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Grade 3–5 AEs and discontinuation1

• Gli AEs di grado 3-5 prevalgono nei pazienti fragili1

• La fragilità impatta negativamente sulla sopravvivenza2

• La mortalità per tossicità e la mortalità per altre cause è rispettivamente 4 volte e 2 volte 

superiore nei pazienti >80 aa rispetto ai pazienti di età <80 aa3

Frailty influences treatment

Overall Survival2 Toxic Deaths3



?
Qual è la migliore strategia di trattamento per il  mio 

paziente in base alle condizioni cliniche?

E’ possibile modificare il trattamento per garantire una 

durata ottimale?

In che modo posso tener conto del FRAILTY SCORE 

del mio paziente

When individualizing treatment, a number of questions should be considered

In che modo il precedente trattamento, la risposta e le tossicità 

influiscono sulle decisioni terapeutiche in caso di recidiva?

When individualizing treatment, a number of questions should be considered
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IFM 2017-03: Phase III Trial of Daratumumab + 
Lenalidomide vs Lenalidomide + Dexamethasone
in Frail Patients With Newly Diagnosed 
Multiple Myeloma
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• Frailty is associated with increased risk of death, disease progression, higher rates of 

nonhematologic AEs, and treatment discontinuation in patients with MM

• DRd is a standard regimen for newly diagnosed transplant-ineligible patients with MM, but rates 

of pneumonia are higher with DRd vs Rd, particularly in frail patients3,4

1. Palumbo. Blood. 2015;125:2068. 

2. Palumbo. JCO. 2015;33:2863. 

3. Facon. Leukemia. 2022;36:1066. 

4. Facon. Leukemia. 2020;34:224. 

5. Manier. ASH 2022. Abstr 569.

Dexamethasone sparing regimen IFM 2017-03 trial (NCT03993912)

• IFM 2017-03 is a phase III trial evaluating whether a Dexa-sparing regimen of Dara+Lena

would be effective and limit toxicity in frail patients compared with Lena+Dexa

• Current interim analysis at 12 mo of therapy reported on response and safety5



• Randomized, open-label, multicenter phase III trial1

• Primary endpoint: PFS

• Interim analysis at 12 mo of therapy: ORR, ≥ VGPR, MRD rate, grade ≥3 AEs

Patients aged ≥65 yr with 

newly diagnosed MM; 

IFM frailty score ≥2*

(N = 293)

DR† (n = 199)
Daratumumab SC 1800 mg Q1W for 8 wk; 
then Q2W for 16 wk; then Q4W thereafter

Lenalidomide 25 mg D1-21 Q28D

Rd (n = 94)
Lenalidomide 25 mg D1-21 Q28D

Dexamethasone 20 mg D1, 8, 15, 22 Q28D
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Stratification by ISS (I vs II vs III) and age (<80 vs ≥80 yr)

†DR included low-dose dexamethasone 20 mg/wk during cycles 1,2, along with SC daratumumab dosing 

*IFM frailty score2: 0-1 = fit; ≥2 = frail 

Dexamethasone sparing regimen IFM 2017-03 trial (NCT03993912)
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Characteristic DR (n = 199) Rd (n = 94)

Median age, yr (range) 81 (68-92) 81 (68-90)

Age category, n (%)
▪ 65 to <70 yr
▪ 70 to <75 yr
▪ 75 to <80 yr
▪ ≥80 yr

2 (1)
30 (15)
49 (25)

118 (59)

2 (2)
13 (14)
19 (20)
61 (65)

Female, n (%) 101 (51) 48 (51)

ECOG PS 0/1/2, % 10/46/44 10/50/40

Charlson ≤1, n (%) 113 (58) 57 (61)

IFM frailty score, n (%)
▪ ≤1
▪ 2
▪ 3
▪ 4
▪ 5

0
57 (29)
81 (41)
44 (22)
17 (9)

0
35 (37)
26 (28)
24 (26)
9 (10)

Characteristic DR (n = 199) Rd (n = 94)

ISS disease stage I/II/III, % 17/51/32 19/53/28

Measurable disease type, n (%)
▪ IgG
▪ IgA
▪ PBJ only
▪ SFLC only

113 (57)
38 (19)
21 (11)
27 (14)

49 (52)
20 (21)
10 (11)
15 (16)

Cytogenetics profile,* n (%)
▪ Standard risk
▪ High risk
▪ del17p
▪ t(4;14)
▪ t(14;16)

148 (83)
31 (17)
16 (9)
9 (5)
6 (3)

60 (78)
17 (22)
11 (14)

5 (6)
3 (3)

Creatinine clearance, n (%)
▪ <30 mL/min
▪ 30 to <60 mL/min
▪ ≥60 mL/min

1 (1)
119 (60)
79 (40)

3 (3)
50 (53)
41 (44)

*Cytogenetic profile NA for DR (n=20); Rd (n=17)
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Dexamethasone sparing regimen IFM 2017-03 trial (NCT03993912)



Response
DR 

(n = 199)
Rd 

(n = 94)
P Value

ORR, %

▪ CR
▪ VGPR
▪ PR

96

17
47
32

85

10
33
42

.001

≥ VGPR 64 43

MRD

at 10-5 by NGS,* %
10 3 .012

*In ITT analysis. MRD was assessed in patients with ≥ VGPR at 12 mo and 
was not assessable or missing for 20.6% of patients in DR arm and 14.1% of 
patients in Rd arm. Patients with missing data were considered MRD positive.

Best overall response rate was significantly higher with DR

Presented at the International Myeloma Society (IMS 2023), Athens, Greece, September 27‒30, 2023

Dexamethasone sparing regimen IFM 2017-03 trial = best response rate at 1 yr



*Cytogenetic profile NA for DR (n=20); Rd (n=17)
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Dexamethasone sparing regimen IFM 2017-03 trial = subgroup analysis of ≥VGPR

improvement in rate of ≥ VGPR with DR 

across all subgroups analyzed, 

including IFM frailty score (P = .87) 

and cytogenetic risk (p .29)



Rate of Response 
Over Time

% of patients 
with ≥ VGPR, %

DR 
(n = 199)

Rd 
(n = 94)

Mo 4 41 26

Mo 8 68 48

Mo 12 71 55
*In ITT analysis. MRD was assessed in patients with ≥ VGPR at 12 mo and 
was not assessable or missing for 20.6% of patients in DR arm and 14.1% of 
patients in Rd arm. Patients with missing data were considered MRD positive.
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Dexamethasone sparing regimen IFM 2017-03 trial = rate of ≥VGPR over time

Deeper responses were obtained with DR at all time points, 
including at early time points



Most Common Grade ≥3 AEs DR (n = 199) Rd (n = 94) P Value

Any grade ≥3 AE, n (%) 164 (82) 64 (68) 0.010

SAE, n (%) 109 (55) 59 (63) 0.21

Grade ≥3 hematologic AEs, n (%)

▪ Anemia
▪ Neutropenia
▪ Thrombocytopenia

109 (55)
21 (11)
91 (46)
18 (9)

24 (26)
2 (2)

17 (18)
3 (3)

<0.0001
0.010

<0.0001
0.089

Grade ≥3 infection, n (%)

▪ Non‒COVID-19 infections
▪ Pneumonia
▪ COVID-19

26 (13)
17 (9)
5 (3)
9 (5)

17 (18)
13 (14)

7 (7)
4 (4)

0.29
0.21

0.060
1

Treatment discontinuation for AE, n (%) 27 (14) 15 (16) 0.65

DR vs Rd
• profilo di tossicità favorevole
• non si associa ad incremento del rischio di infezioni o polmoniti
• “treatment discontinuation rates” simile fra i gruppi

Dexamethasone sparing regimen IFM 2017-03 trial = most common grade ≥3 AEs



Most Common Grade ≥3 AEs

IFM Frailty Score 2 + 3 
(n = 199)

IFM Frailty Score 4 + 5 
(n = 94)

DR 
(n = 138)

Rd 
(n = 61)

P Value
DR 

(n = 61)
Rd 

(n = 33)
P Value

SAE, n (%) 74 (54) 35 (57) 0.65 35 (57) 24 (73) 0.18

Infection, n (%)

▪ Non‒COVID-19 infections
▪ Pneumonia
▪ COVID-19

13 (9)
10 (7)
2 (1)
3 (2)

8 (13)
6 (10)
3 (5)
2 (3)

0.46
0.58
0.17
0.64

13 (21)
7 (11)
3 (5)

6 (10)

9 (27)
7 (21)
4 (12)
2 (6)

0.61
0.23
0.24
0.71

Sottogruppi di Fragilità
• DR vs Rd non si associa ad incremento del rischio di infezioni o polmoniti
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Dexamethasone sparing regimen IFM 2017-03 trial = Infections
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Investigators’ Conclusions - Dexamethasone sparing regimen IFM 2017-03 trial

In phase III IFM 2017-03 trial assessing frail patients with NDMM

• DR was associated with higher response rates vs Rd 
• ORR: 96% with DR vs 85% with Rd

• Higher MRD negativity rates (10% vs 3%, respectively) and rapid responses

• DR associated with favorable safety profile and 

• no increased risk of infection or pneumonia vs Rd 

• Treatment discontinuation rates were similar between arms 

• Investigators concluded that results of this trial are encouraging regarding potential for 
dexamethasone-sparing strategy in frail patients, but longer follow-up is needed, and 
PFS analysis is ongoing
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Frailty and initial treatment intensity in patients 
newly diagnosed with multiple myeloma (MM)
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VRd vs Rd = Background and Objective
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Background

• Randomized trials suggest that initiation of the more intensive triplet VRd vs the less 
intensive doublet Rd in patients NDMM confers superior survival, but it is incertain whether 
this survival benefit generalizes to frail patients 

• Frailty = higher risk of adverse outcome on standard treatment

• SWOG S077 showed VRd vs Rd = mortality benefit

− Only 14% of patients had ECOG >1

• 2-drugs vs 3-drugs regimens in frail patients with NDMM

− Effective control vs treatment tolerability

Objective = 

• mortality benefit in U.S. Veterans with NDMM 

• whether benefit diminished in those with high levels of frailty





RESULTS = balance in key covariates (n=2573)
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Rd after 

matching 

n = 788

VRd after 

matching 

n = 788

SMD after 

match

Age, median 68.3 69.7 0.04

Race/Ethnicity, n(%) 0.03

Nonhispanic 469 (59.5) 467 (59.3)

Black 215 (27.3) 223 (28.3)

Hispanic 42 (5.3) 42 (5.3)

Other 62 (7.9) 56 (7.1)

Frailty, n (%) <0.01

Nonfrail

(VA-FI >0.3)
389 (49.4) 389 (49.4)

Mild frailty 

(VA-FI >0.3)
226 (28.7) 226 (28.7)

Moderate-severe 

frailty (VA-FI >0.3)
173 (22.0) 173 (22.0)

Rd after 

matching 

n = 788

VRd after 

matching 

n = 788

SMD after 

match

Myeloma stage, n(%) <0.01

Stage 1 76 (9.6) 76 (9.6)

Stage 2 200 (25.4) 200 (25.4)

Stage 3 318 (40.4) 318 (40.4)

Missing 194 (24.6) 194 (24.6)

Pretreatment Labs, 

median

Creatinine (mg/dL) 1.2 1.2 0.03

Calcium (mg/dL) 9.2 9.2 0.02

Hgb (gr/dL) 11.0 11.0 0.01

Platelets (n per mL) 203.0 203.0 0.03

SMD (standardized mean difference) < 0.1 suggests adequate balance



RESULTS = mortality for combined overall population
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nella popolazione globale

VRd vs Rd 

è associato a una mortalità inferiore
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RESULTS = as frailty increased, prevalence of MM-related frailty deficits increased
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Stage and MM-related frailty deficits n.(%)
Non Frail

(VA-FI <0.2) 
n = 788

Moderate-severe frailty
(VA-FI >0.3)

n = 346

• Stage 3 MM 152 (19.5) 114 (32.9)

• Anemia 367 (47.2) 294 (85.0)

• Kidney failure 87 (11.2) 162 (46.8)

• Bone disease or pathological fracture 36 (4.6) 64 (18.5)

Conclusions = Our findings not only confirm the mortality benefit of VRd over Rd in U.S. veterans newly 

diagnosed with MM, but also suggest that this benefit is strongest in patients with the highest levels of 

frailty, countering historical recommendations to consider doublets in this population. These findings argue 

that a frail patient’s cancer should be considered as a treatable cause of their frailty wherein more intensive 

treatment may be more effective.
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• Prior to Isa regulatory approval, Isa was available in France under 2 early access programs (EAPs) – compassionate early access 

and early-access authorization

– In compassionate early access, Isa in combination with pomalidomide and dexamethasone (Isa-Pd) was given to participants 

with relapsed/refractory multiple myeloma (RRMM) after ≥2 prior lines of treatment (LOT)

– In early-access authorization, Isa-Pd was given to participants with RRMM after ≥2 prior therapies

• IMAGE was a non-interventional, retrospective cohort study of participants with RRMM enrolled in EAPs for Isa-Pd in France

– The median progression-free survival (PFS) in the overall effectiveness population has been previously reported at 12.4 

months after a median follow-up of 14.2 months

• There are several high-risk characteristics that are associated with poor treatment outcome and shorter survival in multiple 

myeloma (MM) participants, such as advanced age, renal impairment, and high-risk cytogenetics

Introduction (1/8)
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• Here, we report the results from the subgroup analyses of IMAGE based on subgroups of interest – elderly (aged ≥75 years), 

severe renal impairment (<30 mL/min/1.73 m2) and high-risk cytogenetics (presence of del[17p], t[4;14], and t[14;16])
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• The total effectiveness population consisted of 294 participants, and the safety population of 299 participants

• 83 (28.2%) participants were aged ≥75 years, 25 (8.5%) participants had severe renal impairment (<30 mL/min/1.73 m2), and 40 

(13.6%) participants had high-risk cytogenetics. Of note,120 (40.8%) participants had unknown cytogenetic risk

• Roughly one third of participants across all subgroups had International Staging System Stage III disease – 30.1%, 44.0%, and 

37.5% in elderly participants, severe renal impairment, and high-risk cytogenetics, respectively

• All subgroups had a median of 2 prior LOT, apart from participants with severe renal impairment, who had a median of 3 prior 

lines of therapy

• Similar to the overall effectiveness population, around 70% of participants in all subgroups were refractory to lenalidomide and to 

their last line of therapy

• A higher percentage of daratumumab-refractory participants was observed in participants with severe renal impairment (36.0%) 

and high-risk cytogenetics (32.5%) compared with the overall effectiveness population (19.1%) and the elderly subgroup (13.2%)

Introduction (2/8)



Baseline Characteristics (3/8)
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Effectiveness 

population (N=294)

Elderly

(aged ≥75 years; n=83)

Severe Renal 

Impairment (eGFR 

<30 mL/min/1.73 m2; 

n=25)

High-risk cytogenetics 

(n=40)

Median age, years (min–max) 70.2 (39.9–89.8) 79.1 (75.1–89.8) 69.9 (39.9–85.5) 67.8 (49.2–84.9)

ISS Stage, n (%)

Stage I 46 (15.6) 7 (8.4) 3 (12.0) 6 (15.0)

Stage II 41 (13.9) 11 (13.3) 2 (8.0) 4 (10.0)

Stage III 107 (36.4) 25 (30.1) 11 (44.0) 15 (37.5)

Unknown/missing 100 (34.0) 40 (48.2) 9 (36.0) 15 (37.5)

ECOG PS, n (%)

0 45 (15.3) 13 (15.7) 4 (16.0) 10 (25.0)

1 51 (17.3) 18 (21.7) 5 (20.0) 5 (12.5)

2 28 (9.5) 9 (10.8) 0 4 (10.0)

≥3 16 (5.4) 5 (6.0) 1 (4.0) 1 (2.5)

Missing 154 (52.4) 38 (45.8) 15 (60.0) 20 (50.0)

Table 1. Participant baseline characteristics in the overall effectiveness population and elderly, severe renal impairment, and high-

risk cytogenetics subgroups (1/2)
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Table 1. Participant baseline characteristics in the overall effectiveness population and elderly, severe renal impairment, and high-

risk cytogenetics subgroups (2/2)

Effectiveness 

population (N=294)

Elderly

(aged ≥75 years; 

n=83)

Severe renal 

impairment (eGFR 

<30 mL/min/1.73 

m2; n=25)

High-risk 

cytogenetics (n=40)

Prior lines of therapy, n (%)

Median (min-max) 2.00 (1–9) 2.00 (1–9) 3.00 (1–7) 2.00 (1–8)

1 30 (10.2) 6 (7.2) 1 (4.0) 3 (7.5)

2 144 (49.0) 44 (53.0) 11 (44.0) 21 (52.5)

≥3 120 (40.8) 33 (39.8) 13 (52.0) 16 (40.0)

Refractory status, n (%)

Lenalidomide 215 (73.1) 64 (77.1) 18 (72.0) 32 (80.0)

Daratumumab 56 (19.1) 11 (13.3) 9 (36.0) 13 (32.5)

Last line of therapy 207 (70.4) 59 (71.1) 17 (68.0) 29 (72.5)
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Median PFS in the elderly subgroup (aged ≥75 years) was 13.2 

months, similar to that observed in participants aged <75 years at 

12.4 months

Kaplan-Meier curve of median PFS stratified by age

mPFS ≥75 years = 13.2 months

Participants with severe RI (eGFR

<30 mL/min/1.73 m2) had a slightly shorter median PFS of 

10.0 mos compared with 13.2 mos observed in those with 

renal function ≥30 mL/min/1.73 m2

Kaplan-Meier curve of median PFS stratified by RI

mPFS eGFR<30 mL/min = 10.0 mos

mPFS eGFR>30 mL/min = 13.2 mos
mPFS aged <75 years = 12.4 mos

Results (5/8)



ORR and VGPR rate by subgroup of interest
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Results (6/8)

• Elderly participants had a similar ORR and VGPR rate (51.8% and 26.5%, respectively) to that of the overall effectiveness population 

(46.3% and 27.9%)

• In severe Renal Impairment is ORR and VGPR 68.0% and 48.0%, although with a small population size
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Results (7/8)

Primary system organ class preferred term, n (%)
Safety population 

(N=299)

Elderly

(aged ≥75 years; n=83)

Severe renal 

impairment (eGFR 

<30 mL/min/1.73 m2; 

n=26)

High-risk cytogenetics 

(n=40)

Blood and lymphatic system disorders 54 (18.1) 16 (19.3) 4 (15.4) 6 (15.0)

Neutropenia 28 (9.4) 10 (12.0) 0 3 (7.5)

Thrombocytopenia 15 (5.0) 4 (4.8) 1 (3.8) 2 (5.0)

Cytopenia 8 (2.7) 3 (3.6) 2 (7.7) 1 (2.5)

General disorders and administration site conditions 10 (3.3) 6 (7.2) 2 (7.7) 2 (5.0)

Asthenia 4 (1.3) 4 (4.8) 0 1 (2.5)

Infections occurred in 3 participants in the overall safety population, of which 2 were in the elderly subgroup and 1 

pneumonia in a participant with renal impairment. 

No participants with high-risk cytogenetics experienced an infection or infestation

n (%)
Safety population 

(N=299)

Elderly

(aged ≥75 years; n=83)

Severe renal 

impairment (eGFR 

<30 mL/min/1.73 m2; 

n=26)

High-risk cytogenetics 

(n=40)

At least 1 event 79 (26.4) 24 (28.9) 8 (30.8) 10 (25.0)

Leading to Isa temporary discontinuation 24 (8.0) 8 (9.6) 1 (3.8) 4 (10.0)

Leading to Isa permanent discontinuation 4 (1.3) 3 (3.6) 0 1 (2.5)

Leading to pomalidomide dose reduction 17 (5.7) 4 (4.8) 1 (3.8) 3 (7.5)

Leading to pomalidomide temporary discontinuation 32 (10.7) 14 (16.9) 3 (11.5) 2 (5.0)

Leading to Isa-Pd permanent discontinuation 9 (3.0) 1 (1.2) 1 (3.8) 0
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Conclusions (8/8)

• The effectiveness and safety profiles across elderly and severe renal impairment subgroups were similar 

to those observed in the overall effectiveness and safety population, despite a higher percentage of 

daratumumab-refractory participants in the severe renal impairment subgroup

• Of note, participants with severe renal impairment had greater response rates than the effectiveness 

population, although with a small sample size

• A real-world study of Isa-Pd use in the UK has reported a median PFS of 10.9 months after a median 

follow-up of 12.1 months, which is generally similar to that observed in IMAGE. In this dataset, 30.8% 

of participants were aged ≥75 years, 43% had eGFR <60 mL/min, and 14% had high cytogenetic risk11

• The results of these subgroup analyses continue to support Isa-Pd for the treatment of RRMM across 

subgroups
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lenalidomide-dexamethasone therapy vs bortezomib-based therapy in elderly patients
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PATIENTS = n.78

• 50% of pts (n=39) received bortezomib-based therapy, 41% (n=32) received Rd therapy as the first treatment

• pts in group R were older than those in group V (median age 79.3 vs 75.2 years, p=0.003) 

• there was no significant difference between the 2 groups in the distribution of risk groups according to the R-ISS

RESULTS

• ORR = 74.2% in group R vs 74.4% in group V (p=0.987)

• Time to Best Response significantly shorter in group V than in group R (6.8 vs 9.2 mos, p=0.043)

• mPFS 28.8 mos in group R vs 20.2 mos in group V (p=0.042)

• Treatment Discontinuation due to treatment-related complications 55.6% (15 pts) in group R, 38.5% (15 pts) in group V 
(treatment terminated according to the plan)

• 64.1% (n=25) pts in group V received second-line lena-based therapy, whereas only 21.9% (n=6) patients in group R 
received secondary treatment

• The period from the completion of the 1st treatment to the start of the 2nt treatment was 1.0 mos in group R and 3.7 
mos in group V (p=0.042)

• mPFS2 significantly longer in group V (22.6 mos) than in group R (5.4 mos) (p=0.001)

• The mOS was 26.6 months in group R vs 48.7 months in group V (p=0.010) 

CONCLUSIONS = The type of primary treatment did not affect OS
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Isatuximab monotherapy” or “combination therapy with dexamethasone” in older adult patients
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CONCLUSIONS = Isa20 and Isa20+D remain useful and feasible treatment options in a real-world setting, even in frail older 

adult patients with RRMM

PATIENTS = n.15 with RRMM

• 3 pts received Isa20 (n = 3) 12 Isa20+D 

• median age of 83 years (range, 80–92)

• ISS stages I/II/III = 3:5:7 

• median number of prior treatments = 3 

• 5 pts had CC < 30 mL/min

• 8 pts had high-risk cytogenetic abnormalities (at least one of t[4;14], t[14;16], del 17p, or 1q21 gain/amplification)

• 11 pts had previously received daratumumab

RESULTS =

• Disease Control rate (i.e., stable disease or better) was 80% 

• After a median follow-up period of 10 months, the median TTNT was 7.5 months 

• The median OS was not reached

• At the time of analysis, 8 pts had discontinued treatment (the main reason for treatment discontinuation was PD) 

• Regarding adverse events, no unexpected AEs were identified in this study
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Variuous frailty assessment tools
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- shorter OS and PFS times

- higher incidence of non-haematological Adverse Events and treatment discontinuation

Variuous Frailty Assessment Tools



Bonello F., et al.; Pharmaceuticals 2020
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The FiTNEss trial (Myeloma XIV, NCT03720041)

The UKMRA Myeloma XIV FiTNEss trial is a phase III, 

multicentre, randomised controlled trial for NDMM patients 

ineligible for ASCT.

Primary objectives 

1) to compare «early treatment cessation» (within 60 days 

of randomisation) between two groups; 

2) to compare «PFS» for maintenance between R vs R+Ixa.

Frailty score = IMWG vs Myeloma Risk Profile

Population = 638 pts, median age 76 ys (62-93) (22.3% >80)

Punti di forza = 
1) IMWG Frailty Score adjusted dosing
2) Analysis of Frailty Score Dinamism

presented at the International Myeloma Society (IMS 2023), Athens, Greece, September 27‒30, 2023

Analysis of FS dynamism in IRd arm (n=319) calculating 

the FS at 2, 4, 6, 12 months = 

1) FIT = 20.9% deterioration in FS score at any timepoint

2 UNFIT = 

• 26.7% deterioration at any timepoint; 

• 16.2% improvement at any timepoint

3) FRAIL = 15.4% improvement at any timepoint



The FiTNEss trial (Myeloma XIV, NCT03720041)

Pazienti di età >80 anni (n = 47, 100% FRAIL) 

- 42.6% pz (n=20) riclassificati come FIT

- 38.3% pz (n=18) riclassificati come UNFIT

- 19.2% pz (n=9) mantengono la categoria FRAIL 

Pazienti di età ≥76<80 anni (n = 65, 53.8% UNFIT, 46.2% FRAIL) 

- 53.8% pz UNFIT (n=35) riclassificati come FIT

- 29.2% pz FRAIL (n=19) riclassificati come UNFIT

- 16.9% pz FRAIL (n=11) mantengono la categoria FRAIL 

La concordanza IMWG e MyelomaRiskProfile 48,9% dei pazienti 

(88/180) 

- 37.2% pz FIT classificati come basso-rischio MRP

- 32.1% pz UNFIT classificati come rischio-intermedio MRP

- 65.5% pz FRAIL mantengono la categoria ad alto-rischio MRP

L’analisi della fragilità è stata ripetuta eliminando il contributo dell'età. 
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The simplified frailty index (S-FI) identifies a less vulnerable 
population of frail patients than patients who are defined 
frail using the International Myeloma working Group Frailty 
index (IMWG-FI)
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Simplified Frailty Index (S-FI) vs IMWG-Frailty Index = HOVON 123 and HOVON 143 

La fragilità è stato ricalcolata ricorrendo a IMWG_FI
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HOVON 123 + HOVON 143

n=368 pts

n=341 pts

pts valutabili



Simplified Frailty Index (S-FI) vs IMWG-Frailty Index = HOVON 123 and HOVON 143 

67 pazienti INTERMEDIATE-FIT sec. S-FI

- 91% pazienti (n=61) rimangono INTERMEDIATE-FIT sec. IMWG-FI

- 9% pazienti (n=6) vengono riclassificati come FRAIL sec. IMWG-FI

La fragilità è stato ricalcolata ricorrendo a IMWG_FI

272 pazienti FRAIL sec. S-FI

- 74% pazienti (n=202) rimangono FRAIL sec. IMWG-FI

- 26% pazienti (n=70*) vengono riclassificati come INTERMEDIATE-FIT sec. IMWG-FI

• pazienti di età <80 aa = 0%, 

• ADL indipendenti 69%,

• IADL indipendenti 93%,

• CCI <1 = 80% 

Poster P-116 - presented at the International Myeloma Society (IMS 2023), Athens, Greece, September 27‒30, 2023

HOVON 123 + HOVON 143

n=368 pts

n=341 pts

MESSAGGIO = I differenti SCORE DI FRAGILITA’ possono identificare POPOLAZIONI DIFFERENTI

pts valutabili
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with Patient Reported Outcomes (PROs) for older adults 
with multiple myeloma
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Mian H. et al.; Blood Cancer Journal 2023; 13:76

A prognostic survival model incorporating PROs for elderly patients with MM 

Gli autori concorrono allo sviluppo e alla
validazione di un modello di sopravvivenza
che incorpora gli outcomes riportati dai
pazienti. 

In quseto studio, il cresente numero di 
sintomi gravi riportati dai pazienti
nell’anno precedente era associato ad una
ridotta sopravvivenza.

Ciò ha consentito ai pazienti di far parte 
del processo decisionale.
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A prognostic survival model incorporating PROs for elderly patients with MM 



A prognostic score based on age, eGFR (CKD-EPI), performance status and 
ultra-high-risk disease outperforms R2-ISS for elderly myeloma patients: an 
analysis of the Greek myeloma study group registry
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Age, PS, eGFR and ultra-high-risk disease outperform R2-ISS in elderly pts 
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In uni e multivariata conservano valore
prognostico negativo =

• Età ≥75 ys

• eGFR <40ml/min/1.73 m2

• ECOG ≥2 

• Ultra-high-risk MM 

4 gruppi di rischio prognostico =

• Low = 0 punti

• Low-intermediate = 1 punto

• Intermediate-high = 2 punti

• High = 3 punti

OS per gruppo di rischio =

• Low = 79 mesi (65-92)

• Low-intermediate = 60 mesi (52-68)

• Intermediate-high = 42 mesi (36-48)

• High = 15 mesi (9-20)

Variabili = età ≥75 ys, eGFR <40ml/min/1.73 m2, 
ECOG ≥2, ultra-high-risk MM, R-ISS, R2-ISS, 
ECOG≥2, anemia, lena-based-therapy, 
daratumumab-based-therapy 



Determining the “impact of multimorbidity” in older patients 
initiating treatment for newly-diagnosed multiple myeloma using 
artificial intelligence/ machine learning methods
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CONCLUSIONS
Our findings in a real-world population of older adults with MM initiating treatment highlight that including information on 

multimorbidity alongside MM-specific information yields far superior prediction of mortality compared to a focus only on MM-
specific information. Further investigation into the disease-disease, disease-drug, and drug-drug interactions that mediate this

risk will yield important clinical insights into the mechanisms of mortality in patients treated outside of clinical trials.
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Survey of multiple myeloma (MM) patients and healthcare 
professionals (HCPs) on the relevance of existing health 
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