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ASCT in Newly Diagnosed Multiple Myeloma
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MRD in ND TE Multiple Myeloma Patients
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Great Debates: Should Every TE NDMM Patient 
Receive a Transplant?

YES by S. Giralt

NO by M. A. Gertz
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Biologic Basis of the Impact of Autologous Hematopoietic Cell Transplantation 
in Multiple Myeloma Treated with Quadruplet Therapy
Background
Unprecedented depth of response is observed with quadruplet combinations in newly diagnosed multiple myeloma 
(NDMM). The incremental benefit of autologous hematopoietic cell transplantation (AHCT) in this setting has not been 
described and can be appraised with the serial assessment of minimal residual disease (MRD). Here we describe the 
impact of AHCT on MM burden assessed by next generation sequencing (NGS) for patients enrolled in the MASTER 
trial.

Methods
MASTER is a prospective, multi-center clinical trial utilizing daratumumab, carfilzomib, lenalidomide and 
dexamethasone (Dara-KRd) induction, AHCT (Melphalan conditioning), followed by MRD response-adapted Dara-KRd
consolidation with planned enrichment for patients with high-risk chromosome abnormalities (HRCA). MRD 
assessment is performed by NGS (ClonoSEQ® platform) upon completion of induction therapy with 4 cycles of Dara-
KRd, 60-80 days after AHCT and after each 4 cycle-block of consolidation, where applicable. Patients with confirmed 
MRD negativity (MRD<10-5 in two consecutive time points) enter treatment free observation and active surveillance of 
MRD resurgence (“MRD-SURE”). The primary endpoint of the study is negativity utilizing IMWG criteria (MRD<10−5). 
Achievement of MRD <10−6 is an exploratory endpoint. Patients are categorized as having 0, 1, 2+ HRCA [gain 1q, 
t(4;14), t(14;16), t(14;20), del(17p)]. We describe changes in MRD burden with AHCT and explore patient and disease 
features influencing magnitude of MRD reduction with AHCT.
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Conclusions
An ultrasensitive quantitative MRD assay using NGS 
demonstrates the incremental benefit of AHCT in the 
context of highly efficacious quadruplet induction. The 
greatest impact is afforded to the highest risk disease 
subset elucidating the biologic underpinnings of the 
impact of AHCT in MM. At this time, AHCT should 
remain an integral part of therapy for fit, NDMM 
patients, particularly those with the high-risk disease 
and those who remain MRD positive after induction. 
Future studies exploring AHCT deferral in NDMM should 
be focused on patients who are MRD negative post 
optimal induction.



Tandem autoTx & CAR-T 
in High Risk Patients



Conclusions
AutoTx is going to stay as part of 1L treatment of young, 
transplant-eligible NDMM patients, because it improves
the rate of MRD negativity, even in the novel drug era.

For the time being, double autoTx maintains a role in 
high risk patients; in the next future, it is problably
going to be replaced by more modern treatment 
approaches, such as CAR-T. 
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