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 ceaspka 100 mg maparymymab (daratumumab) (20 mg naparymymab Ha 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 003aHMUK (SIMTYHUK Ha KUTAHCKU XaMmcTep) uape3 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 BEIIECTBA 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 noka3zas:

. B KOMOUWHAITUS C JICHATUIOMHU/I U IGKCAMETA30H WK ¢ 60opTe30MuO, MenanaH 1 NPeHU30H 32
JieuyeHre 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 aBTONI0KHA
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 pCIUJAUBUPAIT 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 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

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. Bukre mo-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
nexcameTa3oH (Rd) (4-cexMrUYeH UKD HA JiedeHne) 1 MOHOTEPaANMUs

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 1mo3ara U cXxeMara Ha MPUJIOKEHUE HA JIEKapCTBEHUTE NpOoAYyKTH, npunaranu ¢ DARZALEX, BuxTe
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, MpuiiokeH 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

a
6

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 BEAHBIK CEAMHYHO Ha cenMunu 1, 2, 4 u 5 3a o1me oceM 6-CeIMHUYHH 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 JleyeHue) 3a 1eyenue Ha HOBOOUASHOCIMUYUPAHY NAYUeHMU, NOOX00AUU 34 ABMOLONCHA
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, TaIMI0MU/A
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/] MoIHOBSBaHE 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 uksi 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 npunacane 8 KOMOUHayus ¢ 6opmes3omud u 0eKcamemason (3-ceOmMuyer 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.

Ta6aunma 4: Cxema Ha npuiarane Ha DARZALEX B kom0uHanus ¢ 6opre3oMud u
jgexcameTaszoH (Vd) (3-cenMuueH NMKBJ HA JIeYeHHE)
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 JIeyeHne ¢ 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 1mo3ara U cXeMara Ha MPUJIOKEHUE HA JIEKapCTBEHUTE NpOoAYKTH, npuinaranu ¢ 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, IpeicTaBeHa 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 1Ba MOCIEA0BATENIHY AHY, T.€. 8§ mg/kg choTBeTHO Ha JieH | 1 JieH 2, BuxkTe Tabnuma 5 mno-
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 dosa 3a ungysus)
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 ygac
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
ceqmuria. B poruBeH cityvail n3nonsBaiite o6eM Ha paspexaane 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 cTereH/TexecT, BeaHara npekbeaere napysuira DARZALEX u nexyBaiite
CUMIITOMUTE.

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

uii cnupane Ha jgedenueto ¢ DARZALEX, kakTo € moco4eHo mo-aoiy (BkK. 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,
YBEIMYaBaHETO HA CKOPOCTTa Ha MH(DY3UsITa MOXKe 1a Obie Bb30OHOBEHO IMMOCTEIICHHO 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 TOBEYE OT [I0JIOBUHATA OT CKOPOCTTA, IIPU KOATO 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). [Iponieaypara no-rope Tpsa0Ba 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(I)y3I/I$ITa CTeleH 3 WIX IIO-rojIIMa.

. Crenien 4 (;kuBoTO3acTpamaBaina): OKOHYATeTHO pekpaTsaBaHe Ha iedeHrneTo ¢ 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. Moxke na e HeoOxoanMo 3a0aBsiHe 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 komOuHanus ¢ DARZALEX, BmxTe choTBeTHaTa KpaTka XapakTepucTrka Ha
MPOIYKTA.

HDGHOD’L‘H/ITCHHH CbIIBTCTBAINIH JICKAPCTBCHHU MMPOAYKTH

Jlexapcmeen npodykm, npunaean npeou ungysuama
JlexapcTBeH NPOAYKT, IpUJIara mpeau nHQy3usaTa TpsaOBa Ja ce nmpuiara 3a HaMajsiBaHe 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:
Metunnpenanzosnos 100 mg mim ekBUBaJeHTHA 71033, IPUIIOKEHA HHTPpaBeHOo3HO. Ciex
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 iekcaMeTa30H € crienu(GUIHUSIT KOPTUKOCTEPOH/] 38 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
MEepOpaTHO MPUIIOKEHHIE MOXKE Jia Ce UMa MPEABU/ PeAN OCIeABAIINTE HHDY3HH.
CrnenmdudaauTe 32 TOIBJIIHATEIHA OCHOBHA CXeMa Ha JICUCHHE KOPTUKOCTEpOUIH (HaIIp.
MPEeTHU30H) He TPsOBa Ja ce mpuyaraT B nHuTe Ha nHy3us Ha DARZALEX, xoraro
MalMEHTHTE MOJTyYaBaT AeKCaMeTa30H KaTo JeKapCTBEH MPOAYKT, IPHIarad npean

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, MPUIaraH ciea nHdys3usTa TpsOBa /1a ce Mpuiara 3a HaMaisiBaHe Ha PUCKa OT
IRR oT 3abaBeH THII, KAKTO CJIEIBA:

- Momnotepanus:
Ha Bcexu ot aBaTta nHH, ciieABalId BCHUKK MH(Y3UH (KaTO ce 3all09YHE B ICHS CIIe]
uHQYy3usaTa), TpsAOBa 1a ce MPUIIOKH MepopaieH KopTukoctepous (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 JieHs cien uHdpy3usra Ha DARZALEX. Ako o6a4e 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
KpaTKOJIEHCTBAILN U IBJITOEHCTBAIIN OPOHXOAUIATATOPH U HHXAJIATOPHU KopTHKocTepouan. 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.

IIpogunaxmuka na peaxmusayuama 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 nomynanuonau dapmakokunetndau (PK) aHanm3m He € He0OX0JUMO KOPUTHpaHe Ha
J103aTa TP MALMEHTH ¢ ObOPEYHO yBpeKaAaHe (BXK. TOUKa 5.2).

Yeproopobno yspedcoane

He ca npoBexaanu opuuyainy npoyyBaHus Ha JapaTymyMal NpH NaUeHTH ¢ YepHOAPOOHO
yBpekaaHe. Be3 ocHoBa Ha nomynaronan OK ananusu, He € He0OX0IMMO KOpPUTHpaHe Ha J103aTa
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 nipu sienia Ha Bb3pact 1o 18 roguHu He ca
YCTaHOBCHU.



JIumncsar maHHu.

Hauwn Ha npunoxxeHue

DARZALEX e 3a unTpaBeHO3HO NpuiIoxeHue. Tol ce mpuara kKaTo HHTpaBeHO3HA HH(Y3HS e
paspexxaane ¢ HarpueB xiopua 9 mg/ml (0,9%) umxekimoneH 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 ChneuuajHu npegynpe:kaeHus ¥ NpeanasHu MEPKH NpH 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 npeausBuka cepro3nu IRRs, BKIIIOUMTETHO aHAQUIAKTHYHN PEAKIIMH (BXK.
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 ja e cTeneH, HaOMIACHUETO TPSIOBA J1a IPOABIKU 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,
0enopo0OeH OTOK ¥ OYHH HEXKENaHU PEaKIMU (BKIIOYUTEITHO XOPOHJANICH U3JIHB, OCTPa MUOTHS U
0CTpa riiaykoMa chbC 3aTBOPeH brbi). 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, TUCKOMDOPT B rbpAnTE, 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 TtpsioBa na ce npexbeHe npu IRRs He3aBrcHMO OT TsIXHATa TEXECT U IPH
HEOOXOIUMOCT TpsIOBa Ja ce MpeanprueMaT MEJUIMHCKH MPYoKu/morbpxanio JiedeHue 3a IRRs. [Ipu
naruerTute ¢ IRRs cremnen 1, 2 wm 3 ckopoctra Ha nH(DY3Ms TpaOBa 1a ObJe HaMaIeHa, Ipu
MOBTOPHOTO 1 3arouBaHe. AKO HACTHIM aHa(WIAKTUYHA PEAKIINs HITH JKUBOTO3aCTpaIlIaBaIia
(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 HamansBaHe Ha pucka oT IRRs ot 3a0aBeH THIl, 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 U3MOI3BaHETO HA
JIEKapCTBEHU NMPOJYKTH, IpUiIarany ciie HH}py3usaTa (HanpuMep HHXaJIATOPHU KOPTUKOCTEPOHIH,
KpaTKo- U JIBJITOACHCTBAI OPOHXOAMIATATOPH), 32 OBJIaJ[IBAHE HA JMXATEITHUTE YCIOXKHEHUS, aKO



ce TIOSBAT. AKO C€ TOSBSIT OYHH CHMIITOMH, TpeKbcHEeTe nHPY3usiTa DARZALEX u notspceTe
He3abaBHa 0()TaJIMOJIOTHYHA OIICHKA ITPeIn Bh300OHOBsIBaHe Ha npuioxkeHnero Ha DARZALEX (Bix.
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 JICYUEHUETO TPsIOBa [1a ce MPOCIIesiBa IbJIHATA KPbBHA KapTHHA CHIIACHO
KpaTKaTa XapakTEpPUCTHUKA HA IIPOAYKTA, IIPEICTABEHA OT IIPOU3BOAUTEILS, 3a JIEKAPCTBATa OT
ocHoBHaTa Tepanusl. [lanuenTuTe ¢ HEyTpOIIEHHS TPsIOBA Aa Ce MPOCIIEAABAT 3a MPU3HALM Ha
nHpekust. Moxe aa e Heooxoaumo 3abaBsHe Ha npmioxkeaneTo Ha DARZALEX, 3a na ce mane
BB3MOKHOCT 32 Bb3CTaHOBSIBAHE HAa KpbBHATa KapTuHa. He ce mpenopbuBa HaMalleHUe Ha 103aTa Ha
DARZALEX. Jla ce umat npeaBU MOABPKAIY TPKH € TPaHCHY3UX HITH PacTeXHU (aKToOpH.

Bimsaune npu vHAMpEKTEH 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 HHIUpeKkTeH TecT Ha Coombs Moxe Ja mepcuctupa 10 6 Mecena cief ocieaHara
uHQy3us naparymymad. TpsOBa aa ce nma npenasun, ue qaparymymad ce cBbp3a ¢ RBCs u Moxe na
MacKHpa OTKPUBAHETO Ha aHTHUTENA CPEIly C1adu aHTUI'€HHU B cepyMa Ha nanueHTa. OnpenesnsHeTo Ha
kpbBHata rpyna (ABO) u Rh Ha nanuenra He ce MOBJHsBAT.

[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
(deHoTunMpaHe B CbOTBETCTBHE C MECTHATA MTPAKTUKA. [ eHOTUIIPAHETO HA YEPBEHUTE KPBBHU KIICTKH
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 MHAUPEKTHNA aHTHITIOO0YJIMHOBH TecTOBe (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 Opu onpeacITHETO HA IIbJIHUA OTTOBOP

Hapatymyma6 e yoeniko [gG kara MOHOKJIOHAITHO aHTUTSIIO, KOETO MOXKE J1a Ce OTKpHE KaKTO C
enekTpodopesa Ha cepymuute nportennu (SPE), Taka u ¢ umynodukcanus (IFE), u3non3sanu 3a
MOHHTOpHpaHEe Ha eHJoreHHns M-mipotenH (BxK. Touka 4.5). ToBa BIusHUE MOXKeE Ja OKaxe eeKT Mmpu
OMPEACIIAHETO HA ITBJIHKUA OTTOBOP U ITpOrpecusaTa Ha 336OJI$IBaHeTO IIpU HAKOU MallUCHTHU C IgG Karia
MUCJIOMECH IIPOTCHUH.

PeaktuBupane Ha Bupyca Ha xernatur B (HBV)

[Ipu nauuentu, nexkyBanu ¢ DARZALEX, ce cho011aBa peakTHBUpaHe Ha BUpyca Ha XenaTut B, B
HSIKOM CJTy4aH C JieTajieH u3xo. Ha Bcuuku nanuenTy TpsiOBa 1a ce HarpaBu CKPUHHUHIOBO
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 IpoAbIKeHHE Ha
Hal-MaJIKo IecT Mecera cies Kpast Ha nederanero ¢ DARZALEX. JlekyBaiiTe manueHTuTe B
CHOTBETCTBHUE C HACTOSIINTE KIMHHYHHA PHKOBOACTBA. [Ipy KIMHUYHY MMOKa3aHUs, OOMHUCIIETe
KOHCYJITAIlHA ChC CHEUATIUCT B JIEUEHUETO Ha XEATHUT.

[Ipu nauuentu 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 00Ch/IH C JIeKapH ¢ OUT B JiedueHrneTo 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 TOPOOHA aHAMHE3a 10 OTHOIICHHUE 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 eTMMUHEpaHe. Kato TakuBa, BapualunTe B JICKapCTBO-METa0OIU3NPAIINTE EH3UMHU, HE CE 0YaKBa
Jla TIOBJVSIAT eTMMHHAPAHETO Ha AapaTyMymal. [lopaayn Bucokus ahuHUTET KbM YHUKAJICH SMTUTOI
Bepxy CD38, napatymyma0 He ce ouakBa Ja MPOMEHH JIeKapCTBO-META0OIN3UPAIINTE SH3UMHU.

Knuanunnte hapMakOKMHETHYHH OLICHKU Ha AapaTyMymal B KOMOWHANUS C JCHATUAOMHUI,
HNOMAIMAOMUI, TATUAOMHI, O0PTE30MHO U AEKCaMETa30H HE MOKa3BaT KIMHUYHO 3HAYNMO
B3aUMOJICHCTBUE OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO " MEXAY JapaTyMyMal U Te3W HUCKOMOJICKYIIHU
JIEKAPCTBEHHU ITPOYKTH.

Bumsaaune npu naaupexted anturiooynnHoB tecT (Muanupekred 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).
MetoauTte 3a HamMalIsiBaHe Ha BIUSHUETO HA JapaTyMymal BKIIIOYBAT TPETUPAHE HA EPUTPOLIUTHUTE 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 Tpetupane ¢ DTT, ciiex u3kintouBaHe Wi HASHTU(HUIMPAHE HA aJIOAHTUTENA,
korato ce usnon3sat RBCs, tperupanu ¢ DTT, Tpa6Ba na 6baat gocraBenu Kell-otpunarennu
eIMHMIM. 32 pa3iiKa OT TOBA, BUHATH MOXKE JIa C€ MMa NpeBU/I (CHOTUNHPAHE MITH TeHOTHITUPAHEe
(Bxk. Touka 4.4).

Bausuue npu eneKTpod)opee.a Ha CCPYMHUTE MMPOTCHHHU U I/IMVHOd)I/IKCElLII/IH

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 noBexae A0 danmuBo monoxutenHu pesynratu ot SPE u [FE npu namuentn
¢ IgG xana MHeIOMeH NPOTENH, MOBIMSBAIN HaYaIHaTa OLEHKA Ha ITBJIHUS OTTOBOP CIOPEN
KputepunTe Ha MexayHapoaHata pabotHa rpyna no muenom (International Myeloma Working
Group, IMWG). Ilpu naueHTuTe ¢ MepcucTHpaI] MHOTO J00OBDP YacTHYEH OTTOBOP, IPU KOUTO UMa
CbMHEHHE 32 BJIMSTHUE Ha JapaTyMyma0, TpsiOBa 1a ce 0OMHCIM U3Moa3BaHeTo Ha Banuaupat IFE
aHanm3, crieruduveH 3a JapaTyMmyMao, 3a Jia ce pa3rpaHuiu Japarymymad OT OCTaHAINTE €HIOTCHHN
M npoTenHH B cepyMa Ha MalMeHTa 32 YJIECHSBaHE Ha ONPEIENITHETO Ha ITBJIEH 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 gapaTyMmyma0 mpu OpeMEHHU KCHU JIMTICBAT WU 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 IETEPOIEH
MOTEHIIAAN, KOUTO HE U3MOI3BAT KOHTPAIICTIIIHSL.

Kwpmene
He e u3BecTHO manu naparymymad ce eKCKpeThpa B KbpMmarTa.
He Moxe nma ce M3KIIIOUH PUCK 32 HOBOPOACHUTE/KbpMadeTaTa. TpsOBa 1a ce B3eMe pelIeHre Jajid 1a

ce MpeyCTaHOBU KbPMEHETO WIIM J1a ce TIPeyCTaHOBH/HE ce mpuinoxku Tepanusita ¢ 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
bepTunnTEeTa IPU MBKE WK JKCHHU (BXK. Touka 5.3).

4.7 EdexTtn BbpXy cnoco0HOCTTA 32 modupaHe 1 padoTa ¢ MAIINHH

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 TIpeABU IpH o upane U padoTa ¢ MalInHU.

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, JUapus, 3aneK, MUPEeKCUs, TUCITHES, KallUTUIIA, HEYTPOTICHHS, TPOMOOIIMTOIICHH S, AHEMHUS,
nepudepeH efeM, acTeHus, nepudepHa CeH30pHa HEBPOMATHS U UH(EKIIHS HA TOPHUTE JUXATCITHU
nbTHIa. CEpUO3HUTE HEXKEIAHH PEAKIMH Ca CETICUC, ITHEBMOHHMS, OPOHXUT, HHPEKIINSA Ha TOPHUTE
JIUXATEITHH TbTUINA, 0e0POOEH OTOK, FPHUII, MTUPEKCHS, ISXUPATALNS, TUAPHUS 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 ¢
MyITUILIEH MuenoM, cper kouto 1 910 nanmenTtu ca nomyuaBamun DARZALEX B xomOuHaIus ¢
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 € 4iciaeHo no-HuchK B pamoto Ha D-VTd B
cpasrenue ¢ pamoto ¢ VTd (Meauana: D-VTd: 6,3 x 10°/kg; VTd 8,9 x 10%/kg) u npu nanuenTHUTe,
3aBBPIIMIN MOOMIN3AIMATA, TTOBEUE MalMeHTH B rpynara ¢ D-VTd mony4yasar miepukcadop B
cpaBHeHue ¢ manueHTre B pamoto Ha VTd (D-VTd: 21,7%; VTd: 7,9%). UectoTara Ha mpuemMane 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, HEXKCIIAHUTE JICKAPCTBEHU PCAKINU Ca IMPEACTAaBEHHU B HU3XOAAML PE 110 OTHOINCHUE 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 | Crenmen
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*
HHpEKIHsT®
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 | XunoraMarjaoOyiuHeMus” 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 HEBpOIIATHUS
['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 yectn 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, Bb3HUKHAJIM B | nHDYy3uATa"
pe3yJTaT Ha MHTEPBEHIUHU

*  bes crenen 4
a

6

Iloka3Ba rpynupaHe Ha TEpPMUHA

ITocTMapKeTHHTOBa HEXENNaHa PEAKIIHs

®  Peakumsl, cBbp3aHa ¢ MH(Y3HUATA, BKIIOYBA TEPMHUHH, OTIPEIETEHH OT U3CIEI0BATENNTE KATO CBBP3aHH C HH(Y3HITa,

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/I36DaHI/I HCXCIaHU pCaKIInn

Peaxyuu, cevpsanu ¢ ungysuama (IRRs)

B xnuHWYHUTE Ipoy4BaHus (MOHOTEparus 1 KoMOnHupanu nedeHust; N = 2066) yectorara Ha IRR ot
BCUYKHU cTerneHu € 37% npu nepsata (16 mg/kg, cenmuna 1) uadysus sza DARZALEX, 2% npu
uH(Y3UATa HA ceAMULA 2 ¥ KyMynaTUBHO 6% npu nocnensamute nHdy3uu. [lo-manko ot 1% ot
nanueHTute uMaT IRRs ot crenen 3/4 npu uHdy3uara Ha ceaMHIA 2 WK MOCIeIBAIUTe HHPY3HU.

Menmnanara Ha BpeMeETO JI0 TOsiBa Ha peakius e 1,5 gaca (quanazon: 0 no 72,8 gaca). Uecrorara Ha
MoauduKanuy Ha nHQY3usITa Topagu peakuuu e 36%. MenuanaTta Ha IPOABIDKUTEIHOCT Ha
uHpy3unte Ha 16 mg/kg 3a 1-ta cenmunia, 2-1a CeAMHMIIA U TTOCIIEABAIIUTE UH(PY3UU € ChOTBETHO
okomo 7, 4 u 3 gaca.

Texxkute IRRs BkitouBaT OpoHXOCHAa3bM, IUCIHES, OTOK HA JJApUHKCA, 0e10Ap00CH OTOK, OYHU
HEXKEJNaHU peakiny (BKIIOUUTETHO XOPOUIaleH U3JIHB, OCTPa MHOIHS M OCTpa TIIayKoMa ChC
3aTBOPEH BI'bJI), XMIOKCHs U xurepTonus. Jpyrure IRRs BKIFOYBAT Ha3aIHA KOHTECTHS, KAIILIUIIA,
BTpHCaHe, Ipa3HeHE Ha I'bPIIOTO, 3aMBIJIEHO 3pEHUE, TOBPBINAHE U TajgeHe (BK. Touka 4.4).

Korato mpunoxenuero 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 MH(Y3Hs/00eMbT Ha
pa3pexaaHe ciie]l OJHOBSIBAHETO Ca ChIIUTE KaTO U3MOI3BAHUTE MIPH MOCIIeAHaTa MH(Y3Hs Ha
DARZALEX npenu npexbcBaneTo nopaau ASCT. IRRs, Bp3HHKBaIM clie]l IOJIHOBSBAHETO HA
DARZALEX crmen ASCT, chOTBETCTBAT IO OTHOIIICHHE Ha CHMIITOMHUTE M TeXKecTTa (cTereH 3/4:
<1%) Ha peaknuuTe, CHOOIIEHN B IPEIUIIHUTE MPOYUBAHUS HA CEMUIIA 2 WU MTOCIIEIBAIINTE
UHQY3UH.

B mpoyusane MMY 1001 nipu narpieHTrTe, MoJIy4aBaiy KOMOMHUPAHO JIEYeHHE C 1apaTyMyMal
(n=97), mppBara go3a 16 mg/kg naparymymab Ha ceamuna 1 e pasgesiena B asa quu, T.e. 8 mg/kg
cpoTBeTHO Ha JieH 1 u Ha jeH 2. YectoraTta 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 nHpy3uu. MearanaTa Ha BpeMETO JI0 Hadyalio Ha peaknusta ¢ 1,8 yaca (quanason: 0,1
1o 5,4 gaca). Yectorarta Ha IpekbcBaHe Ha HH(Y3uATa 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

IIpn manmenTuTe, moxy4aBamy KomOnHNpana tepanus ¢ DARZALEX, ce cpo0maBaT HHPEKIHH
creneH 3 win 4, KakTo CleaBa:

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

IIpoyuBanus Ha HOBOAMArHoctunmpanu mamentu: 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 mannenture. MHpEKIMNTE ¢ IeTaneH u3Xo ce AbJDKAT MPeIuMHO Ha
MTHEBMOHHS U CETICHIC.

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

IpoyuBanus Ha peruauBupanty/pedpakrepun namuent: DVd: 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 CricnaJIHy IMOITyJIaltin

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 6C3OHaCHOCTTa IIpyu noArpymnara rnmaiveHTH C
(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, kourto nonyyasaT DARZALEX B npenopwsuntennara go3a, 38% ca Ha Bb3pacT
ot 65 1o 75 rogunu, a 15% ca Ha Bp3pacT 75 win noseye roguHu. He ca HaGmonaBanu oomm
pa3ivKu B epeKTHBHOCTTA Bh3 OCHOBA Ha Bh3pacTTa. UecToTara Ha CEPHO3HHUTE HEXKETAHU PEAKIINU €
IMO-BUCOKaA NIPH MO-BB3PACTHUTE, OTKOJIKOTO IMPU IMO-MJIAIUTC MAITUCHTH. Cpe;[ MaIMEHTHUTE C
penuauMBupai 1 pehpakTepeH MyJITUIUICH MuesioMm (n=1 213), Hali-4eCTUTE CePHO3HU HEKEITaHU
peaxium, MOsBSBAIIH CE T0-UYeCTO NMPH MAI[MEHTH B CTapuecKa Bh3pacT (> 65 ronuHu) ca THEBMOHUS U
cencuc. CpeJl TallMEHTUTE C HOBOJMATHOCTUIIUPAH MYJITHIUICH MHEJIOM, KOUTO HE ca TIOAXO/ISIIHN 32
aBTOJIOXKHA TPAHCIIAaHTAITN Ha CTBOJIOBH KiIeTKH (n=710), Haii-uecTaTa cepro3Ha HEXKelaHa
peaxiusi, KOATO ce Cpellla Mo-4ecTo MPH MAIUEeHTH B CTapuecKka Bh3pacT (= 75 roauHn), € THEBMOHUSI.

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

JIumcea onuT 1o OTHOIIEHHE Ha NPENO3UPAHE B KIIMHUYHY ITPOYyYBaHUsA. B KIMHUYHO poy4yBaHe ca
NpUJIaraHd HHTPaBeHO3HO 1031 10 24 mg/Kg.
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Jleuenne
He e u3BecTeH cnienuduyueH aHTUAOT IpHU TpeAo3upaHe ¢ AaparyMmymad. B ciyuait Ha npeno3upane,

ManmuCHTDHT Tpi[6Ba Ja ce Ha6J'IIOI[aBa 3a IprU3HaAlX WIK CUMIITOMU Ha HCXKCIIAHU PECAKIIUU U Tpﬂ6Ba Ja
CC 3aIll04YHC B€aHara nmoaxo iAo CHMIITOMaTH4YHO JICUCHHUC.

5. ®APMAKOJIOTUYHHA CBOMCTBA
51 d@apmakoaMHAMMYHU CBOIiCTBa

dapmakoTepaneBTHIHA IPyNa: AHTHHEOIIACTHYHN CPEICTBA, MOHOKIIOHAIHN AaHTUTENA i KOHIOTaTH
aHTuTsUI0-1ekapcTBo, CD38 (knberepu Ha audepenuuanust 38) naxuouropu, ATC koa: LO1IFCO1.

MexaHn3bM Ha IEWCTBUE

Haparymyma6 e IgG 1« 4oBeIKO MOHOKJIOHAIHO aHTUTI0 (MAD), koeto ce cBbp3Ba ¢ CD38
NPOTENHA, EKCIPECUPaH BbB BUCOKA CTENEH Ha IIOBBPXHOCTTA HA MUEJIOMHUTE TYMOPHH KIIETKH,
KAaKTO M IPYT'd BUAOBE KJIETKU U ThKAHU Ha pa3iudHu HuBa. CD38 npoTenH uMa MHOXKECTBO
(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 mpoyuBaHus, qaparyMyMad MOXKe Ja yIpakHsBa
MHOECTBEHH €(eKTOPHU (PYHKIMH, BOJCIIH O IMYHHO-MEIMMpPaHa TyMOpHa KIeThYHa CMBPT. Te3n
NpOYYBaHHUS MTOKA3BAT, Y€ TapaTyMyMad MOXKe J1a HHIyLpa TYMOPEH pasiaj 9pe3 KOMIUIEMEHT-
3aBUCHMa IIUTOTOKCHYHOCT, aHTUTSIIO-3aBUCHMA KIETHYHO-MEIUHPaHa IUTOTOKCUIHOCT U aHTHUTSIIO-
3aBHCHMa KJIeThYHA (DaroluTo3a Mpy 3JI0KauecTBEeHU 3a00saBanus ¢ ekcnpecus Ha CD38. Enna
cyOnomnyianus Ha MueaouaHu cynpecopHu etk (CD38+MDSCs), perynaropuu T-kieTku
(CD38+Tregs) 1 B-kimetku (CD38+Byegs) HaMalsiBa OT 1apaTyMyMad-MequupaH KJIeThUCH JIN3HC.
N3BecTHO € cbino, ye T kiretkute (CD3+, CD4+ u CD8+) excripecupar CD38 B 3aBUCHMOCT OT eTara
Ha pa3BUTHE U CTENECHTA Ha akTuBHpaHe. [Ipu neuenne ¢ naparymymad ca HaOIr0laBaHU 3HAYUTEITHH
yBenmueHus Ha abcomotHus O6poii T-xietkn CD4+ u CD8+ u nponienTa Ha TuMQoOIUTHTE B
nepudepHara KpbB U B KocTHUS MO3bK. OcBeH ToBa JIHK cexkBennpane Ha T-KiIeThUYeH penentop
MOTBBPK/IaBa, Ye KJIOHATHOCTTA Ha T-KIIETKHUTE ce yBenn4aBa MpH JIeYeHHUE ¢ 1apaTyMyMao,
NOKa3BaiK{ MMYyHOMOIYJIMpPAIIN e(heKTH, KOUTO MOTaT Ja JOIPUHECAT 38 KIMHHYEH OTTOBOP.

Haparymymal uHAyLIupa arnonTosa ing vitro cnes FC-menuupano KpbCTOCaHO CBbp3BaHe. B
JOTTBJIHEHNE, napatrymyMad Mmoaynupa CD38 eH3uMHaTa akTHBHOCT, KATO MHXUOMpPA LUKIa3HaTa
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 ecmecmesenu youtiyu (NK) u T-xnemxu

3nae ce, ue NK knerkute excrpecupar Bucoku HuBa Ha CD38 u ca yyBcTBUTENHN Ha AapaTyMmyMao-
MeauupaH KieTb4eH ausuc. [Ipu neyenue ¢ naparymymad ce HaOJ0AaBa MOHIKEHHE Ha aOCOMIOTHHUS
6poii u npouent Ha obmute NK kiiertku (CD16 + CD56 +) u aktusupanute (CD16 + CD569™) NK
KJIETKH B TieprdepHaTa KpbB U KOCTHHUSI MO3bK. BbIpekn ToBa uzxoauute HuBa Ha NK KieTkuTe 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.
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Kinnuyna edukacHOCT ¥ 0€30IaCHOCT

Hosoouacnocmuyupan myrmunien mueiom

Kombunupano neuenue ¢ neHanudomuo u 0eKcamemason npu nayueHmu, KOumo He ca RoOX00suu 3a
ABMONONCHA MPAHCIIAHMAYUS HA CINBOJI08U KIEeMKU

IIpoyuBane MMY 3008, oTkpuTO, paHAOMHU3UPAHO, AKTHBHO-KOHTPOJIMPaHO Mpoy4uBaHe ¢asza I,
cpasusiBa neueHrue ¢ DARZALEX 16 mg/kg B koMOMHAIMS ¢ JICHATUIOMUJI U HUCKA 71032
nekcameta3oH (DRd) ¢ meuenue ¢ nenanmmoMua u HECKa 103a aekcamera3oH (Rd) mpu mamuenTu ¢
HOBOJMArHOCTUILIMPAH MYITHILIEH MueoM. JleHanmnaomuy (25 mg npuiarad mepopasHo BeTHBK
JTHEBHO Ha JHU 1-21 oT noBTrapsimy ce 28-1HeBHU [4-CeIMUYHHM | ITUKIIN) CE MPHJIara ¢ HUCKa J03a
NepOpaJIcH UM MHTPABEHO3EeH JekcaMeTa3oH 40 mg/ceamunia (wim HamaneHa no3a ot 20 mg/ceqmuna
[pH MAIKUEHTH > 75 ToMHK WK UHICKC Ha TenecHara mMaca [body mass index, BMI] < 18,5). B quute
Ha nHoy3us Ha DARZALEX nozata Ha lekcameTa3oH ce Mpujlara KaTo JeKapcTBEH MPOAYKT,
npuiaras npeau napysusata. Kopekiuu Ha j1o3ata 3a JEHAIMIOMU U JCKCAMETa30H CE€ U3BBPIIBAT
CBITIACHO KpaTKaTa XapakTepUCTHKA Ha MPOAYKTa, MPEIOCTaBeHa OT Mpou3BoaAnTes. JleueHnero
MPOABIDKaBa B BETE PaMEHa J0 Mporpecus Ha 3a00IsIBAHETO WIIH HETIPHEMIINBA TOKCHIHOCT.

Parnommsupanu ca obmo 737 namuenta — 368 B pamoro Ha DRd u 369 B pamoto Ha Rd. U3xomgnuTe
neMorpadcKy TaHHU U XapaKTePUCTHKUTE Ha 3a00JSIBAHETO Ca CXOTHH MEXKIY JIBETE TePANCBTUIHH
pameHna. MennaHaTa 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
(YHKIIMOHATHO CHCTOSIHUE TI0 CKanara Ha M3To4Hara KoonepaTnBHa OHKOOrnYHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umar ckop nmo ECOG 1, a 17% umat ckop no ECOG
>2. JIBajecer u celieM MpoIeHTa UMaT 3a0oisaBaHe ctaauii | mo MexayHapoaHara craaupaiia
cucrema (ISS), 43% umar ISS cragmii I u 29% umar ISS cranuii II1. E¢uxacHocTTa € onienena upes
npexuBseMoctTta 6e3 mporpecus (PFS) Bp3 ocHOBa Ha kpuTepunte Ha MexayHaponHaTa paboTHa
rpyna o muesoM (International Myeloma Working Group, IMWG) u o6mara npexxussemoct (OS).

IIpu menunana Ha npocneasBaHe 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), xoeto npencrasinsiBa 44% HamaneHue Ha pUCKa OT IPOTPECHst Ha
3a00JIsIBAHETO WJIM CMBPT NIPH NALIMEHTHTE, JekyBaHu ¢ DRd. Pesynrature ot akryanusupanus
ananu3 Ha PFS cnen menuana Ha npocnenssane 64 mecera mpoIbJKaBar Jia oKa3Bat MmoJo0peHune Ha
PFS npu nanenture B pamoro Ha DRA B cpaBHenue ¢ pamoto Ha Rd. Menunanara 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 MMY3008

Mponopuus npexvesemocT 6e3 nporpecus

1.0

0.8 5

0.6 -

0.4 5

0.2 1

0

No. B puck

D-Rd Rd
(N = 368) (N =369)

Menwata Ha npexuvssemocT De3 nporpecwa - mecet §1.9 34.4

KoedumeHT Ha pucka 3a D-Rd crpamo Rd (95% CI) 0.55 (0.45, 0.67)
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Meceum

[Tpu menuana Ha npocnensBane 56 meceria DRd nmokas3sa npeauMcTBO 1o oTHOIIeHHe Ha OS B
cpaBuenue ¢ pamoto Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pe3ynratute OT
akTyanusupanus anaiamus Ha OS ciie MequaHa Ha pocneasBane 89 Mecera NpoJbDKaBaT Ja MOKa3BatT
nogo6penre Ha OS npu maruenTure B pamoTo Ha DRA B cpaBHenue ¢ pamoro Ha Rd. Mennanara Ha
OS e 90,3 mecena B pamoto Ha DRd u 64,1 mecena B pamoto Ha Rd (HR=0,67; 95% ClI: 0,55, 0,82).
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®urypa 2: Kpueu na Kaplan-Meier 3a OS B npoyuBane MMY3008
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Meceuy

No. B puck

Rd 369 343 324 308 294 270 251 232 213 194 182 164 149 138 120

L
90 96 102 108

5 11 2 0
0

D-Rd 368 346 338 328 305 297 280 266 249 246 233 217 206 195 168 90 21 O

JomsnauTteHA pe3yaTaty 3a egukacHocT oT npoyyBane MM Y3008 ca npencraBenu B Tabnwuma 7 1mo-

J0ITy.
Ta6auna 7:  JlombJHUTEIHH Pe3yJTaTH 32 epukacHocT oT npoyuBane MMY3008?
DRd (n=368) Rd (n=369)
061 otroBop (SCR+CR+VGPR+PR) [n(%)]* 342 (92,9%) 300 (81,3%)
p-cToitHOCT® <0,0001
Heocnopum nibien otrorop (SCR) 112 (30,4%) 46 (12,5%)
[Tenen otrosop (CR) 63 (17,1%) 46 (12,5%)
MHoro 100bp yactuyen otrosop (VGPR) 117 (31,8%) 104 (28,2%)
Yactuuen otrosop (PR) 50 (13,6%) 104 (28,2%)
CR wiu no-m106sp (sCR + CR) 175 (47,6%) 92 (24,9%)
p-cToiHOCT® <0,0001
VGPR unmu no-106wp (sCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-croiHOCT® <0,0001
Yecrora Ha oTpuriareinio MRD*® n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28,9%)

(4,9%, 10,5%)

CpoTHOIIIEHHe Ha maHcoBete ¢ 95% CI°

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

p-cToiiHoCT!

<0,0001
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DRd=naparymyma0-neHanuaoMuI-1eKcaMeTa3oH; Rd= nenanuaomun-nexkcamera3od; MRD=MHHUMAaIHO OCTaThYHO

3abonsaBane; Cl=noBepureneH nHTepBal
a

b
c
d

B3 ocHoBa Ha intent-to-treat momysamus
p-ctoiiHocT oT xu-kBagpar tect Ha Cochran Mantel-Haenszel
B3 ocHOBa Ha mpar 107,

M3znomsBano e m3uncienne no Mantel-Haenszel Ha 001110T0O CHOTHOIIIEHHE HA ITAHCOBETE 32 HECTPATHHIPAHT
tabmuiy. ChOTHOLIIEHHE Ha IIaHcoBeTe > | mokassa npeaumcTso 3a DRd.
p-croitHOCT OT TouHMs TecT Ha Fisher.

IIpu pecnionaepuTe MeauaHaTa Ha BpeMeTo 10 otroBop ¢ 1,05 mecena (quamazon: 0,2-12,1 mecena) B
rpymara Ha DRd u 1,05 mecena (auanason: 0,3-15,3 mecena) B rpynata Ha Rd. Menuanara na
MPOABIDKUTEITHOCT Ha OTIOBOPA He € JocTurHata B rpynara Ha DRd u e 34,7 mecena (95% CI: 30,8,
HE MOXe JIa ce OIeHH) B rpynara Ha Rd.

Kombunupano neuenue c bopmesomud, meaganar u npeonuszon (VMP) npu nayuenmu, koumo He ca
ROOX0O0AUWU 34 ABMOJIONCHA MPAHCIIIAHMAYUS HA CIBONI08U KIeMKU

[IpoyuBane MM Y3007, oTKpUTO, paHAOMHU3HNPAHO, AKTHBHO-KOHTPOJIMPaHO mpoyuBaHe ¢asa I,
cpaBHsiBa nedeHnero ¢ DARZALEX 16 mg/kg B komOuHamus ¢ 60pTe3oMud, Meidanad U npeTHU30H
(D-VMP) ¢ neuennero ¢ VMP nipu nmaieHT ¢ HOBOJMAarHOCTHIIUPAH MYJITHIUICH MUEIIOM.
BopTe30MH6 € puIaran 4pe3 NOJKOKHA MHKEKIHUA B 103a 1,3 mMg/m? TenecHa MOBBLPXHOCT Ba IETH
CEeIMUYHO Ha ceaAMUIH 1, 2, 4 u 5 3a mbpBUSI 6-CeAMHUYUEH UKD (LUK 1; 8 7103H), OCIEeIBaHO OT
BEJHBK CCIMUYHO TIPUIIOKEHUE Ha ceaMuI 1, 2, 4 u 5 3a olie oceM 6-CeIMUYHY IUKITH (IUKIH 2-9;
4 no3u Ha UKBI). Mendanan B 103a 9 mg/m? u npexauszon 60 Mg/m? ce npuarat epopaiHo B

nmau 1 10 4 ot aeset 6-ceamuuHy nukiu (nukiau 1-9). Jleaennero ¢ DARZALEX nmponsimkasa 1o
nporpecus Ha 3a00JIIBAHETO WIIH 10 HEMTPUEMITUBA TOKCUYHOCT.

Parnommsupanu ca oomo 706 maruentu: 350 B pamoto Ha D-VMP 1 356 B pamoro nHa VMP.
W3zxonnute nemorpad)ckv JaHHH U XapaKTEePUCTHKU Ha 3a00JIIBaHETO ca TIOAOOHHU B IBETE TPYITH Ha
nedeHue. MenuanaTa Ha Bb3pactta € 71 (nuamnazon: 40-93) rogunu, kato 30% OT marueHTuTe ca

> 75-rogumna Bb3pacT. [loBeuero ca ot Osnata paca (85%), sxenu (54%), 25% umat QyHKIHMOHATICH
ckop o ECOG 0, 50% umat ckop o ECOG 1, a 25% umar ckop o ECOG 2. Ilartuenture umar
1gG/IgA/nexoBeprxen muenoMm B 64%/22%/10% ot ciyuaute, 19% umart 3abonssane ISS craauii |,
42% wnmart ISS cragmit 11, 38% umat ISS cranmii 111, a 84% mMaT UTOreHETUYHHN HU3CIIEABAHUS ChC
cranfapteH puck. E¢ukacaoctra e ouenena upe3 PFS Bb3 ocHoBa Ha kputepunte Ha IMWG u Ha
obmara npexussemoct (OS).

IIpu Meauana Ha npocnenasane ot 16,5 Mecena mbpBUYHKAT aHan3 HAa PFS B npoyusane MM Y3007
nokasea nojoopenue B pamoto Ha D-VMP B cpaBHenue ¢ pamoto Ha VMP; mennanara na 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). Pesynrature ot aktyanusupas aHanu3 Ha PFS cien menuana Ha npocnenssane ot

40 mecera mpoIbJDKABAT JIa MOKa3BaT nmogoopenue Ha PFS npu manmenture B pamorto Ha D-VMP B
cpaBHenue ¢ pamoto Ha VMP. Meananata na PFS e 36,4 mecena B pamoro vHa D-VMP u 19,3 mecena
B pamoto Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p < 0,0001), xoeTto mpencranisiBa 58% HamalieHne
Ha pHCKa OT Iporpecusi Ha 3a00JIBaHETO WIIM CMBPT NPH NMAllMEHTHTE, JeKyBaHu ¢ D-VMP.
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®urypa 3: Kpueu na Kaplan-Meier 3a PFS B npoyusane MMY3007
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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 npegumMctBo 1o otTHoueHue 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 MPU MAI[UEHTHUTE, JIeKyBaHU B pamoTo Ha D-VMP. Cren menuana Ha
npociensBane 87 mecena, meauanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP u
53,6 mecemna (95% CI: 46.3, 60.9) B pamoTto 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 Tabnwuma § 1o-

JIOITY.

Ta6auna 8:  JlombJHUTEIHH Pe3yJTaTH 32 epuKacHocT oT npoyuBane MMY30072

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

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

p-croiHOoCT® <0,0001

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

[Tenen otroBop (CR) [n(%)] 86 (24,6) 62 (17,4)

Mpuoro 1066p uactrder otrosop (VGPR) [n(%)] 100 (28,6) 90 (25,3)

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

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

p-croitHOCT" <0,0001

D-VMP=naparymyma6-60pre3oMud-mMendanan-npenan3on; VMP=06oprezomubd-mendanan-npenqan3on; MRD=muHUMATHO

OCTaTBb4YHO 3a6OII$IBaHe; CIZHOBepI/ITeHeH HUHTEpBAJI
a

6

Bb3 ocHoBa Ha intent-to-treat MOy IalHs
p-croiiHoCT oT Xu-KBaapaT TecT Ha Cochran Mantel-Haenszel

® B3 ocHoBa Ha mipar 107

r

CpoTHOIIEHHE Ha MIaHCOBeTe > | moka3Ba npeauMcTBo 3a D-VMP.
p-croitHOCT OT TouHMs TecT Ha Fisher.
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IIpu pecionnepute MeauanaTa Ha Bpemeto 10 otroBop € 0,79 mecena (auamazon: 0,4 mo 15,5 mecerna)
B rpymara ¢ D-VMP u 0,82 mecena (muamnason: 0,7 go 12,6 mecena) B rpynara ¢ VMP. Mennanara Ha
MPOABIDKUTEIHOCT Ha OTTOBOPa HE € JocTurHara B rpynarta ¢ D-VMP u e 21,3 mecena (nuana3oH:
18,4, He Moxke J1a ce olieHn) B rpynata ¢ VMP.

W3BBpIIIeH € aHamu3 1o MOATPYH IPH MAIMeHTHTE Ha Bh3pacT Hail-Manko 70 TOAMHM WK TIPH
MalMeHTHTE Ha BB3pacT 65-69 roannu ¢ pynkuuonanen ckop no ECOG 2 unu nox 65-roaumina
BB3pACT ChC 3HAUMTENHHU ChIIBTCTBAITH 3a00saBanns Win ¢yHKIHoHaneH ckop o ECOG 2 (D-VMP:
n=273, VMP: n=270). Pe3ynrarute 3a epuKacHOCT B Ta3u MOATPYIa CHOTBETCTBAT Ha 00maTa
nonynanus. B Tasu noarpyna Mmenuanata Ha PFS He e nocturnara B rpynata ¢ D-VMP u e

17,9 mecena B rpynata ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p < 0,0001). O0miara 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 rpynara ¢ D-VMP u 7% B rpynata ¢ VMP). Pe3ynrarute 3a 6€301acHOCT B Ta3u
MOATpyTHa ChOTBETCTBAT Ha o01Iara nomynaus. OCBeH TOBa, aHATU3UTE 32 0€30TaCHOCT B
noarpynara naruentu ¢ pynkiuonane ckop mo ECOG 2 (D-VMP: n=89, VMP: n=84) csmio
CHOTBETCTBAT Ha 00IIaTa MOy JIaIHS.

Kombunupano neuenue c bopmezomubd, maruoomuo u oexcamemasor (VI1d) npu nayuenmu,
ROOX00SUWU 3a ABMOJIONCHA mMpaHcnianmayus Ha cmeonosu kiemxu (ASCT)

[MpoyuBane MM Y3006 e oTKpuTO, paHIOMU3UPAHO, AKTUBHO-KOHTPOJIHUPAHO MpoyuBaHe ¢asa Il B
nBe yactu. Yact | cpaBHsABa HHIAYKIIMOHHO U KOHComuauparo Jeueane ¢ DARZALEX 16 mg/kg B
KOMOMHaIs ¢ 6opTe30Mu0, TaauaoMu u nekcameTason (D-VTd) ¢ neyenue ¢ 6oprezomuo,
tanuaoMun 1 aekcameTa3ol (VTd) nmpu naumeHTy ¢ HOBOAWATHOCTUIIMPAH MYJITUIUICH MUEIIOM,
nonxoysmm 3a ASCT. @azara Ha KoHconmuauparo JedeHue 3anousa MmuauMyMm 30 qam ciaen ASCT,
KOTaTO MAaLMEHTHT €€ € Bb3CTAHOBWII JOCTATHYHO M IPUEMAHETO Ha MpHCcaaKaTa € IbiaHo. B yacr 2,
YYaCTHUIIMTE, KOUTO ca ¢ MoHe yacThueH otroBop (PR) mo nen 100 ciieq TpaHCIiaHTalus ca
MOBTOPHO paHJIOMH3HMPAaHU B ChOTHOIICHHUE 1:1, HAa MOAABPIKAIIO JIeUeHHE C JaparymyMal Ml caMo
HabmonaBanu. [lo-nomy ca ommcanu camo pesynTaru ot dacT 1.

Bopre3oMu6 ce npuiara 4pe3 MoIKOKHA MJIM MHTPABEHO3HA MHKEKIUS B 103a 1,3 mg/m? tenecna
MOBBPXHOCT J[BA ITBTH CEIMUYHO B MPOJIBIDKEHNE Ha 1Be ceamuny (Hu 1, 4, 8 u 11) ot moBrapsmute
ce 28-mHeBHU (4-ceAMUYHH) TUKIIM Ha MHIYKIIMOHHO JieueHue (MUK 1-4) i 1Ba KOHCOIUANPAIIH
nukbaa (mukn 5 u 6) cnen ASCT cnen ks 4. Tanugomun ce npumara rnepopaiao B go3a 100 mg
JTHEBHO TI0 BpEME Ha MIECTTe MUKBIIa ¢ bopTe3oMud. JlekcamerazoH (IepopajieH Wil HHTPABEHO3EH )
ce mpwtara B 1o3a 40 mgB aam 1, 2, 8,9, 15, 16, 22 u 23 ot ki 1 12 u B 1032 40 mg B qau 1-2
20 mg B mocrneABalIuTe JHU Ha npuioxenue (aau 8, 9, 15, 16) ot uukiu 3-4. [lekcamerazon 20 mg ce
npuiara B quu 1, 2, 8,9, 15, 16 ot uukinu 5 u 6. B naute Ha undy3us Ha DARZALEX no3ata Ha
JIEKCaMETa30H Ce Mpuiiara HHTPaBeHO3HO KaTo JIEKapCTBEH MPOAYKT, pUiIarad npead nHPy3usITa.
Kopexkiiu Ha 103uTe Ha OOPTE30MHUO, TAIUIOMU/I U JCKCAMETa30H CE MPABST ChIJIACHO KpaTKara
XapaKTEePUCTHKA Ha MPOAYKTA, MPEACTaBeHA OT IIPOU3BOTUTEIS.

Pannommsupanu ca oomio 1 085 maruentn: 543 B pamoto Ha D-VTd u 542 B pamoto Ha VTd.
Uzxoaaute nemorpadcku JaHHHM U XapaKTEPUCTHKH Ha 3a00JIsIBAHETO ca TIOJJOOHN MEXJTy JIBETE
rpynu Ha jedenue. Menuanata Ha Bb3pactTa e 58 (auanas3oH: 22 10 65) ronunu. Benuku nanueHTi
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. [Toseuero ca mbxe (59%), 48% umar
¢dyukironaner ckop no ECOG 0, 42% umar ¢ynkiuonanex ckop no ECOG 1 u 10% umar
¢ynkunonaies ckop no ECOG 2. UetupuzeceT nponeHTa uMat 3adoisiBane B ctaauii [ mo
MexnyHapoaHaTa cuctema 3a craaupase (International Staging System, ISS), 45% umat craamii 11 o
ISS u 15% umar craanii 111 mo ISS.

EdukacHocTTa € o1ieHsIBaHa 110 YeCTOTa Ha HeocniopuM IrbyieH otroBop (sCR) B nen 100 cnen
Tparcmantanusara u PFS.
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Ta6auna 9:  Pesyarartu 3a edpuxacHoct ot npoyuBane MMY30062
D-VTd (n=543) | VTd (n=542) P-croiinoct®

Onenka Ha otroBopa B neH 100 cirexn

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

Bb3 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 Ha IIAHCOBETE 3a CTPATU(QHUIUPAHH TaOIUIIH.

[IspBuunmAT ananu3 Ha PFS npu npocnenssane ¢ meauana 18,8 Mecena, upes 1ieH3ypUpane Ha
MAIMEHTHTE, KOUTO Ca PaHIOMHU3UPAHU 32 MOUTHPXKAIIO JICUCHUE C IapaTyMymal MpH BTOpara
panmomu3anus, nmokazsa HR=0,50; 95% CI: 0,34, 0,75; p = 0,0005 kbM garara Ha BTopaTa
pangoMu3zanus. Pesynrature ot akryanusupa ananu3 Ha PFS ¢ Meanana Ha npocneisBane

44,5 meceria, upe3 IIEH3ypUpaHe Ha MAIHEHTHTE, KOUTO Ca PAHJIOMHU3UPAHHU 32 MOIIBPIKAIIO0 JICUCHHE
¢ 1apaTyMyma0 mpu BTopara pangoMuzanus, nokassat HR=0,43; 95% CI: 0,33; 0,55; p<0.0001.
Menauanara Ha PFS ne e nocturnara B pamoro 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:

Kimandnata edukacHocT u 6e3omacHocT Ha MoHOoTepamnusita ¢ DARZALEX nipu neueHue Ha
BBH3PACTHU NALMEHTH C PEUUANBUPAIT U pepaKTEPEH MYJITUIICH MUEJIOM, YUSTO MPEIUIIHA TEPaITHsI
BKITIOYBA IIPOTEA30MEH HHXUOUTOP ¥ UMYHOMOJTYJIATOPHO CPEACTBO U KOUTO Ca MOKAa3aJIH MPOTrpecust
Ha 3a00JIsIBaHETO MPH MOCJIeHATa Tepamus, ca JAEMOHCTPUPAHH B JIB€ OTKPUTH MPOYUBAHHUA.

B npoyuBane MM Y2002, 106 nmanuieHTH ¢ pequIuBrpal U peppakTepeH MyJITHIUIEH MUEIOM
nony4asatr 16 mg/kg DARZALEX 1o nporpecust Ha 3a0omnsiBaneTo. MeanaHara Ha Bb3pacTTa Ha
nanuenTute € 63,5 roquan (auamazoH ot 31 mo 84 rogunn), 11% oT manueHTHTE Ca > 75 TOAWHH,
49% ca mBke U 79% ca ot eBponeniHa paca. [lanmenTuTe NoayyaBaT CpeHO S5 MpeALeCTBAILN
yuHuH Tepanusa. OceMaeceT MPOIEHTa OT MAIMeHTHTE Cca MOJI0KEHH Ha TPEAX0IHA aBTOJIO0XKHA
TpaHcanTanus Ha crBoyioBu KineTku (ASCT). IlpeniiecTBamure Tepanyuy BKIIOYBAT 60PTE30MUO
(99%), neramunomun (99%), nomanunomun (63%) u kapdumzomud (50%). Ha uzxomano auBo 97% ot
NalMeHTHTE ca pepakTEepHU Ha IOCIIeTHATA JIMHUS Ha JieueHue, 95% ca peppakTepH KakTo Ha
npoteazomen uaxuoutop (PI), Taka u Ha uMyHOMOAYIHpario cpeactso (IMiD), 77% ca pedpakrepHu
Ha aJKUIUpAIIn cpencTsa, 63% ca pedpakrepHu Ha noManuaoMu u 48% ot mauueHTuTe ca
pedpakTepHu Ha KapPHI30MHO.

Pe3y.HTaTI/ITC 3a C(bI/IKaCHOCT OT IPEABAPUTCIIHO IIJIAHUPAHUA MCXKINHCH aHAJIM3, Bb3 OCHOBA Ha

oueHka Ha KomuTer 3a HezaBucum nperiien (Independent Review Committee, IRC) ca npeacraBenu B
tabsuia 10 mo-gomy.
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Tadauna 10; Ouenenn ot IRC pesyararTu 3a epukacHoct ot npoyuBane MMY2002

Kpaiina Touka 3a epuxacHoct DARZALEX 16 mg/kg
N=106
O6ma crenen Ha orrosop’ (ORR: SCR+CR+VGPR+PR) [n (%)] | 31 (29,2)
95% CI (%) (20,8, 38,9)
Heocnopum meiieH otroBop (sCR) [n (%)] 3(2,8)
[Teaen orroBop (CR) [n] 0
Mruoro 1006p yactuyer otrosop (VGPR) [n (%)] 10 (9,4)
UYacruuen otrosop (PR) [n (%)] 18 (17,0
Crenen Ha kuanyaa nomsa (ORR+MR) [n(%)] 36 (34,0
CpeHa IpOABIDKUTEIIHOCT Ha OTroBopa [Meceru (95% CI)] 7,4 (5,5, NE)
CpenHo BpeMe JIo OTroBOp [Mecelu (uana3oH)] 1(0,9;5,6)

IIppBuvHa KpaiiHa Touka 3a epukacHocT (KpuTepuu Ha International Myeloma Working Group).
Cl=noBepurenen untepsai; NE=He e onjeHuMo; MR=MuHuManeH oTroBop.

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

[1pu akTyanm3anus Ha JaHHUTE 33 TPESKUBSIEMOCT IPH CPEIHA MPOIBIDKUTEIHOCT Ha MPOCIIEAsIBaHe
14,7 mecena, OS e 17,5 mecena (95% CI: 13,7, He e orieHIMAa).

ITpu nmpoyuBane GEN501, 42 nanueHTn ¢ peruauBupa u pedpakTepeH MyJITUIUICH MUCIIOM
nomydaBaT 16 mg/kg DARZALEX no mporpecus Ha 3a0onsBaHeTo. Meananara Ha Bb3pacTTa Ha
nanueHTute € 64 roguau (quamna3oH ot 44 1o 76 ronunun), 64% ca mbxe u 76% ca oT eBponeuHa
paca. [larmenTure B mpoy4yBaHETO MOIy4YaBatT CpeaHo 4 mpeamecTBany Jnauy Tepanus. Cepemuecer
Y 9eTUPH MIPOIEHTA OT MmanuenTute nonydasar npeaxogaa ASCT. IpeqmecTBamure Tepanin
BkurtouBat 6oprezomud (100%), nenamunomun (95%), momamunomun (36%) u kappmmomud (19%).
Ha u3xonno HUBO 76% OT nmanMeHTuTe ca pepakTepHu Ha MOCIEAHATA JIMHUS Ha JeueHue, 64% ca
pedpaxrepHu kakto Ha PI, Taka u Ha IMiD, 60% ca pedpakTepHu Ha alKUIUpaIIy cpeacTsa, 36% ca
pedpakTepHH Ha momaauaoMun 1 17% ca pedpaxrepan Ha KappuiazoMuo.

ITpeaBapuTETHO TAHUPAHUIT MEKIMHEH aHAIN3 TIOKA3Ba, Ye JICUeHHeTo ¢ maparymymad 16 mg/kg
Bou 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 otroBop e 1 mecer (quanazon ot 0,5
10 3,2). Cpeanara IpoIb/DKUTEIIHOCT Ha OTroBop He e nocturnara (95% CI: 5,6 mecena, He €
OIICHNMA).

I[Mpu akTyanu3anys Ha JaHHUTE 32 TPESKUBSIEMOCT P CPEIHA MTPOIB/LKUTEIHOCT Ha MPOCIIEsIBaHe
15,2 mecena, cpeanara OS He e nmocturHata (95% CI: 19,9 mecena, He e olieHuMa), cbe 74% Bee orile
JKMBU TTAI[MEHTH.

Kombunupano neuenue ¢ ienanudomuo

[Mpoyusane MMY 3003, oTkpuTO, paHAOMHU3HUPAHO, KIMHUYHO u3nuTBaHe ¢a3a Il ¢ akTupHa
KOHTpoJ1a, cpaBHsBa iedenne ¢ DARZALEX 16 mg/kg B koMOuHaNuMs ¢ IeHATUAOMU U HUCKA J103a
nexcameta3oH (DRd) ¢ nedeHue ¢ neHamuaoMua 1 HUCKa f103a ekcameTa3oH (Rd) npu naruenTu ¢
peruauBUpaI U pePpaKkTepeH MYJITHILICH MUEIIOM, KOUTO Ca TOTy9IHITd Haii-MaJIko eaHa
npezamecTpaiia Tepanus. Jlenanuaomua (25 mg BeIHBXK THEBHO MepopaiHo B AHu 1-21 ot
MOBTAPSIINTE Ce 28-THEBHHU [4-CEIMUYHY | ITUKIIH) € JITaBaH C HUCKA 7032 JeKCaMeTa30H

40 mg/cenmunia (Miin HamanieHa Jj03a ot 20 mg/cenMuia npy mamenty >75 roauan win BMI <18,5).
B nuute Ha nady3us Ha DARZALEX, 20 mg ot 103aTa Ha JleKcaMeTa30H ce Tpuiiara KaTo
JIEKapCTBEH MPOAYKT, IIPUJIaraH Mpeay HHQPY3UsITa, a OCTaHajIaTa 4acT ce JlaBa B JICHS Clie]
uHby3usaTa. JIeueHHETO NMPOIbIDKABa B IBETE paMeHa JI0 MIPOrpecHs Ha 3a00JIIBaHETO HIIH
HEMPUEMIIBA TOKCHYHOCT.

Panpomusupanu ca o0mo 569 nanuenty; 286 B pamoto Ha DRd u 283 B pamoTo Ha Rd. U3xonnute
JneMorpadcku JaHHHU U XapaKTEPUCTHKHUTE Ha 3a00JIIBAHETO ca MOJI00HU MEX]Ty paMOTO Ha
DARZALEX u KOHTpOJTHOTO paMo. MeaunaHaTa Ha Bb3pacTTa Ha MAlMEHTHTE € 65 roauHHU (Juana3oH
34 no 89 rogunm), kato 11% ca >75 rogunu. [loBedeto narentu (86%) ca moy4aBanu Mpean ToBa
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PI, 55% ot nmanuenTuTe ca nmonyvapanu npeau Toea IMiD, BkmountenHo 18% ot 6oaHHTE, KOUTO ca
TTOJTy9JaBaJIy MPEIH TOBA JCHATHIOMU, a 44% OT MalMEHTHUTE ca MOJTy9IaBaJIH Ipeau ToBa U P, u
IMiD. Ha u3xonno HuBO 27% OT NalMEeHTUTE ca pepakTepHU KbM MOCIICHATA JIMHUS Ha JICYCHUE.
Ocemuazecet nporenta (18%) ot manuentute ca pedpaxrepru camo kbM PL, a 21% ca pedpakrepan
KbM OopTe3omub. PedpakrepHuTe KbM JICHATMIOMU/I IAIIMEHTH Ca W3KIIOYBAHU OT MPOYYBAHETO.

IIpu Meaunana Ha npocnenaBane ot 13,5 Mecena nbpBUYHMAT aHau3 Ha PFS Bnpoyusane MM Y3003
mokasBa nomodpenue B pamoto Ha DRd B cpaBHeHHe ¢ pamoTto Ha Rd; Memnanarta Ha PFS He 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). Pesynrarure ot akTyanusupan ananu3 Ha PFS cnen Mmeauana Ha npocneasiBane oT

55 Mecelna npoabDKaBat qa nokassat nogpoodpenue Ha PFS npu naumenture B pamorto va DRd B
cpaBHeHue ¢ pamoto Ha Rd. Meauanara ua PFS e 45,0 mecena B pamoro Ha DRd u 17,5 mecemna B
pamoTo Ha Rd (HR=0,44; 95% CI: 0,35, 0,54; p<0,0001), koeTo npeacraBisiBa 56% HaMaleHHe Ha
pHCKa OT MpOrpecusi Ha 3a00JIIBAHETO HJIM CMBPT P MalMeHTH, TeKyBanu ¢ DRd (Bx. ®urypa 6).

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

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 5 _-‘.'"h%. Rd

Mponopuwa npexueaemocT Ges nporpecun

0

| 1 | | 1 | LI 1 1 I 1 | 1 1 1 I 1 1 1 1
0 3 6 9121518212427 303336 3042454851 54576063
Mecelm

N B puck
Rd 283 249206181 160 144127 112102 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 nmoka3sa npeaumctBo no otHomeHue Ha OS B
cpasuenue ¢ pamoto Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Menuanara Ha OS ¢ 67,6
Mmecena B pamoTto Ha DRd u 51,8 mecena B pamoto Ha Rd.
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®@urypa 7: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3003

1.0 ..
5 0.8 +
=
u
=
=
%
v 064
B
g
g
s 04-
(=%
=
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 L L L L

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 11

H0-71011y.
Tadauua 11:  JlombJHUTETHM Pe3YJITAaTH 32 eUKACHOCT OoT npoyuBane MMY3003
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)
[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)

[mMeceru (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=nenampomun-nexcamerazod; MRD=MHHUMAaIHO OCTATHYHO

3360H§IBaHe; CI:IIOBepI/ITeJIeH HUHTEPBAL; 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

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

[IpoyuBane MM Y3004, oTkpuTo, paHAOMH3UPAHO, KIMHUYHO MpoyuBane ¢asa Il c akruBHa
KOHTpoJIa, cpaBHsBa jieuenne ¢ DARZALEX 16 mg/kg B komOuHanus ¢ 00pTe30Mub U JIeKCaMeTa30H
(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 HEDKEKIMSA B 1032 1,3 Mg/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) MUKITK Ha JIeYeHHE 3a 00110 8 1uKbIa. JlekcaMeTa3oH € MpuiiaraH nepopaiHo B 103a
20mgBnau l, 2, 4,5, 8,9, 11 u 12 ot Bceku ot 8-Te 1uKbia ¢ 6oprezomud (80 mg/ceqmuria B 1Be OT
TPH CEIMUIIH Ha UK ¢ O0pTe30Mu0) Wil HaMaseHa 103a oT 20 mg/cenMuIia mpy MmanueHTH

> 75 rogunu, BMI < 18,5, 60J1HHM € 0110 KOHTPOJIMPaH 3aXxapeH AuadeT Wi MpeJuiHa
HEMIOHOCWMOCT KbM cTepouaHa Tepanus. B qaure Ha nH(Dy3ns Ha DARZALEX, no3a ot 20 mg
JIEKCaMeTa30H € TIpuiIaraHa KaTo JIeKapcTBEeH MPOAYKT, IpHIarad npeny nHysusra. Jledennero ¢
DARZALEX nponbiikaBa 10 porpecus Ha 3a00JIIBaHETO HITH HEMPUEMITBA TOKCUYHOCT.

Panmomusupanu ca o6mio 498 narmenTy; 251 B pamoto Ha DVd 1 247 B pamoto Ha Vd. U3xomHuTe
Jnemorpadcku JaHHHM U XapaKTEpPUCTHKUTE Ha 3a00JI1BaHETO ca MOJ00HN MEXIY PaMOTO C
DARZALEX u KOHTpOTHOTO paMo. MeauaHaTa Ha Bb3pacTTa Ha MalueHTHTe € 64 roauHu (rpaHuiu
30 mo 88 ronuum), kato 12% ca > 75 rogunn. lllectnecer u neBet nporeHTa (69%) OT manueHTuTe ca
norrydaBaiu rpenu ToBa Pl (66% ca momydaBanu 6opre3omu0), a 76% OT MaMEHTUTE ca TOoTy4YaBalnd
IMiD (42% ca nonmy4aBanu neHanuaomMun). Ha nzxoano HuBo 32% OT manpeHTuTe ca peypakTepHr
KBbM IIOCJIeIHaTa JIMHUS Ha JedeHue. Tpunecer u Tpu npouenta (33%) ot nmanueHTute ca
pedpaxrepuu camo kpM IMiD, a 28% ca pedpakTepHH KbM JeHaIuIOMuUA. Pedpakrepaure kbM
00opTe30MH0 MaMEeHTH ca U3KIIIOYBAHU OT MPOYYBAHETO.

IIpu menuana Ha npocneasBaHe ot 7,4 Mecela IbpBUUHUAT aHainu3 Ha PFS B npoyusane 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-
croiiHoCcT < 0.0001). Pesynrarute ot akTyanu3upan ananu3 Ha PFS crnex Meamana 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-croitnocT <0,0001), xoeto mpezcranissa 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 npoyuBane MM Y3004

D-vd Vd
(N = 251) (N = 247)
10 MeawaHa Ha NpexmeAeMocT Dez nporpeckd - meceu 16,7 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 Meauana Ha mpociensBane ot 73 mecena, DVd nmokas3Ba npenuMcTBo 110 oTHOMIeHne Ha OS B
cpasrenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Mennanara Ha OS e 49,6
Mecena B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.
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®urypa 9: Kpueu na Kaplan-Meier 3a OS B npoyuBane MMY3004
1.0

0.8+

0.6 1

[Tponopiua MpexnBAeMOCT

0.4 -
s [)-\/ ]
0-vd Vid
0.2 N =251) N =247) Vd
’ {}['ill:é MCIOHAHA HA IIF{:!H HBACMOLT - MOCCIH 495 385
Koedwpment na prck za D-Vd vs. Vd (95% C) - 0.74 (0.59-0.92)
P=10.0075
II:IIIIIIIIIIIIIIIIIIIIIIIIIIII
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81
Meceun
N B puck
Vd 247 HO 206 192 184 172 150151 14413312911 113110104 97 93 84 78 73 68 67 63 54 34 13 2 0
D-vd 251 231 225 211 207 201 189182 172 150 154 150 144 136 132 125120 113109107 103100 96 68 54 24 9 0

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 ¢ 0TrOBOP, MOAXO/SII 32 OIlEHKA 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 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)
YactuueH 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

3360H§IBaHe; CI:IIOBepI/ITeJIeH HUHTEPBAL; NE=ne moxe Ja CC OLICHHU.
a

6

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

BB3 ocHOBa Ha intent-t0-treat momynamys U npar ot 10°
B

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

CuprieyHa 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 GEN501) ¢ penunusupan wim peppakrepeH MyaTHILICH
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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 momyJianus

EBpormeiickaTa areHuus 1o JiekapcTBaTta 0cBOOO0XKAaBa OT 3aIbJKCHUETO 3a MPEJOCTaBsSIHE Ha
pesynrature ot npoyuBanusiTa ¢ DARZALEX BBB BCHUKH MOATPYTH HA TIeIHATPUIHATA TOITYIAIUSI
MIpH MYJITUIUIEH MHUeJIoM (BK. Touka 4.2 3a mH(OpMAaIis OTHOCHO yroTpeda B TIeIHaTpUsITA).

5.2 @apmakoKMHeTHYHH CBOWCTBA

dapmakokuHetrkata (OK) Ha mapatymymab ciie]] HHTPaBEHO3HO MPUIOKEHHE Ha MOHOTEPAITHS C
JapaTymyma0 e OlleHEeHa MPH MAlMEHTH C PEUAUBUPAT U pedpakTEepeH MyITUILICH MUEIIOM MIPU
nos3u ot 0,1 mg/kg mo 24 mg/kg.

B xoxopture ot 1 1o 24 mg/kg nukoBuTe cepyMHHU KOHIEHTpaun (Cmax) CIIE TbpBaTa 103a ce
yBeIU4aBaT PUOIM3UTETHO POIIOPIIMOHATIHO Ha 103aTa M 00EMBT Ha pas3NpeiesieHHE € B
CHOTBETCTBHE C IbPBOHAYATIHOTO pasIpeesiCHue B IIa3MeHusl komnapTuMeHT. Cien nmocinenHara
cenMuiHa HHQPY3HS, Crax CE TIOBUILIABA TTOBEUE OT MPOMOPLHUOHAIHO Ha J103aTa, 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 OCHOBaHME /1a ce Mpenosioxku, ye CD38 Moske 1a ce HacUTH MPU T0-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 J03U, KOETO MOXKE /1a Ob/ie CBBP3aHO ¢ HaMaJIsIBaHE Ha TYMOPHHUS TOBap.

TepMUHANTHUAT TOIYKHUBOT CE YBEINYaBa ¢ yBeJIMYaBaHe Ha J103aTa U IPU MHOTOKPATHO MpUJIaraHe.
Cpennusr (crangapTHO oTKIOHEeHKE [SD]) H3unciIeH TepMUHAICH TIOTYXKUBOT Ha JapaTyMmyMab cien
mbpBaTa g03a 16 mg/kg e 9 (4,3) nuu. M3uucneHuaT TepMHUHAIICH MOTYKUBOT Ha IapaTyMyMal cief
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 € npuoiam3utesHo 18 (9) AHu; ToBa € TEPMUHAIHUAT MOTYKUBOT, KOWUTO MOXKE
Jla ce OYaKBa IpH ITBJIHO HACHIIIAaHE Ha TapreT-MeIuUpaHus KIMPHHC 1 MHOTOKpPATHO TpWiIaraHe Ha
JIapatymymao.

B kpast Ha ceIMUYHOTO MpUIaraHe Py NPEMopbUUTENIHA CXeMa Ha MOHOTepanus 1 103a ot 16 mg/kg,
cpeanara croiHocT (SD) Ha cepymHaTa Chmax € 915 (410,3) mukporpama/ml, npubmusurenno 2,9 mbTu
H0-BHCOKa, OTKOJIKOTO clie]] rbpBaTa nH}y3us. Cpeanara (SD) cepyMHa KOHIIEHTPAIUS PEIH
npuiaraie (Hai-HUCKa) B Kpas Ha ceqMU4HOTO Tpriarane e 573 (331,5) mukporpama/ml.

[IpoBenenwu ca yetupu nomynanuonan ©K ananmsa 3a onucBane Ha ®K xapakTepucTuku Ha
JaparymyMa0 U 3a OIleHKa Ha BB3/ICHCTBHETO Ha KOBAPHATHUTE BHPXY Pa3NpeIelIeHHEeTO Ha
JaparymyMa0 MpH MalueHTy ¢ MyJITHILICH MUeoM; aHaiau3 1 (n=223) e npu naI{eHTH, MoJry4aBaiii
monotepanusi c DARZALEX, nokaro ananu3 2 (n=694), ananus 3 (n=352) u anaims 4 (n=355) ca
MPOBEJICHH TPY MAIUEHTH C MYJITHILICH MUCIIOM, ITOJTy4aBalld KOMOMHUPAHU TEPAITHU C
naparymyma0. Ananus 2 BeimouBa 694 naiuertn (n=326 ¢ JeHAIUIOMUI-ICKcaMeTa3oH; =246 ¢
O6opTe3oMub-nexcameTa3zon; =99 ¢ momanuaoMua-aekcamerasoH; 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 nonynanroner OK ananus Ha MOHOTepanus ¢ qaparymymad (aHamms 1), naparymymad
JIOCTHUTA CTAIIHOHAPHO CHCTOSIHUE TPUOIM3UTEIHO 5 Mecella clie]l Ha4alloTO Ha BCEKU 4-CeIMUUCH
nepuoa Ha npunarade (21-ta uadysus) u cpeaaoro (SD) croTHOMIEHNE HA Cmax B CTAIIMOHAPHO
cberostHue cpaMo Cmax ciie 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 OK anannsa (aHanus 2, aHanus 3 1 aHanms 4) ca IpoBeICHH TIPH
MAIUCHTH C MYJITHILICH MUEJIOM, KOUTO Ca TIoTyYaBaliv 1apaTyMyMad B KOMOMHUPAHU TEPAITHU.
[Ipodunure KOHIICHTpaUI-BPEME Ha 1apaTyMyMal ca moIo0HU Clie]] MOHOTEpAaITusl 1 KOMOMHUPAHU
tepanuu. CpeJHHAT U3UUCIICH TEPMUHAJICH TIOTY>KUBOT, CBhP3aH C JTHHEEH KITUPHHC PH
KOMOMHHpaHa Tepamus ¢ Npuoanu3uTento 15-23 nHu.

B3 ocHoBa Ha uetupute nomynanuonnd OK ananusa (ananusu 1-4) e ycTaHOBEHO, Y€ TEIECHOTO
TErJI0 € CTATUCTHYECKH 3HAaUMMa KoBapuaTa 3a KIUpbhHca Ha apaTymyma0. CreoBaTenHo, Jo3upaHe
B3 OCHOBA Ha TEJICCHOTO TEIJIO € MOAXOIAIIA CTPATETUS 32 JJO3UPAHE MPH MAIUCHTH C MYJITHUILICH
MUEJIOM.

dapMaKOKMHETUYHO MOJICIMPAHE Ha JapaTyMyMal € U3BBPIICHO 32 BCHUKU NPEMOPBHUUTEITHUA CXEMHU
Ha mpunarade npu 1 309 nanueHTy ¢ MyIATUIUIEH MuelioM. Pe3ynrtaTtute oT MOAETUpaHeTo
MOTBBPKaaBaT, ye K mpu pa3aeneHoTo u eTHOKPATHOTO MPUIIOKEHNE Ha IThpBATa J03a € CXOHa, C
m3kmrodeHne Ha @K mpodun npe3 mepBUs ACH OT JICUSHUETO.

CrenyanHy nonyJianuu

Bwvspacm u non

B®3 ocHoBa Ha ueTnpu otaensu nonyianroHHu @K ananuza (1-4) npu nanueHTH, mMoJrydaBaii
MOHOTEepaIus ¢ qaparymymad Win pa3inyHi KOMOMHHUpaHH Tepanuu (aHaiwm3u 1-4), Bp3pacTra
(mmanazon 31-93 roaunn) HAMa KIMHUYHO 3HAYMM €QEeKT 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
DK ananmsu.

Bvopeuno yepescoane

He ca mpoBexann opuIUaIHy IPOYYBaHHS Ha AapaTyMyMal IpH MaueHTH ¢ ObOPEYHO yBpexKIaHe.
[TpoBenenu ca yetupu otaenHN nonynanronHy OK aHanmn3a Bb3 0CHOBA Ha MPEABAPUTEITHO
CBIIECTBYBAII JJAHHU 32 ObOpedyHaTa (GyHKIHS TP MAIMEHTH, TpUeMallid MOHOTEPAITHU C
JapaTyMyMal Wi pa3inyHu KOMOMHHUpAHU Tepanuy (aHaian3u 1-4), KOuTo BKIFOYBAT OO0

441 nauyeHtu ¢ HopManHa 0b0peuna QyHKus (kpeaTuHuHOB KiupbHC [CrCl] >90 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 WK TEPMUHAIHA OBOpeUHa
HepoctaTh4HOCT (CrCl < 30 ml/min). He ca HabmogaBany KIMHUYHO 3HAYUMU PA3JINKU B
EKCITO3UIUATA Ha IapaTyMyMa0 MEX1y NalMeHTH ¢ 0bOPEeUHO yBpEXkKIaHe U TE3U C HOPMaJiHA
O0bOpevHa QyHKIHSL.

Yeproopobno yspedxcoane

He ca npoBexpanu opuIMaIHU IPOYUYBaHHS Ha JapatymyMal MpH ManueHTH ¢ YepHOPOOHO
yBpexkIaHe. Majiko BEpOSTHO € MPOMEHH B UepHOAPOOHaTa (YHKLMS J1a UMaT HAKAKbB e€(heKT BbpXY
eJIMMUHHMPAHETO Ha Aapatymymal, Thii kaTo IgG1 mMonekynu kato qapatymymad He ce MeTaboIu3upaT
Yype3 XenaTaJHuTe IbTHIIA.

[Iposenenu ca yetupu otaenHu nomynanuonad OK aHanu3a npu nanueHTH, MprueManii MOHOTEpaITHs
C 1apaTyMyMal WX pa3IMyHu KOMOMHHMPaHU Tepanuu (aHajau3u 1-4), KonTo BKIIOYBAT 00110

1 404 manmenTy ¢ HOpMaHa YepHOIpoOHa QyHKIMs (001 Omnpyoun [TB] u acnaprar
amuHoTpaHcdepasa [AST] < ropuara rpanuiia Ha Hopmarta [ULN]), 189 ¢ neko uepHOApOOHO
yBpexxaane (TB 1,0 no 1,5 metr Hag ULN mim AST > ULN) u 8 nauuentu ¢ ymepeno (TB > 1,5 no
3,0 metr Hag ULN; n=7) wnu texxko (TB > 3,0 metr Ham ULN; n=1) ueproapodHo yBpexaane. He ca
HaOJF0/IaBaHK KJIMHUYHO 3HAYHMU PA3JIMKH B €KCIIO3UIIMATA HA IApaTyMyMad MEXy TallUeHTUTE C
YepPHOIPOOHO YBPEXKAAHE U TE3U C HOpMaJTHA YepHOIPOOHA (hYHKITHS.
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Paca

B®3 ocHOBa Ha ueTupu orAenHu nonyiaunoHHy OK aHann3a npy NanueHTH, IpueMaliy win
MOHOTEpAIus ¢ AapaTyMymal, Wid pa3InyHu KOMOMHHUPAaHHU Tepanuu (aHauu3u 1-4), eKcro3unusTa
Ha JAapatymymal e mojo0Ha MeX Iy y4acTHUIUTE oT Ostata (N=1371) u pasnuynu oT Osiiata paca
(n=242).

5.3 TlpeakJIuHUYHU TaHHH 32 0€30MACHOCT
TOKCHKOIOTHYHY JJAHHU ca TOJIyYEHH OT MPOYYBAHUS C apaTyMyMmald MpH NIMMIIAH3eTa U ChC
cyporatHo aHTH-CD38 anTHTSIO0 NTpH JBITOOMAaNIaTH Makaiy. He ca mpoBexaanu Npoy4YBaHUs 3a

XpOHHNYHA TOKCUYHOCT.

KaHIEpOreHHOCT ¥ MYTar¢HHOCT

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

PenponykTrBHA TOKCUKOJIOTHSI

He ca npoBexxnanu nmpoy4BaHus IPH KUBOTHHU 32 OIICHSBAHE HA MOTCHIIMATHUTE e(EeKTH Ha
JapaTyMmyMa0 BbpXY pEeNpOAYKIHUSATA WIN PA3BUTHETO.

DepTunurer

He ca mpoBexxnanu mpoydBaHUs MPH )KUBOTHH 32 OTPEACIITHE HA MOTCHITHATHUTE €(DEKTH BHPXY
(depTUIMTETa TIPU MBIKE FITH JKEHHU.

6. DAPMAIIEBTUYHU JAHHHAU

6.1 Cnucbk Ha IOMOIIHHUTE 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 MPOJYKTH, C U3KJIIOUCHUE 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 3aMbpCsIBaHe, MPOAYKTHT TPsiOBa Aa ce M3M0I3Ba He3a0aBHO. AKO HE CE M3II0JI3Ba
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 (BKJIIOUMTEIHO BPEMETO 3a MH(Y3HUs) Ha CTaifHa TeMIiepaTrypa
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(15° C-25° C) u Ha craiina cBeT/IMHA. AKO C€ ChXpaHsABa B XJIAJAWIHHK, pa3TBOPHT TPsAOBA 1a ce
OCTaBH J1a TOCTUTHE CTaliHA TeMIepaTypa npeIu MPUIoKeHHUE.

6.4 ChenuaJHM ycJI0BHUS HA ChbXpaHeHHUe

Ia ce cpxpansBa B xmaguiauk (2° C-8° C).
Ja He ce 3ampa3siBa.
Jla ce chxpaHsBa B OpUTHHAJIHATA OMAKOBKA, 3a JIa C€ MPEANa3d OT CBETIIMHA.

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

5 ml KoHIIEHTpaT BBB (IAKOH OT CTHKJIO THII 1, ¢ KayyyKoBa 3alyllalika i aTyMHHUEeBa 00KaTKa ¢
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, chabpxail 400 mg naparymymad. 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 €HOKpaTHa yrnoTpeoa.
[Moaroreere nHGY3UOHHHUS pa3TBOP UPE3 ACENTUYHA TEXHUKA, KAKTO CJIeBa:

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

. [IpoBepere gamu paztBopsT DARZALEX e 6e3mBeTer 10 *baT. [la HE ce H3M0I3Ba IpU
HaJIMYUETO Ha HEeMPO3pauHu YaCTHILIM, IPOMsIHA B LBETA WU IPYTH YY>KAU YaCTHIIH.

o Upe3 acenTrdyHa TEXHUKA OTCTpaHeTe 06eM ot Hatpuer xuopua 9 mg/ml (0,9%) umkeknnonex
pa3TBOp OT MH(Y3NOHHUS CaK/KOHTEHHEpa, KOWTO € paBeH Ha HE0OXO0IUMHS 00eM Pa3TBOP
DARZALEX.

. Uzrernere HeobxoaumoTo koamaecTBo pa3tBop DARZALEX u ro paspenere 10 CbOTBETHHS

o0eM upe3 mobaBsiHe KbM HH(Y3HOHHHUS CaK/KOHTEHHEPa, ChabpiKkalll HaTpueB xiopux 9 mg/mi
(0,9%) umxexironeH pa3TBop (BkK. Touka 4.2). MHdy3noHHUTE cakoBe/KOHTEHHEpH TPsiOBa 1a
O0bnaT m3padorenu ot nommBuHWIXIOpHUI (PVC), momunponunen (PP), monuernnen (PE) wim
nonimojieun (PP+PE). PaspexnaiitTe npy HOAXOASIIN aCENTHUHU YCIOBUsA. M3XBhpIieTe BCIKO
HEHM3IMOJI3BAHO KOJIMYECTBO, OCTAHANO BHB ()JIaKOHA.

o BHumarenHo o0bpHETE caka/KOHTeHHepa, 3a 1a cMecuTe pa3TBopa. [a He ce paskiamia.

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{, IPO3payHy 0 O6enu OeIThYHU YacTUIH, ThI KaTo fapaTyMmyMad e npoteuH. [a 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 paMKHTE Ha 15 yaca (BKIIIOYUTEIHO BPEMETO 3a HH(Y3Hs), 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 cBeTinHa. [la He ce 3ampa3sBa. AKo
ce ChbXpaHsBa B XJAAWIHHK, pa3TBOPHT TPSAOBA Aa ce OCTaBH Jla IOCTUTHE CTaifHa TeMIepaTypa
npeay NPUIoKEHHE.

o [Ipunoxere pa3zpeaeHus pa3TBOP Ype3 UHTPABEHO3HA MH(PY3HUS ¢ MOMOIITAa HAa HHPY3NOHEH
KOMILJIEKT, CHa0JIEH C PEryJIaTop Ha JIOUTa U ChC CTEPUIICH, alTUPOTeHEH, HUCKO IPOTEHH-
cBbp3Bai noauerepcyiadonos (PES) dunrsp, (pasmep na nopute 0,22 unu 0,2 MUKpOMETpa).
Tps6Ba na ce uznonzpat nonuyperad (PU), nomubyranuen (PBD), PVC, PP unu PE xommuiextu
3a TIPUIIOJKEHHE.

33



. He BauBaiite DARZALEX enHOBpEMEHHO ¢ APYTH CPEACTBA Upe3 €HA U Chlla HHTPABEHO3HA
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
CBHOTBETCTBHE 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 TBbPBO PASPEIIABAHE/ITOJJHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

[Hata Ha mppBO pazpemanane: 20 mait 2016 .

Hata Ha nocienHo nonHoBsiBaHe: 6 siHyapu 2022 r.

10. [ATA HA AKTYAJIMBUPAHE HA TEKCTA

10/2024

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

HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 1 800 mg uHXeKIIMOHEH Pa3TBOP

2.

KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceeku ¢utakon ¢ 15 ml nmkeknmonen pa3rBop cbabpika 1 800 mg naparymymab (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 BemEecTBO ¢ U3BECTHO ACUCTBHE:

Bceku nakon ¢ 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

TepaneBan}m NMoKa3aHus

MVJ’ITHHJ’I@H MHEJIOM

DARZALEX e noka3au:

B KOMOHMHAITUSA ¢ JICHATHIOMHU/I U IEKCAMETa30H MK ¢ 6opTe30oMub, Menndanan i IpeIHU30H 3a
JIeYeHHE Ha Bh3PACTHH MAIMEHTH C HOBOIHUAHOCTHIIMPAH MYJITHILJIEH MUEIIOM, KOUTO HE ca
HOXOJISIIN 38 ABTOJIOYKHA TPAHCIIAHTAIIUS HA CTBOJIOBU KIICTKH.

B KOMOUHAITUsI ¢ 60pTE30MHO, JIEHATHIOMHT M JIEKCAMETA30H 3a JICUCHHE HAa Bh3PACTHH
MAIMEHTH ¢ HOBOAMATHOCTHIIMPAH MYJITHIIEH MHUEIOM, KOMTO Ca IMOAXOISIIH 32 aBTONI0KHA
TPAHCIUIAHTAIMS HA CTBOJIOBH KIIETKH.

B KOMOMHAIIUS C OOPTE30MHO, TATHIOMHL M IEKCAMETA30H 3a JICUCHUE Ha Bh3PACTHH MAlUECHTH
C HOBOJIMArHOCTUIIMPAH MYJITUILICH MHUEJIOM, KOUTO Ca MOAXOJISIIH 3a aBTOJIOKHA
TPAHCIUIAHTAIMS HA CTBOJIOBH KIIETKH.

B KOMOHWHAITUS C JICHATUIOMHU/I U JICKCAMETA30H, UITH OOPTE30MHO U JCKCAMETA30H 3a JICUCHHE
Ha BB3PACTHH MAI[MEHTH C MYJITHILIEH MUEJIOM, KOUTO Ca TIOJYYHIIH TIOHE €IHA TPeInIIHa
Tepanus.

B KOMOHMHAITAS ¢ TOMATHAOMHMI M JIEKCAMETA30H 3a JIEYeHNE Ha Bh3PACTHHU ITAIUEHTH C
MYJTHIUICH MHEJIOM, KOUTO Ca MOJIyYHIIN eHA MPEUIIHA JIUHUS Ha JICUCHHE, ChAbpiKalla
MIPOTE€a30MEH HHXUOUTOP M JIEHATHIOMHL M ca OWIIK pepakTepHU Ha ICHATMIOMM, HITH
KOHTO Ca TMOJIyYHIIH TIOHE JBE MPEAUIITHA TeParnH, BKIFOYBAIIM JICHATHAOMHU/] U IPOTEA30MEH
WHXHUOUTOP U ca MOKa3aJIy MPOrpecHs Ha 3a00IABAHETO MO BPEME Ha WITH CJIe]| MOCIieIHATA
Tepanus (BX. Touka 5.1)

KaTo MOHOTEPAIHS 33 JICYCHUE HA Bb3PACTHU MAIMCHTH C PEIUIUBHPA U pedpakTepeH
MYJITHIUIEH MHEJIOM, YHSATO MPEANIECTBAIIA TEPAIHS BKIIIOYBA MPOTEA30MEH HHXHOUTOD 1
UMYHOMOTYJTUPAIIO CPECTBO, KOUTO Ca MOKA3aJli MPOrpecus Ha 3a00ISIBAHETO MPH
MOCJIeIHATa TEPAITHSL.
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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 moIKoXHO MPUJIOKEHNE HE € MpeHa3HaueH 32 HHTPABEHO3HO MIPIIIOKEHUE U TPSOBa
Jla ce Mpujiara camMmo 4pe3 MOJK0KHA WHKEKIHS B yKa3aHUTE JO3H.

DARZALEX TpsioBa Obae mpuiaran oT MEIUIMHCKY CIIEIHAINCT, KaTo MbpBaTa j03a Tps0Ba 1a ce
MIPUIIOKU TIPY HAJTMYME Ha YCJIOBUSA 33 peaHUMalysl.

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 1apaTyMyMal 3a HHTPaBEHO3HO NPHUIIOKEHUE,
DARZALEX MHXEKUMOHEH Pa3TBOP 3a MOJKOXKHO MPUIOKEHUE MOXKE Ja CE€ U3I0J3Ba KaTo
aJITepHAaTHBA Ha MHTPABEHO3HUs JapaTyMyMa0, KaTo ce 3all0uHe ChC ClIe/BallaTa INIaHupaHa 103a.

ITpeau u cnen MHXEKIMATA TPSIOBA 1A c€ MPUIIOXKAT JEKAPCTBEHHU NMPOAYKTH 32 HAMallsIBaHE HA PUCKA
OT peakuuu, cBbp3anu ¢ nHpy3uara (IRR) Ha napatymymab. Bukre nmo-noaiy ,,IIpenopbuntennn
CBITBTCTBAIIIY JIEKAPCTBEHU NPOAYKTU U TOUKa 4.4.

ﬂosnpomca

Mynmunnen muenrom
Cxema na npunazane 6 KOMOUHAYUSL C NeHATUOOMUO U 0eKCaAMEMA30H UL NOMAAUOOMUO U
oekcamemason (4-ceomuyer yuKvl Ha Jeyenue) u 3a MOHOmepanus

[Ipenoprunrennara go3a e 1 800 mg DARZALEX wHXeKIIMOHEH Pa3TBOP 32 MOAKOKHO
NPUIOKEHHUE, IPUIaraHa B NPOAbJDKEHNE HA IPUOIU3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
cJeIHaTa cXxeMma Ha mpuiarane B Tadimmna 1.

Tao6auna 1:  Cxema Ha npuiarade Ha DARZALEX B koMOMHaIMs ¢ JTeHAJIMIOMUA U
nexcamera3on (Rd), nomamuaomun u fekcamerason (Pd) (4-cenMuveH HMKbJ HA
JledeHHe) 1 MOHOTepanus

Ceamunn Cxema

Cenmunu 1 no 8 BEJHBK ceIMUIHO (001110 8 103M)
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 IpujIaraie Ha BCEKH 4 cenMuIIy ce JaBa Ha ceamMuIia 25

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

3a mo3aTa M cxemMaTa Ha IPWIOKEHHE Ha JIEKapCTBEHUTE MPOIyKTH, puiaranu ¢ DARZALEX

MH)KEKI[MOHEH pa3TBOP 3a MOJKOKHO NMPHIOKEHHUE, BIKTE Touka 5.1 u crorBeTHaTa KpaTtka
XapaKTepUCTUKA Ha TPOIYKTA.
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Cxema na npunazane 6 Kombunayus ¢ bopmezomub, meaanarn u npeoru3on (6-ceoMuyer YuKvi Ha

ﬂeqenuez

[Mpenopbunrtennata go3a € 1 800 mg DARZALEX uHXeKIHOHEH pa3TBOP 32 MOAKOXKHO
NPUIOXKEHHUE, IPUIaraHa B IPOABJDKEHNE HA IPUOIU3UTENHO 3-5 MUHYTH B CbOTBETCTBHUE ChC
clleiHaTa cxeMa Ha Ipuiaraie B Tadinma 2.

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

Ceamuun Cxema

Cenmuru 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

IIppBaTa m03a OT cxeMaTa Ha IpUIaraHe Ha BCEKH 3 CEAMUIIM ce JaBa Ha cenqMuua /
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,
IOCJIEIBAHO OT BeAHbsK CCAMHUYHO Ha ceaMuIiu 1, 2, 4 u 5 3a olie oceM 6-CeIMHYHH IIUKBIA. 3a
uHQOpMAaIU 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, marudoMuod U 0eKCamemason (4-ceomuuen yukv
Ha JleyeHue) 3a Jeyerue Ha HO800UASHOCIMUYUDAHU NAYUEHMU, HOOX0O0AWU 34 A8MOJ0MCHA
mpancnaaumauus Ha cmeonoesu kiemxu (ASCT)

[Mpenopbunrtennata no3a e 1 800 mg DARZALEX uHXeKIHOHEH pa3TBOP 32 MOAKOXKHO
NPUJIOKEHHUE, IPHIaraHa B MPOAbIDKCHUE Ha TPUOIN3UTENHO 3-5 MUHYTH B ChOTBETCTBHE ChC
clieIHaTa CXeMa Ha Mpuiarane B Tabiuia 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 Cenvumn 1 10 8 BEJHBXK ceIMUUHO (001110 8 103H)
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 cXeMaTta Ha Ipujiaran€ Ha BCECKHU 2 CeMUIM Ce J1aBa Ha CeIMUIIa 9

TIppBara m03a OT cxemara Ha IpHIaraHe Ha BCEKH 2 CeIMHMIIH Ce 1aBa Ha CEAMHUIA | ciie/ OAHOBsIBAHE 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 neH 1-2 u 20 mg npe3 nocieaBaimMTe IHU 3a npuiarade (aeH 8, 9, 15, 16) ot uukbi 3-
4. Nexcamerazon 20 mg tpsbOBa na ce mpuiara Ha fieH 1, 2, 8,9, 15, 16 ot muxsa S u 6.

3a mo3aTa M cxeMaTa Ha IpuiIaraHe Ha JIeKapCTBEHHUTE MPOoAyKTH, npuiiokenn ¢ DARZALEX
MHXCKIIMOHECH pa3TBOP 3a MOJAKOXKHO IIPHUITOKCHUE, BUXKTE TOUKA 5.1 u cbOoTBETHATA KpaTka
XapaKTepUCTHKA Ha MPOJyKTa.

Cxema Ha npunazane 8 Komounayus ¢ bopmezomud, 1eHAIUOOMUO U 0eKCAMEeMAa30H (4-ceomuyen
UUKDI HA Je4eHue) 3a e4eHue Ha HO800UAHOCIMUUUPAHU NAYUEHMU, NOOX00AWU 34 A8MOJIONCHA
mpancnaaumayus Ha cmeoaoesu kiemku (autologous stem cell transplant, ASCT)

[Ipenopbuntennata no3a ¢ 1 800 mg DARZALEX nHXeKIMOHEH pa3TBOP 3a MOJKOKHO
NPUIOKEHHUE, IpUIaraHa B MPOIbJDKEHNE HA IPUOIM3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
cJIeTHaTa CXeMa Ha Mmpuiarane B Tadymmna 4.
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Tadauna 4: Cxema Ha npuiiaraie Ha DARZALEX B koMOuHanusi ¢ 60pTe30Muo0, JeHAJTUTOMU
u aexcamerasoH ([VRA]; 4-ceaMuyeH HHKDBJ HA JIeUeHHE)

®a3za Ha jeyeHue | CeaMuIu Cxema
Nupyxnus Ceamunu 1 10 8 BEJIHBK ceIMUIHO (001110 8 1103M)
Cenmvunu 9 mo 162 Ha BCEKH JIBe ceaMuiu (00110
4 no3n)
Crmpane 3a BuCOKo1030Ba xuMmuoTepanus u ASCT
Koncomumamus Ceamunu 17 mo 24° Ha BCEKH JIBe ceaMuiu (0010
4 no3m)
TTogaeprxaro Ot ceamuIia 25 HaTaTHK 10 MPOTPECHUS Ha Ha BCEKH YCTUPH CCIMHUIIH
JIeUCHUE 3abonsBaHeTo”

a

6

IIspBaTa 1032 OT cXxeMaTa Ha pUIIaraHe Ha BCEKH 2 CEAMUITH ce aBa Ha cenmuna 9.
Cenmuna 17 cbOTBETCTBA Ha MOBTOPHOTO CTapTUPaHE Ha JIeueHUeTo ciiesl Bb3ctaHoBiaBaHe oT ASCT.

®  DARZALEX Mosxe na ObJie IIpeyCTaHOBEH IIPH MAalUEHTH, IOCTUTHAIM oTpHiaTeno MRD, KoeTo € ycToiuuBo B

IpoabJDKEeHHE Ha 12 Mecena, KOUTO ca OWIn Ha MOATbPIKAILo JeUeHHe B IPOIb/DKCHUE Ha Hali-MaJko 24 Mecena.

JexcameTa3oH TpsiOBa jaa ce npwiara B 1o3a 40 mg Ha U 1-4 u nHu 9-12 oT Bceku 28-THEBEH UK
1o BpeMe Ha (azata Ha HHIYKIHOHHO U KOHCOJIHMIAIUOHHO jiedeHue (mukiu 1-6).

3a mo3aTa M cxeMaTa Ha IpuiaraHe Ha JIeKapCTBEeHUTE MpoAyKTH, npuiaranu ¢ DARZALEX
MH)KEKI[MOHEH pa3TBOP 3a MOJKOKHO MPHIIOKEHUE, BIKTE Touka 5.1 u croTBeTHaTa KpaTtka

XapaKTepUCTUKA HAa IPOIYKTA.

Cxema na npujaacane 6 KOM6MHCZZ4M}Z C 60pme30Mu6 U dekcamemasom (3'C€0MU'—I€H UUKDBJI HA JlelleHue)

[Ipemoprunrennara go3a e 1 800 mg DARZALEX uHXeKIIMOHEH Pa3TBOP 32 MOAKOKHO
NPUIOKEHHUE, TIPUIaraHa B MPOABDKCHUE HA TPUOIU3UTENHO 3-5 MUHYTH B CHOTBETCTBHE ChC
clieIHaTa CXeMa Ha MpuiIarane B Tadiuia 5.

Ta6anmna 5:  Cxema Ha npuiarane Ha DARZALEX B komOuHanus ¢ 6opTe30Mu0 H
aexcamerasoH (Vd) (3-ceaMuyeH IMKBJ HA JIeYeHHE)

Ceamunn Cxema

Cenmunu 1 go 9 BEJIHBK ceIMUYHO (00110 9 103M)
Cenmuru 10 no 242 Ha BCEKH TPHU CeMHUITH (001110 5 1031)
Ot ceamuna 25 HATATBK 0 IPOrPecHs Ha 3a00/SBAHETO® | HA BCEKU YETUPH CEIMHUIIN

a
6

ITepBara 1032 OT cXeMara Ha IIpularaHe Ha BCEKH 3 CeMMIM ce naBa Ha ceamuna 10
IIspBaTa m03a OT cxeMaTa Ha MpUJIaraHe Ha BCEKH 4 CEMHUITH ce JlaBa Ha ceIMUIa 25

JlexcameTa3oH TpsiOBa ja ce npuiiara B 1o3a 20 mg Ha nieH 1, 2,4, 5, 8,9, 11 u 12 ot nbpBuTe
8 1uKbIIa Ha JiedyeHne ¢ 6opTe30Mub WK B HamaseHa no3a 20 mg/cenmunia npu maueHTH
>75 ropunu, ¢ mogaopMeHo terio (MTM <18,5), ¢ 10110 KOHTpoIMpaH 3axapeH quader uim
MPEIX0JHa HEMOHOCHUMOCT KbM CTEPOMJIHA TePaIIHsl.

3a 103aTa U cXxeMaTa Ha IPWIOKEHHNE Ha JIEKAPCTBEHUTE NMPOIYKTH, punaranu ¢ DARZALEX
WH)KEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPIIIOKEHUE, BIDKTE Touka 5.1 u choTBeTHaTa KpaTtka
XapaKTepPUCTHKA Ha TIPOTYyKTa.

AL amunouoosa
Cxema Ha npunazane 8 Komounayus ¢ bopmesomuo, Yukiodochamuo u oexcamemason (cxemu Ha
JeyeHue ¢ 4-ceomuyen yukvi)

[penopbuntennara no3a ¢ 1 800 mg DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOJIKOKHO
NPUIOKEHUE, TIPUIIaraHa B MPOIBIDKCHUE Ha IPUOIM3UTENHO 3-5 MUHYTH B CHOTBETCTBHE ChC
ClIeJIHaTa cXeMa Ha mpwiaratie B Tabmuua 6.
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Ta6auna 6: Cxema nHa npunaraie Ha DARZALEX npu AL aMuiionn03a B KOMOMHALMSA €
0opTe3oMud, mukaopochamua u nekcamerasoH ([VCd]; cxema Ha npujiarase c 4-
ceIMHYEH IAKDBJI)?

Ceamuun Cxema

Cenvunn 1 1o 8 BEIHBXK CeIMHYIHO (00110 8 7103M)
Ceamunu 9 o 24° Ha BCEKH JIBe ceaMuIty (0010 8 mo3n)
Ot ceammuIia 25 HaTaTHK JI0 MPOTPECHs Ha 3a00JIIBAHETO” | HAa BCEKH YETHPH CEIMHUIIH

2 B xmEngHOTO M3nuTBaHe DARZALEX e mpiuiara 1o MporpecHs Ha 3a00I4BaHETO WITH MAKCHMAITHO 24 ITHKEIa

(~2 roaunu) OT IBpBaTa 1032 Ha JICYCHUE B IPOYIBAHETO.
IIppBara mo3a B cxemara Ha IpHiIaraHe npes 2 ceIMHIM ce 1aBa Ha ceaMuna 9
IIbpBara 103a B cxemara Ha IpyiIarane npes 4 CeIMMIM ce 1aBa Ha ceaMuna 25

3a mo3aTa ¥ cxemara Ha IpuiaraHe Ha JIeKapCTBEHUTE MPoayKTH, npuiokenn ¢ DARZALEX
MHKEKIIMOHEH Pa3TBOP 3a MOJKOKHO NPUIIOKEHHE, BIKTE ToUKa 5.1 U ChOTBETHATa KpaTKa
XapaKTepUCTUKA Ha MTPOIYKTA.

Ilponycnama 0oza

Axo murannpana no3a DARZALEX e nporrycHara, no3ata Tps0Ba Ja ce IpriIokKu Bb3MOKHO Haii-
CKOpO U cXeMaTa Ha Ipujiarate TpsOBa Ja ce KOpUrupa CbOTBETHO, IIPH ClIa3BaHe Ha MHTEpBaJa Ha
JIeYeHue.

Moougpurayus na 0ozama

He ce npenopbuBa Hamanenue Ha no3ata DARZALEX. Moxke na e HeoOxonumo 3abaBsHe Ha
MPUIOKEHUETO, 32 J1a ce Aajic Bb3MOXHOCT 32 Bb3CTAHOBSIBAaHE HA OpOsl Ha KPBBHHUTE KIETKH MPH
10sIBA HA XeMATOJOIMYHA TOKCHYHOCT (BK. Touka 4.4). 3a uHbOpMaIms OTHOCHO JICKAPCTBEHHUTE
NPOAYKTH, puiaranu B komOunanusi c DARZALEX, BmwxTe choTBeTHaTa KpaTka XapakTepucTrka Ha
MPOAYKTA.

B ximHUYHATE TpOYyYBaHUS HE CE € HAIOXKMIIO M3MEHEHHE Ha CKOPOCTTa Ha WH)KEKTHPaHE W Ha
nmo3ata Ha DARZALEX wHXeKIIMOHEH pa3TBOP 3a MOJKOKHO MpUJIoKeHNe 3a oBiaasBaHe Ha IRRs.

[IpenopbUYNTENHN CHITETCTBAIIN JIEKAPCTBEHN HPOAYKTH

Jlexapcmeern npodykm, npuiazan npeou UHNICEKMUPaHemo

Enun no tpu yaca npeau Besiko npuiioxkenre Ha DARZALEX HHXEKIIMOHEH Pa3TBOP 3a MOJKOKHO
MIPWIOKEHUE TIPYU BCUYKH MAIMEHTH TPsIOBa J1a Ce MPUIIOKAT JICKAPCTBEHU MPOAYKTH (IIEPOPATTHO WIIH
MHTPaBEHO3HO) 3a HamassBaHe Ha pucka oT IRRs, kakTo cienpa:

° KopTtukocTtepons (1paromeicTBal Wik ChC CPEeIHA TPOIBDKATETHOCT HA ICHCTBHE)
- Momnotepanus:
Metrunnpenauzonon 100 mg wim exkBuBaneHT. Cien BTopara MHXEKIIHS 103aTa Ha
KOPTHUKOCTEPOUIa MOXKeE J]a C€ HaMaJli 10 MeTWINPeIHU3010H 60 Mg.
- KomOunupana Tepanusi:
Hexcametazon 20 mg (WM €KBHBAJIEHT), IPUJIOKEH MPEIN BCAKO HHKEKTUPaHE Ha
DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOAKOXKHO MpuiioxkeHne. Korato nexcamerason
e crieqUYHUAT KOPTUKOCTEPOHUI B OCHOBHATA CXEMa, /103aTa AEKCAMETa30H B PAMKHUTE
Ha JIEYEHUETO 1IE CIYXKH KaTo JIEKApCTBEH MPOAYKT, IpUiIaraH Npeau HHXKEKTUPAHETO B
nauTe Ha npuinoxenne Ha DARZALEX (Bx. Touka 5.1).
B nuute Ha npunoxxenne Ha DARZALEX ne TpsiOBa fa ce npuiaraT JOBIHUTEIHA
cneun(pUIHU KOPTUKOCTEPOUIN OT OCHOBHATA cXeMa (Harp. IPeJHU30H), KOraTo
MAIMEHTHTE Ca MOTYYMIH JeKCaMeTa30H (MIN €KBUBAJICHT) KaTO JIEKAPCTBEH MPOAYKT,
MpUJIaraH Ipear HHKEKTHPAHETO.
o Antunuperunu (mapaneramosn 650 no 1 000 mg)
. AHTHXHMCTAMVH (TIepopaeH I HHTPaBEeHO3eH TudeHxuapaMut 25 1o 50 mg win
C€KBUBAJICHT).
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Jlexapcmeern npodykm, npuiacam ciied UHICeKMupaHemo
JlekapcTBeH NPOAYKT, MPUIIAraH Cjie]l HH)KEKTUPAHeTO TPsOBa Ja ce Ipujara 3a HaMajsiBaHe Ha pHCKa
ot IRRS oT 3a0aBeH THII, KAKTO CJEaBA:

- Monotepanusi:
Ha Bceku ot aBata qHY, ClIeBAIIA BCHYKU HHXXEKITUH (KaTO Cce 3all0YHE B JICHS CIIe
WHXKEKITUATA), TPSAOBA Jla ce MPUIIOKH MepopalieH KopThukocTepousa (20 mg METHUIIPETHU30JI0H
WM €KBUBAJICHTHA 71032 KOPTUKOCTEPOUI ChC CPEIHA MPOIBIDKUTETHOCT Ha JeHCTBHE MIIN
IUBJITOJIEMCTBAI] B ChOTBETCTBUE C MECTHUTE CTAHIAPTH).

- KomOunupana Tepanusi:
Jla ce 0OMUCITH IPHUIIOKESHNETO HAa HICKA 71032 IMepopaieH MeTmnpeaan3oioH (< 20 mg) wim
EKBUBAJICHT B AeHs cliell nkekTupaneto Ha DARZALEX. Ako o6aue OCHOBHHSAT
KOPTHUKOCTEPOU]I, ClICU(pHUCH 3a cXeMara (Hamp. IeKcaMeTa30H, MPEJHU30H), Ce puiara B
neHs cnen naxekTrupaneto Ha DARZALEX, nombiiHUTENEH IEKapCTBeH MPOAYKT, IpUIaral
el MHYKEKTUPAHETO MOJKe J1a He € HeoOXoauM (BK. Touka 5.1).

AKO MalMeHThT He noayur 3HaunTenHu IRR cnen mbpBUTE TpU MHXKEKUUU, TIPUIIOKEHUETO HA
KOPTHUKOCTEPOUIH CJICA WHXXEKLUATA (C U3KII0UCHUE Ha KOPTUKOCTEPOUIUTE OT OCHOBHATA CXeMa Ha
JIEUCHHUE) MOKE J1a CE IIPEYCTAHOBH.

OcBeH TOBa, IMPH MMANMEHTH ¢ aHAMHE3a 32 XpOHNYHA OOCTPYKTHBHA OenonpoOHa OomecT, TpsaOBa ia
ce OOMUCITM IpUJIaraHeTo Ha JICKAPCTBEH MPOIYKT, IPHIIAraH cjie] HHKEKTUPAHETO, BKITOYUTEITHO
KpaTKOACHCTBALIH U IBJITOACHCTBAIM OPOHXOANIATATOPH H MHXAIATOPHU KopTUKOocTepouau. Cren
I'bPBHUTE YETHPH MHKEKIINH, aKO MMAIMeHTHT HiMa TeXkn IRRs, mpuioxeHneTo Ha HHXaIaTOpHH
JIEKapCTBEHU MPOIYKTH CIIE MHKEKTUPAHETO MOJKe J1a O'b/Ie MPEKPAaTEHO IO MPEIeHKa Ha JIeKapsl.

Ipoghunaxmuxa na peaxmugayusma Ha xepnec 30Cmep UPYc
TpsOBa 1a ce OOMHUCITH aHTUBUPYCHA MPOQIITAKTHKA 32 TIPEBEHITNS Ha PEaKTUBAIMATA Ha XepIiec

30CTep BUPYC.

CrenpaiHy onyJialu

Bvopeuno yepescoane

He ca mpoBexann opHUIHaIHy POYYBaHHS Ha AapaTyMyMal IpH MaueHTH ¢ ObOpPEeYHO yBpexKIaHe.
B3 ocHoBa Ha nonynanonHu papmakokuaeTnyHu (PK) anammsu He € HE0OX0AUMO KOPUTHpaHe Ha
J103aTa TPH MAMEHTH ¢ ObOpeUHO yBpekaaHe (BK. ToUka 5.2).

Yeproopobno yspexcoane

He ca npoBexnanu oduiinamHy Mpoy4YBaHUs HA JapaTyMymal MpH NAlUeHTH C YePHOAPOOHO
yBpexkane. He e He0OX0MMO KOpUTHpaHe Ha J1o3aTa MpH MaHeHTH ¢ YePHOIPOOHO yBpeKIaHe (BK.
Touka 5.2).

Cmapuecka 6v3pacm
He e HeoOXxoquMo KopHrHpaHe Ha 03aTa (BXK. TOUKa 5.2).

Ileouampuuna nonyrayus

bezomnacHoctTa 1 eukacHoctta Ha DARZALEX nipu sienia Ha Bb3pact 1o 18 roguHu He ca
YCTaHOBEHHU.

JIuncBar maHHU.

Tenecno meano (>120Kkg)

[Ipoyuenu ca orpanuueH Opoi mauueHTH ¢ TesiecHo Terio >120 kg npu nznon3sane Ha GukcupaHa
no3a (1 800 mg) DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOAKOKHO MPHUIIOKEHUE U ePUKACHOCTTA
MIpH TE3W TAIIMEeHTH HE € ycTaHOBeHa. [loHacTosmeM He Moxe Jja Ob/ie TPEernopbhbYaHo KOPUTHPaHE Ha
Jlo3aTa Bb3 OCHOBA Ha TEJIECHOTO TETJIOo (BXK. TOUkH 4.4 1 5.2).
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HauuH Ha npuiioxxeHue

DARZALEX 3a moK0o»XHO IPUIOKEHHE HE € MTPESIHA3HAYCH 32 HHTPAaBEHO3HO MPUJIOKEHHUE U TPsOBa
Jla ce MpHjiara camo 4pe3 MOJIK0KHA WHKEKIIHS, KaTo Ce M3MO03BaT YKa3aHUTe 103U, BuxkTe Touka 6.6
3a CHELUAIHU MIPEANAa3HU MEPKHU NPEIU IPUIIOKEHHE.

3a ;a ce n30erHe 3amynIBaHe Ha UTJIaTa, MPUKPEIETE XUITOAepMaTHATa HHKCEKIIMOHHA UTJIa WU
Habopa 3a MOAKOKHA WH(Y3HUS KbM CIIPHHIIOBKATA HETIOCPEJCTBEHO MPEAN WHKEKTHPAHETO.

HNnkextupaiite 15 ml DARZALEX uHkeKIMOHeH Pa3TBOP 32 MOAKOKHO NPHJIOKEeHNe B
NMOAKOKHATA THKAH HA KOpeMa NPUOJIM3UTETHO 7,5 cm BASCHO WIH BJISBO OT IbNA B
NnpoabJKeHne Ha npudau3uTeano 3-5 munyTu. He nmkektuparite DARZALEX nmkexknnonexn
pa3TBOp 3a MOJKOKHO MPHIIOKEHNE HA JPYTH MECTA Ha TAJIOTO MOPAIU JIUIICA Ha IaHHU.

MecraTta Ha MHXXEKTHpaHe TpsiOBa J1a ce peAyBaT IIPU MOCIEAOBATEIHUTE HH)KEKLIUH.

DARZALEX vHXEKIIOHEH pa3TBOP 3a MOJIKOKHO NPUIIOKEHHE He TPIOBa HUKOTA J]a c€ HHKEKTHPa
B Y4YacTBIIH, KbJETO KOXKATa € 3a4epBeHA, HACHHEHA, YyBCTBUTEJIHA, BTBBP/CHA, WIH B YIaCTBLH C
Oenesm.

AKO ManMeHThT U3NKUTBa 00JKa, MPEKbCHETE 32 MAJIKO MU 3a0aBeTe CKOPOCTTa Ha HHXKEKTHpaHe. B
CiTydJaif e OoJkaTa He ce 0OJIeKUH OT 3a0aBsiHe Ha MHKEKINATA, MOXKe Ja ce M30epe BTOPO MACTO Ha

MHXEKTHPAHe OT JIpyrata CTpaHa Ha KOpeMa, 3a J]a Ce MH)KEKTHUpa OCTaHalaTa J03a.

ITo Bpeme Ha neuenne ¢ DARZALEX WHXEKIMOHEH Pa3TBOP 3a MOJKOXKHO MPUIOKEHUE HE
npuIaraite Ipyru JIEKapCTBEHU NPOIYKTH 32 MOAKOKHO MPUIIOKEHHE Ha CBHIOTO MSCTO.

4.3 TIIpoTruBomoKa3aHus

CBp’bX‘-IyBCTBI/ITeJ'IHOCT KbM aKTHBHOTO BCUICCTBO HUJIM KbM HAKOC OT IIOMOUIHHUTEC BCIIICCTBA,
n30poeHu B Touka 6.1.

4.4 CneuuajHu npeiynpe:kaeHus ¥ NpeanasHu MepKH NpH ynorpeda

[Ipocaeaumoct

3a 1a ce moI00pH MPOCIEAUMOCTTA HA OMOJIOTHYHUTE JICKAPCTBEHU MPOJAYKTH, UMETO U TTAPTUIHUSAT
HOMEp Ha MPHUIOKEHUS MPOTYKT TPsIOBa SCHO J1a Ce 3arucBarT.

Peakinu CBBP3aHH C I/IHd)V?:I/IS[Ta

DARZALEX nHXeKITMOHEH pa3TBOP 32 MOJIKOKHO MPHIIOKEHNE MOXKeE 1A TPEAN3BUKA TEKKH W/UITH
cepuosnu IRRs, BkmounTenHO aHAQUIAKTUYHY peakui. B KIMHUYHUTE TPOyYBaHUS
npubmsutenno 8% (95/1183) ot marpentute ca nonyurian IRR. TToeuero IRRs HacThIBaT Cite
I'bpBaTa MHXKEKIHA U ca oT crenieH 1-2. IRRs, Bp3HUKBaIIM NIpH TIOCIIEIBANINTE WHIKEKIIHH, Ca
HaOonaBanu pu 1% oT naumenTture (Bxk. Touka 4.8).

Menunanata Ha BpemeTto A0 nosieata Ha IRRs cneq mmkekms ¢ DARZALEX e 3,2 gaca (nqnama3on
0,15-83 vaca). [loBeuero IRRs HacThnBar B feHs Ha siedeHneTo. IRRs oT 3a0aBeH THIT HACTHIIBAT IPH
1% ot mareHTuTe.

Ipusnarute u cumnromute Ha IRRs Mojke /1a BKITIOUBAT PECTUPATOPHU CUMIITOMH, KAaTO HAIID.
Ha3aJIHa KOHTECTHS, KallUTUIA, APa3HEHE Ha ThPJIOTO, AJICPIHYCH PUHHUT, CBUPKAIIN XPUTIOBE KAKTO U
UpEKCHs, O0JIKA B THPANUTE, ChPOEXK, CTYIEHH TPBIIKH, TOBPBINAHE, TaJeHE XUIIOTOHHS 1 3aMbIIICHO
3penne. HabimromaBaHu ca TeXKKHM PEaKIliH, BKIIOUUTETHO OPOHXOCTIA3bM, XUITOKCHS, TUCITHES,
XUMEPTOHHUS, TAXUKAPIUSA U OYHH HEKEJIAHH PEAKINU (BKIIOUUTEITHO XOPOUIATICH U3JIHUB, OCTPa
MHOIIHS U OCTPa IIIayKOMa ChC 3aTBOPEH BI'bII) (BXK. ToUKa 4.8).
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[MarnuenTy TpsOBa a ce MpeMeUKHpaT ¢ AHTUXUCTAMUHN, aHTHITUPETUI U KOPTUKOCTEPOUIH KAKTO
U J1a ce mpociensBar u koHcyatupar 3a IRRs, ocobeHo mo Bpeme Ha u ciie mbpBara U BTopara
WHXKEKIM. AKO HACTHIIM aHA(WITAKTHYHA PEaKIUs WU )KUBOTO3acTpalaBaiiy (crerneH 4) peakiu,
He3a0aBHO TPsAOBa 11a ce 3allOYHAT MOAXOASIIO crenrHo Jedenue. Tepanusata ¢ DARZALEX tps6Ba
Jla ce MPEeyCTaHOBM He3a0aBHO M OKOHYATENHO (BXK. Touku 4.2 u 4.3).

3a ma ce mamanu puckbT OT IRR oT 3a0aBeH THIT, Ha BCHYKH TAITUEHTH CIIC]] HHXKEKITUS C
DARZALEX Tpsi0Ba Ia ce MpIIoXkat IepopaIHo KOPTUKOCTEPOUIH (Bxk. Touka 4.2). IIpu maIueHTu ¢
aHaMHe3a 3a XPOHUYHA OOCTPYKTHUBHA OestoApo0Ha OOJIECT CIe/l MHXKEKIMATA MOXKE J1a CE HATOXKH
MPUJIOKEHUE Ha JAOIBJIHUTEITHU JICKAPCTBEHU MIPOIYKTH 32 OBJIA/IIBaHE HA PECIIUPATOPHUTE
ycnoxkaeHus. [Ipu manuenTrTe ¢ XpoHNYHA 00CTpYKTHUBHA OenoapoOHa OosecT TpsiOBa /1a ce nMa
npenBu yrnorpeda Ha mocTMeuKaIus (Hamnp. OpOHXOIUIATATOPH C KPATKOTPAHO U MPOIBIKUTEITHO
JICHCTBYE U MHXAIATOPHU KOPTUKOCTEPOUIN) AKO CE MOSBSIT OYHU CHMIITOMH, TTPEKbCHETE
nHpy3usaTa ¢ DARZALEX u moTbpceTe He3abaBHa 0(pTaAIMOIIOTHYHA OIIEHKA MTPeIu Bh300HOBSIBaHE
npunokennero Ha DARZALEX (Bk. Touka 4.2).

Heyrponenus/TpoMOOIIATOIEHUS

DARZALEX Moske [a MOBUIIN CTy4auTe Ha HEYTPOIICHHUS U TPOMOOIIUTOIICHHS, HHAYIUPAHH OT
OCHOBHara Tepanus (BX. Touka 4.8).

[TpnHaTa KpBBHA KapTHHA TPAOBa [a ce MPOoCiesBa NEPUOIUMYHO TI0 BpEME Ha JICUCHUETO B
CBHOTBETCTBHE C KpaTKaTa XapaKTepUCTHKa Ha NMPOIYKTa Ha JIEKapcTBaTa OT OCHOBHATA TEpaIHs.
[ManmeHTHTE ¢ HEYTpOTIEHHS TPsIOBaA J]a ce MPOCIIEASsBAT 3a MpU3HAY Ha nHpekus. Moxe aa ce
Hajoxu otrnarane Ha DARZALEX, 3a 5ia ce 1azie Bb3MOXHOCT 3a Bb3CTAHOBSIBAHE HA KPbBHATA
kapTuHa. [lo-Brcoka uecToTra Ha HEYTPOIEHUs € HaONoJaBaHa PH MALMEHTH € TI0-HUCKO TEJIECHO
terio, noinydyasanm DARZALEX 3a noakoxHo npuiokenue. ToBa o0aue HE € CBbP3aHO ¢ IT0-BHCOKA
YyecToTa Ha cepro3Hu nHdeknuu. He ce mpenopbuBa Hamanenue Ha go3ata Ha DARZALEX. [la ce
UMart OpeABU] MOLABPKAILM IPUKH C TPAaHC(HY3UH WM PaCTEXKHU (aKTOpH.

BausiHMe IpU MHAMPEKTEH aHTUNIIOOYINHOB TecT (MHaupekTeH TecT Ha Coombs)

Hapatymyma0 ce cBbp3Ba c CD38, Hamupall ce B HUCKa CTEIeH B YepBeHnTe KpbBHU KileTKH (RBCs)
Y MOJKE J1a JIajie IOJIOKUTeNeH nHaAnpekTeH Tect Ha Coombs. MeauupaHusT oT gapatymymad
MOJIOXKUTENIEH HHAUPEKTEH TecT Ha Coombs Moke f1a epcuctrpa A0 6 Mecena ciell ocaeIHOTO
npuiIoKeHue Ha napatymymat. TpsiOBa na ce uma npeasun, ye gaparymymad ce cBbpp3Ba ¢ RBCs u
MOJKE J]a MACKUpa OTKPUBAHETO HA aHTUTENA CpPEllly CIa0u aHTHT'eHU B cepyMa Ha MalueHTa.
Onpenenstneto Ha KpbBHaTa rpyna (AB0) u Rh Ha manmenTa He ce MOBIUsBAT.

[TanimentuTe TpsiOBa 1a ObJIAT TOIJI0KEHN HA CKPUHUHT U TUITU3UPAHE, TIPS Ja Ce 3aI0vYHe JICYCHUE
¢ naparymyma0. [Ipenu aa ce 3amo4yHe JICUSHUETO C IapaTyMyMal, MOKeE Jia Ce IIOMHCIIH 3a
(eHOTHTIPAHE B CHOTBETCTBHE C MECTHATA MPAKTHKA. | eHOTHITMPaHEeTO Ha YEPBEHUTE KPHBHU KIIETKU
HE Ce MOBJIMSABA OT JapaTyMyMab U MOXe Jla Ce U3BBPIIHU IO BCAKO BpEeMe.

B citydaii Ha nimaHupana XxeMoTpaHCy3usi, TpIOBa Jla ce YBEAOMST XeMOTPaHC(HY3MOHHUTE LEHTPOBE
3a TOBa BJIMSHHE NIPH MHIAMPEKTHH aHTUIIIOOYIMHOBY TecTOBE (BXK. Touka 4.5). AKO ce Hajlara CIelIHo
KpBBONPEJIMBaHE, MOTaT J1a ObJIaT MIPEeTMBaHN HETECTBAHU 10 KpbcTocad MeTox 3a ABO/RhD-
cbBMecTMOcT RBCS, chrilacHO MPakTHKHUTE Ha JIOKATHUTE KPhBHU OaHKH.

Bimsane OpH OIIPEACIIAHCTO HA ITbJIHHUSI OTTOBOP

Haparymyma6 e goBemiko [gG kamna MOHOKIIOHAJTHO aHTHUTSIIO, KOETO MOXKE JIa C€ OTKpUE KaKTO C
enekTpodopesa Ha cepymuute npotennu (SPE), Taka u ¢ umynodukcanus (IFE), u3non3sanu 3a
MOHHMTOpPHpPAHE Ha eHoreHHUsS M-nipotenH (BK. Touka 4.5). ToBa BIMSIHUE MOXKE Ja OKaxe eeKT Impu
ONPECISHETO Ha IIbJIHUS OTIOBOP M IPOTrpecHsTa Ha 3a00JIIBaHETO MPH HAKOM manueHTH ¢ IgG kana
MUEJIOMEH MPOTEHH.
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PeaktuBupane Ha Bupyca Ha xenarut B (HBV)

[Tpu manumenty, nexkyBanu ¢ DARZALEX, ce cho0maBa peakTuBupaHe Ha BUpyca Ha XenatuT B, B
HSIKOM CITy4aH C JIeTaJieH u3xo. Ha Bcuuku nmanuenTty TpsiOBa J1a ce HalpaBu CKPUHHUHTOBO
n3ciensane 3a HBV npenn 3amouBane Ha medenne ¢ DARZALEX.

IIpu nanueHTy ¢ 1aHHHU 3a MOJIOKUTENEH cepojiornyeH pe3yarat 3a HBV, npocnenssaiite 3a
KJIMHAYHU ¥ J1a00paTopHH MpU3HAIHM 3a peakTuBrpane Ha HBV mo Bpeme Ha 1 B IpoAbIKEHHE HA
Hali-MaJIKo IecT Mecera cien Kpast Ha tederaneto ¢ DARZALEX. JlekyBaiiTe manueHTnTe B
CBHOTBETCTBHE C HACTOSIIUTE KIMHUYHU PbKOBOACTBA. [Ipy KIMHUYHY TOKa3aHUs, OOMHUCIIETE
KOHCYJITAllHS ChC CIEUATUCT B JIEUEHUETO Ha XEMaTHUT.

[Tpu manmentu ¢ peaktuBupane Ha HBV, nokaro nm ce mpunara DARZALEX, neuenneto c
DARZALEX Tpsi6Ba n1a ce crpe 1 Aa ce 3arodHe IoIXo 1o JedeHne. [logqHoBsBaHeTo Ha
neuennero ¢ DARZALEX, npu maneHTy ¢ aiekBaTeH KOHTPOJ Ha peakTuBUpaHeTo Ha HBV, TpsoBa
Jla ce 00ChIM C JISKapH ¢ ONUT B JiedueHueTo Ha HBV.

Tenecno Terno (>120 kq)

[Tpu marmenTtu ¢ TenecHo Terino >120 kg chimecTByBa BE3MOXKHOCT 32 HaMaJieHa epUKACHOCT IpH
npunarane Ha DARZALEX nHXeKImoHeH pa3TBOp 3a MOJKOXKHO MPUIIOKEeHUE (BXK. TOUkH 4.2 1 5.2).

IToMoniHu BemecTsa

To3u nexkapcTBeH NPOAYKT Chabpxka copouton (E420). [NamuenTu ¢ HacaeaCTBeHU MpoOIeMH Ha
HermoHocuMocT KbM (pykrosza (HF]) He TpsiOBa 1a mpueMat TO3U JIeKapCTBEH MPOIYKT.

To3u JekapCcTBEeH MPOAYKT ChIAbPXKA U MO-Majiko oT 1 mmol (23 mg) HaTpuii Ha 1034, T.€. MOXKE J1a ce
Ka)ke, 4e TPaKTHUECKH HE ChAbpPKa HATPHIA.

45 B3auMmopeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYru (JOpMH HA B3auMOo/eiicTBHE
He ca npoBexxianu npoy4YBaHus 32 B3aUMOJIEHCTBUSATA.

Kato IgG1x MOHOKIJIOHATHO aHTHTSIIO, MAJIKO BEPOSATHO € ObOpevyHaTa eKCKpeLusl U MeTadoIu3MbT Ha
WHTaKTEH JapaTyMyMa0, MeJMMpaH OT YepPHOIPOOHUTE SH3UMHU, JIa MPEJICTABIISBAT OCHOBHH ITHTHINA
Ha enuMuHEpane. KaTo TakuBa, BapualMuTe B JIEKapCTBO-METa00IN3UPAIIUTE €H3UMH, HE CE 0YaKBa
Jla IOBJIUSISIT eTMMUHUPAHETO Ha Aapatymymad. [lopaan Bucokus auHHUTET KbM YHHKAJIECH €IHUTOI
Bbpxy CD38, naparymyma0 He ce oyakBa Ja IPOMEHH JIEKapCTBO-METa0OIM3UPALIATE CH3UMHU.

KinanuauTe (hapMakOKHHETHYHHU OLICHKH C JISKapCTBEHH popMHU Ha JapaTymyMal 3a HHTPABEHO3HO
WJIH TTOJIKOXKHO TPUJIOKESHHE U JICHAIUIOMUJI, TOMAJTUIOMUI, TATMAOMU I, O0pTe30MuU0, MendanaH,
npeHU30H, KappuiazoMud, nuknodochaMua U qeKcaMeTazoH He OKa3BaT KIIMHUYHO 3HAYUMO
B3aMMO/ICICTBHE OT THIIA ,,IEKAPCTBO-JIEKAPCTBO * MEXK/Ty IapaTyMyMal U Te3u HUCKOMOJICKYTHU
JIEKApCTBEHHU MPOIYKTH.

Bausaue npu nHaupexkTeH aHTI/IFJ'IO6VJ'II/IHOB TECT (I/IHHI/IDCKTGH TCCT Ha COOIIle)

Haparymyma6 ce cebp3Ba ¢ CD38 na RBCs u unrepdepupa ¢ TecToBe 3a CbBMECTUMOCT,
BKJTFOUMTEITHO CKPHHUHT 33 aHTHTENa U KPhCTOCaHa Mpoda 3a ChBMECTUMOCT (BXK. Touka 4.4).
MeTtoauTe 3a HamaJsIBaHE Ha BIMSHUETO HA apaTyMyMal BKIIIOUBAT TPETUPAHE HA EPUTPOLIUTUTE C
pearent nutrotpenrtoln (DTT), 3a 1a ce pa3kbca Bpb3KaTa ¢ IapaTyMyMad, WU IPYTH JIOKaITHO
BaIMIMPaHH MeTOlIU. Thid KaTo OIpeieNsTHeTO Ha KpbBHA Tpyna 1o cucremara Kell cbiio e
YyBCTBHUTEIHO KbM Tpetupane ¢ DTT, cien u3kintouBane UM HACHTU(QHULIMPAHE HA allOaHTHUTENA,
korato ce usnon3sat RBCs, tpetupanu ¢ DTT, tpabsa na 6baar nocrasenu Kell-otpunarennu
€IMHUIIM. 3a pa3JiiKa OT TOBA, BUHATH MOXE JIa ce MMa peIBu] GEHOTUITHPAHE WITH TeHOTHITUPaHE
(Bk. Touka 4.4).
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Baunsxue npu enekTpodopesa Ha CEpYMHUTE TPOTEUHH M UMYHOMDUKCAITHS

Hapatymymab Moke aa ce OTKpHe npu enekTpodopesa Ha cepymuute nporeunu (SPE) u npu
nmyHopukcanus (IFE), u3nonssanu 3a MoHUTOpHpaHe HA MOHOKJIOHATTHUTE UMYyHOTIIOOymuHN (M
npotenH). ToBa Moxe /1a moBexae A0 GanmuBo monoxuteHu pesynraty ot SPE u IFE mpu namuedtn
¢ IgG xama MuenoMeH NPOTeHH, MOBJINABAILY HadajHaTa OLICHKA Ha IIBJIHUS OTIOBOP CIIOpEX
KpuTepuuTe Ha MexayHapoaHata pabotHa rpyna no muenom (International Myeloma Working
Group, IMWG). IIpu manpeHTHTEe ¢ IEPCUCTHPAILL MHOT'O J00BP YaCTHUYEH OTIOBOP, PH KOMTO MMa
CBbMHEHHE 3a BJIMSHUE Ha JapaTyMyMa0, Tps0Ba 1a ce 0OMMCIM U3M0I3BaHeTo Ha Banuaupad [FE
aHanu3, crenu@uYeH 3a JapaTyMmyMao, 3a Jia ce pa3rpaHudd JapatyMyMal OT OCTaHAINTE €HIOTCHHU
M npoTenHHU B cepyMa Ha MallMeHTa 3a YJIECHsABaHE Ha ONPEENITHETO Ha ITbJIEH OTTOBOP.

4.6 @epTHaANTET, O)PEMEHHOCT H KbpMeHe

Kenu ¢ gerepoieH NOTEHINAN/KOHTPALIEHIIHAS

JKenu ¢ neTepojieH noTeHIMAa TPSAOBA J1a M3MOJI3BaT €PEKTUBHA KOHTPALICIIIVSI [T0 BpeMe Ha U JI0
3 Mmecerna cnes criupane Ha Jedenueto ¢ DARZALEX.

BbpemeHHocT
Hanau ot ynorpebaTa Ha gapaTyMmymad mpu OpeMEeHHH KeHU JINTICBAT WK Ca OTPAaHHYCHH.
[IpoyuBanusTa IpH )KUBOTHU Ca HEIOCTATHYHU IO OTHOIIIEHHE Ha PENPOTyKTUBHATA TOKCUIHOCT (BIK.

touka 5.3). DARZALEX He ce npenopbyBa 1o BpeMe Ha OPEMEHHOCT M TIPH )KEHH C ICTEPOJICH
HOTEHIMAN, KOUTO HE W3MOJI3BAaT KOHTPALCTILIHSL.

Kovpmene
He e u3BecTHO manm maparymymad ce eKCKpeThpa B KbpMarTa.
He Moxe 51a ce M3KIII0UN PUCK 32 HOBOPOZCHUTE/KbpMaueTaTa. TpsiOBa Jia ce B3eMe pPellieHUE JTau Ja

ce TIPeyCTaHOBH KbPMEHETO HJIH JIa Ce MIPEeyCTaHOBU/He ce mpmiioxku Tepanusta ¢ DARZALEX, karo
ce B3eMarT MpeIBU/ N0J3aTa OT KbPMEHETO 3a JIETETO U 10J13aTa OT TepanusaTa 3a XKeHarTa.

DepTUuTer

Hsima HanmvHuM TaHHM, 32 ]2 ce ONpeAessIT NOTeHIMATHITE eeKTH Ha JapaTyMmyMal BbpXY
GepTunuTeTa MPU MBKE WK KEHHU (BXK. Touka 5.3).

4.7 EdexTn BbpXy cniocodHOCTTA 32 oupaHe U padoTa ¢ MAIINHA

DARZALEX =e noBnusiBa WK MOBINABA IPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe u padbora ¢
MamuHy. MiMa obaue choOueHns 3a yMmopa py HalueHTy, IpueMally faparymyma0, 1 ToBa TpsioBa
Jla ce mMa peaBu npu modupane u paboTa ¢ MaITHHA.

4.8 Hexenanu JieKapCTBeHH peaKuH

Pesrome Ha npoduia Ha 6€30I1aCHOCT

Haii-yectute HexxelnaHu peakiuy Ha JapaTyMymal (32 HHTPaBEHO3HO WIIM 32 MOJIKOKHO MIPUII0KEHUE)
oT BcsKa creneH (> 20% oT manueHTUTe), KoraTo ce Mpriiara KaTo MOHOTEpAaIus WK KaTo
KoMOuHHpaHo neueHue, ca IRR, ymopa, ragene, auapus, 3anek, MUPEKCHs, KallUIUIA, HEYTPOIIEHHS,
TpoMOOLIMTOIIEHHS, aHEM U], IepudepeH eaeM, nepudepHa ceH30pHa HEBpONaTus U HHpeKuus Ha
TOPHUTE TUXATCIIHU IIbTUILA. CepI/IOSHI/ITe HCXCIJIaHU pEaKIIMK Ca ITHEBMOHMS, 6pOHXI/IT, I/IH(i)eKIII/ISI Ha
TOPHUTE TUXATEITHH IbTHUIIA, CETICUC, 0eNI0IpoOeH OTOK, IPHUII, TUPEKCHs, JCXUIpaTaIHs, TUapusi,
NpPEACHPIHO MBXKJIEHE U CUHKOII.
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IIpodunst Ha Oe3onmacHocT Ha DARZALEX 3a OIK0KHO MPUIIOKEHUE € ITOJ00CH Ha TO3H 3a
WHTPaBEHO3HO MPUJIOKEHUE C M3KITIOUEHNE Ha Mo-HuckaTa yectora Ha IRRs. B mpoyuBane MM Y3012
¢asza Il HeyTponeHus e eMMHCTBEHATA HEeXKETIaHa peakius, cbolIieHa ¢ > 5% mo-BucoKa 4ecToTa Mpu
DARZALEX 3a moiKO»XHO NPUIOKECHUE B CPABHCHUE C MHTPABEHO3HUS 1aparyMyMal (cTeneH 3

w 4: ceotBeTHO 13% crip. §%).

TabauyeH CIHUCHK HA HEXKEITAHUTE PCAKIINHN

B Ta6mmta 7 ca 06001eHN HeXelTaHUTe PeakIiy, Bhb3HUKHAIN [IPH MAIUEHTH, TIOTy4YaBain
DARZALEX — napatymymMa0 3a HOAKOXXHO MPHJIOKECHUE WM HHTPABEHO3HO TPUIIOKEHHE.

Hannaute otpaszsBat excniozunusata Ha DARZALEX 3a monkoxxuao npuioxkenne (1 800 mg) mpu

990 nauuenTu ¢ myntumieH mueaom (MM). /lanaute BkirouBaT 260 manueHTH OT aKTUBHO
KOHTPOJIMPAaHO KIMHUYHO H3nuTBaHe (nmpoyuBane MMY3012) dasza III, monyuaBanu DARZALEX
MHXEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPUIIOKEHUE KaTo MoHOoTepanus, 149 manueHTn oT akTHBHO
KOHTPOJIMPaHO KIMHUYHO TpoyuBane daza [II (MMY3013), momyuaBar DARZALEX moaxoxHO B
KOMOWHAINS C TOMANUAOMII U aekcameTa3o (D-Pd), u 351 marpenTa oT akTHBHO KOHTPOJIHUPAHO
KITMHIYHO npoy4uBane ¢aza [ (MMY3014), nonyyaBanmm DARZALEX noakoxHO B KOMOMHAIIHS C
6opTe3omu0, ieHaTuaoOMu U qekcameraszon (D-VRA). JlaHHuTe 0Tpa3sBar u TPU OTKPUTH KIMHUYHH
MIpOy4YBaHus, MpU KouTo nanuenture noiaydaBar DARZALEX MHXeKIIMOHEH pa3TBOP 32 MOKOKHO
npusokeHue uin karo Mmonoreparnug (N=31, MMY 1004 u MMY 1008), niiu MMY2040, B koeTo
nanuentute noimydyaBaT DARZALEX HHKXEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPUIOKEHUE B
KoMOuHanus ¢ 6oprezomuo, Mendanad u npeann3on (D-VMP, n=67), nenanuaomMun u [ekcaMeTa3oH
(D-Rd, n=65) nunu 60pre3omu0, seHamuroMun u aekcamerazon (D-VRd, n=67). OcBen ToBa, 1aHHUTE
oTpassiBat excrozuiusTa Ha 193 naunenTu ¢ HoBoanarnoctunupana AL aMuiaonnos3a oT akTHBHO
KOHTPOJIMPaHO KIMHUYHO TipoyuBaHe (aza III (AMY3001), B koeTo ManueHTHTe ca MoTydaBain
DARZALEX moakoxHO B KOMOUHaIuMs ¢ 6opre3omud, rukinodochamu u aekcamerazon (D-VCd).

JlanHuTe 3a 0€30MaCHOCT OTPa3sBaT ChUIO EKCIO3UIMATA HA apaTyMyMad 3a HHTPaBEHO3HO
npunoxxenue (16 mg/kg) npu 2 324 manueHTy ¢ MyJITUIUIEH MUesioM, BKrouuTenHo 1 910 nanuenTw,
KOMTO ca IMOJIyYWIH IapaTyMyMal 3a HHTPaBEHO3HO MPIJIOKEHNE B KOMOWHAIINS C OCHOBHH CXEMH Ha
nedenue U 414 manyeHTH, KOUTO ca MONYYHIH JapaTyMyMal 3a HHTPaBEHO3HO MPUIIOKEHUE KaToO
MoHOTepamnus. [locTMapKeTHHIOBUTE HEXKEIaHH PEaKIMHU CHI0 Ca BKIIOYCHH.

YecrotuTte ce onpenesaT kato Muoro yect (> 1/10), wectu (> 1/100 o < 1/10), neuectn (> 1/1 000
10 < 1/100), peaxu (> 1/10 000 mo < 1/1 000 ) u muoro peaku (< 1/10 000).
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Taoauna 7:

Hexenann PC€AKIIMA NIPHU MAINUCHTH ¢ MYJITHIUVIEH MUEJIOM U AL aMuJIoM/103a,

JICKYBaHH C z[apaTyMyMaﬁ 34 MHTPABCHO3HO UJIX MMOAKOKHO NMPUJIOKCHUEC

Cucremo-opranen Hexesnann peakuus Yecrora Yecrtora (%)
KJI1ac Besika cremnen 3-4
CTeneH
HUndexunu u Wubekuus Ha TOpHUTE Msuoro yectn | 39 2
uHpecTanmu JIMXaTeJIHN MbTHIIA®
CoVID-19 21 5
[TaeBMoHMS? 18 11
Bpouxur? 14 1
WNupexms Ha THKOIHUTE Yectn 7 1
OBTHIIA
['pun 4 1*
Cerncuc? 4 4
I{uromeranBupycHa nHekiusa® | Heuectn <1 <1*
PeakTuBHpane Ha BUpyca Ha <1 <1
xemarut B?
Hapymenus na Heytponenus® Mmuoro wectn | 43 37
KpbBTa U duMbHata | TpombonuToneHus® 31 18
cucrema Anemus® 27 11
Jlumponenus® 13 10
JleBkonenwus® 11 6
Hapymenus na XumoramMarnoOyTnHeMHs” Uectn 3 <1*
MMYHHATa CHCTEMAa AHadunakTHyHa peakuus® Penku - -
Hapymenust Ha Hamanen anetut Mmuoro yectu | 10 <1
MeTadoIu3Ma U XunepriavuKeMus Yectn 6 3
XpaHeHeTo XHIMOKAIIHEMUS 6 1
Jlexuaparanus 2 1%
Henxuunn bescpHue Mmuoro yectn | 16 1%
HApYLIEeHHUsI
Hapymenus na [Mepudepna cenzopua Mmuoro uectn | 29 3
HEpPBHATA CHCTEMA HEBPOMATHUS
I'naBoGosue 10 <1*
3amaiiBane Yectu 9 <1*
[Tapecre3us 9 <1
CuHkon 3 2"
Coppaeunn [IpeacepaHo MBKICHE Yectu 3 1
HApYLIEeHHUsI
CobaoBu HapymieHuss | XunepToHUs Uectn 9 4
PecnnupaTopHu, Kanuimia? MtHoro uectn | 22 <1#
TPbIHU U Jucnaes® 18 2
MeAMaCTHHAIHH benonmpoben otox? Yectu 1 <1
HapyHIeHust
CToMalIHO-4YpeBHH Huapus Mmuoro wectn | 32 4
HApPYIICHHS 3amex 28 1
I'ayene 22 1#
[ToBpblaHe 13 1%
IMankpearut? Uectn 1 <1
Hapymenus Ha Oobpus Msoro uectu | 12 1*
KOKaTa M Copbex Yectu 6 <1*
MOJAK0KHATA THKaH
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Hapymenns Ha Bosika B rppba Mmuoro vectu | 17 2

MYCKYJIHO- Aptpanrus 13 1

CKeJIeTHATA cHcTeMa | MycKyJTHH Cla3sMH 12 <1*

H CheTHHUTETIHATA MyckynHO-cKkeneTHa 00JKa B Yectu 6 <1*

TbKaH I'bpOUTE

OO0mu Hapywenusi | Ymopa Msmoro yectn | 23 3

e(heKTH HA MSICTOTO [Mepudepen oTok? 23 1

Ha NPHJIOKeHHe [Tupekcus 22 1
Acrenust 19 2
CryzneHu TppIKU Yectu 8 <1*
Peaknmu Ha MACTOTO Ha 7 0
HWHXEKTHpaHe ™"

HapansiBanus, Peaxnuu, cBbp3anu ¢

OTpaBsSIHMS U uHpy3usTa®

YCJI0KHEHHS, Haparymyma0 3a uHTpaBeHo3HO | MHOTO Wectn | 39 5

Bb3HHKHAJIN B HPUIIOKECHUE®

pe3yJTar Ha Haparymyma0 3a HOAKOKHO UYectu 8 1

HHTEPBEHIUH NPUIOKEHUE"

#  Bes creren 4.

a
6

Iloxa3Ba rpynupaHe Ha TEPMUHU.

B®3 ocHOBa Ha MOCTMapKETUHIOBY HEXEJTaHH PEaKIUH.

Peakmuure, cBbp3aHu ¢ HHPY3UATA, BKIIOYBAT TEPMHUHH, OTIPEACICHN OT H3CIEIOBATEINTE KATO CBBP3aHH C
WH(Y3UA/MHKCKINA Ha TapaTyMyMa0.

Peakiiu Ha MACTOTO Ha HHXKEKTUPaHE BKIIOYBAT TEPMUHH, ONPENICIICHH OT H3CIIEIOBATEINTE KAaTO CBBP3aHH C
WHKEKIUA Ha Japarymymao.

YecToTa BH3 OCHOBA CaMO Ha TPOYYBaHMS Ha JaparyMyMal 3a MoAKoXHO npuiokenue (N=1183).

YecToTa BH3 OCHOBA CaMO Ha MPOYYBAHMSA Ha JapaTyMymal 3a HHTPaBEHO3HO mpuiiokeHune (N=2324).

YecroTara ce OCHOBaBa Ha IMOATPYIIa OT IAI[MEHTH, KOUTO ca MONYYHIN Haif-MaJIKo €IHa 71032 OT IIPOYYBAHOTO JIeUCHHE
Ha w cien 01 gespyapu 2020 r. (Haganoro Ha nanaemusita COVID-19) ot npoyusanust MMY 3003, MM Y3006,
MMY3008 u MMY3013, kakTo ¥ BCHUKHU MalMeHTH oT mpoyusaHe MMY3014 (N=752).

3abenexka: Bb3 ocHoBa Ha 3507 manueHTH ¢ MyATUIUICH MUeNoM B AL aMuIon103a, JIeKyBaHH ¢ AapaTyMyMab 3a
WHTPABEHO3HO MPHJIOKEHUE WK TapaTyMyMa0 3a IMOJIKOKHO TPIIIOKEHHE.

Onucanune Ha I/136DaHI/I HCXCJIaHU pCaKnu

Peaxyuu, cevpsanu ¢ ungysusma (IRRs)

B ximHUYHUTE pOy4BaHus (MOHOTEpanus 1 komOuHupanu jgedenus; N=1183) c DARZALEX 3a
MOJKOKHO NpuitokeHne yectotara Ha IRRs ot Beska crened e 8,2% npu mbpBaTa HHXEKLIUS Ha
DARZALEX (1 800 mg, cenmuna 1), 0,4% npu nrkeknusita Ha ceamuia 2 u 1,1% mnpu
nocieapanuTe uHxekiuu. IRRs crenenu 3 u 4 ca nadmogaBanu chorBetHO mipu 0,8% u 0,1% ot
NalUeHTHTE.

[Tpusnanure u cumntomute Ha IRRS Moe /1a BKIItOUBaT pecnMpaTOpHA CUMIITOMH, KaToO Harip.
Ha3ajHa KOHIeCTHs, KalluIMIa, IPa3HEHE Ha I'bPJIOTO, AIEPrUUEH PUHUT, CBUPKAILHA XPUIIOBE, KAKTO U
MUPEKCHs, 00JIKa B I'bpIUTE, ChPOEK, CTYICHU TPHIIKY, TOBPHIIAHE, TaJeHE, 3aMbIIICHO 3pSHHE U
xunotonus. HaOmrogaBaHu ca TeXKKU PeakIMy, BKIOYATEIIHO OPOHXOCIIAa3bM, XUIIOKCHS, IUCITHES,
XUTIEPTOHUS, TAXUKAPIUS U OYHU HEXEJIAHHU PEakny (BKIIOUYATETHO XOPOUAaIeH U3JINB, OCTpa
MUOITHUSI U OCTPa MIIayKOMa ChC 3aTBOPEH BI'bJT) (BXK. TOUKa 4.4).

Peaxyuu na macmomo na unscexkmupane (PMH)

B knmuanynnTe npoyuBanus (N=1183) ¢ DARZALEX 3a nmoako>KHO NPUIIOKEHHE YeCTOTaTa Ha
peaxIuu Ha MSACTOTO Ha MHXKEKTUpaHe oT Besika crerneH e 7,0%. He ca nabmonaBanun PMU crenen 3
i 4. Haii-uectara (> 1%) PMMU e epurem.

HUngpexyuu

[Tpu manueHTUTe ¢ MYJITUILICH MUEIIOM, ITOJTy4YaBaiiy MOHOTEPAITUS ¢ JapaTymyma0, oomiara
YyecToraTa Ha HHPEKIH € moo0Ha Mexay rpynutre Ha DARZALEX 3a moJK0KHO MPUIOKEHUE
(52,9%) n napatymyma6 3a uHTpaBeHO3HO npuioxenue (50,0%). Madekunu ot creneH 3 wnu 4 chio
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BB3HUKBAT ¢ 0Jj00Ha yectoTa mpu DARZALEX 3a moakoxuo npunoxenne (11,7%) u gapatymymad
3a uHTpaBeHo3HO npuioxkenue (14,3%). [oBeyetro nHEKIMHK ce TIO//IaBaT HA JICUSHUE U PSIKO BOZSIT
JI0 TIPEYCTAaHOBSIBaHE Ha JicueHUEeTo. [[HeBMOHUS € Haii-uecTo ChoOIaBaHaTa HHPEKIUS CTEIeH 3

win 4 B IPOy4YBaHUATA. B aKTHBHO KOHTPOJIUPAHUTE MTPOYYBAHUS MPEYCTAHOBSIBAHE HA JICUCHUETO
nopaau nHpeknuy HacThBa pu 1-4% ot manmenture. MHDeKumTe C neTaneH u3Xoa ce IbDKAT
NPEMMHO Ha THEBMOHHUSI U CETICHC.

[Ipu nanpeHTHTE ¢ MYJITUTUICH MUAEJIOM, TIOTy4YaBallld HHTPAaBEHO3HA KOMOMHUPAHA TEPaIHs C
JmapatymyMa0, ce ch00IIaBaT KakTo Cle/IBa:

WNudexnun crenen 3 win 4:

IMpoyuBanus Ha peruauBupainu/pedpakrepun nauenta: DVd: 21%, Vd: 19%; DRd: 28%, Rd: 23%;
DPd: 28%.

[TpoyuBaHus Ha HOBOAUArHOCTHIIMpaHH narent: D-VMP: 23%, VMP: 15%; DRd: 32%, Rd: 23%;
D-VTd: 22%, VTd: 20%.

Wudexuu crened 5 (JeTammHm):

IpoyuBanus Ha peruauBupanty/pedpakrepun nanuent: DVA: 1%, Vd: 2%; DRd: 2%, Rd: 1%;
DPd: 2%

[IpoyuBanus Ha HOBogUarHoctunupanu namuent: D-VMP: 1%, VMP: 1%; DRd: 2%, Rd: 2%;
DVTd: 0%, VTd: 0%.

[Ipu manmeHTy ¢ MyATHIUIEH MUEJIOM, TIOTy4aBaiiy koMOnaupana tepanus ¢ DARZALEX 3a
MOJIKOKHO TPUJIOKEHHE, C€ CHOOIIaBaT CICAHATE PEAKIINH:

Nudexmmu crenen 3 wium 4: DPd: 28%, Pd: 23%, D-VRd: 35%, VRd: 27%

Nudexiuu crenien 5 (eranuaun): DPd: 5%, Pd: 3%, D-VRd: 2%, VRd: 3%

Jlerenna: D=naparymyma0; Vd=6optezomub-aekcameraszon; Rd=nenanunomua-nekcamerason; Pd=nomanumomun-
nekcameTazon; VMP=0oprezomub-mendanad-npeanuzon; VTd= 6opre3oMub-TanugomMua-aekcamerason; VRd=
00pTEe30MHUO-TTeAATHIOMUI-IEKCAMETAa30H.

[Tpu manmentn ¢ AL amunono3a, nomyyasamy komouHupana tepanus ¢ DARZALEX 3a moakoxHO
NPUIOKEHHUE, Ce ChOOIIABAT KaKTO CIIe/Ba!

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

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

Jlererna: D=maparymyma0; VCd= 60pTe3oMud- nukmnodochaMua-aekcaMmera3on

Xemonusza

ChllecTBYBa TEOPETUYCH PUCK OT XeMOJjIu3a. TO3U CHrHaJI 110 OTHOIIIEHUE Ha 0€30MacHOCTTA 1ie ObJIe
TI0JT HETIPEKHCHATO HAOIIOIEHUE TTPU ChOMpaHe Ha JaHHU 32 0€30MaCHOCT OT KIIMHUYHH MTPOYYBaHUS
Y TIOCTMapKETUHTOBY JaHHHU.

CvpOoeynu Hapyuenus u kapouomuonamus, cevpsana ¢ AL amunoudozama

[ToBeueTo manuentu B AMY3001 umar kapauomuonarus, cBbp3ana ¢ AL amunonno3ara, Ha U3X0IHO
auBo (D-VCd 72% copsmo VCd 71%). Cepaeunn HapyiiieHus cTeneH 3 win 4 Bp3HUKBat mpu 11%
ot nanueHtute Ha D-VCd B cpaBHenue ¢ 10% ot nanmenTtute Ha VCd, 10KaTo cepro3Hu ChbpACYHN
HapyLeHNs Bb3HUKBAT NpH 16% crpsimo 13% ot naunentute chotBeTHO HA D-VCd 1 VCd.
CepHo3HHTE CHPJICYHU HAPYIICHHS, B3HUKBAIIH NIPU >2% OT MaleHTHTE, BKIIIOYBAT ChPJICYHA
HepocrarbyHocT (D-VCd 6,2% cnp. VCd 4,3%), cepaeden apect (D-VCd 3,6% copsmo VCd 1,6%) u
npencbpaHo MbxkaeHe (D-VCd 2,1% cupsmo VCd 1,1%). Benuku manmenT Ha D-VCd, momyunnu
CEPUO3HHU WJIH JIETATHU ChPJACYHH HApYyLICHHs, UMaT KapANOMHUOIATHsI, CBbp3aHa ¢ AL
aMUJION103aTa, Ha U3XO0AHO HHUBO. [lo-TomsaMara MenraHa Ha IPOABIDKUTEIHOCT Ha JICYEHHUETO B
pamoro ¢ D-VCd B cpaBrenue ¢ pamoro ¢ VCd (choTBeTHO 9,6 Mecena cripsimo 5,3 mecena) TpsioBa 1a
ce MMa MpeIBU/I IPU CPaBHEHUE HA YECTOTaTa Ha ChPJACYHHM HapyIICHUS MEKAY JIBETE IPYIN Ha
nedenue. YecToTuTe, KOPUTHPAHN CIPIMO €KCTIO3ULMATa (Opoi ManneHTH ChC ChONTHE Ha

100 marmueHTo-Mecela B pUCK), OT BCHUKUTE ChpACUHH HapylieHus creneH 3 wim 4 (1,2 cripsimo 2,3),
cbpaedHa HegoctarbuHocT (0,5 cipsamo 0,6), cepaeden apect (0,1 cripsamo 0,0) u npeacepaHo
mbxaeHe (0,2 cipsimo 0,1) ca cpaBHUME chOTBETHO B pamoTo ¢ D-VCd ciipsimo pamoto ¢ VCd arm.
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[Ipu mennana Ha npocnenssane ot 11,4 mecena Bcuukute cMbpTHH cirydan (D-VCd 14% crpsimo
VCd 15%) B mpoyuBane AMY3001 ce apymKaT mIpeANMHO Ha KapAXOMHOMATH, CBbp3aHa ¢ AL
aMIJIONI03aTa, B IBETE paMeHa Ha JieueHHe.

JIpyTH clienMaIHy IONYJIAIiU

B mpoyuBaneto ¢aza IIll MM Y3007, xoeto cpaBHsBa jeuenuneto ¢ D-VMP ¢ neuenneto ¢ VMP mpu
MAIUEHTH C HOBOJAWArHOCTHIIMPAH MYJITUILUIEH MHEIIOM, KOMTO HE Ca TOIXOMASAIIY 3a aBTOJIOKHA
TPaHCIUIAaHTALs HA CTBOJIOBU KJIETKH, aHAJIM3BT Ha 0€30I1aCHOCTTA MPH MOATpyaTa MalueHTH C
(GyHKIIMOHAIICH CKOp O ckajarta Ha M3TouHara koonepaTnBHa oHKojornuHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), choTBeTCTBa Ha 00MIaTa
nomnysamus (Bx. Touka 5.1).

Hayuenmu 6 cmapuecka 6v3pacm

Ot 4 041 manueHTH, KOUTO NOJTy4aBaT napatymymad (n=1 225 mogkoxxHo npunoxenue; n=2 816
WHTPABCHO3HO MPUIIOKEHHE) B IPENOPBUYUTENHATA 1032, 37/% ca Ha Bb3pacT OT 65 10 moja 75 rojvHy,
a 15% ca Ha BB3pact 75 uim noseue roauHu. He ca HaOmogaBanu oOLIH pa3iuKy B €(peKTHBHOCTTA
Bb3 OCHOBA Ha Bb3pacTTa. YecToTaTa Ha CEPUO3HNUTE HEXKETAHU PEaKIUU € I10-BUCOKa IPH I10-
BB3PACTHUTE, OTKOJIKOTO NPH MO-MIaguTe nauueHTy. Cpen NauueHTuTe ¢ peuIuBHpal 1
pedpakTepeH MyaTUIUIeH MuesoM (n=1 976), Hali-4eCTUTE CEPHO3HU HEXKEITAHU PEAKIIMHU, TIOSBSIBAIIU
Cce MO-4YeCTO MPH MALMCHTH B CTapuecka Bb3pacT (=65 roanHu) ca mHeBMOHHA U cencuc. Cpex
MAlMEHTUTE C HOBOAWATHOCTHULHPAH MYJITUIUIEH MUEIIOM, KOUTO HE Ca MOIXOASAIIN 33 aBTOJIOKHA
TpaHCIIJIaHTalLMs Ha CTBOJIOBH KJIETKH (n=777), Hali-uecTaTa cepuo3Ha HeXxellaHa peakius, KosATo ce
cpella 1mo-4yecTo Mpy MaIleHTy B cTapuecka Bb3pacT (=75 roaunn), e nHeBMoHus. [Ipu nanuenTure ¢
HOBOJMArHOCTUIIMPAH MYJITUIUICH MUEJIOM, KOUTO OTTOBAapAT HA YCIOBHUSTA 32 aBTOJIOKHA
TpaHCIIAHTAIMS Ha CTBOJIOBH KieTkH (n=351), Hali-uecTaTa cepno3Ha HeXellaHa peakIilus,
BB3HHUKBAIlA TI0-4ECTO MIPU XOpaTa B CTapuecka Bb3pact (=65 roaunn), e mHeBMoHus. [Ipu
MalMeHTUTE C HOBoauarnoctuiupana AL amunonnosza (n=193) naii-uectara cepro3Ha HexxenaHa
peaxnys, Bb3HUKBAIlA [I0-4ECTO MPH XOpaTa B CTapuecka Bb3pacT (=65 roanHu), € THEBMOHUSI.

Crol1aBane Ha I0JI03UPAHU HEXKEJaHU PEAKIIUH

Cro01maBaHeTo Ha MMOIO3MPaHN HEXKeJIaHU PEAaKLMH CIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHUS
HPOIYKT € BayKHO. ToBa M03BOJIsIBA /1a IPOABILKH HAOIIOICHUETO Ha ChOTHOIIEHUETO 110J13a/pHCK 32
JeKapcTBEHUS MPoAYyKT. OT MEAULIMHCKUTE CIIEIUAIMCTH CE€ M3MCKBA 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 IPU3HALA

JluncBa onuT MO OTHOLIEHUE HA MPEAO3UPAHE B KIMHUYHU NPOYUBAHHUS.
Jleuenune
He e u3BecTeH crienuduyueH aHTUAOT NpHU TpeAo3upaHe ¢ AaparyMmymad. B ciydait Ha npeno3upane,

MaluCHTHT Tp$[6Ba Ja ce Ha6mo;1aBa 3a IpU3HAIX WA CUMIITOMU Ha HEXKCJIAaHU PEAKIIUN U TpSI6Ba Ja
C€ 3aII0O4YHE B€AHAra noaxogqamo CUMIITOMAaTUYHO JICYCHUC.
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5. ®APMAKOJIOTUYHHA CBOMCTBA
51 d@apmakoaMHAMMYHU CBOiiCTBa

dapmMakoTepaneBTHIHA rpyna: AHTHHEOIIACTHYHN CPECTBA, MOHOKJIOHAIHH AHTUTENA H KOHIOTaTH
aHTUTsII0-1eKapcTBo, CD38 (kabcrepu Ha nudepennnarus 38) nuxudburopu, ATC xox: LOIFCOL.

DARZALEX WHXEKITHOHEH Pa3TBOP 3a MOIKOXKHO MPIIOKEHUE ChIbPKa PEKOMOMHAHTHA YOBEIITKA
xuanyponunasa (rHuPH20). rHuPH20 geiicTBa iokainHO 1 MPexoHO, KaTo pa3rpaxk/ia XuaaypoHaHa
((HA), ecrecTBeH TIMKOAMHHOTIIMKAH, HAMHPAIL ce B LIEJUS OPTaHU3bM) B eKCTpalenyjapHarTa
MaTpHIla Ha MOJKOKHOTO MPOCTPAaHCTBO Upe3 pa3lieliBaHe Ha Bpb3KaTa MeXay aBara Buaa 3axapu (N-
aNeTIITIIIOKO3aMUH | TIIIOKYPOHOBA KUceNnHa), KOuTo cheTaBsaT HA. rHuPH20 nma momyxuBoT B
koxarta nox 30 munyTH. HuBaTa Ha XuanypoHaH B NOJKOXHATa ThKaH ce BPbLIaT KbM HOpMaTa B
pamkute Ha 24 10 48 yaca mopaau Obp3aTa OMOCUHTE3a HA XUATyPOHAH.

MexaHn3bM Ha JIEHCTBUE

Haparymyma6 e [gG 1k 9oBemKo MOHOKIOHAIHO aHTUTSUIO (MAD), koeto ce cBbp3Ba ¢ CD38
NPOTEHHA, eKCIIPECHPaH Ha IIOBbPXHOCTTA Ha KIETKUTE IPH PEANIA XeMaTOJIOTUIHH 37I0KaueCTBCHN
336OH51B3HI/I$1, BKJIIOYHUTCIHO KJIOHAIHUTE IJIa3SMAaTUYHU KJIICTKU IPU MYJITUIUICH MUCJIOM U AL
aMUJION 103, KAKTO U APYTH BUJIOBE KJIETKH U Thkanu. CD38 nmpoTenH uMa MHOKECTBO (DYHKITUH,
KaTO pelenTop-MeIurpana aJIxe3us, CHTHAJIM3aHs U eH3MMHa aKTHBHOCT.

VYcraHoBeHo e, ue qapaTymymabd HHXHOMpa MOIIHO iN Vivo pactexxa Ha CD38-excnipecupariure
TYMOPHH KJIETKH. Bb3 ocHOBa Ha in Vitro npoy4BaHus, 1apaTymyMal MOXe 8 yIpaKHsBa
MHOXECTBEHH €(eKTOPHU (PYHKIMH, BOJCLIN 1O IMyHHO-MEANUPaHa TyMOPHa KJIeThYHa CMBPT. Te3n
NPOYYBaHUS MMOKA3BaT, 4e AapaTyMyMmad MoKe J1a HHAYIHpa TyMOpPEH pa3majl upe3 KOMILIEMEHT-
3aBUCHMAa [IUTOTOKCUYHOCT, aHTUTSIIO-3aBUCHMa KJIEThUHO-MEIUUPaHa IIATOTOKCHYHOCT U aHTUTSIIO-
3aBUCHMAa KIIeThYHa (paronnTosa mpu 3j10KkadecTBeHu 3abomsBanns ¢ excrpecust Ha CD38. Enna
cyOnomnyanus Ha MueIouaHu cynpecopHu kietkn (CD38+MDSCs), perynaropuu T-KkieTku
(CD38+Tregs) 1 B-knetkn (CD38+Byegs) HamassiBa oT napaTrymMmymad-MeJuupaH KJICThUCH JIM3HC.
U3BecTHO e cbiio, 4e T knerkure (CD3+, CD4+ u CD8+) excripecupar CD38 B 3aBucHMOCT OT eTarna
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-kinerbueH peuentop
NOTBBPK/aBa, Y€ KJIOHATHOCTTA Ha T-KJIETKHUTE ce yBenuyaBa IpH JICYEHHE ¢ 1apaTyMyMao,
MOKa3BalKH UMYHOMOYJIHpaIH 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 U CTUMYJIHpa XHUIPOJIa3HaTa aKTHBHOCT. 3HAYMMOCTTA Ha Te3u IN Vitro epexTu B
KJIMHAYHU YCJIOBHSI, KAKTO U MOCIEIUIHITE 3a pacTexka Ha TyMopa, He ca 100pe U3sICHEHH.

(DaDMaKOJII/IHaMI/I‘IHI/I ed)eKTI/I

Knemxu ecmecmeenu youtiyu (NK) u T-xnemxu

3Hae ce, ye NK kiIeTkuTe excrpecupar Bucoku HuBa Ha CD38 1 ca 4yBCTBUTEITHHN HA JapaTyMyMao-
MeIMupaH KieTh4eH Jm3uc. [Ipu reuenue ¢ napatymymad ce HaOIIio1aBa OHKEHHE Ha aOCOIOTHHUS
opoii u npouent Ha o6mmTe NK kinerku (CD16 + CD56 +) u aktusupanute (CD16 + CD56%™) NK
KJIETKH B TieprdepHaTa KpbB U KOCTHHSI MO3bK. Bbrpeku ToBa, m3xoqaute HuBa Ha NK kieTkurte He
MOKa3BaT BPb3Ka C KIMHAYHUS OTTOBOP.

HUmyHorennoct

ITpu mo-manko ot 1% OT manueHTUTe ¢ MyATHILIEH MUeIoM U AL ammiionosa, JeKyBaHH C
MOHOTEpaIus 1 KOMOMHHpaHa Teparus ¢ AapaTyMymao 3a MOJIKOKHO NPUIIOKEHHE B KIIMHUYHH
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NPOYYBaHUs, CE pa3BUBAT B X0J1a HA JICUCHUETO aHTH-AapaTyMmyMal aHTHTeNa, a 6 marueHTH ca qamu
TIOJIO’KUTENIEH PE3YNTaT 3a HEYTPaIu3upaIly aHTUTENa.

[Tpu maruenTu ¢ My aTHILICH MUeoM U AL amuionio3a yecToTaTa Ha MOSBSBAIIM CE B X072 Ha
JedeHueTo He-HeyTpanusupany aHtu-rHuPH20 anturena e 9,1% (103/1 129) npu namnueHTH,
noyunid wii MoHoTepamnis ¢ DARZALEX 3a moakoXHO IpUIIOKEeHHEe WM KOMOMHYPaHa TEPaITus C
DARZALEX 3a moakoKHO MPIIOKEHHUE, a | TAIUEeHT € J1ajl MOJIOKUTENICH Pe3yiITar 3a
HeyTpanusupamy anturena. AHTr-rHuPH20 anTrrenara n3rnexna He MOBIHAABAT €KCIO3UIMSITA HA
napatymyMa0. KinnHHYHOTO 3HaUeHre Ha 00pa3yBaHeTo Ha aHTH-Aaparymyma6 i antu-rHuPH20
antutena cnef gedenne ¢ DARZALEX 3a moakoXHO MPUIOKEHUE € HEU3BECTHO.

Kinanuen onnt ¢ DARZALEX MHXEKIIHOHEH PAa3TBOP 3a IIOJKOKHO IIpriiokeHue (dopMa 3a
IMOJIKOKHO IPUJI0KEHHUE)

Monomepanus — peyuousupan/pegpaxmepen Myamunien Mueiom

MMY3012, otkpuro, pannomMusupano mpoydsane ¢asa 1l 3a moxa3zane Ha He T0-Malika e(hUKACHOCT
(non-inferiority), cpaBHsiBa edukacHOCTTa U Oe30macHocTTa Ha jiedeHrne ¢ DARZALEX uHkekimoHeH
pa3TBop 3a noakokHo npritoxkenue (1 800 mg) crpsimo mapatymymal 3a HHTPaBEHO3HO MPHIIOKEHUE
(16 mg/kg) npu ManKMEeHTH C PEIUINBUPAT WK pedpakTepeH MYJITUIICH MUACIIOM, MOTYYHITH Hai-
MaJIKO 3 MPEeIXOHH JIMHUN Ha Tepanusl, BKIIOYUTEIHO MpoTeazoMeH HHxuouTop (PI) n
uMyHOMoTynupaino jekapctso (IMiD), uim kouto ca aBoitHOpedpakTepHn KbM sedenue ¢ Pl n
IMiD. Jleuenunero mpoabnkaBa 10 HEMPUEMIINBA TOKCUYHOCT WIJIH MTPOTPECHs Ha 3a00JISIBAHETO.

00610 522 nmanueHTH ca panaoMusupanu: 263 B pamoro Ha DARZALEX 3a 0JK0XHO MPUIIOKEHUE U
259 B pamoTO Ha AapaTyMmyMa0 3a HHTPaBEHO3HO MpUIIOKeHne. M3xonHuTe nemorpadcku TaHHA U
XapaKTePUCTHUKH Ha 3a00JISIBAHETO ca TOJOOHU MEXKIy JBETE TPYyIH Ha JieueHne. Mearanara Ha
BB3pacTTa Ha ManueHTuTe € 67 rogunu (nuamnazon: 33-92 rogunu), 55% ca Mmbxe u 78% ca ot Osnara
paca. MenuanaTa Ha TeryioTo Ha nmanueHTure € 73 kg (nuanason: 29 — 138 kg). [lanuenture ca
noiayuniau 4 (Menuana) NpeaxoaHH JUHAN Ha Tepanusd. O6mo 51% OoT nmanueHTHTe UMaT NpeIxonHa
aBTOJIO’KHA TPAHCIUIAHTAIIMS Ha CTBOJIOBH KieTku (autologous stem cell transplant, ASCT), 100% ot
MAIMeHTUTE ca JICKyBaHu npeau ToBa u ¢ PI, u ¢ IMiD, 1 noBeueTo nainueHTu ca pepakrepHu Ha
MpeIX0Ha CUCTEMHA Tepanus, BKirounTeHo u Ha Pl u Ha IMiD (49%).

[Tpoy4BaHeTO OCTHIa CBOUTE CHITBPBUYHM KpaliHU TOUKHM — o011a creneH Ha otroBop (ORR) criopen
Kkputepuute 3a oTroBop Ha IMWG (Tabnuna 8) u makcumaiHa Cirough TPEIU IPUIIATaHUTO HA J03aTa
OT IMKBI 3 1eH 1, (BK. Touka 5.2).

Ta6auma 8:  OcHoBHH pe3yaTaT oT npoyusane MMY3012
Japarymyma0 3a | lapatymymao 3a
NOIKOKHO HHTPABEHO3HO
npujIoKeHUe NMpUJIOKeHNe
(N=263) (N=259)
IIbpBuYHA KpajiHa TOYKA
0611 otroBop (sSCR+CR+VGPR+PR), n (%)? 108 (41,1%) 96 (37,1%)

95% CI (%)

(35,1%; 47,3%)

(31,2%; 43,3%)

ChoTHONIEHHE Ha cTenenuTe Ha 0TroBop (95% CI)°

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

CR win mo-n106sp, 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 ToYKka

UecToTa Ha peakIny, CBbp3anu ¢ HHDY3msITa, n (%)°

33 (12,7%)

89 (34,5%)

[pesxxuBsieMocT O€3 Mporpecus, MeceIu

Menuana (95% CI)

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

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

Koedurment Ha puck (95% CI)

0,99 (0,78 1,26)

BB3 ocHOBa Ha intent-t0-treat momynanust

p-croitrocT <0,0001 ot Tecra Ha Farrington-Manning 3a XxumoTe3ara 3a He I0-MaJika e(pUKacHOCT

B3 ocHoBa Ha momyarusiTa 3a 6ezonacHoct. P-croitnoct<0,0001 or Cochran Mantel-Haenszel Chi-Squared recr.
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Crnen mpocnensBane ¢ meauana 29,3 mecemna, mequanata Ha OS e 28,2 mecena (95% CI: 22,8; NE) B
pamoro Ha DARZALEX 3a noakoxxHo npuiioxkenue u 25,6 mecena (95% CI: 22,1; NE) B pamoTo Ha
JlapaTyMyMa0 3a MHTPaBEHO3HO MIPUIIOKCHHE.

Pesynrarute 3a 0€30MaCHOCT ¥ TOHOCHUMOCT, BKIIFOUHUTEITHO MO-HUCKOTO TETJIO0 Ha MAIUCHTHTE,
CHOTBETCTBAT Ha M3BeCTHHS Mpodui Ha 6e3omacHocT Ha DARZALEX 3a moJk0XHO NPUIIOKECHHUE U
Ha JapaTyMyMal 3a HHTPaBEHO3HO MPHIIOKEHHE.

Pesynrarure ot Moguduuupanus CTSQ, BEIPOCHUK 32 pe3yATaTuTe, ChOOIIEHH OT NalUeHTHUTE,
KOMTO OLIEHsBA yIOBJIETBOPEHUETO HA MAMEHTHTE OT TEPANMTa, IOKA3BaT, 4e NAUCHTHTE,
nosyyaBaiii DARZALEX 3a moJkoXHO NPUIIOKEHHE, ca MO-yI0BIETBOPEHHU OT TEPANUsTa CH B
CpaBHEHHME C MAIMEHTHUTE, TOyYaBaly JapaTyMyMal 3a HHTpaBeHO3HO NmpuiiokeHue. OTKpUTHTE
Ipoyd4BaHus 0b6aye Morart Aa ObAaT IpeaIMeT Ha MPUCTPACTHA OLICHKA.

Kombunupanu mepanuu npu mynmunien Mmuenom

Kombunupano neuenue c bopmezomud, renanudomud u oexcamemason (VRd) npu nayuenmu c
HOB00UASHOCMUYUPAH MYTMUNILEH MUEL0M, HOOX00AWU 3a A8MOONHCHA MPAHCHIAHMAYUS HA
cmeonosu xiemxu (ASCT)

[IpoyuBane MMY3014 e oTKpHUTO, paHIOMHU3UPAHO, aKTUBHO KOHTPOJIHPaHO NipoyuBaHe (aza Ill,
KOETO CpaBHsIBa MHAYKIIMOHHO M KOHCcoIuaanuoHHo Jedernne ¢ DARZALEX, cbcTaB 3a MOAKOXKHO
npunoxenue (1 800 mg), B komOuHanus ¢ 6opre3oMuo, JeHanunoMun u aekcamerason (D VRd),
MOCIIEABAHO OT MOIbprkatio Jiedeane ¢ DARZALEX B koMOMHaIMS ¢ JICHATHIOMH]I, C JICUSHHUE C
O0opTe3oMu0, neHanuaoMua u aekcamerazoH (VRd), mocinenBaHo oT moaabpIKaIio Je9eHue C
JIEHATMAOMU/, TIPU MAMEHTH Ha Bb3pacT 70 FOJMHM U MO-MJIa U C HOBOJUArHOCTUIIUPAH MYJITHILICH
MmuenoM, noaxo s 3a ASCT, 10 ToKyMEHTHpaHa Nporpecus Ha 3a00JSIBAHETO WM HEITPUEMITUBA
ToKcH4HOCT. IIpean HayanoTo Ha JeUECHUETO, MPH CHELIHOCT, CE JOIMYCKa IMPOBEXKIAHETO HA KPAThK
KypC ¢ KOpTUKOCTepou/ (EKBUBAJICHT Ha JekcaMmeTa3oH 40 mg/neH 3a MakcumMyM 4 nuu). [lanuenture
nony4yaBat DARZALEX 3a noakoxxHo npuitokerne (1 800 mg), mpuiiokeH MOAKOXKHO BEIHBK
ceamuyHo (mHU 1, 8, 15 n 22) 3a ko 1-2, mocneBaHo OT MPUIIOKEHNE BEAHBXK HA BCEKU JIBE
ceamuny (U 1 1 15) 3a ukom 3-6. [pu mogrbpxammoTo tedenne (IUKIM 7+) TanueHTUTe
nony4yaBat DARZALEX 3a noakoxHo npunoxkenne (1 800 mg) BeqHbX HA BCEKH YETHPHU CEAMMUITH.
[TaumeHTHTE, KOUTO ca MocTUrHanu orpuuareaHo MRD, koeTo ce e 3ana3uio B poABIDKEHNE Ha

12 mecena, 1 ca NOTYYHIM HOAIBPIKALIO JIEYEHUE B IPOIBJDKEHUE Ha Hali-Manko 24 mecena, ca
npekparuiu jieueHruero ¢ DARZALEX 3a noakoxuo npunoxenue (1 800 mg). boprezomuo ce
npunara ypes noakoxna (SC) umwkekuus B g1o3a 1,3 mg/m? TenecHa NOBBPXHOCT JBA IBTH CEMHUYHO
B IpOAbIDKEeHNE Ha Be cenmuiiy (nam 1, 4, 8 u 11) oT moBTapsmm ce 28-1HeBHH (4-CEIMUYHN)
nukin 1-6. Jlenanuaomu ce mpusara nepopaiHo B 103a 25 mg JHEBHO Ha 1HU oT 1 10 21 mo Bpeme
Ha 1ukiu 1-6. [Ipu moaabspkanoTo geueHre (IUKIN 7+) marueHTuTe noiaydapar 10 mg neHaTnmaoMug
JHEBHO Ha 1HU 1-28 (HenmpeKbCHATO) Ha BCEKH UKD 10 JOKYMEHTHPaHE Ha IPOrpecus Ha
3a00JsIBAHETO WJIM HENPUEMJIUBA TOKCHYHOCT. JekcameTa3oH (MepopaiHo WM HHTPABEHO3HO) Ce
npwiara B go3a 40 mg Ha nuau 1-4 u 9-12 ot nuxum 1-6. B qaute Ha neuenne ¢ DARZALEX
MHKEKIUs 3a noaAKokHO npuwiokerne (1 800 mg) mo3ara nexcameTa3oH ce npuiiara IepopaiHo Wil
MHTPAaBEHO3HO KaTO JIEKAPCTBEH MPOAYKT Npeau HHKEKTUpaHeTo. KopeknunTe Ha 103UTE Ha
6opTe30Mu0, TCHATUAOMU/ U IEKCAMETa30H Ce IIpUjlaraT B ChOTBETCTBHE ChC CHOTBETHUTE KPATKH
XapaKTePUCTUKH HA TIPOIYKTHUTE.

Panpomusupanu ca 06mio 709 maruents — 355 B pamoro Ha D VRd u 354 B pamoro Ha VR.
Uzxoanute nemorpadcku XapaKTepUCTHKH U XapaKTEPUCTUKH Ha 3a00JISIBAHETO Ca CXOJIHU MEXKTY
JIBETE TepaneBTuyHY rpynu. CpepHara Bb3pacT Ha namuentute € 60 roguan (auanasoH: 31-

70 ronunm). [lo-ronsmara yact ot marpieHTUTe ca Mbxke (59%), 64% umar GyHKIHOHAIIEH CKOP O
ECOG 0, 31% umat dpynkrmonanen ckop nmo ECOG 1, a 5% umat pynknponanen ckop mo ECOG 2.
Ocgen ToBa 51% wumar ISS cramguii I, 34% mmat ISS cragmii 11, 15% umar ISS cragwmii 111, 75% umar
CTaH/IapTEH IUTOTC€HETUYEH PUCK, 22% uMat BUCOK IuToreHeTndeH puck (dell7p, t[4;14], t[14;16]), a
3% mMat HeolpeIeNIeH IUTOT€HETHYEH PUCK.
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IIpu Meamana Ha pociiensaBane 47,5 Mecena mepBUIHUAT aHam3 Ha PFS B mpoyasanero MMY3014
nokasea nojaoopenue Ha PFS B pamoto ¢ D-VRd B cpaBrenue ¢ pamoro ¢ VRd (HR=0,42; 95% CI:
0,30, 0,59; p<0,0001). Menuanata na PFS He € nocTuraara B HUTO €THO OT JBETE PaMEHa.

®@urypa 1: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3014
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JIONBIHUTEIHY PE3YATAaTH 3a epUKACHOCT OT npoy4yBane MM Y3014 ca npeacraBenu B Tabuma 9 mo-

JIOJTY.

Ta6auna 9: Pe3yararu 3a epukacHoct ot npoyusane MMY3014*

D-VRd (n=355)

VRd (n=354)

CnoTHOILIEHHE

Ha IIAHCOBeTe
(95% CI)"

061y otroBop (SCR+CR+VGPR+PR)
n(%o)*

343 (966,%)

332 (93,8%)

Heocmopum neien orrosop (SCR) 246 (69,3%) 158 (44,6%)

[Teaen otrosop (CR) 66 (18,6%) 90 (25,4%)

MHOro 106bp YaCTHYCH OTTOBOP

(VGPR) 26 (7,3%) 68 (19,2%)

Yacruuen otrosop (PR) 5 (1,4%) 16 (4,5%)

CR wmn no-1066p (SCR+CR) 312 (87,9%) 248 (70,1%) 3,13 (2,11, 4,65)

95% CI (%)

(84,0%, 91,1%)

(65,0%, 74,8%)

P-croitroCT®

<0,0001

O06ma yecrora Ha orpunareio MRD™®

267 (75,2%)

168 (47,5%)

3,40 (2,47, 4,69)

95% Cl (%)

(70.4%, 79,6%)

(42,2%, 52,8%)

P-croitroCT®

<0,0001

D-VRd= napatymyma0-00pTe30MHU0-TICHIIHAOMHE/I-IeKcaMeTa3oH; VRd= 6opTe30Mub-IeHIITHI0OMHUI-IEKCAMETA30H;
MRD= mMuaIManHO ocTarhuHO 3a00nsaBane; CI= moBepHUTEeIeH HHTEpBAI

a
b

B3 ocHoBa Ha intent-to-treat TOITyJIalM.

c
d

p-croiiHoCT OT XU-KBaapaT TecT Ha Cochran Mantel-Haenszel.

Kombunupanu mepanuu npu myaimunier Mueiom
MMY2040 e OTKpHUTO KIMHUYHO MMPOYYBAHE, OLEHABAIIO0 €PUKACHOCTTAa U OE30MIACHOCTTA Ha
DARZALEX 3a noxkoxxno npuioxenue 1 800 mg:
- B KOMOMHaIUs ¢ bopTe3omMuod, Mesdanan u npeanuzoH (D-VMP) npu naiueHTH ¢

HOBOJIMArHOCTHUIIMPAH MyNTHUILIEH MuesoM (MM), KOUTo He ca MOIXO SN 32

[TarmmenTHTe MMOCTHraT €IHOBpEeMEHHO oTpuiaresHo MRD (mpar ot 10'5) u CR mnn mo-g00bp OTroBOp.
Msnon3Bano e nzuncnenne no Mantel-Haenszel Ha 00110TO CHOTHOILIIEHHE HAa IIAHCOBETE 32 CTPATU(QHUIUPAHH TaOIUIIH.

TpaHcuianTanus. bopre3oMu6 ce mpuiiara upes MOAKOKHA HEKEKIUA B 1o3a 1,3 mg/m?
TeJIECHA TIOBBPXHOCT JBA ITBTH CEAMUYHO B ceaMuIiu 1, 2, 4 u 5 pe3 mbpBHUst 6-CEAMUICH
uKBI (KB 1; 8 103mM), mocenBaHo OT MPUIIOKEHNE BEIHBXK CEMUYHO B cemunu 1, 2, 4 u
5 3a ome oceM 6-cenMUYHE ITUKBIA (KA 2-9; 4 103u Ha MKbI). Mendanan B 1o3a 9 mg/m?
¥ TIPEIHM30H B 103a 60 MY/M? ce mpuiarat nepopaiHo B JHU 1 10 4 OT geBeTTe 6-CeAMUYHM
nukbia (ukmn 1-9). Jleueanero ¢ DARZALEX 3a moJIKOKHO TIPUIIOKEHUE TIPOIBIDKABA JI0
Mporpecus Ha 3a00JIIBAHETO WIIM HETIPUEMIINBA TOKCHYHOCT.
- B KOMOMHAIIUS C JICHATUAOMU U jJiekcamera3oH (D-Rd) npu nareHTy ¢ peruauBupan uin
pedpakreper MM. Jlenanumomu (25 mg BeAHBK THEBHO epopaiHo B Juu 1-21 oT
MHOTOKpPATHU 28-THEBHU [4-CeIMUYHU | IIUKJIIN) Ce MpHIIara ¢ HUCKa J103a JIeKCaMeTa30H
40 mg/cenmunia (Miin ¢ HamaseHa 1o3a oT 20 mg/ceaAMuUIa MTPH NAUEHTH > 75 TOAMHU HITH
BMI <18,5). Jleuennero ¢ DARZALEX 3a OAKOXHO MPHIOKEHNE TIPOIBIIKABA IO TIPOTPECHS
Ha 3a00JISIBAHETO WM HETTPHUEMITUBA TOKCUYHOCT.
- B KOMOMHaIUs ¢ OopTe30Mu0, TeHamuaoMu U gekcamerazoH (D-VRd) npu narnmenTu ¢
HOBOJMATHOCTHUIMPaH MM, KOUTO ca TIOIXOAIIH 3a TpaHCILIaHTaIusl. bopre3oMul ce mpumara
4pe3 NOAKOMKHA MHKEKIHSA B 103a 1,3 Mg/m? TenecHa MOBLPXHOCT [BA IBTU CEAMUYHO B
cenvui 1 u 2. Jlenanuoomun ce mpuiara nepopaiHo B 103a 25 mg BeJHBX JHEBHO B AHU 1-
14; nexcameTa3oH ce mpuiara B HECKa j103a oT 40 mg/ceamuna B 3-ceMuynyn k. Oomiara
MPOIBIDKUTEITHOCT HA JIeUeHUE € 4 IUKbIIA.

Bruttouenu ca 0610 199 nanmentn (D-VMP: 67; D-Rd: 65; D-VRd: 67). Pesynrarure 3a edukacHoCT
Ce ONpeNEeNT OT KOMIIOTHPEH aJlTOPUTHM TIpH npuiiarane Ha kpurepuute Ha IMWG. [IpoyuBaneTo
MOCTHUra cBOsITa IbpBUYHA KpaitHa Touka ORR 3a D-VMP u D-Rd u nbpBruHaTa KpaiiHa Touka
VGPR wimm no-106s6p 3a D-VRd (Bx. Tabmuna 10).
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Ta6auna 10 PesyaraTu 3a epuxacHoct oT npoyusane MM Y2040

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% CI(%) (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%)
ITw1en otrosop (CR) 19 (28,4%) 13 (20,0%) 5 (7,5%)
Msuoro 1066p yactuder otrosop (VGPR) 20 (29,9%) 26 (40,0%) 37 (55,2%)
Yactuuen orrosop (PR) 8 (11,9%) 10 (15,4%) 17 (25,4%)
VGPR unn no-no6sp (sCR + CR + VGPR) 52 (77,6%) 51 (78,5%) 48 (71,6%)
90% CI(%) (67,6%; 85,7%) | (68,4%; 86,5%) | (61,2%; 80,6%)

D-VMP = Jlaparymyma6-6opTezomud-mendanan-npeaauson; D-Rd = daparymyma6-ieHanugomMua-aekcamerasos; D-VRd
= Jlapatrymyma6-6opTe3oMub-eHa oM I-1ekcameTasoH; Japarymymad = DARAZALEX 3a moJKo)XHO NPHIIOKEHNE;

Cl=noBeputeneH HHTEPBAI.

a B®3 ocHOBa Ha JIEKYBaHHU Y4aCTHUIHA

Kombunupano neuenue ¢ nomanudomuo u oexcamemason (Pd):

IIpoyuBane MMY3013 e oTKpHUTO, paHIOMHU3UPAHO, AKTHBHO-KOHTPOJIMPAHO KIMHUYHO MIPOyYBaHe
¢aza 111, mpu xoeto ce cpaBHsBa neuenne ¢ DARZALEX 3a moakosxuo mpunoxkerue (1800 mg) B
KOMOWHAITHS ¢ TOMAJIMIOMHII K HUCKA 1103a JekcameTa3zoH (D-Pd) ¢ reuenne ¢ moMaanmaoMua 1 HUCKA
no3a aekcameta3oH (Pd) mpu manueHTH ¢ MyJNTUILIEH MHUETIOM, KOUTO ca TIOTYY/IA Hali-Majiko eHa
MIpeIX0HA JTMHHS Ha JIEYeHUE C JISHATUAOMUA 1 ipoTeazomeH naxuourop (P1). [Tomammaomun (4 mg
BEJHBXK JTHEBHO IepopaitHo Ha ieH 1-21 ot moBTapsimu ce 28-1HeBHH [4-CeIMUYHHA | IIUKIIH) CE
npuiIara ¢ HUCKa J103a IepopalieH Wik HHTPaBeHO3eH JekcaMeTa3oH 40 mg/cenqmuna (MM HamaneHa
no3a 20 mg/ceqMuiia mpy naueHTy >75 rogunan). B maute Ha npunarane Ha DARZALEX 3a
TTOJIKOKHO TIPUJIOKEHHE CE JIaBa JIeKcaMeTa3oH B o3a 20 mg KaTo JeKapCTBEH MPOAYKT 3a
pEeMeINKaIsl, a OCTAHAIOTO KOJIWYECTBO Ce aBa B ICHS ciell mpuiioxenneTo. [Ipu nanueHTn Ha
HamaJieHa J103a JeKcaMeTas3oH Iisiara go3a 20 mg ce 1aBa KaTo JeKapCTBEH NPOIYKT 32
npemeaunkanus Ha DARZALEX 3a noakoxxHo nmpuiiokenue. Kopekuuu Ha go3aTa Ha MOMaIUIOMUA U
JIEKCaMETa30H Ce MpUIarat CropeI KpaTkaTa XapakTeprCcTHKa Ha MPoyKTHuTe. JIedeHneTo B BeTe
paMeHa MpoAbDKaBa JI0 IPOrpecHsl Ha 3a00JIBAaHETO MITM HENPUEMITUBA TOKCHYHOCT.

Pannommsupanu ca oomio 304 maruentu: 151 B pamoto ¢ D-Pd u 153 B pamoro ¢ Pd. B mpoyuBaneTo
ca BKJIIOYCHH MAIUEHTH C JOKYMEHTHPAHU JIAaHHH 32 IPOTrpecHs Ha 3a00JIsIBAHETO 110 BpEME Ha HITH
clie]] mocjeqHara cxema Ha jiedenue. [lanuenTy ¢ oOpuB > cTerneH 3 1Mo BpeMe Ha MPeXo/{Ha Tepanvs
ca M3KJIIOYBAHM B CHOTBETCTBHE C KpaTKaTa XapaKTEPHUCTHKA Ha MPOIYKTa HA TIOMATAIOMH/T.
Wzxomaute nemorpad)cku JaHHU U XapaKTEPUCTHKUTE Ha 3200JISIBAHETO Ca CXOIHU MEXY JBETE
rpyIu Ha JiedeHue. MenuanaTta Ha Bb3pacTTa Ha MarueHTuTe € 67 ronunau (auama3oH 35 10

90 rogunn), 18% ca > 75 rogunn, 53% ca mexe u 89% ca oT eBponengHaTa paca. MenuaHara Ha
MPEIXOHUTE JIMHUU Tepanus, KOSTO MAI[UEHTUTE ca TOMYYWIH, € 2. BCHuky maneHTy ca Moy quin
MIPEIXOIHO JieueHue ¢ mpoTteazomeH naxuouTop (PI) u nenanumomun, a 56% oT manueHTUTe Ca
MOJTYYMIIH TIPEIXOHA TPaHCIUTaHTalus Ha cTBooBH KieTkH (ASCT). [leBeTneceT u miect mporeHTa
(96%) oT manMeHTHTE Cca MOJYYHIIH MPEAX0THO JieueHue ¢ boprezomud. [loBeueTo narnmenTu ca
pedpakrepuu Ha neHamuaomu (80%), va PI (48%) wim u Ha mmyHOMOIyaTop, u Ha PI (42%).
Ennnanecer mporeHTa OT NalMEeHTUTe ca MOMY4YMIn | mpeaxoaHa JJMHAS Ha JIeYeHNe; BCHUKH ca
pedpakTepHH Ha NeHanuaOMun, a 32,4% ca pedpakrepHu u Ha neHaaugomua, 1 Ha PI. E¢ukacnocTra
€ OlleHeHa upe3 npexuBsemocTTa 6e3 nporpecus (PFS) Bp3 ocHOBa Ha KpuTEepUuTE HA
MexnyHapogHaTa padoTHa rpymna o muenom (IMWG).

[Ipu mennana Ha npocnenssane 16,9 mecena nbpBuuHuAT aHanu3 Ha PFS B npoyusane MMY 3013
MOKa3Ba CTATHCTUYECKH 3HAYMMO 0 00peHue B pamoro ¢ D-Pd B cpaBHeHue ¢ pamoro ¢ Pd;
meauanara Ha PFS e 12,4 mecena B pamoto ¢ D-Pd u 6,9 mecenia B pamoto ¢ Pd (HR [95% CI]: 0,63
[0,47; 0,85]; p-croiinoct = 0,0018), koeTo npencraisBa 37% HamassiBaHe HA PUCKA OT IPOTPECHs Ha
3a00JISIBAHETO WIIM CMBPT MPH NMAlMEHTHTE, JTeKyBanu ¢ D-Pd, ciipsimo Pd.
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®urypa 2: Kpusu Ha Kaplan-Meier 3a PFS B npoyuBane MMY3013
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W3BbpInieH e JobITHUTEINEH IUIaHMPaH nociieaBan aHanu3 Ha OS cien MeauaHa Ha Ipocie/siBaHe
39,6 mecena. Ilpu 57% gannu 3a OS 3a miaHupaHOTO BpeMe Ha IpociesBane, MeauanaTa 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]).

JomsnauTenHA pe3yaTaty 3a egukacHoCT oT npoyuBane MM Y3013 ca npencraBenu B Tabnmma 11

H0-71011y.
Ta6auma 11: Pe3yararu 3a epukacHoct 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%)
ITeaen otroop (CR) 23 (15,2%) 4 (2,6%)
MHoro 100bp yactuyer 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=naparymymab-nomannaomMua-nekcamerasos; Pd=nomanumnomun-nexcamerazorn; MRD=MuHHMaIHO 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 crpatudukannoHan Gakropu

®  Yecrorara Ha otpunarenso MRD ce ocHoBaBa Ha intent-t0-treat mormyamust u Ipar ot 10°

" p-croiinoct oT Tounus Tect Ha Fisher.

IIpu pecioHmepuTe MeauaHaTa Ha BpemeTo 10 oTroBop € 1 mecen (amama3os: 0,9 mo 9,1 mecena) B
rpynara ¢ D-Pd u 1,9 mecena (nuanazosn: 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, yuxiogochamuod u oexcamemasorn npu nayuenmu ¢ AL
aAMUIOUO03a

B npoyuBane AMY3001, oTkpuTo, paHIOMHU3UPAHO, aKTUBHO-KOHTPOIUpPaHO npoyuBane ¢aza I, ce
cpaBHsiBa neuenre ¢ DARZALEX 3a noakoxuo npunoxenune (1800 mg) B komOuHanus ¢
6oprezomu6, ruknodochamu u aekcameraszon (D-VCd) ¢ neuenne ¢ 6opre3oMub, UKIOPOChamMmuT
u nexcamerasoH (VCd) camocTosTeTHO TTpH MAIMeHTH C HOBOIMArHOCTHIIMPaHa cucteMHa AL
amuiono3a. Pangomusupanero e crpatuduunpano no Cucremara 3a cTagupaHe Ha CbpACUHUTE
n3MeHenus npu AL amunongosa (AL amyloidosis Cardiac Staging System), o IbpaBH, KOUTO
0OWKHOBEHO Tpe/iaraT aBTOJI0KHA TpaHCIUIAaHTAaMs Ha cTBOIOBU KieTk (ASCT) mpu manueHTH ¢
AL amunonioza u mo 660pedHa QyHKIHA.

Bcenukn manuentn, Bkimrodenu B mpoyuBane AMY 3001, umat HoBonuarHoctunupana AL amunongosa
C Hal-MaJIKO eFH 3aCerHaT OpPTraH, U3MEPUMO XeMaTOJIOTHIHO 3a00JsBaHe, ChPICYHO 3acsiTaHe
craauii [-11IA (Bb3 ocHOBa Ha EBpomeiickara Mmogudukamms mo Mayo 2004 3a ctagupane Ha
ChpJCUHOTO 3acsrane, European Modification of Mayo 2004 cardiac stage) u kinac [-1ITA mo NYHA.
[Manuentu c xnac 11IB u IV o NYHA ca uskinrouBaHu.

Boprezomu (s.c.; 1,3 mg/m? Tenecna noBbpXHOCT), UKI0pochamus (MepopaaHo UK 1.V.;

300 mg/m? renecHa NOBLPXHOCT; MaKCUMasHa 103a 500 mg) u nexcameTaszoH (IIepopaIHO MM i.V.;

40 mg wm HamaneHa fo3a 20 mg npu naruenTty >70 roauHu, HHIEKC Ha TenecHaTa Maca [ BMI]
<18,5 Wiu MalnueHTH ¢ XUIIEPBOJICMHS, JIOIIO KOHTPOJIMPAH 3aXapeH quadeT WK MpeaxoIHa
HEMMOHOCHMOCT KbM CTEPOUIHA TepaIvs) ca MpUaraHd BEIHBX CEIMUYHO Ha JieH 1, 8, 15 u 22 o1
MOBTapsIIUTe ce 28-A1HeBHU [4-ceaMuuHU | uKiIU. B nuute Ha npunarane Ha DARZALEX ce naBa
JlekcaMeTa30H B 7io3a 20 mg KaTo JIEKAPCTBEH MPOIYKT 32 MPEeMETUKAIUs, 2 OCTAHAIOTO KOJIMIECTBO
ce naBa B aeHs cien npuioxkenneto Ha DARZALEX. Bopre3omu0, nukinodpochamus u gekcaMeTa3oH
ce TpuIIarar B Iect 28-1HeBHU [4-CeIMUYHY | [IUKbBIIa B IBETE paMeHa Ha JICYSHHE, JIOKATO JCUSHUETO
¢ DARZALEX npoasmkasa Jio mporpecus Ha 3a00JIIBaHETO, 3aII0YBaHE Ha ITOCIIEABAINA TePAIHs HITH
3a MakCHMaiHoO 24 nukbia (~2 TOJUHM) OT IIbpBaTa J103a Ha JISYeHHETOo B poyuBaHeTo. Kopekiuu Ha
Jo3ara Ha 6opTe3oMu0, ukIodocdaMua 1 iekcameTa3zoH ca IpUiIaraHu Criopesl KpaTrkaTta
XapaKTePUCTHKA Ha TPOITYKTHUTE.

Panpomusupanu ca o61ro 388 naruentu: 195 B pamoto ¢ D-VCd u 193 B pamoro ¢ VCd. U3zxonuute
nemMorpadcku JaHHHM U XapaKTEPUCTHKUTE Ha 3a00JIIBAHETO Ca CXOAHU MEXIY IBETE TPYIH Ha
nedenue. [Toeuero (79%) oT manueHTHUTE UMAT 3200JIIBaHE ChC CBOOOJIHY JICKH BEPUTH THIT JamMOa.
MenuanaTta Ha Bh3pacTTa Ha manueHTute € 64 roguan (quana3on: 34 mo 87); 47% ca > 65 roauny;
58% ca mpxe; 76% ca ot eBponeniHaTa paca, 17% ca oT a3uarcku nmpousxoq, a 3% ca
appoamepukaniy; 23% umat AL amunonzosa cbe ChbpACUHO 3acArane KiuHuueH cranuii |, 40% umar
craguii II, 35% mumat craguii IITA, a 2% umat ctaguii I11B. Bcuuku namueHTy ”MaT €4yH WM II0BeUe
3acerHaTH OpraHy, a MeJriaHaTa Ha Opost 3acerHaTH opraiu e 2 (quanasos: 1-6), karo 66% ot
NalMeHTUTE UMaT 2 WM NIOBEYE 3aCerHaTu OpraHy. 3acsiraHeTo Ha KU3HEHOBa)KHU opranu e: 71%
cbpue, 59% 0b6penu u 8% uvepen npood. IlannenTu cbe ceH3opHa nepudepHa HEBPOMATHs CTENEH 2
Wi ¢ 6oje3HeHa nepudepHa HeBponarus creneH | ca n3kimouBanu. [IbpBUYHATA KpaiiHa TOYKa 32
e(uKacHOCT € yecToTaTa Ha xemarojoruyeH mbieH orroBop (HemCR) ciopen ouenkata na Komurera
3a HE3aBUCHM IIperJie]] Bb3 OCHOBA Ha MEXIyHapOIHUTE KOHCeHCYCHH KputepuH (International
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Concensus Criteria). [IpoyuBane AMY 3001 noka3sa nogoodpenne Ha HemCR B pamoto ¢ D-VCd B
cpaBHeHue ¢ pamorto ¢ VCd. Pesyirarute 3a eukacHocT ca 00001eH: B Tadua 12.

Ta6auna 12:  Pe3yararu 3a epukacHoct oT npoyuBane AMY3001?

D-VCd VCd P
(n=195) (n=193) CTOITHOC
T
XematonoruueH nbiieH otroBop (HemCR), n (%) 104 (53,3%) 35 (18,1%) <0,0001°
MHoro 106bp yactuueH orrosop (VGPR), n (%) 49 (25,1%) 60 (31,1%)
UYacrtuuen otrosop (PR), n (%) 26 (13,3%) 53 (27,5%)
Xematonoruuen VGPR wmm no-no6sp (HemCR + | 153 (78,5%) 95 (49,2%) <0,0001°
VGPR), n (%)
[IpexuBsieMoCT 6€3 IPOTPECHS ChC 3HAUNTETHO 0,58 (0,36; 0,93) 0,0211"
BiomraBane Ha opranute (MOD-PFS),
Koedwunuent Ha pucka npu 95% CI®

D-VCd=naparymymab-60prezomua-uukinopochamu-nekcamerason; VCd=6oprezoMmua-uukinopochaMui-aeKcamMmera3os
a

0

B13 ocHoBa Ha intent-to-treat TOITyJIAIHST
p-cToiiHoCT OT Xu-KBapar tect Ha Cochran Mantel-Haenszel.

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

WITH CMBPT
HomunanHa p-ctoitHoCT OT inverse probability censoring weighted (IPCW) log-rank Tect

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

171 num) B rpynara ¢ VCd. Meauanata Ha npoabsmkutennoct Ha HEMCR He e gocTurHara u B IBETe
pamMeHa.

Menuanata Ha pocieAsiBaHeTo B mpoyuBaneTo ¢ 11,4 mecena. Mennanara Ha IpexuBsieMOCcTTa 0e3
HpOrpecus ChC 3HAUMTENHO BiomaBane Ha opranute (MOD-PFS) He e mocTUrHaTa py MalueHTUTE B
JIBETE paMeHa.

Jannwute 3a obmiara npexussiemocT (OS) He ca noctarbuau. HabnromgaBanu ca o01o 56 cMbpTHH
ciydau [n=27 (13,8%) B rpynata ¢ D-VCd cnpsimo n=29 (15%) B rpymnara ¢ VCd].

KinauueH onut ¢ gaparymyMa0 KOHIIEHTPAT 3a MHGY3MOHEH pa3TBOp (JiekapcTBeHa hopma 3a
MHTPABEHO3HO IIPWIOKEHUE)

Hoeoouaznocmuyupan Myamunien Mueiom

KomOunupaHo neueHue ¢ JeHaNUIOMU M JEeKCaMEeTa30H MPH MAlMEeHTH, KOUTO He ca MOAXOASIIH 32
ABTOJIOXKHA TPAHCIUIAHTALIMS HA CTBOJIOBH KJIETKU:

[MpoyuBane MMY 3008, oTKpUTO, paHIOMU3UPAHO, AKTHBHO-KOHTPOJIMPAHO MpoyuBane ¢asza lll,
CpaBHsIBa JIEUEHHUE C JapaTyMyMad 3a HHTpaBeHO3HO npriioxeHne 16 mg/kg B komOuHaIws ¢
JIeHAJIMIOMU/I ¥ HUCKA J103a AekcameTa3oH (DRd) ¢ neyenue c jeHanuaoMu 1 HUCKa 1032
nexcamera3oH (Rd) mpu manueHTH ¢ HOBOJIMATHOCTHIIMPAH MYJITUILICH MUenoM. JIeHamuioMu 1

(25 mg npunaran nepopaiHO BeAHBK JHEBHO Ha JAHU 1-21 oT noBTapsiim ce 28-aHeBHU [4-
CeIMUYHH | IUKJIN) CE TpHUiiara ¢ HUCKa 7103a IepopajieH WM HHTPABEHO3EH JIeKCaMeTa30H

40 mg/cenmunia (MM HaMaieHa j103a ot 20 mg/ceaMulIa IPY HALMEHTH >75 TOIUHU WU HHJCKC Ha
tesnecHara maca [body mass index, BMI] <18,5). B auure Ha nn(y3us Ha qaparymyma 3a
MHTPABEHO3HO NPHUIIOKEHHE 103aTa Ha JEKCAMETA30H Ce MpHilara KaTo NpeMeAnKalus MpeIu
nH}y3usaTa. Kopeknum Ha 103aTa 3a JEHAIMAOMH U IEKCaMETa30H Ce U3BBPILIBAT ChIIIACHO KpaTKaTa
XapaKTepHCTHUKA Ha TIPOIyKTa, MIPeI0CTaBeHa OT MPOU3BOAUTENA. JIeYeHHeTo MpoabiiKaBa B IBETE
pamMeHa 0 mporpecus Ha 3a00JsIBaHETO MIIM HETIPHUEMITNBA TOKCUYHOCT.

Pangomusupanu ca o610 737 naruenrta — 368 B pamoro Ha DRd 1 369 B pamoto Ha Rd. 3xoaHute

nemorpadcku JaHHHM U XapaKTEPUCTHKUTE Ha 3a00JISIBAHETO Ca CXOAHHM MEXTy JIBETE TePAlleBTHYHH
pamena. MenuaHaTa Ha Bb3pacTTa € 73 (quanas3oHn: 45-90) rogunau, kato 44% OT manMeHTUTe ca Ha
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BB3pacT > 75 roaunu. [loBeuero ca ot Osnata paca (92%), mexe (52%), 34% umat ckop 3a
(YHKIIMOHATHO CHCTOSIHUE IO CKanarta Ha V3TovHaTa koonepaTHBHA OHKOJOrHYHA Tpyna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umar ckop no ECOG 1, a 17% umat ckop no ECOG
>2. [IBazeceT U ceieM MpoLeHTa UMaT 3a0omsiBane ctafuii | mo MexxayHapoHaTta ctaaupania
cuctema (ISS), 43% umar ISS craguii II u 29% umart ISS cranuii 11I. EdukacHocTTa € onieHeHa upe3
npexxuBseMoctTa 6e3 mporpecus (PFS) Bp3 ocHOBa Ha kpuTepunte Ha MexayHaponHaTa paboTHa
rpyna no muenoM (International Myeloma Working Group, IMWG) u upe3 ob1iara npe:kuBsieMoCT
(0S).

IIpu Meaunana Ha npocnensBane 28 Mecelia TbpBUYHUAT aHanu3 Ha PFS B npoyusane MM Y 3008
nokasea nogoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoro Ha Rd; menuanata na PFS ne e
nmocturaara B pamoro Ha DRd m e 31,9 mecena B pamoto Ha Rd (koedurment Ha pruck [HR]=0,56;
95% ClI: 0,43, 0,73; p <0,0001), koeto mpecrapiisiBa 44% HamMalleHUE HAa PUCKA OT MPOTPECHUs Ha
3a00JISIBAHETO WIIM CMBPT MPH NalMeHTHTe, JekyBaHu ¢ DRd. Pesynrature ot akryanusupanus
ananu3 Ha PFS cien Menuana Ha npociieasBade 64 Meceria mpoab/bKaBar Ja MoKa3Bat Moa00peHre Ha
PFS npu manmentute B pamoro Ha DRd B cpaBuenue ¢ 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% CI: 0,45; 0,67).

®urypa 3: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3008

1.0
0.8 +
0.6 -

0.4 - ‘#MA 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
KoedumeHT Ha pucka 3a D-Rd crpamo Rd (95% CI) 0.55 (0.45, 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 369333307 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

[Ipu mennana Ha npocnensBane 56 mecena DRd mokassa npeaumMcTBo 1o otHomieHue Ha OS B
cpaBHenue ¢ pamoto Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pesynratute ot
akTyanu3upanus ananus Ha OS cren Menuana Ha mpociiesisiBaHe 89 Mecena MmpoabKaBar Jia oKa3BaT
mogobpenre Ha OS mpu maruenTure B pamoTo Ha DRA B cpaBHenue ¢ pamoro Ha Rd. Mennanara Ha
OS ¢ 90,3 mecera B pamoro Ha DRd u 64,1 mecena B pamoto Ha Rd (HR=0,67; 95% CI: 0,55, 0,82).
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®@urypa 4: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3008

1.0

0.8 —

0.6 —

0.4 —

MponopLUms NpexuBsemocT

0.2 —
O—T—T 7T T T T T T T T T T T T T T 71
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108
Meceuw
No. B puck

Rd 369 343 324 308 294 270 251 232 213 194 182 164 149 138 120 59 11 2
D-Rd 368 346 338 328 305 297 280 266 249 246 233 217 206 195 168 90 21 0

JlonbIHUTEIHY PE3YITaT 3a euKracHOCT OT npoyuBane MMY 3008 ca npeacraBenu B Tabnuia 13

0
0

H0-71011y.
Ta6auna 13: JlonmbJHUTEIHH Pe3yJTaTH 32 epuKacHocT oT npoyuBane MMY3008?
DRd (n=368) Rd (n=369)
061 otroop (sSCR+CR+VGPR+PR) [n(%)]* 342 (92,9%) 300 (81,3%)
p-croitHoCT® <0,0001
Heocniopum meiien otroop (sCR) 112 (30,4%) 46 (12,5%)
[Ibsien otrosop (CR) 63 (17,1%) 46 (12,5%)
MHoro n1o6bp yactuyen orrosop (VGPR) 117 (31,8%) 104 (28,2%)
YactuueH otrosop (PR) 50 (13,6%) 104 (28,2%)
CR wnnu no-no6sp (sCR + CR) 175 (47,6%) 92 (24,9%)
p-cToiHOCT® <0,0001
VGPR wiu mo-1065p (sCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-cToiHOCT® <0,0001
Yecrora Ha oTpurareino MRD*® n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28,9%)

(4,9%, 10,5%)

CpoTHOIIIEHHe Ha maHcoBete ¢ 95% CI°

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

p-croitHOCT"

<0,0001
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DRd=naparymyma0-neHanuaoMuI-1eKcaMeTa3oH; Rd= nenanuaomun-nexkcamera3od; MRD=MHHUMAaIHO OCTaThYHO

3abonsaBane; Cl=noBepureneH nHTepBal
a

b
c
d

B3 ocHoBa Ha intent-to-treat momysamus
p-ctoiiHocT oT xu-kBagpar tect Ha Cochran Mantel-Haenszel
B3 ocHOBa Ha mpar 10°°

M3znomsBano e m3uncienne no Mantel-Haenszel Ha 001110T0O CHOTHOIIIEHHE HA ITAHCOBETE 32 HECTPATHHIPAHT
tabmuiy. ChOTHOLIIEHHE Ha IIaHcoBeTe > | mokassa npeaumcTso 3a DRd.
p-croitHOCT OT TouHMs TecT Ha Fisher.

IIpu pecnionaepuTe MeauaHaTa Ha BpeMeTo 10 otroBop ¢ 1,05 mecena (quamazon: 0,2-12,1 mecena) B
rpymara Ha DRd u 1,05 mecena (auanason: 0,3-15,3 mecena) B rpynata Ha Rd. Menuanara na
MPOABIDKUTEITHOCT Ha OTIOBOPA He € JocTurHata B rpynara Ha DRd u e 34,7 mecena (95% CI: 30,8,
HE MOXe JIa ce OIeHH) B rpynara Ha Rd.

KomOunupano sneuenue ¢ 6oprezomuod, mendanan u npeaanzod (VMP) npu nanueHTH, KOUTO He ca
MTOIXOJISIIIIN 32 aBTOJIOYKHA TPAHCIIAHTAIINS HA CTBOJIOBH KJIETKH:

[IpoyuBane MM Y3007, oTKpUTO, paHAOMHU3HNPAHO, AKTHBHO-KOHTPOJIMPaHO mpoyuBaHe ¢asa I,
CpaBHsIBA JICYCHUETO C IapaTyMyMal 3a MHTPABEHO3HO MpriiokeHue 16 mg/kg B koMOMHaIuUs C
oopTe3oMu0, Merndanan u npeauu3oH (D-VMP) ¢ neyenunero ¢ VMP npu manuesTH ¢
HOBOJMArHOCTUIIMPAH MYITHILIEH MAEJIOM. bopTe3omMu0 e mpuaras 4pe3 MoJK0KHa WHXKEKIHA B
mo3a 1,3 mg/ m? TenecHa MOBBPXHOCT JIBa ITBTH CEAMHUYHO Ha cenmuii 1, 2, 4 u 5 3a mbpBuUs 6-
CeJMHMYEH UK (UKBI 1; 8 1031), MOCIEABAHO OT BEAHBXK CSIMHUYHO MPHIIOKCHUE HA ceMuiu 1,
2,4 u 5 3a ome oceM 6-ceqMuuHK UMK (uKny 2-9; 4 1031 Ha 1uKbI). Mendanan B 103a 9 mg/m? u
npeaau3oH 60 Mgy/mM?2 ce npuaraT MepopaitHo B AHK 1 10 4 OT AeBeT 6-ceAMUYHYU IUKIN (mukiu 1-9).
Jleuenueto ¢ qapaTymyMab 3a HHTPaBEHO3HO MPUIIOKEHHUE MPOABIDKaBa 0 MPOrpecHs Ha
3a00JIIBaHETO WJIH IO HEMIPUEMITHBA TOKCUIHOCT.

Pangomusupanu ca o6mo 706 nanuentu: 350 B pamoto Ha D-VMP u 356 B pamoto Ha VMP.
Nzxomuute nemorpad)cku JaHHU U XapaKTEPUCTHKK Ha 3a00JISIBAaHETO ca MOJIOOHHU B IBETE TPYIH Ha
nedeHne. Meananara Ha Be3pactta € 71 (amamazon: 40-93) roguau, kato 30% ot manueHTuTe ca >75-
roJuinHa Bb3pact. [Toedero ca ot Osutata paca (85%), sxenu (54%), 25% uMat GpyHKIIMOHAJIEH CKOP
o ECOG 0, 50% umat cxop o ECOG 1, a 25% umart ckop mo ECOG 2. ITanimenture umat
IgG/IgA/nexoBepmken muenoM B 64%/22%/10% ot ciayqaute, 19% nmat 3abonsBane ISS cragwmii |,
42% wnmart ISS cragmit 11, 38% umat ISS cranmii 111, a 84% mMaT UTOreHETUYHHN U3CIIEABAHUS ChC
cranaapteH puck. E¢ukacHoctTa € orieneHa upe3 PFS Bb3 ocHoBa Ha kputepuute Ha IMWG u Ha
obmrara mpexussiemoct (OS).

IIpu meaunana Ha npocnensBane ot 16,5 mecena mbpBuYHKUAT aHanu3 Ha PFS B mpoyusane MM Y3007
nokasea nojaoopenue B pamoto Ha D-VMP B cpaBHenue ¢ pamoto ¢ VMP; mennanara va PFS nHe e
nmocturaara B pamoto Ha 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 aHaimm3 Ha PFS cien Mmeaunana Ha nmpocrneasBane oT

40 mecera mpoIbJDKABAT JIa MOKa3BaT nmogoopenue Ha PFS npu manmenture B pamorto Ha D-VMP B
cpaBHeHue ¢ pamoto ¢ VMP. Meaunanara Ha PFS e 36,4 meceua B pamoro Ha D-VMP u 19,3 mecena B
pamoro Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p<0,0001), koeTo mpecrapisBa 58% HamalieHUE Ha
pHCKa OT Tporpecus Ha 3a00JIIBaHETO WM CMBPT IIPU MAIMEHTUTE, JeKyBanu ¢ D-VMP.
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®@urypa 5: Kpupu na Kaplan-Meier 3a PFS B npoyuBane MM Y3007

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)
2 P <0.0001
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I I I I I I I I I I I I I 1 I I 1
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

Cnen meauana Ha npocnegsBane ot 40 mecena D-VMP nokassa npegumMctBo 1o otTHoueHue 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 MPU MAI[UEHTHUTE, JIEKyBaHU B pamoTo Ha D-VMP. Crenq menuana Ha
npociensBane 87 mecena, meauanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP u
53,6 mecema (95% CI: 46.3, 60.9) B pamoTto Ha VMP.
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®urypa 6: Kpueu na Kaplan-Meier 3a OS B npoyuBane MMY3007

1.0
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02 (N =350 (N =356)
Menwana Ha ofwara NpesMEREMOCT - MECELM 63.0 53.6
KoedmumeHT Ha pucxa 3a D-VMP vs. YMP (95% CI) 0.65 (0.53-0.80)
F=0.0001
0
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Meceum

MawweHTH B pucx

VMP 356 323 311 201 268 242 217 197 167 148 133 124 113 102 79

27
D-VMP 350 327 318 301 288 275 258 244 227 205 183 171 184 154 128 42

1 0
1 0

JomsnauTtenHn pe3yaTarty 3a egukacHocT oT npoyuBane MM Y3007 ca npencraBenu B Tabnwuma 14

O-I0JTy.

Ta6auna 14 JlonmbJHUTEIHH Pe3yJTaTH 32 epuKacHocT oT npoyuBane MMY30072

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

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

p-croiHOoCT® <0,0001

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

[Tenen otroBop (CR) [n(%)] 86 (24,6) 62 (17,4)

Mpuoro 1066p uactrder otrosop (VGPR) [n(%)] 100 (28,6) 90 (25,3)

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

CrpoTHOIIIEHHe Ha maHcoBete ¢ 95% CI°

4,36 (2,64; 7,21)

p-cToiiHoCT!

<0,0001

D-VMP=naparymyma6-60pre3oMud-mMendanan-npenan3on; VMP=06oprezomubd-mendanan-npenqan3on; MRD=muHUMATHO

OCTaTBb4YHO 3a6OII$IBaHe; CIZHOBepI/ITeHeH HUHTEPBAJ.
a

6

Bb3 ocHoBa Ha intent-to-treat MOy JIalns.
p-croiiHocT oT Xu-KBaapaT TecT Ha Cochran Mantel-Haenszel.

® B3 ocHoBa Ha mipar 107

r

CpoTHOIIEHHE Ha MIaHCOBeTe > | moka3Ba npeauMcTBo 3a D-VMP.
p-croitHOCT OT TouHMs TecT Ha Fisher.
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IIpu pecionnepute MeauanaTa Ha Bpemeto 10 otroBop € 0,79 mecena (auamazon: 0,4 mo 15,5 mecerna)
B rpymara ¢ D-VMP u 0,82 mecena (muamnason: 0,7 go 12,6 mecena) B rpynara ¢ VMP. Mennanara Ha
MPOABIDKUTEIHOCT Ha OTTOBOPa HE € JocTurHara B rpynarta ¢ D-VMP u e 21,3 mecena (nuana3oH:
18,4, He Moxke J1a ce olieHn) B rpynata ¢ VMP.

W3BBpIIIeH € aHamu3 1o MOATPYH IPH MAIMeHTHTE Ha Bh3pacT Hail-Manko 70 TOAMHM WK TIPH
MalMeHTHTE Ha BB3pacT 65-69 roannu ¢ pynkuuonanen ckop no ECOG 2 unu nox 65-roaumina
BB3pACT ChC 3HAUMTENHHU ChIIBTCTBAITH 3a00saBanns Win ¢yHKIHoHaneH ckop o ECOG 2 (D-VMP:
n=273, VMP: n=270). Pe3ynrarute 3a epuKacHOCT B Ta3u MOATPYIa CHOTBETCTBAT Ha 00maTa
nonynanus. B Tasu noarpyna Mmenuanata Ha PFS He e nocturnara B rpynata ¢ D-VMP u e

17,9 mecena B rpynata ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p<0,0001). Obmiara yecroTa 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 rpynara ¢ D-VMP u 7% B rpynata ¢ VMP). Pe3ynrarute 3a 6€301acHOCT B Ta3u
MOATpyTHa ChOTBETCTBAT Ha o01Iara nomynaus. OCBeH TOBa, aHATU3UTE 32 0€30TaCHOCT B
noarpynara naruentu ¢ pynkiuonane ckop mo ECOG 2 (D-VMP: n=89, VMP: n=84) csmio
CHOTBETCTBAT Ha 00IIaTa MOy JIaIHS.

Kombunupano neuenue c bopmezomubd, maruoomuo u oexcamemasor (VI1d) npu nayuenmu,
ROOX00SUWU 3a ABMOJIONCHA mMpaHcnianmayus Ha cmeonosu kiemxu (ASCT)

[MpoyuBane MM Y3006 e oTKpuTO, paHIOMU3UPAHO, AKTUBHO-KOHTPOJIHUPAHO MpoyuBaHe ¢asa Il B
nBe yactu. YacT 1 cpaBHsABa MHAYKIMOHHO W KOHCOJIMIUPAILO JIEUEHUE ¢ AapaTymyma0 3a
MHTPaBEHO3HO npuiiokenue 16 mg/kg B koMmOuHaus ¢ 60pTe30MHUO, TATUIOMUN U AekcameTa3oH (D-
VTd) ¢ neyenue ¢ 6opTe3oMud, TanuaoMua 1 nexkcameraso (VTd) npu nanueHTH ¢
HOBOJMATHOCTULIMPAH MYJITUIUIEH MUenoM, noaxosamu 3a ASCT. ®azata Ha KOHCOIUAUPALLO
nedyenue 3anousa MUHUMYM 30 quu cieq ASCT, korato nauueHThT ce € Bb3CTaHOBUI 1OCTAThYHO U
MPUEMaHEeTO Ha MPUCaKaTa € BIHO. B yacT 2, yuacTHUIMTE, KOUTO ca C IOHE YACTHYCH OTTOBOP
(PR) no men 100 cien TpaHcIuiaHTaLus ca IOBTOPHO PaHJOMU3UPAHH B ChbOTHOIIEHHE 1:1, Ha
MOJIBPIKALLO JISUEHHUE ¢ AapaTyMyMad win camo Habmonasanu. [lo-gomy ca onucanu camo
pesyaTatu oT gact 1.

BopTe30Mu6 ce mpuiara 4pe3 NOJKOKHA WM MHTPABEHO3HA MHKEKIUA B f103a 1,3 mg/m? tenecna
MOBBPXHOCT J[BA ITBTH CEIMUYHO B MPOJIBIDKEHNE Ha 1Be ceamuny (nHu 1, 4, 8 u 11) ot moBrapsmute
ce 28-gHeBHU (4-CeIMUYHN) ITUKIN HA MHIYKIIMOHHO Jeuenue (1ukiu 1-4) u qBa KoHCOMMIupamu
nukbia (ko S u 6) cieq ASCT cnen ik 4. Tanmupomua ce mputara mepopaitHo B qo3a 100 mg
JTHEBHO TI0 BpEME Ha MIECTTe MUKBIIa ¢ bopTe3oMud. JlekcamerazoH (IepopajieH Wil HHTPABEHO3EH )
ce mpwiara B 1o3a 40 mg B muu 1, 2, 8,9, 15, 16,22 n 23 ot ukiu 1 1 2 u B 103a 40 mg B 1uu 1-2
20 mg B mocrneABalIuTe JHU Ha npuioxenue (aau 8, 9, 15, 16) ot nukiu 3-4. [lekcamerazon 20 mg ce
npunara B qau 1, 2, 8,9, 15, 16 or nukiu 5 u 6. B nHUTe Ha MHOY3UA HAa JapaTyMmymad 3a
MHTPaBEHO3HO MPUJIOKEHUE J03aTa Ha JEKCaMETa30H Ce IIpuiiara HHTPABEHO3HO KaTo JIEKApCTBEH
MPOAYKT, puiiarad npeau undpysusara. Kopekuuu Ha 103UTe Ha 00pTE30MHO, TATMIOMUL U
JIEKCAMETa30H CE MPaBAT ChIIIACHO KpaTKaTa XapaKTepPUCTHUKA Ha MPOyKTa, MPEICTaBeHa OT
MIPOU3BOAUTETIS.

Pangomusupanu ca 06mo 1 085 manuentu: 543 B pamoro Ha D-VTd u 542 B pamoto na VTd.
Wzxoauute nemorpadcku JaHHU U XapaKTEPUCTHKU Ha 3a00JIsIBAHETO ca OJOOHN MEXIy JBETE
TpyIu Ha jiedeHrne. Meananara Ha Bh3pacTTa € 58 (quanazon: 22 1o 65) roguau. Beudky namueHTHn
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. [ToBeuero ca mbxe (59%), 48% umar
¢dyukiuonanen ckop no ECOG 0, 42% umar ¢ynkiuonanex ckop no ECOG 1 u 10% umar
¢ynkunonaien ckop no ECOG 2. UetupuzeceT nporeHTa uMaTt 3a0oisiBane B craauii [ mo
MexnaynaponHara cuctema 3a craaupane (International Staging System, ISS), 45% umat cranuii Il mo
ISS u 15% nmart cragmii III mo ISS.

EdukacHoctTa € orieHsIBaHa 110 4YeCTOTa Ha HeocropuM mbyieH otroBop (sCR) B aen 100 cnen
TpaHcrutantanusta u PFS.
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Ta6auuna 15. Pesyarartu 3a edpuxacHoct ot npoyuBane MMY30062
D-VTd (n=543) | VTd (n=542) P-croiinoct®

Onenka Ha otroBopa B neH 100 cirexn

TPAHCIUIAHTALMATA
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%)

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

Bb3 ocHOBa Ha intent-to-treat momynarus.

- = (=) 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 Ha IIAHCOBETE 3a CTPATU(QHUIUPAHH TaOIUIIH.

[IspBuunmAT ananu3 Ha PFS npu npocnenssane ¢ meauana 18,8 Mecena, upes 1ieH3ypUpane Ha
NalMeHTHTE, KOUTO Ca PaHJOMH3HUPAHH 32 IO UIBPIKAIIIO JeYSHUE C JapaTyMyMal IpH BTopaTa
pangomm3anus, mokazsa HR=0,50; 95% CI: 0,34, 0,75; p=0,0005 kM gaTaTa Ha BTOpata
pangoMu3zanus. Pesynrature ot akryanusupa ananu3 Ha PFS ¢ Meanana Ha npocneisBane

44,5 mecerna, upe3 IEH3ypHpaHe Ha MAMeHTUTE, KOUTO Ca PaHIOMHU3HPAHH 32 TOLIBPXKAIIO JICUCHUE
¢ 1apaTyMyma0 mpu BTopara pangoMuzanus, nokassat HR=0,43; 95% CI: 0,33; 0,55; p<0.0001.
Menauanara Ha PFS ne e nocturnara B pamoro Ha D-VTd u e 37,8 mecena B pamoro Ha VTd.

65




®@urypa 7: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3006
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Peyuousupan/peppaxmepern myamunien mueiom

MomnoTepanus

KnvHnvHaTa e(ukacHOCT U 6€30MaCHOCT HA MOHOTEPAIUSTA C JapaTyMyMa0 3a HHTPaBEHO3HO
NPUIIOKECHUE TIPH JICUCHHE Ha Bb3PACTHHU MMAIMEHTHU C PEIMIMBUPAT U pepaKkTepeH MyITHILICH
MHEJIOM, YHUSITO MPEANIIHA TePAITsl BKII0YBA POTEa30MEH HHXUOUTOP U UMYHOMOTYJTATOPHO
CPEJICTBO U KOWTO Ca MOKa3alii MPOrpecus Ha 3a00JIIBAHETO MPH MOCIIEHATA Tepansl, ca
JIEMOHCTPHMPAHH B JIBE€ OTKPUTH MTPOYIBAHUS.

B npoyusane MMY 2002, 106 manueHTH ¢ peluAnBHpaI U pedpakTepeH MyITHIDICH MAEIOM
nonyvasat 16 mg/kg napatymyma0 3a HHTpaBEHO3HO NPUIIOKEHHUE A0 Nporpecus Ha 3a00JIsIBaHETO.
MennanaTta Ha Bb3pacTTa Ha manueHTute € 63,5 rogunu (nuama3on ot 31 mo 84 roguam), 11% ot
ManueHTuTe ca >75 rogunu, 49% ca Mbxe U 79% ca ot eBponenaHa paca. [lanuenture momyyasar
CpelIHO 5 MpeamecTBaly JUHIH Tepanusd. OceMIeceT MPOLEHTa OT MAMEHTUTE Ca MTOAJIOKEHH Ha
MPeIX0Ha aBTOJIOKHA TpaHCcIUIaHTanus Ha cTBosioBH KieTku (ASCT). [IpenmectBamnure Tepanuu
BKIIt0uBaT 00pTe30MHO (99%), nenanumomun (99%), nomanumomus (63%) u kapdunzomud (50%). Ha
M3XO0AHO HUBO 97% OT manueHTHTe ca pepakTepHHU Ha TIOCJIEAHATA JIUHUS Ha JieueHue, 95% ca
pedpakTepHH KakTo Ha npoTeazomed nHxuobuTop (PI), Taka 1 Ha IMYHOMO/TYJTUPAIIIO CPEJICTBO
(IMiD), 77% ca pedpakTepHu Ha aJKWIApAIlU cpeacTBa, 63% ca peppakTepHH Ha TIOMATHIOMHU 1
48% ot mauuenTture ca pedpakrepHu Ha KapPpuazoMuo.

Pesynrarure 3a epuKacHOCT OT NMPeIBAPUTEITHO TUIAHUPAHUS MEXINHEH aHaJi3, Bb3 OCHOBA Ha

oueHka Ha KomuTer 3a HezaBucum nperiien (Independent Review Committee, IRC) ca npeacraBenu B
tabmmna 16 mo-mgomy.
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Ta6auna 16: Ouenenn ot IRC pesyararu 3a epukacHoct ot npoyuBane MMY2002

Kpaiina Touka 3a epuxacHoct Jdapatymyma0 3a HHTPaBEeHO3HO
npuioxenue 16 mg/kg
N=106
O6ma crenen Ha orrosop’ (ORR: SCR+CR+VGPR+PR) [n (%)] 31 (29,2)
95% ClI (%) (20,8, 38,9)
Heocmopum mbiaen otrosop (SCR) [n (%)] 3(2,8)
IIsnen orrosop (CR) [n] 0
MHoro 106bp yactuyeH otrosop (VGPR) [n (%)] 10 (9,4)
UYacruuen otrosop (PR) [n (%)] 18 (17,0)
Crenen Ha kuangaa non3a (ORR+MR) [n(%)] 36 (34,0)
CpeHa IpOABIDKUTEIIHOCT Ha OTroBopa [Meceru (95% CI)] 7,4 (5,5, NE)
CpeHo BpeMe JI0 OTroBOp [Mecenu (auamnason)] 1(0,9; 5,6)

IIppBuvHa KpaiiHa Touka 3a epuxacHocT (kpuTepuu Ha International Myeloma Working Group).
Cl=noBepurenen uatepsai; NE=He e onieHnmMo; MR=MuHHManeH oTroBop.

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

[Mpu akTyanu3anys Ha JAaHHUTE 3a TPEKUBIEMOCT MPU CPEITHA MPOIBIDKUTSITHOCT Ha MPOCIIE/ISIBaHe
14,7 mecena, OS e 17,5 mecena (95% CI: 13,7, He e orieHnMa).

[Tpu mpoyusane GEN501, 42 mamuenTn ¢ penuanBupai u pedpakTepeH MyJITUIUIEH MUEIIOM
nony4aBat 16 mg/kg napatymymab 3a HHTpaBEHO3HO MPUIIOKEHHUE A0 MPOrpecus Ha 3200 IsIBAHETO.
MenuaHaTta Ha Bh3pacTTa Ha MarueHTuTe ¢ 64 roauau (auana3oH ot 44 no 76 roaunn), 64% ca Mbxke
u 76% ca ot eBponenaHa paca. [lanmenTure B mpoy4YBaHETO NOIy4aBaT CPeaHO 4 IpEeALIeCTBAILN
nuHuM Tepanus. CeneMaeceT U YeTUPU NPOLEHTa OT NaUEHTUTe noiay4yasat npeaxonna ASCT.
[IpenmecrBamniure Tepanuu BKirouBat 6opre3omud (100%), nenanunomun (95%), moManuaoMu
(36%) n xappumzomub (19%). Ha nzxonno HUBO 76% 0T mauneHTUTe ca pepakTepHH Ha MMOcaeIHaTa
JMHUSA Ha edeHue, 64% ca pedpakrepHu kakTo Ha Pl, Taka u vHa IMiD, 60% ca pedpakrepHu Ha
aJIKUJIApaIy cpeacTna, 36% ca pedpakrepau Ha noManuaomus U 17% ca pedpakTepHu Ha
Kappun3oMuo.

ITpeaBapUTETHO TAHUPAHUIT MEKIMHEH aHATN3 TIOKA3Ba, Ye JIeUeHHeTo ¢ mapatymymad 16 mg/kg
Bou 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 otroBop ¢ 1 mecery (quana3on ot 0,5
1o 3,2). CpeaHarta IpoIbIDKUTEITHOCT Ha OTroBop He e nocturHara (95% CI: 5,6 mecenia, He €
OIICHUMA).

[Mpu akTyanu3aiys Ha JAaHHUTE 33 TPEKUBIEMOCT MPU CPEIHA MPOIBIDKUTSTHOCT Ha MPOCIIEISIBaHEe
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, oTkpuTOo, paHAOMH3UPAHO, KIMHUYHO MpoyuBaHe ¢a3a Il c akruBHa
KOHTPOJIa, CpPaBHSBA JICYCHUE C 1apaTyMyMal 3a MHTPaBEHO3HO npuiiokeHue 16 mg/kg B komOMHaIUs
C JICHATMJIOMHU/] ¥ HUCKa 1032 aekcamera3oH (DRd) ¢ neuenue ¢ nenanumomMu 1 HUCKa 7032
nexcameTa3oH (Rd) mpu nanmeHTy ¢ peruauBupai U peppakTepeH MyJITUIUIEH MUEIIOM, KOUTO ca
TTOJTYYIUTA Hal-MaJIKO €/THa TIpeaIecTBaria tepanus. JleHamugomun (25 mg BeIHBXK JTHEBHO
nepopaiHo B 10U 1-21 oT moBTapsmmTe ce 28-aHeBHU [4-CEAMUYHH| ITUKIIN) € TaBaH ¢ 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 npwiiokeHune 20 mg ot
Jl03aTa Ha JIeKCaMeTa30H ce Ipujiara KaTo JIEKapCTBEH MPOIYKT, pHUiaral npeau nudysusira, a
OCTaHajara 4acT ce JaBa B JieHs clieq nH(y3usaTa. JleueHneTo npoabnKaBa B IBETE paMeHa J10
mporpecus Ha 3a00JIBAHETO WIIM HETIPUEMIINBA TOKCHYHOCT.

Panpomusupanu ca o0mo 569 nanuenty; 286 B pamoto Ha DRd u 283 B pamoTo Ha Rd. U3xonnure
JemMorpadcku JaHHHU U XapaKTEPUCTHKHUTE Ha 3a00JI1BaHETO ca MOJA00HU MEXIy paMOTO Ha
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JapatymyMab 3a HHTPaBEHO3HO MPUIIOKEHNE U KOHTPOIHOTO pamo. MenuaHara Ha Bb3pacTTa Ha
nanuenTute e 65 roguan (nuana3oH 34 o 89 roaunn), kato 11% ca >75 ronunu. [loBedero
nanueHTH (86%) ca monydaBanu npenu ToBa Pl, 55% oT manuenTute ca noiayvyaBainyu Npean TOBa
IMiD, BkimtounTenHo 18% ot GOHHMTE, KOMTO ca TOTy4YaBaJid PEIU TOBa JIeHATUAOMU, a 44% ot
HalMeHTUTE ca nonydaBanu npeau tosa u PL, u IMiD. Ha usxonno HuBO 27% 0T nauueHTuTe ca
pedpakTepHH KbM MOcTeaHaTa TUHUS Ha tedeHne. Ocemuanecet mporenTa (18%) ot mammenTure ca
pedpaxTtepuu camo kb6M PL, a 21% ca pedpaxrepan kbM 60pTe3omud. PedpakrepHure KbM
TMEHATTUAOMU/L TIAITUEHTH Ca U3KJIFOYBAHU OT IIPOYUBAHETO.

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 Ha PFS ne e
nmocturrara B pamoro Ha DRd u e 18,4 mecena B pamoto Ha Rd (HR=0,37; 95% CI: 0,27, 0,52;

p <0,0001). Pesynrarure ot akTyanusupan aHanu3 Ha PFS cnen meauana Ha npocneasiBane oT

55 Mecelna npoabDKaBat qa nokassat nopoodpenue Ha PFS npu naumenture B pamorto vHa DRd B
cpaBHeHHe ¢ 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% HaManeHHe Ha
pHCKa OT MpOorpecus Ha 3a00JIIBAHETO WJIM CMBPT IPHU MaIMeHTH, JeKyBanu ¢ DRd (Bx. durypa 8).

®@urypa 8: 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 no otHomeHue Ha OS B
cpasuenue ¢ pamoto Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Menuanara Ha OS ¢ 67,6
Mmecena B pamoto Ha DRd u 51,8 mecena B pamoto Ha Rd.
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®urypa 9: Kpueu na Kaplan-Meier 3a OS B npoyuBane MMY3003
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N B puck
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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 euKracHOCT OT npoyuBane MMY 3003 ca npencraBenu B Tabnuia 17

H0-71011y.
Tabdauua 17 JlombJHUTETHM Pe3YJITATH 32 eUKACHOCT OoT npoyuBane MMY3003
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)
[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)
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 maHcosetre ¢ 95% CI®

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

P-croiinoct”

< 0,0001

DRd=naparymyma6-neHanuIoMuI-1ekcameTa3or; Rd=nenampomun-nexcamerazod; MRD=MHHUMAaIHO OCTATHYHO

3360H§IBaHe; CI:IIOBepI/ITeJIeH HUHTEPBAL; 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

>1 nmoka3Ba npeumyiiectBo Ha DRd.
p-croitHoCTTa € OT TouHwMs TecT Ha Fisher.

Kombunupano nevenue ¢ bopmesomud

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

[IpoyuBane MM Y3004, oTkpuTo, paHAOMH3UPAHO, KIMHUYHO MpoyuBane ¢asa Il c akruBHa
KOHTPOJIa, CpPaBHsBA JICYCHUE C 1apaTyMyMal 3a MHTPaBEHO3HO npuiiokeHue 16 mg/kg B komOMHaIus
¢ 6opre3omud u aekcamerason (DVd) ¢ nedenune ¢ 6opre3omud u qexcamera3on (Vd) npu namueHTH ¢
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penuauBrpa U peppakTepeH MyJITHIUIEH MUEIIOM, KOUTO ca MOJIyYrIN Hali-MaJIko eHa MpeIuITHA
Tepanus. bopre3oMub € npuIaran upes MOJKOKHA WM MHTPABEHO3HA MHKEKIMA B 103a 1,3 mg/m?
TeJiecHa MOBBPXHOCT ABa MBTH CEMUYHO B IPOABIDKEHNE Ha ABe ceamuuu (qau 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 ¢
6opte3omu6 (80 mg/ceamuiia B IBE OT TPH CEAMHUIIN Ha UK ¢ OOPTE30MHUO) MIIM HAMaJleHa /1032 OT
20 mg/cenmunia npu nanueHTH >75 rogquau, BMI < 18,5, 60yHY ¢ 101110 KOHTPOIUPaH 3aXapeH
nuabeT WiIn IpeauiHa HeTIOHOCHMOCT KbM CTepOnIHA Tepamnus. B mHuTe Ha nHOY3MUI Ha
JapatymyMab 3a HHTPaBEHO3HO MIPHUJIOKEHHeE, 103a oT 20 mg nekcaMeTa3oH € mpuiiaraHa KaTo
JIeKapCTBEH MPOYKT, pUIarad npeau nugysusra. Jledennero ¢ qaparymymad 3a HHTPABEHO3HO
NPUIOKEHUE MTPOABIDKABA A0 MPOrpecHs Ha 3200 SIBAHETO MU HENPUEMITUBA TOKCUYHOCT.

Pannomusupanu ca o6mio 498 naruentu; 251 B pamoto Ha DVd u 247 B pamoro Ha Vd. U3xoauute
Jnemorpadcku JaHHHM U XapaKTepPUCTHKUTE Ha 3a00JIBaHETO ca MOJ00HN MEXIY PaMOTO C
JIaparymyMab 3a HHTPaBEHO3HO MIPHUIIOKEHHE U KOHTPOIHOTO paMo. MenuaHara Ha Bb3pacTTa Ha
nanuenTute e 64 roguan (rparnny 30 mo 88 rogunam), kato 12% ca > 75 rogunn. lllectnecer un neBer
nporeHTa (69%) OT MmanueHTHTe ca moxy4aBainu npeau Toa Pl (66% ca nonydasanu 6opre3omMuo), a
76% ot manueHTute ca nomydasanu IMiD (42% ca nonyuyaBanu neHanugomun). Ha u3xonHo HUBO
32% ot manmeHTuTe ca pepakTepHA KbM TOCIEIHATA JIMHAS Ha JIeueHrne. TpumeceT u Tpy MpoIeHTa
(33%) ot manueHTHTE ca pedpakrepHu camo kbM IMiD, a 28% ca pedpakTepHH KbM JICHATHIOMHU/I.
Pedpakrepaute kbM 60PTE30MHUO MAIMEHTH Ca H3KJIIOYBAHU 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; menuanara Ha PFS e e
nmocturaara B pamoro Ha DVd u e 7,2 mecera B pamoto Ha Vd (HR [95% CI]: 0,39 [0,28, 0,53]; p-
croiiHoCcT < 0.0001). Pesynrarute ot akTyanu3upan ananu3 Ha PFS crnex Meamana Ha mpocnensBane
ot 50 Mecela npoabIDKaBar ja nmokassar nogoopenue Ha PFS npu nmanuenTture 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% CIJ: 0,31 [0,24, 0,39]; p-croiinoct < 0,0001), koeTo mpeacTasisiBa 69%
HaMaJICHHE Ha PUCKa OT MpOorpecHs Ha 3a00JIsIBaHETO MIIM CMBPT MPH TMAIlMEeHTH, JeKyBanu ¢ DVd,
crpsimo Vd (Bx. purypa 10).
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®urypa 10: Kpueu na Kaplan-Meier 3a PFS B npoyuBane MM Y3004

D-vd Vd
(N = 251) (N = 247)
10 MeawaHa Ha NpexmeAeMocT Dez nporpeckd - meceu 16,7 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 Meauana Ha mpociensBane ot 73 mecena, DVd nmokas3Ba npenuMcTBo 110 oTHOMIeHne Ha OS B
cpasrenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Mennanara Ha OS e 49,6
Mecena B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.
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Figure 11: Kpusu na Kaplan-Meier 3a OS B npoyusane MMY3004

1.0 +
S 08—
b
& 06+
=
=
5 04—
e
D-Vd Vd
02 _ (N =251) (N = 247) Vd
Oia MENAHA Ha IPEAHBAEMOCT - MeCeln 405 385
Koedmument Ha puck 3a D-Vd vs. Vd (95% Cl) 074 {0.59-0.92)
P=0.0075
UIIIIIIIIIIIIIIIIIII 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 81
Meceun
N B puck

Vd 247 79206192 184 172 159 151 144 138129121 113110104 97 93 84 78 73 68 &7
251 231 225211 207 201 189 182 172 159 154 150 144 138 132 128 120 113 109 107 103 100

D-Vd

M3 20
88 54 24 9 0

JombaHuTeNHN pe3ynTaty 3a epukacHoct ot npoyusane MMY 3004 ca npeacraBenu B Tabnuma 18

MO-JI0TTy.

Tadauna 18: JlombJIHUTETHHN Pe3yaTaTH 3a epuKacHoCcT 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 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)
YactuueH 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)]

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=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 NOIyJIaLUs U Ipar oT 107°.

B

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

CuprieyHa enekTpodu3noIorus

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

Maska e BepoATHOCTTa IapaTyMyMal, KaTo BUCOKOMOJIEKYJIEH MPOTEHH, JIa B3aUMOJICHCTBA TUPEKTHO
¢ oraute kaHam. EdekTsT Ha mapatymymad Bepxy QTc uHTEpBana € oreHeH B €AHO OTKPUTO
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npoyuBane npu 83 manueHTtH (npoyuane GEN501) ¢ permauBupa nim pedpakrepeH MyJITHIIICH
MuenoM cien uadysuu ¢ gaparymymad (4 no 24 mg/kg). Jluneitnu cmecernu PK-PD ananusu He
MOKa3BaT royisiMo yBenueHue Ha cpeaaust QTcF uateprai (1.e. mo-roysiMo ot 20 ms) nmpu Cmax Ha
Japarymymao.

Ilennarpuyna momyJianus

EBponeiickaTa areHus 1o JieKkapcTBaTa 0CBOOOXKAaBa OT 3abJKCHUETO 3a MIPEIOCTaBSHE Ha
pesynrature ot npoydBaHusaTa ¢ DARZALEX BBB BCHUKH MOATPYTH HA TIeIHATPUIHATA TOITYIAIUSI
NpY MYJITUIUIEH 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
clie]] mpuiioKeHue Ha npenopbuntennara o3a 1 800 mg DARZALEX 3a mokoHO TPUIIOKEHHE
(BeIHBK CEJIMUYHO B MPOABIDKCHUE HA 8 CEMUIIN, BETHBXK Ha JIBE CEIMHIIN B MPOABIDKECHHE HA

16 cepmuIy, cresr KOETO BEAHBK MECEUHO) B cpaBHEeHHUE ¢ 16 mg/kg napatymymad 3a HHTPaBEeHO3HO
MPUJIOKEHHUE TIPU ChIIlaTa CXeMa Ha MpUIaraHe, mokas3pa He Mo-Mayka e()UKaCHOCT 3a ChITbPBHYHATA
KpaitHa Touka MakcuMainHa Cirough (UKBT 3 NieH 1 mpean mpuiiarase Ha /103aTa) CbC CpeaHa CTOMHOCT
+ SD 593 + 306 mukporpama/ml B cpaBHenue ¢ 522 + 226 mukporpama/ml 3a qapatymyma0 3a
HWHTPABEHO3HO MPHJIOKEHHUE MPH CPEIHO reoMeTpudHO choTHoteHue 107,93% (90% CI: 95,74-
121,67).

B enno npoyusane, AMY3001, ¢ komOuHMpaHa Tepamus npu nanueHTn ¢ AL amuongo3a
MakcuMaiHaTa Cirough (IMKBI 3 1eH | mpeau NpuiIokeHHeTo) € MoJo0Ha Ha Ta3u IPU MYJITUIUIEH
MHEJIOM ChC cpefHa cTolHoCT = SD 597 £ 232 pg/ml cien npusioxenne Ha IpeNopbUYNUTENHATA 032
1800 mg DARZALEX 3a moJiko»XHO NPUIOKEHHE (BEIHBK CEAMUYHO B IPOABDKCHUE HA 8 CSMMUIIH,
BEJIHHK Ha JIBE CEIMUITN B IPOIBIDKEHUE HA 16 ceMuIy, Ciae KOeTO BEAHBK MECEUHO).

Cnen npenopwunrentara g03a 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOJKOXKHO
MPUIOKEHUE MaKCUMaTHUTE KOHIEHTpauu (Cmax) ce TioBHUIIaBatT 4,8 IbTH, a 00111aTa SKCIIO3ULIHS
(AUCo.7 uuu) ce moBuInaBa 5,4 IbTH OT ITbPBATa J103a JI0 MOCJIEHATA 1032 TIPH MPHIOKEHUE BETHBXK
ceamuyHO (8-Ta mo3a). Hail-BucokaTa cTOMHOCT Ha Hail-HUCKUTE KoHIeHTparun Ha DARZALEX
WH)KEKI[MOHEH Pa3TBOP 3a MOJIKOXKHO MPUIIOKEHHUE OOMKHOBEHO ce HA0JII0/[aBa B Kpasi Ha CXEMHTE Ha
JIEYEeHHUE C NMPUIIOKEHUE BETHHK CEIMIYHO KaKTO P MOHOTEPAIHUATA, TaKa U TIpU KOMOWHUpaHATa
Tepanusl.

[Ipu marmeHTHTE C MYJNTUIUIEH MUEJIOM CUMYJIMPAHUTE HAW-HUCKU KOHIIEHTPALUH cliea 6 103U

1 800 mg DARZALEX uHXeKIHOHEeH Pa3TBOP 32 MOAKOKHO MPIIIOKEHUE BETHHK CEAMUYHO TIPH
KoMOWHMpaHa Tepanus ca noJooHn Ha MoHoTtepamnus ¢ 1 800 mg DARZALEX uHxeKIMOHEH pa3TBoOp
3a IIOAKOXHO IPHIIOKEHUE.

[Ipu nanyeHTy ¢ HOBOAMATHOCTULIMPAH MYJITUILIEH MUEIIOM, KOUTO ca noaxoasum 3a ASCT,
SKCTIO3MITUATA Ha JapaTyMad B IpoydBaHe ¢ KOMOWHUpaHa Tepamnus ¢ 60pTe30MHu0, TCHATUIOMI U
nexcameTas3oH (mpoyuBane MMY3014) e mogoOHa Ha Ta3u pu MOHOTEPAIHS ChC CPEHA CTOMHOCT
Ha MakcumainHata Cyough (KB 3 el 1 mpeau npuiokenuero) + SD e 5264209 pg/ml ciexn
npuiokeHue Ha npernopbuntenHara o3a 1 800 mg DARZALEX wHxekuoHeH pa3TBop 3a
MOJIKOKHO TPUIIOKEHHE (BEIHBHK CEAMUYHO B IPOABIDKEHUE HA 8 CEMUIIN, BEAHBXK HA ABE CEAMHUIIH
B IIPOJIBJDKEHHUE Ha 16 cenMuIy, ciell KOETO BEIHBK MECEUHO).

[Ipu manmeHTHTE C MYJITHIDIEH MUEJIOM €KCTIO3HMIIMATA Ha JapaTyMyMab B Ipoy4YBaHe ¢ KOMOMHHpaHa
Tepanus ¢ IOMaTUIOMU] U AekcameTa3oH (mpoyusane MMY3013) e mogoOHa Ha Ta3u npu
MOHOTEpAIIUs ChC CpeHa CTOMHOCT Ha MakcuMaiHaTa Ciough (IMKBA 3 eH 1 mpeau NpuiiokKeHHeTo) £
SD 537+277 pg/ml cnen npunoxenue Ha npernopbunTenHara ngo3a 1800 mg DARZALEX
WH)KEKIIMOHEH Pa3TBOP 32 MOJKOKHO MPUIIOXKEHNE (BEIHBK CEIMUYIHO B TIPOJABIDKEHUE HA

8 ceaMuIM, BEIHBK Ha JIBE CEIMUIIM B IPOIbIDKEHHE Ha 16 ceqMuiy, e KOeTO BEIHBK MECEUHO).
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AOGcopOuust ¥ pasnpeaeicHue

ITpu npenopwruntentara go3a 1 800 mg mpu manueHTH ¢ MyJITUIUICH MHETOM abCOTIOTHATA
ononammuHocT Ha DARZALEX nHXeKInOHEH pa3TBop 3a MOAKOXKHO MpHiIokeHue e 69% cbe
ckopocT Ha abcop6uus 0,012 yac™, kaTo MMKOBU KOHLEHTpalmy ce Habmoaasar cien 70 go 72 h
(Tmax). ITpu mpenopwuntennara go3a 1 800 mg npu narmentn ¢ AL amunon03a abcoaroTHATA
OMOHAIMYHOCT HE € OlL[EHSABaHa, CKOPOCTHATAa KOHCTaHTa Ha abcopouus € 0,77 nen? (8,31% CV), a
MTUKOBA KOHIIEHTPAIUs ce HaOMoqaBa ciex 3 THU.

[Tpu MozenupaHe NpOTrHO3HATA CPEAHA U3UMCIIEHa CTOMHOCT Ha oOeMa Ha pasmnpeaesicHue 3a
HEeHTpaJIHU KoMnapTuMeHT e 5,25 1(36,9% CV), a 3a nepudepuus kommnaptument (V2) e 3,78 | mpu
MOHOTEpAIIUs ¢ AapaTyMymal, a MOEIMpaHaTa CpeaHa U34MCIIeHa CTOMHOCT Ha oOeMa Ha
pasnpenenenue 3a V1 e 4,36 1(28,0% CV), a3a V2 e 2,80 1, korato gaparymyma0 ce npuiiara B
KOMOWHAINUS C MOMANTUAOMUL M IEKCAMETa30H MPH MallUeHTH C MyITHIIIeH MuesoM. [Ipu nauuenTtu c
AL aMunono3a n3unciaeHara 1mo MoieJl CTOMHOCT Ha MMPUBUIHUSA 00eM Ha pa3IpeneiicHue Clie
noakoxHo npuiaokerue e 10,8 1 (3,1% CV). Te3u pesyiaraTu oka3sar, 4e 1apatymymad ce
JIOKaJIM3upa MpeJrMHO B ChJIOBaTa CUCTEMA C OTPAaHMYCHO EKCTPaBaCKyJIapHO ThKaHHO
pasnpeneneHue.

MeTabou3bsM U eIMMUHUADAHE

Haparymyma0 mokasBa papMaKOKHHETHKA, 3aBICHMA M OT KOHIIEHTPALUATA, U OT BPEMETO, C
YCIIOPEAHO JTMHEHHO 1 HEMTMHEHHO (C HACHIIIaHe) SIIMMUHUPAHE, KOETO € XapaKTEepHO 3a TapreT-
Meauupanus kKnupbHCE. Upes nomynanonuust @K mMozen e u3uucieHa cpeiHa CTOMHOCT Ha KIMPBHCA
Ha naparymymab 4,96 ml/h (58,7% CV) npu monoTepanus ¢ naparymymab u 4,32 ml/h (43,5% CV),
KOTaTo AapaTyMyMal ce mpriara B KOMOMHAIHMS C TOMaIHIOMHI M IeKCAMETa30H TP NallUeHTH C
MmynTuiuieH muenoM. [Ipu manuentu ¢ AL amunonno3a BUIUMHAT KIMPBHC CIIE]] MTOJIKOKHO
npunoxxenue e 210 ml/nen (4,1% CV). Ilpu MmogenupaHeTo cpeJHO reOMeTpUIHATa CTOMHOCT Ha
MOJYXHMBOTA, CBBP3aH C JTUHEHHOTO enuMuHupane, e 20,4 nau (22,4% CV) npu MoHOTEpaIrusi ¢
naparymyma0, 19,7 aau (15,3% CV), korato gaparymyMat ce mpujiara B KOMOUHAIMS ¢
MTOMATHIOMUJI U IEKCAMETA30H MPH MAIMSHTH ¢ MYJITHILIEH MuenoMm, u 27,5 muu (74,0% CV) npu
nanuenTn ¢ AL ammnonnosza. [Ipu cxema Ha jiedeHre ¢ MOHOTEpAITUs ¥ TpU KOMOMHMpaHa Teparnus
CTaI[IOHAPHO CHCTOSIHUE C€ JIOCTUTA CJIe]] MPUOIM3UTEIHO 5 Mecela NPUIOKEeHUE Tpe3 4 ceMUIn
npu npenoprunTenHara go3a u cxema (1 800 mg; BeaAHBkK ceIMUYHO B TIPOIBIKEHHE HA § CEMMUITH,
Ha BCEKH 2 CEMUIH B MIPOIBIDKEHHE HA 16 CEIMUIM M HA BCEKH 4 CEIMHIIH CIIE] TOBA).

IIpoBenen e nmonynanmonen ®OK ananu3 npu u3nona3BaHe Ha JaHHU OT MPOYUBAHUS C MYJITUIUIEH
MHEJIOM ¢ MOHOTepanus 1 koMOuHupaHa tepanusa ¢ DARZALEX nnHxekunoHeH pa3TBop 3a
MOJKOKHO TPUJIO’KEHHE U JaHHUTe 32 nporHo3Hara OK excnosuius ca 0600menu B Tabauna 19.
Excrnozunusita Ha gapatymymad € cXOJiHa [TPH NAIUEHTUTE, JIEKYBaHH C MOHOTEpanus 1
komOuHnpanu Tepanuu ¢ DARZALEX MHXEKIIMOHEH pa3TBOP 32 MOJIKOKHO MPUII0KEHHE.

Ta6auna 19: Excno3unus Ha gapatymymad cien npujioxkenue Ha DARZALEX 3a nogko:xHO
npuioxkenue (1 800 mg) uam MoHoTEpanus ¢ JapaTyMyMad 3a HHTPABEHO3HO
npuioxkenne (16 mg/kg) mpu nanMeHTH ¢ MyJTHILIEH MUEJIOM

@K noxazaresn Huxam Japatymymab 3a Japatymyma0 3a
MOJKOKHO HHTPABEHO3HO
NpUJIOKEeHUEe NpUJIoKeHNe
MenuaHa (5-tu; 95- MenuaHa (5-Tu;
TH NEePCEHTHI) 95-TH nepceHTHII)
Muksn 1, 1-Ba ceqmuuna 103a 123 (36; 220) 112 (43; 168)
Ctrough Muksn 2, mociaeaHa 563 (177; 1063) 472 (144; 809)
(Mukporpama/ml) ceIMHUYHa /1032 (IUKBI 3
nen 1 Ctrough)
C Huxen 1, 1-Ba cenmuuHa 103a 132 (54; 228) 256 (173; 327)
(NrInIfIXKpOI‘paMa /ml) uks 2, mocieaHa 592 (234; 1114) 688 (369; 1061)
ceIMHUYHA 1032
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Iuksn 1, 1-Ba cemMuuna 103a

720 (293; 1274)

1187 (773; 1619)

AU CO—7 IHHA
(Mukporpama/mlenen)

uxba 2, mocnegHa
ceIMHUYHA J103a

4017 (1515; 7564)

4019 (1740; 6370)

[Iporunozupanute OK excrozuiuu npu 526 NaUEHTH ¢ MOAXOIAII 38 TPAHCIUIAHTALMS MYJITHILICH
MUeNoM, kouTo ca norydmti DARZALEX umxeKkimoHeH pa3TBoOp 3a MOJAKOKHO MPUIIOKEHHE B
komOunaiusg ¢ VRd, ca 0006menu B Tabmuia 20.

Ta6auna 20: Excno3unusi Ha qapatymymaé ciaen npuio:xkenue Ha DARZALEX 3a noako:xno
npuioxenue (1800 mg) B komounanms ¢ VR npu nanmueHTH ¢ MOIXOASII 32
TPAHCIVIAHTALUS MYJTHILJIEH MHEJIOM

®K noxkazarean

Muxan

AapaTyMmyMad 3a MOJAKOKHO
NpUJIOKeHHe
Memunana (5-tu; 95-Tu
NepCeHTHI)

Huxwa 1, 1-Ba cemMudHa 1032

113 (66; 171)

Ctrough (ug/ml)

Huxbna 2, mociieqHa ceaMUIHa 1032
(umkwa 3 aeH 1 Cuough)

651 (413; 915)

Iuksn 1, 1-Ba ceaMuyHa 103a

117 (67; 179)

Crnax (Hg/ml)

[ukba 2, mocieHa ceAMUYHA 1032

678 (431; 958)

Huxwa 1, 1-Ba ceqMuuHa 1032

643 (322; 1027)

AUCo.7 yun (Lg/mlesien)

[uxbn 2, mocienHa ceaMUIHA 1032

4637 (2941; 6522)

[Iposenen e equn nomynanuoneH OK ananus, KoiTo usnons3sa ganHu ot 211 nmarmentu ¢ AL
aMmIIon103a Ha komOmHupana tepanus ¢ DARZALEX wHXeKIIMOHEH pa3TBOP 3a IMOJAKOXKHO
npunoxxenue. [Ipu nmpemopruntennara go3a 1 800 mg mporHo3HUTE KOHIIEHTPALMU HA JapaTyMyma0
ca MaJIKO TI0-BHCOKH, HO OOMKHOBEHO Ca B pAMKHUTE Ha CHILUS JHANa30H B CPAaBHEHHUE C TALIMEHTUTE C

MYJITUIUIEH MUEJIOM.

Taoauna 21:

Excnosunus Ha gapatymymaé ciaen npuioxenue Ha DARZALEX 3a noakoxHo

npuio:xkenue (1 800 mg) npu nauyenTn ¢ AL amuiaonaosa

®dK nokaszarean

Muxan

aapaTymymad 3a mOJKO0KHO
NpUJI0KeHUe
Menuana (5-tu; 95-Tu
MePCeHTI)

uxsn 1, 1-Ba ceqMuyaHa 103a

138 (86; 195)

Cirough (Mg/ml)

Hukbn 2, mociienHa ceaMuUIHa 1032
(HHK’BH 3 JCH 1 Ctrough)

662 (315; 1037)

uxsn 1, 1-Ba ceqMu4aHa 103a

151 (88; 226)

Crax (Hg/ml)

[uxbn 2, mocienHa ceaMUIHa 1032

729 (390; 1 105)

uxsn 1, 1-Ba ceqMuyaHa 103a

908 (482; 1 365)

AUCo.7 yun (Lg/mlenien)

[ukba 2, mocieiHa CeAMUYHA 71032

4 855 (2 562; 7 522)

CHGLII/IaJ'IHI/I nonyjaanuu

Bwspacm u non

B®3 ocHoBa Ha nomynanuonan K ananuzu npu nauuenty (33-92 rogunn), noinydaBaiiu
MOHOTEpAIUs WK Pa3IUYHI KOMOWHUPAHH Teparny, Bb3pacTTa HiMa CTATUCTHYECKH 3HAUUM e()eKT
Bbpxy @K Ha napatrymymab. He e HeoOX0IMMO MHIUBH Ty alTM3UPAHE HA JICYCHUETO MPH MAIIHCHTHTE

BBb3 OCHOBA Ha BB3pacTTa.

[MonbT UMa cTatucTrdecku 3HaUuM edekT Bppxy @K mapameTpu npu nanueHTH ¢ MyJITHIDICH
MHENOM, HO HE U TIpu nanueHTH ¢ AL amusono3a. HabmrogaBana e Majiko mo-BHCOKA €KCTIO3UITHS
IIPH J)KEHUTE OTKOJIKOTO IIPU MBXKETE, HO Pa3JIMKATa B €KCIO3ULUATA HE CE CUUTA KIMHUYHO 3HaYUMa.
He e HeoOxoanuMo MHAMBHUAYIM3UPAHE Ha JICYEHUETO NIPY MALMEHTUTE Bb3 OCHOBA Ha I0JA.
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bvopeuno yspeacoane

He ca mposexxnanu odpurmairan npoyuBanus Ha DARZALEX 3a moak0XHO TIPIIOKEHHE TTPH
nanueHTu ¢ 0b0peuHo yBpexaane. [Iposeaenu ca nonynaruonau @K ananus3u B3 OCHOBA Ha Beue
HAJIMYHY JTAHHY 32 ObOpeuHaTa (QyHKIUS MPU TAIMEHTH ¢ MYJITHUIUICH MHUEJIOM, TIOTy4YaBallu
MoHoTtepamnust ¢ DARZALEX 3a moakoXHO TMPHIIOKCHAIE W PA3TMIHA KOMOMHHUPAHH TePAITuH TIPH
MAIMEeHTH C MYJITHIDIEH MuesoM wiu ¢ AL amunonnosa. He ca HabmoqaBaHu KIIMHIYHO 3HAYUMH
Pa3JMKHU B €KCIIO3UIUATA HA JapaTyMyMal MExXy MaIlMeHTH ¢ ObOPEUYHO YBPEKIAHE U TE3U C
HOpMasHa O6b0peyHa (pyHKITHS.

Yeproopobro yspedcoane

He ca nposexaann opuunanau npoyuBanus Ha DARZALEX 3a moaKoXKHO MPHIOKEHUE MTPU
HAIMEHTH C YePHOAPOOHO YBpPEKIAHE.

IIpoBenenu ca nomynanuonHy OK aHanu3u npu naumMeHTH ¢ MyJATHUIIEH MUEJIOM, MOJTy4aBally
moHnotepamnusi ¢ DARZALEX 3a moaKoXHO MPUJIOKEHUE WIN Pa3InyHi KOMOMHUPAHU TEPAIuH MPH
MAlMEHTH C MYJITUILIEH MuesoM 1 ¢ AL amuinonnosa. He ca HaGmogaBanu KIMHUYHO 3HAYUMHU
Pas3JIMKU B €KCIIO3ULUATA HA JapaTyMyMald MEeXAy MalUeHTH ¢ HOpMajHa 4YepHOApOoOHa QyHKIMS 1
JIEKO YepHOAPOOHO yBpexaane. [laueHTuTe ¢ yMepeHo u TEKKO YepHOAPOOHO YBPEkKAaHE ca TBHPIE
MAJIKO, 3a /1a CE HANPABAT 3HAYMMHU 3aKIIOUCHUS 3 TE3H MOMYIalHN.

Paca

B®3 ocHOBa Ha IonmyJIailMOHHUTC @K ananuzu IIpU MalgMCHTH, IMMOJIydaBalllki MOHOTEPpAIIuA C
DARZALEX 3a moaK0XHO IPUJIOKEHHE WIH Pa3INIHI KOMOMHHUPAHY TEPAIiH, €KCIIO3UIINATA Ha
JaparymyMa0 e mojjo0Ha MEXIy pacuTe.

Tenecno meano

[Tpunoxxenuero Ha pukcupana qo3a DARZALEX 3a monkoxao npuioxerne 1 800 mg kato
MOHOTEpanusd NoCTUra aJ€KBaTHa CKCIIO3MIUA IIPXU BCUYKU MMOATPYIIH 110 TEJICCHO TCIJIO. HpI/I
MAlUEHTH C MYJITUIUICH MueTIOM cpeaHaTa Cuough B IIUKBI 3 ICH 1 B OArpymaTa ¢ mo-HUCKO TEJIeCHO
terio (< 65 kg) e ¢ 60% mo-Brcoka, a B MOATpyIara ¢ Mo-BUCOKO TenecHo Terno (> 85 kg) ¢ 12% mo-
HUCKa OTKOJIKOTO B ITOJArpyIaTa ¢ MHTPaBeHO3EH AapaTymymal. [Ipu HIKoU NAIMeHTH C TEIECHO
terno > 120 kg ce Habro1aBa Mo-HUCKA EKCITO3MIIMS, KOETO MOJXKE JIa JIOBEJIe IO HaMaleHa
eduracHoct. ToBa HaOMIOIeHNE 00aye ce OCHOBABA Ha OTPaHWYEH OpOH IMaIMeHTH.

ITpu narmentu ¢ AL amuiionio3a He ca HaOJIF01aBaHU 3HAUMMU PA3TUKK Ha Cirough IPH PA3IUIHH
CTOMHOCTHU Ha TEJIECHOTO TETJIO.

5.3 IlpeakIMHUYHHU JaAHHU 32 0€30MACHOCT

TOKCHUKOIOTHYHY JAHHU ca MOJIyYeHH OT NPOYYBaHUS C AapaTyMyMmal MpH MIMMIIAH3€Ta U ChC
cyporatHo aHTH-CD38 anTHTANIO0 NpH ABATOONAaNIaTH Makaiu. He ca mpoBexaanu npoy4yBaHus 3a
XPOHUYHA TOKCUYHOCT.

He ca mpoBexaHu nMpoy4YBaHus BbPXY )KHBOTHHU 3a YCTAHOBSIBAHE HAa KAHIIEPOTCHHHUS TIOTEHIMAN Ha
Japarymymao.

He ca npoBexaanu mpoyyBaHus P KUBOTHH 32 OLCHSIBaHE HAa OTEHIMAIHUTE €PEeKTH Ha
JapaTyMmyMa0 BbpXY PENPOAYKIHUATA WIN Pa3BUTHETO WIIK 32 OTPEJICISTHE Ha IOTCHIMATHUTE eEeKTH
BBPXY QEPTHIUTETA IPU MBKKHUTE WU KESHCKUTE.

He ca npoBexaanu mpoyduBaHus 3a KaHIIEPOT€HHOCT, FTEHOTOKCUYHOCT MIIM IIPOYYBAHHS 3a
depTuaMTeTa 32 peKOMOMHAHTHATA YOBEIIKa XHalypoHuaza. He ce HaOronaBar eeKTu BbpXyY
PENPOAYKTUBHUTE THKAHU U (DYHKIUS M JTUIICBA CUCTEMHA €KCITO3UIIHSI Ha XUaTypOHHUIa3a Mpu
MaiimyHu, Tpetupanu ¢ 22 000 U/kg/ceamuiia moikoxxHO (1032 12 mbTH MO-BUCOKA OT J103aTa MPU
xopa) B mpoab/okeHue Ha 39 cenmunu. Thil KaTO XHaaypoHHUaa3aTa € pekoMOMHaHTHA Gopma Ha
€HJIOTCHHATa XHaTypOHH1a3a IIPU X0Pa, HE CE€ 0OYaKBa KaHIIEPOI€HHOCT, MyTareHHOCT MIIM €PEKTH
BBPXY (pepTrinTeTa.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

PexomOuHaHTHa YoBelika xuaaypoununaasa (tHUPH20)
L-xuctunun

L-XMCTHIMHOB XUAPOXIOPUIT MOHOXHUIPAT
L-MeTnoHMH

[Momucopbar 20

Copb6uron (E420)

Bopna 3a umxeknuu

6.2 HecbBMecTHUMOCTH

To3u JiekapcTBeH MPOAYKT He TPsiOBa Jia ce U3IMO03Ba ¢ APYTH MaTepHall ¢ H3KITIOYCHUE Ha
[I0OCOYEHUTE B TOUKa 6.6.

6.3 Cpok Ha rogHocT

HeorBopeH dutakon

3 roguuu
B cpoka Ha ronHOCT NPOAYKTHT B HEMIPOOUTHTE (IIAKOHU MOXKE /1a CE ChbXpaHsIBa Ha CTaiiHa
temneparypa (< 30°C) 3a enHokpaTeH nepuoa Ao 24 gaca. Cnen KaTo NPOAYKTHT Ce U3BAIH OT

XJIaIMTHAKA, TOW He TpAOBa Ja ce Bpblla 00paTHO B XJIaIHIHHKA (BK. Touka 6.6).

IIpuroTBeHa CIIPUHIIOBKA

Jloka3aHa e xuMH4Ha 1 (U3NYHA CTAOMITHOCT B MIEPHO/Ia HA U3ITOJI3BAHE HA CIIPUHIIOBKATA B
NpOoIb/DKeHNE Ha 24 yaca rpu chXxpaHeHue B xinaamwiHuk (2 °C-8 °C), mocieaBaHo OT He TOBeYe OT
12 gaca npu 15 °C-25 °C. OT MUKpOOHOJIOTHYHA TJIEAHA TOUKA IPOLYKTHT TPIOBa Ja ce U3I10JI3Ba
He3a0aBHO, OCBEH aKO HAYMHBT Ha OTBAPSHE M3KJIFOYBA PUCKAa OT MUKPOOHO 3aMbpcsiBaHe. AKO HE ce
W3M0J13Ba He3a0aBHO, BPEMETO M YCIIOBUATA HA ChXPAHEHHE B TIEPHO/a Ha U3IMOI3BAHE ca
OTrOBOPHOCT Ha MOTPEOUTES.

6.4 ChnenuaJHu ycJI0BUS HA ChbXpaHeHHe

Ja ce cbxpansiBa B xiaamwiHuk (2° C-8° C).

Ja He ce 3ampa3siBa.

Jla ce cpxpaHsBa B OpUTHHAJIHATa ONAKOBKA, 3a JIa Ce MPEATNa3u OT CBETIINHA.

3a ycloBusATa HA ChXpaHEHHE Ha OTBOPEHMS JIEKAPCTBEH MPOYKT BIDKTE Touka 6.3.

6.5 Bwuau chbabp:kaHue HA ONAKOBKaTa

15 ml pa3TBop BBB (pr1akoH OT CTHKIIO THUII | ¢ enacToMepHa 3amyliaika U aTfyMUHHeBa o0KaTKa ¢
oT4ynBallo ce kanaue, ceabpkaml 1 800 mg naparymymad. Onakoska oT 1 daakoH.

6.6 ChenmuaJnu mpeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

DARZALEX uHXeKIMOHEH Pa3TBOP 3a IMOJKOXKHO MPUIIOKEHHE € caMo 3a eTHOKpaTHa yrnoTpeda u e
TOTOB 32 IIPUJIOKEHHE.
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DARZALEX WHXEKITMOHEH Pa3TBOP 3a MOIKOXKHO MPIIOKEHUE TPsOBa 1a Ob1e OUCTHp 10
orajeclieHTeH U OE3IBETEH J0 XKBJT pa3TBop. He n3mnomi3saiite npu Hau4re Ha HEMPO3padHU
YaCTHUIY, MPOMSIHA Ha IIBETA WIU APYTH Uy>KIU YACTHIIH.

DARZALEX WHXEKITMOHEH Pa3TBOP 3a MOIKOKHO MPIIIOKEHUE € ChBMECTHM ChC CITPHHIIOBKA OT
MOJTUTIPOTIIICH FITH TIONMETHIICH; HabopH 3a TOIKOKHA MH(Y3HSI OT IOJIUITPOITHIICH, TOIUETHUIICH I
nonuBuHWIXIIOpU (PVC); 1 urinu 3a n3TeriisiHe Ha pa3TBOpa M MHKEKTUPAHE OT HephKIacMa
CTOMaHa.

HeotBopen duakon

M3Banere dpmakon DARZALEX WHXEKITMOHEH Pa3TBOP 3a MOIKOKHO MPIIOKEHUE OT XJIAIMTHAKA
(2° C-8° C) u ro ocraBete fa gocTurHe craina remmeparypa ((<30 °C). HempoOuTHsT ¢GiakoH Moxe
Jla ce ChXpaHsIBa Ha CTaiiHa TeMIIepaTypa U Ha CTaiiHa CBETJIMHA 32 MAaKCUMAITHO 24 Jaca B
OpWTHHAJHATa KapTOHEHa KyTHs, 3a J1a ce TIpe/Ina3u oT cBeTinuHa. [la He ce chXxpaHsBa Ha MpsKa
CIThHYEBa CBeTIHMHA. J[a He ce pa3kiama.

IIpuroTBeHa CIIPHUHIIOBKA

[IpuroTBere CIpUHIIOBKAaTa IPU KOHTPOJIMPAHU U BAIMANPAHHU aCENTHUHU yciaoBus. Cren u3TerisHe
ot ¢akoHa B ciprHIloBKaTa chxpanspaite DARZALEX uHkeKIMoHEH pa3TBOp 3a MOAKOXKHO
MIPUIIO’KEHHUE B TPOIBIDKEHNE HA HE TIOBEUE OT 24 yaca B XJIAAWIHUK, [TIOCIEIBAHO OT HE TIOBEYE OT
12 gaca nipu 15 °C-25 °C Ha craiina cBeTnMHA (BX. Touka 6.3). AKO ce ChXpaHsBa B XJIaJUITHUK,
OCTaBeTe Pa3TBOPA Jja JOCTUTHE TEMIIEpaTypaTa Ha OKOJIHATa CPea MIPEeIU IPUI0KEHHUE.

HensnonsBanusT JeKapcTBEH NPOLYKT WIM OTHaIbYHUTE MaTEPUAIU OT HETro TpsiOBa 11a ce U3XBBPIIST

B CBbOTBETCTBHUEC C MECTHUTEC U3UCKBaHU.

7. MNPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/16/1101/004

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

[ata Ha mepBO paspemasane: 20 mait 2016 .

Hara Ha mocnenno nmoxHoBsiBaHe: 06 sayapu 2022 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

10/2024

IMoxpoOHa nH(popMalIKs 3a TO3U JIEKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBpornetickara
areHIus o JiekapcTeaTa https://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJINA HA BUOJIOTMYHO AKTUBHOTO
BEIECTBO U IPOU3BOJUTEJ, OTTOBOPEH 3A
OCBOBOJKJIABAHE HA APTUIN
YCJIOBUSI WJIM OTPAHUYEHUSI 3A IOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A.  NIPOU3BOIUTEJIN HA BUOJIOIT'MYHO AKTUBHOTO BEIIECTBO 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 agipec Ha IPOU3BOJIUTEIS, OTTOBOPEH 3a OCB060)KIlaBaHC Ha IapTUAUTC

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

b. YCJI0OBHUA WIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexapcTBEHHUAT MPOYKT C€ OTITyCKa 110 OPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenne I:
Kpatka xapakTepucTrka Ha IpOAyKTa, TOUKa 4.2).

B. JAPYI'M YCJIOBUS U UBNCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJau3npanm aokjaaau 3a oesonacuoct (ITA/IB)

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

Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIM aKTyaJIM3aLlH, ITyOJIMKYBaHH Ha €BPOICHCKUS
yebmopTai 3a JieKapcTBa.

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

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

[IputexarensaT Ha pa3perienneTo 3a ynorpeba (IIPY) tpsdBa na n3BbpIBa H3NCKBAaHUTE AEWHOCTH U

JeHCTBUS, CBBP3aHU C IIPOCIIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus 11YP,

npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKHU CJIE/IBAIIH 0JOOpEHH
akTyanu3auuu Ha ITYP.
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Axryamsupan [TYP TpsOBa na ce momana:

. 1o uckaHe Ha EBpornelickara areHIus o JeKapcTBaTa;

. BUHArd, KOTaTO Ce M3MEHsI CHCTEMAaTa 3a yIpaBJlIeHHE Ha PHCKa, OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OpMAITHs, KOATO MOXKE Ja JOBEJE 10 3HAYNMHU IIPOMEHU B
CHOTHOIIICHUETO IT0JI3a/PUCK, WITU CJIE] TOCTUTAHE Ha BaXKEH eTall (BB BPh3Ka C MPOCICIIBaHe
Ha JIEKapCTBeHATa 0E30MAaCHOCT WU CBEXKIAHE HA PUCKA O MUHUMYM).

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

[Tpenu myckanero Ha mazapa Ha DARZALEX (mapatymyma0) BbB BCKa AbpiKaBa YiCHKa,
MIPUTEXKATENAT Ha pa3perienneTo 3a ynorpeda (IIPY) tpsabdsa na cerimacysa opmaTa v ChABPKAHUETO
Ha 00y4nTEeTHUTE MaTepUaly, HeIAIly 12 ITOBUILAT OCBEJOMEHOCTTAa OTHOCHO 3HAYMMOCTTA Ha
UACHTU(QHULIUPAHUSIT PUCK OT ,,BIUSHUE PH TUIM3UPAaHE Ha KPHBTA (C1a0 aHTUreH) (MO3UTUBEH
uHaupekTeH Tect Ha Coombs)” 1 peocTaBsHE HA HACOKH 32 YIIPABICHUETO MY.

[1PY TpsiOBa 1a oCUTYpH JOCTBII/Ia IPEIOCTAaBU U30POCHUTE 10-/10JTy MaTEPHA Ha BCUYKU
MEIUIMHCKU CIEIUATUCTH U MallUeHTH, KOUTO C€ OYaKBa Jia peKcBar, OTIycKar U Moidy4yaBaT TO3U
JIEKapCTBEH MPOAYKT, BBB BCAKA IbpxKaBa wieHKa, Kpaeto DARZALEX (mapatymyma0) e mycHat Ha
nasapa.

OO0yuuTeTHUTE MAaTEePUAIH 32 MeIMIMHCKH CIENHATINCTH U KPBBHHU 0aHKH, TpsiOBa 1a ChABPKAT
CIIEJHUTE OCHOBHU E€JIEMEHTH:

o PBpKOBOACTBO 32 METUIIMHCKY CTICLIUATIMCTH U KPbBHU OaHKH, C YKa3aHMS 3a PUCKA OT BIMSHUE
[P THIIU3UPAHe Ha KPbBTA U KaK J1a CE CBEIE 10 MUHUMYM,;
. CurnanHa kapTa Ha MalyeHTa.

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

o Benuku nanuenTtu Tps6Ba na ObAaT THIM3UPAHU ¥ CKPUHUPAHU NPEIN Ja 3aII0YHAT JIEYEHHE C
JapaTyMyMa0; KaTo ajJTepHaTHBa MOJKE J1a € TIOMHCIH U 3a (peHOTUIHpaHe;
o MennupaHusT oT fapaTyMyMad MOJIOKHUTENIEH MHANPEKTEH TecT Ha Coombs (C BIUSHUE NIPH

KpbcTOCaHa Ipo0a 3a KPbBHOTPYIIOBA CbBMECTUMOCT) MOXKeE Jja IepCUCTUpa 10 6 Mecela cliel
nocienHata MHQY3Hs ¢ JIEKapCTBEHUS IPOAYKT, 3aTOBA MEAULUHCKUAT CIICLHAIICT TpsiOBa 1a
NOCHBETBA MALMEHTA /1a HOCH CUTHAJIHATA KapTa Ha MalieHTa 10 6 Mecewa ciel Kpas Ha

JICYEHHUETO;
. Cebp3anusT ¢ yepBenute KpbBHU KieTku (RBCs) maparymymad Moxe 1a Mackupa
OTKPHMBAHETO HA aHTUTEJA CPEILy CIa0M aHTUTCHU B CEpyMa Ha MallMueHTa,;
) Onpenensiuero Ha ABO 1 Rh Ha narieHTa He ce TOBJIUsIBAT;
° MeToauTe 3a HaMaJIsIBaHE Ha BIUSHUETO BKIIOYBAT TPETUPAHE HA CPUTPOLIMTUTE C PEarcHT

mutnorpentod (DTT), 3a na ce paskbca Bpb3Kara ¢ JaparyMyma0, UiId ApYyTH JIOKAIHO
BaJIMIMpPaHu METOJH. T'hif KaTo OMpeaeNTHeTO Ha KpbBHA Tpyma no cuctemara Kell cpimo e
YyBCTBHUTEIHO KbM Tpetupane ¢ DTT, cien u3kimouBaHe WM HACHTUQHUIIMPAHE Ha
anoanrtuTena, koraro ce u3nonssatr RBCs, Tpetupanu ¢ DTT, tpsaodsa na 6baat nocrasenu Kell-
oTpuLaTeTH! equHUIK. KaTo antepHaTrBa MOXKe /1a ce TIOMHCIIN 33 T€HOTUITUPAHE;

o AKoO ce Hajara CIelHO KpbBONPeIUBaHe, MOTaT Ja ObJaT NpelnrBaHN HETECTBAHHU T10
kpbcrocad MeTos 32 ABO/RhD-cpBmectumoct RBCs, ¢hritacHO pakTHKHUTE HA JIOKATHUTE
KPbBHU OaHKH,

o B ciydaii Ha ilaHupaHa XeMoTpaHC(y3usi, MEUITUHCKHUTE CIICIIMATHCTH TPSIOBA JIa YBEIOMSIT
XeMOTpaHCc()y3MOHHHUTE LIEHTPOBE 32 BIMSHUETO PU MHAUPEKTEH aHTUTIO0YINHOB TECT;

o [a ce mocoun He0oOX0AMMOCTA OT CIpaBKa C KpaTkara xapakTepuctuka Ha npoxaykra (KXII);

o [a ce mocoun He0oOX0ANMOCTa OT MPEAOCTABSIHE Ha CUTHAJIHA KapTa Ha MallMeHTa U Ja Ce

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

o [IpenynpenurenHo cbOOLIEHNE 32 MEAULUHCKUTE CIICLMATUCTH, JIEKYBAIY MALIUEHTA IO BCSIKO
BpeMe, BKIIFOUMTENTHO MPH CHEIIHHU ClTydau, ye ManueHTsT usnonza DARZALEX
(mapatyMmymal) ¥ ye TOBa JICUEHHUE € CBbP3aHO ¢ BAYKEH HACHTU(HUIMPAH PUCK OT BIMSHUE PH
THITH3UPAHE Ha KPBBTA (Cl1a0d aHTUTeH) (MMOJI0KUTEIeH HHAUpeKTeH TecT Ha Coombs), KOHUTO
MOJKe Jja IIepcUcTrpa A0 6 Mecena ciief nociaeaHara nHpy3us ¢ ISKapCTBEHUS IPOLYKT, U SICHA
NpenopbKa, 4Ye MalueHTHT TPAOBa Ja MPOIBIIKH Aa HOCH Ta3u KapTa 0 6 Mecela ciej Kpasi Ha

JICYEHUETO;
. [Hannu 3a koHTakT Ha npeanucamus DARZALEX (mapatymyma0);
o Ha ce nocoun HeOOXOAUMOCTA OT CIpaBKa ¢ JucToBkara (JI).
o 3aabiKeHue 32 IPOBeKIaHe HA MEPKH 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 Q32025T.
JOITBJIHUTENHO e(pUKACHOCTTA Ha 1apaTyMyMal 3a HOAKOXKHO MPHIOKECHUE B
KOMOMHANUs ¢ mukiodochamua, 60pTe30MU0O U JeKCaMeTa30H 3a JISYCHNEe Ha
BB3pPAcTHU MAIEHTH C HOBOJMArHOCTHLIMPAaHa CUCTEMHA JieKoBeprkHa (AL)
amunonsiosa, [IPY tpsabBa na npencraBu OKOHUATEITHUTE PE3YATATH 3a o0mIaTa
npexxuBseMoct (OS) ot mpoyusaneto AMY3001.
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MNNPUJIOKEHUE III

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

ONAKOBKA 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. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ¢akon ¢ konentpar 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

[Tomomnu BemecTBa: L-xuctuaud, L-XUCTUAMHOB XUAPOXJIOPUI MOHOXHUIPAT, L-METHOHUH,
nonucop6ar 20, copouton (E420), Boga 3a nHxeKuu. BuxTe TrCcTOBKATA 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 IIPUIIOKEHUE CIIe]| pa3TBapsHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

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

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

I[a HE CC pa3Kjialla.

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

T'onen mo:

85



‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.
Jla He ce 3ampassiBa.
[a ce cpxpaHsBa B OpUIMHAJIHATa OMAKOBKa, 32 Jja c€ Mpena3d OT CBETINHA.

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

11. HUME U 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 BKItoUYM nH(popMarus Ha bpaitiosa a3dyka.

‘ 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

KYTHS (100 mg/400 mg) 3A 1 ®JIAKOH, KATO KOMIIOHEHT HA MEJKIMHHA
OMAKOBKA/KOMITOHEHT HA OITAKOBKA 3A 3AIIOYBAHE HA JIEYEHUETO (BE3
BLUE BOX)

1. HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 20 mg/ml xoHIIeHTpat 32 WHQY3UOHEH Pa3TBOP
JaparymyMmao

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

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

3.  CNHMCBHK HA MOMOIIHUTE BEUIECTBA

ITomowmnu BemecTBa: L-xuctuauy, L-XUCTUAMHOB XUAPOXIOPUI MOHOXUIPAT, L-METHOHMH,
nosucopoar 20, copouton (E420), Boaa 3a nHXKEKIMH. 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 OTACITHO.

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

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

6. CIIEHUAJIHO IPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

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

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

I[a HE CC pa3Kjialla.

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

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

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

10. CHEIMAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME 1 AJJPEC HA TIPUTEXATEJISI 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. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

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

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

‘ 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE 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 xoHIieHTpat 3a nHQY3UOHEH Pa3TBOP
Japarymymab

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

Bceku ¢urakon ¢ konnentpar 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

[Tomounu BewecTBa: L-xuctuaud, L-XUCTUAMHOB XUAPOXJIOPUI MOHOXHUIPAT, L-METHOHUH,
nosucopoar 20, copouton (E420), Boaa 3a nHXKeKIMH. BUXKTe TUCTOBKATA 3a TOMBIHUTEIHA
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 IIPUIIOKEHUE CIIe]| pa3TBapsHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

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

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

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 XJIIMITHUK.
Jla He ce 3ampassiBa.
[a ce cpxpaHsBa B OpUIMHAJIHATa OMAKOBKa, 32 Jja c€ Mpena3d OT CBETINHA.

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

11. HUME U 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. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

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

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

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAJIECH HACHTU(DHUKATOD

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

DJIIAKOH

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

DARZALEX 20 mg/ml xoHIieHTpat 3a HHQY3HOHEH Pa3TBOP
JaparymyMmao
3a HHTPABEHO3HO MPHIIOKECHUE CIIC]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 CBbABbP/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.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ITomomnam BemecTBa: peKOMOMHAHTHA YoBelIKa xuanyponnaasa (rHuPH20), L-xuctuann, L-
XUCTUIMHOB XHIPOXJIOPUI MOHOXHIPAT, L-MeTHOHUH, mosmcopoar 20, copouton (E420), Boaa 3a
WHKEKIMK. BKTe TUCTOBKATA 3a TOIMBIHUTEIHA HH(DOpMAITHS.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

NHxeKuMoHeH pa3TBOp
1 ¢makon

| 5.  HAYMH HA IPUWJIOKEHHUE U ITbT(MILA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
Camo 32 IOAKOXHO MPHUIIOKECHUE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHNUS, AKO HEOBXOJNUMO

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 CBECTIIMHA.

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT

11. HWME 1 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 12 HE ce BKIOUM nH(opMmanus Ha bpaiinoa 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 CBbABPXAT MAJIKUTE EJUHUYHHN
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. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

15 ml

| 6. JIPYTO
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

DARZALEX 20 mg/ml koHueHTpaT 3a HH(pY3MOHEH Pa3TBOP
naparymyma6 (daratumumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIU 1A 3alI0YHeTe 12 U3M0JI3BaTe TOBA

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

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKo0 UMaTte HAKaKBH JOITBIHUTEIHU BBIIPOCH, ONMUTalTe Bamms nekap ninm MenuiuHcKa
cecTpa.

- AKO TIOTTyYnTe HAKaKBU HEXEJIAaHU PeaKkilny, yBeaoMeTe Bamus nekap uim MeTuIimHCKa

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

Buxre Touka 4.

KaxkBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasnasa 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 JOIMBIHUTEIHA HHPOPMALIUS

Sk wdE

1. Kakso npeacraBiasiBa DARZALEX u 3a kKakBo ce U3110/13Ba

Kakso npencraBasia DARZALEX

DARZALEX e npoTHBOPaKOBO JICKAPCTBO, KOSTO ChIbPiKa aKTUBHOTO BEIECTBO Aaparymymad. To

NPUHAIEXKH KbM IPyIa JeKapcTBa, HAPEUCHH ,,MOHOKJIOHATIHM aHTuTeNa . MOHOKIOHATHUTE
aHTHUTEJa ca MPOTEHHU, KOUTO ca pa3padOTEeHH Taka, 4e Ja pa3no3HaBar U Ja e MPUKPEIT KbM

cnenu(UYHN MUAICHU B opranusma. Jlaparymymat e pa3paboTeH Ja ce MPUKpens KbM CIeUPUIHHI

PaKOBH KIICTKHU BbB Bamms OpraHu3bM, TaKa Y€ UMYHHATa Bu cucrema Ja MOK€ 1a ' YHUITOXU.

3a kakBo ce n3noja3sa DARZALEX

DARZALEX ce u3noi3Ba npy NalMEHTH Ha Bb3pacT 18 roAuHU UK NO-Bb3PACTHU, KOUTO UMAT BUJ

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

2. Kakso TpsdBa na 3Haere, npeau Aa Bu 6bae npuioxen DARZALEX

He TpsioBa n1a uznoazsare DARZALEX

- aKo CTe aJepru4Hu KbM JapaTyMyMad WM KbM HSKOS OT OCTaHAJIUTE ChCTaBKH Ha TOBa
JIeKapcTBO (M30pOeHHU B TOUKA 6).

He uznonspaiite DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe curypHH, TOBOpETE C

Bamms nekap wim MenquuHCKa cectpa, npeau na usnonssate DARZALEX.

IlpenynpesxxaeHus u npeanasHu MepKu
T'oBopete ¢ Bamms rekap wim MeIUIIMHCKA cecTpa, mpenu aa m3nonzBare DARZALEX:

Peaknyn, cBbp3anu ¢ nHbYy3UATa

DARZALEX ce npunara mox ¢popmara Ha nHQY3us (KarikoBo) BB BeHa. [Ipeu u ciiest Besika
nH}y3us c DARZALEX e Bu Ob1aT naaenu nekapcTBa, KOUTO OMarar Aa ce HaMmajlu
BEPOSITHOCTTA OT PEaKLMH, CBbp3aHu ¢ nHDy3usTa (BrkTe "JlekapcTBa, mpuiarasu o BpeMe Ha

neuenne ¢ DARZALEX B Touka 3). Te3u peakiyu Morar Jia ce TOsIBST 110 BpeMe Ha WH(Y3HATa WK B

pamMKuTe Ha 3 THU ciea nHGy3usITa.
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B Hskou cityuau MoKe J1a IOJIyYHTE TEeXKa ajJepruiHa peakiys, KOATo MOXe Jja BKJII0YBA IIOyBaHe
Ha JIMLIETO, YCTHUTE, yCTaTa, €3UKa WIN I'bPJI0TO, 3aTPYAHEHO IPErIbIIaHe WK JULIAHE WU ChPOSILY
00puB (ypTukapus). Hsixou cepro3Hu aJepruiyHy peakiuy U JPYTH TeKKH PeakluH, CBbP3aHH C
UH(]Y3HUATA, ca JOBEIH A0 CMBPT.

Kaxere Begnara Bamms JICKap UM MEAUIUHCKA CECTpa, aKO IOJYUYHUTE 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, CBbp3aHH ¢ MHPY3HUATa, MOXKE J]a UMaTe HyK/1a OT APYTH JIEKapCTBa, WIH
MO J1a ce HalloXKu uH(py3usTa aa ce 3a06aBu wim cipe. KoraTo Te3u peakiuu 0T3By4aT Win
cbcTostHUETO Bu ce monoOpu, nH(y3usITa MOXKE A2 Ce 3all0YHE OTHOBO.

Te3u peaknny e Hali-BEPOSTHO /1a CE TMOSBAT IPH TbpBaTa HHPY3UA. AKO BEJHBK CT€ UMAIIH PEAKIIHA,
CBBbp3aHa ¢ HH(Y3UITa, MATKO BEPOSTHO € T Ja Ce TOSBU OTHOBO. Bammst jekap Moxe J1a pemiu ja
He m3non3Ba DARZALEX, ako nMaTe TexKa peakius, CBbp3aHa ¢ UH(y3usITa.

Hamanen Opoii KpbBHU KJICTKH

DARZALEX moxe fa Hamainu Opost Ha OenuTe KPbBHU KIIETKH, KOUTO IoMarat B 6opbata ¢
MH(EKIUNTE, U KPbBHUTE KJIETKH, HApEUECHH TPOMOOLIUTH, KOUTO TIOMaraT Ipyu CbCUPBAHETO HA
KpbBTa. Kaxkere Ha MEIUIIMHCKHU CIIELUAIIICT, aKO pa3BUETE HAKAKBU CUMITOMM Ha HH(EKIHS KaTo
MIOBHUIIIEHA TEMIIEpaTypa WK HIKAKBU CHMIITOMH Ha HaMalieH Opoi TpPOMOOLIUTH KaToO HAIIPUMED
HACHHSIBaHE WIN KbPBEHE.

KpbBomnpenupane

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

DARZALEX Mosxe fa moBnusie pe3yJATaTuTe OT TOBAa M3CJIeBaHe Ha KpbBTa. IHpOpMupaiiTe TO3H,
KOWTO MpaBH U3CIIeIBaHETO, ue u3nonBare DARZALEX.

Xenatut B

YBenomere Baius jekap, ako HAKOra CTe MMajIi WK € Bh3MOXKHO Jla MMaTe MHQEKIUS ¢ XenaTuT B.
Toga e 3amoro DARZALEX Mmose 1a mpeau3BrKa akTHBMpaHe Ha BUpyca Ha xenaTut B. Bammst
nekap e Bu u3cnenBa v npernexia 3a NprU3HANW Ha Ta3d UHPEKIUS TPEAr, TI0 BpeMe U CIie]]
nedenneto ¢ DARZALEX. Hezab6aBHo yBenomere Bamus nekap ako mmare BJOIIaBaiia ce JecHa
YMOPSIEMOCT WJIH MOXKBIITSABAHE HAa KOXKATa, MK Ha OsJiaTa 4acT Ha OYUTE.

Jleua u roHOIIHN
He nagaiite DARZALEX Ha nena niv 10HOIIY Ha BB3pacT noA 18 rofauHu, 3a10To HE € U3BECTHO Kak
IIe UM TIOBJTUSIE JIEKAPCTBOTO.

JApyru nekapcrBa u DARZALEX

Tps0Ba na kaxeTe Ha Bamms nexap wiyn MeAUIIMHCKA CECTpa, ako MpuemMare, HacKopo CTe MpHeMain
WIN € Bb3MOXHO J1a IPUEeMeTe APYTH JIeKapcTBa.

ToBa BKIIOUBA JIeKapcTBa 0€3 penenTa, KakTo 1 OMIIKOBH JIEKapCTBa.

Bpemennoct

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

Axo 3a0peMeHeeTe JI0KaTo ce JIEKyBaTe C TOBA JIEKapCTBO, He3abaBHO nH(popmupaiiTe Bammst nexap
WIM MEUIMHCKA cecTpa. Bue n Bammsr nekap 1ie pemmuTe Jauu noia3aTta oT TOBa JIEKapCcTBO € M0-
roJisiMa OT prcka 3a Bamero Oe6e.

KonTpanenuust

Kenwure, nHa xouto ce npunara DARZALEX, tpsiOBa 1a n3non3Bat eeKTHBHA KOHTPALEHIH 1O
BpeMe Ha U J10 3 Mecela cie]l JIEYEHUETO.
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Knpmene

Bue u Bamust nekap 1ie nperneHuTe Jaiu moji3ata oT KbpMEHETO € Mo-ToJsiMa OT pucka 3a Baiieto
0cOe. ToBa e Taka, 3aI0TO JISKAPCTBOTO MOXKE Jja MPEMHUHE B KbpMaTa M HE € M3BECTHO KaK TOBA I1Ie
ce oTpas3u Ha O6ebeTo.

Ilodupane u padoTa ¢ MAIIIHHH
Bue moxe ga ce wyBcTBaTe ymopenu cief npueM Ha DARZALEX, koeTo Moxke J1a IOBIHsIE
crrocoOHOCTTa BU 1a modupare win 1a paboTUTE ¢ MaITHHU.

DARZALEX cbabpska copouTon

CopOuTONBT € U3TOYHHK Ha QpyKTO3a. AKO BHe MMate HacliecTBEHa HEMIOHOCHMOCT KbM (DPYKTO3a,
PSLIKO TeHEeTHYHO 3a0ossaBaHe, He TpsiOBa na Bu ce nmpunara ToBa nekapctso. Ilanuenture ¢
HAacJIeJCTBEHA HEIIOHOCUMOCT KbM ()PyKTO3a HE MOraT Jia pasrpaxkaaT GpyKTo3ara, KOeTo MOXe Ja
MIPUYUHY CEPHO3HU HEXKETaHU PEAKIMH.

Tpsa6Ba na nadopmupare Bamms gexap npenu xa Bu 0b1e mpriiokeHo ToBa JEKapCTBO, aKO UMaTe
HaCJIeICTBEHA HETIOHOCUMOCT KbM ()PYKTO3a.

3. Kak ce npuiara DARZALEX

KakBo konu4ecTBO ce mpuJjara
Bamwsar nekap mie onpenenu Bamata no3a u cxema Ha nedenue ¢ DARZALEX. Jlo3aTta Ha
DARZALEX mie 3aBucu oT Bamiero TenecHo Terso.

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

Koraro ce npunara camoctostenno, DARZALEX ce npunara xkakTo cieBa:

. BEJIHBK CEIMUYHO 32 ITbPBUTE 8 CEIMHUIIN
° CJIe/1 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, BamusaT nexap Moxke 1a MpoMeHs
BPEMETO MEXKAY JI03UTE, KAKTO U Oposi Ha JIeKapcTBaTa, KOUTO 1€ II0IydaBaTe:

[Ipe3 mbpBaTa cenmuua Bamusar nexkap moxe aa pazaenu no3ata Bu DARZALEX B nBa
[MOCIEIOBATEIHHN JHH.

Kak ce npusiara ToBa jiekapcTBO
DARZALEX mie Bu 6b/1€ IprIoKeH OT JIeKap WM MEIUIIMHCKA cecTpa. [Ipumara ce upe3 KarmkoBo
BJIMBaHE BHB BeHaTa (MHTpaBEHO3HA WH(Y3HS) B IPOJABIDKCHNE HA HAKOJIKO Yaca.

JlekapcTBa, npujaranm no Bpeme Ha jgedyenne ¢ DARZALEX
Mo:xe na Bu ObaaT npuiaranu JieKapcTBa 3a HaMaJsIBAHE Ha BEPOSTHOCTTA OT Pa3BUTHE HA XEPIIeC
30CTep.

[penu Besika undysust DARZALEX mie Bu Ob1at npunaranu jgekapcTsa, KOUTO me Bu moMmorHar 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/IZ[I/I)
L JICKApCTBaA 3a TPECKa (KaTO napaueTaMon).

Cnen Besika nadpy3uss DARZALEX me Bu 0b1aT npunaranu gekapcTsa (KaTo KOPTUKOCTEPOHIH) 32
HaMaJsiBaHe Ha BEPOSTHOCTTA OT MOJIy4YaBaHe HA PeaklHu, CBbP3aHU C HHPY3UATA.
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Xopa ¢ AuxaTeTHU NpodIeMu

AK0 MMaTe AUXaTeTHN MPOoOIeMH, KaTo acTMa WIIM XpOHUYHA 0OCTPYKTHBHA OenonpoOHa Gosect
(XOBB), e Bu 6b1at npunaranu jiekapcTsa 3a HHXaJHUpaHe, KOUTO IIe TOMOTHAT 3a Bammre
JUXaTeTHH po0ieMu:

o JICKapCTBa 32 Pa3IIUpPIBaHE HA OPOHXUATHUTE IIBTHINA HA OSITUTE IPOOOBE
(OpoHXOIMITATATOPH )
o JIeKapcTBa 3a HaMalsBaHE HA OTOKA U Ipa3HEHeTOo B OenuTe IpoOoBe (KOPTUKOCTEPOUIN)

AKO cTe MOJTy4YHJIU noBeye 0T HeoOxoaumarta 103a DARZALEX

Tosa nexapcTBo 1mIe OBI€ MPUIOKEHO 0T Barmus nexap nim MeAUIMHCKa cecTpa. B Manko BeposTHuUS
CITydJaif Ha TIpWJIaraHe Ha TBBPAE MHOTO JIeKapcTBO (IIpeno3upane), Bammst nexap me Bu nabmogasa
3a HEXKEJIaHU PEaKIUy.

AKO cTe NpPOILyCHAJIM IoceleHue 3a npuioxenne Ha DARZALEX

MHoro e Ba)HO Jia cria3BaTe BCHUKU Bary mocemeHus, 3a ga ocCUrypute ekt ot JeueHueTo. AKo
CTE MPOITyCHAIIU €HO MOCELIEHNE, HAIPAaBETe IPYro Bb3MOKHO Hal-CKOpPO.

AKO UMare HIKaKBH JOTBIHUTEITHHA BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bamms nekap wuimm MeITUITMHCKA cecTpa.

4. Bb3MOKHHN HeKeTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAN3BUKA HEXKCIAaHU PE€aKIIUH, BBIIPEKU Y€ HC
BCCKH T'U ITOJTy4aBa.

Peakuuu, cBbp3anu ¢ uHQy3usTa

VYBenoMmere BeaHara Baius gekap wiid MEIUUUHCKA CECTPA, KO MOMYUYHUTE HAKOU OT CICTHUTE
MIpU3HAIA Ha Peakius, CBbp3aHa ¢ HH(Y3uATa, 10 BpeMe WM B paMKUTE Ha 3 THU cliea nHPYy3UITa.
Moske aa ce HaJIOXKH Jla IpreMeTe APYTH JeKapcTBa WK HHPY3HATA J1a ce 3a0aBu HIIH CIIpe.

Te3n PCaKr BKIKOYBAT CJICAHUTC CUMIITOMU:

Mmuoro yectu (MoXe Ja 3acerrar moseue ot 1 na 10 gymm):
CTYJICHU TPBIIKU

BB3MAJICHO I'bPII0, KAIUTUIA

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 xymm):

. TEXKa aJIcpruvHa peakiys, KOsITO MOXe Jla BKJIFOYBA [TOIyBaHe Ha JIUIETO, YCTHUTE, yCTaTa,
€3WKa WM I'BPIJIOTO, 3aTPYAHEHO MPETThIIaHe WK JUIIAHE WU ChpOsI] 0OpuB (YpTUKApHs).
Buxre Touka 2.

. 0oJIKa B OUUTE

° 3aMBIJICHO 3pEHHE.

AKO TOJTyYuTe HIKOS OT PEaKLHHUTe, CBbP3aHH ¢ MH(Y3UsITA, ONMCAHH [I0-TOPEe, YBEIOMETE BeJHara
Bamwis nekap nim MeIMIMHCKA 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 MPUYMHN M3TPBIIBaHE, MpaBydKaHe MIH OOJIKa
BHCOKO KPHBHO HaJIsITaHE

MYCKYJTHU CHIa3MU

HOyBaHE HA PBIETE, TTIC3CHUTE WIH CThIIANATA

YyBCTBO Ha OTHAJHAIOCT

Oonku B repOa

CTYZICHH TPBIIKU

nH(peKnus Ha Oennrte 1poOdoBe (ITHEBMOHU)

OpoHXHUT

MH(EKIMN Ha TUXATeIHUTE ITBTUINA - KaTO HOCA, CHHYCHTE WU T'bPIIOTO

HHUCHK OpOoli Ha YepBEHNTE KPBBHU KJICTKH, KOUTO MPEHACST KUCIOPO.I B KPBBTA (aHEMUST)
HUCBHK Opoii Ha OennTe KPHBHU KIETKH, KOUTO TToMarat B 6opOata ¢ nHGEeKInu (HeyTPOTIeHuS,
nuMdoneHus, TeBKOTICHHS)

HUCHK OpO Ha KPBBHU KIIETKH, HApEUYEeHH TPOMOOLIUTH, KOUTO TTOMAraT 3a ChbCHUPBaHETO Ha
KpPBBTA (TPOMOOIIUTOTICHYIS )

HEOOWYAMHO yCelllaHe 1Mo KoXkaTa (KaTo MpaBydYKaHe WU YCEIllaHe 3a JIa3eHe).

Yectu (Moxe na 3acersat 1o 1 Ha 10 gymm):

HEPUTMUYHA ChpJIedHa IEHHOCT (MPEACHPIHO MBXKIICHE)

crOMpane Ha TeUHOCT B Oenmte apoOoBe, KoeTo Bu mpuunHsBa 3a1yX
rpun

MH(EKIHA Ha MMKOYHHUTE ITbTHIIA

TeXKa MHQEKIUs Ha [N OPTaHu3bM (CETICHUC)

JeXUApaTalys

npunanaHe

BHCOKO HHMBO Ha KpbBHA 3aXap

HHUCKO HMBO Ha KaJILUIl B KPbBTa

HHUCKO HMBO Ha aHTUTEJa B KpbBTa, HApe4YeHH "MMYyHOII00yIMHHI", KOUTO momarar B Oopbara ¢
UHEKIUUTe (XUIOraMario0yInHEMHs)

Bh3MalIeH MaHKpeac

BUJI Xeprec-BUpycHa HHPEKIHsI (ITATOMETaIBUPYCHA WHPEKIHS)
COVID-19.

Heuectu (Moxe na 3acernat mo 1 va 100 xymm)

Bb3NaJICH YepeH Apo0 (XemaTur).

Cho01iaBaHe HA He:KeJIAHU peakunu

AKO TOJTyunTe HIKaKBU HEXEJIaHH JISKApCTBEHU Peakiy, yBegoMeTe Bamus nexap uim MeAUIHCKa
cectpa. ToBa BKIIIOYBa BCUYKU BH3MOXKHU HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIAaHU peaknuu. 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 cpoOmiaBate HexXelIaHu peakify, MOKETe Ja AaJieTe CBOsI IPUHOC 3a MOoJTyvYaBaHe Ha IOBeYe
uH(OpMAIIsT OTHOCHO O€30I1acHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na coxpansiBate DARZALEX
DARZALEX mie ce cbxpaHsiBa B OOJHHUIIA WK B KIIMHHUKA.
[a ce cpxpaHsiBa Ha MSICTO, HEIOCTBITHO 32 JIela.

He uzmomn3BaiitTe TOBa JIEKapCTBO CIIE] CPOKa HAa TOJHOCT, OTOEsI3aH BbPXY KapTOHEHATa OMAaKOBKa U
etuketa Ha (iakona ciep "T'onen 10:" u "EXP". CpokbT Ha roJTHOCT OTIOBaps Ha MOCIEAHUS JACH OT
IIOCOYCHHS MECEII.

[a ce cpxpansiBa B xnaqmiHuk (2°C-8°C). Jla He ce 3ampa3siBa.
Jla ce cpxpaHsiBa B OpUTHHATHATA OMAKOBKA, 32 J1a CE MPEIa3yu OT CBETIIMHA.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEpPA 33 JOMAIIHU OTHaAbIIH.
[ommmraiite Bamms dhapMarieBT Kak ga U3XBBPIATE JIEKapCTBaTa, KOUTO Beye He u3mnon3pare. Te3n
MEPKH 1€ CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATa cpela

6. Cpabp:kaHue HA ONIAKOBKATA M I0NbJHUTEIHA UHopMauus

Kakso cbabp:ka DARZALEX

. AKTHBHOTO BEIIECTBO ¢ napatymyma0. Enun ml koH1ieHTpar chabpka 20 mg naparymymao.
Bcexku ¢makon ¢ konmentpar 5 ml ceappxa 100 mg maparymymab. Beeku dhmakon ¢
koHneHTpat 20 ml ceappka 400 mg napatymymao.

. Hpyrute cberaBku ca L-xuctuaus, L-XUCTUAMHOB XUAPOXJIOPUA MOHOXUAPAT, L-METHOHUH,
nosucop6ar 20, copouton (E420) u Boaa 3a umxekiuu (Buwkre “DARZALEX cbabpxka
copOHUTOI” B TOUKa 2).

Kak m3rie:xxna DARZALEX u kakBO ChABP:KA 0MAKOBKATA

DARZALEX e KOHIIEHTpAT 32 HHPY3UOHEH Pa3TBOP U MPeJICTaBIsBa OE3IBETHA JIO KbJITA TEUYHOCT.
DARZALEX ce nocTaBsi B KapTOHEHU OTAKOBKH, ChIIbPKAIIN €IUH CTHKIIEH (IIAaKOH.
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 TOBa JICKApCTBO, MOJISA, CBBPIKETE CE C JIOKAJTHUA
MNPpEACTABUTCII HA TPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

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/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E\LGda

Janssen-Cilag ®appakevtik) Movornpocmmn
A.EB.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

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 o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety_slo@its.jnj.com

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 Mpepasriekaane Ha JucroBkara 10/2024

Apyru u3TouyHuIM HA HHPoOpMaus

IMonpoOHa nH(popMaIus 3a TOBA JIEKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus

o JiekapcrBata https://www.ema.europa.eu.

[Tocouenara no-moy nHpOPMANKS € MpeAHa3HauYeHa CaMO 32 MEAUIIMHCKH CIIEIHATUCTH:

To3u nekapcTBEH NPOAYKT € caMo 3a eTHOKpaTHA ynoTpeoa.
[Toarorsere nH(Y3UMOHHUS Pa3TBOP, N3IMOI3BANKY CIeHATA ACENTHYHA TEXHHKA!

o Nzuucnere no3ara (mg), Heooxoaumus obmr ooem (ml) pasrBop DARZALEX u 6post Ha
HeobOxoaumute utakonn DARZALEX Bb3 OCHOBa Ha TEIJIOTO Ha MAallMEHTA.

. [MpoBepete nanu pa3rBopbT DARZALEX e Ge3nBereH 110 ®bAT. Jla He ce u3nomn3sa npu
HAJIMYMETO Ha HEMPO3payHH YaCTHIIHM, TPOMSHA B IIBETA MJIM JPYTH UYXKIW YACTULH.

o Upe3 acenTryHa TEXHUKA, OTCTpaHeTe 00eM oT HaTpues xmopua 9 mg/ml (0,9%) nmkexinonen
Pa3TBOp OT UH(Y3NOHHUS CaK/KOHTEHHEpa, KOWTO € paBeH Ha HEOOXOIUMHS 00eM Pa3TBOP
DARZALEX.

. N3rernere HeobxonumMoTo KomuaecTBo pa3tBop DARZALEX u ro pa3spenere 10 ChbOTBETHHS

o0eM upe3 mobaBsiHe KbM HH(PY3HOHHHUS CaK/KOHTEHWHEPa, ChIbpiKalll HaTpreB xjopua 9 mg/ml
(0,9%) umkeximoneH pa3tBop. MHDy3noHHNTE cakoBe/KOHTEHHEPH TpsiOBa aa ObaaT
nu3pabotern ot nonuBuHwIxIOpU ] (PVC), nomunponunen (PP), monuerunen (PE) nnu
nonimojieun (PP+PE). PaspexnaiitTe npy HOAXOASIIN aCENTHUHHU YCIOBUs. M3XBhpIieTe BCIKO
HEH3I0JI3BAHO KOJIMYECTBO, OCTAHANIO BHB ()JIaKOHA.

o Buumarenno oObpHeTe caka/KOHTEHHepa, 3a Ja cMecuTe pa3TBopa. [la He ce paskiaia.

o [IperyenaliTe BU3yatHO MapeHTEPAIHUS JIEKAPCTBEH NPOAYKT 32 HaJMYHE Ha BUAUMH YaCTULH
W TIPOMSTHA B I[BETa NpeIn pUloKeHune. B paspenenus pa3rBop Moxke Ja ce o0pa3yBaT MHOTO
MAJIKH, IPO3pavHu 10 Oeu OeNThUYHU YaCTHUIH, Thi KaTo naparymyMad e npoteuH. Jla He ce
M3I0J13Ba, aKO ce HaOJII0aBaT BUIMMO HEIIPO3payHH YaCTHIIU, TPOMSIHA B IIBETA MJIH UYXKIU

HqaCTHUIIH.

. Toit kaTo DARZALEX He chabpska KOHCEpBaHT, pa3pelieHUTe pa3TBOpHU TpsiOBa ja ce
MIPHUJIOKAT B paMKUTE Ha 15 daca (BKIIFOUMTEIHO BPEMETO 3a MH(Y3HsI), IPU CTaliHa
temmneparypa (15° C-25° C) u Ha cTaiiHa CBEeTIHMHA.

o AKO He ce U3IT0JI3Ba BeIHAra, pa3peieHUsAT pa3TBOP MOKE /Ia CE ChXpPaHABa MPEAH MPHII0OKEHUE
3a cpok 1o 24 yaca B xnaamwiHuk (2° C-8° C) u 3ammreH ot cBeTiivHA. [la He ce 3ampa3ssBa.
. [Ipunoxkere paspeneHus pa3TBOp Ype3 HHTPABEHO3HA HH(PY3HS C TIOMOIITa Ha HH(PY3UOHEH

KOMILJIEKT, CHa0JIEH C PEryJIaTop Ha JIOUTa U ChC CTEPUIICH, alTMPOTeHEH, HUCKO POTEHH-
cBbp3Bail noauerepcyabonos (PES) duntsp, (pasmep Ha nopute 0,22 unu 0,2 MEKpOMETpa).


https://www.ema.europa.eu/
https://www.ema.europa.eu/

Tpsa6Ba na ce uznonzsar nonuyperan (PU), momubyramuen (PBD), PVC, PP unu PE xommutekTi
3a IPUJIOKEHHE.

. He BnuBaiite DARZALEX eqHOBpEMEHHO C APYTH CPEACTBA Upe3 €HA U ChIla NHTPABEHO3HA
CUCTEMA.
o He cpxpansBaiiTe HeM3MOI3BaHN KOJUYECTBA OT MHPY3HOHHHS Pa3TBOP 3a IOBTOpPHA ymoTpeoda.

Hewusnon3sanust MPOAYKT WJIM OTHHAABYHUTC MATCPUAIN OT HET'O TpH6Ba Ja CC U3XBBPJIAT B
CHOTBCTCTBHUEC C MCCTHUTC N3MCKBAHUSI.

[Ipocneaumoct
3a fma ce moo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO M MMAPTHIHUSAT

HOMEp Ha MPIJIOKEHUT MPOAYKT TPsiOBa SICHO Ja Cce 3aIiCBar.
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

DARZALEX 1 800 mg un:KeKIMOHEH Pa3TBOP
naparymyma6 (daratumumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIU 1A 3alI0YHeTe 12 U3M0JI3BaTe TOBA

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

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKo0 UMaTte HAKaKBH JOITBIHUTEIHU BBIIPOCH, ONMUTalTe Bamms nekap ninm MenuiuHcKa
cecTpa.

- AKO TIOTTyYnTe HAKaKBU HEXEJIAaHU PeaKkilny, yBeaoMeTe Bamus nekap uim MeTuIimHCKa
cectpa. ToBa BKIIIOUBA U BCUYKU Bb3MOKHU HEXEIAHU PEAKIIUU, HEOTIMCAHU B Ta3M JINCTOBKA.
Buxre Touka 4.

KaxkBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasnasa 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 JOIMBIHUTEIHA HHPOPMALIUS

Sk wdE

1. Kakso npeacraBiasiBa DARZALEX u 3a kKakBo ce U3110/13Ba

Kakso npencraBasia DARZALEX

DARZALEX e nekapcTBO, KOETO ChIbPKa aKTUBHOTO BEIECTBO AapaTyMmymad. To mpuHauiexxu KbM
rpyImna JeKapcTBa, HApEYEHH ,,MOHOKJIOHAJIHU aHTUTeNna". MOHOKIIOHAJIHUTE aHTUTENA ca MPOTEUHU,
KOMTO ca pa3pabOTeHH TakKa, 4e Jia pa3lo3HaBaT U Jia Ce MPUKPEIAT KbM CIIeHU(pUIHI MUILICHH B
opranmu3ma. Jlapatymyma0 e pa3paOOTeH Ja ce MPUKpPErst KbM CIEIU(PUIHN, 00JIECTHO IPOMEHEHH,
KJIETKH B KPbBTa BbB Barus opranusbm, Taka ue uMyHHata Bu cucrema 1a Moke Ja r'd yHUILIOXKH.

3a xakBo ce n3noj3Ba DARZALEX
DARZALEX ce u3noi3Ba npy NalMEHTH Ha Bb3pacT 18 roAuHU UK NO-Bb3PACTHU, KOUTO UMAT BUJ
pak, HapeueH "MyJaTuIuieH MuesioM". ToBa € pak Ha KOCTHUSL MO3BK.

DARZALEX ce u3mossBa ChIIo U MPY BE3paCTHU Ha 18 wim moBede roAnHu, KOUTO UMAT BH/T
HapyIIeHUEe Ha KPBbBTa, HapedeHo ,,AL amunonnoza®. [Ipu AL ammmono3a 00IeCTHO TPOMEHEHN
KPBBHH KJIETKH 00pa3yBaT MPEeKOMEPHH KOJIMYECTBA M3MEHEHH ITPOTENHH, KOUTO Ce OTJIarar B
Pa3In4YHU OPTaHH, KOETO NPEYr Ha MPABUIIHOTO (YHKIIMOHUPAHE HA Te3U OPraHH.

2. Kakso TpsdBa na 3Haere, npeau Aa Bu 6bae npuioxen DARZALEX

He Tpsi0Ba na uznonzsare DARZALEX

- aKo CTe aJepru4Hu KbM JapaTyMyMad WM KbM HSKOS OT OCTaHAJIUTE ChCTaBKH Ha TOBa
nekapcTBO (M36poeHn B TOUKA 6).

He uznonspaiite DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe curypHH, TOBOpETE C

Bamms nekap wim MenquIHCKa cecTpa, npeau na usnonssate DARZALEX.

IpenynpesxaeHust ¥ NpeanasHu MePKH
T'oBopere ¢ Bamus snekap winm MequuHCKa cecTpa, npeau na usnonszsate DARZALEX:

Peaxinu, cBbp3anu ¢ nHPY3HATA
DARZALEX ce mpuiara KaTto MOJIKOXXKHA MHXKEKITHS ¢ MaJIKa Urjla 3a HHKEKTHPAHE Ha JIEKapCTBOTO
nox koxkarta. [Ipenu u crnen Besika nHxkeKIus e Bu ce nmpunarat iekapcTBa, KOUTO 1€ TOMOTHAT 32
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MOHW)KaBaHE Ha BEPOSTHOCTTA OT MOsIBA HA PEaKIINHU, CBbp3aHu ¢ HHPy3usaTa (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 UMaJIU PEaKIlus, CBbp3aHa ¢ MH(y3usTa, 1o-
MAaJIKO BEPOSTHO € TOBa Ja Ce€ CIIy4r OTHOBO. Peakiiu ot 3a0aBeH Tvi 00adye MOKe 1a HaCTBITAT JI0 3-
4 nHM cien WIKeKNusITa. Bammsar gexap Moxe maa permm na He npunara DARZALEX, ako nMare
TEXKKa peaklus CIe] HHKEKTUPAHETO.

B HsiKoM cirygan MOke J1a MOTydUTe TEXKKA aJlepruuHa Peakiys, KOsTO MOXKE J1a BKIIIOUBA ITOJyBaHe
Ha JIMLIETO, YCTHUTE, yCTaTa, €3UKa WU T'bPJI0TO, 3aTPYAHEHO NPErTblIaHe Wi AULIaHEe WU ChPOSIII
00puB (yptukapus). Bmxkre Touka 4.

Kaxere Bemnara Ha Bamus nexap wid MEIUIIMHCKA CECTPA, aKO MOIYYUTE HAKOS OT PEeaKIuuTe,
CBBP3aHM C UH(PY3HSITA WIH CBBP3aHUTE C TSAX CUMIITOMHU, H30POCHH B HA4aJI0TO Ha To4Ka 4. AKo
MOJTyYUTE PEAKIINH, CBP3aHH C MH(Y3HITA, MOXeE JIa C€ Hy)KIaeTe OT APYTH JIEKapCTBa 3a JICUeHHE Ha
CUMITOMHUTE WM MOXKE J]a C€ HAJIOKM MHXKEKIMUTE J1a ce crpat. KoraTo Te3n peaknnu OT3BydaT WIH
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(EKIHUUTE, U KPHBHUTE KJIETKH, HApEUECHH TPOMOOLIUTH, KOUTO TIOMaratT Mpu ChCUPBAHETO Ha
KpbBTa. Kaxkere Ha MEIUIIMHCKYU CIICLUAIHCT, aKO MOJYyYUTE CHMITOMH Ha MHMEKIMS, KaTO Harp.
MOBHUIIIEHA TEMIIEpaTypa, WiIK CUMIITOMU Ha HaMaieH Opoii TpoMOOIMTH, KaTo Hallp. HACHHSIBaHE WIIN
KbpBEHE.

KpsBonpenupane

AKo UMaTe HyX/J1a OT KpbBOIIpEIHBaHe, e Bu Ob/ie HanpaBeH KPBHBEH TECT 32 YCTAHOBSBAaHE HA
Bamara kpbpBHa rpyna.

DARZALEX Moxe fa moBiusie pe3yJATaTuTe OT TOBa M3CJIeBaHe Ha KpbBTa. IHpOpMEpaiiTe TO3H,
KOWTO MpaBH U3CIIeIBaHETO, ue u3nonmBate DARZALEX.

Xenatut B

YBenomere Bamms nekap, ako HAKOTa CTe MMajH Wi € Bh3MOXKHO Jla IMaTe MHQEKIHs ¢ XermaTuT B.
Toga e 3amoro DARZALEX Mmoske 1a mpeau3BrKa akTHBHpaHe Ha BUpyca Ha xenaTut B. Bammst
nekap e Bu u3cnenBa u nperniexa 3a Npru3HANW Ha Ta3d UHPEKIUS TPEAr, TI0 BpeMe U CIie]]
nedenneto ¢ DARZALEX. Hezab6aBHo yBenomere Bamus nekap ako mmare BJOIIaBaiia ce JecHa
YMOPSIEMOCT WJIM MOXKBIITSABAHE HAa KOXKATa, WK Ha OsJiaTa 4acT Ha OYUTE.

Jleuna u roHOIIHN
He napaiite DARZALEX Ha nena niv I0HOIIY Ha BB3pacT moA 18 roauHu, 3a10To HE € U3BECTHO KaK
I1Ie UM TIOBJTUSIE JIEKAPCTBOTO.

Apyru aekapcrea u DARZALEX

TpsOBa na kaxxeTe Ha Bamms nexap nim MeAUIIMHCKA CecTpa, ako IMpuemMarte, HacCKopo CTe MpHeMain
WJIH € B3MOYKHO J1a IPUEMETE APYTH JIEKapCTBa.

ToBa BKIIOUBA JieKapcTBa 0e3 penenTa, KakTo 1 OMIIKOBH JIEKapCTBa.

Bbpemennoct

AKko cTe OpeMeHHa, cMsTaTe, Ye MOKe Jla cTe OpeMEeHHa Wi IUIaHupaTe OpEeMEHHOCT, TOChBETBANUTE
ce ¢ Bamms nexap npenn ynorpebara na DARZALEX.

Axo 3abpeMeHeeTe JI0KaTo ce JIEKyBaTe C TOBA JIEKapCTBO, He3abaBHO nH(popmupaiiTe Bammst nexap
WIM MEUIMHCKA cecTpa. Bue n Bammsr nekap 1ie pemuTe Janu noia3aTta oT TOBa JIEKapCTBO € 10-
rojsiMa oT pucka 3a Bamrero 6eGe.

KonTpauenuust

Kenwure, Ha xouto ce npunara DARZALEX, tpsiOBa 1a nu3non3Bat eeKTHBHA KOHTPALEHIHs O
BpeMe Ha U J10 3 Mecela ciie]l JICYEHUETO.
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Knpmene

Bue u Bamwsit nekap 1ie npeleHuTe Jalid oj3aTta OT KbPMEHETO € Mo-TrojisiMa OT pucka 3a Barero
0cOe. ToBa e Taka, 3alI0TO JISKAPCTBOTO MOXKE Jja MPEMHUHE B KbpMaTa M HE € M3BECTHO KaK TOBa I1Ie
ce oTpasu Ha 6ebeTo.

Ilodupane u padora ¢ MalIMHK
Bue moxe na ce ayBcTBate ymopenu cieq npueM Ha DARZALEX, koeTo MoXke Ja MoBinse
crrocoOHOCTTa BU 1a modupare win 1a paboTUTE ¢ MaITHHU.

DARZALEX uHkeKUHMOHEH Pa3TBOP 32 MOJKO0KHO NPHJIOKEeHHEe ChIbP:Ka HATPHUId
ToBa ekapcTBO Chabprka mo-mMajiako ot 1 mmol atpwuii (23 mg) B 15 ml, T.e. Moxe na ce kaxe, 4e
MPaKTUYECKU HE ChAbPKa HATPUH.

DARZALEX uH:KeKUMOHEH Pa3TBOP 32 MOJAKOKHO NMPUJIOKEeHHE ChbP:Ka COPOUTOJI
CopOuTonbT € n3TOYHHK Ha (hpykTo3a. Axo Bammsat nexap Bu e kazan, ye uMaTe HETIOHOCUMOCT KbM
HSKOM 3aXapH Wik Bu e mocraBeHa 1uarHo3a HaclieJICTBEHA HEIIOHOCUMOCT KbM (PPYKTO3a, PSIAKO
TeHeTHYHO 3a00JsBaHe, ITPH KOETO XOpaTa He MOTaT Jia pa3rpaxkaar Gppykrosa, roBopete ¢ Barmms
nekap npenu na Bu 0b1e npuitoskeHo ToBa JIEKapCTBO.

3. Kak ce npuiara DARZALEX

KakBo Ko/1M4ecTBO ce npuJjara
Hozara Ha DARZALEX wmkeKknmoHeH pa3TBoOp 3a moakoxHo npuioxerne € 1 800 mg.

DARZALEX Moxe a ce IpHIoKH CaMOCTOSITEITHO WK 3a€THO C IPYTH JIEKapCTBa, U3MOI3BaHU 32
JIeYeHue Ha MYyJITUIUIEH MHUEJIOM, WJIH C JIpYTH JeKapcTBa 3a JiedeHne Ha AL amuoniosa.
DARZALEX 00UKHOBEHO ce Tipujiara KakTo CJe/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 BIIOIIH.

Koraro DARZALEX ce npuiara 3aeiHO ¢ JpyTH JIeKapcTBa, BamusaT nexap Moxke 1a MpoMeHs
BpPEMETO MEXAY IO3UTE, KAKTO U OpOs Ha JIeKapcTBaTa, KOUTO 1€ TOIy4aBaTe:

Kak ce npuiara ToBa JieKapcTBO

DARZALEX we Bu ce npuiara ot jekap Wid MEAUIMHCKA CECTPa KATO MHXKEKIUS MO KOXKaTa
(T0IKO’KHA MHXKEKIIWS) B IPOIBIDKEHHE HA TIPUOTU3NUTENHO 3 10 5 MmuHyTH. Toii ce mpuiara B
obnactTa Ha cToMaxa (Kopema), He Ha JIPYTH MeCTa Ha TsUIOTO U HE B yYaCTHIM Ha KOpeMa, KbIETO
KOXaTa ¢ 3auepBeHa, HACMHEHA, YyBCTBUTEIHA, BTBbP/ICHA WK UMa Oesie3u.

Axo m3nuTate 00JIKa 0 BpeMe Ha MHXKEKITUATA, JIEKapAT WM MEIUIIMHCKAaTa CecTpa MOXe Ja
MPEKBCHAT HHKEKTUPAHETO U J1a TTOCTABST OCTaHAJIaTa YacT OT MHXKEKIMSTA B IPYT YUaCThK Ha
Kopema.

JlekapcTBa, npujaranm no Bpeme Ha jgedyenne ¢ DARZALEX
Moke na Bu Ob1aT npuiiaranu jiekapcTBa 3a HaMajsiBaHe Ha BEPOSTHOCTTA OT Pa3BUTHE Ha XepIIeC
30CTep.

IIpenn Besika nmkeknust DARZALEX me Bu Ob1aT npunaranu iekapcTBa, KOUTO 1me Bu moMmorHar
3a HaMaJIsIBaHE Ha BEPOSATHOCTTA OT IMOJTyYaBaHE HA PeaKInu, CBbp3aHu ¢ nH(py3usaTa. Te Morar ga
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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Crnen Besika umkekiss DARZALEX me Bu 0b1aT npuiarann jJexapcTBa (KaTo KOPTUKOCTEPOHUIN ) 32
HaMmalsBaHe Ha BEPOSTHOCTTA OT MOJyYaBaHe HA PEakIHy, CBbP3aHU C HHPY3HUATA.

Xopa ¢ 1uxaTeTHH MpodaeMu

AKO UMarte JuxaTellHu Ipo0IeMH, KaTo acTMa WM XpOHHYHA OOCTPYKTHBHA OenoipoOHa Gomect
(XOBBb), me Bu 0bp1aT mpuiiaranu JiekapcTBa 3a HHXaIHpaHe, KOUTO IIe TIOMOTHAT 3a Barmmre
JIUXATEITHH MTPOOJIeMU:

o JICKapCTBa 32 Pa3IIUpPsIBaHEe HA OPOHXUATHUTE IIBTHINA HA OSITUTE IPOOOBE
(OpoHXOIMITATATOPH )
o JIeKapcTBa 3a HaMalsBaHE HA OTOKA U Jpa3HEHETOo B OenuTe IpoOoBe (KOPTUKOCTEPOUAN)

AKO cTe MOJTy4YHJIU noBeve 0T HeoOxoaumarta 103a DARZALEX

ToBa nekapcTBO 1ie ObJIe MPUIOKEHO 0T Barus nekap nim MeAUIMHCKA cecTpa. B Manko BeposTHUS
CITydJaif Ha TIpWJIaraHe Ha TBBPAE MHOTO JIeKapcTBO (Ipeno3upane), Bammst gexap me Bu nabmogaa
3a HEXKEJIaHU PEaKIUU.

AKO cTe IPOILyCHAJIM NoceleHue 3a npuiaoxenne Ha DARZALEX

MHoro e Ba)HO /1a cria3BaTe BCHYKH Bary mocemeHus, 3a a ocurypute eekT ot JedeHueTo. AKO
CTe IIPOILyCHAJIM €IHO [IOCEIEHHUE, HAIIPABETE IPYro Bb3MOXKHO Hali-CKOPO.

AKO MMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHU € YOTpeOaTa Ha TOBa JICKApCTBO, IONUTANTEe
Bamust nexap uiau MeIUIMHCKA CecTpa.

4. Bb3MOKHHN HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAN3BHUKA HEXKCIAHU PE€aKIIUH, BHIIPEKU Y€ HC
BCCKH T'Y ITOJTy4aBa.

Peakumu, cBbp3anu ¢ uHQy3usTa

VYBenomere BegHara Baius jgekap wiv MEIUIUMHCKA CECTPA, KO MOMYUYUTE HAKOU OT CIECIHUTE
CUMITOMH B paMKHTe Ha 3-4 THU clie]] HHXeKIusaTa. Moxe J1a ce HaloXH Jja IpHeMeTe APyTu
JISKapPCTBa WM MHXCKTHPAHETO J1a ObJIe MPEKBCHATO U CIIPSHO.

Te3n PCaKur BKIKOYBAT CJICAHUTC CUMIITOMMU!

Mmuoro yectu (MoXe Ja 3acerrar moseue ot 1 na 10 gymm):
CTYJICHU TPBIIKU

BB3MAJICHO I'bPII0, KAIUTUIA

rajieHe

MOBPBINAHE

chpOeX B HOCA, XpeMa WIIH 3aIylIeH HOC

3aIyX WU APYTH JUXATECITHU TIPOOIEMH.

Yecrtu (Moxe na 3acernar jo 1 Ha 10 xymm):

. JHCKOM(pOPT B I'bpAUTE

o 3amMaiiBaHe WM CBETOBBPTEK (XUIIOTOHHUS)
o cbpOex

o XPHIITCHE.

Penxu (Mmoxe na 3acernat o 1 va 1 000 mymm):

. TEXKa aJIcpruvHa peakiys, KOsITO MOXe Jla BKJIF0YBA [TOIyBaHe Ha JIUIETO, YCTHUTE, yCTaTa,
€3WKa WM I'BPIJIOTO, 3aTPYAHEHO MPETThIIaHe WK JUIIAHE WU ChpOsI] 0OpuB (YpTUKApHs).
Buxre Touka 2.

° 00JIKa B OYUTE

. 3aMBIJICHO 3pEHUE.

108



AKO TIOJTyYHuTe HAKOS OT PEaKIMUTE, CBhP3aHH ¢ MH(Y3HITa, ONMCAHH ITO-TOpPE, YBEAOMETE BeTHATa
Bamus nekap wim MEITUITMHCKA CecTpa.

Peakuumn HAa MSICTOTO HA HHIKECKTHPaHEe

KoskHu peakiiui Ha Win 0130 10 MICTOTO Ha HHKEKTHPaHe (JIOKaJIHM), BKIFOYUTEIHO PEaKIIiy Ha
MSICTOTO Ha WHXKEKTHpaHe, Moxe J1a HacThIAT ¢ DARZALEX uHXeKIMoHeH pa3TBOp 3a TOKOXKHO
npuioxkeHue. Te3n peaknnu ca yectr (Moxe fa 3acerHat 10 1 va 10 gymm). CuMnroMuTe Ha MICTOTO
Ha WH)KEKTUpaHe MOJKe Jla BKITIOYBAT 3a4epBsIBaHE Ha KOKaTa, ChpOexK, MoayBaHe, 00JKa,
HaCUHsBaHe, 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 MOKE J1a MPUYMHU U3TPBIIBaHE, MPaByUKaHEe WK O0JIKa

0o0puB

MYCKYJIHHU CIIa3MHU

cTaBHa O0JIKa

NOJyBaHE Ha PbLETE, IJIE3CHUTE WIN CThIIagaTa

YYBCTBO Ha OTIIAAHAIOCT

0omnku B THpOa

nH(peKnus Ha Oennurte 1poOoBe (ITHEBMOHU)

OpOoHXUT

MH(EKINY Ha AUXATEJHUTE IbTUILA - KATO HOCA, CHHYCUTE WIH I'bPIOTO

HUCBHK OpOli Ha YepBEHNUTE KPBbBHU KIIETKU, KOUTO MPEHACST KUCIOPOJl B KPBHBTA (aHEMHUS)

HUCBHK Opoii Ha OennTe KPhBHU KJIETKH, KOUTO ToMarart B 6opOata ¢ nHGEKInu (HeyTPOIIeHus,

nuMdoneHus, TeBKOTICHHS)

o HUCHK OpOl Ha KPBBHU KIIETKH, HApEUYeHN TPOMOOINTH, KOUTO TTIOMAraT 3a ChCHPBaHETO Ha
KpPBBTa (TPOMOOIIUTOTICHYISI )

o COVID-19.

Yectu (Moxe na 3acersat no 1 Ha 10 gymm):

HEPUTMHUYHA CHPJIeYHA IEHHOCT (TIPEICHPAHO MBKICHE)

chOupaHe Ha TeYHOCT B OesuTe ApoOoBe, KoeTo Bu npuunHsBa 3a1yx
WHQEKIHS Ha TMKOYHHUTE ITBTHIIA

TeXKa HH(EKITNS Ha eI OPTaHU3bM (CETICHUC)

JeXUApaTaIyst

BHCOKO HMBO Ha KpbBHA 3aXap

HUCKO HHMBO Ha KaJIUi B KPHBTa

HUCKO HMBO Ha aHTHUTEJA B KPbBTA, HAPEUEHH "MMYHOTIIO0YIMHH", KOUTO IToMarat B 6opdara ¢
MHpEKIUUTe (XUIoraMariooyInHeMHs)

3aMaiiBaHe

npunanaHe

0oJKa B TPbIHUTE MYCKYJIH

rpun

CTYACHH TPBIIKU

ChpOeK

HEoOMYaifHO ycellaHe 1Mo Ko)kara (KaTo Harp. U3TPhIIBAHE WIIH MpPaByYKaHe)
Bb3MaJICH TAaHKPEeac
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L BHUCOKO KPBBHO HAJISATAHE.

Heuectu (Moxe na 3acernat mo 1 va 100 mymm)
. BB3MNAJICH YePeH Apo0 (XETaTHT)
. BUJI Xepriec-BupycHa nHpeKnus (TUTOMeTaIBUPyCHA HHPEKITN).

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKXO noTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHN PEaKLUy, yBeToMeTe Bamus iexkap uim MeJuInHCKa
cectpa. ToBa BKIIIOYBa BCHUYKH BH3MOKHH HEOIIMCAHU B Ta3W JINCTOBKA HEXEIAaHH peakiuu. 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 cproOmiaBare HexXenaHH peakiiy, MOKETE J1a 1a/IeTe CBOS IPUHOC 32 T0JTydaBaHe Ha MOBeye
uH(OpMaIHsl OTHOCHO 0€30I1acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBate DARZALEX

DARZALEX uHXEKIIMOHEH pa3TBOP 3a MOJK0KHO MPHIIOKEHHUE I1Ie CE ChXpaHsBa B OOJHUIIA U B
KJIMHHUKA.

[a ce cpxpaHsBa Ha MSCTO, HEJJOCTBITHO 32 JIEHa.

He u3nosnsBaiiTe ToBa 1€KapcTBO €€l CPOKA HA TOAHOCT, OTOEIA3aH BbPXY KapTOHEHATa ONIaKOBKa U
etuketa Ha (iakona cien "T'oxen 10:" u "EXP". CpokbT Ha rOIHOCT OTIOBaps HA MOCICAHUS ACH OT
MOCOYEHHUS MECell.

[a ce cpxpanssa B xnmagunauk (2°C-8°C). la He ce 3ampa3ssiBa.

[a ce cpxpaHsBa B OpUrHHAJIHATA OMAaKOBKa, 32 J]a C€ Mpera3y OT CBETINHA.

He usxBbpisiiTe nekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apMalieBT Kak j1a U3XBBPIISTE JIEKapCcTBaTa, KOUTO Bede He M3MNo3Bare. Te3n
MEpKH III€ CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATa cpena

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HHpOpManus

KakBo cbabpxa DARZALEX

. AKTHBHOTO BelIecTBO € napatymymad. Enua ml ot pa3tBopa cpappka 120 mg napatymymad.
Enun ¢aakon 15 ml nmxekiuoneH pa3tBop cbabpka 1 800 mg naparymymao.
. Jpyrute cbCTaBKHU ca peKOMOMHAHTHA YoBemka xuanyponuaasa (tHuPH20), L-xuctuaun, L-

XUCTHIUHOB XHUIPOXIJIOpU MOHOXUApaT, L-metnonuH, momucopbar 20, copouron (E420) u
BOJIa 3a HHKeKiun (Bmkte ,,DARZALEX chbprka HATpHUil 1 COPOUTON B TOUKA 2).

Kak n3rae:xkna DARZALEX 1 KakBO ChABp:Ka OIIAKOBKATA

DARZALEX uHXeKIMOHEH Pa3TBOP 3a MOAKOXKHO MPUIIOKEHHE € OE3BETHA JI0 KbJITa TEYHOCT.
DARZALEX nHXeKIIMOHEH pa3TBOP 3a MOJIKOKHO MPHIIOKEHNE CE JOCTaBs B KAPTOHEHA OITaKOBKa,
ChIbpKalia | eIH01030B CTHKIICH (IIaKOH.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

110


http://www.bda.bg/

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

Hunepnannus

3a momreTHATETHA WHGOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHS

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

»oKoHCBH & [[xoHchH bearapus” EOO/]
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

EALGda

Janssen-Cilag ®oppaxevtiky Movorpoomnn
A.EB.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 25 50 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 o0.0.
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 Mpepa3sriekaane Ha JucroBkara 10/2024

JApyru u3rounuuu Ha nHpopmauus

ITonpoOHa nHopMaLus 3a TOBa JIGKAPCTBO € MpeocTaBeHa Ha yeOcalita Ha EBponeiickata areHIus

1o JiekapcTBata https://www.ema.europa.eu.

[Mocouenara mo-noiy uHbOpMaIKs € MpeJHa3HaYeHa caMO 32 MEJUIIMHCKH CTICIIHATACTH:

DARZALEX nHXeKIIMOHEH pa3TBOP 3a MOJIKOKHO MPHIIOKEHNE TPSOBA J1a Ce MIPHUIIOKHU OT

MEIUIIMHCKH CIIEITUAINCT.

3a na ce MpedoTBPATAT JEKaPCTBEHH I'PEIKH, € BXKHO Ja CE MMPOBEPSBAT €TUKETUTE HA (IIAaKOHHUTE, 32
Jla € CUTYPHO, Y€ ce MpuJiara MmoJIXo/Is1iara JiekapcTBeHa ¢popma (3a HHTPABEHO3HO WITH 32 MOJIKOKHO
MIPWIOKEHHUE) U Y€ Ha MAIMeHTa ce Tpuiara npeanucanara 103a. DARZALEX nmkeknnoHeH
pa3TBOp TpsAOBa Ja ce mpuiara caMmo 4pe3 MOAKOKHA HHXKEKIMs B ykazaHara 103a. DARZALEX 3a
MOJIKOKHO MPUJIOKEHHE HE € TIPeHa3HauYeH 32 MHTPABEHO3HO MPUIIOKEHHUE.

DARZALEX uHXEKIMOHEH Pa3TBOP 3a IMOJKOXKHO MPUIIOKEHHE € caMo 3a eTHOKpaTHa ynoTpeda u e

TOTOB 3a IMPUJIOKCHHUC.

. DARZALEX nHXEKIIMOHEH pa3TBOP 32 MOJKOKHO IMPUIIOKEHHE € CBBMECTUM ChC CIIPUHIIOBKA
OT MOJIMTIPONMIIEH WJIM TIOJMETUIICH; ¢ HaOOpH 3a TOJKOKHA MH(PY3HUS OT MOTUTIPOIHIIEH,
nosueTIeH iy nomuBHHWIXI0pHU (PVC) 1 ¢ urnum 3a u3rernsHe Ha pa3TBOpa U WHKEKTHpaHe

OT HCPBIKJaeMa CTOMAHaA.


https://www.ema.europa.eu/
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OTIaJIECIIEHTEH M O€31BETEH 10 XKBJT pa3TBop. He n3mon3Baiite mpu Hamu4Yue Ha HEMPO3PAYHU
YaCTHIIM, TIPOMSIHA Ha IBETA WIIH APYTH Ty>KTU YACTHIIH.

M3Banere dmakod ¢ DARZALEX HHKEKITHOHEH Pa3TBOP 3a MOIKOKHO MPIIOKEHHUE OT
xnaauaauka (2° C-8° C) u ro ocTaBeTe J1a JOCTUTHE cTalHa Temmeparypa (15° C-30° C).
HempoOutusr ¢akoH Moxe J1a ce ChXpaHsIBa Ha CTaiiHa TeMIepaTypa U Ha cTaliHa CBETJIMHA 32
MaKCHMAaJTHO 24 Jaca B OpUTHHAJIHATa KapTOHEHa KyTHsl, 32 J]a ce Ipe/nas3u oT cBeTinuHa. Jla He
ce ChXpaHsBa Ha MpsKa CIIbHYeBa CBeTNIMHA. [[a He ce paskiarmia.

[IpuroTBere cipuHIIOBKATA IIPH KOHTPOJIHUPAHH U BATHIUPAHN aCETITUYHA yCIIOBHSL.

3a ;ma ce n30erHe 3amynIBaHe Ha UTJaTa, MPUKPEINeTe XUIMoAepMaTHaTa HHKEKITMOHHA UTJIa HITH
HaOOpa 3a MOJKOXKHA WH(Y3USI KbM CIIPUHIIOBKATA HEIMIOCPEJACTBEHO MPEAN WHXCKTHPAHETO.

CpXpaHeHre Ha IPUTOTBEHATA COPHUHIIOBKA

Axo cripuHIioBKaTta, chabpikama DARZALEX, He ce u3mo3Ba He3a0aBHO, ChXpaHIBaTe
paztBopa DARZALEX no 24 yaca B XJ1aAWIIHUK, [IOCJIEIBAHO OT HE MOBede OT 12 vaca mpu
15 °C-25 °C na craiina cBeTiIMHA. AKO C€ ChbXpaHsBa B XJIAJWIHUK, OCTABETE pa3TBOpa Jia
JIOCTUTHE CTaifHa TeMIepaTypa Mpean MPUI0KEHHE.

[IpunoxeHue

Wmxexrupaiite 15 ml DARZALEX uHXeKIHMOHEH Pa3TBOP 32 MOAKOXKHO MPUIOKEHHUE B
MOJKOKHATA ThKAaH HAa KOpeMa NPUOIM3UTENHO 7,5 cm BASICHO WM BJISIBO OT IThIIA B
MpoabIDKeHre Ha pubnm3uTenHo 3-5 muaytn. He nmxextupaiite DARZALEX nHxeximoneH
pa3TBOP 3a INOAKOMKHO NPUIIOKEHUE HA IPYTU MECTa Ha TAJIO0TO IIOPaIy JIUIICA HA JaHHH.
Mecra Ha MHXEKTHpaHe TpsOBa a ce peayBaT MPH MOCIe0BATCITHUTE HHKCKIIHH.
DARZALEX vHXeKIIOHEH pa3TBOP 32 MOJIKOKHO MPUIIOKEHHUE HE TPsOBa HUKOTa Ja ce
MH)KEKTHPA B YUaCThIH, KbAETO KOXKaTa € 3a4yepBeHa, HACHHEHA, YyBCTBUTEIHA, BTBbPIACHA,
WM B yYaCTBIH C Oernesw.

AKO ManyeHThT U3NUTBa O0JIKa, MPEKbCHETE 32 MAJIKO HJIM 3a0aBeTe CKOPOCTTa Ha
WHKeKTUpaHe. B cimyyaii ye 6onkaTta He ce 00JieK4H OT 3a0aBsiHe HAa MHKEKIIHATA, MOXKE Ja Ce
n30epe BTOPO MSICTO HAa MHXKEKTHPAHE OT ApyraTa CTpaHa Ha KOpeMa, 3a J1a € MHKEKTHPa
ocTraHajiaTa /103a.

ITo Bpeme Ha neuenre ¢ DARZALEX WHXEKIIMOHEH Pa3TBOP 3a MOJKOXKHO MPUIOKEHUE HE
MpUjaraiTe Ipyry JEKapCTBEHHU MPOIYKTH 32 MOAKOXKHO MPUIIOKEHHE Ha ChIIOTO MACTO.
HewunsnonsBanusT JeKapcTBEH NPOLYKT WIK OTHaIbUYHUTE MaTEpUalId OT HEro TpsioBa 11a ce
M3XBBPIAT B ChOTBETCTBUE C MECTHUTE U3MCKBAHUS.

[Ipocaeaumoct
3a fa ce mo1o0pu MPOCICIUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MAPTHIHUST

HOMEP Ha IMPUIIOKCHUA IPOAYKT TpH6Ba SICHO Ja CC 3aIiMcCBar.
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