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MEETING SNAPSHOT

DATE: 
June 23, 2021

PANEL: Key experts in 
multiple myeloma
> 3 from US
> 4 from Europe

SELECTED ASCO AND 
EHA 2021 ABSTRACT 
PRESENTATIONS by 
key experts

MULTIPLE MYELOMA-
SPECIFIC DISCUSSIONS
on latest research updates, 
therapeutic advances, and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



PANEL CONSISTING OF 3 US AND 4 EUROPEAN 
MULTIPLE MYELOMA EXPERTS

Mohamad Mohty, MD, PhD
Saint-Antoine Hospital and 

Sorbonne University

CHAIR: 
María-Victoria Mateos, MD, PhD
University of Salamanca

Sagar Lonial, MD, FACP
Winship Cancer Institute of 
Emory University

Irene Ghobrial, MD
Dana-Farber Cancer Institute

Hermann Einsele, MD, FRCP
University Hospital Würzburg

Niels van de Donk, MD, PhD
Amsterdam University Medical Center

Gareth Morgan, MD, PhD
NYU Langone



MEETING AGENDA
Time (CEST) Topic Speaker/Moderator
16.00 – 16.05 Welcome and Introductions María-Victoria Mateos, MD, PhD

16.05 – 16.15 First Line (1): Smoldering and Transplant-Ineligible Multiple Myeloma Irene Ghobrial, MD

16.15 – 16.30 Discussion and Key Takeaways

16.30 – 16.40 First Line (2): Induction in Transplant-Eligible Multiple Myeloma Mohamad Mohty, MD, PhD

16.40 – 16.55 Discussion and Key Takeaways

16.55 – 17.05 First Line (3): Maintenance and MRD Sagar Lonial, MD, FACP

17.05 – 17.20 Discussion and Key Takeaways

17.20 – 17.30 R/R MM: First and Second Relapse María-Victoria Mateos, MD, PhD

17.30 – 17.50 Discussion and Key Takeaways

17.50 – 17.55 Break

17.55 – 18.05 Triple-Refractory R/R MM: Novel Agents Niels van de Donk, MD, PhD

18.05 – 18.25 Discussion and Key Takeaways

18.25 – 18.35 Triple-Refractory R/R MM: Antibodies and Bispecifics Hermann Einsele, MD, FRCP

18.35 – 18.55 Discussion and Key Takeaways

18.55 – 19.05 Triple-Refractory R/R MM: CAR Ts Gareth Morgan, MD, PhD

19.05 – 19.25 Discussion and Key Takeaways

19.25 – 19.30 Summary and Closing Remarks María-Victoria Mateos, MD, PhD
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CONGRESS HIGHLIGHTS
First Line (1): Smoldering and 
Transplant-Ineligible Multiple Myeloma



OS AND PFS UPDATES FROM THE MAIA TRIAL: DARA-RD VS RD IN 
TRANSPLANT-INELIGIBLE NEWLY DIAGNOSED MULTIPLE MYELOMA
FACON T, ET AL. 2021, EHA LB1901 
STUDY POPULATION

> NDMM ineligible for high-dose chemotherapy and autologous 
stem cell transplantation randomized 1:1 to D-Rd or Rd

OUTCOME

> Estimated 5-year OS rate: 66.3% with D-Rd and 53.1% with Rd
> Estimated 5-year PFS rate: 52.5% with D-Rd and 28.7% with Rd

Efficacy
> Median OS was not reached in either arm 

(HR, 0.68; 95% CI, 0.53–0.86; P = .0013)
> Updated median PFS was not reached 

with D-Rd vs 34.4 months with Rd (HR, 
0.53; 95% CI, 0.43–0.66; P <.0001)

Safety 
> No new safety 

signals were 
identified with 
longer follow-up

DR GHOBRIAL’S CONCLUSIONS

> Data from the MAIA trial provide a convincing argument that Dara-Rd should be the preferred induction regimen for transplant-ineligible 
patients

> These data provide answers on how to manage older, frailer patients and whether doublet vs triplet should be used in this patient population
> Results show responses deepened with the continuation of daratumumab therapy, which helps answer how long to keep giving daratumumab

OS (A) AND PFS (B) WITH D-Rd VS Rd



CONGRESS HIGHLIGHTS
First Line (2): Induction in Transplant-
Eligible Multiple Myeloma



CARDAMON TRIAL: ASCT VS KCd CONSOLIDATION WITH K 
MAINTENANCE IN NDTE MULTIPLE MYELOMA
YONG K, ET AL. 2021, ASCO 8000
STUDY POPULATION

> NDTE patients received 4 × KCd induction before 1:1 
randomization to ASCT or 4 × KCd consolidation. All received 18 
months K maintenance

OUTCOME

> Observed 2-year PFS for ASCT was 75.5% vs 70.7% for 
consolidation; calculated difference in 2-year PFS rate 
(consolidation vs ASCT) was –4.5% (70% CI, –9.2%, +1.1%; 
noninferior)

Efficacy
> Median PFS was not reached for 

ASCT vs 3.8 years for consolidation 
(HR, 0.82; 70% CI, 0.65–1.05; P = 0.4)

> ≥VGPR rate was 78.5% after 
consolidation and 80.0% after ASCT 
(P = 0.8)

Safety 
> >10% G3+ adverse 

events in induction 
were infections 
(18.7%), hypertension 
(11.2%), and anemia 
(10.4%)

DR MOHTY’S CONCLUSIONS

> Though it is still too early to conclude, these results suggest that using a potent induction regimen with a high level of response may allow 
patients to avoid transplantation

PFS BY RANDOMIZATION ARM



SUBGROUP ANALYSIS OF THE FORTE TRIAL: EFFICACY OF KRd ± ASCT 
AND K ± R MAINTENANCE IN HIGH-RISK PATIENTS
GAY F, ET AL. 2021, ASCO 8002 (EHA S182)
STUDY POPULATION

> MM patients were randomized to KRd_ASCT vs KCd_ASCT vs 
KRd12 and, thereafter, to KR vs R maintenance

OUTCOME

> Benefit of KRd_ASCT vs KRd12 and KR vs R was observed in all 
high-risk subgroups except amp(1q)

Efficacy
> In high-risk patients, KRd_ASCT improved PFS vs KRd12 (HR 

0.6; P = .04) and KCd_ASCT (HR 0.57; P = .01), with 4-year PFS 
of 62%, 45%, and 45%, respectively

> KR improved PFS vs R in high-risk (3-year PFS 69% vs 56%; HR 
0.6; P = .04) and double-hit patients (3-year PFS 67% vs 42%; HR 
0.53; P = .1)

PFS OF KRd_ASCT VS KRd12 VS KCd_ASCT

DR MOHTY’S CONCLUSIONS

> Using a second-generation proteasome inhibitor plus an IMiD and transplantation may achieve some good results in high-risk patients
> Doublet maintenance regimen is efficacious and feasible, and data show it provides benefit in the high-risk population and the double-hit 

population



RESULTS OF THE UK optimum/MUKnine TRIAL: ULTRA HIGH-RISK 
(UHiR) NDMM PATIENTS TREATED WITH DARA-CVRd
KAISER MF, ET AL. 2021, ASCO 8001 (EHA S181) 
STUDY POPULATION

> UHiR NDMM patients received Dara-CVRd, V-HD-MEL + ASCT, 
followed by Dara-VR(d) consolidation and Dara-R maintenance

OUTCOME

> Dara-CVRd + V-augmented ASCT induced deep remissions in 
UHiR MM

Efficacy
> Responses in the intention-

to-treat population at end of 
induction were 94% ORR 
and at D100 post-ASCT 
83% ORR

Safety 
> Most frequent grade 3/4 AEs 

during induction were 
neutropenia (21%), 
thrombocytopenia (12%), and 
infection (12%). Grade 3 
neuropathy rate was 3.7%

DR MOHTY’S CONCLUSIONS

> These results support the strategy of using multiple potent agents early for ultra-high-risk patients instead of reserving therapies for later lines; 
Dr Mohty cited real-world data that these patients often do not progress beyond fifth line of therapy

> It is encouraging to see no major safety signals despite combining multiple classes of agents

CENTRAL RESPONSE RESULTS



INTERIM ANALYSIS OF THE GMMG-CONCEPT TRIAL: FRONTLINE ISA-
KRD IN HIGH-RISK MULTIPLE MYELOMA PATIENTS
LEYPOLDT L, ET AL. 2021, EHA S183
STUDY POPULATION

> HR NDMM patients received Isa-KRd, ASCT (TE patients; Arm A) 
or additional Isa-KRd (TI patients; Arm B), followed by Isa-KRd 
consolidation and Isa-KR maintenance 

OUTCOME

> PFS, ORR, and MRD data show early and promising results for 
Isa-KRd in HR NDMM patients

Efficacy
> Arm A: PFS rates were 80.0% (68.3%, 

91.7%) and 75.6% (63.0%, 88.1%) for 12 
and 24 months, respectively

> Arm B: 12-month PFS 75.0% (32.6%, 
100%) was reported

Safety 
> No new safety 

signals were 
observed

DR MOHTY’S CONCLUSIONS

> Dr Mohty believes these data are impressive and further support the use of quadruplet therapy in this difficult-to-treat population 

PFS OF INTERIM ANALYSIS POPULATION (46 PATIENTS 
ARM A AND 4 PATIENTS ARM B)



CONGRESS HIGHLIGHTS
First Line (3): Maintenance and MRD



CASSIOPEIA PART 2: DARATUMUMAB MAINTENANCE AFTER VTd ±
DARA AND ASCT IN NDMM PATIENTS
LEYPOLDT L, ET AL. 2021, ASCO 8004 (EHA S180)
STUDY POPULATION

> TE NDMM patients were randomized to D-VTd or VTd (Part 1;  
those who achieved ≥PR were re-randomized to daratumumab 
(DARA) maintenance or observation (OBS) until PD (Part 2)

OUTCOME

> DARA maintenance showed clinical benefit over OBS in TE 
NDMM patients receiving VTd

Efficacy
> Median PFS was NR with DARA and 

46.7 mo with OBS (HR, 0.53; 95% 
CI, 0.42–0.68; P <.0001) 

> PFS HR for DARA vs OBS was 0.32 
(95% CI, 0.23–0.46) in the VTd arm

Safety 
> SAEs occurred in 

22.7% (DARA) vs 
18.9% (OBS) of 
patients; the most 
common was pneumonia

DR LONIAL’S CONCLUSIONS

> The control arm in CASSIOPEIA Part 2 is observation, whereas single-agent lenalidomide maintenance is the standard of care; this weakens 
the ability to make any substantive conclusions about the benefit of daratumumab monotherapy in the maintenance setting

> The data show that it does not matter whether patients receive daratumumab as part of induction or maintenance therapy. The PFS is 
relatively similar; thus, patients should receive as induction therapy to be able to receive again later at relapse

PFS OF INDUCTION AND MAINTENANCE THERAPY 
RANDOMIZATION



FINAL ANALYSIS OF LYRA TRIAL: EFFICACY OF DARATUMUMAB IN 
COMBINATION WITH CyBorD AND AS MAINTENANCE THERAPY
RIFKIN R, ET AL. 2021, ASCO 8035 (EHA EP969) 
STUDY POPULATION

> Patients with MM and ≤1 prior line of therapy received induction 
with DARA + CyBorD; afterward, eligible patients could receive 
ASCT. All patients received DARA maintenance

OUTCOME

> DARA used for induction with CyBorD and maintenance resulted 
in durable, deep responses in patients with NDMM or RMM

Efficacy
> With a median follow-up of 35.7 

months, median PFS and OS were 
not reached for NDMM patients

> Efficacy outcomes are shown in 
the table

Safety 
> Grade 3/4 TEAEs 

occurred in 62.0% of all 
patients, with the most 
common being 
neutropenia

DR LONIAL’S CONCLUSIONS

> While this trial shows the feasibility of adding daratumumab to CyBorD induction, Dr Lonial believes CyBorD is not an optimal induction 
regimen; thus, adding daratumumab does not increase its appeal

> The overall small sample size of the trial makes it hard to draw definitive conclusions

EFFICACY OUTCOMES



RESULTS FROM BMT CTN 1302: MAINTENANCE IXAZOMIB AFTER 
alloHCT FOR HIGH-RISK MULTIPLE MYELOMA 
NISHIHORI T, ET AL. 2021, ASCO 7003
STUDY POPULATION

> Patients with HR MM received allogeneic HCT and were 
randomized to receive ixazomib maintenance or matching placebo

OUTCOME

> Ixazomib maintenance after alloHCT could not be assessed due to 
early termination of study, but did not show impact on outcomes

Efficacy
> 21 mo post-randomization, 

ixazomib vs placebo 
groups had similar PFS 
(55.3% vs 59.1%) and OS 
(95% vs 87%; P = .17)

Safety 
> Cumulative incidence of grade 

3/4 acute GVHD of ixazomib vs 
placebo at 100 days (9.5% vs 
0%) or chronic GVHD at 12 
months (69% vs 64%) was 
similar 

DR LONIAL’S CONCLUSIONS

> Too few patients were enrolled in the study and too many patients developed GVHD disease to allow any conclusions to be made
> AlloHCT is less prevalent in MM than ASCT, so the trial does not provide insight into the use of ixazomib in the maintenance setting 
> For ixazomib to succeed as a maintenance regimen, alternative dosing schedules are needed to increase the intensity of proteosome 

inhibition to a level that would impact outcomes

PFS AND OS POST-RANDOMIZATION 



MRD EVALUATION DURING IXAZOMIB MAINTENANCE OF MM PATIENTS   
ENROLLED IN TOURMALINE-MM3 AND -MM4
PAIVE B, ET AL. 2021, EHA S184
STUDY POPULATION

> MRD evaluation of patients from the TOURMALINE-MM3 AND 
-MM4 trials randomized to either ixazomib maintenance or placebo

OUTCOME

> Ixazomib showed PFS benefit vs placebo in patients who were 
MRD-positive at study entry and patients with persistent MRD

Efficacy
> For patients who were MRD positive at study entry, there was a 

PFS benefit for IXA vs PBO (median 18.8 vs 11.6 mo; HR, 0.65; 
95% CI, 0.55–0.76; P <.001)

> Median PFS was not reached in patients with sustained MRD 
negativity (IXA vs PBO HR, 0.89; P = .815) nor in patients 
converting from MRD positive to MRD negative during treatment

DR LONIAL’S CONCLUSIONS

> A similar analysis with lenalidomide maintenance therapy is needed to contextualize these data; the conversation rate may be relatively low 
with lenalidomide as well

> The data do not address how to possibly convert MRD-positive patients to MRD negative

PFS ACCORDING TO EVOLVING MRD KINETICS



CIRCULATING TUMOR CELLS (CTC) AS A DIAGNOSTIC BIOMARKER IN 
TRANSPLANT-ELIGIBLE MULTIPLE MYELOMA
GARCÉS JJ, ET AL. 2021, EHA S185
STUDY POPULATION

> CTCs in peripheral blood at diagnosis and MRD in BM were 
evaluated in patients enrolled in the GEM2012MENOS65 clinical 
trial

OUTCOME

> CTCs enumeration outperforms classical BM assessments as 
prognostic marker

Efficacy
> Patients stratified into subgroups according to percentage of CTC 

(Group 0: 0%, Group 1: >0% to <0.24%, Group 2: ≥0.24% to 
<2.88%, and Group 3: ≥2.88%); significant differences in PFS 
(median not reached vs 78, 47, and 23 months, and HR 4.9, 8.8, 
and 15.8, respectively; P <.0001) and OS (100%, 81%, 69%, and 
50% at 5 years; P = .0002)

DR LONIAL’S CONCLUSIONS

> It is intriguing to see CTC was not directly correlated with tumor burden in the marrow; this provides some insight that these tumor cells are 
able to leave the bone marrow microenvironment and are probably less dependent on local cytokine production 

> There are questions that remain on the relationship of CTCs and mutation burden/specific mutations at the time of diagnosis

OPTIMAL CUTOFFS FOR RISK-STRATIFICATION USING CTCs 



CONGRESS HIGHLIGHTS
R/R MM: First and Second Relapse



FINAL ANALYSIS OF TOURMALINE-MM1: IRd VS PLACEBO-Rd IN RRMM 
PATIENTS
GARCÉS JJ, ET AL. 2021, EHA EP963 
STUDY POPULATION

> RRMM patients were randomized to IRd or placebo-Rd and 
stratified by number of prior therapies, PI exposure, and ISS 
disease stage

OUTCOME

> OS benefit with IRd vs pRd was not statistically significant in the 
ITT population, but OS benefit was seen in subgroups with 
adverse prognostic factors, including high-risk cytogenetics

Efficacy
> Median OS with IRd vs pRd was 53.6 vs 

51.6 mo (HR, 0.939; P = .495)
> OS benefit with IRd vs pRd was seen in 

patients with HR cytogenetics (≥1 of 
del[17p], t[4:14], t[14;16]; HR, 0.870)

Safety 
> No new/additional 

safety concerns 
were evident 
during the 7-year 
follow-up period

DR MATEOS’ CONCLUSIONS

> The lack of significant OS benefit between IRd vs pRd may potentially be influenced by the rescue therapies
> IRd has some benefit for patients with a high-risk cytogenetic abnormality in the R/R setting
> Unsure of the relevance of these data, since many patients in the early relapse setting have already been exposed to lenalidomide 

OS IN ITT POPULATION AND IN PATIENTS WITH HR 
CYTOGENETICS



IXA-DEX VS POM-DEX IN LENALIDOMIDE-REFRACTORY, PI-EXPOSED 
MM PATIENTS
DIMOPOULOS M, ET AL. 2021, ASCO 8020
STUDY POPULATION

> PI-exposed and/or -intolerant and R-refractory patients who had 
≥2 prior therapies were randomized to Ixa-Dex or Pom-Dex until PD

OUTCOME

> Ixa-Dex prolonged PFS vs Pom-Dex in heavily pretreated 
patients, but the difference was not statistically significant. Ixa-Dex 
had lower grade ≥3 AE rates vs Pom-Dex and comparable HRQOL

Efficacy
> Median PFS was 7.1 vs 4.8 mo 

with Ixa-Dex vs Pom-Dex (HR, 
0.847; 95% CI, 0.535–1.341; P = 
.477)

Safety 
> 69% vs 81% of Ixa-Dex vs 

Pom-Dex patients had 
grade ≥3 AEs; 51% vs 
53% had serious AEs

DR MATEOS’ CONCLUSIONS

> Although there is not a significant difference in PFS between Ixa-Dex vs Pom-Dex, there is a difference from a numeric point of view

PRIMARY ENDPOINT: PFS



DARIA TRIAL: SAFETY AND EFFICACY OF DARATUMUMAB + IXA-DEX IN 
RRMM PATIENTS AFTER FRONTLINE LENALIDOMIDE
TERPOS E, ET AL. 2021, EHA EP1014 
STUDY POPULATION

> RRMM patients after 1 prior line with a lenalidomide-based 
therapy, excluding those with prior anti-CD38 or ixazomib treatment

OUTCOME

> DId in patients with RRMM who were previously treated with a 
lenalidomide-based regimen resulted in rapid and deep responses

Efficacy
> Median time from first 

DId dose until first 
response (PR or better) 
was 0.9 months. 

> Median PFS was 10.4 
months

Safety 
> 40% of patients had ≥1 AE grade 

3/4, the most common being 
thrombocytopenia

> 25.0% had ≥1 SAE, the most 
common being acute kidney injury 
and pneumonia

DR MATEOS’ CONCLUSIONS

> The median time from diagnosis to first study dose, possible high-risk population, and small patient population most likely led to ORR and 
median PFS that were lower than expected

PFS



BOSTON TRIAL SUBGROUP ANALYSIS: SURVIVAL AMONG OLDER 
PATIENTS TREATED WITH XVd
FACON T, ET AL. 2021, ASCO 8019 (EHA EP976) 
STUDY POPULATION

> Post-hoc analysis of RRMM patients ≥65 vs <65 years of age 
treated with once-weekly XVd vs twice-weekly standard Vd

OUTCOME

> In an older patient population with poor prognosis, XVd was 
associated with improved PFS and ORR and reduced PN

Efficacy
> Median PFS with XVd vs Vd: ≥65 (HR, 

0.55; 95% CI, 0.37–0.83; P = .002) and <65 
(HR, 0. 74; 95% CI, 0.49–1.11; P = .07)

> ORR: Vd (64.4%) vs XVd (76.1%) (OR, 
1.77; 95% CI, 1.00–3.11; P = .024) in 
patients ≥65

Safety 
> In patients ≥65, 

PN of any grade 
was lower with 
XVd (32.1%) 
compared with 
Vd (46.5%)

DR MATEOS’ CONCLUSIONS

> Selinexor was well tolerated by this elderly population
> This could be another option at first relapse, especially for patients progressing after lenalidomide in the first line of therapy or for those 

progressing after daratumumab in combination with lenalidomide

PFS BY AGE GROUP



UPDATES FROM ICARIA-MM: ISATUXIMAB AND LOW-DOSE Pd vs Pd IN 
RRMM
RICHARDSON P, ET AL. 2021, ASCO 8017 (EHA S186) 
STUDY POPULATION

> RRMM patients who have received ≥2 prior therapies, including 
lenalidomide and PI, were randomized to Isa-Pd or Pd

OUTCOME

> Isa-Pd showed improvement in TTNT and PFS2 compared with 
Pd. A trend in OS benefit was also seen with Isa-Pd

Efficacy
> Median TTNT: Isa-Pd (15.5 mo) vs Pd (8.9 

mo) (HR, 0.56; 95% CI, 0.42–0.74; P <.0001
> Median PFS2: Isa-Pd (17.5 mo) vs Pd (12.9 

mo) (HR, 0.76; 95% CI, 0.58–0.99; P = .0202
> Median OS: Isa-Pd (24.6 mo) vs Pd (17.7 

mo) (HR, 0.76; 95% CI, 0.58–1.01; P = .0280 

Safety 
> Overall safety 

profile remains 
unchanged 
from prior 
analyses

DR MATEOS’ CONCLUSIONS

> A trend of significant benefit in terms of OS and PFS2 was seen for isatuximab in combination with Pd vs Pd alone
> Further analysis of first subsequent therapy with daratumumab after Isa-Pd showed that PFS and ORR were lower with daratumumab 

compared with other therapies; thus, daratumumab should not be used after isatuximab, and vice versa

STUDY POPULATION



IKEMA SUBGROUP ANALYSIS: ISA-Kd IN RRMM PATIENTS ACCORDING 
TO PRIOR LINES OF TREATMENT AND REFRACTORY STATUS
HAJEK R, ET AL. 2021, ASCO 8034
STUDY POPULATION

> RRMM patients were randomized to Isa-Kd or Kd; efficacy and 
safety evaluated by number of prior lines of therapy and refractory 
status

OUTCOME

> Isa-Kd improved PFS and depth of response, irrespective of prior 
lines of therapy or refractory status

Efficacy
> Isa-Kd improved PFS and depth of 

response (≥VGPR, MRD negative, 
and CR rates) in patients who 
received 1 prior line and >1 prior line, 
as well as in those refractory to Len, 
Len at last regimen, Bor, or Bor at 
last regimen

Safety 
> Grade ≥3 TEAEs were 

generally similar 
between the prior-line 
subgroups and the 
overall safety 
population

DR MATEOS’ CONCLUSIONS

> The benefit of Isa-Kd vs Kd was observed or consistently maintained across the different subgroups of patients

STUDY POPULATION

*99% CI.



CONGRESS HIGHLIGHTS
Triple-Refractory R/R MM: Novel Agents



EFFECTS OF XVd (BOSTON TRIAL) AND Xd (STORM TRIAL) ON RAS-
MUTATED RRMM
WALKER CJ, ET AL. 2021, ASCO 8027
STUDY POPULATION

> Post-hoc analysis of RASmut patients from the BOSTON trial (XVd 
vs Vd) and single-arm STORM trial (Xd)

OUTCOME

> XVd provide similar benefits to RASmut patients as RASWT patients 
and showed PFS and OS benefit over Vd in RASmut patients 

Efficacy
> PFS of RASmut patients treated with XVd vs Vd (median = 12.9 vs 

6.7 mo; HR = 0.48; 95% CI, 0.24–0.97; P = .039)
> For patients on XVd, no difference in survival between RASmut and 

RASWT (PFS: med = 12.8 vs 12.9 mo; HR = 1.08; 95% CI, 0.52–
2.26; P = .83; OS: med = NR vs NR, HR = 0.94; 95% CI, 0.36–
2.45; P = .91)

DR van de DONK’s CONCLUSIONS

> For RASmut patients, PFS and OS were superior when these patients were treated with XVd compared with Vd alone

PFS AND OS of RASmut PATIENTS



STOMP TRIAL: SAFETY AND DOSING OF WEEKLY XKd IN CARFILZOMIB-
NONREFRACTORY, PRETREATED MM PATIENTS
GASPARETTO C, ET AL. 2021, ASCO 8038 (EHA S188)
STUDY POPULATION

> Efficacy and recommended phase II dose were evaluated in the 
XKd arm of the multi-arm STOMP study

OUTCOME

> Weekly XKd is active in heavily pretreated MM patients and AEs 
can be managed with supportive care and dose modifications

Efficacy
> RP2D was identified as SEL 

80 mg QW, CAR 56 mg/m2

QW, and dex 40 mg QW
> ORR was 78% (21/27) and 

median PFS was 23.7 months

Safety 
> Common hematologic TRAEs 

included thrombocytopenia, 
anemia, and neutropenia

> Nonhematologic TRAEs 
included nausea, fatigue, and 
anorexia

DR van de DONK’s CONCLUSIONS

> While the small subset of patients limits definitive conclusions, these early data are promising

XKd RESPONSE RATES



CC-220-MM-001 TRIAL ANALYSIS: IberDd vs IberVd vs IberKd IN RRMM 
PATIENTS
LONIAL S, ET AL. 2021, EHA S187
STUDY POPULATION

> RRMM patients with ≥2 prior regimens received IberDd or IberKd 
cohorts, and those with ≥1 prior regimen received IberVd

OUTCOME

> IberDd, IberVd, and IberKd showed a manageable safety profile 
and promising efficacy

Efficacy
> IberDd: ORR 41%, CBR 52%, 

and DCR 86%
> IberVd: ORR 58%, CBR 67%, 

and DCR 92%
> IberKd: ORR 57%, CBR 57%, 

and DCR 86%

Safety 
> Most frequent hematologic 

grade 3/4 TEAEs were 
neutropenia, anemia, 
leukopenia, lymphopenia, 
and thrombocytopenia 
across all cohorts

DR van de DONK’s CONCLUSIONS

> It is promising to see these response rates in a heavily treated population of MM patients
> Besides the favorable efficacy, the triplets also show a favorable safety profile with the occurrence of nonhematologic treatment-emergent 

AEs being low

STUDY POPULATION BASELINE CHARACTERISTICS



POOLED ANALYSIS OF THE O-12-M1 AND HORIZON STUDIES: 
MELFLUFEN + DEX IN ALKYLATOR-EXPOSED RRMM PATIENTS
RODRÍGUEZ-OTERO P, ET AL. 2021, ASCO 8048
STUDY POPULATION

> Analysis of patients from O-12-M1 and HORIZON studies 
according to previous exposure and refractoriness to alkylators

OUTCOME

> Melflufen + dex showed meaningful efficacy and a clinically 
manageable safety profile in alkylator-exposed RRMM patients

Efficacy
> Meaningful response rates were 

seen in all subgroups, except for 
patients who were refractory to 
alkylators in ≥2 prior lines of 
therapy

Safety 
> The most common AEs 

were hematologic, but were 
mostly reversible

> Nonhematologic AEs were 
infrequent and primarily 
grade 1/2

DR van de DONK’s CONCLUSIONS

> Responses in patients not exposed to alkylators were the best 
> However, patients who were refractory to at least 2 alkylators had the worst responses 

EFFICACY BY SUBGROUPS



CONGRESS HIGHLIGHTS
Triple-Refractory R/R MM: Antibodies 
and Bispecifics



LocoMMotion: NON-INTERVENTIONAL STUDY OF CURRENT 
STANDARDS OF CARE IN HEAVILY PRETREATED RRMM PATIENTS
MATEOS MV, ET AL. 2021, ASCO 8041
STUDY POPULATION

> ORR, efficacy, and safety were analyzed in patients who received 
≥3 prior lines of therapy or were double refractory to a PI and IMiD

OUTCOME

> Heavily pretreated, triple-class–exposed RRMM patients continue 
to progress after multiple lines of therapy and have poor outcomes

Efficacy
> ORR with real-life SOC 

salvage therapy was 
20.1% (95% CI, 15.0–
26.0) in the response-
evaluable population

Safety 
> TEAEs were reported in 65.8% 

of patients; 42.2% were grade ≥3
> Most common grade ≥3 TEAEs 

were anemia, thrombocytopenia, 
and neutropenia

DR EINSELE’S CONCLUSIONS

> The ORR following SOC salvage therapies was only 20%, with just 0.5% achieving a CR and 5% achieving a ≥VGPR
> There were quite a lot of AEs and 7% of patients died during the study due to TEAEs, which is higher when compared with bispecifics or CAR 

T cells

EFFICACY BY SUBGROUPS



EFFICACY AND SAFETY OF SUBCUTANEOUS ELRANATAMAB (PF-
06863135), A BCMA × CD3 BISPECIFIC ANTIBODY, IN RRMM PATIENTS
BAHLIS NJ, ET AL. 2021, ASCO 8006 (EHA S192)
STUDY POPULATION

> RRMM patients received elranatamab at 80, 130, 215, 360, 600, 
or 1000 μg/kg SC weekly

OUTCOME

> SC elranatamab demonstrated a manageable safety profile and 
efficacy in RRMM patients

Efficacy
> ORR for doses ≥215 μg/kg was 

75% (n = 15/20)
> Median time to response was 22 

days
> Median duration of response has 

not been reached

Safety 
> The most common TEAEs 

included lymphopenia, 
CRS, anemia, injection site 
reaction, thrombocytopenia, 
and neutropenia

DR EINSELE’S CONCLUSIONS

> It is interesting to see that patients who were pretreated with a BCMA-targeted therapy were also included in this trial and it is encouraging to 
see that these patients also benefited

> It is very impressive to see that the probability of responders being event free at 6 months was 92.3%

RESPONSE BY DOSING



UPDATED RESULTS FOR TECLISTAMAB, BCMA × CD3 BISPECIFIC 
ANTIBODY IN RRMM
KRISHNAN AY, ET AL. 2021, ASCO 8007 (EHA S193) 
STUDY POPULATION

> RRMM patients received teclistamab intravenously or 
subcutaneously 

OUTCOME

> Teclistamab at the RP2D (weekly 1500 µg/kg SC) was well 
tolerated and showed encouraging efficacy

Efficacy
> ORR at the RP2D was 65%: 58% 

≥VGPR and 30% ≥CR
> At RP2D, median time to first 

confirmed response was 1.0 mo 
(range 0.2–3.1) and median duration 
of response was not reached

Safety 
> The most common 

AEs at the RP2D were 
CRS (70%; grade 3/4 
0) and neutropenia 
(60%; grade 3/4 40%)

DR EINSELE’S CONCLUSIONS

> The response data are very encouraging; data from this trial and other trials evaluating bispecific antibodies are approaching the results of 
CAR T-cell therapy 

ORR



UPDATED RESULTS OF TALQUETAMAB, A GPRC5D × CD3 BISPECIFIC 
ANTIBODY IN RRMM
BERDEJA JG, ET AL. 2021, ASCO 8008 (EHA S191) 
STUDY POPULATION

> RRMM patients received talquetamab intravenously or 
subcutaneously, weekly or biweekly

OUTCOME

> At the RP2D (405 µg/kg SC), talquetamab showed a high clinical 
response rate and was well tolerated in RRMM patients

Efficacy
> ORR at the RP2D was 63% 

with 50% ≥VGPR
> Median time to first confirmed 

response at the RP2D was 1.0 
mo (range 0.2–3.8)

Safety 
> Most common AEs at the 

RP2D were CRS, 
neutropenia, anemia, and 
dysgeusia

> 75% of patients dosed at the 
RP2D had skin-related AEs 

DR EINSELE’S CONCLUSIONS

> Having agents targeting other surface molecules, such as GPRC5D, is important to overcome irreversible biallelic BCMA loss following 
treatment with the BCMA-directed therapies

> In 12% of patients who received the bispecific subcutaneously, antidrug antibodies were developed. Fortunately, they were generally of a low 
titer, and did not appear to have an impact on safety or efficacy

ORR



CONGRESS HIGHLIGHTS
Triple-Refractory R/R MM: CAR Ts



UPDATED RESULTS FROM KarMMa: IDECABTAGENE VICLEUCEL (IDE-
CEL, BB2121), A BCMA-DIRECTED CAR T CELL THERAPY IN RRMM
ANDERSON LD, ET AL. 2021, ASCO 8016 (EHA EP1009)
STUDY POPULATION

> Patients with ≥3 prior regimens (including immunomodulatory 
agent, PI, and CD38 mAb) and refractory to their last regimen 

OUTCOME

> Ide-cel demonstrated deep, durable responses in heavily 
pretreated patients with RRMM

Efficacy
> ORR was 73% and median 

PFS was 8.8 mo in all 
treated patients

> OS has not been reached; 
the 15-month event-free 
rate for OS was 71%

Safety 
> Cytopenias (97%) and CRS 

(84%) were the most common 
any-grade toxicities

> Investigator-identified 
neurotoxicity was reported in 23 
patients (18%)

DR MORGAN’S CONCLUSIONS

> Genetics remain important, and it is uncertain if CAR T therapy can overcome high-risk genetics; these patients may have impaired 
responses with decreased hazard ratios

RESPONSE RATES



UPDATED RESULTS FROM CARTITUDE-1: CILTACABTAGENE 
AUTOLEUCEL, A BCMA-DIRECTED CAR T-CELL THERAPY IN RRMM
USMANI SZ, ET AL. 2021, ASCO 8005 (EHA EP964)
STUDY POPULATION

> Patients with ≥3 prior regimens or were double refractory to a PI 
and IMiD, and had received a PI, IMiD, and anti-CD38 antibody

OUTCOME

> Cilta-cel showed early, deep, and durable responses in heavily 
pretreated patients, with a manageable safety profile at the RP2D

Efficacy
> ORR was 97% (95% CI, 91–

99)
> 12-month PFS and OS (95% 

CI) were 77% (66–84) and 
89% (80–94), respectively; 
median PFS was not reached

Safety 
> CRS occurred in 95% of 

patients
> Grade 3/4 hematologic AEs 

included neutropenia, 
anemia, leukopenia, 
thrombocytopenia, and 
lymphopenia

DR MORGAN’S CONCLUSIONS

> While cross-trial comparison is not recommended, especially with limited sample size, response rates are higher with ciltacabtagene 
autoleucel vs other CAR T therapies

> Response deepened over time, and 3 months may be a good time to evaluate response rates
> Ciltacabtagene autoleucel is considered relatively safe; incidence of CRS was low, and duration of these events was short

PFS



CILTA-CEL VERSUS CONVENTIONAL TREATMENT IN PATIENTS WITH 
RELAPSE/REFRACTORY MULTIPLE MYELOMA
COSTA LJ, ET AL. 2021, ASCO 8030
STUDY POPULATION

> Analysis of RRMM patients refractory to anti-CD38 Ab treated with 
conventional regimens (MAMMOTH) vs CAR T therapy in 
CARTITUDE-1

OUTCOME

> In pretreated RRMM patients, treatment with cilta-cel is associated 
with superior PFS and OS when compared with conventional 
treatment

Efficacy
> ORR in the ITT cohorts of CARTITUDE-1 vs MAMMOTH (84% vs 

28%)
> Patients in CARTITUDE-1 ITT cohort had improved PFS (12 mo 

73% vs 12%) and OS (12 mo 83% vs 39%)

DR MORGAN’S CONCLUSIONS

> If you extrapolate these data from the relapsed/refractory setting to earlier lines of therapy, they suggest that a major change in treatment for 
multiple myeloma is coming that will significantly benefit patients 

EFFICACY RATES



CARTITUDE-2: EFFICACY AND SAFETY OF CILTACABTAGENE 
AUTOLEUCEL IN PATIENTS WITH 1-3 PRIOR LINES OF THERAPY
USMANI SZ, ET AL. 2021, ASCO 8005 (EHA EP964)
STUDY POPULATION

> Patients with 1–3 prior lines of therapy, including a PI and IMiD, 
were len refractory, and had no prior exposure to BCMA-targeting 
agent

OUTCOME

> Cilta-cel infusion at the RP2D led to early and deep responses 
with manageable safety

Efficacy
> ORR was 95% (95% CI, 75–

100) 
> Median time to best response 

was 1.9 months (range, 0.9–
5.1); median duration of 
response was not reached

Safety 
> CRS occurred in 85% of 

patients
> Hematologic AEs (in ≥20% of 

patients) were neutropenia, 
thrombocytopenia, anemia, 
lymphopenia, and leukopenia

DR MORGAN’S CONCLUSIONS

> It is uncertain if these data provide insight into whether ciltacabtagene autoleucel is more effective in earlier lines of therapy, because the 
patient population is still heavily pretreated

> It is too early to know the overall rate of complete clinical response, but it is predicted to be very good

DURATION OF RESPONSE



KEY INSIGHTS



KEY INSIGHTS: SMOLDERING MULTIPLE MYELOMA

SMOLDERING MULTIPLE MYELOMA

The limited number of abstracts on smoldering multiple myeloma underscores a need to further understand risk-stratification in these 
patients
> Experts highlighted a need to incorporate biologic markers, immune profiling, and circulating tumor cells to build better optimized models to 

risk-stratify smoldering myeloma patients



KEY INSIGHTS: TRANSPLANT-INELIGIBLE MULTIPLE 
MYELOMA
TRANSPLANT-INELIGIBLE MULTIPLE MYELOMA

Experts are very impressed by the results of the MAIA trial and believe Dara-Rd provides significant benefit for their standard-risk 
patients, but differ on whether Dara-Rd should be used in high-risk patients
> Experts agreed that there is a strong argument for Dara-Rd to become the standard of care for frailer, transplant-ineligible patients, but not 

necessarily elderly patients, since age is not the only determining factor for transplant eligibility
- Some advisors already consider Dara-Rd their standard of care for transplant-ineligible patients, while the remaining experts plan to 

make it so
- Experts reported that Dara-Rd is not yet reimbursed by insurance companies in the Netherlands or Spain; thus, they use Dara-VMP 

instead (in the Netherlands), but expect Dara-Rd to become the preferred induction regimen once approved
- One expert noted they do not expect to find any regimen capable of providing PFS of 5+ years without transplantation
- Another expert reported positive results using Dara-Rd in a 92-year-old patient, and believes the MAIA trial reflects real-world experience

> Experts also highlighted the lack of increasing toxicity with the longer follow-up data as a strength of Dara-Rd
> While some advisors argued that Dara-Rd could also benefit high-risk, transplant-ineligible patients (eg, patients with cytogenetic 

abnormalities), they acknowledged that further evaluation of options should occur after the ongoing studies of CELMoDs, Dara-VRd, and 
Isa-VRd in these populations mature

Dr Mateos:
I think that these [MAIA data], from my point of 
view, are the best results we’ve seen in the 
treatment of elderly patients with multiple 
myeloma in a phase III randomized study.

“ “



KEY INSIGHTS: INDUCTION IN TRANSPLANT-ELIGIBLE 
MULTIPLE MYELOMA
EARLY VS DELAYED TRANSPLANT

The CARDAMON trial showed that KCd consolidation is comparable with KCd induction + ASCT
> However, experts cited the FORTE trial data to highlight the superiority of KRd over KCd and the benefit of transplantation; thus, they believe 

the CARDAMON data have limited utility unless patients are already on KCd induction therapy
> Advisors also identified the short follow-up as a weakness of the CARDAMON trial 
> Advisors noted the need to further investigate MM patients with 1q amplification because they did not show benefit from transplantation in 

the FORTE trial
> While transplantation is necessary with triplet therapy, advisors acknowledged this must be further assessed with quadruplet therapy

HIGH-RISK PATIENTS

Transplantation continues to be the standard of care in high-risk, transplant-eligible MM patients
> Despite a global discordance in the preferred induction regimen for high-risk patients, many 

believe PIs in combination with anti-CD38 antibodies with ASCT is the best approach to get the 
maximum response from these patients

> In addition, experts cited data from the FORTE trial that suggest a doublet, KR maintenance 
should be used in these patients 

> Experts agreed that transplantation is still important for high-risk disease, but immunotherapy 
and CAR T may supplant the need for it in the future

> Prognosis for these patients still needs improvement, and more data are required

Dr Lonial:
FORTE clearly showed that KCd 
compared to KRd was inferior with the 
transplant. I think what we’re seeing [in 
the CARDAMON trial] is that the 
experimental arm looks better because 
the control arm is weaker.

“ “



KEY INSIGHTS: MAINTENANCE THERAPY

MAINTENANCE THERAPY

Lenalidomide remains the standard of care in the maintenance setting, though some advisors prefer KR for high-risk patients
> One expert noted that KR may not be a feasible maintenance strategy, as it requires patients to come into the clinic for 5–6 years of IV carfilzomib
> The tolerability of maintenance therapy needs to be addressed, as many patients stop lenalidomide maintenance not only because of 

progression, but also because of toxicities

While CASSIOPEIA Part 1 showed that depth of response with VTd is better with daratumumab, CASSIOPEIA Part 2 did not provide 
clear conclusions regarding the use of daratumumab maintenance
> Experts were critical of observation being the control arm of CASSIOPEIA Part 2, as it is not the standard of care

- One expert explained that lenalidomide was not yet approved in France at the start of the study 
> Additionally, experts expressed concerns with the frequency (every 8 weeks) and length (2 years) of daratumumab maintenance in the study 
> While CASSIOPEIA Part 1 supports the use of daratumumab as induction therapy, it is uncertain from CASSIOPEIA Part 2 if there is benefit 

of daratumumab maintenance over lenalidomide
- One expert argued that daratumumab should then be used as induction therapy only, so it is available for reuse in the relapsed setting

While results of the LYRA trial demonstrated the feasibility of adding daratumumab maintenance to Dara-CyBorD, limited use of 
CyBorD may impede its utility
> One expert asserted that an optimal induction should include IMiD and PI ± daratumumab

The role of ixazomib maintenance after alloHCT could not be concluded from the CTN-1302 trial because of the small patient 
population and high rates of cGVHD
> One expert believes ixazomib maintenance may have a place for patients who are lenalidomide intolerant, or in combination with 

lenalidomide for high-risk patients



KEY INSIGHTS: MRD AND PROGNOSTIC FACTORS

MRD AND PROGNOSTIC FACTORS

The experts believe CTC and MRD should be part of routine clinical practice that informs therapy decisions as the field moves to
incorporate CAR Ts and bispecific agents

Experts find the MRD-negativity conversion rate and maintenance rates of ixazomib maintenance notable, but difficult to interpret 
without similar data with lenalidomide maintenance
> Experts posited that these rates may be similar to lenalidomide maintenance, and while promising, they are not surprising 

CTC is promising as a prognostic marker, but questions remain regarding its relationship with mutational burden
> CTC was noted to not correlate with tumor burden in the marrow
> Experts believe incorporation of CTC with current R-ISS staging could improve prognostication for patients 

Dr Ghobrial:
Defining better biomarkers, such as MRD, 
sustained MRD, other markers is what can 
help us know who will truly benefit from 
dara maintenance, len maintenance, ixa, 
and so on, and for how long. 

“ “



KEY INSIGHTS: R/R MM – FIRST AND SECOND RELAPSE

FIRST AND SECOND RELAPSE

For patients who experience relapse on VRd and lenalidomide ± dexamethasone maintenance, the standard of care for experts is anti-
CD38 antibody in combination with pomalidomide or carfilzomib, depending on age, comorbidities, and patient preference
> Cross-resistance between lenalidomide and pomalidomide, cytogenetics, and duration of first response must also be considered 
> One expert from the Netherlands reported that carfilzomib + anti-CD38 antibody is not yet approved for reimbursement in these patients
> Experts appreciate the subgroup analyses from the IKEMA trial showing a maintained benefit of Isa-Kd in elderly patients over 70 years old, 

with varying lines of prior therapy and with high-risk cytogenetics

While data from the DARIA trial cannot be compared with other trials using an anti-CD38 antibody in the relapsed setting, experts find 
the OS and PFS to be shorter than expected
> It was acknowledged that the median time from diagnosis to first study dose was only 2 years and that the population was perhaps high-risk, 

leading to the short median PFS

While there was no significant OS benefit from Ixa-Rd reported in the final analysis of the TOURMALINE-MM1 study, experts 
appreciate the OS benefit in patients with high-risk cytogenetics
> One expert described their practice using Ixa-Rd as salvage therapy in patients who are very rapidly progressing on KRd and who have a 

good response, with positive results to Ixa-Rd
> Experts, however, believe fewer and fewer patients may receive Ixa-Rd in the early relapse setting because of the prevalence of 

lenalidomide in the frontline setting
> Experts believe the major advantage of ixazomib is that it is an oral tablet and is well tolerated, thus allowing patients to transition away from 

an IV PI

Results from the subgroup analysis in the BOSTON trial showing efficacy and tolerability in elderly patients were well received and 
highlight the need to provide more options to lenalidomide-refractory patients 



KEY INSIGHTS: TRIPLE-REFRACTORY R/R MM – NOVEL 
AGENTS
NOVEL THERAPIES

While advisors find it encouraging to see that RAS-mutated patients had benefits similar to RAS-wild type patients treated with XVd in 
the BOSTON trial, many find selinexor to have tolerability issues despite weekly dosing
> Experts recounted similar issues with tolerability with selinexor in combination with carfilzomib-dexamethasone, and believe selinexor-based 

regimens may be most useful in later stages of disease after BCMA-targeted therapies
- Other experts reported positive results and good tolerability when using selinexor in combination with Pom-Dex or with daratumumab (in 

clinical trials)
> While selinexor is approved for use in Europe, many experts reported that it is not yet reimbursed by insurance companies in their countries 

(Spain, Germany, and the Netherlands)

Experts believe iberdomide has good overall tolerability, can be given to elderly and frailer patients, and is a good option for
daratumumab-refractory patients
> Advisors believe iberdomide generally has a better AE profile than lenalidomide and can eventually be moved to the upfront setting and/or 

maintenance setting, pending further data
- Head-to-head efficacy trials of iberdomide vs lenalidomide will also be needed to overcome the upcoming availability of generic 

lenalidomide

The aminopeptidase activity of melflufen was highlighted as an important differentiating factor and could be especially impactful as 
fewer alkylating agents are used in early lines of therapy    
> Some experts do not see operational differences between melflufen, melphalan, and cyclophosphamide and do not believe it significantly 

advances treatment for multiple myeloma, but others cited its utility for extramedullary disease after CAR T relapse (though some experts 
reported these responses are not very long) and would position it in later stages of disease



KEY INSIGHTS: TRIPLE-REFRACTORY R/R MM – ANTIBODIES 
AND BISPECIFICS
ANTIBODIES AND BISPECIFIC AGENTS

The LocoMMotion trial underscored the lack of a standard of care for heavily pretreated RRMM patients

From the presented abstracts, experts believe the data of bispecific agents are approaching the results of CAR T-cell therapy and the 
efficacy of these agents provides a convincing argument to move them to earlier lines of therapy
> Experts believe the efficacy and toxicity profiles of these agents are comparable, and longer follow-up data on durability of response may be 

the ultimate differentiating factor
- Experts predict the first approved agent will be the most widely used, but costs will also be a consideration
- One expert predicted that in 5 years, bispecifics will move to earlier lines of therapy (first line or second line) and be used in combination 

with iMiDs  
- Bispecifics are foreseen as more readily adoptable in US community practices vs CAR T therapy, as patients do not need to be referred 

to a specialized center

Experts highlighted the 92.3% probability of responders treated with elranatamab being event free at 6 months as an impressive result
> Further evaluation of the recent neuropathy observed with elranatamab is needed to understand if this is an agent- or class-related AE 

One expert reported that patients stopping a clinical trial with teclistamab due to the COVID-19 pandemic showed deepening 
response despite not receiving teclistamab for an extended period (ranging from a few weeks to a few months)
> This was highlighted as an opportunity to possibly investigate changing the dosing of bispecifics to increase convenience

Having agents targeting other surface molecules, such as GPRC5D, was described as particularly important to overcome irreversible 
biallelic BCMA loss following treatment with the BCMA-directed therapies
> However, it is not yet understood if a similar loss effect will occur with GPRC5D using talquetamab
> Alternating bispecific agents was posed as a possible strategy to overcome this loss of the target, though experts disagreed if bispecifics can 

be efficiently alternated without causing T-cell exhaustion



KEY INSIGHTS: TRIPLE-REFRACTORY R/R MM – CAR TS

CAR Ts

Experts described the availability of CAR T therapies as a “logjam” in terms of understanding the most efficacious agents as well as 
issues in making them commercially available for widespread use
> Experts from the US elaborated that since CAR T therapies are an engineered product, the manufacturing companies must approve

individual hospitals for their use, which can be a slow process; a similar challenge is faced in Europe
- Even after approval, one US expert described limited capacity for CAR T infusion in institutions and a long waiting period before being 

able to start a patient on therapy
> These challenges may make CAR T therapy more difficult to adopt in earlier lines of therapy if significant benefit is not shown

Experts believe there are still many questions to be resolved regarding the use of CAR T therapy
> What is the role played by the microenvironment and the role played by the tumor cells in mediating response and relapse to these agents?

- One expert suggested using single-cell analysis to study the microenvironment, combined with molecular genetics to answer this question
> What is the efficacy of these agents in earlier lines of therapy?

- One expert believes higher benefits will be observed in moving CAR T therapy to earlier lines, because Dara-VRd induction will act as a 
more potent bridging therapy to maximize benefit 

> What is the role of CAR T therapy in relation to bispecific agents?
- The persistent nature of MM requires continuous therapy, and multiple doses of CAR T therapy over a 2- or 3-year period is not feasible; 

thus, one expert suggested using CAR T as a debulker and following it with a bispecific agent every 2–3 months for a 2-year period to 
eliminate the remaining disease

> Would patients have better outcomes with CAR T therapy over transplantation?
- Experts described ongoing trials to address this question, and look forward to getting answers soon
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