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Multiple Myeloma Microenvironment
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Multiple Myeloma Immune Microenvironment



Ø Effective targeting within tolerogenic ME

Ø Same efficacy across genetic risk categories («risk agnostic»)

Ø Sustained anti-myeloma activity along time (Immune Effectors recruitment)

Ø Selection of appropriate time point along therapy

Immune based Targeting Strategies of Malignant PCs



Ø Antibody Drug Conjugates-ADC

Ø Chimeric Antigen Receptor (CAR)-T cells

Ø Bi/Trispecific Abs/T cell Engagers

Immune based Targeting Strategies of Malignant PCs



BCMA as main target of immunebased strategies
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BCMA as main target of immunebased strategies
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Antibody drug conjugates-ADCs



Ø Direct Killing by toxic payload release

Ø ADCC

Ø ICD

Cell Death by BCMA-ADCs



Immunogenic Cell Death

Mardi A et al, cancer cell Intern 2022



DREAMM-2 study design
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Antibody drug conjugates-ADCs



DREAMM-2 trial
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Responses by risk category
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DREAMM-2 outcome



Alegre A et al, Oncol Ther 2023

Belantamab-real world data outcome
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Belantamab-real world data
Response by risk category
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Belantamab-real world data



Management of ocular toxicity
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Summary of ADCs trials as single or combo agents
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Beyond ADCs: immunocytokines/toxins in MM
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CAR-T constructs
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Anti BCMA CAR-T constructs: Ide-Cel
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Anti BCMA CAR-T constructs: Cilta-Cel
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Anti BCMA CAR-T activity in MM



CAR-T study design in MM
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Ide-cel in RRMM



Munshi N et al, NEJM 2021

Ide-cel in RRMM



Ide-cel in RRMM
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Ide-cel in RRMM
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Ide-cel in RRMM
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Cartitude study design
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Cilta-cel in RRMM



Martin T et al, JCO 2022

Cilta-cel in RRMM
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Cilta-cel in RRMM
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Cilta-cel in RRMM
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Ide vs Cilta cel in RRMM
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Additional Ide/Cilta CAR-T studies
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Additional Anti BCMA CAR-T studies
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Other than BCMA CAR-T studies
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Strategies to improve CAR-T efficiency
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Bispecific T cell Engagers





MajesTEC-1 study design
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MajesTEC-1 study
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MajesTEC-1 study
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MajesTEC-1 study
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MajesTEC-1 study
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MajesTEC-1 study
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MajesTEC-1 study
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Summary of Bispecific Abs trials as single agents
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Summary of Bispecific Abs trials as combo agents
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ADCs vs Bispecific T cell engagers



Ø Promising data of new generation Immune based therapies

Ø Right sequencing to sustain immunological reset

Ø Moving towards a «chronic MM disease»?

Take Home Messages


