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NCCN Guidelines (V2.2023)

https://www.nccn.org/guidelines



VRd : SWOG S0777



OS by Age



Daratumumab & Isatuximab

Lee, HT et al. Biochem Biophys Res Commun. 536: 26, 2021.
Deckert, J et al. Clin Cancer Res. 20: 4574, 2014.

• CD38 bound to Fab of Dara

• CD38 bound to 
Fab of Isa



Multiple Mechanisms of Action

Romano, A et al. Front Oncol. 2021 Jul 8;11:684561. doi: 10.3389/fonc.2021.684561.



CASSIOPEIA : D-VTd vs. VTd



First Randomization Data



Second Randomization Data



Intriguing Question

• Is Dara needed in 
both induction & 
maint., or is one 
or the other 
sufficient?



Final Analysis of GRIFFIN



Outcomes Data



Long Term Outcomes



GMMG-HD7 Trial : Isatuximab

• Addition of Isa to VRd for transplant-eligible 
myeloma patients



MRD status

Response & MRD Data



GMMG-CONCEPT Trial : Isa + KRd



Interim Analysis

• A: Transplant eligible; B: Transplant ineligible

Median 12-month PFS 79.6% (CI: 68.3%; 90.9%) 
Median 24-month PFS 75.5% (CI: 63.5%; 87.6%)



NCCN Guidelines (V2.2023)

https://www.nccn.org/guidelines



ALCYONE Trial



PFS1, 2, and OS



MAIA Study



PFS & OS Updates



Using MRD to Guide Therapy



Outcomes



Conclusions

• For transplant-eligible patients
– VRd remains a standard of care
– Emerging quadruplets with a-CD38 mAbs
– PERSEUS (Dara) & GMMG-HD7 (Isa)

• For transplant-ineligible patients
– VRd-lite or DaraRd
– CEPHEUS (Dara) & IMROZ (Isa)
– S2209: VRd-lite-R vs. DRd-R vs. DRd-DR



Remaining Questions

• Possibility for molecularly-, risk-, or response-
adapted therapy?

• Modifications of current regimen to achieve CR 
and MRD-negativity in closer to 100%?

• Transition to fixed duration of treatment versus 
treat to progression to preserve options at time 
of relapse?
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