TSXx1—OBERT;
B9 &

AERICEH SN-FERICFRIEFNRVABRICOVTOEERF, Yot T77—7HKHK
RFICIFET 2ELDTHY . LA%RFHRERZFNOEEXRALUSNDOEFBHICERT S
EFTEEEA,

Yot o7r—kAEH
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BE—EX

W5 SRS

B O E

ASCT

autologous stem cell transplantation ([ 52 & i Al i B Al

CR complete response

Crough observed concentration immediately prior to the next drug administration (fiLiEH k=
7 I

DararlV intravenous administration of daratumumab (%7 > A~ 7 filEHE, ¥ 7V h~7
DOFHEE RN 5-)

Dara-SC subcutaneous administration of daratumumab (% 7Y A~ 7K T, #7 Y A<
DR T #5)

DKd daratumumab-carfilzomib-dexamethasone (¥ 7 LA~ 7-J1)v7 4 VY 2 7 -7 FH
AH )

DPd daratumumab-pomalidomide-dexamethasone (% 7Y A~ 7-R~< 1 K R-F X4 X
H)

DRd daratumumab-lenalidomide-dexamethasone (# 7 L~ 7-LF U K3 K-FF 9 2
K

Dvd daratumumab-bortezomib-dexamethasone (% 7Y A< 7-R)VT V' I 7-F X4 A ¥
V)

DVMP daratumumab-bortezomib-melphalan-prednisone (% 7 A~ 7-R/VT >V I 7-A )L
7 7 7 -prednisone/ 7' L K= 1)

DVRd daratumumab-bortezomib-lenalidomide-dexamethasone (# 7> A~ 7 -RL7 V' 27
LS U R R-TXHAH V)

DVTd daratumumab-bortezomib-thalidomide-dexamethasone (% 7 L~ 7 -"R)LT7 YV I 7-
PU R~ R-THxHAH )

lg immunoglobulin (57 =71 )

IMiD immunomodulatory drug (0% F i 2K)

IRR infusion-related reaction

MM multiple myeloma (145 HE)

ORR overall responserate (4=75h5R)

PI proteasome inhibitor (7' 127 7~ — ABREHA)

rHuPH20 Vorhyaluronidase Alfa (Genetical Recombination) [R/L e 7 /vr =4 —8 7L 7 7

(BEfn 1 z) ]
VGPR very good partial response
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15 ERXIREROBBRUMRBORER

25V h~T7 (BInFiz) (UUTEI7Ya~<7) 1%, CD38AKEANCERMET 5 Mk
sa7 Uy (Ig) GlwE /7 a—F Ak Thd, CD3BH 11X, EHEE Vo Y, AmEss
ToiEMARIEEAIAICB WV TE WLV TRELL TEY, ZOMOMIECHE THE A 781~ T
KELTWD, #T7Y L= T@EOERET CD38ITHEA L, PUiMRErEminiEs®sE, MRt
MRS, PAMREERIER, RO Foy ZRREGENTHT R b= ZAFED RPD%L< D
EMARET 2, £z, ¥ 7Y L~ 7L, SEMGINERRLOBRZE K O CD38 73 b DR HRTE O
filC LD EREER 28T Z LML SR TS 239 ) Z b oMBHRICE Y HUE
B F A~ T,

X7 A~ 7 gl (DaralV) 8L, [ENT 2017 49 AT TEZE XITEHEIEDO L% ME
BEE) \ox 2 0FAME (¥ 7Y L~T7-LF U R R-Fx% 24> (DRA) BIELRE TV
L T-RNVT Y IT7-FxH ALY (DV) Bkl , 20194F 8 A KM 12 AT ERIGH D%
P REIE ] (T A OFHRE (AT Y A~ T-RVT Y I T-A )7 7T -prednisoned 7 L K=
1y (DVMP) #&7EK DR ] MWAGR STV 5,

Fiz, KEROBRM T TEFRSUTERTED 5B SR (2xhd 2 AR E & OF L
[DRAFIEKL DN DVAHRIE, WNCKEDHRF T A~ T KR~ K R-TXH 2% (DPd)
WL, TEZFEmMEBHIaBER (ASCT) FEMIE ORIGIRO S HIEEBEE] (234 %5 DVMP#L
JOYDRA##1E,  TASCT di# i DRI D ZFMEFHME) (kT 2 0FHRE (¥ 7Y LA~ TR
TYIT-HU KvA R-FTxH A2V (DVTA) EiE] BENENAR S TWS, X5,
KER O TIEZ 7Y b~7 8mglkg 255 194 7 v® 1 K2 A BIZEET 2 8E55E %5
DRI TN D,

KETIE TR UTEAEOZ R ETRIE] ([T HX T Y LTIV T 4 V) I T -7 %4
A4 (DK) FEOAGERSZ B L L —EAFARHE 4 20204F 2 HI2EE Lz, [H
NTIE THFUTENEMED L RYEEBENE) (257 5 DKAdRIEOARESS, KOHE - HRICS
FY L= T OYEER G EZBINT 52 LA B E LA FIH AR HEE % 20204F 3 A1
St L7z,

Darar |V #AN L5 SUTEHANE R ORISR O LRI EHIE (MM) BE I3 28 onm L
CAVTRIFRNRET 4 b URITNT U RERLTNDMN, DaalV ®AIE 52 E20F
=4 L L Cinfusion related reaction (IRR) A& SN TW5, IRRDY A7 % FiF 5720,
Dara- |V BAI#% 5 TlI L B Ok (W)a# 51 : 1000mL, 2[EH L : 500mL) #48e L, %
DEGIITRMMHAZET 25 (WIEE SR O gl - 7 8H], 2[5 3 DRSO 5-REH] « £ 3~4
) . 72, BEHMOESHOAREZET D Z ENZ,

HEEE 1L DararlV A1 5-CO IRRD U 2 7, Bk O 51T X 2 B3 K OEFEFEE OAH
BT AT, XV AT tRre T Aan=F—Y 77y (BE7E%)  (rHuPH20)
EEA LA 7Y A~T7 KT (DaraSC) #AIDOBICET L1z, DaaSCHANIF TY Lh~T
1800 mg (120 mg/mL) & rHUPH2030,000U (2000U/mL) % &7, HEOMEERE Tk 3~5
Gy T FNCHE G+ %, Dara-SC U Tl DaralV 85 & i L Tk 23 72 < (Dara-SC
#l : 15mL, DaralV #4] : 500~1000mL) , LAREXIIEHEER LG T 2 EBFOREANY
27 BB CE B,
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k[E D Halozyme Therapeutics £H(2 K 0 BA%E S 4u7- tHUPH20 1, (P& G532 2 LIk W& T
FRRIZ & v 3 BB 2 AT DEEOEGL 2D &, OFH Lo & vy BRAIORN~DIRE
ENBEMRET D ENTED, T, DaaSCRAIZHWDZ L2k, AOHEOK
VAT HETREGTHZENAREE D,

[ElN T rHUPH20 % & T AN R KGR TH Y, KE R OB Tix HyQuid® [ K Ig (10%) KT
HERAN D& Ry GHEESEN & rtHUPH20 Z Bl G L 7o PG RAIR AR S LT\ 5, 2017
T AT U 7 BE IR R A SR A & O EIE S ER 1) AR T AHER T, rHUPH20 13 %)
FRATICEZNS T 5 LRI STl (R RS 55 0823001 5) , K[ETIEX HYLENEX
recombinant (hyaluronidase human injection) DAz & L TEE S LTS (20054F 12 A 2
H) .

B SUTERAMED MM BB 255 & Lz MMY3012 3Bk (E2figlT) <, LEMEE THD
275 HE (ORR) KUMRMIMLIETH b7 7HE (Crogn) (I 7 /v 3Day 1H5-4i) 1220 T,
DaralV (¥ 7 L~7 16 mglkg) HAEIEIZKT 5 DaraSC (¥ 7Y LA~ 7 L LT 1800mg) H
FIRAEDIELMEN R STz, DararSC A% 2 T G- LTz & & O HR#IL DararlV 54l 4 £t
FRIRNEE G- L7z & & X0 b RIEICE <, IRROFEHEIA 1T DararlV BAIE 51 L 0 LK - 72,
IRR LIS Dara-SC A G Re D M7 0 7 7 A VX, DaralV WA 5RO BEM D22 42~
B7 7 ANERBLT, BRMNICEZODHZRIIRD T, ARMEIRGThHoT, Eiz
MMY 3012 AR D H AN T, ORR KU Crougn (2 2V TR & O—EMEDR B bz,
IRR DI HEIA 1L, Dara-SC HKIF 5-5 & O Dara |V A SO W b IE - 72, BARNE
MTOREMIZREFTHY, MBAMORENE T2 7 7 A VICHEERMICERO D 5 EZRITH LN
T, BRER L ORI ERINICEROH 2 2 RITED b ho T,

72, MM EEAETRIR & Dara-SC O ff HIFRTE Z #iET L 72 MMY 2040 5BR D R (22T, MM AR
HEYRIR F C DararlV 2 0FH L2 B0 RRRER L ik L7 & 2 A ORRIZIFEIREE CTH - 7=, Darar
SC AN AFIEICRBIT D REET v 7 7 A VL, DaalV ®EIOFE R L ¥ A 2 X D0
FEE R L2 & L LR ERITFRO bR 5Tz, 70k MMY 2040 3 ERICS M L7 H AN
BeBRFE X DVMP 22— R @ 441TH Y, ORRI(Z 100% [completeresponse (CR) 14, very good
partial response (VGPR) 3%l] TH -7z, F£7z, BARANEHORENET 07 7 A VITBRHTH -
77

VI b XV, DaraSCHUF DA M O EPECHOWT, BFRE R OPEREEONTRICB W T
t DaralV A L [ERED BIF 72K 7 4w b« URT RT U APRE T2, AT, DaaSCH
Al G- R HIE DararlV R4 & bl LT, ERMEFEE K OHERE O G2 ET 5 - A0
BRI TE 5720, DaalV AL F—ONHE « IR L OHE - AR (272 LLLF IR
%A SNz rtHUPH20 O B % BRE, ¥4 7Y A~T7 ORBER O GREKITRR D) TRIER
FTARRHFE LT ) 2L & Lz, RBAKREKROMKINTIE, 20194F 7 A 12 Dara-SC #4074 HI 7E
1To7=,

LR TR R ORI K OB T DBAEIZ DWW TIE, Rk 134 6 A 21 B AFEFEFEFR S 899 5[ 3K
JR R BRAR R AN D7 3R o B3 ST A O KGR I 6 12 B L AGR I B B ISR R & B R
ERREEFEIZ DWW T ORI 20 5 (1) HOFIR A b &1T, HUENAELZEITHE 25 (5) IZRi#L



FZ W AT R T ERA

15 BERIIHROEHEE ERBOER

fz (F151) , iz, FRFICMHTRERUHEREAR, BFRABROMEERLE 152, &

1535,

# 1.5-1 CTD1.5 IRONE D LTS

CID 15EEOHNE CTD % 2 O HIRAT
R 15 R 25.1 B4 5 BE 3 O IR0
MM OFRIER MESE 2512 EHFEWYE - DHROBEEMN TIIHEARSAEIE
MM D a5 2513 EHMEEHEICHTLIEEOEY LML
BE% DR 25141 ERATORBERR
HEATEE - DRICHT A HEE 256 ART 4w PRI ICET AR

#& 152 RERUFRFARORERE

A EH ES s

HERUABGE, st T—vayr

LZEMHE

[F# (daratumumab)
[F# ((HuPH20)
052

FHEF

AR EMATHAB
e S

EohE) ik

g
il
HEii

iU

R 5HEEAE
EREE MR
E TR
F O OE R

& 153 BRASABROMERR

ESS
it

& AHEESE F e

[E PR
F [

PI B TFIMID 2 STrRTIGEE 3 T4 >
DEZHibs, REPIED
IMiD |Z GBI 2 =T H % T
G MM BE

54767414MMY 3012

(L ED 2017 £#£ 10 § ~#Egi P

PIETFIMID 2 S{HIIERE 2 74 o
LLEZFT=Z b2 BRITEGE
O MM BE

54767414MMY 1004

(PR 2015 % 10 A ~#EfEH

I | BN

PIEUIMD 2 S{RiiEEL 254
UEZHEZ L35 FB IS
D AEEA MM EH

54767414MMY 1008

T 2017 ££ 8 A ~ Rt

[E PR
F:[R]

DVMP 2iik— b :
ASCT #{# 5 KB{LFERESIEEE
THRIGHEO MM BE
DRd =d— b ¢
B IEEEEO MM B
DVRdad&—F
ASCT % 5 KRE{LFREV @G T
FiHHEEO MM BE

54767414MMY 2040°

(TR 2018 ££ 5 A ~#E#Ep

ASCT: BHFEEMEHRERI, DEd: ¥ VAT AT 4 S IFT FHRHAF S DNRAd: FF P LT FL7/SI7-1-
+U Rz FFR4AF S, IMD: REREKBE PL: 777 Y—LEEA

a MMY1004 348 TiZ Part 1, Par2 B UF Part 3 %800 L2,

AR T Part 3 OFRABLNTHELTERLE,
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b MMY 2040 76 CiZ DVMP =" — |k, DRd =274— b, DVRd 24— h R ONDKd 22— R Z5%@ L7228, ATk DKd =27k
— hOFERIIBFEONTEBLTEKE LT,
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1)

2)

3)

4)

Overdijk MB, et a. The therapeutic CD38 monoclonal antibody daratumumab induces
programmed cell death via Fcy receptor—-mediated cross-linking. J Immunol. 2016;197:807-13.

Krejcik J, et a. Daratumumab depletes CD38+ immune-regulatory cells, promotes T-cell
expansion, and skews T-cell repertoire in multiple myeloma. Blood. 2016; 128:384-94.

van de Donk NW, et a. Monoclona antibodies targeting CD38 in hematol ogical malignancies and
beyond. Immunol Rev. 2016 ;270:95-112.

Chiu C, et a. Daratumumab in combination with lenalidomide plus dexamethasone induces
clonality increase and t-cell expansion: results from a Phase 3 randomized study (POLLUX).
Blood. 2016;128:4531 (Abstract). Available from:

https://ashpublications.org/bl ood/article/128/22/4531/101383




KT b~ 7 BT GAH

1.6 SNEIZHT5ERARREICETHIEH

BTV h~T7 GEBIaTHfz)
HEMEEBEE 63 DS C
%%W&ﬁ%ﬁ@%ﬁ@%mlﬁoﬂﬁ®—w%%161
WO—FEaFk 1.62 1R T, £z, HIRNFEGREIOKEKGRR I ZE 1.6-3, KRN OATRIRI 2

#1.6-4 12777,

TR BHHF S UCiX 2020 4 5 A
(MMY3012 75, MMY2040
e 58K b [FIEE O K O TE D7 R

#1.6-6 12777,

NEOTETELE LT,

KE R OB DA 303, e T —% v — b (CCDS) %

AR, MMY1004
RENTWVWD,

AR, MMY1008
K[E D7

1.6 A EIC

ESIORAYC RN

(LLUFAAD 1%, 2020 4 12 HEIFE, kg GRAIE LT
, CRE K OWON 2 & Te 5 60 LA EOE & #ilili TR STV 5,
B2 T 1 S A D fae i D AR E J OVt

WKREIZBWT, 2020 4 6 AIZERMICBWT, 4 3B
WER) ORAEIZEE S X, FRIRN
FRRPUITER 1.6-5, BRI O ARG I

W%,
F 1.6-1 VB HEEOWIRKFEE L Ol —& FRIRN & 5-584854))
AT A A
United States 2015411 A 16 H Jordan 2017511 A 5H
EEE“:’gf‘;gl‘I‘:t‘r’i ! , | 2016%5 71200 Serbia 20174 11 A 16 1
Canada 201646 A 29 H Guatemala 2017411 H 20 H
Mexico 2016410 A 7 H Kazakhstan 2017411 H 30 H
Singapore 2016 410 H 26 H El Salvador 2017411 4 30 H
Switzerland 2016412 H 6 H New Zealand 2017411 H 30 H
India 20174F 1 H2H Aruba 20174F 12 H 6 H
Israel 201741 H 8 H UAE 2017412 H 20 H
Chile 201741 H 27 H Turkey 2017412 4 29 H
Brazil 201741 H 30 H Bosnia & Herzegovina 20184F1 H 3 H
Curacao 20174F2 H 21 H Myanmar 201841 H 25 H
Paraguay 20173 H 2 H Macau 201842 H 15 H
Argentina 20175 H 12 H Panama 201842 H 21 H
Saudi Arabia 201745 H 17 H Bolivia 201845 H 10 H
Lebanon 201743 A 21 H Honduras 201843 A 13 H
Dominican Republic 20175 H 27 H Albania 201845 H 21 H
Hong Kong 20173 H 29 H Morocco 201846 H 22 H
Peru 201744 A 18 H Qatar 201847 H 4 H
Nicaragua 201744 H 19 H Montenegro 201849 H 10 H
Jamaica 201746 A 20 H Kuwait 2018410 H 31 H
Colombia 201746 A 22 H Indonesia 201943 H 20 H
Russia 201747 H 7H Trinidad & Tobago 201846 H 11 H
Taiwan 201747 H 14 A China 20194F 7 H 5 H
Australia 201747 H 17 B Vietnam 201947 H 23 H
Malaysia 201748 A 3 H Philippines 201948 A 1 H
Bangladesh 201748 4 3 H Bahrain 201948 H 26 H
Thailand 20174-8 H 3 H Ukraine 20204 H 9 H
Costa Rica 201748 H 25 H Ecuador 202047 H 20 H
Oman 2017410 H 11 H Brunei 202048 H 19 H
Egypt 2017 410 4 30 H Uruguay 2020 48 28 H
Korea 2017411 A 2 H

(BT E R
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# 1.6-2  ZRMEBBIEOMFEIKGRE M Ok — 52 (B T RS

AR A
United States 20204F5 H 1 H
European Union /
EEA (%1 countries) 2020467 3 A
Korea 202046 A 29 H
Switzerland 202048 H 13 H
Brazil 202048 A 24 H
Australia 20204-9 H 8 H
Singapore 2020410 A 27 H
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& 1.6-:3RKEIZHITEHF TV LY T REFAFTIRFOARIKR

Hx7e4

DARZALEX ESti%

AR

o 20154F 11 H (FE3ESUTHEEIAME D LM B BIE 12 59 5 BAIRE)

o 2016411 H (LU R REORT XY 240 EofffEE, WAL
T I TROT XA L L OO EE)

e 20176 H (R~VU RI REOTIV AL v OO HFEE)

o 201845 H CRIGROZHMERIEICHT2HRLT Y IT, AVTr Ty
KOT L R= v & OBF )

«  2019%2H (EIEEHE)

« 20194 6 A CRIGROZFHMERIEICHT 2L U FI REOT P A X
Vo OOFREER)

« 201949 H (RIBEOZHMEBHIEIZXNTHRLT Y I T, U RvA R
FROF 9 2 5 v L OPFRRE)

o 20204F 8 A (FRRESUTEHARMEDZHIEEHIEIC T2 V7 4V I T K
WF R4 X & & OO )

o SmLAAA TR, TV AT 100mg G
 20mL AT, ZTY A= T 400 mg B AT

o BZEEMSMBHIERES 2 ARIERO SR ERIELEE L OD < b 1 b
U A VUL EORNRIFRE 26 7 5 B3 T EO 23 F BilE R E 12k 5
A, LU R REOT 4 2490 & off kL

o BZEIE MR AEIEE)S 2 ARIE R O LRI REEEE ([T 2 A%H], Fv
TYIT, ANT T U ROT L K=Y v L OfFEE

o HFE MBS O RTEIR O SR IR T A AR, BT
V7, U RvA REQTFH 22V Lok

o AKEl, ATV ITREOTIH ALY U EOREEL LT, it
LU A Ll EORNERIEZ AT 2 2B SEEE T 0T H1R%

o LFURIFREROT T T V—ARERELEDT2 LU AL EORNAERE
EATDHERMEEHMIERE TR~ R REOT P A2 v Eoff
FHIRE

o AFIHFPREL LT, FuT 7 Y —ARERROGEREE L G 3 LY A
VUL EORHRIREZ AT 5, EF a7 7Y — AHER K O i o
FNCEEYED 2 M F BRI 1253 2 IR0

& - &

HRAELK AV 22—V

AR MR BRI Z(TH 2 &,

0.9%ME bF N U 7 AESHHK (USP) CTHRLE, mifHEE L CoOREET D5

Eo

DARZALEX [ ZEEEMEFE DG L, RO EBRELS L O e E R — N &2 E
HIZZIT BN 5 L 912 L, Infusion reaction 23 Z S 7= AL TE A L HIT L
TEL I &,

BEREE QYA 27V 4EBRO VY A V) R OBERRE
o AZFESEIMEHEB LIRS 2R ATRIE D 8 B BENE M OV 58 XS e
DM EHEICT 20T R FRXUIEHET S A % Vv L offf
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Mot

I
™

DARZALEX TEStiK

PRI
o EREUTEEAMOSRIEEMIEICST ALY R R UIR~<Y FI R
K OMEHET 0 A &2 o L OPFREE
o ERIESUTERRMEO LIV BRI D BARE
DARZALEX OHEEH &1 16 mg/kg KETH Y, LITOR 1 DEREAFY 2—1
(A > TR HET 2,

# 1 : DARZALEX O 5 A /r v 2 —)v
bl | AT 2—)b

1~8 i

il (Gt 8 [alf5)

9~24 i

2 HHKE Gt 8 Al 5:)

25 BPIRE, I TE T

4 3t [H s

a. 2 WM G- A 7Y 2 — Lo y)E& 512 9 # A
b.4 BRI G 2 7Y 2 — L ORI 5% 25 8 A

B Fi& M e B IR L R ARIBR O L R E BT 28TV I 7, A
NI 7TV ROTFV R=Y v L fARE QYA 27V 6ARBRO LY A V)
DARZALEX OHEEH &1 16 mg/kg KETH Y, LITDOR2DEEAS Y 2—1
(ZHE > THRIMEEET 2,

2 . DARZALEX O¥e 5 A7 = —)L
bl | AT 2—)v
1~6 il (6 mlik5)
7~54 34 ® 3N Gt 16 [F#5)
S5ELIRE, EEETE T 4 1 bR
a. 3WMEEE A7 Y 2 — L On 51X 78 A
b. 4 HMEEG A 7Y 2 — L oy)EE b5 55 HA

B Fi& M s B AEE IS ORIBR DO LR IEFHIEIC T2/ TV I 7,
F2A FROTHH A Z L OFRAEE QYA 7V 4BRBO VY A V)
DARZALEX OHEEHI &1 16 mg/kg KETH Y, LITORIDEREATF Y 2—1
(A > TR EET 2,

# 3 : DARZALEX O¥e 5 A7 2 —)L

TR B bl | A 2—)b
A 1~8 i (G 8 Al 5-)
9~16 ¥ @ 2 HkE Gt 4E&E)

KEALFFER L OVASCT O Ik
D | 1~8 A | 2R G4y

a. 2 WRRER G A7 Y 2 — L OE#EEIZ 9B
b. 2 ARIREEE G A 7 ¥ 2 — L O YA 1% ACST # O F 505 1 A

BRXUIEBEOLRERHBEICTOIRNT Y ITRITIVAZ 2D
BERREE A YA 7V 3BERBDOL YA V)

DARZALEX OHEEHI &1 16 mg/kg KETH Y, UITDORA4DKREAS Y 2—)1
(A > TR EET 2,
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I

k5e4 DARZALEX {3 4Hi%
# 4 . DARZALEX D5 A/r ¥ 2 —)b
H AT a—)v
1~9 i il (GrolE#Eh)
10~24 3 @ 3 GFS5EERE)

25 W LARE, BEEITE TP 4 JHE bR
a. JERERREG A7 Y 2 — L OYEES51T 108
b. 4 BEIRER G- A Y 2 — )L ORI 50% 25 1 B

B IIEEEOZ R B REIC T DIV T AN I TROITIHRAF SV
LOBEAEE QYA 7NV 4EBRO LY A V)

DARZALEX OHEEH &1 16 mg/kg KETH Y, LITORADKEAF TV 2—)1
(A > TR EET 2,

# 5 DARZALEX O¥e 5 A7 2 —)L

H BE5EC Al a—)v
114 8 mg/kg il (G ol h)
2~8 i 16 mg/kg
9~24 i 16 mg/kg 3 GESsEERE)
25 LIRS, BEEITE TP 16 mg/kg 4 15 IR

a. 2 WEMEEG A 7Y 2 — L oy)EE 5139 8 A
b. 4 BG4 Y 2— L ORI 5% 258 A
c. REICESEHM

DARZALEX 285 TCE R o B E
TIELEBY DARZALEX # % 5 TCE o 128481, TSRV 7L 2ok h
ATV, BHEAF Y a— VA EERE L CREMREHREFT L2 &,

B 53 E & O Infusion reaction DB
DARZALEX (¥, LAT DR SITRTHREEHE TRFFFET D2 &, HEHED
M2 >V, Infusion reaction Z %L L7 2 L DR WA OHEHTTH Z &,
BHZMBICT 720, 1EHOYRE S5 16 mgkg 2 2 Hifigi LT 1 HH,
2 HEIZZENEI 8 mglkg Z#0EIB G LTH LU,




BT b~ 7R 58| L6 AENZF T B ARSI T 5 &6

R 7E44 DARZALEX TEStiK

6 AH| (16 mgkg) B5HE

R oI G EE BEHE BREE
BRER (EAID 1 FFRE) IR * HE
13 B ks
Option 1 (/e 2%.)
Week 1 Day 1 (16 mg/kg) 1000 mL 50 mL/HF 1 B4 200 mL/KF
50 mL/Hf
Option 2 () #/#4)
Week 1 Day 1 (8 mg/kg) 500 mL 50 mL/HF 1 B4 200 mL/KF
50 mL/Hf
Week 1 Day 2 (8 mg/kg) 500 mL 50 mL/HF 1 B4 200 mL/Kf
50 mL/Hf
2EEDOFRE "D 500 mL 50 mL/Bf 1 REfE AL 200 mL/Ef
(16 mg/kg) 50 mL/H¥
3WEELAGEDRE © 500 mL 100 mL/B§ 1 REfE AL 200 mL/Ef
(16 mg/kg) 50 mL/¥F

a. BHHE OWE 2oV T, Infusion reaction Z 3 L7122 E DR WEAEDOLBRHTHZ &,
B T Infusion reaction 237254 O H A RIEH & 500 mL (16 mg/kg) #fEifF342 2 &, Thlisto
56 13 BRI B 1000 mL % AV %,

© EFEDE 5T Infusion reaction N2 WEE DA, 3 ¥ B LLEOWIEIK 53 E (100 mL/FF) ZFHE+ 5.
TNLAN DA TR L TWD 2 B OB EEIZHE> Tk L TR 57 5,

Grade /EJEE A [4>7, Infusion reaction 23 F L7236 1E, AFOFH % H
B L, JEIRIZKTWLI 5, Infusion reaction ~DRFULIZHER L TIE, LR IZHER
DERY, BEEREOKR T UIRGFIENKELRDZENH 5,

- Grade 1~2 (BEJE~H%EE)  : Infusion reaction (¥ 5 JEAR 3 [EIE R,
Infusion reaction 23 C & o 72 e 53R EE D 03 LU T O E TR G- 2 BT 5
Z &, D%, Infusion reaction (2 2 FEIRFEEL L 22 1T AU, ERIRAIIC
WY 72, BOOEE 200 mL/F £ CORNME L MR THEELZHE L TH X
™
(#5) .

- Grade 3 (EJ¥) : Infusion reaction (Zf¥ 9 SER N EIMERES, Infusion
reaction NFEHL L2 HE DL T TR EOHRAZHBRGT 2L, 20
e, JERDFEBL L 20 AU, R 3 ITHERROHINNE & [# bR C 8 58 B ol
WA T 5 Z &, Grade3 DFERIZMHE I IERP R T 2L 61T Lo
FlEA M K3 Z &, Grade 3 LL_E® Infusion reaction 73 3 [AlL = - 7235
A 13X DARZALEX O 5-Z K Fik 45 2 &y

- Grade 4 (&% 7>%) : DARZALEX O 5% kot k45 =
&

HELEGF A ZK
FIERE:S
Infusion reaction D Y A7 ZHXJH T 572D, T XTOEFIZK LT, B, KK
Feh 1~3WEHIATS, LT ORMHREEIT O 2 &
ANFaRTuA K (REESUT R EREER)




5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

I

k5e4 DARZALEX {3 4Hi%

AFNT L R=Y 1 100mg, SUTFHYEZFIRNE S, 288 O 5%
X, arFazxrsof REBELTHLREY (AF LT L R=Yrr60mg %
A TR )

Vil s

TXY ALY 20mg &, FE, AFRGEICHERE, TERFAL YR
sIERE L THWON D aVTFaxTuf RTHLYE, AFIRS A ORI
LT LenTED,

T XY AL L, ARFIWEEGENIEEIRNEES- L, 2 BB A O R 5
WIERR ARG EZRELTHRY, T AZ Y URFiEdE s LTREEND
B, AFEERICEOMDaLTFaxTasf RFEAE (L F=yy) &8
HLpnZ b,

fREH (7 b7 2/ 7 = 650 ~1000 mg #% 1% 5)

PLle AZ I VAl (Y7o b RT3 25~50 mg UFHFE Y B4 0 T
FEIRN$ &)

LIS
15 Infusion reaction D U A7 Z#EJH T 57, T XCTOREIZK LT, LA
TOEBOBEEELITH Z L,

AFER THIZER, fOaLvFazgaof K (AFLT L R=Vrmr
20 mg IR EO PR IR REERE a LT a X7 a A N &4 ko
HAEIZNUT) 2 HM#ERRETHZ & (BGFAIZER) .

Vil s

AFFE G ORI 20mg LT ORHEATF LT L K=Y mr, IHEYED
ARG ZHE L TH R,

—7F, ARREEOBHIZ, ZREEHEEEOFHIKE L TCarFarras
K (BI2XT V22V V) 25T 558120%, BMOBREERILIE 2N
BAND D,

S DT MEPAZEMERTRE R OBMEZ A T2 BFEICO VW TIT T, ERFREMRA
KO FRERER G SRR L OB A 2 v TFaxTa A REWo %5 Ol
FIZOWTEETHZ &, BYIO 48R E L=, BEIZEKA Infusion reaction
MFBLL TWRWGEIE, DIRITRAIZ L 2% EEEZFIE L TH Luv,

HIRAES OFIR TS
BRI OFRTEEO 729, HL7 A VAT 5 % DARZALEX $¢ 5-BA &%
LEMLINIZEAE L, AIREK TR L 3 WA LT 2 &,

FERE
DARZALEX OEIZEN O S/, MK EME2 88 U 7= 85813 Bk 3 [B11E
TAHFECEEAFH->TEH BV, DARZALEX IZHEHT 2 AN W T OEE#RIT,




5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

I

W 7e 44 DARZALEX TEStiK
RESEE O TE R E S,

BE5 D HOFEEL

DARZALEX [Z 1 [EfEVG] 0 TH 5,

UTDX T, EHEBIEZIT- - A AER 2R3 2 &

L L XD DARZALEX Ik OG-8 (mg) , #&E (mL) , LKUOW 7R
DARZALEX O/ A T VE & B O REEICESWTEHEATHZ L,

- DARZALEX IR N O~ (O TH DN E MR 5 2 &, NGB R
B, XEDOMDOBEY NS H5EIMEH LwnwZ &y

- DARZALEX IRk DV B8 L [RIR B O K ES DT 0.9%H/T ~ U w7 AESK
RN 7 BN bRETHZ &,

- EE O DARZALEX ISR Bl D, & SIZRL#kD X 5 I KEHS 7 0.9%
LT MU U LAERIE A EA T DRy 7« HEIINZ D Z LI X VY]
REBRBICHRT D2 &, WAy 7 - FawlE, RVEfke=1, A7 ov
vy, RU=F Ly, IRV AL 7 4 REY (R 7L+l =F
L) "SR TRITIER BV, @Y EERE T AR5, AN
A T IVORMFH OFRAFERRI TS HZ L,

CERHE N 7 BEREFINIIR S, WREIRAST D, IRVIBEERVW L,

- IERE OB G IRITZ ORI OB ERICB W CHBER IR Y, BERTCK IS
LOECOFERIZOWTERBRET S22 L, ¥T7V AT IIEAETHDH T
W, FPERIZIET I NS I B~ B0 R AR T3 ETHZ &N dH
%o REWRRLT, BEAIZOMOBEYHN B L VRS DR -GE M
HLZznwZ &,

- DARZALEX [ZIRIFANITE R Tz, R ITEE [15~25°C
(59~77°F) 1 M OBANT CELICEET 5 Z &, HRERITER CRE
15K (G-RefZ2 3 Te) IRIFLTH R,

CELICEE LR WEEE, BERTOAPIERIZGE [2~8°C (36~46°F) ]
DO LR 24 BRI D 2 EMNMTE 5, BifE LAV &y

w5

MR LESEE, WREEIRICRT, A4, BE, XMfudx s
7Y —, BMOEAMEEDERVWARY =—F )V ZA)VR 7 V2 — (FL££0.22
XX 0.2 um) L REFREMRENT & ST v MR L7 SRS X0 AR
WakGITHZE, RV, RYTHxYTy, R eE=1, RV
Trrvry, ERY=FLrroEonTirofkbt s SRR L
YA

- AR O ST 2 R OTZOITRAFE L7 2 & AR R ST BETEY
A HUIR DO BLHI BRI > TR T 5 2 &,

- DARZALEX ZMDOIEA| & [F UEHHIRT 4 > COFHEG LenZ &,




5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

k5e4 DARZALEX 1E5%
s 2L
s T OV Infusion reaction
o Eons DARZALEX 1%, HJE @ Infusion reaction 5| Z# 242 L3 H 5, Infusion

reaction [T ERBE DK LEHTAHA LN, ZDIFE A EITHEIFEGEHIZHEB LT,

Infusion reaction (%, 2 [EIHLAEORGEHFIZHE L2 LN D, AEH X
DARZALEX # 5-# T 1% 4 R LINIZIZIZ T T D Infusion reaction 234 5417,
BRIREBRIZ I 1T D %L DEAFITIE, #5% AR 48 FFfH] £ T Infusion reaction
MBI,

RUE O, (KRASERIE, FRURINEE, &), MEEATEAE, K OVfKIEE ST E
@ Infusion reaction 234 HAV7=, 8 M OSERIZIE, SPH, BEWK, RGP 72
EDOFEUIELR, WONZHEEE, g, KOELNEENDL Z Endb b, (KL TH
HIDIERITITNGE S, 7 L —Mak, BE, MEAHRE, £ 95 8EE, KUK
MERSH 5,

Pie 22 I A, R, ROanFazxToal ReEERICEEICERET 52
o RIBEN KT ETOMT, HBEICBRELE=X) I T5H2 L, EREE
(22302 57 Infusion reaction 23 Z - 72354 13X DARZALEX @ &l & L, &
FEH U CEZEHEAZBMAT 5 2 &, Efi 2% )7 Infusion reaction (Grade
4) MEZ 5725813 DARZALEX iz 1§25 Z &, Gradel, 2, XE3 D
Infusion reaction 237 HAL7Z BFIZHOWTIE, BHGHEZ T CREHFHETH Z
&

FEFEVE Infusion reaction D U A7 Z 8T 572, DARZALEX A& |1
2, TRTOBFICRHLEOaNTFazxTaf Ne&5T5Z L, @AM
MR B OB EZH T 2 BEITE, BIMOBEIEEZITV, FEERIRATHE~DULE
DL RDHGE LB 5, BMEPAZEMEMEEEE T O TIE, B L OER
MER MRS IR L OB A 2V TF a xR T a4 RO ERET 52 &,

FfE MIERE~DO T

X v 7R ER oo CD38 IZHE G L, M#EHy =7 ) el (M2
— LR THMAETRT, XTIV A~ T EMNE LS v 7 U iR B
B, ¥V AT OEMKTHRER 6 W ARG 725 Z L3 5, HRIMER
WA LTeZ 7Y A~ 70, B O M ORIFURIC R 2 Bk ok % it
T 5, BED ABO A OF Rh UL O H B IR B L 720,

Z O MIHERER ~DO T OWTHgIfLE > % —I2@ A L, DARZALEX 2SI
BhH SN2 L Z Mg S 7 IR T 5 2 &, DARZALEX O #% 5-Bi4aHT]
ICBREDODHEE ORI ) —= 2 T FEfTH L,

U A BRI E
DARZALEX (%, M9 % 238N E ORI IX 9~ 2 4 H BRISE 0O JE 51 4 4
IMEELREMDR H 5,

DARZALEX # 5-H%, OfH 7 5 2 3MEEHIERICE 3 2 BESEHT O LT IEHRIC
Mo T, AMEREELZEMMICERT D, i FERBUME 2R U7 B3 Tl
DFEEE=H2 Y 7T 5, FHERMPEIET S E T DARZALEX O 5.4 Ff-> T
H BV, DARZALEX OJBEIIEID Hivevy, BER I X 2 ERELZ B ET




BT b~ 7R 58| L6 AENZF T B ARSI T 5 &6

I

W 7e 44 DARZALEX TEStiK
HIZ L,

/MR

DARZALEX 1%, fFH3 2 2505 BENESR AL 9 5 i/ MR s iE O 56 B % 1
MESEDRREMERH D,

DARZALEX #5-911%, Of 3 2 3B SEIESR 2B 3 2 G 338 O 05 1§
IZE> T, SERAMEREE % EHHNCFE T 5, M/MEAEIET 2 £ T
DARZALEX DO#¢ 5. %75 - TH BV, DARZALEX O ILEID S22, i
ICRDXFREEBETHZ &,

TERPHE~DOTH

H7Y A7, WEEMERORKRE=2) » 71T S miEEHE
SRIKE M O [ E L O 7 TR e s b Ml IgGx &/ 7 n— T AHUATH
Do ZOTHIT G RUBHEIEE B 2 A4 2 B2 & - TIsEaRh L UR B
TOHE B RIZT W REM D & 5,
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BT b~ 7R 58| L6 AENZF T B ARSI T 5 &6

KA1G-ABMIZEITE45 5V ALY T EHEETHEN ORI

R 5E4 DARZALEX 20 mg/mL {354 Ff i s Al

FRGREEH] | o 2016 4F 5 A (FR3ESUTEEATED Z 56 ME IR xh 3 2 BiAlR L)

e 2017 4H (VFU RIREOTHIHRAZY U TIANLT VI T ROTF
PR &k ORFRELE)

«  20184F 8 H (RIFEDLHMEBRHIEIITHRLTY I T, AVT 7T
KOT L R=Y v L OB )

o 20184F 12 A (LHIEEHIE)

« 2019 11 A CRIBEOZREMEEHIEICKT 5L T Y RI REOT 42 ¥
Vvl OO )

o 20204F 1 H (RIBEOZHMIEBRHIEICTHRLTY T, U RvA R

K OT X4 2 2 b OPF#EE)

SmL /A T, XTY A~<7 100 mg &H

o
N
ob

& e 20mLAA TR, XTIV AT 400 mg A

e |« LFURIREROTIV ALY VIR LT VI T, AVT 7T U ROT

P F=> L OPFHIT, BFE MBI 7RI O 25 M B iR
NBE DR

« ATV IT, YU RYA FROTFH ALY LOMFHAT, AZEMER
ARG R 7 ARAR IR D B FEME B R AN B DTRHR

« VFURIFROTHFIRAZY URIIANT Y ITROTFHA LY LD
OFHT, 1 LA LI EORHGRIE 2T 5 2R F BN EE O

o HAWREL LT, Tu7 7V —AEER N OREREEEZ & OallaRIE 2 A
L, ESEOTRFRIT U CRAEMEST 2R U T TR SUTERR M O 2 58 P Bl AL

NBE DR
Mik-H | A&
& DARZALEX OHAFEIEKR LT U R R e OO EIEOEER & (4191
TN AL)

DARZALEX OH#ESER &3 16 mghkg (KETH Y, UTFOR VIIRTHREATY
2 — > TRIEET 5,

<1 : DARZALEX DG A7V a—) QYA 7 LT A L)

il AT a—)v

1~8 i H il (Gt 8 [\l 5)
9~24 i H * 20M G 8 HliE)
25 H DARE, FRABMEITE TP 4 A E bR

a  2HEMEHEEATY a— L oyREEIT9EA
b, A WERRREG A 7Y 2 — L OfEIE L 25 B H

Z

11



BT b~ 7R 58| 1.6 FMENZ I D RIS B9 5 &k

I

i DARZALEX 20 mg/mL {354 i i s Al

RNVTYIT, ANVT 7T ROT L R=V L OFfEEOEYERE (61
PA T NI A L)

DARZALEX OHELEH &L 16 mgkg (KETH Y, LLFOR 21T HRERA Y
2 — V> TRIEEET 5,

2 DARZALEX O¥¢ 524 2 —)L (6 YA 7L LI X )

il AT a—)b

1~6 i i (Gt 6 ml1% )
7~54 3 ° 3R G 16 i 5)
55 LIRS, REBEITE TP 4 AR

a 3BEMREERGA Y 2 — L oyEE513 7B
b, 4 BERREEREG A 7Y 2 — L OfEIEE 1L 55 B E

RANVTYIT, U R~ REOT XY A &Y L O EIEOFE S -8
B2 a—1 GBS A 701LPA)

DARZALEX OH#ESEH 513 16 mg/kg KETH Y, £3DEREART T 2 —/MIZfE
> TRIBEET 5,

# 3 . DARZALEX O¥e 5 A7 = —)L

lElaeedlE b} AP a—)v

A 1~8 it il (Gt 8 [HIf%5)
9~16 3 * 20ME GE4BE)

KEAL LR L OVASCT O Ik

HiLfE 5 1~8 i ° 20ME GE4BRE)

a. 2WMMEHRE A Y 2 — oy E1T 9 E
b, 2WEMREE G A ¥ 2 — /L OYEIE 513 ACST O 5K 11 H

RVT VI T EOUREIEOREIN-REG AV a— GEPA 7 LLY
A V)

DARZALEX OH#ESE 513 16 mg/kg KETH Y, £4DERERT T 2 — /I
> TRIBEET 5,

4 : DARZALEX OG22 — )b BEYA 71T A )

H AT a—)v

1~93# A il (B9l 5)
10~24 JH H ® 3R GFSsERYS)
S H IR, HAEHETE T 4 A E bR

12



BT b~ 7R 58| L6 AENZF T B ARSI T 5 &6

I

i DARZALEX 20 mg/mL {354 i i s Al
a. 3RS 272 2 — L Og)E 51T 10 8 B
b. 4 ARG A Y 2 — A oPEF 513 258 H

RGEE

DARZALEX 1%, 78R4, TRl 5ICRd0la G085 A s L
HE4AZ L, BEFEEOMIEIZOWTIE, Infusion reaction Z 38 L7= 2 L D7
A OHET 5 2 L,

52T 572, 1B OY)EE S5 16 mg/kg 2 2 HEf LT 1 HH,
2 HEHIZZENEI 8 mg/kg Z#0EIB G LTH LW,

13



KT b~ 7 BT GAH

L6 AENZF T B ARSI T 5 &6

I

DARZALEX 20 mg/mL {354 i i s Al

x4 . KA G HE

R MBI GHRE | BERE | BEAKRE
R (RMID 11 g * HREE
&2 i)
1EEO#®E
Option 1 (#i/m/#¢
%)
Week 1 Day 1 (16 1000 50 mL/i§ 1 IR¢fH) 200 mL/
mg/kg) mL iz HF
50 mL//f
Option 2 (L #I#
%)
Week 1 Day 1 (8 500 50 mL/i§ 1 IR¢fH) 200 mL/
mg/kg) mL e 153
50 mL/f
Week 1 Day 2 (8 500 50 mL/If 1 R 200 mL/
mg/kg) mL e 153
50 mL/K¥F
2B D5 500 50 mL/ff 1 [ 4 200 mL/
(16 mg/kg) mL \z i
50 mL/HF
3EBLUBORE ¢ 500 100 mL/H 1 IREfH) 200 mL/
(16 mg/kg) mL e =
50 mL/Ff

b, LA OWEIZ OV CIX, Infusion reaction ZFEL L7 2 & DA WEED

HREST D2 &,

fil# C Infusion reaction 7372\ 54 O HA UK H & 500 mL (16 mg/kg) %
422 &0 TR LS OBEIARIEN & 1000 mL 2V 5,
182 D 5-C Infusion reaction 23 72 W M\GA DA, 33 H LARE O ) [e] % 55

(100 mL/) ZFAFIT 2, THLNOHEIERTRL TN D 2 H 0L

B ZHE - Thlkiee L TR G- %,

Infusion reaction % F#

Infusion reaction O U A 7 Z KT 5728, AFIFEGANZHTERIELZITO Z &,

Grade /HJiE & % [i]7>9", Infusion reaction 237 H L= 451%, AK| OG- % H
HIZHEr L, RIS LT 5,

Infusion reaction ~OXHLZEE L TlE, DLIFICHELO LB, BHGHEEDOKT X

RGP DBLELERD I ENDH D,

14




5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

I

i DARZALEX 20 mg/mL {354 i i s Al
- Grade 1~2 ($EE~ZERE)  : Infusion reaction (Z£E 9 JEAR A R IRES,
Infusion reaction 232 Z > 72 8% Gl EE D 2 LUTF O E TR G- 2 B3 2
Z &, ZDt%, Infusion reaction [T D FEIRAIFEHL L 22 1T 4UX, BRIRAYIZ
W72 e R L 200 mL/RF E T OHENNNE & MR THEZHHLTH v
(#3) .
- Grade 3 (EJ¥) : Infusion reaction {2 5 JEIR 23 AR S, Infusion
reaction NFEHL L2 E DL T TR EOBHRAZBGT62 L, 20
B, JERPFHL LTV, EUZRENE S R THEELZHELTH &
VY (#£3) , Grade 3 DFEZIIME D FERD BT 5551 LRROFIEE
eV iK$ Z &, Grade 3 UL _E® Infusion reaction 23 3 [BIfL = » 7235513,
DARZALEX OF5-Z Kffz k425 Z &,
- Grade 4 (A@%E%&H)T) : DARZALEX O 5% Ko k425 =2
Lo
TE EHB Y DARZALEX 2 &5 TE RN - T2581E, TE LMY R Z0®RE
ATV, BEATVa— VA EERE L CTREMREZHER T2 &,
Vik=cil-i
DARZALEX O EIIEID Havie\, Mg 2 58 L 7oA 1 i ko 114
THETHEEEF>ThH XV, DARZALEX & fHT 2 3EANZ W T ORI,
R B EIR G O R AR EE A S,

HEDE O I

HITRFE

Infusion reaction ® U A7 ZEJET 5720, T XTOHREEFITK LT, MmREl, AH)
5K 1~3 RN, LATD & B VATEIEEZITO Z &,

aNFaRrTaAf K (FRFEEAR ST R REFEE )

HARE - AF L7 L R=Y 12 100 mg XIS &4 FIRN&E S, 2EHO
BH#IX, arTFazxTaf FEEELTHLEY (AFALT L R=Y1r260mg
Z 0 SUTFIRN &)

DFRIE 7T A XY 20mg &, El, AFERGRICATR G, 7TFF A X
VN, AFIEIE G ENIIE RN S U, 2 [\ B DR O R STk 0 B 5-&
BRETLTH L,

- EBEGE (8T & Z F—/L 650~1000 mg %% 05
S PIE R IUH] (V7 = b KT X2 25~50 mg SUTFY B AR O U
FEIRN % 5-)

BRI

FEFREME Infusion reaction D U A7 ZWEJT 5728, LITD & B HEIEEIT
&,

15



5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

Mot

I
™

DARZALEX 20 mg/mL {354 i i s Al

HRIRE - T RTOFEAZKTH I BA L2 HEIWZ GFEAEB»OHLG)
BHavFazrrsoaf K (AF VTV =Y 1 20 mg XTI Y EO FRREIEH
BT ERBERE VT ax T a4 RESHIOEKEIIECT) 285752
Eo

OFHRE  ARIER GO RIEHEAT LT L =Y rr Q0mg L T) X
MY EOROESERFM LTI, 2L, AFRSOERIC, £RMEEHIE
EOMHEE LCarFazxTaf K BIxETX22 Y 0) 28535855
i, SBMOBERKIILELWNGARD D,

18P PAZEMERTIR OB 28T 5 BEICOWTIE, ERERAR R CRRE
RBIRE SRR R O A 2L F axTa A R Vo 2 kE5 oM HIic>n»TE
BT 52 &, OO ARIZEE L%, BFITEK Infusion reaction 23 FEEL L
TWRWEEIL, ERIOHEENCL Y, ZNOOWAIC LA %BEEEZHIELTH X
|

PRI IS D P T

HRITZ OFR TR0, PioA VAEKOFHEEREGERRFTT5 2 &,

Rk

Bl B~ DR

EMREIE ERE AR R L L2F T Y LT OERRRBRIZI N CEmESNT
W, RHEMSEYENRE (PK) fRATICIES X, BREREE B Co H &RIX
RETH D,

N Z B~ DR

fTHgREfE ERE 2R L LI-F IV A~ 7 OERRRBIZ - NECEMMINT
[AYAQAN

RHER PK fEATICEE D&, IR E 4 H T 2 BE COHEFEIIAETH
Do

(BT~ DI

EE COHEFEIIARETH D,

P~ DEEG

18 W AT O /N B T4 % DARZALEX D222 E N OV 0 I3 MEST LT/
WV, T HIIE LTV,

B 551k

DARZALEX [IFHEMEAITH 5, AANZL, LT Y 7 L7EFK 9 mg/mL

(0.9%) THIRL THhOLEET D,

P
gl

BN S SATARFNC G £ 1D EINFN OWF DN 56T 5 I EBUE,
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5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

ongd DARZALEX 20 mg/mL 5 H A 551
LSS VEON Infusion reaction
fFH EoE Infusion reaction IZ, DARZALEX % #5- L 7= 283 DK -8 C#is S v,
= Infusion reaction 23 Bl 7= FBE 1%, 1EABIME LT £ TOM KL OVEAZ OIR %

WL TE=XY 7T 5,

Infusion reaction D K T EIFBEE-HFIZFEBL L 7=, Infusion reaction 723 2 [A] H LA
DOEEGHICHENT BT IXREED 4% ThoTo, [E &, [KERFE, FERIA
¥, EiE, MEBAVENE, M OV ZKNE % 5 T H D Infusion reaction 23 5 AL72,
FERIZ T EPA, ik, WA, S, EM, M OVELRETh o7, KA
JECHBITIERIZTITNGE, 7 LA —MEaEK, BE, KRR, 29 5FEiEK&
MR ED S > 7=,

Infusion reaction D U A7 Z T 57, i A ¥ I UF, MEK, KOt=ar
FaXTuA F%&, DARZALEX & #5342 NCBEICHEEL1T S 2 &, HIE
FEWZH D30 53, Infusion reaction 23 Z o 72855 1X DARZALEX O i3 & 1 #79
52 L, WEZ)EG U T Infusion reaction O [ FHVE B X RHRIEZ IG5 5 2 &,
B5 2 BT BT, BEHEEZ FTHZ L,

1EFE Infusion reaction DV A7 Z#%E 35 7=, DARZALEX D51, 2H
TR arFarTaf RERETL 2L, IbIT, BMPAZEMITRBOREE
EATHBEIZONTIE, MRGAIHENE Z > 72581l 2T, %m&EHE (RA
aANFarTuA R, EREERRE O R ERIVERRE SRR 72 &) OfEH]

IZOWTHERET D L,

At B T ER MBS G 1, DARZALEX O 5% ki i35 =
&

S IR E /MRS E

DARZALEX 1%, (OFHT % 258V B BEIE 5 E K 3 2 4F H BRIBADE M OMiL/ M
JAE DR A N S 5 AlRetE N & 5.,

DARZALEX #5-71%, BFHT 2 Z5ME BRI B3 2 OGS DAL T 1 #t
20> T, RMERFEE A EMNCET D, GPERRAEZ R L7 B Cldid
DEfEEE=2 Y 74 2%, MEEARETET %% T DARZALEX D#5-%215-> T
b LV, DARZALEX ORI DRV, Bl UL R K 12 & 2 SCRRIE
EEETDHI L,

Mg Z7e 7 ) VER (M7 — LA XBR) ~OTW

X7 A~ 73R MER (RBC) EIIRL~LCHREBLL CD38IZHEA L, [
I — LA AR CHMEEZ R THGEN S D, ¥ 7Y LT #N(E LR — A AR
BRI, X7V L= T ORI TR 6 WAL 2D 2 £ 5, RBC

IZHEE L7eZ 7Y A~ 71%, BEOMIE T ORIFURIZ T DR O 2 8k
LHENDH T L AMT 52 L, B O ABO KL T Rh AfiE I OH7E (25
B,

F TV LT ORGRGANCEZEDODER ORI V—= T EFERfT 5 L,




5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

I

i DARZALEX 20 mg/mL {354 i i s Al

M DEEHEIZIS T T, 47 Y A~ 7 ORGRMAATNCR M AZ BT 5 2 &,
TRIMEROBHRARENL S 7Y A~ TITEBEIND Z L1372, WOEBLTH X
[

TE SN OBZIE, ZoMEEIZ a7 VERBRA~O T oW Tl
VHE =BT S 2 L, BRAMIM A LEIZ R o T GAE, BHURO Mk N2 T
DFNEIZHE, RZEM A D72\ ABO,/RhD [Z4 8 L7- RBC Z#iifl LCTH L\,

TEEZHE~D T

2T L= TNE, NEMEMEAOEKRE=2Y » 7IZEH IS MIEEAE
KUK N OB EE O 5 CRITFTEEZ & F IgGx &/ 7 0 —F AFHUETH
Do ZOTHITIgG x MERIER A 2 A3 5 8H X - TIBER KO EE
ITOHEITHEE KT ATREMER H 5,

BRIFR U A NV A DEIEMAL

ZTF w7 A5 INFBFICBNT, —HEEEMNEZET, BARIFFR
T A NVADFIEHALDRE SN TWD, Iy 7 ZOERENZIEL, A7V
—= U T EERTHI &,

BAE DR R TH - T2BEFITIE, ¥ 7Ly 7 AT KHERP L OVERET
MHAR Ly 6 HIZ BAEFTE 7 A L 2 OFFEMAY 0 B R 8 K O 2 1 1 1=
ODWTHBIET L&, BHOHA RTA M- T, BEEZEHTLH L, £
7o, MRBOHEMEICHKRT LI LEBETLHI &,

ZTH Ly 7 A EANC BRFTR D A v 2 OFIEMHALS A b - BT
%, #IV Ly 20%E2MkL, WURIEREZRZ RO 28, BEHEADE
1%, BAUITFRICEET 2 MRz A3 2 EA & o b, @Y E2 ST 5
ze&,

AnAl
DARZALEX @ 5mL 2 Y 20 mL /34 7 /UWIZiX, 7 MU U ARENEN
0.4 mmoL, 1.6mmoL (9.3mg, 373mg) ZENTWND, BFEOESZHIRL T
WHBHFIL, ZOREEZEIIAND L,
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3 1.6-5 KE DX T L~ 7 fz FERIFIEEGR

W 7E4

DARZALEX FASPRO JZ T 1E: 55

AR

e 20204 5H

A - a5

o 15SmL A TR, ZTY AT 1,800mg KO E T A =H =BT LT
7 30,000 HAL 5

OF %A

o BFEIE MM AEIEE)S 2 ARIE R O S R E REE D ([T 2 A%H], Bv
TYIT, ANT T U ROT L K=Y v L OfF gL

o BFEEMSMBHIERES 2 ARIERO SR ERIEEE LD b 1 b
U A UL EORNRFRE 26 7 5 B3 T EO 23 M F BilE R E 12k 5
AHl, LU R REOT 4 2400 & off kL

o Dl EH 1 LU AL EORNRIFREE T 5 2R EHERE I T A AR
A, RT YV ITROTHH A KL O L

AL

o TuT T Y= AHEA R ORERTTE A ST 3 VYA UL EORHRREE A
T 5, X7 e7 7V — AREAR L OGREFEEE O AN O 2R M
BlfE BB 1Tkl % VEE

& - &

HELREREFEHR
+  DARZALEX FASPRO [ F#EG5DH ET 5 Z &,
+  DARZALEX FASPRO D H-Fitk (LU F DA 2 #5956 2 &, FHICHE
IR ERARIZT D 2 &
*  DARZALEX FASPRO O 5-BlGrINCEF DX A T2 ANTIL, A7 U —=

YT EITH L,

HREAEEVCAF Y 2—V

DARZALEX FASPRO DO #E4E FH 13 1,800 mg/30,000 Hif: (X Z Y A~ 1,800 mg &
b7 ba =4 —+¥ 30,000 HAL) T, K3~500F TR & 535, DARZALEX
FASPRO % HAFE IO ARIE L UL CTHRGT G GOHRE G AV a — ViR
1,2 KON 3 TR,

HAPEER RV Y B FROT X & V'V & OfFHEED-RD)
DARZALEX FASPRO Z # 59 25513 1 IZR#l SN2 &R G5 A 7 ¥ a — V&l H
T52 L,

o LFURIREOTIHAZ L0 @GHEBEYA 7)) T
o HAIRRE

#£1: LU RIRERTIH AV L OPFHEE K OHEARED
WeH R a—v @HEBYA 7)

A AT a—)v
1~8 3 il (Bt 8 [HI%5)
9~24 J 2R GF 8 [mI#%5)
25 WLARE, BEETE TP 4 15 IR

c.2 MG A Y 2 — )L ORI 51X 9 B
d.4 BREWREEG A 7Y 2 —) L ORI 5% 25 #H H

DARZALEX FASPRO # {fFliRIED—# & U T ET 554, B RGEE OHE & OVt
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I

W 7e 44 DARZALEX FASPRO ¥ T 1ES#
OHELEFVE « EITIRMN CEESBTSZ L,

RINTSIT, ANVT7rSURRT L R=Y & opiEE (D-VMP)
DARZALEX FASPRO ZR/NVNT V' X7, ANT 77 kOT L K=Y v L A%
B3 581%, R2IWCHRTHEEA X 2 — I IHEH Z & (6 YA 7)),

K2:HRLVTYIT, AVT 7TV ROT L K= v LD AV a—L

(6 RV A1 7 V)
W AT a—)v
1~6 il (5t 6 a1 5)
7T~54 1 2 3R (G 16 Rl E)
55 ELIRE, EEMEITE T 4 15 IR

c. 3HMMREE AT Y 2 —/ )L OREEEX 78 B
d. 4 BEREREG A7 Y 2 — L oOR)EE 5% 55 H

DARZALEX FASPRO # {JfFliRIED—# & U T ET 554, B RGEE OHE & OVt
DOHESERE - ARG CEEZSZRBTL 2L,

RNVT S ITROTHRYAZ Y LD AEE (D-vd)
DARZALEX FASPRO # R /LT V' I TR OT FH A X2V o L& GT 25681, #
3OPHGARyVa—VEFEHATAHZE GREY A7V

£3: RAT Y ITROF Y AL v L QPG R Y a—0 (3ERY A

7 V)
B AT a—)v
1~93# i (G 9 [\l 5)
10~24 3 @ 3R G5 EERS)
25 LIRS, AT E TP 4 JA[H bR

c. 3MEIBEHR G- A Y 2 — /)L OFEE51% 10 # B
d. 4 FMBEER G- A 7Y 2 — Lo FE#k 513 25 1 B

DARZALEX FASPRO # (ffiEiED—E & L TR ET 584, hFoHIEHE - HE
ISR CEE BT 52 L,

DARZALEX FASPRO Z® 5 CEx R o EE
FIE LB Y DARZALEX FASPRO Z# & 5-CX o 725418, TX AR BL
ZFOBEGHEITW, HEAF Y 2 — L EBEERHE L TR ERT5 2 &,

HEARHFRE
IEE:S

DARZALEX FASPRO D454 5 1~3 FEREIRTIC LA F ORISR Z1TH Z &\,
- TR b7 T = 650~1,000mg M H
- V72 b RT3 025-50mg CUXFSES) OfR O E 713 IRN & 5
canFarTFaA R (RRERESUTHREIERT)
A
AFNVT L R=Y 100 mg (TA%M) 20 IFIRNE G 5, 2
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I

W 7e 44 DARZALEX FASPRO ¥ T 1ES#

B HOBE5#%1E, AFLTL R=Y 1y 60mg CULRZR) IZHETS
EEmRT AL,
Vi3S

DARZALEX FASPRO OfE[EID#E G-HIIZT ¥4 A % V2 20 mg (XX [AI%
i) R O SUIERIRNEE G35 2 &,

FRY ALY UNERBRIEICERN R a L FaxTa S RTHHEE,
FEO—ETHLT XY A XY D&% DARZALEX FASPRO #5- H O Hij
BIEE L CHERTZ &,

BENRREL LTIV AZ Y BTV R=YY) oREE2Z T Tn
725613, DARZALEX FASPRO O 5 HIZHEMFEEL L CalFarT
A4 R CUIFREESR) 285 LW &,

B

UTDEBYHBEIELITH Z &,

B A1
DARZALEX FASPRO (¢ 5-OFHMNL AF LT L R=Y v 20mg (XX
S B DO PRERERA T ERRERM arFaxTa 4 R) &2 HERO#E
G352 L,

PEAT A
DARZALEX FASPRO % 5-DEH NG, AF AT L K=Y 1 20mg (X
%% B O PIFRIERASUIERMERA 2 v Fa 27 a4 F) LLFORO#K
HBamatd o2 &,
DARZALEX FASPRO O 53 Rz, HEIEICRRN /s aLvTFazxTaf
K (FlFxH AL, L R=Vy) 25454, alLFazxsno
A ROEBIMILE L WGERH 5,

DARZALEX FASPRO D) D 3 [ D E 41T 2 H 512 1E 5 BER 72 SG0
BOOLNRWEEIE, aLFaxTof RoRERIEZBHTD 2 & L
TR R RIS REAT a4 REFRL) |

12 PAZEME TR B OREE N B 2 BEIIE, IR EER R L OR R EE AR O
RUE PRI KL WA TV F axTa A RO %=EET %5, DARZALEX
FASPRO DD 4 [HlDF 5%, BEICERR 2 EGBERIGH RO i
ROGEEIE, IO OBMOBEEOP I ERFTT 52 L,

EIRAES TR TS
HRIIE OFIR T D72, i A L AT B 5 % DARZALEX FASPRO #
G5B 1 R LINICBIAE L, KIGE& TR L3I DARKRE LT b Z &,

BT
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Mot

I
™

DARZALEX FASPRO JZ T 1E: 55
DARZALEX FASPRO D& (3HELE X g\, B BEINHI 2338 L 72581 i ER
a2 riE ¥ 57-H, DARZALEX FASPRO O H-dilli ka4 25 2 &

AR

DARZALEX FASPRO [ZIEFRUEEH 155 Z &,

BIRBREZBG I3 D720, SA T DT VAR L, L OG5 2 KA
7" DARZALEX FASPRO L T#EGHTH L Z L 2R+ 25 2 &,

DARZALEX FASPRO [F#RAFE G L7222 &,

DARZALEX FASPRO [T <IZHEH TE 5 RETH 5,

«  DARZALEX FASPRO /XA 7 )L Z I EMEE B ED H L [2~8C (36°
F~46° F) ], SIRIEM LT 5 [15~30°C (59° F~86° F) ] . RZHID
INA T, JE IR K OVE P T Tl 24 BFRRE 45, BEH H A
BT CTERRETDHZ L, IRBE LW &

o ANATAMNLITY VT I5mLEERT A L,

«  DARZALEX FASPRO IZRY Yu L o IR =F L o8 ) o D125
HT 3, RV 7Ly, RKUzFLorUIRVEILE=1 (PVC) D&
THEAY Y MAT o L AROBERE R OVEHE, EBICHEHTS 2
&,

+  DARZALEX FASPRO OBk Z > ) Ik BI Lz, T AT 7 —=
— MBI oy ru—X Rxy v P Lt 5, ERGROEEIZHE-
T, BEREEZET LYV oD@ 7 B 5, U DT
HIEE 7 ~ V295 2 &,

o EHEOFED BT D2, EFERNIE FESE UK FiEAE Y b
VU UVIEERET A b,

o FERRDBANIERGANC, WL OBEENTFTIRY , R IR M OV A
RWhABBRET S 2L, REWRRT, B, FOMORMN D HBEE
IEfFEH LW &)

BTik

DARZALEX FASPRO B A~ 7= U P& I L2 WA,

DARZALEX FASPRO &k % RiE M O9M ) F Tl R 4 BRefRIRE T 5 2 &, M

LW AT 4 FERER ICBEFET D 2 &,

&5

*  DARZALEX FASPRO 15 mL % D& THMEELER 314 »F [71.5
em] DOFFIZH 3~5 00T THEATEZ &, TOMOENL~DO 52T
LT —ZIIE 5N TR,

o N AIERICEZ D Z &,

o RENRLS o2, FEHINTERY, ERNb-o7120, Wil poiz
v, GhHENHoT0 T LTI ER L &,

o BFITERDH DG EITEALT R SUTIEARE L ELE S, FEAZY
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I

k5e4 DARZALEX FASPRO /% T {1417
Wr SOFZTEAERE 2 < LT HIERmAE L 22WE4E, 2 B H OTESHEAL
ZREESORCRHANZIRIR L, K0 O 52179 Z LN TX 5,

«  DARZALEX FASPRO O ¥ 5.mi%, [A UEBAZ IS f2 5 D 35 &
BE LW L,

DARZALEX FASPRO 1, # 7YV A~7, &7 hn =4 —B IR DM
xp LB OBAE OBEED & 2 BF I3 RE LenZ &

M | IREOE & O DO EG i

Ok |  DARZALEX FASPRO T, HJE X34z Hd bz Gle2a 512085
Bt Je QR FTHESHAL B G OV b3 LT 2 ATREME Y b 5

s
ClL

3 g
- OF

ES Y

DARZALEX FASPRO O HLFIHEE AT OFHREE 25210 72 490 151 D 22 AR AT Skt
BEMEHE LT A, 1%DBEICETFHEIES RISHNER L (FL—
R2:39%, ZL—R3:14%) . &HFGIHE Ko, #lEESBEEO
10%, 2[EIHEGEE D 02% 2R8I L, TOROEE TILRME 0.8%IC3H L
7o RBLE TORFRIO P IEIL 3.7 BEH (#PH9 /9~3.5 H) ThoT-,
DARZALEX FASPRO #¢5- HIZRE L 7= 2 FPEORIVER X, 84 51 52 #Fh 73 {4
(87%) Th ol EFRMRLEEREICDOIBIERIT 1% KM Th o7,

HBEORISE LT, KEEHRAE, FEWIREE, &iEROBEIRDZED bivie, 28
B GAZPE D BUG D2 DML O R OERIZ 1T, KB SR, &P, Wbk, MRpEf]
B, 7 L — R KONGRS EOMEREEROIED, T T 4 TF — K
&, FEEN, ModE, o FEiE, HEEE, EH, ELLLROMEKMENH D,

b AX I ZREEEGEE, TR T2 72 RORIBEEAT v A ROw]
BeG21TH9 2 &, BEHEICHE D RISICOWT, FHoolE kO 2 (8] B O7EFT%IC
BELE=ZV T8 TFH74 T7F =S EmeE Nt (F1—
R 4) #E5BESNREIR L2 8EE1E, DARZALEX FASPRO O#% 5 ZH 52
IEL, KR HIET 52 &, B (RGERICRELZL0) o2d k5
WSO Y 27 2 ig/NRICT D720, #GiER OBEERIOSC T,
DARZALEX FASPRO # 54 D /v F a XA T v A REOE OO A O G %%
BToZ b,

ST

OFE LT R R REERNZ BN T, RO E 8% D BFITHBLL,
Grade 2 DJinlZ 0.6% T o7z, ERFEFHINISE (1%48) 1TTEHERACLEE T
Holz, ZTNHDRPTINE, DARZALEX FASPRO O ¢ 554G & HH-fE 7
5y (HPH:0 79~4.7 B) #IZHBL LTz, RFTBUSZBIEE L, HERIELZZET D
&,

5 BRI
H 7Y L= 70, FEBREEERIC LV B S D I BRI E & YL S 5 ATRE
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Mot

I
™

DARZALEX FASPRO JZ T 1E: 55

R dH %,

FEREREIC R 2 RO E OFERIZHE - T, &5 HIE2 MR A E K
CE=Z Y 7352 L, MRERBAEDBE TIIEREOBELEE=2) 7
T5Z &, fFPERESEIE T 5 £ € DARZALEX FASPRO % K384~ 2% = & & fit
4%, DARZALEX FASPRO D% 5% 521 TARMKTEHAE TiE, 7 L— N 3~4 D4F
BRI E DFEBLRE N @ o T,

[/ NI A E
KT KA~ 7E, SRR L 0 BRSNS MBI & B S 1 5 ATRE
MRdH 5,

FEREREIC B T BLEEE O IEHICIE - T, BEFIXeimEREE e
=X Y T H L, /MEAEIE T D F T DARZALEX FASPRO % 4R35
5 EERRT D,

BE - Be R

TEFREF72%, DARZALEX FASPRO [HUEiG 592 &R RICER B A LIF
I A[REMEAY S D, DARZALEX FASPRO i, FEVEOSEHIIE &2 RGeS, HHEE
ZIRT SEDHREMER H D, dERIITIR T A~DOEER Y A 7 12OV T4 5%
Z &, HEEEATREZ eI iX, DARZALEX FASPRO O #: 5 BRI Fh J OV # 5-1%
3 AMNIER R E A AT A X 08T &,

DARZALEX FASPRO & L'+ U R RO, LY R RREKEE A5
XL, BEZECSEAAREERH H1-0, HFICIIZEERTH S, RS
OFERIZEET ALY R RO CEEZSROZ L,

MIFERRE~D T

X v 7R IMER Eod CD38 IZAS G L, Wb v ) Ll (M#Er —
LARER) CHMEL D, XT VAT 2T AN 0T ) BRI,
BT L~ T Eei& e 5% 6 1 A £ CHRfE T D RN H 5, ARIERISHEA Lo
TV L= 70X, BEOMIFGFO~ A F—HURICKT 2RO 2T 5, &
# D ABO R O Rh R il B ORI E B L 72,

Z DX O RIMEFHIRE~DOTHICHOWTIE, it ¥ —lCmamd+5&Ed
|2, DARZALEX FASPRO O $¢5.-% 52 1 7= FBF N2 OW TR /N> 7 1@+ 5 2
&, DARZALEX FASPRO O #:5-BHAARNZBE O NFER VAT U —=2 T 54T 9
Z &,

TBEBRPYDHFE~DTH

TV h=7E, PHEMEMEROHKE=2 U I SN L IiEEAE
SUKEN M O [ E L O 7 TR AR B b IgGx &/ 7 v —F AHUATH
Do ZOTHNE, IgGe MEHEER H 2 A9 % —#80> DARZALEX FASPRO #% 5-
BB VT, BEBPMOKBETOHEIZ L KT T WREND H 5,
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# 1.6-6 BRMNICEIT B X T I~ 7 Rz F BRI O 4Gk

Hx 724

DARZALEX 1800 mg 7EHHi%

AR

. 202046 H

A - a5

«  1SmLAAA T, BTV A< 1,800mg A (XFY A< 7 120mg/mL)

ZIRE - R

Sidasarn

o VU RIREOTEFY AL EOUHAIIRALT Y I T, AVT 7T
LTV R=y > LT, BFEEMESMIAERHIEREIS ARG D L3
RPN E NN

s BT VIT, U RS REROTIH A XY EONFHT, B
el R A S 70 ARTE IR D 2 T M B BENE R B DTEHE

e LFURIREROTEFAZY U NFRLT Y I TROT I AL 2D
PFHT, 1 LY AU EORHREEEZ AT 5 258 E HIER N BE OIRE

HAR

o T T Y — AAER K ORI R SRR A A L, BT OTREIC
kf U TR BT 2 7n U 7o P38 ST EEVRTE O 22 38R B B Il A N B D15

& - HE

DARZALEX 2 F# 5 8ANTFARNE G2 B & LT ianz, BlEShiz
MEZ N TERFTORFEETS L,

DARZALEX DO 51X ERIEEH TV, FIEFE G136 A5 03 5 - 72 BR BT C
1952 &,

RNRATINDT )L EHER LT, AJ78 0 (725804 GRIRN ST T %55
F) ROHENBEEIHRESNTWAZ L 2HRBTHZENEETH D,
BIEX T b~ T ERIRN B G- BIR O e 5-% 517 TV 5 BB TlX, DARZALEX
B FEHEEZ RO ETERBNS X T b~ TEIRN T 58545 o8k & LT
THILENTED,

BT LT DENIMED UG (IRR) DU A7 AR 5726, HEHFTR Y
FERZICERL RS T 2L,

HE
o HAPRIEROLFTY R REOHHBEIEOERGAr Y a—v @Y A7
LT AV BFICKRT, DARAZALEX 2 R ESHK OHELE &1
1800mg TH Y, F 1 DHFEEAT Y 2— WIHE> THI 3~5 53T TG4
%o

F1: LU R REOOHIEE GV A 7V VA 0) ROHEFEEOE
B2 a—)v

i A 2—)b
1~8 3 H i (Gt 8 [BlfE5-)
9~24 3 H * 2 fEbE Gt 8 alk5)

25 H UK, EAEITE T 4 31 fE bR
c. 2 ERINERE G- A 7Y o — L OPEPE 139 B E
d. 4 BRIEE A A 2 — L ORI 5T 25 HH

o ARNANTYIT, ANTrF TRV R=Y L OFRIRIERG AT 2
—L (6P A 7NV A L) 2F2IZ7T, DARAZALEX & TS D
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e DARZALEX 1800 mg 7EHHiZ
HELEFH 213 1800mg TH Y, K2 DEH A7 ¥ 2 —WIHE - THI 3~5 700>
TG 5,

I

T2 ARLVTIIT, ANT7 T RO T L K=Y v L OFREEOERE A7
Va—)b (YA RAL)

W AT a—)v
1~6 il (5t 6 a1 5)
7T~54 1 2 3R (G 16 Rl E)
55 LIRE, EEMEITE T 4 5 IR

c. 3R G A ¥ 2 — /L ORI 513 7 HH
d. 4 HERREE G A 7 ¥ 2 — /L O PIEE 513 55 8 B

e ARATYIT, U R REROT XY AL L OHBEEOER S A
Va—b GETA 7NV LTA ) BFRKIITRT, DARAZALEX TS
ORI &1E 1800mg TH Y, KIDFTG AT T 2 — /LITHE-> THI 3~5
DT THERET 5,

L3I ARLVLTYIT, U F~A REOT XX 2V v L offtREDORE
2l a—) G A TN T RAY)

T bl | AT a—)
1~83#H i (G 8 el 5)
Induction L
9~16H » 2 S (BF4 Bl 5)

KEALFFREL OV ASCT (2 L D ik

Consolidation ‘ 1~8iHH"® ‘ 2 JEfH bR

a. 2HMREKR G A7 Y 2 — ORI 51%9 #HH
b. 2BREEEREG A 7Y 2 — L ORIEEGIE ASCT %O 5B O 118 B

o RATYITEOMRAERIEOREA Y a— GEYA T ALY A L)
%3 41287, DARAZALEX F¢ FIERROHELEH 1% 1800mg TH Y, F*
4 DPH- AP 22— THE > TR 3~5 53T TR G595,

K4 HWNVT Y ITEOIFREDOEGEA Y a—N GEPA 7 VTR

V)

il RV a—)v
1~9HH flf (G 9 [El#%5)
10~24 3 H @ 3B GFS FEE)

25 A LIRS, FREBMEITETO 4 HH b

a. 3WBIEEGA 7Y a— L OfE#E X 10 HE
b. 4B G A7 Y 2 — Lo E3 25 #H B

BE5RN
TIE LBV DARZALEX # % 5 TCE o 128481, TSRV B 2ok h

2TV, BEAT Vo= E2EEMRE L TRERREZHER T Z &,
BT
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5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

I

e DARZALEX 1800 mg 7EHHiZ

DARZALEX OJEIIHELE SN /evy, Mgzt 2 B8 U254 1 mER ) 11E
T5ETHREGEF->TH LV, DARZALEX & T 5 AN S\ TOIFHIL,
YT HEHELOMBEASZRT L L,

HEARHERE

HTRFE

Infusion reaction ® U A 7 Z WS 272D, 4EE], ARAGH) 1~3 KeRHIATIS,

LIFD LBy piEEzZITH 2 L,
canFazxTaAf RN (RERERSR TR FFFEHRR)

HAWEE : AF AT L R=Y 12 100 mg XA 2# 5, 2\ H O
B#%lZ, AFALT L R=Y 1% 60mg IZHEL TS L,

OFRRIE - T A%V 0 20mg (CUTIRIZES) %, ], AER G
ARG T 5, TxF Y AZ Y A%, AAWIERGANEERNES- L, 2
Bl A LA ORI ST ARG 2 RET L Th KW, TF A2 ik
PERILICRE RN avTFaxTaf RThOLILGEIEIT IV AX Y U %
R VA EANZERT 5, BMOEREIEICRRY LT a R
TaAR ]l U R=Yr) ZEHEIEE UCRARE RIZITRE L
WZ &,

- EEE (8T & ZE—)L 650~1000 mg % % [ #%5-)

S PlE AZ I UAl (U7 =k KT 22 25~50 mg XU Y B AR 0 U
RN 5-)
BRI
EEFEVE Infusion reaction D U A7 KT 572, LITD LB HZIEEZITH
Z &,
HAGRE RO arvFazxrsad K (AFATL R=yr 20 mg XIXR%E
O FEEFERR SOUIEREERR a L FazTFa (4 N (% Hiko K25
2) ) L, TARTOEFEZED 2 BfFICKRET L (ERHOERND)

OF %L - DARZALEX {EHOF A2, KAEORAOATF LT L K=y r v
(20mg LLF) ILRZE DK O 52 Matd 52 L, 7272 L, DARZALEX
HEHOBRICHEBEEE LTEEDaLFazxTal N fF:FxH A%
v, UL R=VY) 2FE5T5541%, BNMOBERKIVLELRWNEERD D,

BAIO =R DOFEFZICE K72 IRR BB L2 WGEE, EHEZEOaLrTFa
FuA4 R EEEEL L CoalFarTos RERLS) of54%HIELThH
AN

&M PAZEME IR B OB 283 2 BEIZHOWTIE, ERFREIERR LK R REE
HARGE ZIREFI S O A VT a AT oA ReEWo 2% &GO HIZ DN T
ZETAHZL, OO 4G L%, HEIZE K Infusion reaction 2338
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5T b= 7 BTG 1.6 S ENC 1T 2 AR DL (2RS35 Bk

I

e DARZALEX 1800 mg 7EHHiZ

BLL TWARWEEIE, EMOHBTICEY, 2ol AL % EELTIEL
TH LRV,

HHTE DT TG
HERAGES ORI RO, Ho A MR U AR5 = &,

kAR

Bl Z iz~ DR

RSRERR ERBE 2R E LI 7Y A~ T O ERRBRII I E TEEI T
WV, BHEFEEENEE (PK) fATICHE S &, BHEREE BE To M EHERIX
RETH D,

Wl i~
IFHRERE BB E 2 G L L4 T Y A~ 7 DIERARRIRIL T E CEMS T
VR, IFHEREE 2 41T B BB COM R RETH 5,

B~ DL

A CORAEFHBIAELEZLND,
A~ DEEG:

18 kAT D /N B 1T %3 % DARZALEX D224 K OV I3~ L CTuh/g
VW, T HIIE LT R,

A& (>120kg)

EE AR (1,800 mg) Z HWZERERICSN LI AKED 120 kg & 2 5 BE LR
I TW5, DARZALEX FEFHE D T HG K ONZ AL O BFITXT 2 HEMET
RSN CW ey, BIEDOE Z A, KREICKS HEREH TR TE 20
#5551k

DARZALEX 2 F# 5 8ANIFARNE G2 B & LT ian=, BlEShiz
HAEZRE THEHTOREETE Z &,

S OFEY ZRET D72, TESERNCE FEFSIIE FTEA® Y &2 Y
VUNLEEET A L,

DARZALEX Z T 15 mL % [ O K T~ DELER 7.5 em 12 3~5 53
T CHFT S, 7 — 20372 7= DARZALEX VESHIK % L OEA7 I B2 F IS L
Tl b7,

BE L CIERT 2 85A80%, B2 L2 52 &,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
DARZALEX FASPRO safely and effectively. See full prescribing
information for DARZALEX FASPRO.

DARZALEX FASPRO® (daratumumab and hyaluronidase-fihj)
injection, for subcutaneous use
Initial U.S. Approval: 2020

RECENT MAJOR CHANGES
Indications and Usage (1.1, 1.2) 01/2021
Dosage and Administration (2.2, 2.3) 01/2021
Warnings and Precautions (5.1, 5.2) 01/2021

INDICATIONS AND USAGE---======ssssoszemnnnannn
DARZALEX FASPRO is a combination of daratumumab, a CD38-directed
cytolytic antibody, and hyaluronidase, an endoglycosidase, indicated for the
treatment of adult patients with:

e multiple myeloma in combination with bortezomib, melphalan and
prednisone in newly diagnosed patients who are ineligible for autologous
stem cell transplant

e multiple myeloma in combination with lenalidomide and dexamethasone
in newly diagnosed patients who are ineligible for autologous stem cell
transplant and in patients with relapsed or refractory multiple myeloma
who have received at least one prior therapy

e multiple myeloma in combination with bortezomib, thalidomide, and
dexamethasone in newly diagnosed patients who are eligible for
autologous stem cell transplant

e multiple myeloma in combination with bortezomib and dexamethasone in
patients who have received at least one prior therapy

e multiple myeloma as monotherapy, in patients who have received at least
three prior lines of therapy including a proteasome inhibitor (PI) and an
immunomodulatory agent or who are double-refractory to a PI and an
immunomodulatory agent.

e light chain (AL) amyloidosis in combination with bortezomib,
cyclophosphamide and dexamethasone in newly diagnosed patients. This
indication is approved under accelerated approval based on response rate.
Continued approval for this indication may be contingent upon verification
and description of clinical benefit in a confirmatory trial(s). (1.2)

Limitations of Use:

e DARZALEX FASPRO is not indicated and is not recommended for the
treatment of patients with light chain (AL) amyloidosis who have NYHA
Class I1IB or Class IV cardiac disease or Mayo Stage I1IB outside of
controlled clinical trials (1.2)

For subcutaneous use only.

e Pre-medicate with a corticosteroid, acetaminophen and a histamine-1
receptor antagonist. (2.5)

e The recommended dosage of DARZALEX FASPRO is (1,800 mg
daratumumab and 30,000 units hyaluronidase) administered
subcutaneously into the abdomen over approximately 3 to 5 minutes
according to recommended schedule. (2.2, 2.3)

e Administer post-medications as recommended. (2.5)

e Injection: 1,800 mg daratumumab and 30,000 units hyaluronidase per
15 mL (120 mg and 2,000 units/mL) solution in a single-dose vial (3)

CONTRAINDICATIONS
Patients with a history of severe hypersensitivity to daratumumab or any of
the components of the formulation. (4)

WARNINGS AND PRECAUTIONS -----=====ssnnsmnnnnnn

e Hypersensitivity and Other Administration Reactions: Permanently
discontinue DARZALEX FASPRO for life-threatening reactions. (5.1)

e Cardiac Toxicity in Patients with Light Chain (AL) Amyloidosis: Monitor
patients with cardiac involvement more frequently for cardiac adverse
reactions and administer supportive care as appropriate. (5.2)

o Neutropenia: Monitor complete blood cell counts periodically during
treatment. Monitor patients with neutropenia for signs of infection.
Consider withholding DARZALEX FASPRO to allow recovery of
neutrophils. (5.3)

e Thrombocytopenia: Monitor complete blood cell counts periodically
during treatment. Consider withholding DARZALEX FASPRO to allow
recovery of platelets. (5.4)

e Embryo-Fetal Toxicity: Can cause fetal harm. Advise pregnant women of
the potential risk to a fetus and advise females of reproductive potential to
use effective contraception (5.5, 8.1, 8.3).

o Interference with cross-matching and red blood cell antibody screening:
Type and screen patients prior to starting treatment. Inform blood banks
that a patient has received DARZALEX FASPRO. (5.6, 7.1)

ADVERSE REACTIONS

e The most common adverse reaction (>20%) in patients with multiple
myeloma who received DARZALEX FASPRO monotherapy is upper
respiratory tracts infection. (6.1)

e The most common adverse reactions (>20%) in patients with multiple
myeloma who received D-VMP are upper respiratory tract infection,
constipation, nausea, fatigue, pyrexia, peripheral sensory neuropathy,
diarrhea, cough, insomnia, vomiting, and back pain. (6.1)

e The most common adverse reactions (>20%) in patients with multiple
myeloma who received D-Rd are fatigue, diarrhea, upper respiratory tract
infection, muscle spasms, constipation, pyrexia, pneumonia and dyspnea.
(6.1)

e The most common adverse reactions (>20%) in patients with light chain
(AL) amyloidosis who received DARZALEX FASPRO as monotherapy
are upper respiratory tract infection, diarrhea, peripheral edema,
constipation, fatigue, peripheral sensory neuropathy, nausea, insomnia,
dyspnea, and cough. (6.1)

e The most common (>40%) hematology laboratory abnormalities with
DARZALEX FASPRO are decreased leukocytes, decreased lymphocytes,
decreased neutrophils, decreased platelets, and decreased hemoglobin.
6.1

To report SUSPECTED ADVERSE REACTIONS, contact Janssen
Biotech, Inc. at 1-800-526-7736 (1-800-JANSSEN) or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 01/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Multiple Myeloma

DARZALEX FASPRO is indicated for the treatment of adult patients with multiple myeloma:

o in combination with bortezomib, melphalan and prednisone in newly diagnosed patients
who are ineligible for autologous stem cell transplant.

o in combination with lenalidomide and dexamethasone in newly diagnosed patients who
are ineligible for autologous stem cell transplant and in patients with relapsed or
refractory multiple myeloma who have received at least one prior therapy.

o in combination with bortezomib, thalidomide, and dexamethasone in newly diagnosed
patients who are eligible for autologous stem cell transplant.

o in combination with bortezomib and dexamethasone in patients who have received at
least one prior therapy.

o as monotherapy, in patients who have received at least three prior lines of therapy
including a proteasome inhibitor (PI) and an immunomodulatory agent or who are
double-refractory to a PI and an immunomodulatory agent.

1.2 Light Chain Amyloidosis

DARZALEX FASPRO in combination with bortezomib, cyclophosphamide and dexamethasone
is indicated for the treatment of adult patients with newly diagnosed light chain (AL)
amyloidosis.

This indication is approved under accelerated approval based on response rate [see Clinical
Studies (14.1)]. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in a confirmatory trial(s).

Limitations of Use

DARZALEX FASPRO is not indicated and is not recommended for the treatment of patients
with light chain (AL) amyloidosis who have NYHA Class IIIB or Class IV cardiac disease or
Mayo Stage I1IB outside of controlled clinical trials [see Warnings and Precautions (5.2)].

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosing Information

o DARZALEX FASPRO is for subcutaneous use only.

o Administer medications before and after administration of DARZALEX FASPRO to
minimize administration-related reactions [see Dosage and Administration (2.5)].

o Type and screen patients prior to starting DARZALEX FASPRO.



2.2 Recommended Dosage for Multiple Myeloma

The recommended dose of DARZALEX FASPRO is 1,800 mg/30,000 units (1,800 mg
daratumumab and 30,000 units hyaluronidase) administered subcutaneously over approximately
3-5 minutes. Tables 1, 2, 3, and 4 provide the recommended dosing schedule when DARZALEX
FASPRO is administered as monotherapy or as part of a combination therapy.

Monotherapy and In Combination with Lenalidomide and Dexamethasone (D-Rd)
Use the dosing schedule provided in Table 1 when DARZALEX FASPRO is administered:

o in combination with lenalidomide and dexamethasone (4-week cycle) OR
o as monotherapy.

Table 1: DARZALEX FASPRO dosing schedule in combination with lenalidomide and dexamethasone
(4-week cycle) and for monotherapy

Weeks Schedule
Weeks 1 to 8 weekly (total of 8 doses)

Weeks 9 to 24* every two weeks (total of 8 doses)
Week 25 onwards until disease progression® every four weeks

a

b

First dose of the every-2-week dosing schedule is given at Week 9
First dose of the every-4-week dosing schedule is given at Week 25

When DARZALEX FASPRO is administered as part of a combination therapy, see Clinical
Studies (14.2) and the prescribing information for dosage recommendations for the other drugs.

In Combination with Bortezomib, Melphalan and Prednisone (D-VMP)

Use the dosing schedule provided in Table 2 when DARZALEX FASPRO is administered in
combination with bortezomib, melphalan and prednisone (6-week cycle).

Table 2: DARZALEX FASPRO dosing schedule in combination with bortezomib, melphalan and
prednisone (6-week cycle)

Weeks Schedule
Weeks 1 to 6 weekly (total of 6 doses)

Weeks 7 to 54* every three weeks (total of 16 doses)
Week 55 onwards until disease progression® every four weeks

a

b

First dose of the every-3-week dosing schedule is given at Week 7
First dose of the every-4-week dosing schedule is given at Week 55

When DARZALEX FASPRO is administered as part of a combination therapy, see Clinical
Studies (14.1) and the prescribing information for dosage recommendations for the other drugs.

In Combination with Bortezomib, Thalidomide, and Dexamethasone (D-VTd)

Use the dosing schedule in Table 3 when DARZALEX FASPRO is administered in combination
with bortezomib, thalidomide, and dexamethasone (4-week cycle).

Table 3: DARZALEX FASPRO dosing schedule in combination with bortezomib, thalidomide and
dexamethasone (4-week cycle)

| Treatment phase | Weeks | Schedule




Induction Weeks 1 to 8 weekly (total of 8 doses)

Weeks 9 to 16* every two weeks (total of 4 doses)
Stop for high dose chemotherapy and ASCT
Consolidation | Weeks 1 to 8° | every two weeks (total of 4 doses)

a

b

First dose of the every-2-week dosing schedule is given at Week 9
First dose of the every-2-week dosing schedule is given at Week 1 upon re-initiation of treatment following ASCT

When DARZALEX FASPRO is administered as part of a combination therapy, see the
prescribing information for dosage recommendations for the other drugs.

In Combination with Bortezomib and Dexamethasone (D-Vd)

Use the dosing schedule in Table 4 when DARZALEX FASPRO is administered in combination
with bortezomib and dexamethasone (3-week cycle).

Table 4: DARZALEX FASPRO dosing schedule in combination with bortezomib and dexamethasone (3-
week cycle)

Weeks Schedule
Weeks 1 t0 9 weekly (total of 9 doses)

Weeks 10 to 24* every three weeks (total of 5 doses)
Week 25 onwards until disease progression® every four weeks

a

b

First dose of the every-3-week dosing schedule is given at Week 10
First dose of the every-4-week dosing schedule is given at Week 25

When DARZALEX FASPRO is administered as part of a combination therapy, see the
prescribing information for dosage recommendations for the other drugs.

2.3 Recommended Dosage for Light Chain Amyloidosis

In Combination with Bortezomib, Cyclophosphamide and Dexamethasone (D-VCd)

Use the dosing schedule provided in Table 5 when DARZALEX FASPRO is administered in
combination with bortezomib, cyclophosphamide and dexamethasone (4-week cycle).

Table 5: DARZALEX FASPRO dosing schedule in combination with bortezomib, cyclophosphamide and
dexamethasone (4-week cycle)

Weeks Schedule
Weeks 1 to 8 weekly (total of 8 doses)
Weeks 9 to 24* every two weeks (total of 8 doses)

Week 25 onwards until disease progression or a | every four weeks
maximum of 2 years”

a

b

First dose of the every-2-week dosing schedule is given at Week 9
First dose of the every-4-week dosing schedule is given at Week 25

When DARZALEX FASPRO is administered as part of a combination therapy, see Clinical
Studies (14.2) and the prescribing information for dosage recommendations for the other drugs.

2.4 Administration

If a dose of DARZALEX FASPRO is missed, administer the dose as soon as possible and adjust
the dosing schedule to maintain the dosing interval.




2.5 Recommended Concomitant Medications

Pre-medication

Administer the following pre-medications 1-3 hours before each dose of DARZALEX FASPRO:

o Acetaminophen 650 to 1,000 mg orally

o Diphenhydramine 25 to 50 mg (or equivalent) orally or intravenously
o Corticosteroid (long- or intermediate-acting)
Monotherapy

Administer methylprednisolone 100 mg (or equivalent) orally or intravenously. Consider
reducing the dose of methylprednisolone to 60 mg (or equivalent) following the second
dose of DARZALEX FASPRO.

In Combination

Administer dexamethasone 20 mg (or equivalent) orally or intravenously prior to every
DARZALEX FASPRO administration.

When dexamethasone is the background regimen-specific corticosteroid, the
dexamethasone dose that is part of the background regimen will serve as pre-medication
on DARZALEX FASPRO administration days [see Clinical Studies (14)].

Do not administer background regimen-specific corticosteroids (e.g. prednisone) on
DARZALEX FASPRO administration days when patients have received dexamethasone
(or equivalent) as a pre-medication.

Post-medication

Administer the following post-medications:
Monotherapy

Administer methylprednisolone 20 mg (or an equivalent dose of an intermediate- or long-
acting corticosteroid) orally for 2 days starting the day after the administration of
DARZALEX FASPRO.

In Combination

Consider administering oral methylprednisolone at a dose of less than or equal to 20 mg
(or an equivalent dose of an intermediate- or long-acting corticosteroid) beginning the
day after administration of DARZALEX FASPRO.

If a background regimen-specific corticosteroid (e.g. dexamethasone, prednisone) is
administered the day after the administration of DARZALEX FASPRO, additional
corticosteroids may not be needed /see Clinical Studies (14)].



If the patient does not experience a major systemic administration-related reaction after the first
3 doses of DARZALEX FASPRO, consider discontinuing the administration of corticosteroids
(excluding any background regimen-specific corticosteroid).

For patients with a history of chronic obstructive pulmonary disease, consider prescribing short
and long-acting bronchodilators and inhaled corticosteroids. Following the first 4 doses of
DARZALEX FASPRO, consider discontinuing these additional post-medications, if the patient
does not experience a major systemic administration-related reaction.

Prophylaxis for Herpes Zoster Reactivation

Initiate antiviral prophylaxis to prevent herpes zoster reactivation within 1 week after starting
DARZALEX FASPRO and continue for 3 months following the end of treatment [see Adverse
Reactions (6.1)].

2.6 Dosage Modifications for Adverse Reactions

No dose reductions of DARZALEX FASPRO are recommended. Consider withholding
DARZALEX FASPRO to allow recovery of blood cell counts in the event of myelosuppression
[see Warnings and Precautions (5.3, 5.4)].

2.7 Preparation and Administration
DARZALEX FASPRO should be administered by a healthcare provider.

To prevent medication errors, check the vial labels to ensure that the drug being prepared and
administered is DARZALEX FASPRO for subcutaneous use. Do not administer DARZALEX
FASPRO intravenously.

DARZALEX FASPRO is ready to use.

Preparation

o Remove the DARZALEX FASPRO vial from refrigerated storage [2°C to 8°C (36°F to
46°F)] and equilibrate to ambient temperature [15°C to 30°C (59°F to 86°F)]. Store the
unpunctured vial at ambient temperature and ambient light for a maximum of 24 hours.
Keep out of direct sunlight. Do not shake.

o Withdraw 15 mL from the vial into a syringe.

o DARZALEX FASPRO is compatible with polypropylene or polyethylene syringe
material; polypropylene, polyethylene, or polyvinyl chloride (PVC) subcutaneous
infusion sets; and stainless steel transfer and injection needles. Use the product
immediately.

o After the solution of DARZALEX FASPRO is withdrawn into the syringe, replace the
transfer needle with a syringe closing cap. Label the syringe appropriately to include the

route of administration per institutional standards. Label the syringe with the peel-off
label.



o To avoid needle clogging, attach the hypodermic injection needle or subcutaneous
infusion set to the syringe immediately prior to injection.

J Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit. Do not use
if opaque particles, discoloration or other foreign particles are present.

Storage

o If the syringe containing DARZALEX FASPRO is not used immediately, store the
DARZALEX FASPRO solution for up to 4 hours at ambient temperature and ambient
light. Discard after 4 hours, if not used.

Administration

o Inject 15 mL of DARZALEX FASPRO into the subcutaneous tissue of the abdomen
approximately 3 inches [7.5 cm] to the right or left of the navel over approximately
3-5 minutes. No data are available on performing the injection at other sites of the body.

J Rotate injection sites for successive injections.

° Never inject DARZALEX FASPRO into areas where the skin is red, bruised, tender, hard
or arcas where there are scars.

o Pause or slow down delivery rate if the patient experiences pain. In the event pain is not
alleviated by pausing or slowing down delivery rate, a second injection site may be
chosen on the opposite side of the abdomen to deliver the remainder of the dose.

o During treatment with DARZALEX FASPRO, do not administer other medications for
subcutaneous use at the same site as DARZALEX FASPRO.

3 DOSAGE FORMS AND STRENGTHS

Injection: 1,800 mg daratumumab and 30,000 units hyaluronidase per 15 mL (120 mg and
2,000 units/mL) colorless to yellow and clear to opalescent solution in a single-dose vial.

4 CONTRAINDICATIONS

DARZALEX FASPRO is contraindicated in patients with a history of severe hypersensitivity to
daratumumab, hyaluronidase or any of the components of the formulation [see Warnings and
Precautions (5.1) and Adverse Reactions (6.3)].

5 WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity and Other Administration Reactions

Both systemic administration-related reactions, including severe or life-threatening reactions,
and local injection-site reactions can occur with DARZALEX FASPRO.

Systemic Reactions

In a pooled safety population of 683 patients with multiple myeloma (N=490) or light chain (AL)
amyloidosis (N=193) who received DARZALEX FASPRO as monotherapy or as part of a



combination therapy, 10% of patients experienced a systemic administration-related reaction
(Grade 2: 3.5%, Grade 3: 1%). Systemic administration-related reactions occurred in 9% of
patients with the first injection, 0.4% with the second injection, and cumulatively 1% with
subsequent injections. The median time to onset was 3.2 hours (range: 9 minutes to 3.5 days). Of
the 117 systemic administration-related reactions that occurred in 66 patients, 100 (85%)
occurred on the day of DARZALEX FASPRO administration. Delayed systemic administration-
related reactions have occurred in 1% of the patients.

Severe reactions included hypoxia, dyspnea, hypertension and tachycardia. Other signs and
symptoms of systemic administration-related reactions may include respiratory symptoms, such
as bronchospasm, nasal congestion, cough, throat irritation, allergic rhinitis, and wheezing, as
well as anaphylactic reaction, pyrexia, chest pain, pruritus, chills, vomiting, nausea, and
hypotension.

Pre-medicate patients with histamine-1 receptor antagonist, acetaminophen and corticosteroids
[see Dosage and Administration (2.5)]. Monitor patients for systemic administration-related
reactions, especially following the first and second injections. For anaphylactic reaction or life-
threatening (Grade 4) administration-related reactions, immediately and permanently discontinue
DARZALEX FASPRO. Consider administering corticosteroids and other medications after the
administration of DARZALEX FASPRO depending on dosing regimen and medical history to
minimize the risk of delayed (defined as occurring the day after administration) systemic
administration-related reactions [see Dosage and Administration (2.5)].

Local Reactions

In this pooled safety population, injection-site reactions occurred in 9% of patients, including
Grade 2 reactions in 0.7%. The most frequent (>1%) injection-site reaction was injection site
erythema. These local reactions occurred a median of 5 minutes (range: 0 minutes to 4.7 days)
after starting administration of DARZALEX FASPRO. Monitor for local reactions and consider
symptomatic management.

5.2 Cardiac Toxicity in Patients with Light Chain (AL) Amyloidosis

Serious or fatal cardiac adverse reactions occurred in patients with light chain (AL) amyloidosis
who received DARZALEX FASPRO in combination with bortezomib, cyclophosphamide and
dexamethasone [see Adverse Reactions (6.1)]. Serious cardiac disorders occurred in 16% and
fatal cardiac disorders occurred in 10% of patients. Patients with NYHA Class IIIA or Mayo
Stage IIIA disease may be at greater risk. Patients with NYHA Class I1IB or IV disease were not
studied.

Monitor patients with cardiac involvement of light chain (AL) amyloidosis more frequently for
cardiac adverse reactions and administer supportive care as appropriate.

5.3 Neutropenia

Daratumumab may increase neutropenia induced by background therapy [see Adverse Reactions

(6.1)].



Monitor complete blood cell counts periodically during treatment according to manufacturer’s
prescribing information for background therapies. Monitor patients with neutropenia for signs of
infection. Consider withholding DARZALEX FASPRO until recovery of neutrophils. In lower
body weight patients receiving DARZALEX FASPRO, higher rates of Grade 3-4 neutropenia
were observed.

5.4 Thrombocytopenia

Daratumumab may increase thrombocytopenia induced by background therapy [see Adverse
Reactions (6.1)].

Monitor complete blood cell counts periodically during treatment according to manufacturer’s
prescribing information for background therapies. Consider withholding DARZALEX FASPRO
until recovery of platelets.

5.5 Embryo-Fetal Toxicity

Based on the mechanism of action, DARZALEX FASPRO can cause fetal harm when
administered to a pregnant woman. DARZALEX FASPRO may cause depletion of fetal immune
cells and decreased bone density. Advise pregnant women of the potential risk to a fetus. Advise
females with reproductive potential to use effective contraception during treatment with
DARZALEX FASPRO and for 3 months after the last dose [see Use in Specific Populations
(8.1, 8.3)].

The combination of DARZALEX FASPRO with lenalidomide is contraindicated in pregnant
women, because lenalidomide may cause birth defects and death of the unborn child. Refer to the
lenalidomide prescribing information on use during pregnancy.

5.6 Interference with Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs) and results in a positive Indirect
Antiglobulin Test (Indirect Coombs test). Daratumumab-mediated positive indirect antiglobulin
test may persist for up to 6 months after the last daratumumab administration. Daratumumab
bound to RBCs masks detection of antibodies to minor antigens in the patient’s serum /see
References (15)]. The determination of a patient’s ABO and Rh blood type are not impacted /see
Drug Interactions (7.1)].

Notify blood transfusion centers of this interference with serological testing and inform blood
banks that a patient has received DARZALEX FASPRO. Type and screen patients prior to
starting DARZALEX FASPRO [see Dosage and Administration (2.1)].

5.7 Interference with Determination of Complete Response

Daratumumab is a human IgG kappa monoclonal antibody that can be detected on both the
serum protein electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical
monitoring of endogenous M-protein /see Drug Interactions (7.1)]. This interference can impact
the determination of complete response and of disease progression in some DARZALEX
FASPRO-treated patients with IgG kappa myeloma protein.
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6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:

o Hypersensitivity and Other Administration Reactions [see Warning and Precautions

(5.1)].

o Cardiac Toxicity in Patients with Light Chain (AL) Amyloidosis [see Warning and
Precautions (5.2)].

o Neutropenia [see Warning and Precautions (5.3)].
o Thrombocytopenia [see Warning and Precautions (5.4)].
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

Newly Diagnosed Multiple Myeloma

In Combination with Bortezomib, Melphalan and Prednisone

The safety of DARZALEX FASPRO with bortezomib, melphalan and prednisone (D-VMP) was
evaluated in a single-arm cohort of PLEIADES [see Clinical Studies (14.1)]. Patients received
DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously once weekly from
weeks 1 to 6, once every 3 weeks from weeks 7 to 54 and once every 4 weeks starting with
week 55 until disease progression or unacceptable toxicity (N=67) in combination with
bortezomib, melphalan and prednisone. Among these patients, 93% were exposed for 6 months
or longer and 19% were exposed for greater than one year.

Serious adverse reactions occurred in 39% of patients who received DARZALEX FASPRO.
Serious adverse reactions in >5% of patients included pneumonia and pyrexia. Fatal adverse
reactions occurred in 3% of patients.

Permanent discontinuation of DARZALEX FASPRO due to an adverse reaction occurred in
4.5% of patients. The adverse reaction resulting in permanent discontinuation of DARZALEX
FASPRO in more than 1 patient was neutropenic sepsis.

Dosage interruptions (defined as dose delays or skipped doses) due to an adverse reaction
occurred in 51% of patients who received DARZALEX FASPRO. Adverse reactions requiring
dosage interruptions in >5% of patients included thrombocytopenia, neutropenia, anemia, and
pneumonia.

The most common adverse reactions (>20%) were upper respiratory tract infection, constipation,
nausea, fatigue, pyrexia, peripheral sensory neuropathy, diarrhea, cough, insomnia, vomiting,
and back pain.

Table 6 summarizes the adverse reactions in patients who received DARZALEX FASPRO with
bortezomib, melphalan and prednisone (D-VMP) in PLEIADES.
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Table 6: Adverse Reactions (>10%) in Patients Who Received DARZALEX FASPRO with Bortezomib,
Melphalan and Prednisone (D-VMP) in PLEIADES
DARZALEX FASPRO
with Bortezomib, Melphalan and Prednisone
(N=67)
All Grades Grades >3

Adverse Reaction (%) (%)
Infections

Upper respiratory tract infection® 39 0

Bronchitis 16 0

Pneumonia® 15 7*
Gastrointestinal disorders

Constipation 37 0

Nausea 36 0

Diarrhea 33 3*

Vomiting 21 0

Abdominal pain® 13 0
General disorders and administration site conditions

Fatigue! 36 3

Pyrexia 34 0

Edema peripheral® 13 1#
Nervous system disorders

Peripheral sensory neuropathy 34 1*

Dizziness 10 0
Respiratory, thoracic and mediastinal disorders

Cough’ | 24 | 0
Psychiatric disorders

Insomnia | 22 | 3*
Musculoskeletal and connective tissue disorders

Back pain 21 3*

Musculoskeletal chest pain 12 0
Metabolism and nutrition disorders

Decreased appetite 15 1
Skin and subcutaneous tissue disorders

Rash 13 0

Pruritus 12 0
Vascular disorders

Hypertension 13 6"

Hypotension 10 3*

2 Upper respiratory tract infection includes nasopharyngitis, respiratory syncytial virus infection, respiratory tract infection, rhinitis, tonsillitis,

upper respiratory tract infection, and viral pharyngitis.

b Pneumonia includes lower respiratory tract infection, lung infection, pneumocystis jirovecii pneumonia, pneumonia, and pneumonia

bacterial.

Fatigue includes asthenia, and fatigue.

#* - 0o a o

Cough includes cough, and productive cough.
Only grade 3 adverse reactions occurred.

Abdominal pain includes abdominal pain, and abdominal pain upper.

Edema peripheral includes edema, edema peripheral, and peripheral swelling.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO
with bortezomib, melphalan and prednisone (D-VMP) included:

o General disorders and administration site conditions: infusion reaction, injection site

reaction, chills
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o Infections: herpes zoster, urinary tract infection, influenza, sepsis

o Musculoskeletal and connective tissue disorders: arthralgia, muscle spasms

J Nervous system disorders: headache, paresthesia

o Metabolism and nutrition disorders: hypocalcemia, hyperglycemia

o Respiratory, thoracic and mediastinal disorders: dyspnea, pulmonary edema
o Cardiac disorders: atrial fibrillation

Table 7 summarizes the laboratory abnormalities in patients who received DARZALEX
FASPRO with bortezomib, melphalan and prednisone (D-VMP) in PLEIADES.

Table 7: Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Who

Received DARZALEX FASPRO with Bortezomib, Melphalan and Prednisone (D-VMP) in

PLEIADES

DARZALEX FASPRO
with Bortezomib, Melphalan and Prednisone®
All Grades Grades 3-4

Laboratory Abnormality (%) (%)
Decreased leukocytes 96 52
Decreased lymphocytes 93 84
Decreased platelets 93 42
Decreased neutrophils 88 49
Decreased hemoglobin 48 19

a

Denominator is based on the safety population treated with D-VMP (N=67).

Relapsed/Refractory Multiple Myeloma

In Combination with Lenalidomide and Dexamethasone

The safety of DARZALEX FASPRO with lenalidomide and dexamethasone (D-Rd) was
evaluated in a single-arm cohort of PLEIADES [see Clinical Studies (14.2)]. Patients received
DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously once weekly from
weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks starting with
week 25 until disease progression or unacceptable toxicity (N=65) in combination with
lenalidomide and dexamethasone. Among these patients, 92% were exposed for 6 months or
longer and 20% were exposed for greater than one year.

Serious adverse reactions occurred in 48% of patients who received DARZALEX FASPRO.
Serious adverse reactions in >5% of patients included pneumonia, influenza and diarrhea. Fatal
adverse reactions occurred in 3.1% of patients.

Permanent discontinuation of DARZALEX FASPRO due to an adverse reaction occurred in 11%
of patients who received DARZALEX FASPRO. Adverse reactions resulting in permanent
discontinuation of DARZALEX FASPRO in more than 1 patient were pneumonia and anemia.

Dosage interruptions due to an adverse reaction occurred in 63% of patients who received
DARZALEX FASPRO. Adverse reactions requiring dosage interruptions in >5% of patients
included neutropenia, pneumonia, upper respiratory tract infection, influenza, dyspnea, and
blood creatinine increased.
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The most common adverse reactions (=20%) were fatigue, diarrhea, upper respiratory tract
infection, muscle spasms, constipation, pyrexia, pneumonia, and dyspnea.

Table 8 summarizes the adverse reactions in patients who received DARZALEX FASPRO with

lenalidomide and dexamethasone (D-Rd) in PLEIADES.

Table 8: Adverse Reactions (>10%) in Patients Who Received DARZALEX FASPRO with Lenalidomide

and Dexamethasone (D-Rd) in PLEIADES

DARZALEX FASPRO
with Lenalidomide and Dexamethasone
(N=65)
All Grades Grades >3

Adverse Reaction (%) (%)
General disorders and administration site conditions

Fatigue? 52 5*

Pyrexia 23 2*

Edema peripheral 18 3*
Gastrointestinal disorders

Diarrhea 45 5*

Constipation 26 2*

Nausea 12 0

Vomiting 11 0
Infections

Upper respiratory tract infection® 43 3*

Pneumonia® 23 17

Bronchitis? 14 2%

Urinary tract infection 11 0
Musculoskeletal and connective tissue disorders

Muscle spasms 31 2*

Back pain 14 0
Respiratory, thoracic and mediastinal disorders

Dyspnea® 22 3

Cough’ 14 0
Nervous system disorders

Peripheral sensory neuropathy 17 | 2*
Psychiatric disorders

Insomnia 17 | 5*
Metabolism and nutrition disorders

Hyperglycemia 12 9*

Hypocalcemia 11 0

Fatigue includes asthenia, and fatigue.

a o

Bronchitis includes bronchitis, and bronchitis viral.

o

Dyspnea includes dyspnea, and dyspnea exertional.
Cough includes cough, and productive cough.

Only grade 3 adverse reactions occurred.

Pneumonia includes lower respiratory tract infection, lung infection, and pneumonia.

Upper respiratory tract infection includes nasopharyngitis, pharyngitis, respiratory tract infection viral, rhinitis, sinusitis, upper respiratory
tract infection, and upper respiratory tract infection bacterial.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO

with lenalidomide and dexamethasone (D-Rd) included:
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o Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal chest

pain
o Nervous system disorders: dizziness, headache, paresthesia
o Skin and subcutaneous tissue disorders: rash, pruritus
o Gastrointestinal disorders: abdominal pain
o Infections: influenza, sepsis, herpes zoster
o Metabolism and nutrition disorders: decreased appetite
o Cardiac disorders: atrial fibrillation
° General disorders and administration site conditions: chills, infusion reaction,

injection site reaction
o Vascular disorders: hypotension, hypertension

Table 9 summarizes the laboratory abnormalities in patients who received DARZALEX
FASPRO with lenalidomide and dexamethasone (D-Rd) in PLETADES.

Table 9: Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Who
Received DARZALEX FASPRO with Lenalidomide and Dexamethasone (D-Rd) in PLEIADES
DARZALEX FASPRO
with Lenalidomide and Dexamethasone®
All Grades Grades 3-4

Laboratory Abnormality (%) (%)
Decreased leukocytes 94 34
Decreased lymphocytes 82 58
Decreased platelets 86 9
Decreased neutrophils 89 52
Decreased hemoglobin 45 8

a

Denominator is based on the safety population treated with D-Rd (N=65).

Monotherapy

The safety of DARZALEX FASPRO as monotherapy was evaluated in COLUMBA [see
Clinical Trials (14.2)]. Patients received DARZALEX FASPRO 1,800 mg/30,000 units
administered subcutaneously or daratumumab 16 mg/kg administered intravenously; each
administered once weekly from weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once
every 4 weeks starting with week 25 until disease progression or unacceptable toxicity. Among
patients receiving DARZALEX FASPRO, 37% were exposed for 6 months or longer and 1%
were exposed for greater than one year.

Serious adverse reactions occurred in 26% of patients who received DARZALEX FASPRO.
Fatal adverse reactions occurred in 5% of patients. Fatal adverse reactions occurring in more
than 1 patient were general physical health deterioration, septic shock, and respiratory failure.

Permanent discontinuation due to an adverse reaction occurred in 10% of patients who received
DARZALEX FASPRO. Adverse reactions resulting in permanent discontinuation of
DARZALEX FASPRO in more than 2 patients were thrombocytopenia and hypercalcemia.
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Dosage interruptions due to an adverse reaction occurred in 26% of patients who received
DARZALEX FASPRO. Adverse reactions requiring dosage interruption in >5% of patients

included thrombocytopenia.

The most common adverse reaction (=20%) was upper respiratory tract infection.

Table 10 summarizes the adverse reactions in COLUMBA.

Table 10:

Daratumumab in COLUMBA

Adverse Reactions (>10%) in Patients Who Received DARZALEX FASPRO or Intravenous

DARZALEX FASPRO Intravenous Daratumumab
(N=260) (N=258)
All Grades Grade >3 All Grades Grade >3

Adverse Reaction (%) (%) (%) (%)
Infections

Upper respiratory tract infection® 24 1# 22 1%

Pneumonia® 8 5 10 6@
Gastrointestinal disorders

Diarrhea 15 1* 11 0.4*

Nausea 8 0.4* 11 0.4*
General disorders and administration site conditions

Fatigue® 15 1# 16 2#

Infusion reactions? 13 2# 34 5#

Pyrexia 13 0 13 1#

Chills 6 0.4* 12 1#
Musculoskeletal and connective tissue disorders

Back pain | 10 | 2# 12 | 3#
Respiratory, thoracic and mediastinal disorders

Cough® 9 1# 14 0

Dyspnea’ 6 1# 11 1*

infection, rhinitis, rhinovirus infection, sinusitis, and upper respiratory tract infection.

o

¢ Fatigue includes asthenia, and fatigue.

d

¢ Cough includes cough, and productive cough.

f Dyspnea includes dyspnea, and dyspnea exertional.
# Only grade 3 adverse reactions occurred.

@

Grade 5 adverse reactions occurred.

Infusion reactions includes terms determined by investigators to be related to infusion.

Pneumonia includes lower respiratory tract infection, lung infection, pneumocystis jirovecii pneumonia, and pneumonia.

Upper respiratory tract infection includes acute sinusitis, nasopharyngitis, pharyngitis, respiratory syncytial virus infection, respiratory tract

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO

included:

o General disorders and administration site conditions: injection site reaction,
peripheral edema

o Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal chest
pain, muscle spasms

o Gastrointestinal disorders: constipation, vomiting, abdominal pain

o Metabolism and nutrition disorders: decreased appetite, hyperglycemia, hypocalcemia,
dehydration

o Psychiatric disorders: insomnia
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o Vascular disorders: hypertension, hypotension

J Nervous system disorders: dizziness, peripheral sensory neuropathy, paresthesia

° Infections: bronchitis, influenza, urinary tract infection, herpes zoster, sepsis, hepatitis B
reactivation

J Skin and subcutaneous tissue disorders: pruritus, rash

J Cardiac disorders: atrial fibrillation

o Respiratory, thoracic and mediastinal disorders: pulmonary edema

Table 11 summarizes the laboratory abnormalities in COLUMBA.

Table 11:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Receiving
DARZALEX FASPRO or Intravenous Daratumumab in COLUMBA
DARZALEX FASPRO? Intravenous Daratumumab?®

All Grades Grades 3-4 All Grades Grades 3-4
Laboratory Abnormality (%) (%) (%) (%)
Decreased leukocytes 65 19 57 14
Decreased lymphocytes 59 36 56 36
Decreased neutrophils 55 19 43 11
Decreased platelets 43 16 45 14
Decreased hemoglobin 42 14 39 16

4 Denominator is based on the safety population treated with DARZALEX FASPRO (N=260) and Intravenous Daratumumab (N=258).

Light Chain Amyloidosis

In Combination with Bortezomib, Cyclophosphamide and Dexamethasone

The safety of DARZALEX FASPRO with bortezomib, cyclophosphamide and dexamethasone
(D-VCd) was evaluated in ANDROMEDA [see Clinical Studies (14.2)]. Patients received
DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously once weekly from
weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks starting with
week 25 until disease progression or unacceptable toxicity or a maximum of 2 years. Among
patients who received D-VCd, 74% were exposed for 6 months or longer and 32% were exposed
for greater than one year.

Serious adverse reactions occurred in 43% of patients who received DARZALEX FASPRO in
combination with VCd. Serious adverse reactions that occurred in at least 5% of patients in the
D-VCd arm were pneumonia (9%), cardiac failure (8%), and sepsis (5%). Fatal adverse reactions
occurred in 11% of patients. Fatal adverse reactions that occurred in more than one patient

included cardiac arrest (4%), sudden death (3%), cardiac failure (3%), and sepsis (1%).

Permanent discontinuation of DARZALEX FASPRO due to an adverse reaction occurred in 5%
of patients. Adverse reactions resulting in permanent discontinuation of DARZALEX FASPRO
in more than one patient were pneumonia, sepsis, and cardiac failure.

Dosage interruptions (defined as dose delays or skipped doses) due to an adverse reaction
occurred in 36% of patients who received DARZALEX FASPRO. Adverse reactions which
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required a dosage interruption in >3% of patients included upper respiratory tract infection (9%),
pneumonia (6%), cardiac failure (4%), fatigue (3%), herpes zoster (3%), dyspnea (3%), and
neutropenia (3%).

The most common adverse reactions (>20%) were upper respiratory tract infection, diarrhea,
peripheral edema, constipation, fatigue, peripheral sensory neuropathy, nausea, insomnia,
dyspnea, and cough.

Table 12 below summarizes the adverse reactions in patients who received DARZALEX
FASPRO with VCd in ANDROMEDA.

Table 12: Adverse Reactions (>10%) in Patients with AL Amyloidosis Who Received DARZALEX with
Bortezomib, Cyclophosphamide and Dexamethasone (D-VCd) with a Difference Between Arms
of >5% Compared to VCd in ANDROMEDA

D-VCd VCd
(N=193) (N=188)
All Grades Grades 3-4 All Grades Grades 3-4

Adverse Reaction (%) (%) (%) (%)
Infections

Upper respiratory tract infection® 40 1# 21 1#

Pneumonia® 15 10 9
Gastrointestinal disorders

Diarrhea 36 6" 30 4

Constipation 34 2% 29 0
Nervous system disorders

Peripheral sensory neuropathy | 31 | 3* 20 | 2#
Respiratory, thoracic and mediastinal disorders

Dyspnea® 26 4 20 4%

Cough! 20 1# 11 0
Musculoskeletal and connective tissue disorders

Back pain 12 2 6 0

Arthralgia 10 0 5 0

Muscle spasms 10 1# 5 0
Cardiac disorders

Arrhythmia® | 11 | 4 | 5 | 2
General disorders and administration site conditions

Injection site reactions’ | 11 | 0 | 0 | 0

# Only grade 3 adverse reactions occurred.

& Upper respiratory tract infection includes laryngitis, nasopharyngitis, pharyngitis, respiratory syncytial virus infection, respiratory tract
infection, respiratory tract infection viral, rhinitis, rhinovirus infection, sinusitis, tonsillitis, tracheitis, upper respiratory tract infection, upper
respiratory tract infection bacterial, and viral upper respiratory tract infection.

Pneumonia includes lower respiratory tract infection, pneumonia, pneumonia aspiration, and pneumonia pneumococcal.
Dyspnea includes dyspnea, and dyspnea exertional.
Cough includes cough, and productive cough.

Arrhythmia includes atrial flutter, atrial fibrillation, supraventricular tachycardia, bradycardia, arrhythmia, bradyarrhythmia, cardiac flutter,
extrasystoles, supraventricular extrasystoles, ventricular arrhythmia, ventricular extrasystoles, atrial tachycardia, ventricular tachycardia
Injection site reactions includes terms determined by investigators to be related to daratumumab injection.

Clinically relevant adverse reactions not included in Table 12 and occurred in patients who
received DARZALEX FASPRO with bortezomib, cyclophosphamide and dexamethasone
(D-VCd) included:

o Skin and subcutaneous tissue disorders: rash, pruritus

o Nervous system disorders: paresthesia
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° General disorders and administration site conditions: infusion reaction, chills

° Cardiac disorders: cardiac failure?, cardiac arrest

o Metabolism and nutrition disorders: hyperglycemia, hypocalcemia, dehydration
° Infections: bronchitis, herpes zoster, sepsis, urinary tract infection, influenza

o Vascular disorders: hypertension

o Musculoskeletal and connective tissue disorders: musculoskeletal chest pain

o Gastrointestinal disorders: pancreatitis

o Respiratory, thoracic and mediastinal disorders: pulmonary edema

Cardiac failure includes cardiac dysfunction, cardiac failure, cardiac failure congestive, cardiovascular
insufficiency, diastolic dysfunction, pulmonary edema, and left ventricular dysfunction occurred in 11% of
patients.

Table 13 summarizes the laboratory abnormalities in patients who received DARZALEX
FASPRO with VCd in ANDROMEDA.

Table 13:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Who
Received DARZALEX FASPRO with Bortezomib, Cyclophosphamide and Dexamethasone

(D-VCd) in ANDROMEDA

D-VCd VCd
All Grades Grades 3-4 All Grades Grades 3-4
Laboratory Abnormality (%) (%) (%) (%)
Decreased lymphocytes 81 54 71 46
Decreased hemoglobin 66 6 70 6
Decreased leukocytes 60 7 46 4
Decreased platelets 46 3 40 4
Decreased neutrophils 30 6 18 4

Denominator is based on the number of patients with a baseline and post-baseline laboratory value for each laboratory test, N=188 for D-VCd
and N=186 for VCd.

Cardiac Adverse Reactions in Light Chain (AL) Amyloidosis

Among patients who received DARZALEX FASPRO in combination with VCd, 72% of patients
had baseline cardiac involvement with Mayo Cardiac Stage I (3%), Stage II (46%) and Stage III
(51%). Serious cardiac disorders occurred in 16% of patients (8% of patients with Mayo Cardiac
Stage I and II and 28% of patients with Stage III). Serious cardiac disorders in >2% of patients
included cardiac failure (8%), cardiac arrest (4%) and arrhythmia (4%). Fatal cardiac disorders
occurred in 10% of patients (5% of patients with Mayo Cardiac Stage I and II and 19% of
patients with Stage III) who received DARZALEX FASPRO in combination with VCd. Fatal
cardiac disorders that occurred in more than one patient in the D-VCd arm included cardiac
arrest (4%), sudden death (3%), and cardiac failure (3%).

6.2 Immunogenicity

As with all therapeutic proteins, there is the potential for immunogenicity. The detection of
antibody formation is highly dependent on the sensitivity and specificity of the assay.
Additionally, the observed incidence of antibody (including neutralizing antibody) positivity in
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an assay may be influenced by several factors including assay methodology, sample handling,
timing of sample collection, concomitant medications, and underlying disease. For these reasons,
comparison of the incidence of antibodies in the studies described below with the incidence of
antibodies in other studies or to other daratumumab products or other hyaluronidase products
may be misleading.

In patients with multiple myeloma and light chain (AL) amyloidosis who received DARZALEX
FASPRO as monotherapy or as part of a combination therapy, less than 1% of 633 patients
developed treatment-emergent anti-daratumumab antibodies.

In patients with multiple myeloma and light chain (AL) amyloidosis who received DARZALEX
FASPRO as monotherapy or as part of a combination therapy, 7% of 628 patients developed
treatment-emergent anti-rHuPH20 antibodies. The anti-rHuPH20 antibodies did not appear to
affect daratumumab exposure. None of the patients who tested positive for anti-rHuPH20
antibodies tested positive for neutralizing antibodies.

6.3 Postmarketing Experience

The following adverse reactions have been identified with use of intravenous daratumumab.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Immune System: Anaphylactic reaction

Gastrointestinal: Pancreatitis

7 DRUG INTERACTIONS

7.1  Effects of Daratumumab on Laboratory Tests

Interference with Indirect Antiglobulin Tests (Indirect Coombs Test)

Daratumumab binds to CD38 on RBCs and interferes with compatibility testing, including
antibody screening and cross matching. Daratumumab interference mitigation methods include
treating reagent RBCs with dithiothreitol (DTT) to disrupt daratumumab binding [see References
(15)] or genotyping. Since the Kell blood group system is also sensitive to DTT treatment,
supply K-negative units after ruling out or identifying alloantibodies using DTT-treated RBCs.

If an emergency transfusion is required, administer non-cross-matched ABO/RhD-compatible
RBCs per local blood bank practices.

Interference with Serum Protein Electrophoresis and Immunofixation Tests

Daratumumab may be detected on serum protein electrophoresis (SPE) and immunofixation
(IFE) assays used for monitoring disease monoclonal immunoglobulins (M protein). False
positive SPE and IFE assay results may occur for patients with IgG kappa myeloma protein
impacting initial assessment of complete responses by International Myeloma Working Group
(IMWG) criteria. In DARZALEX FASPRO-treated patients with persistent very good partial
response, where daratumumab interference is suspected, consider using a FDA-approved
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daratumumab-specific IFE assay to distinguish daratumumab from any remaining endogenous M
protein in the patient’s serum, to facilitate determination of a complete response.

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy

Risk Summary

DARZALEX FASPRO can cause fetal harm when administered to a pregnant woman. The
assessment of associated risks with daratumumab products is based on the mechanism of action
and data from target antigen CD38 knockout animal models (see Data). There are no available
data on the use of DARZALEX FASPRO in pregnant women to evaluate drug-associated risk of
major birth defects, miscarriage or adverse maternal or fetal outcomes. Animal reproduction
studies have not been conducted.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectively.

The combination of DARZALEX FASPRO and lenalidomide is contraindicated in pregnant
women, because lenalidomide may cause birth defects and death of the unborn child.
Lenalidomide is only available through a REMS program. Refer to the lenalidomide prescribing
information on use during pregnancy.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Immunoglobulin G1 (IgG1) monoclonal antibodies are transferred across the placenta. Based on
its mechanism of action, DARZALEX FASPRO may cause depletion of fetal CD38 positive
immune cells and decreased bone density. Defer administering live vaccines to neonates and
infants exposed to daratumumab in utero until a hematology evaluation is completed.

Data
Animal Data

DARZALEX FASPRO for subcutaneous injection contains daratumumab and hyaluronidase.
Mice that were genetically modified to eliminate all CD38 expression (CD38 knockout mice)
had reduced bone density at birth that recovered by 5 months of age. Data from studies using
CD38 knockout animal models also suggest the involvement of CD38 in the regulation of
humoral immune responses (mice), feto-maternal immune tolerance (mice), and early embryonic
development (frogs).

No systemic exposure of hyaluronidase was detected in monkeys given 22,000 U/kg
subcutaneously (12 times higher than the human dose) and there were no effects on embryo-fetal
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development in pregnant mice given 330,000 U/kg hyaluronidase subcutaneously daily during
organogenesis, which is 45 times higher than the human dose.

There were no effects on pre- and post-natal development through sexual maturity in offspring of
mice treated daily from implantation through lactation with 990,000 U/kg hyaluronidase
subcutaneously, which is 134 times higher than the human doses.

8.2 Lactation

Risk Summary

There is no data on the presence of daratumumab and hyaluronidase in human milk, the effects
on the breastfed child, or the effects on milk production. Maternal immunoglobulin G is known
to be present in human milk. Published data suggest that antibodies in breast milk do not enter
the neonatal and infant circulations in substantial amounts. Because of the potential for serious
adverse reactions in the breastfed child when DARZALEX FASPRO is administered with
lenalidomide and dexamethasone, advise women not to breastfeed during treatment with
DARZALEX FASPRO. Refer to lenalidomide prescribing information for additional
information.

Data
Animal Data

No systemic exposure of hyaluronidase was detected in monkeys given 22,000 U/kg
subcutaneously (12 times higher than the human dose) and there were no effects on post-natal
development through sexual maturity in offspring of mice treated daily during lactation with
990,000 U/kg hyaluronidase subcutaneously, which is 134 times higher than the human doses.

8.3 Females and Males of Reproductive Potential

DARZALEX FASPRO can cause fetal harm when administered to a pregnant woman /see Use
in Specific Populations (8.1)].

Pregnancy Testing

With the combination of DARZALEX FASPRO with lenalidomide, refer to the lenalidomide
labeling for pregnancy testing requirements prior to initiating treatment in females of
reproductive potential.

Contraception

Advise females of reproductive potential to use effective contraception during treatment with
DARZALEX FASPRO and for 3 months after the last dose. Additionally, refer to the
lenalidomide labeling for additional recommendations for contraception.

8.4 Pediatric Use

Safety and effectiveness of DARZALEX FASPRO in pediatric patients have not been
established.
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8.5 Geriatric Use

Of the 291 patients who received DARZALEX FASPRO as monotherapy for relapsed and
refractory multiple myeloma, 37% were 65 to <75 years of age, and 19% were 75 years of age or
older. No overall differences in effectiveness of DARZALEX FASPRO have been observed
between patients >65 years of age and younger patients. Adverse reactions that occurred at a
higher frequency (>5% difference) in patients >65 years of age included upper respiratory tract
infection, urinary tract infection, dizziness, cough, dyspnea, diarrhea, nausea, fatigue, and
peripheral edema. Serious adverse reactions that occurred at a higher frequency (>2% difference)
in patients >65 years of age included pneumonia.

Clinical studies of DARZALEX FASPRO as part of a combination therapy for patients with
multiple myeloma did not include sufficient numbers of patients aged 65 and older to determine
whether they respond differently from younger patients.

Of the 193 patients who received DARZALEX FASPRO as part of a combination therapy for
light chain (AL) amyloidosis, 35% were 65 to <75 years of age, and 10% were 75 years of age or
older. Clinical studies of DARZALEX FASPRO as part of a combination therapy for patients
with light chain (AL) amyloidosis did not include sufficient numbers of patients aged 65 and
older to determine whether effectiveness differs from that of younger patients. Adverse reactions
that occurred at a higher frequency in patients >65 years of age were peripheral edema, asthenia,
pneumonia and hypotension.

No clinically meaningful differences in the pharmacokinetics of daratumumab were observed in
geriatric patients compared to younger adult patients [see Clinical Pharmacology (12.3)].

11 DESCRIPTION

Daratumumab is an immunoglobulin G1 kappa (IgG1x) human monoclonal antibody that binds
to the CD38 antigen. Daratumumab is produced in Chinese Hamster Ovary (CHO) cells using
recombinant DNA technology. The molecular weight of daratumumab is approximately
148 kDa.

Hyaluronidase (recombinant human) is an endoglycosidase used to increase the dispersion and
absorption of co-administered drugs when administered subcutaneously. It is a glycosylated
single-chain protein produced by Chinese Hamster Ovary cells containing a DNA plasmid
encoding for a soluble fragment of human hyaluronidase (PH20). Hyaluronidase (recombinant
human) has a molecular weight of approximately 61 kDa.

DARZALEX FASPRO® (daratumumab and hyaluronidase-fihj) injection is a sterile,
preservative-free, colorless to yellow, and clear to opalescent solution supplied in a single-dose
vial for subcutaneous administration.

Each DARZALEX FASPRO 15 mL single-dose vial contains 1,800 mg of daratumumab and
30,000 units of hyaluronidase, L-histidine (4.9 mg), L-histidine hydrochloride monohydrate
(18.4 mg), L-methionine (13.5 mg), polysorbate 20 (6 mg), sorbitol (735.1 mg), and Water for
Injection, USP.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

CD38 is a transmembrane glycoprotein (48 kDa) expressed on the surface of hematopoietic cells,
including clonal plasma cells in multiple myeloma and light chain (AL) amyloidosis, as well as
other cell types. Surface CD38 has multiple functions, including receptor mediated adhesion,
signaling, and modulation of cyclase and hydrolase activity. Daratumumab is an IgG1lkx human
monoclonal antibody (mAb) that binds to CD38 and inhibits the growth of CD38 expressing
tumor cells by inducing apoptosis directly through Fc mediated cross linking as well as by
immune-mediated tumor cell lysis through complement dependent cytotoxicity (CDC), antibody
dependent cell mediated cytotoxicity (ADCC) and antibody dependent cellular phagocytosis
(ADCP). A subset of myeloid derived suppressor cells (CD38+MDSCs), regulatory T cells
(CD38+Tregs) and B cells (CD38+Bregs) are decreased by daratumumab.

Hyaluronan is a polysaccharide found in the extracellular matrix of the subcutaneous tissue. It is
depolymerized by the naturally occurring enzyme hyaluronidase. Unlike the stable structural
components of the interstitial matrix, hyaluronan has a half-life of approximately 0.5 days.
Hyaluronidase increases permeability of the subcutaneous tissue by depolymerizing hyaluronan.
In the doses administered, hyaluronidase in DARZALEX FASPRO acts locally. The effects of
hyaluronidase are reversible and permeability of the subcutaneous tissue is restored within 24 to
48 hours.

12.2 Pharmacodynamics

NK cells express CD38 and are susceptible to daratumumab mediated cell lysis. Decreases in
absolute counts and percentages of total NK cells (CD16+CD56+) and activated
(CD16+CD56%™) NK cells in peripheral whole blood and bone marrow were observed with
DARZALEX FASPRO treatment.

Cardiac Electrophysiology

DARZALEX FASPRO as a large protein has a low likelihood of direct ion channel interactions.
There is no evidence from non-clinical or clinical data to suggest that DARZALEX FASPRO has
the potential to delay ventricular repolarization.

Exposure-Response Relationship

The exposure-response relationship and time course of pharmacodynamics of DARZALEX
FASPRO have not been fully characterized.

12.3 Pharmacokinetics

Following the recommended dose of DARZALEX FASPRO 1,800 mg/30,000 units, Cmax
increased 4.8-fold and AUC.7 days increased 5.4-fold from the 1°t dose to the 8™ dose.

Table 14 lists the observed mean (+SD) maximum trough concentrations (Cuougn) after the 8
dose, simulated median (5%-95" percentiles) maximum Cuouen after the 8" dose, simulated
median (5"-95" percentiles) Cmax after the 8 dose, and simulated median (51-95% percentiles)
area under the curve (AUCo7day) after the 8" dose following DARZALEX FASPRO
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1,800 mg/30,000 units administered subcutaneously or daratumumab 16 mg/kg administered
intravenously in patients with multiple myeloma or light chain (AL) amyloidosis.

Table 14:  Daratumumab Exposure for Patients with Multiple Myeloma or Light Chain (AL) Amyloidosis
Parameter Intravenous DARZALEX FASPRO DARZALEX FASPRO
Daratumumab 16 mg/kg | 1,800 mg/30,000 units in 1,800 mg/30,000 units in
in Patients with Patients with Multiple Patients with Light Chain
Multiple Myeloma Myeloma (AL) Amyloidosis
Observed mean+SD 522+226%0 593+306>° 597+232¢

max Ciougn after 8
dose (ng/mL)

Simulated median 472 (144-809)¢ 563 (177-1063)]
(5™-95% percentiles)
max Ciougn after 8

dose (ng/mL)

662 (315-1037)°

Simulated median 688 (369-1061)¢ 592 (234-1114)¢
(5"-95% percentiles)

Cmax after 8™ dose
(ng/mL)

729 (390-1105)°

Simulated median 4019 (1740-6370)¢ 4017 (1515-7564)¢
(5"-95% percentiles)

AUC).74ays after 8"

4855 (2562-7522)°

dose (ng/mLeday)
% Geometric mean ratio between 1,800 mg SC and 16 mg/kg was 108% (90% CI: 96, 122) in patients with multiple myeloma
Source: MMY3012 Primary Analysis Clinical Study Report

¢ Source: AMY3001 Primary Analysis Clinical Study Report
d

b

Source: Population Pharmacokinetics and Exposure-response Analysis Report for Subcutaneously Administered Daratumumab in Multiple
Myeloma Subjects

Source: Population Pharmacokinetics and Exposure-response Analysis Report for Daratumumab Subcutaneous Administration for the
Treatment of Subjects with AL Amyloidosis

Absorption

At the recommended dose of DARZALEX FASPRO 1,800 mg/30,000 units, the absolute
bioavailability is 69%, with peak concentrations occurring around 3 days (Tmax) in patients with
multiple myeloma. Peak concentrations occurred around 4 days in patients with light chain (AL)
amyloidosis.

Distribution

The estimated mean (coefficient of variation, CV) volume of distribution for the central
compartment is 5.2 L (37%) and peripheral compartment was 3.8 L in patients with multiple
myeloma. The estimated mean volume of distribution was 10.8 L (28%) in patients with light
chain (AL) amyloidosis.

Elimination

Daratumumab is cleared by parallel linear and nonlinear saturable target mediated clearances.
The estimated mean (CV%) linear clearance of daratumumab is 119 mL/day (59%) in patients
with multiple myeloma and is 210 mL/day (42%) in patients with light chain (AL) amyloidosis.
The estimated mean (CV%) elimination half-life associated with linear clearance is 20 days
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(22%) in patients with multiple myeloma and 28 days (74%) in patients with light chain (AL)
amyloidosis.

Specific Populations

The following population characteristics have no clinically meaningful effect on the
pharmacokinetics of daratumumab in patients administered DARZALEX FASPRO as
monotherapy or as combination therapy: sex, age (33 to 92 years), renal impairment [Creatinine
clearance (CLcr) 15 to 89 mL/min as determined by the Cockcroft-Gault formula], and mild
hepatic impairment (total bilirubin 1 to 1.5 times ULN and AST>ULN). The effect of moderate
and severe hepatic impairment on daratumumab pharmacokinetics is unknown.

Racial or Ethnic Groups

Of 190 patients with light chain (AL) amyloidosis who received DARZALEX FASPRO and had
a maximum Cyoueh after the 8" dose, African-Americans (4%) had 24% higher daratumumab
mean maximum Cyougn after the 8™ dose compared to that of Whites (83%) and Asians (10%)
had 16% higher mean maximum Ciough after the 8" dose compared to that of Whites. The
difference in exposure between that of Asians and Whites could be explained in part by
differences in body size. The effect of African-American race on exposure and related safety and
efficacy of daratumumab is unknown.

Body Weight

In patients with multiple myeloma who received DARZALEX FASPRO 1,800 mg/30,000 units
as monotherapy, the mean maximum Ciough after the 8" dose was 12% lower in the higher body
weight (BW) group (>85 kg), while the mean maximum Ciougn after the 8™ dose was 81% higher
in the lower BW group (<50 kg) compared to the corresponding BW groups in the intravenous
daratumumab arm.

In patients with light chain (AL) amyloidosis who received DARZALEX FASPRO
1,800 mg/30,000 units in combination and had a maximum Ciougn after the 8™ dose, the mean
maximum Cyough after the 8" dose was 22% lower in the higher BW group (>85 kg), while the
mean maximum Ciyough Was 37% higher in the lower BW group (<50 kg) compared to the
patients with body weight of 51-85 kg.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity or genotoxicity studies have been conducted with daratumumab. No animal
studies have been performed to evaluate the potential effects of daratumumab on reproduction or
development, or to determine potential effects on fertility in males or females.

No carcinogenicity, genotoxicity, or fertility studies were conducted for recombinant human
hyaluronidase. There were no effects on reproductive tissues and function and no systemic
exposure of hyaluronidase in monkeys given 22,000 U/kg/week subcutaneously (12 times higher
than the human dose) for 39 weeks. As hyaluronidase is a recombinant form of the endogenous
human hyaluronidase, no carcinogenicity, mutagenesis, or effects on fertility are expected.
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14 CLINICAL STUDIES
14.1 Newly Diagnosed Multiple Myeloma

In Combination with Bortezomib, Melphalan and Prednisone

The efficacy of DARZALEX FASPRO with bortezomib, melphalan and prednisone (D-VMP)
was evaluated in a single-arm cohort of PLEIADES (NCT03412565), a multi-cohort, open-label
trial. Eligible patients were required to have newly diagnosed multiple myeloma who are
ineligible for transplant. Patients received DARZALEX FASPRO 1,800 mg/30,000 units
administered subcutaneously once weekly from weeks 1 to 6, once every 3 weeks from weeks 7
to 54 and once every 4 weeks starting with week 55 until disease progression or unacceptable
toxicity; bortezomib 1.3 mg/m? subcutaneously twice weekly on Weeks 1, 2, 4 and 5 for the first
6-week cycle (Cycle 1; 8 doses), followed by once weekly on Weeks 1, 2, 4 and 5 for eight more
6-week cycles (Cycles 2-9; 4 doses per cycle); and melphalan 9 mg/m? and prednisone 60 mg/m?
orally on Days 1 to 4 of the nine 6-week cycles (Cycles 1-9). The major efficacy outcome
measure was overall response rate (ORR).

A total of 67 patients received DARZALEX FASPRO with VMP. The median age was 75 years
(range: 66 to 86); 46% were male; 69% were White, 8% Asian, and 2% Black or African
American; and 33% had ISS Stage I, 45% had ISS Stage II, and 22% had ISS Stage III disease.

Efficacy results are summarized in Table 15.

Table 15:  Efficacy Results from PLEIADES in Patients Who Received D-VMP

D-VMP
(N=67)
Overall response rate (SCR+CR+VGPR+PR), n (%)* 59 (88%)
95% CI (%) (78%, 95%)
Stringent complete response (sCR) 5 (8%)
Complete response (CR) 7 (10%)
Very good partial response (VGPR) 31 (46%)
Partial response (PR) 16 (24%)

Cl=confidence interval

?  Based on treated patients

14.2 Relapsed/Refractory Multiple Myeloma

In Combination with Lenalidomide and Dexamethasone

The efficacy of DARZALEX FASPRO with lenalidomide and dexamethasone (D-Rd) was
evaluated in a single-arm cohort of PLEIADES (NCT03412565), a multi-cohort, open-label trial.
Patients received DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously
once weekly from weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks
starting with week 25 until disease progression or unacceptable toxicity with lenalidomide 25 mg
once daily orally on Days 1-21 of each 28-day cycle; and dexamethasone 40 mg per week (or a
reduced dose of 20 mg per week for patients >75 years or BMI <18.5). The major efficacy
outcome measure was ORR.
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A total of 65 patients received DARZALEX FASPRO with Rd. The median age was 69 years
(range: 33 to 82 years); 69% were male; 69% were White, and 3% Black or African American;
and 42% had ISS Stage I, 30% had ISS Stage II, and 28% had ISS Stage III disease. Patients had
received a median of 1 prior line of therapy. A total of 52% of patients had a prior ASCT; 95%
of patients received a prior PI; 59% received a prior immunomodulatory agent, including 22%
who received prior lenalidomide; and 54% of patients received both a prior PI and
immunomodulatory agent.

Efficacy results are summarized in Table 16.

Table 16:  Efficacy Results from PLEIADES in Patients Who Received D-Rd

D-Rd
(N=65)
Overall response rate (SCR+CR+VGPR+PR), n (%)* 59 (91%)
95% CI (%) (81%, 97%)
Stringent complete response (sCR) 4 (6%)
Complete response (CR) 8 (12%)
Very good partial response (VGPR) 30 (46%)
Partial response (PR) 17 (26%)

Cl=confidence interval

?  Based on treated patients

Monotherapy

The efficacy of DARZALEX FASPRO as monotherapy was evaluated in COLUMBA
(NCTO03277105), an open-label, randomized, non-inferiority study. Eligible patients were
required to have relapsed or refractory multiple myeloma who had received at least 3 prior lines
of therapy including a proteasome inhibitor and an immunomodulatory agent or who were
double-refractory to a proteasome inhibitor and an immunomodulatory agent. Patients were
randomized to receive DARZALEX FASPRO 1,800 mg/30,000 units administered
subcutaneously or daratumumab 16 mg/kg administered intravenously; each administered once
weekly from weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks
starting with week 25 until unacceptable toxicity or disease progression. The major efficacy
outcome measures were ORR by the IMWG response criteria and maximum Ciough at pre-dose
Cycle 3 Day 1 [see Clinical Pharmacology (12.3)]. Randomization was stratified by body
weight, myeloma type, and number of prior lines of therapy.

A total of 522 patients were randomized: 263 to the DARZALEX FASPRO arm and 259 to the
intravenous daratumumab arm. The median age was 67 years (range: 33 to 92 years); 55% were
male; and 78% were White, 14% Asian, and 3% Black or African American. The median weight
was 73 kg (range: 29 to 138). Patients had received a median of 4 prior lines of therapy. A total
of 51% of patients had a prior ASCT; 100% of patients received both a PI and an
immunomodulatory agent. Forty-nine percent of patients were refractory both a PI and an
immunomodulatory agent. Eighty-two percent of patients were refractory to their last line of
prior systemic therapy.

The results show that DARZALEX FASPRO 1,800 mg/30,000 units administered
subcutaneously is non-inferior to daratumumab 16 mg/kg administered intravenously in terms of
ORR and maximum trough concentration [see Clinical Pharmacology (12.3)]. Median

28




progression-free survival was 5.6 months in the DARZALEX FASPRO arm and 6.1 months in
the intravenous daratumumab arm. ORR results are provided in Table 17.

Table 17:  Efficacy Results from COLUMBA
DARZALEX FASPRO Intravenous Daratumumab
(N=263) (N=259)
Overall response (sSCR+CR+VGPR+PR), n (%)* 108 (41%) 96 (37%)

95% CI (%)

(35%, 47%)

(31%, 43%)

Ratio of response rates (95% CI)

1.11(0.89, 1.37)

CR or better, n (%) 5(1.9%) 7 (2.7%)
Very good partial response (VGPR) 45 (17%) 37 (14%)
Partial response (PR) 58 (22%) 52 (20%)

2 Based on intent-to-treat population.

14.3 Light Chain Amyloidosis

In Combination with Bortezomib, Cyclophosphamide and Dexamethasone

The efficacy of DARZALEX FASPRO with VCd was evaluated in ANDROMEDA
(NCT03201965), an open-label, randomized, active-controlled trial. Eligible patients were
required to have newly diagnosed light chain (AL) amyloidosis with at least one affected organ,
measurable hematologic disease, Cardiac Stage I-IIIA (based on European Modification of Mayo
2004 Cardiac Stage), and NYHA Class I-IITA. Patients with NYHA Class IIIB and IV were
excluded. Patients were randomized to receive bortezomib 1.3 mg/m? administered
subcutaneously, cyclophosphamide 300 mg/m? (max dose 500 mg) administered orally or
intravenously, and dexamethasone 40 mg (or a reduced dose of 20 mg for patients >70 years or
body mass index <18.5 or who have hypervolemia, poorly controlled diabetes mellitus or prior
intolerance to steroid therapy) administered orally or intravenously on Days 1, 8, 15, and 22 of
each 28-day cycle with or without DARZALEX FASPRO 1,800 mg/30,000 units subcutaneously
once weekly from weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks
starting with week 25 until disease progression or a maximum of two years. When DARZALEX
FASPRO and dexamethasone were administered on the same day, dexamethasone 20 mg was
administered before DARZALEX FASPRO with the remaining dose of dexamethasone
administered after DARZALEX FASPRO if applicable. The major efficacy outcome measure
was confirmed hematologic complete response (HemCR) rate based on Consensus Criteria as
determined by the Independent Review Committee (negative serum and urine immunofixation,
involved free light chain level decrease to less than the upper limit of normal, and normal free
light chain ratio). Randomization was stratified by Cardiac Stage (European Modification of
Mayo 2004 Cardiac Stage) countries that typically offer autologous stem cell transplant (ASCT)
for patients with light chain (AL) amyloidosis, and renal function.

A total of 388 patients were randomized: 195 to D-VCd and 193 to VCd. The median patient age
was 64 years (range: 34 to 87 years); 58% were male; 76% White, 17% Asian, and 3% Black or
African American; 23% had light chain (AL) amyloidosis Cardiac Stage I, 40% had Stage II, and
37% had Stage IIIA. The median number of organs involved was 2 (range: 1-6) and 66% of
patients had 2 or more organs involved. Vital organ involvement was: cardiac 71%, renal 59%
and hepatic 8%. The majority (79%) of patients had lambda free light chain disease.
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Efficacy results are summarized in Table 18.

Table 18: Efficacy results from ANDROMEDA?

D-VCd VCd
(n=195) (n=193)
Hematologic complete response (HemCR), n (%) 82 (42%) 26 (13%)
p-value® <0.0001
Very good partial response (VGPR), n (%) 71 (36%) 69 (36%)
Partial response (PR), n (%) 26 (13%) 53 (27%)
Hematologic VGPR or better (HemCR + VGPR), n (%) 153 (78%) 95 (49%)
Major organ deterioration progression-free survival®, 0.58 (0.37,0.92)
Hazard ratio with 95% CI

D-VCd=daratumumab-bortezomib-cyclophosphamide-dexamethasone; VCd=bortezomib-cyclophosphamide-dexamethasone
2 Based on intent-to-treat population

®  p-value from Cochran Mantel-Haenszel Chi-Squared test.

¢ Major organ deterioration-PFS defined as hematologic progression, major organ (cardiac or renal) deterioration or death

The median time to HemCR was 59 days (range: 8 to 299 days) in the D-VCd arm and 59 days
(range: 16 to 340 days) in the VCd arm. The median time to VGPR or better was 17 days (range:
5 to 336 days) in the D-VCd arm and 25 days (range: 8 to 171 days) in the VCd arm. The median
duration of HemCR had not been reached in either arm.

The median follow-up for the study is 11.4 months. Overall survival (OS) data were not mature.
A total of 56 deaths were observed [N=27 (13.8%) D-VCd vs. N=29 (15%) VCd group].

15 REFERENCES
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16 HOW SUPPLIED/STORAGE AND HANDLING

DARZALEX FASPRO® (daratumumab and hyaluronidase-fihj) injection is a sterile,
preservative-free, colorless to yellow, and clear to opalescent solution for subcutaneous use
supplied as individually packaged single-dose vials providing 1,800 mg of daratumumab and
30,000 units of hyaluronidase per 15 mL (NDC 57894-503-01).

Store DARZALEX FASPRO vials in a refrigerator at 2°C to 8°C (36°F to 46°F) in the original
carton to protect from light.

Do not freeze or shake.
17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Hypersensitivity and Other Administration Reactions

Advise patients to seek immediate medical attention for any of the following signs and
symptoms of systemic administration-related reactions: itchy, runny or blocked nose; chills,
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nausea, throat irritation, cough, headache, shortness of breath or difficulty breathing /[see
Warnings and Precautions (5.1)].

Cardiac Toxicity in Patients with Light Chain (AL) Amyloidosis

Advise patients to immediately contact their healthcare provider if they have signs or symptoms
of cardiac adverse reactions [see Warnings and Precautions (5.2)].

Neutropenia

Advise patients to contact their healthcare provider if they have a fever [see Warnings and
Precautions (5.3)].

Thrombocytopenia

Advise patients to contact their healthcare provider if they have bruising or bleeding [see
Warnings and Precautions (5.4)].

Embryo-Fetal Toxicity

Advise pregnant women of the potential hazard to a fetus. Advise females of reproductive
potential to inform their healthcare provider of a known or suspected pregnancy [see Warnings
and Precautions (5.5), Use in Specific Populations (8.1, 8.3)].

Advise females of reproductive potential to avoid becoming pregnant during treatment with
DARZALEX FASPRO and for at least 3 months after the last dose [see Use in Specific
Populations (8.1, 8.3)].

Advise patients that lenalidomide has the potential to cause fetal harm and has specific
requirements regarding contraception, pregnancy testing, blood and sperm donation, and
transmission in sperm. Lenalidomide is only available through a REMS program [see Use in
Specific Populations (8.1, 8.3)].

Interference with Laboratory Tests

Advise patients to inform their healthcare provider, including personnel at blood transfusion
centers, that they are taking DARZALEX FASPRO, in the event of a planned transfusion /see
Warnings and Precautions (5.6)].

Adpvise patients that DARZALEX FASPRO can affect the results of some tests used to determine
complete response in some patients and additional tests may be needed to evaluate response /see
Warnings and Precautions (5.7)].

Hepatitis B Virus (HBV) Reactivation

Advise patients to inform healthcare providers if they have ever had or might have a hepatitis B
infection and that DARZALEX FASPRO could cause hepatitis B virus to become active again
[see Adverse Reactions (6.1)].

Product of Switzerland
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PATIENT INFORMATION

DARZALEX (Dar'-zah-lex) FASPRO® (Fas-pro)
(daratumumab and hyaluronidase-fihj)

injection, for subcutaneous use

DARZALEX FASPRO may be used with other medicines called lenalidomide and dexamethasone. You should also read the
Medication Guide that comes with lenalidomide if you use DARZALEX FASPRO with lenalidomide. You can ask your
healthcare provider or pharmacist for information about dexamethasone.

What is DARZALEX FASPRO?
DARZALEX FASPRO is a prescription medicine used to treat adult patients with multiple myeloma:
e in combination with the medicines bortezomib, melphalan and prednisone, in people with newly diagnosed multiple

myeloma who cannot receive a type of stem cell transplant that uses their own stem cells (autologous stem cell
transplant).

e in combination with the medicines lenalidomide and dexamethasone in people with newly diagnosed multiple myeloma
who cannot receive a type of stem cell transplant that uses their own stem cells (autologous stem cell transplant) and in
people whose multiple myeloma has come back or did not respond to treatment, who have received at least one prior
medicine to treat multiple myeloma.

e in combination with the medicines bortezomib, thalidomide, and dexamethasone in newly diagnosed people who are
eligible to receive a type of stem cell transplant that uses their own stem cells (autologous stem cell transplant).

e in combination with the medicines bortezomib and dexamethasone in people who have received at least one prior
medicine to treat multiple myeloma.

e alone in people who have received at least three prior medicines, including a proteasome inhibitor and an
immunomodulatory agent, or did not respond to a proteasome inhibitor and an immunomodulatory agent.

DARZALEX FASPRO is a prescription medicine also used in combination with the medicines bortezomib, cyclophosphamide

and dexamethasone in patients with newly diagnosed light chain (AL) amyloidosis.

It is not known if DARZALEX FASPRO is safe and effective in children.

Do not receive DARZALEX FASPRO if you have a history of a severe allergic reaction to daratumumab or any of the
ingredients in DARZALEX FASPRO. See the end of this leaflet for a complete list of ingredients in DARZALEX FASPRO.

Before you receive DARZALEX FASPRO, tell your healthcare provider about all of your medical conditions,
including if you:

e have a history of breathing problems

e have had shingles (herpes zoster)

e have ever had or might now have a hepatitis B infection as DARZALEX FASPRO could cause hepatitis B virus to
become active again. Your healthcare provider will check you for signs of this infection before, during and for some time
after treatment with DARZALEX FASPRO. Tell your healthcare provider right away if you get worsening tiredness or
yellowing of your skin or white part of your eyes.

e are pregnant or plan to become pregnant. DARZALEX FASPRO may harm your unborn baby. Tell your healthcare
provider right away if you become pregnant or think that you may be pregnant during treatment with DARZALEX
FASPRO.

o Females who are able to become pregnant should use an effective method of birth control (contraception) during
treatment and for at least 3 months after your final dose of DARZALEX FASPRO. Talk to your healthcare provider
about birth control methods that you can use during this time.

o Before starting DARZALEX FASPRO in combination with lenalidomide and dexamethasone, females and males must
agree to the instructions in the lenalidomide REMS program.
= The lenalidomide REMS has more information about effective methods of birth control, pregnancy testing, and

blood donation for females who can become pregnant.
= For males who have female partners who can become pregnant, there is information in the lenalidomide REMS
about sperm donation and how lenalidomide can pass into human semen.

e are breastfeeding or plan to breastfeed. It is not known if DARZALEX FASPRO passes into your breast milk.

Before you receive DARZALEX FASPRO for light chain (AL) amyloidosis, tell your healthcare provider if you have a
history of heart problems. DARZALEX FASPRO should not be used in light chain (AL) amyloidosis patients with highly
advanced heart disease outside of clinical trials.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,
vitamins, and herbal supplements.

How will | receive DARZALEX FASPRO?
e DARZALEX FASPRO may be given alone or together with other medicines used to treat multiple myeloma.




e DARZALEX FASPRO will be given to you by your healthcare provider as an injection under the skin, in the stomach area
(abdomen).

e DARZALEX FASPRO is injected over 3 to 5 minutes.

e Your healthcare provider will decide the time between doses as well as how many treatments you will receive.

e Your healthcare provider will give you medicines before each dose of DARZALEX FASPRO and after each dose of
DARZALEX FASPRO to help reduce the risk of serious allergic reactions and other reactions due to release of certain
substances by your body (systemic).

If you miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment.

What are the possible side effects of DARZALEX FASPRO?

DARZALEX FASPRO may cause serious reactions, including:

e Serious allergic reactions and other severe injection-related reactions. Serious allergic reactions and reactions due
to release of certain substances by your body (systemic) that can lead to death, can happen with DARZALEX FASPRO.
Tell your healthcare provider or get medical help right away if you get any of these symptoms during or after an injection
of DARZALEX FASPRO.

e shortness of breath or trouble breathing o throat tightness e nausea

e dizziness or lightheadedness (hypotension) e runny or stuffy nose e vomiting

e cough e headache e chills

e wheezing e itching o fever

e heart beating faster than usual e high blood pressure e chest pain

e low oxygen in the blood (hypoxia)

e Injection site reactions. Skin reactions at or near the injection site (local), including injection site reactions, can happen
with DARZALEX FASPRO. Symptoms at the site of injection may include itching, swelling, bruising, pain, rash, bleeding,
or redness of the skin. These reactions sometimes happen more than 24 hours after an injection of DARZALEX
FASPRO.

e Decreases in blood cell counts. DARZALEX FASPRO can decrease white blood cell counts which help fight infections
and blood cells called platelets which help to clot blood. Your healthcare provider will check your blood cell counts during
treatment with DARZALEX FASPRO. Tell your healthcare provider if you develop fever or have signs of bruising or
bleeding.

e Changes in blood tests. DARZALEX FASPRO can affect the results of blood tests to match your blood type. These
changes can last for up to 6 months after your final dose of DARZALEX FASPRO. Your healthcare provider will do blood
tests to match your blood type before you start treatment with DARZALEX FASPRO. Tell all of your healthcare
providers that you are being treated with DARZALEX FASPRO before receiving blood transfusions.

e Heart problems in patients with light chain (AL) amyloidosis. Heart problems, in some cases fatal, have occurred.
Your healthcare provider will monitor you closely during treatment with DARZALEX FASPRO. Call your healthcare
provider right away if any of the following symptoms occur: chest pain, feeling faint, swollen legs, shortness of breath, or
abnormal heart rhythm.

The most common side effects of DARZALEX FASPRO when used alone include cold-like symptoms (upper
respiratory infection).
The most common side effects of DARZALEX FASPRO used in combination therapy include:

e tiredness o fever e cold-like symptoms (upper-respiratory infection)

e nausea e cough e nerve damage causing tingling, numbness or pain
e diarrhea e muscle spasms e constipation

e shortness of breath e back pain e lung infection (pneumonia)

e trouble sleeping e vomiting ¢ swollen hands, ankles, or feet

These are not all the possible side effects of DARZALEX FASPRO.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of DARZALEX FASPRO.
Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. You can ask your
pharmacist or healthcare provider for information about DARZALEX FASPRO that is written for health professionals.

What are the ingredients in DARZALEX FASPRO?

Active ingredient: daratumumab and hyaluronidase-fihj

Inactive ingredients: L-histidine, L-histidine hydrochloride monohydrate, L-methionine, polysorbate 20, sorbitol, water for
injection.

Me!nufactured by: Janssen Biotech, Inc., Horsham, PA 19044 U.S. License Number 1864




For more information, call 1-800-526-7736 or go to www.DARZALEXFASPRO.com.

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: 01/2021



ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

DARZALEX 20 mg/mL concentrate for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 5 mL vial contains 100 mg of daratumumab (20 mg daratumumab per mL).
Each 20 mL vial contains 400 mg of daratumumab (20 mg daratumumab per mL).

Daratumumab is a human monoclonal IgG1k antibody against CD38 antigen, produced in a
mammalian cell line (Chinese Hamster Ovary [CHO]) using recombinant DNA technology.

Excipients with known effect
Each 5 mL and 20 mL vial of DARZALEX contains 0.4 mmol and 1.6 mmol (9.3 mg and 37.3 mg)
sodium, respectively.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion.
The solution is colourless to yellow.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

DARZALEX is indicated:

. in combination with lenalidomide and dexamethasone or with bortezomib, melphalan and
prednisone for the treatment of adult patients with newly diagnosed multiple myeloma who are
ineligible for autologous stem cell transplant.

. in combination with bortezomib, thalidomide and dexamethasone for the treatment of adult
patients with newly diagnosed multiple myeloma who are eligible for autologous stem cell
transplant.

. in combination with lenalidomide and dexamethasone, or bortezomib and dexamethasone, for
the treatment of adult patients with multiple myeloma who have received at least one prior
therapy.

o as monotherapy for the treatment of adult patients with relapsed and refractory multiple
myeloma, whose prior therapy included a proteasome inhibitor and an immunomodulatory
agent and who have demonstrated disease progression on the last therapy.

4.2 Posology and method of administration

DARZALEX should be administered by a healthcare professional, in an environment where
resuscitation facilities are available.

Pre- and post-infusion medications should be administered to reduce the risk of infusion-related
reactions (IRRs) with daratumumab. See below “Recommended concomitant medications”,
“Management of infusion-related reactions” and section 4.4.
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Posology
Dosing schedule in combination with lenalidomide (4-week cycle regimen) and for monotherapy:

The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 1.

Table 1: DARZALEX dosing schedule in combination with lenalidomide (4-week cycle
dosing regimen) and monotherapy

Weeks Schedule

Weeks 1 to 8 weekly (total of 8 doses)

Weeks 9 to 242 every two weeks (total of 8 doses)

Week 25 onwards until disease progression® | every four weeks

a

b

First dose of the every-2-week dosing schedule is given at Week 9
First dose of the every-4-week dosing schedule is given at Week 25

For dose and schedule of medicinal products administered with DARZALEX, see section 5.1 and the
corresponding Summary of Product Characteristics.

Dosing schedule in combination with bortezomib, melphalan and prednisone (6-week cycle regimens):
The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 2.

Table 2: DARZALEX dosing schedule in combination with bortezomib, melphalan and
prednisone ([VMP]; 6-week cycle dosing regimen)

Weeks Schedule

Weeks 1 to 6 weekly (total of 6 doses)

Weeks 7 to 54° every three weeks (total of 16 doses)
Week 55 onwards until disease progression® | every four weeks

a

First dose of the every-3-week dosing schedule is given at Week 7

> First dose of the every-4-week dosing schedule is given at Week 55

Bortezomib is given twice weekly at Weeks 1, 2, 4 and 5 for the first 6-week cycle, followed by once
weekly at Weeks 1, 2, 4 and 5 for eight more 6-week cycles. For information on the VMP dose and
dosing schedule when administered with DARZALEX, see section 5.1.

Dosing schedule in combination with bortezomib, thalidomide and dexamethasone (4-week cycle
regimens) for treatment of newly diagnosed patients eligible for autologous stem cell transplant
(ASCT):

The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 3.

Table 3: DARZALEX dosing schedule in combination with bortezomib, thalidomide and
dexamethasone ([VTd]; 4-week cycle dosing regimen)

Treatment phase Weeks Schedule
Induction Weeks 1 to 8 weekly (total of 8 doses)
Weeks 9 to 16* every two weeks (total of 4 doses)
Stop for high dose chemotherapy and ASCT
Consolidation | Weeks 1 to 8° | every two weeks (total of 4 doses)

a

b

First dose of the every-2-week dosing schedule is given at Week 9
First dose of the every-2-week dosing schedule is given at Week 1 upon re-initiation of treatment following ASCT

For dose and schedule of medicinal products administered with DARZALEX, see section 5.1 and the
corresponding Summary of Product Characteristics.




Dosing schedule in combination with bortezomib (3-week cycle regimen):
The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 4.

Table4: DARZALEX dosing schedule in combination with bortezomib (3-week cycle
dosing regimen)

Weeks Schedule

Weeks 1to 9 weekly (total of 9 doses)

Weeks 10 to 24° every three weeks (total of 5 doses)
Week 25 onwards until disease progression® | every four weeks

a

b

First dose of the every-3-week dosing schedule is given at Week 10
First dose of the every-4-week dosing schedule is given at Week 25

For dose and schedule of medicinal products administered with DARZALEX, see section 5.1 and the
corresponding Summary of Product Characteristics.

Infusion rates

Following dilution the DARZALEX infusion should be intravenously administered at the initial
infusion rate presented in Table 5 below. Incremental escalation of the infusion rate should be
considered only in the absence of infusion reactions.

To facilitate administration, the first prescribed 16 mg/kg dose at Week 1 may be split over two
consecutive days i.e. 8 mg/kg on Day 1 and Day 2 respectively, see Table 5 below.

Table S:  Infusion rates for DARZALEX (16 mg/kg) administration

Dilution Initial rate Rate Increment?® Maximum rate
volume (first hour)

Week 1 Infusion

Option 1 (Single dose infusion)
Week 1 Day 1 (16 mg/kg) | 1,000 mL | 50 mL/hour | 50 mL/hour every hour | 200 mL/hour
Option 2 (Split dose infusion)
Week 1 Day 1 (8 mg/kg) 500 mL 50 mL/hour | 50 mL/hour every hour 200 mL/hour
Week 1 Day 2 (8 mg/kg) 500 mL 50 mL/hour | 50 mL/hour every hour 200 mL/hour
Week 2 (16 mg/kg)infusion® 500 mL 50 mL/hour | 50 mL/hour every hour 200 mL/hour
Subsequent (Week 3 onwards, 500 mL 100 mL/hour | 50 mL/hour every hour 200 mL/hour
16 mg/kg) infusions®
2 Incremental escalation of the infusion rate should be considered only in the absence of infusion reactions.

b A dilution volume of 500 mL for the 16 mg/kg dose should be used only if there were no IRRs the previous week.

Otherwise, use a dilution volume of 1,000 mL.

A modified initial rate (100 mL/hour) for subsequent infusions (i.e. Week 3 onwards) should only be used only if there
were no IRRs during the previous infusion. Otherwise, continue to use instructions indicated in the table for the
Week 2 infusion rate.

Management of infusion-related reactions
Pre-infusion medications should be administered to reduce the risk of infusion-related reactions (IRRs)
prior to treatment with DARZALEX.

For IRRs of any grade/severity, immediately interrupt the DARZALEX infusion and manage
symptoms.

Management of IRRs may further require reduction in the rate of infusion, or treatment

discontinuation of DARZALEX as outlined below (see section 4.4).

o Grade 1-2 (mild to moderate): Once reaction symptoms resolve, the infusion should be resumed
at no more than half the rate at which the IRR occurred. If the patient does not experience any
further IRR symptoms, infusion rate escalation may be resumed at increments and intervals as
clinically appropriate up to the maximum rate of 200 mL/hour (Table 5).

o Grade 3 (severe): Once reaction symptoms resolve, restarting of the infusion may be considered
at no more than half the rate at which the reaction occurred. If the patient does not experience
additional symptoms, infusion rate escalation may be resumed at increments and intervals as




appropriate (Table 5). The procedure above should be repeated in the event of recurrence of
Grade 3 symptoms. Permanently discontinue DARZALEX upon the third occurrence of a
Grade 3 or greater infusion reaction.

o Grade 4 (life-threatening): Permanently discontinue DARZALEX treatment.

Missed dose (s)
If a planned dose of DARZALEX is missed, the dose should be administered as soon as possible and
the dosing schedule should be adjusted accordingly, maintaining the treatment interval.

Dose modifications

No dose reductions of DARZALEX are recommended. Dose delay may be required to allow recovery
of blood cell counts in the event of haematological toxicity (see section 4.4). For information
concerning medicinal products given in combination with DARZALEX, see corresponding Summary
of Product Characteristics.

Recommended concomitant medications

Pre-infusion medication

Pre-infusion medications should be administered to reduce the risk of IRRs to all patients 1-3 hours
prior to every infusion of DARZALEX as follows:

o Corticosteroid (long-acting or intermediate-acting)
- Monotherapy:
Methylprednisolone 100 mg, or equivalent, administered intravenously. Following the
second infusion, the dose of corticosteroid may be reduced (oral or intravenous
methylprednisolone 60 mg).
- Combination therapy:
Dexamethasone 20 mg (or equivalent), administered prior to every DARZALEX infusion.
When dexamethasone is the background-regimen specific corticosteroid, the dexamethasone
treatment dose will instead serve as pre-medication on DARZALEX infusion days (see
section 5.1).
Dexamethasone is given intravenously prior to the first DARZALEX infusion and oral
administration may be considered prior to subsequent infusions. Additional background
regimen specific corticosteroids (e.g. prednisone) should not be taken on DARZALEX
infusion days when patients have received dexamethasone as a pre-medication.
o Antipyretics (oral paracetamol 650 to 1,000 mg)
. Antihistamine (oral or intravenous diphenhydramine 25 to 50 mg or equivalent).

Post-infusion medication
Post-infusion medications should be administered to reduce the risk of delayed infusion-related
reactions as follows:

Monotherapy:

Oral corticosteroid (20 mg methylprednisolone or equivalent dose of an intermediate-acting or
long-acting corticosteroid in accordance with local standards) should be administered on each of
the two days following all infusions (beginning the day after the infusion).

Combination therapy:

Consider administering low-dose oral methylprednisolone (< 20 mg) or equivalent the day after
the DARZALEX infusion. However, if a background regimen-specific corticosteroid (e.g.
dexamethasone, prednisone) is administered the day after the DARZALEX infusion, additional
post-infusion medications may not be needed (see section 5.1).

Additionally, for patients with a history of chronic obstructive pulmonary disease, the use of
post-infusion medications including short and long acting bronchodilators, and inhaled corticosteroids
should be considered. Following the first four infusions, if the patient experiences no major IRRs,
these inhaled post-infusion medications may be discontinued at the discretion of the physician.



Prophylaxis for herpes zoster virus reactivation
Anti-viral prophylaxis should be considered for the prevention of herpes zoster virus reactivation.

Special populations

Renal impairment

No formal studies of daratumumab in patients with renal impairment have been conducted. Based on
population pharmacokinetic (PK) analyses no dosage adjustment is necessary for patients with renal
impairment (see section 5.2).

Hepatic impairment

No formal studies of daratumumab in patients with hepatic impairment have been conducted.
Based on population PK analyses, no dosage adjustments are necessary for patients with hepatic
impairment (see section 5.2).

Elderly
No dose adjustments are considered necessary (see section 5.2).

Paediatric population

The safety and efficacy of DARZALEX in children aged below 18 years of age have not been
established.

No data are available (see section 5.1).

Method of administration

DARZALEX is for intravenous use. It is administered as an intravenous infusion following dilution
with sodium chloride 9 mg/mL (0.9%) solution for injection. For instructions on dilution of the
medicinal product before administration, see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Infusion-related reactions

DARZALEX can cause serious infusion-related reactions (IRRs), including anaphylactic reactions
(see section 4.8).

All patients should be monitored throughout the infusion for IRRs. For patients that experience any
Grade IRRs, continue monitoring post-infusion until symptoms resolve.

In clinical trials IRRs were reported in approximately half of all patients treated with DARZALEX.

The majority of IRRs occurred at the first infusion and were Grade 1-2 (see section 4.8). Four percent
of all patients had an IRR at more than one infusion. Severe reactions have occurred, including
bronchospasm, hypoxia, dyspnoea, hypertension, laryngeal oedema and pulmonary oedema.
Symptoms predominantly included nasal congestion, cough, throat irritation, chills, vomiting and
nausea. Less common symptoms were wheezing, allergic rhinitis, pyrexia, chest discomfort, pruritus
and hypotension (see section 4.8).

Patients should be pre-medicated with antihistamines, antipyretics and corticosteroids to reduce the
risk of IRRs prior to treatment with DARZALEX. DARZALEX infusion should be interrupted for
IRRs of any severity and medical management/supportive treatment for IRRs should be instituted as
needed. For patients with Grade 1, 2, or 3 IRRs, the infusion rate should be reduced when re-starting
the infusion. If an anaphylactic reaction or life-threatening (Grade 4) infusion reaction occurs,
appropriate emergency resuscitation should be initiated immediately. DARZALEX therapy should be
discontinued immediately and permanently (see sections 4.2 and 4.3).



To reduce the risk of delayed IRRs, oral corticosteroids should be administered to all patients
following DARZALEX infusions. Additionally the use of post-infusion medications (e.g. inhaled
corticosteroids, short and long acting bronchodilators) should be considered for patients with a history
of chronic obstructive pulmonary disease to manage respiratory complications should they occur (see
section 4.2).

Neutropenia/Thrombocytopenia

DARZALEX may increase neutropenia and thrombocytopenia induced by background therapy (see
section 4.8).

Monitor complete blood cell counts periodically during treatment according to manufacturer’s
prescribing information for background therapies. Monitor patients with neutropenia for signs of
infection. DARZALEX delay may be required to allow recovery of blood cell counts. No dose
reduction of DARZALEX is recommended. Consider supportive care with transfusions or growth
factors.

Interference with Indirect Antiglobulin Test (Indirect Coombs Test)

Daratumumab binds to CD38 found at low levels on red blood cells (RBCs) and may result in a
positive indirect Coombs test. Daratumumab-mediated positive indirect Coombs test may persist for
up to 6 months after the last daratumumab infusion. It should be recognised that daratumumab bound
to RBCs may mask detection of antibodies to minor antigens in the patient’s serum. The determination
of a patient’s ABO and Rh blood type are not impacted.

Patients should be typed and screened prior to starting daratumumab treatment. Phenotyping may be
considered prior to starting daratumumab treatment as per local practice. Red blood cell genotyping is
not impacted by daratumumab and may be performed at any time.

In the event of a planned transfusion blood transfusion centres should be notified of this interference
with indirect antiglobulin tests (see section 4.5). If an emergency transfusion is required,
non-cross-matched ABO/RhD-compatible RBCs can be given per local blood bank practices.

Interference with determination of Complete Response

Daratumumab is a human IgG kappa monoclonal antibody that can be detected on both, the serum
protein electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical monitoring of
endogenous M-protein (see section 4.5). This interference can impact the determination of complete
response and of disease progression in some patients with IgG kappa myeloma protein.

Hepatitis B virus (HBV) Reactivation

Hepatitis B virus reactivation, in some cases fatal, has been reported in patients treated with
DARZALEX. HBV screening should be performed in all patients before initiation of treatment with
DARZALEX.

For patients with evidence of positive HBV serology, monitor for clinical and laboratory signs of HBV
reactivation during, and for at least six months following the end of DARZALEX treatment. Manage
patients according to current clinical guidelines. Consider consulting a hepatitis disease expert as
clinically indicated.

In patients who develop reactivation of HBV while on DARZALEX, suspend treatment with
DARZALEX and institute appropriate treatment. Resumption of DARZALEX treatment in patients
whose HBV reactivation is adequately controlled should be discussed with physicians with expertise
in managing HBV.

Excipients
Each 5 mL and 20 mL vial of DARZALEX contains 0.4 mmol and 1.6 mmol (9.3 mg and 37.3 mg)

sodium, respectively. This corresponds to 0.46% and 1.86% of the WHO recommended maximum
daily intake of 2 g sodium for an adult, respectively.

Traceability
In order to improve the traceability of biological medicinal products, the tradename and the batch

number of the administered product should be clearly recorded.



4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.

As an IgG1x monoclonal antibody, renal excretion and hepatic enzyme-mediated metabolism of intact
daratumumab are unlikely to represent major elimination routes. As such, variations in
drug-metabolising enzymes are not expected to affect the elimination of daratumumab. Due to the
high affinity to a unique epitope on CD38, daratumumab is not anticipated to alter drug-metabolising
enzymes.

Clinical pharmacokinetic assessments of daratumumab in combination with lenalidomide,
pomalidomide, thalidomide, bortezomib and dexamethasone indicated no clinically-relevant drug-drug
interaction between daratumumab and these small molecule medicinal products.

Interference with Indirect Antiglobulin Test (Indirect Coombs Test)

Daratumumab binds to CD38 on RBCs and interferes with compatibility testing, including antibody
screening and cross matching (see section 4.4). Daratumumab interference mitigation methods include
treating reagent RBCs with dithiothreitol (DTT) to disrupt daratumumab binding or other locally
validated methods. Since the Kell blood group system is also sensitive to DTT treatment,
Kell-negative units should be supplied after ruling out or identifying alloantibodies using DTT-treated
RBCs. Alternatively, phenotyping or genotyping may also be considered (see section 4.4).

Interference with Serum Protein Electrophoresis and Immunofixation Tests

Daratumumab may be detected on serum protein electrophoresis (SPE) and immunofixation (IFE)
assays used for monitoring disease monoclonal immunoglobulins (M protein). This can lead to false
positive SPE and IFE assay results for patients with IgG kappa myeloma protein impacting initial
assessment of complete responses by International Myeloma Working Group (IMWG) criteria. In
patients with persistent very good partial response, where daratumumab interference is suspected,
consider using a validated daratumumab-specific IFE assay to distinguish daratumumab from any
remaining endogenous M protein in the patient’s serum, to facilitate determination of a complete
response.

4.6 Fertility, pregnancy and lactation

Women of child-bearing potential/Contraception
Women of child-bearing potential should use effective contraception during, and for 3 months after
cessation of daratumumab treatment.

Pregnancy
There are no human or animal data to assess the risk of daratumumab use during pregnancy. [gG1

monoclonal antibodies are known to cross the placenta after the first trimester of pregnancy. Therefore
daratumumab should not be used during pregnancy unless the benefit of treatment to the woman is
considered to outweigh the potential risks to the fetus. If the patient becomes pregnant while taking
this medicine, the patient should be informed of the potential risk to the fetus.

Breast-feeding
It is not known whether daratumumab is excreted into human or animal milk.

Maternal IgG is excreted in human milk, but does not enter the neonatal and infant circulations in
substantial amounts as they are degraded in the gastrointestinal tract and not absorbed.

The effect of daratumumab on newborns/infants is unknown. A decision should be made whether to
discontinue breast-feeding or to discontinue DARZALEX therapy taking into account the benefit of
breast-feeding for the child and the benefit of therapy for the woman.



Fertility
No data are available to determine potential effects of daratumumab on fertility in males or females
(see section 5.3).

4.7  Effects on ability to drive and use machines

DARZALEX has no or negligible influence on the ability to drive and use machines. However, fatigue
has been reported in patients taking daratumumab and this should be taken into account when driving
or using machines.

4.8 Undesirable effects

Summary of the safety profile

The most frequent adverse reactions (> 20%) were infusion reactions, fatigue, nausea, diarrhoea,
constipation, pyrexia, dyspnoea, cough, neutropenia, thrombocytopenia, anaemia, oedema peripheral,
asthenia, peripheral sensory neuropathy and upper respiratory tract infection. Serious adverse reactions
were sepsis, pneumonia, bronchitis, upper respiratory tract infection, pulmonary oedema, influenza,
pyrexia, dehydration, diarrthoea and atrial fibrillation.

Tabulated list of adverse reactions

Table 6 summarises the adverse drug reactions that occurred in patients receiving DARZALEX. The

data reflects exposure to DARZALEX (16 mg/kg) in 2066 patients with multiple myeloma including

1910 patients who received DARZALEX in combination with background regimens and 156 patients
who received DARZALEX as monotherapy. Post-marketing adverse reactions are also included.

In Study MMY3006, the number of CD34+ cell yield was numerically lower in the D-VTd arm
compared with the VTd arm (Median: D-VTd: 6.3 x 10%kg; VTd 8.9 x 10%kg) and among those who
completed mobilisation, more patients in the D-VTd group received plerixafor compared to those in
the VTd arm (D-VTd: 21.7%; VTd: 7.9%). The rates of engraftment and haematopoietic reconstitution
was similar among the transplanted subjects in the D-VTd and VTd arms (D-VTd: 99.8%; VTd:
99.6%:; as measured by the recovery of neutrophils > 0.5 x 10°/L, leukocytes > 1.0 x 10°/L, and
platelets > 50 x 10°/L without transfusion).

Frequencies are defined as very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to
<1/100), rare (=1/10,000 to <1/1,000) and very rare (<1/10,000). Within each frequency grouping,
where relevant, adverse reactions are presented in order of decreasing seriousness.

Table 6:  Adverse reactions in multiple myeloma patients treated with DARZALEX

16 mg/kg
System Organ Class Adverse reaction Frequency Incidence (%
Any Grade |Grade 3-4

Infections and infestations | Pneumonia® Very Common |16 10
Bronchitis® 17 2
Upper respiratory tract 41 3
infection®
Urinary tract infection | Common 8 1
Influenza 5 1*
Sepsis® 4
Hepatitis B Virus Uncommon - -
reactivation®

Blood and lymphatic system | Neutropenia® Very Common |44 39

disorders Thrombocytopenia® 31 19
Anaemia® 27 12
Lymphopenia® 14 11
Leukopenia® 12 6

Immune system disorders Anaphylactic reaction® | Rare - -

Metabolism and nutrition Decreased appetite Very Common |12 1




disorders Hyperglycemia Common 7 3
Hypocalcemia 6 1
Dehydration 3 1*
Nervous system disorders Peripheral sensory Very Common |32 3
neuropathy
Paraesthesia 11 <1
Headache 12 <1*
Cardiac disorders Atrial fibrillation Common 4 1
Vascular disorders Hypertension® Very Common |10 5
Respiratory, thoracic and Cough® Very Common |25 <1*
mediastinal disorders Dyspnoea? 21 3
Pulmonary oedema® Common 1 <1
Gastrointestinal disorders | Diarrhoea Very Common |32 4
Constipation 33 1
Nausea 26 2%
Vomiting 16 1*
Pancreatitis® Common 1 1
Musculoskeletal and Back pain Very Common |18 2
connective tissue disorders | Muscle spasms 14 <I*
General disorders and Fatigue Very Common |26 4
administration site Oedema peripheral® 26 1
conditions Pyrexia 23 2
Asthenia 21 2
Chills Common 9 <1*
Injury, poisoning and Infusion-related Very Common |40 4
procedural complications reaction®

*  No Grade 4
Indicates grouping of terms

b Post-marketing adverse reaction

¢ Infusion-related reaction includes terms determined by investigators to be related to infusion, see below

Infusion-related reactions

In clinical trials (monotherapy and combination treatments; N=2066) the incidence of any grade
infusion-related reactions was 37% with the first (16 mg/kg, Week 1) infusion of DARZALEX, 2%
with the Week 2 infusion, and cumulatively 6% with subsequent infusions. Less than 1% of patients
had a Grade 3/4 infusion-related reaction with the Week 2 or subsequent infusions.

The median time to onset of a reaction was 1.5 hours (range: 0 to 72.8 hours). The incidence of
infusion modifications due to reactions was 36%. Median durations of 16 mg/kg infusions for the 1%
Week, 2™ Week and subsequent infusions were approximately 7, 4 and 3 hours respectively.

Severe infusion-related reactions included bronchospasm, dyspnoea, laryngeal oedema, pulmonary
oedema, hypoxia, and hypertension. Other adverse infusion-related reactions included nasal
congestion, cough, chills, throat irritation, vomiting and nausea (see section 4.4).

When DARZALEX dosing was interrupted in the setting of ASCT (Study MMY3006) for a median of
3.75 (range: 2.4; 6.9) months, upon re-initiation of DARZALEX the incidence of IRRs was 11% at
first infusion following ASCT. Infusion rate/dilution volume used upon re-initiation was that used for
the last DARZALEX infusion prior to interruption due to ASCT. IRRs occurring at re-initiation of
DARZALEX following ASCT were consistent in terms of symptoms and severity (Grade 3/4: <1%)
with those reported in previous studies at Week 2 or subsequent infusions.

In Study MMY 1001, patients receiving daratumumab combination treatment (n=97) were
administered the first 16 mg/kg daratumumab dose at Week 1 split over two days i.e. 8 mg/kg on

Day 1 and Day 2 respectively. The incidence of any grade infusion-related reactions was 42%, with
36% of patients experiencing infusion-related reactions on Day 1 of Week 1, 4% on Day 2 of Week 1,
and 8% with subsequent infusions. The median time to onset of a reaction was 1.8 hours (range: 0.1 to
5.4 hours). The incidence of infusion interruptions due to reactions was 30%. Median durations of
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infusions were 4.2 h for Week 1-Day 1, 4.2 h for Week 1-Day 2, and 3.4 hours for the subsequent
infusions.

Infections

In patients receiving DARZALEX combination therapy, Grade 3 or 4 infections were reported as
follows:

Relapsed/refractory patient studies: DVd: 21%, Vd: 19%; DRd: 27%, Rd: 23%; DPd: 28%

Newly diagnosed patient studies: D-VMP: 23%, VMP: 15%; DRd: 32%, Rd: 23%; D-VTd: 22%,
VTd: 20%.

Pneumonia was the most commonly reported severe (Grade 3 or 4) infection across studies. In active
controlled studies, discontinuations from treatment due to infections occurred in 1-4% of patients.
Fatal infections were primarily due to pneumonia and sepsis.

In patients receiving DARZALEX combination therapy, fatal infections (Grade 5) were reported as
follows:

Relapsed/refractory patient studies: DVd: 1%, Vd: 2%; DRd: 2%, Rd: 1%; DPd: 2%

Newly diagnosed patient studies: D-VMP: 1%, VMP: 1%; DRd: 2%, Rd: 2%; DVTd: 0%, VTd: 0%.
Key: D=daratumumab; Vd=bortezomib-dexamethasone; Rd=lenalidomide-dexamethasone; Pd=pomalidomide-
dexamethasone; VMP=bortezomib-melphalan-prednisone; VTd=bortezomib-thalidomide-dexamethasone.

Haemolysis
There is a theoretical risk of haemolysis. Continuous monitoring for this safety signal will be

performed in clinical studies and post-marketing safety data.

Other special populations

In the Phase I1I study MMY 3007, which compared treatment with D-VMP to treatment with VMP in
patients with newly diagnosed multiple myeloma who are ineligible for autologous stem cell
transplant, safety analysis of the subgroup of patients with an ECOG performance score of 2 (D-VMP:
n=89, VMP: n=84), was consistent with the overall population (see section 5.1).

Elderly patients

Of the 2459 patients who received DARZALEX at the recommended dose, 38% were 65 to 75 years
of age, and 15% were 75 years of age or older. No overall differences in effectiveness were observed
based on age. The incidence of serious adverse reactions was higher in older than in younger patients.
Among patients with relapsed and refractory multiple myeloma (n=1213), the most common serious
adverse reactions that occurred more frequently in elderly (>65 years of age) were pneumonia and
sepsis. Among patients with newly diagnosed multiple myeloma who are ineligible for autologous
stem cell transplant (n=710), the most common serious adverse reaction that occurred more frequently
in elderly (=75 years of age) was pneumonia.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms and signs
There has been no experience of overdosage in clinical studies. Doses up to 24 mg/kg have been
administered intravenously in a clinical study.

Treatment

There is no known specific antidote for daratumumab overdose. In the event of an overdose, the
patient should be monitored for any signs or symptoms of adverse effects and appropriate
symptomatic treatment should be instituted immediately.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies, ATC code: LO1XC24

Mechanism of action

Daratumumab is an [gG1x human monoclonal antibody (mAb) that binds to the CD38 protein
expressed at a high level on the surface of multiple myeloma tumour cells, as well as other cell types
and tissues at various levels. CD38 protein has multiple functions such as receptor mediated adhesion,
signalling and enzymatic activity.

Daratumumab has been shown to potently inhibit the in vivo growth of CD38-expressing tumour cells.
Based on in vitro studies, daratumumab may utilise multiple effector functions, resulting in immune
mediated tumour cell death. These studies suggest that daratumumab can induce tumour cell lysis
through complement-dependent cytotoxicity, antibody-dependent cell-mediated cytotoxicity, and
antibody-dependent cellular phagocytosis in malignancies expressing CD38. A subset of myeloid
derived suppressor cells (CD38+MDSCs), regulatory T cells (CD38+T ) and B cells (CD38+Bregs)
are decreased by daratumumab mediated cell lysis. T cells (CD3+, CD4+, and CD8+) are also known
to express CD38 depending on the stage of development and the level of activation. Significant
increases in CD4+ and CD8+ T cell absolute counts, and percentages of lymphocytes, were observed
with daratumumab treatment in peripheral whole blood and bone marrow. In addition, T-cell receptor
DNA sequencing verified that T-cell clonality was increased with daratumumab treatment, indicating
immune modulatory effects that may contribute to clinical response.

Daratumumab induced apoptosis in vitro after Fc mediated cross-linking. In addition, daratumumab
modulated CD38 enzymatic activity, inhibiting the cyclase enzyme activity and stimulating the
hydrolase activity. The significance of these in vitro effects in a clinical setting, and the implications
on tumour growth, are not well-understood.

Pharmacodynamic effects

Natural killer (NK) cell and T-cell count

NK cells are known to express high levels of CD38 and are susceptible to daratumumab mediated cell
lysis. Decreases in absolute counts and percentages of total NK cells (CD16+CD56+) and activated
(CD16+CD56%M) NK cells in peripheral whole blood and bone marrow were observed with
daratumumab treatment. However, baseline levels of NK cells did not show an association with
clinical response.

Immunogenicity
In patients treated with intravenous daratumumab in clinical trials, less than 1% of patients developed
treatment-emergent anti-daratumumab antibodies.

Clinical efficacy and safety

Newly diagnosed multiple myeloma

Combination treatment with lenalidomide and dexamethasone in patients ineligible for autologous
stem cell transplant:

Study MMY 3008, an open-label, randomised, active-controlled Phase III study, compared treatment
with DARZALEX 16 mg/kg in combination with lenalidomide and low-dose dexamethasone (DRd) to
treatment with lenalidomide and low-dose dexamethasone (Rd) in patients with newly diagnosed
multiple myeloma. Lenalidomide (25 mg once daily orally on Days 1-21 of repeated 28-day [4-week]
cycles) was given with low dose oral or intravenous dexamethasone 40 mg/week (or a reduced dose of
20 mg/week for patients >75 years or body mass index [BMI] <18.5). On DARZALEX infusion days,
the dexamethasone dose was given as a pre-infusion medication. Dose adjustments for lenalidomide
and dexamethasone were applied according to manufacturer’s prescribing information. Treatment was
continued in both arms until disease progression or unacceptable toxicity.
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A total of 737 patients were randomised: 368 to the DRd arm and 369 to the Rd arm. The baseline
demographic and disease characteristics were similar between the two treatment groups. The median
age was 73 (range: 45-90) years, with 44% of the patients >75 years of age. The majority were white
(92%), male (52%), 34% had an Eastern Cooperative Oncology Group (ECOG) performance score of
0, 49.5% had an ECOG performance score of 1 and 17% had an ECOG performance score of >2.
Twenty-seven percent had International Staging System (ISS) Stage I, 43% had ISS Stage II and 29%
had ISS Stage III disease. Efficacy was evaluated by progression free survival (PFS) based on
International Myeloma Working Group (IMWG) criteria.

Study MM Y3008 showed an improvement in Progression Free Survival (PFS) in the DRd arm as
compared to the Rd arm; the median PFS had not been reached in the DRd arm and was 31.9 months
in the Rd arm (hazard ratio [HR]=0.56; 95% CI: 0.43, 0.73; p<0.0001), representing 44% reduction in
the risk of disease progression or death in patients treated with DRd. Results of an updated PFS
analysis approximately 9 months after the original clinical cutoff, continued to show an improvement
in PFS for patients in the DRd arm compared with the Rd arm. Median PFS was not reached in the
DRd arm and was 33.8 months in the Rd arm (HR=0.56; 95% CI: 0.44, 0.71; p<0.0001).

Figure 1: Kaplan-Meier Curve of PFS in Study MMY3008
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Additional efficacy results from Study MMY3008 are presented in Table 7 below.
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Table 7:  Additional efficacy results from Study MMY3008*

DRd (n=368) Rd (n=369)
Overall response (sSCR+CR+VGPR+PR) n(%)* 342 (92.9%) 300 (81.3%)
p-value® <0.0001
Stringent complete response (sCR) 112 (30.4%) 46 (12.5%)

Complete response (CR)

63 (17.1%)

46 (12.5%)

Very good partial response (VGPR) 117 (31.8%) 104 (28.2%)
Partial response (PR) 50 (13.6%) 104 (28.2%)
CR or better (sCR + CR) 175 (47.6%) 92 (24.9%)
p-value® <0.0001
VGPR or better (sCR + CR + VGPR) 292 (79.3%) 196 (53.1%)
p-value® <0.0001
MRD negativity rate** n(%) 89 (24.2%) 27 (1.3%)
95% CI (%) (19.9%, 28.9%) (4.9%, 10.5%)
Odds ratio with 95% CI¢ 4.04 (2.55, 6.39)
p-value® <0.0001

DRd=daratumumab-lenalidomide-dexamethasone; Rd=lenalidomide-dexamethasone; MRD=minimal residual disease;

Cl=confidence interval

2 Based on intent-to-treat population

b p-value from Cochran Mantel-Haenszel Chi-Squared test.

¢ Based on threshold of 10

4 Mantel-Haenszel estimate of the odds ratio for un-stratified tables is used. An odds ratio >1 indicates an advantage for
DRd.

¢ p-value from Fisher’s exact test.

In responders, the median time to response was 1.05 months (range: 0.2 to 12.1 months) in the DRd
group and 1.05 months (range: 0.3 to 15.3 months) in the Rd group. The median duration of response
had not been reached in the DRd group and was 34.7 months (95% CI: 30.8, not estimable) in the Rd

group.

Combination treatment with bortezomib, melphalan and prednisone (VMP) in patients ineligible for
autologous stem cell transplant:

Study MMY 3007, an open-label, randomised, active-controlled Phase I1I study, compared treatment
with DARZALEX 16 mg/kg in combination with bortezomib, melphalan and prednisone (D-VMP), to
treatment with VMP in patients with newly diagnosed multiple myeloma. Bortezomib was
administered by subcutaneous (SC) injection at a dose of 1.3 mg/m? body surface area twice weekly at
Weeks 1, 2, 4 and 5 for the first 6-week cycle (Cycle 1; 8 doses), followed by once weekly
administrations at Weeks 1, 2, 4 and 5 for eight more 6-week cycles (Cycles 2-9; 4 doses per cycle).
Melphalan at 9 mg/m?, and prednisone at 60 mg/m? were orally administered on Days 1 to 4 of the
nine 6-week cycles (Cycles 1-9). DARZALEX treatment was continued until disease progression or
unacceptable toxicity.

A total of 706 patients were randomised: 350 to the D-VMP arm and 356 to the VMP arm. The
baseline demographic and disease characteristics were similar between the two treatment groups. The
median age was 71 (range: 40-93) years, with 30% of the patients >75 years of age. The majority were
white (85%), female (54%), 25% had an ECOG performance score of 0, 50% had an ECOG
performance score of 1 and 25% had an ECOG performance score of 2. Patients had IgG/IgA/Light
chain myeloma in 64%/22%/10% of instances, 19% had ISS Stage I, 42% had ISS Stage II, 38% had
ISS Stage III disease and 84% had standard risk cytogenetics. Efficacy was evaluated by PFS based on
IMWG criteria and overall survival (OS).

With a median follow-up of 16.5 months, the primary analysis of PFS in Study MMY3007 showed an
improvement in the D-VMP arm as compared to the VMP arm; the median PFS had not been reached
in the D-VMP arm and was 18.1 months in the VMP arm (HR=0.5; 95% CI: 0.38, 0.65; p<0.0001).
Results of an updated PFS analysis after a median follow-up of 40 months continued to show an
improvement in PFS for patients in the D-VMP arm compared with the VMP arm. Median PFS was
36.4 months in the D-VMP arm and 19.3 months in the VMP arm (HR=0.42; 95% CI: 0.34, 0.51;
p<0.0001), representing a 58% reduction in the risk of disease progression or death in patients treated
with D-VMP.
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Figure 2: Kaplan-Meier Curve of PFS in Study MMY3007
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After a median follow-up of 40 months, D-VMP has shown an overall survival (OS) advantage over
the VMP arm (HR=0.60; 95% CI: 0.46, 0.80; p=0.0003), representing a 40% reduction in the risk of
death in patients treated in the D-VMP arm. Median OS was not reached for either arm.
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Figure 3: Kaplan-Meier Curve of OS in Study MM Y3007

Additional efficacy results from Study MMY3007 are presented in Table 8 below.

Table 8: Additional efficacy results from Study MMY3007*

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

Overall response (sSCR+CR+VGPR+PR) [n(%)] | 318 (90.9) 263 (73.9)

p-value® <0.0001

Stringent complete response (sCR) [n(%)] | 63 (18.0) 25 (7.0)

Complete response (CR) [n(%)] 86 (24.6) 62 (17.4)

Very good partial response (VGPR) [n(%)] | 100 (28.6) 90 (25.3)

Partial response (PR) [n(%)] 69 (19.7) 86 (24.2)
MRD negativity rate (95% CI) ¢ (%) 22.3 (18.0,27.0) 6.2(3.9,9.2)

Odds ratio with 95% CI¢ 4.36 (2.64,7.21)

p-value® <0.0001

D-VMP=daratumumab-bortezomib-melphalan-prednisone; VMP=bortezomib-melphalan-prednisone; MRD=minimal

residual disease; CI=confidence interval

2 Based on intent-to-treat population

b p-value from Cochran Mantel-Haenszel Chi-Squared test.

¢ Based on threshold of 10-3

4 A Mantel-Haenszel estimate of the common odds ratio for stratified tables is used. An odds ratio >1 indicates an
advantage for D-VMP.

¢ p-value from Fisher’s exact test.

In responders, the median time to response was 0.79 months (range: 0.4 to 15.5 months) in the
D-VMP group and 0.82 months (range: 0.7 to 12.6 months) in the VMP group. The median duration

16



of response had not been reached in the D-VMP group and was 21.3 months (range: 18.4, not
estimable) in the VMP group.

A subgroup analysis was performed on patients at least 70 years old, or those 65-69 years old with
ECOG performance score of 2, or aged less than 65 years of age with significant comorbidity or
ECOG performance score of 2 (D-VMP: n=273, VMP: n=270). The efficacy results in this subgroup
were consistent with the overall population. In this subgroup, median PFS was not reached in the D-
VMP group and was 17.9 months in the VMP group (HR=0.56; 95% CI: 0.42, 0.75); p<0.0001). The
overall response rate was 90% in the D-VMP group and 74% in theVMP group (VGPR rate:29% in
D-VMP group and 26% in VMP group; CR: 22% in D-VMP group and 18% in VMP group; sCR rate:
20% in D-VMP group and 7% in VMP group). The safety results of this subgroup were consistent
with the overall population. Furthermore, safety analysis of the subgroup of patients with an ECOG
performance score of 2 (D-VMP: n=89, VMP: n=84), was also consistent with the overall population.

Combination treatment with bortezomib, thalidomide and dexamethasone (VTd) in patients eligible
for autologous stem cell transplant (ASCT):

Study MMY 3006 is a 2 Part, open-label, randomised, active-controlled Phase III study. Part 1
compared induction and consolidation treatment with DARZALEX 16 mg/kg in combination with
bortezomib, thalidomide and dexamethasone (D-VTd) to treatment with bortezomib, thalidomide and
dexamethasone (VTd) in patients with newly diagnosed multiple myeloma eligible for ASCT. The
consolidation phase of treatment began a minimum of 30 days post-ASCT, when the patient had
recovered sufficiently, and engraftment was complete. In Part 2, subjects with at least a partial
response (PR) by Day 100 post-transplant were re-randomised in a 1:1 ratio to daratumumab
maintenance or observation only. Only results from Part 1 are described henceforth.

Bortezomib was administered by SC injection or IV injection at a dose of 1.3 mg/m? body surface area
twice weekly for two weeks (Days 1, 4, 8, and 11) of repeated 28 day (4-week) induction treatment
cycles (Cycles 1-4) and two consolidation cycles (Cycles 5 and 6) following ASCT after Cycle 4.
Thalidomide was administered orally at 100 mg daily during the six bortezomib cycles.
Dexamethasone (oral or intravenous) was administered at 40 mg on Days 1, 2, 8, 9, 15, 16, 22 and 23
of Cycles 1 and 2, and at 40 mg on Days 1-2 and 20 mg on subsequent dosing days (Days 8, 9, 15, 16)
of Cycles 3-4. Dexamethasone 20 mg was administered on Days 1, 2, 8, 9, 15, 16 in Cycles 5 and 6.
On the days of DARZALEX infusion, the dexamethasone dose was administered intravenously as a
pre-infusion medication. Dose adjustments for bortezomib, thalidomide and dexamethasone were
applied according to manufacturer’s prescribing information.

A total of 1085 patients were randomised: 543 to the D-VTd arm and 542 to the VTd arm. The
baseline demographic and disease characteristics were similar between the two treatment groups. The
median age was 58 (range: 22 to 65) years. All patients were < 65 years: 43% were in the age group

> 60-65 years, 41% were in the age group > 50-60 years and 16% below age of 50 years. The majority
were male (59%), 48% had an ECOG performance score of 0, 42% had an ECOG performance score
of 1 and 10% had an ECOG performance score of 2. Forty percent had International Staging System
(ISS) Stage 1, 45% had ISS Stage II and 15% had ISS Stage III disease.

Efficacy was evaluated by the stringent Complete Response (sCR) rate at Day 100 post-transplant and
Progression free survival (PFS).
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Table 9:  Efficacy results from Study MMY3006°

D-VTd (n=543) | VTd (n=542) P value®
Response assessment Day 100 post-
transplant
Stringent Complete Response (SCR) | 157 (28.9%) 110 (20.3%) 0.0010
CR or better (sSCR+CR) 211 (38.9%) 141 (26.0%) <0.0001
Very Good Partial Response or better
(sCR+CR+VGPR) 453 (83.4%) 423 (78.0%)
MRD negativity® ¢ n(%) 346 (63.7%) 236 (43.5%) <0.0001
95% CI (%) (59.5%, 67.8%) | (39.3%, 47.8%)
Odds ratio with 95% CI¢ 2.27(1.78,2.90)
MRD negativity in combination with CR or | 183 (33.7%) 108 (19.9%) <0.0001
better® n(%)
95% CI (%) (29.7%, 37.9%) | (16.6%, 23.5%)
Odds ratio with 95% CI* 2.06 (1.56,2.72)

D-VTd=daratumumab-bortezomib-thalidomide-dexamethasone; VTd=bortezomib-thalidomide-dexamethasone;
MRD=minimal residual disease; CI=confidence interval

Based on intent-to-treat population

p-value from Cochran Mantel-Haenszel Chi-Squared test.
Based on threshold of 10

Regardless of response per IMWG

o [=F o &

Mantel-Haenszel estimate of the common odds ratio for stratified tables is used.

Results of a PFS analysis by censoring patients who were randomised to daratumumab maintenance in
the second randomisation, at the date of the second randomisation showed HR=0.50; 95% CI: 0.34,
0.75; p=0.0005.

Relapsed/Refractory multiple myeloma

Monotherapy:

The clinical efficacy and safety of DARZALEX monotherapy for the treatment of adult patients with
relapsed and refractory multiple myeloma whose prior therapy included a proteasome inhibitor and an
immunomodulatory agent and who had demonstrated disease progression on the last therapy, was
demonstrated in two open-label studies.

In Study MMY2002, 106 patients with relapsed and refractory multiple myeloma received 16 mg/kg
DARZALEX until disease progression. The median patient age was 63.5 years (range, 31 to 84 years),
11% of patients were >75 years of age, 49% were male and 79% were Caucasian. Patients had
received a median of 5 prior lines of therapy. Eighty percent of patients had received prior autologous
stem cell transplantation (ASCT). Prior therapies included bortezomib (99%), lenalidomide (99%),
pomalidomide (63%) and carfilzomib (50%). At baseline, 97% of patients were refractory to the last
line of treatment, 95% were refractory to both, a proteasome inhibitor (PI) and immunomodulatory
agent (IMiD), 77% were refractory to alkylating agents, 63% were refractory to pomalidomide and
48% of patients were refractory to carfilzomib.

Efficacy results of the pre-planned interim analysis based on Independent Review Committee (IRC)
assessment are presented in Table 10 below.

Table 10: IRC assessed efficacy results for study MMY2002

Efficacy endpoint DARZALEX 16 mg/kg
N=106

Overall response rate' (ORR: sCR+CR+VGPR+PR) [n (%)] 31(29.2)

95% CI (%) (20.8, 38.9)
Stringent complete response (sCR) [n (%)] 3(2.8)
Complete response (CR) [n] 0
Very good partial response (VGPR) [n (%)] 10 (9.4)

Partial response (PR) [n (%)] 18 (17.0)

Clinical Benefit Rate (ORR+MR) [n (%)] 36 (34.0)
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Median Duration of Response [months (95% CI)] 7.4 (5.5,NE)

Median Time to Response [months (range)] 1(0.9; 5.6)

Primary efficacy endpoint (International Myeloma Working Group criteria)
Cl=confidence interval; NE=not estimable; MR=minimal response

Overall response rate (ORR) in MM Y2002 was similar regardless of type of prior anti-myeloma
therapy.

At a survival update with a median duration of follow-up of 14.7 months, median Overall Survival
(OS) was 17.5 months (95% CI:13.7, not estimable).

In Study GEN501, 42 patients with relapsed and refractory multiple myeloma received 16 mg/kg
DARZALEX until disease progression. The median patient age was 64 years (range, 44 to 76 years),
64% were male and 76% were Caucasian. Patients in the study had received a median of 4 prior lines
of therapy. Seventy-four percent of patients had received prior ASCT. Prior therapies included
bortezomib (100%), lenalidomide (95%), pomalidomide (36%) and carfilzomib (19%). At baseline,
76% of patients were refractory to the last line of treatment, 64% were refractory to both a PI and
IMiD, 60% were refractory to alkylating agents, 36% were refractory to pomalidomide and 17% were
refractory to carfilzomib.

Pre-planned interim analysis showed that treatment with daratumumab at 16 mg/kg led to a 36% ORR
with 5% CR and 5% VGPR. The median time to response was 1 (range: 0.5 to 3.2) month. The
median duration of response was not reached (95% CI: 5.6 months, not estimable).

At a survival update with a median duration of follow-up of 15.2 months, median OS was not reached
(95% CI: 19.9 months, not estimable), with 74% of subjects still alive.

Combination treatment with lenalidomide:

Study MM Y3003, an open-label, randomised, active-controlled Phase III trial, compared treatment
with DARZALEX 16 mg/kg in combination with lenalidomide and low-dose dexamethasone (DRd) to
treatment with lenalidomide and low-dose dexamethasone (Rd) in patients with relapsed or refractory
multiple myeloma who had received at least one prior therapy. Lenalidomide (25 mg once daily orally
on Days 1-21 of repeated 28-day [4-week] cycles) was given with low dose dexamethasone at

40 mg/week (or a reduced dose of 20 mg/week for patients >75 years or BMI <18.5). On DARZALEX
infusion days, 20 mg of the dexamethasone dose was given as a pre-infusion medication and the
remainder given the day after the infusion. Treatment was continued in both arms until disease
progression or unacceptable toxicity.

A total of 569 patients were randomised; 286 to the DRd arm and 283 to the Rd arm. The baseline
demographic and disease characteristics were similar between the DARZALEX and the control arm.
The median patient age was 65 years (range 34 to 89 years) and 11% were >75 years. The majority of
patients (86%) received a prior PI, 55% of patients had received a prior IMiD, including 18% of
patients who had received prior lenalidomide; and 44% of patients had received both a prior PI and
IMiD. At baseline, 27% of patients were refractory to the last line of treatment. Eighteen percent
(18%) of patients were refractory to a PI only, and 21% were refractory to bortezomib. Patients
refractory to lenalidomide were excluded from the study.

With a median follow-up of 13.5 months, the primary analysis of PFS in study MMY3003
demonstrated an improvement in the DRd arm as compared to the Rd arm; the median PFS had not
been reached in the DRd arm and was 18.4 months in the Rd arm (HR=0.37; 95% CI: 0.27, 0.52;
p<0.0001). Results of an updated PFS analysis after a median follow-up of 55 months continued to
show an improvement in PFS for patients in the DRd arm compared with the Rd arm. Median PFS
was 45.0 months in the DRd arm and 17.5 months in the Rd arm (HR=0.44; 95% CI: 0.35, 0.54;
p<0.0001), representing a 56% reduction in the risk of disease progression or death in patients treated
with DRd (see Figure 4).
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Figure 4: Kaplan-Meier Curve of PFS in Study MMY3003
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Additional efficacy results from Study MM Y3003 are presented in Table 11 below.

Table 11: Additional efficacy results from Study MMY3003
Response evaluable patient number DRd (n=281) Rd (n=276)
Overall response (sSCR+CR+VGPR+PR)
n(%) 261 (92.9) 211 (76.4)
p-value? <0.0001
Stringent complete response (sCR) 51 (18.1) 20 (7.2)
Complete response (CR) 70 (24.9) 33 (12.0)
Very good partial response (VGPR) 92 (32.7) 69 (25.0)
Partial response (PR) 48 (17.1) 89 (32.2)
Median Time to Response [months (95% CI)] | 1.0 (1.0, 1.1) 1.3(1.1,1.9)
Median Duration of Response [months (95% | NE (NE, NE) 17.4 (17.4, NE)
cn]
MRD negative rate (95% CI)®° (%) 21.0(16.4,26.2) 2.8(1.2,5.5)

Odds ratio with 95% CI°
P-valued

9.31 (4.31,20.09)
<0.0001

DRd=daratumumab-lenalidomide-dexamethasone; Rd=lenalidomide-dexamethasone; MRD=minimal residual disease;

Cl=confidence interval; NE=not estimable.

p-value from Cochran Mantel-Haenszel Chi-Squared test.

b

C

[=%

p-value is from a Fisher’s exact test.

Based on Intent-to-treat population and threshold of 10~

Mantel-Haenszel estimate of the common odds ratio is used. An odds ratio >1 indicates an advantage for DRd.

Median OS was not reached for either treatment group. With an overall median follow-up of
13.5 months, the hazard ratio for OS was 0.64 (95% CI: 0.40, 1.01; p=0.0534).
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Combination treatment with bortezomib:

Study MM Y3004, an open-label, randomised, active-controlled Phase III trial, compared treatment
with DARZALEX 16 mg/kg in combination with bortezomib and dexamethasone (DVd), to treatment
with bortezomib and dexamethasone (Vd) in patients with relapsed or refractory multiple myeloma
who had received at least one prior therapy. Bortezomib was administered by SC injection or [V
infusion at a dose of 1.3 mg/m? body surface area twice weekly for two weeks (Days 1, 4, 8, and 11)
of repeated 21 day (3-week) treatment cycles, for a total of 8 cycles. Dexamethasone was administered
orally at a dose of 20 mg on Days 1, 2,4, 5, 8,9, 11, and 12 of each of the 8 bortezomib cycles

(80 mg/week for two out of three weeks of the bortezomib cycle) or a reduced dose of 20 mg/week for
patients >75 years, BMI <18.5, poorly controlled diabetes mellitus or prior intolerance to steroid
therapy. On the days of DARZALEX infusion, 20 mg of the dexamethasone dose was administered as
a pre-infusion medication. DARZALEX treatment was continued until disease progression or
unacceptable toxicity.

A total of 498 patients were randomised; 251 to the DVd arm and 247 to the Vd arm. The baseline
demographic and disease characteristics were similar between the DARZALEX and the control arm.
The median patient age was 64 years (range 30 to 88 years) and 12% were >75 years.

Sixty-nine percent (69%) of patients had received a prior PI (66% received bortezomib) and 76% of
patients received an IMiD (42% received lenalidomide). At baseline, 32% of patients were refractory
to the last line of treatment. Thirty-three percent (33%) of patients were refractory to an IMiD only,
and 28% were refractory to lenalidomide. Patients refractory to bortezomib were excluded from the
study.

With a median follow-up of 7.4 months, the primary analysis of PFS in study MMY 3004
demonstrated an improvement in the DVd arm as compared to the Vd arm; the median PFS had not
been reached in the DVd arm and was 7.2 months in the Vd arm (HR [95% CI]: 0.39 [0.28, 0.53]; p-
value<0.0001). Results of an updated PFS analysis after a median follow-up of 50 months continued
to show an improvement in PFS for patients in the DVd arm compared with the Vd arm. Median PFS
was 16.7 months in the DVd arm and 7.1 months in the Vd arm (HR [95% CI]: 0.31 [0.24, 0.39]; p-
value<0.0001), representing a 69% reduction in the risk of disease progression or death in patients
treated with DVd versus Vd (see Figure 5).

21



Figure 5: Kaplan-Meier Curve of PFS in Study MMY3004
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Additional efficacy results from Study MM Y3004 are presented in Table 12 below.

Table 12:  Additional efficacy results from Study MMY3004
Response evaluable patient number DVd (n=240) Vd (n=234)
Overall response (SCR+CR+VGPR+PR) n(%) 199 (82.9) 148 (63.2)
P-value® <0.0001
Stringent complete response (SCR) 11 (4.6) 52.1)
Complete response (CR) 35 (14.6) 16 (6.8)
Very good partial response (VGPR) 96 (40.0) 47 (20.1)
Partial response (PR) 57 (23.8) 80 (34.2)
Median Time to Response [months (range)] 0.9 (0.8,1.4) 1.6 (1.5,2.1)
Median Duration of Response [months (95% CI)] | NE (11.5, NE) 7.9 (6.7,11.3)
MRD negative rate (95% CI)° 8.8% (5.6%, 13.0%) | 1.2% (0.3%, 3.5%)
Odds ratio with 95% CI¢ 9.04 (2.53, 32.21)
P-value! 0.0001

DVd=daratumumab- bortezomib-dexamethasone; Vd=bortezomib-dexamethasone; MRD=minimal residual disease;

Cl=confidence interval; NE=not estimable.

p-value from Cochran Mantel-Haenszel Chi-Squared test.

b

C

[=%

p-value is from Fisher’s exact test.

Based on Intent-to-treat population and threshold of 10~

Mantel-Haenszel estimate of the common odds ratio is used. An odds ratio >1 indicates an advantage for DVd.

Median OS was not reached for either treatment group.With an overall median follow-up of
7.4 months (95% CI: 0.0, 14.9), the hazard ratio for OS was 0.77 (95% CI: 0.47, 1.26; p=0.2975).
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Cardiac electrophysiology

Daratumumab as a large protein has a low likelihood of direct ion channel interactions. The effect of
daratumumab on the QTc interval was evaluated in an open-label study for 83 patients (Study
GENS501) with relapsed and refractory multiple myeloma following daratumumab infusions (4 to

24 mg/kg). Linear mixed PK-PD analyses indicated no large increase in mean QTcF interval (i.e.
greater than 20 ms) at daratumumab Cax.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
DARZALEX in all subsets of the paediatric population in multiple myeloma (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics (PK) of daratumumab following intravenous administration of daratumumab
monotherapy were evaluated in patients with relapsed and refractory multiple myeloma at dose levels
from 0.1 mg/kg to 24 mg/kg.

In the 1 to 24 mg/kg cohorts, peak serum concentrations (Cmax) after the first dose increased in
approximate proportion to dose and volume of distribution was consistent with initial distribution into
the plasma compartment. Following the last weekly infusion, Cmax increased in a greater than
dose-proportional manner, consistent with target mediated drug disposition. Increases in AUC were
more than dose-proportional and clearance (CL) decreased with increasing dose. These observations
suggest CD38 may become saturated at higher doses, after which the impact of target binding
clearance is minimised and the clearance of daratumumab approximates the linear clearance of
endogenous IgG1. Clearance also decreased with multiple doses, which may be related to tumour
burden decreases.

Terminal half-life increases with increasing dose and with repeated dosing. The mean (standard
deviation [SD]) estimated terminal half-life of daratumumab following the first 16 mg/kg dose was 9
(4.3) days. The estimated terminal half-life of daratumumab following the last 16 mg/kg dose
increased, but there are insufficient data for a reliable estimation. Based on population PK analysis, the
mean (SD) half-life associated with non-specific linear elimination was approximately 18 (9) days;
this is the terminal half-life that can be expected upon complete saturation of target mediated clearance
and repeat dosing of daratumumab.

At the end of weekly dosing for the recommended monotherapy schedule and dose of 16 mg/kg, the
mean (SD) serum Cpax value was 915 (410.3) micrograms/mL, approximately 2.9-fold higher than
following the first infusion. The mean (SD) predose (trough) serum concentration at the end of weekly
dosing was 573 (331.5) micrograms/mL.

Four population PK analyses were performed to describe the PK characteristics of daratumumab and
to evaluate the influence of covariates on the disposition of daratumumab in patients with multiple
myeloma; Analysis 1 (n=223) in patients receiving DARZALEX monotherapy while Analysis 2
(n=694), Analysis 3 (n=352) and Analysis 4 (n=355) were conducted in patients with multiple
myeloma that received daratumumab combination therapies. Analysis 2 included 694 patients (n=326
for lenalidomide-dexamethasone; n=246 for bortezomib-dexamethasone; n=99 for pomalidomide-
dexamethasone; n=11 for bortezomib-melphalan-prednisone; and n=12 for bortezomib-thalidomide-
dexamethasone), Analysis 3 included 352 patients (bortezomib-melphalan-prednisone) and Analysis 4
included 355 patients (lenalidomide-dexamethasone).

Based on the population PK analysis of daratumumab monotherapy (Analysis 1), daratumumab steady
state is achieved approximately 5 months into the every 4-week dosing period (by the 21* infusion),
and the mean (SD) ratio of Cpax at steady-state to Cmax after the first dose was 1.6 (0.5). The mean (SD)
central volume of distribution is 56.98 (18.07) mL/kg.
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Three additional population PK analyses (Analysis 2, Analysis 3 and Analysis 4) were conducted in
patients with multiple myeloma that received daratumumab combination therapies. Daratumumab
concentration-time profiles were similar following the monotherapy and combination therapies. The
mean estimated terminal half-life associated with linear clearance in combination therapy was
approximately 15-23 days.

Based on the four population PK analyses (Analyses 1-4) body weight was identified as a statistically
significant covariate for daratumumab clearance. Therefore, body weight based dosing is an
appropriate dosing strategy for the multiple myeloma patients.

Simulation of daratumumab pharmacokinetics was conducted for all recommended dosing schedules
in 1,309 patients with multiple myeloma. The simulation results confirmed that the split and single
dosing for the first dose provide similar PK, with the exception of the PK profile in the first day of the
treatment.

Special populations

Age and gender

Based on four individual population PK analyses (1-4) in patients receiving daratumumab
monotherapy or various combination therapies (Analyses 1-4), age (range: 31-93 years) had no
clinically important effect on the PK of daratumumab, and the exposure of daratumumab was similar
between younger (aged <65 years, n=518) and older (aged >65 to <75 years n=761; aged >75 years,
n=334) patients.

Gender did not affect exposure of daratumumab to a clinically relevant degree in the population PK
analyses.

Renal impairment

No formal studies of daratumumab in patients with renal impairment have been conducted. Four
individual population PK analyses were performed based on pre-existing renal function data in
patients receiving daratumumab monotherapy, or various combination therapies (Analyses 1-4), and
included a total of 441 patients with normal renal function (creatinine clearance [CRCL] >90 mL/min),
621 with mild renal impairment (CRCL <90 and >60 mL/min), 523 with moderate renal impairment
(CRCL <60 and >30 mL/min), and 27 with severe renal impairment or end stage renal disease
(CRCL<30 mL/min). No clinically important differences in exposure to daratumumab were observed
between patients with renal impairment and those with normal renal function.

Hepatic impairment

No formal studies of daratumumab in patients with hepatic impairment have been conducted. Changes
in hepatic function are unlikely to have any effect on the elimination of daratumumab since IgG1
molecules such as daratumumab are not metabolised through hepatic pathways.

Four individual population PK analyses were performed in patients receiving daratumumab
monotherapy or various combination therapies (Analyses 1-4), and included a total of 1404 patients
with normal hepatic function (total bilirubin [TB] and aspartate aminotransferase [AST] < upper limit
of normal [ULN]), 189 with mild hepatic impairment (TB 1.0 x to 1.5 x ULN or AST >ULN) and

8 patients with moderate (TB > 1.5 x to 3.0 x ULN; n=7), or severe (TB > 3.0 x ULN; n=1) hepatic
impairment. No clinically important differences in the exposure to daratumumab were observed
between patients with hepatic impairment and those with normal hepatic function.

Race

Based on four individual population PK analyses in patients receiving either daratumumab
monotherapy or various combination therapies (Analyses 1-4), the exposure to daratumumab was
similar between white (n=1371) and non-white subjects (n=242).
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5.3  Preclinical safety data

Toxicology data have been derived from studies with daratumumab in chimpanzees and with a
surrogate anti-CD38 antibody in cynomolgus monkeys. No chronic toxicity testing has been
conducted.

Carcinogenicity and mutagenicity
No animal studies have been performed to establish the carcinogenic potential of daratumumab.

Reproductive toxicology
No animal studies have been performed to evaluate the potential effects of daratumumab on
reproduction or development.

Fertility
No animal studies have been performed to determine potential effects on fertility in males or females.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Glacial acetic acid
Mannitol (E421)
Polysorbate 20

Sodium acetate trihydrate
Sodium chloride

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3 Shelf life

Unopened vials
24 months

After dilution

From a microbiological point of view, unless the method of opening/ dilution precludes the risk of
microbial contamination, the product should be used immediately. If not used immediately, in-use
storage times and conditions are the responsibility of the user and should be no more than 24 hours at
refrigerated conditions (2°C-8°C) protected from light, followed by 15 hours (including infusion time)
at room temperature (15°C-25°C) and room light.

6.4 Special precautions for storage

Store in a refrigerator (2°C-8°C).

Do not freeze.

Store in the original package in order to protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

5 mL concentrate in a Type 1 glass vial with an elastomeric closure and an aluminium seal with a
flip-off button containing 100 mg of daratumumab. Pack size of 1 vial.
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20 mL concentrate in a Type 1 glass vial with an elastomeric closure and an aluminium seal with a
flip-off button containing 400 mg of daratumumab. Pack size of 1 vial.
DARZALEX is also supplied as an initiation pack containing 11 vials: (6 x 5 mL vials + 5 x 20 mL

vials).

6.6

Special precautions for disposal and other handling

This medicinal product is for single-use only.
Prepare the solution for infusion using aseptic technique as follows:

7.

Calculate the dose (mg), total volume (mL) of DARZALEX solution required and the number
of DARZALEX vials needed based on patient weight.

Check that the DARZALEX solution is colourless to yellow. Do not use if opaque particles,
discolouration or other foreign particles are present.

Using aseptic technique, remove a volume of 0.9% Sodium Chloride from the infusion
bag/container that is equal to the required volume of DARZALEX solution.

Withdraw the necessary amount of DARZALEX solution and dilute to the appropriate volume
by adding to an infusion bag/container containing 0.9% Sodium Chloride (see section 4.2).
Infusion bags/containers must be made of polyvinylchloride (PVC), polypropylene (PP),
polyethylene (PE) or polyolefin blend (PP+PE). Dilute under appropriate aseptic conditions.
Discard any unused portion left in the vial.

Gently invert the bag/container to mix the solution. Do not shake.

Visually inspect parenteral medicinal products for particulate matter and discolouration prior to
administration. The diluted solution may develop very small, translucent to white proteinaceous
particles, as daratumumab is a protein. Do not use if visibly opaque particles, discolouration or
foreign particles are observed.

Since DARZALEX does not contain a preservative, diluted solutions should be administered
within 15 hours (including infusion time) at room temperature (15°C-25°C) and in room light.
If not used immediately, the diluted solution can be stored prior to administration for up to

24 hours at refrigerated conditions (2°C-8°C) and protected from light. Do not freeze.
Administer the diluted solution by intravenous infusion using an infusion set fitted with a flow
regulator and with an in-line, sterile, non-pyrogenic, low protein-binding polyethersulfone
(PES) filter (pore size 0.22 or 0.2 micrometre). Polyurethane (PU), polybutadiene (PBD), PVC,
PP or PE administration sets must be used.

Do not infuse DARZALEX concomitantly in the same intravenous line with other agents.

Do not store any unused portion of the infusion solution for reuse. Any unused product or waste
material should be disposed of in accordance with local requirements.

MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

8.

MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1101/001
EU/1/16/1101/002
EU/1/16/1101/003
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 20 May 2016
Date of latest renewal: 24 April 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

DARZALEX 1,800 mg solution for injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 15 mL vial of solution for injection contains 1,800 mg of daratumumab (120 mg daratumumab
per mL).

Daratumumab is a human monoclonal IgG1x antibody against CD38 antigen, produced in a
mammalian cell line (Chinese Hamster Ovary [CHO]) using recombinant DNA technology.

Excipients with known effect
Each 15 mL vial of solution for injection contains 735.1 mg of sorbitol (E420).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection.
The solution is clear to opalescent, colourless to yellow.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

DARZALEX is indicated:

o in combination with lenalidomide and dexamethasone or with bortezomib, melphalan and
prednisone for the treatment of adult patients with newly diagnosed multiple myeloma who are
ineligible for autologous stem cell transplant.

. in combination with bortezomib, thalidomide and dexamethasone for the treatment of adult
patients with newly diagnosed multiple myeloma who are eligible for autologous stem cell
transplant.

. in combination with lenalidomide and dexamethasone, or bortezomib and dexamethasone, for
the treatment of adult patients with multiple myeloma who have received at least one prior
therapy.

o as monotherapy for the treatment of adult patients with relapsed and refractory multiple
myeloma, whose prior therapy included a proteasome inhibitor and an immunomodulatory
agent and who have demonstrated disease progression on the last therapy.

4.2 Posology and method of administration

DARZALEX subcutaneous formulation is not intended for intravenous administration and should be
given by subcutaneous injection only, using the doses specified.

DARZALEX should be administered by a healthcare professional, and the first dose should be
administered in an environment where resuscitation facilities are available.

It is important to check the vial labels to ensure that the appropriate formulation (intravenous or
subcutaneous formulation) and dose is being given to the patient as prescribed.

28



For patients currently receiving daratumamab intravenous formulation, DARZALEX solution for
subcutaneous injection may be used as an alternative to the intravenous daratumumab formulation
starting at the next scheduled dose.

Pre- and post-injection medicinal products should be administered to reduce the risk of
infusion-related reactions (IRRs) with daratumumab. See below “Recommended concomitant
medicinal products” and section 4.4.

Posology

Dosing schedule in combination with lenalidomide (4-week cycle regimen) and for monotherapy
The recommended dose is 1,800 mg of DARZALEX solution for subcutaneous injection administered
over approximately 3-5 minutes according to the following dosing schedule in Table 1.

Table 1: DARZALEX dosing schedule in combination with lenalidomide (4-week cycle
dosing regimen) and monotherapy

Weeks Schedule

Weeks 1 to 8 weekly (total of 8 doses)

Weeks 9 to 24* every two weeks (total of 8 doses)
Week 25 onwards until disease progression® | every four weeks

a

First dose of the every-2-week dosing schedule is given at Week 9

b First dose of the every-4-week dosing schedule is given at Week 25

For dose and schedule of medicinal products administered with DARZALEX solution for
subcutaneous injection, see section 5.1 and the corresponding Summary of Product Characteristics.

Dosing schedule in combination with bortezomib, melphalan and prednisone (6-week cycle regimens)
The recommended dose is 1,800 mg of DARZALEX solution for subcutaneous injection administered
over approximately 3-5 minutes according to the following dosing schedule in Table 2.

Table2: DARZALEX dosing schedule in combination with bortezomib, melphalan and
prednisone ([VMP]; 6-week cycle dosing regimen)

Weeks Schedule

Weeks 1 to 6 weekly (total of 6 doses)

Weeks 7 to 54° every three weeks (total of 16 doses)
Week 55 onwards until disease progression® | every four weeks

a

b

First dose of the every-3-week dosing schedule is given at Week 7
First dose of the every-4-week dosing schedule is given at Week 55

Bortezomib is given twice weekly at Weeks 1, 2, 4 and 5 for the first 6-week cycle, followed by once
weekly at Weeks 1, 2, 4 and 5 for eight more 6-week cycles. For information on the VMP dose and
dosing schedule when administered with DARZALEX solution for subcutaneous injection, see
section 5.1.

Dosing schedule in combination with bortezomib, thalidomide and dexamethasone (4-week cycle
regimens) for treatment of newly diagnosed patients eligible for autologous stem cell transplant
(ASCT)

The recommended dose is 1,800 mg of DARZALEX solution for subcutaneous injection administered
over approximately 3-5 minutes according to the following dosing schedule in Table 3.
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Table3: DARZALEX dosing schedule in combination with bortezomib, thalidomide and
dexamethasone ([VTd]; 4-week cycle dosing regimen)

Treatment phase Weeks Schedule
Induction Weeks 1 to 8 weekly (total of 8 doses)
Weeks 9 to 16* every two weeks (total of 4 doses)
Stop for high dose chemotherapy and ASCT
Consolidation | Weeks 1 to 8° | every two weeks (total of 4 doses)

a

b

First dose of the every-2-week dosing schedule is given at Week 9
First dose of the every-2-week dosing schedule is given at Week 1 upon re-initiation of treatment following ASCT

For dose and schedule of medicinal products administered with DARZALEX solution for
subcutaneous injection, see section 5.1 and the corresponding Summary of Product Characteristics.

Dosing schedule in combination with bortezomib (3-week cycle regimen)
The recommended dose is 1,800 mg of DARZALEX solution for subcutaneous injection administered
over approximately 3-5 minutes according to the following dosing schedule in Table 4.

Table4: DARZALEX dosing schedule in combination with bortezomib (3-week cycle
dosing regimen)

Weeks Schedule

Weeks 1t0o 9 weekly (total of 9 doses)

Weeks 10 to 24° every three weeks (total of 5 doses)
Week 25 onwards until disease progression® | every four weeks

a

b

First dose of the every-3-week dosing schedule is given at Week 10
First dose of the every-4-week dosing schedule is given at Week 25

For dose and schedule of medicinal products administered with DARZALEX solution for
subcutaneous injection, see section 5.1 and the corresponding Summary of Product Characteristics.

Missed dose
If a planned dose of DARZALEX is missed, the dose should be administered as soon as possible and
the dosing schedule should be adjusted accordingly, maintaining the treatment interval.

Dose modifications

No dose reductions of DARZALEX are recommended. Dose delay may be required to allow recovery
of blood cell counts in the event of haematological toxicity (see section 4.4). For information
concerning medicinal products given in combination with DARZALEX, see corresponding Summary
of Product Characteristics.

In clinical studies, no modification to rate or dose of DARZALEX solution for subcutaneous injection
was required to manage IRRs.

Recommended concomitant medicinal products

Pre-injection medicinal product

Pre-injection medicinal products (oral or intravenous) should be administered to reduce the risk of
IRRs to all patients 1-3 hours prior to every administration of DARZALEX solution for subcutaneous
injection as follows:

o Corticosteroid (long-acting or intermediate-acting)

- Monotherapy:
Methylprednisolone 100 mg, or equivalent. Following the second injection, the dose of
corticosteroid may be reduced to methylprednisolone 60 mg.

- Combination therapy:
Dexamethasone 20 mg (or equivalent), administered prior to every DARZALEX solution
for subcutaneous injection. When dexamethasone is the background-regimen specific
corticosteroid, the dexamethasone treatment dose will instead serve as pre-injection
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medicinal product on DARZALEX administration days (see section 5.1). Additional
background regimen specific corticosteroids (e.g. prednisone) should not be taken on
DARZALEX administration days when patients have received dexamethasone (or
equivalent) as a pre-injection medicinal product.

o Antipyretics (paracetamol 650 to 1,000 mg).

o Antihistamine (oral or intravenous diphenhydramine 25 to 50 mg or equivalent).

Post-injection medicinal product
Post-injection medicinal products should be administered to reduce the risk of delayed IRRs as
follows:

- Monotherapy:
Oral corticosteroid (20 mg methylprednisolone or equivalent dose of an intermediate-acting
or long-acting corticosteroid in accordance with local standards) should be administered on
each of the two days following all injections (beginning the day after the injection).

- Combination therapy:
Consider administering low-dose oral methylprednisolone (<20 mg) or equivalent the day
after the DARZALEX injection. However, if a background regimen specific corticosteroid
(e.g. dexamethasone, prednisone) is administered the day after the DARZALEX injection,
additional post-injection medicinal products may not be needed (see section 5.1).

If the patient experiences no major IRRs after the first three injections, post-injection corticosteroids
(excluding any background regimen corticosteroids) may be discontinued.

Additionally, for patients with a history of chronic obstructive pulmonary disease, the use of
post-injection medicinal products including short and long acting bronchodilators, and inhaled
corticosteroids should be considered. Following the first four injections, if the patient experiences no
major IRRs, these inhaled post-injection medicinal products may be discontinued at the discretion of
the physician.

Prophylaxis for herpes zoster virus reactivation
Anti-viral prophylaxis should be considered for the prevention of herpes zoster virus reactivation.

Special populations

Renal impairment

No formal studies of daratumumab in patients with renal impairment have been conducted. Based on
population pharmacokinetic (PK) analyses no dosage adjustment is necessary for patients with renal
impairment (see section 5.2).

Hepatic impairment
No formal studies of daratumumab in patients with hepatic impairment have been conducted.
No dosage adjustments are necessary for patients with hepatic impairment (see section 5.2).

Elderly
No dose adjustments are considered necessary (see section 5.2).

Paediatric population

The safety and efficacy of DARZALEX in children aged below 18 years of age have not been
established.

No data are available (see section 5.1).

Body weight (>120 kg)

Limited number of patients with body weight >120 kg have been studied using flat-dose (1,800 mg)
DARZALEX solution for subcutaneous injection and efficacy in these patients has not been
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established. No dose adjustment based on body weight can currently be recommended (see
sections 4.4 and 5.2).

Method of administration

DARZALEX subcutaneous formulation is not intended for intravenous administration and should be
given by subcutaneous injection only, using the doses specified. See section 6.6 for special precautions
prior to administration.

To avoid needle clogging, attach the hypodermic injection needle or subcutaneous infusion set to the
syringe immediately prior to injection.

Inject 15 mL DARZALEX solution for subcutaneous injection into the subcutaneous tissue of
the abdomen approximately 7.5 cm to the right or left of the navel over approximately

3-5 minutes. Do not inject DARZALEX solution for subcutaneous injection at other sites of the body
as no data are available.

Injection sites should be rotated for successive injections.

DARZALEX solution for subcutaneous injection should never be injected into areas where the skin is
red, bruised, tender, hard or areas where there are scars.

Pause or slow down delivery rate if the patient experiences pain. In the event pain is not alleviated by
slowing down the injection, a second injection site may be chosen on the opposite side of the abdomen
to deliver the remainder of the dose.

During treatment with DARZALEX solution for subcutaneous injection, do not administer other
medicinal products for subcutaneous use at the same site as DARZALEX.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Traceability
In order to improve the traceability of biological medicinal products, the tradename and the batch

number of the administered product should be clearly recorded.

Infusion-related reactions

DARZALEX solution for subcutaneous injection can cause severe and/or serious IRRs, including
anaphylactic reactions. In clinical studies, approximately 11% (52/490) of patients experienced an
IRR. Most IRRs occurred following the first injection and were Grade 1-2. IRRs occurring with
subsequent injections were seen in less than 1% of patients (see section 4.8).

The median time to onset of IRRs following DARZALEX injection was 3.7 hours (range
0.15-83 hours). The majority of IRRs occurred on the day of treatment. Delayed IRRs have occurred
in less than 1% of patients.

Signs and symptoms of IRRs may include respiratory symptoms, such as nasal congestion, cough,
throat irritation, allergic rhinitis, wheezing as well as pyrexia, chest pain, pruritis, chills, vomiting,
nausea, and hypotension. Severe reactions have occurred, including bronchospasm, hypoxia,
dyspnoea, hypertension and tachycardia (see section 4.8).

Patients should be pre-medicated with antihistamines, antipyretics, and corticosteroids as well as

monitored and counselled regarding IRRs, especially during and following the first and second
injections. If an anaphylactic reaction or life-threatening (Grade 4) reactions occur, appropriate
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emergency care should be initiated immediately. DARZALEX therapy should be discontinued
immediately and permanently (see sections 4.2 and 4.3).

To reduce the risk of delayed IRRs, oral corticosteroids should be administered to all patients
following DARZALEX injection (see section 4.2). Patients with a history of chronic obstructive
pulmonary disease may require additional post-injection medicinal products to manage respiratory
complications. The use of post-injection medicinal products (e.g. short- and long-acting
bronchodilators and inhaled corticosteroids) should be considered for patients with chronic obstructive
pulmonary disease (see section 4.2).

Neutropenia/Thrombocytopenia

DARZALEX may increase neutropenia and thrombocytopenia induced by background therapy (see
section 4.8).

Complete blood cell counts should be monitored periodically during treatment according to
manufacturer’s prescribing information for background therapies. Patients with neutropenia should be
monitored for signs of infection. DARZALEX delay may be required to allow recovery of blood cell
counts. In lower body weight patients receiving DARZALEX subcutaneous formulation, higher rates
of neutropenia were observed; however, this was not associated with higher rates of serious infections.
No dose reduction of DARZALEX is recommended. Consider supportive care with transfusions or
growth factors.

Interference with indirect antiglobulin test (indirect Coombs test)

Daratumumab binds to CD38 found at low levels on red blood cells (RBCs) and may result in a
positive indirect Coombs test. Daratumumab-mediated positive indirect Coombs test may persist for
up to 6 months after the last daratumumab administration. It should be recognised that daratumumab
bound to RBCs may mask detection of antibodies to minor antigens in the patient’s serum. The
determination of a patient’s ABO and Rh blood type are not impacted.

Patients should be typed and screened prior to starting daratumumab treatment. Phenotyping may be
considered prior to starting daratumumab treatment as per local practice. Red blood cell genotyping is
not impacted by daratumumab and may be performed at any time.

In the event of a planned transfusion blood transfusion centres should be notified of this interference
with indirect antiglobulin tests (see section 4.5). If an emergency transfusion is required,
non-cross-matched ABO/RhD-compatible RBCs can be given per local blood bank practices.

Interference with determination of complete response

Daratumumab is a human IgG kappa monoclonal antibody that can be detected on both, the serum
protein electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical monitoring of
endogenous M-protein (see section 4.5). This interference can impact the determination of complete
response and of disease progression in some patients with IgG kappa myeloma protein.

Hepatitis B virus (HBV) reactivation

Hepatitis B virus reactivation, in some cases fatal, has been reported in patients treated with
DARZALEX. HBV screening should be performed in all patients before initiation of treatment with
DARZALEX.

For patients with evidence of positive HBV serology, monitor for clinical and laboratory signs of HBV
reactivation during, and for at least six months following the end of DARZALEX treatment. Manage
patients according to current clinical guidelines. Consider consulting a hepatitis disease expert as
clinically indicated.

In patients who develop reactivation of HBV while on DARZALEX, suspend treatment with
DARZALEX and institute appropriate treatment. Resumption of DARZALEX treatment in patients
whose HBV reactivation is adequately controlled should be discussed with physicians with expertise
in managing HBV.
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Body weight (>120 kg)
There is a potential for reduced efficacy with DARZALEX solution for subcutaneous injection in
patients with body weight >120 kg (see sections 4.2 and 5.2).

Excipients
This medicinal product contains sorbitol (E420). Patients with rare hereditary fructose intolerance

(HFI) should not take this medicinal product (see section 2).

This medicinal product also contains less than 1 mmol (23 mg) sodium per dose, that is to say
essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.

As an IgG1x monoclonal antibody, renal excretion and hepatic enzyme-mediated metabolism of intact
daratumumab are unlikely to represent major elimination routes. As such, variations in
drug-metabolising enzymes are not expected to affect the elimination of daratumumab. Due to the
high affinity to a unique epitope on CD38, daratumumab is not anticipated to alter drug-metabolising
enzymes.

Clinical pharmacokinetic assessments with daratumumab and lenalidomide, pomalidomide,
thalidomide, bortezomib, melphalan, prednisone, carfilzomib and dexamethasone indicated no
clinically-relevant drug-drug interaction between daratumumab and these small molecule medicinal
products.

Interference with indirect antiglobulin test (indirect Coombs test)

Daratumumab binds to CD38 on RBCs and interferes with compatibility testing, including antibody
screening and cross matching (see section 4.4). Daratumumab interference mitigation methods include
treating reagent RBCs with dithiothreitol (DTT) to disrupt daratumumab binding or other locally
validated methods. Since the Kell blood group system is also sensitive to DTT treatment,
Kell-negative units should be supplied after ruling out or identifying alloantibodies using DTT-treated
RBCs. Alternatively, phenotyping or genotyping may also be considered (see section 4.4).

Interference with serum protein electrophoresis and immunofixation tests

Daratumumab may be detected on serum protein electrophoresis (SPE) and immunofixation (IFE)
assays used for monitoring disease monoclonal immunoglobulins (M protein). This can lead to false
positive SPE and IFE assay results for patients with IgG kappa myeloma protein impacting initial
assessment of complete responses by International Myeloma Working Group (IMWG) criteria. In
patients with persistent very good partial response, where daratumumab interference is suspected,
consider using a validated daratumumab-specific IFE assay to distinguish daratumumab from any
remaining endogenous M protein in the patient’s serum, to facilitate determination of a complete
response.

4.6 Fertility, pregnancy and lactation

Women of child-bearing potential/Contraception
Women of child-bearing potential should use effective contraception during, and for 3 months after
cessation of daratumumab treatment.

Pregnancy
There are no human or animal data to assess the risk of daratumumab use during pregnancy. IgG1

monoclonal antibodies are known to cross the placenta after the first trimester of pregnancy. Therefore
daratumumab should not be used during pregnancy unless the benefit of treatment to the woman is
considered to outweigh the potential risks to the fetus. If the patient becomes pregnant while taking
this medicine, the patient should be informed of the potential risk to the fetus.
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Breast-feeding
It is not known whether daratumumab is excreted into human or animal milk.

Maternal IgG is excreted in human milk, but does not enter the neonatal and newborn/infant
circulations in substantial amounts as they are degraded in the gastrointestinal tract and not absorbed.

The effect of daratumumab on newborns/infants is unknown. A decision should be made whether to
discontinue breast-feeding or to discontinue DARZALEX therapy taking into account the benefit of
breast-feeding for the child and the benefit of therapy for the woman.

Fertility
No data are available to determine potential effects of daratumumab on fertility in males or females
(see section 5.3).

4.7 Effects on ability to drive and use machines

DARZALEX has no or negligible influence on the ability to drive and use machines. However, fatigue
has been reported in patients taking daratumumab and this should be taken into account when driving
or using machines.

4.8 Undesirable effects

Summary of the safety profile

The most frequent adverse reactions of any grade (>20 % patients) with daratumumab (either
intravenous or subcutaneous formulations) when administered either as monotherapy or combination
treatment were IRRs, fatigue, nausea, diarrhoea, constipation, pyrexia, cough, neutropenia,
thrombocytopenia, anaemia, oedema peripheral, peripheral sensory neuropathy and upper respiratory
tract infection. Serious adverse reactions were pneumonia, bronchitis, upper respiratory tract infection,
sepsis, pulmonary oedema, influenza, pyrexia, dehydration, diarrhoea and atrial fibrillation.

With the exception of IRRs (see Table 5 below), the safety profile of DARZALEX subcutaneous
formulation (evaluated in 260 and 258 patients treated with the subcutaneous and intravenous
formulations respectively) from the Phase III study MMY3012 was similar to the known safety profile
of the intravenous formulation. Neutropenia is the only adverse reaction reported at > 5% higher
frequency for DARZALEX subcutaneous formulation compared to intravenous daratumumab

(Grade 3 or 4: 13% vs 8%, respectively).

Tabulated list of adverse reactions
Table 5 summarises the adverse reactions that occurred in patients receiving DARZALEX
subcutaneous formulation or intravenous formulation of daratumumab.

The data reflects exposure to DARZALEX subcutaneous formulation (1,800 mg) in 490 patients with
multiple myeloma (MM) including 260 patients from a Phase III active-controlled trial

(Study MMY3012) who received DARZALEX solution for subcutaneous injection as monotherapy
and three open-label, clinical studies in which patients received DARZALEX solution for
subcutaneous injection either as monotherapy (N=31, MMY 1004 and MMY 1008) and MM Y2040 in
which patients received DARZALEX solution for subcutaneous injection in combination with either
bortezomib, melphalan and prednisone (D-VMP, n=67), lenalidomide and dexamethasone (D-Rd,
n=65) or bortezomib, lenalidomide and dexamethasone (D-VRd, n=67).

The safety data also reflects exposure to intravenous daratumumab (16 mg/kg) in 2324 patients with
multiple myeloma including 1910 patients who received intravenous daratumumab in combination
with background regimens and 414 patients who received intravenous daratumumab as monotherapy.
Post-marketing adverse reactions are also included.

Frequencies are defined as very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to

<1/100), rare (=1/10,000 to <1/1,000) and very rare (<1/10,000). Within each frequency grouping,
where relevant, adverse reactions are presented in order of decreasing seriousness.
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Table 5: Adverse reactions in multiple myeloma patients treated with intravenous
daratumumab or subcutaneous daratumumab
System Organ Class Adverse reaction Frequency Incidence (%)
Any Grade | Grade 3-4
Infections and Upper respiratory tract Very Common 38% 2%
infestations infection®
Bronchitis® Very Common 14% 2%
Pneumonia® Very Common 14% 9%
Urinary tract infection Common 7% 1%
Influenza Common 4% 1%"
Sepsis® Common 4% 3%
Hepatitis B reactivation® Uncommon <1% <1%
Blood and lymphatic Neutropenia® Very Common 40% 33%
system disorders Thrombocytopenia® Very Common 30% 18%
Anaemia® Very Common 27% 12%
Lymphopenia® Very Common 13% 11%
Leukopenia® Very Common 11% 6%
Immune system Anaphylactic reaction® Rare - -
disorders
Metabolism and Decreased appetite Very Common 10% 1%
nutrition disorders Hyperglycaemia Common 6% 3%
Hypocalcaemia Common 5% 1%
Dehydration Common 2% 1%"
Psychiatric disorders Insomnia Very Common 14% 1%"
Nervous system Peripheral sensory Very Common 26% 3%
disorders neuropathy
Headache Very Common 11% <1%"*
Dizziness Common 9% <1%"*
Paraesthesia Common 9% <1%
Cardiac disorders Atrial fibrillation Common 3% 1%
Vascular disorders Hypertension® Very Common 10% 5%
Respiratory, thoracic Cough® Very Common 22% <1%*
and mediastinal Dyspnoea® Very Common 18% 2%
disorders Pulmonary oedema?® Common 1% <1%
Gastrointestinal Diarrhoea Very Common 29% 3%
disorders Constipation Very Common 28% 1%
Nausea Very Common 23% 1%*
Vomiting Very Common 14% 1%"
Pancreatitis® Common 1% <1%
Skin and subcutaneous Rash Common 9% <1%"*
tissue disorders Pruritus Common 5% <1%"*
Musculoskeletal and Back pain Very Common 17% 2%
connective tissue Muscle spasms Very Common 12% <1%"*
disorders Arthralgia Very Common 10% 1%"*
Musculoskeletal chest pain | Common 6% <1%*
General disorders and Fatigue Very Common 23% 3%
administration site Oedema peripheral® Very Common 22% 1%
conditions Pyrexia Very Common 22% 1%
Asthenia Very Common 18% 2%
Chills Common 9% <1%"*
Injection site erythema® Common 4% 0
Injection site reactions®* Common 8% 0
Injury, poisoning and Infusion-related reactions®
procedural Daratumumab Very Common 39% 5%
complications intravenous’
Daratumumab Very Common 11% 1%*
subcutaneous®
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No grade 4

Indicates a grouping of terms.

Based on post-marketing adverse reactions.

¢ Infusion-related reactions includes terms determined by investigators as related to infusion/injection of
daratumumab.

4 Injection site reactions includes terms determined by investigators as related to injection of daratumumab.

¢ Frequency based on daratumumab subcutaneous studies only (N=490).

T Frequency based on daratumumab intravenous studies only (N=2324).

Note: Based on 2814 multiple myeloma patients treated with daratumumab intravenous or daratumumab

subcutaneous.

oo I+

Description of selected adverse reactions

Infusion-related reactions (IRRs)

In clinical studies (monotherapy and combination treatments; N=490) with DARZALEX subcutaneous
formulation, the incidence of any grade IRRs was 10.2% with the first injection of DARZALEX
(1,800 mg, Week 1), 0.2% with the Week 2 injection, and 0.8% with subsequent injections. Grade 3
IRRs were seen in 1.4% of patients. No patients had Grade 4 IRRs.

Signs and symptoms of IRR may include respiratory symptoms, such as nasal congestion, cough,
throat irritation, allergic rhinitis, wheezing as well as pyrexia, chest pain, pruritis, chills, vomiting,
nausea, and hypotension. Severe reactions have occurred, including bronchospasm, hypoxia,
dyspnoea, hypertension and tachycardia (see section 4.4).

Injection site reactions (ISRs)

In clinical studies (N=490) with DARZALEX subcutaneous formulation, the incidence of any grade
injection site reaction was 8.2%. There were no Grade 3 or 4 ISRs. The most common (>1%) ISRs
were erythema, injection site induration, pruritis.

Infections

In patients receiving DARZALEX subcutaneous formulation as monotherapy, incidence of infections
was similar between DARZALEX subcutaneous formulation (52.9%) versus intravenous
daratumumab groups (50.0%). Additionally, Grade 3 or 4 infections also occurred at similar
frequencies between DARZALEX subcutaneous formulation (11.7%) and intravenous daratumumab
(14.3%). Most infections were manageable and rarely led to treatment discontinuation. Pneumonia
was the most commonly reported severe (Grade 3 or 4) infection across studies.

In patients receiving intravenous daratumumab combination therapy, Grade 3 or 4 infections were
reported as follows:

Relapsed/refractory patient studies: DVd: 21%, Vd: 19%; DRd: 27%, Rd: 23%; DPd: 28%

Newly diagnosed patient studies: D-VMP: 23%, VMP: 15%; DRd: 32%, Rd: 23%; D-VTd: 22%,
VTd: 20%.

Pneumonia was the most commonly reported severe (Grade 3 or 4) infection across studies. In active
controlled studies, discontinuations from treatment due to infections occurred in 1-4% of patients.
Fatal infections were primarily due to pneumonia and sepsis.

In patients receiving intravenous daratumumab combination therapy, fatal infections (Grade 5) were
reported as follows:

Relapsed/refractory patient studies: DVd: 1%, Vd: 2%; DRd: 2%, Rd: 1%; DPd: 2%

Newly diagnosed patient studies: D-VMP: 1%, VMP: 1%; DRd: 2%, Rd: 2%; DVTd: 0%, VTd: 0%.
Key: D=daratumumab; Vd=bortezomib-dexamethasone; Rd=lenalidomide-dexamethasone; Pd=pomalidomide-
dexamethasone; VMP=bortezomib-melphalan-prednisone; VTd=bortezomib-thalidomide-dexamethasone.

Haemolysis

There is a theoretical risk of haemolysis. Continuous monitoring for this safety signal will be
performed in clinical studies and post-marketing safety data.
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Other special populations

In the Phase III study MMY3007, which compared treatment with D-VMP to treatment with VMP in
patients with newly diagnosed multiple myeloma who are ineligible for autologous stem cell
transplant, safety analysis of the subgroup of patients with an ECOG performance score of 2
(D-VMP: n=89, VMP: n=84), was consistent with the overall population (see section 5.1).

Elderly patients

Of the 3207 patients who received daratumumab (n=490 subcutaneous; n=2717 intravenous) at the
recommended dose, 38% were 65 to 75 years of age, and 17% were 75 years of age or older. No
overall differences in effectiveness were observed based on age. The incidence of serious adverse
reactions was higher in older than in younger patients. Among patients with relapsed and refractory
multiple myeloma (n=1827), the most common serious adverse reactions that occurred more
frequently in elderly (>65 years of age) were pneumonia and sepsis. Among patients with newly
diagnosed multiple myeloma who are ineligible for autologous stem cell transplant (n=777), the most
common serious adverse reaction that occurred more frequently in elderly (=75 years of age) was
pneumonia.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms and signs
There has been no experience of overdose in clinical studies.

Treatment

There is no known specific antidote for daratumumab overdose. In the event of an overdose, the
patient should be monitored for any signs or symptoms of adverse effects and appropriate
symptomatic treatment should be instituted immediately.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies, ATC code: LO1XC24

DARZALEX solution for subcutaneous injection contains recombinant human hyaluronidase
(rtHuPH20). rHuPH20 works locally and transiently to degrade hyaluronan ((HA), a naturally
occurring glycoaminoglycan found throughout the body) in the extracellular matrix of the
subcutaneous space by cleaving the linkage between the two sugars (N-acetylglucosamine and
glucuronic acid) which comprise HA. rHuPH20 has a half-life in skin of less than 30 minutes.
Hyaluronan levels in subcutaneous tissue return to normal within 24 to 48 hours because of the rapid
biosynthesis of hyaluronan.

Mechanism of action

Daratumumab is an IgG 1k human monoclonal antibody (mAb) that binds to the CD38 protein
expressed at a high level on the surface of multiple myeloma tumour cells, as well as other cell types
and tissues at various levels. CD38 protein has multiple functions such as receptor mediated adhesion,
signalling and enzymatic activity.

Daratumumab has been shown to potently inhibit the in vivo growth of CD38-expressing tumour cells.
Based on in vitro studies, daratumumab may utilise multiple effector functions, resulting in immune
mediated tumour cell death. These studies suggest that daratumumab can induce tumour cell lysis
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through complement-dependent cytotoxicity, antibody-dependent cell-mediated cytotoxicity, and
antibody-dependent cellular phagocytosis in malignancies expressing CD38. A subset of myeloid
derived suppressor cells (CD38+MDSCs), regulatory T cells (CD38+Tres) and B cells (CD38+Biegs)
are decreased by daratumumab mediated cell lysis. T cells (CD3+, CD4+, and CD8+) are also known
to express CD38 depending on the stage of development and the level of activation. Significant
increases in CD4+ and CD8+ T cell absolute counts, and percentages of lymphocytes, were observed
with daratumumab treatment in peripheral whole blood and bone marrow. In addition, T-cell receptor
DNA sequencing verified that T-cell clonality was increased with daratumumab treatment, indicating
immune modulatory effects that may contribute to clinical response.

Daratumumab induced apoptosis in vitro after Fc mediated cross-linking. In addition, daratumumab
modulated CD38 enzymatic activity, inhibiting the cyclase enzyme activity and stimulating the
hydrolase activity. The significance of these in vitro effects in a clinical setting, and the implications
on tumour growth, are not well-understood.

Pharmacodynamic effects

Natural killer (NK) cell and T-cell count

NK cells are known to express high levels of CD38 and are susceptible to daratumumab mediated cell
lysis. Decreases in absolute counts and percentages of total NK cells (CD16+CD56+) and activated
(CD16+CD56%Mm) NK cells in peripheral whole blood and bone marrow were observed with
daratumumab treatment. However, baseline levels of NK cells did not show an association with
clinical response.

Immunogenicity
In patients treated with subcutaneous daratumumab in clinical trials, less than 1% of patients
developed treatment-emergent anti-daratumumab antibodies.

The incidence of treatment-emergent non-neutralizing anti-rHuPH20 antibodies was 7.8% (35/447);
with 7.5% (19/255) in the monotherapy DARZALEX subcutaneous formulation groups, and 8.3%
(16/192) in the pooled combination DARZALEX subcutaneous formulation groups. The
anti-rHuPH20 antibodies did not appear to impact daratumumab exposures. The clinical relevance of
the development of anti-daratumumab or anti-THuPH20 antibodies after treatment with DARZALEX
subcutaneous formulation is not known.

Clinical experience of DARZALEX solution for subcutaneous injection (subcutaneous formulation)
Monotherapy — relapsed/refractory multiple myeloma

MMY3012, an open-label, randomised, Phase I1I non-inferiority study, compared efficacy and safety
of treatment with DARZALEX solution for subcutaneous injection (1,800 mg) vs. intravenous

(16 mg/kg) daratumumab in patients with relapsed or refractory multiple myeloma who had received
at least 3 prior lines of therapy including a proteasome inhibitor and an immunomodulatory agent or
who were double-refractory to a proteasome inhibitor (PI) and an immunomodulatory agent (IMiD).
Treatment continued until unacceptable toxicity or disease progression.

A total of 522 patients were randomised: 263 to the DARZALEX subcutaneous formulation arm and
259 to the intravenous daratumumab arm. The baseline demographic and disease characteristics were
similar between the two treatment groups. The median patient age was 67 years (range: 33-92 years),
55% were male and 78% were Caucasian. The median patient weight was 73 kg (range: 29 — 138 kg)
Patients had received a median of 4 prior lines of therapy. A total of 51% of patients had prior
autologous stem cell transplant (ASCT), 100% of patients were previously treated with both PI(s) and
IMiD(s) and most patients were refractory to a prior systemic therapy, including both PI and IMiD
(49%).

The study met its co-primary endpoints of overall response rate (ORR) by the IMWG response criteria
(Table 6) and maximum Ciougn at pre-dose Cycle 3 Day 1, (see section 5.2).
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Table 6:  Key results from Study MMY3012

Subcutaneous Intravenous
Daratumumab Daratumumab
(N=263) (N=259)
Primary Endpoint
Overall response (sCR+CR+VGPR+PR), n (%)* 108 (41.1%) 96 (37.1%)
95% CI (%) (35.1%, 47.3%) (31.2%, 43.3%)

Ratio of response rates (95% CI)°

1.11 (0.89, 1.37)

CR or better, n (%)

5 (1.9%)

7 (2.7%)

Very good partial response (VGPR)

45 (17.1%)

37 (14.3%)

Partial response (PR)

58 (22.1%)

52 (20.1%)

Secondary Endpoint

Rate of Infusion-related Reaction, n (%)°

33 (12.7%)

89 (34.5%)

Progression-free Survival, months

Median (95% CI) 5.59 (4.67, 7.56) 6.08 (4.67, 8.31)

Hazard ratio (95% CI) 0.99 (0.78, 1.26)

Based on intent-to-treat population.
p-value <0.0001 from Farrington-Manning test for non-inferiority hypothesis.
Based on safety population. P-value<0.0001 from Cochran-Mantel-Haenszel Chi-Squared test.

Safety and tolerability results, including in lower weight patients, were consistent with the known safety
profile for DARZALEX subcutaneous formulation and intravenous daratumumab.

Results from the modified-CTSQ, a patient reported outcome questionnaire that assesses patient
satisfaction with their therapy, demonstrated that patients receiving DARZALEX subcutaneous
formulation had greater satisfaction with their therapy compared with patients receiving intravenous
daratumumab. However, open-label studies are subject to bias.

Combination therapies in multiple myeloma
MMY2040 was an open-label trial evaluating the efficacy and safety of DARZALEX subcutaneous
formulation 1,800 mg;:

- in combination with bortezomib, melphalan, and prednisone (D-VMP) in patients with
newly diagnosed multiple myeloma (MM) who are ineligible for transplant. Bortezomib
was administered by subcutaneous injection at a dose of 1.3 mg/m? body surface area twice
weekly at Weeks 1, 2, 4 and 5 for the first 6-week cycle (Cycle 1; 8 doses), followed by
once weekly administrations at Weeks 1, 2, 4 and 5 for eight more 6-week cycles
(Cycles 2-9; 4 doses per cycle). Melphalan at 9 mg/m?, and prednisone at 60 mg/m? were
orally administered on Days 1 to 4 of the nine 6-week cycles (Cycles 1-9). DARZALEX
subcutaneous formulation was continued until disease progression or unacceptable toxicity.

- in combination with lenalidomide and dexamethasone (D-Rd) in patients with relapsed or
refractory MM. Lenalidomide (25 mg once daily orally on Days 1-21 of repeated 28-day
[4-week] cycles) was given with low dose dexamethasone 40 mg/week (or a reduced dose
of 20 mg/week for patients >75 years or BMI<18.5). DARZALEX subcutaneous
formulation was continued until disease progression or unacceptable toxicity.

- in combination with bortezomib, lenalidomide, and dexamethasone (D-VRd) in patients
with newly diagnosed MM who are transplant eligible. Bortezomib was administered by
subcutaneous injection at a dose of 1.3 mg/m? body surface area twice weekly at Weeks 1
and 2. Lenalidomide was administered orally at 25 mg once daily on Days 1-14; low dose
dexamethasone was administered 40 mg/week in 3-week cycles. Total treatment duration
was 4 cycles.

A total of 199 patients (D-VMP: 67; D-Rd: 65; D-VRd: 67) were enrolled. Efficacy results were

determined by computer algorithm using IMWG criteria. The study met its primary endpoint ORR for
D-VMP and D-Rd and the primary endpoint VGPR or better for D-VRd (see Table 7).
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Table 7:  Efficacy results from Study MMY2040

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

Overall response 60 (89.6%) 61 (93.8%) 65 (97.0%)

(sCR+CR+VGPR+PR), n (%)*

90% CI(%) (81.3%, 95.0%) (86.5%, 97.9%) (90.9%, 99.5%)
Stringent complete response (SCR) 13 (19.4%) 12 (18.5%) 6 (9.0%)
Complete response (CR) 19 (28.4%) 13 (20.0%) 5 (7.5%)
Very good partial response (VGPR) 20 (29.9%) 26 (40.0%) 37 (55.2%)
Partial response (PR) 8 (11.9%) 10 (15.4%) 17 (25.4%)

VGPR or better (sSCR + 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 = Daratumumab-bortezomib-melphalan-prednisone; D-Rd = Daratumumab-lenalidomide-dexamethasone; D-VRd =
Daratumumab-bortezomib-lenalidomide-dexamethasone; Daratumumab = DARAZALEX subcutaneous formulation;

Cl=confidence interval.

#  Based on treated subjects

Clinical experience with daratumumab concentrate for solution for infusion (intravenous formulation)
Newly diagnosed multiple myeloma

Combination treatment with lenalidomide and dexamethasone in patients ineligible for autologous
stem cell transplant:

Study MM Y3008, an open-label, randomised, active-controlled Phase III study, compared treatment
with intravenous daratumumab 16 mg/kg in combination with lenalidomide and low-dose
dexamethasone (DRd) to treatment with lenalidomide and low-dose dexamethasone (Rd) in patients
with newly diagnosed multiple myeloma. Lenalidomide (25 mg once daily orally on Days 1-21 of
repeated 28-day [4-week] cycles) was given with low dose oral or intravenous dexamethasone

40 mg/week (or a reduced dose of 20 mg/week for patients >75 years or body mass index [BMI]
<18.5). On intravenous daratumumab infusion days, the dexamethasone dose was given as a
pre-infusion medicinal product. Dose adjustments for lenalidomide and dexamethasone were applied
according to manufacturer’s prescribing information. Treatment was continued in both arms until
disease progression or unacceptable toxicity.

A total of 737 patients were randomised: 368 to the DRd arm and 369 to the Rd arm. The baseline
demographic and disease characteristics were similar between the two treatment groups. The median
age was 73 (range: 45-90) years, with 44% of the patients >75 years of age. The majority were white
(92%), male (52%), 34% had an Eastern Cooperative Oncology Group (ECOG) performance score of
0, 49.5% had an ECOG performance score of 1 and 17% had an ECOG performance score of >2.
Twenty-seven percent had International Staging System (ISS) Stage I, 43% had ISS Stage II and 29%
had ISS Stage I1I disease. Efficacy was evaluated by progression free survival (PFS) based on
International Myeloma Working Group (IMWGQ) criteria.

Study MMY 3008 showed an improvement in Progression Free Survival (PES) in the DRd arm as
compared to the Rd arm; the median PFS had not been reached in the DRd arm and was 31.9 months
in the Rd arm (hazard ratio [HR]=0.56; 95% CI: 0.43, 0.73; p<0.0001), representing 44% reduction in
the risk of disease progression or death in patients treated with DRd. Results of an updated PFS
analysis approximately 9 months after the original clinical cutoff, continued to show an improvement
in PFS for patients in the DRd arm compared with the Rd arm. Median PFS was not reached in the
DRd arm and was 33.8 months in the Rd arm (HR=0.56; 95% CI: 0.44, 0.71; p<0.0001).
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Figure 1: Kaplan-Meier Curve of PFS in Study MMY3008
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Additional efficacy results from Study MMY3008 are presented in Table 8 below.

Table 8:  Additional efficacy results from Study MMY3008*

DRd (n=368) Rd (n=369)
Overall response (SCR+CR+VGPR+PR) n(%)? 342 (92.9%) 300 (81.3%)
p-value® <0.0001
Stringent complete response (sCR) 112 (30.4%) 46 (12.5%)
Complete response (CR) 63 (17.1%) 46 (12.5%)
Very good partial response (VGPR) 117 (31.8%) 104 (28.2%)
Partial response (PR) 50 (13.6%) 104 (28.2%)
CR or better (sCR + CR) 175 (47.6%) 92 (24.9%)
p-value® <0.0001
VGPR or better (sSCR + CR + VGPR) 292 (79.3%) 196 (53.1%)
p-value® <0.0001
MRD negativity rate®* n(%) 89 (24.2%) 27 (7.3%)
95% CI (%) (19.9%, 28.9%) (4.9%, 10.5%)
Odds ratio with 95% CI¢ 4.04 (2.55,6.39)
p-value® <0.0001

DRd=daratumumab-lenalidomide-dexamethasone; Rd=lenalidomide-dexamethasone; MRD=minimal residual disease;
Cl=confidence interval

®  Based on intent-to-treat population

b p-value from Cochran Mantel-Haenszel Chi-Squared test.
¢ Based on threshold of 10
d

Mantel-Haenszel estimate of the odds ratio for un-stratified tables is used. An odds ratio >1 indicates an advantage for
DRd.

p-value from Fisher’s exact test.

In responders, the median time to response was 1.05 months (range: 0.2 to 12.1 months) in the DRd
group and 1.05 months (range: 0.3 to 15.3 months) in the Rd group. The median duration of response
had not been reached in the DRd group and was 34.7 months (95% CI: 30.8, not estimable) in the Rd

group.

Combination treatment with bortezomib, melphalan and prednisone (VMP) in patients ineligible for
autologous stem cell transplant:

Study MM Y3007, an open-label, randomised, active-controlled Phase III study, compared treatment
with intravenous daratumumab 16 mg/kg in combination with bortezomib, melphalan and prednisone
(D-VMP), to treatment with VMP in patients with newly diagnosed multiple myeloma. Bortezomib
was administered by subcutaneous injection at a dose of 1.3 mg/m?* body surface area twice weekly at
Weeks 1, 2, 4 and 5 for the first 6-week cycle (Cycle 1; 8 doses), followed by once weekly
administrations at Weeks 1, 2, 4 and 5 for eight more 6-week cycles (Cycles 2-9; 4 doses per cycle).
Melphalan at 9 mg/m?, and prednisone at 60 mg/m? were orally administered on Days 1 to 4 of the
nine 6-week cycles (Cycles 1-9). Intravenous daratumumab treatment was continued until disease
progression or unacceptable toxicity.

A total of 706 patients were randomised: 350 to the D-VMP arm and 356 to the VMP arm. The
baseline demographic and disease characteristics were similar between the two treatment groups. The
median age was 71 (range: 40-93) years, with 30% of the patients >75 years of age. The majority were
white (85%), female (54%), 25% had an ECOG performance score of 0, 50% had an ECOG
performance score of 1 and 25% had an ECOG performance score of 2. Patients had [gG/IgA/Light
chain myeloma in 64%/22%/10% of instances, 19% had ISS Stage I, 42% had ISS Stage II, 38% had
ISS Stage 111 disease and 84% had standard risk cytogenetics. Efficacy was evaluated by PFS based on
IMWG criteria and overall survival (OS).

With a median follow-up of 16.5 months, the primary analysis of PFS in Study MMY3007 showed an
improvement in the D-VMP arm as compared to the VMP arm; the median PFS had not been reached
in the D-VMP arm and was 18.1 months in the VMP arm (HR=0.5; 95% CI: 0.38, 0.65; p<0.0001).
Results of an updated PFS analysis after a median follow-up of 40 months continued to show an
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improvement in PFS for patients in the D-VMP arm compared with the VMP arm. Median PFS was
36.4 months in the D-VMP arm and 19.3 months in the VMP arm (HR=0.42; 95% CI: 0.34, 0.51;
p<0.0001), representing a 58% reduction in the risk of disease progression or death in patients treated
with D-VMP.

Figure 2: Kaplan-Meier Curve of PFS in Study MMY3007
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After a median follow-up of 40 months, D-VMP has shown an overall survival (OS) advantage over
the VMP arm (HR=0.60; 95% CI: 0.46, 0.80; p=0.0003), representing a 40% reduction in the risk of
death in patients treated in the D-VMP arm. Median OS was not reached for either arm.
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Figure 3: Kaplan-Meier Curve of OS in Study MMY3007

Additional efficacy results from Study MMY3007 are presented in Table 9 below.

Table 9: Additional efficacy results from Study MMY3007*

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

Overall response (sSCR+CR+VGPR+PR) [n(%)] | 318 (90.9) 263 (73.9)

p-value® <0.0001

Stringent complete response (sCR) [n(%)] | 63 (18.0) 25 (7.0)

Complete response (CR) [n(%)] 86 (24.6) 62 (17.4)

Very good partial response (VGPR) [n(%)] | 100 (28.6) 90 (25.3)

Partial response (PR) [n(%)] 69 (19.7) 86 (24.2)
MRD negativity rate (95% CI) € (%) 22.3 (18.0, 27.0) 6.2 (3.9,9.2)

Odds ratio with 95% CI¢ 4.36 (2.64,7.21)

p-value® <0.0001

D-VMP=daratumumab-bortezomib-melphalan-prednisone; VMP=bortezomib-melphalan-prednisone; MRD=minimal
residual disease; CI=confidence interval
Based on intent-to-treat population

S

p-value from Cochran Mantel-Haenszel Chi-Squared test.
Based on threshold of 10

A Mantel-Haenszel estimate of the common odds ratio for stratified tables is used. An odds ratio >1 indicates an
advantage for D-VMP.

p-value from Fisher’s exact test.

o

o
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In responders, the median time to response was 0.79 months (range: 0.4 to 15.5 months) in the
D-VMP group and 0.82 months (range: 0.7 to 12.6 months) in the VMP group. The median duration
of response had not been reached in the D-VMP group and was 21.3 months (range: 18.4, not
estimable) in the VMP group.

A subgroup analysis was performed on patients at least 70 years old, or those 65-69 years old with
ECOG performance score of 2, or aged less than 65 years of age with significant comorbidity or
ECOG performance score of 2 (D-VMP: n=273, VMP: n=270). The efficacy results in this subgroup
were consistent with the overall population. In this subgroup, median PFS was not reached in the
D-VMP group and was 17.9 months in the VMP group (HR=0.56; 95% CI: 0.42, 0.75); p<0.0001).
The overall response rate was 90% in the D-VMP group and 74% in theVMP group (VGPR rate:29%
in D-VMP group and 26% in VMP group; CR: 22% in D-VMP group and 18% in VMP group; sCR
rate: 20% in D-VMP group and 7% in VMP group). The safety results of this subgroup were
consistent with the overall population. Furthermore, safety analysis of the subgroup of patients with an
ECOG performance score of 2 (D-VMP: n=89, VMP: n=84), was also consistent with the overall
population.

Combination treatment with bortezomib, thalidomide and dexamethasone (VTd) in patients eligible
for autologous stem cell transplant (ASCT):

Study MMY 3006 is a 2 Part, open-label, randomised, active-controlled Phase III study. Part 1
compared induction and consolidation treatment with intravenous daratumumab 16 mg/kg in
combination with bortezomib, thalidomide and dexamethasone (D-VTd) to treatment with bortezomib,
thalidomide and dexamethasone (VTd) in patients with newly diagnosed multiple myeloma eligible
for ASCT. The consolidation phase of treatment began a minimum of 30 days post-ASCT, when the
patient had recovered sufficiently, and engraftment was complete. In Part 2, subjects with at least a
partial response (PR) by Day 100 post-transplant were re-randomised in a 1:1 ratio to daratumumab
maintenance or observation only. Only results from Part 1 are described henceforth.

Bortezomib was administered by subcutaneous injection or intravenous injection at a dose of

1.3 mg/m? body surface area twice weekly for two weeks (Days 1, 4, 8, and 11) of repeated 28 day
(4-week) induction treatment cycles (Cycles 1-4) and two consolidation cycles (Cycles 5 and 6)
following ASCT after Cycle 4. Thalidomide was administered orally at 100 mg daily during the six
bortezomib cycles. Dexamethasone (oral or intravenous) was administered at 40 mg on Days 1, 2, §, 9,
15, 16, 22 and 23 of Cycles 1 and 2, and at 40 mg on Days 1-2 and 20 mg on subsequent dosing days
(Days 8, 9, 15, 16) of Cycles 3-4. Dexamethasone 20 mg was administered on Days 1, 2, 8, 9, 15, 16
in Cycles 5 and 6. On the days of intravenous daratumumab infusion, the dexamethasone dose was
administered intravenously as a pre-infusion medication. Dose adjustments for bortezomib,
thalidomide and dexamethasone were applied according to manufacturer’s prescribing information.

A total of 1085 patients were randomised: 543 to the D-VTd arm and 542 to the VTd arm. The
baseline demographic and disease characteristics were similar between the two treatment groups. The
median age was 58 (range: 22 to 65) years. All patients were <65 years: 43% were in the age group
>60-65 years, 41% were in the age group >50-60 years and 16% below age of 50 years. The majority
were male (59%), 48% had an ECOG performance score of 0, 42% had an ECOG performance score
of 1 and 10% had an ECOG performance score of 2. Forty percent had International Staging System
(ISS) Stage 1, 45% had ISS Stage II and 15% had ISS Stage III disease.

Efficacy was evaluated by the stringent Complete Response (sCR) rate at Day 100 post-transplant and
Progression free survival (PFS).
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Table 10:  Efficacy results from Study MMY3006°

D-VTd (n=543) | VTd (n=542) P value®
Response assessment Day 100
post-transplant
Stringent Complete Response (SCR) | 157 (28.9%) 110 (20.3%) 0.0010
CR or better (sSCR+CR) 211 (38.9%) 141 (26.0%) <0.0001
Very Good Partial Response or better
(sCR+CR+VGPR) 453 (83.4%) 423 (78.0%)
MRD negativity® ¢ n(%) 346 (63.7%) 236 (43.5%) <0.0001
95% CI (%) (59.5%, 67.8%) | (39.3%, 47.8%)
Odds ratio with 95% CI* 2.27 (1.78, 2.90)
MRD negativity in combination with CR or | 183 (33.7%) 108 (19.9%) <0.0001
better® n(%)
95% CI (%) (29.7%, 37.9%) | (16.6%, 23.5%)
Odds ratio with 95% CI* 2.06 (1.56,2.72)

D-VTd=daratumumab-bortezomib-thalidomide-dexamethasone; VTd=bortezomib-thalidomide-dexamethasone;
MRD=minimal residual disease; CI=confidence interval

Based on intent-to-treat population

p-value from Cochran Mantel-Haenszel Chi-Squared test.
Based on threshold of 10

Regardless of response per IMWG

o [=F o e

Mantel-Haenszel estimate of the common odds ratio for stratified tables is used.

Results of a PFS analysis by censoring patients who were randomised to daratumumab maintenance in
the second randomisation, at the date of the second randomisation showed HR=0.50; 95% CI: 0.34,
0.75; p=0.0005.

Relapsed/Refractory multiple myeloma

Monotherapy:

The clinical efficacy and safety of intravenous daratumumab monotherapy for the treatment of adult
patients with relapsed and refractory multiple myeloma whose prior therapy included a proteasome
inhibitor and an immunomodulatory agent and who had demonstrated disease progression on the last
therapy, was demonstrated in two open-label studies.

In Study MMY2002, 106 patients with relapsed and refractory multiple myeloma received 16 mg/kg
intravenous daratumumab until disease progression. The median patient age was 63.5 years (range, 31
to 84 years), 11% of patients were >75 years of age, 49% were male and 79% were Caucasian.
Patients had received a median of 5 prior lines of therapy. Eighty percent of patients had received prior
autologous stem cell transplantation (ASCT). Prior therapies included bortezomib (99%), lenalidomide
(99%), pomalidomide (63%) and carfilzomib (50%). At baseline, 97% of patients were refractory to
the last line of treatment, 95% were refractory to both, a proteasome inhibitor (PI) and
immunomodulatory agent (IMiD), 77% were refractory to alkylating agents, 63% were refractory to
pomalidomide and 48% of patients were refractory to carfilzomib.

Efficacy results of the pre-planned interim analysis based on Independent Review Committee (IRC)
assessment are presented in Table 11 below.

Table 11: IRC assessed efficacy results for study MMY2002

Efficacy endpoint Intravenous daratumumab
16 mg/kg
N=106
Overall response rate' (ORR: sSCR+CR+VGPR+PR) [n (%)] 31(29.2)
95% CI (%) (20.8, 38.9)
Stringent complete response (SCR) [n (%)] 3(2.8)
Complete response (CR) [n] 0
Very good partial response (VGPR) [n (%)] 10 (9.4)
Partial response (PR) [n (%)] 18 (17.0)

47



Clinical Benefit Rate (ORR+MR) [n (%)] 36 (34.0)

Median Duration of Response [months (95% CI)] 7.4 (5.5,NE)

Median Time to Response [months (range)] 1(0.9; 5.6)

! Primary efficacy endpoint (International Myeloma Working Group criteria)

Cl=confidence interval; NE=not estimable; MR=minimal response

Overall response rate (ORR) in MM Y2002 was similar regardless of type of prior anti-myeloma
therapy.

At a survival update with a median duration of follow-up of 14.7 months, median Overall Survival
(OS) was 17.5 months (95% CI:13.7, not estimable).

In Study GEN501, 42 patients with relapsed and refractory multiple myeloma received 16 mg/kg
intravenous daratumumab until disease progression. The median patient age was 64 years (range, 44 to
76 years), 64% were male and 76% were Caucasian. Patients in the study had received a median of 4
prior lines of therapy. Seventy-four percent of patients had received prior ASCT. Prior therapies
included bortezomib (100%), lenalidomide (95%), pomalidomide (36%) and carfilzomib (19%). At
baseline, 76% of patients were refractory to the last line of treatment, 64% were refractory to both a PI
and IMiD, 60% were refractory to alkylating agents, 36% were refractory to pomalidomide and 17%
were refractory to carfilzomib.

Pre-planned interim analysis showed that treatment with daratumumab at 16 mg/kg led to a 36% ORR
with 5% CR and 5% VGPR. The median time to response was 1 (range: 0.5 to 3.2) month. The
median duration of response was not reached (95% CI: 5.6 months, not estimable).

At a survival update with a median duration of follow-up of 15.2 months, median OS was not reached
(95% CI: 19.9 months, not estimable), with 74% of subjects still alive.

Combination treatment with lenalidomide:

Study MMY 3003, an open-label, randomised, active-controlled Phase III trial, compared treatment
with intravenous daratumumab 16 mg/kg in combination with lenalidomide and low-dose
dexamethasone (DRd) to treatment with lenalidomide and low-dose dexamethasone (Rd) in patients
with relapsed or refractory multiple myeloma who had received at least one prior therapy.
Lenalidomide (25 mg once daily orally on Days 1-21 of repeated 28-day [4-week] cycles) was given
with low dose dexamethasone at 40 mg/week (or a reduced dose of 20 mg/week for patients >75 years
or BMI <18.5). On intravenous daratumumab infusion days, 20 mg of the dexamethasone dose was
given as a pre-infusion medication and the remainder given the day after the infusion. Treatment was
continued in both arms until disease progression or unacceptable toxicity.

A total of 569 patients were randomised; 286 to the DRd arm and 283 to the Rd arm. The baseline
demographic and disease characteristics were similar between the intravenous daratumumab and the
control arm. The median patient age was 65 years (range 34 to 89 years) and 11% were =75 years. The
majority of patients (86%) received a prior PI, 55% of patients had received a prior IMiD, including
18% of patients who had received prior lenalidomide; and 44% of patients had received both a prior PI
and IMiD. At baseline, 27% of patients were refractory to the last line of treatment. Eighteen percent
(18%) of patients were refractory to a PI only, and 21% were refractory to bortezomib. Patients
refractory to lenalidomide were excluded from the study.

With a median follow-up of 13.5 months, the primary analysis of PFS in study MMY3003
demonstrated an improvement in the DRd arm as compared to the Rd arm; the median PFS had not
been reached in the DRd arm and was 18.4 months in the Rd arm (HR=0.37; 95% CI: 0.27, 0.52;
p<0.0001). Results of an updated PFS analysis after a median follow-up of 55 months continued to
show an improvement in PFS for patients in the DRd arm compared with the Rd arm. Median PFS
was 45.0 months in the DRd arm and 17.5 months in the Rd arm (HR=0.44; 95% CI: 0.35, 0.54;
p<0.0001), representing a 56% reduction in the risk of disease progression or death in patients treated
with DRd (see Figure 4).
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Figure 4: Kaplan-Meier Curve of PFS in Study MMY3003
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Additional efficacy results from Study MMY3003 are presented in Table 12 below.

Table 12: Additional efficacy results from Study MMY3003
Response evaluable patient number DRd (n=281) Rd (n=276)
Overall response (sSCR+CR+VGPR+PR)
n(%) 261 (92.9) 211 (76.4)
p-value? <0.0001
Stringent complete response (SCR) 51 (18.1) 20 (7.2)
Complete response (CR) 70 (24.9) 33 (12.0)
Very good partial response (VGPR) 92 (32.7) 69 (25.0)
Partial response (PR) 48 (17.1) 89 (32.2)
Median Time to Response [months (95% CI)] | 1.0 (1.0, 1.1) 1.3(1.1,1.9)
Median Duration of Response [months (95% | NE (NE, NE) 17.4 (17.4, NE)
cn]
MRD negative rate (95% CI)° (%) 21.0 (16.4,26.2) 2.8(1.2,5.5)

Odds ratio with 95% CI°
P-value!

9.31 (4.31,20.09)
<0.0001

DRd=daratumumab-lenalidomide-dexamethasone; Rd=lenalidomide-dexamethasone; MRD=minimal residual disease;

Cl=confidence interval; NE=not estimable.

p-value from Cochran Mantel-Haenszel Chi-Squared test.

(e} o

[=%

p-value is from a Fisher’s exact test.

Based on Intent-to-treat population and threshold of 10~

Mantel-Haenszel estimate of the common odds ratio is used. An odds ratio >1 indicates an advantage for DRd.

Median OS was not reached for either treatment group. With an overall median follow-up of
13.5 months, the hazard ratio for OS was 0.64 (95% CI: 0.40, 1.01; p=0.0534).
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Combination treatment with bortezomib:

Study MM Y3004, an open-label, randomised, active-controlled Phase III trial, compared treatment
with intravenous daratumumab 16 mg/kg in combination with bortezomib and dexamethasone (DVd),
to treatment with bortezomib and dexamethasone (Vd) in patients with relapsed or refractory multiple
myeloma who had received at least one prior therapy. Bortezomib was administered by subcutaneous
injection or intravenous infusion at a dose of 1.3 mg/m? body surface area twice weekly for two weeks
(Days 1, 4, 8, and 11) of repeated 21 day (3-week) treatment cycles, for a total of 8 cycles.
Dexamethasone was administered orally at a dose of 20 mg on Days 1, 2,4, 5, 8,9, 11, and 12 of each
of the 8 bortezomib cycles (80 mg/week for two out of three weeks of the bortezomib cycle) or a
reduced dose of 20 mg/week for patients >75 years, BMI <18.5, poorly controlled diabetes mellitus or
prior intolerance to steroid therapy. On the days of intravenous daratumumab infusion, 20 mg of the
dexamethasone dose was administered as a pre-infusion medication. intravenous daratumumab
treatment was continued until disease progression or unacceptable toxicity.

A total of 498 patients were randomised; 251 to the DVd arm and 247 to the Vd arm. The baseline
demographic and disease characteristics were similar between the intravenous daratumumab and the
control arm. The median patient age was 64 years (range 30 to 88 years) and 12% were >75 years.
Sixty-nine percent (69%) of patients had received a prior PI (66% received bortezomib) and 76% of
patients received an IMiD (42% received lenalidomide). At baseline, 32% of patients were refractory
to the last line of treatment. Thirty-three percent (33%) of patients were refractory to an IMiD only,
and 28% were refractory to lenalidomide. Patients refractory to bortezomib were excluded from the
study.

With a median follow-up of 7.4 months, the primary analysis of PFS in study MMY3004
demonstrated an improvement in the DVd arm as compared to the Vd arm; the median PFS had not
been reached in the DVd arm and was 7.2 months in the Vd arm (HR [95% CI]: 0.39 [0.28, 0.53];
p-value<0.0001). Results of an updated PFS analysis after a median follow-up of 50 months continued
to show an improvement in PFS for patients in the DVd arm compared with the Vd arm. Median PFS
was 16.7 months in the DVd arm and 7.1 months in the Vd arm (HR [95% CI]: 0.31 [0.24, 0.39];
p-value<0.0001), representing a 69% reduction in the risk of disease progression or death in patients
treated with DVd versus Vd (see Figure 5).
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Figure 5:

Kaplan-Meier Curve of PFS in Study MMY3004
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Additional efficacy results from Study MMY 3004 are presented in Table 13 below.

Table 13:  Additional efficacy results from Study MM Y3004
Response evaluable patient number DVd (n=240) Vd (n=234)
Overall response (sCR+CR+VGPR+PR) n(%) 199 (82.9) 148 (63.2)
P-value® <0.0001
Stringent complete response (SCR) 11 (4.6) 52.1)
Complete response (CR) 35 (14.6) 16 (6.8)
Very good partial response (VGPR) 96 (40.0) 47 (20.1)
Partial response (PR) 57 (23.8) 80 (34.2)
Median Time to Response [months (range)] 0.9 (0.8, 1.4) 1.6 (1.5,2.1)
Median Duration of Response [months (95% CI)] | NE (11.5, NE) 7.9(6.7,11.3)
MRD negative rate (95% CI)° 8.8% (5.6%, 13.0%) | 1.2% (0.3%, 3.5%)
Odds ratio with 95% CI° 9.04 (2.53,32.21)
P-value? 0.0001

DVd=daratumumab- bortezomib-dexamethasone; Vd=bortezomib-dexamethasone; MRD=minimal residual disease;

Cl=confidence interval; NE=not estimable.

p-value from Cochran Mantel-Haenszel Chi-Squared test.

(e} o

o

p-value is from Fisher’s exact test.

Based on Intent-to-treat population and threshold of 10~

Mantel-Haenszel estimate of the common odds ratio is used. An odds ratio >1 indicates an advantage for DVd.

Median OS was not reached for either treatment group. With an overall median follow-up of
7.4 months (95% CI: 0.0, 14.9), the hazard ratio for OS was 0.77 (95% CI: 0.47, 1.26; p=0.2975).
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Cardiac electrophysiology

Daratumumab as a large protein has a low likelihood of direct ion channel interactions. The effect of
daratumumab on the QTc interval was evaluated in an open-label study for 83 patients (Study
GENS501) with relapsed and refractory multiple myeloma following daratumumab infusions (4 to

24 mg/kg). Linear mixed PK-PD analyses indicated no large increase in mean QTcF interval (i.e.
greater than 20 ms) at daratumumab Cpax.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
DARZALEX in all subsets of the paediatric population in multiple myeloma (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

Daratumumab exposure in a monotherapy study following the recommended 1,800 mg administration
of DARZALEX subcutaneous formulation (weekly for 8 weeks, biweekly for 16 weeks, monthly
thereafter) as compared to 16 mg/kg intravenous daratumumab for the same dosing schedule, showed
non-inferiority for the co-primary endpoint of maximum Cyouen (Cycle 3 Day 1 pre-dose), with mean +
SD of 593 + 306 ug/mL compared to 522 + 226 ug/mL for intravenous daratumumab, with a
geometric mean ratio of 107.93% (90% CI: 95.74-121.67).

Following the recommended dose of 1,800 mg DARZALEX solution for subcutaneous injection, peak
concentrations (Cmax) increased 4.8-fold and total exposure (AUCo.7 days) increased 5.4-fold from first
dose to last weekly dose (8™ dose). Highest trough concentrations for DARZALEX solution for
subcutaneous injection are typically observed at the end of the weekly dosing regimens for both
monotherapy and combination therapy.

The simulated trough concentrations following 6 weekly doses of 1,800 mg DARZALEX solution for
subcutaneous injection for combination therapy were similar to 1,800 mg DARZALEX solution for
subcutaneous injection monotherapy.

Absorption and distribution

At the recommended dose of 1,800 mg, the absolute bioavailability of DARZALEX solution for
subcutaneous injection is 69%, with an absorption rate of 0.012 hour!, with peak concentrations
occurring at 70 to 72 h (Trmax).

The model predicted mean estimate of the volume of distribution for the central compartment was
5.25 L (36.9% CV) and peripheral compartment was 3.78 L, suggesting that daratumumab is primarily
localised to the vascular system with limited extravascular tissue distribution.

Metabolism and elimination

Daratumumab exhibits both concentration and time-dependent pharmacokinetics with parallel linear
and nonlinear (saturable) elimination that is characteristic of target-mediated clearance. The
population PK model estimated mean clearance value of daratumumab is 4.96 mL/h (58.7% CV). The
model-based geometric mean for half-life associated with linear elimination is 20.4 days (22.4% CV).
For the monotherapy regimen, the steady state is achieved at approximately 5 months into every

4 weeks dosage at the recommended dose and schedule (1,800 mg; once weekly for 8 weeks, every

2 weeks for 16 weeks, and then every 4 weeks thereafter).

A population PK analysis was conducted using data from DARZALEX solution for subcutaneous
injection monotherapy and combination therapy, and the predicted PK exposures are summarised in
Table 14.
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Table 14: Daratumumab exposure following administration of DARZALEX subcutaneous
formulation (1,800 mg) or intravenous daratumumab (16 mg/kg) monotherapy
PK parameters Cycles subcutaneous intravenous
daratumumab daratumumab
Median (5; 95t Median (5; 95t
percentile) percentile)

Crrougn (ng/mL)

Cycle 1, 1% weekly dose

123 (36; 220)

112 (43; 168)

Cycle 2, last weekly dose
(Cycle 3 Day 1 Cirough)

563 (177; 1063)

472 (144; 809)

Crnax (Lg/mL)

Cycle 1, 1% weekly dose

132 (54; 228)

256 (173; 327)

Cycle 2, last weekly dose

592 (234;1114)

688 (369; 1061)

AUC().7 days (ug/ mL°day)

Cycle 1, 1% weekly dose

720 (293; 1274)

1187 (773; 1619)

Cycle 2, last weekly dose

4017 (1515; 7564)

4019 (1740; 6370)

Special populations

Age and gender

Based on population PK analyses in patients (33-92 years) receiving monotherapy or various
combination therapies, age had no statistically significant effect on the PK of daratumumab. No
individualisation is necessary for patients on the basis of age.

Gender had a statistically significant effect on PK, with slightly higher exposure in females than
males, but the difference in exposure is not considered clinically meaningful. No individualisation is
necessary for patients on the basis of gender.

Renal impairment

No formal studies of DARZALEX subcutaneous formulation in patients with renal impairment have
been conducted. Population PK analyses were performed based on pre-existing renal function data in
patients receiving DARZALEX subcutaneous formulation monotherapy or various combination
therapies, including 220 patients with normal renal function (creatinine clearance [CRCL]

>90 mL/min), 273 with mild renal impairment (CRCL <90 and >60 mL/min), 215 with moderate renal
impairment (CRCL <60 and >30 mL/min), and 33 with severe renal impairment or end stage renal
disease (CRCL<30 mL/min). No clinically important differences in exposure to daratumumab were
observed between patients with renal impairment and those with normal renal function.

Hepatic impairment

No formal studies of DARZALEX subcutaneous formulation in patients with hepatic impairment have

been conducted.

Population PK analyses were performed in patients receiving DARZALEX subcutaneous formulation
monotherapy or various combination therapies, including 655 patients with normal hepatic function
(total bilirubin [TB] and aspartate aminotransferase [AST] < upper limit of normal [ULN]), 82 with
mild hepatic impairment [(total bilirubin < ULN and AST > ULN) or (ULN < total bilirubin
<1.5xULN)] and 5 patients with moderate (1.5XULN < total bilirubin <3xULN) hepatic impairment.
No clinically important differences in the exposure to daratumumab were observed between patients
with normal hepatic function and mild hepatic impairment. There were very few patients with
moderate hepatic impairment and no patients with severe hepatic impairment to make meaningful
conclusions for these populations.

Race

Based on the population PK analyses in patients receiving either DARZALEX subcutaneous
formulation monotherapy or various combination therapies, the daratumumab exposure was similar

acCross races.

Body weight

The flat-dose administration of DARZALEX subcutaneous formulation 1,800 mg as monotherapy
achieved adequate exposure for all body-weight subgroups. The mean Cycle 3 Day 1 Ciougn in the
lower body-weight subgroup (<65 kg) was 60% higher and in the higher body weight (>85 kg)




subgroup, 12% lower than the intravenous daratumumab subgroup. In some patients with body weight
>120 kg, lower exposure was observed which may result in reduced efficacy. However, this
observation is based on limited number of patients.

5.3  Preclinical safety data

Toxicology data have been derived from studies with daratumumab in chimpanzees and with a
surrogate anti-CD38 antibody in cynomolgus monkeys. No chronic toxicity testing has been
conducted.

No animal studies have been performed to establish the carcinogenic potential of daratumumab.

No animal studies have been performed to evaluate the potential effects of daratumumab on
reproduction or development or to determine potential effects on fertility in males or females.

No carcinogenicity, genotoxicity, or fertility studies were conducted for recombinant human
hyaluronidase. There were no effects on reproductive tissues and function and no systemic exposure of
hyaluronidase in monkeys given 22,000 U/kg/week subcutaneously (12 times higher than the human
dose) for 39 weeks. As hyaluronidase is a recombinant form of the endogenous human hyaluronidase,
no carcinogenity, mutagenesis, or effects on fertility are expected.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Recombinant human hyaluronidase (rHuPH20)
L-histidine

L-histidine hydrochloride monohydrate
L-methionine

Polysorbate 20

Sorbitol (E420)

Water for injections

6.2 Incompatibilities
This medicinal product must not be used with other materials except those mentioned in section 6.6.

6.3  Shelf life

Unopened vial
1 year

During the shelf-life, the product in unpunctured vials may be stored at room temperature (<30°C) for
a single period of up to 24 hours. Once the product has been taken out of the refrigerator, it must not
be returned to the refrigerator (see section 6.6).

Prepared syringe

Chemical and physical in-use stability in syringe has been demonstrated for 4 hours at ambient
temperature up to 30°C (86°F) and ambient light. From a microbiological point of view, unless the
method of opening precludes the risk of microbial contamination, the product should be used
immediately. If not used immediately, in-use storage times and conditions are the responsibility of the
user.

6.4 Special precautions for storage

Store in a refrigerator (2°C-8°C).
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Do not freeze.
Store in the original package in order to protect from light.

For storage conditions of the opened medicinal product (see section 6.3).
6.5 Nature and contents of container

15 mL solution in a Type 1 glass vial with an elastomeric closure and an aluminium seal with a
flip-off button containing 1,800 mg of daratumumab. Pack size of 1 vial.

6.6  Special precautions for disposal and other handling
DARZALEX solution for subcutaneous injection is for single use only and is ready to use.

DARZALEX solution for subcutaneous injection should be a clear to opalescent and colourless to
yellow solution. Do not use if opaque particles, discoloration or other foreign particles are present.

DARZALEX solution for subcutaneous injection is compatible with polypropylene or polyethylene
syringe material; polypropylene, polyethylene, or polyvinyl chloride (PVC) subcutaneous infusion
sets; and stainless steel transfer and injection needles.

Remove the DARZALEX solution for subcutaneous injection vial from refrigerated storage (2°C-8°C)
and equilibrate to ambient temperature (15°C-30°C). The unpunctured vial may be stored at ambient
temperature and ambient light for a maximum of 24 hours in the original carton to protect from
light. Keep out of direct sunlight. Do not shake.

Prepare the dosing syringe in controlled and validated aseptic conditions. Once transferred from the
vial into the syringe, store DARZALEX solution for subcutaneous injection for up to 4 hours at
ambient temperature and ambient light (see section 6.3).

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.  MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1101/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 20 May 2016

Date of latest renewal: 24 April 2017

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX I1

MANUFACTURERS OF THE BIOLOGICAL ACTIVE
SUBSTANCEAND MANUFACTURE RESPONSIBLE FOR
BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURERS OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers of the biological active substance

Biogen Inc.

5000 Davis Drive
Research Triangle Park
North Carolina

27709

United States

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy, Co. Cork
Ireland

Samsung Biologics Co, LTD
300, Songdo bio-daero,
Yeonsu-gu, Incheon, 21987,
Republic of Korea

Biogen (Denmark) Manufacturing ApS
Biogen Alle 1

Hillerod, 3400

Denmark (DNK)

Name and address of the manufacturer responsible for batch release

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

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union

reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.
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D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

° Additional risk minimisation measures

Prior to the launch of DARZALEX (daratumumab) in each Member State (MS) the Marketing
Authorisation Holder (MAH) must agree about the content and format of the educational materials,
aiming at increasing awareness about the Important Identified Risk of “Interference for blood typing
(minor antigen) (Positive Indirect Coombs’ test)” and providing guidance on how to manage it.

The MAH shall ensure that in each MS where DARZALEX (daratumumab) is marketed, all HCPs and

patients who are expected to prescribe, dispense and receive this product have access to/are provided

with the below.

The HCPs and Blood Banks educational materials, shall contain the following key elements:

o The guide for HCPs and Blood Banks, to advice about the risk of interference for blood typing
and how to minimise it;

o The Patient Alert Card.

The Guide for HCP and Blood Banks shall contain the following key elements:

o All patients should be typed and screened prior to start treatment with daratumumab;
alternatively, phenotyping may also be considered;
o Daratumumab-mediated positive indirect Coombs test (interfering with cross-matching of

blood) may persist for up to 6 months after the last product’s infusion, therefore, the HCP
should advise the patient to carry the Patient Alert Card until 6 months after the treatment has
ended;

o Daratumumab bound to Red Blood Cells (RBCs) may mask the detection of antibodies to minor
antigens in the patient’s serum,;

o The determination of a patient’s ABO and Rh blood type are not impacted;

o The interference mitigation methods include treating reagent RBCs with dithiothreitol (DTT) to
disrupt daratumumab binding or other locally validated methods. Since the Kell Blood group
system is also sensitive to DTT treatment, Kell-negative units should be supplied after ruling
out or identifying alloantibodies using DTT-treated RBCs. Alternatively, genotyping may also
be considered;

o In case of urgent need for transfusion, non-cross matched ABO/RhD compatible RBC units can
be administered as per local bank practices;

o In the event of a planned transfusion, the HCPs should notify blood transfusion centres about
the interference with indirect antiglobulin tests;

o Reference to the need to consult the Summary of Product Characteristics (SmPC);

o Reference to the need of giving the Patient Alert Card to the patients and to advise them to
consult the Package Leaflet (PL).
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The Patient Alert Card, shall contain the following key elements:

O

A warning message for HCPs treating the patient at any time, including in conditions of
emergency, that the patient is using DARZALEX (daratumumab), and that this treatment is
associated with the Important Identified Risk of Interference for blood typing (minor antigen)
(Positive Indirect Coombs’ test), which might persist for up to 6 months after the last product’s
infusion, and a clear reference that the patient should continue to carry this card until 6 months
after the treatment has ended;

Contact details of the DARZALEX (daratumumab) prescriber;

Reference to the need to consult the Package Leaflet (PL).
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON FOR INITIATION PACK COMPRISING 11 PACKS (WITH BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 5 mL concentrate contains 100 mg of daratumumab (20 mg/mL).
Each vial of 20 mL concentrate contains 400 mg of daratumumab (20 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: glacial acetic acid, mannitol (E421), polysorbate 20, sodium acetate trihydrate, sodium
chloride, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
Initiation pack: 11 vials (6 x 5 mL vials + 5 x 20 mL vials)

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use after dilution.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1101/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (100 mg/400 mg) FOR 1 VIAL COMPONENT AS INTERMEDIATE
PACK/COMPONENT OF AN INITIATION PACK (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 5 mL concentrate contains 100 mg of daratumumab (20 mg/mL).
Each vial of 20 mL concentrate contains 400 mg of daratumumab (20 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: glacial acetic acid, mannitol (E421), polysorbate 20, sodium acetate trihydrate, sodium
chloride, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion

1 vial, 100 mg/5 mL

1 vial, 400 mg/20 mL

Component of an initiation pack, cannot be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use after dilution.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1101/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (100 mg/400 mg) (WITH BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 5 mL concentrate contains 100 mg of daratumumab (20 mg/mL).
Each vial of 20 mL concentrate contains 400 mg of daratumumab (20 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: glacial acetic acid, mannitol (E421), polysorbate 20, sodium acetate trihydrate, sodium
chloride, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1 vial, 100 mg/5 mL
1 vial, 400 mg/20 mL

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use after dilution.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

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

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab
For intravenous use after dilution

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

100 mg/5 mL
400 mg/20 mL

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

DARZALEX 1,800 mg solution for injection
daratumumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One 15 mL vial contains 1,800 mg of daratumumab (120 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: recombinant human hyaluronidase (rHuPH20), L-histidine, L-histidine hydrochloride
monohydrate, L-methionine, polysorbate 20, sorbitol, water for injections. See leaflet for further
information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For subcutaneous use only

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
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Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1101/004

| 13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

DARZALEX 1,800 mg solution for injection
daratumumab
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

15 mL

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you are given this medicine because it contains important

information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or nurse.

- If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

What DARZALEX is and what it is used for

What you need to know before you are given DARZALEX
How DARZALEX is given

Possible side effects

How to store DARZALEX

Contents of the pack and other information

AR S e

1. What DARZALEX is and what it is used for

What DARZALEX is

DARZALEX is a cancer medicine that contains the active substance daratumumab. It belongs to a
group of medicines called “monoclonal antibodies”. Monoclonal antibodies are proteins that have
been designed to recognise and attach to specific targets in the body. Daratumumab has been designed
to attach to specific cancer cells in your body, so that your immune system can destroy the cancer
cells.

What DARZALEX is used for
DARZALEX is used in adults 18 years or older, who have a type of cancer called “multiple
myeloma”. This is a cancer of your bone marrow.

2. What you need to know before you are given DARZALEX

You must not be given DARZALEX

- if you are allergic to daratumumab or any of the other ingredients of this medicine (listed in
section 6).

Do not use DARZALEX if the above applies to you. If you are not sure, talk to your doctor or nurse

before you are given DARZALEX.

Warnings and precautions
Talk to your doctor or nurse before you are given DARZALEX:

Infusion-related reactions

DARZALEX is given as an infusion (drip) into a vein. Before and after each infusion of DARZALEX,
you will be given medicines which help to lower the chance of infusion-related reactions (see
“Medicines given during treatment with DARZALEX” in section 3). These reactions can happen
during the infusion or in the 3 days after the infusion.

In some cases you may have a severe allergic reaction which may include a swollen face, lips, mouth,
tongue or throat, difficulty swallowing or breathing or an itchy rash (hives).
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Tell your doctor or nurse straight away if you get any of the infusion-related reactions listed at the top
of section 4.

If you get infusion-related reactions, you may need other medicines, or the infusion may need to be
slowed down or stopped. When these reactions go away, or get better, the infusion can be started
again.

These reactions are most likely to happen with the first infusion. If you have had an infusion-related
reaction once it is less likely to happen again. Your doctor may decide not to use DARZALEX if you
have a strong infusion reaction.

Decreased blood cell counts

DARZALEX can decrease white blood cell counts which help fight infections, and blood cells called
platelets which help to clot blood. Tell your healthcare provider if you develop fever or if you have
signs of bruising or bleeding.

Blood transfusions

If you need a blood transfusion, you will have a blood test first to match your blood type.
DARZALEX can affect the results of this blood test. Tell the person doing the test that you are using
DARZALEX.

Hepatitis B

Tell your doctor if you have ever had or might now have a hepatitis B infection. This is because
DARZALEX could cause hepatitis B virus to become active again. Your doctor will check you for
signs of this infection before, during and for some time after treatment with DARZALEX. Tell your
doctor right away if you get worsening tiredness, or yellowing of your skin or white part of your eyes.

Children and adolescents
Do not give DARZALEX to children or young people below 18 years of age. This is because it is not
known how the medicine will affect them.

Other medicines and DARZALEX
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
This includes medicines you can get without a prescription, and herbal medicines.

Pregnancy

Talk to your doctor or nurse before you are given DARZALEX if you are pregnant, think you might
be pregnant or are planning to have a baby.

If you become pregnant while being treated with this medicine, tell your doctor or nurse straight away.
You and your doctor will decide if the benefit of having the medicine is greater than the risk to your
baby.

Contraception
Women who are being given DARZALEX should use effective contraception during treatment and for
3 months after treatment.

Breast-feeding

You and your doctor will decide if the benefit of breast-feeding is greater than the risk to your baby.
This is because the medicine may pass into the mother’s milk and it is not known how it will affect the
baby.

Driving and using machines
You may feel tired after taking DARZALEX which may affect your ability to drive or use machines.

DARZALEX contains sodium

This medicine contains 9.3 mg sodium (main component of cooking/table salt) in each 5 mL vial. This
is equivalent to 0.46% of the recommended maximum daily dietary intake of sodium for an adult.
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This medicine contains 37.3 mg sodium (main component of cooking/table salt) in each 20 mL vial.
This is equivalent to 1.86% of the recommended maximum daily dietary intake of sodium for an adult.

3. How DARZALEX is given

How much is given
Your doctor will work out your dose and schedule of DARZALEX. The dose of DARZALEX will
depend on your body weight.

The usual starting dose of DARZALEX is 16 mg per kg of body weight. DARZALEX may be given
alone or together with other medicines used to treat multiple myeloma.
When given alone, DARZALEX is given as follows:

o once a week for the first 8 weeks
o then once every 2 weeks for 16 weeks
o then once every 4 weeks after that as long as your condition does not worsen.

When DARZALEX is given together with other medicines your doctor may change the time between
doses as well as how many treatments you will receive.

In the first week your doctor may give you the DARZALEX dose split over two consecutive days.
How the medicine is given
DARZALEX will be given to you by a doctor or nurse. It is given as a drip into a vein (“intravenous

infusion”) over several hours.

Medicines given during treatment with DARZALEX
You may be given medicines to lower the chance of getting shingles.

Before each infusion of DARZALEX you will be given medicines which help to lower the chance of
infusion-related reactions. These may include:

o medicines for an allergic reaction (anti-histamines)
. medicines for inflammation (corticosteroids)
. medicines for fever (such as paracetamol).

After each infusion of DARZALEX you will be given medicines (such as corticosteroids) to lower the
chance of infusion-related reactions.

People with breathing problems

If you have breathing problems, such as asthma or Chronic Obstructive Pulmonary Disease (COPD),
you will be given medicines to inhale which help your breathing problems:

o medicines to help the airways in your lungs stay open (bronchodilators)

o medicines to lower swelling and irritation in your lungs (corticosteroids)

If you are given more DARZALEX than you should
This medicine will be given by your doctor or nurse. In the unlikely event that you are given too much
(an overdose) your doctor will check you for side effects.

If you forget your appointment to have DARZALEX

It is very important to go to all your appointments to make sure your treatment works. If you miss an
appointment, make another one as soon as possible.

If you have any further questions on the use of this medicine, ask your doctor or nurse.
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4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Infusion-related reactions

Tell your doctor or nurse straight away if you get any of the following signs of an infusion-related
reaction during or in the 3 days after the infusion. You may need other medicines, or the infusion may
need to be slowed down or stopped.

These reactions are very common (may affect more than 1 in 10 people):

o chills

sore throat, cough

feeling sick (nausea)

vomiting

itchy, runny or blocked nose

feeling short of breath or other breathing problems.

Other common symptoms (affecting up to 1 in 10 people) are:

o chest discomfort

o dizziness or lightheadedness (hypotension)
o itching

o wheezing.

Rare (may affect up to 1 in 1,000 people):
e Severe allergic reaction which may include a swollen face, lips, mouth, tongue or throat, difficulty
swallowing or breathing or an itchy rash (hives).

If you get any of the infusion-related reactions above, tell your doctor or nurse straight away.

Other side effects

Very common (may affect more than 1 in 10 people):

o fever

feeling very tired

diarrhoea

constipation

decreased appetite

headache

nerve damage that may cause tingling, numbness, or pain

high blood pressure

muscle spasms

swollen hands, ankles or feet

feeling weak

back pain

chills

lung infection (pneumonia)

bronchitis

infections of the airways — such as nose, sinuses or throat

low number of red blood cells which carry oxygen in the blood (anaemia)
low number of white blood cells which help fight infections (neutropenia, lymphopenia,
leukopenia)

o low number of a type of blood cell called platelets which help to clot blood (thrombocytopenia)
o unusual feeling in the skin (such as a tingling or crawling feeling).

Common (may affect up to 1 in 10 people):
. irregular heart beat (atrial fibrillation)
o build up of fluid in the lungs making you short of breath
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flu

urinary tract infection

severe infection throughout the body (sepsis)
dehydration

high level of sugar in the blood

low level of calcium in the blood

inflamed pancreas

Uncommon (may affect up to 1 in 100 people)
o inflamed liver (hepatitis)

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store DARZALEX

DARZALEX will be stored at the hospital or clinic.

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton after “EXP”. The expiry
date refers to the last day of that month.

Store in a refrigerator (2°C-8°C). Do not freeze.
Store in the original package in order to protect from light.
Medicines should not be disposed of via wastewater or household waste. Your healthcare professional

will throw away any medicines that are no longer being used. These measures will help protect the
environment.

6. Contents of the pack and other information
What DARZALEX contains
o The active substance is daratumumab. One mL of concentrate contains 20 mg daratumumab.

Each vial of 5 mL concentrate contains 100 mg of daratumumab. Each vial of 20 mL
concentrate contains 400 mg of daratumumab.

o The other ingredients are glacial acetic acid, mannitol (E421), polysorbate 20, sodium acetate
trihydrate, sodium chloride and water for injections (see “DARZALEX contains sodium” in
section 2).

What DARZALEX looks like and contents of the pack
DARZALEX is a concentrate for solution for infusion and is a colourless to yellow liquid.
DARZALEX is supplied as a carton pack containing 1 glass vial.

DARZALEX is also supplied as an initiation pack containing 11 vials: (6 x 5 mL vials + 5 x 20 mL
vials).

Marketing Authorisation Holder
Janssen-Cilag International NV
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Turnhoutseweg 30
B-2340 Beerse
Belgium

Manufacturer
Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
The Netherlands

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»JKoHCBHH & JxonchH bearapus” EOO/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

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

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

Eesti

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

ee(@its.jnj.com

E)ada
Janssen-Cilag ®appoaxevtikn A.E.B.E.
TmA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com
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Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

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



Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvafoc Xoatinroavaynig Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

This leaflet was last revised in MM/YYYY.

Other sources of information

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

Slovenija
Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00

Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom
Janssen-Cilag Ltd.
Tel: +44 1 494 567 444

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.cu.

The following information is intended for healthcare professionals only:

This medicinal product is for single-use only.

Prepare the solution for infusion using aseptic technique as follows:

. Calculate the dose (mg), total volume (mL) of DARZALEX solution required and the number
of DARZALEX vials needed based on patient weight.

o Check that the DARZALEX solution is colourless to yellow. Do not use if opaque particles,
discolouration or other foreign particles are present.

o Using aseptic technique, remove a volume of 0.9% Sodium Chloride from the infusion
bag/container that is equal to the required volume of DARZALEX solution.

. Withdraw the necessary amount of DARZALEX solution and dilute to the appropriate volume
by adding to an infusion bag/container containing 0.9% Sodium Chloride. Infusion
bags/containers must be made of polyvinylchloride (PVC), polypropylene (PP), polyethylene
(PE) or polyolefin blend (PP+PE). Dilute under appropriate aseptic conditions. Discard any

unused portion left in the vial.

o Gently invert the bag/container to mix the solution. Do not shake.


http://www.ema.europa.eu/

o Visually inspect parenteral medicinal products for particulate matter and discolouration prior to
administration. The diluted solution may develop very small, translucent to white proteinaceous
particles, as daratumumab is a protein. Do not use if visibly opaque particles, discolouration or
foreign particles are observed.

o Since DARZALEX does not contain a preservative, diluted solutions should be administered
within 15 hours (including infusion time) at room temperature (15°C-25°C) and in room light.
o If not used immediately, the diluted solution can be stored prior to administration for up to
24 hours at refrigerated conditions (2°C-8°C) and protected from light. Do not freeze.
o Administer the diluted solution by intravenous infusion using an infusion set fitted with a flow

regulator and with an in-line, sterile, non-pyrogenic, low protein-binding polyethersulfone
(PES) filter (pore size 0.22 or 0.2 micrometre). Polyurethane (PU), polybutadiene (PBD), PVC,
PP or PE administration sets must be used.

o Do not infuse DARZALEX concomitantly in the same intravenous line with other agents.

o Do not store any unused portion of the infusion solution for reuse. Any unused product or waste
material should be disposed of in accordance with local requirements.

Traceability
In order to improve the traceability of biological medicinal products, the tradename and the batch

number of the administered product should be clearly recorded.

81



Package leaflet: Information for the patient

DARZALEX 1,800 mg solution for injection
daratumumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you are given this medicine because it contains important

information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or nurse.

- If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

1. What DARZALEX is and what it is used for

2. What you need to know before you are given DARZALEX
3. How DARZALEX is given

4. Possible side effects

5. How to store DARZALEX

6. Contents of the pack and other information

1. What DARZALEX is and what it is used for

What DARZALEX is

DARZALEX is a cancer medicine that contains the active substance daratumumab. It belongs to a
group of medicines called “monoclonal antibodies”. Monoclonal antibodies are proteins that have
been designed to recognise and attach to specific targets in the body. Daratumumab has been designed
to attach to specific cancer cells in your body, so that your immune system can destroy the cancer
cells.

What DARZALEX is used for
DARZALEX is used in adults 18 years or older, who have a type of cancer called “multiple
myeloma”. This is a cancer of your bone marrow.

2. What you need to know before you are given DARZALEX

You must not be given DARZALEX

- if you are allergic to daratumumab or any of the other ingredients of this medicine (listed in
section 6).

Do not use DARZALEX if the above applies to you. If you are not sure, talk to your doctor or nurse

before you are given DARZALEX.

Warnings and precautions
Talk to your doctor or nurse before you are given DARZALEX:

Infusion-related reactions

DARZALEX is given as a subcutaneous injection using a small needle to inject the medicine under
your skin. Before and after each injection, you will be given medicines which help to lower the chance
of infusion-related reactions (see “Medicines given during treatment with DARZALEX” in section 3).
These reactions are most likely to happen with the first injection and most reactions occur on the day
of injection. If you have had an infusion-related reaction once it is less likely to happen again.
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However, delayed reactions can happen up to 3-4 days after the injection. Your doctor may decide not
to use DARZALEX if you have a strong reaction after the injection.

In some cases you may have a severe allergic reaction which may include a swollen face, lips, mouth,
tongue or throat, difficulty swallowing or breathing or an itchy rash (hives). See section 4.

Tell your doctor or nurse straight away if you get any of the infusion-related reactions listed at the top
of section 4. If you get infusion-related reactions, you may need other medicines to treat your
symptoms, or the injections may need to be stopped. When these reactions go away, or get better, the
injection can be started again.

Decreased blood cell counts

DARZALEX can decrease white blood cell counts which help fight infections, and blood cells called
platelets which help to clot blood. Tell your healthcare provider if you develop any symptoms of
infection such as fever or any symptoms of decreased platelet counts such as bruising or bleeding.

Blood transfusions

If you need a blood transfusion, you will have a blood test first to match your blood type.
DARZALEX can affect the results of this blood test. Tell the person doing the test that you are using
DARZALEX.

Hepatitis B
Tell your doctor if you have ever had or might now have a hepatitis B infection. This is because

DARZALEX could cause hepatitis B virus to become active again. Your doctor will check you for
signs of this infection before, during and for some time after treatment with DARZALEX. Tell your
doctor right away if you get worsening tiredness, or yellowing of your skin or white part of your eyes.

Children and adolescents
Do not give DARZALEX to children or adolescents below 18 years of age. This is because it is not
known how the medicine will affect them.

Other medicines and DARZALEX
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
This includes medicines you can get without a prescription, and herbal medicines.

Pregnancy

Talk to your doctor or nurse before you are given DARZALEX if you are pregnant, think you might
be pregnant or are planning to have a baby.

If you become pregnant while being treated with this medicine, tell your doctor or nurse straight away.
You and your doctor will decide if the benefit of having the medicine is greater than the risk to your
baby.

Contraception
Women who are being given DARZALEX should use effective contraception during treatment and for
3 months after treatment.

Breast-feeding

You and your doctor will decide if the benefit of breast-feeding is greater than the risk to your baby.
This is because the medicine may pass into the mother’s milk and it is not known how it will affect the
baby.

Driving and using machines
You may feel tired after taking DARZALEX which may affect your ability to drive or use machines.

DARZALEX solution for subcutaneous injection contains sodium

This medicine contains less than 1 mmol sodium (23 mg) per 15 mL, that is to say essentially
‘sodium-free’.
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DARZALEX solution for subcutaneous injection contains sorbitol

Sorbitol is a source of fructose. If your doctor has told you that you have an intolerance to some sugars
or if you have been diagnosed with hereditary fructose intolerance (HFI), a rare genetic disorder in
which a person cannot break down fructose, talk to your doctor before you take this medicine.

3. How DARZALEX is given

How much is given
The dose of DARZALEX solution for subcutaneous injection is 1,800 mg.

DARZALEX may be given alone or together with other medicines used to treat multiple myeloma.
When given alone, DARZALEX is given as follows:

o once a week for the first 8 weeks
o then once every 2 weeks for 16 weeks
o then once every 4 weeks after that as long as your condition does not worsen.

When DARZALEX is given together with other medicines your doctor may change the time between
doses as well as how many treatments you will receive.

How the medicine is given

DARZALEX will be given to you by a doctor or nurse as an injection under your skin (subcutaneous
injection) over approximately 3 to 5 minutes. It is given in the stomach area (abdomen), not in other
sites of the body, and not into areas of the abdomen where the skin is red, bruised, tender, hard or
where there are scars.

If you experience pain during the injection, the doctor or nurse may interrupt the injection and give
you the remaining injection in another area of your abdomen.

Medicines given during treatment with DARZALEX
You may be given medicines to lower the chance of getting shingles.

Before each injection of DARZALEX you will be given medicines which help to lower the chance of
infusion-related reactions. These may include:

o medicines for an allergic reaction (anti-histamines)
. medicines for inflammation (corticosteroids)
. medicines for fever (such as paracetamol).

After each injection of DARZALEX you will be given medicines (such as corticosteroids) to lower the
chance of infusion-related reactions.

People with breathing problems

If you have breathing problems, such as asthma or Chronic Obstructive Pulmonary Disease (COPD),
you will be given medicines to inhale which help your breathing problems:

o medicines to help the airways in your lungs stay open (bronchodilators)

. medicines to lower swelling and irritation in your lungs (corticosteroids)

If you are given more DARZALEX than you should
This medicine will be given by your doctor or nurse. In the unlikely event that you are given too much
(an overdose) your doctor will check you for side effects.

If you forget your appointment to have DARZALEX

It is very important to go to all your appointments to make sure your treatment works. If you miss an
appointment, make another one as soon as possible.

If you have any further questions on the use of this medicine, ask your doctor or nurse.
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4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Infusion-related reactions
Tell your doctor or nurse straight away if you get any of the following symptoms within 3-4 days after
the injection. You may need other medicines, or the injection may need to be interrupted or stopped.

These reactions include the following symptoms:

Very common (may affect more than 1 in 10 people):
chills

sore throat, cough

feeling sick (nausea)

vomiting

itchy, runny or blocked nose

feeling short of breath or other breathing problems.

Common (may affect up to 1 in 10 people):

o chest discomfort

o dizziness or lightheadedness (hypotension)
o itching

o wheezing.

Rare (may affect up to 1 in 1,000 people):
. Severe allergic reaction which may include a swollen face, lips, mouth, tongue or throat,
difficulty swallowing or breathing or an itchy rash (hives). See section 2.

If you get any of the infusion-related reactions above, tell your doctor or nurse straight away.

Injection site reactions

Skin reactions at or near the injection site (local), including injection site reactions, can happen with
DARZALEX solution for subcutaneous injection. These reactions are common (may affect up to 1 in
10 people) and symptoms may include:

o redness of the skin

o itching

o swelling

Other side effects

Very common (may affect more than 1 in 10 people):
o fever

feeling very tired

diarrhoea

constipation

decreased appetite

difficulty sleeping

headache

nerve damage that may cause tingling, numbness, or pain
muscle spasms

joint pain

high blood pressure

swollen hands, ankles or feet

feeling weak

back pain
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lung infection (pneumonia)

bronchitis

infections of the airways — such as nose, sinuses or throat

low number of red blood cells which carry oxygen in the blood (anaemia)

low number of white blood cells which help fight infections (neutropenia, lymphopenia,
leukopenia)

o low number of a type of blood cell called platelets which help to clot blood (thrombocytopenia)

Common (may affect up to 1 in 10 people):

irregular heart beat (atrial fibrillation)

build up of fluid in the lungs making you short of breath
urinary tract infection

severe infection throughout the body (sepsis)
dehydration

high level of sugar in the blood

low level of calcium in the blood

feeling dizzy

chest muscle pain

flu

chills

rash

itching

unusual feeling in the skin (such as a tingling or crawling feeling)
inflamed pancreas

Uncommon (may affect up to 1 in 100 people)
. inflamed liver (hepatitis)

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store DARZALEX

DARZALEX solution for subcutaneous injection will be stored at the hospital or clinic.

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and vial after “EXP”. The
expiry date refers to the last day of that month.

Store in a refrigerator (2°C-8°C). Do not freeze.
Store in the original package in order to protect from light.
Medicines should not be disposed of via wastewater or household waste. Your healthcare professional

will throw away any medicines that are no longer being used. These measures will help protect the
environment.
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6. Contents of the pack and other information

What DARZALEX contains

. The active substance is daratumumab. One mL of solution contains 120 mg daratumumab. One
vial of 15 mL solution for injection contains 1,800 mg of daratumumab.

o The other ingredients are recombinant human hyaluronidase (rHuPH20), L-histidine, L-histidine

hydrochloride monohydrate, L-methionine, polysorbate 20, sorbitol (E420), and water for
injections (see “DARZALEX contains sodium and sorbitol” in section 2).

What DARZALEX looks like and contents of the pack

DARZALEX solution for subcutaneous injection is a colourless to yellow liquid.

DARZALEX solution for subcutaneous injection is supplied as a carton pack containing 1 single-dose
glass vial.

Marketing Authorisation Holder
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

Manufacturer

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

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"

Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88

janssen@jacbe.jnj.com It@its.jnj.com

Bbbarapus Luxembourg/Luxemburg

»JokoHCHH & JIxoHCchH bhirapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11

jisafety@its.jnj.com janssen@jacbe.jnj.com

Ceska republika Magyarorszag

Janssen-Cilag s.t.0. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD

TIf: +45 4594 8282 Tel: +356 2397 6000

jacdk@its.jnj.com

Deutschland Nederland

Janssen-Cilag GmbH Janssen-Cilag B.V.

Tel: +49 2137 955 955 Tel: +31 76 711 1111

jancil@its.jnj.com janssen@jacnl.jnj.com
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Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

EALada
Janssen-Cilag ®oppokevtikr A.E.B.E.
TnA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

fsland
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvafoc Xoatlnroavaynig Atod
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

This leaflet was last revised in MM/YYYY.

Other sources of information

Norge

Janssen-Cilag AS

TIf: +47 24 12 65 00
jacno@its.jnj.com
Osterreich

Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

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

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

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00

Janssen safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom
Janssen-Cilag Ltd.
Tel: +44 1 494 567 444

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.



http://www.ema.europa.eu/

The following information is intended for healthcare professionals only:
DARZALEX solution for subcutaneous injection should be administered by a healthcare professional.

To prevent medication errors, it is important to check the vial labels to ensure that the appropriate
formulation (intravenous or subcutaneous formulation) and dose is being given to the patient as
prescribed. DARZALEX solution for injection should be given by subcutaneous injection only, using
the dose specified. DARZALEX subcutaneous formulation is not intended for intravenous
administration.

DARZALEX solution for subcutaneous injection is for single use only and is ready to use.

e DARZALEX solution for subcutaneous injection is compatible with polypropylene or
polyethylene syringe material; polypropylene, polyethylene, or polyvinyl chloride (PVC)
subcutaneous infusion sets; and stainless steel transfer and injection needles.

e DARZALEX solution for subcutaneous injection should be a clear to opalescent and colourless to
yellow solution. Do not use if opaque particles, discoloration or other foreign particles are
present.

e Remove the DARZALEX solution for subcutaneous injection vial from refrigerated storage (2°C
— 8°C) and equilibrate to ambient temperature (15°C—30°C). The unpunctured vial may be stored
at ambient temperature and ambient light for a maximum of 24 hours in the original carton to
protect from light. Keep out of direct sunlight. Do not shake.

e Prepare the dosing syringe in controlled and validated aseptic conditions.

e To avoid needle clogging, attach the hypodermic injection needle or subcutaneous infusion set to
the syringe immediately prior to injection.

Storage of prepared syringe
e If the syringe containing DARZALEX is not used immediately, store the solution of DARZALEX
for up to 4 hours at ambient temperature and ambient light.

Administration

e Inject 15 mL DARZALEX solution for subcutaneous injection into the subcutaneous tissue of the
abdomen approximately 7.5 cm to the right or left of the navel over approximately 3-5 minutes.
Do not inject DARZALEX solution for subcutaneous injection at other sites of the body as no data
are available.

e Injection sites should be rotated for successive injections.

e DARZALEX solution for subcutaneous injection should never be injected into areas where the
skin is red, bruised, tender, hard or areas where there are scars.

e Pause or slow down delivery rate if the patient experiences pain. In the event pain is not alleviated
by slowing down the injection, a second injection site may be chosen on the opposite side of the
abdomen to deliver the remainder of the dose.

e During treatment with DARZALEX solution for subcutaneous injection, do not administer other
medicinal products for subcutaneous use at the same site as DARZALEX.

e Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Traceability
In order to improve the traceability of biological medicinal products, the tradename and the batch

number of the administered product should be clearly recorded.
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DARZQURO ° Combination Subcutaneous Injection
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1. 2&

FEDFREZ., BRARICHARETE PERERICE
T, EMHFEEEHEOARRICH L THLGHE - BRERH
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3.1 #AR%
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13.5mg, AU Y /L_X— |20 6.0mg
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EOPie A2 I valz&G5T 528, £, BRMED
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7.5 Infusion reaction WREE LA, UTD X oI, AHA|
OFH L, B G5HE OB TS WU AE T 2 &,
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AL O WAERPIEIR DR FUCIEE T D 2 &, AAlOBSIZ
0 B RFR AN AOEEHLICL AN S B b
e D, [8.4, 11.1.3 BI]
9.1.3 AE 65kg LTDEH
IR ERIA S O B BEIIR ORI D Z R H D,
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Sz, 2 EAUBEORGRHICHLRO b TW5, BE
MR LT AR, AR OG- Pl Tk L) 7
WUEZATH & & BT, ERMREET 2 F TRFORESL |+
INCHBIERTH 2 b, EJED infusion reaction 23iR¥H HiL
7256 AKBIOF S P IR0 L E 21T 5 Z & [7. 4.
7.5 Z]

11.1.2 BEEHIH
ek (16, 6%) /D (14, 3%), U oo <Bkjk
(7.9%) B OFEEMEAF PERPBDAE (1. 0%) S5O B fAnH 23
bHbbdIENbb, [8.1. 9.1.3 B[]

11.1.3 RREGE
ftiZe (3.6%) CHUMAE (0.5 %) ZFDOEEREYLES, B
FROANVAOTIEMH LR H LD ERH D, [8. 4,
9.1.2 ]

11.1. 4 [ESRRIEAEIERE (BHEAE)
BN NG ATl el EBERR, ®IR
2 ME VRIS OF 5 BHTH) &24T9 & & bIT, SERA
EIET 5 £ TREDREE +0ICBlEZT 52 L, (8.3 B

11.1.5 EEMHRRE (0.5%)
HENRBD NS AR, A0 2Rl BEIZ
Ji UCL S CT, Iy~ — " —S0ORELFEHTHE &b
2, WU REEITO 2L,

11.2 20 &EIERA

10%A 17 s AR
5Lk BA T
BYER Y | FRGER: | KAk, R
FFA BE BRI, A v~
%= N
A NA TR
7 A I A G
Mgy | £ 1 Bk
v R
1R R OV BHRGR, K| EdbE, Bk
HpEE HV 7 ML
SiE
e i TRARE
TR s FEED E
VN RRE PRI
H=a—na
F—. BEIH.
BEICH
Dok oYz i)
I e 1
2 E N ] ML R, 8% | K E
2 OERR Wk
[
H Ik T NN /N
Mg -
FEs L Z 9 FEIE &5
F2 T R b
R SR & e, BRI
OVt ALk Ji. B RESR
[ Madin, I
—f - s | B K HAE T
BEE R O | 9, TERHED [ JE. TEFERAL
R VAR /NI VA A FLEE, RRYPE
e IR

12. BERBRERERICRZTHE
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+5 2 &, Kell MERIHUR I DIT LBECTEMES 5D T, R
AR 7 J—=2 271280 T Kell Mg HE 253 % 51
KOFMATREEEL 725 2 EICEETH L, U [8.2 BIH]
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RBER AL T VL, BIRL ORI T CTRE 24 BFERE N T
x5,

141 4 FEREOFEE Y ZWET 572012 B G ERIC . IS
TR TFHESE Y ba2 U DIl T 5,
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TORME BEIR) B ROEUBIE ST A—F &R IR
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CFA il = AR vE R 22)

£ 1 BAANOEIE UIEIAMED ZFRME HEIEEE 6 FliC
BT HAFYIE G O 1 HEME T ORME @ [BIH,
50 {) RGO LT Y L~ T DEYEE T A —4

PIE 5% 8 Al B & 5%
Crax 177 (27.8) 1092 (318)
(ug/mL)
AUCo-7day 990 (145) 7015 (1895)
(ug - day/mL)
Ty (day) 3.0 (2.9-7.0) 0.9(0.9-3.1)

FEfE REUERZS) . 7272 L Tmax 12 efi ()

16.1.2 MMY3012 358 (EFSHRFER. BEFIEE)

TR T ER AT O 2 FEE HE L 259 B, AA] 15mL &
AR T8, FiW\C 2 MMM T 16, T LI 48
MR CRAER Fi5 Ui, FHMER L 7> L~ TRET,
PIE 5255 3 B2 124pg/mL, 1 HFEE TORK (8 [H]

H) #5005 1 % Q HEREG~0BITH) ofh
AIflZ 582ug/mL, 2 AR CTOMEEZES»E 3 BRI
738ug/mL. 2 WM CORME G 2 W% (4 B
BeH~DBITH) O 5H1IZ 555pg/nl, 4 HERERG~0B
7655 » B %O 5/ 29Tug/nl Th o712, ¥
16. 1.3 MMY2040 KB (EIFFERRER. RLTVYI T, AL
2750 RUVOTL R=ZYOUXIE prednisone* & D H AR
&)
RIGHD S REEBE 67 B, AK| 16 mL ZHRNT
VIT L ANT T KRONT L =Y 1a XL prednisone®
L OPFAIEICT 1 HEBERET 6 ., FiV T3 BT 48
W, ZLARRE 4 EFNECRIER TS Lz, g
XTI AT REX, PIEERG 5 3 BRIC 99 we/nl, 1
W TORNE (6 BIH) 5000 1 A% (3 mEERE
H~OBATH) OFERHIC 482 ng/ml, 3 N TOHIE
BhH25 3 HEIZ 612 pe/nl, 3 B TO 3 HAHKYS
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TaT 7V — AHERROREREEEZ 3L A VDR
DORNEEEZET 5, X7 v T 7V — ARER K Oz H
BRI TR IEHINE O B SUT EEATE O 23V B BEIE R 522
Blastgic, £ 7Y h<7 GEfaHfZ) SEE s s
PPRIENT 6 D ARFNHEMPRIE OIS MEZ BT 5T & L
(LIRS R et 2 520 L 7=, EERHEEE O —->Th
5 W ELS K D Z8E0 I AAIEE T 41, 1% (95%15 1 IX T -
35. 1~47.3%) (108/263 f5l), ¥ 7V A~ (i1l x)
A AR TIE 37, 1% (95%(EAE XA : 31. 2~43. 3%)
(96/259 i) THVY ., FHHEOKIT 1. 11 (95%ZHEIXH :
0.89~1.37) Thotz, £/, b I —>OLEEFMEH TH
LiEEME TR T 7RE (8 3 YA 708 1 HA®RE
AT CEEIE AR AE) 1, AHIHECIE 593£306ug/mL, &
T A= (BB ) SR RA R CIX 522+
226pg/ml. TH YV | Ie@mMIET b T 7 REE O KT X
107.93% (90%(EMEX R : 95. 74~121.67%) Toh -7, LLEL
N, 7Y h~7 Gifs - z) SEEEERARC T 5
AREFEOIELEPRAE STz (201941 A8 B2 U=A
v hFT), P
) AFNORELOHE 28 Az 1A 27 LE L, £T YA
~7 &L LTI1E1,800mg (Rrerirm=F—t¥ 7L77
30,000 iz & &de) Z, 1 #MME (1~8#H) . 2 M
Bbs (9~24 A) KO 4 RN (258 A LK) TR F
Bh L7,
H2) 5V awT (BIGTHMRZ) SREHERE 0O sk O
B8 B 1A 24k L, 1[E 16meg/kg %, 1 MR
W (I~8E) . 2 MR (9~24 WA) KO 4 IR
B& (25 8 B LARR) C A R L7
H3) ELPEOWIE A  DREPRICONT, ¥ TV A~ (#
(R Z) AR/ 3 2 AR O Zh=R O b
O 95%BIEHEXRI D FIED 60%Lh ETH Y, 1oQfE
MG 7 ZREIZONT, TV A~T7 (Ea Tk
%) SR RAITE ST 2 AFIBEOKITEH o 90%15
FEXFE O FIREA 80%LL EDBAIT, # TV a~T (G
TR Z) A TR T T B AAIRE O E S M REE
EhizetTsrz L lanr,
ARAIEE 260 Bl 134 5] (51.5%) ICRIERANRO iz, £
72RIWEMIX. infusion reaction 68 f5i (26.2%). #f+HEkjE
JiE 32 B (12.3%) . M/ OBE 24 61 (9. 2%),  ERGERGY
211 (8.1%), & 21 f5] (8.1%) “Toh o7 (201947 A 8
HZV=hnhv A7),

17.1.2 MMY2040 3HER (ERR#E% THEERRRELER)

ZRMWFRIERS 132 # (BRNEH 4 BlEET) 3%
2. AAVTYIT ANVT 77RO L K=y a i
prednisone* & OFFFMEE MPB JR¥E) ICAHKZ Efed LA
FI/MPB L, WNCLF ) K REORTFH ALY o
R (Ld i) ICAARI 2 L LI=AR/Ld JREOER
PR OV e A B3 2 IE B WdEx BRGRER 2 90 L 7=, e
HIEIC L DI ERIT ., AHI/MPB BETIE 88. 1% (90%(Z#E X R -



79.5~93.9%) (59/67 #il) . AFHI/Ld BETIX 90.8% (90%f57HE

X[ : 82.6~95.9%) (59/65 fi]) T o7, ¥

FED)  AHIOFER O - AFI/MPB BETIE, 1~9 %4 7/ LE T
42 A% L YA 70, 10 A4 2 VLRI 28 A% 11 7 v
L, X7V A7 L LT1IE1,800mg (RLeT7/a=4F—
€ 777 30,000 B A ETe) &, 1 EMME (1~638H).
3 VARG (T~54 T H) RO 4 AR (55 ¥ A LG CHz
FEEG U7z, AHI/Ld LTI, 28 A% | FA 2718 L,
Y h<7E LT 1 MH 1,800mg (Rreriro=F—+¥ 7
/»77 30,000 Hfrz&te) % W (1~8 HA), 2

TR (9~24 WHE) KO 4 3 F%%mws HE L) TR
FEEG L7,

E2) ATV ITOMEROARE:21 AMZ 1 4ol L 1.3
mg/m* &5 1~2 %A 7 /LTI 2 [(1,4.8 KO 11 HE).,
% 3~18 A TITHE 1 | (1 kY8 AR) K F&EEX
IR G U7, e, JEIRIC S Ul s L7z,

M) ALT 7 ZUOMEROAR 42 AfE 1 Bl L, 9
PAZNAET 9 mg/mE 1, 2,3 RO 4 AEICROBE L
72 7ed5, FEMRICIS UM EE L7

H4) T RF=Ynm o XiI prednisone*®MEK O 42 AR%E
1AL, 9P A ZNLET 60 mg/m* % 1, 2, 3 KO 4
ABICRO#E Lz, Z2ds, SERICH U B L7z,

W) LU R FOMEROME 28 A% 1 4270 b L,
CrCL>60 mL/min O#EREITIL 25mg %, CrCL 30~60 mL/min
DOWHREITIT 10mg 2 1 B 1 [\, 21 AMEO#RELEZ, 72
B RIS U L7

E6) FRY ALY COMEROAE 28 AMEZ | oL,
40 mg & 1, 8, 15 KO 22 HBITHIRN IR OB S Lz,
723, FEARICE Ul B L7

s [E N AR

AFN P B ST 2 e EREAM kG451 132 i+ 93 {51

(70.5%) \ZRIWERM RO bz, F22RWER L. Infusion

reaction 33 5] (25.0%). #FHERMD 33 F1 (25.0%), M/

s 32 B (24. 2%) . FsEA23 5] (17.4%) . U >/ SERD

19 6 (14.4%) S Th o7z,

17.1.3 (£%) 20160275 (CANDOR) :ER (EFX k[ S MARESER

HER) - MR ERA

1~3v/f/@m%%méﬁ¢ ﬁ%ﬂi%%i@%%

BHFEEE 466 B (HANESE 31 flaEle) x5
w74»fif(ﬁ2@&5)&@?%ﬁ%&fymﬁﬁ%

5 (CAFRIE) & Cd IEICARK Z Efet LT DCA FRIE % Lhi

T 57 & MEIEEMRBER LR & i U7, R

HTo 5 WA fF I o L, DCd #ETlEAREE, Cd

BT 158 # H (95%(EHE XM : 12.1~HEEARRE) TH V., DCd

BECHREFFNICHEBERIERE 2/~ LTz [~ — R 0.630, 95%

15HEIX M 1 0.464~0.854, p=0.0014 (&% log-rank #7E) . 2019

ETHI4B 27V =0k bAT], BIRGFHEER TH 54

M O PR, WTHRORELREGETH Y . FEEn

BRIERITRD STV AR [P — REE0.745. 95%(E

HEIKRE : 0.491~1.131, p=0.0836 (J&%I log-rank #iiE). 2019

FTHM4RBZ V=Vl hAT], S

1.0 1
0.8 4
]
i 06 A
5
= 0.4
" D ca
0.2 Nty s
Wasier mgreRkorr-hig s oty “E N8
Huraed rasa for DCd v G (9% CI DT (0 S84, 04
0.0 SR P A CAY o R R ) e
T T T T T T T T T
o 3 6 9 12 15 18 21 24
e (8)
at risk%
Cd 154 122 100 85 70 55 13 2 0
DCd 312 279 236 211 189 165 57 14 0

IR E A FHAR O Kaplan-Meier Bh#R [20160275 (CANDOR) &t

E&]

DCARE: KB I N T 4N I T+T X ALY CARE: H

T 4V I THT X ALK

W) X7V A~ (Bis T Z) ARG O LR O & : 28
A%z 194 27vE L, 10a 16mg/kg 2. 1 MR (1~8 B
WEIDZ 2 AN EI LT 8mg/kg o4 . 2 #MHEE (9~24
HWH) KO4 MM (258 B L) CTHREEHE L,

H2) AT Y I TORELROHE GE 2 B S) 28 A% 14
AL, LA LEL L 2, 8, 9, 15, 16 A HICAHIE L7,
et 1A 27 VA 1, 2 ABDO R 20mg/m* (KEHE) ., &
ALARE L 56mg/m” (R HIRE) CTAlEFRE L7z,

H3) TR ALY U OREKROHE:28 A% 1 1 7 /1L L. 20mg
Z1,2,8,9, 15, 16 ABIZ, 40mg % 22 A BIZEHIRP SR O 4%
LTz, TP AZY VOEEABINT 4V 27 LRAOBE,
HINT 4 TG0 4 BRI~30 SET. AFFRE D 1~3 BRIFT
Zfeh Lz,

DCd #f 308 i 198 B (64.3%) \ZRIWEMA 2R bz, £

EIYER 1. infusion reaction 127 f1(41.2%). I/ E 65 1)

(21.1%), & 41 B (13.3%), FRGERG: 27 6 (8.8%) . ffidk

26 B (8.4%), %57 23 il (7.5%) TH o7z,

17.1.4  (53%) MNY3008 HER (Bohe8 MABERAREAER) - =iERS

A

YE M I O G & 7 B 22V RIBIR O L R M E BEIE B
H TR EGIZ, VY R REOT VA2 oA
Pk (LdIE) L LdRIBICE 7Y h~7 (BT z)
PTERE A 2 B L DLAREZ e 5 T o & ALk
BB PR A S U7, SRR E T & D M E R
TEARE o Fp Y B L, DL BECIEARENE, Ld BET31.9 » H (95%
fEHEIXR @ 28. 9~HEEAREE) TH V| DLd BETHEZHICH
BRERE 2R LT [P — R 0,56, 95%EMEXR : 0. 43~
0.73. p<0.0001 (JERI Log-rank #7E). 2018 429 A 24 A~
U=hnhy ~F7], ¥

EEEERE 4

T T T T T T T J
@ 3 B ® 1 15 B N M IF W 3 W W 4
L LR}

Ld M8 X1 N7 350 & 3 I X0 4B B4 S0 1@ 3 ¥ @
Dld 383 T 33 3N M@ 300 300 I X0 1M M M 1M o1 9

Ld ---m--- [Kd
B A ZHARS ) Kap lan-Meier B&E [MMY3008 s%E&]

DLARE : TV A~ (BIGTFHMAZ) SFEHERA+L U P2

R+FFF 240 LdBE: LT Y RI R+FFH A4

HED) XIYa<Ty (BIETHBEZ) SHEHENE ORISR M
28 A& 1A 7 1ve Ly 1Al 16mg/kg &, 1 IAIHIRE

(I~81A) . 2 WK (9~24 W H) KO 4 8RR
(25 ¥ B LIME) CAUmMEE L7z,

H2) LU RS ROMELOME 28 Af& 1 F A4 21L& L,
CrCL>50mL/min OHEERE 12 1% 25mg %z, CrCL 30~50mL/min @
BRI 1omg 2 1 B 1El, 21 ARRO#RE Lz, i,
FEMR IS U R L7

3) FRYAXY U OMEROME 28 A& 1A 270k L,
40mg % 1, 8, 15 %022 A BIZHIRIN LR N5 LTz, 7
B RIS U L7,

DLd #f 364 {5 308 {5 (84. 6%) \ZEIWEHIANGED Biviz, 1272

BIVERIZ, infusion reaction 203 {1 (55. 8%) . #fH Bk 96

| (26.4%) . 55 70 B (19.2%) . FEWLIREE 50 B (13.7%) .

2l 49 ] (13.5%) % Th o7,



17.1.5 (&%) MY3007 HE& (EMEHFEFEMAEERRKRAR) - =
TEET A
& M I O IG & 7o S 2RV RIBTR O 2 5 M BEIE B
#0680 Bl (HANEBHE 24 plaGie) BRI, ATV
T ANT 7T U RO L K=Y 1 XiE prednisone* D
AL (MPBRIE) & MPBRIRIC X 7Y A~7 (BB Tt
Z) LS 4 e L7- DMPB RIEA LT S T &
PMEIEE BB iR B 4 FE 0 L 7o, EERHMEE R T 5
A EII R O TP 13, DMPB BE I3RS, MPB BET 17.9

B A (95%EMEXR : 16.1~19.8) ToH V. DMPB B THEFF
BN ERIER 2~ LTz N9 — R0 0,51, 95% (5 HEX :

0.39~0. 67, p<0. 0001 (J&H Log-rank #7E) . 2017 4£ 6 H 12
A7 V=hihy hA7], D

1004
g,
"
3
- L0
.
L
H
w -
a
L
T e
e Y W A
fi
' —T ——r T
g 3 8 W 12 15 1 il Fa v
mm (Al
Sl 1wk
wil = 0 ol e pre) Iz . m 3 L]

DWFs 1 Lo o o m i [ ) k] w a
BT A ZHARG 0D Kap lan-Meier Bi#E [MMY3007 5XER]
DMPB B : # 7Y A~7 (Efs T z) SEFHERE +RLT
T+ ANT 7T+ 7L R=Y u X prednisone®, MPB B :
RVFYVITHANLT 7T+ 7L F=Y 1 X prednisone®
1) TV A~T (GBI THIEZ) sEiERE o HE & O
A~ A I VETIEH A2 A E LA 20 10042
NVLIREIE 28 A ZE 1A 2 vk L, 18 16mg/kg 2, 13
MEE (1~6A) | 3MEME (T~543R8) &0 4
ke (55 3 B LARE) CAuiiiiE Lz,

ATV I T7TOREROHE: 21 AMZ 1A 271 e L,
1. 3mg/m* Z 55 1~2 9 A 7Ll 2 A (1, 4, 8 XO'11 H
H) . H3~18¥ A7 TiIIH1El (1 KO8 HH) KM
HXOIFIRNEE S Uiz, Zpds, FEMRICHES U B L7z,
ANT 7T OREROHR 42 AfEZ 1A 7L, 9
PA 7 ETIg/mE 1, 2, 3KV ARCKEOEE L
7o 7Rd SERICIS Uil A L7,
7L F=Y 1 X prednisone™® A O : 42 AR
EIYA70EL, 9V A7 VET60mg/m % 1, 2, 3 KO
4 A BRICRRAES Uiz, Zed, JERICRE Ul ERa: L7,

* ENARAGR

DMPB £ 333 #il# 193 5] (58. 0%) IZRIEH S8 bz, E

72BIPEfIZ, infusion reaction 103 1 (30.9%) . #FH Bk

AT (21, 3%) | /NI 63 451 (18. 9%) L 24 ifn. 28 451 (8. 4%) |

R R 24 51 (7.2%) % ThoTo,

17.1.6 (&%) MNY3003 558 (EREEMAEERKRRER) : =

EEREREF

1 LY A UL EORIAIREE 263 2 5 SUTERAED 238

BHEEE 569 i (HARANEHE 36 flagle) x5z, v

FU R REROT X422 ot L (Ld 915 & Ld

JRICH T =T GRIGTHM L) SR % LRy

U7- DLd L% il 92 7 > & AL E REERT bl 4 5

Jite U7z, EEFAGE A Cd 2 M AT IR o 9 fli%, DLd

FECIIRZNE, LAFET18.4 » H (95%FHEIXH : 13. 9~HEE

AHE) THY ., DLd BECTHEHFMICHEERIERE 2R L2 [

W— N 10,37, 95%EHEXM 1 0. 27~0. 52, p<0. 0001 (J&@%5!

*2)

*3)

*4)

Log-rank fE) . BIREHEE H C & 2 4B AR o i,

DL BETIZARENE, LdET20.3 » A THY, FEF0NICAH
BRER IR DTV e [P — R 0. 64, 95%FHE X
il :0.40~1.01, p=0.0534 (FE/@RI Log-rank FRTE). 2016 4
SHTRZY=hrhy ht7], ¥

17.1.7 (&%)

100 4
ao -
g
— 60
#
"
#H
]
= 40
3
oud L
20 (N=286)  (N=283)
Median progression-free survival = manths NE 184
Hazard ratio for DLd vs. Ld (95%.C1) 0.37(0.27-0.52)
P<0.0001
0 B
: T v T * T T T
0 3 6 9 12 15 18 2
wm R
Subjects at risk
ld  zE3 248 206 179 139 3% 5 o
Dld 286 66 248 22 189 55 8 o

BT A ZHARG 0D Kap lan-Meier Bi#R [MMY3003 sXER]
DLARE : # TV h~=7 (Bl Ffax) miiERA+1r 5V K2
F+FX%H A4 LdRE: LFU R R+FXRH 250
1) TV A~T (GBI RHIEZ) s iERE o HiE & O
i 28 HiMZ 1A 7 v L, 18l 16mg/kg A, 1 KR

(1~83EE) . 2 WK (9~24WH) KO 4 HRIFE

(25 W B LAKE) CAmisE L.

LU R FOREKROHE : 28 AfE 14 70 & L,
CrCL>60mL/min OWEERE (1% 25mg %, CrCL 30~60mL/min @
PR IZIE 1omg 2 1 A 1[E, 21 ARMEO#EL Lz, 7B,
SEPRIZ IR U B s L7z,
TR RAZ Y OREKROHE 28 AffE 1A 2718 L,
40mg % 1, 8, 15 %022 A BIZHIRINUZRE D5 LTz, 72
B BRI U R L,

LF U KX Ricsh U CHREERPIE 2 R T RFER R RO
BHITRA LT,
DLd #f 283 f5ilH1 215 i (76. 0%) IZRIWERADFED bz, 7
FIfEfIZ, infusion reaction 158 f5l (55.8%), AfHERIE
43 i) (15. 2%) . ERGEEY: 43 41 (15. 2%) (57 35 61l (12. 4%) |
WK 34 5] (12.0%) %CToh o7z,

*2)

*3)

*4)

MMY3004 :XE& G4\ SFEMARERRERER) : SiEEe
A
1 LA L EORTRIEIE 283 5 BR OSUTEERRTED 250
BREIERE 498 B &2t BIT, RALT Y I T RHORT XY A 7Y
OB BdEE) L BAEIEICK TV AT (BIGF
FEML ) S EERR A SR U7z DB SRR i 5 T
& MMEIE EHRBER iR & 2 U 7, EEREIEE TH D
R A AFII R o0 TP, DB BETCIEREE, BARET 7.2
A (95%ZFEIXE : 6. 2~7.9) TV . DBd FETHAHFAIC
B R AR U [N — R 10,39, 95% (5 4E XM : 0. 28
~0. 53, p<0. 0001 (B Log-rank #i&) ], MIKFEMIEH TH
HAREFHMO R RAET, WINhoORELREETH Y | Fist
PN ERIERIIRD 5T RN [AY— R 0,77,
95%ISHEIX M 0. 47~1. 26, p=0. 2975 (FEJB I Log—rank # &) .
(20161 A1l HZ U =AnTy v47)], 9

190 e
:...‘.'..
H--
a4 \
£ "‘-1—- .
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I
B M B
M [Ce T i
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e e [ o B TR AR
a4 T
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I A HARG D Kaplan-Meier #hfgE [MMY3004 StER]
DB : 7Y A~ (AR THBZ) mlEiERAl+ AT 2
THFXP ALY BARE AT I T+ TR AL S
1) TV A~T (GBI RHIEZ) sl iERE o HE & O
o A~8 YAV VETIT 21 HRiZ 1LY A 70, 9 A 7L
Feix 28 AfiZ 144 7 & L, 1A 16mg/kg %, 1 HERHIRRE

(1~9#AH) . 3HMAHE (10~24HH) KO 4 AEFME
(25 # B LK) Calififfie Lz,

ATV I7TOREROHE 21 AMEZ 1A 271 L,
1.3mg/m* &M 2@ (1, 4, 8 XO*11 AFA) 8 %A 7 /L& THf
MRV SR T #e G- Lz, 7eds, SERICIS U st L

77

TR ALY OREROHE 21 AfE 1A 708 L,
84 A/ /LET20mg & 1, 2. 4, 5. 8, 9, 11 K12 AHIC
FRIRIN DU 55 U7z, 78, RIS Ul B L7z,
RVT S IT AFHYITELLIFINT 4 Y I T
L CIHREIRH M 2 R XUEAR LT Y R 7okt L ARHER R R
DB IR LTz,

DBd #¥f 243 il 182 i (74. 9%) IZRWERAFED bz, 7
FIVEFIZ, infusion reaction 120 {5 (49.4%). /M sk
73 451 (30. 0%) . MWL IR 5 34 451 (14. 0%) . Bk 30 51 (12. 3%)
gy 27 Bl (11.1%) “Tho7-,

18, FExhEE
18.1 EFR#F
KX, £V A~TRORLe T a=F—F TILT 7
EEATOHHAHTH DL, ¥ TV A~ TIE, B b (D38 ITHE
G L. MRS (CDC) TEH M, HUASHK (R fa s
(ADCC) TEPE, HUMEAFIEMAEE A (ADCP) IHMESIZ XY,
JEFOBTE 2 I T 5 L EZ bR TNS, 10 9 R re 7L
o=4X—¥ 77 7%, HEMECRBT e T v e vEEE
MARSRS BEERTH D, 19
KHENZ, AreTrin=F—F¥ TILT77ICLVEeT e
BRI SR S v, B PRSI U DiRad e i 5 = &
T, IR ST X T = 7 SRS OBAE 2 il 5 &
EZHNTND,

*2)

*3)

*4)

19. AR SICET HEIEEMER

FTYha~T7 GBETHBLZ) >

— IR X T A~ T (B TFRRR)

Daratumumab (Genetical Recombination)

53 K9 148, 000

K E e hCD3B KT D s MM e b 1gGl £ Y
a—F PR TH D, T ¥ A =— A NAAX =PRI X
DEASND, 4207 I BN DLAD T2 AL
M4 DT X ik B D L2 KTl ESh DS X
JHETH D,

Rrervio=#—¥ 7A77 (BETHERZ) >
—REIATR R LT rn=F—% TAT 7 (s
Z)

Vorhyaluronidase Alfa (Genetical Recombination)

5y f-H 1 60, 000~65, 000

A H BT ZE e 7 bn =& —F PH-20 Bk T
HH, v heTa=F—FEPH-20 ®DT I /EEESID 36~482
FBIHYT D, Fr A =—ANAAX—FIRARIC LV E
EEND, M4THOT I JBIREN SR 502 VXV ETH
Z

20. R\ EDEE

201 WMLLIBR L2 &y
20. 2 SMHEBREMRITEESE L TR T D 2 &

22. A%
15mL [1 734 7 V]

23. EEXk

1) Chapuy CI, et al.: Transfusion. 2016; 56: 2964-2972
(doi:10. 1111/ trf.13789)

2) FEWNEEL X T L~ T DL REMEE BRERE T B R
AlfE (54767414MMY 1008 3BR) (2021 4- MM A DD H 7&KFR,
CTDX. X. X. X)

3) tHENEEL 1 T Y A~ T DL RME IEBE T T D EE
Ak (54767414MMY3012 3RBR) (2021 4E MM H DD HI7KFE.
CTDX. X. X. X)

4) FENERL : X T Y A~ T DL RN BRI 6 D R
AR (54767414MMY2040 FRBR) (2021 4E MM H DD HI7KFE.
CTDX. X. X. X)

5) #ENEERL . X T A~ T OLRMEE BEINERF 5T D R
kg (20160275 3ABR) (2020 4F 11 H 27 HIKRE,
CTD2.7.6.1)

6) FENERL : 4T b~ T DR EBINE B 5 B R
AlfE (54767414MMY3008 3BR) (2019 4F 12 A 20 H KGR,
CTD2.7.6.1)

7) FENEER : X T A~ T OSRMEE BEINEERF 5T D R
AlofE (54767414MMY3007 3BR) (2019 4 8 H 22 H 7K,
CTD2.7.6.1)

8) *NEERL 1 X T A~ T DL BRI I D R
AlofE (54767414MMY3003 3BR) (2017 429 A 27 H K,
CTD2.7.6.1)

9) FNEE : TV A~ T OLRMEBIIERF R T DR
AlfE (54767414MMY3004 3BR) (2017 429 A 27 H 7K,
CTD2.7.6.2)

10) #:PNEE &Y A~ 7 ORIRIE R =R I B
T 5 IERGIR AR (GMB3003-003) (2017 4F9 A 27 HIKFR,
CTD2. 6. 2. 2)

1) #RNEE % L~ 7 ORURIERIE I EE I B
T 5 FERGIR AR (GMB3003-004) (2017 4F9 A 27 HIKFR,
CTD2. 6. 2. 2)

12) #WNEE X7 L~ T ORURKIEEIIE A E I
T 5 IERGIR AR (GMB3003-115) (2017 4F9 A 27 HIKFR,
CTD2. 6. 2. 2)

13) HWNEE : X5V A<T OT7 K F— AFE T 5 I
EEPREG S (GMB3003-011) (2017 429 H 27 H K.,
CTD2. 6. 2. 2)

14) HNEE : X5V A< OT K F—3 2B T 5 I
EEPR RG4S (GMB3003-116) (2017 429 H 27 HK#.
CTD2. 6. 2. 2)

15) FENEE : &7 A~ T CD38 FERIE MO R EEH 2B
T 5 IERGR AR (GMB3003-013) (2017 4F9 A 27 HIKR,
CTD2. 6. 2. 2)

16) Frost GI. Recombinant human hyaluronidase
(rHuPH20) : an enabling platform for subcutaneous drug
and fluid administration. Expert Opin Drug Deliv
(2007) 4(4) :427 440.

24, XHEERERUBLWEDEL

Yoo r7r—<E ATAINA T A= a v
oK —

T101-0065  HURTHAR TR H X P #H H 3-5-2

7Y —&A ¥/ 0120-183-275

www. janssenpro. jp

26. BLEIRFEEESE

26. 1 BERTETT
Yoty 7y —~v RSt

T101-0065 FEUARTAH X P # H 3-5-2

B E T —
Yo7 7-VhiaH janssen J
T 1010065 MR ETUEETNE 352



25 v 7R R PR L8 IS 3CE (%)

1.8 TRATIUTE (B2) oot
1.8.1  hRE - 2R (%), HiE - HE () KOZORTERIL ..o
1.8.1.1 ZhE « 3 () KO « FHE (B) e
1.8.1.2 FRTEARIL ..o
1.82  fHEDER () KOZEDFEEARML ...coooeeeeeeeeeeeeee e



HZ b~ 7 R TR L8 IS 3CE (%)

1.8 HfFXE (F)
1.8.1 PEE - R () , HiE - A2 () RUZDORTEIEMN
1.8.1.1 e - PR (F) RUAE - A= (B)

(1) »hee - IR ()
EZ il

(2) RiE - AE ()

i OFEEMIEEA & OOFHICIBWT, W8, BAIZIEAS 1E 15SmL (¥ 7Y L~7 (BisT
MHAz) L LTI1,800mg MR ET o =2—¥ 777 (EaiH#az) & LT 30,000 H
fir (2,000 Bfi7/mL) ) %, G 2HUEEEEHI ORG-S A 7 1L 2BEL T, ITO AEXE
BIEOE G MIE TR T 535,

AL 1R, 2 EEERL O 4 BEEREOIE TR 57 5,

Bk« 1AM, 3 EFFERE O 4 BEFREOIE TR 53 5,

fiFFlfiFFl

1.8.1.2  ERERM

27 “/A’\77“ﬁ7\4‘7‘£ (Dara-SC) #AIL, BEICARINTWAH X 7Y A~ 7 iiiEHiE (Dara-
V) BF) & B, et KOSy B R %w@#& & TR Z D T\ 5, Dara-SC BLAIDL)
%-@%(%)&U%&-%g(%) ¥, FEICEBELRS HERER CTh 5 54767414MMY3012
AR (LU MMY3012 3R) OfEFRICESERE LT,

MMY3012 i BRIZ T o &% b, FEEM, FEM, ZHisxILFE, WATHEM R, [EERH[RS 11
R TH 5, £E%%E (ORR) KMOFFTY AT OMET N T 7HE (Crou) DfcmfE (B
A 7 )V 3 Day | %501 % FEMMIEH & L, Dara-IV HAWEEIZKT 5 Dara-SC HAWREOIES
PEZRRET LTz, 51, 7u7 7 Y —AHEA (P LU EHRHEHE (IMID) 253 714 L
FORNREEZ G T 5, XL PL LU IMID OW T3S & IEREIRHUE 2 /R 9 38 U T EEEME D 23
PEEREIE (MM) BE L LT,

Dara-SC B CIE[H & & Dara-SC A [# 7Y A<7 1800 mg K VAL e T o =4 —F% 7
N7y (BIAFHEHEZ)  (tHuPH20) 30,000 U] ZREERIC K TG L, Dara-1V #f ClIgBRE O
HICHESWTHEB S HE (16 mgkg) @ Dara-IV fUH 2 HigesrkiNg 5 L7-, 723, Dara-SC
HANCEZEND X TV w7 OHE (1800 mg) 1%, ¥ESNCHEhE L 72 HEEIEE b HRERTH D
54767414AMMY 1004 FER DFERICIEESERE LTz, IRREOEEIX, WTHhORTH 1171
% 28 EIF’ﬁJ: L, A 270 1~2 Tk 1 lBRENE, 1 270 3~6 Tix 2 #ERE, 12717k

R CHEM L, BEEETE L IR TERWHEERRD D, XIZE OMoiEEk
%?ﬁ’éﬁﬂ:%ﬁ ZHEET D F THERE LT,

MMY3012 iRBR OFER:, TEEFHMEEH & L7z ORR LU E Crougn (A 7 /L 3 Day 1 #5-7))
[ZDWT, EHARYTC Dara-IV (2% 9 % Dara-SC DIELPEN /RS 7z, Dara-IV B (259 1)) (Z%f
9% Dara-SC ¥ (263 i) @ ORR DLt [95%fE#HXMH (CD ] X 1.11 (0.89, 1.37) , # & Cirougn



HZ b~ 7 R TR L8 IS 3CE (%)

DA (90% CD 1% 107.93% (95.74%, 121.67%) TH Y, Wb HFNHE LI-HES

PERLHER 57 U7z, E7RRIRGHIIE B Cdb 2 M A7 (PFS) (X, Dara-SC#f & Dara-IV £

L OMTIRIFRE TH o 7-, Infusion related reaction (IRR) DIEIRE|E1L, Dara-IV EE (34.5%) &

L8 U C Dara-SC & (12.7%) TAHEIKD - 72 [4 v XH=0.28 (95% CI : 0.18, 0.44) ,

p<0.0001] ., Dara-SC BEDZ DD %2V 7 v 7 7 A Vid Dara-IV BE L FIEETH 0, LMK
MEIX R TH- T,

W EE — OB MENT ORGSR, Dara-SC #1E Dara-1V Bf & [FlER OUgEE — )& Bf% %2~ L, Dara-SC 8454l
K 1L ClE Dara-1V A HEFIEE & RRRE ORI Z MG CX 2BBFEEN GO TN EE X
bz, MiEFF T b~ 7 OgGEE S AEFRORBEIE L ORI &2 BEITFRO bz
Mmooz,

Dara-SC CIXEEHE (¥ 7Y A~7 1800mg) ZHH L2720, #ERE OREICESINTHE
HBZ% T % Dara-IV (16 mg/kg) &R LT, &7 A~ 7 OIRGEREICKT HIKEOFEN
BHETH-oT-, LL, WEBESEMITORE, WTIhoiH 2% TS ORR /X Dara-SC ##
& Dara-IVEECRIEETH Y, ZeM7' 17 7 A /WX Dara-1V #f & Dara-SC #E OB FEAR I E
EOHHETRO N e oTz, LEEB->T, KEICIDHAEREGIIAELEEZ N,

MMY3012 3Bk Tld H AR NBIEHEERE O Z > X 2D DK 6 T A RITBIRNT &2 FEhE L, F2E
FRMT % SCRFT DG RGBTz,

%72, Dara-IV 8HIOENARBORYL & 72 - 72 L2 EKRER (54767414MMY 3003 558,
54767414AMMY3004 #B, 54767414MMY3007 35 K OF 54767414MMY3008 #k5) OfEE, MM
R DIRIRIE CRIBE, FPRUIEEAME) , WO T 5 MM EHERROG M, TR O
BHERAr Y a— LIl LT, ¥V AT OEYERE T 0 7 7 A VTRETHY, BEFEO MM
FEHER PR & Ll L C MM AEHEIRIE T C Dara-1V Z f ] L7z & ZSHGEHERICA E 72 PFS OIERE N
HOONT-, LT a7 7 A%, ¥TYVL~T KO MM EHETEE OB O 7 a 7 7
ANV ER BN EX o T2, LA > T, MMY3012 78k C Dara-1V (Z%}9 % Dara-SC DFES
PENKFES - 2 &, M ONRZED Dara-1V ®LA| O R RER OFE R 25, Dara-SC & N MM I HETS
FEOPFHEIETIL, Dara-SC #5% Dara-IV A L FEEO A 7 ¥ 2 — LV TCRETHZ LX),
Dara-IV } Y MM FZEHEVRIR O OF R IE & [AIFEE OG0, BEEL L2717 7 A4 V0 iR
T&E D, SHIT, MM EEUEIRE T C Dara-SC O ff L Z 5t L 72 54767414MMY 2040 35k (DA
T MMY2040 #8%) (2L 0, Dara-SC OO HFRIEDH & OV 2% Dara-IV OO E & [F
FRETdH D Z ENEMIT b,

MMY3012 #B& Ci, HAAEM (Dara-SC#E 18 i, Dara-IV £ 24 ) & 2REMOFKE R %
W L7z, AARNEFOREDFRALITEMRER & ol U CTRDy o 7228, FEREHT K OB INFEHT O
fEA, AMER ORI RRER & BBtk Th o7z, £72, Dara-1V A DOENARD
FRAL & 732 > 72 E 7R BRRFBR TIE, BARN EAMEAN CREROENER IR CE DFERAE L TY
B BEMET BT 7 A MZHONTH BRANESEANTHLDRAETEO bR oT, IHIT,
MMY2040 i#B& D HAN 4451 (W00 E DVMP 2k — b) 12OV T, SEREMOFER LR i 5
HAIERO SN d -T2,

UboEBb, MMY3012 38k & O Dara-1V 845414 Fl W 72 BRARER OFE R, Dara-SC (¥ 7 A
~ 7 1800 mg) DOUFHIEEDO AR O 2T Dara-IV O E L FRRECTH Y, oo E



HZ b~ 7 R TR L8 IS 3CE (%)

ANEBARNEDRICH B EITRO b hrolz, Lizd-> T, BARAIK L TH Dara-1V
FICTHRE STV DEE » WL OB G-MFREIZ & 5 Dara-SC K| (¥ 7Y A< 7 1800 mg) D%
HIRZMThH D L LTz,
7k, WACE () TiE,  TERRRGE] DIAIC Dara-1V 85| O ENAGROARIL & 72 - 7 B IR
iR oD BRI 70 ik - FHE’E@?EET%) Z & T, HOFRRE T®RIRT 5 Dara-SC #5 O £ 5-fHfRE
(AVEXIEBIE) T,

182 FRLOZIE () RUZFDHRTIEN

i EoEE (R) A EAR AL

185 DU AN AR 36 1) % — A 22 Tk
AFNDOPEIL, BRI o3t TE oER | e LTRELE,

RERIZ RN T i s RIS O TR HR 2% L

THoy/edmig - BRZFFOEMO S LT, K
FlDOFe 538 & W S D REBI D ZATAT 9
Tl FEol MRS, BEXITE
DFEEZ AR OSERRMEZ 43 2R L
AEEZE T LEREGERRMTDZ L,

2.8 ROBHEIZIFEE LW L) —&%ﬁ&%$@&bf ARAN DK

ARANO S5 U IEBUE OB D & 5 B WBE DBEEE DO & 5 BE H 2RI E L
f:o

5. BRE I R BT A R B TH Ly 7 A SRFREIRA SCEICHE TR

M7EERBE] OEEOF TV A~T (B | ELT
TR Z) AR EERA O SCEONE &
BHn L, AFOFIE R OE 2N E 453 I
fig L7- B, WISBREORREITH 2 &

7. RELROHEICEEST 2R B TH Uy 7 AR EEIRA SCEICHE T TER
7.1 AF AR LG E0RMEROE | E LT,

EPEIIHENL LTURL,

7.2 AHIOEGFRE, 55 MR 0 28 FRE

AH & P D HUEMEIES A DWW T

M7. BIREAE ] OEJR O Z7Y h~7 (B8
FHAHAR) AR EE A OB LEONE %
B L7z ECEIRT S Z L,

7.3 RVT Y ITROTHH ALY AR,

RIFARNT I T ANT 7T ROIT VR
=y u PHOEE. HHHRGE THR S AH
BB G- 2Akke 95 2 &,

7.4 AHFEHIZ L 5 infusion reaction &%
IS DT, AFIFRGBRAG 1~3 B AT




ZTY b= 7 BT R

L8 IRA3CE (%)

R BE ARVE | BRI S O e X H
IVAlERGTAZE, Eim, EBREMED
infusion reaction ZEEJH S H 5 72DIT, &4
ZUGH U TAFIR G2 IR R E R VE %
5T 52 L, [11.1.1 3]

7.5 Infusion reaction 23¥EHL L7=H&. LA
TOXIIZ, AKFlOEEFE, Pk, F5H

EOERE @WUIRMEEZITY Z &, B,
Grade /X NCT-CTCAE v4.0 ([Z#ET %, [11.1.1
Z ]

* Grade 1~3 : AFIOKL-Z2HWr+ 2 Z
L, Infusion reaction 23[A[{E L7-3H&1Z
. BEEHRHTLZ N TE S, 2L,
Grade 3 @ infusion reaction 2% 3 [FIFEEL L
e a IR Aok G252 &,

+ Grade 4: KF|OEG A2 HIETHZ &,

8. I IANEE

8.1 HHMH NS LD ZENRHDHDT, K
O e Gl O G-I, SR MR
FEERTV, BEOREE+SICBET D Z
Eo [9.1.3) 1112 5]

8.2 AFNE., ARIMMER EICFEE LTV 5 CD38 &
A L. W87 — A ABBREE R MARE & 72
DAREMER B D ik TWIARKIR AR G K
D6 nA%KE CTRRT D AREMERDHD, 2D
7o, AEFEGENCAHATERO 2 7 ) —=
U % B T — W A i L AT A 0D St A 9
5L, WS TE SN TWDEEIE, A
A LT 7 — D AR A~D T2 T
BfREICARMT S 28, (121 2]

8.3 I ABEREN H D OND Z ENH DD
T, MiE AR E R K O R R A AT O
% BEOREBESICBIET DL L,
[11.1.4 ZF#&]

84 ARK|OHEEIZ LY BRFR YA NV ADFE
EHELICE DR H bR Z ENHDHD
T, AFIBEGATHENE - TR 7 A L &G D
HIEA R L, AFIE 5ACE ) 72 08 21T
2L, 912, 11.1.3 2]

ZTH w7 A S EEREUSA SCEICHE L TR%
EL7,




ZTY b= 7 BT R

L8 IRA3CE (%)

8.5 AKIDFEHICHT->Tlx, # 7V L~T
B/ 2 ) SR ERERS & I E 2
WCHEEBETHI L,

VRFEDE AR T HHBEEICHETHER
9.1 AOHE - BERERES D B 5 B

9.1.1 1@ PAZEME I BB L < 13 VE S B
B D BEIZN S OBERO & 5 BE
ARENO BG4 MLE & U CRE SRIRA & O
AATaA RFIOREEZBETHZ &, KA
B G4 TEBRMEE BT RUE SR DFEEL Y A
IRELSRDHEBENDRD D,
9.12BRIFFR AN ZF v U T OBEE T
HBs HU 2 ¢ HBe L4 L < 1% HBs 1t
KEGPED B

AHN D PGB ha s 1 3AkRE L TR RE IR A O
RIANAY—H—DFE=KY LT E(TH R
& BEIFLE W A L A D EEMEAL O BER%E
ROFBRICEET DL, AFIOHEEGIZLY
BRIRFHR T A /L A DFHEMAGIC X B RFRMR &
LbbihdZeNndd, [84, 11.1.3 BH]
9.1.3 /K 65kg L FO B

A BRI 5 O B BENHI O FEBLSEEIN T 5 2
ERB D, [8.1, 11.1.2 ]

9.4 EIHREA AT HF

IR ATRE 72 2o ME S OV — N — 3R 5 W]
BEMED & D BT H LTl AAEGH RO
AP GHET e — BN I 8 B 70 B 24T D
L85 L, BHOZKEEICRT 28

BIIRF SN TEBOTARHATHS, [9.5%
iyl
9.5 414

b A THER L Q2 ATREME D & 5 2ok i

X, IR EOA R fERR I RS &
SNDGEICOREEST D2 L, KHIE W
7oA B A B ERRBR T S S LT RS,
IgGl €/ 7 v —F VHURIZ ISR E R & 5
ZEBREmBLNTWDS, [94 B]

9.6 b

B TH Ly 7 A SRFHEIRA SCEICHE L TR
E L7,

913122\ TiX, ¥ 7 WLy 7 R sl
AN b U CHF R BRI O R B R o 72 2 &
L0, RFERAORM CERIRAEEICS
WCOHFERBD OFEEMREEZ TS L L
776




ZTY b= 7 BT R

L8N CE (%

)

168 EOF MR ORFAREDOR A2 BIE
L. Lo UTFIEEBRRIT 528, A
FOE ST PASOBATIIFE S TH2RW0n
23, B N IgGIFAHFITBITT 2D T, KA
LBATT D AHEERH 5,
9.7 /NI
AN A g & U T2 R AR BRI S L TR
|
9.8 i ln e
BEORREZBIR LN SEEICRST D2
& mlmE I RICARBEESK T LT
Do XTIV LT (BIEFHMEZ) SREEHE
BUFI DO FEARRBRIC I T, FRE UIERHAMED
LIV BIERE D O B 65 A &tk LT
65 ik A L CHEERAEFFROBIE TR
<. FhEELRAEFEZIIME, BULETH
o7z, EMEMRBHE OIS & 78 5 7RV KRG
D LB IR IR\ T, 75 Mokl &
e U C 75 iUl L CHERAEFELORELH
EiEm<, FREERAFTHFERIIMATH-
72

11. EI7EH
ROBWERRHHOND ZEDHDHDT, Bl
RBh 74TV, BEDRBD LN HEITIT
%5%¢i¢éﬁ&@@ﬁ@%%ﬁ9;&o
111 ER2EITEH
11.1.1 Infusion reaction

TFT 4T x T~ B H B X
oA AR SRE, PR N EESE O infusion
reaction (25.8%) B HLDLNDLZ ENRHY |
%< OLHEIE, PRGBSO i
7eh3. 2 EIE LA O G 638D Hiu T
%, BENRD ONTGEIT. ARG %
B ST IR LE S22 B 2179 & &b
FERNEIE T 5 & CTHRE DOREZ +/01c8i%
ﬁ“%f) &, HEED infusion reaction 23589 51

Ut AR O® G IEEOREY) 7 ALE AT
5:& [74. 7.5 5]

11.1.2 ‘5 a0

BIERIL, AFKOF T L7 R
DEFHRRBRICIESERE LT,
FERZBIWER KO O o BIVER OS8R 1X
MMY3012 75k & OY MM Y2040 785k O K12
o<,

1115220 TE, AHF & OBEIIRHTH
HH00, %%@E%i%ﬁ&ikﬁﬂ@ﬁ
DIE~FEMLE & & HITBFL LT,

SRR R




ZTY b= 7 BT R

L8 IRA3CE (%)

BRI (16.6 %) | I/
(143%) . U 3B (7.9%) KOFEE
PELFHERIBME (1.0 %) BBk 08 & &
PhoZLEndb%n, [8.1. 9.13%M]
11.1.3 [RYLE

fitige (3.6%) CHUMIE (0.5%) ZEDOHEER
JRYHESC, BAUFTSR 7 A L A DOFEIEMELR &
LbbnodZ Db, [84, 912 %]
11.1.4 JEB AR EE R (BEEAT)

FE RO O NG A I IREE) 2R E (4
PERER, SRBEMIETSRAIE O G, BT
) HATO L BT, JERMEET 5 E TR
FHOWRELZH0ICBIEZT 528, [83 3]
11.1.5 VB MR (0.5%)

BRSO BTG E IR, AAlOKRE- %
kL, KBS T T, S CT, i~ —7
—SEOREEEMT D L L bIT, WU LE
1T Tk,

11.2 Z OfOREITEH




KT K~ 7 Rz T RLA 1.8 I3 (%)
10%5!%1%5%&( sk BERH
BRYMER W | FROERKRY: | R X%,
FAERE PRIGIEGE . A
V=
AN B NP
TavA LA
mEE Y | & 1 Bk e
v RER
R RO ARG, (K| EibE, ik
=EE FV 7 Ml
JiE
Ak E AR
R E FEED F
VN, ARAH PR
H=a—naX
F—. .
SEELTE
DfgRE DA
MRS e 1
R AR, o MR R, % | ik AE
R OGP Wk
&=
BBk E A L, RS,
Mg -
HEBIT & 9 FEIE W95
B TR R
F
AR R s, BAER
OEE R Ji. B RESR
&= My, A5
—f% - B | B C N ()]
BEEROE |57, HHE |[IE, HEEEAL
BERALDIR | (LB FLBE, A
5 TENE

12. BER AL A T T 2

12.1 AFNFARIMER o> CD38 L f5A L, Hifk
AT == TR AR E D A R I
TS5, AHNC L DM — L AREBR~D
FWEERES L7202, PFF AL A F—b
(DTT) L3 (K| & FRifEk o> CD38 & d
o alET L) 2EBET 52 &, Kell ML
BUHURIT DTT LB CTEMET 5 DT, AHHIT
KA 7 ) —= 2 728\ T Kell MiEEPTERIC
KT DPURDFMARGE L 70D Z L ICEET
52k, [82ZM]

122 AFNTEe b 1gG kB 7 7 v —F bR
ThV ., MmiEh M %37 OMiEE A BRI
1 e OV 5% [ EVE DOFRE RT3 2 7]
REMED & D, 1gG k LTV BENE AN 2 A
TLRFITBIT 5552288 (CR) OFHi &
CR 7> D DO FFFE ORI BB A K IF T Al REMEA
HOIOEETHZ b,

ZTH w7 A S EEREISA SCEICHE L TR
L7,




ZTY b= 7 BT R

L8N CE (%

)

4. 3 H EOER

14.1 FEFHIFRELE O =

1411 AF|OFE X, RY 7Ly, K

JxF Lo IRV ke =L (PVC) D

THeEYE v b & AT 2L ASHRLO 1 EE A

WnHZ &,

14.1.2 AFNT, BEEERRE NIV T,

HZ k&,

14.1.3 AH 2 EE HECD H L, 15~30C

IR L TR Z &, REBHIAL T L, =R

&@%W%Tf%ﬁmﬁﬁ%mﬁf%éo

1414 ERBOFEE O 28T 572012, &5
[EXEOY &TEW%Xi&T&Et/%%/)
YUY T B,

1415 3FAD U o PEELICHER LW
Al ARFARE, BRLXOENET T4

M E CRAFTHZENTE D,

14.2 FEHIG-RE DIEE

14.2.1 KA G RNR-OBBOH B2 Hil

THERT 2 2 &, NEWR 0L AT RY
DO LN HAIFEA L2 &y

mzzW%%ﬁaZiE’%HSmWW?%&T
. ARAE1SmL 28 3~5 0 TG 5,

f@®ﬂ%ﬂ\®%¥?i7‘ A DG HIVTUVN R

727N &,

14.2.3 [Al—H#AL~D AL TEFHIAT D2 2

Eo

14.2.4 LR OFsIR, P85, JEJR . B ST

RN DEALITITER L2 &,

14.2.5 BEDE A 2K C 7oA 1k, e

Ze PO ST A T 5, B0 LT H IR A

DS LW AT, 7R D & A R o0 EED

5T ENTE D,

14.2.6 AF G- H1X, [F—HOLI A %2 B2 T

BHE LNk,

14.2.7 AANT 1 EENEID TH D, Kl 5%

HEIZHOW LU ERET D 2 &,

L

R R RRBR I D & BRE LT,

15. Z D DOEE
15.1 FEERAE I IS <

ARFNOFGRRER 31T B PrIRpELE DI BIBEE
%O%%ELto

10
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PN B AN A AN A6 - (e K/

Z) X D HUAEANRD - BE OE|
Bl 02% (%) THY, Zo 1z
T, XTIV h~T7 (BEiaTH#az) oxrd
HHfPiiAE RO, £, AreTrn=
H—¥ TNT7 7 (Bl M#az) (kT 55
RPEEAEDNRD LN BEOEIEIX, 6.8%(30
iy TH o7z,

11



X b~ 7 BT GEH) 1.9 —AIA FRIER D 30

1.9 —BNBMICFEREIE
1.9.1 FZYLTT (GEBIFHEEEZ)

1.9.1.1 EEL—HRALTR (JAN)
JEAE A R - ETRRT A R R R RS R (A 284F 7 H 14 B A ERAIREEFE 0714 55 2
) 12X TINNICUE S 7= B OB EICE T D ERS R4 (ARSI,

JAN :
(HA%) 45V h~7 (GBETFH%Z)
(3 4) Daratumumab (Genetical Recombination)

=2

(AAA4)

XTI A<, B b CD38 IZxT DB HMxE N I1gGL &/ /7 n—FAHkTHD, X7
AT, FrA=—ANLAZ—INEMIIC LV EESND, ¥ TV AT, B2 HOT X/
BRIRFEN D720 HEE (Y180 2ARKRON 214 7 2 Vi) B0 L (8H) 2 R TR S LD B
B Ry (Gyf& £ 148,0000 TH D,

(3 4)
Daratumumab is a recombinant human 1gG1 monoclona antibody against human CD38. Daratumumab is
produced in Chinese hamster ovary cells. Daratumumab is a glycoprotein (molecular weight: ca. 148,000)
composed of 2 H-chains (y1-chains) consisting of 452 amino acid residues each and 2 L-chains (k-chains)
consisting of 214 amino acid residues each.

1.9.1.2 [EE—#%% (NN)

daratumumab
(WHO Drug Information, Vol. 24 No. 1, 2010 Recommended INN: List 63, p. 49 |Z48ifk)
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19.1.3 #H&E=HK

7 BRI RN AV T ¢ KRS

L 4
El VLTQSPAT  LSLSPGERAT  LSCRASQSVS  SYLAWQXKP  GQAPRLLI YD

I
ASNRATG PA RFSGSGSGID  FTLTI SSLEP EDFAVYYCL,QQ RSNWPPTFGQ
GTKVEI KRTV ~ AAPSVFI FPP  SDEQLKSGTA  SVWCLLNNFY  PREAKVQWKV
I

DNALQSGNSQ  ESVTEQDSKD  STYSLSSTLT  LSKADYEKHK VYA(|3EVTHQI3
LSSPVTKSFN  RGEC

H ¢4
EVQLLESGGG  LVQPGGSLRL S(|3AVSGFTFN SFAMBW/RQA  PGKGLEW/SA
| SGSGGGTYY  ADSVKGRFTI SRDNSKNTLY  LQVNSLRAED TAVYF&AKDK
| LWFGEPVFD  YWGQGTLVTV ~ SSASTKGPSV ~ FPLAPSSKST SGGTAALG(|3L
VKDYFPEPVT | VSWNSGALTS  GVHTFPAVLQ  SSGLYSLSSV  VTVPSSSLGT
Qryl NHK  PSNTKVDKRV  EPKSCDKTHT  CPPCPAPELL  GGPSVFLFPP
KPKDTLM SR TPEVT(|3VWD VSHEDPEVKF ~ NWYVDGVEVH  NAKTKPREEQ
YNSTYRWSV  LTVLHQDW.N GKEYK&:KVSN KALPAPI EKT | SKAKGQPRE
PQVYTLPPSR  EEMIKNQVSL  TCLVKGFYPS DI AVEWESNG  QPENNYKTTP
PVLDSDGSFF  LYSKLTVDKS  RWOQGNVFS SVMHEALHNH  YTQKSLSLSP
K

HEE EL: S e 7 v 3 e HEEN302 : BESERS A ; HEH K452 : )7 atws v/

L 5 C214—H $4 C225, H#H C231—H $H C231, H#H C234—HEH C234 : AL 7 ¢ RiEe
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TR BES{OHEERE -

Fuc

GlcNAc — Man N
Gal 0_2{ Man — GIctNAc — GIcNAc

GlcNAc — Man 4

Coa66Ho006N172402010Ss2 (¥ > 737 B {5y, 4AEH)
H #5 : Ca004H3404N58:0672S16
L #5 : Cio20H1508N 28003335

1.9.2 RILETZILAZS—E FILT7 (GEFHERZ)

1921 EEL LT (JAN)
JEA @A ES - AEEERERLFEEEHERE (Gfoofd 6 H 26 B 3SR 0626 57 1
) 12X TINNICULE S vz B OFNEICERT B EH L —RMNA R IR STz,

JAN :
(HA%L) Arernia=F—8 TNL77 (Blaii#z)
(3£ 4) Vorhyauronidase Alfa (Genetical Recombination)

b54

(RAA)

Arer7ira=4—€ TAT77E BETHEZE P eET o= —F PH-20 %K THD, &
FeT7ha=F—¥ PH-20007 2 / BEEHID 36~482 FHHICHY T 5, AreTrin=4—F% 7
N7 70X, T A =—ANAAX =R LV EASND, RlreTia=4—% TL77
X, MATEOT R BEEN SR DREX Loy E (431 : 60,000~65,0000 Th 5D,

(& 4)
Vorhyaluronidase Alfa is a recombinant human hyaluronidase PH-20 analog corresponding to the amino
acid sequence of human hyaluronidase PH-20 at positions 36 - 482. Vorhyaluronidase Alfa is produced in
Chinese hamster ovary cells. Vorhyaluronidase Alfa is a glycoprotein (molecular weight: 60,000 — 65,000)
consisting of 447 amino acid residues.

1.9.22 [EE—#%%Z (NN)

vorhyaluronidase afa
(WHO Drug Information, Vol. 29 No. 1, 2015 Recommended INN: List 73, p. 120 |Z4&#)
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1.9.23 #H&E=HK

T2 BEAI RN AL T ¢ KRS

LNFRAPPVIP

NVPFLWAWNA

PSEF?LGKFD

QGVTIFYVDR

PVDNLGMAVI

EKAKQEFEKA

DWEEWRPTWA

GKDFLVETIK

TGVIVNGGLP

RNWKPKDVYK

LGKLLRPNHL

EPLDMSLFESF
OKISLQDHLD
NRSIELVQQQ

WGYYLFPDCY
|

[
GSCEFNVEIKR

IRVSKIPDAK

NDDLSWLWNE

SPLPVFAYTR

STALYPSIYL

IVFTDQVLKF

NVMETTT NDYV
N LD L L IND L

NTQQSPVAAT

LSQDELVYTE

1.9 —fMIAFRIZAR 5 3L

IGSPRINATG
KAKKDITEFYM
NVQLSLTEAT
NHHYKKPGYN
LYVRNRVREA

GETVALGASG

VCIRKNWNSS

DYLHLNPDNF

KADVKDTDAV

SCYSTLSCKE
[

N47, N131, N200,

ERBEHOHEER IS
N47, N219

Gal-GlcNAc-Man

NeUACO-2
GaI—GIcNAc—Man/

N131

GaI—GIcNAc—Man\

NeuAcg.;
GaIfGIcNAchan/

[ Gal-GlcNAc «
Man
Gal-GIcNAc

L Gal-GIlcNAc-Man

NeuAcg, <

" Gal-GlcNAc N
M
Gal-GleNAc 7~
Gal-GlcNAc N
Ma
[ Gal-GlcNAc 7

an\

NeuAcq., <

e

AIQLEKGGKF

DVCIADGVCI
L 1

Fuc

|
Man-GlcNAc-GIcNAc

Fuc

|
Man-GlcNAc-GlcNAc

Fuc

Man-GlcNAc-GlcNAc

Fuc

|
Man-GlcNAc-GlcNAc

TVRGKPTLED

DAFLKPPMET

N219, N333, N358, T440 : PEeHAE &
QA44~Y 447, |445~Y 447, FAA6~Y447, F£7-1% Y447 :

B N A=

LEQFSEKFYC

EEPQIFY

N

=

=
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N200, N333, N358

Man N
Man

Man/ Man-GIlcNAc-GIcNAc
Man

Man0_2

T440

NeuAc 4

NeuAc, 1—Gal-GalNAc

Coso7H3553N5800667S20 (& 737 'EH47)
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