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• Treatment paths are rapidly evolving as of occurrence of new therapies and 
shifting of the most efficaceous combos in I line

• As a consequence, emergence of lenalidomide refractoriness is a challenging issue in 
early lines of MM treatment

• Clinical data from trials and RW  have shown the impact of lena refractoriness on 
overall outcomes

Key issues
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Len Ref outcomes in Clinical Trials
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Len Ref outcomes in Clinical Trials



Dara based Clinical Trials
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Individual patient level analysis in Len ref MM pts
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Most Common Treatment combos in Len ref MM pts



Yong et al., Eur J Cancer 2025

RR by prior LOT in Len ref MM pts
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Overall Outcomes by prior LOT in Len ref MM pts
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Overall Outcomes by prior LOT in Len ref MM pts 
treated according to ESMO guidelines
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Overall Outcomes by prior LOT in Len ref MM pts 
treated according to NCCN guidelines
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HR for PFS adn OS in Len ref MM pts



Most Common Treatment combos in Len ref MM pts
RW data
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Main Treatment Regimens delivered in Len ref MM pts
RW data
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Overall Outcomes in Len ref MM pts by prior LOT
RW data



HR for PFS adn OS in Len ref MM pts
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Potential strategies in len ref MM upon approval



NCCN Guidelines ; Version 2.2025

CAR-T as second line option
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CAR-T as second line option
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CAR-T as second line option

Median FU: 15.9 months
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CAR-T as second line option



• At median FU of 33.6 months: MRD rates at 10-5 : 89% vs 38%

• MRD at d56: 48%; at 6 months: 60%

• MRD neg CR: 44%vs 8%; at 33.6 months: 57% vs 12%

• Median PFS in MRD neg: NR

ASH 2024
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Take Home Messages

• Lena refractoriness is the most relevant challenge for II line strategies

• II line should be defined as part of a planned path according to disease and pt 
characteristics

• Although CAR-T has unveiled unprecedented results, innovative combos can be a 
valid alternative option in this poor prognosis subgroup


