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Meeting Snapshot

DATE: 
September 23–24, 
2022

PANEL: Key experts in 
multiple myeloma
> 6 from US

DISEASE STATE AND 
DATA 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 6 US Multiple Myeloma Experts

CHAIR: 
Rafael Fonseca, MD
Mayo Clinic

P. Leif Bergsagel, MD, FASCO
Mayo Clinic

Andrzej Jakubowiak, MD, PhD
University of Chicago

Gareth Morgan, MD, PhD, 
FRCP, FRCPath
Perlmutter Cancer Center

Ajai Chari, MD
Mount Sinai New York

Saurabh Chhabra, MBBS, MD
Mayo Clinic



Meeting Agenda (Day 1 – September 23, 2022)

Time (MST) Topic Speaker/Moderator

2.00 PM – 2.10 PM (10 min) Welcome and Introductions Rafael Fonseca, MD

2.10 PM – 2.30 PM (20 min) Frontline Transplant-Eligible MM Leif Bergsagel, MD, FASCO

2.30 PM – 3.05 PM (35 min) Key Questions and Topics for Discussion

3.05 PM – 3.20 PM (15 min) Frontline Transplant-Ineligible MM Rafael Fonseca, MD

3.20 PM – 3.55 PM (35 min) Key Questions and Topics for Discussion

3.55 PM – 4.05 PM (10 min) BREAK

4.05 PM – 4.20 PM (15 min) MRD, Maintenance, and Consolidation Update Andrzej Jakubowiak, MD, PhD

4.20 PM – 5.00 PM (40 min) Key Questions and Topics for Discussion

5.00 PM – 5.20 PM (20 min) Summary Discussion: Key Takeaways on Multiple Myeloma Rafael Fonseca, MD

5.20 PM– 5.30 PM (10 min) Wrap-up and Overview Rafael Fonseca, MD



Meeting Agenda (Day 2 – September 24, 2022)

Time (MST) Topic Speaker/Moderator

8.00 AM – 8.05 AM (5 min) Agenda Review Rafael Fonseca, MD

8.05 AM – 8.20 AM (15 min) The Continued Role of Immunomodulatory Agents (IMiDs) and Proteasome 
Inhibitors (PIs)

Gareth Morgan, MD, PhD, FRCP, 
FRCPath

8.20 AM – 8.55 AM (35 min) Key Questions and Topics for Discussion

8.55 AM – 9.10 AM (15 min) Next-Generation Small Molecules: BCL2, XPO1, BCMA Inhibitors, and Beyond Rafael Fonseca, MD

9.10 AM – 9.45 AM (35 min) Key Questions and Topics for Discussion

9.45 AM – 10.00 AM (15 min) CAR T Therapies for the Treatment of MM Saurabh Chhabra, MBBS, MD

10.00 AM – 10.35 AM (35 min) Key Questions and Topics for Discussion

10.35 AM – 10.50 AM (15 min) BREAK

10.50 AM – 11.05 AM (15 min) Bispecific Agents for the Treatment of MM Ajai Chari, MD

11.05 AM – 11.40 AM (35 min) Key Questions and Topics for Discussion

11.40 AM – 11.55 AM (15 min) Summary Discussion: Key Takeaways on Multiple Myeloma Rafael Fonseca, MD

11.55 AM – 12.00 PM (5 min) Wrap-up and Overview Rafael Fonseca, MD



Frontline Transplant-Eligible 
MM



Frontline Transplant-Eligible MM
Presented by Leif Bergsagel, MD

Genetic testing in BC

> DETERMINATION trial (NCT01208662) data confirmed the 
results from IFM/DFCI2009 (NCT01191060); both 
ultimately concluded that transplant is beneficial regardless 
of when it is given, and both reported an improvement in 
PFS but not OS

– However, there were some notable differences 
between the trials regarding maintenance treatment, 
when transplant occurred, and stage of disease

> From a subgroup analysis, patients with high-risk 
cytogenetics did not do as well after transplant compared 
to standard-risk patients, although they did better than 
high-risk patients who did not receive transplant

> If MRD was 10-5, there were differences in response in 
patients who received VRd with or without transplant, but 
the follow-up may not have been long enough, and the 
number of patients was small (n = 50)

> Ultimately, PFS and MRD may not be good surrogate 
endpoints because, even though both PFS and MRD are 
much higher posttransplant, this does not translate into 
improved survival

Transplant is still an important treatment goal

> Transplantation remains an important treatment goal for transplant-
eligible patients; novel agents like CAR T have yet to supplant 
transplantation 



Discussion: Frontline Transplant-Eligible MM (1/3)
Frontline: Carfilzomib or bortezomib

There was no consensus on which should be used in frontline, carfilzomib or bortezomib. Some experts 
agreed that carfilzomib is better in the R/R setting; however, other experts shared that carfilzomib is 
commonly used in their practice in frontline
> Experts who disagreed with carfilzomib use in frontline noted cardiac toxicities and reimbursement issues, in 

addition to the CLARION and ENDURANCE trials finding no survival benefit with carfilzomib in NDMM 
patients compared with bortezomib

– The experts agreed carfilzomib-associated cardiac toxicities are likely dependent on disease setting 
and patient age

> Although bortezomib is associated with high levels of neuropathy in trials when given twice weekly, in the 
clinic bortezomib is more commonly given once weekly, and experts in favor of bortezomib have not 
observed as much neuropathy in patients. Some experts would not dose-reduce but would switch to 
carfilzomib if any sign of neuropathy emerges  

> Another expert believes the CLARION and ENDURANCE trials were flawed, with unbalanced treatment 
arms and too-short follow-up, respectively, and noted that carfilzomib will be included in the CESAR and 
ASCENT trials

> The experts welcome data from KRd vs VRd in the randomized phase III COBRA trial, which they all agreed 
are needed to definitively answer the K vs V question

Dr Chari:
I think carfilzomib is a great drug, 
but it matters what the stage of 
the disease [is], newly diagnosed 
or relapsed, and also the age of 
the patient population. . . . There 
is no data to support frontline K 
on what we have so far.

“
“

Dr Jakubowiak:
I have been using RVD for a long time as my SOC . . . but I was feeling that if I want to 
offer my patients a better chance, I switched to KRD because of [my] observations from 
both treatment plans. In my perception, K [carfilzomib] even in a frontline setting with all 
of the potential risks, may be the better choice. . . . K is, by popular vote, trumping V 
[bortezomib] in a way, but we don’t have ultimate evidence of it.

“ “



Discussion: Frontline Transplant-Eligible MM (2/3)
High-risk population and quad regimens

Quads are better than triplet regimens, regardless of choosing carfilzomib- or bortezomib-based therapy
> The experts all agreed that a monoclonal antibody is needed in frontline as part of a quad regimen, and they have had no reimbursement 

issues adding this to the established triplet regimen, KRd or VRd
> Many experts would like to see a trial comparing daratumumab vs isatuximab in a quad regimen, particularly in high-risk patients

The experts agreed that chromosome 1 abnormalities are associated with suboptimal outcomes, but the exact pathogenic 
mechanisms remain elusive
> The experts agreed that more research is needed to understand the potential genetic drivers of poor outcomes within this subset

Dr Morgan:
It’s almost unethical [to not use a 
quad regimen], really. The results 
are so good, and the toxicity so low.

“ “ Dr Fonseca:
Chromosome 1 is clearly associated with a more 
aggressive myeloma. And it’s a marker to be 
considered, but there are a lot of considerations that 
we still need to tease out about chromosome 1.

“ “



Discussion: Frontline Transplant-Eligible MM (3/3)
MRD and transplant 

Experts agreed that they would still transplant an MRD-negative patient, if they are young and fit
> Generally, the experts agreed this is a complex question; given that the patient is MRD negative, the experts wondered if there is a need for 

transplant. Currently, however, they would transplant a younger, fit patient. Second leukemias and shortened time to progression need to be 
considered posttransplant and discussed with the patient, especially if they are older

> Although there was disagreement on how best to adjust the transplant strategy in elderly patients, wiser case-by-case decisions should be 
made in this group, and most experts would avoid transplant

> Two experts noted there are no longitudinal studies reporting that novel treatments are better than transplant, but CAR T may replace 
transplant in the future

MRD in high-risk patients needs to be explored in more trials
> With advances in treatment regimens, reaching MRD negativity at 10-5 is more achievable currently, but in high-risk patients, residual disease 

at 10-5 may still result in rapid relapse if maintenance is stopped
> Understanding what level of MRD negativity is required to stop treatment in both standard- and high-risk patients would be extremely beneficial 

Dr Morgan:
I think it’s not a straightforward question [regarding transplant] 
because the patients come in all different shapes and sizes. . . . 
But then you have to bite the bullet and talk about second 
leukemias and mutational enhancement of time to progression.

“ “Dr Jakubowiak:
I think that there is a question [of] what level of MRD 
negativity is needed. . . . If you stop treatment, and you 
have still some residual disease beyond 10-5, these [high-
risk] patients will be relapsing very quickly.

“ “



Frontline Transplant-Ineligible 
MM



Frontline Transplant-Ineligible MM
Presented by Rafael Fonseca, MD

Genetic testing in BC

> In the US, the only relevant options are MAIA vs VRd in 
transplant-ineligible patients, as reflected in the NCCN 
guidelines

– The subgroup analysis showed that frail patients can 
tolerate a triplet and have better responses compared 
to the doublet; this suggests there is no role for the 
doublet in the treatment of elderly MM patients 

> An RWE study (Fonseca R, et al. Blood (2021) 138 
(Supplement 1)) comparing different treatment sequences 
and impact on attrition rates and OS found that the longest 
possible PFS in frontline drives OS outcomes, which 
reinforces the importance of using the best agents upfront

> Two important phase III trials to monitor: IMROZ 
(NCT03319667), comparing Isa-VRd and VRd, and 
CEPHEUS (NCT03652064), comparing Dara VRd and VRd

Frail patients have better outcomes with a triplet than doublet

> MAIA remains the standard; improving on these results will be difficult 



Discussion: Frontline Transplant-Ineligible MM (1/2)
MAIA: Treatment goals and transplant eligibility 

The majority of experts prefer MAIA over VRd in transplant-ineligible patients 
> The experts generally think the MAIA results will be difficult to surpass, but adapting and creating a lighter quad regimen may be interesting 

to explore in less-responsive subpopulations after receiving MAIA regimen therapy  

The experts believe that separating patients on the basis of transplant eligibility is outdated 
> The experts all highlighted that even for transplant-eligible patients, treatments are moving beyond transplant 
> Many experts agreed that similar to MAIA trial requirements, patients could be categorized by Mel200 eligibility and not transplant eligibility 

Age of a patient factors into treatment decisions and goals of therapy. Improving quality of life and lessening the number of clinic 
visits is thus important for elderly patients 
> One expert highlighted that trials including twice-weekly bortezomib will exclude very frail patients unable to tolerate this dosing schedule, 

and do not reflect real-world practice

Dr Chari:
Even if the study's positive, you still have to
beat MAIA, so the way to do that would be to 
look at who is not benefiting enough from MAIA 
and then do a quad in that [patient subgroup].

“ “

Dr Jakubowiak: 
Why [are] we are stuck to divide treatment plans, and 
to transplant eligible and transplant? I think because we 
are used to it . . . because of regulatory requirements.

“ “



Discussion: Frontline Transplant-Ineligible MM (2/2)
Isatuximab and quad regimens 

In a frail patient, the experts would begin with anti-CD38 in combination with Rd and avoid proteasome inhibitors
> Isatuximab has displayed very good efficacy with the IRd regimen, but toxicity is a concern. Neuropathy is associated with an increased risk 

of falls, which must be a consideration for elderly patients 
> Experts speculated whether community physicians would be comfortable switching to isatuximab from the well-established daratumumab, 

but agreed that isatuximab use will increase as more data are published denoting potential in the frontline setting
> Isatuximab will likely play a greater role in novel agent combinations, especially for patients with prior daratumumab exposure
> Proteasome inhibitors have a role in high-risk patients, especially the 4;14 subgroup; the experts would welcome an effective oral PI that 

improves on ixazomib, for rural community patients

The experts agreed there is no longer a role for doublets in elderly patients, but noted that some community-based physicians are 
slow to change regimens 
> There is potential for the quad regimen, even in frail patients, who could benefit from short treatment duration, as adjustments can be made 

to the regimen. This often occurs in real-life clinical practice as opposed to strict trial regimens  
> Goals of therapy in this patient population are the main driver when choosing treatment and the experts all agreed that the MAIA regimen 

offers improved quality of life and OS for patients 

Dr Morgan:
If they're not doing well [frail patients], then you can simply 
add Velcade in for a while and take it away. I don't think 
we have to be stuck to the trial regimens. I mean, I think 
there's a bit of push and shove in the clinic.

“ “ Dr Jakubowiak:
[The patients on IRd] were getting such deep responses. 
But then came this surprise emergence of pretty significant
neuropathy, crippling neuropathy, in one of the patients.

“ “



MRD, Maintenance, and 
Consolidation Update



MRD, Maintenance, and Consolidation Update (1/2)
Presented by Andrzej Jakubowiak, MD, PhD

Maintenance 

> There is a paucity of evidence for using the proteasome 
inhibitors bortezomib and ixazomib as maintenance 

> The ATLAS and FORTE trials showed that combining 
carfilzomib with lenalidomide may produce better 
remission rates, but long-term use is likely too intensive, 
and de-escalation is recommended  

> Multidrug treatments may have potential if increased 
toxicity does not outweigh the benefits 

> There is an evolving role for daratumumab in 
maintenance

– The CASSIOPEIA trial illustrated a benefit of 
daratumumab maintenance in both standard-risk 
and even more so in high-risk patients, only if they 
had never received prior daratumumab treatment 

– The GRIFFIN trial data highlighted that including 
daratumumab across the treatment plan reduces 
risk of progression 

– A number of ongoing phase III studies (eg, 
PERSEUS, AURIGA, and DRAMMATIC) are 
exploring the use of daratumumab in maintenance

Long-term lenalidomide maintenance  

> Both the STAMINA and DETERMINATION trials reported longer 
lenalidomide maintenance increases likelihood of longer remission



MRD, Maintenance, and Consolidation Update (2/2)
Presented by Andrzej Jakubowiak, MD, PhD

Consolidation and MRD

> The STAMINA trial reported positive outcomes after re-
analysis for consolidation (2 cycles VRd vs no consolidation) 
and tandem transplant, including high-risk patients 

– The question remains whether consolidation itself is 
needed because many trials, such as GRIFFIN and 
CASSIOPEIA, include consolidation as part of the 
treatment plan and it is difficult to separate 
consolidation and maintenance benefits 

> MRD is now an established marker for prognosis but its use 
as a surrogate study endpoint is not yet fully established 

– MRD can be used to determine treatment de-
escalation, such as that seen in the MASTER and 
phase II ELO-KRd trials

– The ATLAS trial highlighted the use of MRD-directed, 
risk-adapted maintenance 

> MRD negativity at 10-5 is often more practical for testing 
purposes. Increased evidence suggests that MRD negativity 
at 10-6 is superior and should be the new standard. More-
sensitive proteomic assays may be a better technique to 
monitor patients

MRD-guided treatment 

> In the future, MRD may help determine when to stop treatment 



Discussion: MRD, Maintenance, and Consolidation Update (1/3)
MRD-directed maintenance and consolidation

Maintenance may not need to be given until progression in all patients; MRD may be useful to help determine when to stop 
maintenance treatment
> The experts differ on how long maintenance should be given currently. It is hoped that MRD evidence and studies with long follow-up may 

answer this question for both daratumumab and lenalidomide maintenance 
> The experts generally feel there is more evidence for lenalidomide maintenance compared with daratumumab 
> The experts recognized that high-risk patients may need maintenance until progression, but they would welcome data from de-escalation trials
> Clinical progression may not be the ideal time point to restart therapy. It was common practice years ago to restart therapy once free light 

chains increased, but current trials have shifted the focus from biochemical to clinical progression 

The experts agreed that daratumumab either pre- or posttransplant is beneficial for patients, but some experts have had issues with 
payors. If the patient has not received daratumumab upfront, it will not be reimbursed later, even with the CASSIOPEIA trial results

The was no consensus on the experts’ choice of consolidation. Not all experts consistently use consolidation in their practice 
> Most experts administer DVRd, then proceed to stem cell transplant. Maintenance for standard risk is lenalidomide, and for high risk is 

lenalidomide with bortezomib and no consolidation
> Other experts would consolidate only high-risk patients/those who are MRD positive posttransplant with 2–4 cycles 

Dr Fonseca:
Why is MRD controversial? I mean, it’s the most 
powerful prognostic factor that we have. It’s 
validated. It’s FDA approved. It’s covered by CMS. 

“ “ Dr Chari:
We have to distinguish between treating every standard-
risk patient when they become MRD positive; that’s not 
what I’m advocating. But I think a high-risk patient would 
be served well by being treated early [at biochemical 
relapse], because the writing is on the wall.

“ “



Discussion: MRD, Maintenance, and Consolidation Update (2/3)
MRD negativity and de-escalation 

Improvements in MRD testing to increase sensitivity will play an important role in prognosis, treatment plans, and de-
escalation/escalation of therapy 
> The experts agreed that MRD testing sensitivity could be improved from 10-5 to 10-6 and that 10-6  should be the target to reach in patients 
> Some experts argued that the priority should be standardization on which tests should be conducted and education on how the results will 

impact disease and treatment selection before aiming to increase MRD sensitivity, as many community-based physicians still do not utilize 
MRD testing. Other experts disagreed and would like to optimize testing first

> One expert cautioned that understanding what 10-6  achieves in terms of the disease and prognosis is still necessary, and sustained MRD 
negativity may be more important 

Many experts will stop treatment if a patient is MRD negative and has excessive toxicity, but they would appreciate a data-guided 
approach on how best to de-escalate
> Ideally, maintenance treatment and duration should be personalized, likely using MRD and depth of response. The experts recognize that 

long-term maintenance has associated toxicity that can outweigh benefits in certain standard-risk patient populations 
> The experts feel that, along with patient-driven discussions, MRD is still the best tool when deciding to de-escalate, as they would currently 

advise against halting maintenance if a patient is MRD positive 

Dr Jakubowiak:
If you are MRD negative, you’re really suffering, I can see that 
patient is really getting to the wall of maybe unacceptable 
toxicity, I’m more confident to not stay in the way of this decision, 
which is generally patient preference, and I condone it.

“ “ Dr Chhabra:
I think our goal should be to personalize the 
maintenance treatment for patients depending 
on the depth of their response, the MRD 
essentially. One size does not fit all.

“ “



Discussion: MRD, Maintenance, and Consolidation Update (3/3)
MRD negativity and trials 

MRD has now become a surrogate endpoint but needs to considered as an actual endpoint 
> One expert noted that while MRD is useful in the clinic, the evidence is limited for regulators, as many trials do not include MRD data for all patients
> Future trials should aim to collect MRD data from the majority of patients where possible, as more-complete data sets from trials will allow more-

solid conclusions, but the experts recognize this can be logistically complicated with larger trials. They complimented the MASTER trial for its MRD 
data set

There is concern from the experts that current trials have a risk of type 2 errors or false negatives, which may explain why some trials have 
negative results compared with positive real-world data
> CASSIOPEIA showed that pretransplant treatment must be considered in trial designs; many European trials incorporate 2–3 cycles of treatment for 

all patients before randomization. However, North American trials have not integrated this standardized approach
> Clinical trials should aim to better characterize patients both biochemically and clinically, and possibly stratify on these factors, such as >4 or <4 

cycles of prior therapy, prior anti-CD38 treatment, etc 

To understand MRD and the impact on maintenance, studies must allow for adequate long-term follow-up, but the experts recognize it will 
take several years to provide these data
> Some experts highlighted that by the time these types of trials are completed, the field will have moved forward, and the data could be irrelevant 
> Many experts, along with available trial data, make decisions on the basis of their experience in the clinic. The experts differ in how they adjust 

maintenance treatment currently, with some reducing the dose and others the length of treatment (treatment breaks)

Dr Morgan:
It’s perfectly obvious that MRD is useful in the clinic and we 
should use it. But incorporating it as a trial endpoint . . . the 
data is never complete. I mean, the completeness of any 
single study is seldom more than 40%.

“ “ Dr Chari:
In Europe, all [patients are on a] regimen, CyBorD, for 3 to 
4 cycles, then you get randomization. . . . It’s beautiful. . . . 
If we’re going to do these posttransplant studies, you have 
to take into account what happened beforehand.

“ “



The Continued Role of 
Immunomodulatory Agents 
(IMiDs) and Proteasome 
Inhibitors (PIs)



IMiDs

> A comparison below shows minor groups added to IMiDs; 
glutarimide ring which binds to cereblon can lead to different 
activities

The Continued Role of Immunomodulatory Agents (IMiDs) and 
Proteasome Inhibitors (PIs)
Presented by Gareth Morgan, MD, PhD

IMiD resistance

> Resistance can occur by mutation of the cereblon pathway, 
either by downregulation of components of cereblon, or by 
affecting adhesion

> Mutability is not driven by treatment, but by selection pressure. 
The marrow contains all possible mutations at any given time, 
and applying selective pressure allows them to emerge



Discussion: The Continued Role of Immunomodulatory 
Agents (IMiDs) and Proteasome Inhibitors (PIs) (1/4)
Mechanisms of resistance

The experts agreed that more research is needed on resistance to IMiDs
> Switching to IMiDs with a different mechanism of action may help overcome resistance and should not impact downstream therapies 

– To overcome resistance, experts suggested to change the MOA with a different IMiD; for example, switch from lenalidomide to 
pomalidomide, or pomalidomide to iberdomide, and so forth

The experts noted that IMiDs and PIs used together result in a synergistic effect, but the mechanism is not fully understood
> Experts discussed the potential mechanism of resistance involving the downregulation of cereblon, which is degraded in the proteasome. 

Treating with a proteasome inhibitor will increase the levels of cereblon receptor for IMiDs. This can help overcome some resistance, but the 
timing of administration for both therapies must be optimal 

> If a patient progresses on lenalidomide within 60 days, the experts generally define this as IMiD refractory, and do not see significant benefit 
in dose escalation at that point 

Dr Fonseca:
One of the problems as a major mechanism of resistance is downregulation 
of cereblon. But cereblon is itself degraded by the proteasome. When you 
treat with a proteasome inhibitor, you raise the levels of cereblon protein, 
and that could help overcome some of the resistance.

“ “



Discussion: The Continued Role of Immunomodulatory 
Agents (IMiDs) and Proteasome Inhibitors (PIs) (2/4)
Lenalidomide-refractory patients 

Experts discussed the selection of agents in triplets and quadruplets in relapsed/refractory MM patients
> Some suggested that switching to pomalidomide would add benefit, while others think it would only add toxicity
> One expert highlighted that their preferred regimen in len-refractory patients is dara-KPd. They feel it is a remarkable regimen where ~50% of 

patients achieve CR and sustained MRD negativity
– The expert also noted that this regimen is well-tolerated for long-term treatment (4–5 years), even in frail, elderly patients
– Besides CAR T, dara-KPd is considered the best quadruplet combination in MM currently 

> Overall, most experts believe there is a strong case for carfilzomib in the relapsed/refractory setting, due to strong data readouts from the 
IKEMA and CANDOR trials, and physicians are less inclined to use pomalidomide now unless there are access issues at a global level 

> However, one of the experts was highly skeptical that pomalidomide has greater efficacy than lenalidomide, as there have been no head-to-
head trials comparing the two; they believe next-generation IMiDs such as iberdomide and mezigdomide produce better responses than 
lenalidomide

– Furthermore, clinical trials have not used the correct comparator arm and should use carfilzomib-based regimens as a comparison

Dr Jakubowiak:
We created KPd and dara. We are using dara 
commercially in this study. And it's a blockbuster. It's 
unbelievable activity. This is my go-to 
relapse/refractory on lenalidomide, 50-plus percent 
CRs, close to that MRD negativity sustainability 
lasting [for 4–5 years]. 

“

“

Dr Chari:
I believe len is a better drug than thal. I'm highly skeptical about 
pom's improvement over len, because I do believe that the next-
generation iber and mezigdomide are much better than len. . . . But 
even CANDOR, when you look at the subgroup analysis of len-
refractory, their PFS for len-refractory disease is over 20 months, 22 
months. That's the best data we have of any randomized study.  

“

“



Discussion: The Continued Role of Immunomodulatory 
Agents (IMiDs) and Proteasome Inhibitors (PIs) (3/4)
IMiDs

All experts agreed that single-agent elotuzumab has low activity, 
although it is well tolerated; most use elotuzumab-KRd or 
elotuzumab-Rd
> One expert shared their positive experience with long-term 

elotuzumab-Rd in a handful of patients, and would like to see 
research on a biomarker for response 

– Elotuzumab does not add AEs and it sustains response
– In the MM treatment landscape

• If a quad induction is used in a quad relapse, but the 
patient needs to receive 3 to 4 lines in order to qualify 
for CAR T, elotuzumab is a perfect third choice

• Elo-Pd was also cited as a regimen that works very 
well as maintenance after salvage transplant

• After CAR T, some patients whose marrow needs to 
be resuscitated receive elo-based maintenance and 
do very well

> One expert indicated that adding elotuzumab can increase 
infection risk with a PI but not with an IMiD

PIs

The experts mostly agreed that the clinical data for ixazomib 
are not impressive compared to other agents with better 
activity 
> However, it is considered an active agent; a few areas where 

experts see utility for it because it is an oral regimen include
– Outpatient settings; in patients in rural areas with long 

commuting distances to the clinic; in elderly or other 
patients with mobility issues who cannot frequently travel 
to the clinic

Dr Chhabra:
Ixazomib, I don't think, has a future because all the trials that 
have been done, whether you use it in frontline, second line, 
maintenance, the data is not compelling. And you look at 
ixazomib maintenance, and then you look at the len data.

“ “



Discussion: The Continued Role of Immunomodulatory 
Agents (IMiDs) and Proteasome Inhibitors (PIs) (4/4)
IMiDs and PIs

Experts discussed the various factors that affect choice of triplet vs 
quadruplet therapy in MM
Even though most experts feel quadruplet therapy is the most effective option 
in MM treatment right now, they worry about a few issues
> Adding drugs to treatment regimens increases costs, and as additional 

therapies become available, there is a tendency to continue down the path 
of adding therapies, rather than substituting 

– A solution to having multidrug regimens is to give blocks of therapy 
for a certain amount of time

– The field needs to be forward-thinking and develop T-cell engagers in 
a newer backbone, to overcome issues involving refractoriness 

> Other important issues that were raised include global access and adoption
– It will be a challenge to make dara-KPd available globally, even if it 

becomes fully availably at the community level in the US
– Community physicians already struggle to adopt triplet therapy; how 

can they be expected to transition to quadruplet?

Dr Chari:
The problem with your [dara-KPd] regimen is that's dead in 
the water, ex-US. I mean, these guys are struggling to get 
community doctors to use a triplet, now you want them to 
use a quad? And then globally, who's going to use this dara-
KPd? It's not practical.

“ “



Next-Generation Small 
Molecules: BCL2, XPO1, 
BCMA Inhibitors, and Beyond 
Rafael Fonseca, MD 



Next-Generation Small Molecules: BCL2, XPO1, BCMA 
Inhibitors, and Beyond 
Presented by Rafael Fonseca, MD  

Belantamab mafodotin 

> Like many other agents in multiple myeloma, 
the right dose for belantamab mafodotin 
probably has not been identified and 
continued optimization of the dosing is 
needed

> The DREAMM-9 study explored 8 various 
dosing regimens where primary endpoints 
were dose-limiting AEs

> At data cutoff for cohort 1 (belantamab 
mafodotin 1.9 mg/kg Q3/4W every cycle of 
SOC), 9/12 patients with ≥VGPR had MRD 
assessment

– 7/9 patients achieved MRD-negative 
status at first test after VGPR

> At data cutoff, three patients in cohort 1, two 
patients in cohort 2, one patient in cohort 3, 
and one patient in cohort 5 remained in CR

– Six patients in cohort 1 and one 
patient in cohort 5 remained in sCR 
with median f/u of 12.7 mo and 4.0 
mo, respectively

> Dose modifications are needed to manage 
belantamab mafodotin toxicities

Selinexor

> In R/R MM, selinexor has been 
approved in combination with

– Dexamethasone for patients 
with ≥4 prior tx and refractory 
to 2 PIs, 2 IMiDs, and anti-
CD38 mAb

– Bortezomib + dexamethasone 
in patients previously treated 
with ≥1 prior therapy

> It has activity on its own and in 
combination, as well

> Dose optimization has allowed better 
control of toxicity and wider use of 
this agent

> Weekly dosing is better; a reduced 
dose of 80 mg once weekly should 
be considered

> The BOSTON trial showed 
significant PFS improvement in 
patients with 1–3 prior lines of 
therapy, with PFS in the SVd arm of 
~14 months vs the Vd control arm, 
which was 9.5 months

Venetoclax

> Venetoclax is a generally well-tolerated drug 
that is used across multiple disease states

> It is currently being used primarily in t(11;14) 
and t(6;14) subsets of patients

> BELLINI trial results showed remarkable 
survival in t(11;14); it is very clear there is 
significant activity for this subset of patients 

> In a study comparing VenDd vs VenDVd in 
t(11;14) R/R MM patients, VenDd had an 
almost perfect M-protein response

BELLINI Final Survival Analysis

Subgroup
PFS OS

HR (95% CI) HR (95% CI)

t(11;14) status
 Positive (n = 35)
 Negative (n = 226)

0.12 (0.03-0.44)
0.65 (0.46-0.90)

0.61 (0.16-2.32)
1.18 (0.76-1.84)



Discussion: Next-Generation Small Molecules – BCL2, XPO1, 
BCMA Inhibitors, and Beyond (1/3)
Selinexor

The experts stated that the current starting dose for selinexor may be too high, but they 
appreciate that Karyopharm is collecting real-world evidence to find a more appropriate dose
> Subgroup analysis in the BOSTON trial showed that patients with high-risk cytogenetics have 

better hazard ratios, and preclinically it has been shown that blocking XPO leads to increased 
17p retention in the nucleus; but clinically, the experts have not seen this hold true, and it is not 
seen in high-risk patients with aggressive disease

> It is important to know and fully understand the mechanism of action of selinexor and find 
another agent that provides synergy to its mechanism

– To avoid toxicities associated with the dose required for monotherapy, physicians 
recommend combinations where a lower dose of selinexor can be used

Perceptions about XPO1 mechanism
> It appears to be a significant mechanism not only in myeloma, but in other tumors as well, and it 

correlates with survival endpoints
With bispecifics and CAR T becoming available, experts wonder where selinexor fits in the 
treatment algorithm in MM
> Experts concluded that selinexor has an established role; it is debatable where to use it, but it 

has clear antimyeloma activity
> It potentially reverses refractory status in carfilzomib-refractory patients; therefore, some 

experts have used it in patients who have no other available options
> It is important to better understand how to optimally use it in combination to get the desired 

therapeutic effect 
> It can possibly be used as a bridging therapy or post-CAR T

Dr Morgan:
It's just difficult to find a place for it [selinexor] in the 
clinic currently. . . . Because when I've tried to use it in 
people that have aggressive, high-risk, doesn't seem 
to work at all.

“ “
Dr Jakubowiak:
For me, it was pushed to some of the last resort for us 
to help patients not really having any trial or any other 
options. . . . It restores at least temporarily activity, for 
example, of carfilzomib in carfilzomib-refractory 
patients.

“ “



Discussion: Next-Generation Small Molecules – BCL2, XPO1, 
BCMA Inhibitors, and Beyond (2/3)
Venetoclax

Venetoclax is considered extremely useful for treatment of t(11;14) MM and has potential as a frontline therapy in this patient population
> Venetoclax is currently being used in myeloma quite extensively; experts have had a lot of success rescuing patients with it and it is reasonably well tolerated 

– Experts suggested scaling down the dosing of venetoclax to the range of 400 mg–600 mg rather than 800 mg; in other malignancies, 400 mg is 
used, and the experts agreed this dose is effective and better tolerated

– Experts shared positive clinical experiences where patients with aggressive disease were treated with venetoclax, and their disease disappeared
> At lower doses, experts do not find an increased risk of infections in the t(11;14) subgroup and do not need to use prophylaxis
> Some experts have used venetoclax in quad combinations with daratumumab, but worry about the profound hypogammaglobulinemia and IVIG
> Experts agreed that venetoclax should be moved to frontline therapy as a specific treatment for t(11;14) patients 

– However, not many cytogenetic labs can detect the t(11;14) mutation in the initial biopsies, thus requiring physicians to investigate further
> Some experts do not see a role for venetoclax outside of t(11;14), high-BCL2 patient subpopulations; however, they all agreed this agent has high activity. 

It is marker driven and therefore has strong potential for earlier lines of therapy
> Experts feel venetoclax also has potential in combination regimens, especially for dara-refractory patients, but this needs to be further investigated
> Worsening of the disease on venetoclax is concerning; experts feel there are many therapies that do not work and that is acceptable, but if a therapy 

makes a patient worse, it requires further investigation to fully understand the mechanism of action
MCL1 inhibition combined with venetoclax could have potential in the future for t(11;14) MM, if a method of MCL1 inhibition can be developed that 
avoids the associated cardiac toxicities
> Blocking MCL1 and BCL2 at the same time in t(11;14) MM patients was discussed as an extremely effective therapy, but experts indicated MCL1 targets 

have cardiac signals and several therapeutics have been halted after early trials due to cardiac toxicities 

Dr Jakubowiak:
So I think that for venetoclax, there's a lot of activity and potential for earlier lines of therapy. And it's marker 
driven, so it can be done. Is there any role for venetoclax outside of 11;14 high BCL2? Probably not. I am 
personally less [frequently] observing the toxicities which were so detrimental in the BELLINI study.

“ “



Discussion: Next-Generation Small Molecules – BCL2, XPO1, 
BCMA Inhibitors, and Beyond (3/3)
Belantamab

Belantamab is preferred as a bridging therapy to CAR T; most experts are concerned about toxicities even 
with short-term treatment
> Belantamab cannot be dosed regularly, due to toxicity. Physicians opt for intermittent dosing with 1 or 2 doses 

every few months. They will sometimes combine with ixazomib in patients with aggressive disease 
> It was agreed that when using a drug with either toxicity or modest activity, a biomarker is needed to select the 

right patients in whom to use it; this applies to both belantamab and selinexor 
> Experts noted that belantamab is currently being pushed to frontline therapy, but they are concerned with the 

potential ocular toxicity, especially given that other less toxic alternatives are available 
– Experts cited some incidence of keratopathy in patients as early as after the second dose of belantamab  

> However, experts also agreed belantamab has unprecedented PFS and DOR in combination with pomalidomide
– The key to widespread adoption is finding an optimal attenuated dosing schedule and a biomarker for 

response 
> Most experts agreed it can be used as a bridging therapy for CAR T. If the patient responds to the first or 

second dose, that is a sign that they will respond to CAR T as well
– One advisor also mentioned they are conducting a pilot study with belantamab as maintenance post-

CAR T at a dose of 1.9 mg/kg every 8 weeks. The objectives are to determine if there is any PFS benefit 
and if patients develop toxicity

One expert highlighted the potential use of belantamab in daratumumab-refractory patients to replace 
anti-CD38 therapy, but more knowledge is needed on how best to combine with other drugs in a triplet or 
quadruplet regimen without increasing toxicity significantly

Dr Chhabra:
It [belantamab] would work well, 
as bridging. You'll get 1 or 2 
doses. I've used it 7, 8 times, 
and each time, after the second 
dose, patients have 
keratopathy, some grade of it. 
They're progressing on it. So if 
you give it as bridging and 
you're seeing some response, 
that tells you that they're going 
to respond to CAR T as well. 

“
“
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CAR T Therapies for the Treatment of MM (1/2) 
Presented by Saurabh Chhabra, MBBS, MD 

CAR T therapies in multiple myeloma

> There is an unmet need in triple-, quad-, and penta-refractory MM patients, and CAR T serves this population very well 
> BCMA is an attractive target – it is essential for plasma cell survival, which makes it an ideal target for MM therapies

Idecabtagene vicleucel (bb2121)

> A heavily pretreated, refractory population received ide-cel 
infusion in the KarMMa trial; ORR was 73% for the cohort and 
~33% patients achieved CR. Median PFS was ~12 months for 
patients who received 4.5 million CAR T cells, and median PFS 
was ~20 months for patients with CR

Ciltacabtagene autoleucel 

> Cilta-cel has 2 BCMA-binding domains
> A similar refractory patient population received much lower doses 

(50 million cells/patient) of CAR T in CARTITUDE-1; ORR was 
98%, with 80% of patients achieving sCR 

> ~55% of the patients achieved PFS of 27 months, while median PFS 
was not reached. OS at approximately 27 months was nearly 70%



CAR T Therapies for the Treatment of MM (2/2) 
Presented by Saurabh Chhabra, MBBS, MD 

CAR T future

> Several ongoing trials are investigating ide-cel and cilta-cel in frontline or the early stage of disease
> While ide-cel and cilta-cel are currently the only approved agents, trials are underway to study newer CAR T agents; despite small patient 

sample sizes, the overall response rates and complete remission rates continue to be high
> CAR T-cell therapy will likely be used broadly
> Innovation will drive outcomes such as enhanced target antigen (GSI, dual targets), improved signaling, better persistence, shorter 

manufacturing time, and off-the-shelf products
> Sequencing and combination of these agents with bispecifics and ADC needs to determined

CAR T-Cell Toxicities
KarMMa: 

Idecabtagene 
Vicleucel (N = 128)

CARTITUDE-1: 
Ciltacabtagene 

Autoleucel (N = 97)
Neutropenia grade ≥3, % 89 91

Thrombocytopenia grade ≥3, % 52 60

CRS: all/grade ≥3, % 84/6 95/4

Median time to CRS, days (range) 1 (1-12) 7 (1-12)

Median duration CRS, days (range) 5 (1-63) 4 (1-97)

Neurotoxicity: all/grade ≥3, % 17/3 21/10

Infections: all/grade ≥3, % 69/- 40/13

Tocilizumab/steroids/anakinra, % 52/15/0 69/22/19



Discussion: CAR T Therapies for the Treatment of MM (1/3)
CAR T

CAR T is a powerful tool in the treatment of MM; it could be moved to earlier lines of therapy, in combination with other treatments, or 
even transplant to potentially cure MM
> Post-CAR T, patients experience massive improvement in quality of life 

– After a single treatment, triple-class refractory patients have a remarkable response; the exceptional improvement in quality of life will 
support use of CAR T over bispecifics

> CAR T is potentially a one-and-done therapy
– However, most experts think it is likely that maintenance will be required post-CAR T

> Extramedullary disease might be a negative predictor of response with CAR T
– Median PFS for cilta-cel has been reached in patients with extramedullary disease, but not for the total population; this is a signal, but 

further evidence is needed to confirm (Martin T, et al. Journal of Clinical Oncology 2022;JCO2200842)
– The indirect data from CARTITUDE-2 suggest that bulky disease is not a predictor of good response with CAR T. In fact, patients with 

heavy tumor burden experienced more toxicity 
> Experts discussed various strategies to sequence CAR T to unleash its full potential for maximum benefit

– They discussed whether to replace transplant, add it to transplant, or use it as salvage after transplant, and are intrigued to see 
whether adding CAR T to transplant can cure patients

Dr Chari:
[What] I think deserves a lot of merit is the patient experience post-CAR T. It is really outstanding, right? Like, these 
patients who were chained to cancer centers are now liberated and traveling the world post-COVID, right? Like triple-
class refractory patients [have] such an amazing quality of life. So I think, comparison to transplant, if you did a 
quality-of-life comparison, that's huge. Transplant, there's a 3-month deterioration. It comes back. Then we torture 
people with len maintenance. This is a one-and-done, potentially. Even though it's expensive, and obviously the PFS 
and OS data will have to stand, but the quality-of-life data will really support CAR T over bispecifics too, obviously.

“

“



Discussion: CAR T Therapies for the Treatment of MM (2/3)
Access to CAR T

Access to CAR T will hinder its widespread use. Research should be focused on shortening production times, but the experts 
recognize there will be regulatory hurdles to overcome with new production methods
> Experts noted that they have very limited CAR T availability for patients each month

– With both cilta-cel and ide-cel, there are between 1–5 CAR T slots per month 
– One expert pointed out cilta-cel availability has dwindled to bare minimum
– This is attributed partly to vector shortages, and to CAR T being an inpatient procedure at academic transplant centers only
– Fludarabine shortages seem to have created additional challenges for physicians in CAR T administration

> The most urgent issue to address is shortening manufacturing timelines from the current 3–5 weeks and generating CAR T products quickly
– In some countries, such as Spain, systems like CliniMACS Prodigy are used for clinical-grade CAR T manufacturing, and experts see it 

expanding in Europe, but in the US, they feel the regulatory hurdles will make it incredibly difficult for use outside of clinical trials 
– Some experts feel there is a lot of buzz about off-the-shelf products, but they are skeptical about decentralized production of CAR T

> Availability of CAR T only at academic transplant centers is another bottleneck
– Most experts feel CAR T moving to community-based clinics is unlikely, due to lack of infrastructure or training needed to manufacture 

or administer CAR T. This includes not just the hematologist-oncologist, but also their nursing teams, critical care doctors, neurologists 
(due to CRS), and the capabilities of a transplant center 

– Some advisors are optimistic and said they see CAR T capabilities expanding to tertiary-care community hospitals outside of transplant 
centers in the future

– The ability to perform these procedures in the outpatient setting would relieve some of the pressure on inpatient services and increase 
patients’ access to it

> In general, advisors feel bispecifics will have greater penetration in the community setting compared with CAR T, due to easier access

Dr Morgan:
I think the bispecifics will be community eventually, but it’s 
[CAR T] always going to be transplant centers.“ “



Discussion: CAR T Therapies for the Treatment of MM (3/3)
CAR T

Cilta-cel may have potential in high-risk patients, but the experts noted that any of these patients included in trials are not reflective of 
the larger population, as many do not reach >6 lines of therapy 
> Experts would prefer a comparator arm instead of single-arm studies to understand this better

– The danger of single-arm studies without a control arm is not understanding the harm coming from a treatment; the downstream 
consequences of these therapies need to be better understood before they can move to frontline

– In general, for efficacious therapies, PFS is always better than OS. Patients will relapse before they die, which makes the OS curve 
flatter than the PFS curve. In CARTITUDE-1, this is not the case 

• It is cause for further investigation into whether patients die before they progress, or if they die due to relapse of untreatable 
disease leading to death

– Experts think it is interesting how the persistence of CAR T did not correlate directly with the response; the median time of cilta-cel 
persistence is 77 days, but the response is much better than ide-cel

• Experts speculated there could be a number of reasons, such as the quality and strength of dual binding and dosing, and this 
needs to be investigated

Another critical issue to bear in mind with CAR T is the risk of neurotoxicity
> Experts discussed their patient experiences with neurocognitive, movement disorders or Parkinson’s-like symptoms post-CAR T 
> Effective therapies are always double-edged swords; early intervention is the key to prevention
Experts highlighted their lack of options when it comes to choosing which CAR T they want; for the most part, they must go with 
whatever is available
> However, assuming equal access to both ide-cel and cilta-cel, it is clear most experts would choose cilta-cel, except for patients with prior 

neurologic history

Dr Chhabra:
I have not personally seen any movement disorder or neurocognitive. I do have 
experience with [Bell’s palsy] after cilta-cel. Two patients. One patient had recovered, 
but the other patient did not recover after 3 months.

“ “
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Presented by Ajai Chari, MD 

Other than BCMA and GPRC5D, what targets have promise? 

> While BCMA and GPRC5D are the most common targets, others 
currently being studied include CD38 and FcRH5 

In addition to efficacy, what other factors will impact 
the widespread use of bispecifics? 

> Safety is another major factor to consider in addition to efficacy
– CRS
– Off-tumor toxicity – incidence, time dependency, dose 

relationship
• Infection, especially COVID complications and deaths 
• Dysgeusia 
• Skin/Nail changes 
• Neuropathy  
• Safety in combination with mAbs, IMIDs, PIs, novel 

agents 
> Convenience of bispecific usage

– Is it inpatient vs outpatient? This will impact cost
• Inpatient hospitalization may be required; tocilizumab 

(off-label for bispecific) or IVIG for treatment of AEs, etc 
may add to the total cost 

– Ability to administer in the community
– Need for and number of priming doses
– Route of administration – SQ is preferable over IV but delays 

CRS
– Frequency of administration – monthly will be favorable 
– Fixed duration vs treatment to progression

> Targets and sequencing within bispecifics and relative to other 
agents – CART s, etc 

> Time to market: currently BCMA > GPRC5D



Bispecific Agents for the Treatment of MM (2/3)
Presented by Ajai Chari, MD 

Should patients be treated with bispecifics until 
progression? 

> The most mature data available are on teclistamab
– In the first data set released in 2020, the rate of all-grade 

infections was 27%, rate of all grade 3 infections was 6%, 
and there were no COVID deaths 

– In 2021, the rates were 63%/35%/7%  
– In 2022, the rates are 76%/45%/12% 
– 75% of patients have hypogammaglobulinemia

> The question: With this kind of DOR, is it necessary to keep 
giving the drug?

– Given these unprecedented infectious complications, and 
keeping in mind that these are single-arm studies and 
there is no control arm to put the data into context, it is 
unknown how much is due to the patient, due to disease, 
vs due to treatment

– In the absence of these randomized studies, if a patient is 
in MRD-negative SCR on monotherapy, and given that 
these agents have cumulative toxicities, fixed duration may 
be optimal. The patient can always be re-treated in the 
event of relapse



Bispecific Agents for the Treatment of MM (3/3)
Presented by Ajai Chari, MD 

CAR T vs bispecifics – who wins? Does transplant eligibility make a difference? 

> A hypothetical randomized study with intention-to-treat analysis without bridging chemo
– A CAR T with median PFS <11–12 months is unlikely to beat an off-the-shelf bispecific, especially in aggressive bulky disease 

> Access and choice matter. As of June 2022, over 1000 patients had been dosed with bispecifics 
– Including age >80 and including >400 non-BCMA bispecifics
– Especially important to have options without guaranteed gammaglobulinemia in the era of COVID

> What if a CAR T has median PFS >2 years? 
– Very limited data for TCE in CKD, EF <40%, in elderly and frail patients with a history of CNS disorders 

• Grade 1/2 CRS/AEs with CAR T in such patients could easily progress to grade 3+; can be devastating if not caught early 
• Non-relapse toxicity and mortality higher in CAR T
• There is the ability to pause, skip doses, or stop a bispecific, but with CAR T there is no control once it is administered

– AutoSCT is widely available and cost-effective, yet only 12% of MM patients in the US receive it at accredited SCT centers, so what 
percentage globally will benefit from scarce and expensive CAR T? 



Discussion: Bispecific Agents for the Treatment of MM (1/3)
Bispecific agents

The experts questioned why the bispecifics are administered until progression, especially with the increased risk of infection and other AEs
> For patients with cumulative AEs, a fixed-duration treatment may be more appropriate, and they could potentially receive the same or 

alternative bispecific if progression occurs
> The experts highly anticipate data from ongoing bispecific combination clinical trials but are concerned about AEs, especially combinations 

with certain IMiDs (Louvet C, et al. Blood Cancer Discov. 2021;2:297-299). There is a narrow window for toxicity, specifically with regard to
infections and CRS

> While the experts would like to proceed with intermittent dosing with bispecifics, they worry that repriming patients each time and the 
occurrence of CRS will pose additional challenges

Experts are excited to see how data for various bispecifics in clinical trials unfold; while they would like to see bispecifics move to 
frontline therapy, they question its value even if 1 patient is lost to infection
> One advisor noted that the types of infections they have seen with continued treatment of bispecifics are unprecedented
Bispecifics with alternative targets may be able to overcome some toxicity issues, and thus far, bispecifics with different targets have 
had comparable efficacy 
> A few experts are “not very fond of” BCMA because they think it is a dirty target, as it attacks not just the myeloma cells
The experts are also looking forward to ongoing bispecific combination clinical trials, but are concerned about AEs especially with 
IMiDs
> It is very difficult to combine anything with BCMA bispecifics, given the current neutropenia and infection signals seen in trials

Dr Chari:
I don’t think it’s just humoral [infections]. In fact, I think across the board . . . there was a flu-
related death. There’s been viral infections and hepatitis. EBV has been seen. Things that we 
have not seen in the last 20 years are now popping up, right?  It is with this [BCMA] target.  
I’m proposing that for those patients that are getting into an MRD-negative sCR, maybe we 
should take a break [from treatment]. 

“ “



Discussion: Bispecific Agents for the Treatment of MM (2/3)
CAR T vs bispecifics

There was consensus that CAR T efficacy is superior to that of bispecifics, but bispecifics 
will have a greater impact for the wider patient population, as there will be fewer access 
issues with “off-the-shelf” bispecifics 
> Some experts feel bispecifics activate all T cells and lead to T-cell exhaustion

– This causes immunosuppression and increased risk of infectious complications
– With CAR T, normal T cells remain unaffected and modified T cells are reliably gone within 

3–6 months 
> However, one expert thinks T-cell exhaustion does not occur with bispecifics; clinically, they are 

able to move from one bispecific to another and still see good response 
– Advanced MM patients might already have T-cell exhaustion from various prior therapies
– T-cell exhaustion from bispecifics is not permanent; recovery can occur, depending on the 

duration of the treatment
> With respect to a compromised immune system, CAR T causes the same 

hypogammaglobulinemia immunoparesis as bispecifics 
– The key difference is that CAR T dosing is one-and-done, whereas with bispecifics, 

patients must undergo frequent doses and continuous treatment

Dr Chari:
So, clinically, you don't get T-cell exhaustion, 
right? Because we've shown that you can go 
from one bispecific to another and have 
outstanding responses. You can go from a 
bispecific to CAR T, CAR T to bispecific. So 
in vivo, in patients, I don't think we're seeing 
the exhaustion. There are a subset of 
patients that don't respond to anything, but 
they came in kind of exhausted, right? I don't 
think it was a treatment-emergent 
exhaustion.

“
“



Discussion: Bispecific Agents for the Treatment of MM (3/3)
CAR T vs bispecifics

Experts debated whether the response rate is higher with CAR T compared with bispecifics
> The response rate can be associated with patient selection; with limited availability of CAR T, 

physicians tend to cherry-pick the best possible candidates for treatment. This can confound the 
results, as the fittest patients are more likely to have a better response

> It can also vary depending on which tool is used to assess response, such as response rate, 
PFS, or MRD; however, MRD negativity is also confounded by the number of people who 
receive CAR T

The experts highlighted that due to limited CAR T access, patient selection is biased; as 
such, cross-comparisons are difficult and the ORR for CAR T in a wider population may not 
be as high 

The experts look forward to data from ongoing bispecific combination clinical trials, as there 
is potential to further optimize bispecific therapy 
> The experts differed on how to sequence CAR T and bispecifics, but are intrigued by one 

suggestion to use bispecifics post-transplant to improve MRD

Dr Chhabra:
I think its use will be decided by where you 
are, and where the patient is. I think 
academic centers will favor using CAR T 
and I think the community would like to use 
bispecifics. I don’t think it’s a question which 
one. I think the question is how to use both 
of them. That I don’t know. My feeling is that 
CAR T should be used first, followed by 
bispecifics.

“
“
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