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Agenda

* Multiple myeloma in elderly- characteristics
* Frailty score

* Treatment for MM in transplant ineligible



* MM effects mostly elderly pt. median age 69
* 33% of the MM pt. are = 75, 10%>age 80

* Duration of survival has improved dramatically in the last 20 years,
but older adult < young pt.



Older age- worse outcome :0S, PFS, early mortality

Myeloma Xl trial’
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Myeloma characteristics in elderly
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Cytogenetic characteristics
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Similar frequency of high risk cytogenetic across all the age groups

1.Pawlyn et al;. Leukemia.;34(2):604-612

2. Boyle EM et al; Leukemia 2022; 36;221-224



Why the prognosis is worse?

1.Comorbidity

2.Physiological reserve and patient fithess

3.Immunosenescence

4.Reduced tolerance to aggressive treatments

5. Disease aggressiveness



"'\;Myeloma Accumulative Lines of Therapy Received by Age at
T Diagnosis : Best Therapy Should Be Used Upfront in
Elderly Patients

100
m <70 years, n = 165
90
80 m 70+ years, n =174
70
= 60
Q
O 50
Q
Q. 40
30
20
0 |

Accumulatlve Lines of Therapy
Courtesy of A Spencer



Elderly MM: Definitions

* Transplant-ineligible patients: Patients considered not fit enough to
undergo ASCT due to age or comorbidities.

* Elderly (older adults): Patients aged =65 years

* Frailty: decline in physiological function, which leads to dependency,
vulnerability and a high risk of complications resulting in an increased
risk of morbidity and mortality

Older patients represent a heterogeneous group in which the prevalence
of frailty increases with age




Frailty assessment

IMWG Frailty Score Simplified IMWG

Category Score Category Score
Age,y Age,y

<75 0 <75 0

76-80 1 76-80 1

>80 2 >80 F
Charlson Comorbidity Index Charlson Comorbidity Index

<1 0 <1 0

22 1 22 1
ADL 1 ECOG

>4 0 0 0

<4 1 > 1 1
IADL 22 2

>5 0

<5 1

-_—
Sum Sum

Fit 0 Non-frail 0-1
Intermediate-fit 1 Frail 22
Frail 22

10



Evolving treatment landscape in NDMM TNE patients
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Dates of EMA approvals Adagted from Facon, Leteu & Marser, Slood 2023



Overview of mPFS in recent phase 3 trials in transplant-ineligible NDMM |

Median PFS
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Dara backbone induction

MAIA: Dara-Rd vs Rd in ASCT-Ineligible NDMM

®= Multicenter, open-label, randomized phase Ill trial

Stratified by ISS (1 vs Il vs [1l), region (North
America vs other), age (< vs 2 75 yr)

Patients with Daratumumab + Lenalidomide + Dexamethasone 28-day cycles until
ASCT-ineligible ND / (n=368) -o-aay cy !
o . : .
CrCl 2 30 mL/min \ Lenalidomide + Dexamethasone toxicity

(N=737) (n=369)

Dosing: daratumumab, 16 mg/kg IV (QW cycles 1-2, Q2W cycles 3-6, Q4W cycle 7+);
lenalidomide, 25 mg QD PO on Days 1-21; dexamethasone 40 mg QW PO or IV.

® Primary endpoint: PFS

= Secondary endpoints: TTP, CR/sCR, MRD by NGS (10), PFS2, OS, ORR, safety
EEE

Kumar. ASH 2020. Abstr 2276. NCT02252172. Slide credit: clinicaloptions.com

ALCYONE: Open-Label Phase lll Study Design

Stratified by ISS (1 vs Il vs 1il),
region (EU vs other), age (< 75 yrvs = 75 yr)

i Daratumumab

E 16 mg/kg IV QW in cycle 1 Daratumumab

¥ then Q3W in cycles 2-9 16 mg/kg IV
Transplant-ineligible VMP* x 9 cycles Q4W until PD
patients with NDMM, (n=350) Continue follow-up
ECOG PS <2, CrCl 240 for PD and survival

mL/min, no PN grade 22
(N = 706) \ VMP* x 9 cycles
(n = 356)

—
*VMP: bortezomib 1.3 mg/m? 5C twice weekly in cycle 1, QW in cycles 2-9;
melphalan 9 mg/m? PO Days 1-4; prednisone 60 mg/m? PO Days 1-4.

Cycles 1-9: 6-wk cycles. Cycles 10+: 4-wk cycles.
® Primary endpoint: PFS
= Secondary endpoints: ORR, = VGPR, = CR, MRD (NGS at 10°), OS, safety
= Statistical analysis: prespecified interim analysis for OS with 209 events (63% of planned events)

Mateos. Lancet. 2020;395:132. Slide credit: clinicaloptions.com



DRd vs Rd: adverse events

D-Rd (1= 364 | Ransa%
Hematologic, n (%) » Rate of IRRs for D-Rd was
Neutropenia 207 (57) 154 (42) 129 (35) 41% (grade 3/4: 3%)
Anemia 126 (35) 43 (12) 138 (38) 72 (20) * Incidence of SPMs was 3%
Thrombocytopenia 68 (19) 27 (7) 69 (19) 32 (9) for D-Rd and 4% for Rd
Lymphopenia 66 (18) 55 (15) 45 (12) 39 (11) o Hematologic SPM was 0.5%
Nonhematologic, n (%) in each arm
Diarrhea 207 (57) 24 (7) 168 (46) 15 (4) . TEAEs with outcome of
Constipation 149 (41) 6 (2) 130 (36) 1(<1) death were 7% for D-Rd and
Fatigue 147 (40) 29 (8) 104 (28) 14 (4) 6% for Rd
Peripheral edema 140 (38) 7(2) 107 (29) 2 (<1)
Back pain 123 (34) 11 (3) 96 (26) 11 (3)
Asthenia 117 (32) 16 (4) 90 (25) 13 (4)
Nausea 115 (32) 5 (1) 84 (23) 2 (<1)

Pneumonia 50 (14) 46 (13) 29 (8)

Deep vein thrombosis,

pulmonary embolism, or both 43 (12) 23 (6) 49 (13) 23 (6)

Facon et al., ASH 2018; abstract LB-2
Facon T et al. N EnglJ Med. 2019;380:2104-15.




|
MAIA subgroup analysis

Daratumumab Control Daratumumab Control
Subgroup Group Group Group Group Hazard Ratio (95% ClI)
no. of progression events median progression-free
or deathstotal no. survival (mo)

Sex E

Male 56/189 72/195 NE 35.8 e 0.65 (0.46-0.93)

Female 41/179 71/174 NE 31.4 e ! 0.47 (0.32-0.69)
Age '

<75 yr 48/208 78/208 NE 337 e 0.50 (0.35-0.71)

=75 yr 49/160 65/161 NE 31.9 o. 0.63 (0.44-0.92)
Race 0

White 86/336 128/339 NE 33.7 o | 0.55 (0.42-0.72)

Other 11/32 15/30 NE 312 —eo— 0.68 (0.31-1.49)
Geographic region .

North America 32/101 40/102 NE 314 [ 2| 0.65 (0.41-1.04)

Other 65/267 103/267 NE 319 e 0.52 (0.38-0.71)
ISS disease stage E

I 16/98 25/103 NE 358 —e——- 0.59 (0.31-1.11)

I 40/163 69/156 NE 289 e 0.43 (0.29-0.64)

i 41/107 49/110 NE 249 == 0.72 (0.48-1.09)
Baseline creatinine clearance E

=60 ml/min 48 /206 84227 NE 337 e ! 0.52 (0.36-0.74)

<60 ml/min 49/162 59/142 NE 312 o 0.60 (0.41-0.87)
Type of multiple myeloma '

IgG 63225 77/231 NE 358 e 0.74 (0.53-1.03)

Non-lgG 19/74 42/76 NE 235 —o— 0.32 (0.18-0.55)
Cytogenetic profile E

High risk 18/48 17/44 NE NE —e— 0.85 (0.44-1.65)

Standard risk 67/271 111/279 NE 312 o ! 0.49 (0.36-0.67)
Baseline hepatic function .

Normal 83/335 132/340 NE 319 O 0.51 (0.39-0.68)

Impaired 14/31 11/29 NE NE 1 1.08 (0.49-2.38)
ECOG score E

0 24127 41/123 NE 35.8 e 0.49 (0.29-0.81)

1 53/178 69/187 NE NE e 0.63 (0.44-0.90)

=2 20/63 33/59 NE 235 . 0.51 (0.29-0.89)

0.1 1.0 10.0

Facon T et al. N Engl J Med. 2019;380:2104-15



MAIA: Impact of Frailty

PFS by Frail and Non-Frail Subgroups

— — = = Dara-Rd (total-non-frail)

Dara-Rd (frail)

— — — — Rd (total-non-frail),

median: 41.7 mo

median: 30.4 mo

100
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g 07 -
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0
a 40-
Total—-non-frail Rd (frail),
20— HR: 0.48; 95% Cl: 0.34-0.68; P <.0001
Frail
HR: 0.62; 95% Cl: 0.45-0.85; P = 0.003
0 | | | | | | | | | | | | | | | |
O 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48

Mo
Patients at Risk, n

Rd (total-non-frail) 200 188 173 159 142 134 124 117 115 104 96 64 40 21 10
Dara-Rd (total-non-frail) 196 195 190 183 176 171 168 161 157 151 136 106 78 43 12
Rd (frail) 169 145 134 121 112 102 95 87 79 73 65 49 24 12 O

Dara-Rd (frail) 172 152 145 137 133 129 122 115 109 105 97 68 53 27 12

Facon. Leukemia. 2022;36:1066.

POORr

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Evolving standard of care for TIE patients with NDMM:
Efficacy

MAIAL2 IMROZ34 BENEFITS® CEPHEUS”

Induction D-Rd vs Rd Isa-VRd vs VRd Isa-VRd vs Isa-Rd Dara-VRd vs VRd
Maintenance N/A Isa-Rd vs Rd Isa-VR > Isa-R vs Isa-R > Isa-R Dara-Rd vs. Rd
N 368 vs 369 265 vs 181 135vs 135 197 v. 198

) Median follow-up 64.5 months 5 years 23.5 months 58.7 months
>VGPR rate 81.5% vs 56.9% (P<0.001) 89.1% vs 82.9% 82% vs 70% 96% v. 94%
>CR rate 51.1% vs 30.1% (P<0.001) 74.7% vs 64.1% 58% vs 31% 81% v. 62% (p<0.001)
mg%”ega“"e At 35 19%vs 11.1% (P<0.001) 58.1% vs 43.6% 53% vs 26% 61% v. 40% (p<0.001)

Median: 61.9 vs 34.4 months
60-month PFS rate: 52% vs 5-year rate: 63% vs 45% s ” 54-month rate: 68% v. 50%
PFS 30% (P<0.001) 24-month rate: 85% vs 80% (p<0.001)
(P<0.001)

. FaconT, et al. New Engl ) Med. 2019;380;2104-2115. 2. Kumar SK, et al. ASH 2022. Abstract 4559, 3. Facon T, et al. ASCO 2024, Abstract
'500. 4, Facon T, et al. EHA 2024, Abstract S100. 5. Leleu XP, et al. ASCO 2024. Abstract 7501.6. Leleu XP, et al. EHA 2024, Abstract S203.
', Usmani et al Nature Medicine 2025 18
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.
IMROZ - PFS in frail and non-frail pts

A i —— Isa-VRd B s —— Isa-VRd
10- Frail VR ™ 0 Non-Frail et
0.9 09+

4 i o Median PFS: NR (95% CI, NR-NR)
@©
g 0.7 : £ 074
g Median PFS: NR (95% Cl, 32.92-NR) 2
e OGJ 1o 06"
8 3
= 05 =y = 05
| |
5 044 % 044 ;“1000-0—0-0
a i . 9 ° ;
8 034 Median PFS: 37.5 (95% Cl, 18.46-NR) g 4] Median PFS: 59.7 (95% CI, 46.62-NR)
021 0.2-
0.1 0.1
001 HR, 0.584 (95% CI, 0.340-1.004); P=0.0516 0.04 HR, 0.593 (95% CIl, 0.403-0.873); P=0.0080
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 3840 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 0 2 4 6 8101214 16 18 20 2224 26 28 30 32 34 36 3840 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70
Months Months
No. of patients at risk No. of patients at risk
Isa-VRd 73 69 60 58 58 58 56 55 54 51 48 46 44 44 42 39 36 34 33 3330 3030202828 27 21 51411 6 3 1 0O Isa-VRd 189183183182179178 175171160 163158 157154150 150149 147 146142138133 132130127123117 11282 64 53 32 4 7 1 ©
VRdA 57 56 48 43 30 38 38 35 34 33 31 31 26 25 24 23 23 2221 2020 20 19 18 18 177 17T 10 98 5 4 0 VRd 121 1181M510010710210094 92 B85 82 79 76 73 72 72 72 68 67 64 61 60 69 &7 51 49 48 40 20 21 /5 B 4 2 O

Median follow-up: 59.7 months
~ Frail: 60-ms PFS rate:  55% vs. 41% (HR: 0.584; 95%Cl, 0.340-1.004; P=0.052)
~ Non-frail: 60-ms PFS rate: 66% vs. 47% (HR: 0.593; 95%Cl, 0.403-0.873; P=0.008)

5y PFS in entire IMROZ group: Isa-VRd vs. VRd: 63% vs. 45% (HR: 0.6 (95%CI 0.4-0.88)
AEs =, but grade 5 AEs: 11% vs. 5.5%

Manier S et al. IMS Annual Meeting, Rio de Janeiro, Brazil 25.28.9.2024
19



Adverse Effect
]

VRD IsaRD VRD
Neutropenia>grade 3 37% 45% 29.7%
Infection> grade 3 16% 40% 31.8%
Peripheral neuropathy 6% 10% 8.2%

« Facon T, et al. New Engl ) Med. 2019;380;2104-2115. 2. Kumar SK, et al. ASH 2022, Abstract 4559. 3. Facon T, et al. ASCO 2024, Abstract
'500. 4, Facon T, et al. EHA 2024, Abstract S100. 5. Ledeu XP, et al, ASCO 2024, Abstract 7501.6. Leleu XP, et al. EHA 2024, Abstract S203.
", Usmini et al Nature Medicine 2025 A

J
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Frail patients
IFM 2017-03: Steroid-Sparing Regimen With Daratumumab

for Patients With MM and IFM Frailty Score 22

= Randomized, open-label, multicenter phase Il trial*

Dara-R" (n = 199)

«--

Daratumumab SC 1800 mg Q1W for 8 wk;

Patients aged >65 yr with / then Q2W for 16 wk; then Q4W thereafter Tr?atment .

newly diagnosed MM;  Randomization Lenalidomide 25 mg Days 1-21 Q28D continued until

’ —_—
IFM frailty score 22 2:1 PD or
(N = 293) \ Rd (n = 94) unacceptable AE
Lenalidomide 25 mg Days 1-21 Q28D
Dexamethasone 20 mg Days 1, 8, 15, 22 Q28D
DR included low-dose dexamethasone 20 mg/wk during cycles 1 and 2, along with SC daratumumab dosing.
" Primary endpoint: PFS
Slide credit: clinicaloptions.com E

Manier. Lancet oncology 2025
powered by C€a



http://www.clinicaloptions.com/

IFM 2017:03 Response rate

Manier. Lancet oncology 2025

Numbes of  Median
events/ progression-free
number survival, months
of patients  {95% C1)
— Lenalidomide plus daratumumab  93/200 £3-4(35-3to NR)
— Lenalidomide plus dexamethasone  69/95 225 (16-5 to 39-0)
100 =
£
f';' 75
£ s
i .
2 HR 051, §5% C10-37-0-70; p<0-0001
U T T T T T T T L] T 1
o 3 12 18 x4 30 3B 42 48 54 60
Number at risk
(censored)
Lenalidomide plus daratumumab: 200 178 158 147 134 117 57 79 41 20 [+]
(0 (s (7 (10} (10} (14) (200 (35 (Fu (88) (07}
Lenalidomide plus dexamethasone 95 80 63 54 44 39 36 24 11 3 1]
o @ @ @ @ (5 (5 () (@ (23) (26)
B
Numberof  Median overall
events/ survival, months
number {95% a)
of patients
—— Lenalidomide plus daratumumab  55/200 MR (MR to ME)
— Lenalidomide plus dexamethasone 45795 473(36-0toNR)
100~ 4-warmall:smviual rates
B8% (95% C1 61-75)
£ 75- .
= :
-
T :
& - 48% (953 €1 38-61)
HR 052, §5% C10-35-0-77; p=0-0001 :
cl 1 1 Ll U L L LI L) 1
0 6 12 18 24 30 36 42 48 54 6D
Numbes at sisk Time since randomisation (months)
{censored)
Lenalidomide plus daratumumab 2000 184 176 169 163 151 130 102 52 27 o
@ (5 (7 (o) (10)  (4)  (23) (45) (91) (114) (141)
Lenalidomide plus dexamethasone 95 87 77 74 65 ST S0 36 0 8 o
o 2 @ @ 4 @ @ (19 (@) (42) (50

Lenalidomide plus Lenalidomide plus HR (95% C1) p value for

daratumumakb dexamethasone interaction

Events/ Median PFS Events/ Median PF5

patients (%)  (95%CI) patients (%)  (95% CI}
Age (years) 0-67
=75 1437 (38%)  NR(421toNR) 12/18 (67%)  24-6{16-5 to NR) —_— 0-44 (0-20-0-95)
76-80 2344 (52%)  377(267toMR) 1216 (75%) 375 (202 to NR) ———  071({035-143)
=80 S1/108 (47%) 48-6(321toNR)  IFGI(70%)  225(143to429) —l— 052 (0-34-0-79)
Sex 048
Male 49/98 (50%)  46-2(332toNR)  37/46(80%) 18.0(132to307) — 0-44 (0-29-0-68)
Female 44/102 (43%) 542 (342 toMNR) 3149 (65%)  39.0{20-1to 47-8) — 0-57 (0-36-0-84)
ECOG performance status score o017
i 9/21(43%) 536(321toNR) 59 (56%)  47-3 (194 to NE) —_—  0.75(0:25-2.24)
1 46/92(50%) 485(309toNR)  34/48(71%)  36.2 (184 to 465) | 0-63 (0-40-0-98)
22 38/B7 (44%) 534 (346toMR) 30438 (79%) 16.5(10-1to28.5) —_— 0-35 (0-22-0-58)
Charlson Comorbidity Index o-82
=1 540117 (46%) 485 (31-6roMR)  43/57 (75%) 22-B(14-3tw411) —— 0-49 (0-33-0-73)
=1 I9/83(47%)  536(34-2toNR)  26/38(68%) 21.5(16.2to47-B) _— 055 (0-34-0-91)
IFM frailty score 075
2 23/58 (40%)  NR (376 toNR) 24435 (69%)  30-6 (200 to 47-3) B e 0-46 (0-26-0-82)
3 I9/B0(49%) 462 (I09toNR) 20427 (74%)  32-6(160to531) ooom 058 (0-34-0-99)
4ors /62 (50%) 353 (2B4toNR)  25/33(76%) 14-3(8-4t0363) —. 0-44 (0-25-0-75)
155 stage 097
1 12/33(36%)  NR(35-3toMR) 12/19 (63%)  39-0{16-5 to NR) 0-46 (0-21-1-03)
il 431103 (42%) 53-6(462to MR} 35/49(71%) 262(184t0 467) e 0-48 (0-31-0-75)
il 38/64(59%) 316267 toMR)  22/27(81%) 143020310 367) —_— 053 (0-31-0-90)
Cytogenetics profile 0-66
Standardrisk  74/169 (44%) 53-4(37-4toMNR)  SSPE(71%) 306 (20-0to414) —— 0-52 (0-37-0-74)
High risk 15/31(61%)  333(20-3toMR) 14017 (B2%) 137(82to42-8) —_— 0-42 (0-20-0-86)
Creatinine dearance {mLfmin} 0-95
=60 S6/121 (46%) 534(331toNR) 40053 (75%)  231{154to42.8) —m— 050 (0-33-0-76)
=60 37/79(47%)  486(35210MR)  29/42(69%) 201{132to414) — 050 (0-31-0-82)
Allpatients  93/200 (46%) 53-4(353toNR)  69/95(73%) 22.5(16-5to39-0) e 051 (0-37-0-70)

01 05 10 15
e
Favours lenalidomide  Favours lenalidomide
plus daraturmumab  plus desamethascne
22



IFM 2017-03: Best Response Rate and
Safety With Dara-R vs Rd

MRD at 10" by NGS,
Best Response Rate and MRD in ITT analysis
_ MRD assessed for patients
P =.001 with at least a VGPR at
12 mo. Patients with

100- ORR: 96% missing data were

Most Common Dara-R {6 P Value ORR: 85% considered MRD positive

Grade 23 AEs, n (%) (n=199) (n=94) 1 10-

All grade >3 AEs 164 (82) 64 (68) .010 3 >VGPR 3 - P=.012
< I 0 <

SAE 109 (55) 59 (63) 21 g ] 43% z-

Hematologic 109 (55 24 (26 <.0001 @ o | 10%

=  Anemia 21 (11) 2(2) .010 E 7 E T

= Neutropenia 91 (46) 17 (18) <.0001 -

=  Thrombocytopenia 18 (9) 3(3) .089 -

Infection 26 (13) 17 (18) 29 0 0 Dar'a-R Rd

=  Non-COVID 17 (9) 13 (14) 21 = ~ ~

=  Pneumonia 5(3) 7 (7) 060 Dara-R Rd mCR (n =199)(n =99)

= COVID 9 (5) 4 (4) 1 Best overall response BVGPR Dara-R improved rates

Treatment d/c for AE 27 (14) 15 (16) 65 rate was significantly oR of MRD negativity at

higher withDR  ® 105 vs Rd

Manier. ASH 2022. Abstr 569. Slide credit: clinicaloptions.com E

powered by Cea



http://www.clinicaloptions.com/

Until recently: One treatment fits all (MAYA, ALCYONE)

New paradigm: Frailty score adapted

Until recently: New paradigm:
One treatmentfitsall  Frailty score adapted

One treatment Frailty score

fits all adapted
24
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Future directions: frontline immunotherapies

MAJESTEC-7: phase 3 (n = 1500) MAGNETISMM-6: phase 3 (n = 580)

criteria:
ik rannid Tec+ DR
* NDMM either

Dual primary endpoints:
* PFS

« 12:m0 MRD-neg CR EDR | ama 2 step-up priming dose of E SC: 12 mg, 32 mg then RP3D dose (D1-14);

Ineligible or not
intended for ASCT
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