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7%

42%
51%

distribuzione per fascia età nel 2015

0-49 anni 50-69 anni oltre 70 anni

433 casi nel 2015 in Veneto
Nel       picco di incidenza nella fascia di età 80-85 anni (58 casi per 100.000 ab /anno) 



Five-year relative survival rates according to the year of diagnosis 
and the patients' age at diagnosis of multiple myeloma. 

Palumbo A et al. Blood 2011;118:4519-4529



Overall survival comparison between patients diagnosed during 2001- 2005 and 
those diagnosed during 2006-2010 limited to patients < 65 years or younger (panel 

A) and patients >65 years or old (panel B).

A

B

S K Kumar, Leukemia  2013

6 year- OS 56%

6 year- OS 31%



Treatment decision in (old) patients

Myeloma
features:

cytogenetics, 
symptoms, ISS,

prognostic factors

Treatment 
options:
efficacy
toxicity

Patients features:
comorbilities

autonomy
VGM

caregiver

Goals of care:
patient expectation

understanding
life expectancy



Until 65 y n 
= 2347

66 – 75 y n 
= 1239

> 75 y     n 
= 651

p value

Del 13 45% 43.6% 37% 0.004

t (4;14) 14.3% 10.9% 8.3% <.0001

Del 17p 6% 5.9% 6.1% NS

• Medullary samples centrally analyzed by fluorescence 
in situ hybridation (FISH) : Cytogenetic Unit Pr Avet-Loiseau

Avet-Loiseau H. et al , 2011

Chromosome Abnormalities



CR predicts long term outcome
Analysis of 1175 elderly patients

PFS

Gay F et al. Blood  2011 Mar 17;117(11):3025-31
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Impact of reaching MRD negativity on time-to progression according to 

patients’ age (n=162)

Paiva B et al Blood 2016
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2017

Moreau et al

≥ VGPR 40-50%
median PFS  2 years
median 0S 5 years



Patients (%)

Drop out for AEnon-haematol grade 3-5 AE 
Neuropathy, cardiac events,  
thrombosis, infections

46 % (40-55)

45% (33-91) 

20 %

35 % (16-45)

26 %

0 10 20 30 40 50

MPT

VMP 23% (17-34)

MPR



author Any grade 
3-5 AE

discontinuation PFS
median

OS%

Standard dose therapies

VMP
Bortezomib 

1,4,8,11

91 34 21.7 mo 46% at 5 y

RD
Dexa 480 mg /mo

52 27 22.3 78% at 2 y

Lower dose therapies

VMP
Bortezomib 

1,8,15,21

51 12-17 24.8 mo 51 % at 5 y

Rd
Dexa 160 mg/mo

35 19 26.1 mo 88% at 2 y

OUTCOME OF PATIENTS TREATED WITH FULL-DOSE OR 
REDUCED-DOSE REGIMENS

Palumbo et al. N Engl J Med 2012;366(19):1759-65            Rajkumar et al, Lancet Oncology 2010;11(1):29-37
San Miguel et al. N Engl J Med 2008; 359: 906-917



GERIATRIC ASSESSMENT

How I treat fragile MM
Larocca & Palumbo
Blood Nov 2015



INADEGUATE 
DEFINITION 

OF VGM



Palumbo et al, Blood 2015

Relationship between fitness and clinical outcomes

OS

PFS

GRADE III-IV
ADVERSE EVENTS

DISCONTINUATIONS



Rd1

Nine 28-day courses
R: 25 mg, d 1-21
d: 40 mg, d 1,8,15,22

C3PR
Nine 28-day courses
C: 50 mg, d1-21
P: 25 mg, 3 times wk
R: 25 mg, d1-21
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MAINTENANCE
28-day course until relpase
R: 10 mg/day, days 1-21 
P: 25 mg; 3 times wk

MAINTENANCE
28-day courses until relapse
R: 10 mg/day, days 1-21 

M2PR
Nine 28-day courses
M: 0.18 mg/kg, d 1-4
P: 1.5 mg/kg, d 1-4
R: 10 mg, d1-21

EMN-01 Study Design
662 patients have been randomized

from August 2009 to August 2012

>75 years: 1Dexamethasone 20 mg/week; 2Melphalan 0.13 mg/Kg;
3Cyclophosphamide: 50 mg one day ondays 1-21 

R, Lenalidomide; d, low dose dexamethasone; C, cyclophosphamide; M, melphalan; P, prednisone

Magarotto V et al, Blood 2016;127:1102-1108



Valeria Magarotto et al. Blood 2016;127:1102-1108

median PFS  triplet 22 mo vs doublet 21 mo

4-y OS triplet 67% vs doublet 58%

(median follow up 39 mesi)

At least one grade > 3 grade hematological event was 29% of RD, 32% of CPR and 68% of MPR



Rd-R vs Continuous Rd in Intermediate-Fit Elderly Pts: 
Event-Free Survival (Primary Endpoint)

• 9% discontinued study < 60 
days from start of therapy, 
due to

– Toxicity: 4.5%
– Toxic death: 1.5%
– Decline in condition or 

lost to follow-up: 1.5%
– PD: 0.5%
– Death not related to 

MM: 1% 

• Similar EFS observed for 
patients deemed 
intermediate-fit due to age 
or geriatric assessment

Larocca. ASH 2018. Abstr 305. 

Follow-up: 25 mos 
HR: 0.72 (95% CI: 0.52-0.99; 
P = .044)

Rd-R (n = 
101)
Rd (n = 
98)

Median EFS, 
Mos
9.3
6.6

Early discontinuation
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• Multicenter, randomized, controlled phase III trial of Rd induction followed 
by R maintenance at 10/day vs Continuous Rd at 25 /day 
median EFS: Rd-R (n.101) 9.3 mo vs Rd (n.98) 6.6 mo

months from enrollement
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Larocca et al, Leukemia 2018

FRAILTY STATUS



IMWG* 2y-PFS 2y-OS R-MCI 2y-PFS 2y-OS

fit 21% 62% 89% 38% 68% 90%

Intermediate 35% 62% 87% 49% 53% 86%

frail 44% 42% 77% 13% 14% 52%

AIM: comparison between 2 frailty scores

METHODS : retrospective data collection of 411  patients with a medain age of 79 years
with MM at 6 university hospitals in South Korea between December 2012 and Oct 2017. 
All patients have been treated with bortezomib, melphalan and prednisone (VMP) as a 

first-line treatment.

*ADL and IADL replaced with ECOG

Conclusions:
Frail patients showed a significant short survival in PFS and OS compared to fit patients.
However, prospective data and new frailty score are needed

The clinical impact of frailty in transplant ineligible patients with multiple 

myeloma treated with bortezomib-based chemotherapy as front line therapy

Ho Sup Leeet al, IMW2019: OAB 15 



Larocca et al, Leukemia 2018

FRAILTY STATUS: RECOMMENDATIONS

“Less toxic for frail” drugs
“Frail” drugs/regimens





Alcyone: study design

Mateos et al. N E J M 2018
Dimopoulos et al. Oral presentation 156 ASH 2018

356 patients
≥ 75 y:         30%
ECOG 0-1:      80%
Standard risk cyto:84% 



Facon et al. Oral presentation LBA-2 ASH 2018; N E J M 2019 May

Maia: study design

737 patients
≥ 75 y:                      44%
ECOG0-1:                 84%
Standard risk cyto :86% 



Original RVd Lite RVd Dara-VMP Dara-RD

Study
name/autho
r

Durie 2017 O’Donell 2018 Alcyone Maia

Phase RVd vs Rd Phase 2 Dara-VMP vs
VMP

Dara-Rd vs Rd

N° pts 525 53 356 737

Median age 63 y 73 y 71 y 73 y

OR (CR) 82% (16%) 86% (44%) 91% (45%) 93 % (48%)

PFS 43  mo 35 mo 60% at 30 mo 71% at 30 mo

OS 75  mo NR at 30 mo NR at 30 mo NR at 30 mo

Extrahemat
toxicity

Higher
neuropathy in 

RVd arm

3-4 WHO 
neuropathy

3%

Similar in both
arms

Similar in both
arms

OUTCOME OF NEW STANDARDS 



PFS in Prespecified Subgroups

DVMP prolonged PFS across all subgroups analyzed

Dimopoulos et al. Oral presentation 156 ASH 2018



Dara-R(d) RVD/RVD lite
dara-VMP

dara-VRD
isatuximab-VRD
KRD

± ASCT

PROPOSAL

Facon T, personal communication IMW 2019



CONCLUSIONS

uFrailty score recognized by the haematology
community are urgent.

uNew standards will enter clinical practice, placing
beside the old combinations. 

u“Frail drugs/regimens” should be confirmed by  
real word data and patients reported outcome.



VP
Nine 28-day courses
V: 1,3 mg/mq, d 1,8,15,22
P: 50 mg, every other day

VMP
Nine 28-day courses
V: 1,3 mg/mq, d 1,8,15,22
P: 50 mg, every other day
M: 2 mg, every other day
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VCP
Nine 28-day courses
V: 1,3 mg/mq, d 1,8,15,22
P: 50 mg, every other day
C: 50 mg, every other day

A PHASE 2 STUDY WITH 3 LOW INTENSITY BORTEZOMIB REGIMENS

152 patients  >75 years were randomized

V, bortezomib; ; C, cyclophosphamide; M, melphalan; P, prednisone

Larocca et al, Leukemia 2016

Maintenance until relapse

V: 1,3 mg/mq, d 1,15



54%

30%

16%

Larocca et al, Leukemia 2016

Geriatric assessment

Fit

Intermediate 
Fitness

Frail

median PFS 14.0 vs 15.2 vs 17.1 months

2-year OS 60% vs 70% vs 76%

The discontinuation rate for AEs was 12% of VP, 14% of VCP  and 20% of VMP







agent FIT patients
Level 0

UNFIT patients
Level -1

FRAIL patients
Level -2

thalidomide 100 mg/d 50 mg/d 50 mg/qod

Lemalidomide 25 mg/d 1-21 15 mg/d 1-21 10 mg/d 1-21

Bortezomib 1,3 mg/mq 1,4,8,11 1,3 mg/mq 1,8,15,21 1,0 mg/mq 1,8,15,21

Dexamethasone 160 mg/4w 80 mg/4w 40 mg/4w

prednisone 60 mg/mq 1-4 30 mg/mq 1-4 15 mg/mq 1-4

melphalan 0.25 mg/Kg 1-4 0.18 mg/Kg 1-4 0.13 mg/Kg 1-4

cyclophosphamide 100 mg/d 50 mg/d 50 mg/qod

Palumbo et al, Blood 2012

PERSONALIZED THERAPY ACCORDING 
TO AGE AND VULNERABLITY








