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➢ Meaning of Advanced Disease in 2026

➢ Valuable therapeutic options from third line on

Key Issues



Dimopulos et al. Nat rev Clin Oncol, 2025



Third Line: to be or not to be?

Lehne et al., Eur J Hematol., 2024



Lehne et al., Eur J Hematol., 2024

Third line: pts features



Lehne et al., Eur J Hematol., 2023

Imid exposure/refractoriness
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Imid exposure/refractoriness
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Imid exposure/refractoriness



The MM patient at third line: 2020-2025

➢ Lena refractory

➢ PI exposed/refractory (Bzb/K)

➢ Anti CD38 exposed/refractory

➢ Valuable therapeutic options to save BCMA targeting: 

pom based regimens; selinexor

➢ BCMA targeting naive



Martino EA et al., ESMO open, 2025

Elotuzumab-pomalidomide in RW
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Elotuzumab-pomalidomide in RW



Stathoupulos et al., Clin Lymph and Myel , 2025

Cyclofosfamide-pomalidomide in RW
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Cyclofosfamide-pomalidomide in RW
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Cyclofosfamide-pomalidomide in RW
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Cyclofosfamide-pomalidomide in RW



Selinexor based triplets in RW (US Flatiron health database)

Whiteley et al., Curr Oncol , 2025
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Selinexor based triplets in RW
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Selinexor based triplets in RW



Selinexor based triplets in RW: outcomes

Whiteley et al., Curr Oncol , 2025



The MM patient at fourth line: time for BCMA or GPRC5d

➢ BCMA targeting: teclistamab, elranatamab

➢ BCMA targeting: ciltacel, idecel

➢ GPRC5d targeting: talquetamab



Ciltacel vs Idecel in RW

Merz et al., Hemasphere , 2025
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Ciltacel vs Idecel in RW
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Ciltacel vs Idecel in RW
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Ciltacel vs Idecel in RW



Tan et al., Blood Cancer J , 2025

Teclistamab in RW (US, UK, Gr, Sp, Ca)



Stathoupulos et al., Clin Lymph and Myel , 2025

Teclistamab in RW
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Teclistamab in RW

PFS OS DOR
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Teclistamab in RW
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Teclistamab in RW

Creatinine Clearance Penta drug Refractoriness Trial Eligibility



Perrot et al., Haematologica , 2025

Teclistamab in RW (France EAP- 2022/2023)
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Teclistamab in RW



Popat et al., IMS , 2026



Popat et al., IMS , 2026

260 pts; Median age 68y (range 40-100) 27% >75 y

HR Cytogenetics 36%

EMD 11%

Median prior LOT: 4 (2-14); 31%:  3 or <

24% triple; 7.3 % penta refractory 16% previous BCMA

ORR: 66.5% >/= VGPR: 54.6%

Median time to first response: 1.8 months Median time to best response: 3.6 months

Median DOR: NR Median PFS: 15 months; Median OS: NR

Infections: any grade 62%; 3-4: 26.5% CRS: any grade 55%; 3-4: 1-2%

Anemia: any grade 30%: 3-4: 18.1 Neutropenia: 27%; 3-4: 18%

Thrombocytopenia: any grade 16%; 3-4: 15% Treatment discontinuation due to AE: 10%

Realitec-2​



Elranatamab in RW (US MM Immunotherapy Consortium)

Portuguese et al., Blood Cancer J , 2026



Elranatamab in RW
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Elranatamab in RW
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Elranatamab in RW



Talquetamab in RW (US Flatiron Health database)

Ye et al., Clin Lymph Myeloma , 2026
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Talquetamab in RW
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Talquetamab in RW
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Talquetamab in RW



Ye et al., Clin Lymph Myeloma , 2026

Talquetamab in RW: outcomes



Mancuso et al., Eur J Hematol , 2026

Melfuflen in RW
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Melfuflen in RW
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Melfuflen in RW



➢ BCMA targeting: Cilta > Ide. RW data seems to overlap trials

➢ Third Line therapy lacks efficacy as compared to previous and 

subsequent available options

➢ Bispecifics efficacy likely correlated to overall response and 

fitness obtained in third line

Take Home Messages

➢ Innovative chemobased solutions to be considered in the 

evolving scenario
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