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Induction for Transplant-eligible Myeloma Patients

https://www.nccn.org/professionals/physician_gls/pdf/myeloma.pdf ; Version 1.2023



GRIFFIN Trial



Response Data



Subgroups & PFS

22.1 months f/u



Toxicity



Induction for Transplant-ineligible Myeloma Patients

https://www.nccn.org/professionals/physician_gls/pdf/myeloma.pdf ; Version 1.2023



VRd : SWOG0777



Updated PFS & OS



OS by Age



DRd : MAIA



Updated PFS & OS



Subgroups & Response Data



Induction Therapy Summary

• Transplant-eligible patients
– Dara-VRd when possible
– Phase III data coming (PERSEUS)

• Transplant-ineligible patients
– Dara-Rd for standard risk
– VRd-lite for molecularly high risk
– Data coming for quadruplets (CEPHEUS (Dara) & IMROZ (Isa))



Maintenance Therapy

https://www.nccn.org/professionals/physician_gls/pdf/myeloma.pdf ; Version 1.2023

Transplant eligible                                                Transplant ineligible



FORTE Study



PFS for Second Randomization



Toxicities



TOURMALINE-MM4 Study



PFS Data



Subgroup Data



Toxicity Data



Dara for Maintenance ?



PFS Data



However …

• Is Dara maintenance 
beneficial if it was given 
during induction?

• Should we give Dara as 
maintenance if it was 
not given with 
induction? 



Maintenance Therapy Summary

• Transplant-eligible patients
– Len for standard risk
– Bor/Len (or Car/Len) for high-risk
– More data needed to routinely recommend Dara (S1803 (R ± Dara))

• Transplant-ineligible patients
– Len for standard risk
– Bor/Len for molecularly high-risk
– Consider Ixa if no plan to continue a component of baseline induction



Treatment of Early Relapse (1-3 Lines)



Other Options



Overview



Relapsed Disease

• Focus is on regimens with FDA approvals in USA



Refractory Disease



Early Relapse Summary

• Early line relapsed/refractory myeloma (1-3 prior lines)
– Multiple triplet regimens available
– Consider tweaking maintenance if indolent relapse 
– Repeat a prior therapy if disease was not refractory (2nd ASCT)
– Otherwise, an a-CD38 + a drug from a new class in 1st relapse
– In 2nd and 3rd relapse, use as many new drugs/MoAs as is feasible

• Selinexor + PI, venetoclax + PI
• Soon, hopefully belantamab +PI or IMiD



Treatment of Late Relapse



Key Considerations

• Frailty
• Myeloma-related and other co-morbidities
• Molecular risk & disease burden/pace of progression
• Previous treatments and their prior efficacy & tolerability
• Patient & family preferences for treatment route & location
• Ability of the patient to access new drugs and/or clinical trials



What is Frailty?

• Supreme Court justice 
when asked to define 
obscenity

• Applies equally to frailty



Simplified Scale



Outcomes



Ide-cel : The Right KarMMa?



Response & Subgroup Data



Adverse Events



Cilta cel



PFS & OS Data



Adverse Event Data



Approaches to T Cell Engagement

Lancman, G et al. Hematology Am Soc Hematol Educ Program 2020: 264-271. 



Teclistamab



Response Data



Subgroup Analyses



Response Durability



Adverse Events



Neurotoxicity



Elranatamab BCMA x CD3 

Bahlis, N et al. ASCO Annual Meeting & Exposition, Abstract 8006, 2021.



ABBV-383 BCMA x CD3 

D’Souza, A et al. J Clin Oncol. https://doi.org/10.1200/JCO.22.01504.



REGN 5458 BCMA x CD3 

Zonder, JA et al. IMS Annual Meeting & Exposition, OAB-056, 2022.



Talquetamab : GPRC5D

Krishnan, A et al. ASH Annual Meeting & Exposition, Abstract 158, 2021.



Cevostamab : FcRH5

Trudel, S et al. ASH Annual Meeting & Exposition, Abstract 157, 2021.



Late Relapse Summary

• Later line relapsed/refractory myeloma (>3 prior lines)
– Venetoclax-based combos for t(11;14)
– Alkylating agent-based combos can work well

• Beware of bendamustine’s effects on T-cells for later CAR T or TCE

– BCMA-targeted CAR T cell products when/where available
– T-cell engagers to multiple targets, especially BCMA, GPRC5D, FcRH5
– All of these agents will be moving earlier (KarMMA-3!)
– Other drugs coming also, including iberdomide & mezigdomide, as well 

as other a-CD38s (modakafusp alfa)



Remaining Challenges in Late Relapse

• Infectious toxicities & prophylactic approaches
• Debulk in high tumor burden/extramedullary disease/PCL, and 

how?
• How to differentiate those who benefit from a CAR T vs. TCE (?T-

cell exhaustion)
• Is sequential therapy (CAR ➜ TCE or TCE ➜ CAR) against the 

same target rational?
• Can TCE therapy against target 1 be followed by TCE therapy 

against target 2, or will T-cell exhaustion preclude this?


