MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 20 mg/ml xoHIIeHTpat 32 WH(QY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceeku ¢uakon 5 ml cpabpika 100 mg naparymyma6 (daratumumab) (20 mg naparymyma6 Ha ml).
Bceexu ¢makon 20 ml ceappixa 400 mg maparymymadb (daratumumab) (20 mg gapatymymab Ha ml).

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

TCXHOJIOT .

TlomomIHO BemEecTBO ¢ U3BECTHO ACUCTBHE:

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

3a IBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

KonueHnTpar 3a nH}y3uOHEH pa3TBOp
be3uBeTeH 10 XbAT pa3TBOp

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHU MOKA3AHUSA

DARZALEX e noka3zas:

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

. B KOMOMHAIIUA C OOPTE30MHO, TATHIOMHUIL M IEKCAMETA30H 3a JICUCHUE Ha Bh3PACTHH MMAlUECHTH
C HOBOJIMATHOCTHITUPAH MYJTHUILJICH MUEJIOM, KOUTO Ca IMOAXO/ISIIH 32 aBTONI0KHA
TPAHCIUIAHTAIMS HA CTBOJIOBH KIIETKH.

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

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

MYJITUIUICH MUCJIOM, YUATO NpeAIICCTBAIa TEpannd BKIIIOYBa IIPOTCa30MCH I/IHXI/I6I/ITOp u
UMYHOMO/TYJIMPAIIO CPEACTBO, KOMTO Ca MOKA3aJIH MPOrpecus Ha 3a00JIsIBaHETO TIPH
MOCJIeIHATA TePAITHSL.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

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

Tps0Ba na ce nmpuiarat JeKapcTBEHH MIPOAYKTH MPEIH U ciell HHDY3HsITa, 3a ja C€ HaMaJld PUCKBT OT
peakuuu, cBbp3anu ¢ uHPpy3usaTa (IRRs) Ha naparymymad. Bukre mo-gomny ,,[Ipenopbuntenan
CBITHTCTBAIIIN JIEKAPCTBEHH MPOJYKTU, ,. JIedeHne Ha peakiiu, CBbp3aHu ¢ HHPy3uaTa™ u Touka 4.4.
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Cxema Ha npuiazane 6 KOMOUHAYUS C AEHATUOOMUO U OEKCAMEMA30H (4-ceOMuien yuKkv Ha edenue)

u 3a moHomepanus.

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

Tabdauma 1:  Cxema na npuiarane Ha DARZALEX B koMOHHAIUS ¢ JIEeHAJTHAOMHU/ H
aexcameTa3oH (Rd) (4-ceaMuyeH IMUKBJI HA JIedeHHe) H MOHOTEPANHUst

CeaMunu

Cxema

Cegmunu 1 1o 8

BEJIHBK ceIMUIHO (001110 8 103M)

Cenvunu 9 mo 24

Ha BCEKH JIBe ceaMuny (001o 8 mo3m)

Ot ceamuIia 25 HaTaTHK 10 MPOTPECHUS Ha

Ha BCEKHU YC€TUPHU CCAMUITN

3abonsBaHeTo’
a

6

[IppBata 103a OT cXxeMara Ha IpUIaraHe Ha BCCKH 2 CEJMUIIM ce Jiapa Ha ceqmuna 9.
ITppBaTa 103a OT cxeMara Ha IpHIaraHe Ha BCeKd 4 CeIMHUIM ce 1aBa Ha ceaMuna 25.

JexcameTa3oH TpsiOBa jaa ce npwiara B 1o3a 40 mg/ceamuna (viu HamasaeHa go3a 20 mg/ceamuia
MIPH MAIUEHTH >75 TOANHM).

3a mo3aTa M cxeMaTa Ha IpUIOKEeHHEe Ha JIeKapCTBEHUTE MPpoXyKTH, mpunaranu ¢ DARZALEX, Buxre
Touka 5.1 u crorBeTHaTa KpaTka XapakTepucTHKa Ha MPOAYKTa.

Cxema Ha npunazane 6 KomouHayusi ¢ bopmesomud, menganan u npedHU3oH (6-ceomMuyeHr YuKvil Ha
Jleuenue)

[Mpenopbunrtennata n1o3a DARZALEX e 16 mg/kg TenecHo Terio, MpuiiokeH KaTo HHTPaBEHO3HA
nH(Y3USI B ChOTBETCTBHE ChC CIIEHATA CXEMa Ha MpHiarane B Tadnuma 2.

Taoauuna 2: Cxema Ha npujaraie Ha DARZALEX B kom0unanusi ¢ 6opre3oMuo,
Mesdanal u npeaHu3oHd ([VMP]; 6-ceaMuyeH HIMKbJ HA JeYeHUe)
Ceamunu Cxema

Cemmunu 1 1o 6

BEJIHBXK CEIMUYHO (001110 6 J103H)

Cenmuru 7 o 542

Ha BCEKH TpH ceamuIn (06mro 16 mo3u)

Ot ceamuia 55 HaTaTBK 10 MPOTPeCcHUs Ha

Ha BCCKU YCTUPU CCAMUIIN

3a60sIBaHETO?
a

6

H’BpBaTa J103a OT CXeMaTa Ha NnpujlaraHe Ha BCEKU 3 ceAMUIM Ce J1aBa Ha CeAMUIla 7.
H’LpBaTa J103a OT CXeMaTa Ha Ipujiaraie Ha BCEKU 4 cenMUIIM Ce 1aBa Ha CeIMUIIA 55.

Bopre3omMub ce maBa qBa MbTH CEAMUYHO HA cenMuIu 1, 2, 4 1 5 3a mppBUs 6-CEIMUYCH UKBI,
IOCJIEABAHO OT BeAHbsK CCAMHUYHO Ha ceaMuIiu 1, 2, 4 u 5 3a olie oceM 6-CeMHYHH IIUKBIA. 3a
nH(pOpMAIU OTHOCHO J103aTa U cxeMaTa Ha npwiarade Ha VMP npu npunoxxenne ¢ DARZALEX
BIDKTE Touka 5.1.

Cxema na npunaeane ¢ KOMOUHAYUsL ¢ HOPMEIOMUO, MATUOOMUO U OEKCAMEMAZ0H (4-ceOMuueHn YuKvi
Ha JleueHue) 3a 1eyenue Ha HOBOOUACHOCIMUYUPAHY NayUeHmu, NoOX00AuU 34 A6MOLONCHA
mparncnaanmayus Ha cmeonosu kiemku (ASCT)

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

Taoauua 3: Cxema Ha npujarane Ha DARZALEX B kom0unamusi ¢ 6opre3oMuo,
TajguaoMua u aekcamerasoH ([VTd]; 4- cexqMuveH MUKBJI HA JIeYeHHE)

da3a Ha JieueHHe Ceamuun Cxema
Nnnykuus Cenmuru 1 1o 8 BEJIHBK ceMUYHO (001110 8 103M)
Cenmuim 9 o 162 Ha BCEKH JIBe ceaMuIty (o01mo 4 mo3n)
Crpere npu xuMuoTepanus ¢ Bucoku 1031 u ASCT
Konconmunanus | Cemmutu 1 mo 8° Ha BCEKH JIBe ceMHUIIH (00110 4 11031)




HLpBaTa J103a OT cXeMaTa Ha Ipujlaraine Ha BCEKU 2 CCIMHUIIU CC JaBa Ha cEaAMULla 9.

ITepBaTa 103a OT cxemara Ha IpHIaraHe Ha BCEKH 2 CeIMHULIM Ce laBa Ha ceMHLA | ciie/ MOTHOBSIBaHE Ha JICUCHUETO
caen ASCT.

JlexcameTa3oH TpsOBa jaa ce npuiiara B 1o3a 40 mg Ha neH 1, 2, 8, 9, 15, 16, 22 u 23 ot 1ukba 1 1 2; B
no3a 40 mg Ha neH 1-2 u 20 mg npe3 mocieaBaiuTe AHU 3a npuiarade (aeH 8, 9, 15, 16) ot nukbi 3-
4. Nexcamerazon 20 mg tpsOBa aa ce mpuiara Ha el 1, 2, 8,9, 15, 16 ot muksi 5 u 6.

3a mo3aTa W cxemara Ha IpujiaraHe Ha JIeKapCTBEHUTe MpoaykTH, npunoxkenn ¢ DARZALEX, Buxre
To4Ka 5.1 ¥ CHOTBETHATA KpPaTKa XapaKTEPUCTUKA HAa MPOIYKTA.

Cxema Ha npunazane 6 KOmMoOuHayusi ¢ bopme3omud u dexcamemason (3-ceOMuden YyuKvi Ha jeyerue)
IIpenoppuntennara noza DARZALEX e 16 mg/kg TenecHo teruo, mpuiokeHa KaTo HHTPaBEHO3HA
nH(Y3UI B ChOTBETCTBHE ChC CIIEIHATA CXEMa Ha IpHuiiarane B Tadnwuma 4.

Tabmmma 4: Cxema Ha mpuinarane Ha DARZALEX B komOuHanus ¢ 6opre3oMud u
aexkcameTasoH (Vd) (3-ceaMuyeH HMKBJ HA JeYeHne)
CeaMuiu Cxema

BEJHBK ceIMUIHO (001110 9 1031)
Ha BCEKHU TPHU ceaMuIly (00110 S 103u)
HA BCEKH YETUPH CEIMHIIA

Cegmunu 1 1o 9
Cenmuru 10 mo 242
Ot ceamuia 25 HaTaTBK 10 POTPECUs Ha

3a60sIBaHeTO?
a

6

H”praTa J103a OT CXe€MaTa Ha IpujiaralHe Ha BCCKU 3 ceAMUIM Ce 1aBa Ha CeAMUIIa 10.
H”praTa J103a OT CXe€MaTa Ha IpujiaralHe Ha BCCKU 4 cenMUIIM ce 1aBa Ha CeaMUIIA 25.

JexcameTa3oH TpsOBa ma ce npuiiara B 1o3a 20 mg Ha neH 1, 2,4, 5, 8,9, 11 u 12 ot mepBuUTE
8 1ukbIIa Ha neyeHue ¢ 6opre3oMud wiK B HamaseHa no3a 20 mg/cenmuna npu naueHTH

> 75 ronunu, ¢ mogHopMeHo Terio (MTM < 18,5), ¢ nomo KoHTpoIrpaH 3axapeH AuadeT wiu
HpeIX0/IHa HETTOHOCUMOCT KbM CTEpOU/IHA Teparusl.

3a mo3aTa M cxeMaTa Ha IpWIOKEeHHE Ha JIEKapCTBEHUTE MPOoIyKTH, mpunaranu ¢ DARZALEX, Buxre
Touka 5.1 u crorBeTHaTa KpaTka XapakTepucTHKa Ha TPOAYKTA.

Cxopocm na unghysus

Cren paspexnane DARZALEX undy3us TpsiOBa aa ce npuiiara MHTpaBeHO3HO NPH IbPBOHAYAIHA
CKOpOCT Ha MH(]y3usTa, IpeIcTaBeHa B Tabanua 5 no-noiy. [locrenenHo yBennuaBaHe Ha CKOPOCTTa
Ha nHQy3uaTa TpsOBa 1a ce OOMHCIIH, CaMO IIPH JIUTICA Ha PEaKIUU KbM HH(]Yy3usTa.

3a ynecHeHHe Ha IIPUIOKEHUETO IIbpBaTa npeanucana go3a 16 mg/kg Ha ceqmuna 1 Moxe n1a ce
paszeny B 1Ba OCJICAOBATEIHU IHY, T.€. 8 mg/kg chOTBeTHO Ha JieH | u JieH 2, BuxKTe Tabnuna S mo-

JIOITY.

Ta6auua 5:  Ckopoct Ha nH}y3usiTa npu npuioxkeane Ha DARZALEX (16 mg/kg)
O0em Ha Hauyanna CTbHKH HA MaxkcumaJjina
paspexaaH | CKOPOCT yBeJIH4aBaHe | CKOPOCT
e (mbpBH 4ac) | ckopocrra ?
HNudy3us Ha ceamumna 1
Bapuanum 1 (edunuyna doza 3a ungysus)
Cenmuna 1 nen 1 (16 mg/kg) 1000 ml 50 ml/ma wac | 50 ml/na yac 200 ml/na gac
BCEKH yac
Bapuaum 2 (pazoenena 0o3za 3a
unghysus)
Cenmuna 1 nen 1 (8 mg/kg) 500 ml 50 ml/ma yac | 50 ml/na yac 200 ml/na gac
BCEKH yac
Cenmuna 1 nen 2 (8 mg/kg) 500 ml 50 ml/ma yac | 50 ml/Ha yac 200 ml/na gac
BCEKH yac
Wudysus na cexmuna 2° (16 mg/kg) 500 ml 50 ml/na vac | 50 ml/na yvac | 200 ml/na yac
BCEKH yac




Mocneasauu nuugy3uu (ot cexvmuna 3 | 500 ml 100 ml/na gac | 50 ml/Ha yac 200 ml/na gac

HaTaThK, 16 mg/kg)® BCEKH 4ac
2 TlocTeneHHo yBeTHYaBaHE HA CKOPOCTTA Ha MH(DY3MATa TPsOBa 14 Ce OOMICIIH, CAMO TIPH JIAIICA HA PEAKIHH KbM
uH}Yy3UATA.

O6em Ha paspexaane 500 ml 3a no3ara 16 mg/kg Tps6Ba na ce u3nonsea camo ako Hama IRRs npe3 npenxonnara
ceaMuna. B npoTtuseH ciyuaii u3nonseaiite o6em Ha paspexaane 1 000 ml.

Mopndurmpana HaganHa ckopoct (100 ml/Ha gac) npu nocnensamuTe HHPY3UH (T.€. OT CEAMUNA 3 HATATHK) TpsIOBa
Jia ce u3moi3Ba camo ako Hsama IRRs npu npeaxoanure nHdys3uu. B mpoTuBeH ciay4ait npoapmkeTe 1a H3M0I3BaTe
YKa3aHMATA B TAOJIHIIaTa 32 CKOPOCTTA Ha HHDY3HUSI HA ceaAMUIIa 2.

Ogradsnsarne Ha peakyu, c8bP3aAHU ¢ UHPDY3UAMA
3a ma ce mamanmu puckbT oT IRRs mpenn Havanoro Ha geuennero ¢ DARZALEX, tpsioBa na ce
MpUJIarat JICKApCTBEHH MPOAYKTH, TIPUIaraHu MPeaIyd UHPY3HUAITa.

IIpu IRRs ot BcsikakBa cTenen/TexecT, BeaHara npekbcHere nHpysusita DARZALEX u nekysaiite
CHUMIITOMHUTE.

OnagsBanero Ha IRRs MoXe OMBIHUTENHO J]a U3UCKBA HAMAIISIBAaHE HA CKOPOCTTa Ha MH(Y3HATA,

Wi cnupane Ha jgedenneto ¢ DARZALEX, kakTo € moco4eHo mo-a0iy (BkK. Touka 4.4).

o Crenen 1-2 (;rexa go ymepena): Cien KaTo CHMITOMHUTE Ha PeaKIUATa OT3ByYaT, HHPY3HsITa
TpsiOBa J1a ObJie BE30OHOBEHA C HE MMOBEYE OT MOJOBUHATA OT CKOPOCTTA, IPU KOATO CE €
nosBuia IRR. Ako nanMeHTHT HE U3NUTBA HIKAKBU JONBIHUTEIHU cuMIToMHu Ha IRR,
yBEIMYaBaHETO Ha CKOPOCTTa Ha MH(Py3HuATa MOXKe /1a ObJe Bh30OHOBEHO MOCTEIIEHHO U Ha
KJIMHHYHO MTOIXO/ISIIH HHTEPBAIN 10 MaKCHMasiHa ckopocT oT 200 ml/4ac (Tabmuma 5).

o Cremnen 3 (texka): Cieq KaTo CAUMIITOMHUTE Ha peakIysaTa OT3BydYaT, MOXKE J]a c€ OOMHUCIH
BBH300HOBsIBaHE HA MH(DY3HsITA C HE TMOBEUE OT MMOJIOBUHATA OT CKOPOCTTA, MPU KOATO CE €
MOSIBUJIA PEAKLUATA. AKO TALMEHTHT HE MPOSBABA JOMBJIHUTEIHA CHMITOMH, YBEIHYaBAHETO
Ha CKOpPOCTTa Ha WH(Y3UATa MOXKE J1a Ob/Ie BH30OHOBEHO IMOCTETIEHHO U HA MHTEPBAJH B
3aBHCHUMOCT OT ciy4ast (Tabnumna 5). [Iporenypara mo-rope TpsOBa Jia ce MPIIOKH OTHOBO B
ciydail Ha Bb300OHOBsIBaHe Ha cuMmntoMuTe OT cterieH 3. DARZALEX tpsiOBa na ce mpekparu
OKOHYATEJIHO CJIe/l OsIBaTa Ha PeakMu KbM HHQY3UATA CTETIECH 3 WM MO-TOJIsIMA.

. Crenen 4 (;)kuBoTo3acTpariasaia): OKOHUATEIHO NpeKpaTsiBane Ha tedeHuero ¢ DARZALEX.

Iponycuama 0o3a

Axo muranupana no3a DARZALEX e nporrycHara, no3ata Tps0Ba Jja ce IpriIokKu Bb3MOXKHO Haii-
CKOpO M cXeMaTa Ha Ipujiarate TpsOBa Jja ce KOpUrupa CbOTBETHO, IIPH ClIa3BaHe Ha MHTEpBaJa Ha
JIEUCHHUE.

Moougpurayus na 0ozama

He ce npenoppuBa HamaneHue Ha no3ata Ha DARZALEX. Moxe na e HeoOxoanmo 3a0aBsiHe Ha
MPUIOKEHUETO, 32 J1a ce 1ajic Bb3MOXHOCT 32 Bb3CTaHOBSIBaHE HA OpOsl Ha KPBBHHUTE KIETKH MPH
T0sIBa HA XeMATOJIOTHYHA TOKCHYHOCT (BXK. Touka 4.4). 3a uHpOpMAaIHsi OTHOCHO JICKApCTBEHHUTE
NpOAYKTH, punaranu B komOunanusi c DARZALEX, smwxTe choTBeTHaTa KpaTka XapakTepucTHKa Ha
MPOIYKTA.

HDGHOD’L‘H/ITCHHH CbIIBTCTBAINIH JICKAPCTBCHHU MMPOAYKTH

Jlexapcmeen npodykm, npunazan npeou uHQysuama
JlexapcTBeH NPOAYKT, IpUJIarad mpeau nHQy3usaTa TpsaOBa Ja ce nmpuiara 3a HamajsiBaHe Ha PUCKa OT
IRRS Ha Bcnuku nanuenTH 1-3 vaca npenu Besika uHdy3us Ha DARZALEX, kakrto ciensa:

° KopTtukocreponn (IbIroaecTBaII WIH ChC CPETHA TTPOIBIDKATETHOCT Ha ICHCTBHE)
- MonoTtepanusi:
Merummpenauzonod 100 mg uinm eKBUBaJICHTHA 1032, IPIJIOKEHA HHTPaBeHO3HO. Criext
BTOpaTa MH(QY3Us 03aTa Ha KOPTUKOCTEPOH 1A MOXKE JIa Ce HaMauu (TIepopaieH Hiin
HHTPABEHO3CH METHINPETHI300H 60 MQ).



- Kombunupana Teparnms:
HexcameTason 20 mg (WiIx EKBUBAJICHT), IIpUIarad Mpean BCsAka nHOY3HUSI Ha
DARZALEX. Koraro nekcameTa3oH € crienu(@UIHUSIT KOPTUKOCTEPOH]] 32 OCHOBHATA
CXeMa Ha JIe4eHHe, TepaneBTUYHaTa J03a Ha IeKCaMETa30H LIe CIYXKU KaTo JIEKAPCTBEH
MPOAYKT, IpWiarad npean nHdys3usaTa B qaute Ha nHpy3nus Ha DARZALEX (Bx.
Touka 5.1).
JexcameTa3oH ce mpuiiara HHTPaBeHO3HO Mpeau mbpBaTa nHPy3us Ha DARZALEX, a
MIEPOPATTHO TPUIIOKEHHIE MOJKE /Ia CE MMa MIPEIBHU/ IIPEIN TIOCIEIBAIINTE HH(Y3HH.
CrnenududaauTe 32 TOIMBJIIHATEIHA OCHOBHA CXeMa Ha JICUCHHE KOPTUKOCTEpOUIH (HaIIp.
NpeIHU30H) He TpsIOBa 1a ce mpuiaraT B AuuTe Ha nH(py3ust Ha DARZALEX, xoraro
MAIMEHTHUTE MOoTyYaBar JeKCaMeTa30H KaTo JEKapCTBEH NMPOIYKT, IpUIaraH npeau

nHOY3UATA.
o Antunuperuny (epopaned mapameramorn 650 mo 1 000 mg)
. AHTHXHCTaMUH (TIEpOopajieH WK WHTpaBeHO3eH nudeHxuapamMut 25 mo 50 mg wim
C©KBHUBAJICHT).

Jlexapcmeen npodykm, npuiazar cied uHQyusama
JlekapcTBEH MPOAYKT, IpHWIarad ciex nHQys3uara TpsOBa 1a ce Mpuiiara 3a HaMasBaHe Ha PUCKa OT
IRR ot 3abaBeH THII, KAKTO CJIEBA:

- Momnotepanus:
Ha Bceku ot nBaTa qHH, cleIBaIlld BCHUKY HH(Y3HUH (KaTO ce 3alovHe B ICHS ClIe/T
uHQYy3usaTa), TpsAOBa 1a ce MPUIIOKH MepopaieH KopTukoctepous (20 mg
METHJINPEIHU30JI0H WM €KBUBAJIICHTHA /1032 KOPTUKOCTEPOU] ChC CpPEIHA
MPOABIHKUTETHOCT Ha AWCTBUE WU IBJITOJICHCTRAIL B CbOTBETCTBUE C MECTHUTE
CTaHJapTH).

- KombOunmpana tepamnus:
Jla ce 0OMHUCITH MPUIIOKESHUETO Ha HKUCKA 1032 TIepopaicH MeTHIpeaHn300H (< 20 mQ)
WJIM EKBUBAJICHTHA 71032 B JicHs cien uHdpy3usra Ha DARZALEX. Ako o6a4e OCHOBHUSIT
KOPTHUKOCTEPOWUI, crienn(UIeH 3a cxeMara (Hamp. AeKCaMeTa3oH, IPEeTHU30H), Ce
npunara B jens cieq napysusara Ha DARZALEX, 10bIIHUTEHN JIEKapCTBEHH
MPOIYKTH, TIPUIIATaHu Ciie]] nH(Y3HUITa MOXKE J1a He ca HeoOxoaumH (BK. Touka 5.1).

OcBeH TOBa, IIpH NALMEHTH C aHAMHE32a 33 XPOHUYHA 0OCTPYKTUBHA OenoapoOHa Gonect, TpsaOBa na
ce 0OMUCIIM PUJIAraHeTo Ha JISKapCTBEHU NPOAYKTH, IPUJIAraHu clie HHPY3UATA, BKIIOUUTETHO
KpPaTKOJIEHCTBAILM U IBJITOAEHCTRAIIN OPOHXOANIATATOPH M MHXAJIATOPHHU KOopTUKOocTepouau. Cien
I'BPBUTE YeTUPU MH(PY3HUH, aKO NALUEHTHT HiAMa TeXKH IRRs, npunoxenneTo Ha MHXaIaTOPHU
JIEKapCTBEHHU NMPOIYKTH cjiel MHPY3HUsITa MOXeE /1a Ob/ie IPEKPATEHO 110 MPELEeHKa Ha JIeKaps.

IIpogunaxmuka na peaxmusayuama na xepnec 30cmep upyc
Tpsi6Ba na ce 0OMUCITN aHTUBUPYCHA MPOGUIAKTHKA 32 IPEBEHINS HA PEaKTUBALIMATA Ha XepIec

30CTep BUPYC.

CrenmaiHy onyJialu

bvopeuno yspeacoane

He ca npoBexaanyn opuuyainy npoyyBaHus Ha JapaTymyMal NpH NanueHTH ¢ ObOpeyHo yBpexaaHe.
B®3 ocHoBa Ha momynanuonau dapmakokunetnday (PK) aHanm3m He € He0OX0JUMO KOPUTHpaHe Ha
J103aTa TPH MAUEHTH ¢ ObOpeUHO yBpekaaHe (BK. ToUka 5.2).

Yeproopobno yspedcoane

He ca npoBexpanu opuIMaIHU IPOYYBaHHS Ha JapaTrymyMal MpH ManueHTH ¢ YepHOPOOHO
yBpekaaHe. Bp3 ocHoBa Ha nomynaronan OK ananusu, He € He0OX0IMMO KOpPUTHpaHe Ha J103aTa
IPH MAIKEHTH C JISKO YePHOAPOOHO yBpexkIaHe (BXK. Touka 5.2).

Cmapuecka 6v3pacm
He e HeoOxouMo KopUTrHpaHe Ha qo3ata (BK. Touka 5.2).



Ileduampuuna nonyrayus

bezonacHoctTa 1 eukacHoctTa Ha DARZALEX 1ipu fiena Ha Bb3pacT nox 18 rogaunau He ca
YCTaHOBEHU.

JIumncsar maHHU.

Hauwn Ha nipunoxeHue

DARZALEX e 3a uaTpaBeHO3HO IpuyioxeHue. Tol ce mpuara KaTo HHTpaBeHO3HA HH(Y3HS e
paspexaane ¢ Harpuer xiopua 9 mg/ml (0,9%) uHxKeKIIMOHEH pa3TBOP. 32 yKa3aHUSI OTHOCHO
pa3pekIaHeTO Ha JICKAPCTBEHISI MIPOYKT MPEIn NPUIIOKCHHE, BUKTE TOUKa 6.6.

4.3 TlIpoTuBomoka3aHusi

CBpPBXUIyBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MJIA KbM HSKOE OT IIOMOIIHUTE BEIIECTRA,
n30poeHu B Touka 6.1.

4.4 CneuuaJHu npeaynpe:kieHus ¥ NpeanasHu MepKH NpH ynorpeda

[Ipocneaumoct

3a na ce monoOpU NPOCIEAUMOCTTa HAa OMOJIOTMYHUTE JIEKAPCTBEHHU MPOAYKTH, UMETO U MaPTUIHUAT
HOMEDp Ha MPHUJIOKEHUS MPOAYKT TPsiOBa SICHO Jla ce 3alncBart.

Peakmun, cBbpp3anu ¢ nady3UsITA

DARZALEX moxe na npeausBuka cepro3nu IRRs, BKIIIOUMTETHO aHAQUIAKTHUYHU PEAKIMH (BK.
touka 4.8). Te3u peakuuu Morar a ObaaT )KHBOTO3ACTpAILIABAIIN, KATO Ca ChOOIIABAHH JICTATHA
CIIydau.

Bceunuku nanpenTH TpsiOBa Aa ce mpociieisBart 1mo Bpeme Ha nHoysusra 3a IRRs. [Ipu nanuenTure,
kouto nonyyar IRRs or kakBato u Aa € creneH, HaOIIOACHUETO TPIOBA a MPOABIIKH CIIE]
MH(]Y3UATa 1O OT3ByYaBaHE HA CUMIITOMHUTE.

B ximanyHATE ipoyuBaHus IRRs ce chobmmaBar npu npruOIM3UTEHO TTIOJIOBUHATA OT BCHUKA
ManueHTy, JiekyBanu ¢ DARZALEX.

[To-ronsimara yact ot IRRs HacTwIBaT Mpu MbpBaTa HHPY3Us U ca OT creneH 1-2 (Bk. Touka 4.8).
YeTHpu nporeHTa ot Bcuuky nanueHTd uMat IRR npu nmoBeve ot exna nHdys3us. MMa ciaydan Ha
TEKKH PeaKiuy, BKIFOUUTEITHO OPOHXOCMa3bM, XUTIOKCHS, TUCITHES], XMIIEPTOHUS, OTOK Ha JIApHHKCA,
0enopo0OeH OTOK ¥ OYHH HEXKENaHU PEaKIMU (BKIIOYUTEITHO XOPOHJANICH U3JIHB, OCTPa MHOTIHS U
OCTpa TJIayKoMa ChC 3aTBOPEH bI'bil). CHMIITOMUTE BKIFOYBAT PEIMMHO 3alyIllIBaHe Ha HOCA,
KallUTHIA, BB3IMAJICHNE Ha I'bPJIOTO, BTPUCAHE, TOBphIIaHe U rajgene. [lo-penkn cumnromu ca
CBUPKAIIH XPHUIIOBE, AIEPTHUCH PHHUT, TUPEKCHS, TUCKOMDOPT B rbpAnTe, ChpOEK, XUITOTOHUS U
3aMbIIICHO 3peHne (BK. Touka 4.8).

[TarmenTure Tpa6Ba 1a ObAT MIPEeIBAPUTETHO JIEKYBaHU C AHTUXUCTAMUHH, aHTHUIPETHIIN U
KOPTUKOCTEPOUIH, 32 1a ce Haman pucksT oT IRRs mpenn HaganoTto Ha nedennero ¢ DARZALEX.
Unodysuara DARZALEX TtpsioBa na ce npexbcHe npu IRRs He3aBrcHMO OT TsIXHATa TEXECT U IPH
HEOOXOJUMOCT TPSIOBA J1a ce MpeApUeMaT MEIUIIMHCKY TPHKU/TIoIbpokaliio teueHue 3a IRRs. [pu
naruerTute ¢ IRRs cremnen 1, 2 wim 3 ckopoctra Ha nH(DY3Ms TpaOBa 1a ObJe HaMaIeHa, Ipu
MOBTOPHOTO # 3amouBaHe. AKO HACTHIY aHa(MIIAKTUYHA PEAKIMs MU KUBOTO3aCTpallaBalia
(crenen 4) peakuusi, CBbp3aHa ¢ HH(Y3HATa, He3a0aBHO TPsOBa Jja ce 3aroyvHe MOIXO/AAIIA CIIEHIHA
peannmanus. Tepanusta c DARZALEX TpsiOBa na ce mpeycTaHOBU He3a0aBHO M OKOHYATEITHO (BXK.
Touku 4.2 u 4.3).



3a HamasiBaHe Ha pucka oT IRRs ot 3a0aBeH THII, Ha BCHYKH HAIMEHTH e HHDY3UH C
DARZALEX TpsibBa na ce mpuiarat rnepopaiHu Koptukocrepoud. OCBEH TOBa, IPHU MAITUSHTH C
aHaMHe3a 3a XpOHUYHA OOCTPYKTHBHA OentoipoOHa OosecT TpsOBa qa ce 0OMHUCIIN U3IOJI3BaHETO HA
JICKapPCTBEHU MPOJIYKTH, MIPHIIATaHu clie]] HH(y3usaTa (HanpuMep MHXAIATOPHU KOPTUKOCTEPOUIH,
KpaTKO- ¥ ABJITOJIeiicTBaIy OPOHXOIUIIATATOPH ), 32 OBJIAIIBaHE HA TUXATEITHUTE YCIOKHEHHS, aKO
ce TosBAT. AKO ce TIOSIBAT OYHU CUMITTOMH, TipekbcHeTe nH(py3usita DARZALEX u motspcere
He3abaBHa OPTaIMONIOTMYHA OLICHKA IPeAr Bh300OHOBsABaHE Ha npuiokenneto Ha DARZALEX (Bx.
Touka 4.2).

Heyrponenus/tpoMbonuroneHus

DARZALEX Moxe fa TOBHIIHN CITy9anTe Ha HEYTPOIICHHS X TPOMOOIIUTONICHHSI, UHAYIIUPAHU OT
OCHOBHara Tepanus (Bxk. Touka 4.8).

[TeprnoanuHO IO BpeMe Ha JIeUeHHETO TpsIOBa Ja ce MpociieisBa ITbJIHaTa KPbBHA KapTHHA CHIIIACHO
KpaTKara XapakTepUCTHKa Ha IPOIyKTa, IPEICTaBEHa OT IPOM3BOJUTEINS, 3a JIEKapCTBAaTa OT
ocHoBHaTa Tepanusl. [lannenture ¢ HeyTponeHHUs TpAOBa Aa ce POCieAsBaT 3a IPU3HALM Ha
uHeknua. Moxe 1a e HeoOxoauMo 3abaBsHe Ha mpmwiokenuero Ha DARZALEX, 3a na ce nane
BB3MOXKHOCT 32 Bb3CTAHOBSABAHE HA KPbBHATA KapTHHA. He ce mpenoppuBa HamMajeHUe Ha 103aTa Ha
DARZALEX. Jla ce mmat mpeaBujl MOATbPKAIIN TPIKA C TPAHC(Y3UH WIH PACTEKHH (HaKTOPH.

BausiHue Ipy MHAMPEKTEH aHTUIIOOYINHOB TecT (MHaupekTed TecT Ha Coombs)

Hapatymyma6 ce cBbp3Ba ¢ CD38, Hamupall ce B HUCKa CTEIeH B YepBeHnTe KpbBHU KileTkH (RBCs)
Y MOJKE J1a Iajie IOJIOKUTeNeH nHAnpekTeH Tect Ha Coombs. MeauupaHusT oT gapatymymad
MOJIOXKUTEJIEH HHAMPEKTEH TecT Ha Coombs Moke a mepcuctupa Ao 6 Mecewa ciel mocjaerHara
nH(y3us naparymyma0. TpsoBa ma ce mMa mpeasu, 4e qapatymymab ce cebp3Ba ¢ RBCs u Moxe na
MacK{pa OTKPUBAHETO Ha aHTUTENA CPelly c1abu aHTUI'€HU B cepyMa Ha nauuenTa. OnpenensHeTo Ha
kpbBHata rpyna (ABO) u Rh Ha nanuenra He ce MOBJIHsBAT.

[Naruenture TpsOBa 1a OBAAT MOIOKCHH HA CKPUHUHT U THIM3UPAHE, TIPEIH J1a CE 3al0YHE JICUCHHUE
¢ naparymyma0. [Ipenu aa ce 3amo4He JICUSHUETO C IapaTyMyMal, MOKeE Jia Ce IIOMHCIIH 3a
(eHOTUTIMPAHE B CHOTBETCTBHE C MECTHATA MPAKTHKA. [ eHOTHIMpaHeTo Ha YepBEHUTE KPhBHU KIETKH
HE Ce MOBJIMSABA OT JapaTyMyMab U MOXKe Jla Ce U3BBPIIHU 0 BCAKO BpPEME.

B ciydaii Ha nilaHupana XxeMoTpaHC(y3us, TpsiOBa J1a ce YBEAOMST XeMOTPaHC()y3HOHHUTE LIEHTPOBE
3a TOBa BIIMSHUE NPH UHIAUPEKTHH aHTHITIOOYIMHOBH TeCTOBE (BXK. TOUKa 4.5). AKO ce Hajara CrieiHo
KpBBONPEIMBaHe, MOTaT J1a ObJIaT MPeMBaHN HETECTBAHU 10 KpbcTocaH MeToa 3a ABO/RhD-
ceBMecTMOcT RBCS, chriiacHO MpakTHKHUTE Ha JIOKATHUTE KPhBHU OaHKH.

Bausane Opu OIPEACIAHECTO HA IIBJIHHUA OTTOBOP

Hapatymyma0 e yoBemiko IgG kana MOHOKJIOHAJIHO aHTHUTSJIO, KOETO MOXKE 1a CE OTKPHE KaKTO €
enekTpodopesa Ha cepymHuTe npotennu (SPE), taka u ¢ umynodukcauus (IFE), n3nonssanu 3a
MOHHUTOpPUpPaHE Ha eHJloreHHus] M-ipoTerH (Bk. Touka 4.5). ToBa BiIHsHUE MOXKe Jia OKaxe eeKT npu
OTIpeJIeJITHETO Ha IIBJIHUS OTTOBOP U MpOrpecHsTa Ha 3a00JIsIBaHETO MpH HKou nanuenTty ¢ IgG kama
MHEJIOMEH MPOTEHH.

PeaxtuBupane Ha Bupyca gHa xernatur B (HBV)

[pu nanmentu, nexkypanu ¢ DARZALEX, ce cho0I1aBa peakTHBUpaHE HAa BUpyca HA XeNaTuT B, B
HSKOM CITydau c JeTajeH n3xo/. Ha Bcnuku manneHTH TpsiOBa fa ce HampaBu CKPUHUHTOBO
n3cnensane 3a HBV npean 3anousane Ha neuenune ¢ DARZALEX.

[Ipu manmeHTH ¢ JaHHU 32 MOJOXKUTEEH ceposioruueH pesynrat 3a HBV, nmpocnenssaiite 3a
KIMHUYHU ¥ 1a00paTopHU MpU3HAIM 3a peaktuBupane Ha HBV mo Bpeme Ha 1 B mpobIDKeHHE Ha
Hal-MaJIKo IecT Mecela cies Kpast Ha nederanero ¢ DARZALEX. JlekyBaiiTe manueHTnTe B
CHOTBETCTBHE C HACTOSIINTE KIMHUYHN PbKOBOACTBA. [Ipy KNMHUYHY MTOKa3aHus1, 0OMuUcIIeTe
KOHCYJITAIlHS ChC CIEIUAITUCT B JICUEHUETO Ha XeTaTuT.



IIpu maruenTu ¢ peakruBupane Ha HBV, mokato um ce mprmmara DARZALEX, neuenueto ¢
DARZALEX TtpsibBa n1a ce crpe 1 Aa ce 3arovyHe Ioaxo 1o JedeHne. [logqHoBsBaHeTo Ha
neuennero ¢ DARZALEX, npu nanenTy ¢ aekBaTeH KOHTPOJ Ha peakTuBUpaHeTo Ha HBV, TpsoBa
Jla ce 00Ch/IM C JISKapH ¢ OIUT B JiedueHueTo Ha HBV.

IlomomniHu BemecTBa

To3u nexapcTBeH npoayk cbabpixka copouton (E420). To3m nekapcTBeH MpOAyKT He TPsiOBa 1a ce
npuiara npy NalueHTH ¢ HACTIEICTBEeHA HEMIOHOCHMOCT KbM ()PYKTO3a, OCBEH MPHU KaTeropuyHa
HEOO0XOMMOCT.

TpsOBa na 6b1€ cHeTa MoIpoOHA aHAMHE3a IT0 OTHOIICHWE Ha CHMITTOMHUTE Ha HACJIeACTBCHA
HEMOHOCUMOCT KbM (DPYKTO3a IPU BCEKHU MAIUCHT, MPEIN NPUIOKCHHETO Ha TO3U JICKApCTBEH
MPOAYKT.

45 B3auMmopeiicTBHE ¢ IPYTd JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE
He ca npoBexx1aHu mpoy4BaHUs 3a B3aUMOJEHCTBUATA.

Karo IgG1x MOHOKJIOHATHO aHTUTSIIO, MAJIKO BEPOSTHO € ObOpeuHaTa eKCKpEeIUs ¥ METa00IM3MbT Ha
WHTaKTEH JapaTyMyMa0, MeJMHUpaH OT YePHOIPOOHUTE CH3UMHU, JIa MPEJICTABIISBAT OCHOBHH ITBTHILA
Ha eTuMuHEpaHe. KaTto TakuBa, BapHuaIlKuTe B JICKAPCTBO-META0OTU3UPAIINTE CH3UMHU, HE CE OUaKBa
Jia TIOBIUSIAT ENMMUHHUPAaHETO Ha Aapatymymad. [lopamy Bucokust aQUHUTET KbM YHHKAJICH EITUTOI
Bbpxy CD38, naparymyma0 He ce oyakBa Ja MPOMEHH JIEKapCTBO-METa0OIM3UPALINTE CH3UMHU.

Knuanaaute GpapMakoOKHHETHYHH OIICHKH Ha JapaTyMyMa0 B KOMOWHAIWS C JICHATHIOMH/I,
MOMAJTUIOMUJI, TATUAOMUJ, OOPTE30MHUO U JICKCAMETa30H HE NOKa3BaT KIMHUYHO 3HAYNMO
B3aMMOJICHCTBHUE OT THIIA ,,JIEKAPCTBO-JICKAPCTBO ™ MEXKY apaTyMyMal U Te3U HUCKOMOJICKYJIHU
JIEKAPCTBEHU MPOIYKTH.

BausiHue nipu uHaupekred auturiiooyianuos TecT (Maaupekred tect Ha Coombs)

Hapatymyma0 ce cbp3Ba c CD38 na RBCs u unrepdepupa ¢ rectoBe 3a CbBMECTUMOCT,
BKJTFOUMTEITHO CKPHHHUHT 33 aHTHTEIA U KPhCTOCaHa Mpoda 3a ChBMECTUMOCT (BXK. Touka 4.4).
MetoauTe 3a HamMaJIsIBaHE HA BIMSHUETO HA JapaTyMyMal BKIIIOUBAT TPETUPAHE HA EPUTPOLIUTUTE C
pearent autrotpenrtoin (DTT), 3a ga ce pa3kbca Bpb3KaTa ¢ AapaTyMymad, WK IPYTH JIOKATHO
BaMMPaHH MeTOU. Thil KaTo OIpeieNsTHeTO Ha KpbBHA Tpyna o cucremara Kell cbiio e
YYBCTBHUTEIHO KbM Tpetupane ¢ DTT, cien u3kintouBaHe WM HACHTUQHUIMPAHE HA allOaHTHTENa,
koraro ce usnomnssat RBCs, tperupanu ¢ DTT, Tpsi6Ba na 6baat nocrasern Kell-orpumarennu
eIMHUIIM. 32 pa3irKa OT TOBa, BUHATH MOXKE JIa ce MMa NpeaBn] GEHOTUITHPAHE WITH TeHOTHITUPaHEe
(Bk. Touka 4.4).

Bimmsaune npu enexkrpodopesa Ha CEPYMHUTE IIPOTEUHU M UMYHO(DUKCALUS

Hapatymymab Moxe aa ce OTKpHe Ipu enekTpodopesa Ha cepymuute nporentu (SPE) u npu
nmyHopukcanus (IFE), n3nonssanu 3a MOHUTOpHpaHe HA MOHOKJIOHAJTHUTE UMYyHOTII00ymuaK (M
nporenH). ToBa Moxke Jia foBeze A0 GanmuBo nojoxutensu pesyiratd ot SPE u IFE npu nanmentn
¢ IgG xana MueIoMeH MPOTEenH, MOBIHUIBAIIY HAYATHATA OI[EHKA Ha ITBJIHUS OTTOBOP CIOPES
KpuTepunTe Ha MexyHapoaHata padotHa rpyna no muenom (International Myeloma Working
Group, IMWG). [1pu nmamueHTUTe ¢ MEPCUCTHPAI] MHOTO JJOOBD YaCTHYEH OTTOBOP, MIPU KOUTO UMa
ChbMHEHHE 32 BIIMSHYE Ha Japarymyma0, Tpsa0Ba J1a ce 0OMHCIIH W3Moa3BaHeTo Ha Baiuaupad [FE
aHanu3, crenu@uveH 3a JapaTyMyMao, 3a J1a ce pa3rpaHudy JapaTyMyMal OT OCTaHAJINTE €HIOTCHHU
M npoTenHHy B cepyMa Ha MaMeHTa 3a yJIeCHsABaHE HA ONPEAEIIIHETO Ha ITbJICH OTTOBOP.



4.6 @epTHIANTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ gerepoacH HOTCHIII/IaJ'I/KOHTDaHeHHI/IH

JKenu ¢ neteponen noteHmyan TpsOBa qa M3MOI3BAT ePeKTHBHA KOHTPAIIETIIHS IT0 BpeMe Ha U 10
3 Mecelia ciiea crupane Ha jgedenueto ¢ DARZALEX.

BpemenHoct

Jannu oT ynorpebaTa Ha JapaTyMmyma0 npu OpeMEHHH KCHU JIMTICBAT WU Ca OTPAaHHYCHHU.
[IpoyuBaHusiTa P )KUBOTHU Ca HEJIOCTATHYHH 110 OTHOIICHHUE HA PENPOAYKTUBHATA TOKCUYHOCT (BIK.
touka 5.3). DARZALEX e ce npemnoppuBa 110 BpeMe Ha OPEMEHHOCT M IIPH JKEHH C IETEPOIEH
MOTEHIUA, KOUTO HE U3I0JI3BAT KOHTPAIICIIIIHSL.

Kspmene
He e u3BecTHO nanu napatymyma0d ce eKCKpeTupa B KbpMara.
He moke ma ce M3KIIF0OYM PUCK 32 HOBOPOJIEHUTE/KbpMadeTaTa. 1psiOBa 1a ce B3eMe pelieHne Aajiu 1a

ce TIPeyCTaHOBH KbPMEHETO HJIH JIa Ce MIPEeyCTaHOBU/He ce mprioxku Tepanusta ¢ DARZALEX, karo
ce B3eMar MpeJBUJ [1013aTa OT KbPMEHETO 3a JIETETO U [10J13aTa OT TepalusaTa 3a XKeHaTa.

DepTUnTeT

Hsma HanuvHu 1aHHM, 32 Ja ce ONpeAessIT NOTeHIMAIHITE eeKTH Ha AapaTyMyMal BbpXY
bepTrnnTEeTa IPU MBKE WK KCHHU (BXK. Touka 5.3).

4.7 EdexTtn BbpXy cioco0HOCTTA 32 modupaHe 1 padoTa ¢ MAIINHH

DARZALEX =e nmoBnusBa WK MOBINABA IPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe u padbora ¢
MaruHy. Mima o6ade choOIIeH s 32 yMOpa IpH MAIMeHTH, IPUEMaIlU 1apaTyMyMal, U TOBa TpsOBa
Jla ce UMa MpeABUI IpH odupane U padoTa ¢ MaIIUHU.

4.8 Hexenanu JeKapcTBEeHH peaKIHU

PesroMe Ha nmpodiia Ha 6e30HacHOCT

Haii-uectute HeXxenaHu peakiuu OT Beska crened (mpu > 20% or nauuentute) ca IRRs, ymopa,
rajeHe, IHapus, 3amekK, MUPEKCHs, JUCITHES, KAIlJIUIa, HEYTPOIEHNUs, TPOMOOIIUTONICHHS, aHEMUS,
nepudepeH efieM, acTeHus, nepudepHa HeBponaThs, MHGEKIUS Ha TOPHUTE TUXATSITHH MTBTHUINA,
MycCKyJiHO-cKkeneTHa O0osika 1 COVID-19. Cepro3HuTe HEKENaHN PEeaKIUy ca CETCUC, THEBMOHUS,
OpOHXWT, MH(MEKITUS HAa TOPHUTE TUXATETHY TBTHINA, OST0IPOOEH OTOK, TPHII, TUPEKCHS,
JeXUApaTaIys, AUAPUs U MPEACHPIHO MBXKJICHE.

TabauyeH CIMCHK HA HEXETAHUTE pPCaKnnu

Tabnuua 6 060011aBa HeKeNaHUTE PEaKLMK, KOUTO ce HaOIo1aBaT Npy MalueHTH, TpUeMalii
DARZALEX. lannute otpa3ssat ekcriosuniusata Ha DARZALEX (16 mg/kg) npu 2 066 namnueHTH ¢
MYJTHIUIEH MueIoM, cpea kouto 1 910 manuenTu ca monyyaBanu DARZALEX B komOunarus ¢
OCHOBHU CXEMHU Ha jieueHue, U 156 nanuentu ca nomyyaBanu DARZALEX kato MoHOTEpanus.
ITocTMapkeTHHTOBUTE HEXXETAaHHU PEAKINH CHIIO Ca BKIIOYESHH.

B npoyusane MM Y3006 O6posar na CD34+ kiieTkuTe € 4iciaeHo no-HuchK B pamoro Ha D-VTd B
cpaBHenue ¢ pamoto ¢ VTd (meanana: D-VTd: 6,3 x 10%/kg; VTd 8,9 x 10°kg) u npu nauuenTure,
3aBBPIIMIN MOOHIN3AIMATA, TTOBEUE MalMeHTH B rpynara ¢ D-VTd monydasar miepukcadop B
cpaBHeHue ¢ manuenTre B pamoTo Ha VTd (D-VTd: 21,7%; VTd: 7,9%). UectoTara Ha npueMaHe Ha
IprcaaKaTa U XeMaTONOETUYHO Bb3CTAaHOBSIBaHE € 1M0100Ha MTPH NALMEHTHUTE C TPAHCIUIAHTALNS B
pamenara ¢ D-VTd u ¢ VTd (D-VTd: 99,8%; VTd: 99,6%; namepeHo upe3 Bb3CTaHOBSIBAHETO Ha
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neytpodumure > 0,5 X 101, nesxouurure > 1,0 X 10%1 u TpomGormTrTe > 50 X 10%1 Ge3

Tpauchy3us).

YecToTHTE CE ONMpEIeaT Kato MHOTO uecTH (> 1/10), yectu (> 1/100 g0 < 1/10), vewectu (> 1/1 000
10 < 1/100), peaxu (> 1/10 000 o < 1/1 000 ) u muoro peaxu (< 1/10 000). ITpu Besiko rpyHupaHe mo
4eCTOTa, HeKEJIAHUTE JICKAPCTBEHHU PEAKIMU Ca TPEICTABCHN B HU3X OIS PE [0 OTHOIICHHE HA

TAXHaTa CCPUO3HOCT.

Tabmuua 6:  Hexeslanu JiekapcTBeHH PeaKIMM NPH NALMEHTH ¢ MYJTHILIEH MUEJIOM,
aexyBann ¢ DARZALEX 16 mg/kg
CucremMo-opraneH Kjiac Hexesana peakuust Yecrora Pasnpocrpanenue
(%)
Bceuuku | Crenen
crenenn |3-4
Nudexunn u nadpecrauuu | Uapexnus Ha ropHuTe MHoro yectu
UXATENHU IIbTUIA? 46 4
COVID-19%" 26 7
ITaeBmonus* 19 11
Bpouxut® 17 2
Wndexkuns Ha mukoIHATE Yectn 8 1
I'BTUIIA
Cerncuc? 4
HuTomMeranoBupycHa 1 <1*
nHpeKIHs®
PeaxtuBnpane Ha Bupyca Ha | Heuectn - -
Xenarut B°
Hapymenusi Ha KPbBTa U Heytponenus* Mmuoro wectn |44 39
aumHaTa cuctema TpomborToneHus* 31 19
Anemust® 27 12
Jlumdonenus* 14 11
JleBkonenus® 12 6
Hapymennss Ha umyHHaTa | XunoramarjgoOynuHemus® | Yectn 3 <1*
cucreMa Anadunaktuuna peakuus® | Penkun - -
Hapymenus Ha Hamanen anerur Mmuoro uectn 12 1
MeTad0au3Ma U XpaHeHeTo | XHUIOoKaIneMus® 10 3
XUMEePrINKeMHUS Yectn 7 3
XUnokaaueMus 6 1
Hexunpararus 3 1*
Ilcuxu4HHM HAPYLIECHHUS bescpHue MmHoro uectn |16 1*
Hapymenuns Ha nepBaara |llepudepna neBponarus® Mmuoro wectn |35 4
cHuCTeMAa ['maBoGosme 12 <1*
[Tapecresust 11 <1*
3amastHOCT 10 <1*
CuHkon Yectu 2 2*
Cobpaeynu HapyuieHust [IpeacepaHo MBXKACHE Yectun 4 1
Cba0oBU HApyHIeHUS XuneproHus* Mmuoro wectn |10 5
PecnupaTopHu, rpbIHH U Kanuuna® Msuoro yectn |25 <1*
MeIUACTHHAJIHUA Hucnues® 21 3
HAPYHIIEHUS Bemonpoben oTok* Yectn 1 <1
CToMalIHO-YpeBHU 3anek Mmuoro wectn |33 1
HapylIeHus! Hmnapus 32 4
T'anene 26 2*
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[ToBpbIane 16 1*
Kopemna 6omka® 14 1
ITarkpearnt® Yectn 1 1
Hapymenns Ha KoxkaTa O6pus Muoro wectn |13 1*
MOAKOKHATA ThKaH Copbex Yectn 7 <1*
Hapymiennsi Ha myckyiaHo- | MyckynHo-ckeneTHa 6osika® | Muoro yectn |37 4
CKeJIeTHATA CUCTeMA U Aptpanrus 14 1
CHhEeIMHUTEJIHATA THKAH MyCKyJIHH CIIa3MU 14 <1*
OO0mm HapymeHust 1 [epudepen otox® Mmuoro uectn |27 1
edeKTH HA MSACTOTO HA VYmopa 26 4
NpHJI0KEHHE [upexcus 23 2
Acrtenus 21 2
Brpucasne Yectn 9 <1*
HapaunsiBanus, orpaBsinusi | Peakuus, cBbp3aHa ¢ Mmuoro uectn |40 4
U YCJ0KHEeHHsl, BB3HUKHAIM | tHPy3usaTa®

B pe3yJTaT HAa MHTePBEHIUH
*

Bes crenen 4
a

6

IToka3Ba rpynupase Ha TEPMHUHU

[MocTMapkeTHHIOBa HeXeNaHa peaKIus

Peaknust, cBbp3aHa ¢ HHQY3UATa, BKIIOYBA TEPMHUHH, OIPEETICHH OT H3CIEA0BAaTEINTE KaTo CBbP3aHu C HHDY3HATA,
BIDKTE HO-Z0ITY.

YecroTaTa ce OCHOBaBa Ha MOATPYIa OT HAI[MEHTH, KOUTO Ca MOJYYMIIH Haii-MaJIKo eHa /1032 OT IPOYYBAHOTO
nedyenue Ha win ciexn 01 ¢espyapu 2020 r. (Haganoro Ha manaemusita COVID-19) ot npoyusanus MMY3003,

MMY3006, MMY3008 1 MM Y3013 1 BcHuky nanieHTy, JIeKyBaHH ¢ AapaTyMymao, oT npoyusanusita MMY3014 u
MMY3019 (N=984).

Onncanne Ha N30paHU HEXEIAHU PEAKIINU

Peaxyuu, cevpsanu ¢ ungysusma (IRRs)

B ximHWYHATE TipoyuBaHus (MOHOTepanus u kKomOuHUpanu jJedeHus; N = 2066) gectorata Ha IRR ot
BCUUKH cTerneHu e 37% npu mepata (16 mg/kg, cenmuna 1) nadysus na DARZALEX, 2% npu
WHQY3UATa HA CeIMUIIA 2 ¥ KyMyJIaTUBHO 6% mipH nocnensamute nHQysuu. [lo-manko ot 1% ot
nanuentute umat IRRs ot crenen 3/4 npu nHpy3nATa Ha CEAMHUIA 2 WU MTOCIIEABAIIUTE HHPY3HH.

MenananaTta Ha BpeMeTO JI0 MosiBa Ha peakuus € 1,5 yaca (auanazon: 0 no 72,8 gaca). YectoraTta Ha
MoauduKauuy Ha HHQy3usITa Hopagu peakuuu e 36%. Menuanata Ha IPOABIKUTEIHOCT Ha
nHQy3uuTe Ha 16 mg/kg 3a 1-Ta cenmuna, 2-ta ceqMuLa U NociaeaBauTe HHPY3UN € CbOTBETHO
0ko0JI0 7, 4 u 3 uvaca.

Texkute IRRs BkIFOUBAaT OPOHXOCIIA3BM, TUCITHESI, OTOK Ha JIApUHKCA, 0€10]Jp00OCH OTOK, OYHH
HE)KEJIaHU Peakuyy (BKIIOUUTETHO XOPOUIAIeH U3JIUB, OCTPAa MUOIHS M OCTPA IIIayKOMa ChC
3aTBOpPEH BI'bJI), XUIOKCHUs U xunepronus. Jpyrure IRRs BKiIt0YBaT Ha3aiHa KOHTECTHS, KAIUTHIIA,
BTpHCaHe, Ipa3HeHEe Ha I'bPIIOTO, 3aMBIJICHO 3pEHUE, MOBPBILAHE U TajieHe (BK. Touka 4.4).

Korato npunoxxennero Ha DARZALEX ce npexbscae nopagun ASCT (mpoyusane MMY30006) 3a
nepuoJ ¢ Meauana ot 3,75 (amamazon: 2,4; 6,9) Meceria, ciie] HOTHOBSBAHE HA MIPIIIOKEHUETO My
yectotaTta Ha IRRs e 11% npu nepeata undysus ciex ASCT. CkopoctTa Ha HHDPY3HS/00eMbT Ha
paspexaaHe ciie]| IOJHOBSIBAHETO Ca ChITUTE KaTO U3IOI3BAHUTE TIPH MOCIIeAHaTa HH(PY3Hs Ha
DARZALEX npenu npexbceBaneTo mopaau ASCT. IRRs, Bp3HMKBaITH Clie] TOTHOBSIBAHETO Ha
DARZALEX cnen ASCT, cbOTBETCTBAT 110 OTHOILICHUE Ha CUMIITOMHUTE U TeKECTTa (CTerneH 3/4:
<1%) Ha peakiuuTe, COOIICHH B MPEIUIITHATE TIPOYYBAHHS HA CEIMUIIA 2 WX TIOCIIEIBAIINTE
UH)Y3UH.

B npoyusane MMY 1001 npu nmanueHTuTe, NOIyYaBay KOMOMHUPAHO JIEYEHHUE C 1apaTyMyMal
(n=97), mppBara no3a 16 mg/kg naparymymad Ha ceamuia 1 e pasaencHa B aBa aHH, T.e. 8 Mg/kg
chOTBETHO Ha eH 1 u Ha neH 2. YecroraTta Ha IRR ot Beskaksa crenen e 42%, karo 36% ot
nanuenTute ca noiaydwin IRR wa gen 1 ot cenqmuma 1, 4% nHa nen 2 ot ceamuna 1, a 8% mpu
nocienBamure HHQPy3un. Meauanata Ha BpeMeTo JI0 Hayajio Ha peakuusiTa e 1,8 yaca (auanason: 0,1
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1o 5,4 gaca). YectoraTta Ha mpekbcBaHe Ha nH(Yy3usATa nmopaau peakiuu € 30%. MennanaTa Ha
MPOABDKUTEITHOCT Ha uH(py3usTa ¢ 4,2 h 3a cenqmuria 1-nen 1, 4,2 h 3a ceamuna 1-aen 2 u 3,4 vaca 3a
MOCTIEIBANUTE HHDY3HUH.

HUngpexyuu

[Ipn manmenTHTe, MOTy4aBamy KomOnHNpana tepanms ¢ DARZALEX, ce cpo0maBaT HHPEKIHH
cTeneH 3 mwiH 4, KakTo CJICABA:

IIpoyuBanus Ha peruanBupamu/pedpakrepan namuenta: DVd: 21%, Vd: 19%; DRd: 28%, Rd: 23%;
DPd: 28%.

ITpoyuBanus Ha HOBOAUArHoCTHIMpaHu narent: D-VMP: 23%, VMP: 15%; DRd: 32%, Rd: 23%;
D-VTd: 22%, VTd: 20%.

BbB Bcnuky npoy4yBaHUs THEBMOHHS € Hail-4ecTo choOIaBanara Texka (crereH 3 win 4) nHpeKIus.
B npoyuBanus ¢ akTHBHA KOHTPOJIA, CITydad Ha MPEYCTAHOBSBAaHE Ha JICYCHUETO TOpaau UHPESKIIUU
BB3HUKBAT Npu 1-4% ot nanuenTute. MHGEKIUUTE ¢ JIeTANCH U3XO0J C€ AB/DKAT IMPSAUMHO Ha
MTHEBMOHUS U CETICHC.

[Tpu manmentuTe, Noxy4aBaiiy komouHUpana tepanust ¢ DARZALEX, nerannu nngexuuu
(cTemnen 5) ce cp0O0OMmMAaBaT, KaKTO CJICABA:

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

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

Jlerenna: D=maparymyma0; Vd=0oprezomubd-nekcamerazon; Rd=nenanupomua-nexcameraso; Pd=nmomammnomun-
nekcameTazoH; VMP=06opte3omuo-mendanan-npeann3on; VTd=00pTe30MUO-TaTuI0OMII-ICKCAMETA30H.

Xemonusza

ChlecTByBa TEOPETUYCH PUCK OT XeMOJH3a. T03U CHTHAJ TI0 OTHOIIIEHHE Ha 6€30MacHOCTTA Iie OB/1e
0JT HETMPEKhCHATO HAOIIOICHUE MPU ChOMpaHe Ha JaHHU 33 0€30MACHOCT OT KIIMHUYHH MTPOYYBaHUS
Y TIOCTMapKETUHTOBY JaHHHU.

Z[DVI‘I/I CricaJIH{ IMOITyJIalti

B npoyusanero daza Il MMY3007, koeTto cpaBHsBa ieueHnero ¢ D-VMP ¢ neuennero ¢ VMP npu
MAIMEeHTH C HOBOJIMArHOCTUIIMPAH MYJITUIUIEH MHEJIOM, KOMTO HE Ca TIOXO/ISIIH 32 aBTOJI0KHA
TpaHCIIJIAaHTALIMS Ha CTBOJIOBH KJIETKH, aHAJIM3BT Ha O€3011acCHOCTTA P MOATPYyIaTa MalueHTH ¢
(GyHKIHOHAIICH CKOp 10 cKanaTa Ha V3TouHaTa KoonepaTHBHa OHKOorn4Ha rpymna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), cboTBETCTBa Ha 00LIaTa
mormyJanus (BK. Touka 5.1).

THayuenmu 6 cmapuecka 6v3pacm

Ot 2 459 nanuenTy, kouto noinyyasat DARZALEX B npenoppsunrtennara 103a, 38% ca Ha Bb3pact
ot 65 10 75 ronuuu, a 15% ca Ha BB3pacT 75 win noBeye roauHu. He ca HaOmoqaBaHu 001N
pa3ivKu B epeKTHBHOCTTA Bh3 OCHOBA HA Bh3pacTTa. UecToTara Ha CEpPHO3HHUTE HEXKETAHU PEAKIINU €
M0-BHCOKA TIPH TO-BH3PACTHUTE, OTKOJIKOTO MPHU MO-MIIafuTe nanuentu. Cpe/ manueHTHTe ¢
peruauBupai 1 pehpakTepeH MyJITUIUICH MuesioMm (n=1 213), Hali-4eCTUTE CePUO3HU HEKEITaHU
peaKuy, MOsIBSIBALIM CE IT0-Y€CTO NPH MMALUEHTH B CTapuecKa Bb3pacT (= 65 roquHn) ca THEBMOHHUS U
cencuc. Cpell HalMEHTUTE C HOBOJUATHOCTULUPAH MYJTHILJICH MHEJIOM, KOUTO HE Ca MOAXOISIIHN 32
aBTOJIOXKHA TPAHCIIAHTAITHS Ha CTBOJIOBH KiIeTKH (n=710), Haii-uecTaTa cepro3Ha HeXeTaHa
peaxius, KOATO Ce Cpella Mo-4ecTo MPH MalUeHTH B CTapyecKka Bh3PacT (= 75 TOANHN), € THEBMOHUS.

Cpo011aBane Ha NOJA03MPAHU HEXKEJIAHU PEAKIIMHI

Cp0o011aBaHEeTO HA MOI03UPAHU HEXKEIIAHU PEaKIIUHU Clie pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IO3BOJISIBA Ja PO IBIDKH HAOIIOICHUETO Ha ChOTHOIIICHUETO IOJI33/PUCK 32
JIeKapCcTBEHUS NPOoAYKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
MOI03UPaHa HeXKEIaHa PeaKilus Ype3 HAIMOHAIHATA CHCTEMa 3a ChOOIIaBaHEe B!

W3meaHuTETHA areHIus 1o JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus
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4.9 Ilpemo3upane

CumMnromMu u IIpU3HaIu

Jluricea onuT O OTHOIIEHUE Ha NIPEO3UPaHe B KIMHUYHM IPOy4BaHus. B KIMHUYHO mpoydBaHe ca
NpUJaraHd HHTPaBeHO3HO 1031 10 24 mg/kg.

Jleuenne

He e u3BecTeH crienuduyueH aHTUIOT NpU Ipeo3upaHe ¢ gapatymyma0. B cirydaii Ha mpeno3upane,
MaIMeHTHT TPSOBA Ja ce HaOII0qaBa 3a MPU3HALN WM CHMIITOMH Ha HEKEJIaHU PEaKITny U TpsOBa 1a
Ce 3aIl0YHe BeaHara IoaXOIsI0 CHMITOMATUYHO JICUCHHE.

5. BOAPMAKOJIOT'MTYHU CBOVMCTBA

5.1 d@apmakoaMHAMHYHU CBOIiCTBa

dapmakoTepaneBTHIHA IPyna: AHTHHEOIUIACTHYHU CPECTBA, MOHOKIOHAIHN AaHTUTENA i KOHIOTaTH
anTuTsUI0-1ekapctBo, CD38 (knberepu Ha audepenimanus 38) naxuouropu, ATC kon: LO1IFCO1.

MexaHu3bM Ha IEWCTBUE

Haparymyma6 e IgG 1k 4oBEIIKO MOHOKJIOHAJIHO aHTUT:UIO (MAD), koeto ce cebp3Ba ¢ CD38
NPOTENHA, EKCIPECUPaH BbB BUCOKA CTENEH Ha IIOBBPXHOCTTA HA MUEJIOMHUTE TYMOPHH KIIETKH,
KaKTO U IpyTH BUJOBE KJIETKU U ThKaHU Ha pa3nuyHu HuBa. CD38 nmpoTrenH nMa MHOKECTBO
(bYHKINY, KaTO pelenTop-MeANUpaHa aaxe3us, CATHAIM3AIMS 1 €H3UMHA aKTUBHOCT.

VYcraHOBEHO €, ue AapaTymyMab HHXHOHpa MOLIHO iN ViVo pactexa Ha CD38-ekcnipecuparure
TYMOpHH KJIeTKU. B3 0cHOBa Ha IN Vitro mpoyuBaHus, qapaTryMyMa0d MOXKe J1a yIpakHsBa
MHOXECTBEHH €(PeKTOPHU (PYHKIMH, BOJCIIH O IMYHHO-MEINUpPaHa TyMOpHA KIeThYHa CMBPT. Te3n
NPOYYBaHUS MMOKA3BaT, Y€ AapaTyMyMad MOKe J1a MHAYLHpa TyMOPEH pa3najl upe3 KOMIIEMEHT-
3aBUCHMAa IIATOTOKCHYHOCT, aHTUTSIIO-3aBUCHMa KIIEThUHO-MEIUUPaHa IIATOTOKCHYHOCT U aHTUTSIIO-
3aBHCHMa KJIeTh4YHA (DaroluTo3a MpH 3JI0KauecTBEHU 3a0o0saBanus ¢ excnpecus Ha CD38. Enna
cybnomnyranus Ha MuenaouaHu cynpecophu kietkn (CD38+MDSCs), perynaropuu T-kieTku
(CD38+Tregs) u B-xnetku (CD38+Byregs) HamassiBa OT JapaTyMyMa0-MeTUupaH KICThUCH JIH3HC.
N3BecTHO € cbino, ye T kiretkure (CD3+, CD4+ u CD8+) excripecupar CD38 B 3aBUCHMOCT OT eTara
Ha pa3BUTHE U CTENEHTa Ha akTuBHpaHe. lIpu neuenne ¢ naparymyma0 ca HaOIr01aBaHU 3HAYNTEITHU
yBenmueHus Ha abcomotHus Opoii T-xietkn CD4+ u CD8+ u nponenTa Ha TuMQouTHTE B
nepudepHara kpbB 1 B KocTHUS M03bK. OcBeH ToBa JIHK cexBenupane Ha T-KiieThueH pelenTop
MOTBBPKIIaBa, Ye KJIOHATHOCTTA Ha T-KIIETKHUTE ce yBenu4aBa MpH JIeYeHHUE ¢ 1apaTyMyMao,
MOKa3BalK{ UMYHOMOIYJIMpan e(heKTH, KOUTO MOTaT Aa AONpPUHECaT 3a KIIMHUYEH OTIOBOD.

Haparymymab nHAyIupa anomnrosa ing vitro cnen FC-mMequupano KpbcTocaHo CBbp3BaHe. B
JIOITBIHEHUE, naparymyMad moayiupa CD38 eH3uMHaTa aKTHBHOCT, KATO HHXUOWpPA IUKIIa3HATA
AKTUBHOCT Ha €H3WMa U CTUMYJIMpA XUIPOJia3HATa aKTUBHOCT. 3HAYMMOCTTA Ha Te3u iN Vitro epextu B
KIIMHIUYHU YCJIOBHA, KAKTO U MOCTIEANIIMTE 3a pacTexa Ha TyMOpa, He ca 100pe M3sICHEHH.

(DaDMaKOZ[I/IHaMI/I"IHI/I ed)eKTI/I

Knemxu ecmecmesenu youtiyu (NK) u T-xnemxu

3nae ce, ue NK knerkute excnpecupar Bucoku HuBa Ha CD38 u ca yyBcTBUTENHU Ha AapaTyMyMa0-
MeauupaH KieTb4eH ausuc. [Ipu neyenue ¢ napatymymad ce HaOJ0AaBa MOHIKEHHE Ha aOCOMIOTHHUS
6poii u npouent Ha obmmte NK kiiertku (CD16 + CD56 +) u aktusupanute (CD16 + CD569™) NK
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KJIETKH B iepudepHaTa KpbB U KOCTHUS MO3bK. BhIipekn ToBa n3xonunte HuBa Ha NK kieTkuTe He
MOKa3BaT BPb3Ka C KITMHUYHUSI OTTOBOP.

HNmyHOreHHoct

[Ipu no-manko ot 1% oT nanueHTuTe, JIEKyBaH! C HHTPABEHO3CH JapaTyMyMal B KIMHUYHU
NPOYYBaHUS, C€ pa3BUBAT B X014 HA JICUCHUETO aHTH-AapaTyMyMal aHTHTENa.

Kinnanuna edbukacHocT n 6€300aCHOCT

Hosoouaenocmuyupan myrmunien mueiom

Kombunupano neuenue c neHanudomuo u 0eKcamemason npu nayueHmu, KOumo He ca noOX00sauu 3a
ABMONIONCHA MPAHCNIAHMAYUS HA CIMEOJIO8U KIEeMKU

[IpoyuBane MM Y3008, oTKpuTO, paHAOMU3UPAHO, AKTUBHO-KOHTPOJIMPAHO MpoyuBaHe ¢asa I,
cpasusiBa neuenne ¢ DARZALEX 16 mg/kg B komOnHaIMS ¢ JeHATHAOMUI U HICKA 1032
nekcameta3oH (DRd) ¢ meuenue ¢ menanmmoMua u HECKa 103a aekcamera3oH (Rd) mpu mamuenTu ¢
HOBOJIMarHOCTULIMPAH MYJITHUILIEH MuesoM. Jlenanuaomus (25 mg npuiarad nepopasHo BETHBK
JTHEBHO Ha 1HU 1-21 oT moBTapsimy ce 28-1HeBHU [4-CeIMUYHH | IIUKIIN) CE TIPrJIara ¢ HECKa J03a
nepopajieH Wil HHTPABeHO3eH aekcaMeTazoH 40 mg/ceqmuna (1m HamaneHa qo3a oT 20 mg/cenmuna
NIpY TIAIKMEHTH > 75 TOAWHH WK HHJSKC Ha TejecHaTa Maca [body mass index, BMI] < 18,5). B nuure
Ha nHOy3us Ha DARZALEX no3ata Ha JiekcaMeTa3oH ce Mpujiara KaTo JeKapcTBEH MPOAYKT,
npunarad npenu napy3usaTa. Kopekun Ha go3ata 3a JeHATUIOMU U JEKCaMEeTa30H CE€ N3BBPIIBAT
CBIIIACHO KpaTKaTa XapaKTepPUCTHKA Ha MPOJYKTa, MPEAOCTaBeHa OT MPOM3BOAUTEINS. JleueHneTo
NPOABIDKaBa B IBETE paMeHa JI0 porpecusi Ha 3a00JIIBAaHETO WIIM HETTPUEMIIMBA TOKCHYHOCT.

Parnommsupanu ca obmo 737 nmamuenta — 368 B pamoto Ha DRd u 369 B pamoto Ha Rd. U3xomgnuTe
nemorpadcku JaHHHM U XapaKTEPUCTHKUTE Ha 3a00JIIBAHETO Ca CXOAHU MEXTy JBETE TepPareBTHUHH
pameHa. MenuaHaTa Ha Bb3pacTTa € 73 (quanason: 45-90) rogunu, kato 44% OT marMeHTuTe ca Ha
BB3pacT > 75 roaunu. [loBedero ca ot Osmata paca (92%), mexe (52%), 34% umat ckop 3a
(YHKIMOHAIHO CHCTOSIHUE IO CKanaTta Ha V3TouHaTa koonepaTHBHA OHKoJOrH4YHa rpymna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umart ckop o ECOG 1, a 17% umar ckop no ECOG
>2. [IBaziecer U ceieM MpoLeHTa UMaT 3a0omsiBane cTaauii | mo MexxayHapoaHaTta craaupania
cuctema (ISS), 43% umar ISS craguii 11 u 29% umart ISS cranuii 11I. EdukacHocTTa € onieHeHa upe3
npexuBseMoctTa 6e3 nmporpecus (PFS) Bb3 ocHOBa Ha kpuTepunTe Ha MexIyHapoaHaTa paboTHa
rpyna no muenoM (International Myeloma Working Group, IMWG) u obmara npexxusemoct (OS).

IIpu meaunana Ha npocnensBane 28 Mecena MbpBUYHUAT aHanu3 Ha PFS B npoyusane MM Y 3008
nokasea 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 (koedumment na puck [HR]=0,56;
95% ClI: 0,43, 0,73; p <0,0001), xoeto mpecTapiisiBa 44% HamMalleHUE HAa PUCKA OT MIPOrPECHUs Ha
3a00JISIBAHETO WITM CMBPT NIPH NanMeHTuTe, ekyBanu ¢ DRd. Pesynrarute ot akTyanusupanus
ananu3 Ha PFS cnen menuana Ha npociensBane 64 mecera npobJbKaBar J1a MOKa3BaT MoJo0peHue Ha
PFS npu nanpenture B pamoro Ha DRA B cpaBHenue ¢ pamoto Ha Rd. Meaunanara Ha PFS e

61,9 mecena B pamorto Ha DRd u 34,4 mecena B pamoto Ha Rd (HR=0,55; 95% CI: 0,45; 0,67).
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®@urypa 1: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3008

1.0
0.8 =
0.6 1

04— ‘saa D-Rd

D-Rd Rd

Rd

lMponopums NpexvueaemocT bea nporpecus

09 — (N = 368) (N =369
' Mepwatia Ha npexmBsAemocT De3 nporpecks - mecel 1.9 344
KoedomumenT Ha pucka 3a D-Rd cnpamo Rd (95% Cl) 0.55(0.45, 0.67)
0IIIIIIIIIIIIIIIIIIIIIIIIII
0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78
Meceum
No. B puck

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

IIpu menuana Ha npocneasiane 56 mecenma DRd mokassa mpenuMcTBo 1Mo oTHOIIeHne Ha OS B
cpaBuenue ¢ pamoto Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pe3ynratute OT
akTyanusupanus aHaiau3 Ha OS ciien MeauaHa Ha npoceasBaHe 89 Mecena mpoIbKaBaT Ja MOKa3Bat
nono6penue Ha OS npu nampeHTure B pamoro Ha DRA B cpaBHeHue ¢ pamoTo Ha Rd. Meauanara Ha
OS e 90,3 mecena B pamoto Ha DRd u 64,1 mecena B pamoto Ha Rd (HR=0,67; 95% ClI: 0,55, 0,82).
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®urypa 2: Kpueu na Kaplan-Meier 3a OS B npoyuBane MMY3008

1.0

0.8

0.6 —

0.4+

MponopUus NPEXMBAEMOCT

0.2+
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Meceum

No. B puck

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

96 102 108

i1 2 0
0

JlonbITHUTENHN pe3ynTaTy 3a edukacHocT oT npoyuBaHne MMY 3008 ca npencraBenu B Tabiuma 7 mo-

JOITy.
Ta6imua 7:  JIombJIHUTETHH pPe3yJTaT 3a epuKacHoCcT OT npoyusane MMY3008?
DRd (n=368) Rd (n=369)
0611 otrosop (SCR+CR+VGPR+PR) [n(%)]? 342 (92,9%) 300 (81,3%)
p-croitHoCT® <0,0001

Heocnopum menen otrosop (sCR)
[Isnen orrosop (CR)
Msoro n1o6sp gactudeH otrosop (VGPR)

112 (30,4%)

46 (12,5%)

63 (17,1%)

46 (12,5%)

117 (31,8%)

104 (28,2%)

Yactuuen orrosop (PR) 50 (13,6%) 104 (28,2%)
CR i 10-1065p (SCR + CR) 175 (47,6%) 92 (24,9%)
p-croitHoCT® <0,0001
VGPR win mo-106wp (SCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-croitrocT® <0,0001
Yecrota Ha otpunareiano MRD*® n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28,9%)

(4,9%, 10,5%)

CroTHouIeHue Ha mancosere ¢ 95% CIF

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

p-ctoriHOCT"

<0,0001
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DRd=napaTtymymab-neHaniugoMuI-1ekcamerasot; Rd= reHanumpomuna-nexcamerazorn; MRD=MuHHMAaIHO OCTATHYHO

3abosBane; Cl=moBepuresneH HHTepBa
a

b
c
d

B®3 ocHoBa Ha intent-t0-treat momynarnms
p-croiiHocT ot xu-kBajpar Tect Ha Cochran Mantel-Haenszel
B3 ocHOBa Ha mpar 107,

W3nomsBano e nzuncinenue no Mantel-Haenszel Ha 00110To chOTHONIEHHE HA NTAHCOBETE 32 HECTPATU(HUIIPAHI
tabuiy. ChOTHOIICHHE Ha 1IaHcoBeTe > | mokasBa mpeaumcTso 3a DRd.
p-cToitHOCT OT TouHwMs TecT Ha Fisher.

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

Kombunupano neuenue c bopmesomud, meaganar u npeonuszon (VMP) npu nayuenmu, koumo He ca
ROOX00AUWU 34 ABMOJIONCHA MPAHCIIIAHMAYUS HA CIBONI08U KIeMKU

IIpoyuBane MMY 3007, oTkpuTO, paHAOMHU3UPAHO, AKTHBHO-KOHTPOJIMPaHO MpoyuBaHe ¢asa I,
cpaBHsiBa nedeHnero ¢ DARZALEX 16 mg/kg B komOuHamus ¢ 60pTe3oMud, Meidanad U npeTHU30H
(D-VMP) ¢ neuennero ¢ VMP nipu nmaieHT ¢ HOBOJMAarHOCTHIIUPAH MYJITHIUICH MUEIIOM.
BopTe30Mu6 € IpuiIaran 4pe3 NOJKOKHA MHKEKIHUA B 103a 1,3 mg/m? TenecHa MOBBLPXHOCT Ba IETH
CEeIMUYHO Ha ceaAMUIH 1, 2, 4 u 5 3a mbpBUSI 6-CeAMHUYUEH UKD (LUK 1; 8 7103H), OCIEeIBaHO OT
BEJHBK CCIMUYHO TIPUIIOKEHUE Ha ceamuI 1, 2, 4 u 5 3a ole oceM 6-CeIMUYHY IUKITH (IUKIH 2-9;
4 no3u Ha UKBI). Mendanan B 103a 9 mg/m? u npexauszon 60 Mg/m? ce npuarat epopaiHo B

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

Parnommsupanu ca oomo 706 maruentu: 350 B pamoto Ha D-VMP 1 356 B pamoro nHa VMP.
W3zxonnute nemorpad)ckv JaHHH U XapaKTEePUCTHKU Ha 3a00JIIBaHETO ca TIOAOOHHU B IBETE TPYITH Ha
nedyeHue. MenuanaTa Ha Bb3pactTa € 71 (nuamazon: 40-93) rogunu, kato 30% OT manueHTuTe ca

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

IIpu Meauana Ha npocnenasane ot 16,5 Mecena mbpBUYHKAT aHan3 HAa PFS B npoyusane MM Y3007
nokasea nojoopenue B pamoto Ha D-VMP B cpaBHenue ¢ pamoto Ha VMP; mennanara na PFS He e
nocturuara B pamoro ¢ D-VMP u e 18,1 mecena B pamoro Ha VMP (HR=0,5; 95% CI: 0,38; 0,65;

p <0,0001). Pesynrature ot aktyanusupas aHanu3 Ha PFS cien menuana Ha npocnenssane ot

40 mecera mpoIbJDKABAT JIa MOKa3BaT nmogoopenue Ha PFS npu manmenture B pamorto Ha D-VMP B
cpaBHenue ¢ pamoto Ha VMP. Meananata na PFS e 36,4 mecena B pamoro vHa D-VMP u 19,3 mecena
B pamoto Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p < 0,0001), xoeTo mipencranisiBa 58% HamaiieHne
Ha pHCKa OT Iporpecus Ha 3a00JIBAaHETO WIIM CMBPT NPH NAlMEHTHTE, JeKyBaHu ¢ D-VMP.
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®urypa 3: Kpueu na Kaplan-Meier 3a PFS B npoyusane MMY3007
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[TanmeHTH B pHCK
VMP 356 304 278 263 246 207 171126110 93 78 67 51 29 15 7 0 0
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173160 113 63 26 9 0

Crnen meauana Ha npocinenssane ot 40 mecena D-VMP noka3sa npeanmMcTBo 1o otHomeHue Ha OS B
cpaBHenwue ¢ pamoto ¢ VMP (HR=0,60; 95% CI: 0,46, 0,80; p=0,0003), koeto npenacrasisisa 40%
HaMaJICHUE Ha PUCKa OT CMBPT MPH MAIMEHTHTE, JIeKyBaHH B pamoto Ha D-VMP. Cnen menuana Ha
npocnensBane 87 mecena, menuanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP u
53,6 mecema (95% CI: 46.3, 60.9) B pamoTto Ha VMP.
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®@urypa 4: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3007
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VMP 386 323 311 201 268 242 217 197 167 148 133 124 113 102 79 27 1 0
D-VMP 350 327 318 301 288 275 258 244 227 205 183 171 164 154 128 42 1 0

JomsnauTeHA pe3yaTaty 3a eguracHoCT oT npoyyBane MM Y3007 ca npencraBenu B Tabiwuma § 1mo-
J011y.

Tabauua 8:  JlombJIHUTETHH pPe3yJTaTu 3a epukacHocT oT nmpoyusane MMY30072

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

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

p-croitHocT® <0,0001

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

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

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

Yactuuen otrosop (PR) [n(%)] 69 (19,7) 86 (24,2)
Yecrora Ha otpuniaressio MRD (95% CI) ® (%) 22,3(18,0; 27,00 16,2(3,9;9,2

CroTHOIIEHNE Ha maHcoseTe ¢ 95% CI° 4,36 (2,64; 7,21)

p-cToiiHOCT! <0,0001

D-VMP=naparymyma6-6oprezomud-mendanan-npeanu3on; VMP=6opre3oMub-mendanan-npeTHI30H;
MRD=mMuHHMaIHO OCTaTh4HO 3abosnBane; CI=moBepuTeNicH HHTEPBAI
a

6

Bb3 ocHOBa Ha intent-to-treat TIOITy JaLMs
p-croiiHocT oT Xu-kBajapat Tect Ha Cochran Mantel-Haenszel

® B3 ocHosa Ha npar 10,

" MsnomseaHo e uzumcienue o Mantel-Haenszel Ha 061I0TO ChOTHOIIEHHE HA MAHCOBETE 3a CTPATH(QUIMPAHY

Tabmuny. ChOTHONIEHUE Ha IaHCOBETE > | ToKa3Ba npeauMcTBo 3a D-VMP.
p-cToitHOCT OT TOuHMA TecT Ha Fisher.

[Ipu pecnonaepute MeauanaTa Ha BpemeTo a0 otrosop € 0,79 mecena (auanazon: 0,4 1o 15,5 mecena)
B rpynara ¢ D-VMP u 0,82 mecena (auanason: 0,7 1o 12,6 mecena) B rpynara ¢ VMP. Menunanata Ha
MPOIBLIDKUTETHOCT HA OTTOBOpA HE € mocTurHara B rpynarta ¢ D-VMP u e 21,3 mecena (quamna3oH:
18,4, He MOke 11a ce olleHn) B rpynara ¢ VMP.
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W3BbpiieH e aHau3 10 NOATPYIH IpU MalMeHTUTE Ha Bb3pacT Hail-Manko 70 roaMHu WK IpU
MalMeHTHTE Ha BB3pacT 65-69 roannu ¢ pynkuuonanen ckop no ECOG 2 unu nox 65-roaumina
BB3PACT ChC 3HAYUTEIIHU CHITBTCTBAIIM 3a00msaBaHus win ¢pyHkunonaneH ckop no ECOG 2 (D-VMP:
n=273, VMP: n=270). PeaynTtarure 3a epUKacCHOCT B Ta3H MOATPYyIa CHOTBETCTBAT Ha O0IIaTa
nomynanus. B Ta3u moarpyna menuanara Ha PFS He e nocturnara B rpymara c D-VMP u e

17,9 mecena B rpynata ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p < 0,0001). O0miara yectora Ha
otroBop ¢ 90% B rpymara ¢ D-VMP u 74% B rpynara ¢ VMP (uectora HaVGPR: 29% B rpynara c
D-VMP u 26% B rpynara c VMP; CR: 22% B rpynara ¢ D-VMP u 18% B rpynara ¢ VMP; gectora
Ha sCR: 20% B rpynara ¢ D-VMP u 7% B rpynata ¢ VMP). Pe3ynrarute 3a 6€301acHOCT B Ta3u
MOArpymna ChOTBETCTBAT Ha obmiara momynanus. OCBeH TOBa, aHATM3UTE 3a 0€30MacHOCT B
noarpynara naruentu ¢ pyakmunonaned ckop mo ECOG 2 (D-VMP: n=89, VMP: n=84) csimio
CBHOTBETCTBAT Ha 00IIaTa MOMYyJIaIHs.

Kombunupano nevenue ¢ bopmesomud, manuoomuo u dexcamemason (VI1d) npu nayuenmu,
nOOX00WU 34 A8MON0dNCHA mpancnaaumayus Ha cmeonosu kiemxu (ASCT)

[MpoyuBane MM Y3006 e oTKpuTO, paHIOMU3UPAHO, AKTUBHO-KOHTPOJIMPAHO MpoyuBane ¢asa Il B
nBe yactu. Yact | cpaBHsABa HHAYKIIMOHHO U KOHComumuparo Jederane ¢ DARZALEX 16 mg/kg B
KOMOMHAIHS ¢ 0opTe30Mu0, TaauaoMun u nekcameTa3oH (D-VTd) c neuenne ¢ 6oprezomuo,
tanuaoMun 1 aekcameTa3ol (VTd) npu naumeHTy ¢ HOBOAWATHOCTUIIMPAH MYJITUIUICH MUEIIOM,
noaxosimu 3a ASCT. dazata Ha KOHCOTUAMpAIIo jJeueHue 3anouBa MunumyM 30 gau cneg ASCT,
KOTaTo MalueHThT Ce € Bh3CTAHOBWII JIOCTAThUHO U IPUEMaHeTO Ha MprcaKaTa € mbJiHo. B gact 2,
YYaCTHUIIMTE, KOUTO ca ¢ ToHe yacThueH otroBop (PR) mo nen 100 ciieq TpaHCIiaHTalus ca
MOBTOPHO paHJIOMH3HMPAaHU B ChOTHOIICHHUE 1:1, Ha MOAIBPIKAIIO JIeUeHHE C JapaTrymyMal Ml caMo
HabmogaBanu. [lo-nomy ca omucanu camo pesynTaru ot dacT 1.

Bopre3oMu6 ce npuiara 4pe3 MoJKOKHA HIIM MHTPABEHO3HA MHKEKIMS B 103a 1,3 mg/m? Tenecna
MOBBPXHOCT JIBa ITFTH CEJAMUYHO B MPOABIIKECHUE HA 1B ceaMuIt (nuu 1, 4, 8 u 11) ot moBTapsmmre
ce 28-mHeBHU (4-ceAMIYHH) TUKIIN Ha MHIYKIIMOHHO JedueHue (MUK 1-4) i 1Ba KOHCONUANPAIIH
nukbia (muktn 5 u 6) cnen ASCT cnen muksa 4. Tanugomun ce npumara rnepopaino B q1o3a 100 mg
JTHEBHO I10 BpEME Ha IIECTTE IUKbJIa ¢ 0opTe3oMud. Jlekcamera3oH (IepopajieH Uil UHTPABEHO3EH )
ce mpwtara B 1o3a 40 mgB aam 1, 2, 8,9, 15, 16, 22 u 23 ot nwkiu 1 12 u B 1032 40 mg B qau 1-2
20 mg B mocieBamuTe THU Ha mpritokenue (qau 8, 9, 15, 16) ot nuknu 3-4. Jlekcamera3zon 20 mg ce
npuiara B quu 1, 2, 8,9, 15, 16 ot uukinu 5 u 6. B naute Ha undy3us Ha DARZALEX no3ata Ha
JIEKCaMETa30H Ce MpuiIara HHTPaBeHO3HO KaTo JIEKAPCTBEH MPOAYKT, pUilarad npean nHPy3usLTa.
Kopekin Ha 1o3uTe Ha OOPTE30MUO, TAIUIOMU/ U JEKCAMETA30H CE MPABST ChITIACHO KpaTKaTa
XapaKTEePUCTHKA Ha MPOAYKTA, MPEACTaBeHA OT IIPOU3BOTUTEIS.

Pannommsupanu ca oomio 1 085 maruentn: 543 B pamoto Ha D-VTd u 542 B pamoto Ha VTd.
N3xonHuTe nemMorpad)cku IaHHH U XapaKTEepUCTUKU Ha 3a00JIIBaHETO ca MTOJA00HU MEXKIy ABETE
Tpyn# Ha JiedeHne. Menuanara Ha Bb3pacTTa € 58 (quamnaszon: 22 no 65) roaunu. Beuuku nanueHTn
ca < 65 roounau: 43% ca BbB Bb3pacToBaTa rpymna > 60-65 rogunu, 41% ca BbB Bp3pacToBaTa rpymna

> 50-60 ronuau u 16% ca Ha BB3pacT mox 50 roaunu. [ToBeuero ca mbxe (59%), 48% umar
¢yukimonanex ckop no ECOG 0, 42% umar ¢ynkimonanen ckop no ECOG 1 u 10% umar
¢ynkunonaies ckop no ECOG 2. YetupuzeceT nponeHTa uMat 3adoisiBane B craauii I mo
MexnaynapoaHara cuctema 3a craaupane (International Staging System, ISS), 45% umat cranuii Il mo
ISS u 15% umart craanii 111 mo ISS.

EdukacHocTTa € o1leHsIBaHa 110 YeCTOTa Ha HeocniopuM IrbyieH otroBop (sCR) B nen 100 cnen
Tpancmnantanusara u PFS.

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

Ormenka Ha otroBopa B nieH 100 ciex

TPaHCILUIAHTAIUATA
Heocnopum meiieH otrosop (sCR) 157 (28,9%) 110 (20,3%) 0,0010
CR umn no-no6wp (sSCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
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Maoro 100bp yacTudeH otroBop wim | 453 (83,4%) 423 (78,0%)
110-1006p (SCR+CR+VGPR)
Otrpunarenao MRD® " n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (39,3%;
(59,5%; 67,8%) | 47,8%)
CHOTHOIIIEHNE HA IMIAHCOBETE ¢ 95% 2,27 (1,78; 2,90)
CI*
Orpunarenno MRD B komOunanus ¢ CR mwin | 183 (33,7%) 108 (19,9%) <0,0001
10-1100po” N(%)
95% CI (%) (29,7%; 37,9%) | (16,6%;
23,5%)
CpoTHOLICHHE Ha IaHcoBeTe ¢ 95% 2,06 (1,56; 2,72)
CI*

D-VTd=naparymyma6-60pre3omMno-TanuroMua-aekcamerason; VT d=060pTe30MH0-TamiIoMHI-1eKCaMeTa30H;
MRD=munnManzo ocrarpuHo 3aboisiBane; CI=moBepuTeneH HHTEpBaIl.
a

6

B3 ocHoBa Ha intent-to-treat momyarus
p-croiiHocT ot xu-kBajpar tect Ha Cochran Mantel-Haenszel.

® B3 ocHosa Ha npar 10,

" Heszasucumo oT 0TroBopa 1o kpurepuure Ha IMWG.

" MznonspaHo € u3uucienue no Mantel-Haenszel Ha 0610TO CHOTHOLIEHHE HA IIAHCOBETE 3a CTPATHQUIMPAHH

TaOJIUIIH.

[IspBuunMAT ananu3 Ha PFS npu npocnenssane ¢ meanana 18,8 Mecena, upes 1ieH3ypupane Ha
MaIMEHTHTE, KOUTO Ca paHIOMU3UPaHU 3a MOUIBPXKAIIO JICUCHUE ¢ AapaTyMymal Mpu BTopara
panmomusans, mokazea HR=0,50; 95% CI: 0,34, 0,75; p = 0,0005 xpM garata Ha BTOpaTa
pangomuszanus. Pesynrarure ot akTyanusupan aHanu3 Ha PFS ¢ meauana Ha npocneasBaHe

44,5 mecena, 4pe3 IIEH3ypUpaHe Ha MAUSHTUTE, KOUTO Ca PAHAOMHU3UPAHHU 32 MTOAbPIKAIIO JICUCHHE
¢ 1apatyMmyma0 mpu BTopara pasgoMusanus, nokassat HR=0,43; 95% ClI: 0,33; 0,55; p<0.0001.
Menuanara Ha PFS He ¢ nocturnara B pamoto Ha D-VTd u e 37,8 mecena B pamoto Ha VTd.
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®@urypa 5: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3006
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Peyuousupan/pedppaxmeper myamunien mueiom

MoHoTepanus:

Knunanunata edukacHocT U 6e3omacHocT Ha MoHoTepanusita ¢ DARZALEX nipu nieuenue Ha
BB3PACTHH NALMEHTH C PEUUANBUPAT U PepPaKTEPEH MYITUILICH MUEIIOM, YUSITO NPEIUIIHA TEPAITUs
BKITIOYBAa IIPOTEA30MEH HHXUOUTOP ¥ UMYHOMOJTYJIATOPHO CPEACTBO U KOUTO Ca MOKAa3aJH MPOrpecust
Ha 3a00JIsIBAaHETO NPH MOCIIeIHATA TepaIus, ca JIEMOHCTPUPAHH B JIB€ OTKPUTH MPOYUBAHHS.

B npoyusane MMY 2002, 106 manueHTH ¢ peluanBHpaI U pedpakTepeH MyITHIDICH MAEIOM
nonyvaBat 16 mg/kg DARZALEX no nporpecust Ha 3a0omnsBaneTo. MeanaHara Ha Bb3pacTTa Ha
nmanueHTuTe € 63,5 rogunu (nuama3oH ot 31 1o 84 rogunwm), 11% oT manuenTure ca > 75 roauHM,
49% ca mbxke u 79% ca ot eBponenaHa paca. [lanuenTure nonydyaBaT CpeJHO S5 mpeIeCTBAIIN
yuHuH Tepanusa. OceMaeceT MPOIEHTa OT MAIMeHTHTE Cca MOJI0KEHH Ha TPEAXO0IHA aBTOJI0XKHA
TpaHcmanTanus Ha ctBosioBH kieTku (ASCT). [IpeamecTBamure Tepaniu BKIIOYBAT OOPTE30MHO
(99%), nenanmunomu (99%), momanmunomun (63%) u kapdumomud (50%). Ha usxoano vHuBo 97% ot
NalMeHTHUTE ca pepakTEpHH Ha ITOCIIeAHATa JIMHUS HA JieueHue, 95% ca pedpakTepHH KaKTO Ha
npoteazomer naxubuTop (PI), Taka n Ha umyHOMOyIMpamo cpeactBo (IMiD), 77% ca pedpakrepru
Ha aJKUJIUpAIIn cpencTsa, 63% ca pedpaktepHu Ha noManuaoMu u 48% ot nauueHTuTe ca
pedpakTepHH Ha KapPUI30MHUO.

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

ouenka Ha KomuTer 3a He3aBucum nperiien (Independent Review Committee, IRC) ca npeacraBenu B
tabmuima 10 mo-momy.
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Ta6smua 10: Ouenenn ot IRC pesyararu 3a epukacHoct ot npoyusane MMY2002

Kpaiina Touka 3a epmkacHoct DARZALEX 16 mg/kg
N=106

O6wa crenen Ha otroBop’ (ORR: SCR+CR+VGPR+PR) [n 31 (29,2)

(%)]

95% CI (%) (20,8, 38,9)
Heocnopum meien otroBop (sCR) [n (%)] 3(2,8)
[Ienen orrosop (CR) [n] 0
Mtoro m1066p yactuyer otroBop (VGPR) [n (%)] 10 (9,4)
Yacruuen otrosop (PR) [n (%)] 18 (17,0

Crenen na knnangHa oyiza (ORR+MR) [n(%)] 36 (34,0

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

CpenHo BpeMe JI0 OTroBop [Mecelu (nuamnas3oH)] 1(0,9;5,6)

[IppBUYHa KpaiiHa Touka 3a epukacHOCT (kpurepun Ha International Myeloma Working Group).
Cl=noBepureneH unrepsai; NE=He e onenumo; MR=MuHnunManes otrosop.

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

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

ITpu nmpoyusane GEN501, 42 nanueHTs ¢ penuauBupa u pedpakTepeH MyJITUIUICH MUCIIOM
nomydaBaT 16 mg/kg DARZALEX no mporpecus Ha 3a0onsBaHeTo. Meananara Ha Bb3pacTTa Ha
nanueHTute € 64 roguau (quamna3oH ot 44 1o 76 ronunun), 64% ca mbxe u 76% ca oT eBponeuHa
paca. [laruenTuTe B Mpoy4YBaHETO MOIyYaBaT CpeaHo 4 mpeanecTBany Jnauy Tepanus. Cepemuecer
Y 9eTUPH MIPOIEHTA OT MmanuenTute nonydasar npeaxogaa ASCT. IpeqmecTBamure Tepanin
BkurtouBat 6oprezomud (100%), nenamunomun (95%), momamunomun (36%) u kappmmomud (19%).
Ha u3xonno HUBO 76% OT HmanMeHTUTE ca pepakTepHu Ha MOCIEAHATA JIMHUS Ha JeueHue, 64% ca
pedpaxrepHu kakto Ha PI, Taka u Ha IMiD, 60% ca pedpakTepHu Ha alKUIUpaIIy cpeacTsa, 36% ca
pedpakTepHH Ha momanugoMun u 17% ca pedpaxrepan Ha KappuiazoMuo.

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

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

Kombunupano neuenue ¢ ienanudomuo

[Mpoyuane MMY 3003, oTKpuTO, paHAOMHU3UPAHO, KIMHUYHO u3nuTBaHe ¢a3a Il ¢ akTuHa
KOHTpoJ1a, cpaBHsBa iedenne ¢ DARZALEX 16 mg/kg B koMOuHaNuMs ¢ IeHATUAOMU U HUCKA J103a
nexcameta3oH (DRd) ¢ nedenue ¢ neHanmuaoMua 1 HUCKa f103a nekcameTa3oH (Rd) mpu narnmenTy ¢
peruauBUpaI U pePpaKkTepeH MYJITHILICH MUEIIOM, KOUTO Ca TOTy9IHITd Haii-MaJIko eaHa
npezamecTpaiia Tepanus. Jlenanuaomua (25 mg BeIHBXK THEBHO MEpopaiHo B AHU 1-21 ot
MOBTAPSIINTE Ce 28-THEBHHU [4-CEIMUYHY | ITUKIIH) € JITaBaH C HUCKA 7032 JeKCaMeTa30H

40 mg/cenmunia (Miin HamanieHa jo3a ot 20 mg/cenMuia npyu marenty >75 roauau wim BMI <18,5).
B nuute Ha nady3us Ha DARZALEX, 20 mg ot 103aTa Ha JleKcaMeTa30H ce Tpuiiara KaTo
JIEKapCTBEH MPOAYKT, IIPUJIaraH Mpeay HHQPY3UsITa, a OCTaHajIaTa 4acT ce JlaBa B JICHS Clie]
uHby3usaTa. JIeueHHETO NMPOIbIDKABa B IBETE paMeHa JI0 MIPOrpecHs Ha 3a00JIIBaHETO HIIH
HEMPUEMIIBA TOKCHYHOCT.

Panpomusupanu ca o0mo 569 nanuenty; 286 B pamoto Ha DRd u 283 B pamoTo Ha Rd. U3xonnute
JneMorpadcku JaHHHU U XapaKTEPUCTHKHUTE Ha 3a00JIIBAHETO ca MOJI00HU MEX]Ty paMOTO Ha
DARZALEX u KOHTpOTHOTO pamo. MeaunaHaTa Ha Bb3pacTTa Ha MAllMEHTHTE € 65 ToauHHU (Juana3oH
34 no 89 rogunm), kato 11% ca >75 rogunn. [loBedeto narentu (86%) ca moxy4aBany Mpean ToBa
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PI, 55% ot nmanuenTuTe ca nmonyvapanu npeau Toea IMiD, BkmountenHo 18% ot 6oaHHTE, KOUTO ca
TTOJTy9JaBaJIy MPEIH TOBA JCHATHIOMU, a 44% OT MalMEHTHUTE ca MOJTy9IaBaJIH Ipeau ToBa U P, u
IMiD. Ha u3xonno HuBO 27% OT NaIMEHTUTE ca pepakTepHU KbM MOCIICHATA JIMHUS Ha JICYCHUE.
Ocemuazecet nporenta (18%) ot manuentute ca pedpaxrepru camo kbM PL, a 21% ca pedpakrepan
KbM OopTe3omub. PedpakrepHuTe KbM JICHATMIOMU/I IAIIMEHTH Ca W3KIIOYBAHU OT MPOYYBAHETO.

IIpu Meaunana Ha npocnenaBane ot 13,5 Mecena nbpBUYHMAT aHau3 Ha PFS Bnpoyusane MM Y3003
mokasBa nomodpenue B pamoto Ha DRd B cpaBHeHHe ¢ pamoTto Ha Rd; Memnanarta Ha PFS He e
nmocturrara B pamoro Ha DRd u e 18,4 mecena B pamoto Ha Rd (HR=0,37; 95% CI: 0,27, 0,52;

p <0,0001). Pesynrarure ot akTyanusupan ananu3 Ha PFS cnen Mmeauana Ha npocneasiBane oT

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

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

D-Rd Rd
(N = 286) (N =283)
10 MeonaHa Ha NpeXMEAEMOCT DS3 NPOTPECHA - MECELM 45.0 17.5
) ' KoedmumenT Ha puck 3a D-Rd vs. Rd (95% C) 0.44 (0.35-0.54)
AN P <0.0001
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Meceum

N B puck
Rd 283249206181 160144127 112102 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

Cnen Meauana Ha npociensBane ot 80 mecena, DRd nmoka3sa npeaumcTBo 1o otHomieHue Ha OS B
cpasaenue ¢ pamoro Ha Rd (HR=0,73; 95% CI: 0,58, 0,91; p=0,0044). Meauanara va OS e 67,6
Mmecena B pamoTto Ha DRd u 51,8 mecena B pamoto Ha Rd.
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®@urypa 7: Kpusu na Kaplan-Meier 3a OS B npoyuBane MMY3003

1.0 .

0.8+

0.6 1

0.4+

[Tponopiiusa MpeKMEAEMOCT

D-Rd
0.2 N-286)  (N-283
Ofma Meanana Ha NPeXKHBAEMOCT - Mecenn B7.6
Koedmupment Ha puck 3a D-Rd vs. Rd (95% CI)  0.73 (0.58-0.91)
P=10.0044
0

rr1r 1T 1T r T 1T 11T 1111 1T 1T 1T 1T T 1T 1T 1T 1T T1TTT1T1Tr1
0 36 91215182124273033363942454851545760636669727578818487

Meceru
N B puck
Rd 283273258 251 230 229 220 206 196 194 189 184 174 160 153 151 145138 127 124 147114111105 95 90 &1 31 4 0
D-Rd 286 277 271 266 260 250 236 231 222 215 207 198 193 186 180 175 168 160 151 147 141 140136133 130127111 40 8 0

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

0-71011y.
Ta6iuna 11: JlombJIHUTETHH pPe3yJTaTH 3a e(puKacHOCT OT npoyuBane MM Y3003
Bp. nanueHTH ¢ 0TrOBOP, MOAXO/SIII 32 OLEHKA DRd (n = 281) Rd (n = 276)
06111 otroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76,4)
p-croitHOCT? <0,0001
Heocnopum meiied otrosop (SCR) 51 (18,1) 20 (7,2)
[Teaen otrosop (CR) 70 (24,9) 33(12,0)
Mauoro 1006p yactiyeH otroBop (VGPR) 92 (32,7) 69 (25,0)
Yactuuen orrosop (PR) 48 (17,1) 89 (32,2)
Menuana Ha Bpemero j10 otrosop [mecenu (95% CI)] | 1,0(1,0,1,1) 1,3(1,1,19
Meuana Ha IPOIBDKMTETHOCTTa HA OTTOBOPA NE (NE, NE) 17,4 (17,4, NE)
[Mecerm (95% CI)]
Orpunarenno MRD (95% CI) ° (%) 21,0 (16,4; 26,2) 2,8(1,2;5,5)
CroTHOIIEHNE Ha maHcoBeTe ¢ 95% CIP 9,31 (4,31; 20,09)
P-croitHoct" < 0,0001

DRd=napatymyma0-neHaanaoMua-n1ekcamMmera3ot; Rd=nenamunomua-nekcamerazon; MRD=MHHIMaIHO OCTAaTHYHO

3abounsiBane; Cl=noBepurenen nuntepsain, NE=He Moxe J1a ce oleHH.

a
6

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

Bb3 ocHOBa Ha intent-to-treat momymauus u npar ot 10
B

maHcoBeTe > | mokassa npenmyiectBo Ha DRd.
p-croifHocTTa € OT ToyHUs TecT Ha Fisher.

Kombunupano nevenue ¢ b6opmesomud

H3mnon3Bano e nzuucienue mo Mantel-Haenszel na 001110TO CHOTHOIIIEHHE Ha MmaHcoBeTe. ChOTHOILICHUE HA

[IpoyuBane MM Y3004, oTkpuTO, paHAOMH3UPAHO, KIMHUYHO MpoyuBane ¢a3a Il c aktuBHa

KOHTpoJIa, cpaBHsiBa tedenue ¢ DARZALEX 16 mg/kg B komOuHauus ¢ 60pTe30Mud U AeKcaMeTa30H
(DVd) ¢ neuenue ¢ 6opre3oMud u gexcamerazoH (Vd) mpu NanueHTy ¢ peluanBupali u pedpakTepeH
MYJITUIUIEH MHEJIOM, KOMTO Ca MOJIyYr/IM Hal-MaJIko €Ha MpeanlliHa Tepanus. bopTezomus e
NpUIaraH upe3 MOJKOKHA 1M MHTPAaBEHO3HA MEKEKIMS B 1032 1,3 mg/m? TenecHa MOBLPXHOCT JBa
I'BTH CEAMHUYHO B IPOABIDKEHUE HA JBe ceqmuliy (nau 1, 4, 8 u 11) oT moBTapsmmre ce 21-1HeBHI

26



(3-ceamuunm) UK Ha JeYeHHE 3a 00110 8 IMKbIa. J[ekcaMeTa3oH e ImpujIaraH IepopaiHo B 103a
20mge nuu l, 2,4,5,8,9,11 u 12 or Bceku ot 8-Te nukbia ¢ 6oprezomud (80 mg/cenMuiia B 1B OT
TpH CEIMUIIM Ha HUKBJIa ¢ 00pTe30MU0) MM HaMaJleHa 103a oT 20 mg/ceaAMHLA TP TAUEHTH

> 75 rogunu, BMI < 18,5, 60J1HHM € 0110 KOHTPOJIMPaH 3aXxapeH AuadeT Wi MpeJuiHa
HEMIOHOCWMOCT KbM cTepouaHa Tepanus. B qaure Ha nH(Dy3ns Ha DARZALEX, no3a ot 20 mg
JIEKCaMEeTa30H € IIPUiIaraHa KaTo JIEKapCTBeH NPOLYKT, IpuiIarad npeau uadysusara. Jleuennero c
DARZALEX nponbiikaBa 10 porpecus Ha 3a00JIIBaHETO HITH HEMPUEMITBA TOKCUYHOCT.

Panmomusupanu ca o6mmio 498 narmenTy; 251 B pamoto Ha DVd n 247 B pamoto Ha Vd. U3xomHuTe
Jnemorpadcku JaHHHM U XapaKTepPUCTHKUTE Ha 3a00JIBaHETO ca MOJ00HN MEXIY PaMOTO C
DARZALEX u KOHTpOTHOTO paMo. MeauaHaTa Ha Bb3pacTTa Ha MalueHTHTe € 64 roauHu (rpaHuiu
30 o 88 romunm), kato 12% ca > 75 roguun. [llectaecet u aeBet nponenra (69%) oT manueHTUTE ca
nosryuaBaiu rpenu Tosa Pl (66% ca momydaBanu 6opte3omu0), a 76% OT NAlIMEHTUTE ca ToTy4YaBalid
IMiD (42% ca nonmywaBanu eHanuaomun). Ha uzxoano HuBo 32% oT nauueHTHTe ca pepakTepHU
KBbM TOCJIeTHaTa TUHM Ha siedenne. Tpuaecer u Tpu mporeHTa (33%) oT manueHTuTe ca
pedpakrepuu camo kbM IMiD, a 28% ca pedpakrepan kpM eHamuaoMu. PedpakrepanTte KpM
00pTe30MH0 MAMEeHTH ca U3KIIOYBAHU OT MPOYYBAHETO.

IIpu Menunana Ha npocneasBaHe oT 7,4 Mecela IbpBUUHUAT aHainu3 Ha PFS B nmpoyusane MM Y3004
nokasBa nmoaoopeHue B pamoto Ha DVd B cpaBHenue ¢ pamoto Ha Vd; menuanara Ha PFS He e
Jocturaara B pamoto Ha DVd u e 7,2 meceria B pamoto Ha Vd (HR [95% CIJ: 0,39 [0,28, 0,53]; p-
croiiHocT < 0.0001). Pesynrarute ot akTyanu3upan ananu3 Ha PFS cnex Meamana Ha mpocnensBane
ot 50 Mecela npoabIDKaBar ja nmokassar nogoopenue Ha PFS npu nmanpenture B pamoro Ha DVd B
cpaBHenue ¢ pamoto Ha Vd. Menunanara nHa PFS e 16,7 mecena B pamoto Ha DVd u 7,1 Mecera B
pamoro Ha Vd (HR [ 95% CI]: 0,31 [0,24, 0,39]; p-croitnocT <0,0001), koeTo npeacrasisisa 69%
HaMaJIeHHE Ha PUCKA OT MPOrpecHs Ha 3a00JSIBAHETO WIIM CMBPT NPH MAIMEHTH, JiekyBanu ¢ DV,
cipsimo Vd (Bx. purypa 8).

®@urypa 8: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MM Y3004

D-vd Vd
(N = 251) (N = 247)
10 Mznuana Ha npexmeremocT Bes nporpecuA - Mecey 18,7 [A
' KoedwmumenT Ha puck 3a D-Vd vs. Vd (95% Cl) 0.31 (0.24-0.39)
P <0.0001

D-vd

Mponopuus npexvesemocT Ges nporpecka
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Cren Mmenmana Ha nipociesBane ot 73 mecena, DVd moka3sa mpeauMcTBO 10 oTHOMIeHHe Ha OS B
cpaerenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara Ha OS ¢ 49,6

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

®urypa 9: Kpusu na Kaplan-Meier 3a OS B npoyuBane MMY3004
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Koedumment na puck za D-Vd vs, Vd (95% C) 0,74 (0.59-0.92)
P=0.0075
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JombaHuTenHN pe3ynTaty 3a epukacHoct ot npoyusane MMY 3004 ca npeacraBenu B Tabmuma 12

MO-I0JTY.

Ta6auua 12: JlombJHUTETHH Pe3yJTaTH 32 epukacHocT oT npoyuBane MMY 3004

Bp. nanueHTH ¢ 0TrOBOP, MOAXO/SIII 32 OLEHKA DVd (n = 240) Vd (n =234)
06111 otroBop (SCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-croitHOCT? <0,0001
Heocnopum mesieH otroBop (sCR) 11 (4,6) 52,1
ITemen orroBop (CR) 35 (14,6) 16 (6,8)
Muoro no6bp yactuueH otrosop (VGPR) 96 (40,0 47 (20,1)
Yacrtuuen otrosop (PR) 57 (23,8) 80 (34,2)
Meuana Ha BpEMETO J10 OTTOBOP [Mecenn 0,9 (0,8, 1,4) 1,6 (1,5 21)
(rparnnm)]
Meauana Ha MPOIB/KUTEIHOCTTa Ha OTTOBOpa NE (11,5, NE) 7,9 (6,7, 11,3)
[Mecerm (95% CI)]
Otpunareano MRD (95% CI)° 8,8% (5,6%, 13,0%) 1,2% (0,3%, 3,5%)
Odds ratio ¢ 95% CI* 9,04 (2,53, 32,21)
P-croitHoct" 0,0001

DVd=naparymyma6-60pre3oMuo-aekcamera3on; Vd=6opre3oMud-nexcamerazon; MRD=MHHUMAaIHO OCTaTHYHO

3abosiBane; CI=noBepurenen uarepsan; NE=He MoXKe 1a ce OIleHH.
& p-croitroct ot Cochran Mantel-Haenszel Chi-Squared Tect.

% B3 ocHoBa Ha intent-to-treat MOIyJIalus U Ipar ot 10°
B

maHcoBeTe >1 mokassa npeumyiectso Ha DVd.
p-croifHocTTa € OoT TouHuUs TecT Ha Fisher.
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Cobprieuna CHGKTDOd)I/I?»I/IOHOFI/I}I

Maiika e BeposITHOCTTa JapaTyMyMal, KaTO BUCOKOMOJIEKYJICH IPOTEHH, Aa B3aUMOACHUCTBA JUPEKTHO
c ionnute kananu. E¢exTsT Ha mapatrymymad Bepxy QTc uHTEpBaja € OleHeH B €JHO OTKPUTO
npoyuBane npu 83 manuentn (mpoyuBane GEN501) ¢ peruanBupain wimm pedpakrepeH MyaTHILICH
Muenom ciex nHpy3un ¢ gapatymymad (4 no 24 mg/kg). Jluneitnu cmecenn PK-PD ananusu He
MOKa3Bart roiisiMo yBenuuenue Ha cpeanust QTcF nntepsan (T.e. mo-ronsiMo oT 20 ms) npu Crax Ha
Jmapatymymao.

IlenuaTpuyHa NomyJaamus

EBponeiickaTa areHuus 1o JieKkapcTBaTa 0CBOO0XKAaBa OT 3abJKCHUETO 3a MIPEIOCTaBSHE Ha
pesynraTture ot npoyuBaHusTa ¢ DARZALEX BbB BCUUKH MOATPYNH Ha MeIUATPUIHATA TOITYJIAIUI
NpY MYJITUIUIEH MUENoM (BXK. Touka 4.2 3a nHdopMalys OTHOCHO yroTpeda B IeTUaTpHsITa).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

dapmakokuHerrkata (OK) Ha mapatymymab ciie[] HHTPaBeHO3HO MPUIOKEHHE Ha MOHOTEPAITHS C
JapaTymyMa0 e OlleHEeHa IPH MAlMeHTH ¢ PELUANBUPAT ¥ pepaKTEPeH MYJITUILICH MUEIIOM IIPU
no3u ot 0,1 mg/kg mo 24 mg/kg.

B xoxopture ot 1 no 24 mg/kg nukosute cepyman KoHIeHTparmn (Cmax) CIIE TbpBaTa /103a ce
yBeJIM4aBaT MPUOIU3UTEIHO MPONOPLMOHAIHO Ha 103aTa M 00eMbT Ha paspesiesieHue € B
CBHOTBETCTBHE C IbPBOHAYAIHOTO pa3IpeesieHUe B IIa3MeHus komnapTuMeHT. Creq nocuenHara
cenMuuHa HHQY3HS, Crnax CE TIOBHUILIABA ITOBEYE OT MIPOMOPLUOHAIHO Ha J103aTa, B CbOTBETCTBHE C
TapreTHO MeINUpaHaTa AUCIO3UIHs Ha ekapcTBoTo. [loBumenusta Ha AUC ca moBede ot
MIPOMOPIMOHATHY Ha J1o3aTa U KaupbHCHT (CL) HamansBa ¢ yBeianuaBaHe Ha jo3arta. Te3u
HaOJIroIeHNs JaBaT OCHOBaHKE /1a ce Mpenosioxku, ye CD38 Morke 1a ce HacUTH MPU TO-BHCOKU
JI03H, CJiell KOETO BIMSAHUETO Ha TapreT-MeIuUpaHus KIUPBHC € CBEACHO 0 MUHUMYM U KIHPBHCHT
Ha JapaTyMyMab ce no0IvKaBa 10 JJHHEHHHS KHpbHC Ha eHaoreHnus 1gG1l. KinupbsHCBT chino
HaMaJIgBa MPU MHOTOKPATHH JI03U, KOETO MOKE Ja ObJIe CBbP3aHO C HaMaJIiBaHE Ha TYMOPHHS TOBap.

TepMHUHATHUAT IOMYKHUBOT C€ YBEJINYaBa C yBeJIMUaBaHE Ha 03aTa U IPU MHOTOKPATHO NpHJIaraHe.
Cpennust (crannaptHO oTkioHeHue [SD]) u3unciieH TepMUHAIICH MOTYKHBOT Ha JapaTyMmyMab ciien
mbppBara go3a 16 mg/kg e 9 (4,3) qau. M3uncneHusST TepMHUHAJICH MTOTY>KUBOT HA IapaTyMyMal clie/
nocienHara 103a ot 16 mg/kg ce yBenuyasa, HO JIMIICBAT IOCTAThYHO JJAHHU 32 HAAEK/IHA OLICHKA.
B®3 ocHoBa Ha nomynanuoneH PK ananus, cpennust (SD) momyxuBoT, CBbp3aH ¢ HeCienupUIHO
JIMHEWHO eTMMUHUpPaHe e nmpubau3utento 18 (9) nHu; ToBa € TEPMUHAIHHAT MOTYKUBOT, KOWTO MOXKE
Jla ce 0YaKBa MPH ITBJIHO HACHIIAHE HA TapreT-MEeANUPaHUs KIMPHHC U MHOTOKPATHO IIpHUjlaraHe Ha
Japarymymao.

B kpast Ha CeZIMHYHOTO MPUIIAraHe P MPENopPbYUTENIHA CXeMa Ha MOHOTepanus 1 103a ot 16 mg/kg,
cpennata croitHocT (SD) Ha cepymuaTa Chax € 915 (410,3) mukporpama/ml, npubnusurento 2,9 mbtu
M0-BUCOKA, OTKOJIKOTO cliesi rbpBaTa uHPy3us. Cpennara (SD) cepyMHa KOHIIEHTpaNHs IPean
npuiarase (Hai-HUCKa) B Kpast Ha CeMUIHOTO Tpriarane e 573 (331,5) mukporpama/ml.

IIposenenu ca uetupu nomynannoHHd @K ananuza 3a onucane Ha OK xapakTeprucTUKU Ha
JlaparymyMa0 U 3a OlleHKa Ha Bb3/ICHCTBUETO HAa KOBAPHATHUTE BBPXY Pa3NpEACICHUETO Ha
JapatymMyMa0 IpH MalMeHTy ¢ MyJITHIDICH MueoM; ananu3 1 (n=223) e npu naIeHTy, moryYaBaiii
MoHoTtepamnus ¢ DARZALEX, nokato ananu3 2 (n=694), ananus 3 (n=352) u anamu3 4 (n=355) ca
MIPOBEICHH MIPH MAITUEHTH ¢ MYJITHILICH MUEJIOM, TTOJTy9IaBaIin KOMOWHUPAHHU TePaITuH C
nmaparymyMa0. Ananms 2 BrimrouBa 694 nanuentn (n=326 ¢ TeHATUIOMUI-ACKcaMeTa3oH; n=246 ¢
0oprezomMuO-gekcaMeTa3oH; n=99 ¢ noManuaoMuI-1eKcaMeTa3on; n=11 ¢ 6oprezomud-mendanan-
MPEIHU30H U =12 ¢ 60PTE30MUO-TATUIOMHU/I-IEKCAMETa30H), aHAIM3 3 BKIIIOYBA 352 MallMeHTH
(6opTezomMud-MendanaH-nMpeIHU30H), a aHaIu3 4 BKIOYBA 355 nanueHTH (JICHAIUI0OMUI-
JIEKCaMETa30H).
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B®3 ocHoBa Ha momynaronen OK aHamu3 Ha MoHOTepaIus ¢ gaparymymab (anaams 1), napatymyma0
JIOCTUTA CTAI[IOHAPHO CHCTOSHUE MPUOIU3NUTEITHO 5 Mecela clie]] Ha4alloTo Ha BCEKH 4-ceMIueH
nepuoj Ha npunarade (21-ta ungysust) 1 cpeauoto (SD) croTHOmeHne Ha Cmax B CTATHOHAPHO
cherosiHue crpsamMo Cmax ciient mbpBata jgo3a e 1,6 (0,5). Cpennusr (SD) nenrpaien ooem Ha
pasmpenenenue e 56,98 (18,07) ml/kg.

Tpu nombnuutennu nonynanuonny OK ananuza (aHanus 2, ananus 3 u aHanu3 4) ca NpOBeICHH TIPH
MAIMEHTH C MYJITHUILICH MHEIIOM, KOUTO Ca TIOTy4aBaly JapaTyMyMa0 B KOMOWHUPAHU Teparvy.
[Ipodunure KoHIIEHTpaIH-BpeMe Ha AapaTyMyma0 ca IMoI00HH! ciie]y MOHOTepanus 1 KOMOWHUPaH!
Tepanuu. CpeJHUAT U3UUCIICH TEPMUHAJICH TIOTY>KUBOT, CBBP3aH C JIMHEEH KIUPBHC MpU
KOMOWHHpaHa Tepanus € npuoau3uTenHo 15-23 nau.

B®3 ocHoBa Ha yetupute nomynarronnn ®K anamusza (aHamusu 1-4) e ycTaHOBEHO, Ue TEIECHOTO
TErJIo € CTAaTUCTHYECKH 3HaunMa KoBapuaTa 3a KIupbHca Ha napaTymyMad. CrenoBaTenHo, Jo3UpaHe
B3 OCHOBA Ha TEJIECHOTO TETJIO € MOAXOAIIa CTPATETHS 32 JO3UPAHE MPH MAIUSHTH C MYJITHIUICH
MUEIIOM.

DapMaKOKMHETUIHO MOJEIUPAHE Ha AapaTyMyMal € U3BBPIIEHO 32 BCUUYKH [IPEIIOPHUUTEIHN CXEMH
Ha npuiarade npu 1 309 nanueHTy ¢ MyJATUIUIEH MUETIoM. Pe3yntature oT MOAETUPAHETO
NOTBBpKaaBaT, ye K mpu pa3aeneHoTo U eIHOKPATHOTO MPUIIOKEHNE Ha ITbpBaTa J03a € CXOJIHa, C
n3kmodeHne Ha OK npodun npe3 mbpBUsL JEH OT JICYSHUETO.

CrenuanHu NomyJIalin

Bwspacm u non

BB3 ocHOBa Ha "etupu otaenau nomynauonan OK ananmza (1-4) nmpu nanueHTy, MOTyYaBamin
MOHOTEpAITUs ¢ AapaTyMymald Wi pa3udHd KOMOWHUpaHU Tepamnuu (aHanusu 1-4), Bp3pactra
(mmanazon 31-93 roaunn) HAMa KITMHUYHO 3HAYMM €QEeKT BbPXY (papMaKOKHHETHKATa Ha
JapaTyMyMa0 U eKCIIO3MLUATA Ha JapaTyMyMal e CXOAHa MeXIy [o-MiIaau (Ha Bb3pacT <65 ronuHu,
n = 518) u mo-Bb3pacTHH (Ha BB3pacT > 65 10 < 75 romunu n=761; Ha BB3pact > 75 roaunu, n = 334)
MaIMEHTH.

[TombT HEe MOBNHUSBA €KCIIO3UIIMATA HA JapaTyMyMal B KIMHMYHO 3HaYMMa CTETICH B TIOITYJIAIIMOHHNTE
DK ananusu.

bvopeuno yepesicoane

He ca npoBexnanu ouiimamHy MpoydYBaHUs HA JapaTyMymal MpH NalueHTH ¢ ObOPEYHO YBpEXKIaHE.
[MpoBenenu ca yetnpu otAenHn nonytannonau OK ananusa Bb3 OCHOBA Ha MPEIBAPUTEITHO
CBHUIECTBYBAIIH IaHHU 32 ObOpeYHaTa (YHKIMS IPH TAUESHTH, IPHEMAII MOHOTEPATIHS C
JapaTyMmyMa0 WM pa3indHd KOMOMHUPaHU Tepanuu (aHanu3u 1-4), KOUTo BKIIOYBAT OOIIO

441 nauueHtu ¢ HopManHa 0b0peuHa QyHKus (KpeaTnHuHOB KiHpbHC [CrCl] >90 ml/min), 621 ¢
nexo 6v0peuno yspexxaane (CrCl <90 u > 60 ml/min), 523 ¢ ymepeno 0bOpeyHO yBpexnaHe
(CrCl < 60 1 > 30 ml/min) u 27 ¢ TexKo 6BOPEUHO YBpEXKIaHE WM TEPMUHAIHA OBOpeUHa
HepoctaTbyHOCT (CrCl < 30 ml/min). He ca nHabioqaBany KIMHUYHO 3HAYUMU PA3IUKU B
SKCIIO3MIIMATA Ha TapaTyMyMal MeX Iy HalMeHTH ¢ ObOpEeYHO yBpEKAaHEe U TE3H C HOPMaJTHa
O0bOpeuHa QyHKIHS.

Yeprnodpobuo yepesicoane

He ca nposexaanu opuuyainy npoyyBaHus Ha JapaTymyMal NpH NaUeHTH ¢ YepHOIAPOOHO
yBpexkJaHe. Majko BEpOSITHO € MPOMEHH B YepHOpOOHATa (QYHKIIUS JIa MMaT HIKAKbB eekT BbpXy
SJIMMUHHUPAHETO Ha Aapatymyma0, Thid kaTo [gG1 Monekynu karo qapatymymad He ce MeTaboIu3upaT
ype3 XenaTajJHuTe IbTULIA.

[IpoBenenu ca yetupu otaenHu nomynannonan OK aHamusza npu naureHTH, nprueMallu MOHOTepanus
C apaTyMyMa0 WM pa3TudHi KOMOWHUpPaHU Tepanun (aHaim3u 1-4), KouTo BKIFOYBAT OO0

1 404 manmenTy ¢ HOpMaHa YepHOIpoOHa PyHKIMs (001 Ommpyoun [TB] u acnaprar
amuHotpancgepasa [AST] < ropnara rpanuna Ha Hopmara [ULN]), 189 ¢ nexo uepHoapobHO
yepexxaare (TB 1,0 mo 1,5 metu Hag ULN unmu AST > ULN) u 8 manuentu ¢ ymepeno (TB > 1,5 o
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3,0 metit Hax ULN; n=7) wmu tesxko (TB > 3,0 metr Haxm ULN; n=1) ueprompodro yspexaane. He ca
Ha0JTI01aBaHK KIIMHUYIHO 3HAYMMH PA3JIUKH B CKCIIO3UIIMATA HA JapaTyMyMal MEXIy MalueHTUTE C
YEePHOPOOHO YBPEKAAaHE U TE3H C HOPMAJIHA YSPHOAPOOHA (DYHKIIHS.

Paca

BB3 ocHOBa Ha "eTupu otaenHu nomynauonaun OK ananmmza npu nanueHTy, mpueManiy uin
MOHOTEpAaIus C Japarymyma0d, Win pa3InyHd KOMOMHUPAHU Tepanuu (aHanu3u 1-4), eKcro3ulusTa
Ha Aapatymymab e mogo0Ha MeX Iy ydacTHuIuTe ot Osutata (N=1371) u pasnuunu ot Osiiata paca
(n=242).

5.3 TlpeakJIuHUYHYU TaHHH 32 0€30MACHOCT
TOKCHKOJIOTUYHY JaHHU Ca MOJyYEeHU OT MPOYYBaHUsI C JapaTyMyMmal MpH IUMIIaH3eTa U ChC
cyporatHo aHTH-CD38 anTHTSIO0 NTpH ABIATOOMAaNIaTH Makaiy. He ca mpoBexaanu Npoy4YBaHUs 3a

XpOHHUYHA TOKCUYHOCT.

KaHIICDOFeHHOCT 1 MYTaréHHOCT

He ca mpoBexmaHu MpoyYBaHKs BbPXY )KHBOTHHU 3a YCTAHOBSIBAHE HAa KAHIIEPOTCHHUS TIOTEHIMA Ha
Japarymymao.

PenponykTrBHA TOKCUKOJIOTHSI

He ca npoBexnanu nmpoy4BaHus IPH KUBOTHHU 32 OIICHSBAaHE HA MOTCHIIMATHUTE e()EeKTH Ha
IapaTyMmyMal BbpXy PENpOIyKITUSATA UITH Pa3BUTHETO.

DepTunurer

He ca npoBexianu Mpoy4YBaHuUs MPH KHUBOTHH 32 ONPEACIISHE HA MOTCHIIMATHUTE ePEKTH BHPXY
(bepTHIUTETa IPH MBIKE HITH JKEHH.

6. DAPMAIIEBTUYHU JAHHU

6.1 Cnucbk HAa NIOMOIIHKUTE BElIeCTBA

L-xuctuana

L-XHUCTHAMHOB XMIPOXJIOPUI MOHOXHAPAT

L-MeTHOHUH

[Momucopoar 20

Cop6uton (E420)

Boza 3a uHXekuu

6.2 HecbBMeECTHMOCTH

To3u nexapcTBeH MPOAYKT He TpsAOBa Jla ce CMecBa ¢ APYTH JIEKAPCTBEHU MTPOAYKTH, C U3KIIFOUEHHUE Ha
[IOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha rogHocT

HeotBopenu diakoHu

3 roauHu
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Cren paspexaaHe

OT MHKPOOHOJIOTHYHA TJIEHA TOYKA, OCBEH aKO HAYMHBT Ha OTBapsHE/pa3perkaaHe U3KITI0YBA PUCKa
OT MUKPOOHO 3aMBbpCsIBaHEe, IPOAYKTHT TPOBA J1a ce M3M0JI3Ba HE3a0aBHO. AKO HE Ce U3I0JI3Ba
He3a0aBHO, MIEPUOIBT HAa U3IOI3BAHE U YCIOBUATA Ha ChXPAaHCHUE MIPEIH YIIOTpeOa ca OTTOBOPHOCT
Ha TOTpeOUTENs U He TpsAOBa 1a HaAXBBPJIAT 24 yaca B xaaauiHuk (2° C-8° C), 3amureH ot
CBETJIMHA, TOCIEABAHH OT 15 yaca (BKIIOUMTETHO BpEMETO 3a MH(Y3Hs) Ha cTaifHa TeMIeparypa
(15° C-25° C) u Ha cTaiina cBeTIIMHA. AKO C€ ChXpaHsABa B XJIAJAWIHKK, pa3TBOPHT TPAOBA Ja Ce
OCTaBH JIa JOCTUTHE CTaliHA TeMIepaTypa npeIu MPUIOKeHHUE.

6.4 ChenmnaJHM ycJI0BHUS HA ChbXpaHeHHUe

Ja ce cpxpansiBa B xuagmwiHuk (2° C-8° C).
Ja He ce 3ampa3ssiBa.
Ja ce cpxpaHsiBa B OpUTHHAJIHATA ONTAKOBKA, 32 J1a C€ MPEATNAa3h OT CBETIIMHA.

3a yclioBUsTa Ha CbXPAaHEHUE CIICH Pa3peXkIaHe Ha JICKapCTBEHUS MPOIYKT BHXKTE TOYKa 6.3.
6.5 Bwuau chabp:kaHNe HA ONAKOBKATA

5 ml koHIIEHTpaT BBB (JIAKOH OT CTHKJIO THII 1, ¢ KayuyyKoBa 3aIyIlaika i aTyMHHUeBa 00KaTKa ¢
OTUYTIBAIIO ce Kamade, chappxkamny 100 mg gaparymymad. OmakoBka oT 1 ¢akoH.

20 m] koHIEHTpAT BBB (JIaKOH OT CTHKJIIO THII 1, C KayuyyKOBa 3alylanKa U aTyMHHAEBA 0OKaTKa C
otuymnsail ce 0yToH, chabpxail 400 mg naparymymad. OmakoBka oT 1 ¢uiakoH.

DARZALEX ce npezuara CbhIIO U KaTO ONAKOBKA 32 3alI0YBAHE HA JICUYEHUETO, ChAbprKalla

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

6.6 CrhenmnaJnu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

To3u J1ekapcTBEH MPOAYKT € CaMo 3a €HOKpaTHA yrorpeoa.
[Moaroreere HHGY3MOHHHUS pa3TBOP UpE3 aCENTUYHA TEXHUKA, KAKTO CJIeBa:

. N3zuucnere nosata (mg), Heooxoaumus o011 ooem (ml) pastBop DARZALEX u O6post Ha
HeoOxoaumute durakonn DARZALEX Bb3 0CHOBa Ha TETJIOTO Ha MAallMeHTA.

. IIpoBepere namu paztBopsT DARZALEX e 6e3nserer 1o xbaT. [la He ce M3M0I3Ba Npu
HaJIMYUETO Ha HEMPO3pauHu YaCTHIIM, IPOMsHA B LIBETA WITH IPYTH YY>KAU YaCTHIIH.

o Upe3 acenTryHa TEXHUKA OTCTpaHeTe 0b6eM ot Hatpuer xmopua 9 mg/ml (0,9%) nmkeknnoneH
Pa3TBOp OT MH(Y3MOHHUS CaK/KOHTEHHEpa, KOWTO € paBeH Ha HEOOXOIUMHS 00eM Pa3TBOP
DARZALEX.

. Uzrernere HeobxoaumoTo koimaecTBo pa3tBop DARZALEX u ro paspenere 10 CbOTBETHHS

o0eM upe3 gobaBsiHe KbM MH(Y3UOHHHUS CaK/KOHTEHHEPa, Chabpikalll HaTpueB xiopua 9 mg/mi
(0,9%) umxexironeH pa3TBop (Bxk. Touka 4.2). MHdy3noHHUTE cakoBe/KOHTEHHEpH TPsiOBa 1a
O0bnaT m3padorenu ot nommBuHWIXIOpHUI (PVC), momunponunen (PP), nonuerunen (PE) wm
nonimojieun (PP+PE). PaspexnaiitTe npy HOAXOASIIN aCENTHUHHU YCIOBUs. M3XBhpIieTe BCIKO
HEM3IMOJI3BAHO KOJIMYECTBO, OCTAHANO BHB ()JIaKOHA.

. BuumMarenHo o0bpHETE caka/KOHTEHHEpa, 3a JJa cMecuTe pa3TBopa. Jla He ce paskiaiia.

o [peryienaiiTe BU3yaltHO MTApEHTEPAITHUS JICKAPCTBEH NMPOYKT 32 HAJH4YKE HA BUAUMH YaCTUIH
Y IPOMSHA B [IBETa Npear NpuiiokeHne. B paspeaenus pa3TrBop Moxe Ja ce oopa3yBaT MHOTO
MaJIK{, IPO3payHy 0 O6enu OeThYHU YacTUIH, ThI KaTo napaTyMmyMab e npoteuH. [a He ce
W3M0JI3Ba, aKO ce HAaOII01aBaT BUIUMO HETIPO3pPaYHH YaCTHIIM, TPOMSHA B I[BETA HITH UYXKIU
YaCTHIIH.

. Twit kato DARZALEX He chIbpika KOHCEPBAHT, pa3pecHUTE pa3TBOPHU TpsiOBa 1a ce
MIPHUJIOKAT B paMKUTE Ha 15 daca (BKJIFOUMTEITHO BPEMETO 32 MH(Y3HsI), IPU CTaliHA
temmneparypa (15° C-25° C) u Ha craiiHa CBEeTIIHHA.

o AKO He ce U3M0J3Ba BeJHara, pa3peIcHUAT pa3TBOP MOKE JIa C€ ChXpaHsBa NPeAr NPUIIOKEHHE
3a ¢poK 70 24 vaca B xjaamiHuk (2° C-8 °C) u 3amuTeH oT cBeTanHa. Jla He ce 3aMpassiBa. AKo
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ce ChXpaHsBa B XJIQIWITHHK, Pa3TBOPHT TPsiOBa Ja ce OCTaBH J1a IOCTHTHE CTaifHa TeMIeparypa
MIpeIn TIPUIIOKEHHE.

o [Ipunoxkere paspeneHus pa3TBOp Upe3 HHTPABEHO3HA HH(PY3HS C TTOMOIITa Ha WH(PY3HOHEH
KOMIUICKT, CHa0JICH C perysarop Ha IeOUTa U ChC CTEPUIICH, allTHPOTESHEH, HUCKO MPOTEHH-
cBbp3Bal noauerepcyiadonos (PES) punrsp, (pasmep Ha nopure 0,22 wim 0,2 MEKpOMETpA).
Tps6Ba ma ce m3nonzsat nonuyperan (PU), nomubyraguen (PBD), PVC, PP unu PE xommuexktn
3a MPUIIOKEHHE.

. He BnuBaiite DARZALEX eqHOBpeMEHHO € APYTH CPEACTBA Upe3 €HA U ChI[a NHTPAaBEHO3HA
CUCTEMA.
. He cbxpaHnsBaiiTe HEM3MOI3BaHU KOJUYECTBA OT MH(PY3HMOHHHS Pa3TBOP 3a IOBTOPHA YIOTpeoa.

Hewmsnon3ssanusar MPOAYKT UJIK OTIIAABYHUTE MAaTEpUAIN OT HETO TpH6Ba Ia C€ U3XBBPJIAT B
CBhOTBETCTBUEC C MECCTHUTC N3UCKBAHUS.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/001

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

9. JATA HA TBbPBO PASPEHIABAHE/ITOJJHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

[ata Ha mepBO pazpemasane: 20 mait 2016 .

[ata Ha mocnenHo moxHOBsBaHe: 6 stHyapu 2022 1.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

04/2025

[MonpoOHa nH(DOpMaIUs 32 TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o JiekapceTeaTa https://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 1 800 mg uHXeKIIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceeku ¢utakon ¢ 15 ml nmkeknmonen pa3rBop cbabpika 1 800 mg naparymymab (daratumumab)
(120 mg naparymymab Ha ml).

Haparymyma6 e yoBeniko MoHOKIOHATHO [gG 1k anTUTI0 cpenry CD38 aHTHUTeH, IOTY4YeHO B
KJICThYHA JTUHUS HA 003aHMUK (SIMTYHUK Ha KUTAHCKU XaMmcTep) uape3 pekomouHanTHa JJHK

TCXHOJIOT .

TlomomIHO BemEecTBO ¢ U3BECTHO ACUCTBHE:

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

3a IBIHUA CIIMCHK HAa TOMOIIHUTE BEIECTBA BUKTE ToUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

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

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3AHUS

MVJ’ITHHJ’I@H MHEJIOM

DARZALEX e noka3au:

° B KOMOMHAIIUSA C JICHATUIAOMUJI U JICKCAMETa30H WU ¢ 00pTe30MU0, MesidaiaH ¥ MPEeIHU30H 3a

JICYCHUC HA Bb3PACTHU NALIUCHTH C HOBOAUArHoOCTUIHUPAH MYJITUIUICH MUCJIOM, KOUTO HE Ca
MoAXOAAIIN 3a aBTOJIOKHA TPpAHCIUIaHTAallUsl Ha CTBOJIOBU KJICTKHU.

L4 B KOM6HHaLIPI$I C 60pT630MH6, JICHAJIMAOMU I U ICKCAMCTA30H 3a JICUCHUC Ha Bb3pAaCTHU
ManueHTH C HOBOAUArHOCTUIIMPAH MYJITUIUICH MUCIIOM.

L4 B KOM6HHaLIPI$I C 60pT630MH6, TAIUAOMUA U JCKCAMETA30H 3a JICUCHUC HAa Bb3PACTHU MAIUCHTHU

C HOBOAMArHOCTUIHMPAH MYJITUIUICH MUCJIOM, KOUTO Ca MOAXOAIIHN 3a aBTOJIOXKHA
TPpaHCIUIaHTAlWA HAa CTBOJIOBU KJICTKH.

. B KOMOHMHALUS C JICHATMIOMHU] U IEKCAMETA30H, MIIM 00PTE30MHO 1 JEKCaMETa30H 3a JICUCHHE
Ha BB3PACTHU NALUEHTH C MYJITHILIEH MUEIOM, KOUTO €a IOJIy4YHJIM IIOHE €1HA IIPEeInIIHA
Tepanusl.

. B KOMOMHAIIMS C TOMATUAOMU/ U IEKCAMETa30H 3a JIeYeHHEe Ha Bb3PACTHH MAIEHTH C

MYJITHUIUICH MUCJIOM, KOUTO Ca MOJYYWJIN €1HA MPCANIIHA JIMHUA Ha JICHCHUC, ChbABbpiKallla
MpoOTCa3oMCH I/IHXI/I6I/ITOp 1 JICHAJIMAOMU A U Ca ounun pe(l)paKTepHI/I Ha JCHaJInI0MU/J, NI

KOHMTO Ca NOJIYYHJIU IMOHE ABC MPECAUIITHN TEPAITUN, BKIIFOYBAIHU JICHAJIUJIOMUI U ITPOTECA30MEH

MHXUOUTOP U ca NMOKa3aIy Nporpecus Ha 3a00sIBaHETO MO0 BpeMe Ha WU cJie]] IocieIHaTa
Tepanus (BX. Touka 5.1)

o KaTo MOHOTEpAIMsl 3a JIeYeHHE Ha Bb3PACTHH MALHMEHTH C peUIUBHpaIl 1 pedpakTepeH
MYJTHIUIEH MHEJIOM, YHSATO MPEAIIECTBAIA TePAIHs BKII0YBA IPOTEa30MEH HHXHUOUTOP U
UMYHOMO/IYJIMPAIIO CPEACTBO, KOMTO Ca MOKAa3aIH Mporpecus Ha 3a00IIBaHETO TIPH
nocjegHaTa Tepamnusl.
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JIekoBepmKHa aMUJIONI03a

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

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

DARZALEX 3a moIKoXHO MPUJIOKEHNE HE € MpeHa3HaueH 32 HHTPABEHO3HO MIPIIIOKEHUE U TPSOBa
Jla ce Mpujiara camMmo 4pe3 MOJK0KHA WHKEKIHS B yKa3aHUTE JO3H.

DARZALEX TpsioBa Obae mpuiaran OT MEIUIMHCKHU CIIEIUAJIICT, KaTo IbpBaTa A03a TpsiOBa aa ce
MIPUIIOKU TIPY HAJTMYME Ha YCJIOBUSA 33 peaHUMalysl.

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

ITpu manmeHTH, KOUTO B MOMEHTA MOJy4aBaT 1apaTyMyMal 3a HHTPaBEHO3HO NPHUIIOKEHUE,
DARZALEX MHXEKUMOHEH Pa3TBOP 3a MOJKOXKHO MPUIOKEHUE MOXKE Ja CE€ U3I0J3Ba KaTo
aJITepHAaTHBA Ha MHTPABEHO3HUs JapaTyMyMa0, KaTo ce 3all0uHe ChC ClIe/BallaTa INIaHupaHa 103a.

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

ﬂosnpomca

Mynmunnen muenrom
Cxema na npunazane 6 KOMOUHAYUSL C NeHATUOOMUO U 0eKCaAMEMA30H UL NOMAAUOOMUO U
oexcamemason (4-ceomuyer yukva Ha Jedernue) U 3a MOHOmepanus

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

Tadauuma 1:  Cxema Ha npuiaraie Ha DARZALEX B koMOMHAM € JTeHAJMAOMU U
nexcameTa3oH (Rd), nomamuaomua u nekcamerasol (Pd) (4-cexMuyeH uumKba
HAa JedyeHHe) H MOHOTepanusi

Ceamunu Cxema

Cegmunu 1 go 8 BEJIHBK ceIMUYHO (00110 8 103M)
Cenmumu 9 no 24° Ha BCEKH JIBe ceaMuItu (06110 8 m1o3m)
Ot ceamuiia 25 HATaTHK J0 IPOTPECcHs Ha Ha BCEKHU YETUPHU CEIMUIU
3abossBaHeTo’

a
6

[IppBata m03a OT cXxeMara Ha IpHIaraHe Ha BCEKH 2 CeIMUIIM ce JaBa Ha ceammuia 9
[TbpBata 103a OT cXemara Ha MpHaraHe Ha BCEKH 4 CEIMUIIM Ce AaBa Ha ceamuiia 25

JHexcameTas3on TpsiOBa 1a ce npwiara B 103a 40 mg/ceamuua (nnu HamaneHa no3a 20 mg/ceaMuna
TIPH MAUECHTH >75 TOAWHM).

3a 103aTa U cxeMaTa Ha IPWIOKEHHNE Ha JIEKAPCTBEHUTE MPOIYKTH, punaranu ¢ DARZALEX

HWHKCKIIMOHCH Ppa3TBOP 3a MMOAKOKHO INPHUIIOKCHUE, BUKTC TOUKA 5.1 u chOTBETHATA KpaTKa
XapaKTECpUCTHUKaA Ha MIPOJAYKTa.
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Cxema na npunazane 6 Kombunayus ¢ bopmezomud, meaganarn u npeonuson (6-ceomMuyer YuKvil Ha

ﬂeqenuez

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

Ta6imua 2:. Cxema Ha npuiaraie Ha DARZALEX B koMOuHanus ¢ 60pTe30Muo,
Mesiasad u npeauu3oH ([VMP]; 6-ceaMuveH UKD/ HA JIeYeHHE)

Ceamuun Cxema

Cepamun 1 10 6 BEJHBXK ceIMUYIHO (00110 6 1031)
Cenmuim 7 1o 542 Ha BCEKH TpH ceaMuIy (oomo 16 no3m)
Ot cenMuIia 55 HATATHK JI0 IPOTPECHs HA HA BCEKH YETUPH CEIMHIIA
3a00ssBaHETO’

a
6

[TepBaTa 103a OT cxemaTa Ha IpIIaraHe Ha BCEKH 3 CEIMHIIM Ce JlaBa Ha ceiMuLa 7
[IppBaTa 1032 OT cxeMarTa Ha IpUIaraHe Ha BCEKH 4 CEAMUIIM ce JaBa Ha cenMuna 55

Bopre3omMub ce 1aBa JBa MbTH CEAMHUYHO HA cenMUIH 1, 2, 4 U 5 3a IbpBUsA 6-CEAMUYCH IIUKBII,
IOCJIEIBAHO OT BeAHb3K CCAMHUYHO Ha ceaMuiu 1, 2, 4 u 5 3a olie oceM 6-CeIMHYHH IIUKBIA. 3a
wH(pOpMAIU OTHOCHO J103aTa U cxeMaTa Ha npwiarade Ha VMP npu npunoxkenne ¢ DARZALEX
WHKCKITHOHEH Pa3TBOP 32 MOJIKOKHO MPUIOKECHUE BIKTE TOUKa 5.1.

Cxema Ha npunazane 8 KombuHauus ¢ bopmezomud, maruoomuo U 0eKCamemason (4-ceomuyer yuKvi
Ha JleyeHue) 3a JeyeHue Ha HO800UASHOCIUYUPAHU NAYUEHMU, NOOX0O0AWU 34 A6MOJ0MCHA
mpancniaunmayus Ha cmeonosu knemxu (ASCT)

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

Tadauua 3:  Cxema Ha npuiaraie Ha DARZALEX B komOuHanus ¢ 6opTe3oMuo,
TajguaomMua u aekcametasoH ([VTd]; 4- cexqMuveH MUKBJI HA JIeYeHHE)

®a3a Ha JeueHne CeaMuim Cxema
WNunyxuus Cegmunu 1 no 8 BEJIHBXK CEIMHYHO (00110 8 1031)
Cenmurm 9 o 162 Ha BCEKH JiBe ceMuIr (0010 4 103u)
Crpere npu xuMuoTepanus ¢ Bucoku 103u u ASCT
Konconumanus | Cenvumm 1 10 8° Ha BCEKH JiBe ceqMuIH (00110 4 103m)

a
6

[IppBara m03a OT cXxeMara Ha IpUIaraHe Ha BCEKH 2 CEJMUIIM ce JaBa Ha ceammuia 9

ITepBaTa 1032 OT CXeMara Ha IpHIaraHe Ha BCEKH 2 CeIMHUIIM Ce aBa Ha ceIMHIa | ciie/l MOTHOBSIBAHE Ha JICYCHUETO
caen ASCT

JexcameTa3oH TpsOBa jaa ce npuiiara B 1o3a 40 mg Ha nenl, 2, 8,9, 15, 16,22 u 23 ot uukwi 1 u 2; B
no3a 40 mg Ha neH 1-2 u 20 mg npe3 nocieaBanTe IHU 3a npwiarade (aeH 8, 9, 15, 16) ot nuksbi 3-
4. Nexcamerazon 20 mg tpsOBa na ce mpuiara Ha 1ieH 1, 2, 8,9, 15, 16 ot ik S u 6.

3a mo3aTa M cxeMaTa Ha IpuiIaraHe Ha JIeKapCTBEHHUTE MPOAYKTH, nmpuiiokenn ¢ DARZALEX
MH)KEKI[MOHEH pa3TBOP 3a MOJK0KHO MPUWIOKEHNE, BIKTE TOUKa 5.1 M ChOTBETHATa KpaTKa
XapaKTepPUCTHKA Ha TIPOTYyKTa.

Cxema Ha npunazane 8 Kombunayus ¢ bopme3omub, 1eHAIUOOMUO U OeKcamemason (4-ceomuyen
YUK HA JeYeHue) 3a JeyeHue Ha HO800UASHOCIUWUDAHU NAYUEeHMU, HOOX0O0AWU 34 A6MOA0ICHA
mpancnaanmayus na cmeonosu kiemku (autologous stem cell transplant, ASCT)

[Ipenopbunrennara no3a ¢ 1 800 mg DARZALEX nHXeKIIMOHEH pa3TBOP 3a MOJKOKHO
MIPUJIOKEHUE, TTPHUJIaraHa B MPOIbIDKEHIE Ha TPUOTU3UTENHO 3-5 MUHYTH B ChOTBETCTBHE CHC
cJIeTHaTa CXeMa Ha Mmpuiarane B Tadymmna 4.
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Tabauna 4: Cxema Ha npuiarane Ha DARZALEX B komOuHauus ¢ 60pTe3o0Muo,
Jenaauaomua u aexcamerasol ([VRA]; 4-cenMuyeH HUKBJ HA JIeYeHHE)

®da3a Ha jedyenue | Cenmuuu Cxema

Nunykuus Cenmumu 1 mo 8 BEIIHBXK CEIMHYHO (0010
8 no3u)

Cenmuiiu 9 o 162 Ha BCEKH JIBE ceaMUITH (001110
4 no3m)
Crnupasne 3a BUcoko1030Ba xumuoTepanus 1 ASCT

Koncomumanus Cenmunu 17 mo 24° Ha BCEKH JIBE CeIMUIIU (00110
4 noswn)

Hoxappxamro Ot cenqmuria 25 HATaTHK 0 IPOTPECHS HA | HAa BCEKH YETHPH CEIMUIIH

JICUCHUE 3a00JiIBaHeTO"

a

6

[TepBata m03a OT cxemara Ha IpHyIaraHe Ha BCEKH 2 CeIMHMIIM ce 1aBa Ha ceaMuna 9.
Cenmuna 17 ch0TBETCTBA HA MOBTOPHOTO CTapTHUPAHE HA JICYCHUETO cie]] Bb3cTaHoBsBaHe oT ASCT.

®  DARZALEX mosxe 1a ObJie IpeyCTaHOBEH IIPH NAUEHTH, IOCTUTHAIM OTpHiareino MRD, koeTo € ycToiunBo B

MPOIBJDKCHUE Ha 12 Mecela, KOMTO ca OMITH Ha TOJIBPIKaIo JICUCHHUE B MPOABIDKECHHE Ha Hal-MaJiko 24 Mecena.

HexcameTa3oH TpsOBa ma ce npuiara B 1o3a 40 mg Ha n1uu 1-4 u nau 9-12 oT Bceku 28-THEBEH MUK
1o BpeMe Ha (azata Ha HHIYKIIHOHHO U KOHCOJIHIAIHOHHO jedeHue (nukiu 1-6).

3a mo3aTa M cxeMaTa Ha IpuiiaraHe Ha JIeKapCTBEeHUTE MpoaAyKTH, npuiaranu ¢ DARZALEX
WH)KEKIMOHEH Pa3TBOP 3a IMOJKOKHO NMPHIIOKEHUE, BIXKTE Touka 5.1 u crorBeTHaTa KpaTtka
XapaKTEPUCTHUKA HA ITPOIYKTA.

Cxema Ha npunazane 8 Kombutnauus ¢ bopmezomud, 1eHaIuooMuo U dekxcamemason (3-ceomuyer
YUKDJL HA JeYeHue) 3d JedeHue Ha HO800UASHOCINUUUDAHU NAWUEHIMU, KOUMO He cd No0X00suu 3d
ASCT

[Ipemoprunrennara go3a e 1 800 mg DARZALEX uHXeKIIMOHEH Pa3TBOP 32 MOAKOKHO
NPUIOKEHHUE, TIpUIaraHa B MPOABDKCHUE HA TPUOIU3UTENHO 3-5 MUHYTH B CHOTBETCTBHE ChC
cJIeIHAaTa cXxeMa Ha Mpuiaraie B Tadimmna 5.

Taoauua 5: Cxema Ha npujiarane Ha DARZALEX B kom0uHauus ¢ 6opre3omuo,
JeHaauaoMua u aekcamerasol ([VRdA]; 3-cenMuyeH MHKBJ Ha JIeUeHHe)

CeamMuiu Cxema

Cegmunu 1 1o 6 BEIHBXK CEIMHYHO (0010 6 J03H)
Cenmurnu 7 o 242 Ha BCEKHU TpH cenMuI| (00110 6 1o3u)
Ot ceaMuna 25 HATATHK JI0 IPOrPECcHs Ha 3a00ISBaHET0° | HA BCEKHM YETHPH CEIMULH

a
b

ITepBara 1032 OT cxeMaTa Ha IIpUJIaraHe Ha BCEKU 3 CEIMMIM Ce JjaBa Ha ceIMuua 7.
[IppBata m03a OT cxeMara Ha IpUIaraHe Ha BCEKH 4 CeIMUIIM Ce JaBa Ha ceaMuIa 25.

JexcameTa3oH TpsiOBa jaa ce npuiara B 1o3a 20 mg Ha quu 1, 2,4, 5, 8,9, 11 u 12 ot Bceku 21-nHeBeH
KB OT nukin 1-8. Tpu nanuenty > 75 roguau win ¢ mogHopmeno terio (BMI < 18,5)
JleKkcaMeTa30H MOJKe Jia ce rpuiara B jo3a 20 mg Ha au 1, 4, 8 m 11.

3a mo3aTa M cxemaTa Ha IpuiIaraHe Ha JIeKapCTBEHHUTE MpoAyKTH, npuiarann ¢ DARZALEX
MH)KEKI[MOHEH pa3TBOP 3a MOJKOKHO NMPHIOKEHUE, BXKTE Touka 5.1 u crorBeTHaTa KpaTtka

XapaKTECpUCTHUKaA Ha MIPOJAYKTa.

Cxema Ha npunazane 6 Kombunayus ¢ bopmezomud u dekcamemason (3-ceomuyen yukvi Ha Jedenue)

[penopbuntennara no3a ¢ 1 800 mg DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOJIKOKHO
NPUIOKEHUE, TIPUIIaraHa B MPOIBIDKCHUE Ha IPUOIM3UTENHO 3-5 MUHYTH B CHOTBETCTBHE ChC
ClIeJIHaTa cXeMa Ha mpwiaratie B Tabmuua 6.
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Ta6imuma 6: Cxema Ha npuiaraie Ha DARZALEX B koMOuHanus ¢ 6opTe30Mud 1
naexcamerasol (Vd) (3-ceaMuyueH NUKDJ HA JIeUeHHE)

Ceamuun Cxema

Cepgmumu 1 10 9 BEJHBXK ceMU4HO (00110 9 103M)
Cenmuru 10 no 242 Ha BCEKHU TPU cenMUI| (00110 5 no3u)
Ot cenmMuIia 25 HATATHK JI0 IPOTPECHs HA HA BCEKH YETUPH CEIMHIIA
3a6015BaHETO’

a HT)pBaTa J103a OT cXeMaTa Ha Ipujiarane Ha BCEKU 3 CCIMHUIIU CC JaBa Ha CCaAMULIa 10

HT)pBaTa J103a OT cXeMaTa Ha Ipujlarane Ha BCECKU 4 CCIMHUIIU CC JaBa Ha CCaAMULIa 25

JlexcameTa3oH TpsOBa ja ce npuiiara B 1o3a 20 mg Ha neH 1, 2,4, 5, 8,9, 11 u 12 ot mbpBuUTe
8 ukbia Ha neyeHue ¢ 6opre3oMud wiK B HamaieHa no3a 20 mg/cenmuna npu naueHTH
>75 ronuau, ¢ nogHopMmeno terio (MTM <18,5), ¢ 1010 KOHTPOIUpPaH 3aXapeH THadeT I
MPEIX0Ha HEMOHOCHMOCT KbM CTEPOHIHA TePaIIHsL.

3a mo3aTa M cxeMaTa Ha IPWIOKEeHHE Ha JIEKapCTBEHUTE MPOIyKTH, puiaranu ¢ DARZALEX
WH)KEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPHIIOKEHUE, BIDKTE TouKa 5.1 u choTBeTHaTa KpaTtka
XapaKTepUCTHUKA Ha POIYKTA.

AL amunouodosa
Cxema Ha npunazane 8 KOMOUHAUUs ¢ bopmesoMuo, YUKIohochamuo u oexcamemason (cxemu Ha
Jeyenue ¢ 4-ceomuyen yuxkvi)

[Ipemoprunrennara go3a e 1 800 mg DARZALEX uHXeKIIMOHEH Pa3TBOP 32 MOAKOKHO
NPUIOKEHHUE, IpUIaraHa B MPOABIDKCHUE Ha TPUOIU3UTENHO 3-5 MUHYTH B CHOTBETCTBHE ChC
clieIHaTa CXeMa Ha Mpuiarane B Tadiuia 7.

Ta6imuma 7:  Cxema Ha mpuinaraie Ha DARZALEX npu AL amMuiona03a B KOMOUHAIMA C
oopre3omMud, uukaopochamun u nrexcamerason ([VCd]; cxema Ha npujiarate ¢
4-cenMuYeH HUKDBJ)?

Ceamuun Cxema

Cenvumu 1 10 8 BEJIHBXK CeIMUYHO (001110 8 /103H)
Ceamun 9 o 24° Ha BCEKH JIBE€ ceaMulty (o0rmio 8 mo3m)
Ot ceqmuIia 25 HATaTHK J0 NPOTpecHs Ha Ha BCEKU YE€THUPH CEAMHUIIN
3a0015BaHeTO”

4 B xmmnuHOTO M3nmuTBaHe DARZALEX € npuiaran 1o mporpecks Ha 3a60JISBAHETO HIIM MaKCHMAITHO 24 IIHKbIa

(~2 romuHM) OT BPBATA /1032 HA JICYCHHE B IPOYYBAHETO.
ITepBara n03a B cXeMaTa Ha NpHJIaraHe npe3 2 CeAMMIIM ce AaBa Ha ceaMuna 9
[IppBara m03a B cxeMara Ha TIpularale mpe3 4 CeIMUIM ce 1aBa Ha ceAMuUIa 25

3a m03aTa M cxeMaTa Ha IpuiiaraHe Ha JIeKapCTBEHHUTE MPOAYKTH, npuiiokenn ¢ DARZALEX
WH)XEKI[MOHEH pa3TBOP 3a MOJKOKHO MPUIIOXKEHUE, BIDKTE ToUKa 5.1 M cChOTBETHATa KpaTKa
XapaKTepUCTUKA Ha IPOIYKTA.

Iponycnama 0o3a

Axo mnanupana 1o3a DARZALEX e npomnycHara, 1o3ata TpsiOBa J1a ce IPHIIOKH Bb3MOKHO Haii-
CKOpO M cXeMaTa Ha Mpujiarate TpsOBa Jia ce KOpUrupa CbOTBETHO, IIPH Clla3BaHe Ha MHTEpBaJla Ha
JIEUCHHE.

Mooughuxayus na dozama

He ce npenopwusa Hamasenue Ha no3ara DARZALEX. Moxe na e HeoOxoauMo 3a0aBsiHe Ha
MPUIOKEHUETO, 32 JIa ce 1ajic Bh3MOXHOCT 32 Bh3CTaHOBSIBAHE HA OpOsl Ha KPBBHUTE KIIETKH MPH
H0SIBa HA XEMaTOJIOT'MYHA TOKCUYHOCT (BK. Touka 4.4). 3a mH(pOpMAaIHs OTHOCHO JICKApPCTBEHHUTE
NPOAYKTH, puiaranu B komOunanusi c DARZALEX, BuwxTe choTBeTHaTa KpaTka XapakTepucTuka Ha
MPOIYKTA.
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B ximHUYHATE TPOYYBaHUS HE CE € HAJIOXKUIIO U3MEHEHHE Ha CKOPOCTTa Ha WH)KEKTHPAaHE W Ha
nmo3ara Ha DARZALEX wmHXeKIIMOHEH pa3TBOP 3a MOAKOKHO IPUJIoKeHNE 3a oBiaasBane Ha IRRs.

[IpenopbUYUTEIHU ChITBTCTRAIIN JICKAPCTBCHU NPOAYKTH

Jlexapcmeer npodykm, npuiazan npeou UHMHCeKMmupaHemo

Enun no tpu yaca npeau Besiko mpunokenne Ha DARZALEX MHKEKITMOHEH Pa3TBOP 3a MOJKOKHO
MIPUJIOKEHUE TTPH BCHYKY TAIIMEHTH TPSOBA J1a ce MPHIIIOkKAT JIEKAPCTBEHU MPOIYKTH (TIEPOPATHO WITH
WHTPaBEHO3HO) 32 HaMallsiBaHe Ha pucka oT IRRs, kakTo ciengra:

. KopTtukocreponn (IbIroaeicTBaII HiIH ChC CPEIHA TTPOIBIDKATETHOCT Ha ICHCTBHE)
- Monorepanus:
Metunmpenauzonod 100 mg nnm exBuBanent. Ciie; BTOpaTta MH)KEKIHA 03aTa Ha
KOPTUKOCTEPOMJIa MOXKE JIa C€ HaMaJli 10 METWINPEAHU30I0H 60 mg.
- KomOunupana Tepanusi:
Hexcametazon 20 mg (WM €KBHBAJICHT), IPUJIOKEH MIPEIN BCIKO HHKEKTUPaHE Ha
DARZALEX umKeKkIMOHEeH pa3TBOP 32 MOAKOKHO MpuiioxkeHune. Korato nexcamera3oH
€ CeqUpUUHHUAT KOPTUKOCTEPOH]I B OCHOBHATA CXEMa, J103aTa IEKCaMETa30H B PAMKHUTE
HAa JIEYCHUETO I CTYXKH KaTo JIEKAPCTBEH MPOAYKT, IPUJIaraH Mpean WHXEKTHPAHETO B
nauTe Ha npuinoxenne Ha DARZALEX (Bx. Touka 5.1).
B anute Ha npunoxenne Ha DARZALEX He TpsiOBa Aa ce mpuiiarat AOMbIHATETHHA
cnenrn(UIHU KOPTUKOCTEPOUIN OT OCHOBHATA cXeMa (Harp. MPeJHU30H), KOraTo
MAIUEHTHTE Ca MOIyYMIH JeKCaMeTa30H (MIM €KBUBAJICHT) KaTo JIEKAPCTBEH MPOAYKT,
Impuwjiarad npeau HHXCKTUPAHCTO.
. Antunuperuny (mapaneramon 650 1o 1 000 mg)
. AHTHXHCTaMUH (TIEpOopajieH WK WHTpaBeHO3eH nudeHxuapaMut 25 mo 50 mg wim
SKBUBAJICHT).

Jlexapcmeer npoOyKkm, npuilazan cied UHMICeKmupaHemo
JlexapcTBEH NPOAYKT, MPUJIATaH CJIe]] MHKEKTUPAHETO TPsOBa Ja ce mpuyara 3a HaMajlsiBaHe Ha PUCKa
ot IRRs oT 3a0aBeH THII, KAKTO CJIEABA:

- MoHoTepanus:
Ha Bcexu ot ABaTa MHM, CII€IBAIIY BCUYKHA WHXEKIINU (KaTO CE 3alI0YHE B JACHS CIIe]]
WHXKEKIIMTA), TPSOBa J]a ce MPUIIOKH IepopalieH KOpTHKocTepousa (20 mg MEeTHUIIPE THU30JI0H
WJIM €KBUBAJICHTHA 032 KOPTUKOCTEPOU] ChC CPEAHA MPOIBIKUTEIHOCT Ha ACHCTBUE WU
J'BJITOICHCTBAII B CHOTBETCTBUE C MECTHHUTE CTAaHIAPTH).

- KomOunupana Tepanusi:
Ja ce oOMuUCIIN IPUITOKEHNETO HA HUCKA 7032 TepopaieH MeTHIpeann3ooH (< 20 mg) wim
EKBHMBAJICHT B JicHs ciiel nHkekTupaHero Ha DARZALEX. Axo o0aue OCHOBHHST
KOPTHUKOCTEpOU], crieln(ryeH 3a cxemara (Hamlp. IeKcaMeTa3oH, MPEJHU30H), Ce Ipuiara B
neHs cnen nHxekTupaneto Ha DARZALEX, nonmbiHuTeNeH JIeKapcTBEeH MPOAYKT, puiaral
Clle/l MHKEKTHPAHETO MOYXKeE J1a He € Heo0XoauM (BkK. Touka 5.1).

Axo NalUCHTHT HC MOJIYYH 3HAUYUTCIIHA IRR CJICO MBbPBUTC TPU MHIKCKIHHU, TPUIIOKCHUCTO Ha
KOPTHUKOCTECPOU AU CJIC] MHKCKIHATA (C H3KIIFOYCHUE HAa KOPTUKOCTECPOUAUTE OT OCHOBHATA CXEMa Ha
J'Ie"IeHI/IG) MOIKE [1a C€ IPCYCTAaHOBU.

OcBeH TOBa, IpH MMANMEHTH C aHAMHE3a 32 XpOHWYHA 00CTpyKTHBHA OemonpoOHa 60ecT, TpsoBa aa
ce OOMHUCIIY TIPUIIAraHeTo Ha JICKAPCTBEH MPOIYKT, IPUJIaraH Clie]] MHKCKTUPAHETO, BKIOYUTEITHO
KPaTKOJIEHCTBAIIN U IBJITOACHCTBAIN OPOHXOAUIATATOPY U MHXAIATOPHHU KOpTUKOcTepouau. Cien
IIbPBUTEC YETUPHU WHKCKINHU, aKO IMAOUCHTHT HAMA TCXKKU IRRS, IIPUITIOKCHUETO HAa UHXAJIATOPHU
JICKaPCTBEHHU HPOIYKTH CJIE] HHXEKTHPAHETO MOXKe Jia Objie MPEKPaTEHO TI0 MPELEHKa Ha JISKapsl.
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Ipogunaxmura nHa peakmusayusama Ha xepnec 30cmep 8Upyc
TpsiOBa 1a ce 0OMHUCITN aHTHBHPYCHA MPOUIAKTHKA 32 TIPEBEHIINS Ha PEaKTHUBAIIMATA Ha XepIiec
30CTep BUPYC.

CrernyaigHu oIy JIAIHA

bvopeuno yepesicoane

He ca nmpoBexxnann odumagHu MpoydBaHUs Ha TapaTyMyMab IpH MalueHTn ¢ ObOpEeYHO YBpEKIaHe.
B13 ocHoBa Ha nomynaruonHn papmakokuHetnyHu (PK) aHanms3m He € HEOOX0IMMO KOpUTHUpPaHE Ha
J103aTa TP MALMEHTH ¢ ObOPEUHO yBpeKaAaHe (BXK. TOUKa 5.2).

YeproopobHo yspedxcoane

He ca npoBexxaanu ouiMaIHy MPOyYBaHUs Ha JapaTyMyMad MpH MalUeHTH C YSPHOAPOOHO
yBpexkaane. He e Heo0XoanMo KOpUrupaHe Ha J1o3ata MpH MaueHTH ¢ YepHOIPOOHO yBpeKIaHe (BiK.
Touka 5.2).

Cmapuecka év3pacm
He e HeoOXx0quM0 KOpHUTrHpaHe Ha q03aTa (BX. Touka 5.2).

Tleouampuuna nonyrayus

bezonacHoctTa 1 eukacHoctta Ha DARZALEX mipu fena Ha Bb3pact noj 18 rogunu He ca
YCTaHOBEHH.

JIuncear jaHHU.

Tenecro mezno (>120Kg)

[Ipoyuenu ca orpannder Opoii marmeHTH ¢ TenecHo Teriio >120 kg mpu n3non3Bane Ha PUKCUpaHa
no3a (1 800 mg) DARZALEX nHXeKIIMOHEH pa3TBOP 3a MOAKOKHO MPHUIIOKEHUE U ePUKACHOCTTA
NIpY TE3W NalKeHTH He € ycTaHoBeHa. [loHacTosmemM He Moxke 1a Objie IpenopbyaHo KOpUTUpaHe Ha
J103aTa Bb3 OCHOBA Ha TEJCCHOTO TETJI0 (BXK. TOUKH 4.4 1 5.2).

Hauwnn »Ha npuioxeHue

DARZALEX 3a moiko»XHO IPUJIOKEHHE He € MTPeTHA3HAYeH 32 MHTPABEHO3HO MPUJIOKEHHE U TPOBa
Jla ce ImpuJiara camo 4pe3 MOJKOXKHA MHKEKIIHA, KaTo ce M3M03BaT yKa3aHuTe J03u. Biokre Touka 6.6
3a CHEeUUAIHU NPeaNa3sHu MEPKHU MpeIu MPUIIOKEHHUE.

3a na ce u30erue 3amyIiBane Ha UTJIaTa, MPUKPEIeTe XUMOAepMaTHATa HHKEKITMOHHA UTJIa WA
HaOoOpa 3a MOJAKOXKHA HH(Y3US KbM CIIPHUHIIOBKATA HEIMIOCPECTBEHO MPEAN HHKEKTHPAHETO.

Nuxexrupaiite 15 ml DARZALEX uH:KeKIMOHEH pa3TBoOP 32 MOJKO0KHO NPUJIOKEeHHE B
MOIKOKHATA ThKAaH HAa KopeMa NpuOJIM3UTEeTHO 7,5 cm BASICHO WJIH BJSIBO OT MbIa B
NnpoabJKeHne Ha npudan3uteano 3-5 munyTu. He nmxextupaiite DARZALEX nrxeknnoneH
pa3TBOp 3a MOJKOKHO MPUIIOKEHUE HA JPYTH MECTA Ha TAJIOTO MOPAIH JIUIICA HA TaHHHU.

MecraTa Ha HHXKEKTUPaHE TPSOBA J1a Ce PeAyBaT MPH MOCIEIOBATEITHUTE HHKEKIINH.

DARZALEX nHXeKIIMOHEH pa3TBOpP 32 MOJIKOKHO MPHIIOKEHNE He TPsiOBa HUKOTA /1a CE MHKEKTHPA
B y4acThIIM, KB/IETO KOXKATa € 3a4epBeHa, HACHHEHa, YyBCTBUTEHA, BTBHP/IEHA, WM B yUaCTHIIN C
Oenesm.

AKO NaIyMeHThT U3MKUTBA 00JIKa, MPEKBhCHETE 3a MAJIKO MJIU 3a0aBEeTe CKOPOCTTa Ha HH)KEKTHpaHe. B
cirydail ye 0ojkara He ce 00JeKuHr OT 3a0aBsiHEe Ha MHXKEKLUATA, MOXKeE J1a ce n30epe BTOpo MSCTO Ha

HWHXKXCKTHUPAHEC OT ApyraTa CTpaHa Ha KOpEMa, 3a /1a C€ MHXKCKTHPA OCTaHAaJIaTa J03a.

ITo Bpeme nHa neuenne ¢ DARZALEX MHXEKIMOHEH pa3TBOP 32 MOAKOKHO MPHIIOKEHUE HE
MpUJIaraiTe Ipyry JEKapCTBEHU MPOIYKTH 3a MOAKOXKHO MPUIIOKEHHUE HA CBHIIOTO MACTO.
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4.3 TIlpoTuBomoka3aHus

CBpBXUYBCTBUTECITHOCT KbM aKTHBHOTO BEIIECTBO HIIH KBM HIKOE OT MIOMOIIHUTE BEIIECTRA,
n30poeHu B Touka 6.1.

4.4 ChneuuajaHu mpeaynpeskaeHus: U Npeana3Hyl MepKH NP4 ynorpeda

IIpocnenumoct

3a Ja ce HOI[O6pI/I MMpoCICAMMOCTTA Ha OHOJIOTUYHUTE JICKApPCTBCHU MMPOAYKTU, UMETO U MMAPTUAHUAT
HOMCP Ha MPUJIOKCHUA ITPOAYKT Tpﬂ6Ba SICHO Ja CC 3aI1ucBar.

Peakiium, cBbp3aHu C I/IHd)V3I/I$ITa

DARZALEX WHXEKITHOHEH Pa3TBOP 3a MOIKOKHO MPHIIOKEHUE MOKE Ja MPEIU3BHKA TEKKU W/ HITH
cepuosnu IRRs, BmtounTenHO aHaQUIAKTUYHN peakind. B KIMHUIHUTE TPOyIBaHUS
npubmmsutenno 7% (102/1 380) ot manuentute ca nony4yuin IRR. TToeyero IRRs HacThmBaT ciien
IbpBaTa MHXKEKIHUA U ca oT ctenieH 1-2. IRRs, Bp3HUKBaIM ipH TIOCIIeIBAINTE WHXKEKIIHH, Ca
HaOonaBanu npu 1% oT manuenture (BXK. Touka 4.8).

Menuanata Ha BpemeTo 1o mosieata Ha IRRs cnen nmkexnus ¢ DARZALEX e 2,9 gaca (muana3on
0,08-83 gaca). [loBeuero IRRs HacThBat B feHs Ha tederneTo. IRRs oT 3a0aBeH THIT HACTHIIBAT TIPH
1% ot manuueHTHUTE.

[Mpusnaiure u cumnromMute Ha IRRS MoXe /1a BKITFOYBAT PECIIMPATOPHU CUMITTOMH, KaTO HaIp.
Ha3aJHa KOHTECTHSI, KallUTUIIA, Pa3HEeHEe Ha IbPJIOTO, AIEPIHIeH PHHUT, CBUPKAIIN XPUITOBE KAKTO H
MUpEKCHs, 00NIKa B THPIUTE, ChPOEK, CTYIACHU TPBIIKHU, MOBPBINAHE, TaJACHE, XUITOTOHHS U 3aMBIJICHO
3penne. HabmromaBaHu ca TeKKH PeaKIiH, BKIIOUUTEIHO OPOHXOCTIA3bM, XUITOKCHS, TUCITHES,
XHUIICPTOHHS, TAXUKAPIUS U OYHH HEXKEIaHU PEaKIliK (BKIFOUUTEITHO XOPOUIAJICH U3JIUB, OCTPa
MHOIIHS U OCTPa IIIayKoMa ChC 3aTBOPEH BI'bJT) (BXK. ToUKa 4.8).

[TaumenTn TpsOBa a ce MPeMEANKHUPAT C AHTUXHUCTAMHUHH, aHTHIIUPETHIN 1 KOPTUKOCTEPOUIHN KAKTO
U J1a ce mpociensBar u koHcyiarupar 3a IRRs, ocobeHo no Bpeme Ha u ciiex mppBara u BTopara
WHXKEKIUS. AKO HACTHIH aHA(UIAKTUYHA peaKIysl WK )KUBOTO3acTpallaBany (cTereH 4) peakium,
He3a0aBHO TPAOBa J1a ce 3al0YHAT MOIXOAMIO crienrHo nevyenne. Tepamuara c DARZALEX Tps0OBa
Jla ce MPEeyCTaHOBU He3a0aBHO M OKOHYATENHO (BXK. Touku 4.2 u 4.3).

3a na ce Hamanu pucksT OT IRR oT 3a0aBeH THI, HA BCHUKY MAIUEHTH CJIE] MHXKEKIIUS C
DARZALEX TtpsibBa 1a ce nmpriioxkar mepopaiHo KOpTHKocTepouan (Bx. Touka 4.2). TIpu nanueHTH ¢
aHaMHe3a 32 XpOHWYHA OOCTPYKTHBHA 0eJ10Apo0OHa OOJIECT ClIe]] MHXKEKIUATa MOXKE J1a Ce HAIOXKHU
MIPUJIOKEHUE Ha JOIIBIHUTEITHH JIEKAPCTBEHU MIPOAYKTH 32 OBJIa/IIBaHE HA PECIIUPATOPHUTE
ycnoxHenus. [Ipu naunenTuTe ¢ XxpoHMyHa 00CTpYKTUBHA OenoapoOHa Gosect TpsiOBa ia ce uma
npeaBu] ynorpeda Ha moctMenukanys (Hamp. OpOHXOIMWIATaTOPHU ¢ KPATKOTPAHO U MPOIBIKUTEIIHO
JIeHICTBHE U MHXAIATOPHU KOPTUKOCTEPOUAH) AKO C€ MOABIT OUHU CUMIITOMH, TPEKbCHETE
nHpy3usaTa ¢ DARZALEX u noTbpceTe He3abaBHa 0 TAIIMOJIOTUYHA OIIEHKA MTPeld Bh300OHOBSIBAaHE
npunoxennero Ha DARZALEX (Bxk. Touka 4.2).

HeVTDOHeHI/ISI/ TDOM6OHI/ITOHGHI/I$I

DARZALEX Moe fa TOBHUIIHN CITy9anTe Ha HEYTPONIEHHS ¥ TPOMOOIIUTONICHHSI, UHAYIIUPAHU OT
OCHOBHara Tepanus (BX. Touka 4.8).

[IbHaTa KpbBHA KapTHHA TPsIOBa J1a ce MpocieasBa MEPUOIUIHO MO BpeMe Ha JIEYEHHETO B
CBHOTBETCTBHUE C KpaTKaTa XapaKTEpPUCTUKA Ha NMPOIYKTA HA JIEKAPCTBATa OT OCHOBHATA TEPAIHS.
[TanmenTrTe ¢ HEYTpONIEHUS TPAOBA /1a ce MpocienaBar 3a Mpr3Haly Ha nHpeknnsa. Moxe na ce
Hanoxu otnarane Ha DARZALEX, 3a ia ce naje Bb3MOXXHOCT 32 Bb3CTaHOBSIBAaHE HAa KPbBHATA
kaptuHa. [lo-Brcoka yecToTa Ha HEYTPONEHUs € HaONoJaBaHa PH MALMEHTH € TI0-HUCKO TEJIECHO
terno, nomydaBamu DARZALEX 3a mogakoskHO mpriiokeHune. ToBa obadue He € CBBP3aHO C TI0-BUCOKA
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YyecToTa Ha cepruo3nu uHpekuuu. He ce npenopbuBa HamaneHue Ha go3ata Ha DARZALEX. [la ce
UMaT MPEABHT TIOJIBPKAIIN TPUKH C TPaHCHY3UH UM PACTEKHU (PaKTOPH.

BiusHue npu HHIAUPEKTEH aHTI/II‘J'I06VHI/IHOB TeCT (MHAMPEKTEH TECT Ha COOH’IbS)

Haparymymab ce cebp3Ba ¢ CD38, Hamupail ce B HUCKa CTeTeH B uepBeHnTe KpbBHU KieTkd (RBCs)
Y MOXeE J1a IaJIe TOJIOKHUTENICH HHAUPEKTeH TecT Ha Coombs. Meauupanusr ot qapatymymad
MTOJIOXKHUTEIICH HHIUPEeKTeH TecT Ha Coombs MOKe J1a TIepCUCTHpa A0 6 Mecera ciie IMOCISTHOTO
nmpuiiokeHue Ha napatymymad. TpsOBa na ce mma npenBu, ge gaparymymab ce cBbp3Ba ¢ RBCs n
MOJKeE J1a MaCKMpa OTKPUBAHETO HA aHTUTEJNA CPElly CJIa0M aHTUTCHU B CEpyMa Ha MMalieHTa.
OnpenensiHeto Ha kKpbBHaTa rpyna (AB0) u Rh Ha nanumenTa He ce moOBIUsBAT.

[Naruenture TpsOBa 1a OBAAT MOIOKCHH HA CKPUHUHT U THIM3UPAHE, TIPEIU J1a CE 3all0YHE JICUCHUES
¢ napatymyma0. [lpean na ce 3amo4ne JIEUEHUETO ¢ AapaTyMyMad, MOKe Jja ce IIOMHCIIH 32
(eHOTUTIM3NPAHE B CHOTBETCTBHE C MECTHATA MPAKTHKA. | eHOTUIH3UPAHETO HA YEPBEHUTE KPHBHU
KJIETKH HE Ce TIOBJHBA OT IapaTyMyMad u MOKE /Ia C€ M3BBPIIH 10 BCSIKO BpEME.

B cnyyaii Ha mmanupana xemotpaHcdysus, TpsIOBa 1a ce YBEIOMSAT XeMOTpaHC(y3HOHHHUTE LIEHTPOBE
3a TOBA BIIMSHHE NP HHAMPEKTHH aHTUTIIOOYIMHOBH TecTOBE (BXK. Touka 4.5). AKO ce Hayara CIemnrHo
KpBBONpEIMBaHe, MOTaT J1a ObIaT MpeMBaHN HETECTBAHU MO KpbcTocan MeTox 3a ABO/RhD-
ceBMecTMOcT RBCS, chriiacHO MpakTHKHUTE Ha JIOKATHUTE KPbBHU OaHKH.

BausHue OpHu ONpPEACIAHCTO HA IIbJIHHUA OTTOBOP

Haparymymab e goemiko [gG kama MOHOKJIOHAITHO aHTHUTSUIO, KOETO MOYXKE J1a Ce OTKPHE KaKTO C
enekTpodopesa Ha cepymuute npotennn (SPE), Taka u ¢ umynodukcanus (IFE), n3mon3sanu 3a
MOHHUTOpPUpPaHE Ha eHoreHHusl M-ipoTenH (Bk. Touka 4.5). ToBa BIHssHUE MOXKe Jla OKaxke eheKT npu
OMPEACIAHCTO HA ITBJIHKUA OTTOBOP U IIPpOrpecusiaTa Ha 3a00JISIBAHETO IIpU HAKOU MallUCHTHU C IgG Karlia
MHEJIOMEH MIPOTEHH.

PeaxtuBupane Ha Bupyca Ha xenatut B (HBV)

[Tpu marmentn, nekyBanu ¢ DARZALEX, ce cro0IiaBa peakTHBHpaHe Ha BUPYyCca Ha XemaTuT B, B
HSIKOM CIJTy4aH C JIeTaJleH u3xo/1. Ha Bcuuky naiueHTy TpsioBa Jia ce HalpaBu CKPUHHUHTOBO
uscnensane 3a HBV npenu 3amousane Ha neyenne ¢ DARZALEX.

IIpu manueHTy ¢ JaHHU 3a MOJIOXKUTENIEH ceposioruyueH pesyirat 3a HBV, npocnenssaiite 3a
KJIMHUYHU ¥ 1a00paTOpHU MpU3HAIM 3a peakTuBupane Ha HBV no Bpeme Ha u B mpobinKeHNE Ha
Hal-MaJIKo IecT Mecella cies Kpas Ha neuernnero ¢ DARZALEX. JlekyBaiiTe manueHTure B
CHOTBETCTBHE C HACTOSIINTE KIMHUYHN PbKOBOACTBA. [Ipn KNMHUYHY 1TOKa3aHus, oOMuUcieTe
KOHCYJITAIIMS ChC CIICIUATIMCT B JICUEHUETO HA XETaTHT.

IIpu manmentu ¢ peaktuBupane Ha HBV, nokaro um ce npunara DARZALEX, neuenuero ¢
DARZALEX Ttpsi0Ba 51a ce cripe 1 a ce 3alo4YHe MoaXosIo Jieuenne. [logHoBsBaHeTo Ha
neuennero ¢ DARZALEX, npu nanenTy ¢ afekBaTeH KOHTPOJI Ha peakTuBupaHeTo Ha HBV, tpsabBa
Jla ce 00ChIM C JIEKapH ¢ OIUT B JiedueHueTo Ha HBV.

Tenecuo Terno (>120 kq)

[pu nanmenTu ¢ tenecHo Terno >120 kg chlecTByBa BE3MOXKHOCT 32 HaMalleHa ePUKACHOCT IPU
npunarane Ha DARZALEX nMHXeKIMOHEH pa3TBOP 3a MOJKOKHO NpUIIoKeHHe (BK. Touku 4.2 1 5.2).

TloMoIIHH BeniecTsa

To3u nexapcTBeH NpoAYKT chibpxka copouton (E420). [lanuenTn ¢ HacneacTBeHN MpobIeMu Ha
HermoHocuMocT KbM (pykrosza (HF]) He TpsiOBa 1a mpueMat To3u JIeKapCTBEH MPOIYKT.

To3u 1ekapcTBEH MPOAYKT ChABPXKA U Mo-Majiko oT 1 mmol (23 mg) Hatpuii Ha 1034, T.€. MOXKeE Jia ce
KaXke, 4e MPaKTUIECKH HE ChIbprKa HATPUH.
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4.5 BzaumopaeicTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMu HA B3auMo/elicTBHE
He ca npoBexaaHu MpOy4YBaHUS 3a B3aUMOICHCTBUATA.

Karo IgG1K MOHOKIIOHATTHO aHTHTSIIO, MAIIKO BEPOSITHO € ObOpedHaTa eKCKpelus 1 MeTaboIm3Ma Ha
MHTaKTEeH JapaTyMyMa0, MeJUHUpaH OT YepHOIPOOHUTE CH3UMHU, JIa IPECTABISBAT OCHOBHH ITBTHILA
Ha eJuMuHEpaHe. Kato TakuBa, BapHaIlKuTe B JIEKAPCTBO-META0OIU3UPAIINTE CH3UMHU, HE CE 0UaKBa
Jia TIOBITUSISIT SIIMMUHHUPAHETO Ha Aapatymymad. [Topany BuCOKHs ahUHUTET KbM YHUKAIICH SITUTOIT
Bbpxy CD38, naparymymal He ce oyakBa Ja MPOMEHH JIEKapPCTBO-METa0OIM3UPALIUTE CH3UMHU.

KnnandanTe apMakOKWMHETHYHH OIEHKH C JIEeKapCTBEHU (GOPMH Ha AapaTyMymal 3a HHTPaBEHO3HO
WIIN TIOAKOKHO TPHUJIOKEHHUE U JICHATUIOMHU], TOMATUAOMHUI, TATHAOMEI, OOpTE30MHO, Menaa,
npeaHn30H, Kapduiazomud, nuknodochaMua U qeKcaMeTa3zoH He MOKa3BaT KIIMHUYHO 3HAYUMO
B3aMMO/ICHCTBHE OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO " MEXKy JapaTyMyMal 1 Te3W HUCKOMOJIEKYITHA
JIEKapCTBEHU TPOAYKTH.

Bimsaune npu vHIMpEKTEH aHTUINIOOYIMHOB TeCT (MHAUpeKTeH TecT Ha Coombs)

Haparymyma6 ce cebp3Ba ¢ CD38 na RBCs u untepdepupa ¢ TecToBe 3a CbBMECTUMOCT,
BKJIFOUHMTEITHO CKPHHHUHT 32 aHTHTEIA U KPhCTOCaHa Mpoda 3a ChBMECTUMOCT (BXK. Touka 4.4).
MeroauTe 32 HaMaJsIBaHE Ha BIMSHHETO HA J1apaTyMyMald BKIIOYBAT TPETUPAHE HA EPUTPOLIUTHTE C
pearent autroTtpenrtoln (DTT), 3a ga ce pa3kbca Bpb3KaTa ¢ apaTyMymad, WK IPYTH JIOKATHO
BaJIUIMPAHK METOAU. T'hii KaTo OIpe/IeNIIHeTO Ha KpbBHA Tpyna 1o cucremara Kell chiio e
qyBCTBUTEIHO KbM Tpetupane ¢ DTT, ciex u3kirtouBaHe WM nACHTHGHIUPAHE HA aJIOAHTUTEA,
korato ce usnomsar RBCs, Tpetupanu ¢ DTT, TpsidBa na 6b1aT noctaBenu Kell-otpunarenau
eIMHMIK. 3a pa3iiKa OT TOBa, BUHATH MOXE Jla C€ MMa Npe/IBUI (PCHOTUIHU3UPAHE HITH
reHOTHITU3MpaHe (BXK. Touka 4.4).

Bausuue npu CJ'IGKTDOd)ODe?,a Ha CCPYMHUTE MMPOTCHHU U I/IMVHOd)I/IKC&HI/IH

Hapatymyma0 Moxe aa ce oTKpHe npu enekrpodopesa Ha cepymuute nporeunu (SPE) u npu
umyHopukcanus (IFE), n3non3sanu 3a MoHUTOpHpaHe HA MOHOKJIOHAJTHUTE UMYHOTII00ynuHK (M
nporenH). ToBa Moke Jia oBeze A0 GanmuBo nojoxutennu pedyaratd ot SPE u IFE npu nanmenTn
¢ IgG xana MuenoMeH NPOTeHH, MOBJINABAILY HadaJHaTa OLICHKA Ha IIBJIHUS OTTOBOP CIIOpEN
KpuTepunTe Ha MexayHapoaHaTta pabotHa rpyna o mueinom (International Myeloma Working
Group, IMWG). [1pu nmamueHTUTe ¢ MEPCUCTHPAI] MHOTO JI00BD YaCTHYEH OTTOBOP, TP KOUTO UMa
ChbMHEHHE 32 BIIMSHHE Ha Japarymyma0, TpsOBa 1a ce 0OMHCIH U3Moa3BaHeTo Ha Banuaupad [FE
aHanu3, crenu@uYeH 3a JapaTyMyMad, 3a J1a ce pa3rpaHudy JapaTyMyMal OT OCTaHaJINTE €HIOTCHHH
M npoTteuHu B cepyMa Ha IAILIMEHTA 3a YJIECHABAaHE Ha ONPENENISIHETO Ha IIbJIEH OTIOBOP.

4.6 @epTHIAUTET, )PEMEHHOCT H KbpMeHe

XKenu ¢ JACTCPOJICH HOTCHIII/IaJ'I/KOHTDaHeHIII/IH

JKenu ¢ nereponieH noTeHMan TpsAOBa a M3MOI3BaT ePeKTUBHA KOHTPAIETIIVS IT0 BpeMe Ha U JI0
3 Meceria ciies criupane Ha jgedenueto ¢ DARZALEX.

bpemennoct

JanHu oT ynoTtpedara Ha lapaTyMmyMad nipy OpeMeHHH )KEeHU JIUTICBAT HJIH Ca OTPAaHUYCHH.
[IpoyuBaHusiTa IPH KUBOTHHU Ca HEIOCTATHYHU 110 OTHOILICHHE Ha PEIIPOAYKTHBHATA TOKCUYHOCT (BXK.
touka 5.3). DARZALEX He ce npenopbyuBa 110 BpeMe Ha OpEMEHHOCT M TIPH )KEHH C JIeTEPOJICH
MOTEHIIAAN, KOUTO HE W3IOI3BAT KOHTPAIICTIIIHSL.
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Kwpmene

He e u3BecTHO nanu napatymymad ce eKCKpeTupa B KbpMara.
He Moske 1a ce U3KII0UM PUCK 32 HOBOPOJICHHUTE/KbpMadeTara. TpsiOBa Jla ce B3eMe pellicHUe JIAU J1a

ce TIPeyCTaHOBH KbPMEHETO HJIH JIa CE IIPEyCTaHOBU/HE ce mprtoxku Tepanusita ¢ DARZALEX, karo
ce B3eMaT MpeABU/] IoI3aTa OT KbpMEHETO 3a JIETETO U [10J13aTa OT TepanusTa 3a XKeHara.

depTunurer

Hsama HannyHu naHHM, 3a 13 Ce ONMPEIEeNAT NOTCHIMATHUTE e(DeKTH Ha TapaTyMyMald BpPXy
(bepTHINTETA IPH MBKE WM KeHHU (BXK. Touka 5.3).

4.7 EdexTtn BbpXy cioco0HOCTTa 32 mo¢upaHe 1 padoTa ¢ MAINHH

DARZALEX ne noBnvsBa WM MOBIHIBA IPEHEOPESIKIMO CITOCOOHOCTTA 3a modupaHe u padora ¢
MaruHy. Mima o6ade choOIIeH s 32 yMOpa IIPH MAIMeHTH, PUEMAIIY 1apaTyMyMal, U ToBa TpsiOBa
Jla ce UMa TIpeABU IpH o upane U padboTa ¢ MalIvHU.

4.8 Hexenanu JeKapcTBeHH peaKuu

Pesrome Ha mpodumiia Ha Oe30macHOCT

Haif-yecTute HeXxXeNnaHu peakuy Ha JapaTyMyMab (3a MHTPaBEHO3HO WITH 32 MOJIKO’KHO NPUIIOKEHHE)
OT BCsika creneH (= 20% OoT manueHTHTe), KoraTo ce npuiiara KaTo MOHOTEepanus Wid KaTo
KOMOMHUpaHo jedenue, ca IRR, ymopa, ragene, auapus, 3anek, MUPEKCHs, KallIHIa, HEYTPOIICHUS,
TPOMOOLIUTOIICHHS, aHEMUSI, IepudepeH eaeM, nepudepHa HeBponaThs, HHOEKIUsI HA TOPHUTE
JIUXaTeITHH bTHUINA, MycKyIHo-ckeneTHa 6onka 1 COVID-19. Ceprosnute HexkeNaHH PEakluy ca
MTHEBMOHUS, OPOHXUT, MHPEKITNS Ha TOPHUTE ANXATEIHH ITHTHUINA, CETICHC, 0EI0APOOEH OTOK, TPHIL,
MMUPCKCUA, ACXuApaTauusd, Auapus, IpeaAChbpaAHO MbXKIACHE U CUHKOII.

[TpodwmabT Ha 6e3omacHocT HAa DARZALEX 3a moakoXHO MpriioyKeHUe € TT0/I00eH Ha TO3H 3a
HMHTPaBEHO3HO MPUJIOKEHUE C U3KIIIOUEHUE Ha No-HUcKaTa yectoTa Ha [IRRs. B npoyusane MMY3012
¢aza Il HeyTponieHHs € eIMHCTBEHATA HEXEeIaHa Peakiiys, ChoOIeHa ¢ > 5% Mo-BHCOKa Y€CTOTa MTPH
DARZALEX 3a moKo»XHO IPUJIOXKEHHE B CPABHEHUE C MHTPABEHO3HUS 1aparymyMal (cTereH 3

i 4: ceotBeTHO 13% cmp. 8%).

TabauyeH CIMCEHK Ha HEXETAHUTE pPC€aKnnu

B Tabmuna 8 ca 000011eHN HEKETaHUTE PEAKIIMU, Bb3HUKHAIN TIPU NAI[USHTH, T0JTy4aBaiid
DARZALEX — napatymyma0 3a OJKOKHO MPHJIOKEHUE UITH MHTPABEHO3HO MPUIIOKEHHE.

Hannwute orpaszsBat excnozunusata Ha DARZALEX 3a nonkoxxno npunoxkenure (1 800 mg) mpu

1 187 manmentu ¢ myaruruieH muesiom (MM). [lanauTe BuntouBat 260 manyueHTH OT aKTUBHO
KOHTPOJIMPAHO KIMHUYHO M3nuTBane (mpoyuBane MMY3012) daza III, monyuaBaim DARZALEX
MH)XEKLIHMOHEH Pa3TBOP 32 IMOJKOKHO MPUIIOKEHUE KaTo MOHOoTepanus, 149 mauneHTu oT akTHBHO
KOHTPOJIMPAaHO KIMHUYHO npoyuBane ¢aza [II (MMY3013), nonyyaBamu DARZALEX noakoxHO B
KOMOWHAINSA C TOMaNuIoMuI U aekcameTa3on (D-Pd), 351 manueHTn OT aKTHBHO KOHTPOJIMPAHO
KJIMHAYHO npoyyBane ¢aza Il (MMY3014), nonyuaBanu DARZALEX nonkoxHO B KOMOMHALIUS C
6opTe3omu0, ieHamuaoMu U nekcameraszon (D-VRA), u 197 nanuenT ¢ HOBOJHATHOCTHIIMPAH
MYJITHIUIEH MHUEJIOM, TIPY KOUTO HE € TUITaHUpaHa TPaHCIUIAaHTAaIHs KaTo MbPBOHAYAHA TEPAINs WIH
KOUTO HE ca MOJIXOAAIIN 32 TPAHCIUIAHTAIMS, OT aKTUBHO KOHTPOJIMPAHO KIMHUYHO IPOYYBaHE
daza 1l (MMY3019), nonyuyaBaau DARZALEX noakoxHo B koMOuHanus ¢ 60pTe30Muo,
nenanuaoMun u aekcamerazon (D-VRd), lanuuTte oTpas3siBaT U TpU OTKPUTH KIMHUYHHU MTPOYYBAHHMS,
mpu KouTo naruentute nomydarat DARZALEX MHXEKIMOHEH Pa3TBOP 32 MOAKOKHO MPHIIOKEHUE
wim kato MoHotepanus (N=31, MMY 1004 u MMY 1008), wiiu MMY 2040, B KO€TO ManueHTUTe
nomydaBaT DARZALEX uHXeKIMoHEeH pa3TBOP 3a MOAKOKHO MPUIIOKEHHE B KOMOWHAITUS C
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6oprezomusd, Mendanan u npeann3on (D-VMP, n=67), nenanmunomun u gekcamerazoH (D-Rd, n=65)
nnun 6opre3oMud, meHamumoMun u nekcamerason (D-VRd, n=67). Ocsen ToBa, JaHHUTE OTPA3sIBAT
excno3unuaTa Ha 193 manueHTr ¢ HoBoAMarHoctuiupana AL aMuiIon103a OT aKTUBHO KOHTPOJIUPAHO
KIMHAYHO npoyuBane ¢asza Il (AMY3001), B koeTo nanuentute ca noixyyasann DARZALEX
ITOJIKOYKHO B KOMOMHAIMS ¢ GopTe3omMuod, nukiaodochamun u gekcamerazon (D-VCd).

JlanHuTe 3a 0€30MaCHOCT OTPa3siBaT ChIUIO EKCIO3UIMATA HA AapaTyMyMal 32 HHTPaBEHO3HO
npuioxenue (16 mg/kg) npu 2 324 manueHTy ¢ MyJITUILICH MUesoM, BKrouuTeaHo 1 910 manuenTw,
KOWTO Ca Oy JapaTyMyMal 3a HHTPABEHO3HO MPUIIOKECHHE B KOMOUHAIIHMSI C OCHOBHH CXEMH Ha
neyeHue U 414 manueHTH, KOUTO ca MOAYYHIH AapaTymyMa0 3a HHTPABEHO3HO MPUIOKEHUE KATO
MoHoTepamnus. [IocTMapKEeTHHTOBUTE HEKEJIAHH PEAKIIMH ChINO Ca BKIIOYCHU.

YecToTHTE CE ONMpeeaT kKato MHOTO decTH (> 1/10), yectu (> 1/100 g0 < 1/10), Hewectu (> 1/1 000

1o < 1/100), peaxu (> 1/10 000 mxo < 1/1 000 ) u muoro peaku (< 1/10 000).

Tab6auna 8:

Hexesanu peakuyuu nNpu NauMeHTH ¢ MYyJITHILIEH MueaoM u AL amuinonnosa,

JIEKYBAHU € 1apaTyMyMad 3a MHTPABEHO3HO WJIH NMOJAKOKHO NPHJI0KEHHE

CucreMo-opratHex Hexenanu peakuus YecToTa Yecrtora (%)
KJ1ac Besika cTeneH 3-
cTeleH 4
HNudexunu n WNudexums Ha TOpHUTE Msoro uectu | 45 3
uHpecTauuu IMXaTeJIH: MbTUIa?
COVID-19** 26 7
[TaeBMoOHMS® 19 11
Bponxut? 14 1
Wudexuus Ha MUKOYHHUTE Yectu 7 1
BTHIIA
Cencuc? 4 4
[luTomeranoBupycHa Heuectn <1 <1*
nHbpeknus®
PeakTuBupaHe Ha BuUpyca Ha <1 <1
xenatut B?
Hapymenus na Heyrtponenus® Msoro uectn | 43 37
KPbBTA ¥ JuM@pHaTa | TpoMOOIUTONCHUS® 32 19
cucTemMa Anemus® 27 11
Jlumdponenuns® 13 10
JleBkonenus® 11 6
Hapymenus Ha XunoraMaraooynuHemMus” Yectu 3 <1*
HMYHHAaTa CHCTeMa AHadunakTrdHa pea1<u1xm6 Penxu - -
Hapymenus Ha XumnokanueMus® Mmuoro yectn | 11 3
MeTadoau3ma u Hawmanen anetut 10 <1
XpaHeHeTo XUNepriuKeMust Yectu 7 3
XUMnokaaueMus 6 1
Jlexuapararms 2 1*
Henxnunn bescbaue Msoro uectu | 17 1#
HApYLIEHUS
Hapymenus Ha [epudepHa HeBponaTus Msoro uectn | 33 4
HEPBHATA cUCTeMA I'maBoGonme 10 <1*
3amaiiBane Yectn 9 <1*
[Tapectesus 9 <1
Cunkon 3 2*
Cobpaeynn IIpencepano MbxAeHE Yectu 4 1
HapyLIEeHUs
CobaoBu HapyuieHust | XunepToHUs Yectn 9 4
Kanuma? MsHoro yectu | 22 <1#
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PecniupaTtopnn, Hucnues® 18 2

TPbAHMA U benoapoben orox® Yectn 1 <1

MeIHACTHHAJTHHU

HApYIIEHHSsI

CromaimiHo-ypeBHu | Jlnapust Msoro yectu | 33 5

HApYLIEHUS 3anek 29 1
Tanene 22 1%
KopemHa 6onka® 13 1
[ToBpbiiane 13 1*
ITaukpeaTut? Yectu 1 <1

Hapymenus Ha O6puB Msoro yectu | 12 1#

KOXKaTa Cobpbex Yectn 6 <1*

MOJIKO0KHATA ThKaH

Hapymienus na MyckyniHO-cKeneTHa 00Jka’ Msuoro wectn | 35 3

MYCKYJIHO- ApTtpanrus 14 1

CKeJIeTHATA cHcTeMa | MyCKyJIHH clla3MU 12 <1*

U CheIMHUTETHATA

ThKaH

OO0mm Hapymenus 1 | YMopa Mmoro yectn | 23 3

edexTu Ha MsicTOTO | [lepudepen oTok? 23 1

Ha NPUJIO/KEHHe Tupekcust 22 1
AcTteHus 19 2
CTyJieHH TPBIKH Yectn 8 <1*
Peakiinn Ha MSICTOTO Ha 8 0
HHKEKTHUpaHe™

HapansiBanus, Peakuuu, cBbp3aHu C

OTpaBSIHUS U nH(py3uara®

yCJIOKHEeHUSl, Hapatymyma6 3a Msoro uectu | 39 5

Bb3HHKHAJIN B MHTPABEHO3HO MPUIIOKCHUE®

pe3yJaTar Ha Hapatymyma0 3a OAKOXHO Yectn 7 1

MHTECPBCHIIUU PUII0KEHUE"

# Bes crenen 4.

a
6

[Toxa3Ba rpynupaHe Ha TEpMHHU.
B®3 ocHOBa Ha MOCTMapKETUHTOBH HEXETAHN PEAKIIH.

WHQY3US/THKEKIHS Ha JapaTyMymal.

Peaxnunte, cBbp3aHU ¢ HHOY3UATA, BKIIOYBAT TEPMUHH, OTIPEACICHN OT U3CIEA0BATEINTE KaTO CBBP3AaHH C

Peakiuy Ha MICTOTO Ha MHXKEKTHPAHE BKIIOYBAT TEPMUHH, ONIPEICIICHN OT M3CIIEA0BATEINTE KaTO CBBEP3aHH C
MHXXEKIHUS Ha apaTyMyMa0.

YecToTa BH3 OCHOBA CAMO Ha MPOYUYBAHHs Ha AapaTyMymab 3a moakoxHo npuinoxenue (N=1380).

YecToTa BB3 OCHOBA caMO Ha IIPOYYBaHMA Ha JapaTymymal 3a HHTPaBEHO3HO mpuiiokeHne (N=2324).
YecroTaTa ce OCHOBaBa Ha MOJATPYIa OT HAI[MEHTH, KOUTO Ca MONYYMIIH Hali-MaJIKo eHa /1032 OT IPOYYBAHOTO
neuenne Ha win cinen 01 ¢pespyapu 2020 r. (Haganoro Ha mangemusita COVID-19) ot npoyuBarus MMY 3003,
MMY3006, MMY3008 1 MMY3013, kakTo ¥ BCHYKH MAIlIEHTH, JIEKyBaHH C 1apaTyMyMal, OT IIPOyYBaHHUS
MMY3014 u MMY3019 (N=984).

3a0enexka: Bb3 ocHoBa Ha 3 704 maieHTH ¢ MyITHIUICH MUENIOM U AL amuinoni03a, JIeKyBaHHU ¢ JapaTyMymal 3a
MHTPABEHO3HO TPHJIOKEHUE WK AapaTyMyMal 3a MOAKOKHO MPUIIOKEHHE.

Onucanue Ha I/I36DaHI/I HEXCIaHU pCaKnu

Peaxyuu, cevpsanu ¢ ungysuama (IRRs)

B ximHMYHMTE ipoyuBaHus (MOHOTepanust U komOnHupanu edenns; N=1 380) c DARZALEX 3a
MIOJIKOYKHO TpuItokeHue yectoTara Ha IRRs ot Beska crereH e 6,4% nipu mbpBaTa HHKEKIIHS Ha
DARZALEX (1 800 mg, cenmuria 1), 0,3% npu nmkekiusara Ha ceamuna 2 u 1,2% tpu
nocneapamute nHxekuu. IRRs crenenn 3 u 4 ca nabmogaBanu crotrBetHO Tipn 0,7% u 0,1% ot
NalueHTHTE.

HpI/I3HaLII/ITe u cumnTomute Ha IRRs Moxke Ja BKIIFOYUBAT peCIUPaTOPpHU CUMIITOMHA, KaTO HAIIP.
Ha3aJIHa KOHI'CCTHA, KallUThla, JPpa3HCHE HA I'bPJIOTO, AJICPTUYCH PUHUT, CBUPKAII XPUIIOBC, KAKTO U
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nUpeKcusi, 00JIKa B I'bpAUTE, CbPOEXK, CTYACHU TPBIIKU, IOBPbBILAHE, TaIEHE, 3aMBIJIEHO 3pEHUE U
xunotonus. HabironaBaHu ca TeXKU peakiuy, BKIIOYUTEIHO OPOHXOCIIAa3bM, XUIIOKCHSL, IUCIIHES,
XUINEPTOHHUS, TAXUKAPIUSA U OUHU HEKETaHHU PEeaKINK (BKIOYUTEIHO XOPOUJaIeH U3IUB, OCTpa
MHOIIUS M OCTPa TJIayKOMa ChC 3aTBOPEH BI'bI) (BXK. ToUKa 4.4).

Peaxyuu na msacmomo na unscexkmupane (PMH)

B knmuanynante npoyuBanus (N=1 380) c DARZALEX 3a moaKOXHO MPHIOKEHUE YecTOTaTa Ha
peaKIMy Ha MSICTOTO Ha MHXKEKTHPAHE OT Besika cteneH ¢ 7,8%. He ca nabironaBanu PMU crenen 3
i 4. Haii-uectara (> 1%) PMMU e epurem u 0O6puB.

Hngpexyuu

[Ipu manmeHTHTE C MYJITHIUIEH MUEJIOM, TTOTyYaBallll MOHOTEpAIus ¢ qaparymyma0, odmmara
yecToTaTa Ha HHQeEKIHuU e nogooHa mexxay rpynure Ha DARZALEX 3a mogKo>KHO IPUIIOKEHHE
(52,9%) u napatymyma6 3a uHTpaBeHO3HO npuioxenue (50,0%). Madekunu ot creneH 3 winu 4 chIo
BB3HUKBAT ¢ 0Jj00Ha yectoTa mpu DARZALEX 3a moakoxuo npuioxenne (11,7%) u gapatymymad
3a HHTpaBeHO3HO nprtokeHue (14,3%). IloBeueTo MHPEKINH ce TIOUIaBaT Ha JICYEHUE U PSAKO BOAAT
JI0 TIPEYCTAaHOBSBAaHE Ha JicueHUEeTO. [[HeBMOHUS € Hali-uecTo ChoOIaBaHaTa HHPEKIUS CTEIEH 3

WiH 4 B IPOy4YBaHUATA. B aKTHBHO KOHTPOJIMPAHUTE MTPOYUBAHUS IIPEyCTAHOBSIBAHE HA JICUCHHETO
nopaau nHpeKknuy HacThBa pu 1-4% ot manmenture. MHDeKumTe C NeTaneH u3Xoa ce IbDKaT
NPEAMMHO Ha THEBMOHHUS U CETICHC.

[Tpy ManueHTUTe ¢ MYJITUILICH MUEIIOM, TTOJTy4YaBailyd HHTPABCHO3HA KOMOWHHpaHA Teparus C
JaparymyMa0, ce cho0IIaBaT KakTo CIIC/IBa:

WNndexuuu crenen 3 nnn 4.

IIpoyuBanus Ha penunuBupainu/pedpaxrepan nauuenta: DVd: 21%, Vd: 19%; DRd: 28%, Rd: 23%;
DPd: 28%.

ITpoyuBanus Ha HOBOAUArHoCcTHIMpaHu narrent: D-VMP: 23%, VMP: 15%; DRd: 32%, Rd: 23%;
D-VTd: 22%, VTd: 20%.

Nudexiuu crenen 5 (jreTaann):

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

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

[Ipu manueHTH ¢ MyJITHIDIEH MUEJIOM, ITOJTy4aBaliy komOnaupana tepamus ¢ DARZALEX 3a
MOJIKOKHO TIPUJIOKEHHE, C€ CHOOIIaBaT CICAHUTE PEAKIINH:

Nudexmmu crenen 3 wm 4: DPd: 28%, Pd: 23%; D-VRd (moaxoasmu 3a TparcmianTanust): 35%,
VRd (moaxomsmmu 3a Tpancruiantaims): 27%; D-VRA (vemoaxo sy 3a TpanciuanTaius):40%, VRd
(memoxo sy 3a TpaHcIuianTanus): 32%

Wudexrmu crenen 5 (etaman): DPd: 5%, Pd: 3%; D-VRd (moaxozsiuu 3a Tpancmiantamnus): 2%,
VRd (mogxomsimu 3a TpanciuianTaims): 3%; D-VRd (Hemoaxomsiiy 3a TpaHcmiantanus): 8%, VRd
(HEeNoAXO/IAIIHN 3a TpaHCIUIaHTanus): 6%

Jlerenna: D=napatymyma0; Vd=6optezomub-aekcamerason; Rd=nenanunomua-nekcamerason; Pd=nomanumomui-

nekcameTazon; VMP=6opre3omub-mendanan-npeannzon; VTd= 6oprezomub-ranuaomu-iaexkcamerason; VRd=
60pTe30MUO-TIeAATHIOMHUI-AEKCAMETA30H.

IIpn manmenTn ¢ AL amMmuinonao3sa, mogy4asamuy komOnHUpana Tepanust ¢ DARZALEX 3a moakoxHO
NPUIOKEHHUE, Ce ChOOLIABAT KaKTO CIIe/Ba!

Crenen 3 wn 4 undexmnun: D-VCd: 17%, VCd:10%

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

Jlerenna: D=naparymyma6; VCd= 6opte3omu6- nuxinopochamu-aekcaMmeTa3on

Xemonusza

ChlriecTByBa TEOPETUYCH PUCK OT XeMOJK3a. T03U CHTHAJ TI0 OTHOIIIEHUE Ha OE€30I1aCHOCTTA IIie ObIe
T0JT HETIPEKhCHATO HAOIOICHUE MTPU ChOMpaHe Ha JaHHU 32 0€30MaCHOCT OT KIIMHUYHH MTPOYYBaHUS
Y TIOCTMApKETHHTOBU JaHHH.
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Cwpoeunu napyuwenus u kapouomuonamus, cevp3ana ¢ AL amunouoosama

IToBeuero manmentn B AMY 3001 mmat kapinoMuonaTys, CBbp3aHa ¢ AL ammiongo3ara, Ha U3XOIHO
HuBO (D-VCd 72% cnpamo VCd 71%). Cepaeunn HapyuieHus ctenex 3 win 4 Bb3HUKBAT npH 11%
ot nauueHtute Ha D-VCd B cpaBHenue ¢ 10% ot nanmenTtute Ha VCd, 10KaTo cepro3HH ChbpACYHH
HapymIeHus Bs3HuKBaT nipu 16% crupsmo 13% ot manmenture crotBeTHO Ha D-VCd 1 VCd.
Cepuo3HnTEe ChPACYHU HAPYIICHHS, Bh3HUKBAITH P >2% OT MAIlMEeHTHTE, BKIIIOYBAT ChpAeYHA
HepocrarbyHocT (D-VCd 6,2% cnp. VCd 4,3%), cepaeden apect (D-VCd 3,6% cnpsmo VCd 1,6%) u
npencepaHo mexaeHe (D-VCd 2,1% copsmo VCd 1,1%). Benukn manmenT Ha D-VCd, momyanmu
CEPHO3HU WIIN JIETATHU ChP/ICYHN HAPYIICHHS, UMAT KapAHOMHUOIIATHs, CBhp3aHa ¢ AL
aMIJIONI03aTa, Ha U3XOAHO HUBO. [lo-ronsiMara MeauaHa Ha MPOIBIKUTEITHOCT Ha JICUYSHUETO B
pamoro ¢ D-VCd B cpaBrenue ¢ pamoro ¢ VCd (choTBeTHO 9,6 Mecena cipsimo 5,3 mecena) TpsioBa 1a
ce MMa MpeIBUJI IPU CPaBHEHHE Ha YeCTOTaTa Ha ChPACYHHN HAPYIISHHSI MEXIy IBETE TPYIH Ha
nedeHne. YecTOTUTE, KOPUTHPAHU CIIPSIMO €KCIIO3UIMATa (Opoii MallMeHT! ChC ChOUTHE Ha

100 mammenTo-Mecela B pUCK), OT BCHUKUTE ChbpACYHH HapyuieHus creneH 3 unu 4 (1,2 cpsimo 2,3),
chpaeuHa HepocTaThbuHOCT (0,5 cripsimo 0,6), cepaeder apect (0,1 crpsmo 0,0) 1 ipeachpaHO
mexaere (0,2 cupsimo 0,1) ca cpaBEHEME cHOTBETHO B pamoTo ¢ D-VCd cipsmo pamoro ¢ VCd arm.

[Tpu menuana Ha npocnensBane ot 11,4 mecena Bcuukute cMbpTHU cinydan (D-VCd 14% copsamo
VCd 15%) B mpoyuBane AMY3001 ce np/mpkaT npeIuMHO Ha KapAMOMHOINATHS, CBbp3aHa ¢ AL

aMuJIionJjo3aTa, B ABCTC paMCHa Ha JICUCHUC.

JIpyru clienMaaHy IONYJIalii

B npoyuBaneto ¢aza I[Il MMY3007, koeto cpaBHsiBa nedenueTo ¢ D-VMP c¢ neuenneto ¢ VMP mpu
NalMEHTH C HOBOAWArHOCTULIMPAH MYJITHIUIEH MHUEIOM, KOUTO HE ca MOAXOISIIH 33 aBTOI0XKHA
TPaHCIUIAHTALMsI HA CTBOJIOBU KJIETKHU, aHAJIM3BT Ha 0€30MIaCHOCTTA MPH MOArpyNaTa MalueHTH C
(GyHKIIMOHAIICH CKOP MO cKajata Ha M3TouHara koonepaTuBHa oHKojIorndHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 2 (D-VMP: n=89, VMP: n=84), choTBeTCTBa Ha 00mIaTa
nomnyamus (BXx. Touka 5.1).

Hayuenmu 6 cmapuecka 6vb3pacm

Ot 4 238 nanueHTH, KOUTO NOJIy4aBaT fapatymymad (n=1 422 noakoxHo npuiioxkenue; n=2 816
MHTPaBEHO3HO NPUIIOKEHNE) B IPENOPbUYUTENHATA 1033, 38% ca Ha Bb3pacT oT 65 10 nox 75 roauHy,
a 15% ca Ha BB3pact 75 unm noseve roauHu. He ca HaOmoqaBaHu oOIIH Pa3iuKU B €(EeKTHBHOCTTA
Bb3 OCHOBA Ha Bb3pacTTa. YecToTaTa Ha CEPUO3HNUTE HEXKEIAHU PEaKLUU € I10-BUCOKa IPH I10-
BB3PACTHUTE, OTKOJIKOTO NPH MO-MJIaguTe nauueHTu. Cpen NauueHTuTe ¢ peuIuBHpaILl 1
pedpakTepeH MynTuIuieH MuesaoM (n=1 976), Hali-4eCTUTE CEPUO3HU HEXKEIAHU PEAKIINHU, TIOSBSIBAIIN
Cce M0-4eCTO MPH MAIMeHTH B CTapuecka Bb3pacT (=65 roanHn) ca mHeBMOHUS U cerncuc. Cpen
NAalMEHTUTE C HOBOJUArHOCTULIHMPAH MYJITUIUIEH MUEIIOM, KOUTO HE Ca MOIXOASAIIN 33 aBTOJIOKHA
TpaHCIIJIAaHTalLMs Ha CTBOJIOBH KJIETKH (n=777), Hali-uecTaTa cepuo3Ha HeXellaHa peaKius, KOATo ce
cpellia mo-4yecTo Mpu MaIMeHTH B cTapuecka Bb3pacT (=75 roaunn), e naeBMoHus. [Ipu nanuenTure ¢
HOBOJIMArHOCTUIIMPAH MYJITUIUIEH MUEJIOM, KOUTO OTTOBAapsAT HA YCIOBHUSTA 32 aBTOJIOKHA
TpaHCIUIAaHTALMsI HA CTBOJIOBU KiIeTKU (n=351), Hali-uecTara cepro3Ha HeXKeJlaHa peakuus,
BB3HHUKBAIIA TI0-4ECTO MIPH XOpaTa B CTapuecka Bb3pact (=65 roannn), e mHeBMoHUS. [Ipu
NAalMEeHTUTE C HOBOAWATHOCTULHMPAH MYJITUIUIEH MUEIIOM, IPH KOUTO HE € IJIaHUpaHa
TpaHCIIJIaHTaLMs KaTO IbPBOHAYAIHA TEPAIUS WM KOUTO HE Ca MOAXOAAIIN 3a aBTOJIOKHA
TpaHCIJIAaHTALIMs Ha CTBOJIOBH KileTku (n=197), Hali-uecTaTa cepruo3Ha HeXellaHa peaKilus,
BB3HMKBAIIA TI0-9ECTO MIPH XOpaTa B CTapuecka Bb3pact (=65 roannn), € mHeBMOHUS. [Ipu
NalKueHTHTe ¢ HoBoauarHoctuuupana AL amunonnosa (n=193) Haii-uectata cepuo3Ha HexkellaHa
peaxiusi, Bb3HUKBAIIA TI0-YECTO MPH XOpara B cTapyecka Bb3pacT (>65 roanHn), € THEBMOHUSI.

C'BO6I]_IaBaHe Ha 11003 pPaHu HEXCJIaHW PCAKIINH

C’BO6H_[aBaHeT0 Ha NOAO03UPAaHU HECIKCIIaHU PEaKIUU CIICA pa3pClIaBaHC 3a yHOTpC6a Ha JICKapCTBCHUA
IMPOAYKT € BAXKHO. Tosa mo3BoasBa Ja IpoaABbJIKU Ha6.HIOJIeHI/IeTO Ha CbOTHOIICHUETO non3a/p1x1c1< 3a
JICKApPCTBCHUSA IIPOAYKT. Or MCECIHUIIMHCKUTC CIICHUaJINCTH CEC U3HMCKBA Ja CTJO6HIaBaT BCsKa
mog0o3"paHa HEXKCJIaHa pCaKrd Ype3 HAllMOHAJIHATa CUCTEMaA 3a C’BO6]J_IaBaHe B.

H3nbaauTenHa arcHuus 110 JICKapcTBaTa
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4.9 TIlpemo3mpane

CHUMIITOMH U IIPU3HALIA

JlunicBa onuUT MO OTHOIIECHUE HA MPEAO3UPAHE B KIMHUYHU MPOYUBAHHUS.
Jleuenne

He e u3BecTen crienuduyueH aHTUAOT NpHU Tpefo3upaHe ¢ gaparyMmymad. B ciydait Ha mpeno3upane,
MAIMEeHTHT TPSOBa /1a ce HabII0JaBa 3a MPU3HAIM WM CHMIITOMA Ha HEXeJIaH! peaklny u TpsOBa aa
ce 3aloyYyHe BeJHAara MoIX0/sI0 CHMIITOMATUYHO JICUCHUE.

5.  ®APMAKOJIOI'MYHU CBOMCTBA
51 ®apmakoguHAMUYHH CBOICTBA

q)apMaKOTepaHCBTI/I‘-IHa rpymna: AHTHHEOIIJIACTUYHHI CpeacTBa, MOHOKJIOHAJTHM aHTHUTEIa U KOHIOTaTH
aHTUTsII0-1eKapcTBo, CD38 (xrpcrepu Ha nudepernumarus 38) naxuodutopu, ATC xox: LO1IFCOL.

DARZALEX MHXEKIIOHEH pa3TBOP 32 MOJIKOKHO MPUIIOKEHHUE ChbPKa pEeKOMOMHAHTHA YOBEIIIKA
xuanmyponugasa (rHuPH20). rtHuPH20 neiicTBa iokamHo U MPEX0HO, KaTO pa3rpaxkia XHalypoHaHa
((HA), ecrecTBeH rMKOaMUHOTIINKAH, HAMHPAIIL CE B LIEJFs OPTaHU3bM) B EKCTpallenyIapHara
MaTpHIla Ha MOJKOKHOTO POCTPAHCTBO Upe3 pa3lielBaHe Ha Bpb3KaTa Mexay 1BaTa Bujaa 3axapu (N-
AleTUITIIIOKO3aMHUH U TIIOKYPOHOBA KucennHa), Kouto cberaBaT HA. rHuPH20 nma momyxuBoT B
koxkata oz 30 munyTH. HuBaTa Ha XuanypoHaH B OAKOXHATa ThKaH ce BPhILIAT KbM HOpMAarTa B
pamkute Ha 24 10 48 yaca mopaau Obp3aTa OMOCHHTE3a HA XUATyPOHAaH.

MexaHu3bsM Ha JIEUCTBUE

Haparymyma6 e IgG 1k 4oBeIKO MOHOKJIOHAIHO aHTUTI0 (MAD), koeto ce cBbp3Ba ¢ CD38
MIPOTEHHA, EKCIIPECHPAH Ha MOBBPXHOCTTA HA KJICTKUTE MIPH PEIIMIla XEMATOJIOTMUHH 3JI0KaYeCTBEHU
3200JSIBAHMS, BKJIFOYUTETHO KJIOHATHUTE TUIA3MAaTHYHU KJICTKU TIPH MYJITHIICH MueioMm u AL
aMUJION103a, KaKTO U APYTH BUIIOBE KJIeTKH U Thkann. CD38 mpoTrenH nMa MHOKECTBO (DYHKITUH,
KaToO pCUCIITOp-MEANHUPaHa aaAXe3usd, CUrHaJIn3alusa 1 CH3MMHa aKTUBHOCT.

VYcTaHOBEHO €, ue AapaTymyMab HHXHOHpa MOLIHO iN ViVo pactexa Ha CD38-ekcnipecuparure
TYMOpHH KJIeTKU. B3 0cHOBa Ha IN Vitro mpoy4BaHus, qapaTryMyMa0d MOXKe J1a yIpakHsBa
MHOECTBEHH €(eKTOPHU (PYHKIMH, BOJCIIH O IMYHHO-MEINUpPaHa TyMOpHA KIIeThYHa CMBPT. Te3n
NPOYYBaHUS IMOKA3BaT, Y€ AapaTyMyMmad MOKe J1a MHAYLHpa TyMOPEH pas3majl upe3 KOMIIEMEHT-
3aBHCUMa ITUTOTOKCUYHOCT, aHTHTSUIO-3aBHCUMA KIIETHhYHO-MEIMUPAHa MUTOTOKCHYHOCT U aHTUTSIIIO-
3aBUCHMAa KJIeThuHa (paromnuTosa Mnpu 3ji0KkadecTBeHu 3adonsBanus ¢ ekcnpecus Ha CD38. Enna
cyOnonyianus Ha MueIouaHu cynpecophu kietkn (CD38+MDSCs), perynaropuu T-kieTku
(CD38+Tregs) 11 B-kietku (CD38+Byegs) HamMassiBa 0T JapaTyMyMa0-MeIHUPaH KICThUCH JTH3HC.
W3BecTHO € cbino, ue T kinerkute (CD3+, CD4+ u CD8+) excnpecupar CD38 B 3aBrcHMOCT OT eTarna
Ha pa3BUTHE U CTENEHTa Ha akTuBHpaHe. [Ipu neuenne ¢ naparymyma0 ca HaOIr01aBaHU 3HAYNTEITHH
yBenuueHus Ha abcomotHus Opoii T-knetku CD4+ n CD8+ u nponienTa Ha TUMQOLHUTUTE B
nepudepHara KpbB 1 B KocTHAA MO3bK. OcBeH ToBa JIHK cexBenmpane Ha T-kiieThueH penenTtop
MOTBBPKIIaBa, Ye KJIOHATHOCTTA Ha T-KIIETKHUTE ce yBenn4aBa MpH JIeYeHHUE C IapaTyMyMao,
MOKa3BalK{ UMYHOMOIYJIMpaL e(heKTH, KOUTO MOTaT Aa JONpPUHECaT 3a KIMHUYEH OTIOBOP.
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Japatymyma0 MHIYIIUpA aronro3a ing vitro ciej FC-Menuupano KpbcTocaHo CBhp3BaHe. B
JIOTBITHEHUE, JapaTyMmymad moaynupa CD38 eH3nuMHaTa akTUBHOCT, KATO HHXHOMpA ITUKIIa3HATA
AKTUBHOCT Ha €H3WMa U CTUMYJIMpa XHIpoJia3HaTa akTHBHOCT. 3HAYMMOCTTA Ha Te3u iN Vitro edextu B
KIIMHUYHU YCJIOBHS, KAKTO U MOCIICAUIIUTE 32 pacTeka Ha TyMOpa, He ca 100pe U3sICHCHHU.

dapmakoguHAMUYHA €DEKTH

Knemxu ecmecmeenu youiiyu (NK) u T-xnemxu

3uae ce, ye NK kneTkuTe ekcripecupaT Bucoky HuBa Ha CD38 u ca 4yBcTBUTENHM Ha JapaTyMmyMao-
MeauupaH KieTb4eH ausuc. [Ipu nedenue ¢ napatymymad ce HaOMOAaBa OHIKEHHE Ha aOCOMIOTHHUS
Opoii u npouent Ha obmte NK kierku (CD16 + CD56 +) u aktusupanute (CD16 + CD56%™) NK
KJIETKH B niepruepHaTa KpbB M KOCTHHS MO3bK. BbIipeku ToBa, n3xonnure HuBa Ha NK kireTkure ne
MOKAa3BaT BPb3Ka C KIMHUYHUS OTTOBOP.

HNmyHorenHoct

IIpu mo-manko ot 1% OT mauueHTUTe ¢ MyITHILIEH MUeiIoM U AL amuiionnosa, JeKyBaHH €
MOHOTEepaInus 1 KOMOMHUpAHa Teparus ¢ JapaTyMyMad 3a MOJKOKHO MPHIOKEHHE B KITMHUIHH
NPOYYBaHUS, CE PA3BUBAT B X072 HA JICUCHUETO aHTH-TapaTyMyMal aHTHTeNa, a 7 MAUeHTH ca Jaju
HOJIOKUTEJIEH PE3yITaT 3a HeyTPaIU3UpaIly aHTUTeEIA.

IIpu manueHTH ¢ MyATHIIIIEH MUENoM U AL amuiion1o3a 4ecToTaTa Ha MOSABSBAIIM CE B XOZa Ha
JedeHueTo He-HeyTpanusupany aHTu-rHuPH20 anturena e 8,9% (115/1 298) npu nanueHTy,
nonyunian win MoHotepanus ¢ DARZALEX 3a moakoXHO NPUIIOKEHHE W KOMOWHHpaHa Teparus C
DARZALEX 3a moakoKHO TIPIIIOKEHHE, a | TAIMeHT € 1aj MOJIOKUTENCH Pe3yiTar 3a
HeyTpanu3upamy auturena. AHTU-THuPH20 anTuTenara usriexa He NOBIUABAT EKCIO3ULUATA HA
naparymyMa0. KmuHuuHOTO 3HaueHHe Ha 00pa3yBaHETO HA aHTU-AapaTyMymal wiu antu-rHUPH20
anTturena cnen gedeHne ¢ DARZALEX 3a m0JK0KHO NPUIIOKEHUE € HEU3BECTHO.

Knunanuen omur ¢ DARZALEX HHKEKIIMOHEH Pa3TBOP 33 NOAK0XKHO npuitoxenue (bopma 3a
IMOAKOYKHO IPHIJIOKEHHE)

Monomepanus — peyuousupan/pegpaxmepen MyamunieH Mueiom

MMY3012, orkpuro, panfomusrpano npoyusade ¢asza 11 3a mjoxazBaHe Ha He TIO-MaKa e)UKACHOCT
(non-inferiority), cpaBusiBa edukacHOCTTa M Oe30macHoCcTTa Ha jiedeHre ¢ DARZALEX vHXeKIHOHEeH
pa3TBop 3a noakokHO npuitoxkenue (1 800 mg) crpsimo naparymymal 3a HHTPaBEHO3HO MPHIIOKEHUE
(16 mg/kg) mpu MaMeHTH ¢ PEUUIAUBUPAI WK pedpakTepeH MYJITUILICH MUCIIOM, MOJTYYHIIN Haii-
MaJIKO 3 MPEeIXO/HHU JIMHAN Ha Teparus, BKIIOYUTEIHO MpoTeasoMeH nHxuoutop (PI) n
uMyHOMOTyupaio jekapctBo (IMiD), wnu kouto ca nBoiiHOpedpakTepHH KbM jJeueHue ¢ Pl u
IMiD. Jleuenunero npoIbikaBa 10 HEMPUEMITMBA TOKCHYHOCT HITH MPOTpecHs Ha 3a00JISBaHETO.

00610 522 nmanueHTH ca pangoMusupanu: 263 B pamoro Ha DARZALEX 3a 0JK0XHO MPUIIOKEHUE U
259 B pamoTO Ha apaTyMmyMa0 3a HHTPaBEHO3HO MpUIIOKeHne. M3xonHuTe nemorpadcku TaHHA U
XapaKTePUCTUKH Ha 3a00JISIBAHETO ca MOJ00HU MEXKY JBETE I'PYINH Ha JieueHue. MeraHaTta Ha
BB3pacTTa Ha manueHTuTe € 67 ronuuu (quamazoH: 33-92 roqunn), 55% ca mbxe u 78% ca ot Ostata
paca. MeauaHarta Ha TerJoTo Ha nmanuentute € 73 kg (ananaszon: 29 — 138 kg). [launenture ca
oty 4 (Menana) mpeaxo Hu MK Ha Tepamms. O01mo 51% oT marueHTuTe UMaT MpeaxoaHa
aBTOJIO’KHA TPaHCIUIAHTAIIMS Ha CTBOJIOBH KieTku (autologous stem cell transplant, ASCT), 100% ot
MAIMEHTUTE ca JIeKyBaHU nipeu ToBa U ¢ PI, u ¢ IMiD, n noBeueTo nanuenTu ca pepakrepHu Ha
IpeXo/iHa CHCTEMHA Tepanusi, BKIoYnTeaHo u Ha PI, u va IMiD (49%).

[IpoyuBaneTo mocTura CBOMTE ChIIPBUYHM KpaiHU TOUKK — o01a crened Ha oTroBop (ORR) ciopen

kputepuute 3a orroBop Ha IMWG (Tabnmua 9) n makcumanta Cirough TPEIH NPUIIATaHUTO HA A03aTa
oT 1MKbI 3 1eH 1, (BK. Touka 5.2).
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Tab6auna 9:

OCHOBHM pe3yJTaTu oT npoyuBane MM Y3012

Jdaparymyma6 3a | Jlapatymymao 3a
MOIKOKHO HHTPABEHO3HO
NMPUJI0KeHHe NPUJI0KEHNE
(N=263) (N=259)
ITbpBHYHA KpaiiHa TOYKA
0611 otroBop (sSCR+CR+VGPR+PR), n (%)? 108 (41,1%) 96 (37,1%)

95% CI (%)

(35,1%; 47,3%)

(31,2%; 43,3%)

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

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

CR wm mo-n066p, n (%) 5 (1,9%) 7 (2,7%)
Msoro mo6sp yactraer otrosop (VGPR) 45 (17,1%) 37 (14,3%)
Yactuuen otrosop (PR) 58 (22,1%) 52 (20,1%)
Bropnuna kpaiina Touka
YecroTa Ha peakIyu, CBbp3aHu ¢ HHy3usaATa, n (%)" 33 (12,7%) 89 (34,5%)

[pexwuBsieMocT Oe3 mporpecwsi, MeceIn

Meamana (95% CI)

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

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

Koedwurment Ha puck (95% CI)

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

2 Bp3 ocHoBa Ha intent-to-treat momyamus

p-croitroct <0,0001 ot Tecta Ha Farrington-Manning 3a xumoTe3ara 3a He M0-Malka e(UKacHOCT

B

Bb3 ocHOBa Ha momynanusTa 3a 6e3omnacHoct. P-croitnoct<0,0001 ot Cochran Mantel-Haenszel Chi-Squared Tecr.

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

JapaTymyMat 3a HHTPaBEHO3HO MPUIIOKEHHE.

Pesynrarute 3a 6€30MaCHOCT ¥ TOHOCHMOCT, BKITFOUHUTEITHO MTO-HUCKOTO TETJI0 Ha MAIlUeHTHTE,
CHOTBETCTBAT Ha M3BeCTHHsI Tpodun Ha 6e3omacHocT HAa DARZALEX 3a moK0XHO NPUIOKCHHE U

Ha lapaTyMyMa0 3a HHTPABEHO3HO NPUIIOKEHHE.

Pesynrarure ot mogudummpanus CTSQ, BIPOCHHK 32 pe3yNTaTUTe, ChOOIIEHH OT MAIIUeHTHTE,
KOMTO OIIEHSBA yJIOBIETBOPEHUETO Ha MAIMEHTUTE OT TepanusiTa, IOKa3BaT, Ye MaIUeHTHTE,
nonyvaBaii DARZALEX 3a noaKOKHO NPUJIOKEHUE, Ca MO-yI0BJIECTBOPEHU OT TEpANUsITa CH B
CpaBHEHHME C MALMEHTHUTE, [T0JyYaBaly JapaTyMyMal 3a HHTPaBEHO3HO NpuiiokeHne. OTKpUTHTE
npoy4BaHus obaue MoraT Ja Ob1aT MpeaMeT Ha MIPUCTPACTHA OIICHKA.

Kombunupanu mepanuu npu mynmunien Mueiom

Kombunupano neuenue ¢ bopmezomud, renanudomud u oexcamemason (VRd) npu nayuenmu ¢
HOB0OUASHOCMUYUPAH MYTMUNILEH MUELOM, NOOX00SUU 30 ABMOJLONCHA MPAHCHIAHMAYUS HA

cmeonogu knemixu (ASCT)

[MpoyuBane MM Y3014 e oTkpuTO, paHJOMU3UPAHO, AKTUBHO KOHTPOJIHMPAHO Mpoy4Bane dasza lll,
KOETO CpaBHsIBa MHAYKIIMOHHO M KOHCOIUAanuoHHo JedeHne ¢ DARZALEX, cbcTaB 3a MOAKOXKHO
npunoxenne (1 800 mg), B komOuHanus ¢ 60pTe30Muo, JeHanuaoMun u aekcamerason (D VRd),
MOCJIEABAHO OT MO yIbpiKaio Jiedenne ¢ DARZALEX B koMOuHaIMs ¢ JICHATHIOMHU/I, C JICUCHUE C
oopTe3oMu0, JeHamuaoMua U aekcamerazod (VRd), mociaenBaHo OT MOAIbpIKAIIO JISUSHUE C
JICHAJIMOMUJ, IPH MALMEHTH Ha Bb3pacT 70 TOAMHHU U IO-MJIaId C HOBOAUATHOCTUIIMPAH MYJITUIUICH
muenoM, noaxoasuy 3a ASCT, 1o 1tokyMeHTHpaHa mporpecus Ha 3a00JIIBaHETO WM HePHEMIINBA
TOKCUYHOCT. [Ipean HavanoTo Ha Je4YeHUeTo, MPH CIEIIHOCT, Ce AOMYyCKa MPOBEXIaHETO Ha KPAThK
KypC C KOPTUKOCTepou/ (EKBUBAJICHT Ha JekcameTa3oH 40 mg/aeH 3a MakcumMyM 4 nuu). [lanmenture
nony4yaBatr DARZALEX 3a nogkoxxHo npuitoxkenue (1 800 mg), mpuiiokeH MOAKOKHO BEIHBXK
cexqmugHo (M 1, 8, 15 1 22) 3a muksu 1-2, mocieBaHo OT MPHIIOKEHUE BEAHBK Ha BCEKH JIBE
cexmutty (mau 1 w 15) 3a ki 3-6. Ipu moaaspkamoTo gedeHne (IUKIN 7+) MarueHTUTe
nony4yaBat DARZALEX 3a nogkoxHo npuitoxkenue (1 800 mg) BeqHbk Ha BCEKH YETHUPH CEAMMUIIH.
[TanpeHTHTE, KOUTO Ca NOCTUTHANM oTpuLareaHo MRD, KoeTo ce € 3ana3uiio B IPOABIHKEHUE HA

12 mecenia, 1 ca MOJTYYHIIH OJIBPKAIIO JISYEHUE B TIPOIbIDKEHUE Ha Hal-Manko 24 Mecena, ca
npekpatwin euenuero ¢ DARZALEX 3a noakosxHo npuitoxkenue (1 800 mg). boprezomud ce
npuiara upes noaxoxua (SC) umwkekuus B 103a 1,3 mg/m? TeecHa NOBBPXHOCT JIBA TBTH CEMHUYHO
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B ITPOIBDKEHKE Ha ABe ceamun (nuu 1, 4, 8  11) oT moBTapsmm ce 28-m1HeBHA (4-CSIMUTHH)

ki 1-6. JleHamumoMu/I ce mpuyiara mepopaisHo B o03a 25 mg AHEBHO HA JHU OT 1 110 21 mo Bpeme
Ha K 1-6. [pu mogbpxkamoTo JeueHue (IUKIU 7+) manueHTuTe noiydasar 10 mg neHaTuaoMu
JTHEBHO Ha JHU 1-28 (HEempeKbCHATO) Ha BCEKH LIUKBJI JIO JOKYMEHTHPAHE Ha IPOTPecHsl Ha
3200JIIBaHETO WIIM HEMTPUEMITHBA TOKCHYHOCT. JlekcaMeTa3oH (TIepopalTHO MM HHTPABEHO3HO) Ce
npunara B 1o3a 40 mg va aau 1-4 u 9-12 ot nukim 1-6. B naute Ha neuenne ¢ DARZALEX
HHKEKITUS 3a moakoxHo npunoxkernne (1 800 mg) nqo3ara qekcameTasoH ce mpuiiara nepopairHo Wil
WHTPABEHO3HO KaTO JICKAPCTBEH MPOIYKT MPEAH UHKEKTHpaHeTo. KopeKIuuTe Ha TO3UTE Ha
00pTEe30MHO, JTCHATUIOMHUT M JICKCAMETA30H Ce TPUIIAraT B ChOTBETCTBUE ChC CHOTBETHUTE KPATKU
XapaKTePUCTUKH HA TPOITYKTHUTE.

Paunpomusupanu ca o6mmo 709 maruents — 355 B pamoro Ha D VRd u 354 B pamoro Ha VRd.
Nzxomuute nemorpad)cku XapakTEpPUCTUKU U XapaKTEPUCTUKH Ha 3a00JISIBAHETO Ca CXOIHU MEXKTY
JIBETE TepaneBTuyHY rpynu. CpeHara Bb3pacT Ha namuenTute ¢ 60 roguau (auana3oH: 31-

70 roguan). [To-ronmsmara 4acT oT nanueHTuTe ca Mbxe (59%), 64% uMat QyHKIIMOHATICH CKOP T10
ECOG 0, 31% umar dynakmuonanen ckop mo ECOG 1, a 5% umar ¢ynkmuonanen ckop mo ECOG 2.
Ocgen ToBa 51% umar ISS craguii I, 34% umat ISS cranmii 11, 15% umart ISS craamii 111, 75% umart
CTaHJapTeH IUTOTeHEeTHIEH PUCK, 22% muMat BUCOK IuToreHeTndeH puck (dell7p, t[4;14], t[14;16]), a
3% WMaT HeolpeIeNIeH IUTOTC€HETUICH PHCK.

IIpu meaunana Ha npocnenaBane 47,5 mecena mbpBUYHUAT aHanu3 Ha PFS B npoyuBanero MMY3014
nokassa nogodpenue Ha PFS B pamoto ¢ D-VRd B cpaBaenue ¢ pamorto ¢ VRd (HR=0,42; 95% CI:

0,30, 0,59; p<0,0001). Menuanata Ha PFS He € nocTuraara B HUTO €{HO OT JBETE PaMEHa.

®@urypa 1: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3014
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JlobIHUTEIHY PE3YITAaTH 3a ePUKacHOCT OT npoy4uBane MMY3014 ca npencraBenu B Tabnuma 10

HO-7101Ty.
Ta6auna 10: PesyaTaTn 3a epukacHocT ot npoyysane MMY3014°
D-VRd (n=355) | VRd (n=354) ChoTHOIIEHHE
Ha IIAHCOBeTe
(95% CI)"
061 otroBop (SCR+CR+VGPR+PR)
n(%)* 343 (966,%) 332 (93,8%)
Heocmoprm meien otrosop (SCR) 246 (69,3%) 158 (44,6%)
[Tenen otrosop (CR) 66 (18,6%) 90 (25,4%)
MHoro 106bp YaCTUYCH OTTOBOP
(VGPR) 26 (7,3%) 68 (19,2%)
Yacrtuuen orrosop (PR) 5 (1,4%) 16 (4,5%)
CR wm no-n06sp (SCR+CR) 312 (87,9%) 248 (70,1%) 3,13 (2,11, 4,65)

95% CI (%)

(84,0%, 91,1%)

(65,0%, 74,8%)

P-croitrocT®

<0,0001

O01ma 4ecTOoTa HA OTPULIATEIHO
MRD**

267 (75,2%)

168 (47,5%)

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

95% CI (%)

(70.4%, 79,6%)

(42,2%, 52,8%)

P-croitrocT®

<0,0001

D-VRd= naparymymaG-60pTe30Mi0-eHaTI0MII-1eKcamMeTa3oH; VRd= GopTe3oMub-neHanu10Mu1-1eKCaMeTas3oH;
MRD= muHHManHO ocTaTh4HO 3aboisiBane; CI= noBeputeneH nHTepBal

a B13 ocHoBa Ha intent-t0-treat MOITyJIaIHs.
b

c
d

TAOJIUIIH.

p-croiiHocT oT xu-KBajpar tect Ha Cochran Mantel-Haenszel.
[NanmeHTHTE MOCTHTAT €AHOBPEMEHHO OTpunatesiHo MRD (mpar ot 10'5) u CR win no-1006p OTTOBOP.

W3nomsBano e nzuncnenue no Mantel-Haenszel Ha 0011oTo chOTHOLIEHHE HA IIAHCOBETE 3a CTpaTHU(UIMpaHH

Kombunupano neuenue ¢ bopmeszomuo, renanudomud u dexcamemason (VRA) npu nayuenmu ¢
HOB0OUACHOCMUYUPan myamunier mueiom, npu koumo ASCT He e nianupana kamo nvpeoHauaina
mepanusi uau xoumo He ca nooxoosuyu 3a ASCT
[IpoyuBaneto MMY3019 e oTkpuTO, paHIOMHU3HPAHO, AKTUBHO KOHTPOIUpaHO rpoy4uBane ¢asa 1, B
KoeTo ce cpaBHsBa JiedeHneTo ¢ DARZALEX 3a noakoxxuo npuinoxkenue (1 800 mg) B koMOuHAIMSA ¢
oopTe3oMu0, aeHamuaoMua u aekcamerazo (D-VRd) ¢ neuenue ¢ 6opre3omMuo, JeHATUAOMUI U
nexcameTa3oH (VRd) npu nanueHTH ¢ HOBOUArHOCTHITUPAH MYJITHILIEH MHEJIOM, TIPU KOWTO HE €
wianupana ASCT kaTo mbpBOHaYajHa Tepanus uiu KouTo He ca noaxoasauu 3a ASCT. [lpeau
JIEYCHUETO € pa3peIlieH CIENIeH KPaThK Kypc Ha KOPTUKOCTEPOU]T (EKBUBAJICHTEH Ha JIEKCAaMETa30H
40 mg/nen 3a MakcumyM 4 nuu). [anuenture nonydasar DARZALEX 3a noJIK0XHO TPUIIOKESHHUE
(1 800 mQ), nprIIOkKEH TMOIKOXKHO BEAHBK ceMUUHO (auu 1, 8 u 15) 3a nukim 1-2, mocnensato ot
MPUJIOKEHUE BEJIHBK HA BCEKH TPY CEAMMIIM 3a IIUKIH 3-8, ¥ BEJHBK Ha BCEKH YSTUPH CEIAMHUIIM B
IUKBI 9 1 cines; Toa (MUKIH 9+) 0 TOKYMEHTHpaHe Ha POrpecHs Ha 3a00JIsIBAHETO HITH
HENPUEMJINBA TOKCHIHOCT. BopTe30oMub ce mpuiara upes MoAKOKHA HEKEKIus B 103a 1,3 mg/m?
TeJEeCHa OBBPXHOCT JBA ITbTH CEAMIYHO B MPObIDKEHUE Ha Be cenqmuiu (qam 1,4, 8 u 11) ot
noBTapsu ce 21-gHeBHu (3-ceamuyHm) nukian 1-8. JleHanuaoMua ce mpuiara mepopaiHo B 103a

25 Mg BeIHBK JHEBHO B IHU 1-14 mo BpeMe Ha nukiu 1-8 u B 1Hu 1-21 1o BpeMe Ha HMKbBI 9 U cien
toBa (nukiu 9+). [lekcameraszon ce npuiiara repopainto no 20 mg 8 quum 1,2, 4,5,8,9, 11 u 12 ot
Bceku 2 1-maeBeH (3-cenmuueH) mUKEI 1-8 1 B qau 1, 8, 15 1 22 ot Bceku 28-1HEBeH (4-cenMUUIEH)
IIUKBJI IO BpeMe Ha ITUKEA 9 u cien ToBa. B nauTe Ha mmkektupane Ha DARZALEX 3a moakoxHO
npunoxkenue (1 800 mg) no3ara nekcaMeTazoH ce mpuiiara nepopaiHO MM HHTPABEHO3HO KaTo
peMeuKaIus npean nmkeknusTa. Kopeknuu Ha nqo3ara Ha 60pTe30MU0, IEHAIUIOMU]] |
JIEKCaMeTa30H ce MPIIaraT B ChbOTBETCTBHE ChC CHOTBETHUTE KPATKH XapaKTEPUCTUKH HA

MIPOAYKTHTE.

Pangomusupanu ca o61io 395 nanuentu: 197 B pamoto ¢ D-VRd 1 198 B pamoro ¢ VRd. U3xomuute
JneMorpadcku XapaKTepPHCTHKH U XapaKTEPUCTHKHUTE Ha 3a00JIIBAHETO Ca CXOJHH MEXKIY JIBETE
TepaneBTHYHU Tpynu. CpenHara Bb3pact Ha nanueHTute € 70 rogunau (quanazon: 31 o 80 rogunm).
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Ilernecer mporeHTa OT MaMEHTUTE ca MBXke, 39% ca ¢ pynkunonanen cratyc mo ECOG 0, 51% ca c
¢ynkumonaex craryc no ECOG 1, a 9% ca ¢ pynkmmonanen craryc no ECOG 2. Ocemuanecer
MpOIIeHTAa ca Ha Bb3pacT noj 70 TOIWHY U He ca MOAXOISIIN 3a TPaHCIUlaHTanus, a 27% ca Ha
BB3pacT nox 70 roguHu, KaTo TpaHCIIAHTAIMATA MPH TAX € oThoxeHa. OcBeH ToBa npu 34% ot
HmanueHTuTe 3a00siBaneTo € B cTanuii I mo ISS, mpu 38% - B cramuii 11 mo ISS, mpu 28% - B

craauit Il mo ISS, 75% ca ckec crangapTeH nuToreHeTHYeH PUCK, 13% - ¢ BUCOK IIUTOTCHETUYEH PHCK
(dell7p, t[4;14], t[14;16]), a 11% - ¢ HeonpeneneH UUTOTCHETHYECH PHCK.

IIpn menuana Ha pocneasiBane 22,3 Mecera mbpBUYHUAT aHann3 Ha MRD B poy4BaneTo
MMY3019 nokasBa momodpenne Ha obmara yectora Ha orpunarento MRD (ciopen NGS mpu mnm
noz 10°°) npu narmenty, nocturuanmd CR wiu no-106sp otroBop B pamoto Ha D-VRA B cpaBrenue ¢
pamoTo Ha VRd. OGmata yecrora Ha orpunareano MRD e 53,3% (95% CI: 46,1; 60,4) B pamoTo Ha
D-VRd u 35,4% (95% CI: 28,7; 42,4) B pamoto Ha VRd (choTHOMEHHE Ha mancoBeTe [D-VRd
capsimo VRd] 2,07 ¢ 95% CI: 1,38; 3,10; p=0,0004).

IIpu nepeuunus anaau3 Ha MRD ce HaOr0omaBa momoOpenue B odIara yectora Ha CR uin mo-100sp
otroBop B pamoto Ha D-VRd B cpaBuenue ¢ pamoro Ha VRd. O6mara gectora Ha CR i mo-go0sp
otroBop ¢ 76,6% (95% ClI: 70,1; 82,4) B pamoro na D-VRd u 59,1% (95% ClI: 51,9; 66,0) B pamoTo Ha
VRd (crotHOmenue Ha mancosete [D-VRd cnpsmo VRd] 2,31; 95% ClI: 1,48; 3,60; p=0,0002).

[Tpu meaunana Ha mpocneasBane 39 mecena MmexxauHHUAT aHainu3 Ha PFS B mpoyusanero MMY 3019
noka3sBa nojgoopenue Ha PFS B pamoto Ha D-VRd B cpaBrenue ¢ pamoto Ha VRd. (HR=0,61; 95% CI:
0,42; 0,90; p=0,0104). Meauanata ua PFS He e mocTurHara B HUTO €THO OT JBETE paMeHa.
Pesynrarute oT okoHuaTenHus ananu3 Ha PFS nponbinkaBat na mokasear nomoopenue Ha PFS npu
nanueHTuTe B pamoTo Ha D-VR B cpaBrenue ¢ pamoro Ha VR ¢ koedunuent Ha pucka (HR)=0,57
(95% CI: 0,41; 0,79). Mennanara Ha PFS He e nqocturnara B pamoro Ha D-VRd u e 52,6 mecena B
pamoro Ha VRd.

®urypa 2: Kpusu na Kaplan-Meier 3a PFS npu okonuaTtejnusi aHajau3 B Ipoy4YBaHe
MMY3019

Mponopuya NpesMBReMocT De3 NporpecHs
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Mo. B prCK Meceuy

VAd 198 174 157 143 131 123 105 o8 2 a1 P ]
D-VRd 197 180 170 160 140 140 136 13 12 115 1 1]
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IIpu MeKIMHHUS aHATN3 Ha TpexkuBseMoctTa 0e3 mporpecus (PFS) B pamoro Ha D-VRd ce
Ha0JIr0/1aBa MoJOOpEeHUE Ha yecToTaTa Ha yctoitunBo orpuuarenno MRD (cnopen NGS npu winu nox
10°) npu mauuentn, nocrurnaau CR win no-1006p 0TroBOp B cpaBHeHue ¢ pamoto Ha VRd.
Uecrorara Ha ycToiunBo orpumarerao MRD e 42,6% (95% CI: 35,6; 49,9) B pamoto Ha D-VRd n
25,3% (95% CI: 19.,4; 31,9) B pamoto Ha VRd (choTHOmeHnue Ha nrancosere [D-VRd cripsimo VRd]
2,18 ¢ 95% CI: 1,42; 3,34; p=0,0003).

JompnauTeHA pe3yaTaTy 3a epuracHoCT oT npoyuBane MM Y3019 ca npencrasenu B Tabmiwma 11
M0-/I0ITy.

Tabauma 11: Pe3yaTaTu 3a epukacHocT npu oKoHYaTeTHUS aHaau3 Ha PFS B
npoyysane MMY3019°
D-VRd (n=197) VRd (n=198)

OO6wma yecrora Ha orpunareano MRD® 120 (60,9%) 78 (39,4%)
Crorromnienne Ha mancosere (95% CI)® 2,37 (1,58; 3,55)

Yecrora Ha ycToiunBo orpunareaso MRD” 96 (48,7%) 52 (26,3%)
CrorHornienne Ha mancosere (95% CI)® 2,63 (1,73; 4,00)

06110 CR wmmu mo-106wp otrosop (SCR+CR) 160 (81,2%) 122 (61,6%)
Crorromnienne Ha mancosere (95% CI)® 2,73 (1,71; 4,34)

Yecrota Ha 0611 otroBop (SCR+CR+VGPR+PR)

n(%)? 191 (97,0%) 184 (92,9%)
Heocnopum meien otrosop (SCR) 128 (65,0%) 88 (44,4%)
[Tenen otrosop (CR) 32 (16,2%) 34 (17,2%)
Msuoro 106bp yactuueH otroBop (VGPR) 23 (11,7%) 50 (25,3%)
Yactruen otrosop (PR) 8 (4,1%) 12 (6,1%)

D-VRd= naparymyma6-60pTe30Mub-IeHaInI0MUI-IeKcaMeTa3oH; VRA= 60pTe30Mub-IeHaIHI0MHU/I-1eKCaMETa30H;

MRD= MuHHUMaNHO OCTaThUHO 3ab0JsiBane; CI= noBepUTEICH HHTEPBAI
a

6

Bb3 ocHOBa Ha intent-to-treat TOIyanys, MEMaHa Ha IPOCICAIBaHe 59 mecena

[NanueHTHTE MOCTUrAT €IHOBPEMEHHO OTpHIatenHo MRD (mpar ot miu mox 10'5) u CR wiu mo-100bp OTTOBOP

®  Wsnonssano e uzuucienue no Mantel-Haenszel Ha 06110TO CHOTHOIIEHKE Ha IIAHCOBETE 3a CTPATU(GUIIUPAHH

tabmuiu. Crpatudukanuonnure daxropu ca craauii o 1SS (1, 11, 111), Bb3pact/moaxoasiiy 3a TpaHCIUIAHTALIUS

(< 70 roguHM — HEMOAX OIS, WK Bb3pacT < 70 TOJMHHU U OTKa3 OT TPAHCILIAHTALMSA, WK Bb3pacT > 70 roauHu) npu
pannomusupane. ChOTHOIIEHHE Ha maHcoBere > 1 nokasea npeaumctso Ha D-VRd.

VYecroituuso otpunarenso MRD ce onpenens karo orpunatesno MRD, noteepaeHo ciexn Haii-manko 1 roauHa 6e3
MEKIYBpeMeHHO mojioxutenHo MRD.

Kombunupanu mepanuu npu mynimunier Mueiom

MMY2040 e oTKpUTO KIIMHUYHO MPOYYBAHE, OLEHABAII0 €PUKACHOCTTAa U OE30IIACHOCTTA Ha

DARZALEX 3a noxkoxxno npuioxenue 1 800 mg:

- B KoMOMHanus ¢ bopre3omMuod, mendanan u npeaan3oH (D-VMP) npu nanuenTn ¢
HOBOJIMArHOCTHUIIMPAH MyNTHUILIEH MuesoM (MM), KOUTO He ca MOIXOISIIHN 32
TpancuanTanus. bopre3oMub ce mpuiiara upes MOAKOKHA HEKEKIUA B 1o3a 1,3 mg/m?
TeJIECHA TIOBBPXHOCT JBA ITBTH CEIMUYHO B ceaMuIiu 1, 2, 4 u 5 npe3 mbpBUs 6-CEAMUICH
uKbI (KB 1; 8 103M), mociae1BaHO OT MPUIIOKEHUE BEHBXK CEAMUYHO B ceMuniu 1, 2, 4 u
5 3a ome oceM 6-ceMUYHY IUKbIa (ukim 2-9; 4 1031 Ha MKEI). Mendanan B go3a 9 mg/m?
¥ TIPEIHMU30H B 103a 60 My/M? ce mpuiiarat nepopaiHo B JHU 1 10 4 OT AeBeTTe 6-CeAMUYHM
nukbia (kmm 1-9). Jleuernero ¢ DARZALEX 3a moJIkoKHO TIPUIIOKEHHE TIPOIBIDKABA JI0
mporpecus Ha 3a00JIIBAHETO WIIM HETIPUEMIINBA TOKCHYHOCT.

- B KOMOMHAIIUSA C JISHATUAOMU U jekcaMmera3oH (D-Rd) npu narueHTy ¢ peruauBupan uin
pedpakreper MM. Jlenanmunomun (25 mg BeIHBXK JHEBHO NepopaiHo B 1HU 1-21 oT
MHOTOKpPATHU 28-THEBHU [4-CeIMHYHU | IIUKIIN) CE MpHJIara ¢ HUCKa J103a JIeKCaMeTa30H
40 mg/cenmunia (M ¢ HamaseHa j1o3a oT 20 mg/ceaAMuUIA TPH NAIUEHTH > 75 TOAMHU HITH
BMI <18,5). Jleuennero ¢ DARZALEX 3a OAKOXHO MPHIOKEHNE TIPOIBIIKABA IO TIPOTPECHS
Ha 3a00JISIBAHETO WM HEITPHEMIIMBA TOKCUYHOCT.

- B KOMOMHAaIUs ¢ OopTe30Mu0, eHaATuAOMUA U gekcamerazoH (D-VRd) npu nanuenTu ¢
HOBOJMATrHOCTHIMPAaH MM, KOUTO ca TOIXOAIIH 3a TpaHCILIaHTaIusl. bopre3omMu6 ce mpuara
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4pe3 MOAKOKHA HEKEKIHS B 1032 1,3 Mg/m? TenecHa MOBBPXHOCT J[BA ITBTH CEJIMUYHO B
ceqmutta 1 u 2. JlenanumomMua ce mpuiiara IepopaiHo B 1032 25 mg BEAHBK JHEBHO B THU 1-
14; nexcameTa3oH ce mpujara B HEUcKa f03a oT 40 mg/cenqmuna B 3-ceamMuyan Hukau. Odmara
NPOJBIDKUTEIHOCT Ha JISUeHHUE € 4 [UKbIIA.

Bxurouenu ca 06110 199 nammentu (D-VMP: 67; D-Rd: 65; D-VRd: 67). Pesynrarure 3a epukacHOCT
Ce OMPEENAT OT KOMITIOTHPEH alrOPUTHM TIpH npuiarane Ha kpurepunte Ha IMWG. TIpoyuBaneTo
ITOCTHUTa CBOsTA IIbpBHYHA KpaiiHa Touka ORR 3a D-VMP u D-Rd u mppBruYHaTa KpaitHa ToUKa
VGPR wiu mo-go6sp 3a D-VRA (Bx. Tabinmna 12).

Taoauna 12: Pesyararu 3a epukacHoct oT npoyuBane MMY2040

D-VMP (n=67) | D-Rd (n=65) | D-VRd (n=67)

06w otroop (SCR+CR+VGPR+PR), n 60 (89,6%) 61 (93,8%) 65 (97,0%)

(%)

90% CI(%) (81,3%; 95,0%) | (86,5%; 97,9%) | (90,9%; 99,5%)
Heocnopum meien otrosop (sCR) 13 (19,4%) 12 (18,5%) 6 (9,0%)
[Tesien otrosop (CR) 19 (28,4%) 13 (20,0%) 5 (7,5%)
MHoro 100bp YaCTUIEeH OTTOBOD 20 (29,9%) 26 (40,0%) 37 (55,2%)
(VGPR)

Yacruyen orroop (PR) 8 (11,9%) 10 (15,4%) 17 (25,4%)

VGPR mimm no-106sp (sCR + CR + VGPR) | 52 (77,6%) 51 (78,5%) 48 (71,6%)

90% CI(%) (67,6%; 85,7%) | (68,4%; 86,5%) | (61,2%; 80,6%)

D-VMP = Jlapatymyma6-6opte3zomud-mMendanan-npenan3on; D-Rd = [laparymymad-nenanmunomMu-aexcamerazon; D-
VRd = lapatymyma0-60pTe30Mub-neHaIngoMua-n1excamerason; Japarymymad = DARAZALEX 3a noakoxHO

npuoxenne; Cl=noBeputeneH HHTepBa.

a B®3 ocHOBa Ha JICKYBAaHU y4aCTHUIIU

Kombunupano neuenue ¢ nomanudomuo u dexcamemason (Pd):

[Ipoyuane MMY3013 e oTKkpUTO, paHIOMHU3UPAHO, AKTUBHO-KOHTPOJIUPAHO KIIMHUYHO MIPOYyUBAHE
¢asza III, mpu koeto ce cpaBusiBa tedenne ¢ DARZALEX 3a nonkoxxuo npuioxxenue (1800 mg) B
KOMOWMHAIIMS C IIOMAIIMIOMU U HUCKA /1032 iekcameTa3zoH (D-Pd) ¢ nedyeHue ¢ momMamuaoMua v HUCKa
no3a nekcameTa3oH (Pd) mpy manueHTH ¢ MyJITHIUIEH MUEIIOM, KOUTO ca MOTyYWId Hail-Mallko e/THa
NpeXo/IHa JIMHUS Ha JIeYeHHE C JIeHamu oMy u nporeazomed naxuourop (PI). [Tomamumomuy (4 mg
BEJIHHK THEBHO MEPOPaATHO Ha JieH 1-21 oT moBTapsiu ce 28-1HeBHU [4-CEIMUYHU | IIUKIIH) Ce
TpHjiara ¢ HACKa J103a IepopajieH Wi HHTPaBeHO3eH JiekcameTazoH 40 mg/ceqmuna (MM HamaneHa
no3a 20 mg/ceqmunia mpu naruenTy >75 rogunan). B maute Ha npunarane Ha DARZALEX 3a
MOIKO’KHO TIPUIIOKEHHE Ce IaBa JIEKcaMeTa30H B j103a 20 mg KaTo JEKapCTBEH MPOAYKT 3a
MpeMeTUKaIs, 2 OCTAHAIOTO KOJIMYECTBO CE JlaBa B JISHS Clie] MpHiIokeHueTo. [Ipu manuenTn Ha
HaMaJIeHa J103a IeKcaMeTa30H Iisiiara fo3a 20 mg ce JaBa KaTo JISKApCTBEH MPOIYKT 3a
npemeankaius Ha DARZALEX 3a noakoxxHo mprmiiokenne. Kopekiuu Ha g03aTa Ha TOMAIHIOMUJ |
JIEKCaMeTa30H ce MpuiIaraT Cope ] KparkaTa XapakTepUCTHKA Ha MPOAyKTHUTE. JIeueHneTo B IBeTe
paMeHa MpoAbIKaBa JI0 MPOTPECHs Ha 3a00JISIBAHETO TN HETIPUEMITNBA TOKCHYHOCT.

Pangomusupanu ca o61mo 304 namuentu: 151 B pamoto ¢ D-Pd u 153 B pamoto ¢ Pd. B npoyuBanero
ca BKJIFOYEHU MAIMEeHTH C JOKYMEHTHPAHU JJAHHH 3a IMPOTrpecus Ha 3a00JIIBaHETO IO BpeMe Ha WIIN
clien ociieHaTa cXxeMa Ha JieueHue. [lanuenTu ¢ oOpuB > cTeneH 3 1Mo BpeMe Ha MpeIxoHa Teparus
ca M3KIII0YBAHU B CHOTBETCTBHUE C KPAaTKaTa XapaKTePHCTUKA Ha TPOYKTa Ha IOMAITUIOMHU/I.
W3xonHuTe nemorpadcku JaHHHU U XapaKTEPUCTUKUTE Ha 3a00JIBAHETO Ca CXOIHHU MEX]TY JIBETE
TpyIH Ha JieueHre. MenuaHaTa Ha Bb3pacTTa Ha MAIMEHTUTE € 67 roauHu (quamna3oH 35 1o

90 roauun), 18% ca > 75 roaunu, 53% ca Mmbxe u 89% ca oT eBpornenaHaTa paca. MeauaHara Ha
MPEIXOJHUTE JIMHUN Tepamusi, KOATO MAI[MEHTUTE ¢a MOJYUYHIH, ¢ 2. BCHuky naleHTy ca Moy duiu
MIPEIX0IHO JiedeHue ¢ mporeazomed naxubutop (PI) u nenamumomun, a 56% oT manueHTUTe ca
MOJTyYMIIH TIPEIXOHA TpaHCIUTaHTaIus Ha cTBosoBH KieTkH (ASCT). [leBeTaeceT u miect mporeHTa
(96%) OT manueHTHTE Cca MOJIYYHIH MPEAXO0IHO JieueHHe ¢ OopTe3omud. [ToBeueTo narueHTy ca
pedpakrepun Ha nerHanugomun (80%), Ha PI (48%) wim u Ha umyHoMoxaynatop, u Ha PI (42%).
Enunanecer mporieHTa OT NAlMEHTUTE ca OAYYMIN | peaXxoaHa JIMHHS Ha JISYeHUE; BCUUKH ca
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pedpakTepHy Ha neHanuIOMU, a 32,4% ca pedpakTepHu u Ha neHamuaoMua, U Ha Pl. E¢ukacnocTra
€ oIeHeHa upe3 npexkuBsieMoctra 6e3 mporpecus (PFS) B3 ocHOBa Ha KpuTepunTe Ha
Mexaynaponsara padotna rpyna mo muenom (IMWG).

[Ipu menuana Ha npocnenssane 16,9 mecena mbpBuvHUAT aHanu3 Ha PFS B nmpoyusane MMY 3013
MMOKa3Ba CTAaTUCTHUYECKH 3HAYNMO TTotoopenune B pamoro ¢ D-Pd B cpaBrenue ¢ pamoto ¢ Pd;
meaunanara Ha PFS e 12,4 mecena B pamoto ¢ D-Pd u 6,9 mecena B pamoto ¢ Pd (HR [95% CI]: 0,63
[0,47; 0,85]; p-croiinoct = 0,0018), koeTo npencTaisiBa 37% HamassIBaHE Ha PUCKA OT MPOTPECHS HA
3a00JIIBaHETO WJIM CMBPT IPU NMAMEHTHUTE, JeKyBanu ¢ D-Pd, cripsimo Pd.

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

10 D-Pd Pd
' (N=151) (N =153)
Menwana Ha npexvesaemocT Oe3 nporpecus - Mecetn 12.4 6.9
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W3BbpinieH e NOMBIHATENIEH TIAHUPaH TocaeaBan ananu3 Ha OS cien MeauaHa Ha MPOCIIe/IIBaHe

39,6 mecena. [lpu 57% gannu 3a OS 3a miaHupaHOTO BpeMe Ha IpocieasBane, MeauanaTa Ha OS e
34,4 mecena B pamoto ¢ D-Pd u 23,7 mecena B pamoro ¢ Pd (HR [95% CI]: 0,82 [0,61; 1,11]).

JombaHuTenHN pe3ynTaty 3a epukacHocT ot npoyusane MMY3013 ca npeacrasenu B Tadbauna 13
H0-JI0JTy.

Tabauna 13: Pesyararu 3a edpukacHoct oT mpoyuBane MMY30132

D-Pd (n=151) Pd (n=153)
0611 otroBop (SCR+CR+VGPR+PR) n(%)*? 104 (68,9%) 71 (46,4%)
P-croitaoct® <0,0001
Heocnopym mbiieH otroBop (sCR) 14 (9,3%) 2 (1,3%)
ITeaen otrosop (CR) 23 (15,2%) 4 (2,6%)
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Mmuoro n1o6sp yactuueH otrosop (VGPR) 40 (26,5%) 24 (15,7%)
Yacrtuuen orrosop (PR) 27 (17,9%) 41 (26,8%)
YectoTa Ha oTpunareano MRD* n(%) 13 (8,7%) 3 (2,0%)
95% CI (%) (4,7%; 14,3%) (0,4%; 5,6%)
P-croiinoct" 0,0102

D-Pd=naparymyma0-nomannaomMua-nexcaMmeTa3os; Pd=nomamuaomua-aexkcamerazon; MRD=MuHHMaIHO OCTaTHUHO

3abomsiBane; Cl=noBepureneH HHTEpBaI
a

6

B13 ocHOBa Ha intent-t0-treat TIOITyJIalIUs
p-croiiHocT oT xH-KBajpar Tect Ha Cochran Mantel-Haenszel, kopurupas 3a crpaTuuKanionHu GakTopu

®  Yecrorara Ha otpuuarensio MRD ce ocHOBaBa Ha intent-to-treat momyJauus u mpar ot 10°

" p-croiinocT oT Tounus Tect Ha Fisher.

IIpu pecioHnepuTe MeauaHaTa Ha BpeMeTo 10 oTroBop € 1 mecen (amama3os: 0,9 mo 9,1 mecena) B
rpynara ¢ D-Pd u 1,9 mecena (nuana3zosn: 0,9 1o 17,3 mecena) B rpynara ¢ Pd. Menuanara Ha
MPOABIDKUTEITHOCT Ha OTIOBOPa HE € JocTurHata B rpynata ¢ D-Pd (nuanazon: 1 mo 34,9+ mecena) u
e 15,9 mecena (nnanazon: 1+ mo 24,8 mecena) B rpynara c Pd.

Kombunupano neuenue c bopmezomud, yukiogochamuod u oexcamemasorn npu nayuenmu ¢ AL
AMUIOUO03a

B npoyuBane AMY3001, oTkpuTO, paHIOMHU3HPAHO, aKTUBHO-KOHTPOIUPaHO npoyuBane ¢aza I, ce
cpaBHsBa nedenre ¢ DARZALEX 3a noakoxuo npunoxenune (1800 mg) B komOuHamus ¢
6oprezomub, ruknodochamu u aekcamerazon (D-VCd) ¢ neuenne ¢ 60pre3oMus, UKIOPOChamMmuT
u nexcamerasoH (VCd) camocTosITeTHO TTpH MAIMeHTH C HOBOIMArHOCTHIIMPaHa cucteMHa AL
ammwiongo3a. Pannomusupanero e crpatudunupano mo Cucremara 3a CTaaupaHe Ha ChbpACYHHUTE
n3MeHenus npu AL amunongosa (AL amyloidosis Cardiac Staging System), o IbpaBH, KOUTO
0OWKHOBEHO TIpe/IaraT aBTOJI0KHA TpaHCIUIAaHTaMs Ha cTBOIOBU KieTk (ASCT) mpu manueHTH ¢
AL amunonioza u mo 660pedHa QyHKIHA.

Bcenukn manmentn, Bkinrodenu B mpoyuBane AMY 3001, umat HoBonuarHoctunupana AL amumongosa
C Hail-MaJIKO eFH 3aCerHaT OpPTraH, U3MEPUMO XeMaTOJIOTHIHO 3a00JsIBaHe, ChPICYHO 3acsiTaHe
craauii [-11TA (Bb3 ocHOBa Ha EBpomnetickara Mmogudukaims mo Mayo 2004 3a ctagupane Ha
ChPJICUHOTO 3acsirane, European Modification of Mayo 2004 cardiac stage) u kiac [-1ITA mo NYHA.
ITanuenTu ¢ xaac I1IB u IV mo NYHA ca uskiarousanu.

Boprezomuz (s.c.; 1,3 mg/m? TenecHa moBspxHOCT), mUKI0(Gochamu (IIepOPaTHO WK 1.V.;

300 mg/m? TenecHa MOBLPXHOCT; MakCUMasHa 103a 500 mg) u JieKkcaMeTa3oH (IIepopatHO WM 1.V.;

40 mg wm HamarneHa fo3a 20 mg npu naruenTty >70 roauHu, HHIEKC Ha TenecHaTa Maca [BMI]
<18,5 Wiu ManuMeHTH ¢ XUIIEPBOJICMHS, JIOIIO KOHTPOJIMPAH 3aXapeH quadeT WM MpeaXxoaHa
HEMMOHOCHMOCT KbM CTEPOUIHA TepaIlvs) ca MpUaraHd BEIHBX CEIMUYHO Ha JieH 1, 8, 15 u 22 ot
MoBTapsIuTe ce 28-1HeBHU [4-ceaMuuHU | uKiIu. B nuute Ha npunarane Ha DARZALEX ce naBa
JlekcamMeTa30H B 103a 20 mg KaTo JEKAPCTBEH MPOAYKT 3a MPEMETUKAIIHS, & OCTAHAIOTO KOJIHMIECTBO
ce JaBa B aeHs cien npuioxkenneto Ha DARZALEX. Boprezomu0, nukinodpochamus u gekcaMeTa3oH
ce TpuIIarar B Iect 28-1HeBHU [4-CeIMUYHY | IUKbBIIa B IBETE paMeHa Ha JICYSHHE, IOKATO JICUSHUETO
¢ DARZALEX npoxasmkasa Jio mporpecus Ha 3a00JIIBaHETO, 3aII0YBaHE Ha ITOCIIEABAINA TePAIHs HITH
3a MakCHMaNHoO 24 nukbia (~2 TOJUHM) OT IIbpBaTa J103a Ha JISYeHHETOo B poyuBaHeTo. Kopekiuu Ha
Jo3ara Ha 6opTe30Mu0, rukIodocdaMu 1 iekcameTa3oH ca IpUiIaralu Criopel Kparkarta
XapaKTePUCTHKA HA TPOITYKTHUTE.

Panpomusupanu ca o61ro 388 naruentu: 195 B pamoto ¢ D-VCd u 193 B pamoro ¢ VCd. U3zxomuute
nemMorpadcku JaHHHM U XapaKTEPUCTHKUTE Ha 3a00JIIBAaHETO Ca CXOAHM MEXIY IBETE TPYIH Ha
nedenue. [Toeuero (79%) oT manueHTHUTE UMAT 3200JIIBaHE ChC CBOOOJIHY JICKH BEPUTH THII JaMOa.
MenuanaTta Ha Bh3pacTTa Ha manueHTute € 64 roguan (quanazon: 34 mo 87); 47% ca > 65 roauny;
58% ca mpxe; 76% ca ot eBponeniHaTa paca, 17% ca oT a3uarcku nmpousxoq, a 3% ca
appoamepukaniy; 23% umat AL amunonzosa cbe ChbpACUHO 3acArane KnuHuueH cranuii |, 40% umar
craguii II, 35% umat cramuii IITA, a 2% umat ctaguii I11B. Bcnuku namyeHTy ”MaT €4uH WIHM II0BeUe
3acerHaTH OpPraHy, a MeJuaHarTa Ha Oposi 3acerHaTu opranu e 2 (auamnas3oH: 1-6), kato 66% ot
NalMeHTUTE UMaT 2 WM NIOBEYE 3aCerHaTu OpraHy. 3acsiraHeTo Ha KU3HEHOBaKHU opranu e: 71%
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cbpie, 59% 0v0per u 8% depeHn npod. [anmeHTH che ceH30pHa NeprudepHa HEBPOIIATHUS CTETICH 2
nim ¢ Oosie3HeHa neprudepHa HeBpoImaThs cTereH 1 ca nm3kmouBany. [IppBruuHaTa KpaitHa TOUKa 3a
e(hMKacHOCT € uecToTaTa Ha XxeMaTtojoruieH mbiieH otroBop (HemCR) ciopen onenkara Ha Komutera
3a HE3aBHUCHUM TIperiie/] Bb3 OCHOBA Ha MEXIYHAPOJIHUTE KOHCeHCYCHHU KputepuH (International
Concensus Criteria). [IpoyuBane AMY 3001 noka3sa nmonobpenue Ha HemCR B pamoto ¢ D-VCd B
cpasrenune ¢ pamoto ¢ VCd. Pesynrarute 3a epuxacHocT ca 06o0mmeny B Tabmiuma 14.

Ta6auna 14. Pesyararu 3a edpukacHoct ot mpoyuBane AMY3001?

D-VCd VCd P
(n=195) (n=193) CTOHHOC
T
XematosoruueH meiieH otroBop (HemCR), n (%) | 104 (53,3%) 35 (18,1%) <0,0001°
Muoro 1066p yactuyer otroBop (VGPR), n (%) | 49 (25,1%) 60 (31,1%)
UYactuuen otroop (PR), n (%) 26 (13,3%) 53 (27,5%)
Xematonornuen VGPR wim no-no6wsp (HemCR + | 153 (78,5%) 95 (49,2%) <0,0001°
VGPR), n (%)
[MpexxuBsieMocT 6€3 MpOrpecus ChC 3HAYUTEITHO 0,58 (0,36; 0,93) 0,0211F
BiormraBare Ha opranute (MOD-PFS),
Koedwuriuent Ha pucka npu 95% CI®

D-VCd=naparymyma6-60opre3omun-nukiopochamua-aekcamerazon; VCd=6oprezomua-nukinodochamMui-1eKcamMmera3on
a

6

B3 ocHOBa Ha intent-t0-treat momymauuns

p-croiiHocT ot xu-kBajpar tect Ha Cochran Mantel-Haenszel.
®  MOD-PFS e onpe/enena KaTo XeMaToJIOTHYHA IPOTPECHsl, 3HAUUTEIHO BJIOIIABAHE HA OPTaHUTE (ChPIIE WU
O6B0Opery) Ui CMBPT

Homunanna p-cToitHOCT OT inverse probability censoring weighted (IPCW) log-rank tect

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

171 nuwm) B rpynata ¢ VCd. Meananata Ha npoabmkutenHocT Ha HEMCR He e nocTurHaTa U B ABETE
paMeHa.

Menuanara Ha pociesIBaHeTo B IpoyyBaHeTo € 11,4 mecena. Menuanara Ha pexXuBsieMocTTa 0e3
IpOorpecus ChC 3HAUMTENHO BiolaBane Ha opranute (MOD-PFS) He e mocTUrHaTa Npy MaueHTUTE B
JIBETE paMeHa.

Jannwure 3a obmara npexussiemocT (OS) He ca noctarbuau. HabnromgaBanu ca o01io 56 cMbpTHH
ciyuan [n=27 (13,8%) B rpymara ¢ D-VCd cripsmo n=29 (15%) B rpymara ¢ VCd].

Kinanded ot ¢ maparymyMa0d KOHIIEHTPAT 32 MHGY3UOHEH pa3TBop (JIekapcTBeHa (opma 3a
MHTPABEHO3HO IIPWIOKEHUE)

Hoeoouaznocmuyupan mynmunien Mueiom

KomOunupaHo neueHue ¢ JeHaNUIOMU M JEeKCAMETa30H MPH MAlMEeHTH, KOUTO He Ca MOAXOASIIH 32
aBTOJIO)KHA TPAHCIIAHTAIIMS Ha CTBOJIOBU KJIETKHU:

IIpoyuBane MMY 3008, oTkpuTO, paHAOMHU3UPAHO, AKTUBHO-KOHTPOJIMPAHO Mpoy4uBaHe ¢a3za I,
CpaBHsBa JIeUeHHE C JapaTyMyMal 3a HHTpaBeHO3HO mpuioxenue 16 mg/kg B komOuHaus ¢
JICHAJIMJIOMUJI U HUCKA J103a JekcameTa3oH (DRd) ¢ neuenune ¢ JeHaMMaoMuIl 1 HUCKA 71032
nexcameTa3oH (Rd) mpu manueHTH ¢ HOBOJUArHOCTULIMPAH MYJTHILIEH MHUETIOM. JleHannaoMug

(25 mg npunaran nepopaiHO BEIHBK JHEBHO Ha AHU 1-21 oT noBTapsium ce 28-1HeBHN [4-
CeIMUYHH | IUKJIN) Ce TpUJiara ¢ HUCKa 7103a IepopajieH WM HHTPABEHO3EH JIeKCaMeTa30H

40 mg/cenmunia (MM HaMaeHa j103a ot 20 mg/ceMulIa IPHY HALMEHTH >75 FOIUHU WU HHJCKC Ha
tesnecHara maca [body mass index, BMI] <18,5). B auure Ha nn(y3us Ha qaparymyma 3a
MHTPABEHO3HO NPUIIOKEHHE 103aTa Ha JEKCAMETa30H Ce MpHilara KaTo NpeMeAnKaus MpeIu
uHQy3usaTa. Kopeknum Ha jj03aTa 3a JEHAIUAOMHU/] U JeKCaMeTa30H Ce U3BBPINBAT ChIIIACHO KpaTKaTa
XapaKTepHCTHKA Ha MPOIyKTa, MIPeI0CTaBeHa OT MPOU3BOAUTENA. JIeYeHHEeTO MPoabiKaBa B IBETE
paMeHa J1o mporpecusi Ha 3a00JIIBaHETO MJIM HETIPHEMIIMBA TOKCUYHOCT.
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Pangomusupanu ca o610 737 namuenrta — 368 B pamoro Ha DRd 1 369 B pamoto Ha Rd. M3xoaHute
Jaemorpadcku JaHHHM U XapaKTEPUCTHKHUTE Ha 3a00JI1BaHETO Ca CXOAHU MEXKIY IBETE TepareBTUIHI
pamena. Menuanata Ha Bb3pactTa ¢ 73 (auanaszoH: 45-90) roaunu, kato 44% OT NanueHTHTE ca Ha
BB3pacT > 75 roaunu. [loBeuero ca ot Osmata paca (92%), mexe (52%), 34% umat ckop 3a
(YHKIIMOHATHO CHCTOSIHUE TI0 CKanarta Ha M3ToyHara KoonepaTnBHa OHKOIOrndHa rpyna (Eastern
Cooperative Oncology Group, ECOG) 0, 49,5% umart ckop o ECOG 1, a 17% umar ckop no ECOG
>2. JIBageceT u ceqieM mpolieHTa uMart 3adoisaBane craanid | mo MexayHapoaHaTta craguparnia
cuctema (ISS), 43% umar ISS craguii II u 29% umart ISS cranuii 11I. EdukacHocTTa € onieHeHa upe3
npexuBseMoctTa 6e3 nporpecus (PFS) Bb3 ocHOBa Ha kpuTepunTe Ha MexnyHapoaHaTa paboTHa
rpyna no muenoM (International Myeloma Working Group, IMWG) u upe3 ob1iara npe:kuBsieMoCT
(0S).

IIpu Meaunana Ha npocnensBane 28 Mecena bpBUYHUAT aHanu3 Ha PFS B npoyusane MM Y 3008
mokasBa nomodpenue B pamoto Ha DRd B cpaBHeHHe ¢ pamoTo Ha Rd; Memnanata Ha PFS He e
nmocturaara B pamoto Ha DRd m e 31,9 mecena B pamoto Ha Rd (koedurment Ha pruck [HR]=0,56;
95% ClI: 0,43, 0,73; p <0,0001), koeto mpecTapiisiBa 44% HamMalleHUE HAa PUCKA OT MIPOrPECcHUs Ha
3a00JsIBAHETO WIIM CMBPT NIPH NALIMEHTHTE, JeKyBaHu ¢ DRd. Pesynrature ot akryanusupanus
ananm3 Ha PFS crnen menmana Ha pociieasBade 64 Meceria MpoabiDKaBar Aa MOKa3BaT MoJ00peHne Ha
PFS npu nanmentute B pamoro Ha DR B cpaBHeHue ¢ pamoro Ha Rd. Menuanata na PFS e

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

®urypa 4. Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3008

1.0
0.8 =
0.6 -

0.4 - ‘a4 D-Rd

D-Rd Rd

lMponopums npexuesieMocT 6e3 nporpecks

02 - (N =2368) (N =369)
' Mepmara Ha npexusremocT Bea nporpecus - Mecett 619 344
KoedomuwenT Ha pucka aa D-Rd cnpamo Rd (95% CI) 0.55(0.45, 0.67)
0IIIIIIIIIIIIIIIIIIIIIIIIII
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78
Meceum
No. B puck

Rd 369333 307 280 255 237 220 205196 179172156 147 134124114106 99 88 81 64 47 20 4 2 2 0O
D-Rd 368 347 335 320 309 300 290 276 266 256 246 237 232 223 211 200197 188177165132 88 65 28 11 3 0

[Ipu mennana Ha npocnensBane 56 mecena DRd mokassa npeaumMcTBo 1o otHomieHue Ha OS B
cpaBuenue ¢ pamoto Ha Rd (HR=0,68; 95% CI: 0,53, 0,86; p=0,0013). Pe3ynratute OoT
akTyanu3upanus ananu3 Ha OS cie; Menuana Ha npociiesiBade 89 Mecena MpoabDKaBar Jia oKa3BaT
nonoOpenue Ha OS npu nanuenture B pamoro Ha DRd B cpaBHenue ¢ pamoto Ha Rd. Mequanara Ha
OS ¢ 90,3 mecera B pamoro Ha DRd u 64,1 mecena B pamoto Ha Rd (HR=0,67; 95% CI: 0,55, 0,82).
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®@urypa 5: Kpupu na Kaplan-Meier 3a OS B npoyuBane MM Y3008
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Rd 369 343 324 308 294 270 251 232 213 194 182 164 149 138 120

59 11 2 0

D-Rd 368 346 338 328 3056 297 280 266 249 246 233 217 206 195 168 90 21 0 O

JomsnauTeNHA pe3yaTaTy 3a eQuracHOCT oT npoyuBane MM Y3008 ca npencraBenu B Tadnmia 15

O-I0JTy.

Tabanna 15: JlombJIHUTETHH pPe3yJTaTH 3a epukacHocT oT npoyusane MMY3008?

DRd (n=368) Rd (n=369)
061 otroBop (SCR+CR+VGPR+PR) [n(%)]* 342 (92,9%) 300 (81,3%)
p-croitHoCT® <0,0001
Heocnopum meiien otrosop (sCR) 112 (30,4%) 46 (12,5%)
[Tenen otrosop (CR) 63 (17,1%) 46 (12,5%)
Msoro n1o6sp gactudeH otrosop (VGPR) 117 (31,8%) 104 (28,2%)
YactuueH otrosop (PR) 50 (13,6%) 104 (28,2%)
CR i mo-m066p (sCR + CR) 175 (47,6%) 92 (24,9%)
p-cToitHocT® <0,0001
VGPR unn no-106wp (sCR + CR + VGPR) 292 (79,3%) 196 (53,1%)
p-croitHoCT® <0,0001
Yecrora Ha otpuriarenio MRD** n(%) 89 (24,2%) 27 (7,3%)

95% CI (%)

(19,9%, 28,9%)

(4,9%, 10,5%)

CroTHO1IEeHHEe Ha maHcosere ¢ 95% CI°

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

p-cToitHOCT"

<0,0001
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DRd=napaTtymymab-neHaniugoMuI-1ekcamerasot; Rd= reHanumpomuna-nexcamerazorn; MRD=MuHHMAaIHO OCTATHYHO

3abosBane; Cl=moBepuresneH HHTepBa
a

b
c
d

B®3 ocHoBa Ha intent-t0-treat momynarnms
p-croiiHocT ot xu-kBajpar Tect Ha Cochran Mantel-Haenszel
B3 ocHOBa Ha mpar 10

W3nomsBano e nzuncinenue no Mantel-Haenszel Ha 00110To chOTHONIEHHE HA NTAHCOBETE 32 HECTPATU(HUIIPAHI
tabuiy. ChOTHOIICHHE Ha 1IaHcoBeTe > | mokasBa mpeaumcTso 3a DRd.
p-cToitHOCT OT TouHwMs TecT Ha Fisher.

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

KomOunupano sneuenue ¢ 6oprezomuod, mendanan u npeaanzod (VMP) npu nanueHTH, KOUTO He ca
MOIXOJISIIIIN 332 aBTOJIOYKHA TPAHCIIAHTAIINS HA CTBOJIOBHU KJIETKH:

IIpoyuBane MMY 3007, oTkpuTO, paHAOMHU3UPAHO, AKTHBHO-KOHTPOJIMPaHO MpoyuBaHe ¢asa I,
CpaBHsIBA JICYCHUETO C IapaTyMyMal 3a MHTPABEHO3HO MpriiokeHue 16 mg/kg B koMOMHaIuUs C
oopTe3oMu0, Merndanan u npeauu3oH (D-VMP) ¢ neyenunero ¢ VMP npu manuesTH ¢
HOBOJMArHOCTUIIMPAH MYITHILIEH MAEJIOM. bopTe3omMu0 e mpuaras 4pe3 MoJK0KHa WHXKEKIHA B
mo3a 1,3 mg/ m? TenecHa MOBBPXHOCT JIBa ITBTH CEAMHUYHO Ha cenmuii 1, 2, 4 u 5 3a mbpBuUs 6-
CeJMMYEH UK (MUKBI 1; 8 103H1), MOCIEABAHO OT BEAHBXK CEIMHUYHO MPUIIOKCHUE HA ceMuiu 1,
2,4 u 5 3a ome oceM 6-ceqMuuHK UK (uKmy 2-9; 4 1031 Ha 1uKbI). Mendanan B 1o3a 9 mg/m? u
npeaau3oH 60 Mgy/mM? ce npuaraT MepopaitHo B AHK 1 10 4 OT AeBeT 6-ceAMUYHY IUKIN (muki 1-9).
JledenueTo ¢ naparymyMal 3a MHTPaBEHO3HO MPHIIOKEHUE MPOIbJKABA JI0 MPOTPeCcHs Ha
3a00JIIBaHETO WJIH IO HEMIPUEMITHBA TOKCUIHOCT.

Pangomusupanu ca o6mo 706 nanuentu: 350 B pamoto Ha D-VMP u 356 B pamoto Ha VMP.
Nzxomuute nemorpad)cku JaHHU U XapaKTEPUCTHKK Ha 3a00JISIBAaHETO ca MOJIOOHHU B IBETE TPYIH Ha
nedeHne. Meananara Ha Be3pactta € 71 (amamazon: 40-93) roguau, kato 30% oTt manueHTuTe ca >75-
roJuIlHa Bb3pacT. [loBedero ca ot Osutata paca (85%), sxenu (54%), 25% uMat GpyHKIIMOHAJIEH CKOP
o ECOG 0, 50% umat cxop o ECOG 1, a 25% umart ckop mo ECOG 2. ITanimenture umat
IgG/IgA/nexoBepmken muenoM B 64%/22%/10% ot ciayqaute, 19% nmat 3abonssane ISS cragmii |,
42% wnmart ISS cragmit 11, 38% umat ISS cranmii 111, a 84% mMaT UTOreHETUYHHN U3CIIEABAHUS ChC
cranaapteH puck. E¢ukacHoctTa € orieneHa upe3 PFS Bb3 ocHoBa Ha kputepuute Ha IMWG u Ha
obmrara mpexussiemoct (OS).

IIpu meaunana Ha npocnensBane ot 16,5 mecena mbpBuYHKUAT aHanu3 Ha PFS B mpoyusane MM Y3007
nokasea nojaoopenue B pamoto Ha D-VMP B cpaBHenue ¢ pamoto ¢ VMP; mennanara va PFS nHe e
nmocturaara B pamoro Ha D-VMP u e 18,1 mecena B pamoro Ha VMP (HR=0,5; 95% CI: 0,38; 0,65;

p < 0,0001). Pesynrarure ot akTyanusupan aHaimm3 Ha PFS cien Mmeaunana Ha nmpocrneasBane oT

40 mecera mpoIbJDKABAT JIa MOKa3BaT nmogoopenue Ha PFS npu manmenture B pamorto Ha D-VMP B
cpaBHeHue ¢ pamoto ¢ VMP. Meauanara na PFS e 36,4 mecena B pamoto Ha D-VMP 1 19,3 mecena B
pamoro Ha VMP (HR=0,42; 95% CI: 0,34, 0,51; p<0,0001), xoeTo mpecraBisBa 58% HamalleHue Ha
pHUCKa OT Tporpecus Ha 3a00JIIBaHETO WM CMBPT IIPU MAIMEeHTUTe, JekyBanu ¢ D-VMP.
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®urypa 6: Kpueu na Kaplan-Meier 3a PFS B npoyusane MM Y3007

D-VMP VMP
(N = 350) (N = 356)
10 Memmana Ha OPeRHBASMOCT 063 IpOTpecHt - Mecem 36,4 19.3
= ' KoedwmesT Ha prcka 3a D-VMP vs. VMP (95% CI) 0,42 (0.34-0.51)
5 P <0.0001
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MecenH
[TanmeHTH B pHCK
VMP 356 304 278 263 246 207 171126110 93 78 67 51 29 15 7 0 0
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173160 113 63 26 9 0

Crnen meauana Ha npocinenssane ot 40 mecena D-VMP noka3sa npeanmMcTBo 1o otHomeHue Ha OS B
cpaBHenwue ¢ pamoto ¢ VMP (HR=0,60; 95% CI: 0,46, 0,80; p=0,0003), koeto npenacrasisisa 40%
HaMaJICHWE Ha PHCKa OT CMBPT MPH MAIUSHTUTE, JIeKyBaHH B pamoTo Ha D-VMP. Ciien menuana Ha
npocnensBane 87 mecena, meauanara Ha OS e 83 mecena (95% CI: 72,5, NE) B pamoto Ha D-VMP n
53,6 mecema (95% CI: 46.3, 60.9) B pamoTto Ha VMP.
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®@urypa 7: Kpusu na Kaplan-Meier 3a OS B npoyuBane MM Y3007
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JlonbIHUTEIHY PE3yTaTH 3a epuKacHOCT oT npoyuBane MM Y3007 ca npencraBenu B Tabnuia 16
10-710Ty..

Tabanua 16:  JlombJIHUTETHH pPe3yJTaTH 3a epukacHocT oT npoyusane MMY30072

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

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

p-croitHoCT® <0,0001

Heocnopum meiier otroop (sCR) [n(%)] 63 (18,0) 25 (7,0

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

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

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

CroTHOIIEHNE Ha maHcoseTe ¢ 95% CI° 4,36 (2,64; 7,21)

p-cToiiHOCT! <0,0001

D-VMP=naparymyma6-6oprezomud-mendanan-npeanu3on; VMP=6opre3oMuo-Mendanan-npeIHH30H;
MRD=munnmManto ocrarpuHo 3abomsBane; CI=moBepnTeneH HHTEpBaIl.
a

6

Bb3 ocHOBa Ha intent-t0-treat momyJarus.
p-croiiHocT OT Xu-kBajapaT TecT Ha Cochran Mantel-Haenszel.

®  Bb3 0cHOBa Ha Ipar 10°°,

" MsnomseaHo e uzumcienue no Mantel-Haenszel Ha 061I0TO ChOTHOIIEHHE HA MAHCOBETE 3a CTPATH(QUIMPAHY

Tabmuny. ChOTHONIEHUE Ha MIaHCOBETE > | MoKa3Ba npeauMcTBo 3a D-VMP.
p-cToitHoCT OT TouHHs TecT Ha Fisher.

[Ipu pecnonaepure MearanaTa Ha BpemeTo 10 otrosop € 0,79 mecena (auanazon: 0,4 1o 15,5 mecena)
B rpynara ¢ D-VMP u 0,82 mecena (auanason: 0,7 1o 12,6 mecena) B rpynara ¢ VMP. Menunanata Ha
MIPOIBIDKUTETHOCT HA OTTOBOpA HE € mocTurHara B rpynarta ¢ D-VMP u e 21,3 mecena (quamna3oH:
18,4, He Moxe 1a ce oreHu) B rpynara ¢ VMP.
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W3BbpiieH e aHau3 10 NOATPYIH IpU MalMeHTUTE Ha Bb3pacT Hail-Manko 70 roaMHu WK IpU
MalMeHTHTE Ha BB3pacT 65-69 roannu ¢ pynkuuonanen ckop no ECOG 2 unu nox 65-roaumina
BB3PACT ChC 3HAYUTEIIHU CHITBTCTBAIIM 3a00msaBaHus win ¢pyHkunonaneH ckop no ECOG 2 (D-VMP:
n=273, VMP: n=270). PeaynTtarure 3a epUKacCHOCT B Ta3H MOATPYyIa CHOTBETCTBAT Ha O0IIaTa
nomynanus. B Ta3u moarpyna menuanara Ha PFS He e nocturnara B rpymara c D-VMP u e

17,9 mecena B rpynata ¢ VMP (HR=0,56; 95% CI: 0,42; 0,75; p<0,0001). Obmiara yecroTa Ha
otroBop ¢ 90% B rpymara ¢ D-VMP u 74% B rpynara ¢ VMP (yectora HaVGPR: 29% B rpynara c
D-VMP u 26% B rpynara c VMP; CR: 22% B rpynara ¢ D-VMP u 18% B rpynara ¢ VMP; gectora
Ha sCR: 20% B rpynara ¢ D-VMP u 7% B rpynata ¢ VMP). Pe3ynrarute 3a 6€301acHOCT B Ta3u
MOArpymna ChOTBETCTBAT Ha obmiara momynanus. OCBeH TOBa, aHATM3UTE 3a 0€30MacHOCT B
noarpynara naruentu ¢ pyakmunonaned ckop mo ECOG 2 (D-VMP: n=89, VMP: n=84) csimio
CBHOTBETCTBAT Ha 00IIaTa MOMYyJIaIHs.

Kombunupano nevenue ¢ bopmesomud, manuoomuo u oexcamemazon (VI1d) npu nayuenmu,
nOOX00WU 34 A8MON0dNCHA mpancnaaumayus Ha cmeonosu kiemxu (ASCT)

[MpoyuBane MM Y3006 e oTKpuTO, paHIOMU3UPAHO, AKTUBHO-KOHTPOJIMPAHO MpoyuBane ¢asa Il B
nBe yactu. YacT 1 cpaBHsABa MHAYKIMOHHO W KOHCOJIMIUPAILO JIEYEHUE ¢ AapaTymyMa0 3a
HUHTPaBEHO3HO npuiokenne 16 mg/kg B komOuHaIust ¢ 60pTe30MUO, TATHIOMHU U AekcameTa3oH (D-
VTd) ¢ neyenue ¢ 6opTe3oMud, TamuaoMua 1 nekcameraso (VTd) npu nanueHTH ¢
HOBOJMAarHOCTULIMPAH MYJTUILIEH MUeoM, oaxoasuiy 3a ASCT. ®a3ata Ha KOHCOIUIUPALIO
nedyenue 3anousa MUHUMYM 30 quu cieq ASCT, korato nauueHThT c€ € Bb3CTaHOBUJ 1OCTAThYHO U
MpUEMaHEeTO Ha MPUCaJKaTa € BIHO. B yacT 2, yuacTHUIMTE, KOUTO ca C IOHE YaCTHYCH OTTOBOP
(PR) no men 100 cien TpaHcIuIaHTaLUs ca TIOBTOPHO PaHJOMU3UPAHH B ChbOTHOIIEHHE 1:1, Ha
MOJIBPIKALLO JICUCHHUE ¢ AapaTyMyMad win camo Habmogasanu. [lo-gomy ca onucanu camo
pesynraTu oT yact 1.

BopTe3oMu6 ce npuiara 4pe3 MoJKOKHA MM MHTPABEHO3HA MHKEKIMS B 103a 1,3 mg/m? Tenecna
MMOBBPXHOCT J[BA ITBTH CEIMUYHO B MPOIBIDKEHNE Ha 1Be ceamuny (nHu 1, 4, 8 u 11) ot moBrapsmute
ce 28-mHeBHY (4-ceIMUYHY) ITUKIU Ha UHAYKIMOHHO JieueHue (LUKIU 1-4) ¥ 1Ba KOHCOIHUPAIITH
nukbaa (muktu 5 u 6) cnen ASCT cnen ks 4. Tanugomun ce npumara rnepopaiao B 1o3a 100 mg
JHEBHO I10 BpeMe Ha HIeCTTe LUKbiIa ¢ 0opTe3oMu0. JlekcameTa3oH (IepopajieH Wik HHTPABEHO3EH)
ce mpwtara B 1o3a 40 mgB aam 1, 2, 8,9, 15, 16, 22 u 23 ot nwkiu 1 12 u B 1032 40 mg B qau 1-2
20 mg B mocrneABalIuTe JHU Ha npuioxenue (aau 8, 9, 15, 16) ot uukiu 3-4. [lekcamerazon 20 mg ce
npunara B qau 1, 2, 8,9, 15, 16 oT nuknu 5 u 6. B nHuTe Ha MH)Y3MUsA Ha JapaTyMmymad 3a
MHTPABEHO3HO NPHIIOKEHHE J103aTa Ha AEKCaMETa30H Ce MpHjiara HHTPaBEHO3HO KaTo JIEKapCTBEH
MPOAYKT, puiiarad npeau undpysusara. Kopekuuu Ha 103UTe Ha 00pTE30MHO, TATUIOMUIL U
JIEKCaMETa30H Ce MPaBAT ChIVIACHO KpaTKaTa XapakTepUCTUKA Ha MPOIyKTa, MPEACTaBeHa OT
MPOU3BOAMTEIS.

Pangomusupanu ca o6mo 1 085 naruentu: 543 B pamoto Ha D-VTd u 542 B pamoro na VTd.
Uzxomuaute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3a00JSIBAHETO ca MOI00OHU MEXIY JBETE
Tpynu Ha jiedyeHrne. MenuaHara Ha Bb3pacTTa e 58 (quama3oH: 22 no 65) roguHu. Bcuuku nanueHTn
ca < 65 rogunu: 43% ca BbB Bb3pacToBara rpymna > 60-65 rogunu, 41% ca BbB Bb3pacToBaTa rpyma

> 50-60 ronuau u 16% ca Ha BB3pacT mox 50 roaunu. [ToBedero ca mbxe (59%), 48% umar
¢ynkunonaies ckop no ECOG 0, 42% umar ¢pynkunonanex ckop no ECOG 1 u 10% umar
¢ynkunonaieH ckop no ECOG 2. UetupuzeceT nporeHTa uMaT 3a0oisiBane B craauii [ mo
MexnyHapoaHaTa cuctema 3a craaupane (International Staging System, ISS), 45% umat craamii 11 o
ISS u 15% umar craguii 111 no ISS.

EdukacHoctTa € o1ieHsIBaHa 110 YeCTOTa Ha HeocropuM mbjieH otroBop (sCR) B aen 100 cien
TpaHcrutantanusta u PFS.

Tabauna 17: Pesyararu 3a edpukacHoct oT npoyuBane MMY3006*
D-VTd (n=543) | VTd (n=542) | P-croiinoct®

Ouenka Ha otroBopa B 1ieH 100 ciex
TPAHCIUTAHTALMSITA
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Heocnopum meien orroop (sCR) 157 (28,9%) 110 (20,3%) 0,0010
CR i mo-1066p (SCR+CR) 211 (38,9%) 141 (26,0%) <0,0001
MHoro 100bp 4YaCTUYECH OTTOBOP HIIH
10-1006p (SCR+CR+VGPR) 453 (83,4%) 423 (78,0%)
Otpunarenino MRD™ " n (%) 346 (63,7%) 236 (43,5%) <0,0001
95% CI (%) (39,3%;
(59,5%; 67,8%) | 47,8%)
CroTHoIIeHre Ha mancosere ¢ 95% CI* | 2,27 (1,78; 2,90)
Orpunarenno MRD B komOunamms ¢ CR win | 183 (33,7%) 108 (19,9%) <0,0001
mo-106po® N(%)
95% CI (%) (29,7%; 37,9%) | (16,6%;
23,5%)
CpoTHOLIeHHUE Ha mancoseTe ¢ 95% CI* | 2,06 (1,56; 2,72)

D-VTd=naparymyma6-60pre3omMuo-TanuroMua-aekcamerason; VT d=060pTe30MHuO-TamIoMHI-1eKCaMeTa30H;

MRD=MuHUMAaIHO OCTAaTh4YHO 3a0oisaBaHe; Cl=mnoBepuTeneH HHTepBall.
a

6

B3 ocHoBa Ha intent-to-treat mormymanmsi.
p-croiiHocT ot xu-kBajpar tect Ha Cochran Mantel-Haenszel.

®  Bb3 ocHoBa Ha mpar 10,

" Heszasucumo OT 0TroBopa 1o kpurepuure Ha IMWG.

" Usnonssano € uzuucienue 1o Mantel-Haenszel Ha 06110TO CHOTHOLIEHKE HA IIAHCOBETE 3 CTPATH(UIMPAHH
Tabnmuny.

[IspBuunusT ananus Ha PFS npu npocnenssane ¢ meauana 18,8 mecena, upe3 HeH3ypUpaHe Ha
MaIMEHTHUTE, KOUTO Ca paHIOMHU3UPaHU 3a MOUIBPXKAIIO JICUCHUE ¢ AapaTyMymal Mpu BTopara
panmomusans, mokazea HR=0,50; 95% CI: 0,34, 0,75; p=0,0005 x»M maTaTta Ha BTOpara
pangomuszanus. Pesynrarure ot akTyanu3upad aHanu3 Ha PFS ¢ meauana Ha npocneasBaHe

44,5 mecena, 4pe3 IIEH3ypUpaHe Ha MAUSHTUTE, KOUTO Ca PAaHAOMHU3UPAHHU 32 MTOAbPIKAIIO0 JICUCHHE
¢ naparymyma0 mpu BTOpara pangommsanus, nokassar HR=0,43; 95% CI: 0,33; 0,55; p<0.0001.
Menuanara Ha PFS He ¢ nocturnara B pamoto Ha D-VTd u e 37,8 mecena B pamoto Ha VTd.

®urypa 8: Kpusu na Kaplan-Meier 3a PFS B npoyuBane MMY3006
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Peyuousupan/peppaxmeper mynmunien Mmuerom
MoHoTepanus

KnunanunaTa eukacHOCT ¥ 0€30MaCHOCT Ha MOHOTEPAIUATA C JapaTyMyMal 3a HHTPaBEHO3HO
MIPUJIOKEHUE TIPH JISYEHUE Ha Bh3PACTHU MAIMEHTH C PEIUIUBUPAI U pePpaKkTepeH MyITHILICH
MUEJIOM, YUATO MPETUIITHA TePasl BKIIOYBA MPOTea30MeH HHXHOUTOP U IMYHOMOYJIATOPHO
CPEICTBO U KOUTO ca MoKa3alii porpecus Ha 3a00JIIBaHETO MPH MOCIEIHATA TEpamsi, ca

JIEMOHCTPHUPAHH B JBE OTKPUTHU MPOYUBAHHUSL.

B mpoyuBane MM Y2002, 106 mamuenTy ¢ peuuaInBUpal U pepakTepeH MyJATHIUIEH MUEIOM
nonyvasat 16 mg/kg napatymymab 3a HHTpaBEHO3HO MPUIIOKEHHUE 0 MpOorpecus Ha 3200 IsIBAHETO.
Menananara Ha Bp3pacTTa Ha manueHTute € 63,5 ronuan (quamason ot 31 xo 84 roguawm), 11% ot
ManueHTuTe ca >75 rogunu, 49% ca mbxe u 79% ca ot eBponeuana paca. [lanmenture nmonyyaBat
CpeIHO 5 mpeniecTBamy JMHUH Tepanust. OceMeceT MPOLeHTa OT MAMEeHTUTE ca MOJI0KEHH Ha
MIPEIXOTHA aBTOJIOXKHA TpaHCIDIaHTaIusA Ha cTBoJIoBH KiIeTKH (ASCT). [IpemmecTamure Tepamimu
BKIItouBaT O00opTezomud (99%), nernammmomun (99%), nomamumomun (63%) u xapdumzomud (50%). Ha
M3X0JIHO HUBO 97% OT MalMeHTUTE ca pepakTepPHH Ha TMOCIeHATA JIUHUS Ha JieueHue, 95% ca
pedpakTepHH KakTo Ha nporeazomMeH naxuouTop (PI), Taka 1 Ha UMyHOMOIYIHpPAIIIO CPEACTBO
(IMiD), 77% ca pedpakTepHH Ha aIKHUIUpAIIN cpeacTsa, 63% ca pedpakTepHU HA TOMATHIOMUA U

48% OT manueHTHTe ca pepakTepH Ha KapPri3oMuo.

PesynraTtute 3a epUKACHOCT OT MPEIBAPUTEITHO IJIAHUPAHUS MEKIMHCH aHAIN3, Bh3 OCHOBA Ha
orenka Ha Komurer 3a He3aBucum mperien (Independent Review Committee, IRC) ca npeacraBenu B

tabyuna 18 mo-momy.

Taoauna 18: Omnenenn ot IRC pe3yararu 3a epukacHoct ot mpoyuBane MM Y2002

Kpaiina Touka 3a epuxacHoct Jdapatymymao 3a
HHTPABEHO3HO NMPUJIOKEHHE
16 mg/kg
N=106

O6ma crenen Ha orrosop® (ORR: SCR+CR+VGPR+PR) [n 31(29,2)

(%)]

95% CI (%) (20,8, 38,9)
Heocnopum meiien otroop (SCR) [n (%)] 3(2,8)
[Iwaen orroeop (CR) [n] 0
Muoro n06bp yactuueH otroop (VGPR) [n (%)] 10 (9,4)
Yacruuen otrosop (PR) [n (%)] 18 (17,0

Crenen Ha kiuanyHa noi3a (ORR+MR) [n(%)] 36 (34,0)

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

CpeaHo BpeMe 10 OTroBOp [Mecel (ananas3on)] 1(0,9;5,6)

1

Cl=noBeputeneH unrepsai; NE=He e ouenumo; MR=MuHuMaieH oTrosop.

[IppBUYHa KpaifHa ToUKa 3a epuKkacHOCT (KpuTepuu Ha International Myeloma Working Group).

Oo6mara crened Ha orroBop (ORR) B MMY2002 e cxoiHa HE3aBUCUMO OT THITA TIPEIXOIHA

AHTUMUECIIOMHA TEpaIius.

HpI/I AKTyaJin3alnus Ha JaHHUTE 3a IMPCKUBACMOCT IIPpU CpCAHA NPOABILZKUTCIIHOCT Ha IIPOCJICASABAHC

14,7 mecena, OS e 17,5 mecena (95% CI: 13,7, He e oricHIMA).

IIpu mpoyusane GEN501, 42 manueHTy ¢ peluaIuBUpaI U pedhpakTepeH MyITHILICH MUEIOM
nonydaBaT 16 mg/kg napatymymab 3a HHTpaBEHO3HO IPUIIOKEHHE J0 IPOTpecHs Ha 3a00JISIBAHETO.
MennanaTta Ha Bb3pacTTa Ha manueHTute € 64 roguan (quana3oH ot 44 go 76 rogunn), 64% ca Mbxe
n 76% ca ot eBponenaHa paca. [lanieHTHTE B TPOYYBAaHETO MOTyYaBaT CPEAHO 4 MPEmIECTBAIIN
muHuH Tepanus. CeeM/IeceT U YeTUPH MTPOIIEHTA OT MaIMeHTuTe mony4vasar npeaxoana ASCT.
[IpenmectBamuTe Tepanuu BKarouBatr boprezomud (100%), nernanumomu (95%), moManuIoMuL
(36%) u xkapdumzomud (19%). Ha u3xoauo HEBO 76% OT HMalMeHTHTE ca pepakTepHH Ha MOCIeHATA
JMHUS Ha JedeHue, 64% ca pedpakrepnu kakTo Ha Pl, Taka u va IMiD, 60% ca pedpakrepHu Ha
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ANKUIHpaIIy cpeacTra, 36% ca pedpakrepan Ha noManmuaoMus u 17% ca pedpaktepHu Ha
kapdrmoMuo.

[TpeaBapUTEIHO MTAHUPAHUIT MEKIMHEH aHAIN3 TIOKA3Ba, Ye JICUeHUETo ¢ mapatymymad 16 mg/kg
Bou 10 36% ORR ¢ 5% CR u 5% VGPR. Cpennoro Bpeme 1o otroBop e 1 mecer (quanazos ot 0,5
1o 3,2). CpexgHarta IpOoIBIDKUTETHOCT Ha OTrOBOp He € mocturHara (95% CI: 5,6 mecenia, He €
OIICHMMA).

Ipu akTyanu3aiys Ha TaHHUTE 32 MPEKUBICMOCT IIPU CPE/IHA MPOIBIDKUTETHOCT Ha MPOCIICIsIBaHE
15,2 mecena, cpennara OS He e mocturHata (95% CI: 19,9 mecena, He e onleHuMa), cbe 74% Bee oriie
JKUBH TAIIMCHTH.

Kombunupano neuenue ¢ rienanudomuo

[TpoyuBane MM Y3003, oTKpUTO, paHIOMHU3UPAHO, KITMHUYHO NpoyuBaHe ¢asa Il ¢ akTuBHa
KOHTPOJIA, CPaBHsIBA JICUCHHUE C AapaTyMyMal 3a HHTPaBEHO3HO NpwiiokeHrne 16 mg/kg B komOnHaIms
C JICHAIMIOMHUI 1 HUCKA 103a nekcameTa3zoH (DRd) ¢ meuenne ¢ ieHaTumaoMu M HICKA 1032
nexcameta3oH (Rd) mpu manuenTy ¢ peuuanBupan u pepakTepeH MyJITHIDICH MHEJIOM, KOUTO ca
MOJTyYMIIA Hali-MaJIko eHa MpeamniecTBamia Tepanus. Jlenamumomus (25 mg BEAHBXK THEBHO
nepopaiHo B gHA 1-21 ot moBTapsmuTe ce 28-1HEeBHHU [4-CeIMUYHY | IUKIIN) € JaBaH ¢ HUCKA /1032
nexcamera3oH 40 mg/cenmuna (Miau HamaseHa 1o3a ot 20 mg/ceaMuIa NPy NAUEHTH >75 TOaUHN
wi BMI <18,5). B naute Ha nH)y3us Ha AapaTymymad 3a HHTpaBeHO3HO npuiiokeHune 20 mg ot
J103aTa Ha IEKCaMETa30H ce Ipujlara KaTo JeKapCcTBEH NPOAYKT, IpHilarat npeau nHdysusTa, a
ocTaHajlaTa 4acT ce JlaBa B JeHs cliell HH}y3usaTa. JledueHneto mpoabkasa B IBETE paMeHa J10
nporpecus Ha 3a00JIIBAHETO WIIM HETIPHEMIIMBA TOKCHYHOCT.

Parmommsupanu ca oomo 569 nanuentu; 286 B pamoto Ha DRd 1 283 B pamoTto Ha Rd. U3xonanTe
nemMorpadcku JaHHHU U XapaKTEPUCTHKHUTE Ha 3a00JI1BAHETO ca MOJA00HU MEXy PaMOTO Ha
JapaTymyMa0 3a HHTPaBEHO3HO MPUJIOKEHUE U KOHTPOIHOTO paMo. MenaHaTa Ha Bb3pacTTa Ha
nanuerTute e 65 roguan (muana3oH 34 no 89 roaunn), kato 11% ca >75 ronunu. [loBedero
nanueHTH (86%) ca monydaBanu npenu ToBa PI, 55% ot manuenTute ca noiayvaBainy Npeau TOBa
IMiD, BkitouuTenHo 18% ot GoJIHHTE, KOMTO Ca MOJyYaBald MPEIU TOBa JIeHAIUAOMuU/, a 44% ot
MAIMEeHTHTE ca MmoirydaBanu npeau Toea u PL, u IMiD. Ha u3xoaHo HUBO 27% OT narmeHTuTe ca
pedpakTepHH KbM MOCTeNHATa TUHUS Ha tedeHne. OcemHanecet nmponeHTa (18%) ot mamueHTure ca
pedpaxrepuu camo kbM Pl a 21% ca pedpaxrepan kpm 60pTezomus. Pedpakrepuure KbM
JEHATUAOMU/L TIAIUEHTH Ca U3KJITFOYBAHU OT IIPOYYBAHETO.

IIpu meaunana Ha npocnenasane ot 13,5 mecena mbpBUYHMAT aHau3 Ha PFS B npoyusane MM Y3003
nokasea nojo0penue B pamoto Ha DRd B cpaBHenue ¢ pamoro ¢ Rd; mennanara Ha PFS He e
nmocturaara B pamoto Ha DRd u e 18,4 mecena B pamoto Ha Rd (HR=0,37; 95% CI: 0,27, 0,52;

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

55 Mecelia npoappKaBart qa nokassat nogpoopenue va PFS npu nanmenture B pamoto Ha DRd B
cpaBHeHue ¢ pamoto Ha Rd. Menuanara Ha PFS e 45,0 mecera B pamoro Ha DRd u 17,5 mecena B
pamoro Ha Rd (HR=0,44; 95% ClI: 0,35, 0,54; p<0,0001), koeTo npeacTaisiBa 56% HamaaeHHE Ha
pHCKa OT Mporpecus Ha 3a00JIIBAHETO WJIM CMBPT P MAIMEHTH, JeKyBanu ¢ DRd (Bx. durypa 9).
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®urypa 9: Kpueu na Kaplan-Meier 3a PFS B npoyuBane MM Y3003

D-Rd Rd
(N = 286) (N = 283)
10 MenuaHa Ha NpeMEASMOCT D23 NPOTPECHA - MECELM 45.0 17.5
s KoedmumenT Ha pucx 3a D-Rd vs. Rd (95% Cl) 0.44 (0.35-0.54)
% 5 P <0.0001
0.8 \
0.6
0.4 » [-Rd

0.2 - _-."m. Rd

Mponopuws npexnesemocT bes nporpecus

0

| 1 | 1 1 1 I 1 1 1 I 1 | 1 1 1 I 1 1 1 1
0 3 6 9121518212427 3033 363042454851 54576063
Meceum

N B puck
Rd 283249206181 160144127 112102 91 83 75 66 63 53 48 40 40 28 5 1 0
D-Rd 286 266 249 238 229 215 204 195 184 168 156 151 143136134 13112511576 16 3 (0
Crnen Meauana Ha npocnensBane ot 80 mecena, DRd moka3sa npeaumctBo no otHomeHue Ha OS B
cpasaenue ¢ 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 10: Kpuu na Kaplan-Meier 3a OS B npoyuBane MMY3003
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02 Obiwa Memana Ha NpesxuBAeMocT - mecern 676
Koedmupent na puck sa D-Rd vs. Rd (95% CI)  0.73 (0.58-0.91)
P=10.0044
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JlonbIHUTEIHY Pe3yTaTH 3a euKracHOCT OT npoyuBane MMY 3003 ca npencraBenu B Tabnuia 19

MO-70TY.

Ta6anna 19: JlombJIHUTETHH Pe3yJTaTH 32 e(pMKACHOCT OT npoyuBane MMY3003

(95% CI)]

Bp. nanueHTH ¢ 0TrOBOP, MOAXO/SIII 32 OLEHKA DRd (n = 281) Rd (n = 276)
06111 otroBop (SCR+CR+VGPR+PR) n(%) 261 (92,9) 211 (76,4)
p-croitHOCT? <0,0001
Heocnopum meien orrosop (sCR) 51 (18,1) 20 (7,2)
[Teaen otroBop (CR) 70 (24,9) 33 (12,0
Mtuoro no6sp yactudeH otrosop (VGPR) 92 (32,7) 69 (25,0)
Yactuuen orrosop (PR) 48 (17,1) 89 (32,2)
Menuana Ha Bpemero j10 otrosop [mecenu (95% CI)] 1,0(1,0,1,1) 13(1,1,19)
MennaHna Ha IPOABIDKUTEIHOCTTA HA OTTOBOpa [Mecenn NE (NE, NE) 17,4 (17,4, NE)

Otrpunareano MRD (95% CI) ° (%)

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

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

CroTHOIIEHHE Ha maHcoBete ¢ 95% CI®

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

P-croiinoct”

<0,0001

DRd=napatymyma0-neHaInaoMua-n1exkcamMmera3ot; Rd=nenamunomua-nekcamerazon; MRD=MHHIMaIHO OCTATHYHO

3abomsiBane; CI=noBepurenen uarepsan; NE=He MoXKe a ce OIeHH.
& p-croitroct ot Cochran Mantel-Haenszel Chi-Squared Tect.

% B3 ocHoBa Ha intent-to-treat MOIMYyJIAKs ¥ Ipar OT 1075

B

mancoBeTe >1 mokassa npeumyiectBo Ha DRd.
p-cToitHOCTTa € OT TouHHms TecT Ha Fisher.

Kombunupano nevenue ¢ bopmesomud

Hsnomssano e n3unciaenue no Mantel-Haenszel na 06HIOTO CHOTHOIIEHKE Ha maHcoBeTe. ChOTHOLICHHE Ha

[IpoyuBane MM Y3004, oTkpuTO, paHAOMH3UPAHO, KIMHUYHO MpoyuBaHe ¢a3a Il c aktuBHa
KOHTPOJIa, CpPaBHSBA JICYCHUE C 1apaTyMyMal 3a MHTPaBEHO3HO npuiiokeHue 16 mg/kg B komOUHaIus
¢ 6opre3omud u pekcamerason (DVd) ¢ nedenune ¢ 6opre3omMud u nqexcamera3on (Vd) npu namueHTH ¢
peunauBHpai v pehpakTepeH MyJITUILICH MUEJIOM, KOUTO ca MOJIYYHIN Hai-Majko €Ha IpeInIIHa
Tepanus. BopTe30Mu6 € IpuiIaran upes MOAKOKHA MM MHTPABEHO3HA MHKEKIMS B 103a 1,3 mg/m?
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TeJIeCHA TIOBBPXHOCT JBA ITBTH CEAMUYIHO B MPOIBIDKEHNE Ha ABe ceamuy (nau 1,4, 8 m 11) oT
noBTapsmure ce 21-gaeBHN (3-CeIMUYHN) ITUKIN Ha JISYCHHE 3a 00110 8 muKhiIa. JlekcaMmerasoH e
npuiiaral nepopaiHo B no3a 20 mg B qau 1, 2,4, 5, 8,9, 11 u 12 ot Bceku oT 8-Te UKBIA C
oopte3omu6 (80 mg/ceamuIia B IBE OT TPH CEAMMIIMA Ha MUK ¢ OOPTE30MHUO) WM HAMaJIeHa J103a OT
20 mg/cenmuria npu nanueHTy >75 rogunau, BMI < 18,5, 60J1HH ¢ JI0II0 KOHTPOJIHMPAH 3aXapeH
JIabeT WK MPEeUIITHA HETOHOCUMOCT KbM CTEpOHIHA Tepanus. B nHuTe Ha nH)Yy3us Ha
JlapaTyMyMa0 3a MHTPaBEHO3HO MIPUIIOKEHHE, 032 OT 20 mg JIeKcaMeTa30H ¢ mpujlaraHa KaTo
JIEKapCTBEH MPOJYKT, MPUIIAraH npeau nadysusra. JledeHneTo ¢ qaparymymad 3a HHTPaBEHO3HO
MPUIIOKEHUE TIPOIBIDKABA 10 MPOTPecHs Ha 3a00JSIBAHETO MITH HEMPUEMITUBA TOKCUYHOCT.

Pannomusupanu ca o6mio 498 naruenty; 251 B pamoto Ha DVd u 247 B pamoro Ha Vd. U3xoauute
nemorpadcku TaHHH 1 XapaKTepUCTUKUTE Ha 3a00JSBAaHETO ca MOI00HN MEXIY PaMOTO C
JapaTyMmyMa0 3a HHTPaBEHO3HO MPUJIOKEHUE U KOHTPOJIHOTO paMo. MenaHaTa Ha Bb3pacTTa Ha
nanuenTute ¢ 64 rogunau (rpanuny 30 no 88 rogunu), kato 12% ca > 75 roaunu. lllectnecer u neBer
nporeHTa (69%) oT manueHTHTe ca moxy4aBainu npean Toa Pl (66% ca momygaBanu 6opre3omud), a
76% ot manuenTute ca nomydasanu IMiD (42% ca nonyuyaBanu neHanunomun). Ha u3xonHo HUBO
32% ot marueHTUTE ca pepakTepHH KbM TOCICIHATA JIUHAS Ha JiedeHue. TpUaeceT U TpU MPOICHTA
(33%) ot maumenture ca pedpaxrepau camo kbM IMiD, a 28% ca pedpakTepHu KbM JICHATHIOMUI.
Pedpakrepanre kbM 00pTE30MHUO MANIMEHTH Ca U3KITIOYBAHH OT IMPOYIBAHETO.

IIpu meaunana Ha npocinenaBane ot 7,4 mecena mbpBUUHUAT aHanu3 Ha PFS B mpoyuBane MM Y3004
nmoka3Ba nogoopenne B pamoto Ha DVd B cpaBHeHue ¢ pamoto ¢ Vd; meananarta Ha PFS He e
Jocturaara B pamoto Ha DVd u e 7,2 meceria B pamoto Ha Vd (HR [95% CIJ: 0,39 [0,28, 0,53]; p-
croitHocT < 0.0001). Pesynratute ot aktyanusupan ananus Ha PFS cien meanana Ha npocrnesBane
ot 50 Meceria mpoabIDKaBar Ja mokassar noaoopenue Ha PFS npu manmenTute B pamoro Ha DVd B
cpaBHenwue ¢ pamoto ¢ Vd. Menuanara na PFS e 16,7 mecera B pamoro Ha DVd u 7,1 mecena B
pamoto Ha Vd (HR [ 95% CI]: 0,31 [0,24, 0,39]; p-croiinoct < 0,0001), koeto npeacrasissa 69%
HaMaJICHHE Ha PUCKa OT MporpecHs Ha 3a00JIsIBaHETO HIIM CMBPT MPH TAIllMeHTH, JeKyBanu ¢ DVd,
cipsimo Vd (Bx. purypa 11).

®urypa 11: Kpusu na Kaplan-Meier 3a PFS B npoyusane MM Y3004

D-vd Vd
N =251) (N =247)
10 Memnana Ha npexMeAsMOCT De3 nporpecA - Mecaln 16,7 [A
’ KoedmumeHT Ha puck 3a D-Vd vs. Vid (95% Cl) 0.31(0.24-0.39)
P <0.0001
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Cren Mmenmana Ha nipociiesBane ot 73 mecerna, DVd moka3sa nmpenuMcTBO 10 oTHOMIeHHe Ha OS B
cpasaenue ¢ pamoro Ha Vd (HR=0,74; 95% CI: 0,59, 0,92; p=0,0075). Menuanara na OS ¢ 49,6
Mmecena B pamoto Ha DVd u 38,5 mecena B pamoto Ha Vd.

®@urypa 12:
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Kpusu na Kaplan-Meier 3a OS B npoyusane MM Y3004
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A

JomsnauTtenHn pe3yaraty 3a egukacHocT oT npoyuBane MMY 3004 ca npencraBenu B Tabnwmima 20

MO-TTOJTY.

Ta6auua 20:  JlombJHUTETHH Pe3yJTaTH 32 epukacHocT oT npoyuBane MMY 3004

Bp. naiueHTH ¢ 0TrOBOP, MOAXO/SIIIL 32 OLEHKA DVd (n = 240) Vd (n = 234)
0611 otroBop (SCR+CR+VGPR+PR) n(%) 199 (82,9) 148 (63,2)
p-croitHoCT? <0,0001
Heocnopum meiieH otrosop (sCR) 11 (4,6) 5(2,1)
[Teaen otrosop (CR) 35 (14,6) 16 (6,8)
Muoro n00bp yactuueH otroBop (VGPR) 96 (40,0) 47 (20,1)
Yacrtuuen otrosop (PR) 57 (23,8) 80 (34,2)
MeauaHna Ha BpEMETO 10 OTIOBOP [Mecenu 0,9 (0,8, 1,4) 1,6 (1,5, 2,1)
(rparnnm)]
Meauana Ha MPOBIHKUTEIHOCTTAa HA OTTOBOPa NE (11,5, NE) 7,9 (6,7, 11,3)
[Mecerm (95% CI)]
Orpunarenno 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-croitnoct" 0,0001
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DVd=naparymymab-6opre3omMud-nexcamerason; Vd=6opre3omutd-aexkcamerazon; MRD=MuHHMaIHO OCTATHYHO
3abossBane; Cl=moBepuresnen untepsai; NE=He Moke 11a ce oleHH.

& p-croitroct ot Cochran Mantel-Haenszel Chi-Squared Tect.

® B3 ocuoBa Ha intent-to-treat MOIyJIalys U 1Ipar oT 10°°,

®  HsnomseaHo e u3uncienue mo Mantel-Haenszel Ha 0610TO CHOTHOIIEHHE HA MaHcoBeTe. CHOTHOLIEHUE HA
mraHcoBeTe >1 mokasBa npeumymiecTBo Ha DVd.

p-cToiHOCTTa € OT TOuHHs TecT Ha Fisher.

Cupreyna enekTpodu3noIorus

Mauika e BeposITHOCTTa 1apaTyMyMal, KaTO BUCOKOMOJIEKYJICH MPOTEHH, Aa B3aUMOACHUCTBA JUPEKTHO
¢ fionnute kananu. E¢exTsT Ha mapatrymymad Bepxy QTc uHTEpBaia € OleHeH B €JHO OTKPUTO
npoyuBane npu 83 manuentn (mpoyuBane GEN501) ¢ peruanBupain wim pedpakrtepeH MyaTHILICH
MuenoM cies nHdysuu ¢ gaparymymad (4 1o 24 mg/kg). Jluneiinu cmecenn PK-PD ananusu He
MOKa3Bar ToiisiMo yBenuuenue Ha cpeanust QTcF nntepsan (T.e. mo-ronsiMo oT 20 ms) npu Crax Ha
mapatymymao.

IlegpnaTpyyHa monyJiamus

EBponeiickaTa areHus 1o JiekapcTBaTa 0cBOOOXKAaBa OT 3abJDKCHUETO 3a MIPEIOCTaBSHE Ha
pesynrature ot npoyuBaHusiTa ¢ DARZALEX BBB BCUUKH MOATPYTH Ha MeHaTpUYHATA TOITyJIAIUs]
NpY MYJITUIUIEH MUEIIoM (BXK. Touka 4.2 3a nH(opMaIys OTHOCHO yroTpeda B eTUaTpHsTa).

5.2 ®apmakokuHeTHYHH CBOWCTBA

[Ipyn manyeHTUTe C MyJITUIDIEH MUEIIOM €KCIO3UIMATA Ha JapaTyMyMal B IPOydYBaHE ¢ MOHOTEPAITHS
cien nprioxenne Ha npenopbunTenHara go3a 1 800 mg DARZALEX 3a moakoXKHO MPHITOKEHUE
(BEeIHBXK CEIMUYHO B ITPOJBIDKCHUE Ha 8 CEIMUIIM, BEAHBK HA JIBE CCIMUIIU B IPOIBIDKCHHUC HA

16 ceamuIy, cresr KOETO BEAHBK MECEYHO) B cpaBHEeHHUE ¢ 16 mg/kg napatyMmymad 3a HHTPaBeHO3HO
NPUJIOKEHUE TIPH ChIIaTa CXeMa Ha IpHiIarane, Noka3Ba He Mo-MajKka e(pUKaCHOCT 3a ChITbPBHYHATA
KpaiiHa Touka MakcuManHa Cirough (IUKBIT 3 JIeH 1 nipeau mpuiiarale Ha J103ata) CbC CpeHa CTOMHOCT
+ SD 593 + 306 mukporpama/ml B cpaBHeHue ¢ 522 + 226 mukporpama/ml 3a qapatymyma0 3a
MHTPABEHO3HO NPHIIOKEHHE P CpeaHo reomeTpudHo cboTHOmeHue 107,93% (90% CI: 95,74-
121,67).

B enno mpoyuBane, AMY3001, c komOnHMpaHa Teparus npy nanueHTy ¢ AL amunongosa
MakcuMaiHaTa Cirough (IMKBI 3 1eH | mpeau NpUIIoKEeHHETo) € MoJ00Ha Ha Ta3u NIPU MYJITUIUIEH
MHEJIOM ChC cpeiHa cTorHOCT = SD 597 £ 232 pg/ml cien npuioxeHue Ha IpenopbunTeiHATA 1032
1800 mg DARZALEX 3a moJiko»HO NpuiIoKeHHe (BEIHBK CEAMUYHO B IPOABDKEHUE HA 8 CEMUIIH,
BEJIHBK Ha JIBE CEIMUITU B IIPOIbIDKEHHE Ha 16 ceMUIIH, Clle]] KOETO BETHBK MECEUHO).

Cnen npenopwunrtentara g03a 1 800 mg DARZALEX uHXeKIIMOHEH pa3TBOP 3a MOJKOXKHO
HPUIIOKEHUE MaKCUMaTHUTe KOHIEHTpauuk (Cmax) ce nopumasar 4,8 IbTH, a 0011aTa eKCIO3ULIUSL
(AUCq.7 uuu) ce moBuInaBa 5,4 IbTH OT ITbPBATa J103a JI0 MOC/IEHATA 1032 TIPH MPUIOKEHUE BETHBK
cenMuyHO (8-Ta m03a). Hali-BucokaTta CTOMHOCT Ha Hali-HUCKHUTE KOoHIeHTparuu Ha DARZALEX
HMHKEKITHOHEH Pa3TBOP 3a MOKOXKHO MPUIIOKEHHE OOMKHOBEHO C€ HAOJII0JaBa B Kpas Ha CXEMHTE Ha
JICYCHUE C MMPIIOKEHUE BETHHK CEAMUYHO KaKTO P MOHOTEPAIHATA, TaKa U IPU KOMOWHUPaHATa
Tepanusl.

[Ipu nauyeHTHTE ¢ MYJITUIUIEH MUEJIOM CUMYJIMPAHUTE Hall-HUCKH KOHLIEHTPAIUK ciiesl 6 1031

1 800 mg DARZALEX MHXEKIHOHEH Pa3TBOP 3a MMOJKOKHO NPHIIOKEHHUE BEIHBK CEAMUYHO MPH
KoMOWHMpaHa Tepanus ca nojoonu Ha MoHotepamnus ¢ 1 800 mg DARZALEX wHxeKIIMOHEeH pa3TBop
3a MOAKOYXHO MPUIIOKEHHE.

[Ipu marueHTH ¢ HOBOAMATHOCTHIIMPAH MYJITUIIIICH MHEJIOM, KOUTO ca moaxossu 3a ASCT,
EKCITO3UIMATA Ha 1apaTyMal B IPOyYBaHEe ¢ KOMOMHHUPAaHA Teparins ¢ 00pTe30MHO, JICHATUAOMU U
nexcameTas3oH (mpoyuBane MMY3014) e mogoOHa Ha Ta3u MpH MOHOTEPAIUS ChC CPEHA CTOMHOCT
Ha MakcumaiiHaTa Ciough (LHMKBI 3 eH 1 npeau npuitokenueTo) = SD e 526+209 pug/ml ciexn
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puIoKeHue Ha npenopbuntennata 1o3a 1 800 mg DARZALEX uHXeKIMOHEH pa3TBOp 3a
MOKOXXHO TPHIOKEHHE (BEIHBK CSIMHYHO B IIPOIBIDKCHUE HA 8 CEIMUITH, BEIHBK Ha JIBE CCAMUIIN
B IIPOIBIDKEHUE HA 16 CEIMUIIN, CIeT KOSTO BEIHBK MECEUHO).

[Ipu nauyeHTH ¢ HOBOAMArHOCTULIMPAH MYJITHUIUIEH MUEJIOM, IIpu KouTo He e mianupada ASCT kato
I'bPBOHAYAJIHA TEPANus WK KOUTO He ca noaxonsimy 3a ASCT, ekcriosunusiTa Ha JapaTyMmyMal B
KOMOWHHpPaHO Mpoy4yBaHe ¢ 0opTe30Mu0, TeHanuaoMun 1 qekcametazon (MMY3019) e cxoana Ha
Ta3u IPU MOHOTEPAIUS U APYTHM KOMOMHUPAHU TEPaIny, KaTo ce clia3Ba Mofo0Ha cxeMa Ha 103UpaHe
¢ makcuMasiHa Cyough (IIMKBI 3, eH 1 npeau npuoxenne) cpeana croitnoct = SD 407 + 183 pg/ml
cien npenopbunTenHoTo npunoxenue Ha 1800 mg DARZALEX pa3TBop 3a MOAKOXKHO MH)KEKTHpaHe
(BemHBK CEAMUYHO B IMIPOABIDKCHUE HA 6 CEIMUILIHU, TPU TBTH CEAMHYHO B MPOABIKEHUE HA 18
CEIMUITH, MECEUHO CIIC]] TOBA).

[Tpu manmeHTUTe ¢ MYJITUILICH MUEJIOM EKCTIO3UIHSITA Ha JapaTyMyMal B IPOyYBaHe C KOMOWHUpaHa
Tepanus ¢ TOMaIHIOMH U JekcameTa3oH (mpoyuBane MMY3013) e nogoOHa Ha Ta3u nmpu
MOHOTEpAITUS ChC CpeHa CTOMHOCT Ha MakcuManHaTta Ciough (IMKBI 3 JIeH 1 mpeau nNpuiiokeHueTo) £
SD 5374277 pg/ml cnex npunokenue Ha npenopbuuTennata qo3a 1800 mg DARZALEX
WHXKEKIMOHEH PAa3TBOP 32 MOJKOKHO MPUIIOKEHUE (BEIHBK CEIMHYHO B MTPOABIDKCHHE HA

8 ceMuIM, BEMHBK HA JIBE CEIMUIIN B MPOIBIDKEHNE HA 16 CeMUIIH, CIIe]] KOSTO BETHBK MECEUHO).

A0OcopOuys ¥ pasnpeaeieHue

[Tpu npenopruntenHara no3a 1 800 mg npu nanueHTH ¢ MyJITUILIEH MUesIoM abCOI0THATA
ouonanmmuHocT Ha DARZALEX MHXEKIIMOHEH pa3TBOP 3a MOIKOKHO MpUIIokeHue € 69% chbe
ckopocT Ha abcopouus 0,012 yac™, kato NMKOBK KOHLEHTpamuy ce Habmoaasar ciuex 70 mo 72 h
(Tmax). ITpu npenopwuntennara go3a 1 800 mg npu narmentn ¢ AL amuion03a abcomroTHATA
OMOHAIMYHOCT HE € OlL[EHABaHa, CKOPOCTHATAa KOHCTaHTa Ha abcopouus € 0,77 nen? (8,31% CV), a
MUKOBA KOHIIEHTpaIus ce HaOmoaasa ciey 3 THH.

IIpn Monenupane MpOrHo3HaTa CpeAHa U3YHMCIIeHa CTOMHOCT Ha o0eMa Ha paslpesieieHue 3a
HEeHTpaTHUs KoMnapTuMeHT e 5,25 1(36,9% CV), a 3a nepudepuust komnaptument (V2) e 3,78 | npu
MOHOTEepaIus ¢ 1aparyMmyma0, a MOJIeIMpaHaTa Cpe/iHa U34MCIIeHa CTOWHOCT Ha o0eMa Ha
pasnpenenenue 3a V1 e 4,36 1(28,0% CV), a3a V2 e 2,80 1, korato gaparymyma0 ce npuiiara B
KOMOUWHAIUS C TOMATUAOMUT ¥ IEKCAMETA30H MPH MAIUEHTH C MyJITHILICH MuesoM. [Ipu nanueHTu ¢
AL ammitonj03a M34HCIIEHATa 10 MOJIEN CTOMHOCT Ha IPUBHIHUS 00eM Ha pasIpe/ieieHHe e
nozkoxHo npmwioxkenue e 10,8 |1 (3,1% CV). Te3u pe3ynrati Mokas3paT, ue gaparymymad ce
JIOKAJIU3Upa MPEIUMHO B Ch/I0BAaTa CHCTEMa C OTPAHUYEHO €KCTPABACKYJIAPHO THKAHHO
pasmpezeneHue.

MeTabon3bM U eIMMHUHUPAHE

Haparymymab moka3Ba hapMaKOKHHETHKA, 3aBUCHUMA U OT KOHIICHTPAIUATA, H OT BPEMETO, C
YCHOpEIHO TUHEWHO W HEWHEHHO (C HAaCHUINlaHe) eJMMHUHUPAHEe, KOETO € XapaKTepHO 3a TapreT-
Meauupanus KmpbsHC. Upes nomynamnonuus OK Mozen e n34uciena cpeiHa CTORHOCT Ha KIIMPHHCA
Ha napatymymab 4,96 ml/h (58,7% CV) npu moHoTepanus ¢ naparymymab u 4,32 ml/h (43,5% CV),
KOrarTo JlapaTyMmyMa0 ce npuiara B KOMOUHAIHS ¢ TOMAIHIOMHU/] M IEKCAMETA30H P MAIlUEeHTH C
MyntuiuieH muesioM. [pu nanuentu ¢ AL amuion/103a BUIUMUST KIUPBHC CIIE]] MTOAKOXKHO
npunoxenue e 210 ml/nen (4,1% CV). IIpu MmogenupaHeTo cpeJHO reOMETpUIHATA CTOHHOCT Ha
MOJTY>KUBOTA, CBBP3aH C JIMHEHHOTO enuMuHupane, ¢ 20,4 mau (22,4% CV) npu MOHOTepamus ¢
naparymyma0, 19,7 aau (15,3% CV), korato gaparymyma0 ce mmpujiara B KOMOWHAIMS ¢
MTOMATHIOMUJ] B IEKCAMETA30H MIPH MAINECHTH ¢ MYJITHILIEH MuenoMm, u 27,5 auu (74,0% CV) npu
naruerTu ¢ AL ammionnosa. [Ipu cxema Ha JiedeHre ¢ MOHOTEpanus U Ipyu KOMOWHUpaHa Tepanus
CTaIlIOHAPHO CHCTOSIHUE CE JOCTHUTA CJIe]] MPUOIU3UTEIIHO 5 Mecela IPUIoKeHHe Tpe3 4 CeMUITH
pH npenopbrurTeanara g03a u cxema (1 800 mg; BeqHBK CEAMUYHO B IPOABIDKEHUE HA 8 CEIMMUIIHN,
Ha BCEKH 2 CEAMUITH B IPOIBIDKEHUE Ha 16 ceIMUII U Ha BCEKH 4 CEIMUIIA CJIE TOBA).
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IIpoBenen e momymnannoneH @K aHamu3 mpu U3IIOI3BaHE HA TaHHU OT MPOYYBAHUSA C MYJITHILICH
MHEJIOM ¢ MOHOTepanus 1 komOoumaupana tepanus ¢ DARZALEX WHXEKITMOHEH pa3TBOp 3a
MOJIKOXKHO NPUJIOKCHHE U TAHHUTE 3a Tporao3Hata ®K excro3urius ca 06o01eny B Tabmiuma 21.
Excriosurnusita Ha napatyMmyMal € CXOHa IIPH MAIUCHTUTE, JICKYBaHH C MOHOTEpAIHS U
koMOuHupanu Tepanuu ¢ DARZALEX MHXEKITMOHEH pa3TBOP 3a MOJAKOKHO TPUIIOKEHHE.

Ta6auua 21:

Excnosunusa Ha naparymymaé cien npuioxenue Ha DARZALEX 3a

noakoxxHo npuiioxkenne (1 800 mg) niau MmoHoTepanus ¢ 1apaTrymymad 3a
HHTPaBeHOo3HO nmpuiaoxkenne (16 Mg/KQ) mpu mamueHTH ¢ MYJTHILIEH MHEJIOM

@K nokazareaun

Mukan

Japarymymao 3a
TOAKOKHO
NPUJIOKEHH e
MeauaHna (5-tu; 95-
TH NIePCEeHTH)

Japatymyma0 3a
HHTPABEHO3HO
NpUIIOKeHUe
MeauaHa (5-Tu;
95-Tn nepcenTHI)

Huksna 1, 1-8a cemmuuna
Io3a

123 (36; 220)

112 (43; 168)

8:;”31 orpava/ml) uksn 2, mocmeaHa 563 (177; 1063) 472 (144; 809)
porp ceMHUYHa J103a (IUKBI 3
nen 1 Ctrough)
Huxsn 1, 1-Ba cenmuuna 132 (54; 228) 256 (173; 327)
Crnax 1032
(Mukporpama/ml) [uksa 2, mociaeaHa 592 (234; 1114) 688 (369; 1061)
ceJIMUYHA J1032
AUCo Huxsn 1, 1-Ba cenmuuna 720 (293; 1274) 1187 (773; 1619)
1032
(vkporpava/mleaen 1~ o renna 4017 (1515; 7564) 4019 (1740;
) ceIMHUYHA 1032 6370)

[Iporunozupanute K excrozuriuu npu 526 MaUEeHTH ¢ MOAXOIAII 32 TPAHCIUIAHTAIMS MYyITHILICH
MuenoM, kouto ca nmorydmwm DARZALEX WHKXEKITMOHEH pa3TBOP 3a MOJIKOXKHO MPUIOKEHUE B
xoMOuHaIus ¢ VRd, ca 060011enn B Tabauma 22.

Taoauua 22:

Excnosunusa Ha naparymymad cien npuioxenue Ha DARZALEX 3a

noaKoxHOo npuioxenune (1800 mg) B komounamusi ¢ VR npu nauueHTH ¢
MOAXOASAIN 32 TPAHCIVIAHTALMS MYJITHIIEH MHEJIOM

DK nokazarean

Mukiau

aapatymyMad 3a MoJKO0KHO
NpUJIoKeHne
Menuana (5-Tu; 95-Tu
NepCceHTHI)

Cirough (1g/ml)

Huksn 1, 1-Ba cenmuuHa g03a

113 (66; 171)

(kw1 3 jieH 1 Cirough)

Hukbn 2, mocinenna ceAMUYHA 1032

651 (413; 915)

Crax (Hg/ml)

Hukwa 1, 1-Ba ceqMuuHa 032

117 (67, 179)

[ukb 2, mociieiHa ceAMUYHA 71032

678 (431; 958)

AUCO—7 JTHU (ug/ml.ﬂeH)

uksa 1, 1-Ba cenqmuyaHa g03a

643 (322; 1027)

[{ukba 2, mociaeaHa ceaMUYHa J103a

4637 (2941; 6522)

IIpoBenen e enun nomynarnuoneH @K aHanm3, KOHTO n3mon3Ba ganuu ot 211 marmenTt ¢ AL
aMuIIon103a Ha KomOmaupana tepanus ¢ DARZALEX uH)XeKIIMOHEeH pa3TBOP 3a IMOAKOXKHO
npunoxenue. [pu npenoppuntennara no3a 1 800 mg nporHo3HuTe KOHUEHTPALUH Ha 1apaTyMyMal
ca MaJIKO TI0-BHCOKH, HO OOMKHOBEHO Ca B PAMKHUTE Ha CHILH JHANla30H B CPAaBHEHHUE C ALIUEHTUTE C

MYJITUIUICH MUCITIOM.
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Ta6smua 23: Excno3unus Ha gapatymymaé cien npujioxenue Ha DARZALEX 3a
noako:kHo npujoxenue (1 800 mg) npu nanuentu ¢ AL amuiionaosa

DK nokaszarenu Muxian JapaTymyMmad 3a mOJIKO0KHO
NPUJIOKEHHE
Menuana (5-tu; 95-tu
MePCEeHTII)
Huksa 1, 1-Ba ceqmuuna 103a 138 (86; 195)
Crrough (g/ml) ukba 2, moclieana ceaAMHYHA 662 (315; 1037)
no3a (Luksn 3 e 1 Ciough)
Iukba 1, 1-Ba ceaMuyHa g03a 151 (88; 226)
Crmax (pHg/ml) [{ukba 2, mociaeaHa CeAMUYHA 729 (390; 1 105)
1032
Muksn 1, 1-Ba ceqmuuna 103a 908 (482; 1 365)
AUCo.7 yuu (ng/mlesien) | [uksi 2, mocienHa ceaMUIHa 4 855 (2 562; 7 522)
1032

CrenyanHy nonyJianuu

Bwvspacm u non

B3 ocHoBa Ha nonynannonnu OK ananusu npu nauuenty (33-92 roanHu), moryyaBamy
MOHOTEPAIUS WK PA3TUYHI KOMOWHUPAHH Tepauy, Bb3pacTTa HiMa CTATUCTHYECKH 3HAUUM e(heKT
Bbpxy ©K Ha napatymymab. He e HeoOX0onnMo MHIUBH Ty aIHM3UpaHe Ha JICYCHUETO MPH MAIllHEHTHTE
BB3 OCHOBA Ha BB3pacTTa.

[HombT MMa cTaTucTHYECKH 3HAYNM edeKT Bepxy PK mapameTpy npu manueHTH ¢ MyJITHILICH
MUEJIOM, HO HE W TIpu nanueHTH ¢ AL amunonnosa. HabmroqaBana € Majlko MO-BUCOKA €KCIIO3UITHS
TIPH KEHUTE OTKOJIKOTO IMPH MBXKETEe, HO Pa3JINKaTa B €KCIO3HIIMATA HE C€ CUNTA KIMHUYHO 3HAYNMA.
He e HE0OX0mMMO MHAVBHUIyaTM3UPAHE HA JICYCHUETO MIPH MAI[USHTHUTE Bh3 OCHOBA HA TI0JIA.

bvopeuno yepescoarne

He ca mposexxnaan odpunmanau npoyusanus Ha DARZALEX 3a moakoHO MpHIOKEHUE TTPH
nanueHTy ¢ 0b0pedno yBpexaane. [Iposeaenu ca nonynanuonan @K ananus3u B3 OCHOBA Ha Beue
HAJIMYHU JIaHHU 32 ObOpeyHaTa QyHKIHMS IPY MAlMeHTH ¢ MYJITHIUIEH MHEJIOM, TIOJTy4aBalin
moroTtepanusi ¢ DARZALEX 3a moakoXHO NPUIIOKEHHE WIH Pa3IMYHI KOMOMHHUPAHH TEPAIUU TPU
NAalMEHTH C MYJITUILIEH MuesioM i ¢ AL amunonznosza. He ca HaGimoaBaHu KIIMHUYHO 3HAYUMH
Pa3IMKHU B €KCIIO3UIMATA HA JapaTyMyMal MeXIy MalleHTy ¢ 0b0pedHo yBpeKAaHe U Te3H C
HOpMaiHa ObOpedHa QyHKITHS.

Yeprnoopobno yspedcoane

He ca npoBexnanu opunmanau npoyuBanus Ha DARZALEX 3a moAK0XHO MPHUIOKEHUE MPU
NaIUEHTH C YepHOAPOOHO YBpEKIaHE.

IIpoBenenu ca nomynanuonay K aHanu3u Npu NanueHTH ¢ MyITUILIEH MHUEJIOM, ITOJIy4aBalld
MoHotepamusi ¢ DARZALEX 3a moJIKOXHO MPUJIOKEHUE WIN Pa3InyHi KOMOMHHUPAHU TEPAIuH MPH
NalMEHTH C MYJITUILIEH MuesioM U ¢ AL ammionnosa. He ca HaGmogaBanu KIMHUYHO 3HAYUMH
Pa3JIMKU B €KCIIO3ULUATA HAa JapaTyMyMad MeXay MalleHTH ¢ HOpMaIHa YepHOIpoOHa QyHKIHS 1
JIEKO YepHOIPOOHO yBpexkiane. [[allueHTuTe ¢ yMEpEeHo B TEKKO YepHOAPOOHO YBPEKAaHE ca TBHPIIE
MAJIKO, 32 /14 C€ HaIIPaBAT 3HAYMMU 3aKJIFOUYEHHUS 3a TE€3U MOITyJIALNH.

Paca

B13 ocHoBa Ha nomynarnuonauTe @K aHaMM3M Npy MAMEHTH, MTOJTy9aBallil MOHOTEPAITHS C
DARZALEX 3a NOAKOXHO NPUJIOKEHNE HIIH Pa3TMYHU KOMOMHUPAHH TEPAMH, €KCIIO3UIIMATA Ha
JapaTymyMa0 e moo0Ha MEXIy pacure.

Tenecno meano

[Ipunoxenuero Ha ¢puxcupana noza DARZALEX 3a noakoxuo npunoxenre 1 800 mg kato
MOHOTEpAIUs OCTUTa aIeKBaTHA EKCIIO3UIIHS TP BCUYKHU MOATPYITH 10 TesecHo Terio. [lpu
MAIMEeHTH C MyJITHIDIEH MuesnoM cpeanata Ciough B TUKBI 3 1ieH 1 B mOATpymaTa ¢ mo-HUCKO TEJIECHO
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terio (< 65 kg) e ¢ 60% mo-BrcoKa, a B MOArpymnara ¢ mo-BUCOKO TejecHo Terio (> 85 kg) ¢ 12% mo-
HHUCKa OTKOJIKOTO B ITOJArpyIaTa ¢ HHTPaBeHO3EH AapaTyMmyma0. [Ipu HIKOM NMAIlMEHTH C TEJIECHO
terno > 120 kg ce HaOr0AaBa MO-HUCKA SKCITO3UIIHSI, KOSTO MOXKE JIa JIOBEE J0 HamMalieHa
eukacHoct. ToBa HaOMrOIEHKE O0aUe Ce OCHOBABA HA OIPaHUYCH OOl MAIUCHTH.

[pu nanmenTn ¢ AL amMmuiionio3a He ca HaOIIOJaBaH! 3HAYMMU Pa3iTuKH Ha Cirough TPU Pa3THIHU
CTOMHOCTH Ha TEJIECHOTO TETJIO.

5.3 IlpeakJHHHYHHU JAHHH 32 0€30MACHOCT

TOKCHKOJIOTUYHY JaHHU Ca MOJyYEeHHU OT IMPOYYBaHUsI C JapaTyMyMal MpH IUMIIaH3eTa U ChC
cyporaTtHo aHTH-CD38 anTHTAIO0 TpH ABATOOMANIaTH Makaiy. He ca mpoBexaanu mpoy4YBaHUs 3a
XPOHUYHA TOKCUYHOCT.

He ca mpoBexanu npoy4BaHus BbPXY )KHUBOTHH 32 yCTAHOBSBAaHE Ha KaHIIEPOTCHHHS IIOTEHIINAN HA
JIapatymymao.

He ca npoBexnanu npoy4yBaHus P KUBOTHH 32 OLCHSIBaHE HAa OTCHUUAIHUTE €EeKTH Ha
JapaTyMyMa0 BbpXY PENpPOAYKLUATA WIN Pa3BUTHETO WM 3a ONPEAENIIHE Ha IOTCHUHMATHUTE ePEeKTH
BBPXY QEPTHINTETA TPU MBKKHUTE WU KEHCKUTE.

He ca mpoBexnanu npoy4BaHus 32 KaHIIEPOT€HHOCT, TeHOTOKCHYHOCT MITH POYYBaHUS 32
(depTUIMTETa 32 pEKOMOMHAHTHATA YOBEIIKa XHaTypoHuaza. He ce HaOro1aBat eeKTH BbpXY
PECOPOAYKTUBHUTEC ThbKaHU U q)yHKHI/Iﬂ 1 JIMIICBA CUCTEMHA CKCIIO3UILIMA Ha XUAJTypOoHHa3a IIpru
MaiimyHu, Tpetupanu ¢ 22 000 U/kg/ceamuiia mogkoxHO (103a 12 ThTH MO-BUCOKA OT 103aTa MPU
xopa) B mpoabnkeHne Ha 39 cenmunu. Thit kKaTo XHadypoHuaa3ara € pekomOnHaHTHa popma Ha
€HJIOTeHHATa XHaJTypoHH/Ia3a [P X0pa, HE ce 0YaKBa KaHIEPOTEHHOCT, MyTareHHOCT HIIH e(eKTH
BBPXY QepTHIUTETA.

6. DAPMALIEBTUYHU JAHHU

6.1 Chnucbk HAa IOMOIIHHUTE BellecTBA
PexomOuHaHTHa YoBelika xuaaypoununaasa (rHUPH20)
L-xuctuonu

L-XUCTUAMHOB XUIPOXIOPUI MOHOXHUAPAT
L-mMeTnonnH

[omucopbar 20

Cop6uton (E420)

Bopa 3a unxeknuu

6.2 HecbBMeCTHMOCTH

To3u JiekapcTBEH MPOAYKT He TPsOBa Jia ce U3IMO0M3Ba ¢ APYTH MaTepHal ¢ U3KITIOYCHUE Ha
[IOCOYEHUTE B TOUYKA 6.6.

6.3 Cpok Ha romHocT

HeotBopeu diaakon

3 roauHu
B cpoka Ha rOAHOCT NMPOAYKTHT B HEMPOOUTHUTE (HJIAKOHU MOXKE JIa CE ChXpaHsIBa Ha CTaiHa

temmepatypa (< 30°C) 3a enHOKpaTeH nepuo 1o 24 gaca. Cieq KaTo MPOIYKTHT CE U3BAIU OT
XJIQJIMITHHUKA, TOH He TpsiOBa Jla ce BphIlla 0OpaTHO B XJIaaMIHUKA (BXK. ToUka 6.6).
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IIpurorseHa CipuHIIOBKA

Joka3zana e XuMu4Ha B pU3MYHA CTAOMITHOCT B MEPHO/ia Ha M3IOJI3BaHE Ha CIIPUHIIOBKATA B
NpobDKeHUE Ha 24 yaca rpu chXxpaHeHue B xiaawiauk (2 °C-8 °C), mocnenBaHo OT HE MOBEYE OT
12 gaca nipu 15 °C-25 °C. OT MUKpOOHOJIOTHYHA TJIEHA TOYKA IPOIYKTHT TPSIOBA Jla ce M3I0JI3BA
He3a0aBHO, OCBEH aKO HAUMHBT Ha OTBApSHE U3KJIIOYBA PHUCKA OT MUKPOOHO 3aMbpcsBaHe. AKO HE ce
M3M0J13Ba He3a0aBHO, BPEMETO M YCIOBUATA HA ChXPaHEHHE B IIEPHOAa Ha U3IMOJ3BaHE ca
OTTOBOPHOCT Ha TIOTPEOUTEIIS.

6.4 ChenmnaJHM ycJI0BHUS HA ChbXpaHeHHUe

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

[a He ce 3ampassiBa.

[a ce cpxpaHsBa B OpUTHHAIHATA OTAKOBKA, 32 1a CE MPEIa3u OT CBETIMHA.

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

6.5 Bwuau chabp:kaHNe HA ONAKOBKATA

15 ml pa3TBop BBB (pr1akoH OT CTHKIIO THI | ¢ elacToMepHa 3amyliaika U aTyMUHHeBa O0KaTKa ¢
OTUymBaIIO ce kKanaue, chappxkany 1 800 mg nqaparymymab. OmakoBka oT 1 ¢uiakoH.

6.6 CrhnenmnaJnu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

DARZALEX nHXeKITMOHEH pa3TBOP 3a MOIKOKHO IMPIIIOKEHHE € caMO 3a eJHOKpaTHa ynorpeda u e
TOTOB 32 IPUJIOKEHHE.

DARZALEX uHXEKIIMOHEH pa3TBOP 3a MOJK0KHO MPHIIOKEHUE TPsAOBaA J1a Obae OUCTHP 110
OMaJICCIIEHTEH U OE3IBETEH 10 KBJIT pa3TBOpP. He M3mon3Baiite mpu HAIWYNE HA HETIPO3PAYHU
YACTHIIN, POMSIHA Ha [BETA WIH APYTH UyKIH YACTHIIH.

DARZALEX MHXEKIUOHEH Pa3TBOP 32 MOJKOXKHO MPUIOKEHUE € CbBMECTHM ChC CIIPUHIIOBKA OT
MOJIUIIPOTIMIICH WIIM TIOJNHMETHIIeH; HAa0OpH 3a MOJKOKHA HH(Y3US OT MOJUIPOINIIIEH, MOJHUETUIICH HIIH
nonuBuHMWIXIOpU (PVC); 1 urinm 3a n3TeryisgHe Ha pa3TBOpa M MHKEKTHPAHE OT HephKIaeMa
CTOMaHa.

HeorBopeH duiakod

UzBanere pmakoH DARZALEX nHXeKIIMOHEH pa3TBOpP 3a MOJKOKHO MPUIIOKEHUE OT XJIaIUITHHKA
(2° C-8° C) u ro ocraBete na gocTurHe craiina remmeparypa ((<30 °C). HempoOuTusT ¢GrakoH MoXKe
Jla ce ChbXpaHsIBa Ha CTaifHa TeMIlepaTypa U Ha CTaliHa CBETJIMHA 32 MaKCUMaJTHO 24 Jaca B
OpWTHHAJHAaTa KapTOHEHA KyTHS, 3a JIa ce TIpe/ina3u OT cBeTiuHa. [la He ce chXxpaHsaBa Ha TpsiKa
CIThHYEBa CBeTIMHA. J[a He ce pa3kiama.

IIpurorseHa COpUHIIOBKA

[IpuroreeTe CipUHIIOBKATA TIPU KOHTPOJIUPAHH U BAMIUPAHH aceTUIHU ycioBusi. Clie/r U3TersiHe
ot (hrmakoHa B crpuHIlOBKaTa chxpaHsaBaiite DARZALEX nHXeKIIMOHEH pa3TBOp 3a OJKOKHO
NPUIOKEHUE B IPOIBIDKEHIE Ha HE TTOBeue OT 24 yaca B XJIaJIMJIHUK, TTOCIIEIBAHO OT HE IIOBEYE OT
12 gaca ipu 15 °C-25 °C Ha craiiHa cBeTiMHA (BX. TOUKa 6.3). AKO ce ChXpaHsBa B XJIaJUITHUK,
ocTaBeTe Pa3TBOpa Jla JOCTUrHE TeMIIepaTypaTa Ha OKOJIHATa cpeja [Ipeau IPUI0KEHHE.

Hewnsnonspanusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tpﬂ6Ba Aa CC U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHUTC N3UCKBaAHM.
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7. HHPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse

Benrus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/16/1101/004

9. JATA HA ITBbPBO PASPEIIABAHE/ITOJJHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

[Hata Ha mppBoO pazpemanane: 20 mait 2016 .

Hata Ha nocnenno nonHoBsiBane: 06 ssHyapu 2022 1.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

04/2025

[Hompo6Ha nH(bDOpMAaIUs 32 TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o JiekapcTeaTa https://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJINA HA BUOJIOTMYHO AKTUBHOTO
BEIECTBO U IPOU3BOJUTEJ, OTTOBOPEH 3A
OCBOBOJKJIABAHE HA APTHUIN
YCJIOBHUSI WJIM OTPAHUYEHUSI 3A JOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BNCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA WJIKN OT'PAHUYEHMUSA 3A BE3OITACHA U
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NIPOU3BOIUTEJIN HA BUOJIOIT'MYHO AKTUBHOTO BEIIECTBO 1
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HMe u aipec Ha IPOU3BOAUTEINTE Ha OMOJIOTHYHO AKTUBHOTO BCIICCTBO

Biogen Inc.

5000 Davis Drive
Research Triangle Park
North Carolina

27709

CAIIl

FUJIFILM Diosynth Biotechnologies Denmark ApS
Biotek Alle 1

Hillerod, 3400

Janus

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Cork

Wpnannus

HMe u agipec Ha IPOU3BOJIUTEIS, OTTOBOPEH 3a OCB060)KIlaBaHC Ha IapTUAUTC

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

b. YCJI0OBHUA WIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexapcTBEHUSAT MPOYKT C€ OTITyCKa [0 OTPaHUYEHO JieKapcko nmpeanucanue (Bx. Ipunoxenne I:
Kpatka xapakTepucTrka Ha IpOAyKTa, TOUKa 4.2).

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

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

NzuckBanwmsra 3a mogaBane Ha [TAJIb 3a T0o3u JIeKapCTBEH MPOIYKT Ca TOCOYCHH B CIIHCHKA C
pedepentnure natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIIN aKTyaJIM3aLlH, ITyOJIMKYBaHH Ha €BPOIICHCKUS
yebmopTai 3a JieKapcTBa.

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

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

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

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

npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKHU CJICIBALIHN 0J00PEHH
akTyanu3auuu Ha ITYP.
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Axryamsupan [TYP TpsOBa na ce momana:

. 1o uckaHe Ha EBpornelickara areHIus o JeKapcTBaTa;

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

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

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

[TPY TpsabBa na ocurypu AOCTBI/Ia MPEeIOCTaBH U30POCHUTE MO-A0JTy MaTepHaid Ha BCUYKH
MCIUIUHCKU CIICHUATIUCTU U MTAIIUCHTHU, KOUTO CC OYaKBa Ja IMPEeAINMCBAT, OTIIYCKAT U ITOJIydaBaT TO3U
JIEKapCTBEH NPOAYKT, BBB BCAKA IbpKaBa wieHKa, Kpaeto DARZALEX (maparymyma0) e mycHat Ha
nasapa.

OO0yuuTeTHUTE MAaTEePUAJIH 32 MeIMIUHCKH CIIENHAINCTH U KPBBHHU 0aHKH, TPsiOBa Ja ChABPKAT
CIIEJHUTE OCHOBHU E€JIEMEHTH:

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

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

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

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

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

mutnorpentod (DTT), 3a na ce paskbca Bpb3Kara ¢ JaparyMyma0, UiId ApYyTH JIOKAIHO
BaIMMPaHH MeToU. Thii KaTo OIpeieNTHeTO Ha KpbBHA Tpyna 1o cucremara Kell cbiio e
YyBCTBHUTEIHO KbM Tpetupane ¢ DTT, cien u3kitouBane Wid HACHTUPHUIMPAHE HA
anoanrtuTena, koraro ce u3nonssatr RBCs, Tpetupanu ¢ DTT, tpsaodsa na 6baat nocrasenu Kell-
oTpuLaTeTH! equHUIK. KaTo antepHaTrBa MOXKe /1a ce TIOMHCIIN 33 T€HOTUITUPAHE;

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

o B ciy4aii Ha manupaHa XxeMoTpaHC(y3usi, MEIUIUHCKHUTE CIIEIHATMCTH TPSIOBa J]a YBEIOMST
XeMOTpaHCc()y3MOHHHUTE LIEHTPOBE 32 BIMSHUETO PU MHAUPEKTEH aHTUTIO0YINHOB TECT;

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

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

Mpenopbya crpaska c jJucroBkara (JI).

82



Curnajanara KapTa Ha MallUeHTa, TpHGBa Ja CbabpiKa CJICAHUTE OCHOBHU CIICMCHTH!

o [IpenynpenurenHo cbOOLIEHNE 32 MEAULUHCKUTE CIICLMATUCTH, JIEKYBAIY MALIUEHTA IO BCSIKO
BpeMe, BKIIFOUMTENTHO MPH CHEIIHHU ClTydau, ye ManueHTsT usnonza DARZALEX
(mapatyMmymal) ¥ ye TOBa JICUEHHUE € CBbP3aHO ¢ BAYKEH HACHTU(HUIMPAH PUCK OT BIMSHUE PH
THITH3UPAHE Ha KPBBTa (cl1ad aHTUreH) (MMOJI0XKUTEICH HHIUPEeKTeH TecT Ha Coombs), KOHTO
MOJKe Jja IIepcUcTrpa A0 6 Mecena ciief nociaeaHara nHpy3us ¢ ISKapCTBEHUS IPOLYKT, U SICHA
NpenopbKa, 4Ye MalueHTHT TPAOBa Ja MPOIBIIKH Aa HOCH Ta3u KapTa 0 6 Mecela ciej Kpasi Ha

JICYEHUETO;
. [Hannu 3a koHTakT Ha npeanucamus DARZALEX (mapatymyma0);
o Ha ce nocoun HeOOXOAUMOCTA OT CIpaBKa ¢ JucToBkara (JI).
o 3aabiKeHue 32 IPOBeKIaHe HA MEPKH cJle]l pa3peliaBaHe 3a ynorpeda

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

Onucanue Cpok

[MoctmapkeTtunroBo npoyusane 3a edukacHocT (PAES): 3a na ce onenn Q32025r.
JOI'BJIHUTENHO e(pUKACHOCTTA Ha JapaTyMyMal 3a HOAKOXKHO NMPHUJIOKECHUE B
KOMOMHAaNus ¢ uKiiopochaMu, 60pTe30MUO U JeKCaMeTa30H 3a JICUCHHE
Ha Bb3paCTHU NAJUCHTU C HOBOJUAIrHOCTULIMPAaHa CUCTEMHA JICKOBCPHUIKHA
(AL) amunounnosa, [IPY Tps6Ba na npeacTaBu OKOHYATETHUTE Pe3yJITaTH 3a
obmrara npexussiemocT (OS) ot npoyuBanero AMY3001.
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MNNPUJIOKEHUE III

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

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

1. HNME HA JIEKAPCTBEHUSA TPOAYKT

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

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ¢akon ¢ konentpar 5 ml ceabspka 100 mg naparymymatb (20 mg/ml).
Bcexku ¢akon ¢ konunentpar 20 ml ceabpika 400 mg napatymymad (20 mg/ml).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomomnu BemecTBa: L-xuctuaud, L-XUCTUAMHOB XUAPOXJIOPUI MOHOXHUIPAT, L-METHOHUH,
nonucop6ar 20, copouton (E420), Boga 3a nHxeKuu. BuxTe TrCcTOBKATA 32 TOMTBIHUTETHA
uHpOpMAITHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

KoHreHTpaTt 3a nH(y3HOHEH pa3TBOp
OnakoBka 3a 3amouBaHe Ha JieueHuero: 11 guakona (6 x 5 ml ¢pnakona + 5 x 20 ml pnakona)

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

3a UHTPABEHO3HO IIPUIIOKEHUE CIIe]| pa3TBapsHe.
IIpeau ynorpeba npodereTe JIMCTOBKATA.

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

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

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

I[a HE CC pa3Kjialla.

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

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

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

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

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/003

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHME a2 HE ce BKIoUM HH(opMmanus Ha bpaiinosa a30yka.

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

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIECH HACHTU(DHUKATOD

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

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

KYTHSI (100 mg/400 mg) 3A 1 ®JIAKOH, KATO KOMIIOHEHT HA MEJKIMHHA
ONMAKOBKA/KOMITOHEHT HA OITAKOBKA 3A 3AITOYBAHE HA JIEYEHUETO (BE3
BLUE BOX)

1. HUME HA JIEKAPCTBEHMA TPOAYKT

DARZALEX 20 mg/ml xoHIIeHTpat 32 WHQY3UOHEH Pa3TBOP
JaparymyMmao

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcekwu ¢uakon ¢ koHuentpar 5 ml ceaspka 100 mg naparymymat (20 mg/ml).
Bceeku dakon ¢ konnentpar 20 ml cpaspika 400 mg napatymyma6b (20 mg/ml).

3.  CNHMCBHK HA MOMOIIHUTE BEUIECTBA

ITomowmnu BemecTBa: L-xuctuauy, L-XUCTUAMHOB XUAPOXIOPUI MOHOXUIPAT, L-MEeTHOHMH,
nosucopoar 20, copouton (E420), Boaa 3a nHXKEKIMH. BUXKTe TUCTOBKATA 3a TOMBIHUTETHA
uHpOpMAITHSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

KonreHTpaT 3a HH(Y3HOHEH pa3sTBOP

1 ¢aakon, 100 mg/5 ml

1 ¢makon, 400 mg/20 ml

KoMITOHEHT Ha OIaKoBKa 3a 3aro4BaHe Ha JEYCHHUETO, He Ce MPO/aBa OT/ICIHO.

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

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

6. CIIEHNUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

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

I[a HE CC pa3Kjialla.

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

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

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

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

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIOTPEBA

EU/1/16/1101/003

13. TAPTHUJAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipueto e ocHOBaHME 12 HE ce BKIOUM HH(opMmanus Ha bpaiinoa a30yka.

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

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

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

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

DARZALEX 20 mg/ml xonmenTpar 3a uH(py3HOHEH pa3TBOP
Japarymymab

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

Bceku ¢uakon ¢ konnentpar 5 ml ceappka 100 mg maparymyma6 (20 mg/ml).
Bcexku ¢makon ¢ konnentpar 20 ml ceappxa 400 mg naparymymad (20 mg/ml).

‘ 3. CIIMCBK HA ITIOMOINHUTE BEIMECTBA

[Tomounu BemecTBa: L-xuctuaud, L-XUCTUAMHOB XUAPOXJIOPUI MOHOXHUIPAT, L-METHOHUH,
nosucopoar 20, copouton (E420), Boaa 3a nHXKeKIMH. BUXKTe TUCTOBKATA 3a TOMBIHUTEIHA
WH(pOpMAITHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

KoHreHTpaTt 3a nH}y3HOHEH pa3TBOp
1 ¢maxon, 100 mg/5 ml
1 ¢pnaxon, 400 mg/20 ml

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

3a UHTPABEHO3HO IIPUIIOKEHUE CIIe]| pa3TBapsHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

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

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

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

I[a HE CC pa3Kjialla.

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

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

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

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

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

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

13. TAPTHUJAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipueto e ocHOBaHME 12 HE ce BKIOUM HH(opMmanus Ha bpaiinoa a30yka.

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

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

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

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

DJIIAKOH

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

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

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

| 5.  CbABPKAHUE KATO MACA, OFEM WJIW EJUHULIN

100 mg/5 ml
400 mg/20 ml

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

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

DARZALEX 1 800 mg uHXeKIIHOHEH Pa3TBOP
Japarymymab

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

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

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

NHxeKuMoHeH pa3TBOp
1 ¢makon

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

IIpeau ynorpeba npovereTe JIMCTOBKATA.
Camo 32 IOAKOXHO MPHUIIOKECHUE

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

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'Y CHEHUAJIHU NPEAYHPEXJIEHNS, AKO HEOBXO/JNUMO

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Ja He ce 3ampassiBa.
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I[a CC CbXpaHsBa B OpUTMHAJIHATa OIIAaKOBKa, 3a Aa CC MPEAIasu OT CBETIINHA.

TAX, AKO CE U3UCKBAT TAKHUBA

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

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1101/004

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHME a2 HE ce BKIOUM HH(opMmanus Ha bpaiinoa a3Oyka.

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

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(DHUKATOD

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

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT MAJIKUTE EJMVHNYHHN
I'bPBUYHHU OITAKOBKH

DJIIAKOH

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

DARZALEX 1 800 mg uHXeKIIHOHEH Pa3TBOP
JaparymyMmao

IToKOKHO TPUITOKEHHE

S.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

15 ml

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

DARZALEX 20 mg/ml koHueHTpaT 3a HH(pY3MOHEH Pa3TBOP
napatymyma6 (daratumumab)

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

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

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

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

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

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

Buxre Touka 4.

KaxkBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasnasa DARZALEX u 3a KakBo ce U3M0i3Ba

Kakso TpsibBa na 3naere, npenu aa Bu 0b1e npunoxker DARZALEX
Kak ce mpunara DARZALEX

BBb3M0KHM HEXETaHU pEeaKIUU

Kax ga cexpanssate DARZALEX

ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

Sk wdE

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

Kakso npencraBasia DARZALEX

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

NPUHAIEXKH KbM IPyIa JeKapcTBa, HAPEUCHH ,,MOHOKJIOHATIHM aHTuTeNa . MOHOKIOHATHUTE
AHTHTEIIA ca IPOTEUHH, KOUTO ca pa3paboTeHU Taka, 4e Jia pa3lmo3HaBar 1 Ja ce MPUKPEISIT KbM

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

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

3a kakBo ce n3noja3sa DARZALEX

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

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

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

He TpsioBa n1a uznoazsare DARZALEX

- aKo CTe aJIePTUYHH KbM JapaTyMymal WM KbM HSKOS OT OCTaHAJINTE ChCTABKH HA TOBA
JIeKapcTBO (M30pOeHHU B TOUKA 6).

He u3nomnzsaiite DARZALEX, ako ropHOTO ce oTHacs 3a Bac. Ako He cTe CUTYpHH, TOBOPETE C

Bamus nekap win MeIMUMHCKA cecTpa, npeau na uznon3pare DARZALEX.

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

Peaknyn, cBbp3anu ¢ nHbYy3UATa

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

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

paMKuTe Ha 3 THU ciel nHGy3usITa.
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B Hskou cityuau MoKe J1a IOJIyYHTE TEeXKa ajJepruiHa peakiys, KOATo MOXe Jja BKJII0YBA IIOyBaHe
Ha JIMLIETO, YCTHUTE, yCTaTa, €3UKa WIN I'bPJI0TO, 3aTPYAHEHO IPErIbIIaHe WK JULIAHE WU ChPOSILY
00puB (ypTukapus). Hsixou cepro3Hu ajiepruiHu peakiuy 1 APYTH TeKKH PeaKUuH, CBBP3aHH C
UH(]Y3HUATA, ca JOBEIH A0 CMBPT.

Kaxere Begnara Bamms JICKap UM MEAUIUHCKA CECTpa, aKO IOJYUYHUTE HAKOA OT PEAKIIUUTE,
CBBpP3aHU C I/IH(bySI/IﬂTa HJIN CBBP3aHUTEC C TAX CUMIITOMU, I/I36pOGHI/I B HAYAJIOTO HA TOYKa 4.

AKO TIOITyYuTe PeaKIiy, CBbp3aHH ¢ MHPY3HUATa, MOXKE J]a UMaTe HyK/1a OT APYTH JIEKapCTBa, WIH
MO J1a ce HalloXKu uH(py3usTa aa ce 3a06aBu wim cipe. KoraTo Te3u peakiuu 0T3By4aT Win
cbcTostHUETO Bu ce monoOpu, nH(y3usITa MOXKE A2 Ce 3all0YHE OTHOBO.

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

Hamanen Opoii KpbBHU KJICTKH

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

KpbBomnpenupane

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

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

Xenatut B

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

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

JApyru nekapcrBa u DARZALEX

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

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

Bpemennoct

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

Axo 3a0peMeHeeTe JI0KaTo ce JIEKyBaTe C TOBA JIEKapCTBO, He3abaBHO nH(popmupaiiTe Bammst nexap
WIN METUIMHCKA cecTpa. Bue u BammsT nekap e pemure gajiu noji3ara OT TOBa JEKapCcTBO € Mo-
roJisiMa OT prcka 3a Bamero Oe6e.

KonTpanenuust

Kenwure, nHa xouto ce npunara DARZALEX, TpsiOBa a n3non3pat eeKTHBHA KOHTpALEHIH O
BpeMe Ha U J10 3 Mecela cie]l JIEYEHUETO.
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Knpmene

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

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

DARZALEX cbabpska copouTon

CopOuTONBT € U3TOYHHK Ha QpyKTO3a. AKO BHe MMate HacliecTBEHa HEMIOHOCHMOCT KbM (DPYKTO3a,
PSLIKO TeHEeTHYHO 3a0ossaBaHe, He TpsiOBa na Bu ce nmpunara ToBa nekapctso. Ilanuenture ¢
HAacJIeJCTBEHA HEIIOHOCUMOCT KbM (pyKTO3a HE MOTaT Ja pasrpaxaaT ppyKro3ara, KOETO MOXKe J1a
MIPUYUHY CEPHO3HU HEXKETaHU PEAKIMH.

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

3. Kak ce npuiara DARZALEX

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

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

Koraro ce npunara camoctostenno, DARZALEX ce npunara xkakTo cieBa:

. BEJIHBK CEIMUYHO 32 ITbPBUTE 8 CEIMHUIIN
° cJIe/I TOBa BEJHBK Ha 2 CEIMUIIM B IPOIBIDKEHUE HA 16 ceaMuIu
° clie]l TOBA BEIHBXK Ha 4 CeIMUIIM, IOKAaTO BaleTo chCTOSIHYE HE C€ BJIOIIH.

Koraro DARZALEX ce npuiara 3aeiHO ¢ JpyTH JIeKapcTBa, BamusaT nexap Moxke 1a MpoMeHs
BPEMETO MEXKAY JI03UTE, KAKTO U Oposi Ha JIeKapcTBaTa, KOUTO 1€ II0IydaBaTe:

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

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

JlekapcTBa, npujaranm no Bpeme Ha jgedyenne ¢ DARZALEX
Moske na Bu 6bp1aT mpriiaranu JiekapcTBa 3a HAMAJISIBAHE HAa BEPOSTHOCTTA OT PAa3BUTHE Ha XepIiec
30CTep.

[penu Besika undysust DARZALEX mie Bu Ob1at npunaranu jgekapcTsa, KOUTO me Bu moMmorHar 3a
HaMmaJsiBaHE Ha BEPOSTHOCTTA OT MOJIy4YaBaHe HA peaklnu, CBbp3aHu ¢ nHPy3usaTa. Te morar na
BKJIFOYBAT:

L JICKApCTBaA 3a aJICPrudHa pCakuusa (aHTI/IXI/ICTaMI/IHI/I)
L JICKApCTBA 3a BH3MAJICHUC (KOpTI/IKOCTepOI/IZ[I/I)
L JICKApCTBaA 3a TPECKa (KaTO napaueTaMon).

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

AK0 MMaTe AUXaTeTHN MPOoOIeMH, KaTo acTMa WIIM XpOHUYHA 0OCTPYKTHBHA OenonpoOHa Gosect
(XOBB), mie Bu 6b1at npunaranu nekapcTsa 3a HHXaJTUpaHe, KOUTO IIe MOMOoTHaT 3a Bamire
JUXaTeTHH po0ieMu:

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

AKO cTe MOJTy4YHJIU noBeye 0T HeoOxoaumarta 103a DARZALEX

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

AKO cTe NpPOILyCHAJIM IoceleHue 3a npuioxenne Ha DARZALEX

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

AKO UMare HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, IIOMUTANTE
Bamms nekap wuimm MeITUITMHCKA cecTpa.

4. Bb3MOKHHN HeKeTaHU PeaKIuu

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

Peakuuu, cBbp3anu ¢ uHQy3usTa

VYBenoMmere BeaHara Baius gekap wiid MEIUUUHCKA CECTPA, KO MOMYUYHUTE HAKOU OT CICTHUTE
MIpU3HAIA Ha Peakius, CBbp3aHa ¢ HH(Y3uATa, 10 BpeMe WM B paMKUTE Ha 3 THU cliea nHPYy3UITa.
Moske aa ce HaJIOKH Jla IpreMeTe APYTH JeKapcTBa WK HHY3HATA J1a ce 3a0aBu HIIH CIIpe.

Te3n PCaKr BKIKOYBAT CJICAHUTC CUMIITOMU:

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

BB3MAJICHO I'bPII0, KAIUTUIA

rajieHe

MOBPBINAHE

CchpOeX B HOCA, XpeMa WIIH 3aIyIIeH HOC

3aIyX WU APYTH JUXATECITHU TIPOOIEMH.

Uectn (Moxe na 3acersat jo 1 Ha 10 qymmn):

o JUCKOM(pOPT B I'bpAUTE

o 3amaiiBaHe WM CBETOBBPTEK (XUIIOTOHHS)
o ChpOexK

o XpUITEHE.

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

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

. 0oJIKa B OUUTE

° 3aMBIJICHO 3pEHHE.

AKO TOJTyYuTe HIKOS OT PEaKLHHUTe, CBbP3aHH ¢ MH(Y3UsITA, ONMCAHH [I0-TOPEe, YBEIOMETE BeJHara
Bamwis nekap nim MeIMIMHCKA cecTpa.
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Jpyru HexKeJlaHH peakiuu
MHoro yecTu (MOXe 11a 3acerHat noseue ot 1 Ha 10 mymm):

Tpecka
CHJIHA yMOpa

Iuapust

KopeMHa 00JIKa

3arek

HaMaJieH aleTuT

TPYAHO 3aCIIUBaHE

riaBo0omme

yCellaHe 3a 3aMasHOCT

YBpEeXaHe Ha HEPBUTE, KOETO MOJKE J1a MPUYMHU U3TPBIIBaHE, MPaByUKaHE WM OOJIKA
BUCOKO KPBBHO HaJIsiTaHe

00pHB IO KOXKaTa

MYCKYJIHHU CIIa3MHU

NOJyBaHE Ha PbLETE, IJIE3CHUTE WIN CThIIaIaTa

YYBCTBO Ha OTMAAHAIOCT

MYCKYJTHa U CTaBHa 00JIKa (BKIFOUHUTETHO OOJIKH B TbpOa M MyCKyJIHA O0JIKa B THPANTE)
nH(peKnus Ha Oennurte 1poOoBe (ITHEBMOHU)

OpoHXHUT

MH(EKINY HAa AUXATEJHUTE IbTHUILA - KATO HOCA, CHHYCUTE WIH I'bPIOTO

HHUCBHK OpOl Ha YepPBEHUTE KPBbBHU KJIETKU, KOUTO MPEHACST KUCIOPO.l B KPBBTA (aHEMHUS)
HUCBHK Opoii Ha OennTe KPHBHU KIETKH, KOUTO TToMarat B 6opOata ¢ nHGEeKInu (HeyTPOTIeHuS,
numMdoneHus, TeBKOTICHHS)

HUCBHK OpO Ha KPBBHU KIIETKH, HApEUYEeHH TPOMOOIIUTH, KOUTO TTOMAraT 3a CbCHUPBaHETO Ha
KpPBBTA (TPOMOOIIUTOTICHYISI )

HUCKO HHMBO Ha KaJIuil B KPbBTA (XUIOKAIHUEMHUS)

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

COVID-19.

Yectu (Moxe n1a 3acersat no 1 Ha 10 gymm):

HEPUTMHUYHA ChPJEYHA IeHHOCT (IPEeICHPAHO MBXKACHE)

cbOupaHe Ha TeYHOCT B OesuTe ApoOoBe, KoeTo Bu npuunHsBa 3a1yx
MH(EKIHA Ha MMKOYHHUTE ITbTHIIA

TeXKa MHQEKIHs Ha [N OPTaHu3bM (CETICHUC)

JeXUApaTaLys

npunazaHe

BTpHCaHe

BHCOKO HHMBO Ha KpbBHA 3aXap

HHUCKO HMBO Ha KaJILUIl B KPbBTa

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

BB3MAJICH MaHKpeac

ChpOeK

BUJ Xepriec-BUpycHa nH(peKnrs (IMTOMETaIoBUpyCcHa NH(EKIHA).

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

Bb3NaJICH YepeH Apo0 (XemaTur).

Cho0maBaHe HA HesKeJIAHH PeaAKINU

AKO TIOJTyYnTe HAKaKBU HEXEJIaH! JIEKAPCTBEHH PEAKIMH, yBeloMeTe Barmms nexap nim MeAUIMHCKA
cecTpa. ToBa BKJIIOUBa BCHYKH BH3MOXKHU HEOTIMICAHU B Ta3H JIMCTOBKA HE)XXETaHH peakiuu. MoxeTe
CBILO Ja ChbOOIINTE HEXKETaH! PEaky AUPEKTHO Ype3 HALMOHAIHATA CHCTEMa 3a ChOOIIaBaHe B.
M3neaHuTenHa areHnys 1o Jekapcraara

yi. ,,Jlamsa I'pyeB” Ne 8
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1303 Codus
Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Kato cpoOmiaBaTe HexXelIaHU peakiuy, MOKETe Ja AajeTe CBOs IPUHOC 3a MoJy4YaBaHe Ha TIOBEYe
nH(OpMAITHS OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak 1a cbxpansiBate DARZALEX

DARZALEX mie ce cbxpaHsiBa B OOJHUIA WIH B KIIMHHUKA.

Ja ce cpxpansBa Ha MSCTO, HEJJOCTHITHO 32 JICTa.

He u3non3BaiiTe ToBa 1eKapcTBO Ciie]] CPOKa Ha TOAHOCT, OTOEIs3aH BbPXY KAPTOHEHATa OMAaKOBKa H
etukera Ha (himakona cien "['omen 10:" 1 "EXP". CpokbT Ha TOTHOCT OTrOBaps Ha MOCIEAHUS ICH OT
MTOCOYEHHS MECEII.

Ha ce cpxpansiBa B xmammmHuK (2°C-8°C). Jla He ce 3ampa3siBa.

[a ce cpxpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 1a CE MPEIa3yu OT CBETIMHA.

He uzxBbprstiiTe nekapcTBaTa B KaHAJIU3AIMATA WIH B KOHTEHHEpA 3a JJOMAITHH OTTIA bIIH.

[Momuratite Bamus ¢apManeBT Kak Ja U3XBBPISITE JIEKapCcTBaTa, KOUTO Bede He M3Moi3Bare. Te3n
MEPKH 1€ CIIOMOTHAT 3a OIla3BaHe Ha OKOJIHATA cpeja

6. Chabp:kaHue HAa ONAKOBKATA M JONbJIHUTETHA HHpOpManus
Kakso cbabp:xa DARZALEX
. AKTHBHOTO BelIecTBO € napatymymad. Enna ml konnentpar cpaspka 20 mg naparymymao.

Bceku nakon ¢ koHunenTpar S ml ceappixa 100 mg naparymymad. Beeku ¢hiakon ¢
koHueHTpat 20 ml ceabpka 400 mg gapatymymad.

. Hpyrute cberaBku ca L-xuctuavs, L-XUCTUIMHOB XUAPOXJIOPUL MOHOXUAAPAT, L-MeTHOHNUH,
nonucop6ar 20, copouton (E420) u Boaa 3a nmkekiyn (Bumkrte “DARZALEX cbabpxa
copOHTOI“ B TOUKa 2).

Kak m3rie:xkna DARZALEX u kakBO ChABPKA ONIAKOBKATA

DARZALEX e xoHIeHTpat 3a WH(Y3UOHEH pa3TBOP U MPEACTaBIsABa OE3IBETHA /IO JKBJITA TEUHOCT.
DARZALEX ce 1ocTaBsi B KApTOHEHHU OMAKOBKH, ChIBPIKAIIHU €IMH CThKJICH (DJIAKOH.

DARZALEX ce npeasnara ChIllo 4 KaTo OMaKOBKa 3a 3all0YBaHe Ha JICYEHHETO, ChAbprKaIlla

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

IIpuTexkaTes Ha pa3pelleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaure
Janssen Biologics B.V.
Einsteinweg 101

NL-2333 CB Leiden
Xomanaus

3a AonbIHKUTENIHA HHPOPMAITUS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpPEICTaBUTEN HAa PUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:
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Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

bbarapus

»oKOHCBHH & JIxoHcwH brarapus” EOO/
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

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

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

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EA)LGoa

Janssen-Cilag ®appokevtiky Movorpdownn
A.E.B.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 1464 94 11
janssen@jachbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +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 0.0.
Tel.: +48 22 237 60 00

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

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

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-Sl-safety @its.jnj.com



Island Slovenské republika
Janssen-Cilag AB Johnson & Johnson, s.r.o.
c/o Vistor hf. Tel: +421 232 408 400
Simi: +354 535 7000

janssen@vistor.is

Italia Suomi/Finland
Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300
janssenita@its.jnj.com jacfi@its.jnj.com

Kvbztpog Sverige

Bopvapoc Xattnmovayng Atd Janssen-Cilag AB

TmA: +357 22 207 700 Tfn: +46 8 626 50 00

jacse@its.jnj.com

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

JlaTa Ha MOCJIEMHO Mpepasriie;kaane Ha JucrtoBkarta 04/2025
Apyru u3rouHuuu Ha nHpopmauus

IMonpo6Ha nH(MDOpMAaIUs 32 TOBa JIEKAPCTBO € MPeAOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus
1o JiekapcTBaTa https://www.ema.europa.eu.

[Mocouenara mo-noiny uHMOpMAaIUs € MpeJHa3HaueHa caMO 33 MEJUIIMHCKH CTICIIHATACTH:

To3u 1ekapcTBEH MPOAYKT € CaMo 3a €AHOKpaTHa ynorpeoa.
[Moaroreere HHGY3HMOHHUS pa3TBOP, U3IMON3BANKH CiIeJHATA ACENTUYHA TEXHHUKA:

. N3uucnere nosara (mg), Heooxoaumus o011 ooem (ml) pastBop DARZALEX u O6post Ha
HeoOxoaumute durakoHn DARZALEX Bb3 0CHOBA Ha TETJIOTO Ha MallMeHTA.

. IIpoBepere namu pasztBopsT DARZALEX e 6e3neren 0 xbaT. [la He ce W3M0I3Ba NpU
HAJIMYUETO Ha HEMPO3pauHu YaCTHIIM, IPOMSHA B LBETA WITH IPYTH YY>KAU YaCTHIIH.

o Upes acenTuvHa TEXHHUKA, OTCTpaHeTe 00eM ot Harpues xiopua 9 mg/ml (0,9%) uHxeKnoHeH
pa3TBOp OT UH(Y3UOHHUS CaK/KOHTEHHEpa, KOMTO € paBeH Ha HEOOXOAUMUS 00EM pa3TBOP
DARZALEX.

. Uzrernere HeobxoaumoTo koiamaecTBo pa3tBop DARZALEX u ro paspenere 10 CbOTBETHHS

o0eM upe3 mobaBsiHe KbM HH(Y3HOHHHUS CaK/KOHTEHHEPa, Chabpikalll HaTpueB xiopua 9 mg/mi
(0,9%) umxexiponeH pa3tBop. MH(DY3HMOHHITE cakoBe/KOHTEHHEepH TPsOBa 1a ObaaT
uzpaborenn ot nonuBuHWIXIOpU (PVC), nomunpornunen (PP), momuermren (PE) nmu
nonuonepun (PP+PE). Paspexxnaiite npu nogxo sy aceNTHYHN YCIoBusl. M3XBBpieTe BCSIKO
HEM3IMOJI3BAHO KOJIMYECTBO, OCTAHANIO BHB (JIaKOHA.

. BuumMarenHo o0bpHETE caka/KOHTEHHEpa, 3a Ja cMecuTe pa3TBopa. Jla He ce paskiaiia.

o [peryienaiiTe BU3yaltHO MMapEHTEPATHUS JICKAPCTBEH NMPOYKT 32 HAJHUYKE HA BUIUMH YaCTUIH
Y IPOMSHA B [IBETa Npear NpuiiokeHne. B paspenenus pa3TrBop Moxe Ja ce oopa3yBaT MHOTO
MaJIK{, IPO3payHy 0 O6enu OeNThYHU YacTUIH, ThI KaTo napaTyMmyMab e npoteuH. [a He ce
W3M0JI3Ba, aKO ce HAaOIII01aBaT BUIUMO HETIPO3PAYHH YACTHIIN, TPOMSHA B I[BETA HITH UYXKIU
YaCTUIIH.

. Twit kato DARZALEX He chIbpka KOHCEPBAHT, pa3peeHUTE pa3TBOPHU TpsiOBa 1a ce
NPUIOXKAT B paMKHTE Ha 15 yaca (BKIIIOYUTEIHO BPeMETO 3a HH(Y3Hs), IPH CTaliHa
temmneparypa (15° C-25° C) u Ha craiiHa CBEeTIIHHA.
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o AKO He ce U3M0J3Ba BeJHara, pa3peIeHUAT pa3TBOP MOKE JIa c€ ChXpaHsBa NPeAr IPUIIOKEHHE
3a cpok 110 24 yaca B xuaawiHuk (2° C-8° C) u 3amureH oT cBeTiInHa. [la He ce 3aMmpa3ssBa.

o [Tpunoxkere paspeaeHus pa3TBOp Upe3 HHTPaBEHO3HA HH(Y3HsI C TIOMOIITA Ha HH(Y3UOHEH
KOMIUIEKT, CHaOJIeH ¢ peryjaTrop Ha Ae0UTa U CbC CTEPUIICH, allHPOTeHEeH, HUCKO MPOTEHH-
cBbp3Bal noauerepcyiadonos (PES) punrsp, (pazmep Ha nopure 0,22 wim 0,2 MEKpOMETpA).
Tps6Ba na ce uznonzsat nonuyperad (PU), nomdyranuen (PBD), PVC, PP unu PE xommuiektu
3a MPUIJIOKEHHE.

. He BauBaiite DARZALEX enHOBpEMEHHO ¢ APYTH CPEACTBA Upe3 €HA U Chlla HHTPABEHO3HA
CUCTEMA.
o He cpxpansBaiiTe HEH3MOI3BaHU KOJIMYECTBA OT MH(Y3UMOHHUS pa3TBOP 3a IOBTOPHA yrnoTpeoa.

Hewusnon3sanust MMPOAYKT WJIM OTHHAABYHUTC MATCPUAIN OT HET'O TpH6Ba Ja CC U3BXBBPJIAT B
CHOTBCTCTBHUEC C MCCTHUTC U3MCKBAHHUSI.

[Ipocneaumoct
3a fa ce moIo0pu MPOCISTUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUST

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

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

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NIPeIH 12 3aNI0YHETe /1a U3M0J3BaTe TOBA

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

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

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

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

KaxkBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasnasa DARZALEX u 3a KakBo ce U3M0i3Ba

Kakso TpsibBa na 3naere, npenu aa Bu 0b1e npunoxker DARZALEX
Kak ce mpunara DARZALEX

BBb3M0KHM HEXETaHU pEeaKIUU

Kax ga cexpanssate DARZALEX

ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

Sk wdE

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

Kakso npencraBasia DARZALEX

DARZALEX e nekapcTBO, KOETO ChIbPKa aKTUBHOTO BEIECTBO AapaTyMmymad. To mpuHaIexku KbM
rpyImna JeKapcTBa, HApEYEHH ,,MOHOKJIOHAJIHU aHTUTeNna". MOHOKIIOHAJIHUTE aHTUTENA ca MPOTEUHU,
KOHTO ca pa3pa0OTeHH Taka, 4e J1a pa3lo3HaBaT U /1a CE MPUKPEIAT KbM CIeHU(pUIHI MUILICHH B
opranmu3ma. Jlapatymyma0 e pa3paOOTeH Ja ce MPUKpPErst KbM CIEIU(PUIHN, 00JIECTHO IPOMEHEHH,
KJIETKH B KPbBTa BbB Barus opranusbm, Taka ue uMyHHata Bu cucrema 1a Moke Ja r'd yHUILIOXKH.

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

DARZALEX ce u3mossBa ChIIo U MPY BE3paCTHU Ha 18 wim moBede roAnHu, KOUTO UMAT BH/T
HapyIIeHUEe Ha KPBbBTa, HapedeHo ,,AL amunonnoza®. [Ipu AL ammmono3a 00IeCTHO TPOMEHEHN
KPBBHH KJIETKH 00pa3yBaT MPEeKOMEPHH KOJIMYECTBA M3MEHEHH ITPOTENHH, KOUTO Ce OTJIarar B
Pa3IM4YHU OpTaHH, KOETO MPEYr Ha MPABUIIHOTO (YHKIIMOHUPAHE HA Te3H OPraHH.

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

He Tpsi0Ba na u3nonzsare DARZALEX

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

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

Bamms nekap wim MenquIHCKa cecTpa, npeau na usnonssate DARZALEX.

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

Peaxinu, cBbp3anu ¢ nHPY3HATA
DARZALEX ce mpuiara KaTto MOJIKOXXKHA MHXKEKITHS ¢ MaJIKa Urjla 3a HHKEKTHPAHE Ha JIEKapCTBOTO
nox koxkarta. [Ipenu u crnen Besika nHxkeKIus e Bu ce nmpunarat iekapcTBa, KOUTO 1€ TOMOTHAT 32
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MOHW)KaBaHE Ha BEPOSTHOCTTA OT MOsIBA HA PEaKIINHU, CBbp3aHu ¢ HHPy3usaTa (BIKTE ,,JIekapcTsa,
IpuIarany 1o Bpeme Ha aedenne ¢ DARZALEX® B Touka 3).

Haii-BeposiTHO € Te3u peakiuu Ja HACTBIIAT P bpPBaTa UHKEKIIKS, KaTO TTOBEUETO PEaKIINU
BB3HUKBAT B JICHS HA MH)KEKTUPAHETO. AKO Beue CTe UMaJIU PEaKIlus, CBbp3aHa ¢ MH(y3usTa, 1o-
MAaJIKO BEPOSTHO € TOBa Ja Ce€ CIIydr OTHOBO. Peakiiu ot 3a0aBeH Tvi 00adye MOKe 1a HaCTBITAT A0 3-
4 nHM cien WIKeKNusITa. Bammsar gexap Moxe maa permm na He npunara DARZALEX, ako nMare
TEXKKa peaklus CIe] HHKEKTUPAHETO.

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

Kaxere Bemnara Ha Bamus nexap wid MEIUIIMHCKA CECTPA, aKO MOIYYUTE HAKOS OT PEeaKIuuTe,
CBBP3aHM C UH(PY3HSITA WIH CBBP3aHUTE C TSAX CUMIITOMHU, H30POCHH B HA4aJI0TO Ha To4Ka 4. AKo
MOJTyYUTE PEAKIINH, CBP3aHH C MH(Y3HITA, MOXeE JIa C€ Hy)KIaeTe OT APYTH JIEKapCTBa 3a JICUeHHE Ha
CUMITOMHUTE WM MOXKE J]a C€ HAJIOKM MHXKEKIMUTE J1a ce crpat. KoraTo Te3n peaknnu OT3BydaT WIH
ce TOJ00PAT, MHIKEKTUPAHETO MOXKE J1a C€ Bh300OHOBH.

Hawmanen Opoii KpbBHU KJICTKH

DARZALEX moxe fa Hamainu Opost Ha OeluTe KPbBHU KIIETKH, KOUTO IoMarat B 6opbata ¢
WH(EKIHUUTE, U KPHBHUTE KJIETKH, HApEUECHH TPOMOOLIUTH, KOUTO TIOMaratT Mpu ChCUPBAHETO Ha
KpbBTa. Kaxkere Ha MEIUIIMHCKYU CIICLUAIIHCT, aKO MOJyYUTE CHMITOMH HAa MHMEKIH, KaTO Harp.
MOBHUIIIEHA TEMIIEpaTypa, WiIK CUMIITOMU Ha HaMaieH Opoii TpoMOOIMTH, KaTo Hallp. HACHHSIBaHE WIIN
KbpBEHE.

KpsBonpenupane

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

DARZALEX Moxe fa moBiusie pe3yJATaTuTe OT TOBa M3CJIeBaHe Ha KpbBTa. IHpOpMEpaiiTe TO3H,
KOWTO MpaBH U3CIIeBaHETO, ue u3nonsBare DARZALEX.

Xenatut B

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

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

Apyru aekapcrea u DARZALEX

Tps0Ba na kaxeTe Ha Bamms nexap wiym MeAMIIMHCKA CecTpa, ako IIpuemMarte, HacKopo CTe MpHueMatn
WIN € Bb3MOYXKHO J1a TIPUEeMeTe APYTH JIeKapcTBa.

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

Bbpemennoct

Axo cTe OpeMeHHa, CMATaTe, Y€ MOXKe J[a cTe OpeMEeHHa W TUIaHUpaTe OPEeMEHHOCT, TOCHBETBANTE
ce ¢ Bamms nexap npean ynorpebara Ha TOBa JISKapCTBO.

Axo 3abpeMeHeeTe JI0KaTo ce JIEKyBaTe C TOBA JIEKapCTBO, He3abaBHO nH(popmupaiiTe Bammst nexap
WM MEIMIIMHCKA cecTpa. Bue u Bammsr siekap me pemmuTe ganm mnoj3ara oT TOBa JEKapCcTBO € MOo-
rojsiMa oT pucka 3a Bamrero 6eGe.

KonTpauenuust

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

107



Knpmene

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

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

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

DARZALEX uH:keKIMOHEH pa3TBOP 3a MOAKOKHO MPHJI0KEeHHE ChABPKA COPOUTOJI
CopOuTonbT € n3TOYHHK Ha (hpykTo3a. Axo Bammsat nexap Bu e kazan, ye uMaTe HETIOHOCUMOCT KbM
HSKOM 3aXapH Wik Bu e mocraBeHa 1uarHo3a HaclieJICTBEHA HEIIOHOCUMOCT KbM (PPYKTO3a, PSIAKO
TeHETUYHO 3a00JIIBaHe, TIPU KOETO XopaTa He MoraT Jia pasrpaxnaTr Gpykro3a, ropopere ¢ Barms
nekap npenu na Bu 0b1e npuiokeHo ToBa JIEKapCTRO.

3. Kak ce npuiara DARZALEX

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

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

° BEJHBK CEIIMUYIHO 32 ITBPBUTE § CEIMUIII
° clie]l TOBa BEAHBXK Ha 2 CeMHIIM B IPOABIDKEHUE Ha 16 cemMuiu
° clie]l TOBa BEIHBXK Ha 4 ceIMUIIH, T0KAaTO BaleTo cbCTOSIHUE HE CE BIIOIIH.

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

Kak ce npuiara ToBa JieKapcTBO

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

Axo m3nuTate 00JIKa 0 BpeMe Ha MHXKEKITUATA, JIEKapAT WM MEIUIIMHCKAaTa CecTpa MOXe Ja
MPEKHCHAT MHXKEKTUPAHETO U J1a MTOCTABST OCTaHAJIaTa YacT OT MHXKEKIUSTA B IPYT YYaCTHK Ha
Kopema.

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

IIpenn Besika nmkeknws DARZALEX me Bu Obaat npuiaranu gexkapcTsa, KOUTo 1mie Bu moMornar
3a HaMaJIsIBaHE Ha BEPOSATHOCTTA OT IMOJTyYaBaHE HA PeaKInu, CBbp3aHu ¢ nH(py3usaTa. Te Morar ga
BKJIFOYBAT:

L JICKApCTBA 3a aJICPrudHa pCakuusa (aHTI/IXI/ICTaMI/IHI/I)
L JICKApCTBA 3a BH3MAJICHUC (KOpTI/IKOCTepOI/IZ[I/I)
L JICKApCTBa 3a TPECKa (KaTO napaueTaMon).
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Crnen Besika umkekiss DARZALEX me Bu 0b1aT npuiarann jJexapcTBa (KaTo KOPTUKOCTEPOHUIN ) 32
HaMmalsBaHe Ha BEPOSTHOCTTA OT MOJyYaBaHe HA PEakIHy, CBbP3aHU C HHPY3HUATA.

Xopa ¢ 1uxaTeTHH MpodaeMu

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

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

AKO cTe MOJTy4YHJIU noBeve 0T HeoOxoaumarta 103a DARZALEX

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

AKO cTe IPOILyCHAJIM NoceleHue 3a npuiaoxenne Ha DARZALEX

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

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

4. Bb3MOKHHN HeKeJTaHU PeaKIuu

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

Peakumu, cBbp3anu ¢ uHQy3usTa

VYBenoMmere BeaHara Baius gekap wid MEIUUIUMHCKA CECTPA, KO MOMYUYHUTE HAKOU OT CICTHUTE
CUMITOMH B paMKHTe Ha 3-4 HU clie[] HHXeKIusaTa. Moxe J1a ce HaloXH Jja IpHeMeTe APyTr
JISKapPCTBa WM MHXCKTHPAHETO J1a ObJIe MPEKBCHATO U CIIPSHO.

Te3n PCaKur BKIKOYBAT CJICAHUTC CUMIITOMMU!

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

BB3MAJICHO I'bPII0, KAIUTUIA

rajieHe

MOBPBINAHE

chpOeX B HOCA, XpeMa WIIH 3aIylIeH HOC

3aIyX WU APYTH JUXATECITHU TIPOOIEMH.

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

. JHCKOM(pOPT B I'bpAUTE

o 3amMaiiBaHe WM CBETOBBPTEK (XUIIOTOHHUS)
o cbpOex

o XPHIITCHE.

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

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

° 00JIKa B OYUTE

. 3aMBIJICHO 3pEHUE.
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AKO TIOJTyYHuTe HAKOS OT PEaKIMUTE, CBhP3aHH ¢ MH(Y3HITa, ONMCAHH ITO-TOpPE, YBEAOMETE BeTHATa
Bamus nekap wim MeIUITMHCKA CecTpa.

Peakium Ha MSICTOTO HA HHKEKTHPaHe

KokHH peakiyn Ha Win 0730 10 MACTOTO Ha WHXKEKTHPaHe (JIOKATHH), BKITFOYUTEITHO PEaKIUK Ha
MSCTOTO Ha MHKEKTHpaHe, MoXke 1a HacThIT ¢ DARZALEX MHKeKITMOHEH pa3TBOP 3a MOIKOKHO
npuiioxkenue. Te3u peakuuu ca yectu (Moxe na 3acersat 0 1 Ha 10 gymm). CUMOTOMHUTE HA MICTOTO
Ha WH)KEKTUpaHe MOJKe Jla BKITIOYBAT 3a4epBsIBaHE HAa KOKaTa, ChpOex, MoayBaHe, 00JKa,
HacHHsBaHE, 00pUB, KbPBEHE.

Jpyru HexenaHu peakuuu

MHoro 4yectu (MoXxe n1a 3acerHat nosede oT 1 Ha 10 gymm):

Tpecka

CHJIHA yMOpa

Iuapust

3areK

KopeMHa 0oJKa

HaMaJieH aleTUuT

Oe3cpHUE

riaBo0osme

YBpEeXIaHe Ha HEPBUTE, KOETO MOKE J1a MPUYMHU U3TPBIIBaHE, MPaByUKaHEe WK O0JIKa

0o0puB

MYCKYJIHHU CIIa3MHU

cTaBHa O0JIKa

NOJyBaHE Ha PbLETE, IJIE3CHUTE WIK CThIIagaTa

YYBCTBO Ha OTIIAAHAIOCT

0omnku B TBpOa

nH(peKnus Ha Oennurte 1poOoBe (ITHEBMOHU)

OpoHXUT

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

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

HUCBHK Opoii Ha OennTe KPHBHU KJIETKH, KOUTO TIoMarat B 6op0ara ¢ nHpeKnuu (HeyTpOoTeHus,

nuMdoneHus, TeBKOTICHHS)

o HHUCBHK OpOl Ha KPBbBHU KJIETKH, HApEYEeH! TPOMOOLMTH, KOUTO [TOMArar 3a CbCUPBAHETO Ha
KpBBTa (TPOMOOIIUTONICHHS )

. HUCKO HHMBO Ha KaJIUil B KPBbBTA (XUIIOKAJIHUEMHUS)

o COVID-19.

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

HEPUTMUYHA ChpJIeYHa IeHHOCT (MPEACHPIHO MBXKIICHE)

crOupane Ha TeYHOCT B Oenute apoOoBe, KoeTo By mpuunHSsBa 3a1yX
WH(EKIYS Ha MMKOYHHUTE ITBTUIIA

TeXKa MH(EKIUs Ha [EeNNs OPTaHu3bM (CETICHUC)

JIEXHUIPATAIUSL

BHCOKO HUBO Ha KPBBHA 3axap

HUCKO HHUBO Ha KaJIUi B KPHBTA

HUCKO HHMBO Ha aHTHUTEJa B KPhBTA, HAPEUEHH "MMYHOTJIIO0YIMHH", KOUTO IToMarat B bopbara ¢
UHQEKIHUUTe (XUIOraMario0yInHeMHs)

3amaiiBaHe

npunaaaHe

00JIKa B TPBIHUTE MYCKYJIH

BTpHUCaHe

ChpOeK

HEOOMYaiHO yCelaHe 1Mo KokaTa (KaTo Hallp. U3TPhIIBaHE WM MpaBYyYKaHe)
Bh3MAalIeH NMaHKpeac
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L BHUCOKO KPBBHO HAJISATAHE.

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

Cno01aBaHe HA HeXKeJIAHH PeaKIu

AKO MOITyYnTe HIKAKBU HEKETaHU JICKAPCTBEHU PEakIliy, YBeJIoMeTe Bamus nekap vt MeTUITUHCKA
cectpa. ToBa BK/IFOUBAa BCUYKH BH3MOYKHH HEOIMCAHU B Ta3M JUCTOBKA HEXKeIaHH peakiuu. MokeTe
CBIIO JIa ChOOIIUTE HEXKETaHH PEaKIUK TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 3a ChOOIaBaHE B!
W3mbaHuTe IHa areHIns 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo cro01iaBate HeXXeIaHU PEAKIINH, MOXKETE Jla IAZeTe CBOSI PHHOC 3a MOJIyYaBaHEe Ha IMOBEYEC
nH(pOpPMAIUS OTHOCHO 0€30MacCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak n1a cbxpansBate DARZALEX

DARZALEX nHXeKIIMOHEH pa3TBOP 32 MOJIKOKHO MPHIIOKEHNE IIIe Ce ChXpaHsIBa B OOIHUIIA UITH B
KJIIMHHUKA.

[a ce cpxpaHsBa Ha MSICTO, HEIOCTBITHO 32 JeLa.

He usnosnsBaiite ToBa JIeKapCTBO ClIe/l CPOKA HA TOJHOCT, OTOENA3aH BbPXY KapTOHEHATa ONAaKOBKa U
etukera Ha (akona cief "l'oxen no:" u "EXP". CpokbT Ha TOMHOCT OTTOBAPS HA MMOCIEIHMS JI€H OT
MOCOYCHHS MECELL.

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

[la ce cpxpaHsiBa B OpUI'MHAJIHATa ONAKOBKA, 3a J1a CE IIPE/Ia3y OT CBETJIMHA.

He u3xBbpIisiiTe nexkapcTBata B KaHAIM3aLUATa WM B KOHTEHHepa 3a JOMAIIHU OTHaIbIIH.

[TonmraiiTe Bamus q)apMaueBT KakK 1a U3XBBPJIITE JICKAPCTBATa, KOUTO BEYC HC MU3IIOJI3BATC. Te3n
MCPKH 1II€ CIIOMOIrHAaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa

6. Chabp:kaHue HA ONAKOBKATA M JONbJIHUTETHA HHpopManus

KakBo cbabp:xa DARZALEX

. AKTHBHOTO BelIeCcTBO € Japatymymad. Enua ml ot pa3tBopa cpappka 120 mg napatymyma0.
Enun ¢aakon 15 ml nmxekiuoneH pa3tsop cbabpka 1 800 mg naparymymad.

. Jpyrute cbcTaBK ca peKOMOMHAHTHA YoBelka xuanyponugasa (tHuPH20), L-xuctuaun, L-

XUCTHAMHOB XUAPOXIOpH MOHOXUApAT, L-MeTnonuH, momucopoat 20, copburon (E420) u
BOJIa 3a MHKeKIuHK (Bkte ,,DARZALEX chibprka HaTpUid 1 COPOUTON ‘B TOUKA 2).

Kaxk msraexna DARZALEX u KakBO ChIbpka ONAKOBKATAa

DARZALEX uHXeKIMOHEH Pa3TBOP 3a MOAKOXKHO MPUIIOKEHHE € OE31BETHA JI0 KbJITa TEYHOCT.
DARZALEX MHXEKIIMOHEH Pa3TBOP 32 MOJIKOXKHO MPUIIOKEHHUE CE TOCTaBs B KAPTOHEHA OMAKOBKa,
chabpiKaIia 1 eqHo1030B CTHKIIEH ()IaKOH.

IIpuTekaTes Ha pa3pelIeHHeTO 32 yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse
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benrus

IpousBoguTesa
Janssen Biologics B.V.
Einsteinweg 101

NL-2333 CB Leiden
Hunepnannus

3a momreTHATETHA WH(OPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATHUS
NpeACTaBUTEN HA MPUTEXKATEIS Ha pa3pelieHHeTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Boarapus

»PKOHCBH & JI)xoHCBHH boearapus” EOO/L
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

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

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

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EApLGoa

Janssen-Cilag ®oppakevtiky Movorpdcmnn
A.EB.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 25 50 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +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 1610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
Tel.: +48 22 237 60 00

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



Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island

Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvépoc Xatinmavayng Atd
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

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

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-Sl-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha MOCJIeHO mpepa3sriekaane Ha JucroBkara 04/2025

JApyru u3rounuuu Ha nHpopmauus

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

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

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

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

MEIUIIMHCKH CIIEIIAAINCT.

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

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

TOTOB 3a IMPUJIOKCHHUC.

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

OT HCPBIKJaeMa CTOMAHaA.


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

DARZALEX nHXEKIIMOHEH pa3TBOP 32 MOJIKOKHO MPHIIOKEHUE TPsOBa 1a Obe OUCTHP 110
OTIaJIECIIEHTEH M O€31BETEH 10 XKBJT pa3TBop. He n3mon3Baiite mpu Hamu4Yue Ha HEMPO3PAYHU
YaCTHIIM, TIPOMSIHA Ha IBETA WIIH APYTH Ty>KTU YACTHIIH.

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

[IpuroTBere CipuHIIOBKATA IIPH KOHTPOJIHMPAHH Y BATHIUPAHU ACETITUIHN yCIIOBHSL.

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

CpXpaHeHre Ha IPUTOTBEHATA COPHUHIIOBKA

Axo cripuHIioBKaTta, chabpikama DARZALEX, He ce u3mo3Ba He3a0aBHO, ChXpaHIBaTe
paztBopa DARZALEX no 24 yaca B XJ1aAWIIHUK, [IOCJIEIBAHO OT HE MOBede OT 12 vaca mpu
15 °C-25 °C na craiina cBeTiMHa. AKO C€ ChXpaHsiBa B XJIAJUIIHUK, OCTABETE pa3TBoOpa Jia
JIOCTUTHE CTaifHa TeMIepaTypa Mpean MPUI0KEHHE.

[IpunoxeHue

Wmxexrupaiite 15 ml DARZALEX uHXeKIIMOHEH Pa3TBOP 32 MOAKOXKHO MPUIOKEHHE B
MOJKOKHATA ThKAaH HAa KOpeMa NPUOIM3UTENHO 7,5 cm BASICHO WM BJISIBO OT IThIIA B
MpoabIDKeHre Ha pubnm3uTenHo 3-5 muaytn. He nmxextupaiite DARZALEX nHxeximoneH
pa3TBOP 3a INOAKOMKHO NPUIIOKEHUE HA IPYTH MECTa Ha TSJIOTO IOpaay JIUIICA Ha IaHHU.
Mecra Ha MHXEKTHpaHe TpsOBa a ce peayBaT MPH MOCIe0BATCITHUTE HHKCKIIHH.
DARZALEX vHXeKIIOHEH pa3TBOP 32 MOJIKOKHO MPUIIOKEHHUE HE TPsOBa HUKOTa Ja ce
MH)XEKTHPA B YUaCThIH, KbIETO KOXKaTa € 3auepBeHa, HACHHEHa, YyBCTBUTEIIHA, BTBbPACHA,
WM B yYaCTBIH C Oernesw.

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

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

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

HOMEP Ha IMPUIIOKCHUA IPOAYKT TpH6Ba SICHO Ja CC 3aIiMcCBar.
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