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The clinical dilemma of smoldering myeloma
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New concepts in preventing SMM progression
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Trajectories of treatment in SMM
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How to treat HR SMM?

• Numerous clinical trials (51 in clinicaltrials.gov) with several drugs are 
currently ongoing
• To prevent the myeloma development: 

-Len-dex or Len alone, Elo-Rd, Daratumumab, KRd, Ixa –Rd, pembrolizumab,  
nivolumab-Rd, Isatuximab, etc.

• To cure the disease before myeloma development:
- CESAR trial  
-ASCENT trial



Early Intervention is necessary for cure
S.Jagannath, IMW 2017



Results from clinical trials exploring early treatment in HR-SMM
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Early or deferred treatment of smoldering multiple myeloma: a meta-analysis on randomized controlled studies

Progression in overall SMM patients Mortality in overall SMM patients
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Ongoing Clinical Trials for High-Risk 
Smoldering Myeloma

§ Len v Obs
§ Rd vs Obs
§ Dara vs Obs

§ Necessary trials

Conceptual/
Regulatory

§ CESAR
§ ASCENT

§ ? Cure possible with 
early therapy 

Strategic:
? Cure 

§ DRd vs Rd 
§ KRd

§ Survival benefit with 
early therapy

Strategic: 
Delay Progression
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The fine balance in the benefit to risk ratio of treatment in patients with 
smoldering multiple myeloma

Manasanch E. et al. Haematologica 2014



Conclusions

• SMM is not a unique biological entity but rather a step in the continuum of
clonal evolution and progression of tumor plasma cells.
• Selective treatment pressure on myeloma clone justify early treatment with an

aggressive curative intent.
• For current clinical practice, HRSMM should be considered for clinical trials.
• Spanish and ECOG trials support the treatment with Rd/R to prevent the

myeloma development to SMM patients with a 50% progression risk at 2 ys.
• Future treatment trials in HRSMM can set MRD negativity as primary end point

to demonstrate the depth of response achieved with a study drug and
prospectively explore the duration of MRD-ve status as a secondary end point
to assess the impact of treatment in preventing clonal evolution.



GRAZIE PER L’ATTENZIONE


