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Certaines études présentées ne bénéficient pas a ce jour dune AMM
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Transplant Eligible field
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Phase lll EMN24 IsKia study

Isa-KRd vs. KRd in NDMM ASCT-eligible patients

g—

KRd induction
4 28 day cycles

Isa-KRd induction

4 28 day cycles

Stratification:

-ISS (I vs Il and )

- Centralized FISH (standard/missing vs high risk,
defined as del17, t(4;14), t(14;16)

*Cy =2-3g/m?
followed by

* G-CSF

for stem-cell
collection

and

* M = 200 mg/m?
followed by
+ ASCT

KRd post-ASCT
consolidation:
4 28 day cycles

KRd light
consolidation:

Isa- KRd post-
ASCT
consolidation:

4 28 day cycles

12 28 day I

cycles
Isa- KRd light l
consolidation:

L
12 28 day

cycles

Rn, randomization; Isa, isatuximab; K, carfilzomib; R, lenalidomide; d, dexamethasone; Cy, cyclophosphamide; M, melphalan; NDMM, newly diagnosed multiple myeloma; ASCT,

autologous stem-cell transplantation; dd, days; cc, cycles; G-CSF, Granulocyte-Colony Stimulating Factor PO, orally; IV, intravenous; ISS International Staging System. *in patients

achieving >= VGPR; centralized MRD evaluation

=MN




Belantamab-madofotin-RVd in trx-eligible NDMM patients (n=50)

Bela-RVd Bela-RVd

(6 induction cycles) (2 consolidation cycles) Maintenance

Belantamab-madofotin at 2.3 Mel200 + . Belantamab.madofofin at 2.3 Belantamab-

dofotin at 2.3
mg/Kg every 8 weeks N
ASCT mg/Kg every 8 weeks

mg/Kg every 8 weeks

Lenalidomide,

Lenalidomide,
. X 2 yrs
Bortezomib Bortezomib
Lenalidomide 10-15

Dexamethasone
Rexamethasone mg until DP

Primary objective
1. Safety of the combination
2. Efficacy in terms of CR rate and MRD-ve rate after induction

Hypothesis: RVd in the GEM2012 resulted in 28.8% in the ITT population and we expect to increase up to 40%




Study Design — GMMG CONCEPT (NCT03104842)

UK

HAMBURG
NDMM Patient with 1 Patient ND MM NDMM Patient with 1 Isa-KRd Induction
cycle (4 weeks) of MM~ === R E— cycle (4 weeks) of MM Cycle 1
treatment FISH-Analysis treatment Isatuximab 10 mg/kg  day 1, 8, 15,
22
. I . : Carfilzomib 20 mg/m* day1, 2
High-risk disease Carfilzomib 36 mg/mz  day8, 9, 15,
16
Transplant-eligible and < 70 years of age Transplant-ineligible or > 70 years of age Lenalidomide* 25 mg day 1-21
Dexamethasone** 40 mg”* day 1, 8, 15,
*del 17p or t(4;14) or i
|-KRd x 3 +1021 (>3 copies) + 1552/3 |I-KRd x 6 Isa-KRd Induction
Cycle 2-6
Stem Cell Mobilization Isatuximab 10 mg/kg day 1, 15
Carfilzomib 36 mg/m* day1,2,8,9, 15,
I_KRd 3 Lenalidomide™** 25 mg day 1-21
X Dexamethasone*** 40 mg* day 1, 8, 15, 22
28-day-cycle

MEL200 + ASCT
)

. MEL200 + ASCT.ifno.CR..

I-KRd x 4
I-KR Maintenance

* Cy-based mobilisation was moved in an amendment to time
point after 3 induction cycles

**Dose adaption of lenalidomide according to renal function
***20 mg in patients 275 years

I-KRd x 4
I-KR Maintenance

Isa = Isatuximab

K = Carfilzomib

R = Lenalidomide

d = Dexamethasone

Cy = Cyclophosphamide
MEL = Melphalan




Perspectives 2021-2022

Response adapted strategy: protocole IFM 2020-02 MIDAS

Induction et collecte des
cellules souches

(cycles de 28 jours)

[6 cycles d’lsaKRD} — MRD*

Recueil des cellules souches

apres le cycle 3
(G-CSF + plerixafor)

Risque standard

(MRD < 10)

Consolidation adaptée au risque

6 cycles d’IsakRD

|

e

> ®1:1

d’lsakRD

\ [ Autogreffe + 2 cycles

|

Bras B

Haut risque
(MRD 2 10-)

* maladie résiduelle minime

Autogreffe + 2 cycles

|

@/ [ d’lsakRD
. Bras C
N 1:1

Maintenance

|

Lénalidomide
(3 ans)

L

Iberdomide + Isatuximab
(3 ans)

|

\[ Double autogreffe }—

Bras D



Overview of mPFS in recent phase 3 trials in transplant-ineligible
NDMM
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1. Velcade [SmPC]. Beerse, Belgium. Janssen-Cilag International; 2014.

2. Dimopoulos M, et al. Blood. 2018;132:156. Presented at ASH 2018. 3. Rajkumar SV, et al. Lancet Oncol. 2010;11:29-37.

4. Facon T, et al. Blood. 2018;131:301-10. 5. REVLIMID [SmPC]. Utrecht, Netherlands. Celgene Europe BV; 2019.

Direct comparison between trials is not intended and should not be inferred. 6. Facon T, et al. Blood. 2018;132:LBA-2. Presented at ASH 2018. 7. O’'Donnell EK, et al. Br J Haematol. 2018;182:222-30.



MRD négative (10~°) sustained : MAIA

La PFS est prolongée chez les patients ayant une MRD sustained de 26-mois et 212-
mois, quelque soit le bras de traitement

Figure: PFS based on sustained MRD status (10) lasting 26 months or >12 months in the pooled ITT populations of MAIA and ALCYONE.

A MAIA
(26 months)

% surviving without progression

0 rrTrrrirryrrrrirviuyld

I -
0 3 6 9121518212427 30 33 36 39 42 45 48 51
Months

No. at risk
D-RARd :6moMRDnegathty 71 71 71 71 71 71 71 69 69 69 66 4 42 6
D-RARd <6moMRDnegativity 69 69 63 68 66 66 66 66 64 63 56 30 26 11 2
D-RIRd MRD positive 597 540 503 461 426 300 372 345 307 301 272 104 127 &9 26

L XY
-
oo o

% surviving without progression

MAIA
(212 months)

0T
0369

No. at risk

D-RARE 212moMRDnogaliity 49 40 49 49 49
O-RIRd<12moMRD negalidy 91 §1 90 90
O-RAR MRD positive 597 540 503 461

Sustained MRD negativity was defined as the maintenance of MRD negativity confirmed 26 or 212 months apart
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San-Miguel JF.. Blood, 2020




No maintenance
NDMM

patients
NS CTC
>65 y
n= 462
elderly

(R1) Induction 18 cycles
Fit

> =
LEN: 25 mg, d1-21
DEX: 40 mg, d1, 8, 15, 22
Nine 28-day cycles
Patients

(GHA) ARM 2a KRd - N=154

CFZ: 1stcycle: 20mg/m2 days 1, 2 and 36 mg/m2 days 8, 9 & 15,
16. 2nd cycle: 36 mg/m2 days 1, 2, 8, 9 & 15, 16. Cycles 3-18: 56
mg/m2 days 1, 8 & 15.

LEN: 25 mg, d1-21

DEX: 40 mg, d1, 8, 15, 22

» 18 28-day cycles

ARM 2b KRD- DARA - N=154

CFZ: 1stcycle: 20mg/m2 days 1, 2 and 36 mg/m2 days 8, 9 & 15,
16. 2"d cycle: 36 mg/m2 days 1,2, 8,9 & 15, 16. Cycles 3-18: 56
mg/m2 days 1, 8 & 15.

LEN: 25 mg, d1-21 .
DEX: 40 m%, d1, 8, 15, 22 Directly to the R2
Dara 16 mg/Kg IV Days 1, 8, 15, 22 of cycles 1-2; Days 1 and 15 of maintenance fase
cycles 3 and 4; Day 1 of cycles 5to 18

No maintenance

Primary endpoint immunophenotypic complete response . . . .
* Patientes in Biological relapse will be rechallenge by Dara + R
Secondary exploratory outcome: PFS

2During the first cycle (6 weeks), bortezomib is given on D1, 4, 8, 11, 22, 25, 29, and 32_; GAH: J Geriatr Oncol. 2015 Sep;6(5):353-61; R1: first randomization; R2:
second randomization ; IMF immunophenotypic response NGF (next generation flow)



Screening Period

(21 days)

v

Randomization

GEM2014MAIN STUDY design

Lenalidomide 15mg/day (days 1-21)+
Dexametasone 20mg day (days 1-4)
Cycles of 28 days during 2 years

Lenalidomide 15mg/day (days 1-21)+
Dexametasone 20mg day (days 1-4)+
MLN9708 4mg/day (days 1, 8 and15)
Cycles of 28 days during 2 years

Year 2 Month 12

\

y

MDR -

MDR +

—

Follow up period (no treatment)

Lenalidomide 15mg/day (days 1-21)+
Dexametasone 20mg day (days 1-4)
Cycles of 28 days during 3 years




IFM 2020-05 (NDMM NTE [65-79] Non frail)

Survival
Follow up
treatment

SPM

Screening
phase
D -28to D 1

IFM2020-05/BENEFIT ...




NEVER GIVE UP!

2020-2030
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