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Eligibility for ASCT

Endpoints

I
Yes Treatment phases

® To maximize the rate of undetectable
MRD

r:’.;;;,}t: ® To sustain MRD negativity
"ﬁmf;;:“s:%‘fmm — ® To prolong PFS/O?, offering a chance
VeD 1, B s of cure (to a fraction of patients)

® To inform clinical decisions and tailor
Consolidation treatment

followed by ASCT I, A]
I]

Maintenance

AL




1-2 Febbraio 2022

Highlights from IMW 2021 Bologna e

Royal Hotel Carlton

Doctor, what about continuous optimised
treatment with novel agents, with the goal of

EARLY VS . LATE ASCT controlling the disease for as long as possible,

and to reserve ASCT for relapse?

Early Late P

Pooled analysis of two trials 4-yoar PFS [ 44% 2% ] p<0.001 (HR 0.53)
(n=529)'2 d-year OS 84% 70% p<0.001 (HR 0.51)
GIMEMA MM-RV-209... Rd-MPR vs. Rd-Mel200 (2nd rand: +/- maintenance)
EMN MM-RV-441.., Rd-CRD vs. Rd-Mel200 (2nd rand: R vs. RP Maint.)

4-year PFS [ 4% 35% ] p<0.001 (HR 0.69)
IFM-DFCI 2009 trial®

8-year OS 62% 60% p=NS
RVD x 8 + ASCT at relapse vs. RVD x 3 + ASCT (Mel200) + RVD x 2 A

3-year PFS 65% 51% p=0,001 (HR 0.73); High Risk 0.53
EMNO02/HO95* [ )

3-year 0S 86.3% 84.6% p=NS
Induction VCD x 3-4 => VMP intensive vs ASCT => VRD conso vs. no conso => R maint

3.year PFS | 78% 66% ) p=0,02 (HR 0.64);
FORTE trial 5

3-year 08 NA NA p=NS
KRDx4 + ASCT vs KRDx4 + 4 KRD consol + Maintennce ( Rvs KR), vs KCD+ASCT (FORTE trial)

h XE al N Engl J Med 2014.371:695-805; 2. Gay F, ef al. Lancet Oncol 2015,16(16):1617-29; 3. Attal M, of &/, Biood 2015,126: Abstract 391, Presented at ASH 2015,
- o 2016:128: Abstract 673. Presented at ASH 2016, Ofva S ASH 2020
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Primary Endpoints:
* 2VGPR pre-randomisation
* PFSat2years

4 x KCd induction
Transplant K: Se’mg/m’

eligible
NDMM D1-2, 89, 15-16

ECOG 0-2 C: 500mg D1, 8, 15
D: 40mg weekly

* K: 20mg/m2 for cycle 1 D1, 2 MRD

CARDAMON
RESPONSES FOLLOWING ASCT/ CONS AND
MAINTENANCE

100 P=0.05
| 1
75
-3
§ u Post-PBSCH
A 0 W Post-ASCT/KCd cons
% W 6 months maintenance
25
ITT analysis
0
All randomised patients ASCT KCd cons
MAINTENANCE VS POST- ASCT KCD CONS 4
ASCT/KCD CONS N=89 N=91 VALUE
Response improved 31(34.8) 11(12.1) <0.001
Response remained the same 45 (50.6) 58 (63.7) 0.07
Response worsened 13 (14.6) 22 (24.2) 0.1

Melphalan ASCT
18 x K

Maintenance
K: 56*mg/m?

4 x KCd consolidation

6m
MRD MRD
CARDAMON
P=0.01
50.0 | P=0.03 !
40.0
-
13
& 30.0
2
®
20.0
10.0
0.0
All randomised pationts ASCT KCd cons
MAINTENANCE VS POST- ASCT KCD CONS P
ASCT/KCD CONS N=75§ N=67 VALUE
MRD neg improved 11(14.7) 8(11.9) 0.6
MRD neg remained the same 59 (78.7) 52 (77.6) 0.9
MRD neg worsened 5(6.7) 7(10.4) 04

18" IMW

W Post-PBSCH
m Post-consolidation

M 6 months maintenance

ITT analysis
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CARDAMON

UPDATED PROGRESSION

FREE SURVIVAL BY
RANDOMISATION ARM

Median follow-up from randomisation
32.1 months

2-year PFS for KCd is not
non-inferior to ASCT
The difference in 2-year PFS rate (KCd

cons vs ASCT) using the rate in the
experimental arm and the HR is
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100 2-year PFS :

ASCT 76.1% (70% CI

o ~J
o t
1 1
i

|
I

% Alive and progression-free
N
(8]
]

HR = 0.76 (70% Cl 0.60-0.96), p=0.2
ASCT
KCd consolidation

Ny ‘:Q‘ |
1 ﬁrl vﬁ aﬁ:
71.3-80.2)

e"-’ﬂ

Tl

x.:‘ 2N
B (e | P
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KCd cons 68.6% (70% Cl 63.5-73.1)

-6.5% (70% C1 -11.1% to -1.0%) 01, , , l : :
0 1 2 3 4 5
Years since randomisation
In follow-up
ASCT 108 98 62 23 8 0
KCd consolidation 109 90 54 20 B 0
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JAMA Oncology | Original Investigation

Safety and Effectiveness of Weekly Carfilzomib, Lenalidomide, _ ,
Dexamethasone, and Daratumumab Combination Therapy JAMA Oncol. doi:10.1001/jamaoncol.2021.0611
for Patients With Newly Diagnosed Multiple Myeloma Published online April 15, 2021.

The MANHATTAN Nonrandomized Clinical Trial

Ola Landgren, MD, PhD; Malin Hultcrantz, MD, PhD; Benjamin Diamond, MD; Alexander M. Lesokhin, MD; Sham Mailankody, MBBS; Hani Hassoun, MD;
Carlyn Tan, MD; Urvi A Shah, MD; Sydney X. Lu, MD, PhD; Meghan Salcedo, RN: Kelly Werner, RN: Jenna Rispoli, RN; Julia Caple, RN; Allison Sams, NP;
Dennis Verducci, NP; Katie Jones, NP; Isabel Concepcion, NP; Amanda Ciardello, MS; Aisara Chansakul, BS; Julia Schlossman, BA; Elizabet Tavitian, BS;
Tala Shekarkhand, BS; Angela Harrison, MS; Casey Piacentini, BS; Even H. Rustad, MD, PhD; Venkata Yellapantula, PhD; Kylee Maclaughlan, MD, PhD;
Francesco Maura, MD; Heather J. Landau, MD; Michael Scordo, MD; David J. Chung, MD, PhD; Gunjan Shah, MD; Oscar B. Lahoud, MD; Katie Thoren, PhD;
Kazunori Murata, PhD; Lakshmi Ramanathan, PhD; Maria E. Arcila, MD: Caleb Ho, MD; Mikhail Roshal, MD, PhD; Ahmet Dogan, MD, PhD;

Andriy Derkach, PhD; Sergio A. Giralt, MD; Neha Korde, MD

KRd-Dara without ASCT

Figure 2. Progression-free Survival

Figure 1. R

to Therapy, by Number of Cycles and Follow-up

Post Post Post Post Post Post Post Post 1-mo 2-mo 3mo 4mo S-mo 6mo 7-mo B-mo 9mo 10-mo 1l-mo 1.y
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% 0 : . . )
7 | 0 6 12 18 24
28
2 Time, mo
2 No. at risk
-+ [ Basetine [ MRD positive All 41 41 36 27 0
35 Eer [l MRO negative
36 1
e Ccrveer [P0 o o
i CR: 95%; MRD-: 71%
a1




1-2 Febbraio 2022

Highlights from IMW 2021 Roloin ,

Royal Hotel Carlton

o el

MIDAS study : Mnimal res Qisease _/_\dapted §trategy

Induction and PBSC harvest Risk-adapted consolidation and maintenance

MRD 10-6: 55 vs 70%

r N [ )

standard-risk group Arm A IsakRD x 6 —> lenalidomide
(MRD NGS <10%) 3 ) (3 years)
>
- >N a2 B
lenalidomide
ASCT + IsakRDx 2 | >
825 patients) 660 patients) Arm B (3 years)

) S -/

MRD 10-6: 20 vs 40%

IsaKRD x 6 MRD
(28-day cycle)

(c ™ 4 =
PBSC Harvest after cycle . .
s Armc | ASCT +IsakRD x 2 | — | Isa-iberdomide
(G-CSF+- plerixafor) J (3 years)
~ 4 A
High-risk group Arm D Tandem AScT | Isa-iberdomide
(MRD NGS >10%) S | SRoer | (3 years)

fé\\ - D
/& /5

~/
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Which is the best induction therapy? VRd vs VTD

Figure 4. > VGPR and MRD-Negative Rates After Induction and ASCT in Figure 5. Event-Free PFS in the GEM Studies

the GEM Studies® 6
100% 7 VD s 89.2%
OR1.87
(85% C1, 1.23:2.83) OR252 OR13 OR1.70
P=0081 (85% C1, 1.64-3.87) (85% C1, 0.87-222p  (85% C1, 0.94-3.05 o
s e e 12.5%
6628,
62.4%
80
51.2% BN
46.79% 47.3%
40% 1 34.0% 1 lVH.D
8\VTD
20%
Post-Induction Post-ASCT Poat-Induction Post-ASCT
1 Year 2 Years
= VGPR Rate MRD-Negative Rate (10~ threshold)
Table 3. Peripheral Neuropathy®
Rosinol L et al. Blood. 2019 Oct 17; 134(16): 1337-1345. VD
Rosinol et al. EHA 2019 GEM2005
(n=130)
Grade > 2 95 (20.7) 58 (44 6)
Grade 3/4 25 (5.5) 20 (15.4)
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INDUCTION phase: how to improve? 2nd generation Pls

Endpoint 1: VGPR rate after induction Endpoint 2: VGPR, sCR, MRD rate

Bttt | FORTE ph.2 trial

4x KCd Single 4x KCd l
W 385 mgie? d 1.088,15.08 1 ASCT W 38 g d 1.28.815.98

€: 200 mgim? d 1815 C: 300 mp'm” d 18,15
& 20mp. d 1-2,8-9.15496,22-23 d 0mg. d 1-2.8-9.45-16.22-23
Iterrsilicabion wih
fallewed by sutclogous
stem-Cell reinfusion 4x KRd
— K- DB mginr d 143,88 1516
REdimyei-24
d: mg. o 1-2.3.8,15-16.2.23

4x KRd

K 38t move® d 1-2834518  —
Ri2Smgd 121
o 2my. d 1:2,89,15-16,72.23

MOBILIZATION

K 3% g 41,2,
15, 18 up o 2 yramt
R0 g s 121,
4x KRd 4x KRd 4% KRd il proggrassion o
RS mgimt g VZBRSE . K 3Emgim' @ 1ZBAN%E . K dEmgmt 912801500 L ¥
R 2mpd 124 R 2mgd 121 R¥mgd1
& 0 mg d 12081881200 & Mmg d 1 2EISEITI | & Mg 412801896002

ITT analysis

100 %
0% =
= 2VGPR 73%

T0%

B0%

ZVGPR 57%

z
o
E
N
|
m
o
=

| 6%
- o

KCd (N=159) KRD (N=315)

msCR mCR ' VGPR
Gay F, et al. J Clin Oncol. 2019;37 Suppl:8002. Presented at ASCO 2019, SCR .= ¢
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18" IMW - .
T Progression-free survival: Random 1
KCd_ASCT vs. KRd_ASCT vs. KRd12

Median follow-up from Random 1: 51 months (IQR 46-55)

Standard risk High risk Double hit
(N=153) (N=243) (N=105)

1.00- 1.00 1,001
0.82
2 0.751

0.75+ > .75

2.67
0.62

0.501 0.50 e 0.45

0.45

0.501

025+ 0.25

Progression-free survival
Progressio- free survival
Progressio- free survival

0.25 Eod
i

372 40.6 253 28.7
0.00 0.00 0.00

0 10 20 30 40 50 0 10 20 30 40 50 0 10 20 30 40 50
Months Months Months

KRd_ASCT vs. KCd_ASCT: HR 0.43, p=0.035 KRd_ASCT vs. KCd_ASCT: HR 0.57, p=0.015 KRd_ASCTvs. KCd_ASCT: HR 0.46, p=0.024
KRd_ASCT vs. KRd12: HR 0.43, p=0.032 KRd_ASCT vs. KRd12: HR 0.61, p=0.040 KRd_ASCT vs. KRd12: HR 0.52, p=0.063
KRd12vs. KCd_ASCT : HR 0.99, p=0.99 KRd12 vs. KCd_ASCT: HR 0.94, p=0.78 KRd12 vs. KCd_ASCT: HR 0.89, p=0.69

Random 1, first randomization (induction/consclidation treatment); ASCT, autologous stem-cell tresplantation; K, carfilzomib; R lenalidomide; C, cyclophosphamide; d, dexamethasone; KCd ASCT, KCd
induction-ASCT-KCd consolidation, KRd_ASCT, KRd induclion-ASCT-KRd consolidation; KRd12, 12 cycles of KRd; HR, hazard ratic; Cl, confidence interval; p, p-value; iQR, interquartile range.




1-2 Febbraio 2022

Highlights from IMW 2021 Bologna

Royal Hotel Carlton

VRD or KRD? The ENDURANCE phase III trlal

pe0232 Progression Free Survival from Induction Randomization

100

50

sa3y 567 Fuiw: o
80 \ « 2 interim analysis of PFS (Jan 2020):

298 PFS events (75% of 399 planned)

70
* Median (95% Cl) estimated follow up of
® 15 (13-18) months

60

., ___ * For patients >/= 70 years, median
PFS(95% CI) for VRd = 37 {29-NE) and
KRd = 28 (24-36) months

40
"h-.—-c-—-.

Progresson Free Survival (")
&

30

Mechion (355 CI}BFS: VRG= 533 (90 L-NEE WRd» 386 |25-8-578) monthy

20 * With censoring at SCT or alternative

therapy: Median PFS (95% Cl) for VRd =
8 12 M 28 0 W &2 48 M W@ 317 (28-5-44-6) and KRd = 32-8 (27-2-
Time om Amndomizaton [Works| 375) months

umsens al Risk

HR [W8d/VRd) = 194 (955 O, 085-2:31); P )2
10

*PR =VGPR =CR

55 0y 282 W 12 B ¥ M A 13 3
0

= VRd (N=527) mKRd(n=526) VRd 582 T M3 O M4 T3 o4 M %14




CASSIOPEIA Study Design

« Phase 3 study of D-VTd versus VTd in transpiant-efigible NDMM (N = 1,085), 111 sites from 9/2015 to 8/2017

Consolidation

D-VTd
D: 16 mg/kg IV QW Cycles
1-2, QZW Cydles 34
'm? SC Days 1.4,
8 11
T: 100 mg/day PO
d: 20-40 mg IV/PO*

8.1
T- 100 mgfday PO
d: 20 mg IV/PO*

Key eligibility
criteria:

« Transplant-

eligible
NDMM
« 18-65 years
» ECOG 0-2

HEPrrOOZIPD-

=
-
<
5
=
3
=
=
£
2
=

Part 1

MRD-negativity Rates (10-5)

Post-induction and Post-consolidation; Flow Cytometry?

¥
ifm M

i)

Post-consolidation; NGS?

P <0.0001

57%

1-2 Febbraio 2022 A
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CASSIOPEIA study: depth of response

P <0.0001

100 100

a0 4 P <0.0001 90
® 80 4 2 ?0
P 70 § 0
© 60 > 604
250 £ 50
s -
2 40 i_g’ 40
830 2 30
[~ =
o 20 20
@ 10 10 1
=3

0 0
Post- Post- Post- Post-
induction consolidation mduction consolidation
DATd VTd

(n=3543) (n = 542)

DVTd VId
(n=371) (n=364)

» Early (post-induction) significant difference in MRD-negativity rates for D-VTd versus VTd
+ Post-consolidation MRD-negativity rates were significantly higher for D-VTd versus VTd,
confirming post-induction MRD-negativity rates

Patients (%)

Post-consolidation rates of response MRD (Flow Cytometry; 10-5)
P <0.0001 P <0,0001
- ‘ ‘ ) 63.7%
o} = ORR = 50% o]
=
o ps 20 XR g |
-y | 20R: SCR: P=0.0010 -}* oo '22 5 43.5%
| 39% $ o .
5 1 g w]
% { ' g
0 | . 52 § =
% 1 4“5 € =
o =
A:‘ ’:
7 s L :
DVTd vTd D-VTd VTd
(n=543) (n=542) (n=543) (n=542)

PR * VGPR® CR ® sCR

D-VTd improved the rate of sCR (primary study endpoint),

2CR and MRD negativity

Moreau P et al. Lancet 2019
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Updated Analyses From First Randomization Confirm
Benefits of D-VTd vs VTd Induction/Consolidation

O]

Median OS: not reached

Median OS: not reached

HR 0.54 (95% CI1 0.37-0.79)
D-VTd: 41 deaths e \Tq =@= DT
VTd: 73 deaths

0 6 12 18 24 30 36 42 48 54 60
QOverall survival (months)

542 531 521 505 494 481 468 305 151 42 0
543 536 526 520 517 510 498 32T 162 37 0

Median follow-up:
PFS P
44.5 months
100 1 100 7
e
S .‘\ 4
- “®gy___ Median PFS: not reached
Z 80 1 80 1
©
°
& <
o s
£ 60 9 ® 60 1
5 ©
2 £
o - Median PFS: 51.5months [0} o
40 £ 40
) o
Qo
n
T
g 20 1 20 1
o
HR 0.58 (95% CI1 0.47-0.72) =g ==
VTd D-VTd
P<0.0001
0 T T T T T T T T T T T 0 "
0 6 12 18 24 30 36 42 48 54 60
Progression-free survival (months)
Patients at risk Patients at risk
VTd 542 499 472 434 391 345 312 191 90 26 0 VTd
D-VTd 543 507 495 478 452 426 395 237 119 29 0 D-VTd
Cl. confidence interval: D-VTd = e. and de =thasone: HR. hazard ratio: OS. overall survival: FFS. progression-free survival: VTd. bortezemib. . and de sthasone

Philippe Moreau et al., Lancet Oncol 2021,
https://doi.org/10.1016/ S1470-2045(21)00428-9
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1.00+ . i
‘ﬁ:,,___:- Treatment arm (study)
‘\..,E':;h — D-VTd before maiching adustment]
‘-_,_‘ B2y = T D-VTd maiched to VR4
s — D-VTd matched to VCd
w — D-VTd matchod o Vd
075+ ‘\Q VR4
. — ved
2 \"{:__ | — vd
B N
o .
© \ W
¢ N o
§ 05 A W Moreau et al. Immunotherapy 2021
F T T
° | S
H L MAIC for PFS
025+ |
VTD-dara vs VRD, HR 0.47
VTD-dara vs VCD, HR 0.35 -
VTD-dara vs VD, HR 0.42
0.00+
0 10 2 x ) ) J % ®
No. at risk Vi
D-VTd botore matching adustment| 543 ass 206 u 0 ) 0 0 0
H D-VTd makched o VRA{ 520 a2 199 1 0 ) 0 ) 0
; D-VTd matchod fo VC4+ 206 185 &9 B 0 0 0 ° 0
g D-VTdmasched to Vd+ 418 30 150 10 0 0 0 0 ]
vidq 350 314 25 228 151 &7 o o} +]
E VCd{ 126 m &3 70 57 % 2 & 0
vd4 240 195 144 91 43 0 0 0 0 25
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Key eligibility

criteria:

* Transplant-
elgble
NDMM

* 18-70 years
ofage

« ECOG score
0-2

» CrCl 230
mi/min?

Voorhees et al. Blood. 2020 Aug 20;136(8):936-945.
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GRIFFIN

35}*”

RN daers 6.

ndpoints
stafistical assumptions

Primary endpoint:
sCR (by end of consolidation);
1-sidad alphs of 0.1

80% power to detoct 15%
Improvement (S0% vs 35%),
N =200

R-25 mg PO Days 1-14
V1.3 mgim® SC0ays 1.4,

8. 11
3:20maP0O Days1.2.8.9
1516

f25mg PO B3 1414
V1.3 mgm® SCDays 1.4,
8,

11
¢ 0maPODaYs 1.2.8.9,
15,96

21-day cycles 21-day cycles
Stem cell mobilization with
G-CSF + plerbxafor®

AZrrrROR >N

Secondary endpoints:
MRO (NGS 10°7), CR, ORR,
2VGPR

sCR Odds Ratio: 1.98 (95% C1, 1.12-3.49; P = 0,0177)
2CR Odds Ratio: 2,53 [95% €I, 1.33-4 81; P =0.0045])

D-Rvd

RVd

100 5 H = L =
oo | PO 152% N o 5 s o o R o MRD-negativity (10-%)
M [515% <o o 60.8% pGSt-IﬂdUC‘tIGnZ
ERE = ~7aEn,
g m ] 0
i i J 21.2% vs 5.8%
L - . BsCR |
1 94 BCR 1 s
0 A SR IVGPR 58 185
w!| B8 i 1862 FF : . s
o 10 Soan B 416 Tap .10 NSOfPO/ME 2 82 81 7.2
End of Erad of End ol Clinacal Endof Endaf End ot Clinal
Induction ASCT ronsolidation cutoff md ction ASCT consalidation cutoff




RN

GRIFFIN: MRD-negativity? Rates Improved Throughout the [l GRIFFIN: D- RVd Improved Rates of Durable MRD Negatlwtya(10-5) «"«x??f
DR Maintenance Period Lastlng 26 Months or 212 Months Versus RVd

Sustained MRD negativity Sustained MRD negativity
lasting 26 months lasting 212 months

P <0.0001" P <0.0001°

Fatients with MRD negativity, %

54%
59% I
50%
21% Hos 6%
10
22% |

End of End of At 1 yearof After 2 years of End of End of Allyearof After2yearsof
induction  consolidation maintenance  maintenance Induction  consolidation  maintenance  maintenance

Patlents with MRD negativity, %
Patients with MRD negativity, %

D-RVd Rvd

4 10°% threshold 10-* threshold @ 10 threshoid 10 threshold

2-year 3-year 2-year 3-year
PFS rate PFS rate OS rate OS rate

% surviving without progression
% surviving

HR: 0.46 (95% ClI: 0.21-1.01) HR: 0.90 (85% Cl: 0.32-2.57)

24

Months
No. at risk No. at risk
Rvd 103 93 Rvd 108 101 98 94 &
D-Rvd 104 97 D-RVd 104 100 98 98 9%

Median follow-up:
33e,5 Iﬁ-.non(zh?;w ek Laubach J et al, ASH 2021
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GMMG-HD7: Study Design

= Open-label, randomized, multicenter phase Ill trial
Induction (3 x 6-Wk Cycles)
Isatuximab 10 mg/kg*
Bortezomib 1.3 mg/m?*
Lenalidomide 25 mg'

Adults with NDMM Dexamethasone 20 mg’
who are eligible for (n=331)
HDT and ASCT

(N =662) \ Bortezomib 1.3 mg/m?
Lenalidomide 25 mg
Dexamethasone 20 mg’
(n=329)

*Cycle 1: D1, 8, 15, 22, 29; cycles 2-3: D1, 15, 29.

"Bortezomib D1, 4, 8, 11, 22, 25, 29, 32; lenalidomide Days 1-14 and 22-35;
dexamethasone D1, 2, 4,5, 8,9, 11, 12, 15, 22, 23, 25, 26, 29, 30, 32, 33.
Data cutoff: April 2021.

poe
\QT

Isatuximab 10 mg/kg* +
Lenalidomide 10 - 15 mg?®
Dexamethasone 20 mgl
3yr
or PD

Lenalidomide 10 - 15 mg?®
Dexamethasone 20 mg|l

iCycle 1: D1, 8, 15, 22;

Cycles 2-3: D1, 15; Cycle 4+: D1.

SDays 1-28. Increase dose to 15 mg after 3 mos
IDexamethasone D1, 8, 15, 22 in C1.

* Primary endpoint: MRD negativity at end of induction (NGF, sensitivity 10~) stratified according to R-ISS

= Secondary endpoints: CR after induction, safety

=  MRD negativity assessed after cycle 3, HDT, 12 mos, and 24 mos as well as at end of study

Goldschmidt. ASH 2021. Abstr 463.
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GMMG-HD7: MRD Negativity (Primary Endpoint) and Response Rates at End of Induction

Patients with MRD Negativity at End of Induction

OR 1.83 (95% CI 1.34-2.51)

60 n *
50.1% P <.001

s Iy
c =
S 9
5 5

Isa-VRd VRd

(n=331) (n =329)

= Not assessable/missing* MRD status low:
Isa-VRd, 10.6%; VRd, 15.2%

*Due either to loss to follow-up, missing bone marrow samples, or technical
failures in measurement counted as nonresponders.

Response Rates at End of Induction

M sa-Rvdt M Rvd

P=.02*
P 1* | |
10 1 —=0 90.0%5 o
2d | 77.3% o
P=.15*
601 p-a4ex '
'—‘ 0]
40 - 41.7%36 9
24.2%21.6%
20 1

CR

2nCR 2VGPR 2PR

= Significant increase in 2VGPR with Isa-VRd

= Significant increase in ORR

Goldschmidt. ASH 2021. Abstr 463.
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Elotuzumab in Combination with Lenalidomide, Bortezomib, Dexamethasone and
Autologous Transplantation for Newly-diagnosed Multiple Myeloma:

Results from the Randomized Phase Ill GMMG-HD6 Trial

GMMG-HDG6: flow chart, eligibility criteria and endpoints

I PART ] oo '. ", v PART Il l Key eligibility criteria
ntervention) .+ TE NDMM 18 — 70 years
i £ B . WHO performance status 0-2 or 3 if
[ 2xXxVRD |—~ | Lenalidomide
AToAS r MM-related
4xVRD : *l = [az] (A2 ]
: | & L Len. ide - Primary efficacy endpoint
® ‘ | &
| Inclusion |-+ (? 2 T « PFS from randomization
bz [61+82] = | 2xVRD |— | Lenalid
2 4XVRD +| ! ? A[' Secondary endpoints (selection)
* | Elotuzumab | L [82]
= Earlaten »  OS from randomization

» CR rates after induction / consolidation
best response on treatment

Induction ] I Consolidation ] Maintenance ]




Response rates on study

1-2 Febbraio 2022

= ¢
Bologna - ? T wml‘,
RVD RVD + Elotuzumab e - > Y. Uu* b A TA "
(%) s e P Royal Hotel Carlton =0 egenn I d’}‘nl\y’ 1?& ™
=PR 2371852 2301827 054 -
> VGPR 1477529 1631586 014
CR 9/33 9/32 1.00
PD 8/29 822 0.79
post induction therapy
W A1 (RVDIR) A2 (RVD+EIOR) B1 (Elo-RVD4R) B2 (Elo-RVD1 EloR)
(n! %) (n=123) (n=124) (n=119) (n=124) P
|l 2 VGPR 97/ 78.9 97 /782 a7 | 81.5 100/ 80.7 0.95
[ 2 PR 116/94.3 114/91.9 113/950 113/91.1 0.48
prior to consolidation therapy
Addition of elotuzumab to RVd did not increase high-quality responses (2VGPR)
after induction or consolidation compared to RVd alone UK
¥ - RV, lonascomide, bonezomib, dexamaethasone, Blo, alotuzumaty, R, knabdomuie VWHO. Waorkd Hoeath HD)
GMMG and Heidelberg University Hospital | ASH Annual Meating 2021 Raton: ot & PR v il o CR. & 5% rorons = =
' S e ot A Ko e bt s o e Progression-free survival

Progression-free survival

2 [y Uy 3-year PFS rates
§ © i Overall: 67.7% (95% Cl: 63.7-71.7%)
e = A1: 68.8% (95% Cl: 60.9-76.8%)
&1
b ::éz A2: 68.5% (95% Cl: 60.7-76.4%)
i | 2
e T B1: 66.2% (95% CI: 58.2-74.3%)
ARM Months since randomization
A1, 130 121 118 106 97 94 88 70 40 18 4 O B2: 67.2% (95% Ch 59,2-75.2%))
A2: 141 126 118 110 104 100 90 79 52 25 5 0
4 0

B1: 137
B2: 1

"z

113 106 88 87 7% 51 26

Primary endpoint ,to detect a difference between the four treatment arms” (adjusted logrank p value
stratified by ISS at randomization, p=0.86)

GMMG and Heidelberg University Hospital | ASH Annual Meeting 2021

doxamathasone, €0, slotuzumab. FFS, progr

Al RV+R. A2 RVH+EWR. B1: EloRVIMR, 820 Elo-RVo+FloR. RV, lenalicomide, borezomib, HD)

% CL 95% confidence interval

free survival; 1SS,

Swgng System; 95

U
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Treatment

Dara-KRd

* Daratumumab 16 mg/m? days 1,8,15,22 (days 1,15 C 3-6; day 1 C >6)
*» Carfilzomib (20) 56 mg/m? Days 1,8,15

* Lenalidomide 25 mg Days 1-21

* Dexamethasone 40mg PO Days 1,8,15,22

Induction Consolidation Consolidation
= = Lenalidomide
L Dara-KRd x4 — L AHCT = L Dara-KRd x4 __ | Dare-iRd x 4 _" Malntenance
? ? 2" MRD (-) ? 2" MRD (-) ? 2" MRD (-)
Q o (<10°) ) (<10%) o (<10°)
[+4 [+ o o
2 2 2 2
v v v
»n n . - *
IC; MRD assessment by NGS ”MRD-SURE” -Treatment-free observation and MRD surveillance
*24 and 72 weeks after completion of therapy MASTER trial
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Best IMWG response by phase of therapy

i 1 * 6 progressions during therapy

+ 1 during induction,

3% « 1after AHCT
* 4 on consolidation

e —— 7%
39% 84% |l sex ¢ Allwithgainfampofiq
= 2CR + S[6had 2+ HRCA
52%
e
5% ==

Bl == = Best MRD response by phase of therapy

Post Induction Cycle 2 Post inductionCyde 4 Post Transplant (N~123) MRD-based comolidation

N-123) (N-123) N-123) 3 .
mSD EPR OVGPR ECR OsCR i AllPatients 0 HRCA 1HRCA 2+ HRCA
MASTER trial |~ ... ........................................................................................ e
NGS MRD < 10*
Primary endpoint :
SMRO() DMRO(+ )
host induction  PoRANCT  MAD-Srected SPtA.’ o >“.( MRD Srected : Pt inductiom  Poe ,..( RO S E" nduttion PoRANCT ARD-drecied
: (w118 (118 conwisae conmoldation Pe2¢) <

24

...................................................................................

NGSMRD <10% '
Explomo'vmm
WMRD(:) DMRD(+) : } \ I_’

:‘xW‘ o PO ANCT

HRCA = gain/amp 1q, 1(4;14), t{14;16), (14;20) or del(17p) MASTER trial
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Study Design — GMMG CONCEPT (NCT03104842)

NDMM Patient with 1 Patient ND MM NOMM Patient with 1 Isa-KRd Induction
cycle (4 weeks) of MM | cycle (& weeks) of MM Cycle 1
treatment FISH-Analysis ot s Isatuximab 10mg/kg  day1l,8 15,22
Carfilzomib 20 mg/m* day1,2
ArmA y — + ArmB Carfitromib 36 mg/m*  day8,9, 15,16
N=117 l High-risk disease l N=36 tenalidomide * 25 mg day1-21
Dexamethasone®® 40 mg* day1,8, 15,22
I Transplant-eligible and < 70 years of age ] l Transplant-ineligible or > 70 years of age ] 28-day-cycle
*del 17p or t{4;14) or
I - KRd X3 I 121 (23 <o(p-esjlo 1$52/3 l I-KRd x 6 I Isa-KRd Induction
_ Cycle 2-6
Stem Cell Mob:llzabon Eatuximab 10mg/kg  day1,15
] ! Carfilzormib 36 mg/m? day1,2.8,9,15,16
I l_KRd X 2 I Lenalidomide ** 25 mg day1-21
Dexamethasone*** 40 mg* day 1.8, 15, 22
28-day-cycle

MEL200fASCT : — —

MEL200 + ASCT ifno CR
l K Rd 4 * Cy Ganved mobiination was mowed in an amendment o time point
x after 3 induaction cyches
I_KRd x 4 -7,“ o8 " **Dose adaption of lenulidomide according to renal function
x b *4220 mg in patients 275 years
. o
C Cytlo =

I-KR Maintenance

|-KR Maintenance
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Results: Best response to therapy, 6 induction cycles

All evaluable patients: n = 50

sCR
* Overall response rate (ORR, = PR): 100%
CR
* >VGPR:90%; CR/sCR: 46%
60% MRD neg
* Arm A: 41/46 > VGPR A 1
* Arm B: all (n = 4) VGPR
* Arm A: MRD-assessment in 33 patients during VGPR
induction _
* 20 patients MRD negative
* 11 patients MRD positive PR Progression-free Survival

&

* 2 not assessable i AN S e b Vdaiaa o o A SRS o 8
32 -
©

Median follow-up: 24.9 months

* 12-month PFS: 79.6%
(68.3%; 90.9%)

* 24-month PFS: 75.5%
(63.5%; 87.6%)

progression free survival
50 %

25%

Data cut-off: Jan. 25, 2021

2 (55%-confidence level)
e T T T
0 10 20 30
time since inciusion in months
Subjects: 50 48 44 40 39 34 25 17 o 6 1
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OPTIMUM design

Pri PCL
I , | 4/OPTIMUM
n=10 p - TREAT MUKOB
7 Unfitother n=20
Suspected NDMM Clggtzl‘ ‘l;at; Withdrawn n=11
on | 1 T
(50 UK Hospitaid) m S (G.m“c " Y Ultra l'_|lgh-RISk Em——)
n=462 \GEP Profiling =128 Interventional trial
N = Safety population
n=107
OPTIMUM Screen Other - >
n= 334 (5 B
$ Standard of care
‘Real-world’ data collection
J
Patient population (Screen)
« Patients with (suspected) newly diagnosed myeloma (NDMM) or pPCL fit for intensive therapy
Trial objectives (Treat)
+ Evaluate efficacy of Dara-CVRd combination therapy + ASCT in Ultra High-Risk MM and pPCL
+ Response and MRD after induction and ASCT
- Progression free survival — compared to matched Ultra High-Risk control group from Myeloma Xl
« Determine safety and toxicity of Dara-CVRd in Ultra High-Risk MM and pPCL SRS B OO e 2 H
suwoe=Trial therapy OPTIMUM
Bridging Induction C lidation 1 c lidation 2 Maintenance
Max Max 6 cycles 6 Cycles 12 Cycles Until progression
2 cycles (Incl bridging) Start 100-120d post ASCT

V-HD-MEL i
ey Dara-VR

Daratumumab so
1800 mg Day 1
Bortezomib sc 1.3 mg/mv
Days 1,8, 15*
Lenalidomide po 25 mg
Days 1-21

28d cycles

[ Ceﬁtra??esponse. Birmingham University (HydraShift)

*Permissive bortezomib dose reduction schedule
120mg for eldectyraiier £ - Day 100-120 post-ASCT $

[ Central MRD, HMDS Leeds (Flow cytometry, 105 sensitivity) ]

— Beown S, ot ol BMJ Opun 2021




Central response results
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Response

Safety

Population
(n=107)

CR

VGPR

PR

PD

Timepoint nct
reached

End of
Induction

23 (21.5%)

62 (57.9%)

16 (15.0%)

1{0.9%)

5(47%)

100-120 days
POSt-ASCT

50 (46.7%)

34 (21.8%)

5 (4.7%)

7 (6.5%)

11 (10.3%)

Safety population

Evaluable* population

87%

(n=107) (n=102/n=96)
100% 4 ORR 94% 100% ORR 99% ORR 93%
. ORR 83%
80% - 415 0%, 2VGPR
24y, [ 2VGPR
A7%

60% . 60%
40% 40%
20% 20%

0% 0%

End of induction Day 100-120 post-ASCT
PR mVGPR mCR

End of induction Day 100120 post-ASCT
PR sVGPR mCR

‘evaluable = having reached respecive timepoint of PD

pPCL (evaluable D100-120, n=8)

CR: 2 (25%)
VGPR 2 (25%)
PR: 2 (25%)
PD 2 (25%)

Central response results - MRD

Safety population
(n=107)
MRD End of 100-120 days 100% -
Safety induction post-ASCT
Population go%, 4
(n=107)
MRD-neg 44 (41.1%) 68 (63.6%) 60% 1
MRD-pos 43 (40.2%) 15 (14.0%) 40% i
40%CR &
Inadequate or no
Serisle 15 (14.0%) 13 (12.1%) 20% - MRD-neg
Timepeint not
54 11 (10,3
reached %) ViR 0% -

End of induction Day 100-120 post-
ASCT

m MRD-negative (10-5)

18" IMW

Patients with valid* MRD result

(n=87/n=83)
100% 4

B0%
60%
40%

20%

0%

End of induction Day 100-120 post-
ASCT
B MRD-negative (10-5)

*valld = measurable and meeting posiive or
negative criteria
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OPTIMUM vs. Myeloma XI

100

Ao
£
2 o
C 50
3 Vs
é .,
5 AFTMUB 18 month sssmate —_— \
k] 40 B17% (B5%CHTAZ 89 B TR
= Wl Hiks 1 v 1
& 5
g
o

20

n 2
[}] 3 B 8 12 15 B 21 24 27 a0

Mtonths since ragistration/randomisation
Mumber al risk (number censcred)
OPTIMUM 107 (0) 104(0) S0(3) 9G(4) 90(4) BO4] B4y 72(14) 55430) 4242} 29(55)

yeloma X1+ 1 151 L AN I B B 113
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Daratumumab Plus Ixazomib, Lenalidomide and Dexamethasone as Extended
Induction and Consolidation Followed by Lenalidomide maintenance in Standard-Risk
Transplant-Eligible Newly Diagnosed Multiple Myeloma Patients (IFM 2018-01):

a phase Il study of the IFM group

IFM 2018-01 study design

¢ gt

Ixazomib 3Img Lenalidomide 25mg Dexamethasone 40mg Daratumumab 16mg/kg (IV)
D1, 04, D8, D11 D1-D14 o1, D8, 015 C1.4:01, 08, D15 ; C5-6: D1, D15

Mobilization & HSC collection

Cyclophosphamide 3g/m‘ IV G-CSF 10 pg/xg/d HSC collection
NDMM < 66y
FISH screening
No t{4;14) Intensification & ASCT
No t(14;16) Melphalan 200 mg/m’ IV D-2 HSC infusion DO PegG-CSF D+2
No del17p

Consolidation IRd-Dara_28d-cycles 7-10

&
F

Ixazomib 4mg Lenalidomide 25mg Dexamethasone Daratumumab 16mg/kg (IV)
D1, 08, D15 £1-021 C7-8: D1, D8, D15, D22; €9-10- D1, D15 D1, 015

@

Maintenance 28d-cycles x 26 (2y) or until progression

Lenalidomide 10 mg D1-D21
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100,0%
90,0%
80,0%
70,0%
60,0%
50,0%
40.0%
30,0%
20,0%
10,0%

0,0%

Post induction
(n=41)

Primary endpoint: MRD-negativity rate before maintenance

MRD after consclidation/befare maintenance

* MRD negativity was assessed

using NGS method (sensitivity S
threshold up to 10°% .
2 ) R 39,5%
+ 38 patients were evaluable for 50,0%
the primary endpoint at 10-¢ 40,0%
30,0%
* MRD negativity rate 20,0%
39.5% [Cl1 26.1-54.1] at 10°¢ i 66
51.4% [C] 36.8-65.7] at 105 Ll
0,0%
MRD at 10%-6 MRD at 10°-5
Primary IMWG
endpoint threshold

Perrot A et al, ASH 2021

IMWG response rates

97,7%
80,0

95,2%

Post ASCT Post consolidation After 1y
(n=44) (n=43) maintenarice
(n=42)

m2CR/sCR wW2VGPR m2PR

- -
MRD kinetics MRD negativity rates
G0
51,4% 513%
0%
39,5%
A5 34.9%
30,3%
29,0%
0% 1% = MRD negativity at10-5
MRD negativity 21 10-6

0%
10% 6.3%

0%

n=32 n=32 n=34 n=33
Pest induction Post ASCT Post consolidation Atter 1y maintenance
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Response rates after induction of the main triplet and
quadruplet drug combinations

S5 NGF
- B =CRE MRD- (10
>
45 MCF
(105" NGS
40 MCF (1)
(10)
35
NGF NGS
10 {3x10%) (10)
i NGS
o (10-5)
0
15
: I I I
'} I
VRO x 6 KRd x 4 KRdx 4 KRd x 4 DNVTdx 4 DVRdx 4 DKERdx4 DlixaRdx6 Isa-VRdx3
(PETHEMA)  (MMRC) (IFM)  (FORTE) (CASSIOPEIA) (GRIFFIN) (MASTER) (IFM)  (GMMG-HD7)

# Dnly patients with = CR
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EMNO02/HO95: Phase Il Study Design

Pts with ND MM who received VCD induction
X 3-4 cycles + PBSC collection
(N =1192)
First randomization

HDM" + single/double ASCT [ERGReTy TR R/

(n = 695) ASCT policy
Second randomization

VRD x 2 Consolidation No Consolidation Single ASCT
. | (n = 280)

Maintenance lenalidomide

Key secondary endpoint for this analysis: PFS from first
randomization for ASCT-1 vs ASCT-2

Sonneveld P, et al. JCO 2021
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100
Centers with
double ASCT policy
Single ASCT o 757
(n =208) [@))
8
Double ASCT c
]
()
o)
Q | VRD consolidation
° 50
=
=
o
=}
€
8 No consolidation
25
N p/Ad
No consolidation 427 268
VRD consolidation 451 251
0 HR=0.81 (95% CIl, 0.68-0.96), adjusted p=0.016
[ [ [ [ [ [ |
0 12 24 36 48 60 72monthsB34
At risk:
No consolidation 427 359 295 239 186 151 99 35
VRD consolidation 451 393 334 282 235 183 117 41
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Consolidation

VTD: upgrade to CR by 30%
VRD: upgrade CR 38% vs 26%

EMNO2 phase 3 study of VRD consolidation STaMINA phase 3 study of VRD consolidation
g vs no consolidation vs no consolidation

PFS by R2 100 PFS (ITT analysis)
) 80
:c;, 75 . e
§ s SR > 60
§ no consolidation = % J Chuy
e 507 S 40|  38Month Estimate and 95% Cl
2 S Auto/Auto: 56.5 (49.4, 62.9)
= V) |1 2, 0]  AutoRVD: 56.7 (50.0, 62.8)
3 o5 EESEE A98 Lo | Auto/Maint: 52.2 (45.4, 58.6)
VRD 450 115
Cox LR P=0,045 (adjusted for 1= randomization) 0 T T . : 1
o B e o 0 12 24 38
e e, sTavA
Induction regimen (%) VCD (100) VCD (13.4); VRD (57)
Pre-planned induction thp (mths) 2-3
Failure to receive double ASCT (%) 19.8
Double ASCT plus Consolidation (%) 50 0
Maintenance therapy Len (10 mg) Len (10-15 mg)
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Response rates after induction and consolidation of the main triplet and quadruplet drug combinations

B > CR afterinduction  MRD- after induction B = CR after consolidation B MRD- after consolidation

120 MCF
a3 {10
0 HGS
3 [10=]
30
T0 MCF MCF
5% (10*%) (10
50 HES
i {10F) NES -i.
a2 NGF (105 11':' 1
50 {3x10-8)
4z
40
£ =
30 -
2%
X -
L5
10 I
0 - l
YRD x6—VRD x 2 KRD 1 4—KRD x 4 KRD x 4—KRD x 4 KRd x 4—HKRd x 4 DANTAR 4—DNTdxEZ2 D-VREd K 4—D-VRd n 2 DKAd x 4—D-KRd x & D-IRdx 6—D-4Rd x 4
|{PETHEMA&) (MMRC) {IFM) {FORTE) (CASSIOPEIR) [GRIFFIM) (MASTER) (IF M)

= Only patients with = CR
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Induction

—8E —
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© S
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v =
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A
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1
1
'
Quadruplet '
X 6 cycles 2
Arm M 8
4
b=

*MRD-SURE - Treatment-free observation and MRD surveillance

MRD (+) randomization
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Intensification Consolidation
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Maintenance
6\ x 1 year =
& 3
o o
— =z
= s
Y P
= x 1year
T-cell Redirecting T-cell
> therapy Redirecting
= o1 therapy <x
1 1
e -~
a a
g e
s =
b=
v !
- &
s

x 1 year

B

Sustained
MRD
Negativity

(Otherwise SOC
maintenance)




