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A heterogeneous disease



Stagingsystem 

Factor ISS R-ISS R2-ISS

Albumin Ṋ Ṋ Ṋ

ʲн-microglobulin Ṋ Ṋ Ṋ

LDH Ṋ Ṋ

t(4;14) Ṋ Ṋ

t(14;16) Ṋ

del(17p) Ṋ Ṋ

gain/amp(1q) Ṋ

ISS Stade II/III Ṋ

DôAgostino M. et al. J Clin Oncol 2022 



Evaluationof the patientFit	patients

Җ	75	years

EFFICACY

Intermediate
Fit	patients

76-80	years
Or	<	76	years

+	ADL/	IADL/	CCL

EFFICACY

SAFETY

Frail Patients

> 80	years
Or	<	80	years

+	ADL/	IADL/	CCL

QOL

SAFETY

L George et al. ClinLymphoma, Myeloma and Leukemiar 2021



Å ¢65 yearsold
Å No comorbidity

Å >70years old
Å Or comorbidities

First question: 
Is my patient candidate for ASCT?



Transplant Eligible Patient

Lenalidomide
Velcade

DexamethasoneX 4 

Lenalidomide
Å 2-3 years

Å Until progressionMelphalan
200mg/m2

20252024

Lenalidomide
Velcade

DexamethasoneX 2 



Triplet Quadruplet



D-VTD

CassiopeaPhase III trail

DimopoulosM. A, HemaSphere2021Moreau P. et al; Lancet 2024



Triplet Quadruplet

VTD

VRD

Anti CD38-
VRD



PERSUS: Phase III trial VRD vs D-VRD in 
Transplant Eligible Patients

P. Sonneveldet al, N EnglJ Med 2024



PerseusVRD vs D-VRD

P. Sonneveldet al, N EnglJ Med 2024

Å Follow-up m 47.5 months
Å SSP 84.3% vs 67.7 months
Å MRD neg: 75.2 % D-VRD vs 47.5% VRD ( 10-5)



Isa-Len-VD Induction for TE Patients:
Phase 3 Trial (GMMG-HD7)
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Cycle 1 Cycles 2-3

R: 10/15/25 mg PO; Days 1-14 and 22-35

V: 1.3 mg/m2 SC;
Days 1, 4, 8, 11, 22, 25, 29, and 32 

d:  20 mg POb;  Days 1-2, 4-5, 8-9, 11-12, 15,
22-23, 25-26, 29-30, and 32-33

d: 20 mg PO;
Days 1, 8, 15, 

and 22

R: 10 mg (up to 15 mg, if  tolerated) PO; cont inuously

Treatment for

3 years or

until PD

Cycles 4+Isa: 10 mg/kg IV Cycle 1 Cycles 2-3Strat if icat ion for randomizat ion 
prior to:

1. Induct ion: R-ISS stage (I/II versus 

III versus not classified)

2. Maintenance: R-ISS stage at 

study entry (I/II versus III versus 
not classified) and MRDïafter last 

HDM (no versus yes versus 

unknown)

Induction (3 x 6-week cycles) Maintenance (4-week cycles)

Days 1, 8, 15, and 22 Days 1 and 15 Day 1Days 1, 8, 15, 22, and 29 Days 1, 15, 29

NDMM

N=662

Elias K. Mai, JCO 2024



J. Corre, IMS 2024



Revised standard risk: none of del(17p), t(4;14), t(14;16), amp(1q21), or gain(1q21). 
wŜǾƛǎŜŘ ƘƛƎƘ ǊƛǎƪΥ җм ƻŦ ŘŜƭόмтǇύΣ ǘόпΤмпύΣ ǘόмпΤмсύΣ ŀƳǇόмǉнмύΣ ƻǊ ƎŀƛƴόмǉнмύΦ

AnalysisaccordingR2-ISSPERSEUS : 
High RiskDisease?

M. Dimopoulosetal, IMS 2024



Double ASCT

Single or double ASCT?

Cavo M; Lancet Haematol 2020 

EMN02 Study

Median follow-up of 60·3 months

Å 5 years OS HR 

cytogenetics: 61·3% vs 

54·7% 

(HR 0·70; p=0·32)

Å 5-year OS for del 17p 

80·2% vs 57·1% 

(HR 0·30, p=0·066) 



MIDAS (ISA-KRD) : 
MRD responseadapted

consolidation

A. Perrot et al, IMS 2024

HR OPTIMUMM Trial

JM Kaiser et al, JCO 2023



7 years OS 62 vs 50%



How long? 

MRD negpts

Myeloma XI Trial: 
PFS by MRD Negativity Status

Graham H Jackson, Lancet Oncol 2019  



Can we do better?
Len D-len Dara

Moreau et al, EHA 2024



AURIGA: Dara-Len vs Len en maintenance

Majoration du taux de MRD neg au cours du temps
Diminution du risque de progression ou de mort de 47%

Å D-R versus R maintenance in NDMM 
patients who were:
Å ƛƴ җǾŜǊȅ ƎƻƻŘ ǇŀǊǘƛŀƭ response
Å MRD; threshold (10ς5 ) positive
Å Anti-CD38 naïve post-transplant

A. Badroset al, Blood 2025



PERSEUS
Dara-Len 

R. Otero, ASCO 2024



Guidelines 2025?

ELIGIBLE  ASCT

INDUCTION/CONSO

RVDB

Anti-CD38-VRD˦

MAINTENANCE

LenB

Dara

Dara- Len˦

DURATION MAINTENANCE

Len:  3 ys (IFM) and  MRD-B

MRD+ until progressionB

Dara-Len: basée sur MRD ( 2 vs  UP)˦

HR? 

HIGH RISK DISEASE?

Midas

Concept

Optimumm

ASCT X 2?B

Coming soon in Nat ClinOncolRev 2025
UP= until progression РReimbursement coming soon?BTill today in Belgium



EHA-ESMO guidelines 2021
Non transplant eligiblepts

DimopoulosM. A, HemaSphere2021

DRD



PFS 36.4 vs 19.3 months
D-VMP vs VMP

MV Mateoset al. Lancet 2020

ALCYONE MAIA

PFS 61.9 vs 34.4 months
DRD vs RD

OSp=0.0003

PFS 41 vs 29 months
VRD vs RD

SWOG S0777

T. Faconet al. Leukemia2025 BGM Durie et al. Blood Cancer 2020



Make the Right Choice



Triplet Quadruplet

DRD Anti-CD38-VRDFit
< 80 yo



IMROZ: ISA-VRD vs VRD
Major criteria of exclusion:
ÅAge > 80 years
ÅPS > 2 ,
ÅGFR < 30 ml/ min



T. Facon, New Eng J of  Med,2024



Phase III trial CEPHEUS:
Dara-VRD+ Dara vs VRD+ Rd

S. Usmaniet al, IMS 2024
Medianfollow-up: 58.7 mois
> 80 ans



PersonalizedTherapyin the Elderly



Rd-R vs Continuous Rd in 
Intermediate-Fit Elderly Pts

Larocca. A;Blood 2021

Patients	aged	65-80	yrswith	
symptomatic,	measurable	

MM;	intermediate-fit	
(IMWG	frailty	index[2] =	1)	

and	unfit/unsuitable	for	std
treatments	regardless	of	

abnormal	laboratory	
values*

(N	=	199)

R	Maintenanceϟ

Lenalidomide10	mg/day	PO	on	
Days	1-21
(n	=	101)

Rd	Induction:	9	cyclesϟ

Lenalidomide25	mg/day	PO	on
Days	1-21	+

Dexamethasone20	mg	PO	QW
(n	=	101)

Rd	ContinuousϞϟ

Lenalidomide25	mg/day	PO	on	Days	1-21	+
Dexamethasone20	mg	PO	QW

(n	=	98)



IFM 2017-03

Phase 3 study of DR vs Rd in TNE frail NDMM (n = 295)

*IFM frailty socre:
Age
ECOG
Charlson

Median follow up time = 46.3 months S. Manier. et al, ASH 2024



Guidelines 2024-25?

Non- Eligible  ASCT

- DRD

- FIT < 80 ans :

Anti-CD38-VRD˦

UNFIT

- DRD
- DR 

РReimbursement coming soon?



If you want to improve PFS/0S/QOL: 
Do not forget supportive care and adaptation of doses!

Patients + relatives
ÅFlu
ÅCovid19
ÅHiB
ÅPneumocoque

Prophylaxis
Å IVIgG
Å SXT
Å Aciclovir

Myeloma
+ IMiDS!!!
Prophylaxis LMWH
Ҧ ƭƻǿ ŘƻǎŜ aspirine

ÅAciclovir
ÅPNP



MeletiosA Dimopoulos, Lancet oncology2O23
Palumbo A et al, Blood 2021

Dose adaptation



Take Home Message

INDUCTION
DRD

­Quadruplet Induction X4

UPFRONT ASCT

CONSOLIDATION
DRD

­Quadruplet consolidation X 2
HR MRD+: discuss Double ASCT

Maintenance
Å Len 
Å Dar-Len

DRD
Fit: Quadruplet

Adaptedsupportivecare and 
treatment doses: 

FOR ALL

SPARING DEXAMETHASONE 



Tomorrow?

Cure? 

Moving new immunotherapies in first line

P. Sonneveld; EMN 2025
I. Strassi; Cancer 2021




