HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

DARZALEX 20 mg/ml koHLIeHTpaT 3a HH()Y3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ¢uakon 5 ml ceabpxa 100 mg napatymymad (daratumumab) (20 mg naparymyma6 Ha ml).
Bceku ¢uakon 20 ml ceabpika 400 mg mapatymymab (daratumumab) (20 mg naparymyma0 xa ml).

Haparymymab e gyoemko MoHokIoHanHO [gGlk anTuTsUo cpenry CD38 aHTUTEH, MTOTYYISHO B
KJIeThUHA JTMHUS Ha 003aliHUK (SIHYHUK Ha KUTalCKU XamcTep) upe3 pekomOuHanTHa JJTHK

TCXHOJIOTU.

TloMoOIITHO BEMISCTBO C U3BECTHO ACHCTBUE:

Bceku duakon ¢ 5 ml uH(py3roHeH pa3TBop chabpxa 273,3 mg copouton (E420).
Bceku ¢uakon ¢ 20 ml uadysnonen pa3tsop cpabpxa 1 093 mg copoburon (E420).

3a IIBJIHMSA CIIMCHK HA IIOMOIIHHUTE BEIlECTBA BIDKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

KonuenTpart 3a uHQy310OHEH pa3TBOp
besnseTeH 1o KBIAT pa3TBOp

4. KJIMHUWYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUS

DARZALEX e nmoka3zaH:

. B KOMOHHAITUS C JICHATUIOMH/] M ICKCAMETa30H WK ¢ 6opTe3oMu0b, Mendanan U MpeJHU30H 3a
JIeYeHHE Ha BB3PACTHH TAIMEHTH C HOBOJAUATHOCTUIIMPAH MYJITHILUIEH MUEIIOM, KOUTO HE ca
TIOJIXO TSN 3@ aBTOJIOKHA TPAHCIIJIAHTAIIMS Ha CTBOJIOBHU KIICTKH.

. B KOMOMHAIIUSA ¢ OOPTE30MHO, TATHIOMHUI U IEKCAMETa30H 32 JICUCHUE Ha Bh3PACTHU MAIIMEHTH
C HOBOJIMATHOCTUITUPAH MYJITHIJICH MHEJIOM, KOUTO Ca MOAXOISIIH 32 aBTON0XKHA
TPAHCIUIAHTAIIHS Ha CTBOJIOBU KJIETKH.

L4 B KOM6I/IHaHI/I$I C JCHaJIMAOMHUI U JCKCAMETAa30H, UJIN 60pTC3OMI/16 1 ICKCaMCTAa30H 3a JICYCHUC
Ha Bb3PaCTHU NALUCHTH C MYJITUIUICH MUCJIOM, KOUTO Ca MOJIYUYUJIN ITOHC €/1Ha IMPpEANIIHA
TCparmus.

L4 KaTO MOHOTCpanus 3a JICHCHUC Ha Bb3PACTHU MAllUCHTH C pCIUAUBUPAIT U pe(bpaKTepeH

MYJITUIUICH MUCJIOM, YUATO NpCAUICCTBAIa TEpaIrd BKIIOYBa IIPpOTCa30MCH I/IHXI/IGI/ITOp u
UMYHOMO/IYJIMPAIIO CPEACTBO, KOMTO Ca MOKA3aJli MPOrpecHs Ha 3a00JsIBAHETO NIPU
MOCIIeIHATA TEPAITHSL.

4.2 I[osnpomca N HAYMH HA NPUTOKECHUE

DARZALEX Tps6Ba 0bae npuiiarad OT MEIULMHCKU CTICHUATIUCT PH HAIWYHE HA YCIOBUS 3a
peaHnManys.

Tps0Ba ga ce mpuiarar JeKapcTBEHH MPOAYKTH NPEAH U ciell HHDY3HITa, 3a a ¢ HaMalld PUCKBT OT
peaknuu, cBbp3anu ¢ uHdy3usaTa (IRRs) Ha naparymymab. Bukre mo-moiny ,,[Ipenopbunrennu
CBITBTCTBAIIIH JIEKAPCTBEHH NPOJYKTU ™, ,.JIedeHne Ha peakIiu, CBbp3aHu ¢ HHY3HusaTa“ u Touka 4.4.



gOBH[)OBKa

Cxema Ha npunaeane 8 KOMOUHAYUSA C IEHATUOOMUO U OeKCAMEMA3OH (4-ceOMuyen Yuxkv Ha aedenue)
U 3a MOHOmMeEpanus:

[Ipenoppunrennara no3a DARZALEX e 16 mg/kg TenecHo Tersio, NpuiokeH KaTo HHTPaBEHO3HA
MH(]Y3Us B CbOTBETCTBUE ChC CIIEHATA CXeMa Ha Ipuiiarane B Tabnuna 1.

Tabmmpa 1:  Cxema Ha mpuiaarane Ha DARZALEX B koMOMHanus ¢ JICHAJIMIOMU/ U
aexcamera3oH (Rd) (4-ceaMuyeH NUKBJI HA JieUeHHEe) 1 MOHOTEPANUs

CenMunu Cxema

Cenmur 1 o 8 BEJHDBK ceIMUUHO (06110 8 m1031)
Cenmuu 9 o 242 Ha BCEKH JIBe ceaMuIn (0010 8 m03m)
Ot cenmuna 25 HATaTBK [0 MPOrPecHs Ha 3a00nsBaHeTO’ | Ha BCEKH YETHPH CEIMULH

a

6

ITbpBara 103a OT cXxeMaTa Ha IpHIaraHe Ha BCEeKH 2 CEIMHILIM CE jaBa Ha ceaMuIa 9.
IIppBarta 103a OT cxemara Ha IpuIaraHe Ha BCEKH 4 ceIMUIIM ce JjaBa Ha ceaqMuLa 25.

JexcameTas3oH TpsOBa na ce mpuiara B o3a 40 mg/ceamuna (v HamaseHa go3a 20 mg/ceamuna
TIpH MAIIUECHTH >75 TOAWHH).

3a no3ara M cxemaTa Ha IpUIOKEHHE Ha JIEKAPCTBEHUTE NMPOyKTH, punaranu ¢ DARZALEX, BuxTte
touka 5.1 u croTBeTHaTa KpaTka XapakTepucTHKa Ha MPOAYKTA.

Cxema na npunazane ¢ KoOMOUHayus ¢ bopme3omud, meipanan u npeoHu3oHn (6-ceOMuier YuKvi Ha
neuenue)

[penopbunrennara noza DARZALEX e 16 mg/kg TenecHo Terio, MpUIokKeH KaTo HHTPaBEHO3HA
UHQY3HUs B ChOTBETCTBUE ChC CIIEJIHATA CXEMa Ha MpUJIarane B Tabiuma 2.

Tadauua 2: Cxema Ha npuwiarane Ha DARZALEX B kom0uHanus ¢ 6opre3omMud, mejdanan
u npeaHu3oH ([VMP]; 6-cenMuyeH NMKbJ HA JIeYeHHE)

CeaMunu Cxema

Cenmunu 1 go 6 BEJIHBXK CEIMHYHO (0010 6 J03H)
Cenmuru 7 o 54° Ha BCEKHU TpH ceaMuIy (001mo 16 no3u)
OT ceaMua 55 HATATHK JI0 IPOrpecHs Ha 3a00JSBAHETO° | HA BCEKU YETUPH CEIAMMIIN

a

6

[IppBara 103a OT cxemaTa Ha IpUJIaraHe Ha BCEKU 3 CEIIMHUIIM Ce JaBa Ha ceaMuiia 7.
IIppBaTa m03a OT cxeMara Ha MpUIIaraHe Ha BCEKU 4 CEIMUIIM Ce JaBa Ha cenMuma 55.

Bopre3omubd ce naBa jBa MbTH CEIMHUYHO HA ceAMUIIH 1, 2, 4 ¥ 5 3a IbpPBUS 6-CEIMUYCH ITUKBII,
ITOCJICIBAHO OT BEAHBK CEIMHUYHO Ha cenMunu 1, 2, 4 u 5 3a omie oceM 6-ce IMHYHHM IIUKBIIA. 3a
MH(pOpPMAIHsI OTHOCHO Jl03aTa U cxemara Ha npuinarade Ha VMP npu npunoxxenne c DARZALEX
BHJKTE TOYKa 5.1.

Cxema Ha npurazaue 6 KOMOUHaAyUs ¢ GopmezoMud, MarUoOMud u OeKCAMemasoH (4-ceOMuuer Yuxkvi
Ha Jleyenue) 3a 1euenue Ha H080OUASHOCIMUYUPAHU NAYUEHMU, HOOX00AWU 3 A8MONO0NHCHA
mpancnaianmayus Ha cmeonosu kiemxu (ASCT)

[Ipenopbunrennarta no3a DARZALEX e 16 mg/kg TenecHo Tersio, NpuiiokeH KaTo HHTPaBEHO3HA
MH(]Y3Us B CbOTBETCTBUE ChC CIIEHATA CXEMa Ha puiarane B Tabauna 3.

Tabmmpa 3:  Cxema Ha mpuiarane Ha DARZALEX B komOunanus ¢ 6opre3oMu0, TaJIHAOMH/
u JexkcameTaszoH ([VTd]; 4- ceamMuyeH UKD HA JIeYeHHUE)

®a3a Ha JieUeHHe CeaMuim Cxema
WNunykiums Cenvumu 1 10 8 BEJIHBK ceIMUYHO (001110 8 103H)
Ceamunu 9 no 16* Ha BCEKH JIBe ceaMunu (00110 4 103u)
Cropere npu xumuotepanus ¢ Bucoku go3u u ASCT
Konconnpamus | Cemvunu 1 o 8° Ha BCEKH JiBe ceMuIH (0010 4 103m)

a

6

H"praTa J103a OT CX€Mara Ha IpujaraHe Ha BCEKU 2 CEIMHUIM CC JaBa Ha CCAMULIA 9.

[TppBata 103a OT cXeMara Ha MpHUaraHe Ha BCCKH 2 CEJIMUIIM CE aBa Ha ceamuIia | cje/ MoIHOBSBaHE HA JICUCHUETO
caen ASCT.




JlexcameTas3oH TpssOBa na ce mpuiiara B 1o3a 40 mg Ha neH 1, 2, 8,9, 15, 16,22 u 23 ot umkbn 1 u2; B
nmo3a 40 mg Ha aeH 1-2 u 20 mg npe3 mociieIBanuTe JHA 3a npuiarane (jex 8, 9, 15, 16) ot muxswa 3-
4. Jlexcametaszon 20 mg TpsOBa 1a ce mpuiara Ha 1ieH 1, 2, 8,9, 15, 16 ot 1iuksa 5 u 6.

3a no03ara M cXemaTa Ha IpuiIaraHe Ha JIEKapCTBEHUTE NPOAYKTH, npmitokeHn ¢ DARZALEX, BuxTe
Touka 5.1 ¥ chOTBETHATa KpaTKa XapaKTepUCTHKA Ha MPOAYKTa.

Cxema Ha npuirazane 6 KOMOuHayusi ¢ bopmeszomud u dekcamemason (3-ceOmMuser YUKv Ha jleyuerue)
[penopbunrtennara noza DARZALEX e 16 mg/kg TenecHo Teryo, MpUIoKeHa KaTo HHTPaBEHO3HA
WH(QY3HUs B ChOTBETCTBUE ChC CIIEIHATA CXEMa Ha MpUiiarane B Tadnumna 4.

Tab6auna 4: Cxema Ha npuiaraie Ha DARZALEX B komOunamusi ¢ 6opre3oMud u
aexcameTaszoH (Vd) (3-ceqMuUeH HMKDBJ HA JIeYeHHe)
Ceamunn Cxema

Cemmuru 1 10 9 BEJHBK ceMUIHO (00110 9 m031)

Cenmuru 10 go 242 Ha BCEKHU TPU ceaMuIiy (00110 5 1o3u)

Ot ceqmuna 25 HATATBK JI0 IPOrpecHs Ha 3a00ISBAHETO° | HA BCEKU YETUPH CEIAMMIIN

a

0

IIppBarta 103a OT cxemara Ha NpuJIaraHe Ha BCEKH 3 ceAMUIIM ce JaBa Ha cenqmuua 10.
ITbpBara 103a OT cXeMaTa Ha [pHJIaraHe Ha BCEKH 4 CEIMHILIM Ce 1aBa Ha ceAMHMIa 25.

JlexcameTa3oH TpsiOBa 1a ce npuiara B 1o3a 20 mg Ha neH 1, 2,4, 5, 8,9, 11 u 12 oT mbpBuUTe
8 MKbIIa Ha JedyeHne ¢ 00pTe30MHUO MM B HaMmajeHa 1o3a 20 mg/ceaMuna npyu NauueHTu

> 75 ronunu, ¢ nogaopmeHo Tersio (MTM < 18,5), ¢ nomio KOHTpoIMpaH 3axapeH 1uadeT nin
MPeIX0oAHa HEMOHOCUMOCT KbM CTEPOHIHA TepaIHsl.

3a no3ara M cxemaTa Ha IpUIOKEHHE Ha JIEKAPCTBEHNUTE NpoXyKTH, mpunaranu ¢ DARZALEX, BuxTe
touka 5.1 u croTBeTHaTa KpaTka XapakTepucTHKa Ha MPOAYKTA.

Cxopocm na ungysus

Caen paspexnane DARZALEX undy3us TpsOBa aa ce npuiiara MHTPaBeHO3HO NPH IIbPBOHAYATIHA
CKOpOCT Ha HH(Y3UATA, IpecTaBeHa B Tabauua 5 no-noiy. [loctenenHo yBennyaBane Ha CKOpOCTTa
Ha nH(}Yy3uATa TpsiOBa 1a ce OOMMCIIH, CaMO NPH JIMIICA Ha PEaKUUU KbM HH(DYy3usTa.

3a ynecHeHHEe Ha MPUIOKEHUETO ITbpBaTa npeanucana go3a 16 mg/kg na ceamuna 1 Moxe na ce
paszeny B 1Ba MOCIEA0BATEIHH AHY, T.€. 8§ mg/kg choTBeTHO Ha ieH | u JieH 2, BuxkTe Tabnuma 5 no-
J01y.

Ta6anna 5:  Cxopoct Ha uH(py3usita npu npuioxenue Ha DARZALEX (16 mg/kg)
O6em Ha Havanna CTbIKHU HA MaxkcumaJsiHa
pa3pexiaHe | CKOpocT yBeJMYaBaHe | CKOPOCT
(mbpBHM Yac) | ckopocrra ?
HNHpy3us na ceamuna 1
Bapuaum 1 (edunuuna 0o3a 3a ungysus)
Cenmuna 1 gen 1 (16 mg/kg) 1 000 ml 50 ml/ua yac 50 ml/na yac 200 ml/ua uac
BCEKH 4ac
Bapuaum 2 (pazdenena 0osa 3a ungysus)
Cenmuna 1 gen 1 (8 mg/kg) 500 ml 50 ml/ua yac 50 ml/na yac 200 ml/ua uac
BCEKH 4ac
Cenmuna 1 gen 2 (8 mg/kg) 500 ml 50 ml/ua yac 50 ml/na yac 200 ml/ua uac
BCEKH 4ac
Hndysus ua ceqmuna 2° (16 mg/kg) 500 ml 50 ml/Ha gac 50 ml/na gac 200 ml/Ha gac
BCEKH 4ac
Mocaensamu undys3nu (ot cexmMuna 3 500 ml 100 ml/ga gac | 50 ml/ga gac 200 ml/aa gac
HATaTBbK, 16 mg/kg)"® BCEKH 4ac




ITocTeneHHO yBenuuaBaHe Ha CKOPOCTTA Ha nHQy3usTa TpsiOBa Aa ce 0OMHCIIHN, CaMO TIPH JIUICA HA PEaKLU KbM
HHOY3MsITA.

Obem Ha paspexnane 500 ml 3a mo3ara 16 mg/kg Tpsi6Ba na ce u3nonsea camo ako Hiama IRRs npe3 npenxonHara
cenmuna. B mpoTuBeH ciy4ait u3nonssaiite ooem Ha paspexaane 1 000 ml.

Monudummpana HagamHa ckopocT (100 ml/Ha yac) mpu nocnenBamuTe HHPY3UH (T.€. OT CeAMHLIA 3 HATATHK) TPIOBa 1a
ce u3nou3Ba camo axo HsaMa IRRs npu npenxoxsuTe nH(y3uu. B npoTHBEH ciyyail IPOABIDKETE J1a U3M0JI3BaTe
yKa3aHUATA B TAOJIMIIATa 32 CKOPOCTTA HAa HH(DY3HUsI HA ceaMuIia 2.

Osnaosasane nHa peakyuu, C8bP3aHU ¢ UHPY3UAMA
3a na ce Hamanu pucksT oT IRRs mpenu nayanoro Ha nedenueto ¢ DARZALEX, TpsiOBa na ce
npuiIarar JIGKapCTBEHH NPOLYKTH, IPUJIaraHyu npeau HHPy3usTa.

[Tpu IRRs oT BesikakBa cTeneH/Texkect, BenHara npekbeHere nHdy3usita DARZALEX u nekysaiite
CUMIITOMUTE.

OgsnansBanero Ha IRRs Moske TOMBIHUTETHO Ja H3MCKBA HAMAJSIBAHE HAa CKOPOCTTa Ha UH(Y3HUITA,

WK cimpane Ha JiedeHueToro ¢ DARZALEX, xakTo e moco4eHo mo-aoiy (BxX. Touka 4.4).

o Crenen 1-2 (neka 1o ymepena): Cieq KaTo CHMIITOMHTE Ha peakIusTa OT3ByJar, HH}y3usaTa
Tpsi0Ba Ja Ob/ie Bh30OHOBEHA C HE IMOBEYE OT MOJIOBHHATA OT CKOPOCTTA, IPH KOSITO CE €
nosgsuia IRR. Ako nanMeHThT HE U3NUTBA HAKAKBU JONBIHUTEIHN cuMOToMH Ha IRR,
YBEJIMYABAHETO Ha CKOPOCTTA HA MH(PY3HUATA MOXKE J1a ObJIc Bb30OHOBEHO ITOCTEIICHHO U Ha
KITMHUYHO TTOXOJISIIA HHTEPBAJIM 10 MakcuMainHa ckopocT oT 200 ml/gac (Tabnwuma 5).

. Crenien 3 (texka): Cieq KaTO CUMIITOMHUTE Ha pEakKIMsATa OT3BYYaT, MOXKeE Jla C€ OOMHUCITH
BB300HOBsIBaHE Ha MH(Y3UATA C HE TIOBEYE OT IMOJIOBUHATA OT CKOPOCTTA, IIPU KOSITO CE €
MOSIBUJIA PEaKIUATA. AKO NAIIMEHTHT HE MPOSBABA JONBIHUTECIHN CUMIITOMHU, YBEIUUABAHETO
Ha CKOPOCTTa Ha HH(Y3HUATa MOXKeE a2 ObJIe Bh30OHOBEHO ITOCTEIICHHO U HAa HHTEPBAIU B
3aBUCHMOCT OT ciydas (Tabmuta 5). [Iporeaypara no-rope TpsiOBa 1a ce MPUII0KHA OTHOBO B
ciydaii Ha Bb300OHOBsIBaHe Ha cumntoMuTe OT cterieH 3. DARZALEX TpsiOBa na ce mpekparu
OKOHYATEJIHO CJIE]] 10sBaTa Ha PeaKkIuy KbM HH(Y3HUSITa CTEICH 3 WU MO-TojIsIMa.

. Crenen 4 (;kuBoTo3acTpamaama): OkoHYaTeIHO HpekpatsaBade Ha JeuenneTo ¢ DARZALEX.

Ilponycuama 0osa

Axo mnanupana no3a DARZALEX e mporrycHaTa, 1o3aTta TpssOBa J1a ce MPUI0KH BE3MOXKHO Haii-
CKOpO H CXeMaTa Ha IpIarane TpsoBa J1a ce KOPUrupa ChOTBETHO, IIPU Cla3BaHEe HAa MHTEpPBaIa Ha
JICYCHHUE.

Moougurayus na dozama

He ce npenoppuBa HamaneHue Ha no3ata Ha DARZALEX. Moxe na € HeoOXo1uMo 3a0aBsiHe Ha
NPUIIOKEHHUETO, 32 JIa ce 1ajic Bb3MOXHOCT 33 Bh3CTaHOBSBaHE HA OpOsl HA KPhBHUTE KIIETKH TIPH
MOsIBa Ha XeMaTOJIOTUYHA TOKCHYHOCT (BK. TouKa 4.4). 3a nH(OpMAaIns OTHOCHO JIEKAPCTBCHUTE
NPOLYKTH, npuiaranu B komOunauus c DARZALEX, BuwxkTe choTBeTHaTa KpaTka XapakTepucTuka Ha
MPOAYKTA.

HDGHOD’B‘II/IT&HHI/I CbIIBTCTBAIH JICKAPCTBCHHU MPOAYKTH

Jlexapcmeen npodykm, npunaean npeou ungysuama
JlekapcTBeH NPOAYKT, IpHUJlara npeau nHdysusaTa TpsaOBa Ja ce nmpuiara 3a HamajasiBaHe Ha PUCKa OT
IRRs Ha Bcuuku nauueHty 1-3 gaca npeau Beska nHpy3us Ha DARZALEX, kakrto ciensa:

. Koptukocrepoun (IbironeicTBail MM CbC CpeHa MPOIBIKUTEITHOCT Ha JCHCTBUE)

- Monortepanusi:
Metunnpenuuzonon 100 mg uiu eKBUBaJICHTHA 1034, MPUIOKEHA HHTpaBeHO3HO. Cren
BTOpaTa MH(Y3US 103aTa Ha KOPTUKOCTEPOHIa MOXKE JIa Ce HaMauHd (TIepopalieH Wi
WHTPABEHO3EH METIINPEAHN30JIOH 60 mg).

- KomOunmpana tepamus:
Jexcamerazon 20 mg (Wi €eKBUBAJICHT), IPUJIaTaH MPean BCska HHY3UI Ha
DARZALEX. Koraro nekcaMeTa30H € cienu(GUIHUIT KOPTUKOCTEPOUT 32 OCHOBHATA
cxema Ha JICUeHHEe, TeparleBTUIHATA 1032 Ha IeKCaMETa30H IIe CITYXKHU KaTo JIEKapCTBEH
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NPOLYKT, IpwiIarad npeau uaysusra B 1aute Ha uHPy3us Ha DARZALEX (Bx.
Touka 5.1).

JlekcaMeTa3oH ce Tpuiiara HHTPaBeHO3HO Mpeu bpBaTa nHQy3us Ha DARZALEX, a
MepOpaTHO PUIIOKEHHE MOXKE J]a Ce UMa MPEIBUJI TIPEIN TIOCIICABANINTE HH(DY3HH.
CreruryarTe 32 JOIBIHUTEIIHA OCHOBHA CXEMa Ha JICUeHHE KOPTUKOCTEPOUAH (HaIp.
NpEIHN30H) He TpsOBa Ja ce npuiaraT B AHUTe Ha nHy3us Ha DARZALEX, koraro
MAIMEeHTHTE MOTyYaBar JeKCaMeTa30H KaTo JeKapCTBEH MPOIYKT, pUiIaraH mpeau

UH)Yy3UATA.
. Antunmperuiu (mepopaines napamneramon 650 go 1 000 mg)
. AHTHXHMCTAMUH (TIepopaieH I HHTPAaBEHO3eH TudeHxuapaMut 25 1o 50 mg nimm
C€KBUBAJICHT).

Jlexapcmeen npodykm, npuiaean cied uH@yusma
JlexapcTBeH NPOAYKT, MPUIIATaH Ciell MH(PY3HUsITa TPIOBa J1a ce Mpuiiara 3a HaMaJIsiBaHe Ha PUCKa OT
IRR ot 3abaBeH THII, KAKTO CJIEIBA:

- MonoTtepanus:
Ha Bceku ot aBaTa qHH, cieABaIIM BCHUKU HH(Y3UH (KaTO ce 3all0YHE B ICHS CIIe]
uH}y3usATa), TPAOBA J1a CE MPHJIOKHU epopaieH koptukocTepou (20 mg
METHIIIIPETHU30JIOH UIIH EKBUBAJICHTHA J103a KOPTUKOCTEPOU ChC CPEIHA
NPOIBIDKUTEIHOCT Ha ACHCTBHUE WIIH IBITOEHCTBAI B CbOTBETCTBUE C MECTHUTE
CTaHIAPTH).

- KomOunupana tepanms:
[a ce oOMucu npuioKeHNeTo Ha HUCKA 1032 MepopaieH MeTHINPeaHn30I0H (< 20 mg)
WJIM EKBHBAJICHTHA 71032 B JicHs cien uHdpy3usta Ha DARZALEX. Ako oba4ye OCHOBHUST
KOPTHUKOCTEPOM/I, crienn(pUUCH 3a cxemara (Hamp. AeKcaMeTa30oH, MPEIHNU30H ), Ce
npunara B aeHs cuen nHdysusata Ha DARZALEX, nombIHUTENHN JIEKapCTBEHH
NPOLYKTH, IPUJIATaHH ciie] HHPY3HUATa MOXKE J1a HEe ca HeoOX0JuMH (BXK. Touka 5.1).

OcBeH TOBa, IIpH NALMEHTH C aHAMHE3a 33 XPOHUYHA 00CTPYKTHUBHA OenoapoOHa 6osecT, TpaoBa na
ce OOMUCITY MIPUJIAraHeTo Ha JISKApCTBEHU MPOAYKTH, IPUJIaraHy cliea HHPY3UATa, BKIIOUUTEITHO
KpaTKOICHCTBAIIH U IBJTOICHCTBAIM OPOHXOAMIATATOPY M MHXANATOPHU KopTHKOcTepouan. Criest
IBPBUTE YETHUPU MH(Y3HH, aKO MAIMEHTHT HAMa TexXkH [RRs, npuoxkeHneTo Ha MHXAIATOPHU
JIEKapCTBEHH NMPOAYKTH cjiel MHPY3HUITa MOXKE 1a Obie IPEKPATEHO MO MPELEeHKa Ha JIEKaps.

IIpogunakmuka na peaxmusayusama na xepnec 30cmep Uupyc
Tps0Ba ga ce 0OMUCTH aHTUBUPYCHA PO HIAKTHKA 32 IPEBCHINS Ha PEaKTUBALIMATA HA XEpIIeC

30CTep BHPYC.

Crenyaiiy nonyJaiun

Bvopeuno yepescoane

He ca npoBexnany opunyaiHu Npoy4yBanus Ha JaparymyMmal MpH NanyueHTH ¢ Ob0pedHo yBpeKIaHe.
B®3 ocHoBa Ha momynanuonnu ¢apmakokuneTnyau (PK) ananusu He € He00X0AMMO KOpUTMpaHe Ha
J03aTa MpH NalUeHTH ¢ ObOPEUYHO yBpexkIaHe (BX. ToUka 5.2).

Yeproopobro yepedxcoane

He ca npoBexxaann ounmaiHu MpoydBaHUs Ha JapaTymyMad MpH MaUeHTH ¢ YePHOAPOOHO
yBpexkIane. B3 ocHoBa Ha monynanuonHu PK ananmsm, He € He0OX0AMMO KOpUTHPaHE Ha J103aTa
IIPH MAIMSHTH C JIEKO YePHOAPOOHO yBpekKaaHe (Bxk. Touka 5.2).

Cmapuecka 6v3pacm
He e HeoOxomuMo KopurupaHe Ha qo3ara (Bk. Touka 5.2).

Tleouampuuna nonyrayus
bezonacHocTTa 1 eukacHoctta Ha DARZALEX mipu fenia Ha Bb3pact 1oj 18 roguHu He ca
YCTAaHOBEHHU.



JIumicBar gaHHU.

HauuHx Ha npunoxxkenue

DARZALEX e 3a unTpaBeHo3HO npuioxkeHue. Toil ce mpuiara KaTo HHTpaBeHO3HA HHY3HA ClIeH
paspexnane ¢ Harpues xiopua 9 mg/ml (0,9%) nrxekuroHeH pa3TBop. 3a yKa3aHUsI OTHOCHO
pa3pekIaHeTo Ha JIEKapCTBEHHS MPOIYKT Mpean MpUIokKeHHe, BIKTE TOUKa 6.6.

4.3 IIporuBomokazaHusi

CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HUJIM KBbM HIAKOC OT IIOMOITHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

4.4 ChenuajaHu npeaynpexaeHus U NpeAna3Hy MepKH NpHU ynoTpeda

IIpocnenumoct

3a Ja ce HOI[O6pI/I IpocCICANMOCTTA Ha OHOJIOTHYHUTE JICKApCTBCHU MMPOAYKTHU, UMCTO U MMAPTUAHUAT
HOMCP Ha MPUIIOKCHUA IPOAYKT TpSI6Ba SICHO Ja C€ 3aIlIMCBart.

Peakiun CBBbpP3aHH C I/IHd)VSI/DITa

DARZALEX mosxe na npenusprka cepro3nn IRRs, BKIIounTenHO aHa(MIaKTUIHH PEaKIiK (BXK.
touka 4.8). Te3u peakinu Morar Ja ObJIaT )KMBOTO3acTpalllaBallll, KaTo ca ChOOIIaBaHH JICTATHH
ciyyamu.

Bewnuky narnpeHTH TpsIOBa a ce mpociiesBar no BpeMe Ha uHGy3usTa 3a IRRs. [Ipu manuenture,
kouTo noay4at IRRs oT kakBaro u Ja e CTeneH, HaOIIASHUETO TPIOBa 13 IPOABIDKU CIIe]
MH(]Y3UATa IO OT3ByYaBaHE HA CUMIITOMHUTE.

B knmuangnauTe poyuBanus IRRs ce cho01aBatT npu mpuOIU3UTETHO MOJIOBHUHATA OT BCHUKH
naueHTy, JekyBanu ¢ DARZALEX.

[Mo-ronsimara wact ot IRRs HacThIBaT pu mepBaTa HHPY3US U ca OT creneH 1-2 (Bx. Touka 4.8).
YeTupu nporenTta oT Bcnuky nanueHTn umat IRR npu nosede ot enna nndysus. Mima cnyyan Ha
TEXKH PEAKLUH, BKIIOUUTEITHO OPOHXOCIa3bM, XUIIOKCHUS, JUCIIHES, XUIIEPTOHUS, OTOK Ha JIApUHKCA,
0emopoOeH OTOK U OYHU HEXKEJIaH! PEeakUUH (BKIIOUUTEIHO XOPOUJAJIEH H3JIHUB, OCTpa MUOMHS U
ocCTpa ri1aykoma ChC 3aTBOpeH bI'bi). CHMITOMHUTE BKJIIOUBAT MIPEIUMHO 3aITyIIBaHE HA HOCA,
KallUIALA, Bb3MAJICHHE HA T'bPJIOTO, BTPUCAHE, IOBPBIIAHe U rajeHe. [lo-penku cumntoMu ca
CBUPKAIIH XPHUIIOBE, AICPIHUCH PHHUT, TUPEKCHSL, TUCKOM(OPT B IbpANTE, CHPOEK, XUTIOTOHUS H
3aMBIJICHO 3peHue (BXK. ToUKa 4.8).

[NanuenTure TpsiOBa 1a ObAAT NPEIBAPUTEITHO JIEKYBAHU C AaHTUXUCTAMHUHH, AaHTUITUPETHLIN U
KOPTUKOCTEPOUIH, 3a N1a ce Hamau pUCKBT oT IRRs mpenu naganoro Ha nedenuero ¢ DARZALEX.
Undysuara DARZALEX tps6Ba na ce npexbene npu IRRs He3aBrcHMO OT TSIXHATaA TEXECT U IPU
HEoOX0JMMOCT TpsA0Ba Aa ce MpeanueMaT MeINIMHCKU TpKK/moaabpskaino jgeyenue 3a IRRs. Ipu
narnueHtute ¢ IRRs crenen 1, 2 wim 3 ckopocTTa Ha UHQPY3HUs TpsOBa j1a ObIe HaManeHa, Mpu
MOBTOPHOTO ¥ 3armouBane. AKO HACTHIM aHa()WIAKTUYHA PEaKIIHs MK KHUBOTO3aCTpalllaBaIia
(crenen 4) peakuusi, cCBbp3aHa ¢ HH(PY3HUATa, He3a0aBHO TPsOBa Ja ce 3aoyHe MOIXOAAIIA CIIEeHIHA
peanumanusi. Tepanusta c DARZALEX TpsiOBa na ce npeycTaHOBU He3a0aBHO M OKOHYATEITHO (BK.
Touku 4.2 1 4.3).

3a HamamsiBaHe Ha pucka oT IRRs ot 3a0aBeH THIl, Ha BCHUKHM MALMEHTH ciIe] HHPY3HUHU C
DARZALEX TpsiOBa 5a ce npuiaraT nepopaiHi KopTukoctepou . OCBeH TOBA, IIPH NMAIUEHTH C
aHaMHe3a 32 XpOHWYHA 00CTPYKTHBHA OeJoApoOHa OoecT TpsOBa Jla ce OOMHCIH M3IOI3BAHETO Ha
JIEKapCTBEHU MPOAYKTH, IPUIaranu ciie HHPy3usaTa (HarmpuMep HHXaIaTOPHU KOPTUKOCTEPOHIH,
KpaTKo- U IBJITOICHCTBAI OPOHXOAMIATATOPH ), 32 OBJa/IIBAaHE HA JMXATEIHUTE YCIOKHEHUS, aKO



ce MosIBIT. AKO Ce MOSBAT OYHU CUMITOMH, IpekbcHeTe nHpy3uara DARZALEX u notbpcere
He3abaBHa 0 TaIMONIOTMYHA OLIEHKA IPEAH Bh300OHOBsABaHE Ha npuiioxenneto Ha DARZALEX (Bx.
Touka 4.2).

Heyrponenus/tpoMOonuroneHus

DARZALEX Mosxe Ja MOBUIIHN CIIy9anTe Ha HEYTPOIIEHHUS U TPOMOOIIUTONIEHHS, MHAYIIUPAHU OT
OCHOBHaTa Tepanus (Bxk. Touka 4.8).

[lepronuuHo MO BpeMe Ha JICYEHUETO TPAOBa Jja ce MPOCesBa MbJIHATA KpbBHA KAPTHHA CHIIACHO
KpaTKaTa XapaKTepHCTHKA Ha MPOIyKTa, MPEJICTaBeHa OT MIPOU3BOJAMUTES, 3a JIEeKapCcTBaTa OT
OCHOBHaTa Tepanus. [lanneHTruTe ¢ HeyTPOTICHHS TPSAOBA Ja Ce MPOCIIE/ISIBAT 32 IPU3HAIN Ha
uHpeknusa. Moxe 1a e HeoOxoanMo 3abaBsiHe Ha npuiokenneto Ha DARZALEX, 3a na ce nane
BB3MOXKHOCT 3a Bb3CTAHOBsIBaHe Ha KpbBHATa KapTuHa. He ce mpenopbuBa HamaleHHe Ha 103aTa Ha
DARZALEX. [la ce umMat npeaBu/I MOIbPIKAIIU TPUXKH ¢ TPAaHCHY3UH UK PACTEKHU (aKTOPH.

Bausnaue Opy HHAWPEKTCH aHTI/Il"J'I06VJ'II/IHOB TCCT (I/IHHI/IDGKTCH TCCT Ha COOIan)

Hapatymyma0 ce cbp3Ba ¢ CD38, Hamupail ce B HUCKa CTEIeH B uepBeHuTe KpbBHU KieTKH (RBCs)
¥ MOJKE J1a 1aJie TIOJIOXKUTeNIeH nHAnpeKTeH Tect Ha Coombs. MeaunpaHusT ot gapatrymymad
HOJIOKUTENIEH MHIUpeKTeH TecT Ha Coombs Moske Jja mepcuctupa 1o 6 Mecena cieq MocieaHaTa
uHQy3us naparymymad. TpsOBa aa ce nma mpeaBu, ue naparymymad ce cebp3sa ¢ RBCs u Mmoxe na
MacKHpa OTKpUBAHETO Ha aHTHUTENA CPEIlly C1adu aHTUI'CHU B cepyMa Ha nanuenTa. OnpenensHeTo Ha
kpbBHaTa rpyna (AB0O) u Rh na nanuenra He ce mopnusBar.

[NanuenTure TpsOBa Aa OBAAT MOATIOKEHN Ha CKPUHUHT U THIIU3UPAHE, IPEIH Ja Ce 3aoyvHe JeUeHHe
¢ napatymymab. Ilpean na ce 3amo4He JeYEHUETO ¢ AapaTyMyMal, MOKe Jla c€ TIOMHCIIH 32
(eHOTHIIPaHE B CHOTBETCTBUE C MECTHATA MPAKTHKA. [ eHOTHITMPAaHETO HA YePBEHUTE KPHBHU KIIETKH
HE ce MOBJIMABA OT JapaTyMyMal U MOXKe JIa c€ U3BBPIIH 110 BCIKO BpEMe.

B cirydaii Ha mmanupana xeMoTpaHcy3us, TpsiOBa Jla ce YBEAOMST XeMOTpaHC(y3HOHHHUTE IIEHTPOBE
3a TOBa BIUSHUE MPU UHIUPEKTHU aHTUTIIOOYIMHOBH TecToBe (BX. Touka 4.5). AKo ce Haylara CIeIIHO
KPBBOIpEJIMBaHe, MOTaT J1a ObIaT MpeIMBaHu HETECTBAHH 0 KpbcTocaH MeTox 3a ABO/RhD-
ceBMecTIMOCT RBCs, chriiacHO NpakTHKHUTE HA JIOKAIHUTE KPbBHU OaHKH.

Bausnaue OpH onpeACIAHETO Ha IIbJIHUA OTTOBOP

Hapatymyma6 e goBemko IgG xama MOHOKIIOHATHO aHTHUTSIIO, KOETO MOXKE J1a Ce OTKPHE KaKTO C
enekrpodopesa Ha cepymuute npotennu (SPE), Taka u ¢ umyHodukcanus (IFE), usnon3sanu 3a
MOHHTOpPHUpPAHE Ha eHJoreHHns M-mipoTenH (BXkK. Touka 4.5). ToBa BIusSHUE MOXeE Ja OKaxe eheKT mpu
OTPEACISTHETO Ha ITBJIHUS OTTOBOP U IPOrpecHsTa Ha 3a00JIIBaHeTO MPH HAKOMW mnanueHTH ¢ 1gG kama
MUCJIOMCH ITPOTCHUH.

PeakruBupane Ha Bupyca Ha xenarut B (HBV)

[Ipu nauuentu, nexkyBanu ¢ DARZALEX, ce cro0maBa peakTUBUpaHe HAa BUpyca Ha XenaTuT B, B
HSIKOH CITy4aH C JieTajieH u3xoa. Ha Bcuuku naumeHTu TpsOBa 1a ce HanpaBu CKPUHUHTOBO
uscnensane 3a HBV npenun 3anousane Ha neuenne ¢ DARZALEX.

IIpu manmeHTH ¢ JaHHU 3a TIOJIOKUTENIEH ceposiorndeH pe3ynrat 3a HBV, npocnenssaiite 3a
KJIMHUYHU 1 J1a00paTOpHH NMPU3HALM 32 peakTuBHpane Ha HBV mo Bpeme Ha 1 B mpoabikeHne Ha
Hali-MaJIKo mecT Mecella cien Kpas Ha teueHneto ¢ DARZALEX. JlekyBaiiTe maiueHTuTe B
CHOTBETCTBHE C HACTOSIINTE KIMHUYHHU PHKOBOACTBA. [Ipy KITMHIYHYU MOKa3aHUs, OOMUCIIETE
KOHCYJTALMS ChC CHEINAIUCT B JIEUEHUETO HA XEMATHUT.

IIpn manmenTu ¢ peaktuBupane Ha HBV, nokato um ce npunara DARZALEX, nedyenuneto ¢
DARZALEX Tpsi0Ba na ce crpe H Jia ce 3alo4He HOX0As110 jJeueHue. [1onHOoBsIBaHETO Ha
nedenueTo ¢ DARZALEX, npu manueHTy ¢ ajickBaTeH KOHTPOJI Ha peakTuBupaHero Ha HBV, TpsioBa
Jia ce 00CHIU C JIeKapy ¢ ONHUT B JiedeHneTo Ha HBV.



Tlomonrau BCIICCTBA

To3u nekapcTBeH Npoayk cbabpika copouTon (E420). To3u jiekapcTBeH MPOAYKT HE TPsAOBa J1a ce
Impujiara 1nmpyv nagueHTU ¢ HaCJICACTBCHA HCIIOHOCUMOCT KbM ¢)pyKTo3a, OCBCH IIpU KaTCTOpHUYHAa
HEOOXOAMMOCT.

TpsiOBa 1a Ob/Ie CHETa MOAPOOHA aHAMHE3a 10 OTHOIICHUE Ha CUMIITOMUTE Ha HACIICCTBCHA
HEMIOHOCHMOCT KbM (DPYKTO3a IPY BCEKU MAIMEHT, MPEIN MPUI0KEHUETO Ha TO3H JICKapCTBEH
MPOIYKT.

4.5 Bs3amMmopeiicTBHE ¢ IPYTrH JeKaApCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe
He ca npoBexanu npoy4BaHus 3a B3aUMOJEHCTBUATA.

Karo IgG1kK MOHOKJIOHATHO aHTHUTSIO, MAJIKO BEPOSATHO € ObOpeuHaTa eKCKpeusl 1 METa00IM3MBbT Ha
MHTaKTEH JapaTyMyMa0, MeJUHUpaH OT YePHOIPOOHUTE EH3UMH, /1A IPEICTABISBAT OCHOBHU ITbTHUILA
Ha enuMuHHpaHe. Katro TakuBa, BapualmuTe B JEKapCTBO-META00IM3UPAIINTE EH3UMH, HE CE OUaKBa
Jia MOBIMSISIT SJIMMUHMPAHETO Ha Aapatymyma0. [lopanu Bucokust aQUHUTET KbM YHUKAJICH €UTOIL
Bbpxy CD38, naparymymal He ce o4akBa Ja IPOMEHH JIEKapCTBO-META00IM3UPAILIUTE €H3UMH.

Knuanyanre GpapMakoOKMHETHYHHU OIICHKH Ha JapaTryMyMa0 B KOMOMHAIMSA C JICHATIMIOMUI,
NOMAIUAOMHU, TAUTUAOMHI, OOPTE30MHO U AEKCAMETa30H HE MOKa3BaT KIMHUYHO 3HAYMMO
B3aMMOJICHCTBHUE OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO ™ MEXTy JapaTyMyMad U Te3U HUCKOMOJIEKYJIHU
JIEKapCTBEHU IIPOLYKTH.

Bimsaue npu naaupexred antunio0ynunHoB TtecT (Mumnpekred Tect Ha Coombs)

Hapatymyma6 ce cebp3Ba ¢ CD38 na RBCs u unrepdepupa ¢ TeCToBe 3a CbBMECTUMOCT,
BKITFOUUTEITHO CKPUHUHT 32 aHTUTENIAa U KPhCTOCaHa Mpo0a 32 CbBMECTUMOCT (BXK. Touka 4.4).
MeTtoauTe 3a HaMaJIsIBaHe Ha BIMSAHUETO Ha JapaTyMyMal BKIIIOUBAT TPETHPAHE HA SPUTPOLIUTHTE C
pearent qutruorpeutos (DTT), 3a ga ce pa3kbca Bpb3KaTa ¢ JapaTyMmyma0, WK APYTH JIOKATHO
BaJMIMPaHu MeTo . Thil KaTo OMpE/ENITHETO HAa KpbBHA Tpyma mo cuctemara Kell cbiro e
qyBCTBHTENHO KbM Tpetupane ¢ DTT, crien n3kimrouBane iy uaeHTUGUIMPAHE HA AIOAHTHUTENA,
koraro ce usnoizear RBCs, Tpetupanu ¢ DTT, Tps0Ba na 0b1aT nocraBenu Kell-otpuniatentnu
eJIMHUIIY. 3a pa3iIuKa OT TOBa, BUHATH MOXeE JIa ce UMa MpeABU I (PEHOTUITUPAHE WIIM TeHOTHITMPAHE
(Bk. Touka 4.4).

Buausaaue npu eneKTpod)ope3a Ha CCPYMHHUTE ITPOTCHHU 1 I/IMVHOd)I/IKCﬂIII/ISI

Haparymymab Moxke 1a ce OTKpHe Ipu enekTpodopesa Ha cepymuuTe nporennu (SPE) u npu
umyHopukcanus (IFE), n3non3Banu 3a MOHHTOpHpaHe HA MOHOKJIOHAJTHATE UMYHOTIIOOymuHH (M
nporeuH). ToBa Moxe na noseze A0 ¢anmuso nojoxurensu pesynrata ot SPE u IFE npu nanuenTtn
¢ IgG xana MyuenoMeH NpoTEenH, NOBIMABALIY HAYAJIHATA OLIEHKA HA IIBJIHUSA OTTOBOP CIOPEN
Kputepunte Ha MexayHaponHara padoTna rpyna mo muenoM (International Myeloma Working
Group, IMWG). [Ipu nauueHTUTE € MEPCUCTHPALL MHOTO AOOBDP YaCTHYEH OTTOBOP, IIPH KOUTO UMa
CBhbMHEHHME 32 BIMSHHE Ha AapaTymyMa0, TpsOBa J1a ce 0OMHCIN U3N0I3BaHeTo Ha Banuaupad [FE
aHanu3, cnenuguyeH 3a 1aparyMmyma0, 3a 1a ce pasrpaHu4H AapaTyMyMad OT OCTaHAJINTE €HIOTCHHH
M nporenHu B cepyMa Ha NalMEHTa 32 yJICCHABAaHE Ha ONPEAEISIHETO Ha IIbJICH OTIOBOP.

4.6 @epTUaAUTET, O)PEMEHHOCT U KbpMeHe

Kenu ¢ ACTCPOACH HOTCHLII/IaJ'I/ KOHTpPAnCnnua

JKenu ¢ netepojieH moTeHIMaI TPSOBA Ja U3MOI3BAT €(PEKTHBHA KOHTPAIICIIIMS 10 BpEME Ha U JI0
3 Mmecera cnef ciimpane Ha jiedeHueto ¢ DARZALEX.



Bbpemennoct
Januu ot ynorpebaTa Ha JapaTyMmyma0 mpu OpeMEHHHU )KCHU JIMIICBAT HIIM Ca OTPaHHYCHH.
IIpoyuBaHusATa TIPH )KUBOTHU Ca HEJAOCTATHUHU IO OTHOIICHHUE HA PEMPOAYKTHBHATA TOKCHYHOCT (BK.

touka 5.3). DARZALEX He ce npenopbyBa 110 BpeMe Ha OpeMEHHOCT H IIPU JKEHH € IETepOJCH
MOTEHIMAJ, KOUTO HE U3I0JI3BAT KOHTPALSTIIIVSL.

Kopmene
He e uzBectHO nanu qaparymymab ce eKCKpeTHpa B KbpMara.
He moxe na ce M3KIIF0UM PHUCK 32 HOBOPOJICHUTE/KbpMadeTaTa. TpsOBa 1a ce B3eMe pelieHne naiu aa

Ce MPEYCTaHOBH KbPMEHETO MJIH JIa CE MPEYCTaHOBU/HE ce mpuiioxku Tepanusata ¢ DARZALEX, kato
ce B3eMar NpeABu/ 0JI3aTa OT KbPMEHETO 3a ACTETO U M0J13aTa OT TepamnusTa 3a )KeHara.

DepTUnuTer

Hsima Hanu4Hy maHHM, 32 1a ce ONpPEAesIT NOTEHIUATHUTE e()eKTH Ha JapaTyMyMal BbpXy
(epTriIMTETA IPH MBIKE MITH KEHHU (BXK. TOUKa 5.3).

4.7 EdexTu BbpPXy ciocOOHOCTTA 32 modupane u padéora ¢ MAIIMHA

DARZALEX He noBiIusiBa WM MOBJIUSABA IPEHEOPESIKUMO CITIOCOOHOCTTA 3a IodupaHe U padora ¢
MaruHy. Mima o6ade choOIIeH s 32 yMOpa IIPH MAI[MSHTH, PUEMAIIF JapaTyMyMa0, U ToBa TpsOBa
Jla ce uMa MpeABU pH odupane U padoTa ¢ MaIIUHU.

4.8 Hexenanu JekapcTBeHH peaKINU

Pesrome Ha podumia Ha Oe30MacHOCT

Haif-gectute HEeXXeIaHu peakIuu OT Beska crerneH (mpu > 20% ot nmaruentute) ca IRRs, ymopa,
raJicHe, uapus, 3areK, TUPEKCHs, TUCITHEs, KallUTAIA, HEyTPOTICHUS, TPOMOOIIUTOTICHNUS, aHEMUS,
nepudeper enaem, acTeHus, neprudepHa CeH30pHa HEBPOMATHs M MH()EKIUS HA TOPHUTE TUXATEITHHA
nbTHa. CEPUO3HUTE HEXKETIAHHU PEAKIIMU Ca CETICUC, THEBMOHHMS, OPOHXUT, MHPEKIIUSA Ha TOPHUTE
JIUXaTEHN TBTUIIA, OSTOIPOOCH OTOK, TPHUI, MUPEKCHS, ACXUAPATANS, THAPHS U TIPEICHPIHO
MBKJIEHE.

TabauyeH CMCHK Ha HEXETAHNUTE pPCaKknnu

Tabnuia 6 060011aBa HEKEIAHUTE PEaKIIK, KOUTO ce HAOII01aBaT MpU MalMeHTH, TPHEMAaId
DARZALEX. daunute orpaszssaT ekcriozuiusata Ha DARZALEX (16 mg/kg) npu 2 066 manueHTH ¢
MYJTHIUIEH MHENIOM, cpea kKouto 1 910 manuentu ca nonyyasann DARZALEX B komOuHanus ¢
OCHOBHH CXEMH Ha jieueHue, u 156 nanuentu ca nomydaBanu DARZALEX kato MoHOTEpanus.
[TocTMapKkeTHHTOBUTE HEXXEJIAaHH PEaKIH CHIIO Ca BKIIOYEHH.

B npoyusane MM Y3006 6posar na CD34+ kiieTKkuTe € YiciIeHo Mo-HUChK B pamoTto Ha D-VTd B
cpasHenue ¢ pamoto ¢ VTd (menuana: D-VTd: 6,3 x 10%kg; VTd 8,9 x 10°kg) u npu nauueHTUTE,
3aBBPIIMIN MOOMIU3AIUATA, TIOBeUE MalUeHTH B rpynara ¢ D-VTd nonyyasat miepukcadop B
cpaBHeHue ¢ manueHTre B pamoTo Ha VTd (D-VTd: 21,7%; VTd: 7,9%). UectoTaTta Ha npuemMaHe Ha
NpUCaKaTa U XEMaTOIIOSTUYHO Bh3CTAaHOBSIBAHE € 1M0100Ha ITPH NAIMEHTUTE C TPAHCIUIAHTAINS B
pamenara ¢ D-VTd u ¢ VTd (D-VTd: 99,8%; VTd: 99,6%; u3amepeHo upe3 Bb3CTaHOBSIBAHETO Ha
ueyrpodpuure > 0,5 x 10%/1, neBkorurure > 1,0 x 10%/1 u tpomGormTuTe > 50 X 10%/1 63

TpaHcdy3us).

YecroTHTe Ce onpeaeiar kato MHoro yectu (> 1/10), yectu (> 1/100 no < 1/10), veuectu (> 1/1 000
1o < 1/100), penxu (= 1/10 000 mo < 1/1 000 ) u mHoro peaku (< 1/10 000). IIpu Bcsiko rpynupasne mno
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YCCTOTA, HCIKCIIAHUTC JICKAPCTBCHU PCAKINU Ca MMPEACTABCHU B HU3XOAALL pC/] IO OTHOILICHUC Ha

TAXHATa CCPUO3HOCT.

Taoauna 6:

gekyBaHu ¢ DARZALEX 16 mg/kg

Hexenann JICKAPCTBCHU PCAKIUHA IIPA NANMEHTH C MYJTHUIIJICH MUEJTIOM,

Cucremo-opraseH KJjac Hexenana peakuust YecroTa Pa3npocrpanenne
(%)
Benukn | Crenen
crenenun |3-4
HNudpexunn n nudecranuun | Mudekuus Ha ropHATe MHoro yectn
JUXaTeJIHU IIbTUIa? 41 3
bponxutr® 17 2
[THeBMOHMS® 16 10
Wnudexuns Ha mUKOYHAUTE Yectu 8 1
IBTHINA
['pun 5 1*
Cencuc? 4 4
[uTomeransupycHa <]*
uHbpeKIms”
COVID-19* 7 4
PeaktuBupane Ha Bupyca Ha |Heuectn - -
Xenatur B°
Hapyumenus Ha KpbpBTa M Heyrponenus® MHoro yectu 44 39
JuMm@HaTa cucrema TpomboruToneHus* 31 19
Anemus® 27 12
Jlnmponenus® 14 11
JleBkonenwust* 12 6
Hapymenust Ha uMynHaTta | XunoramarioOyianHeMus® Yectu 3 <1*
cucTemMa Anadpunaktuuna peakius® | Penku - -
Hapymennst Ha Hamanen anetur MHoro yecTH 12 1
MeTa00/1u3Ma M XpaHeHeTo | XumepriimKeMust Yectu 7 3
XHUIIOKaILEMUS 6 1
Jexunpatarus 3 1*
Hapyumenus: Ha HepBHAaTa [epudepna cenzopna Msmuoro yvectn |32 3
cucTeMa HEBPOIATHs
['maBoGonue 12 <1*
[Tapecresus 11 <1*
Cunkon Uectn 2 2%
Cbpaeynu HApylIeHHs [IpencepaHo MbXKIEHE Yectu 4 1
Cb10BHM HApylIeHUS Xunepronus* MHoro yectu 10 5
PecniupaTopHu, rpbIHA 1 Kanumna? Mpmuoro ywectn |25 <I*
MeIUACTHHAJIHU HapymeHus | Jlucrnues® 21 3
Benonpoben oTok® Yectn 1 <1
CToMalIHO-YpeBHU 3anek MHoro yectu 33 1
HapPyLICHUA Huapus 32
T'agene 26 2%
[ToBpsIane 16 1*
[Tankpearur® Yectu 1 1
Hapymenus na myckyiaHo- | Bonku B repba MHoro yectn 18 2
CKeJIETHATA CHCTeMA H MyckynHH ciasMu 14 <1*
CheIUHUTEJHATA ThKaH
OO0uu HapymeHus u epextu | Ymopa MmHoro yectu 26 4
HA MACTOTO Ha npujoxkenune |I[lepudepeH oTok® 26 1
[upexcus 23 2
AcTenus 21 2
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Brpucane Uectn 9 <1*

HapansiBanus, orpaBsinusa u | Peakius, cBbp3aHa ¢ MpHoro uectu 40 4
9

YCJI0:KHEHUsI, Bb3HUKHAJM B | HDY3UATa®

pe3yJaTaT Ha MHTEPBEHINHU

*  Bes cremnen 4
a

0

IToka3Ba rpynupane Ha TEpPMUHU
TTocTMapKeTHHIOBa HEXeJlaHa PeaKLys
¥ Peakuus, cBbp3aHa ¢ MH(Y3UATA, BKIKOYBA TEPMUHH, ONPEIEIEHH OT H3CIE0BATENNTE KATO CBHP3aHU ¢ HH(Y3USTA,
BWKTE HO-II0JTY.

YecroTara ce OCHOBaBa Ha IOJArPyMNa OT MALUEHTH, KOUTO ca MOJIy4YHIIH Hali-MaJIKo €/lHa J103a OT HPOY4BaHOTO JIEUCHHUE
Ha win ciex 01 pespyapu 2020 r. (Hayanoro Ha mangemusita COVID-19) ot npoyusanus MMY3003, MMY 3006,
MMY3008 u MMY3013.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIInn

Peaxyuu, cevpsanu ¢ ungysusma (IRRs)

B knmuHMYHATE TpOoyYBaHus (MOHOTEpanus 1 komOuHupanu seuenus; N = 2066) yecrorata Ha IRR ot
BCHUKHU cTenenu € 37% npu mepBata (16 mg/kg, ceamuna 1) undysus nva DARZALEX, 2% npu
MH(QY3UATa HA ceAMHULA 2 U KyMyJIaTHBHO 6% npu nocneasamure nHdy3un. [lo-manko ot 1% ot
nanureHTute uMaT IRRs ot crenen 3/4 npu nHdy3uaTa Ha CeIMHIA 2 WITH MOCTIeIBAIINTE HHPY3UH.

Menauanarta Ha BpEMETO JI0 1MosiBa Ha peakius e 1,5 gaca (quamazon: 0 no 72,8 waca). Uecrorara Ha
Mo UKy Ha HHQY3UsITa Topaay peakuuu e 36%. Menuanarta Ha MPOIBIKUTEITHOCT Ha
uHdysuute Ha 16 mg/kg 3a 1-ta cenmuia, 2-ta ceqMHUIIA U TTOCITIEBAIIUTE HHPY3UU € CHbOTBETHO
okono 7, 4 u 3 gaca.

Texxkute IRRs BrirrouBaT OpOHXOCHA3BM, TUCITHES, OTOK Ha JIApUHKCA, 0€T0JpO0OCH OTOK, OUHH
HEXEJTaHHU Peakiny (BKIIFOUUTEITHO XOPOUIaJICH U3JIUB, OCTPa MUOIIHS U OCTPa TJIAyKOMa ChC
3aTBOPEH BI'b), XUMOKCHS 1 XurepToHus. [Ipyrure IRRs BkitouBaT Ha3amHa KOHT€CTHS, KaILTUIIA,
BTpHICaHE, Ipa3HeHe Ha T'bPJIOTO, 3aMBIIIEHO 3pEHHE, TOBPBIIIaHe U rajicHe (BXK. Touka 4.4).

Korato nmpunoxenuero Ha DARZALEX ce npexnscue nopaaun ASCT (nmpoyusane MMY3006) 3a
nepruos ¢ Menuana ot 3,75 (nuamason: 2,4; 6,9) mecena, cien OJHOBSIBAaHE HA IPUIIOKEHUETO MY
yecroTtara Ha IRRs e 11% npu nepeara nundysus cieq ASCT. CkopocTTa Ha HHPY3Hs/00eMbT Ha
pa3pexaaHe ciiell IOJHOBSIBAHETO Ca CHIIUTE KaTO M3MOI3BAHUTE IIPH MOCIIeAHaTa HH(Y3H Ha
DARZALEX npenu npexbcBaneto nopaau ASCT. IRRs, Bb3HMKBaIIM CiIe]l TOJHOBSIBAHETO Ha
DARZALEX ciien ASCT, chOTBETCTBAT IO OTHOIIICHUE Ha CHMIITOMHUTE U TeKecTTa (CTerneH 3/4:
<1%) Ha peakIUuUTe, CHOOIICHH B MIPEIUIIIHUTE POYYBAHMS HA CEAMUIIA 2 WM TOCIICIBAIIITE
UHQY3UH.

B npoyusane MMY 1001 nipu maneHTHTE, MOTy4YaBaiyi KOMOWHUPAHO JICUeHHE C JapaTyMyMad
(n=97), mppBata no3a 16 mg/kg naparymymab Ha ceamuia 1 e pasneneHa B aBa qHH, T.e. 8 mg/kg
cpoTBeTHO Ha JieH 1 1 Ha 1eH 2. YectoraTta Ha IRR oT Beakaksa crenen e 42%, xato 36% ot
nanuenTute ca moxyuwin IRR wa gen 1 ot ceqmuma 1, 4% nHa nen 2 ot cenmuna 1, a 8% mpu
nocieapanmre nady3uu. MeanaHaTa Ha BpeMETO J10 Hadyajio Ha peaknusra ¢ 1,8 gaca (quamason: 0,1
10 5,4 gaca). Uectorarta Ha mpekbcBaHe Ha HH(Y3UsITa opaau peakuun € 30%. Menuanarta Ha
NPOIBIDKUTENHOCT Ha HH(DY3usTa € 4,2 h 3a ceamuna 1-gen 1, 4,2 h 3a ceqmuna 1-nen 2 u 3,4 vaca 3a
MOCJICABALIUTE HHDY3UH.

HUngpexyuu

[Ipu nanuenTute, noayvaBamu komOuHUpana tepamus ¢ DARZALEX, ce cho0miaBaT nHGEKIMH
creneH 3 win 4, KakTo cieaBa:

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

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

B®B BcHuku npoyuBaHus THEBMOHHSA € Hal-4eCcTO ChOOIIaBaHaTa TEXKa (CTeNeH 3 Wi 4) HHPEKIHs.
B nmpoyuBaHus ¢ akTHBHA KOHTPOJIA, CIIy4an Ha PEyCTAaHOBSBAHE HA JICUCHUETO TIOPAIH WHPEKIHN
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BB3HUKBAT IIPpU 1-4% ot ITalMCHTHUTCE. I/IH(l)eKLII/II/ITC C JICTAJICH U3XO0A CC AbJKAT IMIPEANMMHO Ha
IMHEBMOHUSA U CCIICUC.

[Tpu nanmenTuTe, nony4aBamy koMmOrnaupana tepanus ¢ DARZALEX, neranau uHbeKumn
(cTenen 5) ce cpOOIIaBaT, KAKTO CICABA!

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

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

Jlerenna: D=maparymyma6; Vd=6oprezomub-nekcamera3zon; Rd=nenanmmupomun-nekcamerason; Pd=momanunommm-
nekcameTa3oH; VMP=06oprezomub-mendanan-npeaan3on; VTd=00pTe30MHO-TAINIOMUAA-IEKCaAMETAa30H.

Xemonusza

ChllecTBYBa TEOPETUUCH PHCK OT XeMOJIM3a. TO3U CUTHAJI 110 OTHOIIIEHUE Ha 0€30MacHOCTTA 1Iie ObIe
0] HEMPEKhCHATO HAONIOICHUE MPH ChOMpaHE Ha JaHHHU 3a 0€30MaCHOCT OT KIIMHUYHH IPOYYBaHUS
Y IOCTMAPKETHUHIOBU JAHHH.

HDVFI/I CricniaJIHy IMOITyJIalti

B npoyusaneto ¢aza Il MMY3007, koeto cpaBHsiBa jgeuerneto ¢ D-VMP ¢ nedenuero ¢ VMP nipu
MAIUEHTH C HOBOAMATHOCTUIIMPAH MYJITHIUICEH MHEJIOM, KOMTO HE ca TIOAXO/ISIIH 3a aBTOI0XKHA
TPaHCIUIAHTAIMSI HA CTBOJIOBU KJIETKH, aHAIM3BT Ha 0€30MAaCHOCTTA MPH MOArPyIaTa MalueHTy ¢
(yHKUMOHAIEH CKOp Mo cKayaTa Ha M3TouHara KoomnepaTuBHa oHKojlornyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), choTBeTCTBa Ha 00IIaTa
norynanus (BX. Touka 5.1).

Tlayuenmu 6 cmapuecka gv3pacm

Ot 2 459 nammentu, kouto nonydasat DARZALEX B npenoppunTenHata 103a, 38% ca Ha Bb3pacT
ot 65 1o 75 ronuny, a 15% ca Ha BB3pact 75 wim noBeue ronuHu. He ca HaOmonaBanu o0
pasnuKy B €PeKTHBHOCTTA B3 OCHOBA Ha BB3pacTTa. UecToTaTa Ha CEpHO3HUTE HEXKETIAaHH PEAKIINH €
MO-BUCOKA TPHU MO-BB3PACTHUTE, OTKOJIKOTO MPH MO-MJIaauTe manueHTn. Cpes| marueHTuTe ¢
peLMIUBUPAIL ¥ pedpakTepeH MyJITUILICH MuesioM (n=1 213), Hali-4eCTUTE CCPUO3HU HEKEITAHU
peakiuu, MosABSBaIIH Ce TI0-9eCTO MPH MAIMEHTH B CTapuecka Bh3pacT (> 65 ronuHu) ca MTHEBMOHUS H
cernicuc. Cpe ManueHTUTe ¢ HOBOJUATHOCTUITMPAH MYJITHILUICH MUEJIOM, KOUTO HE Ca TTOIXOIAIIHN 32
aBTOJIOXKHA TPAHCIIAaHTAITUS Ha CTBOJIOBH KJIeTKH (n=710), Hail-uecTaTa ceprno3Ha HEXeIaHa
peaxius, KoSTo ce cpella Mo-4ecTo MpH MalUeHTH B cTapuecka Bb3pacT (> 75 rouHu), € THEBMOHHS.

C306maBaHe Ha IMoaA03HupaHu HEXKCIIAaHHU PCAKITUN

Cpo01aBaHeTo Ha IMOIO3UPAHN HEKEJIAaHU PEaKLUH cJIe]] pa3pellaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
IPOIYKT € BaxkHO. ToBa 03BOJISIBA 1a MPOABIIKY HAOIIOICHUETO Ha ChOTHOIIEHHETO 110J13a/pHUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIIEIIUATIICTH c€ U3UCKBA J]a ChOOIaBaT BCsKa
N0JJ03MpaHa HeXeJlaHa Peakysl Ype3 HallMOHAIHA CHCTEMa 3a ChOOIaBaHe, II0COYEHA B
IIpunoxxenue V.

4.9 TIlpeno3mpane

CHUMIOTOMH U OPU3HALA

JIumcBa ONMT 1O OTHOIICHHE HA MPEI03UpaHe B KIMHUYHH IPOyYBaHUs. B KIMHUYHO poyYBaHe ca
NpUJIaraHd HHTPaBEHO3HO 1031 10 24 mg/kg.

Jleuenune
He e u3BecTeH cnenuduueH aHTUIOT P Ipeo3upaHe ¢ AapaTyMmyma0. B ciydali Ha mpemo3upane,

ManuCHTHT Tpﬂ6Ba Ja ce Ha6J'IIO}IaBa 3a IIpU3HalU Wi CUMIITOMU HAa HCKCIIAHU PCAKIUU U Tpﬂ6Ba Ja
C€ 3aI104YHC BCAHAra noaxogdamo CUMIITOMATHYHO JICYCHUC.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapMakoTepaneBTHYHA IpyIa: AHTHHEOIIACTUYHY CPENCTBA, MOHOKJIOHAJIHU AHTUTENA U KOHIOTaTH
antuTsuio-nekapctBo, CD38 (knberepu Ha audepentmanus 38) naxuduropu, ATC kox: LO1FCO1.

MexaHu3bM Ha IEWCTBUE

Hapatymyma0 e IgG 1k yoBemko MOHOKJIOHATHO aHTUTsUI0 (MAD), koeTo ce cBbp3Ba ¢ CD38
MPOTENHA, EKCIIPECHPAH BHB BUCOKA CTEIIEH Ha TIOBFPXHOCTTA HA MUEIIOMHHUTE TYMOPHU KJIETKH,
KaKTO M IpYTH BUJOBE KJIETKU M ThKaHU Ha pa3nuyHu HuBa. CD38 mpoTenH MMa MHOKECTBO
(i)YHKHI/II/I, KaTO pCUCIITOPp-MCAUHpPaHa aaXe3us, CUTHaAJIU3alnsa 1 CH3MMHAa aKTUBHOCT.

YcraHoBeHO e, 4e qaparymyMa0 HHXHOUpa MOIIHO in vivo pactexa Ha CD38-exkcripecupariure
TYMOPHH KJIETKH. B3 OCHOBA Ha in vitro poy4BaHusl, 1apaTyMyMal MOXKe Jia YIpaKHsIBa
MHOXECTBEHH e(eKTOPHU (QPYHKIHMH, BOACUIN 1O IMyHHO-MEINUpaHa TyMOpHa KJIEThYHA CMBPT. Te3u
NPOYYBaHUS MMOKa3BaT, Y€ AapaTyMyMmad MOKe J1a MHAYLHpa TyMOPEH pas3naj upe3 KOMITIEMEHT-
3aBHCHMa ITUTOTOKCHYHOCT, aHTUTSJIO-3aBUCHMA KJIETHUHO-MEANNpaHa IUTOTOKCUYHOCT U aHTHUTSJIO-
3aBHCUMa KIIeThYHA (arouros3a npu 3JI0KadecTBeH: 3a0onsaBanus ¢ excrpecus Ha CD38. Exna
cybnomynanus Ha MuenouaHu cynpecopHu kinetku (CD38+MDSCs), perynaropuu T-kieTKu
(CD38+Tregs) 1 B-xnetku (CD38+Bces) HaMamnsiBa OT napaTryMyMaO-MeTuUpaH KIeThUYeH JHU3HC.
M3BectHO € cwimo, ye T kimerkure (CD3+, CD4+ u CD8+) excipecupat CD38 B 3aBUCHMOCT OT eTama
Ha pa3BUTHE U CTETICHTA Ha akTUBHpaHe. [Ipu neuenne ¢ naparymyma0 ca HaOnMI01aBaHU 3HAYNTEITHH
yBenuueHus Ha abcomotHus Opoii T-knetkn CD4+ u CD8+ u nponeHTa Ha TUM(OLHUTUTE B
nepudepHara KpbB U B KocTHUS M03bK. OcBer ToBa JIHK cekBenupane Ha T-KieThUeH penenTop
MOTBBPK/IaBa, Ye KJIOHATHOCTTA Ha T-KIeTKHUTE ce yBennvyaBa Npu JIeYeHUe ¢ lapaTyMmyMao,
MOKa3BaliK{ UMYHOMOIYJIMpany e(heKTH, KOUTO MOTraT Aa AOIpUHECaT 3a KIMHUYEH OTTOBOP.

Haparymymab uHIyIMpa amnonTosa ing vitro cinen Fe-mMenquupano KppCTOCaHO CBBbp3BaHe. B
JIOTTBJIHEHUE, naparymyMad moayimupa CD38 eH3uMHaTa akTHBHOCT, KATO HHXHUOWpA IUKIIa3HATA
aKTUBHOCT Ha €H3UMa U CTHMYJIHPa XUAPOJIa3HATA aKTUBHOCT. 3HAYUMOCTTA Ha TE3H in vitro epexru B
KJIMHUYHHU YCJIOBHUS, KAKTO U MOCCAUIIUTE 3a pacTeka Ha TyMOpa, He ca JJ00pe M3sICHEHH.

dapMakoguHaMUYHU €(DEKTU

Knemxu ecmecmeenu youtiyu (NK) u T-xnemxu

3Hae ce, ye NK knetkute excipecupart Bucoku HuBa Ha CD38 u ca 4yyBcTBUTENHM Ha apaTyMymao-
MeAMHMpaH KJIeThueH Jin3uc. [Ipu JiedeHue ¢ naparymymad ce HaO/I01aBa MOHMKEHUE Ha aOCOTIOTHHUS
Opoit u porent Ha o6mure NK knetkn (CD16 + CD56 +) u aktusupanute (CD16 + CD56%™) NK
KJIETKU B iepudepHaTa KpbB U KOCTHHS MO3bK. Bbrpeku ToBa, n3xonuure HuBa Ha NK kineTkure He
MOKa3BaT BPb3Ka C KITMHUYHUS OTTOBOP.

HUmyHorenHoct

[Ipu no-manxko ot 1% OT nanueHTuTe, JIEKyBaHU C UHTPABEHO3EH JapaTyMyMal B KIMHUYHU
MPOyYBaHUs, c€ Pa3BUBAT B X0/a HA JIEUEHUETO aHTH-IapaTyMyMal aHTUTeNa.

Kinnnnuna edbukacHocT 1 6€300aCHOCT

Hosooduaenocmuyupan myamunien mueiom

Kombunupano neuenue ¢ neHaiudomuo u 0ekcamemasoH npu nayueHmu, Koumo He ca noOX00sauu 3a
AGMONIOACHA MPAHCHAAHMAYUS HA CTNBON08U KIEeMKU

[MpoyuBane MM Y3008, OTKpHTO, paHIOMH3HPAHO, AKTUBHO-KOHTPOJIMpPaHo npoyuBaHe daza 111,
cpaBHsBa jneuenre ¢ DARZALEX 16 mg/kg B koMOMHAIMS ¢ IEHATMIOMU U HACKA 1032
nexcameta3oH (DRd) ¢ neuenne ¢ neHanuaoMua M HUCKA J103a AekcameTa3oH (Rd) npu mammenTtu ¢
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HOBOJIMArHOCTUITUPAH MYITHUILIEH MueIoM. JleHanmumomuy (25 mg npuiarad nepopaiHo BeTHBK
JTHEBHO Ha HU 1-21 oT moBTapsmu ce 28-1HEeBHU [4-CeIMUYHH | IIUKIIN) CE TIpUjIara ¢ HACKa J03a
NIEPOpPAJICH WM UHTPABEHO3€EH JekcaMeTa3oH 40 mg/ceamuiia (viin HamaaeHa qo3a oT 20 mg/ceamuiia
IIPH MAIMSHTH > 75 TOIMHU WK MHIEKC Ha TejecHaTa maca [body mass index, BMI] < 18,5). B naute
Ha nHOy3us Ha DARZALEX no3aTta Ha ekcaMeTa3oH ce Ipuiiara KaTo JIEeKapcTBEH MPOAYKT,
npuiaral npeau napysusaTa. Kopekuun Ha go3aTa 3a JIGHATUAOMH U AEKCAMETa30H C€ U3BBPILBAT
CBIJIACHO KpaTKaTa XapakTepUCTHKA Ha MPOAYKTa, MPEOCTaBeHa OT Mpou3BoaAuTes. JleueHnero
NpOABJDKaBa B IBETE paMeHa JI0 Iporpecus Ha 3a00JIBaHETO WM HETIPUEMIIMBA TOKCHYHOCT.

Pannomusupanu ca o61io 737 naruenrta — 368 B pamoto Ha DRd 1 369 B pamoTo Ha Rd. M3xonHute
neMorpadcky JaHHHM U XapaKTePUCTUKUTE Ha 3a00JISIBAHETO ¢a CXOAHHM MEXK]Y JIBETE TePAleBTHYHH
pameHa. MennaHaTa Ha Bb3pactra € 73 (nuana3os: 45-90) roqunn, kato 44% OT ManueHTHTE ca Ha
BB3pacT > 75 roaunu. [loBeyero ca ot Osutata paca (92%), mbxe (52%), 34% uMat ckop 3a
(yHKIIMOHATHO ChCTOSIHUE 110 cKajarta Ha M3TovHaTa koonepaThBHA oHKoNornyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umar ckop o ECOG 1, a 17% umart cxop no ECOG
>2. JIBagecer u ceqeM MpoIieHTa uMar 3adomnsBane crafuii | mo MexayHapoaHara craguparia
cucrema (ISS), 43% umar ISS cragmii 11 u 29% umar ISS cranwuii [11. EpukacHocTTa € onjeneHa upes
npexussemoctra 6e3 mporpecus (PFS) Bb3 ocHOBa Ha kpuTepuuTe Ha MexXayHapoaHaTa paboTHA
rpyna no muenoM (International Myeloma Working Group, IMWG) u obmara npexussemoct (OS).

IIpn menuana Ha pocneasBane 28 Mecena MbpBUYHMAT aHanu3 Ha PFS B mpoyusane MM Y3008
nokassa nogodpenue B pamoto Ha DRd B cpaBHenue ¢ pamoro Ha Rd; menuanarta na PFS ne e
nocturaara B pamoto Ha DRd u e 31,9 mecena B pamoTo Ha Rd (koedunment Ha puck [HR]=0,56;
95% CI: 0,43, 0,73; p <0,0001), xoero npeacrasisBa 44% HamaleHHE HA pUCKa OT IPOTrpecus Ha
3a00JIsIBAHETO MM CMBPT NPH NAlMEHTHTE, JekyBanu ¢ DRd. Pesynrarute ot akTyanusupanus
ananu3 Ha PFS cnen menuana Ha npociensBane 64 Mecera npoab/iKaBaT J1a MOKa3BaT MoJ00peHne Ha
PFS npu manuentute B pamoro Ha DRd B cpaBHeHue ¢ pamoTo Ha Rd. Menunanara Ha 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).

®urypa 1: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3008

1.0

0.8 5
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0.4 ‘aMA D-Rd

D-Rd Rd

Mponopums npexvesemocT 6e3 nporpecus

09 - (N =368) (N = 369)
' Mepwatia Ha npexweaemocT Be3 nporpecks - meceL 1.9 344
KoedmumenT Ha pucka 3a D-Rd cnpamo Rd (95% Cl) 0.55(0.45, 0.67)
0IIIIIIIIIIIIIIIIIIIIIIIIII
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Meceum
No. B puck

Rd 369 333307280255 237220205196179172156 147134124114106 99 83 81 64 47 20 4 2 2 0
D-Rd 368 347 335320309 300 290 276 266 256 246 237 232223211 200197 188177165132 88 65 28 11 3 O
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[Ipu mennana Ha npocnensBane 56 mecena DRd mokasBa mpeauMcTBo 1o oTHomieHue Ha OS B
cpasreHue ¢ pamoro Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pesynrarure ot
akTyanusvupanus aHanus Ha OS ciex MeauaHa Ha pocieasBane 64 Mecela IpoAbKABaT J1a TTOKa3BaT
noxo0penne Ha OS npu nanueHTHTe B pamoto Ha DR B cpaBHeHue ¢ pamoto Ha Rd. Menuanara Ha
OS ne e gocturHata B pamoto Ha DRd u e 65,5 mecenia B pamoro Ha Rd (HR=0,66; 95% CI: 0,53,

0,83).

®urypa 2: Kpusu Ha Kaplan-Meier 3a OS B npoyusane MMY3008

Rd
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02 — (N = 368) N = 369)
' Meauata Ha oblyara NpexMBAEMOCT - MECELM NE G55
KoedmumeT Ha pucka 3a D-Rd cnpsmo Rd (35% CI) 0.66 (0.53-0.83)
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Meceun
No. B puck

Rd 369351 343 336 324 317 308 300 204 281 270 258 251 241 232 223214204 195186157 11765 26 8 4 0
D-Rd 368 350 346 344 338 334 328 316 305 302 297 286 280 273 266 255 249 248 246 240200148103 42 16 5 0

JIOTIBITHUATEIHY Pe3yiTaTH 3a eukacHOCT oT npoyuBane MMY 3008 ca npencraBenu B Tabiuma 7 mo-

J0ITy.

Tadoauua 7:  JlombJHUTETHM Pe3yJTaTu 3a epUKacHOCT oT npoyuBane MMY3008*

DRd (n=368) Rd (n=369)
0611 otrosop (SCR-CR+VGPR+PR) [n(%)]° 342 (92,9%) 300 (81,3%)
p-cToiHOCT® <0,0001

Heocnopum meiien otrosop (sCR)
[Isnen orrosop (CR)

112 (30,4%)

46 (12,5%)

63 (17,1%)

46 (12,5%)

Mmuoro no0bp yactuuen orroBop (VGPR) 117 (31,8%) 104 (28,2%)
Yactuuen otrosop (PR) 50 (13,6%) 104 (28,2%)
CR wimu mo-m106wp (sCR + CR) 175 (47,6%) 92 (24,9%)
p-croiinoct® <0,0001
VGPR i mo-106wp (sCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-cToiHOCT® <0,0001
YectoTa Ha otpuuarenHo MRD*® n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28.9%)

(4.9%, 10,5%)

CrpoTrHolIeHue Ha mancosere ¢ 95% CIF

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

p-cTOoHHOCT”

<0,0001
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DRd=napatymyma0-iieHanmuIoMuI-1eKcamMeTa3ot; Rd= nenanunomun-nexkcamerazon; MRD=MHUHHMAIHO OCTaTHYHO
3abomsiBane; CI=n0BepuTENICH HHTEPBAI
a

b

Bb3 ocHOBa Ha intent-to-treat momynamus

p-cTOMHOCT OT Xu-KBaapar TecT Ha Cochran Mantel-Haenszel
C

d

Bb3 ocHOBa Ha npar 107,

W3non3eano e nzuncnenue no Mantel-Haenszel Ha 0061110TO ChOTHOLICHHE Ha LIIAHCOBETE 32 HECTPATU(HIIPAHU
tabmuiy. ChOTHOLICHHE Ha IIaHcoBeTe > | mokasBa npeaumcTso 3a DRd.
p-cToiHOCT OT TouHus TecT Ha Fisher.

[Ipu pecnionaepute MearanaTa Ha BpeMeTo 10 oTroBop e 1,05 mecena (auanaszon: 0,2-12,1 mecena) B
rpynara Ha DRd u 1,05 mecena (nuana3zon: 0,3-15,3 mecena) B rpynara Ha Rd. MenuanaTa Ha
MPOABKUTEITHOCT Ha OTIOBOpPA HE € JocTUrHata B rpynaTta Ha DRd u e 34,7 mecena (95% CI: 30,8,
HE MOXe J]a ce OIIeHW) B rpymnara Ha Rd.

Kombunupano nevenue c bopmeszomuob, meaganan u npeonusor (VMP) npu nayuenmu, koumo ne ca
HOOX00SWU 34 ABMOTIONCHA MPAHCHIIAHMAYUSA HA CIBOI08U KIEMKU

[IpoyuBane MM Y3007, oTKpHUTO, paHIOMHU3UPAHO, AKTUBHO-KOHTPOJIHpPaHo npoyuyBaHe ¢asza 111,
cpaBHsiBa neueHneto ¢ DARZALEX 16 mg/kg B xomOuHamust ¢ 6opTe3oMud, Mendanan U npeTHU30H
(D-VMP) ¢ neuenunero ¢ VMP npu naryieHT ¢ HOBOJAMArHOCTULIMPAH MYJITUIUIEH MUEIIOM.
BopTe30Mu6 € npuiiaran upes moKoKHA MHKEKIKS B 103a 1,3 mg/m? TesiecHa MOBBPXHOCT JBa IIHTH
CEeIMUYHO Ha ceaMuIH 1, 2, 4 u 5 3a mbpBUs 6-ceIMHUYUEH ITUKBI (IIUKBII 1; 8 703H), TOCIEIBAHO OT
BEIIHBXK CEIMUYHO MPUIIOKEHUE Ha cenMunn 1, 2, 4 1 5 3a omie oceM 6-ceIMUIHH MUK (IUKIH 2-9;
4 no3u Ha MKBI). Mendanan B 103a 9 mg/m* u npeauu3on 60 mg/m? ce npuiiarat nepopaitHo B

mau 1 10 4 ot aeset 6-ceamuyHM ki (ukiu 1-9). Jleaennero ¢ DARZALEX nponbmkasa 1o
nporpecus Ha 3a00JITBAHETO WIIX JIO HENPUEMITUBA TOKCUIHOCT.

Panpomusupanu ca o6mo 706 nanuentu: 350 B pamoro Ha D-VMP u 356 B pamoro na VMP.
Uzxoaaute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3a00JsIBAHETO ca TIOJJO0HHU B JIBETE IPYIH Ha
nedyenne. MenuanaTa Ha Bp3pactta € 71 (nuamazon: 40-93) roguau, kato 30% OT marueHTUTE ca

> 75-ropunrHa Be3pacT. [loBedero ca ot OsmaTa paca (85%), xenu (54%), 25% nmaT QyHKIHOHATICH
ckop o ECOG 0, 50% umar ckop o ECOG 1, a 25% umar ckop mo ECOG 2. Ilanmentute nmar
1gG/IgA/nexoBeprxen MuenoM B 64%/22%/10% ot cinyuaute, 19% umart 3a6omnsBane ISS cramuii I,
42% wumart ISS cramguii 11, 38% umar ISS craguii 111, a 84% nmaT HUTOTCHETUYHHN HU3CICABAHUS ChC
crangapTeH puck. E¢ukacaoctra e ouenena upe3 PFS Bb3 ocHoBa Ha kputepuure Ha IMWG 1 Ha
obmata npexussemoct (OS).

IIpn Mmenuana Ha pocneasBane oT 16,5 Mecena mepBUYHUAT aHanu3 Ha PFS B mpoyuBane MMY 3007
nokassa nojoopenue B pamoto Ha D-VMP B cpaBHeHue ¢ pamoTo Ha VMP; mennanara na PFS He e
nmocturHara B pamoto ¢ D-VMP u e 18,1 mecena B pamoto Ha VMP (HR=0,5; 95% CI: 0,38; 0,65;

p <0,0001). Pezyntatute oT akTyanusupan ananu3 Ha PFS cnen Meanana Ha npocneasiBane ot

40 mecena mpoABIDKABAT Jia TIokasBat nmogodpenue Ha PFS npu nanuenture B pamoro Ha D-VMP B
cpaBHeHHe ¢ pamoTo Ha VMP. Meauanara na PFS e 36,4 mecena B pamoto Ha D-VMP u 19,3 mecena
B pamoTo Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p <0,0001), xoeTo mpencrasisiBa 58% HamaneHue
Ha pHCKa OT Iporpecust Ha 3a00JsIBAaHETO WIIM CMBPT NPH NMAlMEHTHUTE, JeKyBaHu ¢ D-VMP.
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®urypa 3: Kpusu Ha Kaplan-Meier 3a PFS B npoyusane MMY3007
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IIamseHTH B pHCK

VMP 356 304 278 263 246 207 171128110 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

Cnen meauana Ha npocneasBane ot 40 mecena D-VMP nokassa npegumcTBo no oTHoueHue Ha OS B
cpasuenue ¢ pamoto ¢ VMP (HR=0,60; 95% CI: 0,46, 0,80; p=0,0003), koeto nmpeactanisisa 40%
HaMaJIeHHE Ha pHCKa OT CMBPT NPU MAIMEHTUTE, JIeKyBaHHU B pamoTo Ha D-VMP. Cnen menuana Ha
npociensBane 87 mecena, meauanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP 1
53,6 mecena (95% CI: 46.3, 60.9) B pamoto Ha VMP.
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®urypa 4: Kpusu Ha Kaplan-Meier 3a OS B npoyysane MMY3007
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JombaauTenny pe3yaTaty 3a epukacHoct ot npoyusane MMY 3007 ca npencraBenu B Tabauna 8 mo-
JO1Iy.

Tabanna 8:  JlombJIHMTEIHH Pe3yJTaTH 3a epuKacHOCT oT npoyusane MMY3007°

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

061 otroBop (SCR+CR+VGPR+PR) [n(%)] 318 (90,9) 263 (73.9)

p-cToiinoct® <0,0001

Heocmopum reien otroBop (sCR) [n(%)] 63 (18,0) 25 (7,0)

[Ienen orroBop (CR) [n(%)] 86 (24,6) 62 (17,4)

Mmuoro n10o0bp yactuuer otroBop (VGPR) [n(%)] 100 (28,6) 90 (25,3)

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

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

p-cToHHOCT” <0,0001

D-VMP=naparymyma6-6opre3omnd-mendanan-npeann3on; VMP=6oprezomud-mendanan-npeauanzon; MRD=munumanHo
ocTtarb4HO 3a00isBane; Cl=noBepuTeneH UHTEPBAT
a

0

Brb3 ocHOBa Ha intent-to-treat MOIyJIalHs
p-cToiiHOCT 0T Xu-KkBazpat TecT Ha Cochran Mantel-Haenszel

®  Bb3 ocHOBa Ha mpar 10,

T Wsnonseano e uzuucienue 1o Mantel-Haenszel Ha 06110TO CHOTHOLIEHHE HA MIAHCOBETE 3a CTPATH(UIMPAHH TAGIIHIIA.

CpoTHOILIEHUE Ha I1aHcoBeTe > | moka3Ba npeauMcTso 3a D-VMP.
p-cToHHOCT OT TOouHUS 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 mecemna (auamason: 0,7 no 12,6 mecena) B rpymnata ¢ VMP. Menuanara Ha
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NPOIBIDKUTEIHOCT Ha OTTOBOpa He € gocTurHata B rpynara ¢ D-VMP u e 21,3 mecena (nuamnason:
18,4, He MOXe a ce oueHH) B rpynara c VMP.

W3BbpInIeH e aHanu3 Mo NOATPYNH IpY NAIllMeHTUTe Ha Bh3pacT Hail-manko 70 TOAMHU WK TIpU
MAIMEHTUTE Ha BB3pacT 65-69 ronunu ¢ pyHkimonantexn ckop mo ECOG 2 wnu mox 65-romumiaa
BB3PACT ChC 3HAYMTEIIHU CHITBTCTBALIM 3a00maBanus win ¢pyHkunonaneH ckop no ECOG 2 (D-VMP:
n=273, VMP: n=270). Pezynrarute 3a erKacHOCT B Ta3u MOATPYIa CHOTBETCTBAT HA 00IIaTa
nonynanus. B Ta3u noarpyna menuanara Ha PFS He e nocturnara B rpynara c D-VMP u e

17,9 mecena B rpynara ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p < 0,0001). Ob6maTta 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 ¢ VMP; CR: 22% B rpynata ¢ D-VMP u 18% B rpynata ¢ VMP; uectora
Ha sCR: 20% B rpynara c D-VMP u 7% B rpynata ¢ VMP). Pesynrarure 3a 6e30macHOCT B Ta3u
NOJrpyna ChOTBETCTBAT Ha obmiara momynamnust. OCBeH ToBa, aHATM3UTE 32 0€30MacHOCT B
nojrpynara naiuenty ¢ ¢pynknuonaner ckop nmo ECOG 2 (D-VMP: n=89, VMP: n=84) cpimio
CHOTBETCTBAT Ha 00IIaTa MOIMyJIaIHs.

Kombunupano neuenue ¢ bopmezomud, maaudomud u oexcamemason (VI1d) npu nayuenmu,
HOOX00sWU 3a ABMOI0AHCHA MpaHcnaanmayus Ha cmeonosu kiemxu (ASCT)

[Ipoyusane MMY 3006 e oTKpUTO, paHIOMU3UPAHO, AKTUBHO-KOHTPOJIMPaHo npoyuBaHe ¢aza Il B
nBe yactu. Yact 1 cpaBHsIBa MHIAYKIIMOHHO U KOHcomuaupaiio Jiedenne ¢ DARZALEX 16 mg/kg B
KOMOMHaIIUs ¢ 6opTe30MuO, TaauaoMu U nekcameTa3on (D-VTd) ¢ nedenue ¢ 6oprezomuo,
TanuaoMun U nekcameTa3on (VTd) mpu nmanueHT ¢ HOBOAMArHOCTHIIMPAH MYJITUTUIEH MUEIIOM,
noaxo sty 3a ASCT. dazaTta Ha KOHCOMMAUPAIIO JedeHue 3amouBa MuaumMyM 30 nau ciex ASCT,
KOTaTO MAlMEHTHT CE € BH3CTAHOBMII JJOCTATHYHO U IPUEMAHETO Ha MPHCAIKaTa € MbIHO. B yacr 2,
YYaCcTHUIINTE, KOUTO ca ¢ oHe yacTudeH otroBop (PR) mo nen 100 cren TpaHcanTamus ca
MTOBTOPHO PaHAOMHU3UPAHU B ChOTHOIICHHE 1:1, Ha mOIIBPIKAIIO JIeUeHHE ¢ JapaTyMyMal HIId camo
HabmogaBanu. [1o-1omy ca onmcanu camo pe3yiaTaTu oT 4acT 1.

Bopre3omu6 ce mpuiara upes3 MOAKOKHA WM MHTPABEHO3HA MHKEKIKA B 1032 1,3 mg/m? TenecHa
MOBBPXHOCT JIBa ITFTH CEAMHUYHO B IPOABIKEHUE HA 1B ceaMuIty (nuu 1, 4, 8 u 11) ot mopTapsmmre
ce 28-1HeBHU (4-CeIMUYHH) IUKIN HA UHIYKITMOHHO JeueHne (UKIu 1-4) 1 1Ba KOHCOJIUIUPAIIN
mukbaa (mukim 5 u 6) cnen ASCT cnen unksn 4. Tanngomun ce npuitara nepopaito B go3a 100 mg
JTHEBHO TI0 BpeMe Ha IIeCTTe MUKbIa ¢ bopTe3oMud. Jlekcamera3oH (IiepopaiieH Wi HHTPABEHO3CH )
ce mpwiaara B 1o3a 40 mg B muu 1, 2, 8,9, 15, 16,22 u 23 ot riukim 1 1 2 u B 1o3a 40 mg B aam 1-2 u
20 mg B moCeBaIINTE JHU Ha puiiokeHue (quu 8, 9, 15, 16) ot nukmu 3-4. Jlekcamera3zon 20 mg ce
npunara B qau 1, 2, 8,9, 15, 16 ot uukiu 5 u 6. B naute Ha uHdy3ust Ha DARZALEX nozara Ha
JIEKCaMETa30H Ce MpHUiIara MHTPABEHO3HO KaTo JICKAPCTBEH MPOAYKT, IpUjiarad npeau uHpy3usra.
Kopekiuu Ha 103uTe Ha 6OPTE30MHUO, TATHIOMHU] M ICKCAMETa30H CE MPaBAT ChIJIACHO KpaTKara
XapaKTEPUCTHUKA HAa MPOAYKTA, MPEACTaBeHA OT IPOU3BOIUTENS.

Pannomusupanu ca o6mro 1 085 maruentu: 543 B pamoto Ha D-VTd u 542 B pamoto Ha VTd.
WzxonmHuTe nemorpadcku JaHHH U XapaKTEPUCTUKU Ha 3a00JIIBaHETO ca MOA00HHN MEXITy JIBETE
Tpynu Ha JiedeHne. MenuaHara Ha Bb3pacTTa e 58 (quamnas3oHn: 22 no 65) roguau. Bcuuky manueHTH
ca < 65 rogunu: 43% ca BBB BB3pacToBata rpymna > 60-65 ronunu, 41% ca BB Bb3pacToBaTta rpyma

> 50-60 ronuau u 16% ca Ha BB3pacT mox 50 ronunu. [ToBeuero ca mbxe (59%), 48% umar
¢ynkunonanen ckop no ECOG 0, 42% umar ¢pynkunonanex ckop no ECOG 1 u 10% umar
¢ynknuonanen ckop no ECOG 2. Uetnpuaecet nporenta uMaTt 3adomsBane B craaui [ mo
MexnyHapoaHaTa cuctema 3a craaupase (International Staging System, ISS), 45% umat craawmii 11 o
ISS u 15% umar craguii 111 no ISS.

EdukacHocTTa € OlIeHsBaHa 110 Y€CTOTa Ha HeocropuM IrbiieH otroBop (sCR) B aen 100 cien
TpaHcmantanusaTa u PFS.
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Tabimna 9:  Pesyararu 3a epukacuoct oT npoyusane MMY3006*

D-VTd (n=543) | VTd (n=542) P-croiinocr °

OueHka Ha otroBopa B z1eH 100 crnen

TpaHCIIAHTAIUATA
Heocnopum mreiier otrosop (sCR) 157 (28,9%) 110 (20,3%) 0,0010
CR wmn mo-11o6wp (SCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
MHoro 100Bp YaCTUYECH OTTOBOP WIIH 453 (83,4%) 423 (78,0%)
110-71006p (SCR+CR+VGPR)

Otpunatenino MRD™ " n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (59,5%; 67,8%) | (39,3%; 47,8%)
CrotHomenue Ha mancosete ¢ 95% CI* | 2,27 (1,78; 2,90)

Otpunatenino MRD B komOunanus ¢ CR wim | 183 (33,7%) 108 (19,9%) <0,0001

10-100po® n(%)

95% CI (%)

(29,7%; 37,9%)

(16,6%; 23,5%)

CrpoTHOIIEHHE Ha maHcosete ¢ 95% CI*

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

D-VTd=napatymymad-6opre3oMub-TanuaomMua-nexcamerasos; VTd=60pTe3oMub-TannioMuI-1eKkcaMeTa3oH;
MRD=MuHHMAIHO OCTAaTH4HO 3abosBane; CI=moBepUTEICH HHTCPBAIL.

a

0

Bb3 ocHOBa Ha intent-to-treat MOIyJIalHs

®  Bb3 ocHOBa Ha mpar 107,

" HesaBucumo oT 0TroBopa 1o kpurepuure Ha IMWG.

p-cToifHOCT 0T Xu-KkBajapat TecT Ha Cochran Mantel-Haenszel.

' Msznmonspano e uzuncienue no Mantel-Haenszel Ha 061I0TO CHOTHOLIEHHE HA MIAHCOBETE 33 CTPATH(PULUPAHH TAOIMIIY.

ITepBrunmsaT ananus Ha PFS nipu npocnenssane ¢ meauana 18,8 Meceria, upes 1eH3ypupane Ha
NAalUEHTHUTE, KOUTO Ca PAaHIOMU3UPAHH 3a MOJABPKAIIO JICUCHUE ¢ AapaTyMyMal Mpy BTOparta
pargomm3anus, mokazsa HR=0,50; 95% CI: 0,34, 0,75; p = 0,0005 xpM matara Ha BTOpaTa
pangoMuszanus. Pesynarature ot akryanusupal aHanu3 Ha PFS ¢ Mennana Ha mpocniensBane

44,5 mecena, 4pe3 LEH3ypUpaHe Ha MAUEHTUTE, KOUTO Ca PAHAOMH3UPAHHU 32 MOATBPIKAIIO JICUCHHE
¢ mapaTyMmymab npu BTopaTa pangomusanus, mokaszsat HR=0,43; 95% CI: 0,33; 0,55; p<0.0001.
Menauanara Ha PFS He e mocturnara B pamoto Ha D-VTd u e 37,8 mecena B pamoto Ha VTd.
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®@urypa S: Kpusu Ha Kaplan-Meier 3a PFS B npoyusane MMY3006
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Peyuousupan/peppaxmeper myamunien mueiom

Monorepanusi:

Knuanynara edukacHocT u O0ezomacHocT Ha MoHOTepanusita ¢ DARZALEX npu neuenue Ha
BB3PACTHH NALMEHTH C PEUUANBUPAI U pepaKTEPEeH MYITUILICH MUEIIOM, YUSATO MPEIUIIHA TePAIUs
BKJIIOYBA MPOTEa30MEH HHXUOUTOP ¥ UMYHOMOTYJIATOPHO CPEACTBO U KOUTO Ca MOKA3aJIi MPOTPecust
Ha 3a00JIsIBAaHETO MPH MOCJIEHATA Tepamus, ca AeMOHCTPUPAHH B IB€ OTKPUTH MPOYUBAHUS.

B npoyusane MM Y2002, 106 naiueHTH ¢ peluauBHpa U pepakTepeH MYJITHILICH MUEIOM
nonyuaBat 16 mg/kg DARZALEX no nporpecust Ha 3a0onsiBaneTo. MeuaHnaTta Ha Bb3pacTTa Ha
nanueHTuTe ¢ 63,5 rogunu (nuama3oH ot 31 1o 84 rogunm), 11% oT manpeHTHTe ca > 75 TOaUHM,
49% ca mpxke 1 79% ca ot eBponenHa paca. [lanmeHTUTe NOMyYaBaT CPENHO S5 MpEALIECTBAILN
muHuM Tepanusi. OceMaeceT MpoIeHTa OT MAIMeHTHUTE ca MOAJI0KEHH Ha TPEAX0IHa aBTOJI0XKHA
TpaHcIIaHTanus Ha ctBojioBU KineTku (ASCT). [IpeninecTBamure Tepanuy BKIIOYBAT 60PTE30MUO
(99%), nenamumomun (99%), nomanumomun (63%) u xapdunzomud (50%). Ha uzxomxno auBo 97% ot
MaIMEHTHTE ca pepaKkTEepHU Ha ITOCIIeIHATA JIMHUS Ha JieueHue, 95% ca peppakTepHu KakTo Ha
npoteazomer naxuoOuTOp (PI), Taka n Ha uMyHOMO Ty THparo cpeactso (IMiD), 77% ca pedpakrepHu
Ha aJKUJIUpaIn cpencTsa, 63% ca pedpakrepHu Ha noManuaomMu 1 48% OT malMeHTHTe ca
pedpakTepHH Ha KapPHiI30MHO.

Pe3yJ’ITaTI/ITC 3a e(bHKaCHOCT OT MMPEABAPUTCIIHO IIJIAHUPAHUSA MCXKIUHCH aHAaJIN3, Bb3 OCHOBA Ha

oueHka Ha KomuTer 3a HezaBucum nperien (Independent Review Committee, IRC) ca npencraenu B
tabnuia 10 mo-mgoay.
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Ta6anna 10:  Ouenenn ot IRC pesyiaraTu 3a epukacHoct ot npoyysane MMY2002

Kpaiina Touka 3a epukacHoCT DARZALEX 16 mg/kg
N=106
O6ma crenen Ha orrosop’ (ORR: sSCR+CR+VGPR+PR) [n (%)] | 31 (29,2)
95% CI (%) (20,8, 38,9)
Heocmopum mreiieH otroBop (sCR) [n (%)] 3(2,8)
[Ienen orroBop (CR) [n] 0
Muoro n106bp yactuueH orroBop (VGPR) [n (%)] 10 (9,4)
Yactuuen otrosop (PR) [n (%)] 18 (17,0)
Crenen Ha kuanYHA om3a (ORR+MR) [n(%)] 36 (34,0)
CpenHa IpoABIDKUATENHOCT Ha oTroBopa [Meceru (95% CI)] 7,4 (5,5,NE)
CpemHo BpeMe JJ0 OTTOBOp [MecelH (uanas3oH)] 1(0,9; 5,6)

! ITepBuuHa KpaitHa To4ka 3a epukacHoct (kpurepun Ha International Myeloma Working Group).

Cl=noBepurenen unrepsai; NE=He e onjennmo; MR=MuHuManeH oTroBop.

Obmara crenen Ha oTroBop (ORR) B MMY2002 e cxonHa HE3aBUCHMO OT THIIAa IPEAXOIHA
AHTUMHEIIOMHA Teparnusl.

[Ipu akTyanu3anus Ha JaHHUTE 32 MPEKUBIEMOCT IIPU CpeHA MPOIBIDKUTETHOCT Ha MPOCIEIBaHEe
14,7 mecemna, OS e 17,5 mecena (95% CI: 13,7, He € olleHHMA).

[Ipu npoyusane GEN501, 42 narnueHTn ¢ peruauBupa u pepakTepeH MyITUIICH MUCIOM
nonyuaBat 16 mg/kg DARZALEX no nporpecust Ha 3a0onsBaneTo. MeauaHnara Ha Bb3pacTTa Ha
nanuenTute e 64 roauau (auana3oH ot 44 1o 76 ronunmn), 64% ca Mmbxe u 76% ca OT eBponenIHa
paca. [larienTHTE B MPOYYBAaHETO MOyYaBaT CPEAHO 4 MpeiecTBay JUHUN Tepanus. Cenemaecer
W YETHPH MPOIICHTA OT NanueHTute nomydasar npeaxogana ASCT. [peamecrsamuTe Tepanuu
BkitouBat 6oprezomud (100%), nenamuaomun (95%), momamuaomus (36%) u kaphumnzomutd (19%).
Ha u3xomHo HMBO 76% OT maumeHTUTE ca pepakTepHH Ha MOcieIHaTa JIMHUS Ha JeueHue, 64% ca
pedpakrepHu kakTo Ha Pl, Taka u Ha IMiD, 60% ca pedpakTepHH Ha aJKUIMpAIIK CPEACTBa, 36% ca
pedpakrepHn Ha momanuaoMua u 17% ca pedpakrepH Ha KapuiI3oMuo.

[IpenBapuTEIHO IUIAHUPAHUAT MSKIUHECH aHAIN3 [TOKA3Ba, Y€ JICUCHUETO ¢ Aapatymymad 16 mg/kg
Boau 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 oTroBop ¢ 1 mecernr (quana3on ot 0,5
1o 3,2). CpenHarta mpoIbIDKUTEITHOCT Ha OTTOBOp He € mocturHata (95% CI: 5,6 mecena, He €
OIICHUMA).

[Ipu akryanu3anus Ha TaHHUTE 32 MIPEKUBIEMOCT TIPH CPETHA MPOIBIKUTETHOCT HA MPOCIEITBaHE
15,2 mecerna, cpeqnara OS He e mocturHara (95% CI: 19,9 mecena, He e orlernMa), che 74% Bce oime
JKWBU ITAITUCHTH.

Kombunupano neuenue c nenanudomuo

[MpoyuBane MM Y3003, oTKpHuTO, paHIOMH3UPAHO, KIMHUYHO u3nuTBane ¢aza Il c aktuBHa
KOHTpoJIa, cpaBHsBa JiedeHne ¢ DARZALEX 16 mg/kg B koMOMHAIMSA C JICHATUAOMU U HUCKA J103a
nexcameta3oH (DRd) ¢ neduenue ¢ neHamuaoMua U HUCKaA 103a nekcameTta3oH (Rd) mpu marmenTu ¢
perauBHpal u pedpakTepeH MYJITUTUICH MUEIIOM, KOUTO Ca MOJYYHIN Hali-MaJlko eTHa
npeamecTsamnia Tepanus. Jlenanumomua (25 mg BeIHBXK THEBHO TIepopaiHo B aau 1-21 ot
MOBTAPSIINTE Ce 28-THEBHHU [4-CEIMUYHH | IIUKIIH) € JaBaH C HUCKA /1032 JeKCaMeTa30H

40 mg/cenqmuua (nny HaManeHa 1o3a ot 20 mg/cenMuna npy nmanueHTy >75 roaunan wim BMI <18,5).
B nuute Ha nHdy3us Ha DARZALEX, 20 mg ot g03aTa Ha JIeKCaMeTa30H ce Ipuiiara KaTo
JICKapPCTBEH NPOAYKT, MPUIIaraH Mpead HHPY3HsITa, a OCTaHajaaTa 4acT Ce J1aBa B JICHS ClIe]
uHby3uATa. JleueHneTo npoIpiKaBa B IBETE paMeHa JI0 MPOrpecHs Ha 3a00JIIBAHETO WIIH
HEMPUEMITHBA TOKCHIHOCT.

Panpomusupanu ca o6mo 569 nanuentn; 286 B pamoto Ha DRd u 283 B pamoto Ha Rd. U3xonnute
aeMorpadcku JaHHHU U XapaKTEPUCTHKHUTE Ha 3a00JIIBaHETO ca MOA00OHU MEXIy paMOTO Ha
DARZALEX u KOHTpOJIHOTO pamo. MeauaHaTa Ha Bb3pacTTa Ha MAIUEHTUTE € 65 ronunau (auana3zoH
34 no 89 romuum), kato 11% ca >75 romunn. [loBedero mamuentu (86%) ca moxy4aBaiiy Mpean TOBa
PI, 55% ot manuenTtute ca noiay4asaiau npeau Toa IMiD, BkiarountenHo 18% ot 6onHuTe, KOUTO ca
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NOJTy4aBaIy Npear TOBa JCHATHAOMUA, a 44% OT manueHTuTe ca noiay4aBaiyu npeau Toea u PI, u
IMiD. Ha usxonHo HEBO 27% OT mauMeHTUTE ca pepakTepHH KbM MOCIIeIHATA JIMHUS Ha JICUCHHE.
Ocemuaiecet nipornieHTa (18%) ot manuentute ca pedpaxtepHu camo kpM Pl a 21% ca pedpaxrepan
KbM 00pTe30MuO. PedpakTepHUTE KbM JICHATHIOMH/] TIAIIMEHTH Ca U3KIIIOYBAHHU OT MPOYYBAHETO.

IIpn Mmenuana Ha npocneasBane oT 13,5 Mecena nepBUYHUAT aHanu3 Ha PFS Bnpoyusane MMY 3003
noka3sBa nojoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoTo Ha Rd; Mmeananata va PFS He ¢
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). Pezynratute oT akTyanuszupan anaiu3 Ha PFS cnen Mmeanana na nmpociensBane ot

55 Mecena IpoIbIDKaBaT Ja mokassar nojoopenue Ha PFS npu nmanuenture B pamoro Ha DRd B
cpaBHeHHUe ¢ pamoTo Ha Rd. Menuanata Ha PFS e 45,0 mecenia B pamoto Ha DRd u 17,5 Mecera B
pamoro rHa Rd (HR=0,44; 95% CI: 0,35, 0,54; p<0,0001), koeTo npencranisiBa 56% HaManieHrue Ha
pHICKa OT TporpecHst Ha 3a00JSIBAHETO WM CMBPT MPH NaIMeHTH, JiekyBanu ¢ DRd (Bx. @urypa 6).

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

D-Rd Rd
(N = 286) (N=283)
10 MemmaHa Ha NpexMEASMOCT DE3 NPOTPECKHA - MECEUMW 45.0 175
) KoedhmumenT Ha pucxk 3a D-Rd vs. Rd (95% Cl) 0.44 (0.35-0.54)
__ P <0.0001
s 084 %
Eg}- ]
1
= 0.6+
B
3]
2
2 044
2
a
% 0.2
=
=
=
-+—T—TTTrr—T7TTT T T T T T T T T T T
0 3 6 9121518212427 3033 36 39 42454851 54 576063
Meceum
N B puck

Rd 283249206 181160 144127112102 91 83 75 66 63 53 48 45 40 28 5 1 0
D-Rd 286 266 249 238 229 215 204 195 184 168 156 151 143136 134131125115 76 16 3 0

Crnen meauana Ha nipociensBane ot 80 mecena, DRd moka3sa npeaumctBo o otHomeHue Ha OS B
cpasaenue ¢ pamorto Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Meauanara va OS e 67,6
Mmecena B pamoto Ha DRd u 51,8 mecena B pamoto Ha Rd.
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®urypa 7: Kpusu Ha Kaplan-Meier 3a OS B npoyysane MMY3003
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Koedmument na puck 3a D-Rd vs. Rd (95% Cl) 0,73 (0.58-0.91)
P=10.0044
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JlOTIBITHUATEHY Pe3yITaTh 3a epuKacHoCT oT npoyduBane MMY 3003 ca npeacrapenu B Tabuia 11

MO-J0J1y.
Tadoauua 11:  JlombJHUTETHHN Pe3yJTaTH 3a epUKACHOCT OoT npoyuBane MMY3003
bp. nanueHTH ¢ 0OTrOBOP, NOAXOASAI] 32 OLIEHKA DRd (n = 281) Rd (n =276)
0611 otroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76,4)
p-cToiiHOCT® <0,0001
Heocnopum meiien otrosop (sCR) 51(18,1) 20(7,2)
[Isnen orrosop (CR) 70 (24,9) 33 (12,0)
Mmuoro no0bp yactuuer orroBop (VGPR) 92 (32,7) 69 (25,0)
Yacruuen orrosop (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)
MenuaHna Ha TPOABIKUTETHOCTTA HA OTTOBOpa NE (NE, NE) 17,4 (17,4, NE)

[Mecerm (95% CI)]

Otpunarenno MRD (95% CI) 5 (%)

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

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

CrpoTHOIIEHHE Ha maHcoBete ¢ 95% CI®

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

P-croiinoct”

<0,0001

DRd=napatymyma0-eHanuIoMua-a1ekcamera3or; Rd=nenanmunomua-nexcamera3zon; MRD=MHHUMAaIHO OCTaTHYHO

3abomsBane; Cl=noBeputenen unrepsair,; NE=He Moxe J1a ce OICHH.

a

6

p-croitnoct ot Cochran Mantel-Haenszel Chi-Squared TecT.

B®3 ocHOBa Ha intent-to-treat momysamys u npar oT 107,
B

> | moka3Ba npeumyiectso Ha DRd.
p-croiiHOCTTa € OT TouHHs TecT Ha Fisher.

Kombunupano neuenue c bopmeszomud

Usnonssano e u3uncienue mo Mantel-Haenszel na 06H10T0 CHOTHOIIICHHKE Ha maHcoBeTe. CHOTHOIICHUE Ha IIAHCOBETE

[Ipoyusane MM Y3004, oTKpuTO, paHIOMHU3UPAHO, KIMHUYHO NpoyuBane ¢asa Il c aktuBHa
KOHTpoIa, cpaBHsBa iedenne ¢ DARZALEX 16 mg/kg B komOuHanus ¢ 60pTe30MHO U JIeKcaMeTa3oH
(DVdA) ¢ neuenue ¢ 6opre3oMud u AekcamerazoH (Vd) mpu NalMeHTy ¢ peluanBupal U pedpakTepeH
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MYJTUIUIEH MUEJIOM, KOUTO Ca MOJYyYHIH Hall-MaJIKO eJHa NpeaulIHa Tepanus. boprezomub e
TPUJIAraH Ype3 MOKOKHA WM UHTPABEHO3HA HHKEKIMA B 11032 1,3 mg/m? TesecHa NOBBPXHOCT 1Ba
IBTH CEIMUYHO B IIPOABIKEHUE Ha 1B ceamuity (muu 1, 4, 8 u 11) ot moBTapsmure ce 2 1-1HeBHH
(3-ceqMuyHM) UK Ha JICUeHHE 3a 00110 8 1uKbiIa. J[ekcameTa3oH € mpuiarad IepopaiHo B 1032
20mgB mau 1,2,4,5,8,9, 11 u 12 ot Bceku ot §-Te nukbia ¢ 6oprezomud (80 mg/ceamuiia B ABE OT
TPU CEeIMHIHN Ha IIUKbBJIA ¢ O0pTe30Mu0) MK HamajeHa 103a oT 20 mg/ceaMuLa Mpyu NauueHTH

> 75 romuan, BMI < 18,5, 601HE ¢ JTOIIO KOHTPOJIMpPaH 3axapeH MuadeT Wir IpeInIHa
HETIOHOCHMOCT KbM cTepouaHa Tepanus. B maure na undysus na DARZALEX, no3a ot 20 mg
JIEKCaMEeTa30H € MpUiIarana KaTo JEKapCTBeH NPOIYyKT, IpHIarad npenu uagysusra. Jleuenneto c
DARZALEX npoxbiikaBa 0 nporpecus Ha 3a00JISIBAHETO HITH HEMPUEMITHBA TOKCUYHOCT.

Panpomusupanu ca o6mo 498 nanuentu; 251 B pamoto Ha DVd u 247 B pamoro Ha Vd. U3xoanuTte
nemorpadcku JaHHHM U XapaKTEpPUCTHKHUTE Ha 3a00JIIBAHETO ca MOJ00HN MEXy PaMOTO €
DARZALEX u koHTpoSHOTO pamMo. MenuaHata Ha Bb3pacTTa Ha MallMeHTUTe € 64 roanHu (TpaHuIu
30 no 88 romuum), kato 12% ca > 75 rogunu. [llectnecer u neBet nponeHTa (69%) OT mManueHTUTE ca
noiy4aBaiu npeau ToBa Pl (66% ca nomywasanu 6oprezomud), a 76% OT MalMEHTHTE ca MOTy4aBaIn
IMiD (42% ca nonydaBanu geHanuaoMua). Ha nu3xomao HuBo 32% OT MalueHTHTE ca pehpakTepHH
KBM IIOCJIeIHATa JIMHUS Ha JiedeHue. Tpuaecer u Tpu npoueHTta (33%) oT mamueHTuTe ca
pedpakrepuu camo kbM IMiD, a 28% ca pedpakrepHu kpM neHanuaAOMUL. PedpakrepHute KbM
00pTe30MHU0 MAIMEHTH ca U3KIIOYBAHU OT ITPOYYBAHETO.

IIpn Mmenuana Ha pocneasBane oT 7,4 Mecella IbpBUYHUAT aHanu3 Ha PFS B npoyuBane MMY 3004
nokasBa nojoopenue B pamoto Ha DVd B cpaBHenue ¢ pamoro Ha Vd; Mmeinanara va PFS He e
Jocturaara B pamoto Ha DVd u e 7,2 meceria B pamoto Ha Vd (HR [95% CI]: 0,39 [0,28, 0,53]; p-
ctoitHocT < 0.0001). Pesynrature ot akryanusupan ananu3 Ha PFS cnen menuana Ha npocnensBaHe
ot 50 Mecena nNpob/DKaBaT Ja nmokasBat nogoopenue Ha PFS npu nmanmenture B pamoro Ha DVd B
cpaBHeHHUe ¢ pamoTo 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-croiinoct <0,0001), koeTo mpencTarissa 69%
HaMaJIeHUE Ha PUCKa OT MPOTpecus Ha 3a00JI1BaHETO WM CMBPT IPH MMAaLlMEeHTH, JeKyBaHu ¢ DVd,
cupsmo Vd (Bxk. durypa 8).
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®urypa 8: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3004

D-vd Vd

(N =251) (N = 247)
10 ManowaHa Ha npexmersiocT Bes nporpeckA - Mecall 167 71
) KoedmumeHT Ha puck 3a D-Vd vs. Vd (95% CI) 0.31(0.24-0.39)

P <0.0001

D-Vd

_____

Mponopuwa npexueaemocT Hes nporpecia

"‘l--l-——--.....-.____h""Iul'd
T T 1T T T T T 1T 1T 1T T T T 1T 17 17T 171
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57

Meceum

0

N B puck
Vd 24718212974 39 27 15 11 9 7 6

1 8 5 4 2
D-Vd 251215198161138123100 92 85 77 68 61 54

50 48

10000
46 38 20 7 0

Crnen MeamaHa Ha ripociensBane ot 73 mecena, DVd nokasBa npeauMcTBo 1o oTHomerne Ha OS B
cpasaenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara Ha OS e 49,6
Mmecena B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.
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®urypa 9: Kpusu Ha Kaplan-Meier 3a OS B npoyysane MMY3004
1.0

0.8 5

0.6 1

[Tponopiiua NpexnBAeMOCT

0.4
s, [)-V/(]
D-vd Vd
0.2 < N=251) N = 247) Vd
’ Oiana MeTMAHA HA NPERMBACMOCT - Moceny 40 6 385
Koedwmment na prck za 0-Vd ve, Vd (95% CI)  0.74 (0.59-0.92)
F=0.0075
I|:IIIIIIIIIIIIIIIIIIIIIIIIIIII
03 6 912151821 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81
Meceun
N B puck
Vd 247 19206 192 184 172 150151 14413812911 113110104 97 93 84 78 73 68 67 63 54 34 13 2 0
D-vd 251 231 225 211 207 200 189182 172 159 154 150 144 138 132 128120 113109107 103100 96 68 54 24 9 0

JlombITHUTEHYU pe3yaTaTH 3a epukacHocT oT npoyuBaHne MMY 3004 ca npencraBenu B Tabmuma 12
H0-J0ILy.

Tadoauua 12: JlonbJaHUTETHN Pe3yJTaTH 3a eUKACHOCT oT npoyuBane MMY3004

bp. nanuMeHTH ¢ 0TrOBOP, MOAXOAAI 32 OI[EHKA DVd (n = 240) Vd (n =234)
0611 otroBop (SCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-cToiiHOCT® <0,0001
Heocnopum mesien otrosop (sCR) 11 (4,6) 52,1
ITenen orroop (CR) 35 (14,6) 16 (6,8)
MHoro n106bp yactuueH orrosop (VGPR) 96 (40,0) 47 (20,1)
Yacruuen orrosop (PR) 57 (23.,8) 80 (34,2)
Menanana Ha BpeMeTo A0 oTroBop [mMecenu (rpanuim)] | 0,9 (0.8, 1,4) 1,6 (1,5,2,1)
Menuana Ha IPOABIIKUTEIIHOCTTA Ha OTTOBOPA NE (11,5, NE) 7,9 (6,7, 11,3)
[Mecerm (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-croiinoct" 0,0001

DVd=naparymyma6-6oprezomutd-naekcamerazon; Vd=6opre3oMud-aexkcamerazon; MRD=MUHHMAIIHO OCTaTHYHO
3a0osBane; CI=noBepureneH nHrepBaiz; NE=He MOXe Ja ce OLECHH.
a

6

p-croiiHocT ot Cochran Mantel-Haenszel Chi-Squared tecr.
B®3 ocHOBa Ha intent-to-treat momysamys u npar oT 107

B UsnonsBano e u3uncienue mo Mantel-Haenszel na 06IIIOTO CHOTHOIIIEHKE Ha I1aHcoBeTe. ChOTHOIIECHNE HA IIIAHCOBETE

>1 mokasBa mpeumyIecTBo Ha DVd.
p-cToiiHocTTa € OT TouHwMs TecT Ha Fisher.

Cuprieyna enekTpoGu3noIorus

Maiika e BepOosITHOCTTa apaTyMyMal, KaTO BUCOKOMOJIEKYJICH IPOTENH, Ja B3aUMOJICHCTBA TUPEKTHO
¢ fionnute kananu. EdexThT Ha apatymymatd Bepxy QTc nHTepBajia € OleHEH B €IHO OTKPUTO
npoyusane npu 83 nmauuenty (nmpoyusane GEN501) ¢ penunusupain unu pegpakrepeH MyITHIDIEH
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MuenoM cien uHPy3uu ¢ gaparymymad (4 no 24 mg/kg). Jluneiinu cmecenn PK-PD ananusu ne
MOKa3Bat royisiMo yBennuenne Ha cpeanust QTcF unrtepsai (T.e. mo-ronsmMo oT 20 ms) npu Crax HA
Jnapatymymao.

HGZ[I/IaTDI/ILIHa nonmyjganusa

EBpomneiickara areHIys 1o jekapcTBaTta 0cBOOO0K/1aBa OT 3a{bJDKEHUETO 3a IIPEIOCTaBIHE Ha
pesynratute ot nmpoyuBanusata ¢ DARZALEX BbB BCHUKH MOATPYIH HA NeAUATPUIHATA TOITYJIAIUS
IpU MYJITHUIUICH MUENOM (BX. Touka 4.2 3a nHopManys OTHOCHO yroTpeda B IeIUaTpHsITa).

5.2 ®apmakokMHETHYHHU CBOWCTBA

®apmakoknHeTrkaTa (PK) Ha gapatymyma0 ciies HHTPaBeHO3HO MPHIIOKEHHE Ha MOHOTEpaIus ¢
JapaTyMyMa0 e olleHeHa MpY MalMeHTH ¢ PeUUANBUPAl U pedpakTepeH MYJITHILICH MUEIIOM TIPH
no3u ot 0,1 mg/kg no 24 mg/kg.

B koxoptute ot 1 10 24 mg/kg nukoBute cepyMun KOHICHTpaIMK (Cmax) CICH IIbpBaTa J103a Ce
yBeIU4YaBaT MPUOIU3UTEITHO MPOMOPIIMOHATIHO Ha 103aTa M 00EMBT Ha pa3NpeiesieHHE € B
CHOTBETCTBHE C IbPBOHAYAITHOTO pa3lpeesiCHHE B IIa3MEHUS KoMnapTUMeHT. Cien mocinenHaTa
cenMuuHa HHQPY3HSA, Crnax CE TIOBHILIABA [TOBEYE OT MPOTIOPIUOHAIIHO Ha JI03aTa, B ChOTBETCTBHE C
TapreTHO MeIUUpaHaTa JIUCTIO3UIHS Ha JekapcTBoTo. [loBumenusita Ha AUC ca moseye OT
NPOMOPLUHOHAIHY Ha fo3ata 1 KIupbHCHT (CL) HamansBa ¢ yBennuaBaHe Ha 1o3arta. Te3u
HaOJI0ICHHSI JaBaT OCHOBAHUE J1a ce Mpenanooxu, ue CD38 Moxe /1a ce HaCUTH MPH MO-BUCOKU
JI03H, CIIe]l KOETO BIMSHUETO HA TapreT-MeJUUPaHUs KIUPBHC € CBEICHO JI0 MUHUMYM U KITUPBHCHT
Ha JapaTymMyMmab ce noOnmkaBa 10 JUHEHHNS KIupbHC Ha eHaorenHus 1gG1l. KinupbHCBT chino
HaMmaJsiBa IPY MHOTOKPATHH J03H, KOETO MOKE J1a ObJie CBBP3aHO ¢ HaMalsiBaHe Ha TYMOPHUS TOBap.

TepMHUHATHUSAT MOTYKUBOT CE YBEJINYaBa C YBEIMYaBaHE Ha J103aTa M IPU MHOTOKPATHO MpHJIaraHe.
Cpenuusr (crannapTHo oTkioHeHue [SD]) u3uuciieH TepMuHalIeH MOy KUBOT Ha JapaTyMyMad ciien
mbpBata g03a 16 mg/kg e 9 (4,3) nuu. M3unciieHuaT TepMHHANIEH MTOY>KUBOT Ha IapaTyMymal cies
nocneHara go3a oT 16 mg/kg ce yBenndaa, HO JIMICBAT AOCTAaThYHO JIAHHU 32 HAJEK/IHA OLICHKA.
B®3 ocHoBa Ha monynanuonex PK ananus, cpennust (SD) nomyXuBoT, CBbp3aH ¢ HeCIeUU(PUIHO
JMHEHHO eTMMHUHUpaHe € npuommu3utenHo 18 (9) nHu; ToBa € TEPMUHATHUAT HOTY>KUBOT, KOUTO MOXKE
Jla ce OYaKBa MPH ITHJIIHO HACHIAHE HA TapTeT-MeJUUPaHus KIUPHHC U MHOTOKPATHO MIpHUJIaraHe Ha
JapaTymymao.

B kpast Ha ceIMHUYHOTO TpHUIIAraHe MPH NPENopPbUYUTEIIHA CXeMa Ha MOHOTepanus 1 j1o3a ot 16 mg/kg,
cpennata croiHocT (SD) Ha cepymHaTa Cmax € 915 (410,3) Mmukporpama/ml, npubau3uTenHo 2,9 nbTH
H0-BHCOKa, OTKOJIKOTO ciiell mbpBaTa nHpy3usi. Cpeanara (SD) cepyMHa KOHIICHTpAIHS TIPEIH
npuiarane (Haii-HUCKa) B Kpasi Ha ceMUYHOTO npuiiarane € 573 (331,5) mukporpama/ml.

IIpoBenenu ca yetupu nonynaunonHu GOK ananuza 3a onucane nHa OK xapakrepucTuku Ha
JapatymyMma0 U 3a OlleHKa Ha BB3JICHCTBUETO Ha KOBAPHATUTE BBPXY pasNpe/ieICHHETO Ha
JapatyMmyMmal Mmpy MAIMeHTH ¢ MYJITHIUICH MUeJIoM; ananu3 1 (n=223) e mpu marueHTH, MoTy4JaBanii
morotepanus ¢ DARZALEX, nokaro ananu3 2 (n=694), anamus 3 (n=352) u anamms 4 (n=355) ca
MIPOBEJICHH TIPH MAIIUEHTH C MYJITHUILICH MUEJIOM, ITOJTy9aBalid KOMOMHUPAHU TEPAITHU C
nmaparymyma0. Ananus 2 BkiItouBa 694 maruenTt (n=326 c JIeHaTUAOMUI-IeKcaMeTa30H; n=246 ¢
0oprezoMuO-IeKcaMeTa3oH; =99 ¢ moManuaoMuI-IeKcamMera3on; n=11 ¢ 6oprezomud-mendanan-
MpeIHN30H U n=12 ¢ 60pTe30MUO-TATNIOMUI-TEKCAMETA30H), aHAIH3 3 BKIIIOYBA 352 ManueHTH
(6oprezomud-MendanaH-MpeIHU30H), a aHaIu3 4 BKIOYBA 355 manueHTH (JICHAIHIOMUI-
JIEKCaMETa30H).

BB3 ocHOoBa Ha monynanmoneH PK ananu3 Ha MoHOTeparus ¢ naparymyMao (aHamus 1), maparymymat
JIOCTHTA CTAIIHOHAPHO CHCTOSHHUE TPUOIM3UTENHO 5 Mecela ciie]l Ha4aJloTo Ha BCEKU 4-CeIMUUCH
nepuo/] Ha npunarade (21-ra ungysus) u cpeaoto (SD) croTHOMIEHHE HA Chax B CTAITHOHAPHO
cheTosiHUE CIpsAMO Cmax ciiel] mbpBata fo3a e 1,6 (0,5). Cpennust (SD) nentpanen odem Ha
pasmnpenenenue ¢ 56,98 (18,07) ml/kg.
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Tpu nombinutennu nonyiaunonau PK ananusa (ananus 2, ananus 3 u aHanus 4) ca mpoBeACHH IIpH
MAIMEeHTH C MYJITUIUIEH MUEJIOM, KOUTO ca IMOJIyYaBaliy 1apaTyMyMad B KOMOMHHUpPAHH TE€paIuu.
[IpodunuTe KOHIIEHTpAIHA-BpEMe Ha TapaTyMyMal ca moo0HH ciie] MOHOTeparus 1 KOMOWHUpaHH
Tepanuu. CpeTHUAT H3UNCIIEH TEPMUHAIIEH TOIYKHBOT, CBbP3aH C JTMHEEH KIUPBHHC NPH
KOMOMHHpaHa Tepanusi € npuoau3uTenHo 15-23 nuu.

B3 ocHoBa Ha YCTUPHUTC NOIMYJIAlIMOHHA PK ananuza (aHaJ'II/BI/I 1—4) € YCTaHOBCHO, 4€ TCIICCHOTO
TCIJIO € CTATUCTUYCCKU 3HAaUYMMa KOBapuaTa 3a KJIMPpbHCA Ha )_IapaTYMYMa6. CHGI{OBaTeHHO, JA03UpaHC
BB3 OCHOBA Ha TCJICCHOTO TCTJIO € MOAXOAAIa CTpaTerusa 3a JO3UpaHe NpU MAIUCHTH C MYJITUILICH
MUCJIOM.

DapMaKOKHHETUIHO MOJICIMPAHE Ha IapaTyMyMal € U3BBPIICHO 332 BCHUYKH MPETIOPBHUUTEITHH CXEMH
Ha npunarafe rnpu 1 309 mauueHTH ¢ MyJaTHIUIEH MEETIOM. Pe3yntaTure oT MoJIeTupaHeTo
NOTBBpKaaBaT, ye OK mpu pa3zgencHoTo U €eAHOKPATHOTO NMPUIIOKEHHUE Ha TBPBATa Jj03a € CXO/HA, C
n3kroueHre Ha @K npodun npe3 mbpBUst JCH OT JICYEHUETO.

CHeLII/IaJ'IHI/I nonyJialinnun

Bwvspacm u non

B13 ocHoBa Ha ueTnpu otaenuu nonynanuonHu PK ananusa (1-4) npu nanueHTH, nogy4yaBaiiy
MOHOTEpaIusl ¢ AapaTyMymald WM pa3IuuyHi KOMOWHUpaHH Tepanuu (aHanu3u 1-4), Bb3pactra
(mmanazon 31-93 roguHM) HAMA KIMHUYHO 3HAYMM e€(EeKT BPXY (hapMaKOKHHETHKATA Ha
JapaTrymyMa0 M eKCIO3HIIMATA Ha JapaTyMyMal € CXO/IHa MeXTy Mo-MIIaiu (Ha Bb3pact <65 ronuHH,
n = 518) u mo-BB3pacTHU (Ha BB3pacT > 65 no < 75 roguau n=761; Ha BB3pacT > 75 roguuu, n = 334)
MAIUEHTH.

ITobT He OBNHSIBA €KCITO3UIIUATA HA AapaTyMyMal B KIMHUYHO 3HAYMMA CTCIICH B MOMYJIAIMOHHUTE
PK ananusu.

Bvopeuno yepescoane

He ca npoBexnanu opuunainy npoyyBaHus Ha gapatrymyMmal NpH NanueHTH ¢ Ob0peyHo yBpeKaaHe.
[IpoBenenu ca yetnpu otaenHu nomynannonau PK anannza B3 ocHOBa Ha mpeBapUTETHO
ChHIIECTBYBAIIM JJAHHU 32 ObOpeuHaTa (QYyHKIMS TPU MAESHTH, TPUEMAaI MOHOTEPAITHUS C
JapaTymMyMa0 WId pa3nuyHd KOMOMHUPaHU Tepanuu (aHanu3u 1-4), KOUTO BKJIIOYBAT OOIIO

441 nanuenTH ¢ HopMasiHa 0b0peuHa ¢pyHkuus (kpearuauHOB KiupbHC [CrCl] 290 ml/min), 621 ¢
neko 0s0peuno yBpexaane (CrCl <90 u > 60 ml/min), 523 ¢ ymepeHo 6b0peyHO yBpexaaHe
(CrCl1 <60 1> 30 ml/min) u 27 ¢ Texxko OBOPEUHO YBpEkKIaHE WK TEPMHUHAIHA OBOpeyHa
HepocTaTh9HOCT (CrCl < 30 ml/min). He ca HabmogaBany KIMHUYHO 3HAYUMU PA3TIUKU B
EKCITO3UIIMATA Ha TapaTyMyMad MEX 1y MalueHTH ¢ ObOPEYHO YBpEXKIaHe M T€3U C HOpMaaHa
O0BOpedHa QpyHKIHS.

Yeproopobro yepedxcoane

He ca npoBexnanu opunyMaiHy NpoyYBaHus Ha JaparymyMad IpH ManueHTH ¢ YePHOIPOOHO
yBpexIaHe. Majnko BepoATHO € IPOMEHHU B YepHOApOOHaTa (PYHKLHUS a UMAT HIKAKBB e(heKT BBPXY
SIIMMUHHPAHETO Ha Aapatymymad, Thil kaTo IgG1 Monekynu kato napatymyMmab He ce MeTabomu3upaT
Yype3 XenaTajiHuTe MIbTUIIIA.

[IpoBenenu ca ueTnpu oTAenHH NomynanuonHy PK ananuza npu nanueHTy, mpueManii MOHOTEPaTIHSI
C IapaTyMyMal WIN pa3InyHu KOMOMHHUPAHU Tepanuu (aHaausu 1-4), KOUTo BKIIOYBAT 00110

1 404 nanpeHTy ¢ HOpMaliHa YepHOAPoOHa GyHKIUS (001 ounupyouH [TB] u aciaprat
amuHoTpaHcdepasza [AST] < ropHara rpanuiia Ha HopMmara [ULN]), 189 ¢ neko uepHOIpOOHO
yBpexaane (TB 1,0 go 1,5 metit Hag ULN mimm AST > ULN) u 8 maruentu ¢ ymepeno (TB > 1,5 mo
3,0 mptrt Hag ULN; n=7) unu texxko (TB > 3,0 met Han ULN; n=1) uepnoapoOHo yBpexxaane. He ca
HaOIF0/IaBaHH KJIMHUYHO 3HAYHMH Pa3JIMKU B €KCIIO3UIIMATA HA IapaTyMyMad MeXy HalueHTUTE C
YEPHOAPOOHO YBPEXKAaHEe U TE3H C HOPMaJiHa YEPHOAPOOHA (PYHKIIUA.
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Paca

B®3 ocHoBa Ha yetupu oTaenHM nonyiaunonHu PK ananusa npu maumeHTy, mpueMaly uin
MOHOTEpAIus C JapaTyMmyMa0, WA pa3IudHd KOMOWHUPaHU Tepanui (aHam3u 1-4), eKCro3uiusaTa
Ha JapaTymMyMmab e momo0Ha MexXy ydacTHUIUTE OT Ostiata (n=1371) u pa3nu4Hu OT Osutata paca
(n=242).

5.3 IlpeakJMHUYHU JAHHM 32 0€30MACHOCT
TOKCHKOJIOTHYHY JIaHHU Ca MOyYeHHU OT MPOYYBAHHS C AapaTyMyMad MpH IMIUMIIAaH3ETa H ChC
cyporaTHo aHTH-CD38 aHTUTAI0 Ipy ABJIrOOMNAaIaTd Makaiy. He ca mpoBexaanu npoydYBaHUs 3a

XpOHHNYHa TOKCUYHOCT.

KaHIIeDOFeHHOCT U MYTar¢HHOCT

He ca npoBexIanu npoy4BaHus BbPXY )KUBOTHH 32 YCTAHOBSIBaHE Ha KaHIIEPOTCHHHS OTSHIHAN Ha
Japatymymao.

PCHDO,I[VKTI/IBHa TOKCHUKOJIOIruAa

He ca npoBexnany mpoy4YBaHus P )KUBOTHH 32 OLICHSIBAHE HA TIOTCHIMATHUTE €EeKTH Ha
JapaTyMmyMa0 BbpXY pENpOIYKIHUSITA W PA3BUTHETO.

DepTunuTer

He ca npoBexxaanu nmpoyuyBaHUs MPH )KUBOTHH 32 OTIPEACIITHE HAa MOTCHITUATHUTE e€(DEKTH BHPXY
(hepTunMTETa IPU MBIKE WITH JKESHU.

6. DAPMAIIEBTUYHU JAHHU

6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA

L-xuctuanu

L-XHCTHIUHOB XUIPOXIOPHI MOHOXUIPAT

L-MeTnonnnH

[onmucop6bar 20

Cop6uTon (E420)

Bona 3a unxeknuu

6.2 HecbBMEeCTHMOCTH

To3u nexapcTBeH NPOAYKT He TpsiOBa J]a ce CMecBa ¢ APYTH JIGKAPCTBEHH MPOAYKTH, C U3KITFOUEHUE Ha
IIOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha rogHOCT

HeotBopenu dnakoHu

3 roguHU

Cren paspexaane

OT MUKPOOHONIOTHYHA IJIEIHA TOYKA, OCBEH aKO HAUMHBT Ha OTBapsAHE/pa3pekaaHe H3KII0YBa PHCKa
0T MUKpPOOHO 3aMBpCsIBaHe, IPOAYKTHT TPsIOBa Jia ce U3IM0JI3Ba He3a0aBHO. AKO HE ce M3II0JI3Ba
He3a0aBHO, IEPUOIBT Ha U3MOI3BAHE U YCIOBUATA HA ChXPaHEHUE IPeu ynoTpeda ca OTTOBOPHOCT
Ha MOTPEeOUTENSI U HE TPAOBa a HaAXBBPIAT 24 daca B xnagmiHuk (2° C-8° C), 3amuTeH ot
CBETJIMHA, NTOCIEIBAHH OT 15 yaca (BKJIIOUMTEIHO BPEeMETo 3a MH(Y3Us) Ha CTaifHa TemrepaTypa
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(15° C-25° C) u Ha craiiHa cBeT/IMHA. AKO C€ ChXpaHsBa B XJIAAWIHHK, Pa3TBOPHT TPsAOBa Aa ce
OCTaBH Ja JOCTUTHE CTaliHa TeMIepaTypa pean NpUIoKeHHE.

6.4 Crhenuananm ycjaoBHs HA ChbXpaHeHHe

Ja ce cpxpansBa B xmammiHuK (2° C-8° C).
[a He ce 3ampa3siBa.
Jla ce chxpaHsBa B OpUTHHATTHATA OITAKOBKa, 32 J]a ce Mpe/a3u OT CBETINHA.

3a ycJ0BUsATa Ha ChbXPaHEHUE CIIE/l Pa3peKaHe Ha JIEKapCTBEHUs IIPOLYKT BUXKTE TOUKa 6.3.
6.5 Buau cbabpaxaHue HA ONMAKOBKATA

5 ml koHIIEHTpAT BBB (JIAKOH OT CTHKIIO THM 1, ¢ KaydyKoBa 3aIlyliajika 1 alyMHUHUEeBa 00KaTKa C
OTYyIBAILO ce Kanaue, ceabpkaml 100 mg gaparymymad. OnakoBka ot 1 ¢uakoH.

20 ml xoHIIEHTpAaT BBB (DIIAKOH OT CTHKIIO THII 1, C KaydyKOBa 3alyllaiKa i afyMHHHEBa OOKaTKa ¢
oTuymnsail ce 0yToH, chabprkail 400 mg naparymymad. OmakoBka oT 1 ¢uiakoH.

DARZALEX ce npejuara CbhIllo U KaTO ONAKOBKA 32 3a[l0UYBaHE HA JICYCHUETO, ChIbpKalla

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

6.6 CrnenuajaHu npeana3Hu MepKHU NPH U3XBbPJIsiHe U padoTa

To3u J1lekapcTBEH MPOAYKT € CaMo 3a eIHOKpaTHa yrorpeoa.
[Monroreere nHMY3MOHHHS Pa3TBOP Upe3 ACENTUYHA TEXHUKA, KAKTO CIIC/BA!

o Uzuncnere nozara (mg), Heooxomumus oo odem (ml) pazrBop DARZALEX u Opost Ha
HeoOxoanmute Gurakonu DARZALEX Bb3 0CHOBa Ha TETJIOTO Ha MAllMEHTA.

. [Iposepete ganu pa3rBopsT DARZALEX e Oe3uBeten 10 xbaT. Jla He ce U3M03Ba MPH
HAJIMYMETO Ha HEMPO3pavyHU YaCTHIIM, TIPOMSIHA B [[BETA UJIH JIPYTH UYXKAU YaCTUITH.

. Upes acenTryuHa TEXHUKA OTCTpaHeTe 00eM oT HaTpueB xaopua 9 mg/ml (0,9%) uHKeKIMOHESH
pa3TBOp OT MH(Y3NOHHUS CaKk/KOHTEHHepa, KOMTO € paBeH Ha HeOOX0AUMUS 00eM pa3TBOP
DARZALEX.

. Uzrernere HeoOxoanmoTo konmuecTBo pa3rBop DARZALEX u ro paspeznere 10 CbOTBETHUS

o0eMm upe3 o0aBsHe KbM HH(Y3HOHHHS Cak/KOHTEHHEpa, ChAbpIKalll HaATpHUEeB XJIopua 9 mg/ml
(0,9%) unxeknnoHeH pa3TBop (Bk. Touka 4.2). UHpy3noHHNTE cakoBe/KOHTEHHEPH TpsiOBa Jia
O0pmaT m3padborenu ot nonuBuHWIXIOpH (PVC), momunponunen (PP), monmuerunen (PE) wmn
nosimoniehun (PP+PE). Pa3pexxnaiitTe npu HOIXOASIIN aCENTHYUHN YCIOBUA. M3XBBpiieTe BCAKO
HEH3IOJI3BAHO KOJIMYECTBO, OCTAHANIO BHB (JIaKOHA.

o BuumarenHo oObpHETE caka/KOHTEHHEpa, 32 ]a cMecHuTe pa3TBopa. Jla He ce paskiamia.

o [pernenaiiTe BU3yanHO MapeHTEPAIHUS JIEKAPCTBEH MPOIYKT 32 HATHYKME Ha BUAMMH YaCTUIH
Y IPOMSTHA B IIBETa Npeau NpuioxkeHre. B paspeaenus pa3rBop Moxe Ja ce oOpa3yBaT MHOTO
MaJIK{, IPO3payHu 0 Oenu OeATHYHU YaCTUIH, ThI KaTo napaTyMmymad e nporteuH. Jla He ce
U3I0J13Ba, aKO Ce HaOII0aBaT BUIUMO HEIIPO3pPaYHH YACTHIIU, TPOMSHA B IIBETA WITH UYXKIU
YaCTUIIH.

. Toit kato DARZALEX He chbabpka KOHCEPBAHT, Pa3peCHUTE Pa3TBOPH TPsIOBa 1a ce
NPUIOXKAT B paMKHTE Ha 15 yaca (BKIIOYUTEIHO BPEMETO 3a HH(Y3HSA), IPH CTaliHA
temneparypa (15° C-25° C) u Ha cTaiiHa CBETJIHMHA.

o AKO He ce U3M0JI3Ba BeHAara, pa3pelcHUAT pa3TBOP MOJXKE J1a € ChXpaHsBa NPeAr NPUIOKEHHE
3a cpok 70 24 ygaca B xmammiauK (2° C-8 °C) u 3amuTeH oT cBeTiauHa. J[a He ce 3ampa3sBa. AKO
ce ChbXpaHsBa B XJIAAWIHUK, pa3TBOPBT TPsIOBa Ja ce OCTaBH Ja JOCTHTHE CTaiHa TeMIeparypa
npeay NPUIoKEHHE.

o [Ipunoxere pa3zpeaeHus pa3TBOP Ype3 UHTPABEHO3HA HHPY3HUS ¢ HOMOIITAa Ha HHPY3HOHEH
KOMIIJICKT, CHa0JIeH C PEryJaTop Ha JIeOUTa U ChC CTEPUIICH, alTUPOTeHEH, HUCKO MPOTEHH-
cBbp3Bai noiuerepcyiadonos (PES) ¢unrsp, (pasmep Ha mopute 0,22 unu 0,2 MUKpOMETpa).
Tps6Ba ga ce nznonzsat nonuyperad (PU), nomubyranuen (PBD), PVC, PP unn PE xommuiexktu
3a PUIIOKEHHE.
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° He BrnuBaiite DARZALEX enmHoBpeMeHHO ¢ APYTH CPEACTBA Upe3 €AHa U ChIla HHTPABEHO3HA
cucrema.

° He cbxpaHsBaiiTe HEM3MOI3BaHU KOJUYECTBA OT MH(PY3HMOHHMS pa3TBOP 3a IMOBTOPHA YIIOTpeoa.
HewnznomsBaHusT MPOAYKT WK OTIAIBYHUTE MAaTEPUAIH OT HETO TPSIOBA J1a C& U3XBBPJIAT B
CHOTBETCTBHE C MECTHUTE U3UCKBAHUS.

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

Turnhoutseweg 30

B-2340 Beerse

benrus

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 T'bPBO PA3PEINIABAHE/IIOJJHOBSABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jata Ha mepBo paszpemanaune: 20 mait 2016 T.
[laTa Ha nocnenHO MoHOBsABaHe: 6 stHyapu 2022 T.

10. JATA HA AKTYAJIMU3BUPAHE HA TEKCTA

IMompoOHa nHpopMaIrs 3a TO3U JCKAPCTBEH MPOAYKT ¢ MPe0CTaBeHa Ha yeOcaiiTa Ha EBponelickaTta
areHIUs 10 JiekapcTBaTa http://www.ema.europa.eu.
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1.

HNME HA JIEKAPCTBEHUSA ITPOAYKT

DARZALEX 1 800 mg uHXEKIIMOHEH pa3TBOP

2.

KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ¢uakon ¢ 15 ml umkekuonen pa3reop cbabpika 1 800 mg naparymymab (daratumumab)
(120 mg naparymyma0 Ha ml).

Haparymymab e gyoemko MoHokIoHanHO [gGlk anTuTsUo cpenry CD38 aHTUTEH, MTOTYYISHO B
KJIEThYHA JIMHKS Ha 003aliHUK (SHYHUK Ha KUTalCKU XamcTep) upe3 pekomOrnHantHa JJHK
TEXHOJIOTHSL.

TloMoOIITHO BEMISCTBO C U3BECTHO ACHCTBUE:

Bceku duiakon ¢ 15 ml uHXeKIIMOHEH pa3TBOp Chabpika 735,1 mg copouroi (E420).

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHHUTEC BCUICCTBA BMXXTEC TOYKaA 6.1.

3.

JJEKAPCTBEHA ®OPMA

MHXEeKIIMOHEH pa3TBOP
Pa3TBOpBT € GUCTB A0 OmanecueHTeH, Oe3BETEH 10 KBIIT.

4.

4.1

KJIMHNYHU JAHHU

TepaneBan}m NMoOKa3aHus

MVJ’ITI/IHJ'IeH MHUEJIOM

DARZALEX e nokazaH:

B KOMOMHAIIUS C JICHAJTUIOMUJI U JIeKCaMeTa30H Wik ¢ 00pTe30Mu0, Menndalial v MPEeIHU30H 3a
JICUCHHE HA BH3PACTHU MANMEHTH C HOBOJAUATHOCTUIIMPAH MYJITUILICH MUEIIOM, KOUTO HE ca
TIOJIXOIAIIIN 3@ aBTOJIOKHA TPAHCIIIIAHTAIIMS Ha CTBOJIOBHU KIICTKH.

B KOMOHHAITUS ¢ OOPTE30MHUO, TATMIOMHU/ U IEKCAMETA30H 32 JICYSHHE Ha Bb3PACTHH MAallMSHTH
C HOBOJMATHOCTHITUPAH MYJITHIIIEH MHEIOM, KOMTO Ca TIOAXOISIIH 3a aBTOI0KHA
TpaHCILUIaHTallld Ha CTBOJIOBU KJICTKH.

B KOMOWHAIHSI C JICHATUIOMHUJT M JICKCAMETa30H, MK OOPTE30MHO U IEKCaMeTa30H 3a JICUCHHE
Ha BH3PACTHH MAIMECHTH C MYJITHILICH MHEJIOM, KOUTO Ca TIOYYHIIU TIOHE SHA TPEIUIIIHA
Tepanusi.

B KOMOHHAITUS ¢ IOMATUIOMHU/] M JICKCAMETA30H 32 JICUCHUE HA BH3PACTHHU MAIUCHTH C
MYJITHUIUICH MUCJIOM, KOUTO Ca MOJYYUIM €1HA IIPpEANIIHA JIMHUA Ha JICUCHUC, ChbAbpiKalia
NpOTEea30MEH MHXUOUTOP M JICHATHUIOMHJI U ca OWIH pedpakTepHHU Ha JICHATHIOMU, UITH
KOWTO Ca MOJyYHUITH MOHE JBE MPEAMIIHN TePaNrH, BKIIOYBAIIM JCHATHAOMHU] ¥ IPOTEa30MEH
UHXHOHMTOP U ca MOKa3ajK MPOrpecusi Ha 3a00JIIBAHETO 110 BpEME Ha WITH CJIe]I TIoCeIHaTa
Tepanus (Bxk. Touka 5.1)

KaTO MOHOTEpAIHsI 3a JICYCHUE HA Bb3PACTHU MAIEHTH C PEIUIUBHPAI U pedpaKTepeH
MYJTHIUICH MHUEJIOM, YHSATO MPEAIICCTBAIIA TePaNusl BKIIOUBA MPOTEa30MEH HHXUOUTOP U
UMYHOMOIYJIMPAIIIO CPEICTBO, KOMTO Ca TIOKa3ali Mporpecus Ha 3a00JIsIBAHETO IPU
HocJieIHaTa Teparnusi.
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HCKOBCDI/I)KHa aMUuJI0ona03a

DARZALEX e noka3an B koMOuHaius ¢ 1uknodochamu, 60pTe3oMud U IeKCaMeTa30H 3a JICUCHHUE
Ha BB3PACTHU MAITUCHTH ¢ HOBOJAMATHOCTHUIIMPAaHA CHCTEMHA JICKOBEPIDKHA aMuiono3a (AL).

4.2 Jl0o3MpOBKa M HAYMH HA NPWJIOKEHHE

DARZALEX 3a noaxoXHO NPUIOKEHNE HE € TPeJHa3HaueH 32 HHTPaBEHO3HO MIPUJIOKEHHUE U TPsiOBa
Jla ce MpUJIara camo 4pe3 MOJK0)KHA MHKEKIHS B YKa3aHUTE JO3H.

DARZALEX TpsiOBa ObJie IpuUiIaran OT METUIIMHCKH CIICIHAJIMCT, KaTO IIbpBaTa J03a Tps0Ba ja ce
NPUIOXKHU TIPU HANMYKE HA YCIOBUS 32 PeaHUMaLusl.

Baxxno e ga ce IIPOBEPAT CTUKCTUTEC HA (I)HaKOHI/ITe, 3a 1a € CUTYPHO, Y€ Ha MMalyeHTa CC Ipujiara
noaxoaAdmiara JICKapCTBCHa (l)OpMa (38_ HWHTPABCHO3HO WX 3a IOJAKOXHO annomeHHe) " 103a cropeq
MpeANnCaHucCTO.

[Ipu nauyeHTH, KOUTO B MOMEHTA MTOyYaBaT AapaTyMyMal 3a HHTPaBEHO3HO NPHIIOKCHHE,
DARZALEX HHXEKIMOHEH pa3TBOP 3a MOJKOKHO IMPUIOKEHHE MOXKE J1a CE M3MO0I3Ba KaTo
JITepHATHBa HA HHTPABEHO3HMs AapaTyMyMal, KaTo ce 3all0uHe ChC ClIeBaliaTa INIaHUpaHa J103a.

[Ipenu u cnen MHXKXEKIUATa TPsIOBa 1a ce MPUIIOXKAT JISKAPCTBEHU MPOAYKTH 3a HaMaJIsiBaHE Ha PUCKa
oT peakiuu, cBbp3anu ¢ nHy3uara (IRR) Ha naparymymat. Buxre nmo-noaiy ,,IIpenopbuntenau
CBHITHTCTBAIIHN JIEKAPCTBEHH MPOIYKTH U TOUKa 4.4.

gOBH[)OBKa

Mynmunnen muenom
Cxema Ha npunazame 6 KOMOUHAYUSL C AeHATUOOMUO U 0eKCAMEMA30H U NOMAIUOOMUO U
oekcamemason (4-ceomuyer yuKvl Ha Jeyenue) u 3a MOHOmepanus

IIpenoppuntennara go3a € 1 800 mg DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOJKOKHO
NPUIOKEHHUE, IPUIaraHa B MPOABIDKEHNE HA TPUOIM3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
cliefHaTa cxeMa Ha Ipuiarasie B Tabiuna 1.

Tabmmpa 1:  Cxema Ha nmpuiaarane Ha DARZALEX B koMOMHANus € JICHAJIMIOMH/ U
aexcameTa3on (Rd), nomamuaomua u gekcamerason (Pd) (4-cenMuveH NMKDBJ HA
JleyeHue) 1 MOHOTepanus

Ceamuun Cxema

Cenmunu 1 no 8 BEJIHBXK CEIMHYHO (0010 8 103H)
Cenvunm 9 o 24° Ha BCEKH JIBe ceaMHuI (00110 8 103H)
Ot ceaMuna 25 HATATBK JI0 IPOrpecHs Ha 3a00/SBAHETO° | HA BCEKU YETUPH CEIMMIIN

2 IIbpBara 403a OT cXeMaTa Ha IIPUIAraHe Ha BCEKH 2 CEIMMIM CE JaBa Ha ceaMuIua 9

IIppBaTa m03a OT cxeMara Ha pUJIaraHe Ha BCEKU 4 CEMHUIIM Ce laBa Ha ceAMUIa 25

JlexcameTa3oH TpsiOBa aa ce npuiara B 1o3a 40 mg/ceamuna (uiiu HaMmajieHa 103a 20 mg/ceaMuna
MIPH MAIUSHTH >75 TOAWHN).

3a mo3ara U cxemaTa Ha IpUIOKEeHHE Ha JIEKapCTBEHUTE MPOAyKTH, ipuiaranu ¢ DARZALEX

MH)XEKIIMOHEH Pa3TBOP 32 MOAKOXKHO MPUIIOKEHHE, BIDKTE Touka 5.1 1 cboTBeTHaTa Kpartka
XapaKTepUCTUKA Ha POIYKTA.
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Cxema na npunazane 8 Kombunayus ¢ bopmezomud, meaanan u npeoHu3on (6-ceomMuder YuKvil Ha

ﬂ@UEHuez

IIpenoppuntennara no3a € 1 800 mg DARZALEX nHXeKIIMoHeH pa3TBOp 3a MOJIKOKHO
NPUIOKEHHE, IPUIaraHa B MPOABJDKCHUE HA MPUOIM3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
ClIeZIHaTa CXeMa Ha Ipuiiarane B Tabnuma 2.

Tabmmpa 2:  Cxema Ha nmpuiaarane Ha DARZALEX B komOunanus ¢ 0opre3omud, mesigaaan
u npeaHu3oH ([VMP]; 6-cenMuyeH HMKbJ HA JieYeHHE)

CenMunu Cxema

Cenmuru 1 10 6 BEJHBK CeIMUUHO (001110 6 103H)
Cenmuru 7 mo 542 Ha BCEKHU TPH ceaqMuIy (0010 16 mo3m)
OT cenMuIa 55 HATaTBK [0 MPOrPecHs Ha 3a00ysBaHeTO’ | Ha BCEKH YETHPH CEIMULH

a

6

IIppBara 103a OT cxeMara Ha IpHIaraHe Ha BCEKH 3 CeIMHMIIM Ce JaBa Ha CeaMUIa 7
[IppBara 103a OT cXxemaTa Ha IpuiIaraHe Ha BCEKU 4 CeIMUIIM ce JaBa Ha ceaMuia 55

Bopte3omub ce naBa qBa MbTH CEIMUYHO Ha ceAMHIH 1, 2, 4 1 5 3a IbpBUS 6-CEIMUYECH IUKBI,
MOCJIEABAHO OT BeH'bK CEAMUYHO Ha ceaMuiu 1, 2, 4 u 5 3a omie oceM 6-CeAMHUYHH IIUKBIA. 3a
uHQOpPMAIHsI OTHOCHO JI03aTa U cxemara Ha npunarade Ha VMP npu npunoxkenue ¢ DARZALEX
MHXEKIUOHEH Pa3TBOP 3a MOAKOKHO MPUIIOKEHHUE BHXKTE TOuKa 5.1.

Cxema Ha npunazane 8 Komounayus ¢ bopmesomud, maiudoMuo U 0eKCamemason (4-ceomuyen yukv.
Ha leyenue) 3a Jje4eHue Ha HO800UAHOCIMUUUPDAHU NAUUEHMU, NOOX00AWU 3d A8MOJIOAHCHA
mpancniaumayus na cmeonosu kiemku (ASCT)

[Ipenoppuntennara go3a € 1 800 mg DARZALEX nHXeKIIMoHeH pa3TBOp 3a MOJIKOKHO
NPUIOKEHHUE, IpUIaraia B MPOABIDKCHNE HA TPUOIM3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
clleHaTa cxeMa Ha Ipuyaraie B Tabiuua 3.

Tabmmna 3:  Cxema Ha npuiaarane Ha DARZALEX B komOuHanus ¢ 6opre3oMu0, TAJIHAOMH/
u JexkcameTaszoH ([VTd]; 4- ceamMuyeH UKD HA JIeYeHHE)

®a3a Ha JieueHune Ceamuun Cxema
WNunykims Cenvunu 1 10 8 BEJIHBK ceIMUYHO (001110 8 103H)
Ceamunu 9 no 16* Ha BCEKH JIBe ceaMunu (00110 4 103u)
Cropere npu xumuortepanus ¢ Bucoku go3u u ASCT
Konconmmanust | Ceamunu 1 nio 8° Ha BCEKH JIBe ceaAMHUIIH (001110 4 J103H)

a H"praTa J103a OT CX€Mara Ha IpujiaraHe Ha BCEKU 2 CEAMUIM CC JaBa Ha CCAMULIA 9

IIppBara 103a OT cxemara Ha IpHIaraHe Ha BCEKH 2 CeIMHUIIM Ce 1aBa Ha CeAMHUIA | Ciie/ MOMHOBSIBAHE HA JICUCHUETO
caen ASCT

JlexcameTa3oH TpsiOBa Ja ce npuiiara B qo3a 40 mg Ha nenl, 2, 8,9, 15, 16,22 u 23 ot 1ukbi 1 1 2; B
nmo3a 40 mg Ha aeH 1-2 u 20 mg npe3 mociieBanuTe THA 3a npuiarane (jex 8, 9, 15, 16) ot muxswa 3-
4. lexcametasoHn 20 mg TpsOBa 1a ce mpunara Ha fieH 1, 2, 8, 9, 15, 16 ot 1uksa 5 u 6.

3a mo3ara M cxemaTa Ha IpujlaraHe Ha JIeKapCTBEHUTE MPOAYKTH, mpunoxkenn ¢ DARZALEX
HMHXCKIIMOHCH pa3TBOP 3a MOJAKOKHO ITPHUIIOKCHUE, BUXKTC TOUKA 5.1 ¥ chOTBETHATA KpaTKa

XapaKTCpUCTHUKA Ha IIPOAYKTA.

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

IIpenoppuntennara no3a € 1 800 mg DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOJKO0KHO
MIpUJIOKEHHE, TpUJIarala B MPOIbDKEHHE Ha IPUOIN3UTENHO 3-5 MUHYTH B ChOTBETCTBHE ChC
ClIeZIHAaTa CXeMa Ha Ipuiarane B Tabnuna 4.
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Tabamna 4:  Cxema Ha npuiaarane Ha DARZALEX B komOuHanus ¢ opre3omud u
aexkcameTaszoH (Vd) (3-cenMuyeH NMKBJ HA JIeYeHHe)

Ceamuun Cxema

Cenvunn 1 10 9 BEJIHBK ceIMUYHO (001110 9 103H)
Cenvunm 10 mo 24* Ha BCEKH TPpHU ceAMUITH (001110 5 103H)
OT ceMuna 25 HATaTBK 0 IPOTrPECHs Ha 3a00M1BaHETO’ | HA BCEKHM YETHPH CEIMUIM

a

6

ITbpBara 103a OT cXeMaTa Ha NpHIaraHe Ha BCEKH 3 CeIMHILIM ce JaBa Ha cexmuna 10
IIppBarta 103a OT cXxemara Ha pUJIaraHe Ha BCEKH 4 ceIMUIIM Cce JlaBa Ha ceaMuua 25

JlexcameTas3oH TpsiOBa na ce mpuiiara B 1o3a 20 mg Ha nieH 1, 2, 4, 5, 8,9, 11 u 12 ot mepBuUTe
8 MKbIa Ha JledyeHne ¢ OOPTe30MHO MM B HamasieHa J1o3a 20 mg/ceMuna mpy NanueHT
>75 ropunw, ¢ nogHopmeno tersio (UTM <18,5), ¢ nomro KOHTponHupaH 3axapeH AMa0eT UiTH
NpeaxoJHa HETIOHOCUMOCT KbM CTEPOUIHA Teparnusl.

3a mo3ara U cxemaTa Ha IPUIOKEHHE Ha JIEKapCTBEHUTE MPOIyKTH, mpunaranu ¢ DARZALEX
WH)KEKIIMOHEH pa3TBOP 3a MOJK0KHO NMPHIIOKEHUE, BIKTE Touka 5.1 u crorBeTHaTa Kpartka
XapaKTEePUCTHUKA Ha MPOAYKTA.

AL amunouoosa
Cxema na npunazane 6 KomOunayus ¢ bopmezomuo, yukiodochamuo u oekcamemason (cxemu Ha
Jleyenue ¢ 4-ceomuyer yuxkvii)

IIpenoppuntennara go3a € 1 800 mg DARZALEX HMHXEKIIMOHEH pa3TBOpP 3a MOJKOKHO
NPUIOKEHHE, IPUIaraHa B MPOABJDKCHUE HA PUOIM3UTENHO 3-5 MUHYTH B CbOTBETCTBHE ChC
clleflHaTa cxeMa Ha IpujiaraHe B Tabiuua 5.

Tabampa 5:  Cxema Ha nmpuiaarane Ha DARZALEX npu AL amuiongo3a B KOMOMHAIMA €
0opTe3oMud, nukaopochamua u gekcamerason ([VCd]; cxema Ha npusiarase c 4-
ceIMUYEH IUKBJ)?

Ceamuun Cxema

Cenmunu 1 go 8 BEJIHBK ceIMUYHO (00110 8 mo3m)
Cenmunm 9 no 24° Ha BCEKH JiBe ceamuny (0010 8 1o3m)
Ot cenmuIia 25 HATaTHK 0 MPOrpecHsi Ha 3a00JsIBaHETO® | Ha BCEKHM YCTHPH CCIMHIIM

? B ximnuyHoTO M3nuTBaHe DARZALEX e npusaran 0 nporpecks Ha 3a60J1BaHETO I MaKCHMANTHO 24 [UKbIa

(~2 ronuHM) OT IbpBATA 1032 HA JIEYEHUE B IPOYUBAHETO.
IIppBara mo3a B cxemara Ha IpHJIaraHe mpe3 2 CeIMHUIIM ce 1aBa Ha ceaMuna 9
IIppBara mo3a B cxemara Ha IpHiIaraHe npe3 4 ceIMHIIM ce aBa Ha ceaMuna 25

3a no3ara M cxemaTa Ha IpuiaraHe Ha JIEKapCTBEHUTE MPOAYKTH, npuioxeHn ¢ DARZALEX
WHKEKIIMOHEH pa3TBOP 3a MOJK0KHO MPUIIOKEHNE, BIDKTE TOUKa 5.1 M ChOTBETHATa KpaTKa
XapaKTepUCTHUKA Ha MPOIYKTa.

Ilponycnama doza

Axo manupana n1o3a DARZALEX e nponycHara, 1o3arta TpsiOBa 1a ce IpHIIOKH Bb3MOXKHO Haii-
CKOpO U cXeMaTa Ha Ipujiarate TpsioBa Jja ce€ KOpUrupa CbOTBETHO, IIpU ClIa3BaHE HAa MHTEpBala Ha
JICYEHUE.

Moouguxayus na oozama

He ce npenopwusa Hamasnenue Ha no3ara DARZALEX. Moxe na e HeoOxoanMo 3a0aBsiHe Ha
NPUIIOKEHHUETO, 32 J1a ce Aajic Bb3MOXKHOCT 32 Bb3CTAaHOBABAaHE HA OpOsl Ha KPbBHUTE KJIETKU NPH
MOsIBa Ha XeMaTOJIOTUYHA TOKCHYHOCT (BK. TouKa 4.4). 3a nH(OpMAaIs OTHOCHO JIEKAPCTBCHUTE
NPONYKTH, Ipuiarany B komOunanus c DARZALEX, BmwkTe choTBeTHaTa KpaTka XapakTepucTHKa Ha
MPOAYKTA.

B ximHUYHNTE TPOYYBaHUS HE Ce € HAJIOXKUIIO U3MEHEHHE Ha CKOPOCTTa Ha MH)KEKTHpaHe Wi Ha
no3ara Ha DARZALEX MHXeKIIMOHEH pa3TBOP 3a MOAKOXKHO IMPUIIOKEHHE 3a oBiasaBaHe Ha IRRs.
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HDGHOD’B‘II/IT&HHI/I CbIIBTCTBAIHM JICKAPCTBCHHU MPOAYKTH

Jlexapcmeen npooykm, npunazan npeou UHICEKMuUpaHemo

Enun o tpu vaca npeau Beaxo npuioxenre Ha DARZALEX uHkeKIIMOHEH pa3TBOP 3a MOAKOKHO
NPUIOKEHHNE NIPY BCHYKH MAMEHTH TPSOBa J1a ce MPUIIOKAT JIEKapCTBEHH MPOAYKTH (TIEPOPaTHO UM
MHTPaBEHO3HO) 3a HamassiBaHe Ha pucka oT IRRs, kakto cnensa:

o Koptuxocreponn (aparoaeicTpal Win cbC CpeaHa MPOIBIIKUTETHOCT Ha JeHCTBHE)
- MonoTtepanus:
Metmnmnpennuzonod 100 mg unm exBuBaneHT. Ciie] BTOpaTa MHKEKIKA 103aTa Ha
KOPTHUKOCTEPOHIa MOXKE Jla C€ HaMaJll 0 METHIIpeHI300H 60 mg.
- Kombunupana tepanmus:
HexcameTa3on 20 mg (M1y eKBUBAJICHT), IPUIIOKEH MPEIH BCIKO HHXECKTHPAHE Ha
DARZALEX uHXeKIIHOHEH pa3TBOp 3a MOJKOKHO Npuiioxkenne. Korato gexcamerazon
e crierUIHUAT KOPTHKOCTEPOU/I B OCHOBHATA CXEMa, JI03aTa JIeKCaMeTa30H B PAMKHUTE
Ha JICYEHNETO 1€ CIYXH KaTo JIEKApCTBEH MPOAYKT, pUjlaral Npean HHXEKTHPAHETO B
mauTe Ha npuioxkenne Ha DARZALEX (Bx. Touka 5.1).
B nuute Ha npunoxenne Ha DARZALEX He TpsiOBa 1a ce mpuiiarat A0NbJIHATSIIHA
creun(pUIHN KOPTUKOCTEPOUIN OT OCHOBHATA CXeMa (Hamp. MPEeJHU30H), KOTaTo
NAMEHTHUTE ca TOJyYMIIN IeKCaMeTa30H (MM €KBUBAJICHT) KaTO JIGKapCTBEH MPOAYKT,
MIpUJIarad Ipeau HHKEKTHPAHETO.
. AnTtunuperuny (mapaueramon 650 mo 1 000 mg)
. AHTHXHCTaMHH (TIEpOpajieH WU HHTPAaBEHO3eH TudeHxuapaMut 25 1o 50 mg unn
CKBUBAJICHT).

Jlexapcmeen npodykm, npunaean cied UHICEKMUpanemo
JlekapcTBeH NPOAYKT, MPUIIaraH Cjell HH)KEKTUPAHETO TPSOBa Ja ce pujiara 3a HaMajsiBaHe Ha prcKa
ot IRRs oT 3a0aBeH THII, KAKTO CIEABA:

- MoHorepanusi:
Ha Bceku ot aBata qHM, CiIeIBAIM BCHYKU HHXKEKIIUHU (KaTO CE 3all0YHE B ICHS CIIe]
WHXKEKIHSTa), TPSAOBa J]a ce MPUII0KH IepopalieH KopTUKocTepoua (20 mg MEeTHIIIPETHU30JI0H
WJIM €KBUBAJIIEHTHA /1032 KOPTUKOCTEPOUJ] ChC CpEIHA MPOABIKUTEIIHOCT HA IEUCTBUE WU
JIBJITOICUCTBAII] B CHOTBETCTBUE C MECTHHUTE CTAHIAPTH).

- Kombunupana tepanmus:
[a ce oOMucIy IpUIOKEHUETO Ha HUCKA /1032 TIepopasieH MeTHIpeaHI30510H (< 20 mg) wiu
EKBHUBAJICHT B JieHs cien nmkekrupaneto Ha DARZALEX. Ako o0ade OCHOBHHSIT
KOPTHKOCTEpOU, criennpryeH 3a cxemara (Hamp. IeKcaMeTa3oH, IPeIHI30H), Ce Ipujara B
neHs cnen umxekTupaneto Ha DARZALEX, nombiHUTeNNEH JIEKapCTBEH MPOAYKT, pUjlaral
CJIe]l TH)KEKTUPAHETO MOKE JIa He € HeoOXouM (BXK. Touka 5.1).

AKo nanueHTbT He noiayur 3HauuTeaHu IRR ciaeq nbpBUTE TpU MHKEKIINH, IPUIIOKEHHUETO Ha
KOPTHUKOCTEPOUAN CIIE] MHXKEKITUATA (C M3KITIOYCHIE Ha KOPTUKOCTEPOUIUTE OT OCHOBHATA CXeMa Ha
JICYCHUE) MOXKE Ja Ce TIPEyCTaHOBH.

OcBeH TOBa, MMPH MALMEHTH ¢ aHAMHE3a 3a XpOHUYHA 00CTPYKTHBHA OenoapoOHa OosiecT, TpsiOBa aa
ce OOMUCITH MPUJIAraHeTo Ha JICKAPCTBECH MPOIYKT, MPHIIAraH CJIe HHXCKTUPAHETO, BKITIOYUTEITHO
KPaTKOACHCTBAIIM U IBJTOACHCTBAIIM OPOHXOAUIATATOPY M MHXANATOPHU KopTHKOcTepouan. Cren
I'bPBUTE YETUPHU UHXKEKIMH, aKO MTALUEHTHT HiMa TeKKU IRRS, punoxeHneTo Ha HHXaJIaTOpHA
JIEKapCTBEHU MPOAYKTH CJIe MEKEKTUPAHETO MOKE J1a Ob/Ie TIPEKPATEHO 10 MPEIeHKa Ha JIeKaps.

Ipoghunaxmuxa na peaxmugayusima Ha xepnec 30Cmep GUPYc

Tps0Ba 1a ce 0OMUCITN aHTUBHPYCHA MPOQIIAKTHKA 32 TIPEBEHIINS Ha PEAKTHUBAIIMATA Ha XepIiec
30CTEp BUPYC.
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CHeLII/IaJ'IHI/I nonyJialnnun

Bvopeuno yepedcoane

He ca npoBexnany opunyaiHy Mpoy4YBaHus Ha AapaTymymad MmpH NarueHT ¢ 0b0peuHo yBpekKaaHe.
B®3 ocHoBa Ha nomynanmonau gapmakokuHeTnday (PK) ananusu He € He00X0AMMO KOpUTHUpaHe Ha
J103aTa MpH NalUeHTH ¢ O0bOPEUYHO yBpexkKIaHe (BX. Touka 5.2).

Yeproopobro yepedxcoane

He ca npoBexxaann odunmaidu MpoydBaHus Ha qapaTymymad mpH MareHTy ¢ YepHOAPOOHO
yBpexaane. He e HeoOX0oaMMO KOpUTHPaHE Ha J103aTa MPH MalMEHTH ¢ YePHOAPOOHO YBpEKIaHe (BK.
TOoYKa 5.2).

Cmapuecka 6v3pacm
He e HeoOxomumMo KopurupaHe Ha qo3ara (Bxk. Touka 5.2).

Tleouampuuna nonyrayus

bezonacHoctTa 1 eukacHoctta Ha DARZALEX mipu nera Ha Bb3pact noj 18 roguHu He ca
YCTAaHOBEHHU.

JIumicBar gaHHU.

Tenecno meano (>120 kg)

[Ipoyyenu ca orpannueH Opoil mauueHTy ¢ TesiecHo Terao >120 kg npu u3non3Bane Ha GUKCUpaHa
no3a (1 800 mg) DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOAKOKHO MMPHUIIOKECHUE U ePUKACHOCTTA
NPY TE3W NalMeHTH He € ycTaHoBeHa. [loHacTosmeM He Moe J1a Ob/ie IPenopbYaHo KOPUTUPaHE Ha
Jl03aTa B3 OCHOBA Ha TEJIECHOTO TETJIO (BXK. TOUkH 4.4 1 5.2).

HauuH Ha npunoxxkenue

DARZALEX 3a noAaxoHO NPUIOKEHNE HE € TpeJHa3HaueH 32 HHTPaBEHO3HO MPUJIOKEHHUE U TPsiOBa
Jla ce Mpujiara caMo 4pe3 IOAK0XKHA MHXKEKIIMA, KaTo ce U3I0JI3BaT yKa3aHuTe A03u. Buxre Touka 6.6
3a CIIeIUANIHU MPEANa3Hu MEPKH MPEAN TIPUTIOKEHHE.

3a nma ce n30erHe 3amynIBaHe Ha UTJIaTa, MPUKpEIeTe XUIOAepMaTHATA HHXKEKIIMOHHA UTTIa WITH
HaOOpa 3a MOJAKOXKHA HH(PY3USI KbM CIPHHIIOBKATA HETIOCPEACTBEHO MPEAN HHKEKTHPAHETO.

HNnkextupaiite 15 ml DARZALEX nHkeKIIMOHEH Pa3TBOP 32 MOAKOKHO NPHJIOKEHNE B
MOJIKOKHATA ThKAaH HAa KopeMa NpuOJIM3UTEeTHO 7,5 cm BASCHO WJIH BJSIBO OT TbIIA B
NpoAbJKeHre Ha Npudau3uTeano 3-5 munytu. He nmxektupaiite DARZALEX umkekumonexn
Ppa3TBOp 3a MOJKOKHO MPWIOKEHNE HAa JPYTH MECTA Ha TSUTOTO MOPAIH JIUIICA HA JaHHHU.

MecraTa Ha HHXXEKTHpaHe TpsiOBa Jla ce peAyBaT MPHU MOCIIEAOBATEITHUTE NHKCKIIUH.

DARZALEX nHXEKIHOHEH Pa3TBOP 32 MOAKOXKHO MPUIIOKEHHE HEe TPsIOBAa HUKOTA J1a C& MHKEKTHPa
B YYacTbIIH, KBJIETO KOXKATa € 3a4epBeHa, HACHHEHA, YyBCTBUTEIIHA, BTBBP/ICHA, HJIH B YYaCTBIIU C
Oenesn.

AKO ManyeHThT U3NUTBa 00JTKa, MPEKbCHETE 32 MAJIKO MK 3a0aBeTe CKOPOCTTa Ha MHXKEKTHpaHe. B
ciydaii ye 0oskara He ce 00JIeKUHr OT 3a0aBsiHe Ha WHXKEKIUATA, MOXKE Jia ce u30epe BTOPO MSCTO Ha

WHIKCKTHPAHC OT ApyraTa CTpaHa Ha KOpEMa, 3a 1a C€ MHKXCKTHUPA OCTaHaJlaTa A034.

ITo Bpeme Ha neuenne ¢ DARZALEX WH)XEKIIMOHEH pa3TBOP 3a MOJKOKHO MPHIOKEHUE HEe
MIpUJIaraiiTe Ipyry JEKapCTBEHU MPOIYKTH 3a MOAKOKHO MPHUIIOKEHHUE HA CBIIOTO MACTO.

4.3 IIpoTuBomoKa3zaHusA

CBpPBXUIyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO WJIM KbM HAKOE OT TOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.
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4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3Hl MEPKH IIPH ynoTpeda

IIpocnenumoct

3a na ce mogoOpHU MPOCIEAUMOCTTa HAa OMOJIOTUIHUTE JICKAPCTBEHU MPOAYKTH, UMETO U APTUIHUSAT
HOMED Ha MPUJIOKEHUS MPOAYKT TPsIOBa SICHO J]a ce 3aIuCBaT.

Peaknun, cepp3anu ¢ uady3usITa

DARZALEX WHXEKIIMOHEH Pa3TBOP 32 MOJKOKHO MPUIIOKEHUE MOXKE J]a MIPEU3BUKA TEXKKH U/HITH
cepuosnu IRRs, BkimounTenno aHapuIakKTHYHN peakuy. B KIMHUYHUTE NPOYYBaHUS
npubnmsuterHo 9% (74/832) or nanuenture ca moyumin IRR. TToeuero IRRs HacThmBaT cnen
bpBaTa UHKEKIMS U ca oT crerned 1-2. IRRs, Bp3HUKBAIIM NPH MOCTIeIBAIINTE WHKEKIIUH, ca
HabOmonaBanu mpu 1% ot nanuentuTe (BX. Touka 4.8).

Menuanata Ha BpemeTo 10 nosiBata Ha IRRs cinen nmkexkmmst c DARZALEX e 3,2 yaca (nuamnazox
0,15-83 gaca). [loseueto IRRs HacThmBar B fieHs Ha iedeHneTo. IRRs oT 3a0aBeH THI HACTHIIBAT TIPH
1% oT manmeHTHTE.

IIpu3nanure n cumnromute Ha IRRs Moke 1a BKIIFOUBAT peCIMPATOPHU CUMIITOMU, KaTO HAIp.
Ha3aJIHa KOHT'€CTHs, KalllJIMLA, IPa3HEeHEe Ha I'bPJIOTO, aJICPTUYeH PUHUT, CBUPKAIIY XPUIIOBE KAKTO U
UpEKCHs, 00JIKa B ThPANTE, ChbPOEK, CTYACHU TPHITKH, TOBPbBIAHE, Ta/ICHE XUIIOTOHHS U 3aMBITICHO
3penne. HabmogaBanu ca TeKKH peakiyu, BKITOYUTEIIHO OPOHXOCIIa3bM, XHITOKCHS, TUCITHES,
XHUIEPTOHHUS, TAXUKAPAUSI U OYHH HEXKEJIAHH PEaKUry (BKIIOUHUTEIHO XOPOUJaJICH U3JIUB, OCTPa
MHOIIHS U OCTPa IJIayKoMa ChC 3aTBOPEH BI'bJI) (BXK. TOUKa 4.8).

[ManmenTu TpsOBa na ce MpeMeUKUPAT C AHTUXUCTAMIHYN, aHTUITMPETUIIM U KOPTUKOCTEPOU T KaKTO
U J1a ce mpociensaBar u koHcynrupart 3a IRRs, ocoGeno mo Bpeme Ha 1 ciie mbpBara 1 BTopaTa
WHXKEKIU. AKO HACTBHIH aHA(DUIAKTHYHA peaKIysl WM )KUBOTO3acTpalaBany (cTenex 4) peakym,
He3a0aBHO TpsOBa Ja ce 3aIoyHaT NOAXO0 IO cremHo eyeHue. Tepamusita c DARZALEX tpsibsa
Jla ce MPeyCTaHOBU He3a0aBHO M OKOHYATENHO (BXK. TOUKU 4.2 U 4.3).

3a na ce Hamanu pucksT OT IRR oT 3a0aBeH THII, HA BCUYKH MALUCHTH CJICI HHXKEKIIHS C
DARZALEX Tps0Ba a ce mpuiioxart nepopasHo KOPTUKOCTepouau (Bxk. Touka 4.2). Ilpu manuentu ¢
aHaMHe3a 3a XpOHWYHA 00CTPYKTHUBHA OeJI0ApOOHa OOJIECT Ciie] MHKEKLUATa MOXKE J]a C€ HATO0XKU
NPUIIOKEHHUE Ha OMIBITHUTEHH JIEKAPCTBEHU TPOIYKTH 32 OBJIAJSIBAHE HA PECIIMPATOPHUTE
ycioxxaeHus. [Ipy manueHTHTe ¢ XpOHUYHA 0OCTPYKTHBHA OenoapoOHa OoiecT TpsOBa 1a ce uMa
npeaBH ynotpeda Ha mocTMeIuKays (Hamp. OpOHXOANIATaTOpHU ¢ KPaTKOTPAHO U MPOIBIDKUTETHO
JIEVCTBUE U MHXAJATOPHU KOPTUKOCTEPOHIH) AKO CE MOSBIT OYHH CHMIITOMH, IPEKBCHETE
uHdyszusta ¢ DARZALEX u notbpcere He3abaBHa 0(DTAIMOJIOTHYHA OIIEHKA MPEIU Bh30OHOBSIBaHE
npunoxxennero Ha DARZALEX (Bx. Touka 4.2).

HCVTDOHGHI/ISI/TDOM6OHI/ITOHCHI/IH

DARZALEX Moe a MOBHIIM CIIy4anTe Ha HEYTPOIICHHUSI U TPOMOOLIMTONICHHSI, MHIYLUPAHH OT
OCHOBHaTa Tepanus (BX. Touka 4.8).

[IpHaTa KpBBHA KapTHHA TPsIOBa J1a ce Tpocie/sBa MEPUOIUIHO M0 BpeMe Ha JICUCHUETO B
CBHOTBETCTBHE C KpaTKaTa XapaKTEpHCTUKA Ha MPOTYKTa Ha JIEKAPCTBATa OT OCHOBHATA TEPAIHSI.
[ManmenTure ¢ HEYTpOTIEHUS TPSIOBA Jla ce TPOCiIeIBaT 3a MpU3Hany Ha uHdeknus. Moxe na ce
Hajoxu ornarane Ha DARZALEX, 3a na ce gae Bb3MOXKHOCT 32 BH3CTAaHOBSIBAHE HA KPhBHATA
kapTuHa. [lo-Brcoka yecToTa Ha HEYTpOIIEHH € HaOJII0JaBaHa PH MALMEHTH C TIO-HUCKO TEJIECHO
Teryo, nony4yasam DARZALEX 3a noakoxHo npusoxenue. ToBa obade He € CBBP3aHO C MO-BHCOKA
yecToTa Ha cepro3Hu uHpekun. He ce mpenopbuBa Hamanenue Ha no3ata Ha DARZALEX. [la ce
UMart TpeaBH/I TTOTbPKAIIN TPUXKH ¢ TPaHC(HY3UH UK PACTEKHU (HaKTOPH.

40



Bausnaue IIpHU UHIAHUPCKTCH aHTI/IFHOGVHI/IHOB TECT (I/IHHI/IDGKTGH TCCT HA Coombs)

Haparymymab ce cBbp3Ba ¢ CD38, Hamupaill ce B HUCKa CTEIeH B YepBeHUTE KpbBHU KieTku (RBCs)
Y MOJKE J1a J1aJie TIOJIOKUTeNIeH nHaAnpekTeH Tect Ha Coombs. MeauupaHusT ot 1apatrymymad
MOJIOKUTENIEH HHANPEKTEH TecT Ha Coombs MoKe [1a mepcucTrpa A0 6 Mecewa ciel] ocaeIHOTO
npuiIokeHne Ha napatymyma6. TpsOBa na ce uma npeasun, ye gaparymymad ce cBbp3Ba ¢ RBCs u
MOXe€ J]Ja MaCKHpa OTKPUBAHETO HA aHTUTENA CPelly c1a0u aHTUI'€HU B cepyMa Ha MalleHTa.
Onpenensinero Ha KpbBHaTa rpyna (AB0) u Rh na nauuenra ne ce nonusisar.

ITanmmentute TpsiOBa na OBAAT MOMIOKECHHN HA CKPUHUHT M TUIIM3UPAHE, TIPEIU Ja CE 3all0vHe JICUSHHE
¢ naparymyma0. [Ipenu aa ce 3amoyHe JICUEHUETO C 1apaTyMyMal, MOXKe Ja Ce TIOMHUCIIHU 32
(heHOTUTIMPAHE B CHOTBETCTBHE C MECTHATA MPAKTHKA. [ eHOTUIHPAHETO Ha YEPBEHUTE KPHBHU KIICTKH
HE C€ MOBJIMSABA OT JapaTyMyMmal U MOXKe Jia C€ U3BBPIIH 10 BCAKO BpeMe.

B ciydaii Ha nianupana xeMoTpaHCcy3us, TpsiOBa J1a ce YBEAOMST XeMOTpaHC()y3HOHHUTE LIEHTPOBE
3a TOBa BJIMSHUE NPY MHAUPEKTHU aHTUTIO0YINHOBU TECTOBE (BXK. TouKa 4.5). AKO ce Hajiara CIeurHo
KpBBOTIpENIMBaHe, MOTaT Jia OBbJIaT MpeIMBaHN HETECTBAaHH 10 KpbcTocaH MeToa 32 ABO/RhD-
ceBMecTIMOCT RBCs, chriiacHO NpakTHKHUTE HA JIOKAIHUTE KPbBHU OaHKH.

Bausane IpHu OIIPEACIAHCTO HA IIbJIHHUA OTTOBOP

Hapatymyma0 e yoBemko IgG kana MOHOKJIOHAJIHO aHTHUTAJIO, KOETO MOXKE /1a CE OTKPHE KaKTO C
enektpodopesa Ha cepymuute npotendu (SPE), taka u ¢ umynodukcanus (IFE), nznon3sanu 3a
MOHUTOpPUpPAHE Ha eHJoTeHHUsI M-TipoTenH (BK. Touka 4.5). ToBa BIusHIE MOXe J]a OKaKe e(DeKT mpH
OTIPEIENITHETO Ha ITBJIHUS OTTOBOP U MpOrpecusATa Ha 3a00sIBaHeTO MpH Hikou nauuenTty ¢ IgG kama
MUEIOMEH NMPOTEUH.

PeaktuBupane Ha Bupyca gHa xenatut B (HBV)

[pu nanmentu, nexkyBanu ¢ DARZALEX, ce cho0IaBa peakTHBUpaHEe Ha BUpyca HA XenaTuT B, B
HSIKOHM CITy4aw C JIeTaJeH u3xo1. Ha Bcuuky nmanuenTy Tps0Ba 1a ce HarnpaBu CKPUHUHTOBO
nscnensane 3a HBV npeau 3anousane Ha nedenne ¢ DARZALEX.

[Ipyn manmeHTH ¢ JaHHU 32 MOJOXKUTENEH ceposoruueH pesynrat 3a HBV, nmpocnenssaiite 3a
KJIMHAYHU ¥ J1a00paTOpHY MPU3HAIM 3a peakTrBupane Ha HBV mo Bpeme Ha U B IpoabKEHHE HA
Hall-MaJKo HiecT Mecela ciel Kpas Ha neueHreto ¢ DARZALEX. JlekyBaliTe malueHTUTE B
CHOTBETCTBHE C HACTOSIIUTE KIMHWYHN pbKOBOACTBA. [Ipy KINMMHUYHY MOKa3aHus1, OOMHUCIIETe
KOHCYJITAlMs ChC CHEIMAIUCT B JICUEHUETO Ha XeTaTuT.

[Ipu manmenTu ¢ peaktuBupane Ha HBV, nmokato um ce npunara DARZALEX, nedenueto ¢
DARZALEX Ttps6Ba na ce cripe ¥ J1a ce 3arovHe Noaxoasmo JedeHue. [lonHoBsiBaHeTO Ha
neuennero ¢ DARZALEX, npu nanueHTH ¢ aJiekBaTeH KOHTPOJI Ha peakTuBUpaHeTo Ha HBV, TpsiOoBa
Jia ce 00ChIHU C JIEKapH ¢ OIMUT B JiedeHneTo Ha HBV.

Tenecno Termo (>120 kg)

[Ipu nauuentu c tenecHo terno >120 kg crinecTByBa Bb3MOXKHOCT 32 HaMalleHa e(pUKACHOCT IPU
npunarane Ha DARZALEX MHXEKIIMOHEH Pa3TBOP 3a MOJKOKHO NpUIIoKeHHE (BX. Toukd 4.2 1 5.2).

TloMoIIHH BeliecTna

To3u nekapcTBeH NPOAYKT Chabpxka copouton (E420). [NamueHTn ¢ HaciaeaCTBEHU MpoOIeMH Ha
HermoHocuMocT KbM (pykro3a (HFI) He TpsOBa 1a mpueMat TO3U JIeKapCTBEH MPOIYKT.

To3zu nexkapcTBeH MPOAYKT ChABPAKA U MO-Manko oT 1 mmol (23 mg) HaTpuil Ha 1034, T.€. MOXKE Aa ce
Kake, 4e MPaKTUIEeCKH He ChIbpKa HaTPUU.
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4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYrH (popMH Ha B3auMojelicTBHe
He ca npoBexxnanu npoy4yBaHus 3a B3aUMOJICHCTBUSATA.

Karo IgG1xK MOHOKJIOHATHO aHTHUTSIIO, MAJIKO BEPOSATHO € ObOpevHaTa eKCKpeusl 1 METa0O0IM3MbT Ha
MHTaKTEH JapaTyMyMa0, MeJUHUpaH OT YePHOIPOOHUTE EH3UMH, /1A IPEICTABISBAT OCHOBHU ITbTHUILA
Ha enuMuHHpaHe. Kato TakuBa, BapualuuTe B JEKapCTBO-METAO00IM3UPAIINTE H3UMH, HE CE OUYaKBa
Jia MOBIUSIIT SJIMMUHMPAHETO Ha Aapatymyma0. [lopanu Bucokust aQUHUTET KbM YHUKAJICH €IUTOI
Bbpxy CD38, napatymymal He ce o4akBa Ja IPOMEHH JIEKapCTBO-META00IM3UPAILINTE €H3UMH.

Kiuuanunute hapMakOKUHETHYHHU OIICHKH C JISKAPCTBEHN (POPMH Ha AapaTymymald 3a HHTPaBEHO3HO
WITH TIOJIKOKHO TIPHIIOKEHHE M JICHATHIOMHE, TOMAJTHIOMHI, TATHIOMHI, O0pTe30MHO, MemdanaH,
npeHn30H, Kapdri3omud, nukinodocdaMua u 1ekcaMeTazoH He OKa3BaT KIIMHUYHO 3HAYAMO
B3aHMOJICHCTBHE OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO * MEXKIY JapaTyMyMal ¥ Te3u HUCKOMOJICKYIHH
JIEKapCTBEHU MPOIYKTH.

BunsHue npu vHAMPEKTEH aHTUINIOOYJIMHOB TecT (MHaupekTed Tect Ha Coombs)

Hapatrymyma0 ce cbp3Ba ¢ CD38 na RBCs u unrepdepupa ¢ TecToBe 3a CbBMECTUMOCT,
BKJIFOUUTEITHO CKPUHUHT 32 aHTUTENAa U KPhCTOCaHa Mpo0a 3a CbBMECTUMOCT (BXK. Touka 4.4).
MetoauTe 32 HaMaJsIBaHE HA BIMSHUETO HA JIapaTyMyMal BKIIOUBAT TPETUPAHE HA EPUTPOLIUTHTE C
pearent autuotpeuton (DTT), 3a na ce paskbca Bpb3Kara ¢ gaparymyma0, Wi APYTH JOKATHO
BaNUAMpanu Metou. Tl KaTo onpeeNsIHeTo Ha KpbhBHA Tpyna mo cucremara Kell cbio e
YYBCTBHUTEIHO KbM Tpetupane ¢ DTT, cien u3kitouBane Wiv HACHTUDHUIMPAHE HA alIOaHTHUTENA,
xorato ce u3non3sat RBCs, tperupanu ¢ DTT, Tps6Ba na 6paat nocrasenu Kell-orpunarensu
eIMHULM. 3a pa3irKa OT TOBa, BUHATH MOJKE J1a c€ MMa NpeABU HEHOTUNHNPAaHE WIIN TeHOTUITUPAHE
(Bk. Touka 4.4).

Bausnaue apu eJ'IeKTDO(bODeBa Ha CCPYMHHUTEC MPOTCHHHU 1 I/IMVHO(bI/IKcaLII/ISI

Haparymymab Moke 1a ce OTKpHe Ipu enekTpodopesa Ha cepymuuTe nporennu (SPE) u npu
umyHopukcanus (IFE), nsnons3sanu 3a MOHUTOpHpaHe HA MOHOKJIIOHAJTHUTE UMYyHOTIOOymuHn (M
nporeuH). ToBa Moxe na noseze A0 ¢anmuBo nojoxutensu pesynrata ot SPE u IFE npu nanmenTtn
¢ IgG xana MuenoMeH MpOTenH, MOBIHUABAIY HAYaIHATA OIIEHKA Ha MIBJIHUSA OTTOBOP CIOpEs
Kputepunte Ha MexxayHapoaHara padoTHa rpyna mo muenoM (International Myeloma Working
Group, IMWG). [Ipu nauueHTHTE € MEPCUCTHPALL MHOTO AOOBP YaCTHUEH OTTOBOP, IPH KOUTO UMa
ChbMHEHHE 32 BIIUSHHE Ha Aaparymyma0, TpsOBa Jla ce 0OMHCIN U3N0I3BaHeTo Ha Banmuaupan [FE
aHanu3, cnenuguyeH 3a JaparyMmyma0, 3a 1a ce pasrpaHuyH AapaTyMyMal OT OCTaHAJINTE €HIOTCHHH
M npoTenHH B cepyMa Ha MallMEHTa 3a YJIECHSABAaHE Ha ONPEIENISHETO Ha MBJIEH OTTOBOP.

4.6 @epTUaAUTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ ACTCPOACH HOTCHLII/IaJ'I/ KOHTpPACInnuAa

Kenu ¢ netepojieH moTeHmnuan TpsAOBa Ja U3MON3BAT €(PEKTHBHA KOHTPAIETIIIHA IO BpEMe Ha U JI0
3 Mmecena cnef cnupane Ha teuyeHueto ¢ DARZALEX.

BpemeHHocT
Januu ot ynotpebaTa Ha JapaTryMmyMa0 mpu OpeMEHHHU KCHU JIMIICBAT HIIM Ca OTPaHHYCHH.
IIpoyuBaHusaTa IPH )KUBOTHU Ca HEAOCTATHUHU 10 OTHOIICHHUE HA PEMPOAYKTHBHATA TOKCHYHOCT (BK.

touka 5.3). DARZALEX He ce npenopbyBa 110 BpeMe Ha OpeMEHHOCT M IIPU JKEHH € IETePOJCH
MOTEHIMAJ, KOUTO HE U3II0JI3BAT KOHTPALCIIIIHSL.

Kopmene

He e u3BecTHO nanu napatyMmymad ce eKCKpeTHpa B KbpMata.
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He morxe 1a ce U3KIII0UM PUCK 32 HOBOPOJAEHHUTE/KbpMaueTaTa. TpsaoBa J1a ce B3eMe peLIeHue Jallu J1a
ce NMpeyCcTaHOBU KbPMEHETO WIIM JIa ce TIPEyCTaHOBH/He ce mpriioxku Tepamusita ¢ DARZALEX, karo
ce B3eMarT NPEABU] T1013aTa OT KBPMEHETO 3a JIETETO U 110J13aTa OT TepalusTa 3a JKeHara.

DepTUnuTer

Hsima Hanu4Hay gaHHM, 32 1a ce ONpPEAeNaT NOTEHIHANHUTE eeKTH Ha JapaTyMyMal BbpXy
(epTriIMTETa IPH MBIKE MITH KEHHU (BXK. TOUKa 5.3).

4.7 EdexTu BbpPXy cnoco0HOCTTA 32 modupane u padora ¢ MAIIMHA

DARZALEX He noBiusiBa WM MOBJIUSABA IPEHEOPSIKUMO CITIOCOOHOCTTA 3a IodupaHe U padora ¢
MaruHy. Mima o6ade choOIIeH s 3a yMOpa IIPH NAIMeHTH, PUEMaIlld JapaTyMyMa0, v ToBa TpsOBa
Jla ce uMa MpeABH IpH IodupaHe U paboTa ¢ MallIuHU.

4.8 Hexenanu JekapcTBeHH peakINU

Pesrome Ha poduia Ha Oe30MacHOCT

Haii-yectute HexxenaHu peaklny Ha 1apaTyMymal (32 HHTPaBEHO3HO WM 32 TIOAKOKHO MPHUIIOKECHUE)
OT BCsiKa cteneH (= 20% OT manueHTHTe), KoraTo ce npuiiara KaTo MOHOTEepanus WId KaTo
KOMOHMHHUpaHO JieueHue, ca IRR, ymopa, rageHe, quapus, 3amnek, MupeKkcHs, Kaluiniia, HeyTPOIIeHus,
TPOMOOIIUTOTICHHS, aHEMHUSI, IepUQepeH eieM, nepudepHa ceH30pHa HEBpOaTHs U MHQEKIns Ha
TOpPHUTE JUXaTeTHH MbTUILA. CepHO3HUTE HEXKENaHH PEAKLUH ca ITHEBMOHUS, OPOHXHT, HHPEKIHS Ha
TOPHUTE JUXATEIHU IIBbTHUILA, CETICUC, 0eoapOOeH OTOK, IPHUII, MUPEKCHUs, JeXUAPATALH, AUapusl,
NpPEACHPIHO MBXKIICHE U CHHKOIIL.

[Ipodpunst Ha 6e30nacHocT Ha DARZALEX 3a moAK0XHO MPUIIOKEHUE € TIOZ00EH Ha TO3H 3a
MHTPAaBEHO3HO MPUJIOKEHHE C M3KITI0YeHNE Ha Mo-Hrckarta yectora Ha IRRs. B nmpoyusane MM Y3012
¢aza 1l HeyTporeHus € eNMHCTBEHATa HEeXellaHa Peakius, ChoOIIeHa ¢ > 5% Mo-BHCOKa YeCTOTa MPH
DARZALEX 3a noaKoXHO NPUJIOKEHNE B CPABHEHHE C MHTPABEHO3HUS apaTyMyMao (creneH 3

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

TabauyeH CIUCHK HA HEXKCIAHUTE PCAKIINN

B Tabnwuma 6 ca 00001eHH HEXENaHUTE PEaKIiK, Bb3HUKHAIN TP MAIEHTH, TIOTy4aBain
DARZALEX — naparymyma0 3a MoJKOKHO MPUIIOKEHUE WIIM MHTPABEHO3HO MPHIIOKEHUE.

Hannaute orpassBat excriozunusata Ha DARZALEX 3a nmoakoxno npuioxenne (1 800 mg) npu

639 naruenTn ¢ MHOXKecTBeH MuesioM (MM). lagaute BKiIrouBaT 260 ManueHT OT aKTUBHO
KOHTPOJIMPAHO KIMHUYHO H3nuTBaHe (nmpoyuBane MMY3012) dasza III, monyuasanu DARZALEX
WH)KEKIIMOHEH pa3TBOP 3a MOJK0KHO NMPHIIOKEHNE KaTO MOHOTepanus U 149 nmanueHTH OT akKTUBHO
KOHTPOJIMPAHO KITMHUYHO npoyuBane ¢aza [II (MMY3013), nonygaBar DARZALEX nonkoxxHo B
KoMOMHaLus ¢ noManuaoMun u aekcameta3oH (D-Pd). JlanauTte oTpa3sBaT v TpH OTKPUTH KIMHUYHU
MIPOYy4YBaHUs, IPH KOUTO ManueHTuTe nomydasar DARZALEX MHXEKIMOHEH pa3TBOP 3a MOJK0KHO
npusokeHne win karo moHorepanusg (N=31, MMY 1004 u MMY 1008), winiu MMY2040, B koeTo
naruentute nonydaBaT DARZALEX WH)XeKIIMOHEH pa3TBOP 3a MOJK0KHO NMPHIIOKEHUE B
KoMOmHanus ¢ bopre3omu0d, Mendanan u npeaan3oH (D-VMP, n=67), neHanumomMun 1 1eKkcaMeTa3oH
(D-Rd, n=65) unu 6opre3omud, neHanuaomun u nekcamerason (D-VRd, n=67). OcBeH ToBa, JaHHUTE
OTpa3saBaT eKCIo3unuiTa Ha 193 maruenT ¢ HoBoAMarHocTuIupana AL amMuion03a oT akTUBHO
KOHTPOJIMPAHO KIMHUYHO npoyuBane ¢asza [II (AMY3001), B koeTo manueHTHTE ca MoTy4aBain
DARZALEX noakoHo B KoMOuHa1msa ¢ 6opre3omuo, nukinopochamun u gexkcamerazot (D-VCd).

JanHuTe 3a 6€30MaCHOCT OTPa3sBaT ChIIO EKCIO3UIINATA HA 1apaTyMyMal 3a HHTPaBEHO3HO

npunoxenue (16 mg/kg) npu 2 324 mauueHTy ¢ MyJATUIUIEH MUeJIOM, BKIrouuTenaHo 1 910 manuenTy,
KOHTO €a MOJTyYHIIH TapaTyMyMal 3a HHTPABEHO3HO MPIJIOKEHNE B KOMOWHAIIMS C OCHOBHH CXEMH Ha
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neueHue u 414 ManrueHTH, KOUTO Ca MOJTYUNIN /:[apaTyMyMa6 34 UHTPABCHO3HO MPUJTIOKCHHUEC KATO

MOHOTCpanus. HOCTMapKeTI/IHFOBI/ITe HCXKCJIaHU pCaKMu ChIO Ca BKIOYCHU.

YecroTHTe ce onpeaeiar kato MHoro yectu (> 1/10), yectu (> 1/100 no < 1/10), veuectu (> 1/1 000
1o < 1/100), penxu (= 1/10 000 1o < 1/1 000 ) u mHoro peaku (< 1/10 000). IIpu Bcsiko rpynupane mno
4eCTOTa, HeKEJIAHUTE JICKaPCTBEHH PEAKIMHU Cca IPEICTAaBeHN B HU3XOSI PEJl 0 OTHOILICHUE Ha

TSAXHATa CEPUO3HOCT.

Tab6aunna 6:

Hesxesanm peaknuu nNpyu NanueHTH ¢ MYJITHILUIEH MHeIoM 1 AL amuiionnosa,

JIEKYBaHHU ¢ 1apaTyMyMad 3a HHTPABEHO3HO WU MOJAKOKHO NMPUJIOKEHH e

Cucremo-opraneH He:xenanu peaxuus YectoTta Yecrtora (%)
KJ1ac Besika creneH 3-4
cTeneH
HNndexuun u Wnudexnust Ha ropHATE Msnoro yectun | 37 2
uH(pecTAIMHU JUXaTeJIHN ITbTUIa?
ITHeBMOHMS" 17 10
Bbponxut® 14 1
Wudexnust Ha MHKOYHUTE Uectu 6 1
BTHIIA
pun 4 1
Cencuc? 4 3
COVID-19* 7 4
[uTtomeranBupycua nuadekuus® | Hewectn <1 <1*
PeakTuBnpane Ha BuUpyca Ha <1 <1
xenarut B?
Hapymennst Ha Heytponenus® Msmuoro wectn | 39 33
KpbBTa M duMpHaTa | TpomOouuTONIEHUSI 29 17
cucTremMa Anemust® 27 12
Jlumdonenus® 14 11
JleBkonenus® 11 6
Hapymennst Ha XunoraMaraooynuHemus® Yectn 2 <1*
MMYHHATA CHCTEMA AnapunakTH4Ha peakius’ Penku - -
Hapymenus Ha Hawmanen anerur MHoro uectu 10 1
MeTald0JIM3Ma H XHNEPriIuKeMust Yectn 6 3
XpaHeHeTo XHmokannueMus 5 1
Jlexuaparanus 2 1*
Icnxuynn bescbpHuE MHoro yectu 15 1"
HapyLIeHHUsI
Hapymennst Ha [lepucdepna cenzopHa MHoro wectn | 26 3
HepBHATA cHUCTEMa HEBPOMaTHS
['naBoGoJue 10 <1*
3amaiiBane Yectn 9 <1*
[Tapectesus 9 <1
CuHKom 3 2"
Cobpaeynn IlpencepaHo mbxAeHE Yectu 3 1
HApYUIEHHUSs
CpaoBu Hapymiennss | XunepToHus® Yectn 9 4
PecniupaTopHn, Kammmna? Mpmuoro yectn | 21 <1*
IPbAHU U Hucnues® 18 2
MeAMaCTHHAIHH benonpoben orox® Yectn 1 <1
HapyLIeHHUsI
CroMalmHo-4YpeBHHA Hunapus MsHoro yectn | 29 4
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3amnek 28 1
Tanene 22 1*
[MoBpshInane 14 1
ITankpearutr® Yectu 1 <1

Hapymienus Ha O6puB MHoro yectu 10 1"

KOKaTa CopOesx Yectn 6 <1*

NOJIKOKHATA ThKAaH

Hapymenus Ha Bonka B repba MHoro uectu 16 2

MYCKYJIHO- MYyCKYJIHH CIa3Mu 11 <1*

CKeJIeTHATA CHCTeMa | Aprpairus 10 <1*

H CbeINHUTEIHATA MyckynHo-cKkeneTHa 00sika B Yectn 6 <1*

TbhbKaH I'bPIUTE

OO0mm Hapymennss 1 | YMopa Msnoro yectu | 23 3

e(eKTH Ha MACTOTO IMepudepen oTox* 22 1

Ha NPHJIOKeHHe I[upexcus 22 1
Acrenus 18 2
CryeHH TPBIIKH Yectn 8 <1*
Peakmun Ha MACTOTO Ha 8 0
UHXEKTUpaHe™

HapansiBanus, Peakuuu, cBbp3anHu ¢

OTpPaBSIHUSA U uHQy3usnTa®

YCJI0KHEHUs, Haparymyma0 3a uHTpaBeHo3HO | MHoro wectn | 39 5

BB3HHKHAJIU B NpUIOKEHHE®

pe3yaTar Ha Hapatymymab 3a HOAKOKHO Yectn 9 1"

HHTEPBEHIUH NpUIOKeHue"

#  Bes crenen 4.

a

0

Ioka3Ba rpynupaHe Ha TEPMHHH.
B®3 ocHOBa Ha MOCTMApKETUHIOBH HEXKEIAHH PEAKIHH.

Peakuunte, cBbp3anu ¢ HHQY3UsITA, BKIIOYBAT TEPMUHH, ONIPE/ICIICHN OT H3CJICI0BATEIUTE KaTO CBBP3aHH C

MHDY3US/MHKEKIUS Ha TapaTyMymao.
Peakiuy Ha MACTOTO Ha MH)KEKTHPAHE BKJIIOUBAT TEPMHUHU, ONPEACIIEHN OT U3CIIEA0BATEINTE KATO CBbP3aHU C
MHIKCKIIMS Ha AapaTyMyMao.

' YecroTa BH3 OCHOBA CaMO Ha IIPOYYBaHHUs Ha 1apaTyMyMab 3a IOAKOKHO Ipwiokenue (N=832).

¢ Yecrora B3 OCHOBA CaMO Ha IIPOYYBaHMs Ha JApaTyMyMal 3a HHTpaBeHo3HO Ipwioxenue (N=2324).

3abenexka: Bp3 ocHoBa Ha 3 154 manueHTH ¢ My aTUIUICH MueIoM U AL aMuiIon103a, JIEKyBaHH ¢ lapaTymymat 3a
HHTPABEHO3HO MM JapaTyMyMa0 3a IMOJKOXKHO IPUIIOKEHHE.
YecroTaTa ce OCHOBaBa Ha MOATrPYIa OT HALIMEHTH, KOUTO Ca MOJTYYHIIH Hai-MaJIKO eIHa 1032 OT IPOYYBAHOTO JICYCHUE
Ha wim ciex 01 despyapu 2020 r. (Haganoro Ha magemusita COVID-19) ot npoyusanus MMY3003, MMY 3006,
MMY3008 u MMY3013.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIINn

Peaxyuu, cevpsanu c ungysuama (IRRs)

B ximHu4HMTE poy4BaHus (MOHOTepanus u komOunupanu jgeueHus; N=832) c DARZALEX 3a
MOJIKOXKHO TIpuiiokeHre yectorata Ha IRRs oT Besika crenen e 8,2% npu mbpBaTa HHXKEKLUS Ha
DARZALEX (1 800 mg, cenmuna 1), 0,4% mipu nmxkeknusta Ha ceaqmuna 2 u 1,1% npu
nocnenpanmTe nHxekun. IRRs crenen 3 ca nabmogasanu mpu 0,8% ot manuenture. Huto eaun ot
manpentute HiMma IRRs cremen 4.

IIpusnanure u cumnromure Ha IRRs Moxke 1a BKIrOUBAT pecIMpaToOpHU CUMIITOMH, KaTo HaIp.
Ha3aJHa KOHTECTHs, KallUINIIA, Ipa3HeHe Ha T'bPII0TOo, ajJepruieH pUHUT, CBUPKAILlM XPHUIIOBE, KAaKTO U
nUpeKcHsi, 00JIKa B ThpANUTE, ChbPOEK, CTYIACHU TPBIIKU, MOBPBILAHE, TaJCHE, 3aMBIJICHO 3pPEHUE U
xunotonus. HabmogaBanu ca TeKKM peakyy, BKIIOYUTEIHO OPOHXOCIa3bM, XUIIOKCHS, AUCITHES,
XUMEPTOHHUS, TAXUKAPAUSI U OYHU HEXKETIAaHHU PeakIiy (BKIIOYUTEITHO XOPOUAAJIEH U3IIUB, OCTPa
MHOIIHA ¥ OCTpPa TJIayKOMa ChC 3aTBOPEH BI'bJI) (BXK. TOUKa 4.4).
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Peaxyuu na macmomo na unsxcexmuparne (PMH)

B kmuanunanTe npoyusanus (N=832) c DARZALEX 3a moaK0oXHO MPUJIOKEHUE YecToTaTa Ha
peakiuu Ha MCTOTO Ha WHKEKTHUPaHE OT BCska crerneH e 7,7%. He ca nabmonaBanu PMMU cremnen 3
w 4. Hait-uectara (> 1%) PMMU e eputem.

HUngpexyuu

[Ipu nanyeHTUTe ¢ MYJITUIUIEH MUEIIOM, TIOJTyYaBallld MOHOTEpAIHs C JapaTyMyMa0, oomara
yecroraTa Ha HHpEKIHH € nono0Ha Mexay rpynure Ha DARZALEX 3a moAK0XHO MPUIIOKEHUE
(52,9%) n napatymyma6 3a uHTpaBeHO3HO npuioxenue (50,0%). Uadekunu ot creneH 3 uinn 4 cbio
BB3HUKBAT ¢ mo1o0Ha yectora npu DARZALEX 3a moakoxuo npuioxenue (11,7%) u napatymymad
3a UHTPaBEeHO3HO npuiiokeHue (14,3%). [ToBeueTo HHPEKIMK ce TIOIaBaT Ha JICYCHUE U PSAKO BOAST
JI0 IpeyCTaHOBsIBaHE Ha jJeyeHneTo. [IHeBMOHMS € Hali-uecTo choOIaBaHaTa HH(QEKIUs CTeTeH 3

WK 4 B IpOyYBaHUATA. B aKTHBHO KOHTPOJIUPAHHUTE MPOYYBAHUS MIPEYCTAaHOBSABAHE HA JICUCHHETO
nopaau MHGEKIUU HacThIBa nMpHU 1-4% ot naruentute. MH(EKIUUTE ¢ JeTaaeH U3X0 Ce IbJKAT
NpeaUMHO Ha MHEBMOHHUS U CETICHC.

[Ipu manueHTHTE C MYJITUIUICH MUEJIOM, ITOJTyYaBali HHTPaBEHO3HAa KOMOMHUpaHa Teparus ¢
Jmapatymyma0, ce cho0IIaBaT KakTo ClIe/Ba:

WNudexkunn crenen 3 v 4:

[poyuBanus Ha peuuanBupaiy/pedpaxrepan nanueTu: DVd: 21%, Vd: 19%; DRd: 28%, Rd: 23%;
DPd: 28%.

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

Wubekuuu crenen 5 (JieTanHu):

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

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

[Ipu manmeHTH ¢ MyATHUILIEH MUEJIOM, ITOTy4aBany komOuHupana tepanus ¢ DARZALEX 3a
MIOJIKOYKHO TIPUIIOKEHHE, C€ ChOOIIABAT CICTHUTE PEAKIIHH:

Wudekuun crenen 3 nim 4: DPd: 28%, Pd: 23%

WNudekunu crenen 5 (meranan): DPd: 5%, Pd: 3%

Jlerenna: D=maparymyma6; Vd=6oprezomub-nekcamera3zon; Rd=nenanmmupomun-nekcamerason; Pd=momanunomum-
nekcameTa3oH; VMP=06opte3omud-mendanan-npeaan3on; VTd= 60pTe30MHO-TaTHIOMUA-IEKCAMETA30H.

[Ipu nauuentu ¢ AL amuiongosa, momydaBaiy komOunupana tepanus ¢ DARZALEX 3a mogkosxHo
IPUIIOKEHHE, Ce ChOOIIAaBaT KaKTO CIIe/Ba:

Crenen 3 wu 4 undexuun: D-VCd: 17%, VCd:10%

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

Jlerenna: D=maparymyma6; VCd= 6opre3oMud- muxinodochamun-gekcamerazoxn

Xemonusza

ChllecTBYBa TEOPETHYCH PUCK OT XeMOJIM3a. T03U CHTHAJI 110 OTHOIIIEHUE Ha 0€30MaCHOCTTA 1IIe ObJIe
0] HEMPEKhCHATO HAOMIOICHUE MPH ChOMpaHE Ha JaHHHU 3a 0€30MaCHOCT OT KIIMHUYHH IPOYYBaHUS
Y IOCTMAPKETHUHIOBU JAHHH.

Covpoeunu napyuwenus u kapouomuonamus, cevp3ana ¢ AL amunouoozama

IToBeuero mauuentu B AMY3001 umat kapauomuonarus, cBbp3ana ¢ AL amunonao3ara, Ha U3X0IHO
HuBO (D-VCd 72% cnpsmo VCd 71%). Cepaeunu HapyieHus crenex 3 win 4 Bp3HukBat npH 11%
ot nanuentute Ha D-VCd B cpaBHenue ¢ 10% ot nanmenTure Ha VCd, T0KaTo cepro3Hu ChpACYHN
HapyILIeHUs1 Bb3HUKBAT NpH 16% crupsmo 13% ot nauuentute chotBeTHO HA D-VCd 1 VCd.
Cepuo3HHTE CHPACYHH HAPYILIECHHUS, BB3HUKBALIH IPpU >2% OT MalMeHTUTE, BKIIOYBAT ChPACUHA
HepoctarbyHocT (D-VCd 6,2% cnp. VCd 4,3%), cepaeuen apect (D-VCd 3,6% copsimo VCd 1,6%) u
npeacspaHo mexaeHe (D-VCd 2,1% cnpsamo VCd 1,1%). Benuku nmanpentn Ha D-VCd, momyunm
CEPHO3HHU WJIH JIETATHU ChPJCUYHHU HApYILIECHHs, UIMaT KapAHMOMUOIIATHsI, CBbp3aHa ¢ AL
aMHIJION03aTa, Ha U3XOAHO HUBO. [lo-rosiMaTa MeanaHa Ha MPOABKUTEIHOCT Ha JICYECHUETO B
pamoro ¢ D-VCd B cpaBHenue ¢ pamoto ¢ VCd (choTBeTHO 9,6 Mecera cripsimo 5,3 mecelia) TpsiOBa 1a
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ce “Ma MpeaBUJ IIPU CPaBHEHHUE HA YECTOTaTa Ha ChPJACYHHN HAPYIICHUS MEKAY IBETE IPYyIN Ha
neyenne. YecTOTUTE, KOPUTHPAHU CIIPSIMO €KCIIO3ULMATA (Opoi allueHTH ChC CHOUTHE Ha

100 marmeHToO-Mecena B puck), OT BCHYKUTE ChpAeYHM HapyiieHus creneH 3 wnu 4 (1,2 crpsimo 2,3),
chpaeuyna HepoctaThbuHOCT (0,5 crpsimo 0,6), cepaeder apect (0,1 crpsamo 0,0) u npencspaHo
mbxkaene (0,2 copsimo 0,1) ca cpaBHUMHE chOTBETHO B pamoTo ¢ D-VCd crpsimo pamoto ¢ VCd arm.

[Ipu Mmeauana Ha npocieassane ot 11,4 Mecenia Beuukute cMbpTHU ciiydau (D-VCd 14% crpsimo
VCd 15%) B mpoyuBane AMY3001 ce ppmkaT npeIMMHO Ha KapJHOMHONATHs, CBbp3aHa ¢ AL

aMHJIon103aTa, B ABCTC paMCHA Ha JICUCHUC.

HDVFI/I CIICIMaJIHHU ITOIYyJIaITu

B npoyuBaneto ¢aza Il MMY3007, xoeto cpaBHsBa jeuenneTo ¢ D-VMP ¢ neuennero ¢ VMP nipu
MAIMEHTH C HOBOAMATHOCTUIIMPAH MYJITHIUICEH MHEJIOM, KOUTO HE ca TOAXO/ISIIH 3a aBTOI0XKHA
TPaHCIJIAHTAIMS Ha CTBOJIOBH KJIETKH, aHATU3BT Ha O€30IIACHOCTTA MPH MOATPYIIATa MAIUSHTH C
(hyHKITMOHAJIEH CKOp 10 cKajnara Ha M3TtouHara koonepaTtnBHa oHKonornyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), choTBeTCTBa Ha 00IIaTa
noryanus (BX. Touka 5.1).

Hayuenmu 6 cmapuecka 6vb3pacm

Ot 3 549 nanueHTH, KOUTO NMOJTyYaBaT JapaTymyMad (n=832 moixkoHo npunoxenue; n=2 717
MHTPaBEHO3HO NPHJIOKEHNE) B MPENOpbUYUTENHATA 1033, 38% ca Ha BB3pacT oT 65 10 mox 75 roauHy,
a 16% ca Ha BB3pact 75 unu noBeve roauHu. He ca HaOmoqapany o01M pa3iuky B €(DeKTHBHOCTTA
BB3 OCHOBA Ha Bh3pacTTa. YecToTaTa Ha CEpHO3HHUTE HEKETaHHU PEAKIINH € TI0-BUCOKA MPH T10-
BB3pPACTHUTE, OTKOJIKOTO IPU MO-MJIaAUTe NanueHTu. Cpell MalueHTUTE ¢ pELUANBHpAI U
pedpakreper MyaTuiieH MueaoM (n=1 976), Haii-uecTUTe CEpUO3HH HEXKEIAHU PEAKLIUH, TOSIBSIBALIH
Ce M0-YeCcTO IPU MAIMeHTH B CTapuecka Bb3pacT (=65 roannn) ca mHeBMOHUS U cerncuc. Cpen
MAIMEHTUTE C HOBOJUATHOCTUIIMPAH MYJITHILIEH MUEJIOM, KOUTO HE Ca MOAXOIAIIH 32 aBTOJI0KHA
TpaHCIJIAaHTALMSI HA CTBOJIOBU KJIETKU (n=777), Haii-uecTaTa cepro3Ha HeXKelaHa Peakuus, KOsATo ce
cpela mo-4ecTo Npy MalMeHTH B cTapuecka Bh3pacT (=75 ronunu), e mueBMoHus. [Ipu manmenTure c
HoBoAmMarHoctunmpana AL ammiongosa (n=193) Haif-uectaTa ceprno3Ha HEKeJIaHA PEAKITHS,
BB3HHUKBAILA IT0-YECTO IIPU XOparTa B cTapyecka Bb3pacT (=65 roAnHu), € MHEBMOHHAL.

C’bO6IIIaBaHe Ha IMoA03HUpaHu HEXKCIIAHHU PCAKITUN

Cpo01aBaHeTo Ha IMOI03UPAHN HEKEJIaHU PEaKLUH CJIe]] pa3pellaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
HPOIYKT € BaxkHO. ToBa I03BOJISIBA 1a IPOABIIKY HAOIIOICHUETO Ha ChOTHOIIEHHETO 110J13a/pHUCK 32
JeKapcTBEHUS MPoaAyKT. OT MEAULIMHCKUTE CTICHUANNCTH CE€ U3MCKBA J]a ChoOIIaBaT BCAKa
N0JJ03MpaHa HeXeJlaHa Peakysl Ype3 HallMOHAIHA CHCTEMa 3a ChOOIaBaHe, II0COYEHA B
IIpunoxenue V.

4.9 TIlpeno3mpane

CHUMIOTOMH U OpU3HALA

JluncBa onuT MO OTHOIICHUE HA MPEAO3UPAHE B KIIMHUYHU MPOYYBAHUS.
JleueHnune
He e u3BecTeH cnenuduueH aHTUIOT P Ipeo3upaHe ¢ AapaTyMmyma0. B ciydali Ha mpemo3upane,

ManucCHTHT Tp51613a Ja ce Ha6nm11aBa 3a IIpyU3HalK Wi CUMIITOMH Ha HEKEIIaHNU pCaKIU U TpHGBa Ja
C€ 3aI104YHEC B€AHAra noaxogamo CUMIITOMATHYHO JICYCHUC.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapMakoTepaneBTHYHA IpyIa: AHTHHEOIUIACTUYHH CPEACTBA, MOHOKJIOHATHU AHTUTENA U KOHIOTaTH
aHTuTsUI0-1ekapcTBo, CD38 (knberepu Ha audepennmanust 38) nunxuduropu, ATC kox: LOIFCO1.

DARZALEX mHXEKIHOHEH Pa3TBOP 32 MOAKOKHO MPUIOKEHUE ChIbPKa PeKOMOMHAHTHA YOBEIIKA
xuanyponugasza (rHuPH20). rtHuPH20 neiicTBa noKaaHO M MpeXxoAHO, KaTO pa3rpakia XHalypoHaHa
((HA), ecTecTBeH TNIMKOAMHHOTIIMKAH, HAMHPAII] CE B SN OpraHU3bM) B eKCTpallelylapHaTa
MaTpuIia Ha MOJKOKHOTO MPOCTPAHCTBO Ype3 pas3lenBaHe Ha Bpb3KaTa MeXIy J1BaTa Buaa 3axapu (N-
alleTUIITIIIOKO3aMHH U TJIIOKYPOHOBA KHcelInHa), Kouto cbeTaiaT HA. tHuPH20 uma nomyxuBot B
koxkara noq 30 munyTH. HuBaTa Ha XuaxypoHaH B MOAKOXKHATA ThKaH ce BPbIIAT KbM HOpMaTa B
pamkuTe Ha 24 110 48 yaca ropaau Obp3aTa OMOCHMHTE3a Ha XUATyPOHaH.

MexaHu3bM Ha IEWCTBUE

Hapatymyma6 e [gG 1k yoBemko MOHOKIOHAITHO aHTUTSUIO (MADb), koeTo ce cBbp3Ba ¢ CD38
MPOTEHHA, EKCIIPECUPAH HA MOBBPXHOCTTA HA KIIETKUTE MPU PEIULIA XEMATOJIOTUYHH 37I0KaU€CTBEHU
3a00JIBaHMs, BKJIFOYUTEITHO KIIOHAHUTE MJIa3MaTHYHU KJIICTKH MTPH MYJITUIUICH MUeJIoM U AL
aMUJION 1033, KAKTO U APYTH BUIOBE KIeTKH U Thkanu. CD38 npoTenH uMa MHOXKECTBO (DYHKITUH,
KaTo pPeLenTop-MeIuupaHa aixe3us, CUrHAIM3alus U €eH3UMHA aKTUBHOCT.

YcTaHOBEHO e, ue aapaTyMmyMal HHXUOHMpa MOIIHO in vivo pactexa Ha CD38-ekcripecupariure
TYMOPHH KJIETKH. B3 OCHOBa Ha in vitro poy4BaHus, AapaTyMyMal MOXKe 1a YIpaXHABa
MHOXECTBEHH e(eKTOPHHU (PYHKIMH, BOACUIN 1O IMyHHO-MEIUUpaHa TyMOpHa KJIEThYHA CMBPT. Te3u
NPOYYBaHUS MMOKa3BaT, 4e JapaTyMymad MOKe JIa HHAYIHpa TyMOpPEH pa3na/] upe3 KOMILIEMEHT-
3aBHCHMa ITUTOTOKCHYHOCT, aHTUTSJIO-3aBUCUMA KJIETHUHO-MEANNpaHa IUTOTOKCUYHOCT U aHTHUTSAIIO-
3aBHCHMa KJIeThYHA (arouros3a npu 3J0KadecTBeHH 3a0omsaBanus ¢ excrnpecus Ha CD38. Exna
cyOnonynanus Ha MueIouaHu cynpecopHu kietkn (CD38+MDSCs), perynaropuu T-kiieTku
(CD38+Tregs) 1 B-xnetku (CD38+Bces) HaMamnsiBa OT napaTryMyMaO-MeIuUpaH KIeThYeH JHU3HC.
UzBectHO € cpiio, ue T knerkute (CD3+, CD4+ u CD8+) excnpecupar CD38 B 3aBHCHMMOCT OT eTamna
Ha pa3BUTHE U CTETICHTa Ha akTUBHpaHe. [Ipu neuenne ¢ naparymyma0 ca HaOMIO1aBaHU 3HAYUTEITHH
yBenuueHus Ha abcomotHus Opoii T-knetku CD4+ u CD8+ u nporieHTa Ha TUMQOIUTUTE B
nepudepHara KpbB U B KocTHUS MO3bK. OcBen ToBa JJHK cekBenupane Ha T-kineTpueH penentop
NOTBBPKIaBa, Ye KJIOHATHOCTTA Ha T-KJIeTKuTe ce yBenu4yaBa pu JIeYeHHE ¢ JapaTyMyMao,
MOKa3BalK{ UMYHOMOYJIHpaIy e(heKTH, KOUTO MOTaT Ja JONpHUHECAT 3a KIMHUYEH OTTOBOP.

Haparymymab naaynupa amnonrosa ing vitro cneq Fc-meauupano KpbcTocaHo cBbp3BaHe. B
JOIbITHEHNE, naparymyMad moaynmupa CD38 eH3nMHaTa akTHBHOCT, KATO WMHXMOWpPA IIUKJIa3HATA
AKTUBHOCT Ha €H3WMa U CTUMYJIHpa XHIPOJIa3HATa aKTHBHOCT. 3HAYMMOCTTA Ha TE3H in Vifro e()eKTH B
KJIMHAYHU YCJIOBHSI, KAKTO U MOCIEIUINTE 3a pacTexka Ha TyMopa, He ca 100pe U3sICHEHH.

dapmakoguHaMU4HU eDEKTH

Knemxu ecmecmeenu youuiyu (NK) u T-xnemxu

3nae ce, ye NK kiieTkuTe ekcrpecupaT Bucoky HUBa Ha CD38 1 ca 4yBCTBUTEIIHU Ha JapaTyMmyma0-
MeIMUpaH KieTh4eH Jn3uc. [Ipu nedyenue ¢ napatymymad ce HaOII0aBa OHKEHHE Ha a0COIOTHHS
opoii u pouent Ha o6murte NK knetku (CD16 + CD56 +) u aktusupanute (CD16 + CD56%™) NK
KJICTKHU B epudepHaTa KpbB U KOCTHHSA MO3bK. BhIlpeku ToBa, n3xoauute HuBa Ha NK kieTkuTe He
MOKa3BaT BPb3Ka ¢ KIMHUYHHUSA OTTOBOP.

HNmMyHOreHHOCT
IIpu nmo-manko ot 1% oT marueHTuTe ¢ MyJATHIUIEH MuesoM U AL aMuiionio3a, IeKyBaHH ¢

MOHOTCpamnus u KOM6I/IHI/IpaHa TCparus C )_'[apaTYMYMa6 34 NOAKOKHO IMPUJIOKCHUC B KIIMHUYHU
IIpoy4BaHus, C€ pa3BUBAT B XOJla HA JICHCHUCTO aHTI/I-Z[apaTYMYMa6 aHTHUTeIa.
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IIpu nanuenTu ¢ myaTumieH MueaoMm 1 AL amunongo3a yectoTaTa Ha MOSIBABAILM CE B X0/Ja Ha
neueHneTo He-HeyTpanusupaniy aHtTu-rHuPH20 antutena e 7,3% (55/750) npu narueHTH, MOTYy9HINA
i MoHoTepanus ¢ DARZALEX 3a 1o xoKHO NPUIIOKEHHE WITH KOMOWHUpaHa Teparus C
DARZALEX 3a nonkoxHo npuioxxenue. AHTU-THuUPH20 antuTenara usrnexaa He MOBIUSIBAT
EKCITO3UIIATA Ha napaTryMyMa0. KimnHUYHOTO 3Ha4YeHne Ha 00pa3yBaHETO Ha aHTH-AapaTyMymal Wi
autu-TtHuPH20 anturena cien neuenune ¢ DARZALEX 3a moaKkoXHO PUIIOKEHUE € HEU3BECTHO.

Kinanuen onmut ¢ DARZALEX MHXEKIIMOHEH Pa3TBOP 3a ITOJKOXKHO Ipriiokenue (popMma 3a
IMOAKOYKHO IPHIIOKEHHE)

Monomepanus — peyuousupan/pegppaxmepen MyimunieH MUeiom

MMY3012, orkpuTto, pangoMusupano npoyusane dasza 1l 3a qokazBaHe Ha He TTO-MaKa e()UKACHOCT
(non-inferiority), cpaBHsiBa epuracHOCTTa U Oe3omacHocTTa Ha jieueHre ¢ DARZALEX uHXEKIIMOHEH
pa3TBop 3a noaxoxHo npuiaoxenue (1 800 mg) copsmo gaparymymad 3a HHTPAaBEHO3HO NPUIIOKEHHE

(16 mg/kg) npu maueHTy ¢ peUUINBUPAI WIN pedpaKkTepeH MyJITHIICH MUEJIOM, [TOTYYHIIN Hail-
MAJIKO 3 MPEIXOHU JTUHUU Ha Teparusi, BKIIOYUTEIHO MpoTeazoMeH nHxuouTop (PI) u
uMyHOMo Iy rpaino jekapcto (IMiD), wim xouto ca aBoitHOpedpakTepHn KbM jedenue ¢ Pl u
IMiD. JleuenneTo npoabikaBa 10 HENPUEMIIMBA TOKCUYHOCT MITH MPOTrpecus Ha 3a00IIBaHETo.

006110 522 nanueHTH ca pangoMuzupanu: 263 B pamoro Ha DARZALEX 3a n0IK0XHO MPHIIOKEHUE U
259 B pamoTo Ha gaparymyma0 3a MHTPaBEHO3HO NpuiIokeHue. M3xonnure geMmorpad)cKku JaHHU U
XapaKTepUCTUKU Ha 3a00JIIBaHETO ca MO00HU MEXITy JBETE TPYIH Ha JeueHne. MeauaHara Ha
Bb3pacTTa Ha MalueHTuTe ¢ 67 rogunu (quamnazoHn: 33-92 rogunn), 55% ca mbxe u 78% ca ot Osutata
paca. Meauanata Ha Ter;oTo Ha nauueHtute e 73 kg (quanason: 29 — 138 kg). [lanuenTure ca
noiayuniu 4 (Meauana) npeaxoaHu JMHUY Ha Tepanusi. O0mo 51% OoT manueHTHTe UMaT MpeaxoaHa
aBTOJIO’KHA TPaHCIUIAHTAIIMS Ha CTBOJIOBU KjeTkH (autologous stem cell transplant, ASCT), 100% ot
MAIMEHTUTE ca JICKyBaHU npeau ToBa u ¢ P, u ¢ IMiD, 1 noBeueTo nanueHTy ca pepakTepHu Ha
npeaxoaHa CUCTeMHa Tepanus, BKounTeaHo U Ha PI, u na IMiD (49%).

[IpoyuBaHeTo mocTura CBOUTE CHITbPBUYHU KpailHu Touku — obmra crened Ha otroBop (ORR) ciopen
Kkputepuute 3a orroBop Ha IMWG (Tabimua 7) u makcuManta Cirough IPEAH NPUIIATAHUTO HA A03aTa

oT UKBA 3 neH 1, (Bk. Touka 5.2).

Tabanna 7:  OcHOBHH pe3yaTaTu oT npoyusane MMY3012
Japarymymab 3a | Jlaparymyma0 3a
MOJKOKHO HHTPaBEHO3HO
NpUJI0KEeHne NpUJI0KEeHne
(N=263) (N=259)

IIbpBHYHA KpaiiHA TOYKA

06111 otroBop (SCR+CR+VGPR+PR), n (%)*

108 (41,1%)

96 (37,1%)

95% CI (%)

(35,1%; 47.3%)

(31,2%; 43,3%)

ChOTHOLIEHHE Ha CTeNEeHuTe Ha 0TroBop (95% CI)°

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

CR wimn mo-1o6wp, n (%)

5(1,9%)

7(2,7%)

Mmuoro no0bp yactuuer orrosop (VGPR)

45 (17,1%)

37 (14,3%)

Yactuyen otrosop (PR)

58 (22,1%)

52 (20,1%)

BropuyHa kpaiiHa ToO4Kka

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

33 (12,7%)

89 (34,5%)

[pesxxuBsieMocT O€3 MpOrpecHs, MECEIH

Menauana (95% CI)

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

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

Koedwuruent Ha puck (95% CI)

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

Bb3 ocHOBa Ha intent-to-treat momynamus
6

B
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Crnen mpocnensBane ¢ Mmeauana 29,3 mecena, menuanata Ha OS e 28,2 mecena (95% CI: 22,8; NE) B
pamoro Ha DARZALEX 3a monkoxxHo npuinoxenne u 25,6 mecena (95% Cl: 22,1; NE) B pamoTo Ha
JapaTyMmyMa0 3a HHTPaBEHO3HO MTPHUJIOKEHHE,

Pesynrarute 3a 6€30MaCHOCT ¥ TIOHOCHMOCT, BKIIFOUHUTEITHO MTO-HUCKOTO TETJIO Ha MAIlUeHTHUTE,
ChOTBETCTBAT Ha M3BeCTHH Mpodui1 Ha Oe3onmacHocT Ha DARZALEX 3a moak0oXHO IPUIIOKEHHUE U

Ha AapaTyMyMa0 3a HHTPAaBCHO3HO NPUIIOKEHHUE.

Pesynrarure ot Mmoguduumpanus CTSQ, BEIPOCHUK 3a pe3yATaTUTe, ChOOIIECHH OT NAIUEHTHTE,
KOMTO OLIEHsBA yIOBJIETBOPEHUETO Ha MAIUEHTUTE OT TepalusTa, IOKa3BaT, Ye MalueHTHTE,
nosy4daBamii DARZALEX 3a moiK0XHO NPUIOKEHHE, ca [TO-yIOBIETBOPEHU OT TEpANusITa CH B
CpaBHEHHE C MalMEHTHTE, TOTyYaBally JapaTyMyMal 3a HHTPABEHO3HO MpHiiokeHue. OTKpUTHTE
Npoy4BaHusi 06adye Morar Ja ObJaT NpeIMET Ha MIPUCTPACTHA OLICHKA.

Kombunupanu mepanuu npu mynmunier muenom
MMY2040 e oTKpUTO KIMHAYHO MPOYYBaHE, OLEHSBAII0 eUKACHOCTTa U 0€30MacHOCTTa Ha
DARZALEX 3a noaxoxHo npuinoxenue 1 800 mg:
- B KOMOHMHaIus ¢ 6opre3oMud, Mendanan u npenauson (D-VMP) npu naunenTu c

HOBOJIMATrHOCTHIIMPAH MYyJITUIIICH MUeIOM (MM), KOUTO HE ca TTOIXO TSI 32

TpaHcIUIanTanus. Bopre3oMub ce mpuara 4pes3 MoAKOKHA MHKEKIUs B g03a 1,3 mg/m?
TEJIECHA MOBBPXHOCT ABA IbTU CEAMUYHO B ceaMuuu 1, 2, 4 u 5 npe3 mbpBUs 6-cCeAMUYEH
IUKBI (IUKBI 1; § M03M), OCIeIBaHO OT MPHIIOKEHUE BEAHBXK CEMUYHO B ceamunu 1, 2, 4 u
5 3a ome oceM 6-CeMUYHY IUKBIa (LUK 2-9; 4 1031 Ha nuKEI). Mendanan B 1o3a 9 mg/m?
¥ TIPETHU30H B 033 60 mg/m’ ce mpuiiarat nepopaiHo B aHu 1 10 4 OT JeBeTTE 6-CEqMUYHK
rukbia (i 1-9). Jlesernero ¢ DARZALEX 3a mo/Ik0KHO TPUIIOKEHUE TPOIBIDKABA JI0
MIPOrpecHs Ha 3a00JIIBAHETO MIIM HEMPUEMIINBA TOKCHYHOCT.
- B KOMOMHAIIUS C JICHATUAOMUI U aekcamera3oH (D-Rd) npu nanueHTH ¢ peuuauBupa Wi
pedpaxreper MM. Jlenanmunomu (25 mg BeIHBX THEBHO NepopaiHo B gHU 1-21 oT
MHOTOKpPATHU 28-THEBHHU [4-CeIMUYHH | IIUKIIM) Ce MpHJIara ¢ HUCKa J103a IeKCaMeTa30H
40 mg/ceamuiia (MK ¢ HaMajeHa 103a ot 20 mg/cenMuIia MPH MAKUEHTH > 75 TOAMHU WK
BMI <18,5). Jleuernneto c DARZALEX 3a moaKoKHO MPIIIOKEHUE MPOIBIIKABA JI0 TPOTPECHs
Ha 3a00JISIBAHETO MITH HETIPHEMITUBA TOKCUIHOCT.
- B KOMOHMHAIS ¢ 60pTe30MHU0, JieHamuaoMu/ 1 aekcamerazon (D-VRdA) npu nanmenTn ¢
HOBOJIMarHOCTUITUpaH MM, KOUTO ca ITOAXOISIIN 32 TpaHCIUTaHTaus. bopresomu6 ce npuara
4pe3 MOAKOMKHA MHKEKIMsA B 1032 1,3 mg/m’ TeiecHa MOBBPXHOCT JBa IBTH CEIMUYHO B
ceqmurty 1 u 2. Jlenanumomus ce mpuiiara IepopaiHo B 103a 25 mg BEAHBK JHEBHO B THU |-
14; nexcameTa3oH ce mpuiara B HEcKa j03a oT 40 mg/ceamuna B 3-cenMuanu nukiau. Oomara
MPOIBIKUTETHOCT Ha JICUCHHUE € 4 LUKBbIIA.

Bxrouenu ca o6mio 199 namuentu (D-VMP: 67; D-Rd: 65; D-VRd: 67). Pesynrarute 3a eukacHOCT
Ce OMpeneNAT OT KOMIIOTHPEH aJrOpuThM NpH Npuiarane Ha kpurepunte Ha IMWG. IlpoyuBanero
MIOCTHTa CBOsITa MbpBUYHA KpaiiHa Touka ORR 3a D-VMP u D-Rd u mbpBruHaTa KpaiiHa Touka
VGPR wunu nmo-no0wp 3a D-VRA (Bx. Tabmuna 8).

Ta6amna 8:  Pesyararu 3a epukacHocT oT npoyusane MMY2040
D-VMP (n=67) D-Rd (n=65) D-VRd (n=67)
061 otroop (SCR+CR+VGPR+PR), n (%)* 60 (89,6%) 61 (93,8%) 65 (97,0%)

90% ClI(%) (81,3%; 95,0%) | (86,5%;97,9%) | (90,9%; 99,5%)
Heocmopum mresieH otrosop (sCR) 13 (19,4%) 12 (18,5%) 6 (9,0%)
[Tenen orroop (CR) 19 (28,4%) 13 (20,0%) 5(7,5%)

MHoro n106bp yactuder otrosop (VGPR)

20 (29,9%)

26 (40,0%)

37 (55,2%)

Yactuyen otrosop (PR)

8 (11,9%)

10 (15,4%)

17 (25.,4%)

VGPR nnmn mo-mo6sp (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%)
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D-VMP = [laparymyma0-60opre3oMud-mendanan-npennu3on; D-Rd = J[lapatymyma0-neHanuagoMmua-aekcameraszon; D-VRd
= Jlapatymyma6-060pTe30Mu0-IeHaTIOMUI-IeKcameTa3oH; Japarymymad = DARAZALEX 3a MoJK0KHO MPHIIOKCHUE;

Cl=noBepuTeneH HHTEPBAL.

?  Bwb3 0CHOBA Ha JIEKyBaHU y4aCTHUIIH

Kombunupano neuenue ¢ nomanudomuo u dexcamemasou (Pd):

IIpoyusane MMY3013 e oTkpuTO, paHAOMU3NPAHO, AKTHBHO-KOHTPOJIMPAHO KIMHUYHO IPOYYBaHE
¢aza III, mpu koeto ce cpaBHsBa neueHne ¢ DARZALEX 3a noakoxuo npunoxenue (1800 mg) B
KOMOMHALUS ¢ TOMAIMAOMHII M HUCKa 71032 AekcameTazoH (D-Pd) ¢ neyenne ¢ moManuaoMusa 1 HUCKa
no3a gekcametaszoH (Pd) mpu manueHTH ¢ MyJITHIIEH MHEJIOM, KOUTO ca TOIY4MId Hal-MaJKo eHa
NpeX0Ha JIMHUS Ha JIeYeHHE C JICHATHIOMU U ipoteazomer naxuodutop (PI). [lomanumnomua (4 mg
BEJIHHK THEBHO MIEPOPaAHO Ha JeH 1-21 oT moBTapsiu ce 28-nHeBHH [4-CeIMUYIHH | [IUKITH) Ce
npuiIara ¢ HICKa J103a MepopajieH Wik HHTPaBeHO3eH JekcaMeTa3oH 40 mg/ceqmuua (MM HaMaieHa
no3a 20 mg/ceamuIiia mpu MaueHTy >75 rogunan). B nuute Ha npunarane Ha DARZALEX 3a
MOJIKO’KHO TIPUIIOKEHHE Ce JIaBa IeKcaMeTa3oH B Jo3a 20 mg KaTo JeKapCcTBEH MPOAYKT 3a
MIpEMEINKALMs, a OCTAHAIIOTO KOJIMYECTBO CE JaBa B JIEHS Cliel MpHIoKeHueTo. [Ipy nanueHT Ha
HaMaJIeHa /1032 IeKCaMeTa30H [snaTa fo3a 20 mg ce JaBa KaTo JIEKApCTBEH NMPOIYKT 3a
npemenukaius Ha DARZALEX 3a moakosxao mprmiiokerre. Kopeknuu Ha go3aTa Ha MOMATHIOMU |
JIEKCaMETa30H ce MpHIarat Cropes KpaTkaTa XapakTepHcTHKa Ha MPoIyKTUTe. JledeHnero B qBeTe
pameHa npoabKaBa JI0 porpecusi Ha 3a00JsIBaHETO WM HETIPUEMIIMBA TOKCUYHOCT.

Pannomusupanu ca o61io 304 naruentu: 151 B pamoto ¢ D-Pd u 153 B pamoro ¢ Pd. B npoyusaneTo
ca BKJIFOYEHH MAIMEeHTH ¢ JOKYMEHTHPAHU TaHHU 3a MPOrpecus Ha 3a00IIIBaHETO M0 BpeMe Ha WIIH
clIeqT TIoCiIeTHaTa CXeMa Ha JieueHure. [lanuenTu ¢ oOpuB > cTeneH 3 1Mo BpeMe Ha MPeIXoaHa Teparus
ca M3KJII0YBAHU B CHOTBETCTBHE C KpaTKaTa XapaKTEepHUCTHKA Ha MPOAYKTa Ha IIOMAIUIOMU/I.
W3xomuuTe nemorpadcku MaHHY U XapaKTEePUCTUKUTE Ha 3a00JISBAHETO Ca CXOIHHU MEXITY JIBETE
Tpyny Ha JiedyeHrne. MenuaHaTa Ha Bh3pacTTa Ha MAIMEeHTUTe € 67 ToAnHu (Iuana3oH 35 10

90 romuun), 18% ca > 75 roguan, 53% ca mbxke u 89% ca ot eBpornenHaTa paca. MeauaHnaTta Ha
MPEIXOAHUTE JIMHUYU Teparus, KOSATO NAllMEHTUTE ¢a MOJYYHId, ¢ 2. BCHUKY NallMeHTH ca MoTyYniIu
MIPEIXOHO JiedeHne ¢ nmporeazomeH naxuodurtop (PI) u nemanumomun, a 56% oT manueHTHTE Ca
MONTYYHIIA TIPEIXOAHA TPaHCIUTaHTaIus Ha cTBojioBH KieTku (ASCT). [leBeTneceT u miect mporeHTa
(96%) oT malMeHTHTE Cca MOJIYYHIH MPEAX0IHO JIeueHHe ¢ OopTe3omMud. [ToBeueTo marMeHTy ca
pedpaxrepuu Ha nenamunomun (80%), Ha PI (48%) nnm u Ha UMyHOMOTynaTop, 1 Ha P1 (42%).
Enunanecer mporeHTa OT MAIUeHTUTE ca MOMyYWiIH | MpeaxoiHa TUHYSI Ha JICUYSHHE, BCUIKH ca
pedpakTepHr Ha neHanUAOMU, a 32,4% ca pedpakrepHu u Ha neHaaugoMu, ¥ Ha PI. E¢ukacHoctra
€ OlleHeHa upe3 MpexuBsieMoctTa 6e3 nporpecus (PFS) Bb3 ocHOBa Ha kpuTepuuTe Ha
MesxaynaponHara padotsa rpyna no muenom (IMWG).

[Ipn menuana Ha npocneasBane 16,9 mecerna nbpBuyHUAT ananu3 Ha PFS B mpoyuBane MMY3013
MOKa3Ba CTATUCTUYECKH 3HAYMMO TIojo0peHue B pamoto ¢ D-Pd B cpaBHeHue ¢ pamorto ¢ Pd;
meauanata Ha PFS e 12,4 mecena B pamoto ¢ D-Pd u 6,9 mecenia B pamoto ¢ Pd (HR [95% CI]: 0,63
[0,47; 0,85]; p-croiinocT = 0,0018), koeTo mpeacrasisaBa 37% HaMaIsIBaHE Ha pHUCKa OT IPOTpecus Ha
3a00IIIBaHETO WM CMBPT NPHU NAMEeHTHUTE, JieKyBanu ¢ D-Pd, cnpsmo Pd.
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®urypa 1: Kpusu Ha Kaplan-Meier 3a PFS B npoyusane MMY3013
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M3BBpIIIeH € AOTBIHUTENISH IUTaHUpaH mociieasany ananus Ha OS ciieq; Menrana Ha TIpocie/IsiBaHe
39,6 mecena. [Ipu 57% nannu 3a OS 3a MIaHUPAHOTO BpeME Ha MpocieasBaHe, Mearanara Ha OS e
34,4 mecemna B pamoto ¢ D-Pd u 23,7 mecena B pamoro ¢ Pd (HR [95% CI]: 0,82 [0,61; 1,11]).

JonbaHuTennyu pe3yaTati 3a epukacHoct ot npoyusane MMY3013 ca npeacraBenu B Tadbauna 9 no-
JO1Iy.

Tadauna 9:  Pesyararu 3a epukacHocT oT npoyusane MMY3013*

D-Pd (n=151) Pd (n=153)
0611 otroBop (SCR+CR+VGPR+PR) n(%)* 104 (68,9%) 71 (46,4%)
P-croitHoct® <0,0001
Heocnopum mbiieH otrosop (sCR) 14 (9,3%) 2 (1,3%)
[Ienen otroop (CR) 23 (15,2%) 4 (2,6%)
Mmuoro no0bp yactuuer orrosop (VGPR) 40 (26,5%) 24 (15,7%)
Yactuuen otrosop (PR) 27 (17,9%) 41 (26,8%)
YectoTa Ha oTpunaresno MRD® n(%) 13 (8,7%) 3 (2,0%)
95% CI (%) (4,7%; 14,3%) (0,4%; 5,6%)
P-cToitHocT" 0,0102
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D-Pd=pnaparymymab-nomanugomMua-aekcamerason; Pd=nomanugomun-nexcamerazod; MRD=MHHUMAaIHO OCTaTHYHO
3abomsiBane; CI=noBepuTEICH HHTEPBAT
a

6

Bb3 ocHOBa Ha intent-to-treat momynamus
p-cToifHoCT OT xu-KkBaapar Tect Ha Cochran Mantel-Haenszel, kopurupan 3a crpatudukanioHHu hakTopu

®  Yecrorara Ha orpuuarenso MRD ce ocHOBaBa Ha intent-to-treat momynanus 1 opar ot 107

T p-croiiHocT oT Tounus TecT Ha Fisher.

[Ipu pecnonaepute MearanaTa Ha BpeMeTo A0 oTroBop € 1 mecen (auanaszon: 0,9 no 9,1 mecena) B
rpynata ¢ D-Pd u 1,9 mecena (auanason: 0,9 no 17,3 mecena) B rpynara ¢ Pd. Menuanata Ha
MPOABKUTEITHOCT Ha OTIOBOpPA HE € JocTurHara B rpynara ¢ D-Pd (quanaszon: 1 mo 34,9+ mecenia) u
e 15,9 mecena (nnanazon: 1+ mo 24,8 mecena) B rpynara c¢ Pd.

Kombunupano nevenue ¢ bopmesomuob, yuxnogpocpamuo u oexcamemason npu nayuenmu ¢ AL
amunouoosa

B npoyusane AMY3001, oTkpuTo, paHAOMH3UPAHO, AKTUBHO-KOHTPOJIMpaHo npoyusane ¢asa IlI, ce
cpaBHsBa neueHrie ¢ DARZALEX 3a nojxoxHo npunoxenne (1800 mg) B komOWHamus ¢
oopte3oMud, nmuknodochamun u nekcameraszon (D-VCd) ¢ nedenue ¢ 6opTe3oMud, nukiodochamua
u nexcamera3oH (VCd) caMocTosSTeTHO pH MAMEHTH ¢ HOBOAMArHOCTUIMpaHa cucteMaa AL
amunonno3a. Pangomusupanero e crparuduunpano no Cucremara 3a cTagupane Ha ChbpACUHUTE
uzMenenus npu AL amunonsosa (AL amyloidosis Cardiac Staging System), 10 Abp>aBH, KOUTO
OOMKHOBEHO IpeAjiaraT aBTOJI0KHA TPAHCIUIAHTALKMs Ha cTBOJIOBH KieTku (ASCT) mpu mauueHTu ¢
AL amwunonsios3a u o 0b0peuHa QyHKIUA.

Bceuuku naruenTy, BmrodeH B mpoyuBane AMY 3001, umat HoBoauaraoctunmipana AL amunongosa
C Haif-MaJIKO €/IMH 3aCerHaT OpTaH, H3MEPUMO XeMaTOJIOTHYHO 3a00JsIBaHe, ChP/ICYHO 3acsraHe
craguii [-IIIA (B3 ocHOBa Ha EBponeiickara Mmogudukamus no Mayo 2004 3a ctangupade Ha
ChpJeUHOTO 3acsarane, European Modification of Mayo 2004 cardiac stage) u xiac I-1IIA mo NYHA.
ITammenTu ¢ kiaac I1IB u IV mo NYHA ca uskmrousanu.

Bopreszomuz (s.c.; 1,3 mg/m? TenecHa moBEpXHOCT), IUKI0(Gochamu (IIepopaaHO WK 1.V.;

300 mg/m? TeecHa MOBBPXHOCT; MaKcUMaiHa 103a 500 mg) u aexcameTa3oH (IepopaIHO WM 1.V.;

40 mg win HamaneHa no3a 20 mg npu nanueHTy >70 roAnHu, HHAEKC Ha TenecHaTa Maca [ BMI]
<18,5 wIM MalueHTy ¢ XUTMEPBOJIEMHS, JIOIIO KOHTPOJIMPaH 3axapeH MuadeT Wi IpeIxoHa
HEMIOHOCHMOCT KbM CTEPOH/IHA TepalHsl) ca MPHJIaraHd BEIHbX CEAMUYHO Ha JeH 1, 8, 15 u 22 ot
MoBTapsIUTe ce 28-1HeBHU [4-cenMuunu | TUKIU. B nuute Ha mpunarane Ha DARZALEX ce naBa
JeKcaMeTa30H B J103a 20 mg KaTo JIEKapPCTBEH MPOAYKT 3a MPEMEIUKALHsI, @ OCTAaHAIOTO KOJINIECTBO
ce naBa B jieHs cien npuiiokennero Ha DARZALEX. Boprezomu0, nmukinopochamu u JeKkcaMeTa3oH
ce mpuJjarat B IIecT 28-1HeBHHU [4-CeAMUYHH | LIMKBJIA B IBETE PaMEHa Ha JICUCHHE, TOKATO JICYCHUETO
¢ DARZALEX npoasmxkaBa 10 Iporpecus Ha 3a00JsIBAHETO, 3aII04YBaHe HA ITOCIIE/IBAIIA Tepanys WIN
3a MaKCUMaJHO 24 muKbia (~2 roOJuHH) OT IIbpBaTa /1032 Ha JeUeHHeTo B mpoyuBaHeTo. Kopekiuu Ha
Jo3ara Ha 0opTe30MHO, HUKIohochaMu 1 JeKCaMeTa30H ca MPUIaraHy CIopel KpaTKara
XapaKTepUCTUKA Ha POIYKTHUTE.

Pannomusupanu ca o61ro 388 narnuentu: 195 B pamoto ¢ D-VCd u 193 B pamoro ¢ VCd. U3xonuute
nemorpad)cku JaHHH U XapaKTEPUCTUKUTE Ha 3a00JIIBAaHETO Ca CXOAHU MEXAY ABETE TPYIH Ha
neuyenue. [loseuero (79%) ot nauueHTHTE UMAT 3a00JsIBaHE ChC CBOOOIHU JICKH BEPHUTH TUII JaMOa.
MenuanaTta Ha Bh3pacTTa Ha nmanueHTute € 64 roguan (quanasoH: 34 o 87); 47% ca > 65 roaunuy;
58% ca Mbxe; 76% ca or eBponeniHaTa paca, 17% ca oT a3uaTcku Mpousxof, a 3% ca
appoamepukaniy; 23% umat AL amunonznosa cbec ChbpACUHO 3acArane KnuHuueH cranuii 1, 40% umat
craguii II, 35% umat crammii IITA, a 2% umar ctaguii I1IB. Bcuuky nanyeHTH ”MaT €QuH WIH IOBeue
3acerHaTH OpraHu, a MeJraHaTa Ha Oposl 3acerHaTH opraHu e 2 (nuanason: 1-6), karo 66% ot
NalUeHTUTE UMAT 2 WIK NIOBEYE 3aCerHaTu OpraHy. 3acsiraHeTo Ha KU3HEHOBaXKHU opranu e: 71%
cepie, 59% 6v6penn u 8% uvepen apob. [launenTr cbe cenzopHa neprdepHa HEBPONaTUs CTEIEH 2
Wi ¢ Oone3HeHa nepudepHa HeBponarus crerneH | ca n3kmousanu. [IbpBUYHATA KpaifHa TOUKa 32
eHuKacHOCT e yecToTaTa Ha XxemarojoruyeH mbieH orroBop (HemCR) ciopen ouenkara Ha Komurera
3a He3aBHCHM IIperJie]] Bb3 OCHOBA Ha MEXIyHapOIHUTE KOHCeHCYCHH Kputepud (International
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Concensus Criteria). [Ipoyusane AMY3001 noka3sa nonobpenue Ha HemCR B pamoto ¢ D-VCd B
cpaBaeHue ¢ pamoto ¢ VCd. Pesynrarute 3a epuxacHocT ca 06o0menu B Tabnuma 10.

Tadauna 10:  PesyaraTu 3a epukacHocT oT npoyuBane AMY3001*

D-VCd VCd P
(n=195) (n=193) CTOHHOC
T
XemaronoruueH meieH otroBop (HemCR), n (%) 104 (53,3%) 35 (18,1%) <0,0001°
Mmuoro no0sp yactuder orrosop (VGPR), n (%) 49 (25,1%) 60 (31,1%)
Yacruuen orrosop (PR), n (%) 26 (13,3%) 53 (27,5%)
Xemaromnoruded VGPR wmn mo-no06sp (HemCR + | 153 (78,5%) 95 (49,2%) <0,0001°
VGPR), n (%)
[IpexxuBsieMocT 63 IpoTpecHst ChC 3HAUUTEITHO 0,58 (0,36; 0,93) 0,0211F
BnomasaHe Ha opranute (MOD-PFS),
Koeduriuent Ha pucka npu 95% CI°

D-VCd=naparymymasd-60oprezomua-nukinopochamua-ngexcameta3on; VCd=00pTe3oMuI-uukiopochaMua-iekcaMeTa3on
a

0

Bb3 ocHOBa Ha intent-to-treat momynamus
p-cToifHOCT 0T Xu-KkBazpat TectT Ha Cochran Mantel-Haenszel.

¥ MOD-PFS e ompeienena KaTo XeMaToJIOTHYHA IPOrPECHs], 3HAYMTEIHO BIOMIABAHE HA OPTaHuTe (ChpIE WiH ObOperm)

W CMBPT
Homunanna p-cToifHOCT OT inverse probability censoring weighted (IPCW) log-rank Tect

[Ipu pecnionaepure meauanata Ha Bpemeto 10 HemCR e 60 nuu (nuanason: 8 1o 299 nun) B rpynata
¢ D-VCd u 85 nuu (auanazon: 14 no 340 aun) B rpynata ¢ VCd. Menunanara Ha Bpemero 10 VGPR
WK 1o-100bp ¢ 17 quu (quamaszon: 5 10 336 quu) B rpynata ¢ D-VCd u 25 nuu (nuana3oH: 8 110

171 num) B rpynara ¢ VCd. Menuanata Ha npoabkutensoct Ha HemCR He e gocturaara u B nBete
pameHa.

Meauanata Ha pocieasIBaHeTo B MpoyuBaHeTo € 11,4 Meceria. MennanaTa Ha pexHUBsieMOCTTa 6e3
MIPOTpeCcHs ChC 3HAYUTENHO BiiomaBane Ha opraaute (MOD-PFS) He e nocTurHara mpu nanueHTuTe B
JIBETE paMeHa.

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

Kinnnnuen onut ¢ gaparymymad KOHLIEHTPAT 3a MH(OY3UOHEH pa3TBop (JiekapcTBeHa GopMa 3a
MHTPABEHO3HO MPWIOXKEHUE)

Hoegoouaznocmuyupan myamunien Mueiom

KomOunmnpano nedenue ¢ 1eHaIUIOMUA U IeKCAaMETa30H NPH MALMEHTH, KOUTO HE ca TOAXOISIIH 3a
ABTOJIOXKHA TPAHCIUIAHTALIUS HA CTBOJIOBH KJICTKH:

[MpoyuBane MM Y3008, OTKpHTO, paHIOMH3HPAHO, AKTUBHO-KOHTPOJMpPaHo npoyuBaHe da3za 11,
CpaBHSBa JICUEHHE C JapaTyMyMal 3a HHTPaBEHO3HO mpuioxenue 16 mg/kg B komOuHaLus ¢
JICHATMJOMUJI ¥ HUCKA J103a AekcameTa3oH (DRd) ¢ neuenue ¢ reHanuaoMuI 1 HUCKa 032
nekcameTa3oH (Rd) mpu manueHTH ¢ HOBOIMArHOCTHIIMPAH MYJITUILICH MUeNoM. JIeHammoMua

(25 mg npunaran nepopagHoO BEAHBXK IHEBHO Ha AHU 1-21 oT nmoBTapsmu ce 28-aHeBHHU [4-
CeIMHUYHH]| UKJIN) Ce TpHJIara ¢ HUCKa 1032 MepopajeH MM HHTPABEHO3€EH JeKCaMeTa30H

40 mg/ceamuiia (1Iy HamajieHa go3a oT 20 mg/ceMuIIa IPH MAIUSHTH >75 TOAUHN WK UHICKC Ha
tenecHata maca [body mass index, BMI] <18,5). B naurte Ha nundy3us Ha qapatymyma0 3a
MHTPaBEHO3HO NMPUIIOKEHHE 103aTa Ha JEKCaMETa30H ce MpHiIara KaTo NpeMeauKanus mpeau
uH}y3usaTa. Kopekuu Ha 103aTa 3a JIEHUIUAOMH U JEKCaMETa30H C€ U3BBPIIBAT ChITACHO KpaTKara
XapaKTepHCTHKA Ha MPOIYKTa, IPeI0CTaBeHa OT MPOU3BOAUTENA. JIedeHHeTo MpoAbiKaBa B IBETE
pamMeHa J1o mporpecus Ha 3a00JIIBAHETO WIIM HETPHEMIIMBA TOKCUYHOCT.

Pannomusupanu ca o61io 737 naruenrta — 368 B pamoto Ha DRd u 369 B pamoTo Ha Rd. U3xonHute

nemMorpadcku TaHHM U XapaKTEPUCTUKUTE Ha 3a00JISIBAHETO Ca CXOAHU MEXKTY JIBETC TEPAIeBTUIHH
pamena. MenuanaTa Ha Bb3pactra € 73 (nuana3os: 45-90) roqunn, kato 44% OT ManMeHTHTE ca Ha
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BB3pact > 75 roaunu. [loBedero ca ot Ostata paca (92%), mexe (52%), 34% umat ckop 3a
(hyHKITMOHATHO ChCTOSIHHE TIO CKajara Ha M3TouHara koonepatuBHa oHKonornyHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umar ckop o ECOG 1, a 17% umart ckop no ECOG
>2. JIBajieceT u celieM MpoIeHTa MMaT 3a0ossaBane crafuii | mo MexxayHapoaHara craauparia
cuctema (ISS), 43% umar ISS cramguii 11 u 29% umar ISS cranuii 111. EdukacHocTTa € omieHeHa upe3
npexusemoctra 6e3 mporpecus (PFS) Bb3 ocHOBa Ha kpuTepuuTe Ha MexXayHapoaHaTa paboTHA
rpyna o mueiaoM (International Myeloma Working Group, IMWG) u upe3 o61miata npekuBsieMOCT
(OS).

IIpn menuana Ha pocneasBane 28 Mecena MbpBUYHUAT aHanu3 Ha PFS B mpoyuBane MM Y3008
nokassa nojoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoro Ha Rd; mennanarta na PFS He e
nmocturaara B pamoto Ha DRd u e 31,9 mecena B pamoTo Ha Rd (koedumument na puck [HR]=0,56;
95% CI: 0,43, 0,73; p <0,0001), xoero npencrasisiBa 44% HamaneHHuEe HA pUCKa OT IPOTrpecus Ha
3a00JISIBAHETO WITH CMBPT NPH NAIUEHTHTE, TeKyBanu ¢ DRd. Pesynrarute ot aktyanusupanus
ananu3 Ha PFS cnen menuana Ha npociensBane 64 Mecera npoXbJiKaBaT J1a MOKa3BaT MoJo0peHne Ha
PFS npu nanmentute B pamoto Ha DRd B cpaBHeHue ¢ pamoTo Ha Rd. Menuanara Ha 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).

®urypa 2: Kpusu Ha Kaplan-Meier 3a PFS B npoyysane MMY3008
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[Ipu mennana Ha npocnensBane 56 mecena DRd mokassa mpeaumMcTBo 1o oTHomieHue Ha OS B
cpasreHue ¢ pamoro Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pesynrarure ot
aKkTyanusvupanus aHanus Ha OS ciex MeauaHa Ha mpocieasBane 64 Mecelia IpoabKaBaT 1a TIOKa3BaT
noxo0penne Ha OS npu nanueHTuTe B pamoto Ha DR B cpaBHeHue ¢ pamoto Ha Rd. Menuanara Ha
OS ne e gocturHata B pamoto Ha DRd u e 65,5 mecenia B pamoto Ha Rd (HR=0,66; 95% CI: 0,53,
0,83).
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®urypa 3: Kpusu Ha Kaplan-Meier 3a OS B npoyyBane MMY3008
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JIOTIBITHUATEHY Pe3yTaT 3a epuKacHOCT OT npoyduBane MMY 3008 ca npeacrapenu B Tabauma 11
10-J10TTy.

Taoauua 11:  JlombJHUTETHHN Pe3yJTaTH 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-cToiHOCT® <0,0001
Heocnopum mibiieH otrosop (sCR) 112 (30,4%) 46 (12,5%)
[Ienen orroop (CR) 63 (17,1%) 46 (12,5%)
Mmuoro no0bp wactuuen orroBop (VGPR) 117 (31,8%) 104 (28,2%)
Yactuuen otrosop (PR) 50 (13,6%) 104 (28,2%)
CR wmu mo-1o6sp (sCR + CR) 175 (47,6%) 92 (24,9%)
p-croiinoct® <0,0001
VGPR i nmo-106wp (sCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-cTolHOCT® <0,0001
YectoTa Ha otpuuarenHo MRD*® n(%) 89 (24,2%) 27 (7,3%)
95% CI (%) (19,9%, 28,9%) (4,9%, 10,5%)
CpoTHOIIEHUE Ha maHcoBeTe ¢ 95% CI" 4,04 (2,55, 6,39)
p-cToiHOCT” <0,0001

DRd=naparymymab-ieHanuaoMua-excamerasot; Rd= nenanunomun-nekcamerazon; MRD=MUHHMAaIHO OCTaTh4YHO

3abonsnBane; Cl=noBepureneH HHTEpBa
2 Bws3 ocHOBa Ha intent-to-treat HOITyJIal s
b p-cToifHOCT OT Xu-KkBaapat TecT Ha Cochran Mantel-Haenszel

¢ Bwb3 ocHOBa Ha mpar 107

4" Msnonssano e usuncnenne no Mantel-Haenszel Ha 06I10TO CHOTHOWICHHE Ha [AHCOBETE 3a HecTpaTudUIpaHn
Tabaunu. ChOTHOIICHHE Ha IIaHCOBeTe > | moka3Ba mpeauMcTBo 3a DRd.

p-cToiHOCT OT TouHus TecT Ha Fisher.
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[Ipu pecnonaepute MearanaTa Ha BpemeTo 10 oTroBop e 1,05 mecena (auanaszon: 0,2-12,1 mecena) B
rpynata Ha DRd u 1,05 mecena (auanason: 0,3-15,3 mecena) B rpynara na Rd. Menuanata Ha
MPOABKUTEITHOCT Ha OTIOBOpA HE € JocTurHata B rpynaTta Ha DRd u e 34,7 mecena (95% CI: 30,8,
HE MOJKe JIa ce OlleHH) B rpymara Ha Rd.

Kombunupano neaenue ¢ 6oprezomu0, Mendanan u npegauzod (VMP) npu nanuenTy, KOUTO He ca
MOJIXOISIIIIM 33 aBTOJIOYKHA TPAHCIIJIAHTALIMS Ha CTBOJIOBHU KJIETKHU:

[IpoyuBane MM Y3007, oTKpHUTO, paHIOMHU3UPAHO, AKTUBHO-KOHTPOJIMPaHo npoyuBaHe ¢a3za 111,
CpaBHSBa JICUEHUETO C JapaTyMyMal 3a HHTPaBEHO3HO npuioxenue 16 mg/kg B komOuHaLus ¢
oopTe3oMu0d, Mesndainan u npeaun3oH (D-VMP) ¢ neuennero ¢ VMP nipu natueHTH ¢
HOBOJIMATHOCTHIIMPAH MYJITUIUIEH MUeJIOM. bopTe3oMub e mpuiaran upe3 moAKOKHA HHKEKIIUS B
no3a 1,3 mg/m? TeecHa MOBBPXHOCT JIBa IILTU CEAMHMYHO Ha CeAMMIM 1, 2, 4 1 5 3a bpBUs 6-
CeIMUYCH MUKBJI (IUKBA 1; 8 m031), mocaeBaHO OT BEAHBXK CEAMHYHO MPUIOKEHNE HA CEAMHUIIHN 1,
2,4 u 5 3a omie oceM 6-ceMUYHK IMKIH ((UKIH 2-9; 4 1031 Ha IUKBI). Mendanan B 103a 9 mg/m* u
npeaHn30H 60 mg/m? ce npuIaraT mepopaiHo B AHu 1 10 4 OT feBeT 6-ceqMUYHM UKIU (LUK 1-9).
Jleuenueto ¢ qaparymyma0 3a HHTPaBEHO3HO MPUIIOKEHHUE MPOABIDKABA A0 MPOrpecHs Ha
3a00JISIBAHETO WITH JI0 HETPHUEMIIHBA TOKCUYHOCT.

Panpomusupanu ca 00mo 706 nanuentu: 350 B pamoro Ha D-VMP u 356 B pamoro na VMP.
Uzxoaaute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3a00JsIBAHETO ca TIOJJO0HHU B JIBETE IPYIH HA
nedyenne. MenuanaTa Ha Bb3pactta € 71 (nuamazon: 40-93) rogunu, kato 30% OT marpeHTuTe ca >75-
rojuIrHa Be3pact. [loBedero ca ot Osumara paca (85%), sxenu (54%), 25% uMat GyHKIIMOHAIIEH CKOP
mo ECOG 0, 50% mmat cxop o ECOG 1, a 25% umar ckop mo ECOG 2. ITanmentute nmar
1gG/1gA/nexoBeprxen MuenoM B 64%/22%/10% ot cinyuaute, 19% umart 3a0omnsBane ISS cramuii I,
42% umart ISS cramguii 11, 38% umar ISS craguii 111, a 84% nmaT HUTOTCHETUYHHN U3CICABAHUS ChC
crangapTeH puck. E¢ukacnocrra e ouenena upes3 PFS Bb3 ocHoBa Ha kputepunte Ha IMWG u Ha
obmata npexussemoct (OS).

IIpn Mmenuana Ha npocaeasBane oT 16,5 Mecena MepBUYHUAT aHanu3 Ha PFS B mpoyusane MMY3007
nokasBa nojoopenue B pamoto Ha D-VMP B cpaBHeHue ¢ pamoto ¢ VMP; mennanara va PFS He e
nmocturHara 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). Pezyntatute ot akTyanusupan anainu3 Ha PFS cnex Mmeanana Ha nmpocieasiBane ot

40 mecena mpoabIKaBaT Aa Mokaszpat nogodpenue Ha PFS npu naunenture B pamoro Ha D-VMP B
cpaBHeHue ¢ pamoto ¢ VMP. Meananara na PFS e 36,4 mecena B pamoto Ha D-VMP u 19,3 mecena B
pamoro Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p<0,0001), xoeTo mpencrasisBa 58% HamaleHHE HA
pHCKa OT mporpecusi Ha 3a00IIBaHETO WM CMBPT IPH MALUESHTHUTE, IeKyBaHu ¢ D-VMP.
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®urypa 4: Kpusu Ha Kaplan-Meier 3a PFS B npoyusane MMY3007
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IIamseHTH B pHCK

VMP 356 304 278 263 246 207 171128110 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

Cnen meauana Ha npocneasBane ot 40 mecena D-VMP noxkassa npegumMcTBo no oTHoueHue Ha OS B
cpasuenue ¢ pamoto ¢ VMP (HR=0,60; 95% CI: 0,46, 0,80; p=0,0003), koeto nmpeactanisisa 40%
HaMaJIeHHE Ha pHCKa OT CMBPT MPH MAIUEHTUTE, JIeKyBaHH B pamoTo Ha D-VMP. Cnen menuana Ha
npociensBane 87 mecena, meauanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP 1
53,6 mecemna (95% CI: 46.3, 60.9) B pamoto Ha VMP.
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®urypa S: Kpusu Ha Kaplan-Meier 3a OS B npoyysane MMY3007
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JombaHuTtennu pe3yaTati 3a epukacHoct ot npoyusane MMY3007 ca npenctaBenu B Tabnuna 12
H0-J0IIy.

Tabanna 12:  JlombJIHUTEIHH Pe3yJTaTH 3a epUKacHOCT oT npoyusane MMY3007°

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

061 otroBop (SCR+CR+VGPR+PR) [n(%)] 318 (90,9) 263 (73.9)

p-cToiinoct® <0,0001

Heocmopum reien otroBop (sCR) [n(%)] 63 (18,0) 25 (7,0)

[Ienen orroBop (CR) [n(%)] 86 (24,6) 62 (17,4)

Mmuoro n10o0bp yactuuer otroBop (VGPR) [n(%)] 100 (28,6) 90 (25,3)

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

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

p-cToHHOCT” <0,0001

D-VMP=naparymyma6-6opre3omnd-mendanan-npeann3on; VMP=6oprezomud-mendanan-npeauanzon; MRD=munumanHo
octathuHO 3a0ossiBane; CI=noBepurereH HHTEpBAIL.
a

0

Brb3 ocHOBa Ha intent-to-treat MOIyJIalHs.
p-cToitHOCT 0T Xu-KkBajpat TecT Ha Cochran Mantel-Haenszel.

®  Bb3 ocHOBa Ha mpar 10,

T Wsnonseano e uzuucienue 1o Mantel-Haenszel Ha 06110TO CHOTHOLIEHHE HA MIAHCOBETE 3a CTPATH(UIMPAHH TAGIIHIIA.

CpoTHOILIEHUE Ha I1aHcoBeTe > | moka3Ba npeauMcTso 3a D-VMP.
p-cToHHOCT OT TOouHUS TecT Ha Fisher.

IIpu pecionaepure MeauanaTa Ha BpemeTo 10 otroBop € 0,79 mecena (auamazon: 0,4 mo 15,5 mecera)
B rpynara ¢ D-VMP u 0,82 mecena (auanason: 0,7 no 12,6 mecena) B rpynara ¢ VMP. Menuanata Ha
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NPOIBIDKUTEIHOCT Ha OTTOBOpa He € gocTurHata B rpynara ¢ D-VMP u e 21,3 mecena (nuamnason:
18,4, He MOXe a ce oueHH) B rpynara c VMP.

W3BbpInIeH e aHanu3 Mo NOATPYNH IpY NAIllMeHTUTe Ha Bh3pacT Hail-manko 70 TOAMHU WK TIpU
MAIMEHTUTE Ha BB3pacT 65-69 ronunu ¢ pyHkimonanteHn ckop mo ECOG 2 wnm mox 65-romumiaa
BB3PACT ChC 3HAYMTEIIHU CHITBTCTBAIIM 3a00aBanus win ¢pyHKunonaneH ckop no ECOG 2 (D-VMP:
n=273, VMP: n=270). Pezynrarute 3a erKacHOCT B Ta3u MOATPYIa CHOTBETCTBAT HA 00IIaTa
nonynanus. B Ta3u noarpyna menuanara Ha PFS He e nocturnara B rpynara c D-VMP u e

17,9 mecena B rpynara ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p<0,0001). O6miara gectora Ha
otroBop ¢ 90% B rpymara ¢ D-VMP u 74% B rpynata ¢ VMP (uectora HaVGPR: 29% B rpymara c
D-VMP u 26% B rpynata ¢ VMP; CR: 22% B rpynata ¢ D-VMP u 18% B rpynata ¢ VMP; uectora
Ha sCR: 20% B rpynara c D-VMP u 7% B rpynata ¢ VMP). Pesynrarure 3a 6e30macHOCT B Ta3u
NOJrpyna ChOTBETCTBAT Ha obmiara momynamnust. OCBeH ToBa, aHATM3UTE 32 0€30MacHOCT B
noarpynara naiuenty ¢ pynknuonaner ckop no ECOG 2 (D-VMP: n=89, VMP: n=84) cpiio
CHOTBETCTBAT Ha 00IIaTa MOIMyJIaIHs.

Kombunupano neuenue ¢ bopmezomud, maaudomud u oexcamemason (VI1d) npu nayuenmu,
HOOX00sWU 3a ABMOI0AHCHA MpaHcnaanmayus Ha cmeonosu kiemxu (ASCT)

[IpoyuBane MM Y3006 e OTKpUTO, paHIOMU3UPAHO, AKTUBHO-KOHTPOJIMPaHo npoyuBane ¢aza Il B
nBe yactu. Yact 1 cpaBHsSBa HHAYKIIMOHHO M KOHCOJMUAMPAILO JIYeHUE ¢ JapaTyMmymad 3a
WHTPaBEHO3HO npuitokenne 16 mg/kg B komOuHanus ¢ 60pTe30Mu0, TaMUIOMH/ U gekcameTazoH (D-
VTd) c neuenne c 6oprezomuO, TamumomMun 1 nekcameTa3on (VTd) mpu nmanueHTH ¢
HOBOJMArHOCTUIIUPAH MYJTHILIEH MueToM, noaxoasny 3a ASCT. ®a3aTa Ha KOHCOIMIUPALIO
nedenne 3anoua MuHuMyM 30 gau cieq ASCT, korato marueHTsT ce € Bh3CTaHOBUI TOCTAaThUHO U
NpUEMaHeTO Ha MpUcaiKaTa € IbIHO. B yacT 2, yuacTHUIIMTE, KOUTO ca C IOHE YaCTHYEH OTTOBOP
(PR) no men 100 chen TpaHcIuiaHTaLus ca IOBTOPHO PaHIOMU3UPAHH B ChboTHOIIEHHE 1:1, Ha
MOJTBPIKAIIO JICUSHHUE C TapaTyMymad Wi camo HaOmoaaBanu. [lo-1omy ca onvcanu camo
pesynraru oT Jact 1.

Bopre3oMu6 ce mpuara 4pe3 MoJKOKHA MIIM MHTPABEHO3HA MHKEKIUS B 103a 1,3 mg/m? TenecHa
MOBBPXHOCT JIBa ITFTH CEJAMHYHO B IPOABIKECHUE Ha IBe ceamuIty (nuu 1, 4, 8 u 11) oT mopTapsmmre
ce 28-mHeBHU (4-CeIMUYHY) ITUKIIM HA MHIYKITUOHHO JieueHue (MUK 1-4) 1 Ba KOHCOIUANPAIIH
mukbaa (mukim 5 u 6) cnex ASCT cnen unksn 4. Tanngomun ce npuitara nepopaito B go3a 100 mg
JTHEBHO I10 BPEME Ha IIeCTTE UKbJIa ¢ 0opTe3oMul. JlekcameTa3oH (IepopajicH Hid HHTPABECHO3EH)
ce mpuiara B 1o3a 40 mg B nuu 1, 2, 8,9, 15, 16,22 u 23 ot nuknu 1 u 2 u B 1o3a 40 mg B auu 1-2 u
20 mg B moCeBaIINTE JHU Ha puiiokeHue (qau 8, 9, 15, 16) ot nukmu 3-4. Jlekcamera3zon 20 mg ce
npuiara B aau 1, 2, 8,9, 15, 16 oT uukiu 5 u 6. B nuuTe Ha MH(Y3us Ha gapaTymyMao 3a
WHTPaBEHO3HO MPUJIOKEHNE J03aTa Ha JJEKCaMETa30H ce Ipriara HHTPABEHO3HO KaTo JICKAPCTBEH
MPOAYKT, IpuiIaraH npeau uHdpys3usara. Kopeknuu Ha 103uTe Ha 060pTE30MHUO, TATUIAOMUI U
JIEKCAaMETa30H Ce MPaBAT ChIIIACHO KpaTKaTa XapaKTEPUCTHKA Ha MPOAYKTa, MIPEJICTaBeHA OT
MIPOU3BOIUTETIS.

Panpomusupanu ca o0mo 1 085 nmanuentu: 543 B pamoro Ha D-VTd u 542 B pamoto na VTd.
Uzxoaaute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3200 SIBAHETO ca MOJOOHHU MEXKIY JIBETE
Tpynu Ha JiedeHrne. MenuaHara Ha Bb3pacTTa e 58 (quamna3oH: 22 1o 65) roguau. Bcuuky manueHTH
ca < 65 rogunau: 43% ca BBB Bb3pacToBarta rpymna > 60-65 rogunu, 41% ca BB Bb3pacToBaTa rpymna

> 50-60 ronunu u 16% ca Ha BB3pacT nox S0 roguau. [ToBeueto ca Mbxe (59%), 48% numat
¢ynknuonanen ckop no ECOG 0, 42% umar ¢pynkunonanen ckop no ECOG 1 u 10% umar
¢ynkunonanen ckop no ECOG 2. YetupuaeceT npouenta uMaT 3a0ossiBane B craauii I mo
MexnyHapoaHaTa cuctema 3a craaupate (International Staging System, ISS), 45% umat craaumii 11 o
ISS u 15% umar craguii 111 mo ISS.

EduxacHoctra € oueHsBaHa 0 4ecTOTa Ha HeocnopuM mbieH otroBop (sCR) B nen 100 cnexn
TpaHcmantanusata u PFS.
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Tabamna 13:  Pesyararu 3a epukacHoct or npoyusane MMY3006*

D-VTd (n=543) | VTd (n=542) P-croiinocT®

OueHka Ha otroBopa B z1eH 100 crnen

TpaHCIIAHTAIUATA
Heocnopum mreiier otrosop (sCR) 157 (28,9%) 110 (20,3%) 0,0010
CR wmn mo-11o6wp (SCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
MHoro 100bp 4YaCTUYEH OTTOBOP WIIH
10-1006p (SCR+CR+VGPR) 453 (83,4%) 423 (78,0%)

Otpunarenino MRD™ " n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (59,5%; 67,8%) | (39,3%; 47,8%)
CrotHomenue Ha mancosete ¢ 95% CI* | 2,27 (1,78; 2,90)

Otpurnatrennno MRD B komOunarus ¢ CR wm | 183 (33,7%) 108 (19,9%) <0,0001

10-100po® n(%)

95% CI (%)

(29,7%; 37,9%)

(16,6%; 23,5%)

CrpoTHOIIEHHE Ha maHcosete ¢ 95% CI*

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

D-VTd=napatymymad-6opre3oMub-TanuaomMua-nexcamerasos; VTd=60pTe3oMub-TannioMuI-1eKkcaMeTa3oH;
MRD=MuHHMAIHO OCTaTH4HO 3abosaBane; CI=moBepHUTEICH HHTCPBAIL.

a

0

Bb3 ocHOBa Ha intent-to-treat MOIyJIalHs.

®  Bb3 ocHOBa Ha mpar 107,

" HesaBucumo oT 0TroBopa 1o kpurepuure Ha IMWG.

p-cToifHOCT 0T Xu-KkBajapat TecT Ha Cochran Mantel-Haenszel.

' Msnmonspano e uzuucienue 1o Mantel-Haenszel Ha 06110TO CHOTHOLIEHHE HA MIAHCOBETE 33 CTPATH(ULMPAHH TAOIMIIL.

ITepBrunmsaT ananus Ha PFS nipu npocnenssane ¢ meauana 18,8 Meceria, upes 1eH3ypupane Ha
NAalUEHTHUTE, KOUTO Ca PAaHIOMU3UPAHH 3a MOJABPKAIIO JICUCHUE ¢ AapaTyMyMal Mpy BTOparta
pargomm3anus, mokazsa HR=0,50; 95% CI: 0,34, 0,75; p=0,0005 kM naTaTa Ha BTOpaTa
pangoMuszanus. Pesynarature ot akryanusupal aHanu3 Ha PFS ¢ Mennana Ha mpocniensBane

44,5 mecena, 4pe3 LEH3ypUpaHe Ha MAUEHTUTE, KOUTO Ca PAHAOMH3UPAHHU 32 MOATBPIKAIIO JICUCHHE
¢ napaTymyMab npu BTopaTa pangomusanus, mokaszsat HR=0,43; 95% CI: 0,33; 0,55; p<0.0001.
Menauanara Ha PFS He e mocturnara B pamoto Ha D-VTd u e 37,8 mecena B pamoto Ha VTd.
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®urypa 6: Kpusu Ha Kaplan-Meier 3a PFS B npoyusane MMY3006
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MonoTtepanus

Knuanynara edukacHOCT 1 0€30MacHOCT HA MOHOTEpanuATa ¢ 1apaTyMyMal 3a HHTPaBEHO3HO
NPUIIOKEHHE TIPH JIeYeHNE Ha Bh3PACTHH MAIIMEHTH C PEIUANBHPAI U pepakTepeH MYJITUILICH
MUEIIOM, YHUSTO MPEIUITHA TEPAHs BKIFOYBA POTEa30MEH HHXHOUTOP ¥ UMYHOMOTYJIATOPHO
CPEACTBO U KOWTO Ca MOKa3aJi Mporpecus Ha 3a00JI1BaHETO MPH MOCIEAHATa TEPaIusl, ca
JEMOHCTPHUPAHH B JIBE OTKPUTH MPOYIBAHUSI.

B npoyusane MM Y2002, 106 manueHTy ¢ peauIuBUpal U pepakTepeH MyJATHIUIEH MUEIIOM
noiyuasat 16 mg/kg napatymyma0 3a HHTpaBEHO3HO MPUIIOKEHHUE J0 IPOrpecHs Ha 3200 sIBaHETO.
MenuanaTta Ha Bh3pacTTa Ha nmanueHTute € 63,5 roqunu (nuamna3on ot 31 mo 84 rogunmn), 11% ot
MaIUeHTHTe ca >75 rogunu, 49% ca Mbxe U 79% ca ot eBpornenaHa paca. [lannenTuTe momydasar
CpeHO 5 MpeAmecTBaly JUHUH Tepannd. OceMIeceT MPOoLEeHTa OT MAMEHTHTE ca MTOAJI0KEHH Ha
MIpeIXoHa aBTOJI0KHA TpaHCcIUaHTanus Ha cTBosioBu KieTku (ASCT). [IpenmiecTBanure Tepanuu
BKIItoUBaT 00pTe30Mu0 (99%), nenanmumomun (99%), nomanuaomun (63%) u kapdunzomud (50%). Ha
M3XO0AHO HUBO 97% OT manueHTHTe ca pepakTepHU Ha TIOCJICAHATA JUHUS Ha JIeueHue, 95% ca
pedpakTepHH KakTo Ha poTeazoMen nHxuouTOp (PI), Taka 1 HAa UMYHOMO/TYJIUPAIIIO CPEJICTBO
(IMiD), 77% ca pedpakTepHHU Ha aJKWIHpaIlU cpeacTa, 63% ca pedpakTepHU Ha TOMATUIOMUI U
48% oT manueHTuTe ca pedpakrepHu Ha Kappui3oMuo.

PesynraTtute 3a epukacHOCT OT IpeIBApUTENHO IIAHUPAHUS MEXK/IHMHEH aHAIN3, Bb3 OCHOBA Ha

oueHka Ha KomuTer 3a HezaBucum nperien (Independent Review Committee, IRC) ca npencraBenu B
tabmuna 14 mo-goamy.
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Tabanna 14:  Ouenenn ot IRC pesyiaraTu 3a epukacHoct ot npoyysane MMY2002

Kpaiina Touka 3a epuxacHoct JdapaTtymyma0 3a HHTPaBEeHO3HO
npuoxkenue 16 mg/kg
N=106
O6ma crenen Ha otroBop' (ORR: SCR+CR+VGPR+PR) [n (%)] 31(29,2)
95% CI (%) (20,8, 38,9)
Heocmopum meiaen otroBop (sCR) [n (%)] 3(2,8)
[Ienen orroBop (CR) [n] 0
Mmuoro n00sp yactuuer otrosop (VGPR) [n (%)] 10 (9,4)
Yacruuen orrosop (PR) [n (%)] 18 (17,0)
Crenen Ha kuanyHa nomsa (ORR+MR) [n(%)] 36 (34,0)
CpenHa npoapKUTEIHOCT Ha oTroBopa [Mecenu (95% CI)] 7,4 (5,5, NE)
CpenHo BpeMe JI0 OTroBOp [Mecelu (auamnas3oH)] 1(0,9; 5,6)

IIppBU4Ha KpaifHa TouKa 3a edukacHOCT (kputepuu Ha International Myeloma Working Group).
Cl=noBepurenen natepai; NE=He e onieHnM0o; MR=MuHHMaE€H OTTOBOP.

Oo6mmarta crened Ha otroBop (ORR) B MMY2002 e cxomHa HE3aBUCHMO OT THIIa IIPEIXO0IHA
AHTHUMHEIIOMHA Teparusl.

[Ipu akryanu3anus Ha TaHHUTE 32 MIPEKUBIEMOCT TIPH CPETHA MPOIBIIKUTEITHOCT HA MPOCIEIIBaHE
14,7 mecema, OS e 17,5 mecena (95% CI: 13,7, He e orieHnMa).

[Ipu npoyusane GEN501, 42 manmenTtu ¢ peuuanBupan u peppakrepeH MyITHILICH MHETIOM
noiyvaBat 16 mg/kg naparymymad 3a HHTpaBEHO3HO MPUIIOKEHHUE JI0 IIPOrpecks Ha 3a00JSIBAHETO.
MenuanaTta Ha Bh3pacTTa Ha manueHTuTe ¢ 64 rogunan (quamna3oH ot 44 no 76 roaunn), 64% ca Mbxke
u 76% ca ot eBponenana paca. [lanueHTrure B mpoydYBaHETO NOTy4aBaT CPeJHO 4 MpeaecTBaIU
nuHuM Tepanus. CegeMaeceT U YeTUPH MPOLEHTA OT MAaUeHTUTE Nory4daBaT npeaxonHa ASCT.
[IpenmectBanuTe Tepanuu BKIo4YBat oopre3oMud (100%), nenamumomun (95%), moMaauIoMuI
(36%) u kappunzomud (19%). Ha nsxonno HuBO 76% 0T mauueHTUTE ca pepakTepHH Ha MOCIeAHATA
JMHUS Ha nedeHue, 64% ca pedpakrepHu kakTto Ha P, Taka u vHa IMiD, 60% ca pedpakrepHu Ha
ANIKWIIMpaIy cpeacTBa, 36% ca pedpakrepHu Ha noManuaomua u 17% ca pedpakrepHu Ha
Kappun3oMuo.

[IpenBapuTEIHO UIAHUPAHUAT MSKIUHECH aHAIN3 [TOKA3Ba, Y€ JICUCHUETO ¢ Aapatymymad 16 mg/kg
Boau 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 110 otroBop ¢ 1 mecernr (quana3on ot 0,5
10 3,2). CpenHaTa NpoIBbJLKUTEIIHOCT Ha OTrOBOp He e nocturHara (95% CI: 5,6 mecena, He €
OIICHHUMA).

[Ipu akryanu3anus Ha TaHHUTE 32 IPEKUBIEMOCT IIPU CpeTHA MPOIBIDKUTEITHOCT HA TIPOCIIEIIBaHE
15,2 mecerna, cpeqnara OS He e mocturHara (95% CI: 19,9 mecena, He e orleanMa), che 74% Bce oliie
JKUBU ITAITUCHTH.

Kombunupano neuenue c nenanudomuo

[IpoyuBane MM Y3003, oTKpHuTO, paHIOMHU3UPAHO, KIMHUYHO NpoyuBane ¢asa Il c aktuBHa
KOHTPOJIa, CpaBHABA JICUCHHE C JapaTyMyMal 3a MHTPaBEHO3HO npuiiokeHue 16 mg/kg B komOMHaIUs
C JICHATMJIOMU/] ¥ HUCKa 1032 Aekcamera3oH (DRd) ¢ neuenue ¢ neHanumomMu 1 HUCKA 71032
nekcameTa3oH (Rd) mpu nanuenTy ¢ penunuBupai u peppakTepeH MyJITUIUIEH MUEIIOM, KOUTO ca
TIOJTYYHJIA Hal-MaJIKO eJHa TpeecTnaria tepanus. Jlenanugomun (25 mg BeTHBK THEBHO
nepopaHo B 1HU 1-21 ot moBTapsmmre ce 28-THeBHU [4-CeIMUYHH | ITUKIIN) € JaBaH ¢ HUCKA J103a
nekcameTa3oH 40 mg/cenmunia (MIu HaMmaieHa j1o3a ot 20 mg/cenMuIia Mpu MaueHTH >75 TOTUHI
wi BMI <18,5). B naute Ha nH}Yy3us Ha gaparymymal 3a HHTpaBEHO3HO NpuiiokeHue 20 mg ot
Jl03aTa Ha ICKCaMeTa30H ce Mpujiara KaTo JIEKapCTBEH MPOIYKT, MpHIaraH npeau nudys3usira, a
OCTaHaJaTa 4acT ce JaBa B JieHs cliea nHy3uaTa. JIeueHneTo npoIpinkaBa B IBETE paMeHa 110
Mporpecus Ha 3a00JIIBAHETO WIIM HETPUEMIINBA TOKCHYHOCT.

Panpomusupanu ca o6mo 569 nanuentn; 286 B pamoto Ha DRd u 283 B pamoto Ha Rd. U3xonnute
nemorpad)cku JaHHHM U XapaKTEPUCTHKHUTE Ha 3a00JIIBaHETO ca MOA00HU MEXIy paMOTO Ha
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JapaTymyMa0 3a HHTPaBEHO3HO MPUJIOKEHUE U KOHTPOJIHOTO paMo. MeanaHaTa Ha Bb3pacTTa Ha
ManyueHTuTe ¢ 65 rogunan (quana3oH 34 no 89 rogunn), karo 11% ca >75 rogunu. ITopedero
naruenTtu (86%) ca moxydasanu npeau Toa P, 55% oT mauuenTuTe ca noxydaBaiu Npeau TOBa
IMiD, Bkmtountenso 18% ot 0oIHHMTE, KOMTO ca MOJydYaBaIyd IPEIU TOBa JIeHAIUAOMU/, a 44% ot
NanyueHTHTe ca nonydaBanu npeau tosa u PL, u IMiD. Ha uszxonno vHuBo 27% 0T nauueHTHTe ca
pedpakTepH KbM MociaeaHaTa TMHUS Ha nedeHne. OcemHanecet npouenTa (18%) oT manuenTure ca
pedpaxrepan camo kM PI, a 21% ca pedpaxrepan kbM 60pTezomud. Pedpakrepuure Kbm
JICHATUOMU/I TALIMEHTHU Ca U3KIIOUYBAHHU OT MPOYYBAHETO.

[Ipu menuana Ha npocneasBane ot 13,5 Mecena mepBuyHUAT aHanu3 Ha PFS B mpoyuBane MM Y3003
nmokasBa nojoopenue B pamoto Ha DRd B cpaBHenue ¢ pamoto ¢ Rd; meauanara va 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). PesynraTute ot akryanu3upan ananus Ha PFS crmen mennana Ha mpocieasiBane ot

55 Mecera mpoIbIDKaBaT Jia mokassat nogoopenue Ha PFS npu manmenture B pamoto Ha DRd B
cpaBHeHHE ¢ paMoTo Ha Rd. Meaunanara Ha PFS e 45,0 mecena B pamoro Ha DRd u 17,5 mecena B
pamoro Ha Rd (HR=0,44; 95% CI: 0,35, 0,54; p<0,0001), xoeTo mpencrasisiBa 56% HaManieHrue Ha
pHCKa OT TporpecHst Ha 3a00JIIBAaHETO WIIM CMBPT TPH MaIMeHTH, JiekyBanu ¢ DRd (Bxk. ¢purypa 7).

®urypa 7: Kpusu Ha Kaplan-Meier 3a PFS B npoyusane MMY3003

D-Rd Rd
(N = 286) (N =283
10 Maamana Ha npewrersmocT Bes NPOrPeckA - MeceL 45.0 175
e KoedpuumenT Ha puck 3a D-Rd vs. Rd (95% Cl) 0.44 (0.35-0.54)
G P <0.0001
0.8 \
0.6
04 = D-Rd

0.2 S -

Mponopuwa npexueaemocT Ges nporpecua

0

| 1 | | I | 1 1 1 1 1 1 1 1 1 I 1 1 1 1
0 3 6 9121518212427 303336 39 4245 48 51 5457 6063
Meceum

N B puck
Rd 283249206181 160 144127 112102 91 83 75 66 63 53 48 45 40 28 5 1 0
D-Rd 286 266 249 238 229 215204 195 184 168 156 151 143136134 13112511576 16 3 0
Crnen meauana Ha nipociensBane ot 80 mecena, DRd moka3sa npeaumcTBo 1o otHomeHue Ha OS B
cpaBHenue ¢ pamoro Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Meauanata va OS ¢ 67,6
Mecena B pamoto Ha DRd u 51,8 mecena B pamoto Ha Rd.
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®urypa 8: Kpusu na Kaplan-Meier 3a OS B npoyusane MMY3003
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Koedmument na puck 3a D-Rd vs. Rd (95% Cl) 0,73 (0.58-0.91)
P=10.0044
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JIOTIBITHUATEHY PE3y/TaT 3a epukacHOCT oT npoyduBane MMY 3003 ca npencraBenu B Tabauima 15

MO-J0J1y.
Tadoauua 15:  JlombJHUTETHHN Pe3yJITAaTH 32 epUKACHOCT OT npoyuBane MMY3003
bp. nanueHTH ¢ 0OTrOBOP, NOAXOASAI] 32 OLIEHKA DRd (n = 281) Rd (n =276)
0611 otroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76,4)
p-cToiiHOCT® <0,0001
Heocnopum mesien otrosop (sCR) 51(18,1) 20 (7,2)
[Ienen orrosop (CR) 70 (24,9) 33 (12,0)
Mmuoro no0bp yactuuer orroBop (VGPR) 92 (32,7) 69 (25,0)
Yacruuen orrosop (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)
MenuaHna Ha TPOABIKUTETHOCTTA HA OTTOBOpa NE (NE, NE) 17,4 (17,4, NE)

[Meceru (95% CI)]

Otpunarenno MRD (95% CI) 5 (%)

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

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

CrpoTHOIIEHHE Ha maHcoBete ¢ 95% CI®

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

P-croiinoct”

<0,0001

DRd=napatymyma0-eHanuIoMua-a1ekcamera3or; Rd=nenanmmnomua-nexcamera3zon; MRD=MHHUMAaIHO OCTaTHYHO

3abomsBane; Cl=noBeputenen unrepsair,; NE=He Moxe J1a ce OICHH.

a

6

p-croitnoct ot Cochran Mantel-Haenszel Chi-Squared TecT.

B®3 ocHOBa Ha intent-to-treat momysamys u npar oT 107,
B

>1 mokasBa npeumyiiecTBo Ha DRd.
p-croiiHOCTTa € OT TouHHs TecT Ha Fisher.

Kombunupano neuenue c bopmeszomud

UsnonsBano e u3uncienue mo Mantel-Haenszel na 06HIOTO CHOTHOIIICHKE Ha maHcoBeTe. CHOTHOIICHUE Ha IIAHCOBETE

[Ipoyusane MMY 3004, oTKpHuTO, paHIOMHU3UPAHO, KIMHUYHO IpoyuBane ¢asa Il c aktuBHa
KOHTPOJIa, CpaBHABA JICUCHHE C JapaTyMyMal 3a MHTPaBEHO3HO npuiiokeHue 16 mg/kg B komOMHaIUs
¢ 6opre3omud u nekcamerazod (DVd) ¢ neuenue ¢ 6oprezomud u nexcameTasoH (Vd) mpu manueHTH ¢
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permauBHpal u pedpakTepeH MYJITUTUICH MUEIIOM, KOUTO Ca TOYYHIN Hali-MaJlKO €/THa TPEAHITHA
Tepanus. bopre3oMub6 € npuaran upes MOJKOKHA WM MHTPABEHO3HA MEKEKIKS B 1032 1,3 mg/m?
TeJIeCHA TIOBBPXHOCT JBAa IBTH CEIMUYIHO B MPOIBIDKCHNE HA ABE ceamuty (mquu 1,4, 8 u 11) ot
noBTapsmmre ce 21-aHeBHY (3-ceMMUYHI) IIUKITU Ha JIeYeHUe 3a 0010 § muKbia. JlekcaMeTa3oH e
MpuiIarad nepopaito B 103a 20 mg B nuu 1, 2,4, 5, 8,9, 11 u 12 oT Bceku oT 8-Te LUKBIA C
oopte3omu6 (80 mg/ceamuiia B ABE OT TPY CEAMHUIIN HA MUK ¢ OOPTE30MHUO) WIIM HaMalleHa J103a OT
20 mg/cenmunia npy namueHTy >75 roquau, BMI < 18,5, 60iHY ¢ JI0I10 KOHTPOJUPAH 3aXapeH
muabeT WK TpeuiliHa HETIOHOCUMOCT KbM CTepPOUIHA Tepamnus. B nHuTe Ha uHdpy3us Ha
JapatymyMma0 3a HHTPaBEHO3HO MPUIIOKEHHE, 032 oT 20 mg 1eKkcaMeTa30H € mpuiiaraHa Kato
JICKapCTBEH NPOAYKT, MPUIIaraH mpeay uHysuara. JleueHueTo ¢ naparymymad 3a HHTPaBEHO3HO
MIPIIOKEHUE MPOIBIKaBa JI0 IIPOrpechs Ha 3a00JISIBAHETO WITH HEPUEMITUBA TOKCUIHOCT.

Pannomusupanu ca o61io 498 naruenty; 251 B pamoto Ha DVd u 247 B pamoro Ha Vd. M3xoauuTe
JneMorpadcku JaHHHM U XapaKTEPUCTUKUTE Ha 3a00/IsIBAHETO ca MOT00HN MEXIY PaMOTO C
JapatymyMmab 3a HHTPaBEHO3HO MPHUIIOKEHNE U KOHTPOIHOTO pamMo. MenuaHata Ha Bb3pacTTa Ha
naruenTute ¢ 64 rogunau (rparnny 30 mo 88 rogunan), kato 12% ca > 75 roaunu. llectnecer u neBer
nporieHTa (69%) OT MalueHTHTE ca Mmoyry4aBainu npeau Toa Pl (66% ca noiay4yaBaiu 60opTe3oMuo), a
76% ot marmentute ca nomydaBanu IMiD (42% ca mosrydaBanu neHanmuaoMun). Ha n3xomHo HUBO
32% ot marueHTuTe ca pepakTepHHU KbM TOCIeIHATA TUHAS HA JIedeHrne. TpuieceT u TpH MpoIeHTa
(33%) ot manmenTute ca pedpaxrepan camo keM IMiD, a 28% ca pedpakTepHu KbM JICHATHIOMU/I.
PedpakrepHuTe kbM 0OpTE30MHO HMAIIMEHTH Ca U3KIIIOYBAHHU OT MPOYYBAHETO.

[Ipu menuana Ha pocneasBane oT 7,4 Mecena IbpBUYHUAT aHau3 Ha PFS B npoyusane MMY 3004
nokasBa nojoopenue B pamoto Ha DVd B cpaBHenue ¢ pamoro ¢ Vd; meauanara Ha PFS e e
nmocturaara B pamoto Ha DVd u e 7,2 mecera B pamoto Ha Vd (HR [95% CI]: 0,39 [0,28, 0,53]; p-
ctoitHocT < 0.0001). Pesynrature ot akryanusupat ananu3 Ha PFS cnen menuana Ha npocnensBaHe
ot 50 Mecela IpoIbJDKABaT Jia mokasear nojgoopenue Ha PFS npu nmanuenture B pamoto Ha DVd B
cpaBHeHue ¢ pamoto ¢ Vd. Menuanara Ha PFS e 16,7 mecenia B pamoro Ha DVd u 7,1 Mecena B
pamoro rHa Vd (HR [ 95% CI]: 0,31 [0,24, 0,39]; p-ctoiinoct < 0,0001), koeTo mpeacTasisiBa 69%
HaMaJICHUE Ha PUCKa OT MPOTpecHs Ha 3a00IIBAHETO MM CMBPT P MaIlUeHTH, JeKyBaHu ¢ DVd,
cupsmo Vd (Bxk. durypa 9).
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®urypa 9: Kpusu na Kaplan-Meier 3a PFS B npoyusane MMY3004

D-vd Vd

(N =251) (N = 247)
10 ManowaHa Ha npexmersiocT Bes nporpeckA - Mecall 167 71
) KoedmumeHT Ha puck 3a D-Vd vs. Vd (95% CI) 0.31(0.24-0.39)

P <0.0001

D-Vd

_____

Mponopuwa npexueaemocT Hes nporpecia

"‘l--l-——--.....-.____h""Iul'd
T T 1T T T T T 1T 1T 1T T T T 1T 17 17T 171
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57

Meceum

0

N B puck
Vd 24718212974 39 27 15 11 9 7 6

1 8 5 4 2
D-Vd 251215198161138123100 92 85 77 68 61 54

50 48

10000
46 38 20 7 0

Crnen MeamaHa Ha ripociensBane ot 73 mecena, DVd nokasBa npeauMcTBo 1o oTHomerne Ha OS B
cpasaenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara Ha OS e 49,6
Mmecena B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.
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Figure 10: Kpusu na Kaplan-Meier 3a OS B npoyysane MMY3004

1.0+
S 08-
p
2 06-
=
:
Z 044 »
= ama [)-Vd
D-vd vd
024 — (N=251) (N =247) Vd
061112 MeIHAHA Ha PEXHBAEMOCT - MeCelt 40§ 385
Koedmument sa puck sa D-Vd vs. Wd (95% Cl)  0.74 (0.59-0.92)
P=0.0075
|:||||||||||||||||||||||||||
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81
Mecemn
N B puck

Vd 247 249 206 192 184 172 159 151 144 138 129121 113110104 97 93 84 78 73 68 67
251 231 225 211 207 201 189 182 172 159 154 150 144 138132 128 120 113 109107 103 100

D-vd

63
9%
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A

JlobITHATENHYU pe3yaTaTH 3a epukacHocT oT npoyuBaHne MMY 3004 ca npencraBenu B Tadbmuma 16

HO-J0ITy.

Tadoauua 16: JlonmbanuTteanu pe3yiaratu 3a epukacHocT oT npoyuBane MMY3004

bp. nanuMeHTH ¢ 0TrOBOP, MOAXOAAI 32 OI[EHKA DVd (n = 240) Vd (n =234)
0611 otroBop (SCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-cToiiHOCT® <0,0001
Heocnopum mesien otrosop (sCR) 11 (4,6) 52,1
ITenen orroop (CR) 35 (14,6) 16 (6,8)
MHoro n106bp yactuueH orrosop (VGPR) 96 (40,0) 47 (20,1)
Yacruuen orrosop (PR) 57 (23.,8) 80 (34,2)
Menanana Ha BpeMeTo A0 oTroBop [mMecenu (rpanuim)] | 0,9 (0.8, 1,4) 1,6 (1,5,2,1)
Menuana Ha IPOABIKUTESIIHOCTTa Ha OTTOBOPA NE (11,5, NE) 7,9 (6,7, 11,3)
[Mecerm (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-croiinoct" 0,0001

DVd=naparymyma6-60prezomutd-aekcamerazon; Vd=6opre3oMud-aekcamerazon; MRD=MUHHMAIHO OCTaTHYHO

3abomsBane; Cl=noBeputenen unrepsair,; NE=He Moxe J1a ce OICHH.
a

6

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

B®3 ocHOBa Ha intent-to-treat momysamys u npar oT 107,
B

>1 mokasBa mpeumyIecTBo Ha DVd.
p-cToiiHocTTa € OT TouHwMs TecT Ha Fisher.

Cuprieyna enekTpoGu3noIorus

UsnonsBano e u3uncienue mo Mantel-Haenszel na O6Hl0’1'0 CHOTHOIIICHHUE Ha maHcoBeTe. CHOTHOIICHUE Ha IIAHCOBETE

Maiika e BepOosITHOCTTa apaTyMyMal, KaTO BUCOKOMOJIEKYJICH IPOTENH, Ja B3aUMOJICHCTBA TUPEKTHO
c ionnute kananmu. EdexTsT Ha naparymymab Bepxy QTc uHTEpBaa € OlleHEeH B €JHO OTKPUTO
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npoyusane npu 83 nmauuenty (nmpoyusane GEN501) ¢ penunusupain unu pegpakrepeH MyATHIDIEH
MuenoM cien uHQy3uu ¢ gaparymymad (4 no 24 mg/kg). Jluneiinu cmecenn PK-PD ananusu ne
mokassat roysiMo yBenuuenue Ha cpenuus QTcF unrepsain (T.e. mo-romsimo oT 20 ms) mpu Cmax Ha
Jnapatymymao.

HGZ[I/IaTDI/ILIHa nonmyjaanusa

EBpomneiickaTa areHIus 1o JekapcTBaTa 0CBOOOXKIaBa OT 3aAbIKCHUETO 32 MPEIOCTaBsHE Ha
pesynratute ot nmpoyuBanusita ¢ DARZALEX BbB BCHUKH MOATPYIH Ha NeAUATPUIHATA TOITYJIAIUsL
IpY MYJITUILICH MUEIoM (BXK. Touka 4.2 3a uH(opMaIus OTHOCHO yroTpeda B eIUaTpusTa).

5.2 ®apmMaKkoKWHETHYHH CBOJCTBa

[Ipu nanpeHTHUTE C MYJNTUILUIEH MUEIIOM EKCTIO3UIHSITA Ha AapaTyMyMal B IPOyYBaHE C MOHOTEPAITUs
cleq mpuioKeHre Ha npenoppunrensara go3a 1 800 mg DARZALEX 3a moakoKHO MPUIIOKEHUE
(BeIHDBXK CEAMUYHO B IIPOABIDKCHUE HA 8 CEIMHILIN, BEAHBX Ha JIBE CEIMULIM B IIPOABIDKCHUE HA

16 ceamuiy, ciiesi KOETO BEJHEXK MECeuHO) B cpaBHeHHE ¢ 16 mg/kg naparymymal 3a HHTpaBEHO3HO
NPUIOKEHHE NIPU ChIIaTa CXeMa Ha IMpuIaraHe, MokKas3pa He Mo-Majika e(UKacHOCT 3a ChbIIbPBUYHATA
KpaiiHa Touka MakcuMastHa Cirough (UMK 3 eH | mpenu npuiiarane Ha 103aTa) ChC cpelHa CTORHOCT
+ SD 593 + 306 mukporpama/ml B cpaBHeHHE ¢ 522 + 226 Mukporpama/ml 3a maparymyma 3a
MHTPABEHO3HO MPUIIOKEHHE MTPH CPeTHO reoMeTprudHO choTHOIIeHue 107,93% (90% CI: 95,74-
121,67).

B enno npoyuBane, AMY3001, c komOnHMpaHa Tepanus Npy nanueHts ¢ AL amuinonmosa
MakcuMaiIHaTa Cirough (LMKBI 3 1eH | mpean NpuiIokeHHeTo) € MoJ00Ha Ha Ta3u NP MYJITUIUICH
MHEJIOM ChC cpenHa ctoiHocT + SD 597 + 232 ng/ml cnen npuinokeHne Ha NpenopbUUTEIHATA 1032
1800 mg DARZALEX 3a moIKOXHO MPpUIOKEHHE (BEAHBK CEAMUYHO B IIPOIBIDKEHNE HA 8 CEMUITH,
BEJHBK Ha JIBE CEIMUIM B MPOIBIDKEHNE Ha 16 ceMHuIIN, Clle]] KOETO BEIHBK MECEUHO).

Crnen npenopbuntendara 1o3a 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOKO0KHO
MPUJIOKECHUE MaKCUMaTHUTE KOHIIEHTPAUH (Cmax) C€ TIOBUIIABAT 4,8 ITBTH, a 0011[aTa SKCIIO3ULIHS
(AUCo.7 un) ce moBuILIaBa 5,4 IbTH OT IIbpPBATa 032 10 NOCIeIHAaTa 1033 IPU NPUIOKEHUE BEIHBK
ceamuyHO (8-Ta no3a). Hail-BucokaTa CTOWHOCT Ha Hail-HUCKUTE KoHIeHTparu Ha DARZALEX
HMH)KCKIIMOHEH Pa3TBOP 3a MOK0KHO MPUIIOKEHHE OOMKHOBEHO CE€ HAO0JI01aBa B Kpas Ha CXEMHUTE Ha
JICYCHUE C MPIIIOKEHUE BETHHK CEIMUYHO KaKTO P MOHOTEPAIHATA, TaKa U IPpU KOMOWHUpaHAaTa
Tepamnusl.

[Ipu manmeHTHTE C MYNTUIUIEH MUEJIOM CUMYJIMPAaHUTE Hali-HUCKU KOHLIEHTPAILUU clied 6 103U

1 800 mg DARZALEX MHXEKIMOHEH pa3TBOP 3a MMOJKOKHO MPUIOKEHHE BEAHBXK CEAMUYHO NPH
KoMOuHHpaHa Tepanus ca noJooHn Ha MoHotepanus ¢ 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBop
32 IOJKOKHO IPUIIOKEHHUE.

[Ipu manmeHTHTE C MYITHUIIICH MUEJIOM €KCIIO3HIIMATA Ha JapaTyMyMal B MpoydYBaHe ¢ KOMOMHHpaHa
Tepanus ¢ MOMAJIUIOMUI M JekcameTa3oH (nmpoyusane MMY3013) e mogo0Ha Ha Ta3u npu
MOHOTEpaIus ChC CpeHa CTOMHOCT Ha MakcUManHaTa Cirough (IUKBI 3 IeH 1 Ipeu MPUIIOKEHNETO) £
SD 5374277 pg/ml cnex npuioxxenue Ha npenopbuutennarta 1o3a 1800 mg DARZALEX
WHXEKIIMOHEH Pa3TBOP 3a MOAKOKHO MPWIOKEHHE (BETHBK CEIMUYIHO B MPOIBIDKCHHUE Ha

8 cemMuIIy, BEIHHK Ha JBE CEAMHMIIN B MPOABDKCHIE HA 16 CEIMUIIH, ClIe]] KOETO BETHBK MECEUHO).

A0OcopO1ys ¥ paslpeaeicHue

IIpu npenoppuntenHara go3a 1 800 mg nmpu manueHTH ¢ MyJITHILIEH MHETIOM a0COFOTHATA
ouonammuHocT Ha DARZALEX nHXeKunoHeH pa3TBop 3a MOAKOXKHO MpUiIokeHue € 69% cbe
ckopocT Ha abcopOuus 0,012 yac™!, kKaTo NMKOBY KOHLEHTpaLKK ce Habmoaasar cien 70 1o 72 h
(Tmax). Ilpu mpenoppunTennata no3a 1 800 mg npu naruentu ¢ AL amunonio3a abcomoTHaTa
OMOHAIMYHOCT HE € OlIEHSIBaHa, CKOPOCTHATA KOHCTaHTa Ha abcopbums € 0,77 nen! (8,31% CV), a
MMMKOBA KOHIICHTpAIUs ce HabJo1aBa ciaea 3 THHU.
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[Ipu monenupaHe MporHo3HaTa cpeJHa U3YUCICHA CTOMHOCT Ha 00eMa Ha pasnpeaesicHue 3a
HEHTpaTHHs KoMnapTuMeHT e 5,25 1(36,9% CV), a 3a nepudepuus kommnaptument (V2) e 3,78 1 mpu
MOHOTEpaIus ¢ aparyMmyma0, a MojIeJIupaHaTa CpeJiHa U34HCIIeHa CTOMHOCT Ha o0eMa Ha
pasnpexnenenue 3a V1 e 4,36 1 (28,0% CV), a3a V2 e 2,80 |, koraro naparymyma0 ce npuiara B
KOMOMHALUS ¢ TOMATMAOMHIL M JIEKCAMETa30H MPH NallMEeHTH C MyJITHIIeH MuenoM. [Ipu nauueHTu c
AL amMuiion/103a U34KciIeHaTa o MOJeN CTOWHOCT Ha IPUBUIHKS 00eM Ha pasmpesiesieHre el
nonkoxHo npunoxenne € 10,8 1 (3,1% CV). Te3u pesynraTu mokaspar, e gaparymymad ce
JIOKaJIM3HUpa MPEJUMHO B ChJOBATa CUCTEMA C OTPAHMYCHO EKCTPABACKYJIAPHO THKAHHO

pasmpezeseHue.

MeTaboau3sM U CIIMMHUHHUPAHC

Haparymyma0 nokasBa papMaKOKHHETHKA, 3aBUCHMA M OT KOHILIEHTPAIIUATA, U OT BPEMETO, C
YCIIOPEAHO JIMHEHHO U HEMMHEWHO (C HaCHIIaHe) SIMMUHMPAHE, KOETO € XapaKTEPHO 3a TapreT-
Menuupanus KaupbHC. Upes nonynanonuus @K Mozpen e u3uuciieHa cpejHa CTOMHOCT Ha KIMPBHCA
Ha naparymymab 4,96 ml/h (58,7% CV) npu MoHOTepanus ¢ naparymymad u 4,32 ml/h (43,5% CV),
KOTaTo JapaTyMyMad ce mpujara B KOMOWHANKS C MOMaTUJOMHU/ U JeKCAMETa30H MPH MAHEeHTH C
MmynaturuieH muenoM. [lpu manuentu ¢ AL amMunono3a BUIUMHAT KIUPBHC CJIe] MOAKOXKHO
npuinoxkenue e 210 ml/nen (4,1% CV). [Ipu moaenupaHeTo cpeJHO reOMETPpUIHATA CTOHHOCT Ha
MIOJTY>KMBOTA, CBBP3aH C JIMHEIHOTO enuMuHupane, € 20,4 nuu (22,4% CV) npu MOHOTepamus ¢
naparymyma6, 19,7 nau (15,3% CV), korato napatymymad ce npujiara B KOMOWHaNus ¢
MOMAIHJIOMUJ U IEKCAMETA30H MPH MAIlMCHTH ¢ MYJITHILICH MuenoM, u 27,5 auu (74,0% CV) npu
naruenTy ¢ AL ammnonnosa. [Ipu cxema Ha edeHre ¢ MOHOTEpanus U Ipyu KOMOWHUpPaHa Tepamus
CTaLlMOHAPHO CHCTOSIHUE CE€ IOCTUTA ClIe/l NPUOIU3UTEIHO 5 Mecela IpuIoKeHHe Tpe3 4 ceIMHULIU
npu npenopbrunTenHara go3a u cxema (1 800 mg; BeAHBX CeIMUYHO B IPOIBIDKEHHE Ha § CEAMUIIH,
Ha BCEKH 2 CEAMHUITH B IPOABIKEHUE Ha 16 ceIMUII U Ha BCEKU 4 CEIMUIIA CJIST TOBA).

[IpoBenen e nonynaunoneH K ananus npu U3noa3BaHe HA JaHHU OT MIPOYUYBAHUS C MYJITHILICH
MHEJIOM ¢ MOHOTepanus 1 komOouaupana tepanus ¢ DARZALEX nHxekInoHEeH pa3TBoOp 3a
MIOJIKOYKHO TIPUIIOKEHHE U JaHHUTe 3a nmporao3Hara ®K excnosumus ca 0600menn B Tadmuia 17.

Tabanna 17: Excno3unms Ha napatymymad cien npuiioxkenne Ha DARZALEX 3a noakoxHo
npuiioxkenue (1 800 mg) uiau MoHoTepanus ¢ JapaTyMmyMad 3a HHTPABEHO3HO

npuioxkenne (16 mg/kg) npu nanveHTH ¢ MYJTHIVICH MHEJIOM

@K nokazarenu Hukian JdapaTtymyma0 3a Jdaparymyma0 3a
MO/IKOKHO HHTPaBEHO3HO
NpUJIoKeHne NpUJI0KeHne
MeauaHa (5-tu; 95-tm | meauana (5-Tu;
NepCeHTHI) 95-Tn
TEPCEHTIII)

uxsia 1, 1-Ba cenMuyHa 1032

123 (36; 220)

112 (43; 168)

Crough Huxsa 2, nmocaenna 563 (177; 1063) 472 (144; 809)
(Mukporpama/ml) cenMuYHa 7103a (IUKBI 3
ACH 1 Ctrough)
C Huksa 1, 1-Ba ceamuyHa 103a 132 (54; 228) 256 (173; 327)
(ernlfl);(porpaMa /ml) Huxsa 2, nocaenna 592 (234; 1114) 688 (369; 1061)
ceIMHYHA J1032
AUCy Huksa 1, 1-Ba ceamuyHa 103a 720 (293; 1274) 1 187 (773; 1619)
(MI/IKpO;I;;Ma /mleeH) Huksa 2, mocneana 4017 (1515; 7564) 4 019 (1740;
ceIMUYHA 03a 6370)

IIpoBenen e equn nomynaruonen @K ananus, KoiTo n3noi3sa nanuu ot 211 maruenTt ¢ AL
amuionzio3a Ha komOuHupana tepanusi ¢ DARZALEX MHKEKIMOHEH pa3TBOP 3a MOJIKOKHO
npunoxenue. Ilpu npenoppuntennara no3a 1 §00 mg nporHo3HUTE KOHIEHTPALUH Ha JapaTyMyMao
ca MaJIKO TI0-BHCOKH, HO OOMKHOBEHO Cca B pAMKHUTE Ha CHIHS JHANa30H B CPABHEHHUE C TIAIIMEHTUTE C

MYJITUIUICH MUCJIOM.
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Ta6anna 18:

Excnosunusa Ha napatymymao cien npuiioxkenue Ha DARZALEX 3a noakoxHo

npuio:xkenue (1 800 mg) npu nanment ¢ AL amuiaonnosa

®K noxazareaun

Muxiaun

Aapatymymad 3a moaKoKHO
NpUJIOKEeHH e
Menuana (5-tu; 95-tu
NepCceHTnI)

Iuxsa 1, 1-Ba cenMuyHa g03a

138 (86; 195)

Cirougn (ng/ml) ukba 2, nocieqHa ceAMUYHA 1032 662 (315; 1037)
(uxba 3 geH 1 Ciough)

Conax (pg/ml) Upxbn 1, 1-Ba cenvuyna 103a 151 (88; 226)
[uksbi 2, nociaeHa ceAMUYHA 1032 729 (390; 1 105)

AUC0.7 1 (ng/mleicH) Iluxsn 1, 1-Ba cemMuyHa J103a 908 (482; 1 365)

Iluxba 2, mocneaHa ceaMUYHA 1032

4855 (2562; 7 522)

Crenyaiiy monyJaiun

Bw3pacm u non

B13 ocHoBa Ha nonynarronau K anammusu npu natmedTd (33-92 roguHm), MoTyv4aBamiu
MOHOTEpAITUS WIH Pa3INYHN KOMOWHUPAHH TepaIHH, Bh3pacTTa HAMa CTATUCTHYCCKH 3HAYUM e(DeKT
Bbpxy @K Ha napatymymab. He e Heo6X01uMo HHONBH Iy aIM3UpaHE Ha JICUYCHUETO MPH MALlUEHTHTE
Bb3 OCHOBA Ha Bb3PacCTTa.

[HonpT MMa cratucTuuecku 3Ha4uM edekT Bppxy @K napamerpu npu naudeHTy ¢ MyJITHILICH
MHEJIOM, HO He M Ipu manuenTty ¢ AL amunonnosa. HabmrogaBaHa € Maiko mo-BHCOKa €KCIIO3HLINS
MIPU KEHUTE OTKOJIKOTO MPH MBXKETe, HO Pa3lInKaTa B eKCIO3UINATA HE CE CUNTA KIMHUYHO 3HAYNMA.
He e HeoOxoauMo MHAMBHAYAIN3UPAHE HA JICYEHUETO MIPY NalUEHTUTE Bb3 OCHOBA Ha MOJA.

Bvopeuno yepedcoane

He ca nposexnanu opunmanau npoyuBanus Ha DARZALEX 3a moaKoXKHO MPUIIOKEHUE MTPU
nanueHTu ¢ 0p0peuno yBpexnane. Ilposenenu ca nomynannonan @K ananmsu Bb3 0cHOBa Ha Bede
HAJIMYHY JIaHHY 32 ObOpeyHaTta GpyHKIHS IpH MAUeHTH ¢ MYJITUTUICH MUEJIOM, TIOTy4aBaIin
moHnotepamnus ¢ DARZALEX 3a MoJIK0KHO NPUIJIOKEHUE WK Pa3IMYHA KOMOWHHUPAHU TEPAITUH MIPH
NalKUeHTH C MYJTHIUICH MuesoM uin ¢ AL amunonnosa. He ca HaGmogaBanu KIIMHUYHO 3HAYUMH
Pa3NMKH B €KCIIO3UIMATA HA apaTyMyMad MEXIy MallMeHTH ¢ ObOpedHo yBpeKJaHe U TE3H C
HOpMaiHa ObOpedHa QyHKITHS.

Yeproopobro yepedxcoane

He ca nposexnann opunmanau npoyuBanus Ha DARZALEX 3a moakoXHO MPUIOKEHUE MTPU
MAIUEeHTH C YePHOIPOOHO YBpEKIAHE.

IIpoBenenu ca nomynanuonan ©K aHann3u npy NanyueHTH ¢ MyJITHILUIEH MUEIIOM, TTOTydaBally
monotepanusi ¢ DARZALEX 3a moaKo)XHO MPUIIOKEHUE WK Pa3IMyHA KOMOMHUPAaHU TeParuy Mpu
MAIMEHTH C MYJITHITICH MuenioM u ¢ AL amuionnosza. He ca HabmogaBaHu KITMHAYHO 3HAYUMH
Pa3NMKU B €KCIIO3UIMATA HA 1apaTyMyMad MeXIy HallMeHTH C HOPMAaJIHa YePHOAPOOHA GYHKIUS U
JIEKO 4epHOIPOOHO yBpexaane. IlaluenTuTe ¢ yMepeHo u TeKKO YepHOAPOOHO YBPEKAaHE ca TBhPIE
MAJIKO, 3a /Ia C€ HaIpaBsT 3HAYUMH 3aKITI0UYEHUS 32 Te3H MOMYJIalHH.

Paca

B13 ocHoBa Ha nonynanuonHuTe @K aHanmu3u npy NaMeHTH, MOJIyYaBalll MOHOTEPAITUS C
DARZALEX 3a noaKoXHO IPUJIOKEHHUE WIH Pa3NUYHI KOMOMHHUPAHH TEPaIni, €KCIIO3UIIUATA Ha
JapatymyMma0 e moio0Ha MEXIy pacure.

Tenecno meano

[Ipunoxenuero Ha ¢uxcupana noza DARZALEX 3a noakoxuo npunoxenue 1 800 mg kato
MOHOTEpaNus MOCTHra aJicKBaTHa EKCIO3UILIMS ITPY BCHUKU MOATPYIN MO TesecHo Terio. [pu
MAIMEeHTH C MYJITUIUIEH MUeNoM cpeaHata Ciough B IIUKBI 3 eH 1 B mOATpymaTa ¢ MO-HUCKO TEIECHO
terio (< 65 kg) e ¢ 60% mo-BrcoKa, a B HOATrpyIiaTa ¢ Mo-BUCOKO TenecHo Terio (> 85 kg) ¢ 12% no-
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HHCKA OTKOJIKOTO B TIOATrpyIaTa ¢ HHTpaBeHo3eH naparymymMa0. [Ipu HAKOM MallMeHTH C TEIECHO
terno > 120 kg ce HabIr01aBa TO-HICKA SKCIIO3UIIHS, KOETO MOXeE J1a IOBEIE /10 HaMaJleHa
epukacHoct. Toa HaOIrOIeHHE 00aue ce OCHOBABA HA OTpaHHYEeH OpOY TTAllUeHTH.

[Ipu naupentu ¢ AL amuongo3a He ca HaOMIOAABaHU 3HAYMMU PA3THKH Ha Cirough IPU PA3IMYHH
CTOWHOCTH Ha TEJIECHOTO TETJIO.

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

TOKCHKOJIOTHYHY IaHHU Ca MOJyYeHHU OT MPOYUBAHUS C AapaTyMyMmal MpH MIKUMIIAH3€Ta U ChC
cyporaTtHo aHTH-CD38 aHTHUTAI0 ipy ABArOOMNAaIIaTd Makaiy. He ca mpoBexaanu mpoydBaHUs 3a
XPOHUYHA TOKCUYHOCT.

He ca npoBexIaHu nMpoy4BaHus BbPXY )KUBOTHHU 32 YCTAHOBSIBAHE HAa KAHIIEPOTCHHHS TIOTCHIMAN Ha
Japatymymao.

He ca npoBexnany mpoy4YBaHus P )KUBOTHH 32 OLICHSIBAHE HA TIOTCHIIMATHUTE €eKTH Ha
JapaTyMyMa0 BbpXY PeNpOIyKLUHUATA WM Pa3BUTHETO WIIM 32 ONpeeNsIHe Ha TOTCHIHATHUTE ePeKTn
BBPXY (EepTHIUTETA IPU MBKKHUTE MU KCHCKHTE.

He ca npoBexnanu mpoy4BaHus 3a KaHIIEPOT€HHOCT, TEHOTOKCHYHOCT FITH [TPOYYBAHUS 32
(hepTunuTeTa 32 peKOMOMHAHTHATA YOBEIIKA XUanypoHuaaza. He ce HabmogaBat ehekTu BbpXyY
PETPOAYKTUBHHTE THKAHU U (QYHKIHSI U JIUTICBA CUCTEMHA SKCIIO3UIIHS Ha XHaTypOHHa3a MPH
MaiimyHnu, Tpetupanu ¢ 22 000 U/kg/ceamuiia moaKoxHO (1032 12 mbTH I0-BUCOKA OT J103aTa MPH
xopa) B ipoabokeHue Ha 39 cenmunu. Thit kKaTo XHanypoHUaa3ara € pekoMOnHaHTHa popma Ha
€H/IOTCHHATA XUATyPOHH 1a3a IIPH XOpa, HE C€ 0YaKBa KaHIIEPOT'€HHOCT, MyTar€HHOCT WK e()eKTH
BBPXY QepTHINTETA.

6. DAPMAIIEBTUYHU JAHHHU

6.1 Chomucbk Ha NIOMOIIHHUTE BelIeCTBA
PexombuHaHnTHa "oBemka xuanmyponuaasa (rHuPH20)
L-xuctuanu

L-xucTuIMHOB XUAPOXIOPUI MOHOXUAPAT
L-meTnonun

ITonucop6ar 20

Cop6uton (E420)

Bona 3a nnmxeknuu

6.2 HecbBMECTHMOCTH

To3u nekapcTBEH NPOAYKT He TPSOBa Jia ce U3I0JI3Ba C APYTH MaTepHalIu ¢ U3KIIIOUCHHUE Ha
IIOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha roaHOCT

HeortBopen duiakon

3 roguHu
B cpoka Ha TOZHOCT MPOAYKTHT B HETPOOUTHTE (hIIAKOHU MOXKE JIa Ce ChXpaHsIBa Ha CTaiiHa

temrepatypa (< 30°C) 3a enHokpaTeH nepuoy 1o 24 gaca. Cie KaTo NPOIYyKTHT Ce U3BAIU OT
XJIaIUITHUKA, TOH He TpsI0Ba Ja ce BpbIla 00paTHO B XJIaIUITHHUKA (BXK. Touka 6.6).
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HDI/IFOTBeHa CIIPUHIIOBKA

Jokazana e XuMHU4YHa 1 (pU3NYHA CTAOWITHOCT B IIEPHOJIA HA M3IOJI3BAHE HA CIIPUHIIOBKATA B
MpoAbDKeHre Ha 24 gaca mpu chXpaHeHue B XiIaamiHuK (2 °C-8 °C), mocienBaHo OT He TTOBeYe OT
12 gaca nipu 15 °C-25 °C. Ot MuUKpOOHOIOTHYHA TeIHA TOYKA MPOAYKTHT TPsAOBa Ja ce U3MO0J3Ba
He3a0aBHO, OCBEH aKO HAUMHBT Ha OTBAapsIHE M3KIIOYBA PHCKA OT MUKPOOHO 3aMbpcsiBaHe. AKO HE ce
U3I10J13Ba HEe3a0aBHO, BPEMETO U yCIIOBUATA HA ChXPAHEHNE B IIEPHO/a Ha U3IIOJI3BaHE ca
OTTOBOPHOCT Ha MOTPEOUTEIIS.

6.4 CroenuajHu ycJ0BHUSI HA ChXPaHEHUe

Ja ce cpxpansBa B xuammHuK (2° C-8° C).

[a He ce 3ampa3siBa.

[a ce cpxpaHsiBa B OpUTHHAIHATA ONAKOBKA, 32 J1a CE MPE/IIa3h OT CBETIIHHA.

3a yCcloBUATa HAa CbXPaHEHUE Ha OTBOPEHHUS JIEKAPCTBEH MPOIYKT BIDKTE TOUKa 6.3.

6.5 Bwuau cbabpaxaHue HA OMMAKOBKATA

15 ml pa3TBOp BBB (PJIaKOH OT CTHKJIO THII | ¢ €acToMepHa 3amyliajika i alyMUHAEBa 00KaTKa ¢
OTUYMBAIIO ce Kanade, chabpxail 1 800 mg naparymymad. OnakoBka oT 1 ¢urakoH.

6.6 CrnenuajaHu npeana3Hu MepKHU NPH U3XBHPJIsiHe U padoTa

DARZALEX uHXeKIMOHEH pa3TBOP 3a MOAKOXKHO MPUIOKEHHE € caMo 3a eTHOKpaTHa yHnoTpeda u e
TOTOB 32 PUIIOKEHHE.

DARZALEX MHXEKIIMOHEH Pa3TBOP 3a MOJIKOXHO IPUIIOKECHUE TPsOBa 1a ObJe OUCTHP 110
OMayeCIeHTeH U 0E3LBETEH J0 KBIT pa3TBop. He u3mnomssaiite npu Hanu4re Ha HEMPO3pauHU
YAaCTHUIIM, TIPOMSHA HA IIBETA WK APYTH UyKIH YACTHUIIH.

DARZALEX HHXEKIMOHEH pa3TBOP 32 MOJK0KHO MPUIIOKEHNE € CbBMECTHM ChC CIIPUHIIOBKA OT
MOJMIIPONMIICH WM TIONKETHIICH; HAa0OpH 3a MOJKOKHA HH(Y3US OT MOJUIPOIUIICH, TOTUESTUIICH HITH
nonuBuHMWIXKIOpU (PVC); 1 urim 3a u3TerisHe Ha pa3TBOpa M MHKEKTHpPAHE OT HephKIaeMa
CTOMaHa.

HeotBopen duiakon

UzBagere ¢piiakon DARZALEX MHKXEKIIMOHEH pa3TBOP 3a MOAKOKHO NPUIIOKEHHE OT XJIaAUIHUKA
(2° C-8° C) m ro ocraBere fa nocturHe craitHa remneparypa ((<30 °C). Henpoourtust ¢hakoH Moxe
Jla ce ChbXpaHsIBa Ha CTaifHa TeMIlepaTypa M Ha CTaliHa CBETIMHA 3a MaKCUMaJTHO 24 Jaca B
OpUTMHaJHATa KapTOHEHA KyTHs, 3a Jja ce Mpeanasy OT CBeTinHa. [[a He ce chbxpaHsBa Ha Mpsika
CITbHYEBA CBETJIMHA. J[a HE ce pasKiama.

HDI/IFOTBeHa CIIPUHIIOBKA

[IpuroTBere ciprHIIOBKaTa MPH KOHTPOIMPAHH U BATUIUPAHU aCeNTUYHU ycioBus. Crex n3TerisHe
ot ¢uiakoHa B criprHIloBKaTa chxpanspaiite DARZALEX nHXeKIIMOHEH pa3TBOp 3a IMOJAKOKHO
MIPUIIOKEHHE B MIPOABIDKEHNE HAa HE TIOBeUE OT 24 yaca B XJIAAWIHHUK, TIOCIEIBAHO OT HE TIOBEYE OT
12 gaca mpu 15 °C-25 °C Ha craiinHa cBeTauHa (BX. Touka 6.3). AKO ce ChbXpaHsABa B XJIQAWITHUK,
OCTaBeTe pPa3TBOPA Jja JOCTUTHE TEMIIEpaTypaTa Ha OKOJIHATa Cpea MIPeIu IPUIIOKECHHE.

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCPUAJTIN OT HECTO TpH6Ba Aa CC U3XBBPJAT
B CbOTBCTCTBHUEC C MCCTHUTC U3UCKBaHMU.
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7. TPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1101/004

9. JIATA HA ITbPBO PASPEITABAHE/ITIOJHOBSBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

ata Ha mepBo paspemanane: 20 mait 2016 T.
Hata Ha nocieano nonHoBsBane: 06 ssHyapu 2022 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IMoxpoOHa uH(popManus 3a TO3U JEKAPCTBEH MPOIYKT ¢ MPe0CTaBeHa Ha yeOcaiiTa Ha EBporneiickata
areHIUs 10 JiekapcTBaTa http://www.ema.europa.eu.
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HNPUJIOKEHUE 11
MMPON3BOAUTEJIN HA BUOJIOI'MYHO AKTUBHOTO
BEIIECTBO U INTPOU3BOJAUTEJI, OTTOBOPEH 3A
OCBOBOXKJIABAHE HA ITAPTUIHN
YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUA N UBNCKBAHUA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUA 3A BE3OITACHA "
EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. TIPOM3BOJIUTEJIM HA BUOJOTNYHO AKTUBHOTO BEIIIECTBO U
MNNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKIJABAHE HA ITAPTUIN

Nme n aApeC HA MPOU3BOAUTCIINTC HA OMOJIOTHYHO aKTHBHOTO BCIICCTBO

Biogen Inc.

5000 Davis Drive
Research Triangle Park
North Carolina

27709

CAIIl

FUJIFILM Diosynth Biotechnologies Denmark ApS
Biotek Alle 1

Hillerod, 3400

Janus

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Cork

Upnanaus

HMe m aapec HA MPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOIK/IaBaHE Ha MAPTHIAUTE

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

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa 110 OTPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenne I:
Kparka xapakrepucTika Ha IpOgyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUS U U3BUCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA

. IlepnoanyHu aKTyaIn3MpaHu JokJaaan 3a oesonacuocr (ITA/1B)

M3uckpanusTa 3a nogasane Ha [TAJIb 3a To3u IeKapCTBEH MPOAYKT ca MMOCOYEHU B CIIUCHKA C
pedepentauTe natu Ha EBponetickus cbio3 (EURD crmcbk), mpensuaes B wi. 1078, air. 7 ot

Hupexrtusa 2001/83/EO, u BbB BCHUKHU CIICABAIIN aKTyaIU3allH, ITyOJIUKYBaHH HA €BPOICHCKUS
yeOropTa 3a JeKapcTBa.

I'.  YCJIOBUA NI OTPAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[MpurexatensT Ha pa3perienuero 3a ynorpeda (IIPY) TpsOBa 1a n3BbpIIBa U3UCKBAHHUTE JICHHOCTH U

JEeHCTBUS, CBBP3aHH C IPOCIIEsIBaHE Ha JIEKapcTBeHaTa 0€30MacHOCT, mocoueHu B ogoopenus [TYP,

npezacraBed B Moayin 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKHU CJICABALIN 0J00pEHH
akryanu3auuu Ha ITYP.
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Axrtyammsupas [IYP tpa6Ba na ce monasa:

. I10 MCKaHe Ha EBponelickara areHIus 1o JeKapcTBaTa;

o BHHArd, KOTaTo ce U3MEHs CHUCTEMAaTa 3a yIpaBJieHrne Ha pIUCKa, 0COOEHO B pe3yiITar Ha
NoJy4YaBaHe HAa HOBa HH(POPMALUS, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOIIIEHUETO TOJ3a/PUCK, WIIK CIIe/T JOCTUTaHE Ha BaKEH eTar (BbB BpB3Ka C TPOCie/sIBaHe
Ha JIeKapcTBeHaTa 0E30MaCHOCT WITH CBEXKJIAaHE Ha PUCKA JI0 MUHUMYM).

® I[OH'LJIHHTQ.TI]—[I/I MEPKHU 3a CBEXKIAHE HA PUCKA 10 MUHUMYM

[penu myckanero Ha nazapa Ha DARZALEX (naparymyma0) BbB BCsIKa TbpKaBa WiICHKa,
NpUTEKATEIST Ha pasperieHuero 3a ynorpeda (IIPY) Tpsabsa na cpriacyBa gpopMaTa U ChbABPKaHUETO
Ha 00yYMTETHUTE MaTepHaIH, IESIIN 12 TIOBUIIAT OCBEJOMEHOCTTAa OTHOCHO 3HAYMMOCTTA Ha
UICHTH(GUIUPAHUST PUCK OT ,,BIUSHNAE TIPH TUITH3UPAHE Ha KPBBTA (C1a0 aHTHreH) (MO3UTUBEH
uHAMpeKTeH TecT Ha Coombs)” U MpeA0CTaBsIHE Ha HACOKH 33 YIIPABJICHUETO MY.

[IPY TpsibBa 1a OCUTYPH JOCTHII/Aa IPEAOCTABU U30POCHUTE T10-10JTy MaTEPHaIl Ha BCUYKH
MEAMIUHCKY CIEIMATUCTH U MallueHTH, KOUTO C€ 0YaKBa J1a IPEeICBar, OTITyCKaT U MOJy4YaBaT TO3U
JIEKapCTBEH MPOIYKT, BbB BCSKA IbpiKaBa uieHka, KbleTo DARZALEX (maparymyma0) e mycHaT Ha
nasapa.

OO0yuHTeTHUTE MATEPUAJIH 32 MEIMIUUHCKH CIIEHHATUCTH U KPbBHHM 0aHKH, TPIOBa J1a ChABPKAT
CIIEIHUTE OCHOBHU E€JIEMEHTH:

o PBKOBOACTBO 32 MEITUIIMHCKY CTICLUATIMCTH U KPbBHU OaHKH, C YKa3aHHA 33 PUCKa OT BIIHSHUE
IIpYU TUIINU3HUPAHC HAa KPBbBTA U KaK Ja C€ CBEAC 10 MUHUMYM;
. CurnanHa kKapTa Ha ManueHTa.

P’LKOBO}ICTBOTO 3a MCIMIMHCKUTE CIENUATUCTH U KPBbBHUTE 0aHKH TpH6Ba Ja CbObpiKa
CJIICAHUTC OCHOBHU CIICMCHTH:

o Benuku naruentu Tps6Ba na 6p1aT THIU3UPAHU M CKPUHUPAHU TPEAH Ja 3arl0YHAT JICYEHHE C
JapaTyMyMa0; KaTo anTepHaTHBa MOXKE J1a ce IOMHUCIH U 32 (eHOTUIINPAHE;
o MenuupaHusr oT 1apaTyMyMad MOJIOKHUTENIEH HHANPEKTEH TecT Ha Coombs (C BIUSHUE NIPH

KpbCTOCaHa Ipo0a 3a KPbBHOIPYIIOBA CBBMECTUMOCT) MOXKE J]a IEpCUCTUpPa A0 6 Mecela cllel
nocieaHara HHQY3Hs ¢ JISKapCTBEHUS IPOAYKT, 3aTOBa MEAULMHCKHAT CIICUATIICT TPsiOBa Aa
NOCHBETBA MALMEHTA 1a HOCH CUTHAJIHATA KapTa Ha MalKenTa 10 6 Mecena cien Kpas Ha

JIEYEHUETO;

. Cebp3anusT ¢ yepBeHuTe kpbBHU KieTkn (RBCs) naparymymad Moxxe qa Mackupa
OTKPHBAHETO HA aHTUTEJIA CPEIy CJIa0M aHTUT'CHU B CEpyMa Ha MallleHTa,;

) Omnpenensuero Ha ABO 1 Rh Ha naryieHTa He ce IOBIUsBAT;

. MeTtoauTe 3a HaMaJIsIBaHE Ha BJIMSHUETO BKIIIOYBAT TPETUPAHE HA CPUTPOLIMTUTE C PEarcHT

mutnotpentod (DTT), 3a na ce paskbca Bpb3KaTa ¢ JapaTyMyMa0, Ui JPyTH JIOKaJTHO
BaNUMpanu MeTou. Thii KaTo onpeieNsTHeTo Ha KpbhBHA Tpyma 1o cucremara Kell cbio e
YyBCTBHUTEIHO KbM Tpetupane ¢ DTT, cien u3kintoYBaHe Wik UACHTUQHUIIMPaHE Ha
anoanTturena, koraro ce m3nomssat RBCs, tpetupanu ¢ DTT, tpsosa na 6baat nocrasenu Kell-
OTpHULATETHN eqUHUIN. KaTo anTepHaTHBa MOXKE J1a Ce MOMHCIH 3a TE€HOTUITUPAHE;

o AKO ce Hajara CIemHo KpbBONpPeIUBaHe, MOTaT Ja ObJaT NpelrBaH! HETECTBAHU 10
kpbcrocad MeTox 3a ABO/RhD-ceBmectimMoct RBCs, ¢hritacHO IpakTHKHUTE HA JIOKATHUTE
KPbBHU OaHKWY;

o B ciydaii Ha mmanupana xeMoTpaHcy3us, MEIUIIUHCKUTE CIICIIHATHCTH TPAOBA J1a YBEIOMST
XeMOTpaHC(y3MOHHHUTE LIEHTPOBE 32 BIMSHUETO PU MHIAUPEKTECH aHTUTIO0YINHOB TECT;

o [a ce mocoun He0OX0AMMOCTA OT CIpaBKa C KpaTKkara XxapakTepuctrka Ha npoxykra (KXII);

o [a ce mocoun HE0OX0ANMOCTA OT MPEIOCTABSIHE Ha CUTHAJIHA KapTa Ha alKeHTa U Ja ce

Mpernopwya crpaska ¢ JuctoBkara (JI).

77



Curnainara KapTa Ha NalMeHTa, TpH6Ba Aa CbAbprKa CJICAHUTEC OCHOBHU CIICMCHTHU!

o [Ipenynpeaurento cboOLUICHNE 32 MEAULUHCKUTE CIICLUAIMCTH, JICKyBaIy MALKEHTA [0 BCIKO
BpeMe, BKIFOYUTEITHO MIPU CIEIIHHU ClTydau, ye mauueHTsT usnonza DARZALEX
(mapatyMmyma0) ¥ 4e TOBa JICUEHHUE € CBHP3aHO C BAXKECH HICHTU(DHUIIUPAH PUCK OT BIUSHUE TIPH
TUIHM3UPaHE Ha KPBBTA (C1ab aHTUreH) (MIOJIOXKUTENEeH HHANPEKTeH TecT Ha Coombs), KOWTO
MOXe Jja epcucTupa 1o 6 Mecena cies nocjaegHara MHQY3us ¢ JIEKapCTBEHUS IPOIYKT, U SICHA
IpenopbKa, 4ye MalueHTHT TPpsOBa Aa MPOABIKU J1a HOCU Ta3u KapTa 0 6 Mecela ciel Kpas Ha

JICYCHUETO;
. Jannu 3a koHtakT Ha npeanucamus DARZALEX (mapatymyma0);

. [a ce mocoun HeoOX0oAMMOCTA OT cripaBka ¢ auctokata (JI).

o 3aabiKeHne 32 MPOBEK/IaHe HA MEPKHU cJe/l pa3peliaBaHe 3a ynorpeda

B onpenenenus cpok [IPY TpsiOBa Aa U3MBIHM CICTHUTE MEPKH:

Onucanue Cpox

[MoctmapketunaroBo npoyusane 3a epukacHocT (PAES): 3a na ce onenn Q32025T.
JOITBJTHUTENHO e(UKACHOCTTA HA 1apaTyMyMal 3a HOJKOXKHO MPHIOKECHUE B
KoMOuHanus ¢ nuKinodochamu, 60pTe30MUd U IEKCaMETA30H 32 JICUEHHE Ha
BB3pACTHHU NAIMEHTH C HOBOJMATHOCTUILIMPAaHa CUCTEMHA JieKoBeprkHa (AL)
ammnon03a, [IPY TpsiOBa na npencraBu OKOHUATEITHUTE PE3YTATH 3a o0IIaTa
npexusgeMocT (OS) ot npoyusaneto AMY3001.
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HPUJIOKEHMUE 111

JAHHU BBbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

80



JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

OITAKOBKA 3A 3AIIOYBAHE HA JIEYEHUETO, CbCTABEHA OT 11 OITAKOBKH (C
BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

DARZALEX 20 mg/ml koHIIEHTpaT 3a HHPY3HOHEH Pa3TBOP
JIaparymymao

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

Bceku duakon ¢ konrenTpar 5 ml ceabprka 100 mg naparymymad (20 mg/ml).
Bceku duakon ¢ konnentpar 20 ml cxabpika 400 mg naparymyma6 (20 mg/ml).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

ITomoiau BeniecTBa: L-xuctuivH, L-XUCTUAMHOB XUAPOXIOPU MOHOXUAPAT, L-METHOHUH,
nonucop6ar 20, copouton (E420), Boaa 3a nHxkekiun. BuxkTe TUCTOBKATa 32 TOTBIHUTETHA
uHpOpMAITHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

KonneHrpat 3a nH(pY3HOHEH pa3TBOp
OnakoBka 3a 3amouBaHe Ha JieueHuero: 11 guakona (6 x 5 ml gumakona + 5 x 20 ml ¢nakona)

5. HAYMH HA ITPUJIOKEHUE U TbT(UIIA) HA BBBEXK/IAHE

3a HHTPaBEHO3HO MPUJIOKEHHUE CIIeNl pa3TBapsHe.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 34 [ACLaA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

[la He ce paskiama.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B XJIAAWJIHUK.
I[a HC CC 3aMpa3ssBa.
jla CC CbXpaHsdBa B OpUTI'MHAIHATa OITaKOBKaA, 3a Jia C€ pearia3su OT CBETJIMHA.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1101/003

13. NAPTHUIEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipuero e ocHOBaHKe 1a He ce BKIOUM HH(popMarus Ha bpaiinosa a3oyka.

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

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOD

‘ 18. YHUKAJIEH UIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITIAKOBKA

KYTHUA (100 mg/400 mg) 3A 1 PJIAKOH, KATO KOMIIOHEHT HA MEXK/IMHHA
OITAKOBKA/KOMITIOHEHT HA OITAKOBKA 3A 3AIIOYBAHE HA JIEYEHHUETO (BE3
BLUE BOX)

1.

HNME HA JIEKAPCTBEHUSA ITPOAYKT

DARZALEX 20 mg/ml koHLIeHTpaT 3a HH()Y3UOHEH Pa3TBOP
Jnaparymymao

| 2.

OBSABSABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bceku duaxon ¢ konrenTpar 5 ml ceabprka 100 mg naparymymad (20 mg/ml).
Bceku duakon ¢ konnentpar 20 ml cpabpxa 400 mg naparymyma6d (20 mg/ml).

| 3.

CIIUCBK HA IIOMOIIIHUTE BELLIECTBA

ITomorau BeniectBa: L-xucTuanH, L-XUCTHANHOB XHAPOXJIOPUI MOHOXUAPAT, L-METHOHHH,
nosiucopoar 20, copouton (E420), Boaa 3a nHxekiuu. BukTe TUCTOBKATa 3@ TOMBIHUTEIHA
uHpOpMAITHSL.

| 4.

JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

Konnenrpat 3a nHpy3n0HEH pa3TBoOp

1 ¢aaxon, 100 mg/5 ml

1 ¢paaxon, 400 mg/20 ml

KoMIoHeHT Ha OmakoBKa 3a 3al10YBaHe Ha JICYCHUETO, HE Ce MPOaBa OTJEIHO.

5.

HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

3a UHTPAaBEHO3HO NPHJIOKEHUE CIIe]] pa3TBapsiHe.
ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

6.

CIHEHUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NOTJIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBIIHO 3a [CLaA.

2

APYI'U CHEHUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJIUMO

Ha He ce pasknaia.

| 8.

JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

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

Ha ce cbxpansiBa B XJIaJUITHUK.
[a He ce 3ampa3siBa.
[a ce cpxpaHsBa B OpUTHHATIHATA OMMAKOBKa, 32 Jla ce Mpera3y OT CBETINHA.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIN OTIIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/16/1101/003

13. MAPTHJIEH HOMEP

ITapTuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHKeE 12 HE ce BKIOUM HH(popMaius Ha bpaiinosa a3oyka.

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

‘ 18. YHUKAJIEH UIEHTUO®UKATOP — JAHHHA 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

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

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

DARZALEX 20 mg/ml xoHuieHTpaT 3a nH(PY3HOHEH Pa3TBOP
Japatrymyma0

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

Bceku duakon ¢ konnentpar 5 ml ceappika 100 mg gaparymymad (20 mg/ml).
Bceku duakon ¢ konnenTpat 20 ml ceappika 400 mg naparymyma6 (20 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

TTomoiau BenecTBa: L-xuctuivH, L-XUCTUAMHOB XUAPOXIOPU MOHOXUAPAT, L-MEeTHOHUH,
nosiucopoar 20, copouton (E420), Boaa 3a nHxekiuu. BukTe TUCTOBKATA 3@ TOIBIHUTEIHA
UHPOPMALTHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

KonuenTpart 3a nH(y310HEH pa3TBOp
1 ¢aaxon, 100 mg/5 ml
1 dpaakon, 400 mg/20 ml

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

3a HHTPaBEHO3HO MPUJIOKEHHUE CIIeNl pa3TBapsHe.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 34 [CLaA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

[la He ce paskiama.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B XJIAAWJIHUK.
I[a HC CC 3aMpa3ssBa.
)la CC CbXpaHABa B OpUI'MHa/IHATa OIIaKOBKaA, 3a Jia C€ Ipeara3nu OT CBETJIMHA.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/XKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

13. MAPTHUIEH HOMEP

ITapTuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHKeE 12 HE ce BKIOUM HH(popMaius Ha bpaiinosa a3oyka.

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

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOD

‘ 18. YHUKAJIEH UIEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJUHUYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U IIbT(MLIA) HA BBBEXKJIAHE

DARZALEX 20 mg/ml xoHuieHTpaT 3a nHPY3HUOHEH Pa3TBOP
JIaparymymao
3a UHTPAaBEHO3HO MPHIIOKEHUE CIIE]T pa3TBapsIHE.

‘ 2. HAYYH HA ITPNJIOKEHHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

100 mg/5 ml
400 mg/20 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. NME HA JIEKAPCTBEHUA ITPOAYKT

DARZALEX 1 800 mg uHXeKUUOHEH pa3TBOP
Japatrymyma0

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

Enun ¢nakon 15 ml ceappxa 1 800 mg napatymymad (120 mg/ml).

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

[TomomHM BemiecTBa: peKoMOMHAHTHA YyoBelKa xuaityponugasa (rHuPH20), L-xuctuaun, L-
XUCTUAWMHOB XUIAPOXIOPH MOHOXHUApAT, L-MeTnonuH, nomaucopo6at 20, copburon (E420), Boga 3a
WHXKEKIUH. BrokTe micToBKara 3a IOMbJIHUTETHA HHPOpMAITHSL.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

MHXeK1MOHEH pa3TBOP
1 dhnaxkon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
Camo 3a MOAKOXHO MPUIIOKEHUE

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIAEHUA, AKO HEOBXOJINMO

Ja He ce pa3kiaia.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaIMJIHUK.
[a He ce 3ampa3siBa.
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I[a CC ChbXpaHsABa B OpUTMHAJIHATA OITAaKOBKA, 3a J1a CC pCAIa3u OT CBCTJIIMHA.

10.

CIHIEHUAJIHM ITPEJAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/16/1101/004

13.

IHHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

[Ipueto e ocHOBaHKeE A2 HE ce BKIOUM HH(popMalys Ha bpaiinosa a3oyka.

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKJIIOYESH YHUKAIECH HACHTU(HUKATOD

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CBABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U IIbT(MLIA) HA BBBEXKJIAHE

DARZALEX 1 800 mg uHXeKUUOHEH pa3TBOP
JIaparymymao

TTokokHO MPUIIOKEHUE

s.C.

‘ 2. HAYMH HA ITPUJIOKEHHUE

‘ 3. JATA HA U3TUNYAHE HA CPOKA HA T'OJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN

15 ml

| 6. JIPYTO
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b. IUCTOBKA
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JIncroBka: nH(popMaLUs 32 MAHEHTA

DARZALEX 20 mg/ml koHueHTpaT 3a uH(y3uoHeH pa3TBOpP
napatymyma6 (daratumumab)

IIpoyeTeTe BHUMATEIHO LSIJIATA JUCTOBKA, IPEIHU 1A 3all0YHETE Ja 30J13BaTe TOBA

JIEKapCTBO, Thil KaTo TS ChABbPKAa BaxkHa 32 Bac nndgopmanus.

- 3amasere Ta3u IUCTOBKA. MoJke 1a ce HaJ0XkH J1a sl MPOYETETE OTHOBO.

- AKO MaTe HIKaKBU JOII'BJIHUTCIIHU BBIIPOCH, noruTtaite Bamms JICKap Wi MCIAUIIUHCKA
cecrTpa.

- AKO NIOIyuYHTe HAKAKBH HEXEJIaHU peaklny, yBeaoMeTe Bamms iekap uim MeIuuHCKa

ceCTpa. Tora BKII0YBAa ¥ BCUYKH BB3MOKHH HEKEIaHU pCaKnumn, HECONMCaHU B Ta3u JIMCTOBKA.

Buxre Touka 4.

KakBo cbabp:ka Ta3H JIHCTOBKA

Kaxso npencrasnsiBa DARZALEX u 3a kakBo ce u3M0J3Ba

Kakso Tps6Ba na 3Haere, npenu na Bu 6bae npunosxken DARZALEX
Kak ce mpunmara DARZALEX

Bb3MOXHHN HEXelTaH! peakiuu

Kaxk na cexpansisate DARZALEX

ChbabppkaHue Ha ONIAKOBKATa M JOIBIHUTENIHA HH(POPMAaLIUS

AU e

1. Kakso npencraBiasiBa DARZALEX u 32 KakBo ce M3110J13Ba

Kaxso npeacraBiasiBa DARZALEX

DARZALEX e npoTHBOPaKOBO JIEKapCTBO, KOSTO ChIIbprKa aKTUBHOTO BEIIECTBO Japarymymad. To

MMPUHAJICI)KH KbM I'pyIia JICKAPCTBAa, HAPCUCHHU ,,MOHOKJIOHAJIHA anTuTena’. MOHOKIOHAIIHUTE
AHTHUTCJIA Ca ITPOTCUHH, KOUTO Ca pa3p860TeHI/I TakKa, 4€ Aa pasrno3HaBaT U Jja C€ NPUKPEIIAT KbM

crienn(UYHU MUTICHH B opranu3ma. Jlaparymymat e pa3paboTeH Ja ce MpUKpens KbM CrieupHIHH

PAaKOBH KJICTKU BbB Bamms OpraHus3bM, Taka Y€ UMYHHATa Bu cucrema JAa MOKC 1a TU YHHUIIIOXU.

3a kakBo ce usnoassa DARZALEX

DARZALEX ce n3nona3sa py NalMeHTH Ha Bb3pacT 18 roJUHY WM MTO-BB3pAaCTHH, KOUTO UMAT BUL

pak, HapedeH "MynTuIieH MuenoM". ToBa € pak Ha KOCTHUS MO3BK.

2. Kakso Tpsa0Ba 1a 3Haete, npeau Aa Bu 0bae npuiioxen DARZALEX

He TpsioBa na uznonszsare DARZALEX

- aKo CTe aJeprUYHU KbM JAapaTyMyMal MM KbM HSAKOS OT OCTAaHAJIUTE ChbCTABKH HA TOBA
JeKapcTBO (M30pOeHH B TOUKa 6).

He m3nomspaiite DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe curypHHU, TOBOPETE C

Bamms nexap unm MeguIMHCKa cecTpa, npean Aa nsnonssate DARZALEX.

Ilpexynpeskaenus U npeanasHu MepKu
T'oBopete ¢ Bamms nekap win MeIUIMHCKA cecTpa, npeau aa u3nonzsare DARZALEX:

Peakimu, cBBp3any ¢ MHGY3HUATA

DARZALEX ce npunara nox ¢popmara Ha nH}y3us (kankoBo) BbB BeHa. [Ipenu u ciien Besika
nHpy3us ¢ DARZALEX me Bu 0bp1aT najgeHu gexapcTBa, KOUTO IMOMararT Jia ce HaMaJu
BEPOSATHOCTTA OT PEaKIiH, CBbp3aHu ¢ nH(Yy3usaTa (BrxkTe "JlekapcTBa, mpuiaraHu 1o BpeMe Ha

neuenne ¢ DARZALEX B Touka 3). Te3u peakiuu Morar Jia ce TOsIBAT [0 BpeMe Ha WHY3UsATa WK B

paMKuTE Ha 3 THU ciex HHY3UsITa.
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B Hsikou ciryuan MoKe J1a MOJTyYHUTE TEXKKa aJepruiHa peakys, KOATO MOXKe Ja BKII0UYBA OJyBaHe
Ha JIMLIETO, YCTHUTE, yCTaTa, €3UKa WIN I'bPIIOTO, 3aTPYAHEHO NPETTbLIaHe WIIH JUIIAHE WU ChPOSI
00puB (ypTukapus). Hsixou ceprio3Hu anepruvHu peakiuy 1 JPYTH TEKKH PEaKIuH, CBbP3aHH C
UH(]Y3HUATA, ca JOBEIH JO CMBPT.

Kaxxere Bennara Bamms nexkap Uiy MEIUIIMHCKA CECTPa, aKO MOJyYUTE HAKOS OT PEaKIMUTE,
CBBbp3aHM ¢ HH(DY3USITA WU CBBP3aHUTE C TSIX CUMIITOMHU, H30POCHU B HAYaJIOTO Ha TOYKA 4.

AKO MONTyYHTe peaky, CBbP3aHy ¢ HHPY3UATA, MOXKE J]a UMaTe HyKJa OT JPYTH JIEKapCTBa, WU
MOJKe J1a ce HaJIoXkH MH(Y3HATa Aa ce 3a0aBu wiu cripe. Korato Te3n peakiuu oT3By4ar Win
cbcTOosiHMETO Bu ce monoOpu, nHpy3uaTa Moxe /1a ce 3a0YHe OTHOBO.

Te3u peakuuu € Hail-BEpOATHO Aa Ce MOABAT NPH IIbpBaTa HH(Y3UA. AKO BEIHBK CTE HMaIH PEAKLIUs,
CBBbp3aHa ¢ MH(Y3UsITa, MAJIKO BEPOSITHO € Ts JIa CE MOSBUA OTHOBO. BammsT nekap Moxke Jia pemy J1a
He n3non3Ba DARZALEX, ako nmare Te)KKa peakiiys, CBbp3aHa ¢ HHPY3HsTA.

Hawmasen Opoli KpbEBHH KJIETKH

DARZALEX moke nia Hamanu Oposi Ha OennuTe KPbBHU KJIETKH, KOUTO romarar B 6opoara ¢
MH(EKIUNTE, 1 KPBBHUTE KIETKH, HApEUECHH TPOMOOLIUTH, KOUTO IIOMAraT IpH ChbCUPBAHETO Ha
KpbBTa. KaxkeTe Ha MEIMIIMHCKU CTICLUAIIICT, aKO pa3BUETE HAKAKBU CUMITOMH Ha WH(EKIHS KaTo
MIOBHUIIIEHA TEMIIepaTypa Ui HIKAaKBA CHMIITOMH Ha HaMalleH Opoil TpPOMOOIIUTH KaTo HAIIpUMED
HACHHSIBAHE WJIN KbpPBEHE.

KpbBonpenupane

AKo UMaTe HyXJia OT KpbBOIIpEIHBaHe, e Bu Ob/ie HalpaBeH KPhBEH TECT 3a YCTAHOBSIBAHE Ha
BamaTta kppBHa rpyna.

DARZALEX moe fa moBnusie pe3yiTaTuTe OT TOBa U3CJIeABaHEe Ha KpbBTa. MHpOpMupaiite To3H,
KOWTO MpaBH HU3ClIeIBaHETO, ue u3nomBare DARZALEX.

Xemnatut B

YBenomere Bammst nekap, ako HAKOTa CTE MIMaJIH WK € Bh3MOXKHO J1a IMaTe WH(EKIHS ¢ XemaTuT B.
Toga e 3amoto DARZALEX Moske 1a mpeau3BHKa akTHBUpaHe Ha BUpyca Ha xenaTut B. Bammst
nekap e Bu nscnensa u npernexnaa 3a Npu3HALU HA Ta3u HHEKUUS IPeau, 110 BpeMe U ciIe]
neuernero ¢ DARZALEX. He3a0aBHo yBegomere Bamus nekap ako UMate BIOLIABaIla Ce JECHA
YMOPSEMOCT HJIH MOXKBITSABAHE HA KOXKaTa, UM Ha OstaTa 4acT Ha O4HTe.

Jlena v IOHOIIH
He naBaiite DARZALEX Ha nena wid I0HOIIH Ha B3pacT 1Mo 18 roanHu, 3amoTo He € H3BECTHO Kak
1€ MM TIOBJIUSIE JICKApPCTBOTO.

JApyru sexapcrea u DARZALEX

TpsabBa na kaxxeTe Ha Bamms jgexap wiM MEIUIIMHCKA CecTpa, ako IpuemMare, HacCKopo CTe pUeMalu
WM € Bb3MOJKHO Jja IPUEMETE APYTH JIEKapCTBa.

ToBa BKIIOYBa JIeKapcTBa 0e3 penenTa, KaKTo U OMIIKOBH JIEKapCTBa.

Bpemennoct

AKo cTe OpeMeHHa, cMsATaTe, Ye MOKe Jla cTe OpeMEeHHa WU IJIaHupaTe OpEMEHHOCT, TOChBETBANTE
ce ¢ Bamus nexap npenu ynotpedara Ha DARZALEX.

Axo 3a0pemMeHeeTe JI0KaTo ce JISKyBaTe ¢ TOBa JEKapcTBO, He3abaBHO nH(popmupaiite Bamms nexap
WIN MEJULMHCKA cecTpa. Bue u BammusaT nekap e pemunTe gaiu moja3aTa oT TOBa JEKapCTBO € Mo-
roJjsiMa oT pucka 3a Barmero 6e0e.

Konrpauenuus

Kenwure, na xouto ce npunara DARZALEX, TpsiOBa 1a u3mon3Bat eeKTUuBHA KOHTPALEIH 110
BpeMe Ha U J10 3 Mecela ciie]l JICYEHUETO.
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KbpMmene

Bue u Bamusr nekap 1ie npereHuTe Aaiu moia3aTa oT KbPMEHETO € Mo-rojisiMa OT prcka 3a BaieTto
6e6e. ToBa € Taka, 3a1I0TO JEKapCTBOTO MOJKE J[a IIPEMUHE B KbpPMaTa M HE € U3BECTHO KaK TOBA IIE
ce oTpas3u Ha 6ebeTo.

Ilo¢pupane u padéora ¢ MaIIMHK
Bue mosxe na ce uyBcTBare ymopenu ciueq npueM Ha DARZALEX, koeTo MOxe Ja MOBJIHsIe
cnocobHoctTa Bu na modupate win na padbotute ¢ MalIlHU.

DARZALEX cbhabp:ka copouTon

CopOHTONBT € U3TOYHHK Ha QpyKTO3a. AKO BHe nMare HaciieicTBeHa HETIOHOCHMOCT KbM (DpyKTO3a,
PSAKO TEHETUYHO 3a00JsIBaHe, He TpsiOBa 1a Bu ce mpuiara ToBa jekapcTBo. [lanuenture c
HACJIEACTBEHA HETIOHOCUMOCT KbM (PyKTO3a HE MOTaT Jja pasrpakaaT GpyKTo3ara, KOETO MOXe Jia
IMPUYXNHU CEPHUO3HU HEKCIIAHU PCAKIUU.

Tpsa6Ba na napopmupare Bamms gexap npenu na Bu 0bae npuinokeHo ToBa JIEKapCTBO, aKO UMaTe
HacIIeICTBEHa HETTOHOCHUMOCT KbM ()pPYyKTO3a.

3. Kak ce npuiiara DARZALEX

KakBo kou4ecTBO ce mpujara
Bamusr nekap me onpenenu Bamara no3a u cxema Ha geuenue ¢ DARZALEX. Jlo3ata Ha
DARZALEX mie 3aBucu ot Bariero TeiaecHo Terio.

[Ipenoppunrtennarta HauanHa no3a DARZALEX e 16 mg/kg tenecHo terno. DARZALEX moxe aa ce
MIPUIIOKU CAMOCTOSITENIHO MITH 3a€THO C APYTH JIEKAPCTBA, U3IIOJI3BAHHM 32 JIEUEHUE HAa MYITHUILICH
MUEJIOM.

Koraro ce mpunara camoctoarenno, DARZALEX ce npuiara kakTo cienBa:

) BEJIHBXK CEIMUYHO 34 ITBPBUTE § CEIMMUIIH
° CJIe/I TOBA BEIHBK HA 2 CEIMUIIM B TIPOIBIDKEHNE Ha 16 ceqMuIm
° clie]l TOBa BeIHBXK Ha 4 ceIMUIIM, T0KaTo BallleTo chbCTOSIHHUE HE C€ BJIOIIH.

Koraro DARZALEX ce mpuinara 3aeiHO C IpyTH JeKapcTBa, Bamusr iekap Moxe 1a MpoMeHs
BPEMETO MEXKAY JI03UTE, KAKTO U Oposi Ha JIeKapcTBaTa, KOUTO 1€ II0Iy4aBaTe:

IIpe3 mepBaTa ceqmuna Bammat nexkap Moxe aa pasaenu nos3ata Bu DARZALEX B nBa
NI0CJIEJ0BATENHU JHH.

Kak ce mpuwiara ToBa JieKapcTBO
DARZALEX 1ie Bu Obie npuiiokeH OT JieKap WK MEIUIIMHCKA cecTpa. [Ipunara ce upe3 KarkoBo
BJIMBaHE BHB BeHaTa (MHTPaBEHO3HA WH(Y3HUsI) B MPOABIDKCHUE HA HIKOJIKO Yaca.

JlekapcTBa, npuiiaranm no speme Ha jedyenue ¢ DARZALEX
Moske na Bu 6b1aT npuiiaranu jekapcTBa 3a HaMaJsiBaHe Ha BEPOSATHOCTTA OT pa3BUTHE HA XepIiec
30CTep.

[penu Besika nady3uss DARZALEX me Bu ObaaT npunaranu iekapctsa, KOUTo me Bu nomornar 3a
HaMaJsIBaHE HAa BEPOSITHOCTTA OT MOJIy4aBaHe HA peakluy, CBbp3aHu ¢ nHdy3usata. Te morar na
BKJIFOYBAT:

L4 JICKApCTBaA 3a AJICPrUIHa pCaKIUA (aHTI/IXHCTaMI/IHI/I)
L4 JICKApCTBA 3a Bb3MAJICHUC (KOpTPIKOCTepOI/I,I[I/I)
L4 JICKAapCTBa 3a TPCCKa (KaTO HapaI_IeTaMOJ'I).

Cnen Besika nHy3uss DARZALEX me Bu 0b1at npuiaranu nexapcTsa (KaTo KOPTUKOCTEPOHIN) 32
HaMaJsIBaHE HAa BEPOSITHOCTTA OT HOJIy4aBaHe Ha PEaKluu, CBbP3aHu ¢ HHPY3UITA.
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Xopa ¢ nuxaTeTHH mIpodJaeMHu

AKO UMaTe AMXaTEeIHU NMPOOJIEMH, KaTO acTMa WM XPOHUYHA 00CTpyKTHBHA OenonpobHa Oonect
(XOBb), me Bu O0paat npuiaranu JeKapcTBa 3a MHXaJUpPaHe, KOUTO IIIe MOMOTHAT 3a Bammre
JIUXaTETHA IPOOJICMHU:

o JICKapCTBa 3a pa3lIMpsBaHe Ha OPOHXHAHUTE IIBTHIIA HA OeTUTe TPOOOBe
(6poHXOMMITATATOPH )
o JIeKapcTBa 3a HaMaJsIBaHEe HA OTOKA M JIPa3HEHETOo B OesuTe 1po0oBe (KOPTHUKOCTEPOUIN)

AKO cTe MOJTy4HJIN NOBeye 0T HeoOxoaumara 103a DARZALEX

ToBa nexapcTBo 1Ie OBb/Ie TPUIOKEHO OT Barmwst nexap nim MEeAUIIMHCKA cecTpa. B Manko BeposTHUS
CITyYaii Ha TpUJIaraHe Ha TBBPJE MHOTO JIEKapcTBO (Mpeno3upane), BammsaT nexap e Bu HabmoaBa
3a HeXeJlaH! peaKkLny.

AKO cTe NpPONycHAJM nmoceuieHne 3a npujoxenne Ha DARZALEX

MHoro e BaXXHO J1a Clla3BaTe BCHUKU Baliu mocemieHus, 3a 1a OCUrypute eeKT OT JISUeHUEeTo. AKO
CTe MPOITyCHAJIN €THO MOCELIeHNE, HalpaBeTe Apyro Bb3MOKHO Hal-CKOPO.

AKO UMare HSKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MTOTUTANTE
Bamus nekap unu MeIULIKMHCKA cecTpa.

4. Bb3MOKHHU HexkeJIaHU peaknuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAU3BHUKA HECKCIIaHU PCaKIINK, BBIIPEKH Y€ HE
BCCKMU I'M I1IOJTy4aBa.

Peaxuuu, cBbp3anu ¢ uHPy3usaTa

YBenomere BegHara Bamius gexap wiid MEJUIIMHCKA CECTPA, aKO MOIYUUTE HAKOU OT CIIETHUTE
MIpHU3HAIA HAa peakius, CBbp3aHa ¢ HH(Y3UATa, IO BpEMe HITH B pAMKUTE Ha 3 THU ciel HHY3UITA.
Modxe na ce HaJOXKH Jia IPUEMETE JIPYTH JIeKapcTBa Wi MH(Y3usITa J1a ce 3a0aBH WK CIIpe.

Te3u PpCaKuMr BKIKOYBAT CJICAHUTC CUMIITOMMU:

MHoro gectu (MOe n1a 3acerHat noseue oT 1 Ha 10 mymmm):
CTYJICHU TPBIIKU

BB3MAJICHO I'BPJI0, KAILTUIA

rajieHe

MOBPBINAHE

CchpOEX B HOCA, XpeMa WIIN 3aIyIIeH HOC

3aJlyX WIN APYTH JUXATCITHU MPOOIICMH.

Yectu (Moxe ma 3acerHat a0 1 va 10 qymm):

o JUCKOMGOPT B I'bPIUTE

o 3aMaiiBaHe UITH CBETOBBPTEXK (XUMOTOHHS)
o ChpOeK

o XPHUITEHE.

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

) TEXKa aJepruIHa peakIrsi, KOSITO MOXKE J1a BKJIFOUBA MTOyBaHE Ha JIUIETO, YCTHUTE, YCTAaTa,
€3WKa WIH I'bPIJIOTO, 3aTPYAHEHO MPETThIIaHe WIH JUIIAHE WU ChpOs] oOpuB (YpTHKapHs).
Bmxre Touka 2.

° 00JIKa B OYUTE
° 3aMBIJICHO 3pEHHE.

AKO TONTyYHTE HIKOS OT PEaKUUTE, CBbP3aHH ¢ HH(Y3UATA, ONMCAaHH [I0-TOpe, YBEIOMETE BeJHara
Bamms nexkap unu MeIMLIMHCKA cecTpa.
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Jpyru HexkeJlaHU peaKnMu

MHoro yecTu (MOXe a 3acerHar nosede ot 1 Ha 10 gymm):

Tpecka

CHJIHA yMOpa

Iuapus

3amneK

HaMaJleH arleTUuT

riaBo0osme

YBpEeXKIaHE Ha HEPBUTE, KOETO MOKE J1a MPUYMHU U3TPBIIBAHE, MPaByUKaHEe WM OOJIKa

BHUCOKO KPBBHO HaJIsITaHE

MYCKYJIHH CHIa3MH

NOJyBaHE Ha PBLETE, TTIE3CHUTE WK CThIaNaTa

YYBCTBO Ha OTIIAJHATIOCT

Oonku B repba

CTYZACHH TPBIIKU

uH(peKnus Ha oenure 1podoBe (THEBMOHMS)

OpOoHXUT

MH(EKINN Ha AUXATEIHUTE IBTUILA - KATO HOCA, CHHYCUTE WIH I'bPIOTO

HHUCBHK OpO Ha YEpPBEHUTE KPBBHU KJIETKH, KOUTO MIPEHACST KUCJIOPO B KPBBTA (aHEMHUS)

HHUCBHK Opoii Ha OennTe KpbBHH KIETKH, KOUTO IIoMaraT B 6opbara ¢ nHpeKIuH (HeyTponeHus,

nuMdoneHus, TeBKOTICHNs )

o HUCHK OpO Ha KPBBHU KIJIETKH, HApEUYEeHH TPOMOOIIUTH, KOUTO MTOMarar 3a ChCHpBaHETO Ha
KpbBTa (TPOMOOLIMTONICHH)

o HeoOnuaifHO ycelane 1o Kokara (KaTo MpaBy4YKaHe WM YCEI[aHe 3a JIa3eHe).

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

HEPUTMHUYHA ChPCYHA NEHHOCT (MIPEACHPIHO MBK/CHE)

cbhOMpaHe Ha TEYHOCT B OesnTe ApoOoBe, KoeTo Bu mpuunHsBa 3amyx
TpHII

WH(EKIUS Ha MHKOYHUTE TBTUIIA

TeXKa WHQEKIHs Ha eI OPTaHu3bM (CETICHC)

JIeXApaTaIs

TIpHIagaHe

BHCOKO HUBO Ha KPBBHA 3axap

HUCKO HUBO Ha KaJIWii B KPHBTA

HUCKO HMBO Ha aHTHTEJA B KPbBTa, HAPEUSHH "MMYHOTJIOOYIMHA", KOUTO TToMarat B bopbara ¢
UHQEKIUUTE (XUIoraMario0yInHeMus)

BB3MAJICH MTaHKpeac

o BUJI Xepriec-BUpycHa HHPEKIHS (IIUTOMETraJIBHPyCHA HHPEKITHS)

o COVID-19.

Heuectu (Moxe na 3acernat 1o 1 Ha 100 xymm)
o BB3NAJICH YepeH APoO (XEmaTur).

Cpo0maBaHe Ha HeKeJIAHU PeaKIHH

AXO TOITyYHTe HAKAKBU HEXKEJIAHU JICKAPCTBEHU PEaKlUK, yBeIoMeTe Bamms iexkap win MeIUIHCKa
cecTpa. ToBa Bk/II0YBa BCHYKH BB3MOKHH HEOMMCAHHU B Ta3H JIMCTOBKA HEKEIaHU pCaKknmru. Moxete
CBIIIO J1a CHOOIIUTE HEKENIAHH PEaKIMy JUPEKTHO Ype3 HAllHOHAIHATA CHCTEMa 3a ChOOIIaBaHe,
nocoueHa B [Ipunoxenne V. Kato cro0maBaTe He)KeIaHU Peakiy, MOKETE JIa JaJIeTe CBOS IIPHHOC
3a roJTyyaBaHe Ha roBeue HH(OpPMaNus OTHOCHO OE30IIaCHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na coxpansBate DARZALEX
DARZALEX mie ce chxpaHsiBa B OOJHHIIA WIH B KITMHUKA.
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[a ce cbxpansBa Ha MSICTO, HEJOCTHITHO 32 ACLIA.

He u3nomn3Baiite ToBa JIEKapCTBO CIEA CPOKaA Ha TOAHOCT, OTOENsI3aH BEPXY KapTOHEHATA OTIAKOBKA U
etukeTa Ha ¢urakoHa cief "T'oxen no:" u "EXP". CpokbT Ha TOMHOCT OTTOBAps Ha MOCIEAHUS JICH OT
IIOCOYCHUS MECEII.

Ja ce cpxpanssa B xmammrHuk (2°C-8°C). Jla He ce 3ampa3siBa.

Ja ce cexpaHsBa B OpUrHHAIHATA OMIAKOBKA, 3a J1a C€ TPE/Ia3u OT CBETIMHA.

He u3xBbprsiiTe 1ekapcTBaTa B KaHATU3ALMATA UM B KOHTEHHEPA 3a TOMAIIHU OTHAAbLIH.

[Monmraiite Bammst papManeBT Kak fa U3XBHPISATE JIeKapcTBaTa, KOMTO Bede He n3non3sare. Te3n
MEPKH 1€ CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATA Ccpela

6. Chabp:kaHue Ha ONIAKOBKATA M JONbJIHUTETHA HHpopManus
Kakso cpabp:xa DARZALEX
o AKTUBHOTO BelecTBO € AaparymyMad. Eann ml konnenTpar cpappka 20 mg napatymymad.

Bceku duakon ¢ konmentpar 5 ml ceabpxka 100 mg maparymyma0. Beeku ¢iakoH ¢
koHmeHTpar 20 ml ceabpka 400 mg maparymyma.

. Hpyrure cberaBku ca L-xuctuanH, L-XUCTUAMHOB XUAPOXIJIOPUT MOHOXUAPAT, L-METHOHUH,
noaucop6ar 20, copouron (E420) u Bona 3a nmxekuun (Buwxre “DARZALEX cpabpxa
copouToNI” B TOUKA 2).

Kak m3rnexxna DARZALEX u KakBO ChIbPika ONIAKOBKATA

DARZALEX e xoHIeHTpaT 3a HH(Y3HOHEH pa3TBOP M NPEACTaBIIsiBa OE3LBETHA A0 KbJITa TEUHOCT.
DARZALEX ce nocTaBsi B KApTOHCHHU OIAKOBKH, ChIIbPIKAIIN SIUH CTHKIICH ()JIAKOH.
DARZALEX ce npeuiara cbIlio ¥ KaTo ONaKOBKa 32 3a[I0YBAHE HA JIEUEHUETO, ChABPIKaIla

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

IpuTexaTes HA pa3pelleHUETO 32 yOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

3a AombIHUTETHA HHPOPMAITUS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPENCTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com lt@its.jnj.com

Bbbarapus Luxembourg/Luxemburg
»JPKOHCBH & JIxoHCHH bbarapus” EOO/] Janssen-Cilag NV

Tem.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jisafety@its.jnj.com janssen@jacbe.jnj.com
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Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

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

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

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee(@its.jnj.com

E)\LGda
Janssen-Cilag ®oppokevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com
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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 o.0.
Tel.: +48 22 237 60 00

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

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

Slovenija

Johnson & Johnson d.o.o.

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

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com



Kvnpog Sverige

Boapvapog Xattnroavayng Atd Janssen-Cilag AB

TmA: +357 22 207 700 Ttn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

lv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha nmocjeaHo npepasrJexaane Ha gucropkata {MM/I'TTT}.

JApyru n3rouHuny Ha mHGpopmanus
[Moapobua nHpOpMaIys 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus
o jekapcraara http://www.ema.europa.eu.

[Mocouenara no-noy nHGOpMAIHS € MpeJHa3HAYCHA CAMO 32 MEIUIIMHCKHU CIICIIUAIIICTH:

To3su JilekapcTBEH MPOAYKT € CaMo 3a eHOKpaTHa yrorpeoda.
[Monroreere nHMY3MOHHHS PA3TBOP, U3IMOI3BAHKH CIIeIHATA aCeNITHYHA TEXHUKA:

o Uzuncnere nozara (mg), Heooxomumus oo odem (ml) pazrBop DARZALEX u Opost Ha
HeoOxoanmute Gurakonu DARZALEX Bb3 0CHOBa Ha TETJIOTO Ha MAllMEHTA.

. [Iposepere ganu pa3rBopsT DARZALEX e Oe3upeten 10 xbaT. Jla He ce U3M03Ba MPH
HAJIMYMETO Ha HEMPO3pavyHU YaCTHIIM, TIPOMSIHA B [[BETA UJIH JIPYTH UYXKAU YaCTUITH.

. Upe3s acenTryHa TeXHHUKA, OTCTpaHeTe 00eM oT HaTpueB xyuopua 9 mg/ml (0,9%) HHKEKIIHOHEH
pa3TBOp OT MH(PY3NOHHUS Cak/KOHTEHHepa, KOMTO € paBeH Ha HeOOX0AUMUS 00eM pa3TBOP
DARZALEX.

. Uzrernere HeoOxoanmoTo konmuecTBo pa3rBop DARZALEX u ro paspeznere 10 CbOTBETHUS

00eMm upe3 1o0aBsiHe KbM HH(Y3MOHHHS Cak/KOHTEHHEpa, ChAbpIKaIll HATpHUeB XiIopua 9 mg/ml
(0,9%) nmxekipoHeH pa3TBop. MHPYy3MOHHHUTE caKOBe/KOHTEHHEpU TpsOBa 1a ObaaT
uzpaborenu ot nomuBuHWIXIOpU (PVC), momunponunen (PP), momuerunen (PE) wmu
nosimonieun (PP+PE). Pa3pexnaiitTe npu moAXOASIIM aCSNTHYHN YCI0BHS. M3XBBpiieTe BCAKO
HEH3IOJI3BAHO KOJIMYECTBO, OCTAHANIO BHB (JIaKOHA.

o BuumarenHo oObpHETE caka/KOHTEHHEpa, 32 ]a cMecHuTe pa3TBopa. Jla He ce paskiamia.

o [pernenaiiTe BU3yanHO MapeHTEPAIHUS JIEKAPCTBEH MPOIYKT 32 HATHYKME Ha BUAMMH YaCTUIH
Y TIPOMSIHA B I[BETA MPEIN MpUiIokeHue. B pa3penenns pa3TBop Moxe Jia ce 00pa3yBaT MHOTO
MAaJIKH, TIPO3PavHU A0 Oenu OeNThYHN YaCTHIH, Thil KaTo naparymyMa0 e mpoTeuH. Jla He ce
U3I0J13Ba, aKO Ce HaOII0aBaT BUIUMO HEIIPO3pPaYHH YACTHIIU, TPOMSHA B IIBETA WITH UYXKIU
YaCTUIIH.

. Toit karo DARZALEX He chabpika KOHCEPBAHT, Pa3peCHUTE Pa3TBOPH TPsOBa aa ce
MIPHUJIOKAT B paMKUTE Ha 15 daca (BKIIFOUUTEITHO BPEMETO 32 MH(Y3HSI), IPU CTaliHA
temneparypa (15° C-25° C) u Ha cTaiiHa CBETJIHMHA.

o AKO He ce U3I0JI3Ba BeJHAra, pa3peICHUsT pa3TBOP MOXKE Jla Ce ChXpaHsIBa MPEAH MPUIOKEHHUE
3a cpok 10 24 gaca B xnammwiHuK (2° C-8° C) u 3amuTeH ot cBetanHa. J[a He ce 3aMpassBa.
o [Ipunosxere pa3peneHus pa3TBOpP Ype3 HHTPABEHO3HA MH(Y3HUS ¢ ITOMOIIITa Ha UH(PY3HOHEH

KOMILJIEKT, CHa0/IEH C PEryiaTop Ha J1eOuTa U ChC CTEPUIICH, alTUPOTeHEeH, HUCKO MPOTEHH-
cBbp3Bai nojuerepcyiadonos (PES) ¢unrsp, (pasmep Ha mopute 0,22 unu 0,2 MUKpOMETpa).
Tps6Ba na ce uznonzsat nonuyperad (PU), nomudyranuen (PBD), PVC, PP mnu PE xomruiektu
3a IPUIIOXKEHHE.

° He BrnuBaiite DARZALEX enmHoBpeMeHHO ¢ APYTH CPEACTBA Upe3 €AHa U ChIla HHTPABEHO3HA
cucTema.
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. He cbxpaHsBaiiTe HEM3MOI3BaHU KOJUYECTBA OT MH(PY3MOHHMS Pa3TBOP 3a IOBTOPHA YIIOTpeOa.
HewnznomsBaHusT MPOAYKT WIK OTIAABYHUTE MAaTEePUAIH OT HETO TPSIOBA J1a C& U3XBBPJIAT B
ChOTBETCTBUE C MECTHUTE U3UCKBAHUA.

IIpocnenumoct
3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JIEKAPCTBEHH MPOTYKTH, UMETO U MMAPTHIHUAT

HOMCP Ha NPUIIOKCHUAT MPOAYKT TpSI6Ba SICHO Ja C€ 3aIIMCBar.
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JIncroBka: nH(popMaLUs 32 MAHEHTA

DARZALEX 1 800 mg un:keKIIHOHEH PAa3TBOP
napatymyma6 (daratumumab)

IIpoyeTeTe BHUMATEIHO HAJIATA JUCTOBKA, MPEAM 1A 3all04YHeTe 1a N3M0JI3BaTe TOBa

JIEKapCTBO, Thil KaTO TH ChABP:KA BaxkHa 32 Bac nndgopmanus.

- 3amasere Ta3u IUCTOBKA. MoJke 1a ce HaJ0XkH J1a sl MPOYETETE OTHOBO.

- AKO MaTe HIKaKBU JOII'BJIHUTCIIHU BBIIPOCH, noruTtaite Bamms JICKap Wi MCIUIIUHCKA
cecrTpa.

- AKO NOIy4YHTe HAKAKBH HEXEJIAaHU peakluy, yBeaoMeTe Bamus nekap uim MeJuIMHCKa
ceCTpa. ToBa Bk/II0YBa M BCHYKU BB3MOKHH HEKEIIaHU pCaKnumn, HECONMCaHU B Ta3u JIMCTOBKA.
Bwxre Touka 4.

KakBo cbabp:ka Ta3H JIHCTOBKA

Kaxso npencrasnsiBa DARZALEX u 3a kakBo ce u3moi3Ba

Kakso Tps6Ba na 3Haere, npenu na Bu 6bae npunosxken DARZALEX
Kak ce mpumara DARZALEX

Bb3MOXHHN HEXelTaH! peakiuu

Kaxk na cexpansisate DARZALEX

ChbabppkaHue Ha ONIAKOBKATa M JOIBIHUTENIHA HH(POPMAaLIUS

AU e

1. Kakso npencraBisiBa DARZALEX u 3a KakBo ce H3110J13Ba

Kaxso npeacraBiasiBa DARZALEX

DARZALEX e nexapcTBo, KOETO ChIbpKa aKTUBHOTO BEIIECTBO JaparymyMad. To mpHHaUIeKH KbM
rpyna JeKkapcTBa, Hape4eHH ,,MOHOKJIOHAIHU aHTUTeNa". MOHOKIIOHATHUTE aHTUTENA ca IPOTEHHH,
KOHTO ca pa3pabOTeH! TaKa, 4e Jia pa3No3HaBaT U Jia Ce MPUKPEIST KbM CIIeNU(pHUYHN MUIIICHH B
opranusma. Jlaparymymaé e pa3paboTeH Jja ce pUKpEns KbM CrielUPUIHH, O0JIECTHO MPOMEHEHH,
KJIETKU B KPBBTa BbB Balns opranns3eM, Taka ye UMMyHHaTa By cucteMa 1a Moske 1a TH YHHILOKH.

3a kakso ce n3nozea DARZALEX
DARZALEX ce n3nona3sa py NalMeHTH Ha B3pacT 18 roJUHY WK MTO-BB3paCTHH, KOUTO UMAT BUJ
pak, HapedeH "MynTuIieH MuenoM". ToBa € pak Ha KOCTHUS MO3BK.

DARZALEX ce u3mnoi3Ba ChIIO U MPU BH3PaCTHHU HA 18 UM TIoBeUe TOUHU, KOUTO UMAT BU]T
HapylleHre Ha KpbBTa, HapeueHo ,,AL amunonnosza®. Ilpu AL amunonnosa 60mnecTHO MpOMEHEHU
KPBBHH KJIETKH 00pa3yBaT MPEeKOMEPHU KOJIMYECTBA M3MEHEHH NMPOTENHH, KOUTO Ce OTJIarar B
Pa3IM4HU OpraHy, KOETO MPEYr Ha MPaBUIHOTO (YHKIIMOHUPAHE HA T€3U OPTaHH.

2. Kakso Tpsa0Ba 1a 3Haete, npeau Aa Bu 0bae npuiioxen DARZALEX

He TpsaoBa na uznonzsare DARZALEX

- aKo CTe AIEPTUYHH KbM JapaTyMymal WM KbM HSIKOS OT OCTaHAJINTE ChCTABKH Ha TOBA
JIeKapcTBO (M30pOeHH B TOUKa 6).

He m3nomspaiite DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe curypHHU, TOBOPETE C

Bamus nekap wimu MeIUIUHCKA cecTpa, npeau na usnon3sare DARZALEX.

IIpenynpesxaeHust 4 MpeanasHu MEpPKH
I'oBopere ¢ Bamus ekap wim MeIuIUMHCKA cecTpa, npeau na usnonzsare DARZALEX:

Peakimu, cBbp3anu ¢ uHby3uATa
DARZALEX ce mpuiara Kato IoAKOKHA WHKEKIIHS ¢ MaJIKa UTJia 32 HHKEKTUPaHe Ha JIEKapCTBOTO
nox koxkata. [Ipenu u crnen Besika uHxkekius e Bu ce nmpunaraT nekapcTBa, KOUTO 1€ TOMOTHAT 3a
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MOHM)KaBaHE Ha BEPOSATHOCTTA OT MOsIBA HA PEaKlMu, CBbP3aHu ¢ HHQYy3usaTa (BIXTE ,,JIekapcTsa,
npuiarany o speme Ha gedenne ¢ DARZALEX® B Touka 3).

Haii-BeposTHO € Te3u peakiuu Aa HaCTHIIAT IPY IbpBaTa MHXEKITUS, KaTO TIOBEYETO PeaKluu
BB3HUKBAT B JICHS HA MH)KEKTHPAHETO. AKO Beue CTe MMaJIU peakiysi, CBbp3aHa ¢ HH(QY3HATa, 1o-
MaJIKO BEPOSITHO € TOBA JIa CE CIIyYd OTHOBO. Peakuinu oT 3a0aBeH Tvil o0aye MOXKe J1a HaCTBIAT 10 3-
4 nHU crien HHXEKIUATA. Bammar nexap Moxke aa pemu na He npuiara DARZALEX, ako nmate
TEXKa pPeaklus Clie]] MHKEKTHPAHETO.

B HAKou ciiydan Moke 1a OIy4YHUTe TEXKKa ajJepriuuHa peaklus, KOSTO MOXKe Ja BKII0YBA MTOyBaHe
Ha JIMIIETO, YCTHUTE, yCTaTa, €3UKa WIN T'bPIIOTO, 3aTPYAHEHO TPETThIIaHe WU JUIIAaHe UITH ChPOSII
o0puB (yptukapus). Buxre Touka 4.

Kaxere Bennara na Bammus inexap wiy MeIUIIMHCKA CECTPa, aKO MOIYIHUTE HAKOS OT peakluuTe,
CBBbp3aHM ¢ HH(DY3UITA WU CBBP3aHUTE C TAX CUMIITOMH, H30POCHH B HAYAJIOTO Ha TOukKa 4. AKO
NOJYYHTE PEaKkltu, CBbP3aHu ¢ HHPY3UATA, MOXKE Ja ce Hy>KAaeTe OT APYTH JeKapcTBa 3a JICueHHE Ha
CUMITOMUTE WM MOKE Jja C€ HAJIOKN MHXKEKIMUTE J1a ce crpat. KoraTo Te3n peaknnuu OT3Bydar WIH
ce MoJIo0PAT, UHKEKTUPAHETO MOXKE JIa € BH30OHOBH.

Hawmasen Opoli KpbBHH KJIETKH

DARZALEX moxe a Hamanu Oposi Ha OennTe KphbBHU KJIETKH, KOUTO Iomarar B 6opoara ¢
WHQEKIUUTE, U KPHBHUTE KIETKH, HAPEUYECHH TPOMOOILIUTH, KOUTO IOMAraT IpH ChCHPBAHETO Ha
KpbBTa. Kaxkere Ha MEIUIIMHCKU CTICUAIIICT, aKO IOJyYUTE CUMIITOMH Ha MH(EKLIUS, KaTo Hamp.
MOBHUIIIEHA TEMIIepaTypa, WK CUMIITOMU Ha HaMaieH Opoil TpoMOOIMTH, KaTo Hallp. HACHHSBaHE W
KbPBEHE.

KpsBonpenupane

AKo UMaTe HyXJia OT KpbBOIIpeInBaHe, e Bu Ob/ie HalpaBeH KPhBEH TECT 32 YCTAHOBSIBAHE HA
Bamara kpbpBHa rpyna.

DARZALEX moe fa moBnusie pe3yiaTaTuTe OT TOBa U3CIeABaHEe Ha KpbBTa. HpOpMupaiiTe TO3H,
KOWTO MpaBH U3CJIeIBaHETO, ue u3nomBare DARZALEX.

Xemnatut B

YBenomere Bamms nekap, ako HAKOTa CTE€ UMaId WM € Bb3MOXKHO J1a UMaTe WH(EKIH ¢ XenaTur B.
Toga e 3amoto DARZALEX Moske 1a mpeau3BHKa akTHBUpaHe Ha BUpyca Ha XenaTut B. Bammst
nexap e Bu n3cnensa u npernexnaa 3a Npu3HALU HA Ta3u HHEKUUS IPeau, 110 BpeMe U CiIe]
neuernero ¢ DARZALEX. He3a0aBHo yBegomere Bamus nekap ako ©Mate BIOLIABAaIla Ce JIECHA
YMOPSEMOCT HJIH MOXKBITIBAHE HA KOXKaTa, UM Ha OstaTa 4acT Ha O4HTe.

Jlena v IOHOIIH
He naBaiite DARZALEX Ha nena wid I0HOITH Ha B3pacT 1Mo 18 roaunu, 3amoTo He € H3BECTHO Kak
1€ MM TTOBJIUSIE JICKAPCTBOTO.

Jpyru nekapcrBa u DARZALEX

TpsabBa na kaxeTe Ha Bamms jgexap wid MEIUIIMHCKA CecTpa, ako IpuemMaTe, HacCKopo CTe pHUeMalu
WM € Bb3MOKHO Jja TPUEMETE APYTH JIEKapCTBa.

ToBa BKIIOYBA JIeKapcTBa 0e3 penenTa, KaKTo U OMIIKOBH JIEKapCTBa.

Bbpemennoct

Axo cte OpeMeHHa, cMATaTe, Y€ MOKe Jla cTe OpeMEeHHa WU TUIaHUpaTe OPEMEHHOCT, TOCHBETBANTE
ce ¢ Bamus nexap npenu ynotpedara Ha DARZALEX.

Axko 3abpeMeHeeTe JJOKaTo ce JIEKyBaTe ¢ TOBa JIEKapcTBO, He3abaBHO HHpopMupaiiTe Bamms ekap
WM METUIIMHCKA cecTpa. Bue u Bammsr nekap me pemmTe ganu mona3ara OT TOBa JIEKapCTBO € Mo-
rojsiMa oT pucka 3a Bamero 6eGe.

KonTpauenuust

Kenwure, na xouto ce npunara DARZALEX, tpsiOBa na u3non3pat eeKTuBHA KOHTPALEHIH 110
BpeMe Ha U J10 3 Mecela ciie]l JICYEHUETO.
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KbpMmene

Bue u BammsT jekap 1iie npereHnTe Aau moj3ara oT KbpPMEHETO € MO-ToJisiMa OT prcKa 3a Bareto
6e6e. ToBa € Taka, 3a1I0TO JEKaPCTBOTO MOJKE J[a IIPEMUHE B KbpPMaTa M HE € U3BECTHO KaK TOBA IIE
ce oTpas3u Ha O6ebeTo.

Ilodupane u padoTa ¢ MAIIUHU
Bue moxe na ce uyBcTBare ymopenu cieq npueM Ha DARZALEX, koeTo MOXe Ja MOBIHsIe
cnocobHoctTa Bu na modupare win na paboture ¢ MalIlHU.

DARZALEX nH:KeKIIHOHEH Pa3TBOP 32 MOAKOKHO MPUJIOKeHHe ChIbPKa HATPHid
ToBa nekapcTBO ChaBpiKa MO-Manko oT 1 mmol Hatpuit (23 mg) B 15 ml, T.e. MOke 11a ce Kaxe, ye
MIPaKTUYECKH HE ChABPKA HATPHIL.

DARZALEX nH:KeKIHOHEH Pa3TBOP 32 MOJKOKHO MPUJIOKEHHE ChIbP:Ka COPOUTOJI
CopOuTONBT € U3TOYHHK Ha PpyKTo3a. Ako Bammsar nexap Bu e kazan, ye umare HEMOHOCUMOCT KbM
HSIKOM 3aXapH WK Bu e mocTaBeHa quarHo3a HacieCTBeHa HEMOHOCUMOCT KbM (PPYKTO3a, PSIIKO
TeHETHYHO 3a00JIs1BaHe, IPU KOETO XOpaTa He MOraT Aa pasrpaxzaaT Gpykrosa, roBopere ¢ Bamms
nekap npenu na Bu 0b1e npriokeHo ToBa JIEKapCTBO.

3. Kak ce npuiiara DARZALEX

KaxBo komuecTBO ce npuiara
Jo3ara Ha DARZALEX nHXeKIMOHEH Pa3TBOP 3a MOAKOXKHO mpuioxkenue ¢ 1 800 mg.

DARZALEX moke fa ce MPUIOKH CaMOCTOSITETHO WIIH 3a€/IHO C IPYTH JICKapCTBa, U3MOJI3BaHH 32
JIeYCHHE Ha MYJITHILICH MUEJIOM, WM C JPYTH JIeKapCcTBa 3a JiedeHne Ha AL amuionosa.
DARZALEX 00uKHOBEHO ce Tipujiara KakTo CIe/iBa;

. BEJIHBK CEIMUYHO 32 MbPBUTE 8 CEIMULIU
° CJIe]] TOBa BEAHBXK HA 2 CEMHUIIN B IPOABIDKEHHE HA 16 cemMuIu
. cJieq ToOBa BEIHBK Ha 4 CeIMUITH, JOKATO BamieTo chCcTosTHHE HE ce BIIOIIH.

Koraro DARZALEX ce mpuinara 3aejHO ¢ IpyTH JeKapcTBa, Bamusr iekap Moxe 1a MpoMeHs
BpPEMETO MEKAY IO3HUTE, KAKTO U Opos Ha JIeKapcTBaTa, KOUTO 1€ IOIyvaBaTe:

Kak ce npuJiara ToBa JieKapcTBO

DARZALEX wme Bu ce npunara ot jgekap Wid MEIUIMHCKA CECTPa KaTO MHKEKLHUA MO KOXKaTa
(TI0IKOKHA MHXKEKIIWS) B MPOIBIDKEHIE HA TIPUOIM3UTENHO 3 10 5 MuHyTH. Toii ce mpunara B
obnacTTa Ha cToMaxa (Kopema), He Ha APYTH MecTa Ha TSUIOTO M He B yYaCTHIIM HAa KOpeMa, KbIETO
KOXKaTa € 3a4epBEHA, HACHHEHA, YyBCTBUTEITHA, BTBBP/ICHA WJIN UMa Oeies3u.

Axo m3nuTaTe 00JIKa MO BpeMe Ha MHXKEKITUATA, JISKapAT WIM MEIUIIMHCKAaTa CecTpa MOXKe Ja
MPEKbCHAT MHAKEKTUPAHETO U Jia MOCTaBAT OCTaHalaTa 4acT OT MHXKEKIUATA B IPYT Y4acThK Ha
Kopema.

JlekapcTBa, npuiiaranm no speme Ha jedyenue ¢ DARZALEX
Mosxe na Bu Ob1aT npuiiaranu JieKkapcTBa 3a HaMassBaHEe Ha BEPOSTHOCTTA OT Pa3BUTHE HA XepIIeC
30CTep.

[Ipenu Beska umkeknus DARZALEX e Bu 0b1aT npuiaraiu jJekapcTsa, KOUTO e Bu momornar
3a HaMaJIsIBaHE Ha BEPOSATHOCTTA OT MOJTydaBaHe HA PeaKIvH, CBbp3aHu ¢ nHpy3usara. Te morar na
BKJIIOYBAT:

L4 JICKApCTBA 3a AJICPruiHa pCaKIusa (aHTI/IXHCTaMI/IHI/I)
L4 JICKapCTBA 3a Bb3MAJICHUC (KOpTI/IKOCTCpOI/I,Z[I/I)
L4 JICKAapCTBa 3a TPCCKa (KaTO HapaI_IeTaMOJ'I).
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Cren Besika nmxekuusi DARZALEX me Bu 6baat npunaranu jgekapceTsa (KaTo KOPTUKOCTEPOUIH) 3
HaMaJsIBaHE HAa BEPOSITHOCTTA OT MOJIy4aBaHe Ha PEaKlUu, CBbP3aHu ¢ HHPY3HUITA.

Xopa ¢ 1uxaTeJHH MpodIeMHu

AKO UMaTe AMXaTEeIHU MPOOJIEeMH, KaTO acTMa WM XPOHUYHA 00CTpyKTHBHA OenonpobHa Oonect
(XOBBb), mie Bu 0baat npuiiaranu JekapcTBa 3a HHXaJIMpaHe, KOUTO Ie TOMOoTrHat 3a Bamure
JIUXaTETHA IPOOJICMHU:

o JICKapCTBa 3a pa3lIMpsBaHe Ha OPOHXHMATHUTE MIBTHIIA HA OeTUTE TIPOOOBE
(6poHXOIUITATATOPH )
o JIeKapcTBa 3a HaMaJsIBaHEe HA OTOKA M JPa3HEHETOo B OenuTe 1po0oBe (KOPTHUKOCTEPOUIN )

AKO cTe MOJTy4HJIN NoBeve OT HeoOxoaumara 103a DARZALEX

ToBa nekapcTBo 11e Ob/Ie TPUIIOKEHO OT Bast ekap win MeIUIMHCKa cecTpa. B Manko BeposTHUS
CITydYaii Ha TpUJIaraHe Ha TBBPJIE MHOTO JIEKapcTBO (Mpemo3upane), BammusaT nexap e Bu HabmoaBa
3a HeXeJlaH! peaKkLnu.

AKO cTe NpPOIycHAJM nmocelieHne 3a npujoxenne Ha DARZALEX

MHoro e Ba)XHO J1a cria3BaTe BCHYKU Barmy rmocemieHus, 3a 1a OCUrypute eexT OT JIeYeHueTo. AKO
CTe MPOITyCHAJN €HO MOCEUIeHNe, HalpaBeTe APyro Bb3MOKHO Hail-CKOPO.

AKO UMare HSKaKBH JIOMBIHATEITHA BBIIPOCH, CBBP3aHH C YIIOTpebaTa Ha TOBa JIEKAPCTBO, TOTUTANTE
Bamus nekap unu MeIMUIMHCKA cecTpa.

4. Bb3MOKHU HexkeJIaHU peaknuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAU3BHUKA HECKCIIaHU PCaKIINHU, BBIIPEKH Y€ HE
BCCKMU I' I10JTy4aBa.

Peaxuuu, cBbp3anu ¢ uHPy3usaTa

YBenomere BegHara Bamius nexap wid MEJUIIMHCKA CECTPA, aKO MOIYUUTE HAKOU OT CIICTHUTE
CHUMIITOMH B paMKuTe Ha 3-4 THU ciell nHXeKuuaTa. Moxe Ja ce HaJloKU Ja NpueMeTe Apyru
JICKapCTBa WA UHXEKTHPAHETO J1a ObJIe MPEKBCHATO MU CIIPSHO.

Te3n PCaKr BKIIKOUBAT CJICAHUTC CUMIITOMMU!

MHoro gectu (MOke J1a 3acerHat noseue oT 1 Ha 10 mymm):
CTYJICHU TPBIIKU

BB3MAJICHO I'bPJI0, KAILTUIA

rajieHe

MOBPBINAHE

chpOex B HOCA, XpEMa WIIH 3aITyIlIeH HOC

3aJlyX WIN APYTH JUXATCITHU MPOOICMH.

Yecrtu (Moxe na 3acerHat o 1 va 10 gymm):

o JUCKOMGOPT B I'bPIUTE

o 3aMaiiBaHe UITH CBETOBBPTEXK (XUMOTOHHS)
o ChpOeK

o XPHUITEHE.

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

) TEXKa aJepruyHa peakiirsi, KOSTO MOXKe Jla BKIIIOUBA MTOyBaHEe Ha JIMIIETO, YCTHUTE, YCTaTa,
€3WKa WIH I'bPIJIOTO, 3aTPYAHEHO MPETThIIaHe WIH JUIIAHE WU ChpOsI] oOpuB (YpTHKapHs).
Bmxre Touka 2.

° 00JIKa B OYUTE
. 3aMBIIICHO 3pEHHE.
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Axo NOJIYYUTEC HAKOSA OT pCaKIUUTEC, CBbP3aHU C I/IH(i)YBI/IﬂTa, OIMMCAaHU MO-Trope, YBEAOMETC BEAHAr'a
Bamms JICKap Wi MCAUIMHCKA CeCTpa.

Pealcm/m Ha MSICTOTO HA MHKEKTHPaHE

KoxHu peakiun Ha Win 6JIM30 10 MACTOTO HAa WHKEKTHpaHe (JIOKAJTHH ), BKIFOYHTETHO PEaKIUU Ha
MSCTOTO Ha WHXEKTHUpaHe, MOXe a HacTHIAT ¢ DARZALEX MHXEKITMOHEH Pa3TBOP 3a MOIKOKHO
npunioxkeHue. Te3n peakuuu ca yectu (Moxe fa 3acersHat o 1 Ha 10 gymm). CuMnToMuTe Ha MICTOTO
Ha WHXKEKTUPAaHE MOXE J1a BKIIIOYBAT 3auepBsBaHe HA KOXKaTa, ChpOexK, MoIyBaHe, O0Ka,
HaCHHsBaHe, OOpUB, KbPBCHE.

Jpyru HexkeJlaHU peaKnMu

MHoro 4yectu (Moke n1a 3acerHat noseue ot 1 Ha 10 mymm):

o Tpecka

CHJIHA yMOpa

Iuapust

3arneK

HaMaJleH arleTuT

Oe3cbHUE

rJ1aBo0oJHe

yBpeXIaHe Ha HEPBUTE, KOETO MOKE Jja IPUYMHU HU3TPBIIBaHE, MpaByyKaHe WK OoJka
o0puB

MYCKYJIHH CHIa3MH

cTaBHa O0JKa

NOJyBaHe Ha PBLETE, TTIE3CHUTE WM CThIalaTa

YYBCTBO Ha OTIIAJHATIOCT

0onkH B Ippba

uH(peKnus Ha 6enure 1poboBe (THEBMOHMS)

OpOoHXUT

MH(EKINN Ha AUXATEIHUTE IBTUILA - KATO HOCA, CHHYCUTE WIH I'bPIOTO

HHUCBHK OpO Ha YEpPBEHUTE KPBbBHU KJIETKH, KOUTO MIPEHACST KUCJIOPO B KPBBTA (aHEMHUS)
HHUCBHK Opoii Ha OennTe KPbBHH KIETKH, KOUTO IIomaraT B 6opbara ¢ nHpeKIun (HeyTpOoIeHus,
niMdoneHus, TIeBKOTICHNs )

o HUCBHK OpO Ha KPHBHU KIJIETKH, HApEUYCHH TPOMOOIIUTH, KOUTO [TOMArar 3a ChCHpBaHETO Ha
KpbBTa (TPOMOOLIUTONICHH)

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

HEPUTMHUYHA ChPJICYHA IEHHOCT (TIPEICHPAHO MBKICHE)

chOMpaHe Ha TEYHOCT B OenuTe ApoOoBe, KoeTo Bu mpuunHsBa 3a1yx
WHQEKIHS Ha MUKOYHHUTE ITHTHINA

TeXKa MH(EKIMS Ha IeJIUs OPTaHu3bM (CETICHC)

JeXUIpaTaIHst

BHCOKO HHBO Ha KpbBHA 3axap

HHUCKO HHBO Ha KaJIIUi B KPBBTA

HHUCKO HMBO Ha aHTUTEJa B KPbBTA, HApeUYeHH "MMYHOTTIO0YIMHHU", KOUTO IomMarar B 6opbara ¢
MHQEKIUUTE (XUIoraMariooyImHeMus)

3aMaiBaHe

npunanaHe

0onKa B TPbIHUTE MYCKYJIH

rpun

CTYZACHH TPBIIKU

ChpOeK

HEoOMYaiiHO ycellaHe 1Mo KoxkaTta (KaTo Harp. U3TPBIIBaHE UM MPaByUYKaHe)
Bb3MAJICH MTAaHKPEeac

BHUCOKO KpPBBHO HaJIsITaHE
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o COVID-19.

Heuectn (Moxe na 3acernat o 1 Ha 100 gymm)
o BB3MAJICH YepeH APoO (XemaTur)
o BUJ XepIec-BUpyCcHa HHPEKIHS (IUTOMETraJBUPYyCHA HHPEKIIHS).

Chol01aBaHe Ha HesKeJIAHM pPeakIuu

AKO MONTyuHnTe HIKaKBU HEXXEJIaHU JICKAPCTBEHU Peakliy, yBeaoMeTe Bammus nexap uim MeaAuIuHCKa
cectpa. ToBa BKIIIOUBa BCHUKH BH3MOKHU HEOIMCAHH B Ta3H JIMCTOBKA HEXKEJIAaHHU peakuuu. Moxere
CBIIIO J]a CHOOIIUTE HEXKEJNAHU PEaKIUU JUPEKTHO Ype3 HAaIllOHATHATa CUCTEeMa 3a ChOOIIaBaHe,
nocouena B [Ipunoxenne V. KaTo cro0IaBaTe He)keIaHN PEaKLIUU, MOXKETE /1a IaZieTe CBOS IPHHOC
3a oJy4aBaHe Ha moBeue HH(popManus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansBate DARZALEX

DARZALEX MHXEKITMOHEH Pa3TBOP 3a MOIKOXKHO MPUIOKEHHUE I1I€ C€ ChXpaHsABa B OOJIHUIIA WU B
KJIMHUKA.

[a ce cpxpansBa Ha MSICTO, HEJOCTHIIHO 32 ACLA.

He u3non3BaiitTe TOBa JIEKapCTBO CIIE] CPOKa HAa TOJHOCT, OTOENA3aH BhPXY KapTOHEHATa OITaKOBKA U
etukeTa Ha ¢urakoHa cief "T'onen 1o:" u "EXP". CpokbT Ha TOMHOCT OTTOBApS HA MOCIEAHUS JICH OT
IMOCOYEHUS MECEII.

Ja ce cpxpanssa B xuagmrHuk (2°C-8°C). Jla He ce 3ampa3siBa.

Ja ce cbxpaHsBa B OpUrHHAIHATA ONIAKOBKA, 3a J1a C€ TMPE/Ia3u OT CBETJIMHA.

He u3xBbprsiiTe 1ekapcTBaTa B KaHATU3ALMATA UM B KOHTEHHEPA 3a TOMAIIHU OTHAAbLIH.

[Monuraiite Bammst papmanieBT kak Ja U3XBBPISATE JeKapcTBaTa, KOUTO Bede He n3noinspare. Te3u
MEpPKH 1€ CIIOMOTHAT 3a OIla3BaHe HA OKOJIHATA Cpeaa

6. Chabp:kaHue HA ONIAKOBKATA M JONbJIHUTETHA HHpopManus

Kakso cpabp:xa DARZALEX

. AKTUBHOTO BeILecTBO € Aaparymymad. Exun ml ot pa3tBopa ceabpka 120 mg naparymymao.
Enun daakon 15 ml nmkekiuoHeH pa3tBop cbhabpxka 1 800 mg naparymymao.

. Jpyrurte chCcTaBKH ca peKOMOMHAHTHA YoBenka xuanyponunasa (tHuPH20), L-xuctuaun, L-

XUCTHIUHOB XHUIPOXJIOpU MOHOXUApaT, L-MeTnonuH, monucopbar 20, copourton (E420) u
BoJIa 3a nHxekuuu (Buwxre ,,DARZALEX cpappika HaTpuit 1 copOUTON ‘B TOUKA 2).

Kaxk m3raexna DARZALEX u kakBO ChIbpika ONaKOBKATAa

DARZALEX nHXEKIHOHEH pa3TBOP 3a MOAKOXKHO MPUIOKEHHE € Oe3LBETHA 0 KbITAa TEUHOCT.
DARZALEX uHXeKIIHOHEH pa3TBOP 3a MOJIKOKHO MPUIIOKEHNE Ce JOCTaBs B KAPTOHEHA OITaKOBKa,
ChIbpKalia 1 eHOI030B CTHKIICH (IIaKOH.

IpuTexaTes1 HA pa3pelIeHUETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

3a JOIIBJIHUTCIIHA I/IH(i)OpMaIlI/IfI OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETEC CC C JIOKAJTHUA

NPEICTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»PKOHCBH & JxoHchH brarapus” EOOJ]
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

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

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

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

Eesti

UAB “JOHNSON & JOHNSON?” Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALada
Janssen-Cilag ®oppokevtikr A.E.B.E.
TnA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Lietuva

UAB “JOHNSON & JOHNSON”
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +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 o.0.
Tel.: +48 22 237 60 00

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

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



Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvzpog
Bopvépoc Xotinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.

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

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha nmocjeaHo npepasrJexaane Ha gucroBkata {MM/I'TTT}.

JApyru u3rouHuinu Ha uHpopmanus

[TonpoGHa uHpOpMaIKs 3a TOBA JICKAPCTBO € IpeocTaBeHa Ha yeOcaiita Ha EBpornetickara areHIus

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

Ilocouenara no-40J1y I/IH(bOpMaLII/IH € IMpeAHa3Ha4YCHa CaMO 3a MCAUIIMHCKU CTICIUATIUCTHU:

DARZALEX HMHXEKIIMOHEH pa3TBOP 32 MOJIKOKHO IPUIIOKECHHUE TPSOBA J1a Ce MPHIIOKHU OT

MCIUIMHCKHU CIICTUAJIUCT.

3a n1a ce mpeaoTBPaTAT JICKApPCTBEHHU IPEIKH, € BA)KHO Jla C€ IPOBEPSIBAT ETUKETUTE Ha (PIIAKOHUTE, 32
Jla € CUTYPHO, Y€ ce Ipujiara moxoAsiaTa JeKapcTBeHa ¢popma (3a HHTPaBEHO3HO WIIH 32 TTOJIKOKHO
MIPUIIOKEHNE) U Ue Ha MAIMeHTa ce mpuiara rnpennucanara 103a. DARZALEX uHXeKIHoHeH
pa3TBOp TPsIOBA J1a Ce MpHUiIara caMo 4Ype3 MOJAKOMXHA MHKEKIUS B yka3aHarta 103a. DARZALEX 3a
MOJAKOKHO MPUIIOKEHNUE HE € TIPETHA3HAUCH 32 HHTPABEHO3HO MPUJIOKEHUE.

DARZALEX MHXEKITMOHEH Pa3TBOP 3a MOJIKOKHO MPUIIOKEHUE € CaMOo 3a eTHOKpaTHA yIoTpeda u €

TOTOB 3a IMPUJIOKCHHUC.

. DARZALEX MHXEKIMOHEH Pa3TBOP 3a IOJKOMXKHO IPUIIOKEHUE € CbBMECTHM ChC CIIPUHIIOBKA
OT THOJIUIIPONMIICH WU TOJIMETUIICH; C HAaOOpH 3a MOJKOKHA WH(Y3HS OT MOJMIPOTIUIEH,
nonueTrieH i nonuBUHWIXIopuI (PVC) 1 ¢ urnu 3a u3rerasHe Ha pa3TBOpa U WH)KEKTHpaHe

OT HEPBXKJac€Ma CTOMaHa.

° DARZALEX MHXEKIIMOHEH Pa3TBOP 3a MOJIKOKHO MPUIIOKECHUE TPsOBa 1a Obe OUCTHP 110
omajecleHTeH 1 0e3LBEeTeH A0 KBIT pa3TBop. He n3nomns3saiite npu Hanu4ue Ha HEMPO3pauHU
YaCTHLM, MPOMSIHA Ha [IBETA WX APYTH Yy>KIU YACTHILIH.

. UzBanere ¢nakon c DARZALEX nHkeKunoHEeH pa3TBOp 3a MOAKOXKHO MPUI0KEHUE OT
xmagunauka (2° C-8° C) u ro ocraBere 1a JOCTUTHE cTaiiHa Temmeparypa (15° C-30° C).



HenpoOutusat gnakoH Moxe Aa ce ChXpaHsiBa Ha CTaifHa TeMIlepaTypa U Ha CTaliHa CBETJIMHA 32
MaKCHMAaJHO 24 yaca B OpUTMHAJIHAaTa KapTOHEHA KyTHs, 3a []a c€ Ipenas3y oT cBeTiauHa. [la He
ce CbXpaHsABa Ha IIPsiKa CIIbHYEBA CBETIMHA. J[a He ce pa3kialua.

[IpuroTBere ciprHIIOBKaTa IPH KOHTPOJIMPAHH U BAIMJUPAHU ACENITUYHU YCIOBHS.

3a ma ce nz0erHe 3alymIBaHe Ha UTJIaTa, IPUKpENeTe XUMOoAepMalHaTa HHKXEKIMOHHA UIJIa HITH
Habopa 3a Mo KoKHA HHOY3US KbM CIPUHIIOBKATA HETIOCPEACTBEHO MPEIN HHKCKTUPAHETO.

C’BXDaHeHI/IC Ha IPpUroTBC€HATa CIIPUHIIOBKA

Ako cipuHIOBKaTa, chabpkama DARZALEX, He ce n3non3Ba He3a0aBHO, ChXpaHsSBaliTe
pastBopa DARZALEX g0 24 yaca B XJIaAWJIHUK, IIOCJIEIBAHO OT HE MOBeYe OT 12 "aca mpu
15 °C-25 °C Ha cTaiiHa cBeTJIMHA. AKO C€ ChXpaHsABa B XJaJAWIHNK, OCTABETE PA3TBOpa Ja
JIOCTUTHE CTaiiHa TeMIepaTypa Npean MPUIIOKEHHE.

Ilpunoxenue

Wmxektupaiite 15 ml DARZALEX uHXeKIMOHEH pa3TBOP 32 OAKOXKHO MPHIIOKECHUE B
MOJKOKHATA ThKAH Ha KOpeMa NPUOIM3UTENHO 7,5 cm BISCHO MJIH BJISIBO OT IThIIA B
npoAbbKeHne Ha mpuOansuTenHo 3-5 munytu. He nmxextupaiitte DARZALEX nnxeximonexn
Pa3TBOP 3a MOAKOXKHO NPUIIOAKEHUE HA IPYTU MeCTa Ha TSJIOTO IIOPaay JIUIICa Ha IaHHU.
MecTa Ha MH)KEKTHpaHe TPsAOBa Ja ce pellyBaT IPH MOCICI0BATEIHUTE HHKEKIIHH.
DARZALEX nHXEKIIMOHEH Pa3TBOP 32 IMOAKOXKHO MPUIIOKEHUE He TpsiOBa HUKOTA J1a ce
WH)XEKTHpA B Y9aCThIH, KBJETO KOKaTa € 3a4epBEHa, HACHHEHA, YyBCTBUTEIHA, BTBBP/CHA,
WIN B Y4acTbLH c OeJe3H.

AKO ManyeHThT U3NUTBA O0JIKa, MPEKbCHETE 33 MAJIKO MU 3a0aBeTe CKOPOCTTa Ha
UHXeKTupaHe. B ciryuaii ue Gonkara He ce 00ek4n OT 3a0aBsHe Ha MHXKEKIUATA, MOXKeE Ja ce
n30epe BTOPO MSICTO HAa MHXXEKTHPAHE OT ApyraTa CTpaHa Ha KOpeMma, 3a /1a Ce MH)KEKTHpa
ocTaHanara J03a.

ITo Bpeme Ha neuenne ¢ DARZALEX MHXEKIIMOHEH pa3TBOP 3 MOAKOKHO MPHIIOKEHUE HE
npujaraifTe Ipyry JeKapCTBEHHU MPOIYKTH 3a MOAKOXKHO MPUIIOKEHHE Ha ChIIOTO MACTO.
HewnsnonsBanusT neKkapcTBeH NPOLYKT WM OTHaIbYHUTE MaTEpUalld OT HEro TpsioBa z1a ce
U3XBBPJIAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUS.

IIpocnenumoct
3a 1a ce mogo0pH MPOCIEAMMOCTTa HA OMOJOTMYHUTE JICKAPCTBEHU MPOIAYKTH, UMETO U TTAPTHIHUSAT

HOMCP Ha MPUIIOKCHUA IPOAYKT TpSI6Ba SICHO Ja C€ 3aIIMCBar.
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