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"The field of myeloma is advancing so rapidly, the use of 

T-cell–directed therapies is evolving in the sense of 

combination therapies; …sequencing in the future will 

actually become more complicated"

From an interview of Amrita Krishnan, MD, director of the Judy and Bernard Briskin Center for Multiple Myeloma Research at City of Hope



A New Era of Novel Immunotherapies for the Treatment of Multiple Myeloma

Menflufen

Belantamab



Limitations of Current Therapies à Exploring novel targets

• Drug resistance in proteasome inhibitors, IMiDs, anti-CD38 

mAbs

• Disease heterogeneity
• Minimal residual disease and relapse



Ongoing questions regarding optimal treatment

§ Is the patient eligible for more intensive treatment with/without  transplant?

§ How can response (MRD status) be used to assess induction efficacy and 

adapt subsequent treatment? 

§ How does disease risk/biology impact treatment selection?

§ What about special populations (i.e. cast nephropathy)?



Why is age an important issue? 



The decision how to treat the patient remains complex and multifaceted



Goals of therapy

Rapid tumor reduction               Reversal of myeloma defining events 

Maximum depth of response (MRD negativity)

Minimize overlapping toxicities



On April 12, 2024, FDA ODAC voted 12-0 in favor of using minimal residual disease (MRD)
as an accelerated approval endpoint in multiple myeloma clinical trials

Conclusion: The Applicants have worked with the broader MM community to develop a novel endpoint of MRD that has the
potential to expedite drug development in MM. While there are still outstanding questions on how to best use MRD, the meta-
analyses conducted (University of Miami and IMF led i2TEAMM) represent robust assessments of MRD that support its
prognostic value, provide information regarding the appropriate timing of MRD assessment, and suggest that MRD may be
appropriate to use as an intermediate clinical endpoint to support accelerated approval.

FDA ODAC voted 12-0 to recommend MRD as a MM Endpoint



Therapeutic regimens explored in Phase III NDMM trials over time



Quadruplet induction therapy is standard of care

Four drug induction therapy with an anti-CD38 monoclonal antibody, a proteasome 
inhibitor, an immunomodulatory drug (IMiD) and dexamethasone is the standard of care 

for a fit patient with newly diagnosed multiple myeloma:

§ CASSIOPEIA (Dara VTD vs VTD)
§ GRIFFIN (Dara RVD vs RVD)
§ GMMG HD7 (Isa RVD vs RVD) 
§ ISKIA (Isa KRD vs KRD)
§ Emory real world (Dara RVD vs RVD)
§ PERSEUS (Dara RVD vs RVD)
§ IMROZ (Isa RVD vs RVD)
§ CEPHEUS (Dara RVD vs RVD)  



CASSIOPEIA and PERSEUS: Study Design



Key study design in non stem-cell transplantation NDMM 



NUOVE QUADRIPLETTE NTE NDMM
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Dimopoulos et al, Annals of Oncology 2021 
Dimopoulos et al, Nat Rev Clin Oncol 2025  
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Second or subsequent relapses 

v

• Treatment selection and sequencing become increasingly complex with the increasing
number of therapeutic options

• Treatment decision is mainly driven by drug-refractoriness/sensitivity; the increased use
of lenalidomide and CD38 antibodies as part of first-line regimens has major impact
on treatment of first relapse

• Treatment-related factors influencing decision:

Ø Response and/or refractoriness to prior therapies
Ø Previous treatments received
Ø Single drug, dual – triple drug combinations
Ø Type and severity of AES related to prior therapy
Ø Bone marrow reserve
Ø Expected efficacy and toxicity of proposed therapy
Ø Availability, cost, and management requirements
Ø Patient expectations



FUTURO



Frontline Immunotherapies for TE-NDMM Patients

Gonzales-Calle V et al IMS 2024



Frontline Immunotherapies for TI-NDMM Patients
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• Superiorità dei regimi con quadruplette rispetto alle triplette (>CR, >MRD 
neg., >PFS) anche per i pazienti non eleggibili a ASCT (pazienti fit)

• ASCT al momento rimane il trattamento elettivo per i pazienti eleggibili, in 
attesa di valutare la possibile non inferiorità/superiorità dei regimi 
alternativi in studio almeno per i pazienti a rischio standard o MRD negativi. 

• I regimi di mantenimento con combinazioni di farmaci (lenalidomide + Dara, 
or + 2nd generation PI, or + anti-BCMA BiAbs) sarà la terapia standard in un 
future non lontano in attesa di identificare anche i pazienti in cui 
sospendere la terapia.

• Possibilità di eseguire trattamenti a durata fissa sulla base della negatività 
sostenuta della MRD 

Considerazioni



• Superiorità dei regimi con quadruplette rispetto alle triplette (>CR, >MRD neg., 
>PFS) anche per i pazienti non eleggibili a ASCT (pazienti fit)

• ASCT al momento rimane il trattamento elettivo per i pazienti eleggibili, in attesa 
di valutare la possibile non inferiorità/superiorità dei regimi alternativi in studio 
almeno per i pazienti a rischio standard o MRD negativi. 

• I regimi di mantenimento con combinazioni di farmaci (lenalidomide + Dara, or +
2nd generation PI, or + anti-BCMA BiAbs) sarà la terapia standard in un future
non lontano in attesa di identificare anche i pazienti in cui sospendere il
mantenimento .

• Possibilità di eseguire trattamenti a durata fissa sulla base della negatività
sostenuta della MRD

Considerazioni

Necessità di categorizzare bene i pazienti soprattutto quelli 
non eleggibili al ASCT




