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ESMO 2021

Dimopoulos M.A. et al, Ann. Oncol, 2021
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Gay F. et al Leukemia, 2017

PFS 
42 vs 24 months

OS 
4-year 84% vs 70%

HDM-ASCT vs R+chemoRV-MM- EMN-441/RV-MM-PI-209N=529

RD
HDM-ASCT

CDR/MPR R/RP mainteinance

No mainteinance
R R



PFS 
57 vs 42 months

OS
5 year 75.1% vs 71.6%

EMN02/HO95 HDM-ASCT vs Bortezomib+chemo

VCD
HDM-ASCT x1-2

VMP R mainteinance

VRD
R R

R mainteinance

N=1503

Cavo M. et al Lancet Haematol, 2020



Attal M. et al, NEJM, 2017; Richardson P. et al, NEJM 2022

IFM 2009 (n=700) 
PFS  47 vs 35 months

Determination (n=722)
PFS  68 vs 46 months

*IFM 2009: 1 year
maintenance
Determination: until
progression maintenance

IFM2009/DETERMINATION HDM-ASCT vs VRD

VRD x 3 HDM-ASCT

VRD x 5
R mainteinance *R

VRD x 3

VRD x 2



IFM2009 DETERMINATION

Perrot A. et al, ASH, 2020; Richardson P. et al, NEJM 2022

Trapianto di salvataggio=77% nel braccio 
VRD alone

Trapianto di salvataggio=28% nel braccio 
VRD alone



Gay F. et al Lancet Oncol, 2021; Mina R. EHA, 2021

KRD x 4 HDM-ASCT

KRD x 8 

R mainteinance

R KRD x 4

KRD x 4

KCD x 4 HDM-ASCT KCD x 4

R

KR mainteinance

FORTEN=476 HDM-ASCT vs KRD



Gay F. et al Lancet Oncol, 2021; Mina R. EHA, 2021

PFS KRD+ ASCT vs KRD12 
NR vs 55 months

KRD x 4 HDM-ASCT

KRD x 8 

R mainteinance

R KRD x 4

KRD x 4

KCD x 4 HDM-ASCT KCD x 4

R

KR mainteinance

FORTEN=476 HDM-ASCT vs KRD



Singolo ASCT  vs Tandem ASCT?



Tacchetti P. et al Lancet Haematol. 2020

VTD x 3 HDM-ASCT x 2
Dexa mainteinanceR

TD x 3

VTD x 2

HDM-ASCT x 2 TD x 2

GIMEMA MMY-3006N=508



Cavo M. et al Lancet 
Haematol, 2020

PFS 
5 year 53.5% vs 44.9%

OS
5 year 80.3% vs 72.6%

EMN02/HO95

VCD
HDM-ASCT x1-2

VMP R mainteinance

VRD
R R

R mainteinance

N=1503



PFS in HR cytogenetic* PFS in del17p

EMN02/HO95

VCD
HDM-ASCT x1-2

VMP R mainteinance

VRD
R R

R mainteinance

N=1503

Cavo M. et al Lancet Haematol, 2020

*t(4;14), t(14;16), del17p



Hari P. et al, ASCO, 2020

STaMINA TRIALN=758

HDM-ASCTR

R mainteinance

VRD x 4 R mainteinance

HDM-ASCT R mainteinance

HR: t(4;14), t(14;16), t(14;20), del17p,
del13p, aneuploidy or b2
microglobulin >5.5mg/L



CASSIOPEIA

PERSEUS

Moreau P. et al, EHA, 2024; Sonneveld P. et al, EHA, 2024



Moreau P. et al, EHA, 2024; Sonneveld P. et al, EHA, 2024

CASSIOPEIA PERSEUS



Corre J. et al, IMS, 2024; Dimopulos M . et al, EHA, 2024

PERSEUS**CASSIOPEIA*

• HR=t(4;14) or del17p
** HR= t(4;14), del17p, gain1q or amp1q



HRCA= t(4;14); t(14,16), del17p, gain1q

MASTER TRIAL

Costa L.J. et al, EHA; 2023



IFM-2018-04

30 months PFS=81% 30 months OS=91%

Touzeau C. et al, Blood, 2024

N=50
HRCA= t(4;14); t(14,16), 
del17p



Perrot A. et al, IMS 2024

MIDAS TRIAL



FINO A CHE ETA’ PROPORRE ASCT?



Kumar S. et al, ASH, 2022; Facon T. et al EHA, 2024

MAIA

PFS OS



Facon T. et al ASH, 2022

MAIA

PFS by age OS by age



Primary endpoint:
PFS

Key secondary endpoints:
CR rate, MRD– CR (NGS, 10-5) 

rate, ≥VGPR rate, OS

Treatment until PD, 
unacceptable 

toxicities, patient 
withdrawal

Isa + VRd

VRd

Isa + Rd

Rd

Ti* NDMM
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MRD (bone marrow aspirate) á

In case of CR or VGPR
á á á á

At end of induction
á

12 mos 18 mos 24 mos 36 mos

Induction
(4x 6-week cycles)

Continuous treatment
(4-week cycles)

IMROZ

CEPHEUS

Facon T. et al, NEJM, 2024; Usmani S. et al, IMS, 2024
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MRD– sustained 
for ≥12 months

46.8 24.3
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IMROZ CEPHEUS

Facon T. et al, NEJM, 2024; Usmani S. et al, IMS, 2024



IMROZ CEPHEUS

Facon T. et al, NEJM, 2024; Usmani S. et al, IMS, 2024

162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd*
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Time, months

42 48 54 60 66 72

265 243 234 217 201 190 177 164 153 104 43 2 0
181 155 141 121 104 96 89 81 70 51 20 2 0
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VRd

Isa-VRd
VRd

36

Censor

Log-rank P=0.0005†

HR, 0.596 (98.5% CI, 0.406–0.876)
60-mo PFS rate: 45.2%
mPFS: 54.34 months 
(95% CI, 45.207 to NR)
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Number at risk



TOSSICITA’ SECONDARIE A ASCT?



EMN02/HO95

Tacchetti P. et al Lancet Haematol. 2020 ; Cavo M. et al Lancet Haematol, 2020 

GIMEMA MMY-3006



Samur M.K. Et al, Blood, 2023



QUAL E’ IL FUTURO DEL TRAPIANTO AUTOLOGO?



San Miguel et al, NEJM, 2023; Van de Donk et al , ASCO, 2023; Tomasson M. et al, ASH, 2023
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165Overall
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Overall: 21.9 (15.1–NE)
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≥CR Overall population

Overall survival
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EMN28/ CARTITUDE-6

Cook G. EHA, 2024





• ASCT in prima linea rimane lo standard of care per il paziente TE (PFS)
• In casi selezionati si può pensare a ASCT in recidiva (OS)
• Il tandem ASCT sembra garantire outcome migliori nell’alto rischio citogenetico à

ruolo del tandem ASCT meno chiaro nell’era delle quadruplette
• In pazienti età >65 anni con comorbidità o che rifiutano ASCT si può proporre D-RD (a

breve Isa-VRD/D-VRD?)
• Domande aperte?

- età limite ASCT: 70?, 65?
- tossicità a lungo termine
- ruolo di CAR-T e bispecifici



GRAZIE PER L’ATTENZIONE!


