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EHA-EMN 2025 Evidence-Based

Guidelines for NDMM

Eligibility for ASCT

l |
T En

Induction (4-6 cycles) First option
First option « IsaVRd [I, A]
. Dara'\)/Rd [, Al « DaraVRd [I, A]
o IsaVRd [I, A] « DaraRd [I, A]
ion i i If first option is not available

If first option is not available
. DaraV?d [, Al « DaraVMP [I, A]
« VR [ll, B] « VRA [I, A]

l Consider DaraR (with

dexamethasone in first 2 cycles)

200 mg/m?2 melphalan [I, A] for frail patients [l, B]

followed by ASCT [I, A]

« Consolidation with same
induction regimen (2 cycles

when =4 induction cycles)
[l. B]

« Tandem ASCT for high-risk
disease [ll, B]

}

« Lenalidomide maintenance
[I, A]
» DaraR maintenance [I, A]

EVIDENCE meta-analysis?!
N=4,907

Study

1.1
1.3
1.2
1.4
1.5
1.6
1.7

Meta Analysis
(Ineligible + Eligible)

MRD as an early endpoint
for accelerated approval

Individual-level association between MRD
at 12 months and PFS

MRD-/N

37/486

182/855

21/445
45/576
79/538
62/564
48/155

o Transplant-eligible ® Transplant-ineligible

100

HR for PFS (95% CI)

% Surviving without progression

0.4 (0.24-0.68)

Torino, 19-21 Febbraio 2026

Significantly Longer Projected
PFS With DVRd vs VRd For the
Best-Fit Distribution

PFS (observed and projections)

DVRd-Exponential PERSEUS ITT ——DVRd-Exponential CEPHEUS TIE
'VRd-Exponential PERSEUS ITT ——VRd-Exponential CEPHEUS TIE

90 1\
80 |
70
60
50
40 -
30 1 . .
20 N =

10 A I T

DVRd - PERSEUS T e==DVRd - CEPHEUS TIE
VRd - PERSEUS ITT e=—VRd - CEPHEUS TIE

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)

Dimopoulos MA et al. Nature Reviews Clinical Oncology 2025; Shi Q et al. J Clin Oncol 2025; Sonneveld P et al. EMN 2025




* g Neoviizl clzll \/Jddef I¢|
. POST-ORLANDO 2025 Sie
% Novita dal Meeting della Societd Americana di Ematologia (J ‘_‘“ >0 ‘(J c r\ff] t_\r gelrlel
ol Errlziiolog)izl

Torino, 19-21 Febbraio 2026

ASH 2025

* Quadruplet-based induction therapy and doublet maintenance
o IsaVRd in NDTIMM, the BENEFIT study adjourned results (Bobin A et al, Abs 368; Schavgoulidze A et al, Abs

497)
o DaraR maintenance, the AURIGA study adjourned results (Chung A et al, Abs 97)

* Induction regimen including second generation Pl
o KRD vs VRD, COBRA trial (Dytfeld D et al, Abs 99)

e Early incorporation of T-cell redirecting therapy
o TecDara for NDTIMM, IFM2021-01 TeclLille trial cohort A (Manier S et al, Abs 367)
o Linvoseltamab monotherapy for NDTIMM, LINKER-MM4 study (Orlowski R, Abs 697)
o Fixed-duration Linvoseltamab immuno-consolidation, IMMUNOPLANT study (Kazandjian D et al, Abs 248)
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Isa-VRd versus Isa-Rd in NDTI MM: the BENEFIT (IFM 2020-05) study

Isa-VRd and Dara-VRd have emerged as new SOC in ND TI MM patients based on the BENEFIT, IMROZ and CEPHEUS studies

270 pts with NDMM, Tl and aged 65-79 years

M18 Primary objective

(MRD at 10-9)
Survival
Treatment Phase Treatment Phase
il Cycle 18 Follow up
untl Cycle Next treatment
Cycle 19 onwards — 4-week SPM
Cycles 1 > 18 — 4-week cycles/18 monthy, cycles

Induction Cy1-12: Induction Cy13-18:
N=270 IsaVRd IsaVR

)

Primary endpoint:

Induction Cy 19-PD:

D1 D8 D15 D22 D28

Isa (IV) 10 mg/kg
R @0 25mg IR

D1 D8 D15 D22 D28

Isa (IV) 10 mg/kg
R (°0)7mg  CEEN

V (SC) 1.3 mg/m? N a»

. N ArmA D1 D8 D15 D22 D28
Randomization1:1 Key secondary

Isa(IV)10mglkg A AT A A endpoints:

R (PO) 25 mg D 1-21
d@v)20mg A A~ A A
V(SO 13mgme A A A

Stratified by: CR rate, MRD— CR
-Age: <75 and = 75yrs (NGS, 107) rate,

2VGPR rate, PFS,
- Cytogenetic result by

Induction Cy1-12: Induction Cy13-18: Induction Cy 19-PD: OS, AEs
- IsaRd IsaR IsaR . .
FISH (Modified Perrot Discontinue based
D1 D8 D15 D22 D28 D1 D8 D15 D22 D28 D1 D8 D15 D22 D28 on pD’
score) unacceptable
A . . L ™ SR eoysn EECEETE toxicities, patient
- Center R (PO) 25 mg R (PO) 25 mg R (P0)25 mg withdrawal
dav2omg &~ A~ A A
2 T t A 2
MRD (bone marrow aspirate) In case of PR or better 12 months 18 months 24 months Yearly

Primary end-point: MRD negativity rate at 10
(NGS) at 18 mo from randomization

a MRD rate (NGS)

60 +

O IsaRd

- M 1sa-VRd

50 4
40 A 36
30 4 26

21
20 4 17

Patients (%)

10°° 10° 10°

12 months 18 months

Leleu X et al. Nature Medicine 2024; Facon T et al. NEJM 2024 and ASCO 2024; Usmani S et a. Nature medicine 2025; Bobin A et al. ASH 2025, Abs 368; Schavgoulidze A et al. ASH 2025, Abs 497
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MRD and sustained MRD

Median follow-up: 33.4 months [95%Cl, 33—-34]

Patients (%)

60

50

40

30

20

10

MRD rate (NGS) 0 lsaRd
53 M Isa-VRd
51
44
36
32 34
26 26
21
17 18
13

103 106 105 106 105 106

12 months 18 months 94 months

Isa-VRd resulted in a significant improvement in the MRD at 24 months at

10—5and 10-%in the ITT population

Bobin A et al. ASH 2025, Abs 368

Patients (%)

Moviezr cell Mgt
sustained MRD rate (NGS)

16

] IsaRd
M Isa-VRd

10 106

sMRD 212 months

Isa-VRd resulted in a significant improvement in the sMRD

212 months at 10-5 and 10-6 in the ITT population

MRD- Rate at 12, 18 and 24 Months According to t(11;14)
— ITT Population

Patients (%)

60

50

40

30

22

20

10

MRD negativity rates

7 44

32

29 27 28

17

2 I
|

O t(11;14)-
-, t(11;14)+

34

15

12 months

18 months 24 months 12 months 18 months

24 months

10% 106
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MRD in High-Risk patients

Isa-Rd Isa-VRd
(N=135) (N=135)
Cytogenetic risk at baseline CGS score — no. (%)*
Non-high 111 (82) 102 (76)
High 24 (18) 33 (24)
HRMM IMS/IMWG score MRD rate (NGS) O IsaRd HRMM IMS/IMWG score sustained MRD rate (NGS) OlsaRd
60 M Isa-VRd 40 M Isa-VRd
50 35 35
_. 40 30
g .
g % S 2
.ﬁ = 17
£ 20 2 15 13
&
10 10
5
()}
“Non-HR “Non-HR 0
Non-HRMM HRMIM
SMRD 212 months
Isa-VRd improved the MRD at 18 months at 1075 and 10-€ in the ITT population
with HRMM Isa-VRd improved the sSMRD 212 months at 10-5in HRMM

Schavgoulidze A et al. ASH 2025, Abs 497




S

o .73 Novitl el \Vigeirle)
3 POST-ORLANDO 2025 alla [Sociats NAarican=
o Novita dal Meeting della Societa Americana di Ematologia dd“d ‘\)O‘J dEd r\ff]‘;‘“ chn d

Torino, 19-21 Febbraio 2026

Dara-VRd induction and Consolidation followed by Dara-R maintenance:
PERSEUS phase 3 trial

Induction Consolidation Maintenance
o VRd VRd
g V: 1.3 mg/m2 SC V: 1.3 mg/m2 SC R
~ Days 1,4, 8, 11 Days 1,4, 8, 11 )
Key ! R: 25 mg PO Days 1-21 R: 25 mg PO Days 1-21 R: 10 mg PO Days 1-28 until PD
eligibility = d: 40 mg PO/IV Days 1-4, 9-12 E d: 40 mg PO/IV Days 1-4, 9-12
criteria ,5 é
« Transplant- ﬁ D-VRd £ D-R MRD Continue
eligible NDMM 'g DAgc\\; é’yi?gsr?gz Sce < DA:CI::(;'EV(\)/O WER™ positive
+ Agel18-70years 35 : = VRd administered as in
. 2W Cycles 3-4 R: 10 mg PO
ECOG PS <2 E Q2W Cycles the VRd group Daly*;% o
- VRd administered as in MRD
= the VRd group negative
4 cycles of 28 days 2 cycles of 28 days 28-day cycles
Median follow-up: 47.5 months
P 48-month PFS
- 100 4 |
NDMM, newly diagnosed multiple myeloma; 1SS, International Staging System o & N - 1 84.3%
stage; V, bortezomib; D, Daratumumab; R, lenalidomide; d, dexamethasone; IV @ 80 - M D-VRd
intravenous; PO, orally; SC subcutaneous; PFS, progression-free survival. HR, §° 167.7%
hazard ratio; Cl, confidence interval, MRD measurable residual disease, PD o 60 4 !
progressive disease, yr year; QW,weekly; Q2W, every 2 weeks. 3 1
N 1
2
2 404 :
oo 1
£ !
= |
Z 20 !
>
2 HR, 0.42; 95% Cl, 0.30-0.59; P <0.0001 !
0 T T T T T T T T T T T T T T T : T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Months
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0
Sonneveld et al NEJM 2024 and ASH 2023: Rodriguez P et al ASCO 2024 D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 1" 0
’
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MRD dynamics in post-transplant pts with NDMM who received Dara
plus Lena vs Lena alone as maintenance therapy in the AURIGA Study
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Median follow-up: 40.3 months 107 threshold 107 threshold
Key eligibility criteria | Maintenance: up to 36 cycles? (28-day cycles) | 100 - OR®: 3.74: P <0.0001° a 100 -
° CTOETOEIEE . . s D-R Primary endpoint Q o . x .
+ NDMM with 24 cycles of induction & - MRD-negative (10-5) g . 80 - T =X 80 A
e G T LN DARA: 1,800 mg SC* QW Cycles 1-2, G2W Cycles 36, conversion rate from = 60,6% £2 OR": 3.59; P = 0.0003°
within ) i < + baseline to 12 months after - 3‘ 60 - 3 .Z 60 1 T
12 months of the start of induction z Q4W Cycles 7 ! S E
o . maintenance treatment s> 0w s
+ 2VGPR at screening® = R: 10 mg PO daily Days 1-28 0% €5 36.4%
- MRD® positive (10%) afler ASCT (after Cycle 3, 15 mg PO daily if tolerated) S €5 40 4 &g )
* No prior anti-CD38 CE, + Overall MRD-negative -f—’_, g 20 ® 13.9%
+ Randomization within 6 months of g R conversion rate, sustained [ T o 4 o
the ASCT date E MRD-negative rate, PFS, o 0
= . . response rate, duration of -
Stratification factor & R: 10 mg PO daily Days 1-28 2CR, 08, safety R R
+ Cytogenetic risk® at diagnosis (after Cycle 3, 15 mg PO daily if tolerated)
(standard/unknown vs high risk) (n = 99) (I’l = 101) (n = 99) (n = 101)

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

enabling analysis of MRD dynamics

At a median follow-up of 40.3 months, MRD-negative conversion rates continued to be more

than double with D-R at both the 10-5 and 10-¢ thresholds compared with R alone

g 1009 1075 threshold 1078 threshold
i 76.8 - ] -
§= 80 1 E . 50 OR®: 4.88; P =0.0001° £ 50 OR®: 11.75; P <0.0001°
o 1 = S
< 601 D-R (median: not reached) g azg 40 - I ‘g E‘ 40 4 |
3 - 2% 29,3% 23
£ I ».z 30 2 £ 8 30 -
2 40 ~ 1 R (median: 47.2 months) £® £o
> . .‘é 9 20 ] i c 20 i 19,2%
2 i 1 o= € g
% 20 1 ‘q:';a 10 4 7,9% 2= 10 A
M HR: 0.55 (95% Cl: 0.33-0.91); P = 0.01832 : £ s S 2,0%
° 0 T T T T T L T T T L— T L T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 o 0 - 0 -
) Months R D-R R
e alns; 101 88 85 78 75 66 63 58 53 49 4 40 30 28 20 16 6 5 2 0 0 (n = 99) (n = 101) (n = 101)
DR 99 93 90 88 85 83 82 80 73 70 61 60 49 39 3 27 18 12 7 3 0

Chung A et al. ASH 2025,

Abs 97

Rates of sustained MRD negativity lasting 212 months for D-R maintenance versus
R alone were >3.5-fold at the 10-5 threshold and ~10-fold at the 10-¢ threshold
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MRD-Positive (10~¢) Recurrence Among Patients Who
mmmm Achieved MRD Negativity (1079)

% surviving without progression

Patients with MRD-positive

100 4

80

60

40

20

recurrence, %

MRD-positive (10-5) recurrence®
100 ~
90 A
80 A
70 -
60 -
50 -
40 A
30 A
20 A

50,0%

D-R R
standard risk® standard risk®
(WN=327)  (n/N=5/12)

PFS by MRD (107%) status

D-R R
high risk high risk
(n/N = 2/6) (n/N = 1/2)

Medr——drd=——h D-R MRD negative

R MRD negative

2A& A\ D-RMRD positive

I ==60 R MRD positive

9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months

PFS Events in Pts Achieving MRD-Negative Conversion

Patients with PD/death, %

PFS Events in Pts Achieving Sustained MRD Negativity

Chung A et al. ASH 2025, Abs 97

= =2 NN W
o o1 O o O O O
1 1 1 1 1 1 1

Patients with PD/death,

Novitzl elell Mgt

ol

A

10-5 threshold

HRe: 0.69 (95% Cl: 0.20-2.47)

10,0% 33%
,U07%

D-R R
(n/Ne = 6/60) (n/Ne = 4/30)

10-5 threshold

30 -
25 -~
20 A
®15 4
10

0

D-R R
(n/Na = 0/29)

(/Ne =

I
AVAYI AN AN

25,0%

2/8)

IR A VANV AV A~y

10~ threshold
HRe: 0.23 (95% CI: 0.02-2.27)

21,4%

D-R R

(n/N® = 1/36) (n/Ne = 3/14)

10-¢ threshold
0 0
D-R R
(n/Na = 0/19) (n/Ne = 0/2)
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ASH 2025

* Quadruplet-based induction therapy and doublet maintenance
o IsaVRd in NDTIMM, the BENEFIT study adjourned results (Bobin A et al, Abs 368; Schavgoulidze A et al, Abs

497)
o DaraR maintenance, the AURIGA study adjourned results (Chung A et al, Abs 97)

* Induction regimen including second generation Pl
o KRD vs VRD, COBRA trial (Dytfeld D et al, Abs 99)

e Early incorporation of T-cell redirecting therapy
o TecDara for NDTIMM, IFM2021-01 TeclLille trial cohort A (Manier S et al, Abs 367)
o Linvoseltamab monotherapy for NDTIMM, LINKER-MM4 study (Orlowski R, Abs 697)
o Fixed-duration Linvoseltamab immuno-consolidation, IMMUNOPLANT study (Kazandjian D et al, Abs 248)
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First-line treatment deserves a risk-stratified approach
Anti-CD38 Mo Abs + KRd: the treatment for HR patients?

FORTE phase Il trial:

EMN24/ISKIA phase lll trial: Isa-KRd vs KRd + ASCT
KRd vs KRD+ASCT vs KCd + ASCT

L , - Post-consolidation MRD negativity by NGS (10-6) Very high risk
Carfilzomib with cyclophosphamide and dexamethasoneor "k ® pts
lenalidomide and dexamethasone plus autologous )

. . . . 100%
transplantation or carfilzomib pl%lS Ienalldomllde and ) NGS 10-6 s
dexamethasone, followed by maintenance with carfilzomib » 0% 7%
plus lenalidomide or lenalidomide alone for patients with % esw
newly diagnosed multiple myeloma (FORTE): a randomised, 6o% 53%
y diag tiple myeloma (FORTE) w06 [ OR2.29,p<0.001 | o .
open-label, phase 2 trial
90% 40%
Hancesca Gay", Pelegrino Musto”, Delia Rota-Scalabrini, Luca Bertamin, Angeloﬂeiom Monica Galli, Massimo Offidani, Elena Zamagni, 30% 27%
Antonio Ledda, Mariella Grasso, Stelvio Ballanti, Antonio Spadano, Michele Cea, Frar a Patrial a,M attia DAg stino, Andrea Capra, 80%
Nicola Giuliani, Paolo de Fabrits ara Aquino, Angelo P Imas, Ba b a Gamberi R ato. Z imbello, Maria Teresa Petrucci, Paolo Corradini, % 20%
Michele Cavo, Mario Boccadoro ’\? 70% 67 %
o
3-year PFS ~ 60% %
. & 48% 0 HRCA 1HRCA 2+ HRCA
KR vs R maintenance c 50% °
k%) wlsa-KRd KRd
= Standard risk B High risk Double hit § 40% \_2+HRCA
2 ] IS
g . .. ]
2 B 2 30% 1-yr sustained MRD negativity rates (10)
@ 10 0.9 @ 1.0 a1
o @ 20%
o) M — o Py Isa-KRd, 104 MRD KAd, 106 MRD
% o7 Lor 0.69 2 o7 0.67 . e '
5 & [ — T | 10% 100% High risk 100% 2+ high-risk CA 100% R2-ISS II/IV
@ 0.5 2 o5 i O 05— o o o
% 2 | 2 | 0% o o o
D 0.2 = 0.2 L 0.2
o 4 < Isa-KRd (N=151) KRd (N=151) 0% o% o%
O 008 a 00 & o - g o wox wox
10 20 30 40 0 10 20 30 40 0 10 20 30 40 2 o sox sox
Months Months Months 3 aox 0%
vs. 1 HR 0.4, p=0.05 vs. 1 HR 0.6, p=0.04 vs. 7 HR 0.53, p=0.1 ” o

§

&

« aox
0%
20% 0%
3% £2J
10% 20% 10%
o 3

Gay F et al, Lancet Oncology 2021; Mina R et al, Lancet Oncology 2023; Gay F et al, ASH 2023; Gay F et al, SIE 2025 i

g
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KRd vs VRd in patients with NDMM: results of the randomized
phase lll COBRA trial

Bdiicace "™ a o S Bdhicaco "™
COBRA Baseline Patient Characteristics
Multicenter, randomized, open-label, phase 3 study
KRd VRd
( \ n=126 n=124
KRd / N
Z-day cycles x24 age median (range) 66 (33-78) 67 (31-80)
Carflzomib 56 mg/m? (20mg CIDI) Co-primary endpoints*
DL 8 and I5- cycles -2 % 7 55%) /51 (/.l%)
0l 15 - 3-2:
- ll::fﬂ;ﬂzv;?:ﬂ‘q J TR + MRD () 0% female/male 70 (56%) / 56 (44%) (
Key eligibility DI-21 - cycles 124 at 12 months
criteria: Dexamethasone . X
40mg DLBI5.22 cycles 112 and 20mg LS. 5, 2 cycles 13-24 white/black/asian/other 117 (83%) / 3(2%) / 2(2%) / & (3%) 120 (87%) / 3 (2%) / 0/ 1(1%)
ok
Newly diagnosed Stem cell a2
multiple myeloma tﬂ”ecltuln(;ger TE/TNE (n=210)* B5 (59%) / 40 (41%) 65 (58%) / 40 (41%)
cycle o
IMWE Frailty Sz:und':% ?ndpmnts
Scare <2 VRd RD i [)) ECOG 0/1/2 31(25%) / 83 (70%) / B (5%) 31(25%) / 91(74%) / 2 (1%)
R S|
21-day cycles x B 28 cles x 18 ORR
i until progression 0s 1SS 171171l 43 (35%) / 47 (38%) / 33 (27%) 50 (40%) / 47 (38%) / 27 (22%)
Bortezomib |.3mg/m? Lenalidomide 25 mg Saf
DLABN 0121 cycles Lenalidomids 15 mg atety
i) Bemasiene 2%) standard isk 87 (77%) 96 (77%)
Dexamethasons 20 mg ‘
DL2.45.8.9.1.12 i 29 (23%) 28 (23%)
dellTp/t (4:14)/1 (14:16)/more than | 14(48%) /15 (51%) /8 (27%) / B (27%) 15 (53%) / 1 (33%) / 4 (14%) / 2 (7%)

Stratification factars:
— standard vs high risk cytogenetics t(4:14) or t(14:16) or dell7p
— TE vs TNE (n=210 after | protocol amendment)

*Data collected after Ist amendment

Median follow-up: 35 months (range: 0-66)

Dytfeld D et al. ASH 2025, Abs 99
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. PFS Standard risk High risk
100 wo| —n
®
g Median follow up: 53 months : |
s HR 0.57 (35% Cl: 0.37-0.88) p=0.0095 s L anil R
3 VRd VRd
e 0.00 0.00
Eoas Progression or death KRd 35 (28%) % W w s @ ®
& =+ KRd N Time (months) Time (months)
Median PFS KRd: NR Number at isk Number at risk
Vi gKas] 97 %0 & 3 " gwra| 20 2 1 " .
s 8
QX Progression or death 0 ,, = = = 0 3 w = % = %
0 12 24 36 48 60 MEdiaﬂ PFS Time (months) Time (months)
Time (months)
Number at risk HR 0.53 (95% CI- 0.36-0.98) p=0.04 HR 0.52 (35% CI: 0.22-1.22) p=0.12
g KRd{ 126 114 85 41 22 3 Progression or death KRd 26 (27%) Progression or death KRd 3 (31%)
s Median PFS KRd: NR Median PFS KRd: NR
[ 12 % 36 48 60 Progression or death Progression or death
Time (months) Median PFS Median PFS

intent-to-treat

MRD 10° MRD 10

VRd

MRD-negative CR rate, %

95%Cl: 1.15-3.77; p 0.016 95%Cl: 1.34-6.77; p 0.008
any AEs grade/>63 98% / 73% 94% / 62%
35% 25% 4
. 31.0% any AE s leading to treatment discontinuation 1% 8%
20% 19.0%
2% 2 any Afs grade 5* 5 (4%) 7 (6%)
8
wl 5™ e
15% ool neutropenia any grade/>63 29% / 2% 17% / 1%
o g 73% neurapathy any grade/>63 1T% / % 56% / 2%
- ™1 cardiac any grade/>63 18% / 6% 10% / 2%
- o infection any grade/>63 75% / 25% B0% / 23%
VRd KRd VRd KRd
* KRd: | x COVID. | x stroke . | x pneumonia, | x sepsis. | x acute kidney failure
intent-to-treat intent-to-treat VRd - 3 x COVID. | x pneumania, | x respiratory failure, 2 x unknown
at 12 months at 12 months
+ LR+ MRD (-) NGS 105 > CR+ MRD (-) NGS 10

Dytfeld D et al. ASH 2025, Abs 99
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ASH 2025

* Quadruplet-based induction therapy and doublet maintenance
o IsaVRd in NDTIMM, the BENEFIT study adjourned results (Bobin A et al, Abs 368; Schavgoulidze A et al, Abs

497)
o DaraR maintenance, the AURIGA study adjourned results (Chung A et al, Abs 97)

* Induction regimen including second generation Pl
o KRD vs VRD, COBRA trial (Dytfeld D et al, Abs 99)

e Early incorporation of T-cell redirecting therapy
o TecDara for NDTIMM, IFM2021-01 TeclLille trial cohort A (Manier S et al, Abs 367)
o Linvoseltamab monotherapy for NDTIMM, LINKER-MM4 study (Orlowski R, Abs 697)
o Fixed-duration Linvoseltamab immuno-consolidation, IMMUNOPLANT study (Kazandjian D et al, Abs 248)
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BsAb induction and maintenance for transplant-eligible patients

Teclistamab induction in TE patients Teclistamab maintenance in NDMM after ASCT:
GMMG-HD10/DSMM-XX (MajesTEC-5) Trial Phase 3 EMN30/MajesTEC-4 study (SRI data)
Insductilon Maintenance®< Safety Run-in (SRI) Phase 3 Randomized Study
Key eligibility criteria: X0 cycles * 18 cycles mary en nt: Key eligibility criteria: SRI cohort 1: Tec-Len Dual primary endpoints:
. TZ N::MM ‘;:: (gg;;gg ?:Es'r;AE:pOI + NDMM : ?;—?nonm MRD negative CR (by NGF; 10-5)

+ ECOG PS score « ECOG PS score 0-2

Select secondary
of 0-2 Arm A1 (n=20): : endpoints: « Received 4-6 cycles of
P ) :
+ Aged 18-70 years Tec (Q4W)-DR * MRD negativity (10-5) 3 or 4 drug-induction

Select secondary endpoints:

S
8
(=3 .
85 IR
* ORR therapy (PI and/or IMiD, + u £ * CR conversion .
anti-CD38 antibody) and Zx « MRD-negative conversion
~ + 2CR ASCTe + consolidation with S + MRD negativity/sustained MRD negativity
« 2VGPR >PR =
« Stem cell yield

[ et | c2 e | ca |5 | cs |
A MRD AMRD

SRI cohort 3: Tec
Tec Q4W

Pre-Post-maintenance MRD rates (10-°)

Arm A: Tec (QW)-DR Arm A1: Tec (Q4W)-DR Arm B: Tec (Q4W)-DVR

100 4
. v e . o - I I
Cycle 3 Cycle 6 Cycle 3 Cycle 6 Cycle 3 Cycle 6 o

©
)

)
o

IS
o

MRD-negativity rate.2 %

MRD-evaluable patients (%)

1R

Post-ASCT®. At 12 months Post-ASCT. At 6 months Post-ASCT®.  At6months
- . . . - - . (n=27) (n=28) (n=30) (n=26) (n=30) (n=22)
With completion of induction, 100% MRD negativity (10-5) continues to be observed in Cohort 1 Cohort 2 Cohort 3
- 1 Tec (QW > Q4W)-Len (N=32) Tec (Q4W)-Len (N=32) Tec (Q4W) (N=30)
MRD-evaluable patlents, regardless of depth of response Median follow-up: 21.1 mo, Median follow-up: 9.2 mo, Median follow-up: 9.2 mo,

Raab M. et al ASH24; IMS 2025; Zamagni E. et al ASH24
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BsAb combinations for transplant-ineligible patients

TecDaraR in Tl patients

Safety Run-In Cohort 1 of the Phase 3 MajesTEC-7

Key eligibility SRI cohort 1: Tec-DR
criteria®:

* NDMM either
ineligible or not

intended for ASCT

+*
) [l OR

13
o
3
N
§E
o
-y
i
©
hrs
hvd
Z

SRl period to establish safety prior to
enrolling the randomized study

Dual primary endpoints:
FS
* 12-mo MRD-neg CR

Secondary endpoints:

+ 2CR

+ 0S

+ Sustained MRD-neg CR
* PFS2

+ Safety

+ PROs

« PK

mFU Cycle 1 Cycle 2 Cycle 3-6 Cycle 7+ until PD
ISRI cohort 1
Tec-DR 13.8 mo Tec step-up® Tec 1.5 mglkg QW | Tec 3 mg/kg Q2W | Tec 3 mg/kg Q4W
(range, 2.0-15.4) +D +DR +DR +DR

Overall response rate

100 1 92.3%

=
N 801 Il VGPR
g 70 4 U PR
s %71 xR
£ 501  80.8% \. 2VGPR
o, 92.3%

30 -

20 -

10 1 ~ “

0 -

Response Rate (N=26)

* 92.3% ORR (80.8% =CR); all responses were 2VGPR
* No disease progressions

Torino, 19-21 Febbraio 2026

ElraDaraR in TI patients
Initial results from MagnetisMM-6 Part 1

Key eligibility criteria for Part 1

+ Age 218 years with RRMM? and/or TI NDMM®

+ Measurable disease according to IMWG criteria’
« ECOG PS =2

+ Adequate liver, renal, and bone marrow function

Dose level 1, A

EDR (28D cycle): Elra 76 mg QW
+ Dara 1800 mg + Len 15 mg

Dose level B
EDR (28D cycle): Elra 76 mg QW
+ Dara 1800 mg + Len 25 mg

Dose level C

EDR (28D cycle): Elra 76 mg Q2W
+ Dara 1800 mg + Len 25 mg

Data cutoff

Median (range)
follow-up

ORR
100 +
90 A
80 A
70 A
60
50 A
40 A
30 A
20 A
10 A

0

Patients, %

Dose level G
EDR (28D cycle): Elra 76 mg Q4W
+ Dara 1800 mg + Len 25 mg

Dose level H

ER (28D cycle): Elra 76 mg Q2W
+Len 25mg

Dec 23, 2024

4.6 (1.26.2) mo ‘

91.9%

2CR
27.0%

| 2VGPR
81.1%

10.8%

Primary endpoint

« DLTs during DLT observation period®

Secondary endpoints

* AEs and laboratory abnormalities
+ ORR and complete response rate?
« Time to event endpoints

— Time to response?

— Duration of response?

— Progression-free survival®

— Overall survival
* MRD negativity ratee
« Pharmacokinetics
+ Immunogenicity

Apr 1, 2025
7.9 (1.2-9.5) mo

97.3%

| 2VGPR
94.6%

2.7%

Touzeau C et al. ASCO 2024; Dimopoulos MA et al. EHA 2025

PR mVGPR mCR msCR
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A Phase 2 Study of Teclistamab in Combination with Daratumumab in Elderly
Patients with Newly Diagnosed Multiple Myeloma: The IFM2021-01 TeclLille trial,

cohort A

Phase 2 study of Tec-Dara and Tec-Len in TNE NDMM (n = 74)

Cohort A (n=37) Primary
Pre-specified q
It endpoint

ey safety and . P Rate of VGPR or

2 step-up dose then 1.5mg/kg D8and D15 i Ivsi b

then3mg/kg Q4W thereafter efticacy analysis Sl

- after 18 patients after4 cycles
Daratumumab have received
NDMM 1800mg SC, QW for 8 weeks, Q2W for 16 22 cycles Secondary endpoints
Age > weeks, Q4W thereafter
65yo TNE e  Rateof responses
ECOG 0-2 Cohort B (n=37) Pre-specified (PR, VGPR, CR, sCR)
i safety and * PFS
Teclistamab R . os
efficacy analysis
2 step-up dose then 1.5mg/kg D8and D15 after 10 and . TINT
then3mg/kg Q4W thereafter 18 patients have . MRD 10°% at 6 months
lidomid received e Sustained MRD 10°
Lenalidomide +  TreatmentemergertAEs
b3
25mg per day 21/28 22 cycles
MRD M1 M3 M4
evaluation 6 8 0 2

Current amendment:
Teclistamab 3mg/kg Q8W after C13 if CR or better and treatment interruption if 2-years sustained MRD -

Median follow-up of 10.3 months

. .. Tec-Dara : ., Tec-Dara
Patients characteristics (n=37) Disease characteristics (n=37)
Median age (range) - yr 73 (66-87) Type of measurable disease — no (%) X
Age category — no. (%) 19G 22 (5%/0)
65 to < 70 yr 7 (19%) IgA 8 (220/0)
70 to <75 yr 18 (49%) s di SFLC tonly n 7 (19%)
| =275 yr 12 (32%) | lselase stage — no. (%) 3 (35%)
'0
Sex - no. (4) I 19 (51%)
Female 20 (54%) i 2 (140/;
Male 17 (46% O
ECOG - no. (%) (40%) Cytogenetic risk (IMWG/IMS) — no (%)
0 9 (24%) Standard risk 25 (68%)
1 24 (65%) High risk 12 (32%)
2 4 (11%) del17p 4 (14%)
Frailty score (IMWG) - no. (%) TP53 mutation 3 (10%)
Fit 16 (44%) t(4;14) 1(3%)
Intermediate 12 (33%) :gj;;g; 1 82?;
i 9 ) o
i _Fl'all 2 (22%) ain 1 11 (38%)
Creatinine clearance — no. (%) g q " o
30 to < 60mL/min 14 (38%) del1p32 _ 2 (1%)
> 60 mL/min 23 (62%) Extrame'\(liullary disease — no (%) 35 (65%)
(] (
Yes 2 (5%)

Patients were representative of the TNE NDMM population

Manier S et al. ASH 2025, Abs 367
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VGPR rate after 4 cycles Best response rate PFS oS
B = B <
ORR = 95% B o= ORR = 100% — 100 100
100 PR 100 VGPR g
‘ [ £ =
‘o 3 4
o075 So7s
I B ; u
5 s
£ 050 Soso
g B
s £
= 2 VGPR = < 5 2
) 79% : £ox 8 025
£ 76% o ¢ 2 VGPR 2 ¢
- g =100% g
° ©
a a 000 000
0 2 4 6 8 10 1. 14 16 18 o 2 4 8 10 1 14 16 18
Time since C1D1 (months) Time since C1D1 (months)
Number at risk Number at risk
(number censored) (number censored)
37(0) 37(0) 370 37(0) 370 25(12) 18(19) 18(19) 3(34) 37(0) 37(0) 37(0) 25(12) 18(19) 14(23) 3(34)
0 0 J
Tec-Dara Tec-Dara
n=37 n=37

All patients achieved VGPR or better at best response

MRD by NGS 106 at 6 months

MRD by NGS 10 at 6 months

Grade 2 3 AEs

All grade AESI

No event of progression or death occurred

ITT Evaluable samples ABS, n(%) Tec-Dara (n=37) Tec-Dara (n=37)
100 100 Grade 2 3 AESI, n(%) All grade  Grade 1-2 Grade > 3
All grade 2 3 AEs 29 (78%) Infections 24 (85%) 19 (52%) 5 (14%)
All grade 2 3 SAEs 10 (27%) Bronchitis 6 (16%) 6 (16%) -
Grade 5 ) COVID-19 5 (14%) 4 (11%) 1(3%)
1 H 1 0y 0 _
= < Hematologic AEs 26 (70%) Ls’:.:zas:;:m infection i E::;; i 8‘1‘;3 )
£ £ Symphopenia 2 (G Pneumonia 3 (8%) 2 (5%) 1(3%)
k] k] Neutropenia 16 (43%) Gl salmonella 1(3%) - 1 (3%)
Anemia 2 (5%) Peritonitis 1(3%) . 1(3%)
Thrombocytopenia 1(3%) HHV6 infection 1(3%) - 1 (3%)
Non-hematologic AEs 10 (27%) CRS 22 (59%) GG1 211: (350%) R
Infection 5 (14%) el
- - ICANS - - 5
0 0 Hepatic cytolysis 2 (5%) Injection site reaction 7 (19%) 7 (19%) -
Tec-Dara Tec-Dara Skin rash 20%) Second primary_malignancy 1(3%) 1(3%) -
n=37 n=27

Tec-Dara (n=37)

Treatment discontinuation due to AE*, n (%) 1 (3%)

All evaluable samples were MRD negative at 10 by NGS at 6 mo

Manier S et al. ASH 2025, Abs 367
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Safety and efficacy of linvoseltamab as a simplified monotherapy first-line regimen in

NDMM: Initial results from the window of opportunity Phase from the window of
opportunity Phase 1/2 LINKER-MM4 trial

Phase 1A
(dose escalation)

Cycles 1-4: Regimen the same for patients

with TE or TIE NDMM (28-day cycles)
Key inclusion L
criteria !
« Age 218 years
. ECOG PS 02 Cycle 1 Cycles 2-4
« Confirmed
diagnosis of Full dose! Full dose
symptomatic MM 1mg 4mg 25mg DL1:50mg,  DL1:50mg (n=3)
« No prior therapy DL2 100mg,  DL2: 100 mg (n=2)
for MM* DL3:200mg  DL3: 200mg (n=5)
« Adequate hepatic
AR BN N
renal, and cardiac DI D4 D8 DI15D2  (D1,8, 15 22)
function

T
Protocol-defined off-ramp: Patients will transition to
SOC ifthey do not achieve >PR after eight
full doses or 2VGPR during Cycles 1-4

Phase 1A and Phase 1B data will inform the RP2D

DL1:

50 mg (n=20)

cono!
HDT + ASCT,

followed by three cycles of

fixed-duration linvoseltamab
consolidation

+ Cycle 1post-ASCT

Step-up doses then full
dose on D15

+ Cycle 1D15 to Cycle 3

D15 post-ASCT: Full dose

TIE cohortts
Linvosettamab monotherapy
unti disease progression

- Cycle 5 onwards

Full dose Q2W

DL
100 mg (n=4)

Phase 1B
(dose expansion)

Lowest and highest
Phase 1A
tolerated doses.
DL1: 50 mg (n=17)
DL3: 200mg (n=16)

Continued dosing
schedule per Phase 1A

Phase 1
primary endpoints
« DLTs
« Incidence and severity of
TEAEs
« Incidence of AESIs
Key secondary endpoints
+ ORRT** DOR,™*
and PFS™
* MRD negativty at
10°5 sensitivity
« Linvoseltamab PK

All doses:
Phase 1 total
(N=45,
9.2(4.0-20.3)

Median follow-up (range), months 8.6(5.8-20.3) 15.4(14.4-17.1) 9.2(4.0-14.0)
Transplant eligibility, n (%)
TE 12(60.0) 3(75.0) 13(61.9) 28(62.2)
TIE 8 (40.0) 1(25.0) 8(38.1) 17(37.8)
Median age (range), years 67.0 (43-84) 66.5(63-71) 66.0 (46-83) 67.0 (43-84)
Male, n (%) 11(55.0) 3(75.0) 13(61.9) 27(60.0)
Race, n (%)
White 12(60.0) 3(75.0) 15(71.4) 30(66.7)
Black or African American 4(20.0) 1(25.0) 3(14.3) 8(17.8)
Asian 1(5.0) 0 1(4.8) 2(4.4)
Not reported 3(15.0) 0 2(9.5) 5(11.1)
ECOGPS, n (%)
0 11(55.0) 1(25.0) 11(52.4) 23(51.1)
1 6(30.0) 3(75.0) 9(42.9) 18 (40.0)
2 3(15.0) 0 1(4.8) 4(8.9)
BMPCs 550%, n (%) 13 (65.0) 2(100) 13(61.9) 30 (66.7)
SBCMA >400 ng/mL, n (%) 8(40.0) 3(75.0) 10(47.6) 21(46.7)
R-ISS score at study entry*, n (%)
1 10/(50.0) 2(50.0) 9(42.9) 21(46.7)
I 9 (45.0) 2(50.0) 10(47.6) 21(46.7)
n 1(5.0) 0 1(4.8) 2(4.4)
Unknown 0 0 1(4.8) 1(2.2)
High cytogenetic risk by R-ISST, n (%) 2(10.0) 1(25.0) 2(9.5) 5(11.1)

Orlowski R et al. ASH 2025, Abs 697

Alldoses:
Event, n (%) Phase 1 total (N=45)
Any grade Grade 3/4
Patients with any TEAE 45(100) 39(86.7)
Serious TEAE 30(66.7) 23(51.1)
TEAE leading to treatment discontinuation 1227 122"
Treatment-related TEAE 41(91.1) 30(86.7)
Infections’ 38 (84.4) 15(33.3)
Most common® hematologic TEAE
Neutropenia® 17(37.8) 15(33.3)
Anemia$ 12(26.7) 8(17.8)
Most common? non-hematologic TEAE
CRS 20 (44.4) 0
Transaminase elevation$ 14(31.1) 6(13.3)
Hypophosphatemia 14(31.1) 3(6.7)
Nausea 14(31.1) 0
Diarrhea 13(28.9) 4(8.9)
Hypogammaglobulinemia 13(28.9) 0
Infusion-related reactions 12(26.7) 0
100 4
90 A
80 A 76% mGrade 3
570 IN . ORI Grade 1/2
(7]
560 -
‘550 b
%40 40%
@ i 18%
€20 °
2
®10 A
o
0 T T T ]
Oto <3 3to <6 6 to <9 9to <12

months months months months
(n=45) (n=35) (n=24) (n=17)

Novitzl elell Mgt
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ORR per DL*t

100 - EMsCR HCR MVGPR HPR
75%

75 A 70%
8
7 50
= 2CR
2 [ 75%
[
o 25 4

04 i

DL1: 50 mg (n=20)

Median follow-up 8.6 (5.8-20.3)

(range), months

DL2: 100 mg (n=4) DL3: 200 mg
15.4 (14.4-17.1) 9.2(4.0-14.0)

MRD negativity in 2VGPR using
clonoSEQ or EuroFlow*

n=1
u Negative

Al dose level Positive
ose levels n=2

200 mg dose level: 100% (9/9) of MRD-evaluable
patients were negative at 10~% sensitivity

* 100% (8/8) of clonoSEQ evaluable patients were negative at
1078 sensitivity
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A Phase 2 Trial of Abbreviated Fixed-Duration (Default 4 Cycles) Linvoseltamab Immuno-

Consolidation to Deepen Responses Post NDMM Combination Therapy for Minimal
Residual Disease Positivity (NCT06376526): The IMMUNOPLANT™ Study

Study Design: Schema patient Demographic s
Immuno-consolidation for newly diagnosed Multiple Myeloma Using lack of MRD Negativity after initial cOmbination therapy to Median age, years (ra n ge) 62 (40_77)
Pursue deeper responses with Linvoseltamab ANd delay Transplant: !
The Phase 2 IMMUNOPLANT™ Study)
265, n (%) 8(32)
% Studxstart /
FISH/Cytogenetics, n (%)
Cycles So ool | Linvoseltamab |- High-Risk 7(28)
. o Spondard 14 (56)
— Unknown 4 (16)
Cycle 1 only Cycle 5-6 '
?1 ?8 0115 DIZZ ll)l Dlls Median # of Initial Induction Cycles (range) 8 (6-13)
*SoC, e.g.
| Linvoseltamab s mg Iv ! . )
] unvose:tama:zsjg.v Cycle23 Cycled AT e oM Initial NDMM Regimens, n (%)
| tinvosettamab 200 mg 1v Tl [is DllS DIZZ ?1 Dlls * Follow-up for MRD(-) D-VRd 8 (32)
¥ hmeasensdosing ol Rt GG KRd 8(32)
Key Eligibility Statistical Hypothesis: Endpoints: D_KRd 7 (28)
—PI/IMiD/anti-CD38 triplet/quad : :in::nlMizninfxal);Z’;Stlage Defiin: T;rget MRD(-) l}ate: SO%I;Inull MRD(-) Rate: 10% Primary: MRD- 105conversion rate DRd 1 (4)
—24 cycl ith MRD+ 2VGPR . e N atients w':‘ . Ocse»nmnm:u.e e":) ment Secondary: Safety, sustained
_ad:‘:lﬁaetsev:rtganfun:tiun ] megativity, PFS,0S / Isa-VRd 1(4)
. . . . . . MRD+ ClonoSEQ at Study Start, n (%) 25 (100)
Primary Objective: Determine MRD conversion rate (ClonoSEQ) with SCR 4(16)
fixed short duration linvoseltamab consolidation VGPR 21 (84)

Kazandjian D et al. ASH 2025, Abs 248
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IMMUNOPLANT™ Study: Efficacy Timeline and Safety

I Data Cut-off date: November 1, 2025 |

Post C6 BMBx, N=1 6-Month Post Linvo BMBx, N=10
Lil Start NGS <10‘5‘MRDn 1 -
ClonosEQ SRMEL, /] BM MRD negativity, n (%)
BM MRD+

N=25

NGS <10 MRDneg: 10 (100; 95%Cl: 69.2-100%)
Flow <10 MRDneg: 10 (100; (95%Cl: 69.15-100%)

Start C5-6,
n=2

Vo C5-6
12-Month Post Linvo BMBx 24-Month Post Linvo BMBx
(Fosie BMBX’ N=19

BM MRD negativity, n (%
NGS <10€ MRDneg: 17 (89.5)
(95% Cl: 66.9-98.7%)

Received 21C
N=25
MM Biochemical
Response, n (%)
sCR: 22 (88.0)
VGPR: 3 (12.0)

Overall Post Linvoseltamab Response
BM MRD negativity, n/N (%

Flow <10 MRDneg: 19 (100)
(95%Cl: 82.4-100%)

MM Biochemical Response, n (%)
sCR: 17 (89.5)
VGPR: 2 (10.5)

NGS <10 MRDneg: 18/18 (100; 95%Cl: 81.5-100%)
Flow <10-° MRDneg: 19/19 (100; 95%Cl: 82.4-100%)

The IMMUNOPLANT™ Study using short/fixed (4-6cycles) duration bispecific T cell redirecting
antibody, linvoseltamab, for immunoconsolidation of patients with MRD+ after initial combination
induction appears to successfully convert patients to deep and potentially durable responses

> MRD-negativity (<10) rate of 100% (17 of 19 requiring only 4 linvoseltamab cycles)
> 6-Month durable MRD negativity of 100%; 12 and 24 —month MRD evaluations
upcoming

Kazandjian D et al. ASH 2025, Abs 248

Common (>1 patient), Grade 3, Treatment-Related Adverse Events (N=25)

TEAES, n (%) All grade

Neutropenia 5(20) 2(8)
Infection, Other (peritonsillar abscess) 1(4) 1(4)
Upper Respiratory Infection 7 (28) -
ALT/AST Elevation 4(16) -
Diarrhea 4(16) -
Bone Pain 3(12) -
Cough 3(12) -
Fatigue 3(12) -
Nausea 3(12) -
Rash 3(12) -
Thrombocytopenia 3(12) -
Arthralgia 2(8) -
Hyperphosphatemia 2(8) -

Generally, manageable safety profile with expected
toxicities and no new safety signals
No CRS/ICANS; prophylactic one-time use of tocilizumab
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Conclusion

 New quadruplet-based induction regimens are confirmed as SOC for newly NDMM patients
* Doublet maintenance (D-R) can deepen and sustain MRD negativity
* KRd-based induction regimens may represent a new option to be further evaluated

* BsAbs may move to first-line treatment

e  MRD will be increasingly used to guide decisions

* Potential for fixed-duration therapies based on sustained MRD negativity
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