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D-RVd vs RVd: Study Design

= Retrospective comparative analysis of patients with newly-diagnosed MM who
received D-RVd or RVd induction therapy

. — D-RVd Standard risk:
Newly-diagnosed, (n=326) Lenalidomide maintenance until disease

tranSpIant'eligible patients Daratumumab IV or SC on D1,8,15 Q21D x C1-4 and D1 only ASCT progression
with standard-risk or if C5-6 given; Lenalidomide 25 mg PO D1-14 Q21D;
. . Bortezomib 1.3 mg/m? D1,4,8,11 Q21D; Dexamethasone —_—
*
high-risk* MM 40 mg PO D1,8,15 Q28D High risk:
(N =1326) RVvd Proteasome inhibitor/IMiD maintenance
*del(17p), t(4;14), t(14;16), or complex (n = 1000) for 3 yr or until disease progression

karyotype at diagnosis
Lenalidomide 25 mg PO D1-14 Q21D; Bortezomib 1.3 mg/m?
D1,4,8,11 Q21D; Dexamethasone 40 mg D1,8,15 Q21D

= Primary endpoint: >CR rate
= Secondary endpoints: PFS, OS, 2VGPR, rate of MRD negativity

Joseph. ASH 2023. Abstr 647.




D-RVd vs RVd: Results

RVD D-RVD Progression Free Survival Overall Survival

= VGPR 2 VGPR I I D-RVd mPFS NR i - D-RVd mOS NR
0, ar
Lok 86.4% . . RVd mOS 128.9 months
2 VGPR 2VGPR . i
86.8% 95.6% § RVd mPFS 67.5 months ‘é
=] ] HR 0.34 (91% CI 0.2-0.67) . HR 0.53 (91% C1 0.3-0.96)
s p<0.001 w p=0.037
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 0 12 24 356 48 60 72 B4 96 108 120 132 144 156 168
3.7 Time (months) Time (months)
11 0.3 0.3 £ 1-year PFS, D-RVd vs RVd: 98% vs 93% 1-year OS, D-RVd vs RVd: 99% vs 97%
0.7 2-year PFS, D-RVd vs RVd: 93% vs 82% 2-year OS, D-RVd vs RVd: 94% vs 91%
Post-induction Post-transplant Post-induction  Post-transplant Median follow up DRV 18 months, RVd: 87 months Median follow up DRVd: 18 months, RVD: 96 months

ORR o eEm PFS & 0S

Overall cohort

RISS 3 mPFS NR D-RVd mPFS NR

Cumulative Survival
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§

RVd mPFS 49.9 months R'ISS

o ‘t . L E)
E ]| ' Time (months)
! . RISS 1 mPFS 99.7 months S{ps ool
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o\ = Time (months)
38 .. RISS 2 mPFS 53.5 months
..
| RISS 3 mPFS 31.1 months
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Results of the Phase lll Randomized IsKia Trial: Isatuximab-Carfilzomib-Lenalidomide-
Dexamethasone Vs Carfilzomib-Lenalidomide-Dexamethasone as Pre-Transplant Induction

and Post-Transplant Consolidation in Newly Diagnosed Multiple Myeloma Patients
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IsKia EMN24 Study Design

42 active sites; enrolilment: Oct 7, 2020 - Nov 15, 2021

Induction
Four 28-day cycles

Key eligibility
criteria:

TE NDMM patients
aged <70 years

Stratification:

- Centralized FISH
(standard risk/missing
vs. high risk defined as
del(17p) and/or t(4;14)
and/or t(14;16);

- 1SS (lvs. Il and Il)

4 XKRd

K: 20 mg/m? IV dd 1 cc 1 only;
followed by 56 mg/m? IV dd
8,15 cc 1 and dd 1,8,15 cc 2-4

R: 25 mg PO daily dd 1-21
d: 40 mg PO dd 1,8,15,22

Post-ASCT consolidation

N=302

‘9 American Society of Hematology

4 Xlsa-KRd

Isa: 10 mg/kg IV dd 1,8,15,22
cc 1, followed by 10 mg/kg IV
dd 1 and 15 cc 2 to 4.

K: 20 mg/m? IV dd 1 cc 1 only;
followed by 56 mg/m?2 IV dd
8,15 cc 1and dd 1,8,15 cc 2-4

R: 25 mg PO daily dd 1-21
d: 40 mg PO dd 1,8,15,22

MOBILIZATION
Cy: 2-3 g/m?
followed by

G-CSF
for stem-cell collection

and

MEL200-ASCT
MEL: 200 mg/m?
followed by
ASCT

4 XKRd
K: 56 mg/m? IV dd 1,8,15

cc 5-8
R: 25 mg PO daily dd 1-21
d: 40 mg PO dd 1,8,15,22

4 X|sa-KRd

Isa: 10 mg/kg IV dd 1,15 cc
5-8

K: 56 mg/m? IV dd 1,8,15
cc 5-8

R: 25 mg PO daily dd 1-21
d: 40 mg PO dd 1,8,15,22

i

Primary endpoint:

MRD negativity by NGS after
post-ASCT consolidation

Key secondary
endpoints:

MRD negativity after
induction;
PFS

Other secondary
endpoints:

Sustained MRD negativity

MRD by NGS

TE, transplant-eligible; NDMM, newly diagnosed multiple myeloma; FISH, fluorescence in situ hybridization; del, deletion; t, translocation; ISS,
International Staging System stage; R, randomization; Isa, isatuximab; K, carfilzomib; R, lenalidomide; d, dexamethasone; IV, intravenous; dd,
days; cc, cycles; PO, orally; Cy, cyclophosphamide; G-CSF, granulocyte colony-stimulating factor; MEL, melphalan; ASCT, autologous stem-cell

transplantation; MRD, minimal residual disease; NGS, next-generation sequencing; PFS, progression-free survival.



Primary Endpoint:

Post-consolidation MRD negativity (ITT analysis)

100%
90%
80%
70%
60%

50%

Patients (%)

40%
30%
20%
10%

0%

NGS, 10

OR 1.67, p=0.049

77%
67%

Isa-KRd (N=151)  KRd (N=151)

Patients (%)

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

0%

NGS, 10®

OR 2.29, p<0.001

67%

48%

Isa-KRd (N=151)  KRd (N=151)

>VGPR after consolidation was 94% in both arms; >2CR 74% vs 72% and sCR 64% vs 67% in the IsaKRd vs KRd arms.

Consistent MRD results were detected by next-generation flow
In the logistic regression analysis, ORs, 95% Cls, and p-values were adjusted for stratification factor.

o

S 5 - -
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MRD, minimal residual disease; ITT, intention to treat; NGS, next-generation sequencing; OR, odds ratio; p,

p-value; Isa, isatuximab; K, carfilzomib; R, lenalidomide; d, dexamethasone; Cl, confidence interval.



MRD negativity rates improved over time

(10-)

100%
__ 80%
X
~  60%
(%))
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S 40%
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& 20%
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(10°%)  100%
80%
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40%

Patients (%)

20%

0%

e

Isa-KRd KRd
(N=151) (N=151)
77%
64% 67%
45% 49%
26%
Post induction Post ASCT Post Post induction Post ASCT Post
consolidation consolidation
Isa-KRd KRd
(N=151) (N=151)
67%
>2% 48%
27% 27%
14%
Post induction Post ASCT Post Post induction Post ASCT Post

consolidation

@& American Society of Hematology

MRD, minimal residual disease; p, p-value; ASCT, autologous stem-cell transplantation.

consolidation



Post-consolidation MRD negativity by NGS

Subgroup analysis
10" cut-off 106 cut-off

OR (95% Cl) Interaction p OR (95% Cl) Interaction p

Overall —— 1.67 (1.00-2.80) Overall —a— 2.29 (1.43-3.67)
Cytogenetic risk Cytogenetic risk
as per IMWG? as per IMWG?

Standard risk — 1.70 (0.92-3.12) 0.6638 Standard risk —— 2.10(1.22-3.61) 0.203

High risk . 2.30 (0.68-7.76) High risk - 4.95 (1.48-16.61)
N of HRCA: N of HRCA:
0, 1, 2+ HRCAP 0, 1, 2+ HRCAP

0 HRCA -1 1.60 (0.75-3.41) 0.839 O HRCA — 2.21(1.14-4.27) 0.2982

1 HRCA - 1.86 (0.76-4.57) 1 HRCA T 2.04 (0.88-4.70)

2+ HRCA . 2.76 (0.52-14.56) 2+ HRCA 9.05 (1.57-52.14)
R-ISS R-ISS

I —_— 1.48 (0.58-3.75) 0.7401 | —— 2.03 (0.89-4.63) 0.7766

1= — 1.79 (0.94-3.43) =111 —a 2.35 (1.30-4.26)
R2-ISS R2-ISS

[ 1.14 (0.36-3.60)  0.3844 I e 1.76 (0.66-4.69) 0.4363

Il —_— 3.08 (1.13-8.38) Il e 3.71 (1.54-8.93)

H-=v —_—1T 1.49 (0.67-3.27) 1Y — 1.92 (0.92-4.02)

T T T T
0.15 1 14.56 0.20 1 52.14
— —
Favors KRd Favors Isa-KRd Favors KRd Favors Isa-KRd

9High-risk cytogenetics per IMWG criteria were defined as the presence of t(4;14), t(14;16), or del(17p); Chng WJ, et al. Leukemia. 2014 Feb;28(2):269-77. doi: 10.1038/leu.2013.247.%1 HRCA was defined as the presence of one of the following high-risk cytogenetic abnormalities:

o S del(17p13.1), t(4;14) (p16.3;q32.3), t(14;16) (q32.3,q23), gain(1q21), or amp(1q21); 2+ HRCA was defined as the presence of at least two high-risk cytogenetic abnormalities. °R2-ISS definition: A value was assigned to each risk feature according to their OS impact (1SS 11l 1.5, ISS Il 1, del(17p)
= . 1, high LDH 1, t(4;14) 1, and 1g+ 0.5 points). Patients were stratified into four risk groups according to the total additive score: low (R2-1SS-1, 0 points), low-intermediate (R2-ISS Il, 0.5-1 points), intermediate-high (lll, 1.5-2.5 points), high (IV, 3-5 points). See D'Agostino M et al. J Clin Oncol.
'x - 2022 Oct 10;40(29):3406-3418. doi: 10.1200/JC0.21.02614. Erratum in: J Clin Oncol. 2022 Dec 1;40(34):4032. ?Palumbo A, et al. J Clin Oncol. 2015 Sep 10;33(26):2863-9. doi: 10.1200/JC0.2015.61.2267. Abbreviations: MRD, minimal residual disease; OR, odds ratio; Cl, confidence interval;
‘-*'2_(#: -.. p, p-value; R-ISS, Revised International Staging System stage; R2-ISS, Second Revision of the International Staging System stage; K, carfilzomib; R, lenalidomide; d, dexamethasone; Isa, isatuximab; del, deletion; t, translocation; amp, amplification.




Post-consolidation MRD negativity by NGS

Subgroup analysis by cytogenetic risk

Very high

NGS, 10 NGS, 10°

risk risk
1 A
100% f \ 100% f \
90% 90%
S0% 79% 78% 77% 80% 7%
X 0% 70%
2
c  60% 60%
Q
T 50% 50%
[a
40% 40%
30% 30%
20% 20%
10% 10%
0% 0%
0 HRCA 1 HRCA 2+ HRCA 0 HRCA 1 HRCA 2+ HRCA
m |sa-KRd = KRd u |sa-KRd = KRd

1 HRCA was defined as the presence of one of the following high-risk cytogenetic abnormalities: del(17p13.1), t(4;14) (p16.3;,932.3), t(14,;16)

(g32.3;q23), gain(1q21), or amp(1q21); 2+ HRCA was defined as the presence of at least two high-risk cytogenetic abnormalities.

isatuximab; K, carfilzomib; R, lenalidomide; d, dexamethasone; del, deletion; t, translocation; amp, amplification.

P _ _ _
%Gf;% i Americ an Seciety of Hematolo gy MRD, minimal residual disease; NGS, next-generation sequencing; HRCA, high-risk cytogenetic abnormalities; Isa,



Phase 3 Randomized Study of Daratumumab +
Bortezomib, Lenalidomide, and Dexamethasone
(VRd) Versus VRd Alone in Patients With

Newly Diagnosed Multiple Myeloma Who Are
Eligible for Autologous Stem Cell Transplantation:
Primary Results of the PERSEUS Trial*

*ClinicalTrials.gov Identifier: NCT03710603; sponsored by EMN in collaboration with Janssen Research & Development, LLC.

Pieter Sonneveld,’ Meletios A. Dimopoulos,? Mario Boccadoro,® Hang Quach,? P. Joy Ho,®> Meral Beksac,® Cyrille Hulin,”
Elisabetta Antonioli,® Xavier Leleu,® Silvia Mangiacavalli,’® Aurore Perrot,'" Michele Cavo,'? Angelo Belotti,’* Annemiek Broijl,’
Francesca Gay,'® Roberto Mina,' Inger S. Nijhof,'5¢ Niels W.C.). van de Donk, > Eirini Katodritou,'” Fredrik Schjesvold,®

Anna Sureda Balari,' Laura Rosifiol,?° Michel Delforge,?' Wilfried Roeloffzen,?2 Tobias Silzle, Annette Vangsted,?

Hermann Einsele,?® Andrew Spencer,?® Roman Hajek,?” Artur Jurczyszyn,?® Sarah Lonergan,' Tahamtan Ahmadi,?® Yanfang Liu,3°
Jianping Wang,3° Diego Vieyra,3° Emilie M.). van Brummelen,® Veronique Vanquickelberghe,3® Anna Sitthi-Amorn,3°

Carla ). de Boer,*® Robin Carson,3° Paula Rodriguez-Otero,3' Joan Bladé,3? Philippe Moreau3?




PERSEUS: Study Design

Maintenance

R
R: 10 mg PO Days 1-28 until PD

Induction Consolidation
. VRd VRd
8 V: 13 mg/m2SC V: 1.3 mg/m25C
~ Days 1.4,8. 11 Days 1.4, 8,11
Key " R: 25 mg PO Days 1-21 R: 25 mg PO Days 1-21
eligibility S d: 40 mg PO/ Days 1-4,9-12 g d: 40 mg PO/IV Days 1-4,9-12
criteria § -
- Transplant- B D-VRd v} D-VRd
eigivie NOMM DARA: 1,800 mg SC* g DARA: 1,800 mg SC®Q2W
. A‘.'ls.70y'.fs -4 QW Cycles 1-2 - VRd admini 3
. Q2W Cycles 34 ministered as in
ECOGPS =2 E the VRd D
S VRd administered as in
- the VRd group
4 cycles of 28 days 2 cycles of 28 days
Primary endpoint: PFS¢

Key secondary endpolnts: Overall =CR rate,® overall MRD-negativity rate,® OS

Sonneveld. ASH 2023. Abstr LBA.

28-day cycles
A A\
Discontinue DARA therapy only Restart DARA therapy
after 224 months of D-R maintenance for upon confirmed loss of CR
patients with =CR and 12 months of without PD or

sustained MRD negativity

recurrence of MRD




PERSEUS: PFS & OS

Median follow-up: 47.5 months

48-month PFS

< 1004 1
< -~ 184.3%
] D-VRd
= 804 1
& 167.7%
a VRd
e |
< :
X |
£ |
2 1
g 20- |
- HR, 0.42; 95% Cl, 0.30-0.59; P <0.0001 !

0 T T T T T T T T T T T T T T T ; T 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 M4
N Months
0. at risk

VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0
DVRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 n 0

= D-VRd
VRd
80
[-7]
£
£
2
® 401
VRd
20 (n = 354)
HR, 0.73 Events, n (%) 34 (9.6) 44(12.4)
0 1 1 1 I 1 1 1 I I I 1 1 1

1 I 1 T 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months
No. atrisk

VRd 354 343 337 334 328 322 322 319 317 315 310 307 303 298 296 263 127 27 1 ]
DVRd 355 347 343 341 338 335 331 329 329 326 325 323 321 316 312 284 135 21 1 0

Sonneveld. ASH 2023. Abstr LBA. - 0S data trend favorably for D-VRd




PERSEUS: PFS in Prespecified Subgroups

D-VRd VRd

Subgroup no. of progression events or deaths/total no. . HR (95% Cl)
Sex !

Male 36/211 61/205 —— 0.51(0.34-0.77)

Female 14/144 42/149 . @ { : 0.29(0.16-0.53)
Age I

<65y 30/261 84/267 —— ! 0.30(0.20-0.46)

265y 20/94 19/87 I ® 1 0.97(0.52-1.81)
Race !

White 47/330 95/323 —— | 0.42 (0.30-0.60)

Other 3/25 8/31 } | : { 0.40(0.11-1.50)
ISS stage i

| 18/186 35/178 ' ® i 0.46 (0.26-0.81)

Il 19/114 43/125 —— ! 0.37(0.22-0.64)

1] 13/55 25/50 I L i 0.42(0.22-0.83)
Type of MM i

IgG 28/204 58/185 —e— ! 0.36 (0.23-0.57)

Non-IgG 13/78 31/96 I L i 0.46(0.24-0.88)
Cytogenetic risk :

Standard risk 25/264 62/266 —e— 1 0.35(0.22-0.56)

High risk 24/76 38/78 —e— 0.59(0.36-0.99)

Indeterminate 1/15 3/10 “ L r 1 0.16(0.02-1.56)
ECOG PS -

0 28/221 60/230 e 1 0.42(0.27-0.66)

21 22/134 43/124 —— : 0.41 (0.25-0.69)

I Ll L I Ll LI | LI | ‘I L L L) L L L LI | I
0.1 1 10

»
v

Favors D-VRd Favors VRd

* PFS was improved with D-VRd versus VRd across clinically relevant subgroups

Sonneveld. ASH 2023. Abstr LBA.




PERSEUS: Overall 2CR Rates & Sustained MRD-
negativity Rates

VRd D-VRd
0Odds ratio
P <0.0001* Subgroup no. of patients with *CR/total no. (%)
0dds ratio, 3.13 (95% Cl, 2.11-4.65) o T
100 7 Male 143/205 (69.8) 185211 (87.7) : e 3.08(1.865.12)
90 4 >CR87.9% Female 105/149 (70.5)  127/144 (88.2) | Fe— 313(169580)
65y 186/267 (69.7) 235/261 (S0.0) : o 3594 (2.436.37)
80 = 265y 62/87 (71.3) 7794 (81.9) l'—‘—l 1.83(0.91-3.68)
2CR70.1% Race i
X 70 4 White 226/323(70.0) 289/330 (87.6) | e 3.03(2.02-453)
O ssOthef 22131 (71.0) 23725 (92.0) —®—> 470 (0.91-24.25)
= 4 ISS stage I
g %0 1 129/178 (72.5)  167/186 (89.8) | e 3340187595
T 50 J n 84125(67.2) 101/114(88.6) | —e—t 379(191.7.54)
E m 34/50 (68.0) 44/55 (80.0) H—e— 1.88(0.77-4.58)
8 40 W sCR  Typeof MM !
Q ] IgG 122/185(65.9)  178/204 (87.3) : e 3.54(2.12:5.90)
b4 CR Non-igG 7396 (76.0) 72/78 (92.3) | F—e—1 378(1.459.83
o 30 A Cytogenetic risk I
Standard risk 182/266 (68.4)  234/264 (88.6) | e 300227570)
20 4 High risk S9/78(756) 6376 (82.9) Fre—i 1.56 (0.71-3.44)
25,4 Indeterminates 7/10 (70.0) 15/15 (100) 1 INE (NE-NE)
10 4 18.6% L% ECOG PS 1
1] 160/230 (69.6) 1957221 (88.2) 1 e 3.28(2.00-5.39)
0 21 B8/124(71.0)  117/134 (87.3) | e 2,32(1.495.3y
D-VRd VRd T T
(n=355) (n=354) Favors VRd Favors D-VRd
MRD negativity (10-5) MRD negativity (10°%) Sustained MRD negativity (10-%) 212 months
P <0.0001" P <0.0001"® P <0.0001¢
0Odds ratio, 3.40 0Odds ratio, 3.97 0Odds ratio, 4.42
(95% Cl, 2.47-4.69) (95% CI, 2.90-5.43) (95% CI, 3.22-6.08)
64% (207/322) of patients receiving 32 ! i il :g )
. . 70 - 70 - 65.1% 1 64.8%
maintenance in the D-VRd group * o |
. . o ek -l i
discontinued DARA after achieving 5 50 - 50 - 50 -
sustained MRD negativity per Sl 40 1 2.2% 40 1
30 4 30 1 30 4
&
protocol 8 . 20 - 20
= 10 4 10 10 4
0 4 » 0 v 0
Sonneveld. ASH 2023. Abstr LBA. D-VRd VRd D-VRd VRd D-VRd VRd

(n=355)  (n=354) (n=355  (n=354) (n=355) (n=354)




Daratumumab Carfilzomib Lenalidomide and Dexemethasone induction
and consolidation with tandem transplant in high-risk newly diagnosed
myeloma patients: results of the phase 2 study IFM 2018-04
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Lionel Karlin’, Martine Escoffre®, Caroline Jacquet?, Mourad Tiab?, Xavier Leleu!!, Hervé Avet-Loiseau?, Alexandra Jobert!?,

Lucie Planche??, Jill Corre?, Philippe Moreau?
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Clinique, CHU Dijon Bourgogne, France. ’ Hopital Lyon Sud, Pierre-benite, France. *Service d’hématologie, CHU de Rennes, France. ? Service d’hématologie, CHU Nancy,
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IFM 2018-04: Results
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- N . Extramedullary disease 4 (8%)
Induction Consolidation Maintenance i
i 3(6%
Dara-KRd x 6 Dara KRd x 4 Dara Len 2 years primary PCL (E%
High-risk (HR) cytogenetics 50 (100%)
Dara: 16 mg/kg V Dara : 16 mg/kgIV D1015 del(17p) 20 (40%)
D1.D15 (Cycle 3to 6) (yco K:56mg/m2IvD1,8,15 %
K : (2036 mg/m21v e Dara : 16mg/kgIV every 8 weeks dell7p, t(14;16) 10 (20%)
D12,89, 1516 | M0 ] en: 15 mgotat MeiZN : :
Len: 25mgD1-21 p;elfi; m‘ Len; 10mg21/28 t( 14; 16) gain(1q) 25 (50%)
Dex : 20mg D1-2,89, 15-16,22-23 Dex : 40mgD1, 8,15, 22 del(1p) 6 (12%)
28-day cycle 28-day cycle >2 HR cytogenetic abnormalities * 30 (60%)
Response Rates * MRD negativity rates (NGS) * Progression-free survival )b B R G
100 100 4 N\ ( 1.00 I
= 1.00 =
i_so % 30 £ 0.75 w 3 7
B0 CRISCR : L 3 o 3
B 81% f 60 MRDQ‘(‘,)/‘M ’ 8 & o050
go ® 40 . [EC 0 ®
1 g =
} ‘ s 025
0 % 20 5 0.25 a
o 0 0,00 0.00
\e"' \o"b \«f\ « & 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
> & & ‘f ~"'\ Follow-up time (months) Follow-up time (months)
J‘f & &S 5 f a“‘ &S
> « & & S & «
& & 24-month PFS : 86% (77% - 97%) 24-month OS : 94% (87% - 100%)
WsCR  WCR WVGPR  mPR - <105 =W0-6 \_ 30-month PFS : 80% (68% - 94%) ) \_ 30-month OS : 91% (82% - 100%)

Touzaeu. ASH 2023.
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Carfilzomib-Lenalidomide-Dexamethasone (KRd) Vs. Lenalidomide-Dexamethasone (Rd) in
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EMN20: Study Design & Patient Characteristics

Study design

Randomized, multicenter, phase Il EMN20 trial (NCT04096066): KRd vs. Rd

NTE NDMM
fit/intermediate-fit
patients
N=82
o000

1:1 Randomization

KRd (n=42)
Carfilzomib (K):
- 20 mg/m? IV on day (D) 1 of cycle 1;
-56 mg/m?IVon D8, 150f cycle 1;on D1,
8, 15 of cycles 2-12; on D 1, 15 from cycle
13 onwards
Lenalidomide (R): PO 25mg D 1-21

* 20 mg/day on DL 8, 15, 22 for pts 275 yeans

> Until PD

/ MRD Neg Rd

\ MRD Pos

KR forsyears >

Rd > Until PD

Stratification for:
ISS
Fitness

*

Rd (n=40)

Lenalidomide (R): PO 25 mg on days (D) 1-21

(d): PO 40 mg/day® on D 1, 8, 15, 22

* 20 mg/day DLAL523 for pts 275 yeses

> Until PD

Screening

After 1 yr

After 2 yrs

t

MRD

*According to IMWG criteria

Bringhen. ASH 2023.

t

MRD

KRd Rd
(n=42) (n=40)

Age

median, years (IQR) 73 (70-76) 74 (72-76)

76-80 years, n (%) 11 (26) 13 (22)
ISS stage, n (%)

I 11 (26) 10 (25)

I 17 (40) 18 (45)

1l 14 (33) 12 (30)
Cytogenetic risk, n (%)

Standard 28 (78) 29 (78)

High* 8 (22) 8 (22)

Missing 6 3
Frailty status, n (%)

Fit 26 (62) 22 (55)

Intermediate-fit 16 (38) 18 (45)

Frail 0 0




EMN20: Results

70%
60%
KRd Rd
90 =42 =40 p-value 60%
80 r 2R | 40(95%) | 31(78%) | o.04 0% 50%
o 2VGPR | 39(93%) | 18(45%) | <0.0001 r M R D_ve rate
& 2CR 22(52%) | 2(5%) 0.0002 40%
50 30%
® ORR 2
30
20 10%
0
in 0% 0% 0% 0%
0 KRd Rd
KRd mlyr m2yrs  Sustained
Median follow-up: 31.4 months (IQR 25-34)
100% -
KRd vs. Rd: HR 0.28, 95% CI 0.13-0.60, p=0.0013
2
% 75% -
=
z KRd Rd
E son n=42 n=40
5 ! Events n=9 n=21
- i L
2 ! 2-year PFS 81% 48%
& 25%{ T knd !
g - Rd 5 Median PFS | Not reached 20.9 mos
0% 1 1 i 1 1 1 Il 1 1 1
Bringhen. ASH 2023. 0 3 6 9 12 15 18 21 24 27 30 PFS

Months




EMN20: Conclusions
Efficacy - NTE patients

MAIA

KRd! KRd? Dara-Rd?
No. of patients 46 45 42 368
Trial phase 1-2 2 3 3
Median age, yrs 59 60 73 73
K schedule 36 mg/m? 36 mg/m? 56 mg/m? -

Twice weekly Twice weekly Once weekly
(8 cy = R maintenance) (2-5 yrs = R maintenance)
CR/VGPR rate 70%/91% 56%/89% 52%/92% 51%/81%
MRD negativity 44% NGF 62% NGF 60% NGS 17% NGS
19% NGS

PFS 94% at 2 yrs 92% at 18 mos 81% at 2 yrs ~85% at 2 yrs

1. Jakubowiak AJ et al. J Clin Oncol. 2013; 31(15_suppl): Abstract #8543 [ASCO 2013 Annual Meeting]. Korde N et al. JAMA Oncol. 2015
Sep;1(6):746-54. doi: 10.1001/jamaoncol.2015.2010.; 3. Facon T et al. N Engl ) Med 2019;380(22):2104-15. doi: 10.1056/NEJMoal1817249.

Bringhen. ASH 2023.




GEM-2017. TIE-FIT: Study Design & Patient Characteristics

Induction Consolidation Maintenance
VMP ¢ Rd 9 DRd 4c DaraR
Bortezomib: 1.3 mg/m? SC twice per week C1 4% Daratumumab SC 1800 mg SC Dara 1800 mg SC Qdw 24c
and weeldy C2-C9 Lenalidomide 25 mg PO DI- weeldy C1-C2, Q2W C3-C4 Lenalidomide 10 mg D1-21 every

) 1 9
Nelphalan 9mg/m? PO D1-4 C1-C9 e R ECL Lenalidomide and LSBT End-points 2: Maintenance based on MRD status, PFS, and OS

Safety profile

Prednisone 60mg/m? PO D1-4 C1-C9 a?gd"\'féq"’f‘égwm mg PO dexame thasone MRD
-ve
KRD 18¢ ORd 4c Observation
Carfilzomib: 36 mg/m? IV twice per week C1-C2 and 56 mg/m* weekly C3-C18 Daratumumab SC 1800 mg SC

Lenalidomide 25 mg PO D1-21 every 28 days C1-C9 weekly C1-C2, Q2W C3-C4 Tt
Dexamethasone 40 mg PO weekly C1-C9 hggg:_:%ouﬂggnznd Dara 1800 mg 5C Qdw 24c
Lenalidomide 10 mg D1-21 every
Dara-KRD 18¢ 28 days until PD
MRD+ve

Daratumumab 1800 mg SC QW C1-C2, Q2W C3-C6 and Q4W C7-C18

Carfilzomib: 36 mg/m? IV twice per week C1-C2 and 56 mg/m? weekly C3-C18 End_point 2: Kinetics of MRD o
Lenalidomide 25 mg PO D1-21 every 28 days C1-C9 Observation
Dexamethasone 40 mg PO weekly C1-C9

End-point 1: MRD-ve VMP 9c-Rd 9c¢ KRD Dara KRd
(n=154) (n=154) (n=153)
GAH scale. Score calculation Age, median (range) 72 (65-80) 72 (65-80) 73 (66-80)
> 75 years 33% 34% 35%
ISS (I-11/111), % 66/28 68/32 69/28
Extramedular disease, n (%) 22 (14) 22 (14) 25 (16)
High-risk CA, n (%)
- del17/del17p/t(4;14)/t(14;16) 12(13%) 15(14%) 18(18%)
- del17/del17p/ 43(47%) 54(52%) 53(54%)

t(4;14)/t(14;16)/Gain/amp1q/del1p

Mateos. ASH 2023, GAH score, mean 18.25 19 19.35




GEM-2017. TIE-FIT: Results

OR= 3.95,p<0,0005

OR= 2.68, p<0,0005

100% r 1
84%
80% 75% . fa
66%
60%
o 33%
40% 5
0% : =
VMP-Rd (n=127) KRd (n=111) Dara-KRd (n=112)
B MRD-ve 10-5 M MRD-ve 10-6

Discontinuation
during 18 induction
cycles
Progression disease 25 (51%) 10 (23%)
OR: 0.51,
p=0.01
Toxicity 8 (16%) 14 (32%)
OR. 2.47,
p=0.06
Toxicity-related death 7 (14%) 5 (12%)
OR: 0.78,
p=0.7

Mateos. ASH 2023.

On the ITT population,
MRD-ve rate 105 was:

* VMP-Rd - 26.6%
» KRd=> 54%, p<0.0001
» D-KRd=>61%, p<0.0001

6 (15%)
OR:0.34,
p=0.001

7 (18%)
OR: 1.0,
p=0.8

13 (33%)
OR: 2.88
P=0.04

Proportion of patiem‘:galive and progression-
ee

Median follow-up: 33 months

30m PFS: KRd: 83%

30m PFS: D-KRd: 79%

VMP-Rd vs KRd: HR: 0.58, 95% Cl: 0.38-0.88, p=0.01

VMP-Rd vs D-KRd: HR: 0.57, 95% Cl: 0.37-0.89, p=0.01

10 20 30 40 50 60
Months




GEM-2017. TIE-FIT: PFS by GAH Scale

1,0

0,8

0,6

0,4

30m PFS: VMP-Rd: 80%
0,

Proportion of patientff_ alive and progression-
ee
~

0,0

:|p=NS

Lower GAH score = better status

30m PFS: KRd: 76%
p=0.05
30m PFS: D-KRd: 88%
0 10 20 30 40
Months

Mateos. ASH 2023.

Supervivencia acumulada

1,0

0,8

0,6

0,4

0,2

0,0

GAH > 20

_H.
+
30m PFS: VMP-Rd: 65%
:|P>0.001
30m PFS: KRd: 91%
p=0.05
30m PFS: D-KRd: 71%
0 10 20 30 40 50
Months




BelaRd in TIE patients with NDMM. Phase 1/2

® o - e
A
ﬁW?w

STUDY
POPULATION
Patient Eligibility
N=66

«  Adults with TI NDMM from
National and Kapodistrian
University of Athens, Greece
ECOGPS 0-2

«  Adequate organ function
Not a candidate for high-dose
chemotherapy with ASCT due
to presence of significant
comorbid condition(s)®

Terpos. ASH 2023.

b

Cohort 2

= Primary: safety,
tolerability, ORR, and

Progression-free survival and time to progression

1.0 - —— + I Biih
038 HM—L
5 0.6 1
=]
2 04
s
o
0.2 1 —— 1: Progression Free Survival
—— 2: Time to Progression
0.0 4
0 6 12 18 24 30
Time from randomization (months)
Atrisk 36 34 32 30 13 0
= Median PFS was not reached

= No disease progression was observed over a median
follow-up of ~23 months

Part 1: dose finding in 3 cohorts (N=36, with 12 patients per cohort)'?

= In Part 1, belantamab
mafodotin was initially

/=N .
5.@ 1.9 mglkg belantamab mafodotin RR2D el
“‘\, - ,/; (Iv, QGW) Dl!ls Len/Dex + Secondary: efficacy, adjust to Q12W,
comeal AE* " J
Cohort 3 management, PK depending on AE
1.4 mg/kg belantamab mafodotin profile, ocula; AES by severity
(IV, Q8W) plus Len/Dex 0SDI

Part 2: dose expansion in 1 cohort (N=30); ongoing?

= Further evaluate the safety and clinical activity of
~ nafodotin RP2D plus Len/Dex

/

100.0%

Response rates
80,0%

B
wns

eI

nrs nre

200%

00%
All patients Cohort 1 Cohort2 Cohort3
(25mgkg)  (1.9mghkg)  (1.4mgkg)

=PR =VGPR =CR =sCR

Across all 3 cohorts:
= The overall response rate was 100%
- 88.9% of patients achieved 2VGPR

= Median time to first response was 1.0 month
\_* Median time to 2CR was 13.7 months

Q8W belantamab mafodotin had a minimal impact on vision-related functioning, with
low rates of “all’/“most’/"half of the time” OSDI assessments’!




Comments

In TE patients with NDMM, induction with Isa-KRd or D-VRd consistently and
significantly improved anti-MM efficacy (MRD negativity rates and PFS)
compared with their triplet counterparts.

These results confirm four-drug-based therapy as a new standard of care for
this patient population.

Despite some inconsistencies, exploratory results from the IFM 2018-04
study support the efficacy and feasibility of an intensive induction followed
by tandem ASCT in HR TE-NDMM.

Preliminary data suggest intensive therapies are feasible in properly selected
fit NTE patients (Frailty scores vs. Geriatric assessment?).

Promising results with Belantamab-based combinations encourage ongoing
therapies with this ADC.
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