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Learning Objectives

* Describe the significance of risk stratification, transplant eligibility, and
MRD status when considering optimal frontline therapy and subsequent
treatment sequencing for the patient with MM

« Evaluate the most recent clinical trial data, evidence-based guidelines,
and treatment implications associated with novel and emerging MM
frontline therapies

» Assess and implement effective strategies to mitigate and/or manage
AEs and address therapeutic resistance in MM treatment regimens to
improve QoL and survival outcomes

MRD = minimal/measurable residual disease; MM = multiple myeloma; AE = adverse event; QoL = quality of life.
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Multiple Myeloma

Overview
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MM Care Evolution: Drugs by Year of FDA Approval

1844 Rhubarb and 1947 1958 1983 Autologous
orange peel Urethane Melphalan transplantation
1840 1900 1940 1950 1980 2000
1845 Steel and Quinine
(T. Watson)
o ® @ & @ &
Selinexor Elotuzumab Pomalidomide Carfilzomib Lenalidomide Bortezomib
2019 2015 2013 2012 2006 2003
A @ L8|
Daratumumab Ixazomib Thalidomide
A [
Ciltacabtagene
Isatuximab autoleucel Talquetamab
2020 2021 2022 2023 2024 2025
® & & i3 @

Belantamab Idecabtagene Teclistamab Elranatamab
mafodotin vicleucel

FDA = US Food and Drug Administration.
Adapted from Besliu C, et al. Cancers. 2025;17(3):525.
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Approach to NDMM

Tumor

Characteristics

« Del(17p)

« Biallelic del(1p32)

Any of the two

concurrently:

. 1(4,14),1(1416), — — — —
) = = & c

* IMWG high-risk 2025
- Deletion 17p and/or a TP53 mutation. Clonal

W

—
= (14:20
[} L] 0/ - WO_ X
Ce I I fra Ctl O n I S 2 0 0 Gene Expression Profile . :“qﬂa?’;/':l?;p g ==
(e.g. SKY92, UAMS70); Interphan gy Mutational Profile
1 . . S-phase fraction 22% nterphase I
- IGH translocation—t(4;14), t1(14;16), ’ Cytogenetics s sapmes
(e.g. Chromothripsis
hyper-APOBEC)

t(14;20)—with 1q gain and/or deletion of 1p

- A monoallelic deletion of 1p with 1g additional
copies or a biallelic deletion of 1p

@70 Risk Stratification in
mmererivess  Multiple Myeloma ;&5

metabolic volume)

(]
" ﬁ Primary PCL
Circulating Tumor Cells

- Beta-2 microglobulin of at least 5.5 only when oty codpretr o of
the creatinine is normal o sy e |\ 5
A\
g "

Barriers to Health Care Response to Treatment
Access (e.g. sustained
e.g. cost, location) MRD negativity

NDMM = newly diagnosed multiple myeloma; IGH = immunoglobulin heavy chain; FISH = fluorescence in situ hybridization; ISS = International Staging System; IMWG =
International Myeloma Working Group; PCL = plasma cell leukemia.
Zanwar S, Rajkumar SV. Leukemia. 2025 [Epub ahead of print]. Avet-Loiseau H, et al. J Clin Oncol. 2025;43(24):2739-2751.
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Evolving Strategies in Transplant-Eligible NDMM

* Optimize 1st-line treatment
- Induction, ASCT, consolidation, maintenance(doublet/triplet)

« Use effective drugs early
- Daratumumab, isatuximab, VRd, KRd

Introduce new complementary modalities
- Bispecifics and CAR-T

Intensify treatment for high-risk NDMM
MRD monitoring and MRD-guided treatment

- Escalate or stop treatment

ASCT = autologous stem cell transplantation; VRd = bortezomib, lenalidomide, dexamethasone ; KRd = carfilzomib, lenalidomide, dexamethasone.
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NDMM: Many Options

* Quadruplet or triplet induction? * Risk—new IMWG classification”?

« CD38 ab: which one? * Frailty/performance status

* Bortezomib or carfilzomib e Tumor burden/EM disease
backbone?  Comorbidities

* Transplant or no transplant? » Non-clinical factors, eg,

* Len or doublet/triplet social/caregiver support

maintenance?

EM = extramedullary.
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Risk Stratification

and Staging

MSMART Classification
R-ISS Staging
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Risk Stratification and Staging

* Quadruplet regimens that include monoclonal anti-CD38 antibodies show
unprecggented response rates, MRD negativity rates, and PFS in patients with
NDMM?®-

« Even with quads — HRMM has significantly poorer survival outcomes than
patients with SR disease’-

* There are several definition of high-risk MM

ISS disease stage, LDH level, and del(17p), t(4;14), and/or 1921+ have the greatest
impact on PFS and 0S22:3

Co-occurrence of several HR aberrations/features leads to further deterioration of
prognosis '

Functional HR characterized by relapse within 18 mos post-ASCT
MRD negativity correlates with improved PFS and OS in both SR and HRMM?

SOC = standard of care; HRMM = high-risk multiple myeloma; PFS = progression-free survival; LDH = lactate dehydrogenase; OS = overall survival; SR = standard-risk; OS2 =
overall survival in second-line therapy; R-ISS = revised ISS.

1. Chalopin T, et al. Br J Haematol. 2021;194(3):635-638. 2. Schmidt T, et al. Blood Cancer J. 2021;11(4):83. 3. D'Agostino M, et al. J Clin Oncol. 2022;40(29):3406-3418. 4.
Sonneveld P, et al. Blood. 2016;127(24):2955-2962. 5. Cavo M, et al. Blood. 2022;139(6):835-844. 6. Moreau P, et al. Lancet Oncol. 2021;22(3):e105-e118. 7. Costa LJ, et al. J
Clin Oncol. 2022;40(25):2901-2912. 8. Voorhees PM, et al. Blood. 2020;136(8):936-945.
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Ideal Risk-Adapted Treatment

a»
2¢ D S o
Advanced ® '/’ ® '
diagnostics ' o » ' <
e fle ™ s fie
l e I |
More
aggressive

Better outcomes

Better patient experience

Better value for healthcare systems
Patient-centric allocation of resources



o» \ Lymphoma - Leukemia
'534' & Myeloma Congress

eeeeeeeeeeeeeeeeeeeeeeeeeeeeee

Risk Stratification and Staging

* Explosion of frontline treatments + advances in disease detection = need for consolidated
definition of HRMM

* Multiple ways to consider “risk”
- Frailty: IMWG frailty score
- Tumor burden
- CTCs at diagnosis and after treatment (“PRD”)
- MRD
- Genetic lesions
- Cytogenetics—no-hit, single-hit, double-hit
- NGS
- GEP

« Combination approaches: the way of the future?
- PRD + MRD
- IRMMa
- SKY92

E/ITCI = circulating tumor cell; PRD = peripheral residual disease; NGS = next-generation sequencing; GEP = gene expression profiling; IRMMa = Individual Risk Model for
yeloma.
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Cytogenetic Abnormalities

. eapse
Refractory MM

* Plasma Cell
Leukemia

* Extra
Medullary
Disease

Normal Plasma Cells MGUS/SMM

High-risk cytogenetic abnormalities on FISH
« 1(4;14), t(14;16), del(17p), ??t(14;20)

« +1q (especially if 24 copies)

« del(1p)

Rajan AM, Rajkumar SV. Blood Cancer J. 2015;5(10):e365.



25 R-ISS: First Attempts to Identify HRMM

Table 1. Standard Risk Factors for MM and the R-ISS

Prognostic Factor Criteria

ISS stage

| Serum By-microglobulin < 3.5 mg/L, serum
albumin = 3.5 g/dL

Il Not ISS stage | or Il
1] Serum B,-microglobulin = 5.5 mg/L

CA by iFISH
High risk Presence of del(17p) and/or translocation
t(4;14) and/or translocation t(14;16)
Standard risk No high-risk CA
LDH
Normal Serum LDH < the upper limit of normal
High Serum LDH > the upper limit of normal

A new model for risk
stratification for MM
R-ISS stage

| ISS stage | and standard-risk CA by iFISH
and normal LDH

Il Not R-ISS stage | or Il

11 ISS stage Il and either high-risk CA by iFISH
or high LDH

Abbreviations: CA, chromosomal abnormalities; iIFISH, interphase fluores-

cent in situ hybridization; ISS, International Staging System; LDH, lactate
dehydrogenase; MM, multiple myeloma; R-ISS, revised International
Staging System.

Palumbo A, et al. J Clin Oncol. 2015;33(26):2863-2869.

i:} R-ISS inclusion

o Extended profiling

t(14;16)3
t(14;20)
MAF/MAFB del(1p)

gain(1q)
t(4;14) ¥

NSD2

del(17p)

Proliferation

Del(13q)

gain(11q)
CCND1

Secondary lesions

t(11;14)
CCND1

Primary lesions

Chromosomal instability/chromothripsis

Immune microenvironment reprogramming




) bt sk Federated Multi-Trial Analysis:
Number of Lesions Matters!
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( J
2022 onwards
UK Myeloma
Research Alliance « RADAR
Takeda . 1q meta
. « FORTE
+—  Sanof >12,000 patients . MASTER
HOVON Randomized phase 2/3 trials . R2.I1SS
Brlstol Myers NDMM and RRMM . GRIFFIN
University of Squibb . 512,000 of meta-
Torino GMMG PETHEMA OV pt meta
analysis
 And more

EMN = European Myeloma Network; GMMG = German-Speaking Myeloma Multicenter Group; PETHEMA = Programa Espafiol de Tratamientos en Hematologia; HOVON =
Hemato-Oncologie voor Volwassenen Nederland; UHIRMM = ultra-high-risk multiple myeloma; RRMM = relapsed/refractory multiple myeloma.

Boyd KD, et al. Leukemia. 2012;26(2):349-355. Shah V, et al. Leukemia. 2018;32(1):102-110. Weingold N, et al. Haematologica. 2021;106(10):2754-2758. Mina R, et al.
Lancet Oncol. 2023;24(1):64-76. Panopoulou A, et al. Blood. 2023;141(14):1666-1674. Kaiser MF, et al. J Clin Oncol. 2025;43(24):2679-2691.
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2+ HRCA = double hit = “ultra high-risk MM”
Consistent across (1) TE NDMM (2) TNE NDMM (3) RRMM

TE = transplant-eligible; TNE = transplant-non-eligible; HRCA = high-risk cytogenetic abnormalities.
Kaiser MF, et al. J Clin Oncol. 2025;43(24):2679-2691.
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IMS 2024—What Is High-Risk MM ?

Myeloma with at least 20% of cells showing the genetic characteristic of deletion 17p

Myeloma with a TP533 mutation

Myeloma with a biallelic deletion of 1p32, ie, only when both arms of the chromosome
are missing

Myeloma that has any two of the following intermediate-risk genetic characteristics
found together

- Translocation t(4;14) or t(4;16)
- Gain of 1q
- Monoallelic deletion of 1p32 (where only one chromosome is missing)

Corre J, et al. Presented at: 21st International Myeloma Society (IMS) Annual Meeting; 2024.



) s s Updated IMS-IMWG Risk
Definition—Just Published!

1. IgH translocation t(4;14), t(14;16), t(14;20)

: £(14;16) with 1q+ and/or del (1p32)
MAF/MAF 2. Monoallelic del(1p32) with 1g+
or biallelic deletion del1p32
gain(1q) or
3. Del(17p) with cutoff 20%
del(17p)/ and/or tp53 mutation
TP53mut or

4. B2M >5.5, but only when creatinine normal

Avet-Loiseau H, et al. J Clin Oncol. 2025;43(24):2739-2751.



) s s Updated IMS-IMWG Risk
Definition—Just Published!

1. IgH translocation t(4;14), t(14;16), t(14;20)

£(14;16) with 1g+ and/or del (1p32)
14120 or
MAF/MAF 2. Monoallelic del(1p32) with 1q+
- - or biallelic deletion del1p32
gain(1q) del(1p) or
e 3. Del(17p) with cutoff 20%
and/or tp53 mutation
TP53mut or

4. B2M >5.5, but only when creatinine normal

v Requires NGS!

Avet-Loiseau H, et al. J Clin Oncol. 2025;43(24):2739-2751.
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P mSMART 4.0: Classification of Active MM

High-Risk Myeloma

* High-risk cytogenetic abnormalities
- Del 17p2 and/or TP53 mutation
- Bi-allelic del 1p
- 1(4;14), (14;16), or t(14;20) plus either
Gain/amp 1q or Del 1p
- Gain/amp 1q plus Del 1p

 B2M >5.5 with normal renal function

* High plasma cell S-phase

* Primary plasma cell leukemia

 Newly diagnosed myeloma with
extramedullary disease

Double-hit myeloma = Patients meeting
criteria for high-risk myeloma with
presence of two or more of the four
high-risk qualifying cytogenetic
abnormalities as listed aboveP

Standard-Risk Myeloma

MM with no high-risk abnormalities
including isolated

* Trisomies

. t(11;14)
. 1(6;14)
@VincentRK

Mayo mSmart-> “goal is to be
completely aligned with IMS-
IMWG”

Rajkumar V [www.msmart.org]. Last updated October 2024. https://www.msmart.org/mm-treatment-guidelines.

adel(17p) threshold to consider high risk is if the abnormality is detected in = 20% of clonal plasma cells. °For example, presence of del 17p (high-risk qualifying cytogenetic

abnormality) plus both t(4;14) and del 1p (second additional high-risk qualifying abnormality).
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IMS/IMWG consensus on high risk myeloma ’ LlhgﬁhlmmGi;if#e Cew
definition SOC and should be
used for all clinical
“ R trials
L] TP53 mut Bialielic - Future expansion into
. i mh (no threshold VAF) Del(1p32) multiple risk levels?

« Will imaging, “tumor
burden,” and/or GEP be
j Incorporated in the

future?

* Most urgently: how to
make NGS accessible in
the clinic?

B2M 25.5mg/L
(if creat <1.2mg/dL)

t(4;1) or t(14;16) or t(14;20))
Gain/amp 1q [

" Monoallelicdel(1p32)

Avet-Loiseau H, et al. J Clin Oncol. 2025;43(24):2739-2751.
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Multidrug Regimens in

the Frontline Setting

Transplant-Ineligible NDMM (TI)
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15% to 35% of patients are lost at each line

Yong K, et al. Br J Haematol. 2016;175(2):252-264.
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The Tl Population Represents a Spectrum
of Patients with Different Needs

Patient factors

Frailty
Performance What is the best treatment strategy
: status at diagnosis based on my patient’s
Dslfaetize condition and disease characteristics?

B () 3
1 How can | tailor my treatment strategy

Goals of Patient to best fit my patient’'s needs?
treatment preference

Comorbidities

- A

;8&%030%’1?% fli6815210d Cancer J. 2021;11(2):40. Dimopoulos MA, et al. Ann Oncol. 2021;32(3):309-322. Grant SJ, et al. Hematology Am Soc Hematol Educ Program.
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7 CD38 mAb-VRd Quad in TI NDMM

m Induction (6-week cycles) Continuous phase (4-week cycles)
N=446 Until PD, unacceptable Pri
3:2‘{ or patient withdrawal Endpoint:

2@ Phase lll Studies Investigating

v' 18-80 years
x ECOG PS >2 VRd x4 cycles PFS
x  Grade >1PNor

>1 PN with pain Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-17), monthly (Cycle 18+)

V (1.3 mg/m?2): Administered twice-weekly (Week 1-3 of cycles 2-4) during induction only

_ 4-week cycles
N=270 Until PD, .
v Ti NDMM Isa-VRd x12 cycles Isa-VR x6 cycles unacceptable toxicity, Primary
: tient withdrawal int:
v 65-79 years or patient withdrawa End':)o""Eé
x ECOG PS >2 Isa-Rd x12 cycles Isa-R x6 cycles Isa-R MRD- (10-°)

Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-12), monthly (Cycle 13+)

V (1.3 mg/m?2): Administered weekly (Cycle 1-12) and then every 2 weeks (Cycle 3-18)
SRR Induction (3-week cycles) Continuous phase (4-week cycles)
¥ NDMM and transplant not 1:1 ~|: . unacceptable toxicity Endpoint:

planned as

5 -5
initial therapy VRd x8 cycles MRD- (10-°)
VR
« E_1 8 yTDarS 2 Dara SC (1800 mg): Administered weekly (Cycle 1-2), every 3 weeks (Cycle 3-8), monthly (Cycle 9+)
COGPS > V (1.3 mg/m2): Administered twice-weekly (Cycle 1-8)

As no head-to-head comparisons are available, direct comparison between trials is not intended and should not be inferred.

ECOG PS = Eastern Cooperative Oncology Group performance status; mAB = monoclonal antibody; PN = peripheral neuropathy; PD = progressive disease.
Facon T, etal. N Engl J Med. 2024;391(17):1597-1609. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated November 27, 2024. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03319667. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 7, 2022. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT04751877. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 15, 2025. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03652064. Leleu XP, et al. J Clin Oncol. 2024;42(Suppl 16):7501.
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of Isa-VRd vs VRd in TI| NDMM

IMROZ: Isa-VRd vs VRd (N=446) in NDMM not intended for transplant

Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-17), monthly (Cycle 18+)
V SC (1.3 mg/m?2): Administered twice-weekly (Week 1-3 of cycles 2-4) during induction only

s IMROZ: First Global Phase lll Study

OR:1.73

Primary endpoint: PFS I (95% CI: 0.99;3.01) Response (ITT)
Median follow-up: 59.7 months | 100 - ! ' m|sa-VRd VRd
100 | Isa-VRd n=265: 89.1 OR: 1.79 .
: msl?i-:s " n=265: 82.9 (95% Cl: 1.22; 2.63) (959,%?-11-2839265)
) ) 80 747 1 C s OR: 2.73
80 + \\&\_«\ | 60-month PFS: 63.2% S B T (95%CI 1.80. 4.14)
60 £ 60 - 281 55.5
| 2 468
N \Wuxw~ 5 56 o
| 40 -
_ | VRd n=181: ",
20 { HR: 0.596 | MmPFS 54.34 months '
(95% CI: 0.406; 0.876); | 60-month PFS: 45.2% 20 -
log-rank P=0.0005 |
0_ I I 1 1 I 1 | ] 1 I 1 1
0 é 12 18 24 30 36 42 48 54 Gb 66 72 0
Months 2VGPR >2CR MRD- MRD-CR  Sustained MRD-
(NGS, 10) (NGS, 10%) >12 months

(NGS, 10%)
» At a median follow-up of 5 years, Isa-VRd followed by Isa-Rd resulted in a statistically significant reduction in the risk of progression or
death by 40.4%, and consistent deep responses vs VRd followed by Rd

* A 60-month PFS rate of 63.2% vs 45.2% with Isa-VRd and VRd, respectively, highlights a PFS benefit in patients with NDMM not
intended for transplant

ITT = intent-to-treat; mPFS = median PFS; NR = not reached; CR = complete response; VGPR =very good partial response.

Facon T, et al. N EnglJ Med. 2024;391(17):1597-1609. ClinicalTrials.gov [www.clinicaltrials.gov.] Last updated November 27, 2024. Accessed November 27, 2024.
https://clinicaltrials.gov/study/NCT03319667.



)i IMROZ: First Global Phase |l Study
of Isa-VRd vs VRd in Ti NDMM

IMROZ: Isa-VRd vs VRd (N=446) in NDMM not intended for transplant

Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2—17), monthly (Cycle 18+)
V SC (1.3 mg/m?): Administered twice-weekly (Week 1-3 of cycles 2-4) during induction only

Isa-VRd VRd Mean EORTC QLQ-C30 GHS/QOL score over time
(n=263) (n=1 81) 100+ Isatuximab-VRd —>¢ VRd alone

Grade 23 TEAE 91.6 84.0 90+ . f
Serious TEAE 70.7 67.4 AT F TTITTTTTTT ] ']“ FTTITIT -T* /H/‘J T
Discont. due to AE 22.8 26.0 o -‘ .‘J\H JJJJ:U Jg J;U )UJJ \-‘ ] L u 4'\-‘; | J\/
el | RS
Grade 23 AE (220% patients in any arm) E z: J-J__"""-h B e R
Lymphopenia 60.1 53.0 -1 T I
Neutropenia 54.4 37.0 |

Leukopenia 31.6 16.0 -

Thrombocytopenia 30.0 27.6 1:_

Infections 44.9 38.1 s L L L

Cycle

Isa-VRd followed by Isa-Rd was well-tolerated, and the safety profile remains consistent with the known safety profiles of
individual agents; patient QOL remained stable over time in both treatment arms and was not negatively affected by the
addition of isatuximab.

*Exposure-adjusted grade 5 TEAE rate was 0.03 and 0.02 (events/patient-year) in the Isa-VRd vs VRd arms, respectively.

TEAE = treatment-emergent adverse event; EORTC QLQ-C30 = European Organisation for Research and Treatment of Cancer 30-item cancer QOL questionnaire; EOT = end of
treatment; GHS = global health status.

Facon T, et al. N Engl J Med. 2024;391(17):1597-1609.
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“== CD38 mAb-VRd Quad in TI NDMM

m Induction (6-week cycles) Continuous phase (4-week cycles)
N=446 Until PD, unacceptable Pri
3:2 or patient withdrawal Endpoint:

2@ Phase lll Studies Investigating

v' 18-80 years PES
x ECOG PS >2 VRd x4 cycles Rd
x  Grade >1PNor

>1 PN with pain Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-17), monthly (Cycle 18+)

V (1.3 mg/m?2): Administered twice-weekly (Week 1-3 of cycles 2-4) during induction only
_

N=270 Until PD, .
1:1 or patient withdrawal Endpoint:

v’ 65-79 years 5
x ECOG PS >2 Isa-Rd x12 cycles Isa-R x6 cycles Isa-R MRD- (10-°)

Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-12), monthly (Cycle 13+)

V (1.3 mg/m?2): Administered weekly (Cycle 1-12) and then every 2 weeks (Cycle 3-18)
m Induction (3-week cycles) Continuous phase (4-week cycles)
v" NDMM and transplant not 1-1 y unacceptable toxicity Endpoint:

planned as

initial therapy VRd x8 cycles MRD- (10-°)

v 218 years
< ECO(.%/ PS >2 Dara SC (1800 mg): Administered weekly (Cycle 1-2), every 3 weeks (Cycle 3-8), monthly (Cycle 9+)
V (1.3 mg/m2): Administered twice-weekly (Cycle 1-8)

As no head-to-head comparisons are available, direct comparison between trials is not intended and should not be inferred

Facon T, etal. N Engl J Med. 2024;391(17):1597-1609. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated November 27, 2024. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03319667. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 7, 2022. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT04751877. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 15, 2025. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03652064. Leleu XP, et al. J Clin Oncol. 2024;42(Suppl 16):7501.
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— == BENEFIT: VRd Using Weekly Bortezomib
in Combination with Isatuximab

BENEFIT/IFM2020-05: Isa-VRd vs Isa-Rd (N=270) in Ti NDMM

Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-12), monthly (Cycle 13+)
V SC (1.3 mg/m?): Administered once weekly (Cycle 1-12) and then every 2 weeks (Cycle 13-18)
d (20 mg): Administered weekly (Cycle 1-12); then discontinued

Response at 18 months

100 - Median follow-up: 23.5 months Safety (225% patients in Isa-VRd
any arm), % (n=135)
90 1 Primary .
80 - endpoint mlsa-VRd ' Isa-Rd L ol Grade 23 neutropenia 40
70 1 onger foflow-up Grade 23 lymphopenia 33
50 | examining PFS and Grade >2 -
rade 22 respiratory
50 J OS is ongoing infections &
40 - Grade 22 infection of other 36
30 | types®
20 4 Grade 22 diarrhoea 29
10 Grade 22 peripheral 27
0 neuropathy
MRD- MRD- MRD-z=CR
(NGS, 10°) (NGS, 109) (NGS, 10°)

Isa-Rd
(n=135)

45
24

40

28
22
10

Isa-VRd using once-weekly bortezomib dosing demonstrated deep responses and a manageable safety profile vs Isa-Rd

in TI NDMM patients; these findings provide further supplemental evidence to the PFS results seen in IMROZ and
demonstrate the flexibility of Isa-VRd to provide benefit across the diverse TI NDMM populations.
*Infections not including the respiratory system.

Leleu XP, et al. J Clin Oncol. 2024;42(Suppl 16):7501. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 7, 2022. Accessed November 27, 2024.
https://clinicaltrials.gov/study/NCT04751877.
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“F==" D38 mAb-VRd Quad in TI NDMM

m Induction (6-week cycles) Continuous phase (4-week cycles)
N=446 Until PD, unacceptable Pri
3:2 or patient withdrawal Endpoint:

2@ Phase lll Studies Investigating

v' 18-80 years PES
x ECOG PS >2 VRd x4 cycles Rd
x  Grade >1PNor

>1 PN with pain Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-17), monthly (Cycle 18+)

V (1.3 mg/m?2): Administered twice-weekly (Week 1-3 of cycles 2-4) during induction only

N=270 Until PD, .
1:1 or patient withdrawal Endpoint:

v’ 65-79 years
x ECOG PS >2 Isa-Rd x12 cycles Isa-R x6 cycles Isa-R MRD- (10-°)

Isa IV (10 mg/kg): Administered weekly (Cycle 1), every 2 weeks (Cycle 2-12), monthly (Cycle 13+)

m Induction (3-week cycles) Continuous phase (4-week cycles)
¥ NDMM and transplant not 1:1~|: . unacceptable toxicity Endpoint:

planned as

= -5
initial therapy VRd x8 cycles MRD- (10-°)
v o=
« E_1 8 y?:,ars 2 Dara SC (1800 mg): Administered weekly (Cycle 1-2), every 3 weeks (Cycle 3-8), monthly (Cycle 9+)
COGPS > V (1.3 mg/m2): Administered twice-weekly (Cycle 1-8)

As no head-to-head comparisons are available, direct comparison between trials is not intended and should not be inferred

Facon T, etal. N Engl J Med. 2024;391(17):1597-1609. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated November 27, 2024. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03319667. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 7, 2022. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT04751877. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 15, 2025. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03652064. Leleu XP, et al. J Clin Oncol. 2024;42(Suppl 16):7501.
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Celebrating 25 Years of Excellence

CEPHEUS: Phase 3 Study of DARA-VRd vs VRd
in Tl or Transplant-Deferred Patients with NDMM

VRd Rd Primary endpoint:
Key eligibility —~ Cycle 9+ uy EB [T
T oy & V: 1.3 mg/m2 SC days 1, 4, 8, 11 « Overall MRD
. o R: 25 mg PO days 1-14 R: 25 mg PO days 1-21 (2CR) negativity
« NDMM (Tl or Z d:20mgPOdays 1, 2,4,5,8,9, 11,12 d: 40 mg PO days 1, 8, 15, 22
c
transplant deferred) _% Key secondary
. SfCOOQG PS score E endpoints:
. 3 DARA SC-VRd DARA SC-Rd * PFS
* Frailty score of 0-1 g Cycle 9+ « Sustained MRD (=CR)
— DARA: 1,800 mg SC QW cycles 1-2, negativity (=212 months)
— Q3W cycles 3-8 DARA: 1,800 mg SC Q4W
VRd: : « 2CRrate
: schedule as above Rd: schedule as above
* OS
21-day cycles 28-day cycles
8 cycles of bortezomib treatment until disease progression

or unacceptable toxicity

Usmani SZ, et al. Presented at: 21st IMS Annual Meeting; 2024. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 15, 2025. Accessed August 26, 2024.
https://clinicaltrials.gov/study/NCT03652064.
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" MRD-Negativity Rate? (10-5; ITT Population)

- . >
Overall MRD-negativity rate (10-%) 2CR rate
OR, 2.73 (95% Cl, 1.71-4.34);
P <.0001
I
100 OR, 2.37 (95% Cl, 1.58-3.55); 100 - | n |
X g0 - P<.P001 90 -
2 80 - | | - 80 -
= 70 - 60.9 s 70 1 2CR:
(] . = .
g 60 1 § 60 1 20| :fZR(y " 61.6%
£ 50 394 @ 50 1 «£L/0
% 40 : 40 -
S 30 - § 30 1
g 20 20 - 16.2 i
x .. ]
= 12 12 N7 44
D-VRd VRd D-VRd VRd
(n=197) (n=198) (n=197) (n =198)

sCR "CR "VGPR PR
EsCR ECR ®mVYGPR ®PR

Daratumumab significantly increased overall MRD-negativity

rate and overall 2CR rate by approximately 20%.

aMRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity (10-°) and 2CR.
sCR = stringent complete response; PR = partial response.
Usmani SZ, et al. Presented at: 21st IMS Annual Meeting; 2024.
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Median follow-up: 58.7 months

100 -
I s " 54-month PFS
e~ T 1
e Say 1
(/)] ) 1
o 80 - e
% ‘.~'|._ -_..-‘ — ¥ 68-1 o/oi
g e N Median:
- 60 A -‘---"-l'l— 1
5 e | not reached
o -
<
= 0/ ]
3 40 1 49.5 /°: + \/Rd Median:
1
g : 52.6 months
> 1
s 20 :
=2
7 HR, 0.57; 95% ClI, 0.41-0.79; P=.0005 E
N |
0 1 1 1 1 1 1 1 1 Il 1 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. atrisk
D-VRd 197 180 170 160 149 140 136 132 122 115 33 0
VRd 198 174 157 143 131 123 105 98 88 81 21 0

Daratumumab significantly improved PFS, with a 43%

reduction in the risk of disease progression or death.

Usmani SZ, et al. Presented at: 21st IMS Annual Meeting; 2024.
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“F= CD38 mAb-VRd Quad in Ti NDMM
oz 2

2@ Continued Treatment after

Induction (6-week cycles) Continuous phase (4-week cycles)

N=446 Until PD, unacceptable Pri
v 18-80 3:2 or patient withdrawal Endpoint:
-80 years
x ECOG PS >2 VRd x4 cycles Rd PFS
% Grade >1 PN or
=1 PN with pain Isa IV (10 mg/kg): Administered weekly (Cyclgll), every 2 weeks (Cycle 2-17), monthly (Cycle 18+)

V (1.3 mg/m?2): Administered twice-weekly (W@k 1-3 of cycles 2-4) during induction only

4-week cycles

Until PD,

N=270 .
- Isa-VRd x12 cycles Isa-VR x6 cycles unacceptable toxicity, Primary

v Ti NDMM _ _ :

v 65-79 years 1:1 or patient withdrawal Endpoint:

x ECOG PS >2 Isa-Rd x12 cycles Isa-R x6 cycles MRD- (10-°)

Isa IV (10 mg/kg): Administered weekly (Cyclefl), every 2 weeks (Cycle 2-12), monthly (Cycle 13+)

V (1.3 mg/m?2): Administered weekly (Cycle 1-188 and then every 2 weeks (Cycle 3-18)
CEPHEUS Induction (3-week cycles)

Continuous phase (4-week cycles)

N=395 . Pri
v NIDMMdand transplant not 1:1 Y unacceptable toxicity Endpoint:
planned as ) 5
initial therapy VRd x8 cycles MRD- (10-°)
v 2
« E>C1§ g ePaSrS>2 Dara SC (1800 mg): Administered weekly (Cycle 1-2), every 3 weeks (Cycle 3-8), monthly (Cycle 9+)
V (1.3 mg/m?): Administered twice-weekly (Cycle 1-8)

As no head-to-head comparisons are available, direct comparison between trials is not intended and should not be inferred

Facon T, etal. N Engl J Med. 2024;391(17):1597-1609. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated November 27, 2024. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03319667. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 7, 2022. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT04751877. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated September 15, 2025. Accessed August 15, 2024.
https://clinicaltrials.gov/study/NCT03652064. Leleu XP, et al. J Clin Oncol. 2024;42(Suppl 16):7501.



e MROZ Trial for TlI: MRD Improvement
with Isa-VRd versus VRd

Best Overall Response MRD Rate (NGS,* 10-)

Patients, %

- B |sa-VRd
100+ SCR 0 VRd
: = CR i
80 10.9 59 60
_ ® © VGPR
2 50 -~
>CR: >CR: W = PR ~
60+ 74.7% 54.1% ,,g 40 -
2 30 -
401 bVGPR: >VGPR: ®
B9.1% 58.6 82.9% o oo 4
20 10 46.8
ol 2 — mei : . . .
Isa-VRd VRd MRD- ITT MRD- CR MRD- sustained
) >
>CR rate: P=0.01%; 2VGPR rate: OR (95% Cl): 1.729 (0.994-3.008) OR (95% CI): OR(@s%C): D12 months
1.791 (1.221-2.627)* 1.803 (1.229-2.646) OR (95% CI):
P=0.003t 2.729 (1.799-4.141)t

Time to MRD-, median (95% CI)
Isa-VRd: 14.72 (11.53-24.08) months
VRd: 32.79 (17.51-45.11) months

Isa-VRd followed by Isa-Rd resulted in deep response rates, with a significant improvement in the MRD- CR
rate, as well as higher rates of MRD- and sustained MRD- for 212 months at any point in the ITT population.

*clonoSEQP assay. tStratified Cochran-Mantel-Haenszel test. Two-sided significance level is 0.025. P value not reported; not a key secondary endpoint.
Facon T, et al. Presented at: American Society of Clinical Oncology (ASCO) Annual Meeting; 2024 .
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=t |MROZ: Is There Value in Continuing on
Quadruplet Therapy upon Loss of MRD-?

Conversion from MRD- during initiation phase to MRD+ Time to progression after conversion from MRD- at initiation
at various timepoints during maintenance phase phase to MRD+ during maintenance phase
B Isa-
MRD negative (10-°) at MRD positive (10-5) at maintenance Isa-VRd
50 — initiation phase | phase B VRd
.
| 1.0 - Isa-VRd
< | E
= | £ 087
7] whd
€ : a VRd
2 =~ 0.6
= | 2
o | [}
| S 04-
' 5
I S -
| 8 0.2

For Landmark, Isa-VRd vs VRd:
6 Months 12 Months 18 Months 24 Months 36 Months 0.0- HR: 0.236 (95% CI: 0.089-0.624);P=0.0036

0 6 12 18 24 30 36 42 48 54 6 66
Time (Months)

Loss of MRD- status during maintenance was at least 2- to 5-fold lower with Isa-VRd vs VRd.

Those that lost MRD still had a clinically significant longer time to progression with Isa-VRd.

Ph. = phase.

Orlowski RZ, et al. Presented at: 66th American Society of Hematology (ASH) Annual Meeting; 2024. Lentzsch S. Presented at: American Society of Clinical Oncology (ASCO)
Annual Meeting; 2025.
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Celebrating 25 Years of Excellence

CEPHEUS for Tl or Deferred:
D-VRd Led to Higher MRD Negativity,
Improved PFS versus Triplets

Primary endpoint: Higher overall
MRD-negativity rate (10-°) with D-VRd

Secondary endpoint: Daratumumab
significantly improved PFS, with a
43% reduction in the risk of disease
progression or death

-

o

o
4

% surviving without
8  Ppogregsions

o

No. at risk
D-VRd 197 180 170 160 149 140 136 132 122 115 33 0
VRd 198 174 157 143 131 123 105 98 88 81 21 0

100 - OR, 2.37 (95% Cl, 1.58-3.55); P<0.0001
90 A |

80 4 | ]

70 - 60.9

60 4
50 4
40 A
30 4
20 4

394

MRD-negativity rate (10-%), %

10 A

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

Median follow-up: 58.7 months
54-month PFS

|
9
~~ ] R Median:
m-“""'-..____ : D-VRd | reached
49'5%i “L- VRd Median:
! 52.6 months

HR, 0.57; 95% Cl, 0.41-0.79; P = 0.0005

0 6 12 18 24 30 36 42 48 54 60 66
Months

Usmani S, et al. Presented at: 21st IMS Annual Meeting; 2024. Lentzsch S. Presented at: ASCO Annual Meeting; 2025.



#)dhdmeron: BENEFIT Trial for Tl: Primary Endpoint—
MRD- Rate at 18 Months

Primary endpoint

OR (95% Cl):

OR (95% CI): 316 (1.86.5.26)

3.88 (2.27-6.62) " P<0.0001
P<0.0001 '

60
OR (95% Cl):

o1 OR (95% Cl): 53

50 2.97 (1.6-5.5) 274 (1.54-4.87)

P=0.0005 .
40 [ \ ‘36 |

32
>0 26

21 M |sa-VRd
20 17
13 Isa-Rd
10
0 — — B B B
107 106

10-° 106

Patients, %

12 months 18 months

Isa-VRd resulted in deep response rates, with a significant improvement in

the MRD at 12 and 18 months, and at 105 and 10-¢ in the ITT population.

*MRD was assessed on the basis of IMWG recommendations.
Kumar S, et al. Lancet Oncol. 2016;17(8):e328-e346. Leleu XP, et al. J Clin Oncol. 2024;42(Suppl 16):7501.
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Key Learning Points

* Quads including CD38 mADb, such as isatuximab or daratumumab (CEPHEUS,
IMRO/Z, and BENEFIT trials), in Tl result in higher MRD- associated with
improved survival

« Sustained MRD negativity (10°) 2CR rates for 224 months were more than
twice as high with D-VRd vs VRd

* Improvement on outcome is not associated with significant toxicity or impact
on QoL

* Quadruplets including CD38 mAb should be a new standard for patients with
TI NDMM

42
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Where We Started: Dara-VTd vs
&Myeloma Congress VTd—CASSIOPEIA trial

« N = 1,085 (09/2015 till 08/2017) Consolidation I I

« 111 sites .
ey I S D monothera
D: 16 mg/kg IV QW Cycles 1-2, Q2W T D: 16 mg/kg IV Q2wW py
= Cycles 34 r I V: 1.3 mg/m? SC Days 1, 4, 8, 11 D 16 mg/kg IV Q8W until
Key eligibility < ¥ V: 1.3 mg/m2 SC Days 1, 4, 8, 11 A [ T 100 mg/day PO PD (2 years maximum,
criteria: 5 T: 100 mg/day PO N d: 20 mg IV/PO2 then obs;ejr;ahun until
< Tl 4 2040 mg Iv/PO? A )
+ Transplant- 2 P
eligible NDMM K] L
=
« 18-65 years g A
« ECOG 0-2 B N
= VTd T VTd
VTd administered as in the D-VTd am VTd administered as in the D-VTd arm
4 Cycles of 28 days 2 Cycles of 28 days -
1 |
I 1
Part 1 Part 2
=Dexamesthasone 40 mg on Days 1, 2, 8, 9, 15, 16, 22, 23 of Cycles 1-2 and Days 1 & 2 of Cycles 3—4; 20 mg on Days 8, 9. 15. 16 of Cycles 3—4;
__ 100+ — D-VTd 100 4
g —VTd
T 804 = 804
£ g
2 60+ £ 60
'5 40 = 40
< B
£ 204 S 20+
g HR 0-61 (95% CI 0-52-0-72); p<0-0001 HR 055 (95% Cl 0-42-0-73); p<0-0001
0 T T T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Number at risk L -
(number censored) Number at risk Time since first randomisation (months)
VTd 542 504 477 441 400 354 324 293 268 243 214 197 171 103 49 13 0 (number censored)
(0) (16) (29) (30) (32) (35) (36) (40) (41) (44) (46) (49) (56) (115)(161)(194)(207) VTd 542 531 521 505 494 481 475 467 453 441 433 419 396 242 115 33 0
D-VTd 543 512 500 484 459 434 408 375 352 323 296 278 260 158 82 17 0 @ (5 (9) (11) (12) (12) (12) (13) (13) (13) (13) (14) (28) (171)(292)(371)(403)
(0) (13) (19) (20) (22) (25) (27) (29) (32) (32) (35) (36) (46) (135)(209)(271)(288) D-VTd 543 535 526 520 517 511 503 496 490 482 476 467 452 285 147 29 0

© ® O @ B @ 9 9 @ © © (10) (20) (180)(314)(431)(460)

VTd = bortezomib, thalidomide, dexamethasone.
Moreau P et al. Lancet Oncol. 2024;25(8):1003-1014.



Where We Started: Dara-VTd vs
&Myeloma Congress VTd—CASSIOPEIA trial

+ N =1,085 (0ar2015 i osr2017) [ TR Consoldation I I PFS from 2"d randomization
« 111 sites '™
D-VTd D-VTd I D-VTd + daratumumab vs D-VTd + observation: HR 0-76 (95% Cl 0-58-1.00); p=0-048
D: 16 mg/kg IV QW Cycles 1-2, Q2W A | TS R G Py VTd + daratumumab vs VTd + observation: HR 034 (95% Cl 0-26-0-44); p<0-0001
- Cycles 34 r I V: 13 mo/m? sC Days 1, 4,8, 11 DpE(;“gé?ﬁ“‘:ﬂ‘ﬁﬁu“nT“ : P
Key eligibility - V: 1.3 mg/m2 SC Days 1, 4, 8, 11 T: 100 mg/day PO 1 . n, _
criteria: s Wl T 100 mgiday PO :,' d: 20 mg IV/PO? (= GEEERET Wil z 100
< Tl 4 2040 mg Iv/PO? : [*ID; <
» Transplant- 2 5 T 80
eligible NDMM | & d =
« 18-65 years g A 2 60
+« ECOG 0-2 il ] o
B VTd u VTd - "% — D-VTd +daratumumab
VTd administered as in the D-VTd am VTd administered as in the D-VTd arm g 40+
2 —— \Td +daratumumab
ﬁ 204 — D-VTd+observation
4 Cycles of 28 days 2 Cycles of 28 days - g —— VTd +observation
1 |
0
1 1 I I I I | I I 1 I 1 I | 1 | 1
Part 1 Part 2
sDexamethasone 40 mg on Days 1, 2, 8, 9. 15,16, 22, 23 of Cycles 1-2 and Days 1 & 2 of Cycles 3-4; 20 mg an Days 8, 9. 15. 16 of Cva-es 34 - 0 6 12 18 24 30 36 42 48 >4 6o 66 72 78 84 30

Time since second randomisation (months)

PFS 0S Rates of 2CR + MRD-negativity at any time
point during maintenance

100 4 — D-VTd 100 -4 10-5
£ —vTd
R = 80- D-VTd — DARA 64%
3 £
Z 6o 2 60 L 10 ! OR, 1.43
= 2 =.
F o 2 P=.1037
? HR 0-61 (95% Cl 0-52-072); p<0-0001 HR 055 (95% Cl 0-42-0-73); p<0-0001
0 T T T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Number at risk __ .
(number censored) NUMber at riSk TlmeSInceﬁrSt randomlsatlon (mDnthS) Wd - DARA _ 53%
VTd 542 504 477 441 400 354 324 293 268 243 214 197 171 103 49 13 0 (number censored)
(0) (16) (29) (30) (32) (35) (36) (40) (41) (44) (46) (49) (56) (115)(161)(194)(207) VTd 542 531 521 505 494 481 475 467 453 441 433 419 396 242 115 33 0 OR, 2.26
D-VTd 543 512 500 484 459 434 408 375 352 323 296 278 260 158 82 17 0 @ (5 (9) (11) (12) (12) (12) (13) (13) (13) (13) (14) (28) (171)(292)(371)(403) P =.0002
(0) (13) (19) (20) (22) (25) (27) (29) (32) (32) (35) (36) (46) (135)(209)(271)(288) D-VTd 543 535 526 520 517 511 503 496 490 482 476 467 452 285 147 29 0

© ® @ B B B} (9 9 @ (9 (9 (10) (20) (180)(314)(431)(460) VTd — OBS _ 36%
OBS = observation.

Moreau P, et al. Lancet Oncol. 2024;25(8):1003-1014. Avet-Loiseau H, et al. Presented at: ASH Annual Meeting; 2021.
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Induction Consolidation Maintenance
VRd VRd

) V:1.3 mg/m2 SC V:1.3 mg/m2 SC R
Q Days1, 4, 8, 11 = Days1, 4, 8, 11 .

Kev eligibilit " R: 25 mg PO Days 1-21 < R: 25 mg PO Days 1-21 R:10 mg PO Days 1-28 until PD

LA Ll ARSI o 40 mg PO/IV Days 1-4, 9-12 30l d: 40 mg PO/IV Days 1-4, 9-12
criteria = )

) =

* Transplant- b= D-VRd é D-VRd D-R MRD Continue

eligible NDMM N . b = . b . D-R
¢Jfl] DARA: 1800 mg SC Rl DARA: 1,800 mg SC® Q2W DARA: 1,800 mg positive
e I QW Cycles 1-2 - o _ SCb QAW until PD

+ ECOGPS <2 T - Q2W Cycles 3-4 g VRd administered as in R: 10 mg PO
© — the VRd group Davs 1-28
— w y Restart
= VRd administered as in MR[_) DARA

the VRd group Minimum 2y Ll per criteria
4 cycles of 28 days 2 cycles of 28 days 28-day cycles
H int: c Stop DARA therapy Restart DARA therapy upon
P"mary endpomt. PFS after 224 months of D-R maintenance for confirmed loss of CR
- 8or atients with =2CR and 12 months of without PD or
Key secondary endpoints: Overall =CR rate,® overall MRD-negativity rate (10-°),4 OS : sustained MRD negativity (10-9) recurrence of MRD

Sonneveld P, et al. Presented at: 29th European Hematology Association (EHA) Congress; 2024.
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PFS by Treatment Arm Overall and Sustained MRD Negativity

Median follow-up:
2 1004 47.5 months Somottin BF S -
S — w o e MRDnega® (19 Sustained MRD-negativity? (109 2CR rate  systained MRD-negativity? (10-5) 2GR rate
@ 80 : Odds ratio, 3.40 Odds ratio, 3.97 212 months® 224 months¢
15)' E 67.7% — (95% Cl, 2.47-4.69) (95% ClI, 2.90-5.43) (ggqid‘s:'ra;izuz.féd:m (ggidzlrzﬁ;)gfg:s)
& 60 100 - 100 - 1zgi P<0.000%: 122i PeG.0001c
§ Z- 80 A 75.2% 80 E 801 = g 801 A 33%
£ 401 e 65.1% B 01 easn I
;' - g 2] 47.5% 801 %g 22 %g :z —
2 HR, 0.42; 95% CI, 0.30-0.59; P<0.0001 40 - 40 - 2% 5§ O 207% )
: 0 3 20 20 £ 32 _ e s
T & & T T & T T & T T G 7T 1 4 1 . 2 1 a 20 1
® 70 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 = £ 1. £ 1]
Months O "DWRd  VRd T DwRd  VRd """ bvRd  VRd ° DVRd VR
No. at risk (n=355)  (n=354) (n=355)  (n=354) (n=385)  (n=354) (n=355)  (n=354)
VRG34 395 3% 37 32 Mb M6 3 09 S A2 Mo XS 26 zE W 1 0
* Median follow-up: 48 months TEAE, n (%) Dara-RVd (n=351) RVd (n=347)
* Safety ’ ° Any Grade Grade 3 or4 AnyGrade Grade 3 or4
- Grade =23 infection: 35.4% vs 27.4% Hematologic Neutropenia 243 (69.2) 218 (62.1) 204 (58.8) 177 (51.0)
- Grade 23 neuropathy: 4.3% vs 4% AEs 9 Thrombocytopenia 170 (48.4) 102(29.1) 119 (34.3) 60 (17.3)
- Grade 5AEs: 3.7% vs 4.6% Ane.m|a 78 (22.2) 21 (6.0) 72 (20.7) 22 (6.3)
- Most common grade 3 or 4 event (at the 48-month - rﬁ)eel:IrF)ohpeal:(ily 188 (53.6) 15(4.3) 179(51.6) 14 (4.0)
- : 0/ \- pecific
fol(ljowt_up) Wa? neutroper;:alé62f.? A),I%ose_ J nonhematologic _Infections 305 (86.9) 124 (35.3) 266 (76.7) 95 (27.4)
reductions or temporary hold of lenalldomiae AEs COVID-19 123(35.0) 12(3.4)  83(23.9) 4(1.2)
and/or use of G-CSF recommended for URTI 111 (31.6) 2(06) 87 (25.1) 6 (1.7)

management

URTI = upper respiratory tract infection.
Sonneveld P, et al. Presented at: 29th EHA Congress; 2024.
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Isa-RVd x &
§Y 3
Induction (3 x 6-week cycles) il
T Q 14
= an X
<45
( "
Stratification for randomization Isa: 10 mg/kg IV 1 Cycle 1 Cycles 2-3
prior to: Days 1, 8, 15, 22, and 29 Days 1, 15, 29

1. Induction: R-ISS stage (l/ll versus
Il versus not classified)

R: 10/15/25 mg PO; Days 1-14 and 22-35

2. Maintenance: R-ISS stage at

study entry (I/1l versus Il versus V: 1.3 mg/m? SC;
not classified) and MRD- after last Days 1, 4, 8, 11, 22, 25, 29, and 32
HDM (no versus yes versus d: 20 mg PO®; Days 1-2, 4-5, 8-9, 11-12, 15,

B unknown) 22.23, 25-26, 29-30, and 32-33

J

(
Primary end points¢: Post-induction MRD- (NGF, 10-%); PFS after second randomization
Key secondary end points: PFS (whole study); OS (whole study and from second randomization); post-induction CR; CR and MRD- after
HDM and during and after maintenance therapy
Selected secondary end point: PFS after first randomization

.

HDM = high-dose melphalaln; NGF = next-generation flow cytometry.
Goldschmidt H, et al. Presented at: 66th ASH Annual Meeting; 2024.
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GMMG-HD7: Isa-VRd

PFS by Treatment Arm MRD Negativity (10-°)

1004 1 '
" M

50

PFS (%)

254 HR, 0.70 (95% CI, 0.52-0.95); stratified log-rank P value=0.0184

— Isa-RVd —» ASCT — Rorlsa-R

—— RVd - ASCT —» Rorlsa-R
T T T T T T

0 12 24 36 48 60
Number at risk (censored) Months since first randomization

Isa-RVd 331 (0) 300 (8) 271 (6) 255 (6)
RVd 329 (0) 273 (17) 252 (4) 222 (8)

0—

122 (116) 6 (111)
104 (102) 5(92)

Patients (%)
iy N w s W [+2]
o o o o o o

o
1

End of Induction

OR, 1.83 (95% CI, 1.34-2.51)
P<0.001"

50.1%

Isa-VRd VRd

~
o

=2}
o
"

OR, 2.13
(95% ClI, 1.56-2.92)
P<0.0001

66.2%

Post-Transplant

OR, 2.22
(95% Cl, 1.63-3.03)
P<0.0001

63.4% usa-RVd
= Rvd

OR, 1.76
(95% Cl, 1.25-2.50)
P=0.001

[5.)
=]

Patients (%)
5

w
o
L

20 4

MRD-

38.1%

CR and MRD-

2VGPR and MRD-

* Median follow-up: 48 months
« Safety

Grade 23 infection: 12% v 10% (1 grade 5 in Isa arm)

- Grade 23 neuropathy: 7% v 8%; reduce or hold

bortezomib and/or switch to once-weekly,
subcutaneous administration to mitigate

- Grade5AEs: 1% v 2%

Goldschmidt H, et al. Presented at: 66th ASH Annual Meeting; 2024.

3 Isa-RVd Rvd
TEAESs, n (%) (n=330) (n=328)
Serious AE 115 (34.8) 119 (36.3)
Deaths 4(1.2) 8(2.4)
Neutropenia 87 (26.4) 30 (9.1)
Hematologic Lymphopenia 48 (14.5) 65 (19.8)
AEs Anemia 13 (3.9) 20 (6.1)
Thrombocytopenia 21 (6.4) 15 (4.6)
Specific PN 25 (7.6) 22 (6.7)
nonhematologic Thromboembolic events 5(1.5) 9(2.7)
AEs Infusion-related reactions 4(1.2) NA




-?@- Lymphoma - Leukemia |Sa-KRd: Phase 3 ISKIA
> e EMN24/HOVON Trial

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

Induction Post-ASCT consolidation Light consolidation
Four 28-day cycles Four 28-day cycles Twelve 28-day cycles
x
/42 KRd 4% KRd 12 KRd
o K: 20 mg/m?1V dd 1 cc 1 only; MOBILIZATION . 2 . 2
Kﬁv E!IGIbllltv followed by 56 mg/m21V dd Cy: 2-3g/m? E; g?smg/ e '1('1556 me/m* IV dd
crieria: 4 SADCEL A L S EEa fo;'fowedb R: 25 mg PO daily dd 1-21 R)' 10 mg PO dd 1-21
TE NDMM patients R: 25 mg PO daily dd 1-21 G-CSE Y d: 40 me PO dZIIS 15 _22 d: 20 e PO dd 1_15
LS d:40mgPOdd 18,1522 for stem-cell collection —_ — — :
Stratification: ®< and
- Centralized FISH 4% |sa-KRd
(stan.dart.i risk/missing Isa: 10 mg/kg IV dd 1,8,15,22 MEL200-ASCT 4% Isa-KRd 12% Isa-KRd
selisiute e Tund s cc 1, followed by 10 mg/kg IV Isa: 10 mg/kg IV dd 1,15 cc )
del(17p) and/or t(4;14) dd 1and 15 cc 2 to 4. MEL: 200 mg/m? 5g Isa: 10 mg/kg IvVd 1
and/or t(14;16); \ K: 20 mg/m2 IV dd 1 cc 1 only; followed by K: 56 mg/m2 IV dd 1,8,15 K: 56 mg/m2 1V dd
- 1SS (I'vs. l1and 1) - <0 mg/m cc Lonly; - 20 mg/m +Sr 115
followed by 56 mg/m? IV dd ASCT cc5-8 !
8,15 cc1and dd 1,8,15 cc 2-4 R: 25 mg PO daily dd 1-21 R:10mg PO dd 1-21
R: 25 mg PO daily dd 1-21 d: 40 mg PO dd 1,8,15,22 d:20mgPOdd1,15

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

Primary endpoint: ¥ y v

i TE, transplant-eligible; NDMM, newly diagnosed multiple myeloma; FISH, fluorescence in situ hybridization; del, deletion; t, translocation; 155,

M RD negatl\”ty bv NGS a fter 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-C5F, granulooyte colony-stimulating factor; MEL, melphalan; ASCT, autologous stem-cell
transplantation; MRD, minimal residual disease; NG5, next-generation sequencing; PFS, progression-free survival.

post-ASCT consolidation

Gay F, et al. Presented at: 65th ASH Annual Meeting; 2023.



ch)mmm Post-Consolidation MRD Negativity by NGS:
Subgroup Analysis by Cytogenetic Risk

NGS, 107 NGS, 10°

100% 100%
22;: 79% 78% 77% 22;: [ k
< . 69%
= 70% 70% 65%
_‘E 60% 60% a8, 539,
T 50% 50%
40% 40%
30% 30% 27%
20% 20%
10% 10%
0% 0%
O HRCA 1 HRCA 2+ HRCA O HRCA 1HRCA |\  2+HRCA
m Isa-KRd = KRd m Isa-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) (q32.3;g23), gain(1921), or
amp(1921); 2+ HRCA was defined as the presence of at least two high-risk cytogenetic abnormalities.
Gay F, et al. Presented at: 65th ASH Annual Meeting; 2023.
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GMMG-Concept: Phase 2 Study
of Isa-KRd in High-Risk NDMM

Arm A Induction Consolidation Maintenance
I G BUSSU 1sa-KRd HDT + [ Isa-KRd Isa-KR
N=245 s n-);:?)rs 6 cycles ASCT M 4 cycles 26 cycles
)) 28 day cycles 28-day cycles 28-day cycles
Arm B
TNE or Isa-KRd Isa-KRd
>7g_yze:rs 8 cycles 4 cycles

Isa: 10 mg/kg D1,8,15,22 in C1; D1,15 in C2+; K 20 mg/m? D1,2 of C1; 36 mg/m? D8,9,15,16 of C1 and D1,2,8,9,15,16 in
C2+; from 2021 onwards: 56 mg/m?on D1,8,15 and 70 mg/m? on D1,15 in maintenance; R: 25 mg D1-21 all Cycles; d: 40

t Arm A: app. 15-18 months after inclusion
mg D1,8,15,22 all Cycles (20 mg age >75). Arm B: app. 12 months after inclusion

Primary objective: MRD negativity after consolidation (NGF, 10)
Secondary objective: PFS; Selected tertiary objectives: ORR, OS

ORR = objective response rate.
Leypoldt L, et al. Presented at: ASCO Annual Meeting; 2025.



2@ GMMG-Concept: Phase 2 Study
of Isa-KRd in High-Risk NDMM

PFS: TE NDMM MRD Negativity (10-5)

%
100

100 %

BTE TNE

mPFS 72.8 months ) 86.8%

80 732%

70 64.8%
58.4%
60
o0 —== 40.6%
i 40
30 o ——
i 20
T T T T T T T T
0 12 24 36 48 60 72 84 il
0

Months since start of allocation to trial

PFS
75 %

50 %

25 %

0%

MRD-negative at MRD-negative any MRD-negative 1Y-sustained 2Y-sustained
219(0) 193(2) 177(1) 109 (52) 68 (29) 538 20 (29) 5(14) end of time on study 2CR MRD-negative ~ MRD-negative

consolidation

* Median follow-up: 43 months

« Safety
- Grade 23 infection: 28%
- Grade 23 cardiac AEs: 2% (TE arm); 20% (Tl arm)

« Carfilzomib dosing: once weekly (56 mg/m?) vs twice weekly (36 mg/m?)
had more dose reductions but fewer carfilzomib discontinuations

Leypoldt L, et al. Presented at: ASCO Annual Meeting; 2025.



Q@Lvmphoma-Leukemia Summary Of Quad Ind UCtion
o in Transplant-Eligible NDMM

ASCO 2025 updates to ADVANCE (Dara-KRd vs KRd) and IsKia are expected to further clarify the role of CD38
antibodies with carfilzomib-based induction, of high interest for patients with high-risk disease or intolerance to
bortezomib.

" PERSEUS' | GWMGHDT® | GRIFFIN' | WASTER® | GMMG-CONCEPT:

Dara-KRd

Induction | Dara-RVd vs RVd Isa-RVd vs RVd Dara-RVd vs RVd R/MRD Isa-KRd Isa-KRd vs KRd
Maintenance Dara-R vs R Isa-R vs R Dara-R vs R surveillance Isa-KR R

123
151 vs 151
{luderel- et o (standard- and high-
Total N 355 vs 354 331 vs 329 104 vs 103 high-risk, (transplant eligible, skt lant-eliqibl
transplant-eligible high-risk disease) FIsK, ranstp i? -eligible
patients) PO
el B 475 mo NA 49.6 mo 42.2 mo 44 mo 21 mo
follow-up
2VGPR?2 NA 83% vs 69% 90% vs 73% NA 91% 94% vs 94%
2CRa 88% vs 70% 44% vs 34% 52% vs 42% 72% 73% 74% vs 72%
MRD-neg 1052 75% vs 48% 66% vs 48% 50% vs 20% 81% 68% 77% vs 67%

4 year: 4 year: ) 1 year:
a 0,
84% vs 68% N2 87% vs 70% N 3 year: 69% 95% vs 95%

Table courtesy Vij R. Presented at: DAVA Oncology 12th Summit on Hematologic Malignancies; 2025. 1. Sonneveld P, et al. Presented at: ASH Annual Meeting; 2023. 2. Raab
MS, et al. Presented at: EHA Congress; 2024. 3. Voorhees PM, et al. Lancet Haematol. 2023;10(10):e825-e837. 4. Sborov DW, et al. Presented at: IMS Annual Meeting; 2022.
5. Costa LJ, et al. Lancet Haematol. 2023;10(11):e890-e901. 6. Leypoldt LB, et al. J Clin Oncol. 2024,;42(1):26-37. 7. Gay F, et al. Presented at: ASH Annual Meeting; 2023.
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MIDAS = Minimal Residual Disease Adapted Strategy

Study design

MIDAS = Minimal residual Disease Adapted Strategy

Induction MRD evaluation Risk-adapted consolidation and maintenance

Standard risk L id .
MRD <10 enalidomide
( ) / [ IsakRD x 6 } [ el } Arm A
\ { ASCT + IsaKRD x 2} [ Lenalidomide J Arm B

| D (3 years)
saKRD x 6 MRD |-
(28d cycles)
3 D 4 N
Stem cell collection / ASCT g |SaKRD X 2 |Sa i Iberdomlde Arm C
after cycle 3 11 L )L (3 years) )
(G-CSF+/- plerixafor) > . b - 4
High risk :
(MRD >10-) \ Tandem ASCT Isa - Iberdomide Arm D
L J (3 years) )

Perrot A, et al. Presented at: ASCO Annual Meeting; 2025.



Lymphoma - Leukemia MIDAS = MI nimal ReSid ual
Disease Adapted Strategy

Subset RR (95%Cl)

MRD Negative (10¢) Post-Induction  Post-Consolidation MRD by T T v ——

0 A o 083 (08108

p =0.64 . > T o]

o Subgroups: Arm _qmeien
SLiM 14115 (93%) 18721 (86%) -m 0.92(0.74-1.15)

90 84 A B CRAB 190/227 (84%) 190/221 (86%) —— 1.03(0.95-1.11)
VS
0 48 73 |Ssl§qe 85/104 (82%) 1.03(0.9-1.18)
70 P'° 51 1 101/114 (39%) 95/106 (90%) f 1.01(0.92-1.11)
” Stage Il - = ] 1.03(0.85 - 1.25)
RASS
50 Stage | 490/60 (82%)  61/74 (82%) - ‘ 1.01(0.86 - 1.18)
Stage Il 145/169 (86%) 133/152 (88%) : 1.02(0.94 - 1.11)
40 Stage Il 10M3(77%) 14116 (88%) - - " - 1.14(08-162)
30 R2.ISS
Stage | 44/54 (81%) 50760 (83%) - . 1.02(0.86 - 1.21)
20 Stage Il 75187 (86%)  70/81(86%) - o 1(0.89- 1.13)
Stage Ill 71/85 (84%)  70/78 (90%) — - 1.07 (0.95-1.21)
10 Stage IV 911 (82%)  11/13(85%) - = 1.03(0.72 - 1.49)
0 1(4;14)
AmA AmB AmC ArmD AmA AmB AmC AmD 0 — ppm— I3~ 1.
: T ey . %
es L] 5 97 - 1.
1(14;16)
M RD Status . No 2041242 (84%) 2037237 (86%) —J— 1.02(0.94-1.1)
" ArmiA _ m— Yes 1/1 (100%) /5 (100%) 1(1-1)
— del(17p)

ArmAvs Arm B o ooz ey 1R s 10109411
Yes 9/10 (90%) 1010 (100%) = 1.11(0.9-1.37)
1q gain
No 159/188 (35%) 161/182 (88%) — 1.05(0.97 - 1.13)
Yes 46/55 (84%)  47/60 (78%) - M 0.94 (0.78-1.12)

150 1(11;14)
No 1781211 (84%) 1701196 (87%) — 1.03 (0.95-1.11)
g -:;f Yes 27132(84%)  38/46(83%) - W 098(08-12)
g 205 = Cytogenetic risk (IMS)
s (90%) 4 SR 154/185 (83%) 160/187 (86%) —— [l 1.03(0.94-1.12)
£ 8 10 HR 51/58 (88%)  48/55 (87%) ] 0.99 (0.86 - 1.14)
= = Strata: Cytogenetic risk (LP > 1)
SR 1907224 (85%) 1917224 (85%) —l— 1.01(0.93-1.09)
HR 15119 (79%)  17/18 (94%) u . 12 (o 92 - 1.55)
Strata: MRD post-induction (10-6)
% negative 163/185 (88%) 155/177 (88%) — 0.99 (0.92-1.07)
positive 42058 (72%)  53/65 (82%) m 113(093-1.37)
MRD BE B T e S i o ey e e T o U R S S i e
i %) 208/2 02(0.95-1.
> 406 <109 All patients 205/243 (84%) 42 (86%) i | 102(095-1.1)
5 0.00 1.0 15
Post induction Post consolidation Post induction Post consolidation et ot Amm R [Dompand 1o Y on MED gtV 1003

Favor Amm A Favor Am B

SLiM = greater than or equal to sixty percent clonal plasma cells in the bone marrow, involved/uninvolved free light chain (FLC) ratio of 100 or more with the involved
FLC being greater than or equal 100 mg/L, magnetic resonance imaging (MRI) more than one focal marrow lesion; CRAB = increased calcium levels, renal insufficiency,
anemia, presence of bone lesions.

Perrot A, et al. Presented at: ASCO Annual Meeting; 2025.
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MIDAS: Should We Stop HCT in MRD Neg?

 MIDAS—only one MRD timepoint
« PERSEUS—sustained MRD important
 MIDAS—what about high-risk cytogenetics?

HCT = hematopoietic cell transplantation.
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Maintenance:
The Road Ahead

» Current state: deepens response,
prolongs response, prolongs survival

* Lenalidomide until disease progression

« Future state
- Single-agent antibody (Cd38, BisAb)
- Doublet (CD38 + Len)
- Triplet (CD38 + Len + PI)
- Fixed duration; MRD guided

BisAb = bispecific antibody; Pl = protease inhibitor.

Berg T [www.irvinestandard.com]. Last updated February 5, 2024.
https://www.irvinestandard.com/2024/more-freeway-improvements-are-
on-the-way.




) e B FORTE Trial—Doublet Maintenance

r— == - (— === r
i Intensification ! l Consolidation i Maintenance

| |
| |
= oam mm mm o omm omm omm | ————————,I - em mm Em Em Em =m =m
| |
| |
| l

(
i Induction

Y I S S - - . -

MEL200-ASCT

MOBILIZATION

4x KCd MEL200-ASCT 4x KCd
K: 36" mg/m?d 1-2,8-9,15-16 K: 36 mg/m?d 1-2,8-9,15-16
C:300mg/m? d 1,8,15 C:300mg/m? d1,8,15 |
d: 20mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23 I
|

A20 mg/m2 on days 1-2, cycle 1 only. *Carfilzomib 70 mg/m2 days 1, 15 every 28 days up to 2 years for patients that have started the maintenance treatment from 6 months
before the approval of Amendment 5-0 onwards.

R1 =first randomization (induction/consolidation treatment); R2 = second randomization (maintenance treatment); KCd = carfilzomib, cyclophosphamide, lenalidomide; d =
days; MEL200 = melphalan at 200 mg/m2.

Gay F, et al. Lancet. 2021;22(12):1705-1720.
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FORTE Trial: PFS Doublet Maintenance

PFS from 15t randomization

mo-.\;\lv
" _\;\\»\

KRd plus ASCY
—— KRd12
e X Cd ASCT
25 phs
KRd12 vs KCd plus ASCT: HR 088 (95% C10.64-1.22); p«0-45
KRd plus ASCT vs KRd12: HR 061 (95% C1 0 43-0-88); p«00084

Progression - froe survival (%)
8
-
/ |

Progression-free sunaval (%)

KRd plus ASCT vs KCd plus ASCT: HR 0-54 (95% C1 0:38-0.78); p~0-0008

0 L3 L L3 L L) L)
0 10 20 30 40 50 60
Time since first randomisation (months)
Number at risk
(number censored)
KRd plus ASCT 158 (0) 147 (1) 137(3) 129 (4) 111(9) 61(51) 5(103)
KRd12 157(0) 135(6) 120 (6) 103(7) 90(9) 51(39) 5{81)
KCd plus ASCT 159 (0) 137(1) 115(3) 94 (5) 80(8) 46 (37) 6(76)

Gay F et al. Lancet. 2021;22(12):1705-1720.

PFS from 2"9 randomization

Number at risk

{number censored)
Carfilzomib plus kenalidomide
Lenalidormade alone

100+ \2_,___\—\

75

50+

2577 - Carhlzonmeb plus lenalidoamide

v Lenalidomide alone
HR 0-64 (95% C10-44-0.94); p=0023
o L L 1} 1
0 10 20 30 40
Time since second randomisation (meaths)

178(1) 162(2) 151(5) 123(22) 41(95)
178 (0) 154(0) 135(2) 108 (11) 35(75)
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2 CD38 Maintenance: CASSIOPEIA

Phase 3 study of D-VTd versus VTd in transplant-eligible NDMM (N=1,085), 111 sites from 9/2015 to 8/2017

D-VTd D-VTd

D monotherapy

D: 16 mg/kg IV QW Cycles 1-2, D 16 mg/kg IV Q8W until

Q2W Cycles 3-4
V: 1.3 mg/m? SC Days 1, 4, 8, 11
T: 100 mg/day PO
d: 20-40 mg IV/PO?2

D: 16 mg/kg IV Q2W

V: 1.3 mg/m2 SC Days 1, 4, 8, 11
T: 100 mg/day PO

d: 20 mg IV/PO?2

PD (2 years maximum,
then observation until PD)

Key eligibility
criteria:

» Transplant-

eligible NDMM
» 18-65 years
+ ECOG 0-2

VTd VTd

VTd administered as in the VTd administered as in the
D-VTd arm D-VTd arm

- Z>rovounwz>»a0-H

—~
-—
-—
~
c
o
=
Q)
N
=
®)
©
C
@©
| .
-
(7))
| .
LL

4 Cycles of 28 Days 2 Cycles of 28 Days

! Part 1 | Part 2

Clinical Trials.gov [www.clinicaltrials.gov]. Last updated April 13, 2025. Accessed September 1, 2024. https://clinicaltrials.gov/study/NCT02541383.
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(o]
o
|

Progression-free survival (%)

nN
o

|

Progression-free survival (%)

N
o
|

D-VTd/DARA

VTd/DARA
D-VTd/OBS

D-VTd/DARA vs D-VTd/0BS:
HR 0-76, 95% Cl 0-58—1-00; p=0-048
VTd/DARA vs VTd/0BS:

HR 0-34, 95% Cl 0-26-0-44; p<0-0001

VTd/0BS

HR 0-49, 95% Cl 0-40-0-59; p<0-0001

I [ | [ I | I I [ | I I I I |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
] . L (number censored)
Time since second randomisation (months)
Number at risk
(number censored)

0BS 444 424 392 363 327 286 261 183 172 122 68
(12 (13) (14) (16) (55) (104) (140) (163) (165)
DARA 442 429 407 387 373 359 332 311 298 281 260 198 99

(13) (67) (160) (215) (255) (256)

D-VTd/DARA 229

| (O | T T T T T T T T T T T I 1
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time since second randomisation (months)

201 176 156 132 107 92 77 63 5 50 32 13 5 1 0
O M @ @ @ © @0 (1) (1) (3) (24 @) @6 @9 (50
203 190 183 175 172 164 153 147 135 123 92 48 23 0 O
O © O © O O O @ @ 6 @ @) @6 (18 (118
223 216 207 195 179 169 155 138 127 122 90 5 2 1 0
O O O O O O @ @ @ @ @) 63) ©O4 (114 (115
226 217 204 198 187 168 158 151 146 137 106 51 19 1 0
O © O © O 4 @ 6 © @ @) 8y (119 (137) (138

DARA maintenance reduced the risk of progression or death by 51% versus OBS

The longest PFS was observed in patients who received D-VTd + DARA maintenance

D-VTd = daratumumab, bortezomib, thalidomide, dexamethasone.
Moreau P, et al. Lancet Oncol. 2024;25(8):1003-1014.
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Phase lll PERSEUS: Doublet Maintenance

o

o

N~

!
Key eligibility Z
criteria §

* Transplant- "ﬁ
eligible NDMM E

* Age 18-70 years o
« ECOGPS 2 'g
o

-

o

4 cycles of 28 days

Primary endpoint: PFS

Induction

VRd

AUTOLOGOUS
TRANSPLANT

Consolidation

VRd

2 cycles of 28 days

Key secondary endpoints: Overall >CR rate, overall MRD-negativity rate, OS

Maintenance

MRD
positive

Dara-R

(minimum 24 months)

MRD
negative

28-day cycles

Discontinue Dara therapy only
after >24 months of D-R maintenance for
patients with >CR and 12 months of
(sustained) MRD negativity

Continue
Dara-R
until PD

Discontinue
Dara therapy only

Restart Dara therapy upon
confirmed loss of CR
without PD or
recurrence of MRD

MRD was assessed using the clonoSEQ assay in patients with 2VGPR post-consolidation and at the time of suspected =CR. Overall, the MRD-negativity rate was defined as

the proportion of patients who achieved both MRD negativity (10 threshold) and =CR at any time.
Courtesy of Sonneveld P. Presented at: ASH Annual Meeting; 2023.
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Phase Ill AURIGA: Design

* Objective: To determine the impact of adding DARA to R maintenance on MRD-negative conversion

Key eligibility criteria
» 18-79 years of age

+ NDMM with 24 cycles of
induction therapy and
underwent ASCT within
12 months of the start
of induction

» 2VGPR at screening®
* MRD® positive (107°) post-ASCT
+ No prior anti-CD38

» Randomization within 6 months
of ASCT date

Stratification factor
+ Cytogenetic riske (standard
riskfunknown vs high risk)

Badros A, et al. Blood. 2025;145(3):300-310.

1:1 RANDOMIZATION (N = 200)

Maintenance: up to 36 cycles® (28-day cycles)

D-R

D: 1,800 mg SCe QW Cycles 1-2,
Q2W Cycles 3-6, Q4W Cycles 7+
R: 10 mg PO daily Days 1-28
(after Cycle 3, 15 mg PO daily if tolerated)

R

R: 10 mg PO daily Days 1-28
(after Cycle 3, 15 mg PO daily if tolerated)

MRDP obtained after 12, 18, 24, and 36 cycles

Primary endpoint

« MRD-negative (10-°)
conversion rate from
baseline to 12 months after
maintenance treatment

* N =214 planned to
achieve 285% power to
detect 20% improvement

Secondary endpoints

« PFS, overall MRD-negative
conversion rate, sustained
MRD-negative rate,
response rates, duration of
2CR, OS, safety



Lymphoma - Leukemia
& Myeloma Congress

Celebrating 25 Years of Excellence

AURIGA: MRD-Neg Conversion (10~ and 10-) and
PFS by MRD-Neg Conversion Status at 12 Months

Primary endpoint:
100 Jet LUy g ... 95.2% MRD-negative (10-5) i
ST R; MRD negative conversion rate by 12 months in ITT
g OR™ 4,51 E 35 - ORY: 597
g 80 - D-R; MRD negative 60 - (95";9016%03;8-57> £ 5. g
< 3
[ 4 . 8
g = g 25 |
; 60 - ? . ..-4 R: MRD positive . 50 4 2
£ i i H 3 x
’; 40 - : [T i 15 4
o
£ | L— D-R; MRD positive g § 10 4
< 1 Q -
< A 5 5.
3 204 : g 30 s
=4 1 £ 0 4
o " b DR R
1 20 - {2399) (8101)
o T T T T T T T T T 1 T T T 1 ﬁ
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 2 MRD-negative 1(11’0") -~
PRI Months = 10 18.8 conversion rate by 12 months
R:MRDnegatve 19 18 18 19 17 17 15 13 11 9 3 4 0 0 0
R.MRDpositive 82 62 67 59 54 45 41 35 32 25 19 18 2 1 0 0
D-R;MRDnegative 50 S0 S0 50 48 45 42 38 34 32 28 23 3 0 0 D-R R
D-R; MRD positive 49 43 40 37 35 33 30 27 25 2 18 15 3 1 0 i

(5v99)  (19101)

Badros A, et al. Blood. 2025;145(3):300-310.
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Lenalidomide (L) (N= 475) + Continue L
Key eligibility M - >
* First Reglstratlon Study-Entry Cycles 4+ R / A
Symptomatic multiple myelom - _ N ] Continue L
requiring systemic therapy R Lenalidomide 10 mg PO Lenalidomide 15 mg, if —> |0 4
prior to induction therapy an A tolerated 9 Stop L
ASCT 311 <104 ™1
+ Age 18-75 domic > b (10 / S z
« Zubrod Performance Statug 0- D : S \
o 0] . ac /
» Second Registration: Eligibility M E + 3 Continue
* Lenalidomide REMS | 1 lereliderife e 18 e Pe Lenalidomide 15 mg, if S LD
requirements Z tolerated M / A
+ Lab normalization E N Tl e
+ ASCT related toxicity grade 1 : 0 = —_|D D
» Third Registration: Second Daratumumab 1800 mg SQ D1, 8, | N :1_0>Bf?/l
Randomization e mziels) Daratumumab D1 only T ) 1
- Received 2 yr maintenance :)cglig;umumab 1800 mg SQ D1, 15 ; Stop LD y
*« MRD results E /

» Registration Step 1: *baseline specimen for ID (B-cell clonality) mandatory
» Registration Step 2: within 180 days after ASCT (715t randomization)
« Registration Step 3: completed 24 months of maintenance and MRD-neg + 2VGPR (*<10%) (2" randomization)

REMS = risk evaluation and mitigation strategy.
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MajesTEC-4 MagnetisMM-7

Screening Study  Treatment (28d cycle; 26 cycles) Follow-up
(max 28d before randomization;, Enrollment (for 2 years or until PD, death, intolerable toxicity, (until death, consent withdrawal,
36 mo accrual period) consent withdrawal, EOS) loss of follow up, EOS)

Arm A (N=500)

Tec—Len

Key Eligibility Criteria:

* NDMM patients who have received
induction followed by HDT and
ASCT * consolidation

* > PR at time of randomization

Arm C (N=500
m G ) * Part 1: MRD-positive

Tec

* Part 2: MRD-positive or -negative

—
stratified by:

~consolidation use: yes/no * Participants in Am A (Ten?—Len) who achieve a CR or better after 1 year of treatment (13

=>CR vs <CR cycles) will but ide for the second year (cycles 14-26)
+anti-CD38 vs non-anti-CD38

antibody-based MRD assessment

induction/consolidation ¥ At study entry and at 6 & 24 months after C1D1

v Time of suspected CR or sCR
«For participants with suspected CR or sCR, additional samples at 12,18,30,36,48, & 60 months
post C1D1

Key eligibility D+VRd D+VRd R
o ol ng @
criteria: O | | 4cycles 2cycles | | oo Long-term
_ = follow-up for
*Newly diagnosed ﬁ _ 1 survival,
CARTITUDE-6 | Patents £ | antiPD g e
« Eligible for S unti thega::: &
initial ASCT © D+VRd R
* All risk % N 6 cycles -~ — ye{azrs,
cytogenetics o
— |
*Sample Size: Al Assessment of PFS
~750 =
Dual Primary endpoints: Sustained MRD neg CR and PFS

IMiD = immunomodulatory drug; SPM = subsequent primary malignancy; EOS = end of study; FU = follow-up; SST = secondary solid tumor.

Elranatamab

N =700

Lenalidomide

ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated August 17, 2025. Accessed August 6, 2024. https://clinicaltrials.gov/study/NCT05243797. ClinicalTrials.gov
[www.clinicaltrials.gov]. Last updated September 10, 2025. Accessed August 6, 2024. https://clinicaltrials.gov/study/NCT05317416. Clinical Trials.gov [www.clinicaltrials.gov].

Updated September 12, 2025. Accessed August 6, 2024. https://clinicaltrials.gov/study/NCT05257083.
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EMN30/MajesTEC-4: Study Design

SRI

Key eligibility criteria
* NDMM
« ECOG PS score of 0-2

* Received 4-6 cycles of
3- or 4-drug induction

therapy (Pl and/or IMID +
anti-CD38 antibody) and
ASCT? + consolidation

with 2PR

PFS2 = progression-free survival on second-line therapy; TTNT = time to next treatment.
Zamagni E, et al. Blood. 2024;144(Suppl 1):494.

Phase 3, randomized study

Tec-Len Dual primary endpoints
- PFS
Tec Q4W - 12-month MRD-negative CR (by NGF; 10-5)

Select secondary endpoints
OS
>CR
CR conversion
MRD-negative conversion
MRD negativity/sustained MRD negativity
PFS2
TTNT
Safety

c
9
)
©
N
S
(®)
©
c
o
b
-
‘._.




EMN30/MajesTEC-4 SRI: MRD Negativity (10) in
Evaluable Patients Post-ASCT and during Maintenance

100 ~
)

= 80 -

]

£
| S

60 A
2
2
©

m 40 7
)
c

E 20 A
=

0 _

Post-ASCTP At 12 months Post-ASCTP At 6 months Post-ASCTP At 6 months
(n=27) (n=28) (n=30) (n=26) (n=30) (n=22)
Cohort 1: Cohort 2: Cohort 3:
Tec (QW - Q4W)-Len (N=32) Tec (Q4W)-Len (N=32) Tec (Q4W) (N=30)
Median follow-up: 21.1 mo Median follow-up: 9.2 mo Median follow-up: 9.2 mo

100% of evaluable patients were MRD-negative during maintenance.

Data cutoff date: September 9, 2024.
aMRD-negativity rate was defined as the proportion of patients who achieved MRD negativity (10-5), regardless of response. Percentages are out of evaluable patients. Among
87 evaluable patients, 23 patients were MRD-positive at screening (Cohort 1, n=10; Cohort 2, n=5; Cohort 3, n=8). All patients who were MRD-positive at study entry and had

an assessment during treatment were MRD-negative during treatment. One patient in Cohort 1 was MRD-positive at 18 months. PPost-ASCT + consolidation.
SRI = safety run-in.
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Key Learning Points

« Quadruplet induction is current SOC

* Transplant remains a backbone for most patients (?curative)
* |Intensified maintenance

* Fixed-duration maintenance

* Future SOC—7? T cell-directed therapy
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