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Outline
‣ Newly-diagnosed MM

• #LBA3, ECOG E1A11/ENDURANCE (KRd vs VRd)
• #8507, SWOG S1211 (Elotuzumab-VRd vs VRd for hi-risk)
• #8508, GMMG CONCEPT (Isatuximab-KRd for hi-risk)

‣ Autologous stem cell transplant 
• #8506, BMT-CTN 0102/STAMINA long-term f/up 

‣ Early relapsed MM
• #8501, BOSTON (Selinexor-Vd vs Vd)
• #8502, DREAMM6 (Belantamab-Vd)

‣ Relapsed/refractory MM
• #8500, CC-92480 + dex
• #100, Teclistamab (BCMA x CD3 bispecific Ab)
• #8503, KARMMA study (ide-cel BCMA CAR T cells)
• #8504, EVOLVE study (orva-cel BCMA CAR T cells)
• #8505, CARTITUDE-1 (JNJ-4528 BCMA CAR T cells)
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Treating newly-diagnosed myeloma
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SWOG 0777:  RVd superior to Rd for NDMM

Durie et al, Lancet 2017; updated ASH 2018, #1992
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IFM 2009: RVd + ASCT prolongs PFS compared to RVd alone

Attal et al, NEJM 2017

Len maintenance given for 1 year



7

KRd (Carfilzomib, lenalidomide, dex) summary table

Trial Pop n Induction AutoSCT Consol Maint ORR ≥VGPR CR PFS 
(mos)

MMRC 1 TE, TI 53 KRd x 8 MEL200 
(n=7) KRd x 16 R to PD 98% 81% 51%

(sCR)
69% 
4yrs

NCI TE, TI 45 KRd x 8 - - R 2 yrs 98% 89% 67% 67 
(TTP)

MMRC 2 TE 76 KRd x 4 MEL200 KRd x 4 KRd
1yrR? - 91% 78% 86% 

3yrs

IFM TE 46 KRd x 4 MEL 200 KRd x 4 R 1 yr - 85% 61% 91% 
2yrs

FORTE TE 158 KRd x 4 MEL200 KRd x 4 KR vs R - 89% 60% -

FORTE TE 157 KRd x 12 - - KR vs R - 87% 61% -
AutoSCT = autologous stem cell transplant; Consol = consolidation; CR = complete response; K = carfilzomib; Maint = maintenance; MEL200 = 
melphalan 200 mg/m2; ORR = overall response rate; Pop = population; PFS = progression-free survival; R = lenalidomide; TE = transplant-eligible; TI = 
transplant-ineligible; V = bortezomib; yr = year

Jakobowiak, Haematologica 2016, #S101; Kazandijan, JAMA Onc 2018; Jakubowiak, ASH 2017, #4533;  
Roussel, ASH 2016, #1142; Gay, ASCO 2019, #8002
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E1A11 (ENDURANCE):  KRd vs VRd for standard-risk NDMM

Kumar et al, ASCO 2020, LBA3
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E1A11 (ENDURANCE):  KRd vs VRd for standard-risk NDMM

Kumar et al, ASCO 2020, LBA3

Hi risk patients excluded:  t(14;16), t(14;20), del17p, high risk GEP, LDH 2xULN
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E1A11 (ENDURANCE):  KRd vs VRd for standard-risk NDMM

Kumar et al, ASCO 2020, LBA3

All grade neuropathy: 53% vs 24%
G3-5 Cardiac, pulm, renal:  5% vs 16%

43% (VRd) vs 62% (KRd) completed planned 36 weeks induction
• 25% (VRd) vs 14% (KRd) d/c’d due to toxicity/patient withdrawal

VRd KRd
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E1A11 (ENDURANCE):  KRd vs VRd for standard-risk NDMM

Kumar et al, ASCO 2020, LBA3

PFS

No diff in OS (84% vs 86% at 3 yrs)

27% got autoSCT)
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What about monoclonal antibodies? - Daratumumab
‣ DRd and D-VMP approved for non-SCT eligible
‣ D-VTd approved for SCT-eligible (CASSIOPEIA trial)
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GRIFFIN: Dara-VRd vs VRd pre- and post-SCT for NDMM

Voorhees et al, Blood 2020

Phase 3 (PERSEUS) accruing (SQ dara)
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25Hari et al, ASCO 2020, #8506

No difference in 
second primary 
malignancies at 6 
years
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Proposed treatment of newly-diagnosed myeloma in USA

ASCT-Eligible Patients

Standard risk High risk*

VRd x 4-6 cycles Consider 
DVRd x 4-6 cycles KRd x 4-6 cycles

Stem cell mobilization
ASCT (preferred)

Consider tandem ASCT or consolidation tx for high-risk patients 
with suboptimal response

Lenalidomide
maintenance

(Dara x 2 yrs) + Len 
maintenance

IMiD/PI 
maintenance

ASCT-Ineligible Patients
Patients with poor PS not related to disease, ejection fraction < 50%, 

pulmonary function test values < 50%, multiple co-morbidities

VRd-Lite x 8-12 cycles DRd

Consider DVd or VCd or Rd if VRd or DRd is not appropriate
(eg, renal failure or other comorbidities)

Lenalidomide maintenance 
until progression

Continue treatment until 
progression

Adjust dosing of lenalidomide based on renal function. Consider empiric 
age-adjusted dose reductions for all regiments, as needed.[4]



What’s new in 
relapsed/refractory myeloma?
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29Dimopolous et al, ASCO 2020, #8501
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Novel immunotherapies for relapsed/refractory MM

• Belantamab Mafodotin 
(GSK2857916)

mAbs

• Idecabtagene vicleucel
(bb2121)

• Orvacabtagene
autoleucel

• JNJ-4528

CAR T

• AMG420

• CC-93269

• PF-06863135

• REGN 5458

• Teclistamab (JNJ-
64007957)

Bispecific Abs/T-cell
engagers (TCE)

• Iberdomide (CC-220)

• CC-92480

CELMoD® agents
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Redirecting T cells: CARs vs. Bispecific Antibodies/T-cell engagers

Cohen et al, Clin Can Res 2020
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26% got tocilizumab; 19% got steroids
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16/21 responses ongoing 
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52% got toci
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All grade
89%
13%

Tocilizumab 76%, Steroids 52%
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ORR 100%
sCR 86%

JNJ-4528: 

Berdeja et al, ASCO 2020, #8505
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Treatment of relapsed/refractory myeloma in USA

SelVd

Belantamab
Ide-cel
Orva-cel
JNJ-4528

Teclistamab
AMG420
CC-93269

CC-220, CC-92480
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Conclusions:
‣ VRd and KRd with similar ORR, PFS, different toxicities for standard-risk new MM

• VRd neuropathy; KRd cardio-pulm-renal tox
‣ Adding Elotuzumab (anti-SLAMF7) to VRd for high-risk MM not beneficial
‣ Adding Isatuximab (anti-CD38) to KRd feasible for high-risk MM
‣ Prolonged Len maint post-SCT assoc. with improved PFS
‣ Adding Selinexor to bortez-dex for early relapsed (1-3 priors) MM improves ORR, PFS (HR 0.7)

• More GI tox, cytopenias, fatigue
‣ CC-92480 (novel CELmoD) + dex with 30% ORR in rel/ref MM
‣ Multiple BCMA-targeted immunotherapies highly active in rel/ref MM

• Teclistamab (bispecific Ab), ide-cel (CAR T), orva-cel (CAR T), JNJ-4528 (CAR T)
• ORR 80-100%, CR 33-86%, MRD-negative responses seen
• Response durability variable
• Challenges:  CRS (cytokine release syndrome), neurotoxicity, prolonged cytopenias, 
• Need biomarkers of response/resistance
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Extra slides
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Bortezomib, Lenalidomide, dex (VRd) vs Carfilzomib, Lenalidomide, Dex (KRd) 
for Newly-diagnosed Myeloma

Trial Pop n Induction AutoSCT Consol Maint ORR ≥VGPR CR PFS 
(mos)

S0777 TE, TI 235 VRd x 8 - - Rd to PD 82% 44% 16% 41

IFM2009 TE 350 VRd x 3 MEL200 VRd x 2 R 1 yr 99% 88% 59% 50

IFM2009 TE 350 VRd x 8 - - R 1 yr 97% 77% 48% 36

GEM2012 TE 458 VRd x 6 MEL200 vs 
BuMEL VRd x 2 - 81% 75% 44% -

MMRC 1 TE, TI 53 KRd x 8 MEL200 (n=7) KRd x 16 R to PD 98% 81% 51%
(sCR)

69% 
4yrs

NCI TE, TI 45 KRd x 8 - - R 2 yrs 98% 89% 67% 67 
(TTP)

MMRC 2 TE 76 KRd x 4 MEL200 KRd x 4 KRd
1yrR? - 91% 78% 86% 

3yrs

IFM TE 46 KRd x 4 MEL 200 KRd x 4 R 1 yr - 85% 61% 91% 
2yrs

FORTE TE 158 KRd x 4 MEL200 KRd x 4 KR vs R - 89% 60% -

FORTE TE 157 KRd x 12 - - KR vs R - 87% 61% -
AutoSCT = autologous stem cell transplant; BuMEL = busulfan + melphalan; Consol = consolidation; CR = complete response; K = carfilzomib; Maint = 
maintenance; MEL200 = melphalan 200 mg/m2; ORR = overall response rate; Pop = population; PFS = progression-free survival; R = lenalidomide; TE = 
transplant-eligible; TI = transplant-ineligible; V = bortezomib; yr = year
Durie, Lancet 2017, ASH 2018, #1992;  Attal, NEJM 2017;  Rosinol, Blood 2019; Jakobowiak, Haematologica 2016, #S101; Kazandijan, JAMA Onc 2018; Jakubowiak, ASH 2017, 
#4533;  Roussel, ASH 2016, #1142; Gay, ASCO 2019, #8002
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CC-92480

Richardson et al, ASCO 2020, #8500
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