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Incidence
7,880 1n 2017
4,209 deaths in 2018 6.8 / 100,000 male in 2017
3.5 deaths / 100,000 5.7 /100,000 female in 2017
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ZRMEBIEE (FEf&ETE) Multiple myeloma (Symptomatic)

MEH PR CRABIE fi&
(IgG, 1gA, 1gD, BJP)
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EEEHEFEESES (IMWG) L2 REBHES
€9 SMDE/MDB

FEMIEESICERT S T DIEIRES (end organ damage: CRAB)

myeloma—definin EAILSY LIEE ~ 10%
yeloma—de g mi&ECa > 11mg/dL Fi=[EIEE ERIELYH1me/dLEBZ THEM
events (MDE)

BrRe:~25%
CrCl < 40mL/min Ff=IFM;FCr > 2.0mg/dL

RREEZHER A ~ 0%

(EWCRAB) ANESTOEE < 10g/dL FIZEETRIE&LYE2e/dLEBZTET
BIRE: ~60%
12U EDREEEX-P, CTEZIZPET-CTRETEDH S
myeloma_deﬁnlng TEED/NAAT—H—(biomarker)D1DLLLEZHTS:
i ® BHETOI/A—FILEREHRE = 60%
blomarkers @ involved/ uninvolved FLC (I ;& EEER4E) Lk = 100
(MDB) (involved FLC=100me/L G B &)

Rajkumar SV, et al. Lancet Oncol 15: €538, 2014
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Myeloma Kidney: 8§ HIC X DAKIDRE A Hh =X L
¢ B EICEAE T 3RERTF

Glomerulus

Proximal
tubule

o ° 5-10mg/day
FLCs in urine

Lignt chains and
THPs

produce casts

ST B2

Distal tubule

=

Ultrafiltrate @ .
Cs °

o o FU °
Cubilin-megalin ¢ o ° ©
complex o © Excessive

o endocytosis g

Interstitium ua“’)“o':{og"s" Atrophy of tubule proximal to cast () =
> (]
- \ ! () /ee N 7 S 8
- Progressive -——— Epithelial-mesenchymal = e interstitial
"~ renal fibrosis transition Peritubular Inﬂammalory fibrosis
cell infiltrate (lym)
plasma cells and eosinophns)
and migration into lumen BJP
LA s 0 i Al
Eosinophilic granular Interstitial fibrosis / li
casts on HE staining tubular atrophy (IFTA) |
@ 23 @ ®

Hutchinson CA et al. Nat Rev Nephrol. 8: 43-51, Royal V et al. Blood 2020; 135: 1833-1846.
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D

The Congo red stain
B. Apple-green birefringence under polarized light
C. D. Anti-lambda staining

B. Randall-type dense deposits by EM
C. anti-kappa staining by fluorescence microscopy
D. anti-lambda staining

Heher EC et al. Clin J Am Soc Nephrol 2013; 8: 2007-2017.



Mayo Clinic/=H (1R EBEEH A= T5EE

FISHiEICKDEBHEE YROHT3 S EHMPRE
R = (%)

Hyperdiploidy (& Z{&{&) 50%

t(11;14)(q13;932) 20%} REURY 7~ 10

t(6;14)(p21;932) 4%

t(4;14)(p16;932) 15%

Gain(1g21) 40% YRS ~5

t(14;16)(q32;923) 4%

t(14;20)(q32;q11) 1% BURY ~3

\Del(17p) 7% J

High-risk MM by IMWG
NSD2(MMSET) MAF

.’:'\f",,' N
% '3- ¢ s FR LM RE DCDIBHRE,
g R REBIFTNENOHABIETFEY
R a [}
o
.‘." "R} 2 .3
3 ey L0 :
3 ¢ & ) Murase T et al. Cancer Sci 2019.
B s &

Modified from Rajkumar SV. Am J Hematol 2016; 91: 720-734
Frequencies were quoted from Sonneveld P and IMWG. Blood 2016; 127: 2955-2962



BT E P JR | 53 %8 : Revised International Staging System
(R-ISS) for Multiple Myeloma: A Report from IMWG

1.0+
I All of the following: 0.8
Serum albumin =3.5 g/dL
Serum B2-microglobulin <3.5 mg/L .
No high-risk CA* Z 064
Normal serum LDH level S
2
I Not R-ISS stage | or lll g- 0.4
1 Both of the following: -
Serum B2-microglobulin =5.5 mg/L _
. . . Median 05
High-risk CA by iFISH or high LDH 029 _®issI MR
R-ISSII 83 months
Adapted from Palumbo et al with permission® = B-ISS Il 43 months
CA, chromosomal abnormalities; iFISH, interphase FISH. : : : : : :
*High-risk CA: presence of del{17p) and/or translocation 14;14) and/or translocation t{14;16). 0 12 24 36 48 60 12

Time (months)

Palumbo A, et al. J Clin Oncol 2015; 33:2863-9; Gandolfi S, et al. Blood 2018; 32: 1114-24.
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7057 —.LHEZE (Proteasome Inhibitors: Pls)
4 RILTYST KTFE
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le ’f_L XBP1 unspliced
tSplicing
st T e
Atrs " spliced
g
, l—-—\\ .
areslom, BRL . owoggo}

||
Noxa, CHOP, DR5(TRAIL-R2) |

> HRAFEEEE Hu J et al. Blood 2012;119:826-837 & —EF S &
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52 7% S 8 22 (Immunomodulatory Drugs; IMiDs)

@i{% /\tlﬁ‘ny E3AEXFFUIA—EEENR

YURRAF | RERER
o O @i{* B

LRIk R RIF
Cereblon -> ARID2, ESEMMITIRFAICIRELTET

TP53RKJ = cMycd
IaT7T7I—LTHR e .

B-Actin %Hi H@ §E
128 JiE 411

Ito T, et al. Science 2010; 327:1345-50, Lu G, et al. & Kuronke J, et al. Science xpress 2013; Nov. 28, Fischer ES, et al, Nature 2014

or pomalidomide

CRBNDEE
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0.01% 10uM 10uM




ZRMEBHEEMRTIZ. ARID2IZBRDTOEFETICHEWT
RV F I FKFHEDOCRLACRBN)EHOEETH S

Without IMiDs
Culd
DDB1 Aoci
CREN

. lkaros

s Aiolos

MYC gene IRF4 gene

With lenalidomide

Culd

DDE1 Rocl

CRBN

Len t

Ubiguitination

ARID2

|

MYC gene

Aiolos

X

"

® i

With pomalidomide

Cul4
DDB1
CREN

/73 \

Ubiguitination

Y@ s

bsh e Alclos

X X

ARID2/BRD7 complex(dcMycD FIFZEREL TLVS,
ARID2, BRD7 &% (Zpolybromo-associated BAF(PBAF) chromatin-remodeling complexZ 2 B

Yamamoto J et al. Nat Chem Biol 2020; 16: 1208-17.
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Bd

Kd

Ld

Td

Pd

Bor/dex

Cfz/dex

Len/dex

Thal/dex

Pom/dex
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(Doublet) &%
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F14A 8% (Monoclonal Antibodies: mAbs)

IN—THY>
ks N

TAYAIJ
SLAMF7
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CD38
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EEER



CD38MDBHAA TH RIFENAD+HR I THERE

Co73 Adenosine

F CD138low PC /CD39 o
PBL Pre-PC cD1g.C0319.  Myeloma PC /cD39 A‘DPCD” AMP
CD19-CD319+ CD38++CD138low  CP19-CD319+ ATP e

CD19+ 1 1
CD%Bes CD38+ +CD% CD38++CD138+

CD319+
Memory .
o016 Epigenetic plasticity

CD38-
CD27+/- . Myeloma-propagating Myeloma-propagating

relatively quiescent
and drug-resistant
extra-medullary localization

Adenosine

CD73

gl

CD203
/Co ™ @

ADPR

Extaoellula/ Ui w

p-NAD+ 3
NAD+
\ﬂ' B;‘IMN

NR

Hogan KA et al. Front Immunol. 2019; 10: 1187-

Aristeidis Chaidos et al.
Blood. 2013 Jan 10;121(2):318-28



X7V LITRTE (¥7%a2—0) OFE

o

CIESE S

1BFREIRIIC.
LFTvIX
LRZZY
hor—Iu
ETILARE
=Nk

X7F%a2—0 (X7VYLY71800mg+ e7)ILA=4—+) 15mLAE3~bOM I TR T TS
EGETIAFE(H )RR/ 55 2xE 1F




XIYLITRTE (87

@RS

FSF2—0%(SOESICEBInfusion reactionFEH& B3 hIC, F5F1—0% (SO)E S ~HEAFHIIC

BISEZERILEY

BAMERR  HERFEC O AU ABEH (B Z)L1 Day1)

FS5%a1—0 (SRS ~3HMEICIRST 30 BB U T, SURCELTIE, 5552 —0° (SO @B 58 1~3
HRALAICHEETRATES L,

BIEEEATO R

MMY30127T1Z, BO20 A F)L LR = V021 00mgX [ ESE wi IR 3
05 . TNLIBF60mg (B 020 D5 Tinfusion reactionZEBbEH it Ba ).
MMY2040Tld, FHHAFI220mgR SEEREES.

FENPE/ TS

650~1.000mg IR EHF RS "o

HERAI=VEI(Y TV ERS S V25~50mgR S EIERORRMRE#OES " 2

Bz R LT O I DR SR T BT )
O+ JRUITVESRE | FRTHA7)L1 Dayl ICEXTILAA N OmgRIFEISROROE ST,

MMY 301258 DEIR S5 Infusion reaction® (§BER) RIRFTO IS

FSFa1—0O"(SC) BF
2]
50
a5 M Grade 3
W Grade 2
40 Grade 1
35
30
g .
20
15
10
1
5 2
1
o 3 3 = ——= 7
30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480 480~ (5)
(1h) (2h) (3h) (4h) (5h) (&h) (7h) (8h)
e BB S DE
HRSE@R 260 260 260 250 260 260 260 260 260 260 260 260 260 260 260 260 260
§541—0% (SO F5EIEM (5 50BENSHE)
RS IF PR FAEE| B 27 O R (AF LT RV 0 20me R I3E SR &40
BEEEATO R RFBIRARS.

B30 05 S%1—0%5C)E5#CInfusion reactionh!SBHS1URLBEI. B5RD
BB E A T O RO SIHESOHEICE R,

*a1—0) BERBOEERDOF &M

F5%1-0"W5 (FTDH3~59"

Infusion reaction$R

|
mA P | | 1 spEgnT
(Grade 1.2") (Grade 3*) { (Grade 4™)

! . ' | ¥

Infusion reaction(@dE™

Infusion reaction 2™ FHO/SHE

Grade 3@Infusion reactionff 3EHH

4

FHOHRSPE

(Gradel2, CTCAE(Common Terminology Criteda for Adverse Events)izMlis
#1 FFDE SR I~53)|Tinfusion reactiont B 5T, BEORELUT. EROHE TEHIEOBEL S
ol . WUICRG Ly,

#2 Infusion reaction B8 L LA BEOKECTLT FAORORSOERS BOITHBL L,
33 CTCAEIZ#17 % Infusion related reaction)dGrading

Grade 1 BETAtORG mADPEEET G ERERTEL

Gradez | EREHAAOEHTSE, SEUERCET DERIA) REZ 720, NIADs, FRIERA MR T
BeH(CRGT S SR FRHIHETETD

cradez | B ERCHT DERN AU/ FEAREOAAD LU TR CREL ) —EEEL T RRT .
REECSIIREETE

Graded | £#ERHT ERNETETE

Grade5 | &

[REWEHEER AR .05 COGIE] (CTCAE ver, 4.0- 100G 017E90 128

Zo5F1—OEKTE EERES1TFLY5H



DEERS OV (87— LA) RBR~OFH'"

Bl : FARRIF SRS fo L

. )
#, + | = ‘ 3
I R & miR
tmm#nm mm#b ?DTJ:"HI
(7 — L i)

1%

- % =

Tl

5V LTI ERIARETIC,
J 9 MR, J—LREHER
"‘t Rl THS

B mm{tm: BE

n.+§-b *

TOFERE
tmmﬁzu; mat#ﬂn & ::I'DZUJHI

(9 — L Zuin i)

FS3VLITEREHDEEIC

u FRMBREBMEITIHS L.

MM ERRESAIC. BV LTT
- BEPTHALEERRD
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EWIETHIEICYETSVYLITD
EEMEEETESH,

Kelll &2 inREMIESND20.
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1hChapuy, CI., et &l: Transfusion, S5(6 Pr 2}, 15451554, 2015
Zp0ostendorp, M, et al: Trarshsion, SE06 Pt 2], 1555-1562, 2015
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BAMBEEEDL PR YL T2016~2018F DIFERICHIARMICEFIN-FAHRIC
ZRUETHEEBLEMINTEEEZZIT-E2FOETFIERE (JSH-MM-15)
3-year 05%: no ASCT 61.4% (95%Cl: 58.0 — 64.6)

ASCT 90.3% (95%Cl :86.6 —93.1)
median OS: no ASCT 55.1 mo (95%Cl: 47.4 — 67.7)

3-year 0S% 70.0% (95%Cl 67.4— 72.6%)

median OS 69.3 mo (95%Cl: 67.1 -)

Product-Limit Survival Estimate
107 + {541Y ASCT
0,75
0.8
=
=
; No ASCT
—_ & 0504
g 0.6 ‘g
S z
< z
w
(=U 04+ 0,254
S
[
>
o
02+ 0.004
LBhnL | 922 508 390 86 0
2851 32 0 20 B 0
0.0 0 20 40 60 80
At Risk 1284 947 677 180 0 Time
T T T T T
0 20 40 60 80 | 15Hn L 285 |
OS_months

Shibayama H et al. Int J Hematol 2024; 119: 707-721.



BHEFELZHRESHIEREICEVWT, BYRILBMEHEENIEREIRKIT
FEAREFTHS (JSH-MM-15 study)

'h OAMNES
JS H

standard vs high risk cytogenetics absence vs presence of extramedullary tumor at diagnosis
REhY | 164 102 59 13 0 HY | 15
REGL 40 340 226 50 0 gL Lea 571 366 : ‘
0 20 T::e 60 80 0 20 T;ln(:e 60 80
LEEHY 2EHHL | \ 1Y 275L |
3-year 0S 65.2%(60.6 — 69.4) vs 49.7%(41.6 — 57.2) 3-year 0S 63.2%(59.7 — 66.6) vs 41.1%(29.5 - 52.2)

Shibayama H et al. Int J Hematol 2024; 119: 707-721.



BHEFEE FB&%IE“%HE%%LBL\TR ISSTRERE Z LA T 4 /GHE (FCIXa7) I

%f&w*ﬁm ‘u (JSH MM-15 StUdy) "_ R
Overall survival according to the baseline R-ISS Overall survival according to the baseline FCl index
1.00 100 M | : Censore d
é 050 - {Mwﬁ“ :§ 050
(; 2‘0 Tft‘O 6‘0 80 0 2 T?r:e % 8
\ 1RISS 1 2RSS 2 3RISS 3] | — — Foi 2]
. 3-year OS: FCI0 68.1% (63.7 —72.0)
3-year OS: stage 1 88.104 (76.5-94.1) FCI1 57.2% (51.0 — 63.0)

stage 3 41.4% (33.2 — 49.5)
Shibayama H et al. Int J Hematol 2024; 119: 707-721.
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IMWGTHRL\o N AMRDH|FEFREE
CRULEDBETTROESREB-TE

sz WIRDEseelve NGFE=(&/H L UNGSE AL = &R OMRDIZMEALIZINA T, EHREZETI T

PURARERERE R BB RN RIE £ L SHL T HIREE
ZDEULMRDIZHEAREIZ ML TLK
Flow-MRD-negative EuroFlow#Z ALV E#ELiE . F-IXRIF M REISNTI-NGFRREEZZT AL,

FACSTORUNATIREELE a0 1EL L DRELE T AR ETCRENRE LRTETE5
B EsO0— N E ML B R RE TSRO VR EE

Sequencing MRD-negative B E R0 1AL EDREZEEFT HLymphoSIGHT T FvbR—LA $
NESTORVERERER - s h - RS ONGSIRE %% FALV-DNAY —I TV R T2 —R L E D
F—ER5EHE I HHEI/O— R EMEEROLLVIKE

maging plus MRD-negative — NGF/NGS%FALV=MRDIEHAL(THIZ T, SAREATH BUNEETLTERLT:
BESTACOBIEERAE pET/CTIS TR -2 N — Y —IY AHEMLD B, F1=IEHEblood pool
- ILAED EBBHOSUVIER B DIETERHDIRE

10°DREEZE A $ BHICR or mMCREWM/INEZTEIES F21E minimal residual disease (MRD) negativity& i
124 A UL E D REkRE B 11 1-2E 8 E T:EH L TMRDIEE D5 A [Zsustained MRD negativity& & 2
Kumar S et al. IMWG consensus criteria for response and MRD
Assessment in MM. Lancet Oncol. 2016; 17: e328-46.



Overall survival according to the MRD results; A large meta-analysis

Disease satting

MNDMM transplant eligible
—I: MNDMM transplant ineligible

Transplant-eligible

No. of patients

OS5 harard ratio (85% CI) p value

0-50 (0-42—0-59) p<<0-001
0-40 (0-31—-0-51) p<<0-001
0-28 (0-18—0-45) p<<0-001

2350 —-. 1

1288 [ — i

RRMM 1026 — - 1
o o2 0.4 06 o.8 1 1.2

—— MRD negatve

—— MRD poaitve

1-00
o735 4 TO-9%b
= Median: not reachad
=
50-5%6
== T e S e
= -
025 -
p<0-D01 Median: 60-9 months
o-00 v v . v v T v {855 Cl, 52:3-681) | T
o 12 24 a6 48 60 72 B4 =T 108 120 132 144
Time, months
Mumber at risk
MRD- 794 7TED 5E3 380 2085 126 45 RL:] a8 5 o o o
MRD+ s78 584 424 260 140 100 51 26 12 2 3 3 o
R/RMM —— MRD negstive —— MRD positive
|
M a6-4%0
A SN
Madian: not reached
0TS |
= 58-1%
=
B 050 - ——— e Ty — ———————
=
oa
= Maedian: 42-0 months
(as5%: Cl, 29-2—MNR)
0-25 |
<001 Munshi NC et al.
o-00 T T T T T T T .
o B 12 1ig 24 a0 36 42 48 BIOOdAdV- 2020/
Time, months .
N 4(23): 5988-5999
MRD- 141 141 1239 135 128 111 a8 18 o
Bi@ T40 SE5 s01 496 203 55 o

MRD+ 926
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BLD CBD, DXR-BD, BD cal
(3~43—X) (3~430—X)
l%&jj l =
G-CSF = plerixafor,
FE1=IXHD-CPA + G-CSF = plerixaforT
RAE M EFH AT R ER
——— cQ2
HD-MELIZ &5 B R KR H ML HE ca3
(BURIHBIZIEE2 T LB RBHE) cas
ML L Ixa, B cQ4a

M(MEL): melphalan. P: prednisolone. B:bortezomib. T:thalidomide. L : lenalidomide.
C(CPA): cyclophosphamide. V :vincristine, A :doxorubicin, D : dexamethasone,
HDD : high-dose dexamethasone. d :low-dose dexamethasone. HDT : high-dose therapy.

HARMEF 2B MZFEE 1 N Z 4 > 2023F Kk F/RHEMRK 20 July, 2023
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G-CSF (+ BEIZIGLT
Plerixafor) " MBI

BAEE SR AH I #F 40 AR R ER

2FIGF L PBSCH E—

BD#EF ‘

BARLTVST CD34+ cells =2.0x 10¢/kg

D:7 ¥ 9 A3~ RIGRE SRS I S AR T 4
SHIFFRA Plerixafor (CXCR4ESDF-1MD i MIFE S AE ) meset
BLD: BD+LEN

BCD: BD+CPA

BAD: BD+DXR Moreau P et al. Blood 2002; 99: 731-5.
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MEL200 Grade3/4% Gf;e

oF R ER R 77
/NG > 76
FEAR % 17
SHAEZIE IR 11
B (FNZED) 40
iz - TS 2
FREE 1
IDEE ]
fififEE 1
REEEES 1
H i 1

BLd + ASCT + Len maintenanceZ =i L 7=DETEMINATIONEZXER Tl . median follow up 764 A T
10151/357451 (2.8%) M £ F [ZAML/MDSHN FEFE

Harousseau J-L et al. J Clin Oncol2010; 28: 4621-4629.
Richardson PG et al. N Engl J Med 2022; 387: 132-147.




BliEEOLFU LI FDERSEEIX, BIEERSE

DEBBEFHR L 2%

FHIE 2R L 7= (3ZE Myeloma X| a multicenter, open-label,
randomized phase 3 trial DY 7 7' )L — 7#&RF)

Progressicn-fres survival (36)

Number at risk

(number censored)
Lenalidomide group

Observation group

100+

B Transplantation-eligible patients

— Lenalidomide grou
a0 — (bservation group
84 mMPFS 57 vs 30 mo
]
0 g
3
il g
T
" ;
3
20
+f  HR 0.48 (95%CI 0.40-0.58), P<0.0001
o T T T T T T T T T T
P2 o® o o# o » % £ # w 6 6 n W@
Number at risk
(number censored)
700 62 B0 W . w9 1 m 9 3] i 9 1 \endidomide
I I I I I I e
[S1Sis] S S 7 A 0 66 7 b1} bE] 1 1 0 .
Ohsenvat
R R R I I = B B

G3 neutropenia 33%, Respiratory tract infection ~10%
G1/2 fatigue 35%, constipation 29%

LFYRIF D553 7 5V E TIZBIL A T

B Transplantation ligible patients

1004

— Lenalidomide group
a0 — Observation group
B0
704
60
504
x HR 0.69 (95%CI 0.52-0.93)

304
20
104
06 0 B W D B o4 & w4 @ 6 p B Y
23 N7 .1 .S 'O ) N ¢/ AN A v ARG 1 A | 1 0
(@ G5 (4 @5 (09) 0% () (483 (B () G80) (69) (B4D) (645) (646)
O 49 46 4 M ®wm w1 1% 7 0 iy 1 1 0
0 4 B ) A Q) @) @8 ) T ) @ WE) @0 6

+—> Median treatment duration: 18 mo.

Jackson GH et al. Lancet Oncol 2019; 20: 57-59.



BSREMEFFHRABIERD 2 FR DA YV I 7 HAMRRE.,
HIREAEFHARM (PFS) ZEERLT:: TOURMALINE-MIVI3 study

104 Median: ixazomib 26-5 months, placebo 21-3 months
Log-rank test p=0-002
= Hazard ratio (95% CT): 0-72 (0-582-0-890)
2 084 Percentage of events: ixazomib 50%, placebo 60%
- H - .2
TOURMALINE-MM3 Study Design 5 Median follow-up: 31 months
Randomization -
n=395 2 06
soc 5 + Max 26 Endpoints 7
induction Melphalan cycles* Primary: e
Diagnosis including 200 mg/m* 3:2 orPD + PFS (IRC) 7]
Pland/or and ASCT or Key secondary: g
e N=656 @D ey <% 2041
n=261 s
Stratification: -
* Induction regimen: Pl without an IMiD vs & Ixazomib: Cycles 1-4: 3 mg on Days 1, 8 and 15 =
IMID without a Pl vs Pl and IMID Cycles 5-26: 4 mg: Days 1, 8 and 15 ; =
* ISS disease stage: | vs Il or Il 28-day cycle 'F‘ 024
« Response after transplantation: (@ Placebo: Days 1, 8and 15 =2 — Ixazomib
CRor VGPR vs PR <
= — Placebo
“After the first 4 cycles of treatment, eligible patients had their dose of ixazomib (or matching placebo) escalated from 3 mg to 4 mg A
m;msv.mqs mmmnnam?‘suwmmm-“m::m 0 T T T T T T U T T T T T T T 1
Inhibior; PR, VGPR, w (18019 profocol, Takeda. Data on fle; Clinical Trials gov, NCTI2181413 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. of patients at risk: Months from randomisation

Ixazomib 395 363 340 311 279 255 238 213 187 135 93 56 35 9
Placebo 261 238 210 195 174 153 130 117 100 69 46 32 15 3 0 0

%)
(=

G3 thrombocytopenia 5%, neutropenia 5%,
rash 2%, diarrheae 3%, vomiting 2% ) Median treatment cycle: 25 cycle / 26 cycle
Any G rash 30%, diarrheae 35%, nausea 39%

AAEBRDRZRIRBETTIE, OSERIEIIRSN TLVEELN.
Dimopoulos MA et al., Lancet 2018 Dec10




DETERMINATION study of RVd followed by R or RVD, ASCT
and R maintenance, a phase 3 trial

A Progression-free Survival Table 2. Response to Treatment.*
1.0+
RVD-Alone Transplantation
0.5 Group Group Hazard Ratio  Adjusted
Variable (N=357) (N=365) (95% CI) PValuef
t~d —
% 06 i Transplantation Best response
2 ’ Partial bett 0.55
2 0.l VD Alone artial response or better 555
No. with response 339 356
0.24 Percentage with response (35% CI) 95.0(91.0-97.5)  97.5(94.5-99.2)
00 Very good partial response or better 0.99;
‘ T T T T T T 1
0 12 e 36 48 &0 72 B4 No. with response 284 302
sinee Percentage with response (5% CI)  79.6 (73.3-85.0) 827 (76.8-87.7)
No. at Risk
Transplantation 365 276 226 191 160 118 77 42 Complete response or better 0.99%
RVD Alone 357 250 187 160 126 96 60 40
No. with response 150 171
B Overall Survival Percentage with response (95% Cl) 420 (35.0.493)  46.8 (39.8-54.0)
1.0
Transplantation Stringent complete response — no. (%) 99 (27.7) 120 (32.9)
0.3+ Complete response — no. (%) 51(14.3) 51 (14.0)
Very good partial response — no. 134 (37.5 131 (35.9
Z oe D Alone 1y good p p (%) (37:5) (359)
= Partial response — no. (%) 55 (15.4) 54 (14.8)
2
&£ 044 Stable disease — no. (%) 15 (4.2) 7(19)
02 Progressive disease — no. (%) 1(0.3) 1(0.3)
Not evaluable — no. (%) 2(0.6) 1(0.3)
o 0 12 24 36 43 60 72 84
T Among patients with hematologic SPMs, significantly more cases of
since . .
. AML/MDS developed among patients assigned to VRd + ASCT vs VRd alone
No. at Risl - p =
Transplantation 365 353 324 300 275 228 165 95 (10 vs O cases; P =.002)
RVD Alone 357 332 313 285 258 214 143 88
Figure 2. Kaplan—Meier Curves for Progression-free Survival and Overall Survival in the Intention-to-Treat Population. Richardson PG et al. NEJM 2022’ pUbIIShEd online on June 5.

Richardson. ASCO 2022. Abstr LBA4. Richardson. NEJM. 2022;[Epub].
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Daratumumab plus modified MPB #&;%(¥. modified MPBE:ICLk L TEBELTE
HAR (PFS) ziERT % : ALCYONE trial

Median follow-up: 40.1months
Median PFS 36.4mo (95% Cl: 32.1-45.9) vs 19.3mo (18.0-20.4)

100 HR 0-42 (95% C1 0-34-0.51);

p<0-0001 X
- g
£ S 12 -
=
i . E: 36 (10%)
L g
H (@]
f \\‘ b} 8
4l c
g . A
i S x
E\ b =
= 204 \‘\M - 4 8 60/
0} ( 0)
£
0 T T T T T T T T T T T T T T T T T E
0 3 6 9 12 15 18 71 24 ¥ 0 1 36 39 42 45 48 91 9
n

Number at risk D-MPB (N=350) MPB (N=356)
VMP 356 304 278 263 246 207 71 128 110 93 78 & 51 29 15 7 0 0
DVMP 350 322 312 208 292 265 243 220 207 202 188 173 160 113 63 26 9§ 0

Modified MPB g6w x 9 cycles (Bor: 1.3 mg/m?, twice weekly in 1%t cycle and
G< once weekly in cycles 2 -9, Mel: 9 mg/m? and PDN: 60mg/m? days 1-4)
Modified MPB g6w x 9 cycles + Dara (16 mg/m?, once weekly in cycle 1 and
every 3 weeks in cycles 2-9 followed by every 4 weeks thereafter)

Mateos MV, et al. N Engl J Med. 2018; 378(6): 518-528.
Mateos MV, et al. Lancet 2019; Published online on Dec 9.



57“5“/!47 7 + Ldf}fA (D-Ld) &, LdEEICEEL T
AL FHARI(PFS) # R L 7= : MAIA study

Median PFS NR vs 34.4mo at med f/u of 56.2mo = £ <) 0001¢ P <0 0001
5-year PFS 52.5% vs 28.7%

20%
48-month PFS

Y
g
100 4 §
M : 2
i v
c 1 5
S 8o i g
8 i 2
4 :
S 60+ . 0 D-Rd: NR B
=3 1 rf)
£ e E O-Rd R DRd Ré
2 40 “*m-mgg% n=268 =359 n=3%8  n=39
£ T h—
g : ek motis 26 manthe sustained 212 months sustansd
a 20 E MR negativey MR negathity
53 |
o HR, 0.54; 95% Cl, 0. 43 o 67- P <0 0001 E
T 1 1 1 I q i -
0 3 6 9 121518 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 Prespecified subgroup analysis of PFS:
Months ZEAE)RVESE: HR 0.85 (0.44-1.65)
No. at risk
Rd 369333307 280 255237 220205 196 179172 155145132114 79 53 22 9 2 1 0 %é{$* EIJZO'D\%: HR 049 (036_067)
D-Rd 368 347 335 320 309 300 290 276 266 256 246 237 232221201153111 63 26 7 1 0
Patients with ASCT- Ld (Len 25mg/day PO on Days 1-21 + *Dex 40mg/wk PO or IV, Q4W)
ineligible NDMM, ECOG PS Until PD or unacceptable toxicity
0-2,
CrCl = 30 mL/min Ld + Dara (16 mg/m2 IV, QW cycles 1-2, Q2W cycles 3-6, Q4W cycle 7+)
(N=737)

% .
Stratified by 155 (I vs I vs 1]}, region (N America Reduced to 20 mg/wk if > 75 yrs of age or BMI < 18.5.

vs other), age (< 75 vs 2 75 yrs)
Facon T etal. N Engl J Med 2019: 380: 2104-2115. KumarS, et al. ASH2020 #2276



Daratumumab combinations improve PFS and OS in transplant-ineligible newly diagnosed patients
with multiple myeloma: Long-term outcomes of ALCYONE and MAIA studies

HR 0-42 (95% C10-24-0.51); ™
p<0-0001

X
v

PFS

Progression-free survival (%)
]
1
Progression-free surdsal (%)
=
;
/

204 -

M — Lenalidomide and deamethasone

HR0.3 (956 1 043066 pcd-0001

u T T T T T T T T T T T T T T T 1T t o B 1|4 3:3 3|f> 4‘1 ILIS SIA @ 3 ?‘?
0 3 6 9 1215 18 21 24 27 30 213 36 39 42 45 48 51 [——
Numberat fisk [rombercencre]
umber at ris Lenaidomide and decamethasone 369 (0) 307 (29) 255(41) T20{44) 196(4F) 2(4) L6(5S) 133(sR) ws{Be) E3(%5) ;o) 2pse) o1
VMP 356 304 278 263 246 207 171 128 110 93 78 67 51 29 15 7 0 O Daraturmumabplus kerafidomide 368(0) 35(6) 309(3) 200(u) 266(16) 246(18) 732(20) T0(2) 195(30) 173 (57 51(158) (03} Of8)
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173 160 113 63 26 9 © and decamethasone
B
A 1009
1004
. o
0S 0s .
£ i
= 60+
: ;
_EI £ oa
T 4 4
-3 20
20|
— D-VMP HR0-60 (95% Cl 0-46-0-80); HR 068 {55% 01 0.53-0.B6) pei 0013
—VMP p=0-0003 T T T T T T T T T T T 1
o T T T T T T T T T T T T T T T T T 1 o £ = B u E #* “ @ 5 @ i n
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 Time since mndemisation (months)
Mumber atrisk
Number at risk [ra—"
VMP 356 331 325 322 312 302 292 278 260 257 242 26 198 1312 73 7 3 1 0O Lendidomideand deamettasone. 369(0) 343(1) 324(4) WE(6) 29405) TO(T) 2(M) TR(T) M3(4) BES 27 S8 ofm)
D-VMP 350 330 327 322 318 309 301 292 288 263 75 270 248 /1 97 40 12 0 0O Damtumumabphs eralidomide 368(0) 346(3) /() BEE) (6 1w(E) Be(s) 266(3) w49iw) wo(BE) 63be) Eis) ofasy
and dexamethasone

Mateos MV et al. Lancet 2020; 395: 132-141. Facon T et al. Lancet Oncol 2021; 22: 1582-96.



Cumulative incidence and relative risk of infection in patients with MM treated with anti-CD38
monoclonal antibody-based regimens: A systematic review and meta-analysis from 11 RCTs

Table 1. Relative Risk for all Owicomes of Interast

Infectious Outcome Relative Risk 95% Cl
Any grads infections 137 1.17-137
Severe infections 127 1.14-1.41
Any grade pneumonia 133 112172
SEvene pneumonis 138 1.08-1.756
URl= 151 136-1.70
Severe LRk 17 1.00-2.90
VT reactivation 386 0.66-22 50
Dieath attributed to infection 1.3% 0.76-2.40

Abbrewations: URls, upper respiratony tract infections; VZV, vanoella-zoster vins,

Patients treated with anti-CD38 mAb
had a 39% higher risk of any grade
pneumonia (RR 1.39, 95%Cl, 1.12 —
1.72) and a 38% higher risk of severe
pneumonia (RR 1.38, 95%Cl, 1.09 —
1.75).

RR: any infections

Treatment  Control
Shiidly Yes No Yes Mo

AR
With 95% C1 Weight, %

Mateos el al, 2018 23 115 170 184
Dimopoulos ot al, 2021 105 44 B3 67
Mareau et al, 20119 351 186 308 232
Voorhees et al, 2020 an 9 B3 39

Luetal, 2021 114 26 43 25
Facon et al. 2019 314 50 2R &7
Overall

Heterogenelty: 19 = 0.01, F =58.03%, Hi=2.44
Testof B =8: O(5) = 11.54, P= 04
Testol B=0:2=568,P= .00

Rardam-Efects REML Modal

]
S S
—

1.39(1.22, 158 17.06
1.27[1.07, 152] 1253
1.18[1.05, 1.27] 2147

B 1.47[1.25, 1.74] 13.62

—
_._
e

RR: severe infections

Treaiment  Conirol

1291106, 157 10.97
147108, 127) 2436

127 (147, 1.37)

1.05 1.74
RR - Any Grank Infection

AR
With 95% C1_Waight, %

Sthudy Yes Mo Yes Mo
Mateos et al, 2018 B0 266 52 302
Dimapoules et al, 2024 3 113 30 120
Moreau ot al, 2019 118 418 105 433
Palumbo et al, 2016 52 191 45 192
Voorhees et al, 2020 23 76 22 &0
Lu etal, 2021 76 B4 28 40
Facon et al, 2018 17 247 85 260

Dmopoules et al, 2016 B0 203 64 217
Dverall

Heteroganaity: T = 0.00, F =0.00%, H=1.00
Testof B = 8: Q7) =417, P= T8
TestofB=0:z=4.25 P=.00

Randam-Fiects AEMI Mocdal

—8@—1.57[1.15, 2.16] 11.79

_—
L
]
‘-

—
—

[ E—

-

1 2
RA - High-Grade Infections

121079, 185 642
113089, 1.43] 21.48
1.13[079, 161] 928
1.08 [0.64, 1.80] 4.4
1.32 [0.96, 1.82] 1.3
1.38 [1.09, 1.75] 2068
124093, 165 1458

1.27 [1.14, 1.41]

Cl: severe infections

Effect size
Study With 95% Gl Weight, %
Palumbo et al, 2016 —— 0.21 016, 027 1291
Moreau et al, 2019 . 0.22[0.19, 0.28] 1368
Mateos et al, 2018 ] 0.23[0.19, 0.28] 13.27
‘Veorhees et al, 2020 —— 0.23 [0.15, 0.31] 11.09
Dimopoulos et al, 2021 —— 0.24 [0.17, 031] 1185
Dimopoulos et al, 2016 —— 0.28 [0.23, 0.33] 1287
Facon el al, 2019 i 0.32 [0.27, 0.37] 13.10
Lu et al, 2021 —— Ml 0.54 [0.46, 0.62] 11.14
Overall - 0.28 [0.23, 0.34]
Helerogeneity: T = 0.01, F = 89.03%, HE=9,12
Test of 8, = 8; OfF) = 63.81, P= 00
Testof 8 =0:2=0.72, P= 00

_
2 A &

Randam-Eflects DarSimonian-Laird Mods!

RR: severe pneumonia

Treatmen:  Canirol RR
With 85% CI_Waight, %

Study Yes Mo Yes No

Mateos et al, 2018 39 307 14 340 ———=z85[158 515 881
Dimopoulos et al, 2021 17 132 9 1 ——@——— 190088 413] E6B4
Dimepoulos ot al, 2020 37 271 13 140 —18— 141077, 268) 883
Moreau ot al, 2018 18 517 8 529 T - 212 [D87, 484] 673
Palumbo et al, 2016 20 223 23 214 L o 0.85 [0.48, 1.50] 10.23
Voorhees st al, 2020 8 891 10 82 — 0.82 [0.34, 200] 5.59
Attal et al, 2019 25 127 22 127 —— 1.1 [066 183 11.24
Moreay ot al, 2021 35 142 16 106 —— 161 [0.87, 260] 1082
Lu et al, 2021 o128 6 62 — 088 [0.34, 231] 501
Facon el al, 2019 60 314 20 336 | 1.73 [1.12, 267] 13.65
Dimopoulos et al, 2016 22 261 23 258 - 0.95 [0.54, 166 1047
Overall - 1.38 [1.09, 1.75]

Heterogeneity: 1° = 0.06, F = 37.66%, H" = 160
Test of 8, = 8; W10) =15.93, F= .10
Testof 8=0:2=2.68 P=.11

12 1 2 4
AR - High-Grade Preumonia
Random-Effacta REML Modal

Vassilopoulos S et al. OFID 2022; Oct 31



CMV reactivation in patients with plasma cell dysplasia receiving anti-CD38 mAbs
Among 154 pts receiving anti-CD38 mAb, 76 were tested for CMVpp65 Ag. Of 76 tested, 29 (38%) showed positivity.

Table 1 Baseline Characleristics at the Starl of Anti-CD38 mAb Therapy in 76 Patienis Tested for CMV pp65 Antigen
group (n=29)

Faclors Resulls of CMV pp65 Antigen Testing P-Value'
Overall (N=16) Positive (n=29) Negative (n=47) TR = B e TP
Age, years, median (IQR) 71 (66-76} 73 [T0-17) 69 (63-76) 152 | CHV pp6 anigersgostie cals median WV pptS anfgesposithe cells, median |
SE}(, male: female, 7 2097 1811 219 5w’ & par 50,000 cells (IGR, 4-28) | L 1 per 50,000 cells (IOR, 1-1.25)
. With symptoms andior findings = 19 (76%) With symploms andiorfindings 0 = 1 (25%)
Disease |W\Ihuul any symplams n=g (4% | | Withaut any symploms n=3(75%) l
Multple myslomz, (%) 71 (%) 2(86) 45 (38)
AL amyiaidosis, 1 (%) 3 3(10) ) AV pps5 anigen.posite cell
Ofher plasma eI (%) 26 14 i [Bacame negative n=19) | |Decreased n=6) | [Became negatiz (n= 4 |
Disaase status
Newly diagnosed, n (%) 27(36) 9(31) 18(38) B4
Relapsed or reractory, (%) 49(64) 20 (69) 262
Number of previous lines of therapy 27 (36) 12(41) 15(32) B3 |
=2.0(%) Supplemental Table 2~ Clinical Characteristics and Oulcomes of the Three Patients Who Developed CMV Disease
Prior autulogous PBSCT, n (%) 20(26) 7(24) 13(28) T
Planned regmen Patient 1 Patient 2 Patient 3
Deramumat: ehusiab, 68 45 43 u 299 (ears) u: M82| MT;
EX e ale B
Concurent P .HSE' nx) (6) 19(66) 2(81) B Disease AL amyloidosis Multiple myeloma Muttiple myeloma
Concurtent IMID use, (%) 2(2) 8() 14(30) 1 Teaiment regimen D-CyBard D4d DL
185 stage” (n=67) Number af prior freatment lines 0 1 3
lorll, n{%) 47(10) 15(80) 32(76) amn Affected organ Liver Gastrointestinal tract Retina
M1l (%) 20(30) 10 (40) 10(24) Clinical symptoms and/or findings Fever, elevated liver enzyme levels | Hematochezia, diarrhea Yellow-white refinal Iesions on
Laboratry fincings . ) (AST, B5 IU/L; ALT, 96 1U/L) ophihaimoscopy
Lymphacye coun, median (10R), /L 1203 (763-1607) 1395 (1040-1800) 1054 (5a2-1539) r m’;;' AT e e el pr 00 08 5 @
LOH, median (10R), UL 169 (163-257) 179(151-217) 208 (176-270) Kl Durion bebween anti-CD38 mAb adminisiation and he » 2 g
Serum albumin, meian (10R), g/dL 34(2838) 32(2736) 35(3339) o7 development of CMV disease, days
BGFR, median (10R), miJjmin/1.73m? 56 (38-71) 50 (38-62) 0 (45-17) 057 Treatment for CMV disease Ganciclovir Ganciclovir Ganciclovir
NG, median {10R), myL (n=67) 43(27461) 47(3367) 34(2455) 405 e A I e UP“”“'m?;;ﬂ”di"g =
Abbreviations: #ZMG, beta-2 microglobulin; anfi-CO38 mAb, anii-CO38 antibody, eGFR, estimated gl Fitration rate; (WD, immunomodulalory drug; IOR, interquartle range; 155, Abbreviations: anti-CD38 mAb, anti-C038 antibody; ALT, alaning ami AST, aspartate ami oY, s 0-C, carflzomib and dexarn-
Intermational Staging System; LOK, lactate dehydogenass; PRSCT, peripheral blood stem cell ransplantation; PI, profeasome inhibitor. ehasone: D-CyBarD), daralumumat, cyclophosphamide, bortezumib, and deamethasane; 0L, daratumuma, lenalidomic, and dexamelhasone.

The 155 stage f the first administrafion of anfi-CI08 mAbs.

e e o8 s Matsunaga N et al. Clin Lymp Myel Leuk 2024
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MEL/AHSCT vs BAD—weekly CPADRCT

100

Progression-free survial (%)
B

Numibser at risk

T Log-rank p=0-0001

Progression- free survival

T T T T T T T T T T T T T T T 1
o E] 6 9 1@ 15 18 21 24 27 30 33 36 39 42 45 48

Cydophosphamide B85 71 60 45 25 13 10 B 5 El 2 1 o
Melphalan plus ASCT B3 81 7B 66 54 46 39 28 3 18 13 10 8

C

100
o0
80+

7o

Overallsurvival (%)

AR,

i

Owerall survival

T Log-rank p=0-2332

Numiber at risk

T T T T T T T T T T T T T T T 1
o 3 6 k=] 1z 15 18 21 24 3IF 30 33 36 39 42 45 48
Time from randomisation {months)

Cydophosphamide 85 82 80 76 65 63 5 50 44 3F 34 22 15 10 9 E
Melphalan plus ASCT 83 85 84 706 67 65 61 55 46 41 35 33 27 20 18 11 2

q

HR (35%C1)
Response at end of PAD
sCR or CR (n=54) B 005 (0-006-0-413)
VGPR or PR (n=84) — 0-44(0-287-0-672)
5D (n=6) + 04086 (0003-0-831)
B, microglobulin at registration
<35 mg/l (n=112) — 0-288 (0-174-0-478)
»35mg/L(n=47) — 0-590 (0-287-1:209)
iFI5H cytogenetic risk*
Fav = —_— 0-200(0-103-0-350)
Unfavourable (n=13) p 2:410(0-396-14.662)
Overall (n=174)t i 0-362 (0-246-0-534)
[ T T T T T 1
001 010 020 050 100 200 500 1000

+— EEE—
Favours melphalan plusASCT  Favours oyclophosphamide

2 618 0 B RBAED EIG
O REFFEEY XS
O REIBERISr AU ERTH L DEHE

(ERRIC

IFI3FELUERTHOLDER)

Cook G et al. Lancet Oncol 2014, 15: 874-885.
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BHBRBHEREICHITAIANLNTIANYIT+ LFYFIF
A2y (KLd) EE&E vs LFYEFIF +FFU X2V (Ld)

Proportion Surviving without Progression

No. at Risk

—
(=]
]

0.3

0.6

0.4

0.2

0.0

Control group

X5 D LEBEUER

Hazard ratio for carfilzomib group vs.
control group (95% ClI)

Carfilzomib group

Carfilzomib Group  Control Group

(N=396) (N=39¢)
Disease progression or death— no. (%) 207 (52.3) 224 (56.6)
Median progression-free survival — mo 263 176

0.69 (0.57-0.83)

P=0.0001

Carfilzomib group 396

Control group

3%

12 18 24 30 36 42
Months since Randomization

279 22 179 112 4 1
206 151 117 72 18 1

48

Median PFS: 26.3 vs 17.6mo. HR 0.69 (0.57-0.83) (P=0.00001)
2-year OS: 73.3% vs 65.0% HR 0.79(0.63-0.99) (P=0.04)

ORR: 87.1% vs 66.7% (P < 0.001)
CR rate: 31.8% vs 9.3%

0.8

0.6

0.4

Proportion Surviving

0.2

0.0

(ASPIRE:{ER)

Death— no. (%)

control group (35% Cl)

Median overall survival — mo
Hazard ratio for carfilzomib group vs.

Carfilzomib group

+ 7%

Carfitzomib Group Control Group
[N=3%) (N=3%)
143 (36.]) 162 (409)

NE NE

0.79 (0.63-099)

P=0.04

Control group

at Risk
ilzomib group 396
trolgroup 396

6 12 18 4 30 36

Months since Randomization

369 343 315 280 191 2
356 313 281 237 144 19

42 48

Stewart AK, et al. N Engl ] Med. 2014;

Dec 6 published online



PHBRERESEICHT RO/ XYY IT+LFURIF+THY
A2y (ILd) BEEELFVFRFIF+TFF9 X2y EE (Ld) &EED
teiRstEe (TOURMALINE-MM15tER)

A Progression-free Survival in the Intention-to-Treat Population

100

median PFS: 20.6mo vs 14.7mo
HR 0.74 (P=0.01)

80—

""""

60+ lxazomib group

————————

Hazard ratio, 0.74 (95% Cl, 0.59-0.94)

P-0.01 _ Grade 3 or higher sAE: 74% vs 69%
Median No. of Events .
Progression-free  of Progression Placebo group Thrombocytopenia =Gr3: 19% vs 9%
B “N;*;lel °':’;;‘" Rash 36% (G3 3%) vs 23% (G3 1%)
xazomib Group : i
Placebo Group 147 157 PN:27% (G3 2%) vs 22%

Probability of Progression-free Survival (%)
5
I

0 | | | | | | | | | | | .| Gl toxicity, peripheral edeme, hepatotoxicity

0 2 4 6 ¢ w1 2 2 M ptreported QOL: similar in the two groups
Months since Randomization

No. at Risk

Ixazomib group 360 345 332 315 298 283 270 248 233 224 206 182 145 119 111 95 72 58 44 34 26 14 9 1 0
Placebo group 362 340 325 308 288 274 254 237 218 208 188 157 130 101 85 71 58 46 31 22 15 5 3 0 O

Moreau P, et al. N EnglJ Med 2016; 374: 1621-1634.



RHBXEHESEICHTI2BO0M XYY IT+LFIVRIF+TFRIXRY
v (ILd) BEEELVFIYFIF+TFY X2/ vEE (Ld) BEEOLLBHER

(TOURMALINE-MM15tE8)

Figure S2. Cumulative best responses over time in the intent-to-treat

population. A. Ixazomib group, B. Placebo group.
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Moreau P, et al. N EnglJ Med 2016; 374: 1621-1634.
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Len[CBZMHDHLHEHR - H G BREEIC* L T, Dara-Ld (DLd)
BRI LdBEICEEL TPFSEER I 4 :POLLUX study

Progression-free survival?

100 -4
100 30-month PFSP
c
2
[9]
@ 80 80
>
o
[oX
5 607 » D-Ld 0
i ro-------- Median: not reached =
1 —
g 40- . S
> r - D-Rd
= ' > Ld . “ Rd
2 o0 ! Median: 17.5 months
X 1
R 0.44; 95% CI, 0.34-0.55; P <0.0001 2049
0 T T T T T T T T T T T T T T HR, 0.73 {85% CI, 0.58 to 0.91);
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 P=.0044
. Months T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
No. at risk 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 &7
Rd 283249206 181 160143126111100 89 80 36 5 1 O i
DRd 286 266 249 238 229 214 203194 183167 145 67 16 2 0 Time (months)
No. at risk:
Rd 283273 758 251 239 220 X210 206 196 194 189 184 174160 163 151 146 138 127124 117 114111105 95 90 81 31 4 0O
Medlan fO”OW-Up 32.9 months (range’ 0 - 40.0 months) D-Rd 286 277 771 266 260 250 236 231 222 215 207 198 193 186 180 175 168 160 151 147 141 140136133 130127111 40 8 0O
56% reduction in risk of progression/death for DRd versus Rd
Median follow-up 79.7 mo
HR, hazard ratio; Cl, confidence interval.
aExploratory analyses based on clinical cut-off date of October 23, 2017; PKaplan-Meier estimate.
Dimopoulos MA, et al. Presented at ASH 2017 (Abstract 739), oral presentation. Dimopulos MA et al. J Clin Oncol 2023

Dimopoulos MA, et al. Haematologica 2018; 103: 2088-2096



LenB2 D HAE KB HIER E (-39 BElotuzumab (anti-SLAMF7) + Len/dex
BEAELEEL. Ld BEIZHLTPFSEZ#HZEd 5 : ELOQUENT-2 study

PFS o

1.0+ .
1-Year PFS 2-Year PFS 3-Year PFS 4-Year PFS 10 2-Year 03 3 Year 08 4-Year 0S
4 I I I I ! ! !
08 | | | 0.9 I I
I I I |
0.8 1 1 1 0.8 !
I I I |
0.7 ! ! ! 0.7
P I I I o |
I I I
& 061 1 1 1 % 0.6 :
5 I I I = |
0.5 | | | = 0.5 | |
E | | | § | |
i B 1 1 g 044 1 |
g 04 I I I o I |
Y | | | 034 ! I )
0.3 | | 21% . l | )
ELd Ld ! ! e ELd 021 ELd Ld : : : Ld
02 n=21 325 | : i - R =3 | | |
o HR=0.71 (85% CI: 0.58-0.86); P=0.0004 | | y o oo 5 04 __ =0T @S%CL 06306 : : :
-7 " | 1 1 Median 08 483 mo BEmo
Median PFS  18.4mo 14.9 mo 14% I I l
5% CI)  (40.3-54d) (333454
ool DSHO)  (Es2y (21173 | | | L 0o WD (0SS : ! !
-|||||||\\|||i|||\\i|||||i\\||||| T T T T T 1T T 1T T 1T T T T T T T T T T T T T T T T T T T T T 11
0248 10 12 14 16 1 22 24 26 2 32 3 38 40 42 44 46 48 2 5 62 64
02 4 6 8 101214 16 18 20 22 24 26 28 30 82 34 36 38 40 42 44 45 48 50 52 54 56 58 60 62 B 10 612 628 30 32 34 36 38 €0 618 50 52 54 6 38 60 62 6
Tirme (months) Time (months)
X Patients at Risk
Patients #t Fisk Eld 321316 308 302 208 288 283 270 264 250 242 238 224 221 N0 197 182 147 181 178 170 983 155 150 132 03 8L 42 24 W & 2 O
ELd 321 304 280 260 233 216 106 180 160 147 132 125 111 103 &4 81 7B 7D 63 60 55 82 49 46 3/ M M W 13 6 2 O Ld 326 312 208 JET 27 284 P55 243 237 298 299 11 208 207 193 184 174 964 158 154 147 141 13T 124 100 B0 53 0 1 7 % 0 O
Ld 095 785 348 BB 182 1T 1S 141 14 10H 81 Te 64 B 61 B4 47 4 B Y M M NN B W e & 3 110
A cs1-L B
Events, n (Total Patients) HR with EAT-2 without EAT-2 oEs
Subgroup ELd Ld (95% CI)
del(17p) present* —a— 68 (102) 71 (104) 0.72 (0.52-1.01)
14:14) present @ 24 (30} 26 (31) 0.56 (0.32-0.98) RRURT RRLIRAZAE  BRU :zmzwau anz2RuR ?222222222222
vaoy vaorffe 2 [T 1
05 R A )
HR (85% CI)
- activation inhibition

Lonial S, et al.: N Engl J Med. 2015; 373(7):621-631.; Dimopoulos MA et al. Cancer 2018; 124: 4032-4043.
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LFUFIFPFR2Y FI PR E L >7-BHEREICR SN 7-CRBNEEFE

% have CRBN change

[ |||||||||||||||||||||||||||||

il T Copy L
Ml ||||||||||||||||||||||||||||| Mutation
1] [T

[ Gene expression data unavailable. All cases have genome sequencing analysis.
E Inversion
B Translocation

Pomalidomide refractory cohort (n = 54). 16/54 = 29.6% have CRBN change.

High Exon10-spliced transcript
Copy Loss
Mutation i

[T Structural variant

PFS

100
Lenalidomide refractory :
CCF oa% 30% 100% 55% 93% =
o =

% T Z %, & p<0.0001

% k- Y = 50
% One spica site metation * & [T
at 5" and of axon & bl
{p R230) lily truncating l | qh_..
a

0 50 100 150 200 250 300 350 400 442 aa . I
Varianttype  ® Missense(2) @ Truncating (2} 0 1 T T T
Pomalidomide refractory 0 10 20 30
CCF em % 100% 89% o0 e 2% Progession free survival (months)

g ® "’ K’ < o b %

EAY AL % = < E

.% 3 5% \% w% '\%‘ pig; —1 Unaffected
& —— Mutation CRBN
[ ] LO &k comin (L) | Tihchonids binding __ ciansin (180) | —— Copy loss CRBN
0 50 100 10200 250 300 350 400 4422 — High exon10-spliced CRBN transcript ratio (>2.4)
* All in same patient

Varianttype @ Missense (5} ® Truncating (3) — Other structural variant

Gooding S et al. Blood 2021; 137: 232-237.
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CRBN 3'UTR
1 B . ] S | —
¥ ] L] ==

L

HK‘MS} nBCT

PCT
— - pr— =

13K Arne1 - =
— PCT
H3K27ac —
—— B

Prom. En

~—— TS PGyt S
—— CREN b A 20 L A
- CLAAE p A3 T TH
—— CREN A 1 18T

Mean methyation [%]

(]
=

1.0 p = 0.002
—= 0.8
=
% CREBMN enh.
é 0.6 meth. <26% (N=25)
=
=
& 0.4
o
=
=S
e- 0.2 I
CRBMN enh.
meth. >26% (N=13)
0.0
0.0 20.0 40.0 60.0 80.0 100.0
Months
OPM2
—_— 2 151 00 48 925 921 Eiﬁ
.'- _ . — A
738 g # 80 5 s
2 |1 120 =
= 2 ‘ s 445
< = 60 .
445 o~ £
z 1 £
o T 40
s s
: 8
g 2
0 0
Control Dect  Aza+ Control Dect Azt Control Decs Aza+ DNMTi- Dec+ Aza+

DMSO Llen- Len- Len+ Len+ Len+

Haertle L et al. Blood 2021; 138: 1721-1726.
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BoricBZMnH2BH - #84S5EIEICY L T, Dara-Bd (DBd) &% 3BdE %
ICEE L TPFS%Zi#ER T % : CASTOR study

A Progression-free Survival

Daratumumab Control
Group Group
(N=251) (N—247)
Median progression-free MNE 7.2

1 survival (mo)
-g "-&-‘-
E 0B
£ —
= Daraturmumab =
E oo - 2
= Bl i =k
mo
£ D-vd
= 0.4
£
i
= vd
o Hazard ratio for progression or death,
'§_ 0.2+ daratumumab vs. control, Control
8 0.39 (959 CI, 0.28—0.53), P<0.001 mtre HR, 0.74: 05% C1, 0.50 to 0.92:
o= P~ 0075

D_ﬂ- T T T T 1 T T T T T T T T T T T T T T T T T T T T T T T T T T T

o 3 & g 1z 15 0 2 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 75 81
Months since Randomization Time {months)
N Risk No. at rigk:

o. at Ris vd 247 219 206 192 184 172 150 151 144 138 129 121 113 110 104 67 3 84 78 73 68 67 63 64 34 13 2 0
Dagrf;ﬂr;umab 251 215 148 56 11 o D-Vd 251 231 225 211 207 201 189 182 172 150 154 150 144 138 132 128120 113109 107 103 100 96 B8 54 24 98 0O
Control group 247 182 106 25 5 0

Median follow-up 72.6 mo
ORR 82.9% vs 63.2% (P<0.001)
CR rate 19.2% vs 9.0% (P=0.001)
Palumbo A et al. New Engl J Med 2016; 375: 754-66. Sonneveld P et al. J Clin Oncol 2022



BorBSZHDH B LeniBEEH - #HAEBSHEELRE X L T, Pom/Bor/dex ##
F(PBd)#%(3BdE%ICLEE L TPFSZZERT % : OPTIMISMM study

A
1004 —— Pomalidomide, bortezomib, and dexamethasone
90 —— Bortezomib and dexamethasone
HR 0-61 (95% Cl 0-:49-0-77); two-sided p<0-0001
Pom 4mg/day d 1-14 & 80
Bor 1.3mg/m2d 1,4, 8, 11in C1-C8 %; 70
d 1and 8in C8 and beyond 2 Median PFS: 11.2 vs 7.1mo.
Dex 20mg/body d 1,2,4,5,8,9,11,12 in C1-C8 "'E 50
L s - o
d1,2,8 9 inC8andbeyond g 40 .
o-| .
g21 days g 20 " meen
Dex was reduced to 10mg/day in pats aged o b'_"”‘"—\.._.s—l—ﬁ
>=75yo0.
o T T T T T T T T T T T T T T 1
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk
(number censored)
Pomalidomide, bortezomib, and dexamethasone 281 233 182 128 94 67 47 28 13 7 4 2 1 1 1 o
() (11) (28) (46) (62) 76) (88) (105) (115) (121) (123) (125) (126) (126) (126) (127)
Bortezomib and dexamethasone 278 176 112 66 42 30 20 14 4 4 3 2 2 o o o
(0) (39) (63) (79) (92) (96) (102) (106) (113) (113) (114) (114) (114) (116) (116) (116)
0, H B
71 A Of the patlen ts were 1001y HR 0-65 (95% Cl 0-50-0-84); two-sided p=0.0008
. . . 90—
Lenalidomide-resistant. _ 8o
& "
5 7o Len-refractory patients
£ 60|
q 0~
Grade 3 or higher % s
PBd 5 a0
AE 2
§\ 30—
neutropenia 42% 9% 207
10
i 1 0, 0, o]
infection Ak | itro S I e
Number at risk
(number censored)
Pomalidomide, bortezomib, and dexamethasone 200 162 119 77 54 37 25 16 7 6 4 2 1 1 1 o
(0) (8) (22) (34) (45 (54) (60) (67) (74) (75 (76) (78) (79) (79) (79) (80)
Bortezomib and dexamethasone 191 113 63 37 25 19 13 8 4 4 3 2 2 o o o

© (@6) @3) (Go) (57) (60) (B4 (67) (70) (70) (1) (7)) (/1) (73) (73) (73

Richardson PG et al. Lancet Oncol 2019; published online May 13.



BHOBH - HAMSHEIEREEICH T SIsa-Kd vs Kd BEED T >~ X LILLLEEER(IKEMA):
A randomised, multicentre, open-label, phase 3 study

Progression-free survival

Isa-Kd

mPFS: 35.7 months
(95% Cl: 25.8—44.0)

Kaplan-Meier estimate
(o]
(421
1

HR 0.58 (95.4% CI: 0.42-0.79)

Kd

mPFS: 19.2 months
(95% CI: 15.8-25.0)

Number at Risk

Isa-Kd 179 164 151 136 127 114

Kd 123

1 T T 1
3 6 9 12 15

108 99 85 73 63

T T T T T 1
18 21 24 27 30 33 36

Time (Months)
108 95 8 81 75 72
53 43 39 32 29 23

64 62 50 18 1
21 16 10 3 2

MRD neg MRD neg and GR patients

Odds ratio Isa-Kd vs Kd (95% CI) Odds ratio Isa-Kd vs Kd (95% CI)
2.78 (1.55-4.99) 2.57 (1.35—4.88)

CR:44.1% vs 28.5%
MRD negative at 10: 33.5% vs 12.2%
Subgroup lsa-Kd Kd
Eventsitotal Eventsitotal | Hazard ratio (95% CI)
Al patients 86179 ars —— | 0576 (0.418-0.792)
<65 years 4388 3066 —e 0,637 (0.410-0.890)
— lsa-Kd Age 265 years A 3957 —e— D497 (0.321-0.771)
— Kd Basalina 6GFR 260 mLmin.73 m2 85122 50193 —— 0553 (0.382-0.801)
+c {MDRD) <60 mLiminl 73 m* 23043 1018 i 0562 (0.268-1.188)
ensor 1 3989 am — 0,541 (0.350-0.637)
ﬁi;":;‘:‘fw i U3 173 ——u 0,608 (0.336-1.098)
in 13026 16020 e 0,607 (0.200-1 268)
High-isk cytogenstic  Yes 2642 213 e 0.724 (0.406=1.290)
status Ko 50114 a7 | 0,508 (0.341-0.758)
Yes s 35/62 — 10,582 (0.368-0.523)
Tqz1+ No 29084 33055 . 0546 (0.342-0.873)
Humber of prior lines 1 4180 366 i 0.712 (0.4451.138)
} ——- of therapy (IRT) » 45099 4B/63 i | 0480 (0.302-0.698)
Yes 4381 2647 ——— 0,824 (0.506-1.343)
Prior Pl treatment* !
i
m 5 e e — | e
Prior WD eatment 2 B . | ko o sercen
Refractory to Yes 357 a4z — 0,586 (0.353-0.872)
lenalidomide Mo s5122 4781 —.— | 0
) 08 fo i5
sakd bottor Kl batar
B MRD neg rate (NGS 10%) misa-Kd
a0 =Ko
335
T T T T -
39 42 45 48 £ 252
E 20
E 15.4

Moreau P et al. Lancet 2021; 397: 2361-71; Martin T et al. Blood Cancer J 2023; 13:72.
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Once weekly CFZ 20/70 mg/m?2 Kdf& ;% (& . Twice weekly CFZ 20/27
mg/m? KdfE &It L TPFSZEIER L 1= (ARROWERER)

Once weekly Twice weekly
group (n=240) group (n=238)
Progression/death, n (%) 126 (53%) 148 (62%)
Median PFS, 11.2(95% C18-6-13.0)  7-6(95% C15-8-9.2)
100 - months

HR (95% CI) 0693 {0-544—0-883)

pvalue (2-sided) 0-0029
E 80
z
S 60-
¢
§ 40
A
3
§ 204

— Once-weekly
— Twice-weekly
0 T T T T T T 1
0 3 6 9 12 15 18 21
Number at risk Months from randomisation
(number censored)
Onceweekly 240(0)  178(13) 145(19) 114(24) 69(60)  24(94)  5(110) 0(114)
Twiceweekly 238(0)  164(11) 119(21) 86(28) 41(57)  15(76) 4(86)  0(90)

~60% of the enrolled pts were refractory to Len and PI.

FISH risk group

Once weekly group (n=238)

High risk™ 16/34 (47%) 31/47 (66%) 0-554 (0-297-1-032)

Standard risk 26/47 (55%) 27/53 (51%) e 1-006 (0-586-1.726)

Missing or unknown 84/159 (53%) 90/138 (65%) ——i 0-676 (0-501-0-911)
IS5 stage at baseline :

Stage | 45/94 (48%) 56/99 (57%) e 0768 (0-518-1-138)

Stage Il and Il 80/144 (56%)  92/137 (67%) —— 0-656 (0-485-0-889)
Lines of previous treatment

2 53/116 (46%)  79/125 (63%) —.— 0-608 (0-429-0-861)

3 73124 (59%)  69/113 (61%) [E—— 0-823 (0-591-1-146)
Refractory to bortezomib (derivedt) :

Yes 60/111 (54%) 58/90 (64%) e 0730 (0-507-1-050)

No 66/129 (51%)  90/148 (61%) —.—i 0-695 (0-506-0-956)
Previous lenalidomide :

Yes 112/207 (54%)  123/194 (63%) e 0724 (0-560-0-936)

No 14/33 (42%) 25/44 (57%) ———— 0-626 (0-325-1-205)
Refractory to lenalidomide :

Yes 106/186 (57%)  108/170 (64%) —.— 0-756 (0-578-0-990)

No 20/54 (37%) 40/68 (59%) e 0-545 (0-319-0-934)

) T LB LR | T T T orrriT]
o1 1
Favours once weekly Favours twice weekly

Grade 1-2 Grade 3 Grade 4 Grade 5
Peripheral neuropathy 10 (43%) (o] (o] 0
Acute renal failure 8(3%) 4(2%) 5 (2%) o]
Cardiac failure 2 (1%) 3 (1%) 4 (2%) 0
Ischaemic heart disease 2 (1%) 2 (1%) 4] Q0
Pulmonary hypertension 4 (2%) o o 0

Moreau P et al. Lancet Oncol 2018; 19: 953-964.



B - #R4BEEEEICH L TPom/dexEiL ICitCD38Hi{kIsatuximab Nz 3 &,
HEIREA FHRPEREINS
(a randomised, multicentre, open-label phase 3 study: ICARIA-MM )

PFS Media f/u 11.6 mo. 0S
100 — Isatuximab plus pomalidomide A
| Ll plus dexamethasone 100+ — fatini

30 \ N —— Pomalidomide plus dexamethasone ltsam'?m 3
= 80 ‘LL"H-.. o lsatundmat group —Lontnigoy
3 704 an overallsuival 246 months
5 7 LNy iy Medanovealsniva 24t
T T, £ 1Y (5% 1203213
7 b0 " T (ontrol graup
8 i "1 2 Median overal sunvival 177 months
&= 50 . _
: — b, 11'53 months £ o (5% 01144-262)
5 404 "«-—rH g :
g e & M
x 204 647 months o

10

HR 0-596 (95% C1 0-436-0-814); p=0-001 1 Hagardratio 076 (95% 0 0.57-1.01) one-sced og-rankp-0.028
0 T T T T [ T [ T T T T T T T 1 0 ! . . . . . . ‘ . 1 1 {
Nomberatrige © 1 2 3 4 5 67 8 910111356 ¢ 3 b 9 0 % B RN W T N B K B
Isatuximab plus pomalidomide 154 129 106 89 81 52 30 14 1 Number at risk
plus dexamethasone (number censored)
Pomalidomide 153 105 fo &3 51 EX v 5 0 Btmmabgop 540 W5Q) WE wE) wE wE am kME mE 8 86 R 2w
plus dexamethasone

ntmlgoup 15300 7(t) 16 10360 9O R np 60 GO B 08 4w 0
median PFS: 11.5 mo(8.9 —13.9) vs 6.5mo (4.5 — 8.3) in Isa-Pd vs Pd arms
ORR 60 % vs 35 % (OR 2.795), VGPR or better 32 % vs 9 % (OR 5.026)
grade 3 or higher non-Hem AEs:
Infusion reaction 38% vs 0%, URT infection 28% vs 17%, diarrheae 26% vs 20%

~ 0,
70% of the enrolled pts were refractory to Len and PI. Attal M et al. Lancet 2019; 394: 2096-2107,

Richardson PG et al. Lancet Oncol 2022; Feb 10.
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HERIL— R B ffERZ R (B-cell maturation antigen: BCMA) [C&d 3+
HFTU— 2A ASHEZSEFEBATHA (chimeric antigen receptor-T cell:
CAR-T) &, “EREMNECPIEEYESHRBREDOFVHRD
TENTHY, bAETERSINMNIFHESINS,
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Len/BorfEFE D BEHR S H U BREEREFICHL T,
TAYXTT (HiSLAMF7Hi4K) + Pom/dexfif FA(EPd) L.
PAEEEIZLELTPFSEZIER T 5

Progression-free survival
1.04

0.94
0.8+

Probability of Progression-free Survival

med f/u 9.1mo

Hazard ratio for disease progression or death, 0.54 {95% C, 0.34-0.36)
P=0.008

mPFS: 10.3mo vs 4.7mo

Elotuzumab group

b=
Co--0-0-2

Control group

Me. at Risk
Elotuzumab group 60 54 48 46 43 4
Cantrol group 57 51 42 33 31 2

1 1 I 1 1T 1T 1T T T T 1T T 1T 11
7 8 910111213 14151617 1819 20 21 22

Months since Randomization

7 15 15

137 33 12 74111111110
4220161410 86 3 211000000

Overall survival

1.0 4

094

0.8+

0.7 4

0S (probability)

0.34

0.2 4

0.1+

MNo. at risk:
EPd
Pd

0.6

0.5 4

0.4+

minimum f/u 45 mo

HR, 0.59 (95% ClI, 0.37 to 0.93); P =.0217

12 15 18

60 57 53 48 43 41 37
57 49 43 36 34 29 25

~70% of the enrolled pts were refractory to Len and PI.
Bor/Len double-refractory pts: median PFS 10.2 vs 4.7 momths

Dimopoulos MA et al. New Engl J Med 2018; 379:

21 24 27 30 33 36 39 42 45 48 51 bH4

Time (months)

3% 34 20 27 B M N N 15 7 1 o
22 22 18 1w 1% 14 12 10 8 3 1 0

1811-22.;J Clin Oncol 2022; 41: 568-578.



LocoMMotion: Prospective study of real-life standard of care in triple-class
(P1, IMiD and anti-CD38 mAb) exposed (TCE) patients with RRMM

A 100 ~ B 100
ES
£ 80+ 80 1
™
=
@ ES
ﬁ 60 - 2 60 -
@
s Jﬂ
(=
@ 40 .% 40 -
g i
(=1
E 20 4 20
&
u T T T T T T 1 O T T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Progression-free survival (months) Owverall survival (months)
Patients at risk Patients at risk
All patients 248 130 69 3z 17 6 0 0 All patients 248 212 167 a3 50 21 4 0

—+— All Patients

ORR 29.8% (95%Cl: 24.2 — 36.0)

Median PFS 4.6 mo (95%Cl: 3.9 — 5.6)

—+— All Patients

Median OS 12.4 mo (95%Cl: 10.3 — NE)

Mateos M-V et al. Leukemia 2022; 36: 1371-1376.
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Antibody drug conjugate (ADC)

B 6M0 antibody—drug conjugates:
— JeMo~valine—citrulline MMAE: generated by conjugation of valine—citrulline
r \. (protease cleavable linker) and MMAE
o -9 — JeMo-maleimidocaproyl MMAF/GSK2857916: generated by conjugation to
rnah\ml‘lnmpmyl (noncleavable Ilnlner) MMAF once rapidly internalized,

it is degraded in the Iy and cy (nonpermeaﬂe)lsreleasedmswde
@ Microtubuls fargetecls
disrupting
Drug (MMAE,
MMAF)

—  Linker (valine—citrulline, maleimidocaproyl)

Betantamab mafodotin
MEDI2228

Bispecific T-cell engager (BiTE)
Bispecific antibody

A B

Target antigen
BCMA x CD3
GPRC5D x CD3
FcRH5 X CD3

Chimeric antigen receptor (CAR)-T cell therapy

Ide-cel Cilta-cel

Murine extracellular scFv
specific for BCMA

Wl

4-1BB

BCMA Binding domains

4-1BB

CD3¢ CD3g

CALL TO ARMS

A promising cancer therapy called adoptive T-cell transfer genetically
engineers a patient’s own immune cells to target tumours.

Tcells are isolated
/ from pamm

T cells are engineered to
T CELL TRANSFER express proteins (blue) that
racognize cancer calls.

K Modnﬂod T cells are grown
in cufture and reintroduced
into patient

Tai Y-T et al. Imnmunother 2015; 7: 1187-1199
Shah N et al. Leukemia 2020; 34: 985-1005.

Madduri D et al. Clin Lymphoma Myeloma & Leukemia 2019; 9: 537-544.

ADCE £ O'Elranatamabi{ s D Bispecific mAbZELF) (%, EHHEFIZEH ) TIdFARZETT,

Ledford H. Nature 2015; 516: 156.



Idecabtagene vicleucel (bb2121) for RRMM in phase 2 study (KarMMa)

Triple-refractory 84%, Penta-refractory

A Tumor Response, Overall and According to Target Dose

26% Hybrid§ LTR 50 & oFPT RRE o, anthBCMA scFv ot A3

100+
904 Overall respense,
81 Overall response,
80 Overall response, 71
— 704 69 CRor
£ 60— Overall response, CRor sCR, CRor
a 50 SCR, 19 sCR,
§. 504 29 13 CR or sCR and
2 40 CRor A MRD-negative
& ;(;R M CR or sCR and
309 MRD could not
20 be evaluated
104 W VGPR
0- W PR
150%10° 300x 108 450x 106 Total
(N=4) (N=70) (N=54) (N=128)
CAR+ T Cells
€ Progression.free Survival, Overall and According to Target Dose
No.of  Median
AR+ TCells Evemts (5% I 150, 300, or 450 x 10% CAR T cells
1.04 -~ - 150x108 3 2.8 (LO-NE) . .
o] 3006105 58 58 (42-8.9) after lymphodepletion with flu plus CPA
ol —— 450x 106 31 121 (88-12.3)
o — Total 92 83 (56116

B Duration of Resp

ding to Best Resp

Probability of Progression free Survival
°
¥

0.0 T T T T T T T T T
2 4 6 8 10 12 14 16 18
Months

No. at Risk
150x106 4 21 1 1 1 1 1 1
300x 106 70 56 4 33 29 24 17 14 11 7
450x 106 54 44 40 36 34 31 17 4 10
Total 128 102 8 70 56 35 19 13 8

N=128, med f/u 13.3mo

ORR 73%, CR or better 33%

MRD negativity 26%
mPFS 8.8 mo (5.6 -11.6)

Median
(95% C1)
mo
104 CRorsCR  19.0 (11.3-NE)
0.9 VGPR 104 (51-11.3)
osl PR 45 (29-6.7)
T , 3
20 22 2 07 )
2 os CRor sCR
]
z
10 = o4
i 0 |
0 [ 031
4 [ 5
0.1
0. T T T T T T T T T T J
2 4 6 &8 10 12 14 16 18 20 22
Months
No. at Risk
CRorsCR 42 42 40 39 36 M 1B 13 10 4 1 0
VGPR 25 24 21 17 15 14 4 2 2 0 O
PR 27 23 14 9 5 3 0 0 0 0 0

Table 2. Adh Events, Cytok Rel. Synd| and ic Effects
in the 128 Patients Who Received Ide-Cel.
Variable Any Grade Grade 3 or 4
no. of patients (3}
Adverse event*
Ay 128 (100) 127 (99)
Hematologic
a4 MNeutropenia 117 (91} 114 (89)
Anemia 89 (70} 77 (50)
Thrombocytopenia 81 (63) 67 (52)
Leukopenia 54 (42) 50 (39)
Lymphopenia 35 (27) 34 (27)
N Febrile neutropenia 21 (16} 20 (16)
Gastrointestinal
Diarrhea 45 (35) 2@
Mausea 3T (29 1]
Constipation 20 (16} o
Other
Hypokalemiz 45 (35) 3@
Fatigue 43 (34) 2
Hypophosphatemia 38 [(30) 20 (16)
Hypocalcemia 34 (27) 10 (&)
Pyrexia 32 (25) 3@
Hypomagnesemia 30 (23) 1]
Decreased appetite 27 (21) 1 §<1)
Headache 27 (21) 1 §=1)
Hypogammaglobulinemia 27 (21) 1 §=1)
Cough 26 (20) o
Hyponatremia 24 (1% T 5)
Hy poalbuminemia 22 (17 43
Aspartate aminotransferase 21 (18) 2 {2
level increased
Hypotension 21 (16) 1 {=1)
Cytokine release sy ndromet 107 (8d) 7 (5)
Meurotmic efectt 23 (18) 403

Munshi NC et al. N Engl J Med 2021, 384: 705-16.

[FHNE O —ICAHRAROHRE &AL T2, ZOMHEZHEL Tw2b0TRH Y A, BICELIZHZE W, |




Ide-cel vs standard regimens in RRMM with 2 — 4 prior lines of therapies
including IMiD, Pl and anti-CD38 mAb

Standard regimens
Characteristic (n=132)
Median (range) age, years 63 (30-81) 63 (42-83)
Median (range) time from diagnosis to screening, years 4.1 (0.6-21.8) 4.0 (0.7-17.7)
Previous autologous HSCT 214 (84) 114 (86)
R-I55 disease stage
| 50 (20) 26 (20)
1 150 (59) 82 (62) 1.0--
1l 3 (12) 14 (1) - ;
ENP 61 (24) 32 (24) 3 09
High tumor burden® 71 (28) 34 (26) Fa
High-risk cytogeneticst 166 (65) B2 (62) E_l. 0.84
del(17p) 66 (26) 42 (32) g 0.73 Median Progression-free
tl4514) £0n 18 (14) 074 .
t(14:16) 8(03) 40) l; ! Survival (95% Cl)
1q gain/amplification 124 (49) 51 (39) £ 0.6 : mo
Ultra-high-risk cytogenetics® 67 (26) 29 (22) % |
Median (range) time to progression on last prior antimyeloma therapy, months 7.1 (0.7-67.7) 6.9 (0.4-66.0) 0.5 : | Ide-cel 133 []18—]6]}
D refractory 242 (95) 123 (93) § 1 1 Standard Reg]men 4.4 [3‘4_5_9}
Triple-class-refractory® 164 (65) B89 (67) a 0.44 ! :
1
s 03 ! 1030 Ide-cel Hazard ratio for disease progression
100 Difference in ORR, 29% F- | | or death, 0.49 (95% Cl, 0.38-0.63)
OR, 3.362 5 024 : : P<0.001
(95% Cl, 2.17-5.22)b B ! !
sCR .14 '
f . ' o E 01 i i Standard regimen =
%0 ORR, 71% CR 0.0 T : T i T T T T T T |
co e 0 3 6 9 12 15 18 21 24 27 30 B
. Il VGPR Months since Randomization
& 60 4 PR No. at Risk
g ORR. 42% Ide-cel 254 206 178 149 110 62 40 22 14 4 2 0
g ORR, dk, Standardregimen 132 75 42 32 25 13 10 7 6 2 1 0
£ 40 - :
20 +
26
10
0

lde-cel  Standard regimens Rodriguez-Ostero P et al. N Engl J Med 2023

(n = 254) (n=132)



CAR-THE%. ZESEEIAEEICH S Cytokine release syndrome(CRS) &

Immune effector cell-associated neurotoxicity syndrome(ICANS)

CARTcell
infusion

@

Conditioning | |
regimen i
R
Day5—4-3 0 28
5 CAR Tcell numbers
! in peripheral blood
Day-5-43 0 - 2
o IL-1p /AN ,/ \\ ell-6
slLiRa /0000 *IL-8 Cytokine level
« GM-CSF / b o |L-10 ytokine level in
—y - IFNy  peripheral blood
-7/ ' * TNF
eIL-15
Day-5-43 0 28
Y B N 2
N £ £ &
R & <

Symptoms of Cytokdne Release Syndrome
GGeneral Sympinme Card ovascular Puimonary Hematologic (Oiher Organz
Hin e Tachpads ypoerdion. Hypoda Frdongad cyipenis TrensminiE henaiiz
MegEs Camda arhyimizs fiwe renal injry
Irirlgatydga Pummery aema dee o eculr Belege Deseminded inmesoder cegiiain
105 Shick Jeus iy defess syndnme
Feadthes
Fesn
Activated T cell Lysed lymphocyte Activated T cell
IL-6, MCP-1
GM-CSF

Lymphocyte derived factors IFN-y, TNF-a

© Non lymphocyte derived factors IL-6, GM-CSF, IL-1, IL-8, IL-10, TNF-a, MCP-1(CCL2), Ang-2, vVWF
Figure 1. Proposed pathomechanism of cytokine release syndrome. ACTaIon of marly T cels or lysis Of ITmune o incuces & reiesse of nireon
P v 5 (TNF-a). This as These
i Lrther miease prontammlary CyIOKNes. IMpodanty, MAGTPhages and encatneid -§ which n a postve
.CAR receptor, FO; = ¥action o nsgired oxygen,

actvates T g 03 o
FiNey = niederon gamma, £-6 = nieriewkin 6, TNFa = 1umor necross facior apha.

Morris EC et al. Nat Rev Immunol 2022; 22: 85-96.



ElranatamabBEAIDEE 2 tHRAER ICEHRIN-FF - SR EEHEESSE
T =: phase 2 MagnetisMM-3 trial

Patients
Cytogenetic risk, n (%)

Characteristics Total (n=123)

- Standard 83 (67.5)

Median age (range), years 8.0 (36-89)

Male, n (%) 68(55.3) High® 31(252)

Race, n (%) Missing 9(7.3)
White 72(58.5) [ Extramedullary disease by BICR, n (%)° 39 (31.7)
Asian 16(13.0) Bone marrow plasma cells, n (%)

Black or African American 9 (7.3)
<50% 89 (724)
Mot reported or unknown® 26(21.1)

Geographical region, n (%) =50% 26 (21.1)
MNorth America 58(47.2) Missing 8(6.5)
Europe 45(36.6) 21 poor prognosis feature? 94 (76.4)
Asia 12(9.8) . . . .

Median no. of prior antimyeloma lines of therapy (range) 5(2-22)
Other 8(6.5)

ECOG performance status, n (%) Prior stern cell transplant, n (%) 87 (70.7)
o 45 (36.6) Exposure status, n (3)

1 TI(577) Triple-class® 123 (100)
2 7(5.7) Penta-drug’ 87(70.7)

Type of myeloms, n (%) Refractory status, n (%) W
igG 65(52.8)

Non-1gG 2071) Triple-class M9 (36.7)

IgA 20 (16.3) Penta-drug’ 52(42.3)
gl 1(0.8) Refractory to last line of therapy, n (%) 118 (95.9)
Light chain 24(19.5)

Unknowrn 13(10.6) Lesokhin AM et al. Nat med 2023 published online on Aug 15



Patients (%)

Elranatamab B &I E D a&E3hR: phase 2 MagnetisMM-3 trial

100 —

90 —

80 —

70

60 —

50 —

40 —

30+

20+

10—+

89.7% of the pts who achieved CR or better

Step up dosing:
12 mg - 32 mg - 76 mg/body SC.

showd MRD negativity.

=CR:
35.0%

ORR, 61% (95% Cl: 51.8-69.6)

sCR (15.4%)

CR (19.5%)

VGFR (21.1%)

=VGPR:

BE.1%

n=123

Subgroup Patients (n) ORR (85% CI)
All patients 123 —e—]
Baseline cytogenetics

High risk k1 [ ——

Standard risk 83 [ —
Euaseline extramedullary disease 20

as e

Mo 84 I —
Baseline bone marrow plasma cells

<60% 89

=50% 26 |—'—|_:|._|
R-155 disease stage

1-2 96 =

3 19 ——
Number of prior lines of therapy -

2-3 26 ]

=4 a7 ]
Age (years) |

<G5 43 | b

=65 80 f |

<75 99 =

=75 24 [E L
Sex

Male 68 e

Female 55 [ ——
Race

White 72 I—-l—|

Others 26 e —]
Penta-refractory dissase

Yes 52 I—I—r

Mo l —-—|
ECOG

8] 45 |—I-—|

-2 78 o

T T T T
25 50 75 100
Percentage

Lesokhin AM et al. Nat med 2023 published online on Aug 15



Progression free-survival

Figure 2. Progression-free survival

24-month rate for patients

with =CR (95% CI):
90.6% (76.9-96.4)

I I I
15 18 21

Months
48 44 42

100
90
80
70+
=3
- G0
=
0 504
[
=1
o 40+
(a
30
20+ .
Median PFS. months (95% CI)
104 —— Owerall 17.2 (9.8—NE)
0 —— Patients with ZCR NE (NE—NE)
I I I I I
0 3 (5] 9 12
MNo. at rnisk
Owvera 123 T8 67 63 54
Patients
with =CR 46 46 46 44 42

38 36 35

39 3z 7 1
35 28 7 1

ME=not evaluable; PFS=progression-free sunsival

Mohty M et al, EHA2024 P932



Figure 3. Overall survival

100+

90

80+

0

60

50

40

Probability, %

30+

204

Overall survival

Median OS, 24.6 months (95% CI, 13.4-NE)

MNo. atnsk 123 106

92

84

74

15

67

18 21 24 27 30 33 36 39
Months
61 60 56 47 13 3 2 0

NE=mot evaluable, OS=overall survival

Long-term survival after elranatamab
Monotherapy in patients with RRMM:
MagnetisMM-3

Objective

To report updated results in BCMA-naive patients
®‘ =2 years after the last patient was initially dosed in
MagnetisMM-3

Conclusions

Elranatamab continued to demonstrate deep and
ﬁ durable responses in heavily pretreated (median 5
. prior LOTs; 96.7%, tnple-class refractory),
BCMA-naive patients with RRMM

«  MRD negativity rate was 90.3% in evaluable
patients with CR or better

= Median DOR was still not reached
(2-year rate, 66.9% [95% CI, 54.4-76.7])

= Median PFS was 17.2 (95% CI, 9.8-NE) months
+ Median OS was 24.6 (95% Cl, 13.4-NE) months

There were no new safety signals. Although longer
follow-up is needed, there were few SPMs (<5%; all
squamous cell carcinomas)

+ No hematological SPMs have been reported

Mohty M et al, EHA2024 P932



ElranatamabE&IEEDHFEEK: phase 2 MagnetisMM-3 trial

Adverse Events =20%

28.5% (neutropenia 15.4%)

(COVID-19 related 25.2%. neutropenia 35.0%)

- 41.5% Progressive Disease (PD)/lack of efficacy

Treatment-emergent adwverse n=123
ewvents, i (%) Any grade Grade 3ord Dose reduction
Any treatment-emergent adwerse event 123 (100) EF{70T)
Hematologic®
Anemia 60 (48.8) 46 (37.4) Interruption
Meutropenis B0 {48.8) G0 (458.8) 77.2%
[ Thrombocytopenia 36 (30.9) 29 [236)
Lymiphopenia 33 (26.8) M [(25.2)
Nonhematologic Discontinuation
[ Cytokine release syndrome 7 (577) o
Diarrhes 52 (42.3) 2{1.6) _ 13.8% AEs
Fatigue 45 (366) 4(3.3)
Decreased appetite a41(33.3) 1(0u8)
Pyrexia 37 (304) 5 {4.1)
COVID-13 related® 36 (293 10 (15.4)
Imjecticn site reaction 33 (26.8) O
Mausea 33 (26.8) 0
Hypokalemis 3z (26.0) 12 {10E)
Cough 31(26.3) 0
Headache 20 (23.6) 0

Lesokhin AM et al. Nat med 2023 published online on Aug 15



Difference of cumulative incidence of all and grade 3 or higher infections with
BCMA and GPRC5D bispecific antibodies

Group — BCMA — GPRCS5D combination — GPRCS5D single agent

Infection | | Grade 3+ infection |

100% -4 p=0.012 p=0.058

75%

50% A

Cumulative incidence

25% A

0% A1

0 3 6 9 12 15 18 0 3 6 9 12 15 18
Time from start of treatment, months

Hammons L et al. Haematologica 2023; Aug 31



IVIG treatment recommended by Expert Panel in patients
with MM receiving bispecific mAbs

O

. Age

* PS

+ Comorbidities (e.g., renal failure and
chronic heart failure)

+ Immunoparesis

Cytopenia (neutropenia and

lymphopenia)

+ Glucocorticoid cumulative dose / prior
glucocorticoid use and duration
* Previousi i such as

plant, allogeni or
<1 year ahead of starting BsAb
« Previous treatment with: chemotherapy, Pls, IMiDs,
anti-CD38 monoclonal antibodies, or BsAb

+ Racent CAR T-cell therapy
* Most recent line of MM treatment

PATIENT-RELATED

DISEASE-RELATED

FACTORS FACTORS

+ Tumor burden

+ Refractory to 23 lines of treatment

« Disease type (e.g., antibody type [full
antibody or light-chain only, IgD, IgE],
secretory status [yes vs. no), genetic
status [hyperdiploid vs. hypodiploid])

RISK FACTORS + Renal dysfunction

FOR INFECTION

+ Number of previous infections

Type of previous infection

+ History of hospitalization due to infection
+ Severity of previous infections

+ Baseline DNA-virus exposure, including

INFECTIOUS
HISTORY

e TREATMENT-RELATED FACTORS

VZV, CMV and HBV

( Treatment

\ insufficient response to antibiotic therapy (level 1IC)

The expert panel discussed Ig replacement therapy for the
following patients:

® Patients whose IgG levels <400mg/dl (level IIC)

® Patients who have experienced =2 severe recurrent infections
by encapsulated bacteria, regardless of IgG level (level I1C)

® Patients with a life-threatening infection (level IlI)

® Patients with documented bacterial infection with no or

The panel recommend monthly IVIG treatment for the duration of
immunoparesis, and in the absence of life-threatening infectious
manifestations, until Ig levels are =400 mg/dl (level IIC). Ig levels
should be monitored monthly during Ig treatment (level IIC). It is
important to note that serum levels alone are not adequate to
inform on an individual’s capacity to mount an antibody response
against various pathogens, and it is more important to monitor the
frequency of infections (level 1IC). We recommend maintaining BsAb
dosing during Ig treatment (level IIC).

Raje N et al. Blood Cancer J
2023; 13: 116.
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* $LCD384i{K(anti-CD38 mAb)EE DIAZED G ALY EITEEAFEA R EL
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* BfifE AR (BCMA)GE D= Ml R 2R EL = RERIE (£ A5

NEZBEREATHR. ZEHEMHERE OFIFIZEKY., PI, IMID, anti-CD38
mAbD3FNREIE LT =B HIZEHRNEYNEONDLSITH-T-,
BHEEEORAEENTRLELGY, KEALIFIVEREICLSZRER MR
/BREERERBEORENETEERE LT
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