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1} 686 (0) 646 (12) 626(17) 597 (19) 550 (26) 514 (33) 432 (86) 346(151) 222 (253) 129 (333) 54 (399)
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Intermediate

Fit patients Fail Patients

Ht patients

76-80 years

Or <76 years
+ADL/ IADL/ QL

EFHCACY
SAFETY

Frailty Scoring

Frail

Intermediate-Fit

Fit (Score=0) (Score=1)

(Score>2)

Patient meets all the Patient mects one of Patient either meets
following the following age or any two of the
components: components: remaining three

» Ages<Ts > Age 76-80 criteria:

» ADL>4 > ADL<4 > Age >80

» IADL >5 » IADL<5 > ADL<4

» CCI<1 » CCl=2 » IADL <5

» CCI=2

ADL, Activities of daily living; IADL, Instrumental activities of daily living; CCI, Charlson
Comorbidity index.

ADL: Feeding, dressing, bathing, toileting, continence
IADL: Shopping, using phone, preparing food, managing finance, doing laundry, taking own
medications.

CCI: Myocardial infarction, congestive heart failure, peripheral vascular disease,
cerebrovascular accident/transient ischemic attack, Dementia, chronic obstructive pulmonary
disease, connective tissue disease, peptic ulcer disease, liver disease, diabetes mellitus,
hemiplegia, moderate to severe chronic kidney disease, solid tumor, leukemia, lymphoma,
acute respiratory distress syndrome.

L George et alClinLymphoma, Myeloma andeukemia 2021

valuatiorof the patient

Leukemia (2020) 34:224-233
https://doi.org/10.1038/541375-019-0539-0

v - | 2]
A simplified frailty scale predicts outcomes in transplant-ineligible
patients with newly diagnosed multiple myeloma treated in the
FIRST (MM-020) trial
Thierry Facon' - Meletios A. Dimopoulos? - Nathalie Meuleman® - Andrew Belch® - Mohamad Mohty® -
Table 1 ECOG proxy of IMWG algorithm of frailty
Category Score
Age
<75 years 0
76-80 years
>80 years 2
Charlson Comorbidity Index
<1 0
>1 1
ECOG performance status
0 0
| 1
>2 2
Sum of scores
Nonfrail 0-1
Frail 22

ECOG Eastern Cooperative Oncology Group, IMWG International
Myeloma Working Group



First question:
Is my patient candidatdor ASCT?
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A ¢65yearsold A >70yearsold
A No comorbidity A Or comorbidities




Mel 200

induction Consolidation Maintenance
+ ASCT

Lenalidomide
_ _ Velcade Lenalidomide
Lenalidomide DexamethasoneX 2 A 2-3years

Velcade Melphalan A Until progression
DexamethasoneX 4 200mg/m2
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Cassliopedhase lltrall

Part 1: Induction/consolidation phase Part 2: Maintenance phase Follow-up phase

Eligibility for ASCT

Induction

First option:
VRd [II, B]

First option:
DaraRd [I, A]
DaraVMP [I, A]

Induction Consolidation Maintenance DaravTD {1, A] LA _
If first option is not available: M first opl{m;s "it avallabie:
D-VTd D-VTd DARA A RIA
Key eligibility o D: 16 mg/kg IV QW Cycles 1-2, T D: 16 mg/kg IV Q2W = monotherapy Data captured during .
iteria: = Q2W Cycles 3-4 PN V: same as in induction = 16 mg/kg IV Q8W until follow-up phase:
ctiteria; c V:1.3 mg/m? SC Days 1, 4, 8,11 A T: same as in induction g5 PD (2 years maxi ) o
« Transplant- 2 T:100 mg/day PO N d: 20 mg IV/PO = then observation until PD) o | * Disease progression
v 5 ( RN S 2 |:me0 2y
NDgMM £ P e -§ 2 » Second primary {
+ 18-65 years = L 88 & malignancies?
. ECOG PS ] VTd Q VTd & § s Sul?sequent
e D- arm e D- arm .
4 cycles of 28 days 2 cycles of 28 days
A B
_ 100 — D-VTd 100 -4
z — VTd M—_'—_"—wi____‘_
E 80 '§ 204
Fd =
7 60 2 60
o £
g L\“‘_\‘_“ 2
“— = -
c 404 = 40
=2 o
I & 204
2 T HRO. % C10-42-073); p<0-0001
g HR 0-61 (95% C1 0-52-0.72); p<0-0001 ) 55195 42-073); p<
o T T T T T T T T T T T T T T T 1
0 é T ]_IE T T Iﬁ T IE T EI E,Iﬁ T |8 EI T Iﬁ o0 6 12 18 24 30 36 42 48 54 60 66 72 7B B4 90 96
Mumber at risk 0 - 24 30 36 £ 4 4 50 27 4 %09 Number at risk Time since first randomisation {meonths)
(number censored) (number censored)

VTd 542 504 477 441 400 354 324 293 268 243 214 197 171 103 49 13 O

(0)
D-VTd 543 512 500 484 459 434 408 375 352 323 296 278 260 158 82
(o)

(16) (29) (30) (32) (35) (36) (40) (41) (44) (46) (49) (56) (115)(161)(194)(207)
7 o0
(13) (19) (20) (22) (25) (27) (29) (32) (32) (35) (36) (46) (135)(209)(271)(288)

Moreau P. et al; Lancet 2024

VTd 542 531 521 505 494 481 475 467 453 441 433 419 396 242 115 33 0O
(0) (5) (9) (11) (12) (12) (12) (13) (13) (13) (13) (14) (28) (171)(292)(371)(403)

DVTd 543 535 526 520 517 511 503 496 490 482 476 467 452 285 147 29 0
0y B) (7 (8) (8) (8) (9 (9 (9 (9 (9 (10) (20) (180)(314)(431)(460)

DimopoulogM. A,HemaSpher2021
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PERSUS: PhaBetrial VRDvs BVRDIn
Transplant Eligible Patients

Induction Consolidation Maintenance
- VRd VRd
a V: 1.3 mg/m2 SC V: 1.3 mg/m? SC
~ Days 1,4, 8, 11 Days 1,4, 8,11 R :
Key Al R: 25 mg PO Days 1-21 R: 25 mg PO Days 1-21 R: 10 mg PO Days 1-28 until PD
eligibility =3 d: 40 mg PO/IV Days 1-4, 9-12 E d: 40 mg PO/IV Days 1-4, 9-12
. . =
criteria _g é
+ Transplant- S D-VRd v D-VRd D-R MRD Continue
SIETSYLIY VIS DARA: 1,800 mg SC° Sl DARA: 1,800 mg SCb Q2W DARA: 1,800 Mg o g D-R
« Age 1870 years 9 QW Cycles 1-2 o - _ SCt QAW until PD
« ECOG PS <2 o Q2W Cycles 3-4 VRd administered as in R: 10 mg PO
E the VRd group Da_"]l'ﬁ 1-28
— VRd administered as in MRD
Wl the VRd group negative
4 cycles of 28 days 2 cycles of 28 days 28-day cycles
A\ N\
Prli'1laryI Endpninti PFS{ Discontinue DARA therap! ﬂ"ljt Restart DARA therapj'

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

P.Sonnevelet al, NEnglJd Med 2024

after 224 months of D-R maintenance for
patients with =CR and 12 months of
sustained MRD negativity

upon confirmed loss of CR
without PD or
recurrence of MRD




Table 3. Most Common Adverse Events (Safety Population).*

D-VRd VRd
erseu VS
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

number of patients (percent)

Any adverse event 349 (99.4) 321 (91.5) 344 (99.1) 297 (85.6)
Hematologic adverse event
Neutropenia 243 (69.2) 218 (62.1) 204 (58.8) 177 (51.0)
Thrombocytopenia 170 (48.4) 102 (28.1) 119 (34.3) 60 (17.3)
Anemia 78 (22.2) 21 (6.0) 72 (20.7) 22 (6.3)
g 100 4 Febrile neutropenia 34 (9.7) 33 (9.4) 38 (11.0) 35 (10.1)
2 MNonhematologic adverse event
% 80 - Diarrhea 214 (61.0) 37 (10.5) 188 (54.2) 27 (7.8)
g_ Peripheral sensory neuropathy 188 (53.6) 15 (4.3) 179 (51.6) 14 (4.0)
3 60 - 1 Constipation 119 (33.9) 8 (2.3) 118 (34.0) 6(1.7)
_8 : Pyrexia 111 (31.6) 8 (2.3) 109 (31.4) 9 (2.6)
§ 40 - : Insomnia 95 (27.1) 8 (2.3) 61 (17.6) 6(1.7)
%D : Asthenia 94 (26.8) 12 (3.4) 89 (25.8) 9 (2.6)
> 1
g 20 : i T
> HR, 0.42; 95% Cl, 0.30-0.59; P <0.0001 : Rash 52 @34 0 8 9 07.) 17 49)
0 T T T T T T T T T T T T T T T : T 1 Back pain 80 (22.8) 2 (0.6) 66 (19.0) 1(0.3)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 Peripheral edema 72 (20.5) 4(L1) 74 (21.3) 1(0.3)
. atriok Months Nausea 71 (20.2) 2 (0.6) 58 (16.7) 2 (0.6)
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0 Infection 305 (86.9) 124 (35.3) 266 (76.7) 95 (27.4)
D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 0 Coronavirus disease 2019 123 (35.0) 12 (3.4) 83 (23.9) 4(12)
Upper respiratory tract infection 111 (31.6) 2 (0.6) 87 (25.1) 6(L.7)
Pneumonia 64 (18.2) 37 (10.5) 38 (11.0) 21 (6.1)
Second primary cancer 37 (10.5) NA 25 (7.2) NA
Any infusion-related reaction 21 (6.0) 3 (0.9) MNA NA

* The safety population included patients who had received at least one dose of the assigned treatment. Adverse events

A FO I | OWu p m 47 5mo nths of any grade that were reported in at least 20% of patients in either treatment group and grade 3 or 4 adverse events

that were reported in at least 10% of patients in either treatment group are listed. NA denotes not applicable.
A SSR4.3% vs 67.Tnonths

A MRDneg: 75.2 % BEVRD vs 47.5% VRD (10
P.Sonnevelet al, NEnglJ Med 2024



IsaLenVDInduction for TEPatients:
Phase3 Trial (GMMGHD7)

100 —

Isa-RVd . |58 Isa-R 75 —
cs=l3Y &
Induction (3 x 6-week cycles) E 3 % E g Maintenance (4-week cycles)
I<| o =
( )
ificati izati Isa: 10 mg/kg IV J Cycle 1 Cycles 2-3 Cycles 23 =)
Str_ratrn‘tlc?non for randomization Yy o Y v =
prior to: Days 1, 8, 15, 22, and 29 Days 1,15,29  Days 1, 8, 15, and 22 Days 1and 15 Day 1 “u-; 50 —
1. Induction: R-ISS stage (I/ll versus LL
Il versus not classified) o-
i R: 10/15/25 mg PO; Days 1-14 and 22-35 R: 10 mg (up to 15 mg, if tolerated) PO; continuously
2. Maintenance: R-ISS stage at
study entry (I/Il versus Il versus V: 1.3 mg/m2 SC; d: 20 ma PO:
not classified) and MRDi after last Days 1, 4, 8 11, 22, 25, 29, and 32 D.ays 198 =
HDM (no versus yes versus d: 20 mg POP; Days 1-2, 4-5, 8-9, 11-12, 15, and 22
unknown) 22-23, 25-26, 29-30, and 32-33
L ) 25 —
Stratified weighted log-rank test P value = .016
Isa-RVd regardless of second random assignment
= = = = |sa-RVd - lenalidomide maintenance (weighted risk set estimator)
RVd regardless of second random assignment
Q0 4 = = = = RVd - lenalidomide maintenance (weighted risk set estimator)

| [ | | | |
0 12 24 36 48 60

Time Since First Random Assignment (months)
Number at risk (censored):
Isa-Rvd 331(0) 300 (8) 271 (8) 255 (6) 122 (116) 6(111)
Rvd 329 (0) 273 (17) 252 (4) 222 (8) 104 (102) 5(92)

Elias KMai, JCO 2024



IMS consensus on genomic definition of

high risk myeloma
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J.Corre IMS 2024

Manuscript in prep



PERSEUS

HighRiskDiseasé
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100
—sh_m-_\
M & 44 D-VRd - I
80 - T s e
“® D-VRd - il
+——— VRd -l
60
VRd - il
40
D-VRd - | VRd -1
o A DVRd-N s VRd - I
e D-VRd-1ll —=— VRd-Ill
D-VRd - IV VRd - IV
0 [ I T I I I I I I I I \ I I I I [ |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
D-VRd VRd
Median Median
n/N PFS (mo) n/N PFS (mo) HR (95% ClI)
Low (1) 6/116 NE 13/114 NE I—.—H 0.42 (0.16-1.11)
Low-intermediate (I1) 1111 NE 30/106 NE —e— 0.29 (0.14-0.57)
Intermediate-high (Ill)  25/108 NE 50/115 NE —e—i 0.46 (0.29-0.75)
High (IV) 8/20 NE 10/19 39.8 |—-—-—| 0.63 (0.25-1.61)
i .
0.1 1 10

Favors D-VRd Favors VRd

M. Dimopoulosetl, IMS2024



Single or double ASCT?

754

50

Fogression-free survival (%)

—VMP
— Autologous HSCT

HR 073 (95% CI, 0-62-0-85);
adjusted p=0-0001
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adjusted p=0-036

HR0-74 (95% C1, 0-56-0-98);
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del 17(p) pos.
[ L,
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-H 1
1 72
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- . 41-0.93);
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vl ' yae I
I
0
25 4 E
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o T T T T T 1
0 12 24 36 48 60 72 a
T T T T T 1
Time since initiation of treatment (months) o 12 24 36 48 60 72
Number at risk Time since initiation of treatment {menths)
(number censored) Number at rigk
(number censored)
Autologous HSCT 702 (0) 658 (16) 614 (24) 569 (36) 487 (78) 276 (268) Dovble HSCT 210 (0) 200(8) 189 (8) 75015) 159 24} 100(75)
VMP 495 (0) 463(12) 430(20) 391(31) 331(62) 174 (198) Single HSCT 209 (o) 195 (6) 182(%) 164 (10} 141 {21) 85(72)

Median follow-up of 60-3 months

Figure 4: Final analysis of single autologous HSCT versus double HSCT

Pragression-free survival (A} and overall survival (B) at a median follow-up of 60-3 months (IQR 52-2-67.6;
data cutoff Nov 26, 2018) in patients assigned to single HSCT and patients assigned to double HSCT (intention-to-

treat population). HR=hazard ratio. HSC T=hacmatopoictic stem-cell transplantation.

COMSOLIDATION

EMNO2Stud

MAINTEMAMNCE

LEM
LEN 10 mg PO
Treatment wntil PO

A 5years OS HR
cytogenetics: 61-3% vs
54-7%

(HR 0-70; p=0-32)

A 5-year OS for del 17p

80:2% vs 57-1%
(HR 0-30, p=0-066)

Cavo M: Lancet Haematol 2020



MIDAS (ISARD) OPTIMUMM Tria
MRDresponseadapted U ria
consolidation L M

Dara-CVRd : V-HD-MEL Dara-VR
Induction MRD evaluation Risk-adapted consolidation and maintenance A 6 T +ASCT
bbbl ma*o Daratumumab sc Daratumumab sc
CVC‘E ‘5;? 30355 1 ‘3- 15 Bl  Melphalan iv 200 mg/m 1800 mg Day 1 1800 mg Day 1
eI S Y ; Day -1 Bort bsc 1.3 Bortez 2
/ \ Cyc!opnosgnamnfespo 500 mg o Autologous Stem Cell m;::;“ lx ;c 15, 2,72\9/ 2 om'bfca, iasiww
Standard risk ays - Translantation Lenalidomide po 25 mg Lensbdomides
. ) s 2 L po25mg
(MRD <10%) /1 1sakRD x 6 Lenalidomide Bovtgz:r:w:: :r ; 31r‘n_gm £ Day 0 Days 1-21 Days 1-21
(3 years) Y Dexamethasone po 40
1:1 Lenalidomide po 25 mg o Bortezomib 1.3 mg/m mg!
Days 1-14 Days -1, +5, +14,* Day 1, 8, 15, 22
. . Dexamethasone po 40 mg' Weekly after At
ASCT + IsaKRD x 2 Lenalidomide Days 1,4, 8, 11 Sl hacmatopoietic recovery 26d Gicles
3 years,
IsakRD x 6 MRD i 21d cycles ]
[zl ss) o N Central Response, Birmingham University (HydraShift)
Isa - Iberdomide F dose schedule X
Stem cell collection / ‘ ASCT + IsakRD x 2 ‘ (3 years) Arm C 120mg for elderly/frailer ‘ ‘Day 100-120 post-ASCT O
after cycle 3 . ) L J itivi
(G-CSF+/- plerixafor) 1:1 ) - g [ Central MRD, HMDS Leeds (Flow cytometry, 10 sensitivity) ]
High risk ( | | : |
sa - Iberdomide
(MRD >10) ‘ Tandem ASCT ‘ Arm D
Internatlona ( ) (3 years) |
k Myeloma Society - < N 4
. ) o 100 +
Post-induction MRD-negativity rate at 10-5 D
100%
80 o 100 4
0%
— m 1
£ 80— ormmum
80% —
—— Myeloma X+
70% 72% © = 60— oFmmum
69% & ==
0% 66 65% T - —— Myeloma XI/s
619 62% © 63% 62% 63% 2% 8 .l
- 59% 589%
60% 20
PFE aatifnatic [95% CI) &t 6, 12, 18, 24, wnid 30 monta
CFTIMUI 953 (91 316993) 7.7 @140004) 819 (V4510892 7750w E5E 77 (658w BS ) 20 4 _
50% 1 851} OF actimates (95% CI) @18, 12, 18, 24 and 30 meaths
WSO XHs 0.1 LS 42 D05 E1E (77.2 40 ML BGS I57.8 ka PAA) 408 (40510 SR 30K B0 18 S0, ., OFTIMUM 972 84.1 o 1001 $2.4 87, 51805 (B45 10 961) BAS (000 33.1) B35 (764 10807
! ! ! ! ' ¥ ! ! ' 5 44.8) NMalama M+ 96,3 195 12 100) 949 |90.9 1o 9899915 (85,4 10 96.5) 1.2 (74.2 10 88.3) 735 65510 B1.5)
A% o 6 12 18 24 30 s 42 48 54 T T T T T T T T T
1] [ 12 18 24 30 kL] 42 43 54
Time Since Registration/Random Assignment {(months)
305 ) g 9 Time Since Registration/Random Assignment {months)
Mo. at rigk (No. censared):
N _ _ Mo at risk (No. censaned):
) OPTIMUM 107000 100(2) 9103 B4(4) 79(5) 7THIB) E9(22) 3744} 13(67) O(79) - . ) h
20% OPTIMUM 107 (0] 103(1) SB(3 93(4] BB(S) 8191 65(24 42(47) 17(72) 0(87)
Myeloma Xl/s 120{1) 11043} 8B(3H 7743 566 3803 71T 200210 1624 9429 Myeloma Xls 12010) 116120 111¢3) 107 (3 953} 863 69141 61/13) 44(26) 39 (28)
10%
0%
551 151 IS5 i RASS| R-SSH R-ISSIN R2IS51 RZISS Il RZISS IIR2 IS5 1V LP<1 P21 IMS SR IMS HR

JM Kaiser et alC@023
A.Perrot et al, IMS 2024
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Lenalidomide Maintenance After Autologous Stem-Cell
Transplantation in Newly Diagnosed Multiple Myeloma:
A Meta-Analysis

Philip L. McCarthy, Sarah A. Holstein, Maria Teresa Petrucci, Paul G. Richardson, Cyrille Hulin, Patrizia Tosi,

A No. of 1.0 4
Event:
o™/ | Median PFS
1.0 Y Patients (95% CI) HR (95% CI)
Len , 52.8 months |
maintenance| 316/605 (45.1 to 62.6) 0.8
0.48 (0.41 to 0.55)
0.8
Z e
Z =1he
= ©
= 0.6 B
= o
E =
= o 0.4
Py o
f_f 0.4 1 No. of
o Events/
No. of Median OS
HR (95% CI
0.2 4 Patients | (95% CI) (95% Cl)
0.2 | Len 215/605 N
int
— (MR to N 1675 (0.63 to 0.90)
T T T T T T T T T T T T T T T T T T 1 1 1 T T T
0 10 20 30 40 50 60 70 80 90 100110120 0 10 20 30 40 50 60 70 80 90 100110120
Time (months) Time (months)
No. at risk: No. at risk:
Len 605 499 428 3563 293 244 191 131 83 28 5 O . Len o5 577 555 508 473 431 385 282 200 95 20 1 0
maintenance naintenance
603 419 275 179 126 90 71 52 30 9 ©0 603 569 542 505 459 425 351 270 174 71 10 0O

7 years OS 62 vs 50%



Myeloma XI Trial:
How long? PFS by MRD Negativity Status

MRD Negative MRD Positive
Median PF5, Median PFS,
Mo (95% Cl) Mo (95% C1)
100 = Lenalidomide 59 [50-ME) 1007 = Lenalidomide 47 (33-76)
90 — Observation 44 [35-50) 401 — Observation 18 (13-22)
a0 A1l
10 0] HR: 0,37 (35% CI: 0,27-0,50); P <0001
- Gl — 0
o
E 50 % 504
e 40 & 404
30 a0+
20 204
1M HR: 0,72 (95% C1: 0.55-0.95); P = 022 104
a —— 0 —
0 12 24 36 48 60 Fr &4 96 108 0 12 24 36 48 G0 72 B4 96 108
. e Mo I Mo
Maintenance Randomization 2-fr Landmark Analysis 3-Yr Landmark Analysis
100} 9 — Lenmlid omide 100} 9 = lenmldomids 104} 9 === Laralidcmide
504 = DEsarsation 504 = DEsarsation g0 4 — Jmarvetian
By By Bl o
T T 0 1
— Bl — Bl I
ﬁ' 50+ ﬁ' 50+ ﬁ' 504
& a4 & 4= & i)+
ELE ELE a0 s
20 20 20 1
10+ - . . - 10+ - . 10 4 . - -
sif; 0,61 [95% O 0 34-1,00) P = 055 iR 0,44 [95% Ok 0L F1-0,92) P = 02 HA: 050 95% i 0,16-1.57); P =237
l:l L L L Li L L L L 1 l:l L] L] L] L] L L] L l] L L L L L L] 1
0 12 M 3% 48 & 72 & %5 108 0 12 2 36 a8 & T O 0 12 24 3m 45 &0 Ti =4
LT . LT . [ ¥ .

MRDnegpts Graham H Jackson, Lancet Oncol 2019



Len 'D-len /Dara

Wy W _-
o

yd

Induction/consolidation phase

Maintenance phase

Canwe do better?

Follow-up phase
IL ]

Induction

LA o~
— e + Transplant- §
eligible NDMM
-+ Aged 18-85 §
years E
- ECOGPS B
score of 0-2 i
4 cycles of 28 days
D-VTd/DARA vs D-VTd/OBS
100 - 72-month PFS
80 -
g EU .
%) - - - - o T ——
o i
40 - 1 50.5%
20 -
HR, 0.76; 95% CI, 0.58-1.00;
P=0.0480
0

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

Time since second randomization (months)

Consolidation

00>

Patients with 2PR
Second randomization (1:1)

2 cycles of 28 days

MRD MRD
Post-induction Post-consolidation

D-VTd/DARA:
median, not reached

D-VTd/OBS:
median, 72.1 months

MRD 6, 12, and

Maintenance

DARA
monotherapy
Qsw

Data captured during
follow-up phase:

+ Disease progression
+ MRD

Follow-up

+ Second primary malignancies®
= Subsequent anticancer

0BS therapy
os
MRD 1, 2, and 3 years

Follow-up phase

24 months

Maintenance phase

PFS (%)

VTd/DARA vs VTd/OBS
72-month PFS

VTd/IDARA:
40
120.8%
20 :
HR, 0.34; 95% CI, 0.26-0.44; VTd/OBS:
P <0.0001
0

T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time since second randomization (months)

__median, not reached

median, 32.7 months

Moreau et al, EHA 2024



Len D-len /Dara
—

Key eligibility criteria \ Maintenance: up to 36 cycles (28-day cycles) I

e romarten - e A D-Rversus R maintenance in NDMM

= NDMM with 24 cycles of = e |
induction therapy and conversion m . |
e e e b D: 1,800 mg SC* QW Cycles 1-2, baselne to 12 month atter P atients whowere: = 3 .
12 months of the start £ Q2W Cycles 3-6, Q4W Cycles 7+ maintenance treatment .
of induction =z . . + N =214 planned to Z 2~ ~ e
oy 2 e e A Ay XOSNE réspose LI NI A | f
« MRD® positive (10-%) post-ASCT N (after Cycle 3, 15 mg PO daily if tolerated) detect 20% improvement
= No prior anti-CD38 = b i
* Randomization within 6 months 8 Secondary endpoints " A M R D th reS h 0 I d ( 1 m 5 ) p OS I tlve
of ASCT date z R * PFS, overall TBRD-nttaag_ahB;e
conversion rate, sustain . -
] : i - MRD-negative rate, A -
S N Somorouyomseas SIS Anti-CD38naive postransplant
« Cytogenetic risk¢ (standard Y > 9 L7 ) >CR, 08, safety
risk/unknown vs high risk)
MRD® obtained after 12, 18, 24, and 36 cycles
OR3:4.12 .
Primary endpoint (95% Cl, 2.26-7.52) + Median follow-up: 32.3 months
70 - ) P <0.00012
OR=: 4.51
. (95% CI, 2.37-8.57) c
s 60 | P <0.0001° OR=: 3.40 k]
z (95% Cl, 1.69-6.83) 2
2 54 P =0.0005" @
[} o
g e
£ 40 4 =%
a -
[ S
T o g |
EP E ‘
a =2 I
= = I
2 10 2 \
© = 20 -
a 5 |
] I
0 R . DR R R . & | HR,0.53 (95% Cl, 0.29-0.97); P = 0.0361 .‘
(50/98) (18101) (60/99) (28/101) (35/99) (14/101) 1 1 1 1 T 1 1 1 ! 1 1 1
MRD-negative (10-%) Overall MRD-negative (10-%) 26-months sustained 0 8 6 9 12 1 1 21 2 2 30 33 36° 8 42
conversion rate by 12 months conversion rate® MRD-negative (10-) rate® No. at risk Months
R 101 88 86 78 71 62 56 48 43 34 27 20 2 1 0
D-R 99 93 90 87 81 78 72 85 59 54 46 38 6 1 0

Majoration du taux de MRD neg au cours du temps
Diminution du risque de progression ou de mort de 47%
A.Badroset al, Blood 2025



PERSEUS
Dara-Len

Patients with MRD negativity, %

100 -

70 -

50 -

30 -

20 -

10 A

57.5%

34.4%

End of

consolidation

Key eligibility
criteria

* Transplant-
eligible NDMM

* Age 18-70 years

» ECOG PS 52

VRd administerad as in
the VRd group

4 cycles of 28 days

1:1 randomization (N = 709)*

Primary endpoint: PFS©

Key secondary endpoints: Overall 2CR rate ° overall MRD-negativity rate (10°%),% OS

Consolidation

Continue
SCt Q2W 1,800 mg D-R
SC*Q until PD
VRd administered as in
the VRd group

SINGLE TRANSPLANT

! Restart
e DARA

Minimum 2 ¥ por criteria

28-day cycles

A\
Stop DARA therapy
atter 224 months of D-R maintenance for | | Restant DARA thecapy upon
confirmed loss of CR without
patients with 2CR and 12 months of PD or of MRD
sustained MRD negativity (10-%) e

Cumulative MRD-negativity rates (%) measured from first treatment dose
D-VRd (n = 355)

65.1%

Up to
12 months

72.1%

Up to
24 months

74.6%

Up to
36 months

VRd (n = 354)
P 10-° threshold
B 104 threshold
P 10-5 threshold
B 10-%threshold
44.9%
38.7%

End of
consolidation

Up to
12 months

Up to
24 months

46.9%

Up to
36 months

R.Otergq ASCO 2024



Guidelines 2025?

ELIGIBLE

INDUCTION/CONSO
RV

Anti-CD38VRD

HIGH RISK DISEASE?

ASCT X 2?

MAINTENANCE

LerP
Dara

Dara Ler

J

UP=until progression ETill today in Belgium P Reimbursement coming soon?

Len: 3ys (IFM) and MRE?
MRD-+until progressior?
DaralLen: basée sur MRD (2 vs WP)

J

Frontline therapy for TE patients —

Anticipated EHA-EMN guidelines 205

(Eligible for ASCT)
[
Induction (4-6 cycles), first option:
Dara-VRd [l, A]
Isa-VRd [I, Al

If first option not available:
Dara-VTD [l, A]
VRd [ll, B]
, ' ‘
If first option not available
Dara-VTD [I, A]
VRd [lI, B]
|
High-dose chemotherapy
200 mg/m? melphalan [l, A]
Followed by ASCT [I, Al
|

Consolidation

Same induction regimen [I,B]|

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

¥
Maintenance
R (Lenalidomide) [I, Al
Dara-R[l, A]

Coming soon in NatlinOncolRev 2025



EHAESMO guidelines 2021
Non transplanteligible pts

—

Induction First option:

. DaraRd |1, A]
First option: DaraVMP [l, A]
VRd [Il, B] VRd [I, A]
DaraVTD I, A] '
If first option is not available:

If first Opti\[!){] Dis“nz} available: VMP [1, A]
J Rd [1, A]

VCD [lI, B]

200 mg/m? melphalan [I, A]
followed by ASCT [l, A]

Lenalidomide maintenance [, A]

DimopoulodM. A,HemaSpher2021



ALCYONE

A
1009
80
g
3 60
e
2
] 40
5
g
o
20
— D-VMP HR 0-60 (95% C1 0-46-0-80);
— VMP p=0-0003
0 T

T LT
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Number at risk
VMP 356 331 325 322 312 302 292 278 269 257 242 226 198 132 73 27 3 1 0
D-VMP 350 330 327 322 318 309 301 292 288 283 275 270 248 171 97 40 12 0 0

B
100 HR 0-42 (95% C1 0.34-0-51);
p<0-0001

= 80
B
£
S 60
2
g
=
5 4o
2
e
=)
£ 20

0 T

T T T T T T T T T T T T T T T T
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 ©S1
Number at risk

VMP 356 304 278 263 246 207 171 128 110 93 78 67 S1 29 15 7 0 O
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173 160 113 63 26 9 0

C
1004

80

60

404

-free survival on
line of therapy (%)

HR0:55 (95% C1 0-43-0-71);
p<0-0001

0 T T T T T T T T T T T T T T T T 71
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Number at risk
VMP 356 325 312 303 292 277 265 245 232 209 191 171 141 94 50 20 2 O
D-VMP 350 327 324 319 313 303 293 282 274 266 252 242 220 150 83 32 12 0

PFS 36.4 vs 19.3 months
D-VMP vs VMP

MV Mateoset al. Lancet 2020

MAIA

60-mo PFS
100 )
s
@ 80
g
(=]
g
= 60+
=
= R s "N T
E I
= 40 X D-Rd:
s median, 61.9 mo
E I
=
w3
e 207 \ Rd:
| median, 34.4 mo
HR, 0.55; 95% CI, 0.45-0.67; P<0.0001
0IIII[III[IIIIIIIIIII]IIIWI
036 9121518212427303336394245485154 57606366 69727578
Months
No. at risk

Rd 369 333 307 280 255 237 220 205 195 179 172 156 147 134 124 114106 93 84 81 64 47 4 2

i) 20
D-Rd 368 347 336 320 309 300 290 276 268 266 246 237 232 223 211 200 197 186 177 165 132 &8 65 28 11 3 0

% surviving

Rd:
median, 65.5 mo

HR, 0.66; 95% CI, 0.53-0.83; P = 0.0003

[0 e e e o I I
0 36 91215182124273033 36304245 4851 5457

Months

TT T T 71
636669727578

= A ettt

Mo at risk.
Rd 369 351 343 336 324 317 308 300 284 281 270 256 251 241 222 M3 N4 204 195186157 117 65 26 B 4 O
D-Rd 368 350 346 344 338 334 328 316 305 302 267 206 280 273 266 255 249 246 246 240200148 103 42 16 5 0

PFES 61.9s 34.4 months
DRD vs RD
OSp=0.0003

T.Faconret al. Leukemia2025
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PFS 41 vs 29 months
VRD vs RD

BGMDurie et al. Blood Cancer 2020



Make the Right Choice

Do not think as if you had a
second chance...



&
k Triplet === Quadruplet

Fit DRD Anti-CD38VRD
< 80yo




Major criteria of exclusion:

IMROZ: ISA-VRD vs VRD A Age s povears

A GFR < 30 ml/ min

el N
Initiation phase Maintenance phase | iR R ISB0s
$ (4 x 6-week cycles) (4-week cycles)
<80 years =
3 IS
(]
(14
MRD (bone marrow aspirate) 'T‘ 4\ ™ ™ N
In case of CR At end of initiation 12 mo 18 mo 24 mo 36 mo
or VGPR phase
22 29 36 43

d IV/IPOS 20 mg

Initiation phase




ORIGINAL ARTICLE

Isatuximab, Bortezomib, Lenalidomide,
and Dexamethasone for Multiple Myeloma

Thierry Facon, M.D., Meletios-Athanasios Dimopoulos, M.D.,

100+
90
80+
704
60
504
40+
304

Progression-free Survival (%)

104 0.60 (98.5% Cl, 0.41-0.88)
P<0.001 by log-rank test

Table 2. Hematologic Laboratory Abnormalities, Adverse Events of Any Grade, and Second Primary Cancers (Safety

204 Hazard ratio for progression or death, E
I

0 I I I I I I

Months
MNo. at Risk

Isatuximab-VRd 265 243 234 217 201 190 177 164 153 104 43
VRd alone 181 155 141 121 104 96 &5 &1 70 51 20

T. Facon, New Eng J of Med,2024

| T
0 6 12 13 24 30 36 42 43 54 &0

Population).*
Isatuximab-VRd
Event
Any Grade Grade =3 Any Grade Grade =3
number of patients (percent)
Hematologic laboratory abnormalities{
Anemia 260 (98.9) 46 (17.5) 177 (97.8) 29 (16.0)
Lymphopenia 251 (95.4) 158 (60.1) 167 (92.3) 95 (53.0)
Neutropenia 230 (87.5) 143 (54.4) 145 (30.1) 67 (37.0)
Teukopenia 756 (97.3) I 316 T60 (38.4) 0 (16.6)
Thrombocytopenia 251 (95.4) 79 (30.0) 153 (84.5) 50 (27.6)
Nonhematologic adverse events
Infectioni
Preumonia 79 (30.0) 53 (20.2) 35 (19.3) 23 (12.7)
Bronchitis 58 (22.1) 7(2.7) 32 (17.7) 3(1.7)
Upper respiratory tract infection 90 (34.2) 2 (0.8) 61 (33.7) 2(L1)
Diarrhea 144 (54.8) 20 (7.6) 88 (48.6) 15 (8.3)
Peripheral sensory neuropathy 143 (54.4) 19 (7.2) 110 (60.8) 11 (6.1)
Cataract 100 (38.0) 41 (15.6) 46 (25.4) 20 (11.0)
Constipation 94 (35.7) 6(2.3) 74 (40.9) 3(L7)
Fatigue 91 (34.6) 21 (8.0) 48 (26.5) 12 (6.6)
Peripheral edema 86 (32.7) 0 59 (32.6) 2 (L)
Infusion-related reaction 62 (23.6) 1(0.4) 2 (L1 0
I Covid-19§ 78 (29.7) 23 (8.7) 37 (20.4) 12 (6.6)
Thsomnia T (22.4) T0(3.8) I (223) (20
Back pain 58 (22.1) 9(3.4) 31 (17.1) 3(L7)
Asthenia 57 (21.7) 7(2.7) 44 (24.3) 4(22)
Invasive second primary cancerf
Solid tumor| 22 (8.4) 14 (5.3) 8 (4.4) 6(3.3)
Hematologic cancer 3(1.1) 1(0.4) 2(L1) 2(L1)




MRD-negativity rate (10-5), %

Phase lll trial CEPHEUS

DaraVRD+ Dara vs VRD+

100 4
90 -
80 -
70
60 -
50
40 1
30 4
20 1
10

Overall MRD-negativity rate (10-5)

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

| | o ®
50.9 g 70
i 60
394 @ S0
£
2 a0

o

20

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

Medianfollow-up: 58.7 mois
> 80 ans

2CR rate
OR, 2.73 (95% Cl, 1.71-4.34);
P <0.0001
|

2CR:
L ::35/ 61.6%
- ‘o
25.3
1.7
4 B
D-VRd VRd
(n=197) (n =198)

msCR ECR ®VGPR PR
msCR mCR VGPR PR

Key eligibility
criteria:

* NDMM (TIE or
transplant deferred)

+ ECOG PS score
of 0-2

» Frailty score of 0-1

% surviving without progression

No. at risk
D-VRd
VRd

80 4

60 4

40

20 1

= 305)

VRd

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

mg PODays 1,2,4,5,8,9, 11,12

Rd
Cycle 9+

R: 25 mg PO Days 1-21
d: 40 mg PO Days 1, 8, 15, 22

Primary endpoint:
+ Overall MRD
(2CR) negativity

z
-.5. Key secondary
.E endpoints:
S DARA SC-VRd DARA SC-Rd *+ PFS
g Cycle 9+ + Sustained MRD (2CR)
: DARA: 1,800 mg SC QW Cycles 1-2, negativity (212 months)
= Q3W Cycles 3-8 DARA: 1,800 mg SC Q4W . >CR rat
VRd: schedule as above Rd: schedule as above oS rate
21-day cycles 28-day cycles
8 cycles of bortezomib treatment until disease progression
or unacceptable toxicity
i Median follow-up: 58.7 months
54-month PFS
i
68.1%!
Median:
R . D-VRd .
T not reached
49.5%! By .
i + \VRd Median:
' 52.6 months
i
HR, 0.57; 95% Cl, 0.41-0.79; P = 0.0005 i
0 8 12 18 2 30 38 42 a8 54 60 66
Months
197 180 170 160 149 140 136 132 122 15 33 0
198 174 167 143 13 123 1056 08 88 81 il 0

S.Usmaniet al,

IMS 2024




Personalizedl herapyin the Elderly

b (VX
5 .




Patients aged 65-80 yrswith
symptomatic, measurable
MM; intermediate-fit

RAR vs Continuous Rd In s
Intermediate-Fit Elderly PtSramcumiss’

Rd Induction: 9cycles’
Lenalidomide 25 mg/day POon
Days1-21 +
Dexamethasone 20 mg PO QW

RMaintenance”
Lenalidomide 10 mg/day POon

Days1-21
(n=101)

Rd Continuous®
abnormal laboratory Lenalidomide 25 mg/day PO on Days1-21 +
values* Dexamethasone 20 mg PO QW
(N=199) (n=98)
PFS
0OS
20-Mo PFS, % 20-Mo OS, %
— Rd-R 43 — Rd-R 84
> R +2 100 HL "

— 75 75 |_‘_|_‘_I—|_‘_
= S

%) =

w50 4 50

25 25
o HR:093(95%Cl:0.64-1.34; P = .681) o | HR:0.73(95% Ci: 0.40-1.33; P = .306)
30
patientsat O 10 20 30 Patients at 10 Mos 20
Risk, n Mos Risk, n
Rd 98 57 28 13 Rd 98 82 48 22
Rd-R 101 65 33 13 Rd-R 101 84 61 31

Larocca A;Blood 2021



O
E&ﬂ IFM 2017-03

Primary endpoint:

Secondary endpoints:
+ ORR

- 2VGPR rate
- MRD-neg rate

Until PD or unacceptable Toxicity

Phase 3 study of DR vs Rd in TNE frail NDMM (n = 295)

— 1004
:
@
0.751
0504
B
iozs'
g HR, 0.51; 95% CI, 0.37 - 0.7; P < 0.0001
0.001
0 ¢ 12 18 28 30 W 4 48 K& g0
Time since randomzation (months)
Number at nsk
Rd 95 80 €3 5 % » % 24 1" 3 0
DR 200 e 158 " 5" "7 a7 % '1] 20 0

Median follow up time = 46.3 months

DR, median: 53.4 mo

Rd, median: 22.5 mo

S.Manier. et al, ASH 2024

Probabéty of overall survival

DR, median NR

0%0
Rd, median: 47.2 mo

02¢

HR, 0.52; 95% CI, 0.35 - 0.77; P = 0.0001

000

0 o 12 1 24 M) W 42 a8 5 80
Time since randomization (months)
Number at risk

Rd [ n " o5 87 50 A1
DR o " 1o 100 163 151 120 102

L *IFM frailty socre:
9 Age
. ECOG

Charlson



Updated EHA/EMN

G u | d e I | nes 202"257 treatment guidelines 2025
-

First option:
Isa-VRd [I,A]
Dara-VRD [l,A]
Dara-Rd [I, A]

Non- Eligible ASCT

If first option is

) not availabla:
Dara-VMP [l,A]

VRd [, A]

-DRD
-FIT <80 ans :

Anti-CD38VRD

Dimopoulos, Terpos, Sonneveld
Nat Clin Oncol Rev 2025

/ J

P Reimbursement coming soon?



If you want to improve PFS/0S/QOL
Do not forget supportive careand adaptation of doses

A Aciclovir
A PNP

Patients + relatives

A Elu Myeloma

: +IMiDS!!

1

é cl_:“OE\)/ d19 Prophylaxis LMWH
A Pneumocoque b t 2 pasRimhe S
Prophylaxis
A IVIgG
A SXT

A Aciclovir



Dose adaptation

Risk factors

Creatinine clearance On dialysis

260 mL/min 30-59 mL/min 15-29 mL/min <15 mL/min
Dexamethasone (orally or 20-40 mg No dose modification needed  No dose modification needed  No dose modification needed ~ No dose modification needed
intravenously)
Melphalan 0.15-0-25 mg/kgperday  Reduction by 25% orally; high  Reduction by 25% orally; high  Reduction by 50% orally; high  Reduction by 50% orally; high

Doxorubicin (intravenously)

Cyclophosphamide (orally or
intravenously)

Bortezomib (subcutaneously)
Carfilzomib (intravenously)

Ixazomib (orally)
Thalidomide (orally)

Lenalidomide (orally)

Pomalidomide (orally)

Daratumumab

Isatuximab (intravenously)
Elotuzumab (intravenously)

Belantamab mafodotin
(intravenously)

Selinexor (orally)

Idecabtagene vicleucel
(intravenously)

Ciltacabtagene autoleucel
(intravenously)

Teclistamab (subcutaneously)

orally; high dose:
200 mg/m’ intravenously

According to regimen

According to regimen

13 mg/m*

Loading dose/full dose:
20/27 mg/m? or

20/56 mg/m* or
20/70 mg/m?

4mg

50-200 mg

25 mg per day

4 mg per day

16 mg/kg intravenously
or1800 mg
subcutaneously

10 mg/kg
10 mg/kg
2.5 mgfkg

80mg

260-500 % 10° CAR-
positive, viable T cells
0-5-1.0x10° CAR-
positive, viable T cells

1.5 mg/kg

Venetoclax: off-label for patients 800 mg per day orally

witht(11;14)(q13;932)

dose: 140 mg/m*
intravenously

No dose modification needed

No dose modification needed

No dose modification needed
No dose modification needed

4mg
No dose modification needed

10 mg per day, can be
increased to 25 mq per day if
no toxicity occurs

No dose modification needed

No dose modification needed

No dose modification needed
No dose modification needed

No dose modification needed

No dose modification needed
Not determined yet

Not determined yet

No dose modification needed
with creatinine clearance
>40 mL/min

No dose modification needed

dose: 140 mg/m*
intravenously

No dose modification needed

No dose modification needed

No dose modification needed
No dose modification needed

3mg
No dose modification needed

15 mg every other day or

10 mg per day, can be
increased to 15 mg per day if
no toxicity occurs

No dose modification needed
No dose modification needed
No dose modification needed

No dose modification needed

Not determined yet

No dose modification needed

Not determined yet
Not determined yet

Not determined yet

No dose modification needed

dose: 140 mg/m” intravenously

No dose modification needed

No dose modification needed*

No dose modification needed
No dose modification needed

3mg
No dose modification needed

5 mg per day, can be increased
to 15 mg per day if no toxicity
occurs

No dose modification needed
No dose modification needed
No dose modification needed

No dose modification needed
Not determined yet

Not determined yet
Not determined yet

Not determined yet

Not determined yet

Not determined yet

dose: 140 mg/m’
intravenously

No dose modification needed

No dose modification needed

No dose modification needed

No dose modification needed,
after dialysis

3mg
No dose modification needed

5 mg per day after dialysis, can
be increased to 15 mg per day
if no toxicity occurs

No dose modification needed,

after dialysis

No dose modification needed

No dose modification needed
No dose modification needed

Not determined yet

Not determined yet
Not determined yet

Not determined yet

Not determined yet

Not determined yet

There are several treatment regimens for each drug in terms of frequency and schedule, depending also on the treatment phase. CAR=chimeric antigen receptor. *Monitor patients with severe renal impairment
for toxicity. Decreased renal excretion in these patients might result in increased plasma concentrations of this drug and its metabolites, which could lead to increased toxicity.

e Age over 75 years

e Mild, moderate or severe frailty:
patients needing help for household tasks and personal care*

e Comorbidities:

cardiac dysfunction
pulmonary dysfunction
hepatic dysfunction
renal dysfunction

GO-GO

MODERATE-GO

SLOW-GO

No risk factors

At least one risk factor

At least one risk factor plus

occurrence of grade 3-4 non-

hematologic AE

Table 4: Dose modifications for anti-myeloma drugs in patients with renal impairment

MeletiosA Dimopoulos Lancebncology2023
Palumbo A et al, Blood 2021

DOSE LEVEL 0
DOSE LEVEL -1
DOSE LEVEL -2
Agent DOSE LEVEL 0 DOSE LEVEL -1 DOSE LEVEL -2
40 mg/d 20 mg/d 10 mg/d
Dexamethasone d 1,8,15,22 /4 wks d 1,8,15,22 /4 wks d 1,8,15,22 /4 wks
0.25 mg/kg or 9 mg/m* 0.18 mg/kg or 7.5 mg/m” 0.13 mg/kg or 5 mg/m*
Melphalan d 1-4/4-6 wks d 1-4 /4-6 wks d 1-4 /4-6 wks
Thalidomide 100 mg/d 50 mg/d 50 mg qod
25 mg/d 15 mg/d 10 mg/d
Lenalidomide d 1-21 /4 wks d 1-21 /4 wks d 1-21 /4 wks
1.3 mg/m” twice weekly 1.3 mg/m” once weekly 1.0 mg/m” once weekly
Bortezomib d1,4,8,11/3 wks d 1,8,15,22 /5 wks d 1,8,15,22/5 wks
60 mg/m” d 1-4 or 30 mg/m” d 1-4 or 15 mg/m” d 1-4 or
Prednisone 50 mg qod 25 mg qod 12.5 mg qod
100 mg/d 50 mg/d 50 mg qod
e d1-21/ 4 wks or d 1-21 /4 wks or d 1-21 /4 wks or
yclophosp 300 mg/m%d 150 mg/m%d 75 mg/m¥d
d 1,8,15/4 wks D 1,8,15/4 wks d 1,8,15/4 wks




TakeHome Message

- Quadruplet Induction X4

INDUCTION
DRD

UPFRONT ASCT

CONSOLIDATION
DRD
Quadruplet consolidation X 2

HR MRD+: discuss Double ASC]

-

Maintenance
A Len
A DarlLen

Eligibility for ASCT

Induction (4-6 cycles)

First option:
DaraVRd ||, A]
IsaVRd [1, A]

If first option 1S5 not available
Dara-VTD[I, Al
VRD [I, A

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

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

Lenalidomide maintenance [I, Al

Daratumumab plus lenalidomide
maintenance |l A

v
No

v

First option:

IsaVRD [I. Al DRD
DaraVRD [I, A .

PCRRIR AL Fit: Quadruplet

If first option is not available
Dara-VMP 1, A
VRd [, Al

Adaptedsupportivecare and
treatment doses:
FOR ALL

SPARING DEXAMETHASC

INE




Tomorrow?

BCMAXCD3 69 %’b X |
bispecific antibody QU / y
W %é
Mya|oma call aq“r N

Significantly Longer Projected PFS With DVRd vs VRd
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B Moving new immunotherapies in first line
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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)
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