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Treatment paradigm for transplant-elegible patients

Sequential blocks of therapy Combination regimens

Linee guida ESMO 2021
—leag— —

l ’ Eligibility for ASCT

‘__' Faster and deeper response

Intensification

—~eg——

Consolidation

Different mechanisms target
multiple clones simultaneously

Prevention of drug-resistant

e

Maintenance

Continued cytoreduction

Sustained suppression of disease burden

Endpoints

® To maximize the rate of undetectable
MRD

® To sustain MIRD negativity

® To prolong PFS/0S, offering a chance
of cure (to a fraction of patients)

® To inform clinical decisions and tailor
treatment

subclones emergence Induction First option:

Eradication of all clones

Cavo M et al. Blood 2011;117(23):6063-73;
Cavo et al. Blood 2012;120(1):9-19;
Kumar S, et al. Lancet Oncology 2016;17:¢328-46

First option:
VRd [Il, B]
DaraVTD [I,A]
I first option is not available:
VID[l,A
VCD [1l, B]

200 mg/m? melphalan 1, A]
followed by ASCT [1, A]

Lenalidomide maintenance [, A] \

DaraRd 1, A]
DaraVMP [1,A]
VRd [1,A]

I first option is not available:
VMP [, A
Rd [1,A]




QUESTIONS

* Induction without transplant frontline?
* Best induction treatment: will guadruplets substitute triplets?

* Therapeutic synergy of induction treatment: the renaissance
of consolidation?



EARLY VS. LATE ASCT

Early Late P

(n=529)'2 4-year 0S 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 47% 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 3

3-year PFS [ 65% 57% ] p=0,001 (HR 0.73); High Risk 0.53
EMNO02/HO95¢

3-year OS 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% 6% | p=0,02 (HR 0.64);
FORTE trial ®

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

h Xa al. N Engl J Med 2014,371:895-905; 2. Gay F, et al. Lancet Oncol 2015;16(16):1617-29; 3. Attal M, ef al. Blood 2015;126: Abstract 391. Presented at ASH 2015;
o 2016;128: Abstract 673. Presented at ASH 2016, Oiva S ASH 2020 .




. . . 100
Carfilzomib with cyclophosphamide and dexamethasone or o
. . _ o
lenalidomide and dexamethasone plus autologous KRD vs KCD S s el T
2 . —
. . . . — - 4
transplantation or carfilzomib plus lenalidomide and 5 e
H H H +/- ASCT £ = —— KRd plus ASCT
dexamethasone, followed by maintenance with carfilzomib g ket
. . . . . . g —KCd plus ASCT
plus lenalidomide or lenalidomide alone for patients with € 57 KRdplus ASCTusKCA plus ASCT: HR 054 (95% 10.38-078);pe0.0008
KRd KCd plus ASCT: HR 0-88 (95% CI 0-64-1-22); p=0-
newly diagnosed multiple myeloma (FORTE): a randomised, ks 5T A2 18061 553043088 0004
o T T T T T 1

. 10 20 30 40 50 60

Open-labEL phase 2 trlal P Time since first randomisation (months)
Lancet Oncol 2021 Number at risk

Francesca Gay*, Pellegrino Musta*, Delia Rota-Scalabrini, Luca Bertamini, Angelo Belotti, Monica Galli, Massimo Offidani, Elena Zamagni, blished Onli (number censored)
Antonio Ledda, Mariella Grasso, Stelvio Ballanti, Antonio Spadano, Michele Ceq, Francesca Patriarca, Mattia D'’Agostino, Andrea Capra, Publis Online F Ked plus'c:ii i?g :g; 11;; ((;; g; g)) 112093((;; 1;; :g; S [(35;:]' g }!1;2)3)
Nicola Giuliani, Paolo de Fabritiis, Sara Aquino, Angelo Palmas, Barbara Gamberi, Renato Zambello, Maria Teresa Petrucci, Paolo Corradini, November 11, 2021 KCd plusASCT 159 (0) 137 (1) 115 (3) 94(5) 80(8) 46(37) 6(76)
Michele Cavo, Mario Boccadoro https://doi.org/10.1016/

$1470-2045(21)00535-0

FORTE Efficacy by Cytogenetic Risk: Study Design .
2
g
* Multicenter, randomized, open-label phase Il study £ s
Induction Consolidation §
4 x 28-Day Cycles 4 x 28-Day Cycles g 7] Carleomib pus enaidomice
Arm A: KCd - Arm A: Kcd _ N ettt , ,
1] 10 20 0 0
(n & 159) (n : 159) g Time since second randomisation fmnnlis] ’
Patients with ND MM, 5 g (phmberat ik
eligible for ASCT and Arm B: KRd 5 N BN ArmB: KR 3 S domidedone VRO 14e m@  eay 909
< 65 yrs of age (n=158) % (n=158) 5
N =474 ! Standard risk High risk Double hit th
N R |- (N=153) (N=243) (N=105)
Arm C: KRd Arm C: Arm C: KRd 8 o=y
—_—

(HENEY))
L

Dosing in slide notes. I t PFS §uw §
g

kRd R (n-157)

gm k\_\_‘\ 078 _\ﬁ_\_\L ::‘ » —E:,_\_\_‘ -

2 o025 ¢
Endpoint 1: Endpoint 2: == : b}
postinduction VGPR premaintenance VGPR, sCR, MRD I N L e o &
Mot
negativity, safety, rate of early relapse
KRd_ASCT vs. : HR 0.43, p=0.035 KRA_ASCT vs. * HR 0.57, p=0.015 KRA_ASCT vs. ¥ * HR 0.46, p=0.024
E KRd_ASCT vs. KRd12: HR 0.43, p=0.032 KRA_ASCT vs. KRd12: HR 0.61, p=0.040 KRA_ASCT vs. KRd12: HR 0.52, p=0.063

Gay. ASCO 2021. Abstr 8002. Slide credit: clinicaloptions.com KRd12 vs. - HR 0.99, p=0.99 KRd12 vs. < HR 0.94, p=0.78 KRd12 ve. “ HR 0.89, p=0.69




CARDAMON
CARDAMON
18 IMW
CARDAMON STUDY DESIGN E— UPDATED PROGRESSION
FREE SURVIVAL BY 100 2-year PFS :
ASCT 76.1% (70% Cl 71.3-80.2)
Primary Endpoints: RA N D O M l SAT I O N A R M & KCd cons 68.6% (70% Cl 63.5-73.1)
+ 2VGPR pre-randomisation KCD X 8 Vs KCD X 4 + ASCT Median follow-up from randomisation & 75 *
* PFS at 2 years e
32.1 months -%
2-year PFS for KCd is not B s kr
Melphalan ASCT i 3 = [ ——
A = non-inferior to ASCT T i
01:2255"'"81/2\’ Malktenarce The difference in 2-year PFS rate (KCd é 554 !
c: 5(;0',:‘2961 ;i5 K: 56*mg/m? cons vs ASCT) using the rate in the * HR = 0.76 (70% Cl 0.60-0.96), p=0.2 =
D: 40mg weekly D1,8,15 experimental arm and the HR is ASCT
4 x K D = el L et o B w0 ] g e ]| e KCd lidati
x KCd consolidation -6.5% (70% C1 -11.1% to -1.0%) o, , conso |‘ ation , , ,
0 1 2 3 4 5
Years since randomisation
* K: 20mg/m2 for cycle 1 D1, 2 MRD MRD MRD L w";";'c”-‘} 109 98 62 23 8 0
KCd consolidation 109 90 54 20 6 0
CARDAMON CARDAMON
RESPONSES FOLLOWING ASCT/ CONS AND MRD NEGATIVE RATES BY ARM
MAINTENANCE g : oot ——
— —
40.0
75 E
g _ g i - Post PESCH
g - 'ost-PBSCH 4 @ Post-consolidation
:; o Post-ASCT/KCd cons 200 @6 months maintenance
W 6 months maintenance T esihals
25 10.0
ITT analysis
o 00 -
All randomised patients ASCT KCd cons AR cendomised pationte ASCY W oo
MAINTENANCE VS POST- ASCT KCD CONS P MAINTENANCE VS POST- ASCT KCD CONS P
ASCT/KCD CONS N=89 N=91 VALUE ASCT/KCD CONS N=75§ N=67 VALUE
Response improved 31 (34.8) 11(12.1) <0.001 MRD neg improved 11 (14.7) 8(11.9) 0.6 5
Response remained the same 45 (50.6) 58 (63.7) 0.07 MRD neg remained the same 59 (78.7) 52(77.6) 0.9

Response worsened 13 (14.6) 22(24.2) 0.1 MRD neg worsened 5(6.7) 7(10.4) 04



JAMA Oncology | Original Investigation

Safety and Effectiveness of Weekly Carfilzomib, Lenalidomide,
Dexamethasone, and Daratumumab Combination Therapy

for Patients With Newly Diagnosed Multiple Myeloma

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

Figure 1. Response to Therapy, by Number of Cycles and Follow-up
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JAMA Oncol. doi:10.1001/jamaoncol.2021.0611
Published online April 15, 2021.

D-KRD x 8 without ASCT (41 patients)

Figure 2. Progression-free Survival
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MIDAS study : Mnimal res Qisease Adapted §trategy

Induction and PBSC harvest

Isa-KRD x 12 vs Isa-KRD x 6 + 1/2 ASCT

standard-risk group
(MRD NGS <10%)

825 patients)

660 patients)

IsaKRD x 6
(28-day cycle)

[

MRD

J

PBSC Harvest after cycle

3

(G-CSF+- plerixafor)

High-risk group
(MRD NGS >10%)

Risk-adapted consolidation and maintenance

MRD 10-6: 55 vs 70%

)

4 i X
Arm A IsakRD x 6 — | lenalidomide
(3 years)
i @ B ~ N
lenalidomide
ASCT + IsakRDx 2 | ™
Arm 8 (3 years)
g \ )
MRD 10-6: 20 vs 40%
( 7 N 7 : ' 3
Arm c | ASCT +IsakRDx 2 [ —> Isa{iberdomide
(3 years)
. _J
1:1 - ~ — —
\ Arm D Tandem ASCT | Isa{iberdomide
\ ) (3 years)

~/




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®
100%
100% BWVRD @=VTD 39'2%
OR187
85% C1, 1.23-2.83) OR2.52 0R1.30 OR1.70
P= 00281 (95% C1, 1.643.87) | (95% C1. 0.87-222p |185% C1. 0.04-3.08)°
80% - 1 = 1 1
74.4%
§6.3%
62.4%
B0
51.2% et
45.7% 47.3%
40% | 4.9%
20% 1
0%
Pest-Induction Post-ASCT Post-Induction Post-ASCT
= VGFR Rate MRD-Negative Rate (10~ threshold)

Rosinol L et al. Blood. 2019 Oct 17; 134(16): 1337-1345.
Rosinol et al. EHA 2019

Grade > 2 95 (20.7) 58 (44.6)

Grade 3/4 25 (5.5) 20 (15.4)




Carfilzomib with cyclophosphamide and dexamethasone or

lenalidomide and dexamethasone plus autologous Lancet Oncol 2021
transplantation or carfilzomib plus lenalidomide and Published Online
dexamethasone, followed by maintenance with carfilzomib November 11, 2021

https://doi.org/10.1016/

plus lenalidomide or lenalidomide alone for patients with
51470-2045(21)00535-0

newly diagnosed multiple myeloma (FORTE): a randomised,
open-label, phase 2 trial

Francesca Gay*, Pellegrino Musto*, Delia Rota-Scalabrini, Luca Bertamini, Angelo Belotti, Monica Gall, Massimo Offidani, Elena Zamagni, KRD Vs KCD

Antonio Ledda, Mariella Grasso, Stelvio Ballanti, Antonio Spadano, Michele Cea, Francesca Patriarca, Mattia D'Agostino, Andrea Capra,
Nicola Giuliani, Paolo de Fabritiis, Sara Aquino, Angelo Palmas, Barbara Gamberi, Renato Zambello, Maria Teresa Petrucci, Paclo Corradini,

Michele Cavo, Mario Boccadoro (+/- AS‘ T)

MOBILIZATION

KCd (N=159) KRD (N=315)
Induction, intensification, and consolidation [ Maintenance )
KRd-ASCT KRd12 (n=157) KCd plus ASCT Carfilzomib plus Lenalidomide}
(n=158) (n=159) lenalidomide (n=178)  (n=178)
Overall response 153 (97% 148 (94% 144 (91%; 178 (100% 178 (100%

i : ' - . P Gay F, et a. J Clin Oncol. 2019;37 Suppl:8002. Presented at ASCO 2019
Stringent complete response* 72 (46%)* 69 (44%)* 51(32%)* 121 (68%) 115 (65%) =>ay F, . I - SJ1ES7 SupplolUs. AoLL LUTE.
Complete response 13 (8%) 20(13%) 15(9%) 17 (10%) 18 (10%)

At least a complete responset 85 (54%)t 89 (57%)t 66 (42%)1 138 (78%) 133 (75%) 9

Very good partial response 55 (35%) 47 (30%) 55 (35%) 38 (21%) 38 (21%) KRd_ASCT VS. KRd12 VS. KCd_ASCT. Effl Cacy

At least a very good partial responset 140 (89%)% 136 (87%)% 121 (76%)% 176 (99%) 171 (96%) Pre-mainte ce response rate and MRD negativity )

Partial response 13 (8%) 12 (8%) 23(14%) 2(1%) 7 (4%) ITT analysis p-value*

Stable disease 2(1%) 1(1%) 6 (4%) - - — e ——

ive di 2VGPR 89% 2VGPR 87% KRd_ASCT vs KCd_ASCT | 2.53
Progressive disease 1(1% - 5(3% - “ 13 |
- il i 2VGPR 76% KRd12 vs KCd_ASCT J 2.1

Not evaluable 2 (1%) 8(5%) 4(3%) |

Minimal residual disease by multiparameter flow 98 (62%)§ 88 (56%)§ 69 (43%)§ 145 (81%) 140 (79%) [ SO T o

ytometry (sensitivity 10°)§ iy ol | S

Complete response: evaluable population 56 58 1 100 99 A ECA AT | 1.00 ‘ 0.0¢8

Minimal residual disease by next-generation 45 (Bo%) 40 (69%) 30 (73%) 88 (88%) 82 (B3%)

sequencing (sensitivity 10°)9
Data are n, n (%), or n (%; 95% CI). KRd=carfilzomib plus lenalidomide plus d hasone. ASCT=autol stem-cell trar ion. KCd=carfilzomib plus | MRD neg (10) OR p-value® |
cyclophosphamide plus dexamethasone. MEL200=melphalan at 200 mg/m’. KRd-ASCT=four KRd induction cycles, MEL200-ASCT, four KRd consolidation cycles. KRd_ASCT vs KCd_ASCT 2.02 0.009
KRd12=12 KRd cycles. KCd plus ASCT=four KCd induction cycles, MEL200-ASCT, four KCd consolidation cydes. *p=0-027 for the overall comparison. 1p=0-016 for the overall = 7 2 KRd12 ve KCd_ASCT 1
comparison. $p=0-0070 for the overall comparison. §p=0-0032 for the overall comparison. §]in patients evaluable for compl p Cd_ASCT (N=158) KRd_ASCT (N=158)  KRd12 (N=157) bl il s

msCR ®CR confirmed/unconfirmed® »VGPR

Table 2: Best response in the intention-to-treat population




VRD or KRD? The ENDURANCE phase lll trial

0
-~ B0
#
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§
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'!; g PEP—
¢
| -
o
Medion (95% C1) PFS: VR34 (301-NE); KRdebetrtitid0 §) morths
HR [WAd/VRd) = 144 |95 0, 08 @
0 6 12 18 24 W I 9 48 % &
Time fom Randomizaton (Nords|
PR 2VGPR =CR Numners o1 Risk
KRg = 5¢5 &1 252 7 17 &8 N ¥ 3 1 3
m VRd (N=527) wKRd (n=526) VRd M2 37 MY O 14 M OO M X 14 0

Low risk-patients without immediate intention to ASCT, VRD 12 cycles, KRD 9 cycles

" Progression Free Survival from Induction Randomization

+ 2 interim analysis of PFS (Jan 2020):
298 PFS events (75% of 399 planned)

* Median (95% CI) estimated follow up of
15 (13-18) months

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

* With censoring at SCT or alternative
therapy: Median PFS {95% CI) for VRd =
317 (28:5-44-6) and KRd = 328 (27-2-
37:5) months



D-VTD vs VID

CASSIOPEIA study: depth of response

Post-consolidation rates of response MRD (Flow Cytometry; 10-5)

P <0.0001
63.7%
D-VTd D-VTd ORR = 50% L
_ [l D: 16 mgkg IVQW Cycles 1-2, 7l D 16mgkgivazw = DARA scr: P=00010 [ xR g oo
Key eligibility Il < Q2w Cycles 3-4 R V:1.3mg/m?SCDays 1,4, 8, 11 - monotherapy 7 Sl 26% s 43.5%

criteria: = V: 1.3 mg/m?SC Days 1,4, 8, 11 A T: 100 mg/day PO a5 16 mg/kg 1V. Q8W.until Y g 4,

- S T: 100 mg/day PO N d: 20 mg IV/PO 2' kS PD (2 years. maximum, o H %
- Transplant- 8 d: 20-40mg IV/PO s £% then observation until PD) ; g g -

eligible NOMM [l § P 23 3 ¢ a
» 18-65 years & k £s fre £ 20
- ECOGPS % A VTd as OBS .
0-2 ic T VTd administered as in the § until PD *©
D-VTdarm (2 years maximum) o 9 12 0

D-VTd VTd D-VTd VTd
4 cycles of 28 days MRD?2 2cyclesof28days pRpa MRDP (n=543) (n=542) (n=543) (n=542)
PR " VGPR® CR ¥ sCR
Stratification factors: Part1 Part2

« Site affiliation (IFM or HOVON)
« ISS disease stage (, Il, orlll)
« Cytogeneticrisk status (high or standard/unknown risk)

Stratification factors:
« Induction treatment (D-VTd or VTd)
« Depth of response

mproved the rate of sCR (primary st
2CR and MRD negativity

ECOG PS, Eastem Cooperative Oncology Group performance status; V., intravenous; QW, every week: Q2W, every 2 weeks; SC, subcutaneous: PO, oral; PR, partial response; PD, progressive disease; OBS, observation;

IFM, Intergroupe Francophone du Myélome; HOVON, the Dutch-Belgian Cooperative Group for Hematology-Oncology.
“MRD analyses were performed at predefined time points for all patients, regardless of response. “MRD

y

Moreau P et al. Lancet 2019

performed in patients with 2VGPR at Weeks 25, 52, and 105.

5 >CR + MRD-negativity rates >CR + MRD-negativity rates
ivi B dl f d randomizati = - ivi
MRD-negativity Rates (10-°) so | (eBaeless of second randomization) (regardiess ofsecor randoreization)
70
60
Post-induction and Post-consolidation; Flow Cytometry° Post-consolidation; NGSP s0 ©0 P°<g'_026%71a
50
OR, 2.06 OR,2.41
P <0.0001 P <0.0001 40 P <0.0001° 40 P <0.0001°
30
100 20
20
20 P <0.0001 pg?ﬁ,;%?oa 20
80 10 10
B o o
g 70 64% g Post-induction Post-consolidation >1 year sustained =2 year sustained
© 57% wD-vTa wvrd S S ——
;. CR + MRD negativity at any time point during maintenance 1-year >CR+ MRD during
g . 105 ’
= 37%
g - D-VTd - DARA 64% D-VTd - DARA 37% 48%
o
b5 L 0% ! OR, 1.43° [—T— OR, 1.41°
“: P=0.1037¢ P =0.0885¢
= 0
. Po b v v-ones - I oo [T
induction consolidation induction consolidation =37 (n=369) OR, 2.26° OR, 2.22°
DVTd vTd P=0.0002¢ P=0.0006¢
1 o< threshoid T estols

Early (post-induction) significant difference in MRD-negativity rates for D-VTd versus VTd

Post-consolidation MRD-negativity rates were significantly higher for D-
confirming post-induction MRD-negativity rates

Hervé Avet-Loiseau et al. - ORAL 82 - ASH 2021

d versus VTd,

Hervé Avet-Loiseau et al. — ORAL 82 - ASH 2021



CASSIOPEIA: Rates of 2-year Sustained 2CR + MRD Negativity at 10~ and
1075 (NGS) at Any Time Point During Maintenance?

2-year sustained 2CR + MRD negativity during maintenance

10- |
DVTd - DARA 290
L— 105 — OR, 1.47°
P=

VTd — DARA 10% EELA

OR, 0.83
P=0.5481¢
VTd — OBS 28 13% B 10+ teshold
B 10<threshoid
ion after the second ization. “OR for 10 MRD-negativity rates. <Pvalue was calculated based on a stratified Cochran-Mantel-Haenszel chi-squared test.

Hervé Avet-Loiseau et al. - ORAL 82 - ASH 2021

Updated Analyses From First Randomization Confirm
Benefits of D-VTd vs VTd Induction/Consolidation

PES Median follow-up: 0
T 44.5 months =
100 100 — Median OS: not reached
g ». —
by Ogy,. MedianPFS: not reached
2 80 1 80
: Median OS: not reached
: g
E 60 1 =g 60
; ;
% 40 1 Median PFS: 51.5months g "
Q
£
$ 20 7 2
& ) HR 0.54 (95% C1 0.37-0.79)
HR0.58(95%Cl0.47-0.72)  wupes Vid =@ D.vTd D-VTd: 41 deaths e \Td =@ D.VTd
o 1P<0.0001 o L VTd: 73 deaths
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 3 42 48 54 60

Progression-free survival (months) Overall survival (months)

Patients at risk Patients at risk
VTd VTd

542 499 472 434 391 345 32 191 90 26 0
D-VTd 543 507 495 478 452 426 395 237 119 29 0

542 531 621 505 494 481 468 305 151 42 0
D-VId 6543 536 626 520 517 510 498 3271 162 3 0

1. confidence nerval; D-VTS, daratememab, bortazomid, thaidomide, and dwxamethasons; HR, hazard rat; OS, overal survival PFS, progression-ree survival: VTd, bortezomb, thaidomide, and deamethasce.

Philippe Moreau et al., Lancet Oncol 2021,
hitps:/doi.org/10.1016/ $1470-2045(21)00428-9



Treatment arm

®

Matchting adjusted
indirect analysis (MAIC)

Moreau et al. Inmunotherapy 2021
MAIC for PFS

VTD-dara vs VRD, HR 0.47
VTD-dara vs VCD, HR 0.35 _
VTD-dara vs VD, HR 0.42

1.00+
Treatment arm (study)
— D-VTd before maiching adustment
D-VTd maiched %o VRd
= D-VTd maiched to VCd
— D-VTd matched to Vd
0.75 VR4
3 — VCd
3 - Vd
¢
T 050 e
i %
® ——
® B
! ——
g L ‘
s |
025- 1
0.00+
1 1 1 1 1 L] L] L 1]
0 10 2 0 40 50 &0 70 80
Time (months)
No. at risk ¢
D-VTd before matching adustment 543 486 206 11 0 /] 0 0 0
D-Vidmaiched o VRd4 520 472 199 14 0 0 0 0 0
D-Vidmaichod to VCd+ 206 185 69 5 0 0 0 0 0
D-VTdmarched toVd4{ 416 370 150 10 0 0 0 0 0
VRdq 350 314 275 229 151 & 0 0 0
VCd4 126 m 88 70 57 £33 2 6 0
Vd4{ 240 195 144 91 43 0 0 0 0




D-VRD vs VRD

Key eligibility

criteria:

« Transplant-
eligible
NDMM

+ 18-70 years
of age

+ ECOG score
0-2

» CrCI 230
ml/min?

1:1 Randomization

V: 1.3 mg/m? SC Da
8 11
d:20mgPODays 1,2,8,9,
15, 16

R: 25 mg PO Days 1-14

V- 1.3 mg/m? SC Days 1, 4,
8 11

d:20mgPODays 1,2 8,9,
15, 16

21-day cycles

“Stem cell

GRIFFIN

HZProOOZIZP O

R: 25 mg PO Days 1-14

V'1.3$C1.4.
8 11

d:20mg PO Days 1,2, 8,9,

Endpoints &
statistical assumptions

Primary endpoint:
sCR (by end of consolidation);
1-sided alpha of 0.1

80% power to detect 15%
improvement (50% vs 35%),
N =200

R 10 mg PO Days 1-21
Cycles 7-9; 15mg PO
Days 1-21 Cycle 10+

Secondary endpoints:
MRD (NGS 10-°), CR, ORR,
2VGPR

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

29
sCR Odds Ratio: 1.98 (95% CI, 1.12-3.4%; P = 0.0177)
2CR Odes Ratio: 2.53 [95% €I, 1.33-4.81; P =0.0045)
D-RVd | RVd |
100 5 . - -
2CR:
12,1 JEEA 2CR:
ok = >CR:
o | . 18.2% I'f: 134 (A9 ERERNY | ZCR:
' 2.3% 208
o ~B0.8%
— ZCR
R =78k A 64
8 LFA
= 50
§ abr g |
& 3 sCR
1 384 CR 51 -
0 1 - VGPR 58 185
10 | 26,3 m FR 134
b 20 A0 Bl .10 g -1.0 SO/PD/ME 8,2 82 82 7.2
End of Efpd of Endof Clinical Endaf Endaf End of Clinical
nduction 45CT consolidation cukoff nduction ASCT consalidatiaon cutoff

MRD-negativity (10-5)
post-induction:

21.2% vs 5.8%




GRIFFIN: MRD-negativity? Rates Improved Throughout the| | GRIFFIN: D-RVd Improved Rates of Durable MRD Negativity?(10-%)
DR Maintenance Period Lasting 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% —

Patlents with MRD negativity, %

End of End of At 1yearof After2 years of End of End of At1yearof After2 years of
induction  consolidation maintenance maintenance induction  consolidation maintenance maintenance

D-RVd Rvd

10-5 threshold 10-% threshold @ 10 threshold 105 threshold

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

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

% surviving

Median FU 38.6 months

% surviving without progression

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

No. at risk
Rvd 103 93
D-Rvd 104 97

Laubach J et al, ASH 2021



A Phase 3 Study Comparing Daratumumab, VELCADE (bortezomib), Lenalidomide, and Dexamethasone (D-
VRd) vs VELCADE, Lenalidomide, and Dexamethasone (VRd) in Subjects with Previously Untreated Multiple
Myeloma who are Eligible for High-Dose Therapy. The Perseus Study (EMN17)

Arm A: Stem Cell Arm A: Arm A: Maintenance
Induction VRd mobilization, Consolidation Revlimid
4 Cycles conditioning, VRd until PD
z Al (n=345) and 2 Cycles
Z
2
N Arm B: Stem Cell Arm B: ot s
N |nduction mobilization, Consolidation Arm B: positive || until PD
D-VRd conditioning, D-VRd Maintenance
4 Cycles and 2 Cycles Dara+R MRD || Discontinue
Mikiiiiin negative Dara therapy
24 mos only
(minimum of
D' VRD VS VRD 1y sustained
MRD
negativity)®

v

v

\ 4

Long
Term
Safety,
PFS2 &
Survival
Follow-

up

*opportunity to restart therapy upon relapse from CR or loss of MRD status

a

Primary Endpoint PFS

MN

Key: CR=complete response; Dara=daratumumab:; D-VRd=daratumumab in combination with bortezomib, lenalidomide, and dexamethasone; MRD=minimum residual
disease; PD=progressive disease; PFS2= progression-free survival on next line of therapy; R=lenalidomide: SPM=second primary malignancy: VRd=bortezomib. lenalidomide,
and dexamethasone.




GMMG-HD7: Study Design Isa-VRD (3 cycles) vs VRD (4 cycles)

= QOpen-label, randomized, multicenter phase lll trial

Induction (3 x 6-Wk Cycles) Maintenance (4-Wk Cycles)
Isatuximab 10 mg/kg* _
Bortezomib 1.3 mg/m2" Isatuximab 10 mg/kg* +
. . . . :
Lenalidomide 25 mg' Lenalidomide 10 - 15 m”g
Adults with NDMM Dexamethasone 20 mg' Dexamethasone 20 mg
igi n=331
who are eligible for ( ) , 3yr
HDT and ASCT or PD
(N = 662) \ Bortezomib 1.3 mg/m?
Lenalidomide 25 mg Lenalidomide 10 - 15 mg®
Dexamethasone 20 mg' Dexamethasone 20 mgl
(n=329)
*Cycle 1: D1, 8, 15, 22, 29; cycles 2-3: D1, 15, 29. *Cycle 1: D1, 8, 15, 22;
"Bortezomib D1, 4, 8, 11, 22, 25, 29, 32; lenalidomide Days 1-14 and 22-35; Cycles 2-3: D1, 15; Cycle 4+: D1.
dexamethasone D1, 2, 4,5, 8,9, 11, 12, 15, 22, 23, 25, 26, 29, 30, 32, 33. SDays 1-28. Increase dose to 15 mg after 3 mos
Data cutoff: April 2021. IDexamethasone D1, 8, 15, 22 in C1.

* Primary endpoint: MRD negativity at end of induction (NGF, sensitivity 107) 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.



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)

50.1% P <.001%*
50 o
R 40 + 35.6%
(7)]
€ 30 1
9
w© 20 -
a.
10
O -
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.

Patients (%)

N B O 00
o O O oo o

Response Rates at End of Induction

M 1sa-Rvdt M Rvd P=.02*%
P<.001%* ' '
— 90.0%83 6o
77.3% =70
P=.15%
P = .46*
[o)
— 41.7436_2%

24.2%21 6%

CR

2nCR 2VGPR 2PR

= Significant increase in 2VGPR with Isa-VRd

= Significant increase in ORR

Goldschmidt. ASH 2021. Abstr 463.



Elotuzumab in Combination with Lenalidomide, Bortezomib, Dexamethasone and Response rates on study
Autologous Transplantation for Newly-diagnosed Multiple Myeloma:

Results from the Randomized Phase Il GMMG-HD®6 Trial /%) s [ s e |
2PR 2371852 2301827 0,54
1L >verr 1471529 163/586 014
CR 9/33 9/32 1.00
PD 8/29 6122 0.79
E I O- VR D Vs VR D post induction therapy
A1 (RVDtR) A? (RVD+FloR) B1 (Flo-RVD+R) B2 (Flo-RVD+FloR)
(n/ %) (n=123) (n=124) (n=119) (n=124) P
R i . . | > VGPR 97 /78.9 97 /782 97 /81.5 100/ 80.7 0.95
GMMG-HDG6: flow chart, eligibility criteria and endpoints zPR 161943 1141919 113/950 1131911 046

prior to consolidation therapy

PART | ; J I PART Il I Key eligibility criteria Addition of elotuzgmab t.o RVd did ngt mprease high-quality responses (2VGPR)
after induction or consolidation compared to RVd alone UK
went! [E E . TE NDMM 18 — 70 yearS ) GMMG and Heidelberg University Hospital | ASH Annual Mesting 2021 WF:’? ::J:V:t)(1'5:(0“:;;’T’:‘;F"\:ﬁ'nr;o(:ﬂ‘l’:.]r:l.):v’\:‘;‘R(’:{"é;”lhn;;"g)lg’;\p:a(;“-:gy HD)
[ »  WHO performance status 0-2 or 3 if s
: +| 2xVRD |—| Lenalidomide
RivAz] MM-related
4 X VRD " [Az] [Az]
: B L[ 2xvro + | Primary efficacy endpoint Progression-free survival
® H Elotuzumab
f @ ': . . . Progression-free survival
Incllslon . o [e1] [&1] PFS from randomization - s SR
Haaios [e1¢B2] = = _2xVRD |—| Lenalidomice L el 3-year PFS rates
o 4XVRD +| ! Secondary endpoints (selection) ¢ T e |
Elotuzumab)| 2xVRD:2 § R pa i Overall: 67.7% (95% CI: 63.7-71.7%)
= ad O +  OS from randomization 2
< A X s Py . 9 0, . i 0,
» CR rates after induction / consolidation £ . Auzie S¥ (Bl 00.9:16.5)0)
~ Induction [Consoieation)] [TWaintenancay] ©  Destresponse on treatment k= A2: 68.5% (95% Cl: 60.7-76.4%)
« 4 2
o 1‘2 B 2 % . AVs 54 60 68 B1: 66.2% (95% CI: 58.2-74.3%)
ARM Months s nce randomization
A1: 130 121 118 106 97 94 88 70 40 18 4 0O B2: 67.2% (95% CI: 59.2-75.2%)
A2: 141 126 118 110 104 100 90 79 52 25 5 0
B1: 137 120 117 113 105 88 87 e 51 28 - 0

B2:

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

3+El0R, RV, lenaloride, bonezomv, D

val; ISS, International Staging System; 85

Al RVA*R: A2 RVA+ELR B1: ElRVIIR, B2
dexamathasone; €0, elotuzumab, PFS, progression-fr
% CI: 95% confidence interval

GMMOG and Heidelberg University Hospital | ASH Annual Meeting 2021



Dara-KRD

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
JR— 5 = L Lenalidomid
[Dan-l(kd x4 L AHCT ] L Dara-KRd x 4 ~ | Dara-KRd x 4 s I\::;l::e:::c:
. ) ) J

’:f ? 2" MRD (-) ? 2" MRD (-) ? 2" MRD (-)

e ) (<10°%) o (<10%) o (<10°%)
o o

= 2 s s

I:! MRD assessment by NGS

{”M RD-SURE” -Treatment-free observation and MRD surveillance*

*24 and 72 weeks after completion of therapy

Best IMWG response by phase of therapy

1 1 * 6 progressions during therapy
* 1 during induction,
33% * 1after AHCT
* 4 on consolidation
63% ] 67%
89% 84% || sex * Allwithgain/amp of 1q
S 2R + 5/6had 2+ HRCA
52%
25% 7%
12%

Post Induction Cycle 2 || Post induction Cycle4  Post Jansplant (N=123) MRD-based consolidation
(N=123) (N=123) (N=123)

EBSD BPR ODVGPR BCR OsCR

MASTER trial

| MASTER trial |

Best MRD response by phase of therapy

All Patients 0 HRCA

NGS MRD < 10
Primary endpoint

BMRD(:) QMROD(

Pogt Induction Pogt l‘( MRO drected
consoldon

T MRO-Grected | V ﬂdx*ﬂ ?s: WY
tcrmlt)ﬂ:

NGS MRD < 10¢ :
Exploratory endpofpt

AMRO() OMRD(4 |

: A'ur ><~x< MRD S ;;Q‘_. wtuion ?» ..(
conoldton |
Nld)

MRD drected : Post Induction °:> b( MRD G
<¢r\olxa—l consold
w11y L

MASTER trial

HRCA = gain/amp 1q, t(4;14), t(14;16), t(14;20) or del(17p)

Post induction: 89% > VGPR, 38% MRD- 107 (primary end-
point), 24% 10° (exploratory end-point), including HR disease



Study Design — GMMG CONCEPT (NCT03104842)

UK

Results: Best response to therapy, 6 induction cycles

NDMM Patient with 1 Patient ND MM NOMM Patient with 1 Isa-KRd Induction
cycle (4 weeks) of MM cycle (4 weeks) of MM Cycle 1
treatment FISH-Analysis e Isatwimab 10mghg  day1,8,1522
Carfilzomib 0mg/m*  day1,2
ArmA gy ArmB Carfilzomib 6mg/m*  day8,9,15,16
N=117 I igh-risk disease I N=36 Lenalidomide *  25mg day1-21
I Transplant-eligible and $ 70 years of age I [ Transplant-ineligible or > 70 years of age ] 2 . % b
v . 28-day-cycle
*del 17p or t{4;14) or
|-KRd X3 +1q21 (>3 copies) + 1552/3 |'KRd X6 Isa-KRd Induction
Cycle 2-6
Stem Cell Mobilization Isatuximab lomghg dayl15
¢ 1 Carfilzomib 3bmg/m* day1,2,8,9,1516
M Lenalidomide **  25mg day1-21
I-KRd % 3 I-KRd x 2 Dexamethasone*** 40mg*  day1,8,15,22
—— T 28-day-cycle
| MEL200 : ASCT
MEL200 +ASCT ifno CR pe "
—_— I_KRd X 4 Cy-based mobiisation was moved in an amendment to time point
after 3 induction cycles
i **Dose adaption of lenalidomide according to renal function
I-KRd x 4 B orbck oo
1
I-KR Maintenance e sy I-KR Maintenance

Isa-KRD

Leipoldt LB et al, EHA 2021

All evaluable patients: n = 50

¢ [Overall response rate (ORR, 2 PR): 100%

* |> VGPR : 90%; CR/sCR: 46%
* Arm A:41/46 > VGPR
* Arm B: all (n = 4) VGPR

* |Arm A: MRD-assessment in 33 patients during
induction

* 20 patients MRD negative

+ 11 patients MRD positive | 60% MRD neg I :

* 2 not assessable

sCR

CR

VGPR

PR

Results of MRD assessments after induction treatment are not reported and available yet

Progression-free Survival
*

progression free survival
50 % 75%

25%

 ——

Median follow-up: 24.9 months

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

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

Data cut-off: Jan. 26, 2021
(95%-confidence level)

time since inclusion in months
Subjects: 50 48 a4 40 39 34 25 17

9

6

1

40/50 patients were relapse-free after 1 year
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Daratumumab, Cyclophosphamide, Bortezomib, Lenalidomide, p O PTI M U M

Dexamethasone (Dara-CVRd), V-Augmented Autologous Stem Cell MUKOS
Transplant (V-ASCT) and Dara-VRd Consolidation in Ultra-High Risk

(UHIR) Newly Diagnosed Myeloma (NDMM) and Primary Plasma Cell ;

Leukemia (pPCL) Compared with Myeloma Xl Trial Treatment for INVESTIGATORS
UHiR MM: the UK OPTIMUM/MUKnine Trial.

Martin F. Kaiser, Andrew Hall, Katrina Walker, Nicola Newnham, Ruth M Dara-CVRD Vs Myeloma XI (KCRD or CRD)
De Tute, Sadie Roberts, Emma Ingleson, Kris Bowles, Mamta Garg, (Ultra_HR and PPCL, de_escalation)

Anand Lokare, Christina Messiou, Graham Jackson, Gordon Cook, Guy
Pratt, Roger G. Owen, Mark T Drayson, Sarah R Brown, Matthew W
Jenner

Digital comparator trial - OPTIMUM

Trial therapy éQPTIMUM :
OPTIMUM Dara- V-HD

Max Max 6 cycles 6 Cycles 12 Cycles Until progression
2.oycles (inc! bridging) Start 100:120d post ASCT. ‘Digital 18 months PFS comparison
Dara-CVRd V-HD-MEL Dara-VRd comparator’ Bayesian framework
+ASCT The Prior
T B S e
s Melleaﬂ h:200 mpm?
Cycie 3+: Day 1 oo ) mg Day wydroma ) KCRd/ HD ~ore ‘
Cyclophosphamide po 500 mg l\uldopous Stom ot .8, 15, 22 Days 1 A D1} CRd +ASCT 4
Bortazomts sc 13 mom? aosiantstioa : o g 7
Oay O b — =
Dy}, 6,015 Delmmelhasonepolﬂ z
Lenalidomide po 25 mg Bortezomib 1.3 mg/m? OPTIMUM design:
114 - P . . .

mum{‘o& po 40 mgt D’é’ie«&ir;'f Dey 1. a |5 22 Near-concurrent e'xterr!a| dataset: W|nn|nlg arms from I.arge phase 3 Myeloma XI tna] )

Doys 1.4. 8. 11 haematopoletic recavery 284 cycles - KCRd (carfilzomib, cyclophosphamide, lenalidomide, dexamethasone) or CRd induction

- Recruited in same healthcare system, same geography, virtually identical trial entry criteria

Trial objectives At time of OPTIMUM design, results for MyXl KCRd or CRd were not yet analysed

Evaluate efficacy of Dara{C)VRd before and after ASCT in Ullra H:gh Rlsk MM and PCL - Pre-define probability threshold for range of possible outcomes 8
*» Progression free survival at 18 ) Broan s sial. B1 Open 2020
S Res: se and MRD afler induction and ASCT ASH 2021 Presented by: :é:‘f'l;l‘\n:i::zz:, MD, FRCP, FRCPath #ASH21 Conle;ﬂez:‘:Is\;?;:‘rereszgll:‘::);lolrsu;;r:pe'ly of the author. ol PL ()(lu 12021

+ Determine safety and toxicity of Dara.CVRd induction and Dara-VRd consolidation Momn S otw PV Opm 2900 @

Presenied by: Martin Kalser, MO, FRCP, FRCPath BASM21 Contenl of Ihis presenindon is prope-ty of the suthor.
Kaisor Petmission required foe use




Central response results Central response results - MRD

Safety population Evaluable* population
(n=107) (n=102/n=96) Safety population Patients with valid* MRD resul
Response | Endof 100120 days R ‘ ORR 9% , . (n=107) (n=87/n=83)
salty induction | post-ASCT . ORR 34 100% ORR¥A NRD Endof | 100-120 days [RELLLIR 100% -
Population o ORR 83% - 2% - Sifety induction | post-ASCT
(n=107) VPR : r 8 2VGPR Population 80 4 8% 4
' 80% 4% SVGPR - 87% [":"m
CR 23(21.5%) 50 (46.7%) 60% F7oy  60% '
60% 4 GU% 1
: 1% MRD-n 44 (41.0%) 68 (63.6% 4
VGPR 62(57.9%)  34(31.8%) 40% 40% y | ) L
o B50K ST - a MRDgos  3(A02%)  15(140%) a noudng % 1
d%CRE
Inadequate or no
PD 1(0.9%) 7(6.5%) 0% 0% elq 16(14.0%)  13(121%) 20 MRD-neg 0%
End of Induction  Day 100-120 post-ASCT End ofinduction ~ Day 1004120 post-ASCT sample
PR ®wVGPR mCR PR sVGPR mCR
[Tel?cehf[;m ot 5(4 7%) 1 (10 3%) ‘tvaluable = having reached respective imepoint of PD :e‘;n‘fh?c‘lm n°l 5{4,7%) ” “03%) ma U%
. . v h )
After induction PPCL (evaluable D100-420; =) End of Inducliu] Day 100-120 post- End of induction Day 100-120 post-
ORR 94%, + CR: 2(25%) ASCT A ASCT
v VGPR; 2(25%) BMRD-negative (10-) -negative [10-
i VGPR 80% v PR 2(25%) *yalld = measyrabie and meeding posilve or
v PD: ) (25% ) negalive crilera

After induction MRD- 10> 41%
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OPTIMUM
Myeloma XlI/+

Optimum 81.7%

OPTIMUM 18 month estimate:

81.7% (95% CI: 74.2, 89.1) Mye|°ma X! 65.9%

) XI/+ 18 month estimate
57.3,74.4)

9 12 15 18 21 24 27 30
Months since registration/randomisation

Number at risk (number censored)

96(4) 90(4) 89(4) 84(4) 72(14) 55(30) 42(42) 29(55)

110(3) 101(3) 98(3) 89(3) 77(3) 66(3) 56(5) 45(10) 38(13)

Dara-CVRd (OPTIMUM) vs. KCRd vs. CRd (Myeloma XI)

100 4
Optimum 81.7%
84
£ KCRD 68.3%
E - PFS at 18 months
:
; CFINUY 1§ ngsth whimale
8 47+ NG 4280
4 AR 0 KERD 18 et e il
BE YA MU0 A 028
4 CRD 64.5%
20
n- T T T T T LS L T T v T
0 3 0 9 i 1% " 2 A 2 o
Vonihs sirce registration/randomisation
Number at risk (numb d

OPTIAM 107(0) 13610) (%) B6(6) 93(6 BA(O) BA@) 72(16) S5(3) €2(42) 29(55)
Myeloma Xie KCRD  41{0) 39(C) 39(0) aT(C) 35(0) 32(C) 28(0) 28(0) 25() 6(H 13 (%
Myekera XUe CRD T9(1) 7641) T7143) 644 6203) ST() 49} 28(H N3 VR B@

Presenled by; Martin Kalser, MO, FRCP, FRCPath BASM21 Conlenl of Ihis presantudon is propety of the aulhor,
¢ ASH 2021 @MyMKaiser Permistinn required foe use



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

Dara-IRD (extended induction,
standard risk)

IFM 2018-01 study design

xazomib 3mg lenalidomide 25mg ~ Dexamethasone d0mg  Daratumumab 16mg/kg (IV)
01,04, 08, 011 01014 D1, 08,015 C1:4:01,08,015; C5.6: D1, D15
w
Mobilization & HSC collection
Cyclophosphamide 3g/m! IV G-CSF 10 ugfeg/d HSC collection
NDMM < 66y
FISH screening
Not(4:14) Intensification & ASCT
No t{14;16) Melphalan 200 mg/m' IV 0-2 HSC nfusion 00 PegG-CSF D+

No del17p ’
Consolidation IRdDara_28d-cycles 7-10

Iazomibdmg — Lenalidomide 25mg Dexamethasone 20mg  Daratumumab 16mg/kg (V)
01,08,015 01021 €760, 08,015,022, €9:40.01, 015 01,015

\ 4

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

Lenalidomide 10 mg D1-D21

Perrot A et al, ASH 2021

IMWG Responses

IMWG response rates

97,7% 97,7%

95,3%
90,0
32,6
25,0

Post ASCT
(n=44)

97 6% 95,2%

100,0%
90,0%
80,0%
70,0%
60,0%
50,0%
40,0%
30,0%
20,0%
10,0%

0,0%

Postinduction
(n=41)

Post consolidation
(n=43)

After 1y
maintenance

(n=42)

m2CR/sCR wm2VGPR m2PR

Eeeeeeeeeeee——)

L] -
MRD kinetics MRD negativity rates
(123
514% 513%
$0%
o -5 -6 39,5%

28.1% 107 and 6.3% 10

40% 34,4%
- 303%
29,0% :
0% 1% ’ = MRD negativity at 10-5
MRD negativity at 10-6
0%
10% 8.3%
0%
n=32 n=32 n=34 n=33
Post Induction Post ASCT Post consolidation After 1y malntenance
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Response rates after|induction|of the main triplet and

quadruplet drug combinations

NGF
B =CR Bl MRD - (10-)
e MCF, NGS, threshold, n. cycles, time-points
(10%)* NGS
MCF (10
(10%)
HGF NGS
(3x102) (10%)
NGS
I [mﬂ I
VRDx6  KRdx4 KRdx4  KRdx4 DVTdx4 DVRdx4 DXKRdx4 DIxaRdx6 Isa-VRdx3
(PETHEMA)  (MMRC) (IFM) (FORTE) ||(CASSIOPEIA) (GRIFFIN) (MASTER)  (IFM) (GMMG-HDT)

* Only patients with = CR




EMNO2/HO95: Phase IIl Study Design

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

Consolidation

HDM* + single/double ASCT [ » Centers with single Centers with
(n = 695) ASCT policy double ASCT policy VTD: upgrade to CR by 30%

VRD: upgrade CR 38% vs 26%
(n = 208)

Double ASCT

Second randomization

VRD x 2 Consolidation No Consolidation Single ASCT
T ] (n = 280)

Maintenance lenalidomide

EMNO2 phase 3 study of VRD consolidation STaMINA phase 3 study of VRD consolidation
=y vs no consolidation vs no consolidation
PFS by R2 100+ PFS (ITT analysis) —

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

80

§° <
— ’ Y © 1
100 § B 3 601
2 no consolidation = -
] 8 -
3 2 40| 38bonthEstimate and 95%CI
g g | AutolAuto: 56.5 (49.4, 62.9)
. 75 2 N—lm- B 2] AutoRVD: 567 (50.0,628)
3 0 consolidation n o
& O 257 \ro s i Auto/Maint: 52.2 (45.4, 56.6)
§ CoX LR P=0,045 (adjusted for 1% randomization) 0 ‘ ; - . -
e 0 12 2% 38
Q 50 VRD consolidation SRS
ko
2 Induction regimen (%) VD (100) VCD (13.4). VRD (57)
a3 No consolidation . )
254 Pre-planned induction thp (mths) 2-3
- Failure to receive double ASCT (%) 19.8
\N”% Bonsolidlation izz gpeﬁi > E 0
. VRD consolidation 451 251 usted p=0.016 Double ASCT plus Consolidation (%) 50 0
I I I I I I 1
0 12 24 36 48 60 72months34 Maintenance therapy Len (10 mg) Len (10-15 mg)
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ANSWERS

* Induction without transplant frontline? No (not yet)

e Best induction treatment: will quadruplets substitute triplets?
Yes (five-drug combinations are under investigation)

 Therapeutic synergy of induction treatment: the renaissance
of consolidation? Probably yes

 MRD: the new endpoint of (any?) treatment?



