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Quadruplet- CEPHEUS: D-VRd vs VRd

o VRd Rd Primary endpoint:
Key eligibility ™ Cycle 9+
iteria: = V: 1.3 mg/m2 SC Days 1, 4, 8, 11 * Overall MRD
criteria: : R: 25 mg PO Days 1-14 R: 25 mg PO Days 1-21 (2CR) negativity
« NDMM (TlE or =z d: 20 mg PO Days 1,2,4,5,8,9, 11,12 d: 40 mg PO Days 1,8, 15, 22
transplant deferred) é Key secondary
: EfCOOZG A g endpoints:
« Frailt £0-1 S DARA SC-VRd DARA SC-Rd * PFS
rality score of U- = Cycle 9+ - Sustained MRD (=CR)
= DARA: 1,800 mg SC QW Cycles 1-2, negativity (212 months)
L Q3W Cycles 3-8 DARA: 1,800 mg SC Q4W « >CR rat
VRd: schedule as above Rd: schedule as above - rate
+ OS
21-day cycles 28-day cycles
8 cycles of bortezomib treatment until disease progression

or unacceptable toxicity

Usmani et al Nat Med 2025
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Quadruplet- IMRO/Z: Isa-VRd vs VRd

Induction Continuous treatment
(4x 6-week cycles) (4-week cycles)
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withdrawal
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MRD (bone marrow aspirate) P A A A A A
Incase of CRor VGPR  Atend of induction 12mos 18mos 24mos 36 mos

Primary endpoint:
PFS

Key secondary endpoints:
CR rate, MRD- CR (NGS, 10%)
rate, 2VGPR rate, OS
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Progression-free Survival (%)
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55:5
I w05
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Isatuximab VRd alone
-VRd
Intention-to-Treat
Population

Isatuximab VRd alone
-VRd
Complete
Response

Isatuximab VRd alone
-VRd
Sustained for
>12 Months

Facon NEJM 2024
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Study design: Isa-VRd vs Isa-Rd in TI NDMM

M18 Primary objective
(MRD at 10-5)

Treatment Phase Treatment Phase Survival
X Follow up
until Cycle 18
Next treatment
Cycle 19 onwards — 4-week SPM
Cycles 1 > 18 — 4-week cycles/18 month:. cycles
Induction Cy1—12: Induction Cy13-18: Induction Cy 19—PD: a4 )
N=270 IsaVRd IsaVR IsaR Primary endpoint:
Di D8 D15 D22 D28 MRD

D1 D8 D15 D22 D28 D1 DIS Di5 D|22 DZLS

|
sa (1) 10 ma/kg | IT | IT L Isa (IV) 10 ma/kg I »  Isa (IV) 10 mg/kg »hm - Key secc_mdary
T R T R(0)25me KRN R (P0) 25 mg endpoints:

SNCOFSLEEN D121 | V (5C) 1.3 mg/m® ™

+ Randomization1:1

- Stratified by:
-Age: <75 and = 75yrs

V (8C) 1.3 mg/m? 1t A

(NGS, 107°) rate,
=VGPR rate, PFS

dav)20mg * 4~ A A CR rate, MRD- CR

’

- 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) L 1 1 1 1 Il 1 | 1 L L1 1 1 ] unacceptable
e A e onn EECESIEE  reosm EECEEIEE toxicities, patient

- Center R (PO) 25 mg R (PO) 25 mg 0)25mg withdrawal

d(v)20mg A A A \ y
MRD (bone marrow aspirate) In case of PR or better 12 months 18 months 24 months Yearly

fCycle 1 only. CR, complete response; Cy, cycle; d, dexamethasone; D, day; Isa, isatuximab; M, month; MRD, minimal residual disease; NDMM, newly diagnosed multiple myeloma; NGS, next generation sequencing; OS, overall survival; PD, progressive disease; PFS,
progression-free survival; PR, partial response; R, lenalidomide; SPM, second primary malignancy; Ti, transplantineligible; V, bortezomib; VGPR, very good partial response.

Leleu, X. et al. Nat. Med. 30, 2235-2241 (2024).; Bobin ASH 2025
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Baseline characteristics

Non-HR HR*
(n=198) (n=72)
Randomisation arm
Isa-VRd 93 (47) 42 (58)
IsaRd 105 (53) 30 (42)
Sex — no. (%)
Female 87 (44) 38 (53)
Male 111 (56) 34 (47)
I Median age (IQR) — yr 73.5 (71-76) 73 (71-76)
Age category, yr — no. (%)
<70 39 (20) 14 (19)
[70-75[ 94 (47) 33 (46)
| o7s 65 (33) 25 (35)
ECOG performance status — no. (%)"
Oor1 181 (91) 63 (87.5)
>1 17 (9) 9 (12)
eGFR <60 ml/min/1.73 m? (MDRD) — no. 38 (19) 9(12)
(%)
Median time between diagnosis of 1(0.7-1.7) 0.9 (0.7-1.5)
multiple myeloma and randomization
(range) — months
Type of myeloma at baseline — no. (%)
IgG 118 (62) 43 (63)
IgA 42 (22) 20 (29)
Light chain only (k and/or y) 28 (15) 4 (6)

Non-HR HR*
(n=198) (n=72)
ISS stage at baseline — no. (%)*
Stage | 85 (43) 16 (22)
Stage Il 88 (44) 33 (46)
Stage Il 25 (13) 23 (32)
R-ISS stage at baseline — no. (%)*
Stage | 63 (32) 3 (4)
Stage II 125 (63) 56 (78)
Stage Ill 10 (5) 13 (18)
Bone marrow plasma cells (%, IQR) 25[15;43] 33 [18.5;48]

Leleu, X. et al. Nat. Med. 30, 2235-2241 (2024).; Bobin ASH 2025



Depth of response at 12, 18 and 24 months - ITT Population
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Leleu, X. et al. Nat. Med. 30, 2235-2241 (2024).; Bobin ASH 2025




IsaRd Isa-VRd

b Subset events/ events/ OR (95% CI) e ;::rl::tion
patients  patients
Sex 0.79
Male 16/M1 37/74 - 3.44 (1.67-7.06)
Female 19/64 34/61 - 2.98 (1.43-6.23)
Age 0.95
<75 years 22/87 48/93 . 3.15(1.68-5.93)
>75 years 13/48 23/42 [ ] 3.26 (1.35-7.86)

Cytogenetic profile (LP FISH) 0.66
Per- 31124 62/119 ] 3.26 (1.9-5.62)

Per+ am 9/16 ] 2.25 (0.47-10.88)
Cytogenetic profile (NGS) 0.62
Standard risk 29/112 58/107 = 3.39 (1.92-5.98)

High risk 415 10/22 [ 2.29(0.55-9.47)

ISS 0.91
I 15/51 27/50 = 2.82(1.24-6.4)

[ 13/57 33/64 i} 3.6(1.64-7.93)

n 7/27 n/21 = 3.14(0.93-10 .58)

eGFR (MDRD formula) 0.34
<60 8/28 8/19 = 1.82 (0.53-6.19)

260 271107 63/116 = 3.52(1.99-6.22)

All patients 35/135 71135 .— 3.17 (1.9-5.29)

r T T T 1

o 1 2 3 a4 5 °

OR




Event, no. of patients (%) IsaRd Isa-VRd
(N = 135) (N =135)
Nonhematologic AE
Any grade >Grade 2 Any grade zGrade 2
Diarrhea 65 (48) 30 (22) 66 (49) 39 (29)
Constipation 41 (30) 19 (14) 52 (39) 30 (22)
Nausea 21 (16) 7 (5) 18 (13) 6 (4)
Nervous system disorders 10% patients discontinued bortezomib related to nervous system disorders 2grade 2
Peripheral neuropathy 38 (28) 13 (10) 70 (52) 37 (27)
Other 41 (30) 17 (13) 38 (28) 19 (14)
Psychiatric disorders 32 (24) 17 (13) 33 (24) 22 (16)
Eye disorders 19 (14) 12 (8) 20 (15) 10 (7)
Hepatobiliary disorders 19 (14) 13 (9) — —
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MRD- rate at 12, 18 and 24 months — ITT population

IsaRd Isa-VRd
OR (95%CI), p-value
(n=135) (n=135)
At 12 months
MRD- 1073 29 (21) [15-29] 69 (51) [42-60] 3.88 (2.27 - 6.62), <0.0001"
MRD- 10 18 (13) [8-20] 43 (32) [24-40] 2.97 (1.6 - 5.5), 0.0005"
At 18 months
MRD- 1073 35 (26) [19-34] 71 (53) [44-61] 3.16 (1.89 - 5.28), <0.0001
MRD- 107 23 (17) [11-24] 49 (36) [28-45] 2.74 (1.54 - 4.87), 0.0006"
At 24 months
MRD- 107 35(26) [19-34] 59 (44) [35-53] 2.26 (1.34 - 3.79), 0.002
MRD- 10 24 (18) [12-25] 46 (34) [26-43] 2.39 (1.35 -4.22), 0.003

Leleu, X. et al. Nat. Med. 30, 2235-2241 (2024).; Bobin ASH 2025
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sMRD- rate 212 months — ITT population

IsaRd Isa-VRd o
(n=135) (n=135) OR (95%CI), p-value
sMRD 18-24

MRD- 107

27 (20) [14-28]

52 (39) [30-47]

2.55 (1.5 - 4.4), 0.0009"

MRD- 10

14 (10) [6-17]

38 (28) [21-37]

3.37 (1.7 - 6.6), 0.0004"

sMRD 12-24

MRD- 107

22 (16) [11-24]

46 (34) [26-43]

2.73 (1.52 - 4.88), 0.0007+

MRD- 10

10 (7) [4-13]

28 (21) [14-29]

3.19 (148 - 6.88), 0.003"

Leleu, X. et al. Nat. Med. 30, 2235-2241 (2024).; Bobin ASH 2025
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MRD- rate at 12, 18 and 24 months according to t(11;14) — ITT population
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Leleu, X. et al. Nat. Med. 30, 2235-2241 (2024).; Bobin ASH 2025



Conclusions

- Outcomes for patients with myeloma, including elderly, have
improved with four drug induction

- Two randomized studies have shown clear benefit of four drug
treatment compared to RvVd

* Four drug induction is superior to Isa len dex as measured by
improvement in MRD negativity.

- Age alone is only one component of frailty and should not be
used as the sole determination of decision making

* Frail patients should have personalized treatment including
consideration of two or three drug options
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