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Nessun conflitto d’interesse da dichiarare





PD While Not on
Lenalidomide Maintenance 

Triplets (with Rd as backbone)
Daratumumab + Rd

Carfilzomib + Rd 
Ixazomib + Rd

Elotuzumab + Rd

Choice based upon:

•Patient characteristics
•Disease characteristics
•Frontline therapy
• response duration
• progression on therapy
•Drug access
•Patient choice



POLLUX trial

Cycles: 28 days

DRd (n = 286)
Daratumumab 16 mg/kg IV

• qw in Cycles 1-2, q2w in Cycles 3-6, then q4w 
until PD

R 25 mg PO
• Days 1-21 of each cycle until PD

d 40 mg PO
• 40 mg weekly until PD

Rd (n = 283)
R 25 mg PO

• Days 1-21 of each cycle until PD
d 40 mg PO 

• 40 mg weekly until PD

Primary endpoint

• PFS

Secondary endpoints

• TTP

• OS

• ORR, VGPR, CR

• MRD

• Time to response

• Duration of response

Key eligibility criteria

• RRMM

• ≥1 prior line of therapy 

• Prior lenalidomide 
exposure, but not refractory

• Patients with creatinine 
clearance ≥30 mL/min

Multicenter, randomized (1:1), open-label, active-controlled, phase 3 study

Stratification factors

• No. prior lines of therapy

• ISS stage at study entry

• Prior lenalidomide
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POLLUX trial

NEJM 2016 



Update POLLUX trial

Dimopoulos et al Haematologica 2018



Update POLLUX trial

Dimopoulos et al Haematologica 2018



Update POLLUX trial

Mateos et al Haematologica 2019



65 patients
ORR 90.8%
>= VGPR 64.6%

Chari et al, IMW 2019



ASPIRE trial



ASPIRE trial

Stewart et al NEJM 2015

Confirmed
across various
frailty scores



Update ASPIRE trial

Increased PFS in high-risk

Avet Loiseau et al, Blood 2016

PFS advantage even in patients > 70yrs

Dimopoulos et al, Br J Haematol 2017



Update ASPIRE trial

Increased PFS after ASCT

Hari et al, Leukemia 2017

Increase in OS

Siegel et al  JCO 2018 



Update ASPIRE trial

Early vs late relapse

Mateos et al Hematol Oncol 2018 



*10 mg for pts with CrCl ≤ 60 or ≤ 50 mL/min.

TOURMALINE 1 trial
§ Randomized, double-blind, placebo-controlled phase III trial[1]

§ Primary endpoint: PFS by IRC per IMWG criteria[2]

Ixazomib 4 mg PO D1,8,15 +
Lenalidomide 25 mg* D1-21 +

Dexamethasone 40 mg D1,8,15,22
(n = 360)

R/R MM pts with 
measurable disease; 
1-3 prior treatments; 

CrCl ≥ 30 mL/min; 
not refractory to PIs or 

lenalidomide
(N = 722)

Placebo D1,8,15 +
Lenalidomide 25 mg* D1-21 +

Dexamethasone 40 mg D1,8,15,22
(n = 362)

28-day cycles
until PD or 

unacceptable 
toxicity

Stratified by prior therapy (1 vs 2-3), 
ISS stage (I-II vs III), and prior PI 

exposure (yes vs no)



TOURMALINE 1 trial

Moreau et al NEJM 2016



Mateos et al Haematologica 2017

Update TOURMALINE 1 trial

IMIDS exposed IMIDS naive



Update TOURMALINE 1 trial

Avet Loiseau Blood 2017



§ Randomized, open-label, multicenter phase III trial

§ Primary endpoints: PFS, ORR

ELOQUENT – 2 trial 

Elotuzumab* 10 mg/kg IV QW cycles 1, 2 then Q2W +
Lenalidomide 25 mg PO D1-21 +
Dexamethasone 40 mg PO QW

(n = 321)

Lenalidomide 25 mg PO D1-21 +
Dexamethasone 40 mg PO QW

(n = 325)

28-day cycles 

*Prophylactic medication administered prior to elotuzumab to mitigate 
infusion -related reactions. 

Pts with R/R MM 
and 1-3 prior 
treatments
(N = 646)

Until PD 
or unacceptable 

toxicity



ELOQUENT – 2 trial 

Lonial al NEJM 2015



Update ELOQUENT – 2 trial 

Dimopoulos et al, Cancer 2018



Update ELOQUENT – 2 trial 

Dimopoulos et al, Cancer 2018

VGPR or better



ELOQUENT-2 final survival analysis

Dimopoulos et al IMW 2019 



Trial ORR, % ≥ CR, % ≥ VGPR, % Median PFS, 
Mos

Median 
OS, Mos

ASPIRE: 
KRd vs Rd[1] 87 vs 67 32 vs 9 70 vs 40 26.3 vs 16.6

HR: 0.69
48.3 vs 40.4

HR: 0.79

TOURMALINE-MM1:
IxaRd vs Rd[2] 78 vs 72 14 vs 7 48 vs 39 20.6 vs 14.7

HR: 0.74 NR

POLLUX: 
DRd vs Rd[3-5] 93 vs 76 57 vs 23 80 vs 49 44.5 vs 17.5

HR: 0.44
NR vs NR
HR: 0.63

ELOQUENT-2: 
ERd vs Rd[6,7] 79 vs 66 5 vs 9 36 vs 30 19.4 vs 14.9

HR: 0.73
48.3 vs 39.6

HR: 0.78

SUMMARY of trial results



Multicenter dose escalation study
20 evaluable patients

LEN untreated
ORR 92%
PFS not reached (> 1 yr)

White et al, IMW 2019



ARROW 2  trial 

460 patients
1-3 prior line therapy
Non Lena non PI refractory

Primary endpoint
ORR

R

K56  weekly
+ LEN DEX

K 20 -27  x 2/week
+LEN DEX

Leleu IMW 2019



CONFIRM trial (IFM)

430 patients
One prior line therapy
Non Lena non Dara refractory

Primary endpoint OS at 4 years
Hypothesis: non inferior

R

Dara – LEN DEX
continuous

Dara – LEN DEX
fixed duration


