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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.



IKEMA : IKd vs. Kd

Moreau, P et al. Lancet 397: 2361, 2021.



IKEMA Subgroups

Moreau, P et al. Lancet 397: 2361, 2021.



ICARIA : IPd vs. Pd

Attal, M et al. Lancet 394: 859, 2019. 



PFS and OS

Attal, M et al. Lancet 394: 859, 2019. 



Toxicities

Attal, M et al. Lancet 394: 859, 2019. 



Other Notable Isatuximab Studies

• ITHACA :  Isa/len/dex vs. len/dex in SMM
• IMROZ : Isa/RVd vs. RVd for TIE myeloma patients
• IsKia : Isa/RVd vs. RVd for TE multiple myeloma 

patients
• GMMG HD7 : Isa/RVd vs. RVd for TE myeloma, 

followed by ASCT, and then Isa/R vs. R maintenance



Selinexor + Dex : Efficacy

Vogl, DT et al. J Clin Oncol. 36: 859, 2018.



Toxicities

Vogl, DT et al. J Clin Oncol. 36: 859, 2018.



Phase III BOSTON Study

Grosicki, S et al. Lancet 396: 1563, 2020.



Adverse Events

Grosicki, S et al. Lancet 396: 1563, 2020.  Mikhael J, et al. Clin Lymphoma Myeloma Leuk. 20: 351, 2020.

• Less NP with 
weekly bortez

• Manageable AEs



Other Selinexor Data

• Combines with multiple other myeloma-targeted 
agents with evidence of increased activity

• Multiple other ongoing studies
– EM29 : Elo/pom/dex versus Seli/pom/dex

ORR 73% & 
median PFS 12.5 

months
Gasparetto, C et al. eJHaem

2: 56, 2020.



Melflufen : Overview

Mateos, MV et al. J Clin Med. 9: 3120, 2020. 



HORIZON Data

Richardson, PG et al. J Clin Oncol. 39: 757, 2020. 



OCEAN Study Design

Schjesvold, F et al. Abstract OAB50, IMW 2021. 



Positives

Schjesvold, F et al. Abstract OAB50, IMW 2021. 



Negatives

Schjesvold, F et al. Abstract OAB50, IMW 2021. 



Safety Overview

Schjesvold, F et al. Abstract OAB50, IMW 2021. 



Conclusions

• Incorporate other novel agents into your treatment 
paradigms for relapsed/refractory myeloma
– Isatuximab & selinexor
– Panobinostat, Venetoclax
– Alkylating agents can work in selected patients

• Other novel small molecules coming
– CELMoDs



Remaining Questions

• Are there clinical/molecular criteria by which to 
select dara vs. isa?
– Use in two successive lines of therapy?

• Similar questions for small molecules outside of 
venetoclax (for t(11;14))

• Room remains for other small molecules to enter the 
clinic and be part of our armamentarium
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