MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

DARZALEX 20 mg/ml xoHIIeHTpaT 332 HHPY3HUOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bceku duakon 5 ml ceabspka 100 mg gaparymymab (daratumumab) (20 mg naparymyma0 Ha ml).
Beeku duakon 20 ml cappixa 400 mg naparymymad (daratumumab) (20 mg naparymymab Ha ml).

Hapatymyma0 e yoBemko MoHokaoHanHO IgG 1k antuTsio cpeury CD38 aHTHUTEH, TOTYyYEHO B
KJIEThYHA JIMHKS Ha 003aliHHK (SHYHUK Ha KUTAlCKK XamcTep) upe3 pekomOuHanTHa [THK

TCXHOJIOT .

JTIoMOIIIHO BENIECTBO C U3BECTHO ACHCTBUE:

Bceku ¢uakon ¢ 5 ml nundysnoHen pa3rBop cbabpka 273,3 mg copouton (E420).
Beeku duakon ¢ 20 ml ungy3uoneH pa3reop chabpika 1 093 mg copouron (E420).

3a IIBJIHUS CHOUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Konmentpart 3a nH(y3uOHEH pa3TBOP
besuseren 10 xbaT pastBop ¢ pH 5,5 u ocmonanmuter ot 310 mo 370 mOsm/kg.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MNOKAZAHUS

DARZALEX e mokazaH:

o B KOMOMHAIIUSA C JICHATMAOMUJI U JICKCAMETa30H WU ¢ 00pTe30MU0, MesidaliaH U IPEIHNU30H 3a
JieUCHHE Ha Bh3PACTHH NAIMEHTH C HOBOJAMATHOCTUIIMPAH MYJITHUIUICH MHUEJIOM, KOUTO HE ca
TIOJIXO/IATIIN 32 aBTOJIOXKHA TPAHCIIIAHTAIIMS Ha CTBOJIOBH KIICTKH.

o B KOMOUWHAIUS ¢ OOPTE30MHUO, TATHIOMUJ U ICKCAMETa30H 32 JICUCHUE Ha B3PACTHU MAllMCHTH
C HOBOJHATHOCTHITUPAH MYJITHIIEH MHEIOM, KOUTO Ca ITOAXOISIIHI 338 aBTOI0KHA
TPAHCIUIAHTAIUS HA CTBOJIOBU KJICTKH.

. B KOMOMHAIIUSA C JICHATMAOMUJI U ACKCAMETa30H, UK OOPTE30MHO M IEKCAMETA30H 32 JICUCHHUE
Ha BH3PACTHU MANUEHTH C MYJITHUILICH MUEJIOM, KOUTO Ca MOJyYWIA IOHE eIHA TPeUITHa
Tepanusi.

. KaTO MOHOTEPAIHUS 32 JICUCHHE HA Bh3PACTHU MALMEHTH C PEUUIUBUPAT U pedpakTepeH

MYJITHIUIEH MHUEJIOM, YUATO NPEALIeCcTBaIla Tepanus BKII0YBa IPOTea30MeH HHXUOUTOD U
MMYHOMOIyJIUPAILO CPEACTBO, KOUTO Ca IMOKAa3aJly POrpecks Ha 3a00sIBAHETO IPU
HocjegHaTa Tepamnus.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

DARZALEX Tpsi0Ba Obe priIarad 0T MEIUIIMHCKY CIICIIMATHUCT NP HATMYUE HA YCIOBHS 32
peaHNManHs.

TpsiOBa ja ce mpuiaraT JeKapCTBEHU MPOIYKTH MPEAU U clie] nHPY3UATA, 3a Ja C€ HaMall PUCKBT OT
peaknuwn, cBbp3anu ¢ nHpy3uaTa (IRRs) Ha maparymymab. Bmwkre mo-moiy ,, I IpemopbunteHu
CBITBTCTBAIIM JICKAPCTBEHU IPOAYKTH ", ,,JIedeHre Ha peaknu, CBbp3aHu ¢ HHPY3uATa* 1 TouKa 4.4.



AO3I/IQOBK3

Cxema Ha npunazane 6 KOMOUHAYUS C TEHATUOOMUO U OEKCAMEMA30H (4-ceOMuier YyuKkv Ha edenue)
U 3a MOHOmMepanus.

[Ipenopbuntennara noza DARZALEX e 16 mg/kg TenecHo Terio, MPUIIOKEH KaTO HHTPAaBEHO3HA
uH(DY3Hs B ChOTBETCTBUE ChC CIICHATA CXeMa Ha TpHarane B Tabuuma 1.

Taboauua 1:  Cxema Ha npwiarane Ha DARZALEX B koMOuHauUs € JIEeHAJTUIOMHU/ U
nexkcamera3oH (Rd) (4-cexMuyeH UKD HA JJeUeHHe) 1 MOHOTEpaNus

Ceamuun Cxema

Cenmuiu 1 1o 8 BEJHBK ceIMUYHO (00110 8 103M)

Cenmvunu 9 o 24° Ha BCEKH JiBe ceaMunn (o010 8 103m)

Ot ceamuia 25 HaTaTHK 110 MPOTPECHUS Ha Ha BCEKHU YCTUPH CCIMHUITH

3a60sBaHeTo’

H”praTa J103a OT CXeMaTa Ha IpujlaraHe Ha BCEKU 2 CCIMHUIIU C€ JlaBa HA CCaAMULIa 9.

6 H”praTa J103a OT CXEMaTa Ha IIpujlaraie Ha BCEKU 4 CCIMHUIIU CC JlaBa HA CCaAMULIa 25.

JlexcameTa3oH TpsOBa jia ce npuiiara B qo3a 40 mg/cenmuna (viu HamaieHa go03a 20 mg/cenmuna
MIPH MAIUCHTHU > 75 TOUHM).

3a mo3ara ¥ cxemara Ha MPIIoKEHUE Ha JIEKApCTBEHNUTE MPOAyKTH, ipriaranu ¢ DARZALEX, BuxTe
tTouka 5.1 u crorBeTHaTa KpaTka XapakTepucTHKa Ha TPOAYKTA.

Cxema Ha npunazane 6 Komounayusi ¢ bopmezomud, meapanan u npeoHu3oH (6-ceOMuyeH YuKvil Ha
Jneuenue)

[Ipenopbunrennarta noza DARZALEX e 16 mg/kg TenecHo Tersio, NpuiaokKeH KaTo HHTPaBEHO3HA
UHQY3Us B ChOTBETCTBUE ChC CIIEIHATA CXEMa Ha MpUiiarane B Tabauna 2.

Tabdnuua 2:  Cxema Ha npuwiaarane Ha DARZALEX B komOuHanus ¢ 6opre3omuo,
Meadaaan u npexun3on ([VMP]; 6-cenMuyeH IUKBJ HA JIeUeHHE)

Cenmunu Cxema

Cenvunu 1 10 6 BEIHBXK CeIMHYHO (001110 6 1031)

Cenmunu 7 o 54° Ha BCEKHU TpU cenMuI| (0010 16 103m)

OT ceamuIia 55 HaTaTHK 10 MPOTPECHUs HA Ha BCEKHU YETUPH CEAMHUIIN

3a60.15BaHETO"

a

6

ITepBara 1032 OT cxeMaTa Ha IIpHJIaraHe Ha BCEKU 3 CEAMMILM Ce JjaBa Ha ceqMuua 7.
ITepBara 1032 OT cXeMaTa Ha [pHUIaraHe Ha BCEKU 4 CEIMHUIIM Ce JaBa Ha cenMuua 55.

BopTe3zomub ce maBa aBa IbTH CEAMUYIHO HA ceaAMUI| 1, 2, 4 u 5 3a IbpBUS 6-CEAMHUYCH ITUKBII,
IOCJICABAHO OT BeAHb K CCAMUYHO Ha ceaMuiy 1, 2, 4 u 5 3a omie oceM 6-CCAMHUYHH IIUKBIA. 3a
nHQOpMAaIUs OTHOCHO JI03aTa U cxemara Ha npwiarane Ha VMP npu npunoxxenne ¢ DARZALEX
BIDKTE TOuKa 5.1.

Cxema Ha npunazame 8 KOMOuHayUs ¢ bopmeszomud, marudoMud u OeKCamemason (4-ceOmMuier Yuxkvi
Ha JleueHue) 3a ieyenue Ha HOBOOUASHOCIUYUPAHI NAYUEHMU, NOOX00AWU 34 A6MOLOICHA
mpancnaaumayusi Ha cmeonosu knemxu (ASCT)

[Ipenopbuurennarta noza DARZALEX e 16 mg/kg TenecHo Tersio, NpuiokKeH KaTo HHTPaBEHO3HA
MH(Y3Us B ChOTBETCTBUE ChC CIIEJHATA CXEMa Ha MpuiIarane B Tabauma 3.

Taboauma 3: Cxema Ha npuiaarane Ha DARZALEX B kom0OuHanus ¢ 6opre3omMuo,
TajguaomMua u ajekcamertasoH ([VTd]; 4- cexMuYeH UKD HA JIeYeHHe)
da3a Ha JieueHHe Ceamuun Cxema
WNunyknys Cemmunu 1 mo 8 BEJIHBX ceIMUYIHO (001110 8 7103M)
Cenvunu 9 o 16° Ha BCEKH JIBe ceaMuIty (0010 4 1o3m)
Crnpere npu xumuoTepanus ¢ Bucoku no3u u ASCT
Konconmunmanus | Cenamumu 1 o 8° Ha BCEKH JIBE ceaMuIty (001o 4 m1o3m)




H”praTa J103a OT CXeMaTa Ha IpujlaraHe Ha BCEKU 2 CCIMHUIIM C€ JlaBa HA CCaAMULIa 9.

ITepBaTa 1032 OT cxemara Ha IpHIaraHe Ha BCeKH 2 CeIMULIM Ce aBa Ha ceIMHLA | clie/l MoTHOBsSIBaHE Ha JICYCHUETO
caen ASCT.

JlexcameTa3oH TpsOBa jia ce npuiiara B 1o3a 40 mg Ha neH 1, 2, 8,9, 15, 16,22 u 23 ot umkbn 1 u2; B
no3a 40 mg Ha nen 1-2 u 20 mg npe3 mocnenBamuTe AHA 3a npuiaarade (aeH 8, 9, 15, 16) ot uuksba 3-
4. lexcameTazon 20 mg TpsOBa 1a ce mpuiara Ha fieH 1, 2, 8,9, 15, 16 or 1iukba 5 u 6.

3a n03aTa U cXxeMaTa Ha IpuilaraHe Ha JJeKapCTBEHUTE NPOAYKTH, npuioxeHn ¢ DARZALEX, BuxTte
Touka 5.1 M chOTBETHATa KpaTKa XapaKkTePHUCTHKA HA MPOAYKTa.

Cxema na npunazane ¢ KOMOUHayusi ¢ HOpmMe3oMub u oexcamemason (3-ceOmuuen Yukvil Ha lederue)
[penopbunrennara no3a DARZALEX e 16 mg/kg TenecHo Terio, NpUIoKeHa KaTo HHTPaBEHO3HA
UH(QY3Us B ChOTBETCTBUE ChC CIIEIHATA CXEMa Ha MpUiiarane B Tadbnumna 4.

Tabonuua 4: Cxema Ha npuwiarane Ha DARZALEX B kom0unauus ¢ 6opre3oMud u
nexcameTtas3oH (Vd) (3-cenMHueH MUKDJ HA JIeUeHHe)

Ceamuun Cxema

Cenmuru 1 10 9 BEJIHBXK CeMUIHO (001110 9 1031)

Cepmuim 10 mo 24° Ha BCEKU TPH ceAMHUIIH (00110 5 103H)

Ot ceamuia 25 HaTaTHK 110 MPOTPECHUS Ha Ha BCEKH YETHUPH CEIMUIIN

3a60sBaHeTo’

H”praTa J103a OT CXeMaTa Ha IpujlaraHe Ha BCEKU 3 CCIMUIIU CC JlaBa HA C€AMULIa 10.

6 H”praTa J103a OT CXeMaTa Ha IIpujlaraHe Ha BCEKU 4 CCIMHUIIU C€ JlaBa HA CCaAMULIa 25.

JlexcameTa3on TpsOBa aa ce mprutara B 1o3a 20 mgHa nen 1, 2,4, 5, 8,9, 11 u 12 ot mepBuTe
8 MKbIa Ha JeyeHne ¢ 60pTe30MHUO MM B HamajeHa 1o3a 20 mg/ceaMuLa Npyu NauueHTH

> 75 ropunu, ¢ nogHopmeHo Tersio (UTM < 18,5), ¢ oo KOHTpoJIMpaH 3axapeH quadeT uin
IpeIX0/1Ha HETOHOCUMOCT KbM CTEpOU/IHA Teparusl.

3a m03aTa M cxeMaTa Ha IpUJIOKEHHE Ha JIEKapCTBEHNUTE NMpOoayKTH, punaranu ¢ DARZALEX, BuxTe
touka 5.1 u croTBeTHaTa KpaTka XapakTeprcTHKa Ha MPOAYKTA.

Cxopocm na ungysus

Cren pazpexnane DARZALEX undy3sus TpsOBa ia ce mpuiara MHTpaBeHO3HO TIPH ITbPBOHAYATHA
CKOpOCT Ha MH(Y3UATA, IpecTaBeHa B Tabauna 5 no-noiy. [loctenenHo yBennyaBaHe Ha CKOpOCTTa
Ha nHQYy3uaTa TpsiOBa 1a ce OOMHCIIH, CaMo MPH JIMIICA Ha PeaKUUu KbM HH(Py3usTa.

3a ynecHeHHE Ha IIPUIOKEHUETO IIbpBaTa MpeAnucana go3a 16 mg/kg na ceqmuna 1 Moxe n1a ce
paszienu B Ba MOCIIEOBATENIHY JHH, T.€. § mg/kg choTBETHO Ha AeH | U JieH 2, BuxKTe Tabnuma 5 no-
J0mdy.

Taboauma 5: Ckopoct Ha uHpy3usTa npu npuioxkenne Ha DARZALEX (16 mg/kg)
O6em Ha Hauyanna CTbOKH HA MaxkcumaJsiHa
pa3pe:xiaH | CKOpPOCT yBeJIHYaBaHe | CKOPOCT
e (nbpBM Yac) | cxopocrTa ?
Nndysus Ha ceqmuna 1
Bapuanm 1 (edunuuna 0osza 3a ungysus)
Cenmrnma 1 nen 1 (16 mg/kg) 1 000 ml 50 ml/ma vac | 50 ml/ma gac 200 ml/ma gac
BCEKH 4ac
Bapuanm 2 (pazoenena oosa 3a
ungysus)
Cenmruma 1 gen 1 (8 mg/kg) 500 ml 50 ml/mawac | 50 ml/na gac 200 ml/Ha gac
BCEKH 4ac
Cenmuna 1 gen 2 (8 mg/kg) 500 ml 50 ml/ma vac | 50 ml/Ha yac 200 ml/Ha yac
BCEKH 4ac




Undysns na cenvuna 2° (16 mg/kg) 500 ml 50 ml/mavyac | 50 ml/ma wac | 200 ml/Ha yac
BCEKH 4Yac

HocnenBamm nngys3um (0T cenmuna 3 500 ml 100 ml/ua vyac | 50 ml/aa yac 200 ml/na gac

HATaThHK, 16 mg/kg)® BCEKH 4ac

4 TlocTeneHHO yBeNMYaBaHE HA CKOPOCTTA HA MH(Y3UATa TPsAOBa Ja ce OOMHCIIH, CaMo TIPH JIMIICA HA PEAKLUH KbM

nH}Yy3uATA.

Oo6em Ha paspexxaane 500 ml 3a no3ara 16 mg/kg TpsibBa na ce nznonsea camo ako Hsma IRRs mpe3 npeaxoanara
ceqmuia. B npotuBeH ciy4ail n3non3paiite obem Ha paspexaane 1 000 ml.

Mopndurmpana HagaiaHa ckopoct (100 ml/Ha gac) npu nocienBamure HHPY3UH (T.€. OT CEAMHUNA 3 HATATHK) TPsIOBa
Iia ce u3noizBa camo ako Hama IRRs npu npenxonuure nngysuu. B npoTuBeH ciryyail npoabibkeTe 1a U3M0I3BaTe
yKa3aHHUATa B Ta0JIMLATa 32 CKOPOCTTa Ha MH(Y3Hs Ha cenmuna 2.

Osnaoseane na peaxyuu, c8vbP3anu ¢ UHGy3uama
3a na ce Hamanu puckbT oT IRRs npexan Haganoro Ha nedennero ¢ DARZALEX, TpsioBa na ce
MIpUJIATaT JICKAPCTBEHH MPOAYKTH, TIPUIIATaHu MPean UHPY3HATA.

IIpu IRRs ot BcsikakBa CTENEH/TEKECT, BeaHara npexkbeHeTe nHdysusta DARZALEX u nekyBaiite
CHUMIITOMMUTE.

OgnansBanero Ha IRRs Moke TONBJIHUTEIHO Jla U3MCKBA HAMaJIsIBAHE HA CKOPOCTTa Ha HHQY3UsTa,

iy cnimpane Ha jiedenneto ¢ DARZALEX, kakTo e mocodeHo mo-a10iy (Bx. Touka 4.4).

o Crenen 1-2 (niexa 1o ymepeHna): Ciesl KaTo CHMITOMHTE Ha peakiysITa OT3BydaT, HHy3usTa
Tps0Ba 1a Ob/ie Bh30OHOBEHA C HE IMOBEYE OT MOJIOBHHATA OT CKOPOCTTA, IPH KOSATO CE €
nosiBwia IRR. Ako manueHThT He U3NUTBA HAKAKBU AOMBIHUTENHU cuMiToMu Ha IRR,
YBEJIMYaBAHETO Ha CKOPOCTTA Ha MH(]Y3HATa MOXKe J1a ObJe Bb30OHOBEHO MOCTEIICHHO U Ha
KITMHUYHO ITOAXOJISIIN HHTEPBAIH 10 MakcuMainHa ckopoct ot 200 ml/gac (Tabnwuma 5).

o CremneH 3 (texka): Cren KaTo CUMITOMHUTE Ha peaklysATa OT3By4YaT, MOXKe Ja ce 0OMHUCIH
BB300HOBsIBaHE Ha MH(Y3UATA C HE TIOBEYE OT MOJIOBUHATA OT CKOPOCTTA, IIPU KOSITO CE €
MOSIBUJIA PeaKIMATa. AKO MAIlMEHTHT HE MPOSBABA JOMBJIHUTECIHU CUMIITOMHU, YBEIUUABAHETO
Ha CKOpPOCTTa Ha MH(Y3UATa MOXKE Ja ObJic Bh300OHOBEHO IMOCTEIICHHO U HA MHTEPBAJIU B
3aBUCHMOCT OT cirydas (Tabmuia 5). [Iponieaypara no-rope TpsoBa ia ce MPUIIOKH OTHOBO B
ciydail Ha Bb300HOBsIBaHe Ha cumntoMuTe OT cterieH 3. DARZALEX tpsiOBa na ce mpekparu
OKOHYATEJIHO CJIE]T TI0sBaTa Ha PEaKkIuy KbM WH(Y3UATa CTEICH 3 WU MO-ToJIAMa.

. Crenen 4 (;kuBoTo3acTpamapaiia): OKoHYATEIIHO NpeKkpatsaBaHe Ha JeueHneto ¢ DARZALEX.

Ilponycnama doza

Axo nanupana 103a DARZALEX e npomycHara, 1o3aTta TpsOBa Jja ce IPUI0KH Bb3MOXKHO Haii-
CKOPO ¥ CXeMara Ha MpHuiiarane TpsaoBa J1a ce KOPUTrupa ChOTBETHO, TIPY CTMIa3BaHEe Ha WHTEpBaia Ha
JIeYeHHeE.

Moougpurayusi na 0ozama

He ce mpenopruBa Hamanenue Ha no3ata Ha DARZALEX. Moxe na € Heo0XoanuMo 3a0aBsiHe Ha
TPUIIOKEHUETO, 32 J1a ce Aajic Bb3MOXXHOCT 32 Bb3CTaHOBsBaHE HA OpOsl Ha KPbBHUTE KJIETKU NPH
M0sIBa Ha XEMaTOJIOTUYHA TOKCHYHOCT (BK. TouKa 4.4). 3a nHpopManus OTHOCHO JIEKAPCTBEHUTE
MPOAYKTH, Ipuinaranu B komOuHams ¢ DARZALEX, BmxTe choTBeTHaTa KpaTka XapakTepucTiKa Ha
MPOIYKTA.

IIpenoppUnTEIHN CHIBTCTBAIIHN JIEKAPCTBEHH IIPOILYKTH

Jlexapcmeen npoodykm, npunazan npeou ungyzuama
JlexapcTBeH NPOYKT, IpUJIarad npeau nHdysusaTa TpsaOBa J1a ce Ipuiiara 3a HaMmajsiBaHe Ha pUcKa OT
IRRs Ha Bcnuku nauueHTH 1-3 vaca npenu Beska uHdysus na DARZALEX, kakrto ciensa:

. Koptukocrepoun (abiromeicTpail WM CbC CpeHa MPOIBIIKUTEITHOCT Ha JCHCTBUE)
- MoHorepanusi:
Metunnpenuuzonon 100 mg uiam eKkBUBaJIeHTHA 4034, IPUIIOXKEHA HHTpaBeHo3HO. Cuex
BTOpaTa MH(Y3Us J03aTa Ha KOPTUKOCTEPOH 1A MOXKE JIa C& HaMaud (TIepopaJieH WIn
WHTPABEHO3€H METIINPEIHI30JIOH 60 mg).



- KomOunupana Teparms:
JexcameTa3on 20 mg (Wi €KBUBAJICHT), IIPUJIarad Mpean BCsAka nHGY3UI Ha
DARZALEX. Koraro nexcameTa3oH € crenn(puIHUAT KOPTUKOCTEPOU]] 38 OCHOBHATA
CXeMa Ha JIe4eHre, TepaleBTUYHATa 1032 Ha IEKCaMEeTa30H 1€ CIYXH KaTo JIEKApCTBEH
MIPOYKT, IpHUJIaraf npeau nadys3usata B gaute Ha nHpy3us Ha DARZALEX (Bxk.
Touka 5.1).
JexcameTa3oH ce mpuiiara HHTpaBeHO3HO npenu mbpBaTta nHy3us Ha DARZALEX, a
MEepOpaTHO TPWIIOKEHHUE MOXKeE JIa Ce UMa MPEBHUJI TIPE/IN TOCIIEIBAINTE HH(Y3HH.
CrenmuyanTe 32 JOMBIHATETHA OCHOBHA CXE€Ma Ha JIeueHHe KOPTHUKOCTEPOUIHN (Harp.
NpeIHNU30H) He TpsIOBa Ja ce npuiaraT B AHUTe Ha nHY3usa Ha DARZALEX, xoraro
MAIUEHTUTE MOTyYaBaT JeKCaMEeTa30H KaTo JEKapCTBEH MPOIYKT, IPUIarad npeau

UHQYy3uATA.
o Antunuperunu (nepopaiex napaueramora 650 1o 1 000 mg).
. AHTHXHMCTAMUH (TIepopajeH I HHTPAaBEHO3eH TudeHxuapaMut 25 1o 50 mg nim
C€KBUBAJICHT).

Jlexapcmeern npodykm, npuiazan cied uH@ysusma
JlekapCcTBEH NPOAYKT, MPUIIAraH Ciiell MH(PY3usITa TpIOBa Jia ce Mpuiara 3a HaMaJissBaHe Ha PUCKa OT
IRR ot 3a0aBeH THII, KaKTO CJIEIBA:

- MoHoTepanus:
Ha Bcexu ot aBaTta nHU, clieABaIM BCUUKU HH(Y3UH (KAaTO ce 3all0YHE B AEHS CIe]
nH}Y3UATa), TPAOBA J1a Ce MPHIIOKH TepopaiieH Koptukocrepous (20 mg
METHJINPETHU30I0H WM €KBUBAJIIEHTHA 1033 KOPTUKOCTEPOU]] ChC CPEIHA
NPOIBJDKUTEIHOCT Ha ACHCTBHE WM IBITOAEHCTBAI B CbOTBETCTBUE C MECTHUTE
CTaHIapTH).

- Kombunupana Tepanusi:
Ja ce oOMuCIN IPUITOKEHUETO Ha HUCKA 7032 MepopaieH MeTHIPEeAHN30I0H (< 20 mg)
WM eKBUBAJICHTHA 71034 B JeHs cien nHy3usata Ha DARZALEX. Ako o0aye OCHOBHUSAT
KOPTUKOCTEpOu I, crieludHyeH 3a cxemara (Hamp. JeKcaMeTa30H, IPeIHU30H), ce
npuiara B aeHs cien nadysusta Ha DARZALEX, nombJIHUTEIHN JIEKapCTBEHH
MPOAYKTH, IPUJIaTaHu ciell MHPY3HUsITa MOXKe /1a He ca HeoOXoauMu (BK. Touka 5.1).

OcBeH TOBa, MPU MANUECHTH ¢ aHAMHE3a 32 XpOHUYHA 00CTPYKTHBHA OestoapoOHa OosecT, TpsOBa aa
ce OOMHCITH MPHJIAraHeTo Ha JICKAPCTBCHU TPOIYKTH, IPUIAraHu Cliex HHPY3UATA, BKIFOUNTETHO
KPATKOJCHCTBAIIN U JIBJITOACHCTBAIIM OPOHXOANIATATOPH M HHXAJIATOPHU KOpTHKOCcTepouau. Crieln
IBPBUTE YETUPH MH(DY3HH, aKO TMANMEHTHT HAMA TSKKH IRRS, MPHUI0KEHNETO HA HHXATATOPHU
JICKapCTBEHHU MPOJYKTH cjie MHPY3HUITa MOXKE 1a ObIe TIPEKPATEHO 110 MPELeHKa Ha JIeKaps.

IIpogunaxmura na peaxmusayusama Ha xepnec 30cmep 8Upyc
TpsiOBa ja ce OOMHUCIN aHTUBUPYCHA MPOQIIAKTHKA 32 TIPESBEHIUS HA PEAKTUBAIUATA HA XEPIIEeC

30CTep BUPYC.

CHCLII/IEIJ'IHI/I nomyJjaannuu

bvbpeuno yspeocoane

He ca mpoBexxmanu opuITHATHA TPOYIBAHUS Ha JapaTyMyMa0 IpH MalueHTH ¢ ObOPEYHO YBpeKAaHE.
B53 ocHOBa Ha monynaruonan (papmakokuHeTHaHH (DPK) aHamm3m He € He00X0IMMO KOPUTHPAHE Ha
J03ata MpH NalMueHTH ¢ ObOPEYHO yBpEeKIaHe (BXK. Touka 5.2).

Yeprnodpobno yepesicoane

He ca npoBexxaanu ouiuaIHu MPOy4YBaHUs Ha JapaTyMyMad MpH MalUeHTH C YePHOAPOOHO
yBpexaane. Bb3 ocHoBa Ha nomynannonan @K ananus3u, He € HEOOX0IMMO KOPUTHUPaHe Ha J103aTa
IIPH MAIMEHTH C JIEKO YePHOAPOOHO yBpekKaaHe (BK. Touka 5.2).

Cmapuecka 6v3pacm
He e Heobxonnmo xopurupane Ha mo3ata (BX. ToUka 5.2).



Ileouampuuna nonynayus

Besonacnoctra u eduracHoctra Ha DARZALEX nipu nena Ha Bp3pact noa 18 rogunu He ca
YCTaHOBEHM.

JIuncsart maHHU.

Hauun Ha OPHUITOKECHUC

DARZALEX e 3a HHTpaBeHO3HO IIPIIIOKEHHE. To¥ ce mpuiara KaTo HHTPaBeHO3HA WHQY3HSI Cie
paspexnane ¢ Harpues xiopua 9 mg/ml (0,9%) nmxekunoneH pa3TBop. 3a yKa3aHUs OTHOCHO
pa3peXIaHETO Ha JEKApPCTBEHUS MPOIYKT NPEAH MPUIIOKEHHUE, BUKTE TOUKa 6.6.

4.3 IIporuBomokaszaHus

CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBM HAKOC OT IIOMOIIHHUTC BECIICCTBA,
n30poeHu B Touka 6.1.

4.4 Chenuajanu npeaynpesaeHus: U NpeAna3sHyl MepKH NpPU ynoTpeda

IIpocnenumoct

3a fma ce moo0pu MPOCIETUMOCTTa Ha OHMOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MTAPTHIHUAIT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSOBA SICHO JIa CE 3aIMCBaT.

Peaknun, cBbp3aHu ¢ HHMY3HUATA

DARZALEX moxe na npenusBuka cepuo3nu IRRs, BKIIOUNTENHO aHAQUIAKTHYHN PEaKIUH (BXK.
Touka 4.8). Te3u peakunu MoraT Ja ObJaT )KMBOTO3aCTpaIlaBaIllH, KaTo ca ChbOOLIaBaHM JICTATHU
Cllydau.

Benuku narentu TpsiOBa 1a ce npocienssat no Bpeme Ha nHpy3usra 3a IRRs. Ilpu nanuentute,
kouTo nojiyyaT IRRs oT kakBaro u Ja e cTeneH, HaOMIOASHUETO TPAOBA 1a IPOABDKU CIIe]
UHQY3UATa JO OT3ByYaBaHE HA CUMIITOMHUTE.

B knmuanynanTe nmpoyuBanus IRRs ce cbo011aBat npyu npuOIN3UTETHO MMOJIOBUHATA OT BCHUKH
nanueHTy, Jiekypaau ¢ DARZALEX.

[lo-ronsamata gact ot IRRs HacTenBar npu mepBata nHY3HUA U ca OT creneH 1-2 (Bx. Touka 4.8).
Uerupu nporieHTa OT BCHUYKH nanuentH umar IRR npu nmoseue ot exna nady3us. Mma cirygaun Ha
TEXKH PEaKLUH, BKIIOUUTETHO OPOHXOCHIa3bM, XUIIOKCHS, JUCITHES], XUIIEPTOHUS, OTOK Ha JIAPUHKCA,
0enoapo0eH OTOK M OYHH HEXKENAaHU PeaKIyu (BKIIOYUTETHO XOPOUJAJICH U3JIUB, OCTPa MUOMHS U
ocTpa riiaykoma chC 3aTBOpPeH bI'bi). CHMITOMHUTE BKJIIOUBAT MPEIUMHO 3aITyIIBaHE HA HOCA,
KallUTMIIA, Bb3MaJ€HHE Ha I'bPJI0TO, BTPUCAHE, OBpbIaHe U rajaeHe. [lo-penku cumntoMu ca
CBUPKAIIH XPHUIIOBE, JIEPTHUCH PUHUT, HUPEKCHSL, AUCKOMDOPT B rbpAnTe, CbpOEK, XUIIOTOHUS U
3aMBIJIEHO 3peHue (BxK. Touka 4.8).

[TanuenTure TpsiOBa Aa ObAAT MPeIBAPUTEITHO JIEKYBAHU C AaHTUXUCTAMHUHH, AaHTUITUPETHLIN U
KOPTUKOCTEPOUIH, 3a 1a ce Hamanu puckbT oT IRRs nmpenu Hauanoto Ha neuennero c DARZALEX.
Hndyszusara DARZALEX TpsioBa na ce npexbeHe npu IRRs He3aBrcHMO OT TAXHATA TEXKECT U IPH
HEo0X0IUMOCT TpsIOBa Ja ce MpeanpueMaT MEJUIMHCKH MPYoKu/moaabspxamo jedenue 3a IRRs. Ilpu
naruenTute ¢ IRRs cremen 1, 2 wim 3 ckopoctta Ha nH(DY3MS TpsAOBa 1a ObJe HaMaleHa, IPU
MOBTOPHOTO 1 3armouBaHe. AKO HACTHIU aHa(WIAKTUYHA PEAKIIMS U KUBOTO3aCTpallaBalia
(creneH 4) peakuus, CBbp3aHa ¢ HHY3UATa, He3a0aBHO TPAOBA J1a ce 3al0yHe MOAXOAA1Ia CIEIHA
peannmanus. Tepammsara c DARZALEX tpsb6Ba na ce mpeycTaHOBH He3a0aBHO M OKOHYATEITHO (BIK.
ToukH 4.2 1 4.3).



3a mamaysBaHe Ha pucka oT IRRs oT 3a0aBeH THI, Ha BCHYKH MMAIIMCHTH CJIea HHDY3HH ¢
DARZALEX tpsibBa fa ce mpuiarat nepopaiau Koptukoctepouan. OCBEH TOBa, IIPH IMAIIMEHTH C
aHaMHe3a 3a XpOHUYHA OOCTPYKTHBHA OenoapoOHa OosecT TpsiOBa a ce 0OMUCIH U3ITOJI3BAHETO Ha
JICKapPCTBEHU MPOIYKTH, MPIJIATaHu clie]] nH(y3usiTa (HampuMep HHXAIATOPHU KOPTUKOCTEPOUIH,
KpaTKO- U IBJITOJIeHCcTBAaIy OPOHXOJUIATATOPH ), 32 OBJIaIABaHE HA TUXATEITHUTE YCIOKHEHUS, aKO
Ce TIOSIBAT. AKO C€ TOSIBSIT OYHHM CUMITTOMH, IpekbcHeTe nHPy3usaTa DARZALEX u motwspcere
He3abaBHa 0 TaIMONIOTMYHA OLIEHKA PeaH Bb300HOBsBaHe Ha mpuiokenneto Ha DARZALEX (Bxk.
Touka 4.2).

Heyrponenus/tpoMOonuToneHus

DARZALEX Moxe Aa MOBHIIHA CIIydauTe Ha HEYTPOIICHUS M TPOMOOIIUTONICHUS, HHITYITUPAHHA OT
OCHOBHATa Tepanus (Bxk. Touka 4.8).

[TepuoauyuHo M0 BpeMe Ha JICUSHUETO TPSAOBA JIa CE MPOCIIe/IsBa ITbJIHATA KPhBHA KApTUHA CHITIACHO
KpaTKaTa XapakTEpUCTHUKA HA IPOIYKTA, IPEICTABEHA OT IPOU3BOAUTENS, 3a JIEKApCTBATa OT
ocHOBHaTa Tepanusl. [lanmeHTuTe ¢ HEYTPOIIEHHS TPSIOBA Ja Ce MPOCIIEISIBAT 32 MPU3HAIM Ha
uHpeknus. Moxe 1a e HeoOxoanMo 3abaBsiHe Ha npwiokerneto Ha DARZALEX, 3a na ce nane
BB3MOKHOCT 32 BH3CTAHOBSIBAHE Ha KphBHATa KapTuHa. He ce mpenophuBa HaMalleHHe Ha J03aTa Ha
DARZALEX. Jla ce umat npeaBu/l MOAIbPKAIIK TPHKA C TPAHCPY3UH WIH PACTEKHHU (DaKTOPH.

Undekmn

DARZALEX moxe fa IpUYHHU CEPHO3HU, KUBOTO3aCTpAIaBaIH WIH JeTATHN HHPEKIHH (BXK.
Touka 4.8).

[TanuenTrte TpssOBa 1a ObJAT BHUMATEIIHO HA0JIIOJaBaHH 3a MPU3HAIIM U CUMIITOMHU Ha HHGEKIIUS
npeau u 1o BpeMe Ha jgedeHneto ¢ DARZALEX u 1a Ob1aT neKyBaHH IO ITOAXOISIIT HAYHH.
[IpodunakTuyar aHTUMUKPOOHU CPEACTBA, CHIIIACHO TEPAIIEBTUYHHUTE PHKOBOJICTBA, TPsiOBa Ja ce
OOMUCIIAT TIpeIn, TI0 BpEME Ha WIIH CIIe]] JISYeHUETO (BXK. Touka 4.2).

BausHue npu uHIUPEKTCH aHTI/IFJ'I06VJ'II/IHOB TECT (I/IHHI/IDGKTGH TCCT Ha COOIan)

Hapatymymab ce cebp3Ba ¢ CD38, Hamupalll ce B HUCKa CTENIeH B YepBeHUTE KphBHU KieTkh (RBCs)
Y MOJXKE J1a Iajie OJIOKUTeNeH nHAnpeKkTeH TecT Ha Coombs. MeauupanusT oT gapatrymymad
MTOJIOXKUTENICH HHAUPEeKTeH TecT Ha Coombs MOKe 11a TIepcucTHpa A0 6 Mecera ciie MocaeHaTa
uHby3us naparymymad. TpsOBa na ce uma mpeasuz, ye qapatymymad ce cebp3ba ¢ RBCs u Mmoxke aa
MacKypa OTKPHBAHETO HA aHTUTENA CPEIly CT1adu aHTUTCHU B cepyMa Ha narueHTa. OnpeneisiHeTo Ha
kpbBHaTa rpyna (AB0) u Rh Ha naunenra He ce nmoBnusBar.

[TanuenTure TpsaOBa 1a OBJAT MMOAJIOKEHN HA CKPHHHUHT U TUIIH3UPAHE, PEIN Ja Ce 3aII0YHE JICYCHUE
¢ naparymyma0. [Ipenu aa ce 3amouyHe JIEYEHUETO C 1apaTyMyMal, MOXe J1a Ce TIOMUCIIHU 32
(heHOTHITMPAHE B CHOTBETCTBHE C MECTHATA MPAKTUKA. [ CHOTUIMPAHETO HA YSPBEHUTE KPbBHU KJICTKH
HE C€ MMOBJIMSABA OT JapaTyMyMal W MOXe Jia C€ U3BBPILH 10 BCAKO BpEeMe.

B ciy4aii Ha nimanupana XxeMoTpaHCy3usi, TpSOBa Jla ce YBEIOMST XeMOTpaHC(y3HOHHUTE LIEHTPOBE
3a TOBa BIMSHUE MPU MHIUPEKTHU aHTUTIIOOYIMHOBH TecToBeE (BXK. Touka 4.5). AKO ce Hayara CIIeIIHO
KpPBBOIpEJIMBaHEe, MOTaT 1a ObAT MpeIMBaHN HETECTBAHH M0 KpbcTocaH MeTox 3a ABO/RhD-
ceBMecTUMOCT RBCs, chriacHO NpakTUKHUTE HA JIOKAIHUTE KPbBHU OaHKH.

Bausaue Oopu onpeaCIIHETO HA IIbJIHUA OTTOBOP

Hapatymyma6 e yoBerniko [gG kana MOHOKIIOHATTHO aHTHTSIIO, KOETO MOXKE JIa Ce OTKPHE KaKTO C
enekTpodopesa Ha cepymuute npoternu (SPE), Taka u ¢ umynodukcanus (IFE), usnon3sanu 3a
MOHHTOpPHUpPAHE Ha eHJoreHHU M-nipotenH (BK. Touka 4.5). ToBa BIMsHUE MOXKE Ja OKaxe eheKT mpu
OTIPEICIISTHETO Ha ITBJIHUS OTTOBOP U MPOTpecHsTa Ha 3a00JIIBaHETO MpH HAKOM manueHTH ¢ [gG kamna
MHEIIOMEH MPOTEHH.



PeakTuBupane Ha Bupyca Ha xenarut B (HBV)

[Ipu nauuentu, nexyBanu ¢ DARZALEX, ce cro0maBa peakTUBUpaHe Ha BUpyca Ha XenaTut B, B
HSIKOM CITy4a C JieTajieH u3xoa. Ha Bcuuky nmauuenTty TpsioBa 1a ce HarnpaBu CKPUHHUHTOBO
uscnensane 3a HBV npenu 3amouBane Ha medenne ¢ DARZALEX.

IIpu manmeHTH ¢ JaHHU 3a TIOJIOXKUTENIEH ceposiornyeH pe3ynrat 3a HBV, npocnenssaiite 3a
KJIMHAYHU 1 J1a00paTOpHH MPU3HALHM 3a peakTuBHpane Ha HBV mo Bpeme Ha 1 B IpoAbIKEeHHE HA
Hall-MaJIKo IecT Mecera cien Kpas Ha teueHneto ¢ DARZALEX. JlekyBaiiTe manueHTuTe B
CHOTBETCTBHE C HACTOSIINTE KIMHUYHNA PHKOBOACTBA. [Ipy KIIMHUYHY MMOKa3aHHsI, OOMHUCIIETE
KOHCYJTAIlUS ChC CHELUATUCT B JIEUEHUETO Ha XEMATHUT.

IIpn manmenTu ¢ peakrusupane Ha HBV, nokato um ce npunara DARZALEX, nedenueto ¢
DARZALEX TtpsibBa fa ce cripe u a ce 3armovyHe MoaxoAsamIo jgeueHue. [loqHoBsBaneTo Ha
neuennero ¢ DARZALEX, npu nanyeHTH ¢ afiekBaTeH KOHTPOJI Ha peakTuBupaHeTo Ha HBV, TpsoBa
Jla ce 00CHIH C JIeKapH ¢ ONuUT B JiedeHnero Ha HBV.

IloMoIIIHH BeniecTsa

To3u exkapcTBeH MPoAyK chabpka copouton (E420). To3u nexkapcTBEH IPOIYKT HE TPSOBA Aa ce
npuIara Mpy MalueHTH ¢ HACIeICTBEeHa HEMIOHOCHMOCT KbM ()PYKTO3a, OCBEH MPH KaTeropuIHa
HEOOXOMUMOCT.

Tpsa6Ba na 6vp1€ cHeTa OIPOOHA aHAMHE3a 110 OTHOIICHWE Ha CHMITTOMUTE Ha HACIEACTBEHA
HEMIOHOCHMOCT KbM (DPYKTO32 IPU BCEKU MAIMEHT, PN MPUI0KEHHETO Ha TO3H JIEKapCTBEH
MPOAYKT.

4.5 B3amMmoneiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYrH (JOpMH Ha B3auMojeiicTBHe
He ca npoBexxnanu mpoy4YBaHUs 3a B3aUMOJICHCTBUATA.

Karo IgG1K MOHOKIIOHAJIHO aHTHUTSIIO, MAJIKO BEPOATHO € ObOpeUYHaTa eKCKpeuusl U MeTad0IM3MbT Ha
MHTaKTEH JapaTyMyMa0, MeJUupaH OT YePHOIPOOHUTE EH3UMH, J1a IPEJICTABIIBAT OCHOBHHU IThTHILA
Ha enuMuHEpaHe. Kato TakuBa, BapualnuTe B JIEKapCTBO-META00IM3UPAIINTE SH3UMH, HE CE OUYaKBa
Jla TIOBITUSISIT SIMMUHUPAHETO Ha Aapatymymal. [lopamy Bucokust aQUHUTET KbM YHHKAJICH EITHTOI
BbpXy CD38, naparymymal He ce o4akBa Ja IPOMEHH JIEKapCTBO-META00NIN3HUPAIINTE €H3UMH.

KnnanunanTe GpapMakOKMHETHYHH OIICHKU Ha JapaTyMyMma0d B KOMOMHAIUS C JICHATUIOMUI,
MTOMAaTUIOMUJI, TATUAOMUJI, OOPTE30MUO U IeKCaMeTa30H He TIOKa3BaT KIIMHUYHO 3HAYNMO
B3aMMOJIECTBHE OT THIIA ,,IEKAPCTBO-JIEKAPCTBO  MEXKIY NapaTyMyMald W Te3U HUCKOMOJIEKYJTHA
JIEKapCTBEHU MPOAYKTH.

Bimmstaue opu nanupexted auturiao0ynmnaos Tect (ManupekreH tect Ha Coombs)

Haparymyma6 ce cebp3Ba ¢ CD38 na RBCs u unrepdepupa ¢ TeCToBE 3a CbBMECTUMOCT,
BKITFOUUTEITHO CKPUHUHT 32 aHTUTENIA U KPhCTOCaHa Mpo0a 32 CbBMECTUMOCT (BXK. Touka 4.4).
MeTtoauTe 3a HamMaJsIBaHE HA BIMSHUETO HA IApaTyMyMal BKIIOYBAT TPETUPAHE HA CPUTPOLIUTHTE C
pearent qutuorpentolt (DTT), 3a na ce paskbca Bpb3KaTa ¢ 1apaTyMyMa0, Wi APYTH JTOKAITHO
BaJMIMPaHu METOIH. T'hil KaTO OMpE/IeIISTHETO Ha KPbBHA Tpyma mo cuctemara Kell cbimo e
YyBCTBHUTENHO KbM TpeTupane ¢ DTT, crnen u3kinrouBane Wiv MASHTUDUIMPAHE HA AIOAHTHTENA,
korarto ce usnonseatr RBCs, tpetupanu ¢ DTT, TpsidBa na 6baaT nocraBenu Kell-orpunarensnu
€JMHUIIM. 3a pa3iiuKa OT TOBa, BUHATH MOXeE JIa Ce UMa MpeABU I ()EHOTUITUPAHE UK TeHOTHITPAHE
(Bk. Touka 4.4).

Bausgane npu eneKTpod)opesa Ha CCPYMHUTE MMPOTCHHU U I/IMVHOd)I/IKCﬂHI/ISI

Hapatymymab Moke aa ce OTKpHe Ipu enekTpodopesa Ha cepymuute nporentu (SPE) u npu
umyHodukcaius (IFE), nsnon3panu 3a MOHUTOpUpPaHE HA MOHOKIIOHAJTHUTE UMYHOTI00yauHu (M
npotenH). ToBa Moxe J1a moBeje 10 GanmuBo moyoxuteHu pesyiratu ot SPE u IFE npu nanuentn



¢ IgG kana MuenoMeH MpOTEerH, MOBJIUABAIIN HAYalIHATA OIICHKA Ha ITBIIHHUS OTTOBOP CIIOPE]T
KpuTepuuTe Ha MexayHapoaHara padboTHa rpyma mo muenoM (International Myeloma Working
Group, IMWG). IIpu nanueHTHTE ¢ IEPCUCTHPAII MHOTO JOOBp YaCTUYCH OTrOBOP, IPH KOUTO MMa
ChMHCHHE 32 BIHMSHUC Ha TapaTyMyMa0, TpsOBa Ja ce 0OMUCIU H3M0I3BaHeTo Ha BamuaupaH [FE
aHanm3, crieruduIeH 3a apaTyMmyMa0, 3a Jia ce pa3rpaHuyy JapaTyMyMad OT OCTaHAINTE CHIOTCHHU
M npoTerHHU B cepyMa Ha MaleHTa 3a ylecHsIBaHe Ha ONpeIeIITHETO Ha MTBbJICH OTTOBOP.

4.6 @epTUIUTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ ACTCPOJACH HOTGHI_II/IaJ'I/KOHTDaLIeHHI/IH

Kenwu ¢ nerepojicH NoTeHIA TPsOBa Jia U3MONI3BAT eEeKTHBHA KOHTPAIICTIIHS [0 BpeMe Ha U JI0
3 Mmecena cnef cnupane Ha jeuyenuero ¢ DARZALEX.

BpemenHoct

Jannu ot ynorpebaTa Ha gapaTyMyma0 mpy OpEMEHHH KCHU JIMTICBAT WK Ca OTPaHHYCHHU.
[IpoyuBaHusiTa IPH )KUBOTHU ca HEJIOCTATHYHU 110 OTHOIIICHHE HA PEMPOITYyKTHBHATA TOKCUYHOCT (BXK.
touka 5.3). DARZALEX He ce mpeniopbyBa 1o BpeMe Ha OPEMEHHOCT U TIPH KEHH C JIETEPOJICH
MOTEHIUA, KOUTO HE U3IIOJI3BAT KOHTPAIICTIITHSL.

Kspmene
He e u3BecTHO manu maparymymad ce eKCKpeTHpa B KbpMaTa.
He Moxke a ce M3KJIF0UM PUCK 32 HOBOPOICHUTE/KbpMaueTaTa. TpsOBa 1a ce B3eMe pellIeHne Aaju 1a

ce MPEyCTaHOBH KbPMEHETO HMJIH JIa CE IIPEYCTaHOBU/HE ce Mpriioku Tepanusta ¢ DARZALEX, karo
ce B3eMaT NpeABU/ M0J3aTa OT KbPMEHETO 32 ACTETO U MOJ3aTa OT TepamusTa 3a )keHaTa.

DepTunurer

Hsama Hannyam naHHM, 3a 13 Ce ONPEEeNAT MOTCHIHATHUTE e(DeKTH Ha apaTtyMyMald BEpPXY
(dhepTHIIUTETA IPU MBKE HIIH JKEeHHU (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe u padoTa ¢ MAIINHA

DARZALEX He noBiusiBa WK MOBIUSIBA MPEHEOPESIKUMO CITOCOOHOCTTA 32 1odupaHe U padora ¢
MmamuHy. MimMa obaue choOmeHns 3a yMmopa py HalueHTH, IpUueMally 1apaTymymad, 1 ToBa TpsioBa
Jla ce UMa MpenBuA Npu modupane 1 padora ¢ MalIMHU.

4.8 HexenaHu JeKapCTBEHH PeaKIUHU

Pesrome Ha npoduia Ha 6€30I1aCHOCT

Haii-yectute Hexxenanu peakuuu oT Besika crerieH (pu > 20% ot nanuenture) ca IRRs, ymopa,
rajieHe, Auapusi, 3ameK, MMPeKCHs, TUCITHEes, KalllJINa, HeyTPOIIEHHs, TPOMOOIIUTONICHNUS, aHEMHS,
nepudepeH exem, acteHus, nepudepHa HeBponaTus, MHOEKIHI Ha TOPHATE ANXATETHU IHTUINA,
MycKynHo-ckeneTHa 6onka 1 COVID-19. Cepro3HuTe HexXelaHH PEaKLUH ca CENICHC, THEBMOHUS,
OpOHXHT, HH(EKIMSI HA TOPHUTE JUXATEeJIHHU IbTUILA, Oe0Jp0o0eH OTOK, TPUII, MTUPEKCHS,
JEXHUIpaTaIys, Tuaprs U IPEACHPIHO MBXKICHE.

TabauyeH CIKUCHK HA HEXKEIAHUTE PECAKIIN

Tab6mmma 6 06001aBa HeXXETAaHUTE PEAKITUN, KOWTO Ce HAOJI01aBaT Py MAMCHTH, TTPHCMAIIH
DARZALEX. Jlanaute otpaszsaat ekcriosunusita Ha DARZALEX (16 mg/kg) npu 2 066 manuenTtu ¢
MYJTHIUIEH MHEJIOM, cpea Kouto 1 910 manuentu ca nonyyasanu DARZALEX B komOuHamus ¢
OCHOBHHM CXEMH Ha JiedueHune, u 156 manuenTtu ca nomydaBaau DARZALEX kato MmoHOTEpamws.
[TocTMapKkeTHHIOBUTE HEXENaHU PEAKIMU ChIIO Ca BKIIOUCHH.
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B npoyuBare MM Y3006 6posit Ha CD34+ KIIeTKUTE € YUCIICHO TO-HUCHK B pamoto Ha D-VTd B
cpasrenue ¢ pamoto ¢ VTd (Mequana: D-VTd: 6,3 x 10%kg; VTd 8,9 x 10%/kg) u npu namuenTure,
3aBBPIIMIN MOOWITU3AIUATA, TIOBeUE MalueHTH B rpynara ¢ D-VTd momydaBat mepukcadop B
cpaBHeHHe ¢ narnuenTre B pamoto Ha VTd (D-VTd: 21,7%; VTd: 7,9%). Uectorara Ha nmpueMaHe Ha
NpHUCA/IKaTa U XEMATOTIOETUYHO Bh3CTAaHOBSIBAHE € 1M0100Ha MPH MAIMEHTUTE C TPAHCIUTAHTAIINS B
pamenara ¢ D-VTd u ¢ VTd (D-VTd: 99,8%; VTd: 99,6%; usmepeHo 4upe3 Bb3CTAaHOBSBAHETO HA
neyrpodumure > 0,5 x 10%/1, nesxonurure > 1,0 x 10%/1 u pomGormTHTe > 50 X 10°/1 6e3

TpaHchy3us).

YecroTute ce onpeaensaT kaTo MHOro yectu (> 1/10), gectu (= 1/100 no < 1/10), vewectu (= 1/1 000
10 < 1/100), peaxu (> 1/10 000 mo < 1/1 000 ) u muoro peaku (< 1/10 000). ITpu Besiko rpynupaHe mo
YeCTOTa, HOKETAHUTE JICKAPCTBEHHU PEAKIIMH Ca TPEJCTABCHN B HU3XOZSII P/l TI0 OTHOIIICHHE HA

TAXHAaTa CCPUO3HOCT.

Tao0auna 6:

Heskesanu JekapcTBeHU peaKIMH NPU NALHEHTH ¢ MYJITHILICH MUEJIOM,
JexkyBaHu ¢ DARZALEX 16 mg/kg

CucremMo-opraneH Kjiac Hexenana peaknus YectoTa Pasnpocrpanenne
(%)
Beuukn | Crenen
crenenn |3-4
Nudexunn u nadecrauuun | Mapexums Ha TOpHUTE MHoro yectn
TUXATEITHN ITHTUIA® 46 4
COVID-19*" 23
ITueBmonus® 19 11
bponxut® 17
WNudexnns Ha THKOIHUTE Yectu 8 1
THTHIIA
Cencuc? 4 4
uTomeranoBupycHa <1
uHbpeknus®
PeakTtuBupane Ha Bupyca Ha |Heuectu - -
Xenarut B°
Hapymennst Ha KpbBTA 1 Heytponenus® Mpmuoro vectn |44 39
JumM@pHaTa cucrema Tpombouuronenus* 31 19
Anemus® 27 12
Jlumdbonenus® 14 11
JleBkonenus® 12 6
Hapywmienunss Ha umynHata | XunoramarinoOynunemus®  |Yectu 3 <1’
cucremMa Anadunaktruna peakuus® | Penxm - -
Hapymenus Ha Hawmasnen anetut MHoro gecTu 12 1
MeTa00JIM3Ma U XpaHeHeTo | XuIoKaaueMus® 10 3
XUneprivuKeMust Yectn 7 3
XunoxkaaueMus 6 1
Jlexuaparanus 3 1"
Ilcuxu4yHM HApYIIEHUSA bescbHme MHoro yectu 16 1"
Hapymienuns na vepBaara | I[lepudepna HeBponarus® Msmuoro wectn |35 4
cucrema I'naBoGonue 12 <1
ITapecresust 11 <1
3amastHoCT 10 <1’
Cunkon Yectu 2 2°
CobpaeyHu HapyuieHust IIpenchepaHO MBXKACHE UecTtn 4 1
CbaoBu HapymieHust Xuneprouus® MHoro yectH 10 5
Kamumma® Mtuoro yectn |25 <1’
Jucnaes® 21 3

1"




PecniupaTopHu, rpbIHU K Bemonpoben oTok* Uectn 1 <1

MeIUACTHHAIHU

HAPYHIIEHUS

CTomMamHo-4YpeBHH 3anek Mtmuoro wectn |33 1

HapylIeHUs Huapus 32 4
Tanene 26 2°
IMoBpbInane 16 1"
Kopemna 6onka® 14 1
[Tankpeatut® Yectu 1 1

Hapymenns Ha KoxkaTa u Oo6pus MHoro yectn 13 1

NOJAKOKHATA ThKAaH Copbex Yectu 7 <1’

Hapymenuss Ha MyCKYJHO- | MyCKyJTHO-CKelleTHa Mmuoro gectun |37 4

CKeJIeTHATA CHCTEMA U Oonka™"

ChEeAUHUTEIHATA ThKaH ApTtpanrus 14 1
MYyCKyJIHH CHa3sMu 14 <1

OO0 HapymeHus1 1 [Tepudepen oTok® Mpmuoro gectun |27 1

edeKTH HA MSCTOTO HA VYmopa 26 4

NpPUIIOKEHne IMupexcus 23 2
Actenust 21 2
Brpucane Yectn 9 <1

HapansiBanus, oTpaBsinusi | Peakius, cBbp3ana ¢ Mmuoro gectun |40 4

U YCJI0KHEeHHs1, Bb3HUKHAIM | NH]y3usTa®

B pe3yJTaT HA MHTePBEHIUH

bes crenen 4
a

6

IMoka3Ba rpynupaHe Ha TEPMUHI

HOCTMapKeTPIHFOBa HEXECJIaHa peaKIus

®  Peakuwst, cBbp3aHa ¢ MH(Y3UATA, BKIIOYBA TEPMUHH, OTIPEIEIEHH OT H3CIENOBATENUTE KATO CBHP3aHH ¢ HHDY3UATA,

BIDKTE TI0-JI0JTy.
YecroTara ce OCHOBaBa Ha MOATPYTa OT MAL[UEHTH, KOUTO ca MOIyYHIN Hal-MalKo eHa 103a OT NPOY4BaHOTO
neuenue Ha win cien 01 ¢espyapu 2020 r. (Hauanoro Ha nanaemuara COVID-19) ot npoyuBanns MMY 3003,
MMY3006, MMY3008 1 MMY3013 n Bcuuky ManueHTH, JeKyBaHH C JapaTyMyMa0, oT npoyusanusita MMY3014,
MMY3019 u SMM3001 (N=1 177).

MyckynHO-ckeneTHa 6oska BKII0UBa 0ojKa B I'bp0Oa, 60Jika B XbJI00Ka, HHIBHHAIHA 00JIKa, MYyCKYJIHO-CKEIeTHa O0nKa
B TPBAHHS KOIII, MyCKYJTHO-CKEIeTHa O0JIKa, MyCKYJIHO-CKeJIETHa CKOBAaHOCT, MUANTHs, 60JIKa BbB BpaTa, 00JIKa B
TPBIHUS KOII OT H3BBHCHPJICUCH IIPOU3XOM U OOJIKa B KpalHHK.

Onucanue Ha I/I36DaHI/I HEXCTaHU pCaKIInu

Pearxyuu, cevpzanu c unghyzusma (IRRs)

B xuHMYHATE TpoyuBaHus (MOHOTEpanws u komOuHupanu jieueHust; N = 2066) gectorata Ha IRR ot
BCUUKH cTernieHu € 37% npu mepata (16 mg/kg, ceamuna 1) undysus nta DARZALEX, 2% npu
UHQY3UATA HA CeMHUIIA 2 ¥ KyMyJIaTHBHO 6% mipu mocnensamute uHdysuu. [To-manko ot 1% ot
narueHTute uMmat IRRs ot crenen 3/4 npu nHy3uATa HA CEAMUIIA 2 WK TIOCICABAIMTE HHPY3UH.

Menuanara Ha BpeMeETO JI0 1MosiBa Ha peakius e 1,5 gaca (quamazon: 0 qo 72,8 waca). Uecrorara Ha
Mo uduKanuy Ha HQY3UsITa Topagy peakuuu e 36%. MenuanaTta Ha MPOABIKUTETHOCT Ha
nH(py3uuTe Ha 16 mg/kg 3a 1-ta ceamuiia, 2-Ta ceIMUIIA U TIOCIIEBAIINTE UH(PY3UH € CbOTBETHO
okomno 7, 4 u 3 gaca.

Texkute IRRs BKITFOUBAT OPOHXOCIIA3BM, TUCITHES, OTOK Ha JIapUHKCa, 0€J10Jp0OCH OTOK, OYHH
HEXEJTaH!U peakiny (BKIIOUUTEITHO XOPOUAANICH U3IUB, OCTPa MUOIIHSI U OCTPa TJIayKOMa ChC
3aTBOPEH BI'bN), XUMOKCH U XxuriepToHus. [pyrure IRRs BkitouBaT Ha3amHa KOHTE€CTHS, KAlLTUIIA,
BTpPHUCAHE, Ipa3HEeHE Ha I'bPJIOTO, 3aMBIIICHO 3pCHUE, TIOBPHIAHE U rajicHe (BK. Touka 4.4).

Koraro npunoxxennero Ha DARZALEX ce npexbscHe nopanu ASCT (npoyusane MMY3006) 3a
nepuoa ¢ Menuana ot 3,75 (quamazon: 2,4; 6,9) Mmecena, cien MOTHOBSIBaHE HA TPHIIOKEHUETO MY
yectotaTta Ha IRRs e 11% npu nepBata undysus ciex ASCT. CkopoctTa Ha MHDY3Us/00eMbT Ha
paspexaaHe ciell OJHOBIBAHETO ¢a ChIIUTE KaTO M3IOJ3BAHUTE MPH MOCIeHATa UH(Y3HUS Ha
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DARZALEX npenu npexbcBaneTo mopaau ASCT. IRRs, Bp3HUKBAIIN ClIeT TOTHOBSIBAHETO Ha
DARZALEX cien ASCT, chbOTBETCTBAT 110 OTHOIICHHE HA CUMIITOMHUTE U Te)KeCTTa (cTeneH 3/4:
<1%) Ha peakiuuTe, CHOOIICHH B MPEIUITHATE TPOYYBAHHS HA CEIMUIIA 2 WIIH TOCIICIBAIIINTE
UH)Y3UH.

B npoyuBane MMY 1001 npu nmarueHTHTE, MOTydaBanii KOMOMHUPAHO JICYCHHUE C TapaTyMyMao
(n=97), mppBara no3a 16 mg/kg naparymyma0 Ha cenmuna 1 e pa3zaesneHa B 1Ba 1uH, T.e. 8 mg/kg
chOTBETHO Ha ieH 1 u Ha neH 2. YecroraTa Ha IRR ot Beskaksa crenen e 42%, karo 36% ot
nanuenTute ca noaydwin IRR wa nen 1 ot ceaqmuma 1, 4% na nen 2 ot cenmuna 1, a 8% mipu
nocnenBamure HHQy3un. Meauanata Ha BpeMeToO J0 Hayajio Ha peakuusiTa e 1,8 yaca (auanason: 0,1
1o 5,4 gaca). UectoraTta Ha npekbcBaHe Ha MH(Y3UsITa nopaau peakuun € 30%. Meauanata Ha
MPOABIDKUTEITHOCT Ha uH(y3usTa ¢ 4,2 h 3a ceqmuna 1-aex 1, 4,2 h 3a cenmuna 1-g1ex 2 u 3,4 yaca 3a
nocieaBaIuTe HHQPY3un.

Hngpexyuu

[Ipu nanuenTute, noayvapamu komOuaUpana tepamnus ¢ DARZALEX, ce cho0mmaBaT nHGEKIMH
crerneH 3 unu 4, KakTo cie/Ba:

[poyuBanus Ha peuuanBupamy/pedpakrepan nanuentu: DVd: 21%, Vd: 19%; DRd: 28%, Rd: 23%;
DPd: 28%.

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

BbB Bcruky npoy4yBaHus MHEBMOHHMS € Hall-4eCcTO ChoOIaBaHarTa Texxka (cTerneH 3 win 4) nHPeKIus.
B npoy4Banus ¢ akTHBHA KOHTPOJIA, CITydad Ha MMPEYCTAaHOBSBaHE Ha JICYCHUETO TOpaand HHPEKITUU
BB3HUKBAT 1pH 1-4% ot manmentute. MHpeEKIMUTE ¢ NeTaneH u3xXo/ ce IbIHKAT IPeJUMHO Ha
MTHEBMOHUS U CETICHUC.

[Ipu manmenTHTe, MOMyvYaBamy komOuHNpana tepanus ¢ DARZALEX, netamau uaexmm
(cTemnen 5) ce cpO0OMmMaBaT, KaKTO CICABA:

[IpoyuBanus Ha perunuBupany/pedpakrepun namuenta: DVd: 1%, Vd: 2%; DRd: 2%, Rd: 1%;
DPd: 2%

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

Jlerenna: D=naparymyma0; Vd=6oprezomub-aekcameraszon; Rd=nenanmmupomua-nexcamerason; Pd=momanunomun-
nekcametazoH; VMP=06opte3omuo-mendanan-npeaan3on; VTd=00pTe30MUO-TaIHIOMHI-ICKCaAMETa30H.

Xemonuza

CrlmecTByBa TEOPETUICH PUCK OT XeMOJIH3a. 1031 CHTHAI 110 OTHOIICHHUE Ha O€30IacHOCTTa IIIe OBe
O] HETIPEKhCHATO HAOIIOICHUE TPU ChOMpaHe HA JJaHHU 33 0€30MIaCHOCT OT KIIMHUYHH MTPOYYBaHUS
Y TIOCTMAapKETUHTOBY JIaHHHU.

I[I)VFI/I CricaJIHy MONyJaaln

B npoyusanero daza Il MMY3007, koeTo cpaBHsiBa jieucHreTo ¢ D-VMP ¢ neuenuero ¢ VMP npu
MAIMEHTH C HOBOJMATHOCTUIIMPAH MYJITHIUICH MHEJIOM, KOUTO HE Ca TIOAXO/ISIIH 332 aBTOI0KHA
TPaHCIIAHTAIIMS Ha CTBOJIOBH KJICTKH, aHAJIM3HT HAa 0€30MIACHOCTTA MPH MOATPYIaTa MAIUSHTH C
(hyHKIMOHAIEH CKOp To cKayiaTa Ha M3rouHara KooneparuBHa oHKoornyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n= 89, VMP: n= 84), choTBeTCTBa Ha 00II[aTa
nomynanus (BX. Touka 5.1).

Iayuenmu 6 cmapuecka ev3pacm

Ot 2 459 nanuentu, kouro nosnydyasat DARZALEX B npenopbunTensaTa 103a, 38% ca Ha Bb3pacT
ot 65 1o 75 ronuny, a 15% ca Ha BB3pact 75 wnum noBede ronuHu. He ca HaOmonaBanu oomu
pas3nKy B eEeKTUBHOCTTA B3 OCHOBA Ha Bh3pacTTa. UecToTara Ha CEpHO3HUTE HEXKEIIAHH PEaKIIUH €
M0-BHCOKA TP MO-BH3PACTHUTE, OTKOJIKOTO MPH MO-MIaAuTe nanuentu. Cpe mauueHTHTe ¢
peunauBHpal] U pedppakTepeH MyJITHILICH MuesoM (n= 1 213), Hali-uecTuTe CEpUO3HU HEXKeENaHH
peaxIum, MosIBSIBAIIIM CE TO-4eCTO PU MAIEeHTH B CTapuecka Bb3pacT (= 65 roauHu) ca MHEBMOHUS U
cencuc. Cpen ManeHTruTe ¢ HOBOAUArHOCTUIIUPAH MYJITHUILJIEH MUEJIOM, KOUTO HE Ca MOAXOIAIIH 32
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aBTOJIOXKHA TPAHCIIAHTAITHSA Ha CTBOJIOBH KJIeTKH (n= 710), Haif-uecTaTa ceprno3Ha HeKeJIaHa
peakIus, KOsITO Ce Cpellia Mo-4eCcTo MPH NAaIUeHTH B cTapyecka Bh3pacT (> 75 ToiuHK), € THEBMOHHSI.

C’B06H_IaBaHe Ha 1003 PaHu HCXKCIaHU PCAKIINH

CpoOmaBaHeTo Ha TOI03UPAHH HEXKEIIAaH! PEaKIUH CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
NPOAYKT € BaykHO. ToBa Mo3BOIIsABa Aa POIBIDKH HAOMIOICHUETO Ha ChOTHOIIEHUETO TOI3a/PUCK 3a
JEKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIHAINCTH C€ M3MCKBA J1a ChOOIIaBaT BCAKA
HOI03MpaHa HEe)KEeJIaHa PeaKIys Jype3 HaIl[OHAIHA CUCTEMa 3a ChOOIaBaHe B

WzmbiHuTEIHA areHuuys 1o JIeKapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

CHUMITOMH M IIPU3HALIA

JIuncea onuT Mo OTHOIIIEHHE Ha NPENO3UPAHE B KIIMHUYHY IIPOYYBaHUA. B KIMHUYHO poy4yBaHe ca
NpuIaraHd MHTPaBEHO3HO 1031 A0 24 mg/kg.

Jleuenue

He e u3BecTen cnenuduieH aHTUIOT MIPH Ipeao3upane ¢ qaparymymad. B ciydaii Ha pemo3upane,
MAIMEeHTHT TPSAOBa ja ce HabI0JaBa 3a MPU3HAIM WM CHMIITOMU Ha HEXeJIaH! peaklnu u TpsOBa aa
Ce 3aloyYyHe BeJHAara NoAXOo 10 CUMITOMATUYHO JCUCHUE.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapMakoTepaneBTHYHA TPyTa: AHTHHEOIUIACTHYHH CPEICTBA, MOHOKIIOHAJTHU aHTUTENA U KOHIOTaTH
antutsio-nexkapctBo, ATC xom: LOIFCO1.

MexaHU3bM Ha IEWCTBUE

Haparymymab e IgG1k qoBenko MOHOKJIOHATHO aHTUTUIO (MAD), KoeTo ce cBbp3Ba ¢ CD38
MPOTENHA, EKCIIPECUPaH BhB BUCOKA CTEIICH HA TTOBBPXHOCTTA HA MUEIIOMHUTE TYMOPHH KJICTKH,
KaKTO ¥ IPYTH BUJOBE KIECTKU ¥ ThKaHU HA pa3nuyHu HuBa. CD38 mpoTerH uMa MHOKECTBO
(yHKIHH, KaTO pelenTop-MeIMUpanHa aJIxe3us, CHTHAIIM3AIUs 1 CH3MMHA aKTHBHOCT.

YcTaHoBeHO €, ye JapaTyMyMa0 HHXHOMpa MOIIHO in vivo pacTtexa Ha CD38-excnipecupariure
TYMOPHH KJIETKH. BB3 OCHOBa Ha in vifro mpoy4BaHHd, JapaTyMyMa0 MOXeE Jla YIIpaKHsABa
MHOXECTBEHH €(PEKTOPHU (PYHKIMH, BOJCIIH JJO IMYHHO-MEIMUpaHa TyMOpHA KIIeThYHa CMBPT. Te3u
NpOYYBaHUS MMOKA3BaT, 4e AapaTyMyMmad MOKe J1a MHAYLHpa TyMOPEH pas3naj upe3 KOMIIEMEHT-
3aBUCHMa IUTOTOKCHYHOCT, aHTUTSII0-3aBUCUMa KJIETHUYHO-MEINNPaHa IUTOTOKCUYHOCT U aHTUTAJIO-
3aBHUCHMAa KJIeThuHa (Daronmro3a Mmpu 310KadecTBeHN 3a00saBanms ¢ ekcripecust Ha CD38. Enna
cybnonyianus Ha MueaouaHu cynpecopuu etk (CD38+MDSCs), perynaropuu T-kieTKu
(CD38+Tregs) 1 B-knetku (CD38+Bcs) HamMansiBa oT JaparyMyMaO-MeqUHUpaH KiIeThueH JIU3HC.
M3BectHO € cwimo, ye T kimerkure (CD3+, CD4+ u CD8+) ekcipecupat CD38 B 3aBUCHMOCT OT eTamna
Ha pa3BUTHE U CTENEHTa Ha akTuBupaHe. I1pu neuenue c napatymymad ca HabJIroaBaHU 3HAUUTEIIHH
yBenuueHust Ha abcomoTtHus Opoii T-knetku CD4+ u CD8+ u nponenTa Ha TUM(OLHUTUTE B
nepudepHaTa KpbB U B KocTHUS MO3bK. OcBeH ToBa JIHK cexBennpane na T-knerbueH penentop
HOTBBPIK/IaBa, Y€ KIIOHATHOCTTA Ha T-KIETKHUTE ce yBeIndaBa IpH JICYCHHE C TapaTyMyMao,
NOKa3BalKi UMYHOMOIYJIMpAIH e(eKTH, KOUTO MOTaT Aa AONpPUHECAT 3a KIMHUYEH OTTOBOP.
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Hapatymymab wHIyITpa armonTo3a ing vitro cinen Fe-Menquupano KphCTOCaHO CBbp3BaHe. B
JIOMTBIHEHUE, naparymyMad moayiupa CD38 eH3uMHaTa aKTHBHOCT, KATO HHXUOWpPA IUKIIa3HATA
AKTUBHOCT HAa €H3UMa U CTUMYJIMPA XUAPOJIa3HATA aKTUBHOCT. 3HAYUMOCTTA Ha TE3U in Vitro epexTu B
KJIMHAYHU YCJIOBHSI, KAKTO U MOCIIEIUINTE 32 pacTeka Ha TyMopa, He ca Io0pe M3sICHEHH.

(DaDMaKOZ[I/IHaMI/I‘IHI/I ed)eKTI/I

Knemxu ecmecmeenu youtiyu (NK) u T-xnemxu

3nae ce, ue NK kietkute excnpecupar Bucoku HuBa Ha CD38 u ca uyBcTBUTENHM Ha JapaTymymaO-
MeauupaH KieTb4eH au3uc. [Ipu neyenue ¢ naparymymal ce HaOr0jaBa NOHMKEHHE Ha a0COIOTHHSA
Opoii u nponent Ha oomute NK kinetkn (CD16 + CD56 +) u aktusupanute (CD16 + CD56%™) NK
KJIETKH B IieprdepHaTa KpbB U KOCTHHU MO3bK. Bbrpeku ToBa nzxoanute HuBa Ha NK kinetkute He
MOKAa3BaT BPb3Ka C KIMHUYHUS OTTOBOP.

HmyHorenHoct

IIpu mo-manko ot 1% oT marnuenTuTe, JeKyBaHU C HHTPABEHO3EH AapaTyMyMal B KIIMHUIHH
MPOyYBaHUs, C€ Pa3BUBAT B X0/1a HA JICUEHUETO aHTH-IapaTyMyMal aHTHTENa.

Knnanuna edukacHocT 1 6€300aCHOCT

Hosoduaenocmuyupan mynimunien muenom

Kombunupano neuenue ¢ 1eHaiuoomuo u 0eKcamemasoH npu NayueHmu, KOumo He ca RoOX00auu 3a
ABMOIONCHA MPAHCIIIAHMAYUS HA CIMBOJI08U KIeMKU

IIpoyusane MMY 3008, OTKpUTO, paHIOMHU3UPAHO, AKTHBHO-KOHTPOJUPAHO TpoyuBaHe ¢a3za III,
cpasusiBa neueHne ¢ DARZALEX 16 mg/kg B koMOUHAIMS ¢ JICHATUIOMU/I U HECKA 71032
nexcameta3oH (DRd) ¢ nedyeHue ¢ neHanmuaoMua v HUCKaA J103a nekcameTta3oH (Rd) mpu manuentu ¢
HOBOJMArHOCTUIIMPAH MYJITHIUIEH MueIoM. JleHanmuaomua (25 mg mpuiarad nmepopaiHo BETHBK
JTHEBHO Ha JHU 1-21 oT nmoBTapsiu ce 28-1HeBHU [4-CEIMUYHHU | IIUKIIN) CE MPHJIara ¢ HUCKa J03a
TIepopaJieH Wi MHTPABEHO3€eH JiekcameTazoH 40 mg/ceamuia (1wim HamaneHa qo3a ot 20 mg/ceamuna
IIPH MAIMEHTH > 75 TOJMHU WK MHIEKC Ha TejecHara maca [body mass index, BMI] < 18,5). B naute
Ha nH}y3us Ha DARZALEX no3ata Ha gekcamMeTas3oH ce Mpuiiara KaTo JeKapCTBEH MPOIYKT,
npunarad npenau napysusata. Kopekun Ha go3ata 3a JeHAIUIOMU U JEKCAMETa30H CE€ U3BBPIIBAT
CBIJIACHO KpaTKaTa XapaKTepUCTHKA Ha TPOAYKTa, MPEIOCTaBeHA OT MPON3BoauTEINA. JIeueHneTo
MPOABb/DKABa B JBETEC PaMEHA J0 IPOrpecHs Ha 3a00JISIBAHETO WM HEITPUEMJINBA TOKCUIHOCT.

Pannommsupanu ca obmio 737 naruenta — 368 B pamoto Ha DRd 1 369 B pamoto Ha Rd. 3xomgnute
nemMorpadcky JaHHHM U XapaKTEPUCTHUKUTE Ha 3a00JISIBAHETO Ca CXOAHHM MEXKITy JIBETC TeParleBTUYHH
pamena. MenuaHaTa Ha Bb3pacTTa € 73 (muanazon: 45-90) rogunam, kato 44% OT MarMeHTuTe ca Ha
BB3pacT > 75 ronunu. [loBedero ca ot Osnata paca (92%), mexe (52%), 34% nmat ckop 3a
(hyHKITMOHAIIHO ChCTOSIHHME 110 CKajlaTa Ha M3TouHaTa KoornepaTuBHa oHKooruyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umar ckop nmo ECOG 1, a 17% umar ckop no ECOG
>2. JIBagecer u celleM MpoIIeHTa UMaT 3a0omsBaHe ctaauii | mo MexayHapoaHarta craaupania
cucrema (ISS), 43% umar ISS cragmii I u 29% wumar ISS cranwuii [11. E¢ukacHocTTa € onjeHeHa upes
npexuBseMoctTa 6e3 mporpecus (PFS) Bb3 ocHOBa Ha kpuTepunTe Ha MexIyHaponHaTa paboTHa
rpyna mo muenoM (International Myeloma Working Group, IMWG) u obmiara npexussiemoct (OS).

IIpu meauana Ha npocnensBane 28 Mecelia MbpBUYHUAT aHanu3 Ha PFS B nmpoyusane MMY 3008
nokasBa nogoopenne B pamoto Ha DR B cpaBHenme ¢ pamoto Ha Rd; MmeamanaTa Ha PFS He e
nmocturaara B pamoto Ha DRd u e 31,9 mecena B pamoto Ha Rd (xoedummenT na puck [HR]=0,56;
95% CI: 0,43, 0,73; p < 0,0001), koeto npeactanisaBa 44% HamaneHHe HA pUCKa OT MPOrpecus Ha
3a00JISIBAHETO WM CMBPT NPH NanMeHTuTe, tekyBanu ¢ DRd. Pesynrarute ot aktyanusupanus
ananms Ha PFS cren menmana Ha npociiefsBane 64 Mecera MpoAbIDKaBar Aa MOKa3BaT MoJ00peHre Ha
PFS npu matimenTure B pamoto Ha DR B cpaBHeHue ¢ pamoTto Ha Rd. Menuanara na PFS e

61,9 mecera B pamoto Ha DRd u 34,4 mecena B pamoto 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

1.0
0.8 =
0.6 1

04— ‘saa D-Rd

D-Rd Rd

Rd

lMponopums NpexvBaemocT bea nporpecus

09 — (N = 368) (N =369
' Mepwatia Ha npexwsaemocT be3 nporpecks - meceL 1.9 344
KoedomumenT Ha pucka 3a D-Rd cnpamo Rd (95% Cl) 0.55(0.45, 0.67)
0IIIIIIIIIIIIIIIIIIIIIIIIII
0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78
Meceum
No. B puck

Rd 369 333 307280255 237220205196 179172156 147134 124114106 99 88 81 64 47 20 4 2 2 O
D-Rd 368 347 335 320309 300 290 276 266 256 246 237 232223211 200197 188177165132 88 65 28 11 3 O

IIpu Meauana Ha npociienssane 56 mecenia DRd mokassa mpeaumcTBo o oTHomeHue Ha OS B
cpasaenue ¢ pamoro Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pe3ynrarute ot
akTyanu3upanus ananus Ha OS ciien Menuana Ha mpociieisBaHe 89 Mecela MpoabIXKaBaT J1a MOKa3BaT
noxo0penue Ha OS npu marueHTuTe B pamoto Ha DR B cpaBHeHue ¢ pamoTo Ha Rd. Menuanara Ha
0OS e 90,3 mecena B pamoto Ha DRd u 64,1 mecena B pamoro Ha Rd (HR=0,67; 95% CI: 0,55, 0,82).
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®@urypa 2: Kpupu na Kaplan-Meier 3a OS B npoyuBane MM Y3008

1.0

0.8

0.6 —

0.4+

Mponopuus NPEXUBIEMoCT

0.2+

O —TTTT T T T T

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Meceum

No. B puck

Rd 369 343 324 308 294 270 251 232 213 194 182 164 149 138 120 59

| 1
96 102 108

i1 2

0
D-Rd 368 346 338 328 305 297 280 266 249 246 233 217 206 195 168 90 21 0 O

JombaHUTENHN pe3ynTaTy 3a epukacHocT oT npoyusane MM Y3008 ca npeacraBenu B Tabauna 7 mo-

J0ITy.
Tabimna 7:  JIoWbJIHUTETHH Pe3yJITATH 32 e(pMKACHOCT OT npoyysane MMY3008*
DRd (n=368) Rd (n=369)
061 otroBop (sCR+CR+VGPR+PR) [n(%)]* 342 (92,9%) 300 (81,3%)
p-croitHoct® <0,0001
Heocnopum menien otrosop (sCR) 112 (30,4%) 46 (12,5%)
[Ienen orroBop (CR) 63 (17,1%) 46 (12,5%)
Msoro no6sp yactuuer otrosop (VGPR) 117 (31,8%) 104 (28,2%)
Yactuuen orrosop (PR) 50 (13,6%) 104 (28,2%)
CR i no-106sp (sCR + CR) 175 (47,6%) 92 (24,9%)

p-croitHoct® <0,0001

VGPR nmu mo-m06sp (sCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-cToiiHOCT® <0,0001

UYecroTa Ha orpunarenno MRD*® n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28,9%)

(4,9%, 10,5%)

CroTHOIIEHHEe Ha maHcosere ¢ 95% CI°

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

p-CTOWHOCT"

<0,0001
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DRd=pnapatymymab-neHanuoMu-aeKcamerasot; Rd= ireHanumpomua-nexcamerazon; MRD=MUHHMAaIHO OCTATHYHO
3abossBane; Cl=moBepurerneH HHTEpBaI
a

b

B13 ocHOBa Ha intent-to-treat TIOITy JIaLIUs

p-croitHOCT OT XM-KBajpar Tect Ha Cochran Mantel-Haenszel
C

d

B®3 ocHoBa Ha npar 107,

HW3nomsBano e nzuncinenue no Mantel-Haenszel Ha 001100 ChOTHOLIEHHE HA NTAHCOBETE 32 HECTPATH(HIUPAHT
Tabmuuu. ChOTHOLIEHHE Ha IaHCOBeTe > 1 moka3Ba npeguMcTso 3a DRd.
p-croifHOCT OT TOYHUS TecT Ha Fisher.

IIpu pecionnepuTe MeauanaTa Ha BpeMmeTo 10 otroBop € 1,05 mecena (amamazon: 0,2-12,1 mecerna) B
rpynara Ha DRd u 1,05 mecena (nnanason: 0,3-15,3 mecena) B rpynara Ha Rd. Menuanata Ha
NPOIBIDKUTEIHOCT Ha OTTOBOpa HE € AocTurHata B rpynara Ha DRd u e 34,7 mecena (95% CI: 30,8,
HE MOJKE JIa Ce OIIeHHW) B Tpymara Ha Rd.

Kombunupamno neuenue c bopmesomud, meagpanarn u npeonuson (VMP) npu nayuenmu, xoumo ne ca
HOOX00AWU 34 ABMOJIOHCHA MPAHCNIIAHMAYUA HA CIBONI08U KIeMKU

IIpoyuBane MMY 3007, oTkpuTO, paHAOMHU3UPAHO, AKTUBHO-KOHTPOJIMPAHO MpoyuBaHe ¢asa I,
cpaBHsBa nedeHnero ¢ DARZALEX 16 mg/kg B komOunanust ¢ 6opre3oMud, Memndanad U npeIHU30H
(D-VMP) ¢ neuennero ¢ VMP npu nauyeHTH ¢ HOBOAMATHOCTULMPAH MYJITHIUIEH MUEIIOM.
BopTe30Mu6 € mpuiaran 4pe3 MoAKOkKHA MHKEKIHS B 103a 1,3 mg/m? TesecHa MOBBPXHOCT JBa IBTHU
CEJAMHUYHO Ha ceqMuId 1, 2, 4 u 5 3a mbpBUst 6-ceMUYEH UK (IIUKBA 1; 8 1031), MOCIeBAHO OT
BEJIHBK CEIIMUYHO MPUIIOKEHUE Ha ceamunu 1, 2, 4 u 5 3a omre oceM 6-CeMUYHU ITUKIH (IUKIH 2-9;
4 1031 Ha 1UKB). Mendanan B 103a 9 mg/m? u npegan3on 60 mg/m? ce mpuIaraT nepopaiHo B

muu 1 o 4 ot neBet 6-cemqmuaay mukH (nukim 1-9). Jledernero ¢ DARZALEX mpoasimkasa 1o
nporpecus Ha 3a00JIIBAaHETO WM 10 HEMPUEMITUBA TOKCUYHOCT.

Parnmomusupanu ca o6mio 706 nmarenTn: 350 B pamoto Ha D-VMP 1 356 B pamoto Ha VMP.
WzxonuuTe nemorpadcku JaHHM U XapaKTEPUCTUKU HA 3a00JIIBAHETO Ca MMOJ00HU B IBETE TPYIH HA
nedeHnne. Meaunanara Ha Be3pactta € 71 (auanaszon: 40-93) ronunu, kato 30% OT manueHTuTe ca

> 75-roauiiHa Bb3pacT. [ToBeueTo ca ot OsiaTa paca (85%), xenu (54%), 25% umat QyHKIHOHATICH
ckop o ECOG 0, 50% umat ckop no ECOG 1, a 25% umar ckop no ECOG 2. Ilauuenture umar
IgG/IgA/nexoBeprxer muenoM B 64%/22%/10% ot cinyqaure, 19% umar 3a6omnsBane ISS cranuii 1,
42% umart ISS craguii 11, 38% umar ISS craguii 111, a 84% nmaT HMTOr€HETUYHHN U3CJIEABAHUS ChC
crannapteH puck. E¢ukacHoctTa € onieneHa upe3 PFS Bb3 ocHoBa Ha kputepuute Ha IMWG u Ha
obmara mpexussiemoct (OS).

IIpu menuana Ha pocneasBane ot 16,5 Mecena mepBuYHUAT aHanu3 Ha PFS B mpoyusane MMY3007
nokasea nogodpenue B pamoto Ha D-VMP B cpaBHenue ¢ pamoto Ha VMP; mennanara na PFS ne e
nmocturaara 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). Pezynrarute ot aktyanusupal ananus Ha PFS crnen meamana Ha mpocieasiBane ot

40 Mecera mpoIpIDKaBar Aa mokaspart nojgoopenue Ha PFS npu manmenture B pamoro Ha D-VMP B
cpaBHeHue ¢ pamoTo Ha VMP. Menuanara na PFS e 36,4 mecena B pamoro Ha D-VMP u 19,3 mecena
B pamoto Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p <0,0001), xoeto npeacrasnsaBa 58% HamaneHue
Ha pHCKa OT IpOTrpecHsi Ha 3a00JIBAaHETO WIIM CMBPT MPH MallMEHTHTE, JeKyBaHu ¢ D-VMP.
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®@urypa 3: Kpupu na Kaplan-Meier 3a PFS B npoyuBane MMY3007
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VMP 356 304 278 263 246 207 171 128110 93 78 67 51 20 15 7 0 0
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173160 113 63 26 9 0

Crnen meauana Ha npocneasBane ot 40 mecena D-VMP nokassa npeaumcTBo o oTHouieHue Ha OS B
cpasuenue ¢ pamoto ¢ VMP (HR=0,60; 95% CI: 0,46, 0,80; p=0,0003), xoeTo npexacrarisiBa 40%
HaMaJIcHUE Ha PUCKA OT CMBPT IIPH MMAIIMCHTUTE, JIKYBaHH B paMoTo Ha D-VMP. Cien mennana Ha
npocnensBane 87 mecena, Mmenuanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP u
53,6 mecena (95% CI: 46.3, 60.9) B pamoto Ha VMP.
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®@urypa 4: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3007

1.0

5] 0.8 —
2
]
(1%
o
:
o 0.6 —
C
®
=
=
a
o
c "
8 04 @o D-VMP
C
D-VMP  UMP vMP
N =2350) (N=356
02 (N =350 (=356
Menuana Ha obLaTa NpesMBREMOCT - MECeUM 83.0 53.6
KoedmmumeHT Ha pucxa 2a D-VMP vs. VMP (95% CI) 0.65 (0.53-0.80)
P<0.0001
0

| | | | | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102

Meceum
MauweHTH B puck

VMP 386 323 311 201 268 242 217 197 167 148 133 124 113 102 79 27 1 0
D-VMP 350 327 318 301 288 275 258 244 227 205 183 171 164 154 128 42 1 0

JlobIHUTEIHY PE3YATaTH 3a epuKacHOCT oT npoy4yBane MMY3007 ca npeacraBenu B Tabua 8 mo-
J0TTy.

Taboauua 8: JonmbJaHuTeTHH Pe3yJITaTH 3a epUKACHOCT OT mpoyuBane MMY3007*
D-VMP (n=350) | VMP (n=356)
0611 otroBop (SCR+CR+VGPR+PR) [n(%)] 318 (90,9) 263 (73.,9)
p-cToiiHOCT® <0,0001
Heocnopum meiien otrosop (sCR) [n(%)] 63 (18,0) 25 (7,0)
[Isaen orroop (CR) [n(%)] 86 (24,6) 62 (17,4)
Mmuoro n1o66p yactuder otroBop (VGPR) [n(%)] 100 (28,6) 90 (25,3)
UYactuuen otroBop (PR) [n(%)] 69 (19,7) 86 (24,2)
UecroTa Ha orpunaresHo MRD (95% CI) ® (%) 22,3 (18,0; 27,0) 6,2 (3,9;9,2)
ChOTHOIIICHHE Ha mancoBeTe ¢ 95% CI 4,36 (2,64; 7,21)
p-CTOWHOCT" <0,0001

D-VMP=naparymyma6-60pre3omud-mendanan-npeanusos; VMP=06oprezomub-mendanan-npeHu30H;
MRD=munnmMaito ocrarsuHo 3aboisaBane; CI=noBepuTeneH HHTEpBaI
a

6

B®3 ocHoOBa Ha intent-to-treat momynauus
p-croitHOCT OT XM-KBajpar Tect Ha Cochran Mantel-Haenszel

®  B®3 ocHOBa Ha TIpar 10,

" MsnonssaHo e uzumcienne no Mantel-Haenszel Ha 061I0TO ChOTHOIIEHHE HA MIAHCOBETE 38 CTPATHOUIMPAHH

Tabnuny. ChOTHONICHUE Ha IAHCOBETE > | TOKa3Ba npeauMcTBo 3a D-VMP.
p-croitHocT oT TouHus Tect Ha Fisher.

[Ipu pecnonaepure MearaHaTa Ha BpemeTo a0 oTrosop e 0,79 mecena (auanazon: 0,4 no 15,5 mecena)
B rpymara ¢ D-VMP u 0,82 mecena (muamnason: 0,7 mo 12,6 mecemna) B rpynata ¢ VMP. Menuanara Ha
NPOIBIDKUTEIHOCT Ha OTTOBOpa HE € AocTurnata B rpynara ¢ D-VMP u e 21,3 mecena (nuamnazoH:
18,4, He MoXke 1a ce oreHu) B rpynara ¢ VMP.
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W3BbpiieH e aHanu3 Mo NOATPYIH IIPHU MAaLMeHTUTE Ha Bb3pacT Hall-Manko 70 rovHu WiIH IIpU
NalMeHTHUTE Ha BB3pacT 65-69 roaunu ¢ pynkuuoHanen ckop no ECOG 2 unu mox 65-roauiiza
BB3PACT ChC 3HAYUTEIIHU CHITBTCTBALIM 3a00msaBanus win ¢pyHkunonanex ckop no ECOG 2 (D-VMP:
n=273, VMP: n=270). Pe3ynratute 3a eQpHUKaCHOCT B Ta3u MOArPyIa CbOTBETCTBAT Ha o0IaTa
nomynaius. B tasu moarpyma mequanata Ha PFS He e mocturnara B rpynata ¢ D-VMP u e

17,9 mecemna B rpynara ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p < 0,0001). Obmara yectoTa Ha
otroBop ¢ 90% B rpymara ¢ D-VMP u 74% B rpynata ¢ VMP (uectora HaVGPR: 29% B rpymara c
D-VMP u 26% B rpynata c VMP; CR: 22% B rpynata ¢ D-VMP u 18% B rpynata ¢ VMP; gectoTa
Ha sCR: 20% B rpymnata ¢ D-VMP u 7% B rpynata ¢ VMP). Pesynrtarute 3a 6e30macHOCT B Ta3u
MOJrpyIia CbOTBETCTBAT Ha oO1ara nomyiauus. OCBEH TOBa, aHANNU3UTE 3a OE30MacCHOCT B
nojrpynara nanuenTu ¢ pyaknuonaner ckop no ECOG 2 (D-VMP: n= 89, VMP: n= 84) crio
CHOTBETCTBAT Ha 00I1aTa MOy JIaLHs.

Kombunupano neuenue ¢ bopmezomud, maaudomuod u dexcamemasor (VI1d) npu nayuenmau,
noo0X00sWU 3a A8MON0NCHA mparcnianmayus Ha cmeonosu kiemku (ASCT)

[IpoyuBane MMY 3006 e oTkpuTO, paHAOMU3NPAHO, AKTHBHO-KOHTPOJIMPaHO MpoyuBaHe ¢a3a 1l B
nBe yactu. Yacrt 1 cpaBHsBa MHAYKIIMOHHO U KOoHconuaupaiio Jeuenue ¢ DARZALEX 16 mg/kg B
KOMOMHAIUs ¢ 0opTe30MuO, TanuaoMu u aekcameTason (D-VTd) ¢ neuenue ¢ Goprezomuo,
tanuaoMu U fekcameTa3o (VTd) mpu nanueHTr ¢ HOBOAUATHOCTHIIMPAH MYJITHUIUIEH MHEIIOM,
noaxonsmu 3a ASCT. ®azata Ha KOHCOIUANpaIo JeueHue 3anousa MUHUMYM 30 auu cieg ASCT,
KOTaTo MaIllMEeHTHT CE€ € Bh3CTAHOBUJI JOCTATHYHO U MPHUEMAHETO Ha MPHUCAKaTa € MbiIHo. B vact 2,
YYaCcTHUIINTE, KOUTO ca ¢ ToHe JacTideH otroBop (PR) mo nen 100 crex TpaHcmoianTarus ca
MTOBTOPHO PaHJOMHU3HPAHH B ChOTHOMIEHHE 1:1, Ha MOAIBbpKAIIO JIeYeHUE ¢ JapaTyMyMmal Wim camo
HaOmonaBanu. [1o-nomy ca onucanu caMo pe3ysTaTh OT 4acT 1.

Bopre3omu6 ce mpuiara upe3 MoAKOKHA WM MHTPABEHO3HA MHKEKIMSA B 1032 1,3 mg/m? TenecHa
MOBBPXHOCT J[BA ITBTH CEIMUYHO B MPOJIBIDKEHNE HA 1Be ceamuny (Hu 1, 4, 8 u 11) ot moBrapsimute
ce 28-1HeBHU (4-CeIMUYHHN) ITUKIN HA HHIYKIIHOHHO JieueHne (IUKIU 1-4) 1 1Ba KOHCOJIHIUPAIIIH
rukbia (i S u 6) cieq ASCT cnen muksba 4. Tanmupomua ce npunara nepopaiHo B qo3a 100 mg
JTHEBHO TI0 BpPEME Ha IIECTTe UKbIa ¢ 0opTe3oMud. Jlekcamera3oH (IepopajicH il HHTPABEHO3CH )
ce mpwara B no3a 40 mg s muu 1, 2, 8,9, 15, 16,22 w23 ot ukom 1 12 1 B 1o3a 40 mg B aau 1-2 u
20 mg B mocieaBaIKuTe JHU HA pUiIoxKeHue (nuu 8, 9, 15, 16) ot muxmm 3-4. JlekcameTaszon 20 mg ce
npunara B qau 1, 2, 8,9, 15, 16 ot nukiu 5 u 6. B naute Ha undy3ust Ha DARZALEX no3zara Ha
JIEKCaMETa30H Ce Mpuiiara MHTPaBEHO3HO KaTo JIEKAPCTBEH MPOAYKT, IpUarad npeau nugys3usTa.
Kopekmmu wHa no3ute Ha 60pTE30MHO, TAIMIOMHI U JEKCAMETa30H C€ TIPABIT CHIIIACHO KpaTKaTa
XapaKTEepPUCTHUKA Ha MPOAYKTA, IPEACTaBeHA OT IPOU3BOIUTENS.

Pannomusupanu ca obmro 1 085 maruentu: 543 B pamoto Ha D-VTd u 542 B pamoto Ha VTd.
W3xonuuTe nemorpadcku JaHHHU U XapaKTEPUCTUKU Ha 3a00JIIBaHETO ca MOA00HHN MEXTy JIBETE
rpynu Ha jiedyeHrne. MenuaHara Ha Bb3pacTTa e 58 (quama3oH: 22 o 65) roauHu. Bcuaku nanueHTH
ca < 65 rogunu: 43% ca BBB Bb3pacToBata rpymna > 60-65 ronunun, 41% ca BB Bb3pacToBara rpymna

> 50-60 ronunau u 16% ca Ha BB3pacT nox S0 roguau. [loBeueTo ca Mbxe (59%), 48% umat
¢ynakunonanen ckop nmo ECOG 0, 42% umat ¢pynkunonanes ckop no ECOG 1 u 10% umar
¢ynakuuonanen ckop nmo ECOG 2. Yetupuaecet nporieHTa uMat 3abomsBane B ctaaui | mo
MexnyHapoaHaTa cuctema 3a craaupase (International Staging System, ISS), 45% umat craawmii 11 o
ISS u 15% mumat ctamui 111 o ISS.

EdukacHocTTa € olleHsIBaHa 10 YeCTOTa Ha HeoCcopuM IrhiieH otroBop (SCR) B nen 100 cien
TpaHciutantauusTa u PFS.

Tabauna 9: PesyaraTu 3a epukacHoct oT npoyuBane MMY3006*
D-VTd (n=543) | VTd (n=542) | P-croiinoct®

Orenka Ha otroBopa B 1ieH 100 ciex

TPAHCILUIAHTAIUATA
Heocnopum meiieH otrosop (sCR) 157 (28,9%) 110 (20,3%) 0,0010
CR wmm no-no6sp (SCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
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Msoro n1o0bp yactudeH otrosop unn | 453 (83,4%) 423 (78,0%)
110-1006p (SCR+CR+VGPR)
Otpuniatenno MRD™ " n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (39,3%;
(59,5%; 67,8%) | 47,8%)
CHOTHOIIICHHE Ha IaHcoBeTe ¢ 95% 2,27 (1,78; 2,90)
CI*
Otpuniatennrno MRD B komOunarus ¢ CR wu | 183 (33,7%) 108 (19,9%) <0,0001
1mo-100po® n(%)
95% CI (%) (29,7%; 37,9%) | (16,6%;
23,5%)
CpOoTHOIICHHUE Ha IMaHcoBeTe ¢ 95% 2,06 (1,56; 2,72)
CI*

D-VTd=naparymyma6-60opTe3oMub-ranmuaomMua-aexcamerasot; VTd=60pre3oMu6-TannaoMua-eKcaMeTa3oH;
MRD=munnmManto ocrarbuHo 3adoisiBane; Cl=noBepuTeneH HHTEpBAIL.
a

6

B13 ocHOBa Ha intent-to-treat TIOITy JTIalIus
p-croitHocT oT xu-KkBagpar Tect Ha Cochran Mantel-Haenszel.

®  B®3 ocHOBa Ha TIpar 10,

" Hesasucumo ot oTroBopa no kpurepuute Ha IMWG.

A Msnonssano e nzuncienue no Mantel-Haenszel Ha 061I0TO ChOTHOLIEHNE HA IIAHCOBETE 3a CTPATU(DHUIMPAHH

TaOJIHIIH.

IIepBuynusT ananus Ha PFS npu npocnenssane ¢ meauana 18,8 mMecena, upes LieH3ypUpaHe Ha
MAIUCHTUTE, KOUTO Ca PaHAOMU3UPAHU 3a O UTHPIKAIIO JICUSHHE C JapaTyMymal Mpu BToparta
pargomm3arus, mokazsa HR=0,50; 95% CI: 0,34, 0,75; p = 0,0005 xpM maTata Ha BTOpaTa
pargomm3aus. Pesynrarure ot akTyanusupan aHanms Ha PFS ¢ meamana Ha npocneassane

44,5 mecena, upe3 ICH3YpUPaHe Ha MAIlMEHTUTE, KOUTO Ca PaHIOMHU3UPaHU 3a MOAIBPIKAIIIO0 JICUCHHE
¢ Japatrymyma0 mpu BTOpara pangomusanus, nokassar HR=0,43; 95% CI: 0,33; 0,55; p<0.0001.
Menunanara va PFS e e nocturnara B pamoro Ha D-VTd u e 37,8 mecena B pamoto Ha VTd.
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®@urypa S: Kpupu na Kaplan-Meier 3a PFS B npoyuBane MMY3006
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Peyuousupan/pegppaxmepen mynmunien Mmuerom

MomnoTtepanusi:

Knuanynara edukacHocT u OezomacHocT Ha MoHOTepanusita ¢ DARZALEX npu neyenue Ha
Bb3PACTHU NALIUEHTH C PELIUAUBUPAI U PePPAKTEPEH MYJITUILICH MUEIIOM, YUSITO MIPEIUIIHA TEPAIIUs
BKJIIOYBA IPOTEA30MEH HHXUOUTOP 1 UMYHOMOIYJIATOPHO CPEACTBO M KOUTO Ca MOKAa3aJIH MPOrpecust
Ha 3a00JIsIBAaHETO NPH MOCIeIHATa Tepanus, ca IEMOHCTPUPAHH B IB€ OTKPUTHU MPOYUBAHHSL.

B npoyusane MMY 2002, 106 naiueHTH ¢ peluauBHpa U pedpakTepeH MyJITHILICH MUCIOM
nonyuasat 16 mg/kg DARZALEX no nporpecust Ha 3a0omnsBaHeTo. MeanaHnata Ha Bb3pacTTa Ha
nanueHTute € 63,5 roqunu (nuama3on ot 31 no 84 rogunn), 11% oT manmenture ca > 75 roauHM,
49% ca mBxe 1 79% ca oT eBponienaHa paca. [larueATuTe moydyaBaT CpeIHO S5 MpeIecTBAIIH
nuHUM Tepanus. OceMaeceT MPOLEHTa OT MAUEHTUTE ca MOI0KEHH Ha MPEIX0IHA aBTOJIOKHA
TpaHcmianTanus Ha ctBosioBu KineTku (ASCT). IlpeninecTBamure Tepanuy BKIIOYBAT 60PTE30MUO
(99%), nenamunomun (99%), nomanumomun (63%) u kapdunzomuod (50%). Ha uzxonno vuso 97% ot
NalMueHTHTe ca pe)pakTEepHU Ha TOCIIEIHATA JIMHUS Ha JieueHue, 95% ca pedpakTepHU KakTo Ha
nporeazomer naxuouTop (PI), Taka n Ha umyHOMOYIMpaio cpeactso (IMiD), 77% ca pedpaxTepau
Ha aJIKWJIUpAIIy cpesicTBa, 63% ca pedpakTepHu Ha nmomanuaoMua u 48% OT HalUMEeHTUTE ca
pedpakTepHu Ha KaphUI30MHUO.

PeSyJ’ITaTI/ITe 3a G(I)I/IKaCHOCT OT MMPEABAPUTCITHO IJIAHUPAHUA MCKINHCH aHAJIN3, Bb3 OCHOBA Ha

orenka Ha Komurer 3a He3aBucum mnperien (Independent Review Committee, IRC) ca npencrasenu B
tabmmna 10 mo-momy.
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Tabimna 10: Ouenenn ot IRC pesyaraTu 3a epukxacHocT ot mpoyyBane MMY2002
Kpaiina Touka 3a epuxacHoct DARZALEX 16 mg/kg
N=106
O6wa crenen Ha 01roBop' (ORR: sSCR+CR+VGPR+PR) [n 31(29,2)
(%)]
95% CI (%) (20,8, 38,9)
Heocnopum meiier otrosop (sCR) [n (%)] 3(2,8)
[Ienen orroBop (CR) [n] 0
Muoro n06bp yactuueH otroBop (VGPR) [n (%)] 10 (9,4)
UYactuuen otroop (PR) [n (%)] 18 (17,0)
Crenen Ha kuaIYHA om3a (ORR+MR) [n(%)] 36 (34,0)
CpeiHa IPOABIDKUTEIIHOCT Ha 0TroBopa [meceru (95% CI)] 7,4 (5,5, NE)
CpenHo Bpeme 0 OTroBOp [MecelH (auanas3oH)] 1 (0,9; 5,6)

ITepBruHa KpaiiHa TouKa 3a epukacHoCT (kpuTepnu Ha International Myeloma Working Group).
Cl=noBepureneH unrepsai; NE=He e onenumo; MR=muHuManeH oTroBop.

O6mara crereH Ha otroBop (ORR) B MMY2002 e cxomHa HE3aBUCUMO OT THIIA IPEAXOTHA
AHTUMHEIIOMHA Teparsl.

[Ipu akTyanu3anus Ha TaHHUTE 32 MIPESKUBIEMOCT MIPU CPETHA MPOIBIDKUTEITHOCT HA MPOCIIEIBaHE
14,7 mecera, OS e 17,5 mecena (95% CI: 13,7, He e olleHnMA).

[Ipu npoyusane GEN501, 42 nmanmenTty ¢ peuuanBupan u peppakrepeH MyITHIUIEH MUEIOM
nony4aeat 16 mg/kg DARZALEX 1o nporpecwust Ha 3a0onsiBaneTo. MeanaHnara Ha Bb3pacTTa Ha
nmanueHTuTe € 64 roguan (quamna3oH ot 44 1o 76 ronuan), 64% ca mbxe 1 76% ca oT eBporneuIHA
paca. [TanuenTHTE B MpOYYBAHETO MOIY4aBaT CPEIHO 4 MpeaIiecTBally JMHUN Tepanus. CeneMaeceTr
Y YEeTUPHU MIPOIEHTA OT MarueHTuTe nonydasar npeaxoana ASCT. IlpeamecTBamure Tepaniu
BKItouBaT 0oprezomuod (100%), nenanmunomun (95%), momanuaomun (36%) u kaphumzomud (19%).
Ha u3xomHo HEBO 76% OT maumeHTUTE ca pepakTepHH Ha MocaeIHaTa JIMHUS Ha JeueHue, 64% ca
pedpakrepuu kakto Ha PI, Taka u Ha IMiD, 60% ca pedpakTepHH Ha anKWIMpaIy cpeacrsa, 36% ca
pedpakTepHu Ha HoMaauaoMua U 17% ca pedpaktepHu Ha Kaphui3oMuo.

[IpenBapuTenHO MIAHUPAHUAT MEKIUHEH aHAIN3 MTOKa3Ba, ue JICYSHUETo ¢ napatymymad 16 mg/kg
Boau 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 otroBop € 1 mecer (quamna3on ot 0,5
1o 3,2). CpegHaTa MpOaBIDKUTEITHOCT Ha OTTOBOP He € mocturHata (95% CI: 5,6 mecera, He e
OIICHUMA).

IIpu axTyanu3aius Ha JaHHUTE 32 MPEKUBIEMOCT TPU CPEIHA MIPOIBIDKATETHOCT Ha TIPOCIIEeISIBAaHE
15,2 mecera, cpennata OS He e mocturaara (95% CI: 19,9 mecertia, He e orleHnMa), cbe 74% Bce orme
JKMBY TALIHCHTH.

Kombunupano neuenue c nenaiudomuo

[IpoyuBane MMY 3003, oTkpuTO, paHIOMU3HPaAHO, KITMHUYHO M3nuTBane (aza Il ¢ aktuBHA
KOHTpoJIa, cpaBHsBa ieueHne ¢ DARZALEX 16 mg/kg B koMOMHALMS C JICHATUAOMUJI U HUCKA J103a
nexcameta3oH (DRd) ¢ neuenue ¢ nenanuaoMua M HUCKa J103a AekcaMeTa3oH (Rd) mpu manuenTu ¢
peunauBHpai U peppakTepeH MyJITUILICH MUEJIOM, KOUTO ca HOIYy4MId Hal-MaJIKo €1Ha
npenamecTsama Tepanus. Jlenanumomun (25 mg BeAHBXK THEBHO IepopaiHo B gau 1-21 ot
MOBTAPSIINTE Ce 28-THEBHU [4-CEIMUYHM | ITUKIIHM) € JIJaBaH C HUCKA 1032 JeKCaMeTa30H

40 mg/ceqmuna (vmu HamaseHa qo3a oT 20 mg/ceamuna mpu naruenTy >75 roguau unmn BMI <18,5).
B maute Ha uHdy3mst Ha DARZALEX, 20 mg oT q03ara Ha IeKcaMeTa30H Ce Mpuiiara Kato
JIEKapCTBEH NPOYKT, IPUIIaraH npeau nHpy3uaTa, a OCTaHaNaTa 4acT ce AaBa B ICHs Cle]
uHQy3usaTa. JledeHneTo npoabIKaBa B ABETE paMeHa JI0 Iporpecus Ha 3a00IIBaHETO HITH
HEeIpUeMIINBa TOKCUYIHOCT.

Pannomusupanu ca o6mio 569 nanuentu; 286 B pamoto Ha DRd u 283 B pamoto Ha Rd. 3xomHuTe
nemMorpadcKu JaHHHA U XapaKTePUCTUKUTE Ha 3a00JISIBAHETO ca MOJOOHN MEXKAY PaMOTO Ha
DARZALEX u KOHTpOJIHOTO paMo. MenuaHaTa Ha Bb3pacTTa Ha MAIUEHTUTE € 65 ToanHM (auana3zoH
34 no 89 ronunm), kato 11% ca >75 rogunu. [loseuero nanuentu (86%) ca moxy4aBanu Npean TOBa
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PI, 55% ot nmauuenTuTe ca nmonydapanu npeau tora IMiD, kimountenno 18% oT 60JHUTE, KOUTO ca
NOJIy4aBajy Ipeay TOBa JICHAIUIoMuU, a 44% OT malueHTuTe ca 1ojy4asaiu npeau toea u Pl u
IMiD. Ha usxonxo HEBO 27% OT mauueHTuTe ca pepakTepHH KbM IOCIEAHATA JIMHUS Ha JICUCHHE.
Ocemuazecet nporenta (18%) ot manuentute ca pedpaxtepuu camo kM PL, a 21% ca pedpakrepan
KbM OopTe3omub. PedpakrepHnTte KbM JTeHATHMIOMU TAIMEHTH €A U3KIIOYBAHU OT IPOYYBAHETO.

IIpn Mmenuana Ha npocneasBane oT 13,5 Mecena mepBUYHUAT aHanu3 Ha PFS Bnpoyusane MMY 3003
nmokasBa nooopenue B pamoto Ha DRd B cpaBHenue ¢ pamoto Ha Rd; Mmeaunanata Ha PFS He e
nmocturaara B pamoto Ha DRd u e 18,4 mecena B pamoto Ha Rd (HR=0,37; 95% CI: 0,27, 0,52;

p <0,0001). Pesynrarute ot aktyanusupan anaiaus Ha PFS cnen meanana Ha npocieasiBane ot

55 Mecena npoabipKaBaT ga rmokassat nogoopenue Ha PFS npu nanuenture B pamoto Ha DRd B
cpaBHeHHUe ¢ pamoTro Ha Rd. MenuanaTa Ha PFS e 45,0 mecenia B pamoro Ha DRd u 17,5 Meceria B
pamoro Ha Rd (HR=0,44; 95% CI: 0,35, 0,54; p<0,0001), xoeTo mnpencrasisiBa 56% HaMaleHHe Ha
pHCKa OT mporpecusi Ha 3a00JIsIBaHETO WM CMBPT IPH NMALMEHTH, JekyBanu ¢ DRd (Bx. @urypa 6).

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

D-Rd Rd
(N = 286) (N =283)
10 MeonaHa Ha NpeXMEAEMOCT DS3 NPOTPECHA - MECELM 45.0 17.5
) ' KoedmumenT Ha puck 3a D-Rd vs. Rd (95% C) 0.44 (0.35-0.54)
AN P <0.0001
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Crnen meauana Ha npocnensBane ot 80 mecena, DRd moka3sa npeaumcTBo o otHomeHne Ha OS B
cpaBHenue ¢ pamoro Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p= 0,0044). Menuanara na OS ¢ 67,6
Mecena B pamoTo Ha DRd u 51,8 mecena B pamoTto Ha Rd.
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®@urypa 7: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3003
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JombaHUTENHN pe3ynTaTy 3a epukacHocT ot npoyusaie MMY3003 ca npenctaBenu B Tabmuna 11

286 277 271 266 260 250 236 231 222 215 207 198 193 186 180 175 168 160 151 147 141 140136 133130127111 40 8 0

Mo-70Ty.
Taboauna 11:  J{ombJHUTEJTHH Pe3YJITATH 32 epUKACHOCT OoT mpoyuBane MMY3003
Bp. nanueHTH ¢ 0OTroBOP, NOAXOASAIN 32 OlI€HKA DRd (n =281) Rd (n =276)
0611 otroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76,4)
p-CTOMHOCT® <0,0001
Heocnopum mreiier otroBop (sCR) 51 (18,1) 20 (7,2)
[Ienen orroBop (CR) 70 (24,9) 33 (12,0)
Msoro n1o6sp yactuueH otrosop (VGPR) 92 (32,7) 69 (25,0)
Yactuuen otroop (PR) 48 (17,1) 89 (32,2)
Menanana Ha BpeMeTo a0 otroBop [mecenu (95% CD)] | 1,0 (1,0, 1,1) 1,3(1,1,1,9)
Mennana Ha IPOABDKUTEIHOCTTa Ha OTTOBOPA NE (NE, NE) 17,4 (17,4, NE)
[Mecenn (95% CI)]
Orpunarenno MRD (95% CI) ° (%) 21,0 (16,4; 26,2) 2,8 (1,2;5,5)
ChOTHOIIIEHHE Ha maHcoseTe ¢ 95% CIP 9,31 (4,31; 20,09)
P-cToiinoct" <0,0001

DRd=pnapatymymab-neHanugoMuI-1ekcaMmera3ot; Rd=nenanugomua-gexcamerazon; MRD=MHHUMaIHO OCTaThYHO
3aboisBane; Cl=noBepurernen naTepBar; NE=He Moe J1a ce OICHU.

a
6

B

B3 ocHOBa Ha intent-to-treat moryanus u mpar ot 10,

mraHcoBeTe > 1 mokasa npeumyectso Ha DRd.

p-croitHoCcTTa € OT TouHHs TecT Ha Fisher.

Kombunupano neuenue ¢ 6opmezomud
[IpoyuBane MM Y3004, oTkpuTO, paHAOMH3UPAHO, KIMHUYHO NpoyuBane ¢asa IIl c aktuBHa

p-croitroct ot Cochran Mantel-Haenszel Chi-Squared tecr.

H3non3eano e u3uncienue mo Mantel-Haenszel na 06I_HOTO CHOTHOIIIEHUE Ha maHcoBeTe. ChOTHOIEHUE HA

KOHTpoJIa, cpaBHsBa jeueHne ¢ DARZALEX 16 mg/kg B komOuHamus ¢ 60pTe30MHu0 U IeKCaMeTa30H
(DVd) ¢ neuenue ¢ 6opre3oMud u gexcamerazoH (Vd) mpu maueHTy ¢ peruanBupal u pedpakTepeH
MYJITUILICH MHEIIOM, KOUTO Ca MTOJIy4rIN Hal-MaJIko e{Ha MPeanIIHa Tepamnusi. bopTezomus e
TIPUIIaraH Ype3 MOAKOKHA WJIM MHTPABEHO3HA HEKEKIMSA B 1032 1,3 mg/m? TeecHa MOBBPXHOCT JBa
IIBTU CEAMHUYHO B IPOABIDKEHUE Ha 1B ceamuIty (maum 1, 4, 8 1 11) ot moBTapsimure ce 2 1-1HeBHA
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(3-cemMUYHM) IUKJIA HA JICYEHUE 32 00110 8 1uKbia. J[ekcameTa3oH e mpuiarad IepopaiHo B 1032
20mgBauu 1,2,4,5,8,9, 11 u 12 ot Bceku ot 8-Te 1uKbIa ¢ bopTe3omud (80 mg/ceamuiia B ABE OT
TPH CEJMUIIM HA IIMKBJIA ¢ OOPTE30MU0) MM HaMalieHa J103a oT 20 mg/cenmMuIia npy MaueHTH

> 75 roguan, BMI < 18,5, 601HH ¢ JIOIIO KOHTPOJIKMPaH 3aXapeH JuadeT Wil MpeanulTHa
HEIIOHOCHMOCT KbM CTepouaHa Tepanus. B qaure Ha nHdy3us na DARZALEX, no3a ot 20 mg
JIEKCaMETa30H € TMpuiIaraHa Kato JIEKapcTBEeH MPOAYKT, MpUIara npean uHysusra. Jledennero ¢
DARZALEX nponbiikaBa 10 porpecus Ha 3a00/IsIBAHETO MITH HENPUEMITMBA TOKCUYHOCT.

Pannomusupanu ca o610 498 naruentu; 251 B pamoto Ha DVd u 247 B pamoro Ha Vd. M3xoauure
neMorpadcku JaHHHU U XapaKTEPUCTHKUTE Ha 3a00JI1BaHETO ca MOJZ00HU MEXIY PaMOTO €
DARZALEX u KOHTpOIHOTO paMo. MeauaHaTa Ha Bb3pacTTa Ha MalueHTHTe € 64 ronquHu (rpaHuiu
30 mo 88 romunm), kato 12% ca > 75 rogunn. lllectaeceT u neset nporenta (69%) oT manueHTUTe ca
nony4asaiu mnpeau Tosa Pl (66% ca momyuasanu 6oprezomu0), a 76% OT MalMeHTUTE ca MOTy4YaBaH
IMiD (42% ca nony4aBanu neHanuaomun). Ha uzxoano HuBo 32% oT nauueHTHTe ca pepakTepHu
KbM IIOCJICTHATA JIMHUS Ha JeueHue. Tpunecer u Tpu mporenta (33%) ot manueHTuTe ca
pedpakrepuu camo kbM IMiD, a 28% ca pedpakrepHu KbM JeHaTUAOMU. PedpakrepHure KbM
00pTe30MU0 MAMEHTH Ca U3KIIIOYBAHU OT MPOYYBAHETO.

[Ipu Mmenuana Ha pocneasBane ot 7,4 Mecena mbpBUYHUAT aHanu3 Ha PFS B npoyusane MMY 3004
nokasea nogodpenue B pamoto Ha DVd B cpaBHeHue ¢ pamoto Ha Vd; mennanara Ha PFS He e
nmocturaara B pamoto Ha DVd u e 7,2 mecena B pamoto Ha Vd (HR [95% CI]: 0,39 [0,28, 0,53]; p-
croitHOCT < 0.0001). Pesynratute ot aktyanusupas ananus Ha PFS cien meanana Ha npocnesBane
ot 50 Mecema mpoAbIbKaBar Ja mokassat nogoopenue Ha PFS mpu manuenture B pamoro Ha DVd B
cpaBHeHue ¢ pamoro Ha Vd. Menuanara Ha PFS e 16,7 mecena B pamoto Ha DVd u 7,1 mecena B
pamoro Ha Vd (HR [ 95% CI]: 0,31 [0,24, 0,39]; p-ctotinoct <0,0001), koeto npencrasisisa 69%
HaMaJICHUE Ha PHCKa OT MPOrpecus Ha 3a00JIIBaHETO WIH CMBPT IPHU MAIUEHTH, JIeKyBanu ¢ DVd,
cupsimo Vd (Bx. purypa 8).

®urypa 8: Kpusu na Kaplan-Meier 3a PFS B npoyusane MM Y3004
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Cren menmana Ha mpociiesBane ot 73 mecena, DVd moka3sa nmpeauMcTBoO 1Mo oTHOmeHne Ha OS B
cpasrenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara Ha OS ¢ 49,6

Mmecena B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.

®@urypa 9: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3004
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JombaHuTeNHN pe3ynTaTy 3a epukacHocT ot npoyuBane MMY3004 ca npeactasenu B Tabnuma 12

HO-710Ty.

Taboauna 12: J{onbJHUTETHH Pe3YJITAaTH 3a epUKACHOCT OoT mpoyyBane MMY3004

Bp. nanueHTH ¢ 0OTroBOP, NOAXOAAIN 32 OlI€HKA DVd (n =240) Vd (n =234)
0611 orroBop (SCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-CTOMHOCT® <0,0001
Heocnopum mreiier otroBop (sCR) 11 (4,6) 5(2,1)
[Tenen orroop (CR) 35 (14,6) 16 (6,8)
Msoro n1o6sp yactuuer otrosop (VGPR) 96 (40,0) 47 (20,1)
UYactuuen otroop (PR) 57 (23,8) 80 (34,2)
Mennana Ha BpeMETO 0 OTTOBODP [Meceln 0,9 (0,8, 1,4) 1,6 (1,5, 2,1)
(rpanunn)]
MenauaHna Ha NPOABIKUTEIHOCTTAa HA OTTOBOpA NE (11,5, NE) 7,9 (6,7, 11,3)
[Mecen (95% CI)]
Otrpunareano 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-cToiiHoct" 0,0001

DVd=naparymymab-6opre3omud-nekcamerason; Vd=06oprezomuod-aexcamerazon; MRD=mMuHHMaIIHO OCTAaTHYHO

3abossBane; Cl=moBeputesnen nnrepsanr; NE=He Mosxe J1a ce OICHH.
& p-croitnoct ot Cochran Mantel-Haenszel Chi-Squared Tecr.

®  Bss ocHoBa Ha intent-to-treat MOIIyJIalys U Ipar oT 107

B

mancoBeTe >1 nokassa npeumyniectBo Ha DVd.
p-croitHoCcTTa € OT TouHHs TecT Ha Fisher.
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CBHOTHOIIICHHE Ha




CopaeyHa eJeKTpoOU3NOJIOrUs

Maska € BepoATHOCTTA JIapaTyMyMal, KaTo BUCOKOMOJIEKYJIEH IIPOTEHH, J1a B3aUMOJICHCTBA TUPEKTHO
¢ fionnute kananu. EdexrsT Ha mapatymymad Bepxy QTc uHTEpBaia € OlleHEH B €THO OTKPUTO
npoyuBane npu 83 manuenty (npoyusane GEN501) ¢ peruauBupat win pedpakrepeH MyJITHIUICH
MuesoM ciiea uadys3uu ¢ gapatymymad (4 no 24 mg/kg). Jluneitnu cmecenn PK-PD ananusu He
MOKa3BaT roJisiMo yBennueHune Ha cpeaanst QTcF uatepai (1.e. mo-rossMo oT 20 ms) npu Crax Ha
JIapaTtyMmymao.

[lenuarpuyna nonyJanus

EBpomneiickaTta areHIus 1o JiekapcTBaTa 0CBOOOXKJaBa OT 3abJDKEHUETO 3a IIPEelOCTaBsiHE Ha
pe3yaratute ot npoyuBanusita ¢ DARZALEX BbB BCHUKH OATPYIH HA IEAUATPUYIHATA TIOMYJIALUSA
IpU MYJITHUIUICH MUeNoM (BXK. Touka 4.2 3a uHdopManys OTHOCHO yrnotpeda B IeIUaTPHATA).

5.2 ®apmakoKMHETHYHH CBOWCTBA

®apmakoknneTnkaTa (PK) Ha mapatrymymMad cien HHTPaBEHO3HO NPUIIOKEHHE HA MOHOTEPAITHs C
JapaTymyMa0 e olleHeHa MpY MalMeHTH ¢ PeIUINBUpPal U pedpaKkTepeH MyJITHILICH MUETIOM TIPH
no3u ot 0,1 mg/kg no 24 mg/kg.

B koxoptute ot 1 10 24 mg/kg nukoBute cepyMHH KoHICHTpaMK (Cmax) CIICH ITbpBaTa 1032 Ce
yBeIU4aBaT MPUOIM3UTEITHO IPOMOPIIMOHATIHO Ha 103aTa M 00EMBT Ha pa3mpeiesieHHe € B
CBHOTBETCTBHE C IbPBOHAYAIIHOTO pa3NpeeieHNe B Iula3MeHNs komnapTumenT. Cien nociaenHaTa
ceqmuaHa HHQY3US, Crax C€ TTOBUIABA TOBEYE OT NPOMOPIMOHAIHO HA J103aTa, B CHOTBETCTBHE C
TapreTHO MeMUpaHaTa AUCIIO3UIMS Ha JekapcTBoTo. [loBumenusaTa Ha AUC ca oBeue oT
NPOMOPLUUOHAIHY Ha o3ata 1 KIUpbHCHT (CL) HaMansBa ¢ yBennuaBaHe Ha fo3ara. Te3u
HaOJIIoIeHNs JaBaT OCHOBAHHE a ce Mpeanoyioxku, ye CD38 Morxe 1a ce HacUTH MPU TO-BHCOKH
JI03H, CJIe]l KOETO BIMSHUETO Ha TapreT-MeIunpaHus KIUPBHC € CBEIEHO 10 MUHUMYM U KIMPBHCHT
Ha JapaTyMyMab ce no0nmkaBa 10 JUHEHHHS KIHpbHC Ha eHaorennus 1gG1l. KinupbHebT chino
HamaJsiBa IPU MHOTOKPATHH 03U, KOETO MOXKE /1a O'b/Ie CBbP3aHO ¢ HaMaJIsIBAHE Ha TYMOPHHS TOBap.

TepMUHATHUAT TOJTYKUBOT CE YBEIMYaBa C yBeJIMYaBaHE HA J103aTa U IIPU MHOTOKPATHO MpHUJIaraHe.
Cpenuusr (crannaptHO oTkioHeHue [SD]) u3unciieH TepMuHaieH Moy KUBOT Ha JapaTyMyMad ciies
mbpBaTa g03a 16 mg/kg e 9 (4,3) nuu. M3uucneHuar TepMUHANICH MOTYKUBOT Ha IapaTyMymal ciej
nocieaHara 103a ot 16 mg/kg ce ypennyasa, HO JIMTICBAT IOCTATHYHO JIAHHU 32 HAJEMKIHA OICHKA.
BB3 ocHoBa Ha nomynaruoneH PK ananus, cpegausar (SD) momyXKuBOT, CBbp3aH ¢ HeCTIETUDUIHO
JMHEHHO eTUMHUHUpaHe € npuoam3utesnto 18 (9) AHu; TOBa € TEPMUHAIHUAIT NOITY>KUBOT, KOWTO MOXKE
Jla ce OYaKBa IPH IIBJIHO HACUIIIAHE Ha TapreT-MeIuUpaHusl KIMPHHC 1 MHOTOKPATHO TpUiIaraHe Ha
Japatymymao.

B kpast Ha ceMHUYHOTO TpUIaraHe Mpy NPEenopbUNUTENIHA CXeMa Ha MOHOTepanus U 1o3a ot 16 mg/kg,
cpennata croiHocT (SD) Ha cepymHara Cmax € 915 (410,3) Mmukporpama/ml, npuOau3uTeNHO 2,9 IbTH
M0-BHCOKA, OTKOJIKOTO cJie]] mbpBaTa nuHdy3us. Cpeanara (SD) cepyMHa KOHIIEHTpAIUS IPEIH
npuiarane (Hali-HMCKa) B Kpas Ha ceIMUYHOTO mpuiarane € 573 (331,5) mukporpama/ml.

[IpoBenenu ca yernpu nomynannonan OK aHanuza 3a onrcBane Ha @K xapakTepuCTHKH Ha
JapaTyMyMa0 U 3a OIIEHKA Ha BB3/ICHCTBUETO HA KOBAPUATUTE BHPXY PA3MPEACICHUETO HA
JapaTyMyMa0 TIpy TAIUEHTH ¢ MYJITHIUICH MUeIoM; aHanu3 1 (n= 223) e nmpu mareHTH, MoTyJaBari
monotepanusi c DARZALEX, nokaro ananu3 2 (n= 694), ananu3 3 (n= 352) u ananu3 4 (n=355) ca
MIPOBEJICHH MIPH MAIUEHTH C MYJITHILICH MUEJIOM, ITOJTy9aBalld KOMOMHUPAHU TEPAITUU C
naparymyma0. Ananus 2 BemouBa 694 namuertn (n= 326 ¢ JIeHaIMI0MUI-IeKcaMeTa3oH; n=246 ¢
0oprezoMub-IekcaMeTa3oH; n= 99 ¢ momanumIoMua-aekcaMeTa3od; n= 11 ¢ 6oprezomubd-mendanan-
MpeIHU30H 1 n= 12 ¢ 60pTe30MUO-TAIHIOMHU/I-IEKCAMETa30H), aHaIN3 3 BKITIOYBA 352 MalMeHTH
(6oprezomud-MendanaH-npeTHU30H), a aHaIu3 4 BKITIOYBA 355 manueHTy (JeHATUIOMUI-
JIEKCaMETa30H).
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Bb3 ocHoBa Ha nomyianuoneH K aHanu3 Ha MOHOTepanus ¢ qapatymyma0 (aHanu3 1), raparymymad
JIOCTUTA CTAllMOHAPHO CHCTOSHHE MPHOIU3UTEIIHO 5 Mecela Ciiel Ha4ajJoTo Ha BCEKH 4-ceIMUIeH
nepuof Ha npunarade (21-ta ungysus) u cpeauoTo (SD) croTHOmEeHNe Ha Crax B CTAIHOHAPHO
cbeTostHUE cPAMO Cax clie bpBaTa go3a e 1,6 (0,5). Cpennust (SD) nentpanes odem Ha
pasmnpenenenue ¢ 56,98 (18,07) ml/kg.

Tpu nonenuutenan nonyiaunonan OK ananusza (aHanus 2, ananu3s 3 ¥ aHanu3 4) ca IpOBEICHU IIPU
HALMEHTH C MYJITUIJIEH MUEJIOM, KOUTO ca I0JIy4aBaju AapaTyMyMmad B KOMOMHUpPaHU Tepalnuu.
IMpodunure KOHIEHTpanKA-BpeMe Ha JapaTyMyMad ca ogo0HH clie]l MOHOTEpamus 1 KOMOMHUPAaHU
Tepanuu. CpeTHUAT U3UUCIIEH TEPMUHAJICH TIOIYKHUBOT, CBbP3aH C JIMHEEH KIIMPBHC NPU
KOMOMHHpaHa Tepanusi € Npuoau3uTeaHo 15-23 nuu.

B®b3 ocHoBa Ha YCTUPUTEC MOMMYJIallTUOHHA ®K ananuza (aHaJ'II/BI/I 1—4) € YCTaHOBCHO, Y€ TCIICCHOTO
TCIJI0 € CTATUCTUYCCKU 3HAaYMMa KOBapuaTa 3a KIMPbHCA Ha )_IapaTYMYMa6. CJ'IG}IOBaTCHHO, AO03UPAHC
BB3 OCHOBA Ha TCJICCHOTO TCTJIO € MOAXOJdIa CTpaTeruda 3a JO3UpaHe Mpyu NaquCHTH C MYJITUILUICH
MUCJIOM.

DapMaKOKHHETUYHO MOJICIMPAHE Ha IapaTyMyMal € U3BBPIICHO 332 BCHUKH MIPETIOPHUUTEITHH CXEMU
Ha npunarade rnpu 1 309 nauueHTH ¢ MyJITUIUIEH MUeoM. Pe3ynrtaTuTte oT MOEIMpaHEeTO
noTBbpxAaBaT, ye ®K mpu pazaeneHoTo 1 eAHOKPAaTHOTO NPHIIOKEHHUE Ha TbpBaTa 1032 € CXO/Ha, €
n3kmodenne Ha @K npodui mpes mbpBuUs I€H OT JIEYESHUETO.

Crenmanasy nomnyJialnu

Bwvspacm u non

B53 ocHOBa Ha yeTrpu oTaeaHu nomyranuonan @K ananmsa (1-4) npu manueHTH, MOJTyIaBaIIH
MOHOTEpaIus ¢ Japarymymad win pa3inyHi KOMOMHHUPaHH Tepanuu (aHanus3u 1-4), Bp3pacTra
(mmnamnazon 31-93 roauHM) HIMa KIIMHUYHO 3HAYUM e(PEeKT BEpXy (papMaKOKWHETHKATa Ha
JIapaTyMyMa0 ¥ eKCIIO3HUITHATA Ha TapaTyMyMad € CXOJIHa MEX Iy Mo-MiIaau (Ha Bb3pacT <65 roIuHu,
n = 518) u mo-Bb3pacTHU (Ha BB3pacT > 65 10 < 75 ronuHu n= 761; Ha BB3pacT > 75 roauHu, n = 334)
TIAIUCHTH.

[TorbT HE MOBJIMSABA EKCIIO3UIMATA HA JIapaTyMyMal B KIMHUYHO 3HAYMMa CTEIICH B MOMYJIalIMOHHUTE
DK ananusu.

Bvopeuno yepescoane

He ca npoBexnanu opuuyainy npoyyBaHus Ha JapaTymyMmal IpH NanueHTH ¢ ObOpeuHo yBpexKaaHe.
[IpoBenenu ca uetnpu otaenHu nomyiaanronay OK ananusa Bb3 OCHOBA Ha NPEABAPUTEIHO
CBIIECTBYBAIIH JJAHHU 32 ObOpedyHaTa (YyHKIHS NP MAMEHTH, IpUeMalli MOHOTEPAITHUS C
JaparymyMal Wiv pa3inyHi KOMOMHHUPAHU Tepanuu (aHaiu3M 1-4), KOWTo BKIFOYBAT 000

441 naumenTH ¢ HopMasiHa 0b0peuHa ¢yHkuus (kpeatnHrHOB KiaupbHC [CrCl] 290 ml/min), 621 ¢
neko 6s0peuno yBpexaane (CrCl <90 u > 60 ml/min), 523 ¢ ymepero 0b0peyHO yBpexaaHe
(CrC1< 60 1> 30 ml/min) u 27 ¢ Texkko OBOPEYHO YBpEXKIaHE WM TEPMHUHAIHA ObOpeYHa
vegocraTbuHOCT (CrCl < 30 ml/min). He ca HaOmogaBaHy KIIMHUYHO 3HAYMMU PA3IIUKU B
EKCTIIO3UIUATA Ha AapaTyMyMal MexX 1y MalueHTH ¢ 0bOpeYHo yBpeXKIaHe U Te3U C HopMaliHa
O0bOpeuHa QyHKIHSL.

Yeprnodpobro yspedcoane

He ca npoBexnany opuuyainy npoyyBaHus Ha JapatrymyMal NpH MaueHTH ¢ YepHOIPOOHO
yBpekaaHe. Masiko BEpOSTHO € IIPOMEHH B YePHOAPOOHATA (PYHKIIMS J1a UMAT HAKAKBB e(PEeKT BHPXY
eMMMUHUPAHETO Ha AapatrymyMal, Thil kato IgG1 Monexynu kaTo gapatymymad He ce MeTabomu3upar
Ype3 XenaTaJHUTE I'bTUILA.

HpOBeI[eHI/I Ca YCTUPH OTACIIHU NOIMYyJIAllMOHHA ®K ananuza IIpy MauCHTH, IMMPpUCeMalld MOHOTCPAIIHA
C apaTyMyMal WU pa3ITudHu KOMOWHUpaHU Tepanuu (aHamu3u 1-4), KOUTO BKIFOYBAT OOIIO

1 404 maumenT ¢ HopMaitHa YepHOApoOHa GyHKIHs (0011 ounmupyonH [TB] u acmaprar
amuHoTpaHnchepasa [AST] < ropHara rpanuia Ha Hopmara [ULN]), 189 ¢ siieko uepHOAPOOHO
yBpexxaane (TB 1,0 go 1,5 mete Hag ULN mim AST > ULN) u 8 marmentu ¢ ymepeno (TB > 1,5 mo
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3,0 meTi Hax ULN; n= 7) wmm texko (TB > 3,0 metr Hag ULN; n= 1) wepHoapoOHo yBpexaane. He
ca HaOJI01aBaHy KIIMHHYHO 3HAYMMU PA3JIMKH B eKCTIO3UIIHATA Ha 1apaTyMyMad MeX Ty alueHTHUTE
C YepPHOPOOHO YBPEKIAHE U T€3U C HOPMATHA YePHOAPOOHA (DYHKITHSL.

Paca

B®b3 ocHOBa Ha ueTupu oTAenaHU nonyiannoHHy OK aHanuza npu nalueHTH, IpUeMaliy Win
MOHOTEpAIHs ¢ AapaTyMyMmal, WK pa3IuYHA KOMOMHUPAHU Tepanuu (aHaaus3u 1-4), ekcro3uuusira
Ha apatymMyMab e mojo0Ha Mexay ydacTHHIUTE OT Osmata (n=1371) u paznuanu ot OsmaTa paca
(n=242).

5.3 IIpeakJMHWMYHU JaHHHM 32 0€30MACHOCT
TOKCUKOJIOTUYHY JaHHU Ca MOyYeHHU OT MPOYUYBAHUS C AapaTyMyMmal TpH IIUMIIAH3ETa U ChC
cyporatio aHTu-CD38 aHTUTsUI10 IpHU AbAroonamary Makauy. He ca mpoBexaaHu npoy4yBaHus 3a

XpOHHNYHA TOKCUYHOCT.

KaHHeDOFeHHOCT 1 MYTarcHHOCT

He ca npoBexJaHu NpOy4YBaHUs BbPXY )KUBOTHH 32 YCTaHOBSIBAaHE HA KAHIIEPOTCHHUS IIOTCHIIMA Ha
JapaTymymao.

PenponykTuBHA TOKCHUKOJIOTHS

He ca npoBexxganu mpoydYBaHUs MMPU )KUBOTHH 32 OIICHABAHE Ha MOTCHIIMATHUTE SPEKTH Ha
JaparymyMal BbpXy PENpOIyKITUSATa UIH PA3BUTHETO.

DepTUnuTer

He ca npoBexaaHu poydYBaHUs MPH )KUBOTHH 33 ONPEACIIAHE Ha MOTCHIIHAIHUTE €(EKTH BPXY
(hepTHIIUTETA TIPU MBIKE WITH JKCHHU.

6. DOAPMAIIEBTUYHHU JAHHHU

6.1 Choucnbk Ha NIOMOIIHHUTE BeIECTBA

L-xuctuanu

L-xucTUIMHOB XUAPOXIOPUI MOHOXUAPAT

L-MeTnonnn

[Tomucopbar 20 (E432)

Cop6wuton (E420)

Bona 3a nmkexnmuu

6.2 HecbBMECTHMOCTH

To3u s1ekapcTBeH IPOAYKT He TpsiOBa /1a ce CMecBa C JpyTry JEKapCTBEHU POJYKTH, C U3K/IIOUCHUE Ha
MIOCOYEHUTE B TOUKA 6.6.

6.3 Cpox Ha roaHOCT

HeorBopenu ¢aakonu

3 roguH"
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Cren paspexaaHe

OT MHKpPOOHOJIOTUYHA TJIeJTHA TOYKA, OCBEH aKO HAYMHBT Ha OTBapsHE/pa3pexkaaHe U3KITI0YBA PUCKA
OT MUKPOOHO 3aMbpCsIBaHe, IPOAYKTHT TPsiOBa Ja ce M3MOI3Ba He3a0aBHO. AKO HE CE U3II0JI3BA
He3a0aBHO, TIEPHOIBT HA M3IMIONI3BaHE U YCIOBUATA Ha ChXPaHEHHE MPeU YIOTpeda ca OTTOBOPHOCT
Ha MOTPEeOUTENIS U He TpsAOBa 1a HaAXBBPJIAT 24 yaca B xiaaauiHuk (2° C-8° C), 3alureH ot
CBETJIMHA, TIOCJIC/IBAHU OT 15 yaca (BKIIIOUMTEITHO BpeMeTo 3a MH(Y3HUs) Ha CTaiiHa TeMIepaTypa
(15° C-25° C) u Ha craitHa cBeT/InHA. AKO C€ ChXpaHsIBa B XJIAWIHHK, pa3TBOPHT TPsIOBA Ja ce
OCTaBH Jla IOCTUTHE CTaifHa TeMIiepaTypa Mpean IpUioKeHHe.

6.4 Crhnenuananm yca10BHs HAa CbXpaHeHHe

Ja ce cpxpansiBa B xuammHuk (2° C-8° C).
[a He ce 3ampa3sspa.
[a ce cpxpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 Ja CE MPE/IIa3Hh OT CBETIHHA.

3a ycIoBUsATa Ha ChXPAaHEHUE CJIEM Pa3pekIaHe Ha JIEKapCTBEHUS MPOAYKT BIKTE Touka 6.3.
6.5 Buawu chabp:KaHUue HA ONMAKOBKATA

5 ml koHUIEHTpaT BbB (JIAKOH OT CTBHKIIO TUH 1, C Kay4yKOBa 3alyllajKa U alyMUHHEBa OOKaTKa ¢
OTUYIBAIIO ce Kanaue, chappxaiy 100 mg naparymymab. OnakoBka ot 1 diakoH.

20 ml xoHLEHTpAT BBB (PJIAKOH OT CTHKJIO TUI 1, C KaydyKOBa 3amylIajKa U alyMUHHEBa OOKaTKa ¢
otuymBaiy ce 0yToH, chabpxain 400 mg nqaparymymad. OmakoBka oT 1 ¢akoH.

DARZALEX ce npezyiara chIllo ¥ KaTo ONMaKOBKa 3a 3all0YBaHE HA JEUYEHUETO, ChAbpIKalla

11 ¢nakona: (6 x 5 ml gnakona + 5 x 20 ml ¢nakona).

6.6 CroeuuaJjHu NpeanasHu MepKH NP U3XBBPJIsIHE U padoTa

To3u ekapcTBEH MPOAYKT € CaMo 3a €AHOKpaTHa ynorpeoa.
IHoxnroreere nH(}Y3MOHHNS PAa3TBOP UpE3 ACENTUYHA TEXHUKA, KAKTO CJIEBa:

o Wzuucnere nozara (mg), Heodbxomumus oo ooem (ml) paztBop DARZALEX u 6post Ha
HeoOxoaumute prnakonu DARZALEX Bb3 0CHOBa Ha TETJIOTO HA MALlUCHTA.

. [Iposepete namu paztBopsT DARZALEX e Ge3nBeteH 10 ®bAT. Jla He ce W3Moa3Ba npu
HaJW4YUETO Ha HENIPO3PavyHU YaCTHUIM, TPOMSIHA B IBETA WIIN APYTH YyKIU YACTHULIH.

. Upes acenTryHa TeXHHUKA OTcTpaHeTe o0eM oT HatpueB xiopua 9 mg/ml (0,9%) nHxexinoneH
pa3TBOp OT MH(PY3MOHHUS Cak/KOHTelHepa, KOMTO € paBeH Ha HeOOX0AUMUs 00eM pa3TBOP
DARZALEX.

. Uzrernere HeobxoanmoTto konnuectBo pa3rBop DARZALEX u ro paspenere 10 CbOTBETHUS

o0b6em upe3 nobaBsHEe KbM HH(PY3MOHHHS Cak/KOHTEHHEPA, ChABPKAI HATPUEB XJopua 9 mg/ml
(0,9%) nmkexmponeH pa3TBop (Bx. Touka 4.2). H}y3noHHNTE cakoBe/KOHTEITHEpH TPsOBa 11a
O0baat u3pabortenu ot nonuBuHWIXIOpUA (PVC), nomunponunen (PP), monuerunen (PE) wim
nosinoiehun (PP+PE). PaspesxaaiitTe mpu HOAXOASIIN aCENTHYHN YCIOBUS. M3XBbpIieTe BCIKO
HEW3IIOJI3BAHO KOJIMIECTBO, OCTAHANO BHB (IaKOHA.

o BrumarenHo oObpHETE caka/KOHTeWHEpa, 3a J]a cMecHuTe pa3TBopa. [la He ce paskiaina.

o [Ipernenaiite BU3yaaHO apeHTepaTHHAS JEKAPCTBEH MPOIYKT 32 HaJHMUNE Ha BUJUMH YaCTHUIIN
Y IPOMSTHA B IIBETa Npear NpuiiokeHne. B paspeaenus pa3rBop Moxe Ja ce o0pa3yBaT MHOTO
MaJIK{, IPO3payvHy 0 O0enu OeATHYHM YaCTUIM, ThI KaTo 1apaTyMymMad e npoteuH. Jla He ce
W3M0JI3Ba, aKO ce HAOII0aBaT BUUMO HEIIPO3PaYHH YACTHIIN, TPOMSIHA B IIBETA WJIH Ty KU
YaCTHIIH.

. Toit kato DARZALEX He chabpika KOHCEPBAHT, Pa3peCHUTE Pa3TBOPH TpsOBa aa ce
MIPHUJIOKAT B paMKUTE Ha 15 daca (BKJIFOUUTEITHO BPEMETO 32 MH(Y3HsI), IPH CTaliHa
temneparypa (15° C-25° C) u Ha cTaiiHa CBETIHMHA.

o AKO He ce U3I0NI3Ba BeJHAra, pa3peieHUsIT pa3TBOP MOXKE Jia C€ ChXpaHIBa MPEAH MPUIOKEHUE
3a cpok a0 24 gaca B xnaawiHuK (2° C-8 °C) u 3amuTeH oT cBeTiauHa. [la He ce 3ampassiBa. AKo
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ce ChXpaHsABa B XJIAMIHMK, Pa3TBOPHT TPIOBa Ja ce OCTAaBH J]a JOCTUTHE CTalfHAa TeMIIepaTypa
Hpeu MPUIIOKEHHUE.

o [Mpuoxkere paspeneHns pa3TBOp Ype3 HHTPABEHO3HA HHQY3HS C TOMOIITA HA HH(Y3UOHEH
KOMIIJIEKT, CHa0/IEH C PEryiaTop Ha 1eOuTa U ChC CTEPUIICH, alTUPOTeHEeH, HUCKO MPOTEHH-
cBbp3Bai noauerepcyiadponos (PES) ¢untsp, (pasmep na mopute 0,22 unu 0,2 MUKpOMETpa).
Tpsa6Ba na ce uznonszsar nonuyperan (PU), nomudbyraauen (PBD), PVC, PP unu PE kommuiekTi
3a IPUIIOKEHHE.

. He BnuBaiite DARZALEX exHOBpEeMEHHO € APYTH CPEACTBA Ype3 €HA U ChI[a HHTPABEHO3HA
CUCTEMA.
. He cpxpansBaiiTe HEH3MOI3BaHU KOJIMYECTBA OT MH(PY3HMOHHHUS Pa3TBOP 3a MOBTOPHA yIOTpeoa.

Hewnsnon3BanusT NPOAYKT WM OTIIAABYHUTE MaTEPHAIH OT HETO TPSOBA Ja ce U3XBHPIIAT B
CHOTBETCTBUE C MECTHHUTE U3UCKBaHUSI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Bbenrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1101/001

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

9. JATA HA ITbPBO PASPEIIABAHE/IIO/JHOBSABAHE HA PA3ZPEILIEHUETO 3A
YIIOTPEBA

[Jara Ha repBO pazpemanane: 20 mait 2016 T.
Jara Ha mocnenHo moxHOBsIBaHe: 6 stHyapu 2022 1.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

02/2026

IMonpoOHa uHpOpManUs 3a TO3H JEKAPCTBEH MPOAYKT € MPEeI0CTaBeHa Ha yebcalita Ha EBponeiickara
areHITs 110 JIeKapcTBaTa https://www.ema.europa.eu.
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1.

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

DARZALEX 1 800 mg uHXeKUHOHEH pa3TBOP

2.

KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bceku duakon ¢ 15 ml umkeKioHneH pa3tBop cbabprxka 1 800 mg maparymymab (daratumumab)
(120 mg naparymyma6 na ml).

Hapatymyma0 e yoBemko MoHokaoHanHO IgG 1k antuTsio cpeuty CD38 aHTHUTEH, TOTYyYEHO B
KJIEThYHA JIUHUS Ha 003aliHHK (SHYHMK Ha KUTACKK XamcTep) upe3 pekomOuHanTHa [THK
TEXHOJIOTHSL.

JTIoMOIIIHO BENIECTBO C U3BECTHO ACHCTBUE:

Bceku duakon ¢ 15 ml umkekimoneH pa3tBop cbabpxka 735,1 mg copouroin (E420).

3a IBJIHUA CIIUCHK HA IMTOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3.

JIEKAPCTBEHA ®OPMA

WmxeKkunoHeH pa3TBop
Pa3TBOpBT € OUCTHp /0 omanecieHTeH, 6e31BeTeH A0 XbAT ¢ pH 5,6 u ocmonanurer ot 343 1o

395 mOsm/kg.
4. KJIWMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKAZAHUS

Myntuniaes Muenaom

DARZALEX e noka3zan:

B KOMOMHAITUS C JICHATUIOMUJI U JIEKCAMETa30H WIH ¢ 00pTe30MU0, MendaaH u MpeTHU30H 3a
JICYCHHE Ha Bb3PACTHH MAIMEHTH C HOBOJIMATHOCTHIIMPAH MYJITUILUICH MHEJIOM, KOMTO HE ca
MOJIXOISIIIIN 33 AaBTOJIOKHA TPAHCIUIAHTAINS HA CTBOJIOBU KJICTKH.

B KOMOWHAIHA ¢ O0PTE30MHUO, TCHATHIOMHU U JIEKCAMETa30H 3a JICUCHHNE Ha Bh3PaCTHU
MAIUEHTH C HOBOJUATHOCTHIIUPAH MYJITUIUICH MUEIIOM.

B KOMOMHAIU C OOPTE30MHO, TATHIOMUII U IEKCAMETA30H 32 JICUEHUE Ha Bh3PACTHU MAIUEHTH
C HOBOJMArHOCTHUIMPAH MYJITUIICH MUEJIOM, KOUTO Ca MOAXO/ISIIH 32 aBTOJIOKHA
TPaHCIIAHTAINS Ha CTBOJIOBU KJIETKH.

B KOMOMHAIIUSA C JICHAIMAOMU U ACKCAMETa30H, UK OOPTE30MHO M ICKCAMETa30H 32 JICUCHHUE
HA BH3PACTHU MANUEHTH C MYJITHUILICH MUEJIOM, KOUTO Ca MOJyYWIN TTOHE €IHA TPeUIIHa
Tepanus.

B KOMOWHAIUS ¢ TOMATHAOMHU] M JICKCAMETA30H 3a JICUCHUE HA Bh3PACTHU MALUCHTH C
MyJ]TI/IHJ]eH MHEIIOM, KOHUTO Ca HOJ]y‘II/UII/I €IHa HpeI[I/HlIHa JIMHHUA Ha JICYCHHUC, cmn,pncaula
MPOTEa30MEH HHXHOUTOP U JICHATHIOMUJI U ca OWn pedpakTepHU Ha JICHATHIOMU, UITH
KOUTO Ca HOHy‘II/IJII/I IIOHC ABC HpeILI/IIlIHI/I TepaHI/II/I, BKJIFOYBAIIX JICHAJIUAOMUI 1 HpOTeaSOMeH
WHXHOUTOP U Ca MOKa3aJIu MPOorpecus Ha 3a00JIIBaHETO M0 BpEME Ha WU CJIE] MOC/IeIHATA
Tepamus (Bxk. Touka 5.1)

KaTO MOHOTEPAIHUS 32 JICUCHHE HA Bh3PACTHU MALMEHTH C PEUUIUBHPAT U pedpakTepeH
MYJTHIUICH MHEJIOM, YHSATO MPENICCTBAIIA TepaNUs BKIIOUBA MPOTEa30MEH HHXUOUTOP U
UMYHOMOTYJIUPAIIO CPEJCTBO, KOMTO Ca MOKAa3aJIH MPOrPecHs Ha 3a00JIBAHETO TIPU
MoCJIeTHATA TePAITHSL.
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Treen MyITUIICH MUETIOM

DARZALEX kaTo MOHOTepanus € MOKa3aH 3a JICYeHNE Ha Bb3PACTHU MALIUECHTHU C TIICCI MYJITUIUICH
MUEJIOM C BUCOK PHCK OT Pa3BUTHE Ha MYJTHILICH MHEIOM (BXK. Touka 5.1).

JIekoBepmKHA aMUJIONI03a

DARZALEX e noka3zan B koMOuHaIms ¢ nukiodochamu, 60pTe30Mud 1 JeKcaMeTa30H 3a JICUCHHE
Ha BH3PACTHH MAIMEHTH ¢ HOBOJMArHOCTHIIMPaHa CUCTEMHA JIEKOBEpHKHA ammiionios3a (AL).

4.2 Jlo3upoOBKa M HAYMH HA NMPUJIOKEHHE

DARZALEX 3a oaKOXHO MPHUJIOKEHNE HE € MTpeJHa3HaueH 32 HHTPaBEHO3HO MPUIIOKEHHUE U TPpsiOBa
Jla ce IpuJjiara camMo 4pe3 NMOJK0)KHA WHKEKIHS B YKa3aHUTE JJO3M.

DARZALEX tpsi0Ba 0b/1e mpritarad OT METUIIMHCKH CIIEIIHANINCT, KaTo bpBaTa J03a Tps0Ba 1a ce
MIPUIIOKU TIPU HAJTMYME Ha YCJIOBUSA 32 peaHuMalysl.

BaxxHo € 1a ce mpoBepAT eTUKETHTE Ha (IIAKOHHTE, 32 JIa € CUTYPHO, Y€ Ha MAlMeHTa ce TpuIiara
MOJIXOJISIIIaTa JIeKapcTBeHa (hopMa (32 MHTPABEHO3HO WIIH 32 MTOJIKOKHO MPUIIOKEHHE) U 1032 CIIOpe]
MPEANUCAHUETO.

[Ipu manueHTH, KOUTO B MOMEHTA TMOJTy4aBaT JapaTyMyMal 3a HHTPABEHO3HO MPUIIOKEHNE,
DARZALEX MHXEKIMOHEH Pa3TBOP 3a MOJKOXKHO MPUIOKEHUE MOXKE J]a CE U3MOJI3Ba KaTo
aJiTepHaTHBa HA MHTPABCHO3HUS JIapaTyMyMa0, KaTo Ce 3alovHe ChC Clie/IBallaTa IIaHupaHa J103a.

[Ipenu u cnen uHxekLusTa TPsIOBa 1a Ce MPUIIOXKAT JIKAPCTBEHU NMPOAYKTH 3a HaMaJIsiBaHE Ha PUCKa
oT peakiuy, cBbp3anu ¢ nHPy3uara (IRR) nHa maparymyma6. Bikre nmo-mony ,,IIpenopbunrensan
CBHITBTCTBAIIIN JIEKApCTBEHH MPOAYKTH U TouKa 4.4.

ﬂOBH[}OBKa

Mynmunnen muenrom
Cxema Ha npunazane 6 KOMOUHAYUA C AEHAAUOOMUO U OEKCAMEMAZ0H UIU NOMAAUOOMUO U
oekcamemason (4-ceomuyer yuKvl Ha Jeyenue) u 3a MOHomepanus

IIpenopbuntennara no3a ¢ 1 800 mg DARZALEX MHXEKIIMOHEH pa3TBOpP 32 MOJKOKHO
NpUIOKEHHUE, IpUIaraHa B MPOIBbIDKCHNE HA TPUOIU3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
cJeHaTa cXxeMa Ha mpujiarane B Tadsmma 1.

Taboauua 1:  Cxema Ha npwiarane Ha DARZALEX B koMOuHaIuUs € JIEeHAJTWIOMHU/ U
nexkcamera3ol (Rd), momanugomun u gekcamerasoH (Pd) (4-cenMuveH HUKbJI
Ha JieyeHHe) U MOHOTepanus

CeaMuim Cxema

Cenmunu 1 1o 8 BEJIHBK ceIMUYHO (001110 8 103M)
Cenmvunu 9 o 24° Ha BCEKH JiBe ceaMuin (0010 8 103m)
Ot ceamuiia 25 HATaTBK J0 IPOTrPecHs Ha Ha BCEKU YETUPH CEAMMIIN
3a60nsBaHeTo’

a

6

ITepBara 103a OT cXeMaTa Ha [pHUIaraHe Ha BCEKU 2 CEAMHIIM CE JaBa Ha ceaMuIa 9
ITepBara 1032 OT cXxeMaTa Ha IpHIAaraHe Ha BCEKU 4 CeIMUILM ce JaBa Ha cexmuua 25

JHexcameTa3oH Tps0OBa na ce npwiara B 1o3a 40 mg/ceamuna (wim HamaneHa 1o3a 20 mg/cenMuna
IIpY MALUEHTH >75 TOAWHH).

3a mo3ara U cxemara Ha MPIIOKEHUE Ha JIEKApCTBEHUTE MPOAYKTH, priaranu ¢ DARZALEX
HWHXCKIMOHEH Pa3TBOP 3a MOJIKOXHO MPUIIOKECHHE, BIKTE ToUKa 5.1 1 choTBeTHaTa Kpatka

XapaKTECpUCTHUKaA Ha IMPOJAYKTa.
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Cxema na npunazane 6 Kombunayus ¢ bopmezomud, meaanan u npeoHu3on (6-ceomMuder YuKvil Ha

ﬂequuez

IIpenmopruntennara no3a ¢ 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOAKOKHO
NPUIOKEHUE, TIPUIIaraHa B MPOIBIDKCHUE HA IPUOIU3UTEIHO 3-5 MUHYTH B ChOTBETCTBHE ChC
clieTHaTa CXeMa Ha IpuiiaraHe B Tabmuma 2.

Taboauma 2:  Cxema Ha npuiaarane Ha DARZALEX B komOuHanus ¢ 6opre3omMuo,
Mesganan u npeaHu3oH ([VMP]; 6-cexMuyeH HMKBJ HA JIeYeHHUE)

Ceamuun Cxema

Cenvunu 1 10 6 BEIHBXK CEIMHYHO (00110 6 1031)

Cenvunu 7 o 54° Ha BCEKH TpHU ceaMuI (o6mo 16 no3m)

Ot ceqmura 55 HAaTaTHK A0 IPOTpecHs Ha Ha BCEKU YE€THUPH CEAMHIIN

3a60/15BaHETO"

H”praTa J103a OT CXEMaTa Ha Ipujlaraie Ha BCEKU 3 CCIMUIIU CC JlaBa HA C€aAMULIa 7

0 [IppBata m03a OT cxemara Ha IpUJaraHe Ha BCEKH 4 ceAMUIIM ce aBa Ha ceaMmuua 55

Bopte3omub ce qaBa 1Ba MbTH CEMMUYHO Ha ceaMunH 1, 2, 4 1 5 32 mbpBUS 6-CEMHYCH UKD,
MOCJIEABAHO OT BeAHbsK CEAMHUYHO Ha ceaMuIu 1, 2, 4 u 5 3a ormre oceM 6-CEAMHYHH IIUKBIA. 3a
uH(pOpMaIUsI OTHOCHO J103aTa U cXeMaTa Ha npuiarade Ha VMP npu npunosxenne ¢ DARZALEX
MHXEKIIMOHEH Pa3TBOP 3a MOAKOKHO MPUIOKEHHUE BIXKTE TouKa 5.1.

Cxema na npunazane 6 KOMounayus ¢ bopme3omud, maiuoomMuod U 0eKcamemason (4-ceomuyen yukvi
Ha Jleyenue) 3a Jeyerue Ha H0800UASHOCIMUYUDAHU NAYUCHMU, NOOX0OAUU 34 AMON0NCHA
mpancniaumayus na cmeonosu kiemrku (ASCT)

IIpemopruntennara no3a ¢ 1 800 mg DARZALEX umHXeKIIMOHEH pa3TBOP 3a MOAKOKHO
MIPHUJIOKEHUE, TTPUJIAraHa B MPOIbIDKESHIE HA PUOIU3UTEHO 3-5 MUHYTH B ChOTBETCTBUE ChC
cJIeHaTa cXxeMa Ha Impujiarane B Tadsmma 3.

Tadauua 3: Cxema Ha npuiaarane Ha DARZALEX B komOuHanus ¢ 6opre3omuo,
TajguaoMua u ajekcamera3oH ([VTd]; 4- cexMuveH UKD HA JIeYeHHe)
®a3a Ha JieueHHne CeaMunu Cxema
Nunyxnys Cemmunu 1 no 8 BEJIHBXK ceIMUYIHO (001110 8 7103M)
Cemmuru 9 o 16* Ha BCEKH JIBe ceaMHUIH (00110 4 103m)
Crnpere npu xumuoTtepanus ¢ Bucoku 1o3u u ASCT
Konconmunmanus | Ceamumu 1 o 8° Ha BCEKH JIBe ceaMuItu (00mo 4 m1o3m)

a

6

ITepBara 103a OT cxeMaTa Ha IPUJIAaraHe Ha BCEKU 2 CEAMHIM CE jaBa Ha ceaMuLa 9

ITepBaTa 1032 OT cxemara Ha IpHIaraHe Ha BCEKH 2 CeMULIM Ce aBa Ha ceIMHLA | clie/l MOTHOBsIBaHE Ha JICYCHUETO
caen ASCT

JlexcameTa3oH TpsOBa jia ce npuiiara B 1o3a 40 mg Ha nenl, 2, 8,9, 15, 16,22 u 23 ot 1ukba 1 1 2; B
nmo3a 40 mg Ha aeH 1-2 u 20 mg npe3 mocieBanuTe THA 3a puiarane (aex 8, 9, 15, 16) oT muksw 3-
4. lexcameTtaszoHn 20 mg TpsaOBa na ce mpuiara Ha JieH 1, 2, 8,9, 15, 16 ot 1uksa 5 u 6.

3a mo3ara ¥ cxemara Ha Mpriaraie Ha JIKapCTBEHHUTE IPOIYKTH, mpuioxkeHn ¢ DARZALEX
HWHXCKIIMOHCH pa3TBOP 3a MOJAKOXKHO ITPHUITOKECHNUE, BUXKTE TOUKA 5.1 1 cpboTBETHATA KpaTKka
XapaKTepPUCTHUKA HA TIPOIYKTa.

Cxema na npunazane 6 KOmounayus ¢ 6opme3omMud, 1eHaIudoOMUuo U 0eKcamemason (4-ceomuyen
YUKDJL HA Jeyenue) 3a Jeyenue Ha Ho800UASHOCIMUYUDAHU NAYUSHMU, NOOX0OAUU 30 A6MOA0NCHA
mpancniaumayus Ha cmeonosu kiemku (autologous stem cell transplant, ASCT)

IIpenopruntennara qo3a ¢ 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOAKOKHO
MIPHUJIOKEHUE, TIPUJIAraHa B MPOIbIDKESHIE HA TPUOIU3UTEHO 3-5 MUHYTH B ChOTBETCTBUE ChC
cJIeTHaTa cXxeMa Ha Impujiarane B Tadnmma 4.
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Tabauna 4: Cxema Ha npuiiarane Ha DARZALEX B komOuHanus ¢ 60pTe3oMuo,
JeHaauaoMua u JekcameTaszoH ([VRd]; 4-cenMuyeH NMKBJ HA JIeYeHHe)

®da3a Ha jedyenue | Cenmuuu Cxema

Wunyxnus Cengmuim 1 1o 8 BEAHBK CEIMUYHO (00110
8 mo3m)

Cenvunm 9 mo 16° Ha BCEKH JIBE ceaMUITH (001110
4 no3m)
Crnupasne 3a BUcoko10308a xumuotepanus 1 ASCT

Koncomumamus Cenmunu 17 o 24° Ha BCEKH JIBE ceaMUITH (001110
4 no3n)

[Moxabpxario Ot cenqmuIia 25 HATaTHK JI0 NPOTPECHs HA | HA BCEKU YCTUPH CEIMHUIIA

JICUCHUE 3a0oJisiBaHeTO"

a

6

ITepBara 1032 OT cxeMaTa Ha IIpHIaraHe Ha BCEKU 2 CEAMMILM Ce JjaBa Ha ceqMuua 9.
Cenmuna 17 cbOTBETCTBA HA MIOBTOPHOTO CTAPTHUPAHE HA JICUCHUETO cliell Bb3cTaHoBsiBaHe oT ASCT.

®  DARZALEX moxe 11a Obie IPeyCTaHOBEH IPH MAIMEHTH, OCTHTHATH oTpunaTelHo MRD, K0eTo € ycToiuHBo B

MNPOABJLKCHUE Ha 12 MeEcCela, KOUTO ca Own Ha MOAABPKAIIO JICUCHUE B IIPOABILDKCHUE Ha Hal-Manko 24 Mcecena.

JlexkcameTa3oH TpsOBa aa ce mpriara B go3a 40 mg va quu 1-4 u man 9-12 oT Bceku 28-THEBEH ITUKBIT
o BpeMe Ha (hazata Ha MHAYKIIMOHHO ¥ KOHCOJUIAIMOHHO JieueHre (IUKiIu 1-6).

3a mo3ara U cxemara Ha Ipriaraie Ha JISKapCTBEHHUTE TPOAyKTH, mpuiarann ¢ DARZALEX
WH)KEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPHIIOKEHUE, BIDKTE Touka 5.1 1 croTBeTHaTa KpaTtka
XapaKTEePUCTUKA Ha MPOAYKTA.

Cxema na npunazane 8 Komounayus ¢ bopme3omMud, 1eHaIUdOMUO U 0eKCamemason (3-ceomuyen
YUKDJL HA JeYeHue) 3a 1eYyenue Ha H0800UASHOCINUYUDAHY NAYUSHMU, KOUMO He ca N00X005uU 3a
ASCT

IIpenopbuntennara no3a ¢ 1 800 mg DARZALEX nHXEKIIMOHEH pa3TBOpP 32 MOJKOKHO
NpUIOKEHHUE, IpUIaraHa B MPOIBbIDKCHNE HA TPUOIM3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
clIe[lHaTa CXeMa Ha Ipuwiarase B Tabauna S.

Taboauua 5: Cxema Ha npwiarane Ha DARZALEX B kom0uHanus ¢ 6opre3omMuo,
JeHaauaoMua u jekcameTaszoH ([VRd]; 3-cenMuyeH HMKBJ HA JeYeHHe)

Ceamuun Cxema

Cenvunu 1 10 6 BEIHBXK CeIMHYHO (001110 6 1031)
Cenvunu 7 mo 24° Ha BCEKHU TPU ceIMUIH (001110 6 1031)
Ot ceaMuna 25 HATaTHK JI0 IPOrpecHs Ha 3a00s1BaHeT0’ | Ha BCEKH YETHPH CEAMMIM

H”praTa J103a OT CXeMaTa Ha Ipujlaraie Ha BCEKU 3 CCIMUIIU CC JlaBa HA C€aAMULIa 7.

IIbpsara 103a OT cxeMaTa Ha NpHIAraHe HA BCCKH 4 CEAMMIM CE 1aBa HA COAMMULA 25.

JlexcameTa3oH TpsOBa jia ce npuiiara B 1o3a 20 mg Ha quu 1, 2,4, 5, 8,9, 11 u 12 ot Bceku 21-qHeBeH
UK oT ki 1-8. [lpu manmenTy > 75 roguau wim ¢ mogaopMeHo Terio (BMI < 18,5)
JleKcaMeTa30H MOXe J1a ce priara B 1o3a 20 mg ma qam 1,4, 8 u 11.

3a mo3ara U cxemara Ha Ipriaraie Ha JIGKapCTBEHUTE IPOAyKTH, mpuiarann ¢ DARZALEX
WH)KEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPHIIOKEHHUE, BIDKTE Touka 5.1 1 croTBeTHaTa KpaTtka

XapaKTCPUCTHUKA HA IIPOAYKTA.

Cxema na npunazane 6 Kombunayus ¢ bopmezomud u oexcamemason (3-ceomuyen yukvi Ha jedyenue)

IIpenopbuntennara no3a e 1 800 mg DARZALEX nMHXEKIIMOHEH pa3TBOpP 32 MOJKOKHO
IPUIOXKEHHUE, IIPUIaraHa B IPOIbJDKEHNE HA IPUOIU3UTENIHO 3-5 MUHYTH B CbOTBETCTBUE ChC
cJeHaTa cXxeMa Ha Impujiarane B Tadsmma 6.
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Taboauua 6: Cxema Ha npwiarane Ha DARZALEX B kom0unauus ¢ 6opre3oMud u
aexcameTtas3oH (Vd) (3-cenMuueH MUKDJ HA JIeUeHHe)

Ceamuun Cxema

Cenmuru 1 10 9 BEJHBK CeIMUYHO (001110 9 1031)

Ceamuim 10 mo 24° Ha BCEKH TPH ceAMHUIIH (00110 5 103H)

Ot ceamuia 25 HaTaTHK 110 MPOTPECHUS Ha Ha BCEKH YETHUPH CEIMUIIN

3a60sBaHeTo’

H”praTa J103a OT CXEMaTa Ha Ipujlaraie Ha BCEKU 3 CCIMUIIU CC JlaBa HA C€aAMULIa 10

6 H”praTa J103a OT CXEMaTa Ha Ipujlaraie Ha BCEKU 4 CCIMHUIIU CC JlaBa HA CCaAMULIa 25

JlexkcameTa3on TpsOBa aa ce mprutara B 103a 20 mgHa nen 1, 2,4, 5, 8,9, 11 u 12 ot mepBuTE
8 uKbIa HA JIeYeHne ¢ OopTe30MHO WK B HaMmaleHa jo3a 20 mg/ceAMuIIa IPpY NaIMeHTH
>75 roguam, ¢ mogHopMeHo Teriio (MTM <18,5), ¢ mo1ro KOHTpoIMpaH 3axapeH quadeT Win
NPEX0/IHA HETTOHOCUMOCT KbM CTEPOUIHA TePaIIsl.

3a 103aTa M cxeMaTa Ha IPUWIOKEHHUE Ha JIEKapCTBEHNUTE MPOIYKTH, mpunaranu ¢ DARZALEX
WH)KEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPHIIOKEHUE, BIDKTE Touka 5.1 u croTBeTHaTa KpaTtka
XapaKTepUCTHKA Ha MPOTyKTa.

Tneew myamunien muenom
Cxema na npunazane npu monomepanus (4-ceomuyer yukvil Ha Jeyenue)

IIpenopruntennara no3a ¢ 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOAKOKHO
NPUIOKEHUE, TIPUIIaraHa B MPOIBIDKCHUE HA IPUOIM3UTENHO 3-5 MUHYTH B ChOTBETCTBHE ChC
clieTHaTa CXeMa Ha Ipuiiarase B Tabmuma 7.

Tabauna 7: Cxema Ha npuiarade Ha DARZALEX MoHoTepanusi NPH TJieel] MyJITUIJIEH
MHeI0M (4-ceIMHYeH UKD Ha JiedeHue)”

Ceamuun Cxema

Cenmunu 1 1o 8 BEJHBK ceMUIHO (00110 8 1031)
Cenvunu 9 o 24° Ha BCEKH JIBe ceaMuIty (00ro 8 mo3n)
Ot cenmuIia 25 HATATHK JIO IPOTPECHs HA Ha BCEKU YETHPH CEIAMUIH
3a00JIIBAHETO UM MAKCUMAJIHO 32 3 TOIMHH’

H”praTa J103a B CX€MaTa Ha IIpujlaraie Ha BCEKU 2 ceaMUIM ce 1aBa Ha ceamuIa 9.

6 [IppBata no3a B cxeMara Ha IpUJIaraHe Ha BCEKH 4 ceIMUIIM ce jaBa Ha cexmuna 25.

AL amunouoosa
Cxema Ha npunazane 6 Komounayus ¢ bopmesomud, yukiodochamud u dexcamemason (cxemu Ha
Jleyenue ¢ 4-ceomuyen yuxkvi)

IIpenopbuntennara no3a e 1 800 mg DARZALEX MHXEKIIMOHEH pa3TBOpP 32 MOJKOKHO
HPUIIOXKEHHUE, IIPUIaraHa B IPOIbJDKEHNE HA IPUOIU3UTENIHO 3-5 MUHYTH B CbOTBETCTBUE ChC
cJIeTHaTa cXxeMa Ha Impujiarane B Tadsmma 8.

Tabimna 8:  Cxema Ha mpuiarane Ha DARZALEX npu AL amuiionno3a B KOMOMHALHSA €
oopTe3oMud, nukaopochamua u nexcamerason (|[VCd]; cxema Ha npujiarase ¢
4-ceqMU4eH IMKDJI)?

Ceamuun Cxema

Cenmunu 1 1o 8 BEJHBK ceMUIHO (00110 8 1031)
Cenmum 9 o 24° Ha BCEKH JIBe ceaMuIty (o0ro 8 mo3m)
Ot cenmuIia 25 HATATHK JIO IPOTPECHs Ha Ha BCEKU YETHPH CEIAMUIH
3a00JIIBaHETO"

# B wmnnunOTO M3nuTBaHe DARZALEX e npuiaran 1o Nporpecys Ha 3a60JBaHETO WM MAKCHMAITHO 24 [UKBIa

(~2 roJMHHM) OT IIbPBATA /1032 HA JICYCHHE B IPOYYBAHETO.
ITepBara n03a B cxemara Ha NpHUJIaraHe npes 2 CeAMMIIM ce AaBa Ha ceaMuLa 9
ITepBara no3a B cxemara Ha npuiaraie npes 4 ceIMMIM ce AaBa Ha ceaMuna 25
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3a mo3ara W cxemara Ha Mpriaraie Ha JICKapCTBEHHUTE MIPOIyKTH, mpuioxkeHn ¢ DARZALEX
WH)KEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPUIIOXKEHNE, BIDKTE TOUKa 5.1 M ChOTBETHATa KpaTKa
XapaKTEepPUCTUKA Ha MPOAYKTA.

Ilponycuama 0osa

Axko mranupana n103a DARZALEX e npomycHara, no3aTta TpsOBa Ja ce NpUI0XKH Bb3MOXKHO Haii-
CKOPO ¥ CXeMara Ha MpHiiarane TpsoBa Jia ce KOPUrupa ChOTBETHO, IPY CIIa3BaHE HAa WHTEpPBaia Ha
JIeYeHHeE.

Moougpurayus na 0ozama

He ce npenoprpuBa Hamanenue Ha no3ata DARZALEX. Moxe na e Heo6xonuMo 3a0aBsiHe Ha
MPUIIOKEHUETO, 32 JIa ce Iajic Bh3MOXHOCT 32 Bh3CTaHOBSBaHE HA OpOsi HA KPBBHUTE KIETKH TPH
N0sIBa Ha XEMAaTOJIOTUYHA TOKCHYHOCT (BK. Touka 4.4). 3a nHpopMaLus OTHOCHO JICKAPCTBEHUTE
NpOLyKTH, Ipunaranu B komOunauus ¢ DARZALEX, BuwxTe choTBeTHaTa KpaTka XapakTeprucTuka Ha
MPOAYKTA.

B ximHWYHATE TpOyYBaHUS HE CE € HAIIOXKMIIO U3MEHEHHE Ha CKOPOCTTa Ha WH)KEKTHPaHEe WK Ha
nmo3ata Ha DARZALEX mHXeKIIMOHEH pa3TBOP 3a MOJKOKHO MPUJIOKEHUE 3a oBiaasBaHe Ha IRRs.

[IpenopbYnUTEIHN CHITBTCTBAILM JEKAPCTBEHH IIPOIYKTH

Jlexapcmeen npodykm, npunazan npeou UHICEKMupanemo

Enun no tpu 9aca npeau Besiko npuitokenue Ha DARZALEX MH)XEKIIMOHEH pa3TBOP 32 MOJKOKHO
NPUIOKEHUE NIPY BCHYKH MALMEHTH TPSIOBa J1a ce IPUIIOKAT JIEKapCTBEHH MIPOAYKTH (TIEPOPaTHO HIIH
WHTPaBEHO3HO) 32 HaMalsBaHe Ha pucka oT IRRs, kakTo cineasa:

° KopTtukocreponn (IbIroaeicTBaII Wik ChC CPETHA MTPOIBIDKATETHOCT Ha JICHCTBHE)
- MonoTtepanusi:
Metunnpenuanzonon 100 mg win exkBuBaieHT. Ciex BTopaTa HHXKEKITHS 103aTa Ha
KOPTHUKOCTEPOHIa MOXKE JIa C€ HaMaJli 10 METWITPEAHU30I0H 60 mg.
- Kombununpana tepanus:
HexcameTazon 20 mg (My eKBUBAJICHT), MPUIOKEH MPeIn BCIKO HHXEKTHPAaHE Ha
DARZALEX nHXeKIIHOHEH pa3TBOp 3a MOJKOKHO Ipuiioxkenne. Korato nexcamerazon
€ CrIeUPpUIHHUAT KOPTUKOCTEPOH]T B OCHOBHATA CXEMa, J103aTa JIEKCaMETa30H B PAMKHUTE
Ha JICYEHUETO LIe CIYXH KaTo JIEKAPCTBEH NMPOAYKT, IpHJIaraH npeau NHXEKTUPAHETO B
nuuTe Ha npunoxkenne Ha DARZALEX (Bxk. Touka 5.1).
B anute Ha npunoxenne Ha DARZALEX He TpsiOBa ja ce mpuiarar JOITbIHATETHHA
cneun(puIHU KOPTUKOCTEPOUIN OT OCHOBHATA cXeMa (Harp. IPEeJHU30H), KOraTo
NalMEHTHUTE ca TOIYyYMIIN IEKCaMETa30H (MIM €KBUBAJIEHT) KAaTO JIGKAPCTBEH MIPOAYKT,
MIpUJIaraH npeau HHKEKTHPAHETO.
. Antunupetuiu (mapaneramoi 650 go 1 000 mg)

. AHTHXHMCTaMUH (TIepopajeH I HHTPAaBEHO3eH TudeHxuapaMut 25 1o 50 mg nnn
C€KBUBAJICHT).
. WNuxubuTop Ha IeBKOTpHEHUTE (TIepopaieH MoHTenyKacT 10 mg uim eKBUBAJICHT) ce

MperophYBa B JieH | Ha IUKBA | IPU MAMEHTH C TIICEI] MYJITHIUICH MUEIIOM.

Jlexapcmeen npooykm, RPULA2an Cied UHICEKMUPAHemo
JlexapcTBeH MPOAYKT, MpUIIaraH ciell MHKEKTUPaHeTo TPsOBa Jja ce Mmpuiiara 3a HamaJisiBaHe Ha PUCKa
ot IRRS oT 3a0aBeH TuII, KAKTO CJIEIBA:

- MoHoTepanus:
Ha Bcexu ot 1BaTa 1HU, CIeBAIIN BCHUKH HHXKEKIUH (KaTo Ce 3all0YHE B ICHS CIIE]T
MHXKEKLUATA), TpAOBa Ja ce MPHUIIOKH MepopalieH KopTukoctepon (20 mg METHINPETHN30I0H
WY €KBUBAJICHTHA /1038 KOPTUKOCTEPOU]T ChC CPEIHA MPOIBIDKUTEIHOCT Ha AEHCTBUE WITH
IBITOACHCTBAI B CHOTBETCTBHE C MECTHUTE CTAHAAPTH).
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- KomOunupana Teparms:
Ja ce oOMuCIN MPUIIOKEHHUETO HAa HUCKA 1032 TIEPOPAICH METHIIPETHN30I0H (< 20 mg) i
€KBUBAJICHT B AIcHs ciienl nkekTrupaneto Ha DARZALEX. Ako o6aue OCHOBHHAT
KOPTHUKOCTEPOU], CrienpHUeH 3a cxemara (Hamlp. JeKcaMeTa3oH, MPEIHU30H), Ce Ipuiara B
neHs cien nmkektupaneTo Ha DARZALEX, 1ombIHUTENCH JIEKapCTBEH MPOIYKT, IPHIaraH
cJIeT MHKEKTHPAHETO MOXKE J1a He € Heo0XoIuM (BK. Touka 5.1).

AKo nanuMeHTbT He noiyuu 3HauntenHu IRR cieq mbpBUTE TpU MHKEKINU, TPUIIOKEHUETO Ha
KOPTHUKOCTEPOUIH CIIE]] HEKEKITUATA (C M3KITIOUCHIE Ha KOPTUKOCTEPOUIUTE OT OCHOBHATA CXeMa Ha
JICYCHUE) MOXKE Ja Ce TIPEyCTaHOBH.

OcBeH TOBa, NMPH MANKUEHTH ¢ aHAMHE3a 32 XpOHUYHA 00CTPYKTHBHA OeitoapoOHa 6oJiecT, TpsaOBa aa
ce OOMHCITH MPUJIAraHeTo Ha JICKAPCTBEH MPOIYKT, MPHIIAraH CJel HHXCKTUPAHETO, BKITFOYUTEITHO
KPaTKOACHUCTBAIIM U IBJITOICHCTBAIIM OPOHXOANIATATOPH M HHXAIATOPHU KopTUKocTepouan. Cren
I'bPBUTE YETUPHU UHXKEKLUH, aKO IMALUEHTHT HAMa TeXKU IRRS, MpuinoxkeHnero Ha HHXaJIaTOpHU
JIEKApCTBEHHU MPOAYKTH CJIE€ MEXKEKTUPAHETO MOsKE J1a O'b/Ie TIPEKPATEHO T10 MPEIEHKA Ha JIEKaps.

IIpogunakmuka na peaxmusayusama na xepnec 30cmep upyc
TpsiOBa 1a ce 0OMHUCIIN aHTUBUPYCHA MTPOGUIAKTHKA 32 IPEBEHIINS HA PEaKTUBAIIMATA HA XepIiec

30CTep BUPYC.

CrenuangHy NonyJIalun

bvbpeuno yspeocoane

He ca mpoBexxmanu opuITHATHA TPOYIBAHUS Ha JapaTyMyMal IIpH MalueHTH ¢ ObOPEYHO YBpeKAaHE.
B53 ocHOBa Ha momynaruonan (papmakokuHeTnaan (PK) ananms3u He € He0OX0AMMO KOPUTHpaHE Ha
J03ata MpH NalMueHTH ¢ ObOPEYHO yBpEKIaHe (BXK. Touka 5.2).

Yeprodpobno yepesicoane

He ca npoBexxaanu ouiraIHy MPOy4YBaHUs Ha JapaTyMyMad MpH MalUeHTy ¢ YePHOAPOOHO
yBpexaane. He e HeoOX0AMMO KOPUTHPAHE HA J103aTa MPH MAIUEHTH ¢ YePHOAPOOHO YBpekKaaHe (BK.
TO4YKa 5.2).

Cmapuecka ev3pacm
He e Heobxonnmo xopurupane Ha mo3ata (BX. ToUka 5.2).

Tleouampuuna nonyrayus

bezomacHoctra n ehukacHoctTa Ha DARZALEX mipu nema Ha Bp3pact nof 18 roguHu He ca
YCTAaHOBEHHU.

Jluncsart maHHU.

Tenecno meeno (>120 kg)

[Ipoyyenu ca orpanuueH Opoil ManueHTH ¢ TesiecHo Terno >120 kg npu n3non3sane Ha GukcupaHa
mo3a (1 800 mg) DARZALEX wHXEKIIMOHEH pa3TBOP 32 MOJKOKHO MPUIIOKEHNE U e(hUKaCHOCTTa
MIPU TE3U MAIlMEeHTH HE € ycTaHOBeHa. [loHacTosmeM He Moxke Ja Ob/ie TPernopbhbyaHo KOPUTHpaHe Ha
Jl03aTa Bb3 OCHOBA Ha TEJIECHOTO TETJO (BXK. TOUkH 4.4 1 5.2).

Hauun Ha npunoxxeHue

DARZALEX 3a noaKOXHO MPHJIOKEHNE HE € MTPpeJHa3HaueH 32 HHTPaBEHO3HO MIPUIIOKEHHUE U TPpsiOBa
Jla ce ImpuJjiara camMo 4pe3 NOJK0)KHA MHKEKIIHA, KaTo Cc€ M3MO0I3BaT yKa3aHuTe A03U. M3non3Baiite
IpaBuIHA TexHHKa npu u3Terisine Ha DARZALEX ot ¢uiakona. 3a 1a HaMaauTe 4ecToTara Ha
OTKBbCBaHE Ha MAJIKH YAaCTHIM OT 3aITylIajKara, H30sArBaiiTe H3Moa3BaHeToO HA TpaHC(EPHHU UITH C
rOJIsIM AMaMEThP WIN THI BPBX, KAKTO U MHOTOKPATHO MPOOHMBaHe Ha 3amyluaikara. Bixre Touka 6.6
3a CIIELUAJIHU TPEANa3Hu MEPKH MPEAN MPUIIOKEHHE.
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3a ;ma ce n30erHe 3aIymBaHe Ha UTiaTa, MPUKpereTe XUIoAepMaTHaTa HHKEKIIMOHHA UTTIa HITH
Habopa 3a MoJKOKHA HH(Y3US KbM CHPUHIIOBKATA HEMOCPEACTBEHO TIPS HHKEKTUPAHETO.

HNnkextnpaiite 15 ml DARZALEX uHXkeKIOHeH Pa3TBOP 32 MOAKOKHO NPHUJIOKEeHNeE B
NOJKOKHATA THKAH HA KOpeMa NPUOIU3UTENHO 7,5 cm BASCHO WIH BJISBO OT IIbIIa B
NpoabJKeHne HA NPuOaU3UTeIHO 3-5 MunyTH. He nmkekTupaiite DARZALEX nHXeKrnoHeH
pa3TBOP 3a MOJKOKHO NPHJIOKEHNE Ha APYTH MECTa Ha TSIIOTO MOPaIH JIUICA HA JaHHH.

MecraTta Ha MHXXEKTHpaHe TpsiOBa J1a ce peayBaT IIPU I0CJIEI0BATEIHUTE UHKEKLINH.

DARZALEX uHXeKUHOHEH Pa3TBOP 32 MOAKOXKHO MIPUIIOKEHUE HEe TPsIOBAa HUKOTA J1a C& MHKEKTHPa
B y4aCTblH, KBACTO KOXKaTa € 3a4€PBCHA, HACMHCHA, YyBCTBUTCIIHA, BTBbPJCHA, WJIN B YHaCTbIU C
Oenesm.

AKO NaIMeHThT U3MKUTBA 00JIKa, MPEKBCHETE 33 MAJIKO MJIK 3a0aBeTe CKOPOCTTa Ha MHXKEKTUpaHe. B
ciydail ye 0oJkara He ce 00JIeKYH OT 3a0aBsiHe Ha WHXKEKIUATA, MOXKE JIa ce n30epe BTOpO MSCTO Ha

HWHXXCKTHUPAHC OT ApyraTa CTpaHa Ha KOpEMa, 3a 1a CC MHKXCKTHPA OCTaHaJlaTa A03a.

ITo Bpeme Ha neuenne c DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOJKOKHO MPHIOKEHUE HE
MIpUJIaraiiTe IPYry JEKapCTBEHU MPOIYKTH 3a MOAKOKHO MPHUIIOKEHHUE HA CHIIOTO MACTO.

4.3 IIpoTuBONMOKA3AHUA

CBpPBXYIYBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MM KbM HAKOE OT IIOMOILIHUTE BEILIECTBA,
n30poeHu B Touka 6.1.

4.4 CuoeuuaJHu nNpeaynpe:xIeHUus: U NpeANa3Hu MEePKHU P ynorpeda

[Tpocneaumoct

3a fa ce moIo0pu MPOCIETUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MTAPTHTHUAT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3arMCBarT.

Peaknuun, cBbpp3anu ¢ nadysusta

DARZALEX MHXEKIIHOHEH Pa3TBOP 3a MOIKOKHO IPHUIIOKECHHUE MOXKE J1a IPEAM3BUKA TEIKKH W/ HUITH
cepuosnu IRRs, BkItounTe1HO aHAQWIAKTUYHY peakuy. B KIMHUYHUTE TPOYYBaAHUS
npubnuzutenHo 8,5% (134/1 573) ot nauuentute ca nomy4yunu IRR. [ToBeueto IRRs HacTemBaT ciieq
IbpBaTa MHXKEKIUA U ca oT ctenieH 1-2. IRRs, Bp3HMKBaIM py TIOCIEeIBAINTE WHKEKIINH, Ca
HaOmonaBanu pu 1% ot nanueHTuTe (Bx. Touka 4.8).

Menunanata Ha BpemeTto A0 mosieata Ha IRRs cnen mmkekmus ¢ DARZALEX e 3,3 gwaca (nuamna3on
0,08-83 waca). [ToBeuero IRRs HacTbmBaT B IeHs Ha neuenneTo. IRRs oT 3a0aBeH THIT HACTHIIBAT PH
1% ot manmeHTHTE.

IIpu3nanure n cumnromute Ha IRRs Moxke 1a BKIIFOUBAT PECIMPATOPHU CUMIITOMH, KaTO HAIp.
Ha3aJIHa KOHI'€CTHs], KallllIULA, Ipa3HEeHe Ha I'bPJIOTO, aJIEPrUYeH PUHUT, CBUPKAIIY XPUIIOBE KAKTO U
nUpeKcusi, 00JIKa B TbpANUTE, ChPOEXK, CTYACHU TPBIIKU, IOBPBILAHE, TAACHE, XUIIOTOHUS 1 3aMbITICHO
3penne. HabmromaBaHu ca T€XXKH PEaklnu, BKIFOUUTEITHO OPOHXOCTIA3bM, XHITOKCHS, TUCITHES,
XUIEPTOHHUS, TAXUKAPAUSI U OYHH HEXKEJIaHU Peakuyy (BKIIOYUTEIHO XOpOUJalCH U3JIUB, OCTPa
MHOIHS U OCTPa INIayKoMa ChC 3aTBOPEH BI'bJI) (BXK. TOUKa 4.8).

[MatmenTH TpsOBa 1a ce MPeMEANKHUPAT C AaHTUXHUCTAMHHH, aHTHITUPETHIIA M KOPTUKOCTEPOHUIH KAKTO
U J1a ce mpociensBat u KoHcyiarupar 3a IRRs, ocoOeHo no Bpeme Ha u ciiex mbpBara u BTopara
ukekuus. [Ipy nanueHTy ¢ Tieen MyJITUIICH MUEJIOM TpsiOBa Aa ce 0OMHUCIHN MTPEeMEANKALU C
WHXUOUTOPH Ha JIEBKOTPUEHHTE B JIeH | Ha UKBI 1. AKO HacThIK aHa(UITAKTUYHA PeaKIys WIN
JKUBOTO3aCTpalllaBally (CTeneH 4) peakunu, He3abaBHO TpsAOBa Ja ce 3amovHaT NOAXOIAIIO CIIEIITHO
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negerne. Tepanusata c DARZALEX tps6Ba aa ce nmpeycTaHoBU He3a0aBHO M OKOHUYATEITHO (BK.
ToukH 4.2 1 4.3).

3a na ce Hamanu puckbT OT IRR ot 3a06aBeH THI, HAa BCUYKH MALIMEHTH CIE WHKEKLUS C
DARZALEX TtpsibBa fa ce mpuiioKaT IepopaiHO KOPTHKOCTepouau (BK. Touka 4.2). Ilpu manuenTn ¢
aHaMHe3a 3a XpOHHYHA 00CTPYKTHUBHA O0eTopoOHa 0OJIECT Ciiel MHXKEKITHUATA MOXKE JIa CE HAJIOKH
NPUIOKEHUE Ha OMIBJIHUTEHH JIEKAPCTBEHH MPOIYKTH 32 OBJIAsIBAHE HA PECIIMPATOPHUTE
ycnoxxHeHus. [Ipu manpeHTuTe ¢ XpoHUYHa 00CTpyKTHBHA OeopoOHa OoecT TpsOBa 1a ce uMa
npeBH]l yroTpeda Ha mocTMeIuKaIys (Harp. OpOHXOIUIIATATOPH ¢ KPATKOTPAHO U PO IBIIKATEITHO
JeHCTBUE U MHXAJATOPHU KOPTUKOCTEPOUIN) AKO CE MOABAT OYHU CUMIITOMH, IPEKbCHETE
undysusata c DARZALEX u notbpcere He3a0aBHa 0()TaIMOJIOTMYHA OLIEHKA MPEeIy Bh30OHOBSIBaHE
npunoxxenuero Ha DARZALEX (Bx. Touka 4.2).

Heyrponenus/TpoMOonTONEHUS

DARZALEX Moxe Aa MOBHIIHA CIIyJauTe Ha HEYTPOIICHUS M TPOMOOIIUTONICHUS, HHITYITUPAHHA OT
OCHOBHATa Tepanus (Bxk. Touka 4.8).

[IpiHaTa KpbBHA KapTHHA TPsIOBa J1a ce MpociesiBa NEPUOIUYHO 10 BpeMe Ha JIEUEHUETO B
CBHOTBETCTBHE C KpaTKaTa XapaKTEPUCTHKA Ha NMIPOAYKTA Ha JISKapCTBAaTa OT OCHOBHATA Tepamnusl.
[anuenTure ¢ HEyTpomeHuUs TPAOBa J1a ce MpociIeasIBar 3a Npu3Hauy Ha uHdekuus. Moxe na ce
Hanoxu otnarane Ha DARZALEX, 3a 1a ce najae Bb3MOXKHOCT 32 Bb3CTAaHOBSIBAHE Ha KpbBHATA
kaptuHa. [lo-BHCcOKa yecToTa Ha HEYTPOIIEHH € HAaOIoaBaHa MpH MAIUeHTH C TI0-HUCKO TEJIECHO
teryo, nonyyasam DARZALEX 3a moakoxHo npusioxenue. ToBa o6adye He € CBbP3aHO C MO-BUCOKA
yecToTa Ha cepuo3Hu uHpekuuu. He ce npenopbuBa Hamanenue Ha go3zata Ha DARZALEX. [la ce
¥UMaT MPeABUI TIOIABPKAIIN TPHUKH € TPaHCHY3UH UITH PACTEXHHU (PaKTOPH.

Hndekmm

DARZALEX Moske Ja IPUUMHU CEPUO3HHM, JKMBOTO3aCTPAIlIaBaIIM WK JeTaaIH! HHPEKIUU (BXK.
Touka 4.8).

[ManuenTure TpsiOBa ja ObJAT BHUMATETHO HAOMIOAABaHH 33 IPU3HAIM U CUMIITOMH Ha HHQEKIHS
mpeau u 1o BpemMe Ha jeueHrnero ¢ DARZALEX u na ObaaT JieKyBaHH IO ITOAXOIAII HAYHH.
[IpodunakTHUHN aHTUMUKPOOHHU CPENICTBA, ChITIACHO TEParleBTHYHUTE PHKOBOJICTBA, TPsiOBa 1a ce
OOMUCITST TIpEeH, TI0 BpeMe Ha WIH CJe]l JISYeHHETO (BXK. Touka 4.2).

BausHue npu MHIUPEKTCH aHTI/IFJ'IO6VJ'II/IHOB TECT (I/IHHI/IDGKTGH TECT Ha COOIan)

Hapatymymab ce cepp3Ba ¢ CD38, Hamupalll ce B HUCKa CTETNIeH B UepBeHUTE KphBHU KieTku (RBCs)
Y MOJXKE J1a 1ajie OJIOKUTeNeH nHAnpekTeH TecT Ha Coombs. MeauupanusT oT gapatrymymad
MOJIOKHUTENICH HHANPEKTEH TecT Ha Coombs MoKe Ja mepcucTtrupa A0 6 Mecena ciell ocaeTHOTO
MIPIIOKEHUE Ha naparymymad. TpsoBa ga ce nMa mpenBu, de maparymyMad ce cebp3Ba ¢ RBCs u
MOJKE /1a MaCKHpa OTKPUBAHETO HA aHTUTENA CPElly ClIabl aHTUTEHU B CepyMa Ha MalreHTa.
Onpenensinero Ha KpbBHaTa rpyna (AB0) u Rh na naunenra ne ce nmonusisar.

ITanmmentute TpsiOBa na ObAAT MOMIOKEHHA HA CKPUHUHT U TUITU3UPAHE, TIPEIU Ja C€ 3al0YHe JICUCHUE
¢ naparymyma0. [Ipenu na ce 3amoyHe JIEYEHUETO C 1apaTyMyMal, MOXe Ja ce TIOMUCIIH 32
(heHOTHUIIM3UPAHE B CHOTBETCTBHIE C MECTHATA TPAKTHKA. | €eHOTUITU3NPAHETO HA YEPBEHUTE KPHBHH
KJICTKH HE C€ TIOBJIMSIBA OT AapaTyMyMad 1 MOXKE Jla Ce M3BBLPIIHN 110 BCAKO BpEME.

B ciydaii Ha niaHupana XxeMoTpaHCy3usi, TpsOBa J1a ce YBEAOMST XeMOTpaHC()y3HOHHUTE LIEHTPOBE
3a TOBa BIMSHUE MPU HMHIUPEKTHU aHTUTIIOOYIMHOBH TecToBe (BXK. Touka 4.5). AKO ce Hayiara CIIeIIHO
KpBBONPEJIMBaHE, MOTaT J1a ObJIaT MPEeMBaHN HETECTBAHU 10 KpbcTocaH MeToa 3a ABO/RhD-
ceBMecTUMOCT RBCs, chriacHO NpakTHKHUTE Ha JIOKAIHUTE KPbBHU OaHKH.
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Bausaue nmpu onpeAaeasHeTO Ha IBIHKUS OTTOBOP

Haparymyma6 e doBeniko IgG kamna MOHOKJIOHATHO aHTHUTSLUIO, KOSTO MOXKE J1a Ce OTKPHE KaKTO C
enekTpodopesa Ha cepymuute npotennu (SPE), Taka u ¢ umynodukcanus (IFE), usnonssanu 3a
MOHUTOpPUpPAHE Ha eHJIoreHHUs] M-nipoTerH (BK. Touka 4.5). ToBa BiusHIE MOXe Ja OKaxkKe e(heKT IpH
OTIPEJICIISTHETO Ha ITBJIHUSI OTTOBOP W MPOTpecHsTa Ha 3a00JIIBaHETO MPH HsIKoU NanuenTty ¢ I1gG kama
MUEJIOMEH MPOTEHH.

PeaxtuBupane Ha Bupyca gHa xermatut B (HBV)

[Ipu nauuentu, nexyBanu ¢ DARZALEX, ce cho0maBa peakTUBUpaHe Ha BUpyca Ha XenaTut B, B
HSIKOHU CJIy4aM C JieTajeH u3xoa. Ha Bcuuku nanuenTy TpsiOBa J1a ce HalpaBu CKPUHUHIOBO
uscnensane 3a HBV npenu 3anousane Ha neyenne ¢ DARZALEX.

[Ipu manmeHTH ¢ AaHHU 32 MOJOXKUTEIEH ceposiorudeH pesynrat 3a HBV, nmpocnenssaiite 3a
KJIMHAYHU 1 1a00paTOpHU IIpU3HALY 3a peakTuBupane Ha HBV no Bpeme Ha U B IpoAbIKEHHE HA
Hall-MaJIKo IecT Mecera cien Kpas Ha teueHneto ¢ DARZALEX. JlekyBaiiTe manueHTuTe B
CHOTBETCTBHE C HACTOSIINTE KIMHUYHN PHKOBOACTBA. [Ipy KINMHUYHY MMOKa3aHus, 0OMHUCIIETe
KOHCYJITAIlMS ChC CIEIAITUCT B JICUEHUETO Ha XEeTaTuT.

IIpn manmenTn ¢ peaktuBupane Ha HBV, nokato um ce npunara DARZALEX, nedenueto ¢
DARZALEX TpsiOBa fa ce cripe u J1a ce 3aro4yHe noaxoaso Jedenue. [lomHoBsBaHeTO Ha
neuennero ¢ DARZALEX, npu nanyeHTH ¢ afekBaTeH KOHTPOJI Ha peakTuBupaHeTo Ha HBV, TpsaoBa
Jla ce 00ChIH C JIEKapH ¢ ONUT B JiedeHneTo Ha HBV.

Tenecno Termo (>120 ke)

[Ipu manuenTH ¢ TeaecHo Teriio >120 kg chiecTByBa Bb3MOKHOCT 32 HaMajieHa e(pUKACHOCT IpU
npunarane Ha DARZALEX MHXeKIIMOHEH pa3TBOP 3a MOJKOKHO NpuIokeHHe (BK. Touku 4.2 u 5.2).

ITomontHm BemecTBa

To3u nexapcTBeH NpOAYKT Chibpxka copouton (E420). [Naruentu ¢ HacneacTBeHU npoOIeMu Ha
HenoHocuMocT KbM (pykrosa (HFI) He TpsiOBa aa nmpreMar To3H JeKapCTBEH IPOIYKT.

To3u nekapcTBEH MPOAYKT ChABPXKA U MO-Maiko oT 1 mmol (23 mg) HaTpuii Ha 1034, T.€. MOXeE Ja ce
Kax<e, 4e MPaKTUUECKU HE ChIbpiKa HATPHUH.

4.5 BsamMmopeiicTBHe ¢ IPYIH JEeKAPCTBEHM NPOAYKTH M APYTrH (JOPMH Ha B3auMoelicTBHe
He ca npoBexxaanu npoy4yBaHusl 32 B3aUMOJIEHCTBUSATA.

Karo IgG1k MOHOKIIOHAIHO aHTHUTSIIO, MAJIKO BEPOATHO € ObOpeUYHaTa eKCKpenus 1 MeTadonn3Ma Ha
WHTaKTEH JapaTyMmyMad, MeJUHpaH OT YePHOIPOOHUTE SH3UMHU, JIa PEJICTABIISBAT OCHOBHH ITHTHINA
Ha eMMUHHEpaHe. Kato TakuBa, Bapuauute B JeKapCTBO-METa0OIM3NPAIINTE SH3UMHU, HE CE 0YaKBa
Jia TIOBIUSIIT EIMMUHUPAaHETO Ha AapatymyMad. [lopanu Bucokust aQuHUTET KbM YHUKAJICH €IUTOI
Bbpxy CD38, naparymyma0 He ce o4akBa Jja IPOMEHH JIEKapCTBO-META00IN3UPAIIIUTE EH3UMHU.

Knuununute hapMaKOKUHETHYHH OLICHKH C JIEKapCTBEHH (OPMH Ha 1apatyMymad 3a HHTPaBEHO3HO
WJIH TIOJIKOXKHO TIPHUIIOKEHHE U JICHATHIOMUI, TOMAIHAOMUI, TATUAOMUL, OopTe30Mub, MendaaH,
npeHn30H, Kapduiazomud, nuknodochaMua U qekcaMeTazoH He MOKa3BaT KIIMHUYHO 3HAYUMO
B3aMMO/ICICTBHE OT THIA ,,ICKAPCTBO-TIEKAPCTBO * MEXTY 1apaTyMyMad U Te3u HUCKOMOJICKYJTHH
JIEKApCTBEHHU MPOIYKTH.

BinsHue npu vHAMPEKTEH aHTUIIOOYIMHOB TecT (Maaupekrer Tect Ha Coombs)

Haparymyma6 ce cebp3Ba ¢ CD38 na RBCs u untepdepupa ¢ TecToBe 3a CbBMECTUMOCT,
BIJTFOUHTEITHO CKPUHHHT 33 aHTHUTENA B KPhCTOCaHa Mpoba 3a ChBMECTHMOCT (BK. Touka 4.4).
MertomuTe 3a HAMaISIBAHE Ha BIIMSHUETO HA JIapaTyMyMal BKIIFOUBAT TPETHUPAHE HA SPUTPOIUTHUTE C
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pearent qutuorpentolt (DTT), 3a na ce paskbca Bpb3KaTa C 1apaTyMyMa0, Wi APYTH JTOKAITHO
BaJMIMpaHu METOA. T'hil KaTo OIpeCISIHETO HAa KpbBHA Ipyma mo cuctemara Kell ¢biro e
YyBCTBHUTEIHO KbM Tpetupane ¢ DTT, cien u3kitouBane Wiv HACHTUQHULIUPAHE HA all0aHTHTENa,
korato ce uznon3sat RBCs, tpetupanu ¢ DTT, Tpa6Ba ga 6baart nocrasenu Kell-orpunarennn
eIMHUIIM. 3a pa3iuKa OT TOBA, BUHATH MOXE JIa ce UMa TpeiBH] ((eHOTUTTH3UpaHE I
reHOTHNH3upaHe (BXK. Touka 4.4).

Bummstane opu enexrpodopesa Ha CEPYMHUTE IIPOTEUHU Y UMYHOGUKCAIIUA

Hapatymymab Moke 1a ce OTKpHe Ipu enekTpodopesa Ha cepymuute nporentu (SPE) u npu
umyHopukcanus (IFE), nu3nonssanu 3a MoHUTOpHpaHe Ha MOHOKJIOHAJTHUTE UMYyHOTIOOymuHN (M
npoterH). ToBa MoXe J1a 1oBejae A0 GanmuBo moaoxutesny pesyiarata ot SPE u IFE npu nanuentu
¢ IgG xana MuenoMeH NpoTerH, MOBJIUSIBAILY HaYaJlHaTa OLICHKA Ha IIBJIHHUS OTTOBOP CIIOpEN
KpuTepuute Ha MexxayHapogHara paboTtHa rpyna o mueiom (International Myeloma Working
Group, IMWG). Ilpu nanueHTHTE ¢ IEPCUCTHPAI MHOTO JOOBp YaCTHYEH OTrOBOP, MPH KOUTO MMa
ChMHEHHE 3a BIUSHUE Ha JapaTyMyMa0, TpsOBa Ja ce 0OMHUCIH H3MOI3BaHeTo Ha BaymmaupaH IFE
aHanu3, cenu@uYeH 3a JapaTyMyMao, 3a Jia ce pasrpaHu4H JapaTyMyMal OT OCTaHAJIWTE €HAOTEHHU
M npoTenHHU B cepyMa Ha MalMeHTa 32 YJIECHSBaHE Ha ONPEIENITHETO Ha MTBJIEH OTTOBOP.

4.6 DepruauTeT, OPEMEHHOCT U KbPMeHe

XKenu ¢ JACTCPOJACH HOTeHIH/IaH/KOHTDaHeHIII/IH

JKenu ¢ neTeponieH noTeHnMan TpsAOBa qa M3MOI3BaT €PEKTUBHA KOHTPALICIIVS IT0 BpeMe Ha U JI0
3 Mmeceria cies ciupane Ha yiedennero ¢ DARZALEX.

bpemennoct

Januu ot ynorpebara Ha qaparymymab rmpu OpeMeHHH KCHH JIUTICBAT WM ¢a OTPAaHUICHH.
[IpoyuBanusiTa pu >KMBOTHHU ca HEJOCTATHYHH 10 OTHOLLICHHE HA PEMPOLYKTHBHATA TOKCHYHOCT (BXK.
touka 5.3). DARZALEX He ce npenopbuBa 110 BpeMe Ha OpeMEHHOCT U MPH JKEHH C IeTepOJCH
HOTEHLIMAJ, KOUTO HE U3I0I3BaT KOHTPALICIILIHS.

Kopmene
He e uzBecTHO manm maparymymab ce eKCKpeTrpa B KbpMara.
He mMoxke nma ce M3KiI0UM PUCK 32 HOBOPOJICHUTE/KbpMadeTaTa. TpsOBa /1a ce B3eMe pellieHue Tajiu Ja

Ce MPEyCTaHOBH KbPMEHETO HMJIH JIa CE IIPEYCTAaHOBU/HE ce mpuiioxku Tepanusta ¢ DARZALEX, karo
ce B3eMaT NpeABU/ MoJ3aTa OT KbPMEHETO 32 ACTETO U MOJ3aTa OT TepanusTa 3a )keHaTa.

DepTunurer

Hsama Hannyam naHHM, 3a 13 Ce ONPEEeNAT MOTCHIMATHUTE e(DeKTH Ha apaTyMyMald BEpPXY
(dhepTHIIUTETA IPU MBKE WK JKEeHU (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe u padoTa ¢ MAIINHA
DARZALEX He noBiusiBa WK MOBIUSIBA MPEHEOPESIKUMO CITOCOOHOCTTA 32 1opupaHe u padora ¢

MamuHy. MiMa obaue choOmeHns 3a yMmopa py HalueHTH, IpUueMally 1apaTymymad, 1 ToBa TpsioBa
Jia ce UMa NMpenBuA Npu mwodupane 1 padora ¢ MalIMHU.
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4.8 Hexenanu JjeKapcTBeHH peakuu

Pesrome Ha mpoduia Ha Oe30macHOCT

Haii-yectute HexxelnaHu peakiny Ha JapaTyMyma0 (32 HHTPaBEHO3HO WIIH 32 TTOJIKOXKHO MTPUII0KEHUE)
oT BcsKa creneH (> 20% OoT manueHTUTe), KoraTo ce Mpuiiara Kato MOHOTEpanus WK KaTo
KOMOHMHHUpaHO JiedeHue, ca IRR, ymopa, ragene, quapus, 3amnek, MUpeKcHs, Kaluinia, HeyTPOIICHUS,
TPOMOOIIUTOIICHHS, aHEMUSI, IepudepeH eaeM, nepudepHa HeBponaThs, HHGEKIUs Ha TOPHUTE
MUXaTEIHA ITBTHUIIA, MyCKyJIHO-cKeeTHa 0oika 1 COVID-19. Cepro3HnuTe HEXETaH! PEaKINH ca
MTHEBMOHUSI, OPOHXUT, MHPEKIINS Ha TOPHUTE JUXATEIHU ITTHUIIIA, CETICHC, 0eJI0p00EH OTOK, TPHIL,
MUPEKCHsI, JeXUApaTaIHs, JUAPHS, TPEICHPIHO MBKICHE U CHHKOIIL.

[IpodpunbT Ha Ge3onacHocT Ha DARZALEX 3a moaKoXHO MPUIIOKEHUE € TTOZ00EH Ha TO3H 3a
MHTPABEHO3HO MPHUIIOKEHHE C U3KITIOYEHHE Ha Mo-HUCKaTa yectora Ha IRRs. B npoyusane MMY3012
(haza III HeyTponeHMsI € eAMHCTBEHATA HEXellaHa peakius, ChoOIIeHa ¢ > 5% M0-BUCOKA YeCTOTa IPH
DARZALEX 3a moaKOXHO IPUIOKEHHUE B CPABHCHUE C MHTPABEHO3HUS JapaTyMyMa0 (CTerneH 3

w 4: crotBeTHO 13% crip. 8%).

TabauyeH CIUCHK Ha HEKEITAHNUTE pCaKnnu

B Ta6numa 9 ca 060011eHN HeXETaHUTE PEaKIuK, Bhb3HUKHAIH MPH MalUEHTH, TIOTy4YaBaIH
DARZALEX — gapatymyma0 3a MOJK0KHO TIPIIOKCHUE WM MHTPABEHO3HO TIPIIIOKCHHE.

HannuTe otpassiBat excriozunmara Ha DARZALEX 3a noakoxxHo npuitoxkenue (1 800 mg) npu

1 187 manmentu ¢ mynaturuieH muesioM (MM). JlanauTe BKIFouBat 260 TAIMEHTH OT aKTHBHO
KOHTPOJIMPAHO KIMHUYHO H3UTBaHe (npoyuBane MMY3012) dasza III, monyuyaBanu DARZALEX
HMHXEKIMOHEH Pa3TBOP 34 MOAKOKHO MPUIOKEHHE KaTo MOHOTepanus, 149 nmaluueHTy oT akTUBHO
KOHTPOJIMPAaHO KIMHUYHO npoyuBane ¢asza [II (MMY3013), nomywyaBamn DARZALEX noakoxHO B
KOMOMHAIIMS C MoMaIAOMuU U Aekcamera3oH (D-Pd), 351 narueHTH OT akTHBHO KOHTPOJUPAHO
KIMHAYHO npoyyBane ¢asza [l (MMY3014), nonyuaBanu DARZALEX nonkoxHo B KOMOMHALUS C
0opTe3oMu0, neHamuaoMua u nekcamerazoH (D-VRA), u 197 nmanueHT ¢ HOBOAMArHOCTHIMPAH
MYJITHILICH MUEJIOM, TIPH KOUTO HE € IUIaHUpaHa TPAaHCIUIAHTAINUS KaTo IbPBOHAYAIHA TePausl WK
KOUTO HE ca MOJIXOSIIHN 33 TPAHCIUIAHTAIHS, OT aKTUBHO KOHTPOJIHMPAHO KIMHUYHO IPOyYBaHE

¢aza III (MMY3019), nonyuaBaimu DARZALEX noakoxHO B KOMOUHAIus ¢ 60pTe30Muo,
neHaauaoMuI U nekcamerason (D-VRd), JlanauTte oTpassBat v TpU OTKPUTH KIMHAYHH NPOYYBaHUS,
npu KouTo nanuentute nonydyasaT DARZALEX nHXeKIHOHEH pa3TBOP 32 MOAKOXKHO MPUIIOKEHHUE
i kato MoHoTteparus (N=31, MMY 1004 u MMY 1008), umu MMY 2040, B K0oeTO manueHTUTe
nonmydaBaT DARZALEX vH)XeKIIMOHEH pa3TBOP 32 IMOJAKOXKHO MPHUIIOKEHHE B KOMOMHAITUS C
oopTe3omu0d, Mendanan u npeauusoH (D-VMP, n= 67), nenanuaomus u aekcamerazol (D-Rd, n= 65)
wim 6opTe3oMu0, neHamuaomMua u aekcamerazoH (D-VRd, n= 67). JlanauTte oTpa3sBaT eKCIO3UIUATA
Ha 193 manuenTy ¢ Tieen| MyJITHIDICH MUEJIOM C BUCOK PHCK OT Pa3BUTHE HAa MYITHIIEH MAEIOM OT
pangomMusupano npoyusane ¢asa 11 (SMM3001), B KoeTo MAIMEHTUTE ¢a MOJydaBaId MOHOTEPAITUS
¢ DARZALEX 3a noakoxHo mpmioxeHne. OCBeH TOBa, JaHHUTE OTPa3sBaT EKCIO3UIIHMITa HA

193 nanuenTH ¢ HOBoAMAarHocTuMpana AL aMuion03a OT aKTUBHO KOHTPOJIUPAHO KIIMHUYHO
npoyuBane ¢asa Il (AMY3001), B koeto nanuenTure ca nonydasaiu DARZALEX moakoxHo B
KoMOMHanus ¢ bopTe3omuO, nukiaodochamua u aekcamerazon (D-VCd).

JlanHnTe 3a 0€30MaCHOCT OTPa3sBaT CHIIO EKCIO3UIMATA HA JapaTyMyMal 3a HHTPaBEHO3HO
npunoxxenue (16 mg/kg) npu 2 324 manueHTy ¢ MyJITUIUIEH MUeJIoM, BKIrounTenHo 1 910 manuenTy,
KOHTO Ca NOJIyYHJIH AapaTyMyMal 3a HHTPAaBEHO3HO NMPUIIOKEHNE B KOMOWHAILIUS C OCHOBHHU CXEMH Ha
nedenue u 414 manueHTH, KOUTO ca MONyYrIH JapaTyMmyMmad 3a HHTPaBEHO3HO MPUIIOKEHHUE KaTo
MoHoTepamus. [TocTMapKeTHHTOBUTE HEXKEJIaHU PEAKIUHU CHIIO Ca BKIIOYCHH.

UecrtoTute ce onpenenar kato MHoro dectd (> 1/10), gwectu (> 1/100 no < 1/10), mewectn (> 1/1 000
1o < 1/100), peaxu (> 1/10 000 mo < 1/1 000 ) m MmuOTO peaxu (< 1/10 000).
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Tabimna 9:  HeskesiaHu peaknyy NP NaleHTH ¢ MYJITHILIEH MHEJI0M, BKJIIOYHMTETHO
TJleell MYJITHILUIEH MHeJIOM ¢ BUCOK PHCK OT pa3BUTHE HA MYJITHILICH MUEJIOM,
u AL amuiionno3a, iekyBaHu ¢ JapaTyMyMa0 3a HHTPABEHO3HO MJIH MOJKOXKHO

NPHJI0KeHNe

CucreMo-opraHeH Hexesann peakuust Yecrora Yecrtora (%)
KJIac Besika cTeneH 3-
cTened 4
Nudexunn n Wndexnus Ha ropHUTE MHoro yectu | 46 3
uHdecTauuu JIMXaTeJHU MbTUIA®
COVID-19** 23 6
[THeBMOHMS" 19 11
Bpouxut® 14
Wndexnust Ha MHKOYHUTE Yectn 7 1
IbTUIIA
Cencuc? 4 4
[utomeranosupycHa Hewectn <1 <1*
UHpEeKIHs®
PeaktuBrpane Ha Bupyca Ha <1 <1
xenarut B?
Hapymenns Ha Heytponenus® MHoro yectn | 42 36
KpPbBTa ¥ auMpuara | TpoMOOIHMTONCHUS® 30 18
cucrema Anemus® 26 11
Jlumbonenus® 12 10
JleBkonenus® 11 6
Hapymenns Ha XunoraMaraoOyiauHemMus” Yectn 3 <1*
HMYHHATa CHCTEMA AHauIaKTHYHa peaKus’ Penxu - -
Hapymenus Ha XHTTOKATNEMHUST" Mmuoro yectn | 10 3
MeTadoan3mMa u Hamanen anetur 10 <1
XpPaHEHETO XunepriamkeMus Yectn 6 3
XHIoKaJIIueMus 6 1
Jlexuaparanus 2 1#
IHcnxuunn bescpHue Msoro uectu | 17 1*
HapyLIeHHSs
Hapymenns na [lepudepna HeBponarus Msmoro yectn | 31 4
HEPBHATAa CHCTEMA I'maBoOosme 11 <1*
3amaiiBane Yectu 9 <1*
[TapecTesust 9 <1
Cunkon 3 2"
Cobpaeynn [IpeacepaHo MbxKIACHE UecTtu 4 1
HapyLICHHS
CbaoBu HapymieHus1 | XunepToHus Uectn 9 4
PecnimpaTopumu, Kanura® Mmuoro yectn | 22 <1*
IPbIHU U Hucnues® 18 2
MeANACTHHATHH benoapoben oTok* Yectn 1 <1
HapyLIeHHSs
CromamHo-ypeBHu | [{napus Msmuoro vectn | 33
HApPYILIEHUA 3anex 28 1
[anene 22 1*
Kopemna 6omka® 14 1
IToBpbIane 13 1#
[Tankpearut® Yectn 1 <1
Hapymenns na Ob6pus MHoro yectu | 12 1*
KOKATa U Copbex Yectn 6 <1*
NMOJKO0KHATA ThKAH
MyckynHo-ckeneTHa Oonka™ 35 3
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Hapymenns Ha Aptpanrus MsHoro yectn | 14 1
MYCKYJIHO- MYyCKyJIHH CIa3sMu 12 <1*
CKeJIeTHATA CHCTeMa
U CheIMHUTeTHATA
ThKaH
OO0mu HapymeHusi 1 | Ymopa Msuoro gectn | 23 3
edexru Ha msacroro | [lepudepen oTox” 23 1
Ha NPHUJIOKEeHUe [upexcus 22 1
Actenus 19 2
Peakiuu Ha MACTOTO Ha 10 0
HWHXEKTHUpaHe ™"
CryneHu TpbIKU Yectn 8 <1*
HapaunsiBanus, Peaxiuu, cBbp3anu ¢
OTpaBSIHUS U nHpy3mATa®
yCJI05KHEeHUs, Hapatymyma0 3a Msoro uectu | 39 5
BB3HHKHAJIN B WHTPaBEHO3HO NPUJIOKEHHE®
pe3yJaTar Ha Hapatymyma0 3a HOAKOKHO Yectn 9 1
HHTePBEeHINHU prIoKeHue"

#  Bes creren 4.

a

6

INoka3Ba rpynupaHe Ha TEPMHUHU.
B®3 ocHOBa Ha MOCTMapKETUHIOBH HEXENAHH PEAKIIUH.

Peakuuure, cBbp3anu ¢ nHQY3UATa, BKIIOYBAT TEPMUHH, ONPEACIICHH OT U3C/IEIOBATEINTE KaTO CBbP3aHH C
MHQY3UA/MHKEKIMA Ha AapaTyMymal.

Peakiny Ha MACTOTO Ha MHXKEKTHPAHE BKIIIOUBAT TEPMUHU, ONIPEAEIICHU OT U3CIEA0BATEINTE KaTO CBBP3AaHH C
WHXXEKIUs Ha AapaTyMymad.

YecroTa Bb3 OCHOBA CaMO Ha IIPOYUIBAaHHS Ha JapaTyMyMal 3a moakoxHO nprioxenne (N=1573).

YecroTa Bb3 OCHOBA CaMO Ha IIPOYYBAHHS Ha JapaTyMyMal 3a HHTpaBeHO3HO npuiokenue (N=2324).

YecroTara ce OCHOBaBa Ha MOATPYMa OT MAIL[UEHTH, KOUTO Ca MOIyYHIN Hal-MaJKo eHa 103a OT NPOY4BaHOTO
neuenue Ha win cien 01 ¢pepyapu 2020 r. (Hauanoro Ha nanaemuara COVID-19) ot npoyuBanns MMY3003,
MMY3006, MMY3008 1 MMY3013, kakTo 1 BCHUYKH HaI[EHTH, JICKYBAaHHU C apaTyMyMa0, OT IIpOyIBaHHUS
MMY3014, MMY3019 1 SMM3001 (N=1177).

MyckynHO-ckeneTHa 60sika BKII0UBa 00JKa B I'bp0Oa, 60JIKka B XbJI00Ka, HHI'BHHAIHA 00JIKa, MYCKYJIHO-CKEIEeTHA
0o0JIKa B TPBAHMS KOII, MyCKYJIHO-CKeJIeTHa 00JIKa, MyCKYJTHO-CKeJIeTHA CKOBAaHOCT, MUAIITHs, OOJIKa BbB BpaTa, O0iKa
B TPBAHUS KOII OT U3BBHCHP/IEUEH IIPOU3XO U O0JIKa B KpalHHUK.

3abenexka: Bp3 ocroBa Ha 3 897 manuenTy ¢ My ITHIDIEH MuenoM 1 AL amunonosa, 1ekyBaHH ¢ apaTyMyMao 3a
HMHTPaBEHO3HO NPIIOKEHNE WIN JapaTyMyMal 3a ITOJKOXKHO TIPHIOKEHUE.

Onrcanve Ha 30paHN HEXKETAHU PEaKITHH

Peaxyuu, cevpsanu ¢ ungysuama (IRRs)

B xuHWYHATE TpoydIBaHUs (MOHOTEpanws u KomOnHupanu jedeHus; N= 1 573) c DARZALEX 3a
MOJIKOXKHO TpriiokeHne yectorata Ha IRRs ot Besika crernen e 7,5% npu mbpBaTa HHXKEKIUS Ha
DARZALEX (1 800 mg, cenmuna 1), 0,5% npu nmxeknusta Ha ceamuiia 2 u 1,3% npu
nocienBamute HHKEeKIuU. IRRs crenenn 3 u 4 ca HabmomaBanu croTBeTHO T1pH 0,8% 1 0,1% ot
MAIUCHTHUTE.

IIpusnanure u cumnromure Ha IRRs Moxe 1a BKIrOYBAT pecnupaTopHU CUMIITOMH, KaTo HaIp.
Ha3aJHa KOHTECTHS, KalllUIHIIA, Ipa3HeHe Ha ThPIIOTO, aJlepriuieH PUHUT, CBUPKAIIM XPHUIIOBE, KAaKTO U
NHUpeKcHsi, 00JIKa B ThpAHUTE, ChPOEXK, CTYACHU TPBIIKHU, IOBPBILAHE, TaJACHE, 3aMBIJICHO 3PCHUE U
xunotoHus. HabmogaBanu ca TeKKU peakiy, BKIIOYUTEIHO OPOHXOCHAa3bM, XUIIOKCHS, AUCITHES,
XUTNEPTOHHUS, TAXUKAPANSI U OYHU HEXKETIaHHU PeakIiy (BKIIOYUTEITHO XOPOUAAJIEH U3IIUB, OCTPa
MUOIIHA U OCTpPa IMIayKOMa ChC 3aTBOPEH BI'bJI) (BXK. TOUKa 4.4).

Peaxyuu na macmomo na unoscexmupane (PMHU)

B xnunanynante npoyusanus (N=1 573) c DARZALEX 3a noAxo)KHO MPHIOKEHHE YecToTaTa Ha
peaxiuu Ha MSCTOTO Ha MH)KEKTUpaHe oT Besaka creneH € 10,2%. He ca nabmrogaBanu PMU cremnen 3
win 4. Haii-uectata (> 1%) PMU e eputem u oOpus.
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Hnghexyuu

[Ipu nauyeHTHUTE ¢ MYJITUIUIEH MUEJIOM, IIOJIyYaBallld MOHOTEpanus ¢ JapaTyMyma0, ooiiara
yecToTaTa Ha HHPEKINH e mono0Ha Mexay rpynure Ha DARZALEX 3a moaK0XHO MPUIOKEHUE
(52,9%) n napatymyma6 3a uHTpaBeHO3HO npuiokenue (50,0%). Uadekuun ot crened 3 unu 4 cbiio
BB3HHUKBAT ¢ Mo100Ha yectora mpu DARZALEX 3a noakoxuo npunoxenue (11,7%) u napatymymat
3a uHTpaBeHo3HO npunoxenue (14,3%). [ToBeyero nHEKIMK ce TIO1aBaT HA JICUSHHUE U PSIKO BOZST
JI0 IpeyCTaHOBsIBaHE Ha JedyeHneTo. [IHeBMOHMS € Hali-uecTo cho0IaBaHaTa HHPEKIHUs CTereH 3

WK 4 B IpOyYBaHKATa. B aKTHBHO KOHTPOJIMPAHKUTE MIPOYYBAHUS MIPEYyCTAHOBSBAHE HA JICUSHUETO
nopaiu HHGEKIUH HacThIBa ipu 1-4% oT manuenture. MHpekunTe ¢ jJetaieH u3XoJ] ce IbKaT
NpearMHO Ha THEBMOHMS U CETICHC.

[Ipu nanpeHTHUTE ¢ MYJITUIUIEH MUEJIOM, TIOTy4YaBallld HHTPAaBEHO3HA KOMOMHUPAHA TEPaTIHs C
JapaTymyMa0, ce cboOIIaBaT KakTo Clie/iBa:

Wnudexknuu crenen 3 wim 4:

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

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

Wudexnuu crenex 5 (JretanHu):

[IpoyuBanus Ha peunanBupamy/pedpaxrepan nauventu: DVd: 1%, Vd: 2%; DRd: 2%, Rd: 1%;
DPd: 2%

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

[Ipu nauyeHTH C MyJITHIJICH MHUEJIOM, IToNTy4YaBaniy komOuHupana Tepamnusi c DARZALEX 3a
MOJIKOKHO TIPUIIOKEHHE, CE ChOOIIABAT CICAHUTE PEAKIIUU:

Undexnuu crenen 3 niu 4: DPd: 28%, Pd: 23%; D-VRd (noaxonsimu 3a Tpancmianranus): 35%,
VRd (moaxomsimum 3a TparciutanTamus): 27%; D-VRd (senogxomasiu 3a tpancmantanus): 40%, VRd
(HenoaxoAiy 3a TpancmianTaius): 32%

WNndexuun crenien 5 (meranan): DPd: 5%, Pd: 3%; D-VRd (mogxomsimu 3a TpancmanTanus): 2%,
VRd (mogxomsmm 3a TparciutanTaius): 3%; D-VRd (remoaxomsmum 3a TpanciutanTaus): 8%, VRd
(HemoaxomsIIM 3a TpaHCIUTaHTanus): 6%

Jlerenna: D=naparymyma6; Vd=6opte3omud-nexcamerazon; Rd=nenamuromun-nexcamerason; Pd=nomamumomun-

nexcameTazoH; VMP=6opre3omuo-mendanan-npennns3on; VTd= 6oprezomud-ramuaomun-gexcamerasos; VRd=
00pTE30MHUO-ITeATHIOMII-ICKCAMETa30H.

[Ipu nanyeHTH ¢ Tieel] MyJITUIUIEH MUEJIOM C BUCOK PUCK OT pa3BUTHE HA MYJITUIUIEH MUEIIOM,
noxyvaBany MmoHotepanus ¢ DARZALEX 3a noako>KHO NpHIIOKEHHE, ce ChOOIIaBaT CICTHUTE
Cllydau:

Nudexmun crenen 3 nimn 4: DARZALEX 3a moakosxHo mpuitoxkenue: 16%

Undexuuu crenen 5: DARZALEX 3a noakoxHo npuinoxenue: 1%

[Tpu nanmentu ¢ AL amuiono3a, nomydasaiiy komOouaupana tepanvsi ¢ DARZALEX 3a noakoxHO
MIPUJIOKEHHE, Ce ChOOIIaBaT KakToO CIIEBA!

Crenen 3 wim 4 nadexuuu: D-VCd: 17%, VCd: 10%

Crenien 5 undexuu: D-VCd: 1%, VCd: 1%

Jlerenna: D=naparymyma0; VCd= 6oprezoMud- muxinodochaMui-ieKcaMmerasox

Xemonuza

CrlmecTByBa TEOPETUUICH PUCK OT XeMOJH3a. 1031 CHTHAI 110 OTHOIICHHUE Ha Oe30IacHOCTTa IIe OBe
O] HETIPEKhCHATO HAOIIO/ICHUE TPU ChOMpaHe HA JaHHU 33 0€30MIaCHOCT OT KIIMHUYHH MTPOYYBaHUS
Y TIOCTMapKETHHTOBY JIaHHHU.

Cvpoeunu napyuwienus u kapouomuonamusi, cevpsana ¢ AL amunouoozama

IToBeuero manuentu B AMY3001 umat kapauomuonarus, cBbp3ana ¢ AL amunongo3ara, Ha U3X0IHO
anBo (D-VCd 72% crpsmo VCd 71%). Cepreunn HapyiieHns cTeneH 3 win 4 Bp3HuKBat npu 11%
ot nanuentute Ha D-VCd B cpaBHenue ¢ 10% ot narmenTtute Ha VCd, 10KaTo cepro3HH ChpAeYHN
HapyleHus Bb3HUKBAT IpH 16% crnpsimo 13% ot naunentute crotBeTHO HA D-VCd 1 VCd.
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Cepuo3HHUTE ChPICUYHYU HAPYILIEHHUS, Bb3HUKBALIY IIpU >2% OT NMAlMEHTUTE, BKJIIOYBAT ChpAEYHA
HenocraThyHocT (D-VCd 6,2% cnp. VCd 4,3%), cepaeuen apect (D-VCd 3,6% cnpsmo VCd 1,6%) u
npeacspaHo mexaeHe (D-VCd 2,1% copamo VCd 1,1%). Benuku nanmentu Ha D-VCd, nomyuwnnn
CEpUO3HHU WJIH JIETATHU ChPJCYHH HApYLICHHs, IMaT KapAXNOMHUOMATHsI, CBbp3aHa ¢ AL
aMMJION03aTa, Ha U3XOAHO HUBO. Ilo-rojsmara MeauaHa Ha NPOJbKUTEIHOCT Ha JICUCHUETO B
pamoro ¢ D-VCd B cpaBuenue ¢ pamoro ¢ VCd (choTBeTHO 9,6 Mecera cripsimo 5,3 Meceria) TpsiOBa Ja
ce ¥Ma MpeaBU/I IPU CPaBHEHUE HA YECTOTaTa Ha ChPJACYHH HAapYyIICHUS MEKAY JIBETE IPYyNHU Ha
nedeHne. YecToTUTe, KOPUTHPAHU CIIPSMO €KCIIO3uIuATa (Opoil manueHT ChC ChOnTHE Ha

100 manmeHTO-Mecena B pUCK), OT BCHUKHUTE ChbpA€YHH HapylneHnus crernex 3 win 4 (1,2 cipsamo 2,3),
cbpaeuna HegoctarbuHocT (0,5 cipsamo 0,6), cepaeden apect (0,1 cnpsimo 0,0) u mpeacepaHoO
mbxaeHe (0,2 ciupsmo 0,1) ca cpaBErME ChOTBETHO B pamoto ¢ D-VCd crpsimo pamoto ¢ VCd arm.

[Ipu menuana Ha npocneasiane ot 11,4 Mecena Bcuukute cMbpTHHU citydan (D-VCd 14% crpsimo
VCd 15%) B mpoyuBane AMY3001 ce npmkaT npeIuMHO Ha KapAHMOMHOINATH, CBbp3aHa ¢ AL

aMuJionJ103aTa, B ABCTC paMCHaA Ha JICUCHUC.

JIpyru crienMajaHy IONyJIalii

B npoyusanero daza IIIl MMY3007, koeTo cpaBHsiBa jieucHreTo ¢ D-VMP ¢ neuenuero ¢ VMP npu
MAIMEHTH C HOBOJMATHOCTUIMPAH MYJITHIUICH MHUEIOM, KOMTO HE ca MOAXO/ISIIH 32 aBTON0KHA
TPAHCIUIAHTAIMS HA CTBOJIOBU KJIETKH, aHATM3BT Ha 6E30MacHOCTTa MPH MOJATrPyIarTa MalueHTH ¢
(yHKIIMOHAIEH CKOP To cKayiaTa Ha M3rouHara KooneparuBHa oHkoiornyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), croTBeTCTBa Ha 00IIaTa
nomynanus (BX. Touka 5.1).

THayuenmu 6 cmapuecka 6vb3pacm

Ot 4 553 nanueHTH, KOUTO NOJTy4aBaT fapatymymMad (n= 1 615 noakoxHo npunoxenue; n=2 938
MHTPaBEHO3HO NMPUJIOKEHNE) B IPENOpPbUYUTENHATA 1033, 38% ca Ha BB3pacT OT 65 10 nox 75 roauHwy,
a 15% ca Ha BB3pact 75 wim noseve roauHu. He ca HaOmoaBany o0IIH pa3iuKy B €()eKTUBHOCTTA
Bb3 OCHOBA Ha BB3pacTTa. YecToTaTa Ha CEpHO3HUTE HEKETIAHH PEAKIIMH € TI0-BUCOKA MIPH IT0-
BB3PACTHUTE, OTKOJIKOTO NPU MO-MJIaguTe NanueHTH. Cpell MalMeHTUTe ¢ peluAUBHpaI U
pedpakTepeH MyITHILICH MuesioM (n= 1 976), Hali-4eCTUTE CEPUO3HU HEXKEIaHU PEAKIIMHU, TIOSBSIBAIIN
Cce M0-YeCTO MPH MAIMeHTH B CTapuecka Bb3pacT (=65 ronunun) ca mHeBMOHUS U cericuc. Cpex
MalMEHTHTE C HOBOJWArHOCTHLIMPAH MYJITUIUIEH MUEIIOM, KOUTO HE €a MOAXOASIIH 3a aBTOJI0KHA
TpaHCIIJIAaHTalLMs Ha CTBOJIOBH KJIETKH (n=777), Hall-uecTaTa cCepuo3Ha HEXXeJlaHa PeaKIlus, KOsATo ce
cpellia Mmo-4ecTo Npy NaIMeHTH B cTapuecka Bb3pacT (=75 ronunu), e mHeBMoHus. [Ipu nmanmenTure c
HOBOJMArHOCTULMPAH MYJITHIIJIEH MHAEJIOM, KOUTO OTTOBAapAT Ha YCJIOBUSATA 3a aBTOJIOKHA
TpaHCIIAaHTALMs HA CTBOJIOBU KieTKU (n= 351), Hali-uecTaTa cepruo3Ha HexelaHa peakuus,
BB3HUKBAIIA TI0-4ECTO MIPU XOpaTa B CTapuecka Bb3pacT (=65 ronunu), e nHeBMoHus. [Ipu
MalUEHTHTE C HOBOJAWArHOCTHLIMPAH MYJITUIUIEH MHEIIOM, IIPY KOUTO HE € IUIaHUpaHa
TpaHCIIJIaHTalUsA KaTO IbpPBOHAYAIHA TEPANUs MM KOUTO HE Ca MOAXO AN 33 aBTOJOKHA
TpaHCIIJIaHTaLMs Ha CTBOJIOBH KJIeTKH (n= 197), Haif-uecTaTa cepruo3Ha HeKeTIaHa peaxius,
BB3HUKBAIIA TI0-4ECTO MIPU XOpaTa B CTapuecka Bb3pact (=65 ronunu), e naHeBMoHus. [Ipu
HAalMEHTUTE C TJIECI MYJITHUIIJICH MHEJIOM C BUCOK PHCK OT pPa3BUTHE Ha MyJATHIUIEH MueioM (n= 193)
Hall-uecTaTa cepruo3Ha HeXellaHa peaklus, KOATO Bb3HUKBA I10-4ECTO IIPU XOpaTa B cTapyecka
BB3pacT (> 65 roauHu), € MHeBMOHUA. [Ipu nanuenTuTe ¢ Hopoauarnoctuupana AL amunonmosa
(n=193) Haii-uecTara cepro3Ha HeXellaHa peakivsl, Bb3HUKBAIIA MTO-9ECTO ITPU X0paTa B cTapyuecka
BB3pacT (>65 roanHn), € THEBMOHUS.

CrpoO1iaBase Ha HOAO3UPAHU HEXKEJIAHN PEAKIINHT

CpoOm1aBaHeTo Ha TOI03UPAHH HEXKEJIAaHN PEaKIUH CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
HPOIYKT € BayKHO. ToBa MO3BOJIsIBA 1a IPOABIDKN HAOIIOICHUETO Ha CHOTHOLIEHHETO TT0JI13a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICHUATIICTH C€ U3UCKBA J]a ChOOIIaBaT BCIKa
NOJ03MpaHa HeXeJlaHa PeaKiysl Ype3 HallMOHAIHA CHCTEMa 3a ChOOIaBaHe B

W3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,JlamsH I'pyes® Ne 8
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4.9 Ilpeno3upane

CumMnromMu u IpHU3Hau

JlumicBa OMMT 1O OTHOIICHUE HA MPEAO3UPAHE B KIIMHUIHH TPOYIBAHHUS.
Jleuenue

He e u3Becten cienuduyuen aHTUAOT NPH NpeAo3upaHe ¢ Aapatymymad. B ciyuaii Ha mpeno3upane,
NalMeHTHT TPsOBa 1a ce HaOMIo1aBa 3a MpU3HALM WIM CUMITOMH Ha HE)XEJIaHW pPeakiy U TpsiOBa 1a
C€ 3al04He BeJHara MoJXo/ 110 CUMITOMATUYHO JIEYEHUE.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 dapmakoguHAMWYHH CBONMCTBA

®dapmakoTepareBTHIHA TpyHa: AHTHHEOIUIACTUYHH CPEACTBA, MOHOKJIOHATHN aHTUTENA U KOHIOTaTH
antutsio-nekapctBo, ATC kon: LOIFCO1.

DARZALEX uHXeKIIMOHEH Pa3TBOP 32 IMOJKOKHO MIPUIIOKEHUE ChIIbpKa PeKOMOMHAHTHA YOBEIIIKA
xuanypornnaza (tHuPH20). rHuPH20 neficTBa j0KaHO U MPEeX0IHO, KAaTO pasrpakia XualypoHaHa
((HA), ecrecTBeH IIMKOAMHHOTIIMKAH, HAMHUpAIL CE B LIETIHsI OPraHU3bM) B €KCTpaLeslylapHaTa
MaTpHlla Ha MOJKOKHOTO MPOCTPAHCTBO Upe3 pas3liellBaHe Ha BPb3KaTa MEKAY ABaTa Buaa 3axapu (N-
AlETUITIIIOKO3aMHUH | TIIIOKYPOHOBA KucennHa), KouTo cberaBaT HA. rHuPH20 nma momyxuBoT B
koxara nox 30 muayTH. HUBaTa Ha XHanypoHaH B IOJKOXKHATA ThKaH c€ BPbLIaT KbM HOpMaTa B
pamkute Ha 24 1o 48 gaca mopaju Obp3ara OMOCHHTE3a HA XUATyPOHAaH.

MexaHu3bM Ha JIEHCTBUE

Haparymymab e IgG1k qoBenko MOHOKJIOHATHO aHTUTUI0 (MAD), KoeTo ce cBbp3Ba ¢ CD38
NpPOTEHHA, EKCIPECHPAH Ha MOBHPXHOCTTA HA KICTKUTE MPH PEIHIIA XEMATOJIOTHYHH 37I0KaYeCTBEHH
3a00JIIBaHNs, BKIFOYUTEITHO KIIOHATHUTE MJIa3MATHYHU KJICTKH [TPH MYJITUIUICH MuelioM 1 AL
aMUWJION103a, KaKTO U APYTH BUIIOBE KJIeTKH U Thkanu, CD38 mporenH nMa MHOKECTBO (DYHKITUH,
KaTo pPelenTop-MeMHPanHa aIXe3us, CHTHAIM3allUs U CH3MMHA aKTHBHOCT.

YcraHoBeHO e, ye JapaTyMmyMa0 HHXHOMpa MOIIHO in vivo pactexa Ha CD38-excnipecupariure
TYMOPHH KJIETKH. BB3 OCHOBa Ha in vifro mpoy4BaHHd, JapaTyMyMa0 MOXE Jla YIIpaKHsABa
MHOECTBEHH €(PEKTOPHU (PYHKIMH, BOJCIIH JJO MMYHHO-MEIMUpaHa TyMOpHA KIIeThYHa CMBPT. Te3u
NPOYYBaHUS MMOKA3BaT, 4e AapaTyMyMad MOKe J1a MHAYLHpa TyMOPEH pas3naj upe3 KOMIIEMEHT-
3aBHCHMa ITUTOTOKCHYHOCT, aHTUTSJI0-3aBUCUMA KJIETHUHO-MEINHpPaHa IUTOTOKCUYHOCT U aHTHUTSAJIO-
3aBHUCHMAa KJIeThuHa (Daronuro3a Mmpu 310KadecTBeH! 3a00saBanus ¢ ekcripecust Ha CD38. Enna
cybnonyianus Ha MueaouaHu cynpecopuu kietkn (CD38+MDSCs), perynaropuu T-kieTku
(CD38+Tregs) 1 B-knetku (CD38+Bcs) HaMansiBa oT JapaTryMyMaO-MeqUHUpaH KIeThueH JIU3HC.
M3BectHO € cwimo, ye T kimerkure (CD3+, CD4+ u CD8+) ekcipecupat CD38 B 3aBUCHMOCT OT eTamna
Ha pa3BUTHE U CTETIEHTa Ha akTuBHpaHe. [Ipu neuenne ¢ naparymyma0 ca HaOIr01aBaHU 3HAUYNTEITHH
yBenuueHust Ha abcomoTtHust Opoii T-knetku CD4+ u CD8+ u nponenTa Ha TUM(OLUTUTE B
nepudepHaTa KpbB U B KocTHUS MO3BK. OcBeH ToBa JIHK cexkBenupane Ha T-KIeThUeH PEIenTop
HOTBBPIK/IaBa, Y€ KIIOHATHOCTTA Ha T-KIETKHUTE ce yBeIudaBa IpH JICYCHHE C TapaTyMyMao,
MOKa3BalKi UMYHOMOIYJIMpAIH e(eKTH, KOUTO MOTaT Aa AONPUHECAT 3a KIMHUYEH OTTOBOP.

Japarymyma0 HHAyIMpa anomnTo3a ine vitro cien Fc-Meaquupano KpbcTocaHo CBbp3BaHe. B
JIOITBJIHEHUE, naparymyMad moayiupa CD38 eH3uMHAaTa aKTHBHOCT, KATO HHXUOWPA ITUKIa3HATA
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AKTUBHOCT Ha €H3WMa U CTUMYJIMPA XUPOJIa3HATa aKTHBHOCT. 3HAYUMOCTTA Ha TE3H in Vitro e()eKTH B
KIIMHUYHHU YCJIOBHSA, KAKTO U MOCTIEANIIMTE 32 pacTexa Ha TyMOpa, He ca 100pe M3sICHeHH.

(DaDMaKO JUHAMWYHNU Cd)CKTI/I

Knemxu ecmecmeenu youtiyu (NK) u T-xnemxu

3nae ce, ue NK kietkute excnpecupar Bucoku HuBa Ha CD38 u ca uyBcTBUTENHM Ha JapaTymyMaO-
MeIUHpaH KJIeThueH Ju3uc. [Ipu nedenue ¢ naparymymad ce HaOIr01aBa MOHWKEHHE Ha a0CONIOTHUS
Opoii u nponent Ha oomure NK kinetkn (CD16 + CD56 +) u aktusupanute (CD16 + CD56%™) NK
KJIETKH B TieprdepHaTa KpbB U KOCTHHSI MO3bK. Bbrpeku ToBa, m3xonuute HuBa Ha NK kineTkurte He
MOKa3BaT BPb3Ka C KIMHUYHUS OTTOBOP.

HUmyHorennoct

IIpu mo-manko ot 1% oT marueHTuTe ¢ MyJITUIUIEH MUEJIOM, BKITIOYUTETHO Tl MYJITHILICH
MHEJIOM C BUCOK PHCK OT pa3BUTHE Ha MYJTHIUICH MHueTIoM, 1 AL ammonosa, JeKyBaHH C
MOHOTEpaIusi 1 KOMOMHHPaHa TEPAIUs C NapaTyMyMal 3a MOJAKOXKHO NPUIOKCHHIE B KITMHHYHU
MIPOYyYBaHUs, CE€ Pa3BUBAT B X0/1a HA JIEUEHUETO aHTH-IapaTyMyMad aHTUTeNa, a § MAUeHTH ca Jaju
TIOJIO’KUTEIICH PE3YNTaT 3a HEyTPaIH3UpaI aHTHUTENA.

[Ipyn manmeHTH ¢ MyATUILIEH MUETIOM, BKJIFOUUTEIHO TIEEI] MYJITHILUIEH MUETIOM C BUCOK PHCK OT
pa3BUTHE Ha MYJITHIUIEH MUeTIoM, 1 AL ammonio3a yecToTaTa Ha TOSBABAIIM C€ B XOZa Ha
neuennero aHTu-THUPH20 anturena e 8,9% (133/1 491) npu nmauueHTy, NOTYYUIH WIK MOHOTEPATIHS
¢ DARZALEX 3a noako>kHo NpuiiokeHue win komonnaupana tepanus ¢ DARZALEX 3a noakoxHO
MIpUJIOKEHHE, a | MAIMeHT € J1ajl MOJIOKUTENIEH Pe3yiTaT 3a HeyTpaIu3upalll aHTuTena. AHTH-
rHuPH20 anTrTenaTa u3riexaa He MOBIMABAT €KCIIO3UIINATA HA AapaTymymad. KnmuHuIHOTO
3Ha4YeHUE Ha 00pa3yBaHETO Ha aHTU-TapaTyMyMal unu antu-THuPH20 anturena cnen nedenue ¢
DARZALEX 3a MoAKOXHO NPHIIOKEHNE € HEM3BECTHO.

Kimmanuen ormur ¢ DARZALEX MHXEKIIMOHEH PA3TBOD 34 MOAKOXKHO Opriioxkenue (popma 3a
MOJAKOKHO IPIJIOKEHHE)

Monomepanus — peyuousupan/pepaxmeper Myamuniern Mueiom

MMY3012, otkputo, pangoMmusupaso npoyusane dasa 1l 3a qoxazBaHe Ha HE O-MaiKa e()UKACHOCT
(non-inferiority), cpaBHsBa eukacHocTTa M Oe3omacHocTTa Ha jJeueHrue ¢ DARZALEX uHXeKIIMOHEH
pasTBop 3a moakokHO npuioxkenue (1 800 mg) cupsamo gaparymymad 3a HHTPaABEHO3HO MPHUIIOKEHNE
(16 mg/kg) npy mauMeHTy ¢ PeUUANBUPAI WIK pedpaKkTepeH MYJITHIICH MUEJIOM, ITOTYYHIIN Hall-
MaJIKO 3 MPeIXOAHU JTUHUU Ha Tepanus, BKIIOYUTEIHO poTeazoMeH HHxuouTop (PI) n
uMyHOMoTynuparno jekapctso (IMiD), wim kouto ca aBoitHOpedpakTepHn KbM Jedenue ¢ Pl n
IMiD. Jleuenunero npoabinKaBa 10 HENPUEMIIMBA TOKCHYHOCT HITH ITPOrpecus Ha 3a00IIBaHETo.

06110 522 maruedTH ca pagaoMusupanu: 263 B pamoro Ha DARZALEX 3a mOJIKOXHO MPUIOKEHUE U
259 B paMOTO Ha JapaTyMmyMa0 3a HHTPaBEHO3HO MpUIIOKeHue. M3xonHuTe nemorpadcku JaHHH U
XapaKTePUCTHUKH Ha 3a00JISIBAHETO ca MOIOOHN MEXKy ABETE TPYyNH Ha JiedeHne. Meauanara Ha
BB3pacTTa Ha MarmeHTuTe ¢ 67 rogunu (nuanazon: 33-92 rogunn), 55% ca Mmbxe u 78% ca ot Osara
paca. MenuaHaTa Ha Terji0To Ha nmanueHTure € 73 kg (nuanason: 29 — 138 kg). [TanuentuTte ca
nonyumin 4 (MenaHa) MPeIXoHU TUHUK Ha Tepanus. O0mo 51% oT manueHTuTe UMaT MpeIxoaHa
aBTOJIOXKHA TPAHCIUIAHTALIMS HA CTBOJIOBH KJeTKH (autologous stem cell transplant, ASCT), 100% ot
MAIMeHTUTE ca JICKyBaHU npeu ToBa u ¢ P, u ¢ IMiD, 1 noBeueTo naiueHnTu ca pepakTepHu Ha
MPeIX0Ha CUCTEMHA Tepans, BKirounTeHo u Ha Pl u Ha IMiD (49%).

IIpoyuBaHeTo mocTura CBOMTE ChIIbPBUYHHU KpailHu Touku — oO11a crened Ha otroBop (ORR) ciopen

kputepuute 3a orroBop Ha IMWG (Tabnuna 10) u makcumanHa Ciough IPEAH MPHUIATAHUTO HA 103aTa
oT Kb 3 1eH 1, (BkK. Touka 5.2).
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Tabamnna 10:  OcHOBHM pe3yaTaTtu oT npoyusane MMY3012

Jdapatymyma6 3a
MOIKOKHO
NMPUJI0KEHNe
(N=263)

JdapaTymyma6 3a
HHTPABEHO3HO
NMPUJI0KEHNe
(N=259)

ITbpBHYHA KpaiiHa TOYKA

0611 otroBop (SCR+CR+VGPR+PR), n (%)*

108 (41,1%)

96 (37,1%)

95% CI (%)

(35,1%; 47,3%)

(31,2%; 43,3%)

CbOTHOLICHHE Ha CTeNeHuTe Ha 0TroBop (95% CI)°

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

CR wmm o-no6sp, n (%)

5 (1,9%)

7 (2,7%)

MHoro 100sp yactuaeH oTroBop (VGPR)

45 (17,1%)

37 (14,3%)

Yactuuen orrosop (PR)

58 (22,1%)

52 (20,1%)

Bropunyna kpaiiHa To4yKka

YecToTa Ha peaky, CBbP3aHu ¢ HHPy3usaTa, n (%)"

33 (12,7%)

89 (34,5%)

[MpexuBsieMocT Oe3 mporpecsi, Mecelu

Meanana (95% CI)

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

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

Koeduuuent Ha puck (95% CI)

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

B13 ocHOBa Ha intent-to-treat TIOITy JTIalUs

p-croitroct <0,0001 ot Tecra Ha Farrington-Manning 3a xumnore3ara 3a He 1Mo-Majka e(UKacHOCT

B

B3 ocHoBa Ha momynanusaTa 3a 6ezonacHoct. P-croitHoct<0,0001 ot Cochran Mantel-Haenszel Chi-Squared tecr.

Crnen mpocnenssane ¢ meauana 29,3 mecena, meauanata Ha OS e 28,2 mecena (95% CI: 22,8; NE) B
pamoro Ha DARZALEX 3a nmoakoxkHO npuiioxkenue u 25,6 mecerna (95% CI: 22,1; NE) B pamoTo Ha

JapaTymyMa0 3a HHTPaBEHO3HO MPUIIOKEHHE.

Pesynrarure 3a 6€30MacHOCT ¥ MOHOCUMOCT, BKITFOYHTEITHO TIO-HUCKOTO TETJIO HA MAIUEHTHUTE,
ChOTBETCTBAT Ha U3BeCTHHs podui Ha 6e3omacHocT HAa DARZALEX 3a moakoXHO NPUI0KEHHE U

Ha JapaTyMyMal 3a HHTPaBEHO3HO MPHUIIOKEHHE.

Pesynrarure ot Momudunupanus CTSQ, BEIIPOCHUK 32 pe3yaTaTUTe, ChOOIIEHH OT NAIUEHTUTE,
KOWTO OIIEHSIBA YIOBIETBOPEHNETO HAa MALIMEHTUTE OT TEPAIUATA, TOKA3BaT, Uye MALIUEHTHUTE,
nosrydaBaii DARZALEX 3a moakoHO NPUIIOKEHHE, ca TT0-yAOBIETBOPEHH OT TEpAIUsATA CH B
CpaBHEHHE C MalMEHTHUTE, TOIyYaBally JapaTyMyMal 3a HHTPaBEHO3HO MpHiIokeHne. OTKpUTHTE
Mpoy4BaHus obaue MoraT Ja ObJaT npeAMEeT Ha IPUCTPACTHA OLICHKA.

Kombunupanu mepanuu npu mynimunien Mueiom

Kombunupano neuenue ¢ bopmeszomuo, reHarudomuo u dexcamemason (VRd) npu nayuenmu c
HOB0OUASHOCMUYUPAH MYTMUNLEH MUELOM, NOOX00AUU 30 ABMONONHCHA MPAHCHAAHMAYUS HA

cmeonosu xniemxu (ASCT)

IIpoyuBane MMY3014 e oTkpuTO, paHAOMU3UPAHO, AKTHBHO KOHTPOIUPAHO MpoyuBaHe ¢a3za 11,
KOETO CpaBHsIBAa UHAYKIMOHHO U KOHCOMuAAOHHO JieueHue ¢ DARZALEX, cbcTaB 3a MOOKOKHO
npunoxenue (1 800 mg), B komOuHanus ¢ 6opTe3oMu0, TeHauaoMu u AekcameTazo (D VRd),
MOCJICABAHO OT MO IbpiKalo JiedeHne ¢ DARZALEX B koMOWHAIMSI C JICHATHIOMH/I, C JICUCHHUE C
0opTe3oMu0, TeHamuaoMua 1 aekcamerazoH (VRd), mocneaBano oT moaaspIKaIio JIe4eHne ¢
JIeHATTUAOMU/, TIPU MAIMEHTH Ha Bb3pacT 70 TOJMHM U TO-MJIaJU C HOBOJUArHOCTUIIUPAH MYJITHUILICH
muenoM, noaxosam 3a ASCT, 1o ToKyMEHTHpaHa Nporpecus Ha 3a00JISIBAHETO WIH HEITPUEMITUBA
ToKcH4HOCT. IIpenn HayanoTo Ha JeYeHUEeTO, MPH CHELIHOCT, CE JOIMYCKa IPOBEXKIAHETO HA KPAThK
Kypc ¢ KOpTUKOCTEpOn]I (EKBUBAJICHT Ha JiekcameTazoH 40 mg/neH 3a makcumyM 4 nun). [lanmenTure
nony4yaBaT DARZALEX 3a nogkosxxHo npuitokerne (1 800 mg), mpuiiokeH MOAKOXKHO BEAHBXK
ceamuyHo (mHU 1, 8, 15 u 22) 3a muxun 1-2, mocneBaHO OT MPUIIOKEHNE BEHEXK HA BCEKH JIBE
ceamuny (U 1 m 15) 3a uxomwm 3-6. [Ipu moarbppxamoTo tedenne (IUKIK 7+) TanueHTHTe
nonyyaBaT DARZALEX 3a noakoxHo npunoxkenne (1 800 mg) BegHbX Ha BCEKHU YETHPH CEAMUIIH.
[TanmenTHTe, KOUTO ca mocTUrHamu otpunatenHo MRD, koeto ce e 3anma3uino B IpoAbIKEHUE Ha

12 mecerna, 1 ca MOTYYHIH TIOTBPIKAIIO JICUeHHE B TPOABIDKEHNE Ha Hal-Mamko 24 Mecerla, ca
npekparwim ieueHrneto ¢ DARZALEX 3a nogkoxkuo npuioxkenue (1 800 mg). bopre3omutd ce
npuiara ypes noakoxna (SC) umwkekuus B g1o3a 1,3 mg/m? TenecHa MOBBPXHOCT BA IBTH CEAMHYHO
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B IIPOIBDKEHKE Ha ABe ceamun (nuu 1, 4, 8  11) oT moBTapsmm ce 28-1HeBHA (4-CEIMUTHH )

ki 1-6. JleHamumoMu/I ce mpuyiara rmepopaisHo B 03a 25 mg AHEBHO Ha aHU oT 1 10 21 mo Bpeme
Ha ko 1-6. [pu mogppxkamoTo teyeHre (IUKIK 7+) manueHTuTe morydasar 10 mg neHaTuIoMusI
JTHEBHO Ha JHU 1-28 (HEeMpeKbCHATO) Ha BCEKH LIUKBJ IO JOKYMEHTHpPAHE Ha TIPOTrPECcHs Ha
3a00JISIBAHETO WIIM HEMIPUEMITUBA TOKCHYHOCT. JekcameTa3oH (MepopaiHo WM HHTPABEHO3HO) Ce
npwiara B go3a 40 mg Ha mau 1-4 u 9-12 ot nuxim 1-6. B gaute Ha neuenne ¢ DARZALEX
WHXKEKIH 3a moakoxHo npuioxenue (1 800 mg) mo3arta mekcaMeTa3oH ce mpuiiara nepoparHo WiH
HHTPAaBEHO3HO KATO JICKAPCTBEH MPOAYKT IPEIU HHKEKTHpaHeTo. KopekinuTe Ha 1031Te Ha
0opTe30MHU0, JICHATUIOMHUI U IeKCaMeTa30H ce IpujiaraT B CbOTBETCTBUE ChC ChOTBETHUTE KPATKH
XapaKTePUCTHKH Ha TPOJTYKTHUTE.

Pannomusupanu ca o61ro 709 naruentu — 355 B pamoto Ha D VRd u 354 B pamoro Ha VRd.
WzxonuuTe nemorpadcku XxapaKTepUCTUKH U XapaKTEPUCTHKHU Ha 3a00JITBAHETO Ca CXOTHU MEXITY
JIBETe TepaneBTHuyHu rpynu. CpemHarta Bp3pacT Ha namuertute € 60 roguan (nuana3oH: 31-

70 romunm). [To-rosiMaTa 4acT oT manueHTuTe ca Mbxe (59%), 64% umar QyHKIHOHAJIEH CKOP 110
ECOG 0, 31% umat pynxmmonanen ckop mo ECOG 1, a 5% umat ¢pynxnuonanen ckop mo ECOG 2.
Ocsed ToBa 51% umart ISS craguii 1, 34% umar ISS craguii 11, 15% umat ISS crammii 111, 75% umart
CTaH/IapPTEH IUTOTCHETUYEH PUCK, 22% uMaT BUCOK IuTorenetTnueH puck (dell7p, t[4;14], t[14;16]), a
3% uMaT HEoMpeeNICH IUTOTCHETUYCH PUCK.

IIpn menuana Ha npocneasBane 47,5 Mecenia nbpBUYHUAT aHanu3 Ha PFS B mpoyusaneto MMY 3014
noka3Ba nogoopenue Ha PFS B pamoro ¢ D-VRd B cpaBHenue ¢ pamoro ¢ VRd (HR=0,42; 95% CI:

0,30, 0,59; p<0,0001). Mennanata na PFS He e mocTurHaTa B HUTO €THO OT JBETE pPaMeHa.

®urypa 1: Kpusu na Kaplan-Meier 3a PFS B npoyusane MM Y3014
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JlObIHUTEHA PE3YITaTH 3a epuKacHOCT OT npoy4uBane MMY 3014 ca npeacraBenu B Taduma 11

O-TIOJTY.

Taoauma 11:

PesyaraTn 3a epuxacHoct ot npoyysane MMY3014°

D-VRd
(n= 355)

VRd (n= 354)

CroTHOILIEHHE
HA LIaHCOBETe
(95% CI)"

006 otroBop (SCR+CR+VGPR+PR)
n(%)>*

343 (966,%)

332 (93,8%)

Heocmopum mreiieH otrosop (sCR) 246 (69,3%) 158 (44,6%)

ITwnen orroBop (CR) 66 (18,6%) 90 (25,4%)

MHoro 100bp YaCTUYEH OTTOBOP

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

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

CR wm 1o-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-croiinoct®

<0,0001

OO0ma yecToTa HA OTPULATEIHO
MRD**

267 (75.2%)

168 (47,5%)

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

95% CI (%)

(70.4%, 79,6%)

(42,2%, 52,8%)

P-croiinoct®

<0,0001

D-VRd= naparymymab-60pTe3oMuO-neHaInaoMua-1ekcamera3on; VRd= 6opTezoMud-neHannaoMua-1eKcaMeTasoH;
MRD= mMuHHMaIHO OcTaThuHO 3a0oisaBane; CI= noBepureseH HHTEpPBAI

?  Bw3 ocHoOBa Ha intent-to-treat TIOITyJIaLMs.
b
C

d

TaOIULIN.

p-croitHocT ot xu-KkBagpar Tect Ha Cochran Mantel-Haenszel.

[NanuentuTe mocturat eaHoBpeMeHHO oTpunarenHo MRD (mpar ot 107 ) u CR mnm mo-100bp OTroBop.
W3nomsBano e nzuncnenue no Mantel-Haenszel Ha 001100 ChOTHOIIEHHE HA IIAHCOBETE 32 CTPATU(PUIIPAHH

Kombunupano neuenue ¢ bopmesomud, nenanudomud u oexcamemason (VRd) npu nayuenmu c
HosoOuazHocmuyupan myaimunier mueiom, npu koumo ASCT ue e nianupana Kamo nvpeoHAUAIHA
mepanus unu Koumo He ca nooxoosiwu 3a ASCT
IIpoyuBanero MMY 3019 e oTkpuTO, paHIOMHU3HUPAHO, aKTUBHO KOHTPOJIUPAHO IpoyuBaHe ¢asa 111, B
KoeTo ce cpaBHsBa JiedeHreTo ¢ DARZALEX 3a moakosxxuo npuioxkerne (1 800 mg) B komOuHAIMs C
oopTe3oMu0, neHamumaomMua u nekcamerazoH (D-VRdA) ¢ nedenue ¢ GopTe3oMuod, TeHATUAOMUI U
nexcameta3oH (VRd) npu nanueHTH ¢ HOBOJMArHOCTHITUPAH MYJITHILIEH MHEJIOM, TIPU KOUTO HE €
miaaupana ASCT kaTo mepBOHAYANIHA Tepanus Wiu KouTo He ca noaxossmu 3a ASCT. [Ipenn
JICYCHUETO € pa3pellleH CIelIeH KpaThK Kypc Ha KOPTUKOCTEPOHT (EKBUBAJICHTEH Ha JEKCAaMETa30H
40 mg/neH 3a makcumyM 4 nan). [Tarmmenture nomydaBatr DARZALEX 3a moaKoXHO NPHIIOKEHNE

(1 800 mg), mpuioXkeH MOJK0KHO BeIHBK ceAMUYHO (uu 1, 8 u 15) 3a muknu 1-2, mocneasaHo ot
MIPUJIOKEHUE BEIHBK Ha BCEKH TPH CEAMMIIM 3a IUKIH 3-8, ¥ BEAHBK Ha BCEKH YCTUPH CEIAMMUIIH B
nuKba 9 u cnen ToBa (UKIK 9+) 10 AOKyMEHTHpaHe Ha MPOTpecHs Ha 3a00JISIBAHETO WITH
HENPHUEMIIMBA TOKCHYHOCT. BopTe30oMub ce mpuiiara upe3 NoaK0KHa MHKEKIHM B o3a 1,3 mg/m?
TeJIECHA TIOBBPXHOCT JBA ITBTH CEIMUYIHO B MPOIBIKEHNE Ha ABe ceamuty (nuu 1,4, 8 m 11) ot
noBTapsm ce 21-qHeBHu (3-ceamuunn) nukian 1-8. JleHanmuaoMua ce mpuiara nmepopaHo B 1032

25 mg BenHBX AHEBHO B THU 1-14 mo Bpeme Ha uukiu 1-8 u B 1au 1-21 no BpeMe Ha 1uKbA 9 u ciiefn
toBa (1TtuKin 9+). JlekcameTaszoH ce mpuiara rmepopaiao mo 20 mge nan 1, 2,4, 5, 8,9, 11 w12 ot
Bceku 2 1-nmaeBeH (3-cenmuueH) MUKET 1-8 1 B qau 1, 8, 15 1 22 ot Bceku 28-mHEBeH (4-cenMHUYCH)
LIUKBJ IO BpeMe Ha HuKbA 9 u cien ToBa. B nHute Ha umxektupane Ha DARZALEX 3a nogkoxxHo
npunoxxenue (1 800 mg) no3ara nekcameTazoH ce mpriara IepopaTHO MM HHTPABEHO3HO KaTo
MpeMeaNKaIis pean nkeknusaTa. Kopeknnu Ha go3ara Ha 60pTe30Mu0, TEHATHIOMU 1
JIEKCAMETa30H Ce MPUIaraT B ChOTBETCTBUE ChC CHOTBETHUTE KPATKH XaPAKTEPUCTHUKH Ha

MPOAYKTHTE.

Parnomusupanu ca oomio 395 nanmentu: 197 B pamoto ¢ D-VRd u 198 B pamoro ¢ VRd. UzxomuuTte
nemMorpadcku XapaKTepPUCTUKA U XapaKTEPUCTHKUTE Ha 3a00JISIBAHETO ca CXOAHHA MEXITY IBETE
TepaneBTUYHM Ipynu. CpenHaTa Bb3pacT Ha naruentute € 70 roaunu (quana3on: 31 go 80 roxuum).
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Ilernecer mporieHTa OT MaMEHTUTE ca MbXke, 39% ca ¢ pynkunonanen cratyc mo ECOG 0, 51% ca c
¢dysakuuonanen cratyc mo ECOG 1, a 9% ca ¢ dpynkiponanen craryc no ECOG 2. OcemHanecer
MPOILICHTA ca Ha BB3pacT noj 70 roAUHM U HE ca TMOIXOSIIN 3a TpaHCIUIaHTalus, a 27% ca Ha
BB3pact noa 70 roauHu, KaTo TPAHCIUTAHTALIUATA MIPU TSIX € oTioxkeHa. OcBeH ToBa npu 34% ot
nanuenTuTe 3abomsiBanero e B ctanuii [ mo ISS, mpu 38% - B cramwuii Il mo ISS, mpu 28% - B

craaui Il mo ISS, 75% ca cbc crangapTeH nuToreHeTH4YeH pUckK, 13% - ¢ BUCOK IIUTOT€HETUIEH PHCK
(del17p, t[4;14], t[14;16]), a 11% - ¢ HeonpeIeeH MUTOTCHETUYCH PHCK.

IIpn menuana Ha pocneasBane 22,3 Mecena mbpBUYHUAT aHanu3 Ha MRD B npoy4BaneTo
MMY3019 noka3ea nogoOpeHue Ha oO1ara yectora Ha orpuiareHo MRD (ciopen NGS mipu uiu
noz 107°) npu narmenty, nocturuamd CR wiu mo-106sp otroBop B pamoto Ha D-VRA B cpaBHeHue ¢
pamoro Ha VRd. O6miara yectora Ha otpuniatrenao MRD e 53,3% (95% CI: 46,1; 60,4) B pamoTo Ha
D-VRd u 35,4% (95% CI: 28,7; 42,4) B pamoro Ha VRd (choTHOIIEHME Ha mancoBeTe [D-VRd
cupsimo VRd] 2,07 ¢ 95% CI: 1,38; 3,10; p=0,0004).

[Ipu nepeuuHus ananu3 Ha MRD ce HaOronaBa momoOpenue B od1ara yectora Ha CR win mo-100sp
otroBop B pamoro Ha D-VRd B cpaBHenue ¢ pamoto Ha VRd. O6miara yecrora Ha CR unu mo-100sp
otroBop ¢ 76,6% (95% CI: 70,1; 82,4) B pamoto Ha D-VRd u 59,1% (95% CI: 51,9; 66,0) B pamoTo Ha
VRd (cvotHomenue Ha niancosere [D-VRdA cupsmo VRd] 2,31; 95% CI: 1,48; 3,60; p=0,0002).

IIpn Mmenuana Ha npocneasBane 39 Mecena MeXXIMHHUAT aHanu3 Ha PFS B npoyuBanero MMY3019
nokassa noxodpenue Ha PFS B pamoto Ha D-VRd B cpaBaenue ¢ pamorto Ha VRd. (HR=0,61; 95% CI:
0,42; 0,90; p=0,0104). Menuanata Ha PFS He ¢ mocTUrHaTa B HUTO €IHO OT JBETE paMEHA.
Pesynrarute oT okonuatennus aHanu3 Ha PFS npogbmkaBar qa nokassat nogoopenue Ha PFS npu
nanueHTuTe B pamoTo Ha D-VRd B cpaBHenue ¢ pamoto Ha VRd ¢ koepuuuent Ha pucka (HR)=0,57
(95% CI: 0,41; 0,79). Menuanara Ha PFS He e nocturnara B pamoro Ha D-VRd u e 52,6 meceria B
pamoro Ha VRd.

®urypa 2: Kpusu Ha Kaplan-Meier 3a PFS npu okoHuaTe/JIJHUS aHAJHM3 B NIPOyYBaHe
MMY3019

Mponopuya NpesMBReMocT De3 NporpecHs

0.2+
0 I I I I I I I I I I I
0 E 12 18 24 30 36 42 48 54 60 66
Mo. B prCK Meceuy

VAd 198 174 157 143 131 123 105 o8 2 a1 P ]
D-VRd 197 180 170 160 140 140 136 13 12 115 1 1]
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IIpu MexaHHANS aHATN3 Ha TpekuBsieMocTTa 0e3 mporpecus (PFS) B pamoro Ha D-VRd ce
HabronaBa moxoOpeHue Ha yectoTata Ha ycToiunBo orputareano MRD (cropen NGS npu unu mog
107%) npu marmenty, mocturaani CR uinu 110-1066p 0TrOBOp B cpaBHEHHE ¢ pamMoTo Ha VRd.
UYecrorata Ha ycroiunBo otpuriaressno MRD e 42,6% (95% CI: 35,6; 49,9) B pamoto Ha D-VRd n
25,3% (95% CI: 19,4; 31,9) B pamoto Ha VRd (choTHOmEeHne Ha maHcoBeTe [D-VRdA cipsimo VRA]

2,18 ¢ 95% CI: 1,42; 3,34; p=0,0003).

JlonbIHUTEIHY PE3YTAaTH 3a epuKacHOCT OT npoyuBane MMY3019 ca npeacraBenu B Tabuma 12

10-710Ty.

Tabauma 12: Pe3yaraTu 3a epukacHOCT NPU OKOHYaTe Hus aHaIu3 Ha PFS B npoyuBane

MMY3019*
D-VRd (n=197) VRd (n=198)
O6u1a yecrora Ha orpuunareano MRD® 120 (60,9%) 78 (39,4%)
CrotHomenune Ha mancosete (95% CI)® 2,37 (1,58; 3,55)
UYecToTa Ha ycToHuMBO oTpHuareaHo MRD' 96 (48,7%) 52 (26,3%)

CroTtHomenue Ha mancosere (95% CI)®

2,63 (1,73; 4,00)

0610 CR wmm no-1006p otrosop (sCR+CR)

160 (81,2%)

122 (61,6%)

CrortHouienue Ha mancosere (95% CI)®

2,73 (1,71; 4,34)

Yectora Ha o611 otroBop (SCR+CR+VGPR+PR)

n(%)* 191 (97,0%) 184 (92,9%)
Heocnopum mrbiieH otrosop (sCR) 128 (65,0%) 88 (44,4%)
[Tenen orroop (CR) 32 (16,2%) 34 (17,2%)
Mmuoro n1o0bp yactuden otrosop (VGPR) 23 (11,7%) 50 (25,3%)
Yactuuen otrosop (PR) 8 (4,1%) 12 (6,1%)

D-VRd= napatymyma6-6opTe3omMud-neHanuaoMua-aekcameTasot; VRd= 6opTe3oMuO-1eHaIn1oMua-1eKCaMeTa30H;
MRD= muHuMmanHo ocrarbyHo 3aboisBane; CI= roBepureneH HHTEpBaI
a

6

B3 ocHOBa Ha intent-to-treat momymanus, MeuaHa Ha mpociesBaHe 59 mecena

IManuenTnTe mocrurar eqHOBpeMeHHO oTprunaresHo MRD (mpar ot mmm oz 10'5) n CR win no-1065p 0TroBOp

®  Msznonseauo e uzuucienue no Mantel-Haenszel Ha 06110TO ChOTHOIIEHHE HA MIAHCOBETE 3a CTPATHOUIMPAHH

tabmmu. Crparndukanuonnure ¢axropu ca craaumii o ISS (I, II, IIT), B3pacT/moaxoasmy 3a TpaHCIUIAaHTaUsS
(< 70 roguHM — HEMOAXOJIIIH, WU Bh3pacT < 70 TOAWHM M OTKA3 OT TPaHCIUIAHTAIMS, HJIH BB3pacT > 70 roanHm)
npu panzomusupase. ChOTHOIICHHE Ha MaHCcoBeTe > | mokas3sa nmpeauMmcTBo Ha D-VRd.

VYcroitauso orpunarenao MRD ce onpenens karo orpunaterno MRD, noTBepzeHo ciiex Haii-manko 1 roguHa 6e3
MEXIYBPEMEHHO NoJ0xkuTesHo MRD.

Kombunupanu mepanuu npu mynimunier Mueiom

MMY2040 ¢ OTKpUTO KJIMHUYHO MPOYYBaHE, OLICHABAII0 ePUKACHOCTTA U O€30MIaCHOCTTA Ha

DARZALEX 3a nonkoxHo npunoxenue 1 800 mg:

- B KOMOHMHaLus ¢ 6opTe3oMud, mendanan u npenausod (D-VMP) npu nauuenTu c
HOBOJMArHOCTUILIMPAH MyATHILIEH MuesoM (MM), KOUTO He ca MOIXOAIIHN 32
TpaHcruianTanus. Bopre3oMub ce mpuara upes MOAKOKHA UEKEKIKS B 103a 1,3 mg/m?
TEJIECHA OBBPXHOCT JBA IBTH CEAMUYHO B ceaMuuu 1, 2, 4 u 5 npe3 mbpBusi 6-ceAMUYCH
IIAKBI (UKBI 1; 8 1031), MOCIeABaHO OT MPUJIOKEHUE BEAHBK CSIMUTHO B ceaMuI 1, 2, 4 u
5 3a omie oceM 6-CeMUYHH LUKbIA (IUKIM 2-9; 4 1034 Ha UKE). Mendanan B 103a 9 mg/m?
¥ TIPETHU30H B 1032 60 mg/m? ce mpuarat rmepopaito B auu 1 10 4 0T geBeTTe 6-CeqMUYIHK
nukbia (ke 1-9). Jledennero ¢ DARZALEX 3a mOIKOXHO MPUIOXKEHUE TPOABIIKABA 10
Mporpecus Ha 3a00JIIBAHETO MIIN HEPUEMIINBA TOKCHYHOCT.

- B KOMOMHAIIUS C JICHATUIOMU U ekcameTazoH (D-Rd) npu nmarueHT ¢ peruauBupan win
pedpakreper MM. Jlenanmunomun (25 mg BEAHBXK THEBHO NepopaiHo B gHu 1-21 ot
MHOTOKpAaTHHU 28-THEBHU [4-CeIMHIYHH | ITUKIIN) € MPHJIara ¢ HICKA J03a JIEKCaMeTa30H
40 mg/ceamuna (vu ¢ HaMayeHa jo03a ot 20 mg/cenMuIa P MaUEHTH > 75 TOAWHA WA
BMI <18,5). Jleuennero c DARZALEX 3a moAKOXHO MPUIIOKEHUE MTPOABIDKABA 0 IPOTPECHS
Ha 3a00JISIBAHETO WJIM HETPUEMITUBA TOKCUIHOCT.

- B KOMOMHaIIUs ¢ OopTe30MuO, JieHATUAOMU U gekcamera3oH (D-VRd) npu naruenTu ¢
HOBOJIMarHOCTUIIMPaH MM, KOUTO ca MOAXOSIIN 32 TpaHCIUTaHTaIus. bopre3oMub ce npunara
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9pe3 MOAKOKHA MHKEKIMs B 103a 1,3 mg/m? TeecHa MOBEPXHOCT JBa IETH CEAMUYHO B
ceamutty 1 u 2. JlenanumomMua ce mprrara IepopaiHo B 1032 25 mg BEAHBXK JHEBHO B THU |-
14; nexcameTa3oH ce mpuiara B HUcKa no3a ot 40 mg/ceqmurnia B 3-ceamuunu mukim. OOriara
MPOIBDKUTETHOCT Ha JICUCHUE € 4 LUKbIIA.

Bxurouenu ca o6mio 199 naruentu (D-VMP: 67; D-Rd: 65; D-VRd: 67). Pesyaratute 3a eukacHOCT
Ce OIPENENT OT KOMIIOTBPEH AJITOPUTHM NpH Npuiiarane Ha kpurepunte Ha IMWG. TIpoyuBanero
MocTUra cBosiTa mbpBuYHa KpaiiHa Touka ORR 3a D-VMP u D-Rd n mepBuuHaTa kpaifHa Touka
VGPR wmm mo-1065wp 3a D-VRA (Bx. Tabnuma 13).

Tabsimna 13:  Pesyaratu 3a epukacHocT oT npoyusane MMY2040
D-VMP D-Rd (n=65) | D-VRd (n=67)
(n=67)

061z 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 meiien otrosop (sCR) 13 (19,4%) 12 (18,5%) 6 (9,0%)
[Ienen orroBop (CR) 19 (28,4%) 13 (20,0%) 5(7,5%)
MHoro 100bp 4aCTUYEH OTTOBOP 20 (29,9%) 26 (40,0%) 37 (55,2%)
(VGPR)

Yacruuen otrosop (PR) 8 (11,9%) 10 (15,4%) 17 (25,4%)

VGPR win no-1066p (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 = lapatymyma0-6opresomud-mendanan-npeaauson; D-Rd = [laparymymab-neHannaoMua-iexcamera3on; D-
VRd = apatymyma0-60pre3omubd-nenanugomun-aekcamerason; JJaparymyma6=DARAZALEX 3a noakoxHO

npunoxenne; Cl=noBeputeneH HHTEpBaI.

a B®3 ocHOBa Ha JICKYBaHU y4aCTHUIIU

Kombunupano nevenue ¢ nomanuoomuo u dexcamemason (Pd):

IIpoyusane MMY3013 e oTkpuTO, paHAOMU3UPAHO, AKTUBHO-KOHTPOJIMPAHO KIMHUYHO ITPOyUYBaHE
(haza 111, mpu xoero ce cpaBHsapa jdeueHue ¢ DARZALEX 3a nogkoxuo npuioxkernue (1800 mg) B
KOMOUWHAIWS C MOMAITHUOMHJT M HUCKA J103a JekcaMeTa3oH (D-Pd) ¢ nedenue ¢ momManuoMua U HACKA
no3a nekcameTa3oH (Pd) mpu manueHTH ¢ MyJITHIUICH MHEIIOM, KOUTO Ca MOyYHIIH Haii-MajIKo eHa
MIPEIX0HA JTMHUS Ha JICYSHUE C JISHATUAOMU U ipoTeazoMeH naxuourop (PI). [Tomanmunomuy (4 mg
BEJHBXK JTHEBHO MepopasiHo Ha JieH 1-21 ot moBTapsimu ce 28-1HeBHU [4-CEIMUYHH | IIUKIIN) CE
npuIara ¢ HUCKa Jio3a repopayieH Wil HHTPaBeHO3eH JekcameTa3oH 40 mg/ceqmuna (MM HamaneHa
no3a 20 mg/ceqmunia mpu nauenTy >75 rogunan). B maute Ha npunarane Ha DARZALEX 3a
MOJIKOYKHO TIPUJIOKEHHE CE JIaBa JIeKcaMeTazoH B 103a 20 mg KaTo JeKapCcTBEH MPOAYKT 3a
MpeMeITUKaIis, a OCTAHAIOTO KOJIMYECTBO Ce JaBa B IeHS cliel] MpriiokeHueTo. [Ipu mannenT Ha
HaMaJieHa /1032 JeKCaMeTa30H LsaTa no3a 20 mg ce JaBa KaTo JICKApCTBEH MPOIYKT 3a
npemeaukanus Ha DARZALEX 3a noakoxxHo npunoxxkenue. Kopekuuu Ha go3aTa Ha MOMalIUIOMUA U
JIeKCaMETa30H Ce MpUJIaraT Cropes KpaTkaTa XapakTeprCcTHKa Ha POIyKTHTe. JIedeHneTo B ABeTe
paMeHa MpoabkIKaBa JI0 Iporpeckst Ha 3a00JIIBAaHETO MITM HEMPUEMITUBA TOKCHYHOCT.

Pannomusupanu ca o61mio 304 naruentu: 151 B pamoto ¢ D-Pd u 153 B pamoro ¢ Pd. B nmpoyuBaneTo
ca BKJIFOUCHU NAIMEHTH C JOKYMEHTHPAHU JIAHHH 3a MPOrpecus Ha 3a00JIABaHETO 10 BpeMe Ha WK
clieql TIociieIHaTa cxema Ha JieueHure. [lanuenT ¢ oOpuB > cTeneH 3 1Mo BpeMe Ha MPeIXoaHa Teparus
ca M3KJIIOYBAHM B CHOTBETCTBHE C KpaTKaTa XapaKTePHUCTHKA Ha MPOIYKTa HA TIOMATAJOMHU]I.
N3xomuute neMorpad)Cku JaHHU U XapaKTEPUCTUKUTE Ha 3a00JISIBAHETO Ca CXOAHU MEXK]TY JIBETE
TpyIH Ha jedeHre. MenuaHaTa Ha Bh3pacTTa Ha MAIMeHTUTe € 67 TOANHY (Iuamna3oH 35 10

90 roguan), 18% ca > 75 rogunn, 53% ca mexe u 89% ca oT eBponengHaTa paca. MenuaHaTa Ha
MPEIXOJHUTE JIMHUU Tepamus, KOATO MAIUCHTUTE ¢a MOMYUYWIH, ¢ 2. BCHUKM malMeHTy ca MmoJTyduiu
MIPEIXOHO JIeUeHHe ¢ nporeazoMeH naxuodurop (PI) u nenanumomun, a 56% OT marueHTUTE ca
TIOJTYYMJIH TIPEIX0/IHA TPaHCIUTaHTaIus Ha cTBoNoBH KieTku (ASCT). JleBeraeceT u miecT mporeHTa
(96%) OT manMeHTHTE Ca MOJIYYHIH MPEAX0/HO JieueHHe ¢ bopTe3omud. [loBeueTo naueHTyu ca
pedpakrepuu Ha nenanuaomun (80%), Ha PI (48%) vnu u Ha uMyHOMOTyaTop, u Ha P1 (42%).
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Enunamecet mporieHTa OT NaMEHTUTE ca MONYyYMIH | peIXoIHa IMHKS Ha JICUCHUE; BCHUKH ca
pedpakTepHH Ha TeHaHIOMHAS, a 32,4% ca pedpakTepHu U Ha JeHanuaoMHu, u Ha Pl. EdukacHocTTa
€ OlleHeHa upe3 npexuBsemMocTTa 6e3 nporpecus (PFS) Bp3 ocHOBa Ha KpuTEepUUTE Ha
Mexaynaponsara padotna rpyna mo muenom (IMWG).

IIpu meauana Ha npociensBane 16,9 Mmecena mepBUIHUAT aHau3 Ha PFS B mpoyusane MMY 3013
MOKa3Ba CTATUCTUYECKH 3HAYMMO Toj00peHue B pamoto ¢ D-Pd B cpaBHeHue ¢ pamoto ¢ Pd;
meauanara Ha PFS e 12,4 mecena B pamoto ¢ D-Pd u 6,9 mecena B pamoto ¢ Pd (HR [95% CI]: 0,63
[0,47; 0,85]; p-ctotirocT = 0,0018), kKoeTo mpeacrapisiBa 37% HaMansIBaHE HA pHUCKa OT IPOTrpecus Ha
3a00JIIBaHETO WJIM CMBPT NP MalMEHTHUTE, ieKyBanu ¢ D-Pd, cnpsmo Pd.

®urypa 3: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3013

10 D-Pd Pd
(N=151) (N=153)
Menwana Ha npexvissaemocT be3 nporpecus - Meceun 12.4 6.9
"Q KoedmumeHT Ha pucka 3a D-Pd vs. Pd (95% CI) 0.63 (0.47-0.85)
08+ % P=00018

0.6 1

0.4 5 D-Pd

0.2 = %%ea----e-o--. Pd

Mponopuus NpexuBsaemMocT 6es nporpecus

T T T T T T T T T T T T T T T 1T T T 711
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Meceuu
N B puck
Pd 153121 93 79 61 52 46 36 27 17712 5 5 1 0 0 0 0 O
D-Pd 151135111100 87 80 74 66 48 30 20 12 8 5 3 2 2 2 1

W3BbplieH e NOMBJIHUTENICH TUIAHUPaH nocieBan] ananus Ha OS clier Menuana Ha pociie/isiBaHe
39,6 mecemna. [Ipu 57% manau 3a OS 3a MIaHUPAHOTO BpeMe Ha MpocieasBane, Mmenuanara Ha OS e
34,4 mecera B pamoto ¢ D-Pd u 23,7 mecena B pamoro ¢ Pd (HR [95% CI]: 0,82 [0,61; 1,11]).

JlombITHUTEHN pe3ynTaTy 3a epukacHocT oT npoyusaHne MMY3013 ca npeacraBenu B Tabnuma 14
H0-/101Ty.

Tabauna 14: Pe3yaraTu 3a epukacHocT oT npoyuBane MMY3013*

D-Pd (n=151) Pd (n=153)
0611 otroBop (SCR+CR+VGPR+PR) n(%)* 104 (68,9%) 71 (46,4%)
P-croiiHoct® <0,0001
Heocnopum meiieH otrosop (sCR) 14 (9,3%) | 2 (1,3%)
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[Ienen orroBop (CR) 23 (15,2%) 4 (2,6%)
Mmoro n06sp yactuueH otroop (VGPR) 40 (26,5%) 24 (15,7%)
UYactuuen otrosop (PR) 27 (17,9%) 41 (26,8%)
YectoTa Ha oTpunatesHo MRD"® n(%) 13 (8,7%) 3 (2,0%)
95% CI (%) (4,7%; 14,3%) (0,4%; 5,6%)
P-cToiiHocT" 0,0102

D-Pd=naparymymatb-nomanmunomMua-aekcamerazon; Pd=nmomanmunomun-nexkcamerazon; MRD=MHHUMAaIHO OCTaTHYHO
3aboisBane; CI=moBepuTeeH HHTEPBAI
a

6

B13 ocHOBa Ha intent-to-treat TIOITy JTIalUs
p-croitHocT ot xu-KkBaapar Tect Ha Cochran Mantel-Haenszel, kopurupan 3a crpatiudukannoHHu GakTopH

¥ UYecrorara Ha otpunarenno MRD ce ocHOBaBa Ha intent-to-treat MormyJTaus u mpar ot 107

" p-croiiHocT oT Tounus Tect Ha Fisher.

IIpu pecioHaepuTe MeauaHaTa Ha BpeMeTo 10 oTroBop € 1 mecenr (amamazos: 0,9 mo 9,1 mecena) B
rpynara ¢ D-Pd u 1,9 mecena (auanason: 0,9 no 17,3 mecena) B rpynara c Pd. Menuanata na
MIPOIBIDKUTEITHOCT Ha OTTOBOpA HE € MoCTUrHaTta B rpymnara ¢ D-Pd (mmamazon: 1 no 34,9+ mecena) u
e 15,9 mecena (quanazon: 1+ mo 24,8 mecernia) B rpymara ¢ Pd.

Monomepanus - mneewy Myimunien MUENOM C 8UCOK PUCK OM pA3GUMUe HA MYTMUNIEH MUEIOM
SMM3001, otkpuTo, paHaoMu3upano npoyusane dasa Ill, cpaBusaBa epukacHocTTa M O€30MaCHOCTTA
Ha neueHnero ¢ DARZALEX 3a noakoxno npuioxenue (1 800 mg) ¢ akTuBHO HabroAeHUE TPpU
MAIUEHTH C TIEeN] MYJITHIIEH MUEJIOM C BUCOK PHCK OT pa3BHTHE HAa MYJITUIUIEH MuenoM. [Ipu
MAIMEeHTUTE, paHJIOMHU3UPaHU B paMoTo 3a JieueHne, DARZALEX 3a moakoXHO MpUIIOKEHUE

(1 800 mg) e mpuyiarat MOJKOXHO BEAHBXK ceamuyHo (auu 1, 8, 15 1 22) B uxuu ot 1 10 2, cnen
TOBa Ha BcekH 2 cenmuny (quu 1 1 15) 3a mukiun ot 3 110 6, a clieq TOBa Ha BCEKH 4 CEIMUITH J10

39 uuksbia unm 1o 36 Mecena, WM A0 MOTBBPAEHA Mporpecus Ha 3a00JIIBaHETO.

Pannommsupanu ca oomio 390 nanmentu: 194 B pamoto ¢ DARZALEX 3a moakoXHO MPHUIIOKEHUE U
196 B pamoTo ¢ akTuBHO HabmoeHue. 3xoqauTe qeMorpad)CKu XapaKTepUCTHKH H
XapaKTepUCTUKUTE Ha 3a00JSIBAHETO ca CXO/IHU MEXIy JBETE paMeHa Ha Mpoy4BaHeTo. MennaHara Ha
BB3pacTTa Ha nmauueHTuTe € 64 rogunn (auanazoH: 31-86 roguan), 12% ca Ha BB3pacT >75 roguHw,
48% ca ot MbxKH 11011, 83% ca oT eBponenaHaTa paca, 8% ca asuaruu u 3% ca adpoaMepHuKaHIH.
OcemjieceT 1 TpH MPOIIEHTa UMAT cKop 3a pyHkuuonanex cratyc no ECOG 0, a 17% - ckop 1o
ECOG 1. Menunanara Ha polleHTa Ha TIA3MaTHYHUTE KJIETKH B KOCTHUA MO3BK € 20%, a MemuanaTta
Ha BPEMETO OT JjaTaTa Ha TbPBOHAYAHOTO JUATHOCTUIIUPAHE Ha TIEEI] MYJITHILICH MUEJIOM JI0
panmommsanusta e 0,7 roquan. OcemMaeceT MPOLEHTa OT MAMEHTHTE UMAT ITO-MaJIKO OT 3 pUCKOBH
(akTopa, CBbp3aHH C MPOTrpecus A0 MyJITHIDICH MuesoM. Puckosute dakropu ca: cepymer M
npoteuH >30 g/l, IgA SMM, nMmyHHa napanu3a ¢ HaMaJleHUe Ha 2 He3aCeTHAaTH U30THUIIA
AMYHOTIIOOYIIMHYU, CEPYMHO CHOTHOIIIEHHE Ha 3acerHaTu:He3acerHata FLC >8 u <100, kmoHamHu
IUTa3MaTHYHY KJIETKU B KOCTHHUS M0O3bK (bone marrow plasma cells, BMPC) >50% n0 <60% c
U3MepUMO 3a00J1sBaHe. 3a Jja OTrOBapsAT Ha YCJIOBUSATA 3a BKIIFOUBaHE B ipoyyBane SMM3001,
MalMeHTHTE TPsiIOBa 1a MMaT MOHE €AKH OT Te3u puckoBu pakropu 1 BMPC >10%. JleBeTtHanecer
MPOIEHTA OT MaIMeHTuTe UMat cepymed M npoteun >30 g/1, 25% umar IgA SMM, 60% umar
MMYyHHA Mapajn3a ¢ HaMaJICHUe Ha 2 He3acerHaTh UMYHOTJI00YJIMHOBY U30THIIa, 72% MMAaT CEPyMHO
ChOTHOIIIEHUE Ha 3acerHaTH:He3acernatd FLC >8 u <100, a 3% - xmonaaxau BMPC >50% g0 <60% c
M3MEpPUMO 3a00JIsIBaHE.

[IspBuuHaTa KpaifHa To4Ka Ha poyuBaHeTo € Omia PFS, onenena ot Komutet 3a He3aBHCHM TIperiien

(Independent Review Committee, IRC). KpuBute na Kaplan-Meier 3a PFS ca nmokazanu na ¢urypa 4,
a pesynrarute 3a epukacHOCT OoT mpoyuBane SMM3001 ca npeacraBenu B Tabnuna 15 mo-moiy.
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®urypa 4: Kpusu na Kaplan-Meier 3a PFS B npoyusane SMM3001
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Taboauna 15:  Pe3yaraTu 3a epukacHocT oT mpoyuBane SMM3001*
DARZALEX 3a AKTHBHO CboTHOLIEHUE
MOIKOKHO HA0JII0/IeHHe HA IIAHCOBETE
NPHJIOKEHHE (n=196) (95% CI)®
(n=194)
Ipexunssaemoct 6e3 mporpecus (PFS),
Mecenu”
Menuana (95% CI) NE (66,7-NE) | 41,5 (26,4-53,3)
Koedwumment Ha puck (95% CI) 0,49 (0,36; 0,67)
P-croitHoct" < 0,0001
061 otroBop (SCR+CR+VGPR+PR), 83,80
n(%)* (29,69; 236,54),
123 (63,4%) 4 (2,0%) p<0,0001
Heocnopum meien orrosop (sCR) 5 (2,6%) 0
[Ienen orroBop (CR) 12 (6,2%) 0
MHoro no6sp gyactudeH otrosop (VGPR) 41 (21,1%) 2 (1,0%)
UYactuuen otrosop (PR) 65 (33,5%) 2 (1,0%)

Cl=noBeputeneH unrepsai; NE=He Moxe 1a ce oLueHn
B®3 ocHoBa Ha intent-to-treat momysanusi.

w (=)}

MeauanaTa Ha npociieisiBane € 65,2 mecena.

-
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p-croitHOCTTa ce ocHOBaBa Ha log-rank Tect, ctpatuduimpan mo crpaTudUKaHoHeH HaKTop.

H3non3eano e u3uncienue no Mantel-Haenszel na 06IIIOTO CBbOTHOLICHUE Ha MIAHCOBCTE 3a CTpaTI/I(l)I/IL[I/IpaHI/I Ta6III/IHI/I.




Kombunupano neuenue ¢ b6opmezomubd, yukiogpocpamuo u oexcamemaszon npu nayuenmu ¢ AL
amunouoosa

B npoyusane AMY3001, oTkpuTo, paHAOMH3HPAHO, AKTUBHO-KOHTpOJIMpaHo npoyuBane ¢asa IlI, ce
cpaBusiBa nedenre ¢ DARZALEX 3a noakoxuo npunoxenne (1800 mg) B komOuHanus ¢
oopTe3oMu0, nukiaodochamun u nekcamerason (D-VCd) ¢ nedenue ¢ 6opre3oMud, nukiodochamua
u gexcameraszoH (VCd) caMoCcTOsITeTHO TIpH MAIUEHTH ¢ HOBOAMATHOCTHITUPaHa cucTeMua AL
amunono3a. Pangomusupanero e crpatuduunpano no Cucremara 3a cTagupaHe Ha ChbpACYHUTE
uzmenenus npu AL amunongosa (AL amyloidosis Cardiac Staging System), 110 1bp>aBH, KOUTO
0OWMKHOBEHO Tpe/iaraT aBTOJI0’KHA TPAaHCIUIAaHTaMs Ha cTBOsIoBHU KieTku (ASCT) npu manueHTH ©
AL amwunonioza u 1o 0b0peyHa QyHKIHUA.

Bceuuku nanmenTy, BmrodeHn B mpoyuBane AMY 3001, umar HoBoamarHoctumnmpana AL amunongosa
C Hail-MaJIKO €JIMH 3aCerHaT OPTaH, U3MEPUMO XEeMaTOJIOTHYHO 3a00JsIBaHe, ChP/ICYHO 3acsIraHe
cranuii [-IIIA (B3 ocHOBa Ha EBponeiickara Mmogudukamus mo Mayo 2004 3a ctagupaHe Ha
ChpJeUHOTO 3acsrane, European Modification of Mayo 2004 cardiac stage) u kiac I-1IIA mo NYHA.
ITamumentu ¢ xiac I1IB u IV o NYHA ca uskirousanu.

Boprezomub (s.c.; 1,3 mg/m? TenecHa moBBPXHOCT), IUKI0(Gochamus (IIepopasTHO WM 1.V.;

300 mg/m? TenecHa NOBLPXHOCT; MaKCHMaHa 103a 500 mg) u JekcaMeTa3oH (IIepopaTHo MM i.v.;

40 mg unu HamazeHa no3a 20 mg npu narueHT >70 ToAMHN, UHIEKC Ha TenecHata Maca [BMI]
<18,5 wiu manueHTH ¢ XUIEPBOJIEMUS], JIOIIO KOHTPOJIUPAH 3aXapeH quadeT WK MpeaXoTHa
HEMMOHOCHMOCT KbM CTEPOHUIHA TEPaIns) ca IpHUIaraHd BeIHBX CeIMUYHO Ha 1ieH 1, 8, 15 u 22 ot
noBTapsmuTe ce 28-a1HeBHU [4-cenmuunu | TuKkiau. B nuute na npunarane nHa DARZALEX ce naBa
JIeKkcaMeTa30H B 71032 20 mg KaTo JIGKAPCTBEH MPOYKT 33 MPEMETUKAIUs, 2 OCTAHAIOTO KOJIMYECTBO
ce maBa B AeHs cien npuiokeraneto Ha DARZALEX. bopresomu0, nukinodochamua u grekcamerazoH
ce TprwiaraT B mecT 28-1HeBHH [4-CeIMUYHH | ITUKBJIA B IBETEC paMeHa Ha JIEYCHHUE, TOKATO JICICHHUETO
¢ DARZALEX npoabikaBa 0 porpecusi Ha 3a00JsIBaHETO, 3all0YBaHE Ha TOCIIE/IBAIA Tepanus WiIn
3a MaKCHMaJTHO 24 uKbia (~2 TOJIMHH) OT IIbpBaTa /1032 Ha JIEYSHUETO B MpoyuBaHeTo. Kopekiuu Ha
Jo3aTa Ha 0opTe3oMuo, IuKIodochamMu U JeKcaMeTa30H ca MPUIaraHy CIope KpaTKara
XapaKTePUCTHKA Ha TPOIYKTHUTE.

Pannomusupanu ca o61ro 388 narnuentu: 195 B pamoto ¢ D-VCd u 193 B pamoro ¢ VCd. U3zxonuute
neMorpadcKu JaHHHM U XapaKTEPUCTHKHUTE Ha 3a00JIIBAHETO Ca CXOHU MEX/Iy JIBETE TPYITH Ha
nedenue. [Toeuero (79%) oT manueHTHTE UMAT 3200JIIBaHe CHC CBOOOIHHU JIEKH BEPUTH THII JTaMO/1a.
MennanaTta Ha Bb3pacTTa Ha manueHtute € 64 rogunan (quana3on: 34 mo 87); 47% ca > 65 roaunuy;
58% ca mmxe; 76% ca ot eBponenaHara paca, 17% ca oT azuaTcku mpousxo, a 3% ca
apoamepukanny; 23% umar AL amunono3a chC ChplIeYHO 3acsrane KinHndYeH craani [, 40% umar
craguit 11, 35% umart cragmit I11A, a 2% umat ctagmii I111B. Bcnuky mamuedTH ”MaT €IWH FUTH ITOBEUe
3acerHaTH OpPTaHM, a MeAnaHaTa Ha Opos 3acerHaTv opraHu e 2 (quamna3oH: 1-6), kato 66% ot
MAIMEHTHUTE UMAT 2 WM [TOBEeYe 3aCETHATH OpPraHu. 3acsIraHeTo Ha KU3HEHOBAXKHU opraHu €: 71%
cbpue, 59% 6v6penu u 8% uepen apob. [lannenTr cbe cenzopHa neprdepHa HEBPOIATUs CTEIEH 2
Wi ¢ 0oJe3HeHa nepudepHa HeBponarus crerned | ca u3kmouBanu. [IbpBUYHATA KpaifHa TOUKa 32
e(UKacHOCT € yecToTaTa Ha xemaroJjoruyet mbieH orroBop (HemCR) ciopen ouenkaTta na Komurera
3a HE3aBHCHM TperIie]] Bb3 OCHOBA Ha MEXKIYHApOAHHUTE KOHCEHCYycHH KputepuH (International
Concensus Criteria). [IpoyuBane AMY3001 noka3pa nonodpenue Ha HemCR B pamoro ¢ D-VCd B
cpaBHenue ¢ pamoto ¢ VCd. Pesynrarute 3a euxacHocT ca 00001eHu B Taduia 16.

Tabimna 16:  PesynraTtu 3a epuxacHocT oT npoyysane AMY3001?
D-VCd VCd P
(n=195) (n=193) CTOIHOC
T
XemarousioruueH mbiieH o1roBop (HemCR), n (%) | 104 (53,3%) 35 (18,1%) <0,0001°
Mmoro n06sp wactuueH otroBop (VGPR), n (%) | 49 (25,1%) 60 (31,1%)
Yactuuen otrosop (PR), n (%) 26 (13,3%) 53 (27,5%)
XematonoruaeH VGPR wm no-go6sp (HemCR + | 153 (78,5%) 95 (49,2%) <0,0001°
VGPR), n (%)
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[IpexuBseMocT O€3 Mporpecus ChC 3HAYUTEITHO 0,58 (0,36; 0,93) 0,02117
BIIOIIIaBaHE BBB GyHKIMATA Ha opranute (MOD-
PFS), Koeduuuent Ha pucka npu 95% CI®

D-VCd=naparymymab-60opre3omud-tnknodochamua-nexcamera3on; VCd=06oprezomubd-ruxiopochammm-

nekcamerasoH; CI=noBepureneH HHTepBall.
a

Benuku pesynTatu OT IIaHHUpaHUS aHANW3 Cliel MeauaHa Ha npocneassase 11,4 Mecena Bb3 OCHOBa Ha intent-to-treat
MOy aIHsI.
p-croitHOCT OT XU-KBajpar Tect Ha Cochran Mantel-Haenszel.

MOD-PFS e omnpererneHa KaTo XeMaToJOTHYHA IPOTPECHs, 3HAYUTEIHO BIIOIIABaHE BbB (QYHIHATA HA OPTraHHUTE
(cppue mim OBOpenH) Wil CMBPT.
Homunanua p-croitHocT ot inverse probability censoring weighted IPCW) log-rank Tecrt.

IIpn menuana Ha npocneasBane 11,4 mecena, mpu pecrioHepuTe MearanaTa Ha Bpemero 1o HemCR e
60 muu (muramazoH: 8 mo 299 mum) B rpynara ¢ D-VCd u 85 nam (auanazon: 14 mo 340 muu) B rpymnara
¢ VCd. Menuanata Ha BpemeTo 10 VGPR miu mo-no0sp € 17 auu (quama3on: S5 no 336 qHu) B
rpynarta ¢ D-VCd u 25 nuu (nuanason: 8 go 171 aum) B rpynara ¢ VCd. Menuanara Ha
npoabsmkutenHocT Ha HemCR He e gocturnara u B 1BeTe paMeHa.

Crnen menmana Ha npocrnessBane 61,4 mecema, oomute HuBa Ha HemCR ca 59,5% (95% CI: 52,2,
66,4) B rpynata ¢ D-VCd 1 19,2% (95% CI: 13,9, 25,4) B rpynara ¢ VCd (cboTHOLIEHHE HA
mrancosete [D-VCd cupsmo VCd] 6,03 ¢ 95% CI: 3,80, 9,58).

Pesynararute or MOD-PFS ananu3za cinen mennana Ha npociensaBase 61,4 Mecena nokassar
nonoopenue B MOD-PFS npu naunentute B rpynata ¢ D-VCd B cpaBaenue ¢ rpynara ¢ VCd.
Koedumuentst Ha puck (HR) 3a MOD-PFS e 0,44 (95% CI: 0,31, 0,63), a p-croitHocTTa ¢ <0,0001.
Menunanara Ha MOD-PFS we e nocturnara B pamoto D-VCd u e 30,2 mecena B pamoro ¢ VCd.
Wzuucnenara no Kaplan-Meier 60-meceuna gectora Ha MOD-PFS e 60% (95% CI: 52, 67) B pamoTo
¢ D-VCd u 33% (95% CI: 23, 44) B pamoTo ¢ VCd.

®urypa S: Kpusu na Kaplan-Meier 3a MOD-PFS B npoyusane AMY3001
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Cren menmana Ha nipociesBane 61,4 mecena ca HaOmoaaBanu o610 112 cMbpTHE citydas [n=46
(23,6%) B rpynara c D-VCd coipsimo n=66 (34,2%) B rpynara ¢ VCd]. Meaunanara Ha oOmaTta
npexuBseMocT (OS) He € TocTUrHaTa B HUTO €IHO OT paMeHeTe; Bbipeku ToBa, HR 3a OS ¢ 0,62
(95% CI: 0,42, 0,90), a p-croitaocTTa € 0,0121. 60-meceunara OS e 76% (95% CI: 69, 82) B pamoTo
D-VCd u 65% (95% CI: 57, 71) B pamoto ¢ VCd.

®@urypa 6: Kpusu na Kaplan-Meier 3a OS B npoyuBane AMY3001
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Kinanuen onut ¢ gaparymyMad KOHIIEHTpAT 3a MH(GY3MOHEH pa3TBop (JiekapcTBeHa GopMa 3a
HHTPABEHO3HO IIPIIOKEHHUE)

Hosoduaenocmuyupan myrimunien muenom

Kombunupano nevenue ¢ neHanudomuo u 0eKcamemaszon npu nayueHmu, KOUmo He ca noOXooauu 3a
ABMOIONCHA MPAHCIIIAHMAYUS HA CIMBOJI08U KIEeMKU

[IpoyuBane MM Y3008, oTkpuTO, paHAOMH3UPAHO, AKTUBHO-KOHTPOJIMPaHo npoyyBane ¢asza 11,
CpaBHsBa JICUeHHE C JapaTyMyMal 3a HHTpaBeHO3HO mpuioxenue 16 mg/kg B koMOMHaLus ¢
JIEHATMIOMUJ ¥ HUCKa 1032 aekcamera3oH (DRd) ¢ medenne ¢ meHanmmoMua u HACKA 1032
nexcameTa3oH (Rd) mpu manueHTH ¢ HOBOJUArHOCTUIIMPAH MYJITHILIEH MHETIOM. JleHannmoMug

(25 mg npunaras nepopaiHO BEAHBX JHEBHO Ha THU 1-21 oT moBTapsiuu ce 28-aHeBHH [4-
CeIMWYHH | IMKJIN) CE TpUJIara ¢ HUCKa /1032 TIepopalieH MM HHTPABEHO3EH JeKCaMeTa30H

40 mg/ceamuiia (win HamaaeHa go3a oT 20 mg/ceaMuIIa IPU NAIMEHTH >75 TOAMHU WK MHICKC Ha
tenecHara maca [body mass index, BMI] <18,5). B naute Ha nndy3us Ha qaparymymab 3a
MHTPABEHO3HO MPUIIOKEHHE 103aTa Ha JEKCAMETa30H Cce MpHUiiara KaTo NpeMeIuKanus mpean
uHdy3usaTa. Kopeknum Ha jj03aTa 3a JSHATUIOMU U JICKCAMETa30H c€ U3BBPIIBAT ChITIACHO KpaTKarta
XapaKTepUCTUKA Ha MPOIYKTa, MPelocTaBeHa OT NPonu3BoaAnTeNs. JleueHneTo npoapinkaBa B IBETE
paMeHa 110 mporpecusi Ha 3a00JIIBaHETO WM HEIPHEMIIMBA TOKCUYHOCT.
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Pannomusupanu ca o610 737 naruenrta — 368 B pamoto Ha DRd 1 369 B pamoto Ha Rd. W3xoaHute
neMorpadcKy TaHHU U XapaKTePUCTHKUTE Ha 3a00JISIBAHETO Ca CXOIHH MEXY JABETE TePANCBTUIHH
pamena. Menuanara Ha Bb3pactTa € 73 (auana3on: 45-90) rogunu, kato 44% OT MalMeHTHTE ca Ha
BB3pacT > 75 roaunu. [loBeuero ca ot Osnata paca (92%), mexe (52%), 34% umat ckop 3a
(YHKIIMOHAIHO ChCTOSIHUE 10 CKajlaTa Ha V3TouyHara KoonepaTuBHa oHKojornyHa rpymna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umart ckop o ECOG 1, a 17% umat ckop no ECOG
>2. [IBaneceT U ceieM MpoLeHTa UMaT 3abomnsBane cTaguii | mo MexxayHapoaHaTta ctaaupaiia
cuctema (ISS), 43% umar ISS craguii Il u 29% umart ISS cranuii 11I. EpukacHocTTa € omieHeHa upe3
npexuBseMoctTa 06e3 nmporpecus (PFS) Bb3 ocHOBa Ha kpuTepunTe Ha MexTyHapoaHaTa paboTHa
rpyna no muenoM (International Myeloma Working Group, IMWG) u upe3 obmiara npe>kuBsieMocT
(0S).

IIpn Mmenuana Ha npocneasBane 28 Mecena MbpBUYHMAT aHaK3 HA PFS B npoyusane MM Y3008
nokasea nogodpenue B pamoto Ha DRd B cpaBHenue ¢ pamoro Ha Rd; menuanata na PFS ne e
nocturuara B pamoro Ha DRd u e 31,9 mecena B pamoto Ha Rd (HR=0,56; 95% CI: 0,43, 0,73;

p <0,0001), xoero npexacrasisiBa 44% HamalleHHE Ha PUCKa OT MIPOTPecHs Ha 3a00JIIBAHETO MITH
CMBPT IIPU NauueHTuTe, JekyBanu ¢ DRd. Pesyntatute ot aktyanusupanus ananu3 Ha PFS cnen
MeJMaHa Ha npociensBaHe 64 Mecela MpoabKaBaT Jla oka3BaT nogodpenne Ha PFS npu
nanueHTuTe B pamoto Ha DR B cpaBHenue ¢ pamoro Ha Rd. Menuanara 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 7: Kpusu na Kaplan-Meier 3a PFS B npoyusane MM Y3008
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IIpu menuana Ha pocneasBane 56 mecena DRd mokassa mpenuMcTBoO 1Mo oTHOMIeHHE Ha OS B
cpaBHenue ¢ pamoro Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pe3ynratute ot
aKkTyanusupanus aHanus Ha OS cieq MeanaHa Ha mpocieasBane 89 Mecena NpoabiikaBaT Aa MOKa3BaT
nonoOpenre Ha OS mpu maruenTuTe B pamoto Ha DR B cpaBHeHme ¢ pamoTo Ha Rd. Mennanara Ha
0OS ¢ 90,3 mecena B pamoto Ha DRd u 64,1 mecena B pamoro Ha Rd (HR=0,67; 95% CI: 0,55, 0,82).
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®@urypa 8: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3008

1.0

0.8 —

0.6 —

0.4 —

[Mponopupsi NPeKUBAEMOCT

0.2 —
0.0 T T T T T T 1 T T 1 T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108
No. B puck Mecai

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

59 11 2 0

D-Rd 368 346 338 328 306 297 280 266 249 246 233 217 206 195 168 90 21 0 O

JlonbIHUTEIHY PE3YITaTH 3a epuKacHOCT oT npoyuBane MMY 3008 ca npeacraBenu B Tabnuma 17

10-7107Ty.

Taboauna 17: JonbJHUTETHH Pe3yJITaTH 3a epUKACHOCT OT npoyuBane MMY3008*

DRd (n=368) Rd (n=369)
0611 otroBop (sCR+CR+VGPR+PR) [n(%)]* 342 (92,9%) 300 (81,3%)
p-cToiiHOCT® <0,0001
Heocmopum menien otrosop (sCR) 112 (30,4%) 46 (12,5%)
[Ibnen otrosop (CR) 63 (17,1%) 46 (12,5%)
MHoro no6sp gactuden otrosop (VGPR) 117 (31,8%) 104 (28,2%)
Yacrtuuen orrosop (PR) 50 (13,6%) 104 (28,2%)

CR wm no-no6sp (sCR + CR)

175 (47,6%)

92 (24,9%)

p-croitHoct® <0,0001

VGPR win mo-1066p (SCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-cToiHOCT® <0,0001

UYecroTa Ha orpunateniHo MRD*® n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28,9%)

(4,9%, 10,5%)

CrorHomIeHue Ha mancosere ¢ 95% CIF

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

p-cTOMHOCT”"

<0,0001
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DRd=pnapatymymab-neHanuoMu-aeKcamerasot; Rd= ireHanumpomua-nexcamerazon; MRD=MUHHMAaIHO OCTATHYHO
3abossBane; Cl=moBepurerneH HHTEpBaI
a

b

B13 ocHOBa Ha intent-to-treat TIOITy JIaLIUs

p-croitHOCT OT XM-KBajpar Tect Ha Cochran Mantel-Haenszel
C

d

B®3 ocHoBa Ha npar 107

HW3nomsBano e nzuncinenue no Mantel-Haenszel Ha 001100 ChOTHOLIEHHE HA NTAHCOBETE 32 HECTPATH(HIUPAHT
Tabmuuu. ChOTHOLIEHHE Ha IaHCOBeTe > 1 moka3Ba npeguMcTso 3a DRd.
p-croifHOCT OT TOYHUS TecT Ha Fisher.

IIpu pecionnepuTe MeauanaTa Ha BpeMmeTo 10 otroBop € 1,05 mecena (amamazon: 0,2-12,1 mecerna) B
rpynara Ha DRd u 1,05 mecena (nnanason: 0,3-15,3 mecena) B rpynara Ha Rd. Menuanata Ha
NPOIBIDKUTEIHOCT Ha OTTOBOpa HE € AocTurHata B rpynara Ha DRd u e 34,7 mecena (95% CI: 30,8,
HE MOJKE JIa Ce OIIeHHW) B Tpymara Ha Rd.

Kombunupamno neuenue c bopmesomud, meagpanarn u npeonuson (VMP) npu nayuenmu, xoumo ne ca
HOOX00AWU 34 ABMOJIOHCHA MPAHCNIIAHMAYUA HA CIBONI08U KIeMKU

IIpoyuBane MMY 3007, oTkpuTO, paHAOMHU3UPAHO, AKTUBHO-KOHTPOJIMPAHO MpoyuBaHe ¢asa I,
CpaBHsBa JICYEHUETO C JapaTyMyMal 3a HHTPaBEHO3HO mpuioxenue 16 mg/kg B komOnHaLus ¢
6oprezomu0, mendanan u npeaauson (D-VMP) ¢ neuennero ¢ VMP npu nauneHTtu ¢
HOBOJIMATHOCTHUIIMPAH MYJITUILICH MUEIIOM. bopTe3oMu0 e nmpriaran upe3 MmoJIKoKHA HHKEKIINS B
no3a 1,3 mg/m? TenecHa HOBBPXHOCT IBa IILTU CEAMHUYHO Ha CeAMHIM 1, 2, 4 ¥ 5 3a mbpBUs 6-
CeIMHUYEH UUKBJI (UUKBI 1; 8 7031), MOCIEABAHO OT BEAHBK CEIMUYHO NPUIIOKEHHE Ha CEIMUIH 1,
2,4 1 5 3a ome oceM 6-CeIMUIHY LIUKIH (UKIK 2-9; 4 1034 Ha UKB). Mendanan B 103a 9 mg/m? u
npeanu3oH 60 mg/m? ce mpuiIarat nepopaitHo B JHU 1 10 4 OT JeBeT 6-CeAMMYHH IUKIH (UK 1-9).
JleuenueTo ¢ JapaTyMyMa0 3a HHTPaBEHO3HO MPUIOKEHHE MPOABIDKaBa A0 MPOrpecus Ha
3a200J5IBAHETO MJIU J10 HEIPHEMJIMBA TOKCUYHOCT.

Panpomusupanu ca 00mo 706 nanuentu: 350 B pamoro Ha D-VMP 1 356 B pamoro Ha VMP.
Uzxoauute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3200 sIBAHETO ca MOJOOHHU B IBETE IPYIN HA
nedeHue. MenuanaTa Ha Bb3pactta ¢ 71 (mmamazon: 40-93) romunu, kato 30% ot manueHTuTe ca >75-
rojunrHa Be3pact. [loBedyero ca ot Osutara paca (85%), sxenu (54%), 25% umat GyHKIIMOHAIIEH CKOP
o ECOG 0, 50% umart ckop o ECOG 1, a 25% umar ckop no ECOG 2. Ilanmentute nmat
1gG/IgA/nexoBeprxer MuenoM B 64%/22%/10% ot cinyuaure, 19% umar 3a6omnsane ISS cramuii 1,
42% umart ISS craguii 11, 38% umar ISS craguii 111, a 84% nmaT HUTOr€HETUYHHN U3CJIEABAHUS ChC
crangapTeH puck. E¢ukacnoctra e ouenena upe3 PFS Bb3 ocHoBa Ha kpurepuute Ha IMWG 1 Ha
obmara npexussemoct (OS).

IIpn Mmenuana Ha npocneasBane ot 16,5 Mecena mepBUYHUAT aHanu3 Ha PFS B mpoyusane MM Y3007
nokasea nogodpenue B pamoto Ha D-VMP B cpaBHenue ¢ pamoto ¢ VMP; mennanara na PFS ne e
nmocturnara B pamoto Ha D-VMP u e 18,1 mecena B pamoto Ha VMP (HR=0,5; 95% CI: 0,38; 0,65;

p <0,0001). Pezynrarute ot akryanusupa ananu3 Ha PFS cnex mennana Ha mpociensiBaHe oT

40 Mecera mpoIpIDKaBar Aa mokaspart nojgoopenue Ha PFS npu manmenTture B pamoro Ha D-VMP B
cpaBHeHue ¢ pamoto ¢ VMP. Menunanata uva PFS e 36,4 mecena B pamoto Ha D-VMP 1 19,3 mecena B
pamoto Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p<0,0001), xoeTo npeacrapisBa 58% HamMaleHHE HA
pHCKa OT mporpecust Ha 3a00JsIBAHETO WIIM CMBPT NPH NALMEHTHTE, JeKyBaHu ¢ D-VMP.
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®@urypa 9: Kpupu na Kaplan-Meier 3a PFS B npoyuBane MMY3007
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D-VMP 350 322 312 298 292 265 243 220 207 202 188 173160 113 63 26 9 0

Crnen meauana Ha npocneasBane ot 40 mecena D-VMP nokassa npeaumcTBo o oTHouieHue Ha OS B
cpasuenue ¢ pamoto ¢ VMP (HR=0,60; 95% CI: 0,46, 0,80; p=0,0003), koero npencranisasa 40%
HaMaJICHUE Ha PUCKA OT CMBPT IIPH MMAIIMCHTUTE, JIKYBaHH B paMoTo Ha D-VMP. Ciex mennana Ha
npocnensBane 87 mecena, Mmenuanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP u
53,6 mecena (95% CI: 46.3, 60.9) B pamoto Ha VMP.
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®@urypa 10: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3007
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JombaHuTeNHN pe3ynTaTty 3a epukacHoct ot npoyuBane MMY3007 ca npenctaBenu B Tabauna 18
10-I0JLy.

Taboauna 18: lonmbJHUTETHH Pe3YJITaTH 3a epHKACHOCT OT npoyuBane MMY3007*
D-VMP (n=350) | VMP (n= 356)
0611 otroBop (SCR+CR+VGPR+PR) [n(%)] 318 (90,9) 263 (73,9)
p-cToiiHOCT® <0,0001
Heocnopum meiier otrosop (sCR) [n(%)] 63 (18,0) 25 (7,0)
[Isaen orroop (CR) [n(%)] 86 (24,6) 62 (17,4)
Mmoro 100bp yactuueH otroBop (VGPR) [n(%)] 100 (28,6) 90 (25,3)
UYactuuen otroop (PR) [n(%)] 69 (19,7 86 (24,2)
UYecroTta Ha orpunarenano MRD (95% CI) ® (%) 22,3 (18,0;27,0) | 6,2(3,9;9,2)
ChOTHOIIICHHE Ha mancoBeTe ¢ 95% CI" 4,36 (2,64; 7,21)
p-CTOWHOCT" <0,0001

D-VMP=naparymyma6-60pre3omud-mendanan-npeanusos; VMP=06oprezomub-mendanan-npeHu30H;
MRD=muHUMaIHO OCTaTHh4YHO 3a00saBaHe; CI=noBepuTeneH HHTEpBaL.
a

6

B®3 ocHoBa Ha intent-to-treat mormysmanusi.
p-croitHOCT OT XU-KBagpar Tect Ha Cochran Mantel-Haenszel.
®  Bp3 ocHoBa Ha mipar 107,

N3nomsBano e u3uucnenue no Mantel-Haenszel Ha 061110TO ChOTHOIICHNE Ha IIAHCOBETE 33 CTPATH(OULMPAHU
Tabnuiu. ChOTHOLICHHE Ha IIaHCOBeTe > | moka3Ba mpeauMcTBo 3a D-VMP.

T

p-croifHOCT OT TOYHUS TecT Ha Fisher.

IIpu pecionaepuTe MeauanaTa Ha Bpemeto 10 otroBop € 0,79 mecena (auamazon: 0,4 mo 15,5 mecera)
B rpymara ¢ D-VMP u 0,82 mecena (muamnason: 0,7 mo 12,6 mecemna) B rpynata ¢ VMP. Menuanara Ha
NPOIBIDKUTEIHOCT Ha OTTOBOpa HE € AocTurHata B rpynara ¢ D-VMP u e 21,3 mecena (nuamnazon:
18,4, HE MOXKe J1a ce oIleHH) B TpymnaTta ¢ VMP.
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W3BbpiieH e aHanu3 Mo NOATPYIH IIPHU MAaLMeHTUTE Ha Bb3pacT Hall-Manko 70 rovHu WiIH IIpU
NalMeHTHUTE Ha BB3pacT 65-69 roaunu ¢ pynkuuoHanen ckop no ECOG 2 unu mox 65-roauiiza
BB3PACT ChC 3HAYUTEIIHU CHITBTCTBALIM 3a00msaBanus win ¢pyHkunonanex ckop no ECOG 2 (D-VMP:
n=273, VMP: n=270). Pe3ynratute 3a eQpHUKaCHOCT B Ta3u MOArPyIa CbOTBETCTBAT Ha o0IaTa
nomynaius. B tasu moarpyma mequanata Ha PFS He e mocturnara B rpynata ¢ D-VMP u e

17,9 mecemna B rpynara ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p<0,0001). O6mrara yecrora Ha
otroBop ¢ 90% B rpymara ¢ D-VMP u 74% B rpynata ¢ VMP (uectora HaVGPR: 29% B rpymara c
D-VMP u 26% B rpynata c VMP; CR: 22% B rpynata ¢ D-VMP u 18% B rpynata ¢ VMP; gectoTa
Ha sCR: 20% B rpymnata ¢ D-VMP u 7% B rpynata ¢ VMP). Pesynrtarute 3a 6e30macHOCT B Ta3u
MOJrpyIia CbOTBETCTBAT Ha oO1ara nomyiauus. OCBEH TOBa, aHANNU3UTE 3a OE30MacCHOCT B
noJrpynara nanuenTu ¢ pynknuonaner ckop no ECOG 2 (D-VMP: n=89, VMP: n=84) cpio
CHOTBETCTBAT Ha 00I1aTa MOy JIaLHs.

Kombunupano neuenue ¢ bopmezomud, maaudomuod u dexcamemasor (VI1d) npu nayuenmau,
noo0X00sWU 3a A8MON0NCHA mparcnianmayus Ha cmeonosu kiemku (ASCT)

[IpoyuBane MMY 3006 e oTkpuTO, paHAOMU3NPAHO, AKTHBHO-KOHTPOJIMPaHO MpoyuBaHe ¢a3a 1l B
nBe yactu. Yact 1 cpaBHsSBa MHAYKIIMOHHO U KOHCOJUAMPAILO JICYCHHUE ¢ JapaTyMmyma0 3a
MHTPaBEHO3HO npuiioxkenne 16 mg/kg B komOMHanuMs ¢ 60pTe30MHO, TATUIOMHU/ U iekcameTa3oH (D-
VTd) c neyenne c 6oprezomuo, TamumgomMun u nekcametason (VTd) nmpu nmammenTn ¢
HOBOJIMArHOCTUIIUPAH MYITHILIEH MuesioM, noaxoasmy 32 ASCT. da3aTa Ha KOHCOIHIUPAIIIO
nedenue 3anouBa MuHuMyM 30 gau cieq ASCT, korato narMeHTsT ce € Bb3CTaHOBUII IOCTATHUHO U
MIPUEMaHeTO Ha TPUCA/KaTa € TBIHO. B "acT 2, y4acTHUIINTE, KOUTO ca C TIOHE YaCTUICH OTTOBOP
(PR) mo nmen 100 ciien TpaHcmaHTanuys ca MOBTOPHO PaHIOMHU3HPAaHH B choTHOMEeHHE 1:1, Ha
MOJUTBPIKAII0 JICUEHHUE ¢ JapaTyMymal win camo HaOroaaBanu. [1o-10my ca onucanu camo
pe3yaTaTH ot Jact 1.

Bopre3oMu6 ce mpuiara upe3 MoAKOKHA WM MHTPABEHO3HA MHKEKIMA B 1032 1,3 mg/m? TenecHa
MMOBBPXHOCT JIBA ITHTH CEJAMHYHO B IPOABIDKEHUE HA IBEe ceaMuIty (nuu 1, 4, 8 u 11) oT moBTapsmmTe
ce 28-mHeBHU (4-ceIMUYHH) TUKIN Ha UHIYKIIUOHHO JiedeHue (MUK 1-4) 1 1Ba KOHCOJIUANPAIIIH
rukbia (i S u 6) cien ASCT cnen muksba 4. Tanmupomua ce npunara nepopaiHo B qo3a 100 mg
JTHEBHO I10 BpPEME Ha IIeCTTe HUKbIa ¢ 0opTe3oMud. Jlekcamera3oH (repopajicH Wil HHTPABEHO3EH )
ce mpwara B no3a 40 mg B mau 1, 2, 8,9, 15, 16,22 w23 ot ukom 1 12 1 B 1o3a 40 mg B aau 1-2 u
20 mg B mocyeBaINTE JHU Ha npuiiokeHue (qau 8, 9, 15, 16) ot nukiu 3-4. Jlekcamerason 20 mg ce
npuiara B auu 1, 2, 8,9, 15, 16 ot uukiau 5 u 6. B nHuTe Ha uH(py3ust Ha gapaTymymad 3a
WHTPaBEHO3HO MPUJIOKEHNE J03aTa Ha JEKCaMeTa30H Ce Iprlara HHTPABEHO3HO KaTo JICKApPCTBEH
MPOAYKT, puiaraH npeau uHdpysusara. Kopekuuu Ha 103ute Ha 00pTE30MHUO, TATUAOMUI U
JIEKCAMETA30H C€ MPaBAT ChIIACHO KpaTKaTa XapaKkTEpPUCTUKA Ha MPOAYKTA, IPEACTaBEHA OT
MIPOU3BOIUTETIS.

Pannommsupanu ca oomio 1 085 marmentu: 543 B pamoto Ha D-VTd u 542 B pamoto Ha VTd.
Uzxoanute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3a00JSIBAHETO ca MOJOOHH MEKIY JIBETE
rpynu Ha jeyeHne. MenuaHara Ha Bb3pacTTa € 58 (nuamna3on: 22 10 65) roguau. Bcuuky manueHTH
ca < 65 rogunau: 43% ca BBB Bb3pacToBarta rpymna > 60-65 rogunu, 41% ca BbB B3pacToBaTa rpymna

> 50-60 ronunau u 16% ca Ha BB3pacT nof S0 roguau. [ToBeueTo ca Mbxe (59%), 48% umat
(dynkimonanen ckop mo ECOG 0, 42% umar ¢ynkimonanen ckop no ECOG 1 u 10% umar
¢ynkunonanen ckop no ECOG 2. Yetupuaecer npoueHTta uMat 3a0ossiBade B craauii I mo
MexaynaponHarta cuctema 3a craaupane (International Staging System, ISS), 45% umat craauii Il o
ISS u 15% umat craanii III mo ISS.

EdwukacHocTTa € orieHsIBaHa 110 YecTOTa Ha HeocopuM IrhiieH otroBop (SCR) B nen 100 crex
TpaHcmnantauusara u PFS.
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Tabumna 19:  Pesyararu 3a epukacHocT oT npoyusane MMY3006*

D-VTd VTd (n=542) | P-croiinoct®
(n=543)
Ouenka Ha otroBopa B 1ieH 100 ciex
TPAHCILUIAHTAIUSTA
Heocnopum meiien otrosop (sCR) 157 (28,9%) 110 (20,3%) 0,0010
CR wmm no-066p (sSCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
MHoro 100bp 4acTUYEH OTTOBOP WIIH
m0-1005p (SCR+CR+VGPR) 453 (83.,4%) 423 (78,0%)
Otpunarenino MRD™ " n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (39,3%;
(59,5%; 67,8%) | 47,8%)
CrotHomeHue Ha mancosere ¢ 95% CI* | 2,27 (1,78; 2,90)
Otpunatenno MRD B komOunanus ¢ CR wmm | 183 (33,7%) 108 (19,9%) <0,0001
mo-106po” n(%)
95% CI (%) (29,7%; 37,9%) | (16,6%;
23,5%)

CrorHomeHue Ha mancosere ¢ 95% CI*

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

D-VTd=naparymyma6-60pTe3oMub-ranuaomMua-aexcamerasot; VTd=60pre3oMu6-TannaoMua-1eKcaMeTa3oH;
MRD=munnmManto ocrarbuHo 3adoisiBane; CI=noBepuTeneH HHTEpBAL.

2 Bp3 ocHOBa Ha intent-to-treat mormyanus.

B®3 ocHOBa Ha npar 10,
HesaBucumo ot orrosopa no kpurepuute Ha IMWG.

H 2 w O

TaOJIHIIH.

p-croitHocT ot xu-KkBagpar Tect Ha Cochran Mantel-Haenszel.

N3nomsBano e u3uucnenue no Mantel-Haenszel Ha 06110TO ChOTHOIICHNE Ha IIAHCOBETE 33 CTPATH(OULMPAHU

IIepBuynusT ananus Ha PFS npu npocnenssane ¢ Mmeauana 18,8 Mecena, upes LieH3ypupaHe Ha
MAIUSHTUTE, KOUTO Ca PaHAOMU3UPAHU 3a TIOUTHPIKAIIO JICUSHHE C JapaTyMyMal Mpu BTOparta
pargomm3anus, nokazsa HR=0,50; 95% CI: 0,34, 0,75; p=0,0005 kM gaTaTta Ha BTOpaTa
pangomu3zanus. Pesynrature ot aktyanu3upan aHanu3 Ha PFS ¢ Meauana Ha npociensBane

44,5 mecena, upe3 ICH3YpUPaHe Ha MAIlMEHTUTE, KOUTO Ca PaHIOMHU3UPaHU 3a TOAIBPIKAIIO JICUCHHE
¢ naparymyma0 mpu BTOparta pangomusanus, nokassat HR=0,43; 95% CI: 0,33; 0,55; p<0.0001.
Menunanara va PFS e e nocturnara B pamoro Ha D-VTd u e 37,8 mecena B pamoto Ha VTd.
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®@urypa 11: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3006
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Peyuousupan/pedppaxmeper myamunien mueiom

MomnoTtepanusi:

Knuangnata edrkacHOCT ¥ 6€30MMacHOCT Ha MOHOTEpaIuATa ¢ AapaTyMyMad 3a HHTPaBEHO3HO
MIPUJIOKEHUE MIPH JICUCHUE HAa Bh3PACTHU MAIMCHTH C PEIUIUBUPAI U pepaKTePeH MYyITUILICH
MUEJIOM, YUSATO MPEIUIITHA TePa¥sl BKIFOYBA MPOTEa30MESH HHXUOUTOP U UIMYHOMO/IYJIATOPHO
CPEJICTBO U KOWTO Ca MOKAa3aJIH MPOTrpecys Ha 3a00JIIBAHETO MPH MOCIeIHATa Tepanus, ca
JIEMOHCTPHUPAHH B BE OTKPUTH IPOYUBAHHUSL.

B npoyusane MMY 2002, 106 naiueHTH ¢ peluauBUpai U pepakTepeH MyITHILICH MUEIOM
nony4asat 16 mg/kg napatymymad 3a HHTpaBEHO3HO MPUIIOKEHHUE JI0 TIPOrpecHs Ha 3200 IsIBAHETO.
Menunanara Ha Bp3pacTTa Ha manueHTuTe € 63,5 ronuan (quamaszon ot 31 no 84 rogunwn), 11% ot
ManueHTuTe ca >75 rogunH, 49% ca Mbxe U 79% ca ot eBporenaHa paca. [lanuenture momydasar
CpeIIHO 5 mpeamecTBaly JUHIH Tepanusa. OceMIeceT MpoleHTa OT MalMEeHTHTE ca MMOAJI0KEHH Ha
MIpeIX0Ha aBTOJIOKHA TpaHCcIaHTanusa Ha cTBosioBH KieTku (ASCT). [IpenmecTBamiure Tepaniu
BKIItouBaT 60opTezomud (99%), nenanmmomun (99%), nomamumomu (63%) u kapdunzomud (50%). Ha
U3X0JIHO HUBO 97% OT MalMeHTUTE ca pepakTepHH Ha TMOCIeIHATA JJUHUAS Ha JieueHue, 95% ca
pedpakTepHH KakTo Ha npoTeazomer naxuoburtop (PI), Taka 1 Ha IMYHOMO/IYJIUPAIIO CPEICTBO
(IMiD), 77% ca pedpakTepHH Ha aJKHUIUPAIIN CpeAcTBa, 63% ca pedpakTepHU HA TOMATUIOMUI U
48% ot mauuenture ca pedpakrepHu Ha KapPpuazoMuo.

PeSyJ’ITaTI/ITe 3a C(I)I/IKaCHOCT OT MPEABAPUTEIIHO IIJIAHUPAHUSA MCKIANHCH aHAJIM3, Bb3 OCHOBA Ha

onenka Ha Komurer 3a He3aBucum mperien (Independent Review Committee, IRC) ca npencrasenu B
tabymia 20 mo-maoiy.
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Tabimna 20: Ouenenu ot IRC pe3yaraTu 3a epukxacHoct ot npoyysane MMY2002

Kpaiina Touka 3a epuxkacHoct Jdapatymyma6 3a
HHTPaBEHO3HO MPUJIOKEeHUE
16 mg/kg
N=106

O6ma crenen Ha o1roBop’ (ORR: sSCR+CR+VGPR+PR) [n 31(29,2)

(%)]

95% CI (%) (20,8, 38,9)
Heocnopum meiaien otrosop (sCR) [n (%)] 3(2,8
[Tenen orroop (CR) [n] 0
Mmoro n066p yactuueH otroBop (VGPR) [n (%)] 10 (94)
UYactuuen otroBop (PR) [n (%)] 18 (17,0)

Crenen Ha kimanyHa nomsa (ORR+MR) [n(%)] 36 (34,0)

CpenHa IpoABIDKUATENHOCT Ha 0TroBopa [meceru (95% CI)] 7,4 (5,5, NE)

CpenHo BpeMe 0 OTTOBOp [Mecelty (Iuana3oH)] 1(0,9; 5,6)

ITepBruHa kpaifHa TouKa 3a epukacHoCT (kpuTepnu Ha International Myeloma Working Group).
Cl=noBepureneH unrepai; NE=He e ouenumo; MR=MuHumaieH OTroBop.

Oo6marta crerneH Ha orroBop (ORR) B MM Y2002 e cxoHa HE3aBUCHUMO OT THITA IPEIXOAHA
AHTUMHUEIIOMHA TepaIusl.

[Ipu akTyanu3anus Ha TaHHUTE 32 MPESKUBICMOCT TIPU CPETHA MPOIBIDKUTEITHOCT HA MPOCIIEIBaHE
14,7 mecemna, OS e 17,5 mecena (95% CI: 13,7, He e omleHUMAa).

IIpu npoyusane GEN501, 42 manueHTy ¢ peuuIuBApaI U pedpakTePeH MyITHILICH MHUEIOM
noiyvasat 16 mg/kg napatymyma0 3a HHTpaBEHO3HO NPUIIOKEHHUE 10 IPOrpecus Ha 3a00JIsIBAHETO.
MenuanaTta Ha Bh3pacTTa Ha manueHTuTe € 64 roguan (auamna3oH ot 44 go 76 rogunn), 64% ca MbxKe
u 76% ca ot eBponenaHa paca. [laneHTHTE B MTPOYUYBAaHETO MOTy4YaBaT CPEAHO 4 MpeAecTBaIIN
nuHuM Tepanus. CeaeMaeceT U YeTUPH NMPOLEHTa OT MAMEeHTHTE Nory4daBaT npeaxonHa ASCT.
[IpenmectBamuTe Tepanuu BKItoYBat 6oprezomud (100%), nenammmomun (95% ), moMaIuIoOMuI
(36%) n kappunzomu6 (19%). Ha uzxonno HUBO 76% OT nmanueHTUTE ca pepakTepHH Ha IMOCIeHATAa
JMHUSA Ha JedeHue, 64% ca pedpakrepunu kakTto Ha P, Taka u va IMiD, 60% ca pedpakrepHu Ha
ANKUJIMpAIly cpelcTBa, 36% ca pedpakTepHu Ha nmomMaauaoMua u 17% ca pedpaxtepHu Ha
Kkappun3oMuo.

[penBapuTenHO MIAHUPAHUAT MEKIUHEH aHAIN3 MTOKa3Ba, Ye JICYSHUETo ¢ napatymymad 16 mg/kg
Boju 110 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 otroBop € 1 mecer (quana3on ot 0,5
1o 3,2). CpegHaTa MpoaBIDKUTEITHOCT Ha OTTOBOP He € mocturHata (95% CI: 5,6 mecemna, He e
OIICHUMA).

[Tpu akTyanuzamus Ha TaHHUTE 32 MPEKUBIEMOCT MPHU CPEIHA MTPOIBDKATETHOCT Ha TIPOCIeAsIBaHE
15,2 mecemna, cpennata OS He e mocturHara (95% CI: 19,9 mecera, He e orleHnMa), cbe 74% Bce orme
JKMBY TALIHCHTH.

Kombunupano neuenue ¢ rienanudomuo

[IpoyuBane MMY 3003, oTkpuTO, paHAOMHU3UPAHO, KIMHUYHO poyuBane (aza Il c akTupHa
KOHTPOJIa, CpPaBHSBA JICUSHHE C 1apaTyMyMal 3a HHTPaBeHO3HO mpritokeHue 16 mg/kg B komOnHaIms
C JISHaJTMIOMU U HHUCKA J103a JekcameTa3oH (DRd) ¢ neuenue ¢ reHannaoMuI 1 HUCKa 032
nexcameTa3oH (Rd) mpu manmeHTH ¢ peruauBrupai u pepakTepeH MyJITUIUIEH MUEIIOM, KOUTO ca
MONTyYMIIA Hali-MaJIKo eJfHa MpenaniecTBama tepanus. JleHamumomun (25 mg BEAHBXK THEBHO
nepopaiHo B AHU 1-21 oT moBTapsmure ce 28-1HeBHU [4-CeAMUYHH | IIUKIIN) € JaBaH C HUCKA J03a
nexcameta3oH 40 mg/cenmuna (Miu HamajeHa n1o3a ot 20 mg/ceaMuna Mpy NauueHTy >75 TOAUHN
nin BMI <18,5). B naute Ha nHdy3us Ha JapaTyMymal 3a HHTpaBeHO3HO npmwiokerne 20 mg ot
J103aTa Ha IEKCaMETa30H ce MpuJjlara KaTo JeKapCTBEeH NPOAYKT, pHIarad npeau nHysusra, a
ocTaHajlaTa 4acT ce JlaBa B AeHs cliel HHPy3usnTa. JledueHnero mpoabnkasa B ABETE paMeHa JI0
Iporpecus Ha 3a00JIABaHETO UM HEPUEMIIMBA TOKCUYHOCT.
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Parmomusupanu ca o6mio 569 naruenTn; 286 B pamoto Ha DR u 283 B pamoTto Ha Rd. U3xomauTe
JneMorpadcKku JaHHHU U XapaKTEPUCTUKHUTE Ha 3a00JIIBAHETO ca TOI00HU MEXITy PaMOTO Ha
JlapaTyMyMa0 3a MHTPaBEHO3HO MPUIOKEHUE U KOHTPOIHOTO paMo. MenuaHara Ha Bb3pacTTa Ha
nanueHTuTe ¢ 65 roauau (muana3ox 34 10 89 roxunn), kato 11% ca >75 ronunu. [loBedero
narnuenTty (86%) ca moxydasanu npeau ToBa P, 55% oT manuenTHTe ca momy4aBaiu mpean TOBa
IMiD, Bkimtouutenno 18% ot GoIHHMTE, KOMTO ca MOJydYaBald IPeIy TOBa JIeHAIUAOMuU, a 44% ot
NalnyueHTHUTe ca nonydaBany npeau tosa u PL, u IMiD. Ha usxonno HuBO 27% 0T mauueHTuTe ca
pedpakTepHu KM TIOCTEAHATA TUHUSA Ha eueHue. Ocemaanecet mporenTa (18%) ot manueHTuTe ca
pedpaxTtepun camo kM PI, a 21% ca pedpakrepan kbM 60pTezomud. PedpakrepHure KbM
JCHATUAOMUJI IAIUSHTH Ca U3KJIFOYBAHU OT IIPOYYBAHETO.

[Ipn menuana Ha npocneasBane ot 13,5 mecera mbpBuyHUAT aHanu3 Ha PFS B mpoyuBane MM Y3003
nokasea nogodpenue B pamoto Ha DRd B cpaBHenue ¢ pamoto ¢ Rd; mennanara na PFS ne e
nmocturaara B pamoto Ha DRd u e 18,4 mecena B pamoto Ha Rd (HR=0,37; 95% CI: 0,27, 0,52;

p <0,0001). PesyntaTute oT akTyanu3upan ananus Ha PFS cneq mennana Ha mpociensiBaHe OT

55 Mecena poIbJDKaBaT Ja rmokassat nojoopenue Ha PFS npu nanuenture B pamoro Ha DRd B
cpaBHeHue ¢ pamoro Ha Rd. Menunanara Ha PFS e 45,0 mecenia B pamoto Ha DRd u 17,5 mMecerna B
pamoro Ha Rd (HR=0,44; 95% CI: 0,35, 0,54; p<0,0001), koeTo npencranisiBa 56% HaMaleHue Ha
pHCKa OT mporpecus Ha 3a00JIIBAHETO WIIM CMBPT TPH MAaMeHTH, JiekyBanu ¢ DRd (Bx. ¢purypa 12).

®@urypa 12: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3003

D-Rd Rd
(N = 286) (N = 283)
10 Menuana Ha NpewMERSMOCT D23 NPOTPECHA - MECELM 45.0 17.5
) 3 KoedmumenT Ha puck 3a D-Rd vs. Rd (95% CI) 0.44 (0.35-0.54)
AN P <0.0001
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N B puck
Rd 283249206181 160 144127 112102 91 &3 75 66 63 53 45 45 40 28 5 1 0
D-Rd 286 266 249 238 229 215 204 195 184 168 156 151 143136 134131125115 76 16 3 0
Cnen menuana Ha nipociesaBane ot 80 mecena, DRd mokaszsa npegumcTBo 1o otHomeHue Ha OS B
cpasraenune ¢ pamoro Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Meananata nva OS e 67,6
Mecera B pamoto Ha DRd u 51,8 mecena B pamoTo Ha Rd.
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®@urypa 13: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3003
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0.8
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[TponopIua MpeKHBAEMOCT

D-Rd
0.2 — N-285)  (N=283
O61a METMAHA Ha NPEKHBAEMOCT - Mecerm 676
Koedmupent na puck za D-Rd vs. Rd (95% CI)  0.73 (0.58-0.91)
P=0.0044
0

Meceu
N B puck

Rd 283273 258 251 230 229 220 206 196 194 189 184 174 160 153 1

L
0 36 9121518212427303336394245485154576063666972757881 8487

145138127124 117114 111105 95 90 81 31 4 0

51
D-Rd 286 277 271 266 260 250 236 231 222 245 207 198 193 186 180 175 168 160 151 147 141 140136 133130127111 40 8 0

JlonbIHUTEIHY PE3YATaTH 3a epuKacHOCT OT npoy4uBane MMY 3003 ca npeacraBenu B Tabauia 21

O-TOJTY.

Taoauma 21:

JonmbJIHATEIHH pe3yJTaTH 32 epUKACHOCT 0T mpoyuiBane MMY3003

(95% CI)]

Bp. nanueHTH ¢ 0TroBOP, MOAXOIAIN 32 OI[€HKA DRd (n =281) Rd (n =276)
O6n1 orroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76.4)
p-cTOMHOCT® <0,0001
Heocnopum meien otroop (sCR) 51(18,1) 20(7,2)
[Tpnen orroBop (CR) 70 (24,9) 33 (12,0)
MHoro n106bp yactuueH otroop (VGPR) 92 (32,7) 69 (25,0)
YacTtuaen otroBop (PR) 48 (17,1) 89 (32,2)
Menanana Ha BpeMeTo 10 oTroBop [Mecenu (95% CI)] 1,0 (1,0, 1,1) 1,3(1,1,1,9)
Menuana Ha OpOABIKUTEIIHOCTTa Ha OTTOBOpPA [Mecelu NE (NE, NE) 17,4 (17,4, NE)

Otrpunarenno MRD (95% CI) ® (%)

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

2,8(1,2;5.5)

CroTHOIIIEHHE Ha maHcosere ¢ 95% CI®

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

P-cToiinocT"

<0,0001

DRd=napatymyma0-JieHaIHIOMUI-IeKcamMmeTa3oH; Rd=nenamunomua-ngekcamerazon; MRD=MHHIMAIHO OCTATHYHO

3abossBane; Cl=noBepuresnen nnrepsan; NE=He Mosxe J1a ce OICHH.
a

6

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

B3 ocHoOBa Ha intent-to-treat mormysanus u npar ot 107,
B

mrancosete >1 nmokaspa npenmMymiectso Ha DRd.
p-croitHOCTTa € OT TouHHs TecT Ha Fisher.

Kombunupano nevenue ¢ bopmesomubd

H3nonssano e uzuncienue mo Mantel-Haenszel na 001I0TO CHOTHOLIEHHE Ha aHcoBeTe. ChOTHOIICHUE HA

IIpoyuBane MMY 3004, oTKpuTO, paHIOMH3HPAHO, KIIMHUYHO npoyuBaHe (a3a Il ¢ akTuBHA
KOHTPOJIA, CPaBHsIBA JICUCHHUE C AapaTyMyMal 3a HHTPABEHO3HO MpuiiokeHue 16 mg/kg B KoMOUHaIMs
¢ 6oprezomud u aekcameraszon (DVd) ¢ nedenue ¢ 6opre3omutd u aekcamerasoH (Vd) npu manueHTH ¢
penuauBUpa u pehpakTepeH MYJITHILICH MUEIIOM, KOUTO ca TIOYYMIIH Hali-MaJIKo €/IHa TPeTUIITHA
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Tepanusi. BopTe30MuO € mprIarad 4pes MOJAKOXKHA WIIM HHTPABEHO3HA MHKEKIHUA B 103a 1,3 mg/m?
TeJIeCHA TIOBBPXHOCT JBA ITBTH CEIMUYIHO B MPOIBIKEHUE Ha ABE ceamuty (nuu 1,4, 8 m 11) ot
noBTapsure ce 21-gHeBHr (3-CeIMUYHM) UK Ha JISYeHUE 3a 00110 8 1uKbia. JlekcameTa3oH e
mpuiIarad nepopaino B 103a 20 mg B nuu 1, 2,4, 5, 8,9, 11 u 12 oT Bceku oT 8-Te HUKBAA €
oopte3oMu6 (80 mg/ceamuIia B IBE OT TPH CECAMMIIM Ha MIUKBJIa ¢ 0OPTE30MHUO) WIIM HaMalieHa J103a OT
20 mg/ceamuiia Ipu nanueHT >75 roguar, BMI < 18,5, 60J1HY ¢ 10110 KOHTPOJIUPAH 3aXapeH
JIruabeT WK TpeUIIHA HETIOHOCUMOCT KbM CTEPOUIHA Teparus. B nHuTe Ha nHbY3us Ha
JmapaTyMyMa0 3a MHTPaBEHO3HO MPIIIOKEHHE, 103a oT 20 mg JeKcaMeTa30H € Mpriaraia Kato
JICKapPCTBEH NPOAYKT, MpUIaraH npead uHQysusTa. JiedeHneTo ¢ naparymymad 3a HHTPaBEHO3HO
TIPHUIIOKEHUE MTPOIBbIDKABA JI0 MPOTPECHs Ha 3a00ISIBAHETO MIIM HEPUEMIINBA TOKCUYHOCT.

Pannomusupanu ca o610 498 naruentu; 251 B pamoto Ha DVd u 247 B pamoro Ha Vd. M3xoauure
Jnemorpadcku TaHHH U XapaKTEePUCTUKUTE Ha 3a00JSBaHETO ca MOI0OHN MEXY PaMOTO C
JapatymyMa0 3a HHTPaBEHO3HO MPUIIOKEHNE U KOHTPOIHOTO paMo. MenuaHara Ha Bb3pacTTa Ha
nanuentute € 64 roguan (rpanunu 30 mo 88 romunn), kato 12% ca > 75 rogunu. lllectmecer u neset
nporieHTa (69%) OT ManuMeHTHTe ca moxy4aBainu npeau Toa Pl (66% ca nonay4aBanu 6opre3omMuo), a
76% ot narmentute ca nomydaBanu IMiD (42% ca momydaBanu neHanmuaoMua). Ha n3xomHo HUBO
32% oT manueHTuTe ca pepakTepHr KbM MOCIIEHATA IMHNS Ha JIedyeHne. TpuaeceT U TpH MpoIeHTa
(33%) ot manmenTute ca pedpaxrepru camo kbM IMiD, a 28% ca pedpakTepHy KbM JICHATHIOMU/I.
Pedpakrepante kbM 00pTE30MUO MANIMEHTH Ca U3KITIOYBAHH OT IMPOYYBAHETO.

IIpu meaunana Ha npocnenaBane ot 7,4 Mecena mbpBUUHUAT aHanu3 Ha PFS B mpoyuBane MM Y3004
noka3Ba nogodpenue B pamoto Ha DVd B cpaBHenue ¢ pamoto ¢ Vd; meauanara Ha PFS e e
nmocturaara B pamoto Ha DVd u e 7,2 mecerna B pamoto Ha Vd (HR [95% CI]: 0,39 [0,28, 0,53]; p-
croitHoCcT < 0.0001). Pesynratute ot aktyanusupan ananus Ha PFS cien meanana Ha npocrnessBane
ot 50 Mecema mpoIbJDKaBaT Ja mokaseart nogoopenue Ha PFS npu nanuenture B pamoto Ha DVd B
cpaBHeHune ¢ pamoto ¢ Vd. Menuanara Ha PFS e 16,7 mecena B pamoro vHa DVd u 7,1 mecena B
pamoro Ha Vd (HR [ 95% CI]: 0,31 [0,24, 0,39]; p-croitHOCT < 0,0001), KOETO MIpeacTaBmsiBa 69%
HaMaJIeHHe Ha PUCKa OT MPoTpecus Ha 3a00JIIBaHETO WIIM CMBPT NPH MAUEeHTH, JIeKyBaHu ¢ DVd,
cupsimo Vd (Bx. ¢purypa 14).
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®@urypa 14: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MM Y3004

D-vd vd
N =251) (N =247)
10 Memnana Ha NpexMeAsMocT De3 NporpecA - Meceln 16,7 i
’ KoedmumeHT Ha puck 3a D-Vd vs. Vid (95% Cl) 0.31 (0.24-0.39)
P <0.0001
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Crnen Meauana Ha npociensBane ot 73 mecena, DVd nmokasea npenuMcTBo 110 oTHOIIeHrue Ha OS B
cpasHenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara Ha OS ¢ 49,6
Meceria B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.
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®@urypa 15: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3004
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JombaHUTeNHN pe3yaTaTy 3a epukacHocT oT npoyuBaie MMY 3004 ca npenctaBenu B Tabmuna 22

O-TTOJTY.

Tabumnna 22:  JIoOWbJIHUTETHH Pe3yJITaTH 32 epMKAaCHOCT 0T npoyusane MMY3004

Bp. nanueHTH ¢ 0OTroBOP, NOAXOASAIN 32 OlLIEHKA DVd (n =240) Vd (n =234)
061 otroBop (SCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-CTOMHOCT® <0,0001
Heocnopum meiieH otrosop (sCR) 11 (4,6) 5(2,1)
[Ienen orroop (CR) 35 (14,6) 16 (6,8)
Msoro n1o6sp yactuueH otrosop (VGPR) 96 (40,0) 47 (20,1)
YacTtuaen otroBop (PR) 57 (23,8) 80 (34,2)
Mennana Ha BpeMETO 0 OTTOBODP [Meceln 0,9 (0,8, 1,4) 1,6 (1,5, 2,1)
(rparnm)]
Menauana Ha NPOABIKUTEITHOCTTAa HA OTTOBOpA NE (11,5, NE) 7,9 (6,7, 11,3)
[mecer (95% CD)]
Otrpunareano 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-cToiiHocT" 0,0001

DVd=naparymyma6-60pre3oMuo-nekcamera3on; Vd=6oprezoMud-nexcamera3on; MRD=MHHUMAIHO OCTaTHYHO
3abossBane; Cl=moBeputesnen nnrepsanr; NE=He Mosxe J1a ce OICHH.

a
® B3 ocHoBa Ha intent-to-treat MOIyJIaLUsl U Ipar oT 107,
B

mraHcoBeTe >1 mokaspa npeumymiecTBo Ha DVd.
p-croitHOCTTa € OT TouHMs TecT Ha Fisher.
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p-croitrocT ot Cochran Mantel-Haenszel Chi-Squared Tecr.

H3nonssano e uzuncienue mo Mantel-Haenszel na 001I0TO CHOTHOLIEHHE Ha maHcoBeTe. ChOTHOIICHUE HA




CopaeyHa eJeKTpoOU3NOJIOrUs

Maska € BepoATHOCTTA JIapaTyMyMal, KaTo BUCOKOMOJIEKYJIEH IIPOTEHH, J1a B3aUMOJICHCTBA TUPEKTHO
¢ fionnute kananu. EdexrsT Ha mapatymymad Bepxy QTc uHTEpBaia € OlleHEH B €THO OTKPUTO
npoyuBane npu 83 manuenty (npoyusane GEN501) ¢ peruauBupat win pedpakrepeH MyJITHIUICH
MuesoM ciiea uadys3uu ¢ gapatymymad (4 no 24 mg/kg). Jluneitnu cmecenn PK-PD ananusu He
MOKa3BaT roJisiMo yBennueHune Ha cpeaanst QTcF uatepai (1.e. mo-rossMo oT 20 ms) npu Crax Ha
JIapaTtyMmymao.

[lenuarpuyna nonyJanus

EBpomneiickaTta areHIus 1o JiekapcTBaTa 0CBOOOXKJaBa OT 3abJDKEHUETO 3a IIPEelOCTaBsiHE Ha
pe3yaratute ot npoyuBanusita ¢ DARZALEX BbB BCHUKH OATPYIH HA IEAUATPUYIHATA TIOMYJIALUSA
IpU MYJITHUIUICH MUeNoM (BXK. Touka 4.2 3a uHdopManys OTHOCHO yrnotpeda B IeIUaTPHATA).

5.2 ®apmakoKMHETHYHH CBOWCTBA

[Tpu nanueHTHTE C MYITUIUIEH MUEJIOM SKCTIO3UIUSITA HA JapaTyMyMal B IPOyYBaHE C MOHOTEPAITUS
cJe MpIIoXKeHue Ha mpenophunTeHarta go3a 1 800 mg DARZALEX 3a moaK0XHO TPHUIIOKECHHE
(BeIHDBXK CEIMHYHO B IIPOABIDKCHNE HA 8 CEIMUIIN, BEAHBX Ha JIBE CEAMHLM B IIPOJBIDKCHNE Ha

16 ceqmuny, cineq KOETO BEAHBX MECeUHO) B cpaBHeHHE ¢ 16 mg/kg naparymymal 3a HHTpaBEHO3HO
NPUIIOKEHHUE TIPU ChIaTa CXeMa Ha MpUIIaraHe, Mokas3ea He Mo-Mayika e(UKACHOCT 32 ChITbPBUYHATA
KpaifHa Touka MakcuMaHa Cirough (IMKBA 3 IeH | mpeau npuiarane Ha 103aTa) ChC CpeHa CTOWHOCT
+ SD 593 + 306 muxporpama/ml B cpaBHeHue ¢ 522 + 226 mukporpama/ml 3a napatymymab 3a
WHTPABEHO3HO MPUJIOKEHHE MPH CpeHO reoMeTprudHo choTHOMmenue 107,93% (90% CI: 95,74-
121,67).

B exno npoyuBane, AMY3001, c komOuHHMpaHa Tepanus npy nanuenT ¢ AL amuinonnosa
MakcuManHaTa Ceough (IUKBI 3 AeH | mpenn IpriIoKeHNeTo) € MoA00Ha Ha Ta3H MIPH MYJITHUILUICH
MHEJIOM ChC cpenHa cToiHocT + SD 597 + 232 ng/ml cnen npuinoskeHne Ha MpenopbUYUTENHATA 1032
1800 mg DARZALEX 3a OJK0XHO MPUIIOKEHUE (BETHBK CEIMUYHO B MPOIBIDKEHIE HA 8 CEMUIIH,
BEJHBX Ha JIBE CEAMUIM B IPOIBbIDKEHUE Ha 16 ceMuLH, ciiell KOETO BEAHBK MECEUHO).

Crnen npenoppsunrtensara go3za 1 800 mg DARZALEX nHXeKIIMOHEH pa3TBOP 3a MOJKOXKHO
MIPIIOKEHUE MaKCUMaTHUTe KOHTICHTPAITnH (Cmax) C€ TIOBHIIABAT 4,8 ITHTH, a 00IIaTa EKCITO3UIIHS
(AUC.7 yu) ce moBHIIaBa 5,4 MbTH OT IIbpBaTa /1032 J0 MOCJIeTHATA 1032 IIPH PUII0KECHHUE BETHBK
ceamuyHO (8-Ta mo3a). Hail-BucokaTa CTOMHOCT Ha Hail-HUCKUTE KoHIeHTparun Ha DARZALEX
HWHXEKITMOHEH Pa3TBOP 3a MOJIKOKHO NPUIIOKEHHEe OOMKHOBEHO CE HA0JII01aBa B Kpast HA CXEMUTE Ha
JIeYeHHUE C MPUIIOKEHUE BEIHBK CEIMUIHO KaKTO MPH MOHOTEPAINHKATA, Taka U IpU KOMOWHUpaHaTa
Tepanusi.

[Ipu manmeHTHTE C MYJITHUIUIEH MUEJIOM CUMYJIMPAHUTE Hali-HUCKU KOHIIEHTPAILUH cliex 6 103U

1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOAKOXKHO MPUII0KEHHUE BEAHBXK CEIMUYIHO MPU
KoMOuHHMpaHa Tepanus ca nogoouu Ha MoHotepanus ¢ 1 800 mg DARZALEX uHxeKUHuOHEeH pa3TBoOp
32 IOJIKOXHO IPUIIOKEHUE.

IIpu nanueHTH ¢ HOBOAMATHOCTUIIMPAH MYJITHUILIEH MUEIOM, KOUTO ca moaxonsiu 3a ASCT,
EKCIO3ULUATA Ha JapaTyMad B IPOyUYBaHE C KOMOWHHUpaHa Tepanus ¢ 00PTe30MHO, TCHATHIOMU 1
nexcameTa3oH (npoyuBane MMY3014) e nogo0Ha Ha Ta3u MPU MOHOTEPAIHS ChC CPEIHA CTORHOCT
Ha MakcuManHata Ciouen (UUKBI 3 1eH 1 npenu npunoxenueto) £ SD e 526+£209 pg/ml cnen
MIpUJIOKEeHUE Ha npenopbunTensata 1o3a 1 800 mg DARZALEX mHXEKIIMOHEH pa3TBOp 3a
MOJIKOYKHO TPUIIOKEHHE (BEIHBXK CEAMUYHO B IPOABIDKEHUE HA 8 CEAMHUIIN, BEAHBK HA JABE CEIMHUIIH
B IIPOIBDKECHHE HA 16 CeMUITH, CIIe]] KOSTO BETHBK MECEUHO).

HpI/I MNanueHTU C HOBOAUArHOCTUIIMPAH MYJITUIUICH MUCJIOM, IIPHU KOUTO HE € IUIaHUpPaHa ASCT kato

I'bpBOHAYAIHA TEPAIKs WM KOUTO He ca noaxoasiy 3a ASCT, ekcrios3uiusara Ha 1apaTymymat B
KOMOMHHPAHO NpOyYBaHe ¢ 60pTe30MuU0, IeHaTIOMH U fekcameTazon (MMY3019) e cxonqHa Ha

78



Ta3u [P MOHOTEPAIUS U APYTHM KOMOMHUPAaHU TepaIny, KaTo ce clia3Ba oJ00Ha cXxeMa Ha 103UpaHe
¢ makcuMatHa Cirough (IMKBI 3, eH 1 mpenn npunoxkenune) cpeana croitnoct £ SD 407 + 183 pg/ml
cien npenopbunTenHoTo npunoxenne Ha 1800 mg DARZALEX pa3TBop 3a MOAKOXKHO MH)KEKTHpaHe
(BeIHBK CEAMHYHO B IIPOABIDKCHUE HA O CEAMULH, TPU ITBTH CEAMUYHO B POABILKEHUE HA 18
CEIIMUITH, MECCUHO CIIC]] TOBA).

[Ipu manueHTHTE C MYITHIDICH MUEJIOM €KCIIO3HIIMATA HA JapaTyMyMal B IpOy4YBaHEe ¢ KOMOMHUpaHa
Tepanus ¢ IOMaIHIOMHU U JekcameTa3oH (mpoyuBane MMY3013) e nogo0Ha Ha Ta3u npu
MOHOTEpAIUs ChC CpeaHa CTOMHOCT Ha MakcUManHaTa Cirough (UKBI 3 1eH 1 mpeau MpHIIoKeHneTo) £
SD 5374277 pg/ml cnex npunoxkenue Ha npenopbuntennata 1o3a 1800 mg DARZALEX
WHXXEKIIMOHEH Pa3TBOP 32 MOJKOKHO MPUIOKECHUE (BEIHBK CSAMUYHO B TIPOIBIDKEHUE HA

8 cemMuIn, BEIHBK Ha JBE CEIMHUIIM B MPOABDKCHIE HAa 16 CEIMUITH, CIIe]] KOETO BEIHBX MECEUHO).

[Ipu nauyeHTH C Ti€e MyITUIUIEH MHUEJIOM C BUCOK PUCK OT Pa3BUTHE HAa MYJITUIUICH MUEIIOM
EKCIO3HITUATA Ha JapaTymMad B poy4yBaHeTo ¢ MoHoTepanus (SMM3001) e mogoOHa Ha Ta3u mpu
MOHOTEpaIus Ha MyJITUIUIEH MHEJIOM ChC CpeiHa CTOHHOCT Ha MakcUMaTHA Cirough (ITUKBI 3, AeH 1
npeau gozata) 654 + 243 pg/ml cnex npenopruntenHoro npuinoxkenue Ha 1 800 mg DARZALEX
Pa3TBOP 3a NOAKOXKHO MPUJIOKEHUE (BEAHBK CEAMUYHO B IPOABDKEHHUE HA 8§ CEAMUIIM, BEIHBXK Ha
JIBE CEIIMULIH B IIPOIBIDKEHUE HA 16 ceIMUIIY, CIIel KOETO BEAHBX MECEUHO).

AOcopOuyst ¥ pasnpeneieHue

[Ipu npenoprunrtennara go3a 1 800 mg npu mauueHTy ¢ MyJITUIUIEH MUEJIOM a0COIOTHATA
ouonanmuHocT Ha DARZALEX nHxeKunoHeH pa3TBop 3a MOAKOXKHO MpHIoKeHue e 69% cbe
ckopocT Ha abcopbums 0,012 yac™!, kaTto MMKOBM KOHIEHTpanuu ce Hadmonasar ciex 70 1o 72 h
(Tmax). Ilpu mpenioppunTenHaTa mo3a 1 800 mg npu namuerTn ¢ AL amuionmo3a abcomroTHATa
OMOHAJIMYHOCT HE € OLEHIBAHA, CKOPOCTHATA KOHCTaHTa Ha abcopOums € 0,77 nen™ (8,31% CV), a
MMKOBa KOHLIEHTpauus ce HaOmoaasa cieq 3 THH.

[Ipu MmoaenupaHe MporHo3HATa CpeJHa U3YHCICHA CTOMHOCT Ha 00eMa Ha pasnpeaesicHue 3a
HEeHTpalHuA KoMnapTuMenT € 5,25 1(36,9% CV), a 3a nepudepuus komnaptument (V2) e 3,78 1 mpu
MOHOTEpAITUS ¢ JapaTyMmymal, a MoJIeJIMpaHaTa CpeJiHa U34MCIIeHa CTOWHOCT Ha 00eMa Ha
pasmnpenenenue 3a V1 e 4,36 1 (28,0% CV), a3a V2 e 2,80 1, korato naparymyma0 ce mpujiara B
KOMOMHAIIMS ¢ TOMAJTHIAOMHUI U IEKCAMETa30H IPH MAEeHTH C MYJITUILICH MuesioM. [Ipu natmeHTu ¢
AL amMuion/103a n34mciIeHara o Mojesl CTOWHOCT Ha PUBHIHKS 00€M Ha pa3npeiesicHue cie
noakoxHo npunoxenue ¢ 10,8 1(3,1% CV). Tesu pe3ynraTu mokaspar, 4e gaparymymao ce
JOKAJIM3Mpa MPeJIMMHO B ChIOBATa CUCTEMa C OTPAaHUYEHO EKCTPaBaCKyJIapHO THKaHHO
pasnpezaesneHue.

MeTaboau3bpM U CTUMUHHPAHE

Hapatymyma0 nokassa ¢papMaKOKMHETHKA, 3aBUCHMA U OT KOHLIEHTpaLUATa, U OT BPEMETO, C
YCIIOPEAHO JIUHEHHO U HEMMHENHO (¢ HaCUIllaHe) SIMMUHUPAHE, KOETO € XapaKTEePHO 3a TapreT-
Menuupanus kKaupbHCE. Upes nomynanonuust @K mozen e u3uuciieHa cpeiHa CTOMHOCT Ha KIMPBHCA
Ha napatymymad 4,96 ml/h (58,7% CV) npu MmoHoTepanus ¢ gaparymyma6 u 4,32 ml/h (43,5% CV),
KOTaTo JapaTyMymal ce mpujiara B KOMOMHAIMA C IOMaIMJOMU/ U JEKCaMETa30H MU MAlUEeHTH C
MmynaTuruieH muenoMm. [lpu manuentu ¢ AL amunonno3a BUIUMHUAT KIUPBHC CIIE]] TOJIKOKHO
npunoxenue e 210 ml/nen (4,1% CV). Ilpu mogenupaHeTo cpeJHO reOMeTpUYHATa CTOMHOCT Ha
MOJTY’KUBOTA, CBBP3aH C JIMHEWHOTO enmnMuHupane, € 20,4 mau (22,4% CV) npu MoOHOTEpaIs ¢
napatymyma6, 19,7 nau (15,3% CV), koraTo sapatyMmyma0 ce npujiara B KOMOMHAIIMS C
NOMAIUAOMHI M JIeKCAaMETa30H MIPH NAlMeHTH C MYJITHIICH MuesoM, u 27,5 nau (74,0% CV) npu
nanueHT ¢ AL amunonnosa. [Ipu cxema Ha JiedeHHe ¢ MOHOTEpAIHSI U P KOMOWHHUpaHa Teparus
CTallMOHAPHO CHCTOSIHUE CE€ JIOCTUTA CIIe/l MPUOIM3UTEIHO 5 Mecella MPUIIoKEHHe Tpe3 4 ceIMUIIN
npu npenoprunTenHara go3a u cxema (1 800 mg; BeAHBX CeIMUYHO B IPOIBIDKEHHUE Ha § CeAMUIIN,
Ha BCEKU 2 CeIMHILH B MPOABKEHHE Ha 16 ceqMUIIM 1 HAa BCEKU 4 CEMHLIM CTIe]] TOBA).
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IIpoBenenn ca nomynanuonan OK ananm3u npu U3noI3BaHE HA JAaHHU OT MIPOYYBAHUS C MYJITHUIUICH
MHEJIOM, BKJIFOUUTEITHO TIICEI MHEJIOM, C MOHOTepamus 1 KomOouaupana tepanus ¢ DARZALEX
MHXEKIIMOHEH Pa3TBOP 3a MOAKOXKHO MPUIIOKEHUE U JaHHUTE 3a nporHo3Hata OK excnosunus ca
0000menn B Tabmuia 23. Excno3unusra Ha qapatymymab € CXOJ/IHa NpU TallMeHTUTE, JICKYBaHH C
MoOHOTepamnus 1 komouaupanu tepanuu ¢ DARZALEX WHXEKIHOHEH pa3TBOP 3a MOAKOKHO

MIPUIIOKEHHE.
Tabumna 23: Excno3nnms Ha napatymymad cien npuiao:kenne Ha DARZALEX 3a noakoxHo
npuiaoxkenue (1 800 mg) niau MmoHOTepanus ¢ 1apaTyMyMad 3a HHTPABEHO3HO
npuioxkenue (16 mg/kg) npu nanmeHTH ¢ MyJTHILIEH MHEJIOM, BKJIIOYHUTETHO
TJieel MHeJIOM
@K Hukau Japatymymao 3a | Japatymymado | Jlapatymymao
noka3zaresu MOJIKOKHO 3a MOJAKOKHO 3a
MPUJI0KEeHNe NpWIOKeHHe | HHTPABEHO3HO
MenuaHa (5-tu; MenuaHa (5- NMPUI0KEHUE
95-tn TH; 95-TH MeauaHna (5-
MepPCEeHTHJI) PH MepCceHTHI) T™; 95-TH
MYJITHILIEH MPH TJIeell NepceHTH 1)
MHeT0M MYJITHILJIEH
MHEJI0M
Huksn 1, 1-Ba ceqmuuna 123 (36; 220) 155 (104; 235) | 112 (43;168)
Ctrough J03a
(Mukporpama/m | Iuksi 2, ocienaHa 563 (177; 1063) 690 (269; 472 (144; 809)
1) CeIMUYHA 11032 (IIUKBIT 3 1034)
neH 1 Ctrough)
C Huxsn 1, 1-Ba ceqMuuHa 132 (54; 228) 158 (106; 241) | 256 (173; 327)
max a/m no3a
S‘““KporpaM LIMKB 2, HOCIeHa 502 (234; 1114) 780 (340; 688 (369;
CeIMUYHA J103a 1152) 1061)
Huxsia 1, 1-Ba ceqmuana 720 (293; 1274) 861 (529; 1187 (773;
AUCO-7 JHA
(MHKporpava/m 71032 1325) 1619)
lzicH) Huxen 2, mocienHa 4017 (1515; 5043 (2242, 4 019 (1740;
CeIMUYHA J103a 7564) 7426) 6370)

IIporaosupanute @K excro3unuu mpu 526 ManueHTH ¢ TOIXOIA 33 TPAHCILIAHTAITNS MYyJITHIIICH
MUENoM, KouTo ca nonyduau DARZALEX uHX&eKIMOHEH pa3TBOp 3a MOAKOKHO MPUIOKEHNE B
komOunaiusg ¢ VRd, ca 00061enu B Tabnuia 24.

Taboauna 24: Excno3uiust Ha gapatymymab ciaen npuioxkenue Ha DARZALEX 3a
NoAKO0kHO npuioxkenne (1800 mg) B komomuanus ¢ VRd npu nanuenTu ¢
MOAXOJSAII 32 TPAHCIUIAHTAIMSA MYJITHIJIEH MHEJIOM

@K noxazareaun

Muxan

aapatymMyMa0 3a MoJAKO0KHO
NMPWIOKEHUEe
Menunana (5-tu; 95-tu
TEePCEHTIJI)

Iuxsn 1, 1-Ba cenmuuHa 103a

113 (66; 171)

Ilukbn 2, nocneaHa ceaAMUYHA 1032

Cirough (Lg/ml) Hukbn 2, mocieaHa ceAMUYHa 1032 651 (413; 915)
(tkba1 3 neH 1 Cirough)
Iluxsa 1, 1-Ba ceqmudHa g03a 117 (67; 179)
Conax (ig/ml) LMKk 2, nocyaeHa ceMUYHA 1032 678 (431; 958)
AUCo r (g/mlesien) Iluxsa 1, 1-Ba ceqmudHa 1032 643 (322; 1027)

4637 (2941, 6522)

IIpoBenen e equn nomynanuoneH @K aHamm3, KoiTo n3mon3Ba ganuu ot 211 marmenTn ¢ AL
aMuyon103a Ha komOouHupana tepanust ¢ DARZALEX WHXEKITMOHEH pa3TBOP 3a MOIKOMXKHO
npunoxenue. [Ipu npenoprunrennara go3a 1 800 mg MpOrHO3HUTE KOHIIEHTPAIIUN HA JapaTyMymad
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ca MaJIKO ITO-BHCOKH, HO OOMKHOBEHO ca B pPaMKHUTE Ha CbIIUA AUAIla30H B CPABHCHHUE C IMTAIIUCHTUTE C

MYIJITUIUICH MUCIIOM.

Tabumna 25: Excno3unms Ha napatymymad cien npuiioxenue Ha DARZALEX 3a
noakoxuo npuioxkenue (1 800 mg) npu nanuenTu ¢ AL amunono3a

@K noxazareau

Muxan

aapatymMyMa0 3a MOJAKO0KHO
NPUJIOKEeHUe
Menuana (5-tu; 95-tu
MePCeHTHI)

Iuxsn 1, 1-Ba cenmuuHa 103a

138 (86; 195)

Cirough (Lg/ml) Hukba 2, mocaeaHa ceaMuIHa 662 (315; 1037)
no3a (Iuksa 3 nel 1 Crrougn)
Huksa 1, 1-Ba cemmuyna 103a 151 (88; 226)
Crmax (ng/ml) uks 2, IOCIEAHA CEAMUYHA 729 (390; 1 105)
7032
Huksa 1, 1-Ba ceqMuyHa 103 908 (482; 1 365)
AUCo.7 yu (ng/mleien) | Iuxsi 2, mociaeaHa ceAMUIHA 4 855 (2 562;7522)

J103a

CHCLII/IEIJ'IHI/I nomnyjganunu

Bwspacm u non

B®3 ocnoBa Ha nomynanuonnn K ananuzu npu nauuenty (33-92 rogunmn), nonydaBaiiu
MOHOTEpAIUs WK PAa3IUuHN KOMOMHUpPaHU Teparuu, Bb3pacTTa HiMa CTATUCTUYECKH 3HAUUM e(heKT
BbpXy @K Ha maparymymab. He e HeoOX0anMoO MHANBUIyaIn3upaHe Ha JICYCHUETO NP MAIIUEHTUTE
Bb3 OCHOBA Ha BB3pacTTa.

[MonbT MMa cTatucTrdecku 3HauuM edekT Bbpxy @K mapaMeTpu npu nanueHTH ¢ MyJITHILICH
MHEJIOM, HO He U IIpu nauuenTd ¢ AL amunonno3a. HabmrogaBaHa € Majiko MO-BUCOKA €KCIIO3ULINS
IIPY JKEHUTE OTKOJIKOTO IIPU MBXKETE, HO Pa3JIMKATA B €KCIO3ULUATA HE CE CUUTA KIMHUYHO 3HAYUMA.
He e HeoO6xomuMo HHANBHUIYATU3UpaHEe Ha JIECYCHUETO MIPU MAI[MEeHTHUTE Bb3 OCHOBA Ha T0Ja.

bvbpeuno yspeocoane

He ca nposexaanu opunmanau npoyuBanus Ha DARZALEX 3a moAK0XHO MPHIOKEHUE MTPU
namuenTy ¢ 0b6pedno yBpexaane. [Iposeaenu ca nonynanuonan @K ananus3u B3 OCHOBA Ha Beue
HAJIMYHU JaHHU 32 ObOpeyHaTa pyHKIHS NpU MALMEHTH ¢ MYJITUIUIEH MHUEJIOM, HOTy4aBalin
moroTtepanusi ¢ DARZALEX 3a moakoXHO IPUIIOKEHHE WIH Pa3IHYHI KOMOMHHUPAHH TEPAITUU TIPH
MAIMEeHTH C MYJITUIIEH MuesnoM wiu ¢ AL amunongosa. He ca HaGmogaBaHu KIIMHUYHO 3HAUUMHU
Pa3JIMKU B KCIIO3ULUATA Ha JapaTyMyMald MEeXIy MalUeHTH ¢ ObOpevHO yBpEXKIaHE U TE3H C
HOpMayTHa ObOpeyHa QyHKIHS.

Yeprnoodpobno yspexcoane

He ca mposexxgaan odunmanau npoyuBanns Ha DARZALEX 3a moakoXHO TIPHIOXKEHHUE MTPH
NalKUEHTH C YepHOAPOOHO YBpEKIaHE.

IIpoBenenu ca nomynanuonHy OK ananusu npu NauueHTH ¢ MyJITHIIIIEH MUEJIOM, TTOJTy4aBalli
moHoTtepamnusi ¢ DARZALEX 3a moakoXHO IPUIIOKEHHE WIIH Pa3IHYHI KOMOMHHUPAHH TEPAITUN TIPH
MalKUEHTH C MYJITUILICEH MuesioM u ¢ AL amunonnosa. He ca HaGnmogaBanu KIMHUYHO 3HAYUMH
Pa3JIMKH B €KCIIO3UIMATA HA 1apaTyMyMad MeXy NalueHTH ¢ HopMaliHa YepHOAPOOHa QYHKIUS U
JIEKO YepHOAPOOHO yBpexaane. [lallueHTuTe ¢ yMepeHo u TEKKO YepHOAPOOHO YBPEKAaHE ca TBhPIE
MaJIKO, 32 /1a C€ HapaBsT 3HAYNMH 3aKJIFOYECHUS 3a TE3H MOy JIALUH.

Paca

Bb3 ocHOBa Ha nonynanuonauTe K aHANIN3K IPH NALMEHTH, MTOJIyYaBallil MOHOTEPAIIUS C
DARZALEX 3a moaK0XHO IPUJIOKEHHUE WA Pa3INIHI KOMOMHHUPAHH TEPAInH, €KCIIO3UIINATA Ha
JapaTyMmyMa0 e Hofgo0Ha MeX1y pacHre.
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Tenecno meeno

IIpunoxennero Ha pukcupana mo3a DARZALEX 3a moakoxxuao mpriokerrne 1 800 mg kato
MOHOTEpAITUs TIOCTUTA aICKBaTHA SKCIIO3UIIHS TP BCUYKHU MOATPYITH O TeJIeCHO Terio. [lpu
MalUeHTH C MYJITHIICH MUeTIoM cpeHaTa Ciough B HIUKBII 3 I€H | B MOATpyIaTa ¢ MO-HUCKO TEJIECHO
terio (< 65 kg) e ¢ 60% mo-BrcoKa, a B HOATrpyIata ¢ Mo-BUCOKO TesiecHo Terio (> 85 kg) ¢ 12% mo-
HHCKa OTKOJIKOTO B IMOATPYIIaTa ¢ HHTPaBEHO3€EH JapaTyMyMal. [Ipu HIKOM MalMeHTH ¢ TeJIECHO
terno > 120 kg ce HaOnroAaBa MO-HUCKA SKCITO3UIIHSI, KOSTO MOXKE J1a JIOBEE 0 HamalleHa
edukacHoct. Toa HabMIOEHNE 00ade ce OCHOBaBa HA OTPAHMYCH OpOl MAITMeHTH.

[Ipu nauuentu ¢ AL amuiiongo3a He ca HabMIOAaBaHU 3HAYMMU Pa3IUKH Ha Cirough IPU PA3THYHH
CTOWHOCTH Ha TEJIECHOTO TETJIO.

5.3 IIpeakJMHUYHU JaHHU 32 0€30MACHOCT

TOKCHKOJIOTHYHY JaHHU Ca MOJyYeHHU OT MPOYUBAHUS C AapaTyMyMmal IpH IHUMIIAH3eTa U ChC
cyporatHo aHTH-CD38 anTHTANO NTpH ABATOOMAaNIaT Makaiy. He ca mpoBexxaany mpoy4yBaHUs 3a
XPOHHYHA TOKCUYHOCT.

He ca mpoBexaHu nMpoy4YBaHus BbPXY )KUBOTHHU 32 YCTAHOBSIBAHE HA KAHIIEPOTCHHHUS TIOTEHIIMA Ha
JapaTymymao.

He ca npoBexpanu mpoy4yBaHus P )KUBOTHH 32 OLICHSIBaHE HA IOTCHIMAIHUTE ePEeKTH Ha
JapaTyMmyMa0 BbpXY PENPOAYKLHMATA WIN Pa3BUTHETO MIIM 32 ONpEAeNIsHEe Ha NOTCHUUATHUTE eeKTn
BBPXY (EepTHINTETA IPU MBKKHUTE MU KEHCKHTE.

He ca npoBexianu mpoy4yBaHus 3a KAHIIEPOTEHHOCT, TEHOTOKCUYHOCT HJIH MTPOYYBAHUS 32
(epTrinTeTa 32 peKOMOMHAHTHATA YOBEIIKA XUanyponuaaza. He ce HaOmronaBaT e)eKTH BhpXY
PENPOJAYKTUBHHUTE ThKAHU U PYHKIHSI U JIUTICBA CUCTEMHA SKCIIO3UIIMS HA XHATyPOHHIa3a MPH
Maiimyhnu, Tpetupanu ¢ 22 000 U/kg/ceamuiia moakoxHO (103a 12 mbTH 10-BUCOKaA OT J103aTa MpH
X0pa) B npoabbkenue Ha 39 ceamuiy. Thil KaTo XUaypoOHHIa3aTa € peKOMOHHAHTHA (opMa Ha
€HJIOTCHHATA XHATyPOHHIa3a MTPU X0pa, HE C€ 0YaKBa KAHI[EPOTCHHOCT, MyTATCHHOCT WIH SPEKTH
BBPXY QepTHIHUTETA.

6. DAPMAIIEBTUYHU JAHHHU

6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA
PexomOunanTHa yoBenka xuanyponuaasa (rHuPH20)
L-xuctuann

L-XHUCTUINHOB XUAPOXIOPHT MOHOXUIPAT
L-meTnonun

IMonucopbar 20 (E432)

Cop6wuton (E420)

Bopa 3a unxexnuu

6.2 HecnbBMecTUMOCTH

To3u nexapcTBEeH NPOAYKT He TPsIOBa Jla ce U3IM0JI3Ba C IPYTH MATSPHUAIU ¢ U3KIIIOUCHHE Ha
IIOCOYEHHUTE B TOUYKA 6.6.

6.3 Cpok Ha roaHOCT

HeotBopen duakon

3 roguH"
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B cpoka Ha TOIHOCT MPOAYKTHT B HEMPOOUTHTE (PIIAKOHU MOJKE JIa Ce ChbXpaHsIBa Ha cTaifHa
temneparypa (< 30°C) 3a eqHokpaTeH nepuon 10 24 gaca. Cies KaTo IPOAYKTHT C€ U3BAAHN OT
XJIaJIUITHUKA, TOW He TpsiOBa Ja ce BphIla 00paTHO B XJIaIMITHHUKA (BXK. TOUkKa 6.6).

IIpurorBeHa CipuHIIOBKA

JlokazaHa € xuMHyHa 1 (PU3WYHA CTAOMITHOCT B TIEPUOJIa HA U3IIOJI3BAHE HA CIIPUHIIOBKATA B
MPOIBIDKeHNE Ha 24 gaca Mpu chxpaHeHue B xaaammHuk (2 °C-8 °C), mocieaBaHo OT HE TIOBEYe OT
12 waca ipu 15 °C-25 °C. OT MEUKpOOHOJIOrYHA [IeHA TOYKa MPOAYKTHT TPSAOBA Ja Ce U3I0JI3Ba
He3a0aBHO, OCBEH aK0 HAYMHBT Ha OTBAPSHE M3KII0YBA PHCKA OT MUKPOOHO 3aMbpcsiBaHe. AKO HE ce
U3II0JI3Ba HE3a0aBHO, BPEMETO U YCIOBHATA HA ChXPAaHCHHE B TIEPHUO/Ia Ha M3M0JI3BaHE ca
OTTOBOPHOCT Ha MOTPEOUTEIS.

6.4 Crhenuananu yca10BHS HAa CbXpaHeHHe

a ce cexpanssa B xnammwiauk (2° C-8° C).

a He ce 3ampa3sspa.

Ja ce cpxpaHsBa B OpUTHHAIHATA OTIAKOBKa, 32 J]a ce Mpe/ra3y OT CBETINHA.

3a ycrioBusiTa Ha ChbXpaHEHUE Ha OTBOPEHHUS JIEKAPCTBEH MPOIYKT BIDKTE TOUKa 6.3.

6.5 Buawu chabp:KaHUe HA OMAKOBKATA

15 ml pa3TBOp BBB (IAKOH OT CTHKJIO THIT | C €J1acTOMEpHA 3aMmyllalika U aTyMHUHHAEBA 00KATKa C
OTUYIBAIIO Ce Kanade, chappxail 1 800 mg qaparymymad. OmnakoBka oT 1 ¢urakoH.

6.6 CroenuaJHU NpeaNna3sHu MePKH NP U3XBbPJIsiHE U padoTa

DARZALEX MHXEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPUIOKECHHE € CaMO 3a €THOKpaTHa ynorpeba u e
TOTOB 3a MPUJIOKEHUE.

DARZALEX vHXEKIIMOHEH pa3TBOP 3a MOJKOKHO MPUIIOKECHUE TPsOBa 1a Obe OUCTHP 110
omajiecIieHTeH U OE31BETEH 0 JKBJT pa3TBop. He n3mos3Baiite mpu HAIUYIKME Ha HEMPO3PAuHH
YACTHIIH, TIPOMSIHA Ha IIBETA WU JIPYTH YY>KIU YACTHIIH.

DARZALEX nHXeKIIMOHEH pa3TBOpP 3a MOJIKOKHO MPHIIOKEHNE € CbBMECTHM ChC CIIPHUHIIOBKA OT
HOJUIIPONMIICH WK HONHUETHIICH; HA0OpH 3a MOJKOKHA MH(Y3US OT MOJIUIPONUIEH, TOJUETUIICH UK
nonuBuHMWIXI0pUA (PVC); 1 uram 3a u3TeriIsHe Ha pa3TBOPa U MHXEKTHPAHE OT HEPHKIaeMa
CTOMAaHa.

HeotBopen ¢uakon

Wseanere dimakon DARZALEX vHXEKIIMOHEH Pa3TBOP 3a IMOJKOMXKHO IIPUIOKESHHE OT XJIaAMIHUKA
(2° C-8° C) m ro octasere na nocturHe craitna remmneparypa ((<30 °C). HenpoOuTust ¢nakoH Moxke
Jla ce ChXpaHsBa Ha CTalfHa TeMIepaTypa U Ha CTalfHa CBETJIMHA 332 MAaKCHMaITHO 24 Jaca B
OpHUI'MHAJIHaTa KapTOHEHA KyTHS, 3a Ja Ce MpeJIa3n OT CBeTIHHA. Jla He ce chXpaHsBa Ha MpsKa
cIIbHYEBA cBeTiIMHA. Jla He ce paskiamia.

IIpurorBesa cupuHIIOBKA

[IpuroTBere cipHUHITOBKATA IIPY KOHTPOJIIMPAHH U BAIUIUPAHU aceITUYHHU ycnoBus. M3rernere 15 ml
oT (bh1aKOHA B CIIPUHIIOBKA, KATO M3I0J13BaTe OOMKHOBEHA cKoceHa TpaHchepHa uria 18G - 22G, 3a ga
CBeJIeTe 10 MUHUMYM PUCKa OT OTKhCBaHE HAa YACTHUIIM OT 3amyliajikara. BeBesere uriata BbB
(hnmaxona moJ1 BT 0T 90° Tpe3 3ammyIianKaTa u CBeJeTe 10 MUHIMYM Oposi Ha MPOOMBAHUATA, 32 Ja
npenoTBpatute hparmeHTHpaHeTo . [IpoBepere chIbpKaHUETO HA CIIPUHIIOBKATA, 32 Ja CE YBEPUTE,
Y€ HiAMa BUAMMHU YaCTUIU, ITPOMAHA B IBE€TA WJIN APYTHU YYKAW YaCTHIIH.
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Cren m3tersiHe OT UIaKOHA B CIIPHUHITOBKATa chXpaHsaBaiite DARZALEX HHKXEKIIMOHEH pa3TBoOp 3a

MOJIKOKHO IPUJIOKEHHE B IPOABIDKEHUE Ha HE IOoBeye OT 24 yaca B XJIaJWIHUK, [10CIEIBAHO OT HE

noeye oT 12 yaca npu 15 °C-25 °C Ha craiiHa cBeTIuHA (BXK. TOUKa 6.3). AKO ce chXpaHsBa B

XJIQAWITHMK, OCTaBeTe pa3TBOpa Aa JOCTUTHE TeMIlepaTypaTa Ha OKOJIHATA Cpesia pelu MPHIOKEHHUE.

Hewnsnon3BaHUAT JIeKapCTBEH MPOIYKT WM OTHAIBYHUTE MAaTepPHaIN OT HETO TPsiOBa 1a ce U3XBBPIIAT

B CbOTBETCTBHE C MECTHUTE U3UCKBAHHUS.

7. HNPUTEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/16/1101/004

9. JATA HA ITBPBO PABPEIIABAHE/IIOJHOBABAHE HA PASPEIHIEHUETO 3A
YHOTPEBA

[ata Ha mppBoO pazpemanane: 20 mait 2016 .

Hata Ha nocnenno nonHoBsiBane: 06 ssHyapu 2022 1.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

02/2026

ITonpo6Ha nH(pOpMaIMs 3a TO3M JISKAPCTBEH MPOIYKT € IpeJocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus 1o JieKapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHUE 11
MNPONU3BOJUTEJIN HA BUOJIOIT'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJAUTEJL, OTTOBOPEH 3A
OCBOBOXKIABAHE HA ITAPTHU/IU
YCJIOBUSA NJIM OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHNS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA NTPOAYKT
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A. NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC HA MPOU3BOAMTCINTE HA OMOJIOTUYHO AKTUBHOTO BC€IICCTBO

Biogen Inc.

5000 Davis Drive
Research Triangle Park
North Carolina

27709

CAII

FUJIFILM Diosynth Biotechnologies Denmark ApS
Biotek Alle 1

Hillerod, 3400

Hanus

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Cork

Hpnannus

Samsung Biologics Co, Ltd.
300, Songdo bio-daero
Yeonsu-gu

Incheon, Perry6mmka Kopest

HwMme u aapec Ha MPOU3BOAUTEIS, OTTOBOPEH 32 OCBOGO)KIlaBaHC Ha IapTHUAUTEC

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

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IleuaTHaTa I1MCTOBKA Ha JICKApCTBCHUSA NTPOAYKT TpH6Ba Aa CbAbpiKa UMCTO U aJpeCa Ha
IIPOU3BOJUTECIIA, OTTOBOPEH 3a OCBO60)KI[aBaHeTO Ha CbOTBETHATA MapTUaA.

b. YCJI0OBUA NWJIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT CE€ OTITyCKa [0 OTPaHUUEHO JIeKapcKo npeanucanue (Bx. [punoxenue I:

Kpatka xapakTeprcTika Ha POAyKTa, ToUKa 4.2).

B. JAPYI'M YCJIOBUA N U3NCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJu3npanu aokiaanau 3a oezonacuoct (ITA/IB)

M3uckpanusTa 3a nogasane Ha ITAJIb 3a To3u JeKapCTBEH MPOAYKT Ca MOCOYEHU B CIIUCHKA C
pedepentHuTe natu Ha EBpomnetickus cpio3 (EURD crucek), mpensuaes B wi. 1078, an. 7 ot
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HupektuBa 2001/83/EO, 1 BbB BCUUKH CJICIBAIIM aKTyalIn3alliH, TyOJUKyBaHH HA CBPONCHCKUS
yeOmopTal 3a JieKapcTBa.

. YCJI0BUsA WJIN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemenuero 3a ynorpeda (IIPY) Tps6Ba na n3BbpiIBa M3UCKBaHUTE JEHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIeAsIBaHe Ha JeKapcTBeHaTa 6€30IacHOCT, mocoueHu B ogo0penus I[1YP,
npeznctaBed B Moayn 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CJICABALIN 0J00pEHH
akTyanu3auuu Ha ITYP.

Axtyanusupas [IYP tps6Ba na ce monasa:

o 1o uckane Ha EBpormneiickaTa areHIus 1o JIeKkapcTBaTa;

o BUHArd, KOraTo ce M3MEHs CUCTEMaTa 3a yIpaBJIeHHE Ha PUCKa, 0OCOOCHO B pe3yiTaT Ha
NoJy4aBaHe Ha HOBa HH(OPMAIIUs, KOSTO MOXKeE J1a JIOBeJIe 10 3HAYMMH IIPOMEHH B
CHOTHOIIEHHUETO I10J13a/PUCK, UJIH CJIe]] IOCTUI'AaHEe Ha Ba)XKEH eTall (BbB Bpb3Ka C MPOCIIEASIBaHe
Ha JIeKapCTBEHAaTa 0€30MIaCHOCT WJIM CBEXJaHe Ha PUCKA 0 MUHUMYM).

o JlobJIHUTEJIHM MEPKH 32 CBeKAaHe HA PUCKA 10 MUHUMYM

[Ipenn myckaneto Ha ma3apa Ha DARZALEX (mapaTtymyma0) BBB BesKa IbpKaBa YICHKA,
MIPUTEXKATETAT Ha pa3perienneTo 3a ynorpeda ([IPY) tpsbdea na cerimacysa hopmaTa v ChIBPIKAHUETO
Ha 00yYMTEITHUTE MaTepUallH, EJSIIY 1a TIOBUIAT OCBEJJOMEHOCTTAa OTHOCHO 3HAYMMOCTTA Ha
UACHTU(OUIINPAHUAT PUCK OT ,,BIFSIHAE TIPH TUIH3UPaHe Ha KPbBTA (C1a0 aHTUTEH) (TIO3UTHBEH
nHAupeKTeH TecT Ha Coombs)” ¥ pej0CcTaBsSHE Ha HACOKH 32 YIIPABICHUETO MY.

[TPY TpsiOBa 1a ocCUTypH JOCTBII/Ia IPEJOCTAaBU U30POCHUTE T10-/10JTy MaTEPHAI Ha BCUYKU
MEIWIMHCKH CTIETIMATTUCTH U TTAINEHTH, KOUTO CE OYaKBa J1a PEANICBAT, OTITYCKAT U MOTy9YaBaT TO3N
JICKapCTBEH NPOAYKT, BBB BCSKA JIbpxkaBa wieHka, kKbjeto DARZALEX (maparymyma0) e mycHar Ha
nasapa.

OO0yuuTeTHUTE MaTepPUAIH 32 MeIHIMHCKH CIENHATNCTH U KPHBHHU 0aHKH, TPSIOBa Aa ChABPKAT
CJIETHUTE OCHOBHU €JIEMEHTH:

L PBKOBOACTBO 32 MEAUITUHCKHU CHELUAINCTH U KPbBHU 6aHKI/I, C YKa3aHu4d 3a prUCKa OT BJIMAHUC
IIpU TUIIU3UPAHE HAa KPBBTA U KaK da C€ CBEAC 10 MUHUMYM;
L Curnanna KapTa Ha maiueHTa.

PbKOBOACTBOTO 3a MeAUMIMHCKHATE CIIENNAJIUCTH H KPBbBHHUTE 0aHKH Tpﬂ6Ba Aa CbAbpiKa
CICIHUTC OCHOBHH CIICMCHTH:

° Bcewukn manuerTn TpsiOBa 1a ObAAT TUMMH3UPAHA U CKPUHUPAHH MPEIH J1a 3aII0YHAT JICUCHHE C
JlapaTyMyMa0; KaTo aJTepHATHBA MOXeE Jla e TIOMUCIH U 32 ()EHOTUITUPAHE;
° Meauupanusr oT qapaTyMmymal MOJOKUTeNeH HHIUpeKTeH TecT Ha Coombs (¢ BIUSHUE MTPH

KpbCTOCaHa [Ipo0a 3a KPbBHOIPYIIOBA CBBMECTUMOCT) MOJKE Jla IEPCUCTHPa A0 6 Mecela ciel
nocieaHata HHQY3Ms ¢ JIEKapCTBEHUS IPOIYKT, 3aTOBA MEAMIIMHCKHAT CIICIIUATTUCT TPsIOBa 1a
MOCHBETBA MAIMEHTA /1a HOCH CUTHAJIHATa KapTa Ha MalueHTa A0 6 Mecera ciel Kpas Ha

JIEUEHUETO;

° Cebp3anusT ¢ yepBeHnuTe kpbBHU KiIeTku (RBCs) naparymymad moxe qa Mackupa
OTKPHMBAHETO Ha aHTUTEJA CPEIILy C1a0u aHTUTCHU B CEpyMa Ha NallMeHTa,;

) Omnpenensiaero Ha ABO u Rh Ha narienTa He ce MOBIUsBAT;

° MeTtouTe 32 HaMaJIIBaHEe Ha BIUSHUETO BKJIIOYBAT TPETUPAHE HA CPUTPOIIMTUTE C PEareHT

murnotpentod (DTT), 3a na ce paskbca Bpb3KaTa ¢ JapaTyMyMal, UiId IpYrH JIOKaJIHO
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BaJMIMpaHu MeToa. T'hil KaTo OMpeaeISIHETO HAa KpbBHA Ipymna mo cuctemara Kell ¢biro e
YyBCTBUTEIHO KbM TpeTupane ¢ DTT, cien u3kimtouBane Wik HACHTH(DHUIIMPAHE Ha
anoanrtuTena, korato ce u3nomssat RBCs, tpetupanu ¢ DTT, tpsabsa na 6paat nocrasenn Kell-
oTpuLaTeNHH eAnHUIM. KaTo anTepHaTHBa MOXKe Jja ce TIOMUCIIH 33 T€HOTHIIMPAHE;

o AKo ce Hajara CIelHo KpbBONpeIUBaHe, MOTaT Ja ObJaT NpeluBaHN HETECTBAHH T10
kpbcrocad Meton 32 ABO/RhD-ceemMectumoct RBCs, ¢hritacHO MPaKTUKUTE HA JIOKATTHUTE
KpBHBHU OaHKU;

o B ciyyaii Ha manupana XxeMoTpaHCcy3usi, MEUITUHCKUTE CIIEIHATMCTH TPIOBa J]a YBEIOMST
XeMOTpaHC(y3HOHHHUTE LIEHTPOBE 32 BIUSHUETO MPU MHAUPEKTEH aHTUTIIO0YIMHOB TECT;

. [a ce mocoun HeoOX0AMMOCTa OT CIpaBKa C KpaTKara xapakTtepucTruka Ha mpoxykra (KXII);

. [a ce mocoun HeoOX0AMMOCTA OT MPENOCTABSIHE Ha CUTHAJTHA KapTa Ha MAalMeHTa U Ja ce

Mpernopbya cripaBka c JuctoBkara (JI).
CurHajiHaTa KapTa Ha NalMeHTa, TpsOBa Ja ChAbP)Ka CIICAHUTE OCHOBHHU €JICMEHTH:

. [IpenynpeaurenHo cbo0IIEHIE 32 MEIUIIMHCKATE CISIIUAIICTH, JISKYBAIIH MAIlEHTa 0 BCAKO
BpeMe, BKIIFOUUTETHO MPH CIICIIHU CIy4aH, e manueHTsT u3noiza DARZALEX
(maparymyma0) 1 4e TOBa JIeUeHHE € CBbP3aHO C B)KEH WICHTU(DHUIIMPAH PUCK OT BIUSHUE ITPU
TUTIU3WPaHe Ha KPbBTa (cnabd aHTHreH) (OJ0XKUTENeH HHANPEKTeH TecT Ha Coombs), KOWTO
MOJKe Jla IepCUCcTHpa A0 6 Mecela ciel mocjaeaHara HHQY3us ¢ JIEKapCTBEHHUS MPOIYKT, U CHA
MpenopbKa, 4e MalueHThT TPSOBa Ja MPOABJDKH Ja HOCH Ta3u KapTa /1o 6 Mecela ciell Kpas Ha

JICYCHUETO;
. Janau 3a koHTakT Ha mpeanucBamust DARZALEX (maparymyma0);
. Ja ce mocoun HEOOXOAMMOCTA OT CITpaBKa C JucToBKata (JI).
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IPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

OITAKOBKA 3A 3AIIOYBAHE HA JIEHEHUETO, CbCTABEHA OT 11 OIIAKOBKH (C
BLUE BOX)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

DARZALEX 20 mg/ml koHIIeHTpaT 3a HHPY3HUOHEH Pa3TBOP
JapaTymymat

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceeku duakon ¢ konnentpar 5 ml ceabpxa 100 mg naparymymad (20 mg/ml).
Bceku ¢uakon ¢ konnentpat 20 ml cpabpxa 400 mg naparymymad (20 mg/ml).

‘ 3. CIIMCBK HA ITIOMOIIHUTE BEHIECTBA

ITomonrau BemectBa: L-xuctunuH, L-XUCTUAMHOB XUAPOXIOPU MOHOXUAPAT, L-METHOHHH,
nosmcopbar 20 (E432), copouron (E420), Boma 3a nmkeKnu. BikTe TECTOBKaTA 3a NOMBIHATEITHA
uHpOpMALHSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

Konnenrpat 3a nH(pYy31OHEH pa3TBOp
OmnakoBka 3a 3amouBaHe Ha JieueHuero: 11 ¢guakona (6 x 5 ml gnakona + 5 x 20 ml ¢pakona)

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXKJIAHE

3a UHTPABEHO3HO MPHIOKCHUE CIIC]T pa3TBapsHE.
[Ipenu ynoTtpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

Jla He ce pa3kJiaiia.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

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

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampassiBa.
a ce cbxpaHsiBa B OpUrMHANIHATA OMAKOBKA, 3a J1a C€ MPE/INa3u OT CBETIMHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/003

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

[Ipueto e ocHOBaHME J1a He ce BKItouM HH(opMaius Ha bpaiinoBa azoyka.

‘ 17. YHUKAJIEH WIEHTUOUKATOP - IBYU3MEPEH BAPKO/{

JBynsmMepeH 6apKoJ1 ¢ BKIIFOUCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KYTHS (100 mg/400 mg) 3A 1 ®JIAKOH, KATO KOMIIOHEHT HA MEX/IUHHA
OITAKOBKA/KOMITIOHEHT HA OITAKOBKA 3A 3AIIOYBAHE HA JIEYEHHUETO (BE3
BLUE BOX)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

DARZALEX 20 mg/ml xoHIIeHTpaT 3a HHPY3HUOHEH Pa3TBOP
JapaTymymat

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bceku ¢uakon ¢ konnentpat 5 ml cpabpka 100 mg gaparymymad (20 mg/ml).
Bceku duakon ¢ konmenTpar 20 ml ceaspka 400 mg maparymymat (20 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

TTomoinu BenecTBa: L-XxucTuivH, L-XUCTUIUHOB XUAPOXIOPU] MOHOXUAPAT, L-METHOHUH,
nonucop6ar 20 (E432), copouron (E420), Bona 3a urxkeKkiuu. BiokTe TUCTOBKATa 3a JOMBJIHUTEIIHA
uHpOpMALHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

KonreHTpart 3a nH(pY3HOHEH pa3TBOP

1 dpmakon, 100 mg/5 ml

1 dmakon, 400 mg/20 ml

KoMMoOHEeHT Ha OmakoBKa 3a 3al0YBaHe Ha JCUYCHUETO, HE ¢e TPO/IaBa OT/ICITHO.

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEXKJAHE

3a UHTPABEHO3HO MPUIIOKCHUE CIIE pa3TBapsHE.
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HNPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOANMO

Jla He ce pazkJialia.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

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

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
Ha ce cbxpaHsaBa B OpUrMHAIHATA OMAKOBKA, 3a J1a C€ MPE/INa3u OT CBETIMHA.

10. CIHELOUAJIHU NPEAITASHU MEPKU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/16/1101/003

13. HAPTHUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

[Ipuero € ocHOBaHMUE 1a He ce BKIOYM nH(popMalus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH UWIEHTUOUKATOP - IBYU3MEPEH BAPKO/{

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

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

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

DARZALEX 20 mg/ml KoHILIEHTpAT 3a HHPY3HOHEH Pa3TBOP
napaTymyMmat

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

Bceku duakon ¢ konnerTpar 5 ml ceabpxka 100 mg naparymymad (20 mg/ml).
Bceku dmakon ¢ kornentpar 20 ml ceaspka 400 mg mapatymymat (20 mg/ml).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

ITomonrau BemectBa: L-xuctunut, L-XUCTUAMHOB XUAPOXIOPU MOHOXUAPAT, L-METHOHHH,
nonucop6ar 20 (E432), copouron (E420), Bona 3a urxeKkiuu. BiokTe MUCTOBKATa 3a JOMBJIHUTEIIHA
uHGpOpMAIHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

KonrieHTtpart 3a nH(MY3UOHEH pa3TBOP
1 dpmakon, 100 mg/5 ml
1 ¢pmakon, 400 mg/20 ml

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKXIAHE

3a UHTPABEHO3HO MPHIOKCHUE CIIC]T pa3TBapsHE.
[Ipenu ynoTtpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

Jla He ce pa3kJiaiia.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

95



‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampassiBa.
a ce cbxpaHsiBa B OpUrMHANIHATA OMAKOBKA, 3a J1a C€ MPE/INa3u OT CBETIMHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

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

13. HAPTHUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

[Ipuero € ocHOBaHMUE 1a He ce BKIOYM nH(popMalus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH UWIEHTUOUKATOP - IBYU3MEPEH BAPKO/{

JByr3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

DARZALEX 20 mg/ml KoHILIEHTpAT 3a HHPY3HOHEH Pa3TBOP
JapaTymymat
3a MHTPaBEHO3HO NPUIIOKEHHE CIIE] pa3TBapsHE.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

100 mg/5 ml
400 mg/20 ml

6. JPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

DARZALEX 1 800 mg uHKEeKIIMOHEH pa3TBOP
napaTymyMmat

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

Enun daakon 15 ml ceappika 1 800 mg maparymymad (120 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMonTHm BemiecTBa: peKOMOMHAHTHA YoBeITKa xuaryponuaasa (rHuPH20), L-xuctuaun, L-
XUCTUANHOB XUAPOXJIOPUA MOHOXUIpAT, L-meTrnonuH, monucopOat 20 (E432), copouton (E420),
BOJIa 32 MH)KEKUWHU. BIkTe MUCTOBKATA 32 JOMBIHUTETHA HHPOPMALIHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WHXEKITMOHEH pa3TBOP
1 dmakon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynoTtpeda npoyereTe IMCTOBKATA.
Camo 3a MOJKOKHO TIPIIIOKCHIE

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CIIEHUAJIHM ITPEAYIIPEXJAEHUS, AKO HEOBXOIUMO

[la He ce pazkiama.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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I[a CC€ CbXpaHsBa B OpUTHMHAIHATa OITaKOBKa, 3a a CC MPEAIasu OT CBECTIINHA.

10.

CIIEIIMAJIHU ITPEAITIAZHU MEPKHU I1PU U3XBBPJIIAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME N AJJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1101/004

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HUH®OPMAIIUS HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUE 1a He ce BKIOYM nH(popMalusa Ha bpaiiiosa a30yka.

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

| 18.

YHUKAJIEH WAEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

DARZALEX 1 800 mg HHXEKIIMOHEH Pa3TBOP
JapaTymymat

[lonkoxxHO TpUIIOKEHHE

s.C.

‘ 2. HAYYH HA ITPNJIOKEHUE

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

EXP

4. HHAPTHUJIEH HOMEP

Lot

5. CbABP/KAHUE KATO MACA, OBEM WJIN EJJUHUIIN

15 ml

6. JPYTO
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

DARZALEX 20 mg/ml koHueHTpaT 3a HHQY3MOHEH pa3TBOP
naparymyma0 (daratumumab)

IpoyeTeTe BHMMATEIHO USIJIATA JJUCTOBKA, MPE/IU 1A 3alI0YHETE /12 U3M0J3BaTe TOBA

JIEKapPCTBO, Thii KATO TS ChAbPKa BaxHa 3a Bac nndopmanus.

- 3amnasere Ta3u JUCTOBKA. MOXKe 1a ce HAJOXKH J1a 5 POYETETe OTHOBO.

- AKO UMaTe HIKAKBHU JOMBJIHUTEIHNA BHIIPOCH, MOMUTANTe Barus iekap uin MeIuinHCKa
cectpa.

- Axo IMOJIYYUTC HAKAKBU HCXKCIIAaHU PCAKIIUN, YBEAOMETC Bamms JICKap Wi MCIUIIMHCKA

CceCTpa. ToBa BKJII0YBa ¥ BCHYKH Bh3MOXKHH HEXKEIaHU pCaKknun, HCOMMCaHU B Ta3u JIMCTOBKA.

Buxkte Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kaxkso nmpeacrasnasa DARZALEX u 3a KakBO ce U3M0A3Ba

Kaxso Tps6Ba na 3naere, nmpenu na Bu 6b1e mpmioxxer DARZALEX
Kaxk ce mpumara DARZALEX

BBb3MOXHU HEeXEIIaHU peaKIIuu

Kak na cexpanaBare DARZALEX

CpapprkaHre Ha OMAKOBKaTa U AOMBIHUTENHA HH(pOpManus

A S

1. Kakso npeacrasasasa DARZALEX u 3a kakBo ce u31oJi3Ba

Kakspo npencraBiasisa DARZALEX

DARZALEX e npoTHBOPaKOBO JIEKaPCTBO, KOETO ChAbPKa aKTUBHOTO BeLIecTBO AapaTymyma0. To

MIPUHAIEKHU KbM IpyIa JIEKAPCTBA, HAPEUEHHU ,,MOHOKJIOHAIHU aHTUTeNa . MOHOKIOHAIHUTE
aHTHTEJa ca IPOTEUHH, KOUTO ca pa3paboTeHH Taka, 4e Jia pa3lo3HaBaT U Ja ce MPUKPEISIT KbM

cneun(pUYHU MULIEHU B opranusma. Jlaparymymal e pa3paboTeH Ja ce MpUKpens KbM criequpuyHu

PaKOBH KIIETKU BHB Bamms OpraHu3bM, Taka 4€ UMYHHaTa Bu cuctema Ia MOXE J1a T YHHUIITOXKU.

3a kakBo ce n3no3Ba DARZALEX

DARZALEX ce u3nomn3Ba Mpu NadeHT! Ha Bb3PacT 18 rouHu UIH MO-Bb3PaCTHH, KOUTO UMAT BUJ

pak, HapedeH "MynrturuieH muenom". ToBa e pak Ha KOCTHHSI MO3BK.

2. KaxkBo TpadBa na 3Haere, npeau A1a Bu 0bae npuiioxken DARZALEX

He TpsidBa na u3nonzsare DARZALEX

- aKo CTe aJlepru4HU KbM JIapaTyMyMal WM KbM HSKOS OT OCTaHAJIUTE ChCTaBKH HAa TOBA
JeKapcTBO (M30pOEHU B TOUKA ).

He uznonzpaitte DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe curypHu, roBopeTe ¢

Bammst nekap wim MeIuIMHCKA cecTpa, npeau na usnonzpare DARZALEX.

IIpexynpesxaeHus u npeanasHu MepKU
T'oBopete ¢ Bamus nekap uinu MeIULUHCKA cecTpa, npeau aa usnonzsare DARZALEX:

Peaknun, cBbp3anu ¢ uHQy3UITa

DARZALEX ce npunara nmox ¢popmara Ha HH(Y3uUs (KalKOBO) BbB BeHa. [Ipenu u ciex Beska
unoy3us ¢ DARZALEX mie Bu 0b1aT najeHu JeKapcTBa, KOUTO [TOMaraT Jia Ce HaMaJlu
BEPOATHOCTTA OT PEAaKIUH, CBbP3aHH ¢ HHPYy3usTa (BrokTe "JlekapcTBa, MpUIarany 1o BpemMe Ha

neuenne ¢ DARZALEX B Touka 3). Te3u peakiuu Morat a ce IOsIBAT 110 BpeMe Ha HHQY3UsATa WK B

pamkute Ha 3 THU ciex nHY3UITA.
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B Hskou cityuau Moyke J1a OJIyYHMTe TEXKKa ajJepruiHa peakiys, KOATo MOXe Jja BKJII0YBA [I0lyBaHe
Ha JIMLIETO, YCTHUTE, yCTaTa, €3UKa WIN I'bPJI0TO, 3aTPYAHEHO IPErIbIIaHe U JUILIaHE U ChPOSIL
00puB (yptukapus). Hsixou cepro3Hu ajgepruyHu peakuy U APYTH TeKKH PeaKkLUH, CBbP3aHH C
UH(]Y3UATA, Ca JOBEIH A0 CMBPT.

Kaxere Beguara Bammst JICKap WM MEOAUIMUHCKA CECTPa, aKO IOJYUHUTEC HAKOA OT pCaAKIIUUTE,
CBBpP3aHU C I/IH(l)YBI/IﬂTa HJIN CBBP3aHUTEC C TAX CUMIITOMH, I/136pOCHI/I B HA4YajJ0TO Ha TOYKa 4.

AKO TIOJTyYHTe peaKIiy, CBbP3aHN ¢ MHPY3HUATa, MOXKE J]a UMaTe HyK/1a OT APYTH JIEKapCTBa, WIH
MOXe Jja ce HaJoXKu MH(py3usTa 1a ce 3a0aBu miu crpe. Korato Te3n peakuy oT3By4YaT WK
cbcTosiHUETO Bu ce monoOpu, nH(y3usITa MOXKE Aa Ce 3all0YHE OTHOBO.

Te3u peakiuu e Hai-BEpOSITHO Ja Ce MOSIBSIT NPH IbpBaTa HHPY3H. AKO BEIHBK CTE MM PEaKITHs,
CBBbp3aHa ¢ HH(Y3HUsTa, MAIKO BEPOSITHO € T /1a CE MOSBU OTHOBO. BammmsaT gekap Moxe 1a peiu 1a
He n3non3Ba DARZALEX, ako nMaTte TeKKa peakiys, CBbp3aHa ¢ UHPY3HATa.

Hawmanen Opoii KpbBHU KIICTKH

DARZALEX moxe na Hamanu Oposi Ha OennTte KpbBHU KJIETKH, KOUTO Imomarat B 6opbara ¢
MH(EKINNTE, 1 KPbBHUTE KIETKH, HAPEUCHU TPOMOOIIMTH, KOUTO IToMarat Ipu ChbCUPBAHETO HA
KpbBTa. KaXkeTe Ha MEIMIIMHCKH CTICIIHANINCT, aKO Pa3BUETE HAKAKBU CHUMIITOMH Ha MH(EKIH KaTo
MOBHUIIIEHA TEMIIEpaTypa, 3aTpyIHEHO AUIIaHe, KAIINLA, TapeHe Wik O0JIKa Ipy YpUHUpaHe, WU
HSKAaKBU CUMIITOMH Ha HamaJsleH Opoil TpOMOOLIMTH KaTo HAllpUMEpP HAaCHHSIBaHE MM KbPBEHE.

KpsBonpenusane

AKo0 UMaTe HyX/Ja OT KpbBOIIpeIuBaHe, e Bu Ob/ie HanpaBeH KPbBEH TECT 32 YCTAHOBSABAaHE HA
Bamara kpbBHa rpyna.

DARZALEX Moxe aa moBiuse pe3yJITaTUTe OT TOBa M3CiIeABaHe Ha KpbBTa. MH(bOpMupaliTe TO3WH,
KOMTO IpaBH U3cienBaHeTo, ye usnonssare DARZALEX.

Xenatur B

YBenomere Bamus nekap, ako HAKOTa CTE€ MMaJId WK € Bb3MOXKHO J1a IMaTe WH(EKIHs ¢ XenaTut B.
Tosa e 3amoro DARZALEX Moske Aa mpeau3BHKa akTUBHpaHe Ha BUpyca Ha xenaTut B. Bammsat
nekap me Bu u3cnensa u nperiexaa 3a NpuU3HALM Ha Ta3u HHOEKIHS TPEIH, TI0 BpEME U CIe]
nedgerneto ¢ DARZALEX. He3za6aBHo yBemomeTe Barmus jiekap ako ©Mate BIIOIaBaIla ce JIeCHa
YMOPSEMOCT HJIM MOXKBITABaHE HA KOXKaTa, UM Ha OsulaTa 4acT Ha OYHTe.

Jlena u roHOIIM
He naBaiite DARZALEX Ha nena wiid I0HOIIN Ha Bb3pAacT oA 18 ronnHu, 3aioTo He € U3BECTHO KakK
1€ UM MOBJIUSIE JIEKAPCTBOTO.

Jpyru aexapcrBa 1 DARZALEX

Tps6Ba ga kaxere Ha Bamms nexap WM MEIULIMHCKA CECTpa, aKo pUeMare, HACKOPO CTE MpHUEeMaH
WJIH € BB3MOKHO J]a IPUEeMETe APYTH JIEKapCTBa.

ToBa BkJIIOUBa JeKapcTBa 0€3 perenTa, KakTo U OMJIKOBH JIEKapCTBa.

bpemennocrt

Axo cte OpeMeHHa, cMATaTe, 4e MOXKe J]a cTe OpeMeHHa W IUTaHUpaTe OpeMEHHOCT, OChBETBANTE
ce ¢ Bamms nexap npeau ynorpebara Ha TOBa JIEKapCTBO.

Axko 3a0peMeHeeTe JOKATO ce JIeKyBaTe ¢ TOBa JIEKapCTBO, He3abaBHO nHpopMupaiiTe Bamms nekap
WY MEIUIIMHCKA cecTpa. Bue u Bammusr nekap me pemuTe ganu noiasara oT TOBa JEKApCTBO € Mo~
roJsiMa OT prcka 3a Bamiero 0ebe.

Koutpauenuus

JKenute, Ha kouto ce npuiara DARZALEX, tps0Ba na uznon3saT epeKTHBHA KOHTPAIICTIIIHS 10
BpeMe Ha U JI0 3 Mecela clie] ISYSHUETO.
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Kbpmene

Bue u Bamust nekap 1ie npereHuTe Jaiy moji3ata oT KbPMEHETO € Mo-TojIsiMa OT pucka 3a Baiieto
0cOe. Tora e Taka, 3aII0TO JICKAPCTBOTO MOXKE J]a MPEMHUHE B KbPMAaTa U HE € M3BECTHO KaK TOBA III¢
ce oTpas3u Ha O6ebeTo.

Ilodupane u paéoTa ¢ MAIIMHH
Bue moxe na ce uyBcTBaTe ymopeHu cie npueM Ha DARZALEX, koeto Moxe Jja oBiHse
criocobHocTTa Bu f1a modupare win ga paboTHTE C MAITMHH.

DARZALEX cbabpska copouTos

CopOuTONBT € U3TOYHHK Ha PpyKTO3a. AKO BHe nMate HacliecTBEHa HEMOHOCUMOCT KbM (DPYKTO3a,
PSIIKO TeHETHYHO 3a00siBaHe, He TpaOBa na Bu ce mpuara tosa nexkapctso. [lanmenture ¢
HacJIeICTBEHa HETIOHOCUMOCT KbM (PYKTO3a HE MOTaT Aa pasrpaxaaT (pyKTo3ara, KOETO MOXe J1a
MIPUYUHY CEPHO3HU HEKETAHN PEAKIIHH.

Tps6Ba na nHQOpMupate Bamws nekap npenu na Bu Ob1e npritokeHo ToBa JIEKapCTBO, aKO HMaTe
HacJIeICTBEHa HETIOHOCUMOCT KbM (DPYKTO3a.

DARZALEX cbabp:ka moaucopoart

Tosa nexapctBo chabpka 0,4 mg monmcop6ar 20 BBB Bceku ml, KOWTO ca ekBHBaJeHTHHU Ha 2,0 mg Ha
¢nakoH ot 5 ml. [lonrcopbaTute Morar 1a IPUUMHAT AIEPTUYHH peakuru. TpsadBa Ja Kaxere Ha
Bamms nekap, ako uMate yCTaHOBEHU aJIepryu.

ToBa nexapctBo chabpka 0,4 mg monrcop6ar 20 BBB Bceku ml, KOWTO ca ekBuBaleHTHHU Ha 8,0 mg Ha
¢nakon ot 20 ml. [TonucopbaruTe Morar Aa NPUUMHAT ANEPrUYHH peakuuu. TpsOBa qa kaxere Ha
Bamms nekap, ako uMate yCTaHOBEHHU aJIepruu.

3. Kak ce npniiara DARZALEX

KaxBo ko/jin4ecTBO ce mpujara
BamusT nexap me onpenenu Bammara no3a u cxema Ha jgeuenue ¢ DARZALEX. Jlo3zaTta Ha
DARZALEX mie 3aBucu ot Bamiero tenecHo terio.

[Ipenopbunrtennata HadanHa 1o3a DARZALEX e 16 mg/kg tenecno terno. DARZALEX moxke na ce
MIPUIIOKU CAMOCTOSTENIHO MJIH 3a€/IHO C APYTH JIEKAPCTBA, U3IIOJI3BAHM 32 JIEUEHUE Ha MYJITHILICH
MHEJIOM.

Korato ce mpmrara camocrositenio, DARZALEX ce npuiiara KakTo clieqia:

. BEJIHBK CEIMUYHO 3a IIBPBUTE 8 CEIMUIIN
° cJIe TOBa BEIHBK Ha 2 CEIMUITA B TIPOIBIDKEHNE Ha 16 ceaMuITi
. CJIEZl TOBA BENHELK HA 4 ceMUIM, JOKAaTO BameTo c5CTOSHUE HE CE BIIOIIH.

Korato DARZALEX ce npuiara 3aeiHo ¢ IpyTH JiekapcTBa, Bamusar gekap MoXe 1a MPOMEHS
BpPEMETO MEXIY JO3UTE, KAaKTO U OpOs Ha JIeKapcTBaTa, KOWTO IIE IMOTyJYaBare:

IIpes mepBaTa ceaqmuna Bamusr nexap Moxke aa pasaenu qo3ara Bu DARZALEX B aBa
[I0CJIEIOBATEIHU [THH.

Kak ce npuwiara ToBa JiekapcTBO
DARZALEX mie Bu 0b1€ IpHIIOKEH OT JIEKap WM MEAUIIMHCKA cecTpa. [Ipriara ce upe3 KarmkoBo
BJIMBaHE BHB BeHaTa (MHTpaBeHO3HA HH(Y3HS) B MPOABIDKEHHUE HA HIKOJIKO Yaca.

JlekapcTBa, npuJjaranu no Bpeme Ha jJedeHue ¢ DARZALEX

Moxe na Bu ObaaT npunaranu iekapcTba 3a HaMallsiBaHe Ha BEPOSTHOCTTA OT pa3BUTHE HA XepIiec
30CTep.
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IIpenu Besika nndys3us DARZALEX mie Bu Obaat npusaranu JiekapcTBa, KOMTO 1ie Bu moMorHat 3a
HaMaJsBaHe Ha BEPOSTHOCTTA OT MOJTy4aBaHe HA peaKIuu, CBbp3aHu ¢ nHPy3usaTa. Te morar na
BKJIFOYBAT:

. JIEKapCTBa 3a aJiepruyHa peakius (AHTUXUCTAMUHN)
. JIEKapCTBa 32 BB3NAICHUE (KOPTHKOCTECPOHIN)
. JIeKapCcTBa 3a Tpecka (KaTo mapareraMolr).

Cnen Besika nadpy3uss DARZALEX me Bu 0b1at npuiiaranu ekapcTia (KaTo KOPTUKOCTEPOHIN) 32
HamalsBaHe Ha BEPOSTHOCTTA OT MOJy4YaBaHe HA PEakiuu, CBbP3aHu C HHPY3HUsITA.

Xopa ¢ AuxaTeTHU MPodIeMu

AKO UMaTe TUXaTeJIHU Npo0JIeMH, KaTO acTMa WM XpOHHYHA OOCTPYKTHBHA OestoipoOHa 0oJiecT
(XOBB), mie Bu 6baat npuiiaranu JekapcTsa 3a HHXaJIUpaHe, KOUTO LIe MOMOoTrHaT 3a Bamure
JUXaTeTHH poOieMu:

. JIeKapCTBa 3a pa3lInpsiBaHe Ha OPOHXUATHUTE MIHTHUIIA HA OenuTe ApoOoBe
(6poHXOMUIIATATOPH)
. JIeKapcTBa 3a HAMAJISIBaHE HAa OTOKA U APAa3HEHEeTO B OeuTe ApoOoBe (KOPTHKOCTEPOUIN)

AKo cTe moy4yuiiu noseye or Heodxogumara n103a DARZALEX

ToBa nekapcTBo 1ie Ob/€ NPUIOXKEHO OT Bamust iexap uiau MeJUIUHCKa cecTpa. B manko BeposTHHS
cllydaii Ha IIpUJIaraHe Ha TBbPJIe MHOTO JIEKapCcTBO (Mpefo3upane), Bammsar nexap me Bu Habmonasa
3a HEXKEJNaHU PEaKIHU.

AKO cTe NpoImyCcHAJIN noceleHue 3a npuioxenue Ha DARZALEX

MHoro e Ba)XHO J1a CTia3BaTe BCHUKY Barm mocemeHns, 3a 1a OCUrypuTe eeKT oT JeueHHueTo. AKO
CTE MPOITYCHAIIN €THO MOCELICHNE, HAIIPAaBETE IPYrO Bb3MOKHO Hal-CKOPO.

AKO MMaTe HSKaKBHU JOMBIHUTEIHHA BBIIPOCH, CBbP3aHH ¢ yroTpedara Ha TOBa JIEKAPCTBO, IOMHUTANTE
Bammus nexap uinm MEIUIIMHCKA CeCcTpa.

4. B13MoxkHN HelKeJaHU peakIuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NIPECAMN3BHUKA HEKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Peakuuu, cBbp3anu ¢ uHpy3usaTa

YBenomete BeaHara Bamus gexap win MEIUIIMHCKA CECTPa, aKO MOTYyUUTE HIKOU OT CIETHUTE
MIpU3HAIA HAa Peakius, CBbp3aHa ¢ HH(y3uATa, IO BpEMe HITH B paMKUTe Ha 3 THU ciex nHpy3usITa.
Moske 1a ce HaJIOXKH Jla IpUeMeTe JpYTH JIeKapcTBa wiu nH(y3nsaTa 1a ce 3a0aBy WK CIIpe.

Te3n PCaKInn BKIKOYBAT CJICIHUTC CUMIITOMU:

MHuoro yectr (MOke 1a 3acerrat moseue otT 1 Ha 10 mymm):
CTYZICHU TPBITKA

BB3MAICHO T'bPJIO, KAILTUIIA

rajJicHe

IOBPBIIIAHE

CchpOEXK B HOCA, XpeMa WIIH 3aIyIIeH HOC

3a]yX WIH APYTH AUXATEITHU MPOOIIEMH.

UYecTn (Moxe na 3acersat a0 1 va 10 gymm):

J TUCKOM(OPT B THPIUTE

. 3aMaliBaHe WJIM CBETOBBPTEXK (XUIIOTOHUS)
. ChpOexK

o XPHIITCHE.
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Penxu (Moxe ma 3acernat a0 1 va 1 000 qymm):

TEXKa aJIepTUYHA PEaKIHs, KOSTO MOXKE J1a BKIIFOYBA MMOIyBaHE HA JIMIIETO, YCTHUTE, yCTaTa,
€3WKa WIH I'bPJIOTO, 3aTPYTHEHO MPETIIBINAHE WIIH AUIIAHE WIN ChPOsiT 0OpuB (YpTUKApHS).
Buxre Touka 2.

0omKa B ounTe

3aMBIJICHO 3pEHHE.

AKO TIOJTyYUTe HAKOS OT PEaKIUUTE, CBhP3aHH ¢ MH(Y3HATA, ONMCAHU ITO-TOPE, YBEAOMETE BeTHATA
Bamwis iekap nim MeIULMHCKA CecTpa.

Jpyru HexkeJIaHU peakIuu
MHoro yecTu (MOXe 11a 3acerHat noseue ot 1 Ha 10 mymmm):

Tpecka

CHUIIHA yMOpa

Juapus

KopeMHa 0oJka

3areK

HaMaJICH arleTUT

TPYJHO 3aCIUBaHE

riaBoOoJme

ycellane 3a 3aMastHoCT

YBPEKJIaHE HAa HEPBUTE, KOETO MOKE JIa IPUYMHH U3TPHIIBAHE, MPaBYyYKaHE WX 0OJIKa
BHUCOKO KPBBHO HaJIsITaHE

00pHB MO KOXKaTa

MYCKYJIHU CIIa3MH

MoyBaHe Ha PBIIETE, TNIC3CHUTE WK CThIIANaTa

YYBCTBO Ha OTIAHAIOCT

MYCKYJIHA M CTaBHA 00JIKa (BKJIFOYMTEITHO OOJIKH B I'bp0Oa 1 O0JIKa B MyCKYJIUTE HA TPBIHUSL
KOIIT)

nHpexIms Ha 6enuTe 1podoBe (THEBMOHMS)

OpOHXUT

WHQEKIMH Ha JUXATEITHATE ITBTUIIIA - KATO HOCA, CHHYCHTE HJIH I'bPIIOTO

HUCHK OpOii Ha YePBEHUTE KPHBHU KIETKU, KOUTO MPEHACAT KUCIOPOJI B KPHBTA (aHEMYIST)
HHUCBHK Opoii Ha OeNnTe KPHBHU KIIETKH, KOUTO IoMarart B OopOara ¢ uHeknun (HeyTpOIeHHS,
TUMQOTICHUS, ICBKOTICHHS)

HUCHK OpOii Ha KPBBHU KJIETKH, HAPEYEHU TPOMOOIIUTH, KOUTO [TOMArar 3a ChCHPBaHETO Ha
KpPBBTa (TPOMOOLUTOIICHHS)

HUCKO HHMBO Ha KaJIMH B KPHBTa (XUTIOKATUEMHUS )

HeoOWYaifHO ycellaHe 10 KokaTa (KaTo MpaBydYKaHe WK YCelllaHe 3a JIa3eHe)

COVID-19.

Yectu (Moxe aa 3acerHar g0 1 Ha 10 mymm):

HEPUTMHUYHA CHhpeUHa IEHHOCT (MPEACHPIHO MBKICHE)

chOupaHe Ha TeYHOCT B OenuTe ApoOoBe, KoeTo Bu npuunHsBa 3aayx
UHQEKIHS Ha TMKOYHHUTE ITBTHIIA

TeXKa MHPEKIUS Ha [eJIUs OPTaHu3bM (CETICHC)

JeXUapaTaIus

MIpUIagaHe

BTpHCaHE

BHCOKO HMBO Ha KpbBHa 3axap

HHUCKO HMBO Ha KaJl1il B KpbBTa

HUCKO HMBO Ha aHTUTEJa B KPbBTA, HApEUYeHH "MMYHOTTI00YIMHHU", KOUTO TIomarat B 6opbara ¢
MH(pEKIUUTE (XUIMOraMariioOyInHeMus )

BB3MAJICH [TaHKpeac

CBHpOEK
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o BUJI XepIrec-BUpycHa HHPEKIHs (IUTOMETraJoBUPYCHA HHDEKLIHS).

Heuectu (Moxxe ma 3acersar 10 1 #a 100 mymm)
. BB3MAJICH YEPEH Ipo0 (XEmaTuT).

Cho01aBaHe HA He:KeJIAHU peakuuu

AKO TIOITyunTe HIKAKBU HEXKEJIaHH JICKApPCTBEHU PEakIiiy, yBeJaoMeTe Bamus nexap i MeauiuHCKa
cectpa. ToBa BKIIOYBA BCHYKH BH3MOXKHU HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIaHU peakinuu. Moxere
CBILO Ja ChbOOLINTE HEXKETaH! PeaKK AUPEKTHO Ype3 HALMOHAIHA CUCTEMA 3a ChOOIaBaHe B
UzmbiHUTEIHA areHIys 110 JIeKapcTBaTa

yi. ,,Jlamsa I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiT: www.bda.bg

Karo cpobmaBare Hexxenanu peakiiy, MOXKeTe Ja JajieTe CBOS MPUHOC 3a MoJyyaBaHe Ha IOBeYe
MHQOpMAaIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cbxpansaBate DARZALEX

DARZALEX mie ce chxpaHsiBa B OOJHUIIA WM B KJITMHHKA.

[a ce cbxpaHsBa Ha MSICTO, HEJOCTHITHO 32 ACIA.

He usmnosn3Baiite TOBa JIGKApCTBO CJI€]] CPOKaA HAa FOJHOCT, OTOE/IsI3aH BbPXY KapTOHEHATA OMAaKOBKA U
etnkeTa Ha ¢rakoHa cief "T'onen 1o:" n "EXP". CpokbT Ha TOTHOCT OTTOBAps Ha MOCIEAHUS ACH OT
MTOCOYECHUS MECeIl.

Ha ce cexpanssa B xnagmwiauk (2°C-8°C). Jla He ce 3aMpa3sBa.

[a ce cexpaHsBa B OpUrHHAIHATA ONIAKOBKA, 3a J1a CE€ TPE/Ia3y OT CBETIIMHA.

He u3xBbprsiite nekapcTBaTa B KaHATU3AIUATA WIH B KOHTEHHEPA 32 JOMAITHU OTITa IbITH.

Ilonuraiite Bamms q)apMaueBT KakK J1a U3XBBPJIATE JICKAPCTBATd, KOUTO BEYC HC U3IIOJI3BATC. Te3n
MCPKHU 1II€ CIIOMOIrHAaT 3a OIla3BaHC Ha OKOJIHATa cpe€aa

6. Chabp:kaHue HA ONIAKOBKATA M JONbJIHUTETHA HHpOpManus
Kakso cbabp:xa DARZALEX
. AKTHBHOTO BEIIECTBO ¢ napatymymad. Enun ml koH1ieHTpar chabspka 20 mg napatymymao.

Bcexu ¢makon ¢ konmnenTpar 5 ml ceappxa 100 mg naparymymad. Beeku dmakon ¢
koHreHTpat 20 ml ceappika 400 mg napatymymao.

. Hpyrure cberaBku ca L-xuctuamg, L-XucTUIMHOB XUAPOXIIOPUL MOHOXUAPAT, L-METHOHUH,
nonucop6ar 20 (E432), copouron (E420) u Bona 3a nmxekiun (BuxTe “DARZALEX chabpika
copbuTon’ B TOUKa 2).

Kak m3rie:xkna DARZALEX u kakBO ChABPKA 0MAKOBKATA

DARZALEX e xoHmeHTpar 3a nHpy3HOHEH pa3TBOP U MPEACTaBIsABa OE3IBETHA JI0 JKBJITAa TEUHOCT.
DARZALEX ce nocTaBsi B KApTOHCHH OITAKOBKH, ChJIbPIKAIIN €MH CTHKIICH (hJIaKOH.
DARZALEX ce npeziara chIllo ¥ KaTo ONAaKOBKa 3a 3alI0YBAaHE HA JEUEHUETO, ChABpIKaIla

11 ¢makona: (6 x 5 ml ¢makona + 5 x 20 ml dmakona).

IpuTexaTtes HA pa3pelIeHUETO 32 yNoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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IIpousBoauTen
Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
Xonanaus

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPKCTC CC C JIOKAJTHUSA

MNPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTp66aI

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbnarapus

LJkoHCHH & J[xorchH bearapus” EOO/]
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

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

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E)\AGdo

Janssen-Cilag ®oppokevutiky Movorpocmmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"

Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 6494 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: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o0.0.
Tel.: +48 22 237 60 00



France

Janssen-Cilag

Tel: 0 800 25 50 75 /+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

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.o0.
Tel: +386 1 401 18 00
INJ-SI-safety @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

JaTa Ha mocieqHo npepasriie;kaaHe Ha JucToBkarta 02/2026

JApyru n3rouyHunu Ha nHGopmanus

Ho;[p06Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € MPEAOCTABCHA HA yeﬁcaﬁTa Ha EBpOHCﬁCKaTa arcHuA

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

[Tocoyenara no-gony HHGOPMALKS € IpeAHa3HaUYCHA CaMO 32 MEIUIIMHCKH CIICI[HATUCTH:

To3u 1ekapcTBEH MPOAYKT € caMo 3a €AHOKpaTHA yrmoTpeoa.
[Monrorere MHGY3UOHHHS PA3TBOP, H3MOJ3BAHKY ClieIHATA aCETITHYHA TEXHUKA:

o Wzuncnere no3ara (mg), Heooxomumus oo odem (ml) pazrBop DARZALEX u 6post Ha
HeoOxoaumute ¢urakonn DARZALEX Bb3 OCHOBA Ha TETJIOTO Ha MallMEHTA.

. [Iposepete nanu pastBopsT DARZALEX e Ge3nBeten 10 xbaT. Jla He ce W3M0a3Ba MpH
HAJIMYMETO Ha HEMPO3payHH YaCTHIIM, TPOMSHA B I[BETA WIIH JPYTH YUYW YACTUIIH.
o Upes acenTryHa TEXHHUKA, OTCTpaHeTe 00eM oT HaTpueB xyopua 9 mg/ml (0,9%) nwxekuuoneH

pa3TBOp OT UH(Y3UOHHUS CaK/KOHTEHHEPa, KOMTO € paBeH Ha HEOOXOAUMUSA 00EM pa3TBOP

DARZALEX.


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

. Uzrernere HeobxoaumMoTto konnuectBo pa3tBop DARZALEX u ro paspenere 10 CbOTBETHUS
o0eM upe3 g00aBsiHe KbM MH(Y3HOHHUS CaK/KOHTEHHEpa, ChIbprKalll HaTpUeB Xaopua 9 mg/ml
(0,9%) umxeknmoneH pa3tBop. MH}y3noHHUTE cakoBe/KOHTEIHEpH TpsOBa 1a Obaat
uzpaborenu ot nonuBuHWwIXIOpU ] (PVC), nomunpornunen (PP), monmueruien (PE) wmu
nonuonepun (PP+PE). Paspexnaiite mpu noaxonsiy aceNTHYHN yCIoBuUs. V3XBBpieTe BCIKO
HEH3IOI3BAHO KOJIMYECTBO, OCTAHAIIO BbB (DIIaKOHA.

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

o [Ipernenaiite BU3yaaHO MapeHTEpaHUs JEKAPCTBEH MPOAYKT 3a HANWYHE Ha BUAUMH YaCTUIH
Y TIPOMSIHA B [[BETa MpEeAN NpUiIokeHue. B pa3zpeneHus pa3TBop MOXKe J1a ce 00pa3zyBaT MHOTO
MaJIK{, IPO3payvHy 10 Oeu OeATHYHU YaCTUIM, ThI KaTo fapaTyMymMad e npoteuH. Jla He ce
W3I0JI3Ba, aKO ce HAaOIII0aBaT BUIUMO HETIPO3paYyHH YaCTHIIM, TPOMSHA B I[BETA WITH UYXKIH
YaCTHIIH.

. Toit kato DARZALEX He chabpika KOHCEPBAHT, Pa3peJCHUTE Pa3TBOPH TPsiOBa aa ce
NPUIOXKAT B paMKHTE Ha 15 yaca (BKIIIOYUTEIHO BPEeMETO 3a HH(Y3HsL), IPH CTaliHa
temmneparypa (15° C-25° C) u Ha cTaiiHa CBETIHMHA.

. AKO He ce U3M0JI3Ba BeHara, pa3peicHUIT Pa3TBOP MOXKE JIa C€ ChXpaHsBa MPEAH MPUIIOKEHHIE
3a cpok a0 24 yaca B xiagmwiHuK (2° C-8° C) u 3amuTeH oT cBeTauHA. [la He ce 3ampassBa.
. [Tpunoskere paspeneHus pa3TBoOp Ype3 HHTPaBeHO3HA MH(DY3HUS C OMOIITA HA UH(PY3MOHEH

KOMIUIEKT, CHaOJIeH C peryiaTtop Ha 1e0uTa 1 ChC CTEPHIICH, alUPOTreHEH, HUCKO MPOTEHH-
cBBp3Bal nonuerepcyndonos (PES) puntsp, (pazmep Ha nopute 0,22 wmm 0,2 MEKpoMeTpa).
Tps6Ba na ce u3nonzpat nonuyperad (PU), nomubyranuen (PBD), PVC, PP unu PE xomruiektn
3a IPUIIOXKEHHUE.

. He BnuBaiite DARZALEX enHOBpeMeHHO € APYTH CPECTBA Ype3 €1HA U ChIla HHTPAaBEHO3HA
CUCTEMA.
. He cpxpansiBaiiTe HeM3M0JI3BaHU KOJIMYECTBA OT MH(Y3MOHHUS Pa3TBOP 332 MOBTOPHA ynoTpeoa.

Hewusnon3panusr MPOAYKT WM OTHAABYHUTEC MAaTCPUAIN OT HETO Tp)I6Ba Ja C€ U3XBBPJIAT B
CBbOTBETCTBHEC C MCCTHUTC N3HCKBAHUAI.

[Ipocnenumoct
3a nma ce momoOpy MPOCIEAUMOCTTA Ha OMOIOTHIHHTE JICKAPCTBEHH IPOAYKTH, UMETO M MTAPTHIHUSAT

HOMCP Ha MPUIIOKCHUAT NPOAYKT Tp$16Ba SICHO Ja C€ 3alMcCBar.
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

DARZALEX 1 800 mg uH:KeKIIHOHEH PA3TBOP
naparymyma0 (daratumumab)

HpO'—leTeTe BHUMATEJIHO LIslJiaTa JUCTOBKA, IIPEeIH Aa 3alI0OYHETE /1a U3110JI3BaTEe TOBA
JIEKApPCTBO, Thil KATO TH CbABbPiKa BaKHa 3a Bac HHq)OpMalII/lﬂ.

3anazere Ta3u JUCTOBKA. MOXKe /1a C€ HAJOXKH J1a 5T TPOYETETE OTHORBO.

AKO UMaTe HAKaKBU JOMBJIHUTEIHU BBIIPOCH, MONMUTalTe Bamus nekap niu MeauuuHCKa
cecrpa.

AKO MoTyuuTe HIKAKBU HEXKEJIAHU PEaKINH, YBeIoMeTe Barmws mekap win MeTuIiinHCKa
cectpa. ToBa BKIIIOUBA U BCUYKH Bb3MOKHU HEXEIAHU PEAKLIUH, HEOHCAHU B Ta3H JIUCTOBKA.
Bmxre Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

ok wWwN =

1.

Kaxkso mpeacrasnasa DARZALEX u 3a KakBO ce U3M0I3Ba

Kaxso Tps6Ba na 3naere, nmpenu na Bu 6b1e mpmioxxer DARZALEX
Kaxk ce mpumara DARZALEX

BB3MOXHU HEeXEIIaHU peaKIIuu

Kax na cexpanaBare DARZALEX

CpapprkaHre Ha OMAKOBKaTa U AOMBIHUTENHA HHpOpManns

Kakso npeacrasasasa DARZALEX u 3a kakBo ce u31oJi3Ba

Kakspo npencraBiasisa DARZALEX

DARZALEX e nexapcTBO, KOGTO ChbPKa aKTUBHOTO BEIIECTBO AapaTyMmymald. To mpuHaIIekn KbM
rpyna JeKapcTBa, Hape4eHH ,,MOHOKJIOHAIHN aHTUTeNa". MOHOKIIOHATHUTE aHTHUTENA ca TIPOTEHHH,
KOHTO ca pa3pabOTeHH TaKa, 4e J1a pa3lo3HaBaT U 1a CE NPUKPETAT KbM CHeUU(UYHI MUILICHH B
opranusma. Jlapatymymab e pa3paOoTeH Jja ce IpUKpersi KbM CieUpUIHH, O0IECTHO TPOMEHEHH,
KJIETKW B KPBBTa BB Bamms oprannssM, Taka ye MyHHaTa By crcteMa 1a Moske /1a TH yHHIIOXKH.

3a kakBo ce u3nonzsa DARZALEX
DARZALEX ce u3nomn3Ba Mpu NadeHT! Ha Bb3PacT 18 rouHu UIH MO-Bb3PaCTHH, KOUTO UMAT BUJ
pak, HapedeH "MynrturuieH muenom". ToBa e pak Ha KOCTHHSI MO3BK.

DARZALEX ce u3non3Ba mpu Br3pacTHH Ha 18 Wiy moBede TOAMHM, KOUTO UMAaT BU 3a00IIIBaHe Ha
KPBBTa U KOCTHUS MO3BK, HAPEUCHO ,, TIICEI] MYITHILUICH MHUEIOM , KOETO MOXE J1a C€ TIPEBBbPHE B
MYJITUILUIEH MHEIIOM.

DARZALEX ce u3noi3Ba ChIIO0 U IpY Bb3pacTHU Ha 18 win moBeye roanHu, KOUTO UMAT BHT
HapyIlICHUE Ha KpbBTa, Hape4yeHo ,,AL amunounnosza“. [Ipu AL amuongo3a 00JI€CTHO IPOMEHEHU
KPBBHHU KJIETKH 00pa3yBaT MPEeKOMEPHHU KOJIMYECTBAa M3MEHEHH IPOTEMHH, KOUTO CE OTJIaraT B
pa3UYHM OpPraHH, KOETO MPEevH Ha MPaBUIHOTO (PYHKIIMOHUPAaHE HA TE3W OpTraHu.

2.

Kakso TpsdBa na 3Haere, npeau Aa Bu 0bae npuioxen DARZALEX

He TpsioBa na uznoazsare DARZALEX

aKo CTe aJepruYHM KbM JapaTyMyMad WM KbM HSKOS OT OCTaHAINTE ChCTaBKU HA TOBA
nexapcTBo (M30poeHH B TOUKa 6).

He uznonzpaiite DARZALEX, ako ropHoTO ce oTHacs 3a Bac. Ako He cTe curypHH, TOBOpeTe ¢
Bamms nekap win MeTUIIMHCKA cecTpa, npeau na usnonzpare DARZALEX.

IIpenynpesxaeHus u npeanasHu MepKU
I'oBopere ¢ Bamus nekap winu MeIuIMHCKa cecTpa, npeau na usnoizsate DARZALEX:
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Peakiuu, cBbp3anu ¢ uHGy3uATa

DARZALEX ce npuiara KaTto MOJIKOKHA HHXKEKITHS ¢ MaJIKa UTila 32 HHKEKTHPaHe Ha JIEKapCTBOTO
nox koxkata. [Ipenu u crnen Beska uHxkekus e Bu ce npunarat nekapcTBa, KOUTO 1€ TIOMOTHAT 32
TIOHIKABAHE HA BEPOSATHOCTTA OT MMOSBA HAa PEAKIUM, CBbp3aHu ¢ MHPYy3usTa (BUKTE ,,JIekapcTBa,
MpIaraiy mo BpeMe Ha yieuenue ¢ DARZALEX B Touka 3).

Haii-BeposTHO € Te3u peakuu Ja HaCTHIIAT IIPU IIbpBaTa HHXKEKIIMS, KaTO TIOBEYETO PEeaKInu
BB3HUKBAT B JICHS Ha MH)KEKTUPAHETO. AKO Bede CTe MMaJIA PEaKIus, CBbp3aHa ¢ MH(y3usTa, 1mo-
MaJIKO BEPOSATHO € TOBa Jla CE€ CIIydd OTHOBO. Peaknnu ot 3a6aBeH T 00ade MOXKE J1a HACTBITIT 110 3-
4 mHU clel WHKEKIUATa. BammsiT nekap Moxke fa penmu na He npmiara DARZALEX, ako nmare
TEXKKa peaklus Cle] UHKEKTHUPAHETO.

B Hskom cityuau MoKe J1a MOTyYHTe TeXKKa aJepTUIHa PEakIys, KOITO MOXe Jia BKITIOUYBA MOyBaHEe
Ha JIMLETO, YCTHUTE, yCTaTa, €3UKa WIN I'bPI0TO, 3aTPYAHEHO NPErTbIIaHe WU JULIaHE WU ChPOSI
00puB (yptukapus). Bmkre Touka 4.

Kaxxere Bennara Ha Bamus nekap miy MeIUIIMHCKA CECTPa, aKO IMOIYUIHUTE HIKOS OT peakiuuTe,
CBBbP3aHH ¢ MH(Y3UATA WIN CBBP3aHUTE C TAX CHMITOMH, H30POCHH B HAYAJIOTO Ha Touka 4. AKO
HOJIyYUTe PEaKLUH, CBbP3aHH C HH(]Y3HUATa, MOXKE J1a C€ HyXKJaeTe OT APYTHU JIeKapcTBa 3a JIeYeHUe Ha
CUMITOMHUTE UM MOXKE Jla C€ HAJIOKM MHXKEKIMUTE J1a ce cripar. Korato Te3u peakiyuu OT3Bydar WK
ce noxo0pAT, HHKXEKTUPAHETO MOXKE /1a CE Bb30OHOBH.

Hamanen 6poii KpbBHU KIIETKH

DARZALEX moxe na Hamanu Oposi Ha OennTte KpbBHU KJIETKH, KOUTO Iomarat B 6opbara ¢
MH(EKIUNTE, U KPBBHUTE KJIETKH, HApEUECHH TPOMOOLIUTH, KOUTO TIOMaraT MpHu CbCUPBAHETO HA
KpbBTa. Kaxkere Ha MEIUIIMHCKYU CIIELUAIKCT, aKO I0JIYyYUTEe CUMITOMH Ha UH(EKIMs, KaTo Harp.
IIOBHUIIIEHA TEMIIEpaTypa, 3aTPyIHEHO AUIlAHe, KAIJIULa, IapeHe WiIK O0JIKa IpU ypUHUpaHe, WX
CHUMIITOMHU Ha HamajeH Opoi TpOMOOIMTH, KaTo Halp. HACHHSBAHE WK KbPBEHE.

KpbBonpenusane

AKO uMarte HyXKJa OT KphBOIIPEIHUBaHE, 1ie By Obie HanpaBeH KPBBEH TECT 32 YCTAHOBSIBAHE HA
Bamara kpbpBHa rpyma.

DARZALEX Moxe aa moBiuse pe3yJITaTUTe OT TOBa M3CiIeABaHe Ha KpbBTa. MH(bOpMupaiiTe TO3H,
KOWTO MpaBH U3CIIeIBaHETO, ue u3nomBate DARZALEX.

Xenatur B

YBenomere Bamus nekap, ako HAKOra cTe MMajl WIK € Bb3MOXHO J1a UMaTe WH(EKIMA ¢ XenaTut B.
Tosa e 3amoro DARZALEX Mose Aa mpeau3BHKa akTUBHpaHE Ha BUpyca Ha xenaTut B. Bammsat
nekap e Bu nscnensa u npernexaa 3a Npu3HALU HA Ta3u UH(EKINS Tpeau, 110 BpeMe U CiIe]
nedgerneto ¢ DARZALEX. Heza6aBHo yBemomeTe Barmus jiekap ako ©Mate BIIOIABaIla ce JIeCHa
YMOPAEMOCT HMJIM MOXKBITABaHE HA KOXKaTa, MM Ha OsulaTa 4acT Ha OYHTe.

Jlena u roHOIIM
He naBaiite DARZALEX Ha nera wiv I0HOIITH Ha B3pacT 1Mo 18 roquHu, 3amoTo He € N3BECTHO Kak
1€ UM MOBJIHUSIE JIEKAPCTBOTO.

Jpyru aexapcrBa u DARZALEX

Tps6Ba na kaxere Ha Bamus nexap WM MEIULIMHCKA CECTpa, aKo pUeMare, HACKOPO CTE MpHUEeMalH
WM € Bb3MOYKHO J]a IPUEMETE APYTH JIEKapCTBa.

ToBa BkJIIOUBa JeKapcTBa 0€3 perenTa, KakTo U OMIKOBH JIEKapCTBa.

Bpemennoct

Axo cte OpeMeHHa, cMATaTe, 4e MOXe J]a cTe OpeMeHHa W IUTaHUpaTe OpeMEHHOCT, OChBETBANTE
ce ¢ Bamms nexap npean ynorpebara Ha TOBa JISKapCTBO.

Axko 3a0peMeHeeTe JOKATo ce JIeKyBaTe ¢ TOBa JIEKapCTBO, He3abaBHO nHpopMupaiiTe Bamms nekap
WIN MEIUIMHCKA cecTpa. Bue u BammsT nekap e pemure gaau noia3aTa oT TOBa JEKapCTBO € M0-
rojisiMa OT prcka 3a Barmero Oe6e.
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KonTpanenuus
JKenute, Ha xouto ce npuwiara DARZALEX, tpsi0Ba na usnon3saT epeKTHBHA KOHTPALCIIIIHS 10
BpEME Ha U JI0 3 Mecela clies] ISYEHUETO.

Kbpmene

Bue u Bamust nekap 1ie npeneHuTe Jajiy moji3ara oT KbPMEHETO € Mo-TojIsiMa OT pucka 3a Baiieto
0cOe. ToBa e Taka, 3aI0TO JIEKAPCTBOTO MOXKE J]a MPEMHUHE B KbpPMAaTa U HE € H3BECTHO KaK TOBA IIIe
ce oTpasu Ha 6ebeTo.

Ilodupane u padoTa ¢ MAIIMHHA
Bue moxe na ce uyBcTBaTe ymopeHu cieq npueM Ha DARZALEX, koeTto Moxe Jja oBiIHse
criocoOHocTTa Br f1a moupare win ga paboOTHTE C MAIIMHH.

DARZALEX MHKeKIHOHEH PAa3TBOP 32 MOAKOKHO NPUWJIOKEHHE ChIbP:Ka HATPHIA
ToBa JekapcTBO ChIbprKa MO-Manko ot 1 mmol Hatpuit (23 mg) B 15 ml, T.e. MOXKe 11a ce Kaxe, ue
MIPAKTHYECKU HE ChABPKa HATPHIL.

DARZALEX uHKeKIMOHEH Pa3TBOP 32 MOAKOKHO MPUI0KEeHHE ChIbP:Ka COPOUTOJ
CopOuTonbT € U3TOYHHK Ha (hpykTo3a. Ako BamusT nexap Bu e kasan, ye uMare HEIIOHOCUMOCT KbM
HSIKOM 3aXapy Wiv Bu e nocTaBeHa uarHo3a HacjeCTBEHA HEMOHOCUMOCT KbM (PPYKTO3a, PSIKO
TeHETHUYHO 3a00JIBaHe, IPU KOETO XOpaTa He MOraT Jia pasrpaxaaTr Gpykro3a, ropopere ¢ Bamms
Jekap npenu a Bu 0b1e npriokeHo ToBa JIEKapCTBO.

DARZALEX uHXeKIMOHEH Pa3TBOP 32 NOAKO0KHO IPUJI0KEHHE ChAbPiKa M0JucopoaT

Toga nekapcetBo chabpika 0,4 mg monmcopoOar 20 BbB BCeKU ml, KOMTO ca eKBUBaJICHTHHU Ha 6,0 mg Ha
(nakoH ot 15 ml. [TonmucopbaruTe MoraT Ja MPUUMHSAT aJeprUuiHU peakiuu. TpsiOBa 1a KakeTe Ha
Bamms nekap, ako umaTe yCTaHOBEHH aJIepTHH.

3. Kak ce npuiara DARZALEX

KakBo konu4ecTBO ce mpuJjiara
Ho3ara Ha DARZALEX uHeklMoHEH pa3TBOp 3a MoAKoxkHO npuioxenue € 1 800 mg.

DARZALEX moxe Aa ce IpUIOKU CaMOCTOSITEIHO WM 3a€THO C IPYTHU JIEKapCTBa, U3MOI3BaHH 32
JeYeHHE Ha MYJITUIUIEH MHUEJIOM, WIU C APYTH JEeKapcTBa 3a JieueHue Ha AL amuiiongosa.
DARZALEX 0OMKHOBEHO Ce TIpujIara KakTo clieaBa:

L BCAHBIK CEAMUYHO 3a IIBPBUTC 8 ceaAMuIn
L CJICA TOBA BECAHDBK Ha 2 CCAMUIIM B IPOABJLKCHUC HA 16 ceaAMuUIn
L CJICA TOBAa BEAHBXK Ha 4 CCIMMIIH, 1OKATO Bamero ¢cbCTOSHHE HE C€ BIOIIIM.

Koraro DARZALEX ce npunara 3aeHo ¢ JpyTd JeKapcTBa, BammsT nexkap Moxe 1a MpoMeHs
BPEMETO MEXKAY J103UTE, KAKTO U OpOs Ha JIeKapcTBaTa, KOUTO 1€ I0Iy4aBaTe:

Kak ce npuiara ToBa jiekapcTBo

DARZALEX me Bu ce npunara ot Jiekap WiIM MEIUIMHCKA CECTPa KaTo MHXKEKIHS MO Ko)KaTa
(TI0TKOKHA MHXKEKITHS) B TIPOABIDKCHUE HAa MPUOIM3UTEIHO 3 0 5 MUHYTH. ToM ce mpriiara B
oOnacTTa Ha cToMaxa (Kopema), He Ha APyrd MecTa Ha TSUIOTO U HE B y4acThIIM Ha KOpeMma, KbAETO
KO)KaTa € 3a4epBeHa, HACMHEHa, YyBCTBUTENIHA, BTBBbP/ICHA WM UMa OeJie3H.

Axo m3nuTaTe 00JIKa IO BpeMe Ha WHXKEKITUATA, JICKAPAT WM MEIUIIMHCKATa CECTpa MOXKE Ja
MPEKBbCHAT MHKEKTUPAHETO U J1a MOCTABAT OCTaHajJaTa 4acT OT MHXKEKLHATA B APYT y4acThbK Ha
Kopema.

JlekapcTBa, npuiaranu no speme Ha Jjiedenne ¢ DARZALEX
Moxe na Bu ObaaT npunaranu iekapcTBa 3a HaMaJlsiBaHEe Ha BEPOSATHOCTTA OT Pa3BUTHE HA XEpIIeC

30cTep.
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IIpenu Beska nmkeknmsi DARZALEX me Bu Ob1aT npunaranu iekapcTBa, KOWTo 1me Bu moMornar
3a HaMaJIsIBaHE HA BEPOSATHOCTTA OT MOJyYaBaHE HA PeaKIMu, CBbp3aHu ¢ nHPy3usaTa. Te Morar ga
BKJIFOYBAT:

L JICKApCTBA 3a aJICprudHa peakuusa (aHTI/IXI/ICTaMI/IHI/I)
L4 JICKApCTBA 3a Bb3MAJICHUC (KOpTI/IKOCTepOI/IZ{I/I)
L4 JICKApCTBA 3a TPECKa (KaTO napaueTaMon).

Crnepn Beska nmxekiusi DARZALEX me Bu Obaat npuiaranu nekapcTsa (KaTo KOPTUKOCTEPOHIN) 3a
HaMaJsiBaHe Ha BEPOSTHOCTTA OT MOJTy4YaBaHe HA PEaklHu, CBbP3aHU C HHPY3HUATA.

Xopa ¢ auxaTeJTHH mpodaeMu

AKO uMaTe qTUXaTeH! Mpo0IeMH, KaTo acTMa WM XpOHIUYHA OOCTPYKTHBHA OeoipoOHa 0oecT
(XOBbBb), me Bu 6baat npuiaranu eKkapcTBa 3a MHXaIMpaHe, KOUTO IIie TIOMOTHAT 3a Bammmre
JIUXaTEITHH MTPOOJIeMU:

o JIeKapcTBa 3a pa3IIupsiBaHe Ha OPOHXMATHUTE IBTHUIA Ha OenuTe 1poboBe
(OpoHXOmMIATaTOPH)
o JIeKapcTBa 3a HaMaJIsIBaHE Ha OTOKA U JJpa3HEHeTo B Oesute 1poOoBe (KOPTUKOCTEPOUIN)

AKO cTe NOJyYMJIU MoBevye oT HeoOxogumaTta n103a DARZALEX

ToBa JekapcTBoO 11e ObIe TPUIIOKEHO OT Bammms gekap win MeIMIHCKa cecTpa. B Manko BeposTHUS
CJIydJaif Ha IpWiIaraHe Ha TBBbpIE MHOTO JIEKapcTBO (Tpeno3upane), BammusT nexap mie Bu HaOmomaBa
3a HeXKeJlaHU peaKIuu.

AKO cTe IPOILyCHAJIN NoceleHue 3a npuiioxenne Ha DARZALEX

MHoro e Ba)XHO J1a cTia3BaTe BCHUKY Barm mocemeHns, 3a 1a OCUrypuTe eheKT OT JeueHHueTo. AKO
CTe IIPOILyCHAJIM €IHO MIOCEIIEHUE, HAlIPABETe IPYTrO Bb3MOKHO Hal-CKOPO.

AKO MMaTe HIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOIHUTANTE
Bamms nexap nim MeIUIMHCKA CECTpa.

4. Bb3MOKHY HeKeTaHU peakIuu

KakTo Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a NIPECAMN3BHKA HEKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKHU T'M IIOJTy4YaBa.

Peakuuu, cBbp3aHu ¢ HHPY3UATA

VBenomMere BenHara Bamms siekap Wiy MEIUIUHCKA CECTPA, AKO MOJTyYNUTE HAKOU OT CICTHUTE
CHUMIITOMH B paMKHTE Ha 3-4 qHHU ciies MHXeKIusITa. Moske J1a ce HaJoXHU Aa IpueMere Ipyru
JIeKapCTBa WM MHXEKTUPAHETO a Ob/ie NTPEKbCHATO MITH CIPSIHO.

Tes3u PEaKIUMN BKIIIOYBAT CJICAHUTE CUMIITOMMU!

MHoro yectu (MoXxe Ja 3acerHat moseye ot 1 Ha 10 xymmn):
CTYJCHU TPBIKHU

BB3MAJICHO I'bPJIO, KAUIUIIA

rajzcHe

MOBpPBILAaHE

ChpOEX B HOCA, XpeMa WJIH 3aITyIlIeH HOC

3aJlyX WIH APYTH IUXATEITHH MTPOOIEMHU.

UYectu (Moxe na 3acersat ao 1 va 10 gymm):

. JTUCKOMQOPT B THPIUTE

. 3aMaiiBaHe WJIM CBETOBBPTEXK (XUIIOTOHUS)
. ChpOexK

L]

XpHUIITEHE.
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Penxu (Moxe ma 3acernat g0 1 va 1 000 mymm):

TEXKa aJiepruIHa peakIrs, KOsITO MOXKE Jla BKJIFOUBA ITOIyBaHE HA JINIETO, YCTHUTE, YCTAaTa,
€3WKa WM I'BPIJIOTO, 3aTPYAHEHO MPETThIIaHe WIH JUIIAHE HITH ChPOSI 0OpUB (YpTUKAPUS).
Bmxre Touka 2.

00JIKa B OYUTE

3aMBIJICHO 3pEHHE.

AKO TIOJTyYHUTe HAKOS OT PEaKIUUTE, CBhP3aHH ¢ MH(Y3HATA, ONMCAHU ITO-TOPE, YBEAOMETE BeTHATA
Bamms nexkap wim MeIuIuHCKa cecTpa.

Peaknuu Ha MSICTOTO HA HH)KEKTHPAaHE

KoxHu peakiuy Ha wim 611130 10 MACTOTO Ha WHKEKTHpaHe (JIOKaTHH), BKIIOYHTETHO PEAKIIUU Ha
MACTOTO Ha UHXEKTHUpaHe, MOxke Aa HacThIAT ¢ DARZALEX MHXXeKIMOHEH pa3TBOP 32 MOJIKOXKHO
npwiIoxkeHue. Te3n peakiuu ca MHOTO YecTH (MOJKe Jia 3acerrar moseue ot 1 Ha 10 qymmn).
CuMIiToMHTe Ha MACTOTO Ha MHYKEKTHPAHE MOKE J]a BKIIFOUBAT 3a4epBsBaHE Ha KOXKaTa, ChPOeK,
notyBaHe, 00JKa, HACHHSBaHe, 00PUB, KbPBEHE.

Jpyru HexkeJIaHU peakIuu
MHoro 4yectu (Moxe 11a 3acerHaT noBede oT 1 Ha 10 gymm):

Tpecka

CHJIHA yMOpa

Tuapus

3areK

KOpeMHa 0oJKa

HaMaJIeH aleTuT

Oe3chHME

riraBoOome

YBpEKIaHe Ha HEPBUTE, KOETO MOJKE /1a IPUIMHA W3TPHIIBaHE, MPaBydKaHe WK O0JKa
00puB

MYCKYJTHU CTIa3MH

MYCKYJTHa M CTaBHa 0o0JKa (BKIFOUATETHO 00JIKa B Tbp0Oa 1 O0JIKa B MyCKYJIUTE HA TPHIHUS
KOIIT)

MoyBaHe Ha PBIETEe, TJIC3EHUTE WIH CThIIajaTa

YyBCTBO Ha OTIIAHAJIOCT

nHpexus Ha 6enuTe 1podoBe (THEBMOHHMS)

OpOHXUT

WH(EKINY Ha TUXATETHUTE IMBTHUINA - KATO HOCA, CHHYCUTE U T'BPIIOTO

HUCHK OpOii Ha YepBEHNUTE KPHBHU KIIETKH, KOUTO MPEHACIT KUCIOPOJI B KPHBTA (aHEMUST)
HUCHK Opoii Ha OeNnTe KPhBHH KIIETKH, KOUTO TIoMaraT B 6opbara ¢ nHpeKIH (HeyTpOIIeHN S,
TUMQOTICHNS, JIEBKOTICHHS )

HUCBHK OpOii Ha KPBbBHU KJIETKHM, HAPEUEHU TPOMOOIIMTH, KOUTO [TIOMAarar 3a CbCUPBaHETO Ha
KpPBBTa (TPOMOOIUTOTICHHS)

HUCKO HHMBO Ha KaJIMi B KPbBTa (XUIIOKATUEMHUS)

COVID-19.

Yectu (Moxe aa 3acerHar g0 1 Ha 10 mymm):

HEPUTMHYHA ChPJICUHA JCHHOCT (TIPEACHPIHO MBK/ICHE)

chOupaHe Ha TEYHOCT B OenuTe ApoOoBe, KoeTo Bu mpuumHsBa 3a1yX
WHQEKIHS HA MAKOYHUTE MTHTHUILA

TeXKa MHQEKIHs Ha [eNns OPTaHu3bM (CETICHC)

JeXUapaTaIys

BHCOKO HHMBO Ha KpbhBHA 3axap

HUCKO HUBO Ha KaJIU{ B KPHBTA
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o HUCKO HHMBO Ha aHTHUTEJA B KPhBTAa, HAPCUCHH "UMYHOTJIO0YIUHH", KOUTO IToMaraT B bopbara ¢
HHpEKIUUTE (XUIIOraMario0yInHEMHUS )

3amaiiBaHe

MpHIagaHe

BTPHICaHE

ChpOeK

HEOOWYaIHO yCelllaHe 1Mo KoxaTa (KaTo HaIp. U3TPhIIBaHE WK MpaByYKaHE)

BB3MAJICH MTaHKpeac

BHCOKO KPBHBHO HaJIATaHE.

Heuectu (Moxe na 3acersnat no 1 Ha 100 mymm)
. BB3MAJICH YepeH Apo0 (XeraTur)
. BUJI Xeprec-BupycHa nH(pEKIus (IIUTOMETaIBUPyCHA HHPEKITU ).

Cho0maBaHe Ha HesKeJaHU peaKnuu

AKO MOJTyuuTe HAKaKBU HEXXEJIaH!U JIEKApCTBEHU PEakly, yBeaoMeTe Bamus nexap uim MeauLuHCKa
cectpa. ToBa BKJIIOYUBa BCHUKH BH3MOXXHH HEOIIMCAHH B Ta3H JIMCTOBKA HEXKEJIAHHU peakuuu. Moxere
CBIIO J1a ChOOINUTE HEXKENaHU PeaKIMU JUPEKTHO Ype3 HAI[OHAIHA CUCTEMa 3a ChOoOIIaBaHe B
HU3npaauTenHa arcHuus 1o JIeKapcTBaTa

yi. ,,JJamsin I'pyeB® Ne 8

1303 Codust

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo cpobmaBare Hexxenanu peakiiy, MOXKeTe Ja JajieTe CBOS MPUHOC 3a MoJy4yaBaHe Ha IOBeYe
nH(OpPMAIIST OTHOCHO 0€30I1acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate DARZALEX

DARZALEX MHXEKIIHOHEH Pa3TBOP 3a MOJKOKHO IPUIIOKEHHUE 111 CE ChXpaHsiBa B OOJIHUIA WU B
KJIMHUKA.

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

He u3non3Baiite TOBa JIEKapCTBO ClIE] CPOKa Ha TOHOCT, OTOEA3aH BbPXY KapTOHEHATA OMAKOBKA U
etukeTa Ha ¢iakona cief "T'oxen 10:" u "EXP". CpoKbT Ha rOIHOCT OTIOBaps Ha MOCICAHUS ACH OT
MTOCOYEHUS MECEIT.

Ha ce cexpanssa B xnagmwiauk (2°C-8°C). Jla He ce 3aMpa3sBa.

Jla ce chxpaHsiBa B OpUTHMHATTHATA OTIAKOBKA, 32 J]a C€ Mpe/ra3u OT CBETINHA.

He u3xBbpsiiTe nekapcTBaTa B KaHAJIU3AlMATA WM B KOHTEHEPA 3a JOMAIIHU OTHadbIH.
[lonwuraiite Bamms apmaneBT kak Ja H3XBHPIATE JIEKapCTBAaTa, KOUTO Beue He u3noiseare. Te3un
MEPKH IIle CIIOMOTHAT 3a OTla3BaHe Ha OKOJHATAa Cpeja

6. CpabpikaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHopManus

KakBo cbabp:xa DARZALEX

. AKTHBHOTO BEIIECTBO ¢ napatymyma0. Enun ml ot pa3rBopa chabpika 120 mg qapatymymao.
Enua dnakon 15 ml nmxexnuoneH pa3tBop cbabpxka 1 800 mg mapatymyma.
. Jpyrute cbCcTaBKH ca peKOMOMHAHTHA YoBemKa xuanyponuaasa (tHuPH20), L-xuctuaun, L-

XUCTHIUHOB XHUIPOXIOpU MOHOXUIpat, L-meTtnonnH, monucopbar 20 (E432), copburon
(E420) u Boza 3a umxekuuu (Buxre ,,DARZALEX cbabpika HATpHid U cCOpOUTON ‘B TOUKA 2).
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Kak usraexna DARZALEX u kakBO ChbP:Ka ONIAKOBKAaTa
DARZALEX WHXEKITMOHEH Pa3TBOP 3a MOIKOKHO MPIIIOKEHUE € Oe3IBETHA JI0 JKbJITa TCUHOCT.
DARZALEX nHXEKIIMOHEH pa3TBOpP 3a MOJKOKHO MPHIIOKEHHE CE JOCTaBs B KAPTOHEHA OIAKOBKa,

CbAbpiKalla 1 €IHOJ030B CTHKIICH (bHaKOH.

IpuTexartes HA pa3pelIeHUETO 32 yIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/IH OTHOCHO TOBa JICKaAPCTBO, MOJIA, CBBPKETE CE C JIOKAJTHHUA

MpEACTAaBUTEIT HA MPUTEKATEIA Ha pa3pCIICHUETO 3a yHOTpCGaZ

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbnarapus

LJkoHCHH & J[xorchH bearapus” EOO/]
Temn.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

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

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"

Tel: +370 5 278 68 88
It@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: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com



EA\rada

Janssen-Cilag @appokevtikiy Movonpdownn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Té1: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

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

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

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-SI-safety@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

Jara Ha mocyeqHo npepasriie;kaade Ha JucToBkara 02/2026

JIpyru N3TOYHUIM HA MH(pOpMAanHs

Houpo6Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € MPEAOCTABCHA HA ye6caﬁTa Ha EBpOHCﬁCKaTa arcHusA

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

[Tocoyenara no-gony UHGOPMALIKS € IpeAHa3HaAUYCHA CaMO 32 MEIUIIMHCKH CIICI[HATUCTH:


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

DARZALEX WHXEKITMOHEH Pa3TBOP 3a MOIKOKHO MPUIIOKEHUE TPIOBa M1a Ce TPUIOKU OT
MEIUIIMHCKH CIEIHAITUCT.

3a ;1a ce mpeoTBPaTAT JICKAPCTBEHU TPEIIKH, € BAXKHO J]a CE IPOBEPSIBAT STUKETUTE HA (PIIAKOHUTE, 32
Jla € CUTYPHO, Y€ ce MpuJjiara MmoJIxo/smiara JiekapcTBeHa ¢popma (3a HHTPaABEHO3HO WITH 32 MOJIKOKHO
MIPIIOKEHHUE) U Y€ Ha MMaIMeHTa ce Ipmiiara npeanucanara 103a. DARZALEX umxeKnoHeH
pasTBop TpsiOBa Ja ce mpuiara caMmo upe3 MOAKOKHA HHXKEKIUS B yka3aHarta no3a. DARZALEX 3a
MTOIKO’KHO TIPWJIOKEHHE HE € TIPeTHAa3HAuYeH 32 MHTPABEHO3HO MPUIIOKEHUE.

DARZALEX uHXeKIMOHEH Pa3TBOP 3a IMOAKOXKHO MPUIIOKEHHE € caMo 3a eTHOKpaTHa ynorpeda u e

TOTOB 32 IPUIIOKEHHE.

. DARZALEX HMHXEKIIMOHEH pa3TBOP 32 MOJKOKHO IMPUIIOKEHHE € CBBMECTUM ChC CIIPUHIIOBKA
OT TIOJIMITPOTIMIICH WJIM TIOJIMETUIICH; C HAOOPH 32 MOJIKOKHA WH(Y3HS OT ITOJUIPOIIHIICH,
noaueTuieH win nomuBuHUWIXIopua (PVC) u ¢ urnu 3a n3rerisiHe Ha pa3TBOpa U MHKEKTHPaHe
OT HephKAaeMa CTOMaHa.

° DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOJKOKHO NMPUIIOKEHHE TPsOBa 1a Obe OUCTHP 110
orajeclieHTeH 1 0e31BETEH J0 XKBJT pa3TBop. He n3nomispaiite npu Hanu4Iue Ha HEMPO3pAUHH
YaCTHIIM, TPOMSIHA Ha IIBETa WM APYTH UY>KIU YACTHII.

. UzBaznere Guaxon c DARZALEX uHxeKIIMOHEH Pa3TBOP 32 MOAKOKHO MTPHIOKEHHE OT
xmagunanka (2° C-8° C) u ro ocraBeTe ja JOCTUTHE craiiHa Temreparypa (15° C-30° C).
HenpoOutusT gnakoH Moxe /a ce ChbXpaHsBa Ha cTaiiHa TeMIlepaTypa U Ha cTaliHa CBETJIMHA 32
MaKCHMAaJHO 24 yaca B OpUTMHaJIHaTa KapTOHEHa KyTHsl, 3a Jla ce Mpe/nas3u oT cBeTinuHa. [la He
ce ChbXpaHsBa Ha NpsKa CIbHYEBA CBETIMHA. [|a He ce pa3kialna.

o IIpuroTBere cipuHIIOBKaTa IPU KOHTPOJIMPAHU U BAIMANPAHU aCENTHUHU yCloBuUs. M3Ternere
15 ml ot pmakoHa B CIIpHHIIOBKA, KATO U3IMOJI3BaTe OOMKHOBEHA CKoceHa TpaHchepHa urna 18G
- 22@, 3a aa cBejeTe JO MUHUMYM PHCKa OT OTKHCBAaHE HAa YAaCTUIIM OT 3ammyiiaikaTa. BeBengere
uriaTa BbB (pIlaKoHa moJl breJl oT 90° mpes 3amyInankara u CBeJeTe 0 MUHUMYM Opos Ha
MpOOMBAHMATA, 32 J1a IpeJoTBpaTuTe ¢pparMeHTupanero u. [IpoBepere chappkaHueTo HA
CIIPUHIIOBKATA, 3a Jia C€ yBEpUTe, Ye HAMa BUANMHU YaCTUIH, TPOMSHA B IIBETA WIN APYTU
YY1 YaCTULH.

o 3a na ce n3berHe 3amymIBaHe Ha UTJIaTa, MPUKpENeTe XUIMoAepMaIHaTa NHKEKIIMOHHA UTTIa WIIH
Ha0opa 3a oJKOKHa HH(Y3US KbM CIPUHIIOBKATa HEIOCPEACTBEHO NPEAN HHKEKTHPAHETO.

CpxpaHeHHe Ha IPUTOTBEHAaTa CIPUHILIOBKA

. Axo cripuHIioBKaTta, chabpkama DARZALEX, He ce m3mon3Ba He3a0aBHO, ChXpaHsSIBaiiTe
pastBopa DARZALEX 5o 24 yaca B XJIaJWJIHKK, IOCIEABAHO OT HE MOBeYe OT 12 vaca npu
15 °C-25 °C Ha cTaifHa cBeTJIMHA. AKO C€ ChXpaHsBa B XJIaJAUIHHUK, OCTaBETE Pa3TBOpa Ja
JIOCTUTHE CTaifHa TeMIepaTypa Mpean MPUIoKEHHE.

[Ipunoxxenue

. Umxektupaiite 15 ml DARZALEX nHXeKuHOHEH pa3TBoOp 3a MOAKOXKHO MPHIOKECHUE B
[IOJIKO’KHATA ThKaH Ha KopeMa IPUOIM3UTENHO 7,5 cm BISICHO MJIM BJSIBO OT ITbIIA B
MpOIBIDKeHHUE Ha TTpubau3uTenHo 3-5 munyTta. He nmxektupaiitte DARZALEX uHXeKITnoHeH
Pa3TBOp 3a MOJKOKHO MPUIIOKEHNE Ha JPYTH MECTA Ha TSUTOTO MOPAIU JIMIICA HAa JaHHHU.

o Mecta Ha MHXKEKTHpaHe TpsAOBa Ja ce pelyBaT IPH MOCIIeI0BATEIHUTE HHKEKIIUH.

. DARZALEX MHXeKIHOHEH Pa3TBOP 3a MMOJKOKHO NPUIIOKEHHE He TpAOBa HUKOTa Ja ce
WH)KEKTHpA B YIaCTBIM, KbJETO KOJKaTa € 3auepBeHa, HACHHEHA, YyBCTBUTEIHA, BTBbP/ICHA,
WJIM B y4acThIIX C Oenesw.

. AKO ManMeHThT U3MHUTBA 00JIKA, MPEKHCHETE 32 MAJIKO WX 3a0aBeTe CKOPOCTTa Ha
WHXXeKTUpaHe. B cimyyaii ye 6osikaTta He ce o0yiekun oT 3a0aBsHe HA MHXEKIHATA, MOXKE Ja ce
n30epe BTOpO MSCTO HA MHXKEKTHPAHE OT ApyraTa CTpaHa Ha KopeMa, 3a J1a Ce HH)KEKTHUpa
ocTaHajiara J03a.

. ITo Bpeme Ha neuenne ¢ DARZALEX MHXEKIIMOHEH Pa3TBOP 32 MOJKOKHO MPHIIOKEHUE HE
MpUJIaraiTe IPYrH JEKAPCTBEHU MPOIYKTH 32 MOAKOKHO MPHUIIOKEHUE HA CHIIOTO MACTO.
. Hewusmnon3Banuat nekapcTBEH MPOTYKT WU OTHAIbYHUTE MaTEpPHAU OT HETO TPsiOBa Ja ce

HU3XBBPJAT B CbOTBETCTBUC C MECTHUTC U3UCKBAHU.
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IIpocnenumoct
3a fa ce moIo0py MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUAT

HOMCP Ha MPUIJIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlrMcCBar.
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