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first-line treatment





Exposed: 
Treatment interrupted while still responding

Refractory:
Relapse while on treatment  or progression within 60 
days of stopping treatment
Not achieving at least a PR
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Len exposed/refractory patients in clinical trials



Patients with an overall response

Lancet Oncol. 2013
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Phase III OPTIMISMM: Pom + Vd vs Vd in R/R MM
R/R MM patients previously 
treated with 1-3 lines of Tx, 

including ≥2 cycles Len
(N = 559)

Pomalidomide + Bortezomib + Dexamethasone (PVd)
(n = 281)

Bortezomib + Dexamethasone (Vd)
(n = 278)

Dosing (21-day cycles): Pom: 4 mg/day PO for 14 days; V: 1.3 mg/m2 Days 1, 4, 8, 11 of C1-8, 
then days 1 and 8; d: 20 mg PO (10 mg if ≥75 yr of age) on days of and after V. 

Mo

PFS: ITT

Median follow-up: 15.9 mo
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HR 0.61 (95% Cl 0.49-0.77); two-sided P<.0001

PVd
Vd

Richardson. Lancet Oncol. 2019

§ ORR: 82.2% with PVd vs 
50.0% with Vd

§ ≥VGPR: 52.7% with PVd 
vs 18.3% with Vd
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Response, %
DKd

(n = 312)
Kd 

(n = 154)

ORR 84.3a 74.7
≥VGPR 69.2 48.7
≥CR 28.5 10.4
MRD negative at 12 mo 
(10–5 threshold) 17.6 3.9

MRD negative CR at 12 mo
(10–5 threshold) 12.5b 1.3

Best MRD negative CR 
(10–5 threshold) 13.8 3.2

Phase III CANDOR: PFS With Dara-Kd vs Kd in R/R MM

Dimopoulos.Lancet. 2020

R/R MM pts treated 
with 1-3 prior Tx with 

≥PR to ≥1 prior tx 
(N = 466)

Daratumumab + Carfilzomib + Dexamethasone (Dara-Kd)
(n = 312)

Carfilzomib + Dexamethasone (Kd)
(n = 154)
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Phase III ICARIA-MM: PFS With Isa-Pd vs Pd in R/R MM

Attal. Lancet. 2019.

R/R MM patients previously 
treated 

≥2 lines; PD on last line; no 
response to Len or PIs; 

pomalidomide naive, CD38 
antibody naive/sensitive

(N = 307)

Isatuximab + Pomalidomide + Dexamethasone (Isa-Pd)
(n = 151)

Pomalidomide + Dexamethasone (Pd)
(n = 153)

Response Pd Isa-Pd

ORR, % 35 60

§ sCR <1 0

§ CR 1 5

§ VGPR 7 27

§ PR 27 29

Median DoR, mo 11.1 13.3



Richardson Front Oncol 2021
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§ Open-label, multicenter, multicohort, phase Ib/IIa trial

§ Secondary endpoints: safety and 
preliminary efficacy

§ Primary endpoints: MTD and 
RP2D

Patients with R/R MM; ≥2 prior regimens 
(≥1 in cohort F) including 

lenalidomide/pomalidomide, and PI; who 
progressed within 60 days of last therapy

CC-220-MM-001 Cohorts E-G: Iberdomide + Dexamethasone Plus 
Daratumumab, Bortezomib, or Carfilzomib in R/R MM

Iberdomide 1.0-1.3 mg/day + Carfilzomib 56 mg/m2 +
Dex 40 mg 

Iberdomide 1.0-1.6 mg/day + Bortezomib 1.3 mg/m2 + Dex 40 mg

Iberdomide 1.0-1.6 mg/day + Daratumumab 16 mg/kg + Dex 40 mg

Iberdomide + Dex

E

F

IberdomideA

B

G

Dosing schedules
Cohort E (28-day cycles)

Iberdomide D1-21
Dexamethasone D1,8,15,22
Daratumumab C1-2: D1,8,15,22; C3-6: D1,15; 
C7+: D1 

Cohort F (21-day cycles)
Iberdomide D1-14
Dexamethasone D1,8,15
Bortezomib C1-8: D1,4,8,11; C9+: D1,8

Cohort G (28-day cycles)
Iberdomide D1-21
Dexamethasone D1,8,15,22
Carfilzomib D1,8,15,22

Lonial. EHA 2021. Abstr S187.

Phase II: Dose 
Expansion

Cohort J1:
(ND MM, ASCT-

ineligible)

Cohort J2:
(ND MM, ASCT-

eligible)

Cohort D: at 
RP2D

(post-BCMA): 
at RP2D

Phase I: Dose-escalation



CC-220-MM-001 Cohorts E-G: 
Previous Therapies and Refractory Status

Characteristic
IberDd
(n = 43)

IberVd
(n = 25)

IberKd
(n = 9)

Median prior therapies, n (range) 4 (2-13) 5 (1-14) 6 (2-8)

ASCT, n (%) 34 (79.1) 22 (88.0)* 9 (100)†

IMiD agent, n (%)
§ Pomalidomide

43 (100)
28 (65.1)

25 (100)
19 (76.0)

9 (100)
8 (88.9)

PI, n (%)
§ Bortezomib

43 (100)
41 (95.3)

25 (100)
24 (96.0)

9 (100)
9 (100)

Anti-CD38 mAb, n (%) 21 (48.8) 23 (92.0) 9 (100)

IMiD refractory, n (%)
§ Pomalidomide

41 (95.3)
28 (65.1)

20 (80.0)
14 (56.0)

8 (88.9)
5 (55.6)

PI-refractory,‡ n (%)
§ Bortezomib
§ Carfilzomib
§ Ixazomib

37 (86.0)
17 (39.5)
25 (58.1)
13 (30.2)

17 (68.0)
11 (44.0)
9 (36.0)
4 (16.0)

6 (66.7)
4 (44.4)
5 (55.6)

0

Anti-CD38 mAb-refractory, n (%) 16 (37.2) 20 (80.0) 7 (77.8)

Triple-class refractory§, n (%) 14 (32.6) 12 (48.0) 5 (55.6)



CC-220-MM-001 Cohorts E (IberDd): Best Response

Lonial. EHA 2021. Abstr S187. 

§ Median DoR not reached; responses 
ongoing in 14/17 responders

§ Median time to response was 4.1 wk

ORR* 45.9%

IberDd
(n = 37)†

4 (10.8)

CBR
54.1%
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89.2%

13 (35.1)

3 (8.1)

8 (21.6)

6 (16.2)
2 (5.4)

1 (2.7) sCR
CR
VGPR
PR
MR
SD
PD

sCR
CR
VGPR
PR
MR
SD
PD
NE
On treatment 
at time of 
data cut

Dose 
level

Prior 
reg, n

Prior 
DARA C2 C3 C4 C5 C6 C7 C8 C9 C10 C11 C12 C13 C14 C15 C16 C17 C18 C19 C20 C21 C22 C23 C24 C25

1 mg
4 Ref
3 Ref
7 Ref

1.1 mg
11 Ref
8 Ref
2 Naive

1.2 mg

4 Ref
3 Naive
5 Naive
4 Ref
2 Naive

1.3 mg

3 Naive
5 Ref

11 Exp
2 Naive

13 Ref
6 Ref
5 Exp
5 Ref
2 Naive
6 Naive
3 Ref
3 Naive
4 Naive

1.6 mg

3 Ref
3 Naive
4 Ref

12 Ref
5 Naive
3 Naive
2 Naive
4 Naive
3 Naive
3 Naive
3 Naive
3 Naive
5 Ref

SD
SD PD

PD
MR NE PD

SD PD

PD

PR VGPR sCR
SD PD

SD PD
SD PD

MR PD
MR PR VGPR

PR VGPR CR
PR

MR PR
SD PR VGPR CR
PD
MR PR PD
SD PD

PDPR
PR VGPR
SD PD

PD
PR

SD
SD PD

PR
SD PD

PR PD
VGPR

VGPR
VGPR

SD
VGPR
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MR
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• Better knowledge of mechanisms causing drug resistance
• Improve patients evaluation

• Identify the best strategy
Strategies:

Switch IMID
Add PI
Change PI
Add MoAb
Triplet
Newer strategies
……


