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DARZALEX FASPRO [ IZffH CE 2 kRETH B,
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DARZALEX FASPRO /A 7 /L& MBRE P HEY H L [2~8C (36
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A TE, TEPRE R OVE P T CRcR 24 RERIRE 5 2, EA HOL A BT
THRETDHZ L, IRELRWZ &,

o ANATAMNLIYLIIZISmLERTA T L,

«  DARZALEX FASPRO (IR Yo 'Ly IRV =F L of ) o D0 s
T5, A7y, RIZF Lo IRV =1 (PVC) D TiE
Aty b2RT o L AROBERS R OVESE, BEHICER+T2 2L,

«  DARZALEX FASPRO DIk Z > ) v TS| LTI, "I v AT 7—=—
Kvas oy rsua—R Rey v P ERRHT 5, ERROELEICHE-> T,
BEREKAEETe L OV DI T VR S, VU DI HIEES
VBT S Z L,

o EREIOFEV ZRET B2, EHEANE TEHENE SUIKE TEAE Y a2V
Vo DIilEETH L,

o FERDOHANIEGHNS, WKL OBEDFTIRY , R M OV h3 7
WHhBRBAET S Z &, REHRK 1, 26, TOMDOERYNG H5EIIE
ALz &,

RT¥E

DARZALEX FASPRO B A 7= U v P I L2 WA,
DARZALEX FASPRO &k & i M O T Tl E 4 BFRIRE T 5 2 &, i
LW EIT 4 FERERR ICBEFET 5 2 &,

&5

*+  DARZALEX FASPRO 15 mL % D FRMAELERKI 3 A > F [75em] D
FERZH 3~5 502 CHEHEATDZ &, ZDOMOEN~DREIZET 557 —# 1%
=35y (IQAVAIAR

o FEHENIEIEFZICEZDZ L,

o JHIENRLS om0, HEHINTEZD, ERBRbH-1-20, Wi o720,
Bd &N 0T HEAIITHEHES Lz &y,

o BEIEWMR D LGEIXEAZ TR XITEARE LRSS, EAZ FHEX
WETEANRE 2 < UCHEIRMNE LR WEEE, 28 H O:SERL & 53D
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DARZALEX FASPRO JZ T VE: 55

(HiDH:0 0~4.7 H) RICHEI LTz, RTRUSEZBE L, MERIEZ EET 5
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DARZALEX FASPRO, R/VT7 V' I 7, v 7ua 74 A 757 I RKEWNTFH A
VU ERFAEES LICAL T I v A R—U ABEIZBWT, EEXECICE-T
OIEBIEDREWER A REL L T D, BEERLEEIL 16%ICHBL L, BRI L
EIX10%H8L L7z, NYHA DHEREFEZ 7 A TMIA X3 Mayo JE ) 1A @ B X
URAZ NI @EWAERENENH D, NYHA DHERENIEZ 7 A B UL IV O BHFIC
DWTIIRRRE S LTV R0,
ALT7 I v A R—= Z2DUIIREZH T 52 BEF T, DIBRORIER % X v %I
F=X VUL, MEIDL U TKEREEZITH 2 L,

<GFHERIAE >

BT 5w TVE, FEREEEIC L0 55 S D IR BRI E & B S 5 AT HE
MWRnd 5,

SRR B 2 S EH O IERICHE - T, Fh I mEkEiz E8n
IZE=H V7T 528, HHERBUEDBE CIHEROBIEEZE=4 1 7
T5 2 &, GBS EIE D £ T DARZALEX FASPRO % A#4 2% = & Z#ii)
3%, DARZALEX FASPRO DO #:5-% 521 - KK AL T, 7 L — K 3~4 O
HERIBAE D FEBLER D w7 o T,

< M/ NRIAE >

KT I TVE, SRR K0 EER S S i IMRIBAME & B L S S TR
HERH 5,

FEHEREIZ B 5 GG DG TEHICHE - T, AP RmEREE EH
WZE=F V7T 52 &, M/MRAEIET 5 % T DARZALEX FASPRO Z{R3E§
DT EEETT b,

<BE - fplREM>

TEFREF-225, DARZALEX FASPRO [HUEiG #5925 &R IRICER B A LIF
JAHEMEN B D, DARZALEX FASPRO I3, JRVEDGEHIILZ LS S, HEE
EART SEDAREEN H 5, I3 R A~DEIER Y A 7125\ TR T %
Z &, WEIRATREZ: ZPEIZ X, DARZALEX FASPRO O 8¢5 H & OV #& % 5-1%
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k5e4 DARZALEX FASPRO /% T {1417l

DARZALEX FASPRO & L+ U K2 FOPFAIE, LU R RO KEE %5
TEZL, BRREZECSEDAMREERSH 5720, G2 TH D, RSP
OFEAZETH LT R ROBRMLEEZZROZ &,

< MIEFEHIRE~DOT >

X7 L= 7 3ARMER ED CD38IZHEE L, My v U ikl (87 —
LARER) THMEERD, XTY A~T E N TN 07 ) R,
BT I~ TR G% 6 1 H TR 2 RetEns H 5, RIMEKICHS G L=
TV L7, BEOMIEFT O~ A F—HuRIT T D RO 2w 5, &
F ® ABO A} O Rh 2L i O F BN B L7220,

DX ) RIMIEFIBRE~DOTHIZOWTIE, Wit ¥ —Ilc@mdseed
IZ, DARZALEX FASPRO D% 5% % 1} 1= BFIZ DWW TR N> 7 1@+ 5 =
&, DARZALEX FASPRO O 5-BAERNZEBE DK RA 7 V—=0 T %179
&,

<TBEBRRHOHRE~DTH>

H7Y A7, WEEMERORKRET=2) » 7T S miEEHE
SOKEN M O [ EIE O 7 TR ATREZR B bk IgGx &/ 7 v —F AHUATH
Do ZOTHIE, IgGe M EHEER H 2 A 9 % —#80> DARZALEX FASPRO % 5-
BB NT, BEBHMOKBETOHE I L KT T W REND 5,

10



25 v 7R R PR L6 AENZF T B ARSI 5 &8

# 1.6-4 FRMNICEBIT B X T I~ 7 R TR O &Gk

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

| AT a—)v
1~83#H A il (Gt 8 Mm% 5)
9~24 A H ® 2R GF 8 [EI#%5)
25 M B LIRS, FREBMEITE TP 4 15 IR

a. 2MRRER G A4 Y 2 — L ogalfb1% 9 W E
b. 4RI GA 7Y o — L oWaEE 1% 25 B

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

a. 3G A Y 2 — ORI 5% 7 HH
b. 4R GA Y 2 — L OPIEE 5% 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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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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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~ DI

A CORAEFHBIAELEZLND,
A~ DEEG:

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

& (>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
MEIN TR, BITEO L Z A, REICHES S HEREITHERE T 220
#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 &,

DARZALEX FZ FERESIRIL, KERIRL 2o TWAEAL, WNHIM L THW5D
AL, JEIRO & DAL, H< 725 TWDEMNL, FHED & 5 ERALICIER L CTHEH L
A AN

BEVERD O 555X XUTEAEEZES TS, EAREZES LTH
PRI DN L 72 W, 2 B H OS2 S O BCHANC IR L, 7% 0 o5
EITHZEMNTE D,

DARZALEX B¢ F{EFHE OB 5918, DARZALEX & [F] USRS f2 T 5-
HEEL ARG LW &

P
gl

BN S SATARFNC G £ 1D EINFN OWF 0N 56T 5 I EBUE,
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ZTY b= 7 BT R 1.6 S ENC 1T 2 AR DL BE 3 2 Bk

e DARZALEX 1800 mg 7EHHiZ

et K OV FL—H Y 5 4
H EoEE
RPN N L—H E U T 4 B LS B70I0, 5 LR O K

Ny NIRRT 5,

Infusion related reaction

DARZALEX DR FESKRIE, 7574 7% — IS 2 & e BN O/ UTEE
72 IRR 5| R T AREtEN H 5, BRIRRBRIZIH W T, £ 11% (52/490 fi) @
BFIZIRR 2338 BTz, IRR DIFE A EIXPIRES5#%I2EI L, Grade 1~2 T
bolo, ZO%OEGTHRIEL L IRRIT 1% T > 72,

DARZALEX {E:411% @ IRR 385l & CTOREM O HyufiliX 3.7 KefE] (P 0.15~83
KFfA]) o IRR DIF & A SV BIZHEL LT, 1%A0 O B ITEFRMED IRR 23
FHLL Tz,

IRR D5 e OMEIRIZIE, SPH, Sk, WEMERIEUE, 7 LL X —PE&Ek, Nt

DIEHy, FE, Mg, £ O FEhE, g M, HO KR OMRIMEZR & O RERZRAER
WD, KUESREE, (KFRFIE, PERIAEE, & ifE & OBER7ZR & O FEEEO R
BOHITND,

BT Pie A X IV EK, EELNaLvFaRxTaA Reaikeh L, R
@&02@E®&%¢&U&%&®RR;OVTE RO T ) T ERLTH
ZE, T 74 XIS TAEMEE T (Grade 4) UL EL L=
A, WU ALEE BICRKEIRE A AT 5 2 L, DARZALEX OG- #HE HIZH
1EL, KRS HIET 5 Z &,

B ERPME /iR A S

DARZALEX 1%, JHERHEIC L0 FHFE S 402 4 R ERIBUE & OV MR B E 2
HL XD AR D D,

FERERIEICE 4 B G S O IERICHE - T, FEPITemEkE E w8
T=HF YT DIl HRERBAED BE TIE, BROMEET =2 7T
RETHDH, MEREMNEITE TS F TDARZALEX O 5 2 iEH 4 2 LIN H 5 3
BN D, DARZALEX DR F #5252 1 - AR EBE T, 4 PERBUE D%
BENE Mol L L, BHEEREYYEDORBIENE 2D LiTRroT,
DARZALEX O EIFHERE X7\, Bl TR ER 712 & 2 X R k2 B85
Do

MEfiZ7 a7 ) VEBR (HEE7 — A28 R ~oT

X7 A~ 7 3RMER (RBC) LT L~V TRILL CD38IZHEA L, Mi#E
7 — LA AR CHMEZ R THEN S D, ¥ TV LT #N(E LR — A AR
BRfESIE, X7V AT kS %ER 6 ARG EE D 2 & 03H 5, RBC
WZHEE LIeZ 7Y A~ 70, BEOIMIEF ORIFURIS R T 2 GriR ok 4 k3
DGENHLHZ EERBHT HZ L, BHEDO ABO XL U Rh AU g8 O E 125
BT,

T L~ T ORGRBANCETE DL OARA S )V —= T 5FEwmT 52 &,
MU DFEVEIZIS U C, X7 Y L~ T OFGRRMANCRBAME L5 2 &,

15



ZTY b= 7 BT R 1.6 S ENC 1T 2 AR DL BE 3 2 Bk

e DARZALEX 1800 mg 7EHHiZ
RIMERDORBRANL S T Y L~ TSI ND Z LT, WOERL TS &
U,
TRE SN OBZIE, oM a7 EREBRA~O TR oW Tl

VA —IEET S 2 b, BRARIMANILI R o 5AE, Sl mik N7 T
DOFNEIZHE Y, A D72y ABO,/RhD IZE8 % L7 RBC Z#lfi. LT & L,

TERPHE~DOTH

H7Y h=7E, WEEMERORKRE=2 ) » 7T S miFEAE
SPKEN K O [ ETE O T TR ATEEZR B M IgGk®/ 7 u—T AR TH
Do ZOTHIT G  RUBHEIEE 1 2 A4 2 B8 & - TIsEeRh M UYR BE
TOHE B RIZ T REN D & 5,

BRI R U A VA DFEIEMAL

T 25 T2 BRIFR D A VA DFIEMEL DS HE STV %, DARZALEX

DIEFANIE, A7V —=0 T % FE T 52 &,

RS DfE B Td o 7B I121E, DARZALEX (T X 1598 B M NG T 7
B &b 6 1 BT BEIUTL 7 A /L 2 D FLIEMEAL O PR B M O A 891805 12
WTHBIZETHIZ L, HOHA RTA - T, BEEZEHIT LI L, 77,
TFREBOEMEICHKT LI L 2BETH &,

DARZALEX % #5412 BRUFFR 7 A VA DO FIEMEL2 B Sz BE X
DARZALEX Ot 52l L, @MUlRipELB o 2 &, HEHAOERIL, B
HIRFRICBIT 2 M A2 BT D EM & o b, WUNEEEZEET L Z L,

{AE (>120kg)
{REES 120 kg 2 #8 2 5 BE 2% L C DARZALEX DR FIERFIOAZPEIME T4

DAREMED B D,

Al

AENTY Ve b= (E420) 2 5HT 5, ENREBET VT N —ARME
B (HFD 1 IARFIZIRA L2 &y

AR OEEEL =D DOF M) U AEHEIL I mmol 23mg) K ThHY, AH
X T R U O A EE E R0,
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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

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

¢ 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

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

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

¢ 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)

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

------------------------- DOSAGE AND ADMINISTRATION ----------=-nnmmmmmmmeman

For subcutaneous use only.

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

¢ Therecommended dosage of DARZALEX FASPRQ 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)

DARZALEX FASPRO® (daratumumab and hyaluronidase-fihj) injection

------------------------ DOSAGE FORMS AND STRENGTHS ----------=----==-------

* 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)

. : Permanently
discontinue DARZALEX FASPRO for life-threatening reactlons (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)

e 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).

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)

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

e The most common adverse reactions (>20%) in patients with light chain
(AL) amyloidosis 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.
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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:

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

¢ 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.

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

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

* 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 Pl and animmunomodulatory 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).

R m

DARZALEX FASPRO is notindicated and is not recommended for the treatment

of patients with light chain (AL) amyloidosis who have NYHA Class IlIB or

Class IV cardiac disease or Mayo Stage I11B outside of controlled clinical trials

[see Warnings and Precautions (5.2)].

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosing Information
DARZALEX FASPRO is for subcutaneous use only.

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

¢ 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.

Monother nd In Combination with Lenali nd Dexamethasone (D-R

Use the dosing schedule provided in Table 1 when DARZALEX FASPRO is

administered:

¢ in combination with lenalidomide and dexamethasone (4-week cycle) OR

¢ as monotherapy.

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

Weeks Schedule
Weeks 1t0 8 weekly (total of 8 doses)
Weeks 9 to 242 every two weeks (total of 8 doses)

Week 25 onwards until disease every four weeks

progression®

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

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 Pr 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 110 6 weekly (total of 6 doses)
Weeks 7 to b42 every three weeks (total of 16 doses)

Week 55 onwards until disease every four weeks

progressionb

a First dose of the every-3-week dosing schedule is given at Week 7
b 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 3when 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 1to 8 weekly (total of 8 doses)
Weeks 9to 162 | every two weeks (total of 4 doses)
Stop for high dose chemotherapy and ASCT
| Weeks 1 to 8b | every two weeks (total of 4 doses)

a First dose of the every-2-week dosing schedule is given at Week 9
b 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-V
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)

Schedule

weekly (total of 9 doses)

every three weeks (total of 5 doses)

every four weeks

Consolidation

Weeks

Weeks 1t09

Weeks 10 to 242

Week 25 onwards until disease
progressionb

a First dose of the every-3-week dosing schedule is given at Week 10
b 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 Amylmdoms

Use the dosmg 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 1to 8 weekly (total of 8 doses)
Weeks 9 to 242 every two weeks (total of 8 doses)

Week 25 onwards until disease
progression or a maximum of 2 years®

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

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.

25 Recommended Concomitant Medications

Pre-medicati

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

DARZALEX FASPRO:

e Acetaminophen 650 to 1,000 mg orally

¢ Diphenhydramine 25 to 50 mg (or equivalent) orally or intravenously

¢ 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 thatis 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.

every four weeks




DARZALEX FASPRO® (daratumumab and hyaluronidase-fihj) injection

DARZALEX FASPRO® (daratumumab and hyaluronidase-fihj) injection

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)].

2.1 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

¢ 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.

e Withdraw 15 mL from the vial into a syringe.

e 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.

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

e 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 [fthe 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.

¢ Inject 15 mL of DARZALEX FASPRO into the subcutaneous tissue of the
ahdomen 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.

* Rotate injection sites for successive injections.

* Neverinject DARZALEX FASPRO 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 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.

e 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, throatirritation, 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) Amyloidesis

Serious or fatal cardiac adverse reactions occurred in patients with light
chain (AL) amyloidosis who received DARZALEX FASPRQ 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 IlIA or Mayo Stage IlIA
disease may be at greater risk. Patients with NYHA Class IIIB 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.
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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 or thalidomide is
contraindicated in pregnant women, because lenalidomide and thalidomide
may cause birth defects and death of the unborn child. Refer to the
lenalidomide or thalidomide 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 notimpacted [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 1gG kappa myeloma protein.

6  ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere

in the labeling:

* Hypersensitivity and Other Administration Reactions [see Warning and
Precautions (5.1)].

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

¢ Neutropenia [see Warning and Precautions (5.3)].

* 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 Diagn Multiple Myelom

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 1to 6, once every 3 weeks from weeks
7to 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.

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)

Adverse Reaction All Grades (%) | Grades >3 (%)
Infections

Upper respiratory tract infection? 39 0

Bronchitis 16 0

Pneumonia® 15 id
Gastrointestinal disorders

Constipation 37 0

Nausea 36 0

Diarrhea 33 3

Vomiting 21 0

Abdominal pain® 13 0
General disorders and administration site conditions

Fatigued 36 3

Pyrexia 34 0

Edema peripherale 13 #
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

a 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.

¢ Abdominal pain includes abdominal pain, and abdominal pain upper.

d Fatigue includes asthenia, and fatigue.

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

f Cough includes cough, and productive cough.

# Only grade 3 adverse reactions occurred.

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

* General disorders and administration site conditions: infusion reaction,
injection site reaction, chills

Infections: herpes zoster, urinary tract infection, influenza, sepsis
Musculoskeletal and connective tissue disorders: arthralgia, muscle spasms
Nervous system disorders: headache, paresthesia

Metabolism and nutrition disorders: hypocalcemia, hyperglycemia
Respiratory, thoracic and mediastinal disorders: dyspnea, pulmonary edema
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?
Laboratory Abnormality All Grades (%) Grades 3-4 (%)
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).
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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 tractinfection, influenza, dyspnea, and blood creatinine increased.
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

e Musculoskeletal and connective tissue disorders: arthralgia,
musculoskeletal chest pain

* Nervous system disorders: dizziness, headache, paresthesia

¢ Skin and subcutaneous tissue disorders: rash, pruritus

* Gastrointestinal disorders: abdominal pain

¢ Infections: influenza, sepsis, herpes zoster

e Metabolism and nutrition disorders: decreased appetite

¢ Cardiac disorders: atrial fibrillation

* General disorders and administration site conditions: chills, infusion
reaction, injection site reaction

¢ Vascular disorders: hypotension, hypertension

Table 9 summarizes the laboratory abnormalities in patients who received

DARZALEX FASPRO with lenalidomide and dexamethasone (D-Rd) in PLEIADES.

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

DARZALEX FASPRO with 1,800 mg/30,000 units administered subcutaneously or daratumumab 16 mg/kg
Lenalidomide and Dexamethasone administered intravenously; each administered once weekly from weeks 1 to
(N=65) 8, once every 2 weeks from weeks 9to 24 and once every 4 weeks starting with
. o o week 25 until disease progression or unacceptable toxicity. Among patients
Adverse R.eactlon — - A_" Grade.s.( ) | Grades >3 (%) receiving DARZALEX FASPRO, 37% were exposed for 6 months or longer and
Gene.ral disorders and administration site conditions 1% were exposed for greater than one year.
Fatlgu.ea 52 5 Serious adverse reactions occurred in 26% of patients who received
Pyrexia 23 g DARZALEX FASPRO. Fatal adverse reactions occurred in 5% of patients. Fatal
Edema peripheral 18 3 adverse reactions occurring in more than 1 patient were general physical
Gastrointestinal disorders health deterioration, septic shock, and respiratory failure.
Diarrhea 45 5* Permanent discontinuation due to an adverse reaction occurred in 10% of
Constipation 26 9t patients who received DARZALEX FASPRO. Adverse reactions resulting in
Nausea 12 0 permanent discontinu_ation of DARZALEX_ FASPRO in more than 2 patients
Vomiting T 0 were thrombocytopenia and hypercalcemia.
Infections Dosage in'gerruptions due to an adverse reaction occgrred in 26_% of patients
- - — y who received DARZALEX FASPRO. Adverse reactions requiring dosage
Upper respiratory tract infection 43 3 interruption in >5% of patients included thrombocytopenia.
P”e”m‘_"_"ic 23 11 The most common adverse reaction (>20%) was upper respiratory tractinfection.
Br_onchms - - 14 2 Table 10 summarizes the adverse reactions in COLUMBA.
Urinary tract infection 11 0 Table 10: Ad Reactions (>10%) in Patients Who Recsived
ive ti F able 10: Adverse Reactions (>10%) in Patients Who Receive
Mll\lnsculoskeletal and connective tissue disorders " DARZALEX FASPRO or Intravenous Daratumumab in COLUMBA
uscle spasms 31 2
Back pain 14 0 DARZALEX FASPRO  |Intravenous Daratumumah
Respiratory, thoracic and mediastinal disorders (N=260) (N=258)
Dyspnea® 22 3 ] All Gorades Gra:le >3 | All (irades Gra:ie >3
Cough' m 0 Adver_se Reaction (%) (%) (%) (%)
Nervous system disorders Infections :
Peripheral sensory neuropathy | 17 | 2 Upper respiratory 24 1# 22 1
Psychiatric disorders tract |nfer.:t|0nﬂ
Insomnia [ 17 [ 5# Pneumonia® 8 5 10 6@
Metabolism and nutrition disorders Gastrointestinal disorders
Hyperglycemia 12 9* Diarrhea 15 1# 1 0.4#
Hypocalcemia 1 0 Nausea 8 0.4 11 0.4
@ Fatigue includes asthenia, and fatigue. General disorders and administration site conditions
b Upper respiratory tract infection includes nasopharyngitis, pharyngitis, Fatigue® 15 1 16 2
respiratory tract infection viral, rhinitis, sinusitis, upper respiratory tract g. -
infection, and upper respiratory tract infection bacterial. Infusion reactions¢ 13 2 34 5
¢ Pneumonia includes lower respiratory tract infection, lung infection, and Pyrexia 13 0 13 1*
pneumonia. ; # #
d Bronchitis includes bronchitis, and bronchitis viral. Chills 6 —L 0'4_ 12 !
e Dyspnea includes dyspnea, and dyspnea exertional. Musculoskeletal and connective tissue disorders
f Cough includes cough, and productive cough. Back pain 10 2¢ 12 3
* Only grade 3 adverse reactions occurred. Respiratory, thoracic and mediastinal disorders
Clinically relevant adverse reactions in <10% of patients who received Coughe 9 1# 14 0
DARZALEX FASPRO with lenalidomide and dexamethasone (D-Rd) included: Dyspnea’ 6 1% 1 1
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a Upper respiratory tract infection includes acute sinusitis, nasopharyngitis,
pharyngitis, respiratory syncytial virus infection, respiratory tract infection,
rhinitis, rhinovirus infection, sinusitis, and upper respiratory tract infection.

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

¢ Fatigue includes asthenia, and fatigue.

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

e Cough includes cough, and productive cough.

f Dyspnea includes dyspnea, and dyspnea exertional.

# Only grade 3 adverse reactions occurred.

@ Grade 5 adverse reactions occurred.

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

DARZALEX FASPRO included:

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

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

* Gastrointestinal disorders: constipation, vomiting, abdominal pain

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

¢ Psychiatric disorders: insomnia

* Vascular disorders: hypertension, hypotension

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

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

¢ Skin and subcutaneous tissue disorders: pruritus, rash

¢ Cardiac disorders: atrial fibrillation

* 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 Intravenous

FASPRO? Daratumumab?
All Grades All Grades

Grades 34 Grades 3-4
Laboratory Abnormality (%) (%) (%) (%)
Decreased leukocytes 65 19 57 14
Decreased lymphocytes 59 36 56 36
Decreased neutrophils 55 19 43 1
Decreased platelets 43 16 45 14
Decreased hemoglobin 42 14 39 16

a 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 9to 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
patientincluded 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 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 FASPRO 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

et mfeatons | 40 " 2 1*

Pneumoniab 15 10 9 5
Gastrointestinal disorders

Diarrhea 36 6# 30

Constipation 34 2¢ 29 0
Nervous system disorders

Peripheral

sensory 31 3 20 2¢

neuropathy
Respiratory, thoracic and mediastinal disorders

Dyspnea¢ 26 4 20 &

Cought 20 1# 1 0
Musculoskeletal and connective tissue disorders

Back pain 12 2t 6 0

Arthralgia 10 0 5 0

Muscle spasms 10 1# 5 0
Cardiac disorders

Arrhythmiae | un | 4 ] s 2
General disorders and administration site conditions

oot [ 0 [0 [ o ] o

# Only grade 3 adverse reactions occurred.

a 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.
Pneumoniaincludes 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.

o

o o

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:
* Skin and subcutaneous tissue disorders: rash, pruritus
* Nervous system disorders: paresthesia
¢ General disorders and administration site conditions: infusion reaction,
chills
* Cardiac disorders: cardiac failure?, cardiac arrest
e Metabolism and nutrition disorders: hyperglycemia, hypocalcemia,
dehydration
* |Infections: bronchitis, herpes zoster, sepsis, urinary tract infection,
influenza
¢ Vascular disorders: hypertension
* Musculoskeletal and connective tissue disorders: musculoskeletal chest pain
¢ Gastrointestinal disorders: pancreatitis
* Respiratory, thoracic and mediastinal disorders: pulmonary edema
a 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.
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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)

ith S Protein E . fixation T
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 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  USEIN SPECIFIC POPULATIONS

DARZALEX FASPRO can cause fetal harm when administered to a pregnant

in ANDROMEDA
D-vVCd VCd
All Grades | Grades 3-4 | All Grades | Grades 3-4
Laboratory Abnormality (%) (%) (%) (%)
Decreased lymphocytes 81 54 n 46
Decreased hemoglobin 66 6 70 6 81 Pregnancy
Decreased leukocytes 60 7 46 4 Risk Summary
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 |
(3%), Stage Il (46%) and Stage Ill (51%). Serious cardiac disorders occurred
in 16% of patients (8% of patients with Mayo Cardiac Stage | and Il and 28% of
patients with Stage I11). 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 | and Il and 19% of patients with Stage Ill) 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 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 post-approval use
of 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

Infections: Cytomegalovirus, Listeriosis

7 DRUG INTERACTIONS

1.1 Effects of Daratumumab on Laboratory Tests

Interference with Indirect Antiglobulin T Indir mbs T
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.

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 or thalidomide is
contraindicated in pregnant women, because lenalidomide and thalidomide
may cause birth defects and death of the unborn child. Lenalidomide and
thalidomide are only available through a REMS program. Refer to the
lenalidomide or thalidomide 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 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 or thalidomide and dexamethasone, advise
women not to breastfeed during treatment with DARZALEX FASPRO. Refer to
lenalidomide or thalidomide 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)].
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Pregnancy Testing

With the combination of DARZALEX FASPRO with lenalidomide or thalidomide,
refer to the lenalidomide or thalidomide 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 or thalidomide labeling for additional
recommendations for contraception.

8.4 Pediatric Use
Safety and effectiveness of DARZALEX FASPRO in pediatric patients have
not been established.

85 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 tractinfection, 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 notinclude 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. Itis 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.

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 IgG1x
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+Treqs) and B cells (CD38+Beqs) 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+CD569™) NK cells in peripheral whole
blood and bone marrow were observed with DARZALEX FASPRO treatment.

rdiac Electrophysiol
DARZALEX FASPRO as a large protein has a low likelihood of direction 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,
Crmax increased 4.8-fold and AUCq.7 gays increased 5.4-fold from the 15t dose to
the 8t dose.

Table 14 lists the observed mean (+SD) maximum trough concentrations (Cirougn)
after the 8th dose, simulated median (5t-95t" percentiles) maximum Cirougn after
the 8t dose, simulated median (5t"-95t percentiles) Cyqx after the 8t dose, and
simulated median (5t-95t percentiles) area under the curve (AUCq.7¢ay) after
the 8t dose following DARZALEX FASPRO 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 DARZALEX
Daratumumab FASPRO FASPRO
16 mg/kg 1,800 mg/ 1,800 mg/
in Patients 30,000 units | 30,000 units in
with Multiple | in Patients Patients with
Myeloma | with Multiple | Light Chain (AL)
Myeloma Amyloidosis
Observed mean+SD
max Cyougn after 8th dose | 522+2262b 593+3062b 597+232¢
(pg/mL)
Simulated median 472 563 662
(5th-95th percentiles) (144-809)d (177-1063)¢ (315-1037)e
max Cirougn after
8t dose (pg/mL)
Simulated median 688 592 729
(5th-95th percentiles) (369-1061)d (234-1114)d (390-1105)e
Cimax after 8" dose
(ug/mL)
Simulated median 4019 4017 4855
(5t-95th percentiles) (1740-6370)¢ | (1515-7564)d (2562-7522)¢
AUCq.7days after 8th dose
(pg/mLeday)

a Geometric mean ratio between 1,800 mg SC and 16 mg/kg was 108% (90% Cl:
96, 122) in patients with multiple myeloma

b Source: MMY3012 Primary Analysis Clinical Study Report

¢ Source: AMY3001 Primary Analysis Clinical Study Report

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

e 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 (Tpnax) 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
(22%) in patients with multiple myeloma and 28 days (74%) in patients with
light chain (AL) amyloidosis.
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Specific P .
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
(33to 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

0f 190 patients with light chain (AL) amyloidosis who received DARZALEX FASPRO
and had a maximum Cyugn after the 8t dose, African-Americans (4%) had
24% higher daratumumab mean maximum Ciuqn after the 8t" dose compared
to that of Whites (83%) and Asians (10%) had 16% higher mean maximum
Cirough after the 8t 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 Ciugn after the
8th dose was 12% lower in the higher body weight (BW) group (>85 kg), while
the mean maximum Cyugn after the 8t 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 Cyugn after the
8t dose, the mean maximum Ciougn after the 8t dose was 22% lower in the
higher BW group (>85 kg), while the mean maximum Cyrougn 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 Carcinog is, Mutag 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.

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/m2 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/m2 and prednisone
60 mg/m2 orally on Days 1to 4 of the nine 6-week cycles (Cycles 1-9). The major
efficacy outcome measure was overall response rate (ORR).

Atotal 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 |, 45% had 1SS
Stage Il, and 22% had ISS Stage Il disease.

Efficacy results are summarized in Table 15.
Table 15: Efficacy Results from PLEIADES in Patients Who Received D-VMP

14.2 Relapsed/Refractory Multiple Myeloma

Combinati A I 0
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.
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 |, 30% had ISS Stage Il
and 28% had ISS Stage Il 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 Pl; 59% received a prior immunomodulatory agent, including
22% who received prior lenalidomide; and 54% of patients received both a
prior Pl 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 (sSCR+CR+VGPR+PR), n (%)2 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
a Based on treated patients

Monotherapy

The efficacy of DARZALEX FASPRO as monotherapy was evaluated in
COLUMBA (NCT03277105), 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 110 8, once every 2 weeks from weeks 9to 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 Cioyqn 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 Pl and an
immunomodulatory agent. Forty-nine percent of patients were refractory both
a Pl 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 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

D-VMP DARZALEX | Intravenous
(N=67) FASPRO | Daratumumab
Overall response rate (sCR+CR+VGPR+PR), n (%)a 59 (88%) (N=263) (N=259)
95% Cl (%) (78%, 95%) Overall response (sCR+CR+VGPR+PR), n (%)2 | 108 (41%) 96 (37%)
Stringent complete response (sCR) 5 (8%) 95% CI (%) (35%, 47%) |  (31%, 43%)
Complete response (CR) 7(10%) Ratio of response rates (95% Cl) 1.11(0.89, 1.37)
Very good partial response (VGPR) 31 (46%) CR or better, n (%) 5(1.9%) 7(2.7%)
Partial response (PR) 16 (24%) Very good partial response (VGPR) 45(17%) 37 (14%)
Cl=confidence interval Partial response (PR) 58 (22%) 52 (20%)

a Based on treated patients

a Based on intent-to-treat population.
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14.3 Light Chain Amyloidosis

In Combination with Bortezomi lophosphami nd Dexamethason
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-1lIA (based on European Modification of Mayo 2004 Cardiac
Stage), and NYHA Class I-1lIA. Patients with NYHA Class 11IB 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 9to 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 |, 40% had Stage Il, and 37% had
Stage IlIA. 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.

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-valueb <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
sur{/ivaIC,gHazard ratio withpEJS% Cl 058 (0.37,0.92)

D-VCd=daratumumab-bortezomib-cyclophosphamide-dexamethasone;

VCd=bortezomib-cyclophosphamide-dexamethasone

a Based on intent-to-treat population

b 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 (0S) 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

1. Chapuy, Cl, RT Nicholson, MD Aguad, et al., 2015, Resolving the daratumumab
interference with blood compatibility testing, Transfusion, 55:1545-1554
(accessible at http://onlinelibrary.wiley.com/doi/10.1111/trf.13069/epdf).

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).

o 0 Admini ion R .
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, 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 and thalidomide have the potential to
cause fetal harm and have specific requirements regarding contraception,
pregnancy testing, blood and sperm donation, and transmission in sperm.
Lenalidomide and thalidomide are 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)].

Advise 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)].

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

Manufactured by:
Janssen Biotech, Inc.
Horsham, PA 19044

U.S. License Number 1864

© 2021 Janssen Pharmaceutical Companies
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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 or thalidomide and dexamethasone.
You should also read the Medication Guide that comes with lenalidomide or thalidomide if you use
DARZALEX FASPRO with lenalidomide or thalidomide. 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:

* in combination with the medicines bortezomib, melphalan and prednisone, in people with newly diagnosed
multiple myeloma who cannotreceive 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.

* 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).

* 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)
* 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 arepregnantorplantobecome pregnant. DARZALEXFASPRO may harmyourunborn baby. Tellyour 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 or thalidomide and dexamethasone,
females and males must agree to the instructions in the lenalidomide or thalidomide REMS program.
= The lenalidomide and thalidomide REMS have more information about effective methods of birth
control, pregnancy testing, and blood donation for females who can become pregnant.

= Formaleswho have female partners who can become pregnant, there is informationin the lenalidomide
and thalidomide REMS about sperm donation and how lenalidomide and thalidomide 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) amyloidesis, 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.
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How will | receive DARZALEX FASPRO?

* 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.
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:

» 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.

¢ shortness of breath or trouble breathing e throat tightness * nausea

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

e cough e headache e chills

e wheezing e itching e fever

e heart beating faster than usual e high blood pressure e chestpain

* low oxygen in the blood (hypoxia)

* 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.

* 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.

* 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 bheing treated with DARZALEX FASPRO before receiving
blood transfusions.

* 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 * cold-like symptoms (upper-respiratory infection)
* nausea e cough * nerve damage causing tingling, numbness or pain
e diarrhea * muscle spasms e constipation

¢ shortness of breath e back pain * 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,
and water for injection.

Manufactured 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: 3/2021
cp-138144v9
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ANNEX I

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 1 to 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®
% 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 [gG 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.

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, diarrhoea 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
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 III 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 111 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 I1I 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 (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 (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 MM Y3007, an open-label, randomised, active-controlled Phase III 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 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
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 MMY3007
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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 (SCR+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¢ 436 (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
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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: 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)

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 I1I trial, compared treatment
with DARZALEX 16 mg/kg in combination with lenalidomide and low-dose dexamethasone (DRdA) 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 P, 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 (SCR+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 (431, 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 I1I 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 IV
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 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 S: Kaplan-Meier Curve of PFS in Study MMY3004
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Additional efficacy results from Study MMY 3004 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 (sSCR+CR+VGPR+PR) n(%) 199 (82.9) 148 (63.2)
P-value® <0.0001
Stringent complete response (sSCR) 11 (4.6) 5(2.1)
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 discase;

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, Crax 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.
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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

% 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 1 to 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).

Pacediatric 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

(HFT) 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 [gG 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. 1gG1

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.

35



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.

o o 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 [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
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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+Trcs) 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%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 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-rHuPH20 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 III 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 Cirougn 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 (sSCR+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

5.59 (4.67,7.56)

6.08 (4.67, 8.31)

Median (95% CI)

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 (SCR + CR + VGPR) 52 (77.6%) 51 (78.5%) 48 (71.6%)

90% CI(%) (67.6%, 85.7%) | (68.4%, 86.5%) (61.2%, 80.6%)

D-VMP = 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 11 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).
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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 (sCR + 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
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Additional efficacy results from Study MMY3007 are presented in Table 9 below.

Table 9: Additional efficacy results from Study MMY3007*

Odds ratio with 95% CI¢
p-value®

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

Overall response (SCR+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)

4.36 (2.64, 7.21)

<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

o

Based on threshold of 107

o

advantage for D-VMP.
p-value from Fisher’s exact test.

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

45

A Mantel-Haenszel estimate of the common odds ratio for stratified tables is used. An odds ratio >1 indicates an




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 (sCR+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 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 MM Y3003 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 (431, 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} (=2

[=%

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 MMY 3004, 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 (sSCR+CR+VGPR+PR) n(%) 199 (82.9) 148 (63.2)
P-value® <0.0001
Stringent complete response (SCR) 11 (4.6) 5(2.1)
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} (=2

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 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

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.

52



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 (ug/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 Cirougn 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 II

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 IIT

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

SR

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)
o medicines for inflammation (corticosteroids)
o 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):
o 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.

° 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

»okoHCBH & JIxoHCchH bearapus” EOO/J]
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

Kvzpog
Bapvapoc Xoatinroavaynig Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

This leaflet was last revised in MM/YYYY.

Other sources of information

Romania
Johnson & Johnson Roméania 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.



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.
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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)
o 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)

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 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.

S. 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

o 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

bbarapus Luxembourg/Luxemburg

»JkoHCHH & JIxoHchH 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

E\Lada
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

Bapvéapoc Xoatinroavaynig Ato
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@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.o.
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
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:
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 [f 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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Rick | X 7F a2 —uaflB K FiE
(1 734 7 )L 15mL 1)
- XY A~T (BETHHELZ) 1800mg,
G
%) 30000 Hifir
L-t ZAF T 4. 9mg, L-t ZAF 2 UHEERE KT
WA | 18. 4mg, D-Y LB h— L 735, lmg, L-AF A=
13.5mg, AU Y /LX— | 20 6.0mg

AKENET v A == AN KA 7 =PRIz o CibEsh %,

3.2 HHE DK
PEIR I8~ B (LD
pH 5.1~6.1
EdER | K1 CERERRICET 5

4. PHEER TR
Ot BHENE
OfHMAL7IAS F—2R

5. BBEXITHRICEET HFE

<EHRMUEHEE

5.1 T17. BRpE) OHEE Y 7Y A~ (BRI FHHEZ) M
WA OWRM SCEOWNER 2 3000 L KB O F 2 K 0%
ta IR L7 BT BIREFEOEREITO 2 L,
[17.1.1-17. 1. 7 &]R]

(EEMALT7IOALF—JR

5.2 N7, BRSAE] OEONEZZRA L RKHOF MR
LANEE TR L E T BISREOBREITO 2

L, [17.1.8 ]

6. AZERUVHAE

<EFVEFBENE>

M OFUEMAEEA & O FHHICI T, @, BRACIEAR 1 [

16mL (¥ 7Y Aa~7 (GBETHIEZ) & LTIL800 mg LUK

nerTrin=F—¥ 7TAT7y (BxT#H#z) LT

30, 000 HAAT (2,000 HAAL/mL)) % §FF9 5 HrEs gL Al o %

YA 7 VEZE LT, LFOANEIBIEORSMB TR T

-1 -

A1 ARG, 2 WL O 4 E MR ONE TR 535,
Bk L ARG, 3 ¥ RkE & O 4 BRI ST 5,
(EEHAL7IOA F—YRD

O & OPFAIZISNT, BH . AT EAA] 1[5 15mL (5
TV AT (Eia#Hz) & L T1,800mg LOVR/LE T Ln
=H—¥ TN7y (BaTH#Z) & LT 30,000 HAL (2,000
HNL/mL) ) &R 532,

MR, AR, 2 EEEEL O 4 EEFEONIETHE

4%,

1. BEARUVEAZICEET R

<EhEedE>

1.1 KAz B S U 7256 OG0 R OV 2P L T
1/\7‘0@1/\0

7.2 ARAFEEEIZ X S infusion reaction ZRH S 572012
AR5 BRAA 1~3 R ATC R B AR LB v ﬁ%ﬁfﬁ\rﬁﬂ
EOPie 2x I VA& T 5 k Fm, BRMED
infusion reaction ZHEJH I W25 72HIZ, LEITIG U TAH

BH% R R sz%/%%&’iﬁ“7 & [ 17‘%%]
7.3 Infusion reaction WHH L72GE, LFO L 512, AH
OG-k B D2 ﬁ@fg%ﬁéﬂﬁ L,
723, Grade (X NCI-CTCAE v4.0 |[Z%EU %, [11.1.1 &)

* Grade 3 @ infusion reaction 7% 3 [FIF&ER L 728 & ILAFA
DOEEZHRIETHZ &

* Grade 4 @ infusion reaction 23¥&H L 7=
a4+ sZ b

EBHEUEBRE>

1.4 AAIOR G, % 5MEOZEERE, AF L OFE+T 550
BEMEEGASECOWT, T1I7. BRKGE ) OEE X T Y A~
7 GlfE A Z) STREERA O FRA SCEO N 2 A L
7o ECEIRT D L, [17. 1. 1-17. 1. T 2]

1.5 RVT Y ITROTHFH AL P, UIRLT Y I 7,
ANT 7T ROT L R=y a U BEHOEA, fHHEG®KT
b AHI B 5.2 ki 5 2 &

<EHHATIOALFRF—YR>

1.6 AFIOE SR, S5 MEOEERE, AK LT 2

FAFIZOWT, N7 ERpk A OHOANKFEZRFI L7z BT

BT 5L, [17.1.8 ]

8. EELEXRNEE

8.1 FHEIMHIN D DD Z ENH DD T, AFOEEEFI RO

Pe i, EWIAIC MRS 21T BE ORREE I

BTHZ b, [9.1.3, 11.1.2 B

8.2 AHNL, Bk FICHI LTV 5 D38 LA L, s —
I AGRERAE R NMABIGNE L 22 D FIREMEN B 5, M EL T IIAA
Bk - L0 6 » HEE TRl T 2 e B 5, 2 D7,
AHNEE GRICARAPUADO R 7V —=2 7 &b — %0
MM ATREOEEZ 5 2 &, LS TESTW DA
i AREN 2 UT- 82 7 — D AR A~O TP OV CRRE

WEmT Sz e, D [12.1 BR]
8. 3 ESMBIEREREN S LN D I ENHDHDT, MiEHEMR

gobooboogooogobo

B E AR O£




PR R OV REIR A 21T D S, BB OIRIEE ool T
5L, [11.1.4 B8]

8.4 AFIDOF 52 X v B AR U A NV ADOFHIEMECIC X DIFS
BHLONDZ EREDHDT, KAFEGIZTL > TIFRY A
S ARG OAT M A RERR UL AR G AN /e L& 21T 5 2
Lo [9.1.2, 11.1.3 BE]

8.5 AAIDEMICHT-> T, TV Lr~T (EinfHH

Z) MIEEERAIE OB EZITERTH &,

I I.BENDERZEIT HEFICHT HEE

9.1 AHHE - MEEZEOHIEE

9.1.1 BHAEUMEAEE L FISEXHENDHIEEXIT

ITNLOBREROHDEE
AHNOF GHAE L L CTRE KIERAI L AR T v A K
ROk %25B/BT 52 L, ARIEG®RICEREZ &0
IO A7 M@ b BENRD 5,

9.1.2 B RIFXIA/IILRAFTY ) 7DEEXIE HBs HREMT

HBc HuikmS 4% L < [X HBs HiiAIB D B &

AFN DB 5-BR AT 1Tkt L CITHERERM O IT & w7 A L X
V=N DF=F Y T ETIRE BRFRTANADRH
TEMAL OMAEIER DR BICEE T 5 2 &, ARG
K0 B RFR AN AOBEEHLICL AN S B
e B, [8.4, 11.1.3 BIE]

9.1.3 AE 65kg L TDEHE
I HR BRI S OB BEII R ORI D Z &R H D,
[8.1, 11.1.2 &I®]

9.4 %£GEREEHET HAE
IR AT RE 72 2o e OV — N —MEIET D Al REE O & 5
PRI LTl ARFE G- R OARAI R 544 T #% — S
YRR 24T 9 L O fRET 5 2 &, BHEOZIREEICHE TS
IR SN TBOTARHTH S, [9.5 5]

9.5 1143
BT SUTEFIE L TN ATREMED & B M2 1T, TRIE LA %
PENERRIEZ EED LB S DA Ic o595 2 b,
AF 2 F N T2 ARSI AR TR BRI SR S TR Vas, TeGl
/7 a—FAHURICIBERERER H D Z s Tun
%, [9.4 BR]

9.6 {BILIF
B ORI R ORI E OA ML ZE L, 2ol
SUTHIEERET S 2 & KR e MLH TR A~OBATIE
ENTWARNA, & b Tg6 XL HIcBATT 20T, A#HlL
BATT DA ES B D,

9.7 INRE
NS ek G b LT BRI M LT,

9.8 EEE
BEOREZBE LN OEEICRET S 2L, @linE Tk
RICAEPSEEME T LTS, £ TV A~ T (BisfHif
Z) MRS O RRBRICB VT, EREIEAED S
B BENERE O 5 B 65 FAT & i LT 65 LA | CHEE
REEREGORBMEE IIE, EREELRAEFRITINRK,
PIE Td o 72, 1 MERHIRBAT OB & 72 6 72 WRIERO
LM BEERE I T, 75 AT & el LT 75 kbl L
THELRAEFGORGMEE ITE, EREELRFEHERIT
ik T o7z, RIGEEOEHMEAL 7oA F—3 ZAERHFIC
BT 65 LA EICBIT D EAREERAERSIINMK Th o
77

T & 8

&

11. BIYERA

WORWER RS bbb Z ENdHDHDT, BEZH7I2ITV,

BENRD NI GE B 2P IET 5 70 @) 2R AL E %

11952 &,

1.1 EXGEIEAR

11.1.1 Infusion reaction
TFT7 4 7% v— W, Wk, EIE KA SORE (KR
SRIE. MR IR #E4E 0 infusion reaction (25.8%) 23& &>
NHZENRHY ., 2L OLAX, WIEHEGIFICIELNR D
Sz, 2 EAUBEORGRHICHLRO TS, BE
MR LT AR, AR O G-% Pl Xk L) 72

WUEZATH & & BT, ERMREET 2 F TRFOREL |+
RSS2 L, EED infusion reaction MIR®H Hi
T %a ABIOE P IESEOM Y /@& 21T 5 Z &, [7. 2,
7.3 Z#]

11.1.2 BEEHH
hprpERg (12.3%) ., oA (12.3%) . U > 73Ekisid
(9. 7%) M OFEEPELF FRERIBZDE (0. 9%) 55 OB BEHIHI 23
bobhbdZEndH5, [8.1, 9.1.3 2]

11.1.3 BREaE
Jitige (4. 8%) CHUMAE (0. 7%) O ERE 2R EYES, B A
RUANVADOFIEHEAERH DN DZ ERH D, [8.4,
9.1.2 B#]

11.1. 4 [ESRRIEAEIERE (BHEAT)
BN NG AT el EBEER, &R
i ME VRIS OF 5. BHTH) %479 & & bi2, SERR
EIHET 5 £ TREOREL F0Ic#lEZd 52 L, [8.3 B

11.1.5 FEMMEE (0.3%)
HENRBD NG AT, A0 2L, BEI
Ji UCL M CT, My~ —h—EF0ORELFERTHE L b
2, WP E AT S Tk,

11.2 Z0OiEIER

104)513(?&%5"” 5% A BEE AR

JEYYE R O | FROBRY | RIE XK. R
LB HUE PRI A

%= AN

A AT R

7 A I A G
Mgy > | i 4 ifn R s>
RREE
R R OV BARBEER, R | ik
== FV 7 AL

i, b
FE ANHRAE
TR R e FFEED F

VN, BETR, R

MR

—a—na

F—. BHIEGE
s DA
A5 e I
MR, HEh MR REE, 0% | MK RE
e OB b Wk
H Ik TR B, HE.L,

Mg i
FERR L O EOPEIE, T
R %
IREE =Y N0 s, BAER
AR p IR LN

B ¥ 5 M
—fi% - AHkE |7, BB | EE )
FEROP 55 | FEFEBAL SR | E, FEFHEAL
AN FLBE, A

TENE

12. BRRRBREERICRET

528

Foa

12.1 AANIARMER E> D38 LFEA L, PR U —=2 7%
RGO AR T WT 2, AN X MBS — 4
ZRRA~DF A BT 57202 PF A AL A F—/L (DTT)
FLBE (R & JRIMLER o> CD38 & DA ZIHET D) 2%5E
+5 2 &, Kell MERIHUR I DIT LBECTEMES DD T, R
AR 7 J—=2 27128\ T Kell Mg HE 253 % 51
ROFMATREEEL 725 2 LICEETH L, U [8.2 BIH]

12.2 AFNTE b Ig6k B 7 o—FAHUATH Y | T
M & 2 oX 7 @i B A FE R KIS B OV I 502 [ 8 1k o fs 5
T B ARV B 5, Te6 k I TV B BEEAID 243
LEBEICET D52 (CR) DMLY CR 226 D FFED
P B2 KT T A REMER S D - OER T 5 2 &,

goooobboggooon




14, BRLDFE

14.1 ZFFREBEDEE

1411 KFOE G2, R 7Ly, RUoF Lo IR

Vi b e =L (PVC) O T#ht v b & AT L AR O ER

$ERANDZ &

14.1. 2 RFNE, MEBRE FicknwT, fiflss &

14.1. 3 AKH % N SHY H L, 15~30CIZRE LT Z &

R ASA TIE, FBRLNERNE T TRE 24 BREEER T

x5,

141 4 FEREOFEE W 28T B 72012, 5 BRI

T Sy bE Y U PICIRY AT S

14 1.5 39BN VU U ELICHER LW AT AR

%, BRLOENL T TLRMECRET 2 ENTED

14.2 EFIHEERHOEE

M21 ARHNE G RNRLFRRE A OF A2 AL CHET 52 &
BRSO TR BB D SN A Ln 2

&

14.2.2 JH 5 /8 UTAT K 7. 5em DNEEZ Tz, A#Kl 15ml

EH) 3~5 ot TR ET 5, MO A~OEEILT — % h3 5

LT WO ThRNT &,

14. 2. 3 [l ~D KA ESHIA T2 2 &y

14.2. 4 FZJE TR, PR, TR, WAL X ITHHE A & 5

EF Lz b,

14.2.5 JBEDIFZ R U GA 1%, T 2 )80 34

W 5, JoE L CHIMANE L e WIGAE, R A A A

WO 595 2 N TE D

14.2.6 AFPG-H1E, [F—EBAIChF Z B F RS Lan 2 &,

14.2.7 AFNX 1 [EEWEIY TH D, Rl BIERIC OV Tl

YIRS D Z &

B RVESEE

AN

15, Z0MDFE

15.1 BRERERIZE D < 1E#R

AFNOFEEIZ LV Z TV h~=T (BIETHHEZ) 515
REEADNGRD b BEOEIE iO2%UW)T% Lz
1 FllcBWTCIE, #7Va~7 (EiaHlEz) o545
ik z58wi-, 72, Are7in=4— t'7»77<
fEAHHZ) T B BURPEAE DR bz B OEIA T,
6. 6% (41 f5l) TH -T2,

ﬁw&Sﬁ

16. FEMEE

16.1 MARE

16.1.1 WHY1008 588 (EIMBER. BHME)

AAAO FFE U REIAED S L REME 6 B, A

15l % 1HRIREC 8, T 2 BRI 1630, 2h
xR CR R T LT, IR 5 RO 5 5
A TN R ISR, £, AR O LR
TORME BEIR) B ROEUBIE ST A —5 R IR
T,

2504

200

1504

100

504

M3 45 A~ 7 Y FE (ug/mL)

ol
ci

C1D4 c1D8

IRgfg (H)

C1I£12 C‘IID3
C: 1427/, D: H
K1 BARANOFIE UIEIENEO 2R E REE RS 6 i
KA ZPERE L EomiEHh & 7Y A~ 7T REHE

CFA il B2 vE{R 22)

£ 1 BAANOEIE IEIAMED ZRMEHEIEEE 6 FliC
BT HAFYIE R G Y 1 HERE T ot B B, 5
50 {) RGO LT Y L~ T DEYEE T A —4

VEES % 8EIB#HS5®%
Crax 177 (27.8) 1092 (318)
(ug/mL)
AUC  -7day 990 (145) 7015 (1895)
(ug - day/mL)
Tnax (day) 3.0 (2.9-7.0) 0.9(0.9-3.1)

FfE RRERE) . 2720 T (FRRIE GEE)

16.1.2 MMY3012 8% (ERERRER. HFIEE)
R OSUTERATE O RV BBENE LT 259 B, AH 16mL %
1 ERRE T8, HEv T 2 MM T 16 3, ZALAREIE 4 08
MR CRE R PG Uiz, FHIMiEHR & 7> A~ 7 RE X
BIEIEH- 225 3 A1 124ug/mL, 1 BRKE CORKE (8 1A
H) 500 1EME QEMBRS~OBITH) OS5
12 582pug/mL, 2 HEME CTOMEZRE S 3 B HIC
738ng/ml. 2 MMM TORMEE GG 2 % (48 ERE
H~0OBATH) O 5 A1 555ug/ml, 4 tF’ﬂﬁm&’iAUﬁ%M
KI5 A% OEEERIIC 29Tug/mL Th o7~

16.1.3 MMY2040 K88 (EFEERER. RLTY I T, AL
J7S5VRUVTL R=YAYXIdprednisone™ & DFFERE
&)
RIGHED 8 ME 8 BENE BE 67 BllZ, AHI 16mL 2 AT V'3
T ALNT TR OT L R=> 1 X prednisone™ & D
DFAFEICC 1AM T e, FivC 3 Mm@ T48 M. =
LRI 4 R CIRAER T 5 Lz, BG4 7Y A
~ 7WRIEX, PIEEE D 3 BAAIC 99ng/ml, 1R TO
Ri& (6RIH) #5000 1% (3 HERES~OBIT
A) O#HATIC 482pg/nl, 3 WRMIE COYIEEE-235 3 AR
12 612ug/mL, 3 WREIFRETo 3 [\ B &5 0¥ 5512 392ug/mL
ThHhotz, *

L EPAR

16. 1.4 AMY3001 5XE& (EFEREE MAEGER)
RIBFEOBHVEAL 7 I v A F— 2 R BH 381 il &2 341
AR T S I T vrakRA7 7 I KK R OT F9
ALY L ORFFFREICT AR T8, il T 2 Mk
T16#, ZNLAREIT 4 MR CRER TG Lz, M
AT A~ TREE. YIRS 0D 4 A1
149pg/nL, 2 WEMECOYIEEL (9B B) D5 H & O
5.4 %12 59Tng/ml & O 708pg/ml, 4 K TORIEEE 5
(25 H) O#ERIIC 478ng/mL, 4 BRIFEE G ~DBIT#
DHRI5 » A% ORGEIC 2730g/nl, Th o7, Y

17. BRERRIE

17.1 EHRUVRESHICET 55

BHEUEBRE>

17.1.1 MMY3012 358 (EFSE RIS MARER REXER)
TaT TV — ARERRORERESEEZ T3 LA VLR
DORNEEEZGT 5, X7 v T 7 Y — ARER K Oz #
BRI TR IEHINE O B SUT EEATE O 258 VB BEIE R 522
Blastgic, £ 7Y h<7 GEfEFHfZ) SEE s s
MURTE 6 2 AR EMBEEOFFEL LR T DT & A
(LIRS LR et 2 50 L 7=, BERHMEEE O —>Th
2 I B X D F 3R IR AHIRETIE A1, 1% (95%{F 4 X R :
35. 1~47.3%) (108/263 f5l), ¥ 7V A~7 (ATl x)
AR RAIRE T 37, 1% (95%(EAE XA : 31. 2~43. 3%)
(96/259 i) THVY ., FHHEOKIT 1. 11 (95%ZHEIXRH :
0.89~1.37) Thotz, £/, b I —>OLEEFMEH TH
DicEiiE R b7 7IRE (B3 A 2 A0 1 A HEGRD
(M SRR AE) (%, AFIFECIE 593+£306ug/ml, ¥ 7
Y b~ 7 (G ARFRHAR ) S0 SR AR T 522 2226 pug/mL
THY | Femiigs b7 7 REO&MEE X 107. 93% (90%
fEHEIXRE @ 95. 7T4~121.67%) Td o7, LEXVD, #FV A
~ 7 (Gfs R ) SRR RAIR 6 D ARIEE O IES

gobbobboooggobo




PEBHGES L7 (201941 B8 RZ U=y hF7),

3)

D) AFOREROHE 28 AMZ 1A 27LE L, XTV A
~7 &L LTI1E1,800mg (Rrerirm=F—t 7177
30,000 Hifr &2 &de) 2. 1M (1~8HA) | 2 #fH
ks (9~24 38 H) &4 EERFE (258 EBLKE) TR F
el Uiz,

E2) FIVAhavT (BETHEZ)
w28 HME 1470 E L,

SRR R o B S OV
1 [A] 16mg/kg Z. 1 3[R

(1~8HH) . 2 A (9~24HH) KO 4 HEMMHE
(25 ¥ B LK) Califiifie Lz,
H3)  FELMEOHERLYE - OFZFIZONWT, ¥ TV AVT (&

IR Z) AR/ 2 AR O Zh=R O b
D 95%(EHEX I D FERIED 60% LA ETh Y . oDk i
IR N7 ZREICONWT, ¥ TV A~T (B THHBZ)
S R BT S ok D AT O S (M T8 He 0> 90% (5 4 X
B0 FIRIEAS 80%LL EOAIc, 4T Y A~ (l&FH
Bz SRS D ARHIRED IS PN R FE S
FeTnrIklshi,
AFHIEE 260 FlF 134 41 (51.5%) (CRIMER SO N, £
7eRIEMIE, infusion reaction 68 i (26.2%), #fHERJED
JiE 32 B (12.3%) . M/ BAE 24 61 (9. 2%) . EAGERGY
2161 (8.1%), & 21 5] (8.1%) % Toh -7 (201947 A 8
A7 V=Anhy h47), [6.1, 7.4 B8]
17.1.2 MMY2040 Bk (EFF£FESE I AHERERSER)
ZRMFRIERS 132 6 (BRNEH 4 HlEET) 3%
2, RAVTYIT, ANT 7T ROT L K=Y ik
prednisone™ & OFEMFEEE (MPB JEEE) ICAHI 2 LWL
AKFI/MPB i, WL TF Y R RERTHH ALY D
O (Ld 915 ITARAIZE B3 L-AAKI/Ld iEkoR
SIVE S OV Pk A it 3 % FE B FE R IRERBR & e L 7=,
JUHEC KD RENERIL, AKI/MPB BETIL 88. 1% (90%EHEX
fi] : 79.5~93.9%) (59/67 f5) . AHKlI/Ld FETIEL 90.8% (90%
TR : 82.6~95.9%) (59/65 #i) ThH-o7z, *
FED) AHIOFIER O - AFI/MPB BETIE, 1~9 %4 2/ LE Tl
42 A& L YA 70, 10 A4 Z VLI 28 A% 11 7 v
L, 7YV A7 L LT1IE1,800mg (RLeT7/a=4—
€ 777 30,000 B A ETe) &, 1 EMEE (1~638H).
3 VARG (T~54 T H) ROV 4 AR (55 ¥ A L) TRz
FEEG U7z, AHI/Ld LTI, 28 A% | FA 2718 L,
2TV h<7E LT 1 H 1,800mg (Rreriruo=F—+¥ 7
/»77 30,000 Hfrz&te) % W (1~8 #HA), 2

R (9~24 BH) KU 4 ] FHFEJBm (25 WA L) TR
NG Lz,
E2) ATV ITOMEROMAE 21 AMZ 1 $127 1L 113

mg/m* &5 1~2 %A 7 LTI 2 [\(1,4.8 KO 11 HE).,
% 3~18 YA 7T 1 B (1 KO8 HH) ZF#E5X
IEFRIRANEE S LTz, 7rds, JERICTER Uil Escht L7z,

HE3) ANT I UOREROHAE 42 AME 1 Ao EL, 9
FAZLET 9 mg/m % 1, 2,3 KON 4 ABICKRAOESL
Too 7R, JERITIS U E s L7z,

H4) S F=Yu XL prednisone™ D BN O - 42 A%
1T H AL, 9FAZLET 60 mg/n*% 1, 2, 3 KO 4

IR OG- Uiz, 723, SEIRICRS Ul Es R L7z,

#5) LU R ROMELOHE 28 AME 1 1270,
CrCL>60 mL/min O#ERFEITIL 25mg %, CrCL 30~60 mL/min
DOYHREITIT 10mg 2 1 B 1 [\, 21 AMEO#RELEZ, 72
B ERICHE U asce L7z,

H6) TXHAZYUOMELROHE 28 BflE 1 1o e L,
40 mg % 1, 8, 15 KO 22 HBIZHIRN IR O RS Lz,
7ok, SRR Ui ms L7z,

: ENARAARR

Aﬁ#&ﬁéntgﬁ EREAM TG 132 B 93 1 (70. 5%)

WCRWERN R bz, F22EIEAIX. Infusion reaction
33451 (25. 0%) , AFHERIEA 33 4] (25.0%) ., I/ MR 32 141
(24.2%) , #E 23 Bl (17.4%), U > /SERWA 19 61 (14, 4%)
LThoiz, [5.1. 1.4 28]

17.1.3 (&%) 20160275 (CANDOR) FtER (EFitR % MAEER
HER) - REFNIRE

1~3 LA OFHaREZ AT 2 B3 UTEHR O 2 58

BHIIEETE 466 B (A ARNEE 31 BlaGtr) ZRRIC
NT VY T (E2 EEEE) ROT XY 22 O
h(CAd¥RIE) & Cd#kicy 7Y a~T (GBI FHfiz) &S
TFHERA 2 W L7z DCd WiEE T 57 v & 23k
BB AR A T U7, EEREMIE E T D Mg A
TEIRE O HF Yl 1L DCd BE Tl R, Cd #£T 15.8 4 H (95%
fEHEXM 12 1~HEERRE) TH Y. DCd BECHGHFNICHE
BRERE 2R LTz [N — FE0.630, 95%(E #EX[H : 0.464~
0.854, p=0.0014 (J&H! log-rank Fi7E), 201947 H 14 R 2 U
=HNHy AT, BIREHITEER T 5 24T B o
EiE, WTNOELRIEETH Y M FENICHEERERIT
RO BILTNZRW [N — R 0.745, 95%(5 #E X : 0.491~
1.131, p=0.0836 (J&@45!| log-rank &), 20194E7 H 14 A2V
=Inhy v F7], 0

=
b
E
&
F
-4
. DC C
0.2 m.u:u:; rnf-!sm
Median progression-free survival — months ~ NE 158
Hazard ratio for DCd vs. Cd (35% CI) 0.630 (D.464, 0.854)
0.0 7 Pe00014
T T T T T T T T T
0 3 6 9 12 15 18 21 24
e (B
at risk#
Cd 154 122 100 85 70 55 13 2 0
DCd 312 279 236 21 189 165 57 14 0

miEE L FHARRI O Kaplan-Meier BH#E [20160275 (CANDOR) i

E&]

DCABE: # T b~ 7 (GBIcHR ) STHER TR L7 4

WY I THTFXRY ALY CARE: DN T 4V 2 THTF R

AHS

1) X7V A~ (Bis T Z) AR O LR O & : 28
A%z 1A 27 0E L, 1E 16mg/kg %, 1 MM (1~8H,
BEIDZ 2 ARNZHEIL T 8mg/kg T o4 5) . 2 M (9~24
HWH) KO4 MM (258D CTHREEHE L,

H2) AT Y I TORELROHE GE 2 B Y) 28 A% 14
A7nEL, LA LEL L 2, 8, 9, 15, 16 A HICAIHIE L7,
e, 1A 27V BD 1, 2 B HOR 20mg/m” ((RE R, h
LIREIE 56mg/m” (IR EFE) AR L7z,

H3) TR ALY U OMIELROHE:28 AffiAE 1 14 7L L, 20mg
Z 1,2, 8,9, 15, 16 HAIZ, 40mg % 22 H BIZHEIRIP SR O #%
L, FXVALZY L OEERNRHINT 4NV 7 LIRIBOHE.
BT 4 I TGO 4 W ~30 28T, X5 Y hv T GEE T4
Hiz) sUEEHERAIR 5 0 1~3 RERIATIC B S LTz,

DCd #£ 308 #irf 198 {51 (64.3%) \ZRIWEMANGRD bz,
ERIWEMIZ, infusion reaction 127 f1(41.2%) . Ifi
IR E 65 4 (21, 1%) . A 41 51 (13.3%) . EXGE
JE&Ye 27 1] (8. 8%) .\ JifiZk 26 51 (8. 4%) | % 55 23 44l (7. 5%)

Thotz, [5.1, 7.4 BH]
17.1.4 (%) WNY3008 B CGHHVE 111 48BERRER) : AiE
T
35 1 AR B R 23 A & 72 D 7 WIRIRIE O 2 5P E BEIE IR

HITHEAGIZ, VFY R REOT X322V oA
L (Ld i) & LdREICE 7Y b~ 7 (s #liRz)
SRR A B L7 DLARIE R i 5 T o & 2Lk
BB MR A S U7, BRI T & D M E R
TEARE O Fp g B 1L, DL BE IR, Ld BET31.9 » H (95%
fEHEIXR @ 28. 9~HEEAREE) CTH V| DLd BECTHFFZICH
BRERE 2R LT [N — R 0,56, 95%EMEX : 0. 43~
0.73, p<0.0001 (JE@5!] Log—rank #iE). 2018 4£9 H 24 H ~
Y=hnrhy ~F7], 7

goooobbodooooo




100
80+
] 60
g
*
#
B
] 404
13
N-368) (N-369
204
Mhextio grogpesssion oo survienl - months H 381
Hazned ratio fo [Ld vs. L (95%C0 D56 (0.43-0.73)
00001
04
T T T T T T T T T T T T T T T
9 3 6 9§ 12 153 18 21 24 27 30 33 3/ 3/ 42
e (A
‘Subjects at risk

Ld 360 332 307 280 254 236 219 200 149 94 S50 118 3 2 O
DLd 368 347 335 320 309 300 250 271 203 146 86 3% 11 1 o

—+—Ld ---o--- DLd

I A HARG D Kaplan-Meier #hfgE [MMY3008 tER]
DLAdBE : 4T Y A~ GEIE TR SHEERA+ LY R
F+F P22V LA LFY RI R+FFH 220
HED) X5V a<Ty (BIETHBZ) SHEEENE ORISR OM

28 AfZ LA 2L L, L F 16mg/ke %, 1 RN
(I~8¥H) . 2 EEMME (9~24HA) KO 4 8RR
(25 38 B LK) T EHE L7z,

H2) LU R ROMELOME 28 Af& 1 A4 21 &L,
CrCL>50mL/min OHEEHRFE 1L 25mg %, CrCL 30~50mL/min @
PR IZIE 1omg 2 1 A 1[El, 21 ARMEOEL Lz, 7B,
JEPRIT R Ul TR L7

3) FRYAX Y UOMEROME 28 AfA 1A 20k L,
40mg % 1, 8, 15 %022 A BIZHIRIN LR N5 LTz, 72
B RIS U L7,

DLd 7 364 i+ 308 1] (84. 6%) IZEIEMGE® bz, L7

FIWVERIE, infusion reaction 203 {5 (55. 8%) . 41 EkISA> 96

B (26.4%) . JE55 70 B (19.2%) . PEULREE 50 4] (13.7%) .

2 49 B (13.5%) % Tho7, [6.1, 7.4 BM]

17.1.5 (&%) MY3007 HE& (EMEHEFEMAHEERRKRAR) © =

FERERE
& M S O T IG & 7o S 2RV RIGIR O 2 5 M BEIE B
#0680 Bl (AARNEHE 24 flEELe) X4, ATV 2
T ANT 7T U NN L K=Y 1 > XE prednisone® D
AL (MPB L) & MPB IEIC X 7Y A~T (B5 Tt
Z) LS 4 e L7- DMPB RIEA LT S T X
LALIEE MR iR R & i U 7-, EEREMEIEE TH D I
A EII R O TP R 13, DMPB BE TR S, MPB BET 17.9
» A (95%EMEXR : 16.1~19.8) Td V. DMPB B THFtF
BINCHERIER 2~ LTz W — R0 0,51, 95% (5 HEXR :
0. 39~0. 67, p<0. 0001 (J&H Log-rank ¥ 7E) . 2017 4£ 6 H 12
RZV=Hhrbhy ht7], ¥

100
80 -
DMPB
=
z 60 4 @
i
P
E 40 MPB
[
ovPg L]
20 =330 N
Wb progression-free sunienl - Porths N iy
Hazard rabo & DVPS v MPB (R5NC) 051 [038-067)
P R{E-00001
o4
T T T T T T
L] 3 8 9 12 15 18 21 24 7
wm (A
Subjects at risk
MPB 343 291 285 250 222 122 59 18 2 o

DMPB 33T 309 209 288 b o 170 87 24 10 (4]
BT A ZHARS 0D Kap lan-Meier Bi#R [MMY3007 SXER]
DMPB B : # 7Y A~7 (EisFHMZ) SEFERA+ALvT
STHANT 7T +T L =Y u Xt prednisone™, MPB B :
RALFYVITHANLT 7T+ 7 L K=Y 1 X prednisone™
1) TV A~T (GBI HIEZ) sEiERA o L& O
WA~ A I VETIEH A2 AME LA 70 10047

NVLIREIE 28 A ZE 1A 2 vk L, 18 16mg/kg 2, 1
fifEIE (1~6 3 H) | 3MEMME (T~54H) KOM4 M
fbE (55 3 B LARE) CaliEifE L,
H2) AATY ITORMEROHR: 21 BfZ 1A 2708 L,
1. 3mg/m’ &8 1~2 %A 7 T3 2 | (1, 4, 8 KU1 A
H) . H3~18% A7 TiIIH 1Bl (1 X8 AHH) K
G SOIHRAN G Uz, 728, JERICIS Uil F s L7z,
H3) ANTy 7 rORENOHE 42 AMEZ 1A 7 1E0, 9
PA 7 FETOImg/m* & 1, 2, 3 K% U4 HEICHROEL L
7o 7ed. SERITIS U A L7,
#4) 7L R=Y 13 prednisone™ D AEKL O 42 AR
E1HFAZNE L, 9P A ZVET60mg/n* % 1, 2, 3 KN
4 A BRICRRAES Uiz, Zed, JERICRE Ul A L7,
o E PN AR
DMPB £ 333 f5ilf 193 ] (58.0%) (ZEIWEH (D3&H Hiiz,
ERIEA X, infusion reaction 103 41 (30.9%). #fHER
W 71 (21.3%) MR 63 41 (18.9%) . AL 28
(8.4%), MRULIREE 24 5] (7.2%) % Thotz, [6.1, 7.4 %
]

17.1.6 (&%) MNY3003 ;A8 (EFE#£ RS MABERRHRER) - =

FERERE

1 LA UL EOFTREE 283 5 B OSUTEERATED 250
BHENELF 569 B (HANEF 36 flagie) 28, L
FU R FEROT V22V o oftfgE (Ld #iE) & Ld
JRIEICHE T h=T (a2 SEiERE 2 Ry
U 72 DLd ik & thie 95 T o & 2L IS M RER bt B & 32
i U7, EEEEHIIE B T & 5 M A E IR oo Hh gl i, DL
FECIIRBIE, LAFET18.4 » A (95%EHEXR] @ 13. 9~HEE
AHE) THY ., DLd BECTHEHFMICHEERIERE 2R L12 [
W— N 10,37, 95%EHEXM 1 0. 27~0. 52, p<0. 0001 (J&@%5!
Log-rank FR7E) 1, BIVKFHGIE B T & 5 2 F IR o o fiid,
DL BETIZARENE, LdET20.3 » A THY, FEHFIICAE
BRERIXRED DTV e [P — R 0. 64, 95%FHE X
fif] : 0.40~1.01, p=0.0534 (FEEHI Log-rank f/E) . 2016 4
SAHTHZ V= nhy v+7], 9

1004 i
W -
g
— m -
-3
T
#H
L]
= 40
3
oLd i
20 (N=286) (N=283)
Median progression-free survival - months  NE 184
Hazard ratio for DLd vs. Ld (95%.C1) 0.37(0.27-0.52)
P<0.0001
0 -
: T T T T T T T
1] 3 [ -] 12 15 18 21
mma)
Subjects at risk
Ld 283 249 206 179 139 38 5 0
DLd 286 266 248 232 189 55 8 ]

EHEE AL FHARI O Kaplan-Meier B2 [MMY3003 5£ER]

DLA R : TV h~7 (BIGFHMAZ) SFEHERA+L U P2

R+F% P A% LdfE: LY RI R+FF A%

1) TV A~T (GBI RHIRZ) s iERE o HiE & O
i 28 HiMZ 1A 7 v L, 18l 16mg/kg A, 1 MK

(1~8HH) . 2 A (9~24HH) KO 4 HEMMHE
(25 # B LAK) Calififfie Lz,

#H2) LU R FOREKROHE 28 AMAZ 1 A4 2718 L,
CrCLY60mL /min DHEERFE 12 1% 25mg %, CrCL 30~60mL/min
BeBRFEICIT 10mg 2 1 B 1AL 21 ARG L=, 7l
SEPRA IS Ui s L7z,

H3) TRV AZYUOREROHE 28 A& 19471 & L,
40mg % 1, 8, 15 K UN22 A BICHIRAN ST 05 L, 72
By ERITIS U L,

H4) LU R RICw L CEFEYITE 2 m 3 SUIRBEEDS AR O
AR LT,

DLd #f 283 #9215 ] (76. 0%) IZRIERAFED bz, F7e

FIVEFIZ, infusion reaction 158 i (55.8%). #f+-HEK)K/

43 i) (15. 2%) . ERGEEY: 43 41 (15. 2%) (57 35 61l (12. 4%) |

Wk 34 1 (12.0%) S Choiz, [6.1, 7.4 5]

17.1.7 (&%) MIY3004 FHER CESVEMARERKESR) - RiEFE

guooobbugooooo




SEBLE

1 LA UL EORTRIEE 283 5 B OSUTERRTED 250
BRI 498 B 2t BIT, RALT Y I T RHORNT XY A 7Y
COOFRERE (BdgEE) & BARIEICE TV AT (BIcT
FAHL ) ST EERA A IR U7 DB SRIE A i 5 T
& MMEIEEHRBER iR & 2 U /-, EEREIEE TH D
A A AFI R O TP, DB BETCIIRENE, BAAET 7.2
H A (95%EREX : 6.2~7.9) TH Y . DBd BETHFFMIC
HERIEE 2R Lz [N — R 10,39, 95%5HE X : 0. 28
~0. 53, p<0. 0001 (BRI Log-rank #E) 1, RIKEHMIEH T&H
LHAREFHMO R RAET, WIhoORELREETH Y | Fist
FHNCAH B EREITRD BTN [ AP — R 0,77,
95UZHE X[ : 0. 47~1. 26,p=0. 2975 (FEJE | Log-rank ¥ &) .
(2016 1 A1l BZ U =Anhy v47)], 10

100
80+
& 00 T4 DBd
# .““.l'.“l
#
=
40
| 4
4 bad Bd Bd
L (N=251)  (Ne24T)
Median progression fiee survival - months. N 72
Hazard ratso for DBd v Bd (95% (1) 0391028053
0 Pl D001
T T T T T T
o 3 8 9 12 15
MECA)
Subjects af risk
Bd 247 182 106 F-] - o
DBd 251 215 145 56 " o

I A HARG D Kaplan-Meier #hfgE [MMY3004 SHER]
DBARE : 5 hvT (GBETHIBEZ) MEHERA+RLT Y 2
TAFXY ALY BAEE BT I T TR AL S
HED) XY awTy (BIETHBEZ) SHEEENE ORISR OH
o 1~8 YA ZVETIE 21 AfME 1A 20, 99 A 2 AL
Feix28 A% 1A 7k L, 1Al 16mg/kg %, 1 @EMMEE
(1~93MB) . 3 WRIRIM (10~24 3 B) KOt 4 FERIRIR
(25 ¥ B LIME) CAUmMEE L7z,

RNT VI 7TOREROHE: 21 AMZ 1A 271 L,
1.3mg/m* Z3 2 [\ (1, 4, 8 LO*11 AH) 8 ¥4 7 /L& T
RPN $ 5 SRR e - Uiz, 7eds, SEARICHS U B L
77

FEXYV AL ORER O 21 BME 1A 708 L,
8V A 7 )VET2mg & 1. 2. 4, 5. 8, 9, 11 V12 A HIZ
TR SRR O - Uiz, Zeds, JEMRICHR U st L7z,
RNTVIT, AFHYITELITINT 0V 2 TITH
LTI IR M 2R 3R AT S 7okt LRSS EAS A
DBE TR LT,

DBd i 243 il 182 B (74. 9%) IZEIWER S GE® bz, L7

BIVERIZ. infusion reaction 120 1 (49.4%). /Mg

73 Bl (30. 0%) . WU [R5 34 451 (14. 0%) | "k 30 61 (12. 3%) .

T 2T B (11.1%) &ETh o7z, [6.1. 7.4 BMH]
(EEMALT7IOALF—VR
17.1.8 AMY3001 5XB& (EIFR+ R 5E M4 RS FREXER)

RIEFEOLHME AL 7 I oA F— U ABF 388 Bl xIRIC,

VI uR A7 7 I RAKI, BT I TROT I ALY

v OO (CyBorD #15) & AAKIE Efed L7z DCyBorD ¥

BRI 5 T &2 AMEIEE MRBER el & 9ehi L 7=, &

FEEHIE B T 5 iR 5w e (CR) =ik, DCyBorD Af

TI 53. 3% (95%EHEIX R : 46. 1~60.5) (104/195 fi]) . CyBorD

BETIE 18, 1% (95%ISHEIXRT : 13.0~24.3) (35/193 %) TH

Y . DCyBorD B THEGHFANCH B RSB A R~ Lz (4 v Ak

5.13, 95%SHEX M : 3.22~8.16, p<0.0001 (J&H Cochran—

1£2)

1E3)

E4)

Mantel-Haenszel Ki7E) ., A E/KUE 1 0. 04999, 2020 4F 2 A 14

B2V =hNhy bAF 7], Y
HD) AAORELOHE 28 AME 1A 7L, TV A
~7LLTI1E1,800mg (Rrerru=F—F¥ FL77

30,000 Hifir & Ede) 2, 1M (I~8H) . 2 #HfH

Mk (9~24 0 H) KO 4 #FEFBE (25 BLARE) T24 4
A I NVECH TG L,

I aRAT 7 I RO EKROHE 28 A% 1 4
A7 vE L, 300mg/m" (ME/KPIE) % 1 MK T6 A

£2)

7 VECROUIHARNES Lz, 2pd, FERICKS U
P L7z,
ATV ITOMEROHE 28 AfZ 1A 70 E L,
1. 3mg/m* % 1 MM T6 A 7 NV E TR L Lz, 72
B BRI U asce L7z,
TXHRAZ L OREKROHR : 28 HZ 1 A 7L L
L. 40mg % 1 MMMREC6 A 7 v ETROKEE L, 7
B ERICHER U msce L7z,

DCyBorD &£ 193 {57 110 fi] (57. 0%) (ZEIWEH GO Hivi.
FE72RIWEMIE. infusion reaction 53 {5l (27.5%). U > 7SERIK

1E3)

E4)

26 151 (13. 5%) &1 21 451 (10. 9%) . 0B EGe 21 4] (10. 9 %) .

PESHEAL SO 21 B (10.9%) « %57 18 51 (9. 3%) | 1fn /Mg JiE

16 B (8.3%) % Td-o7=, DCyBorD FED 72. 59 NBX—RATF A

BRI REYE AL 7 I v A F—2 RZEET 5 DIEEEAZ A L T

Wiz, DRFEERLEO A EFGIE, A48, 3%, BE 5. 7%, L

JEREL 5. 7% TH Y | EE IESEN A DgE ERE O EF S
IR A 6. 2%, AMEIE 3. 6%, LEAlE) 2. 1% THh o7z, HEX
IFESER A DIEFEE A R L BB IR AT Vil
PEAL 7 I A R—v A3 5 0EEHEZ A LTz, 72
B. KB TlE Mayo Clinic Cardiac Staging System |ZJk&
S < DB stage I T1Tb (NT-proBNP>8, 500pg/mlL) . NYHA 4% 2
7 A T1IB X IV OBF IR S, [6.2, 7.6 2]

18, FExhEE

18.1 fEB#F
KHNL, XTIV AT HORRLreET AR =K —F TALT 7
EEATOHHAHTH DL, ¥ TV A~ TIE, B b (D38 ITHE
A L. R AEPER NS S (CDC) JEVE. FUARHRAEIE M N (s
(ADCC) T&PE. HUKAFIEM & & (ADCP) IHMEZEIZ L V|
JESOBTE &2 I T 5 L EZ bR TNS, D9 R Le 7L
n=4X—¥ 77 7%, eI e T v e vEEE
MARSRS BEERTH D, 17
KHNL, Areriue=#—¥ FLZ77I2LVbeTilur
BRI SR S v, B2 FRARRICIS T DIRBMENE N5 =
LT MBI ST F T e 7 )MIE S O BEHE A il 9
HEBEZBINLTWND,

19. AR SICET HEIEEMER
19185 VLT T GEEFHEEEZ)

— IR X T A~ T (B TFRRR)

[Daratumumab (Genetical Recombination) ]

438 9 148, 000

A OHE b hCD38ITHIT AR THAML A B N 1gGlE /Y
a—F PR TH D, T ¥ A =— A NAAX =PRI X
DFEAEND, 452D T I BEFEIEN B2 D HEH 2 KR
214 BDT 2 JERFRIED S D L2 A CHER S h Bl » o X
JHETH D,

192 RLEF7LA=F—F TILIT7 GEGFHEZ)

— RS R e T =K —8 TAT7y (iR
z)

[Vorhyaluronidase Alfa (Genetical Recombination) ]
38 1 60, 000~65, 000

A OE @EFMEf A E e T e =X —F PH-20 BHIA T
BHY., B ETAR=F—FPH-20 DT I/ BEEFID 36~482
FBICHYT D, Fr A =—ANAAX—FIRARIC LV E
EEND, MTEOT IV BIEENS DXV RXIETH
Z

o

20. ERLEDEFE
20.1 WL RB LR Z &,
20. 2 SMAIBAEMRITIEN L CIRIFT 5 2 &,

21. EEBEM
PRI ) A EHEEHE A HE O b, YRR S 2 L,

22. A%
15mL [1 34 7]

23. FEX#k
1) Chapuy CI, et al.: Transfusion. 2016; 56: 2964-2972

oobobooooogoooo




(doi:10. 1111/ trf.13789)

2) FEWNEEL X T L~ T DL REMEE BRERE 6T B R
Aot (54767414MMY 1008 3BR) (2021 47 3 A 23 H &R,
CTD2.7.6.6)

3) FEWNEEL X T A~ T DL RENEE FRERE B R
Aot (54767414MMY3012 3BR) (2021 4 3 A 23 H &R,
CTD2.7.6.1)

4) FENEEL X T A~ T OSSR 6 D R
AofE (54767414MMY2040 3BR) (2021 47 3 A 23 H KRR,
CTD2.7.6.3)

5) tHNGE : XF YA TOREMEAL T I n A F—3 2
PRI DR G (54767414AMY3001 #A8R) (2021 48 MM
A DD H7KFR, CTDX. X. X. X)

6) FENEEL . 4T Y A~ T DOLIRNEE IR 6 B R
HAE (20160275 #BR)

) FENEE X T A~ T DL REMEE BRSO D R
FifE (54767414MMY3008 3BR)

8) FEWNEEL 1 4T Y A~ T DL IR 6 B R
AAE (54767414MMY3007 7RER)

9) tENEEL 1 T A~ T DL BIEEE T D K
FefE (54767414MMY3003 3ER)

10) HENEE : 45V A~ T OLRMEBINERE T D0
R (54767414MMY3004 3R0ER)

1) #PEE &5 A~ 7 ORIRIE R G/ I B
I 5 FERGIR AR (GMB3003-003)

12) # PR 2T A~ T OFRR R I B
I 5 FERGIRARE  (GMB3003-004)

13) # PR &Y A~ T OFRE R A e I B
I 5 FERGIR AR (GMB3003-115)

14) #HREE : TV A TOT R b — v AFEICET 59
EER AR (GMB3003-011)

15) *EAEE : TV AT OT R b — v AFEICET 59
IR RS (GMB3003-116)

16) PR X T A~ T D CD38 FERIE MO TR EER 2B
I 5 FERGIR AR (GMB3003-013)

17) Frost GI.: Expert Opin Drug Deliv 2007;4(4) :427-440

24, XHERERUBLWEDEL
Yorivrr7r—<AE AT INA T A= a v
oK —

T101-0065  HURTHAR TR H X P #H H 3-5-2

7Y —&A Y 0120-183-275

https://www. janssenpro. jp

26. BLENRFEEESE

26. 1 BERT T
Yoty 7y —~ RSt

T101-0065 HEUARTAH X P # H 3-5-2

BB T S—
Yyty77-vhR&it janssen J
T101-0065 HRBFHHETEMEI-5-2

guooobbgooooon




25 v 7R R PR L8 IS 3CE (%)

1.8 TRATIUTE (B2) oot
1.8.1  AEMEAL 7 XA R/ R e
1.8.1.1 e - R (), HE - HE () ROEOBRERM oo
1.8.1.2 FRTEARIL ...oovoeeeee e
1.8.1.3 B EDER () KT DFEEARIL ..covoeeeeeeeeee e,



HZ b~ 7 R TR L8 IS 3CE (%)

1.8 FHIXE (F)

1.8.1 25%AL7 A0S F—2X

1.8.1.1 g - R (V) , BE - AE (B) RUZTORERRL
18111  #ee - R (V) RURE - BE (B

(1) %hEe - R (F)
BHMEALT IrA R—T X

(2) Rix-RAE ()

<EHMHALT I A R—v A >

L DFEH & OPFHIZIBNT, EE, BRAIEIAFLENSmL (¥ 7Y A7 (BEE )
LLT1800mg KUORLE T m=F—F 77y GERIEETHEZ) L LT 30,000 HA7 (2,000
HAL/mL) ) =R TEEGT 5,

G, 1 EREFR, 2 8FEREE O 4 JEFROIETER S &3 2,

1.8.1.2  ERERM

EHMRE /a7 U U (AL) 7 IvnAf K=V RABHIZHTHEL TV AT, YT akA

77 2 R, BTV I TROITFY A XY (DCyBorD) HIEDZIEE « R () KOH
e E () 1%, EEEFRZB IR TH 5 54767414AMY3001 3R (LU AMY3001 #5%)

DFERIIESEFE LTz,

1.8.1.21  AMY3001 HERTOA SV LI TDOAE - AEDRTEIRHL

AMY3001 FERTlX, > 7 mrARA 77 I KK, AT ITROTIHRAZY
(CyBorD) JRIEIZH T L~ 7 R FIERHA [# T Y L= 7 1800 mg K OVAR/L e T /hm =4 —+E
TT7 7 (BInEH#Z) 30,000 U] Z0FF L7- DCyBorD ik & CyBorD JVED A K D24
PEZ R L7z,

CyBorD #&iE1%, WBNDITA RT A4 U TRIGEO G M AL 7 2 v A R— U AT HEHER
DO 1HOELTHRES Y2 Y AHE TV A,

BTV A~ TR TFEMBAIORE (F7Y5~7L 1L TI1800mg) %, ZI3MEEHMIERE %%
(ZHESS NG U7 FH RS S b AHERER T 5 54767414MMY 1004 3R DS RIS EFRE L,
AARNICKT 2 BEME, LRtk O iREIXZ R 5 R EE 2t & LEENE THRR T
D 54767414MMY 1008 RER CHEZR L7z, F£7=, ¥ 7YV LA~ 7K FEMAIOREL, ZREEH
JEIZKE L CTORRBENTZF T A~ 7 mifiEHE A o AikIC RS EHE L,



HZ b~ 7 R TR L8 IS 3CE (%)

1.8.1.22  AMY3001 SHERFERICE D < EREIRH

AMY3001 kD DCyBorD #ETl, W DOIRERIER G- 28 A4 1 %1 71 & L, R
ITXIXEHEAL 7 I A R— RT3 ARIBFERIGE T, ¥ 7Y LA~ Ti3RE24 91470
2) , AVvTry X7, v7uakRA 77 I RAKREORT XA X A3EKE 6 A 7 Vi
5952 LL Lz, 7YV~ A 70 1~21% L #EbE, VA 7 3~61% 2 ik, YA
7V 7 LAREIE 4 R T 1800 mg & FHeG- Lz, A7 I 713 1R T 1.3 mg/m? Z KT
BhH LTz, 70k, AT Y I 7 OFGIT 0 ESEA OGS B LI <k, A7y 17
OFIRNEE G- 2R & Lz, 7 vhRA7 7 2 KAFIE 1 EFERE T 300 mg/m? (MEAKPHE) %
RO SUTEARNEE G- L7z, 72720, &G &, AR 070 57500 mg (HK Py
)iT&LKOT%%X5//i1 FRCT40mg 2R AO8E LTz, ¥ 7Y LA~TEERICT
XY AL U ERGT HEAITAHEREKE LT 20mg 2/ 0 IHARNZEE L, ZoFAICEH
20mg 5Lz, 72k, X7V L~THEGHUN (A 710 3~6 D Day 8, Day22) |27 X
AR ERGETHEATH, 40mg % 20mg T 2208 L T2 BEiChbaH5%2m & LT,
F7z, T0m0E, REEFEE (BMD 18.5 A&, MikEHIE, = be—/ L REOFERE, XiTA
T A Rk 2 RMHE,/ A EFGEOBEDOH 5 HHRF IR LTiE, 1 EBRT 20 mg 07 ¥4
AR P& L L=, CyBorD #Cl%, DCyBorD BTG LZiEBRIED > H, RT3 7,
VI BBRAT 7 I RAKFY R OT XY AL RO - HETERE L,

AN

FHFHMIA H T % complete response (CR) =%, CyBorD £ (18.1%) & kit L C DCyBorD
B (53.3%) CTHGEHFHICAEBEREENRD LI (4> X [95% E#EXHE (CD ] :5.13 (3.22,
8.16) , p<0.0001} , CyBorD FBEIZKIT DX TY LA~T O LREHEI/RSI N, LRI
HATHD, FEANESFHEREIS T — B AR (MOD-PFS) I, CyBorD #E& Hfz L T
DCyBorD Bt CHEEAH A 23 A HA07=, CR Z 2 O MOD-PFS OfERI%, BT M OVili RO fdir <
H—EHLTEBY, WINOEHSERTE CyBorD £ & ik L T DCyBorD £ CENGRD H v,
F 72, CR F TOHIM K very good partial response (VGPR) LL_EF CTOHIRIL CyBorD Bf & bhif
L T DCyBorD #E T U b FAEME 23 2 541, VGPR LL_EDFZh13588 & - #E OEIG K
OWg % (L& OV iK) T CR Z TN MOD-PFS & [F#£, DCyBorD Bf CRAFRFERTH -
72

HARNERIZKTT /MO T, FEFHMEHEE Th 5 CR B TREREM & o—EMENR
SNz, ERBIWKGHEEE b 2REM & REORE R CTH - 72, DCyBorD #£0 MOD-PFS |
CyBorD #f & bt U CHEEMHI A3 541, DCyBorD £ CR £ TOHIE M Y VGPR LA EF THOH
ff1Z CyBorD B & bz U CHLfffEm 23~ v [CTD 2.5.4.6] .

A

DCyBorD Bt OZEMET v 7 7 A Wi, FIRBTHLIEHMEAL T I 04 R—Y 2AOEHHEICE
HTA2LOREENTEY, ZoMIIF TV L~T, RALTYIT, v ruakRA7 7 I AW
BT XY AL OBMORENT a7 7 A VB LT L& ERERETALNT, AR
IXRAIFCTh o7z, DCyBorD #ED HARANEHOLZEMET 7 7 7 A iE, BEREHLFRTH -T2
[CTD2.5.58] ,



ZTY b= 7 BT R L8 IRA3CE (%)

[y

S h e
RIGHEDEHMEAL T 0 A F—2 ZBFICH LTH TV A~ 7 1800 mg & CyBorD ik &
OFFRCRER TG L7oAb R, RHEMBEM B RERENT I ONREE — 0 (ER) EHTICL D ¥ 7Y A
~ 7 O EA 1800 mg & 975 Z LSRN, Fe, #REERICK D HEMEIIRE L
Ex b, FEMAZLLTIZRT,

C

CORIBEOEREEALT I u A R—V ABFICH L CEEHES LTH T Y A~ 7 1800 mg
FRER THEE L XOMER Y 5 A~ TRBERET, KAEOESRE CIIEEE, &
REOHEBRE CIHERM A2 R TBR 23RO bz, LosL, RENOEHE RN ORES,
CRFBIFARERDICE LT ETHomZ L, ROREMEICET 5 ER BT ORE, ML
TR EHPHICBWTH 7Y A~ T ORG R L BRI SR HBIERD bz o7
ZEMmb, TV AT ORBRREIIHT D REOKEITIFKNICERODH D HOTIE R
LEZ BN [CTD2.7.233.12)1)] .

- BOWEIZEET D ER BT OFER, RIGFEOEHEMEAL T I oA K=V ABFITHLTH T Y
L~ 1800 mg % CyBorD J#iE & OO CRAE T b LG, KEB OHERE Tk
LN G D DI+ RIBEBEENGONTEY, MIERENRDNAR 572 mE X T
Vo~ 7 OFERERE L TH MK PR OLEEEITHF cCERWEEZ b/ [CTD
2.7.2.33.2(D)] .

© ZARMEICEIT S ERFITOR R, MET L4 7Y LA~ 7 OREEHIH T, BEREE AF
%4 [infusion related reaction (IRR) , MERJVDEIZR T 2 HEES (I EkB/E, M/
WDRE, U o RERBAE, #ifL) , RYYER JOFARE @EIRSE, SOC) , L
@S (SOC) , Bk XWIREKEE (SOC) ] OIRIEIEG & ORI 672 B TR0 5
naso7 [CTD2.7233202)] .

MIEHZ 7> L~ TREDOWLEIL, WTILORER TS REER & ik LT B ANEM TRl
Thotl-e LnL, BANEROMIETZ T b~ T IEOHHITEEREROMET ¥ 5 s~
TREDORAG L B> Tz, £z, DFEEME BARANEMOMIEH X T > L~ T YREOFLEE
DAEFEEZRICERT L2 B2 6N, BREEHTIEY 7Y L~ 7 OFYBEIZ KT THEED
WRERBENICEROL D bO T2V EEmST o, UbkoZ tnn, 2P ALT In
A K=Y ZABFITHK L TH 7Y L~ 7 1800 mg % CyBorD ik & OO CREKR TG Lz L &
2, X5 A~ T OEYEREICEIRNCEEDO D HENNEITRVWEE X bz [CTD
2.7232] .

PbEDEFY, AMY3001 BROFEF, DCyBorD #EEIIRIBEDEFMEAL T I 0 A R— A
BEIT LTERMICHHTH D Z LS, 22 oE AN E HARAN & ORICHEYEIRE, 2otk
FOEIEONTIUZ O T HERRMICERO S 52 TBO R o, £, WHAOTA R
FTA L TIFHERE L2 AL 7 04 R—3 ZBH IS LT, FIEREHEL Y A TORIBRE,
MIFZNFETIZELE L TORWUEEIFH L U A U COWRBENEIRE L 257200 23 | RIBED



ZTY b= 7 BT R

L8N CE (%

)

2EMAL T S0 A K= ZABETHEHMERKRIESNTZIRRL U A 0L, B L2253 EALT
S R—VABETORBFEERRED 125 E 25,

UEXv, %hie

72E T A~ T R FEMAORE - HEZE25EAL T S A R—Y 2AHBH]

MAE (B) L LTRELL,

R (R) 2EFMEALT I oA F—Y AL EL, AMY3001

AR TH W
(X D HELE L -

1.8.1.3 FRALEDIE () RUZOEHRTERM
R EoEE () A% TEAR AL
2021 5 HERR (B8 1hR) 5 DA L
1. ik PR A R 35 1T D — %A 72 13 B A

AFN OB L, BERHI TS TE D&

BELTRE LR,

DAY &R S U DIEBIDIMIAT O T, E
7o, RRBRRIC LD A UL T DORIEIC
B OfERIE 2+ L, AEz S
T oHRGERBTLZ L,

FERiE 2BV T, i asE s e gt | RERELAOETHD, EHFEALT I
AL 7 384 R—Y ZADIEEICR L TH557 A R—2 A, @ imasEMEE Tld v
TR - REBRAEFOEMO L & T, AFOEE | O, Bt LT,

2. 28 (ROBEFEIZIIHRE LW &)

<%V E>

5.1 NM7ERREAE] OEKROF Ty L~x7 (E
o FHAHR 2 ) AR EERE O R SCEONE
RGN L, AR OFIM R O e 21531
PE L7 BT, MIGEEORREITH Z &,
[17.1.1-17.1.7 &R ]
<BHMALT S0 A R—v Z>

5.2 N7.EEEREKAE] OEONEEZRF L, A
OB IVER 0% 22k %+ ICHRfE L7 b
T, EINEF OBIRNAITO Z L, [17.1.8 ZH]

AHN D% UIEBUE O BEERE D & 5 B ﬂf@%ﬁr®%é$%%¥§uﬂmb
7=
5. ZNHE T R B E 3 B 1 E X TW Ly 7 A SIS SCEICHE D TR

E LT,

7. mﬁﬁwﬁiﬂﬁﬁféﬁﬁ
e dim>
11$ﬁ%$@&5bt%ﬁ
EX ARt VAP GAVAI AN

7. Z_ﬂiﬁu&ﬁ»ﬂl L % infusion reaction Z %
IS D720, AAIBGBRG 1~3 Kl ATIC
R BCE AR VE | BRI M Ol e X &

DA NERK O

TPy 7 A RTEFHERA SCEICE T Tk
E LT,

BHMEAL 7 I A F—3 2 S0 5 0f
IS, EmgsEEEEAI TRV Db F
FNbiz, 7.6 #iBE LT,




ZTY b= 7 BT R

L8 IRA3CE (%)

SR ERETH L, £ BEED
infusion reaction Z#Jl S 2572012, &
FUTS U TAHRIR 515 RIS RE AR VE 5%
EREGETHZ L, [11L 1.1 2]

7.3 Infusion reaction 23¥HL L7=H&. LA
ToO X, KElOEGHIE, B5EEDE
B, WEIRAEZITD 2 &, ¥, Grade
IZ NCI-CTCAE v4.0CH#EL 5, [11.1.1%&
]

« Grade 3 @ infusion reaction 23 3 [A]%E
BLESAEAR RS 2R IET5 2 L,

« Grade 4 @ infusion reaction 23J&E L
TG A AR O 52T 5 2 L,
<ERVEE RififiED>
7.4 RHN DGR, $%5-[I0RE 0O 28 SERFH |
AH & BT D HEBEMEES A DWW T,

M7.BREAR OBEEOF 7Y L~7 (BB
THAHA R ) AR FERA OB LEONE %
B ECEIRT S 2L, [17.1.1-17. 1.
7S]

T.5HRNT Y I TROTFH A P,
NIFRNT I T ANT 7T ROIT VR
=y u PHOEE. HHHRGE THR S AH
HOhEe 5 2fkfe 95 2 &
<EHMWAL TIaAf R—L A>

7.6 AHIOEGFE, $%5-f0E 0 28 HE]
AF & OF T B A IC oW, T17. BRARRR
fif] DEOWNEZZFN L7 ETEIRG 2
£, [17.1.8 BH#]

8. I IAWEE

8.1 HHMHE NS LD ZENRHHDT, K
O e Gl OG-, SR MERA
EERTV, BEOREE+SICBET D Z
Eo [9.1.30 1112 B H]

8.2 AFNE, FRIMER EICFEE L TW5 CD38 &
A L. W87 — 5 AR R MARE & 72
DAREMER B D Mk TWIARAIR AR G K
D6 AthE TRfT D AEMER DD, 2D

AW 7 A STEEREIA SCEICHE L TRE
ELT,




ZTY b= 7 BT R

L8 IRA3CE (%)

7o, AREFEGENCAHATERDO 2 7 ) —=
T % B T — W 2 i L AT A 0D SRt & 9
5k, BN TEINTHAEAIL, AA
A LTRE 7 — B AR A~D TN T
BRI+ 22 &, [12.1 2]

83 NEBEIE RN H DD Z ENHDHD
T, MiE AR R K ORI A AT O
% BEOREBESICBIET DL L,
[11.1.4 ZH&]

8.4 AFIDOF 52 LW BRIFFR T A )LV ADF
LI L DR B DN Z ENHDHD
T, AFIBEGITHENE - TR 7 A L &G D
HIEA R L, AFIE GATCE ) 72 A8 21T
722 &, [91.2, 11.1.3 2]

85 AFIDHEHICH - TE, ¥ TV h~T
(GEAZF-REHR ) AU RS & OHRY E 2
WCEETLHZ L,

VRFEDE AR T HEEICHETHER
9.1 AOHE - BERERES D B 5 B

9.1.1 124 PAZEME I BB L < 13 5VE S D
B D BEIZN S OBERO & 5 BE
ARENO BG4 ML & L CRE SHRIRA M O
AATaA RFIORGEZBETHZ &, KA
B 54N TEBRMEE BT RUE SR DFEEL Y A
IRELSRDHEBENDRD D,
9.12BRIIFR AN ZF v U T OBEE T
HBs HU M ¢ HBe LR # L < 1% HBs 1
KEGPED B

AREN O 5-BIIGR 13k L CITHERE R A SOHT
RIANAS—T—DF=LY) T EITH 7
& BEIFLE ™ A L A D EEMEAL O BER%E
RORFICERETHZ L, AFOFEIZLD
BRI T A /L A DFHEMACIZ X D HFRR &
LbbihodZ bbb, [84, 11.1.3 BH]
9.1.3 K H 65kg L F DR

A H BRI S OO B BRI O FEBL AN S 2
ERB D, [8.1, 11.1.2 ]

9.4 EIHREA AT HF

IR ATRE 72 2o ME S OV — N — 3R 5 W]

Z WLy 7 A S TEEREUSA SCEICHEL TR
EL7,




ZTY b= 7 BT R

L8 IRA3CE (%)

REMED & 2 F I L Cid, AAIFRGH L
ARF B GAE T % — IR Y 2k 21T 5
FOETLZ L, BIEOZIREICHT D%

BTSN TEBOTARHATHD, [9.5%
iyl
9.5 Ubha

A SRR LTS ATREMED & 2 2oL
L R Lo R a2 BB Lo
SNLGEIORRET DT &, AKAFlZHN
T B FE AL T MR T2 S AL TR AN

IgGl &/ 7 v —F PRI EEIEDR & 5
ZEREmLNTWS, [9.4 5]

9.6 5 FLhm
168 EOF MR ORAREOR A2 BIE
L. Lo UTFIEE BT 28, A
FloOb N FA~OBITIIHRF S Ty
23, b N IgGIFFITHICBITT 2D T, AH
LBATT D AHEERH 5,
9.7 /N
AN A g & U T R AR BRI S L TR
|
9.8 i ln e
BEOREZBIZ LN DIEEICEST 5
Z &, EEE T BRI ABBREME T LT
Wb, XTIV AT (BB THERZ) ST
ERAI O RERRBRICIB VT, 3 TG
DEFMERIEBRE D 5 B 65 mlAlm & ik L
T 65U L CHEERAEFFRZOBIME TR
<. FhEELAEFEZIIMAE, BULETH
o7z, EMEMRBHE OIS & 78 572V RIE
DL HMEB R 2R T, 75 AR &
bl UC 75 kbl ECEE A HEF GO R B
Eixm< ., EREERAEFRIIMETH-
Too RIGEOEHPEAL 7 I 04 R—Y A
FIZBWVT, 65l I8 D EhdEERE
EFEREIMRTH o,

11. BI1EH
WORWERNRNH bbb Z N HDT, Bl
B +ATV, BENRO LTS AITIE

BIVERIL, AFIKROF TV Ly 7 R ST
ORI SER/E L,
R EIVER K& OF O o IVER OBERE 1L,
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L8 IRA3CE (%)

Beha2RIET 57 SR AEEZIT O Z L,

11.1 ERZ2RIEM
11.1.1 Infusion reaction

TFT74TF— B T, EE K
B (KRAEIE, PRI IR EESE @ infusion
reaction (25.8%) NHHLDOLNDH I ENRH Y,
%< OYEIE, WIEERGRHIZEBLINRD b
7oy, 2[EIH DA ORGRHIZHFBO HTH
5, BENROONTGEE. AR OER 5%
FlE SR R LB e & 21T 0 & & BT,
FER DA T 5 £ CTRE DREAE 751 Bl%
4% Z &, HEE D infusion reaction 23R 5 i
A AFIOE G RS O] 72 AVE & 1T
22k, [72. 1.3 5H]

11.1.2 & HE

A ERIRD (123 %) | /gD
(123 %) . U >/ Bk (9.7 %) KOFEEL
PELFHERIBME (0.9 %) BB 23 & &
P ZEnbD, (8.1, 9.1.3 M)
11.1.3 [RYE

Jfide (4.8%) CHUMIE (0.7 %) FOEE
IRREGHERS, BT 7 A W A DFTIEMEAL
bbb ENbHD, [84, 9.1.2 ]
11.1.4 G AR B fRE  (BEEEAA)

B RD b G A IREE) 22 E (4
PEREWR, SRR METSRAIE O G BT
) HATO L EBIT, JERMEET 5 E TR
FHOWRELZH0ICBIEZT 528, [83 3]
11.1.5 FE MR R (0.3%)

BB LNIGEAITIE, RFIO#EE %
1IEL, BB U T, M CT, fig~—7—
LOMELZERT D E L BT, EWYRLEE
192 &,

11.2 Z OfOREITEH

10%5!%1%5%&( BNk SRR
BRYMER O | FROERG: | R/EX%. R
FABAE BRI A
%= AN
A MA TR
7 A I A G
MERCY | #if 4 ifn Bk s
v RER

MMY3012 &R, MMY2040 35RO DVMP =
A— Tk, DRd @27 — F TN AMY3001 &k D
FEHRICIHES L,




HZ b~ 7 R TR L8 IS 3CE (%)

KRR R AAEER, K | Bk
=HEE H VT L
JiE, I
Ak E A HRE
R E FEIME D F
VN, BEJR, R
MR ==
— 1 NF—
SEELTE
DfgRE DA
mEEE e I
R AR, o MR R % | K E
R OERR Wk
fEE
BBk E A R, D,
i i
HERBIT O FEREL
B2 TR R Z
F
AR R s, BAEI
OEE R IR
fEE B ¥ 5 M
—R% - & |HEY. . m
EEEROCE | ZA, EHHE | GE, AL
BERALDIWR | A7 ALBE, ARFHME
5 I
12. BRIR R ARG R ST T 2 ZITYP Uy 7 A FIEEEISAT SCEICHE L TR

12.1 AFNFARIMER Foo CD38 L& L. filk | L7,
AT == TR AR E D A HERER I
T 5, AHNC L DM — L ARER~D
FWERREST 572D, VFA AL A b—b
(DTT) L3 (K| & JRifEk o> CD38 & d
o alET ) 2EBET 52 &, Kell ML
BUHURIT DTT ALBECTEMET 5 DT, AHHIT
KA 7 ) —= 2 728\ T Kell MigEHLEIC
KT DPURDFMARGE L 70D Z L ICEET
52k, [82ZM]

122 AFNTEe b 1gG k B 7 7 v —F L hiR
ThHV ., MmiEh M %37 OMiEE A BRI
By S OV 5% [ EVE DOFRE RT3 2 W]
REMED & 5, 1gG k LTV BENE AN 2
TLRFITBIT 552288 (CR) OFHM LW
CR 7 & O FFE OFHMIZ 2 & KIAE T ATREMED

HHT-OEETDHI L,
4. #H ForE EEpRaER I C S X FBE LT,

14.1 FEHIFRR: DR

1411 AHloF 5L, R ey K
JxF L ARV ke =1 (PVC) DZ
TH#EY Y k& 2T L RO ERE A T
WwWnHZ &,

10
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L8 IRA3CE (%)

14.1.2 AANT, EEERE FIZRBWT, i
5L,

14.1.3 AH 2 B HECD H L, 15~30C
ICRL TR Z L, RBJIAL T VL, =il
Je OV T Tl 24 BRI E N TE B,
1414 FERBOFEE D 28T 572012, &5
BRI PSS IR THREE Y &2
YUY AT S,

1415 IFAD U o PEELICHER LW
Baid. ARIRRE, BEREXOENNET T4
R E CRAFTHZENTE D,

14.2 FEH LR DIEE

14.2.1 AFBERNRL o8 B O M4 B
THERT 2 2 &, NEWR 0L A TR
DROONTHEIIEA LN &,

14.2.2 5> & /6 AFTA KT 7.5¢cm OIEE L T
2. A 15mL 289 3~5 00 THE3 %,
MOFRALA~DEEGIIT — Z PG LI TR
72T RNT &,

14.2.3 [Al—H#AL~D AR TEFHIAT DN 2
Eo

14.2.4 B2 Jg DI, P05 R, RIS S35
RN DEALITITER L2 &y,

14.2.5 BEDFE A 2K C o815, e
Ze PO ST A T 5, B0 LT H IR A
DS L2 WA, 7R D & A2 R o0 EE
5T ENTE S,

14.2.6 AFG5-H11X, [F—HOLI A %2 B2 T
BHE LNk,

14.2.7 AANT 1 EENEID TH D, Kl H5%E
HEIZHOWTTMEENICERET D 2 &,

15. Z O OEE

15.1 EpRAE A Ic E3 < 1
ARNOEEIZL Y X Ty A~T (Bis 7R
Z) X D HUREANRD b BE OE|
Bl 02% (%) THo, Zo 1z
T, X IV h~T7 (EiarH#az) oxrd
LHHFIRER DT, o, Are T rn=
H—Y TNT7 7 (Binf#az) (kT D5

AFHNDERRFRERIZ I 1T 2 PriRpEA D FEBUAE
(S ERE LT,

11




HZ b~ 7 R TR L8 IS 3CE (%)

RPBEADFRD LT BEOEIA X, 6.6%(41
iy TH o7z,

ZE Xk

1)  National Comprehensive Cancer Network. NCCN guidelines version 1.2020. Systemic light chain
amyloidosis. 2019.

2)  Wechalekar AD, Gillmore JD, Bird J, et al. Guidelines on the management of AL amyloidosis. Br
J Haematol. 2015;168:186-206

3)  The Risk Adapted Approach to Management of Multiple Myeloma and Related Disorders
[homepage on the Internet]. Mayo clinic; [update 2019 August]. Treatment Guidelines:
Amyloidosis. Available from:
https://staticl.squarespace.com/static/5b44108ac258b493a25098a3/t/5d7fd7bd27708631a4373681/
156865939
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110 X - BIRFOREBFEAHOFTLY
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HF b~ 7 RF S| 1.10 753K « BEEEOREREEROFE LD

b54 - W4

(L 3GEN

ZhEE - Zhi EHMALT S0 A F—3 &

Mk - & OEHF & OPFHICBWT, B, AT, 7Y La~7 (BEaTHfz) &
LC 1A 1,800mg K ORIV e 7 v =4 —¥ 777 (@aTHikz) & LT
30,000 E7 (2,000 HAZ/mL) % B FESd 5,
B kRIE. ERFRRE, 2 BEFREL O 4 BREFROIE TR L2,

JEIHR S D IR E

AL O By - X7V h~T7 (BaTH##z) /RArerTira=F—8 7177

S - R

(s TR %)

B . 2T o — a7 PSR FiE

A R_A T, BTV h<7 (Biaf##az) 1,800 mg KORLE T o =4
—EB TNV T7y (EETHEZ) 30,000 B2 5H)

B
Hq:

(7 7Yh<7 (Elaiiaz) ]

EAEIES SR 00
Tk e GRS WK O EHIER (mg/kg)
F R — FRA IR 5

1) HEEGHERRZ S LT ez, 6 B ERER 5 HMERBR O PRI G- REO#E R0 bk
72

AR G-k
eI | BSR | EEEE o
IR o s | (ki) | (meke/ i) PR
=5 RERE T, PR, AFHER - APTT
T, UL oSER - M/l - 1gG - IgM
50 L (1)
6 T BECHNC I ST - YA bAoA >
TN (1 [5/38) 0—352 <5 B EOE (< L7, TNF-o * IL-6 -
vU— 0— 259 IFN-y 1, && RO S IR
FAIRPY RO
250 YA NaA RS (K LA, Hh
W), REEE, TR, BkE, Rk
KT

2) WG 1A%, ¥ TV A~7 5mgkg & 30 M2 TEIRAEpik 5 (DL, 1 EE S
LIZH Ty A~ T Smgkg Zab 6 18], FRNFRGEERS)

3) 5 mgkg OYEIFFIRNERGER 5012 A S A VI BOSFRD B, M1 BN LE Liz/=®, i
Fl72W A NI A V& T2 BT, WER SO 2 B%ICY T Y A~ T 10 mg & FRIRNIC
R—F ZTHHEG- L, Z0 24 B#%ICH T Y L~ 7 25 mgkg % 1 B2 THARN Eic i 5.,
T KT D 2~6 [0 B OFF RN RGeS G- 1R 1 30 53,

[RreTrio=F—F 7177 (Eeikz) ]

EAEIES - 00
Bt Be 5% WM DESE R (mg/kg) ¥
ran F>5 2 :>30
=AY
FRA F>5 2 :>30

4) W BVERBR & ol L C R 7h, 7 AR R 5 Ve R O DI 5 (HE) % OF Bl
BB () O E2 6 R,

g Gt




HZ b~ 7 BT R 1.10 3 - BIFEFEDOFREFREEROE LD
&E‘/ﬂﬁﬁfﬁ = == ) =L - Fap)
EUL7 i e PRI BHE | EENE F AT L
8 1 AT (£ 7~30 lgg{kg/lil :
B :1E/A, 4% 30 0.1 LB (2 25 il 2 ) D,
NUA <241 | LEE)S | F mg/l’(g/la 1 mg/kg/[AO | $5HBAL: B PRI O RA
e HEREMESIE 20 O IRA
HRIZ I ®
7 BRI/ A) 0,5 ~
’ 5 mg/k 72
TRy |0 | mgkgn | SmEkT POLAL
=0.2 mg/kg/1 :
ey Be G5 Bz T ILAE JE PH o>
= ; ; L ST SR 8
e 39 M (1 [=]/H) 0.0.02, U LS T MR IR
Ay 2| 02,2 | 2mgkg ,
/, N mg/kg/i@ [ E@%ﬁﬁfﬁ ’
E{g/ﬂﬁﬁfﬁ N 43@?‘% 2 mg/kg/j@ .
Be G5 B2 T ILAE JE PH o>
U v SRR () ®

PERFAIY 7 > 1,
6

7)
8) AHETITZRVAT R,

5) S~ T AEHCERLET L =F—F 77 7 K OFEIRMHTURD A TERE 5 iR o 18 M

LGB CIXMEME R 2 RO TR W, BRENRBRET, Are7ia=F—8 717 7§
HIZ X D BEEREENRE LN T & E 7T,
RreTriru=F—¥ 7177 HEICEELR,

mIEH BIVERRBLER (FRARMRAM RS 2 5Te) 134/ 260 $1=51.5%
[ A% S ERRILFEZ M AERRER (54767414MMY3012 3R5R) |
BIIVEH OFEEE %
Infusion related reactions 68/260 (26.2%)
I ER M E 32/260 (12.3%)
MRS E 24/260 (9.2%)
2 21/260 (8.1%)
TN 15/260 (5.8%)
e 14/260 (5.4%)
1 14/260 (5.4%)
U RERIBDE 12/260 (4.6%)
T 11/260 (4.2%)
RGE Y 9/260 (3.5%)

BIVERRELER (BRI B 25 T0) 110/ 193 f51=57.0%
[ A A Z G e ERE I E S 1 AERER (54767414AMY3001 385R) ]
BIVEH OFEXE %

Infusion related reactions 53/193 (27.5%)
U RERIBE 26/193 (13.5%)
2 21/193 (10.9%)
W F5 18/193 (9.3%)
M/ N i 16/193 (8.3%)
GBI 16/193 (8.3%)
T 15/193 (7.8%)
HESHANLRLBE 10/193 (5.2%)
Eayan Yoy 7y —< RSt B A




(allA%)

RIHERE 1
EYHXERLXIFEEYREEEROEEEHDE LD
i ATV h~T7 (BEri#z) , Arervion=x—¥ 7
" NT 7 (GEAB I R)
WR5e4 X% 2 —a il R R E
HEEH Yo7 7 —~EH
NEE « ZhR - EHMALT IS0 A R—3 &
L OIEAI L OPFRIZIBNT, WH, RAIIE, 7Y A~vT
(s 7 z) & LC 1A 1,800mg e OVR/v e T bm =& —
i - R T T7y (BIaFHHRZ) & LT30,000 HAL (2,000 HAL
- /mL) % & TR+ %,
B GMkRE. 1 EMERE. 2 BREREKO 4 BEEREOIE T
45,
— NAIEATTL E

il L 7 ZE % B sk s et

CONH R - Ak, OANBRS (R, R, Toft) |
WEW ORI - Ak, DB H SRy (IR, < Ofh)
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