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IMROZ: IsaVRd vs VRd

N=446
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Primary endpoint:
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Key secondary endpoints:
CR rate, MRD- CR (NGS, 10)
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Best Overall Response
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Infections 240 (91.3) 118(44.9)  157(86.7) 69 (38.1) for 12 months

Pneumonia 79(30.0) 53(20.2) 35(19.3) 23(12.7) OR [95% Cl): OR (95% Cl):
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N=135 each group

BENEF'T: |Sa\/Rd VS |Sa Rd Median age: 73.2 and 73.6 yo ; >75:31 and 36%

R ISS 3: 8% each
HR : 8 and 10%

M18 Primary objective
(MRD at 10-5)
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Cycles 1 2 18 — 4-week cycles/18 months cycles
Induction Cy1-12: Induction Cy13-18: Induction Cy 19-PD: = g
N=270 IsaVRd IsaVR IsaR Primary endpoint:
D1 D8 D15 D22 D28 DI D8 D15 D22 D28 D|1 ‘:i‘i ’3;5 Dlﬂ "zf' MRD
* Randomization1:1 O e e e | S R e iz Key secondary
oy rem EECEEES R Poy25me  NEECEECII R0y 25mg  INCEETI endpoints:
+  Stratified by: alnng N oA N o | e inemd T
Y VEC 1 Amgm A A A CR rate, MRD- CR
- Age: <75 and = 75yrs (NGS, 1079) rate,
_ \ =VVGPR rate, PFS,
- Cytogenetic result by Induction Cy1-12: Induction Cy13-18: Induction Cy 19-PD: OS, AEs
] IsaRd IsaR IsaR 1 .
FISH (Modified Perrot Discontinue based
\rm B DI D8 Di§ D22 D28 D1 D8 D15 D22 D28 D1 D8 D15 D22 D28 on PD,
score) [ O i | Bt A T E [ e ]! unacceptable
Isa (IV) 10 mg'kg A At 4 S ™ Isa (IV) 10 mg/kg Am = Isa {IV) 10 mg/'kg ,hnﬁ- tUKiGitiES, patient
- Center R (PO} 25 mg m R (PO} 25 mg R (PO) 25 mg dielasaral
d (IV) 20 mg T
4 e A

»
ifm

X Leleu, presented at IMS 2024



Patients, %

BENEFIT: IsaVRd vs IsaRd

MRD

OR (95% Cl):
3.88 (2.27-6.62)

Primary endpoint

OR (95% CI):
3.16 (1.80-5.28)

P<0.EDD1 St 'l
' et ey
2.97 (1.6-5.5) TA {1544
P=0.0005 )
32 36
30 <
- B |sa-VRd
20
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12 months 18 months

Estimated 24 months PFS:
85.2% for Isa-VRd
80.0% for Isa-Rd

Probability of
progression-free survival

1.00 4 ..

UESGman v T —

0.50 -

0.25 - ey
Isa-Rd

0.00 -

0 3 6 9 12 15 18 21 24 27 30
Time since randomization (months)

Isa-VRd 135 131 127 121 119 117 114 87 56 11 0
Isa-Rd 135 128 123 121 117 112 108 83 352 14 0

Isa-VRd Isa-Rd

Event, no. of patients (%) (n=135) (n=135)
Any Grade 2Grade2 Any Grade 2Grade2

Nonhematologic adverse events (cont’d)

Eye disorders 20 (15) 10 (7) 19 (14) 12 (8)
SPMs 6(4) 6(4) 6(4) 6(4)
Infections and infestations

Infection of other types 61 (45) 48 (36) 48 (36) 35 (28)

Infection of the respiratory

system 65 (48) 47 (35) 64 (47) 54 (40)
Covid-19 55 (41) 34 (24) 59 (44) 31 (23)
Nervous system disorders

Peripheral neuropathy 70 (52) 37 (27)° 38 (28) 13 (10)*

Other 38 (28) 19 (14) 41 (30) 17 (13)
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CEPHEUS: DVRd vs VRd

N=197 et 198

Median age: 70

Transplant ineligible 73% ; transplant deferred 27%
HR 13%

Key eligibility
criteria:
* NDMM (TIE or
transplant deferred)

* ECOG PS score
of 0-2

* Frailty score of 0-1

= 395)

1:1 randomization (N

VRd

V: 1.3 mg/m2SC Days 1, 4, 8, 11
R: 25 mg PO Days 1-14
d: 20 mg PO Days 1, 2

DARA SC-VRd

DARA: 1,800 mg SC QW Cycles 1-2,
Q3W Cycles 3-8
VRd: schedule as above

21-day cycles
8 cycles of bortezomib treatment

Rd rimary endpoint:
Cycle 9+ ry point:
5| * Overall MRD
R: 25 mg PO Days 1-21 (=CR) negativity

d: 40 mg PO Days 1, 8, 15, 22

Key secondary

endpoints:
DARA SC-Rd * PFS
Cycle 9+ » Sustained MRD (2CR)

negativity (=12 months)
* 2CR rate
+ OS

DARA: 1,800 mg SC Q4W
Rd: schedule as above

28-day cycles
until disease progression
or unacceptable toxicity

S Usmani, presented at IMS 2024



CEPHEUS: DVRd vs VRd

N=197 et 198

Median age: 70

Transplant ineligible 73% ; transplant deferred 27%
HR 13%

100 1
90
80
70 -
60 -
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20 -
10 |

Primary endpoint

Overall MRD-negativity rate (10-5) Overall MRD-negativity rate (10_6)

60,9
39,4

MRD-negativity rate (10-%), %

D-VRd VRd 0-

(n=197) (n =198)

100 -
90 A
80 A
70 A
60 -
50 A
40 A
30 A
20 A
10 A

OR, 2.24(95% CI, 1.48-3.40);
P =0.0001

|
| A19% |

46,2
27,3

D-VRd VRd
(n =197) (n =198)

Durée médiane du traitement : 56.3 mois vs 34.3 mois
Taux de 2CR 81.2% avec DVRd vs 61.6% pour VRd
Sustained MRD negative 212 mois = 48.7% vs 26.3%

S Usmani, presented at IMS 2024



% surviving without progression

N=197 et 198
Median age: 70

C E P H E U S : Dv R d VS v R d Transplant ineligible 73% ; transplant deferred 27%

HR 13%

100 5
100 - Median follow-up: 58.7 months
54-month PFS g0 4
0 | | : D-VRd
. o 60 - +##+ VRd
60 | e e, D-VR Median: £
R TR not reached g
40 1 49'5%§ W VRd Median: :E “
| 52.6 months
20 ! 20 A
HR, 0.57; 95% Cl, 0.41-0.79; P = 0.0005 i HR, 0.85; 95% CI, 0.58-1.24
’ 0 6 ‘IIZ 1IB 2I4 3I0 3I6 4I2 4I8 5:4 BIO Blb‘ ° 0 Eli 1I2 1I8 2:4 3I0 3I5 4IZ 4I8 5I4 SIO 6I6
Months Months
L Aragie ACdE A0E Ol 4 L (Arage A€ ACE DI 4
Peripheral sensory neuropathy 110 (55.8) 60(305) | 16(81) | 119(61.0) | 70(359) | 16(8.2)

N—_

Any grade 3 or 4 TEAE: 92.4 vs 85.6%
TEAE leading to discontinuation: 7.6% vs 15.9%
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CC-220-MM-001: Iber + Dara + dex

N=75
Median

RISS31

age: 75 yo ; 59% de >75 yo

HR: 41.3%

8.7%

Phase 1: dose escalation

Cohort A
IBER

Cohort B
IBER + DEX

Cohort E

IBER + DARA + DEX

Cohort F

IBER + BORT + DEX

Cohort G
IBER + CFZ + DEX

Phase 2: dose expansion?

Q

Cohort K (NDMM TNE) I’
IBER + DARA + DEX
e~ —

Cohort D
IBERP + DEX

Cohort | (post BCMA)
IBER® + DEX

Cohort J1 (NDMM TNE)

IBER + RART + DEX

|

LEN®

Key eligibility criteria

» Adults (> 18 years of
age) with NDMM

* Previously untreated
symptomatic MM?2

* No ASCT planned for
initial therapy or ASCT
ineligible®

* Measurable disease

-

=
-

Proteasome

Treatments*

IBER? (1.0 mg) + DARA® + DEX

n=25

28-day cycles

IBERY (1.3 mg) + DARA® + DEX'

n=25

28-day cycles

IBER? (1.6 mg) + DARAs + DEXf

n=25

28-day cycles

IBER: D1-21 of each cycle
DARA: 1800 mg SC, QW C1-2, Q2W C3-6, Q4W C > 7
DEX: 40 mg (20 mg if > 75 years of age) QW

MM cells
—

Ay

Objectives

+ Evaluation of the
preliminary efficacy
and safety of IberDd in
NDMM-TNE

» PK assessment, MRD
evaluation, biomarkers

* MRD evaluation during
treatment for patients
with > VGPR

! Proliferation

?
) --i;;-f -1 Apoptosis
S i *-_ (| IRF4, c-Myc)
o 3 :
5%
[ ] l. ae
Immune
modulation
(11L-2, IFN-y)
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N=75
Median age: 75 yo ; 59% de >75 yo

CC-220-MM-001: Iber + Dara + dex

RISS318.7%

100 -
15 (20.0)
80 -
&
c 60 4
v
[
S 40
@ 22 (29,3)
20 -
6 (8,0)
0 _

IberDd TNE NDMM
(N = 75)

> CR
57.3%

> VGPR
86.7%

2 (2,7)
2 (2,7)

MRD

MRD negativity ratesc evaluated in patients with > VGPR

Efficacy-evaluable] Patients with
population > VGPR
(N =73) (N = 65)

MRD negativity
rate,“ n (%)

28 (38.4) 28 (43.1)

FUP median: 13.9 mois

Au cutoff, 83% des patients toujours sous

traitement

durée médiane du traitement = 13.5 mois

En

médiane, 14 cycles regus

Sureda, presented at IMS 2024



CC-220-MM-001: Iber + Dara + dex

N=75

Median age: 75 yo ; 59% de >75 yo
HR: 41.3%

RISS 3 18.7%

Most common (= 25%

IberDd TNE NDMM

allgrade) TEAEs and (N = 75)

events of interest,2n

(%) All grade Grade 3 Grade 4

Any TEAE 75 (100) 35 (46.7) 36 (48.0)

Hematologic TEAEs
Neutropenia 60 (80.0) 26 (34.7) 30 (40.0)

Febrile neutropenia 9(12.0) 9(12.0) 0

Anemia 25 (33.3) 8 (10.7) 0
Lymphopenia 24 (32.0) 10 (13.3) 5(6.7)
Leukopenia 17 (22.7) 8 (10.7) 3 (4.0)
Thrombocytopenia 16 (21.3) 2(2.7) 1(1.3)

Non-hematologic TEAEs
Constipation 26 (34.7) 0 0
Rash® 24 (32.0) 2(2.7) 0
Fatigue 20 (26.7) 1(1.3) 0
Pyrexia 20 (26.7) 2(2.7) 0
Peripheral edema 20 (26.7) 0 0
Nausea 19 (25.3) 2(2.7) 0
Diarrhea 17 (22.7) 0 0

Infections 63 (84.0) 26 (34.7) 3(4.0)
COVID-19¢ 24 (32.0) 4 (5.3) 0
Pneumonia® 19 (25.3) 17 (22.7) 2(2.7)

AE

100 - = Neutropenia® (all grades)
80 ® |nfections (all grades)
3
> 60 -
c
g
T 40 -
L
20 -
0 -
Cycle no. 1 2 3 4 5 6 7 8 9 10 11 12
No. patients treated 75 72 71 70 69 69 68 68 68 67 66 63
DARA doses per cycle 4 > 2 > 1

Neutropénies plus fréquentes les 2 premiers
cycles, puis diminution

Sureda, presented at IMS 2024
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