
Conclusion

Across the four studies, 357 patients were 

treated with daratumumab (d; n=123), 

lenalidomide-dexamethasone (Rd; n=125), 

carfilzomib-lenalidomide-dexamethasone 

(KRd; n=54), and ixazomib-lenalidomide-

dexamethasone (IxaRD; n=55), with a 

median follow-up of 67.6 months.

KRd demonstrated the most favorable 

outcomes, including 100% overall survival 
(OS) and overall response rate (ORR) at 96 

months, 77% progression-free survival (PFS), 

and no reported deaths. 

IxaRD also showed high efficacy (93% ORR), 
though median OS and biochemical PFS 

were not reached; however, 100% of patients 

experienced adverse events, including 63% 

with grade 3 and 9% with grade 4 toxicities. 

This review aimed to evaluate efficacy 

and safety outcomes of novel single-arm 

treatment strategies for intermediate/high-

risk SMM.
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Evidence from single-arm trials suggests 

that early treatment of intermediate/high-

risk SMM with novel agents may 

significantly improve ORR, PFS, and OS, 
supporting the potential role of early 

intervention in delaying progression to 

symptomatic MM.

Methods

A systematic review was conducted 

following PRISMA guidelines. A total of 898 

studies were screened from Medline, 

Embase, Cochrane, and ClinicalTrials.gov.

Four single-arm clinical trials met inclusion 
criteria, reporting outcomes for novel 

treatments in intermediate/high-risk SMM. 
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Smoldering multiple myeloma (SMM) is an 

asymptomatic precursor to active multiple 

myeloma (MM), with intermediate/high-

risk patients having up to a 50% chance of 

progression within two years. 

The current standard of care remains 

observation until clinical progression, and 

no FDA-approved therapies exist for 

intermediate/high-risk SMM despite the 

growing interest in early intervention.
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