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540 patients > 65 years

Kumar et al. Leukemia 2014
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Quels sont les schémas de 
traitement standard à ce jour en 
situation de première ligne pour 

un patient non éligible à une 
intensification ?



MPT, MPV et RD sont dorénavant reconnus

comme des traitements standards 

de première ligne hors intensification

2014: EMN guidelines2

Bortezomib-melphalan-prednisone or melphalan-prednisone-thalidomide are the 

standards of care for transplant-ineligible patients"

1. Ludwig H, et al. Leukemia. 2014;28:525-42. 2. Engelhardt M, et al. Haematologica. 2014;99:232-42.

3. NCCN Guidelines Multiple Myeloma. Version 1.2014. 4. Benboubker et al. N Engl J Med 2014;371:906-17.  

2014: IMWG guidelines1

Recommended treatments for patients not eligible for high-dose therapy, 

or in case the transplant procedure is not available, 

include  MPT, MPV and CTD"

2014: NCCN guidelines3

MPT is one of the five preferred primary regimens for non-transplant candidates 

with multiple myeloma

Feb 2015:  Lenalidomide + DXM until progression

US Food and Drug Administration + European Medicines Agency Approval



MPT et MPV

évolution via expérience clinique

ÅMPT: relativement stable

ïthalidomide 100 (or 200 mg/j)

ÅMPV: evolution importante au cours du temps

ïDôun schéma 2 fois/sem à 1 fois/sem1,2 (2010)

ïDe lôi.v. verslôadministrations.c.3 (2012)

ïLôadministrationSC hebdomadaire fait partie

dorénavant du schéma standard du traitement par 

MPV ou autre schéma à base de Velcade chez le 

sujet âgé

1. Palumbo A, et al. J Clin Oncol. 2010;28:5101-9.

2. Mateos MV, et al. Lancet Oncol. 2010;11:934-41.

3. Moreau P, et al. Lancet Oncol. 2011;12:431-40.



Et dès demain ?
±ƻƛǊŜ ŀǳƧƻǳǊŘΩƘǳƛΧ



FIRST (IFM2007-01/MM-020): 
Study Design

1. Benboubker L et al. N Engl J Med. 2014;371:906. 

2. Facon T et al. Lancet. 2007;370:1209. 

3. Hulin C et al. J Clin Oncol. 2009;27:3664.

Avet-Loiseau H et al. Blood. 2015;126: Abstract 730. 

Pts aged >75 yrs: LoDEX 20 mg D1, 8, 15 & 22/28; MEL 0.2 mg/kg D1ï4; THAL 100 mg D1ï42/42.

All pts received thromboprophylaxis. 

ÅStratification: age, country, and ISS stage

Arm B
Rd18

Arm C
MPT

LEN + LoDEX 18 Cycles (72 wks)      LENALIDOMIDE    
25 mg D1-21/28
LoDEX                   40 mg D1, 8, 15 & 22/28

MEL + PRED + THAL 12 Cycles2,3 (72 wks)
MELPHALAN          0.25 mg/kg D1-4/42
PREDNISONE        2 mg/kg D1-4/42
THALIDOMIDE       200 mg D1-42/42

Active Treatment + PFS Follow-Up Phase

LEN + LoDEX Continuously
LENALIDOMIDE    25 mg D1-21/28
LoDEX                   40 mg D1, 8, 15 & 22/28

Arm A
Rd Continuous

LT Follow-Up
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Hazard ratio 
Rd vs MPT: 0.69; P<0.001
Rd vs Rd18: 0.71; P<0.001
Rd18 vs MPT: 0.99; P=0.866

IFM 2007-01 FIRST Trial: PFS and OS

1. Lenalidomide European Public Assessment Report. March 2015. 

2. Facon T et al. J Clin Oncol. 2015;33: Abstract 8524. 
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PFS (months)

33%

14%

13%

Median PFS

Rd (n = 535) 26.0 mos

Rd18 (n = 

541)

21.0 mos 

MPT (n = 

547)

21.9 mos

PFS as per investigator assessment1

Hazard ratio 
Rd vs MPT: 0.75; P=0.002
Rd vs Rd18: 0.91; P=0.30

OS (months)

OS2

Data cut-off: 3 March 2014
Median follow-up: 45.5 mos
697 deaths (43% of ITT)

Median OS

4-year 

OS

Rd (n = 535) 58.9 mos 60%

Rd18 (n = 541) 56.7 mos 57%

MPT (n = 547) 48.5 mos 51%
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Å Median PFS was prolonged in patients who responded to Rd 

continuous vs MPT, particularly in those who achieved a deeper 

response (CR/VGPR) 

Progression-Free Survival by Response 

CR, complete response; DOT, duration of treatment; HR, hazard ratio; MPT, melphalan, prednisone, thalidomide; PFS, progression-free survival; PR, partial response; Rd continuous, lenalidomide 

plus low-dose dexamethasone until disease progression; Rd18, lenalidomide plus low-dose dexamethasone for 18 cycles; VGPR, very good partial response.

Median 

PFS, mo

4-year 

PFS, %

Rd cont (n = 260) 52.5 53.8

Rd18 (n = 255) 30.0 24.3

MPT (n = 167) 31.8 25.3

HR (95% CI)

Rd continuous vs MPT:

0.52 (0.40-0.66), P < .00001

PFS (Ó PR)PFS (CR/VGPR)

HR (95% CI)

Rd continuous vs MPT: 

0.65 (0.55-0.77), P < .00001
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Median 

PFS, mo

4-year 

PFS, %

Rd cont (n = 432) 33.2 38.4

Rd18 (n = 425) 23.1 16.2

MPT (n = 369) 25.8 16.0



Traitement au long cours 
systématique ??



Å Rd continuous extended the median TTNT compared with MPT

Å Median TTNT was longer in patients who achieved CR/VGPR with 

Rd continuous vs those with MPT 

Time to Next Anti-Myeloma Treatment

CR, complete response; HR, hazard ratio; ITT, intent-to-treat population; MPT, melphalan, prednisone, thalidomide; PR, partial response; Rd continuous, lenalidomide plus low-dose dexamethasone 

until disease progression; Rd18, lenalidomide plus low-dose dexamethasone for 18 cycles; TTNT, time to next anti-myeloma treatment; VGPR, very good partial response.

Favors Rd Continuous Favors MPT

Subgroup

Rd continuous 

vs MPT

HR & 95% CI 

Median TTNT (mo)
Rd continuous 

vs MPT

HR (95% CI)

Rd 

continuous Rd18 MPT

36.7 28.5 26.7 0.63 (0.54-0.73)

69.5 39.9 37.7 0.42 (0.32-0.54)

49.1 31.8 31.7 0.61 (0.51-0.73)
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Lenalidomide is Highly Effective Maintenance 
Therapy in MM: Phase 3 Myeloma XI study

ÅLenalidomide continued to disease progression versus no 
therapy in both newly diagnosed transplant eligible (TE) 
and transplant non-eligible (TNE) populations

ÅHematologic second primary malignancy 0.9% with 
maintenance vs 0.3% with no maintenance

Jackson G et al. Blood. 2016;128: Abstract 1143.

TE (n=828) TNE (n=722)

P

ValueMaint

No 

Maint Maint

No 

Maint

Median PFS 

(mos)
60 28 26 12

<0.000

1



MPV et VelcadeBased
old fashion??





CLARION: Trial design

Newly Diagnosed MM (Target N = 882)

ÅTransplant-ineligible

Stratification:

ÅISS stage (1 vs. 2 or 3)

ÅPlanned BTZ route of administration 

(IV or SC)

ÅRegion (North America, Europe, Asia, 

or other)

ÅAge (< 75 yrsvs. Ó 75 yrs)

KMP
Carfilzomib: 20/36 mg/m2 IV D1, 2, 8, 9, 22, 23, 29, 30

Melphalan 9 mg/m2 D1-4; Prednisone 60 mg/m2 D1-4

VMP
Bortezomib: 1.3 mg/m2 D1, 4, 8, 11, 22, 25, 29, 32 Cycles 1-

4

then D1, 8, 22, 29 Cycles 5-9

Melphalan: 9 mg/m2 D1-4; Prednisone 60 mg/m2 D1-4

54 Weeks of Treatment as 9 x 6-week cycles

1:1

Primary endpoint: PFS

Secondary endpoints: OS, ORR (ÓPR), 

CRR, Neuropathy events, HR-QOL, Safety

ClinicalTrials.gov. Phase 3 Study of Carfilzomib, Melphalan, Prednisone vs Bortezomib, Melphalan, Prednisone in Newly Diagnosed Multiple Myeloma

(CLARION). https://clinicaltrials.gov/ct2/show/NCT01818752?term=clarion&rank=1. 



Top-line results from Ph 3 CLARION study in 

newly diagnosed multiple myeloma patients

CLARION did not meet the primary endpoint of superiority in PFS

¸ ñThe trial did not meet the primary endpoint of superiority in PFSò

ïHR = 0.91 (95% CI, 0.75 - 1.10)

ïMedian PFS: 22.3 months for KMP vs 22.1 months for VMP

¸ ñThe data for overall survival, a secondary endpoint, are not yet matureò

ïObserved HR: 1.21 (95% CI, 0.90 - 1.64)

¸ ñNeither result was statistically significantò

Adverse events in the KMP arm were consistent with the known safety 

profile of Kyprolis

¸ Incidence of GrÓ3 AEs: 74.7% in KMP vs 76.2% in VMP

¸ Fatal treatment-emergent AEs: 6.5% in KMP vs 4.3% in VMP

¸ Incidence of GrÓ2 peripheral neuropathy: 2.5% in KMP vs 35.1% in VMP 

(secondary endpoint)

EFFICACY

SAFETY

VMP: Velcade, melphalan, prednison; KMP: Kyprolis, melphalan, prednison.

http://wwwext.amgen.com/media/news-releases/2016/09/amgen-announces-topline-results-from-phase-3-

kyprolis-carfilzomib-clarion-study-in-newly-diagnosed-multiple-myeloma-patients..



August 24, 2017 ïGenmab A/S (Nasdaq Copenhagen: 

GEN) announced today topline results from the Phase 

III ALCYONE study (MMY3007)

ÅDaratumumab in combination with bortezomib, melphalan and 

prednisone (VMP) versus VMP alone as front line treatment for 

newly diagnosed patients who are not considered candidates for 

autologous stem cell transplantation (ASCT). The study met the 

primary endpoint of improving progression free survival (PFS) at a 

pre-planned interim analysis (Hazard Ratio (HR) = 0.50 (95% CI 0.38-

0.65), p < 0.0001).

ÅTreatment with daratumumab reduced the risk of disease progression 

or death by 50%, as compared to those who did not receive 

daratumumab. The median PFS for patients treated with 

daratumumab in combination with VMP has not been reached, 

compared to an estimated median PFS of 18.1 months for

Åpatients who received VMP alone.

ÅOverall, the safety profile of daratumumab in combination with VMP is 

consistent with the known safety profile of the VMP regimen and the 

known safety profile of daratumumab



Toleranceet complications



Mortality due to adverse eventsin 1435 patients (>65 years) 
treated with either MP, MPT, VMP, VTP/VMPT

modifiedaccordingto BirnghamSD et al., Haematologica2013 

Median FU: 33 months

@ 5 years, 

alive dead

64.0

%

36

%

76% Progressive disease

26% Adverse events

33.0

%

33.0

%
8.6

%

%

8.6

%

%

Infections Cardiac VTE       SPM

events
922         513
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Durée de traitement et Tolérance

Age Ò 75 Years Age > 75 Years

Rd 

Continuous 

(n = 347)

Rd18

(n = 348)

MPT

(n = 357)

Rd 

Continuous

(n = 185)

Rd18

(n = 192)

MPT

(n = 184)

Overall treatment duration

Median, months 19 17 16 16 15 12

Treatment 

exposure Ó 2 

years, %

41 0 < 1a 35 0 1a

Lenalidomide/thalidomide

Dose reductions 

due to AEs, %
37 27 52 44 32 36

Discontinuations 

due to AEs,%
21 14 26 26 23 29

At full planned 

dose at 72 weeks, 

%b

40 44 16 30 27 19

a 2 patients on the MPT arm (1 patient per age group) were on treatment Ó 2 years due to treatment delays.
b For patients with a starting dose of lenalidomide25 mg or thalidomide 200 mg if they were aged Ò 75 years and 100 mg if they were aged > 75  years.

AE, adverse event; MPT, melphalan, prednisone, thalidomide; Rd, lenalidomide plus low-dose dexamethasone; Rd18, lenalidomide plus low-dose 

dexamethasone for 18 cycles.



Eligibility for ASCT

No

First option: VMP, Rd, VRD

Second option: VCD, MPT

Other options : BP, CTD, MP

FRONTLINE THERAPY

ESMO guidelines, Moreau et al. Ann Oncol 2017, in press



After 
induction

SWOG S0777: Study Design

Durie B et al. Lancet 2016 on line. 

Randomization

N = 525
Stratification:

ÅISS (I, II, III)

ÅIntent to 
transplant at 
progression 
(yes/no)

Rd maintenance 
until PD, toxicity, 

or withdrawal

ÅAll patients received aspirin 325 mg/day
ÅVRd patients received HSV prophylaxis

Eight 21-day cycles of VRd
Bortezomib 1.3/mg2 IV

Days 1, 4, 8, and 11

Lenalidomide 25 mg/day PO

Days 1ï14

Dexamethasone 20 mg/day PO

Days 1, 2, 4, 5, 8, 9, 11, 12

Six 28-day cycles of Rd
Lenalidomide 25 mg/day PO

Days 1-21

Dexamethasone 40 mg/day PO

Days 1, 8, 15, 22

Lenalidomide 25 mg 
PO days 1ï21

Dexamethasone 40 mg 
PO days 1, 8,15, 22

a National Cancer Institute program



SWOG S0777: PFS and OS by 
Assigned Treatment Arm

HR = 0.712 (0.560, 0.906)*
Log-rank P value = 0.0018 
(one sided)*

HR = 0.709 (0.516, 0.973)*
Log-rank P value = 0.0250 
(two sided)*

* Stratified

Months From Registration
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Events/N
Median in 
months

VRd 137/242 43 (39, 52)

Rd 166/229 30 (25, 39)

OS by assigned treatment arm

Rd

VRd

Rd

VRd

Durie B et al. Blood. 2015;126: Abstract 25. 

a National Cancer Institute program
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/ƻƳƳŜƴǘ ǎΩƻǊƛŜƴǘŜǊ 
entre le jeune retraité actif 
Ŝǘ ƭΩƻŎǘƻƎŞƴŀƛǊŜ ŦǊŀƎƛƭŜ Κ



Turesson I. et al, Mayo Clinic proceedings, 85, 225-30, 2010

Étude sur l incidence du MM à Malmö entre 1950 et 2005

Entre 1950-79 et 1980-05: âge médian passe de 70 à 74 ans

Nouveaux diagnostics > 80 ans : augmentation de 16 à 31%

Prévision d augmentation d incidence de 57% entre 2010 et 2030



1. Charlson M, et al. J 

Chronic Dis.1987;

40:373-83 

2. Katz S, et al. JAMA 

1963;185:914-9.

3. Lawton MP, et al. 

Gerontologist. 1969;9:179-

86. 



Essai FIRST
Analyse selon facteur fragilité
EHA 2016 

27
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26,5 33,9 28,2

56,3 50,6 54
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FIT + ISS 1 : PFS médiane 34 mois, OS médiane non atteinte 

PFS
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