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Multiple Myeloma Therapeutic Landscape in 2025
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Novel CAR-T



Approved CAR-T therapies in multiple myeloma

Munshi, N. C. et al. New England Journal of Medicine 384, 705-716, 
doi:10.1056/NEJMoa2024850 (2021).

Idecabtagene vicleucel
(ide-cel)

Ciltacabtagene autoleucel
(cilta-cel)

Median PFS 34.9 mo

Lin, Y. et al. Journal of Clinical Oncology 41, 8009-8009, 
doi:10.1200/JCO.2023.41.16_suppl.8009 (2023).
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My take

• Appears to be similarly efficacious to cilta-cel, probably not more toxic

• Effective bridging therapy prior to infusion is key

• Need more data before saying for certain whether there is a significantly lower risk of 
delayed neurotoxicity, but encouraging that it hasn’t been seen yet

• Likely to gain regulatory approval in late relapse



Bispecifics in first-line therapy?
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Early use of bispecifics?



Rationale for earlier use

• Better T-cell profile, potentially more effective

• CRS tends to be milder if there is a lower disease burden

• Potent therapy with high toxicity profile, perhaps can optimize efficacy and safety by 
using earlier
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My take
• Remarkable efficacy…but need more data and longer follow up

• Not sure that the IMiD adds much to BCMA BsAb in this setting aside from toxicity

• Will infectious complications negate the benefit from deeper response?

• Optimal duration of therapy?

• Will it be helpful for all patients, or best utilized in certain populations?
• High risk
• Standard risk with high MRD burden

• Perhaps this is the best way to implement risk and response-adapted therapy and 
limit duration of maintenance



Should we treat high-risk smoldering myeloma?
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Low intensity therapy in SMM

• Early treatment with len +/- dex prolongs time to developing active myeloma
• But impact on overall survival remains unclear

Mateos, et al, NEJM 2013
Lonial, et al, JCO 2020



Smoldering myeloma

• Patients at the highest risk of progression to multiple myeloma seem to derive the 
most benefit from early intervention

• 20/2/20 system
• BMPC ≥ 20%
• M-spike ≥ 2 g/dL
• FLCr ≥ 20:1

Lakshman, et al, BCJ 2018
Lonial, et al, JCO 2020

High risk Low riskInt risk

Risk status # of risk factors 2-year risk PD

Low 0 10%

Intermediate 1 26%

High 2-3 47%



Many questions remain

• Best type of therapy?

• Duration of therapy?

• How to define disease progression?

• Does early treatment impact efficacy of subsequent myeloma therapy?

• What is the best way to define high risk SMM?
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My take

• Likely to generate regulatory approval for dara in SMM

• Early intervention with dara probably doesn’t harm most patients.
• Better tolerated than lenalidomide

• Statistical benefit is clear. Meaningful clinical benefit is modest

• We still need a better system to identify which patients are best suited for early therapy

• Added rationale for the ongoing EAA173 trial
High risk 

SMM

DaraRd x 2y

Rd x 2y

R



Thank you!
Email: tschmidt@medicine.wisc.edu

Cell phone: (314) 413-3434

Twitter/X: @TMSchmidtMD

mailto:tschmidt@medicine.wisc.edu
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