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Single-Cell Immune Landscape Associated with
Isa-KRD Induction Efficacy
in Newly Diagnosed Myeloma
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There will be a time of multiple treatment options

Therapeutic regimens explored in Phase Il NDMM trials over time'-/

Doublet combinations Triplet combinations Quadruplet combinations

VRd" Isa-VRdT DVRd"

~1999 onwards ~2010 onwards ~2018 onwards

Transplant deferred

1. Bal S, et al. Am J Hematol 2021;96:367-78; 2. Gay F, et al. ASH 2023; Presentation 4; 3. Mateos MV, et al. ASH 2023; Presentation 209; 4. Mai EK, et al. Leukemia 2015;29:1721-9;
5. Usmani SZ, et al. Nat Med 2025. doi: 10.1038/s41591-024-03485-7. Online ahead of print; 6. Facon T, et al. N Engl J Med 2024;391:1597-609; 7. Leleu X, et al. Nat Med 2024;30:2235-41



There will be a time of median 15y of PFS

PFS (observed and best-fit)
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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)

Sonneveld P, et al. EMN 2025



Diagnosis

Treatment A

Treatment B

Treatment C

Treatment D

Treatment E
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Can we predict MRD outcomes before treatment?
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of predicted
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assessment

5 years?
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Treatment adaption based on MRD? Promising, but can it

be improved by combined MRD & immune monitoring?
Results from GEM2014MAIN
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At risk

Rd 63 51 42 31 15 0

IRd 163 161 149 126 42 4 0

Rosifiol L, et al. Blood. 2023;142(18):1518-1528.



The results you will see next may contribute towards
individualized induction therapy for improved chances of
achieving MRD negativity

Dr. Martinet and team shed light into immune remodeling
during quad induction therapy prior MRD-guided
intensification in the IFM MIDAS trial



MULTIPLE MYELOMA

Quadruplet therapy EiR T adils m‘rl:.
Anti-CD38 .
IMIds b

Pl Immunotherapy 4 ﬂj’\\
Hie BsAbs

!

Need a better understanding :

immune determinants of efficacy vs resistance?

ewly diagnosed M|

The immunological impact of Quadruplet?
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IMMUNE LANDSCAPE ALONG QUADRUPLET THERAPY : THE MIIDAS STUDY
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SCRNASEQ ALONG ISAKRD INDUCTION

* 10x SCRNAseq GEX and 5’ TCR seq

MIDAS trial
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ISA-KRD INDUCES PROFOUND IMMUNE REMODELING

DIAG postC6
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CHANGES IN NK CELL LANDSCAPE INDUCED BY ISA-KRD

100 samples with 15+ cells
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CHANGES IN NK CELL TRANSCRIPTOME UPON ISA-KRD
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Cytokine—cytokine receptor interaction -

IL-17 signaling pathway -
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IsA-KRD NK ALTERATION IS LINKED TO MIRD STATUS
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CHANGES IN T CELL LANDSCAPE INDUCED BY ISA-KRD
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CD8 — TRANSCRIPTOMIC VARIATION INDUCED BY ISAKRD
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Gene Set Enrichment Analysis (HALLMARK)
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LT CD8 — LINKk WITH MRD

Asinh Transformed Delta Frequencies (Cofactor: 10)
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CHANGES IN MYELOID LANDSCAPE INDUCED BY ISA-KRD
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TRANSCRIPTOMIC VARIATION INDUCED BY ISAKRD
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ISA-KRD MONOCYTE CHANGES ARE LINKED TO MIRD STATUS
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COORDINATED IMMUNE REMODELING UPON ISAKRD
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COORDINATED IMMUNE REMODELING ASSOCIATED WITH MIRD
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My Summary, take home, and follow-up questions...
(=take with grain of salt..)
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