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MULTIPLE MYELOMA IN 2020 
AND BEYOND
Friday, August 28 – Saturday, August 29, 2020

EXECUTIVE SUMMARY



BACKGROUND

> On August 28 and 29, 2020, Aptitude Health brought together a group of scientists 
and clinical investigators with expertise in multiple myeloma (MM) to attend an 
expert panel

> From September 3 to 8, this group of experts joined an online discussion of current 
and emerging paradigms in the treatment of MM using the ONCOBOARD platform

> The goal of the expert panel was to discuss the latest therapeutic developments 
and translational research in the treatment of MM, apply these advances to 
dynamic and oftentimes individualized clinical decision-making, and explore how 
emerging data will affect ongoing research, development of new compounds, and 
future treatment paradigms
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AGENDA – DAY 1

Time Topic Speaker/Moderator

6.00 AM – 6.10 AM

10 min
Welcome and Introductions Rafael Fonseca, MD

6.10 AM – 6.30 AM

20 min
Pursuing the Cure for Myeloma Leif Bergsagel, MD

6.30 AM – 7.00 AM

30 min
Key Questions and Topics for Discussion

7.00 AM – 7.15 AM

15 min
IMiDs – With Us Since 1999 Sagar Lonial, MD

7.15 AM – 7.50 AM

35 min
Key Questions and Topics for Discussion

7.50 AM – 8.00 AM

10 min
BREAK

8.00 AM – 8.15 AM

15 min
The Evolving Role of Proteasome Inhibitors (PIs) Irene Ghobrial, MD 

8.15 AM – 8.50 AM

35 min
Key Questions and Topics for Discussion

8.50 AM – 9.00 AM

10 min
Summary Discussion: Key Takeaways on Multiple Myeloma Rafael Fonseca, MD

9.00 AM Wrap-up and Overview Rafael Fonseca, MD
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AGENDA – DAY 2
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Time Topic Speaker/Moderator

6.00 AM – 6.05 AM

5 min
Agenda Review Rafael Fonseca, MD

6.05 AM – 6.20 AM

15 min
Monoclonal Anti-CD38 Tom Martin, MD

6.20 AM – 6.55 AM

35 min
Key Questions and Topics for Discussion

6.55 AM – 7.10 AM

15 min
Immunotherapy Approaches for the Treatment of MM Peter Voorhees, MD

7.10 AM – 7.45 AM

35 min
Key Questions and Topics for Discussion

7.45 AM – 7.55 AM

10 min
BREAK

7.55 AM – 8.05 AM

10 min
Other Agents on the Horizon in MM and Moving the Needle Forward Craig Hofmeister, MD, MPH

8.05 AM – 8.40 AM

35 min
Key Questions and Topics for Discussion

8.40 AM – 8.50 AM

10 min
Summary Discussion: Key Takeaways on Multiple Myeloma Rafael Fonseca, MD

8.50 AM – 9.00 AM Wrap-up and Overview Rafael Fonseca, MD



QUOTES (1/3)
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“I sort of fundamentally disagree with, the way the conclusions were 

presented, which were KRd is not better than VRd, so VRd is the 

standard. To me it was almost the opposite. KRd was not worse than VRd 

and you don’t have any neuropathy.”

– Keith Stewart, MD, about the ENDURANCE trial

“More therapy is almost always better than less therapy.”

– Leif Bergsagel, MD

“The Cadillac cure: We measure tumor cell weekly and change therapy 

with the rate decreases and we use all the drugs that we know about and 

transplant and repeat, until there is no disease left or the patient is no 

longer standing.”

– Leif Bergsagel, MD



QUOTES (2/3)
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“Selinexor is too toxic, belantamab is blurry, melflufen is the artist formerly 

known as Alkeran.”

– Keith Stewart, MBChB

“I look forward to a way to predict both neuropathy and cardiopulmonary 

AEs from proteasome inhibitors. My crystal ball does NOT work. There is a 

4% risk of heart failure in multiple phase III trials.”

– Craig Hofmeister, MD, MPH

“CAR Ts are not one and done.”

– Tom Martin, MD

“I agree . . . but I am not going to loose hope that we can cure some 

patients, and probably more with CAR T in our toolbox.”

– Andrzej Jakubowiak, MD, PhD



QUOTES (3/3)
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“Your average 80-year-olds that we get referred, you know, not a fabulous 

candidate for Dara RVd. Yet they’re getting a lot of it.”

– Craig Hofmeister, MD, MPH

“I think that there is always lag behind our frontline developments and 

what is in the community; we are probably missing an opportunity to providing 

better education in some situations. If we know that it’s not the best 

strategy, we should be finding avenues to really communicate it to others.”

– Leif Bergsagel, MD



Pursuing the Cure for 
Myeloma



PURSUING THE CURE FOR MYELOMA (1/3)
PRESENTED BY LEIF BERGSAGEL, MD

> For some patients, MM is becoming a curable disease with the improvement of first-line treatments 
that achieve deep and durable response. Cure, as a possible treatment goal in the future, could be 
achieved in the frontline and not in the relapsed refractory setting

> Double transplantation showed overall survival (OS) benefit with an HR of 0.62 over single 
transplantation. The benefit was more remarkable in high-risk patients with del17p

> The frontline combination of lenalidomide, bortezomib, and dexamethasone (RVd) together with 
transplantation showed very impressive OS data after 10 years follow up; the median OS was not 
reached in standard-risk patients and was 78.16 months in high-risk patients

> Almost every randomized MM study supports the fact that more therapy is associated with higher 
minimal residual disease (MRD) and longer progression-free survival (PFS)

− MRD is the most powerful prognostic factor for PFS and OS; patients with undetectable MRD achieve long 
OS and PFS 

− MRD negativity rate of 50% was reached with daratumumab + RVd, which is becoming the new standard 
treatment for MM
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PURSUING THE CURE FOR MYELOMA (2/3)
PRESENTED BY LEIF BERGSAGEL, MD

> Survival endpoints require very long observation time and that makes these endpoints hard to use 
for establishing treatments decisions on the basis of trial results

− Response-adapted therapy trials aim to base treatment decisions on surrogate endpoints such as complete 
response (CR) and MRD, which allows for monitoring treatment responses more closely in MM

> Response-adapted therapy trials have been used recently with lenalidomide maintenance in MM

− Patients who achieved partial or minimal response were randomized to receive treatment intensification 
with cyclophosphamide, bortezomib, and dexamethasone (CVd) vs no intensifications before transplant 
and maintenance. Patients who received CVd had PFS benefits (Jackson HG, et al. Lancet Haematol. 
2019;6(12):e616-e629)

− Patients after CVd, transplantation, and lenalidomide were randomized between 2-year continuous 
lenalidomide maintenance and lenalidomide maintenance until CR. OS was in favor of 2 years of 
lenalidomide vs stopping maintenance at CR (Goldschmidt H, et al. Leukemia. 2020;34(7):1853-1865)

> Venetoclax in combination with bortezomib and dexamethasone showed benefit for patients with 
t(11;14) and should be included in the frontline treatment of these hard-to-treat high-risk patients
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PURSUING THE CURE FOR MYELOMA (3/3)
PRESENTED BY LEIF BERGSAGEL, MD

> Better usage of MRD testing can bring us closer to the cure. Patients with undetectable MRD are 
still not cured; there is a limitation in the measurable depth of MRD. Precise tools are needed to 
follow dynamic changes in the disease beyond 10-6 accuracy

− MRD measurement from bone marrow provides sample-size limitation and taking a bone marrow sample is 
less convenient than using a blood sample

− There are some technologies based on circulating tumor (ct)DNA and tumor protein that could be 
developed to measure MRD negativity

• Whole-genome sequencing with guide RNAs* to identify structural breakpoints that are unique to the tumor; 
measuring ctDNA in the plasma weekly; using CRISPR-CS9 to amplify target genes for detection; measuring tumor 
proteins using mass spectrometry

12*Guide RNA, specific RNA sequence that recognizes the target DNA region of interest.



DISCUSSION – PURSUING THE CURE FOR MYELOMA (1/2)

> More therapy is almost always better than less therapy; the best tools are needed to achieve cure for MM. 
Cure could be achieved if aggressive therapy is used in frontline, however, currently a cure is not feasible with 
the available options

− Dara-VRd could be a potential strategy to achieve cure, but it needs to be developed further with cure in mind. MRD 
negativity predicts improved survival outcomes, especially for high-risk patients where the benefits were highly 
statistically significant

− Chimeric antigen receptor (CAR) T-cell therapy is curative in lymphoma, but early clinical trials show that MM patients 
relapse after CAR T treatment. Maintenance with a novel immunotherapy could be a good addition to improve 
persistence of CAR Ts

− It is possible that a portion of high-risk patients can be cured with an aggressive treatment to achieve deep and durable 
MRD negativity

> European trials show that MRD negativity translates into OS and PFS benefit, but this is not seen in US trials.  
This difference can be due to different maintenance strategies. In the US, continuous maintenance is a broadly 
accepted strategy that might provide prolonged survival benefit compared with the EU strategy of limited 
duration maintenance

− There are research approaches in the US with MRD monitoring and the possibility of stopping lenalidomide 
maintenance. Patients will be monitored systematically at the level of 10-7 MRD 

> High-risk patients with MRD positivity can be managed with triplet treatment and long-term lenalidomide 
maintenance
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DISCUSSION – PURSUING THE CURE FOR MYELOMA (2/2)

> Deeper MRD monitoring is necessary to design response-adapted trials and to drive treatment 
decisions based on MRD

− There are MRD monitoring technologies using liquid biopsy under development in MM. Measurement of 
MRD from bone marrow is not adequate due to the limited sample size even when tested with next-
generation sequencing (NGS)

− Proteomic approaches such as mass spectrometry can detect down to 10-8 levels

− With deeper level monitoring using proteomics, it is possible to misinterpret what is malignant and what is 
not. Some of the proteins that are characteristic for an MM clone can be identified not only in MM patients. 
Further refinement of this technology is needed

− As the tumor progresses, it tends to secrete less tumor protein and there can be more tumor cells than the 
relative amount of protein, which would cause false-negative monitoring outcomes

> It is important to better understand how stem cell clones of MM persist and may cause relapses

− Monoclonal gammopathy of undetermined significance (MGUS)-like patients usually don’t achieve CR or 
MRD negativity, but they don’t progress either. Other patients who achieve deep MRD negativity may 
progress very quickly, or relapse after over 15 years of remission

− MGUS is hardly distinguishable from MM, which makes it challenging to identify these patients with MRD-
positive but stable disease
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IMiDs – With Us Since 1999



IMiDS – WITH US SINCE 1999
PRESENTED BY SAGAR LONIAL, MD

> Immunomodulatory drugs (IMiDs) have been used in MM for several years now; their mode of 
action makes them an important combination partner for immunotherapies

− IMiDs target cereblon in myeloma cells, which results in down-regulation of the MYC pathway, causing 
myeloma cell death

− IMiDs also activate immune functions on T cells and supporting NK cells

> Currently, lenalidomide is part of the initial induction therapy and broadly used as maintenance. 
Pomalidomide is commonly used in salvage regimens

− European clinical trials use limited duration of maintenance, while in the US, most patients receive 
lenalidomide maintenance indefinitely and eventually progress on maintenance therapy

> There are various novel IMiDs and cereblon E3 ligase modulators (CELMoDs) under development, 
such as iberdomide and CC-92480. Dr Lonial would like to see these agents moved to the frontline 
setting

− Iberdomide has more-cytotoxic effects as well as more-potent activation of immune functions compared 
with lenalidomide and pomalidomide in combination with bortezomib

− Iberdomide shows very promising response rates (35.3%) in IMiD-refractory patients. New CELMODs can 
potentially overcome resistance to other IMiDs

− CC-92480 shows better tissue penetration than other IMiDs, which could set it apart from other treatments
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DISCUSSION – IMiDS – WITH US SINCE 1999
IMiD RESISTANCE (1/2)

> The advisors agree that lenalidomide-refractory patients are defined by progression on 
lenalidomide maintenance, but currently this is not very well documented in the literature 

− There can be differences between patients progressing on full-dose treatment vs maintenance. It would be 
advisable to stratify patients on the basis of this in future trials for better understanding the mode of 
resistance

− About a third of IMiD-resistant patients have cereblon mutations, gene copy number change, and/or  
structural variations (Gooding S, et al. Blood. 2020), which makes it questionable to use pomalidomide for 
lenalidomide-refractory patients

• Stopping IMiD treatment would stop the selective pressure and possibly allow for cell clones with normal cereblon to 
take over. This would resensitize patients to a subsequent IMiD treatment

− Lenalidomide- and pomalidomide-refractory patients still get proimmune effects of IMiDs. Currently 
carfilzomib with pomalidomide and dexamethasone (KPd) or daratumumab + Pd would be a preferred 
salvage treatment for lenalidomide-refractory patients. The quadruplet combination of Dara-KPd is also 
effective in this setting

• Most likely, the immune-activating function of pomalidomide contributes to the activity in lenalidomide-refractory 
patients instead of having direct effect on MM cells

> Selinexor and belantamab can achieve 30% response rate in patients refractory to triplet therapies, 
but the duration of response is very limited. There are ongoing trials moving these agents to the 
early refractory setting

17



DISCUSSION – IMiDS – WITH US SINCE 1999
IMiD RESISTANCE (2/2)

> Cereblon mutation is a clonal phenomenon, and it is not fully understood how 10% of cell with 
mutation translates into the resistance of the tumor

− Patients receive multiple treatment combinations, which makes it very challenging to get a sample from a 
patient who progressed on a single-agent therapy and to clearly understand the mechanism of resistance 

> A cereblon assay would give a good understanding of IMiD resistance, and could be used as a 
molecular marker, however, the development of such an assay has proven to be challenging

− Monoclonal antibody and immunohistochemistry approaches did not bring desirable results

− Custom gene panels show mutations in cereblon and the MYC pathway, however, protein structural 
changes could not be detected with these assays

− NanoString’s RNA-based technology shows promising early results 

• This technology is already in use in distinguishing subsets of non-Hodgkin lymphomas

− Epigenetic regulation of cereblon is poorly understood and it is not considered for assay development 

> Community physicians’ treatment decisions are lagging behind

− The community is still increasing lenalidomide dose before considering change to pomalidomide
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DISCUSSION – IMiDS – WITH US SINCE 1999
NOVEL IMiDS

> Iberdomide shows an overall response rate (ORR) of 35% in daratumumab- and pomalidomide-
refractory patients, which indicates the efficacy of iberdomide in patients refractory to other IMiDs. 
Iberdomide also seems to be better tolerated than lenalidomide and pomalidomide, with less fatigue 
and diarrhea and less-severe cytopenias

− Because of the manageable adverse event (AE) profile, a trial has been initiated in smoldering myeloma 
using iberdomide in combination with dexamethasone

> CC-92480 has better tissue penetration than other IMiDs, which can be an asset in controlling 
extramedullary disease 

− CC-92480 could be used together with bispecifics as consolidation after CAR T to increase persistence of 
CAR T cells

> There is interest in bringing novel IMiDs into the early setting as they are more potent than available 
IMiDs. The experts envision that in the future, iberdomide likely will replace lenalidomide in frontline 
and CC-92480 will replace pomalidomide in the salvage setting

− Proving superiority in head-to-head trials is needed to show these agents can induce deeper responses or 
more durable responses compared with available IMiDs

− Convincing evidence would also be needed for novel IMiDs to address niche subsets of patients, 
particularly high-risk patients. There are large trials under development to address these in the near future
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DISCUSSION – IMiDS – WITH US SINCE 1999
MM MOUSE MODEL

> The VK MYC mouse is a good model for studying human MM. These mice have several mutations 
that are also identified in MM patients, and they have been used for human MM drug response 
studies 

− Dr Bergsagel’s laboratory developed a mouse to study IMiDs that is able to express human cereblon. 
IMiDs clearly show T-cell immunoactivities in this model

> Pomalidomide + bispecific combinations achieved deeper MRD in an MM mouse model, however, 
2-week treatment-related mortality was about 50% due to cytokine release syndrome (CRS)

− It is important to decrease the tumor burden before applying this combination (eg, using CAR T therapy)

> The application of cyclophosphamide together with BCMA and CD3 bispecifics shows promising 
immune-activating results in immunocompetent mice

− Cyclophosphamide can activate macrophages, which makes it a good combination partner for 
immunotherapies for patients who are refractory to IMiDs, providing an alternative immune-modulating 
treatment for an IMiD-free period
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THE EVOLVING ROLE OF 
PROTEASOME INHIBITORS (PIs)



THE EVOLVING ROLE OF PROTEASOME INHIBITORS (PIs)
PRESENTED BY IRENE GHOBRIAL, MD

> The ENDURANCE trial compared carfilzomib with lenalidomide and dexamethasone (KRd) vs 
bortezomib with lenalidomide and dexamethasone (VRd) in newly diagnosed MM

− Superiority of KRd was not proven; KRd and VRd showed comparable survival outcomes, treatment 
responses, and treatment duration

− This trial excluded high-risk patients

• Carfilzomib is a stronger proteasome inhibitor, which gives a deeper response. This might bring a better depth of 
response and may overcome high-risk cytogenetics

− Patients had a choice of stem cell transplantation and after a second randomization they received 
continuous or limited-time maintenance; the baseline demographics were well balanced

− Hematologic toxicities were very similar, but slightly higher in the KRd arm. VRd induced peripheral 
neurotoxicity and KRd produced dyspnea as well as more cardiac toxicities and kidney failure
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DISCUSSION – THE EVOLVING ROLE OF PROTEASOME 
INHIBITORS (PIs)
KRd vs VRd (1/6)

Efficacy in the ENDURANCE trial

> The results or the ENDURANCE trial resemble the outcome of the CLARION trial, where melphalan 
and prednisone were combined with either bortezomib or carfilzomib in transplant-ineligible 
myeloma patients, and no survival difference was observed

− Defined duration of time that was applied in these trials can be the reason for not showing survival 
differences

− In contrast, the ENDEAVOR trial in the relapsed setting was designed with indefinite treatment using 
daratumumab + Kd vs Kd until disease progression. This trial showed PFS benefit with the addition of 
daratumumab

> Longer treatment duration is needed to achieve stringent CR and MRD negativity. In the FORTE 
trial, KRd achieved >50% CR rate, which is considerably higher than what was observed in the 
ENDURANCE trial

− It is a possibility that the CR rates were not reported correctly because community oncologists might not 
have taken bone marrow from each patient to confirm CR

> Early deep-MRD negativity doesn’t predict PFS

− CAR T therapies show very deep responses, however, they are not durable and patients relapse
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DISCUSSION – THE EVOLVING ROLE OF PROTEASOME 
INHIBITORS (PIs)
KRd vs VRd (2/6)

Efficacy in the ENDURANCE trial (cont.)

> In standard-risk patients, there is probably little difference between the efficacy of KRd and RVd; 
high-risk patients may have higher response rates, but this patient population was not included in 
the trial

> The observed PFS was considerably lower than what could be expected in MM

− Transplantation is an important treatment in MM; it provides a deep and durable response that translates 
into significant PFS benefit. Even MRD-positive patients benefit from transplantation, treatment with high-
dose melphalan. The proportion of patients who received transplantation was balanced between the study 
arms in the ENDURANCE trial 

Toxicities in the ENDURANCE trial

> The main differentiator between the RVd and KRd triplets are their toxicity profiles, which include 
peripheral neuropathy and cardiac toxicity, respectively

> Neuropathy is a major concern with bortezomib, which makes the RVd combination the least-
preferred choice for some of the experts

− This toxicity can be reduced by subcutaneous application
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DISCUSSION – THE EVOLVING ROLE OF PROTEASOME 
INHIBITORS (PIs)
KRd vs VRd (3/6)

Toxicities in the ENDURANCE trial (cont.)

> Cardiac toxicities are a major concern with carfilzomib. Higher-dosage carfilzomib (56 mg/m2 twice 
a week) is more potent, but also has more cardiac toxicities

− Prophylactic treatment of thromboembolic events is very important in patients treated with KRd

− Grade 3 hypertension can become an issue, especially for patients on hypertensive drugs. Congestive 
heart failure is a troubling side effect

− Long-term cardiovascular side effects are very rare, especially with the lower dosage of carfilzomib (56 
mg/m2 once a week) used in combinations

− A clinical assessment algorithm is under development to identify patients with increased risk of more-
significant cardiovascular toxicities with carfilzomib, which will be published soon

> A small portion of patients also experiences pulmonary toxicity with carfilzomib
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DISCUSSION – THE EVOLVING ROLE OF PROTEASOME 
INHIBITORS (PIs)
KRd vs VRd (4/6)

Treatment decisions

> The experts consider KRd with or without daratumumab as standard of treatment for high-risk 
patients. For standard-risk patients, some experts consider switching KRd to RVd, but most will not 
make major changes in their approach

> Some experts would offer the patient both combinations (KRd and RVd) in the frontline setting, 
considering their similar activity and toxicity profiles (neuropathy vs cardiac toxicities)

> Throughout the course of the disease, most patients will probably be treated with both bortezomib 
and carfilzomib, because both are effective agents. The differences in toxicities should be taken into 
consideration when deciding on various treatment durations

− In treatments where a defined period is required, bortezomib could be applicable, eg, as part of Dara-RVd 
induction

− When long-term treatment is required, as in maintenance, carfilzomib could be the preferred choice
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DISCUSSION – THE EVOLVING ROLE OF PROTEASOME 
INHIBITORS (PIs)
KRd vs VRd (5/6)

Treatment decisions (cont.)

> Dara-RVd is an agreeable choice for elderly and high-risk patients

− Patients with t(4;14) should receive a bortezomib-containing induction (RVd). There are not much data 
available showing that these patients would benefit from daratumumab

− In patients with 17p deletion, it is important to achieve MRD negativity at 10-6 level as soon as possible; 
CAR T and bispecifics will provide tools to achieve deep response in these high-risk patients

− PI-free induction would not be used in transplant-eligible patients, but can it be considered for transplant-
ineligible elderly or in high-risk patients

> Most of the advisors would not use bortezomib in the refractory setting 

− Community physicians would still use bortezomib-based regimen in the relapse/refractory setting, because 
of its convenience of use, especially for patients who responded to it earlier without much toxicity

− Bortezomib could be a treatment option for relapsed patients who have not received PIs before, eg, 
relapsed on Dara-Rd or patients who relapsed after carfilzomib induction or who could not tolerate 
carfilzomib
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DISCUSSION – THE EVOLVING ROLE OF PROTEASOME 
INHIBITORS (PIs)
KRd vs VRd (6/6)

Ixazomib

> The ixazomib + Rd vs Rd trial did not show statistically significant differences, but the curves were 
separate, showing a tendency to benefit with the addition of ixazomib

− Ixazomib was also tested as maintenance therapy vs placebo but did not show impressive results. The 
ixazomib vs lenalidomide maintenance trial was stopped

> Ixazomib could be an alternative for lenalidomide-intolerant patients. Ixazomib is an oral PI that 
provides a convenient alternative to VRd consolidation (IRd). The costs are very high for this 
combination

− Advisors use ixazomib as an alternative for patients on long-term maintenance who are tired of going to the 
hospital for their injections

− Ixazomib has GI toxicities that can be more troublesome for some patients, but this drug remains effective 
when patients keep taking it 

− Some experts consider it less effective than other PIs and seldom use ixazomib, to avoid undertreatment
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MONOCLONAL ANTI-CD38



MONOCLONAL ANTI-CD38 (1/3)
PRESENTED BY THOMAS MARTIN, MD

> CD38 is a multifunctional enzyme that uses nicotinamide adenine dinucleotide as a substrate. Anti-CD38 
antibodies induce apoptosis through direct cell damage, antibody-dependent cellular cytotoxicity, and 
complement-dependent cytotoxicity, and they deplete CD38+ T- and B-cells

− Isatuximab is a very effective blocker of enzymatic activity. The binding of isatuximab overlaps with daratumumab, so 
these agent could not be used together

− Receptor density plays the largest role in anti-CD38 resistance mechanism

> There are multiple trials in different treatment lines investigating combination therapies with anti-CD38

> In the CASSIOPEIA study, patients received bortezomib and thalidomide with dexamethasone (VTd) with or 
without daratumumab, and after a second randomization they received daratumumab single-agent 
maintenance or no maintenance

− The PFS curve is separated and showed benefit with Dara-VTd induction. The trial is ongoing and further updates will 
provide insights on the effect of daratumumab maintenance and the mechanism of daratumumab resistance, as this trial 
uses single-agent daratumumab maintenance
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MONOCLONAL ANTI-CD38 (2/3)
PRESENTED BY THOMAS MARTIN, MD

> In the GRIFFIN study, where transplant-eligible patients received RVd with or without daratumumab as 
induction and consolidation after transplantation, patients also received lenalidomide maintenance with or 
without daratumumab for up to 24 months. After this, patients could receive further single-agent lenalidomide 
maintenance

− Dara-RVd showed higher CR rates and deeper MRD levels

− The PFS curve started to show some level of separation after 20 months; longer follow-up is needed

> The AURIGA trial will investigate the effects of daratumumab + lenalidomide vs single-agent lenalidomide 
maintenance in patients who had MRD-positive disease 3 months after transplantation

> Dara-KRd shows very deep MRD responses in the MASTER trial, but considering the ENDURANCE trial and 
the high cost of this therapy, it is questionable how much this regimen will be used

> There are concerns on how much benefit daratumumab brings to high-risk patients, because HR ratios fall 
close to the mid-line in the analysis of clinical trials, and the addition of daratumumab to RVd greatly increases 
the cost of therapy

> In the PERSEUS study, those patients who received Dara-VRd as induction and consolidation followed by 24 
months daratumumab-lenalidomide maintenance will be evaluated for MRD, and MRD-positive patients will be 
further treated with daratumumab-lenalidomide maintenance while MRD-negative patients will discontinue 
daratumumab 
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MONOCLONAL ANTI-CD38 (3/3)
PRESENTED BY THOMAS MARTIN, MD

> In first relapse, there are multiple treatment combinations with anti-CD38 antibodies

> The addition of anti-CD38 to Kd improved PFS with both daratumumab (CANDOR trial) and isatuximab 
(IKEMA trial), with very similar data for these agents

− The timing of MRD monitoring was different between these trials, which makes it difficult to compare the outcomes; 
fewer patients were tested in the IKEMA trial

> In the IKARIA study where Pd with or without isatuximab was used in patients with late relapse, the addition of 
isatuximab achieved reasonable PFS benefit

− The APOLLO trial with Dara-Pd is ongoing in this setting
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DISCUSSION – MONOCLONAL ANTI-CD38
DARATUMUMAB VS ISATUXIMAB

> The advisors agreed that there is no efficacy difference between daratumumab and isatuximab in the 
CANDOR and IKEMA clinical trials

− Functionally, both antibodies are the same even though early preclinical data showed more apoptotic effect with 
isatuximab and strong synergy with carfilzomib

> The toxicity profile of daratumumab and isatuximab are very similar. Some patients could not tolerate 
daratumumab because of infusion-associated pulmonary reaction and shortness of breath. Long-term 
pulmonary side effects are rare

− The subcutaneous formulation of daratumumab has considerably fewer pulmonary side effects

> Treatment strategies after a patient failed on a combination with anti-CD38

− CD38 resistance is partly due to decreasing availability of cell surface receptor on MM cells, although CD38 expression 
levels increase during treatment

− Another aspect is the exhaustion of the innate immune system that also expresses CD38. This leads to immune 
deficiency and increased infections as common toxicity concerns with both anti-CD38s

− Patients are not likely to benefit from using another single-agent anti-CD38 or keeping the anti-CD38 antibody in the 
following treatment. Applying a treatment break of at least 3 months would more likely get a response

− BCMA-targeted immunotherapy approaches provide a good alternative to anti-CD38 therapy because these do not rely 
on the innate immune system for activity
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DISCUSSION – MONOCLONAL ANTI-CD38
COMBINATIONS (1/2)

> The addition of anti-CD38 to IMiD and PI combinations improved depth of response in all available 
trial results

> Dara-KRd is very effective in frontline, achieving deep MRD negativity. Multiple patients are 
converted to Dara-Rd and show sustained MRD negativity for at least a year. This is leading to 
considering treatment stop for the patients with deeper-level MRD monitoring

> Some experts did not adopt this quadruplet therapy for frail and transplant-ineligible patients 
because infections are major concerns with anti-CD38

− Significant infections lead to multiple deaths in clinical trials and this needs close monitoring and effective 
patient-management strategies

− The patient populations of the MAIA and ALCYON trials were different from the patient populations in the 
CASSIOPEIA and GRIFFIN trials, with lower risk of grade 3–4 infections and pulmonary side effects

− Community physicians do not differentiate between these trials and still give Dara-RVd to elderly frail 
patients
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DISCUSSION – MONOCLONAL ANTI-CD38
COMBINATIONS (2/2)

> Clinical trials addressing long-term effects of anti-CD38 combinations are ongoing, with a variety of 
maintenance approaches that will provide information on the effect of these agents on long-term 
survival and the effective maintenance strategy

− In the CASSIOPEIA trial, there is a secondary randomization between maintenance and no maintenance; 
in the GRIFFIN and PERSEUS trials, patients will receive daratumumab-lenalidomide or lenalidomide 
maintenance

> In transplant-ineligible patients, the advisors were divided between using Dara-Rd or RVd in the 
frontline

− Dara-Rd was a preferred choice for standard-risk patients in this setting

− RVd or RVd-lite was the preferred choice for high-risk patients, because they are not likely to benefit from 
daratumumab as part of induction therapy

> CD-38 antibodies are effective agents and could be used as part of a complex induction therapy 
and/or as part of maintenance

− The CASSIOPEIA trial will be very informative in this regard, showing the comparison of Dara-VTd followed 
by daratumumab maintenance vs VTd followed by daratumumab maintenance

35



IMMUNOTHERAPY APPROACHES 
FOR THE TREATMENT OF MM



IMMUNOTHERAPY APPROACHES FOR MM (1/5)
PRESENTED BY PETER VOORHEES, MD

> BCMA is expressed on late memory B cells committed to plasma cell differentiation and on differentiated 
plasma cells. It is important for long-term survival of plasma cells

− BCMA on the surface of a plasma cell is cleaved by gamma secretase-releasing soluble BCMA in the plasma. This 
mechanism probably plays an important role in BCMA resistance

− Gamma secretase inhibitors could be combined with BCMA therapies, because inhibiting gamma secretase will increase 
the cell-surface BCMA, resulting in more potent BCMA effect

CAR T therapies in MM

> The relapsed/refractory cohort of the KarMMa-2 trial was presented at ASCO; this trial used bb2121 CAR T 
and achieved 99% manufacturing of CAR T cells. Patients received 300–400 × 10-6 CAR T cells

> With bb2127, the construct is the same, but the manufacturing process is different; cells are cultured with a 
PI3K inhibitor to enrich for T cells with memory-like phenotype based on preclinical data. Patients received 
150–400 × 10-6 CAR T cells

> The JNJ-4528 CAR T has 2 binding domains for BCMA, while bb2121 and orva-cel have 1 binding domain. 
Patients received 0.75 × 10-6 CAR T cells

> The orva-cel construct has a human BCMA-specific binding domain, so it can be less immunogenic with less 
likelihood of developing antibodies for blocking its efficacy. The manufacturing process is different, with the 
enrichment of cells for CD4+ and CD8+ CAR T cells. Patients received 50-600 × 10-6 CAR T cells
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IMMUNOTHERAPY APPROACHES FOR MM (2/5)
PRESENTED BY PETER VOORHEES, MD

Baseline characteristics in early CAR T trials

> In early clinical trials with the previously mentioned 4 CAR Ts in MM, most patients who got 
apheresed also received treatment

− The median age was around 60, with only a few elderly patients in these trials

− Patients were heavily pretreated and patients with high-risk characteristics were well represented

− Most patients in these studies had a triple-class refractory disease

− In the bb2121 trial, a higher proportion of patients required bridging therapy than in the orva-cel trial

Safety in early CAR T trials

> CRS is a ubiquitous toxicity with CAR Ts. The time to onset of CRS is relatively short with bb2121 
and orva-cel, and the duration is similar with the 4 CAR Ts

> Neurotoxicity seems less prevalent and less severe in MM compared with lymphoma

> Hematologic toxicities are also important with CAR Ts; grade 3 and higher neutropenia is expected, 
and thrombocytopenia is also prevalent

> Patients also experienced an increased number of infections 
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IMMUNOTHERAPY APPROACHES FOR MM (3/5)
PRESENTED BY PETER VOORHEES, MD

Efficacy in early CAR T trials

> In the KarMMa-2 trial, bb2121 showed a dose-dependent increase in ORR up to 82% with 450 × 10-6 CAR T 
cells. MRD may appear low, but in this study each patient was evaluated for MRD, unlike in the other studies 
where only the MRD-evaluable population was tested. The duration of response (DOR) was 11.3 months and 
PFS was 1.21 month

> The bb2127 trial is in earlier stage; the median follow-up is longest at the lowest dose (150 × 10-6 cells) and 
probably had to hold enrollment due to CRS death, which also brings an artificial drop in responses in higher 
doses. A DOR of 11.3 months with the lowest dose is encouraging

> The CARTITUDE-1 trial shows promising results with lower -dose CAR T. With follow-up close to 1 year, this 
trial showed ORR of 100% and CR of 86%. Twenty-one patients were evaluable for MRD and 85.6% were 
MRD negative

> The orva-cel study is in earlier stage; the median follow-up is very short in the highest dose (600 × 10-6 CAR T) 
for withheld enrollment due to CRS death. ORR is 89%–95%, and CR rates are 29%–47%, but they will 
probably increase with longer follow-up. Most of the patients are MRD negative

> There are multiple other targets under development, as well as new generations of CAR Ts and armored CAR 
Ts to achieve more robust activation. Another approach includes dual targeting by 2 separate CAR T products 
or with CAR T that has antigen-binding sites for 2 different antigens (eg, BCMA and SLAMF7)
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IMMUNOTHERAPY APPROACHES FOR MM (4/5)
PRESENTED BY PETER VOORHEES, MD

Bispecifics

> Phase I trials are ongoing with bispecifics in MM, mainly targeted against BCMA and CD3

− AMG-420 is a BCMA-targeted bispecific T-cell engager (BiTE), similar to blinatumomab in leukemias, with 
a short half-life

− CC-93269 is a next-generation bispecific with a longer half-life, with 2 BCMA and 1 CD3 binding site

− Teclistamab is using a humanized IgG-4 bispecific antibody that binds to BCMA and CD3

Baseline characteristics in bispecifics trials

> The median age was 62–64 years, with only a few elderly patients in these trials

> Patients were heavily pretreated and patients with high-risk characteristics were well represented

> In the teclistamab trial, 80% of patients were triple-class refractory

Safety In bispecifics trials

> CRS, neurotoxicities, and cytopenias are expected with bispecifics, and are observed in these trials 
(including grade 3 and 4 neutropenia), however, these toxicities might be underrepresented in these 
trials at this early stage
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IMMUNOTHERAPY APPROACHES FOR MM (5/5)
PRESENTED BY PETER VOORHEES, MD

Efficacy in bispecifics trials

> 400 ug/day AMG-420 is the recommended dose for the phase II trial; this dose showed 70% ORR 
in 10 patients with 50% CR who achieved MRD negativity

> CC-93296, at 6 mg and at step up from 6 to 10 mg showed 88.9% ORR with 44.4% CR in 9 
patients 

> Teclistamab at 270 ug/kg showed 67% ORR and 25% CR in 12 patients

> Other targets are under investigation for bispecifics including GPRC5D, CD38, FCRH5

− AMG-424, a CD38-targeted bispecific. is no longer in development because of toxicity
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DISCUSSION – IMMUNOTHERAPY APPROACHES FOR MM (1/2)

> Experts are excited about CAR Ts that show unprecedented responses in heavily pretreated MM patients. 
CAR T is not curative in MM; patients relapse after CAR T treatment

> It is important to develop a maintenance therapy to increase the persistence of CAR Ts. Next-generation IMiDs 
or bispecifics could be used in this setting

− There is a need for further understanding of the mechanism of relapse after CAR T

− The rate of CR and MRD negativity is encouraging with CAR Ts, but it is possible that the benefits are time limited. 
Considering this, PFS benefit might not be much greater in first relapse with CAR T and patients will relapse again

− There is a broad range of responses in the few patients who were treated with CAR T in clinical trials. The experts’ 
experiences show that some patients who had very low tumor burden can have a transient response or have a partial 
response (PR) and others had better and durable responses with relapsed/refractory disease and high tumor burden

> CR rates are early; light chain disease can respond within 28 days because the metabolism of the light chain is 
fast, but patients with heavy chain disease can take 6–9 months before CR could be achieved because heavy 
chain has very slow metabolism

> A loose maintenance strategy with bispecifics could possibly be implemented in MM as well as it is used in 
acute lymphocytic leukemia (ALL), eg, blinatumomab maintenance with treatment every 3 months
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DISCUSSION – IMMUNOTHERAPY APPROACHES FOR MM (2/2)

> Anecdotally, elotuzumab-pomalidomide-dexamethasone has been used in post CAR T relapse with 
success. In some cases, the patients relapsed more than a year after CAR T, and had a long period 
without IMiDs and anti-CD38

− Elotuzumab is an anti-SLAMF7 antibody that shows promise in combination with pomalidomide for patients 
who progressed on daratumumab

− Bispecifics targeting different surface markers than BCMA can possibly overcome failure of BCMA CAR T 
treatment

> Bispecifics and antibody drug conjugates usually achieve PR and not CR. Bispecifics could be used 
in patients who are MRD positive after induction to achieve MRD negativity using a similar concept 
as blinatumomab in ALL

− In a mouse model, bispecifics activity was dependent on tumor burden. If the IgM levels were high, the 
bispecific as single agent was not effective, while under a certain level of IgM, it was always effective

> BCMA resistance is mainly due to mutation or deletion of BCMA, but penetration into the tumor can 
be an issue as well

− Neurotoxicities and some emerging Parkinsonian-like syndrome with CAR T therapies suggest there is 
central nervous system penetration. Currently it is not clear if this is caused directly by the cells or some 
cytokines
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OTHER AGENTS ON THE 
HORIZON IN MM AND MOVING 
THE NEEDLE FORWARD



OTHER AGENTS ON THE HORIZON IN MM (1/2)
PRESENTED BY CRAIG HOFMEISTER, MD, MPH

Venetoclax

> In the BELLINI study, 291 patients were randomized 2:1 to venetoclax or placebo, both combined with 
bortezomib and dexamethasone. Venetoclax achieved significant PFS benefit in low International Staging 
System (ISS) stage and in patients with t(11;14), but there was no difference in OS

> Venetoclax can cause hypogammaglobulinemia, which makes patients more susceptible to infections. Most of 
the deaths occurred in connection with infection and progressive disease

> Moving venetoclax to the frontline for t(11;14) is an appealing concept

Selinexor

> In the BOSTON trial, selinexor was combined with bortezomib and dexamethasone and showed consistent 
PFS benefits across different subtypes of patients

> Selinexor is an oral drug, however, the increased number of grade 3–4 hematologic toxicities and GI toxicities 
make it challenging to administer for a significant time period. Community physicians tend to dismiss this drug

> Selinexor introduces a high number of toxicities. When standard regimens are combined with daratumumab, 
the toxicities increase to a lesser extent
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OTHER AGENTS ON THE HORIZON IN MM (2/2)
PRESENTED BY CRAIG HOFMEISTER, MD, MPH

Melflufen

> In the HORIZON trial, melflufen was combined with dexamethasone in relapsed/refractory patients. The efficacy outcomes 
were reasonable, but not great. Melflufen is an appealing drug because its primary toxicities are limited to hematologic AEs,
but grade 3–4 toxicities and infections are observed

> Melflufen and dexamethasone will be compared with pomalidomide and dexamethasone in the phase III OCEAN trial, which 
is ongoing; all 450 patients are already enrolled

> Melflufen might be a fit for patients who cannot tolerate neuropathy, cardio-pulmonary toxicities, or blurry vision

Belantamab

> Belantamab is an anti-BCMA drug conjugate with an auristatin analog that neutralizes soluble BCMA. The ORR was 31% in 
the 2.5-mg/kg cohort and 34% in the 3.4-mg/kg cohort. In the DREAMM-2 trial, patients received a median of 3 treatment 
cycles

> AEs included grade 3–4 toxicities, for pneumonia, sepsis, hypertension, and fatigue. Higher-dose belantamab produced 
more thrombocytopenia and neutropenia

> Keratopathy is seen in most patients, about half of which were symptomatic. Although most of these patients recovered after 
less than 2 months, some have not recovered even after 6 months; this AE is logistically very complicated to manage

> Belantamab provides a logistic challenge, requiring the patient to see an ophthalmologist prior to each dose
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DISCUSSION – OTHER AGENTS ON THE HORIZON IN MM (1/4)

Venetoclax

> Experts are excited about venetoclax in MM and have some positive experience with it for patients with 
t(11;14) who have no further treatment options. Some of these patients show stringent CR for over a year

> Venetoclax could be effective when used in earlier lines of therapy. It could also be beneficial for patients with 
amyloidosis where patients have about 50% t(11;14) phenotype. Patients with t(6;14) might also be responsive 
to venetoclax treatment

− The Gupta group has developed and published a signature that predicts venetoclax activity in MM (Matulis SM, et al. 
Leukemia. 2019;33(5):1291-1296)

> Anecdotally, single-agent venetoclax showed very long and durable response (CR for over 4 years).

− Dexamethasone, as well as PIs or CD38, can be considered as partners when combining venetoclax

− In preclinical studies, venetoclax showed synergies with panobinostat (histone deacetylase inhibitor) and MCL-1 
inhibitors. MCL-1 inhibitor-venetoclax combinations are under investigation in acute myeloid leukemia

> It is important to proceed very carefully when combining venetoclax with multiple agents

− Infections are prominent toxicities with venetoclax; prophylactic antibiotics could help to manage these toxicities 
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DISCUSSION – OTHER AGENTS ON THE HORIZON IN MM (2/4)

Selinexor

> Selinexor showed compelling clinical efficacy, but patients cannot tolerate the drug well and this will 
affect the duration of response

− Since the start of its development, patient management has improved greatly

> The therapeutic index is higher in combination with dexamethasone on a once-weekly schedule. 
Combinations that allow for lower dose and build on synergistic effects will make selinexor more 
tolerable

> Currently, the use of selinexor is relatively low; some experts have no experience with it and are not 
eager to use it. The availability of novel therapies (eg, CAR T and bispecifics) will probably lower 
the usage further 
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DISCUSSION – OTHER AGENTS ON THE HORIZON IN MM (3/4)

Belantamab

> Early data with belantamab show very impressive CR rates. This is a relatively easy to use drug, 
and experts would be interested to see it in the frontline setting; however, establishing it in the 
frontline setting will be challenging because of keratopathy monitoring 

− An anecdotal experience shows impressive activity with single-agent belantamab in a patient who had 
renal failure

> Monitoring keratopathy is necessary to intervene early in case of occurrence, but it provides a 
logistical challenge because a regular ophthalmologic examination is required

− It is important to differentiate between keratopathy and changes in visual acuity; most patients have 
keratopathy and about half of these patients develop visual changes. Keratopathy does not necessarily 
mean that the patient has a side effect

> Novel therapies like CAR Ts and bispecifics could be preferred over belantamab when approved for 
triple-class refractory patients

− Patients who cannot tolerate these novel therapies would probably benefit more from belantamab 
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DISCUSSION – OTHER AGENTS ON THE HORIZON IN MM (4/4)

Melflufen

> Melflufen is the least likely agent to make a difference in MM

− Functionally, melflufen acts like an alkylating agent that is already available for MM

− Melflufen wasn’t tested in such heavily pretreated patients as other novel agents

> A randomized controlled study would be necessary to show some advantage over existing 
alkylating agents

− Melflufen-pomalidomide-dexamethasone compared with a cyclophosphamide-pomalidomide-
dexamethasone combination would be a meaningful trial and the outcome would be practice-changing

> Most likely there is a subpopulation of elderly transplant-ineligible patients who would benefit from 
melflufen because of the convenience of its once-a-month administration
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DISCUSSION – MOVING THE NEEDLE FORWARD (1/2)

> MM treatments are now producing deep MRD negativity, which is a great achievement of recent clinical 
developments

− MRD is an important tool for monitoring response in MM, however, the depth of MRD monitoring might not be enough for 
treatment discontinuation decisions 

− Adaptive clinical designs and patient stratification based on MRD negativity levels will help further develop MRD as an 
important critical prognostic factor

− It is important to understand the biological mechanism of how persisting myeloma cells allow relapse

> In case of MRD positivity after transplantation, the experts would take the following approaches

− Initiate lenalidomide maintenance for standard-risk patients

− Give intensified maintenance for high-risk patients (using daratumumab + lenalidomide or PI + lenalidomide)

− For del17p patients, give RVd as induction and consolidation with second transplantation

> Quadruplets as initial therapy are accepted and Dara-RVd seems to be the new standard of treatment; some 
patients could potentially be cured with more-aggressive frontline approaches and well-defined maintenance

− To cure MM, the best treatments need to be combined early in the disease. There is effort in bringing effective new 
agents into play in the first line

− Toxicity management is an important focal point for combination therapies and novel therapies
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DISCUSSION – MOVING THE NEEDLE FORWARD (2/2)

> It is of great importance to find a niche for the newly approved and emerging treatments because 
the current treatment landscape of MM is very crowded

− Selinexor will probably find a niche and melflufen will probably be used less, even though these agents 
have been approved recently

> The experts are excited about the development of novel immunotherapies and expect further 
updates next year with CAR Ts and bispecifics

> Venetoclax shows great promise for the treatment of patients with t(11;14) and a trial to establish 
this approach in the first line would make a great difference for these high-risk patients

> The experts will need to educate the community about the use and effective combinations of the 
new drugs and to construct a new treatment paradigm relatively soon
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QUESTIONS (1/2)

First-Line Management of Transplant Ineligible

> Question 1. What affects your choice between DRd and RVd, and in what proportion of 
patients do you use each? 

− How does risk-stratification play a role in your treatment selection?

> Question 2. Maintenance therapy in transplant-ineligible patients – how do you identify 
patients to treat, which agents to use, for how long, and how should we monitor?

First-Line Management of Transplant Eligible

> Question 3. How will recent data impact your treatment of high-risk patients? 

> Question 4. What is your standard induction therapy (carfilzomib vs bortezomib based)?

− Do you use monoclonals as part of the induction regimen?
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QUESTIONS (2/2)

Relapsed/Refractory Management

> Question 5. On the basis of current data, what setting(s) and combination(s) are optimal for 
use of small molecules (venetoclax, selinexor)?

> Question 6. On the basis of current data, what setting(s) and combination(s) are optimal for 
use of belantamab mafodotin?

> Question 7. Where do you think T-cell engagers best fit within the MM treatment landscape, 
and in which patient populations?
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QUESTION 1: DRd VS RVd FOR TRANSPLANT-INELIGIBLE 
PATIENTS

> Experts show a preference to use daratumumab-based regimens for their standard-risk patients. Most are driven by data 
from the MAIA study to use DRd, while a few experts are using Dara-RVd

> Experts who currently use RVd for standard-risk patients foresee increased usage of DRd with the availability of 
subcutaneous daratumumab to improve convenience for patients

> Expert opinion is to prescribe PI-based regimens for R-ISS Stage III patients with t(4;14) translocation and other high-risk 
cytogenetic abnormalities and most experts would choose RVd over DRd, while some experts would choose KRd

− Two experts reported high-risk patients constitute 10%–15% of their overall patient population

− For frailer patients, one expert expressed his preference to use RVd-lite for high-risk patients

> Another expert expressed his preference to use KRd over DRd and RVd for frontline therapy, but would choose DRd for a 
standard-risk patient with contraindications to KRd, or VRd for high-risk patients who decline KRd treatment
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Insightful quote: “I only use daratumumab-Rd in the elderly. MAIA seems much better than SWOG S0777. 

Even if they were equal, I despise peripheral neuropathy!”
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QUESTION 2: MAINTENANCE THERAPY FOR TRANSPLANT-
INELIGIBLE PATIENTS 

> For standard-risk patients, expert opinion is to prescribe either single-agent lenalidomide or lenalidomide 
+ daratumumab for maintenance therapy

> Some experts are treating their standard-risk patients with maintenance therapy indefinitely, while others 
are evaluating MRD negativity by NGS 2 years after transplantation and considering discontinuation of 
maintenance therapy in their patients who are MRD-negative at that point

> For high-risk patients, experts are using lenalidomide-based regimens either as a doublet (with bortezomib 
or ixazomib) or as a triplet (with a PI and dexamethasone) for at least 2 years 

> One expert describe his practice to continue patients with initial triplet or quadruplet therapy until it is no 
longer tolerated or disease progression 
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QUESTION 3: FRONTLINE TREATMENT OF HIGH-RISK 
TRANSPLANT-ELIGIBLE PATIENTS 

> Following recent results of the ENDURANCE trial 

− Experts still consider KRd a viable option for their high-risk, transplant-eligible patients, and are discussing 
the toxicity profiles and AE tradeoffs of KRd and RVd with their patients 

− One expert indicated the fixed-duration regimen of KRd utilized in the ENDURANCE trial does not 
represent his use of KRd for induction and consolidation therapy post autologous stem cell transplantation, 
and thus, the results have not impacted his use of KRd

− Two experts reported adding daratumumab to their KRd regimens, but another 2 experts are not convinced 
that adding daratumumab would provide any additional benefit.

− Two experts are using fewer carfilzomib-based regimens and prescribing more Dara-RVd 

> Many experts expressed interest in seeing trial data of Dara-KRd vs Dara-RVd for their transplant-
eligible patients, but realize that it is unlikely that such a trial will be feasible
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Insightful quote: “I have been sticking with KRd. The [ENDURANCE] study showed KRd not being 

superior, but the toxicity tradeoffs have to be considered. I always discuss this with patients”



QUESTION 4: FRONTLINE TREATMENT OF TRANSPLANT-
ELIGIBLE PATIENTS

> Experts consider daratumumab-based regimens as the new standard of care for standard-risk, 
transplant-eligible patients; their most common choice is Dara-RVd, on the basis of data from the 
GRIFFIN trial

− Higher costs and reimbursement issues associated with quadruplet therapy were expressed as  major 
concerns by 2 experts, driving one of those experts to use RVd for this patient population

> One expert is using protocol treatments for 70% of his transplant-eligible patients, primarily 
elotuzumab-KRd or Dara-KRd. For patients not on protocol treatments, he prefers Dara-KRd or 
Dara-RVd
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Insightful quote: “The incorporation of Dara-RVd as per GRIFFIN in the standard-risk patient population 

is primarily for the hope that the upfront Dara can ‘buy’ the patient a maintenance-free period.”



QUESTION 5: USE OF SMALL MOLECULES (VENETOCLAX 
AND SELINEXOR)

> Experts show a general preference to use venetoclax for their t(4;14) translocated patients in the 
relapsed/refractory setting

− Experts have used venetoclax as soon as third line and as late as tenth-line therapy, and one expert hopes 
to be able to use it as upfront therapy

− Experts recount favorable experiences using venetoclax in combination with dexamethasone, but have 
also used it in combination with Kd, Vd, and monoclonal antibodies

> Experts expressed difficulty managing the AEs associated with selinexor, thus, many are saving it 
as a final option for triple-refractory patients or patients who are not eligible for CAR T-cell therapy 
or BiTE therapy

− Experts are using selinexor as a combination regimen with either Kd or Vd

− One expert discussed a strategy using low-dose selinexor with carfilzomib and antinausea medication to 
improve tolerance in his patients
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Insightful quote: “Venetoclax-dexamethasone is as good as any other doublet for the t(4;14) translocated 

patient. Venetoclax can combine with carfilzomib or daratumumab, but it’s adding more toxicity.” 

Insightful quote: “I'm still struggling to find patients that are going to tolerate selinexor well. I don't know 

if we have any predictive markers of tolerance.”



QUESTION 6: USE OF BELANTAMAB MAFODOTIN

> Experts would consider using belantamab mafodotin for their later relapsed/refractory patients who 
are triple refractory

− Experts remain uncertain on the best combination regimen with belantamab, but are interested in using it 
with bortezomib, lenalidomide, and pomalidomide + dexamethasone

− Although one expert expressed concerns over long-lasting ocular toxicities with belantamab mafodotin, 
experts with more experience using the agent recount effectively managing these AEs though dose 
reduction

− One expert believes belantamab mafodotin could especially benefit patients who have failed BCMA CAR T 
and bispecific therapies
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Insightful quote: “Belantamab is well-tolerated and this differentiates it significantly from selinexor, 

which has no ocular toxicity, but a significant proportion of patients have asthenia, nausea, and 

fatigue. Patients receiving belantamab are often told that they have a side effect, whereas patients 

on selinexor often beg me to find something more tolerable.”



QUESTION 7: INCORPORATION OF T-CELL ENGAGERS 

> Sequencing of T-cell engagers within the MM treatment landscape

− Many experts are interested in moving T-cell engagers to earlier lines of therapy when the most functional 
T cells are available to be engaged 

− Some experts would consider T-cell engagers for upfront therapy and others believe it could greatly benefit 
patients who are MRD positive following transplantation
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS (1/3)
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS (2/3)
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS (3/3)
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