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KEY ADVANCES ON THE IMMUNE SYSTEM IN MYELOMA



2

Immune changes upon MM evolution: What’s new

Irene Ghobrial 
Romanos SklavenitisPistofidis : 

OA – 42: Single-cell RNA-sequencing of 6 million tumor and immune cells in patients with plasma cell
premalignancy unveils co-regulation of disease progression by tumor biology and immune dysregulation
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Immune changes upon MM evolution
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IFN signaling associate with progression
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Chaitanya Acharya : 
https://www.biorxiv.org/content/10.1101/2024.05.15.593193v1.full.pdf

Immune landscape of NDMM: MMRF Compass study 
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Immune landscape of myeloma: MMRF Compass study 
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Immune signature provide predictive value



8

Immune landscape of myeloma:



High-Risk and Standard-Risk Multiple Myeloma Patients : Selma Bekri
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High-Risk and Standard-Risk Multiple Myeloma Patients : Selma Bekri

10



11

Immune landscape of myeloma: combine genetic and immune risk
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Immune environnement and MRD : Dipal Mehta



Immune environnement and MRD : Dipal Mehta
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Mechanisms of resistance to CAR-T and BsAbs : P.Neri and N.Bahlis
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Exhausted T cells correlate with poor Elranatamab efficacy
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Immune Fitness correlates with Teclistamab PFS in Majestec 1



Truger MS, et al. Single- and double-hit events in genes encoding immune targets before and after T cell-engaging antibody therapy in MM. Blood Adv . 2021 Oct 12;5(19):3794-8.
Samur MK,et al. Biallelic loss of BCMA as a resistance mechanism to CAR T cell therapy in a patient with multiple myeloma. Nature Communications volume 12:868 (2021)
Derrien J, et al. Acquired resistance to a GPRC5D-directed T-cell engager in multiple myeloma is mediated by genetic or epigenetic target inactivation. Nature cancer 2023.

Tumor intrinsic : Loss of BCMA or GPRC5D target
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Tumor intrinsic : BCMA epitope mutations limits BsAb binding 
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Tumor intrinsic : Map BCMA epitope mutations and BsAb activity



Impaired membrane trafficking of GPRC5D mediates resistance to anti-
GPRC5D TCE : Holly Lee
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Impaired membrane trafficking of GPRC5D mediates resistance to anti-
GPRC5D TCE : Holly Lee
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Impaired membrane trafficking of GPRC5D mediates resistance to anti-
GPRC5D TCE : Holly Lee
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Resistance to anti-GPRC5D TCE : Holly Lee
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High sBCMA correlates with poor BsAbs outcome
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Determinant of BsAbs efficiency



Merci pour votre attention
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