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International guidelines

Eligibility for ASCT

Induction (4-6 cycles)
First option:
First option: IsaVRd [l, A]
DaraVRd [I, A] DaraVRd [I, A]
IsaVRd [I, A] DaraRd [I, A]

If first option is not available: If first option is not available:
DaraVTd [l, A] DaraVMP [1, A]
VRd [ll, B] VRd [I, A]

200 mg/m2 melphalan [I, A] Consider DaraR (with dexa in

followed by ASCT [I, A] two first cycles) for frail
patients [I, B]

Consolidation with same
induction regimen (2 cycles
when up to 4 induction cycles)
[1, B]; tandem ASCT for high-risk
disease [ll, B]

Lenalidomide maintenance [I, Al
Daratumumab plus lenalidomide
maintenance

Dimopoulos et al. Nat Rev Clin Oncol 2025



Quad + transplant in transplant eligible myeloma patients

PERSEUS DVRD vs VRD + transplant GMMG HD7 IsaVRD vs VRD + transplant

Median duration
to reach post-consolidation

Median follow-up: Kaplan-Meier estimates for PFS from the first randomization
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Quad regimen in transplant ineligible myeloma patients
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% Surviving without progression

100

Very high projected PFS with Quad +/- ASCT

PFS (observed and best-fit)

| DVRd-Exponential PERSEUS ITT —— DVRd-Exponential CEPHEUS TIEI
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Years

Estimated PFS, DVRd vs VRd

PERSEUS: 205 months (17.1 years) vs 87 months (7.3 years)
CEPHEUS: 100 months (8.3 years) vs 53 months (4.4 years)

Sonneveld et al. EMN 2025



Very high projected PFS with Quad +/- ASCT

PFS (observed and best-fit)
100

001 | DVRd-Exponential PERSEUS ITT —— DVRd-Exponential CEPHEUS TIEI
—— VRd-Exponential PERSEUS ITT —VRd-Exponential CEPHEUS TIE PFS remains the gold standard
807 | DVRd - PERSEUS ITT ~——DVRd - CEPHEUS TIE | Primar d . f . .
70 1 ~=\/Rd - PERSEUS ITT ——V/Rd - CEPHEUS TIE y endpol nt tor rengtratlon
60 1 ph3 trials.

However, future trials will need
long follow up to detect
significant PFS difference

% Surviving without progression
o
o

0 B 4 New endpoints are therefore
Years
needed to accelerate access to
Estimated PFS, DVRd vs VRd therapeutic innovation

PERSEUS: 205 months (17.1 years) vs 87 months (7.3 years)
CEPHEUS: 100 months (8.3 years) vs 53 months (4.4 years)

Sonneveld et al. EMN 2025



MRD endpoint for accelerated assessment of clinical trials in myeloma
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i2TEAMM initiative :

- Individual patient data from 11 randomized studies (n=4773)

- MRD-CR (at 9 or 12 months) strongly correlates with PFS at patient level
- Strong trial-level correlations (MRD-CR/PFS) observed in NDMM

Log(HR) PFS

0.0 0.2 04 0.6 08 10

Log(OR) MRD 10% at § Months + 3 Months Shi et al. JCO 2025



MRD endpoint for accelerated assessment of clinical trials in myeloma

April 12, 2024 , the FDA’s ODAC voted 12 to O that available data
supports the use of minimal residual disease (MRD) as an end point

for accelerated approval of new treatments for patients with
multiple myeloma.



Ongoing /future trials in NDMM

- Incorporation of MRD in trial design

- (co) primary endpoint
- MRD driven strategies

- Incorporation of novel immunotherapies (ADC, CART, Bispab) in frontline



New trials
In TENDMM

International guidelines

Eligibility for ASCT

Induction (4-6 cycles)

First option:
DaraVRd [I, A]
IsaVRd [I, A]

If first option is not available:
DaraVTd|[l, A]
VRd [ll, B]

200 mg/m2 melphalan [I, A]
followed by ASCT [I, A]

Consolidation with same
induction regimen (2 cycles
when up to 4 induction cycles)
[1, B]; tandem ASCT for high-risk
disease [ll, B]

Lenalidomide maintenance [I, Al
Daratumumab plus lenalidomide
maintenance

First option:
IsaVRd [l, A]
DaraVRd [I, A]
DaraRd [I, A]

If first option is not available:
DaraVMP [1, A]
VRd [I, A]

Consider DaraR (with dexa in

two first cycles) for frail
patients [I, B]

Dimopoulos et al. Nat Rev Clin Oncol 2025



MRD driven strategies

&®-

Induction MRD assessment Risk-adapted consolidation and maintenance
standard-risk [ ) ( T —_ h
(MRD <10-5) |Sa|(RD X 6 (3years) Al'm A
> 1:1 ~ h /
ASCT + IsakRD x 2 Le”g'ﬁ;’g'de Arm B
[ IsakRD x 6 ]_ MRD |- - 7 s g
(28-day cycle) p N\ 7 ~
ASCT + IsakRD X 2 Isa - Iberdomide Arm C
PBSC Harvest (3 years)
after cycle 3 EN 1:1 . J \ J
(G-CSF+- plerixafor) . . ( AN . 0
High-risk Isa - Iberdomide Arm D
(MRD >107%) t Tandem ASCT J L (3 years) )




MRD driven strategies

( MDaS )
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20+
10+

0 0

ASCT  Isa-KRd Tandem Single ASCT  Isa-KRd Tandem  Single
ASCT  ASCT ASCT ASCT

5 ‘ After Induction Before Maintenance

Perrot et al. NEJM 2025
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To challenge ASCT with CART

CARTITUDE-6

Key eligibility c |~ D+VRd D+VRd R |
criteria: O| | 4cycles 2cycles | | 0 Longterm
N . — follow-up for
*Newly diagnosed || @© ]
Patients E FOII:.";”P'BP thsubs_eq.&
idi unti erapies
* Eligible for o) SPMs
!n|t|al ASCT '8 ) D+VRd E
« All risk © 6 cycles years)
cytogenetics nd
—
) S;l:jnople Size: A < Assessment of PFS
Dual Primary endpoints: Sustained MRD neg CR and PFS

Pl : P Sonneveld



To challenge ASCT with Bispabs

Population Study design Objectives
4 N
- Primary :
. Dara-VRD x 4 Dara-VRD - R1: MRD (10-5) pré R2
g Arm A [(28-day CVCIe)][ ASCT][ X2 ] Arm C [ en 2 ] R2: PFS
f / - Secondary:
PBSC Harvest Arm Cand D : Sustained MRD
= 1:1%* after cycle 4 @ 1% g oS
- NDMM N=824 @ (G-CSF+- plerixafor) Len 2yrs or until PD Safety
\ QoL
- Transplant Rework
eligible Dara-VRD x 4 Elra-Len Arm D Elra 2vrs
Arm B (28-day cycle) 6 cycles y - Exploratory:
genomic, immuno, PET,
Mass spec, CTCs)
\ J * stratification : ** stratification :

Cytogenetic, site R1, MRD

o

Jidag! 200 patients randomized (march 2026) Pl : C Touzeau, A Perrot



To challenge ASCT with Bispabs

Study Objective: To demonstrate the efficacy and safety of Tec+DR induction therapy and fixed duration BsAb-Dara maint. post ASCT in TE NDMM patients

Inclusion Criteria:

*  Newly diagnosed TE MM
* Age<70

+  Eligible for ASCT

* ECOGOori1

Primary Endpoints:

*  VGPR/MRD neg. (10°) pre maintenance
(NGS)
(Arm A vs Arm B+Arm C)

Key Secondary Endpoints:

*  Cumulative 12 months sustained
CR/MRD negativity up to 24 months of
maintenance (10°)(Arm A vs Arm C)

+ Event rate (descriptive only).

Event defined as

a. Progression

b. Death

c. G3/4 infection

d. Discontinuation of all study drugs
* Best overall MRD neg.
*  PFS (5 years)

Stratification :
. Age (<65/265)
. HR/no HR (IMWG 2024 definition)

N=133

N=133

1° EP Main 2° EPs
[ ] [ ]
. (7) 12 18 24 30 36 60
Time [months]
From randomization | | | | | | | | | | >
) " IStart of MRD negativity
MRD testing? * * ‘ * * ¢ window is first MRD
assessmentin induction
DR
DVRd . (D)R to i
Maintenance 3Dexin cycles 1-2 only
4 cyc s PD
“Revlimid to be added with
Time [months] 0 6 12 18 24 second cycle onwards
From start of MT | | | I »>
TecDR'a® [l T6C DR
4cyc ¢ DR Maintenance -
2cyc (26 cyc) g £
)
=}
© =
g e
= 3
Tec- g 2
Tec-DR%d? o o Tec-Dara DR &+
4 cyc =
Cy! 2 cye < 13 cy 13 cy

deutsche studiengruppe
multiples myelom

dsmm

doing studies on multiple myeloma

Pl : Marc Raab, Leo Rasche



International guidelines

Eligibility for ASCT

Induction (4-6 cycles)

First option:
DaraVRd [I, A]
IsaVRd [I, A]

If first option is not available:
DaraVTd|[l, A]
VRd [ll, B]

200 mg/m2 melphalan [I, A]
followed by ASCT [I, A]

Consolidation with same
induction regimen (2 cycles
when up to 4 induction cycles)
[1, B]; tandem ASCT for high-risk
disease [ll, B]

Lenalidomide maintenance [I, Al
Daratumumab plus lenalidomide
maintenance

First option:
IsaVRd [l, A]
DaraVRd [I, A]

DaraRd [I. A] New trials
If first option is not available: In TI N DMM

DaraVMP [1, A]
VRd [I, A]

Consider DaraR (with dexa in

two first cycles) for frail
patients [I, B]

Dimopoulos et al. Nat Rev Clin Oncol 2025



New trials in TI NDMM : incorporation of TCR

Frontline CAR-T cells in transplant ineligible patients
CARTITUDE-5

Rd maintenance
|) (until PD)
Long-term
Newly diagnosed 2 -qu i o nival
patients who are not D ) (br'dp%:f’ ™

intended for initial
ASCT (either not

apheresis)

Screening

eligible or deferring)

Assessment of PFS (Primary endpoint: PFS)

Randomization 1:1

Sample Size:

, Stratification factors:
~650

a) R-ISS staging (I,11,1II)

b) Age/Transplant eligibility
« Age = 70yrs
+ Age <70yrs and transplant ineligible due to comorbidities
+ Age <70yrs and transplant deferred

*1 cycle of VRd allowed prior to enrollment c) Response to VRd induction (=VGPR; <PR)




New trials in TI NDMM : incorporation of TCR

MajesTEC-7: Phase 3 Design

Dual primary

endpoints:
Tec + DR s

*+ 12-mo MRD-neg CR

Key eligibility
criteri a:

« NDMM eit her
ineligible or

not intended Secondary endpoints:

>CR
oS
Sust ai ned MRD-neg CR
MRD-neg CR
PFS2
Safety
PROs
PK

for ASCT

« ECOG PS status
0-2

1:1: 1 Randomization




New trials in TI NDMM : incorporation of TCR

MagnetisMM-6

(Patient population Y . Dose Level 1: : )Elrgrf\a:tamab + PRIMARY ENDPOINTS
1. Adults (=18 years) Elranatamab + T — o
diagnosed with RRMM daratumumab + - lenalidomide o
+ 1-2 prior lines of lenalidomide Patient * PFSupto
therapy including at population Eiranatamab + + MRD- rate at 12 months (Part 2)
least one IMiD and Multiple Dose Levels: . i )
one PI Elranatamab + Patients wih lenalidomide SECONDARY ENDPOINTS
daratumumab + who _
2. Patients with NDMM lenalidomide ?rel_"%'l‘sf'a"‘ fr& Séiﬂ%”f“mab Duration of MRD-, overall and
ineligible .
;nr’ng(lji ?glzzransplam Elranatamab + lenalidomide + sustained MRD- rate, ORR,
gio! _ I dexamethasone CRR, TTR, DoR, DoCR, OS
\_ Estimated N=966 y, lenalidomide PFS by investigator

L PFS2 by investigator (Part 2)

| | Safety
s PK/immunogenicity of
Part 1 Part 2 elranatamab
Establish safety, tolerability and optimal dose Compare the safety and efficacy of combination Pre-dose concentrations of
L of the combination regimen regimens used in treatmentarm Avs. arm B daratumumab + lenalidomide
(Part 1)

HRQoL '



New trials in TI NDMM : incorporation of TCR

IFM/PETHEMA Philae trial (M25-586): elderly unfit patients

Sponsor Abbvie - Collaboration IFM/PETHEMA
Phase 3 randomized trial
Response-adapted strategy

Phase 2
N =60

Phase 3
N =600

Newly dg MM
Age 2 18 yo

Transplant Ineligible
ECOG 0-2
Unfit 40mg Etentamig Q4W + D

20mg Etentamig Q4W + D

Etentamig at RP3D
+D

DRd

= Etentamig with RDD

and Retreatment
——» -+ Daratumumab until
PD or unacceptable
toxicity

- DRd until PD or
—®  unacceptable toxicity
per label

Study Endpoints :
i : PFS & MRDneg CR rate

: neg CR, Response rates 2CR and = VGPR
» Other Secondary ORR EFS, PFS2, Safety and Tolerability, PROs

Ph2 start feb 2026

Response-directed
discontinuation of etenta

At least 24 cycles of etenta

MRD neg CR, sustained MRD >12 months
Continuation of dara




CONCLUSION

Current standard of care allows median PFS > 10 years in TE NDMM and > 7 years
in TI NDMM

New endpoints are therefore needed to accelerate access to therapeutic innovation

MRD- CR (at 9 or 12 months) has been endorsed by FDA as a valid endpoint for
accelerated approval in MM.

Most ongoing ph3 trials in NDMM have MRD as co-primary endpoint

Key ongoing trials in NDMM are incorporating T-cell redirecting immunotherapies
to improve efficacy, and potentially replace transplant in young patients
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