
The Rise and Rise of Cellular Immunotherapy for Multiple Myeloma

ASH & ASCO Updates 2023

GRIFFIN 4 yr follow up

MAIA update

MASTER trial

DETERMINATION Trial 

MajesTEC-1 

KarMMA-3

CARTITUDE-4

Speaker and Affiliation:
Hamza Hashmi, M.D.

Assistant Professor

Division of Hematology/Oncology

Medical University of South Carolina

Email: hashmih@musc.edu

Twitter:hamzahashmi87

mailto:hashmih@musc.edu


DISCLOSURE OF CONFLICTS OF INTEREST

Hamza Hashmi, MD has the following financial 
relationships to disclose:

Consultancy: BMS, Janssen, Sanofi

Honoraria: GSK, Karyopharm, Janssen

AND..

I AM A CELLULAR THERAPIST



1. What is the preferred Induction therapy for Newly Diagnosed Multiple Myeloma

2. Is Maintenance important and for how long? Doublets?

3. What is the role of Upfront Bone Marrow Transplant for Newly Diagnosed Multiple Myeloma?

4. How do I treat relapsed Myeloma?
 
5. How do I choose between CAR T and Bispecifics?

AGENDA



What is the ideal Induction therapy for Newly 
Diagnosed Multiple Myeloma

Standard Risk
High Risk

Transplant Eligible
Transplant Ineligible



GRIFFIN 4-Yr follow up Update: Dara + VRd With Dara-R Maintenance vs VRd With R 
Maintenance for ASCT-Eligible Patients With Newly Diagnosed MM

Laucbach JP, et al. ASH 2021



. Laubach. ASH 2021. 



Sborv et al IMS 2022



Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/


Courtesy Luciano J Costa



Goldschmidt et al. Lancet Haemat 2022



Kumar et al ASH 2022



DRVd ‘Lite’?
Dara qw x 8w>q2 wks x 16wks>q4wks
R 10-15 mg 21/28 days
Velcade D 1,8,15 every 28 days
Dex 20 mg weekly

O’Donnell et al. Br J Haematol 2018

Durie B et al. Lancet. 2017
Kumar et al ASH 2022



-Dara RVd is the new SOC induction regimen for Newly Diagnosed Transplant Eligible Myeloma

-KRd may be preferred regimen for young and high-risk patients (FORTE)

-DRd is the crowned emperor for Newly Diagnosed Transplant Ineligible Myeloma, DRVd ‘lite’ is a protocol of choice for high-risk patients 

Newly diagnosed Multiple Myeloma MUSC Algorithm

Transplant eligible Transplant Ineligible

Standard risk High risk

**DRVd1 x 4 
*KRd2*** x 4

DKRd x 4

Melphalan–autologous stem cell 
transplant

DRVd x 2 KRd x 4 

Rev indefinitely 
PI+R x 2-3 yrs > 
Rev indefinitely 

Induction

Transplant

Consolidation^^

Maintenance

Standard risk High risk#High risk

****DRd3 till 
progression/intolerance

DRVd LITE x 9c^>>R+V
till progression/tolerance

#High Risk:
Del 17p 
t(4;14)
t(14;16) 
gain of 1q 
amp 1q

For all NDMM:

-Myeloma FISH panel  
-PETCT at Dx
-Refer for HCT after 2 
cycles

*For patients >70 and LVEF<50%: DRVd
**DRVd: q 3w, R:15-25 mg 14/21d, V: 1.3 
mg/m2 once (prefer) or twice weekly
***KRd: q4 w, K:20 mg/m2 D1, then 56 
mg/m2 D1,8,15, R: 15-25 mg 21/28d
****DRd: R: 10 mg 21/28d
Dex: Age<75:40 mg qw, Age>75:20 mg qw
^^Only if less than VGPR
^DRVd lite: MUSC protocol
^^Only if less than VGPR

For any questions, please contact Hamza Hashmi M.D. 
@hashmih@musc.edu or 616-617-0680

1. GRIFFIN/Voorhees Blood 2020; 2. FORTE/Gay ASH 
2020, Jakubowiak Blood 2020 3. MAIA/Facon NEJM 
2019; 4. O’Donnell. Br J Haematol. 2018



What is the Ideal Maintenance Therapy?

Single agent Lenalidomide
Lenalidomide + Proteasome inhibitors?

Daratumamab +Lenalidomide
Duration of Maintenance chemotherapy?



▪ The higher incidence of lenalidomide dose modifications in the continuous 

arm suggests that majority of patients are not able to tolerate continuous 

lenalidomide maintenance. 

▪ A more tolerable option for maintenance may be an intermittent schedule, as 

reflected by the favorable safety outcomes in this group

McCarthy et al. JCO 017





Courtesy BMT CTN 



-Whether patients who receive Dara in induction need Dara for maintenance remains unknown 

-Observation alone for maintenance is a cardinal sin

-SWOG S1803 trial [D-R vs R for post HCT maintenance] will answer many important questions 

Newly diagnosed Multiple Myeloma MUSC Algorithm

Transplant eligible Transplant Ineligible

Standard risk High risk

**DRVd1 x 4 
*KRd2*** x 4

DKRd x 4

Melphalan–autologous stem cell 
transplant

DRVd x 2 KRd x 4 

Rev indefinitely 
PI+R x 2-3 yrs > 
Rev indefinitely 

Induction

Transplant

Consolidation^^

Maintenance

Standard risk High risk#High risk

****DRd3 till 
progression/intolerance

DRVd LITE x 9c^>>R+V
till progression/tolerance

#High Risk:
Del 17p 
t(4;14)
t(14;16) 
gain of 1q 
amp 1q

For all NDMM:

-Myeloma FISH panel  
-PETCT at Dx
-Refer for HCT after 2 
cycles

*For patients >70 and LVEF<50%: DRVd
**DRVd: q 3w, R:15-25 mg 14/21d, V: 1.3 
mg/m2 once (prefer) or twice weekly
***KRd: q4 w, K:20 mg/m2 D1, then 56 
mg/m2 D1,8,15, R: 15-25 mg 21/28d
****DRd: R: 10 mg 21/28d
Dex: Age<75:40 mg qw, Age>75:20 mg qw
^^Only if less than VGPR
^DRVd lite: MUSC protocol
^^Only if less than VGPR

For any questions, please contact Hamza Hashmi M.D. 
@hashmih@musc.edu or 616-617-0680

1. GRIFFIN/Voorhees Blood 2020; 2. FORTE/Gay ASH 
2020, Jakubowiak Blood 2020 3. MAIA/Facon NEJM 
2019; 4. O’Donnell. Br J Haematol. 2018



What is the role of Upfront Bone Marrow 
Transplant for Newly Diagnosed Multiple 

Myeloma?

OR

Why is Bone Marrow Transplant the TOM BRADY 
of Myeloma

















How Do I treat Relapsed Refractory Multiple 
Myeloma?

CD38 antibody + Pomalyst + Dex 
vs

CD38 antibody + Carfilzomib + Dex

When do I use Venetoclax based therapy

Role of Selinexor based combinations











How do I treat TRIPLE / PENTA CLASS 
REFRACTORY MULTIPLE MYELOMA

CAR T vs Bispecific: A Sophie’s Choice





Moreau P, et al NEJM 2022





REAL WORLD EXPERIENCE with TECLISTAMAB for RRMM

ORR 65%, VGPR or better 45%

60% Ineligible for MajesTEC-1

6 mo PFS 40%, 6 mo OS 65% Hashmi et al ASH 2023



Courtesy Dr Carol Hoffman

Courtesy Dr Y Cohen
Courtesy Dr Dholaria



-Teclistamab is off the shelf readily available

-Can be given day 1, 3, 5 inpatient settings and then outpatient (? Q2-4 weeks)

-CRS is common but manageable

-Infections remain a major and need mitigation with antimicrobials & IVIG

-Efficacy is very similar to CAR T cell therapy (?EMD, high risk Disease)

-Teclistamab vs CAR T choice depends on how soon the patients need therapy

TAKE HOME MESSAGE



Munshi et al, NEJM 2021



Courtesy Doris Hansen



Courtesy Saad Usmani



If Ide-Cel is Yahoo, Cilta-Cel is Google





Rodriguez-Otero et al. NEJM 2023



San-Miguel, et al. N Engl J Med



Slide credit CCO



➢ CAR T is going to move in earlier lines of therapy

➢ Access to leukapheresis will be critical

➢ Refer early for CAR T (at the time of second relapse)

➢ CAR T may replace ASCT for high-risk Myeloma

TAKE HOME MESSAGE



Honorable Mentions Source CCO, ASH 2021



•Four-Drug induction should be the new SOC for all NDMM

•Control is the goal, Cure remains an illusion [not yet ready to stop 
maintenance early]

•BiTE versus CAR-T: Uber versus Lyft?

•Sequencing is more of an ART than SCIENCE

•Stem cell Transplant is here to stay!!

SUMMARY





THANK YOU!
Hamza Hashmi, M.D.

Division of Hematology/Oncology
Medical University of South Carolina

Email: hashmih@musc.edu
Twitter:hamzahashmi87

mailto:hashmih@musc.edu
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