
Dalle terapie one-size-fits-all
alle terapie guidate dalla 
valutazione MRD

Paola Tacchetti
IRCCS Azienda Ospedaliero-Universitaria di Bologna
Istituto di Ematologia “Seràgnoli” 



Cavo M et al. Blood 2011;117(23):6063-73; Kumar S, et al. Lancet Oncology 2016;17:e328-46; Gay F et al. Haematologica 2018;103(2): 197-211; 
Munshi et al. Blood Adv. 2020 Dec 8;4(23):5988-5999 

Sequential blocks of therapy Role of MRD-negativity in NDMM

Treatment paradigm for transplant-eligible patients



PETHEMA / 
GEM2012

VRD x 6 ASCT VRD x 2

CR 33.4 44.1 50.2

MFC (2.9 X 10-6) 28.9 42.1 45.2

CASSIOPEIA VTD x 4 ASCT VTD x 2

≥ CR 8.9 14.6 26

MFC (10-5) / NGS (10-5) 23 44 / 37

CASSIOPEIA D-VTD x 4 ASCT D-VTD x 2

≥ CR 14.4 22.6 38.8

MFC (10-5) / NGS (10-5) 35 64 / 57

GRIFFIN VRD x 4 ASCT VRD x 2

≥ CR 13.4 19.6 42.3

NGS (10-5) 8 20

GRIFFIN D-VRD x 4 ASCT D-VRD x 2

≥ CR 19.2 27.3 51.5

NGS (10-5) 22 50

Rosinol L et al, Blood 2019; 134: 1337-1345; Paiva B et al, JCO 2019; 38: 784-792; Moreau P et al, Lancet 2019; 394: 29-38; Voorhes PM et al, Blood 2020; 136: 936-945; Gay F et al, ASH 2020, Oral Abstract; Roussel
M et al, Blood 2021; 138:113-121; Jasielec JK et al, Blood 2020; 136: 2513-2523

FORTE KCD x 4 ASCT KRD x 4

≥ CR 8* 24* 47*

MFC (10-5) 42

FORTE KRD x 4 ASCT KRD x 4

≥ CR 16 34* 60*

NGS (10-5) 58

FORTE KRD KRD KRD x 12

≥ CR 61*

NGS (10-5) 54

NCT02405364 KRD x 4 ASCT KRD x 4

≥ CR 64

MFC (2.5x10-5) / NGS (10-6) 92.6 / 63

NCT01816791 KRD x 4 ASCT KRD x 4

≥ CR 16 25 65

NGS (10-5) 60

* Confirmed and unconfirmed
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Selected phase 2-3 studies including MRD negativity as treatment endpoint
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MRD rates (10-5), MFC

DaraVTd has been approved by FDA and EMA for 
the treatment of transplant eligible newly 

diagnosed MM patients

DARA-VTd in TE-NDMM: CASSIOPEIA phase 3 trial



MRD (MFC, cut-off 10-5) in the EMN02/HOVON 95 MM trial

Oliva S, et al. Blood Cancer Journal 2021
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MANHATTAN trial: wKRd-Dara
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MASTER trial: DaraKRd, ASCT, and MRD response-adapted consolidation 
and treatment cessation
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HRCA: gain/amp 1q; t(4;14), t(14;20), t(14;16) or del (17p) 

MASTER trial: Patients
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MASTER trial: Achievement of MRD negativity according to 
phase of therapy and number of HRC

HRCA: gain/amp 1q; t(4;14), t(14;20), t(14;16) or del (17p) 
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MASTER trial: Progression-Free and Overall Survival



MASTER trial: MRD-SURE
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Minimal Residual Disease in MM: 
Application for Clinical Care and New Drug Registration
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Standardization depends on the application of MRD
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Ready for MRD guided therapy in MM?



Ready for MRD guided therapy in MM?
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