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MRD at a tool for decision making
Discontinuation/De-escalation
Resumption
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Methods

» Patients treated in the MASTER trial (N=116)

— Daratumumab, carfilzomib, lenalidomide, dexamethasone
— Treatment cessation determined by 2 consecutive MRD <105

— At least yearly MRD testing
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{"MRD-SURE" -Treatment-free observation and MRD surveillance*

*24 and 72 weeks after completion of therapy

* Institutional SOC database (N=105)

— Daratumumab, bortezomib, lenalidomide, dexamethasone

— Treatment cessation suggested after 2 consecutive MRD
— At least yearly MRD testing
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Results

Characteristics MASTER Institutional Database MRD-SURE subset
(N=116) (N=105) (N=121)
Median follow up in mo. (95% C.I.) 45.3 (44.0-46.5) 29.3 (27.5-31.1) 40.6 (36.9-44.3) 44.0 (41.6-46.3)
Median age in years (IQR) 61 (55-68) 62 (56-68) 61 (55.5-68) 61 (54-67)
Female 51 (44%) 42 (40%) 93 (42%) 58 (48%)
Race/ethnicity
Non-Hispanic White 88 (76%) 63 (60%) 151 (68%) 86 (71%)
Non-Hispanic Black 25 (22%) 40 (38%) 65 (30%) 31 (26%)
Other/unavailable 3. (3%) 2 (2%) 5(2%) 4 (3%)
ECOG Performance Status
0 40 (35%) 26 (25%) 66 (30%) 32 (26%)
1 53 (46%) 66 (63%) 119 (54%) 67 (55%)
| 2 23 (20%) 13 (12%) 36 (16%) 22 (18%) |
International Staging System (ISS)
| 43 (37%) 40 (38%) 83 (38%) 46 (38%)
I 46 (40%) 33 (31%) 79 (36%) 47 (39%)
[ I 27 (23%) 20 (19%) 47 (21%) 25 (21%) |
unavailable 0 (0%) 12 (11%) 12 (5%) 3 (3%)
High LDH 25 (22%) 14 (13%) 39 (18%) 17 (14%)
Number of HRCA
0 49 (42%) 54 (51%) 103 (47%) 55 (46%)
1 43 (37%) 39 (37%) 82 (37%) 50 (41%)
[ 2+ 24 (21%) 11 (11%) 35 (16%) 16 (13%) |
unavailable 0 (0%) 1 (1%) 1(1%) 0 (0%)
Quadruplet regimen
Dara-KRd 116 (100%) 0 (0%) 116 (52%) 83 (69%)
Dara-VRd 0 (0%) 105 (100%) 105 (48%) 38 (31%)
Median N of cycles of quadruplet therapy (IQR) 8 (4-12) 8 (4-8) 8 (4-8) 4 (4-8)
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PFS in patients who achieved S-MRD<10-°
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PMRS in MRD-SURE for patients who achieved
S-MRD<10-°
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(number censored)
0 HRCA 48 (0) 48 (0) 43 (5) 32(15) 15(31) 9(37) 2 (44) 0 (46)
1 HRCA 38 (0) 38 (0) 37(1) 25(12) 6(26) 3(29) 1(31) 0(32)
2HRCA  9(0) 9 (0) 9(0) 6(2) 1(4) 1(4) 0(s) 0(5)
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Sustained MRD Negativity for Three Years Can Guide
Discontinuation of Lenalidomide Maintenance after
ASCT in Multiple Myeloma: Results from a
Prospective Cohort Study
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Protocol Design

STUDY ENTRANCE
MRD MRD MRD MRD PET/CT
l Repeat
, MRD
Start 3 consecutive Stop every 6m If MRDpos
m I
Rmaint ° 12m 24m 36m MRD neg and Maint + restart Maint
every 12m
If VGPR or better 9
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Results: Conversion from MRD (-) to MRD (+)

52 pts discontinued lenalidomide maintenance, after 3-year sustained MRD negativity

¢ median follow-up: 3 years (range 0.58-4.70 years)

12 (23%) pts converted to MRD pos, and restarted lenalidomide (6 high risk cytogenetics)

4 (7.6%) pts progressed (2 high risk cytogenetics) and

one died (not MM related/second primary malignancy)

Time from Discontinuation 0 6 12 18 24 30 36 42 48
(months)

At risk 52 51 45 39 36 33 21 11 74
MRD neg 52 49 43 38 34 30 19 11 V)
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Treatment-Free Survival (TFS)

TFS Kaplan Meier curve
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TFS was defined as the time from maintenance discontinuation to treatment
re-initiation, progression, death from any cause or last follow-up.
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PFS

PFS Kaplan Meier curve
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Study design

MIDAS = Minimal residual Disease Adapted Strategy

Induction MRD evaluation Risk-adapted consolidation and maintenance
Standard risk / . . \
(MRD <10-3) / IsakRD x 6 Lenalidomide
(3 years)
- [
\ ASCT + IsakRD x 2 Lenalidomide
(3 years)
IsaKRD x 6 o
(28d cycles) MIED
Stem cell collection / ASCT + IsakRD x 2 Isa - Iberdomide ArmC
after cycle 3 1-1 . (3 years)
(G-CSF+/- plerixafor) —> @ . )
High risk

©

N Engl J Med . 2025 Jun 3.doi: 10.1056/NEJMo0a2505133. Online ahead of print.
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A MRD-Negative Status at 10-¢ Sensitivity
100~
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B Changes in MRD-Negative Status at 10-6 Sensitivity during Consolidation
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Arm A ArmB
Subset el e RR (95%Cl)
Age (years)

<60 102/125 (82%) 133/150 (89%) ] 1.09(0.98-1.2)
> 60 103/118 (87%) 75/92(82%) - 0.93 (0.83 - 1.05)
CRAB/SLIM criteria

SLiM 14/15(93%)  18/21(86%) -m 0.92 (0.74 - 1.15)
CRAB 1901227 (84%) 190/221(86%) —J— 1.03(0.95-1.11)
ISS

Stage | 76/96 (79%)  85/104 (82%) -l 1.03(0.9-1.18)
Stage Il 101114 (89%) 95/106(90%) — 1.01(0.92-1.11)
Stage Ill 28/33 (85%)  28/32 (88%) [ ] 1.03 (0.85 - 1.25)
RISS

Stage | 49/60 (82%)  61/74 (82%) 1.01 (0.86 - 1.18)
Stage Il 145/169 (86%) 133/152 (88%) 1.02(0.94 - 1.11)
Stage Il 103 (77%)  14/16 (88%) . 1.14(0.8-162)
R2-ISS

Stage | 44/54 (81%)  50/60 (83%) o 1.02 (0.86 - 1.21)
Stage Il 75/87 (86%)  70/81 (86%) [ 1(0.89-1.13)
Stage Il 71/85 (84%)  70/78 (90%) | 1.07 (0.95-1.21)
Stage IV 9/11(82%)  11/13 (85%) = 1.03 (0.72 - 1.49)
t(4;14)

No 182/214 (85%) 189/222(85%) — M} 1(0.93-1.08)
Yes 23129 (79%)  19/20 (95%) ] 1.2(0.97-148)
t(14;16)

No 204/242 (84%) 203/237 (86%) 1.02(0.94-1.1)
Yes 1/1(100%)  5/5(100%) 1(1-1)
del(17p)

No 196/233 (84%) 198/232(85%) — |} — 1.01(0.94-1.1)
Yes 9/10 (90%)  10/10 (100%) o 1.11(0.9-137)
1a aain

N Engl J Med . 2025 Jun 3.doi: 10.1056/NEJMo0a2505133. Online ahead of print.
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Conclusion

« Assessment for MRD is here to stay in myeloma
« Current technology requires bone marrow biopsy
* Future will include blood based assays

« Emerging data support discontinuation in specific patient scenarios
* Long term PFS/OS data is not available
« Optimal MRD cutpoint and timing not known

* Emerging data suggest the ability to use MRD as a tool in decision
making for optimal consolidation after induction

* PFS data pending
« Subset analysis for individualized care will be critical
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