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Phase III Study SchemaPhase III Study Schema
N = 459, 82 centers in Europe, Australia, and Israel
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Stratified by age (≤ 75 vs > 75 years) and stage (ISS I/II vs III)
M, melphalan; P, prednisone; R, lenalidomide; PBO, placebo; po, orally; ISS, International Staging System.
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Patient CharacteristicsPatient Characteristics

MPR-R
N = 152

MPR
N = 153

MP
N = 154N = 152 N = 153 N = 154

Median age, years (range) 71
(65-87)

71
(65-86)

72
(65-91)( ) ( ) ( )

65 - 75 years of age, % 76 76 75

BM plasma cells, % 35 39 35BM plasma cells, % 35 39 35

CrCL <60 mL/min, % 51 45 49

ISS Stage I / II / III, % 18 / 33 / 49 21 / 31 / 48 18 / 31 / 51ISS Stage I / II / III, % 18 / 33 / 49 21 / 31 / 48 18 / 31 / 51

BM, bone marrow; CrCL, creatinine clearance; ISS, International Staging System.
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Updated Follow-UpUpdated Follow-UpUpdated Follow UpUpdated Follow Up
• First interim analysis at 50% of events (ASH 2009)

• Second interim analysis at 70% of events
– Data cut-off December 1, 2009
– No patient unblinded

• Median follow-up: 21 months

• Central adjudication committee reviewed efficacy 
data
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Best Response Rate Best Response Rate pp

Best overall responsea MPR-R
N = 152

MPR
N = 153

MP 
N = 154

P Value
(MPR R MP)

p N = 152 N = 153 N = 154 (MPR-R vs MP)

ORR (≥PR), % 77 68 50 <.001
CRb, % 16 11 4 <.001CR , % 16 11 4 <.001
≥VGPRc, % 32 33 12 <.001
PR, % 45 35 38 —

SD, % 18 26 46 —
Median time to first response, 
months 2 2 3 <.001months 

a As measured using EBMT criteria (Bladé J, et al. Br J Haematol. 1998;102(5):1115-1123)
b Immunofixation negative with or without bone marrow confirmation
c VGPR: >90% reduction in M-protein
ORR, overall response rate; CR, complete response; VGPR, very good partial response; PR, partial response; SD, 
stable disease
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Response Improves Over Time
≥VGPR i All P ti t

Response Improves Over Time
≥VGPR i All P ti t≥VGPR in All Patients≥VGPR in All Patients
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Progression-Free Survival
58% Reduced Risk of Progression 

Progression-Free Survival
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MPR-R 152 115 89 66 35 17 2 – –
MP 154 112 85 43 19 2 – – –
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PFS Hazard Ratios by Subgroups
MPR-R vs MP

PFS Hazard Ratios by Subgroups
MPR-R vs MP

Subgroup HR (95% CI)

Age 65-75 years 0.315 (0.204, 0.485)

Age > 75 years 1.035 (0.516, 2.073)

Male 0.369 (0.218, 0.624)

F l 0 488 (0 293 0 814)Female 0.488 (0.293, 0.814)

ISS stage I/II 0.328 (0.181, 0.592)

ISS stage III 0.513 (0.323, 0.816)

Cr ≥ 60 mL/min 0 225 (0 123 0 412)CrCL ≥ 60 mL/min 0.225 (0.123, 0.412)

CrCL < 60 mL/min 0.670 (0.419, 1.072)

β2M ≤ 5.5 mg/L 0.312 (0.180, 0.541)

β2M > 5 5 mg/L 0 549 (0 335 0 902)β2M > 5.5 mg/L 0.549 (0.335, 0.902)

0.0625 0. 25 1 4

8
Favoring MPR-R Favoring MP

ISS, International Staging System; CrCL, Creatinine Clerance; β2M, beta 2 microglobulin. 
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Progression-Free Survival
All Patients

Progression-Free Survival
All Patients
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Time, months
No. at Risk
MPR-R 152 115 89 66 35 17 2 – –5 5 89 66 35
MPR 153 120 90 36 17 7 – – –
MP 154 112 85 43 19 2 – – –
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Progression-Free Survival 
65 - 75 Years of Age

Progression-Free Survival 
65 - 75 Years of Agegg

100 2-Year PFS Median PFS

MPR-R 61% Not reached

MPR 27% 14 7 th
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0

Time, months
No. at Risk
MPR-R 116 91 75 57 31 15 2 – –
MPR 116 97 77 31 16 7 – – –
MP 116 82 62 29 13 1 – – –
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Treatment – Initial 9 cycles Treatment – Initial 9 cycles yy
MPRa MP

Discontinuation rateb, %

65 - 75 years of age 17 1065 75 years of age 17 10

> 75 years of age 34 16

Cumulative dose intensityc, %

65 - 75 years of age 88 9765 75 years of age 88 97

> 75 years of age 56 97
a MPR includes MPR-R and MPR for the initial 9 cycles.
b Discontinuation due to AEs or withdrawal of consent
c Cumulative dose intensity of melphalan and lenalidomide/placebo
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Overall SurvivalOverall SurvivalO e a Su aO e a Su a
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• Small number of events, median follow-up of 21 months
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Grade 3/4 Adverse EventsGrade 3/4 Adverse Events
MPR-R MP

Adverse events, % Grade 3 Grade 4 Grade 3 Grade 4
Anemia 21 3 16 1
Thrombocytopenia 25 13 10 4
Neutropenia 35 36 22 8Neutropenia 35 36 22 8
Febrile neutropenia 5 2 0 0
Infections 9 1 8 0
F ti 5 0 3 0Fatigue 5 0 3 0
Rash 4 0 1 0
DVT/PE 2 1 1 0

• G-CSF administration (66% MPR-R vs 31% MP)
• Platelet transfusion (35% MPR-R vs 18% MP)

Peripheral neuropathy 0 0 0 0

Platelet transfusion (35% MPR-R vs 18% MP)
• Overall discontinuation due to AEs (20% MPR-R vs 8% MP)

DVT, deep vein thrombosis; PE, pulmonary embolism.
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Landmark Analysis
69% Reduced Risk of Progression

Landmark Analysis
69% Reduced Risk of Progression
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MPR-R 88 66 40 18 5 1 –
MPR 94 41 13 6 2 – –
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Landmark Analysis
> 75 Years of Age 

61% Reduced Risk of Progression

Landmark Analysis
> 75 Years of Age 

61% Reduced Risk of Progression61% Reduced Risk of Progression 61% Reduced Risk of Progression 
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MPR-R 12 9 4 4 –
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Grade 3/4 Adverse Events After Cycle 9 
Lenalidomide Continuous Therapy vs Placebo

Grade 3/4 Adverse Events After Cycle 9 
Lenalidomide Continuous Therapy vs PlaceboLenalidomide Continuous Therapy vs Placebo Lenalidomide Continuous Therapy vs Placebo 

Ad E t a %
Lenalidomide 
C ti b

Placeboc

Adverse Eventsa, % Continuousb

N = 75 N = 94
Anemia 0 5
Thrombocytopenia 3 2
Neutropenia 2 0
DVT 2 0DVT 2 0
Rash 1 0
Fatigue 1 0

a Newly occurring or worsening Grade 3/4 adverse events 
b

Fatigue 1 0

Peripheral neuropathy 0 1

b MPR-R
c MP
DVT, deep vein thrombosis.
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ConclusionsConclusions

• MPR-R is a new standard treatment option for p
non-transplant eligible patients 

• MPR is a highly active combination regimen
– Greatest benefit observed in patients aged 65 – 75 years

• Continuous lenalidomide therapy achieved an 
unprecedented reduction in the risk forunprecedented reduction in the risk for 
progression in patients aged 65 years and older
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Best Response Rate 

Best overall responsea MPR-R
N = 152

MPR
N = 153

MP 
N = 154

P Value
(MPR-R vs MP)

ORR (≥PR), % 77 68 50 <.001
CRb, % 16 11 4 <.001

≥ VGPRc % 32 33 12 < 001≥ VGPRc, % 32 33 12 <.001

PR, % 45 35 38 —

SD, % 18 26 46 —S , % 8 6 6

Median time to first response, 
months 2 2 3 <.001

Median duration of response, 
months NE 12.9 12.7 <.001

a As measured using EBMT criteria (Bladé J, et al. Br J Haematol. 1998;102:1115-1123)
b Immunofixation negative with or without bone marrow confirmation

VGPR 90% d ti i M t ic VGPR: > 90% reduction in M-protein
ORR, overall response rate; CR, complete response; VGPR, very good partial response; PR, partial response; SD, 
stable disease
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