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Refractory to Lenalidomide

DKd or Isa-Kd
Or 

DPd or Isa-Pd
(Or Pom-Vd)

If Dara Refractory: 
KPd

First Relapse*

Not Refractory to Lenalidomide¶

DRd

If Dara Refractory:
KRd or Ixa-Rd

*Consider salvage auto transplant in eligible patients
¶Relapse occurring while off all therapy, or while on small doses of single-agent lenalidomide, or 
on bortezomib maintenance 

Myeloma: First Relapse
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Alternatives including:
ERd; Kd-Dara / Kd-Isa

Dara refractory:
Pd-Elo, PVd

Frail: IxaPd, PCD



• Any first relapse options that 
have not been tried 

(2 new drugs; 
triplet preferred)*

Isa-Pd, or Dara-Pd, 
Kd-Dara, or Kd-Isa

(KPd)

First Relapse Options

• CAR-T cell therapy 
• Belantamab mafodotin
• KCd, VCd, Ixa-Cd
• Selinexor-based regimens
• Elotuzumab-based regimens
• VDT-PACE like anthracycline 

containing regimens
• Venetoclax (t11;14 only)
• IV Melphalan
• Bendamustine-based regimens
• Quadruplet regimens

Additional Options

Myeloma: Second or Higher Relapse 

Rajkumar SV © 2021 and P. Moreau
*Consider ixazomib instead of carfilzomib or bortezomib if an all-oral regimen is needed



Dimopulos M et al Lancet 2020; 396: 186–97



The Lancet 2020 396186-197DOI: (10.1016/S0140-6736(20)30734-0) 

CANDOR Trial: DKd versus Kd

…PFS 28·6 months (95% CI 22·7–not
estimable [NE]) in the KdD group and 
15·2 months (11·1–19·9) in the Kd group
(hazard ratio 0·59 [95% CI 0·45–0·78], 
log-rank p<0·0001)…. 

Usmani Lancet Oncol 2022

68%

32% Not Lenarefractory

Lena-refractory
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KdD vs PVD: 25.9 vs 11.5 months
KdD vs D-PD: 25.9 vs 12.8 months

Naive comparisons for PFS favoured KdD

Chari A p-191



Scenario and Subgroup Analysis among Lenalidomide-Exposed or Refractory patients
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KdD vs PVD 25.0 vs 11.5 months

KdD vs D-PD 25.0 vs 12.8 months
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The Lancet 2021 3972361-2371DOI: (10.1016/S0140-6736(21)00592-4) 

IKEMA Trial: Isatuximab-Kd versus Kd

19.1 months
68%

32% Not
Lenarefractory
Lena-refractory
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Patients characteristics Progression free survival across cytogenetic risk groups
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Patients and treatment exposure
• At study entry, 19 (6.3%) patients had soft-

tissue plasmacytomas as per IRC: 12/179 
(6.7%) had Isa-Kd and 7/123 (5.7%) had Kd

• The median (range) number of cycles was 
10.5 (1–21) in the Isa-Kd arm versus 8.0 (1–
20) in the Kd arm

• The overall median (range) duration of 
exposure was 41.9 (2–87) weeks for Isa-Kd 
versus  29.9 (4–83) for Kd



RESULTS
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RESULTS

Radiological imaging of Isa-Kd-induced responses: 
Examples
• Two patients in the Isa-Kd arm presented with a 

plasmacytoma in the muscle soft-tissue at 
baseline. Patient 1 had 88% shrinkage in 
plasmacytoma versus baseline at Cycle 12, Day 
23 (Figure 3A–B). His best overall response was 
a partial response. Patient 2 showed no 
measurable lesion versus baseline at Cycle 6, 
Day 25 (Figure 3C–D) and his best overall 
response was a complete response
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CONCLUSIONS

• In 19 patients with relapsed MM and plasmacytomas, Isa-Kd improved PFS 
and depth of response compared with Kd alone, with a manageable safety 
profile, consistent with the benefit observed in the IKEMA study overall 
population

• In the Isa-Kd arm, the ORR in patients with plasmacytomas was lower than 
that in the overall IKEMA population; however, MRD negativity rates (33.3% 
and 29.6%), and CR with MRD negativity rates (25.0% and 20.1%) were 
similar to those observed in the overall population, respectively
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