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SWOG S0777: Study Design
Phase 3 trial of RVD versus RD as initial therapy in NDMM patients with no 
immediate intent to undergo ASCT, irrespective of eligibility

• Primary endpoint: 
PFS

• Secondary 
endpoints: OS, ORR, 
safety

• Lo studio è stato condotto 

in 139 centri SWOG e del 

National Cancer Trials 

Network

• I pazienti sono stati 

randomizzati tra aprile 2008 

e febbraio 2012



SWOG	S0777:	updated	PFS	and	OS

a RVd:	55%	OS	at	7	years.
Mo,	months;	NR,	not	reached;	OS,	overall	survival,	PFS,	progression-free	survival;	pub,	publication;	Rd,	lenalidomide	and	dexamethasone;	RVd,	lenalidomide,	bortezomib	and	dexamethasone.
1. Durie B. ASH 2018. Abstract 1992; 2. Durie	B,	et	al.	Lancet.	2017;389:519–527.Durie B. Blood Cancer Journal 2020 (10) 53
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Clinically meaningful and statistically significant benefit in favour of RVD

BCJ 2020

From Lancet pub2

Median PFS

43mo RVd vs 30 mo Rd

From Lancet pub2

Median OS

75mo RVd vs 64 mo Rd

Median follow-up 84 mos (7 years)1
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ALCYONE: Open-Label Phase III Study Design

Mateos. ASH 2019. Abstr 859.

*VMP: bortezomib 1.3 mg/m2 SC twice weekly in cycle 1, QW in cycles 2-9; 
melphalan 9 mg/m2 PO Days 1-4; prednisone 60 mg/m2 PO Days 1-4. 

Cycles 1-9: 6-wk cycles. Cycles 10+: 4-wk cycles.

Transplant-ineligible 
patients with NDMM, 
ECOG PS ≤ 2, CrCl ≥ 40 

mL/min, no PN grade ≥ 2 
(N = 706)

Continue follow-up 
for PD and survival

VMP* x 9 cycles
(n = 356)

Daratumumab 
16 mg/kg IV 
Q4W until PD

Daratumumab 
16 mg/kg IV QW in cycle 1

then Q3W in cycles 2-9
VMP* x 9 cycles

(n = 350)

Stratified by ISS (I vs II vs III), 
region (EU vs other), age (< 75 yrs vs ≥ 75 yrs)



ALCYONE: PFS

▪ D-VMP also conferred PFS2 benefit vs VMP: Estimated 42-Mo PFS2: 68% vs 50% (HR: 0.55; 95% CI: 0.43-
0.71; P < .0001)

Mateos. ASH 2019. Abstr 859.
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ALCYONE: Response

Mateos. ASH 2019. Abstr 859

Median Follow-up 16.5 Mos
(Primary Analysis)

Median Follow-up 40.1 Mos
(Current Analysis)

≥ 6 Mos ≥ 12 Mos
P < .0001P < .0001
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ALCYONE: OS

▪ Pre-specified analysis after 209 deaths occurred

Mateos. ASH 2019. Abstr 859

Median follow-up: 40.1 mos (range: 0-52.1)
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Daratumumab in combination with VMP or RD regimen 
are a new treatment options for NDMM patients

MAIA: Study design

Kumar et al. Abstract: #2276 62nd ASH Annual 

mFUp 47.9 mo





MRD-negativity Rate and Sustained MRD Negativity in Patients Treated 
with D-Rd versus Rd

MRD, minimal residual disease; D-Rd, daratumumab plus lenalidomide/dexamethasone; Rd, lenalidomide/dexamethasone; PA, primary 

analysis; ITT, intent-to-treat. aITT population. bMedian follow-up of 47.9 months. cP value was calculated using Fisher’s exact test.

Significantly higher rates of MRD negativity and sustained MRD negativity were 

observed with D-Rd versus Rd alone

Kumar et al. Abstract: #2276 62nd ASH Annual Meeting 2020 
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MAIA and ALCYONE: PFS Based on Sustained MRD

San-Miguel et al.Abstract: #2317_ASH 2020 

Both in MAIA and ALCYONE individually, as well as in the pooled analysis, durable MRD 
negativity lasting ≥6 & ≥12 months improved PFS compared with MRD-negative patients 

who did not maintain MRD negativity for ≥6 & ≥12 months

MAIA FUp 36.4 mo
ALCYONE FUp 40.1 mo

≥12 months

≥6 months









Fonseca R, ASH 2021











FRAGILITA’

• Stato fisiologico che può

passare da una fase di equilibrio

a una di disabilità anche in

seguito a stress minimi



Bertamini L, Progressi in Ematologia 2020









Ixa, Dara and Low dose Dexa

PFS OS

5% relapse mortality

15% nonrelapse mortality Stege CAM, JCO 2021

21 m

10 m

14 m

49% started maintenance







La stessa terapia non sempre 
produce gli stessi risultati

MPT
Vs
RD

RVD
Vs
RD

Dara-RD
Vs
RD

Rd-R
Vs
RD

Median 

PFS 

RD

(Months)

MAIA trialSWOG trialFIRST trial UNFIT trial

26 30 34 <20

Experience
Bias study 

patients



Strategie terapeutiche e intensità di cura
basate su valutazione geriatrica



Patient preference

0.54 for PFS

0.32 for severe or 

life-threatening 

toxicity

0.14 for mild or 

moderate chronic 

toxicity

Postmus D, The Oncologist 2018


