MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 20 mg/ml xoHIIeHTpat 32 WH(QY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ¢makon 5 ml ceaspika 100 mg maparymymab (daratumumab) (20 mg maparymymad ra ml).
Bceexu ¢makon 20 ml ceappixa 400 mg maparymymadb (daratumumab) (20 mg gapatymymab Ha ml).

Haparymyma6 e doBeniko MoHOKIoOHATHO [gG 1k anTuTsI0 cpenry CD38 aHTUTEH, TOTYYeHO B
KJICThYHA JTUHUS HA 003alHMK (SIMTYHUK Ha KUTAHCKK XaMmcTep) upe3 pekomOuHanTHa JJHK

TCXHOJIOT .

TlomomIHO BemEecTBO ¢ U3BECTHO ACUCTBHE:

Bceku dnakon ¢ 5 ml undysuonen pa3teop chabpxa 273,3 mg copouton (E420).
Bceexku ¢makon ¢ 20 ml nadysuonen pasreop ceabpka 1 093 mg copburon (E420).

3a IBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIEeCTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

KonueHnTpar 3a nH}y3uOHEH pa3TBOp
be3uBeTeH 10 XbAT pa3TBOp

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHU MOKA3AHUSA

DARZALEX e noka3saH:

. B KOMOUWHAITUS C JICHATUIOMHU/I U IGKCAMETA30H WK ¢ 60opTe30MuO, MenanaH 1 NPeHU30H 32
JieueHre Ha BB3PACTHH MAMEHTH C HOBOAMATHOCTHIIMPAH MYJITHIUIEH MUEJIOM, KOUTO HE ca
TIOJIXOJIAIIIN 32 aBTOJIOKHA TPAHCIIJIAHTAIIMS HA CTBOJIOBH KIICTKH.

. B KOMOMHAIIUA C OOPTE30MHO, TATHIOMHUIL M IEKCAMETA30H 3a JICUCHUE Ha Bh3PACTHH MMAlUECHTH
C HOBOJIMATHOCTHITUPAH MYJTHUILJICH MUEJIOM, KOUTO Ca IMOAXO/ISIIH 32 aBTOJI0XKHA
TPAHCIUIAHTAIMS HA CTBOJIOBH KIIETKH.

L4 B KOM6HHaLIPI$I C JICHAJIMAOMHUI U JCKCAMETAa30H, UJIN 60pT€30MI/I6 N JCKCAMETAa30H 3a JICHCHUC
Ha Bb3PaCTHU NAIMUCHTH C MYJITUIUICH MUCJIOM, KOUTO Ca MMOJTYYUJIM ITOHC €/1Ha IMpEAnIIIHa
TCparus.

L4 KaTO MOHOTEpaAIius 3a JICUCHUC HAa Bb3PACTHU NAIIMCHTH C pCIUAUBUDPAIT U pe(bpaKTepeH

MYJITUIUICH MUCJIOM, YUATO NpeAIICCTBAIla TEpannd BKIIOYBa IIPOTCa30MECH I/IHXI/I6I/ITOp u
UMYHOMO/TYJIMPAIIO CPEACTBO, KOMTO Ca MOKA3aJIH MPOrpecus Ha 3a00JIsIBaHETO TIPH
MOCJIeIHATA TePAITHSL.

4.2 Jlo3MpoBKa M HAYMH HA NMPUJIOKEHHE

DARZALEX Tpsi6Ba 0bae nmpuiaran OT MEAWIMHCKH CIICLHATIUCT NPU HAINYHE HA YCIOBUS 3a
peaHuManus.

Tps0Ba na ce nmpuiarat JeKapcTBEHH MIPOAYKTH MPEIH U ciell HHDY3HsITa, 3a ja C€ HaMaJld PUCKBT OT
peakuuu, cBbp3anu ¢ uHPpy3usaTa (IRRs) Ha naparymymad. Buxkre no-gomny ,,[Ipenopbuntenan
CBITHTCTBAIIIN JIEKAPCTBEHH MPOJYKTU, ,. JIedeHne Ha peakIiu, CBbp3aHu ¢ HHPy3usaTa™ u Touka 4.4.
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Cxema Ha npuiazane 6 KOMOUHAYUS C AEHATUOOMUO U OEKCAMEMA30H (4-ceOMuien yuKkv Ha edenue)
U 30 MOHOMEPANUsL:

IIpenoppuntennara noza DARZALEX e 16 mg/kg TenecHo Terio, MpUIIoKeH KaTo MHTPAaBEHO3HA
nH(Y3USI B ChOTBETCTBHE ChC CIIEHATA CXEMa Ha Ipuiiarane B Tabnmma 1.

Tadauma 1: Cxema Ha mpuiarane Ha DARZALEX B koMOuHAIIUSA C JIEHATUIAOMEI U
aexcamerasoH (Rd) (4-cexMuyen UKD/ HA JIe4eHHE) H MOHOTEPANMS

Ceamuun Cxema

Cenmuru 1 1o 8 BEJIHBK ceMUYHO (001110 8 103M)
Cenvunm 9 o 24° Ha BCEKH JIBe ceaMuItd (0010 8 mo3n)
Or ceqMuna 25 HATATBK JI0 IPOrpecHs Ha 3a00IsBaHET0® | HA BCEKM YETHPH CEAMMIM
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IIppBara m03a OT cxemara Ha IpHIaraHe Ha BCEKH 2 CeIMHUIM Ce AaBa Ha ceaMuia 9.
IIspBaTa 1032 OT cXeMaTa Ha pUIIaraHe Ha BCCKH 4 CEMUIM ce JaBa Ha cenmuna 25.

HexcameTa3on TpsOBa ma ce npmiara B 1o3a 40 mg/ceamuna (vmn Hamasena go3a 20 mg/ceamuna
MIPH MAIUEHTH >75 TOANHM).

3a mo3aTa M cxeMaTa Ha IpUJIOKEHHE Ha JIEKapCTBEHUTE MPOXyKTH, ipminaranu ¢ DARZALEX, Buxre
Touka 5.1 u crorBeTHaTa KpaTka XapakTepucTHKa Ha MPOAYKTA.

Cxema Ha npunazane 6 KomouHayusi ¢ bopmeszomud, menganan u npedHUu3oH (6-ceOMuyer Yukvi Ha
Jleuenue)

[Mpenopbunrtennata no3a DARZALEX e 16 mg/kg TenecHo Terio, MpuiIiokeH KaTo HHTPaBEHO3HA
WH(QY3Us B ChOTBETCTBUE ChC CIIEJIHATA CXEMa Ha MpUIarane B Tabiuma 2.

Ta6auma 2:  Cxema Ha mpunaraie Ha DARZALEX B komOuHamus ¢ 6opre3omMud, Mesadaian
u npeanu3oH ([VMP]; 6-cenMuyveH nMKbJ HA Jie4eHHE)

Ceamuun Cxema

Cenmunu 1 go 6 BEJHBK CeIMUIHO (001110 6 103M)
Ceamurtu 7 o 54° Ha BCEKH TpU ceamuIy (0010 16 1o3m)
Ot ceaMuna 55 HATATBK JI0 IPOrpecHs Ha 3a00IsBaHET0° | HA BCEKH YETHPH CEAMMIM
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ITepBata 1032 OT cXeMarta Ha IIpularaHe Ha BCEKH 3 CEAMMIIM ce 1aBa Ha ceaMuLa /.
IIspBaTa m03a OT cxeMara Ha pUIaraHe Ha BCEKH 4 CEIMUIM ce JaBa Ha cenqmmuma 55.

Bopre3omMub ce 1aBa JiBa MbTH CEAMHUYHO HA cenMUIiu 1, 2, 4 U 5 3a IbpBUsA 6-CEAMUYCH LTUKBII,
ITOCJIEIBAHO OT BEAHBK CEAMHYHO Ha cenMunu 1, 2, 4 u 5 3a o1me oceM 6-CeIMUYHH IIUKBIIa. 3a
nH(pOpMAIU OTHOCHO J103aTa U cxeMaTa Ha npwiarade Ha VMP npu npunoxxenne ¢ DARZALEX
BIKTE TOuka b.1.

Cxema Ha npunazane 6 KOmMoOuHayusi ¢ bopmeszomud, MaruooMud u OeKCamemasoH (4-ceOmuier Yyuxkvi
Ha JleueHue) 3a 1eyenue Ha HOBOOUASHOCIUYUPAHY NAYUeHmuU, NOOX00AWU 34 A6MONOICHA
mpancnianmayusi Ha cmeonogu kiemxu (ASCT)

[Ipenopbunrennarta noza DARZALEX e 16 mg/kg TenecHo Tersio, NpuiokeH KaTo HHTPaBEHO3HA
MH(Y3Us B CbOTBETCTBUE ChC CIIEHATA CXEMa Ha Npuiarane B tTabiuma 3.

Ta6auna 3:  Cxema Ha npuiarade Ha DARZALEX B koM0uHanus ¢ 60pTe30Mud, TAJIHMIOMU
u JekcameTas3oH ([VTd]; 4- ceaMmuyeH UKD HA JIeYeHHUE)

®da3a Ha JIeueHne CeaMuiu Cxema
Wunyknus Cenvumn 1 10 8 BEIHBXK CceIMHYIHO (00110 8 103M)
Cenmur 9 o 162 Ha BCEKH JiBe ceamunu (0010 4 103n)
Cupere npu xumuoTepanus ¢ Bucoku 1034 1 ASCT
Konconunpamus | Cemmutu 1 mo 8° Ha BCEKH JiBe ceamuiy (0010 4 103u)
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[TppBaTa 103a OT CXeMara Ha MpUIaraHe Ha BCEKH 2 CEAMHMIIM ce JaBa Ha ceaMuna 9.

[TepBata 1032 OT CXeMara Ha MpHJIaraHe Ha BCEKH 2 CEIMHUIIM CE 1aBa Ha ceMuIia | cjie/] MOoHOBSBaHE HA JICYCHUETO
caen ASCT.




JlexcameTa3oH TpsiOBa jaa ce npuiiara B 1o3a 40 mg Ha neH 1, 2, 8, 9, 15, 16, 22 u 23 ot 1uikbi 1 1 2; B
no3a 40 mg Ha neH 1-2 u 20 mg npe3 nmocieaBaiuTe AHU 3a npuiarade (aeH 8, 9, 15, 16) ot nukbi 3-
4. Nexcamerazon 20 mg tpsOBa na ce mpuiara Ha fieH 1, 2, 8, 9, 15, 16 ot 1uksa S u 6.

3a mo3aTa M cxeMaTa Ha IpuilaraHe Ha JIeKapCTBEHHUTE IPOoAyKTH, nprinoxkenn ¢ DARZALEX, BmxTe
TouYKa 5.1 M ChOTBETHATA KpaTKa XapaKTEPUCTHKA HA TIPOAYKTA.

Cxema Ha npunaeane 6 KOMouHayus ¢ bopmesomud u 0eKcamemason (3-ceOmuyer Yukvi Ha aedenue)
[Mpenoppunrtennata g1o3a DARZALEX e 16 mg/kg TenecHo Terno, npruiiokeHa KaTo HHTPaBeHO3HA
WH(]Y3Us B ChOTBETCTBUE ChC CIIEHATA CXEMa Ha Ipuiiarane B Tabmumna 4.

Ta6auna 4:  Cxema Ha npuiarane Ha DARZALEX B kom0uHanus ¢ 6opTe30Mud u
aexcamera3ol (Vd) (3-ceaMuyeH IMKBJI HA JIeYEeHHE)
Cenmunm Cxema

Cenvum 1 10 9 BEIHBX ceIMHYIHO (001110 9 1031)

Cenvumm 10 mo 242 Ha BCEKH TPU CEAMHITH (00110 5 103M)

Ot ceqMuna 25 HATATBK JI0 IPOrpecHs Ha 3a00/ISBaHET0® | Ha BCEKU YETUPH CEIMUIIU
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[IppBarta 103a OT cXxeMara Ha MpHIaraHe Ha BCCKH 3 ceIMUIM ce qaBa Ha ceqmuna 10.
IIppBara 103a OT cxemara Ha IpHIaraHe Ha BCEKH 4 ceIMHUIM ce AaBa Ha ceaMuia 25.

JlexcameTa3oH TpsOBa jaa ce npuiiara B 1o3a 20 mg Ha el 1, 2,4, 5, 8,9, 11 u 12 ot nbpBuUTe
8 1uKbIIa Ha JiedeHne ¢ 6opTe30Mub WK B HamaseHa qo3a 20 mg/cenmunia npu marueHTH

> 75 ronunu, ¢ mogHopMeHo Terio (MTM < 18,5), ¢ nomo KoHTpoIrpaH 3axapeH AuadeT wiu
nmpeaxoaHa HCNOHOCUMOCT KbM CTCPOUIHA TCpaIus.

3a 1o3ara U cXeMara Ha MPUJIOKEHUE HA JIEKapCTBEHUTE NPOAYyKTH, npuiaranu ¢ DARZALEX, BuxTe
Touka 5.1 u crorBeTHaTa KpaTka XapakTepucTHKa Ha IPOAYKTa.

Cxopocm na ungysus

Cren pazpexnane DARZALEX undy3us TpsiOBa na ce npuiiara MHTpaBeHO3HO NPH IbPBOHAYAIHA
CKOpOCT Ha MH(Y3UATA, IpecTaBeHa B Tabiauna 5 no-noiy. [locteneHHo yBennyaBaHe Ha CKOPOCTTa
Ha nHQy3uaTa TpsiOBa 1a ce OOMMCIIH, CaMO IIPHU JIMIICA Ha PeaKUUu KbM HHPy3usTa.

3a ynecHeHHe Ha IIPUIOKEHUETO IIbpBaTa Mpeanucana go3a 16 mg/kg Ha ceqmuna 1 Moxe n1a ce
paszeny B iBa MOCJIEA0BATENIHY AHY, T.€. 8 mg/kg chbOoTBETHO Ha JieH | 1 JieH 2, BuxkTe Tabnuma 5 no-
J011y.

Tadmuua 5 Ckopoct Ha uH}y3usTa npu npuiaoxenne Ha DARZALEX (16 mg/kg)
Oobem Ha Havanna CTbIKu HA MaxkcumaJjina
pa3pekiaHe | CKOpocT yBeJHYaBaHe | CKOPOCT
(nbpBM Yac) | ckopocrTa ?
HNudys3us Ha cenmuna 1
Bapuanm 1 (edunuuna 0osa 3a unghysus)
Cenmuna 1 gen 1 (16 mg/kg) 1000 ml 50 ml/ma yac | 50 ml/Ha yac 200 ml/una vac
BCEKHM 4ac
Bapuaum 2 (pazdenena dosza 3a ungysus)
Cenmuna 1 gen 1 (8 mg/kg) 500 ml 50 ml/ma yac | 50 ml/Ha yac 200 ml/una vac
BCEKH 4ac
Cenmuna 1 gen 2 (8 mg/kg) 500 ml 50 ml/ma yac | 50 ml/Ha yac 200 ml/una vac
BCEKH 4ac
Hndysus na ceamuna 2° (16 mg/kg) 500 ml 50 ml/mavac | 50 ml/na gac 200 ml/na yac
BCEKH 4ac
Mocaensanu nady3un (ot ceqmuma 3 500 ml 100 ml/na yac | 50 ml/Ha gac 200 ml/ua yac
HATaThK, 16 mg/kg)® BCEKH 4ac




TlocTenenno yBennuaBaHe Ha CKOPOCTTA HAa HHQY3HATa TPsIOBa 1a ce 0OMHCIIH, CaMO TIPH JIUIICA Ha PEaKIUH KbM
nH(py3HATA.

Ob6em Ha paspexxaane 500 ml 3a go3ara 16 mg/kg Tpsi6Ba na ce nznonssa camo ako Hiama IRRs npes npexxonHata
cenmuria. B poruBeH cityvail nsnonsBaiire 06eM Ha paspesxaane 1 000 ml.

Moaudunupana Hayaaaa ckopoct (100 ml/ua yac) npu nocnenamute HHbY3uH (T.€. OT CeAMHUIIA 3 HATATHK) TPsOBa 1a
ce u3non3Ba camo ako Hsima IRRs npu npenxoanute nHy3un. B IpoTHBeH ciy4ail NpoabKeTe 1a N3M0I3BaTe
yKa3aHHUATa B TAOJIMIIaTa 3a CKOPOCTTa HAa MHQY3Us Ha ceaMuna 2.

Osnaosasane Ha peakyuu, C6bP3aHU ¢ UHPY3UAMA
3a na ce nHamanu pucksT oT IRRs npean Hauanoro Ha neueHnero ¢ DARZALEX, Tpsi6Ba na ce
Ipuiarar JIEKapcTBEHH NIPOLYKTH, IPUIAraHy MIpeayu nHQy3usITa.

ITpu IRRs oT BesikakBa cTeneH/TexecT, BeqHara npekbcHere napysuira DARZALEX u nexyBaiite
CUMIITOMUTE.

OnagsBanero Ha IRRs MoXe OMBIHUTENHO 2 U3UCKBA HAMAJsIBaHE HA CKOPOCTTa Ha MH(Y3HATA,

WU cnupane Ha jgedenuetoro ¢ DARZALEX, kakto e moco4eHo mo-aoiy (BK. Touka 4.4).

o Crenen 1-2 (nexa no ymepeHna): Cien KaTo CHMITOMHTE Ha peakusiTa OT3BydaT, HH}y3usTa
Tps0Ba 1a Ob/Ie Bh30OHOBEHA C HE IMOBEYE OT MOJIOBHHATA OT CKOPOCTTA, IIPH KOSATO CE €
nosBuia IRR. Ako nanpeHTHT HE U3NUTBA HIKAKBH JONBIHUTEIHU cuMIToMHd Ha IRR,
YBEJIMYaBAHETO Ha CKOPOCTTA Ha MH(PY3HUATa MOXKe J1a ObJIe Bb30OHOBEHO MOCTEIICHHO U Ha
KJIMHHYHO MTOIXO/ISIIH HHTEPBAIN 10 MaKCHMasiHa ckopocT oT 200 ml/4ac (Tabmuma 5).

. Crenen 3 (texka): Cieq KaTO CUMIITOMHUTE Ha peakysaTa 0T3BY4aT, MOXE Jla ¢& 0OMUCIIH
BBH300HOBSIBaHE HA MH(Y3HTA C HE ITOBEYE OT MOJIOBUHATA OT CKOPOCTTA, IIPU KOSITO CE €
IogBUJIa pCaKIusiTa. Axo MaguCHTHT HC MPOABABA JOIIBJIHUTCIHNU CUMIITOMU, YBEIINYABAHCTO
Ha CKOpPOCTTa Ha WH(Y3UATa MOXKE J1a Ob/Ie BH30OHOBEHO IMOCTETIEHHO U HA MHTEPBAJH B
3aBUCHMOCT OT cirydas (Tabmuma 5). [Iponiexypara mo-rope TpsaOBa 1a ce MPUIIOKH OTHOBO B
ciydail Ha Bb300OHOBsIBaHe Ha cumntoMuTe OT cterieH 3. DARZALEX tpsi0Ba na ce mpekparu
OKOHYATCJIHO CJICA IMosABaTa HAa p€aKIIMu KbM I/IH(l)y3I/I$ITa CTeleH 3 WIX IIO-rojIIMa.

. Crenien 4 (;kuBoTO3acTpamasaina): OKoOHYATeTHO pekpaTsaBaHe Ha ieueHrneTo ¢ DARZALEX.

Iponycuama 0o3a

Axo mnanupana 103a DARZALEX e npomycHara, 1o3aTta TpsOBa Ja ce IPUI0KH Bb3MOXKHO Haii-
CKOPO ¥ CXeMara Ha MpHuiiarane TpsoBa Jia ce KOPUrupa ChOTBETHO, TP ClIa3BaHe HAa MHTEpPBAIA Ha
JIeYeHHeE.

Moougpurayus na 0ozama

He ce npenopruBa Hamanenue Ha no3ata Ha DARZALEX. Moxe na e HeoOXxoanMo 3abaBsiHe Ha
MPUIOKEHUETO, 32 J1a ce ajic Bb3MOXHOCT 32 Bb3CTaHOBSBAHE HA OpOsl Ha KPBBHHUTE KIETKH MPH
MOSIBa Ha XEMATOJIOTHYHA TOKCHYHOCT (BK. Touka 4.4). 3a nH(pOopMaIns OTHOCHO JIEKAPCTBEHUTE
MpOAyKTH, prinaranu B komOuHaius ¢ DARZALEX, BmxTe choTBeTHaTa KpaTka XapakTepucTrka Ha
MPOIYKTA.

HDGHOD’L‘H/ITCHHH CbIIBTCTBAINIH JICKAPCTBCHHU MMPOAYKTH

Jlexapcmeen npodykm, npunaean npeou ungysuama
JlekapcTBeH NPOAYKT, IpUJIarad npeau nHdysusaTa TpaOBa 1a ce npuiiara 3a HaMajasiBaHe Ha pUcKa OT
IRRS Ha Bcnuku nauuenTu 1-3 yaca npenu Beska uHdys3us Ha DARZALEX, kakto cnensa:

. Koprukocrepoun (apiaroaeicTal Wid CbC CpeHa TPOIBIDKUTETHOCT Ha JIeHCTBUE)

- Monorepanusi:
Metunnpenuunszosnon 100 mg mim eKkBUBaJeHTHA 71032, IPUIOKEHa HHTpaBeHo3HO. Crexn
BTOpaTa MH(QY3Us J03aTa HA KOPTUKOCTEPOUIa MOXKE J1a ce HaMmalH (TIepopajieH Uiu
HUHTPABEHO3CH METHITPEIHN300H 60 MQ).

- KomOunupana tepamus:
Jexcametazon 20 mg (Wi EKBUBAJICHT), IPUJIaraH MPean BCsAKka HHGY3USI Ha
DARZALEX. Koraro nekcaMeTa30H € crienu(GUIHUAIT KOPTUKOCTEPOH/T 32 OCHOBHATA
CXeMa Ha JIeYeHUE, TEPalleBTUYHATA 1032 Ha IEKCAMETA30H LLE CIIYXH KaTo JIEKAPCTBEH
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MPOYKT, IpHJIaraf npeau nady3usata B gaute Ha nHpy3us Ha DARZALEX (Bxk.
Touka 5.1).

JexcameTa3oH ce mpuiiara HHTPaBeHO3HO Mpeau mbpBaTa nHPy3us Ha DARZALEX, a
MepopaHO MPUIIOKEHHE MOXKE Ja Ce UMa MPEABU/ PeAr TOCIeABAINTE HHDY3HH.
CrnenmdudaauTe 32 TOIBJIIHATEIHA OCHOBHA CXeMa Ha JICUCHHE KOPTUKOCTEpOUIH (HaIIp.
MPEeTHU30H) He TPsOBa Ja ce mpuyaraT B nHuTe Ha nHy3us Ha DARZALEX, xoraro
NalMEeHTHTE MOJTyYaBaT AeKCaMeTa30H KaTo JeKapCTBEH MPOAYKT, MPHUilarad mpeau

nHOY3UATA.
o Antunupertuny (mepopane mapaneramoin 650 1o 1 000 mg)
o AnTHXHCTaMUH (TIEpOpasIeH I HHTPaBEHO3eH TudeHxuapaMut 25 1o 50 mg uin
C€KBUBAJICHT).

Jlexapcmeen npodykm, npuiacar cied uH@y3usama
JlekapCTBEH MPOAYKT, MPHIaran ciea nHdys3usTa TpsOBa j1a ce npujara 3a HamaisiBaHe Ha PUCKa OT
IRR oT 3a0aBeH THII, KAKTO CJIEBA:

- Momnotepanus:
Ha Bcexu ot aBaTta nHH, ciieABalId BCHUKK MH(Y3UH (KaTO ce 3all09YHE B ICHS CIIe]
uHQYy3usATa), TpsAOBa 1a ce MPUIIOKH MepopaieH KopTukoctepoua (20 mg
METHJINPEIHU30I0H WM EKBUBAJIICHTHA /1032 KOPTUKOCTEPOU]] ChC CPEIHA
NPOABIDKUTEIHOCT Ha AEHCTBHE WU IBJTOACHCTBAI B CbOTBETCTBUE C MECTHUTE
CTaHJapTH).

- KomOunupana Tepanusi:
Jla ce 0OOMHUCITH MPUIIOKESHUETO Ha HKUCKA 1032 TIepopaicH MeTHIpeaHn30i0H (< 20 mQ)
WJIM EKBUBAJICHTHA 71032 B JeHs cien uHdpy3usara Ha DARZALEX. Ako o0a4e OCHOBHUSIT
KOPTUKOCTEPOUI, Crieln(UICH 3a cxemara (Hamp. JeKCaMeTa30H, MPEIHU30H), Ce
npunara B gens cien napysusara Ha DARZALEX, 1onbIHUTETHHN JIEKapCTBEHU
NPOIYKTH, TIPHJIaranu ciea HHQy3usTa MoXKe J1a He ca HeoOXoauMu (BK. Touka 5.1).

OcBeH TOBa, IpH NAllMEHTH C aHAMHE32a 33 XPOHUYHA 0OCTPYKTUBHA OenoapoOHa Gonect, TpsaOBa na
ce 0OMUCIM PUJIAraHeTo Ha JISKapCTBEHU NPOAYKTH, IPUIATaHu clie HHPY3UATA, BKIIOUUTETHO
KpaTKOACHCTBALH U IBJITOICHCTBAIM OPOHXOAMIATATOPY M MHXAIATOPHH KOpTHKOCcTepouan. Cien
IBPBUTE YeTUPH HH(DY3HMH, aKO MaMeHTHT HAMa Texxku [RRs, npunoxkenneTo Ha MHXaIATOPHU
JIEKapCTBEHU NMPOIYKTH cjiel MHPY3HUITa MOXeE /1a Ob/ie IPEKPAaTEHO 110 MPELEeHKa Ha JIeKaps.

Ilpogunaxmuka na peaxmusayusama na xepnec 30cmep upyc
Tps6Ba na ce 0OMUCITN aHTUBUPYCHA MPOGUIAKTHKA 32 IPEBEHLINS HA PEAKTUBALIMATA Ha XepIec

30CTEp BUPYC.

CrernuanHu NoIyJIalin

Bvopeuno yepescoane

He ca npoBexnanu ouiinamHy MpoydIBaHUs HA AapaTyMymal MpH NalueHTH ¢ ObOPEYHO YBPEXKIaHE.
B®3 ocHoBa Ha momynanuonau dapmakokunetnyau (PK) ananusu He e He00X0IMMO KOpUTUpaHe Ha
J103aTa TP MALMEHTH ¢ ObOPEYHO yBpeKaAaHe (BXK. TOUKa 5.2).

Yeproopobno yspedcoane

He ca npoBexaanu opuuyainy npoyyBaHus Ha JapaTymyMal NpH NaUeHTH ¢ YepHOAPOOHO
yBpekaaHe. Bp3 ocHoBa Ha nomynanonan PK ananmsu, He € He0OXOAMMO KOPUTHpaHe Ha J03aTa
IPH MAIKUEHTH C JIKO YepHOAPOOHO yBpexaaHe (Bxk. Touka 5.2).

Cmapuecka 6v3pacm
He e HeoOX01MM0 KOpHUTHpaHe Ha 103aTa (BXK. Touka 5.2).

Tleouampuuna nonyrayus
bezonacHoctTa 1 epukacHoctta Ha DARZALEX mipu nera Ha Bb3pacT 1oj 18 roguHu He ca
YCTaHOBCHU.



JIumncsar maHHu.

Hauwn Ha npunoxxeHue

DARZALEX e 3a unTpaBeHO3HO NpuiIoxeHue. Tol ce mpuara kKaTo HHTpaBeHO3HA HH(Y3HS e
paspexaane ¢ HarpueB xiopua 9 mg/ml (0,9%) urxekimoHeH pa3TBop. 3a yKa3aHUs OTHOCHO
pa3pekIaHEeTO Ha JICKAPCTBEHUSI MIPOYKT MPEIN NPUIIOKCHHE, BIKTE TOUKA 6.6.

4.3 IIporuBomOKAa3aHuUs

CBpBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO HIIH KBM HIKOE OT MIOMOIIIHUTE BEIIECTRA,
n30poeHu B Touka 6.1.

4.4 ChneuuanaHu npegynpe:kaeHus U MpeanasHu MePKH NMpH ynorpeda

IIpocnennmoct

3a na ce moxoOpU NPOCIEAUMOCTTa HAa OMOJIOTMYHUTE JIEKAPCTBEHU MPOAYKTH, UMETO U MapTUIHUAT
HOMEp Ha MPUJIOKEHUS MPOAYKT TPsiOBa SICHO J1a Ce 3aluCBarT.

Peakiuu CBBP3aHH C I/IHd)V3I/ISITa

DARZALEX moxe na npenusBuka cepro3nu IRRs, BKIIIOUMTETHO aHAPUIAKTUYHHA PEAKIUH (BK.
touka 4.8). Te3u peakuuu Morar a ObaaT )KMBOTO3ACTpAIlIABAIIM, KATO Ca ChOOIIABAHH JICTATHA
CIIydau.

Benuku nanueHTd TpsOBa a ce mpociieasBaT 1o BpeMe Ha ungysusata 3a IRRs. [Ipu manuenTure,
kouTo noiryyaT IRRs oT kakBaro u 1a e cTeneH, HaOIIACHUETO TPIOBa 13 IPOABIDKU CIIE]
WH(QY3UATa 0 OT3ByYaBaHE HA CHMITOMHUTE.

B xnuanuHMTE ipoyuBanus IRRs ce chobmaBaT npu npuOIM3UTEIHO TOJIOBUHATA OT BCHUKU
MauueHTy, JiekyBanu ¢ DARZALEX.

[To-ronsmara yact ot IRRs HacTwIBaT npu mbpBaTa HHPY3Us U ca OT creneH 1-2 (Bk. Touka 4.8).
YeTHpu nporeHTa ot Bcuuky nanueHTd uMat IRR npu nmoBeve ot exna nHdysus. Mma ciaydan Ha
TEKKHU PEAKIMH, BKIFOUUTEITHO OPOHXOCIIa3bM, XUIIOKCHS, IUCITHES, XUIIEPTOHMUS, OTOK Ha JIApUHKCA,
6e101poOeH OTOK ¥ OYHU HEXKEJIaH! PEaKITUH (BKIIOUUTEITHO XOPOUIAJTICH H3JIUB, OCTPA MHUOIIHUS U
0CTpa riiaykoMa chbC 3aTBOPeH br'bi). CUMITOMUTE BKJIFOYBAT MTPEAMMHO 3aIlyIlIBaHEe Ha HOCA,
KallUTHI[A, BB3IAJICHNE Ha I'bPJI0TO, BTPUCaHE, TOBphIIaHe U rajgene. [lo-penkn cumnromu ca
CBUPKAIIHM XPHUIIOBE, AIEPTHUCH PHHUT, TUPEKCHS, TUCKOM(OPT B IbpAUTE, CHPOEK, XUITOTOHUS U
3aMBIJICHO 3peHue (Bxk. Touka 4.8).

[TaupenTute TpsiOBa na ObAAT MPEABAPUTEIHO JIEKYBAHU C aHTUXUCTAMUHH, aHTUITUPETHLN U
KOPTUKOCTEPOUIH, 32 J1a ce Hamanu pucksT oT IRRs mpenn HavanoTto Ha nedennero ¢ DARZALEX.
Undysuara DARZALEX tpsa6Ba na ce npexbeHe npu IRRs He3aBrcHMO OT TSAXHATaA TEXECT U PU
HE0O0XOIUMOCT TpsIOBa Ja ce MpeanreMaT MEANLUHCKN TPIKU/ oanbpikaio jJeuenue 3a IRRs. Ipu
naruerTute ¢ IRRs cremnen 1, 2 wm 3 ckopoctra Ha nH(DY3Ms TpaOBa 1a ObJe HaMaIeHa, Ipu
MOBTOPHOTO 1 3arouBaHe. AKO HACThIY aHA(WIAKTUYHA PEAKIIHs ITH )KUBOTO3aCTpaIlIaBaIia
(crenen 4) peakuusi, CBbp3aHa ¢ MHQY3HATa, He3a0aBHO TPAOBA Ja ce 3aI0vHe MOIX0AAIIA CIeIIHA
peannmanus. Tepanusita c DARZALEX TpsiOBa na ce mpeycTaHOBU He3a0aBHO M OKOHYATEITHO (BXK.
touku 4.2 u 4.3).

3a HamamsBane Ha pucka oT IRRs ot 3a0aBeH TvIl, Ha BCHUKHM MAUEHTH ciel HHDY3HH C
DARZALEX tps6Ba 51a ce mpuiiarat nepopaiHd KopTukocTeponu. OCBEeH TOBa, PY MAIIMEHTH C
aHaMHe3a 3a XpOHUYHA OOCTPYKTHBHA OenoapoOHa OosecT TpsiOBa fa ce 0OMHUCIIN U3IMOJI3BAHETO HA
JIEKapCTBEHU NMPOIYKTH, IPUJIarany ciies HH}py3usaTa (HanpuMep HHXaJIATOPHU KOPTUKOCTEPOUIH,
KpaTKo- U JIBJITOACHCTBAI OPOHXOAMIATATOPH), 32 OBJIaJ[IBAHE HA JMXATEITHUTE YCIOXKHEHUS, aKO



ce TIOABAT. AKO Ce TOSBSIT OYHH CUMITTOMH, IpekbcHeTe nHPy3usaTa DARZALEX u notspcete
He3abaBHa 0(TaJIMOJIOTHYHA OIICHKA MTPpeaIn Bh300OHOBsBaHe Ha HpuioxeHnero Ha DARZALEX (Bx.
Touka 4.2).

Heyrponenus/TpoMOOIIMTOIEHUS

DARZALEX moxe 1a MOBUIIH CIIy4auTe Ha HEYTPOTIEHHUSI U TPOMOOLUTONICHUS, UHIYLIUPAHU OT
ocHOBHaTa Tepanus (BK. Touka 4.8).

[lepronuaHo 1O BpeMe Ha JIEUEHUETO TPsIOBa [1a ce MPOcCIesiBa IIbJIHATa KPbBHA KAPTHHA CHIIACHO
KpaTKaTa XapakTEpPUCTHUKA HA IIPOAYKTA, IIPEICTABEHA OT IIPOU3BOAUTEILS, 3a JIEKAPCTBATa OT
ocHoBHaTa Tepanusl. [lanuenTuTe ¢ HEyTpOIIEHHS TPSIOBA Aa Ce MPOCIIEAABAT 3a MPU3HALY Ha
nHpekuss. Moxe 1a e Heodxoaumo 3adaBsHe Ha mpmiokeHneTo Ha DARZALEX, 3a na ce maae
BB3MOKHOCT 32 Bb3CTaHOBSIBAHE HAa KpbBHATa KapTuHa. He ce mpenopbuBa HaMalleHUe Ha 103aTa Ha
DARZALEX. Jla ce umat npeaBu MOJABPKAIIM TPUKU C TPAHCHY3UU HITH PACTEKHU PaKTOPH.

Bimsaune npu vHIMpEKTEH aHTUINIOOYIMHOB TeCT (MHAupekTeH TecT Ha Coombs)

Haparymymab ce cebp3Ba ¢ CD38, Hamupail ce B HUCKa CTeTeH B uepBeHnTe KpbBHU KieTku (RBCs)
¥ MOJXKE J1a 1aJie OJIOKUTENeH nHAUpeKTeH TecT Ha Coombs. MeaunpaHusT ot gapatymymad
HOJIOKUTENIeH nHaupekTeH TecT Ha Coombs Moxke 1a nepcuctupa 10 6 Mecena cief ocieaHara
uHQy3us naparymymad. TpsOBa aa ce nma npenasun, ue qaparymymad ce cBbp3a ¢ RBCs u Moxe na
MacKHpa OTKPUBAHETO Ha aHTHUTEJNA CPEIly C1adu aHTUI'€HHU B cepyMa Ha nanueHTa. OnpenesnsHeTo Ha
kpbBHata rpymna (ABO) u Rh Ha nanuenra He ce MOBJIHsBAT.

[TaumenTure TpsiOBa na ObAAT MTOUIOKEHN HA CKDUHHMHT U TUIIM3HPaHe, IPEIH 1A c€ 3all0YHE JICUEHUE
¢ napatymyma0. [lpean na ce 3amo4ne je4eHUETo ¢ AapaTyMymad, MOXKe Ja c€ IIOMHCIIH 32
(eHoTunMpaHe B CbOTBETCTBHE C MECTHATA MTPAKTHKA. | CHOTUITMPAHETO HA YePBEHUTE KPBBHH KIETKH
HE ce MOBJIKABA OT JapaTyMyMal U MOXKe J1a ce U3BBPILH 110 BCIKO BpEMeE.

B ciyyait Ha TulaHUpaHa XxeMoTpaHCcy3us, TPAOBa Jia Ce YBEIOMAT XeMOTPAHC(PY3MOHHHUTE [ICHTPOBE
3a TOBA BJIMSIHUE [TPU MHAUPEKTHUA aHTHITIOO0YJIMHOBH TeCcTOBe (BXK. Touka 4.5). AKo ce Hajara CremHo
KPBBOIIPENINBaHe, MOTAT J1a ObJaT MPEeIMBaHU HETECTBAHH IO KphcTocaH meton 3a ABO/RhD-
ceBMecTEMOCT RBCS, chriiacHO nmpakTUKUTE Ha JIOKAJTHUTE KPHBHHU OaHKH.

Bausnaue OpHu onnpeaACIAHETO Ha IIbJIHHUA OTTOBOP

Hapatymyma6 e yoBeniko [gG kana MOHOKJIIOHAJTHO aHTHTSIIO0, KOETO MOXKE JIa Ce OTKpPHE KaKTO C
enekTpodopesa Ha cepymuute nportennu (SPE), Taka u ¢ umynodukcanus (IFE), u3non3sanu 3a
MOHHTOpPHpaHEe Ha eHJoreHHns M-mipotenH (BXK. Touka 4.5). ToBa BIusHUE MOXKeE Ja OKaxe eheKT mpu
OMPEACIIAHETO HA ITBJIHKUA OTTOBOP U IIpOrpecusiaTa Ha 3360HHB3HGTO IIpU HAKOU IMallUCHTHU C IgG Karlia
MUCJIOMECH IIPOTCHUH.

PeaktuBupane Ha Bupyca Ha xernatur B (HBV)

[Ipu nauuentu, nexkyBanu ¢ DARZALEX, ce cho011aBa peakTHBUpaHe Ha BUpyca Ha XenaTut B, B
HSIKOM CITy4aH C JieTajieH n3xoa. Ha Bcuuku naumeHTu TpsiOBa 1a ce HanpaBu CKPUHUHTOBO
n3cnensane 3a HBV npenu 3amouBane Ha nedenne ¢ DARZALEX.

IIpu manmeHTH ¢ JaHHU 3a TIOJIOKUTENIEH ceposiornyeH pe3ynrat 3a HBV, npocnenssaiite 3a
KJIMHAYHU ¥ J1a00paTOpHH MpU3HALHM 3a peakTuBrpane Ha HBV mo Bpeme Ha 1 B mpoabikeHne Ha
Hal-MaJIKo IecT Mecera cies Kpast Ha nederanero ¢ DARZALEX. JlekyBaiiTe manueHTuTe B
CHOTBETCTBHUE C HACTOSIINTE KIMHHYHHA PHKOBOACTBA. [Ipy KIMHUYHY MMOKa3aHUs, OOMHUCIIETe
KOHCYJITAIlA ChC CHEUATIUCT B JIEUEHUETO Ha XEMATHUT.

[Ipu naunentu c peakruBupane Ha HBV, nokato um ce npunara DARZALEX, neuenuero ¢
DARZALEX TtpsibBa n1a ce crpe 1 Aa ce 3arovyHe Ioaxo 1o Jedeane. [logHoBsBaHeTo Ha
neaenneto ¢ DARZALEX, npu nanueHTH ¢ anekBaTeH KOHTPOJ Ha peakTuBupaHetro Ha HBV, Tps6Ba
Jia ce 00ChIH C JIeKapH ¢ ONuUT B JiedeHnero Ha HBV.



ITomonTHM BemecTBa

To3u nexkapcTBeH NpoaykK cbabpika copouton (E420). To3u nekapcTBeH MPOAYKT He TpsOBa 1a ce
mpujiara npy NMaIlMeHTH C HACIeICTBEHA HEMTOHOCUMOCT KbM (DPYKTO3a, OCBEH NPU KAaTErOpUIHA
HEOOXOIMMOCT.

TpsiOBa 1a Ob/Ie CHETA TOJPOOHA aHAMHE3a 110 OTHOIICHUE Ha CUMIITTOMUTE Ha HACJIC/ICTBCHA
HEMOHOCHMOCT KbM (DPYKTO3a MPH BCEKU MAIUEHT, PEeIX MPUI0KESHHETO Ha TO3U JIEKapCTBEH
MPOAYKT.

45 BzaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMHU HA B3auMoJelicTBHE
He ca npoBexxnanu mpoyuBaHus 3a B3aUMOJICHCTBUATA.

Karo IgG1K MOHOKITOHAITHO aHTHTSIIO, MAJIKO BEPOSITHO € OhOpedHaTa eKCKpenus: 1 MeTa00IM3MbT Ha
WHTAKTEeH JapaTyMyMal, MeIUHpaH OT YepHOAPOOHHUTE €H3UMH, []a PEICTABISIBAT OCHOBHU IIBTHIIA
Ha eTuMUHEpaHe. Kato TakuBa, BapualinuTe B JIeKapCTBO-METa0OIU3NpAIINTE EH3UMHU, HE CE 0UaKBa
Jla TIOBJVSIAT eTMMHHAPAHETO Ha AapaTyMymal. [lopaayn Bucokus ahuHUTET KbM YHUKAJICH SMTUTOI
Bepxy CD38, napatymyma0 He ce ouakBa Ja MPOMEHH JIeKapCTBO-META0OIN3UPAIINTE SH3UMHU.

Knuanunnte hapMakOKMHETHYHH OIIEHKU Ha AapaTymymal B KOMOWHAIMS C JICHATUIOMHU]L,
HNOMAIMAOMUI, TATUAOMHI, O0PTE30MHO U AEKCaMETa30H HE MOKa3BaT KIMHUYHO 3HAYNMO
B3aUMOJICHCTBUE OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO " MEXAY JapaTyMyMal U Te3W HUCKOMOJICKYIIHU
JIEKAPCTBEHHU ITPOYKTH.

Bausane npu nanupexren anturnoOynnnos Tect (Mumupekren Tect Ha Coombs)

Haparymyma6 ce cebp3Ba ¢ CD38 na RBCs u untepdepupa ¢ TecToBe 3a CbBMECTUMOCT,
BKJTFOUMTEITHO CKPHHHUHT 33 aHTHTENIa U KPhCTOCAHA MPpoba 3a ChBMECTHMOCT (BXK. Touka 4.4).
MertonauTe 3a HaMansBaHe Ha BIMSHUETO HA JapaTyMyMal BKJIFOUBAT TPETUPAHE HA EPUTPOLIUTUTE C
pearent nutrotpenrtoln (DTT), 3a 1a ce pa3kbca Bpb3KaTa ¢ IapaTyMyMad, WU IPyTH JIOKaITHO
BaJIMIMPAHN MeTOAM. T'hii KaTo oIpeseNssHeTo Ha KpbBHA Tpyna 1o cucremara Kell coio e
YyBCTBUTEIHO KbM TpeTtupane ¢ DTT, ciiex uskitouBaHe WM naeHTHGHUINpPAHE HA al0OaHTUTENA,
korato ce usnon3sat RBCs, tperupanu ¢ DTT, Tpa6Ba na 6baat nocraBenu Kell-otpunarennu
eIMHMIM. 32 pa3iiKa OT TOBA, BUHATH MOXKE JIa C€ MMa NpeBU/I (CHOTUNHPAHE MITH TeHOTHITUPAHEe
(Bxk. Touka 4.4).

Bausuue npu eneKTpod)ope3a Ha CCPYMHUTE MPOTCHHHU 1 I/IMVHOd)I/IKCEII_[I/ISI

Hapatymymab Moxke 1a ce OTKpHe mpu enekTpodopesa Ha cepymuute nporennn (SPE) u npu
umyHoukcanus (IFE), n3non3sanu 3a MoHUTOpHpaHe HA MOHOKJIIOHATTHUTE UMYyHOTIIOOymuHH (M
npotenH). ToBa Moxe J1a 1oBee 10 GanmuBo mosoxutenHu pesyiaratu ot SPE u IFE npu manuenTn
¢ IgG xana MHueIOMeH NPOTENH, MOBIMSBAIY HaYaIHAaTa OLEHKA Ha ITBJIHUS OTTOBOP CIOPEN
KputepunTe Ha MexayHapoaHata pabotHa rpyna no muenom (International Myeloma Working
Group, IMWG). Ilpu nanueHTuTe ¢ NepcucTUpal] MHOTO A00BP YacTHUEH OTTOBOP, IPH KOUTO UMa
CBbMHEHHE 32 BJIMSTHUE Ha JapaTyMyMa0, TpsOBa 1a ce 0OMHCIIM U3M0I3BaHeTo Ha Banuaupad IFE
aHanm3, crieruduveH 3a JapaTyMmyMao, 3a Jia ce pa3rpaHuiu Japarymymad OT OCTaHAINTE €HIOTCHHN
M npoTenHH B cepyMa Ha MallMeHTa 32 YJIECHABaHE Ha OMPEENITHETO Ha TbJIEH OTTOBOP.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

KeHnu ¢ gerepoacH HOTGH].[I/IEIJ'I/KOHTDaLICHHI/IH

JKenu ¢ neTepoieH noTeHIMAaI TPSAOBA J1a M3M0JI3BAT €(PEeKTUBHA KOHTPALICIIIHS [10 BpeMe Ha U 10
3 Mecera ciies criupane Ha jgedenueto ¢ DARZALEX.



BpemenHoct
Jannu ot ynorpebaTa Ha gapaTyMmymal npu OpEMEHHU KCHHU JIMIICBAT WK Ca OTPaHHYCHHU.
[IpoyuBaHusiTa IPHU )KUBOTHU Ca HEJIOCTATHYHH 110 OTHOIICHUE HA PENPOAYKTUBHATA TOKCUYHOCT (BIXK.

touka 5.3). DARZALEX He ce npemnopsuBa 110 BpeMe Ha OPEMEHHOCT M IIPHU JKEHH C IETEPOJIECH
MOTEHIIAAN, KOUTO HE U3IMOI3BAT KOHTPAIICTIIIHS.

Kwpmene
He e u3BecTHO manu naparymymad ce eKCKpeThpa B KbpMmarTa.
He Moxe nma ce M3KIIOUH PUCK 32 HOBOPOACHUTE/KbpMaueraTa. TpsOBa 1a ce B3eMe pelreHre Jajid 1a

ce MpeyCTaHOBU KbPMEHETO WIIM J1a ce TIpeyCTaHOBH/HE ce mpuiioxku Tepamusita ¢ DARZALEX, kato
ce B3eMaT NPEABU] II013aTa OT KbPMEHETO 3a JETETO U [10J13aTa OT TEpalusTa 3a XKeHara.

depTunurer

Hsma Hanw4HM naHHY, 32 a ce ONPEAeNAT MOTCHIMATHNATE epEeKTH Ha JapaTyMymMal BEpXyY
bepTrunnTEeTa IPU MBKE WK KCHHU (BXK. TOuKa 5.3).

4.7 EdexTtn BbpXy cnoco0HOCTTa 32 odupaHe u padoTa ¢ MANIUHH

DARZALEX He noBiusBa WK MOBJIKABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe u pabora ¢
MaruHy. Mima o6ade choOIIeH s 32 yMOpa U MAIMeHTH, IPUEMaIlU 1apaTyMyMal, U TOBa TpsOBa
Jla ce UMa TpeABU I IpH modupane 1 padoTa ¢ MaIlHHU.

4.8 Hexenanu JeKapcTBeHH peaKuu

Pesrome Ha mpodumiia Ha Oe30mMacHOCT

Haii-uectute HeXxenaHu peakiyu OT Beska creneH (mpu > 20% or nauuentute) ca IRRS, ymopa,
rajicHe, Uapus, 3areK, MUPEeKCUs, TUCITHES, KallUTUIIA, HEYTPOTICHHS, TPOMOOIIMTOIICHHS, AHEMHUS,
nepudepeH efeM, acTeHus, nepudepHa CeH30pHA HEBPOMATHS U UH(EKIIHS HA TOPHUTE JUXATEITHU
nbTHIa. CEpUO3HUTE HEXKEIAHH PEAKIMH Ca CETICUC, ITHEBMOHHMS, OPOHXUT, HHPEKIINSA Ha TOPHUTE
JUXATEITHH MTBTUINA, 0e0POOEH OTOK, FPUII, MTUPEKCHSI, ISXUIPATAINS, TUAPUS U TIPEACHPIHO
MBIKICHE.

TabauyeH CIMCEHK Ha HEXETAHUTE PCaAKIINHN

Tabnuia 6 060011aBa HeXKENAaHUTE PEaKIMK, KOUTO ce HaOII0IaBaT Mpy MalMeHTH, TpUeMaIi
DARZALEX. Jlannute otpassear exkcrnosuisata Ha DARZALEX (16 mg/kg) npu 2 066 manueHTH ¢
MyITUILUIEH MuenoM, cpe kouto 1 910 nanmenTtu ca nomyuyaBamu DARZALEX B komOuHaIus ¢
OCHOBHM CXEMH Ha JieueHue, 1 156 nauuentu ca nonyyaBanu DARZALEX kato MmoHOTepanusi.
TTocTMapKEeTHHTOBHUTE HEXKETAHH PEAKIIMH CHITO Ca BKIFOUCHHU.

B npoyusane MM Y3006 O6posar na CD34+ kiieTkuTe € 4YiciaeHo no-HuchK B pamoto Ha D-VTd B
cpasrenue ¢ pamoto ¢ VTd (Mequana: D-VTd: 6,3 x 10°/kg; VTd 8,9 x 10%/kg) u npu nanuenTute,
3aBBPIIMIN MOOMIN3AIMATA, TTOBEUE MalMeHTH B rpynara ¢ D-VTd mony4yasar miepukcadop B
cpaBHeHHe ¢ marpenTre B pamoto Ha VTd (D-VTd: 21,7%; VTd: 7,9%). Uectorara Ha nmpueMaHe Ha
NpUCaKaTa U XEMaTONIOETUYHO Bh3CTAaHOBSIBAHE € 1M01I00Ha MTPH MAIMEHTUTE C TPAHCIUTAHTAIINS B
pamenara ¢ D-VTd u ¢ VTd (D-VTd: 99,8%; VTd: 99,6%; nsmepeHo upe3 Bb3CTaHOBSIBAHETO Ha
neyrpoduure > 0,5 X 1091, neskomurure > 1,0 X 10%1 u tpomGonutute > 50 X 10%1 6e3
TpaHchy3us).

YecToTHTE CE ONMpeaenaT karo MHOro ectr (> 1/10), wectu (> 1/100 mo < 1/10), vewectu (> 1/1 000
1o < 1/100), peaxu (= 1/10 000 xo < 1/1 000 ) 1 muoro peaxu (< 1/10 000). [Tpu Besiko rpynupane mo
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YECTOTa, HEXKCIIAHUTEC JICKAPCTBCHU PCAKINUU Ca IMPEACTABEHNU B HU3XOAAML pEJI 110 OTHOIICHUE Ha

TAXHaTa CCPUO3HOCT.

Taoauna 6:

aekyBanu ¢ DARZALEX 16 mg/kg

Hexenanu JICKAPCTBCHU PCAKIUU NMPU MAUECHTH ¢ MYJTHIIJICH MHEJIOM,

CucreMo-opraHeH KJjac He:xenana peakuus YecTora Pa3npocrpanenue
(%)
Benukn | Cremen
crenenn |3-4
Hndexunn u undecraunu | Maekns Ha ropHUTE MHoro yectu
JIMXaTeIHN THTHIA® 41 3
Bpouxut® 17 2
[MaeBMoOHMS 16 10
WNHbeknys Ha THKOTHAUTE Yectn 8 1
M'BTUIIA
['pun 5 1*
Cencuc? 4
HuTomeranBupycHa 1 <1*
HHGEKIHs®
COVID-19" 7 4
PeaktuBupane Ha Bupyca Ha |Heuectu - -
Xenarut B°
Hapymenus Ha KpbBTa U Heytponenus® Msoro uectn |44 39
JuM@pHaTa cucrema TpomborToneHus* 31 19
Anemust® 27 12
Jlumdonenus* 14 11
JleBkonenus® 12 6
Hapymenusi Ha umynHata | XunoraMaraoOyiuHeMus” Yectu 3 <l*
cucreMa Anadunaktuuna peakims® | Pesiku - -
Hapymenus na Hamanen anerur MHoro yectu 12 1
MeTa00/1M3Ma M XpaHeHeTo | XUIepriinKeMust Yectu 7 3
XHUMOKAILEMUS 6 1
Hexunpararus 3 1*
Hapymenus Ha HepBHaTa [epudepna cenzopHa Msoro uectn |32 3
cucremMa HEeBpOIIATHUS
['maBobonme 12 <1*
ITapecresust 11 <1*
CuHkon Uectn 2 2*
CbpaeyHu HApylLIeHHU S IIpencepaHO MBXKIEHE Yectu 4 1
CbaoBH HApyLICHHS XunepToHus® MHoro yectu 10 5
PecniupaTopHu, rpbIHA U Kanuma® Mmuoro yvectn |25 <1*
MeINACTUHAIHYA HApyIIeHus | Jlucraes® 21 3
benoapoben oTox® Uectn 1 <1
CToMalIHO-4YpeBHH 3anek MHoro uectu 33 1
HApYLIEHUsI Junapus 32 4
T'agene 26 2*
[loBpswIIane 16 1*
ITankpearut® Yectu 1 1
Hapywenus Ha myckyaHo- | Bonku B repba MHoro yectu 18 2
CKEJIeTHATA CHCTEMA H MyckyHu casMu 14 <1*
CheIMHUTENHATA ThKaH
OO0uu HapymeHus u epekTn | YMopa MHoro yectn 26 4
HA MACTOTO Ha npujioxkenne |I[lepudepen oTox® 26 1
[upexcus 23 2
AcTenus 21 2
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Brpucasne Yectu 9 <1*

Hapansipanus, orpaBsinus u | Peakius, cBbp3ana ¢ MHoro yectu 40 4
YCJI0:KHEHUsI, BL3HUKHAJIM B | nHDYy3uATa"
pe3yJITaT Ha MHTEPBEHIIUHU

*  bes crenen 4
a

6

Iloka3Ba rpynupaHe Ha TEpPMUHA

ITocTMapKeTHHTOBa HEXENNaHa PEAKIIHs

®  Peakumsl, cBbp3aHa ¢ MH(Y3HUATA, BKIIOYBA TEPMHHH, OTIPEIETEHN OT U3CIIEI0BATENNTE KATO CBBP3aHH ¢ HHDY3UATA,

BIDKTE II0-10Ty.
YecroTara ce OCHOBaBa Ha ITOJTPYIIA OT HAI[EHTH, KOUTO ca MONYYHIN Haif-MaJIKo eIHa 71032 OT IIPOYYBAaHOTO JIeUECHHE
Ha i cnen 01 gespyapu 2020 r. (Haganoro Ha nanaemusita COVID-19) ot mpoyusanust MMY 3003, MMY 3006,
MMY3008 u MMY3013.

Onucanue Ha I/136DaHI/I HCXCJIaHU pCaKIInn

Peaxyuu, cevpzanu c ungysusma (IRRS)

B xnuHWYHUTE Ipoy4BaHus (MOHOTEpamus 1 KoMOnHupanu nedeHus; N = 2066) yectorara Ha IRR ot
BCUYKHU cTerneHu € 37% npu nepsata (16 mg/kg, cenmuna 1) uadysus sza DARZALEX, 2% npu
uH(Y3UATa HA ceAMHULA 2 1 KyMynaTuBHO 6% npu nociensamute uHysuu. [lo-manko ot 1% ot
narerTute umat IRRS ot crenen 3/4 npu nH(y3usTa HAa CEAMHUIIA 2 WK TIOCICABAIIUTE HHDY3UH.

Menmnanara Ha BpeMeETO JI0 TOsiBa Ha peakius e 1,5 gaca (quanazon: 0 no 72,8 gaca). Uecrorara Ha
MoauduKanuu Ha nHQYy3usITa Iopaau peakuuu e 36%. Menuanata Ha IPOABIKUTETHOCT Ha
uHpy3unte Ha 16 mg/kg 3a 1-ta cenmunia, 2-1a CeAMHMIIA U TTOCIIEABAIIUTE UH(PY3UU € ChOTBETHO
okomo 7, 4 u 3 gaca.

Texxute |IRRS BrirouBaT OpoHXOCIA3bM, TUCITHES, OTOK Ha JTapuHKCA, 0e10apo0eH OTOK, OYHH
HEXKEJNaHU peakiny (BKIIOUYUTETHO XOpOUIalieH U3JIHB, OCTPa MHOIHS M OCTPa TIIayKoMa ChC
3aTBOPEH BI'bJI), XMIOKCHs U xunepronus. Ipyrure IRRS BKiI0OYBaT Ha3aiHa KOHIeCTHs, KAIILTHIIA,
BTpHCaHe, Ipa3HeHE Ha I'bPIIOTO, 3aMBIJIEHO 3pEHUE, TOBPBINAHE U TajgeHe (BK. Touka 4.4).

Korato nmpunoxenuero Ha DARZALEX ce npexscHe mopaau ASCT (mpoyuBane MMY3006) 3a
nepuo ¢ Menuana ot 3,75 (muamnazon: 2,4; 6,9) Mmecena, cien MoTHOBSIBAaHE HA TPUIIOKEHUETO MY
yectotaTta Ha IRRs e 11% npu nepBata undysus ciex ASCT. CkopocTTa Ha HHPY3HsI/00eMbT Ha
pa3pexaaHe ciie/l OJHOBSIBAHETO Ca CHIIUTE KaTO U3MOI3BAHUTE IIPH MOCIIeAHaTa HH(Y3Hs Ha
DARZALEX npenu npexbcBaneTo nopaau ASCT. IRRs, Bp3HHKBaIM clie]l IOJIHOBSBAHETO HA
DARZALEX crmen ASCT, chOTBETCTBAT IO OTHOIIICHHE Ha CHMIITOMHUTE M TeXKeCTTa (CTeneH 3/4:
<1%) na peakiuuTe, CHOOIIECHH B IPEAUIITHUTE POYIBAaHMS HA CEIMHILIA 2 WITH MOCIIEIBAIIUTE
UHQY3UH.

B mpoyusane MMY 1001 nipu narpieHTrTe, MoJIy4aBaiy KOMOMHUPAHO JIEYeHHE C 1apaTyMyMal
(n=97), mppBara go3a 16 mg/kg naparymymab Ha ceamuna 1 e pasgesnena B asa quu, T.e. 8 mg/kg
cpoTBeTHO Ha JieH 1 u Ha jeH 2. YectoraTa Ha IRR oT Besakaksa crenen e 42%, xato 36% ot
nanuentute ca noayumwin IRR wa gen 1 ot cenqmumna 1, 4% nHa nen 2 ot ceamua 1, a 8% mpu
nocieapanuTe nHQy3uu. Meranata Ha BpeMETO JI0 Hadyasio Ha peaknusra ¢ 1,8 yaca (nuanasosn: 0,1
1o 5,4 gaca). Uectorarta Ha mpekbcBaHe Ha HHQY3usATa nopaan peakuun € 30%. Menuanata Ha
MPOIBIDKUTEITHOCT Ha HHQYy3usTa ¢ 4,2 h 3a cenqmuna 1-nen 1, 4,2 h 3a ceamuna 1-nen 2 u 3,4 gaca 3a
nocieBamuUTe HHQY3UH.

HUngpexyuu

[Ipu nanmenTute, noayvapau komOuHUpana Tepanus ¢ DARZALEX, ce cho0mmaBaT nHGEKIH
creneH 3 win 4, KakTo CleaBa:

[IpoyuBanus Ha peunanBupamu/pedpaxrepan naunentu: DVd: 21%, Vd: 19%; DRd: 28%, Rd: 23%;
DPd: 28%.

IIpoyuBanus Ha HOBoAMAruocturmpanu mamuentn: D-VMP: 23%, VMP: 15%; DRd: 32%, Rd: 23%;
D-VTd: 22%, VTd: 20%.

B®B BcHuku npoyuBaHus THEBMOHHMS € Hali-4ecTo ChoOIIaBaHaTa TEXKa (CTerneH 3 miu 4) HHPEeKIHs.
B nmpoyuBaHus ¢ akTUBHA KOHTPOJIA, CIy4Yan Ha MIPEyCTAaHOBSIBAHE HA JICUSHUETO TIOPaIi HHPEKIHN
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BB3HUKBAT NpH 1-4% ot mannentute. MHpEKIMNTE ¢ JIeTalneH n3Xo] ce AbDKAT MPEeIUMHO Ha
MTHEBMOHHS U CETICHIC.

[Tpu manumenTuTe, noxy4aBaiiyu komOuHUpana tepanust ¢ DARZALEX, nerannu nngexuun
(cTemnen 5) ce cp00MAaBaT, KaKTO CJICABA:

IpoyuBanus Ha peuuanBupany/pedpakrepan mament: DVdA: 1%, Vd: 2%; DRd: 2%, Rd: 1%);
DPd: 2%

[MpoyuBanus Ha HOBOAMArHoCTUIMpanu nanuentu: D-VMP: 1%, VMP: 1%; DRd: 2%, Rd: 2%;
DVTd: 0%, VTd: 0%.

Jlerenna: D=napatymyma6; Vd=6opTe3oMud-nexcamerason; Rd=nenanuromun-nexcamera3on; Pd=nomanumgomun-
nekcametazoH; VMP=0opte3omuo-mendanan-npeaan3on; VTd=00pTe30Mu0-TanuaoMuI-1eKCaMeTa30H.

Xemonusza

ChlliecTBYBa TEOPETUYCH PUCK OT XeMOJK3a. T03U CHrHAJ 110 OTHOIIIEHUE Ha 0€30MacHOCTTA e ObJIe
MOJT HETPEKhCHATO HAOIO/ICHUE MPU ChOMpPaHe Ha JaHHU 33 0€30MACHOCT OT KIIMHUYHH MTPOYYBaHUS
Y TTIOCTMApKETHHTOBU JaHHH.

Z[DVI‘I/I CricaJIHy MOIyJIaltin

B mpoyusanero daza Il MMY3007, koeto cpaBHsBa eueHnero ¢ D-VMP ¢ neuennero ¢ VMP npu
ManueHTH C HOBOAWMArHOCTUIIMPAH MYJITUIUICH MUCJIIOM, KOUTO HC Ca MOAXOAAIIN 3a aBTOJIOKHA
TpaHCIUIaHTalXd Ha CTBOJIOBU KJICTKH, aHAJIM3bT HaA 6€3OHaCHOCTTa Ipu noarpymnara rnmaueHT €
(GyHKIHOHAIICH CKOp 10 cKanaTa Ha VI3TouHaTa KoonepaTHBHa OHKOIOrnYHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), choTBeTCTBa Ha 00mIaTa
nommyJanus (BK. Touka 5.1).

Tlayuenmu 6 cmapuecka v3pacm

Ot 2 459 nanuenTy, kouto noiayyasat DARZALEX B npenopwuntennara n03a, 38% ca Ha Bb3pacT
ot 65 1o 75 rogunu, a 15% ca Ha Bp3pacT 75 win noseye roguHu. He ca HaGmonaBanu oomm
pa3ivKu B e(peKTHBHOCTTA Bh3 OCHOBA Ha Bh3pacTTa. YecToTaTra Ha CEpHO3HHUTE HEXKEITAHH PEAKITHH €
IMO-BUCOKA NIPH MO-BB3PACTHUTE, OTKOJIKOTO MPU IMO-MJIATUTC MAITUCHTH. Cpe;[ MaIMEHTHUTE C
penuauMBupai 1 pehpakTepeH MyJITUIUICH MuesioMm (n=1 213), Hali-4eCTUTE CePHO3HU HEKEITaHU
peaxium, MOsBSBAIIM CE TT0-UYECTO NMPH MAI[MEHTH B CTapuecka Bh3pacT (> 65 ronuHu) ca THEBMOHUS U
cerncuc. Cpell MallMEHTUTE C HOBOJMArHOCTUIIUPAH MYJITHUILICH MHEJIOM, KOUTO HE ca TIOJXO/ISIIN 32
aBTOJIOXKHA TPAHCIIAaHTAITN Ha CTBOJIOBH KiIeTKH (n=710), Haii-uecTaTa cepro3Ha HEXKelaHa
peaxiusi, KOATO Ce Cpellla Mo-4ecTo MPH MAIUEeHTH B CTapuecka Bh3pacT (= 75 TroauHn), € THEBMOHUS.

CpoOuraBaHe Ha 10103UPAHU HEKEIIAHU PEaKIIUH

Cro01maBaHeTo Ha MMOI03MPaHU HEXKeJIaHU PEAaKLUH CIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHUS
HPOIYKT € BayKHO. ToBa M03BOJIsIBA J1a IPOABIDKN HAOIIOICHUETO Ha CHOTHOLICHHETO TT0J13a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEMIIMHCKUTE CIICIIUAIICTH CE U3MCKBA Jia ChOOIIaBaT BCSIKA
HO/I03MpaHa HEXEJIaHa PeaKlys uype3 HaI[MOHAIHATa CUCTeMa 3a ChOOIIaBaHe B!

M3meHUTEHA areHIus 110 JIeKapCcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

4.9 TIlpemo3upane

CHUMIOTOMH U IPU3HALIA

JIurcea onuT 1o OTHOIIEHKE HA NTPETO3UpPaHE B KIMHUYHM IIPOyYBaHus. B KNMMHUYHO nipoyyBaHe ca
HpUJIaraHd HHTPaBeHO3HO 1031 10 24 mg/Kg.
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Jleuenne
He e u3BecTeH crienuduyueH aHTUIOT NpU Npeao3upaHe ¢ Aaparymymad. B cirydali Ha nmpeno3upane,

ManmuCHTDHT Tpi[6Ba Ja ce Ha6J'IIOI[aBa 3a IprU3HaAlX WIK CUMIITOMU Ha HEXKCIIAHU PEAKIIUU U TpH6Ba Ja
CC 3aIll04YHC B€aHara nmoaxo iAo CHMIITOMAaTUYHO JICUCHHUC.

5. ®APMAKOJIOTUYHHA CBOMCTBA
51 d@apmakoaMHAMMYHU CBOIiCTBa

dapmakoTeparneBTHYHA rpyna: AHTUHEOIUTACTHYHH CPEICTBA, MOHOKJIOHATTHH aHTUTENa U KOHIOTaTH
anTuTsuIo-nekapctBo, CD38 (kibcrepu Ha nudepennmanus 38) naxudutopu, ATC xox: LO1IFCOL.

MexaHn3bM Ha IEWCTBUE

Haparymyma6 e IgG 1« 4oBeIKO MOHOKJIOHAIHO aHTUTI0 (MAD), koeto ce cBbp3Ba ¢ CD38
NPOTENHA, EKCIPECUPaH BbB BUCOKA CTENEH Ha IOBBPXHOCTTA HA MUEJIOMHUTE TYMOPHH KJIIETKH,
KaKTO M IPYT'd BUAOBE KJIETKU U ThKAHU Ha pa3iandHu HuBa. CD38 npoTenH uma MHOKECTBO
(bYHKINY, KaTO pelenTop-MeANNPaHa aaxe3us, CATHAIM3AIMS 1 €H3UMHA aKTUBHOCT.

YcraHoBeHO e, e naparymyMmad HHXHOHpa MOIIHO iN Vivo pactexa Ha CD38-excnipecupariire
TYMOpHH KJIeTKU. B3 0cHOBa Ha IN Vitro mpoy4BaHus, qaparyMyMad MOXKe Jia yIpakHsBa
MHOECTBEHH €(eKTOPHU (PYHKIMH, BOJCIIH O IMYHHO-MEIMMpPaHa TyMOpHa KIeThYHa CMBPT. Te3n
NpOYYBaHUS MTOKA3BAT, Y€ TapaTyMyMad MOXKe J1a HHIyIpa TYMOPEH pasIaj 9pe3 KOMIUIEMEHT-
3aBUCHMa IIUTOTOKCHYHOCT, aHTUTSIIO-3aBUCHMA KIETHYHO-MEIUHPaHa IUTOTOKCUIHOCT U aHTHUTSLIO-
3aBHCHMa KJIeThYHA (DaroluTo3a Mpy 3JI0KauecTBEeHU 3a00saBanus ¢ ekcnpecus Ha CD38. Enna
cyOnomnyianus Ha MueIouaHu cynpecophu kietkn (CD38+MDSCs), perynatopuu T-kineTku
(CD38+Tregs) 1 B-kietku (CD38+Byegs) HamassiBa oT 1apaTyMyMad-MeauupaH KJI€ThUYCH JIU3KC.
N3BecTHO € cbino, ue T kiretkure (CD3+, CD4+ u CD8+) excripecupar CD38 B 3aBUCHMOCT OT eTarna
Ha pa3BUTHE U CTENECHTA Ha akTuBHpaHe. [Ipu neuenne ¢ naparymymad ca HaOIr0laBaHU 3HAYUTEITHH
yBenmueHus Ha abcomotHus Opoii T-xietkn CD4+ u CD8+ u nponienTa Ha TuMQOUTHTE B
nepudepHara KpbB U B KocTHUS MO3bK. OcBeH ToBa JIHK cexkBennpane Ha T-KiIeThUYeH penentop
MOTBBPKIIABa, Ye KJIOHATHOCTTA Ha T-KIIETKHUTE ce yBenu4aBa MpH JIeYeHHUE ¢ 1apaTyMyMao,
NOKa3BalK{ MMYyHOMOIYJIMpPAIIN e(heKTH, KOUTO MOTaT Ja JONPUHECAT 3a KIMHUYEH OTTOBOP.

Haparymymal uHAyLIupa arnonTosa ing vitro cnes FC-menuupano KpbCTOCaHO CBbp3BaHe. B
JOIIbIIHEHNE, napaTyMyMab moaynupa CD38 eH3uMHara akTHBHOCT, KaTO MHXMOWpPA [IMKJIa3HATA
aKTUBHOCT HAa €H3UMa M CTUMYJIMpa XUAPOJIa3HaTa aKTHBHOCT. 3HAYMMOCTTA Ha Te3H IN Vitro edexTu B
KJIMHUYHU YCJIOBHS, KAKTO M TOCJIEIUIINTE 3a pacTexka Ha TyMopa, He ca Jo0pe U3sICHeHN.

dapmakogHHAMUYHN €(DEKTH

Knemxu ecmecmaenu youtiyu (NK) u T-xnemxu

3nae ce, ye NK knetkute excnpecupar Bucoku HuBa Ha CD38 u ca wyBcTBUTENHM Ha AapaTymymaO-
MeauupaH KieTb4eH au3uc. [Ipu neyenue ¢ naparymymad ce HaOJI0AaBa OHIKEHHE Ha aOCOMIOTHHUS
6poii u npouent Ha oomute NK kiierku (CD16 + CD56 +) u aktusupanute (CD16 + CD569™) NK
KJIETKH B TieprdepHarTa KpbB U KOCTHHSI MO3bK. BhIpeku ToBa, m3xonuute HuBa Ha NK kiieTkute He
MOKAa3BaT BPb3Ka C KIMHUYHUS OTTOBOP.

HmyHorenHoct

[Ipu no-manko ot 1% oT maueHTuTe, JIEKyBaH! C HHTPABEHO3EH JapaTyMyMal B KIMHUYHH
MPOy4YBaHUs, CE Pa3BUBAT B X0/1a Ha JIEUEHUETO aHTH-AapaTyMyMal aHTHTENA.

14



Kinnuyna edukacHOCT U 0€30HaCHOCT

Hosoouaenocmuyupan myamunien mueiom

Kombunupano neuenue ¢ neHanudomuo u 0eKcamemason npu nayueHmu, KOumo He ca RoOX00suu 3a
ABMONONCHA MPAHCIAHMAYUS HA CIMBOJI08U KIeMKU

IIpoyuBane MMY 3008, oTkpuTO, paHAOMHU3UPAHO, AKTHBHO-KOHTPOJIMPaHO mpoy4uBaHe ¢asa I,
cpasusiBa neueHne ¢ DARZALEX 16 mg/kg B koMOUHAIMS ¢ JICHATUIOMUJ U HUCKA 71032
nekcameta3oH (DRd) ¢ meuenue ¢ meHanmmoMu M HECKa 103a Aekcamera3oH (Rd) mpu mammenTy ¢
HOBOJMArHOCTUILIMPAH MYITHILIEH MueoM. JleHanmnnomuy (25 mg nmpuiarad mepopasHo BeTHBK
JTHEBHO Ha JHU 1-21 oT noBTapsimu ce 28-1HeBHU [4-CeIMUYHHM | ITUKIIN) CE MPHJIara ¢ HUCKa J03a
NepOopaJicH UM MHTPABEHO3€eH JiekcaMeTa3oH 40 mg/ceamuna (wim HamaneHa qo3a oT 20 mg/ceqmuna
[pH MAIKMEHTH > 75 ToAMHK WM UHICKC Ha TenecHara mMaca [body mass index, BMI] < 18,5). B quute
Ha nHOy3us Ha DARZALEX nozata Ha lekcaMeTa3oH ce Mpujiara KaTo JeKapcTBEH MPOAYKT,
npuiaras npeau nHpysusata. Kopekiuu Ha jo3ata 3a JSHIUIOMU/ U JCKCAMETa30H CE€ U3BBPIIBAT
CBITIACHO KpaTKaTa XapakTepUCTHKA Ha MPOAYKTa, MPEIOCTaBeHa OT Mpou3BoAuTeNs. JleueHnero
MPOABIDKaBa B BETE paMeHa J0 Mporpecus Ha 3a00IsIBAHETO WIIH HETTPHEMIINBA TOKCHIHOCT.

Panmommsupanu ca obmo 737 namuenta — 368 B pamoro Ha DRd u 369 B pamoto Ha Rd. U3xogHuTe
neMorpadcKy TaHHU U XapaKTePUCTHKUTE Ha 3a00JSIBAHETO ca CXOTHH MEXIY JIBETE TePANeBTUIHH
pameHna. MenuaHaTa Ha Bb3pacTTa € 73 (quanason: 45-90) rogunu, kato 44% OT marMeHTUTe ca Ha
BB3pacT > 75 roaunu. [ToBeuero ca ot Osutata paca (92%), mbxe (52%), 34% umat ckop 3a
(YHKLIHMOHAITHO ChCTOSIHUE 110 CKajlaTa Ha M3TovHara koomnepaTuBHA OHKoJIorHyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umar ckop nmo ECOG 1, a 17% umat ckop no ECOG
>2. JIBajieceT u celieM MpoIIeHTa UMaT 3a0oisaBaHe craauii | mo MexayHapoaHara craauparia
cucrema (ISS), 43% umar ISS craguii Il u 29% umar ISS craguii I1I. E¢ukacHocTTa € orieneHa upe3
npexxuBseMoctTta 6e3 mporpecus (PFS) Bp3 ocHOBa Ha kpuTepunte Ha MexayHaponHaTa paboTHa
rpyna o muesoM (International Myeloma Working Group, IMWG) u o6mmata npesxussiemoct (OS).

IIpu Menuana Ha nmpocneasBaHe 28 Mecena IbpBUYHUAT aHanu3 Ha PFS B npoyuBane MM Y3008
nokasea nojoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoro Ha Rd; mennanata na PFS He e
nocturiara B pamoto Ha DRd u e 31,9 mecena B pamoTo Ha Rd (koedunment na puck [HR]=0,56;
95% CI: 0,43, 0,73; p < 0,0001), xkoeto npencTtasnsiBa 44% HamareHue HAa pUCKa OT IPOrpecHsi Ha
3a00JIsIBAHETO WJIM CMBPT NIPH NALIMEHTHTE, JekyBaHu ¢ DRd. Pesynrature ot akryanusupanus
ananmu3 Ha PFS cnen Menuana Ha npocnenssane 64 mecera mpoIbJKaBar Jia MoKa3Bat MmoJo0peHne Ha
PFS npu nanpenture B pamoro Ha DR B cpaBHenue ¢ pamoto Ha Rd. Meaunanara Ha PFS e

61,9 mecemna B pamoro Ha DRd u 34,4 mecena B pamorto Ha Rd (HR=0,55; 95% CI: 0,45; 0,67).
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®@urypa 1: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MM Y3008

1.0
0.8 5
0.6 -

0.4 - ‘A D-Rd

Mponopuus npexvesemocT 6e3 nporpecus

D-Rd Rd Rd
02 - (N = 368) (N =369)
' Menwata Ha npexuvssemocT De3 nporpecwa - mecet §1.9 34.4
KoedwweHT Ha pucka 3a D-Rd cnpamo Rd (95% CI) 0.55 ([]_45, 0_67]
0

rrrrrrrrrrrrrrrr1rrr 1 111 171 7r11
0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78

Meceum
No. B puck
Rd 369 333 307 280 255 237220 205196 179 172 156 147134 124114106 99 88 81 64 47 20 4 20
D-Rd 368 347 335 320 309 300 290 276 266 256 246 237 232 223211200197 188177165132 88 65 28 11 3 O

[Tpu menmana Ha npocneasBane 56 mecena DRd noka3sa npeanmctBo 1o oTHouieHue Ha OS B
cpasuenue ¢ pamoto Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pe3ynratute OT
akTyanu3upanus ananus Ha OS cren Menuana Ha mpoclie/isBane 64 Mecena mpoabIKaBar Jia OKa3BaT
nogo6penwre Ha OS npu maruenTure B pamoTo Ha DRA B cpaBHenue ¢ pamoro Ha Rd. Mennanara Ha
OS He e nocrurHata B pamoto Ha DRd u e 65,5 mecenia B pamoro Ha Rd (HR=0,66; 95% CI: 0,53,
0,83).
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®urypa 2: Kpusu na Kaplan-Meier 3a OS B npoyuBane MMY3008

Rd

1.0
S
@
g
E-,_ 0.6 1
o=
=4
3
§_ 0.4 5
-
Rd
0.2 - (N =368) (N =369)
' Memaxa Ha oLLATa NPERMBAEMOCT - MECELW 65.5
KoedmumenT Ha pucka aa D-Rd cnpamo Rd (95% CI) 0.66 (0.53-0.83)
0IIIIIIIIIII | I L L L L
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78
Meceum
No. B puck

Rd 369 351 343 336 324 317 308 300 294 281 270 258 251 241 232 223214204 195186157117 65 26 8 4 0
D-Rd 368 350 346 344 338 334 328 316 305 302 297 286 280 273 266 255 249 248 246 240200148103 42 16 5 0

JlombITHUTEHN pe3ynTaTy 3a epukacHocT oT npoyusaHne MM Y3008 ca npeacraBenu B Tabnuma 7 no-

JI0TTy.

Tabauna 7:  JlombJHUTETHH Pe3yJTaTH 3a e(puKacHocT oT npoyuBane MMY3008?

DRd (n=368) Rd (n=369)
06111 otroBop (SCR+CR+VGPR+PR) [n(%)]* 342 (92,9%) 300 (81,3%)
p-croitHoCT® <0,0001

Heocnopum meinien otrosop (sCR)
IIenen otrosop (CR)

112 (30,4%)

46 (12,5%)

63 (17,1%)

46 (12,5%)

MHoro 100bp yactuyen orrosop (VGPR) 117 (31,8%) 104 (28,2%)
Yactuuen otrosop (PR) 50 (13,6%) 104 (28,2%)
CR wiu mo-1066p (sCR + CR) 175 (47,6%) 92 (24,9%)
p-cToiHOCT® <0,0001
VGPR wu mo-1065p (sCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-croitHocT® <0,0001
Yecrota Ha orpruarenHo MRD** n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28,9%)

(4,9%, 10,5%)

CrporHolIeHre Ha mancosere ¢ 95% CIF

4,04 (2,55, 6,39)

p-croitHOCT"

<0,0001

DRd=naparymymab-i1eHanuoMu-1ekcameTa3ol; Rd= neHanunomua-nexcamerazon; MRD=MHHMMAaIHO OCTATBYHO

3a0omsBane; CI=noBepuTeneH HHTEpBaI

2 Bw3 ocHoBa Ha intent-tO-treat momysiamus

b
¢ Bb3 ocHoOBa Ha TIpar 107,
d

p-cToiiHocT oT XH-kBajpar tecT Ha Cochran Mantel-Haenszel

tabmuiy. ChOTHOIIIEHHE Ha IIaHcoBeTe > | mokasBa npeaumcTso 3a DRd.

p-croitHOCT OT TouHMs TecT Ha Fisher.

M3non3Bano e u3uncieHue no Mantel-Haenszel Ha 001II0TO CHOTHOIIGHKE Ha [IAHCOBETE 32 HECTPATUPUIMPAHH




IIpu pecnioHaepuTe MeaHaHaTa Ha BpeMeTo 10 otroBop ¢ 1,05 mecena (muamnason: 0,2-12,1 mecenia) B
rpynata Ha DRd u 1,05 mecena (nuana3zosn: 0,3-15,3 mecena) B rpynara Ha Rd. MenuanaTa Ha
MPOABIDKUTEITHOCT Ha OTIOBOpA He € JocTurHara B rpynara Ha DRd u e 34,7 mecena (95% CI: 30,8,
HE MOJKE JIa ce OLleHH) B rpymata Ha Rd.

Kombunupano neuenue ¢ bopmesomu6d, meapanran u npeonuson (VMP) npu nayuenmu, koumo He ca
NOOX00AUU 34 ABMOLOIHCHA MPAHCHAAHMAYUS HA CIMEON08U KNemKU

IIpoyuBane MMY 3007, oTkpuTO, paHIOMU3UPAHO, aKTHBHO-KOHTPOJIMPaHO mpoy4uBaHe ¢asza I,
cpasasiBa nedenneTo ¢ DARZALEX 16 mg/kg B komOuHaius ¢ 6opTe3omMu0d, Mesdaiad U peTHU30H
(D-VMP) ¢ neuennero ¢ VMP nipu maieHT ¢ HOBOJMAarHOCTHIIUPAH MYJITHIUICH MUEIIOM.
BopTe30Mu6 e mpuiiaran 4pes MOJAKOKHA MHKEKIHUS B 103a 1,3 Mgy/m? TeecHa MOBBLPXHOCT J1Ba TBTH
CEAMMYHO Ha ceaMuIld 1, 2, 4 u 5 3a mepBust 6-ceaMuyeH UKD (MKBI 1; 8 1031), mocieaBaHo OT
BEJAHBK CEIMUYHO NPUIIOKEHHE Ha ceaMuln 1, 2, 4 u 5 3a omie oceM 6-CeAMUYHH LUKIHN (HUKIU 2-9;
4 no3u Ha 1MKBI). Mendanan B 1o3a 9 mg/m? u npexuuszon 60 mg/m? ce npusaraT nepopagHo B

nuu 1 10 4 ot aeser 6-ceamuunu nukian (nukian 1-9). Jleuennero ¢ DARZALEX nponabinkaBa 10
Mporpecus Ha 3a00JIBAHETO WM 10 HETPUEMIINBA TOKCUYIHOCT.

Parnommsupanu ca oomo 706 maruentu: 350 B pamoto Ha D-VMP 1 356 B pamoro vHa VMP.
UzxonauTe neMorpad)CKky JaHHHU U XapaKTEePUCTUKU Ha 3a00JIIBAHETO ca TIOJA00HH B JIBETE TPYITH HA
nedeHue. MenuanaTa Ha Bb3pactTa € 71 (nuamnazon: 40-93) rogunu, kato 30% OT marueHTUTe ca

> 75-roaumHa Bb3pact. [loBeueTo ca ot OsiaTa paca (85%), xkenu (54%), 25% umat GpyHKIHOHATICH
ckop o ECOG 0, 50% umart ckop no ECOG 1, a 25% umart ckop no ECOG 2. Ilanuentute umar
1gG/IgA/nexoBeprmker MmuemoM B 64%/22%/10% ot cayuaunte, 19% umat 3abomnssane ISS cramwmii |,
42% wnmart ISS craguii |1, 38% umart ISS crammii 111, a 84% umaT IIUTOreHETUYHHN U3CICABAHUSA ChC
crannapteH puck. E¢ukacHocTTa € oneneHa upe3 PFS Bb3 ocHoBa Ha kputepuure Ha IMWG u Ha
obmara mpexussiemoct (OS).

[Tpu Mmenuana Ha npocnensBane ot 16,5 Mecena mepBuYHMAT aHanu3 Ha PFS B npoyusane MMY 3007
nmokasBa nmojoopenne B pamoto Ha D-VMP B cpaBHernue ¢ pamoro Ha VMP; mennanara Ha PFS He e
nocturiara B pamoto ¢ D-VMP u e 18,1 mecena B pamoro Ha VMP (HR=0,5; 95% CI: 0,38; 0,65;

p < 0,0001). Pesynrarure ot akTyanusupan aHanmm3 Ha PFS cien Mmeauana Ha mpocnensBane oT

40 mecera mpoAbIDKABaT J1a Toka3BaT nogoopenue Ha PFS mpu namuentute B pamoro Ha D-VMP B
cpaBHeHue ¢ pamoTo Ha VMP. Meauanara na PFS e 36,4 mecena B pamoro Ha D-VMP u 19,3 mecena
B pamoTo Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p < 0,0001), koeto npencranispa 58% HamaieHne
Ha PUCKa OT MPOTpecHs Ha 3a00JIBAHETO WM CMBPT IIPH MAIUEHTHTE, JieKyBaHu ¢ D-VMP.
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®urypa 3: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3007
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Mecenn
ITanHeHTH B PHCK
VMP 356 304 2768 263 246 207 171 126110 93 78 67 51 20 16 7 0 0
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173160113 63 26 9 0

Cnen meauana Ha npocnegsBane ot 40 mecena D-VMP nokassa npeaumMcTBo 1o otTHomeHue Ha OS B
cpaBuenwue ¢ pamoro ¢ VMP (HR=0,60; 95% CTI: 0,46, 0,80; p=0,0003), koeto npeacrasisea 40%
HaMaJICHHE Ha pHCKa OT CMBPT MPH MAIlUeHTUTE, JIeKyBaHU B pamoTo Ha D-VMP. Cren menuana Ha
npocieasBane 87 mecera, meauanara Ha OS e 83 mecena (95% ClI: 72,5, NE) B pamoto va D-VMP u
53,6 mecera (95% CI: 46.3, 60.9) B pamoto Ha VMP.
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®@urypa 4: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3007
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JomsnauTeHA pe3yaTaty 3a egukacHocT oT npoyyBane MM Y3007 ca npencraBenu B Tabnumna § 1mo-

JI0TTy.

Ta6auna 8:  JlombJHUTEIHH Pe3yaTaTH 3a epukacHocT oT npoyuBane MMY30072

D-VMP (n=350) | VMP (n=356)

0611 otroBop (sSCR+CR+VGPR+PR) [n(%)] 318 (90,9) 263 (73,9)

p-croiHoCT® <0,0001

Heocnopum meien otrosop (SCR) [n(%)] 63 (18,0 25 (7,0)

ITeien orrosop (CR) [n(%)] 86 (24,6) 62 (17,4)

Msuoro 1006p yactiyeH otroBop (VGPR) [n(%)] 100 (28,6) 90 (25,3)

Yactuuen otroBop (PR) [n(%)] 69 (19,7) 86 (24,2)
Yecrora Ha otpurareniio MRD (95% CI) ® (%) 22,3 (18,0; 27,0) 6,2 (3,9; 9,2)

CrpoTHoLIeHHe Ha maHcosere ¢ 95% CI” 4,36 (2,64; 7,21)

p-croitHOCT" <0,0001

D-VMP=napatymymab-6oprezomud-mendanan-npenunzon; VMP=6opte3omud-mendanan-npeannzon; MRD=muHumamHo

ocTaTh4HO 3a0onsaBaHe; Cl=noBepureneH nHTEpBa
a

6

Bb3 ocHoBa Ha intent-to-treat MOy IalHs
p-cToiiHocT OT XH-kBajpar TecT Ha Cochran Mantel-Haenszel

® B3 ocHoBa Ha mipar 107

T

CpoTHOIIEHHE Ha IIaHcoBeTe > 1 moka3Ba npeaumMcTso 3a D-VMP.
p-croiiHoCT OT TOYHMs TecT Ha Fisher.

M3non3Bano e u3uncieHue no Mantel-Haenszel Ha 001I0TO ChOTHOIIGHKE HA MIAHCOBETE 32 CTPATH(OUIMPAHN TAOIHIIH.

[Ipu pecnionaepure MeanaHaTa Ha BpeMeTo 10 otroBop € 0,79 mecena (auamazon: 0,4 no 15,5 mecerna)
B rpynara ¢ D-VMP u 0,82 mecena (auanason: 0,7 no 12,6 mecena) B rpynara ¢ VMP. Menuanata Ha
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MPOABKUTEITHOCT Ha OTIOBOPA HE € JocTUrHata B rpymnata ¢ D-VMP u e 21,3 mecenia (quamna3oH:
18,4, He MoKe 11a ce olieHH) B rpymnara ¢ VMP.

W3BbplIIeH € aHau3 0 MOATPYNH NPHU MaeHTHTE Ha BB3pacT Hail-Manko 70 TOAMHYU WK IpU
MAIMEHTHTE Ha BB3pacT 65-69 roannu ¢ pynkimonanexn ckop o ECOG 2 wnu non 65-roaumnina
BB3pACT ChC 3HAUMTENHHU ChIIBTCTBAITH 3abosaBanns wim (yHkimonanex ckop mo ECOG 2 (D-VMP:
n=273, VMP: n=270). PezynTtatute 3a euKacHOCT B Ta3u MOATPYyINa ChOTBETCTBAT Ha O0IIaTa
normrynanus. B Ta3u moarpyna menuanara Ha PFS ve e mocturnara B rpymara c D-VMP u e

17,9 mecena B rpynara ¢ VMP (HR=0,56; 95% ClI: 0,42; 0,75; p < 0,0001). Obmiara yectora Ha
otroBop € 90% B rpymara ¢ D-VMP u 74% B rpynara ¢ VMP (uectora HaVGPR: 29% B rpynara c
D-VMP u 26% B rpynara c VMP; CR: 22% B rpynara c D-VMP u 18% B rpynara ¢ VMP; yectora
Ha SCR: 20% B rpynata c D-VMP u 7% B rpynata ¢ VMP). Pesynrarure 3a 6e30macHOCT B Ta3u
MOArpymna ChOTBETCTBAT Ha obuiara momynanus. OCBeH TOBa, aHATM3UTE 3a 0€30MacHOCT B
noArpynara nauueHTu ¢ pynkuunonanet ckop mo ECOG 2 (D-VMP: n=89, VMP: n=84) cpio
CBHOTBETCTBAT Ha 00I1aTa MOy JIAIIHSL.

Kombunupano neuenue ¢ bopmezomub, maaudomuod u dexcamemasor (VI1d) npu nayuenmu,
ROOX00AWU 34 ABMOJI0NHCHA MpaHcnianmayus Ha cmeonosu kiemxu (ASCT)

[IpoyuBane MMY 3006 e oTKpHUTO, paHAOMHU3NPAHO, aKTUBHO-KOHTPOJIHPAHO TipoyuBaHe daza 11 B
nBe yactu. YacT 1 cpaBHABA HHIYKIIMOHHO M KOoHconmuaupario tedenne ¢ DARZALEX 16 mg/kg B
KOMOMHaIs ¢ 6opTe30Mu0, TaauaomMu u nekcameTason (D-VTd) ¢ neyenue ¢ 6oprezomuo,
TanuaoMun 1 aekcameta3ol (VTd) npu nanuMeHTH ¢ HOBOJAUATHOCTUIIMPAH MYJITUILICH MUCIIOM,
nonxoysiu 3a ASCT. dazara Ha KOHCOMUAUPAILO JieueHue 3anouBa MuauMyM 30 aam cien ASCT,
KOTaTO MAallMEHTHT C€ € BH3CTaHOBMII JJOCTATHYHO U MPHEMAHETO Ha MpHCcaaKara € mbIHo. B yacr 2,
YYaCTHUINTE, KOUTO ca ¢ oHe JacTudeH otroBop (PR) mo nen 100 cireq TpancianTaius ca
MOBTOPHO PaHJIOMH3HMPAHU B ChOTHONICHUE 1:1, Ha TOABPIKAIIIO JICUCHHE C JapaTyMmyMad Wi camo
HabnronaBanu. [lo-mony ca onrcanu camo pe3yaTary ot 4acT 1.

BopTre3oMu6 ce mpuiiara 4pe3 MoKOKHA IM MHTPABEHO3HA MHKEKIUA B 103a 1,3 mg/m? tenecna
MOBBPXHOCT J[BA ITBTU CEIMUYHO B MPOIbIDKEHUE Ha Be ceamunu (nuu 1, 4, 8 u 11) ot noprapsiure
ce 28-gHeBHU (4-CeIMUYHN) ITUKIN HA MHITYKIIMOHHO Jeuenue (1ukiu 1-4) u qBa KoHCOIMIupamu
nukbia (ko S u 6) cieq ASCT cnen ik 4. Tanmupomua ce mpuwtara mepopaitHo B qo3a 100 mg
JTHEBHO TI0 BpEMe Ha MIECTTe MUKbBIa ¢ bopTe3oMud. Jlekcamera3oH (epopalieH Wil HHTPABEHO3EH )
ce mpwiara B 1o3a 40 mgB muu 1, 2, 8,9, 15, 16,22 23 or ukiu 1 1 2 u B 103a 40 mg B 1au 1-2
20 mg B mocneaBamuTe THU Ha TipriiokeHue (aam 8, 9, 15, 16) ot nukmm 3-4. Jlexcamerazon 20 mg ce
npunara B qau 1, 2, 8, 9, 15, 16 ot nukmu 5 u 6. B naute Ha uHdy3ust Ha DARZALEX no3zara Ha
JIEKCaMETa30H Ce Mpuiara MHTPaBeHO3HO KaTo JIEKAPCTBEH MPOAYKT, pUiiarad npeau uHgy3usTa.
Kopekiiu Ha 103uTe Ha OOPTE30MHUO, TANUIOMU/I U JCKCAMETa30H CE MPaBAT ChIJIAaCHO KpaTKara
XapaKTepPUCTHUKA HA TPOIyKTa, IPEICTaBeHa OT MMPOU3BOAUTEIIS.

Pangomusupanu ca o6mo 1 085 naruentu: 543 B pamoto Ha D-VTd u 542 B pamoro na VTd.
Uzxomuaute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3a00JSIBAHETO ca MOI00OHU MEXIY JBETE
TpyInu Ha jiedyeHrne. MenuaHara Ha Bb3pacTTa e 58 (quama3oHn: 22 io 65) roguan. Bcuuky nanueHTH
ca < 65 rogunu: 43% ca BbB Bb3pacToBara rpymna > 60-65 rogunu, 41% ca BbB Bb3pacToBaTa rpyma

> 50-60 ronuau u 16% ca Ha BB3pacT mox 50 roaunu. [Toeuero ca mbxe (59%), 48% umar
¢ynkunonaneH ckop no ECOG 0, 42% umar ¢pynkunonanex ckop no ECOG 1 u 10% umar
¢ynkunonaien ckop no ECOG 2. UetupuzeceT nporeHTa uMaT 3a0oisiBane B craauii [ mo
MexnyHapoaHaTa cuctema 3a craaupane (International Staging System, ISS), 45% umat craamii 11 o
ISS u 15% umat crammii I o ISS.

EdukacHoctTa € orieHsBaHa 110 YeCTOTa Ha HeocropuM byieH otroBop (sCR) B aen 100 cnen
TpaHcrutantanusta u PFS.
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Taoauuna 9:  Pesyarartu 3a epukacHoct ot npoyuBane MMY30062
D-VTd (n=543) | VTd (n=542) P-croiinoct °

Onenka Ha otroBopa B neH 100 cirexn

TPaHCIUIAHTAIMATA
Heocnopum meiieH otroBop (sCR) 157 (28,9%) 110 (20,3%) 0,0010
CR wnnn o-m0656p (SCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
MHoro 106bp YacTHYEH OTTOBOP MK 453 (83,4%) 423 (78,0%)
1o-1006p (SCR+CR+VGPR)

Otpurarenno MRD*> ' n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (59,5%; 67,8%) | (39,3%; 47,8%)
CrorHomienne Ha mancosere ¢ 95% CI* | 2,27 (1,78; 2,90)

Otpunarentno MRD B kom6unamms ¢ CR win | 183 (33,7%) 108 (19,9%) <0,0001

110-100p0® N(%)

95% Cl (%)

(29,7%; 37,9%)

(16,6%; 23,5%)

CrorHolrenne Ha mancosere ¢ 95% CI*

2,06 (1,56; 2,72)

D-VTd=naparymyma6-60opTe30Mu0-TanuroMuI-aekcamMmerasor; VI d=00pTe30MHO-TaIlI0MHA-1eKCAMETa30H;
MRD=MHHUMAIHO OCTaThYHO 3a00JsBane; CI=n0BepUTEICH HHTEPBAL.

B®3 ocHoBa Ha intent-to-treat momynargus

- = (=) B -]

B®3 ocHoBa Ha npar 10°,
HesaBucumo ot orroopa no kpurepunte Ha IMWG.

p-cToiiHocT OT Xu-kBapar tect Ha Cochran Mantel-Haenszel.

Msnon3Bano e nzuncnenne no Mantel-Haenszel Ha 00110TO CHOTHOILIICHHE HAa ITAHCOBETE 3a CTPATU(PULIUPAHH TaONUIIH.

[IbpBuunmsaT ananu3 Ha PFS npu npocnenssane ¢ Mmeauana 18,8 mecenna, upe3 1ieH3ypUpaHe Ha
MAIMEHTHTE, KOUTO Ca PaHIOMHU3UPAHU 32 MOUTHPXKAIIO JICUCHUE C IapaTyMymal MpH BTOpara
panmomusanus, nmokazsa HR=0,50; 95% CI: 0,34, 0,75; p = 0,0005 xbM garata Ha BTOpaTa
pangoMu3zanus. Pesynrature ot akryanusupa ananu3 Ha PFS ¢ Meauana Ha npocnensiBane

44,5 meceria, upe3 IIEH3ypUpaHe Ha MAIHEHTHTE, KOUTO Ca PAHJIOMHU3UPAHHU 32 MOIIBPIKAIIO0 JICUCHHE
¢ r1apaTyMyma0 mpu BTopara pangoMusanus, nokassat HR=0,43; 95% ClI: 0,33; 0,55; p<0.0001.
Menauanara Ha PFS ne e nocturnara B pamoto Ha D-VTd u e 37,8 mecena B pamoro Ha VTd.
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®@urypa 5: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3006
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Peyuousupan/pedppaxmeper myamunien mueiom

MoHoTepanus:

Knuananara edukacHocT n 6e3omacHocT Ha MoHOTepanusita ¢ DARZALEX npu neuenue Ha
BBH3PACTHU NALMEHTH C PEUUANBUPAI U pePAKTEPEH MYJITUIICH MUEJIOM, YUSTO MPEIUIIHA TEPATHs
BKITIOYBAa IIPOTEA30MEH HHXUOUTOP M UMYHOMOJTYJIATOPHO CPEACTBO U KOUTO Ca MOKAa3aJH MPOrpecust
Ha 3a00JIsIBaHETO MPH MOCJIeHATA Teparus, ca AEMOHCTPUPAHHU B IB€ OTKPUTH MPOYIBAHMSL.

B mpoyuane MMY 2002, 106 nanueHTy ¢ peruauBupai U pepakTepeH MyJITUIUICH MUEIIOM
nonyvaBat 16 mg/kg DARZALEX no nporpecust Ha 3a0omnsiBaneTo. MeanaHara Ha Bb3pacTTa Ha
nmanueHTuTe € 63,5 rogunu (nuama3oH ot 31 1o 84 roguawn), 11% oT mamuenTure ca > 75 roauHM,
49% ca mbxke u 79% ca oT eBponenaHa paca. [lanuenTure nonyyaBaT CpeHO 5 mpeaIeCTBAIIN
uHuK Tepanusi. OceMaeceT MPOIEHTa OT MAIUeHTHUTE ca MOAJI0KEHH Ha TPEAX0/IHA aBTOJI0KHA
TpaHcanTanus Ha crBojioBu KineTku (ASCT). IlpeniecTBamure Tepanuy BKIIOYBAT 60pPTE30MHUO
(99%), nenanmunomuy (99%), momanunomuz (63%) u kapdusomud (50%). Ha usxoauo Huo 97% ot
NalMUeHTHTe ca pe)pakTepHU Ha IOCIIeIHATA JIMHUS Ha JieueHue, 95% ca pedpakTepHH KakTo Ha
nporeazomer uaxubuTOp (PI), Taka n Ha uMyHOMO Iy IHpanio cpeactro (IMiD), 77% ca pedpaxTepHu
Ha aJKUJIUpAIIn cpencTsa, 63% ca pedpakrepHu Ha noManuaoMus u 48% ot nauueHTuTe ca
pedpakTepHu Ha KapPrI30MHO.

Pe3y.]'ITaTI/ITC 3a C(l)I/IKaCHOCT OT MPEABAPUTCITHO IIJIAHUPAHUSA MCXKINHCH aHAaJIM3, Bb3 OCHOBA Ha

ouenka Ha KomureT 3a HezaBucum mnperien (Independent Review Committee, IRC) ca npencraBenu B
tabnuma 10 mo-momy.
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Tadauna 10: Ouenenn ot IRC pesyararu 3a epukacHoct ot npoyuBane MMY2002

Kpaiina Touka 3a epuxacHocT DARZALEX 16 mg/kg
N=106
O61a crenen na otropop’ (ORR: SCR+CR+VGPR+PR) [n (%)] | 31 (29,2)
95% CI (%) (20,8, 38,9)
Heocnopum meien otrosop (SCR) [n (%)] 3(2,8)
IIsnen orrosop (CR) [n] 0
Mtuoro 1006p yactuyer otroBop (VGPR) [n (%)] 10 (9,4)
Yactuuen otrosop (PR) [n (%)] 18 (17,0
Crenen Ha knuanyaa nomsa (ORR+MR) [n(%)] 36 (34,0
CpeltHa MPOABIDKUTENHOCT Ha oTroBopa [Meceru (95% CI)] 7,4 (5,5, NE)
CpeHO BpeMe JIo OTTOBOp [Mecelu (uamna3oH)] 1(0,9; 5,6)

IIppBHuYHa KpaiiHa Touka 3a epukacHOCT (kpuTepnu Ha International Myeloma Working Group).
Cl=noBepurenen untepsai; NE=He e onenumo; MR=MuHnnManeH oTroop.

Oo6mara crerned Ha orroBop (ORR) B MMY2002 e cxomHa HE3aBUCHMO OT THITA TIPEIXOTHA
AQHTUMHEIIOMHA Teparusl.

[pu akTyanu3anys Ha JaHHUTE 32 TPEXKUBIEMOCT IIPU CPEeIHA MPOIBIDKUTEITHOCT Ha MPOCIIe/IIBaHe
14,7 mecena, OS e 17,5 mecenia (95% CI: 13,7, He e orneHnMa).

ITpu nmpoyusane GEN501, 42 nanuedTr ¢ pernuauBupai u pedpakTepeH MyJITUIUICH MUCIIOM
nonyvasat 16 mg/kg DARZALEX no nporpecust Ha 3a0omnsBaneTo. MeanaHara Ha Bb3pacTTa Ha
nanuenTute e 64 roguan (muana3oH ot 44 1o 76 roaunmn), 64% ca Mexe u 76% ca OT eBpomnenIHa
paca. IlaruenTuTe B MpOoy4YBaHETO MOIyYaBaT CPeaHo 4 mpeaniecTBany Jnauy Tepanus. Cepemuecer
Y YeTHPH MPOLICHTA OT NManueHTutTe noimydasat npeaxoana ASCT. IlpenmecTBammure Tepanuu
BKJTOUBaT 6opre3oMud (100%), neramuaomun (95%), nomamuaomus (36%) u kapduzomud (19%).
Ha u3xonHo HEBO 76% OT maumeHTUTE ca pepakTepHH Ha MOcaeIHaTa JIMHUS Ha JeueHue, 64% ca
pedpakrepuu kakTo Ha PI, Taka u Ha IMiD, 60% ca pedpakTepHH Ha ajJKUIMpaIny cpeacTea, 36% ca
pedpakTepHH Ha moMaauaoMun U 17% ca pedpaxrepau Ha KapPuiaI3oMuo.

ITpeaBapuTETHO MTAHUPAHUIT MEKIMHEH aHAIN3 TIOKA3Ba, Ye JICUEHHeTo ¢ mapatymymad 16 mg/kg
Bou 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 otroBop ¢ 1 mecerr (quanaszon ot 0,5
1o 3,2). CpeaHarta IpoIBIDKUTEITHOCT Ha OTroBop He e mocturHara (95% CI: 5,6 mecena, He e
OIICHNMA).

[Mpu akTyanu3aiys Ha JAHHUTE 33 TPEKUBIEMOCT MPU CPEIHA MPOIBIDKUTSITHOCT Ha MPOCIIE/ISIBaHe
15,2 mecena, cpennara OS He e mocturHata (95% CI: 19,9 mecena, He e onleHuMa), cbe 74% Bce orie
JKUBU IMMAlUEHTH.

Kombunupano neuenue ¢ ienanudomuo

[Ipoyusane MMY 3003, oTkpuTO, paHAOMHU3UPAHO, KIMHUYHO u3nuTBane ¢asa Il ¢ akTupHa
KOHTpoJIa, cpaBHsBa jieyenue ¢ DARZALEX 16 mg/kg B koMOuHaLMS C JICHATMAOMUJI U HUCKA J103a
nexcameta3oH (DRd) ¢ nedyeHnune ¢ neHanmuaoMua 1 HUCKa 1103a nekcaMeTa3oH (Rd) mpu naruentu ¢
peruauBrpa U pepakTepeH MYJITUIUIEH MUEIIOM, KOUTO Ca MOJIyYHIN Hali-MaJlko e{Ha
npeamecTsamnia Tepanus. Jleramumomun (25 mg BeIHBXK THEBHO TiepopayiHo B aam 1-21 ot
MOBTAPSIINTE Ce 28-THEBHHU [4-CEIMUYHY | ITUKIIH) € JITaBaH C HUCKA 7032 JeKCaMeTa30H

40 mg/cenmuna (wim HamasieHa 1o3a ot 20 mg/cenmuna npyu mauueHTty >75 roguau wim BMI <18,5).
B nuute Ha nady3us Ha DARZALEX, 20 mg ot 103aTa Ha JJleKcaMeTa30H ce Tpuiiara KaTo
JISKapPCTBEH NPOAYKT, IpUIarad npead HHPy3usITa, a OCTaHajaaTa 4acT ce JlaBa B JICHS ClIe]
uHpy3usaTa. JIeueHHEeTO MPoIbIKaBa B IBETE paMeHa JI0 IMPOrpecus Ha 3a00JIIBaHETO WIIH
HENPUEMJIMBA TOKCUYHOCT.

Panpomusupanu ca o0mo 569 nanuenty; 286 B pamoto Ha DRd u 283 B pamoTo Ha Rd. U3xonHute
neMorpadcku JaHHU U XapaKTEPUCTHKHUTE Ha 3a00JI1BaHETO ca MOJA00HU MEXy PaMOTO Ha
DARZALEX u KOHTPOJIHOTO paMo. MeauaHaTta Ha Bb3pacTTa Ha MalMeHTUTE € 65 roanHu (quanazoH
34 no 89 rogunm), kato 11% ca >75 rogunn. [loBedeto narentu (86%) ca moxy4aBany Mpean ToBa
PI, 55% ot mauuentute ca nomay4asanu npeau Toa IMiD, BkimrounTenHo 18% ot 6onHUTE, KOUTO ca
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MOJTy4aBaJIH MIPEIN TOBA JICHAMUIOMHUS, a 44% OT MaIlMeHTuTe ca moy4yaBany npeau Tosa u PI, u
IMiD. Ha u3xomnao HIBO 27% OT marnieHTUTE ca pehpakTepHU KbM MOCIIEHATA JIMHUS Ha JICUCHHE.
OcemHazecet nporenta (18%) ot manuentute ca pedpaxtepHu camo KbM Pl a 21% ca pedpaxrepau
KbM OopTe3omu0. PedpakrepHrTe KbM JIEHATHIOMUA MAIMEHTH Ca U3KIIOYBAHU OT MIPOYUYBAHETO.

IIpn menuana Ha pocneasBane ot 13,5 mecena mepBudHUAT aHanu3 Ha PFS Bnpoyasane MMY 3003
nokasea nogoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoro Ha Rd; mennanarta Ha PFS ne e
nmocturaara B pamoro Ha DRd m e 18,4 mecena B pamoto Ha Rd (HR=0,37; 95% CI: 0,27, 0,52;

p < 0,0001). Pegynrarure ot aktyanu3upan ananus Ha PFS cnen Mmeamana Ha npocnensBane ot

55 Mecela npoabDKaBat qa nokassat nopoodpenue Ha PFS npu naumenture B pamoro Ha DRd B
cpaBHenue ¢ pamoto Ha Rd. Meauanara Ha PFS ¢ 45,0 mecerna B pamoro Ha DRd u 17,5 mecena B
pamoto Ha Rd (HR=0,44; 95% CI: 0,35, 0,54; p<0,0001), koeTo mpeacrasiassa 56% HaMaleHHe Ha
pHCKa OT MpOrpecusi Ha 3a00JIIBAaHETO HJIM CMBPT IIPU MAIMEHTH, JeKyBanu ¢ DRd (Bx. ®urypa 6).

®urypa 6: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3003

D-Rd Rd
(N = 286) (N =283)
10 Meawaa Ha npexmveremocT De3 Nporpecka - MecaLy 45.0 17.5
L ' KoedpmuymenT Ha pucy 32 D-Rd vs. Rd (95% CI) 0.44 (0.35-0.54)
e P <0.0001
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Rd 283240206 181160 144127112102 91 83 75 66 63 53 48 45 40 28 5 1 0
D-Rd 286 266 249 238 229 215 204 195 184 168 126 151 143136134 131125115 76 16 3 0

Crnen Meauana Ha npocnensBane ot 80 mecena, DRd moka3sa npeaumctBo no otHomeHue Ha OS B
cpasaenue ¢ pamoro Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Meaunanara va OS e 67,6
meceria B pamoto Ha DRd u 51,8 meceria B pamorto Ha Rd.
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®@urypa 7: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3003
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024 (N = 286) (N =283)
' Ofia Meana Ha npesuBaemMoct - Mecery 67.6 518
Koedmupent Ha puck 3a D-Rd vs. Rd (85% CI)  0.73 (0.58-0.91)
P=10.0044
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Rd 283273258 251 239 229 220 206 196 194 189 184 174 160 153 151 145138 127124 17 114 111105 95 90 &1 31 4 0
D-Rd 286 277 271 266 260 250 236 231 222 215 207 198 193 186 180 175 168 160 151 147 141 140136 133130127111 40 & 0

JlonbIHUTEIHY Pe3yTaTH 3a euracHOCT OT npoyuBane MMY 3003 ca npencraBenu B Tabnuia 11

H0-71011y.
Tadauna 11: JlombJHUTEIHN PE3YJITATH 3a epukacHocT oT npoyuBane MMY 3003
Bp. nanmeHTH ¢ 0TrOBOP, MOIXO/SII 32 OI[EHKA DRd (n = 281) Rd (n = 276)
06111 otroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76,4)
p-croiiHOCT? <0,0001
Heocnopum meien orrosop (sCR) 51 (18,1) 20 (7,2)
I[Tenen otrosop (CR) 70 (24,9) 33 (12,0)
MHoro 100bp yactuyer orrosop (VGPR) 92 (32,7) 69 (25,0)
Yactuuen otrosop (PR) 48 (17,1) 89 (32,2)
Menuana Ha Bpemerto 10 otroBop [Mecenu (95% CI)] 10(1,0,1,1) 13(1,1,19)
Menuana Ha TPOIBIKUTEIIHOCTTA HA OTTOBOPA NE (NE, NE) 17,4 (17,4, NE)

[Mecenu (95% CI)]

Otpunarenso MRD (95% CI) 5 (%)

21,0 (16,4; 26,2)

2,8 (1,2;5,5)

CpoTHOIIIEHHE Ha maHcosetre ¢ 95% CI®

9,31 (4,31; 20,09)

P-croiinoct”

<0,0001

DRd=naparymyma6-neHanuIoMuI-1ekcameta3or; Rd=nenammpomun-nexcamera3zod; MRD=MHHUMAaIHO OCTaTHYHO

3360H§IB3H€; CI:IIOBepHTeJ'IeH HUHTCEPBAIL; NE=ne moxe Ja CC OLICHHU.

a
6

p-croiiHoct ot Cochran Mantel-Haenszel Chi-Squared Tecr.

Bb3 ocHOBa Ha intent-t0-treat momyJsanus u npar ot 107,
B

> | moka3Ba nmpeuMyniecTso Ha DRd.
p-croitHoCTTa € OT TouHwMs TecT Ha Fisher.

Kombunupano nevenue ¢ bopmesomud

Msnonssano e nzunciaenue no Mantel-Haenszel na 061110’1'0 CHOTHOIIIEHKE Ha maHcoBeTe. CHOTHOIIEHNE Ha IIIAHCOBETE

[IpoyuBane MM Y3004, oTkpuTo, paHAOMH3UPAHO, KIMHUYHO MpoyuBane ¢asa Il c akruBHa
KOHTpoJa, cpaBHsBa jedenrne ¢ DARZALEX 16 mg/kg B komOunarms ¢ 60pTe30Mub U IeKCaMeTa30H
(DVd) ¢ neuenue ¢ 6opre3oMud u gekcamerazoH (Vd) nmpu NanueHTy ¢ peluanBupali u pedpakTepeH
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MYJITHIUIEH MHEJIOM, KOUTO ca MOJIyYrJIN Hali-MaJIko efHa MpeAnITHa Tepamnusi. boprezomuos e
IpUIIara” Ype3 MOAKOKHA WJIM MHTPABEHO3HA HEKEKIMS B 1032 1,3 M@/M? TeecHa MOBBPXHOCT 1Ba
II'BTU CEJIMUYHO B MPOABIIKEHUE Ha 1B ceamuIiu (nuu 1, 4, 8 u 11) ot noBTapsmute ce 21-1HeBHI
(3-cenmmuyHM) MUKITH Ha JIeYeHHE 3a 00110 8 1uKbIa. JlekcaMeTa3oH € MpujiaraH nepopaiHo B 103a
20mgB nau 1, 2, 4,5, 8,9, 11 u 12 ot Bceku ot 8-Te 1uKbia ¢ 6oprezomud (80 mg/cemuria B 1BE OT
TPH CEIMUIIH Ha UK ¢ O0pTe30Mu0) Wil HaMaseHa 103a oT 20 mg/cenMuIia mpy MmanueHTH

> 75 rogunu, BMI < 18,5, 60J1HHM € 0110 KOHTPOJMPaH 3aXxapeH AuadeT WU MpeIuiHa
HEMIOHOCHMOCT KbM CTepounHa Tepanus. B qaure Ha nH(py3ns Ha DARZALEX, no3a ot 20 mg
JIEKCaMeTa30H € TIpuiIaraHa KaTo JIeKapcTBEeH MPOAYKT, IpHIarad npeny nHysusra. Jledennero ¢
DARZALEX nponbiikaBa 10 porpecus Ha 3a00IsIBAHETO HIIH HENPUEMITUBA TOKCUYHOCT.

Panmomusupanu ca obmio 498 narmenTy; 251 B pamoto Ha DVd n 247 B pamoto Ha Vd. U3xonHnTe
Jnemorpadcku JaHHHM U XapaKTEpPUCTHKUTE Ha 3a00JI1BaHETO ca MOJ00HN MEXIY PaMOTO C
DARZALEX u KOHTpOTHOTO paMo. MeauaHaTa Ha Bb3pacTTa Ha MalueHTHTe ¢ 64 roauHu (TpaHuiu
30 o 88 romunm), karo 12% ca > 75 rogunu. llectaecer u aeBet nponenra (69%) oT manueHTUTe ca
norrydaBaiu rpenu ToBa Pl (66% ca momydaBanu 6opre3omu0), a 76% OT MaMEHTUTE ca TOoTy4YaBalnd
IMiD (42% ca nonmy4aBanu seHanuaomu). Ha uzxomno HUBo 32% OT manueHTHTe ca pepakTepHU
KBbM IIOCJIeIHAaTa JIMHUS Ha JiedeHune. Tpunecer u Tpu npouenra (33%) oT nanueHTure ca
pedpaxrepuu camo kpM IMiD, a 28% ca pedpakTepHH KbM JeHaIuIOMuUA. Pedpakrepaure kbM
00opTe30MH0 MaMEeHTH ca U3KIIIOYBAHU OT MPOYYBAHETO.

[Ipu meanana Ha mpocnensBane ot 7,4 Mecena mepBUUHUAT aHanu3 Ha PFS B mpoyusane MM Y3004
nokasBa nmoaoopeHue B pamoto Ha DVd B cpaBHenue ¢ pamoto Ha Vd; menuanara Ha PFS He e
nocturaara B pamoro Ha DVd u e 7,2 mecera B pamoto Ha Vd (HR [95% CI]: 0,39 [0,28, 0,53]; p-
croiiHocT < 0.0001). Pesynrarure ot aktyanu3upan ananus Ha PFS cnexq Mmenmana Ha mpocnensBane
ot 50 Meceria mpoaBIKaBar Ja mokassar noaoopenne Ha PFS npu manmenTute B pamoro Ha DVd B
cpaBHenue ¢ pamoto Ha Vd. Mennanara na PFS e 16,7 mecena B pamoto Ha DVd u 7,1 Mecera B
pamoto Ha Vd (HR [ 95% CI]: 0,31 [0,24, 0,39]; p-croiinocT <0,0001), xoeto mpezcrasissa 69%
HaMaJIeHHE Ha PUCKA OT MPOrpecHs Ha 3a00JSIBAHETO WIIM CMBPT NPH MAILMEHTH, JiekyBanu ¢ DV,
cipsimo Vd (Bx. purypa 8).
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®urypa 8: Kpueu na Kaplan-Meier 3a PFS B npoyusane MMY 3004

D-vd Vd
(N = 251) (N = 247)
10 MenwaHa Ha npexmeReMocT Des NporpeckA - meceyn 167 i1
) KoadwmumenT na puck 3a D-Vd vs. Wid (95% CI) 0.31{0.24-0.39)
P 0.0001

D-Vd

Mponopumna npexueaemocT bes nporpecua

e g vd

r+—T—TTT"T1TT7T7 T T T T T T T 11
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57

Meceum

N B puck
Vd 24718212974 39 27 1511 9 8 7 6 5
D-Vd 251215198161138123109 92 85 77 68 61 54 50

Crnen Menmiana Ha mpociensiBane ot 73 mecena, DVd nmokas3Ba npenuMcTBo 110 oTHOMeHne Ha OS B
cpasaenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara Ha OS e 49,6
meceria B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.
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®urypa 9: Kpusu na Kaplan-Meier 3a OS B npoyusane MMY3004
1.0

0.8+
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0-vd Vid
0.2 N =251) N =247) Vd
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Koedwpment na prck za D-Vd vs. Vd (95% C) - 0.74 (0.59-0.92)
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JombaHuTenHN pe3ynTaty 3a epukacHoct ot npoyuBane MMY 3004 ca npeacraBenu B Tabmuma 12

0-710JTy..
Tabauna 12: JlombJHUTETHHN Pe3yJTaTH 32 e(pMKACHOCT OT npoyuBane MMY 3004
Bp. nanueHTH ¢ 0TTOBOP, MOAXOSII 32 OIl€HKA DVd (n = 240) Vd (n =234)
06111 otroBop (sSCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-croiitHOCT? <0,0001
Heocnopum meien orrosop (sCR) 11 (4,6) 5(2,1)
ITeaen orrosop (CR) 35 (14,6) 16 (6,8)
MHoro 100bp yactuueH otrosop (VGPR) 96 (40,0 47 (20,1)
Yactuuen otrosop (PR) 57 (23,8) 80 (34,2)
Meuana Ha BpeMeTo 10 otroBop [Mecenu (rpanumm)] | 0,9 (0,8, 1,4) 16(15,21)
MenuaHa Ha POABKUTEIIHOCTTA Ha OTTOBOpa NE (11,5, NE) 7,9 (6,7, 11,3)
[Meceru (95% CI)]
Orpunarenso MRD (95% CI)° 8,8% (5,6%, 13,0%) 1,2% (0,3%, 3,5%)
Odds ratio ¢ 95% CI® 9,04 (2,53, 32,21)
P-croitHocT" 0,0001

DVd=naparymyma6-6oprezomutd-aexcameraszon; Vd=6oprezoMub-nexkcamerazon; MRD=MuHHMaITHO OCTaTHYHO

3abosBane; CI=noBeputeneH nHrepBair; NE=He MOxe Jja ce OLECHH.
& p-croitroct ot Cochran Mantel-Haenszel Chi-Squared Tecr.

® B3 ocHoBa Ha intent-to-treat MOIyJIaLUs U Ipar oT 10°
B

>1 nmoka3Ba npeumyIectBo Ha DVd.
p-croiiroctTa € oT Tounust TecT Ha Fisher.

Cuprieyna enekTpodu3noIorus

Uznomnssano e u3uncienue no Mantel-Haenszel na O6IIIOT0 CHOTHOIIEHHE Ha maHcoBeTe. ChOTHOIICHHE HA [IAHCOBETE

Mauika e BepOosITHOCTTa JapaTyMyMal, KaTO BUCOKOMOJIEKYJIEH NPOTENH, Aa B3aUMOACHUCTBA JUPEKTHO
¢ oraute kaHam. EdekTsT Ha mapatymymad Bepxy QTc uHTEpBana € oreHeH B €AHO OTKPUTO
npoyusane npH 83 nauuenty (npoyusane GENS501) ¢ penunuupan wim pedpakrepeH MyITHIICH
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MuesoM ciex uadys3uu ¢ gaparymymad (4 no 24 mg/kg). Jluneitnu cmecernu PK-PD ananusu He
mokasBat roysiMo yBenumdenne Ha cpenaus QTcF uatepsan (T.e. mo-roisamo oT 20 ms) mpu Cmax Ha
Japarymymao.

Ilennarpuyna nomyJianus

EBpomeiickaTa areHIus 1o JiekapcTBaTa 0cBOOOKAaBa OT 3aIbJDKCHUETO 3a MPEJOCTaBSIHE Ha
pesynrature ot npoyuBanusiTa ¢ DARZALEX BBB BCHUKH MOATPYTH HA TIeIHATPUIHATA TOITYIAIUSI
MIpH MYJITUIUIEH MHUeJIoM (BK. Touka 4.2 3a mH(OpMaIis OTHOCHO yroTpeda B TIeTHATPUATA).

5.2 @apmakoKMHeTHYHH CBOWCTBA

dapmakokuHetrkata (PK) Ha qapatymymat ciiei FHTPaBEHO3HO MPHIIOKEHHE Ha MOHOTEPAITHUS C
JapaTymyma0 e OlleHEeHa MPH MAlMEHTH C PEUAUBUPAT U pedpakTEepeH MyITUILICH MUEIIOM MIPU
nos3u ot 0,1 mg/kg mo 24 mg/kg.

B xoxoprute ot 1 10 24 mg/Kg nukoBuTe cepyMHH KOHIICHTpAIMU (Cmax) CIIEI ITbpBaTa J103a ce
yBeIU4aBaT PUOIM3UTETHO POIIOPIIMOHATIHO Ha 103aTa M 00EMBT Ha pas3NpeiesieHHE € B
CHOTBETCTBHE C IbPBOHAYATIHOTO pasIpeesiCHue B IIa3MeHusl komnapTuMeHT. Cien nmocinenHara
cenMuiHa HHQPY3HS, Crnax CE TIOBUILIABA ITOBEYE OT MPOMOPLMOHAIHO Ha J]03aTa, B CbOTBETCTBHE C
TapreTHO MeIMMpaHaTa AUCIO3UIM Ha JekapcTBoTo. [loBumenusta Ha AUC ca moBeue ot
MIPOTIOPIIMOHATHY Ha J1o3aTa 1 KaupbhHCHT (CL) HamansiBa ¢ yBennuaBaHe Ha jo3arta. Te3u
HaOJroIeHNs ]aBaT OCHOBaHMeE Ja ce Mpeanonoxku, ye CD38 Moke 1a ce HacUTH MPH TIO-BHCOKU
JI03H, CIie]l KOeTO BIMSHUETO HA TapreT-MeIuUpaHus KIUPHHC € CBEICHO 10 MUHUMYM U KIIHPBHCHT
Ha JapaTyMyMa0 ce JoOJKaBa 10 TUHEHHUS KIUpBhHC Ha eHporeHHus [gGl. KimuppHCHT chimo
HaMaJsiBa [IPU MHOTOKPATHH J03H1, KOETO MOXKE /1a Ob/ie CBbP3aHO C HaMaJsIBAHE Ha TYMOPHHS TOBAap.

TepMUHANTHUAT TOIYKHUBOT CE YBEINYaBa ¢ yBeJIMYaBaHe Ha J103aTa U IPU MHOTOKPATHO MpUJIaraHe.
Cpennusr (crangapTHO oTKIOHEeHKE [SD]) H3unciIeH TepMUHAICH TIOTYXKUBOT Ha JapaTyMmyMab cien
nbpBara 103a 16 mg/kg e 9 (4,3) quu. M34uciieHusT TepMUHAIICH OTY)KHBOT Ha JAapaTyMymal ciej
nocyienHara go3a oT 16 mg/kg ce yBennuaBa, HO JIMIICBAT JOCTAaThbYHO JAHHH 32 HAIEXK/HA OICHKA.
B®3 ocHoBa Ha nomynanuonen PK ananus, cpennust (SD) nomyxuBoT, CBbp3aH ¢ HeceupuIHO
JMHEHHO eTMMHUHUpaHe € npuoian3utesHo 18 (9) AHu; TOBa € TEPMUHAIHUAT MOTYKUBOT, KOWUTO MOXKeE
Jla ce OYaKBa IpH ITBJIHO HACHIIIAaHE Ha TapreT-MeIuUpaHus KIMPHHC 1 MHOTOKpPATHO TpWiIaraHe Ha
JIapatymymao.

B kpas Ha ceZIMUYHOTO MpUiIaraHe Ipy MpernopburTeNIHA CXeMa Ha MOHOTepaIus 1 703a oT 16 mg/kg,
cpeanara croiHocT (SD) Ha cepyMHaTa Chmax € 915 (410,3) mukporpama/ml, npubmusurenno 2,9 mbTu
HI0-BHCOKa, OTKOJIKOTO clie]l bpBaTa nHpy3us. Cpeanata (SD) cepyMHa KOHIEHTpanus Mpean
npuiarase (Hai-HUCKa) B Kpasi Ha ceqMU4HOTO Tpriarane e 573 (331,5) mukporpama/ml.

[IpoBenenwu ca yetupu nomynanmonan ®K ananmsa 3a onucBane Ha @K xapakTepucTHKy Ha
JaparymyMa0 U 3a OIleHKa Ha BB3/ICHCTBHETO Ha KOBAPHATHUTE BHPXY Pa3NpeIelIeHHEeTO Ha
JaparymyMa0 MpH MalueHTy ¢ MyJITHILICH MUeoM; aHaiau3 1 (n=223) e npu naieHTH, mojryyaBaiii
monotepanusi c DARZALEX, nokaro ananus 2 (n=694), ananus 3 (n=352) u ananms 4 (n=355) ca
MPOBEJICHH TPY MAIUEHTH C MYJITHILICH MUCIIOM, ITOJTy4aBalld KOMOMHUPAHU TEPAITHU C
naparymyma0. Ananus 2 BeimouBa 694 naiuertn (n=326 ¢ JeHAIUIOMUI-AeKcaMeTa3oH; N=246 ¢
0oprezomMuO-IekcaMeTa3oH; N=99 ¢ noManuaomMuI-nexkcamerason; n=11 ¢ 6oprezomud-mendanan-
MPeIHU30H U n=12 ¢ 60pPTE30MUO-TATHIOMH/I-IEKCAMETA30H), aHAJIN3 3 BKITIOYBA 352 MalMeHTH
(6opTezomubO-MendamaH-TIpeTHU30H), a aHaIu3 4 BKII0YBa 355 narueHTn (JICHATHIOMHUI-
JIEKCaMETa30H).

B3 ocHoBa Ha nonynaruoner PK ananu3 Ha MoHOTepanus ¢ gapatymymaé (ananmu3 1), napatymymao
JIOCTHUTA CTAIIHOHAPHO CHCTOSIHUE TPUOIM3UTEIHO 5 Mecella clie]l Ha4alloTO Ha BCEKU 4-CeIMUUCH
nepuo]| Ha nipunarade (21-ra uagysus) u cpeqHoTo (SD) choTHOIeHHe Ha Chax B CTAllMOHAPHO
cberostHue cpaMo Cmax ciies mbpBata go3a e 1,6 (0,5). Cpennust (SD) nentpanes odem Ha
pasnpenenenue e 56,98 (18,07) ml/kg.
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Tpu momsnauTeaHn nomyaannonan PK ananuza (ananus 2, aHanu3 3 v aHaau3 4) ca MpoBeAIeHH MIPH
MAIUCHTH C MYJITHUILICH MUEJIOM, KOUTO Ca TIOTy4YaBallid 1apaTyMyMa0 B KOMOUHUpAHH TECPaITHU.
[Ipodunure KOHIICHTpaUI-BPEME Ha 1apaTyMyMal ca moIo0HU Clie]] MOHOTEpAaITusl 1 KOMOMHUPAHU
tepanuu. CpeJHHAT U3UUCIICH TEPMUHAJICH TIOTY>KUBOT, CBhP3aH C JTHHEEH KITUPHHC PH
KOMOMHHpaHa Teparus ¢ NPUOIu3uTeNIHO 15-23 nHu.

B3 ocHoBa Ha uyeTupute nonynanuonnu PK ananusa (ananusu 1-4) e yCTaHOBEHO, Y€ TEIECHOTO
TErJI0 € CTATUCTHYECKH 3HAaUMMa KoBapuaTa 3a KIUpbhHca Ha apaTymyma0. CreoBaTenHo, Jo3upaHe
B3 OCHOBA Ha TEJIECHOTO TEIJIO € MOAXOIAIIA CTPATETUs 3a JO3UPaAHE MPU MAIUSHTU C MYJITHILICH
MUEJIOM.

dapMaKOKMHETUYHO MOJICIMPAHE Ha JapaTyMyMal € U3BBPIICHO 32 BCHUKU NPEMOPBHUUTEITHUA CXEMHU
Ha mpunarade npu 1 309 nanueHTy ¢ MyIATUIUIEH MuelioM. Pe3ynrtaTtute oT MOAETUpaHeTo
MOTBBPKaaBaT, ue K mpu pa3aeneHoTo u eTHOKPATHOTO MPHIIOKEHHNE Ha TbPBATa J03a € CXO/IHa, C
m3kmrodeHne Ha @K mpodun npe3 mepBUs ACH OT JICUSHUETO.

CrenyanHy nonyJianuu

Bwvspacm u non

B®3 ocHoBa Ha ueTnpu otAenHu nonyianvonHu PK ananusa (1-4) npu nanueHTH, Hogy4yaBaiiy
MOHOTEpaIus ¢ qaparymymad Win pa3inyHi KOMOMHHUpaHU Tepanuu (aHaiu3u 1-4), Bp3pacTra
(mmanazon 31-93 roauHM) HAMa KIMHUYHO 3HAYMM €EeKT BbPXY papMaKOKHHETHKATa Ha
JapaTymyMa0 U eKCIIO3HMIUATa Ha JapaTyMyMal € CXOHa MeXIy Mmo-Miiaan (Ha Bb3pacT <65 ronuHu,
n = 518) u mo-Bb3pacTHH (Ha Bb3pacT > 65 1o < 75 rogunu n=761; Ha BB3pact > 75 roaunu, N = 334)
MalUEHTH.

HOJTbT HC IMOBJIMsABA C€KCIIO3UIIUsATA HA I[apaTYMYMa6 B KJIIMHUYHO 3HA4YuUMa CTCIICH B HOHy.]]aHI/IOHHI/ITe
PK ananusm.

Bvopeuno yepescoane

He ca mpoBexann opunuaIHy NpoydYBaHus Ha AapaTyMyMad MpH MaeHTH ¢ ObOPEYHO yBpekKIaHe.
[IpoBenenu ca yeTupu oTaenHE nonynanuonHy PK aHanm3a Bb3 OCHOBA Ha IpeIBApUTEITHO
CBIIECTBYBAII JJAHHU 32 ObOpedyHaTa (GyHKIHS TP MAIMEHTH, TpUeMallid MOHOTEPAITHU C
JapaTyMyMa0 Wi pa3iMyHu KOMOMHHUpAHU Tepanuy (aHaiu3u 1-4), KOuTo BKIFOYBAT 0010

441 nauyeHtu ¢ HopManHa 0b0peuna QyHKus (kpeaTnHuHOB KiupbHC [CrCl] 290 ml/min), 621 ¢
neko 6s0peuno yepexaane (CrCl <90 u > 60 ml/min), 523 ¢ ymepeno 0b0peyHO yBpexaaHe
(CrCl < 60 1> 30 ml/min) u 27 ¢ Texko ObOpEUHO YBpEXKIaHE WM TEPMUHATHA OBOpeUHa
HenoctarbyHocT (CrCl < 30 ml/min). He ca Habiro1aBaHy KJIMHHYHO 3HAYUMHE PA3JIUKH B
EKCITO3UIUATA Ha IapaTyMyMa0 MEX1y NalMeHTH ¢ 0bOPEeUHO yBpEXkKIaHe U TE3U C HOPMaJiHA
O0bOpevHa QyHKIHSL.

Yeproopobno yspedxcoane

He ca npoBexpanu opuIMaIHU IPOYYBaHHS Ha JapaTymyMad NpH MalueHTH ¢ YepHOIPOOHO
yBpexIaHe. Majiko BEpOSITHO € MPOMEHH B YepHOAPOOHATa (YHKLMS J1a UMaT HAKAKBB e€(PeKT BbPXY
eJIMMUHHMPAHETO Ha Aapatymymal, Thii kaTo IgG1 mMonekynu kato qapatymymad He ce MeTaboIu3upaT
Yype3 XenaTaJHuTe IbTHIIA.

[IpoBenenu ca yeTupu oTaenHE NomynanuonHy PK ananmza npu nanyeHTy, npueMania MOHOTEpaIT sl
C 1apaTyMyMal WX pa3IMyHu KOMOMHHMPaHU Tepanuu (aHajau3u 1-4), KonTo BKIIOYBAT 00110

1 404 manmenTy ¢ HOpMaHa YepHOIpoOHa QyHKIMs (001 Omnpyoun [TB] u acnaprar
amuHOTpanchepasa [AST] < ropuara rpanuria Ha Hopmara [ULN]), 189 ¢ nexo ueproapodHO
yepexaane (TB 1,0 no 1,5 mbru Hag ULN unu AST > ULN) u 8 manuentu ¢ ymepeno (TB > 1,5 o
3,0 metr Hag ULN; n=7) wnu texxko (TB > 3,0 metr Ham ULN; n=1) ueproapodHo yBpexaane. He ca
HaOJF0/IaBaHK KJIMHUYHO 3HAYMMH PA3JIMKH B €KCIIO3UIIMATA HA IapaTyMyMad MEX/y HallUeHTUTE C
YepPHOIPOOHO YBPEXKAAHE U TE3U C HOpMaJTHA YepHOIPOOHA (hYHKITHS.
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Paca

B®b3 ocHOBa Ha ueTupu oTAeIHU NonyinaunoHHu PK ananusa npu nauueHTu, npuemMaliy uin
MOHOTEpAIUs ¢ AapaTyMymal, Win pa3InyHu KOMOMHUPAHHU Tepanuu (aHauu3u 1-4), eKcro3unusTa
Ha Aapatymymal e moio0Ha MeX Iy y4acTHUIuUTE ot Osnata (N=1371) u pa3nuynu oT Osiiata paca
(n=242).

5.3 TlpeakJIuHUYHU TaHHH 32 0€30MACHOCT
TOKCHKOIOTHYHY JJAHHU ca TOJIyYEHH OT MPOYYBAHUS C apaTyMyMmal MpH NIMMIIAH3ETa U ChC
cyporatHo aHTH-CD38 anTHTSIO0 NTpH ABJTOONANIaTH Makaly. He ca mpoBexaanu npoyyBaHUs 3a

XpOHHNYHA TOKCUYHOCT.

KaHIEpOreHHOCT ¥ MYTar¢HHOCT

He ca mpoBexanu npoy4BaHus BbPXY )KHUBOTHH 32 YCTAHOBSBAaHE HAa KaHIIEPOTCHHHS TIOTEHIINAN HA
JIapatymymao.

PenponykTrBHA TOKCHKOJIOTHS

He ca npoBexnanu nmpoy4BaHus MPH KUBOTHHU 32 OI[CHsBAaHE HA MOTCHIMATHUTE e)EeKTH Ha
JapaTyMmyMa0 BbpXY pEeNpOAYKIHUSATA WIN PA3BUTHETO.

DepTunurer

He ca mpoBexxnanu mpoydBaHUs MPH )KUBOTHH 32 OTPEACIITHE HA MOTCHITHATHUTE €(DEKTH BHPXY
(depTUIMTETa TIPU MBXKE WITH JKEHU.

6. DAPMAIIEBTUYHU JAHHU

6.1 Cnucbk HAa NOMOIIHHUTE BELIeCTBA

L-xuctuanu

L-XHCTUAMHOB XUAPOXJIOPH MOHOXUIPAT

L-MeTHOHUH

[omucopbar 20

Cop6uTton (E420)

Bona 3a nmxexinmmn

6.2 HecbBMeCTUMOCTH

To3u JiekapcTBEH MPOAYKT He TPsiOBa Jia ce CMeCBa C PYTH JICKAPCTBEHU MPOYKTH, C U3KITIOUCHHE HA
IIOCOYEHUTE B TOUYKA 6.6.

6.3 Cpok Ha rogHocT

HeotBopenu diakoHu

3 roauHu

Cren paspexaaHe

OT MUKpOOMOJIOTHYHA TJIEHA TOYKA, OCBEH aKO HAYMHBT Ha OTBapsHE/pa3peskaaHe U3KIII0YBa PUCKa
OT MUKpPOOHO 3aMbpCsIBaHEe, TPOAYKTHT TPsIOBa Ja ce M3MO0a3Ba He3a0aBHO. AKO HE Ce M3IONI3Ba
He3a0aBHO, IEPUOIBT Ha U3MOJI3BAaHE U YCIOBHUATA HAa ChXPAaHEHUE IPeN yIoTpeda ca OTTOBOPHOCT
Ha OTpeOuTENs U HE TPsAOBa Aa HAAXBBPIAT 24 yaca B xjaguwiHuk (2° C-8° C), 3amuTeH ot
CBETJIMHA, TTOCIEBAHH OT 15 yaca (BKJIIOUNTETHO BpeMeTo 3a MH(Y3Us) Ha CTaiiHA TeMIepaTypa
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(15° C-25° C) u Ha craiina cBeT/IMHA. AKO C€ ChbXPaHsABa B XJIAJAWIHHK, Pa3TBOPHT TPAOBA 1a ce
OCTaBH J1a TOCTUTHE CTaliHA TeMIepaTypa npeIu MPUIoKeHHUE.

6.4 ChenuaJHM ycJI0BHUS HA ChbXpaHeHHUe

Ia ce cpxpansBa B xnmaguwiauk (2° C-8° C).
Jla He ce 3ampassBa.
Jla ce chXxpaHsABa B OpMI'MHAIIHATA OTIAKOBKA, 3a JIa C€ MPEJIa3u OT CBETIINHA.

3a yciaoBuATa Ha ChXPAaHEHHE CIIE/ PaspekIaHe Ha JISKAPCTBEHHS MPOIYKT BIKTE Touka 6.3.
6.5 Bwuau chabp:kaHHe HA ONAKOBKAaTa

5 ml koHIIEHTpaT BBB (UIAKOH OT CTHKJIO THII |, ¢ KaydyKoBa 3aIyajika i aTyMHHUEeBa 00OKaTKa C
OTUYTBAIIO ce Kanade, chappxkaiy 100 mg maparymymad. OmakoBka oT 1 ¢akoH.

20 ml xoHIIEHTpaT BBB (IAKOH OT CTHKIIO THII 1, ¢ KaydyKoBa 3aIlylIanka i AlyMHHHEeBa OOKaTKa ¢
otuymnsail ce 0yToH, chabprxkail 400 mg napatymyma0. OmakoBka oT 1 ¢uiakoH.

DARZALEX ce npezuara CbhIIO U KaTO ONAKOBKA 32 3aII0YBAHE HA JICUEHUETO, ChAbprKalla

11 ¢makona: (6 X 5 ml pmakona + 5 X 20 ml akona).

6.6 ChenuaJnu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

To3u J1ekapcTBEH MPOAYKT € CaMo 3a €IHOKpaTHa yrmoTpeoa.
[Moaroreere nHGY3HMOHHUS pa3TBOP Upe3 aceNTUYHA TEXHUKA, KAKTO CIIeBA!

. N3zuucnere nosata (mg), Heooxoaumus oomi ooem (ml) pastBop DARZALEX u 6post Ha
HeoOxoaumute drakonn DARZALEX Bb3 0CHOBa Ha TETJIOTO Ha MallMEHTA.

o [IpoBepere gamu paztBopsT DARZALEX e 6e3meter 10 xbaT. [la He ce H3Moia3Ba npu
HaJIMYUETO Ha HEeMPO3pauHu YaCTHILIM, IPOMsIHA B LBETA WU IPYTH YY>KAU YaCTHIIH.

o Upe3 acenTryHa TEXHUKA OTCTpaHeTe 06eM ot Hatpuer xuopua 9 mg/ml (0,9%) umkeknnoneH
pasTBOp OT MH(Y3NOHHUS CaK/KOHTEHHEpa, KOWTO € paBeH Ha He0OX0IUMHUSI 00EM Pa3TBOP
DARZALEX.

. Uzrernere HeobxoaumoTo koamaecTBo pa3tBop DARZALEX u ro paspenere 10 CbOTBETHHS

o0eM upe3 o0aBsiHe KbM HH(PY3HOHHHUS CaK/KOHTEHHEPa, Chabpikalll HaTpueB xiopun 9 mg/mi
(0,9%) umxexiroreH pa3TBop (BxK. Touka 4.2). MHdy3rnoHHUTE cakoBe/KOHTEHHEpH TPsAOBa J1a
O0bnaT m3padorenu ot nommBuHWIXIOpHUI (PVC), momunponunen (PP), monuernnen (PE) wim
nonimojieun (PP+PE). PaspexnaiitTe npy HOAXOASIIN aCENTHUHU YCIOBUsA. M3XBhpIieTe BCIKO
HEM3IMOJI3BAHO KOJIMYECTBO, OCTAHANIO BHB (IaKOHA.

o BHumarenHo o0bpHETE caka/KOHTeWHepa, 3a a cMecuTe pa3TBopa. [la He ce paskiama.

o [pernenaiitTe BU3yaaHO MapeHTEpAIHUS JICKAPCTBEH MPOAYKT 32 HAJTHYKME HA BUANMH YaCTUIH
Y IPOMSHA B IIBETa Npear NpuiiokeHne. B paspeaenus pa3tBop Moxe Ja ce oopa3yBaT MHOTO
MaJIK{, IPO3payvHu 0 O0enu OeATHYHU YaCTUIH, ThI KaTo faparyMmymad e nporeuH. Jla He ce
M3I0JI3Ba, aKO ce HAaOII0aBaT BUIUMO HETIPO3paYyHH YaCTHIIM, TPOMSHA B I[BETA HITH UYKIU
YaCTUIIH.

. Twit kato DARZALEX He chIbpka KOHCEPBAHT, pa3pelcHUTE pa3TBOPHU TpsiOBa 1a ce
NPUIOXKAT B paMKuTe Ha 15 yaca (BKIIIOYUTEIIHO BpeMeTO 3a MH(Y3HsI), IPH CTaliHa
temrneparypa (15° C-25° C) u Ha craiiHa CBeTIIHHA.

o AKO He ce U3M0J3Ba BeJHara, pa3peIeHUAT pa3TBOP MOKE JIa C€ ChXpaHsBa NPeAr IPUIIOKEHHE
3a cpok 110 24 yaca B xyaawiHuk (2° C-8 °C) u 3ammreH ot cBeTiinHa. [la He ce 3ampassBa. AKO
ce ChbXpaHsBa B XJAJAUIHHK, pa3TBOPHT TPSIOBA a ce OCTaBH Ja JOCTUTHE CTaiiHa TeMIieparypa
npeay NPUIoKEHHE.

o [Ipunoxere pa3zpeaeHus pa3TBOP Ype3 UHTPABEHO3HA MH(PY3HUS ¢ MOMOIITAa HAa HHPY3NOHEH
KOMIIJIEKT, CHa0JIEH C PEryJIaTop Ha JIeOUTa U ChC CTEPUIICH, alTMPOTreHEeH, HUCKO MPOTENH-
cBbp3Bai noauerepcyiadonos (PES) ¢unrsp, (pasmep na nopute 0,22 unu 0,2 MUKpOMETpa).
Tps6Ba na ce uznonzpat nonuyperad (PU), nomubyranuen (PBD), PVC, PP unu PE xommuiextu
3a TIPUIIOJKEHHE.
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. He BauBaiite DARZALEX enHOBpEMEHHO ¢ APYTH CPEACTBA Upe3 €AHA U ChI[a MHTPABEHO3HA
cucrema.

o He cpxpansBaiiTe HEH3MON3BaHU KOJIMYECTBA OT MH(PY3HMOHHUS pa3TBOP 3a MOBTOpPHA ymoTpeOda.
HewunsnonsBanusAT NpoAyKT WM OTIIAABYHUTE MaTEPHAIN OT HErO TPsOBa Aa Cce U3XBBPIIAT B
CBHOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/16/1101/001

EU/1/16/1101/002
EU/1/16/1101/003

9. JATA HA TbPBO PAZPEIIABAHE/TTIOJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YIHOTPEBA

[Hata Ha mppBoO pazpemanane: 20 mait 2016 .

Hata Ha nocienHo nonHoBsiBaHe: 6 siHyapu 2022 r.

10. [ATA HA AKTYAJIMBUPAHE HA TEKCTA

02/2024

[MonpoOHa nH(DOpMAaIUs 3a TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o Jiekapceraata http://www.ema.europa.eu.
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1.

HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 1 800 mg uHXeKIIMOHEH Pa3TBOP

2.

KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ¢uakon ¢ 15 ml nmkeknnonen pa3tBop chaspxa 1 800 mg maparymymab (daratumumab)
(120 mg naparymymab Ha ml).

Haparymyma6 e doBeniko MoHOKIoOHATHO [gG 1k anTuTsI0 cpenry CD38 aHTUTEH, TOTYYeHO B
KJICThYHA JTUHUS HA 003aHMUK (SIMTYHUK Ha KUTAHCKU XaMmcTep) uape3 pekomouHanTHa JJHK
TEXHOJIOTHS.

TlomomIHO BemecTBO ¢ U3BECTHO AEUCTBHE:

Bceku dnakon ¢ 15 ml nmkekiuoHeH pa3tBop cbabpxa 735,1 mg copouron (E420).

3a IBIHUA CIIMCHK HAa TOMOIIHUTE BEIECTBA BUKTE ToUYKa 6.1.

3.

JIEKAPCTBEHA ®OPMA

NHxeKuMoHeH pa3TBOp
Pa3TBOpBT € OUCTBp /10 OMaNIeCIieHTeH, OE3IBETEH 10 JKBIIT.

4.

4.1

KJIMHNUYHU JAHHU

TepaneBTHq}m NMoOKa3aHus

MVJ’ITHHJ’I@H MHEJIOM

DARZALEX e noka3au:

B KOMOMHAIMS C JICHAIUIOMUJT M IEKCAaMETa30H Wi ¢ OopTe3oMud, MesdanaH U MPeHU30H 32
JIeYeHUE Ha Bb3PACTHH MALEHTH C HOBOIMArHOCTUIIMPAH MYJITUILICH MUEIIOM, KOUTO HE ca
HOAXOMISAIIN 32 aBTOJIOYKHA TPAHCIIIAHTALIUS Ha CTBOJIOBU KIJICTKH.

B KOMOWHAIMs ¢ 60pTe30MHO, TATMIOMUIT M IEKCAMETA30H 32 JICYCHNE Ha BH3PACTHH MALUCHTH
C HOBOJJMarHOCTUIIUPAH MYJTHUILICH MUEJIOM, KOUTO Ca ITOIXO/ISIIH 332 aBTOI0XKHA
TPaHCIUIAHTAIUsI HA CTBOJIOBU KJIETKH.

B KOMOUHAIMS C JICHATUIOMUJT M IEKCAMETa30H, WK OOPTe30MUO U JeKCaMeTa30H 3a JIe4eHHe
Ha BBH3PACTHH NALMEHTH C MYJITUILICH MHUEJIOM, KOUTO Ca MOJIYYHIIU MTOHE e/1Ha MPeInIITHA
Tepanus.

B KOMOMHALIMS ¢ IOMAJIMAOMH] U AEKCaMETa30H 3a JICUCHHE Ha Bb3PACTHU ITaLMEHTH C
MYJTHIUIEH MHEJIOM, KOUTO Ca IMOJIyYWIN e{Ha MIPEIUIITHA JINHUS Ha JIeYeHHE, ChbprKaIla
NPOTEa30MEH MHXHUOUTOP U JCHATHIOMUL U ca Omin pepakTepHH Ha JICHATUIOMUA, NI
KOHTO €2 IOJIyYWIU TIOHE JABE NPEANLIHN TePaNnH, BKIIOUBAIIH JICHAINAOMH] U IPOTEa30MEH
MHXHOHUTOP U ca IMOKa3aIM MPOrpecusl Ha 3a00IIBAHETO 110 BpEMe Ha WIIH CJIe/ IociieTHaTa
Tepanus (BX. Touka 5.1)

KaTo MOHOTEpAIHsI 3a JIeYeHUE Ha Bb3PACTHU MAIMEHTH C PEIUIUBHpaI 1 pedpakrepeH
MYJTHIUIEH MHEJIOM, YHATO MpEeAIIecTBAIlA TePausl BKII0YBa IPOTea30MEH HHXUOUTOP 1
UMYHOMO/IYJIMPAIIO CPEACTBO, KOMTO Ca MOKA3aJIH Mporpecus Ha 3a00JsIBaHETO IPU
HOCJIe/IHATa Teparysl.
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JIekoBepmKHa aMUJIONI03a

DARZALEX e noka3aH B kKoMOMHaIus ¢ 1ukiodochamu, 60pTe30Mud U JEKCaMETa30H 3a JICUCHHE
Ha BB3PACTHU MALMEHTH C HOBOJAMArHOCTHUIMPAaHa CUCTEMHA JICKOBEpIKHA amuionio3a (AL).

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

DARZALEX 3a moakoXxHO IPHIOKEHHUE HE € TIpeIHa3HauYCH 32 HHTPABEHO3HO MPUIIOKEHHE U TpsiOBa
Jia ce TIpHiiara caMmo 4pe3 MOAKOKHA HHKEKIHUS B YKa3aHUTE J03H.

DARZALEX TpsioBa Obae mpuiaran OT MEIUIMHCKH CIICIHAJIHICT, KaTO MbpBaTa 103a TpsOBa aa ce
MIPUIIOKU TIPU HAJTMYME Ha YCIOBUS 33 peaHUMaIysl.

BaxxHo € 1a ce mpoBepAT eTUKETHTE Ha (DIIaKOHMTE, 3a Jla € CUTYPHO, Ue Ha MaIl[UeHTa Ce Mpuiara
MTOAXO/ISIIIATa JIeKapcTBeHa popMa (32 MHTPABECHO3HO MJIH 32 TTOIKOKHO MPUIIOKEHHUE) B 1032 CITOPET
NPENUCAHUETO.

ITpu manmeHTH, KOUTO B MOMEHTA MOJy4aBaT JapaTyMyMal 3a HHTPaBEHO3HO NMPHIIOKEHUE,
DARZALEX MHXEKUMOHEH Pa3TBOP 3a MOJKOXKHO MPUIOKEHUE MOXKE Ja CE€ U3I0J3Ba KaTo
aJITepHAaTHBA Ha MHTPABEHO3HUs JapaTyMyMa0, KaTo ce 3all0uHe ChC ClIe/BallaTa INIaHupaHa 103a.

IIpeau u cnen MHXEKIMATA TPSIOBA 1a c€ MPUIIOKAT JIEKAPCTBEHHU NIPOAYKTH 32 HAMaJIsIBaHE Ha PUCKa
OT peakuuu, cBbp3anu ¢ nHpy3uara (IRR) Ha napatymymab. Bukre nmo-noaiy ,,IIpenopbuntennn
CBITBTCTBAIIIY JIEKAPCTBEHU NPOAYKTU U TOUKa 4.4.

ﬂosnpomca

Mynmunnen muenrom
Cxema Ha npunazane 8 KOMOUHAUUS C ACHAAUOOMUO U OeKCAMEMA30H Uil NOMAAUOOMUO U
oekcamemason (4-ceomuyer yuKvl Ha Jeyenue) u 3a MOHOmepanus

[Ipenoprunrennara go3a e 1 800 mg DARZALEX wHXeKIIMOHEH Pa3TBOP 32 MOAKOKHO
NPUIOKEHHUE, IpUIarada B MPOABJDKEHNE HA IPUOIU3UTENHO 3-5 MUHYTH B CHBOTBETCTBHE ChC
clleflHaTa cxeMa Ha Ipuwiaraie B Tadiuma 1.

Tao6auna 1:  Cxema Ha npuiarade Ha DARZALEX B koMOMHaIMs ¢ JTeHAJIMIOMUA U
aexcamertasol (Rd), momamuaomun u nexcamerason (Pd) (4-cenMuveH UKBJI HA
JledeHHe) 1 MOHOTepanus

Ceamunn Cxema

Cenmunu 1 no 8 BEJHBK ceIMUYHO (00110 8 m103M)
Cenmuru 9 o 24° Ha BCEKH JiBe ceamuny (o0mio 8 1o3m)
Ot ceaMuna 25 HATATBK 0 IPOrpecHs Ha 3a00IsBaHET0° | HA BCEKM YETHPH CEAMMIM

a IIspBaTa m03a OT cxeMara Ha IpUJIaraHe Ha BCEKH 2 CEAMUIIM ce JaBa Ha cenqMumna 9

H’praTa J103a OT CXeMaTa Ha IMpujlaraie Ha BCEKU 4 CCIMHIIN CC TaBa HA CCAMUIIA 25

JexcameTa3on TpsiOBa jaa ce npuiara B 1o3a 40 mg/ceamunia (viu HamajeHa go03a 20 mg/ceamuia
MIpH MAIUEHTH >75 TOANHN).

3a mo3aTa M cxemaTa Ha IPWIOKEeHHE Ha JIEKapCTBEHUTE MPOAyKTH, puiaranu ¢ DARZALEX

MH)KEKIMOHEH pa3TBOP 3a MOJKOKHO NMPWIOKEHNE, BIKTE Touka 5.1 u crorBeTHaTa KpaTtka
XapaKTepUCTUKA Ha TPOIYKTA.

36




Cxema na npunazane 6 Kombunayus ¢ bopmezomub, meaanarn u npeoru3on (6-ceoMuyer YuKvi Ha

ﬂeqenuez

[Mpenopbunrtennata go3a € 1 800 mg DARZALEX uHXeKIroHEH pa3TBOP 3a MOAKOKHO
NPUIOKEHHUE, IPUJIaraHa B MPOAbIDKEHUE Ha IPUOIN3UTENHO 3-5 MUHYTH B ChOTBETCTBHE ChC
clleiHaTa cxeMa Ha Ipuiaraie B Tadinma 2.

Ta6auna 2: Cxema Ha npunaraie Ha DARZALEX B koMOuHanus ¢ 6opre3omMuo, Mejdajian
u npeaHu3oH ([VMP]; 6-cenMuveH HMKBJ HA JieYeHHe)

Ceamuun Cxema

Cemmuiu 1 1o 6 BEJIHBK CeIMUYHO (001110 6 103H)
Cenmuiiu 7 o 542 Ha BCEKH TpHU ceaAMUITH (00110 16 m0o3m)
Ot cenmuna 55 HATATBK 10 MPOTPECHs Ha 3a00MIs1BaHETO’ | HAa BCEKU YETHPU CEIMULH

a
6

IIbpBara m03a OT cxeMara Ha IpHIaraHe Ha BCEKH 3 CEIMHMIIH Ce 1aBa Ha CeAMUIa 7
IIspBaTa 1032 OT cXxeMaTa Ha pUJIaraHe Ha BCEKHU 4 CEJIMHITH Ce JlaBa Ha ceMUIIa 55

Bopre3omub ce maBa qBa MbTH CEAMUYHO HA cenMuIiu 1, 2, 4 1 5 3a mppBUs 6-CEIMUYCH IUKBI,
ITOCIEABAHO OT BEAHb3K CEAMUYHO Ha ceamuiiu 1, 2, 4 u 5 3a orie oceM 6-CeIMUYHH ITUKBIIA. 3a
uHQOpMAaIUs OTHOCHO JI03aTa U cxemara Ha npwiarane Ha VMP npu npunoxenne ¢ DARZALEX
WHXEKIIMOHEH Pa3TBOP 32 MOJKOKHO MPUIIOKEHNE BIKTE TOUKa 5.1.

Cxema Ha npunazane 8 KoMOuHayusa ¢ bopmesomud, marudoMuo U 0eKcamemason. (4-ceomuuer yukv/l
Ha JleyeHue) 3a JeyeHue Ha HO800UASHOCTMUWUDAHU NAYUEHMU, NOOX0O0AWU 30 A6MON0NCHA
mpancnaaumauus Ha cmeonoesu kiemxu (ASCT)

[Mpenopbunrtennata no3a e 1 800 mg DARZALEX uHXeKIHOHEH pa3TBOP 32 MOAKOXKHO
NPUIIOKEHHUE, IPHIaraHa B MPOABIDKEHNE Ha TPUOIN3UTENHO 3-5 MUHYTH B CHOTBETCTBUE CHC
clieIHaTa CXeMa Ha MpuiiaraHe B Tadiuia 3.

Tabauna 3:  Cxema Ha npuiarade Ha DARZALEX B kom0uHanus ¢ 60pTe30Mud, TaIMI0MUA
u gekcameTas3oH ([VTd]; 4- ceaMmuyeH UKD HA JIeYeHHUE)

®a3a Ha JieueHune Ceamuun Cxema
Nunyxius Cenvuim 1 10 8 BEJHBK cemMUYHO (00110 8 103M)
Cenmurm 9 o 162 Ha BCEKH JiBe ceaMuIn (00110 4 103m)
Crpete npu xumuoTepanusi ¢ BUCOKH 1034 U1 ASCT
Koncommnanus | Ceamunu 1 nio 8° Ha BCEKH JIBE ceaMultu (001io 4 mo3u)

a
6

H’praTa J103a OT cXeMara Ha Mpujiaran€ Ha BCEKU 2 ceIMMIIM CE JlaBa Ha CEAMHUIIA 9

TIppBara m03a OT cxemara Ha IpHIaraHe Ha BCEKH 2 CeIMHMIIH Ce 1aBa Ha CeAMHUIA | ciie/ MOAHOBsIBAHE Ha JICYUCHUETO
cnen ASCT

JlexcameTa3oH TpsOBa jaa ce npuiiara B 1o3a 40 mg Ha nenl, 2, 8,9, 15, 16,22 u 23 ot uukwia 1 u 2; B
no3a 40 mg Ha nen 1-2 u 20 mg npe3 nocieaBaiuTe AHU 3a npuiarade (aeH 8, 9, 15, 16) ot uukbi 3-
4. Nexcamerazon 20 mg tpsOBa na ce mpunara Ha fieH 1, 2, 8, 9, 15, 16 ot ik S u 6.

3a mo3aTa M cxeMaTa Ha IpuiIaraHe Ha JIeKapCTBEHHUTE MPOoAyKTH, npuiiokenn ¢ DARZALEX
HMHXCKIIMOHECH pa3TBOP 3a IMOJAKOXKHO IIPHUIIOKEHNUE, BUXKTE TOUKaA 5.1 u cbOoTBETHATA KpaTka

XapaKTCPpUCTHUKA HA IIPOAYKTA.

Cxema Ha npunazane 8 kKombunayus ¢ bopmeszomud u oexcamemason (3-ceomuyen yukvi Ha Jeyenue)

[Ipenopbuntennara no3a ¢ 1 800 mg DARZALEX nHXeKIIMOHEH Pa3TBOP 3a IMOJIKOKHO
MIPUJIOKEHUE, TTPUJIaraHa B MPOIbIDKEHNE Ha PUOTU3UTENHO 3-5 MUHYTH B ChOTBETCTBHE CHC
ClIeJIHaTa CXeMa Ha mpwiarae B Tabmuua 4.
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Tadauna 4: Cxema Ha npuiaarane Ha DARZALEX B kom0uHaiust ¢ 60pTe30Mud u
aexcamertasol (Vd) (3-cexMuYeH MKBJ HA JIEYEHHE)

Ceamuun Cxema

Ceamuu 1 10 9 BEJIHBXK ceIMU4HO (00110 9 103M)
Cenmuru 10 no 242 Ha BCEKHU TPU cenMUI| (00110 5 no3u)
Ot ceqMuna 25 HATATBK JI0 IPOrpecHs Ha 3a00IIBaHET0® | HA BCEKU YETUPH CEIMHUIIN

a
6

TIbpBara m03a OT cxeMara Ha IpHJIaraHe Ha BCEKH 3 CeIMHMIH ce AaBa Ha ceamuna 10
IIspBaTa 1032 OT cXxeMaTa Ha MpUJIAraHe Ha BCEKU 4 CEIIMHUITH CE JlaBa Ha ceMUIia 25

JexcameTa3oH TpsOBa ma ce npuiiara B 1o3a 20 mg Ha neH 1, 2,4, 5, 8,9, 11 u 12 ot mepBuTE
8 ukbIIa Ha neyeHue ¢ 6opre3oMud wiK B HamaleHa no3a 20 mg/cenmuna npu maueHTn
>75 roauny, ¢ nogHopMeno terio (MTM <18,5), ¢ oo KOHTponupaH 3axapeH JuadeT uin
IpeIX0/1Ha HETTOHOCUMOCT KbM CTEpOHU/IHA Teparusl.

3a no3aTa U cxeMaTa Ha IpUIOKEHHE Ha JIEKapCTBEHUTE MPOIyKTH, punaranu ¢ DARZALEX
MH)XEKLHMOHEH Pa3TBOP 3a MOAKOKHO MIPUIIOKEHHUE, BIDKTE Touka 5.1 u croTBeTHaTa Kpartka
XapaKTepHCTHKA Ha MPOTYKTa.

AL amunouodosa
Cxema Ha npunazane 8 Kombutnauus ¢ bopmeszomuo, uukiodochamuo u oekcamemason (cxemu Ha
Jeyenue ¢ 4-ceomuyen yuxkvi)

[Ipemoprunrennara go3a e 1 800 mg DARZALEX umxeknuoHeH pa3TBOp 3a MOIKOKHO
NPUIIOKEHHUE, IPUJIaraHa B MPOAbIDKCHUE Ha TIPUOIN3UTENHO 3-5 MUHYTH B ChOTBETCTBHE ChC
clieIHaTa CXeMa Ha MpuiIarane B Tadiuia 5.

Ta6auna 5: Cxema nHa npunarane Ha DARZALEX npu AL amuiionn03a B KOMOHHALHSA €
0opTte3omud, mukiaopochamua u nekcamerasol ([VCd]; cxema na npunarase c 4-
ceIMHYEH IHKDBJI)?

Ceamunn Cxema

Cenmunu 1 no 8 BEJIHBK ceIMUYHO (00110 8 103M)
Cenmunm 9 jio 24° Ha BCEKH JIBe ceaMuItu (06110 8 1o3m)
Ot cenMuIia 25 HATaTHK JI0 IpOrpecysi Ha 3a00/1siBaHeTO® | Ha BCEKHM YETHPH CEIMUITH

2 B wmanyHOTO M3nuTBaHe DARZALEX e mpuaran o mporpecus Ha 3a00IBaHETO MITH MAKCHMAITHO 24 IIUKbIa

(~2 roguHM) OT MBpBaTa 71032 Ha JICYCHHE B MPOYYBAHETO.
IIbpBara 103a B cxemara Ha IpHJIaraHe mnpes 2 CeAMHIM ce JaBa Ha ceqmuua 9
IIspBaTa m0o3a B cxeMaTa Ha pUiIaraHe mpes 4 ceIMUIM ce 1aBa Ha ceaMuIa 25

3a mo3aTa U cxemara Ha IpUiaraHe Ha JISKapCTBEHUTE MPoaAyKTH, npuitokean ¢ DARZALEX
WHXEKIIMOHEH Pa3TBOP 3a MOJKOKHO NPUIIOKEHHE, BIKTE ToUyKa 5.1 U ChOTBETHATa KpaTKa
XapaKTepUCTHKA Ha TIPOYKTA.

IIponycnama doza

Axo mnanupana n1o3a DARZALEX e mpomnycHara, 1o3ata TpsiOBa 1a ce IpHIIOKH Bb3MOKHO Haii-
CKOpO U cXeMara Ha Ipujiaraie Tpsa0Ba Jja c€ KOpUrupa CbOTBETHO, IIPU CIIa3BaHE HA MHTEpBaa Ha
JICYEHUE.

Moougurxayus na oozama

He ce mpenopbsuBa Hamanenue Ha no3ata DARZALEX. Moxe na e Heo6xonnmMo 3a0aBsHe Ha
NPUIOKEHHUETO, 32 J1a Ce Aajie Bb3MOXHOCT 32 Bb3CTAHOBSABAHE HA OpOs Ha KPbBHHUTE KIETKH MPH
MOSIBa Ha XEMATOJIOTHYHA TOKCHYHOCT (BXK. Touka 4.4). 3a nH(pOpMAaIHsS OTHOCHO JIEKAPCTBEHUTE
MPOAYKTH, prinaranu B komOuHanmsa ¢ DARZALEX, BmxTe choTBeTHaTa KpaTka XapakTeprucTika Ha
MPOAYKTA.

B ximHWYHATE TPOYYBaHUS HE CE € HAJIOXKMIIO M3MEHEHHE Ha CKOPOCTTa Ha MH)KEKTHPaHE WM Ha
no3ata Ha DARZALEX nHXeKIIMOHEH pa3TBOP 3a MOAKOXKHO NMPUIIOKEHHE 3a oBlajsBaHe Ha IRRS.
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IIpenopbUYNTEIHN CHITBTCTBAIIN JIEKAPCTBEHU MIPOAYKTH

Jlexapcmeen npooykm, npuiaean npeou UHICEKMUpaHemo

Enun no tpu yaca npeau Besiko mpunoxkenne Ha DARZALEX MHKEKIITMOHEH pa3TBOP 3a MOJKOKHO
MIPUJIOKEHUE TTPH BCHYKY TAIIMEHTH TPSOBa J1a ce MPHIIIOKAT JIEKAPCTBEHU MPOIYKTH (TIEPOPATHO WITH
WHTPaBEHO3HO) 32 HaMallsiBaHe Ha pucka oT IRRS, kakTo cienpa:

o Koprukocrepons (ApnrofeiicTBall WK CbC CPEAHA TPOIBIDKUTETHOCT Ha JICHCTBHUE)
- Monotepanus:
Metummpenauzonod 100 mg ninn exBuBanent. Ciiey BTOpaTta MH)KEKIHA 103aTa Ha
KOPTHUKOCTEpOUIa MOXKeE J]a C€ HaMalli 10 METWINPEeTHU30I0H 60 Mg.
- KomOunupana Tepanusi:
Hexcametazon 20 mg (WiIM €KBHBAJICHT), IPUJIOKEH MPEIN BCAKO HHKEKTUPAHE Ha
DARZALEX nHXeKuroHeH pa3TBOp 3a MOAKOXKHO npuiioxenue. Korato gekcamerazon
e creqUUHUAT KOPTUKOCTEPOHUI B OCHOBHATA CXEMa, 103aTa AEKCAMETa30H B PAMKUTE
Ha JICUEHHUETO 1€ CIYXKH KaTO JEKapCTBEH NMPOAYKT, IpUiIaraH Mpeau HHKEKTUPAHETO B
nauTe Ha npuinoxenne Ha DARZALEX (Bx. Touka 5.1).
B anute Ha npunoxenne Ha DARZALEX He TpsiOBa Aa ce mpuiiarat AObIHATETHHA
CrerM(pUIHN KOPTUKOCTEPOUAN OT OCHOBHATA cXeMa (Harp. MPeAHU30H), KOraTo
NaIMEHTUTE ca TONYyYMIN AEKCAMETa30H (MM €KBUBAJICHT) KaTO JIGKAPCTBEH MIPOAYKT,
Impuwjiarad npeau HHXXCKTUPAaHCTO.
o Antunuperuny (mapaneramon 650 1o 1 000 mg)
. AHTHXHCTaMUH (TIEpopajieH WIH WHTpaBeHO3eH nudeHxuapaMut 25 mo 50 mg wm
SKBUBAJICHT).

Jlexapcmeen npooykm, nPuiLaean cied UHICEKMUPaHemo
JlexkapcTBEH MPOAYKT, MPUJIAraH CJie]l MHXKEKTUPAHeTO TPSAOBa Ja ce mpujiara 3a HaMajsiBaHe Ha PHCKa
ot IRRS oT 3a0aBeH THII, KAKTO CJIEABA:

- MoHoTepanus:
Ha Bceku ot aBata qHM, CiIeBAIIA BCHYKU HHXXEKITUH (KaTO Ce 3allOYHE B JICHS CIIe]
WHXKEKIATA), TPSOBa J]a ce PUII0KH IepopalieH KopTHKocTepoua (20 mg MEeTHIIPETHU30JI0H
WJIM €KBUBAJIEHTHA /1033 KOPTUKOCTEPOUJ] ChC CPEIHA MPOABIKUTEIIHOCT Ha JIEUCTBUE WIIU
J'BJTOICHCTBAII B CHOTBETCTBUE C MECTHHUTE CTAaHIAPTH).

- KomOunupana Tepanusi:
Ja ce oOMuUCIIH IPUIIOKEHNETO HA HICKA 71032 TIepopaieH MeTuipeaHu3ooH (< 20 mg) wim
EKBHUBAJICHT B JieHs cien nHkekTupaHero Ha DARZALEX. Axo o6ade OCHOBHHAT
KOPTHUKOCTEpOU], crieln(ryeH 3a cxemara (Hamlp. JeKcaMeTa3oH, IPEJHU30H), Ce Ipuiara B
neHs cnen nHxekTupanero Ha DARZALEX, nonbJIHUTENEH IEKapCTBEH MPOAYKT, IIpUiIaral
Clie/l MHKEKTHPAHETO MOYXKe J1a He € Heo0XoauM (BK. Touka 5.1).

AKO manueHTsT He noayyH 3HauuTenHu IRR ciex mbpBuTe TpH MHXKEKINMHY, TPUIIOKEHHUETO Ha
KOPTUKOCTEPOHIN CIIE MHXEKIUATA (C M3KITIOUeHHEe Ha KOPTUKOCTEPOUIUTE OT OCHOBHATA CXeMa Ha
JICYCHUE) MOJKE Ja CEe IPEYCTAaHOBH.

OcBeH TOBa, IpH MAIUEHTH C aHAMHE3a 32 XpPOHWYHA 00CTpyKTHBHA OemonpoOHa 60ecT, TpsoBa aa
ce OOMUCITY TIPUITAraHeTO Ha JICKAPCTBEH MPOJYKT, IPUJIaraH Clie]] HHKEKTHPAHETO, BKIFOYUTEITHO
KPaTKOJIEHCTBAIIN U IBJITOJCHCTBAIIN OPOHXOAUIATATOPY U HHXAJIATOPHU KopTHKocTepouan. Cien
IIBPBUTEC YETUPU WHKCKINHU, aKO IMAOUCHTHT HAMA TCXKU IRRS, IIPUITIOKCHUETO HAa UHXAJIATOPHU
JICKaPCTBEHHU HPOIYKTH CJIE] HHXEKTHPAHETO MOXKe Jia Objie MPEKPATEHO 10 MPELIEHKA Ha JISKapsl.

Ipogunaxmura na peakmusayusama Ha xepnec 30cmep 8Upyc

TpsiOBa Ja ce 0OMHUCITN aHTUBHPYCHA MPOGUIAKTHKA 32 TIPEBSHIINS HA PEaKTUBAIIMATA Ha XepIiec
30CTEP BUPYC.
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CrenpanaHy monyJIaliu

bvopeuno yepesicoane

He ca npoBexxaanu ouimaiHy MpoydBaHus Ha JapaTyMymad MmpH MarueHTy ¢ 0bOpeUHO YBpeKIaHe.
B13 ocHoBa Ha nomynaruonHu GpapmakoknHetnaHu (PK) ananm3um He e He0OX0IMMO KOpUTHPaHEe Ha
J103aTa TPH MAKUEeHTH ¢ ObOPeUHO yBpeKaaHe (BK. ToUka 5.2).

YeproopobHo yspedxcoane

He ca nmpoBexxgann ouma au MpoyYBaHUs Ha JapaTyMyMmad MpH MarUeHTy ¢ 9epHOAPOOHO
yBpexkaane. He e Heo0XoaMMO KOpUrupaHe Ha J103aTa IpH MaUeHTH ¢ YepHOIPOOHO yBpexKaaHe (BiK.
ToYKa 5.2).

Cmapuecka 6v3pacm
He e HeoOXxoq1uMo0 KOpHUrHpaHe Ha 103aTa (BXK. Touka 5.2).

Ieouampuuna nonyrayus

bezonacHoctTa 1 eukacHoctta Ha DARZALEX npu fena Ha Bb3pacT 1o 18 roguau He ca
YCTaHOBEHH.

JIumncsart maHHU.

Tenecno meano (>120Kkg)

[Ipoyuenu ca orpannder Opoii marmeHTH ¢ TenecHo Terino >120 kg mpu n3non3Bane Ha PUKCUpaHa
no3a (1 800 mg) DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOAKOKHO MPHUIIOKEHUE U ePUKACHOCTTA
NIPY TE3W NalKeHTH He € ycTaHoBeHa. [loHacTosmem He Moxe 1a Ob/ie IpenopbyaHo KOpUTUpaHe Ha
J103aTa Bb3 OCHOBA Ha TEJCCHOTO TETJI0 (BXK. TOUKH 4.4 11 5.2).

Hauwnn »Ha npuioxeHue

DARZALEX 3a moako»XHO IPUJIOKEHHE He € MTpeTHAa3HAYeH 32 HWHTPAaBEHO3HO MPUJIOKEHHE U TPsOBa
Jla ce mpuiIara camo 4pe3 IMOJKOXKHA MHXKEKI[H, KaTo ce U3I0JI3BaT yKa3aHuTe 103u. Biokre Touka 6.6
3a CHeIMaTHU MPEANa3Hu MEPKH MIpeIu MPUI0KEHHE.

3a ;a ce n30eTHe 3aynIBaHe Ha UTJaTa, MPUKPEIeTe XUIToAepMaTHaTa HHXEKITMOHHA UTJIa HITH
HaOOpa 3a MOJKOXKHA UH(Y3HUS KbM CIPUHIIOBKATA HETIOCPEJACTBEHO MPEIN WHXCKTUPAHETO.

HNnikextupaiite 15 ml DARZALEX uHKeKIMOHEH Pa3TBOP 32 MOAKO0KHO MPHUJI0KEHNE B
MOIKO’KHATA ThKAaH HAa KopeMa NpuOJIM3UTEeTHO 7,5 cm BASICHO WJIH BJISIBO OT TbIa B
NMpoAbJKeHre Ha NpuoJan3uTeaHo 3-5 MuayTH. He nmxextupaiite DARZALEX nmkexkunoHeH
Pa3TBOP 3a MOAKOXKHO NMPHUIIOKEHUE HA IPYTH MECTa Ha TSJIOTO MOPaIy JIMICA Ha JaHHH.

MecraTa Ha HH)XEKTUpaHE TPAOBA J]a ce pelyBaT IpH MMOCIETOBATEITHUTE WHKEKIHH.

DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOJIKOKHO MPUIIOKEHNE He TPsOBa HUKOTA JIa CE HHKEKTUPA
B y4acThIIH, KB/IETO KOXKATa € 3a4epBeHa, HACHHEeHAa, YyBCTBUTENHA, BTBBP/ICHA, WM B YU9aCTHIIH C
Oenesn.

AKO NaIMeHThT U3MKUTBA 00JIKa, MPEKhCHETE 3a MAJIKO MJIU 3a0aBEeTe CKOPOCTTa Ha HH)KEKTHpaHe. B
ciydail e 0oJkara He ce 00JIeKYH OT 3a0aBsiHe Ha WHXKEKIUATA, MOXKE JIa ce U30epe BTOpPO MSCTO Ha

HWHXKCKTHUPAHEC OT ApyraTa CTpaHa Ha KOpEMa, 3a 1a C€ MHKCKTHPA OCTaHaJlaTa 103a.

ITo Bpeme Ha neuenne ¢ DARZALEX MHXEKIMOHEH Pa3TBOP 32 MOJKOKHO MPIIIOKEHUE HEe
MpUIaraiTe Ipyry JeKapCTBEHU MPOIYKTH 3a MOAKOXKHO MPUIIOKEHHUE HA CHIIOTO MACTO.

4.3 IIpoTuBomoKa3aHusi

CBpBXUYBCTBHTEITHOCT KbM aKTHUBHOTO BEIIECTBO UM KbM HSAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.
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4.4 CroenuajJHU nMpexynpexIeHusi U NpeanasHu MepKH MpH ynoTpeda

[Ipocaeaumoct

3a fma ce moo0pH MPOCIETUMOCTTa Ha OHMOJIOTHYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MMAPTHIHUSAT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3aIMCBaT.

Peakiun, cBbpp3anu ¢ napy3UsITA

DARZALEX WHXEKITMOHEH Pa3TBOP 32 MOJIKOKHO MPUIIOKCHUE MOXKE J1a MPEAU3BUKA TSIKKH U/ UIH
cepuosnu IRRS, BkimtounTenHO aHAQUIAKTUYHU peakivy. B KIMHIYHUTE POYYBaAHUS
npubmmsuTenHo 9% (74/832) or naumenture ca nony4unin IRR. [ToBeyero IRRS HacThmBaT ciien
I'bpBaTa MHXKEKIUA U ca oT cTeneH 1-2. IRRS, Bb3HHUKBAIY NIPU TIOCIICIBAINTE WHKCKIIHH, Ca
HaOonaBanu npu 1% ot manuenture (BXx. Touka 4.8).

Menuanata Ha BpemeTo 1o mosieata Ha IRRS cnen umkeknus ¢ DARZALEX e 3,2 vaca (nuana3oH
0,15-83 gaca). [loBeuero IRRS HacThriBat B neHs Ha tederneTo. IRRS oT 3ab6aBeH THIT HACTHIIBAT MTPH
1% OT manMeHTHUTE.

ITpusnanure u cumnromure Ha IRRS Moke 1a BKIIFOUBAT PECIUPATOPHU CUMIITOMH, KaTO HAIp.
Ha3aJHa KOHTeCTHs, KallUINIa, Apa3HEeHe Ha IbPJIOTO, AIEPrUYEH PUHUT, CBUPKAIIX XPUIIOBE KAKTO U
MUpEKCHs, O0JKa B TBPANTE, ChPOEK, CTYACHU TPBIIKHU, MOBPBILAHE, TAJICHE XUTIOTOHHS U 3aMbIIICHO
3penne. HabmiogaBaHu ca TeXKKH Peaklny, BKIIOYUTETHO OPOHXOCTIA3bM, XUITOKCHS, TUCITHE,
XHUIIEPTOHMS, TAXUKAPAUSI U OUYHH HEXKEJIAHHU PEaKUUH (BKIIOUUTETHO XOPOUIATICH U3JIHB, OCTPa
MHOIIHS U OCTPa IJIayKoMa ChC 3aTBOPEH bI'bI) (BXK. TOUKa 4.8).

[MaumenTH TpsiOBa Na ce MPEeMEANKHUPAT C AaHTUXHUCTAMHUHH, aHTHITMPETHIA U KOPTUKOCTEPOUIN KAKTO
U J1a ce mpociensBat u koHcyiatupar 3a IRRS, ocobeHo no Bpeme Ha u ciiex mbpBara U BTopaTa
WHXKEKIUS. AKO HACThIH aHA(DUIAKTHYHA peaKIysi WK )KUBOTO3acTpalliaBany (cTerneH 4) peakium,
He3a0aBHO TpsIOBa Ja ce 3armoyHaT NOAXOIAIIO crienrHo Jieuenue. Tepamusita c DARZALEX tpsiora
Jla ce MPEeyCTaHOBU He3a0aBHO M OKOHUYATENHO (BXK. Touku 4.2 u 4.3).

3a na ce Hamanu pucksbT OT IRR OT 3a0aBeH THI, HA BCUYKY MAIUEHTH CJIE] MHXKEKIIUS C
DARZALEX TtpsibBa 1a ce nmpuiioxkar mepopaiHo KOpTHKocTepouan (Bx. Touka 4.2). IIpu nanueHTH ¢
aHaMHe3a 32 XpOHWYHA OOCTPYKTHUBHA OeJI0ApoOHa OOJIECT cie] MHKEKLUATa MOXKE J]a C€ HATIOXKU
MPUIOKEHUE Ha JIOMIBIIHUTEHH JIEKAPCTBEHH TIPOIYKTH 32 OBJIAJsIBAHE HA PECIIMPATOPHUTE
ycnoxHenust. [Ipu nanueHTuTe ¢ XpoHUYHa 00CTpYKTHBHA OenoqpoOHa GosecT TpsiOBa J1a ce uMa
HpeaBH yIoTpeda Ha MoCTMeIuKalus (Hamp. OpPOHXOIUIATATOPH C KPATKOTPAHHO U MPOIBIKUTEITHO
JIECTBUE U MHXAJATOPHU KOPTUKOCTEPOHUIN) AKO CE MOSBAT OYHU CHMIITOMH, IPEKbCHETE
uHdysusita ¢ DARZALEX u notbpcere He3abaBHa 0(hTaIMOJIOTHYHA OIIEHKA MPEIH Bh30OHOBSIBAHE
npunoxennero Ha DARZALEX (Bx. Touka 4.2).

HeVTDOHeHI/IS[/ TDOM6OHI/ITOHGHI/I$I

DARZALEX moxe a MOBUIIM CIIy4auTe Ha HEYTPOIIEHHUSI U TPOMOOLIUTONICHUS, HHIYLIUPaHU OT
OCHOBHara Tepanus (BXK. Touka 4.8).

[IpHaTa KpBBHA KapTHHA TPsIOBA Jia ce Mpocie/sBa MEPUOUIHO TI0 BpeMe Ha JISYEHHETO B
CBHOTBETCTBHE C KpaTKaTa XapaKTEpUCTUKA Ha MPOJYKTA Ha JIEKApCTBaTa OT OCHOBHATA TEPAIHS.
[TanmenTrTe ¢ HEYTpONIEHUS TPAOBA /1a ce MpocienaBar 3a Mpr3Haly Ha nHpeknnsa. Moxe na ce
Hanoxu otinarane Ha DARZALEX, 3a na ce naje Bb3MOXXHOCT 32 Bb3CTaHOBSIBAaHE HAa KPbBHATA
kaptuHa. [lo-Brcoka uecToTa Ha HEYTPONEHUs € HaOnoJaBaHa IPH MALMEHTH € TI0-HUCKO TEJIECHO
teryo, nomyyasami DARZALEX 3a moakoxHo npusioxenue. ToBa o6aye He € CBBP3aHO C [0-BUCOKa
yecToTa Ha cepuo3Hu uHpekun. He ce npenopbuBa Hamanenue Ha po3ata Ha DARZALEX. [la ce
¥MMaT MPEABH/T TIOJIBPIKAIIN TPUKH C TpaHC(HY3UH WITH PACTEKHU (PaKTOPH.
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Bausaue Py UHAUPEKTCH aHTI/IFJIOGYJII/IHOB TECT (MHAUPEKTEH TECT Ha COOIl’le[

Hapatymyma6 ce cBbp3Ba ¢ CD38, Hamupall ce B HUCKa CTEIeH B YepBeHnTe KpbBHU KieTku (RBCs)
Y MOJXKE J1a 1ajie IOJIOKUTeNeH nHANpeKTeH TecT Ha Coombs. MeauupaHusT oT Aapatrymymad
TTOJIOXKUTENICH HHIUPEeKTeH TecT Ha Coombs MOke J1a TIepcucTHpa A0 6 Mecera ciie] IOCISTHOTO
nmpuiiokeHue Ha gapatymymad. TpsOBa na ce mma npenBu, ge gaparymymab ce cBbp3Ba ¢ RBCs n
MOJKE J]a MACKUpa OTKPUBAHETO HA aHTUTENA CPelly C1a0l aHTUICHU B cepyMa Ha MalleHTa.
Omnpenensineto Ha kpbBHaTa rpyna (ABO) u Rh Ha maruenTa He ce MOBIHSBAT.

[Naruenture TpsOBa 1a OBAAT MOIOKCHH HA CKPUHUHT U THIU3UPAHE, TIPEIU J1a CE 3alI0YHE JICUCHUE
¢ napatymyma0. [lpeau na ce 3amo4ne JIEYEHUETO ¢ AapaTyMmyMal, MOKe Jla ce TIOMHCIIH 32
(eHOTHTIPAHE B CHOTBETCTBHE C MECTHATA MPAKTHKA. [ eHOTHITHpaHeTO Ha YePBEHUTE KPHBHU KIIETKH
HE CE€ MOBJIMSABA OT JapaTyMyMad U MOXKe JIa CE U3BBPIIU 0 BCAKO BPEeME.

B ciyvaii Ha mmanupana xemoTpaHcdysus, TpsOBa 1a ce yBEIOMAT XeMOTpaHC(y3HOHHUTE IEHTPOBE
3a TOBA BIIMSHUE NP HHAMPEKTHH aHTUTIIOOYIMHOBH TecTOBE (BXK. Touka 4.5). AKO ce Hayara CremnrHo
KpBBONpEIMBaHe, MOTaT 1a ObJIaT MpeMBaHN HETECTBAHU 1O KpbcTocaH MeToA 3a ABO/RhD-
cpBMecTEMOCT RBCS, chriacHO mpakTUKWTE Ha JIOKATHUTE KPHBHHU OaHKH.

Bausuue OpHu ONpPEACIAHECTO HAa IIbJIHHUA OTTOBOP

Haparymyma6 e goemko [gG kama MOHOKIIOHAJTHO aHTHUTSIIO, KOETO MOXKE JIa CE OTKpHE KaKTO C
enektpodopesa Ha cepymuute npotennu (SPE), Taka u ¢ umyHodukcanus (IFE), n3nonssanu 3a
MOHHMTOPHpPAHE Ha eHIOTeHHHs M-TipoTenH (BK. Touka 4.5). ToBa BiIHsHHE MOXe J]a OKaxe edekT npu
OIIpeIeJITHETO Ha IIBJIHUS OTTOBOP U MpOrpecHsiTa Ha 3a00JsIBaHEeTO NpH Hikou nanuenty ¢ IgG kama
MHEJIOMEH MPOTEHH.

PeaxkTuBupane Ha sBupyca Ha xenatut B (HBV)

[Tpu nanmenty, nexkyBanu ¢ DARZALEX, ce cho01aBa peakTuBupaHe Ha BUpyca Ha XenatuT B, B
HSKOH CJIydau ¢ jeTajeH u3xo/l. Ha Bcnuku nmanueHTH TpsiOBa Ja ce HanpaByu CKPUHUHTOBO
uscnensane 3a HBV npenu 3amousane Ha neyenne ¢ DARZALEX.

[Ipu manmenTH ¢ TaHHU 32 MOJIOKUTEIICH ceposiorndeH pe3ynraT 3a HBV, mpocnenssaiite 3a
KJIMHUYHU ¥ 1a00paTOpHU MpU3HAIM 3a peakTuBupane Ha HBV o Bpeme Ha 1 B pobKeHHE Ha
Hali-MaJKo mecT Mecera cien Kpas Ha euernero ¢ DARZALEX. JlekyBaiiTe manueHTuTe B
CHOTBETCTBHUE C HACTOSIINTE KIMHUYHU PHKOBOJCTBA. [Ipy KITMHIYHYU MOKa3aHMsI, OOMUCIIETE
KOHCYJITAIlUS ChC CIEIUATUCT B JICUCHUETO Ha XCIATHUT.

IIpu manmentu ¢ peaktuBupane Ha HBV, nokaro um ce npunara DARZALEX, neuenuero ¢
DARZALEX Ttpsi0Ba 51a ce cripe 1 ja ce 3al04YHe MoAX0sIo ieueHne. [logHoBsBaHeTo Ha
neuennero ¢ DARZALEX, npu maiueHTy ¢ aiekBaTeH KOHTPOJI Ha peakTuBupaHeTo Ha HBV, TpsidBa
Jla ce 00ChIM C JIEKapH ¢ ONUT B JiedeHueTo Ha HBV.

Tenecuo Terno (>120 kq)

[Ipu nauuenTu c tenecHo Terio >120 kg criiecTByBa BB3MOXKHOCT 32 HaMalleHa €PUKaCHOCT NPH
npunarane Ha DARZALEX nHXeKIMOHEH pa3TBOP 3a MOJKOKHO NpuiIokeHHe (BX. Touku 4.2 u 5.2).

TloMoIIHH BeniecTsa

To3u nexkapcTBeH NPOAYKT Chabpxka copouton (E420). [TamueHTn ¢ HacaeaCTBEHU IPoOIeMH Ha
HermoHocuMocT KbM (pykro3a (HF]) He TpsiOBa 1a mpueMat To3u JIeKapCTBEH MPOYKT.

To3u 1ekapcTBEH MPOAYKT ChABPXkKA U Mmo-Majiko oT 1 mmol (23 mg) natpwuii Ha 103a, T.€. MOXKeE Jia ce
KaXke, 4e MPaKTUIECKH HEe ChIbprKa HATPUH.
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4.5 B3zaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMHu HA B3auMoelicTBHE
He ca npoBexaaHu MpOy4YBaHUS 3a B3aUMOICHCTBUATA.

Karo IgG1K MOHOKIIOHAITHO aHTHTSIIO, MAJIKO BEPOSITHO € OBOpedIHaTa eKCKpenrs U MeTa0OoIN3MbT Ha
WHTAKTEH apaTyMyMa0, MeJIMHPaH OT YePHOIPOOHUTE SH3UMHU, JIa MPEJICTABISBAT OCHOBHH ITHTHINA
Ha enmuMuHUpane. Karo Takupa, BapualuuTe B JICKapPCTBO-META00IM3UPAIIUTE CH3UMHU, HE CE OYaKBa
Jia TIOBITUSISIT SIIMMUHHUPAHETO Ha Aaparymymad. [lopany BHCOKUS ahUHUTET KbM YHUKAICH SITUTOI
Bepxy CD38, napatymyma0 He ce oyakBa Ja MPOMEHH JIeKapCTBO-META0OIN3UPAIINTE EH3UMH.

Kimuanunute GapMakOKHHETUYHH OIICHKH € JIEKapCTBEeHU (OopMH Ha 1apaTryMyMal 3a HHTPABEHO3HO
WM TTOJIKOKHO TPHJIOKEHHE U JIEHATUIOMU], TOMATUAOMUI, TATHAOMUA, 60pTe30Mub, MendanaH,
MPEIHU30H, KapPhui3oMuo, MUKIodhochamMu U TeKCaMeTa30H He MOKa3BaT KIMHUYHO 3HAYUMO
B3aMMOJICHCTBHUE OT THIIA ,,JIEKAPCTBO-JICKAPCTBO  MEXKTY apaTyMyMal U Te3U HUCKOMOJICKYJIHU
JIEKapCTBEHU TPOAYKTH.

BausiHue Ipy MHAMPEKTEH aHTUNIIOOYJINMHOB TecT (MHaupeKkTeH TecT Ha Coombs)

Haparymymab ce cebp3Ba ¢ CD38 ma RBCs u unTepdepupa ¢ TecToBe 3a CbBMECTUMOCT,
BKJIFOUHMTEITHO CKPHHHUHT 32 aHTHTEINA U KPhCTOCaHa Mpoda 3a ChBMECTUMOCT (BXK. Touka 4.4).
MertoauTe 3a HaMansBaHEe Ha BIMSHUETO HA JapaTyMyMal BKJIFOUBAT TPETUPAHE HA EPUTPOLIUTUTE C
pearent mutuorpentoln (DTT), 3a ga ce paskbca Bpb3KaTa ¢ JapaTyMmyma0, Wi IPYyTH JOKAITHO
BaMJMPaHH MeTOIU. Thil KaTo ONpeAessHeTo Ha KpbBHA Tpyna o cuctemara Kell cpiio e
YyBCTBHUTEJIHO KbM TpeTupane ¢ DTT, cien nskimouBane uiv WACHTHGHUIUpaHEe HA aJlOaHTHUTENA,
korato ce usnomsar RBCs, Tperupanu ¢ DTT, TpsidBa na 6b1aT noctaBenu Kell-otpunarenau
€AMHUIM. 3a pa3lrKa OT TOBa, BUHATH MOJKE J1a c€ MMa NpeaABn GEHOTUIMPAHE WU TeHOTHIIUPAHE
(Bk. Touka 4.4).

Bumsaaue npu enexkrpodopesa Ha CEpYMHUTE IPOTENHN U UMYHO(DUKCALHS

Hapatymymab Moke 1a ce OTKpHe mpu enekTpodopesa Ha cepymuute nporennn (SPE) u npu
umyHopukcanus (IFE), n3non3sanu 3a MoHUTOpHpaHe HA MOHOKJIOHAJTHUTE UMYHOTII00ynuHK (M
npotenH). ToBa Moxe 11a noBese 10 GanmuBo monoxutenay pesyiaratu ot SPE u IFE npu manuenTn
¢ IgG xana MueroMeH NMpOTerH, MOBIMSBAIM HavyaTHaTa OIlEHKa Ha IIBJIHUS OTTOBOP CIOPE
KpuTepunuTe Ha MexayHapoaHaTta pabotHa rpyma no muenom (International Myeloma Working
Group, IMWG). Ilpu nanueHTuTe ¢ MEPCUCTHPAL MHOTO A0OBDP YaCTHUEH OTTOBOP, IPH KOUTO UMa
ChbMHEHHE 32 BIIMSTHUE Ha Japarymyma0, Tps0Ba 1a ce 0OMHCIIH U3Moa3BaHeTo Ha Banuaupad [FE
aHanm3, crienu@uIeH 3a JapaTyMmyMa0, 3a Jia ce pa3rpaHudd JaparyMmyMmad OT OCTaHAINTE €HIOTCHHH
M npoTtenHHu B cepyMa Ha MAalMeHTa 3a yJIeCHABaHE HA ONPEACIIIHETO Ha IIbJICH OTTOBOP.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

JKenu ¢ nerepojieH NOTEHIMAN/ KOHTPALEIIIHAS

JKenu ¢ nereponieH noTeHMan TpsAOBa Ja U3MOI3BaT ePEeKTUBHA KOHTPAIIETIIHS IT0 BpeMe Ha U JI0
3 Mecena cnen criupane Ha nedenueto ¢ DARZALEX.

BpemeHHoCT
Januu oT ynorpebaTa Ha gapaTyMmyma0 mpu OpeMEHHH JKCHU JIMIICBAT WK Ca OTPaHUYCHH.
IIpoyuBaHusATa IPH )KUBOTHHU Ca HEAOCTATHYHHU 10 OTHOIICHHUE HA PEMPOAYKTHBHATA TOKCHYHOCT (BXK.

touka 5.3). DARZALEX He ce npenopbyBa 110 BpeMe Ha OpEMEHHOCT 1 IIPH KEHH C JIETePOJICH
MOTEHIXAN, KOUTO HE W3MOI3BAT KOHTPALICTILIHSL.

Kbpmene

He e u3BecTHO manu napatymymab ce eKCKpeTnupa B KbpMara.
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He Moxe 1a ce M3KIII04N pUCK 32 HOBOPOJCHUTE/KbpMadeTaTa. TpsOBa /1a ce B3eMe pelIeHne Jaji 1a
ce MPeyCTaHOBH KbPMEHETO WIIM J1a ce TIpeyCTaHoBH/He ce mpuioku Tepanusita ¢ DARZALEX, kato
ce B3eMaT NPEABU] I1013aTa OT KbPMEHETO 3a JIETETO U [10J13aTa OT TEpalusITa 3a KeHara.

depTunurer

Hsma HanuyHM maHHM, 3 J1a ce ONpeeNsT MOTEHIIHATHUTE eeKTH Ha apaTyMmyMal BbpXy
(bepTHINTETA IPH MBKE WM XKeHHU (BXK. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTa 32 modupaHe u padoTa ¢ MAINHH

DARZALEX He noBiusiBa WK MOBIIKSABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe u pabora ¢
MmamuHy. MiMa obaue choOmeHns 3a yMopa Mpy NalueHTH, IpUeMally 1apaTyMyMal, 1 ToBa TpsiOBa
Jla ce MMa TIpeaBU IpH modupane u padoTa ¢ MaITuHA.

4.8 Hexenanu JeKapcTBeHH peaKuu

Pesrome Ha mpodumiia Ha Oe30macHOCT

Haif-yecTute HeXXenaHu peakuy Ha JapaTyMyMal (3a MHTPaBEHO3HO WITH 32 MOJIKOKHO PUIIOKEHHE)
OT Besika crerneH (> 20% OT ManueHTHTe), KOraTo ce MpHjiara KaTo MOHOTEPAIH s HIIH KaTo
KoMOWHHMpaHo neueHue, ca IRR, ymopa, ragene, auapus, 3amnek, MTUPEKCHs, KalUTHIA, HEYTPOIICHUS,
TpoMOOLIUTOIICHHS, aHEMUSI, IepudepeH eneM, nepudepHa ceH30pHa HEBpOMaTus U MHpeKnus Ha
TOpHUTE TUXaTe]H IbTHIa. CepHO3HUTE HEXKENaH! PEaKIUK ca THEBMOHHMS, OPOHXUT, MHMEKIHS Ha
TOPHUTE TUXaTeHH TBTHIIA, CENICUC, 0eI0IpOOeH OTOK, TPUTI, TUPEKCHS, IeXUAPATALH, TUAPHS,
NpPEACHPIHO MBXKJIEHE U CHHKOII.

[IpoduabT Ha 6e3omacHocT HAa DARZALEX 32 moaKoKHO MIPHITOKEHUE € TT01I00eH Ha TO3H 3a
MHTPABEHO3HO MPUJIOKEHHUE C U3KITIOYEHNE Ha Mmo-HKucKaTa yectoTra Ha IRRs. B npoyusane MMY3012
¢aza Il HeyTponieHHSs € eIMHCTBEHATA HEXEeIaHa peakiiys, ChoOIeHa ¢ > 5% Mo-BUCOKa YECTOTA MPH
DARZALEX 3a moIKo»XHO IPUJIOXKEHHE B CPABHEHUE C MHTPABEHO3HUS 1apaTtyMyMal (cTerneH 3

i 4: ceorBeTHO 13% crp. 8%).

TabauyeH CIUCHK HA HEXKEIAHUTE PECAKIINHN

B Tabmuna 6 ca 00001eHH HEKETaHUTE PEAKIMU, Bb3HUKHAIN TIPU NAI[UCHTH, T0JTy4YaBaid
DARZALEX — napatymyma0 3a OJKOKHO NMPHJIOKEHUE UITH MHTPABEHO3HO MPUIIOKEHHE.

HannuTte otpassiBat excriozunmara Ha DARZALEX 3a nonkoxxHo npuinoxkenue (1 800 mg) npu

639 nanuentu ¢ MHOXecTBeH MuenioM (MM). JlanauTe BritouBat 260 MalMeHTH OT aKTUBHO
KOHTPOJIMPAHO KIMHUYHO M3nuTBane (mpoyuBane MMY3012) daza III, monyuaBaim DARZALEX
WH)XEKLHMOHEH Pa3TBOP 32 MMOAKOKHO MPUIIOKEHUE KaTo MOHOTepamus U 149 manueHTy OT akTUBHO
KOHTPOJIMPaHO KIMHIYHO npoyuBane ¢asa Il (MMY3013), nonyuaBar DARZALEX noakoxHO B
KOMOMHAIMS ¢ TOMaTUAOMU U iekcamera3oH (D-Pd). lanHuTe oTpassiBat U TpU OTKPUTH KIMHUYHU
MIPOYy4YBaHus, IPU KOUTO nanueHTure noayyaBaT DARZALEX nHXeKIMOHEH pa3TBOp 3a NOJK0KHO
npuiiokeHue nin karo monoreparmug (N=31, MMY 1004 u MMY 1008), niiu MMY 2040, B koeTo
nanuenTute noirydaBar DARZALEX MHXEKIIMOHEH pa3TBOP 32 MOAKOKHO MPIIIOKEHHUE B
KOMOMHaIUs ¢ 6opre3omu0d, Mendanan u npeaan3zoH (D-VMP, n=67), neranumomMu u 1ekcaMeTa3oH
(D-Rd, n=65) nmu 60prezomud, nenamugomu u aekcamerazon (D-VRd, Nn=67). Ocen ToBa, JaHHNUTE
oTpazsBar excrozuipsTa Ha 193 nanueHTr ¢ HoBojmarnoctuimpana AL aMuiion1o3a oT akTHBHO
KOHTPOJIMPaHO KIMHIYHO npoyuBane ¢asa Il (AMY3001), B koeTo manueHTuTe ca noyJaBain
DARZALEX noakoxHo B KOMOMHAIMs ¢ 6opTe3oMu0, mukiIopochamun u aekcamerazon (D-VCd).

JanuuTe 3a 0€30MaCHOCT OTPa3sBaT ChIIO EKCIO3UIIMATA HA 1apaTyMyMal 3a HHTPaBEHO3HO

npunoxenue (16 mg/kg) npu 2 324 manueHTy ¢ MyJITUIUIEH MUesIoM, BKIrouuTenHo 1 910 nanuenTy,
KOMTO ca MOJIyYWIN IapaTyMyMal 3a MHTPABEHO3HO TIPHIIOKEHHE B KOMOWHAIIHMS C OCHOBHH CXEMH Ha
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nedeHue U 414 manyMeHTH, KOUTO ca MOMYYHIH Japatymymad 3a HHTPaBEHO3HO MPUIIOKEHUE KaTo

MOHOTEpaIus. HOCTMapKeTI/IHI‘OBI/ITC HCXKCJIaHN p€aKIMU CHIIO Ca BKIIFOYCHHU.

YecToTHUTE CE ONMpeaeaT kato MHOTO decTH (> 1/10), yectu (> 1/100 g0 < 1/10), vewectu (> 1/1 000
10 < 1/100), peaxu (> 1/10 000 o < 1/1 000 ) u muoro peaxu (< 1/10 000). ITpu Besiko rpyHupaHe mo
4eCTOTa, HeKEJIAHUTE JICKAPCTBEHHU PEAKIMH Ca TIPSICTABCHN B HU3XO/ISII PE [0 OTHOIICHNE Ha

TAXHaTa CCPUO3HOCT.

Ta6auuna 6:

Hexenanu peakiuu nNpy NanUeHTH ¢ MYJITHIIEH MueaoM u AL amuiionosa,

JIEKYBAHH € 1apaTyMyMal 3a MHTPABEHO3HO WJIM MOJAKO0KHO NMPUJI0KeHHe

Cucremo-opraneH Hexesnann peakuust Yecrora Yecrtora (%)
KJac Besika crenen 3-4
cTelneH
HNndexnunn n WHdexuus Ha TOPHUTE Mmuoro uectu | 37 2
undecrauuu JUXaTeJTHU MbTUIIa’
ITHeBMOHHMS 17 10
Bponxut? 14 1
WHdexnus Ha MUKOYHHUTE Yectu 6 1
MBTUIIA
['pun 4 1%
Cencuc? 4 3
COVID-19* 7 4
I{uTomeranBupycHa uHdekus® | Heuectu <1 <1*
PeakTuBHpane Ha BUpyca Ha <1 <1
xenartut B?
Hapymenus na Heytpomnenus® Mmuoro wectn | 39 33
KpbBTa M auMpHara | TpomOonuToneHus® 29 17
cucTemMa Anemus® 27 12
Jlumdponenns® 14 11
JleBkonenwus® 11 6
Hapymenns na XumoramarnoOyJInHeMHs” Uectn 2 <1*
HMYHHATA CHCTEMa AnapunaktuuHa peakiys’ Peaxu - -
Hapyumienns Ha Hamanen anerur Mtuoro yectu | 10 1
MeTadoIu3Ma U XunepriauKeMus Yectu 6 3
XpaHeHeTo Xunokanuuemus 5 1
Jlexuaparanus 2 1#
Heuxuann be3cbHue Msmoro yectn | 15 1#
HapyLUeHHUs!
Hapymenus na [lepudepna cenzopna Mmuoro yectu | 26 3
HEpPBHATA CHCTeEMA HEBPOMATHUS
['naBoGosue 10 <1*
3amaiiBane Yectu 9 <1*
Ilapecresus 9 <1
CuHkom 3 2"
Cobpaeunn [IpencwpaHo MbxeHe Yectu 3 1
HapyHIeHust
CobaoBu HapymieHusi | XunepToHUs Yectu 9 4
PecnimpaTopum, Kanumna? Mmuoro wectn | 21 <1*
TPbAHN U Hucnnes® 18 2
MeIHACTHHAJIHHU benonpoben oTok? Yectn 1 <1
HapyLIeHHUst
CToMalIHO-YpeBHH Huapus MHuoro wectn | 29 4
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3anex 28 1
Tanene 22 1%
IToBpbIIaHe 14 1#
[Mankpearut? UecTtn 1 <1

Hapymenus Ha Oo6pus Mmuoro uectu | 10 1*

KOKaTa H Copbex Yectu 6 <1*

MOJAKO0KHATA ThbKaH

Hapymenus Ha Bosika B rppba Mmuoro uectu | 16 2

MYCKYJIHO- MycKyaHM cria3Mu 11 <1*

CKeJIeTHATA CHCTeMAa | Aprpairus 10 <1#

U ChbeINHUTETHATA MyckynHo-cKeneTHa 6oka B Yectn 6 <1

TbKaH I'bpPOUTE

O0mm Hapymennss u | Ymopa Muoro yectu | 23 3

e()eKTH Ha MSICTOTO ITepudepen orox® 22 1

Ha NPHJIOKEHHE [Tupekcus 22 1
ActeHus 18 2
CryaeHu TpbIKH Yectu 8 <1*
Peakiinu Ha MSICTOTO Ha 8 0
HWHKEKTHpaHe ™

HapansiBanus, Peakuuu, cBbp3anu ¢

OTpPaBSIHUSA U uH)y3usTa®

YCJ0KHEHUS, Hapatymyma6 3a uHTpaBeHo3HO | MHoro yectn | 39 5

BB3HUKHAIHN B HPUIIOKECHUE

pe3yJaTaTt Ha Hapatymyma0b 3a OAKOXHO Yectn 9 1%

WHTEPBEHIINU NpUIoKeHue"

# Bes crenen 4.

a
6

Tloxa3Ba rpynupaHe Ha TEpPMHUHU.
B®3 ocHOBa Ha MOCTMApKETUHIOBH HEXETAHH PEAKIIH.

PeaKL[I/II/ITe, CBBpP3aHH C I/IH(l)yBI/ISITa, BKJIFOYBAT TCPMHUHU, ONIPEACIICHU OT U3CIICAOBATCIIMTE KaTO CBbP3aHU C

UHQY3UA/MHKCKINSA Ha 1apaTyMyMa0.
Peaxnuu Ha MSICTOTO Ha MH)KEKTHPAHE BKIIOYBAT TCPMHHH, OTIPEICIICHN OT U3CIIE0BATEINTE KATO CBBP3aHU C
WHXKEKIHS Ha Japatymymao.

" YecroTa BB3 OCHOBA CaMO Ha IIPOYYBAHHUS Ha 1apaTyMyMab 3a IIOAKOKHO Ipmwioxenue (N=832).

¢ Yecrora B3 OCHOBA CaMO Ha IIPOYYBaHMs Ha JApaTyMyMal 3a HHTPaBeHO3HO Ipwioxenue (N=2324).

3abenexka: Bp3 ocHOBa Ha 3 154 manueHTH ¢ MyNITUILICH MUeTIoM i AL aMHIIOn103a, JIEKyBaHH ¢ AapaTyMymal 3a
MHTPAaBEHO3HO MM JapaTyMyMab 3a MOAKOMKHO MPUIIOKEHHE.
YecroTaTa ce OCHOBaBa Ha IMOJTPyMa OT MALMEHTH, KOUTO ca MOJIyYHIM Hali-MaJIKo €/lHa /1032 OT IPOYYBAHOTO JICYCHUE
Ha wn cien 01 pespyapu 2020 r. (Haganoro Ha nangemusita COVID-19) ot mpoyusanust MMY 3003, MMY 3006,
MMY3008 u MMY3013.

Onucanue Ha U30paHu HEXKEJIaHU PEaKLIuU

Peakyuu, cevpzanu ¢ ungysusma (IRRS)

B ximHn4HATE ipoyuBaHus (MOHOTepanus u komOuHnpanu jedeHus; N=832) c DARZALEX 3a
MOJIKOKHO TpriiokeHne yectorara Ha IRRS ot Besika creren e 8,2% mpu mbpBaTa HHXKEKIHS Ha
DARZALEX (1 800 mg, cenmuna 1), 0,4% npu nrkekuusita Ha ceamuia 2 u 1,1% npu
nocneaBamuTe nHxekun. IRRS crenen 3 ca nabmogasanu mpu 0,8% ot marmentute. Huto eaun ot
namuenture HaMma IRRS cremen 4.

[puznanure u cumnromute Ha IRRS Moyke 1a BKIIIOYBAT pecIMPaTOPHU CUMIITOMH, KaTo Harp.
Ha3aJHa KOHTeCTHsI, KallUTUIIA, Pa3HEeHe Ha IbPJIOTO, IePrUiYeH PHHUT, CBUPKAIIU XPHUIIOBE, KAKTO U
nHupeKcusi, 00JIKa B I'bPIMTE, ChPOEK, CTYICHH TPBIIKH, TIOBPBIIAHE, TaJeHe, 3aMbIJICHO 3pEHHE U
xunotoHus. HabnroaBanu ca TEKKU peaklyy, BKIFOUYUTEITHO OPOHXOCIAa3bM, XUIIOKCHS, TUCITHES,
XHUICPTOHHS, TAXUKAPIUS U OYHH HEKEJAHU PEaKIluy (BKIFOUUTEITHO XOPOUIAJICH U3JIUB, OCTpa
MHOIIHS K OCTPa IJIayKoMa ChC 3aTBOPEH bI'biI) (BXK. TOUKa 4.4).
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Peaxyuu na msacmomo na unoscexmupane (PMHU)

B ximuamaamTe npoyuBanust (N=832) c DARZALEX 3a moIKoXHO MPUIIOKEHHE YecToTaTa Ha
peaKIuy Ha MACTOTO Ha MHXKEKTUPAHE OT Besika cterneH e 7,7%. He ca nabmonaanun PMU crenen 3
wnu 4. Hali-uectara (> 1%) PMU e epurem.

HUngpexyuu

[Tpu marueHTUTE C MYJITUIUICH MUEIIOM, MTOJy4YaBallld MOHOTEpaIus ¢ JapaTyMmyma0, obiara
yecToTaTa Ha HH(EKun e mogo0Ha Mexay rpynute Ha DARZALEX 3a mOAK0KHO MPHIIIOKEHUE
(52,9%) n naparymymab 3a naTpaBeHo3Ho npunoxenue (50,0%). Madexkuun ot crenen 3 uinn 4 chIo
BB3HUKBAT C 10JJ00Ha yectoTa npu DARZALEX 3a noakoxHo npunoxenue (11,7%) u napatymymad
3a uHTpaBeHo3HO npuiioxkeHue (14,3%). [ToBeuero nHDEKIMK Ce MOAIABAT HA JICUSHUE U PSIIKO BOJIAT
JI0 IPEYCTAaHOBSIBaHE Ha JieYeHNUETO. [[HEeBMOHMSI € Hali-uecTo choOIaBaHaTa HHPEKIHsI CTereH 3

win 4 B IPOy4YBaHUATA. B aKTHBHO KOHTPOJIUPAHUTE MTPOYYBAHUS IPEYyCTAHOBSIBAHE HA JICUCHUETO
nopaau nH(peKuy HacThBa npu 1-4% ot manuenture. MHDekuuTe ¢ neTaneH u3Xoa ce IbbKaT
MPETNMHO HA TTHEBMOHUS H CETICHC.

[pu manyeHTUTe ¢ MyJITUIUICH MUEIIOM, MOTy4YaBallld HHTPAaBEeHO3HA KOMOMHUpPaHa TePaItusi C
nmapatymyMa0, ce ch00IIaBaT KaKkTo ClieBa:

WNudexnnn crenen 3 win 4:

[MpoyuBanus Ha penunuBupainn/pedpakrepan nauuentu: DVd: 21%, Vd: 19%; DRd: 28%, Rd: 23%;
DPd: 28%.

[IpoyuBanus Ha HOBoaUarHoctumpanu nanuent: D-VMP: 23%, VMP: 15%; DRd: 32%, Rd: 23%;
D-VTd: 22%, VTd: 20%.

Wudexiyu crenen 5 (yieTainu):

[poyuBanus Ha peuuauBupany/pedpakrepan mapenta: DVdA: 1%, Vd: 2%; DRd: 2%, Rd: 1%;
DPd: 2%

ITpoyuBanus Ha HOBOAUArHOCTHIMpaHH narent: D-VMP: 1%, VMP: 1%; DRd: 2%, Rd: 2%;
DVTd: 0%, VTd: 0%.

IIpu maneHTH ¢ MyJITUIIIIEH MUEJIOM, MoJTy4aBaiy komonaupana tepanus ¢ DARZALEX 3a
MIOJIKO’KHO TIPUIIOKEHHE, c€ ChOOIIaBaT CICTHUTE PEaKIHN:

Nudexipn crenen 3 wim 4: DPd: 28%, Pd: 23%

Nudexiuu crenen 5 (reranuan): DPA: 5%, Pd: 3%

Jlerennma: D=nmapatymyma6; Vd=6opre3omub-nexcamerason; Rd=nenannmomun-nexcamerason; Pd=nomannmgomus-
nekcameTazon; VMP=6opre3omub-mentanan-npeann3on; VTd= 60pTe30Mub-Tamu oMuI-1eKcaMeTa3oH.

[Tpu marmentn ¢ AL amuionnosa, mory4asany komOuanpana teparmus ¢ DARZALEX 3a moakoxHO
MIPUJIOKEHUE, Ce ChOOIIaBaT KaKTO CJIe/Ba;

Crenen 3 win 4 nuadexnun: D-VCd: 17%, VCd:10%

Crenen 5 uadexpn: D-VCd: 1%, VCd: 1%

Jlererna: D=maparymyma0; VCd= 60pre3oMud- nuknodochaMua-aekcaMmera3on

Xemonusza

ChllecTBYBa TEOPETUYCH PUCK OT XeMOJIM3a. T03u CHrHaJI 110 OTHOIIIEHUE Ha 0€3011aCHOCTTA IIe Obe
IOJ1 HETIPEKhCHATO HAOJIOCHUE TIPH CHOMpPaHe Ha JaHHM 32 0€301MaCHOCT OT KIIMHUYHH MPOYYBAHUS
Y IOCTMAPKETUHIOBU JaHHH.

Cwpoeunu napyuenus u kapouomuonamus, cevp3ana ¢ AL amurouoosama

IToeuero manmenTrt B AMY3001 umar kapauomuonarus, CBbp3ana ¢ AL amuiiono3ara, Ha U3XOIHO
H1BO (D-VCd 72% cripsmo VCd 71%). Cbpaeunn HapymeHus creneH 3 wii 4 Bp3uksat npu 11%
ot manuentute Ha D-VCd B cpasuenne ¢ 10% ot marmenTture Ha VCd, 10KaTo cepro3Hy ChbpACYHH
HapyIlIeHHs Bb3HUKBAT 1pH 16% crpsimo 13% ot manuenTute chorBeTHo Ha D-VCd 1 VCd.
Cepuo3HHTE ChPACYHU HAPYIICHHUSI, Bh3HUKBAIIY MPU >2% OT MAIMEHTHUTE, BKJIFOUBAT ChpACYHA
menocrarpunoct (D-VCd 6,2% cop. VCd 4,3%), cepaeden apect (D-VCd 3,6% cripsimo VCd 1,6%) u
npencbpaHo mbxaeHe (D-VCd 2,1% capsmo VCd 1,1%). Benuku nanuent Ha D-VCd, nosiyuniu
CEPHO3HU WIIN JICTATHU ChPJICYHHU HAPYIICHHS, UMAT KapAHNOMHUOIIATus, CBhp3aHa ¢ AL
aMUJION103aTa, Ha U3X0HO HKBO. [lo-TosiMaTa MeMaHa Ha IPOABIDKATEIIHOCT Ha JICYSHUETO B
pamoto ¢ D-VCd B cpaBrenue ¢ pamoto ¢ VCd (chotBeTHO 9,6 Meceria crpsimo 5,3 mMecemna) TpsibBa 11a
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ce MMa MpeBUJI PU CPaBHEHHE Ha YeCTOTaTa Ha ChPACYHHN HAPYIISHIS MEXIy IBETE TPYIH Ha
nedeHue. YecToTuTe, KOPUTHPAHA CIIPSMO SKCIIO3UITHATA (OpOit ManmeHTn ¢he ChOUTHE Ha

100 manmeHTO-Mecena B PUCK), OT BCHUKUTE ChpACYHHU HapylieHus creneH 3 win 4 (1,2 cnpsmo 2,3),
cbpaeuna Hegoctarsunoct (0,5 crpsmo 0,6), cepaeden apect (0,1 crpsmo 0,0) u npeacspaHo
mexaere (0,2 cupsimo 0,1) ca cpaBEHEME cHOTBETHO B pamoTo ¢ D-VCd cipsmo pamoro ¢ VCd arm.

ITpu Meauana Ha npocienasane ot 11,4 Mecena Bcuukute cMbpTHU ciydan (D-VCd 14% crpsmo
VCd 15%) B mpoyuBane AMY3001 ce apmkar npeuMHO Ha KapIHOMHOIIATHs, CBbp3aHa ¢ AL

aMuJIon103aTa, B IBCTC paM€Ha Ha JICUHCHUC.

JlpyTu crieliMajaHy MONyIaluu

B mpoyuBaneto ¢aza Il MMY3007, xoeto cpaBHsBa jeuenneTo ¢ D-VMP ¢ neuennero ¢ VMP mpu
MALUEHTU C HOBOJUArHOCTULUPAH MYJITUIUIEH MUEJIOM, KOUTO HE €a MOAXOMAAIIHN 32 aBTOJIOXKHA
TPaHCIUIAaHTALMs HA CTBOJIOBU KJIETKHU, aHAJIM3BT Ha 0€30I1aCHOCTTA MPH MOArpyIaTa MalueHTH C
(GyHKIHOHANICH CKOp IO cKanaTa Ha V3TouHaTa KoonepaTHBHa OHKOIOrn4Ha rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), choTBeTCTBa Ha 00IIaTa
nomnyamus (BXx. Touka 5.1).

Hayuenmu 6 cmapuecka 6v3pacm

Ot 3 549 nanueHTH, KOUTO NOIy4aBaT JapaTymyMad (n=832 moJKoXHO mpuioxenue; n=2 717
MHTPaBEHO3HO NPUIIOKEHNE) B IPENOPbUYUTENHATA 1033, 38% ca Ha Bb3pacT oT 65 10 nmox 75 roauHwy,
a 16% ca Ha BB3pact 75 unm noseue roauHu. He ca HaOmogaBanu oOLIH pa3iuKy B €(eKTHBHOCTTA
BB3 OCHOBA Ha Bb3pacTTa. YecToTaTa Ha CEpHO3HUTE HEKETAHU PEAKIMU € TI0-BUCOKA MIPH I10-
BB3PACTHUTE, OTKOJIKOTO NPH MO-MiIafguTe nauueHTy. Cpen NauueHTUTe ¢ peuIuBUpal 1
pedpakreper MmynturuieH muenoM (n=1 976), Hali-4ecTUTe CEPHO3HN HEXKETaHN PEaKIINH, TIOSBIBAIII
ce M0-4eCTo MpH MAIMeHTH B CTapuecka Bb3pacT (=65 roanHn) ca mHeBMOHUS U cerncuc. Cpen
MalMEeHTUTE C HOBOAUATrHOCTULIMPAH MYJITUIIJICH MHUCJIOM, KOMTO HE Ca MOAXOAAIIH 3a aBTOJIOXKHA
TPaHCIIAHTAIMS Ha CTBOJIOBH KIIeTKH (n=777), Hali-uectaTa cepno3Ha HeXellaHa PeaKius, KOsATO ce
cpellia 1mo-4yecTo MpHy MaIMeHTH B cTapuecka Bb3pacT (=75 roavnn), e mHeBMoHus. [Ipu nanuenTure c
HoBoMarHoctuiupana AL amunonnosa (n=193) Hali-uecTara cepro3Ha HEXellaHa PeaKilus,
BBH3HHUKBAILA [10-YECTO IIPU XOpaTa B cTapyecka Bb3pacT (=65 roAuHu), € MTHEBMOHHUSL.

Crol1aBane Ha I0JI03UPAHU HEXKEJaHU PEAKIIUH

Cpo01aBaHeTo Ha MMOI03MPaHN HEKeJIaHU PEAaKLUH CIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHUS
NPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIBIDKH HAOIIOACHUETO Ha ChOTHOIICHUETO T0JI3a/PHUCK 3a
JeKapcTBEeHUS MPoAYKT. OT MEAULIMHCKUTE CIIEUAIMCTH C€ M3UCKBA Ja ChOOIIaBaT BCAKa
N0JJ03MpaHa HeXelaHa Peakiysl Ype3 HallMOHAIHATa CCTeMa 3a ChOOIIaBaHe B:

W3nbiaHUTENHA areH1us 1o JeKapcTBara

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

4.9 TIlpemo3upane

CHUMIOTOMH U IPU3HALIA

JluncBa onuT MO OTHOULIEHUE HA MPEAO3UPAHE B KIMHUYHU NPOYUBAHHUS.
Jleuenue
He e u3BecTeH crienuduyeH aHTUIOT NpH Npeo3upaHe ¢ gapatymyma0d. B cirydaii Ha mpeno3upane,

MaluCHTHT Tp$[6Ba Ja ce Ha6n}011aBa 3a MpyU3Halu Uik CUMIITOMH Ha HEXKEJIaHU pCaKIU 1 Tp;1613a Ja
C€ 3aII0YHE BCIHAara rnoaxoAqamno CUMIITOMAaTUYHO JICYCHUC.
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5. ®APMAKOJIOTUYHU CBOHMCTBA
51 d@apmakoaMHAMMYHU CBOICTBA

dapmMakoTepaneBTHIHA rpyna: AHTHHEOIIACTHYHN CPECTBA, MOHOKJIOHAIHH AHTUTE A U KOHIOTaTH
anTUTsII0-1eKapcTBo, CD38 (kabcrepu Ha nudepennnarus 38) nuxudburopu, ATC xox: LOIFCOL.

DARZALEX WHXEKITHOHEH Pa3TBOP 3a MOIKOKHO MPHIIOKEHHE ChIIbPika PEKOMOMHAHTHA YOBEIITKA
xuanmyponunasa (rHuPH20). rHuPH20 peiicTBa mokanHO 1 PexoIHO, KaTo pa3rpaxk/ia XuarypoHaHa
((HA), ecrecTBeH TIMKOAMHHOTIIMKAH, HAMHpAIIL CE B IIEIIHsI OPraHU3bM) B eKCTpallellylapHaTa
MaTpHIla Ha MOJKOKHOTO MPOCTPAaHCTBO Upe3 pas3lieNBaHe Ha Bpb3KaTa Mexay aBata Buaa 3axapu (N-
aeTIITIIIOKO3aMUH | TIIIOKYPOHOBA KUCeNnHa), KouTo cberaBaT HA. rHuPH20 nma momry:xuBoT B
koxkata o 30 munyTH. HuBaTa Ha XuanypoHaH B OAKOKHATa ThKaH ce BPBIIAT KbM HOpMAaTa B
pamkute Ha 24 10 48 yaca mopaau Obp3aTa OMOCUHTE3a HA XUATyPOHAH.

MexaHnu3sM Ha IEWCTBHE

Haparymyma6 e [gG 1k 9oBemKo MOHOKIOHAIHO aHTUTSUIO (MAD), koeto ce cBbp3Ba ¢ CD38
NPOTEHHA, eKCIIPECHPaH Ha TIOBbPXHOCTTA Ha KIETKUTE IPH PEANIA XeMATOJIOTUIHH 37I0KaueCTBCHN
336OH51B3HI/I$1, BKJIIOYUTCIHO KJIOHAIHUTE IJIa3SMATUYHU KJIICTKU IPU MYJITUIUICH MUCIIOM U AL
aMUJION103a, KAKTO U APYTH BUJIOBE KJIETKH U Thkanu. CD38 nmpoTrenH uMa MHOKECTBO (DYHKITUH,
KaTO pelenTop-MeIurpana aJxe3us, CATHAIM3AMs U eH3MMHa aKTHBHOCT.

VYcraHoBeHo e, ue qapaTymymabd HHXHOMpa MOIIHO iN Vivo pactexxa Ha CD38-excnipecupariure
TYMOPHH KJIETKH. Bb3 ocHOBa Ha iNn Vitro mpoy4BaHus, 1apaTymyMal MOXe 8 yIpaKHsBa
MHOXECTBEHH €(eKTOPHU (PYHKIMH, BOJCLIN 1O IMYHHO-MEANUPaHa TyMOpPHA KJIeThYHa CMBPT. Te3n
NPOYYBaHUS MMOKA3BaT, 4e AapaTyMyMmad MoKe J1a HHAYIHpa TyMOpPEH pa3majl upe3 KOMILIEMEHT-
3aBUCHMAa IIATOTOKCHYHOCT, aHTUTSIIO-3aBUCHMa KIIEThUHO-MEIUHPaHa IUTOTOKCHYHOCT U aHTUTSIIO-
3aBUCHMAa KIIeThYHa (paronnTosa mpu 3J10KadecTBeHu 3abomsiBaans ¢ excrpecust Ha CD38. Enna
cyOnomnyanus Ha MueIouaHu cynpecopHu kietkn (CD38+MDSCs), perynaropuu T-KkieTku
(CD38+Tregs) u B-knetkn (CD38+Byegs) HamassiBa oT napaTrymymad-MeJuupaH KJIeThUCH JIM3HC.
NsBectHO € cbino, ue T kierkute (CD3+, CD4+ u CD8+) excripecupar CD38 B 3aBuCHMOCT OT eTara
Ha pa3BUTHE U CTETEHTa Ha akTuBHpaHe. [Ipu neuenne ¢ naparymyma0 ca HaOIr01aBaHU 3HAYNTEITHU
yBenuueHust Ha abcomoTtHus Opoii T-knetkn CD4+ u CD8+ u nporieHTa Ha TUMQOIUTUTE B
nepudepHara KpbB U B KocTHUS M03bK. OcBer ToBa JJHK cekBenupane Ha T-kineTbueH peuentop
NOTBBPK/aBa, Y€ KJIOHATHOCTTA Ha T-KJIETKHUTE ce yBenuyaBa IpH JICYEHHE ¢ 1apaTyMyMao,
MOKa3BalKH UMYHOMOYJIHpAIy e(heKTH, KOUTO MOTaT Ja JONpPUHECaT 3a KIIMHUYEH OTTOBOP.

Hapatymyma0 nHIyLMpa anonrosa ing vitro cnej FC-Mequupano KpbCTOCaHO CBbp3BaHe. B
JOTTBJIHEHUE, napatrymyMad Mmoaynupa CD38 eH3uMHaTa akTHBHOCT, KATO MHXUOMpPA UKIa3HaTa
AKTHBHOCT Ha €H3MMa M CTUMYJIHpa XHUPOJIa3HaTa aKTHBHOCT. 3HAYMMOCTTA Ha Te3u IN Vitro epexTu B
KJIMHAYHU YCJIOBHSI, KAKTO U MOCIEIUIHITE 32 pacTexa Ha TyMopa, He ca 100pe U3sICHEHH.

(DaDMaKOJII/IHaMI/I‘IHI/I ed)eKTI/I

Knemxu ecmecmeenu youtiyu (NK) u T-xnemxu

3nae ce, ye NK kieTkuTe excrnpecupar Bucoku Husa Ha CD38 u ca 4yBCTBUTETHHU Ha TapaTyMyMao-
MeIMupaH KieTh4eH Jm3uc. [Ipu reuenue ¢ napatymymad ce HaOJIro/[aBa OHKEHHE Ha a0COIOTHHS
opoii u npouent Ha o6mmTe NK kinerku (CD16 + CD56 +) u aktusupanute (CD16 + CD56%™) NK
KJIETKH B TieprdepHaTa KpbB U KOCTHHsI MO3bK. Bhrpeku ToBa, m3xonaute HuBa Ha NK kieTkute He
MOKa3BaT BPb3Ka C KIMHAYHUS OTTOBOP.

HUmyHorennoct
[Tpu mo-manko ot 1% OT marueHTUTe ¢ MyATUIUICH MuelioM u AL aMuion103a, JIKYBaHH C

MOHOTEpanus u KOM6I/IHI/IpaHa TCepamnus C }_IapaTYMYMa6 3a NOAKOKHO IMPUWJIOKCHUC B KIIMHUYHU
IIpoy4BaHus, C€ Pa3BMUBAT B XOJla HA JICHCHUCTO aHTI/I')IapaTYMYMaG aHTUTCIA.
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[Ipn manmenTH ¢ MynTHILIEH MueTIoM U AL aMMIIon103a 4ecToTaTa Ha TOSIBSIBAILM CE B X0/a Ha
JICYCHUETO He-HeyTpanusupainy anTu-THuPH20 anTurena e 7,3% (55/750) npu nanueHTH, NOTYYHIN
i MoHoTepanus ¢ DARZALEX 3a moaxoXHO NPUIIOKEHHE UITH KOMOMHUpaHa Tepamnus ¢
DARZALEX 3a moakoxxao npuiokerrne. AHTA-rHUPH20 anTuTenara usriexaa He MOBIHSBAT
eKCITO3UIMATA Ha napatyMyMad. KimnHnaHOTO 3HaUYeHne Ha 00pa3yBaHETO HA aHTH-AapaTyMymal mim
autu-rHuPH20 anturena cnen neuenue ¢ DARZALEX 3a moaK0XXHO IPUIOKEHHUE € HEU3BECTHO.

Kinanuen onnt ¢ DARZALEX MHXEKIIMOHEH PAa3TBOP 3a MOJKOXKHO IpriiokeHue (dpopMma 3a
IMOJIKOKHO IPUJI0KEHHUE)

Monomepanus — peyuousupan/pepaxmeper Myamunien Mueiom

MMY3012, otkputo, pangoMusupano npoyusane dasa I1I 3a qokazBaHe Ha He O-MajKa e(UKACHOCT
(non-inferiority), cpaBHsiBa edukacHOCTTa U Oe30macHocTTa Ha jieueHne ¢ DARZALEX nmxekiuoneH
pa3TtBop 3a noakoxHo npunoxenue (1 800 mg) cnpsimo mapatymymat 3a HHTPABEHO3HO TPUIIOKEHHE

(16 mg/kg) mpu ManMeHTH ¢ PEHUANBHPAI WK pedpakTepeH MYITUILICH MUECIIOM, MOJTYYHITN Ha-
MaJIKO 3 MPeIXOHH JIMHUN Ha Tepanus, BKIIOYUTEIHO MpoTeasoMeH HHxuouTop (PI) n
uMyHOMoTynupario jekapctBo (IMiD), mmu xouto ca nBoitHOpedpakTepHu KbM jedeHue ¢ Pl u
IMiD. Jleuenunero mpoabsnkaBa 10 HEMPHEMIINBA TOKCUYHOCT WIJIH IIPOTPECHs Ha 3a00JITBAHETO.

00610 522 nanueHTH ca panaoMusupanu: 263 B pamoro Ha DARZALEX 3a 0JK0KHO NPUIIOKEHUE U
259 B pamoTO Ha JapaTryMmyMa0 3a HHTPaBEHO3HO MpUIIOKeHNe. M3xonHuTe nemorpadcku TaHHA U
XapaKTepPUCTUKH Ha 3a00JIsIBaHETO ca Mo00HN MEXy IBETe IPYNH Ha jiedyeHue. Menuanata Ha
BB3pacTTa Ha ManmeHTuTe € 67 rogunu (nquamnazon: 33-92 rogunu), 55% ca Mmbxe u 78% ca ot Osnara
paca. MennanaTa Ha TeryoTo Ha manueHTute € 73 kg (nnanazon: 29 — 138 kg). [lanmentute ca
noiayunian 4 (Menuana) NpeaxoaHu JUHAK Ha Tepanusi. O6mo 51% OoT nmanueHTHTe UMaT NpeaxonHa
aBTOJIO’KHA TPAHCIUIAHTAIIMS Ha CTBOJIOBU KjeTkH (autologous stem cell transplant, ASCT), 100% ot
MAIUSHTUTE ca JICKyBaHu nipeau ToBa U ¢ PI, u ¢ IMiD, u noBeueTo narueHTu ca peppakTepHH Ha
NpeaxoaHa CUCTEMHA Tepanus, BKiIouuTenHo u Ha PL, u va IMiD (49%)).

[Tpoy4BaHeTO OCTHIa CBOUTE CHITBPBHYHH KpaiHU TOUKH — 0011a crerneH Ha otroBop (ORR) criopen
Kkputepuute 3a oTroBop Ha IMWG (Tabnmuna 7) u MmakcumairHa Cirough TPEIU IPUIIATaHUTO HA J03aTa

OT IMKBI 3 1eH 1, (BK. Touka 5.2).

Tabjauna 7:  OcHOBHM pe3yJiTaTu oT npoyusaie MMY3012
Japarymyma0 3a | lapatymymao 3a
MO/IKOKHO HHTPaBeHO3HO
NMPUJI0KeHUe NpUJIoKeHne
(N=263) (N=259)
IIbpBuYHA KpajiHa TOYKA
0611 otroBop (SCR+CR+VGPR+PR), n (%)? 108 (41,1%) 96 (37,1%)

95% CI (%)

(35,1%; 47,3%)

(31,2%; 43,3%)

ChOTHOLIEHHUE Ha cTeneHuTe Ha 0TroBop (95% CI)°

1,11 (0,89; 1,37)

CR win mo-n106wp, n (%)

5 (1,9%)

7 (2,7%)

MHoro 100bp yactuyer otrosop (VGPR)

45 (17,1%)

37 (14,3%)

Yactugen otrosop (PR)

58 (22,1%)

52 (20,1%)

BropuyHa kpaiiHa ToYKa

YecToTa Ha peaklMu, CBbp3aHu ¢ HHPy3usaTa, n (%)"

33 (12,7%)

89 (34,5%)

[pexxuBsieMocT O€3 Mporpecus, Meceu

Meauana (95% CI)

5,59 (4,67; 7,56)

6,08 (4,67; 8,31)

Koedunuent Ha puck (95% CI)

0,99 (0,78; 1,26)

Bb3 ocHOBa Ha intent-t0-treat momy:auus
6

p-croitrocT <0,0001 ot Tecta Ha Farrington-Manning 3a XxumoTe3ara 3a He [0-MaJika e(pUKacHOCT

Bb3 ocHOBa Ha mormyanusaTa 3a 6e3omnacHocT. P-croitnoct<0,0001 or Cochran Mantel-Haenszel Chi-Squared recr.
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Crnen npocnensBane ¢ memuana 29,3 mecemna, mequanata Ha OS e 28,2 mecena (95% CI: 22,8; NE) B
pamoro Ha DARZALEX 3a nmoakoxkHO npuiiokenue u 25,6 mecena (95% CI: 22,1; NE) B pamoTo Ha
JapaTyMyMa0 3a UHTPaBEHO3HO TIPUIIOKCHHE.

Pesynrarute 3a 6€30MaCHOCT ¥ TOHOCHMOCT, BKIIFOUHUTEITHO MTO-HUCKOTO TETJIO0 Ha MAIUeHTHTE,
CHOTBETCTBAT Ha M3BeCTHHS Mpodui Ha 6e3omacHocT Ha DARZALEX 3a moJIk0XHO TPUIIOKCHHUE U
Ha JapaTyMyMa0 3a HHTPaBEHO3HO MPHIIOKEHHE.

Pesynrarure ot moguduimpanus CTSQ, BIPOCHHK 32 pe3yNITaTUTE, ChOOIICHH OT MAIUCHTHUTE,
KOWTO OLICHSABA YJOBJIECTBOPCHUETO HA MAIUEHTUTE OT TepPaIUATa, TOKA3BaT, Y€ MAIIUCHTUTE,
nomydaBam DARZALEX 3a monkoXHO IPUIIOKEHHE, ca MO-yI0BIETBOPEHHU OT TepanusTa CH B
CpPaBHCHUE C MAIMEHTHUTE, MTOTyYaBaIly 1apaTyMyMal 3a HHTPABEHO3HO MpHIokeHue. OTKPUTHTE
Mpoy4YBaHus 00ade Morat jJa ObJaT NpeMET Ha IPUCTPACTHA OIICHKA.

Kombunupanu mepanuu npu Mynmunien Mueiom

MMY2040 e oTKpUTO KIMHUYHO MPOYYBaHE, OLIEHIBAIIO0 ePUKACHOCTTa U 0€30MacHOCTTa Ha

DARZALEX 3a noxkoxxno npunoxenue 1 800 mg:

- B KoMOmHaIus ¢ bopre3omuod, mendanan u npeaan3oH (D-VMP) npu manmenTn ¢
HOBOJMATHOCTHUIMPAH MYJITUIUICH MUeIoM (MM), KOUTO HE ca TOIXOISIIH 32
TpaHcIUIaHTanus. bopTe3oMu6 ce mpuiara upes MoAKoKHA MHKEKIus B f103a 1,3 mg/m?
TeJIECHA IOBBPXHOCT ABa IbTH CEAMUYHO B ceaMuuu 1, 2, 4 u 5 npe3 nbpBuUs 6-ceAMUUCH
IUKBI (KB 1; 8 103u), mocenBaHo OT MPUIIOKEHNE BEAHBX CEAMHUYHO B ceamunu 1, 2, 4 u
5 3a omle oceM 6-ceMHMYHH IUKbIa (1uKd 2-9; 4 1031 Ha nuKba). Mendanan B 1o3a 9 mg/m?
¥ TIPETHU30H B 103a 60 My/M? ce mpuiaraT IepopaitHo B AHK 1 10 4 OT AeBeTTe 6-CeqMUIHH
nukbia (ukn 1-9). Jleseanero ¢ DARZALEX 3a moIkK0KHO TIPUIIOKEHHE TPOIBIDKABA 10
nporpecus Ha 3a00JIIBAHETO WIIH HETPHEMIIMBA TOKCUYHOCT.

- B KOMOMHAIIUSA C JICHATUAOMU U Jekcamera3oH (D-Rd) npu nmarnueHTy ¢ peruauBupan win
pedpakreper MM. Jlenanmunomun (25 mg BenHBX JHEBHO NepopaiHo B 1HU 1-21 ot
MHOTOKpaTHHU 28-THEBHU [4-CEIMHUYHH | IIUKIIN) € MpHUJIara ¢ HICKa /1032 JeKCaMeTa30H
40 mg/cenmunia (Wi ¢ HamaseHa 103a oT 20 mg/ceaAMuUIa IPH NAUEHTH > 75 TOAMHU HITH
BMI <18,5). Jleuennero ¢ DARZALEX 3a 1o iK0XHO MPUIOKEHUE TPOIbDKABA 10 IPOTPECHs
Ha 3a00JIsIBAHETO WJIM HEPUEMJIUBA TOKCUYHOCT.

- B KOMOHMHAIUSA ¢ 60pTe30Mub, TeHamuaoMu 1 aekcamerason (D-VRd) mpu manwenTn ¢
HOBoAMArHoctuupad MM, KOUTO ca HOAXOIIM 3a TpaHCIaHTaus. bopTesomud ce mpuiara
4pe3 TMOJKOKHA MEKEKIHUA B 1032 1,3 Mg/m? TenecHa MOBBPXHOCT JIBa TBTH CEJIMUYHO B
ceqmutty 1 u 2. JlenanumomMua ce mpuiara NepopaiHo B 103a 25 mg BEAHBK JHEBHO B THU 1-
14; nexcameTa3oH ce mpuiiara B Hucka j103a ot 40 mg/ceamuna B 3-cenmMuany nukin. Obmiarta
NPOABIDKUTEIHOCT Ha JISUEHHUE € 4 [IUKbIIA.

Bxurouenu ca o6mro 199 manuentu (D-VMP: 67; D-Rd: 65; D-VRd: 67). PesynraTtute 3a ehruKacHOCT
Ce ONpeeNiT OT KOMIIOTHPEH ajJrOpuThbM NIpH npuiarane Ha kpurepuute Ha IMWG. IlpoyuBaneTo
MIOCTHUra cBOsITa IbpBUYHA KpaiiHa Touka ORR 3a D-VMP u D-Rd u nbpBryHaTa kpaifHa Touka
VGPR win mo-1066p 3a D-VRA (Bxk. Tabnuria 8).

Taoauna 8:  Pe3yararu 3a epukacHoct oT npoyusane MMY2040
D-VMP (n=67) D-Rd (n=65) D-VRd (n=67)
0611 otroBop (SCR+CR+VGPR+PR), n (%)? 60 (89,6%) 61 (93,8%) 65 (97,0%)
90% CI1(%) (81,3%; 95,0%) | (86,5%; 97,9%) | (90,9%; 99,5%)
Heocnopum meien otrosop (sCR) 13 (19,4%) 12 (18,5%) 6 (9,0%)
[Ibsien otrosop (CR) 19 (28,4%) 13 (20,0%) 5 (7,5%)
Mtuoro 1066p yactuder otrosop (VGPR) 20 (29,9%) 26 (40,0%) 37 (55,2%)
Yactuuen otrosop (PR) 8 (11,9%) 10 (15,4%) 17 (25,4%)
VGPR mimm mo-106sp (SCR + CR + VGPR) | 52 (77,6%) 51 (78,5%) 48 (71,6%)
90% Cl1(%) (67,6%; 85,7%) | (68,4%; 86,5%) | (61,2%; 80,6%)
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D-VMP = [laparymyma6-6oprezomud-Mendanan-npeaauson; D-Rd = aparymyma6-ienanugomMua-aexkcamerason; D-VRd
= HNapatymyma6-00pTe3oMud-neHanngoMua-1ekcamera3on; Japatymymad = DARAZALEX 3a MoIK0XHO NPHIIOKEHUE;

Cl=noBepureneH nHTEpBaI.

a B®3 ocHOBa Ha JIEKYBaHHU Y4aCTHUIIU

Kombunupano nevenue ¢ nomanuoomuo u dexcamemason (Pd):

IIpoyuBane MMY3013 e oTkpuTO, paHAOMU3NPAHO, AKTHBHO-KOHTPOJIMPAHO KIIMHIYHO MTPOyIBaHE
¢aza I, mpu koeto ce cpaBHsBa ieueHre ¢ DARZALEX 3a noakoxuo npuitoxenue (1800 mg) B
KOMOWHALIKSA C TOMAIUIOMI/ M HUCKA 034 AekcameTa3oH (D-Pd) ¢ meuenne ¢ momMaaumgoMua U HECKA
no3a nekcamerason (Pd) mpu manueHTy ¢ MyJITHILIEH MHETIOM, KOUTO ca TOIYYHIA Hall-MaJIko eHa
NpeX0IHa JTUHUS Ha JICUSHHE ¢ IeHATHIoMu 1 poteazomed naxuourop (Pl). [Tomamumomu (4 mg
BEJHBXK JIHEBHO MEPOPaITHO Ha JieH 1-21 ot moBTapsimu ce 28-1HeBHH [4-CEIMUYHHU | IIUKIIH) CE
MpHJIara ¢ HECKa J03a IepopajieH WM HHTPaBEeHO3eH AekcameTa3zoH 40 mg/ceqmunia (Wi HaMaIeHa
no3a 20 mg/ceamunia mpu naruenTy >75 roaunn). B qaute Ha npunarane Ha DARZALEX 3a
MOJIKOKHO TIPUJIOKECHHE CE JIaBa JICKCaMeTa30H B J103a 20 MJ KaTo JeKapCTBEH MPOAYKT 3a
MIpEeMEeTUKAIS, 2 OCTAHAIOTO KOJIMYECTBO Ce JlaBa B ICHS Clie] MpriokeHueTo. [Ipu mannenTn Ha
HaMaJIeHa J103a JIeKcaMeTasoH msaTa qo3a 20 Mg ce aBa KaTo JIEKapCTBEH MPOIYKT 3a
npemenukaius Ha DARZALEX 3a nonkoxHo npunoxenue. Kopekiny Ha 103ata Ha MOMaTUAOMUI U
JISKCaMETa30H Ce MpuIarat Crope] KpaTkaTa XapakTepHCTHKA Ha MPOIyKTUTe. JICUCHHETO B IBETES
pamMeHa MpoAbIbKaBa JI0 MPOTPECHs Ha 3a00JSIBAHETO TN HETIPUEMITNBA TOKCHYHOCT.

Pangomusupanu ca o61mo 304 manmentn: 151 B pamoto ¢ D-Pd u 153 B pamoro ¢ Pd. B mpoyuBaneTo
ca BKJIIOYCHH IMAIMEHTH C TOKYMEHTHPaHH JaHHH 3a Porpecys Ha 3a00IIBaHETO 1O BpeMe Ha HIIH
Cclle/T TociieJHaTa cxema Ha iedenune. [lanuenTtr ¢ oOpuB > cTemneH 3 1Mo BpeMe Ha MpeaXo/IHa Teparnus
ca M3KIIIOYBAHU B CHOTBETCTBHUE C KpaTKaTa XapakTePUCTUKA Ha TPOJYKTa Ha IOMAIIUIOMHU/I.
W3xomuuTe nemorpadcku TaHHU U XapaKTEPUCTUKUTE HA 3a00JIIBAHETO Ca CXOJHU MEXKIY JIBETE
TpyIH Ha JedeHrne. MennaHaTa Ha Bh3pacTTa Ha AIMEHTUTE € 67 roanHu (quamna3oH 35 mo

90 roaunn), 18% ca > 75 rogunu, 53% ca mbxe u 89% ca OT eBponenHaTa paca. MenuaHara Ha
NPEAXOTHUTE TUHUN TEParusl, KOSTO TAlMEHTUTE ca MOMYUIIIH, € 2. BCHUKY MalMeHTH ca MoIyYriIn
NPEXOIHO JieueHue ¢ nmporeasoMer naxuourtop (Pl) u nenanugomun, a 56% OT mauueHTHUTE ca
MOJTYYHJIIM TIPEIXO/THA TpaHCIIaHTalms Ha cTBojoBH KieTku (ASCT). JleBeTaeceT u miecT MporeHTa
(96%) OT manueHTHTE ca MOJIYYHJIH MPEAXO0/IHO JieueHHe ¢ bopTre3omud. [ToBeueTo narueHTy ca
pebpaxrepuu Ha neHamuaoMun (80%), Ha Pl (48%) wnn u Ha umyHOMOynaTop, u Ha Pl (42%).
EnuHazecer mporeHTa OT ManyueHTUTe ca MOoMyYHiIn | IpeaxoIHa JIMHKS Ha JICYSeHUE; BCHUKH ca
pedpakTepHu Ha JieHanuIoMuI, a 32,4% ca pedpakTepHu U Ha JeHanuaomu, u Ha Pl. EdukacHocTTa
€ OlleHeHa upe3 npexuBsieMoctTa 6e3 nmporpecus (PFS) Bb3 ocHOBa Ha KpUTepUnTE Ha
MesxayHapoHata paboTHa rpyima mo muesiom (IMWG).

[Tpu Mmenuana Ha npocnensBane 16,9 mecena mepBUUHUAT aHanu3 Ha PFS B mpoyusane MMY 3013
MOKa3Ba CTATUCTHYECKH 3HAYUMO mogobpenue B pamoto ¢ D-Pd B cpaBHeHue ¢ pamoto ¢ Pd;
menuanara Ha PFS e 12,4 mecera B pamoro ¢ D-Pd u 6,9 mecera B pamoro ¢ Pd (HR [95% CI]: 0,63
[0,47; 0,85]; p-croitroct = 0,0018), koeTo mpeacTaBasiBa 37% HamasIBaHe Ha PUCKa OT MPOTPeCHs Ha
3a00JIIBAHETO WJIM CMBPT NPH MAIMEHTHTE, JeKyBanu ¢ D-Pd, cnipsimo Pd.
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®urypa 1: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3013
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W3BbpilieH e TOMbIHUTENICH TUTAHMPaH MocieaBanl anaau3 Ha OS cien MenMaHa Ha IpoCIie/siBaHe
39,6 mecemna. [1pu 57% nanaun 3a OS 3a mmaHMpaHOTO BpeMe Ha MpociesaBaHe, Meauanara Ha OS e
34,4 mecena B pamoto ¢ D-Pd u 23,7 mecena B pamoro ¢ Pd (HR [95% CI]: 0,82 [0,61; 1,11]).

JomsnauTeHA pe3yaTaty 3a eguracHoCT oT npoyyBane MM Y3013 ca npencrasenu B Tabiuma 9 mo-
JI0TTy.

Ta6auma 9:  Pesyararu 3a edpukacHoct ot mpoyuBane MMY3013?

D-Pd (n=151) Pd (n=153)
O6u1 otroBop (SCR+CR+VGPR+PR) n(%)? 104 (68,9%) 71 (46,4%)
P-ctoitHOCT® <0,0001
Heocnopum meiieH otroBop (sCR) 14 (9,3%) 2 (1,3%)
[Teaen otroBop (CR) 23 (15,2%) 4 (2,6%)
MHoro 100bp yactuyeH otrosop (VGPR) 40 (26,5%) 24 (15,7%)
Yactuuen otrosop (PR) 27 (17,9%) 41 (26,8%)
YecroTa Ha oTpunareaHo MRD® n(%) 13 (8,7%) 3 (2,0%)
95% CI (%) (4,7%; 14,3%) (0,4%; 5,6%)
P-croitHoCT" 0,0102
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D-Pd=pnaparymyma6-nomManuioMuI-1eKcamerasos; Pd=nomanngomua-aekcamerazon; MRD=MHHHUMAIIHO OCTATHYHO

3abossiBane; Cl=noBepuresieH nHTEpBaI
a

6

B3 ocHoBa Ha intent-to-treat momysarms
p-croitHoCT 0T XU-KBajpaT TecT Ha Cochran Mantel-Haenszel, kopurupas 3a crpatudukannoHHn GakTopu

®  Yecrorara Ha otpunarenso MRD ce ocHoBaBa Ha intent-t0-treat momyauus u Impar ot 10

" p-croiinoct oT Tounus Tect Ha Fisher.

IIpu pecioHmepuTe MeauaHaTa Ha BpeMeTo 10 oTroBop € 1 mecen (auama3os: 0,9 mo 9,1 mecena) B
rpynara ¢ D-Pd u 1,9 mecena (nnanazosn: 0,9 no 17,3 mecena) B rpynara ¢ Pd. Menuanara Ha
MPOABIDKUTEITHOCT Ha OTIOBOPA He € JocTurHata B rpynata ¢ D-Pd (nuanazon: 1 mo 34,9+ mecena) u
e 15,9 mecena (nnanazon: 1+ mo 24,8 mecena) B rpynara c Pd.

Kombunupano neuenue c bopmezomud, yuxkiogocgamuo u dexcamemaszon npu nayuenmu ¢ AL
aAMUIOUO03a

B npoyusane AMY 3001, oTkpuTo, paHIOMHU3HPAHO, aKTUBHO-KOHTPOIUpPaHO npoyuBane ¢aza 11, ce
cpaBHsBa nedenre ¢ DARZALEX 3a noakoxHo npunoxenue (1800 mg) B komOuHanus ¢
6oprezomub, ruknodochamu u aekcameraszon (D-VCd) ¢ neuenne ¢ 6opre3omMus, UKIOPOChamug
u nekcamerason (VCd) caMoCTOATETHO P MAIIMEHTH ¢ HOBOAWArHOCTUIMPaHa cucteMHa AL
ammwiongo3a. Pannomusupanero e crpatudunmpano mo Cucremara 3a CTaaupaHe Ha ChpICUHHUTE
n3Menenus npu AL amunonosa (AL amyloidosis Cardiac Staging System), o xbpaBH, KOUTO
OOMKHOBEHO Tpe/yIaraT aBTOJIOKHA TPAHCILIAHTAIMS Ha CTBOJIOBHU KieTku (ASCT) mpu marueHTu ¢
AL amunonioza u mo 660pedHa QyHKIHA.

Bcenuku nanuenTy, BemoueHu B mpoyusane AMY 3001, umat HoBoauarHocTuimpana AL amuiono3a
C Hali-MaJIKO eJIMH 3aCErHaT OpraH, H3MEPUMO XEMAaTOJIOTHYHO 3a00JIsIBaHEe, ChPJICUHO 3acsraHe
craauit I-111A (Bb3 ocHOBa Ha EBpomneiickara momudukarus mo Mayo 2004 3a ctanupane Ha
chpaeuyHOTO 3acsrane, European Modification of Mayo 2004 cardiac stage) u kiac I-111A mo NYHA.
IManmentu ¢ xaac B u IV mo NYHA ca uskirouBanm.

Boprezomun (S.C.; 1,3 mg/m? tenecna noBbpxHOCT), HUKIo(pochamu (EpopatHo WIlH i.V.;

300 mg/m? TenecHa MOBLPXHOCT; MaKCHMasIHa j03a 500 MQ) 1 JekcamMeTasoH (IIEpOPaTHO WK i.V.;

40 mg win Hamainena no3a 20 Mg npu nanueHTd >70 roAUHK, HHAEKC Ha TenecHaTa Maca [BMI]
<18,5 Wiu ManueHTH ¢ XUIIEPBOJISMHSL, JIOIIO KOHTPOJIMPAH 3aXapeH quadeT WM MpeaxoIHa
HEMMOHOCHMOCT KbM CTEPOUIHA TepaIvs) ca MpUaraHd BEIHBX CEIMUYHO Ha JieH 1, 8, 15 u 22 ot
noBTapsimre ce 28-nHeBuu [4-cenmuunn| nukid. B maure Ha npunarane Ha DARZALEX ce naa
JlekcaMeTa30H B 7j03a 20 MQ KaTo JIEKapCTBEH MPOIYKT 32 MPEeMEeTUKAIUs, a OCTAHAIOTO KOJIMYECTBO
ce 1aBa B jieHs cien npuiokennero Ha DARZALEX. Bopre3zomu0, nukiodochamun u gekcamMerasoH
ce TpuIIarar B Iect 28-1HeBHU [4-CeIMUYHY | IUKbBIIa B IBETE paMeHa Ha JICYSHHE, IOKATO JICUSHHUETO
¢ DARZALEX npoasmkasa 1o mporpecus Ha 3a00JIIBaHETO, 3a[I0YBaHE Ha ITOCIIEABAINA TePas HITH
3a MakCHMAaNHO 24 nukbia (~2 TOJUHM) OT IbpBaTa J103a Ha JISYeHHETOo B poyuBaHeTo. Kopekiun Ha
no3ara Ha 6opTe3oMuo, ukIodocdaMua u lekcameTa3oH ca MpUilaraHy Cropes Kparkara
XapaKTePUCTHKA Ha TIPOTYKTHUTE.

Pannomusupanu ca o6mio 388 maruentw: 195 B pamoro ¢ D-VCd u 193 B pamoro ¢ VCd. M3xoauuTte
nemorpadcku TaHHHM U XapaKTePUCTHUKUTE Ha 3a00JISIBAHETO Ca CXOAHHM MEXITy JIBETE TPYITH Ha
nedenue. [Toeuero (79%) oT manueHTUTE UMAT 3a00JIIBaHE ChC CBOOOIHHU JICKHM BEPUTH THIT JamMO/1a.
MenuanaTta Ha Bh3pacTTa Ha manueHTute € 64 roguan (quanason: 34 o 87); 47% ca > 65 roaunuy;
58% ca mpxe; 76% ca ot eBponeniHaTa paca, 17% ca oT a3uarcku npousxon, a 3% ca
appoamepukanny; 23% umar AL amunonio3a chC ChpIIEYHO 3acsTane KinHndYeH craauid |, 40% umar
craguii 1, 35% umart craguii A, a 2% umat craguii |11B. Bcuuku nanueHTd UMaT €41H WM II0BEUe
3acerHaTH OpraHM, a MeJuaHaTa Ha Opos 3acerHaTu opraiu e 2 (auanasoH: 1-6), karo 66% ot
MAIUEHTHUTE UMAT 2 WM [TOBEYe 3aCEerHATH OPTraHu. 3acsraHeTo Ha JKU3HEHOBAXKHU opraHu e: 71%
cbpue, 59% 0b6penu u 8% uvepen npood. IlanneHTr cbe ceH3opHa nepudepHa HEBPOIATHs CTENEH 2
uim ¢ 0oe3HeHa nepud)epHa HEBpPOIaTHs crerneH 1 ca n3kimouBanu. [IspBruHaTa KpaliHa TOYKa 3a
e(hMKacHOCT € YecToTaTa Ha XxeMaTojoruieH meiieH otroBop (HemMCR) ciopen onenkara Ha Komutera
3a HE3aBHCHM IpEerJie]] Bb3 OCHOBA Ha MEX/IyHApOIHUTE KOHCeHCycHU kputepuH (International
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Concensus Criteria). ITpoyusane AMY 3001 moka3sa mogo6penne va HemCR B pamoro ¢ D-VCd B
cpaBuenue ¢ pamoto ¢ VCd. Pesynrarure 3a eukacHocT ca 0006meny B Tabmura 10.

Ta6auna 10:  Pe3yararu 3a epukacHoct oT npoyuBane AMY3001?

D-VCd VCd P
(n=195) (n=193) CTOITHOC
T
XematonoruueH mbieH otroBop (HemCR), n (%) 104 (53,3%) 35 (18,1%) <0,0001°
Mpuoro 106sp yactuder orrosop (VGPR), n (%) 49 (25,1%) 60 (31,1%)
Yacruuen orrosop (PR), n (%) 26 (13,3%) 53 (27,5%)
Xematonornuen VGPR wmm no-no6sp (HemCR + | 153 (78,5%) 95 (49,2%) <0,0001°
VGPR), n (%)
[IpexxuBsieMoCT 6€3 IPOTPECHS ChC 3HAUUTEITHO 0,58 (0,36; 0,93) 0,0211"
BiomraBane Ha opranute (MOD-PFS),
Koeduuuent Ha pucka npu 95% CI®

D-VCd=naparymymab-60prezomua-uukiopochamu-aekcamerason; VCd=6opre3oMua-upkinopochaMui-aeKcamMmerazox
a

0

Bb3 ocHoBa Ha intent-to-treat momynargus
p-cToiiHoCT OT XH-KBapar tect Ha Cochran Mantel-Haenszel.

¥ MOD-PFS e onpenenena KaTo XeMaToJIOTHYHA IPOTPECHsl, 3HAYUTEIHO BJIOIIABAHE HA OPTaHuTe (ChpLE WK OBOpeLH)

WA CMBPT
Homunanua p-croiitHoct ot inverse probability censoring weighted (IPCW) log-rank tect

[Tpu pecionnepute Mmeananata Ha Bpemero 10 HemCR e 60 nau (muanaszon: 8 mo 299 nxu) B rpynara
¢ D-VCd u 85 mum (nuamazon: 14 no 340 num) B rpynara ¢ VCd. MennanaTa Ha Bpemero 10 VGPR
WiH mo-100bp € 17 quu (nquamnaszon: 5 10 336 quu) B rpynarta ¢ D-VCd u 25 nau (muana3oH: 8 1o

171 num) B rpynata ¢ VCd. Menuanara Ha npoabpkuteanoct Ha HEMCR He e qocturHara u B 1BeTe
pamMeHa.

Menuanata Ha IpocieAsiBaHeTO B poyuyBaneTo ¢ 11,4 mecena. Mennanara Ha IpexuBsieMoCcTTa 0e3
HpOrpecus ChC 3HAUMTENHO BiolaBane Ha opranute (MOD-PFS) He e mocTUrHaTa py MalueHTUTE B
JIBETE paMeHa.

Jannwute 3a obmara npexussemoct (OS) He ca noctarbuan. HabnromgaBanu ca o010 56 cMbpTHH
ciydau [n=27 (13,8%) B rpynata ¢ D-VCd cnpsimo n=29 (15%) B rpymnara ¢ VCd].

Kiunuuen onut ¢ gaparymyMa0 KOHIIEHTpAT 3a MHGY3MOHEH pa3TBop (JiekapcTBeHa hopMa 3a
MHTPABEHO3HO IIPWIOKEHHE)

Hoeoouaznocmuyupan Myamunien Mueiom

KomOunupaHo nedeHue ¢ JeHaNUIOMU U JEeKCAMETa30H MPH MalMEeHTH, KOUTO He ca MOAXOASIIH 32
ABTOJIOXKHA TPAHCIUIAHTALIMS HA CTBOJIOBH KJIETKH:

[MpoyuBane MMY 3008, oTKpUTO, paHIOMU3HUPAHO, AKTHBHO-KOHTPOJIMPAHO MpoyuBane ¢asza lll,
CpaBHsIBa JIEYCHHUE C JapaTyMyMad 3a WHTpaBeHO3HO npriioxeHne 16 mg/kg B komOuHaIms ¢
JICHAJIMOMUJI ¥ HUCKA J103a AekcameTa3oH (DRd) ¢ neyenue c jeHanuaoMu 1 HUCKa 03
nexcameTa3oH (Rd) mpu manueHTH ¢ HOBOJUArHOCTHLIMPAH MYJITHILIEH MHUEJIOM. JleHannaoMug

(25 mg npunaran nepopaiHO BeAHBK THEBHO Ha JAHU 1-21 oT noBTapsiim ce 28-aHeBHU [4-
CEIMUYHH | IUKJIN) Ce€ IpUJiara ¢ HUCKa 7103a IepopajieH WM HHTPAaBEHO3EH JIeKCaMeTa30H

40 mg/cenmunia (WM HaMaieHa 103a ot 20 mg/ceMulIa IPY HALMEHTH >75 rOIUHU WU HHJCKC Ha
tesnecHara maca [body mass index, BMI] <18,5). B auure Ha nn(y3us Ha qaparymyma 3a
MHTPABEHO3HO NPHUJIOKEHHE J103aTa Ha JEKCAMETa30H Ce MpHiiara KaTo NpeMeanKaus mpeau
nH}y3usaTa. Kopeknuu Ha 103aTa 3a JEHAIUAOMU U JEKCaMeTa30H c€ U3BBPIIBAT ChITIACHO KpaTKaTa
XapaKTepUCTHUKA Ha TPOILYKTa, IPEeI0CTaBeHa OT MPOU3BOAUTENA. JIeYeHHEeTO MPobiKaBa B IBETE
pamMeHa 0 mporpecus Ha 3a00JsIBaHETO MIIM HETIPHUEMITUBA TOKCUYHOCT.

Pangomusupanu ca o61io 737 naruenrta — 368 B pamoro Ha DRd 1 369 B pamoto Ha Rd. M3xoaHute

nemorpadcku JaHHM U XapaKTEPUCTHUKUTE Ha 3a00JISIBAHETO Ca CXOAHHM MKy JBETE TePaNeBTUIHH
pamena. MenuaHaTa Ha Bb3pacTTa € 73 (quana3oHn: 45-90) rogunu, kato 44% OT manMeHTUuTe ca Ha
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BB3pacT > 75 roaunu. [loBeuero ca ot Osutata paca (92%), mexe (52%), 34% nmat ckop 3a
(GYHKIIMOHAITHO ChCTOSIHUE TI0 cKaaTa Ha M3TouHara KoonepaTuBHa OHKoIornuHa rpyma (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umat cxop o ECOG 1, a 17% umar ckop o ECOG
>2. JIBageceT 1 ceieM MpoleHTa uMar 3adonsiBane cranuii [ mo MexxnyHnaponnara cragupaia
cuctema (ISS), 43% umar ISS craguii II u 29% umart ISS cranuii 11I. EdukacHocTTa € omieHeHa upe3
npexxuBseMoctTa 6e3 mporpecus (PFS) Bp3 ocHOBa Ha kpuTepunTe Ha MexayHapoaHaTa paboTHa
rpyma no muenoM (International Myeloma Working Group, IMWG) 1 upe3 ob1iarta npe:KuBsieMocT
(0S).

[Tpu Mmenuana Ha npociuensBane 28 Mecera MbpBUYHUAT aHaiu3 Ha PFS B mpoyusane MMY 3008
nokasea nogoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoro Ha Rd; menuanata na PFS ne e
nmocturrara B pamoro Ha DRd u e 31,9 mecena B pamoto Ha Rd (koedunuent na puck [HR]=0,56;
95% ClI: 0,43, 0,73; p <0,0001), koeto mpecrapiisiBa 44% HamMalleHUE HAa PUCKA OT MPOTPECcUs Ha
3a00JISIBAHETO WIIM CMBPT MPH NalMeHTHTE, JekyBaHu ¢ DRd. Pesynrature oT akryanusupanus
ananu3 Ha PFS cien Menuana Ha npociieasBade 64 Meceria mpoab/bKaBar Ja MoKa3BaT HoJ00peHne Ha
PFS npu manmentute B pamoro Ha DRd B cpaBHenue ¢ pamoto Ha Rd. Meaunanara Ha PFS e

61,9 mecena B pamoro Ha DRd u 34,4 mecena B pamoto Ha Rd (HR=0,55; 95% ClI: 0,45; 0,67).

®urypa 2: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY 3008

1.0
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[Tpu mennana Ha npocnensBane 56 mecena DRd mokassa npeaumMcTBo no otHomenue Ha OS B
cpaBuenue ¢ pamoto Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pesynratute oT
akTyanu3upanus ananus Ha OS ciie; Menuana Ha npoclieisiBade 64 Mecena mpoabDKaBar Jia oKa3BaT
mogo6penre Ha OS npu maruenTure B pamoTo Ha DRA B cpaBHenue ¢ pamoro Ha Rd. Mennanara Ha
OS He e gocturuara B pamoto Ha DRd u e 65,5 mecena B pamoto Ha Rd (HR=0,66; 95% CI: 0,53,
0,83).
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®urypa 3: Kpueu Ha Kaplan-Meier 3a OS B npoyuBane MMY3008
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D-Rd Rd Rd
0.2 - (N = 368) (N = 369)
' Meauata Ha obLuaTa NpexMBAEMOCT - MECELM NE B5.5
KoedmumenT Ha pucka aa D-Rd cnpamo Rd (95% CI) 0.66 (0.53-0.83)
0IIIIIIIIIIIIIIIIIIIIIIIIII
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78
Meceum
No. B puck

Rd 369 351 343 336 324 317 308 300 294 281 270 258 251 241 232 223214204 195186157117 65 26 8 4 0
D-Rd 368 350 346 344 338 334 328 316 305 302 297 286 280 273 266 255 249 248 246 240200148103 42 16 5 0

JlonbIHUTEIHY PE3YTaTH 3a epuKacHOCT OT npoyuBane MMY 3008 ca npencraBenu B Tabnuia 11
10-710Ty..

Tadauna 11: JlombJHUTETHH Pe3yJTaTH 3a e(puKacHOCT OT npoyuBane MMY3008?

DRd (n=368) Rd (n=369)
0611 otroop (sSCR+CR+VGPR+PR) [n(%)]* 342 (92,9%) 300 (81,3%)
p-croitHoCT® <0,0001
Heocnopum meien orrosop (sCR) 112 (30,4%) 46 (12,5%)
[Tenen otrosop (CR) 63 (17,1%) 46 (12,5%)
MHoro 100bp yactuyen orrosop (VGPR) 117 (31,8%) 104 (28,2%)
Yactuuen otrosop (PR) 50 (13,6%) 104 (28,2%)
CR win no-1066p (sCR + CR) 175 (47,6%) 92 (24,9%)
p-cToiHOCT® <0,0001
VGPR win mo-1065p (SCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-croitHocT® <0,0001
Yecrota Ha orpruarenHo MRD** n(%) 89 (24,2%) 27 (7,3%)
95% ClI (%) (19,9%, 28,9%) (4,9%, 10,5%)
CpoTHOIIEHUE Ha maHcosere ¢ 95% CIT 4,04 (2,55, 6,39)
p-cToiiHoCT® <0,0001

DRd=naparymymat-ieHanuaoMua-nekcamera3on; Rd= nenanunomua-nekcamerazon; MRD=MHHHUMaIHO OCTaThYHO

3abonsnBane; CI=noBepuTeneH HHTEpBa
2 Bw3 ocHoBa Ha intent-tO-treat momysiamus
b p-cToiiHocT oT Xu-kBagpar tect Ha Cochran Mantel-Haenszel

¢ Bb3 ocHoOBa Ha TIpar 10°°

¢ Msnomssano e nsuncienne o Mantel-Haenszel Ha 06110T0 ChOTHOIIEHHE Ha IIAHCOBETE 3a HeCTpaTUGUIMPAHH
tabmuiu. ChOTHOLIEHHE Ha IIaHcoBeTe > | mokassa npeaumMcTBo 3a DRd.

p-croitHOCT OT TouHMs TecT Ha Fisher.
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[Ipu pecnionaepuTe MearaHaTa Ha BpeMeTo 10 otrosop ¢ 1,05 mecena (quamason: 0,2-12,1 mecera) B
rpynata Ha DRd u 1,05 mecena (nuana3zon: 0,3-15,3 mecena) B rpynara Ha Rd. MenuanaTa Ha
MPOABIDKUTEITHOCT Ha OTIOBOPA HE € JocTurHata B rpynara Ha DRd u e 34,7 mecena (95% ClI: 30,8,
HE MOJKE JIa ce OLleHH) B rpymata Ha Rd.

Kombunanpano nedenne ¢ boprezomu0d, mendanan u npenan3od (VMP) mpu narueHTH, KOUTO HE ca
MOJIXOISIIIIM 32 aBTOJIOKHA TPAHCIIAHTAIMS HA CTBOJIOBU KIICTKH:

IIpoyuBane MMY 3007, oTkpuTO, paHAOMHU3UPAHO, aKTHBHO-KOHTPOJIMPaHO mpoyuBaHe ¢asa I,
CpaBHsBA JICYCHUETO C IapaTyMyMal 3a MHTPaBEeHO3HO mpuioxenue 16 mg/kg B komOuHanus ¢
oopte3omu0d, Mendanan u npenau3oH (D-VMP) ¢ neuennero ¢ VMP nipu naruentu ¢
HOBOJIMarHOCTULIMPAH MYJTHUILICH MUEJIOM. bopTe3oMub € mpuiiaran 4pes MmoJIK0KHa WHKEKITHS B
no3a 1,3 mg/m? tenecHa HOBBPXHOCT ABA ITbTH CEIMHYHO HA ceaMHMIM 1, 2, 4 1 5 3a mbpBud 6-
CeJMHMYEH UK (MUKBI 1; 8 1031), MOCIEABAHO OT BEAHBXK CEIMHUYHO MPUIIOKCHUE HA ceMunu 1,
2,4 u 5 3a ome oceM 6-ceqMuuHM UK (1uKay 2-9; 4 1031 Ha 1uKbI). Mendanan B 103a 9 mg/m? u
npeanu3on 60 Mg/m? ce npuiarat nepopaiHo B JHU 1 10 4 OT 1eBeT 6-ceAMUYHH HUKIH (uKimu 1-9).
JleuenueTo ¢ fapaTymyMa0 3a HHTPaBEHO3HO MPHUIIOKEHUE MPOABIDKABA JI0 TPOrpecHs Ha
3a00JIIBAHETO WM J0 HEIPUEMIIMBA TOKCHYHOCT.

Parnommsupanu ca oomo 706 maruentu: 350 B pamoto Ha D-VMP 1 356 B pamoro nHa VMP.
N3xomuute nemMorpad)Cku JaHHU U XapaKTEPUCTUKHU HA 3a00JIIBAHETO ca MOJ00HHU B JIBETE IPYIH Ha
nedyenue. MenuanaTa Ha Bb3pactta € 71 (nuamazon: 40-93) ronunu, kato 30% ot manueHTure ca >75-
roauiHa Be3pacT. [loBeuero ca ot Gstata paca (85%), sxenu (54%), 25% umart GpyHKIHOHAIEH CKOP
o ECOG 0, 50% umat cxop o ECOG 1, a 25% umar ckop mo ECOG 2. I[Tanmenture numar
1gG/1gA/nexoBeprxer muenoM B 64%/22%/10% ot ciyuaute, 19% umart 3a6omnsBane ISS cranuii |,
42% umart ISS craguii 11, 38% umar ISS craguii 111, a 84% nmaT HUTOr€HETHYHH HU3CJIEABAHUSI ChC
crannapteH puck. EdukacHocTTa € onieneHa upe3 PFS Bb3 ocHOBa Ha kputepunre Ha IMWG u Ha
obmrara npexussiemoct (OS).

[Ipu menuana Ha npocneasBane ot 16,5 mecena mbpBUYHUAT aHanu3 Ha PFS B npoyusane MMY 3007
nokasea nojaoopenue B pamoto Ha D-VMP B cpaBHenme ¢ pamoto ¢ VMP; mennanara na PFS He e
nocturiara B pamoro Ha D-VMP u e 18,1 mecena B pamoro va VMP (HR=0,5; 95% CI: 0,38; 0,65;

p <0,0001). Pesynrature ot aktyanusupas aHanu3 Ha PFS cinen menuana Ha npocnensBase ot

40 mecera mpoAbIDKABaT J1a Toka3BaT nogoopenue Ha PFS mpu nanmenture B pamoro Ha D-VMP B
cpaBuenue ¢ pamoto ¢ VMP. Meananara na PFS e 36,4 mecena B pamoro Ha D-VMP u 19,3 mecemna B
pamoro Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p<0,0001), koeTo mpeacrasisiBa 58% HamalleHue Ha
pUCKa OT TIporpecHs Ha 3a00JIIBaHETO WM CMBPT NIPU NAIMeHTuTe, JeKkyBanu ¢ D-VMP.
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®urypa 4. Kpueu na Kaplan-Meier 3a PFS B npoyuBane MMY 3007

D-VMP VMP
N =350) (N = 356)
10 MMemrana Ha DpeRHEERREMOCT 03 OpOTPecHd - Mecem® 30,4 10.3
= ) KoedmmenT ga pHcka 3a D-VMP vs. VMP (95% CI)  0.42 (0.24-0.51)
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0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
Mecenn
ITanHeHTH B PHCK
VMP 356 304 2768 263 246 207 171 126110 93 78 67 51 20 16 7 0 0
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173160113 63 26 9 0

Crnen meauana Ha npocnensBane ot 40 mecenia D-VMP noka3sa npeanmMcTBo 1o otHomieHne Ha OS B
cpaBuenwue ¢ pamoro ¢ VMP (HR=0,60; 95% CTI: 0,46, 0,80; p=0,0003), koeto npeacrasisiza 40%
HaMaJICHHE Ha pHCKa OT CMBPT MPH MAIlUeHTUTE, JIeKyBaHU B pamoTo Ha D-VMP. Cren menuana Ha
npocieasBane 87 mecera, meauanara Ha OS e 83 mecena (95% ClI: 72,5, NE) B pamoto va D-VMP u
53,6 mecera (95% CI: 46.3, 60.9) B pamoto Ha VMP.
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®urypa 5: Kpusu na Kaplan-Meier 3a OS B npoyusane MMY3007
1.0
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DVMP  UMP VMP
N =350) (N=2358
02 (N =350 (N =38)
MenwaHa Ha oblwaTa NpesMBREMOCT - MECELM 83.0 536
KoedwupeHT Ha pucka 3a D-VMP vs. VMP (95% CI) 0.65 (0.53-0.80)
P <0.0001
0

0 & 12 18 24 30 36 42 48 54 60 66 72 78 B84 90 96 102

MNauweHTH B pHcx

Meceum
VMP 356 323 311 201 268 242 217 197 167 148 133 124 113 102 79 27 1 0
D-VMP 350 327 318 301 288 275 258 244 227 205 1B3 171 164 154 128 42 1 0

JomsnauTENHA pe3yaTaTy 3a eQuracHOCT oT npoyuBane MM Y3007 ca npencraBenu B Tadnuia 12

Mo-70Ty.

Ta6auna 12: JlombJHUTETHH Pe3yJaTaTH 32 epukacHocT oT npoyuBane MMY30072

D-VMP (n=350) | VMP (n=356)

06111 otroBop (SCR+CR+VGPR+PR) [n(%)] 318 (90,9) 263 (73,9)

p-croiHoCT® <0,0001

Heocnopum meien otrosop (SCR) [n(%)] 63 (18,0 25 (7,0)

[Teaen orrosop (CR) [n(%)] 86 (24,6) 62 (17,4)

Msaoro 1006p yactideH otroBop (VGPR) [n(%)] 100 (28,6) 90 (25,3)

Yactuuen otrosop (PR) [n(%)] 69 (19,7) 86 (24,2)
Yecrora Ha otpurareniio MRD (95% CI) ® (%) 22,3 (18,0; 27,0) 6,2 (3,9; 9,2)

CrpoTHOILIEeHHE Ha maHcoBere ¢ 95% CI” 4,36 (2,64; 7,21)

p-croitHOCT" <0,0001

D-VMP=napatymymab-6oprezomud-mendanan-npenanzon; VMP=6opte3omund-mendanan-npeannzon; MRD=muHumanHo

octarbuHO 3ab0onsBane; CI=mnoBepuTeeH HHTEPBAJL.
a

6

Bb3 ocHoBa Ha intent-to-treat MOy JIalns.
p-cToiiHoCT OT XH-KBajpar tecT Ha Cochran Mantel-Haenszel.

® B3 ocHoBa Ha mipar 107

T

CpoTHOIIEHHE Ha IIaHcoBeTe > 1 moka3Ba npeaumMcTso 3a D-VMP.
p-croitHOCT OT TouHMs TecT Ha Fisher.

M3non3Bano e n3uncieHue no Mantel-Haenszel Ha 00110TO ChOTHOILIGHKE Ha [IAHCOBETE 3a CTPATH(UIMPaHH TaOIHIIH.

[Ipu pecrionaepure MeananaTa Ha BpeMeTo 10 otroBop € 0,79 mecena (auamazon: 0,4 mo 15,5 mecerna)
B rpynara ¢ D-VMP u 0,82 mecena (auanason: 0,7 no 12,6 mecena) B rpynara ¢ VMP. Menuanata Ha
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MPOIBIDKUTETHOCT HA OTTOBOpA HE € MocTUrHarta B rpynarta ¢ D-VMP u e 21,3 mecena (quamna3on:
18,4, HE MOXe J1a ce OIleHH) B TpymnaTta ¢ VMP.

W3BbplIIeH € aHalu3 10 MOATPYNH NPHU MaeHTHTE Ha Bb3pacT Haii-Manko 70 TOAMHYU WK IpU
MAIMEHTHTE Ha BB3pacT 65-69 roannu ¢ pynkimonanexn ckop o ECOG 2 wnu non 65-roaumnina
BB3pACT ChC 3HAUMTENHHU ChIIBTCTBAITH 3a00saBanns win ¢yHkimonanex ckop mo ECOG 2 (D-VMP:
n=273, VMP: n=270). Pe3ynrature 3a e(puKacHOCT B Ta3u MOATpyIa CbOTBETCTBAT Ha oOmiara
normrynanus. B Ta3u moarpyna menuanara Ha PFS ve e mocturnara B rpymara c D-VMP u e

17,9 mecena B rpynara ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p<0,0001). O6mara yectoTa Ha
otroBop € 90% B rpymara ¢ D-VMP u 74% B rpynara ¢ VMP (yectora HaVGPR: 29% B rpynara c
D-VMP u 26% B rpynara c VMP; CR: 22% B rpynara c D-VMP u 18% B rpynara ¢ VMP; yectora
Ha sCR: 20% B rpynara ¢ D-VMP u 7% B rpynata ¢ VMP). Pesynratute 3a 6e30macHOCT B Ta3u
MOArpyna ChOTBETCTBAT Ha obuiara momynanus. OCBeH TOBa, aHAIM3UTE 3a 6€30acCHOCT B
noArpynara nauueHTu ¢ pynkuunonanet ckop mo ECOG 2 (D-VMP: n=89, VMP: n=84) cpio
CBHOTBETCTBAT Ha 00I11aTa MOy JIALHS.

Kombunupano neuenue ¢ bopmezomub, maaudomuod u dexcamemason (VI1d) npu nayuenmu,
ROOX00AWU 3a ABMOJI0NHCHA mMpaHcnianmayus Ha cmeonosu kiemxu (ASCT)

[IpoyuBane MMY 3006 e 0TKpHUTO, paHAOMHU3NPAHO, aKTUBHO-KOHTPOJIHPaHO mpoyuBaHe daza 1l B
nBe yactu. YacT 1 cpaBHsABa MHIYKIIMOHHO W KOHCOJIHIMPAILO JeUeHHE ¢ Aaparymymad 3a
UHTPaBEHO3HO npuiokenue 16 mg/kg B komOuHaust ¢ 60pTe30MUO, TATMIOMU U AekcameTa3oH (D-
VTd) c neyenne c 6oprezomuo, TamumaomMun u nekcameta3or (VTd) npu manmenTH ¢
HOBOJMAarHOCTULIMPAH MYJTUILIEH MUenoM, noaxoasuy 3a ASCT. ®a3ata Ha KOHCOIHMIUPALIO
nedyenue 3anouBa MuHuMyM 30 qau cieq ASCT, korato nanueHThT ¢ € Bb3CTaHOBUI IOCTATHUHO U
MPUEMaHEeTO Ha MPUCAKATA € ITBJIHO. B JacT 2, y4acTHUINTE, KOUTO ca C TIOHE YaCTHYEH OTTOBOP
(PR) mo nmen 100 cien TpaHCcIaHTaNuMs ca MOBTOPHO PaHIOMU3HPAHH B choTHOMEeHHE 1:1, Ha
MOJTBPIKAILO JICUCHHUE C AapaTyMymal Wi camo HaOmoaaBanu. [lo-gomy ca onrcanu camo
pe3ynTaTi OT yact 1.

Bopre3omMu6 ce npuiara 4pe3 MoJKOKHA MM MHTPABEHO3HA MHKEKIMS B 103a 1,3 mg/m? TenecHa
MOBBPXHOCT JIBa ITFTH CEJIMUYHO B IPOABIKEHUE Ha JIBe ceamuiiy (muau 1, 4, 8 u 11) ot moBTapsimure
ce 28-mHeBHU (4-ceAMUYHH) TUKIN Ha UHIYKIIMOHHO JieueHue (MUK 1-4) 1 1Ba KOHCOIUANPAIIH
nukbia (i S u 6) cieq ASCT cnen muksa 4. Tanmupomua ce mpuitara mepopaitHo B qo3a 100 mg
JTHEBHO I10 BpEME Ha IIECTTE UKbJIa ¢ 0opTe3oMub. JlekcamerasoH (epopajieH Wi HHTPABEHO3EH )
ce npwtara B 1o3a 40 mgB aam 1, 2, 8,9, 15, 16, 22 u 23 ot nwkiu 1 12 u B 1032 40 mg B aau 1-2
20 mg B mocieBamuTe THU Ha npritokenue (nau 8, 9, 15, 16) ot nuknu 3-4. Jlekcamera3zon 20 mg ce
npuiara B quu 1, 2, 8,9, 15, 16 oT nukiu 5 u 6. B nHuTe Ha nHby3us Ha AapaTyMmyma0 3a
MHTPaBEHO3HO MPUJIOKEHUE 03aTa Ha JEKCaMETa30H Ce IIpuiiara HHTPABEHO3HO KaTo JIEKApCTBEH
MPOAYKT, pwiaraH npeau nHdpysusara. Kopekunu Ha 103uTe Ha 60pTE30MHUO, TATHIOMUI U
JISKCaMETa30H CE MPAaBAT ChIVIACHO KpaTKaTa XapaKTePUCTHUKA Ha TPOJIYKTa, IPEJICTABeHA OT
MIPOU3BOAUTEIIS.

Pannommsupanu ca oomio 1 085 maruentn: 543 B pamoto Ha D-VTd u 542 B pamoto Ha VTd.
Uzxoanute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3a00JSIBAHETO ca MOJJOOHH MEXKITY JIBETE
rpynu Ha jiedyeHre. MenuaHara Ha Bb3pacTTa e 58 (quama3oH: 22 o 65) roguHu. Bcuyky nanueHTH
ca < 65 rogunau: 43% ca BbB Bb3pacToBaTa rpymna > 60-65 rogunu, 41% ca BbB Bb3pacToBaTa rpymna

> 50-60 roaunu u 16% ca Ha Be3pact nmox S0 roaunu. [Toeeuero ca mbxe (59%), 48% umar
¢dyukironanex ckop no ECOG 0, 42% umar ¢yukiuonanex ckop no ECOG 1 u 10% umar
¢ynkunonaies ckop no ECOG 2. YetupuzeceT nmponeHTa uMat 3a0oisiBane B ctaauii I mo
MexnyHapoaHaTa cuctema 3a craaupase (International Staging System, ISS), 45% umat craawmii 11 mo
ISS u 15% umar ctamwmii Il mo ISS.

EdukacHocTTa € o1ieHsIBaHa 110 YeCcTOTa Ha HeocnopuM IrkyieH otroBop (sCR) B nen 100 cnen
Tparcmantanusara u PFS.
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Ta6auna 13: PesyaraTtu 3a epuxacHoct ot npoyusane MMY 30062
D-VTd (n=543) | VTd (n=542) P-croiinoct®

Onenka Ha otroBopa B neH 100 cirexn

TPaHCIUIAHTALHMATA
Heocnopum meiieH otroBop (SCR) 157 (28,9%) 110 (20,3%) 0,0010
CR wnnn o-m0656p (SCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
MHOro 100bp YaCTHYECH OTTOBOP HJIH
110-1066p (SCR+CR+VGPR) 453 (83,4%) 423 (78,0%)

Ortpuriarenno MRD* ' n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (59,5%; 67,8%) | (39,3%; 47,8%)
CrorHomienne Ha mancosere ¢ 95% CI* | 2,27 (1,78; 2,90)

Otpunarentno MRD B komOunamms ¢ CR wn | 183 (33,7%) 108 (19,9%) <0,0001

110-100p0® N(%)

95% Cl (%)

(29,7%; 37,9%)

(16,6%; 23,5%)

CrorHolrenne Ha mancosere ¢ 95% CI*

2,06 (1,56; 2,72)

D-VTd=naparymymab-60opTe30Mu0-TanuroMuI-aekcamMmerasor; VT d=00pTe30MHO-TaIMI0MHA-1eKCAMETa30H;
MRD=MuHUMAIHO OCTaThYHO 3aboisiBane; CI=n0BepUTEICH HHTEPBAI.

Bb3 ocHoBa Ha intent-to-treat momynarus.

- = (=) B -]

B®3 ocHoBa Ha npar 10°°,
HesaBucumo ot orroopa no kpurepunte Ha IMWG.

p-cToiiHoCT OT XH-KBapar tect Ha Cochran Mantel-Haenszel.

W3non3sano e u3uucienue mo Mantel-Haenszel Ha 06110To ChOTHOIIIEHHE HA [IAHCOBETE 38 CTPATH()UIUPAHH TAOHUIIH.

[IbpBuuHMAT aHanu3 Ha PFS nipu npocnensBane ¢ Meauana 18,8 Mecenra, upe3 1ieH3ypUpaHe Ha
NalMeHTHTE, KOUTO Ca PaHJOMH3HUPAHH 32 IO UIBPIKAIIIO JeYSHUE C JapaTyMyMal IpH BTopaTa
panmomusanus, nokazsa HR=0,50; 95% CI: 0,34, 0,75; p=0,0005 xbM naTaTa Ha BTOpara
pangoMu3zanus. Pesynrature ot akryanusupa ananu3 Ha PFS ¢ Meaunana Ha npocnensiBane

44.5 mecerna, upe3 IEH3ypHUpaHe Ha MAMeHTUTE, KOUTO Ca PaHIOMHU3HPAHH 32 TOLIBPIKAIIO JICUCHUE
¢ r1apaTyMyma0 mpu BToparta panaoMusanus, nokassat HR=0,43; 95% ClI: 0,33; 0,55; p<0.0001.
Menauanara Ha PFS ne e nocturnara B pamoto Ha D-VTd u e 37,8 mecena B pamoro Ha VTd.
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®urypa 6: Kpusu Ha Kaplan-Meier 3a PFS B npoyuBane MMY3006
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Peyuousupan/peppaxmepern myamunien mueiom

MoHnoTepanus

KnvHnvHaTa e(ukacHOCT U 6€30MacCHOCT HA MOHOTEPAITUSATA C TapaTyMyMal 3a HHTPaBEHO3HO
NPUIIOKESHUE TIPH JICYCHHE Ha Bb3PACTHH MAIMEHTH C PELHIUBUPAT U pepaKkTepeH MyJITHIUICH
MHEJIOM, YHUSITO MPEANIIHA TePAITsl BKII0YBA POTEa30MEH HHXUOUTOP U UMYHOMOTYJTATOPHO
CPEJICTBO U KOWTO Ca MOKa3alii MPOrpecus Ha 3a00JIIBAHETO MPH MOCIIEHATA TEparusl, ca
JIEMOHCTPHMPAHHU B JIBE€ OTKPUTH MTPOYUIBAHUS.

B npoyusane MMY 2002, 106 manueHTH ¢ peluANBHpaI U pedpakTepeH MyITHIDICH MAEIOM
noiyvasat 16 mg/kg napatymymab 3a HHTPaBEHO3HO MPUIOKEHHUE IO IPOrpecHst Ha 3a00JsIBAaHETO.
MennanaTta Ha Bb3pacTTa Ha manueHTute € 63,5 rogunu (nuama3on ot 31 mo 84 roguam), 11% ot
ManueHTuTe ca >75 roguny, 49% ca Mbxe u 79% ca ot eBponienaHa paca. [lanuenture nmomyyasar
CpelIHO 5 MpeamecTBaly JUHIY Tepanusd. OceMIeceT MPOoLEHTa OT MaUEHTUTE ca MOAJIOKEHH! Ha
MIPEIX0Ha aBTOJIOKHA TpaHCcIaHTanusa Ha cTBosioBH KiIeTkd (ASCT). IIpenmectBanure Tepanun
BKIIt0UBaT O00pTe30MuO (99%), nenanumomus (99%), nomanuaomus (63%) u kapduiazomutd (50%). Ha
M3XO0AHO HUBO 97% OT manueHTHTe ca pepakTepHU HA NOCIEAHATa JMHUS Ha JieueHue, 95% ca
pedpakrepHH KakTo Ha poreazomen HHXuOUTOP (PI), Taka 1 HA UMyHOMOTYJIMPAIIIO CPEICTBO
(IMiD), 77% ca pedpaxTepHn Ha anKWIHpaIy cpeacTsa, 63% ca peppaxTepHu Ha TOMATHIOMU U
48% ot mauuenTure ca pedpakrepHu Ha KapPpuazoMuo.

Pesynrarure 3a epuKacHOCT OT MPeIBAPUTEITHO TUIAHUPAHUS MEXKIMHEH aHAIIN3, Bb3 OCHOBA Ha

ouenka Ha KomureT 3a HezaBucum mnperien (Independent Review Committee, IRC) ca npencraBenu B
tabmmna 14 mo-mgomy.
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Tadoauua 14: Ouenenu ot IRC pe3yaraTu 3a epukacHocT oT mpoyuBane MM Y2002

Kpaiina Touka 3a epuxacHoct Jdapatymyma0 3a HHTPaBEeHO3HO
npuioxenue 16 mg/kg
N=106
O6ma crenen Ha orroop® (ORR: SCR+CR+VGPR+PR) [n (%)] 31 (29,2)
95% ClI (%) (20,8, 38,9)
Heocmopum mbiaen otrosop (SCR) [n (%)] 3(2,8)
ITw1ren otrosop (CR) [Nn] 0
MHoro 106bp yactuyeH otrosop (VGPR) [n (%)] 10 (9,4)
Yacruuen otrosop (PR) [n (%)] 18 (17,0)
Crenen Ha kauanuHa noisa (ORR+MR) [n(%)] 36 (34,0
CpeHa IpOABIDKUTEIIHOCT Ha OTroBopa [Meceru (95% CI)] 7,4 (5,5, NE)
CperHOo BpeMe JI0 OTroBOp [Mecenu (auamna3on)] 1(0,9; 5,6)

IIppBHYHA KpaiiHa Touka 3a eduracHocT (kpurepuu Ha International Myeloma Working Group).
Cl=noBepurenen uatepsai; NE=He e oriennmMo; MR=MuHHManeH oTroBop.

Oo6mmarta creneH Ha orroBop (ORR) B MMY2002 e cxo/iHa HE3aBUCHMO OT THIIA IPEIXOHA
AHTHMUEIIOMHA TEPaIusl.

[MTpu akTyanu3anys Ha JAaHHUTE 33 TPEKUBIEMOCT MPH CPEIHA MPOIBIDKUTSITHOCT Ha MPOCIIC/ISIBAHE
14,7 mecena, OS e 17,5 mecena (95% Cl: 13,7, He e onieHnma).

[Tpu mpoyusane GEN501, 42 mamuenTn ¢ penuanBupai u pedpakTepeH MyJITUIUIEH MUEIIOM
nony4aBat 16 mg/kg napatymymab 3a HHTPaBEHO3HO MPUIIOKEHHUE JI0 POrpecHst Ha 3a00JsIBAHETO.
MenuaHaTta Ha Bb3pacTTa Ha MalueHTure ¢ 64 rogunu (auana3oH ot 44 no 76 rogunn), 64% ca Mbxke
u 76% ca ot eBponenaHa paca. [lanmenTure B mpoy4YBaHETO NOIy4aBaT CPeIHO 4 IpeALIeCTBAILN
muHnH Tepanusi. CeaeMaeceT U 4eTHPH MPOIEHTa OT MaIllMeHTHTe moxydasar npeaxoaaa ASCT.
[IpenmecrBamniure Tepanuu BKirouBat 6oprezomud (100%), nenanumomun (95%), momanuaoMu;y
(36%) n xappumzomub (19%). Ha nzxonno HUBO 76% 0T nauneHTUTe ca pepakTepHH Ha MOCIEAHATA
JMHUSA Ha edeHue, 64% ca pedpakrepru kakTo Ha Pl, Taka u va IMiD, 60% ca pedpakrepHu Ha
aJIKWJIApaIy cpeacTna, 36% ca pedpakrepHu Ha noManuaomMus U 17% ca pedpakrepHu Ha
Kappun3oMuo.

ITpeaBapUTETHO TAHUPAHUIT MEKIMHEH aHATN3 TIOKA3Ba, Ye JIeUeHHeTo ¢ qapatymymad 16 mg/kg
Boju 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 otroop ¢ 1 mecerr (quana3on ot 0,5
1o 3,2). CpeaHarta IpoIBIDKUTEITHOCT Ha OTroBop He e mocturaara (95% CI: 5,6 mecenia, He €
OIICHUMA).

[Mpu akTyanu3aiys Ha JAaHHUTE 33 TPEKUBIEMOCT MPU CPEHA TPOIBIDKUTETHOCT HA MPOCIIC/ISIBAHE
15,2 mecena, cpennara OS He e mocturHata (95% CI: 19,9 mecena, He e onleHuMa), cbe 74% Bce orie
JKUBU IMMAllUEHTH.

Kombunupano neuenue ¢ renanudomuo

[IpoyuBane MM Y3003, oTkpuTo, paHAOMH3UPAHO, KIMHUYHO MpoyuBaHe ¢a3a Il c akrueHa
KOHTPOJIa, CpPaBHSBA JICYCHUE C 1apaTyMyMal 3a MHTPaBEHO3HO npuiiokeHue 16 mg/kg B komOMHaIUs
C JICHAIMJIOMH/] ¥ HUCKa 1032 aekcamera3oH (DRd) ¢ neuenue ¢ neHanumomMu U HUCKA 1032
nexcameTa3oH (Rd) mpu nanmeHTy ¢ peruauBupai U peppakTepeH MyJITUIUIEH MUEIIOM, KOUTO ca
TTOJTYYIUTA Hall-MaJIKO €/THa TIpeaIecTBaria tepanus. Jlenanmuaomun (25 mg BeIHBXK THEBHO
nepopaiHo B 10U 1-21 oT moBTapsmmTe ce 28-aHeBHU [4-CeAMUYHH| ITUKIIN) € TaBaH C HUCKA J103a
nexcameTa3oH 40 mg/cenmunia (MM HaMasieHa jo3a ot 20 mg/cenMuIia Ipy HaueHTH >75 ToIMHU
wi BMI <18,5). B naute Ha nH}y3us Ha gaparymymal 3a HHTpaBeHO3HO npwiokeHune 20 mg ot
Jl03aTa Ha JIeKCaMeTa30H ce Ipujiara KaTo JIEKapCTBEH MPOIYKT, IpUaral npeau nudysusra, a
OCTaHajara 4acT ce JaBa B JieHs clie nH(y3usaTa. JleueHHeTo npoabnkasa B IBETE paMeHa J10
mporpecus Ha 3a00JIBaHETO WIIM HETIPUEMIIMBA TOKCHYHOCT.

Panpomusupanu ca o0mo 569 nanuentu; 286 B pamoro Ha DRd u 283 B pamoTo Ha Rd. U3xonnure
JemMorpadcku JaHHHU U XapaKTEPUCTHKHUTE Ha 3a00JI1BaHETO ca MOJA00HU MEXIy paMOTO Ha

64




JapaTyMmyMa0 3a HHTPaBEHO3HO MPUJIOKEHUE U KOHTPOIHOTO paMo. MeanaHaTa Ha Bb3pacTTa Ha
nanueHTuTe e 65 ronunu (auamnason 34 1o 89 roaunn), karo 11% ca >75 roxunu. [ToBedeTo
nanueHTH (86%) ca monydaBanu npenu ToBa Pl, 55% oT manuenTute ca noiayvyaBainyu Npean TOBa
IMiD, BkimtountenHo 18% ot GoaHUTE, KOUTO ca MOJyYaBaIM MPEIU TOBA JICHATUAOMUS, a 44% ot
NalMeHTUTE ca nonydaBanu npeau tosa u PL, u IMiD. Ha usxonno HuBo 27% oT nauueHTuTe ca
pedpakTepHH KbM MOcTeaHaTa TUHUS Ha tedeHne. Ocemuanecet mporenTa (18%) ot mammenTure ca
pedpaxTtepuu camo kbM PL, a 21% ca pedpaxrepau kbm 60pTezomud. PedpakrepHure Kbm
JICHATMIOMUJT TAIIUEHTH Ca U3KITIOUYBAHHU OT MPOYYBAHETO.

IIpu Meaunana Ha npocnenasane ot 13,5 mecena mbpBUYHMAT aHanu3 Ha PFS B npoyusane MM Y3003
nokasea nogoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoto ¢ Rd; mennanara na PFS ne e
mocturaara B pamorto Ha DRd u e 18,4 mecerna B pamoro Ha Rd (HR=0,37; 95% CI: 0,27, 0,52;

p <0,0001). Pesynrarure ot aktyanusupan aHanu3 Ha PFS cnen Meauana Ha npocnesBane ot

55 Mecena npoabDKaBat qa nokassat nogpoopenue Ha PFS npu nauuenture B pamoro Ha DRd B
cpaBHeHue ¢ pamoto Ha Rd. Meauanara Ha PFS e 45,0 mecena B pamoro Ha DRd u 17,5 mecena B
pamoto Ha Rd (HR=0,44; 95% ClI: 0,35, 0,54; p<0,0001), koeTo mpeacTaBisBa 56% HaMmaleHHe Ha
pHCKa OT MpOorpecus Ha 3a00JIIBAHETO WJIM CMBPT IPHU MAaIMeHTH, JeKyBanu ¢ DRd (Bx. durypa 7).

®@urypa 7: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MM Y3003

D-Rd Rd
(N = 286) (N =283)

1.0 e MeanaHa Ha NpeXMBREMOCT D23 NPOTPECHA - MECELM 45.0 17.5

' ) KoedpmumenT Ha puck 3a D-Rd vs. Rd (95% C) 0.44 (0.35-0.54)

N P <0.0001
0.8 \
0.6
s D-Rd

0.4

0.2 O —_— s

Mponopuwa npexueaemocT Ges nporpecun

0

| 1 | | 1 | LI 1 1 I 1 | 1 1 1 I 1 1 1 1
0 3 6 9121518212427 303336304245485154576063
Mecelm

N B puck
Rd 283249206181 160 144127112102 91 83 75 66 63 53 48 45 40 28 5 1 0
D-Rd 286 266 249 238 229 215204 195 184 168 156 151 143136134 13112511576 16 3 0
Crnen Meauana Ha npocnensBane ot 80 mecena, DRd moka3sa npeaumcTBo 1o otHomeHue Ha OS B
cpasuenue ¢ pamoto Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Menunanarta Ha OS ¢ 67,6
meceria B pamoto Ha DRd u 51,8 mecera B pamorto Ha Rd.
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®urypa 8: Kpueu Ha Kaplan-Meier 3a OS B npoyuBane MMY3003
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D-Rd Rd
024 (N = 286) (N =283)
' Ofia Meana Ha npesuBaemMoct - Mecery 67.6 518
Koedmupent Ha puck 3a D-Rd vs. Rd (85% CI)  0.73 (0.58-0.91)
P=10.0044
0 rrrrrrr1rrrrrrrrrrrrirrirTrTrTrTriTd

Meceun

N B puck

11
036 91215182124273033363942454851545760636669 727578818487

Rd 283273258 251 239 229 220 206 196 194 189 184 174 160 153 151 145138 127124 17 114 111105 95 90 &1 31 4 0
D-Rd 286 277 271 266 260 250 236 231 222 215 207 198 193 186 180 175 168 160 151 147 141 140136 133130127111 40 & 0

JlonbIHUTEIHY Pe3yTaTH 3a euracHOCT OT npoyuBane MMY 3003 ca npencraBenu B Tabnuia 15

H0-71011y.
Tadauna 15. JlombJIHUTEIHN Pe3yaTaTH 3a epukacHocT oT npoyuBane MMY 3003
Bp. nanueHTH ¢ 0TrOBOP, MOAXO/SIII 32 OLEHKA DRd (n = 281) Rd (n = 276)
0611 otroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76,4)
p-croiiHOCT? <0,0001
Heocnopum meien orrosop (sCR) 51 (18,1) 20 (7,2)
[Tenen otrosop (CR) 70 (24,9) 33 (12,0
MHoro 100bp yactuyeH otrosop (VGPR) 92 (32,7) 69 (25,0)
Yactuuen otrosop (PR) 48 (17,1) 89 (32,2)
Menauana Ha Bpemero 10 otrosop [mecenu (95% CI)] | 1,0(1,0,1,1) 13(1,1,19)
Menuana Ha TPOIBIKUTEIIHOCTTA HA OTTOBOPA NE (NE, NE) 17,4 (17,4, NE)

[mMeceru (95% CI)]

Otpunarenso MRD (95% CI) 5 (%)

21,0 (16,4; 26,2)

2,8 (1,2;5,5)

CpoTHOIIIEHHe Ha maHcosete ¢ 95% CI°

9,31 (4,31; 20,09)

P-croiinoct”

< 0,0001

DRd=naparymyma6-neHanuI0MuI-1eKkcameTa3or; Rd=nenampomun-nexcamerazod; MRD=MHHUMAaIHO OCTATHYHO

3360H§IBaHe; CI:IIOBepI/ITeJ'IeH HUHTCEPBAIL; NE=ne moxe ga ce OLICHHU.

a
6

p-croiiHoct ot Cochran Mantel-Haenszel Chi-Squared recr.

Bb3 ocHOBa Ha intent-t0-treat momyJsanus u npar ot 107,
B

>1 nmoka3Ba npeumyiiectso Ha DRd.
p-croitHocTTa € OT TouHwMs TecT Ha Fisher.

Kombunupano nevenue ¢ bopmesomud

Usnomnssano e u3uncienue no Mantel-Haenszel na O6IIIOT0 CHOTHOIIIECHHE Ha maHcoBeTe. ChOTHOIICHNE Ha IIIAHCOBETE

[IpoyuBane MM Y3004, oTkpuTo, paHAOMH3UPAHO, KIMHUYHO MpoyuBane ¢asa Il c aktuBHa
KOHTPOJIa, CPaBHBA JICYCHUE C 1apaTyMyMal 3a MHTPaBEHO3HO npuiioskenue 16 mg/kg B komOMHaIus
¢ 6oprezomud u pekcameraszon (DVd) ¢ neuenue ¢ 6oprezomud u aexcamerason (Vd) npu mamnueHTH ¢
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penuauBrpa U peppakTepeH MyJITUIUIEH MUEIIOM, KOUTO ca MOJyYrIN Hali-MaJiko elHa peInITHA
Tepanus. bopre3oMub € npuIaran upes MOJKOKHA WM MHTPABEHO3HA MHKEKIHA B 1032 1,3 mg/m?
TEJIECHA IOBBPXHOCT JIBa ITbTH CEJMHYHO B MPOIBIDKCHUE Ha JBe cenqmuiu (quu 1,4, 8 u 11) ot
noBTapsmuTe ce 21-aHeBHH (3-ceIMUYHH) IUKIIM Ha JISYeHHe 3a 0010 § nukbia. JlekcamMeTa3oH e
npuiarad nepopaito B n1o3a 20 mg B qum 1, 2,4, 5, 8,9, 11 u 12 ot Bceku ot 8-Te UKbIA C
6opte3omu6 (80 mg/ceamuiia B IBE OT TPH CEAMHUIIN Ha UK ¢ OOPTE30MHUO) MIIM HAMaJIeHa /1032 OT
20 mg/cenmunia npu nanueHTH >75 rogquau, BMI < 18,5, 60yHY ¢ 7101110 KOHTPOIUpaH 3aXapeH
nuabeTr WiIr IpeauiHa HeTIOHOCHMOCT KbM CTepOrIHA Tepanus. B nHuTe Ha nHOY3MUI Ha
JIapatymyMab 3a HHTPaBEHO3HO MIPHUJIOKEHHe, 103a oT 20 mg IeKkcaMeTa30H € IpuiiaraHa KaTo
JICKapCTBEH NPOAYKT, MPUJIaraH npenu HHysusrTa. JleueHneTo ¢ japarymymad 3a HHTPaBEHO3HO
MIPUJIOKEHUE MTPOJIBIDKABA JIO MPOTPECHUs Ha 3a00JISIBAHETO HIIM HEPUEMIIMBA TOKCUYHOCT.

Pannomusupanu ca o6mio 498 naruentu; 251 B pamoto Ha DVd u 247 B pamoro Ha Vd. U3xoauute
Jnemorpadcku JaHHHU U XapaKTepPUCTHKUTE Ha 3a00JI1BaHETO ca MOJ00HU MEXIY PaMOTO €
JapaTyMmyMa0 3a HHTPaBEHO3HO MPUJIOKEHUE U KOHTPOIHOTO paMo. MeanaHaTa Ha Bh3pacTTa Ha
nanuenTute e 64 roguan (rparnny 30 mo 88 rogunm), kato 12% ca > 75 rogunn. lllectnecer un neBer
nporeHTa (69%) OT manueHTHTe ca moxy4aBainu npeau Toa Pl (66% ca nonyyaBanu 6opre3oMuo), a
76% ot manueHTute ca nomydasanu IMiD (42% ca nonyuyaBanu neHanunomun). Ha usxonHo HUBO
32% oT mareHTHTe ca pedpakTepHU KbM MOCIICAHATA JIMHUS Ha JiedeHue. TpuieceT U TpH NpoIeHTa
(33%) ot manueHTHTE ca pedpakrepHu camo kbM IMiD, a 28% ca pedpakTepHr KbM JICHATHIOMHU/I.
Pedpakrepaute kbM 60PTE30MHO MAIMEHTH Ca U3KJIIOYBAHU OT MPOYYBAHETO.

IIpu meaunana Ha npocinenaBane ot 7,4 mecena mbpBUUHUAT aHanu3 Ha PFS B mpoyuBane MM Y3004
NoKa3Ba nmoaoopeHue B pamoto Ha DVd B cpaBHenue ¢ pamoto ¢ Vd; meauanara Ha PFS ne e
nocturnara B pamoto Ha DVd u e 7,2 mecena B pamoto Ha Vd (HR [95% Cl]: 0,39 [0,28, 0,53]; p-
croiiHocT < 0.0001). Pesynrarute ot akTyanu3upan ananus Ha PFS cnex Mmeanana Ha mpocnensBane
ot 50 mMecela npoabIDKaBar ja nmokassar nogoopenue Ha PFS npu nanpenTture B pamoro Ha DVd B
cpaBHenue ¢ pamoto ¢ Vd. Meananara Ha PFS e 16,7 mecena B pamoro na DVd u 7,1 meceria B
pamoro Ha Vd (HR [ 95% CI]: 0,31 [0,24, 0,39]; p-croiinoct < 0,0001), koeTo mpeacTasisiBa 69%
HaMaJICHHE Ha PUCKa OT MpOorpecHs Ha 3a00JsIBAHETO MM CMBPT MPH MAIlMEeHTH, JekyBanu ¢ DVd,
crpsimo Vd (Bx. purypa 9).
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®urypa 9: Kpueu na Kaplan-Meier 3a PFS B npoyusane MM Y3004

D-vd Vd
(N = 251) (N = 247)
10 MenwaHa Ha npexmeReMocT Des NporpeckA - meceyn 167 i1
) KoadwmumenT na puck 3a D-Vd vs. Wid (95% CI) 0.31{0.24-0.39)
P 0.0001

D-Vd

Mponopumna npexueaemocT bes nporpecua

e g vd

r+—T—TTT"T1TT7T7 T T T T T T T 11
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57

Meceum

N B puck
Vd 24718212974 39 27 1511 9 8 7 6 5
D-Vd 251215198161138123109 92 85 77 68 61 54 50

Crnen Meapiana Ha mpociesiBane ot 73 mecena, DVd nmokasBa npenuMcTBo 110 oTHOMeHne Ha OS B
cpasaenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara Ha OS e 49,6
meceria B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.
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Figure 10: Kpusu na Kaplan-Meier 3a OS B npoyusane MMY3004
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JombaHuTenHN pe3ynTaty 3a epukacHoct ot npoyusane MMY 3004 ca npeacraBenu B Tabnuna 16

H0-7I01TY.
Tabauna 16: JlombJIHUTETHHN Pe3yJTaTH 3a epukacHocT oT npoyusane MMY 3004
Bp. nanmeHTH ¢ 0TrOBOP, MOAXO/SII 32 Ol[EHKA DVd (n = 240) Vd (n =234)
06111 otroBop (SCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-croiitHOCT? <0,0001
Heocnopum meien otroop (sCR) 11 (4,6) 5(2,1)
ITeaen orrosop (CR) 35 (14,6) 16 (6,8)
MHoro 100bp yactuueH otrosop (VGPR) 96 (40,0 47 (20,1)
Yactuuen otrosop (PR) 57 (23,8) 80 (34,2)
Meuana Ha BpeMeTo 10 otroBop [Mecenu (rpanumm)] | 0,9 (0,8, 1,4) 16(15,21)
MenuaHa Ha POJABKUTEIIHOCTTA Ha OTTOBOpa NE (11,5, NE) 7,9 (6,7, 11,3)

[Meceru (95% CI)]

Otrpunarenso MRD (95% CI)°

8,8% (5,6%, 13,0%)

1,2% (0,3%, 3,5%)

QOdds ratio ¢ 95% CI*®

9,04 (2,53, 32,21)

P-croiinoct”

0,0001

DVd=naparymyma6-6oprezomutd-aexcameraszon; Vd=0oprezomMud-nekcamerazon; MRD=MuHHMaITHO OCTaTHYHO

3abomsBane; Cl=noBeputeneH naTepBar; NE=He Moxe J1a ce OleHH.
& p-croitroct ot Cochran Mantel-Haenszel Chi-Squared Tecr.

® B3 ocHoBa Ha intent-to-treat NOIyJIaLUs U Ipar oT 107°.
B

>1 nmoka3Ba npeumyIectBo Ha DVd.
p-croitHOCTTa € OT TouHHMs TecT Ha Fisher.

CuprieyHa enekTpodu3noIorus

Msnonssano e nzunciaenue no Mantel-Haenszel na 06IIIOT0 CHOTHOIIEHHE Ha maHcoBeTe. ChOTHOIIEHNE Ha IIIAHCOBETE

Maska e BepoATHOCTTa IapaTyMyMal, KaTo BUCOKOMOJIEKYJIEH MMPOTEHH, JIa B3aUMOJICHCTBA TUPEKTHO
¢ oraute kaHam. EdektsT Ha mapatymymad Bepxy QTc uHTEpBana € oreHeH B €JHO OTKPUTO
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npoyuBane npu 83 manueHTH (npoyuBane GEN501) ¢ penmnusupan unu pedpakrepeH MyITHTIICH
MuenoM cien uadysuu ¢ gaparymymad (4 no 24 mg/kg). Jluneitnu cmecernu PK-PD ananusu He
MOKa3BaT royisiMo yBenueHue Ha cpeanust QTcF unteprai (1.e. mo-roysiMo ot 20 ms) mpu Cmax Ha
Japarymymao.

Ilennarpuyna momyJianus

EBpomneiickaTa areHIys 1o JekapcTBaTa 0CBOOOK/1aBa OT 3aIbJDKEHHETO 33 IPEIOCTaBIHE Ha
pesynrartutre ot nmpoyuBaHusaTa ¢ DARZALEX BbB BCHUKH MOJATPYNH HA TIETAATPUIHATA TTOITYIIAITHS
NpY MYJITHUIUIEH MUENIOM (BXK. Touka 4.2 3a nHdopMalys OTHOCHO yroTpeda B IeTUaTpHsITa).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

[Ipu manyeHTUTe C MYJITUIUICH MUEIIOM €KCIO3UIIMATA Ha IapaTyMyMal B IIPOyYBaHE ¢ MOHOTEPAITHS
cien npuiokeHue Ha npenopbunTeanara 103a 1 800 mg DARZALEX 3a moaK0KHO MPHIOKEHUE
(BeIHBX CEMUYHO B MPOIBIDKEHNE HA § CEMHIN, BEIHBXK Ha JIBE CEIMHUIM B IIPOABIDKEHHIE HA

16 cepmuIy, cresr KOETO BEAHBK MECEUHO) B cpaBHEeHHUE ¢ 16 mg/kg napatymymad 3a HHTPaBEeHO3HO
NPUIIOKEHUE TIPH ChIaTa CXeMa Ha IpHiIarane, Moka3pa He Mo-MajKa e(UKacCHOCT 3a ChITbPBHYHATA
KpaitHa Touka MakcuManHa Cirough (UKBI 3 NIeH 1 mpean mpuiiarade Ha /103aTa) CbC CpeaHa CTOMHOCT
+ SD 593 + 306 mukporpama/ml B cpaBHenue ¢ 522 + 226 mukporpama/ml 3a qapatymyma0 3a

HMHTPABEHO3HO MPHJIOKEHHUE MTPH CPEIHO reoMeTpuyHO choTHomeHue 107,93% (90% CI: 95,74-
121,67).

B enno npoyusane, AMY3001, ¢ komOuHHMpaHa Tepanus npu nanueHTn ¢ AL amunongo3a
MakcuMaiHaTa Cirough (IMKBI 3 neH | mpeau NpUIoKeHHETo) € MoJo0Ha Ha Ta3u MPH MYJITHIUICH
MHEJIOM ChC cpeHa cTorHoCT + SD 597 + 232 pg/ml criex npusiokeHue Ha MpenopbYuTeTHATA 1038
1800 mg DARZALEX 3a moJIko»HO NpUIoKeHHE (BEIHBXK CSAMHYHO B IPOABDKCHUE HA 8 CSMMUIIH,
BEJIHBK Ha JIBE CEIMUITU B IPOIBIDKEHUE HA 16 ceMuIn, CiIe KOeTO BEAHBK MECEUHO).

Cnen npenopwunrtentara g03a 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOJKONKHO
MPUIOKEHUE MaKCUMaHUTE KOHIEHTpauu (Cmax) ce moBuIaear 4,8 mbTH, a 00111aTa eKCIO3UIIHS
(AUCo.7 uuu) ce moBuIaBa 5,4 MbTH OT ITbPBATa J103a JI0 MOC/IeIHATa 1032 IPH IPHI0KEHHE BETHBK
ceamuyHO (8-Ta mo3a). Hail-BucokaTa cTOMHOCT Ha Hail-HUCKUTE KoHIeHTparun Ha DARZALEX
WHXEKITHOHEH Pa3TBOP 32 MOJKOKHO MPUIIOKEHUE OOMKHOBEHO CE HAO0JII01aBa B Kpasi Ha CXEMHUTE Ha
JIEYEeHHUE C MPUIIOKEHUE BETHHK CEIMUYHO KaKTO P MOHOTEPAIHATA, TaKa U IpU KOMOMHUpaHAaTa
Tepanusl.

[Ipu marmeHTHTE C MYJNTUIUIEH MUEJIOM CUMYJIMPAHUTE HAW-HUCKU KOHIIEHTPALUMH clied 6 103U

1 800 mg DARZALEX uHXeKIHOHEH pa3TBOP 3a MOJKOKHO MPHIIOKEHUE BEIHBXK CEAMHYHO TIPH
KoMOWHMpaHa Tepanus ca noJooHn Ha MoHoTtepamnus ¢ 1 800 mg DARZALEX uHxeKIIMOHEH pa3TBoOp
3a IIOAKOXHO IPHIIOKEHUE.

[Ipyn manueHTUTe C MYJITUIDIEH MUEIIOM €KCIO3UIIMATA Ha JapaTyMyMal B IpOoydYBaHEe ¢ KOMOMHHpaHa
Tepamnus ¢ TOMaTUAOMHUT U IeKcameTa3oH (mpoyuBane MMY3013) e momo6Ha Ha Ta3u pu
MOHOTEpAIUs CbC CPEeJHA CTOWHOCT Ha MakcuMaiHaTa Cirough (LMKBI 3 1eH 1 mpeau NpriioKeHUeTo) +
SD 5374277 pg/ml cnex npunoxkenue Ha npenopbuutennara 1o3a 1800 mg DARZALEX
WHXKEKIIMOHEH PAa3TBOP 32 IMOJKOKHO MPUIIOKEHUE (BEMHBK CEIMHYHO B MPOABIDKEHHE HA

8 cenMuIM, BEIHBK HA JIBE CEIMUIIM B IIPOIbIDKEHNE Ha 16 CeIMHUIIH, ciie]] KOETO BEIHBK MECEUHO).

AOcopOnus 1 pasupeiencHmue

IIpu npenoppuutennara q03a 1 800 mg npu manueHTH ¢ MyJITHILIEH MHETIOM a0COJIFOTHATA
ounonammuHocT Ha DARZALEX nHXeKInoHeH pa3TBop 3a MOAKOXKHO MpHiIokeHue € 69% cbe
ckopocT Ha abcopouus 0,012 yac™, kato MMKkoBU KOHLEHTpaluy ce Habmoaasar cien 70 go 72 h
(Tmax). TTpu mpenoppunTennara go3a 1 800 mg nmpu manmenTn ¢ AL aMuionmo3a abcomoTHATA
OMOHAJIMYHOCT HE € OLIEHABAHA, CKOPOCTHATA KOHCTaHTa Ha abcopouus e 0,77 nen (8,31% CV), a
MMMKOBA KOHIICHTpAIUs ce HabJro1aBa ciaea 3 THH.
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ITpu Moenupane MPOrHO3HATA CPEHA H3YKCIICHA CTOMHOCT Ha 00eMa Ha pasmpe/ie/icHue 3a
HeHTpaHus koMnaptument e 5,25 1 (36,9% CV), a 3a nepudepuus kommnaptument (V2) e 3,78 | mpu
MOHOTEpaIus ¢ 1aparymyma0, a MOJIeIMpaHara Cpe/iHa U34YMCIIeHa CTOWHOCT Ha o0eMa Ha
pasmpenenenue 3a V1 e 4,36 | (28,0% CV), a3a V2 e 2,80 |, koraro qaparymyma0 ce npuiara B
KOMOMHAIINS ¢ TIOMATHAOMHU U ICKCAMETA30H MPH MAIMEHTH C MYJITUILICH MuesoM. [Ipu marueHTy ¢
AL ammiionj03a M34YKCIIEHATA MO MOJIEN CTOMHOCT Ha IPUBHUIHUS 00EM Ha pasIpe/ieieHHe Cle]]
noakoxHo npuiaokerue e 10,8 1 (3,1% CV). Te3u pesyiaraTu nMoka3sar, 4e 1apatymymad ce
JIOKAJTM3Upa MPEJANMHO B ChI0BAaTa CHCTEMa C OTPAHUYCHO EKCTPABACKyJIapHO ThKAHHO

pasnpeacicHuc.

MeTaboanu3sM U eIMMUHHADPAHE

Hapatymyma0 nokasBa ¢papMakOKHMHETHKA, 3aBUCHMA M OT KOHLEHTPALUATA, 1 OT BPEMETO, C
YCIIOPEHO JTMHEHHO M HeJIMHEHHO (¢ HaCHIaHe) eMMMHUHNApPAHEe, KOSTO € XapaKTePHO 3a TapreT-
Meauupanus KiupbeHe. Upes nonynanonausa K Mozen e u3uucieHa cpeiHa CTOHHOCT Ha KIIMPBHCA
Ha gaparymymat 4,96 ml/h (58,7% CV) npu monotepanus ¢ naparymymad u 4,32 ml/h (43,5% CV),
KOTaTo AapaTyMyMal ce mpriara B KOMOMHAIHS C TOMAITHIOMUT M IEKCAMETa30H PH MAUeHTH C
MmyntuirieH muenoM. [Ipu manmentu ¢ AL amunonio3a BUIUMUST KIUPBHC CIIE] TIOIKOKHO
npunoxenue e 210 ml/nen (4,1% CV). [Ipu MoaenupaHeTo CpeiHO TeOMETPUYHATAa CTOMHOCT Ha
MOJIYKUBOTA, CBBP3aH C JIMHEHHOTO enuMunupane, € 20,4 nau (22,4% CV) npu MoHOTepamnus ¢
napatymyma6, 19,7 nau (15,3% CV), korato mapatyMmyma0 ce npuiara B KOMOMHALHUS C
MOMAaJIUIOMUJL U IEKCAMETa30H IpH MAllUeHTH ¢ MYJITHUILIEH MueioM, u 27,5 nuu (74,0% CV) npu
nanueHTn ¢ AL amunonnosa. [Ipu cxema Ha JiedeHre ¢ MOHOTEpaNys U MPH KOMOMHHUpaHa Teparnus
CTaI[IOHAPHO CHCTOSIHUE CE JIOCTUTA CJIe]] MPUOIM3UTETHO 5 Mecela NPUIIoKEeHHe Tpe3 4 ceIMHIT
npu npernoprunTenHara go3a u cxema (1 800 mg; BemHBX CeAMUYHO B IPOABIDKEHUE HA 8 CEIMUIIH,
Ha BCCKHU 2 CEIMHUIIU B MPOJIbJDKEHHE HA 16 ceqMUIIM 1 Ha BCEKH 4 CEIMUIIM CIIE]] TOBA).

[IpoBenen e momynarmonen ®K ananu3 npu u3noia3BaHe Ha JaHHH OT IIPOYYBAHUS C MYJITUIUICH
MUEJIOM ¢ MOHOTepanus 1 koMOuHupaHa tepanus ¢ DARZALEX uneklnoHEeH pa3TBop 3a
MOJIKOXKHO TPUJIOKECHHE U JJaHHUTE 3a niporuo3HaTa ®K excrosuius ca 0600mieny B Tadmma 17.

Taoauna 17:

Excno3unust Ha 1apatymymad ciaen npuwioxenue Ha DARZALEX 3a noako:kHo

npuioxenue (1 800 mg) uam MoHoTepanus ¢ JapaTyMyMad 3a HHTPABEHO3HO

npuioxenne (16 mg/kg) npu nanmmeHTH ¢ MyJTHILIEH MHEJIOM

@K nokazarenu Mukan Jdaparymyma0 3a Jdapatymymao 3a
MO/IKOKHO HHTPaBeHO3HO
NpUJIoKeHne NpUJIoKeHne
meauana (5-tu; 95-tm | meauana (5-Tu;
nepCceHTHI) 95-TH
NepCceHTHI)

Iuxsa 1, 1-Ba cenmuyHa 1032

123 (36; 220)

112 (43; 168)

Ctrough uxsen 2, mociaenna 563 (177; 1063) 472 (144; 809)
(Mukporpama/ml) ceaAMHUYHa 71032 (IUKBI 3
nen 1 Ctrough)
C Huxen 1, 1-Ba cenmuuna g03a 132 (54; 228) 256 (173; 327)
(ernlflprorpaMa /ml) [uxsba 2, nocneqHa 592 (234, 1114) 688 (369; 1061)
ceIMUYHA J1032
AUCo. Huksa 1, 1-Ba cenMuyHa /1032 720 (293; 1274) 1187 (773; 1619)
(MI/IKpOIJi[;f{)HaMa /mlezen) Hukba 2, mocnenHa 4 017 (1515; 7564) 4019 (1740;
ceIMHUYHA J103a 6370)

IIpoBenen e equn nomynaruoneH @K aHanm3, KoHTo n3mon3Ba qanuu ot 211 marmenT ¢ AL
amuIonio3a Ha komOnHupana tepanusi ¢ DARZALEX nHkeKMoHeH pa3TBOp 3a MOJIKOKHO
npunoxenue. [pu npenoppuntennara no3a 1 800 Mg nporHo3HuTe KOHLUEHTPALMH Ha 1apaTyMyMal
ca MaJIKO TI0-BHCOKH, HO OOMKHOBEHO Ca B pAMKHUTE Ha CHIHU JMANIA30H B CPABHCHHUE C TIAIIUEHTUTE C

MYJITUIUICH MUCIIOM.
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Tadauua 18:

Excno3umnust Ha 1apatymymad cien npuioxkenue Ha DARZALEX 3a noako:kHO

npuioxenne (1 800 mg) npu nanmentn ¢ AL amuionio3a

®K noxkazareaun

Muxan

aapatymyMmad 3a MoJKOKHO
NpUJIOKeHUe
Menuana (5-tu; 95-Tu
MePCEeHTHII)

Cirough (g/ml)

Huksa 1, 1-Ba cenMuuHa go3a

138 (86; 195)

[lukba 2, TOCIIeIHA CEIMUYHA J103a
(ITuxsn 3 ger 1 Cuough)

662 (315; 1037)

Crax (Hg/ml)

Huksa 1, 1-Ba cenMuuHa go03a

151 (88; 226)

[ukba 2, mocienHa ceAMUYHA 032

729 (390; 1 105)

AUCo.7 zuu (M9/Mleen)

Huxwa 1, 1-Ba ceqMuUuHA 1032

908 (482; 1 365)

Hukba 2, mociaeaHa CCAMUYIHA 1032

4 855 (2 562; 7 522)

CrernuanHy NoImyJIalin

Bwspacm u non

B3 ocHoBa Ha nonynanuonau OK ananusu npu nauuenty (33-92 roanHu), moryyaBamy
MOHOTEpAITUS UM Pa3TUIHN KOMOWHUPAHH TEpaIHH, Bb3pacTTa HAMa CTATUCTHYECKH 3HAYUM e(heKT
Bbpxy @K Ha napatymymad. He e HeoOxonumMo MHANBHIYaTH3UPaHE HA JIEYCHUETO NP NAllUEHTHTE
Bb3 OCHOBA Ha Bb3pacTTa.

[TompT mMa cTaTucTHYeCKH 3HAYNM edeKT Bhpxy PK mapameTpy npu manueHTH ¢ MyJITHILICH
MUEJIOM, HO HE U TIpu nanueHTH ¢ AL amunonno3a. HabmrogaBana € Maliko mo-BUCOKA €KCIIO3UIIHS
MIPH JKEHUTE OTKOJIKOTO TIPU MBIKETE, HO pa3liuKaTa B €KCIO3UIUATA HE CE CUMTA KIMHUYHO 3HAYNMA.
He e HE0OX0IMMO MHAVBHUIyATM3UPAHE HA JICYCHUETO MIPH MAIUSHTHUTE Bh3 OCHOBA HA TI0JIA.

bvopeuno yepescoarne

He ca npoBexnanu opunmanau npoyuBanus Ha DARZALEX 3a moK0XHO MPUIOKEHUE MTPH
nanueHTH ¢ 0b0peuno yBpexnane. Ilposenenu ca nomynannonan K aHanmsu Bb3 0cHOBa Ha Beue
HAJIMYHU JIaHHU 32 ObOpeyHaTa QyHKIHMS IPY MAlMeHTH ¢ MYJITHIUICH MHEJIOM, TIOJTyYaBaliy
moHotepamusi ¢ DARZALEX 3a moJIKOXHO MPUJIOKEHUE WK pa3InyHi KOMOMHHUPAaHU Tepanuu Mpu
NAaIMEHTH C MYJITUILIEH MuesioM i ¢ AL amunonznosza. He ca HaGmonaBaHy KIIMHUYHO 3HAYUMH
Pas3JIMKU B €KCIIO3ULUATA HAa JapaTyMyMald MEeXAy MalUeHTH ¢ ObOpEUHO YBPEKIAHE U TE3U C
HOpMaiHa ObOpedHa QyHKITHS.

Yeproopobno yspexcoane

He ca npoBexnanu opunmanau npoyuBanus Ha DARZALEX 3a moAK0XHO MPHIOKEHUE MPU
MIAI[UEHTH C YePHOAPOOHO YBPEKIAHE.

IIpoBenenu ca nomynanuonHy K aHanu3u nNpu NanueHTH ¢ MyITUILIEH MHUEJIOM, ITOJITy4aBally
moHoTtepanusi ¢ DARZALEX 3a moakoXHO NPUIIOKEHHE WIH Pa3IMYHI KOMOMHHUPAHU TEPANAN TPU
MaIMeHTH C MYJITHILICH MuenioM U ¢ AL ammonnosa. He ca HaGmoaBaHy KIMHIYHO 3HAYUMHU
Pa3JIMKU B €KCIIO3ULUATA HAa JapaTyMyMald MeXay MalleHTH ¢ HOpMalHa YepHOIpoOHa QyHKIMS 1
JIEKO 4epHOAPOOHO yBpexaane. [lamenTuTe ¢ yMepeHo u TEKKO YepHOAPOOHO YBpEKAaHe ca TBhpIE
MAJIKO, 32 /1a CE€ HaIpaBsIT 3HAaYUMU 3aKJIFOYEHUS 3a TE3U MOIYJIAIIH.

Paca

Bb3 ocHoBa Ha nonynanuonHute @K aHanu3u npu NauMeHTH, N0JIy4aBalld MOHOTEpaIus ¢
DARZALEX 3a moaK0XHO IPUJIOKEHHE WIH Pa3NuyHI KOMOMHUpPAHH TePaNn, eKCIIO3UINATA Ha
JapaTymyMa0 e moso0Ha MEXIy pacure.

Tenecno mezano

[Ipunoxenunero Ha ¢puxcupana goza DARZALEX 3a noakoxuo npunoxenue 1 800 mg kato
MOHOTEpAITUs IOCTUTA aJICKBATHA eKCIIO3ULHS IPU BCUYKH MOJATPYIIH 10 TesiecHo Terio. [lpu
MAIMEeHTH C MYJITHIDIEH MuenoM cpeanata Ciough B TUKBI 3 fieH 1 B mOATpyIaTa ¢ mo-HUCKO TEJIECHO
terio (< 65 kg) e ¢ 60% mo-BrcoKa, a B MOArpymnara ¢ mo-BUCOKO TejecHo Terio (> 85 kg) ¢ 12% mo-
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HHUCKA OTKOJIKOTO B IMOATPYIIaTa ¢ HHTPaBEHO3€eH JapaTymyMat. [Ipu HAKOM MAIMEeHTH C TEeIeCHO
teryo > 120 kg ce HaO/r0AaBa MO-HUCKA SKCITO3UIIHS, KOSTO MOYKE J1a JIOBEE 0 HamalleHa
edpukacHoct. ToBa HaOnrOIeHHE 00ade ce OCHOBAaBA HAa OIpaHMUYCH OpO MalueHTH.

[pu nanmenTn ¢ AL amMmuiionio3a He ca HaOII0JaBaH! 3HAYMMU Pa3iTuKH Ha Cirough TPH Pa3THYHH
CTOMHOCTH Ha TEJIECHOTO TETJIO.

5.3 IlpeakJHHHYHHU JAHHH 32 0€30MACHOCT

TOKCHUKOJIOTUYHM JaHHU Ca IMOJIY4YCHHU OT NPOYyUBaHUA C )JapaTyMyMa6 Ipy MUMIIaH3€Ta U ChC
CyporaTtHo antu-CD38 anTutsio IIpyu ObJTOO0MNallIaTh MaKalu. He ca MOPOBCKIAHU TPOYUBAHUA 3a
XpOHHUYHA TOKCUYHOCT.

He ca npoBexaanu mpoy4yBaHus BbPXY KUBOTHHU 32 YCTAHOBSIBAHE HA KaHIIEPOT€HHHS MOTEHIIMAT Ha
mapatymymao.

He ca npoBexxnanu nmpoy4BaHus IPH KUBOTHHU 32 OIICHsBAaHE HA MOTCHIMATHUTE e)EeKTH Ha
JapaTyMmyMa0 BbpXY pPENpPOAYKLUATA WIN Pa3BUTHETO WK 32 ONPEACISIHE Ha IOTeHIMAIHUTE eeKTH
BBPXY QEepTHINTETA IPU MBXKHUTE MU KCHCKUTE.

He ca IMPOBCKJAHN TPOYUBAHUA 34 KAHIECPOTCHHOCT, TCHOTOKCUYHOCT HUJIU MIPOYYBAaHUS 3a
¢depTruMTETa 32 pEKOMOMHAHTHATA YOBEIIKa XHaTypoHuaza. He ce HaOiromaBat eekTu BbpXY
PECOPOAYKTUBHUTEC ThbKaHU U (I)yHK]_[I/ISI " JIUIICBA CUCTEMHA CKCIIO3UIMA Ha XUATypoHHga3a Ipu
Matimynu, Tpetupanu ¢ 22 000 U/kg/ceamuiia moakoxxHO (103a 12 mbTH MO-BUCOKA OT J103aTa MPU
xopa) B mpoabnkeHne Ha 39 cenmunu. Tt kKaTo XHadypoHua3ara € pekomOnHaHTHa popma Ha
SHJIOTeHHAaTa XHATypOHH/a3a P X0pa, He Ce 0YaKBa KaHLIEPOT€HHOCT, MyTareHHOCT WIN €(heKTH
BBPXY QepTHIHUTETA.

6. OAPMAIIEBTUYHHA JJAHHHA

6.1 CnucbK Ha IOMOIIHHUTE BEIIECTBA
PexombunaHnTHa 9oBelka xuanyponnaasza (FHUPH20)
L-xuctuonu

L-XUCTUAMHOB XUIPOXJIOPU MOHOXHAPAT
L-MeTHOHUH

[Momucopoar 20

Cop6uton (E420)

Bona 3a umxexinmmn

6.2 HecbBMeCTHMOCTH

To3u ekapcTBEH NPOAYKT He TPsOBa Ja ce U3I0JI3Ba ¢ APYTH MaTepHalii ¢ U3KIIIOUCHUE Ha
II0OCOYEHUTE B TOUYKA 6.6.

6.3 Cpok Ha romHocT

HeortBopeH duiakoH

3 roguuu
B cpoka Ha TOIHOCT MPOAYKTHT B HEMPOOUTHTE (IIAKOHU MOXKE J1a Ce ChXPaHABa Ha cTaiiHa

temneparypa (< 30°C) 3a egHokpaTer nepuoa 10 24 vaca. Cieq KaTo IPOAYKTHT CE U3BAAM OT
XJIaJIWIHAKA, TOM He TpsibBa J1a ce BphbIa 0OpaTHO B XJIaanIHAKa (BXK. To4Ka 6.6).

73



IIpurorseHa CipuHIIOBKA

Joka3ana e xuMu4Ha 1 GU3NYHA CTAOMITHOCT B MEPHUOJIA HA U3MOI3BaHE HAa CIIPUHIIOBKATA B
NpObDKCHUE Ha 24 yaca rpu chXpaHenue B xiaauwiauk (2 °C-8 °C), mocnenBaHo OT HE TOBEYE OT
12 gaca nipu 15 °C-25 °C. OT MUKpOOHOJIOTHYHA TJIEHA TOYKA IPOIYKTHT TPSIOBA J]a ce M3I0JI3BA
He3a0aBHO, OCBEH aKO HAaUMHBT Ha OTBApsSHE U3KJIIOYBA PUCKA OT MUKPOOHO 3aMBbpcsiBaHe. AKO HE ce
M3M0J13Ba He3a0aBHO, BPEMETO M YCIOBUATA HA ChXPaHEHHE B IIEPHOAa Ha U3MOI3BaHE ca
OTTOBOPHOCT Ha TIOTPEOUTEIIS.

6.4 ChenmnaJHM ycJI0BHUS HA ChbXpaHeHHUe

Ia ce cexpansBa B xnaguiauk (2° C-8° C).

[a He ce 3ampassiBa.

[a ce cpxpansBa B OpUTHHAIHATA OTIAKOBKA, 32 a CE MPEIa3u OT CBETIHHA.

3a ycroBHATa Ha ChXpAaHEHUE Ha OTBOPEHUS JICKAPCTBEH MPOAYKT BIDKTE TOUKa 6.3.

6.5 Bwuau chabp:kaHNe HA ONAKOBKATA

15 ml pa3TBop BBB (pr1akoH OT CTHKIIO THI | ¢ elacToMepHa 3amyliaika U aTfyMUHHeBa OOKaTKa ¢
OTUymBaIIO ce kKanaue, chappxany 1 800 mg nqaparymymab. OmakoBka oT 1 (uiakoH.

6.6 CrhnenmuaJnu mpeanasHu MEPKH NPH U3XBBPJIsiHE U padoTa

DARZALEX uHXeKIMOHEH Pa3TBOP 32 MOAKOXKHO MPUJIOKEHHE € CaMO 3a eIHOKpaTHa yrmoTpeba u e
TOTOB 32 IPHJIOKEHHE.

DARZALEX uHXeKIIMOHEH Pa3TBOP 3a MMOAKOXKHO MPUIIOKEHHE TpsiOBa aa Oblie OUCTHD 10
OMaJICCIEHTEH U OE3IBETEH 10 )KBJIT pa3TBOp. He u3mon3Baiite mpu HaIM4Me Ha HETPO3PAYHU
YaCTHIM, TIPOMSHA HA IIBETA WM APYTH Uy KU YACTHIIH.

DARZALEX MHXEKIMOHEH Pa3TBOP 32 MOJKOKHO MPUIOKEHUE € CbBMECTUM ChC CIIPUHIIOBKA OT
MOJIUIIPOTIMIICH WM TIONHMETHIICH; HAa0OPH 3a MOJKOKHA WH(Y3HS OT MOJIUIPOINHIEH, TOJTUETUIIEH HIIH
nonuBuHMWIXIOpU (PVC); 1 urinm 3a n3TeryisgHe Ha pa3TBOpa M MHKEKTHPAHE OT HephKIaeMa
CTOMaHa.

HeorBopeH duiakoH

UzBanere pmakoH DARZALEX nHXeKIIMOHEH pa3TBOp 3a MOJIKOKHO TPUIIOKEHUE OT XJIaIUITHHKA
(2° C-8° C) u ro ocraBete na pocturHe craiina remmneparypa ((<30 °C). HempoOuTusT ¢iakoH MoXKe
Jla ce ChbXpaHsIBa Ha CTaifHa TeMIlepaTypa U Ha CTaliHa CBETJIMHA 3a MaKCUMaTHO 24 Jaca B
OpWTHHAJHATa KapTOHEHA KyTHs, 3a Jla ce Mpe/na3u OT cBeTiuHa. [la He ce chXpaHsaBa Ha MpsKa
CIThHYEBa CBeTIMHA. J[a He ce pa3kJaima.

HDI/IFOTBeHa CIIPUHIIOBKA

[IpuroreeTe CipUHIIOBKATA TIPU KOHTPOJIUPAHH U BAMIUPAHH aceTUIHU ycioBusi. Clie/r U3TersiHe
ot (hrmakoHa B crpuHIlOBKaTa chxpaHsaBaiite DARZALEX nHXeKIIMOHEH pa3TBOp 3a OJIKOKHO
NPUIOKEHUE B IPOIBIDKEHIE Ha HE TTOBeUe OT 24 yaca B XJIaJIWJIHUK, TTOCIIEIBAaHO OT HE IIOBEYE OT
12 gaca ipu 15 °C-25 °C Ha craiina cBeT/MHA (BX. TOUKa 6.3). AKO ce ChXpaHsBa B XJIaJUITHUK,
OcTaBeTe Pa3TBOpa Jla JOCTUTHE TeMIIepaTypaTa Ha OKOJIHATa cpeja IIpeau IPUI0KEHHeE.

Hewnsnon3panusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCPpUAIIU OT HETO TpH6Ba Aa CC U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHUTC N3UCKBaAHM.
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7. HHPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse

Benrus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/16/1101/004

9. JATA HA TBbPBO PASPEIIABAHE/ITOJHOBSIBAHE HA PASBPEHIEHUETO 3A
YIHOTPEBA

[Hata Ha mppBoO pazpemanane: 20 mait 2016 .

Hata Ha nocnenno nonHoBsBane: 06 ssHyapu 2022 1.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

02/2024

IHonpo6Ha nH(MDOpMaIKs 3a TO3W JIEKAPCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBpomeiickara
areHuus 1o Jiekapcerpata http://www.ema.europa.eu.
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MNPUJIOXKEHUE I1
INPON3BOJUTEJIN HA BUOJIOI'NMYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOAUTEJI, OTTOBOPEH 3A
OCBOBO/XKIABAHE HA ITAPTUAN
YCJOBUSA NJIN OT'PAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A.  NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEHIECTBO 1
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HMe u aipec Ha IPOU3BOAUTEINTE Ha OMOJIOTHYHO AKTUBHOTO BCIICCTBO

Biogen Inc.

5000 Davis Drive
Research Triangle Park
North Carolina

27709

CAIIl

FUJIFILM Diosynth Biotechnologies Denmark ApS
Biotek Alle 1

Hillerod, 3400

Janus

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Cork

Wpnannus

HMe u agpec Ha IPOU3BOJIUTEIS, OTTOBOPEH 3a OCBO60)KI[3B3HC Ha NapTHUAUTC

Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
Hunepnannus

b. YCJI0OBHUA WJIN OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA
JlexapcTBEHHUAT MPOYKT C€ OTITyCKa 110 OPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenne I:
Kpatka xapakTepucTika Ha IpOAyKTa, To4Ka 4.2).

B. JAPYI'M YCJIOBUS U UBUCKBAHUSA HA PASPELIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJau3npanm aokiaanau 3a oezonacuoct (ITAIB)

WzuckBanwmsra 3a mogaBane Ha [IAJIb 3a T0O3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIIHCHKA C
pedepentnure natu Ha EBponeiickus cpio3 (EURD cnucsk), npensuaen B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, n BbB BCUUKHU CJICABALIM aKTyaJIN3alUH, ITyOJTUKYBaHU HA €BPOIICHCKUS
yebmopTai 3a JieKapcTBa.

. YyciaoBus WJIK1 OT'PAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

IIpurexatensat Ha pa3pemennero 3a ynorpeda (IIPY) Tps6Ba na n3BbpuIBa M3NCKBaHUTE JEHHOCTH H

JeHCTBUS, CBBP3aHU C IPOCIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B oo0penus 11YP,

npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpe0da, KakTo U BbB BCHUKH CJICABALIN 0J00PEHH
akTyanu3auuu Ha ITYP.
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Axtyanmmsupan [TYP TpsOBa na ce momaBa:

. o uckaHe Ha EBpornelickara areHIus o JeKapcTBaTa;

. BUHArd, KOTaTO Ce M3MEHsI CHCTEMAaTa 3a yIpaBJlIeHHE Ha PHCKa, OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OpMAIHs, KOATO MOXKE Ja JOBEJIE 10 3HAYNMHU IIPOMEHU B
CHOTHOIIICHUETO ITOJI3a/PUCK, WIIK CJIE]] IOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C MPOCIICISIBAHE
Ha JIEKapCTBeHATa 0E30MAaCHOCT WU CBEXKIAHE HA PUCKA O MUHUMYM).

L I[OH'bJIHI/ITe.J'[HI/I MEPKH 32 CBCIKAAaHE HA PUCKA 10 MUHUMYM

[Tpenu myckanero Ha mazapa Ha DARZALEX (mapatymyma0) BbB BcAKa AbpKaBa YJICHKA,
NPUTEKATEISIT Ha pasperneHueto 3a ynorpeba (ITPY) tpsdBa na chriiacysa hopMaTa U ChIbPIKAHUETO
Ha 00y4nTEeTHUTE MaTepUaly, HeIAIly 12 ITOBUILAT OCBEJOMEHOCTTAa OTHOCHO 3HAYMMOCTTA Ha
UACHTU(QHULIUPAHUSIT PUCK OT ,,BIUSHUE IPH TUIM3UPaHE Ha KPBBTA (C1a0 aHTHTeH) (MO3UTUBEH
uHaupekTed Tect Ha Coombs)” 1 peocTaBsHE HA HACOKH 3@ YIPABICHUETO MY.

[1PY TpsiOBa 1a oCUTYpH JOCTBII/Ia IPEIOCTAaBU U30POCHUTE 10-/10JTy MaTEPHA Ha BCUYKU
MEIUIMHCKU CIEIUATUCTH U MallMeHTH, KOUTO Ce OYaKBa Jia IPeANKcBat, OTIycKaT U MoTydaBaT TO3U
JIEKapCTBEH POAYKT, BBB BCAKA IbpKaBa wieHKa, Kbaeto DARZALEX (maparymyma0) e mycHar Ha
nasapa.

OO0yuuTeTHUTE MAaTEePUAIH 32 MeITMIUHCKH CIIENHAINCTH U KPBBHHU 0aHKH, TPpsiOBa 1a ChABPKAT
CIIEJHUTE OCHOBHU E€JIEMEHTH:

o PBKOBOACTBO 32 MEIUIIMHCKY CTICLUATIMCTH U KPbBHU OaHKH, C YKa3aHHS 32 PUCKA OT BIIMSIHUE
[P THIIU3UPAHE Ha KPbBTA U KaK [1a CE CBEE 10 MUHUMYM,;
. CurnanHa kapTa Ha MalyeHTa.

PBKOBO}ICTBOTO 3a MCIUMIMHCKUTE CIENUAJTUCTU U KPBBHUTC 0aHKH Tp)I6Ba Ja CbAbpiKa
CJIICAHUTC OCHOBHHU CJIICMCHTU:

o Benuku nanuenTtu Tpsa6Ba na ObAaT THIM3UPAHU U CKPUHUPAHU MPEAN Ja 3all04HAT JIEYEeHHE C
JapaTyMyMa0; KaTo ajJTepHaTHBa MOJKE J1a € TIOMHCIH U 3a (peHOTUIHpaHe;
o MennupaHusT OT 1apaTyMyMad MOJIOKHUTENIEH MHANPEKTEH TecT Ha Coombs (C BIMSHUE NPH

KpbCTOCaHa IIpo0a 3a KPbBHOIPYIIOBA CbBMECTUMOCT) MOXKE Jja IEPCUCTUpPa A0 6 Mecela ciel
nocienHara MHQY3Hs ¢ JIEKapCTBEHUS IPOIYKT, 3aTOBA MEAULMHCKHAT CIICLHAIICT TPpsiOBa 1a
NOCHBETBA MALMEHTA /1a HOCH CUTHAJIHATA KapTa Ha MalieHTa 10 6 Mecena cie Kpas Ha

JICYEHHUETO;
. Cebp3anusT ¢ yepBeHuTe KpbBHU KieTkn (RBCs) naparymymad Moxke 1a Mackupa
OTKPHMBAHETO HA aHTUTEJA CPEILy CIa0U aHTUTCHU B CepyMa Ha NallueHTa,;
) Onpenensiuero Ha ABO 1 Rh Ha narieHTa He ce TOBJIUsIBAT;
° MeToauTe 3a HaMaJIsIBaHE Ha BIUSHUETO BKJIIOYBAT TPETUPAHE HA CPUTPOLIMTUTE C PEarcHT

mutnorpenutod (DTT), 3a na ce paskbca Bpb3KaTa ¢ JapaTyMyMa0, Ui JPYTH JIOKaJIHO
BaJIMAMpPaHu METOAH. T'hil KaTo OMpEeNeNITHETO HAa KpbBHA Tpyma no cuctemara Kell cpio e
YyBCTBHUTENHO KBbM TpeTupane ¢ DTT, cien n3kimrouBane mim uaeHTUUIPAHE HA
anoaHTHTena, koraro ce usnonspatr RBCs, tpetupanu ¢ DTT, tps6Ba ga 6bp1at nocraBenu Kell-
oTpuLaTenTH! equHUIK. KaTo antepHaTrBa MOXKe /1a ce TIOMHCIIN 3a TE€HOTUITUPAHE;

o AKO ce Hajiara CIelrHo KpbBOIpeIUBaHe, MOTaT a ObJaT NpeIuBaHN HETECTBAHH O
kpbcrocad MeTos 32 ABO/RhD-cpBmectumoct RBCs, ¢hritacHO pakTHKHUTE HA JIOKATHUTE
KpbBHU OaHKH;

o B ciydaii Ha imaHupaHa XeMOoTpaHC(y3usl, MEAUIUHCKHUTE CIISIIMATHCTH TPSIOBA JIa YBEIOMSIT
XeMOTpaHCc()y3MOHHHUTE LIEHTPOBE 32 BIMSHUETO PU MHAUPEKTEH aHTUTIO0YINHOB TECT;

o [a ce mocoun He0oOX0AMMOCTA OT CIpaBKa C KpaTKara XxapakTepuctrka Ha npoxaykra (KXII);

o [a ce mocoun HeoOX0AMMOCTa OT MPEAOCTABSIHE Ha CUTHAJIHA KapTa Ha alMeHTa 1 Ja ce

Mpenopbya crpaska c jJucroBkara (JI).
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Curnajanara KapTa Ha MallUeHTa, TpHGBa Ja CbabpiKa CJICAHUTE OCHOBHU CIICMCHTH!

o [IpenynpenurenHo cboOLUIEHNE 32 MEAULUHCKUTE CIIELMATNCTH, JIEKYBAIY MAIIEHTA 10 BCAKO
BpeMe, BKIIFOUMTENTHO MPU CHEIIHHU ClIydau, 4ye NanueHTsT usnonza DARZALEX
(mapaTyMmymal) U 4e TOBa JICUCHHUE € CBBbP3aHO C BaYKEH HACHTU(UIIMPAH PUCK OT BIUSIHUE IPU
THITH3UPAHe Ha KPBBTA (cl1a0d aHTHTeH) (MTOJI0XKUTEICH HHAUPEeKTeH TecT Ha Coombs), KOHTO
MOXe€ J]a IepcUcTrpa 10 6 Mecena ciel nocjaegHara HHQys3us ¢ JIEKapCTBEHUS IPOLYKT, U ACHA
NpEenopbKa, 4Ye MalueHTHT TPAOBa Ja MPOIBIIKH Aa HOCH Ta3u KapTa 0 6 Mecela ciej Kpasi Ha

JICYEHUETO;
. Jannu 3a koHTakT Ha npeanucamus DARZALEX (mapatymyma0);
. [a ce mocoun HeoOxoanMoOCTa OT cipaBka ¢ JuctoBkara (JI).
o 3agbiKkeHue 32 IPOBeKIaHe HA MEPKHM cJle]l pa3peliaBaHe 3a ynorpeda

B onpenenenus cpok [1PY TpsiOBa 1a U3MBIHM CIETHUTE MEPKU:

Onucanue Cpok

[MoctmapkeTrHroBo nmpoyusane 3a edukacHocT (PAES): 3a na ce onenn Q32025r.
JOIIBJIHUTENHO e(pUKACHOCTTA Ha 1apaTyMyMal 3a MOAKOXHO MPUIOKEHHE B
KOMOMHANUs ¢ mukiodochamua, 60pTe30MU0O U JeKCaMeTa30H 3a JISYCHNEe Ha
BB3pPACTHU MAIEHTH C HOBOJMArHOCTHILIMPAaHa CUCTEMHA JieKoBeprkHa (AL)
amunonsiosa, [IPY tpsabBa na npencraBu OKOHUATEITHUTE PE3YATATH 3a o0IIaTa
npexuseMoct (OS) ot mpoyusanero AMY3001.
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MNNPUJIOKEHUE III

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

OIAKOBKA 3A 3ATIOYBAHE HA JIEYEHMETO, ChCTABEHA OT 11 OITAKOBKH (C
BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

DARZALEX 20 mg/ml xoHuenTpar 3a uH(py3HOHEH pa3TBOp
JaparymyMmao

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ¢akon ¢ konuentpar 5 ml ceabspka 100 mg naparymymatb (20 mg/ml).
Bceeku ¢uakon ¢ konnentpar 20 ml ceaspxa 400 mg naparymymad (20 mg/ml).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomomninu BemiecTBa: L-xuctunus, L-XUCTUANHOB XUAPOXIOPH MOHOXUAPAT, L-MeTHOHHMH,
nonucop6ar 20, copouton (E420), Boga 3a nHxekIuu. BuxkTe TrcTOBKATa 32 TOMTBIHUTETHA
uHpOpMAITHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Konnenrpat 3a nH(pY31OHEH pa3TBOP
OnakoBka 3a 3amo4BaHe Ha JieueHuero: 11 ¢uakona (6 x 5 ml ¢pnakona + 5 x 20 ml pnakona)

5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a UHTPABEHO3HO IIPHIIOKEHUE CIIE]| pa3TBapsiHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJVIEJA U TOCET'A HA TIELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEX/JIEHUS, AKO E HEOBXOANUMO

I[a HE CC pa3Kjialla.

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

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIaIIITHUK.
Jla He ce 3ampa3sBa.
[a ce cpxpaHsBa B OpUIMHAJIHATa OMAKOBKa, 32 Jja C€ Mpe/na3y OT CBETINHA.

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/003

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

[Ipuero e ocHOBaHUME a He ce BKItoYM nH(opMaius Ha bpaiinosa a3oyka.

‘ 17. YHUKAJIEH UIEHTUO®UKATOP - IBYUSMEPEH BAPKO/{

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KYTHSI (100 mg/400 mg) 3A 1 ®JTAKOH, KATO KOMIOHEHT HA MEJKINHHA
ONMAKOBKA/KOMITOHEHT HA OITAKOBKA 3A 3AITOYBAHE HA JIEYEHUETO (BE3
BLUE BOX)

1. HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 20 mg/ml xoHIIeHTpaT 3a UH(Y3UOHEH pa3TBOP
JaparymyMmao

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ¢uakon ¢ koHnenTpar 5 ml ceabpika 100 mg naparymyma6b (20 mg/ml).
Bceeku dakon ¢ konnentpar 20 ml cpaspixa 400 mg napatymyma6b (20 mg/ml).

3.  CNHMCBHK HA MOMOIIHUTE BEUIECTBA

IMomomHu BemiecTBa: L-xucTuanH, L-XUCTUANHOB XUAPOXIOPU MOHOXHIPAT, L-METHOHHMH,
nosucopoar 20, copouton (E420), Boaa 3a nHkKeKIuKU. BUXKTe TUCTOBKATA 3a TOMBIHUTETHA
uHpOpMAITHSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

KoHnrieHTpar 3a nH(Y31OHEH pa3TBOP

1 ¢aaxon, 100 mg/5 ml

1 ¢makon, 400 mg/20 ml

KoMIOHEHT Ha OIaKoBKa 3a 3a104YBaHe Ha JICYCHUETO, HE Ce MPOJiaBa OTICITHO.

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a UHTPABEHO3HO NIPUIIOKEHUE CIIe]| pa3TBapsHe.
[Ipenn ynorpeba npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO TPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

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

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

[a He ce pa3kiama.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIaHITHHK.
Ja He ce 3ampa3siBa.
Jla ce chxpaHsiBa B OpUTMHAJIHATa OMAKOBKA, 32 JIa Ce MPENa3u OT CBETIIMHA.

10. CHEIMAJIHU ITPEAITASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/003

13. TAPTHUJAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero e ocHOBaHUME a He ce BKItoUYM nH(popMarus Ha bpaitiosa a3dyka.

‘ 17. YHUKAJIEH U IEHTUO®UKATOP - IBYUSMEPEH BAPKO/{

‘ 18. YHHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A UETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KYTHS (100 mg/400 mg) (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

DARZALEX 20 mg/ml xoH1ieHTpat 3a HH(Y3UOHEH Pa3TBOP
Japarymymab

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

Bceku ¢urakon ¢ konmenrpar 5 ml ceappka 100 mg maparymyma6 (20 mg/ml).
Bcexku ¢nakon ¢ konnentpar 20 ml ceappxka 400 mg naparymymad (20 mg/ml).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Momomniuu BemiecTBa: L-xuctuaus, L-XUCTUANHOB XUAPOXIOPH MOHOXUAPAT, L-MeTHOHHMH,
nosucopoar 20, copouton (E420), Boaa 3a nHkKeKIMKU. BUKTe TUCTOBKATA 3a TOIBIHUTETHA
WH(pOpMAITHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

KoHreHTpaTt 3a nH(Yy3HOHEH pa3TBOp
1 ¢maxon, 100 mg/5 ml
1 ¢pnaxon, 400 mg/20 ml

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a UHTPABEHO3HO IPUIIOKECHUE CIIe]] pa3TBapsHe.
IIpeau ynorpeba npodereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT HOTJVIEJA U TOCET'A HA IELIA

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

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNS, AKO E HEOBXOJANMO

I[a HE CC pa3Kjialla.

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

I'omen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIaIIITHUK.
Jla He ce 3ampassiBa.
[a ce cpxpaHsBa B OpUIMHAJIHATa OMAaKOBKa, 32 Jja ce Mpe/na3y OT CBETINHA.

10. CHEIMAJIHU ITPEAITA3HU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/001
EU/1/16/1101/002

13. TAPTHUJAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero e ocHOBaHUME /1a He ce BKItoUYH nH(popMarus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH UIEHTUO®UKATOP - IBYUSMEPEH BAPKO/{

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A UETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EANVHNYHHU
I'bPBUYHH OITAKOBKH

DJIIAKOH

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJIAHE

DARZALEX 20 mg/ml xoHIieHTpat 3a HHQY3HOHEH Pa3TBOP
JaparymyMmao
3a HHTPABEHO3HO MPHIIOKECHUE CIIS]T pa3TBapsHE.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

| 5.  CbABPKAHUE KATO MACA, OFEM WJIW EJUHULIN

100 mg/5 ml
400 mg/20 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBABP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

DARZALEX 1 800 mg uHXeKIIHOHEH Pa3TBOP
Japarymymab

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

Emun ¢makon 15 ml chapprka 1 800 mg gapatymymat (120 mg/ml).

| 3. CHUCHK HA HOMOIIHUTE BEIECTBA

ITomomnam BemecTBa: peKOMOMHAHTHA YoBeIIKa xuanypornnasa (tHuPH20), L-xuctuans, L-
XUCTUIMHOB XHIPOXJIOPUI MOHOXHIPAT, L-MeTHOHNH, mosmcopoar 20, copouton (E420), Boaa 3a
WHKEKIMK. BKTe TUCTOBKATA 3a TOIMBIHUTEIHA HH(DOpMAITHS.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

NHxeKuroHeH pa3TBOp
1 ¢makon

| 5.  HAYMH HA IPUWJIOKEHHUE M ITbT(MIIA) HA BbBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
Camo 32 IOAKOXHO MPHUIIOKECHUE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEHE OT HOTJVIEJA U TOCET'A HA TIELHA

Ja ce cexpansaBa Ha MSICTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHNS, AKO HEOBXOJINMO

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Jla He ce 3ampassiBa.
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I[a CC CbXpaHsBa B OpUTMHAJIHATa OIIAaKOBKaA, 3a Aa CC MPEAIasu OT CBECTIINHA.

TAX, AKO CE U3UCKBAT TAKUBA

10. CHEIUWAJIHU ITPEAITA3HU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/004

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHME 2 He ce BKIOUM HH(opManus Ha bpaiinoBa a30yka.

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIFOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT MAJIKUTE EAUVHNYHU
I'bPBUYHHU OITAKOBKH

DJIIAKOH

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJIAHE

DARZALEX 1 800 mg uHXeKIIHOHEH Pa3TBOP
JaparymyMmao

[ToKOKHO TPUITOKEHHE

S.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN

15 ml

| 6. JIPYTO
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b. IUCTOBKA

92



JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

DARZALEX 20 mg/ml koHueHTpAaT 3a HH(pY31MOHEH Pa3TBOP
napatymyma0 (daratumumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NPeN 1a 3all0YHETe /12 U3M0J13BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

- 3amazere Ta3u IUCTOBKA. MoJKe /1a ce HaJIOXH J1a 5 POYETETe OTHORBO.

- AKo UMaTte HAKaKBH JTOITBIHUTEIIHU BBIIPOCH, MONKTalTe Bamms nekap uiu MeIulnHCKa
cecTpa.

- AKO TIONTyYnTe HAKaKBU HEXEJIaH! Peakllny, yBeoMeTe Bamus iekap mii MeTuIiHCKa

CceCTpa. ToBa BKII0OYBa U BCUUKH BH3MOKHHM HEXKCEIaHU pCaKknun, HCONMMCAaHU B Ta3u JIMCTOBKA.

Buxre Touka 4.

KaxkBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasngsa DARZALEX u 3a KakBo ce U3M0I3Ba

Kakso TpsiOBa na 3naere, npenu na Bu 0b1e npunoxxer DARZALEX
Kak ce mpunara DARZALEX

BBb3M0KHM HEXETaHU pEeaKIUU

Kax ga cexpanssate DARZALEX

ChbabppkaHue Ha ONIaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Sk wdE

1. Kakso npeacraBiasiBa DARZALEX u 3a KakBo ce U310J13BA

Kakso npencraBasia DARZALEX

DARZALEX e mpoTHBOpPaKOBO JICKapCTBO, KOETO ChIbPKa aKTHBHOTO BEIIECTBO Aaparymymat. To

NPUHAJIEKH KbM IPyIa JeKapcTBa, HAPEUCHU ,,MOHOKIOHATHH aHTHUTeNA . MOHOKJIOHAIHUTE
aHTHUTENa ca MPOTEHHU, KOUTO ca pa3pabOTEeHH Taka, ue Ja pa3no3HaBaT U Ja C€ MPUKPETIT KbM

cnenu(UYHN MUICHU B opranusma. Jlaparymymat e pa3paboTeH Ja ce MpUKpens KbM CIeUQUIHI

PaKOBH KIICTKHU BbB Bamms OpraHu3bM, TaKa Y€ UMYHHATa Bu cucrema Aa MOKE€ J1a TU YHHUII0XU.

3a kakBo ce n3noja3sa DARZALEX

DARZALEX ce u3nos3Ba npy NalMEeHTH HAa Bb3pacT 18 roauHu Uin No-Bb3pacTHU, KOUTO UMAT BUJ

pak, HapeueH "MyJaTuIuieH MuesioM". ToBa € pak Ha KOCTHUSL MO3BK.

2. Kaxso TpsdBa na 3Haere, npeau A1a Bu 0bae npuiioxken DARZALEX

He TpsioBa n1a uznoazsare DARZALEX

- aKo CTe aJepru4HU KbM JapaTyMyMal WM KbM HSKOSI OT OCTAaHAJIUTE ChbCTaBKH HA TOBA
JIeKapcTBO (M30pOeHHU B TOUKA 6).

He uznomspaiite DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe CUTYpHH, TOBOpPETE C

Bamms nekap wim MenquIHCKa cectpa, npeau na usnonssate DARZALEX.

IlpenynpesxxaeHus U npeanasHu MepKH
T'oBopete ¢ Bamms iekap wim MEIUIIMHCKA cecTpa, mpeau aa m3noinspare DARZALEX:

Peaknyn, cBbp3anu ¢ nHbYy3UATa

DARZALEX ce npunara mox ¢popmara Ha HHQY3usl (KarikoBo) BbB BeHa. [Ipenu u ciien Besika
nHdy3us c DARZALEX e Bu ObnaT naneHu jgekapcTBa, KOUTO IIoMarar Jja ce Hamailu
BEPOSITHOCTTA OT PEaKLMH, CBbp3aHu ¢ HH(Dy3usTa (BrokTe "JlekapcTBa, mpuiiarasu o BpeMe Ha

neuenne ¢ DARZALEX B Touka 3). Te3u peakiyu Morar Jia ce TOsIBAT 110 BpeMe Ha WH(Y3HATA UITH B

paMKuTe Ha 3 THU ciiea nHGy3usITa.
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B Hskou cityuau MoKe J1a IOJIyYUTe TEXKKa ajJepruiHa peakiys, KOATo MOXe Jja BKJIIOYBA [10JyBaHe
Ha JIMLIETO, YCTHUTE, yCTaTa, €3UKa WIN I'bPJI0TO, 3aTPYAHEHO IPErIbIIaHe WK JULIAHE WU ChPOSILY
00puB (ypTukapus). Hsixou cepro3Hu ajiepruyHu peakiuy U JPYTy TeKKH PeakLnH, CBbP3aHH C
MH(]Y3HUATA, ca JOBEIH A0 CMBPT.

Kaxere Begnara Bamms JICKap WM MEOAUIUHCKa CECTpa, aKO IMOJIYUYHUTE HAKOA OT pEAKIIUUTE,
CBBpP3aHU C I/IH(bySI/IﬂTa HJIN CBBP3aHUTEC C TAX CUMIITOMU, I/I36pOGHI/I B HAYAJIOTO HA TOYKa 4.

AKO TIOITyYuTe peaKIiy, CBbp3aHu ¢ MHPY3HUATa, MOXKE J]a IMaTe HyXK/1a OT APYTH JIEKapCTBa, WK
MO J1a ce HaJloXKu MH(Py3usTa aa ce 3a0aBu wim cipe. Korato Te3u peakiyu 0T3By4aT Win
cbcTostHUETO Bu ce monoOpu, nH(y3usITa MOXKE A2 Ce 3all0YHE OTHOBO.

Te3u peaknuy e Hali-BEPOSTHO J1a CE MOSBAT P ITbpBaTa HH(Y3MA. AKO BEIHBXK CTE€ UMAIId PEaKIIHA,
CBBbp3aHa ¢ MH(Y3UITA, MATKO BEPOSATHO € TS Ja Ce TOSBU OTHOBO. Bamusit jekap MoxKe J1a peru Jia
He m3non3Ba DARZALEX, ako nMaTe TexKa peakius, CBbp3aHa ¢ UH(y3usITa.

Hamanen Opoii KpbBHU KJICTKH

DARZALEX moxe fa Hamamu Opost Ha OenTe KPbBHU KJIETKH, KOMTO ImoMarat B Oopbara ¢
MH(EKIUNTE, U KPbBHUTE KJIETKH, HApEUEeHH TPOMOOLIUTH, KOUTO IIOMAraT Ipu CbCUPBAHETO Ha
KpbBTa. Kaxkere Ha MEIUIIMHCKHU CIIELUAIIICT, aKO pa3BUETE HAKAKBU CUMITOMH Ha HHGEKIHS KaTo
MIOBHUIIIEHA TEMIIEpaTypa WK HIKAKBU CHMIITOMH Ha HamMaJieH Opoil TpPOMOOLIUTH KaTO HaIlpuMep
HaCHHsBaHE WX KbpPBEHE.

KpbBomnpenupane

AKo UMaTe HyX/Ja OT KpbBOIpEIHBaHe, e Bu Oblie HanpaBeH KPBHBEH TECT 32 YCTAHOBSBAaHE HA
Bamara kppBHa rpyma.

DARZALEX moxe n1a moBivsie pe3yJITaTUTe OT TOBa U3CieNBaHe Ha KpbBTa. H(bopMupaiite TO3H,
KOWTO MpaBH U3CIIeBaHETO, ue u3nonBare DARZALEX.

Xenatut B

YBenomere Baius jekap, ako HAKOra CTe MMajIi WK € Bh3MOXKHO Jla MMaTe MHQEKIUS ¢ XenaTuT B.
Toga e 3amoro DARZALEX Moske Aa mpeau3BHKa akTHBHpaHe Ha BUpyca Ha xernaTut B. Bammst
nekap e Bu u3cnenBa v nperiiexia 3a MpU3HANW Ha Ta3u HHPEKIUS TPEr, TI0 BpeMe U CIIe]]
nedenneto ¢ DARZALEX. Hezab6aBHo yBenomere Bamus nekap ako mmare BJOIIaBaiia ce JecHa
YMOPSIEMOCT WJIM TIOXKBJITIBAHE HAa KOXKATa, MJIU Ha OslaTa 4acT Ha OYHUTE.

Jleua u roHOIIHN
He naaiite DARZALEX Ha nena nin I0HOIIY Ha BB3pacT oA 18 roauHu, 3a10To HE € U3BECTHO Kak
IIe UM TIOBJTUSIE JIEKAPCTBOTO.

JApyru nekapcrBa u DARZALEX

Tps6Ba na kaxeTe Ha Bamms nexap wim MeAUIIMHCKA CECTpa, ako IpuemMaTe, HacKopo CTe MpUeMali
WIN € Bb3MOXHO J1a IPUEeMeTe APYTH JIeKapcTBa.

ToBa BKIIOUBA JieKapcTBa Oe3 penenTa, KakTo ¥ OMIIKOBH JIEKapCTBa.

Bpemennoct

AKko cTe OpeMeHHa, cMsTaTe, Ye MOKe Jla cTe OpeMEeHHa WU IUIaHupaTe OpEeMEHHOCT, TOChBETBANTE
ce ¢ Bamms nexap npean ynorpebara na DARZALEX.

Axo 3abpeMeHeeTe JI0KaTo ce JISKyBaTe ¢ TOBa JIEKapcTBO, He3abaBHO nH(popmupaiite Bamms nexap
WIM MEUIMHCKA cecTpa. Bue n Bammar nekap 1mie pemuTe Janu noia3aTta oT TOBa JIEKapCTBO € MOo-
roJisiMa OT prcka 3a Bamero Oe6e.

KonTpanenuust

Kenwure, Ha xouto ce npunara DARZALEX, tpsiOBa a u3mos3Bat epeKTHBHA KOHTPALEIHS 110
BpeMe Ha U J10 3 Mecela Ciejl JIe4eHHETO.
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Knpmene

Bue u Bamust nekap 1ie npeneHuTe Jaiu moji3ara oT KbpMEHETO € Mo-TojsiMa OT pucka 3a Baieto
0cOe. ToBa e Taka, 3aI0TO JISKAPCTBOTO MOXKeE Jja MPEMHUHE B KbpMaTa 1 HE € U3BECTHO KaK TOBA IIe
ce oTpas3u Ha O6ebeTo.

Ilodupane u padoTa ¢ MAIIMHH
Bue moxe ga ce wyBcTBaTe ymopenu cief npueM Ha DARZALEX, xoeTo Moke J1a oBiusie
crrocoOHOCTTa BU 1a modupare win 1a paboTUTE ¢ MaITHHU.

DARZALEX cbabpska copouTon

CopOuTONBT € U3TOYHHK Ha PpyKTO3a. AKO Bre nmare HacieacTBeHa HEIIOHOCUMOCT KbM (ppyKTO3a,
PsLIKO TeHEeTHYHO 3a0osaBaHe, He TpsiOBa 1a Bu ce npuiara ToBa iekapctso. Ilanmuenture ¢
HAacJIeJCTBEHA HEIIOHOCUMOCT KbM (PyKTO3a HE MOTaT Jia pasrpaxaaT GpyKro3ara, KOETO MOXe J1a
MIPUYUHY CEPUO3HU HEXKETAHU PEAKIIHH.

Tpsa6Ba na nadopmupare Bamms nexap nmpeau na Bu 0bae mpriokeHo TOBa JIEKapCTBO, akKo UMaTe
HacJIeICTBEHa HETIOHOCUMOCT KbM ()PYKTO3a.

3. Kak ce npuiara DARZALEX

KakBo konu4ecTBO ce mpuJjara
BammsT nekap me onpenenu Bamara no3a u cxema Ha nedenne ¢ DARZALEX. Jlo3aTa Ha
DARZALEX mie 3aBucu oT Bamiero TenecHo Terio.

[Ipenopruntennara HadanHa 103a DARZALEX e 16 mg/kg tenecno termo. DARZALEX moxe ma ce
HPUIIOKH CAMOCTOSITEITHO WIIH 3a€/THO C APYTH JIEKapCTBa, U3IOJI3BAHHM 32 JICYCHUE Ha MYJITUILICH
MHEJIOM.

Koraro ce npunara camoctosarenno, DARZALEX ce npuiara kakTo cienBa:

. BEJIHBXK CEIIMUYHO 32 ITBPBUTE 8 CEIMUIIN
° CJIe/T TOBA BEHBK Ha 2 CEIMUIIM B TIPOIBIDKEHUE HA 16 ceaMuIu
° clie]l TOBA BEIHBXK Ha 4 CeIMUIIM, IOKAaTO BaleTo chCTOSIHYE HE C€ BJIOIIH.

Koraro DARZALEX ce npuiara 3aeiHO ¢ JpyTH JIeKapcTBa, BamusT nekap Moxe Ja MpoMeHs
BPEMETO MEXAY JI03UTE, KAKTO U Oposi Ha JIeKapcTBaTa, KOUTO 11e II0Iy4aBaTe:

[Ipe3 mbpBaTa cenmuua Bamusar nexkap moxe aa pazaenu no3ata Bu DARZALEX B nBa
[MOCIEIOBATEIHHN JHH.

Kak ce npusiara ToBa jiekapcTBO
DARZALEX mie Bu 0b/1€ IpHIIOKEH OT JIEKap WK MEAUIIMHCKA cecTpa. [Ipuiara ce upe3 KanmkoBo
BJIMBaHE BHB BeHaTa (MHTPaBEHO3HA WH(Y3HS) B IPOABIDKCHNE HA HAKOJIKO Yaca.

JlekapcTBa, npujaranm no Bpeme Ha jgedyenne ¢ DARZALEX
Moxe na Bu ObaaT npuiaranu JieKapcTBa 3a HaMaJsIBAaHE Ha BEPOSTHOCTTA OT Pa3BUTHE HA XEPIIEC
30CTep.

[penu Besika undysust DARZALEX nie Bu Ob1at npunaranu jgekapcTsa, KOWTo e Bu momornar 3a
HaMmaJsiBaHE Ha BEPOSTHOCTTA OT MOJIy4YaBaHe HA peaklnu, CBbp3aHu ¢ nHPy3usaTa. Te morar na
BKJIFOYBAT:

L JICKApCTBaA 3a aJICPrudHa pCakuusa (aHTI/IXI/ICTaMI/IHI/I)
L JICKApCTBA 3a BH3MAJICHUC (KOpTI/IKOCTepOI/IIlI/I)
L JICKApCTBaA 3a TPECKa (KaTO napaueTaMon).

Cnen Besika nadpy3uss DARZALEX me Bu 0b1aT npunaranu gekapcTsa (KaTo KOPTUKOCTEPOHIH) 328
HaMmaJsiBaHe Ha BEPOSTHOCTTA OT MOJIy4YaBaHe HA pPEaklHu, CBbP3aHU C HHY3UATA.
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Xopa ¢ AuxaTeTHU NpodIeMu

AKO uMaTe TUXaTeJIHU Mpo0IeMH, KaTo acTMa WK XPOHHYHA OOCTPYKTHBHA OestoapoOHa 00iecT
(XOBB), e Bu 6b1at npunaranu jiekapcTsa 3a HHXaJHUpaHe, KOUTO IIe TOMOTHAT 3a Bammre
JUXaTeTHH po0ieMu:

o JICKapCTBa 32 PA3IIUpPIBaHE HA OPOHXUATHUTE IIBTHIA HA OeTUTE TPOOOBE
(OpoHXOIMITATATOPH )
o JIeKapcTBa 3a HaMalsBaHE HA OTOKA U Apa3HEHETOo B OenuTe ApoOoBe (KOPTUKOCTEPOUIN)

AKO cTe MOJTy4YHJIU noBeye 0T HeoOxoaumarta 103a DARZALEX

ToBa nexapcTBo 1Ie OBI€ MPUIOKEHO 0T Bamms nexap niim MeJUIMHCKA cecTpa. B Manmko BeposTHHS
CITydJaif Ha TIpWJIaraHe Ha TBBPAE MHOTO JIEKapCcTBO (Ipemo3upane), BammsaT nexap me Bu HabmomaBa
3a HEXKEJIaHU PEaKIUy.

AKO cTe NpPOILyCHAJIM IoceleHue 3a npuioxenne Ha DARZALEX

MHoro e Ba)HO Jia cria3BaTe BCHUKU Bary moceieHusl, 3a Ja OCUrypute epekT oT JIeUeHUueTo. AKO
CTE MPOITyCHAIIU €THO MOCELIEHNE, HAIPAaBETE IPYro Bb3MOKHO Hal-CKOpPO.

AKO UMare HIKaKBH JIOTBIHUTEIHHA BBIIPOCH, CBHP3aHH C YIIOTpedaTa Ha TOBA JIEKAPCTBO, IIOMUTANTE
Bamms nekap wuimm MeITUITMHCKA cecTpa.

4. Bb3MOKHHN HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEKCIIAaHN PCAKIIUH, BBIIPEKU Y€ HC
BCCKH T'U ITOJTy4aBa.

Peakuuu, cBbp3aHu ¢ HHQY3HUATA

VYBenomMere BenHara Bamms rekap Wiy MEIUIUHCKA CECTPA, aKO MOYYNUTE HAKOW OT CIETHUTE
NPU3HALM Ha peaknus, CBbp3aHa ¢ nHGY3usaTa, 0 BpeMe WK B PaMKUTE Ha 3 THU ciel HHPY3HITA.
Moske fa ce HaJloXKHU J1a IpUeMeTe APYTHU JIeKapcTBa WK UHGY3UATa 1a ce 3a0aBU UIIH CIIPE.

Te3n PCaKr BKIKOYBAT CJICAHUTC CUMIITOMU:

Mmuoro yectu (MoXe Ja 3acerrar moseue ot 1 na 10 gymm):
CTYJICHU TPBIIKU

BB3MAJICHO I'bPII0, KAIUIUIA

rajieHe

MOBPBINAHE

CchpOeX B HOCA, XpeMa WIIH 3aIyIIeH HOC

3aIyX WU APYTH JUXATECITHU TIPOOIEMH.

Uectn (Moxe na 3acersat jo 1 Ha 10 qymmn):

o JTUCKOM(DOPT B TbpIUTE

o 3aMaiiBaHe WK CBETOBHPTEXK (XHUTIOTOHHS)
o ChpOeK

o XPHUITEHE.

Penxu (Mmoxe na 3acernat o 1 va 1 000 mymm):

. TEXKa aJIepruvHa PeaKiiys, KOsTO MOXe Jia BKJIIOYBA MMOyBaHe Ha JIMIIETO, YCTHUTE, yCTaTa,
€3WKa W I'BPIIOTO, 3aTPYAHEHO MPETThIIaHe WK JUIIAHE WU ChpOsI] 0OpuB (YpTHKApH).
Buxre Touka 2.

. 0oJIKa B OUUTE

° 3aMBIJICHO 3pEHHE.

AKO TOJTyYuTe HIKOS OT PEaKLUHUTE, CBbP3aHH ¢ MH(Y3UsTa, ONKCAaHU [10-TOPEe, YBEIOMETE BeJHara
Bamwis nekap nim MeIMLIMHCKA cecTpa.
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Jpyru HexKeJlaHH peakiuu
MHoro yecTs (MOXe 11a 3acerHaT noseue ot 1 Ha 10 mymm):

Tpecka

CHJIHa yMopa

THapus

3ameK

HaMaJIeH aleTUT

riaBo0osme

yBpEKIaHe Ha HEPBHUTE, KOGTO MOJKE J]a MPUYNHN M3TPBIIBaHE, MpaBydKaHe WIH O0JIKa
BHCOKO KPBBHO HaJIsITaHEe

MYCKYJTHU CHIa3MU

HOyBaHE HA PBIETE, TJIC3CHUTE WIH CThIIANATA

YyBCTBO Ha OTHAJHAIOCT

Oonku B repOa

CTYZICHH TPBIIKU

nH(eKnrs Ha Oennurte 1podoBe (ITHEBMOHUS)

OpoHXHUT

MH(EKIMN Ha TUXATeIHUTE ITBTUINA - KATO HOCA, CHHYCHTE WU T'bPIIOTO

HHUCHK OpOoii Ha YepBEHNTE KPBBHH KICTKH, KOUTO ITPEHACST KUCIOPO B KPBBTA (aHEMH)
HUCBHK Opoii Ha OennTe KPHBHU KIETKH, KOUTO TToMarat B 6opOata ¢ nHGEeKInu (HeyTPOTIeHuS,
nuMdoneHus, TeBKOTICHHS)

HUCHK OpO Ha KPBBHU KIIETKH, HAPEUEHU TPOMOOIIUTH, KOUTO [TOMarar 3a CbCHPBaHETO Ha
KpPBBTA (TPOMOOIIUTOTICHYIS )

HeoOuyaifHoO ycelaHe 1o Kokara (KaTo MpaByuYKaHe WIH YCEIaHe 3a JIa3eHe).

Yectu (Moxe na 3acersat 1o 1 Ha 10 gymm):

HEPUTMUYHA ChpJIeYHa IEHHOCT (TPEACHPIHO MBXKIICHE)

crOupane Ha TeyHOCT B Oenmte apoOoBe, koeTo Bu mpuunHsBa 3a1yX
rpuII

UH(EKIH Ha TUKOYHHUTE ITbTUIIA

TeXKa MHQEKIUs Ha [EeNNs OPTaHu3bM (CETICHC)

JeXHUpaTaIys

HpUIagaHe

BHCOKO HHMBO Ha KpbBHA 3aXap

HHCKO HUBO Ha KaJIWi B KPbBTA

HHCKO HMBO HAa aHTHTEJA B KPBbBTA, HAPEUCHHU "MMYHOTTIOOYIMHH", KOUTO roMarat B 6opOara ¢
UHPEKIUUTE (XUIOraMarao0yIHHEMHS)

Bh3MalIeH MaHKpeac

BUJI Xeprec-BUpycHa HHPEKIHs (ITATOMETaTIBUPyCHA WHPEKIHS)
COVID-19.

Heuectu (Moxe na 3acernat mo 1 va 100 xymm)

Bb3NaJICH YepeH Apo0 (XEmaTur).

Cho01aBaHe HA He)KeJIAHU PeaKIuu

AKO TOJTyunTe HAKaKBU HEXEJIaH! JICKApCTBEHN Peakliy, yBeaoMeTe Bamus nexap uim MeauLIuHCKa
cectpa. ToBa BKIIIOYBa BCUYKU BH3MOXKHU HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIaHU peakinuu. Moxere
CBILO A2 ChbOOIINTE HEXKETaH! PEaKy AUPEKTHO Ype3 HALMOHAIHATA CHCTEMa 3a ChOOIIaBaHe B:
W3nbaHUTEIHA areHIMs 110 JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

Kato cboOmiaBare HexXeIaHU peakivy, MOKETe Jia JaJieTe CBOs IPUHOC 3a MoJy4YaBaHe Ha ToBeve
uH(OpMAIIsT OTHOCHO O€30I1acHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na cexpansiBate DARZALEX
DARZALEX e ce chbxpaHsBa B OOJHUIIA WM B KJIMHHKA.
[a ce cpxpaHsiBa Ha MSICTO, HEIOCTBITHO 32 JIela.

He uzmomn3BaiitTe TOBa JIEKapCTBO CIIE] CPOKA Ha TOJHOCT, OTOENI3aH BEPXY KapTOHEHATa OMAKOBKA U
etuketa Ha ¢iakona ciep "T'onen 10:" u "EXP". CpokbT Ha TOHOCT OTTOBAPs HA MOCICAHUS JICH OT
IMOCOYECHHS MECEII.

[a ce cpxpansiBa B xnaqmiHuk (2°C-8°C). Jla He ce 3ampa3siBa.
Jla ce cpxpaHsiBa B OpUTHHATHATA OMAKOBKA, 32 Ja CE MPE/IIa3H OT CBETIIHHA.

He u3xBbpisiiTe nekapcTBaTa B KaHaAIM3aLUATa WIM B KOHTEMHEPA 32 JOMAIIHU OTHAAbIH.
[ommmraiite Bamms dapMarieBT Kak Ja U3XBBPIATE IEKapCTBaTa, KOUTO Bede He M3Mon3pare. Te3u
MEPKH 1€ CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATa cpela

6. Cpabp:kaHue HA ONIAKOBKATA M I0NbJHUTEIHA UHopMauus

Kakso cbabp:ka DARZALEX

. AKTHBHOTO BEIIECTBO ¢ napatymymad. Enun ml koH1ieHTpar chabpka 20 mg naparymymao.
Bcexku ¢makon ¢ konmentpar 5 ml ceappxa 100 mg maparymymab. Beeku dhmakon ¢
koHnerTpat 20 ml ceappka 400 mg napatymymao.

o Hpyrute cberaBku ca L-xuctuaug, L-XuCTHIANHOB XUAPOXIOPUI MOHOXUAPAT, L-MeTnoHuH,
nonucop6ar 20, copouton (E420) u Boga 3a nmkeknnu (Brmkre “DARZALEX chabpika
copOHUTOI” B TOUKa 2).

Kak m3rie:xxna DARZALEX u kakBO ChABPKA 0MAKOBKATA

DARZALEX e KOHIIEHTpAT 32 MHPY3UOHEH pa3TBOP W MPEJICTaBIsABA OE3I[BETHA JIO KBITA TEUHOCT.
DARZALEX ce nocraBsi B KapTOHEHH OMAKOBKH, ChABPKAIIH €I1H CTHKJICH ()IIaKOH.
DARZALEX ce npezuara CbhIo ¥ KaTO ONAKOBKA 32 3alI0YBAHE HA JICUEHUETO, ChbprKalla

11 ¢nakona: (6 X 5 ml dnakona + 5 x 20 ml duiakona).

IIpuTexkaTes HA pa3peLIeHUETO 32 yOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpounsBoguten
Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
XomaHaus

3a JOITBJIHUTCIIHA I/IH(i)OpMaIlI/ISI OTHOCHO TOBaA JICKApCTBO, MOJIA, CBBPIKETE CE C JIOKAJTHUA
MNPpEACTABUTCII HA IPUTCIKATECIIA Ha pa3pClICHUCTO 3a yHOTp€6aI

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com
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Bbbarapus

»JoKoHCBH & JxoHCHH bearapus” EOO/]]
Temn.: +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

E\LGda
Janssen-Cilag ®appaxevtikn 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 55 00 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: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is
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Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 1464 94 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 1610 300

Polska
Janssen-Cilag Polska Sp. z o0.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romaéania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400



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

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIeHO npepa3sriexaane Ha sucroBkaTta 02/2024.

JApyru u3rouyHuuu Ha nHGopMauus

INonpoOHa uH(popMaIUs 3a TOBA JIKAPCTBO € MPeAOCTaBeHa Ha yeOcaiita Ha EBpornelickaTa areHius

o JiekapcrBata http://www.ema.europa.eu.

[Tocouenara no-moy nHPOPMANKS € MpeAHa3HaYeHa CaMO 32 MEAUIIMHCKH CIIEIHaTUCTH:

To3u nekapcTBEH NPOAYKT € caMo 3a eTHOKpaTHA yHoTpeoa.
[Toarorsere nHY3HMOHHUS Pa3TBOP, N3ION3BANKY CIeHATA ACENTHYHA TEXHHUKA:

o Nzuucnere no3ara (mg), Heooxoaumus obmr ooem (ml) pasrBop DARZALEX u 6pos Ha
HeobOxoaumute utakonn DARZALEX Bb3 OCHOBa Ha TEIJIOTO Ha MAallMEHTA.

. [MpoBepete nanu pa3rBopbT DARZALEX e Ge3nBereH 10 ®bAT. Jla He ce W3Mon3Bsa npu
HAJIMYMETO Ha HeMPO3payHH YaCTHIHM, TPOMSHA B [IBETA WJIM JPYTH UYXKIW YACTHUIIH.

o Upe3 acenTryHa TEXHUKA, OTCTpaHeTe 0beM oT HaTpues xmopua 9 mg/ml (0,9%) nmkexinonex
Pa3TBOp OT UH(Y3NOHHUS CaK/KOHTEHHEpa, KOWTO € paBeH Ha He0OX0IUMHSL 00EM Pa3TBOP
DARZALEX.

. N3rernere HeobxonumoTo konuaecTBo pa3tBop DARZALEX u ro pa3spenere 10 ChbOTBETHHS

obeM upe3 mobaBsiHe KbM HHPY3HOHHUS CaK/KOHTEHHEpa, ChabpiKalll HatpueB xiaopua 9 mg/ml
(0,9%) umkeximoneH pa3rBop. MHdy3noHHNTE cakoBe/KOHTEHHEpHU TpsiOBa 1a Obaat
uzpabotern ot nonuBuHwIxIOpUa (PVC), nomunponunen (PP), monuerunen (PE) unu
nosimojieun (PP+PE). Pa3pexaaiitTe npu NOAXOASIIN aCSNITUYHU YCIoBHs. VI3XBbpIieTe BCAKO
HEH3I0JI3BAHO KOJIMYECTBO, OCTAHANIO BHB ()JIaKOHA.

o Buumarenno oObpHeTe caka/KOHTEHHEpa, 3a Ja cMecuTe pa3TBopa. [a He ce paskiaia.

o [IperyenaliTe BU3yaHO MapeHTEPATHUS JIEKAPCTBEH NPOIYKT 33 HAJIMYUE HA BUJUMHU YaCTHUIIU
W TPOMSTHA B I[BETa Npe/In NpUIoKeHune. B paspenenus pa3TBop Moxe Ja ce o0pa3yBaT MHOTO
MAJIKH, IIPO3pavHu 10 Oeu OeNThYHU YaCTHUIH, Thil KaTo naparymyMad e nmpoteuH. Jla He ce
M3I0J13Ba, aKO ce Ha0JI0AaBaT BUIUMO HEMIPO3PaYHH YACTHLIHM, IPOMSIHA B LIBETA WM TY>KIU

HqaCTHUIIH.

. Toit kaTo DARZALEX He chabpska KOHCEpBaHT, pa3peleHUTe pa3TBOpHU TpsiOBa ja ce
MIPHUJIOKAT B paMKUTE Ha 15 daca (BKIFOUMTEIHO BPEMETO 3a MH(Y3HsI), IPH CTaliHa
temmneparypa (15° C-25° C) u Ha cTaiiHa CBETIIHMHA.

o AKO He ce U3I0JI3Ba BeJHAra, pa3peieHusIT pa3TBOP MOXKE /1a Ce ChXpaHsIBa MPEAH MPHUIIOKEHHE
3a cpok 1o 24 yaca B xnaamwiHuk (2° C-8° C) u 3ammreH ot cBeTiivHA. [la He ce 3ampa3ssiBa.
. [Ipunoxkere paspeneHus pa3TBOp Ype3 UHTPABEHO3HA HH(Y3HUS C TIOMOIITA HA UH(PY3HOHEH

KOMILJIEKT, CHa0JICH C PEryJIaTop Ha JIEOUTa U ChC CTEPUIICH, alTMPOTeHEH, HUCKO MPOTEHH-
cBbp3Bail noauerepcyabonos (PES) duntsp, (pasmep Ha nopute 0,22 unu 0,2 MEKpOMETpa).


http://www.ema.europa.eu/

Tpsa6Ba na ce uznonzsar nonuyperan (PU), nomubyramuen (PBD), PVC, PP unn PE xommexTn
3a IPUIIOKEHHE.

. He BnuBaiite DARZALEX eqHOBpEMEHHO C APYTH CPEACTBA Upe3 €HA U ChI[a HHTPABEHO3HA
CUCTEMA.
o He cpxpansBaiiTe HeM3MOI3BAaHN KOJUYECTBA OT MHPY3HOHHHS Pa3TBOP 3a TIOBTOPHA YIIOTpeoa.

Hewusnon3sanust MPOAYKT WJIM OTHAABYHUTC MATCPUAJTIA OT HETO TpHGBa Ja CC U3XBBPJIAT B
CHOTBCTCTBHUEC C MCCTHUTC N3MCKBAHUSI.

[Ipocneaumoct
3a ma ce momo0pH MPOCIETUMOCTTa Ha OHOIOTHYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MMAPTHIHUSAT

HOMEp Ha MPIIIOKEHUAT MPOAYKT TPsiOBa SICHO Ja ce 3aIiCBar.
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManMeHTa

DARZALEX 1 800 mg un:keKIMOHEH Pa3TBOP
naparymyma6 (daratumumab)

IIpoyeTeTe BHMMATEIHO LSJIATA JIMCTOBKA, NPeH 1A 3all0YHETE 12 U3M0J13BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

- 3amazere Ta3u IUCTOBKA. MOJKe /1a ce HaJIOXKH J1a 5 POYETeTe OTHOBO.

- AKo UMaTte HAKaKBH IOIBJIHUTEIHHU BBIPOCH, MONKTalTe Bamms nekap nuiau MeIuinuHcKa
cecTpa.

- AKO TIOTTyYnTe HAKaKBU HEXEJIAaHU PeaKkilny, yBeaoMeTe Bamus nekap uim MeTuIimHCKa
cectpa. ToBa BKIIIOUBA M BCUYKU Bb3MOKHU HEXKEJIAHU PEaKlUK, HEOMUCAHU B Ta3H JTUCTOBKA.
Buxre Touka 4.

KaxkBo cbabpska Ta3u JUCTOBKa

Kakso mpencrasngsa DARZALEX u 3a KakBo ce U3M0I3Ba

Kakso TpsibBa na 3naere, npenu aa Bu 0b1e npunoxker DARZALEX
Kak ce mpunara DARZALEX

BBb3M0KHM HEXETaHU pEeaKIUU

Kax ga cexpanssate DARZALEX

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIIHUTEIHA HH(POPMALIUS

Sk wdE

1. Kakso npeacraBiasiBa DARZALEX u 3a KakBo ce U3110J13BA

Kakso npencraBasia DARZALEX

DARZALEX e nekapcTBO, KOETO ChIbPKa aKTUBHOTO BEIIECTBO AapaTyMmymad. To mpuHauiexku KbM
rpyImna JeKapcTBa, HApEUEHH ,,MOHOKJIOHAIHU aHTUTeNa*. MOHOKIIOHAIHUTE aHTUTENA ca MPOTEUHU,
KOHTO ca pa3pabOTeHH TakKa, 4e Jia pa3lo3HaBaT U Jia Ce MPUKPEIAT KbM CHIeU(UIHI MUILICHH B
opranmu3ma. Jlapatymyma0 e pa3paOOTeH Ja ce MPUKpPErst KbM CIEIU(PUIHN, 00JIECTHO IPOMEHEHH,
KJIETKHM B KPbBTa BbB Baus opranussM, Taka ue ”MyHHaTa Bu cuctema 1a Moke Jja T YHUILIOXKH.

3a xakBo ce n3noj3Ba DARZALEX
DARZALEX ce u3mosn3Ba npy manydeHTH Ha Bh3pacT 18 roAnHu 1K TI0-Bh3PACTHH, KOUTO UMAT BH/T
pak, HapeueH "MyJaTuIuieH MuesioM". ToBa € pak Ha KOCTHUSL MO3BK.

DARZALEX ce u3mos3Ba ChII0 ¥ PU Bb3pacTHU Ha 18 win noBeye rouHu, KOUTO UMAT BUJT
HapyIIeHUE Ha KPBbBTa, HapeueHo ,,AL amunonnosza®. [Ipu AL amunono3a 001€CTHO TPOMEHEHU
KPBBHH KJIETKH 00pa3yBaT MPEeKOMEPHH KOJIMYECTBA N3MEHEHH NMPOTENHH, KOUTO Ce OTJIarar B
Pa3IM4YHU OpTaHH, KOETO NPEeYr Ha MPaBUIIHOTO (DYHKIIMOHUPAHE HA TE3W OPTaHH.

2. Kakso TpsdBa na 3Haere, npeau Aa Bu 0bae npuiioxen DARZALEX

He Tpsi0Ba na uznonzsare DARZALEX

- aKo CTe aJepru4Hu KbM JapaTyMyMad WM KbM HSKOS OT OCTaHAJIUTE ChbCTaBKH HA TOBA
nekapcTBO (M36poeHn B TOUKA 6).

He uznomspaiite DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe CUTYpHH, TOBOPETE C

Bamms nekap wim MeIuIuHCKa cecTpa, npeau na usnonssate DARZALEX.

Ipexynpexnenns: u NpeAna3sHu MepKU
l'oBopete ¢ Bamus nekap nim MeIuIMHCKA cecTpa, mpeau aa usnon3sate DARZALEX:

Peaxinu, cBbp3anu ¢ nHPY3HATA
DARZALEX ce mpuiara Kato MOJKOXKHA HHXKEKITHS ¢ MaJIKa UTJIa 32 HHKEKTUPaHe Ha JIEKAPCTBOTO
nox koxkata. [Ipenu u crnen Besika uHxkeKIus e Bu ce nmpunarat iekapcTBa, KOUTO 1€ TOMOTHAT 32
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MOHW)KaBaHE Ha BEPOSTHOCTTA OT MOsIBA HAa PEaKIlMU, CBbp3aHu ¢ HHPYy3usaTa (BIKTE ,,JIekapcTsa,
IpuIarany 1o BpeMe Ha aedenne ¢ DARZALEX® B Touka 3).

Haii-BeposiTHO € Te3u peakiuu Ja HACTBIIAT P bpPBaTa UHKEKIIKS, KaTO TTOBEUETO PEaKIINU
BB3HUKBAT B JICHs HA MH)KEKTUPAHETO. AKO Beue CTe UMaJIA PEaKIlHs, CBbp3aHa ¢ HH(py3usra, mo-
MAaJIKO BEPOSATHO € TOBa Ja Ce€ CIly4r OTHOBO. Peakiiu ot 3a0aBeH Tvm 00ade MOKe Ja HaCTHIIAT A0 3-
4 nmHU cien WHKeKNusITa. Bammsar aexap Moxe xa permm na He npuiara DARZALEX, ako nMare
TEXKKa peaklus CIe] HHKEKTUPAHETO.

B HsiKOM cirygan MOke J1a MOTyYUTe TEXKKA aJleprudHa Peakiiys, KOsTO MOXe J1a BKIII0YBA ITOJyBaHe
Ha JIMLIETO, YCTHUTE, yCTaTa, €3UKa WX T'bPI0TO, 3aTPYAHEHO NPErTblIaHe HiIH JULIaHE WU ChPOSII
00puB (yptukapus). Bmxkre Touka 4.

Kaxere Bemnara Ha Bamust nekap wid METUIIMHCKA CECTPA, aKO MOIYYUTE HAKOS OT PEaKIUUTE,
CBBP3aHM C UH(PY3USITA WIH CBBP3aHUTE C TSIX CUMIITOMHU, H30POCHH B HA4aJI0TO Ha TOYKa 4. AKo
MOJTyYUTE PEAKINH, CBP3aHH C MH(PY3HITA, MOXeE JIa C€ Hy)KJaeTe OT APYTH JIEKapCTBa 3a JICUeHNEe Ha
CUMITOMHUTE WM MOXKE J]a C€ HAJIOKM MHXKEKIMUTE J1a ce crpat. Korato Te3n peaknny 0T3ByYaT WilH
ce TOJ00PAT, MHIKEKTUPAHETO MOXKE J1a C€ Bh300OHOBH.

Hawmanen Opoii KpbBHU KJICTKH

DARZALEX moxe fa Hamainu Opost Ha OeluTe KPbBHU KIIETKH, KOUTO IoMarat B 6opbata ¢
WH(EKIHUNTE, U KPHBHUTE KIETKH, HApEUEHH TPOMOOLIUTH, KOUTO TIOMarat IpH CbCUPBAaHETO Ha
KpbBTa. Kaxkere Ha MEIMIIMHCKHU CTIEUAIIICT, aKO IOJIyYUTE CUMIITOMH Ha HH(EKLHs, KaTo Harp.
MOBHUIIIEHA TEMIIEpaTypa, WK CUMIITOMHU Ha HaMaleH Opoil TpoMOOLNTH, KaTo Hallp. HACHHIBaHE WU
KbpBEHE.

KpsBonpenupane

AKo0 UMaTe HYX/J1a OT KpbBOIIpeInBaHe, e Bu Ob/ie HanpaBeH KPbBEH TECT 32 YCTAHOBSIBaHE Ha
Bamara kpbpBHa rpyna.

DARZALEX Mosxe fa moBnusie pe3yJATaTuTe OT TOBa M3CJIeBaHe Ha KPbBTa. iHpopMupaiite To3H,
KOWTO MpaBH U3CIIeIBaHETO, ue u3nonmBare DARZALEX.

Xenatut B

YBenomere Bamms nekap, ako HAKOTa CTe MMaji WM € Bh3MOXKHO Jla IMaTe MHEKIUs ¢ XenaTuT B.
Toga e 3amoro DARZALEX moske 1a mpeau3BrKa akTHBHpaHe Ha BUpyca Ha xernaTuT B. Bammst
nekap e Bu u3cnenBa v nperniexa 3a Npru3HAW Ha Ta3d UHPEKIUS Tpen, 0 BpeMe U CIie]]
nedenneto ¢ DARZALEX. HezabaBHo yBenomeTe Bamus nekap ako nmarte BIolaBalia ce JecHa
YMOPSIEMOCT WJIM TIOXKBJITSIBAHE HA KOXKaTa, UM Ha OsylaTa 4yacT Ha OYHUTE.

Jleuna u roHOIIHN
He naaiite DARZALEX Ha nena niu I0HOIIY Ha BB3pacT noA 18 roguHu, 3a0To HE € U3BECTHO Kak
I1Ie UM TIOBJTUSIE JIEKAPCTBOTO.

Apyru aexkapcrea u DARZALEX

Tps0Ba na kaxxeTe Ha Bamms jnexap nim MeAUIMHCKA CECTpa, aKo IIpUeMaTe, HacCKOpo CTe pUeMaliu
WJIH € B3MOYKHO J1a IPUEMETE APYTH JIEKapCTBa.

ToBa BKIIOUBA JieKapcTBa Oe3 penenTa, KakTo U OMIIKOBH JIEKapCTBa.

Bbpemennoct

AKko cTe OpeMeHHa, cMsTaTe, ye MOKe Jla cTe OpeMeHHa WU IJIaHupaTe OpEMEHHOCT, TIOChBETBANTE
ce ¢ Bamms nexap npeau ynorpedara Ha DARZALEX.

Axo 3abpeMeneeTe JI0KaTo ce JISKyBaTe ¢ TOBa JIEKapcTBO, He3abaBHO nH(popmupaiite Bamms iexap
WIM MEUIMHCKA cecTpa. Bue n Bammsr nekap 1ie pemuTe Jauu noia3aTta oT TOBa JIEKApCTBO € TOo-
rojsiMa oT pucka 3a Bamrero 6eGe.

KonTpauenuust

Kenwnre, Ha xouto ce npunara DARZALEX, TpsiOBa 1a u3non3Bat eeKTuBHA KOHTPALEHIHS 110
BpeMe Ha U J10 3 Mecela ciie]l JIEYEHUETO.
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Knpmene

Bue u Bamwsit nekap 1e npeleHuTe Jajid moa3aTa OT KbPMEHETO € IMO-TrojisiMa OT pucka 3a Barero
0cOe. ToBa e Taka, 3alI0TO JISKAPCTBOTO MOXKE Jja IPEMHUHE B KbpMaTa M HE € U3BECTHO KaK TOBA IIe
ce oTpasu Ha 6ebeTo.

Ilodupane u padora ¢ MalIMHK
Bue moxe na ce ayBcTBaTe ymopenu cien npueM Ha DARZALEX, koeTo MOXe Ja TOBIHsIe
crrocodHocTTa B na modwupare wim na paboTuTe ¢ MAITHH.

DARZALEX uHkeKUHMOHEH Pa3TBOP 32 MOJKO0KHO NPHJIOKEeHUEe ChIbP:Ka HATPHUId
ToBa 1ekapcTBO Chabprka mo-mMajiako ot 1 mmol Hatpwuii (23 mg) B 15 ml, T.e. Moxe na ce kaxe, 4e
MPaKTUYECKU HE ChAbPKa HATPUH.

DARZALEX uH:keKIMOHEH pa3TBOP 3a MOAKOKHO NMPHJIOKEeHHEe ChIBPKA COPOUTOI
CopOuTonsT € M3TOYHHK Ha (hpykTo3a. Axo Bammust nekap Bu e ka3an, ye mMare HETIOHOCHMOCT KbM
HSKOM 3aXapH Wik Bu e mocraBeHa nuarHo3a HacJieJICTBEHA HEIIOHOCUMOCT KbM (PPYKTO3a, PSAKO
TeHETUYHO 3a00JIIBaHe, TIPU KOETO XopaTa He MOraT Jia pa3rpaxaaT Gppykrosa, ropopere ¢ Bamms
nekap npenu na Bu 0b1e mpuiokeHo ToBa JIEKapCTRO.

3. Kak ce npuiara DARZALEX

KakBo Ko/1M4ecTBO ce npuJjara
Hozara Ha DARZALEX wrXeKknoHEeH pa3TBoOp 3a moakoxHo npuioxerne € 1 800 mg.

DARZALEX moxe J1a ce MPHUII0KH CaMOCTOSTETHO HIIH 3a€JIHO C APYTH JICKAPCTBA, U3IOJI3BAHH 32
JieueHne Ha MYJITUIUICH MHUEJIOM, WK ¢ APYTH JeKapcTBa 3a JieueHne Ha AL amunono3a.
DARZALEX 00UKHOBEHO ce Tpujiara KakTo CIe/iBa:

° BEJHBK CEIIMUYHO 32 ITBPBUTE § CEIMUITI
° clie]l TOBa BEAHBXK HA 2 CEMHIIM B IPOABIDKEHUE Ha 16 cemMuiu
° clie]l TOBa BEIHBXK Ha 4 ceIMUIIH, T0KAaTO BaleTo cbCTOSIHUE HE CE BJIOLIH.

Koraro DARZALEX ce npuiara 3aeHO ¢ JpyTH JIeKapcTBa, BamusaT sekap Moxke Ja MpoMeHs
BpPEMETO MEXKAY I03UTE, KAKTO U OpOs Ha JIeKapcTBaTa, KOUTO 1€ MoIy4aBaTe:

Kak ce npuiiara ToBa JieKapcTBO

DARZALEX we Bu ce npuinara ot jgekap Wid MEAULMHCKA CECTPpa KaTO MHXKEKLHUSA MO KOXKaTa
(T0IKO’KHA MHXKEKIIWS) B IPOIBIDKEHHE HA TPUOTU3NUTENHO 3 10 5 MmuHyTH. Toii ce mpuiara B
obmactTa Ha cToMaxa (Kopema), He Ha JIPYTH MeCTa Ha TSUIOTO U HE B y4aCThIIM HA KOpeMa, KbJIETO
KOXaTa ¢ 3auepBeHa, HACUHEHA, YyBCTBUTEIHA, BTBbPJICHA MU MMa OeJIe3H.

Axo m3nuTate 00JIKa 0 BpeMe Ha MHXKEKITUATA, JIEKapAT WIN MEIUIIMHCKATa CecTpa MOXKe Ja
MPEKbCHAT MHXKEKTUPAHETO U J1a TOCTABAT OCTaHAJIaTa YacT OT HHKEKIHSTA B IPYT YIACTHK Ha
Kopema.

JlekapcTBa, npujaranm no Bpeme Ha jgedyenne ¢ DARZALEX
Moxe na Bu Ob/1aT npuiaranu jiekapcTBa 3a HaMassiBaHe Ha BEPOSTHOCTTA OT Pa3BUTHE HA XEpIIeC
30CTep.

IIpenu Besika nmkeknwsi DARZALEX me Bu Ob1aT npunaranu iekapcTsa, Kouto 1e Bu momoraar
3a HaMaJsIBaHE Ha BEPOSATHOCTTA OT IMOJTyYaBaHe Ha PEeaKInu, CBbp3aHu ¢ uH(py3usTa. Te morar na
BKJIFOYBAT:

L JICKApCTBA 3a aJICPrudHa pCakuusa (aHTI/IXI/ICTaMI/IHI/I)
L JICKApCTBA 3a BH3MAJICHUC (KOpTI/IKOCTepOI/IZ[I/I)
L JICKApCTBa 3a TPECKa (KaTO napaueTaMon).
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Cnen Beska nmxekiuss DARZALEX mie Bu Obaat npuiaranu JiekapcTea (KaTo KOPTUKOCTEPOMIN) 3a
HaMmalsBaHe Ha BEPOSTHOCTTA OT MOJyYaBaHe HA PEakIMy, CBbP3aHU C HHPY3HUATA.

Xopa ¢ 1uxaTeTHH MpodaeMu

AKO UMarTe JuXaTelH! Ipo0IeMH, KaTo acTMa WM XpOHHYHA OOCTPYKTHBHA OermopoOHa 0omecT
(XOBBb), me Bu 0bp1aT mpuitaranu JiekapcTBa 3a HHXaJIMpaHe, KOUTO IIe TOMOTHAT 3a Barmre
JIUXATEITHH MTPOOJIEMU:

o JICKapCTBa 32 Pa3IIUpPsIBaHEe HA OPOHXUATHUTE IIBTHINA HA OSITUTE IPOOOBE
(OpoHXOIMITATATOPH )
o JIeKapcTBa 3a HaMalsBaHE HA OTOKA U Jpa3HEHETOo B OenuTe IpoOoBe (KOPTUKOCTEPOUIN)

AKO cTe NOJTy4YHJIU noBeve oT HeoOxoaumarta 103a DARZALEX

ToBa nekapcTBO 1ie ObJIe MPUIIOKEHO 0T Barus nexap nim MeAUIMHCKA cecTpa. B Manko BeposTHUS
CITydJaif Ha TIpWJIaraHe Ha TBBPAE MHOTO JIeKapcTBO (Ipeao3upane), Bammsat nexap me Bu nabmonasa
3a HEXKEJIaHU PEaKIUU.

AKO cTe IPOILyCHAJIM NoceleHne 3a npuiioxenne Ha DARZALEX

MHoro e Ba)HO /1a cria3BaTe BCHYKH Barm mocemeHus, 3a a ocurypute eekt ot JedeHueTo. AKOo
CTe IIPOILyCHAJIM €IHO MIOCEIEHHUE, HAIIPABETe JPYro Bb3MOXKHO Hali-CKOPO.

AKO UMaTe HIKaKBU JOIBJIHUTEIHH BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bamust nexap uiau MeIMIMHCKA CecTpa.

4. Bb3MOKHHN HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAN3BHUKA HEKECIAHNU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH T'Y ITOJTy4aBa.

Peakumu, cBbp3anu ¢ uHQy3usTa

VYBenomere BegHara Bamuys gekap wid MEIUIUMHCKA CECTPA, aKO MOJYUUTE HAKOU OT CIIETHUTE
CUMITOMH B paMKHTe Ha 3-4 THU clie]] HHXeKIusaTa. Moxe J1a ce HaloXH Jja IpHeMeTe APyTu
JICKapPCTBA WM MHXEKTHPAHETO J1a ObJIe MPEKBHCHATO U CIIPSHO.

Te3n PCaKr BKIKOYBAT CJICAHUTC CUMIITOMMU:

Mmuoro yectu (MoXe Ja 3acerrar moseue ot 1 va 10 gymmn):
CTYJICHU TPBIIKU

BB3MAJICHO I'bPII0, KAIUTUIA

rajieHe

MOBPBINAHE

chpOeX B HOCA, XpeMa WIIH 3aIylIeH HOC

3aIyX WU APYTH JUXATCITHU TIPOOIEMH.

Yecrtu (Moxe na 3acernar jo 1 Ha 10 xymm):

. JHCKOM(OPT B I'bpAUTE

o 3amMaiiBaHe WM CBETOBBPTEK (XUIIOTOHHS)
o cbpOex

o XPHIITCHE.

Penxu (Mmoxe na 3acernat o 1 va 1 000 xymm):

. TEXKa aJIepruvHa PeaKiiys, KOsTO MOXe JIa BKJIFOYBA [10IyBaHe Ha JIMLIETO, YCTHUTE, yCTAaTa,
€3MKa WU IBPIIOTO, 3aTPYTHEHO MPETIbIaHe WK TUIIAHE UK ChpOsIl 00puB (YpTUKApHS).
Buxre Touka 2.

° 00JIKa B OYUTE

. 3aMBIJICHO 3pEHUE.
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AKO TIOJTyYHUTe HAKOS OT PEaKIMUTE, CBhP3aHH ¢ MH(Y3HITA, ONMCAHH ITO-TOpPE, YBEAOMETE BeTHATa
Bamus nexkap wim MeIUITMHCKA CecTpa.

Peakuumn HAa MSICTOTO HA HHIKECKTHPaHEe

KosxHu peakiuu Ha Win 0JIM30 10 MICTOTO Ha MHKEKTHpaHe (JIOKaIHH), BKIYUTEIHO PEaKIuy Ha
MSICTOTO Ha WHXKEKTHpaHe, Moxe 1a HacThIAT ¢ DARZALEX uHXeKIMoHeH pa3TBOp 3a TOJKOXKHO
npuioxkeHue. Te3n peaknnu ca yectr (Moxe fa 3acersHat 10 1 va 10 gymm). CumMnromMuTe Ha MICTOTO
Ha WH)KEKTUpaHe MOJKE Jla BKITIOYBAT 3a4epBsIBaHE Ha KOXKaTa, ChpOeK, MmoayBane, 0oJkKa,
HaCUHsIBaHe, 00pPUB, KbPBEHE.

JApyru He:xxeJ1aHM peakuuu

Mmuoro 4yectn (Moxe J1a 3acerHat nosede ot 1 Ha 10 gymm):

Tpecka

CHJIHA yMOpa

Iuapust

3amneK

HaMaJieH aleTUuT

Oe3cpHUE

riaBo0osme

YBpEeXIaHe Ha HEPBUTE, KOETO MOJKE J1a MPUYMHU U3TPBIIBaHE, MPaByUKaHEe WM OOJIKa

0o0puB

MYCKYJIHHU CIIa3MHU

cTaBHa Oo0JIKa

NOJyBaHE Ha PbLETE, IJIE3CHUTE WIN CThIIagaTa

YYBCTBO Ha OTIIAAHAIOCT

0omnku B THpOa

nH(eKnus Ha Oennurte 1poOoBe (ITHEBMOHU)

OpOoHXUT

MH(EKINY Ha AUXATEJHUTE IbTUILA - KATO HOCA, CHHYCUTE WM I'bPIIOTO

HHUCBHK OpOl Ha YepPBEHUTE KPBbBHU KJIETKH, KOUTO NIPEHACST KUCIOPOJ B KPBHBTA (aHEMHUS)

HUCBHK Opoii Ha OennTe KPHBHU KIETKH, KOUTO TIoMarat B 6op0ata ¢ nHpeKuu (HeyTPOTeHHUs,

nuMdoneHus, TeBKOTICHHS)

o HUCHK OpOl Ha KPBBHU KIIETKH, HAPEYEHU TPOMOOIIUTH, KOUTO [TOMarar 3a ChCHPBaHETO Ha
KpPBBTa (TPOMOOIIUTOTICHYISI )

Yectu (Moxe n1a 3acersat no 1 Ha 10 gymm):

HEPUTMHUYHA CHPJIeYHa IEHHOCT (TIPEICHPAHO MBKICHE)

chOupaHe Ha TeYHOCT B OenuTe ApoOoBe, KoeTo Bu npuunHsBa 3a1yx
WHQEKIHS Ha TMKOYHHUTE TBTHINA

TeXKa MH(PEKIUS Ha [[eJIUs OPTaHUu3bM (CEIICHUC)

JeXUIpaTaIust

BHCOKO HHMBO Ha KpbBHA 3aXap

HHUCKO HMBO Ha KaJIUi B KPHBTa

HHUCKO HHMBO Ha aHTUTeJa B KPbBTA, HApe4YeHH "MMYHOTTI00YIHHU", KOUTO TIomaraT B 6opbara ¢
MHpEKIUUTe (XUIoraMariooyInHeMHs)

3aMaiiBaHe

npunanaHe

0oJKa B TPbIHUTE MYCKYJIH

rpun

CTYACHH TPBIIKU

ChpOeK

HEoOMYaifHO ycellaHe 1o KoXkarta (KaTo Harp. U3TPhIIBaHE MM MPaByUKaHE)
Bb3MaJICH TAaHKPeac

BHUCOKO KPBBHO HaJIsiraHe
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o COVID-19.

Heuectn (Moxxe nma 3acerrar 10 1 a#a 100 gyrmn)
. BB3MNAJICH YePeH Apo0 (XETaTHT)
. BUJI Xepriec-BupycHa nHpeKIus (IIUTOMeTaIBUPyCHA HHPEKIINS).

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKXO noTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHN PEaKIUy, yBeToMeTe Bamus rexkap uim MeJuIuHCKa
cectpa. ToBa BKIIIOYBa BCHUYKH BH3MOKHH HEOIIMCAHU B Ta3W JINCTOBKA HEXEIAaHH peakiyuu. Moxere
CBIIO Jja CbOOIIUTE HEXKENaHU PeaKIMU JTUPEKTHO Upe3 HAallOHAJIHATa CUCTEMA 3a ChOOIaBaHe B!
V3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,Jlamsin I'pyeB” Ne 8

1303 Cocus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Kato cho0miaBare HexXenaHH peakiiy, MOKETE Ja 1a/IeTe CBOS MPUHOC 3a T0JTy4aBaHe Ha MOBeYe
uH(OpMaIHsl OTHOCHO 0€30I1acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBate DARZALEX

DARZALEX uHXEKIMOHEH pa3TBOP 3a MOJIKOKHO MPHIIOKEHHUE IIIE C€ ChXPaHsBa B OOJHUIIA UK B
KJIMHHUKA.

[a ce cpxpaHsBa Ha MACTO, HEJJOCTBITHO 32 JIeHa.

He u3nosnsBaiiTe ToBa 1eKapcTBO Cie CPOKa Ha TOAHOCT, OTOEIIsA3aH BbPXY KAPTOHEHATa OMAKOBKa U
etuketa Ha (iakona cien "T'omen 10:" u "EXP". CpokbT Ha TOIHOCT OTTOBAps Ha MOCICAHUS JICH OT
MOCOYEHHUS MECell.

[a ce cpxpanssa B xnagunauk (2°C-8°C). la He ce 3ampa3ssiBa.

[a ce cpxpaHsBa B OpUrHHAJIHATA OTTAaKOBKa, 32 J]a C€ Mpea3y OT CBETINHA.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATA WIM B KOHTEMHEPA 32 JOMAIIHU OTHAAbIIH.
[Momuraiite Bamus apMaleBT Kak jia U3XBBPIATE JIEKapcTBaTa, KOUTO Bede He u3noiseare. Te3n
MEpKH III€ CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATa cpena

6. Chbabp:kaHue HA ONIAKOBKATA M JOIBbJIHUTETHA HHpOpManus

KakBo cbabpxa DARZALEX

. AKTHBHOTO BeIIeCTBO € naparymymad. Enua ml ot pa3tBopa chabpka 120 mg napatymymad.
Enun ¢aakon 15 ml nmxekiuoneH pa3tBop cbiabpka 1 800 mg gaparymymad.
. Jpyrute cbCTaBKHU ca peKOMOMHAHTHA YoBemka xuanyponunasa (tHuPH20), L-xuctuaun, L-

XUCTHIUHOB XHUIPOXIIOpU MOHOXUApaT, L-metnonuH, momucopbar 20, copourton (E420) u
BOJIa 3a MHKeKIun (Bmkte ,,DARZALEX chbprka HATpHUid 1 COPOUTOI B TOUKA 2).

Kak n3rae:xkna DARZALEX 1 KakBO ChABp:Ka OIIAKOBKATA

DARZALEX uHXeKIMOHEH Pa3TBOP 3a IMOAKOXKHO MPUIIOKEHHUE € OE31BETHA 10 KbJITa TEUHOCT.
DARZALEX nHXeKIIMOHEH pa3TBOP 3a MOJIKOKHO MPHIIOKEHNE CE JOCTaBs B KAPTOHEHA OITaKOBKa,
ChIbpKaia | eIH01030B CTHKIICH (IIaKOH.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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IIpousBoauTe
Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden

Hunepnannus

3a momreTHATETHA WHGOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATHUS

NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHHeTo 3a yIoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»okoHCHH & [[xoHchH bearapus” EOO/J]
Tem.: +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

E\LGOa
Janssen-Cilag ®appoxevtikny 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 55 00 40 03
medisource@its.jnj.com

Lietuva

UAB “JOHNSON & JOHNSON”
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 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 6500
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



Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

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
Bapvéapoc Xatinmoavaynig Atd
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

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

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
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIeHO npepasriexkaane Ha sucroBkaTta 02/2024.

JApyru u3rounuuu Ha nHpopmauus

ITonpoOHa nHpopManus 3a TOBa JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIust

1o JiekapcTBata http://www.ema.europa.eu.

[Mocouenara mo-noiny uHMOpMAaIKs € MpeJHa3HaYeHa caMO 33 METUIIMHCKH CIICIIHATACTH:

DARZALEX uHXeKIIMOHEH Pa3TBOP 32 IMOAKOKHO MPUIIOKEHNE TPsiOBa 1a ce MPUIIOKH OT

MEIUIIMHCKH CIIEITUAINCT.

3a na ce mpedoTBPATAT JEKaPCTBEHH IPELIKH, € BXKHO J]a C€ MPOBEPABAT €TUKETHTE HA (IAKOHMTE, 32
Jla € CUTYPHO, Y€ ce Mpujiara moaxos1iara JiekapcTBeHa ¢popma (3a HHTPaABEHO3HO WITH 32 MOJIKOKHO
MIPWIOKEHHUE) U Y€ Ha MMAIMeHTa ce Tpmiiara npeanucanara 103a. DARZALEX wmxeknnoneH
pas3TBOp TpsAOBa Ja ce mpuiiara caMo 4pe3 MOAKOKHA MHXKEKIMA B ykazaHata 103a. DARZALEX 3a
MOJIKOKHO MPUIIOKEHHE HE € TIPeIHa3HAuYeH 32 MHTPABEHO3HO MPUIIOKEHHE.

DARZALEX uHXEKIMOHEH Pa3TBOP 3a IMOJKOXKHO MIPUIIOKEHHE € caMo 3a eTHOKpaTHa ynorpeda u e

TOTOB 3a IMPUJIOKCHHUC.

. DARZALEX nHXEKIIMOHEH pa3TBOP 3a MOJKOKHO NPUIIOKEHHE € CBBMECTUM ChC CIIPUHIIOBKA
OT MOJIMTIPONMIIEH WJIM TIOJMETHIICH; ¢ HaOOpH 3a TOKOKHA MH(PY3HS OT MOIUTIPOIHIIEH,
nonueTieH iy nomuBHHWIXI0pHU (PVC) u ¢ urinm 3a u3reriasHe Ha pa3TBOpa U WH)KEKTHpaHe

OT HCPBIKJaeMa CTOMAHaA.


http://www.ema.europa.eu/

DARZALEX nHXEKITMOHEH pa3TBOP 3a MOJKOKHO NPUIOKECHHE TPsOBa 1a ObJe OUCTHP 110
OTIaJIECIICHTEH M O€31BETEH 10 XKBJT pa3TBop. He n3mon3BaiiTe mpu Hau4Yue Ha HEMPO3PAYHU
YaCTHIIM, TIPOMSIHA HA IBETa WIIH APYTH Ty>KTH GaCTHIIH.

M3Banere dmakon ¢ DARZALEX WHXEKITMOHEH pa3TBOP 3a MOAKOKHO MTPHIIOKECHHE OT
xnaauaanka (2° C-8° C) u ro ocTaBeTe Ja JOCTHTHE cTalHa Temmeparypa (15° C-30° C).
HempoOutusr ¢akoH Moxe J1a ce ChXpaHsaBa Ha CTaiiHa TeMIlepaTypa U Ha CTaliHa CBETJIMHA 3a
MaKCHMAaJHO 24 Jaca B OpUTHHATHATa KapTOHEHa KyTHsl, 3a J]a ce Mpe/mnas3u oT cBeTnuHa. [a He
ce ChXpaHsBa Ha MpsKa CIIbHYeBa CBeTNIMHA. [[a He ce paskiarmia.

[IpuroTBere cipuHIIOBKATA IIPH KOHTPOJIHUPAHH U BATHIUPAHN aCETITUYHA yCIIOBHSL.

3a ;ma ce n30erHe 3aIymIBaHe Ha UTJaTa, MPUKpereTe XUIoAepMaTHaTa HHKEKIIMOHHA UTJIa HITH
HaOoOpa 3a MOJKOXKHA WH(Y3US KbM CIIPHUHIIOBKATA HEMIOCPEACTBEHO TIPS WHKCKTHPAHETO.

CpXpaHeHre Ha IPUTOTBEHATA CIPHUHIIOBKA

Axo cripuHIloBKaTta, chabpikama DARZALEX, He ce m3mo3Ba He3a0aBHO, ChXpaHsIBaliTe
paztBopa DARZALEX no 24 yaca B XJ1aAWIIHUK, [IOCJIEIBAHO OT HE MOBede OT 12 vaca mpu
15 °C-25 °C na craiina cBeTiIMHA. AKO C€ ChbXpaHsiBa B XJIAJWIIHUK, OCTABETE pa3TBOpa Jia
JIOCTUTHE CTaifHa TeMIepaTypa Mpean MPUI0KEHHE.

[IpunoxeHue

Hmxextupaiire 15 ml DARZALEX uHXeKIMOHEH Pa3TBOP 3a MOIKOKHO MPUIIOKEHHE B
MOJKOKHATA ThKAaH HAa KOpeMa NPUOIM3UTENHO 7,5 CM BASICHO WM BISIBO OT IThIIA B
MpoAbIDKeHre Ha pubnm3uTenHo 3-5 muayTtn. He nmxektupaiite DARZALEX nmxeximonexn
pa3TBOP 3a NOAKOXKHO MPUIIOKEHUE HA IPYTU MECTa Ha TSJI0TO IOPaJy JIUIICA HA JaHHH.
Mecra Ha MHXEKTHpaHe TpsOBa 1a ce peayBaT MPH MOCIe0BATCITHUTE HHKCKIIHH.
DARZALEX MHXeKIIHOHEH Pa3TBOP 3a MOJIKOKHO MPUIIOKEHHE HE TPsIOBa HUKOTa Ja ce
WH)XEKTHPA B YUaCThIH, KbIETO KOXKaTa € 3a4epBeHa, HACHHEHA, YyBCTBUTEIHA, BIBbP/CHA,
WM B yYaCTBIHU C Oenesw.

AKO ManueHThT U3NUTBa O0JIKa, MPEKbCHETE 32 MAJIKO MM 3a0aBeTe CKOPOCTTa Ha
WHXXeKTUpaHe. B cimyyaii ye 6onkaTta He ce 00JieK4H oT 3a0aBsiHe HA HHKEKIUATA, MOXKE Ja ce
u30epe BTOPO MSICTO HAa MHXKEKTHPAHE OT JpyraTa CTpaHa Ha KOpeMa, 3a J1a ce MHXKEKTHpa
ocTraHajiaTa /103a.

ITo Bpeme Ha neuenne ¢ DARZALEX WHXEKIHOHEH Pa3TBOP 3a MOAKOXKHO MPUIOKEHUE HE
MpUjIaraiTe Ipyry JEKapCTBEHHU MPOIYKTH 32 MOAKOXKHO MPUIIOKEHHUE Ha CHIIOTO MACTO.
HewunsnonsBanusT JeKapcTBEH NPOLYKT WK OTHAaIbUYHUTE MaTEpUalId OT HEro TpsioBa z1a ce
M3XBBPISAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUSI.

[Ipocaeaumoct
3a fa ce moIo0pu MPOCISIUMOCTTa Ha OMOJIOIMYHHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUAT

HOMEP Ha IMPUIIOKCHUA ITPOAYKT TpH6Ba SICHO Ja CC 3aIIicCBar.
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