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Last Decade of NDMM Space: Median PFS-1 (months)
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FIRST Rd forever

Rd à ASCT à forever

KRd or VRd à Rev > 2 
years
VRd à Rd forever

VRd à ASCT à Rev 12 months

DRd forever

VRd à ASCT à Rev forever

KRd à ASCT à KR 24 months

D-RVd à ASCT à D-RVd consolidation à DR 24 months à R forever



Phase 3 PERSEUS Trial: DVRd vs VRd in TE NDMM

Supplement to Sonneveld P, et al. N Eng J Med. 2023.



PERSEUS: PFS in Transplant-Eligible NDMM

Supplement to Sonneveld P, et al. N Eng J Med. 2023.



PERSEUS: Outcomes and Subgroup Analysis

Supplement to Sonneveld P, et al. N Eng J Med. 2023.

• Overall ≥CR rate was significantly higher with D-VRd versus VRd.
• ≥CR rate was improved with D-VRd versus VRd across subgroups. 



PERSEUS: Overall and Sustained MRD-Negativity Rates

Supplement to Sonneveld P, et al. N Eng J Med. 2023.

• 64% of patients receiving maintenance in the D-VRd group discontinued Dara after achieving sustained MRD negativity. 



Phase 2 GMMG-CONCEPT: IsaKRd in HR-TE/TNE-NDMM

Leypoldt LB et al. J Clin Oncol. 2024 Jan 1;42(1):26-37.

Germany, 17 sites, Aug 2017 - Feb 2025.

NGF <10-5



GMMG-CONCEPT: Best Response and MRD Negativity

Leypoldt LB et al. J Clin Oncol. 2024 Jan 1;42(1):26-37.



Phase 3 IsKia Trial: IsaKRd vs KRd in TE NDMM

Gay F, et al. Blood. 2023; 142(Supple 1):LBA4.

Primary Endpoint: MRD neg rate (NGS x 10-5) after post-ASCT consolidation

Secondary Endpoints: MRD neg rate (NGS x 10-5) after induction, PFS, sustained MRD negativity



IsKia Trial: Post-Consolidation MRD Negativity

Gay F, et al. Blood. 2023; 142(Supple 1):LBA4.

• VGPR response after consolidation: 94% both arms.
• ≥CR 74% vs 72% and sCR 64% vs 67% in IsaKRd vs KRd arms.
• MRD compliance and sample quality: 97-100% of evaluable samples at 10-5 and 10-6 cut-offs. 

77% 67% 67% 48%



IsKia Trial: Subgroup Analysis MRD Negativity Post-Consolidation

Gay F, et al. Blood. 2023; 142(Supple 1):LBA4.

MRD, minimal residual disease; OR, odds ration; CI, confidence interval; p, p-value; R-ISS, Revised International  Staging System stage; R@-ISS, Second Revision of the 
International Staging System stage; K, carfilzomib; R, lenalidomide; d, dexamethasone; Isa, isatuximab.























































Secondary Endpoints: MRD at 12 mo, toxicity, PFS, OS, ORR

Concept #EAA232: DT vs DPd or DKd in HR RRMM in First Relapse



Myeloma 2024 Conclusions
• TE NDMM

- Anti-CD38 Ab quad combinations are SOC induction approach + dual maintenance 

• TIE NDMM
- IMROZ: Isa-VRd vs VRd x 4 (6W) à IsaRd vs Rd (4W) until PD 
- BENEFIT: Isa-VRd vs IsaRd x 18 (4W) à IsaR (4W) until PD 
- CEPHEUS: D-RVd vs RVd x 8 (3W) à DRd vs Rd (4W) until PD 

• RRMM
- HRMM remains unmet need at any stage
- Belantamab mafodotin expected to return to the market (DREAMM-7 and DREAMM-8)
- MRD guided era increasingly maturing and soon prime time
- Optimal sequencing of auto/allo (single/multi-target) CAR T and BsAb/TsAbs
- Importance and value of T cell fitness/exhaustion in bridging considerations  

✓
✓
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