApHATa apTepUs, CHHYCOB apecT
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(0491 (6):)
HapyIICHHS

Yectu

XI/IHOTOHI/IH*, OpTOCTAaTUYHA XUIIOTOHHA, XI/IHCpTOHI/ISI*

Heuectn

MO3BbYHOCHI0B HHIMIECHT", IBI00KA BEHO3HA TPOMbO3a™*,
xeMoparuu*®, TpoM00¢eOuT (BKJI. TOBBPXHOCTEH),
LUPKYJIATOPEH KoJarc (BKJI. XUIIOBOJIEMUYEH IIOK), QyeOuT,
3adepBsaBaHe™®, XeMaToM (BKIJI. IepupeHajeH)™, cmaba
niepudepHa MUPKYIAIUA ™, BACKYJINUT, XHIIepeMuUs (BKJI. 0UHa)*

Penku

[epudepen embonuzsm, TuMbpeneM, OIeJHOCT,
epUTpOMENaTusl, Ba3oAWNAaTalNs, TPOMSIHA B IIBETA HA BEHHTE,
BEHO3HA HEJJOCTATHYHOCT

Pecniupartophu,
TPBIHM U
MeINacTUHATHA
HapyIIeHHS

Yectu

HucnHes™®, enmcrakcuc, HHOEKITNAS Ha TOPHUTE/ TOJTHUTE
JUXaTeIHA MbTUINA*, Karuma*

Heuectn

benoapoben emO0MM3bM, IIIEBPAICH H3JIUB, OSIOIPOOCH OTOK
(BKII. OCcTBP), OpOHXOCIIa3bM, OCIOAPOOHA aBeoIapHa
xeMoparus”, GpoHX0CNa3bM, XpOHUYHA OOCTPYKTHBHA
OenoipoOHa OoJiecT™, XUIOKCeMHUs ™, KOHT€CTHS Ha TUXATCITHUS
TPaKT*, XUTIOKCHSI, TUIEBPUT*, OenoapodHa pubpo3a, XbIIaHe,
pHuHOpesi, TUCHOHHMS, XPHUIIOBE

Penxu

JuxarenHa HEJOCTATHUYHOCT, OCTBP PECIIHPATOPEH JUCTPEC
CHUHJIPOM, alTHes, THEBMOTOPAKC, aTeJIeKTa3 , OeroapooHa
XHIEPTOHHMS, XEMOIITH32a, XHIICPBESHTUIIAINS, OPTOIIHES,
ITHEBMOHHT, PECTIPATOPHA aJIKai03a, TaXUIHes, 0enoapooHa
¢ubpoza, OpoHXUATTHO HApYLICHUE™ , XUTTOKATHUS ¥,
WHTEepCcTUIMaiHa OenoapoOHa Oonect, OemoapodHa
WHOUITPAIHS, CTATaHE B TBPJIOTO, CYX0Ta B I'bPJIOTO, MOBHUILICHA
CCKpCUMA Ha TOPHUTEC AUXATCIIHU MIbTUIIA, APA3HCHE B I'bPJIOTO,
KallJTMYeH CHHIPOM Ha TOPHUTE AUXATEIHU ITTHIIA

CroMarnrHo-
YpPEBHHU
HapyILIEHUS

MsHoro uectu

CuMITOMH Ha TaJicHe U MOBpBIaHe™®, quapus’™, 3amek

Yectu

lactponHTecTHHATHA XeMoparus (BKJI. JIUraBuYHa)*,
JCTICTICHS, CTOMaTUT™, TToJJyBaHe Ha KOpeMa, opodaprHreanHa
0oika*, kopeMHa 0oJika (BKJI. CTOMAIITHO-YpEBHA U 0OJIKa B
cie3kaTa)*, HapyIllIeHUs Ha YCTHAaTa KyxuHa*, diaTyseHius

Heuectu

[NankpeaTut (BKJI. XpOHHYEH)*, XeMaTeMe3a, OAyBaHe Ha
YCTHHTE®, CTOMAIIHO-UYpEeBHA 00CTPYKIUs (BKJI. OOCTPYKIIUS Ha
TBHHKHUTE YepBa, WIeyc)™, KopeMeH AUCKOM(OPT, yJlepauy Ha
ycrata*, eHTepuT™®, racTpuT*, KbpBEHE OT BEHIIUTE,
ractpoeszodareanna pedurykcHa 0oyiecT*, KOJUT (BKIL
Clostridium difficil®*, ncxemuuen xomur”,
racTPOMHTECTUHAIIHO Bb3NalieHne™®, nucdarus, CHHIPOM Ha
JIPa3HUMOTO YepBO, TACTPOMHTECTUHAIHN HapymeHus: NOS,
00JIOKEH €3WK, HapyIICHUs Ha TaCTPONHTECTUHAIHUS
MOTWJIMTET®, HAPYILICHNSI HA CIIFOHYEHUTE KJIe3u™

Penxu

OcCTBp MaHKPEATHT, IEPUTOHUT*, OTOK HA €3uKa*, aciur,
e30(arut, XeUInT, He3aIbpKaHe Ha (heKaInu, aTOHUS Ha
aHAJTHUS CPUHKTED, eKaromMa, TaCTPOUHTECTHHAIHA YIIepaIus
U niepdopanus*, THHruBaTHa XHIIEPTPOQHsI, METAKOJIOH,
pEeKTaHa ceKpelus, opodapuHreannu Mmexypu*, 6oska B
YCTHHTE, IEPUOJOHTHUT, aHAITHA (UCYpa, TPOMSHA Ha PeKUMa Ha
M3XO0XKJIaHe, MPOKTAITHs, a0HOPMEH deliec

XenaToOmImapau
HapyUIeHUS

Yectu

OTKIJIOHEHUSI B CTOWHOCTHTE Ha YEPHOIPOOHUTE SH3NMU™*

Heuectn

XenaToTOKCUYHOCT (BKJI. YEPHOJIPOOHO HApYIIICHHE), XeaTHT™,
XoJecTasza

Penxu

YepHoapoOHA HEAOCTATHYHOCT, XEMATOMET M, CHHIPOM Ha
Budd-Chiari, muTomMerajJoBUpyCeH XeMaTHT, YePHOIPOOHA
XEeMOparus, XoJIeIuTHa3a
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Hapymenns na
KOXKaTa U
MIOJIKOXHATa
TBKaH

Yectu

O6pus*, cppbex*, epuremMa, cyxa Koxa

Heuectn

Eputema myntudopme, yprukapus, ocrpa dhedpuiiHa
HeyTpo(HITHA TlepMaTo3a, TOKCHYEH KOKEeH 00pHB, TOKCUYIHA
enmuepMaitia Hekponusa®, cunapom Ha Stevens-Johnson?,
JepMaTUT*, HAPYIICHHS Ha KocaTta®, IeTeXun, EKXHUMO3H, KOXKHU
JIE3WH, Iy PITypa, KOKHU OyUKH™, IICOprasnuc, XUMEpXUaposa,
HOILHY U3MOTABAHMs, IeKyOuTanHa s38a”, akae*, mexypu*,
HapylIICHHs HA TMTMEHTaNuUsATa*

Penxu

KoxxHa peakrus, muMmdonureH nHGUATPAT HA Jessner, CHHAPOM
Ha HaJMapHO-IIaHTapHA EPUTPOIN3ECTE3Ns, IOAKOKHI
XeMOparuu, JTUBEI0 PETUKYJIAPHC, BTBBPSBAHE HA KOXKaTa,
Mamyiu, poTOYyBCTBUTEIHA Peakus, cebopes, CTyAeHa MoT,
kokHU HapyuieHust NOS, eputpo3a, KOXKHU SI3BH, HAPYIICHUS HA
HOKTHUTE

Hapywienus Ha

Mpmuoro yectu

MyckynHo-cKkeneTHa 6omka*

MYCKYJTHO- Uectn MyckynHE criazmMu™, 00JIKa B KpalHHUITUTE, MyCKYJTHA C1a00CT
CKeJeTHaTa HeuecTn MycKyJIHH IOTPETIBaHUs, HOAYBaHE Ha CTABUTE, apTPUT™,
cucremMa u CKOBAaHOCT Ha CTABUTE, MUOIIATUU *, YCEIIaHE 33 TeHKECT
ChCAMHUTENHATA |Penku PabpomMuonu3sa, CHHIPOM Ha TEMIIOpOMaHIMOYIapHaTa CTaBa,
ThKaH (ucTyna, cTaBeH H3IIMB, OOIIKA B YEIOCTTa, KOCTHH HApYIICHUS,
WHQEKINH U Bh3MAIICHHS HA MyCKYJIHO-CKEJIeTHATa CUCTEMa 1
ChEJMHUTENTHATA ThKaH*, CHHOBHAIHA KUCTA
Hapymenns na | Yectn brOpeuno yBpexxmane™
O0pOpenuTe u Heuectn OcTtpa 6B0peyHa HEAOCTATHYHOCT, XPOHINYHA OBOpeUHa
MMHUKOYHUTE HEJ0CTAaThYHOCT*, MH(PEKIMI Ha TUKOUYHUTE IMbTUILA*,
BTUIIA MPU3HAIM U CHMIITOMH, CBBP3aHH C TUKOYHUTE MBTUIIA™,
XeMaTypus™, peTeHUUs Ha yPUHA, MUKLIMOHHH HapyIIeHus *,
MPOTEUHYPHsI, A30TEMHSI, OJUTYPHS™, TOJTAKIYPHUs
Penku [pa3HeHe Ha MUKOYHHS MEXYP
Hapymenus Ha | Heuectn Barunanna xemoparus, reHuTanHa 0onaka*, epeKTHIHA
BB3IPOU3BOJUTEN JcyHKIMS
HaTta cuctemMa u | Peaxu Hapymienne Ha Tectucute®, mpoCTaTUT, HAPYIICHUS HA THPIUTE
rbpraTa MIpH )KEHU, YyBCTBUTEIHOCT HA EMUIUIUMa, CTAIUTUMHT, OOJIKa
B Tas3a, 513BU 110 ByJIBaTa
Bponenu, Penxu Arutasusi, raCTpOMHTECTHHATHI MaIOpMalii, HXTHO3a
(dbamMuHu U
TeHETUYHH
HapyLIeHUs
Oo6mm Mmuoro uectu | [Tupekcus™, ymopa, acTeHust
HapyIIeHUs U UYectu Enewm (Bki. mepudepen), BTpucane, 60ika*, HepasnojoxeHue™®
edexTn Ha Heuectn OO0 BrIOMAaBaHe HA (PU3UMYECKOTO 3/IpaBe™®, OTOK Ha JUIETO™,
MSICTOTO Ha peaxius Ha MSCTOTO Ha NPHIIOKEHHE™®, HapyLIeHUs Ha
MPUIOKEHHUE nmUraBuiata®, rppaHa 00Jka, HapyIICHHs Ha MIOXO/IKATa,
yCelIaHe 3a CTy[, eKCTpaBa3alua™, ycIoKHEHUs, CBbP3aHH C
KareThpa*, MPOMEHINBA KaX/a, JUCKOMQOPT B 0bJacTTa Ha
TPBJIHUS KOIII, YCelllaHe 3a MPOMsHA Ha TeMIlepaTrypaTa Ha
TSJI0TO®, 00JIKAa HA MSICTOTO Ha MHKEKTHpaHe™
Penxu CMBpPT (BKJI. BHE3aIIHA), MyJATHOPraHHa HEAOCTATHYHOCT,

XeMOparus Ha MACTOTO Ha WHXKEKTHpaHe™, XepHUs (BKII.
xuaryc)*, 3ab0aBeHo 3apacTBaHe Ha paHU*, Bh3NalieHue, QeduT
Ha MSICTOTO Ha MHXKEKTUpaHe™*, YyBCTBUTEIHOCT, S3Ba,
pa3lpa3HUTEIHOCT, HEKApANOJIOTHYHa OOJIKa B 00IacTTa Ha
IPBAHMS KOIII, O0JIKa B 00acTTa Ha KaTeTepa, ycelane 3a
Y10 TSIIO
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W3cnenBanus Yectu HamangBane Ha Terio

Heuectn XunepOunupyOuHeMus*, OTKJIOHEHHUS B aHajIM3a Ha OenTbKa*.
MTOKaYyBaHEe Ha TETJI0, a0HOPMHHU KPBBHU HU3CICABAHUI ™,
MOBUINIABaHE HUBOTO HAa C-peaKTHBHHUS MTPOTEHH

Penxu AOHOPMHM KpPBBHH Ta30Be™, OTKIIOHCHUS B
eJIeKTpoKaparorpamaTa (BKI. yabibkaBane Ha QT-maTepBana)*,
abHOpMHO MexayHapoIHO HOPMAaTH3UPAHO CHOTHOIIEHHE™,
MoHmWKaBaHe Ha pH Ha cTomaxa, IOBHUIIICHA arperanus Ha
TPOMOOIIMTHTE, TIOBHIIIaBaHEe HUBOTO Ha Troponin I, BupycHa
UJCHTHU(QUKALUS U CEPONIOTHA™, OTKIIOHEHHS B aHAIM3a Ha

ypuHara*
HapansiBanus, Heuectn [TamaHe, KOHTY3US
OTpaBSIHUS U Penxu Peakums cien Tpancdysus, GpakTypu*, CKOBaHOCT™, TUIIEBO
YCIIOXHEHUS, yBpeXIaHe, CTABHO YBpEkKAaHe™, M3rapsHus, pasKbcBaHe, 00JIKa
Bb3HUKHAJIU B MIPYU UHTEPBEHIMITA, paIHAIMOHHO yBpeXKaaHe™
pe3ynrar Ha
HWHTCPBCHIIMHU
Xupyprudecku u | Penku AKTUBHpaHe Ha Makpogarure
MEIUIIHHCKH
WHTEPBEHITUN

NOS = He e mocoueHo APyro
I'pynupane mo nosede oT eauH npeanovntad TepmuH mo MedDRA
TlocT™MapkeTHHrOBa HeXKeTaHa peaknusl, He3aBHCHUMO OT ITIOKa3aHHETO

Ma T e N/HeOTKb /m ev Hp MICL)

[Mpodunst Ha 6e30nacHoctT Ha VELCADE nipu 240 manuent ¢ MCL, nexysanu ¢ VELCADE c¢ no3a
1,3 mg/m? B koMOuHaLKs ¢ pUTyKcuMad, nukaopocdamus, gokcopyounun u npeannson (VCR-CAP)
B CpaBHEHUE C 242 MalMeHTH, JeKyBaHH C pUTYKCHMa0, muKIopochaMu, JOKCOpyOHIIHH,
BUHKpHCTHH ¥ nipeiHi30H [R-CHOP] e cpaBHUTENHO 1M0J00€H ¢ TO3H, HAOI01aBaH MPH MALUESHTH C
MYJTHIUIEH MHEJIOM C OCHOBHU Pa3NIMK{, ONKCaHU 10-10y. Jpyru HaOIro1aBaHu HeXKeJIaHH
JIEKapCTBEHU PeaKIlni, CBbP3aHU C U3IMOJ3BaHeTo Ha komOnHnpanara tepanus (VCR-CAP) ca
nHpeknus ¢ xenatut B (< 1%) u ncxemus Ha muokapaa (1,3%). CxongHara yecTtora Ha T€3H ChOUTHUS
B JIBETE TEpalleBTHYHH PaMeHa, TIOKa3BaT, Ye TE3U HeKEIaH! JICKApCTBCHU PeakIiy, He MOTarT Jia ce
neiokat camo Ha VELCADE. 3nauntenante paznuans npu MCL manpeHTckaTa rmomynamnus B
CpaBHEHME C NMALMEHTHTE B IPOYYBAHUS 3a MYJITUILICH MUEJIOM ca B > 5% 1o-BHCOKaTa 4ecToTa Ha
XEMAaTOJIOTHYHH HEXKEJIaHH JIGKAPCTBEHH PEaKIUu (HEYTPOTICHUsI, TPOMOOIUTOIICHU S, ICBKOTICHHS,
aHemusi, TUMQonieHus ), neprudepHa CeH30pHA HEBPOATHUS, XUIIEPTOHHS, ITMPEKCHUSI, THEBMOHHUSI,
CTOMATUT U IPOMSIHA B KOcara.

Hexxenanure nekapcTBeHu peakiuu B npoyusane LYM-3002, onpenenenn KaTo TaKMBa C 4e€CTOTa

> 1%, nmogoOHa uiK Mmo-BUcoka dectoTa pu pamoto VCR-CAP 1 ¢ moHe B3MOXKHA WIIM BEpOSTHA
NPUYMHHO-CIIEICTBEHA BpBh3Ka ¢ KoMHoHeHTuTe Ha paMoto VCR-CAP, ca n30poenu B Tabnuua 8, no-
noiay. ChlIo Taka ca BKIIOUEHH HEKENaHUTE JIEKAPCTBEHH PEAKLUK, YCTAHOBEHU P rpylara Ha
VCcR-CAP, kouTo criope npeleHKkaTa Ha H3caeI0BaTe/IMTe UMaT Hai-MaJIKo Bh3MOYKHA HIIM BEPOSATHA
MIPUYIUHHO-CIIeIcTBeHA Bph3ka ¢ VELCADE BB3 0CHOBa Ha MCTOPUYECKH JAHHH OT IIPOYIBAHIS 32
MYJITHIUIEH MHUEJIOM.

HesxenanuTe peakiinu ca H3peieHH MO-A0ITy 10 CUCTEMO-OPTaHHH KJIacOBe U 110 yectoTa. YecTtoTure
ce ompenensT kato: MHOro yectH (> 1/10); wectu (> 1/100 no < 1/10); veuectu (> 1/1 000 mo

< 1/100); penku (> 1/10 000 no < 1/1 000); muoro peaxu (< 1/10 000), c Hen3BecTHA YecTOTa (OT
HAJIMYHUTE JaHHU HE MOXKe J1a O'bJie HarpaBeHa olleHka). [Ipu Bcsiko rpymupaHe 1o 4ecTora,
HE)KEJIaHUTE JIEKaPCTBEHH PEAKLMH ca MPEACTaBEHU B HU3XOIAII PeJl 10 OTHOILICHHUE Ha TSXHATa
cepuosHoct. Tabnuua 8 e ch3ganeHa, upes usnona3BaHero Ha Bepcus 16 Ha MedDRA.
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Ta6n® la xenaHwu

VCRCAPB K n

pPeack L UCIMaMT Ie/T e /W & D M ,

MHWMWYHO

M3NNMNTBAaAHE®eEe

nexKysBaHMWM

CHCTEeMO-OPTraHHHU KJIACOBE

YecToTa

He:xenanm peakuuu

WNudexnun u uadecranuu

Mpmuoro yectu

[TueBMoHus*

Yectn

Cerncuc (BKIJI. CeNITHUEH LIOK)*, XepIec 30CTep
(BKJI. TMCEMHHHpPAH U OYCH), XepIIeCHa
nHpekus*, 6akTepruarHa HHPEKIus™,
WH(EKIYS Ha TOPHUTE/ TOTHUTE JUXATSITHU
ITBTHUINA, THONYHA HHOEKIH*, XepIiec
CHUMILTEKC™

Heuectu

Xenatut B, undekuus*, 6poHXOMHEBMOHUS

Hapymenwust Ha KpbBTa U
muMpHATa cucTeMa

Mpmuoro yectu

TpomboruTonenus*, Gpedpriina
HEYTPOIIEHUS, HEYTPOTICHUS ¥, JIEBKOTICHUS ™,
aHeMusT*, TAMQOTICHHST*

Heuectu [ManmuroneHus ™
Hapymenns Ha uMyHHaTa Uectu CBpBX4yBCTBUTEITHOCT*
cucreMa Heuectn AHapuIakTHYHA PeaKLus

Hapymenns Ha metabonmn3ma
U XpaHEHETO

MHoro Jectn

IToHmxaBaHe Ha arleTUTA

Yectn

XunokanueMus*, OTKIIOHEHHsI B KPbBHATA
3axap*®, XUIOHATpHEeMUs*, 3axapeH nuadeT™,
3a/IbpKaHe Ha TEYHOCTH

Heuectn

CuHJIpOM Ha TYMOpPEH pasnaj

Ilcuxu4HM HapylIEeHUs

Yectn

Hapyrienus u pa3cTpoicTBa Ha ChHS™

Hapyuienus Ha HepBHaTa
cucTemMa

MpHuoro yectu

[epudepna ceH30pHA HEBPOTIATHS,
JUcecTe3ws ™, HeBpayrus™®

Yectn Hespomnatun*, MmoTopHa HeBpomaTus™, 3aryda
Ha ch3HaHME (BKJI. CHHKOII), eHIedanonaTus*,
nepudepHa CEH30MOTOPHA HEBPOTIATHS,
3aMasHOCT™*, qUcrey3us™, HeBpoIaTHs Ha
BereTaTHBHATA HEPBHA CUCTEMaA
Heuectu JucOanaHc Ha BereTaTBHATA HEPBHA
cucremMa
Hapymenus Ha ounte Yectn 3puTenHU HapyuIeHus ™
Hapymenus Ha yxoto u Yecrtu Jucaky3uc (BKJI. THHUTYC)*
nabuprHTa Heuectu Beprturo*, yBpexmane Ha cinyxa (CHIHO
HaMaJsiBaHe, BKJI. [IIyXO0Ta)
Cepreynn HapyIIeHUs Yectn Copaeunu pubpunanuu (BKII. PEICHPAHN),
apuUTMHST, ChbpAeYHa HETOCTATHYHOCT (BKIL.
JIeBOKaMepHa U JIeCHOKaMepHa)™*, MuoKkapHa
MCXEMHUsI, BEHTPHUKYJIapHA AUCHYHKLUST*
Heuectn KapnuoBackynapHu HapymeHus (BKIIL
KapAMOT€HEH IIIOK)
CbI0BH HapyIICHUS Yectu XUnepToHuS ™, XUTIOTOHUS*, OPTOCTaTUIHA
XHUIIOTOHHUS
PecnimpaTtopHu, rpbIHT 1 UYectu Hucnnes*, kanunna®, XxpianaHe
MeIMacTUHAIHY HapymeHuss | Hewectn OcTbp pecrupaTopeH IUCTPEC CHHIIPOM,

6emopoOHa eMOOIIHSI, THEBMOHHUS,
0enopoOHa XUIEepTOHUs, OeI0APOOEH OTOK
(BKJI. OCTBD)
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CroManiHo-4peBHH MHoro uectn CuMmnTomMH Ha rajieHe U MoBpbILaHe™,
HapyIIeHUS Irapus®, croMaTuT*, 3ameK
Yectn CroMantHo-uypeBHa XeMoparus (BKII.
JUraBuYHa)*, moJyBaHe Ha KopeMma,
IUCITeTIcrs, opodapuHreatHa Oomka*,
TacTpUT*, yiIepamun Ha ycTara®, KopeMeH
JUCKOMGOPT, Aucharusi, CTOMaIIHO-YPEBHO
BB3MalleHue™®, kopeMHa 60JKa (BKII.
CTOMAITHO-YpEBHA U 0OJIKa B cie3kaTa)™,
HapyLICHHs Ha yCTHAaTa KyXuHa*
Heuectn Konur (Bka. Clostridium difficilg*
XemnatoOunuapau HapymieHus: | Yectn XemaToTOKCHIHOCT (BKJI. YepHOIPOOHO
HapyIIeHue)
Heuectu YepHoapoOHa HEJOCTATHYHOCT
HapymeHnus Ha koxara u MHoro gyectu Hapymenus Ha kocata*
MOJIKO)KHATA ThKaH UYectn Copbex*, nepmarut*, o6pus™*
Hapyuienust Ha MyCKynHO- Yectun MycKyaHE cria3Mu™®, MyCKyJTHO-CKeJIeTHa
CKeJIeTHaTa CHCTeMA U Oonka*, 6onKa B KpaWHUIIUTE
ChbCAUMHHUTCIIHATA ThKaH
Hapymenwns Ha 6s0perute 1 | Yectn Wndexuns Ha nukoyanTe IHTUIIA™
MUKOYHHUTE IBTHLIA
OOmu Hapymenus 1 epexta | MHOTO YecTH [Mupekcus*, ymopa, acTeHust
Ha MSCTOTO Ha npwiiokeHue | Uectu Enewm (Bki. mepudepeH), BTprcane, peakius
Ha MACTOTO Ha MPUJIOKEHHUE™,
HepasIoIoXeHue™
Wzcnenpanus Yectu XunepounupyOrnHEeMUs*, OTKIIOHEHUS Ha
OenThKa OT HOPMAITHUTE CTOMHOCTH™,
HaMaJIsiBaHE Ha TerJo, MOKayBaHe Ha TErjio

I'pynupane mo nosede OT eauH npennoyntad TepMuH 1o MedDRA

Onucanne Ha U30paHU HEXKENAHU PEaKIUy
PeakTusunpatHe H a XxXepnec
MynTHIIIIEH MUEIOM

AHTHBHpYCHA POQUIAKTHKA € puiaaraHa Ha 26% ot manuentute B pamoro Ve+M+P. UecroraTta Ha
XepIec 30cTep 3a MalMeHTUTE B TepaneBTHuHara rpyna Vc+M+P e 6una 17%, cpen nanueHTure, Ha
KOHMTO He € OMJjia IpujlaraHa aHTUBUPYCHA NPoQMIIAKTHKA, B cpaBHEHUE ¢ 3% cpea MalueHTHTe, Ha
KOHTO € OMiia mpuiiaraHa aHTHBUPYCHA MPOQUIAKTHKA.

3o0cTep BUpPYC

MaHTenHOKIeThYeH JIUM(POM

AHnTUBUpYCHa npoduiiakTuka ¢ npuioxxera npu 137 ot 240 nanuentu (57%) B pamoro VCR-CAP.
YecroTara Ha xepriec 3octep cpen namuentute B pamoro VCR-CAP e 6una 10,7% npu namnueHTw,
KOUTO HE ca MpHEeMaJli aHTHBUPYCHA MPO(UIIAKTHKA B CpaBHEHHE C 3,6% IMPH MalUeHTH, TPUEMaTH
aHTUBHPYCHA MpodIakTuKa (BK. Touka 4.4).

PeakTusupaHe #u
ManrenHokneTbYeH TUMEPOM
HBYV undekuus ¢ paraned uzxon ce Hadbmoaasa npu 0,8% (n = 2) oT nmaldeHTHTe B TpyIaTa Ha
neuenne 6e3 VELCADE (purykcuma0, nuknodochamui, JOKCOPYOHIINH, BHUHKPUCTHH U ITPEIHU30H;
R-CHOP) u 0,4% (n = 1) ot mauuenTure, nony4yasamu VELCADE B komOuHarust ¢ putykcumao,
mukiodochamu, fokcopyounut u npeaan3on (VeR-CAP). Obmara yectora Ha MH(pEKInu ¢
xenatuT B e momo6na nmpu manuenture, gexkyBanu ¢ VCR-CAP wmu ¢ R-CHOP (0,8% cpemty 1,2%,
CHOTBETHO).

nHpe KB(WBV) ¢ BuMpyceH xenaTtwurt

MepundepHa
MynTHIUIEH MHEIOM
[Ipu u3nutBanus, B kouto VELCADE ce mpuiara kato WHIYKIHOHHO JieueHHE B KOMOMHAIHS C

nexcamerasoH (mpoyusane |FM-2005-01) unu mexcamerasoH-TaaumoMus (mpoyusane MMY-3010),

HeBpONaTEORENPUHBAOMEUEBHUPAHMU
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YecToTaTa Ha Bhb3HHKBaHe Ha repudepHa HeBpOoNaThs PU KOMOMHUPAHUTE CXEMH € MPEJICTABEHA B
TabIuIaTa 1mo-I01Iy:

Ta6bnWyy@acrtortTa Ha BbB3IHWUKBaAaHe Ha nepunapepHtH
neyeHwe, Knacmd)mu,mpaHa no TOKCMWYH CT
nepuHjee ppeBponaTus

IFM-2005-01 MMY-3010
VDDx VcDx TDx VcTDx
(N =239) (N =239) (N = 126) (N =130)
YecroTta Ha Bp3HMKBaHe Ha ITH
(%)
Bcewnuku crenenn na ITH 3 15 12 45
>IIH cremnen 2 1 10 2 31
>I1H crenen 3 <1 5 0 5
IIpeycTanoBsiBane Ha <1 2 1 5

neuenueto nopaau ITH (%)

VDDX = BUHKPHCTHH, TOKcOpyOunuH, nekcamerazon; VecDx = VELCADE, nekcameraszon; TDx = tanunomun,
nexcametaszoH; VcTDx = VELCADE, tanunomun, nexcamerason; ITH = nepudepna HeBpomaTus

benexka: [lepudeprara HeBponaTys BKIIOYBA NPEANOYUTAHUTE TEPMUHN: IIeprdepHa HeBpomaTus, nepudepHa MOTOpHa
HeBpoMaTHs, eprdepHa CeH30pHa HEBPOMATHS M TIOJIMHEBPOIIATHSL.

MaHTeTHOKIIeThYEH JTUM(POM

B npoyusane LYM-3002, npu xoeto VELCADE ce npunara ¢ putykcumad, nuknodpochamu,
nokcopyounmH u npeaan3on (R-CAP), yectoTara Ha nepudepHa HeBponaTusi B KOMOMHHPAHU CXEMH
€ IpezcTaBeH B TalJMIaTa mo-10Iy:

7

a HeBponart
0

npey

TabnWyactorTa Ha BbB3IHWUKBAaAaHe Ha nepunegeOpHa HeBpoOonmart
Knacum@pumumpaHa nNOoO TOKCMUYHOCT U NpeycTaHOBSHABSE

HeBponaTtwumsd

VcR-CAP R-CHOP
(N =240) (N =242)
Yecrota Ha Bp3HMKBaHe Ha [1H (%)
Bcewnuku crenenn Ha [TH 30 29
>IIH Crenen 2 18 9
>IIH Crenen 3 8 4
[TpeycraHOBsABaHE HA JICUCHUETO TIOPATH 2 <1

TTH (%)
VCcR-CAP = VELCADE, purykcuma0, nukinodochamun, rokcopyounns u npeaau3on; R-CHOP = putykcuma0,
ukiIodochamun, T0KcopyOULINH, BHHKPUCTHH | npeaun3oH; [TH = nepudepna HeBponatus

benexka: [TepudepHa HeBpomaTus BKIIOYBA MPEANOYUTAHUTE TEPMHUHH: TIepu(epHa CeH30pHa HeBpomaTus, nepudpepHa
HeBpoMnaTHs, eprdepHa MOTOPHA HEBPOIIATHs U MeprdepHa CEeH30MOTOPHA HEBPOIIATHS

MayunmneHTHM B CcTapyecka BbB3IpacT ¢ MCL

42,9% u 10,4% ot namuentute B pamotro VCR-CAP ca BbB Bb3pacTOBUS IHMANa30H ChOTBETHO 65-
74 ronuau ¥ > 75 roauHu. Bhpeku ye mpu manueHTH Ha Bb3pacT > 75 roJUHH, U IBETE CXEMHU Ha
neuenne VCR-CAP 1 R-CHOP ce noHacsT mo-TeXK0, CEpHO3HUTE HEXEJaHU PEaKLUH B TpyIaTa
VCcR-CAP e 68%, B cpaBHenue ¢ 42% B rpymara R-CHOP.

MOBTOPHO JNeyeHWEe Ha NauMeHTUW C peuunmaguBupan
[Ipu npoyusane, B koeto ce npuiara moBropHo jedenne ¢ VELCADE na 130 nanuenTs ¢
peUIMBUPAI MYJIUTIEH MUEIIOM, KOUTO Ca MOKa3aJii IOHE YaCTUYEH OTTOBOP KbM MPEIXO0IHA
VELCADE-cbabpxalia TepaneBTU4YHA CXeMa, Hali-uecTO CPeLIaHnTe HEXKEIaH! ChOUTHS OT BCSIKAKBa
cTereH, HabIro1aBaHu P MUHUMYM 25% OT nmauueHTuTe, ca Tpombouutonenus (55%), HeBponaTHs
(40%), anemust (37%), nuapus (35%) u 3anek (28%). Ilepudepra HeBponaTHsi OT BCIKaKBa CTEICH U
nepudepHa HeBpomaTus cTerneH > 3 ca HabmogaBaHu ch0TBeTHO 1pH 40% u 8,5% OT manueHTuTe.
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Cpo0111aBane Ha MOA03UPAHN HEKETAHHN PEAKITHH
Cro0maBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEaKIIUU CIIe/] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS

HPOIYKT € BayKHO. ToBa MO3BOJISIBA /1a IPOABIDKN HAOIIOICHUETO Ha CHOTHOLICHHETO TT0JI3a/PHUCK 32
JeKapCTBEHUS MPOIYKT. OT MEIUIMHCKNTE CIIEIIHAINCTH C€ M3MCKBA Ja ChOOIaBaT BCAKA
N0/I031paHa HEXXENlaHa PeaKlys uype3 Hal[MOHAIHATa CUCTEeMa 3a ChOOIIaBaHE B!

V3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Cocpus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg
4.9 TIlpemo3upane

IIpenosupane npu nanUeHTUTE, MPEBUIIABAIIO IPENOPbUBAHATA J03a [IOBEYE OT JBA IIBTH, €
CBBP3aHO C M0sBa Ha OCTPa CUMIITOMATUYHA XUITOTOHUS M TPOMOOLIUTOINCHUS C (paTajeH u3xol. 3a
ChPJCUYHO-ChA0BU NPEAKITMHUYHH (HapMaKOJOTHYHU H3CIIeIBaHuUs 3a 0€30I1aCHOCT, BUXKTE Touka 5.3.

He e u3BecTen crienuduyueH aHTUAOT NP Tpefo3npaHe Ha 6bopTrezomud. B ciydaii Ha npenosnpane
JKU3HCHUTE MOKA3aTeNlN Ha MalMeHTUTe TPsIOBa J1a ce€ MOHUTOPUPAT BHUMATEIHO U J1a Ce OKa3BaT
HOAXOISAIIN TPYOKHU 32 MOTbPKaHe Ha KPHBHOTO HaJsraHe (KaTo BIMBAaHE Ha TEYHOCTH, IPECOPHH
W/VJIM MHOTPOITHU areHTH) U Ha TeJIeCHaTa TeMreparypa (Bx. Touku 4.2 u 4.4).

5. ®APMAKOJIOTMYHHA CBOMCTBA
5.1 d@apmakonMHAMHYHU CBOIiCTBa

dapmakoTeparneBTHYHA rpyna: AHTHHEOIUIACTHYHH CPEJICTBA, JPYTH aHTHHEOIIACTHYHH CPEJICTBA,
ATC xox: LO1XGO1.

MexaHu3beM Ha JIEUCTBUE

Bopre3zomu6 e nporeazomen nHxubuTop. Toll € ch3la/ieH crenuaiHo Jla HHXUOHpa mojo0HaTa Ha
XUMOTPHIICHH aKTUBHOCT Ha 26S MpoTeazoMara B KJIETKH Ha 003aliHUIN. 26S mpoTeazoMara € ToJIsM
NPOTEHHEH KOMIUIEKC, KOWTO pasrpaxa yOMKBUTHHUPAHUTE NPOTEHHU. [IbTIAT yOUKBUTHH-
MpoTea3oMa Urpae ChIIECTBEHA POJIsl B PETyTUPAHETO HA KPBroBpaTa Ha crieliuUIHU IPOTEHHHU
TakKa ce Mo IbpKa XoMeocTa3aTa B kieTkute. Uuxubupanero Ha 26S nmpoTeazomara mpeioTBpaTsIiBa
Ta3M NPUIIETHA TPOTEO0IHN3a U 3acITa MHOKECTBO CHTHAIM3UPAIIY KacKaIy B KIETKHTE, KaTO HAaKpas
BOJIM JI0 CMBPT Ha PaKOBaTa KJIETKa.

BopTte3omMub e BUCOKO celleKTHBeH 3a nmpoteazoMata. B konmentparuu 10 MM 6oprezomud He
WHXHOUpPA HUTO €IWH OT MHOXECTBOTO MPOYUYEHH PEIENITOPY U poTeasu u € mosede ot 1 500 mpTu
MO-CEJIEKTUBEH 32 IPOTEa30Ma, OTKOJIKOTO HAKOH OT CJIEABAILUTE MPEATIOYNTAHN EH3UMU.
Kunernkara Ha mpoTea30MHOTO HHXUOUpaHe € poyyBaHa iN Vitro u e mokasano, ye 6opTe3oMuo ce
OTJeJIs OT NpoTea3oMa 3a ty, oT 20 MUHYTH, KOETO II0Ka3Ba, 4e IPOTEa30MHOTO UHXUOUpaHe OT
6oprezomMub e 0OpaTUMO.

Menuupanara ot 6opTe30Mu0 MPOTEa30MHA HHXUOHIIUS 3acsATa PAKOBUTE KIIETKH 110 MHOTO ITHTHIIIA,
BKITFOUHTEITHO, HO HEOIPaHMYABAIIO CE CaMO JIO YBPEXK/aHe Ha PETYJIaTOPHUTE IPOTEHHHU, KOUTO
peryaupar nporpecusiTa 1o eTaruTe Ha KJIEThYHUS HUKBII U aKTHBUPAHETO Ha HYKJICapHHUS KIEThUYCH
¢axrop kana-B (NF-kB). Maxubupanero Ha mpoTeazoMaTa BOAM 0 OJOKUpPAHE HA KICTHYHUS UKBI
u aroniro3a. Hykneapuust pakrop NF-kB e dakTop Ha TpaHCKPHIIIIHS, YMSTO aKTHBAIHS CE H3UCKBA
3a MHOTO €Taly Ha TyMOPOTeHe3aTa, BKIIOYUTEIHO KIEThUHHS PACTEX U MIPEKHUBIBAHE,
aHTMOTreHe3aTa, B3aMMOJICHCTBHETO KIIeTKa/KileTKa u Meractasute. [lpu muenom Gopresomud 3acsra
CIIOCOOHOCTTA Ha MUEJIOMHHTE KJIETKH J1a B3aUMOJIEIiCTBAT ¢ MUKpOCpeIaTa Ha KOCTHUSI MO3bK.

ExcniepuMenTH mokaspar, 4e 00pTe30MU0 € IUTOTOKCHYCH 32 MHOKECTBO TUITOBE TYMOPHH KIIETKH U
4ye TYMOPHHUTE KJIETKHU ca MO-4yBCTBUTEITHH KbM MPOATIONTO3HU e(hEeKTH Ha IIPOTea3oMHAaTa
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WHXHAOUIIHS, B CPABHEHNE C HOPMaJTHHUTE KJIeTKH. boprezomMub BoaM 10 HaMalsiBaHE HA TYMODPHHUS

pacTex in VivoB MHOTO NMPEAKIIMHUYHNU TYMOPHH MOACIN, BKIIFOUUTCIIHO MYJITUIITICH MUCJIOM.

JanuuTe oT N Vitro, exVivo u )KUBOTHHCKH MOJIENH ¢ 60pTe30MHO Mpe/roiarar, ue Toi yBeanJaBa
nudepeHInanisITa 1 akTHBHOCTTa Ha 0cTe00IacTUTE ¥ MHXHOMpPa (QYHKIUATA HA OCTEOKIIACTHTE.
Te3u edexTH ca HAOMIOAABAHU MTPH NMAIUEHTH C MYJITHUILICH MUEJIOM, C HallpeHala OCTCOIUTHYHA

OoJecT U JIeKyBaHU ¢ OOPTE30MHUO.

Kinnanuna edhMkacHOCT IIpH HEJEKYBAH MYJITHILIEH MUEJIOM:

[TpoBeseHO € MPOCIEKTUBHO, MEXKITYHAPOIHO, paHIOMHI3UPaHO (1:1), OTKPUTO KIMHUYHO MPOYYBaHE
¢aza III (MMY-3002 VISTA) npu 682 manuenTw, 3a aa ce oteHu nanu tepanusita ¢ VELCADE
(1,3 mg/m? urKeKTUpaH MHTPABEHO3HO) B KOMOMHANMA ¢ Mendanan (9 mg/m?) u nmpeHu30H
(60 mg/m?) Boau 1o momo6psiBane Ha BpeMeTo 10 porpecus (BJIIT) B cpaBHEHHE ¢ TEpaNHUsTa C
mendanan (9 mg/m?) u npexruson (60 My/M?) npu NaLKMEHTH ¢ HeJIEKyBaH MyJITUILIEH MUEIOM.
JleuenneTo e mpuaraHo 3a MaKCUMAaJTHA IPOIBIDKUTEITHOCT OT 9 NUKbJIA (MTPUOTUZUTETHO

54 cenmuin) u e MpeKbCHATO PaHO MOPAAH MTPOrpecupaHe Ha OOJECTTa MM HEIOMyCTUMO HIBO Ha
ToKcH4HOCT. CpeiHaTa Bb3pacT Ha MAI[MeHTUTe B poyuBaHeTo € 71 roaunu, 50% ca mbxe, 88% ca

OT Os1aTa paca M CpejiHaTa OlleHKa Ha Ka4eCTBOTO Ha HMBOT Ha MAIMEHTHTE MO ckajgara Ha Karnofsky

e 80. Ilauuenture ca umanu IgG/IgA/nekoBeprxen muenom B 63%/25%/8% ot cioydaute, cpeana
croiinoct Ha xemorno6una —105 g/l u cpenen Gpoit Ha TpomGonuTHTe — 221,5 X 10° /. Cx0n€H € 1

MPOLCHTHT Ha MAIUEHTHUTE ¢ KpeaTHHUHOB KIUpbHC < 30 ml/min (3% BBB BCAKO pamo).

B nepuona Ha npeABapyUTENHO IUIAHUPAHUS MEKIUHEH AHAJIN3, IBPBUYHATA KpaliHa TOYKa, BPEMETO

JI0 TIPOTPECHS € CIIa3eHo, U MAIlMeHTHTE B rpymnara Ha Meidanan u npenau3on (M+P) ca npemunanu
Ha neyerne ¢ VELCADE B komOuHanms ¢ mendanan u npeaam3oH (Vc+M+P). Mennanara Ha
nepuojia Ha npocnenssate € 16,3 mecena. KpailHOTO akTyanu3upaHe Ha JaHHUTE 33 MPEKUBIEMOCT €

W3BBPIICHO ¢ MEJIMaHa Ha nepuoaa Ha npocieassane 60,1 mecenia. HabmogaBa ce ctatucTuvecku

3HaYMMO TI0JI00OPEHUE Ha MPEKUBIEMOCTTa B Tpyrata Ha jieueHue ¢ Vct+M+P (HR = 0,695;
p = 0,00043), BpIpeku MmocIeABaIY TEPANCBTHYHN KYPCOBE, BKIIFOYHTETHO CXeMH, Oa3UpaHy Ha
VELCADE. Menuanata Ha IpeKUBSIEMOCT B Tpynara Ha jiedenue ¢ Ve+tM+P e 56,4 mecena, B

cpaBHeHue c 43,1 B rpynara Ha siedenue ¢ M+P. Peaynrarure 3a epukacHoCTTa ca MpeJCTaBEHH B

LaHHUNTE

Tabmuna 11:
TabnMPaszyntatTunm 3aceédpracekITyTanmM3npaHe Ha
npexnsaemMogayyBaHe VI STA
Kpaiina Touka 3a epukacHoct Vc+M+P M+P
n = 344 n = 338
Bpeme 10 nporpecusi —
Cnoutus 6p. (%) 101 (29) 152 (45)
Menuana® (95% ClI) 20,7 mo 15,0 mo
(17,6; 24,7) (14,1; 17,9)
Koepuiment Ha puck® 0,54
(95% CI) (0,42; 0,70)
p-cToliHOCT" 0,000002
IpexuBsiemocT 0e3 mporpecus
Cw6utns 6p. (%) 135 (39) 190 (56)
mennana® (95% CI) 18,3 mo 14,0 mo
(16,6; 21,7) (11,1; 15,0)
Koepuiment Ha puck® 0,61
(95% CI) (0,49; 0,76)
p-cToliHoCT" 0,00001
O06ma npexxuBsieMocT™
Cw6utust (cmbpT) 0p. (%) 176 (51,2) 211 (62,4)
Menunana® 56,4 mo 43,1 mo
(95% CI) (52,8; 60,9 (35,3; 48,3)
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Koepuiment Ha puck® 0,695

(95% CI) (0,567, 0,852)

p-cToliHOCT" 0,00043

CreneH HA MOBJINABAHE n =337 n =331

[onmynanus” Op. = 668

CRe 6p. (%) 102 (30) 12 (4)

PR® 6p. (%) 136 (40) 103 (31)

nCR 6p. (%) 5(1) 0

CR+PR¢ 6p. (%) 238 (71) 115 (35)

p-croiinoct' <1010

HamansiBane Ha cepymen M-nipoTtenH 336 marueHTH 331 namueHTH

[Momymanus™ 6p. = 667

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

Bpeme 10 nauasio Ha nopausisane npu CR +

PR

Menuana 1,4 mo | 4,2 mo

Meauana® Ha NPOABJ/LKUTETHOCT HA

TOBJIMSIBAHETO

CRe 24,0 mo 12,8 mo

CR+PR® 19,9 mo 13,1 mo

Bpeme 10 cieaBama repanusi

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

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

Koedunuenr na puck® 0,557

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

p-croitHOCT" < 0,000001

a

0

W3zuncnena mo meroaa ua Kaplan-Meier

KoednumeHTsT Ha prcKk € n3uKciIeH Ha 0a3aTa Ha MPOMOPLIHOHATHO-pUCKOBHUS Moien Ha CoX, aJanTHpaH 3a
cTpartuduKanuoHHN (GakTOpH: P2-MUKpPOTIOOYIHH, aOyMuH U paiion. KoeduiuenTsT Ha pUCK, TO-HUCHK OT 1, coun
npenumcTso VMP

HomuHanHa p-cToifHOCT Ha 6a3aTa Ha CTpaTU(UIMPaH JIOTapUTMUYHO TpaHchopmupan penkos (log-rank) tect,
aJIaNTHPaH 3a CTPaTH(OUKAINOHHHN (PAKTOPH: P2-MUKPOTI00YyIHH, alOyMUH U palioH

p-croiiHocT Ha yectorara Ha oTroBop (CR+PR) ot Xu-kBaapar tecta Ha Cochran-Mantel-Haenszel, ananrupan 3a
cTpaTu(UKAIMOHHU (PaKTOPH

IMomynanusita ¢ OTTOBOP BKIIIOYBA MAIMEHTHTE C H3MEPUMO 3a00JI1BaHe B HAYAIOTO Ha IIPOYYBAHETO

CR = ITpnen otrosop; PR = Yactuuen otroBop; nCR = bnuzo mo menen orrosop. Kpurepnn Ha EBMT (EBpormeiicka

rpyna 3a KpbBHH U KOCTHOMO3bYHU T‘paHCl’IJ’[aHTaHI/II/I)

' BcHYKM paHIOMM3HPaHM HAallUEHTHU ChC 3a00JIBaHe Ha OTAEIMTENHATA CHCTEMA

*

JlaHHHTE 32 NPEKUBAEMOCTTA Ca AKTyaIU3UPaHU ¢ MeJUaHa Ha TIeproJia Ha pociiesasane 60,1 mecera
mo: Meceru
Cl- noBepuTeneH HHTEpBAI

MaumeHTUN, NoaXoAasAWM 3a TpaHcNnnNnaHTauuMs Ha
[IpoBenenu ca 1Be paHIOMU3UPaHHU, OTKpUTH, MHOroueHTpoBu @a3za III mpoyusanus (IFM-2005-01,
MMY-3010) 3a onierka Ha 6e3onacHoctta u eprkacHoctta Ha VELCADE B nBOlHM 1 TpOWHH
KOMOWHAIINY C IPYTH XUMUOTEPATICBTUYHU CPEJICTBA KATO WHIIYKIIMOHHA TEPAITUS IIPETU
TpaHCIUIAHTALUs HA CTBOJIOBU KJIETKU IPH MALMEHTH C HEJIEKYBaH MYJITHILICH MUEJIOM.

B npoyusane IFM-2005-01 VELCADE B komOuHarust ¢ gekcamerazon [VeDx, n = 240] e cpaBHEH ¢
BUHKPUCTHH-IOKCOPYOHLIMH-1eKcaMmeTa3oH [ VDDx, n = 242]. [lauuenTure B rpynata Ha VeDx ca
NPEMUHAJIN YeTUpH 21 -IHEBHU MKbIIA, BCEKH OT kKouTo BKmousa VELCADE (1,3 mg/m?, npuioxen
BEHO3HO J[Ba MbTH CEAMHUYHO Ha jieH 1, 4, 8 u 11) u nepopajHo npuiioxeH aexcamerason (40 mg/nex
B fAuuTe OT 1 10 4 v B gauTe OT 9 710 12 B ukiin 1 1 2, KaKTO U B IHUTE OT 1 710 4 B 1IUKJIH 3 1 4).
ABTOJIOKHA TPAaHCIUTAHTAIIMSI HAa CTBOJIOBH KJIICTKU ¢ HampaBeHa Ha 198 (82%) u 208 (87%) naruentu
CBHOTBETHO B Ipynute Ha jeueHue ¢ VDDX u VeDx; O0NIIUHCTBOTO OT MAlUEHTUTE Ca MPEMHUHAIH
€/IHa TpaHCIUIaHTAIMOHHA Mporieaypa. JleMorpadckuTe XapakTepUCTHKH Ha MAIIMEHTHTE W U3XOJTHUTE
XapaKTePUCTHUKH Ha 3a00JISIBAHETO Ca CXOJHU B JBETE TEPANlEBTUYHU TPy, Meauanara Ha Bb3pacTTa
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Ha MaIMeHTUTE B POyYBaHeTo € 57 roauHu, 55% ca mbxke u 48% ot nanueHTHTE Ca C
BHCOKOPHUCKOBH [IUTOTC€HETUYHU MapKepu. MelnaHata Ha IpOIbKUTETHOCTTA Ha JICUEHHUETO €

13 ceqmuru 3a rpynara Ha VDDx u 11 cenmunu 3a Ta3u Ha VceDx. Menuanara Ha Opost Ha IIUKITUTE,
KOUTO ca MOJIYYWIH JIBETE TPYIH, € 4 IUKBIA.

[IppBUYHATA KpaifHa TOYKa 32 €PUKACHOCT HA MPOYYBAHETO € TIOCTHHAYKIMOHATA YeCTOTa HA OTTOBOP
(CR+nCR). HabmtoaBa ce CTaTHCTHYECKU 3HAYMMa PA3JIMKa MPH MbIHA PEMUCHS-HTIOUTH ITbJIHA
pemucust (CR+nCR) B mom3a Ha rpymnata Ha neueHne ¢ VELCADE B komOuHaIs ¢ qekcaMmeTas3oH.
BropudHuTe KpaiiHu TOYKHM 32 e(UKACHOCT BKIFOYBAT YECTOTA HA OTTOBOP CIIE] TPAHCIUIAHTAIINS
(CR+nCR, CR+nCR+VGPR+PR), npexuBsiemoct 6e3 nporpecust u oduia npexussemoct (overall
survival, OS). OcHoBHHTE pe3yaTaTH 3a ehUKACHOCT ca MpeCcTaBeHH B Tabiunia 12.

TabniZPasyntaTtun 3a e dunkalEM206501 oT nNnpoy4dyBaHe

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

TIOITyJIAITHST) HOITyJIaIys)
RR(cnepg WHAYKL
*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(cnepg TpaH8n
CR+NCR 37,5(3L,4;440) | 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% ClI)

Cl = nosepurenen untepsar; CR = meie orrosop; nCR = 6:1u30 g0 meieH otrosop; I TT-Intent to treat; RR-uectoTa Ha
otroBopa; V¢ = VELCADE; VcDx = VELCADE, nekcamera3zon; VDDX = BUHKPHCTHH, JOKCOPYOHIIMH, I€KCAMETA30H;
VGPR = mMHOro 1006p 4actuteH otroBop; PR = gactuden orroBop, OR = chOTHOMLICHHE Ha IIIAHCOBETE;

- IIspBHYHa KpaifHa Touka

a CBHOTHOIIICHHE Ha IIIAHCOBETE 3a YECTOTH Ha OTroBopa Ha Oazara Ha O6IJ.IOTO CBHOTHOLICHHUE HA IAHCOBETE U3YUCIICHO

no Mantel-Haenszel 3a crparudunupanu tabnuim; p-croiiHoctr o tecra Ha Cochran Mantel-Haenszel.

OrtHacs ce 3a 4ecToTa Ha OTTOBOP CJIe]l BTOPA TPAHCIUIAHTAINS [IPU MAIUEHTH, TTOIYyYIIIH BTOPA TPAaHCIUIAH TallUs
(42/240 [18%] B rpymara Ha VcDx u 52/242 [21%] B rpynat ana VDDx).
benexxa: ChOTHOLIEHHE Ha IIaHCOBETE > 1 cOUM MPEIUMCTBO 32 MHAYKIMOHHATA TepanHus, ChAbpPAKAalla BUHKPUCTHH.

B npoyusane MMY-3010 unnykimonnoto sederne ¢ VELCADE B koMOWHAIMS ¢ TAIUIOMU 1
nexcametason [VeTDx, n = 130] e cpaBHeHO ¢ TamuaoMua-aekcamerason [TDx, n = 127].
[Tarmenture B rpymnata Ha VcTDx ca mpemunanu miect 4-ceAMUYHH LIUKbJIa, BCEKH OT KOUTO
skmoua VELCADE (1,3 mg/m?, npunoskeH 1Ba MbTH ceIMMYHO Ha el 1, 4, 8 u 11, mocnensan ot
17-nHeBeH mepro/1 Ha TTOYMBKA OT JieH 12 1o aeH 28), aexcameraszoH (40 mg mpriiokeH mepopasHo B
nuute ot 1 10 4 1 B qauTe OT 8 M0 11) M Tanmumomu (IPUIIOKEH MEPOPaTHO B 103a oT 50 mg THEBHO
B aaute 1-14, yBennuena va 100 mg B gaute ot 15-28, cien koero Ha 200 mg AHEBHO).

Enna aBTONOXHA TpaHCIUTAaHTAIMs HAa CTBOJIOBH KJIETKH € HanpaBeHna Ha 105 (81%) u 78 (61%) ot
MAIUeHTHUTE ChOTBETHO B rpynuTe Ha VcTDx u TDx. JlemorpadckuTe XapakTepUCTHKH Ha
MAIUEHTHUTE ¥ U3XOIHUTE XapaKTePUCTUKH Ha 3a00JISIBAHETO ca CXOHHU B JIBETE TEPANIEBTUYHU TPYIIH.
Menaunanara Ha Bb3pacTTa Ha nauueHTure B rpynute Ha VeTDx u TDx e cpoTBeTHO 57 cripsimo 56
roauan, 99% crpsimo 98% ca ot 6emm u 58% crapsamo 54% ca mexe. B rpymara Ha VeTDx 12% ot
MAIIeHTUTE Ca IUTOTCHETUYHO KIaCU(PHUITHPaHU KaTO BUCOKOPUCKOBH CIIpsiMO 16% OT ManueHTuTe B
rpynara Ha TDx. Meauanata Ha NpoIbDKUTETHOCTTA Ha JieueHueTo € 24,0 ceaMuiy, a MeuaHaTa Ha
Opost TpeMUHATH IIUKIIH Ha JedeHne ¢ 6,0 U Te ca CXOHU 32 BCHYKH TEPANIeBTUIHH TPYIIH.

[IppBUYHNTE KpailHU TOUKH 32 €(PUKACHOCT B IPOYYBAHETO Ca CTEIIEHUTE Ha MOBIUSBAHE CIIE]
uHaykus U cnen tpancuiantanus (CR+NCR). Cratuctuyecku 3Haunma pasnuka npu CR+nCR e
HaOmrogaBana B moiza Ha rpynata Ha VELCADE B komMOuHANMS ¢ IeKCaMeTa30H U TATHIOMUI.
BropuunuTte KpaiiHu TOYKH 32 e(UKacHOCT BKITIOUBAT MPEKUBSIEMOCT 0e3 Imporpecus 1 001a
npexuBseMocT. OCHOBHUTE PE3yJITaTh 3a e(UKacHOCT ca MpeAcTaBeH: B Tabnuna 13.
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Ta6niBPeas3syntatunm 3a edukKk aMMYa3@G oT npoyuyBaHe

Kpaiinn Touku VcTDx TDx OR; 95% CI; P croiinoct?
MMY-3010 N=130(ITT N=127 (ITT

TTOTTYJIaIHsl) TTOTTYJIaIHsI)
*RR(cnep WHAYKI
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); < 0,0012
*RR
(cnep TpaH)nn
CR+nCR 55,4 (46,4; 64,1) 34,6 (26,4; 43,6) 2,34 (1,42; 3,87); 0.0012
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

Cl = nosepurenen untepsar; CR = mbieH orroBop; nCR = 6:1u30 g0 mbieH otrosop; I TT-Intent to treat; RR-uectoTa Ha
otroBopa; V¢ = VELCADE; VcTDx = VELCADE, ramunomun, aekcamera3od; TDx = Tanumomun, AeKcaMmera3oH;
VGPR = mMHOro 1006p 4actude otroBop; PR = yactuuen orrosop, OR = chOTHOILICHHE Ha IIAHCOBETE

* IIspBuuHa KpaiiHa TOUKa

a CBHOTHOIIICHHE Ha IIIAHCOBETE 3a YECTOTH Ha OTroBopa Ha Oazara Ha O6H.[OTO CBHOTHOLICHUEC HA NIAHCOBETEC U3YUCIICHO

no Mantel-Haenszel 3a crparudunupanu tabmuim; p-croiiHocTd o tecra Ha Cochran Mantel-Haenszel.
Benexka: CbOTHOILICHHE Ha IIAHCOBETE > | COYM NPEIMMCTBO 32 HHAYKIMOHHATA TEPaNus, ChbPKalla BHHKPUCTHH.

KnunanyHa eUKacHOCT NpH peUUANBUpAT WK pedpakTepeH MYJITHIIICH MUEIOM

besomacHoctTa 1 edmkacHoctta Ha VELCADE (MHXEKTHpaH HHTPAaBEHO3HO) ca OWIIH OIIEHSBaHU B 2
IPOYYBaHus PU NPENOPbYMTENHA 103a 1,3 My/m?: B paHIOMU3UPaHO, CPABHUTEIIHO TIPOYyYBaHe (asza
T (APEX) cripsiMo ekcameTa3oH Ipu 669 MalHeHTH ¢ PEIUINB WK pedpakTepeH MyJITHILICH
MHEJIOM, KOUTO €a TOTyYaBaliu 1-3 mpeauIlIHy TepaneBTHYHN JIUHUH U C eTHO ITpoyuBaHe ¢a3za Il ¢
enHo pamo npu 202 NanueHTH ¢ PelUANB WK pedpakTepeH MyITHIICH MHEJIOM, KOUTO ca
MOJTyYaBajIi Haif-MaJIko 2 MPEeIUIIH TePANeBTUYHHU JIMHAN U [IPH KOUTO 3a00JISIBAHETO €
IpOrpecupaio npu MociaeJHaTa UM Tepamnusl.

B npoyuBaneto ¢a3za Il neuennero ¢ VELCADE e noBeno 10 3Ha4nMO yabKaBaHEe BPEMETO J10
nporpecusi, 3Ha4MMo yIbJDKaBaHe Ha MPEKUBIEMOCTTa U 3HAYMMO I0-BHCOKa CTETIEH Ha OTTOBOP B
CpaBHEHHME C JICUCHHETO C JeKcaMeTa30H (BX. Tabnuua 14) npu BCHYKH MalUeHTH, KaKTo U IpU
MaluEeHTUTE, KOUTO Ca IOJIydaBajinu 1 npeaviiHa TepancBTUYHa JUHUA. Karo pe3yarar oT
HpeBapUTETHO IUITAaHUPAHUS MEXIMHEH aHaJIN3, JICUCHHUETO C IEKCAMEeTa30H € OMII0 MPEeKbCHATO MO
IpenopbKa OT KOMUTETA 32 MOHUTOPHHT Ha JJAHHWTE U Ha BCUUKU MALMEHTH, PAaHIOMHU3UPaHH Ha
nexcameta3oH e 6w npeioxked VELCADE B 3aBucumoct ot ctaryca Ha 3abonsBaneto. [Topanu
TOBa paHHO IIPEMUHABaHe, CpeIHaTa MPOIBIDKUTEITHOCT Ha TIPOCIIEsIBaHe 3a MPEKUBIEMOCT Ha
nanueHTure e 8,3 Meceua. Kakro rmpu nauneHTrTe, KOUTO ca OMIIKM pepakTepHH Ha MOCIeIHaTa CH
TepaneBTHYHA JIMHUS, TaKa U IPH TE3U, KOUTO HE ca OMiM pedpakTepHH, o01IaTa NpeKUBIEMOCT €

OwJia 3HAYMTEITHO TIO-/TBJITA U CTENICHTa Ha OTTOBOP € OWIla 3HAaYMMO T0-BHCOKA IIPH TpyIiaTa Ha
VELCADE.

Ot 669 Bxmouenu naruentu 245 (37%) ca 6unu Ha BB3pacT 65 TOAMHU U MO-Bb3PACTHH.
ITapamerpute Ha oTroBOopa kKakto u TTP ocraBat 3nauntenHo mo-go6pu 3a VELCADE ne3aBucumo
OT BB3pacTTa. BeIipekn n3xoHUTE HUBA Ha 2-MHUKpPOTIIOOyIMHA, BCHUKH MapaMeTpH Ha
euKacHOCTTa (BpeMe J10 MPOTrpecusiTa 1 MpeiesiHaTa NPEXXUBIEMOCT, KAKTO U CTETNIEHTa Ha OTTOBOP)
ca OWJIM 3HAYUTEIHO MOJI00peHH Mpu nanueHTuTe, ekyBanu ¢ VELCADE.

[Ipu monynanusra pedpakTepHr narueHTy B npoy4saneto (asa Il otroBopute ce onpenensaT ot
HE3aBHCUM KOMHUTET 3a OIICHKA, a KPUTEPUHUTE 3a OTTOBOP ca Te3u Ha EBpomeiickara rpymna 3a KOCTHO-
MO3b4Ha TpaHCIUIaHTanws. CpeHaTta IpeKUBsIeMOCT Ha BCHIKY BKIIFOUCHHU TAIMEHTH € 17 mMecena
(< 1 mo 36+ mecera). Tasu MPEKUBSIEMOCT € MO-TOJIIMA OT cpeHaTa 6 10 9-MeceuHa MPeKUBIEMOCT,
OYaKBaHa 3a MMo00Ha MOITYJIANKS MAIMEHTH OT KOHCYITHPAITUTe KIMHIYHA U3cieaoarend. Ypes
MYJITHBapUAIIMOHEH aHAJIN3 MTOIyUYeHAaTa CTEIICH Ha OTTOBOP € He3aBHCHMA OT THIIA MHEIIOM, CTaTyca
Ha W35Ba, CTAaTyca Ha JIeNenus Ha Xxpomo3oMa 13, uiau Oposi, UiTu TUTIA Ha TIPETUIITHATE JICUCHHUS.
[TanuenTHTE, KOUTO Ca MOJYYWIH 2 710 3 MPESAUIITHH TEPANIEBTUYHU PEKUMA UMAT CTEIICH Ha OTTOBOP
ot 32% (10/32), a manimeHTHTE, KOUTO Ca IMOJyYHIIN TIOBeUE OT 7 TePANeBTHYHH PEXUMa UMAT CTETICH
Ha oTroBop ot 31% (21/67).
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Ta6aulls xong Ha 3 ab6opppmBEaadmeT cEREEN | dd3a | |
da3za 111 da3za III ®aza 111 da3za Il
> 1 mpeauurHa 22
1 npeaumHa npeIuIHu
Bcenukn nNalueHTu TEépaneBTUYHA
TepaneBTHYHA JINHUSA J—— TepaneBTu1H
U JIHHUHU
2:6“;::’ Ve Dex Ve Dex Ve Dex Ve
CBPPSAMUE | 9332 | n=336% | n=1322 | N=119 | n=200* | n=2172| n=2022
BpPeMETO
r 0
TTP, am 189° 106° [211828 169° 148° [8874 210
0, ' [}
[95% ClI] [148,211] | [86, 128] 267] [105, 191] | [129, 192] 107] [154, 281]
?Ifer"(‘;iﬁ“ff/f 80" 66" 89" 720 73 62 60
[95% cf] [74,85] [59,72] [82,95] [62,83] [64,82] | [53,71]
Haii-no0onp Ve Dex Ve Dex Ve Dex Ve
otrosop (%) | 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) (4y*=*
CR+nCR 41 (13)° 5(2)° 16 (13) 4 (4) 25(13) | 1(<1) (10)**
CR+nCR+PR | 121 (38)% | 56 (18)° | 57 (45)" | 29 (26)" | 64 (34)° | 27 (13)° (27)**
CR*”SIE*PR* 146 (46) | 108(35) | 66(52) | 45(41) | s0(43) | 63(31) (35)**
Meanana Ha
NMPOIBJLKHTEN 126 "
nocrra mn | 222 (8,0) | 169(5,6) | 246 (8,1) | 189(6,2) | 238 (7.,8) 1) 385
(Mecenn)
Bpeme no
0TroBOp 43 43 44 46 41 27 38*
CR+PR (gum)

a

6

ucropusTa Ha jedenue; p < 0.0001

rpyna ITT — rpyna Ha BKIIIOUBaHe Ha Tepamnus

MaJko 1 J103a OT U3NUTBAHUA JICKAPCTBEH MPOAYKT

AHAJIM3BT 110 JIMHWUU Ha TEpArA U3KIII0YBa CTpaTI/I(bI/IKaLU/IS[ 3a UICTOpHUATA HaA JICYHCHUEC

* CR+PR+MR

*k

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

NA = He e npunoxkero, NE = He e o1leHsABaHO

TTP—Bpeme 1o mporpecus
Cl = noBepuTeneH HHTEPBAT
Vc = VELCADE; Dex = nexcamera3oH
CR = mpieH otroBop; nCR = 61130 10 IBJIEH OTTOBOP
PR = yactuuen otroBop; MR = MuHMMaseH 0TroBOD

croitHocT Ha P oT CTpaTI/I(bI/IL[I/IpaH 1og-rank TECT, aHAJIU3BT 10 JIMHUU Ha TE€parus U3KII04YBa CTpaTI/I(bHKaL[I/Iﬂ 3a
rpymna Ha OTroBOp, BK/IIOYBaIlla naiu€HT, KOUTO UMaT U3MEPUMO 3a00JI1BaHE Ha M3XOHO HUBO U Ca NOJIYUUIIN Hal-

croitroct Ha P ot Tecta Cochran-Mantel-Haenszel Xu-kBaapart Tect, ananTtupas 3a crpati(hHKAIHOHHH (aKTOPH;

IIpu npoyusane ¢aza Il marpieHTHTE, KOUTO HE Ca MOIYYHINA ONITUMAIIEH OTTOBOP OT CAMOCTOSTEITHO
nederne ¢ VELCADE ca nManu B3MOKHOCT Jia MOTy4YaT BUCOKH JO3H IEKCAMETa30H ChBMECTHO C
VELCADE. [IpoToKoabT NO3BOJISIBA MALIMEHTUTE Ja MOJIy4YaBaT JeKCaMETa30H, aKo ca UMallu Io-
Marbk oT ontuManHus otroBop Ha VELCADE camocrositenso. OO0 Ha 74 OIIEHUMU MAIUSHTH €
npuiiaras aekcamera3od B komouHanus ¢ VELCADE. 18% oT nmanueHTUTe MoCTUraT uiik umaT
nono0pen orroBop [MR (11%) unu PR (7%)] ¢ KOMOMHUPAHOTO JICYCHHE.

KoM6uHMUPaAaHO

(n p oy 4yDOXIL-EMY-3001)
[Ipu 646 nauueHTy € MpoBeIEHO paHIOMU3KUPaHO poyuBaHe ¢asa IlI, ¢ mapanenHu rpynu, OTKpUTO,
MHOTOLIEHTPOBO 3a cpaBHEeHHe Ha Oe3zomacHocTTa U epukacHoctta HAa VELCADE, npunaran B

KOMOWHAITUS C TIETHIMPaH JTUTI030MeH ToKcopyouIuH, B cpaBaeHne ¢ VELCADE MoHOTEpamnus mpu

MaIueHTH C MYJITUILUICH MUEJIOM, KOUTO Ca IMOJTYYUIIN Hal-MaJIkoO €HO nmpeamecTBauio JCUCHNUE U HE

ne4dyeHwume H a

VELCADE ¢

nervmnupad

Ca nporpecupaim, J10KaTo €a nojarydaBaii aHTPAaIUKINH 6a3HpaHa TCparus. H’prI/I‘IHaTa KpaﬁHa
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Touka 3a edpukacHoct ¢ TTP, mokaro BropuunaHTE KpaitHu Touku 3a epukacHocT ca OS m ORR (CR +
PR), 6a3zupaiiku ce Ha kputepuuTe Ha EBporeiickara rpyma 3a KpbBHH i KOCTHOMO3BYHH
tpancmantanuu (EBMT).

MexvHeH aHaau3, onpeselieH Mo npoToko (6a3upan Ha 249 TTP cimyuas) npean3BUKBa
MPEXIEBPEMEHHOTO MPUKITIOYBAHE HA TIPOYYBAHETO 10 OTHOIICHHE Ha edrikacHocTTa. T0o3n
MeXHEH aHanu3 nokaspa TTP HamansBane Ha pucka ¢ 45% (95% CI; 29 57%, p < 0,0001) npu
MAIUCHTH, JIeKyBaHU ¢ komOuHupana tepanuss VELCADE u nerunmupan JUmo3oMeH JOKCOPYOUIIHH.
Cpennoto TTP e 6uno 6,5 mecena npu nanuentute, Jexkysanu ¢ VELCADE monotepanus, B
cpaBHeHue ¢ 9,3 Mecena nmpu narueHTH Ha komOnHanpana tepanus VELCADE u nermmmpan
JIUTIO30MEH JTOKCOpyOuInH. Te3u pe3ynraTi, Makap v HEI'bJIHH, MIPEICTABISIBAT OKOHYATCITHUS
aHanu3, JeUHUPAH MO MPOTOKOII.

Kpaitamsat ananus Ha OS, IpoBeIeH 3a MeIraHa Ha IpocieasBade 8,6 TONWHM, He TIOKa3Ba 3HAaYMMa
pasnuka B OS Mex 1y nBeTe rpynu Ha neueHue. Meamnanata Ha OS e 30,8 mecena (95% CI; 25,2—
36,5 meceria) 3a narentu Ha MoHotepanus ¢ VELCADE u 33,0 mecerna (95% CI; 28,9-37,1 mecena)
3a manueHTuTe Ha kKoMOrHupana tepanus ¢ VELCADE mimoc neruivpan JIMMo30MeH JOKCOPYOUIINH.

KomMmbunHupaHna Tepanumua Ha VELCADE ¢ pgekcameTa3s33O0H
IHopaam murncara Ha nipsiko cpaBHerne Mexty VELCADE u VELCADE B komOuHaIus ¢
JIEKCAaMETa30H TIPH MAIHEHTH C IPOTPECUpaI] MyJITHIUIEH MUEIIOM € TTPOBECH CTATHCTUIECKH
MOJIBOMKOB aHAJIM3, C IIEJI J]a C€ CPABHSAT PE3yJITaTuTe OT pamoTo O0e3 panaomusanus Ha VELCADE B
koMOuHanus ¢ gekcameTazoH (Paza Il otkpuro nmpoyusane MMY-2045), cnpsimo pe3ynTaTuTe,
nosy4yeHu ot pamenara ¢ Monorepanusi VELCADE npu paznuyau paHIOMU3UPaHU IPOYYBAHUS

dasza 111 (M34101-039 [APEX] u DOXIL MMY-3001) npu chiliaTa HHIAKALHS.

[TogBOWKOBHSIT aHATIM3 € CTATUCTUYECKH METO/I, TPU KOWTO NMAalMEHTHUTE B TpynaTa Ha JieueHue (Hamp.
VELCADE B koMOuHanus ¢ iekcaMeTa3oH) U MalueHTHTe B KoHTponHaTa rpyna (Hanp. VELCADE)
ca CpaBHHUMH I10 OTHOIIIEHNE Ha BIHACIIN (PaKTOpH, Upe3 MoA00p Ha TOIXOMAIIN TBONKH YIACTHUIU B
KIMHAYHOTO MpoyuBaHe. ToBa cBexkIa 10 MUHUMYM eEeKTHTE OT HAOII0JaBaHUTE H3XOTHH
HECHOTBETCTBUS IIPH OIICHKA Ha ePEKTHUTE OT JICUSHUETO, U3MOJI3BaKN METO/IN Ha He-
paHIOMHU3UPAHU JaHHU.

CTo JBajieceT U ceJieM JIBOMKHU OT MOI00HH MAlMEHTH ca OUIu uiaeHTHGUIIMPaHu. AHATU3BT IT0Ka3a
mogo6pera ORR (CR + PR) (cvotHorenue Ha puck 3,769; 95% Cl 2,045-6 947, p < 0,001), PFS
(xoedummenT Ha pucka 0,511; 95% CI 0,309 0,845, p = 0,008), TTP (koedpunment Ha pucka 0,385;
95% C1 0,212 0.698, p = 0,001), 3a VELCADE B xomOuHanus ¢ nekcamera3os crpsimoVELCADE
MOHOTEpAITHSL.

Hannyna e orpanndena nngopmanus 3a mosropHo yieuenue ¢ VELCADE npu nanuenTu ¢
peUIMBUpal MYJITHUIIJIEH MUEJIOM.

IIpoBeneno e otkpuro, Paza |l npoyusane MMY-2036 (RETRIEVE) ¢ eqHo pamo 3a orieHKa Ha
edpukacHocTTa 1 6e3onacHocTTa Ha MoBTOpHOTO Jeuenue ¢ VELCADE. Cto u TpuzaeceT nanueHT

(> 18 roguHM) ¢ MyITHILIEH MUEJIOM, KOUTO Ca MMOCTUTHAIH MoHe YactudeH orroBop KbM VELCADE-
CBHABpPIKAIIA CXeMa, ca JIEeKyBaHHW MOBTOPHO npu nporpecus. Jleseanero ¢ VELCADE 3anousa Haii-
MaJIKo 6 Mecela Clie/l Kpas Ha NPEIXO0/IHATA TEPaus ¢ TOC/Ie[HaTa MoHocuMa 1o3a ot 1,3 mg/m?
(n=93) wm < 1,0 mg/m? (n = 37) u ce npuara B auu 1, 4, 8 u 11 Ha Bceku 3 ceqmuum B
MPOABIDKEHNE HA MAKCHUMYM OT 8 IIMKBJIAa KATO CAMOCTOATEIHO CPEACTBO MIIM B KOMOWHAIIHS C
JIEKCaMeTa30H B ChOTBETCTBUE ChC CTAHAApTAa Ha JieueHHe. JlekcamMeTa3oH € MpUiIoKeH B KOMOMHALHS
¢ VELCADE npu 83 nmanyeHTH B IUKBA 1, KaTO 32 BCUUKH IUKJIM Ha IOBTOPHO JIEUEHUE C
VELCADE, nekcameTa3oH ca moyry4ui u omie 11 marueHTw.

IIspBuuHaTa KpaifHa TOYKa € Hail-MOOPHSIT MOTBHPIEH OTTOBOP KbM MIOBTOPHO JIEUEHHE, OIICHEH
CBIVIACHO KpuTepuute Ha EBpomneiickaTa rpymna 3a KOCTHO-MO3b4Ha TpaHciutanTauus (European Group
for Blood and Marrow Transplantation, EBMT). O61ata Haii-noopa gectora Ha otroBop (CR+PR)
KBM MOBTOPHO Jiedenue npu 130 manuentn e 38,5% (95% ClI: 30,1, 47,4).

Kinanuna edukacHOCT IpH HEJIEKYBAaH MaHTenHokiIerpueH JuMdoM (MCL)

IIpoyusane LYM-3002 ¢ da3za III, pangoMuszupaHo, OTBOPEHO MPOyUBaHE CPaBHABAIIO €hHUKACHOCTTA
u 6e3onacHoctTa Ha KomOnHanmsaTa oT VELCADE, putrykcnma0, mukinodochamun, 1okcopyOuIinH u
npenuau3oH (VcR-CAP; n = 243) ¢ Te3u Ha purykcuma0, rukinodocdamu, TOKCOpYOHUIIVH,
BUHKpHUCTHH U npeAan3oH (R-CHOP; n = 244) npu Bb3pacTHU NalMEeHTH ¢ HelekyBaH MCL
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(Crapuii 11, III uu IV). INanuenture B TepaneeTraHo pamo ¢ VCR-CAP ca nonydyasanu VELCADE
(1,3 mg/m? na nen 1, 4, 8, 11, nau 6e3 npunoxkenue ot 12 no 21), purykcumad 375 mg/m? i.v. va

nen 1; muknodocpamun 750 mg/m? i.v. na aen 1; nokcopy6unun 50 mg/m? i.v. na nen 1 u npeanuson
100 mg/m? nepopanno ot aeH 1 10 aen 5 no Bpeme Ha 21-aneBHus nuKbI Ha teuenue ¢ VELCADE.
Ha manueHTty ¢ 0TroBOp JOKYMEHTHPAH 3a IIbPBH IThT Ha MUKBJ 6 ca aJICHN 1Ba JObIHUTEITHU
[IMKbJIa Ha JICUYCHUE.

[TepBuYHaTa KpaiiHa TouKa 32 €(PUKACHOCT € MPESKUBIEMOCT Oe3 Iporpecusi Ha 6azaTa Ha OLIEHKA OT
Komucusra 3a Hezasucum mnpernex (Independent Review Committee, IRC). Bropuununte kpaitau
TOYKH BKJIIOYBAT BpeMeTO 10 mporpecus (time to progression, TTP), BpeMeTo 10 ClieBaIIo JCUEHIE
cpemry sumdom (time to next anti-lymphoma treatment, TNT), npoab/KUTETHOCT Ha Tieproa 0e3
neuenwue (duration of treatment free interval, TFI), obra crenen Ha mosnussane (overall response rate,
ORR) u meien otrosop (complete response, CR/CRU), obmrara npexussiemoct (overall survival, OS )
U IPOABIDKUTEITHOCT Ha OTTOBOP.

JemMorpadckuTe 1 H3XOAHUTE XapaKTEPUCTHKHN Ha OojiecTTa 0OMKHOBEHO ca J00pe OaraHCHpaHu
MEXIY ABETE rPyNHy Ha JIEYCHHUE: CpelHaTa Bb3pacT Ha MauueHTure e 66 ronuan,74% ca mexe, 66%
ca ot Osutata paca u 32% ca asuariy, 69% OT MalMeHTUTE Ca UMaJIH MOJIOKUTEIICH KOCTHO-MO3bYCH
acmMpat W/UiH MOJIOKHUTENHA KOCTHO-M03buHa 6noncus 3a MCL, 54% ot nauuentute ca umanu
Mexnaynaposen [Ipornoctuuen Unaekce (International Prognostic Index, IPI) pesynrat > 3, a 76% ca
umanu 3abomnsBane B craauit [V. [Ipoasmkurennoctta Ha eueHnero (cpeano = 17 ceamuim) u
MPOABIDKUTEIIHOCTTA Ha npociensBane (cpeano = 40 Mecena) ca CpaBHUMH B JIBETE TEPANICBTUYHH
pameHna. CpetHO 6 IIMKbJIa ca MPOBEACHHU HA MALIMEHTUTE U B IBETE pPaMEeHa Ha JeueHue, kato 14% ot
nanueHTute B rpynata Ha VCR-CAP u 17% ot nanmenTure B rpynara Ha R-CHOP ca nonyunim

2 JOIIBJIHUTEIIHU NUKBJIA. ITo-romsimara 4act oT MaOUEHTUTE B JABCTEC I'PYIIH Ca 3aBbPIINIINA
neuyenneto, 80% B rpynara Ha VCR-CAP u 82% B rpynara Ha R-CHOP. Pesynrarute 3a eduxacnoct
ca mpezcTaBeHu B Tabmmma 15:

Ta6nhPas3zynrtTatTum 3a edukac#@ZT B npoyuyBaHe
Kpaiina Touka 3a epuxacHoct VcR-CAP R-CHOP
n: ITT manmenTn 243 244
IMpexuBsiemoct 6e3 nporpecus (IRC)?
Cnoutns n (%) 133 (54,7%) 165 (67,6%) HR5(95% CI) = 0,63 (0,50; 0,79)

Cpenno® (95% CI) (mecenu) 24,7(19,8;31,8) | 14,4 (12;16,9) | p-croitnoct’ < 0,001

CTeneH Ha OTTOBOP

n: OUCHMUMHU MAIUCHTH 110

LYM

OTTOBOP 229 228
O6w nbneH orTr o 122 (53,3%) 95(41,7%) OR*(95% CI) = 1,688 (1,148;
(CR+CRY°® n(%) 2,481)

p-croiiHocT™ = 0,007
O6uw oTtrosop ((d211(92,1%) 204 (89,5%) OR*(95% Cl) = 1,428 (0,749;
n(%) 2,722)

p-croiinocT™ = 0,275

BB3 ocHOBa Ha oneHkara ot Komucusita 3a HezaBucuM nperiien (IRC) (camo pagronorndau 1aHHNA).

OuenkaTa Ha Koe(HIEeHTa Ha prUcKa ce 0ocHOBaBa Ha Mojen Ha Cox, crpatudunupana mo IPI puck u craguii Ha
3abomsBaneTo. KoedumueHT Ha puck < 1 coun mpeaumcTso 3a VcR-CAP.

Bb3 ocHoBa Ha oueHku 1o Kaplan-Meier 3a cremnenTa Ha NpeXUBSIEMOCT MPH TPOIYKTa

BB3 ocHoBa Ha Log rank tect, crparudunupan ¢ IPI puck u craaunit Ha 3a00nsBaHETO.

Wsnonssar ce crpatuduupann Tadnuny Ha Mantel-Haenszel 3a orieHka Ha 00IIOTO CHOTHOIIICHUE Ha pHcKa, ¢ [P]

PHCK ¥ cTaaus Ha 3a00IIBaHeTO, KaTo cTpatudukannonan Gakropu. CroTHOmeEHKe Ha puck (OR) > 1 coun
npeauMcTBo 3a VcR-CAP.

Brumtousa Beruku CR + CRu, cnopen IRC, xocten mo3bsk 1 LDH.

P-croiinocT ot xu-kBaapat Tecta Ha Cochran Mantel-Haenszel, ¢ IPI u cTagus Ha 3a60711BaHEeTO, KaTO
cTpaTH(GUKAIUOHHU (HAKTOPH.

Bximrousa Benuku paguonoruuan CR+CRu+PR cnopen IRC, HezaBucnMO ganu € MOTBBPACHO OT KOCTEH MO3BK U
LDH.

CR = IIbien otroBop; CRu = I[Tenen otroBop, HenotBbpaeH; PR = Yactuuen otrosop; CI = JloBepurenen uHTepBal,
HR = Koe¢punuent Ha puck; OR = CpotHomenune Ha mancosere; [TT = I'pyna Ha BKIIoUBaHe Ha Teparnus
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MennanaTta Ha TIPEXUBIEMOCT 06€3 IIporpecHs 110 MpelieHka Ha n3cienosarens ¢ 30,7 Mecena B
rpynata Ha VCR-CAP u 16,1 mecena B rpynara Ha R-CHOP (koe¢uiuent Ha puck [HR] = 0,51;

p < 0,001). Cratuctuuecku 3HaunmMo nogoodpenue (p < 0,001) B mon3a Ha rpynara Ha JeYeHUE C
VCcR-CAP B cpaBuenue ¢ rpynata Ha R-CHOP e nabmronaBano B npoabmkenue Ha TTP (menuana
30,5 cupsmo 16,1 mecemna), TNT (memuana 44,5 cripsimo 24,8 mecenia) u TFI (meamana 40,6 cipsimo
20,5 mecena ). MenuanaTa Ha MPOABIDKUTEITHOCT Ha TBJICH OTroBop e 42,1 Mecena B rpynara Ha
VCR-CAP B cpaBuenue ¢ 18 mecena B rpynaTta Ha R-CHOP. [IpoabmkuTenHocTTa Ha TBJIHUS
otroBop ¢ 21,4 meceria mo-apira B rpynara Ha VCR-CAP (menuana 36,5 meceria cipsimo 15,1 meceria
B rpynata Ha R-CHOP). Okonuarenuust ananu3 Ha OS e HanpaBeH Clie/l IEpUoJI Ha POCeAsIBaHe C
Meaunana ot 82 mecena. Menuanara Ha OS e 90,7 mecena 3a rpynara Ha VcR-CAP B cpaBHeHue ¢
55,7 meceria 3a rpynarta Ha R-CHOP (HR=0,66; p=0,001). HabmonaBanata KpaiiHa MearaHa Ha
pasnmkara B OS mMexny 2-Te rpynu Ha jiedeHue e 35 mMecera.

[NauyeHTH, JIeKyBaHU NPEIU TOBA 3a aMIJIOW032 HA JICKUTE BEPHUTH

IpoBezetHo e oTBOpeHo, Hepanaomusupano Pasa I/l npoyusane 3a onpezaessHe Ha 6€30MACHOCTTA U
e¢ukacHoctta Ha VELCADE mpu narnueHTw, JIeKyBaHU MPEAH TOBA 32 aMIJION03a Ha JIEKATE
Bepurd. [1o BpeMe Ha Mpoy4YBaHETO He ca HAaOJI0AaBaH! HOBH ChOOpaKEHHS MO0 OTHOIICHUE Ha
Oe3omacHocTTa, mo-criermaiHo VELCADE He o0ocTps yBpekIaHusITa Ha TApreTHUTE OpraHd (ChpIle,
0b0penu u uepeH apo0). [Ipu u3cnenoBarencku anaau3 Ha eukacHOCTTa ce choOmana 67,3%
OTroBOp (BKIIOUHTENHO 28,6% ITbJIEH OTTOBOP) H3MEPEH IO XEMaTOoJIOTHYEH OTToBOp (M-TIpoTerH)
11py 49 OlleHEeHM MAlMEHTH, JTEKYBaHH ¢ MAKCUMAITHO J0IyCTUMHUTE 1034 OT 1,6 Mg/m? ceAMUYHO 1
1,3 mg/m? 1Ba mbTH CeAMMYHO. 3a KOXOPTUTE Ha TE3U J03U, KOMOMHHPAHATA €IHOTO/IUIIHA
npexxuBsemMoct e 88,1%.

IleanaTpuyHa NOMyJIAIHs

EBponeiickaTa areHuus o JiekapcTBaTa 0cBOOOXKAaBa OT 3abJDKCHUETO 3a MIPEIOCTaBSHE Ha
pesynrature ot npoyuBanusaTa ¢ VELCADE BBB BCHUKH MOATPYIH Ha MeIUaTPpUYHATA TOITYJIAIUS C
MYJTHIUIEH MHEJIOM U TIPH MaHTEITHOKIEeThueH JuMpoM (BK. Touka 4.2 3a nH(opMarys 0THOCHO
ynorpeba B IeIUaTpusITa).

[MpoyuBane da3za II, c eaHo pamo, 3a aKTHBHOCT, O€30MaCHOCT U apMaKOKWHETHKA, TPOBEACHO OT
Children’s Oncology Group, orieHsIBa akTHBHOCTTa IIpH 100aBsHE HAa OOPTE30MHUO KBbM
PEHHIYKIIMOHHA MOJTUXUMHOTEPAITHS MPH MEAUATPUUHHN U MIIAJIA BB3PACTHHU MAIUCHTH C JIUMGPOUTHN
3JI0Ka4YeCTBEHU 3a00siBanHus (MpexypcopHa B-kierpuna octpa muMdo0oiacTHa JieBKeMus [acute
lymphoblastic leukemia, ALL] ¢ T-knerbuna ALL u T-kinerbueH tumdobiacteH sumpom
[lymphoblastic lymphoma, LL]). EbekTrBHa cXema Ha peMHIYKIIMOHHA IOJUXUMHOTEPAITHS CE
npuiara B 3 bioka. VELCADE ce npunara camo nipu biiok 1 u 2, 3a 13 ce u30erHar noTeHIuaIHN
MPUTIOKPUBAIIY C€ TOKCHYHOCTH C €JTHOBPEMEHHO MPHIIOKEHUTE JieKapcTBa oT biok 3.

[Teauust orroBop (CR) e orenen B kpast Ha biok 1. [Tpu B-ALL nmanueHTy ¢ penuans B paMKuTe Ha
18 mecenia ot nuarnoctunupanero (n = 27) nporeHtsbT Ha CR e 67% (95% CI: 46, 84); 4-meceuynara
npexusseMoct 0e3 ceoutue e 44% (95% Cl: 26, 62). Ilpu B-ALL nauneHTy ¢ peunauB B paMKUTE Ha
18-36 mecena ot quarnoctuipaneTo (n = 33) npoueHtsbT Ha CR € 79% (95% CI: 61, 91) u 4-
MecedHaTa npexxuBsieMocT 6e3 crouthe e 73% (95% Cl: 54, 85). IlponieatsT Ha CR 1ipu marnmeHTH ¢
nbpBH perauB pu T-kinerbuna ALL (n = 22) e 68% (95% CI: 45, 86) u 4-meceynata
npexuBseMoct 0e3 croutne e 67% (95% CI: 42, 83). OtyeTeHuTe NaHHU 32 €(PUKACHOCT CE CUMTAT 3a
HeyOenuTenHu (BXK. Touka 4.2).

140 narentu ¢ ALL niu LL ca BkimtoueHH 1 OIIEHEHH 32 0€30IacHOCT; CpeIHATa BB3PAcCT €

10 romunu (ot 1 10 26). He ca HaGmromaBaHyu HOBU CUTHAIIM 110 OTHOIICHHE Ha 0€301MacHOCTTa IIpH
nobassiaeto H2a VELCADE kbM OCHOBHATa CTaHAapTHA XUMHOTEPAIIUS TPH MeAUaTPHIHA
npekypcopaa B-knerpuna ALL. Crnennute Hexxenanu jgekapcTBeHu peakuuu (Crenen > 3) ce
HaOII0]aBaT ¢ MO-BUCOKA YECTOTA MMPU TeparneBTuyHa cxema, BkitouBama VELCADE, B cpaBHeHue ¢
PETPOCTIEKTHBHO KOHTPOIHO MPOYYBaHE, IPH KOETO OCHOBHATA CXEMa Ce MpHara CaMOCTOSITETTHO: B
brox 1 nepudepna cenzopna neBpomatus (3% crapsmo 0%); uneyc (2,1% crpsmo 0%); Xxumoxcus
(8% cmpsimo 2%). Hsma nnbopMarus 3a Bb3MOXKHU ITOCIICICTBHS WM 32 TEMIIOBETE Ha pa3BUTHUC HA
nepudepHa HeBpoMaTus B ToBa Npoy4uBaHe. HabnronaBana e mo-Brcoka 4ectora Ha HHQEKIUH ChC
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Crernex > 3 neytponenus (24% cupsamo 19% mpu brok 1 u 22% crpsimo 11% npu brok 2), moumeHa
ALT (17% crupsimo 8% tipu brok 2), xunokanuemus ( 18% cropsimo 6% mipu biok 1 u 21% crpsimo
12% npu bnok 2) u xunonarpuemus (12% crpsmo 5% mpu biok 1 u 4% crnpsimo 0 npu brok 2).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

AOGcopouus
Cnen MHTpaBeHO3HO 60IyC NPHIOKERHUE Ha 1031 oT 1,0 mg/m? u 1,3 mg/m? na 11 nauuenTyn ¢

MYJITUIUIEH MUEJIOM U CTOWHOCTH Ha KPEAaTHHUHOBHS KIIMPBHC NO-BUCOKH OT 50 ml/min, cpenanTe
MaKCHMAaJTHU TUTa3MEHH KOHIICHTPAIIUY CJIE]] TbPBaTa 10332 0OPTe30MHUO ca OWIIU ChOTBETHO 57 U
112 ng/ml. [1pu mocneaBaiy 1034, HAOIIOIABAHUTE CPSIHA MAKCUMAITHU IJIA3MEHU KOHIICHTPAIIUU
Bapupar ot 67 1o 106 ng/ml 3a no3a ot 1,0 mg/m? u ot 89 no 120 ng/ml 3a mo3a ot 1,3 mg/m?2,

PasnpeneneHue
Cpemuust o6em Ha pasnpenenenne (Vq) Ha 6oprezomud Bapupa ot 1 6591 mo 3 294 1 cen

€JHOKPATHO MIIM MHOIOKPaTHO MHTPABEHO3HO MPUIOkKEHUE Ha 103a 1,0 mg/m? wm 1,3 mg/m? mpu
HaLMEeHTH C MYJITUILICH MuesloM. ToBa o3HauaBa, ye 60pTe30MUO ce pa3npenes IMUPOKO KbM
nepudeprute Thkanu. [Ipu korneHTpan Ha 6opTezomud Hax nuamazona 0,01 mxo 1,0 pg/ml
CBBP3BaHETO IN VItro ¢ ra3mMeHnTe NPOTeHHH ¢ cpenHo 82,9% 3a voBelka ruiazma. OpakiusaTa Ha
6opTe3omMu0, CBbp3aHa ¢ IUIa3MEHUTE IPOTECHHH HE € 3aBUCHMA OT KOHLCHTPALUATA.

buorpancdhopmanus

[TpoyuBanus in Vitro ¢ yoBemku 4epHoapoOHH MUKpo3oMu U yoBelnku c/IHK-ekcnipecupanu
mutoxpom P450 n3oeH3nMu mokassat, 4e 60pTe30Mub ce MeTabon3upa rI1aBHO OKCHIIATHBHO Ype3
uToxpom P450 ensumu, 3A4, 2C19 u 1A2. OcHOBHHAT MeTaOOIUTEH ITBT € AeOOpOHM3AHS U
(dopMupane Ha Ba 1e0OPOHU3UPAHA METa00INTa, KOUTO B TIOCIIEACTBHE PETHPIISBAT
XUJIPOKCHIIUPAHE JI0 HAKOJIKO MeTabonuTu. J[eOopoHu3upannTe MeTadoinuTy Ha 0opTe30Mud ca
HEaKTUBHU KaTo 26S MpOTE030MHU HHXUOUTOPH.

EnumMunupane
CpeIHusT eTMMUHAIMOHEH Oy KHUBOT (t1/2) Ha 6OpTE30MHUO Ciie]] MHOTOKPATHO MpUIaraHe Bapupa OT

40 no 193 gaca. boprezomub ce emumuHHIpa MO-O0BP30 Clie]] MEpPBaTa 033 B CPABHEHUE ChC
cnenBammute A03u. CpeqHUAT ToTaleH TeneceH KiupbHe € 102 u 112 1/h cnen npuiarane Ha mppBa
n03a npu 1031 chotBeTHO 1,0 mg/m? u 1,3 mg/m? u Bapupa ot 15 10 32 I/h u ot 18 o 32 I/h, cnen
MOCJIE/IBAILO MPUJIAraHe Ha 103U ChOTBETHO 1,0 mg/m2 nl,3 mg/mz.

CrernuansHu MoIyJIalin

UepHopapoO6HO yBpexpgaHe

EdekTbT Ha 4epHOAPOOHOTO YBpEXAaHe BbPXY (hapMaKOKMHETHKATa Ha OOPTE30MHUO € OIIEHEH B
npoyuBaHe ¢a3sa | mo BpeMe Ha IbpBHUs TEPANICBTHYUEH IIMKBJI, BKITFOUBAIIO0 61 MallMeHTH MPeIUMHO
CHC COJIUJHU TYMODPH U Pa3fIN4HA CTETIEH Ha YePHOAPOOHO yBpEXKAaHe, PH 103U O0PTE30MUO MEXTY
0,5 mo 1,3 mg/m?.

B cpaBHEHME ¢ MAMEHTUTE C HOPMAITHA Y€PHOAPOOHA (PYHKITHS, JIEKOTO YePHOAPOOHO YBpEKIaHE HE
npoMeHs no3a-Hopmanusupanata AUC Ha 6opTe3oMu0. BrIipeku ToBa, CpelHUTE CTOMHOCTH Ha J1030-
Hopmanusupanata AUC ca ce noBuimiu ¢ okoio 60% npu NauueHTy ¢ yMEPEHO 0 TEKKO
qepHOIPoOHO yBpekaane. Ilo-Hrucka HavamHa 1032 Ce IPEophyUBa MPHU MAITUSHTH ¢ YMEPEHO 10
TEKKO YepHOAPOOHO YBPEKIaHE, KATO TE3W MAIMCHTH TPsiOBa CTPUKTHO Ja C€ MPOCIeAsIBAT

(Bk. Touka 4.2, Tabnuna 6).

Bb6peypeadgags

®DapMakOKHHETHYHO TPOYYBAHE € MPOBEXK/IAHO MPH MAUCHTH C Pa3IMYHU CTEIICHH Ha OBOPEYHO
yBpEXIaHe, KOMTO ce KiIacH(pUIupar cb00pa3HO TEXHUTE CTOMHOCTH Ha KPEATHHUHOBHS KITMPBHC
(CrCL) B cnemHHTE TPYIIH:

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 m2, n = 9) u texko (CrCL < 20 ml/min/1,73 m?, n = 3). I'pyna
JIMATM3UPAHH TIAIIMCHTH, KOUTO ca JI03MPaHy CJIe JHajin3a, ChIIo € BKIIIOYEHA B IIPOy4BaHeTo (n = 8).

33



Ha manueHTure ca npuiaaranu uHTpaseHo3nu 1034 ot 0,7 1o 1,3 mg/m? VELCADE nBsa nbTn
ceqmuuHo. Excriosuniuara Ha VELCADE (mo3a-nopmanmsupann AUC u Crax) € CpaBHIMA BBB
BCHYKH IpynH (BXK. TOUKa 4.2)

Bbp3pacT

dapmakokHHETHKAaTa HAa OOPTE30MHUO ce ompeelis cliell 00JIyC MHTPABEHO3HO MPHIIOKEHHE JIBA ITBTH
ceIMUYHO B 1031 110 1,3 mg/m? na 104 neauatpuunu nauuentu (2-16 rogunu) ¢ octpa
muMpooractHa neskemust (ALL) win octpa muenonaHa teBkemus (AML). Bb3 ocHoBa Ha
TIOITyJIAIIMOHEH )apMaKOKWHETHICH aHaJIn3, KIMPHHCHT Ha OOPTE30MHO ce TIOBUIIIABA C yBEITHUaBaHEe
TUIONITA Ha TejecHaTa moBbpxHOCT (BSA). Cpennus reomerpuueH (% CV) KIUpBHC ©

7,79 (25%) I/hr/m?, 06eMbT Ha pa3npeeneHne NPK CTAMOHAPHO CheTosiHKe € 834 (39%) I/m? n
CMTUMHUHAIMOHHUAT TOTYKUBOT € 100 (44%) vaca. Ciienn kopurupane Ha BSA edexra, npyru
nemorpadcku JaHHH, KaTO BB3PacT, TEJIECHO TETJIO M MOJ HAMAT KJIMHUYHO 3HAYNMU e(DEKTH BHPXY
KIMpbHCa Ha 6opTe3oMud. BSA-kopurupanusT KIupbHC Ha 00pTE30MUO MU NETUaTPUYHH NAlUEeHTH
€ ToI00CH Ha TO3W, HAOJI01aBaH MPH BH3PaCTHH.

5.3 IlpeakIMHUYHHU JaAHHU 32 0€30MACHOCT

BopTe3oMub ¢ MmoJIoKUTENEH 32 KIIACTOreHHA aKTHBHOCT (CTPYKTYPHH XPOMO30MHH abepariuu) mpH in
Vitro npoyuBase 3a XpOMO30MHH abepalliy ¢ KJISTKH OT SHYHUK Ha kutaiicku xamctep (CHO) npu
KOHIICHTpAIMK OT mopsiAbKa Ha 3,125 pg/ml, kosTo e Hali-HUCKaTa OlleHABaHA KOHIICHTPALIHSL.
Bopte3oMub He ¢ TeHOTOKCHYCH, MPH iN Vitro mpoy4BaHe 3a MyTareHHOCT (Ames TecT) u in Vivo
MUKPOSIPEH TECT MPH MUIIKH.

[IpoyuBaHus 32 TOKCHYHOCT HA Pa3BUTHETO IPH IUIHXOBE U 3aHIH ca MoKa3anu eMOpHo-(peTanHa
CMBPTHOCT TIPH J03H, TOKCHYHH 32 MalikaTa, HO JIUTICA Ha TUPEKTHA eMOpHO-(eTarHa TOKCHIHOCT
NIPY 103U O]l TOKCUYHUTE 32 MaiikaTa. [IpoyuBanus 3a pepTUINTET HE ca MPOBEXKIaHH, HO €
W3BBPIICHA OIICHKA Ha PEMPOAYKTUBHUTE ThKaHH, TIPH MPOYYBAHUSATA 32 001 TOKCHYHOCT.
HaGmonaBanu ca gereHepatiBHU e()eKTH BbPXY TECTUCHTE U SIMYHUIIMTE IPU 6-MECeYHO NpOyYBaHe
NP TUTBXOBE. 3aTOBA € BEPOSITHO OOPTE30MHO J]a UMa IMOTEHIMATHHA €)EKTH U BbPXY MBKKHUS U
KeHCKH QepTunuteT. [IpoyyBanus Ha IepU- U MOCTHATAIHOTO Pa3BUTHE HE Ca MPOBEXKIAHH.

ITpy MyNTULMKIMYHY IPOYYBaHMS 3a 0011a TOKCHYHOCT, IPOBECHHU C IUTbXOBE U MaliMyHH,
OCHOBHUTE MPHUIIETHU OPraHy BKJIIOUBAT CTOMAIIHO-YPEBEH TPAKT, KOETO JOBEX/IA 10 MOBPBIIaHEe
W/WIK Tuapusi, XeMOIIOeTUYHA 1 TMM(HA ThKaHU, BOACLIO 10 LIMTONIEHNUH B NepudepHaTa KpbB,
aTpodusa Ha TMMpoUIHATA THKAH U XUIIOLETYJapHOCT B XEMOIIOETUYHUS KOCTEH MO3BK, epudepHa
HeBponaTHs (HabmogaBaHa Mpu MatMyHH, MUIIKU U Ky4eTa), 3acsiraiia akCOHUTe Ha CeH30PHHUTE
HEPBH U JICKH IPOMEHU B ObOpenyTe. BcHuky Te3u TapreTHU OpraHu ca MOKa3ald YaCTHYHO JIO ITBITHO
BBH3CTAHOBSIBAHE CIIE/l CIIMPAaHE HA JICYCHUETO.

Ha 6a3ara Ha mpoy4BaHMsI TPH KUBOTHH, aKO UMa HAKAKBO NMPEMIHABaHE Ha OOpTe30MHUO mpe3
KPBbBHO-MO3bYHATa Oapuepa, TO U3IJIeKAa € OTPAaHUYEHO, U 3HAYMMOCTTa My IIPH XopaTa €
HEHU3BECTHO.

DapMaKoIOTHYHU CHPJCYHO-CHIOBU M3CIEABaHU 32 O€30IaCHOCT, TPOBEACHH TP MaliMyHHU U
KydeTa [TOKa3BaT, 4e MHTPABEHO3HH J03H, IIPEBUILABAIIY TPUOIM3UTEITHO 1B 10 TPU IIBTH
NpENnopbYBaHaTa KJIMHUYHA 103a B MEZ/M?, ca CBbP3aHy C TIOBHMINABAHE HA ChP/ICYHATA YECTOTA,
MOHIKaBaHEe Ha KOHTPAKTUIINTETA, XUIIOTEH3MUS U CMBPT. [IpH KyueTa MoHMKaBaHETO HAa ChPACYHUS
KOHTPAaKTHINTET M XUIIOTEH3UATA Ca CBBP3aHM C OCTPO BBbBEXKJaHE HA MOJIOKHUTETHN HHOTPOIIHU WIIN
npecopHu areHTH. OCBEH TOBa, NP W3CJIEABAHMUATA IPH KydeTa e 610 Halmo1aBaHo c1abo
yBenuuaBaHe Ha HopMmaiHus QT-unTepBan.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Manwuron (E421)
Asor

6.2 HecnbBMecTHMOCTH

To3u nexapcTBEeH NPOAYKT He TPSOBa Jla ce CMECBa ¢ APYTH JICKAPCTBCHH MPOAYKTH, C U3KIIFOUESHUE Ha
[I0OCOYEHUTE B TOUKa 6.6.

6.3 Cpok Ha rogHoOCT

Hepasneuaran daakon
3 roguHu

Cren pa3TBapsHe:

Pa3TBOpBT TpsOBa ma ce M3M0I3Ba He3a0aBHO Clie] MPUTOTBSIHE. B cirydai, 4e He ce M3Mo3Ba
He3a0aBHO, TIEPHOABT HA M3IMOJI3BAaHE U YCIOBUSATA 33 ChXpaHEHHUE MPEAH yrnoTpeda ca OTTOBOPHOCT
Ha nioTpeduTens. JlokazaHna e o0aye xumMuuecka u (pu3ndecka cCTaOMIHOCT Ha IPUTOTBEHUS Pa3TBOD 3
8 waca npu Temnieparypa 25°C, pu CbXpaHEHHE B OPUTHHATHUS (JIAKOH W/IIN CIPUHIIOBKA. O0ImOTO
BpeMe Ha ChbXpaHEHUE Ha Pa3TBOPEHMUS JIEKAPCTBEH MPOAYKT HE TPsOBa 1a HaaBUIIABa § yaca Mpean
npuIaraHe.

6.4 CrhenuajaHu yCJIOBHS HA ChbXpPaHeHUe

[a He ce cpxpanssa Hax 30°C.

CroxpansBaiiTe (1akoHa BB BTOpUYHATA KaPTOHEHA OMMAaKOBKa, 3a Jla Ce MPe/Iia3u OT CBETIHHA.
3a yclioBHATa Ha ChXPAHEHHUE CIIE/ Pa3TBapsHE Ha JISKAPCTBEHMS IIPOAYKT, BIKTE Touka 6.3.
6.5 Bwuau chbabp:kaHue HA ONAKOBKATA

®iakoH 5 ml ot ¢TI0 THIT | ChC cHBa OPOMOYTHIIOBA 3allylIaiKa M aTyMUHHEBa 00KaTKa ChC
3eJIeHa Karayka, Chbprkant 1 mg 6opre3oMuo.

DIaKOHBT € MOCTaBeH B Mpo3payuHa OJMCTepHA OMAKOBKA, ChCTOSIIIA Ce OT THE3/I0 ¢ Karak. Besika
OMaKoBKa ChAbpka 1 yiakoH 3a eqHOKpaTHA yroTpeoda.

6.6 CrhenuajJHu npeanasHu MEPKH NMPH U3XBBPJIsiHe U padoTa

OO6mu npeanasHu MEPKU

Boprezomu6 e nuToToKCHYeH NPOAYyKT. 3aToBa 10 Bpeme Ha pabota ¢ VELCADE u npurotBsHeTo My
e HeoOxoarMo noBuiIeHo BHUMaHue. [IpenopruBa ce, ynorpedaTa Ha PbKaBUIM U APYTO 3AIUTHO
00J1eKJI0 32 Tpea3BaHe OT KOHTAaKT ¢ KOXKaTa.

Io Bpeme Ha pabota ¢ VELCADE Tpsi6Ba CTPUKTHO Jia ce cria3Ba aceNTHYHA TEXHHUKA, Thi KaTo TOH
HE ChIbpPKa KOHCEPBAHT.

Wma cayvau ¢ dataneH n3xoa npu HEMpeJHAMEPEHO HHTPATEKAITHO MPUIOKEHUE Ha
VELCADE.VELCADE 1 mg npax 3a HHXEKIIHOHEH pa3TBOP € CamMo 3a HHTPABEHO3HO NPHIIOKEHHE,
nokatoVELCADE 3,5 mg npax 3a HH)XEKIIMOHEH Pa3TBOP

€ 32 MHTPaBEHO3HO WX ToakokHOo npuiokenne. VELCADE ne Tps6Ba na ce mpuiara HHTPaTeKaIHO.
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HHcTpyknny 3a OpuroTesHe
VELCADE Ttpsi6Ba fa ce pa3TBaps OT MEIUIIMHCKH CTICIIHAIHCT.

Bceeku ¢imakon VELCADE ot 5 ml TpsioBa BHUMaTenHo na ce pa3rBopu ¢ 1 ml MHKEKIIMOHEH pa3TBoOp
Ha HaTpues xnopua 9 mg/ml (0,9%), kato ce usmoa3sa crpuHIOBKA OT 1 ml, 6e3 1a ce oTcTpaHsaBa
3amymrankarta Ha ¢uakoHa. JIoQUIM3HpaHusT Ipax ce pa3TBaps HA'BIHO 32 IT0-MAJIKO OT 2 MUHYTH.
Cunen npurotssiHe, Bceku ml pa3tBop cbabpxka 1 mg 6opre3omud. [IpUroTBEeHUST pa3TBoOp € OUCTHP U
Oe3nBeTeH, ¢ kpaiino pH ot 4 1o 7.

[penn npunoxeHne pa3TBOPHT TpsIOBa Aa Ob/Ie BU3yaIHO IpeTJie/iaH 3a HAIMIKE Ha BUANM YaCTHIN
U IIPOMsIHA B 11BeTa. AKO ce HaOJr01aBa HSIKaKBa MPOMSIHA B [[BETA WIIM BHIMMH YaCTHIIH,
NPUTOTBSHUSAT PAa3TBOP TPsOBa J1a C€ U3XBBHPIIH.

UsxBbpIIsHE
VELCADE e camo 3a eqHOKpaTHa ynoTtpeoa.

HewunsnonsBanusT neKapcTBeH NPOLYKT WIM OTHaIbUYHUTE MATEPUAIIN OT HEro Tpsi0Ba J1a ce U3XBBPIIAT

B CbOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

JANSSEN-CILAG INTERNATIONAL NV

Turnhoutseweg 30

B-2340 Beerse

Benrus

8. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/04/274/002

9. JATA HA ITBbPBO PABPEIIABAHE/IIOIHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[Jara Ha repBO pa3pemanane: 26 ampun 2004

[Hara Ha nocneano noaHossBane: 10 sayapu 2014

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

05/2021

TMoxpoOHa HbopMalrs 3a TO3H JEKApCTBEH MPOYKT € Mpe0CTaBeHa Ha yebcalita Ha EBpomneiickaTa
areHIusl Mo JiekapcTeaTa http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

VELCADE 3,5 mg npax 3a HHXEKIIHOHEH Pa3TBOP.

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bceku ¢uakon chabpxa 3,5 mg 6oprezomud (bortezomil (karo manuTosn 60poHOB ectep).

Cren pastBapsine, | ml OT HHIKEKITMOHHMS PAa3TBOP 3a MOIKOKHO MPUIIOKEHHE ChIAbpKa 2,5 Mg
oopTe3oMuo.

Cren pastBapsine, 1 ml oT HHKEKITMOHHKS Pa3TBOP 3a HHTPABCHO3HO MPHIIOKEHHE ChIAbpka 1 mg
oopTe3oMuo.

3a IMBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA, BIOKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a HHIKEKITMOHEH Pa3TBOP.

Bsin 1o moutH Osu1 MMOGUIN3AT WIK TIPax.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHU MOKA3AHUSA

VELCADE kato MoHOTeparnus Wix B KOMOMHAIUS C MIETHIINPAH JIUIIO30MEH JJOKCOPYOUIIMH WK
JIEKCaMeTa30H € MOKa3aH 3a JICUCHUE Ha MPOTPECUpaIll MyJITUIIIICH MUEJIOM TIPH Bb3PACTHH MAIUEHTH,
KOHUTO Ca IOJIYYHIIN TIOHE [1H BH/| IPEIUIITHO JeUeHUE U Bede ca OWIIH IMOITI0KEHH HUITH ca

HETOIX OIS 33 TPAHCTUIAHTAINS Ha XEMOIIOETHYHYU CTBOJIOBH KJIETKH.

VELCADE B koMOuHanus ¢ Mendanad 1 IpeAHU30H € MOKa3aH 3a JICUeHHe Ha Bh3PACTHH MMAIUEHTH C
HEJIEKYBaH MYJTHUILIEH MHEIOM, KOUTO Ca HETIOAXOIAIIH 32 BUCOKO/I030Ba XUMHUOTEPAITHS C
TPAHCIUTAHTAIIHS HA XEMOTIOETUIHHI CTBOJIOBH KJICTKH.

VELCADE B xoMOnHAaI#s ¢ JeKCaMeTa30H WIH C JIEKCAMETA30H U TAIIMAOMU/L € IIOKa3aH 3a
WHIYKITMOHHO JICYCHHUE HA BH3PACTHU MAIUEHTH C HEJICKYBaH MYJITHILICH MUEJIOM, KOUTO ca
TTOIXO/ISIIIIN 32 BUCOKOI030Ba XUMHUOTEPATIHSI ¢ TPAHCIUIAHTAIIUS Ha XEMOIIOETUYHH CTBOJIOBH KJIETKH.

VELCADE B xoMOuHanus ¢ purykcumMad, nukinodocdamua, 10KCopyOUIIMH U IPETHU30H € MOKa3aH
3a JIeYCHUE Ha BH3PACTHHU MAIUCHTH C HEJICKYBaH MaHTEIHOKIIEThYEH TUM(OM, KOUTO HE ca
MOJXOAIIN 32 TPAHCIUIAHTALMS HA XEMOIIOETHYHH CTBOJIOBH KIJIETKH.

4.2  Jlo3MpoBKAa M HAYMH HA MPUJIOKEHHE
Jleaenuero ¢ VELCADE Ttpsi6Ba na 3aniouHe 1o HabIIOACHUETO HA JIEKAp C OMHT B JICUCHUETO Ha
onkonorunanau nanueHTd. VELCADE moske na ce mpuiara 0T MEIUIIMHCKY CTIETIHAIIUCT C OIUT TIPH

ynotpebaTa Ha xumuoTeparneBTuunu cpencrsa. VELCADE TpsioBa ma ce pa3TtBaps OT MEIUITHHCKH
crieuaIucT (BXK. Touka 6.6).
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J1o3MpoBKa IpH JICUeHUE HA IPOrPECHUPaI] MYJITHILICH MUEIOM (HAIlUEHTH, KOWTO Ca IMOJYYHIIN ITOHE

€JIHO IIPEAIIECTBAII0 JICUECHHUE)
MoHoOoTepanusd

VELCADE 3,5 mg npax 3a HHXEKIIHOHEH pa3TBOp ce MpUiiara KaTo HHTPaBEHO3HA WJIH MOIKOKHA
VHKEKIIMSA B TIPENOPBUMTENHATA103a OT 1,3 Mg/M? TenecHa MOBBPXHOCT JIBA ITBTH CEJMUYHO B
IPOAB/DKEHUE Ha J1Be ceaMuI Ha feH 1, 4, 8, u 11 B 21 nqueBeH jeueOeH nukbia. To3u 3-ceqmudueH

nepuoJ ¢ cuura 3a neuebeH IOHUKBJI.

IIpenoppuntenHo e manuenTute fa nmoxy4dar 2 nukbiaa ¢ VELCADE crnex moTBbprk1aBaHe Ha ITBJICH
oTroBop. [IpenoppuBa ce ChIO MAIMEHTHUTE C OTTOBOP, KOUTO HE Cca ITOCTUTHAJH IThJTHA PEMUCHS J1a
nosrydaBat o010 8 1ukbia geuenue ¢ VELCADE. Mexny nse nocienoBarentu 1o3u VELCADE

TpsiOBa J1a ©I3MHUHAT MOHE 72 yaca.

ApanTunpaHe Ha fjgo3aTa NO BpemMe Ha nNeyeHWMeTO MU NOB
MOHOTepanwus
Jleuennero ¢ VELCADE TpsiOBa ma 0b/1¢ CripstHO TIPH MOsIBA HA BCSIKA HEXEMATOJIOTHIHA TOKCHIHOCT
ot CteneH 3 WiM BCSIKAa XeMaTOJIOTMYHA TOKCUYHOCT OT CTeneH 4, ¢ U3KII0YeHUe Ha HEBpONaTus,
KaKTO € M3JI0KEHO TMO-0Ty (BXK. ChIo Touka 4.4). Cnen oT3By4aBaHe HA CAMITOMUTE HA TOKCUYIHOCT,
neuennero ¢ VELCADE moske n1a 6b/1€ 3a104HATO OTHOBO C 1034, HamaieHa ¢ 25% (1,3 mg/m?
namanena 1o 1,0 mg/m?; 1,0 mg/m? namanena o 0,7 mg/m?). Ako TOKCHYHOCTTA HE OT3BYYH HJIU aKO
ce MOsIBM OTHOBO TIPH Haii-HUCKaTa 1032, TpA0Ba Jja ce 0OMHUCIIN MPEyCTaHOBSIBAHE HA TEPausiTa ¢
VELCADE, ocBeH ako moJi3ara OT JICUEHHUETO HaJIBUIIIaBa 3HAUUTEITHO PUCKOBETE.
HeBponaTtTmnmuHa 6o0onka u/ vmnunm nepumndpepHa HeBponaTwuA
[larueHTHTE, KOUTO UMAT CBBP3aHa ¢ OOPTE30MUO HEBpPOIIaTUYHA OOJIKa W/UIH repudepHa
HEBPOMATH CieiBa Ja ObIAT TPETHUPAHHU KakTo € moka3ano B Tabmuma 1 (Bxk. Touka 4.4). [lanmentute
C TIpeIecTBala Texkka HeBponaTust TpsioBa na 0vaat nekyBanu ¢ VELCADE camo ciien BHUMaTeTHa
OIICHKA PUCK/TI0JI3a.
TabnuillpenopbyBaHO* MoOoAMUMUMPAaHeEe Ha fo3aTa NPU HE
TexecT HA HEBPONATHATA Moaudguuupane Ha 103aTa
Crenen 1 (acumnTomaruuHa; 3aryba Ha He
IBJIOOKH CyXOKWITHH pedIiekcr Wi
napecresus) 6e3 Oosika uin 3aryba Ha GYHKIHs
Crernien 1 ¢ 6onka wiu CreneH 2 (yMepeHU Hamanenue na VELCADE 1o 1,0 mg/m?
CHUMIITOMH; OTpPaHUYaBa UHCTPYMEHTAITHUTE 17001
exxeqHeBHH neiiHocT (ADL)**) [IpoMmsiHa Ha cxemara Ha JeueHue Ha
VELCADE Ha 1,3 mg/ M2 BeIHBK CEAMHUYHO
Crenen 2 ¢ 6onka nin CreneH 3 (TeXKH Crnupane Ha nedennero ¢ VELCADE, nokato
CHUMIITOMH; OTpaHUYaBa €KEAHEBHUTE AEHHOCTH | CHMITOMHTE Ha TOKCHYHOCT HE OT3BYyYaT.
1o camoobciyxBane ADL***) Koraro Tokcu4HOCTTa OT3BYYH, TOBTOPHO
BbBeXaane Ha geuenne ¢ VELCADE u
HamassBaHe Ha jo3ara 10 0,7 mg/m? Bequbxk
CEIMUYHO.
Crenen 4 (;)kuBoTo3acTpainaBamu nocneactsusi; | [IpexparsaBane Ha Tepanusta ¢ VELCADE
MOKa3aHa € CIeIIHA HHTEPBEHIIUS)
W/WITK TeKKA aBTOHOMHA HEBPOIIATHS
* Ocnosaga ce Ha Moau(dHUIMpaHe HAa 03aTa NIPY MIPOYIBaHUS Ha MYJNTHIUICH MuenoM, ¢asa Il u Il
NOCTMAPKETUHIOBHUS OITUT. CTeHeHyBaHeTO € B CbOTBETCTBHUEC C O6H_II/ITC KPUTECPHUHU U TCPMUHOJIOI'US HA HEXKECITIAHUTE
croutus (CTCAE) Ha Hantmonanuus onkonoruyed uHCTUTYT (NCI) Ha CALLL, Bepcus 4.0.
" MHCTPYMEHTANHMU e X EofHacecs sH WUrqTBEHE ik @AHT, Ma3apyBaHe Ha XPAHH W APEXH,
M3II0JI3BAHC HA TeJ'Ie(l)OH, paGOTa C mapu u J1p.,
" Exe OHEBHWN [OEeWNHOCTMW OmHAcs CE 3a HbKE, ®@TUHAHOKIB EDHI"IHE, XpaHeHe, U3II0I3BaHEe Ha
TOAJIETHATa, MPUEMAHE Ha JICKAPpCTBCHU NPOAYKTH U HE3AJIC)KaBaAHE HA JICTIIO.
KOM6VIHl/IpaHO nevyeHune ner mnnmpadtH nmnos3omMeH OOKCOQp

VELCADE 3,5 mg npax 3a HHXEKIIHOHEH pa3TBOp ce MpUiiara KaTo HHTPaBEHO3HA MJIH MOJKOKHA
VHKEKIIMA B TIPENOPBUMTENHA 1032 0T 1,3 M@/M? TenecHa MOBBPXHOCT Ba IIHTH CEAMUYHO B
MPOIBIDKEHNE Ha ABE ceaMunn Ha feH 1, 4, 8, u 11 B 21 mHeBeH jedebeH 1ukwi. To3u 3-cemMudeH



TIEPHOT CE CUMTA 3a JeueOeH Kb, TpsaoBa ga M3MUHAT Hal-Mallko 72 gaca MEXIy 1B
nocnenoBatensu 1031 VELCADE.

T[leruIupaHusT JIUMO30MEH JOKCOPYOHUIMH ce npuiara B o3a 30 mg/m? na aen 4 ot j1eueOHUs UKbI

¢ VELCADE karo 1 yacoBa unTpaBeHo3Ha uH(py3us cien npuioxkenuero Ha VELCADE.

Mosxe ma ce IpriIoXKat 10 8 IUKbIa KOMOMHHPAHO JISYCHHE, CTHUTa 3a00JIIBaHETO J1a HE IIporpecrupa u
MAIIMECHTHTE JIa TIOHACAT JieueHHEeTo. [lalueHTuTe, MOCTUTHAIN ITBJICH OTTOBOP, MOXKE Jia IPOIBJIKAT C

OIlIle MOHE 2 UKBJIIA CIIe]l IbPBUTE JAHHU 32 IIBJICH OTTOBOP, JOPU aKO TOBA Hajara rnoBeye oT
8 nuksbia. I[larueHTrTe, YMUTO HUBA HA HAPAlIPOTEHH IIPOAB/KABAT Ia CC IIOHMKABAT U CIIE]
8 nuKbIa, CHIO MOKE Ja MPOABIKAT, CTHTa J1a IIOHACST JICUCHUETO U J1a IPOIbIDKABAT 1a UMAT

OTTOBOD.

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO MNETWINpaHus JJUIIO30MCH I[OKCOpy6I/IHI/IH, BHKTC

croTBeTHaTa KpaTka xapakrepucTuka Ha IpOIyKTa.

KoMb6uHauywns

MPOIBIDKEHNE Ha JBE ceaMuii Ha fieH 1,4, 8, u 11 B 21 nHeBeH UMKbI Ha JiedeHue. To3u 3-cenmMuueH

c

AeKcaMeTas3O0OH
VELCADE 3,5 mg npax 3a HHXEKIIHOHEeH pa3TBOp ce MpHUiiara KaTo HHTPABEHO3HA HITH MOIKOKHA
MHKEKIHUS B IPENOPBYUTENIHA 1032 OT 1,3 Mg/m? TenecHa MOBBPXHOCT [iBa MBTU CEIMUYHO B

MIEPHUOJI Ce CUMTA 3a JieueOeH MUKBI. Tpsa0Ba 1a M3MUHAT Hali-MaJIko 72 gaca MeXIy JIBe
nocnegoBatennu 103 VELCADE.
JlexcameTa3oH ce mpuiiara nepopaiHo B 103a ot 20 mg Ha nieH 1, 2,4, 5, 8,9, 11 u 12 ot neyeOHus

uukea ¢ VELCADE.

[larmenTrTe, MOCTUTHAIA OTTOBOP WIIH CTaOMIM3UpaHe Ha 3a00Is1BaHEeTO ciiel 4 IUKBIIA OT
KOMOMHHUPAHOTO JICUCHUE, MOXKE J1a IPOIABJDKAT J1a IpUeMaT ChIllaTa KOMOMHAIIMS 32 HE TIOBEYE OT

4 DOIIBbIHUATENHN HUKBIIA.
3a fomBIHKUTENTHA HHPOPMAIIUS OTHOCHO JIEKCAMETa30H, BHXKTE ChbOTBeTHaTa KpaTka XapakTepucTHKa

Ha [IPOAYKTA.

ApantunpaHe

MnesinomwM

3a kopurupane Ha no3ara VELCADE npu komOuHupaHa Tepanuisi, clieiBaiiTe yKa3aHusATa, OMCAHU B

MOHOTEpanusd no-rope.

H a

aos3arTa

npwu

KoMOGUMHMpPpaAaHa

HOSI/I’DOBKa OpHy HEJICKYBAHHU NAIIMCHTH ¢ MYJITHIIJICH MHEJIOM, KOMTO Ca HCMOAXOJAIIHN 3a

TpaHCIIaHTaIllMA Ha XEMOTIOCTHYHHW CTBOJIOBU KJICTKH

KomMm6unuHMpaHa

Mpuiara Ba IbTH CEAMUYHO Ha JieH 1, 4, 8, 11, 22, 25,29 u 32, a B uukiu 5-9, BeAHbXK CEAMUYHO Ha

Tepanmsda

c

Mendanat
VELCADE 3,5 mg npax 3a HHXXEKIIHOHEH Pa3TBOP Ce MpHIiara KaTo HHTPABEHO3HA FITH TOKOKHA
WHXKEKIUS B KOMOWHAIIWS C TIEpOPAITHO PWIIOKEHH MelpallaH U IPETHNU30H, KaKTO € MOKa3aHo B
Tabmuia 2. Equn 6-ceaMuueH nepuo ce cunra 3a jiedeOeH 1ukbi. B mukinu 1-4 VELCADE ce

"

npeaHMWs3oOH

neH 1, 8,22 u 29. TpsOBa qa U3MHHAT Hal-MaJKo 72 yaca MKy JBE IMOCIEAOBATSIIHU 03U

VELCADE.

Mendanan u mpenHU30H TPsIOBa Ja ce mpujiaraT mepopaiHo Ha jieH 1, 2, 3 u 4 npe3 mbpBarta ceMuIia
Ha Bceku JieyeOeH kbl ¢ VELCADE.

[Ipuarar ce neBer JiedeOHH IMKbBJIA OT Ta3 KOMOMHHMPaHa Teparius.

Tabn2 flgae pooE A a
npegHNW3OH

O3 MNpoOoBKaAa 3 a

VELCADE,

npumnar aH

Tepanwus

VELCADE aBa nbTi ceAMU4HO (muKau 1-4)

Cenmuna 2 3 4 5 6
Ve Hen - - Hen | Hen [en | Ilepuon Hen e | He Hen | Ilepuop na
2 1 4 |8 11 | na 22 H H 32 | mouuBKa
(1,3 mg/m?) TOYMBKA 25 | 29
M Hen JHen Hen [en | -- -- | Ilepuon -- -- -- -- Ilepuon Ha
(9 mg/m?) 1 2 3 4 Ha MOYHMBKA
p IOYMBKA
(60 mg/m?)
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VELCADE Bennb:k ceaMuuHO (KM 5-9)

Cenmumna 2 3 4 6
Ve Hen - - -- | Hen [Tepuon Hen - Je - Ilepuon na
(1,3 mg/m?) 1 8 Ha 22 H MOYHBKa
MMOYMBKA 29
M Hen Jen [Men [en -- [Tepuon - - - - Ilepuon na
(9 mg/m?) 1 2 3 4 Ha MOYKBKa
P MMOYHUBKa
(60 mg/m?)
V¢ = VELCADE; M = mendanan, P = npeanu3on
ApanTunpaHe Ha pAgo3aTa NO BpemMe Ha /edvyeHue u

MendganaH wu

npeaHN3OH

[Ipenu HA4aI0TO HAa BCEKH HOB ITUKBII OT TEPAIUITA:
OposT Ha TpoMbonuTHTe TpsAOBa aa € > 70xX10%1, a aGcomroTHUAT O6poit Ha HEYTPODHIUTE
Tpa6Ba aa e > 1,0x10%1
HEXEMaTOJIOIrndyHaTta TOKCHYHOCT Tp516Ba Ja € Bb3CTaHOBCHA 1O CTCIICH 1 nmn J0 U3XOJHO HHUBO.

1
1

Ta6nI Mo oMaHa

KomMbunHauuma c

H@BpM®&3 WHWIae NciefoBaTenHM
MendganaH wu

LWUKIMK

npeaHNn3O0H:

HpOMﬂHa WA OTJIAaraHe Ha 103aTa

ToxcuuHoct

XemMaToOnNorMmyHa TOKCMUUY]
LUWKDBAN:

1 AKO B IIPEJIXO/IHUS ITUKBJI CE HAOII01aBa

NPOJBIKUTEHA HEYTPOTICHUS CTETICH
4 vu TpOMOOIIMTOTICHUS WITH
TPOMOOIIUTOIICHHS C KbPBEHE

Jla ce mpeIBUIM HAMAJISIBAHE Ha J103aTa
Mmendanan ¢ 25% B ciieaBaIIns TUKBII

AKo OposIT Ha TPOMOOITUTHTE €

< 30 x 10%1 wyu abcomoTaus Gpoit Ha
neyrpoduure e < 0,75 x 101 B nens 3a
npwiarane Ha no3atra VELCADE
(paznuueH ot geH 1)

Tepanusta ¢ VELCADE tpsi6Ba na ce npekparu

AKO ca MpoIyCHATH HAKOJIKO 1031
VELCADE B enus nuksia (> 3 1034 pu
MPUJIOKEHHUE JIBA ITBTU CEIMUYHO WU

> 2 103U MPH MPUIOKECHUE BEIHBK
CEIIMIIHO)

Hozara VELCADE TpsiOBa 1a ce HaMamu ¢ €1HO
103080 HUBO (0T 1,3 mg/m? ma 1 mg/m? unu ot

1 mg/m? na 0,7 mg/m?)

HexemMaTonor nyHa

T 03X C |

Tepamusita ¢ VELCADE TpsibBa na ce

MOpeKpaTu, A0KATO CUMIITOMUTC HAa TOKCUIHOCT
HEC CC Bb3CTAHOBAT 0 CTCIICH 1 unn 10 U3XO0OHO

HUBO. Torasa Moke 1a ce Bb300HOBH

npunoxenneto Ha VELCADE ¢ egHo HEUBO 110-
mainko (ot 1,3 mg/m? va 1 mg/m? umu ot

1 mg/m? na 0,7 mg/m?). Ilpu HeBponaTUYHA
Oomka, cebp3ana ¢ ynorpedbata Ha VELCADE
Y/Wiv TIpH niepudepHa HeBPOIIaTHs, IPEKPaTh
n/wnn npomenere no3ara VELCADE, kakro e

nocoyeHo B Tabmuma 1.

3a gombaHKUTENIHA HHPOPMALIUS OTHOCHO MendaiaH U MPEeJHU30H BHKTE CbOTBETHUTE KPATKU
XapaKTepUCTUKU Ha IPOJYKTA.
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Jl031poBKa IIpy HEJIEKYBAHU MAIMEHTH ¢ MYJITHILUIEH MUEJIOM, KOWTO Ca IMOAXOISIIH 3a
TPAHCIUIAHTALIMS Ha XEMOIIOETUYHHN CTBOJOBH KJIETKH (MHAYKIIMOHHA TEPAIIHsI)
KomwunmpaHa Tepanma Cc JeKkcameTas3oOH

VELCADE 3,5 mg npax 3a HHXEKIIHOHEH pa3TBOp ce MpUiiara KaTo HHTPaBEHO3HA WJIH MOIKOKHA
MHKEKIYA B IPENOpPhUUTEIHATA 1032 OT 1,3 Mg/m? TeecHa OBBPXHOCT JBA IIBTH CEAMHYHO B
MPOIBIDKEHNE Ha ABE cenMunn Ha AeH 1, 4, 8, u 11 B 21 mHeBeH jedebeH uksa. To3n 3-cemMudaeH
MIEPUOJI CE CUMTA 3a JieueOCH KB, TpsOBa 1a U3MUHAT Hal-MaJIko 72 yaca MEXy JIBe
nocaegoBateanu 103 VELCADE.

JlekcaMeTa3oH ce mpuiiara nepopaito B 1o3a ot 40 mg Ha nen 1, 2, 3,4, 8,9, 10 u 11 ot neyeOHus
kbl ¢ VELCADE.

[Tpunarar ce yeTrpu JieueOHU IUKBIA OT Ta3M KOMOMHUPAHA Teparusl.

KomM6buHmpaHa Tepanumusas C AgekKkcamMeTas3OH WU Tanuaomupg

VELCADE 3,5 mg npax 3a HHXEKIIHOHEH pa3TBOp ce MpUiiara KaTo HHTPaBEHO3HA MJIH MOIKOKHA
MHKEKIMSA B TIPENOPBUMTENHATA 1032 OT 1,3 Mg/m? TenecHa MOBBPXHOCT JBA TbTH CEMHUYHO B
MPOABIDKEHNE Ha IBE CeMMUIIH Ha jeH 1, 4, 8, u 11 B 28 qHeBeH nWKbI Ha teueHne. To3n 4-ceammueH
MIEPUO/] ce CUUTa 3a JieueOeH IUKbI. TpsadBa ga u3MHUHAT Hali-Manko 72 4aca MeXIy JBe
nocnenoBatennu no3u VELCADE.

JexcameTa3oH ce mpuiara repopaiHo B go03a ot 40 mg Ha neH 1, 2, 3, 4, 8,9, 10 u 11ot neueOHus
nukba ¢ VELCADE.

Tanumomu ce mpuiiara nepopaiHo B JHEBHA J103a oT 50 mg B auute 1-14 1 ako ce monacs n1o0pe,
nmo3ata ce yBenudasa 1o 100 mg B gaute 15-28, cireq koero Moke na ce yBenuuau 10 200 mg nHEeBHO
ot 1uKba 2 (Bxk. Tabnura 4).

[Mpunarar ce 4yetupu JieueOHU IIUKBIa OT Ta3u KOMOMHMpaHa Tepanusi. [IpenopbuBa ce maiueHTuTe
HOHE C YaCTHYEH OTTOBOP Ja TOIyYaT 2 JTOMBIHUTEIHN IUKBJIA.

Tabnnijlas#aposBka 3a KomMbuHupaHa TeprmKyBaHVELCADE

My ntTtunneHH Mnenowm, KOUWTO c a noaxopnAauwn
CTBONTOBM® KNneTKMWU!
Vc+Dx Huxan 1 no 4
CeaMuna 1 2 3
Ve (1,3 mg/m? | Hen 1, 4 Hen 8, 11 [epron Ha MOYMBKA
Dx 40 mg Hen1,2,3,4 | en 8,9, 10,11 -
Vc+Dx+T ukba 1
CeaMuna 1 2 3 4
Ve (1,3 mg/m? | Hen 1,4 Hen 8, 11 Iepunon Ha [epuon Ha
MMOYUBKA MMOYHBKA
T 50 mg ExennesHo ExennesHo - -
T 100 mg? - - EskenneBHO ExennesHo
Dx 40 mg Heun1,2,3,4 | Ien8,9,10,11 | - -
ukiau 2 1o 40
Ve (1,3 mg/mz) Heu 1,4 Hen 8, 11 Ilepuon Ha Ilepuon na
IMOYMBKA MMOYHBKA
T 200 mg? ExxenneBHO ExxenneBHO ExenneBHo ExenneBHo
Dx 40 mg Hen1,2,3,4 | en 8,9,10,11 | - -

V¢ = VELCADE; Dx = gekcamerason; T = TanumomMu

a I[03aTa Ha TaJIuaoMuJ c€ yBejin4aBa 10 100 mg OT c€aAMHUIa 3 Ha muKbBa 1 camo npu /:[06pa IIOHOCHUMOCT KBbM J03aTa

ot 50 mg u Ha 200 mg OT MUKBA 2 0 Kpast IPH JoOpa MOHOCUMOCT KbM Jo3ata oT 100 mg.

b [TanmeHTHTE, MOCTUTHAIY [TIOHE YACTUYEH OTTOBOP cliel 4 IUKbJIa, MOXKE Ja IoJIy4yar A0 6 IUKbJIA Ha JICUeHHe

AgpanTunpaHe Ha fAo3aTdluuzAa TPAMICEH AWM, T amMomX 0 4
3a agantupane Ha no3ata Ha VELCADE Tpsa6Ba ia ce cneaBat mpenopbKUTe 3a MPOMSIHA Ha J103aTa,
OIMCAaHM 32 MOHOTEPAIHs.

B nombanenne, korato VELCADE ce npunara B KOMOMHALMS ¢ APYTH XUMUOTEPAIeBTUYHI
JIEKapCTBEHU MPOJYKTH, B CIIydail Ha TOKCHYHOCT TPsOBa Ja ce MpeiBUAN CHbOTBETHO HAMaJIsIBAHE Ha
J103ata crope IpernopbKUTE B KPATKUTE XapaKTEPUCTUKH Ha TE€3U IPOIYKTH.
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Jlo3MpoBKa IpU MAIMEHTH ¢ HeJeKYBaH MaHTeaHokiIeThueH auMbom (MCL)

KoM6MHMpPaAaHO nNedvyeHWMe ¢ pUTYyKcumab, souweRCAPHPo c hbamu g,
VELCADE 3,5 mg npax 3a HHXEKIOHEH pa3TBOp ce MpHUlara KaTo HHTPaBEHO3HA MHKEKIINS B

IpenopbuUMTENHaTa 103a 1,3 Mg/M? TenecHa MOBBPXHOCT, IBa TBTH CEJMHUYHO B PObIDKEHHE Ha JIBE

cenmuIty Ha ieH 1, 4, 8 u 11, mocnenBano ot 10-mHEBEH Mepruoa Ha modnBKa ot JeH 12 mo 21. To3m 3-

CeIMUYCH IEPUOJI ce CUMTa 3a JiedeOeH nukbi. IIpemoppusar ce mect mukim ¢ VELCADE, Beiipexu

Ye 3a MallMeHTH C JOKYMEHTHPaH OTIOBOP 32 IbPBU ITBT HA LHUKBJI 6, MOrat 1a ObaaT JaieHu JBa

nonbauTenHN 1Kkbi1a VELCADE. TpsiOBa 1a u3MHHAT Haif-Maiko 72 4aca MexIy JBe

nocnenoBatenau 1031 VELCADE.

CrneiHUTE JICKAPCTBEHH MTPOAYKTHU CE MPHUIIAraT Ha JieH | Ha BCEKH TPHU-CEAMHYCH JieueOCH IUKBI C
VELCADE, kaTo UHTpaBeHO3HU UH(Yy3UH: puTyKcuMab B 1o3a 375 mg/m?, nuknodocdamun B 1o3a
750 mg/m? u nokcopybuiuH B 103a 50 mg/m?,

[IpeHU30H ce Ipuiara nepopaito B 1o3a ot 100 mg/m?ua nen 1, 2, 3, 4 u 5 Ha Beeku JiedeOeH UKD
¢ VELCADE.

ApanTtunpaHe Ha 403 arTIm@pmmaoy MBEpHETMAE C@ aHcea eeakeyHBIagH
MAaHTEeNHOKNEeTbUYeH NUMGPOM
HpCI[I/I HavaJIOTO Ha BCEKU HOB IUKBJI OT TEpAIATa:

1 Bposit Ha TpombonnTuTe TpsibBa ga e > 100 000 kiretku/pl 1 abcomoTHHT Opoit Ha
Heytpodumute (ANC) TpsioBa na e > 1 500 xierku/pl
1 Bposit Ha TpomOonTHTE TpsiOBa fa € > 75,000 kietkw/pl mpu manueHTH ¢ HHPUITpAIus Ha

KOCTHHSI MO3bK WJIM CEKBECTpPALIMS Ha JlaiaKa

Xemormobun > 8 g/dl

Hexemaromornunara TOKCHYHOCT TPSAOBa Ja € Bh3cTaHOBeHA 10 CTeneH 1 Wiy 10 U3X0IHO
HUBO.

1
1

Jleuenuetro ¢ VELCADE T1psi6Ba 1a Ob7€ BpEMEHHO MPEyCTaHOBEHO IPH T0sBa Ha BCSIKa
HexemaroyiornuHa TokcndHoct CreneH > 3, cebp3aHa ¢ VELCADE (c uskimoueHne Ha HeBpOIaTHsl)
WJIN XeMaToJIOTHYHa TOKcHIHOCT CreneH > 3 (Bxk. cbllo Touka 4.4). 3a agantupaHe Ha 103aTa, BXK.
TabymIa 5 mo-aoiy.

I'paHyJIOLNT-KOIOHHO CTUMYJINpALIM (HaKTOPU MOXKE Ja Ce MpujlaraT Ipu XeMaToJOrHuHa
TOKCHUYHOCT B CbOTBETCTBHE C MECTHATa CTaHAapTHA NpakTHka. [IpodunakTuynara ynorpeda Ha
IPaHyJIOIHUT-KOJIOHHO CTUMYJIHPAIIH (DaKTOPH CIIE/Ba Ja Ce pas3riexk/ia B ciydall Ha MHOTOKpaTHH
3a0aBsiHUS B MPUJIOKEHUETO HA [IMKbBJIA HA JIEUeHHETo. 3a JieueHre Ha TpoMOOIIMTONeH s, TpsiOBa J1a
ce MMa npeaBua TpaHc(y3ust Ha TPOMOOLUTH, KOraTo € KIMHUYHO HEOOXOIMMO.
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Ta6nm@lpomaHa Ha

LO03UTeEe
MaHTEeNHOK/TeTb4yeH

no Bpewme
numMm@pom

H a

nevyedHune

Temreparypa, Heyrpornenus ot CreneH 4
C MPOIBJDKUTEITHOCT MOBEYE OT 7 JHH,
opoii Tpom6OoruTr < 10,000 knetkn/pl

TokcHYHOCT | ITpomsiHA WM OTJIaraHe Ha J03MPOBKATAa
XemMmatTonormyHa TOKCWMYHOCT:
1 HeyTtpornenus > CTerneH 3 ¢ MoBHIIEHa Tepanusara ¢ VELCADE tpsi6Ba n1a ce

MPEyCTaHOBH 32 JI0 2 CEIMUIIU, IOKATO
nanueHThT nocturae ANC > 750 knetku/pl u
Opoit Ha TpomOoruTUTe > 25 000 Kitetku/pl.

q AKo cre mpeycTaHOBSIBaHE Ha
VELCADE TokcHYHOCTTa HE OT3BYYH,
KaKTO € OIpEeNICHO MMO-Tope, ToraBa
tepanusita c VELCADE Tps6Ba na ce
MPEKpaTH.

1 AKO TOKCHYHOCTTA OT3BYYH, T.€.
naruerTsT tMa ANC > 750 knetku/pl u
Opoii Ha TpOMOOIIUTHTE
> 25 000 kiretku/pl, Tepanusra c
VELCADE mosxe f1a ce Bb30OHOBU C
€IHO HUBO Mo-Mayko (ot 1,3 mg/m? na
1 mg/m? unu ot 1 mg/m? na 0,7 mg/m?).

1 AKo OposIT Ha TPOMOOIIUTHUTE €
< 25,000 xnerku/pl unmun ANC e
< 750 kneTkw/pl B meHs 3a mpuiaraHe Ha
no3ata VELCADE (pasmuuen ot fex 1)

Tepanusara c VELCADE Tps6Ba aa ce nmpekpatu

HexemMaToOnor nyHa
3a KofATO ce

TOXC
cCYyunTa, y

Tepanusara c VELCADE Tps6Ba na ce
MPEKPaTH, TOKATO CAMIITOMUTE HA TOKCHYHOCT
HE ce Bb3CTaHOBAT /10 CTereH 2 win mo-a00pa.
ToraBa Moxe Ja ce Bb300HOBU NPUIIOKEHHETO
Ha VELCADE ¢ egHo HHBO 110-Majiko (OT

1,3 mg/m? ma 1 mg/m? umu ot 1 mg/m? Ha

0,7 mg/m?). Tpu HeBpomaTuuHa GoJIKa,
cBbp3aHa ¢ ynorpebara Ha VELCADE w/unu
npu nepudepHa HeBPOMATHsI, IPEKPATETE U/UITH
npomenete go3ara VELCADE, kakTo e
nocoueHo B Tabnuma 1.

B nonmbnnenue, korato VELCADE ce npunara B KOMOMHALMS ¢ APYTH XUMHUOTEPAIeBTUYHI
JIEKapCTBEHU MPOJYKTH, MOJXOISIIO0 HaMallsiBaHEe Ha /I03aTa Ha TEe3H JIEKAPCTBEHH MPOIYKTH TPsOBa
Jia ce OOMHUCIN B clydail Ha TOKCHYHOCT, B ChOTBETCTBHUE C MPENOPBKUTE B CHOTBETHATA KPaTKa

XapaKTepUCTUKA Ha IPOIYKTA.

CrernyansHu oIy JIAIHNA

Crapuecka BbB3pacrtT

Hsama JaHHH, KOUTO Ipearojarat HCO6XOJII/IMOCT OT aJalTUPAHE Ha J03aTa P MalruCeHTH HaJ
65 TOAVHU C MYJITUILJICH MUCJIOM HUJIU C MAHTCJIHOKJICTHYCH HI/IM(i)OM.

He ca nposexxganu mpoyuBanus 3a ynorpedbara Ha VELCADE mpu nanuedTn B cTapiyecka Bb3pacT, ©

HCEJICKYBAaH MYJITUIUICH MUCJIIOM, KOUTO Ca MOAXOJAIIN 3a BUCOKOA030Ba XUMHOTEPAITUA C
TPpaHCIUIaHTAlWAg Ha XEMOIIOCTUYHU CTBOJIOBU KJICTKHU. CJ'IGZ[OBaTeJ'IHO HE MOraTt Aa CC HaIlpaBsAT

MMPCIIOPBKHU 3a JO3UPOBKATA MTPU Ta3U IOITYyJIalHA.

B npoy4Bane npu manyieHTy ¢ HeJIeKyBaH MPeIu TOBA MaHTEITHOKIeThuYeH TumMdomM, 42.9% u 10.4%

ot narenTure, ¢ ekcriosuiwisi Ha VELCADE ca BBB Bb3pacToBUS JUaa3oH ChOTBETHO 65-74 ToauHM

u > 75 romunan. [Ipu nanuenTruTe Ha BB3pacT > 75 roaunu, u aeete cxemu, VcR-CAP u R-CHOP, ce

MTOHACHT TO-TEXKO (BK. Touka 4.8).
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UepHOAPOOGBHO yBpexXpagaHe

[TanueHTH C Jieka cTeleH Ha YepHOAPOOHO YBpEXAaHe He ce Hy)KJasT OT KOpUTHUPAHE Ha J103aTa U
TpsiOBa J1a ce JIEKyBaT ChIVIACHO MPETOpbUnTeNHaTa 103a. [lanneHTu ¢ yMepeHo 10 TeXKO
4epHOAPOOHO YBpEkIaHe TpsAOBa Ja 3aro4Har ¢ HamaieHa 103a VELCADE or 0,7 mg/m? na
MHKEKTHPAHE 0 BPEME HA ITbPBHS TEPAIIEBTHYEH IIMKbJI, KATO TIOBMIABAHE HA 103aTa 10 1,0 mg/m?
WM [T0-HATATHIIHO HaMalsBaHe Ha f1o3aTa 10 0,5 mg/m? morar na ce o6¢chkaaT Ha 6a3aTa Ha
MOHOCUMOCTTA Ha nanueHTa (Bx. Tabmuua 6 u Touku 4.4 u 5.2).

Ta6n g enop bomoTaenydmp e HavyanHaTta pgosa VELCADE

YyepHOAPOOBHO yBpexpgaHe

CreneH Ha Hugo Ha Husa na SGOT | Moanpunupane Ha Ha4aJIHA 1032
YepHOAPOOHOTO ouIMpyouHa (AST)
yBpexaané
Texo <1,0x ULN > ULN He
> 1,0x-1,5x ULN Bcesako He
YmepeHo > 1,5x- 3x ULN Bcsiko Hamanssane na VELCADE no
0,7 mg/m? B mbpBHUs LUKbI HA
Texxko >3x ULN Bcsko nedenue. OOCHKIaHE HA MIOBUIIIABaHE
Ha no3ata 10 1,0 mg/m? unu no-
HATaTHIIHO HaMasaBaHe 10 0,5 mg/m?
B CJIC/IBAIIIMTE IIMKITH, Ha Oa3ara Ha
MOHOCHMOCTTA Ha MAaIHCHTA.

Cekpamenust: SGOT = cepyMHa TiIyTaMaT OKcajloaleTaT TpaHCaMHHa3a;
AST = acmaprar amunotpancdepasa; ULN = ropHa rpaHuiia Ha Hopmara.

Ha 0a3zara Ha knacudukanus Ha paboTHaTa rpyna 3a opransa quchynkuus Ha NCI 3a kareropusupane Ha
YepHOAPOOHATA HEOCTATHYHOCT (JIeKa, YMEPEHa, TEKKaA).

Bpbb6peuyHo yBpexpgaHe

dapmakoKMHETHKATa Ha OOPTE30MHUO HE Ce TOBIIUSIBA MPH NALUESHTH C JICKO 10 YMEPEHO OBOPEeYHO
yBpexaane (kpeatnnunos kimupbHe [CrCL] > 20 ml/min/1,73 m?); 3atoBa He € HEOOXOAUMO
ajlariTUpaHe Ha Jj03aTa [Py Te3u nanueHTH. He e n3BecTHO nanu ¢papMakoKUHETHKATa Ha 60pTe30MUO
Cce MOBJIMABA MPH MAIMEHTH C TEXKKO ObOPEUHO YBpEKIaHe, KOUTO HE Ca MOUIOKSHU Ha TUajIn3a
(CrCL < 20 ml/min/1,73 m?). Thii kaTo AMANU3aTa MOXKE Ja MOHUKH KOHLECHTPALMUTE HA
6oprezomu6, VELCADE TpsiOBa n1a ce mpuiiara ciiesi [uainn3HaTa npoieaypa (Bx. Touka 5.2).

MeaguvnatTpuuyHa nonynauus

bezomnacHoctTa 1 edmkacHoctta Ha VELCADE mipu nienia Ha Bb3pacT 1oy 18 roguam He ca
ycTaHOBeHH (BX. Touka 5.1 u 5.2). HanuunuTe 1aHHU 0 MOMEHTA ca OMHMCaHu B To4Ka 5.1, HO
MPENOPHKHU 3a JO3MPOBKATa HE MOTaT Jia ObJIaT HANPaBSHH.

Hauwnn »Ha npuioxeHue

VELCADE 3,5 mg npax 3a HHXEKIHOHEH pa3TBOp ce Mpeasiara 3a MHTPaBeHO3HO HIIH MOIKOKHO
NPUIIOKEHUE.

VELCADE 1 mg npax 3a HHXEKIIHOHEH pa3TBOp ce Ipeajiara caMo 32 HHTPaBEHO3HO MPUIIOKEHHE.

VELCADE He Tpsi6Ba j1a ce npuiiara o Apyru mbtuina. MHTpaTekaaTHOTO MPUIIOKEHUE BOJIH 10
CMBPT.

MHTpaBeHO3HAaAa UHXeKLMUSA

[puroreenusr pazreop VELCADE 3,5 mg ce npunara kato 001yc HHTpaBEHO3HA WHXKEKIIUS TIPe3
nepudepeH Wik UeHTPaJeH HHTPABEHO3EH KaTeThp 3a 3-5 ceKyHH, OCIEIBAHO OT IPOMHBKA C

9 mg/ml (0,9%) nmkeKkuroHeH pa3TBOp Ha HaTpueB XJuopua. TpsadBa 1a U3SMUHAT Hail-masko 72 vaca
Mexay nBe mocnenoatesau 103u VELCADE.
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MoaKOXHA MHXeKUWNSNA

IIpurorBenmsT pasreop Ha VELCADE 3,5 mg ce npuiara moakoKHO B o01acTTa Ha Oeapara (ISICHO
WJIH JISIBO) WIIM KOpeMa (OTISCHO WM OTJISIBO). Pa3TBOpBT TpsiOBa J1a Ce MHIKEKTHPA MOAKOKHO, 0]
b1 OT 45-90°. MecTara Ha yOOXk1aHe TpsIOBa J1a CE€ PEeIlyBaT MPH BCSKa CIICIBAIA HHKCEKITUS.

Axo cren moakoxHo nmkektupane Ha VELCADE ce mosiBST peakiiny Ha MACTOTO Ha yOOXKIaHe,
MOKe JIa ce MPUIIOKH MO-Majiko KoHueHTpupaH pa3reop Ha VELCADE (1 mg/ml Bmecto 2,5 mg/ml)
WIN C€ IPenopbyBa MPEMUHABAHE KbM MHTPABEHO3HA MHKEKIIHS.

Korato VELCADE ce npunara B KOMOMHAIS C IPYTHY JIEKAPCTBEHH MPOIYKTH, BHXKTE KpaTrkara
XapaKTEPUCTHUKA Ha TE3U IPOAYKTH 33 HHCTPYKLIUH 3a IIPUIIAraHe.

4.3 TlIpoTuBomoka3aHusi

CBpPBXUIyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO, KbM OOp MM KbM HAKOE OT HOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

Octpa nudy3Ha uHGMITpaTHBHA OOJIECT HAa OenmuTe TPOOOBE U IIepUKapIa.
Koraro VELCADE ce npunara B KoMOWHAIMS ¢ APYTH JIEKAPCTBEHH MPOAYKTH, HAIIPABETE CIIPaBKa C
TEXHHUTEC KpaTKI/I XapaKTCPpUCTHUKHU 3a JOMIBJIHUTCIIHA ITPOTHUBOIIOKA3aHU .

4.4 CneuuaJHu npeaynpe:kaeHus ¥ NpeanasHu MepKH NpH ynorpeda

Koraro VELCADE ce npuiara B KoMOUHAIUS ¢ APYTH JICKAPCTBCHH MPOIAYKTH, TPAOBA J1a Ce
HanpaBH KoHcynTanus ¢ KpaTkure XxapakTepuCTUKU Ha TE3U APYTH JICKapCTBEHU MPOIYKTH MPeIU
3amouBane Ha Jiedennero ¢ VELCADE. IIpu ynmorpebara Ha Tanumomuy TpsioBa 1a ce 00bpHE
0c00CHO BHMMaHKE HA TECTBAHETO 32 OPEMEHHOCT M U3MCKBAHMATA 3a MPeBeHIUs (BK. Touka 4.6).

HHTpaTeKkaiHo NpHUI0KEeHUE

Wwma ciydau ¢ daTaieH u3xo/l Ipu HENpeAHaMEePEeHO HHTPATEKATHO PUIIOKEHHE Ha
VELCADE.VELCADE 1 mg npax 3a HHXEKIIHOHEH pa3TBOP € CamMo 3a HHTPABEHO3HO MPHIIOKEHHE,
nmokato VELCADE 3,5 mg mpax 3a HH)KEKIIMOHEH Pa3TBOP € 32 HMHTPABEHO3HO WIIH TIOJIKOKHO
npunoxenue. VELCADE ne Tps0Ba fa ce npuiiara MHTpaTeKaHo.

CromalniHo-4peBHA TOKCUYHOCT

CromairHo-4peBHa TOKCHYHOCT, BKJIIFOUHTEITHO Ta/ICHE, TUapHs U KOHCTUTIAIMS ca MHOTO YeCTH IpH
neuenne ¢ VELCADE. Nma HeuecTH chOOIIEHUS 3a Cliydau Ha uieyc (BxkK. Touka 4.8), mopajau KOeTo
MAIMeHTUTE, KOUTO UMAT KOHCTUMAIMS TPsiOBa Ja ObIaT HA0JI01aBaHi BHUMATEITHO.

XeMaToJa0ruyHa TOKCHYHOCT

Jleaenueto ¢ VELCADE MHOTO 9ecTo e CBbpP3aHO ¢ XeMaTOJIOTHYHA TOKCHYHOCT (TPOMOOIIMTOTICHNS,
HEYTpPOIIEHUs U aHeMus1). B mpoyuyBaHMs Npy MalMeHTH ¢ PEUUANB Ha MYJITUIUIEH MUEIIOM, JIEKYBaHU
¢ VELCADE u npu nanuentu ¢ Henekysad npeau ToBa MCL, kouro ca nexkysanu ¢ VELCADE B
KOMOMHAIIUSA C pUTYKcUMao, rukiaodochamu, nokcopyourun u npeaau3on (VeR-CAP), eana ot
Hall-4ecTo cpellaHaTa XeMaToJOrHYHa TOKCUYHOCT € MPeXoAaHa TpoMoOouTonenus. Tpombouurure ca
Hali-HUCKHY Ha JieH 11 or Bceku 1ukbi1 Ha JeueHneTo ¢ VELCADE 1 00OMKHOBEHO c€ Bb3CTAHOBSIBAT
JI0 U3XO/IHOTO HUBO JIO CIIE/(BAINMUS IUKBI. HsiMa 1aHHM 332 KyMyJaTHBHA TPOMOOIIUTOIICHHSI.
Cpennusr craa Ha Oposi Ha TPOMOOIUTHTE € OMJl U3UnCiIeH npubin3nuTenHo Ha 40% OT U3X0HOTO
HHUBO TP NMPOYYBaHMS C MOHOTEpAINHs Ha MHOXKeCTBeH MuesioM U Ha 50% npu npoyuBane 3a MCL.
[Ipu nanyeHTH ¢ HaNpeHAI MUETIOM TEeXECTTa Ha TPOMOOIIUTOIIEHHSTA € OHJIa CBbp3aHa ¢ Opos Ha
TPOMOOIIUTHUTE TIPE/IN JICUEHUETO: TIPH U3XOHO HUBO Ha Tpombomutute < 75 000/pl, 90% ot

21 nanuenTH ca uManu 6poit < 25 000/ul mo Bpeme Ha npoyuBaHeTo, BKIounTenHo 14% < 10 000/ul;
3a pa3iuKa OT Te3 ¢ u3XxoaHo HUBO > 75 000/pl, mpu kouto camo 14% ot 309 naunenTu ca umanu
opoii < 25 000/pl mo Bpeme Ha MPOYUYBAHETO.

[pu nauuentn ¢ MCL (npoyuBane LYM-3002), rpomOonToneHust ot cTeneH > 3 e Ouna ¢ mo-
BHCOKa gecTtoTa (56,7% crpsimo 5,8%) npu rpynara Ha nedenne ¢ VELCADE (VcR-CAP) B
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cpaBHeHue ¢ rpynata Ha Jieuenue 0e3 VELCADE (purykcuma0, mukiodocdamu, T0KCOPYOUIIH,
BUHKpHUCTHH U Tipeaan3oH [R-CHOP])). /IBere rpymu Ha JIedeHUE ca CXOIHHU 1O OTHOIIICHHUE Ha
o0miarta yectoTa Ha KbpBeHE OT BCUUKHU cTernenH (6,3% npu rpynara Ha VCR-CAP u 5,0% npu
rpynara Ha R-CHOP), kakto u kbpBene ot Crenen 3 u no-Bucoka (VcR-CAP: 4 nmanmenTu [1,7%]; R-
CHOP: 3 manent [1,2%]). B rpynara Ha VCR-CAP 22,5% oT nanueHTiTe ca noixy4aBaim
nperBaHe Ha TPOMOOIMTH B cpaBHeHMeE ¢ 2,9% oT maruenture B rpynara Ha R-CHOP.

IIpu neuenne ¢ VELCADE ce cbo01maBa 3a CTOMAITHO-4YpPEeBEH M HHTpalriepedpaneH Kpbponsnus. [1o
Ta3|W NpuIruHa OpOSAT Ha TPOMOOITMTHTE TPSOBA Aa ce MOHUTOpHpa npeau Besika mo3a VELCADE.
Jleuennero ¢ VELCADE Ttpsi6Ba na ce crpe, korato 6post Ha Tpomoonurute € < 25 000/m, wiu B
ciy4ail Ha KoMOUHaIusI ¢ Mendaian ¥ MPeaHU30H, Korato oposT Ha TpombormTrTe ¢ < 30 000/m (Bxk.
touka 4.2). [loTeHmanHara mossa CupsMo PHCKa OT JCUCHHUETO TPIOBa Ja ce MpeIeHn BHUMATEIHO U,
B YaCTHOCT, IIPY CJIy4ail Ha yMepeHa JI0 TeXKKa TPOMOOIIMTOIICHHS U PUCKOBHU (haKTOPH 32 KbPBEHE.

ITo Bpeme Ha neuennero ¢ VELCADE TpsiOBa yecto na ce mpocie/sBa IbJIHaTa KPhBHA KapTHHA C
JudepeHInaIHo OpoeHe, BKIIOUHUTETHO U OposT Ha TpomOouuTute. TpsodBa na ce ooMucin
NpesMBaHe Ha TPOMOOIMTH, KOTaTo € KIMHMYHO HE00X0AUMO (BXK TOUKa 4.2).

[Tpu marmmentn ¢ MCL ce HaOIr01aBa MIpexo/IHa HEYTPOTICHUS, KOSTO € 00paTHMa MEX/Ty [UKIUTE,
0e3 JaHHU 3a KyMyJlaTuBHA HeyTponeHus. Heyrpoduinure ca Hali-HUCKHU Ha JcH 11 OT BCEKH ITUKBII Ha
nedenne ¢ VELCADE n 0OMKHOBEHO ce Bb3CTaHOBABAT IO M3XOTHOTO HHUBO JI0 CIIEIBAIHS IUKBI. B
npoyusane LYM-3002, kosonust ctumyiupamy GpakTopH 3a noanomMarade ca fajneHu Ha 78% ot
nanueHTute ot paMoto VCR-CAP u Ha 61% ot nanmenture B rpynara Ha R-CHOP. Tait kato
MaIMEHTHUTE C HEYTPOIICHHS Ca ¢ TIOBUIIICH PUCK OT WH(EKIHH, Te TpsiOBa ja ObaaT HaOM0AaBaHU 3a
NPU3HALM U CHMOTOMH Ha HHGEKIMS U 14 ce JIEKyBaT CBOEBPEMEHHO. | paHyIOLNT-KOIOHHO
CTUMYJIMpalun Q)aKTOpI/I MOXE [Ja C€ IIpujiarat 3a XemMaToJIorunida TOKCHMYHOCT B CbOTBETCTBHUE C
MeCTHaTa CTaHAapTHa npakTuka [IpodunakTuyHara ynotpeda Ha rpaHyJIOIHUT-KOIOHHO
CTUMyJUpaIiy GakTOpH clie/lBa 1a ce Pasriiexk/ia B CIydail HA MHOTOKPaTHH 3a0aBsSHUS B
HPHIOKEHHUETO Ha UKBJIA HA JICYUCHUETO (BIK TOYKa 4.2).

PeakTrBHpaHe Ha XepIiec 30cTep BUPYC

ITpu nanuenty, nexkyBanu ¢ VELCADE, ce npenoppuBa antuBupycHa npodunaktuka. [Ipu ¢aza 11
NpOyYBaHe MPH MAIMEeHTH C HeJIEKYBaH MYJITHIICH MHEJIOM, 00I11aTa 4ecToTa Ha peakTUBHPAHETO Ha
XepIiec 30¢Tep € mo-uecra npu namuenty, Jexkypanu ¢ VELCADE + mendanan + npenHu3oH, B
CpaBHEHHME C Te3U Ha Mendanan + npeaHn3oH (cboTBeTHO 14% 1 4%).

ITpu mamentu ¢ MCL (npoyuBane LYM-3002), yectotaTa Ha HHEKIHS ¢ XEpIIEC 30CTep € Onia
6,7% npu pamoto VCR-CAP u 1,2% B rpynara sa R-CHOP (Bmx Touka 4.8).

PeaktuBupane u nadekims ¢ Bupycen xemarut B (HBV)

Ckpununr 3a HBV TpsiOBa BuHaru a ce U3BbpIIBa NPU MAMEHTH ¢ puck oT uHpekus ¢ HBV nmpenu
3al0YBaHEe Ha JICUCHUETO, KOTaTO pUTyKCcuMad ce m3moi3ea B komouHarms ¢ VELCADE. Hocutenure
Ha BUpYca Ha XenaTtuT B u manuenTy ¢ anaMHesa 3a xenaTut B, TpsOBa 1a Ob1aT BHUMATEIHO
HaOJIFO/IaBaHM 33 KIIMHUYHY U JJA0OpaTOPHHU NpU3HaNK Ha akTiBHA HBV mHbeknus no Bpeme Ha 1
cies; komOuHupano nedenne Ha putykcumad ¢ VELCADE. Tpsa6Ba na ce oOMHCIN aHTUBUPYCHA
npodunakThka. BikTe KpaTKata XapakTepUCTHKa Ha MIPOAYKTa pUTyKcrMab 3a roBeue nH(pOopManusl.

HporpecuBHa myntudokanHa eBkoeHedanonatus (ITIMJI)

JoknanBanu ca MHOTO pelKH ciiy4an Ha H(pekuus ¢ Bupyca Ha John Cunningham (JC), c Heu3BecTHa
MIPUYUHHO-CIIEACTBEHA Bpb3Ka, pH nauueHTy, JekyBanu ¢ VELCADE c pesynrar [IMJI u cMBpT.
ITanuenture ¢ nuarnosa I[IMJI ca umanu npeaiiecTBana uin IPOBEXAAT €THOBPEMEHHO
UMyHocyIpecuBHa Tepanus. [Toedyeto ciayyan Ha [IMJI ca auarHOCTUIIMPAaHK B paAMKHUTE Ha

12 mecena ot mepBata 1o3a VELCADE. [lanuenTture TpsioBa aa ce mpocieasBaT Ha peOBHH
WHTEPBAJIM 32 BCHYKH HOBH WJIM BJIOIIABAIIM CE HEBPOJIOTHYHN CHMITTOMH WJIH MTPU3HAIH, KOUTO
MoraT 1a Obaat mokasatennu 3a [IMJI kaTo yacT ot audepeHnuaina quartosa 3a npoodiemu ¢ ITHC.
Axko nMa ceMHeHue 3a auarnosa [IMJI, manuenture TpsAOBa Aa ObAaT KOHCYATHPAHU CHC CIICLHATIHCT
no [IMJI u na ce npeanpuemar noaxoAsamu auarnoctiuHu Mepku 3a [IMIJL. Tlpekpatere neuenuero
cVELCADE axo ce quarnoctuitupa ITMJI.
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Iepudepna HeBponarus

Jleuenneto ¢ VELCADE MHoro decTo ce cBbp3Ba ¢ nepudepHa HEBpOMaTHsl, KOSITO € IPEeAUMHO
cenzopHa. MlMa, obaue, 1okIaABaHU ChOOIICHHS 3a CITy4an Ha TEKKa MOTOPHA HEBPOIATHS ChC WU
0e3 ceH3opHa nepudepHa HeBponaTus. Yectorara Ha nepudepHaTa HEBPOIATHUS C€ YBEIUIaBa PAHO
IIpU JICYEHUETO U II0 BpEME Ha LIUKBJI 5 € HAOJI01aBaH MUK.

IIpernopbUUTETHO € TAlUEHTUTE Ja ObJaT BHUMATEIIHO IPOCIEIIBAHH 32 CHMIITOMH Ha HEBPOIIATHS,
KaTO yCelllaHe 3a MapeHe, XUIMePeCTe3usl, XUIIOSCTE3 s, apecTe3us, TMCKOM(OPT, HEBPOIIATHYHA
00JIKa WM cJ1a0oCT.

B npoyusane ®@a3za lll, cpaBasaBamo VELCADE, npuioeH HHTPaBeHO3HO U TIOJKOXKHO, YECTOTaTa
Ha Bb3HUKBaHE HA MHIUJIEHTH C Mepud)epHa HEBPONaTHs OT CTereH > 2 e 24% 3a rpymnaTa Ha
MOJIKOXHH WHXeKIH U 41% 3a rpynaTa Ha BeHo3HH umxekimu (p = 0,0124). [lepudepna
HEBPOMATH OT CTETeH > 3 € Bh3HUKHAJNA PH 6% OT MaIMeHTHTe B rpyIaTa Ha TOAKOKHO
NPUIOXKEHHUE, B cpaBHEHUE ¢ 16% B rpynaTa Ha HHTpaBeHO3HO npuiioxenue (p = 0,0264). Yecrorata
Ha niepud)epHaTa HEBPOMATHS BbB BCHUKU CTCIICHHU, IIPU MHTpaBeHO3HO npuiokenue Ha VELCADE, B
MpOyYBaHUs 32 UHTpaBeHO3HO npuioxenue Ha VELCADE, uctopudecku € no-HUCKa B CpaBHEHUE C
npoyuBaneto MMY-3021.

[TanmenTHTE ¢ HOBOIPOSBUIIA CE€ WU BIIOIIABAIA ce nepudepHa HeBponaTus TpOBa J1a ce MoUI0XkKAT
Ha HEBPOJIOTHUCH TPETJIe/l K MOXKeE JIa CE HAJIOKHM MPOMSHA Ha J103aTa, Ha CXeMaTa WM TPEMHHABaHe
KbM MOAKOXKHO TMPHIOKeHHE (BXK. Touka 4.2). HeBponatusTa ce oBiajsiBa ¢ MOATIbPIKAIIM TPHKH U
Jpyra Tepamusi.

[Tpu marmentn, npuemarmu VELCADE B koMOuHaIms ¢ JeKapCTBEHU MPOILYKTH, 32 KOUTO €
YCTaHOBEHO, Y€ UMAT BPb3Ka C HEBpOMATUsATa (HAIp. TATUAOMUI) TPsIOBA Ja Ce MPESIBUIN PAHCH U
PEAOBEH MOHUTOPHUHI' 3@ CUMIITOMH Ha HEBPOIIATUA, HaJIaraimy Cri€urHo JIEYECHUEC, YpE3 HEBPOJIOTMUCH
nperiesn ¥ TpsioBa a ce 0OMHCIIN ChbOTBETHO HaMaNIsIBaHE HA /103aTa MM NIPEyCTaHOBSBAaHE HA
JIEUYEHUETO.

Kato nombiHeHue kbM neprdepHaTa HEBpONATHsl, 32 HIKOU OT HEXXEIaHUTE PEaKLUH KaTo
MOCTypajiHa XUIIOTOHMUS M TEKKA KOHCTHIIALMS C MIIEYC, MOXKeE J]a UMa IIPUHOC aBTOHOMHATA
HeBpomatus. MHpopmManusTa 3a aBTOHOMHATA HEBPOTIATHSI U TIPUHOCA | 32 TE3W HEXETaH! PEaKIUH €
OorpaHuyeHa.

I'bpuoBe
Nma penxu choOIIeH s 32 'bPUYOBE IPU NAIIMEHTH 0€3 MPEIUIIIHA aHAMHEe3a 32 SITUJICTICUS ¥ I'bPYOBE.

CrieninaIHO BHUMaHME M3HCKBA JICUCHUETO HA NALMEHTH, IIPU KOUTO CHIIECTBYBAT HIKAKBU PHCKOBU
(baxTopH 3a rbpUOBeE.

XHUIOTOHUS

Jleuenneto ¢ VELCADE yecto ce aconnupa ¢ opTocTaTHUHA/TIOCTypainHa XxunotoHus. I[loBedero
HE)KeJIaH! PEaKINK Ca JIEKH JI0 YMEPEHH 0 TeXKECT U ce HaOI0JaBaT 1o BpeMe Ha JICYEHHETO.
[NanuenTy, kouto ca pa3zsuiu oprocratnyna xunotonusi ¢ VELCADE (MHXeKTHpaH UHTPaBEHO3HO)
HE ca UMaJIM MIPE/IIIECTBAIlN JEUEHUETO JaHHU 33 OPTOCTaTUYHA XUNOTOHHUA. [Ipn noBeyeto
MAIMEeHTH CE € HAIIOXKHJIIO JISUeHHE 3a TAXHATa OPTOCTaTHYHA XUIIOTOHMS. MaJlka 9acT OT MarMeHTuTe
C OpTOCTATHYHA XUTIOTOHUS ca UMAaJM CHHKOITHH chOUTHs. OpTOCcTaTHYHATa/ TIOCTypaTHATA
XHUIIOTOHMSA HE € IPSKO cBbp3aHa ¢ 6oiryc nHPy3us Ha VELCADE. Mexanu3mbT Ha Ta3u peakuus He
€ M3BECTEH, BHIIPEKH Y€ OTYACTH MPUYUHA MOXKeE Jia ObJic aBTOHOMHA HEBpONaThs. ABTOHOMHATa
HEBPOIATHs MOKE JIa € CBbp3aHa ¢ 60pTe30MHUO MM OOPTE30MHO MOJKE JIa BJIOIIH OCHOBHOTO
3a0oJsiBaHe, KaTo quadeTHA MM aMUJIONHA HeBpornaTus. [IpenopruBa ce BHUMaHue, KOTaTo ce
JIEKyBaT NMalMEHTH C aHaAMHE3a 32 CUHKOII, TI0Jy4YaBallly JIEKAPCTBEHH MPOJIYKTH, 32 KOUTO € U3BECTHO,
Yye ce CBhP3BAT C XUIIOTOHUS; WM KOUTO ca JeXUIpaTUpaHH IOpaay PEKYpEeHTHA AUAPUS UIIU
HoBpbINaHe. JIedeHNeTo Ha OPTOCTATHYHATA/TIOCTYpaIHa XUITOTOHHS MOJKE J1a BKIIFOUBA aalTHPaHe
Ha aHTUXUIIEPTEH3UBHUTE JIEKapCTBEHU NMPOIYKTH, PEXUAPATUPAHE WU NMPHIIOKEHUE HA
MHHEPAIIKOPTUKOCTEPOUIN W/WITN cuMITaTuKkoMuMeTHiy. [lanmenture tpsaosa 1a Obaat
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WHCTPYKTUPAHH J]a THPCSIT JIEKAPCKH CHBET, aKO MMAT CUMIITOMHU KaTO 3aMaliBaHe, CBETOBBPTEK HIIH
3ary0a Ha roBopa.

Cunapom Ha 0b6paTima nocrepropHa entiedanonatus (PRES)

Nma crobmenus 3a PRES npu nanuenty, nonyyasamm VELCADE. PRES e psjxo, gecto oopatumo,
0BP30 Pa3BHBAIIIO c€ HEBPOJIOTHMYHO CHCTOSHHE, KOETO MOXKE JIa CE TIPOSIBH C I'bPUYOBE, XUIIEPTOHUS,
IJ1aBOOONHE, JIeTapTHusi, 00ObPKBaHe, CICIOTA U APYTA OYHU U HEBPOJIOTHYHU HAPYIICHHS. 3a
MOTBBPKIIaBaHE Ha JIMarHO3aTa ce U3I0I3Ba 00pa3Ha JMAarHOCTHKA Ha MO3bKa, 3a MPEIIIOYHTaHE
sapeHo-MarauTeH pesonanc (SIMP). [Ipu manuenth, kouto paseuear PRES, VELCADE tps6Ba aa ce
crpe.

ChbpreyHa HeAOCTATHYHOCT

ITo Bpeme Ha nevyeHue ¢ 60pTe30MHUO ce chOOIIaBa 3a OCTPO Pa3BUTHE WM 000CTpPsIHE HA 3aCTOIHA
ChbpACYHA HEJOCTATHYHOCT M/WUJIM MOsIBa Ha HaMaJsiBaHe (paKIysITa Ha U3TJIACKBAHE Ha JIsiBaTa
KaMmepa. 3aipBKKaTa Ha TCIHOCTH MOKe J1a ObJie TIpempasiosrarani GakTop 3a mposiBa Ha Oee3n u
CHUMIITOMH Ha ChPJICYHA HEJOCTATHUHOCT. [TariMeHTH ¢ pUCKOB (aKTOp 3a ChPICYHO 3a00NSIBAHE HITH
CBILECTBYBAIO TAKOBA TPsiOBa 1a ObIaT BHUMATEITHO MOHUTOPHPAHH.

Enexrpoxapamorpadckn ncienBaHus
CrliecTByBaT U30JUpPaHU Clydyau Ha yabKaBaHe Ha QT-nHTepBana npu KIMHUYHYA IPOYUYBaHUS, HO
He e Ouyla ycTaHOBeHa MPUYMHHO-CIIEICTBEHA BPB3Ka.

Benoapobuu HapymieHus

Psnxo ce chobimaBar ciyuau Ha octpa nudy3Ha uHGUITpaTUBHA OenoapoOHa O0JIECT ¢ HEeU3BECTHA
€THOJIOTHS, KATO THEBMOHHT, MHTEPCTUIHATTHA THEBMOHMS, OEIOAPOOHA HHOUITPALIUS H OCTHP
pecnmparopen muctpec curapom (OPJIC) npu nanmentu nosxydasamn VELCADE (Bk. Touka 4.8).
Hsikou ot Te3u ciydau ca ouim ¢ datanen uzxoa. [Ipean edeHneTo ce npenopbuBa paguorpadus Ha
IPBIAHMUS KOIII, 32 JIa MOCTYKH KaTo U3XO0JHO HUBO 33 YCTAHOBSBAHE HA MOTEHIMATHH 0€I0Ipo0HH
MPOMEHHU CIIe]T JICYCHUETO.

B cityuaii Ha HOBM WM BJIOIIABAIIHN ce 0EI0APOOHH CUMITTOMU (HAIp. KallIUIa, IUCITHEs ), TPIOBa
OBP30 Aa ce yTOUHHU UarHo3aTa u Jia ce npeArpueMe Moaxoaauo geueHue. Tpsaodsa na ce oOMucau
CHOTHOILIEHHETO MOJI3a/PUCK MTpeu poabkaBane Ha edenueto ¢ VELCADE.

[pu KIMHUYHO MPOYYBaHE JABaMa MarnueHTH (0T 2), mojTydaBalii BUCOKaA 103a urapaduH (2 g/m?
JTHEBHO) 4pe3 NpoAbbKuTeaHa HHQYy3us 3a 24 yaca ¢ naynopyouuns u VELCADE 3a octpa
penuauBHpaIa MUelonHa JieBkeMusi, ca nounHanu or OPJIC B Hauanoto Ha TepanusTa u
NpOyYBaHETO € MmpekpareHo. Eto 3a1o, Ta3u cnenuduyna cxema ¢ eJHOBPEMEHHO MpHjiaraHe Ha
BHCOKa J103a nuTapaduH (2 g/m? THEBHO) Ype3 MPOABIDKUTENHA HHY3H 3a 24 Jaca He ce
npenopbyBa.

BbrOpeuno yBpexaane
BbrOpeunuTe ycinokHEHH ca YeCTH NMPH MAlMEHTH ¢ MyITHIUICH MuesioM. [lanuenture ¢ 660peuno
yBpeXKJIaHe TpAOBa Ja ObJJaT BHUMATEITHO Npocie/siBaHu (BX. ToUuku 4.2 1 5.2).

YepHOApOOHO yBpEKIaHE

Bopre3omMub ce MeTabou3upa oT 4epHoApoOHUTE eH3uMH. Excriosurusata Ha 00pTe30MHuO ce
TIOBHUIIIaBa TIPH MAIUEHTH C YMEPEHO WM TEXXKO YePHOJIPOOHO YBpEXK/IaHEe; Te3H NMalMeHTH TPsOBa aa
ce nekyBat ¢ HamasieHu 1o3u VELCADE npu ctporo npocneasiBane 3a TOKCHYHOCT (BK. TOUKH 4.2 1
5.2).

YepHOoApOOHU peakuu

[Ipu nauuenty, nonyyaBauw VELCADE u chrbTCTBaIIM JIEKAPCTBEHU MPOIYKTH HIH UMAIH
CEpHO3HH OCHOBHHM 3200 IsIBaHMS IMA PEJIKU CHOOIIEHHS 3a YepHOIPOOHA HEJOCTAThYHOCT. Jpyrn
cb0OIIaBaHN YePHOAPOOHH PEaKIMy BKIIOYBAT IOBHIIABAaHE HUBOTO HAa YEPHOJPOOHUTE CH3UMH,
XUNepOmIMpyOuHeMus ¥ XenaTuT. Te3n IpoMeHn MoKe 1a ObJaT 00paTUMH NPHU MPEKpaTsIBaHe
npreMa Ha 6opre3omub (BxK. Touka 4.8)
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CuHIpOM HA TYMOPEH pa3naa
Tbit kaTo OOpTE30MHO € IIUTOTOKCUYCH areHT U Obp30 YOHBA 3JI0KAYECTBEHUTE IIA3MATHYHU KIICTKH

u MCL kyieTkuTe, MOTaT 1a Bh3HUKHAT YCIOKHEHUS Ha CHHIpOMa Ha TyMOpeH pasmaj. [lanuenTure ¢
BHCOK TYMOPEH TOBap Ipe/IH JISYCHUETO Ca C PUCK 3a Pa3BUTHE HA CHHAPOM HA TYMOPEH pasmaj.
TakuBa maryieHTH TPsAOBA 12 OBAAT BHUMATEIHO MPOCIICASIBAHN U Ja OBIaT B3€TH TOIXOISAIIN
MpeIa3Hu MEPKHU.

ChIbTCTBANIM JCKAPCTBEHH MPOAYKTH

[Naruenture TpsOBa 1a ObAAT BHUMATEIHO MPOCIICIABaHHU, KOraTo O0pTE30MHO Cce Mmpuiiara B
komOuHanus ¢ Mortau CYP3A4-unxuburopu. [loBuiieHo BHUMaHHE N3UCKBA KOMOMHUPAHETO HA
6opte3omu6 ¢ CYP3A4- uiu CYP2C19 cyberparu (Bk. Touka 4.5).

[NaruenTuTe, MOTy4aBany MEPOPATHU XUTIOTIMKEMUYHH JICKAPCTBEHU MPOTYKTH U3UCKBAT MMOBUIIICHO
BHHUMaHHe, KaTo MPH TAX TPsAOBa /a ObAe MOTBbPACHA HOPMAaTHA YepHOAPOOHA PyHKINS (BXK.
Touka 4.5).

BeposTHO MIMYHOKOMILIEKC-MEANUPAHH PEAKIIUK

Mma HeyecTH ChOOIICHHUS 32 BEPOSTHO MMYHOKOMILICKC-MEJMUPAHU PEAKIIMH, KaTO cepyMHa OoJecT,
MOJIMAPTPUT ¢ 0OpHB U NpoudepaTtuBeH riomepynonedpur. [IpuemMbT Ha GopTezomusd TpsiOBa na
0bJec MpeycTaHOBEH, aKo ce HAOII0aBaT CEPUO3HH PEAKIIUH.

4.5 BzaumoaeicTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru (opMHU HA B3auMo/elicTBHE

In vitro mpoyuBanus okassar, ye 60pTe30Mu0 € caab nHxuduTop Ha nuToxpom P450 (CYP)
nzoensumure 1A2, 2C9, 2C19, 2D6 u 3A4. Ha ocHoBanue Ha orpanndenus npuHoc (7%) va CYP2D6
3a MeTabomn3Ma Ha 0opTe30Mu0, PeHOTUIBT Ha ciabute metaboauzaTopu Ha CYP2D6 He ce ouakBa
Jia TIOBITUSIE [SUTOCTHATA AUCIIO3UIIUS HA OOPTE30MUO.

[IpoyuBaHe 3a JIekapCTBCHH B3aMMOJICHCTBUS, OLIEHABAIIO eeKTa Ha KeTokoHasou, moiieH CYP3A4
WHXUOUTOD, BBPXY (apMaKOKWHETHKAaTa Ha O0pTe30MHUO (MHKEKTHPaH HHTPABEHO3HO), TOKa3Ba
cpenno nokauBane Ha AUC Ha 6oprezomud ¢ 35% (Cloow [1,032 10 1,772]) ocHOBaBaIo ce Ha JaHHH
ot 12 nmarentu. Cie0BaTeNHO, MANIMEHTUTE TPAOBA 1a ObJJaT BHUMATEITHO HA0II0/IaBaHU, KOTaTO UM
ce npuiara 6opre3omud B komOuHaius ¢ MomHu CYP3 A4-unxuOuropu (HarpuMep KETOKOHA30JI,
PUTOHABUD).

[Tpu npoyuBaHe 3a JeKapcTBEHH B3aUMOJICHCTBUS, OIICHIBAIIO e(eKTa Ha OMEIPa3oll, MOIEH
CYP2C19-unxubutop, BbpXy (hapMakOKHHETHKATa Ha 00pTe30MUO (MH)KEKTHPaH HHTPABEHO3HO), HE
ce HaOmoAaBa 3HauuM e(eKT BbpXY (hapMaKOKMHETHKATa Ha 60pTe30MU0, Bb3 OCHOBA HA IaHHH OT
17 nmamuenTy.

[IpoyuBaHne 3a JiekapCTBEHN B3aUMOACHCTBHS, OLEHSBAILIO eeKTa OT pudaMInIHH, MOILIEH HHAYKTOP
Ha CYP3A4, Bppxy BbpXy (papmMakokmHeTHKaTa Ha O0PTE30MHO (MHKEKTHpPaH HHTPABEHO3HO),
mokassa penyknus Ha AUC Ha 6opre3oMud cpenHo ¢ 45%, Bb3 OCHOBA Ha TAHHWUTE OT 6 TIAITUEHTH.
3aroBa eHOBpEeMEHHaTa ynorpeba Ha 0opTe30MHO che criiHM MHAYKTOpH Ha CYP3 A4 (namp.
pudamnuimH, kapdamazenuH, peHuTouH, GeHodapOuTal 1 KBJIT KAHTAPUOH) HE Ce PENopbhUBa, Thi
KaTo epukacHOCTTa MOKe /1a ObJie HaMaJeHa.

[Ipu cpu0TO IPOYUBaHE 3a JIEKAPCTBEHU B3aMMOJICHCTBUS, OLIEHIBAILO eeKTa Ha JeKCaMeTa3oH, 110-
cnab uanykTop Ha CYP3A4, BbpxXy (hapMakoknHETHKATa HA O0PTE30MHUO (MHKEKTHPAH
WHTPABEHO3HO), HsIMa 3Ha4UnMM e(ekT BbpXy (papMakoKMHETHKaTa Ha OOPTE30MHO, Bh3 OCHOBA Ha
JTaHHY OT 7 MallMeHTH.

EnHo npoyuBaHe Ha JIeKapCTBEHHTE B3aNMOACHCTBUS, OIIEHABAIO eheKTa Ha MemdaraH-TpeAHU30H
BBPXY (hapMaKOKHMHETHKATa Ha 60pTe30MU0 (MHKEKTHPAaH MHTPABEHO3HO), OKA3Ba yBEIMUYCHUE HA
cpeanara AUC Ha 6opte3omub cbe 17%, Bb3 OcHOBa Ha JaHHU OT 21 mauueHTta. To3u pe3ynraT He ce
CUMTA 33 KJIMHUYIHO NIPUII0KHM.
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ITo BpeMe Ha KIMHUYHUTE MMPOYIBAHUSA Ca CHOOIIIEHN HEYECTO U Y€CTO XUITOTITUKEMUS U
XUMNEPTINKEMUs TIPU JUA0CTHIIN, TOTyYaBally TIEPOPATTHU XUMTOTIIMKEMUYHY JIEKAPCTBEHU POAYKTH.
[Tpu manuenTH, NpueMaIIy NepoOPaTHA aHTUIMAOCTHH JIEKAPCTBCHH MTPOAYKTU U CHIIICBPEMEHHO
nexyBanu ¢ VELCADE moxke ia ce HaJoXH BHIMATEITHO MPOCTIeITBaHe Ha HUBAaTa Ha KphBHATA
3axap ¥ aJlalTUpaHe Ha 03aTa Ha TEXHUTE aHTHINA0ETHU IPOTyKTH.

4.6 DepTHINTET, OPEMEHHOCT U KbpMeHe
Kontpatieniys npu Meke U KeHH

MmbKe U )KEHHU C ACTCPOACH MOTCHIUAIT TpH6Ba Ja U3110J13BaT e(beKTI/IBHI/I MCPKH 3a KOHTpalenuus 1nmo
BPEMC Ha JICYCHUECTO U B IPOABJDKCHHUE HA 3 McEcena Ciica JCYCHUCTO.

bpemeHHoCT
JlumcBar KTMHIYHU TaHHU 32 CITyYad Ha eKCIO3UIHsI Ha 60pTe30Mub 1Mo BpeMe Ha OpeMeHHOCT.

TepaToreHHUAT MOTEHIMAT HAa OOPTE30MUO HE € ISUIOCTHO MPOYYBaH.

B npeaxnmanHA ipoy4YBaHus, O0pTe30MHUO HE € MMall ePeKTH BEPXY eMOPHO-(PEeTaTHOTO Pa3BUTHE
Ha IUTbXOBE U 3aill1 IPU HAli-BUCOKUTE JO3M TOJEpUpaHu OT Maiikata. He ca mpoBexaaHu
IMpoy4BaHUs C JKUBOTHHU 3a U3CJICABAHC HA BJIMAHUCTO Ha 60pTC3OMI/I6 BBPXY PAKIAHETO U
MOCTHATAJIHOTO pa3putue (BkK. Touka 5.3). VELCADE He TpsiOBa na ce u3moi3Ba o BpeMe Ha
OpeMeHHOCT, OCBEH KOTaTo KIMHHUYHOTO ChCTOSIHUE Ha XeHaTta n3ucksa ederne ¢ VELCADE.
Axo VELCADE ce u3non3Ba o BpeMe Ha OpeMEHHOCT WM aKoO MallMeHTKaTa 3a0peMeHee, J0KaTo
MOJTyYaBa TO3H JIEKAPCTBEH MPOAYKT, TS TpsiOBa a Oblie nHGOpMHUpaHa 3a Bb3MOKHUTE PUCKOBE 32
wioza.

TanuaomMu € U3BECTHO TEPATOTEHHO aKTUBHO BEILIECTBO MPU XOPa, KOETO MPUUMUHABA TEHKKHU
JKUBOTO3acTpallaBaiiy BpojaeHu Aedexru. TanmuaomMua € IpoTHBOIIOKAa3aH 10 BpeMe Ha OPeMEHHOCT U
IIPH JKEHHU C JETEPOJICH MOTEHIMAN, OCBEH aKO Ca U3I'bJIHEHU BCUYKHU YCIIOBUA Ha IIporpaMara 3a
MPEeBEHIIMs Ha OpeMeHHocTTa Ha TanuaoMu. [lanmenTu, nekyBanu ¢ VELCADE B koMOuHamus ¢
TaTUAOMHU/I, TPAOBA J]a CJIeIBAT IIpOrpaMara 3a MPEeBEeHIUA Ha OPEeMEHHOCTTA IpU JICUCHHE C
TaIUIOMHUI. 3a TOIBITHUTETHA nH(OopMaIus BIkTe KpaTka XxapakTeprcTHKa Ha MPOIyKTa Ha
TaJTAJTOMHUI.

Kopmene
He e u3BecTHO manu 6opre3omMud ce ekckperupa B kbpMata. [lopaay BB3MOXKHOCTTA 32 CEPHO3HU

HEXKEJNaHU PeakIiy MPpH KbpPMaveTo, KbpMEHETO TPsiOBa J1a ce MPEeyCTaHOBH 110 BpeMe Ha JICUSHHUETO C
VELCADE.

DepTriIATET
He ca mpoBexnanu npoy4sanus Ha ¢peprunutera ¢ VELCADE (Bxk. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTa 32 modupaHe 1 padoTa ¢ MALINHH

VELCADE moxe 1a iMa yMEepeHO BIMSHHE BBPXY CIIOCOOHOCTTA 3a modupaHe 1 padoTa ¢ MalIHHU.
VELCADE moe na ObJie cCBbp3aH MHOTO YECTO € YMOPa, YECTO ChC 3aMaiiBaHe, HEYECTO ChC CHHKOII
W YECTO C OPTOCTATHYHA/TIOCTYpaIIHA XUIIOTOHHS WM 3aMBITICHO 3peHre. 3aToBa MalIeHTUTE TPsOBa
Ja ObAaT BHUMATEITHH, KOraTo mo(upaT Wil U3M0I3BaT MAITNHY U TPA0Ba 1a ObJaT MOCHBETBAHH /1a
He moQupaT WiIK U3MOI3BaT MAIIMHH, aKO MOJy4aT Te3H CUMITOMH (BXK. Touka 4.8).

4.8 Hexenanu JJeKapCTBeHH peaKuu

O606uienne Ha npoduna Ha Ge30macHOCT

Heuecro cro0maBanm cepruo3Hu HEXKENaH! peakiuy 1o Bpeme Ha yieueHue ¢ VELCADE BxirouBar
ChpJIeYHa HEJJOCTaThYHOCT, CHHAPOM Ha TYMOpPEH pasrai, 0eroapoOHa XUIEepPTOHHS, CHHIPOM Ha
MOCTepUOpHa 00paTHMa eHiedanonaTus, ocTpa JudysHa nHUITpaTHBHA Oe10ApoOHa OoNecT U
PSIIKO aBTOHOMHA HEBPOIIATHSL.
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Haii-gecTo crobmiaBannuTe HEXeEIIaH! JIeKapcTBeHH peakiuu npu jgedenne ¢ VELCADE ca ranewne,
JMapHsl, 3arek, MOBpPbhIIaHe, yMOpa, TUPEKCHS, TPOMOOIIMTOIICHHSI, aHEMUSI, HEYTPOTICHUSI, ieprudepHa
HeBpomnaTHs (BKIIFOYUTEITHO CETHBHA), II1aBO0OJIHE, TApeCTe3ns, HAMAJICH alleTUT, AUCITHEs, O0OPUB,
XepIrec 30CTep U MUAITHSL.

O06001IeHNe Ha HeKETAHUTE PeaKIUY B TaOJIMYEH BUJI

MyntTunneH MMUenom

Hexenanute peakmum B Tabmuma 7 criopen IpelieHKaTa Ha U3CIIeOBaTeIINTE UMaT Hai-MaJlko
BB3MOJKHA WJIM BEPOsTHA IPUIUHHO-cIeAcTBeHa Bpb3ka ¢ VELCADE. Te3n HekenmaHu peakiuu ce
OCHOBAaBaT Ha MHTETPUPaH HA0Op OT AaHHU OT 5 476 manuenty, ot kouro 3 996 naryeHTy ca
nexysanu ¢ VELCADE ot 1,3 mg/m? u ca smouenu B Tabnuna 7.

Karo nsumo VELCADE e npuitoskes ipu 3 974 nanueHTy 3a ieueHre Ha MYJITHIUICH MUCIIOM.

Hesxxenanute peakuuu ca u3peieHH MO-A0y 10 CUCTEMO-OPTaHHM KJIacOBE U 1O yecToTa. YecTtoTute
ce OmpeneNaT KaTo: MHOro yectH (> 1/10); wectu (> 1/100 mo < 1/10); newectu (> 1/1 000 mo

< 1/100); pexxu (> 1/10 000 no < 1/1 000); muoro peaxu (< 1/10 000), ¢ Hen3BecTHA YeCTOTA (OT
HAJIMYHUTE JaHHU HE MOXKe J1a Ob/ie HarpaBeHa olieHka). [Ipu Bcsiko rpynupaHe o 4ecrora,
HEXXETaHUTE JICKAPCTBEHH PEAKIIUH Ca MPECTABEHU B HU3XOJSAI PEJl 0 OTHOIIICHHE Ha TAXHATA
cepuosHocT. Tabnmma 7 e cb3manena, upe3 usnonzBanero Ha Bepcus 14.1 na MedDRA.
HOCTMapKCTI/IHI‘OBI/ITC HCXKCIJIaHU PCaKIMH, KOUTO HE Ca Ha6HIOI[aBaHI/I IIpy KJIMHUYHU [IPOYYBaAHMA,
CBIIO Ca BKIIOYEHH.

Ta6bnmila xenaHn peackLumucu Myp/MT vinayemHa ievikinesiaomme ¢ VEL CAD|
KAMHUWYHN M3INUTBAHWUSA U BCUYUYKU N,0 CHTEVZAaPBKUECT MUNHO C
OTOR axma&"™ 0

Cucremo-

OpraHHu

KJacoBe YecToTa He:xenanu peakuun
Nudexnnn n Yectn Xepriec 30cTep (BKI. AUCEMUHHUPAH U OY€H), THEBMOHUS ™,
uHpecTau xeprec cuMInIekc®, rp0nuHa nHdekuus*

Heuectn Nudexnus™, bakrepranan nHOEKIUU*, BADYCHH HHPEKIUU*,
cercuc (BKJI. CENTUYEH IIOK)™*, OPOHXOIMHEBMOHUS, XepIecHa
uH]EKIUA*, XeprneTHieH MeHUHToeHedanuT *, GakTepuemust
(BKII. cTaMIIOKOKOBA), XOP/ACOIYM, TPHIL, LIEITYIUT, HH(}peKus,
CBBbp3aHa ¢ U3JieNne, KOKHa HHpEKIUs*, yirHa nHpexnms™,
crapmIoKkokoBa nH(pEKIYs, 3p0Ha HHPeKIusI*

Penxu MenuHruT (BKII. OakTepualeH), HHpEKIus ¢ Bupyca Ha Epstein-
Barr, renurainen xeprec, TOH3WINAT, MACTOMIUT, CHHIPOM Ha
MIOCTBUPYCHA YMOpa

Heomnazmu — Penxu 3510KaueCTBEHN HEOIUIa3MH, IJIa3MOLMTHA JIEBKEMHUSI, ObOpeuHO-
J00pOKaueCTBeH! KIIETHYEH KapIUHOM, OYYKH, (YHTOHIHA MUKO3a,

, 37I0KQUYECTBEHHU U J0OpOKaueCTBEHU HEOITa3Mu ¥

HeonpeaeIeHN

(BKJI. KHCTH U

TIOJTUTIN)

Hapymenust Ha Mmsoro yectu | TpomOouunTonenus™®, HeyTponeHus™, anemus™

KpBBTa U Yectn JleBkonenus™®, numdonenus™

mumdHarTa Heuectu [Manmuronenus™®, hedpriTHa HEYTPOTICHUS, KOAryIONaThs*,
cucreMa JIeBKOLMTO3a*, TMM(aeHONATHS, XEMOJIUTUYHA aHEMUSL”

Penxu JucemuHMpaHa MHTpaBa3alHa KOAryJiaus, TpoMOOTo3a*,
XHUIIEPBUCKO3UTETEH CUHIIPOM, HAPYLICHUS! HA TPOMOOLIUTUTE
NOS, TpomOoTHYHA MUKPOAHTHOTIATHSI (BKII.
TPOMOOIMTONEHNYHA TTypiTypa) *, Hapymenuns na kpbera NOS,
XeMOparuyHa auaTesa, JUMQOUUTHA HHOUITPALUs
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Hapymienus na Heuectun Anruoenema’, cBpbX4yBCTBHTENHOCT*

MMYyHHAaTa Penxu AHadwrakTHUeH 0K, aMiiTon103a, Tut 111 mmyHOKOMITIEKC
cucTema MEIMHpaHa PeaKIus

Hapymienus na Heuectn Cunnpom Ha Cushing*, xunepTupouau3bpm*, HeaeKBaTHA
eHIOKpUHHATA CeKpenus Ha aHTHIUYPETHICH XOPMOH

CHCTEMA Penxu XUNOTUPOUIUZBM

Hapymenns Ha
MeTaboau3Ma U

XpaHEHETO

Mpmuoro yectu

IloHnmxaBpaHe Ha aleTUTa

Yectn

Jexunparariyisi, XUIOKaTHEMUs *, XUTIOHATPUEMUS ¥, OTKIIOHCHUS
B KpBBHATA 3axap™®, XUMOKAIIHEeMIS ¥, aOHOPMHHU €H3UMH ™

Heuectn

CuHOpoM Ha TyMOpEH pasmaj, 3a0aBeH pacTex™®,
XHUIOMAarHe3ueMus *, xunopocpareMus*, XunepkaieMus™,
XHUIMEPKAIIeMUs*, XuepHaTpUEeMUs*, OTKJIIOHEHUS B TUKOYHATA
KUCeNnHA™, 3axapeH quaber™, 3aappkaHe Ha TEUHOCTH

Penxu

XurepMarae3ueMus *, aumn03a, eJICKTPOIUTeH aucoamanc™,
npeToBapBaHE C TCYHOCTH, XI/IHOXJIOpCMI/Iﬂ*, XHIIOBOJIEMMU,
xunepxiopemus*, xunepdocharemus™, METAOOTUTHO
HapylleHHe, BATAMHUH B KOMIUIeKceH neunuT, 1eGuIuT Ha
ButamuH B 12, mogarpa, mOBHIIIEH alleTUT, HETIOHOCUMOCT KbM
aJIKoXoJa

Icnxnann
HapylIeHUs

Yectu

Hapymenns n pa3cTpoiicTBa Ha HACTPOCHHUETO™, TPEBOXKHO
pa3CTpOUCTBO*, HAPYIICHUS U Pa3CTPOICTBA HA CHHSA*

Heuectu

[lcuxuyHO Pa3CTPOMCTBO*, XATIOIUHAIIMUA Y, ICUXOTHYHO
pascTpoicTBO*, 00BpKBaHe™, 6€3MOKONCTBO

Penku

CyuruaHa uaeaius’™, afanTHBHA Pa3cTPONCTBA, ICTHPHYM,
HaMaJeHo JIMOUI0

Hapymenns Ha
HEpBHATa CUCTEMA

Mpmuoro yectu

HeBponarun*, nepudepHa ceH30pHa HEBPOMATHSI, AUCECTEINT ™,
HeBpanTus*

Yectu

MortopHa HeBponaTus™, 3ary0a Ha ch3HaHUE (BKII. CHHKOII),
3aMastHOCT*, TUCrey3us™, jeraprus, riapodosue™

Heuectu

Tpemop, nepudepHa CCH30MOTOPHA HEBPOTIATHS, TUCKUHE3HS ¥,
HapyIIeHHe Ha lepedpaaHaTa KOOpAWHAILUS U PABHOBECHETO™,
3ary0a Ha namerTa (0e3 JeMeHIus)*, eHnedanonaTus™,
CHHJIPOM Ha IOCTEPHOPHA oOpaTthMa eHuedanonaTus’,
HEBPOTOKCHUYHOCT, MPUMIAIBIIU*, TOCT XEPIETUIHA HEBPAIITHS,
HapyIIIeHHe B TOBOPa*, CHHIPOM Ha HECIIOKOWHHUTE KpaKa,
MUTpEHa, HIIHAC, HApyIlICHNEe Ha BHUMaHUETO, AaOHOPMHHU
pediekcu*, mapocMus

Penxu

[epeOpanna xemoparus™®, HHTpaKpaHUaIHa XeMoparus (BKIL.
cybapaxHouaiHa)*, MO3b4YEeH OTOK, IIPEX0JHA UCXEMUYHA
aTaka, Koma, TucOalaHC Ha BereTaTHBHATA HEPBHA CHCTEMa,
HEBPOTMATHS HA BEreTaTUBHATA HEPBHA CHUCTEMa, Mapaiin3a Ha
YyeperHo-Mo3bueH HepB*, mapanusa*, napeza™, MpecuHKOII,
CHHJIPOM Ha MO3BYHHS CTBOJI, MO3BYHOCHIOBO HapyIIeHUE,
JIe3Usl Ha HEPBHO KOPEHYE, ICUXOMOTOPHA XUTIEPAKTUBHOCT,
KOMITpecHs Ha rpbOHAYHUSI MO3bK, KOTHUTUBHU Pa3CTPOHCTBA
NOS, npurarenna nucyHKIH, pa3cTPOCTBA HA HEPBHATA
cuctema NOS, pauKyIuT, TUTaBEHE, XUITOTOHUS, CHHAPOM Ha
Guillain-Barré*, nemuenunusupaiia nojMHeBponaTus’

Hapymenust Ha

OYHUTE

Yectu

[lonyBaHe Ha ounTe*, 3pUTETHN HAPYIIEHUS ™, KOHIOHKTUBUT™*

Heuectn

Ouna xeMoparus*, HHQEKIMs Ha Klernada*, Xalauon”,
onedaput’, 04HO BB3MANEHHUE™, TUILIONHMS, CYyX0 OKO*, OUHO
Jpa3HeHe®, 0oKa B OYNTE, TIOBUIIICHO ChI3EHE, OYHA CEKPeHs

Penxu

Kopheanna ne3us™, ek30dTanM, peTHHHT, CKOTOMa, OYHU
HapymeHus (BKIL kiaenaunte) NOS, mpuaoOuTH 1akproaaeHUTH,
dorodobust, hoTorcus, ONTHYHA HEBPONATHS", pa3IMYHA CTENEH
Ha 3pUTENTHO YBpexaaHe (10 cienora)*
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Hapymenus Ha
yXOTO U
naOupuHTa

Yectu

Bepturo*

Heuectn

Hucakysuc (BKJI. THHUTYC)*, yBpeKTaHe Ha CiIyxa (10 U BKIL.
TIIyX0Ta), TUCKOM(OPT B ymuTe™

Penku

VYiHa xemoparus, BecTuOylapeH HeBPOHUT, HAPYIICHHs Ha
yxoto NOS

Copaeunn
HapYUICHUS

Heuectn

Chpiieyna TaMIIoHaia”, KapIuo-IyJIMOHAJIEH apecT™, ChpACYHH
¢ubpunauuu (BKI. MPeACHPIHH), ChpJieuHa HEAOCTATHUHOCT
(BKJI. IeBOKaMepHa M JIECHOKAMEPHa) ™, apuTMHST™, TaXUKapIus ™,
MAJIHUTANNH, aHTHHA IEKTOPHC, TEPUKApANT (BKII. IEpUKap/IcH
V3TTUB)*, KapIMOMHOTIATHS*, KaMepHa TUCHYHKITHS ™,
Opaaukapaus

Penxu

[IpenacepaHo TpenTeHe, MHOKapaeH HHPapKT*,
aTPHOBEHTPHKYJIApeH OJI0K™, KapANOBACKYIapHN HAPYIICHUS
(BKu1. KapauroreHeH mok), Torsade de pointes, HecTabuHa
CTEHOKapHsl, HapyIIeHHs Ha ChPICYHHUTE KIamn™,
HEJIOCTaThYHOCT Ha KOPOHAPHATA apTepHsi, CHHYCOB apecT

CpoBu
HapyIICHUS

Yectu

XUNoToHUs*, OpTOCTATUYHA XUIOTOHUSI, XUIIEPTOHUS

Heuectu

MO3BbYHOCHI0B HHIMIEHT", IbI00KA BEHO3HA TpoMbO3a™,
xeMmoparuu®, TpoM00¢IeOuT (BKII. MOBBPXHOCTEH),
IUPKYJIATOPEH KOarc (BKJI. XHIIOBOJIEMHYEH IIIOK), (hredur,
3auepBsaBaHe™, xeMaToM (BKJI. IepupeHaieH)*, cinaba nepudepHa
OUPKYJAIMs™*, BACKYIUT, Xurepemus (BKI. o4Ha)™*

Penku

[lepudepen emOomu3BM, MTUMPEneM, OJIeTHOCT,
EpUTPOMENAJITHsl, Ba3oAWIaTaINs, IPOMSHA B I[BETA HA BEHHTE,
BEHO3Ha HEJOCTaThYHOCT

Pecnuparopuu,
TPBAHU U
MeaAuaCTHHAJIHHU
HapyLIeHus

Yectu

Hucnaes™, enmcTrakcuc, WHPEKINS Ha TOPHUTE/ TOTHUTE
IUXaTeaHy mbpTuma*, kanumia*

Heuectu

Benonpoben eM001M3bM, TUIEBPAJICH U3JIHB, 0SJIOAPOOEH OTOK
(BKJ. ocTBp), OpoHXOCIIA3bM, OenoapoOHa anBeoapHa
xeMoparus”, 6GpoHX0CNa3bM, XPOHUIHA OOCTPYKTHBHA
0enoipobHa GoJiecT™, XUMOKCeMHUs ™, KOHT€CTHS Ha TUXATCITHUS
TPaKT*, XUIOKCHSI, TUIEBpUT*, OenoapodHa (hudpo3a, XbiIaHe,
pHUHOpes, TUCHOHHMS, XPUIIOBE

Penxu

JluxaTtenHa HeJ0CTaThYHOCT, OCTBD PECITUPATOPEH AUCTPEC
CUHJIPOM, allHes, THEBMOTOPAKC, aTejeKTa3u, 0eioapooHa
XHUTIEPTOHMS, XEMOIITH3a, XMIIEPBEHTUIIAIINS, OPTOITHES,
[THEBMOHHT, PECITUPATOPHA aKaa03a, TaXHITHes, 0eropooHa
¢ubpoza, OpOHXUATTHO HApYUICHUE™ , XUITOKAITHUS ¥,
MHTepcTUIMaita 0enoapodHa Oonect, OenoapoOHa
HHOPHUITPAIHS, CTATAHE B IBPJIOTO, CYX0Ta B I'bPJIOTO, MOBHIIICHA
CEeKpEIHsI Ha TOPHUTE TUXATEITHH TBTHUINA, IPA3HEHE B I'bPJIOTO,
KallJIMYCH CUHAPOM HA T'OPHUTE NUXATCIHU ITHTUIITA
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CroMaliHo-
YpeBHU
HapyILIEeHUS

MHoro uectu

CuMnTomMu Ha raaCcHe u HOBp’bH.IaHC*, ,Z[I/IapI/ISI*, 3allCK

Yect

l'acTpomHTeCcTHHAIHA XeMoparus (BKJI. JTUTaBUYHA)™*,
TUCTIETICHSA, CTOMATHT®, IToTyBaHe Ha KopeMa, opodapHuHTeaTHa
0oska*, kopeMHa 0oJika (BKJI. CTOMAIITHO-YpEBHA U 0OJIKa B
cies3kaTa)®, HapyIeHus Ha yCTHaTa KyxuHa*, diaTyneHIus

Heuectn

[Nankpearut (BKJI. XpoHHUYEH)*, XemMaTeMesa, TI0JyBaHe Ha
YCTHHUTE®, CTOMAIIHO-UYPEBHA 00CTPYKIUs (BKJI. OOCTPYKIIUS Ha
THHKHUTE YepBa, Wieyc)*, KOpeMeH AUCKOM(DOPT, yilepaliy Ha
ycrara*, eHTeput®, racTpur®, KbpBeHe OT BEHIINTE,
ractpoe3ogareansa pedurykcHa 6oect™, KOMUT (BKIL
Clostridium difficile*, ucxemuuen konut”, racTpouHTECTHHAIHO
BB3NaNIcHHE ™, mucdarus, CHHAPOM Ha APa3HUMOTO YEPBO,
racrpouHTecTHHAIHH HapymeHus NOS, 061oxeH 3K,
HapyIICHHUS HA TAaCTPOMHTECTUHATHUS MOTHIIUTET*, HAPYIIICHYSI
Ha CJIFOHYCHUTE XJe3n™

Penku

OcCTBp MaHKpEaTHT, IEPUTOHUT, OTOK Ha €3MKa™, acIuT,
e30arut, XewuT, He3abpikaHe Ha eKaiy, aTOHUS Ha
aHaJHHUA CPUHKTEP, eKaloMa, TaCTPOMHTECTHHAIIHA YIIIEPALIHST
u nepdopanusa®, THATUBANHA XATIEPTPO(DHS, METAKOJIOH,
peKTanHa cekpenus, opodapuHreasnn Mmexypu*, 0oiaka B
YCTHHTE, IEPUOJIOHTHUT, aHAJIHA (UCYpa, IPOMSHA Ha PeKUMaA Ha
M3XO0KJaHe, MPOKTAITHs, a0HOPMEH deriec

XemnaToOunuapHu
HapyLICHUS

Yectu

OTKIIOHEHHS B CTOMHOCTUTE HAa YePHOAPOOHUTE CH3UMHU ™

Heuectu

XenaToTOKCUYHOCT (BKJI. YEPHOIPOOHO HApPYILIEHHE), XEMATUT*,
XoJiecTasa

Penku

YepHOoApoOHA HEAOCTATHYHOCT, XEMATOMET AL, CHHIPOM Ha
Budd-Chiari, muTomMerajJoBHpyCeH XEMaTHT, YePHOIPOOHA
XEMOparusi, XoJIelIuTHasa

Hapymenns Ha
KOXaTa u
MOJIKOXHATa
TbKaH

Yectu

OO0puB*, chpOek™, epuTeMa, cyxa Koxa

Heuectu

Epurema myntudopme, yprukapus, octpa dhedpriHa
HeyTpodHIHA JlepMaTo3a, TOKCHYEH KOXKEH 00pUB, TOKCHYHA
enuaepMatHa Hekponusa®, cuaapom Ha Stevens-Johnson?,
JIepMaTHT*, HApyIIeHUs Ha KocaTa®, IeTexXun, eKXUMO3H, KOKHH
JIe3UH, MypIypa, KOKHU OydKu™, TIcopruasuc, XUMepxuaposa,
HOLIHM H3MOTSBAHMS, IEKyOUTAIHA A3Ba”, akHe™, Mexypu™,
HapyIIeHHs Ha IMTMeHTarmsaTa™

Penxu

Koxxna peaknus, tumdonures nHUITpaT Ha Jessner, CHHIPOM
Ha NaJIMapHO-TUIaHTapHa ePUTPOIN3ECTE3Us, TIOIKOKHU
XeMoparuu, JUBeI0 PeTUKyIapuc, BTBbPSBaHE Ha KOXKaTa,
namyiu, GOTOYyBCTBHTENIHA peakuus, cedopes, CTyIeHa TOoT,
KkoxHH Hapymenns NOS, eputpo3a, KOXXHH S3BH, HAPYIICHHUS Ha
HOKTHTE

Hapymenust Ha
MYCKYJIHO-
CKeJleTHaTa
cucTema u
ChEIMHUTENHATA
ThKaH

MHoro uectu

MyckynHO-cKeneTHa Ooska™

Yectn MyckynHu cnia3mu®, 60JKa B KpalHUIMTE, MyCKYJIHA c1a0ocT

Hewectn MyCKyIJIHY TOTPETBaHusl, IOJAyBaHE HA CTABUTE, apTPUT™,
CKOBAHOCT Ha CTaBUTE, MHOIIATHN*, yCEIIaHe 3a TeXKECT

Penxu Pabnomuonusa, CHHAPOM Ha TEMIIOPOMaHAMOYIapHAaTa CTaBa,

¢ucryna, cTaBeH U31MB, OOJIKA B YEIOCTTa, KOCTHH HAPYIICHUS,
vH(}EKINY ¥ Bb3NaJICHUS] Ha MYCKYJTHO-CKEJIeTHATa CUCTeMa U
ChEJMHUTENHATA ThKaH*, CHHOBHAJIHA KHCTA
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Hapymenus Ha Yectn BbwrOpeuno yBpexaane*
0p0penuTe u Heuectn Octpa 6B0peYHa HETOCTATHPYHOCT, XpOHUYHA OBOpeUHa
MTUKOYHUTE HEJOCTAaThYHOCT™*, MH(EKIW Ha MUKOYHUTE ITBTHIIA™,
MBTUILA MPU3HALM U CHMIITOMH, CBbP3aHH C TMKOYHUTE MBTUIIA™,
XeMaTypusa™, peTeHIrs Ha ypUHA, MUKLIIMOHHH HapyIeHus *,
MIPOTEUHYPHS, A30TEMHUS], OJUTYPHUS™, MOJAKHYPUS
Penxu Jpa3HeHe Ha MUKOYHHS MEXYP
Hapymenus na Heuectn Barunanna xemoparus, reHuTanHa 0onka*, epeKTHIHA
BB3IPOU3BOJUTEN JucyHKIMS
HaTa cucreMa u | Penku Hapymenus Ha TecTucure®, mpocTaTuT, HapyILEHNUs Ha IbPIUTE
rbpaaTta [IPH KeHH, YyBCTBUTEIHOCT HA eMUIUINMA, CIUAUIAMHUT, OOJIKa
B Tas3a, 53BU IO ByJIBaTa
Bponenu, Penxn Arutasusi, racTpOMHTECTHHATHI MasihOpMalii, HXTHO3a
bamunH 1
TCHETHYHH
HapyLIeHUs
OO0 Mmuoro yectn | [Iupexcus™, ymopa, acTeHus
HapYUICHUS U Uectu Enem (Bki1. mepudepen), Brpucane, 0oyika*, Hepa3nojaoxeHue™
edekTr Ha Heuectn OO0110 BiIOMIaBaHe HAa (PU3UYCCKOTO 3/IpaBe™®, OTOK Ha JIUIETO*,
MSICTOTO Ha peaxknys Ha MSCTOTO Ha NPWIOXKEHHE™, HapyleHus Ha
MIPUIIOKEHHE nUraBuiata®, rppaHa 60ika, HapyLICHHsI Ha TOXOIKaTa,
ycellaHe 3a CTy/[, eKCTpaBa3alus™, yCI0KHEHUS, CBbP3aHH C
KareThpa®, mMpoMeHNIBa )Xaxaa, AUCKoM(pOopT B o0acTTa Ha
IPBAHUS KOIII, YCeIaHe 3a IPOMSHA Ha TeMIlepaTypaTa Ha
TSJI0TO*, 00JIKAa HA MSICTOTO Ha MHKEKTHpaHe™
Penxu CMBbpT (BKIJI. BHE3AIHA), MYJITHOPTaHHA HEIOCTAaThYHOCT,
XeMoparus Ha MACTOTO Ha WH)KeKTHpaHe™, XepHUs (BKIL.
xuaryc)*, 3a0aBeHO 3apacTBaHe Ha paHU™®, Bh3MalCHUE, QIICOUT
Ha MSACTOTO Ha MH)XKEKTUpaHe™, YyBCTBUTEIHOCT, 53Ba,
Ppa3Apa3HUTENIHOCT, HEKapIMOJIOrnyHa O0Jika B objacTra Ha
IpbAHUS Ko, 00JIKa B 00J1acTTa Ha KaTeTepa, ycellaHe 3a
YyXKJIO TSUIIO
Hzcnenanus Yectu HamansaBane Ha Teriio
Hewectn XunepOonnupyOuHeMus*, OTKJIOHEHHS B aHaJM3a Ha OenThKa™.
MOKayBaHe Ha TETJI0, a0HOPMHH KPBHBHU M3CIICABAHUS*,
MOBHIIIaBaHe HUBOTO Ha C-peakTHBHUS MPOTEHH
Penxu AOHOPMHM KPBBHU Ia30Be™, OTKIIOHEHUS B
eJIEKTpoKaparorpamara (BKiI. yabipkaBaHe Ha QT-uHTepBana)*,
aOHOpMHO MexyHapOIHO HOPMAaTH3UPAHO ChOTHOIIEHHE™,
MoHMXaBaHe Ha pH Ha cTomaxa, IOBUIIIEHA arperamys Ha
TpoMOOLMTHTE, MOBUILIABaHE HUBOTO Ha Troponin I, BupycHa
UJCHTU(HKALUS U CEPOTIOTHA™, OTKIIOHEHHS B aHAIM3a Ha
ypuHara*
HapansiBanus, Heuectn [Tanane, KOHTY3HA
OTpAaBSIHUS U Peaxu Peakuus cien tpancdysus, ppaktypu*, CKOBaHOCT*, JIMIIEBO
YCIIOKHEHUS, yBpeXKJaHe, CTABHO YBpeKIaHe™*, M3rapsiHusl, pa3KbCcBaHe, O0JIKa
BBH3HUKHAIH B MIPU UHTEPBEHIHITA, PAIMAIIMOHHO yBpeXKjaHe™
pesyarar Ha
WHTEPBCHIUH
Xupyprudecku u | Penku AxTuBHpaHe Ha Makpodarure
MEIUIUHCKA
MHTEPBEHLUH

NOS = He e moco4eHo apyro

I'pynupane 1o noseye ot eAuH npennountan TepMut mo MedDRA

HOCTMapKCTI/IHFOBa HEXEJIaHa peaKlus, HE3ABUCUMO OT ITOKA3aHUETO
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MaHTenHokmemdgoine H( MCL)

IIpodunst Ha Oe3onmacuocT Ha VELCADE npu 240 maruentn ¢ MCL, nekyBanu ¢ VELCADE ¢ noza
1,3 mg/m? B koMGuHaLKs ¢ pUTyKcuMad, nukaopocdamus, gokcopyouuun u npeannson (VCR-CAP)
B CpaBHEHHE ¢ 242 manueHTH, JIEKyBaHU ¢ pUTyKcuMaO, nukiopochamMun, ToOKCopyOUuuH,
BUHKpHUCTHH U Tipeaan3oH [R-CHOP] e cpaBHHTETHO MOA00EH C TO3H, HAOMIOAaBaH IMPHU MAITUEHTH C
MYJITHIUIEH MHEIIOM C OCHOBHH Pa3JIMKH, OMICAaHU TIO-A0y. Jpyru HabmoaBaHl HeXellaH!
JICKapCTBEHHU PEaKIMU, CBhP3aHH ¢ U3MOI3BaHeTO Ha kKomOuHupaHara tepanus (VCR-CAP) ca
nHpeknus ¢ xenatut B (< 1%) u ncxemns Ha muokapaa (1,3%). Cxomgnara gecToTa Ha T€3U ChOUTHS
B JIBETE TEPAIEBTUIHM PaMEHa, ITOKa3BaT, Y€ Te3W HEeXKENaH! JIEKAPCTBEHH PEaKIliH, He MOTaT J1a Cce
nwspkat camo Ha VELCADE. 3nauntennute paznuuus npu MCL nanuenTckaTa nomynanus B
CpaBHEHHE C MAIMEHTHTE B IPOYYBAHUS 32 MYJITUILICH MUEIIOM ca B > 5% Mo-BHCOKaTa 4ecToTa Ha
XEMAaTOJIOTMYHH HeXellaH! JIEKaPCTBEHN Peakny (HEYTPOTICHUs, TPOMOOIIMTOTICHHUS, JICBKOIIEHHS,
aHemus1, TUMQoONeHNUs ), eprudepHa CeH30pHA HEBPOMATHS, XUIIEPTOHUS, IIUPEKCHUsI, THEBMOHUSI,
CTOMATUT M IPOMSIHA Ha KOcaTa.

Hexenanute nexapctBenu peakunu B mpoyuBane LYM-3002, onpenenenn KaTo TakKuBa ¢ 4€CTOTA

> 1%, nogoOHa uK mo-Bucoka yectota npu pamoto VCR-CAP 1 ¢ moHe Bb3MOXKHA WM BEPOATHA
NPUYUHHO-CIIEICTBEHA BPB3Ka ¢ KoMIoHeHTuTe Ha paMoTo VCR-CAP, ca n3bpoenu B Tabnuna 8, no-
nory. ChIIO Taka ca BKIIOYSHH HEKETIAaHHUTE JICKAPCTBEHH PEaKIINH, yCTAHOBEHH IIPH Ipymnara Ha
VCcR-CAP, xouTo criopen npelieHKaTa Ha U3ceIoBaTeIuTe UMaT Hail-MaJIKO Bh3MOKHA WIIA BEPOSITHA
MPUYUHHO-clieIcTBeHA Bph3ka ¢ VELCADE Bb3 0CHOBa Ha HCTOPUYECKHU JAHHH OT IIPOYUBAHHS 32
MYJTHIUIEH MHEJIOM.

Hexenanute peakiuu ca u3peieHu Mo-10J1y 10 CHCTEMO-OpPraHHH KJIacoBe M 10 yecToTa. YecToTuTe
ce ompeaenT Kato: MHOro yectH (> 1/10); wectu (> 1/100 mo < 1/10); newectu (> 1/1 000 1o

< 1/100); pexxu (> 1/10 000 no < 1/1 000); muoro peaxu (< 1/10 000), ¢ Hen3BecTHA YeCTOTA (OT
HAJIMYHUTE JaHHU HE MOXKE J1a ObJie HampaBeHa olieHKa). [Ipu Besiko TpymupaHe Mo 4ecTorTa,
HCXKCIIAHUTC JICKAPCTBCHU PCAKIUU Ca MPECACTABCHU B HU3XOAAI PE€I IO OTHOMICHHUE HAa TAXHATa
cepuosHoct. Tabnuia 8 e ch3maaeHa, upe3 u3noi3Banero Ha Bepeus 16 Ha MedDRA.

Tabn& kl@axenaHnm peackLUUU MIGOHUT ENJAHLUOUKE/HETTUb Y € H /T M (o M,

VCRCAPB KNowW¥WMWEB aH

Cucremo-opransu kiaacose | Yecrora Hexesanu peakumuu
WNudexknnn n nadecranumn MHoro yectu [TaeBMoOHUI™
Yectn Cerncuc (BKIJI. CENITHYEH LIOK)*, XepIec 30CTep

(BKJI. TUCEMHUHHUPAH U OY€H), XepIecHa
nHpeknus*, bakTepruanHa HHPEKIus*,
MH(EKIH Ha TOPHUTE/ IOJTHUTE TUXATCITHH
IbTHILA, FTBONYHA HHPEKIUA*, XepIec

CUMILIEKC*
Heuectn Xemnatut B, nadeknns™®, OpoHXOTHEBMOHUS
Hapymenust Ha KpbBTa U MHoro yectn TpombouuTonenus*, pedpunna
nuMdHaTa cucrema HEYTPOTICHUS, HEYTPOTICHUS ¥, IEBKOTICHUS ¥,
aHemus®, numdoneHus™
Hewectn [ManuuTonenus™
Hapymenus Ha umyHHaTta Yectu CBpBX4yBCTBUTEITHOCT*
cucremMa Heuectn AHadunakTHYHA peakius
Hapymenns nHa metabonuzma | MHOTO YecTH ITonm>xaBaHe Ha alleTUTA
Y XpaHEHETO Yectu XunokaaueMus*, OTKIIOHEHUsI B KpbBHATA

3axap™®, XuIOHaTpUEeMUs*, 3axapeH quadeT™,
3a]IbpKaHe Ha TEYHOCTH

Heuectn CHHIpOM Ha TYMOpPEH pas3naj

IlcuxuyHu HapyleHUs Yectn Hapymenus u pasctpoiicTa Ha ChbHA™
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Hapymenus Ha HepBHaTa
cucrema

MHoro uectu

[epudepHa ceHzopHa HEBpONATHS,
JIACECTE3Ms *, HeBpaITus™

Yectn Hespomnatun*, MmoTopHa HeBpomaTus*, 3aryda
Ha ch3HaHME (BKJI. CHHKOII), eHIedanonaTus ™,
nepudepHa CeH30MOTOpHA HEBPOIATHS,
3aMasgHOCT™, MUCTey3us™, HeBpomaTHs Ha
BEreTaTHBHATA HEPBHA CHCTEMA
Heuectn JucOananc Ha BereTaTHBHATa HEPBHA
cucremMa
Hapymienns Ha ounte Yectn 3puTeTHN HApYIICHUS ™
Hapymenus Ha yxoTo u Yectn Hucaky3uc (BKJI. THHUTYC)*
naOupuHTa Heuectn Beprturo*, yBpexaane Ha cinyxa (CHIHO
HaMaJIsIBaHe, BKJI. TIIYXOTa)
CopreyHn HapyIICHUS Yectn Copaeunn pubprnanum (BKII. IPEICHPIHNA),
apUTMHST™, ChbpAeYHA HEOCTATHYHOCT (BKIL.
JIeBOKaMepHa U IeCHOKaMepHa)™*, MuoKkapJHa
HCXEMUs, BEHTPHUKYJIapHa TUCHYHKITHS*
Heuectn KapauoBackymapuu HapymieHus (BKJI.
KapAMOT€HEH I1I0K)
Cb10BU HAapyLICHUS Yectun XunepToHus*, XUMOTOHHST*, OPTOCTATUIHA
XUIIOTOHHUS
PecniupaTopHu, rpbaHU U Yectn HucnHes*, kanuuna®, XpiamnaHe
MeJNacTUHAIHU HapymeHus | Hedectu OcTbp pecrupaTopeH IUCTPEC CHHJIPOM,

OemopoOHa eMOOIHS, THEBMOHHS,
OenopoOHa XuNepToHHA, 6€T0POOEH OTOK
(BKJI. OCTBD)

CromarrHo-4peBHU
HapyIIeHHs

MpHuoro yectu

CHUMIITOMH Ha TaJICHE U TIOBpbIIaHe™®,
Jmapus®, croMaTtuT* 3arek

Yectu

CromanrHo-4peBHa XeMoparus (BKII.
JIUraBUYHa)*, OJyBaHe Ha KOpeMa,
nmucnericus, opodapuHreanHa 6onka*,
racTpuT*, yiepamnuy Ha ycrarta*, KOpeMeH
JTUCKOM(OPT, AUcdarusi, CTOMaITHO-YPEBHO
BB3MajJcHHE™, KOpeMHa 0oJiKa (BKIL.
CTOMAITHO-4YpeBHA B 0OJIKa B clie3Kkara)™,
HapyIIeHHs Ha yCTHAaTa KyXuHa*

Heuectu

Koaur (Bki. Clostridium difficilg*

XenatoOwIMapHu HAPYIICHUS

Yectn

XemaToTOKCUIHOCT (BKJI. 4epHOIPOOHO
HapyIIeHUE)

Heuectu

YepHoapoOHA HEIOCTATHYHOCT

Hapyienus Ha koxara u
MOJKOYKHATA ThKaH

Mpmuoro yectu

Hapymenwus Ha kocara*

Yect

Copbex*, nepmaTut®, 00puB*

Hapymenns Ha MycKyIJTHO- Yectu MycKyaHH cria3Mu™®, MyCKYJTHO-CKeJIeTHa
CKeJIeTHaTa CUCTeMa U Oonka*, 60oyKa B KpalHUIIUTE
CHEIMHNUTEIIHATA THKaH

Hapymenwns na 6p6penute u | Yectn Wudexnus Ha MMKOYHUTE MThTHIA*

INUKOYHUTEC ITbTHUIIIA

OO01y HapymieHUS U eeKTH
Ha MSICTOTO Ha MPUIIOKEHUE

Mpmuoro yectu

[Mupekcus*, ymopa, acteHust

Yectu

Enewm (Bki. nmepudepen), BTprcane, peakius
Ha MACTOTO Ha MpHUJIOKEHUE™,
HepasIoJioxKeHue™*

N3cnenBanusa

Yect

XunepOnnupyOuHeMHsS ™, OTKIIOHEHHS Ha
OenThKa OT HOPMATHUTE CTOWHOCTH™,
HaMaJIIBaHE Ha TEIJI0, MOKa4YBaHE Ha TEIJIO

I'pynupane no nmosede ot equH npeanoyntan repmud mo MedDRA
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Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH
PeakTmnuBunupaHe Ha xXxepnec 30cTep BUpPpYC

MynTHIUIEH MHEIOM

AHTHBHpYCHA NpOQUIAKTHKA € puiarana Ha 26% oT nmanueHTure B pamoto Vc+M+P. UecroraTta Ha
XepIrec 30cTep 3a MalrueHTHTe B TepaneBTHdHaTa rpymna VC+M+P e 6una 17%, cpen manuentuTe, Ha
KOUTO HE € OmIla mpuiiaraHa aHTUBUPYCHA MPOo(UIaKTHKA, B CpaBHEHHE C 3% Ccpej MalueHTuTe, Ha
KOHTO ¢ OMiia mpuiaraia aHTHBUPYCHa MPOQIIaKTHKA.

MaHTeTHOKJICThYEH JTUM(POM

AHTHBHpYCHA POQHIAKTHKA € mprioxena npHu 137 ot 240 nauuentu (57%) B pamoto VCR-CAP.
UYecroTara Ha xepriec 3octep cpen namnuentute B pamoto VCR-CAP e 6una 10,7% npu nanueHTy,
KOUTO HE ca MPUeMaJli aHTHBUPYCHA MPO(UIIAKTHKA B CpaBHEHHE C 3,6% IMpH MAlUeHTH, TIPUEMaITH
AQHTUBHPYCHA MPOQHIaKTHKa (BXK. Touka 4.4).

PeakTunesnpamHdekyumna cBHBYYyceH xenaTtwurt
MaHTeTHOKIIeThYEH TUM(POM

HBYV undexnus ¢ paranen uzxop ce Hadmoaasa npu 0,8% (n = 2) oT nmalueHTUTe B rpymnaTta Ha
nedenne 6e3 VELCADE (putykcuma0, mukiodochaMu, JOKCOPYOHUIIVH, BAHKPUCTHH U IPETHU30H;
R-CHOP) 1 0,4% (n = 1) ot naunenture, nony4asam VELCADE B komOuHamus ¢ putykcumao,
mukinodochamun, fokcopyonnnt u npeann3on (VcR-CAP). Obmiara yectora Ha MHPEKIUH C
xermatuT B e mopoOHa npu narnuentute, aekyBanu ¢ VCR-CAP wiu ¢ R-CHOP (0,8% cpemty 1,2%,
CBOTBETHO).

Mepundpepenanmnespnpunm KOMOMHMPAHWMW CXeMU Ha NedvyeHWUe
MynTumnieH Muenom

[Tpu n3nurBanus, B konto VELCADE ce npunara kaTo HHIyKITMOHHO JeYeHUE B KOMOMHAIINS C

nekcameras3oH (npoyuBane IFM-2005-01) unn nekcamera3zon-tanuaomus (nmpoyusane MMY-3010),

YyecToTaTa Ha Bb3HHKBaHe Ha nepudepHa HeBpoIaTHs P KOMOMHUPAHUTE CXEMH € MPEJICTABEeHA B

TabauuaTa mno-goiy:

TabnyyactortTa Ha BbB3IHWKBAaAaHe Ha nepudpepHa HeBponmnart
nevyeHune, Knacu@pumuumpaHa NOoO TOKCUYHOCT U npey
nepucgepHa HeBponaTwus

IFM-2005-01 MMY-3010
VDDx VcDx TDx VcTDx
(N =239) (N =239) (N =126) (N =130)
YecroTa Ha BR3HHKBaHe Ha I[TH
(%)
Bcenuku crenenn na ITH 3 15 12 45
>TIIH crenen 2 1 10 2 31
>I1H cremneH 3 <1 5 0 5
IIpeycraHoBsiBaHe Ha <1 2 1 5

neuenueto nopaau ITH (%)

VDDXx = BUHKpUCTHH, JoKcopyOunuH, nekcamerazoH; VCDX = VELCADE, nekcameraszon; TDx = tanugomup,
nekcametaszon; VcTDx = VELCADE, tanunomu, nexcamerason; ITH = nepudepna HeBpomaTus

Benexka: [TepudepHara HeBpomaTus BKIIOYBA MPEANIOYUTAHHTE TEPMHUHU: eprepHa HEBPOIIaTHsl, TepudepHa MOTOpHA
HeBpomnaTtusi, nepuepHa CEH30pHa HEBPONATHS U ITOJTHMHEBPOIATHSI.

ManrenHokneTbYeH TUMEPOM

B npoyusane LYM-3002, mpu xoeto VELCADE ce npunara ¢ putykcuma0, nukinodochamu,
nokcopyouruH u npeaan3oH (R-CAP), uectorara Ha nepudepHa HeBponaTHs B KOMOMHAPAHU CXEMH
€ MpeICTaBeH B TabauIaTa 1mno-Aaoiy:
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Ta6nW4dactoTa Ha Bb3HUKBaHe Ha nepuneg@OpHa HeBpoOnart
KnacumpumumpaHa NO TOKCMUYHOCT U NpeycTaHOBSABSE
HeBponaTus

VcR-CAP R-CHOP
(N = 240) (N =242)
Uecrora Ha Bp3HUKBaHe Ha [TH (%)
Bcenuku crenenu na ITH 30 29
>TIIH Crenen 2 18 9
> IIH Crenen 3 8 4
IIpeycTaHoBsBaHE HA JICYUCHUETO MOpaan 2 <1

ITH (%)

VCcR-CAP = VELCADE, purykcuma0, nuxnopochamun, rokcopyounut u npeanns3on; R-CHOP = purykcuma0,
mukiodocdamua, 1oKkcopyOHINH, BUHKPUCTUH U npenHus3oH; ITH = nepudepna HeBpomaTust

Benexxka: [TepudepHa HeBponaTus BKIIFOYBA IPEIITOYUTAHUTE TEPMUHH: NIepUdepHa CeH30pHa HEeBpONaTus, nepudepHa
HeBponaTHs, nepudepHa MOTOpHA HEBPOIIATHS U Nepr()epHa CEH30MOTOPHA HEBPONATHS

MaumeHTNM B CcTapyecKka BbB3IpacTtT ¢ MCL

42,9% u 10,4% ot nauuentute B pamoro VcR-CAP ca BbB Bb3pacTOBUS JUana3oH CbOTBETHO 65-
74 ronuHW ¥ > 75 ToanHA. BBhIpeku 4e mpu MarueHTH Ha Bb3pacT > 75 TOJUHH, U IBETE CXEMHU Ha
nedenne VcR-CAP u R-CHOP ce noHacsT nmo-TeKo, CepMO3HUTE HEXEJIaH! peakliy B rpymnaTa
VCcR-CAP e 68%, B cpaBueHue ¢ 42% B rpynata R-CHOP.

3HauynmmvMm pasnukm B npoddunanpanbdbxean o acRpoaksHHEeaH N\EE LcC
MHTpPaBeHO3HO npumwnoxeHne KaTa®o caMOCTOATENHDO cpepnc
Bos ®asza III Ha mpoyuBaHeTO 00I[aTa 4eCTOTa HAa BH3HUKHAIUTE 110 BpeMe Ha JIeUeHUE HeXeITaH!

PEaKIMu ChC CTETNEH Ha TOKCUYHOCT 3 Wi noseue € ¢ 13% mno-Hucka npu nanueHTuTe, NprueMain

VELCADE noako:xHo, B cpaBHEHHE C HHTPABEHO3HOTO MPUIIOKEHHUE, a CIIydauTe Ha IPEKpaTsIBaHEe

Ha tepanusta ¢ VELCADE ca ¢ 5% no-manko. O0miarta yectotra Ha Bb3HUKBaHE Ha JHAPHS,

CTOMAILIHO-YPEBHU ¥ KOPEMHHU OOJIKH, ACTEHUYHH ChCTOSHUS, MH()EKINN Ha TOPHUTE TUXATETHH

IBTUIIA U TIeprudepHU HeBponaTtul € ¢ 12-15% mo-Hucka B Tpynara Ha HOAKOXHO MPHUIIOKEHHE,

OTKOJIKOTO B Ta3H Ha MHTPABEHO3HO MpuioxkeHne. ChIo Taka YecToTaTta Ha Bb3HUKBAHE Ha

nepudepHr HEBPOIIATUH ChC CTETIEH HAa TOKCHYHOCT 3 nim nosede € ¢ 10% mo-Hucka, a ciydyanTe Ha

IpeKpaTsBaHe Ha TEpaIusITa B pe3yiTaT Ha nepudepHr HeBponaTuu ca ¢ 8% Mo-Majko B rpyrnaTa Ha

MOJIKOKHO TPUIIOKEHHE.

Hexxenana peakus Ha MACTOTO HA MOJKOXHO NMPHIIOKEHUE, IPEIUMHO 3adepBsBaHe, ce CboOIIaBa
nipu 6% ot nauuenture. CiaydanTte ca IpeMUHAIN CPEAHO 3a 6 THHU, KaTO IIPU JBaMa MalueHTH ce €
HaJIOKWJIa MpoMsHa Ha no3ata. JIBama (1%) oT manueHTHuTe ca MMM TeXKH peakiuu; 1 cirydail Ha
chpOex 1 1 cirydaii Ha 3a4epBsBaHe.

YecToTara Ha CMBPTHUTE CllyuyaH IIpU JiedeHue € 5% B rpynara NalueHTy Ha IO0AK0XKHO JIEUCHUE U
7% B rpynara naluMeHTH Ha HHTPABEHO3HO JieueHue. YecToTaTa Ha CMBPT OT ,,[IPOrPECHPAILO
3abomsBane” e 18% B rpymnaTa Ha MOAKOXKHO MpHIOKeHHE U 9% B rpynara Ha HHTPaBEHO3HO
MIPHUIIOKEHUE.

MOBTOPHO NeyeHWe Ha NauMeHTUW C peuumaguBuUupan MYynTwu
[Ipu npoyusane, B koeto ce npuiara moBropHo jedenne ¢ VELCADE na 130 nanuenTs ¢

pelUIMBUPAI MYJIUIIEH MUEIIOM, KOUTO Ca MOKa3aJii IOHE YaCTUYEH OTTOBOP KbM MPEIX0/IHA
VELCADE-cbabpxaiia TepaleBTHYHACXEMA, Hall-4eCTO CPEeIlaHuTEe HEeXKEJIaHU ChOUTHUS OT BCIKAKBa

cTereH, HaOJroIaBaHy IPYU MUHUMYM 25% OT nmanueHTuTe, ca Tpombonutonenus (55%), HeBponaTust

(40%), anemust (37%), nuapus (35%) u 3amnek (28%). IlepudepHa HeBpomaTUs OT BCSIKAKBa CTEIICH U

nepudepHa HeBpPONaTus CTENeH > 3 ca HabmogaBanu cboTBeTHO npH 40% 1 8,5% OT maumeHTHTE.

Cpob11aBate Ha OJAO3UPAHU HEKEIAHU PEAKIIAHI

Cro0mIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe/] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakKHO. TOBa MMO3BOJISBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIICHUETO IOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIHAIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MMOI03MpaHa HeXKeIIaHa PeakIys Ipe3 HaIlMOHaTHATa CHCTEMA 3a ChOOIaBaHe B!
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1303 Cocus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg
4.9 TIlpeno3upane

[Ipenosupane mpu MaeHTUTE, TPEBHUIABAIIO TPENOPbYBaHATA J03a [TOBEYE OT JABA IIBTH, €
CBBHP3aHO C MM0sBa Ha OCTPa CUMIITOMATUYHA XUITOTOHUS M TPOMOOLIUTOIICHUS C (paTajeH u3xon. 3a
ChPJICYHO-CHAOBU NPSAKITHHUYHH (HapMaKOJIOTHYHU U3CIIeIBaHUS 3a 0€30I1aCHOCT, BUXKTE Touka 5.3.

He e u3BecTen crienuduyueH aHTUAOT IpH Tpeao3npaHe Ha 6boprezomud. B ciydaii Ha npeno3npane
JKU3HEHUTE MOKa3aTeNln Ha MaldeHTUTe TpsiOBa 1a ce MOHUTOPUPAT BHUMATEIHO U 1a Ce OKa3BaT
MOJIXOJIAIIN TPYKH 33 TIOJIbPKaHE Ha KPhBHOTO HaNsATaHe (KATO BIMBAaHE HA TEYHOCTH, TPECOPHH
W/WJIM MHOTPOITHU areHTH) U Ha TelleCHaTa TeMrepaTypa (Bx. Touku 4.2 u 4.4).

5. ®APMAKOJIOTMYHHA CBOMCTBA
5.1 d@apmakoaMHAMMYHHU CBOIiCTBA

dapmakoTeparneBTHYHA rpymna: AHTHHEOIUIACTHYHH CPEJICTBA, APYTH aHTHHEOIIACTHYHH CPEJICTBA,
ATC xox: LO1XGO1.

MexaHHU3bM Ha JICHCTBHE

Bopre3zomu6 e nporeazomen nHxuOUTOp. TO € ch3maneH crenuanHo Ja MHXUOUpa nojooHaTa Ha
XUMOTPHIICHH aKTUBHOCT Ha 26S MpoTeazomara B KJIETKH Ha 003aliHUIN. 26S poTeazoMara e ToJsM
NPOTEHHEH KOMIUIEKC, KOWTO pasrpaxja yOMKBUTHHUPAHNUTE NPOeHHH. [IbTST yOMKBUTHH-
NpOoTea3oMa Urpae ChIIECTBEHA POJIs B PETYJIMPAaHETO Ha KPhroBpaTa Ha CeU(pUIHN IPOTEHHHU U
TakKa ce Mo IbpKa XoMeocTa3aTa B kieTkute. Muxubupanero Ha 26S nmpoTeazomara MmpeoTBpaTsIBa
Ta3M NPUIIETHA TPOTEO0IN3a U 3aciTa MHOKECTBO CHTHAIM3UPAIIY KacKaIy B KIETKHTE, KaTO HAaKpas
BOJIM JI0 CMBPT Ha PaKOBaTa KJIETKa.

bopre3omMub e BUCOKO CeleKTUBEH 3a mpoTea3somara. B konuentpamuu 10 mV 6opresomutd He
WHXUOWpPA HUTO €MH OT MHOKECTBOTO MPOYUEHH PELENTOPH U poTeasu u e noseue oT 1500 mbTH
HO-CEJIEKTHBEH 32 IPOTEa30Ma, OTKOJIKOTO HIKOH OT CJIEBALIUTE MPEANIOYUTAHN CH3NMHU.
KuneTnkara Ha IpOTEa30MHOTO HHXHOHMpPaHe € Ipoy4BaHa iN Vitro u e mokasaHo, ue 60pTe30Mub ce
OTJIeNisl OT MpoTea3oMa 3a ty, oT 20 MUHYTH, KO€TO TIOKa3Ba, 4e MPOTea30MHOTO HHXHOUpAHE OT
0oprezomMub € 00paTHMO.

Menuupanara ot 6opTe30Mu0 MPOTEa30MHa HHXUOHIIUS 3aCsATa PAKOBUTE KIIETKU 110 MHOTO ITBTHIIA,
BKITIOUHTEITHO, HO HEOTPaHMYABAIIO CE CaMO JIO YBPEXKJIaHEe Ha PEryIaTOpHUTE POTEHHU, KOUTO
peryaupar nporpecusiTa 1o eTarnuTe Ha KJIEThYHUS HUKBI U aKTHBUPAHETO Ha HyKJI€apHHUs KIEThUYECH
¢axrop kana-B (NF-kB). Muxubupanero Ha mpoTeazoMaTa BOAM 10 OJOKUpPAHE HA KIETHYHUS KB
u aronito3a. Hykneapuusr pakrop NF-kB e dakTop Ha TpaHCKPHITIHSI, YHASTO AaKTHBAIUS CE U3HCKBA
3a MHOTO €Taly Ha TyMOpPOTeHe3aTa, BKIIOYUTEIHO KIEThUHHS PACTEX U MIPEKHUBIBAHE,
aHTMOTreHe3aTa, B3aMMOJICHCTBHETO KIIeTKa/KileTKa u Meractasute. [lpu muenom 6oprezomud 3acsara
CIOCOOHOCTTA Ha MHUETIOMHHTE KJIETKH JIa B3aMOJIEHCTBAT ¢ MUKpOCpeiaTa Ha KOCTHUSI MO3bK.

ExcrniepiMeHTH NOKa3Bart, ye 00pTe30MHO € IUTOTOKCHYEH 32 MHOXKECTBO THIIOBE TYMOPHH KJIETKU
Ye TYMOPHHUTE KJIETKH Ca MO-YyBCTBUTEIIHN KbM MPOATIONTO3HU e(eKTH Ha TPOTea3oMHaTa
WHXHUOUIIVS, B CPABHEHNE C HOPMAaJIHHUTE KiIeTKH. bopre3omMubd Boam 10 HamalsiBaHe Ha TyMOPHHS
pactex in ViVOB MHOTO MPEAKIMHUYHE TYMOPHH MOJIEIH, BKIFOUMTEIHO MYJITHIUICH MUEITIOM.

TanuuTte 0T in Vitro, exVivo u >KMBOTHHCKA MOJENN ¢ 60pTe30MHO MpeIoiarar, ue TOi yBeandaBa
nudepeHnranuaTa ¥ akTHBHOCTTA HA OCTE00aCTHTE ¥ MHXUOUpPaA PYHKIUATA Ha OCTEOKIIACTHTE.
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Te3u edexTH ca HAOIIOAaBaHH MTPH NANMEHTH C MYJITHIDICH MHUEJIOM, C HaIllpeHala OCTEOIUTHYHA

OoJect u JIeKyBaHH ¢ OOpTe30MuU0.

Knuanuna ed)I/IKaCHOCT OpHu HCJIICKYBAH MYJITUIIJICH MHUCJIOM!

IIpoBenieHO € MPOCTIEKTUBHO, MEeXAYHAPOIHO, paHIoMu3upaHo (1:1), OTKpHUTO KIMHIYHO MTPOyYBaHE

¢aza III (MMY-3002 VISTA) npu 682 manuenTH, 3a aa ce oteHu ganu tepanusta ¢ VELCADE
(1,3 mg/m? umxexTUpaH HHTPaBEeHO3HO) B KoMOUHaus ¢ Mendanan (9 mg/m?) u npeanuson
(60 mg/m?) Bomu 1o mogobpsBane Ha Bpemeto o nporpecus (BII) B cpaBHEHNE ¢ TepanuaTa ¢
mendanan (9 mg/m?) u npexauson (60 My/M?) npy NanMeRTH ¢ HENEKyBaH MyJITHILUIEH MUEJIOM.
JleyeHueTO € mpUIIaraHo 3a MAaKCUMAJTHA MPOIBIDKUTEIHOCT OT 9 1MKbJIa (PUOIU3UTEITHO

54 cenMuin) u e MPeKbCHATO PaHO MOPAIX MIPOrpecupaHe Ha OOJIECTTa WM HEIOMYCTUMO HUBO Ha
ToKcH4IHOCT. CpeiHaTa Bb3pacT Ha MAIMeHTHTE B mpoy4uBaneTo e 71 roauau, 50% ca mbxe, 88% ca

oT Osiy1aTa paca U cpeiHaTa OlleHKa Ha KaueCTBOTO Ha )KMBOT Ha MAI[MEHTHTE 10 ckaigara Ha Karnofsky

e 80. INanuenture ca umanu IgG/IgA/nexoBeprxer muenoM B 63%/25%/8% ot cnyuyaute, cpeaHa
croiiHocT Ha xemornobuna —105 g/l u cpenen 6poii na TpombormTHTe — 221,5 X 10%/1. CxoneH e n

IPOLIEHTHT Ha MALMEHTUTE ¢ KpeaTHHHHOB KIHpbHC < 30 ml/min (3% BBB BCSIKO pamo).

B nepuozna Ha npeaBapuTeNHO ITaHUPAHU MEXAUHEH aHaJIu3, IbPBUYHATA KpaifHa TOUKa, BPEMETO
JI0 IPOTPECHs] € CIIa3eHo, ¥ MAlMEeHTUTE B rpynara Ha Meidanad u npenausol (M+P) ca npemunanu

Ha neyerne ¢ VELCADE B komOuHanms ¢ mendanan u npeaamn3oH (Ve+M+P). Mennanara Ha

nepuojia Ha mpocienssane € 16,3 mecena. KpaifHOTO akTyanu3upaHe Ha JaHHUTE 33 MPEKUBIEMOCT €
W3BBPIICHO ¢ MEJIMaHa Ha nepuojaa Ha npocieassane 60,1 mecena. HabmogaBa ce ctatucTu4ecku

3HAYUMO MOI0OpPEeHNEe Ha MIPEXKHUBIIEMOCTTa B Tpymara Ha jJedenue ¢ Vc+M+P (HR = 0,695;

p = 0,00043), Bbnpeku MocaeaBaIy TePareBTHYHN KYPCOBE, BKIFOUUTEITHO CXEMH, Oa3upaHu Ha

VELCADE. MenuaHnata Ha IpeKHUBSIEMOCT B rpyliaTa Ha JiedeHue ¢ Vc+M+P e 56,4 meceria, B

cpaBaeHue c 43,1 3a rpynara Ha nedenne ¢ M+P. Pesynratute 3a erkacHOCTTa ca MpeICTaBEHH B

H a

Tabmuma 11:
TabnMPaszsyntatTum 3a e¢ppraomocakcyaguiaunpaHe
npexnsaemMogayyBaHe VI STA
Kpaiina Touka 3a epuxacHoct Vc+M+P M+P
n =344 n =338
Bpeme 10 nporpecus —
Cwoutns 6p. (%) 101 (29) 152 (45)
Menunana® (95% CI) 20,7 mo 15,0 mo
(17,6; 24,7) (14,1;17,9)
Koeduument Ha puck® 0.54
(95%CI) (0.42,0.70)
p-cToliHoCT" 0.000002
IpexuBsiemocT 0e3 mporpecust
Cnbutus 6p. (%) 135 (39) 190 (56)
mennana® (95% CI) 18,3 mo 14,0 mo
(16,6; 21,7) (11,1; 15,0)
Koepuiment Ha puck® 0,61
(95% CI) (0,49; 0,76)
p-cToliHOCT" 0,00001
O01ma npexuBsIeMOCT™
Cw6utust (cmbpt) 0p. (%) 176 (51,2) 211 (62,4)
Menunana® 56,4 mo 43,1 mo
(95% CI) (52,8, 60,9) (35,3, 48,3)
Koepuiment Ha puck® 0,695
(95% CI) (0,567; 0,852)
p-cToliHoCT" 0,00043
CreneH Ha MOBJUABAHE n =337 n =331
[Monynauus” 6p. = 668
CRe® 6p. (%) 102 (30) 12 (4)
PR* 6p. (%) 136 (40) 103 (31)
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nCR 6p. (%) 5(1) 0

CR+PR° 6p. (%) 238 (71) 115 (35)

p-cToiHOCT <1010

HamansiBane Ha cepymeH M-niporeuH 336 manueHTH 331 mauueHTH

[Momymanus™ 6p. = 667

> 90% 06p. (%) 151 (45) 34 (10)

Bpeme 10 Hayasno na nosausiane npu CR +

PR

Menanana 1,4 mo | 4,2 mo

MennaHa® Ha IPOABJIKMTEHOCT HA

NOBJINSIBAHETO

CRe 24,0 mo 12,8 mo

CR+PR® 19,9 mo 13,1 mo

Bpeme 10 cieaBaia Tepanus

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

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

Koedunuenr na puck® 0,557

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

p-croitHOCT" < 0,000001

a

6

W3zuucnena no merona na Kaplan-Meier

KoeduuneHTHT Ha pHCK € H34HCIIeH Ha Oa3aTa Ha IPONOPIHOHAIHO-pUCKOBHS Moaen Ha Cox, aqanTupan 3a
cTpaTtiduKannoHHN GaKTopH: P2-MUKPOTIOOYIHH, AIOyMUH U paiioH. KoeduImeHThT Ha pUCK, HO-HUCHK OT 1, coun
npeaumctso VMP

HomunanHa p-cToifHOCT Ha 6a3arta Ha cTpaTH(UIMPaH JOTapUTMHIHO TpaHcopmupaH peHkoB (log-rank) Tecr,
aJlanTHpaH 3a CTpaTH(GUKAIHOHHN (HaKTOPH: P2-MUKPOTTIO0YIHH, aTOyMUH U palioH

p-ctoiiHocT Ha yectorara Ha oTroBop (CR+PR) ot Xu-kBaapar tecra Ha Cochran-Mantel-Haenszel, anantupan 3a
cTpatudukannoHHn Gakropu

TlomyarusTa ¢ OTTOBOP BKJIIOYBA TALIMEHTUTE C M3MEPUMO 3a00JsIBaHE B HAYAIOTO HA MPOYIBAHETO

CR = ITIsnen otroop; PR = Yactuuen otrosop; nCR = bnuso 1o mbaen orrosop. Kpurepuun na EBMT (EBporneiicka

TpyTia 3a KpbBHH 1 KOCTHOMO3BYHH TPAHCIIIAHTAIINH)

' BCHUKH paHIOMU3MPAHH MAIMEHTH ChC 3a00NIABaHe Ha OTAEIMTEIHATA CUCTEMA

*

JlaHHHUTE 3a IPEKUBIEMOCTTA Ca aKTyaln3UPaHy ¢ MeMaHa Ha Iepro/a Ha mpociensiBane 60,1 Mecena
mo: Mecenu
Cl- noBeputeneH MHTEpBAI

MayumeHTU, nNoAaXxoAasaWM 3a TpaHcHNNaHTauua Ha
[TpoBeneHu ca 1BE paHOMU3UPaHH, OTKPUTH, MHOTOLIeHTpOBH Dasza I1I npoyusanus (IFM-2005-01,
MMY-3010) 3a onierka Ha 6e3omacHoctta 1 epukacHoctta Ha VELCADE B nBOiHM 1 TpOWHU
KOMOHMHAIIMY C IPYyTH XUMHOTEPANIEBTUYHH CPEICTBA KATO MHIYKIMOHHA TEPAIHs IPEIH
TPaHCIUIAHTAIUS HA CTBOJIOBU KJIETKU TP MAIMEHTH C HEJIEKYBaH MYJITHILICH MUEJIOM.

B npoyusane IFM-2005-01 VELCADE B komOuHanus ¢ gekcamera3oH [VCDX, n = 240] e cpaBHeH ¢
BUHPHUCTUH-TOKCOPYOUIMH-ekcameTa3on [ VDDX, n = 242]. [TanuenTure B rpymnara Ha VeDx ca
IpEMHHAIN YeTUpH 2 1-IHEBHM IUKBIIA, Bceku oT kouTo Bkarousa VELCADE (1,3 mg/m?, npunosxen
BEHO3HO J[Ba MbTH CEAMHUYHO Ha jieH 1, 4, 8 u 11) u nepopaaHo npuiioxeH aekcamera3on (40 mg/nex
B quuTe 1 10 4 1 B nHATE 9 10 12 B 1iukiu 1 1 2, KakTo B JHUTE OT 1 10 4 B UKIH 3 U 4).

ABTOJI0KHA TpaHCIUIAHTAIIMS HA CTBOJIOBU KIIeTKH € HampaBeHa 198 (82%) u 208 (87%) nmarmenT
CBHOTBETHO B TpynuTe Ha JedeHue ¢ VDDxX u VcDx; 60MIMHCTBOTO OT MAIMEHTHUTE ca MPEMUHAIH
€/lHa TPaHCIUTAHTAI[MOHHA Mpoteaypa. Jlemorpad)ckuTe XapakKTepUCTHKH Ha MAIIHEHTUTE U U3XOTHUTE
XapaKTePUCTHUKH Ha 3a00JISIBAHETO ca CXOJHHU B JBETE TEPANIEBTUYHU TPYIIM. MeauaHara Ha Bb3pacTTa
HAa TIAIIMEHTHUTE B MIPOyUYBaHETO € 57 roaunu, 55% ca mpxe n 48% OT marieHTrTe ca ¢
BHCOKOPHCKOBHU LIUTOTEHETUYHU MapKepu. Meananara Ha IpOIBbIKUTEIHOCTTA Ha JICUEHUETO €

13 ceqmutu 3a rpynara Ha VDDx u 11 cenmunu 3a Ta3u Ha VeDx. MenuaHara Ha Opost Ha IIUKITUTE,
KOHUTO Ca MOJY4IHJIN IBETE TPYIH, € 4 UKbIA.

[IspBuuHaTa KpaiiHa ToYKa 32 €(UKACHOCT HAa MPOYYBAHETO € MOCTUHAYKIIMOHHATA YeCTOTa Ha
otroBop (CR+nCR). HabmtonaBa ce cTaTucTrdecky 3HauuMa pas3iiuKa MpH IbJIHa PEMUCHSHTIOUTH
meiaHa pemucus (CR+nCR) B momsa Ha rpynara Ha nedenne ¢ VELCADE B komOuHars ¢
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JieKkcamMeTa3oH. BropuunuTte kpaifHu TOUKH 32 e(hUKACHOCT BKIIIOYBAT YECTOTA HA OTTOBOP CIIe]
tpaucmiaaTanus (CR+nCR, CR+nCR+VGPR+PR), npexxuBsieMocT 6e3 nmporpecus u oo1ma
npexussiemoct (overall survival, OS). OcHoBHuTE pe3yaTaTu 3a ehUKACHOCT ca MPEICTABESHH B

tabnuna 12.

TabniZPas3ynrtaTtun 3a edunkalEM206501 oT npoyuyYBaHe
Kpaiina Touka VeDx VDDx OR; 95% CI; P croiinoct?
IFM-2005-01 N=240(ITT N=242(ITT

TIOTTYJIaIIHsl) TOTTyJIAIHST)
RR (cnep) mHAy
*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
% (95% CI)

77,1 (71,2; 82,2)

60,7 (54,3; 66,9)

2,18 (1,46; 3,24); < 0,001

RR (cnep Tpa‘H(
CR+nCR

CR+nCR+VGPR+PR

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

% (95% CI)

Cl = nosepurenen untepsar; CR = meied orroBop; nCR = 61u30 g0 meiex otrosop; I TT-Intent to treat; RR-uecroTa Ha
otroBopa; V¢ = VELCADE; VcDx = VELCADE, nekcamera3zon; VDDX = BUHKPHCTHH, JOKCOPYOUIIMH, I€KCAMETA30H;
VGPR = mHOro 1006p yactuieH otroBop; PR = yactuuen orrosop; OR = ChOTHOIICHHE Ha IIAHCOBETE;

* IIspBuuHa KpaiiHa TOUKa

a CBHOTHOIIICHHE Ha IIIAHCOBETE 3a YECTOTH Ha OTroBopa Ha Oazara Ha O6H.[OTO CBHOTHOLICHUEC HA MIAHCOBECTEC U3YUCIICHO

no Mantel-Haenszel 3a crparudunupanu tabiumnm; p-croiinocTr 110 Tecta Ha Cochran Mantel-Haenszel.

OrtHacs ce 3a 4ecToTa Ha OTrOBOp CJIe]l BTOPa TPAHCIUIAHTALMUS IIPU MAUeHTH, TOTyYMIIH BTOPA TPAHCILUIAHTALHS
(42/240 [18%] B rpymnara Ha VcDx u 52/242 [21%] B rpynar ana VDDX).
benexxka: ChoTHOLIEHHE Ha MIAHCOBETE > | COYM NPEIMMCTBO 32 HHAYKIIMOHHATA TePaIHts, ChIbpiKaIla BHHKPUCTHH.

B npoyusane MMY-3010 uanykimonnoTto snederrne ¢ VELCADE B koMOWHAIMS ¢ TAUIOMUAL 1
nekcamera3oH [VcTDx, n = 130] e cpaBHeHO ¢ TanuaomMua-aekcamerason [TDX, n = 127].
[Tarmenture B rpymnata Ha VcTDx ca mpemunanu mect 4-ceAMUYHH LIMKbJa, BCEKH OT KOUTO
skmoua VELCADE (1,3 mg/m?, npunoskeH 1Ba MbTH ceMMYHO Ha el 1, 4, 8 u 11, mocnensan ot
17-mHeBeH nepuo/] Ha oYuBKa oT AeH 12 1o neH 28), nexcamerazoH (40 MQ NpuiIokKeH IIepopaHoO B
nuute ot 1 10 4 1 B qauTe OT 8 M0 11) M Tanmumomu (IPUIIOKEH MEPOPaHO B 1032 oT 50 mg THEBHO
B aaute 1-14, yBennuena va 100 mg B gaute ot 15-28, cien koero Ha 200 mg AHEBHO).

Enna aBTONMmOXKHA TpaHCIUIAaHTAINIMS HA CTBOJIOBH KJeTKH € HarnpaBeHa Ha 105 (81%) u 78 (61%) ot
MAIMeHTUTE ChOTBETHO B rpynuTe Ha VcTDx u TDx. JleMorpadckute XapakTepUCTHKH Ha
MAIMCHTUTE U U3XOTHUTE XapaKTEPUCTUKH Ha 3a00JITBAHETO Ca CXOHU B JIBETE TEPATICBTUIHH TPYIIH.
MenunanaTta Ha Bb3pacTTa Ha nauureHTute B rpynute Ha VeTDx u TDx e cboTBeTHO 57 cpsmo 56
roauuu, 99% crpsimo 98% ca ot 6enmu u 58% crpsamo 54% ca mexke. B rpymara Ha VcTDx 12% ot
MAIMCHTUTE Ca IUTONCHETUYHO KiIacu(DUIIMPAHU KaTO BUCOKOPUCKOBH CIIpsiMO 16% OT nmaiyeHTuTe B
rpynara Ha TDx. Meaunanata Ha NpoIbIDKUTETHOCTTA Ha JieueHueTo € 24,0 cenMuiy, a MeuaHaTa Ha
Opos mpeMUHATH UKIH Ha JiedeHne € 6,0 U Te ca CXOIHU 3a BCUYKH TEPAIeBTUYHHU TPYIIH.
[IspBUYHUTE KpaliHU TOYKH 32 €(DUKACHOCT B IIPOYUYBAHETO Ca CTEIICHUTE Ha MOBJIUSIBAHE CIIE]
uHaykus U caen tpanciuianTanus (CR+nCR). Cratuctuuencku 3Haunma pasiuka npu CR+nCR e
HaOmoaBaHa B ron3a Ha rpynata Ha VELCADE B komOuHaIus ¢ leKcaMeTa30H U TaTuIOMHU/I.
BropuunuTe KpaitHu TOYKH 3a €(hUKACHOCT BKJIFOUBAT MPEKUBIEMOCT 0€3 mporpecus u ooIma
npexuBseMocT. OCHOBHUTE pe3yJiTaTH 3a e(hUKAaCHOCT ca MpecTaBeHu B Tadiuia 13.

Ta6niBPeas3syntatTwmacmo erpuo 1 MMYEB019 4y B aHe

Kpaiinn Touku VcTDx TDx OR; 95% CI; P croitnoct?®
MMY-3010 N=130(ITT N =127 (ITT

TIOITYJIAITHST) TIOITYJIAITHST)
*RR (cnej wuH§g
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

(cnep TpaH)nAN
CR+nCR 55,4 (46,4; 64,1) 34,6 (26,4; 43,6) 2,34 (1,42; 3,87); 0.0012
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

Cl = noseputenen unrepsaix; CR = mbieH orroBop; nCR = 61u30 10 meieH otrosop; I TT-Intent to treat;RR-4ecrora Ha
otroBopa; V¢ = VELCADE; VcTDx = VELCADE, tamunomun, nekcameraszon; TDxX = tamumoMu/, 1eKcaMeTa3oH;
VGPR = MHoro 100bp yactuueH otroBop; PR = wactiuen otroBop, OR = ChOTHOIIICHHE Ha IIAHCOBETE;

IIspBuuHa KpaiiHa TOUKa

a CBHOTHOIIICHHE Ha IIIAHCOBETE 3a YECTOTH Ha OTroBOpa Ha Oazara Ha O6H_[OTO CBhOTHOLICHUE HAa NIAHCOBETEC U3UYUCIICHO

no Mantel-Haenszel 3a crparudunupanu taGuui; p-croiiHocTd o tecra Ha Cochran Mantel-Haenszel.
Benexka: CbOTHOILICHHE HA LIIAHCOBETE > | COYM NPEIMMCTBO 3a HHAYKIMOHHATA TePanus, ChbpKalla BHHKPUCTHH.

KnuHnyHa eUKacHOCT MpH peUUANBUPAT WX pedpaKkTepeH MYJITHIIICH MUEIOM

Bbezonacuocrra 1 epukacHocrra Ha VELCADE (uMmxekTHpaH HHTPaBEHO3HO) ca OMIIM OLICHSBaHU B
2 IpOy4BaHUs IPM NPENOPBUMTENHA 1032 1,3 My/M?: B paHIOMU3UPAHO, CPABHUTEIHO TIPOYYBAHE
¢a3za Il (APEX) cnipsiMmo iekcaMeTa3oH mpu 669 MalueHTH ¢ pelyanuB WK peppakTepeH MyITHILICH
MHEJIOM, KOUTO ca MOTydaBaiy 1-3 mpenunIay TepaneBTHYHN JIMHAY U ¢ e1HO mpoy4BaHe (da3za Il ¢
enHo pamo rpu 202 ManueHTy ¢ PenuanB WK pedpakTepeH MYITUILICH MUEIIOM, KOUTO ca
MOJTyYaBajIi Haif-MaJIko 2 MPEIUIIHN TEPANleBTUYHHU JIMHAN U [IPU KOUTO 3a00JISIBAHETO €
MPOTPECUpao MpH MociaeJHaTa UM Teparusl.

B npoyuBaneto ¢a3za Il neuennero ¢ VELCADE e goBeno 10 3Ha4uMO yabKaBaHEe BPEMETO J10
mporpecus, 3Ha4yuMO yObJDKaBaHE Ha MPCKUBACMOCTTA U 3HAYMMO I10-BHCOKa CTCIICH Ha OTTOBOD B
CpaBHEHHE C JISYCHUETO C IeKcaMeTa3oH (Bxk. Tabnuna 14) mpu BCHYKH MAIUEHTH, KaKTO U MIPH
NalMeHTHUTE, KOUTO ca MoJlyyaBaiu 1 nmpenuinHa TepaneBTrdHa JuHus. KaTto pesynrar ot
NpeBAPUTEITHO ITAHUPAHUS MEXTUHEH aHalIN3, JICYEHUETO C IeKCaMeTa30H € OWII0 MPEeKbCHATO IO
IpEenopbKa OT KOMUTETA 32 MOHUTOPHHT Ha JaHHWUTE U Ha BCUUKU MALMEHTH, PAHJOMU3UPAHHU Ha
nexcameTa3oH e oun npennoxed VELCADE B 3aBucuMocT oT cratyca Ha 3abonsBaneto. [lopaan
TOBa PaHHO MPEMHHABaHEe, CpPEIHATA IPOIBIDKUTEIHOCT Ha MPOCIIE/sIBaHe 3a MPEKUBSIEMOCT Ha
narueHTute e 8,3 Mecena. Kakto npu narueHTuTe, KOUTO ca OWIM pedpakTepHH Ha TOCIeIHATa CH
TepaneBTUYHA JIMHUS, TaKa U IPH TE3U, KOUTO HE ca OuiM pedpakTepHH, 001IaTa NPEKUBIEMOCT €
OwJia 3HAYUTEITHO TIO-/TBJITA U CTENICHTa Ha OTTOBOP € OWila 3HAaYMMO T0-BHCOKA IIPH TpyIiaTa Ha
VELCADE.

Ot 669 Brmouenn naruedTy 245 (37%) ca Ounu Ha BB3pacT 65 TOAWHU U TO-BB3PACTHH.
[Tapamerpure Ha oTroBopa kakto u TTP ocraBar 3naunTenHo no-nodpu 3a VELCADE HezaBucuMo
OT Bb3pacTTa. BhIpeku U3X0JHUTE HUBA HA J-MUKPOIIO0YIJIMHA, BCHUKY TapaMeTpy Ha
e(rkacHOCTTa (BpeMe JI0 MPOrpecusiTa U MpeJIeTHATA MPEXKUBSIEMOCT, KAKTO M CTEIIEHTa Ha OTTOBOP)
ca OWJIM 3HAYUTENHO MOJI00peHH Mpu nanueHTute, tekyBanu ¢ VELCADE.

[Tpu momynanusTa pedpakTepHu ManueHTH B Ipoy4dBaHeTo (asa Il orroBopuTe ce onmpenensr ot
HE3aBUCUM KOMUTET 32 OLICHKA, a KpUTEPUUTE 32 OTFOBOP ca Te3u Ha EBpomneiickaTta rpymna 3a KOCTHO-
MO3b4Ha TpaHCIUIaHTanws. CpeHaTa IPeKUBsIeMOCT Ha BCHIKY BKIIFOUCHHU TMAIMEeHTH € 17 mMecena
(< 1 mo 36+ meceria). Tasu MPEKUBSIEMOCT € MO-TOJIIMA OT cpeHaTa 6 10 9-MeceuHa MPeKUBIEMOCT,
OuYaKBaHa 3a Moj00HA MOMyJaIys MAlUEHTH OT KOHCYJITHPAIIUTE KIHHUYHY H3clienoBatenuy. Upes
MYJITHBapUAIIMOHEH aHAJIN3 MTOJIyUeHAaTa CTETICH Ha OTTOBOP € He3aBHUCHMA OT THIIAa MHEJIOM, CTaTyca
Ha U35Ba, CTaTyca Ha Jienenus Ha xpomo3oMa 13, niu Oposi, Ui TUIa Ha MPETUIITHNATE JICYCHHUS.
ITauuenture, KOUTO ca MOMYUYHIIU 2 10 3 MPEAUILIHN TEPAEBTUYHU PEKUMA UMAT CTEIIEH Ha OTTOBOP
ot 32% (10/32), a nanueHTUTe, KOUTO Ca MOJYUMIIH [TOBEUYE OT 7 TEPAIEBTUYHU PEeKUMA UMAT CTEIECH
Ha otrosop ot 31% (21/67).
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Ta6nula xong Ha 3ab6onasaHeToAREEIM @PpoewudyBhHMA
®a3za 111 ®a3za 111 ®da3a 111 ®a3za Il
=2
BeHUKH MALHENTH 1 npeamna > 1 mpeauurHa npeauIHI
TepaneBTHYHA JINHUSA T€PpaBTUYHA JIMHUSA TEpaleBTUYIH
U JIMHUH
CCB:g;I:::’c Ve n E%X% Ve Dex Ve Dex Ve
BpeMeTo n=23332 a n=132% | n=1192 n =2002 n=2172 n=2022
0 (9 r 6
TTP, mau [1&% 1[32 212" [11%% 148° [8874 210
0, 1 ’ ' ’
[95% Cl] 211] 128] [188, 267] 101] [129, 192] 107] [154, 281]
TpexuBACMOCT | g 66" 89" 72 73 62
Trommaa, % | 7)ge1 | [59.72] | [8295] | [6283] | [6482] | [53,71] 60
[95% CI] ' ; ' ’ ' ’
Haii-100np Ve n Eegxlz Ve Dex Ve Dex Ve
otrosop (%) n = 315*° 5 n=128 n=110 n=187 n =202 n=193
CR 20(6)% | 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)° %6 ng) 57 (45)" | 29(26)" | 64(34)° |27(13)° (27)**
CR + nCR+ Kk
PR+MR 146 (46) | 108 (35) | 66 (52) 45 (41) 80 (43) 63 (31) (35)
Menuana Ha
NMPOIbIKUTETH 169 126 *
ocrra, s 242 (8,0) (5.6) 246 (8,1) | 189 (6,2) | 238(7,9) 1) 385
(mecenn)
Bpeme 10
0TroBOP 43 43 44 46 41 27 38*
CR + PR (nHn)

rpyna ITT — rpymna Ha BKJIIOUBaHE Ha Teparnus

0

ucropusaTa Ha jedenue; p < 0.0001

MaJko 1 103a OT M3MUTBAHMS JIEKAPCTBEH MPOIYKT

AHAJIN3BT MO JINHWUU Ha TEPAITUA U3KITH0YBa CTpaTI/I(I)I/IKaLII/IH 3a UCTOpHUATA HA JICUCHUEC

* CR+PR+MR

*k

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

NA = e e npunoxeno, NE = He e olieHsBaHO

TTP = Bpeme 10 porpecus

Cl = noBeputeneH MHTEpBAI

Vc = VELCADE; Dex = gexcameTa3oH
CR = mpraen otroBop; nCR = 61130 10 ITBJIEH OTTOBOP
PR = gyactuueH orroBop; MR = MHHHMaJIEH OTTOBOD

cToitHOCT Ha P oT ctpaTuduimpan log-rank Tect; aHAU3BT N0 JIMHAW HA TEPAITUs U3KIFOUBA CTPATH(PHUKAIIS 32
rpyIa Ha OTTOBOp, BKIIFOYBAIlA TTAIIMEHTH, KOUTO MMAT U3MEPHMO 3a00JsBaHe Ha N3XOJHO HUBO M ca MOJIY4YHIN Hai-

croiinoct Ha P ot tecra Cochran-Mantel-Haenszel Xu-kBagpart tect, agantupad 3a crpaTuUKaHOHHHA (AKTOPH;

[Ipu npoyuBane ¢aza Il nanueHTHUTE, KOUTO HE Ca TIOIYYWIN ONTHMAIEH OTTOBOP OT CAMOCTOSITEITHO
neyenne ¢ VELCADE ca umanu Bb3MOKHOCT Jja OTy4YaT BUCOKHU JO3H JIEKCAMETA30H ChbBMECTHO C
VELCADE. [1poToKobT TI0O3BOJISIBA MAIUSHTUTE Ja TOTy4aBaT JIeKCaMeTa30H, ako ca UMallH I10-
ManbK oT ontuManHus otroBop Ha VELCADE camocrositenno. Q6110 Ha 74 O1eHUMU HAIUEHTH €
npuiaras aekcamerazoH B komOuHanms ¢ VELCADE. 18% oT manpeHTHTe MOCTUTAT WK UMaT
nonoopeH orroBop [MR (11%) wmu PR (7%)] ¢ koMmOMHMpaHOTO JIeYeHHE.

KnunHMWUY HaacoHe TP M a
peuvaguBunpan/ pedppakrtepet

VELCADE,

npunnoxXeHC NMOAKOXHO,

My ntTumnnneHH Mnenomm

bezonacHoctra 1 epukacHoctta Ha VELCADE ca olieHeHH B OTKpHUTO, paHaoMu3upano, ®asza 111
npoydBane 3a chroctaBuMocT Ha VELCADE, npuitoskeH mMoaK0KHO B CpaBHEHHUE ¢ HHTPABEHO3HO
npuiIokeHue. B mpoyuBaHeTo ca B3esn y4yacThe 222 nauueHTy ¢ peuuanBrupai/pedpakrepeH
MYJTHIUIEH MHEJIOM, PaHIOMH3UpaHu B choTHOoUIeHue 2:1 xa npuemar 1,3 mg/m2 VELCADE no
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MOJIKO’KEH WJIM WHTPAaBEHO3€H IThT Ha MIPUJIOKEHHE 3a 8§ HKbiIa. Ha manuenTure, KOUTO HE ca
MTOJTIYYIJIA ONITUMAJICH OTTOBOP (T10-Maiiko ot mrejieH otroBop [CR]) Ha tepanusata ¢ VELCADE crien
4 nuKbIa, € MO3BOJICHO J1a TpreMaT JekcaMeTa3oH 20 mg THEBHO B JICHS Ha MPHUJIOKECHUE HA
VELCADE u na cneapamust feH. [lanmenTuTe ¢ M3X0Ha CTENEH Ha nepudepHa HeBpomaTHs > 2 WU
opoii Ha TpombonmTHTe < 50 000/pl ca n3kmovenu. O6mo 218 ManueHTH ca MoIIeKANIH Ha OIIEHKA
Ha OTrOBODA.

IIpoy4BaHeTO € MOCTUTHATIO OCHOBHATA CH 1T 3a ChITIocTaBUMOCT Ha oOmmusa orroBop (CR+PR) crex

4 mukbina Ha Tepanus ¢ VELCADE kaTo caMOCTOSITETHO CPEACTBO € IMTOAKOKECH U MHTPABEHO3EH BT

Ha npuioxenue, 42% u B neete rpynu. ChIO Taka BTOPUYHUTE Pe3yJITaTh 3a e()UKaCHOCT, CBbp3aHa
C OTrOBOPA U C BPEMETO JI0 ChOUTHE, TIOKAa3BaT ChBMECTHMHU PE3YJITATH 3a TIOJIKOKHO M HHTPABEHO3HO
npunokenne (Tabmura 15).

Ta6bnhdob wWe@HEA N3 NTeEe Ha edPUuKacHOCTMHTPEABEHDEBHLN
npunnoxeHnme Ha VELCADE

Pamo Ha uHTpaBeHO3HO Pamo Ha noaKoKHO
npuio:xked VELCADE npujoxked VELCADE
Ionynanus, moaJjeskama Ha OlleHKa n=73 n =145
Ha 0TroBOpa
YecToTa HA OTrOBOpUTE NPHU 4 HUKBJIA
n (%)
0611 orroop (CR+PR) 31 (42) 61 (42)
p-croitHOCT? 0,00201
CRn (%) 6 (8) 9 (6)
PR n (%) 25 (34) 52 (36)
nCR n (%) 4 (5) 9(6)
YecToTa HA OTrOBOpUTE NPHU 8 HUKBJIA
n (%)
0611 otroBop (CR+PR) 38 (52) 76 (52)
p-croitHOCT? 0,0001
CRn (%) 9(12) 15 (10)
PR n (%) 29(40) 61(42)
nCR n (%) 7 (10) 14 (10)
ITT Honynaunﬂb n=74 n =148
Bpeme 1o nporpecus (TTP), mecenu 9,4 10,4
(95% CI) (7,6; 10,6) (8,5; 11,7)
Koedpunuenr na puck (95% CI)° 0,839 (0,564; 1,249)
p-croitHoct® 0,38657
IIpe:xxuBsieMocT 6e3 mporpecus,
Mecenu 8,0 10,2
(95% CI) (6,7;9,8) (8,1; 10,8)
Koedwurment na puck (95% CI)° 0,824 (0,574, 1,183)
p-croitHocT® 0,295
1-rogumHa o6ma npexusseMoct (%)° 76,7 72,6
(95% CI) (64,1, 85,4) (63,1, 80,0)
a

p-CcTOHHOCTTA ce OTHACS IO XUITOTe3aTa 3a ChIIOCTaBUMOCT (non-inferiority), ChbIJIacCHO KOSITO PaMOTO Ha MOJKOXKHO
HPUIOKEHHE MOJIbpka MEHIMYM 60% OT gecToTata Ha OTTOBOPHTE B PaMOTO HAa HHTPABEHO3HO MPHIIOKEHHE.
222 manueHTH ca ce 3aIicalli 3a y4acTue B poyuBaHeTo; 221 nanmenTu ca nekysanu ¢ VELCADE
KoehuIiMeHTsT Ha PUCK € M3YHUCIICH Ha 0a3ata Ha Mojena Ha Cox, afanTUpaH 3a cTpaTH(GUKAIHOHHN (aKTOPH:
craaupane nmo MexayHapoaHara craaupania cucrema (ISS) u Opoii Ha MpeAUITHUTE TEPANSBTHYHN JTMHHUH.

JlorapuTMIYHO TpaHC(OPMHUPAH PAHKOB TECT, ANANTHPAH 3a CTPATH(HUKAMOHHH (hakTopH: cTaaupane mo ISS u 6poi
Ha NPeAUIIHUTE TepaneBTHYHH JIUHUH.

CpenHara MpoABIDKUTEIHOCT Ha MpociieasBanero ¢ 11,8 mecena
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KomM6bunHmpaHo nedveHme Ha VELCADE ¢ nerwmnunpadt
( npoyD@&XELMMY-3001)

[Tpu 646 mauueHTn e NpoBeJSHO paHIoMU3UpaHo npoyuBaHe ¢asa IlI, ¢ mapanensu rpynu, OTKpUTO,
MHOTOLIEHTPOBO 3a cpaBHEeHHUE Ha OezomacHocTTa U epukacHoctta Ha VELCADE, npunaran B
KOMOWMHAIIMS C TIETHIIMPAH JINTIO30MEH JoKcopyounnH, B cpaBHeHne ¢ VELCADE monoTepanus mpu
MAIMEeHTH C MYJITHIDICH MHUEJIOM, KOUTO Ca TOJXYYIIN Hali-MaJIKO €IHO TPEAIIECTBAIIO JIeUeHNE 1 He
ca Mporpecupaiy, J0KaTo ca MoTy4aBald aHTPAUUKINH Oa3upaHa Tepanus. [IbpBuyHaTa kpaiiHa
Touka 3a eukacHoct ¢ TTP, mokaro BropuunuTe Kpaitau Touku 3a epukacHocT ca OS m ORR (CR +
PR), 6a3mpaiiku ce Ha KpuTepuuTe Ha EBporeiickara rpymna 3a KpbBHH 1 KOCTHOMO3BYHH
tpancmantanuu (EBMT).

MesxauHeH aHanus, onpeaescH no npotokoin (6asupan Ha 249 TTP cnyuas) npean3BrkBa
MPEXIEBPEMEHHOTO MPHUKIIOYBaHE Ha MPOYYBAHETO MO OTHOIICHKE Ha eukacHoCcTTa. T031
MeXIHEH aHanu3 nokassa TTP namansiBane Ha pucka ¢ 45% (95% CI; 29 57%, p < 0,0001) npu
MalKeHTH, JIeKyBaHu ¢ komOuHupana tepanusi VELCADE u nerunvpan JIMIO30MeH JOKCOPYOULIUH.
Cpennoto TTP e 6umno 6,5 mecena npu nanuentute, texkyBanu ¢ VELCADE monoTepanus, B
cpaBHeHue ¢ 9,3 Mecemna mpu nanuerTd Ha komOuHupana tepamus VELCADE u nerunupan
JIMIO30MEH JToKcopyOurmH. Te3u pe3ynTaTi, Makap U HEITbJIHHU, PECTABISABAT OKOHYATEITHHS
aHanms3, AeQUHUPaH 1O MPOTOKOI.

Kpaiinuar ananu3 Ha OS, npoBeJieH 3a MeuaHa Ha npociiesBane §,6 roauHu, He IOKa3Ba 3HAUUMa
pasnuka B OS mexy nBere rpymnu Ha jedeHue. Menuanata Ha OS e 30,8 mecena (95% CI; 25,2—
36,5 Meceria) 3a narentu Ha MoHotepanus ¢ VELCADE u 33,0 mecena (95% CI; 28,9-37,1 mecena)
3a manueHTHTe Ha KoMOnHnpaHa teparmms ¢ VELCADE mmoc neruiupas Tumo3oMeH T0KCOpyOUITnH.

KomMbunHupaHna TepannaameaT ¥ E@LCADE ¢ pgecx

IHopaam nurcara Ha nipsiko cpaBHenne Mexy VELCADE nu VELCADE B xomOuHarms ¢
JeKCaMeTa30H NPH NMALMEHTH C MPOrPECHpal] MyJITUIZICH MUEJIOM € IIPOBEIEH CTaTUCTHYECKH
MOJIBOMKOB aHAJIM3, C IISJI Ja CE CPaBHAT Pe3y/ITaTuTe OT pamMoTo 0e3 pangomusanus Ha VELCADE B
koMmOuHanus ¢ gekcameTa3oH (Paza Il otkpuro nmpoyusane MMY-2045), ciipsiMo pe3ynTatuTe,
nosrydeHu oT pameHara ¢ MoHotepanusd VELCADE nipu pasnuuHyu paHIOMHU3UPAHU POYUIBaHMS
dasza 111 (M34101-039 [APEX] u DOXIL MMY-3001) npu chinaTa HHIAKAIHS.

[ToBOMKOBUAT aHAIM3 € CTATUCTUYECKH METO/I, IPU KOWTO MAIllMEHTUTE B TpyIaTa Ha JieueHue (Harp.
VELCADE B xoMOuHanus ¢ eKkcaMeTa30H) U MalueHTUTe B KoHTpoiHarta rpyna (sanp. VELCADE)
ca CpaBHMMH I10 OTHOILIEHHE Ha BIUsEIIN (aKTOpH, Ype3 NoA00p Ha MOAXOISIIM TBOWKH YYACTHUIIN B
KIMHAYHOTO MpoyuyBaHe. ToBa cBexk/a 10 MUHUMYM €EKTHTE OT HaOI0IaBaHUTE U3XOTHH
HECHOTBETCTBHUS IIPH OLICHKA Ha €eKTUTE OT JICUCHUETO, U3I0JI3BaliKN METOI! Ha He-
PaHIOMU3UPAaHU JaHHU.

CTo JBajieceT U celieM JIBOMKHU OT MO00HH MalMEHTH ca OUIu uiaeHTH(GHUIIMpaHu. AHATU3BT IOKa3a
mogo6perna ORR (CR + PR) (cvoTHOIIEHHE Ha puck 3,769; 95% CI 2,045-6 947, p < 0,001), PFS
(xoedumment Ha pucka 0,511; 95% CI 0,309 0,845, p = 0,008), TTP (koedpunment Ha pucka 0,385;
95% C1 0,212 0.698, p = 0,001), 3a VELCADE B kom0OuHanus ¢ gexcametason cripsmoVELCADE
MOHOTEpAIusI.

Hannyna e orpanndena nngopmanus 3a mosropHo jieuenue ¢ VELCADE npu nanuenTu ¢
pEeUIMBHpa MYJITHIIIICH MUEIIOM.

[Iposeneno e otkputo, Paza Il mpoyusane MMY-2036 (RETRIEVE) ¢ eano pamo, 3a olieHKa Ha
edpukacHocTTa 1 6e3onacHocTTa Ha MoBTopHOTO JedeHue ¢ VELCADE. Cro u TpuzaeceT naiueHTu

(> 18 rogmHM) ¢ MyITHILIEH MUEJIOM, KOUTO ca MMOCTUTHAIH MoHe YactudeH otroBop KbM VELCADE-
CBHABpPIKAIIA CXeMa, ca JIEKyBaHH TOBTOPHO MPH MPOTPECHSI.

Jleuenuero ¢ VELCADE 3anouBa Hali-Masiko 6 Mecela ciell Kpas Ha IpeaxoaHaTa Tepanusi ¢
nocneanara nonocuma no3a ot 1,3 mg/m? (n = 93) wm < 1,0 mg/m? (n = 37) u ce npunara B quu 1, 4,
8 u 11 Ha Bceku 3 ceAMUITN B MPOABIKEHNE HA MAKCUMYM OT 8 IUKBJIa KATO CAMOCTOSITEITHO
CPEACTBO WM B KOMOMHAIMS C IEKCAMETa30H B ChOTBETCTBUE ChC CTAHIApTa Ha JICUCHHE.
Hexcameraszon e npuioxeH B komOuHanus ¢ VELCADE mpu 83 manuenTty B LuUKbI 1, KaTo 3a BCUUKH
ki Ha moBTopHO JiedeHne ¢ VELCADE nekcameta3on ca moydrid 1 ome 11 marueHTy.
[IppBHYHATA KpaiiHa TOYKa € Hali-HoOpUAT NOTBBPACH OTTOBOP KbM IIOBTOPHO JICYEHHE, OLICHEH
CBINIacHO KpuTepuute Ha EBpormeiickara rpymna 3a KOCTHO-MO3b4Ha TpaHciutanTauus (European Group

67

nnnos3



for Blood and Marrow Transplantation, EBMT). O6mmara Haii-no6pa gecrora Ha otroBop (CR+PR)
KBM IOBTOpPHO Jieuenue npu 130 manuentn e 38,5% (95% ClI: 30,1, 47,4).

Knnanubaa eMKkacHOCT IIpy HEJEKYBaH MaHTelIHoKIeThueH auMmpom (MCL)

IIpoyuBane LYM-3002 e ¢a3za III, pangomMuzupaHo, OTBOPEHO MPOyYBaHE CPAaBHABAIIO e(hUKACHOCTTA
u 6e3omacHocTTa Ha KombuHarmsata o VELCADE, purykcnmab, mukinodocdamu, TOKCOPyOUITIH U
npeaan3ol (VCR-CAP; n = 243) ¢ Te3u Ha puTykcuMad, ukiodocdaMua, T0KCopyOUIuH,
BUHKpUCTHH U nipeaan3oH (R-CHOP; n = 244) npu Be3pacTHU marueHTH ¢ HeidekyBad MCL

(Crapgnii 11, III umm 1V). [armenture B TepaneBTHIHOTO pamo ¢ VCR-CAP ca nmomyuaBanmn VELCADE
(1,3 mg/m? na nen 1, 4, 8, 11, 1uu 6e3 npunosxkenue ot 12 1o 21), putykeumab 375 mg/m?i.v. na

neH 1; nuknodochamua 750 mg/m? i.v. na gen 1; nokcopyburuu 50 mg/m?i.v. na nen 1 u npeaHU30H
100 mg/m? nepopanuo ot aeH 1 10 aen 5 no BpeMe Ha 21-1HeBHUA IUKEI Ha tedenne ¢ VELCADE,
Ha manuenTtu ¢ 0TroBOp TOKYMEHTUPAH 32 IbPBU BT HA UKBI 6 ca NaJeHU IBa JOIIBIHUTEIHN
UKBJIa Ha JICUCHHE.

IIspBrYHaTA KpaiftHa ToUKa 3a e(hHKACHOCT € PEKUBIEMOCT Oe3 TIporpechs Ha Oa3aTa Ha OIeHKA OT
Komucusta 3a nezasucum nperiien (Independent Review Committee, IRC). Bropuunure kpaitnu
TOYKH BKJIFOYBAT BpeMeTo 10 mporpecust (time to progression, TTP), BpemeTo 10 cieaBaiio JeueHue
cperry sumdom (time to next anti-lymphoma treatment, TNT), npoab/DKUTETHOCT Ha TIepHOT O3
neuenne (duration of treatment free interval, TFI), o6ma crenen na mosnussane (overall response rate,
ORR) u mbaen otroeop (complete response, CR/CRu), obmara npexussemoct (overall survival, OS))
Y MIPOJBIDKUTEITHOCT Ha OTTOBODP.

Hdemorpadckure 1 U3XOIHUTE XapaKTEPUCTHKH Ha 00JIecTTa OOMKHOBEHO ca A00pe OanaHcupanu
MeX/y JIBeTe TpYIH Ha JeUueHHe: cpelHaTa Bb3pacT Ha NalueHTuTe e 66 roguan,74% ca mpxe, 66%
ca ot Osutata paca u 32% ca a3uatiu, 69% OT NaLMEHTUTE Ca UMaJIH HOJIOKUTENCH KOCTHO-MO3bUYCH
acmMpat U/UiH MOJIOKHUTENHA KOCTHO-M03buHa 6noncus 3a MCL, 54% ot nauueHTuTe ca uManu
Mexnynapozen IIpornoctuuen Uunexc (International Prognostic Index, IPI) pesynrar > 3, a 76% ca
numaiu 3abonsBane B craauit [V. [Ipoasmkurennoctta Ha edeHnero (cpenno = 17 ceamuim) u
NPOABIDKUTEIIHOCTTA Ha npociieasBane (cpeano = 40 mecena) ca CpaBHUMH B JIBETE TE€PANICBTHYHU
pamena. CpeHO 6 IIUKBJIA ca IPOBEICHN Ha MAIlMEHTUTE U B IBETE paMEHa Ha jedeHue, karo 14% ot
nanuentute B rpynata Ha VcR-CAP u 17% ot narmmenture B rpynara Ha R-CHOP ca momyunmmn

2 NOUBIHUTENHH HuKbIA. [lo-TonsiMaTa 4acT OT mauueHTUTe B ABETE TPYIH Ca 3aBbPLIMIN
neuenneto, 80% B rpynara Ha VcR-CAP u 82% B rpynara Ha R-CHOP. Pesynrarute 3a edukacnoct
ca mpejcTaBeHy B Tabnuia 16:

TabnWwkPaszynrtaTtTun 3a edukacB@®2ZT1T B npoyuysBaHe LYM
Kpaiina Touka 3a edpukacHoct VcR-CAP R-CHOP
n: ITT nmamuenTn 243 244

IMpexupsiemoct 6e3 nporpecus (IRC)?

Cnoutns n (%) 133 (54,7%)
Cpenno® (95% CI) (mecemn) 24,7 (19,8; 31,8)
CTeneH Ha OTTOBOP

N: OLCHUMH MAIHESHTH TI0

165 (67,6%)
14,4 (12; 16,9)

HR5(95% CI) = 0,63 (0,50; 0,79)
p-croiinoct” < 0,001

n(%)

OTrOBOP 229 228

O6bw mbneH oTT 0 122 (53,3%) 95(41,7%) OR™(95% ClI)=1,688 (1,148; 2,481)
(CR+CRuUY n(%) p-croitHocT™ = 0,007

O6uw oTtrosop (¢q211(921%) 204 (89,5%) OR*(95% C1)=1,428 (0,749; 2,722)

p-croiinocT™ = 0,275
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B3 ocnoBa Ha onenkara ot Komucusra 3a HesaBucum npersen (IRC) (camo pagnonoruday jaHum).

Ouenkarta Ha KOoe(HIIEeHTa Ha pHCKa ce 0ocHOBaBa Ha Mojei Ha Cox, crpatuduiupana no IPI puck u craauit Ha
3abomsiBaneto. Koeduuunent Ha puck < 1 coun npenumMctso 3a VCR-CAP.

Bp3 ocHoBa Ha ouenku o Kaplan-Meier 3a crenenTa Ha Ipe)XUBIEMOCT IPH MPOAYKTA.
B3 ocnoBa Ha Log rank Tect, crpatnduupan ¢ IPI puck n craguii Ha 3a0ossBaHeTO.

Wsnonssar ce crpatuduiupanu Tadmuny Ha Mantel-Haenszel 3a orieHka Ha 001I0TO CHOTHOIIICHUE HA pUCKa, ¢ [P]
PYICK U cTa/ius Ha 3a00JIsIBaHETO, KaTo cTpaTudukanmonau gakropu. CrotHomeHune Ha puck (OR) > 1 coun
npeauMcTBo 3a VcR-CAP.

Brumtousa Beruku CR + CRu, cnopen IRC, xocten mo3sk 1 LDH.

P-croitroct ot xu-kBaapat Tecra Ha Cochran Mantel-Haenszel, ¢ IPI u cragus Ha 3a00515BaHeTO, KATO
cTpaTHGUKAIUOHHU (HAKTOPH.

Brurousa Beuuku paguonornyau CR+CRu+PR cnopen IRC, He3aBucuMo fanu € NOTBBPACHO OT KOCTECH MO3BK U
LDH.

CR = IIbieH otroBop; CRu = I[Tenen otroBop, HemotBbpaeH; PR = Yactuuen otrosop; CI = JloBepureneH uHTEpBa,
HR = Koedunuent Ha puck; OR = CrotHOomenue Ha mancosere; ITT = ['pyna Ha BKIIOUBaHe Ha Tepanus

MenuanaTta Ha IpeKUBSIEMOCT O€3 Mporpecusl 1Mo MpeneHka Ha u3cnenosarens ¢ 30,7 mecena B
rpynarta Ha VcR-CAP u 16,1 mecena B rpynata Ha R-CHOP (koedwuruent Ha puck [HR] = 0,51;

p <0,001). Craructuuecku 3HaunMo nogoopenue (p < 0,001) B moi3a Ha rpynara Ha JIe4eHHE C
VCcR-CAP B cpaBHenue ¢ rpynata Ha R-CHOP e na0ironaBano B npoabiikenue Ha TTP (Menuana
30,5 cipsimo 16,1 mecena), TNT (menuana 44,5 cripsimo 24,8 mecena) u TFI (mennana 40,6 cripsiMo
20,5 mecemna ). MeanaHaTa Ha IPOABIKATEHOCT HA TBJIEH OTTOBOp € 42,1 Mecera B rpynara Ha
VCcR-CAP B cpaBaenue ¢ 18 mMecena B rpynara Ha R-CHOP. [Ipoab/ikUTETHOCTTa HA TTBITHUS
otroBop ¢ 21,4 mecena mo-npira B rpynara Ha VcR-CAP (menuana 36,5 mecena cripsimo 15,1 mecenia
B rpynata Ha R-CHOP). Okonuarenuust ananus Ha OS e HanpaBeH Clie/ EpUoJI Ha POCIeAsBaHe C
MeauaHa ot 82 Mecena. Menunanara Ha OS e 90,7 mecena 3a rpynara Ha VCR-CAP B cpaBHeHuUe ¢
55,7 mecera 3a rpynara Ha R-CHOP (HR=0,66; p=0,001). HabnronaBanata kpaiiHa MeiuaHa Ha
pasznukara B OS MexIy 2-Te TpyNnH Ha JedeHue e 35 mMecera.

IarmenTy, JIeKyBaHU MPEAX TOBA 32 aMUJIOWION1032a HA JIEKUTE BEPUTH

I[TpoBeseHo € oTBOpEHO, HepaHaomusupano dasza I/l mpoyusane 3a onpenensHe Ha 0€30MACHOCTTA U
epukacHocrta Ha VELCADE npu nanuenTH, JIeKyBaHHU PeIU TOBA 32 aMHJIONA03a Ha JIEKUTE
Bepurd. I1o BpeMe Ha mpoy4yBaHETO He ca HAaOJI0AaBaHU HOBH ChOOPa)KEHHS [0 OTHOIIEHUE Ha
6e3omacHoctTa, o-criennaaHo VELCADE He 060cTps yBpexaaHUATa HA TAPTETHUTE OpTaHu (CHPIIE,
O0b0penu u uepeH apo0). [Ipu u3cnenoBarencku anaau3 Ha eukacHOCTTa ce chodana 67,3%
OTroBOp (BKIIOUHUTENHO 28,6% ITbJIEH OTTOBOP) U3MEPEH IO XeMaToJIoTHueH 0TroBop (M-npoTenH)
npu 49 OlEHEH! MAIMENTH, JIEKYBaHH C MAKCUMAJIHO JOIYyCTUMHTE 1031 oT 1,6 mg/m? CenMu4no u
1,3 mg/m? 1Ba mbTH CeAMUYHO. 32 KOXOPTUTE Ha TE3M 031, KOMOMHHUPAHATA €THOTO/IUIITHA
npexxusseMoct € 88,1%.

IlenuaTpyyHa nonyJanus

EBponeiickaTa areHuus 1o JiekapcTBaTra 0cBOO0KAaBa OT 3aIbJDKCHUETO 3a MIPEIOCTaBSIHE Ha
pesynrtatu oT npoyusanus ¢ VELCADE BbB Bcuuku NoArpyny Ha neguaTpuyHaTa MomyJamnys ¢
MYJTHIUIEH MHEJIOM U TIPH MaHTEITHOKIeThueH JuMpoM (BK. Touka 4.2 3a nH(opMaIys OTHOCHO
ynoTpeba B neauaTpusTa).

[Ipoyusane ¢a3a I, c eqHo pamo, 3a aKTUBHOCT, 0€301IACHOCT B (PapMaKOKHHETHKA, TIPOBEJICHO OT
Children’s Oncology Group, olleHsIBa aKTUBHOCTTA IIpY J100aBsiHE Ha OOPTE30MHUO KbM
PEMHAYKLUMOHHA MOJMXUMHOTEPAIIUS MIPH NEAUATPUYHHI U MJIAIW BB3PACTHH MAUEHTH € JIMMGPOUIHN
3JI0Ka4e€CTBEeHH 3a00ssiBaHus (pekypcopHa B-kineTbuna octpa mumdo01acTHa JieBkemus [acute
lymphoblastic leukemia, ALL] ¢ T-knerbuna ALL u T-knerbueH iumdoodiacteH sumpom
[lymphaoblastic lymphoma, LL]). EdextuBHa cxema Ha perHIyKIIMOHHA TIOJIMXUMUOTEPAIIUS Ce
npunara B 3 biaoka. VELCADE ce npunara camo nipu biiok 1 1 2, 3a 1a ce n30erHar noTeHIUamIHu
NPUTIOKPUBAIIY C€ TOKCHYHOCTH C €JTHOBPEMEHHO MPHIIOKEHUTE JieKapcTBa oT biok 3.

[smaust otroBop (CR) e ouenen B kpast Ha biok 1. [Ipu B-ALL nanuenTH ¢ penuauB B paMKUTE Ha

18 mecenia ot muarHoctunupaneto (n = 27) npoueHTsT Ha CR € 67% (95% CI: 46, 84); 4-meceunaTa
npexxuBseMoct 6e3 croutne e 44% (95% CI: 26, 62). IIpun B-ALL nmanneHTH ¢ penuauB B paMKHUTE Ha
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18-36 mecerna ot quarnoctunupaneTo (n = 33) nmponentsT Ha CR e 79% (95% CI: 61, 91) u 4-
MecedHaTa nmpexxuBsieMocT 0e3 croutne € 73% (95% CI: 54, 85). IlpouentsT Ha CR mipu manueHTH ¢
nbpBH perauB npu T-kiaerbuna ALL (n = 22) e 68% (95% CI: 45, 86) u 4-meceynata
npexuBseMocT 0e3 ceoutue e 67% (95% Cl: 42, 83). OtyereHuTe 1aHHH 33 €PUKACHOCT CE CUUTAT 32
HeyOeuTenHu (BXK. Touka 4.2).

140 narentu ¢ ALL wiu LL ca BkiItoueHH U OIICHEHH 3a 0€30I1aCHOCT; CPeIHATa Bh3PacT ©

10 roguuu (ot 1 mo 26). He ca HaGmromaBaHu HOBU CHUTHAJIM 110 OTHOIIEHHE Ha O€30MMacHOCTTa IIPU
no6apsHeTo Ha VELCADE KBbM OCHOBHATa CTaHIApTHA XUMHOTEPAITHS IIPH TIEAHATPUIHA
npekypcopHa B-knerpuna ALL. Cnennute Hexkenanu jekapcTBenu peakuuu (Crenen > 3) ce
HaOJI0]aBaT ¢ MO-BUCOKA YECTOTA MPH TeparneBTuyHa cxema, BkitouBaima VELCADE, B cpaBHeHue ¢
PETPOCTIEKTHBHO KOHTPOIHO MPOYYBaHE, IPHU KOETO OCHOBHATA CXEMa Ce IpHiIara CaMOCTOSTEIHO: B
brnok 1 nepudepna censopua neBpomnarus (3% crpsmo 0%); uneyc (2,1% cnpsimo 0%); Xunokcus
(8% copsimo 2%). Hsama nHdopmMarus 3a Bb3MOXKHU TOCJICACTBUS WM 332 TEMIIOBETE HA pa3BUTHE Ha
nepudepHa HeBpomaTus B TOBa nmpoyuBane. HabmiogaBana e mo-BUCOKA YecTOTa Ha MHPEKITUH ChC
CreneH > 3 meyrponenus (24% cupsimo 19% npu bnok 1 u 22% cnpsimo 11% npu biok 2), noBumena
ALT (17% cnpsimo 8% nipu biok 2), xunokanuemus ( 18% crpsimo 6% nipu biok 1 u 21% cripsimo
12% npu bnok 2) u xunonarpuemust (12% crpsmo 5% npu biok 1 u 4% crapsimo 0 mpu biok 2).

5.2 @apmakoKMHeTHYHH CBOWCTBA

AOGcopbums
Crnen MHTPaBeHO3HO 6OIyC MPHUIOKeHHe Ha 1034 oT 1,0 mg/m? u 1,3 mg/m? na 11 nauuenTu ¢

MYJTHIUIEH MHEJIOM U CTOMHOCTH Ha KPeaTHHUHOBUS KIMPBHHC MMO-BUCOKH OT 50 ml/min, cpennure
MaKCHMAJTHA TUTa3MEHH KOHIIEHTPAIIUY CJIE]] TbpBaTa 10332 00PTe30MUO ca OWITN ChOTBETHO 57 U
112 ng/ml. [Ipu mocneaBamy 10341, HAOMIOIaBaHATa CPETHA MAKCUMAITHU TIa3MEHHN KOHIIEHTPAITUU
Bapupat oT 67 10 106 ng/ml 3a no3a ot 1,0 mg/m? u ot 89 no 120 ng/ml 3a no3a ot 1,3 mg/m?,

[Ipy NpUIIOKEHHE HA MHTPABEHO3HA GOITYC MM MOIKOKHA MHKEKIMS OT 1,3 Mgy/m? ipu naruenTty ¢
MYJITHUIUIEH MHUeNoM (n = 14 B rpynaTta Ha MHTPAaBEHO3HO NpUJIOXKeHHe, n = 17 B rpymnaTa Ha
MOJIKOXKHO TIPUJIOKEHHKE), 00IIIaTa CUCTEMHA EKCIO3UIMs ¢ciiex MHOrokpaTHO jo3upaHe (AUCust) €
€/IHaKBa NPH MOJKOKHOTO M MHTPABEHO3HOTO NprutoxkeHue. Ciies1 MoAKOKHO MPHtoskeHHe Cmax
(20,4 ng/ml) e mo-HHUCKa OT Ta3u MPU HHTPABEHO3HO npuiiokeHue (223 ng/ml). [eomerpuunara
cpenna croitHocT Ha AUC st € 0,99, a 90% noseputennu uaTepBanu ca B rpanunute 80,18% -
122,80%.

PaznpeneneHue
Cpenuust obem Ha pasnpenaenenne (Vq) Ha 6oprezomud Bapupa ot 1 659 1 10 3 294 1 cnent

€IHOKPATHO MJIM MHOTOKPATHO MHTPABEHO3HO NMPHIIOkKEHHE Ha 1o3a 1,0 mg/m? wm 1,3 mg/m? npu
HalMEeHTH C MYJITUIUICH MuesioM. ToBa o3HauaBa, ye 60pTe30MH0 ce pa3npenes IMUPOKO KbM
nepudepuute Thkanu. [Ipu KoHNIeHTpanuu Ha 6opTe3omMud Han auamnazona 0,01 mo 1,0 pg/ml
CBBP3BaHETO IN Vitro ¢ ria3MeHuTe NpoTenHH e cpeaHo 82,9% 3a yoBemka ruazma. dpaknusra Ha
0opre3omMu0, CBBbp3aHa ¢ MIa3MEHUTE IPOTEHHH HE € 3aBUCHMa OT KOHLEHTPALUATA.

Buorpanchopmarms

IIpoyuBanus in Vitro ¢ 4oBenKu YepHOAPOOHH MUKpO3oMH 1 YoBelnku cJJHK-ekcripecupanu
uToxpoM P450 n3zoeH3umu mokaspar, ue 00pTe30MHUO ce MeTa00IM3Upa IJIaBHO OKCHIATHBHO Ype3
uToxpoM P450 ensumu, 3A4, 2C19 u 1A2. OCHOBHHAT MeTaOOJIMTEH BT € AcO0OPOHHU3AIIMS U
(opMupane Ha J1Ba IeOOPOHU3UPAHH METa0OJINTA, KOUTO B MOCIEACTBHE IPETHPIISIBAT
XUAPOKCHIIMPAHE JI0 HAKOJIKO MeTabonuTu. Jleboponusnpanute MmeTabonuT Ha 60PTE30MHUO ca
HEaKTUBHU KaTo 26S MPOTE030MHA HHXHOUTOPH.

Enumunupane
CpemHusT eTMMUHAIMOHEH Oy KHBOT (t1/2) Ha 6OpTE30MHUO Cile]] MHOTOKPATHO TIpUjIaraHe Bapupa OT

40 mo 193 gaca. bopre3oMub ce emuMUHNpPa O-0bP30 CIIEH IThPBaTa /1033 B CPABHEHHUE ChC
cnensamute A03u. CpemHUAT ToTalieH TeneceH KaupbHC ¢ 102 u 112 I/h cnex nmpunarane Ha mbpBa
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1034 1IpyU 1034 choTeeTHO 1,0 mg/m? u 1,3 mg/m? u Bapupa ot 15 10 32 1/h u ot 18 no 32 I/h, cnexn
TIOCIIEIBAIIO TIPUIAraHe Ha 034 choTBeTHO 1,0 mg/m? u 1,3 mg/m?,

Croenyainy nonyJaauy

UepHOAPOOGBHO yBpexXpagaHe

EdexTspT Ha 4epHOAPOOHOTO YBpeKIaHe BEPXY (papMaKkOKHHETHKAaTa Ha OOpTE30MHO € OIleHEH B
npoyuBaHe ¢a3a | mo BpeMe Ha MbpBUS TEPANICBTHYCH IIMKBJI, BKITFOUBAIIO 61 MaliMeHTH NpeIuMHO
ChC COJIMTHA TYMOPH U pa3M4YHAa CTETIeH Ha YepHOPOOHO YBPEKAaHE, IPHU 03U O0PTE30MHO MEX Ty
0,5 1o 1,3 mg/m?2,

B cpaBHeHMe ¢ manueHTUTe C HopMaliHa YepHOAPOOHa (GYHKIIHS, JEKOTO YEPHOAPOOHO yBpEXIaHe He
poMeHsl 1030- HopMamm3upanata AUC Ha 6opTe3oMu0. BeIipekn ToBa, CpeIHUTE CTOHHOCTH Ha
nozo-Hopmann3upanara AUC ca ce noBuimiy ¢ okoso 60% npu mauueHTH ¢ YMEpPEHO 10 TEXKKO
yepHOApOOHO yBpexnaHe. [lo-HucKka HaYamHa 703a ce IpenopbyBa MPY MALUEHTH C YMEPEHO A0
TEKKO YEPHOJIPOOHO YBPEXK/IaHE, KATO TE3U MAIUCHTH TPSIOBa CTPUKTHO J1a CE MPOCIENsBaT (BXK.
Touka 4.2, Tabmuiia 6).

Bb6peuyHO yBpexagaHe

®apMaKOKMHETHYHO MPOYYBAHE € MMPOBEKIAHO MIPHU MAIMEHTH C PA3INYHU CTETICHH Ha ObOpEUHO
YBpEeXKIaHe, KOUTO ce KiIacu(uIHpar cboOpa3HoO TEXHUTE CTOWHOCTH Ha KPEATHHHUHOBHSI KITUPBHHC
(CrCL) B cnegauTe TPpyNH:

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 m2, n = 9) u texxko (CrCL < 20 ml/min/1,73 m?, n = 3). I'pyna
JMaTA3UPaHH TTAIMEHTH, KOMTO ca J03UPaHu CJIe] JHain3a, ChIIO € BKIYEHA B Mpoy4BaHeTo (n = 8).
Ha nanuenTure ca npuiaranu MHTpaBeHo3Hu 1o3u ot 0,7 1o 1,3 mg/m? VELCADE nsa nbtn
ceamuyaHo. Excrniosunusata Ha VELCADE (no3a-nopmanmsupanu AUC 1 Cmax) € cpaBHIMA BBB
BCHYKH TpyIH (BXK. Touka 4.2)

Bb3pactT

dapmakoknHeTHKaTa Ha O0pTe30MHUO ce onpeielts ciiesl 60JIyc HMHTPABEHO3HO MPUIIOKEHHE JIBA ITBTH
cexmuyHO B 1031 110 1,3 mg/m? na 104 neamarpuunm naumentu (2-16 rogunm) ¢ octpa
mumdobmactHa neBkemus (ALL) unm octpa muenongHa neskemus (AML). Bp3 ocHoBa Ha
NOITyJIAIIMOHEH (papMaKOKWHETHYEH aHaJIu3, KIMPBHCHT Ha OOPTE30MHO ce OBUILABA C yBEJIMYaBaHE
momrra Ha TenecHaTa noBbpXHOCT (BSA). Cpennanst reometpudeH (% CV) KiIuphHC €

7,79 (25%) I/hr/m?, 06GeMbT Ha pa3npeaeneHue IPU CTAMOHAPHO cheTosiHue € 834 (39%) I/m? n
SMTMMHUHAIMOHHUAT TOJTyKHBOT € 100 (44%) waca. Cnien kopurupane Ha BSA edekra, npyru
nemMorpadcku JaHHH, KaTO B3pacT, TEJIECHO TETJIO M MOJ HAMAT KJIMHUYHO 3HAYUMU e(DEKTH BHPXY
KIMpbHCa Ha 60pTe30Mud. BSA-kopurupanusT KIUpbHC Ha 00PTE30MUO MPH NIETUATPHYHH NAIUEHTH
€ mo100eH Ha TO3M, HaOJI01aBaH NPHU Bb3PACTHH.

5.3 IlpeakIVHUYHYU JaHHU 32 0€30MACHOCT

BopTe3omub e monokuTeseH 3a KIacTOreHHa aKTUBHOCT (CTPYKTYPHHU XPOMO30MHH abepaiin) npu in
Vitro npoyuBane 3a XpOMO30MHH abepaliy ¢ KJISTKH OT SHYHUK Ha kuTtaiicku xamctep (CHO) mpu
KOHIIEHTpALMHK OT mopsabka Ha 3,125 pg/ml, kosTo e Hali-HUCKaTa OLeHABaHA KOHIICHTPALIHSL.
BopTe3omub He e reHOTOKCHYeH, TIpH IN VItro mpoy4BaHe 3a MyTareHHOCT (Ames TecT) u in Vivo
MUKPOHYKJIEYCEH TECT MPU MHIIKH.

IIpoy4BaHus 32 TOKCHYHOCT Ha PA3BUTUETO NP TUTHXOBE U 3aMIIM ca TOKa3allu eMOpHo-(eTaHa
CMBPTHOCT TIPH JIO3H, TOKCHYHH 33 MaiKara, HO JIUIICa Ha IMPEKTHA eMOpHO-(eTaiHa TOKCHIHOCT
TIPY JIO3M ITOJT TOKCUYHUTE 3a MaiikaTa. [IpoyuBanus 3a GepTUIIMTET HE ca MPOBEXKIAHH, HO €
W3BBPIICHA OLIEHKA Ha PENPOYKTUBHUTE ThKAHU, IIPH MTPOYYBaHUATA 32 00Ia TOKCUIHOCT.
HabGnronaBanu ca nereHepaTUBHU e(DEKTH BEPXY TECTUCHUTE U SMYHUIIMTE TIPU 6-MECEYHO MPOYyYBaHE
NP TUTBXOBE. 3aTOBA € BEPOSITHO OOPTE30MHO J]a UMa MOTECHITMATHHA €)EKTH U BbPXY MBKKHUS U
xeHckH peptunuteT. [IpoyuyBaHus Ha epH- ¥ MOCTHATATHOTO PAa3BUTHE HE ca MIPOBEXKIAHH.
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[Ipy MyNTUIIUKINYHN TPOYYBAHHS 32 0011a TOKCHYHOCT, IPOBEACHHU C IUTHXOBE U MaliMyHH,
OCHOBHUTE MPHUIIEITHN OPTaHH BKJIIOYBAT CTOMAIIIHO-YPEBEH TPAKT, KOETO JOBEXK/IA 10 IIOBPHIaHEe
W/WH TUapusi, XeMOTIOSTHYHA U JInM(HA ThKaHH, BOJICIIO A0 IIUTONCHUH B TiepudepHaTa KPbB,
atpodus Ha TUMQOUIHATA THKaH U XHITOIETYJIAPHOCT B XEMOMOCTUYHHS KOCTCH MO3bK, epudepHa
HeBpomnaTus (HabIogaBaHa Mpu MaiMyHH, MUIIKA U Ky4deTa), 3acsiraiia akCOHUTe Ha CeH30PHHUTE
HEPBH U JICKH MPOMEHU B ObOperTe. BCHUKy Te3n TapreTHH OpraHy ca MOKa3aid YaCTHIHO A0 ITHIHO
BB3CTAHOBSIBAHE CJIE] CIUPAHE Ha JCUCHUETO.

Ha 6a3ara Ha mpoy4BaHus MTpH KUBOTHH, aKO MMa HAKAKBO IIPEMIHABaHE Ha OOPTe30MHUO mpe3
KPBBHO-MO3bUHATA Oapuepa, TO U3IIIEK 1A € OrPaHUYCHO, U 3HAUMMOCTTa MY TIPH XOpaTta ¢
HEU3BECTHO.

DapMaKoIOTUYHU CHPJCYHO-CHIOBU M3CIEABaHU 32 OE30MaCHOCT, MPOBEACHH MIPHU MaiMyHHU U
KydeTa MoKa3BaT, 4e MHTPABEHO3HH JO3H, IPEBUILIABAILM TPUOIN3UTEIHO 1Ba 10 TPHU IIbTH
IpenopbyYBaHaTa KIMHUYHA 1033 B Mg/M?, ca CBbP3aHy C MOBUIIIABAHE HA ChPJIEYHATA YECTOTA,
MOHM)KaBaHE Ha KOHTPaKTHIMTETa, XUIIOTEH3MUs U CMBPT. [IpH KydeTa MOHM)KaBaHETO HA ChPACUHUS
KOHTPAKTHUIIUTCT U XUIIOTCH3HUATA Ca CBbP3aHr C OCTPO BBBCIKAAHEC HA IMOJOKHUTCIIHU MHOTPOITHA UIIN
npecopHu areHTd. OCBEH TOBa, IPU M3CIEBAHUATA MTPH KydeTa e Onio HabarogaBaHo ciabo
yBenuuaBaHe Ha HopMmanHus QT-unrtepsan.

6. DPAPMANEBTUYHU JAHHU

6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Manwuron (E 421)
A3ort

6.2 HecbBMeCTHMOCTH

To3u s1ekapcTBeH IPOAYKT He TpsiOBa /1a ce CMecBa C JpYyTry JIEKapCTBEHU NIPOJYKTH, C U3K/IIOUCHHE Ha
MMOCOYEHHUTE B TOUKa 6.6.

6.3 Cpok Ha rogHocT

Hepasneuaran durakod
3 roguHu

Caen pasTBapsiHe:

Pa3TBOpBT TpsiOBa 1a ce n3non3Ba He3a0aBHO ciesl MpUroTBaHe. B ciyyail, ye He ce U3mon3Ba
He3a0aBHO, TIEPHOIBT HA M3IMOJI3BAHE U YCIOBUSATA 33 ChXpaHEHUE MPEH yrnoTpeda ca OTTOBOPHOCT
Ha notpeduTens. JlokazaHa e o6aye XuMuiecka v GU3NIecKka CTAOMIHOCT Ha IIPUTOTBEHHUS pa3TBOP,
3a § yaca npu Temneparypa 25°C, npu cbXpaHeHHE B OPUTHHAIHUS (IIAKOH W/UIIK CIIPUHIOBKA.
OO01110TO BpeMe Ha ChXpaHCHHE Ha Pa3TBOPEHUS JICKAPCTBEH MIPOAYKT HE TPsAOBa Jla Ha/BUIIaBa 8 yaca
npeay NpuiiaraHe.

6.4 ChnenuajJHu ycJI0BUS HA ChXpaHeHHe
[a ne ce cpxpansia Hax 30°C.
CroxpansBaiiTe (1akoHa BB BTOpUYHATA KAPTOHEHA OIMAaKOBKa, 32 Jla Ce MPEe/IIa3H OT CBETIHHA.

3a YCJI0BUATA HAa CbXPAHCHUC CJIC PAa3TBAPAHE Ha JICKAPCTBCHHUA IPOAYKT, BUXKTC TOUYKA 6.3.
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6.5 Bwuau chabp:kaHHe HA ONAKOBKATA

®nakon 10 ml ot crbkio THI 1 ChC cHBa OpOMOOYTHIIOBA 3aITylIajiKa U alyMUHHEBa 00KaTKa C
TBMHOCHHS Karayka, CbIbpikam 3,5 mg 6opre3oMuo.

dIakOHBT € MOCTaBEH B MpO3payHa OJIMCTepHA OMAKOBKA, ChCTOSIIIA Ce OT THE3/I0 ¢ Kamak. Besika
OMaKoBKa ChAbpka 1 (prakoH 3a eqHOKpaTHA ynoTpeoda.

6.6 CrHenuajHu NpeINa3Hu MEPKH IPH U3XBbPJIsiHE U padoTa

001y npeana3Hu MEPKU

Bopre3omub e muroToKcHYeH MPoayKT. 3aToBa o Bpeme Ha padota ¢ VELCADE u mpuroTBsSHETO My
€ HeoOX0IMMO MOBUIIICHO BHUMaHue. [IpenopbuBa ce, ynoTpedara Ha pPhbKaBUIU U JPYTO 3aIIUTHO
00JIeKII0 32 TIpe/a3BaHe OT KOHTAKT ¢ KOXKara.

ITo Bpeme Ha padora ¢ VELCADE tpsiOBa CTpHKTHO /1a ce clia3Ba aceNTHYHA TeXHUKA, ThI KaTo TOU
HE ChABPXKA KOHCEPBAHT.

Nma cinydau ¢ dartaneH U3Xo pU HEMpeTHAMEPEHO HHTPATEKATHO MPUIIOKESHUE Ha
VELCADE.VELCADE 1 mg npax 3a HHXECKIIHOHEH pa3TBOP € CaMo 3a HHTPABEHO3HO MPHIIOKEHHE,
nokaro VELCADE 3,5 mg npax 3a HHXEKIIMOHEH pa3TBOP € 32 HHTPAaBEHO3HO WIIH TOAKOXKHO
npunoxxenue. VELCADE He Tpsi0Ba 51a ce mpuiiara UHTpaTeKaIHo.

WHcTpyKIMU 3a OPUTOTBSIHE
VELCADE Tpsi6Ba na ce pa3TBapsi OT MEAUIIWHCKN CTICTIHAIIHCT.

MHTpaBeHO3Ha UWHXeKLUKNA

Bceexku ¢uakon ot 10 ml VELCADE Tpsi0Ba BHUMATEITHO J1a ce pa3TBoOpH ¢ 3,5 ml HHKEKIIMOHEH
pastBop Ha HarpueB xiopua 9 mg/ml (0,9%), kaTo ce U3MO3Ba CIIPUHIIOBKA C MOJAXO/SII pa3Mep, 6e3
Jla ce OTCTpaHsBa 3amyliankara Ha ¢uakoHa. JInohuimm3npaHusT nmpax ce pa3TBaps HaIll'bJIHO 32 I10-
MAaJIKO OT 2 MUHYTH.

Cren npurotssHe, Bceku ml pa3tBop cbabpxa 1 mg 6opre3omud. [IpurorseHusT pa3TBOp € OUCTHP U
OesmBeTeH, ¢ kpaitHo pH ot 4 1o 7.

[Mpeau npunokeHue pa3TBOPHT TPsIOBa Ja Ob/Jie BU3yallHO TpeTiejaH 3a HaJlMuue Ha BUUM YaCTHIIH
Y IpOMSsHA B [IBeTa. AKO ce HaOIroJaBa HAKAaKBa POMSHA B [[BETA WJIM BUAUMH YaCTHIIN,
NPUTOTBEHUSAT Pa3TBOP TPAOBaA Ja ce U3XBBPIIH.

MogKOXHA UMHXeKUuUnSA

Bceeku ¢makon VELCADE ot 10 ml tpsioBa BHEMaTEHO /1a ce pa3tBopH ¢ 1,4 Ml HHKeKIIMOHEH
pasTBOp Ha HaTpuer xygopux 9 mg/ml (0,9%), kaTo ce U3MOI3Ba CIIPUHIIOBKA C MTOIXOIAI pasMep, Oe3
Jla ce OTCTpaHsBa 3amyliankara Ha ¢uiakoHa. JInoGuimm3npaHusT npax ce pa3rBaps HaIll'bJIHO 32 T10-
MAJIKO OT 2 MUHYTH.

Cren pastBapsiHe Bcekr ml pa3TBop chabpka 2,5 mg 6oprezomud. [IpurorBeHusT pa3rBop € OUCTBp U
Oe3uBereH, ¢ kpaitno pH ot 4 no 7. [penu npuiioxkenne pa3TBOPHT TPsiOBa jia Objie BU3YaITHO
nperiieaaH 3a HalMYue Ha BUIMMU YaCTHIM U POMsIHA B IBeTa. AKO ce HabJro1aBa HIKaKBa IPOMSHA
B [IBETa WM BUJIMMH YaCTHUIIH, IPUTOTBEHHAT Pa3TBOP TPSIOBa Ja Ce U3XBBPIIH.

H3xBBpasiHe
VELCADE e camo 3a efHOKpaTHa yrioTpeda

Hewnsnon3sanust JICKAPCTBECH NPOAYKT WIN OTIIAABYHUTEC MAaTCpUaii OT HETO TpH6Ba Ja ce
HU3XBBPJIAT, B CbOTBETCTBUE C MCCTHUTC N3MCKBaHU.

7. IPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30
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B-2340 Beerse

benrus

8. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/04/274/001

9. JATA HA ITbPBO PABPEINIABAHE/ITOJHOBABAHE HA PASPEHLIEHUETO 3A
YIHHOTPEBA

[aTa Ha mepBO pa3pemanane 3a ynorpeba: 26 anpui 2004

[Hara na nocneano nogHossaBane: 10 suyapu 2014

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

05/2021

[Mompo6Ha nH(DOpMaIUs 3a TO3W JIEKAPCTBEH MPOIYKT € IpeJocTaBeHa Ha yeOcaiita Ha EBporetickara
areHuus 1o Jiekapcerpata http://www.ema.europa.eu.
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HPUJIOKEHUE I1

MMPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BNCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NJIN OT'PAHUYEHMUS 3A BE3OITACHA U
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  TIIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTUIN

HwMe u azipec Ha TPOU3BOJIUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

b. YCJIOBHMA NN OI'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa [0 OrPaHUYEHO JeKapcko npeanucanue (Bx. [punoxenne I:
Kpatka xapakTrepucTika Ha IpOJyKTa, Touka 4.2).

B. JAPYI'U YCJIOBHUSI U UBUCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA
bl IlepuoguyHu aKkTyaJau3npanm aokiaanau 3a oezonacuoct (ITAIB)

Wsuckpanusra 3a nogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MOCOYCHH B CIIHCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npeasuaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUUKH CJeIBAIN aKTyalln3alliy, ITyOIUKyBaHU HA €BPOTIEHCKIS
yeOropTa 3a JeKapcTBa.

.  YCJI0BUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITIPOAYKT

1 Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[Mpurexatessrt Ha paspemierneto 3a ynorpeba (ITPY) TpsOBa a u3BbpIBa U3UCKBAHUTE ICHHOCTH 1
JIECTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 0e301acHOCT, MocoueHH B 0700penus [1YP,
npezncrased B Moay 1.8.2 na Pa3pemennero 3a ynorpeda, KakTo ¥ BbB BCHUKH CJIEABAILN OZ0OpEHU
akTyanu3auuu Ha [TYP.

AxrtyanmnsupaHn I[IYP ce nonasa:

q 1o uckaHe Ha EBponelickaTta areHuus 1o JeKapcTBara;

| BHHATH, KOTATO Ce M3MEHS CUCTeMaTa 3a YIpaBJIeHUE Ha PUCKA, 0COOCHO B pe3yiTar Ha
MoJTyJaBaHe Ha HOBa MH(OpMAITHs, KOATO MOXKE Ja TOBEJIE JI0 3HAYMMU IIPOMEHH B
CHOTHOIIIEHUETO TTOJI3a/PUCK, WITH CITE] JOCTHTaHE Ha Ba)KEH eTall (BbB BPb3Ka C TIPOCTIEIIBAHE
Ha JIeKapCTBeHaTa 0€30MaCHOCT WJIM MUHUMHU3UPAHE Ha PUCKA).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS, VELCADE 1 mg

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

VELCADE 1 mg npax 3a HHXEKIIHOHEH Pa3TBOP
0opTe3oMub

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

Bcexu ¢makon cpappka 1 mg 6opre3omMub (kaTo MaHUTOI OOPOHOB €CTep).

| 3.  CHUCBHK HA HOMOIIHUTE BEIECTBA

Mamnwuron (E421), azor

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax 3a MHKEKIIUOHEH Pa3TBOP
1 dnakon

‘ 5. HAYUH HA TPUJIATAHE U ITBT(MIIA) HA BBBEK/IAHE

[Ipenu ynorpeba npoyereTe JTMCTOBKATA.

Camo 3a UHTPABEHO3HO MTPUIIOKCHUE

3a eHOKpaTHA yroTpeoa.

Jla He ce mpuara o Jpyry IIbTHUIIA.

MuTtpaBenosHo npuiokenue: lo6asere 1 ml 0,9% narpues xgopuz 3a npurotesae Ha 1 mg/mi
KpaiiHa KOHIIEHTpAIIHsI.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

HUTOTOKCHUYEH. Cnenmanuu ykazanus 3a padorta

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansnsa Hax 30°C.
CohxpansiBaiiTe yiakoHa B KApTOHEHATA OMAKOBKa, 3a JIa Ce MPEe/a3u OT CBETIINHA.

10. CHELHAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Bcsiko Hensmoi3BaHO KOJIUYECTBO MU OCTAThK TpH6Ba Ja 6’BI[C HU3XBBPJICHO B CHOTBCTCTBUC C
MCCTHHUTC N3HCKBAHMU.

11. HWME U AJPEC HA TIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/04/274/002

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipuero e ocHOBaHME J1a He ce BKIrOUH WH(popMaIus Ha bpaitioBa a30yka.

‘ 17. YHUKAJIEH HIEHTUO®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

®JIAKOH VELCADE 1 mg

1. HNME HA JIJEKAPCTBEHUA NTPOAYKT U ITBT/MIINA HA BBBEXKJIAHE

VELCADE 1 mg npax 3a HHXEKIIMOHEH pa3TBOP
oopTe3omMud
Camo 3a HIHTPAaBEHO3HO MPHIIOKECHUE

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1mg

‘ 6. Apyro
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs, VELCADE 3,5 mg

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

VELCADE 3,5 mg npax 3a HHXEKIIHOHEH Pa3TBOP
0opTe3oMub

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

Bceku ¢makon cpapprka 3,5 mg 6opTe3oMuod (KaTo MaHUTOI OOPOHOB €cTep).

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

Mamnwuron (E421), azor

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[1pax 3a MHXKEKIIMOHEH Pa3TBOP
1 dnakon

‘ 5. HAYUH HA TPUJIATAHE U ITbT(MIIA) HA BBBEXK/IAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.

CaMo 3a MOAKOKHO WJIM WHTPABEHO3HO MPUIIOKEHHE.

3a egHOKpaTHA ymoTpeoa.

[a He ce mpwiiara 1o Ipyry mbTHILA.

IMoaxo:xHo npuao:kenne: nodasere 1,4 ml 0,9% Hatpues xjaopua 3a npuroresHe Ha 2,5 mg/ml
KpaiiHa KOHLEHTPALHSL.

HurpasenosHo npuiio:kenue: 1o6asere 3,5 ml 0,9% nHarpues xopun 3a npurotssiae Ha 1 mg/ml
KpailHa KOHIIEHTpAaIusl.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JTETIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

HUTOTOKCHUYEH. Cnenmaiiau ykazaHus 3a padboTa

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansasa Hax 30°C.
CohxpansiBaiiTe yrakoHa B KAPTOHEHATA OMAKOBKa, 3a J1a Ce MPE/a3n OT CBETIINHA.

10. CHELHAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Bcsiko Hensmo3BaHO KOJIUYECTBO MM OCTaThK ’I’pi[6Ba Ja 6’BILC H3XBBPJICHO B CbOTBECTCTBUC C
MCCTHHUTC N3HCKBAHMU.

11. HWME U AJPEC HA TIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/04/274/001

13. TAPTHUJAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipuero e ocHOBaHUWE /1a He ce BKIOUYH nH(popMaius Ha bpaiuiosa a30yka

‘ 17. YHUKAJIEH UAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ®JIAKOH VELCADE 3,5 mg

1. HUME HA JTIEKAPCTBEHUSA IMTPOAYKT U IBbT(UIIA) HA BBBEXK/IAHE

VELCADE 3,5 mg npax 3a HHXEKIIMOHEH pa3TBOp
oopTe3omMud
Camo 3a TIOZKOXHO WM HHTPABEHO3HO MPHIIOKCHHE.

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIHU EJUHULIN

3,5mg

‘ 6. Apyro

Cawmo 3a emHOKpaTHa yrmoTpeba
Ja He ce nmpuara 1o Apyry mbTUIA.

[MonkoxHo npuinoxenue: nodasere 1,4 ml 0,9% HaTpueB XJI0pH[ 3a MPUTOTBsIHE HA 2,5 mg/ml kpaiiHa
KOHIIEHTpaIysl.
WuTtpaBeHo3Ho npuioxenue: nodasere 3,5 ml 0,9% Harpues xmopuz 3a npurotssiHe Ha 1 mg/ml

KpaﬁHa KOHLCHTpanus.

Ja ne ce coxpanssa Hax 30°C. CrxpaHsaBaiiTe iakoHa B KapTOHEHaTa OIIAKOBKa, 3a Jla ¢e Ipe/na3u
OT CBETJIMHA.

O6enu TyK
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

VELCADE 1 mg npax 3a HH:KeKIIHOHEH Pa3TBOP
6oprezomu6 (bortezomib)

IIpoyereTe BHUMATEIHO LAJIATa JHCTOBKA, IIPEIH 12 3all04YHeTe 12 H3110J13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:KA BaxkHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, NonuTaiTe Bamms nekap nim dpapmanesT.

- AKO NoJTyyuTe HAKaKBU HEXKEJaHU JIEKAPCTBEHU peakiny, yBeromere Bamms nexap nuimmn
¢apmarieBT. ToBa BKIIIOUBA M BCHYKH BH3MOXHH HE)KEJIAHH PEAaKLMH, HEONMMCAHH B Ta3H
nucroBka. Bikre Touka 4.

Kakso ChAbpiKa Ta3u JIMCTOBKA:

1. Kaxso mpencrasisssa VELCADE u 3a KakBO ce H3I10JI3Ba

2. Kakso TpsiOBa ma 3naere, mpean fa nznomsBate VELCADE

3. Kak na nznonssare VELCADE

4. BB3MOXKHN HEXENTaHN PEaKIuH

5. Kak na cexpanssare VELCADE

6. ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS
1. Kaxso npeacrasasiBa VELCADE u 3a kakBo ce u3no/izsa

VELCADE cpabpka akTHBHOTO BEIIECTBO OOPTE30MUO, HApHUAH OIIe “IPOoTea3oMeH HHXUOUTOp .
[Iporea3omuTe UTrpasiT BakHa POJIs 32 KOHTPOJIa Ha KIeThYHATa QYHKIHS U pacTex. bopresomuod
MOXXE 1a YHUIIOXXHU TYMOPHHUTEC KJIICTKH YPE€3 HAMECA B TAXHATa (I)YHKHI/I}I.

VELCADE ce u3nosn3Ba 3a JiedueHue Ha MyJITHIJIEH MUEJIOM (PaK Ha KOCTHHUS MO3BK) MPH MALUEHTH

Haj 18-roauiHa BB3pacT:

- CaMOCTOSITETTHO MJIM B KOMOMHAITUS C JIEKapCTBaTa METHINPaH JUI030MEeH JOKCOPYOHUIIMH WU
JIeKCaMeTa30H NPH NMALUEeHTH, 3200JIIBaHETO Ha KOUTO CE € BJIOIIMIO (IIPOTpecupao) ciexn
NOJTyYaBaHe Ha MIOHE €/1HA MpeIUIlHA TePANeBTUYHA JIUHUS U IPH KOUTO TPAHCIUIAHTALMATA Ha
XEMOTIOETHYHH CTBOJIOBH KJIETKH He € OnJia yCIieliHa WK He € MTOAXOISIIA.

- B KOMOMHALUS € JIeKapcTBaTa MeliaiaH v NPeAHNU30H, IPH MALUEeHTH, 3a00JIIBaHETO HA KOUTO
HHUKOTa HE € JIEKYBaHO M ca HEMOAXOISIIH 32 BUCOKOA030Ba XUMHUOTEPAIIHsI ¢ TPAHCIUIAHTALIUS
Ha XEMOIIOETHYHHU CTBOJIOBHU KJIETKH.

- B KOMOMHAIIUS € JIeKapcTBaTa JEeKCaMEeTa30H MM JeKCaMeTa30H 3aeJHO C TATHIOMH/L, IIPH
NaIMEHTH, 3a00JI1BaHETO HAa KOUTO HE € JIEKYBaHO MPEAX TOBA M NPEAM Aa MOIydaT
BHCOKO/I030Ba XUMHOTEPAITUS C TPAHCIIJIAHTAIMS Ha XEMOIIOETUYHH CTBOJIOBH KJIETKU
(MHIYKIIMOHHO JIEUYEHUE).

VELCADE ce u3nosn3Ba 3a JiedueHue Ha MaHTEITHOKJIEThbUeH TUM(OoM (BU pak, 3acarail JUMPHATE
BB3JIN) MIPH MAIIMEHTH Ha BH3PAcT 18 roWHN UK MTO-BB3PAaCTHHU, B KOMOMHAIIMS C JIeKapCcTBaTa
pUTYyKCHUMa0, uKiIodochamMu, JOKCOPYOULIMH U IPEIHU30H, IPH MALUEHTH, 3a00JI1BaHETO HA KOUTO
HE € JIEKyBaHO Ipeay TOBa U MIPH KOUTO TPAHCIUIAHTALMSI HA XEMOIIOETUYHN CTBOJIOBH KIIETKHU HE €
HOJXO0A1IA.

2. Kakgo TpsoBa 1a 3Haete, npeau aa uznoaseare VELCADE
He n3noa3Baiite VELCADE
- aKo CTe aJIEPTUYHH KbM 00PTE30MUO, OOP MM KbM HSKOS OT OCTaHAIUTE ChCTABKU HA TOBA

JeKapcTBO (M36pOeHH B TOUKa 6)
- aKo UMaTe HAKAKBU TEKKH O€I0APOOHH WU ChPACYHH MTPOOIEMHU.
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IpenynpesxaeHust ¥ NpeanasHu MEPKH

HNudopmupaiite Bamms mekap, ako ©MaTe HIKOE OT U30POCHUTE TT0-II0JTY ChCTOSHUS:

HUACHK OpOoH YepBEHH WIIH O KPHBHU KIECTKH

KBbpPBEHE W/WITH HUCHK OpO¥ TPOMOOITUTH B KPHBTA

Juapus, 3ameK, raJieHe Wi OBPhIaHe

c1abocT, 3aMasHOCT WM CBETOBBPTEK B MHUHAJIOTO

npobiemu ¢ OLOpenuTe

JIEKW 10 YMEPEeHU 4epHOApoOHN TpobaemMu

M3TPHIIBaHE, MPaByYKaHEe WX OOJIKa B PBIETE WK KpakaTa (HEBPOMATHs) B MUHAJIOTO
MPOOJIEMH ChC CHPIETO MM KPHBHOTO HAJIATaHE

3aIyX WIH KaluIAIa

TIPHITATBIIH

xeprec 30cTep (BKIIOYUTEITHO JIOKAJTU3HPAH OKOJIO OYUTE FITH 00XBaIIaI ISUTOTO TSJI0)
CUMITOMH Ha CHHAPOM Ha TYMOPEH pa3laj KaTo HallpuMep MYCKYJIHH KPaMITd, MyCKYyJTHa
cmaboct, 00bpKBaHe, 3ary0a WM HApyIICHUE Ha 3pSHUETO U HEJIOCTHUT Ha Bh3IIyX

3ary0a Ha maMeTTa, 3aTpyJHEHO MHCIIEHE, TPYAHOCTH IIPH XOJeHE WK 3ary0a Ha 3pEHHETO.
Topa Morart 1a ObJaT MpU3HALM HA CEPUO3HA MO3bUHA MH(EKIUI 1 Bamusr gekap Moxe 1a
MIPEJIOKH OITBTHUTEHN U3CIEIBAHUS U MIPOCIIE/IIBaHE.

= =4 -4 -_8_-8_8_9_9_-29_-4._-4a_5-2°

E ]

IIpenu u no Bpeme Ha neueHuero ¢ VELCADE tps6Ba na cu npaBuTe NEpUOIUYHA U3CIICIBAHUS Ha
KPBBTA, 3a J]a MPOBEPABATE PEIOBHO OPOSt HA KPHBHUTE CH KIICTKH.

AKO UMaTe MaHTETHOKJIETHYCH TUM(OM U mony4yaBare JiekapcTBoto purykcumad ¢ VELCADE

TpsiOBa J1a KaxkeTe Ha Bamms nekap:

1 aKo cMsTarTe, Ye uMare MHMEKIHUS ¢ XeMaTuT B MOMEHTA WIIM CTE MMald B MHHAIOTO. B Hikon
ClIydad, NAlMEeHTH, KOUTO Ca UMAJIM XeNaTUT B MoxXe Aa moxydaT mOBTOPEH MPHUCTHII Ha
XEIaTuT, KOUTO MOXKe Ja ObJie paraicH. Ako MMaTe aHaMHe3a 32 HHPEKIUs ¢ XernaTtuT B 1e
ObJieTe BHUMATEITHO MpeTiie/]any OT Bamus jekap 3a mpu3HAIM HA aKTHBEH XeraTut B.

Bue Tpsi6Ba qa mpodereTe IMCTOBKATA 3a MAIlEHTAa Ha BCEKH JICKAPCTBEH MPOAYKT, KOKTO IIe ce
npuema B komOunaius ¢ VELCADE, 3a nndopmanusi, cBbp3aHa cbC ChOTBETHOTO JIEKAPCTBO MPETU
3amouBane Ha yiedennero ¢ VELCADE. Korato ce u3non3Ba TanugoMua € HeooXoImMo Ja ce 00bpHe
0CO0CHO BHUMaHHE Ha TECTBAHETO 32 OPEMEHHOCT W M3MCKBAHUSATA 32 MIPEBEHITN Ha OpEeMEHHOCTTa
(BmxTEe TOuKa BpeMEeHHOCT 1 KbpMEHE).

Jleuna u roHOIIHN
VELCADE He Tpsi0Ba /1a ce U310J13Ba IpH Jella | IOHOIIH, 3aII0TO He € U3BECTHO KaK IIe UM
MOZICHICTBA JIEKAPCTBOTO.

JApyru nekapcrBa u VELCADE

Mons undopmupaiite Bamms nekap win hapMareBT, ako IpueMaTe, HAaCKOpO CTe MIPUEMAITH HITH €
BB3MOXKHO J1a IIpUEMETE JPYTH JIeKapCcTBa.

B gactHOCT, mHpOpMupaiiTe Bamms nekap, ako U3M0I3BaTe JIEKAPCTBA, ChIBPIKAIIN HIKOE OT
CJIeTHUTE aKTHBHU BEIIECTBA!

- KETOKOHA30J1, M3TIOJI3BaH 3a JIeUeHUE Ha ThONYHN HH(PEKIIH

- PUTOHABHUD, U3MOJI3BaH 3a ieueHue Ha HIV nngexnus

- pudamMnuIKH, aHTUOMOTHK, U3IOI3BaH 3a JIEYeHHEe Ha OaKkTepraaTHi WH(EKINN

- kKapOamasenuH, GheHUTONH Win heHoOapOuTaII, N3MOI3BaHU 32 JICUCHIE HA SITHJICTICHS
- xbiT KanTaproH (Hypericum perforatumn 3a nenpecun uiam Apyru ChCTOSHUS

- NepopaJIHU aHTHANAOETHHU JIEKapCTBa

BpemeHHOCT M KbpMeHe

He tps6Ba na m3nomssare VELCADE ako cte 6peMeHHa, OCBEH B Cilydyail Ha KaTeropu4Ha
HEO0XOIUMOCT.
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U mbikere, u xkeHute, Ha kouTo ce npuiiara VELCADE, tps6Ba n1a n3non3ear eheKTUBHA METOIH 3a
KOHTpAIICTIIHS 110 BpeMe Ha | JI0 3 Mecela ciiefl ISUeHUEeTo. AKO, HE3aBUCHMO OT T€3H MEPKH,
HACTBIIM OPEMEHHOCT, BeHara nHpopmupaiite Bamus nekap.

He tps6Ba na kppMute, gokaro usnonsare VELCADE. O6cpaere ¢ Bamms nekap kora € 6e30macHo
Jla TIOTHOBUTE KbPMEHETO, CJIE]] IPUKITIOYBAHE HA JICYCHUETO.

TamumoMu npUIHHABA BpoaeHH MajiopMannu 1 cMbpT Ha ioga. Koraro VELCADE ce npunara B
KOMOWHAIUS C TATUIOMHJ, TPSOBA Ja CIIe/[BaTe MporpamMara 3a MpeBeHIs Ha OpEeMEHHOCTTA MTPH
JIeYeHUe ¢ TanuaoMu (BrokTe JIMCTOBKA 32 MaIlMeHTa Ha TaJIUIOMU).

Ilodupane u padoTa ¢ MAIIIHHH

VELCADE Mmoske 1a npiuiHA YMOpa, 3aMasiHOCT, cl1abocT WK 3aMbIiieHo 3peHue. He modupaiite n
He paboTeTe ¢ HHCTPYMEHTH WJIM MallMHHU, aKO UMaTe OA00HN HEeXeNaHW PEeaKUK; JOPH aKo TH
HsIMaTe, HEPEMEHHO TPsAOBa ja CTe BHUMATEIHU.

3. Kak na nusnouazsare VELCADE

Bamusar nexap me onpenenu Bamara noza VELCADE B 3aBucuMocT 0T BUCOUHHATA U TETJIO0TO Bu
(muTomt Ha TenecHaTa noBbpXHOCT). O6uyaiinaTa HauanHa no3a Ha VELCADE e 1,3 mg/m? tenecna
MOBBPXHOCT JIBA ITBTH CEIMUYHO.

BamusT nexap Moxxe J1a MpOMEHH J1o3aTa U O0IIHs Opoii JIeueOHM IUKIH B 3aBUCUMOCT OT
MOBJIMSIBAHETO BU OT JIeUeHUETO, OT Bb3HUKBAHETO HA HAKOW HEKEIAHU PEeaKIMU U OT Baimre
CBHITBTCTBAIIH 3a00JSIBaHUS (HATIPUMED, TTPOOIIEMH C YepHUS IPO0D).

MpocpayMmy nTUNAEH MUENOM

Korato VELCADE ce mpuiara camocrtositento, Bue e nomyuute 4 no3u VELCADE unTpaBeHo3HO
Ha geH 1,4, 8 u 11, nocnensanu ot 10-qHEBHO NPEeKbCBAHE HA JICUEHUETO “NEPUO] Ha MOYUBKA”. To3u
21-nueBeH nepuo (3 ceaMUIK) ChOTBETCTBA HA €/IMH IIMKBJI Ha JieueHue. Bue Moke 1a moyrydure J10
8 nukbia (24 cenMuiy).

VELCADE moxxe na Bu 0b/1e npuiiaras 3ae1HO ¢ JIeKapcTBaTa MErINpaH JIMIO30MEH JOKCOPYOHIINH
WK J€KCaMETa30H.

Korato VELCADE ce npunara 3aeaHo ¢ IeruiipaH JUI030MeH JOKcopyOulmH, Bue e nomyunte
VELCADE uHTpaBeHO3HO KaTo 21-HEBEH MK/ HA JICUCHUE U TICTUIMPAH JTUI030MEH
JOKCOPYOMIIMH IIPUIIOKEH B 103a 30 mg/m? Ha nen 4 B 21-aHeBHus UKbI Ha nedenne ¢ VELCADE
KaTo MHTpaBeHO3Ha MHPy3us cien nmxekrupaneto Ha VELCADE.

Bue mosxe 1a momyuunte 10 8 mukbia (24 cenMuIm).

Korato VELCADE ce npunara 3aenno ¢ nekcamerason, Bue e nonmyunre VELCADE unTpaBeH03HO
Karo 21-7HeBeH NMKHI Ha JISYSHHE U iekcaMeTa3oH 20 mg mpuiioxeH repopaiHo B aau 1, 2, 4,5, 8,
9, 11 u 12 or 21-gueBHus 1uKba Ha deuenre ¢ VELCADE.

Bue moxe aa momyuute 110 8§ nmukbia (24 cenMuIm).

HeneKyBaH MmegmommnnaneH M

AKO nipeu He CTe OMIIM JIEKYBaHH 3a MYJITHILICH MUeJIoM 1 Bue He cTe moaxomsiim 3a
TPAHCIUIAHTALIMS HA XEMOTIOETUYHH CTBOJIOBH KJIETKH, 1ie nonyuute VELCADE untpaBeH03HO
3a€JIHO C JIBE IPYTH jeKapcTBa: MeidaaaH U IPeTHU30H.

B To3¥ cityuaii mpoABIDKUTEIHOCTTA HA TEPATTEBTHYHHMS UKD € 42 muu (6 ceamuin). Bue mie
nosryunte 9 1uKbia (54 cenMuIm).

il B nuknute ot 1 1o 4 VELCADE ce npunara qsa meTi ceqmMuyHo Ha AeH 1, 4, 8, 11, 22, 25, 29

u 32.
| B muxmuTe ot 5 10 9 VELCADE ce npuiara BeTHbX CeIMUYHO Ha nieH 1, 8, 22 u 29.
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Mendanan (9 mg/m?) u npexanszon (60 mg/m?) ce npunarat nepopanso B aeH 1, 2, 3 u 4 ot mbpBaTa
CeIMHIIA Ha BCEKH LUKBIL.

AKo mipesiu He cTe OWIIY JIEKYBaHH 32 MYJITHIICH MHeJIoM 1 Bue cTe moaxoasiy 3a TpaHCIIaHTalus
Ha XEMOTIOETHYHH CTBOJIOBH KieTkH Bue mie momyante VELCADE nHTpaBeHO3HO 3ae1HO ©
JIeKapcTBaTa IeKCaMeTa30H MU IeKCaMeTa30H M TAIMAOMU, KaTO HHAYKIIMOHHO JICUCHHUE.

Koraro VELCADE ce npunara 3aeqHo ¢ nekcameTa3on, Bue me nomyunte VELCADE unTpaBeHO3HO
KaTo 21-7HeBeH NUKBI Ha JIedeHHne U AekcameTazoH 40 mg npuiioxeH repopaiHo B aan 1,2,3 u4 u B
8,9,10 u 11 ot 21-nueBHusa uukna Ha neuenue ¢ VELCADE.

Bue nie nmomyuute 4 mukbia (12 ceamunm).

Korato VELCADE ce npuiiara 3ae{HO ¢ TATUAOMUI U IEKCAMETA30H, MPOIBIKUTETHOCTTA Ha
TEPANeBTUYHMS NUKBI € 28 THU (4 CeIMUIN).

Jexcametazon 40 mg ce npunara nepopainto B qau 1, 2, 3,4, 8,9, 10 u 11 oT 28-1HeBHHS IIUKBI HA
nedenne ¢ VELCADE u TanmuaoMu pHIIokeH MepopaTHo eXKeAHEeBHO B 103a oT 50 mg mo neH 14 ot
IBPBUS LIMKBJI M aKO ce TIoHacst 1o0pe no3ata ce nmoBumasa 10 100 mg B nepuoaa ot aeH 15 no

JIeH 28, cieq KoeTo Moxke Ja Ob/1e mopuieHa JombTHATENHO 10 200 My OT BTOPHS HUKBI HATATHK.
Bue moxe ma momryunte 10 6 MUK HA JedeHue (24 cenMuIn).

HenexwssHmH&mea b4eH /TUNMPOM

AKO He cTe JIeKyBaHU JIocera 3a KieThueH tuMpoM Ha maHTHaTa 11e nonyaute VELCADE
HMHTPaBEHO3HO 3a¢JTHO C JIEKapCTBaTa pUTYKCUMa0, IukIIopochaMul, JOKCOPYOUIIMH U PEIHU30H.
VELCADE ce npunara nHTpaBeHO3HO Ha JieH 1, 4, 8 u 11 nocneasano ot "mepuo Ha mo4ynBKa", 6e3
nedenue. [IpoapnKUTETHOCTTA Ha IIUKBIIA Ha TedeHue e 21 gau (3 cenmuin). Morat fa ce mpuioxar
1o 8 muKbaa (24 cemMHUIIn).

CrneHHATE JICKAPCTBEHH MPOAYKTHU CE MPHUJIarar Ha JieH 1 Ha BCeku 21-THeBeH IMKBII Ha JICUCHHE C
VELCADE kato NHTpaBeHO3HHU BIMBAHUA:

Purykcumadb B no3a 375 mg/m2, nukiIodocdamun B mo3a 750 mg/m?u JTOKCOPYOUIINH B 71032

50 mg/m?2.

[Ipenuu3oH ce mpuiara nepopanto B go3a 100 mg/m?na nen 1,2, 3, 4 1 5 0T H¥KEIA Ha JIEYEHHE C
VELCADE.

Kak ce npuinara VELCADE

ToBa nexapcTBoO € camo 3a uHTpaBeHo3Ha ynorpeda. VELCADE mie ce mpuiara oT MEIUIIMHCKA
CHEUUAIUCT C OIUT NpHU yHoTpedara Ha IUTOTOKCHYHH JIEKapCTBa.

VELCADE Ha nipax Tpsi6Ba J1a ce pa3TBOpH Ipeau yrnoTpeda. Topa 111e ce HanpaBu OT MEIUIIUHCKU
creranuct. Criesl ToBa NOTyYEHUSIT Pa3TBOP Ce MHXKEKTHpa ObP30 BBB BeHa 3a 3 10 5 CeKyH.U.

Axo Bu e npuinoxken Tebpae muoro VELCADE

Twii KaTO TOBA JIEKAPCTBO CE Ipwiiara ot Baius jiekap Wi MEIUIIMHCKA CECTPa, MAJIKO BEPOSITHO €
na Bu 0pae npunoxxeH noeye. B mManko BeposTHHS cllyyaid Ha pego3upane, Bammusar ekap me Bu
HaOJIr0/1aBa 32 HEXKENaH! PeaKIny.

4, Bb3MOKHN HeKeTaHU PeaKIun

KakTo Bcnuku JICKapCTBA, TOBA JICKAPCTBO MOXKE J1a NPEAMN3BHUKA HEXKCIIaHU p€aKIIUH, BBIIPEKU Y€ HE
BCCKH I' TIOJTy4aBa. Hskou ot Te3u pcaKkuuu Morat aa 6’B,I[aT CCPUO3HMU.

Axo Bu npunarar VELCADE 3a My/nTUILIEH MUEIIOM HITH MaHTEITHOKJIEThUEH TUM(OM,

uHpopmupaiite Bamms ekap, ako ©MaTe HIKOH OT H30POCHUTE MO-/I0JTy CUMITTOMHU:

- MYCKYJIHU KpaMIIH, MyCKYJIHa cJlabocT

- 0o0BbpKBaHe, 3aryda WiiM HapylIeHHe Ha 3peHHETO, CIIENO0Ta, IbpUY0Be, IIIaBo0oIre

- 3a1yX, IOJyBaHEe Ha KpakKara, Uil IPOMEHU B CbPACYHHS PUTHM, BUCOKO KPBBHO HAJISTaHE,
yMOpa, IIpUIaiaHe

- KalllJIULA U 3aTPYJHEHO JUIIAHE UIIU CTSATAHE B IbPIUTE.
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Jleuennero ¢ VELCADE Moske MHOTO 9ecTO Aa Mpeau3BHKa HaMaJICHHE Ha Oposl Ha YePBEHUTE U
0en KpBbBHHU KJIETKU M TPOMOOLUTHTE B KpbBTa Bu. ET0 3am0 TpsOBa 1a cu mpaBuTe NEpUOIUYHH
u3cJeBaHus Ha KpbBTa Ipeau 1 no Bpeme Ha jiedeHnero ¢ VELCADE, 3a na nmpoBepsiBate pe1oBHO
Opost Ha KPBBHUTE cHU KJIETKH. MOXe 1a uMaTe HaMaJIsiBaHe B Opos Ha:

TPOMOOIIUTHTE, KOETO MOXKe J1a B1 HanpaBu Mo-CKIOHHU KbM 00pa3yBaHe HA CHHUHU WA
KbpBeHE 0e3 BUAMMO HapaHsIBaHe (HAmp. KbPBEHE OT YepBaTa, CTOMaxa, ycTaTa M BEHIIUTE WK
KBbpPBEHE B MO3bKa, HJTH KbPBEHE OT YSPHHUS JIPOO)

YepBEHHUTE KPBBHU KIIETKH, KOETO MOXKE J]a IPEAU3BUKA aHEMUS ChC CUMIITOMH KaTO yMOpa U
osenoct

OenuTe KPBBHU KJIETKH, KOSTO MOXeE J1a Bu HanpaBu Mo-CKJIOHHH KbM WHGEKIIUU U
TPUTIONIOJOOHH CHMITTOMH.

Axo Bu e npunoxxen VELCADE 3a neuenue Ha MyJATHUIIIIEH MUEJIOM HEKETaHUTE PEaKLUU, KOUTO
MOXe€ J]a ITOJIyYHTe, ca M30POCHH IO-10ITy:

MHOro 4ecTH HeXKeJaHU peakuuu (MO)Ke Ja 3acerHart nmose4e oT 1Ha 10 I[yl[II/I)

f
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1

YyBCTBUTEITHOCT, CKOBAHOCT, M3TPHIIBAHE WIIM YCEIllaHEe 3a TIapeHe Ha KOXKaTa, MK OOJIKH B
pBIIETE WX KpaKaTta, OpaaH YBpexKIaHe Ha HEPBUTE

HamansBane O6post Ha YepBeHUTE KPHBHU KJIETKH MM Ol KPHBHH KJIIETKU (BHXKTE TI0-TOPE)
Tpecka

['afeHe wny noBpbIlaHe, 3aryda Ha aneTuT

3arnek ¢ M 0e3 nojyBaHe Ha Kopema (MOXKe 12 € TeXbK)

Juapus: ako TOBa C€ CIIy4H, BaXKHO € J1a MUeTe I0BeYe BOAa OTKOIKOTO OOMKHOBEHO. JIexapsT
Moke 1a Bu mazie npyro iekapcTBo 3a KOHTPOII Ha AUapHsTa

YMopa (u3TOmIeHne), ycemane 3a ciadoct

MyckymHa 6oika, 60K B KOCTHUTE

YecTH Hexxenanu peakiuu (Moske aa 3acernat 1o 1 Ha 10 xymm)
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Hucko kpbBHO HalsiTaHe, PSI3KO CHajaHe Ha apTepUaIHOTO HAIISTaHE MPH CTaBaHE, KOETO MOXKE
Jia 10BeZE 10 MPUIIOLIaBaHe

Bucoko kpbBHO HasiraHe

Hamanena 660peuna dyHkIus

I'maBoGomme

006110 HepasnonoxeHue, 00JIKa, CBETOBBPTEX, JIEKO 3aMaiiBaHe, YyBCTBO 3a c1aboCcT MU
3ary0a Ha Ch3HAHHE

Tpenepene

WHdexnuu, BKIIOYUTEIHO THEBMOHHMS, PECIIMPATOPHU HHPEKINH, OPOHXUT, THONIHN
WHQEKIHNHY, KallUIuIa ¢ XpadKH, TPUIIONOA00HN ChCTOSHHS

Xeprec 30cTep (BKIOYUTEITHO PA3MOI0KEH OKOJIO OYUTE WIIK PA3POCTPAHEH 10 TSIIOTO)
Boika B rbpAMTE MM HEJIOCTUT HA BB3AYX MPU PU3MUECKO YCHUIIHE

Paznuyan BusoBe 0OpuB

CopOesx 10 KoXkara, rpanaba Win cyxa Koxa

3ayepBsiBaHE Ha JIUIIETO WIIK MAJKH CITYKaHU KalWIspH

3adepBsBaHe Ha KOXKaTa

Hexunpararus (00e3BOTHABAHE)

Kucennny, nojgyBane Ha KopeMa, OpUTBaHe, Ta30Be, OOJKH B CTOMaxa, KbpPBEHE OT YepBaTa Wi
cTomMaxa

[IpomsiHa BBB QyHKIMATA HA YEPHUS IPOO

Bb3nanenue Ha ycrata WM yCTHHTE, CyXOTa B yCTaTa, SI3BU B ycTaTa WK 00JIKa B I'bPIIOTO
3ary0a Ha TerJo, 3ary0a Ha BKyca

MycKyJIHE KpaMIIi, MYCKYJIHH CIIa3MH, MyCKYyJIHa ciaboct, Ooika BbB BamuTe kpaiiHUIM
3aMBIICHO 3peHUE

Wndexnyst Ha BRHIIHUS €10 HAa OKOTO M BHTPENIHATA TOBBPXHOCT HA KJICMaunuTe
(KOHIOHKTHBHT)
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KspBene ot HOCa

TpynHo 3acniuBaHe Wi IPOOJIEMH ChC ChHsI, U3NOTSIBaHE, TPEBOXKHOCT, IPOMEHHU B
HACTPOEHHETO, IIOTHUCHATO HACTPOEHHUE, OE€3MIOKONCTBO MM Bb30YAa, MPOMEHH B ICUXUYECKOTO
CBCTOSIHUE, C30PUEHTALIUS

[lonyBane Ha TSI0TO, BKIIOUUTEIHO OKOJIO OYUTE WM IPYTH YacTH OT TAJIOTO

HeuecTn Hexesnanun peakuuu (Morar aa 3acernat 10 1 Ha 100 xymm)
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CopaeyHa HEOCTAThYHOCT, MH(BAPKT, TPhAHA 00JIKA, TUCKOM(OPT B I'bPANTE, OBUIIICHA WIH
MOHIDKEHA ChP/IeYHA YECTOTa

brOpedna HemoCTaTEIHOCT

Br3nanenue Ha BeHUTE, KPbBHH CHCHPEIN BHB BEHUTE WITH OenTe APoOOBe

IIpoGnemu cbc ChcHpPBAaHETO HA KPBHBTA

HenocraTpuna nupKymarus

Br3nanenne Ha 00BUBKaTa OKOJIO CHPIETO MIIM TEYHOCTTA OKOJIO CHPIIETO

Wudexnnn, BrrrouBany nHOEKIHS HA TUKOYHUTE TBTUIIA, TPHUII, XepIleC BUPyCHA WHEKITHUS,
yIIIHA UHPEKIUSA U HETyIUT

KbpBaBu m3npaxxHeHUS WA KbPBEHE OT JTUTABUIIUTE, HAIIPUMED B yCTATa, BIIATAIUIIETO
Mo03BYHOCHI0BY HAPYIICHHUS

[Mapanu3a, mpunambIy, Majgane, IBUTATeTHN HAPYIIICHUS, HApyIIeHa, TPOMEHEHa WIH HaMaJIeHa
YyBCTBUTEIIHOCT (yCellane, ClyX, BKyC, 000HIHHE), HAPYIIICHO BHUMAaHKE, TPEIIEPEHE,
MOTPETIBAHUS

ApPTpUT, BKIIFOUUTEIIHO BB3MAJICHHE HA CTABUTE HA MPBCTUTE HA PBIETE U KpaKaTa, U Ha
YEN0CTTa

Hapymenwns, kouto 3acsrat Bammre 6enu 1po6oBe, KOUTO BB3MPENSATCTBAT MOTydaBaHETO Ha
JIOCTaThUHO KHUCIIOPOJ OT TsU10TO. Hsikou OoT HapylieHusITa BKIIFOYBAT 3aTPYAHCHO JTUIIIAHE,
3a11yX, 33yX B ITOKOW, TOBEPXHOCTHO 3aTPYTHEHO WM MPEKbCBAIIO AUIIAHE, XPUTIOBE
X®biiiane, rOBOPHYU HAPYIICHHUS

[ToBuIIEeHO MM HAMAJICHO KOJIMYECTBO ypuHa (ropaau 0bOpeuHo yBpekaaHe), 00Je3HEHO
YpUHUpaHEe WA HAIWMYKNE HA KPbB/OSNTHK B ypUHATA, 33bp)KaHe Ha TEYHOCTH

[IpoMeHeHO HMBO Ha Ch3HAHUE, 0OBPKBaHE, YBpPEXKIaHE WK 3ary0a Ha amMeTTa
CBpBXUYBCTBUTEITHOCT

3ary0a Ha ciyxa, TIlyX0Ta WIA IIyM B YIIUTE, TUCKOM(OPT B YIIUTE

XopMOHAITHU HAPYIIIEHHsI, KOUTO MOTaT JIa 3aCETHAT YCBOSIBAHETO HA COJ M BOZA
CBpPBXaKTHBHOCT Ha IIUTOBHIHATA YKJI€3a

HecmocoOHOCT 3a mpon3BexaHe Ha JOCTATHYHO HHCYIIMH WA PE3UCTEHTHOCT KbM
HOpPMAJIHUTE HUBA HA UHCYJIMH

Pasnpa3Henu iy Bb3MajICHU OYH, CUIIHO CHJI3SIIN O4H, O0JIKAa B OUHUTE, CYXU OYH, OUHU
nH(eKnur, Oydka B Kiienada (XaJlallioH), 3a4epBEHH U IOy TH KJIETIayH, CEKPET OT OUHTE,
HapyIICHO 3peHUE, KbPBEHE OT OUYHTE

ITonyBane Ha MuMQHATE BBH3IH

CKOBaHOCT Ha CTaBH WJIM MYCKYJTH, YCEIIaHE 3a TeXKeCT, OOJIKU B CT1a0UHUTE

Kocoman u HapyIieHa CTpyKTypa Ha KOChbMa

AneprudHu peaknun

3auepBsaBaHe WM OOJKAa HA MACTOTO HA WHKEKTHPaHE

bonku B ycrara

WHbeknun ninm Bh3MaNeHUE Ha yCTaTta, sI3BU B yCTaTa, XpaHOIIPOBOA, CTOMAaXa U YepBara,
KOHTO ITOHSKOTa Ca CBbP3aHu ¢ 00JIKa W KbPBEHE, 3a0aBEHO JIBIKEHIE Ha YepBaTa
(BKJTIOUMTEIIHO 3aMyIBaHe), AMCKOM(OPKT B KOpeMa HIIM XPaHOIIPOBOIa, TPYIHO MperiIbIiaHe,
MOBPBIIIAHE HAa KPBHB

Koxuu nabeknmn

Baxrepnanau u BUpycHH HHGEKIIUN

Wndexnus Ha 3p01TE

Br3nanenue Ha nmaHkpeaca, 3alyIIBaHe Ha XXIIBYHUTE MIBTHINA

Bonka B renuTanuuTe, mpoOJIEeMU ¢ MOTyYaBAHETO HA SPEKITUS

TToBuieHo terio
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Kaxnma

Xemarur

Hapyrenus Ha MSCTOTO Ha MPUIIOKECHUE WM CBBP3aHU C U3JICIIMETO 32 MPIIOKECHUES
KosxHu peakiuu u HapymieHns (KOUTO MOXKE J1a Ca TEKKH ¥ )KHUBOTO3aCTPAIIABAIIH), KOKHH
SI3BH

CuHUHY, TaJJaHus U HapaHSIBaHUS

Br3nanenue wiv KpbBOU3INMBY OT KPBBOHOCHHUTE CHJIOBE, KOSTO MOXKE JIa CE IPOSIBU KaTO
MaJIKH YePBEHH WJIU JIFJIABH TOYKH (OOMKHOBEHO IT0 KpaKaTa), JI0 TOJIEMH IIeTHA IO KoyKaTa
WA MEKUTE ThKaHU

JlobpokadyecTBEHN KUCTH

Texko 0OpaTMO ChCTOSTHHE HAa MO3bKa, KOSTO BKIIOUBA IIPHITAIBITHA, BUCOKO KPHBHO
HaJISraHe, TJ1IaBodoe, yMopa, 00bPKaHOCT, CICTIOTa WIH IPYTH MPOOJIEMU ChC 3PCHUCTO.

Penxn Hexkenanu peakuun (Morat 1a 3acertat 10 1 na 1 000 xymm)
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Copaeunn mpoOiieMu, BKITFOUBAIN HH(PAPKT, CTEHOKAPIUS

Cepro3HO Bb3NAICHHE HA HEpBUTE (HEPBHHUTE BIaKHA), KOCTO MOXKE JIa IPUIUHH Mapan3a 1
3aTpyaHeHo quinane (cuuapom Ha Guillain-Barré)

3auepBsBaHe

IIpomsiHa B L1BETa HA BEHUTE

Brpananenue Ha rppOHaueH HEPB

[Mpo6nemu ¢ Bammre yim, KbpBeHE OT YIIUTE

Hamanena akTHUBHOCT Ha IIMTOBHU/IHATA KJI€3a

Cunzapom Ha bpa-Uuapy (KIMHUYHU CHMITOMH, IPUYMHEHH OT 3alyllIBaHe Ha YepHOAPOOHHUTE
BEHH)

[MpomeneHa nnu abHOPMHA YpeBHA QYHKIHS

KbpBene B Mo3bKa

JKBaTO OI[BETSBaHE HA OUUTE U KOKaTa (KBJITCHUIIA)

Cepuo3sHa anepruyaa peakius (aHapUIaKTHYCH II0K), KOSITO MOXeE J1a BKJIFOYBA MPU3HAIIM Ha
3aTpyIHEHO AWIIaHe, OOJKa WK CTSATaHe B IPBAHUS KOII, U/WUJIH YyBCTBO Ha
3aMasHOCT/c1a00CT, CHIIEH ChpOEXK MO KOXKaTa WIH HAIUTHAT OOPHB 10 KOXKaTa, MMoIyBaHe Ha
JUIIETO, YCTHHUTE, €3UKa W/UITU I'BPIOTO, KOUTO MOTAT Jia MPUYHHSAT 3aTPyAHEHUE TTPU
MIPETJTBIIaHEe U KOJIATC

Hapymenwns Ha repauTe

BarunanHo Teuenue

[lomyBaHe Ha TeHUTAINNTE

HemorocumocT KbM KOHCYMaIus Ha allKOXOJ

3ary0a Ha TenecHa Maca

IloBuuieH anetur

®ducryna

CraBeH u3nuB

Kuctu B 00BUBKHTE Ha CTaBUTE (CHHOBHAIHU KUCTH)

CuynBaHus

Pasnagane Ha MyCKyJTHH BJIaKHa, BOAELIO 10 APYTH YCIOXKHEHUS

OToK Ha YepHHS APOO, KbPBEHE OT YepHHS APOO

Pak Ha 060pennTe

ChcTosiHHE Ha KOXKaTa, HOZOOHO Ha ICOpHa3Hc

Pax Ha xoxkarta

Bbnenocr Ha xoxata

[ToBunraBane 6post Ha TPOMOOIIMTUTE WITH TNIA3MATUYHUTE KICTKH (BU O KPHBHH KIIETKH) B
KpbBTa

KpbBHHE Chcupey B MAJIKATE KPBBOHOCHH ChJIOBE (TPOMOOTHYHA MUKPOAHTHOTIATHSI )
AGHOpMHA peaxIys MPU KPHBOTIPEINBaHE

YacTtryHa WM IThJIHA 3ary0a Ha 3pEHUETO

Hamaneno cexcyainHo xenanue
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JluraBene

W3nbpkBane Ha ouuTe
UyBCTBUTENHOCT KbM CBETIIMHA
YuecTeHo nuuiaHe

bonka B mpaBOTO 4epBO

KaMmbHU B )x1puKaTa

XepHus

Hapansisanus

UyniuBy WM THHKH HOKTH
AOHOPMHM OENTHYHH OTJIAraHus B )KU3HEHOBRKHUTE OpPraHH
Koma

UpesHu 38U

MynTuoprasHa HeIOCTaTbUHOCT
CMbpT

A —Aa-a-_a-_a_-4_5_9_9_9_-2°_-24_-°_-2

Axo Bu e mpunoxxer VELCADE 3aefno ¢ npyru JekapcTsa 3a JIeueHHe Ha MAaHTETHOKIIEThUCH
IUMGOM HEXEJIaHUTE PeaKIMu, KOUTO MOTaT Ja ce MoJy4ar, ca U30pOeHHU IO-J0Iy:

MHOro 4ecTH HeKeJAHU peakuuu (Moxke J1a 3acerHat nosede ot 1 Ha 10 xymu)
q [TaeBMOHUS

q 3ary0a Ha areTuT

1 YyBCTBUTEIIHOCT, CKOBAHOCT, U3TPBIIBAHE WM YCEILIaHE 32 IIapeHe Ha KOXKaTa, WK OOJIKH B
KUTKHUTE WIH CThIIANaTa, IOpaau YBpeKIaHe Ha HEpPBUTE

l'aneHe 1 moBpbILIAHE

Huapus

S3BU B ycTara

3anek

Bosiku B MyckymuTe, 00JKH B KOCTUTE

Koconan u Hapy1ieHa CTpyKTypa Ha KochbMa

Ymopa, ycemane 3a ciadoct

Tpecka

E R R

YecTn HexeNaHu peakiun (Mozke 1a 3acerHat 10 1 Ha 10 xyun)

1 Xepriec 30cTep (BKIIOUYUTEIHO PA3MOI0KEH OKOJIO OUYUTE WITK PA3IPOCTPAHEH I10 TSIIOTO)
1 Xeprec BUPYCHU HH(DEKIHH

1 bakTepuannu v BUpyCcHU HHQEKITUH

1 WHdexuuy Ha AUXaTEIHUTE TBTUINA, OPOHXUT, KAlUIMIA ¢ XPauKu, IPUIONOA00HN
3a00JIsIBaHUS

I'bOuaHM MHPEKIIH

CBpBXUyBCTBUTENHOCT (aJIeprUyHa PeaKius)

HecnocoOHocT 32 npon3BexiaHe Ha JOCTAaThYHO WHCYJIMH WM PE3UCTEHTHOCT KbM
HOPMAaJIHHTE HUBA HA UHCYJIUH

3agbprkaHe Ha TCUHOCTH

TpyaHo 3acniBaHe WM MTPOOJIEMHU ChC CHHS

3ary0a Ha Ch3HAHHE

[IpomMeHeHO HMBO HA Ch3HAHUE, OOBPKBAHE

UyBCTBO Ha 3aMaiiBaHe

VYdecTeHa chpliedHa JISHHOCT, BHCOKO KPHBHO HAIISITAHE, U3MOTSABAHE

Hapyiienns B 3peHHETO, 3aMBIIICHO 3pCHUE

Chpaedna HeloCTaThYHOCT, HH(APKT, TPhHA O0JIKA, TUCKOMMOPT B I'bpAUTE, TOBUILICHA WIN
MOHM)KEHA ChpAeYHa YecToTa

Bucoko mim HACKO KPBBHO HANATaHE

BHesanHo criagane Ha KpbBHOTO HAJITaHE MPH U3IIPaBsSHE, KOETO MOKE JIa OoBeJe A0 3ary0a Ha
Cb3HaHUE

=4 =4 -—a_8_-9_-98_-4a_-2 E ]
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Henocrur Ha BB3ayX Mpu PU3HUYECKO yCUITHE
Kannmmna

XbIilaHe

[llym B ymmTe, TMCKOMQOPT B yIINUTE

KbpBeHe oT uepBara wim cTomaxa

Kucenunn

Bonku B cromaxa, moyBaHe Ha KopeMa
3arpyIHEHO MpPETIIbIIaHe

Wudexnus nim Bh3MaNICHNE HA CTOMaxa U YepBara
boinku B ctomaxa

Bb3nanenue Ha ycraTa Wi yCTHUTE, OOJIKU B THPIIOTO
[IpoMsiHa BBB yHKIHSATA HA YSPHUS APOO

CppOex Ha KokaTa

3adepBsBaHe Ha KOXKaTa

O06pus

MycKyJiHU cria3Mu

Wudeknns Ha MTMKOYHUTE IBTUIIA

bosika B kpaitHuuuTe

HOI[yBaHC Ha 4aCTH HaA TAJI0TO, BKIIFOYUTCIIHO OKOJIO OUUTC UJIK APYTH YaCTHU Ha TAJIOTO
Tpecka

3auepBsBaHe U 00JIKa Ha MSICTOTO HA MH)KEKTHPAHE
001110 HEePa3MOJIOKEHUE

3ary0a Ha Terio

[ToBuIaBaHe Ha TETIOTO
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HeuecTn He:kenanu peakuuu (Morat aa 3acersat a0 1 va 100 gymm)

q Xenatur

1 Cepuro3Ha anepruusa peaxkuus (aHapuIaKTHUECH II0K), KOSITO MOJKE J1a BKJIIOYBA [IPU3HALM Ha
3aTpyJHEHO JIUIIaHe, O0JIKa UK CTSATaHE B IPBAHUS KOIII, ¥/HIH YyBCTBO Ha
3aMasHOCT/cabocT, CUileH ChpOEsK MO KoXaTa MM HaJAUTHAT OOPHB 110 KOXKaTa, OAyBaHe Ha
JMLETO, YCTHUTE, €3UKa W/WIX T'bPIOTO, KOUTO MOTaT Jla IPUUUHAT 3aTPyIHEHUE [IPH
NpEerablIane 1 KOJIaIc

JBuratenHu pascTpoiicTBa, napainsa, IOTPENBaHe Ha MYCKYJIUTE

CBeTOBBpTEK

3ary0a Ha ciyxa, IIyXxoTa

Hapymenus, xouto 3acsirat Bammure Oenu 1po6oBe, KOUTO BB3IMPEISATCTBAT MOJIyYaBaHETO Ha
JOCTaTBYHO KHUCIOPOJ OT TSUI0TO. Hsikou OT HapylieHusITa BKIIIOUBAT 3aTPYAHEHO JHIIAHE,
3a1yX, 3ayX B IIOKOH, HOBBPXHOCTHO 3aTPyAHEHO MM MPEKBCBAILO AULIAHE, XPUIIOBE

bl KpbBHE cheupeny B 6enute 1poboBe

q JKBnTo orBeTsBaHEe HA KOXKaTa ¥ 04UTE (KBITCHUIIA)

1 Byuka B kienaua (xananuoH), 3a4€pBeHH U TIOAYTH KIIETIaun

= =8 —a 9

Penxu Hexes1anu peakuuu (Morat aa 3acersar a0 1 na 1 000 gymu)

1 KpbBHHE Chcupely B MAJIKUTE KPBBOHOCHH ChJIOBE (TPOMOOTHYHA MUKPOAHTHOTIATHS] )

1 Cepuno3HO Bb3NaicHHEe Ha HepBUTE (HEPBHHUTE BJIaKHA), KOSTO MOXKE JIa IPUYUHH [apan3a 1
3aTpyAHeHo auinaHe (curapoM Ha Guillain-Barré).

Cho01aBaHe Ha HesKeJIAHH pPeakIuu

AKO TOJTyunTe HAKaKBU HEXXEJIaH! JIEKapCTBEHH peaklyy, yBeaomere Bamus nexap wiu gpapmanesT.
ToBa BKJIIOUBA BCHYKH B3MOYKHHM HEOIMCAaHU B Ta3H JIMCTOBKA HEXENAaHU peakunu. Mosere chlIo 1a
CHOOIINTE HEXKETIAH PEaKIMH JUPEKTHO Ype3 HAllMOHAIHATA CUCTEMa 33 ChOOIIaBaHe B:
W3npaHUTENHA areHIys 110 JeKapcTBaTa

yi1. ,,Jdamsta ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417
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Karo cpobmiaBaTe HexenaHU Peakiiui, MOKETE J1a IaJIeTe CBOsS IPUHOC 3a TIOJy4YaBaHe Ha TIOBEUYE
nH(OpMAITHS OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiate VELCADE
Jla ce chXxpaHsiBa Ha MSICTO, HEJIOCTBITHO 3 JIela.

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa Ha TOIHOCT, OTOENsA3aH BbpXY (hiIakoHa W KapTOHEHATa
omakoBKa cien “Tomen no:”.

a He ce cpxpansaBa Hax 30°C. CexpaHsaBaiiTe akoHa BbB BTOpUYHATA KAPTOHEHA OIMaKOBKa, 3a Ja
ce MpeJa3y OT CBETIIHHA.

[TpuroTBeHUAT pa3TBOpP TPAOBA Ja Ce M3IOJI3BA BEAHATA ClIE/l IPUTOTBSIHE. AKO IPUTOTBEHUST
Pa3TBOP HE ce M3II0JI3BA BEAHATa, BPEMETO U YCJIOBHSITA Ha ChbXpAaHEHHUE NPpeau ynoTpeda ca
OTTOBOPHOCT Ha nmoTpedutelis. [IpuroTBeHusT pa3TBop € crabuiieH 3a 8 yaca npu 25°C, chbXpaHsiBaH B
OpUTrHHAITHUS (IaKOH W/WIIK CIIPUHIIOBKA, C 0010 BpeMe Ha ChXpaHeHHE Ha IPUTOTBEHOTO
JIEKapCTBO, HE TI0OBEYE OT § yaca mpeau ynorpeoda.

VELCADE e camo 3a eaHoKpaTHa yrnotpeda. Hen3mon3BaHusT MpoAyKT WK OTHAIbUYHUTE
MaTepualii OT HEro TPsIOBa J1a ce M3XBHPIIAT B CHOTBETCTBHE C MECTHUTE N3UCKBAHHUSL.

6. Cbm)pmalme Ha OnMaKoOBKaTa M JO0II'bJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

KakBo cboabp:xa VELCADE

- AKTHBHOTO BelIecTBO € bopTe3omud. Beeku duiakon chabpika 1 mg (kaTo MaHUTO OOPOHOB
ectep). Criex pa3ztBapsiae 1| ml oT MHXKEKIIMOHHUS Pa3TBOP ChABPkKa 1 mg GopTe3oMuo.

- Hpyrure cberaBku ca maauton (E421) u a3or.

Kak n3rue:xxna VELCADE n kakBo chIBbp:Ka ONIAKOBKATA
VELCADE mpax 3a HHXEKIHOHEH pa3TBOp € Osu1a 10 MoYTH Osiy1a KOMIAKTHA MM paxoo0paszHa
Mmaca.

Bcesika xapronena omakoBka VELCADE 1 mg npax 3a MH)KEKIIMOHEH Pa3TBOP ChAbP)KA €AWH CTHKICH
(1akoH ¢ Karayka, OIBeTeHa B 3€JICHO, B IIPO3pavyHa OJIMCTEpHA ONAKOBKA.

IIpuTexaTes HA pa3peLIeHUETO 32 yoTpeda
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

Bbenrus

IIpoussoaure

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrns
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPXKETE CE C JIOKATHHUS
MIPEJICTABUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a yrnorpeoa.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél + 32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»okoHCHH & [[xoHchH bearapus” EOO/]
Ten.: +359 2 489 94 00
jjsafety@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

EALGda
Janssen-Cilag ®oppaxevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 08002550 75/ + 33 15500 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.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

Tel/Tel: + 32 14 64 94 11
janssen@jachbe.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

Romania
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@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
BapvaPog Xoatinmoavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

Slovenské 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

JlaTa Ha MOCJIeHO Mpepa3sriexaane Ha ucroBkaTta 05/2021

IHonpo6Ha nH(OpMaIKs 3a TOBA JIEKAPCTBO € MPeAOCTaBeHa Ha yeOcaiita Ha EBponeiickaTa areHms

no JiekapcTBata http://www.ema.europa.eu.
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ITocoyenara no-mony HHGOpPMaLKS € IpeAHa3HauYCHa CaMO 32 MEIUIIMHCKH CIICI[HATHUCTH:

1. HNPUT'OTBAHE 3A HHTPABEHO3HO ITPUJIOKEHUE

3abenexxka: VELCADE e nuroToKCcHYeH IeKapCTBEH MPOAYKT. 3aTOBA MO BpeMe Ha paboTa U
MIPUTOTBSIHE TPIOBa Jia Ce MPOsIBSBA MMOBUIIICHO BHUMaHue. [IpenopbuBa ce ynorpedaTa Ha phKaBHIIU
U JIPYTO 3alIUTHO OOJIEKIIO 3a Mpena3BaHe OT KOHTAKT ¢ KOXKara.

11O BPEME HA PABOTA C VELCADE TPSIBBA CTPUKTHO JIA CE CHIASBA ACEHTHYHA
TEXHUKA, Thb1 KATO HE CbJIbPXXA KOHCEPBAHT.

1.1 TIlpurorBsiHe Ha ¢rakon otT 1 MQ: BHUMaTeHO 106aBeTe 1,0 M cTepuieH HHKEKIIMOHEH
pa3TBOp Ha HaTpueB xuopun 9 mg/ml (0,9%) kM Qnakona, ceabpxan]; VELCADE mpax, kato
M3IIONI3BAaTe CIIPHUHIIOBKA OT 1 ml, 6e3 ma oTcTpaHsaBaTe 3amymiankara Ha (akoHa.
Pa3TBapsiHeTO HA THOPHUIM3NPAHHS TIPAaX C€ U3BBPINBA 33 O-MAJIKO OT 2 MUHYTH.

Konnentpanusira Ha mony4eHus pa3TBop e 0pae 1 mg/ml. Pa3tBopsT 1mie 6611€ OMCTHp 1
OesmBeteH, ¢ kpaitHo pH ot 4 10 7. He e HeoOxoaumo na mpoBepsiBate pH Ha pa3TBopa.

1.2 TIlpenu nmpunarane, BU3yaJIHO IPOBEPETE Pa3TBOpA 3a HAIMYKE HA BUAUMH YaCTUIIH U IPOMSHA
B 11BeTa. AKO ce HabJr0/JaBa HAKAaKBa MPOMSHA B [[BETA HJIM BUAUMHU YaCTHIH, PA3TBOPHT
TpsiOBa J1a ce U3XBBPIH. YOeneTe ce, 4e € MPUroTBeHa TOYHATA 1033, KOATO TPsIOBa 1a ce
npuiIoXkHu HHTpaBeHo3Ho (1 mg/ml).

1.3 IIpurorBeHusAT pa3TBOp € 6€3 KOHCEPBAHTH U TPSAOBA J]a ce U3I0JI3Ba HE3a0aBHO Clie]
NPUTOTBSIHE. BBIIpekn TOBa € ycTaHOBEHa XMMHUYecKa B (PU3NUecKa CTaAOMITHOCT Ha Pa3TBOpa JI0
8 yaca cnen paztBapsiHe npu Temreparypa 25°C u pu chXpaHeHHe B OPUTHHATHUS (QIIaKOH
n/uny cripuHioBka. OOMIOTO BpeMe 3a ChbXpaHEHUE Ha Pa3TBOPEHHUS JIEKAPCTBEH MIPOAYKT HE
Tpsi0Ba J]a HaJBUIIaBa § yaca Mpeau npuiaraHe. AKO MPUTOTBEHUT Pa3TBOP HE C€ M3IO0JI3Ba
He3a0aBHO, BpEMETO U YCJIOBUATA Ha CbXPaHEHME CJIe]l pa3TBapsiHe, Ipeau yrnorpeda, ca
OTIOBOPHOCT Ha MOTpeOUTENS.

He e He0OX0AMMO Pa3TBOPEHUAT MPOIYKT Aa Ce Ma3H OT CBETJIMHA.

2. HPUJIOKEHHUE

| Cren paszTBapsiHe, H3TETJIeTe ChOTBETHOTO KOJIMYECTBO OT PUTOTBEHUS Pa3TBOP CIOPE]
M3YMCIICHATA /1034 32 TeJIECHATa IOBbPXHOCT Ha MaIeHTa.

1 [oTBBpIeTE 103aTa M KOHIIEHTPALMSTA B CIIPHHIIOBKATa Mpey yrnorpeda (mpoBepere aaiu
CTIPUHIIOBKATA € MapKUpaHa 32 MHTPABEHO3HO MPHIIOKEHUE).

1 WmxekTupaiite pa3rBopa Kato 007IyC HHTPAaBEHO3HA HHXKEKLHS Tpe3 nepudepeH uiu
[EHTPAJICH HHTPAaBEHO3EeH KaTeThp BHB BEHA 3a 3 — 5 CEKyH/IH.

1 [pomwuiite nepudepHUs WK NEHTPaJICH HHTPABEHO3EH KaTEThP ChC CTEPHIICH Pa3TBOP HA

HatpueB xinopua 9 mg/ml (0,9%).

VELCADE 1 mg npax 3a un:kekuuonen pastsop E CAMO 3A UHTPABEHO3HO
INPUJIOKEHHUE. /la He ce mpuiiara no Apyru nbTuma. MHTpaTekaaHOTO NPUJIOKEeHHE BOTH /10
CMBPT.

3. HU3XBBPJISIHE
OakoHBT € caMo 3a eIHOKpaTHA YIoTpeda U OCTAHAIUAT Pa3TBOP TPSOBA Jla c€ U3XBHPIIH.
Heunsnoa3BaHuAT NPOJAYKT WK OCTATHYHKUTE MATEPUATTH OT HETO TPIOBA J1a CE U3XBBPIIAT B

CBbOTBECTCTBHUEC C MCCTHUTC U3HMCKBAHUA.
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JlncroBka: undopmanus 3a norpeduTeNs

VELCADE 3,5 mg npax 3a HH:KeKIIHOHEH Pa3TBOP
6oprezomu6 (bortezomib)

IIpoyereTre BHUMATEIHO LAJIATa JHCTOBKA, IIPEIH 1A 3all0YHeTe A U3I0J13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:KAa BaxkHa 3a Bac nundopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOXKH J1a s IPOYETETe OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NonuTaiTe Bamus nexkap nim dapmanesT.

- AKO NOJTyyuTe HAKAKBU HEXKEJIaHU JIEKAPCTBEHM peaKIuy, yBegomere Bammms nexap niu
¢apmarieBT. ToBa BKIIIOUBA M BCHYKH BH3MOXXHH HEXKEJIaHH PEaKIUH, HEOMHCAHH B Ta3H
nucroBKa. Bikre Touka 4.

Kakso ChAbpiKa Ta3u JIMCTOBKA:

1. Kaxso mpencrasisssa VELCADE wu 3a KakBO ce H3I0JI3Ba

2. Kakso TpsiOBa ma 3naere, mpenn aa nznomsBare VELCADE
3. Kak na nznonssare VELCADE

4. BB3MOXXHU HEXETaHU peakuu

5. Kak na cexpanssare VELCADE

6. ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS
1. Kaxkso npeacraBiasasa VELCADE u 3a kakBo ce u3nos3Ba

VELCADE cpabpka akTHBHOTO BEIIECTBO OOPTE30MUO, HApHUAH OIIe “IPOoTea3oMeH HHXUOUTOp .
[IpoTeasomuTe UTpasiT BakHA POJIs 32 KOHTPOJIa Ha KIeThYHATa QYHKIMS U pacTex. bopresomud
MOXE 1a YHUIIOXHU TYMOPHHUTEC KJIICTKH YPE€3 HAMECaA B TAXHATaA q)YHKHI/ISI.

VELCADE ce u3nosnsBa 3a jiedueHre Ha MyJITUILICH MUEJIOM (paK Ha KOCTHHSI MO3bK) IPH MALUEHTH

Haj 18-roauiHa BB3pacCT:

- CaMOCTOSITETTHO MJIM B KOMOMHAIIUS C JIeKapcTBaTa MErwIMpaH JIMIIO30MEH JIOKCOPYOUITUH WK
JIeKCaMeTa30H NPH NMALHEeHTH, 3200JIIBaHETO Ha KOUTO CE € BJIOLIIIO (IIPOrpecupao) ciexn
NOJTyYaBaHe Ha MIOHE €/HA MPeIUIlHA TePANleBTUYHA JIUHUS U IPH KOUTO TPAHCIUIAHTALIMSATA Ha
XEMOTIOETHYHH CTBOJIOBH KJIETKH He € Oriia yCIenrHa Win He € MOAXOIIA.

- B KOMOMHALUS € JIeKapcTBaTa MelaiaH v NPeAHN30H, IPH MALUEeHTH, 3a00JIIBaHETO HA KOUTO
HHUKOTa HE € JIEKYBaHO M Ca HETOAXO/ISIIH 38 BUCOKO/1030Ba XUMHOTEPAIHs C TPAHCIIAHTALMS
Ha XEMOTIOETHYHU CTBOJIOBU KJIETKH.

- B KOMOMHAIIUS € JIeKapcTBaTa JeKCaMeTa30H WK JEKCaMeTa30H 3ae{HO C TATUIOMH/, IPH
NaIMEeHTH, 3a00JI1BaHETO HAa KOUTO HE € JIEKYBaHO MPEAX TOBA M NPEAM Aa MOIydaT
BHCOKO/I030Ba XUMHOTEPAITHS C TPAHCIIAHTAIUS HA XeMOIIOETUYHH CTBOJIOBH KIIETKU
(MHIYKIIMOHHO JIEYEHHE).

VELCADE ce u3nosn3Ba 3a JiedeHHue Ha MaHTEITHOKJIEThbUeH TUM(OM (BU pak, 3acarail JUMQpHUATE
BB3JIM) TIPH MAIMEHTH Ha BB3pPacT 18 rouHN UITH 1MO-BH3PaCTHHU, B KOMOMHAIIUS C JIEeKapCcTBaTa
pUTYyKCHUMa0, uKiIodochamMu, JOKCOPYOULIMH U IPEIHU30H, IPH MALUEHTH, 3a00JI1BaHETO HA KOUTO
HE € JIEKyBaHO IpeAy TOBa U MPH KOUTO TPAHCIUIAHTALMSI HA XEMOIIOETUYHN CTBOJIOBH KIIETKHU HE €
HOJXO0A1IA.

2. KakBo TpadBa na 3Haete, npeau aa usnossate VELCADE
He n3noa3Baiite VELCADE
- aKo CTe aJIEPTUYHH KbM 00pTE30MUO, OOP MM KbM HSKOS OT OCTaHAIUTE ChCTABKU HA TOBA

nekapcTBo (M36poeHH B TOUKaA 6).
- aKo UMaTe HIKAKBU TEKKH O€T0APOOHH WU ChPACYHH MTPOOIEMHU.
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IpenynpesxaeHust 4 MpeanasHu MePKH

Mudopmupaiite Bamms mekap, ako ©MaTe HIKOE OT N30POCHUTE TTO-II0JTY ChCTOSHUS:

HUACHK OpOoH YepBEHH WIIH O KPHBHU KIECTKH

KBbpPBEHE W/WITH HUCHK OpO¥ TPOMOOITUTH B KPHBTA

Juapus, 3ameK, raJieHe Wid OBPhIaHe

c1abocT, 3aMasHOCT WM CBETOBBPTEK B MHUHAJIOTO

npobiemu ¢ OBOpenuTe

JIEKU 10 YMEPEeHU 4epHOApoOHN pobiemMu

M3TPHIIBaHE, MPaByYKaHEe WX OOJIKa B PBIETE WK KpakaTa (HEBPOMATHs) B MUHAJIOTO
MPOOJIEMH ChC CHPIETO MM KPHBHOTO HAJIATaHE

3a/IyX WIH KaluIAIa

TIPHITATBIIH

xeprec 30cTep (BKIIOYUTEITHO JIOKATH3UPAH OKOJIO OYUTE FITH 00XBaIIAI IISUTOTO TSJIO)
CUMITOMH Ha CHHAPOM Ha TYMOPEH pa3laj KaTo HallpuMep MYCKYJIHH KPaMITd, MyCKYyJTHa
cmaboct, 00bpKBaHe, 3ary0a WM HApyIICHUE Ha 3pSHUETO U HEJIOCTHUT Ha Bh3IIyX

3ary0a Ha rmaMeTTa, 3aTpyJHEHO MHCIIEHE, TPYAHOCTH IIPH XOJeHE WK 3ary0a Ha 3pEHHETO.
Topa Morart 1a ObJaT MpU3HAILM HA CEPUO3HA MO3bUHA HH(EKIUI 1 Bamusr gekap Moxe 1a
MIPEJIOKH OITBTHATEHN U3CIEIBAHUS U MIPOCIIE/IBaHE.

= =4 -4 -_8_-8_8_9_9_-29_-4._-4a_5-2°
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IIpenu u no Bpeme Ha neueHuero ¢ VELCADE Tps6Ba na cu npaBuTe NEPUOIAYHA U3CIICIBAHUS Ha
KpPBBTa, 32 J]a IPOBEpsBaTe PEIOBHO OPOs HA KPHBHUTE CH KJIETKH.

AKO UMaTe MaHTETHOKJIETHYCH TUM(OM U mony4yaBare JiekapcTBoto purykcumad ¢ VELCADE

TpsiOBa J1a KaxkeTe Ha Bamms nekap:

1 aKo cMsTarte, Ye uMare MH(MEKIHUS ¢ XeMaTUT B MOMEHTA WIIM CT€ UMald B MHHAJIOTO. B Hikon
ClIydau, NAlMeHTH, KOUTO Ca UMAaJIM XeMaTUT B Moxe Aa moxydaT mOBTOPEH MPHUCTHII Ha
XEIaTuT, KOUTO MOXKe Ja ObJie paraicH. Ako MMaTe aHaMHe3a 32 HHPEKIUs ¢ XernaTtuT B 1e
ObJieTe BHUMATEITHO MpeTiie/Jany OT Bamus jekap 3a Mpu3HAIM HAa aKTHBEH XemnaTut B.

Bue Tps6Ba ga mpoderere MMCTOBKATA 3a MAIEHTa Ha BCEKH JICKAPCTBEH MPOAYKT, KONTO IIIE ce
npuema B komOunaius ¢ VELCADE, 3a nndopmanusi, cBbp3aHa cbC ChOTBETHOTO JIEKAPCTBO MPeETU
3amouBane Ha yiedennero ¢ VELCADE. KoraTo ce u3non3Ba TanmuaoMua € Heo0XoIuMo Ja ce 00bpHe
0CO0CHO BHUMaHHE Ha TECTBAHETO 32 OPEMEHHOCT W M3MCKBAHUSATA 32 MIPEBEHITNS Ha OpeMEHHOCTTa
(BmxTEe TOuKa BpeMEeHHOCT 1 KbpMEHE).

Jleuna u roHOIIHN
VELCADE He Tpsi0Ba /1a ce U310J13Ba IpH Jella | IOHOIIH, 3aI[0TO HE € U3BECTHO KaK IIe UM
MOZICHICTBA JIEKAPCTBOTO.

JApyru nekapcrBa u VELCADE

Mons undopmupaiite Bamms nekap win dhapMarieBrt, ako mpueMaTe, HaCKOpo CTe MpUeMalld Uil €
BB3MOKHO J1a IIpUEMETE JPYTH JIEKapCcTBa.

B gactHOCT, mHpOpMupaiiTe Bammus nexap, ako U3M0I3BaTe JIEKApCTBA, ChABPIKAIIN HAKOE OT
CJIETHUTE aKTHBHU BEIIECTBA!

- KETOKOHA30J1, M3TIOJI3BaH 3a JIeUeHNE Ha T'bOMYHN HH(EKITIH

- PUTOHABHUD, U3MOJI3BaH 3a ieueHue Ha HIV nngexnus

- prdaMITUIMH, aHTHOUOTHK, U3TOJI3BaH 3a JIeUCHHE Ha OaKTepUaTHN WHPEKIHN

- KapOamasenuH, GeHUTONH Win HeHoOapOnTaII, U3MOI3BAHM 3a JICUCHUE Ha CTTHIICTICUS
- xbiT KanTaproH (Hypericum perforatm), 3a nenpecun uiam Apyru ChCTOSHUS

- NepopaJIHU aHTHANAOETHHU JIEKapCTBa

BpemeHHOCT M KbpMeHe

He tps6Ba na m3nomssare VELCADE ako cte 6peMeHHa, OCBEH B Cilydyail Ha KaTeropu4Ha
HEO0XOIUMOCT.
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U mbikere, u xkeHure, Ha kouTo ce npuiiara VELCADE, tps6Ba n1a nsnon3ear e(eKTUBHA METOIH 3a
KOHTpAIICMIIHS 110 BpeMe Ha | JI0 3 Mecela ciiefl ISUeHUEeTo. AKO, HE3aBUCHMO OT TE3H MEPKH,
HACTBIIM OPEMEHHOCT, BeHara nHpopmupaiite Bamus nekap.

He tps6Ba na kppMute, gokaro usnoiaszBare VELCADE. O6cpaere ¢ Bamms jgekap kora € 6e30macHo
Jla TIOTHOBUTE KbPMEHETO, CJIE]] IPUKITIOYBAaHE Ha JICYCHHETO.

TamumoMu npUIHHABA BpoaeHH MajiopMannu 1 cMbpT Ha ioga. Koraro VELCADE ce npunara B
KOMOWHAIMS C TATUIOMHEJ, TPSOBA Ja CIIe/[BaTe MporpamMara 3a MpeBeHIHs Ha OpPeMEHHOCTTA MPH
JIeYeHUe ¢ TanuaoMu (BrokTe JIMCTOBKA 3a MAIlMeHTa Ha TaJIUIOMUN).

Ilodupane u padoTa ¢ MAIIIHHH

VELCADE Mmoske 1a npiuiHA YMOpa, 3aMasiHOCT, cl1abocT WK 3aMbIiieHo 3peHue. He modupaiite n
He paboTeTe ¢ HHCTPYMEHTH WJIM MallMHHU, aKO UMaTe OA00HN HeXellaHW PEeaKLK; JOPH aKo TH
HsIMaTe, HEIPEMEHHO TPsA0Ba Jja CTe BHUMATEJIHHU.

3. Kak na nusnoazsare VELCADE

Bamusar nexap me onpenenu Bamara noza VELCADE B 3aBucuMocT 0T BUCOUHHATA U TETJIO0TO Bu
(muTomt Ha TenecHaTa noBbpXHOCT). O6uyaiinaTa HauanHa no3a Ha VELCADE e 1,3 mg/m? tenecna
MTOBBPXHOCT JIBA ITBTH CEIMUYHO.

BamusT nexap Moxxe J1a MpOMEHH J103aTa U O0IIHs Opoii JIeueOHH IUKIH B 3aBUCUMOCT OT
MOBJIMSIBAHETO BU OT JIeUeHUETO, OT Bb3HUKBAHETO HA HAKOU HE)KEJIAHU PeaKluy U oT BamnTe
CBHITBTCTBAIIN 3a00JSIBaHUS (HATIPUMED, TPOOIEMH C YEPHUS IPOO).

Mporpaymyw mnjieH MUENTOM

Koraro VELCADE ce npunara camocrosrtento, Bue me monyuure 4 103u VELCADE unTpaBeHo3Ho
WJIM NOJKOXHO Ha AeH 1, 4, 8 u 11, nocnensanu ot 10-qHEBHO NPEeKbCBAHE HA JICYEHUETO “NIEPUO] Ha
nmounBka”. To3u 21-nHeBeH nepuon (3 ceaMuIl) ChOTBETCTBA HA €MH IIMKBJI Ha JieueHue. Bue Mmoxe
Jla oJryauTe 70 8 MUKBIA (24 ceaMuUIm).

VELCADE moxxe na Bu 0b/1e npuiiaras 3ae1HO ¢ JIeKapcTBaTa MErINpaH JIMIO30MEH JOKCOPYOHIINH
WK J€KCaMETa30H.

Korato VELCADE ce npunara 3aeHo ¢ IeruInpaH JUI030MeH JoKcopyOuiyH, Bue me nomyunte
VELCADE uHTpaBeHO3HO WM MOAKOKHO KaTo 2 1-1HEeBEH MUKBJI HA JICUCHUE U TIETHINpaH
JUTI030MEH JIOKCOPYOHUITMH MPUIIOKEH B f03a 30 mg/m2 Ha 1eH 4 B 21-1HeBHUA LIMKBJI HA JIEYECHHUE C
VELCADE karo nuntpaBeno3Ha undysus cien nmxekrupanero Ha VELCADE.

Bue moxxe na nosyuute 110 8 nukbia (24 cenMuIm).

Korato VELCADE ce npunara 3aenno ¢ nekcamerason, Bue me nonyunte VELCADE unTpaBeHo3HO
WJIM HOJKOXHO KaTo 21-AHEeBEH IIUKBI HA JICUCHHE U JeKcaMeTa30H 20 mg NMpUIokKeH IepopaiHo B
man 1, 2,4,5,8,9, 11 u 12 or 21-naeBuns nmukei Ha gedenne ¢ VELCADE.

Bue Moxe 1a momyuute 110 8 muKbia (24 cenMuIm).

HeneKyBaH My ntTunnneHH MMnesnowm

AKO nipeu He CTe OMIIM JIEKYBaHH 3a MYJITHILICH MUeIoM 1 Bue He cTe moaxozsiy 3a

TPAHCIUIAHTALIMS HA XEMOIOETUYHH CTBOJIOBH KJIeTKH, 1ie nonyuute VELCADE 3aenHo ¢ nBe npyru

JekapcTBa: MendaaaH U MpeaHU30H.

B T031 ciydaii MpoIbIDKATETHOCTTA Ha TEPAeBTHYHUS ITUKBI € 42 mam (6 cenqmuiin). Bue mie

nosryuute 9 nuKbia (54 cenMuIm).

q B nukiute ot 1 10 4 VELCADE ce npuiara asa msTH ceaMu4HO Ha aeH 1, 4, 8, 11, 22, 25, 29
u 32.

il B nuxaute ot 5 1o 9 VELCADE ce npunara Beanbx ceAMUYHO Ha JieH 1, §, 22 u 29.

Mendanan (9 mg/m?) u npexanszon (60 mg/m?) ce npunarat nepopaiaso B aeH 1, 2, 3 u 4 ot mbpBaTa

CeIMUIIA Ha BCEKHU UKD
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AKo Tipeqn He cTe OWIIH JISKyBaH! 32 MYJITHILICH MUCIOM 1 BHe cTe TTOIX oIS 3a TPaHCTUIAHTAITUS
Ha XeMOIIOCTUYHH CTBOJIOBH KiieTku Bue mie nonyunte VELCADE uHTpaBeHO3HO WM MOAKOXKHO
3a€HO C JIEKapCTBaTa JEKCaMETa30H WM IEKCAaMETa30H U TAUIMAOMHU, KaTO MHAYKIIMOHHO JICUCHHE.

Koraro VELCADE ce mpmara 3aefHo ¢ aekcameraszon, Bue mie nonyuute VELCADE nnTpaBeH03HO
WJIH TTOJIKOXKHO KaTo 2 1-JHEBEH IMKBJI Ha JICUCHUE U JieKcaMeTa30H 40 mg MPUIIOKEH TIEPOPATTHO B
man 1,2,3u4uB8,9,10wu 11 or 21-gueBuns 1ukba Ha geuenne ¢ VELCADE.

Bue mie momyuante 4 muksiaa (12 ceqmumm).

Korato VELCADE ce npuiara 3aeiHO ¢ TaTUAOMUI U IeKCAMETa30H, MPOIBIKUTEIHOCTTA Ha
TEePANEBTUIHUS ITUKEI € 28 THU (4 CCAMUITH).

Hexcamerazon 40 mg ce npuiara nepopaiso B nuu 1, 2, 3,4, 8,9, 10 u 11 ot 28-1HeBHUS IIUKBI HA
neuenne ¢ VELCADE u TanuaoMua npuitokeH MepopaitHo exXeTHeBHO B 03a oT S0 mg o aeH 14 ot
IBPBHA ITUKBII U aKO ce TIoHAcs 1o0pe mo3aTa ce nopuiasa 10 100 mg B meproaa ot aeH 15 1o

JIeH 28, cieq KOeTo MOXKe Jja Ob/ie TOBHIIIeHa JOMBIHUTENHO 10 200 My OT BTOPHS LUKBI HATATHK.
Bue moxxe n1a npeMuHeTe 10 6 nuKbiIa Ha ieueHue (24 ceaMuIy).

HeneBmyMaHT & MeaT BIWaMHDO M

AKO He CTe JIEKyBaHH JIocera 3a MaHTelIHoKIeTh4eH TuMdom me nonyunte VELCADE
HMHTPABEHO3HO WJIH MOJIKOXHO 3ae/IHO C JICKapCcTBaTa pUTYKCUMao, nukiiodochamui, 10KCOpyOUuInH
Y MPETHU30H.

VELCADE ce npuiara uHTpaBeHO3HO WM TIOJIKOKHO Ha jieH 1, 4, 8 u 11 nocnensaHo ot "nepuos Ha
nmounBka", 6e3 neuenue. [IpoabmKkuTeTHOCTTA HA ITUKEIA Ha Jeuenue € 21 nuu (3 ceamurm). Morat
Jla ce TMPHIIIoXKAT 110 § MHUKba (24 cenMuIn).

CrieqHuTe JIEKApCTBEHU NMPOIYKTHU C€ IMpUilarat Ha eH 1 Ha Bceku 2 1-THEBEH LUKBJI Ha JICUEHUE C
VELCADE kato WHTpaBeHO3HH BIMBaHUSI:

Putykcumab B 103a 375 mg/m?, nuknodpocdamus B go3a 750 mg/m? u 1oxcopyOuIuH B 1032

50 mg/m2,

[Ipenuu3oH ce mpuiara nepopanto B go3a 100 mg/m?na nen 1,2, 3, 4 u 5 OT IMKEBIA HA JIEYEHHE C
VELCADE.

Kak ce npuiiara VELCADE

ToBa JlekapcTBO € 32 HHTPaBEHO3HO WU 1oiKoxkHO nipuiiokenue. VELCADE e ce npuiara ot
MEIUIUHCKY CIIEHUATIUCT C OIUT MPH yIoTpedaTa Ha HMTOTOKCUYHU JIEKApCTBa.

VELCADE Ha npax TpsiOBa ia ce pa3rBopu npeau ynorpebda. Toa 1ie ce HanpaBu OT MEIULUHCKN
cneranucT. [lomydeHusT pa3TBOp ce HHXEKTHPa BbB BEHA WM O] Ko)kaTa. IHKEKTHpaHETO BbB
BeHa € 0bp30, 3a 3 10 5 cekyHU. MIHXXeKTHpaHeTo Mo KojkaTa ce IpaBu B o0nacTTa Ha Geapara win
Kopema.

Axo Bu e npuino:xken Tebpae muoro VELCADE

TBi1 KaTo TOBA JIEKAPCTBO Ce NMpuiara oT Baius ekap Wim MEIUIIMHCKA CECTPA, MAJIKO BEPOSITHO €
na Bu 0pae npunoxxeH noseye. B Manko BeposTHHSA cllydaid Ha mpego3upane, Bammsar nekap me Bu
Ha0IrogaBa 3a HEXKEIIaHU PEAKITHH.

4, Bb3MOKHH HeKeJTaHU peakuuuun

KakTto Bcuuku nekapcTBa, TOBa JIEKAPCTBO MOXKE J1a IPEIU3BUKA HEXKEIAHU PEAKLUU, BBIIPEKU Y€ HE
BCEKU TH TOJTy4aBa. HsIKou OT Te3u peakiuyu Morat Aa ObAaT Cepruo3HU.

Axo Bu npunarar VELCADE 3a My/nTUIIEH MHEJIOM HJTM MaHTEITHOKJIEThUEH JTUM(OM,

uHpopmupaiite Bamms nekap, ako ©Mare HAKOH OT W30pOEHUTE MO-107Ty CUMIITOMHU:

- MYCKYJIHU KpaMIIHM, MyCKYJIHa ci1aboct

- 00BpKBaHe, 3aryda Wiy HapyIIeHHEe Ha 3pSHUETO, CIIENOTa, I'bPUYOBE, TITaBO0OIIHE

- 3a1yX, MOJyBaHe HA KpakaTa, MM IPOMEHH B ChPJICUHHSI PUTHM, BUCOKO KPHBHO HAJATaHE,
yMoOpa, pHUIagaHe
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Kalivnia U 3aTPYAHCHO JUINAHE WM CTATAHE B I'bPAUTE.

Jleuernneto ¢ VELCADE Mosxe MHOTO 4ecTO /1a Ipein3BUKa HaMaieHue Ha Opos Ha YepBEHUTE
0en KpBbBHU KJIETKU M TPOMOOLUTHTE B KpbBTa Bu. ET0 3amo Tps6Ba 1a cu mpaBuTe NEepUOIUYHH
W3CIICIBAaHNS Ha KpBBTa IIpeny 1 1o BpeMe Ha siedueHneTo ¢ VELCADE, 3a ma mpoBepsiBaTe peaoBHO
Opos Ha KPBBHUTE CU KJIETKU. MoxXe Ja nMaTe HaMmansBaHe B Opos Ha:

TPOMOOIIUTHUTE, KOETO MOXe J1a Bu HampaBu mo-CKJIOHHYU KbM 00pa3yBaHe HA CHHUHU WU
KbpBeHe 0e3 BUIMMO HapaHsBaHe (Harp. KbPBEHE OT YepBaTa, CTOMaxa, yCTaTa M BEHIUTE HITH
KBbpPBEHE B MO3bKa, WJIN KBPBEHE OT YEPHHUS IPO0)

YEPBEHUTE KPBBHU KJICTKH, KOSTO MOXKE JIa MPEJAU3BUKA aHEMUS ChC CUMIITOMH KaTO yMOpa U
osenoct

OenmuTe KPhBHU KIIETKH, KOETO MOXe Jia Bu HarpaBu No-CKIIOHHU KbM HH(DEKIUU U
TPUIIOTIO00HH CUMIITOMH.

Axo Bu e mpunoxxer VELCADE 3a neuenne Ha MyJITHITIEH MUEJIOM HEXXEJTaHUTE PEaKIUH, KOUTO
MOJKe J1a TIONTyYnTe, ca M30POCHHU TO0-I0IY:

MHOro 4ecTH HeKeJAHU peakuuu (Moxke JAa 3acerHat nosede ot 1 Ha 10 xymu)

f
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YyBCTBUTEITHOCT, CKOBAHOCT, U3TPHIIBAHE WIIM YCEIllaHe 3a TIapeHE Ha KOXKaTa, I OOJIKH B
pBIIETE WK KpaKaTta, MOpPaaH YBpeXKIaHe Ha HEPBUTE

HamansBane 6post Ha YepBeHUTE KPBBHU KJIETKH WA O KPHbBHU KJIIETKH (BHKTE TIO-TOPE)
Tpecka

["ajeHe wy noBpbILNaHe, 3aryda Ha aleTUT

3armek ¢ wm 6e3 moAyBaHe Ha Kopema (MOXe J1a € TeXBK)

Juapusi: ako TOBa ce CIIy4YH, BaYKHO € J1a TMeTe ITOBEYe BOAA OTKOIKOTO OOMKHOBEHO. JIekapsT
Moxxe 1a Bu nazne npyro nekapcTBo 3a KOHTPOJI Ha IuapusaTa

YMopa (u3TOmIeHne), ycemane 3a caadoct

MyckyHa 60ika, OOJIKH B KOCTUTE

YecTH HexxeJIaHM peakumnu (Moxke aa 3acersat a0 1 Ha 10 xymm)
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Hucko kpbBHO HajsraHe, pA3KO CliaJlaHe Ha apTePUATHOTO HAJITaHe IIPU CTaBaHe, KOETO MOXKE
Jia TOBeJIe 70 MPHUIIONIaBaHe

Bucoko kppBHO HaysiraHe

Hamanena 660peuna dyHkIus

I'maBoGomme

OO0 Hepasnonoxenue, 00JIKa, CBETOBBPTEX, JIEKO 3aMaiiBaHe, YyBCTBO 3a CIA00CT HITH
3ary0a Ha Ch3HAHUE

Tpenepene

WHdexnmu, BKIIIOYUTEITHO THEBMOHHS, PECTTUPATOPHU WHPEKINH, OPOHXUT, THOUIHN
MH(EKINH, KalluIuIa ¢ XpadKH, TPUIIONOA00HN ChCTOSHHUS

Xepriec 30cTep (BKIIOUUTEITHO PA3IoI0KEH OKOJIO OUUTE WM Pa3lPOCTPAaHEH I10 TSUIOTO)
Bonka B repauTe WM HEAOCTUT HA BB3IYX NMPH GU3UIECKO YCUIIHE

Paznuunn BunoBe 0OpuB

Cbp0Oesx 1o KoXkara, rpanaba Win cyxa Koxa

3ayepBsiBaHE Ha JIMIIETO WJIM MAJIKH CITYKaHU KallWIApH

3ayepBsiBaHE Ha KOXKaTa

Hexunpararust (00e3BOAHSIBAHE)

Kucenunu, nogyBane Ha Kopema, OpUrBaHe, ra3oBe, OOJNKH B CTOMaxa, KbpPBEHE OT YepBaTa Win
cTomMaxa

[IpomsiHa BbB QyHKIMATA HA YEPHUS IpOO

Bb3nanenue Ha ycTrata WM YCTHHTE, CyXOTa B ycTaTa, sI3BH B ycTaTa WM 00JIKa B I'BPJIOTO
3ary0a Ha TerJo, 3ary0a Ha BKyca

MycKyJIHE KpaMIIi, MyCKYJIHU CIIa3MH, MyCKYJIHa ciabocT, 0oJka BbB BamuTe kpaiftHUIH
3aMBIICHO 3peHUE
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Wndexnyst Ha BRHIIHUS CI0H HAa OKOTO M BHTPEIIHATA MOBBPXHOCT Ha KJIEMadynuTe
(KOHIOHKTHBHT)

KspBene ot Hoca

TpynHo 3acniuBaHe Wi MpoOJIeMH ChC ChHsI, U3NOTSIBaHE, TPEBOXKHOCT, IPOMEHHU B
HACTPOEHUETO, IIOTHCHATO HACTPOCHUE, OE3IMOKONCTBO HIIH BH30Y/a, IPOMEHH B ICHXHUYECKOTO
CBCTOSIHUE, IC30PUEHTALIUS

[MonmyBaHe Ha TSTOTO, BKIFOYUTEIHO OKOJIO OYUTE WITH PYTH YaCTH OT TSIOTO

HeuecTu Heskenanu peakuuu (Morat aa 3acerdar 1o 1 na 100 qymum)
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Cobpaevna HeIOCTaThIHOCT, HHBAPKT, TPHAHA 00JKa, TUCKOMGOPT B TBPIUTE, TIOBHIIICHA HITH
MOHW)KEHA ChpJeyHa YecToTa

brOpedna HemoCTaTEIHOCT

Br3nanenue Ha BeHUTE, KPbBHU ChbCUPELIM BB BEHUTE WM OenuTe ApoOoBe

[Ipobnemu cbc ChbCUPBAHETO HA KPBHBTA

Henocrarpuna nupkynanus

Br3nanenue Ha 00BHBKATa OKOJIO CHPLETO WIIM TEYHOCTTA OKOJIO CHPLIETO

Wndexumu, BKIIOYBALN HHPEKIH Ha TMKOYHUTE IIBTHIIA, TPHIL, XepIleC BUpyCHA HH(eKuus,
yITHA HHQEKIHS U [ETyJIUT

KbpBaBu n3npakHeHHUs WM KbPBEHE OT JIMTABUIIMTE, HATIPUMED B yCTaTa, BIAraJHIIEeTO
MoO3B4YHOCHIOBH HAPYIICHUS

[Mapanu3za, npunaabiy, NaJaHe, IBUTATSIIHU HAPYIICHHS, HAPYIIEHA, TPOMEHEHA WIIM HaMaJleHa
YyBCTBHUTEIHOCT (yCeIlane, CIIyX, BKyC, 0OOHSIHIE), HAPYIIEHO BHUMaHHE, TPENepeHe,
MOTPENIBAHUS

ApTpuT, BKJIIOYUTEIHO Bh3NaJICHUE Ha CTABUTE HA IPBCTUTE HA PBLETE U KpaKara, U Ha
YeIIoCTTa

Hapymenusi, kouto 3acsirat BamuTe 6enmu 1poOoBe, KOUTO BB3MPEISATCTBAT MOTyYaBaHETO Ha
JOCTaTh4HO KHUCIOPOJ OT TI0TO. HAKOM OT HapyleHusATa BKIIOYBAT 3aTPYJHEHO AMIIAHE,
3a1yX, 3ayX B IIOKOH, HOBBPXHOCTHO 3aTPyAHEHO MM MPEKBCBAILO AULIAHE, XPUIIOBE
XBJIIaHe, TOBOPHU HAPYIICHUS

[ToBumeHo MM HaMaJIeHO KOJMYECTBO yprHa (TTopaau 0b0pedHo yBpexaaHe), 00JIe3HEHO
YpUHHpaHEe WM HATHYKE Ha KPBB/OENTHK B ypUHATA, 3a]bp)KaHEe HA TEYHOCTH

IIpomeHeHO HMBO Ha Ch3HAHME, OOBPKBaHE, YBPEXKIaHe WK 3ary0a Ha IaMeTTa
CBpPBXUyBCTBUTEITHOCT

3ary0a Ha ciyxa, IIIyX0Ta Wi IIyM B YIIUTE, AMCKOM(OPT B yIIUTE

XOpMOHAJIHU HapyIIEeHHUs, KOUTO MOTaT J1a 3aCETHaT YCBOSBAHETO Ha COJI M BOAA
CBpBXaKTHBHOCT Ha IIMTOBUAHATA XKJI€3a

HecnocobHOCT 32 npon3BexjaHe Ha JOCTAThUHO HHCYJIUH WIN PE3UCTEHTHOCT KbM
HOPMAaJIHUTE HHBA HAa UHCYJIUH

PaznpasHenn v Bb3MaNeHH 04U, CUITHO CHI3SIIN 0YH, O0JIKA B OYHUTE, CYXH OYH, OUHH
MHQeKIHuY, Oy4Ka B Kilernada (XanaluoH), 3a4epBeHN 1 OAYTH KJIETIayH, CEKPET OT OUHTE,
HapyIIEHO 3peHre, KbPBEHE OT OYHTE

[lonyBane Ha muM$HHUTE BB3IH

CKOBaHOCT Ha CTaBH WIH MYCKYJIH, yCEIIaHe 3a TeXECT, O0JIKK B criabuHUTE

Koconan u HapymieHa cTpykTypa Ha KochbMa

AJepruvHu peakiuu

3ayepBsiBaHe WK O0JIKa Ha MSCTOTO HA HHKEKTHPAaHE

bonku B ycrara

Wndexnun wim Bb3ManeHue Ha ycTaTa, i3B1 B yCTaTa, XpaHOIPOBOAA, CTOMAaxa U yepBaTa,
KOHTO IOHSKOTa ca CBbP3aHH ¢ 00JIKa MK KbPBEHE, 3a0aBEHO JIBIDKEHIE Ha YepBara
(BKJIIOUHUTENHO 3aIylIBaHe), TUCKOM(POPKT B KOpeMa WK XPaHONIPOBOIa, TPYAHO NperibliaHe,
MOBpBIIaHE HAa KPHB

Koxuu naexmm

Bakrepuannu u BupycHu HHpEKINN

Wndexnus Ha 3p01TE

Brananenue Ha maHKpeaca, 3alyIIBaHe Ha KIbYHATE MBTUIIA
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Bonka B reruTanuuTe, mpoOIEeMU ¢ MOTYyYaBAHETO HA SPEKITUS

TToBuneno terio

Kaxnga

XemnaTuT

Hapymienust Ha MACTOTO Ha IPUIIOKEHUE WK CBBP3aHU C U3/CNIUETO 32 MPUIIOKECHUE
Koxnu peakiyu 1 HapymeHus (KOUTO MOXKE JIa Ca TEKKHU M HKHUBOTO3ACTPAIIABAIIH ), KOXKHU
SI3BH

CuHUHMY, TAJJAaHUS U HApAHSIBaHUS

Bo3nanenue wiv KPHBOU3INBU OT KPHBOHOCHUTE CHIOBE, KOETO MOXKE Ja C€ MPOSIBU KATO
MaJIKH{ YePBEHH WU JIFJIABH TOYKHU (OOMKHOBEHO TI0 Kpakara), 10 TOJIeMH TIeTHA IO Ko)KaTa
WM MEKUTE ThKaHU

JlobpokadyecTBEHN KUCTH

Texko 0OpaTUMO CHCTOSTHHE HAa MO3bKa, KOETO BKIIOYBA IIPHUITAIBITH, BUCOKO KPHBHO
HaJISTaHe, TJ1IaBo0oJIie, yMOpa, 00bPKAHOCT, CIICTIOTa WITH IPYTH MPOOJIEMU ChC 3PCHHUETO.

Penxu Hexenanu peakuum (Morat aa 3acersat 10 1 ma 1 000 xymm)
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Copaeunn mpo0iieMu, BKITFOUBAITN HH(APKT, CTEHOKAPAHS

Cepro3HO Bb3MAICHHE HA HEpBUTE (HEPBHHUTE BIaKHA), KOCTO MOXKE JIa IPUIUHH Mapan3a |
3aTpymHeHo auinane (cuuapoM Ha Guillain-Barré)

3auepBsBaHe

IIpomsiHa B L1BETa HA BEHUTE

Brpananenue Ha rppOHaueH HEPB

[Mpo6nemu ¢ Bammre yum, KbpBeHE OT YIIUTE

Hamanena akTHBHOCT Ha IIMTOBUIHATA KIIe3a

Cunzapom Ha bpa-Uuapu (KIMHUYHU CUMITOMH, IPUYUHEHH OT 3aIyllIBaHe Ha YepHOAPOOHHUTE
BEHH)

[MpomeneHa iy abHOPMHA YpeBHA QYHKIHS

KbpBene B Mo3bKa

JKBnTo ornBeTsBaHe HAa OUUTE U KOXKaTa ((KBIITSHHIIA)

Cepuo3sna anepruyHa peaxius (aHadWIaKTHYEH [IOK ), KOSITO MOXe J1a BKJIFOUBA MTPU3HAIN Ha
3aTpyJHEHO JUIIaHe, 00JIKa WU CTATAaHE B IPBIHUS KOIII, /WX YyBCTBO Ha
3aMasHOCT/c1a00CT, CUIIEH ChPOEXK MO KOXKaTa WIM HaJurHaT oOpHB IO KOXKaTa, MolyBaHe Ha
JUIIETO, YCTHHUTE, €3UKa W/WITU I'BPI0TO, KOUTO MOTAT Jia IPUYMHSAT 3aTPyIHEHUE MTPH
MIPETITBIIaHE U KOJIATC

Hapymenwns Ha repauTe

BarunanHo Teuenne

[lomyBaHe Ha TeHUTAINNTE

HemorocumocT KbM KOHCYMaIys Ha allKOXOJ

3ary0a Ha TenecHa Maca

IloBuiieH aneTut

®ucryna

CraBeH u3nuB

Kuctu B 00BUBKHTE Ha CTaBUTE (CHHOBHAIHU KUCTH)

CuynBaHusg

Pasnagane Ha MyCKyJIHH BJIaKHa, BOAELIO 10 JPYTH YCIOXKHEHUS

OToK Ha YepHHS APOO, KbPBEHE OT YepHUsI P00

Pak Ha 060penuTe

ChcTosIHHE Ha KOXKaTa, HOAOOHO Ha IICOpHasmc

Pax Ha xoxkarta

Bbnenocr Ha koxata

[loBumasane Opost Ha TPOMOOLMTUTE WM TUIA3MAaTHYHUTE KIETKH (BUI O€I KpbBHU KIIETKH) B
KpBBTa

KpbBHEU chcupeny B MalIkKuTe KPbBOHOCHHU ChIOBE (TPOMOOTHYHA MUKPOAHT HOTIATH )
AGHOpMHA peaxIys PU KPHBOTIPETHBaHE
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YacTryHa WM IbJIHA 3ary0a Ha 3peHUETO
Hamaneno cexcyanHo xenanue
JIurasene

N3nbkBaHe HA o4nTE

UyBCTBUTEIHOCT KbM CBETJIMHA
YuecTeHo nuuiaHe

bonka B mpaBOTO 4epBO

KambHU B )x1puKaTa

XepHus

HapansBanus

UyniuBy WM THHKU HOKTH

AOHOPMHM OENTHYHH OTJIAraHus B )KU3HEHOBKHUTE OpPraHH
Koma

UpesHu 38U

Myntuopraiia He0CTaTbYHOCT

CMbpT
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Axo Bu e mpunoxxer VELCADE 3aefno ¢ npyru nexapcTsa 3a JISUeHHe Ha MAHTETHOKIIEThUCH
IUMGOM HEKEJIaHUTE PEeaKIMU, KOUTO MOTaT Ja ce MoJly4ar, ca U30poeHH IO-J0Iy:

MHOro 4ecTH HeKeJAHU peakunu (Moske Ja 3acerHat nosede ot 1 Ha 10 xymu)
q [TaeBMOHUS

q 3ary0a Ha areTuT

1 YyBCTBUTEIIHOCT, CKOBAHOCT, U3TPBIIBAHE WIIN YCEIL[aHE 32 IIapeHe Ha KOXKaTa, UK OOJIKH B
KUTKHUTE WIH CThIIANAaTa, IOopaau YBpeKIaHe Ha HEpPBUTE

l'aneHe 1 moBpbILIAHE

Huapus

S3Bu B ycTara

3amex

Bonku B MyckymuTe, 00JKH B KOCTUTE

Koconan u Hapy1ieHa CTpyKTypa Ha KOChbMa

Ymopa, ycemane 3a ciadoct

Tpecka

R ]

YecTH HexxeJIaHM peakumnu (Moxke aa 3acersat a0 1 Ha 10 xymm)

1 Xepriec 30cTep (BKIIOUUTETHO Pa3IoI0KEH OKOJIO OUUTE WM Pa3lPOCTPAHEH I10 TSUIOTO)
1 Xepriec BUPYCHU HH(DEKIHH

1 bakTepuannu v BUpyCcHU MHEKITUH

1 Wndexnyn Ha quxaTeIHuTe IbTHIIA, OPOHXUT, KAILIULA C XPAauyKH, TPUIIONIOT00HH
3a00JsIBaHUs

I'bOnyHM MHpEKIUN

CBpBXUyBCTBUTENHOCT (JIEprHYHA PEAKIINs)

HecnocoOHocT 3a nmpon3BexiaHe Ha JOCTAThYHO WHCYJIMH MIIH PE3UCTEHTHOCT KbM
HOPMAaJIHHTE HUBA HA UHCYJIUH

3agbprkaHe Ha TEUHOCTH

TpyaHo 3acniBaHe WM MTPOOJIEMHU ChC CHHS

3ary0a Ha Ch3HAHHE

[IpomMeHeHO HMBO HA Ch3HAHHUE, OOBPKBAHE

UyBCTBO Ha 3aMaiiBaHe

VYdecTeHa chpliedHa JISHHOCT, BHCOKO KPBBHO HAIISITAHE, U3IOTSBAHE

Hapyiienus B 3peHHETO0, 3aMBIIICHO 3pCHUE

ChppredHa HEIOCTaTHYHOCT, HH(APKT, IpbIHA O0JIKa, AUCKOM(OPT B I'bPAUTE, TOBHIIECHA WIN
MOHM)KEHA ChpeYHa YeCToTa

Bucoko mim HACKO KPBBHO HAJATaHE

=4 =4 -—a_8_-9_-98_-4a_-2 E N ]
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BreszanHo cniailaHe Ha KPBBHOTO HAJISITAHE NP M3MPaBsSHE, KOSTO MOXKE Ja TOBEJIE 10 3aryoa Ha
Ch3HAHHE

Henocrur Ha BB3ayX Ipu PU3HUYECKO yCHITUE
Kanmmumna

XbIilaHe

[llym B ymmte, TMCKOM$OPT B yIINUTE

KbpBeHe oT uepBara mim ctomaxa

Kucenunu

Bonku B cromaxa, moyBaHe Ha Kopema

3aTpyAHEHO MPETIbIIaHe

Wudexnus nim Bh3MaNICHNUE HA CTOMaxa M 4yepBara
Bbosiku B ctomaxa

Bb3nanenue Ha ycraTa Wi yCTHUTE, OOJIKU B THPIIOTO
[IpoMsiHa BBB yHKIIHATA HA YSPHUS APOO

CppOex Ha KokaTa

3adepBsBaHe Ha KOXKaTa

Oo6pus

MycKyJiHU cria3Mu

Wudeknns Ha MUKOYHUTE TBTUIIA

Bosika B kpaitHuuure

IlomyBaHe Ha 4acTH HA TSJIOTO, BKIIOYUTEIHO OKOJIO OYUTE WM IPYTH YacTH Ha TSJIOTO
Tpecka

3auepBsBaHe U 00JIKa Ha MSICTOTO HA MH)KEKTHPAHE
001110 HEePa3MOJIOKEHHE

3ary0a Ha Terio

[ToBuiIaBane Ha TETIOTO
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HeuecTu He:kenanu peaknuu (Morat aa 3acernat a0 1 na 100 gymm)

q XemaTur

1 Cepuo3sna ajepruyHa peakius (aHadUIaKTHUYESH 10K ), KOSTO MOYXE JIa BKJIFOYBA [TPU3HALM Ha
3aTpyIHEHO AWIIaHe, 00JKa WITH CTATaHe B IPhJIHUS KOIII, W/WIA TyBCTBO HA
3aMastHOCT/CIIa00CT, CUJIEH ChPOEXK MO KOXKaTa MIIM HAIMTHAT OOPHB 110 KOXKaTa, TIOTlyBaHe Ha
JIUIIETO, YCTHHUTE, €3UKa W/WJIH I'bPJIOTO, KOUTO MOTAT Jia MPUYUHSAT 3aTPyAHEHUE MIPU
MPETTbIIAHE U KOJIAIC

JlBurareHu pa3cTpOCTBa, Mapainsa, MOTPEIBaHe HA MYCKYJIUTE

CBeToBBpTEK

3ary0a Ha ciyxa, TJIyXoTa

Hapyienus, kourto 3acsrat Bamurte 0enu qpo0oBe, KOUTO BB3NPEIATCTBAT MOJyYaBaHETO Ha
JIOCTaThYHO KHUCIIOPO/J] OT Ts0TO. Hikom OoT HapyIIeHusTa BKIIFOUBAT 3aTPYAHEHO JTUIIIAHE,
3a11yX, 3aJyX B [TIOKOM, TOBbPXHOCTHO 3aTPYIHEHO HIIM IPEKbCBAIIO JHUIIAHE, XPUIIOBE

bl KpbBHE cheupeny B 6enute 1poboBe

q JKBaTO OIBETSABAaHE HA KOXKAaTa M OYMTE (KBJITCHHUIIA)

T Byuka B kiemnaya (XanauoH), 3a4epBeHH U TIOAYTH KJICTIaYH

E

Penxn Heaxenann peakuum (Morat aa 3acersat 10 1 ma 1 000 xymim)

1 KpbBHHE Chcupel B MAJIKATE KPBBOHOCHH ChJIOBE (TPOMOOTHYHA MUKPOAHTHOTIATHSI )

1 Cepuro3HO Bb3NaicHHE HA HepBUTE (HEPBHHUTE BJIaKHA), KOSTO MOXKE JIa IPUYUHH [apajin3a 1
3aTpyaHeHo aumane (cuaapom Ha Guillain-Barreé).

Cho01iaBaHe HA He:KeJIAHU peakuuu

AKO MOJTyYuTe HAKAKBU HEXEJaH! JISKapCTBEHH Peakly, yBeaoMmere Bamus nexap unu apmanesT.
ToBa BKJIIOYBa BCHYKH BH3MOKHH HEOIIMCAHU B Ta3M JINCTOBKA HEXETAaHH peakiuu. Mo)keTe ChIIo Aa
ChOOIINTE HEXKENAHH PEaKIMU JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 33 ChOOIaBaHe B:
WsmbiHuTEHA areHIuys 1o JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8
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1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Kato choOmiaBare HexxenaHu peakiiy, MOXKETe Ja IaJIeTe CBOS MPUHOC 3a T0JTy4aBaHe Ha MOBEUe
uH(OpMaLsl OTHOCHO OE30ITaCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak na coxpansisatre VELCADE
Jla ce cpxpaHsiBa Ha MSICTO, HEAOCTBHITHO 3a JIeTa.

He uznon3paiite TOBa JIEKapCTBO CJIEI CPOKa HAa TOTHOCT, OTOENA3aH BbpXY (IaKOHA M KapTOHEHATa
omakoBka cien Tomen no:”.

[Ha ne ce cpxpansiBa Hax 30°C. CexpansiBaiiTe piakoHa BbB BTOpHYHATA KAPTOHEHA OMAKOBKa, 3a J1a
ce Ipenas3y OT CBETIIHHA.

[TpuroTBeHUAT pa3TBOpP TPAOBA [a ce M3MONI3BA BEAHATA ClIE/ IPUTOTBSIHE. AKO IPUTOTBEHUSIT
Pa3TBOp HE ce U3IOJI3BA BeHAra, BpEMETO U YCJIOBUATA Ha ChbXPaHEHUE MIPpean ynoTpeda ca
OTTOBOPHOCT Ha moTpedutens. [IpuroTBeHUST pa3TBop e crabuieH 3a 8 yaca npu 25°C, CbXpaHsSBaH B
OpUTrHHAITHUS (IIAKOH W/WIIK CIIPUHIIOBKA, C 0010 BpeMe Ha ChXpaHEHHE Ha IPUTOTBEHOTO
JIEKapcTBO, HE ITOBEYE OT § yaca Impeau ynorpeoa.

VELCADE e camo 3a egaokparHa yrnoTpeda. Hen3non3BaHUAT IPOIYKT WK OTHAAbYHATE
MaTcpuaivd OT HETO Tpi[6Ba ha €€ U3XBBPJAT B CbOTBECTCTBUC C MECTHUTC U3UCKBAHUA.

6. Chabp:kaHue HA ONMAKOBKATA U JOMBJIHUTETHA HHOpManus

Kakso ceabp:xxa VELCADE

- AKTHBHOTO BeliecTBo € bopre3omu0d. Beeku duakon cpabpka 3,5 mg (kato MaHUTON OOPOHOB
ecTep).

- Hpyrure cbecraBku ca maauton (E421) u a3or.

Pa3TBOp 32 HHTPABEHO3HO IPUIIOKEHHE:
Cnen pastBapsine, | ml OT MH)KEKITMOHHHS Pa3TBOP 32 MHTPABEHO3HO MPUIIOKEHHE ChIbpka 1 mg
o6opTe3omuo.

Pa3TBOp 32 MOJKOKHO NPUIIOKEHHE:
Cren pastBapsine, | ml OT HHXKEKITMOHHHS PA3TBOP 3a MOIKOKHO MPUIIOKEHHE ChIbpKa 2,5 mg
oopTe3omuo.

Kak n3rue:xxna VELCADE n kakBo cbIbp:Ka 0OIIaKOBKATA
VELCADE mpax 3a HHXEKIHOHEH pa3TBOp € Osi1a 10 MOouTH Osij1a KOMIIAKTHA WIIH [Tpaxoo0pa3Ha
Mmaca.

Bceska kapronena onakoBka VELCADE 3,5 mg npax 3a HHXXEKIHMOHEH Pa3TBOpP ChAbPKa eIuH
crekien 10 ml ¢makoH ¢ kamauka, OIBeTeHA B TBMHOCHHBO, B TPO3payHa OJUCTEPHA OMIAKOBKA.

IIpuTekaTes Ha pa3pelIeHHETO 3a yNOTpeda
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

benarus

IIpousBoauTe
Janssen Pharmaceutica NV
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Turnhoutseweg 30
B-2340 Beerse
benrus

3a momrbHATETHA WHGOPMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE€ C JIOKATHUS

NpEeICTABUTEN Ha MPUTEKATEIS Ha Pa3pelIeHHETO 3a YIoTpeoa.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél + 32 1464 94 11
janssen@jacbe.jnj.com

Bbbuarapus

»okKoHCBH & [IxoHCchH brarapus” EOOJ]
Ten.: +359 2 489 94 00
jjsafety@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

EALGda
Janssen-Cilag ®oppaxevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 75/ + 33 1 5500 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: + 32146494 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

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800
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Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvmpog
BopvéPog Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

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

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

JlaTa Ha MOCJIeHO Mpepa3sriexkaane Ha ucroBkaTa 05/2021

IMoxpoOHa uH(popMaIus 3a TOBA JIKAPCTBO € MPeAOCTaBeHa Ha yeOcaiita Ha EBpornielickaTa areHius

1o JiekapcTBata http://www.ema.europa.eu.
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ITocoyenara no-mony HHGOPMALKS € IpeAHa3HauYCHa CaMO 32 MEIUIIMHCKH CIICIIHATUCTH:

1.

HNPUT'OTBAHE 3A HHTPABEHO3HO ITPUJIOKEHUE

3abenexka: VELCADE e nuroToKcHYeH IeKapCcTBEH MPOAYKT. 3aTOBa IO BpeMe Ha paboTa u
MIPUTOTBSIHE TPIOBa Jia Ce MPOSIBSBA MOBUIIICHO BHUMaHueE. [IpenopbuBa ce ynorpedaTa Ha phKaBHIIU
U JIPYTO 3alIUTHO OOJIEKIIO 3a Mpena3BaHe OT KOHTAKT ¢ KOXKara.

11O BPEME HA PABOTA C VELCADE TPSIBBA CTPUKTHO JIA CE CHIASBA ACEHITHYHA
TEXHUKA, Thb1 KATO HE CBb/IbPXXA KOHCEPBAHT.

1.1.

1.2.

1.3.

IMpurorssine Ha ¢guiakon ot 3,5 MQ: BHUMaTeTHO 106aBeTe 3,5 M cTepuieH HHKEKIIMOHEH
pas3tBop Ha HatpueB xyuopua 9 mg/ml (0,9%) kem dnakona, ceabpxkan; VELCADE npax, kato
M3I0JI3BaTe CIPUHIIOBKA C IOAXOIAII pa3Mep, 0e3 Aa OTCTpaHsBaTe 3allyllalkaTa Ha (IakoHa.
PastBapsiHeTO Ha MMOPUIM3UPAHUS IIPaX C€ U3BBPIIBA 33 MO-MAJIKO OT 2 MUHYTH.

KoHneHTpanusaTa Ha noydeHus pasteop mie 0bae 1 mg/ml. Pa3tBopbT 1mie Ob/1e OUCTBD |
OesmBeteH, ¢ kpaitHo pH ot 4 1o 7. He e HeoOxoammo na mposepsiBate pH Ha pa3TBopa.

[Ipenu npunaraxe, BU3yajaHO MPOBEPETE Pa3TBOPA 3a HAIMYUE HA BUAUMHM YACTUIIM M IPOMSHA
B 11BeTa. AKO ce HaOJr0J1aBa HAKAaKBa MPOMSHA B [[BETA HJIM BUAUMH YaCTHIH, PA3TBOPHT
TpsiOBa J1a ce M3XBBPIH. YOeneTe ce, ye € MPUroTBeHa TOYHaTa J103a, KOSITO TpiOBa J1a ce
npuiIoku HHTpaBeHo3Ho (1 mg/ml).

[IpuroTBeHUAT pa3TBOp € O€3 KOHCEPBAHTH U TPSIOBA J1a CE M3IONI3BA He3a0aBHO Ciel
NPUTOTBSIHE. BBIIpekn TOBa € ycTaHOBEHa XMMUYecKa 1 (hu3nvecka CTaOMIHOCT Ha Pa3TBopa JI0
8 yaca cnen paztBapsHe npu Temreparypa 25°C u pu chbXpaHeHHe B OPUTHHATHUS (pIIaKoH
n/mny cripuHioBka. OOMIOTO BpeMe 3a ChbXpaHEHUE Ha Pa3TBOPEHHUS JIEKAPCTBEH MIPOAYKT HE
Tpsi0Ba J]a HaJBUIIaBa § yaca Mpeau npuiaraie. AKO MPUTOTBEHUT Pa3TBOP HE C€ M3IO0J3Ba
He3a0aBHO, BpEMETO U YCIIOBUATA Ha ChbXpaHEHME CJIell pa3TBapsiHe, Ipeau yrnorpeda, ca
OTIOBOPHOCT HA MOTPEOUTEIISL.

He e He0OX0AMMO Pa3TBOPEHUAT MPOIYKT Aa Ce Ma3H OT CBETIIHHA.

HPUJIOKEHHUE

Cren paszTBapsiHe, H3TETJIeTe ChOTBETHOTO KOJIMYECTBO OT PUTOTBEHUS Pa3TBOP CIOPET
M3YMCIICHATA /1034 32 TeJIECHATa IIOBBPXHOCT Ha MaIHeHTa.

[loTBBpaeTE H0O3aTa M KOHLEHTPALMITA B CIIPUHIIOBKATA MPeIu yHoTpeda (mpoBepeTe Jaiu
CTIPUHIIOBKATA € MapKUpaHa 32 MHTPABEHO3HO MPHIIOKEHUE).

WmxekTupaiiTe pa3rBopa Kato 007IyC MHTPAaBEHO3HA HHXKEKLUS Mpe3 nepudepeH uin
[EHTPAJICH HHTPAaBEHO3EeH KaTeThp BbB BeHA 3a 3 — 5 CEKyH/IH.

[pomwuiite nepudepHUs UK NEHTPaJICH HHTPABEHO3EH KATEThP ChC CTEPHIICH Pa3TBOP HA
HatpueB xinopua 9 mg/ml (0,9%).

VELCADE 3,5 mg npax 3a un:keknuonen pastsop E 3A MIOJKOKHO UJIN
HMHTPABEHO3HO ITPUJIOKEHHUE. /Ia He ce npuiara mo Apyru nbtuima. UaTpaTekaiHoro
NMPHJI0KEeHHE BOAH 10 CMBPT.

3.

MN3XBBPJISHE

OakoHBT € CaMo 3a eTHOKpaTHA YIoTpeda U OCTAHAIUAT Pa3TBOP TPSIOBA Jla Ce U3XBBPIIH.
Heunsnoa3BaHuAT NPOAYKT WK OCTATHUHKUTE MATEPUATH OT HETO TPIOBA J1a CE U3XBHPIIAT B
CHOTBETCTBHE C MECTHHUTE U3UCKBAHHUS.
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[Mocouenara no-mony uH(GOpMAIHS € MpeTHa3HAYCHA CAMO 32 MEIUIIMHCKHU CIICITUATINCTH:
Camo ¢makonuTe ot 3,5 mg ca 3a MOAKOKHO IPUIIOKEHNE, KaKTO € OIMMCAHO TI0-0JTY.

1. ITPUT'OTBAHE 3A IOAKOKHO ITPUJIOKEHHUE

3abenexka: VELCADE e nuTOTOKCHYEH JIeKapCTBEH MPOAYKT. 3aToBa MO BpeMe Ha paboTa u
IPUTOTBSIHE TPSOBA Ja ce MpOosIBsiBa IOBUILIEHO BHUMaHKE. [IpenopbuBa ce ynorpebara Ha pbKaBULH
U JIpyTro 3alIUTHO OOJEKIIO 3a Mpeana3BaHe 0T KOHTAKT ¢ KOXKara.

11O BPEME HA PABOTA C VELCADE TPSIBBA CTPUKTHO JIA CE CHIASBA ACEHITHYHA
TEXHUKA, ThbU KATO HE CbJIbP’)KA KOHCEPBAHT.

1.1. TlpurorBsiHe Ha pakoH ot 3,5 My: BHUMAaTesHO H06aBeTe 1,4 M| crepuiieH HHKEKIIMOHEH
pasTBOp Ha HaTpues xnopux 9 mg/ml (0,9%) kem dmakona, ceabpxan VELCADE mpax, kato
M3II0JI3BaTE CIPHHIIOBKA C ITOJIXOIAI pa3Mep, Oe3 1a OTCTpaHsBaTe 3aIyniajikara Ha (iakoHa.
PastBapsiHeTo Ha JHO(UIN3UPaHUS TPaX Ce U3BBPILBA 32 MTO-MAJIKO OT 2 MUHYTH.

KoHIeHTpanusaTa Ha moTydeHus pa3tBop e 0b1ae 2,5 mg/ml. Pa3tBopbT 1mie Ob1e OUCTBD H
oesmBeTeH, ¢ kpaitHo pH ot 4 10 7. He e HeoOxoaumo na nposepsieate pH Ha pasTtBopa.

1.2. Tlpenu npuiaraHe, BU3yalHO MPOBEpPETE pa3TBOpA 3a HATMYKE HA BUIMMH YaCTULIU U MPOMSHA
B I[BETa. AKO Ce Ha0JIro/1aBa HSIKaKBa IIPOMsHA B IIBETA WJIM BUJAMMHU YaCTHUIU, PA3TBOPHT
TpsiOBa J1a ce M3XBBPIH. YOeeTe ce, ue € MPUroTBeHa ToOYHaTa J103a, KOsITo TpsiOBa J1a ce
OPUIOXKH MoAK0xKHO (2,5 mg/ml).

1.3. Pa3TBOopeHHAT NPOAYKT € Oe3 KOHCEPBAHTH U TPSIOBa Jla ce M3MOI3Ba He3a0aBHO Clie
NPUTOTBSIHE. BBIIpekn TOBa € ycTaHOBEHa XMMHUYecKa 1 (hu3niecka CTabMITHOCT Ha Pa3TBopa JIo
8 yaca cnen pazTBapsHe npu Temrneparypa 25°C u npu cbXpaHeHHe B OpUTHHAIHUS (QIIaKoH
u/uiy cripuHIoBka. OOIIOTO BpeMe 3a ChbXpaHEHUE Ha pa3TBOPEHMUS JIEKAPCTBEH MPOIAYKT HE
Tpsi0Ba J]a HaJBUIIaBa § yaca Mpeau npuiaraie. AKO MPUTOTBEHUT Pa3TBOP HE C€ M3IO0J3Ba
He3a0aBHO, BPEMETO U YCIIOBHTA Ha ChbXPaHEHHE CIIell pa3TBapsHe, peau ynoTpeda, ca
OTIOBOPHOCT HA MOTPEOUTEIISL.

Hee HeO6XO,I[I/IMO PAa3TBOPCHUAT MIPOAYKT a CC Ma3u OT CBCTJIIMHA.

2. HPUJIOKEHHUE

1 Cren pasTBapsiHe, H3TETJIETe ChbOTBETHOTO KOJIMYECTBO OT NPUTOTBEHUS Pa3TBOP CIOpEN
M34MCIICHATa 71032 3a TeJIeCHaTa [IOBbPXHOCT HA IalUeHTa.
1 [loTBBpaeTE H03aTa M KOHLEHTPALMITA B CIIPUHIIOBKATA MPeIU yHoTpeda (mpoBepeTe Jain

CIIPUHIIOBKATa € MapKUpaHa 3a MOAKOKHO MPHUIIOKEHHE).

1 Wmxektupaiite pa3TBopa MoJAKOXKHO, IO BI'bI OT 45-90°.

1 [IpuroTBeHHAT pa3TBOpP ce Mpujlara NOJK0KHO B 0byacTTa Ha Oeapata (B JISIBOTO WIIH B
JIICHOTO) WK B 00J1acTTa Ha KOpema (B JISIBO WU B JISICHO).

1 Mecrata 3a HH)KEKTHpaHe TPsIOBa J1a ce pelyBaT 3a YCIEIIHO HHKEKTHPaHe.

1 AKo ce Ha0ro1aBa JIOKaJTHA PeaKITisa Ha MSICTOTO Ha MPUIIOKEHUE CIIET TTOIKOXKHO

nnxektupane Ha VELCADE, moxe fa ce mpuiara no-manka konuentpanus Ha VELCADE
(1 mg/ml Bmecto 2,5 mg/ml) uiu ce nmpenopbyuBa MpeMUHABAHE KbM HHTPABEHO3HO
MIPUIIOKEHUE.

VELCADE 3,5 mg npax 3a unm:keknuonen pa3tsop E 3A MIOJKOKHO UJIN

HMHTPABEHO3HO ITPUJIOKEHMUE. /Ia He ce mpujara no Apyrd nbTuma. MHTpaTeKkaaHoTo
MPUJI0KeHNEe BOIHU 10 CMBPT.
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3. HN3XBBPJISHE

OakoHBT € caMo 3a eAHOKpaTHA YIoTpeda U OCTaHAIUAT pa3TBOP TPAOBa Jla c€ U3XBBPIIH.
HeunsnonsBanusAT NpOAYKT WM OCTaTHUHUTE MaTEepUAIH OT HETO TPSIOBa J1a ce U3XBBPIIAT B
CBHOTBETCTBHE C MECTHUTE U3UCKBAHUS.
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