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Esther Schorr: Greetings to all of you who are joining us today. Thank you for being here. I'm 

Esther Schorr, and today, we're going to be talking about facing forward, the latest clinical trials 

and treatments in multiple myeloma. You may or may not know, there is so much happening in 

the world of multiple myeloma treatments and perhaps more than in any other cancer type. 

There've been so many new developments, and that, hopefully, brings hope to all of us. Over 

the next hour, we're going to explore and talk to two great experts about what some of these 

new advancements are. Before we do that, I'd like to introduce my co-host and somebody I've 

known for a long time, Andrew Schorr. Hi, Andrew. 

Andrew Schorr: Hi. 36 years.  

Esther Schorr: Ah! 

Andrew Schorr: It's a long time. Esther's been my partner because I'm living with two blood 

cancers, not myeloma, but CLL, chronic lymphocytic leukemia, and myelofibrosis. We've lived it, 

and Esther and I are co-founders of Patient Power. If you have a question, you can use the 

Q&A button at the bottom of your screen, if you're with us on Zoom. And if you are on 

Facebook, you can just put a comment in. I want to thank our sponsor. They have no editorial 

control, but Sanofi Genzyme, thank you so much for supporting this educational program. I'm 

very grateful. 

As always, we have leading experts on, and I want to introduce them now. So, if they can pop 

themselves on, we're going to take you to Arizona and also Houston. Joining us from Houston, 

Texas, and MD Anderson Cancer Center, Dr. Krina Patel. Dr. Patel, tell us your role there at MD 

Anderson. 

Dr. Patel: Sure. Well, thank you so much for having me, first. I'm an Associate Professor at MD 

Anderson in the lymphoma-myeloma department. I'm our center Medical Director, so I get to 

deal with all the issues of clinical flow and making sure things go well, but a part of that role, I 

actually get to make sure that our research trials, et cetera, that we're able to make them as 

efficient as possible. I also have about 13 clinical trials right now for myeloma, mostly cell 

therapy. 
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Andrew Schorr: Okay. We're going to be talking about that. Joining us from Scottsdale, 

Arizona is our friend Dr. Rafael Fonseca. Welcome back to Patient Power, Dr. Fonseca. What's 

your position there with Mayo? 

Dr. Fonseca: Well, first of all, thank you, Andrew and Esther, again, for the invitation. It's a 

pleasure to be with you here today. First and foremost, as you all know, I'm a myeloma doctor, 

so I'm a clinician who cares for myeloma patients but who has also been engaged in myeloma 

research for over 20 years now, so time flies. I'm currently serving as the Interim Executive 

Director for the Mayo Clinic Comprehensive Cancer Center, so that is for all the Mayo Clinic 

sites across the enterprise. Also, I'm Director for Innovation of Mayo Clinic in Arizona. Those are 

my two administrative hats right now. A lot of this, of course, aligns to what you were discussing 

in regards to the progress and the innovation that we're seeing in multiple myeloma. 

Esther Schorr: We're glad you're both here. 

Dr. Fonseca: Thank you. 

Andrew Schorr: Okay, so the idea of this is facing forward, so there's a... Esther said it, and I 

think it's true that there's been more progress, more options. The FDA has approved more 

approaches in myeloma, it seems like, than any other cancer. It's so encouraging for people to 

make it, if not curable, a long-term chronic condition, and there's more coming. That's what 

we're talking about today. 

But let's face it, me and you, we're worried right now about the pandemic, so we're going to take 

just a minute to talk about it because you can imagine, Dr. Patel and Dr. Fonseca get asked 

about COVID and immunity for myeloma patients like every 10 minutes. Let's start with you, Dr. 

Patel. Are you telling your patients to get the vaccine, and what expectations should they have 

about how protected they'll be? 

Dr. Patel: Yeah, that's a great question, and so important. I have told every single one of my 

patients to get the vaccine. Now, if someone's had a really bad reaction to vaccines in the past 

where they have anaphylaxis, which I have one patient, I think, out of the hundreds and 

hundreds of patients I treat, that's the only patient that I've said, "Let's wait," because that's just 

a real, real side effect. 

Everything else, I really think that patients do have responses to these vaccines. We know that 

patients who are earlier in their lines of therapy, first-line or second-line, probably are going to 

https://patientpower.info/multiple-myeloma/ask-the-expert/side-effects-of-myeloma-treatment-what-is-too-much
https://patientpower.info/first-line-treatment-options-and-side-effects/


have better responses compared to my really relapsed/refractory patients that are getting high-

dose chemo, but I still think there is some response that you at least get some protection. Even 

if it's not 100%, we know it's one way of improving your immunity against COVID. Just knowing 

that... I used to have about 5 to 10 patients just from our department in our COVID unit every 

day, and then the last two weeks, we've had zero after the vaccines really went out. At least in 

our little epidemiological study, I can tell you, it really has dropped the number of 

hospitalizations for us, which is fantastic to see. 

Andrew Schorr: Dr. Fonseca, we've talked with various experts about how our immune 

systems are more than just our antibody reaction. We have T-cells and others. Do you feel that 

for myeloma patients there may be more going on? I know there’s talk about T-cell testing of 

patients as well. 

Dr. Fonseca: I know. Thank you. I think, first of all, I agree with what Dr. Patel was saying. I tell 

all my patients to get their vaccines regardless of where they are in the treatment as soon as it 

becomes available. I mean, the vaccines are very safe. Particularly we started with Moderna 

and Pfizer. They're RNAs. They have no consequence. There's no risk for patients other than 

the reactions that anyone can get, which are uncomfortable, but for the most part, not 

dangerous. I think that's one thing that's important, so I always say that the upside is much 

greater than the downside. 

Now, one question is to what extent, by measuring antibodies, do you know whether you have 

immunity or not. I think that remains an open question. It's possible that someone who's on their 

treatment either doesn't mount a response or perhaps even after successful treatment maybe 

decreases the titers of the antibodies. The immunity is very complex, so that's why the question 

is, "Can we do more?" There's a test with emergency use authorization that can be mailed into 

Adaptive, and they can do T-cell testing to see whether the cells react. 

It turns out that a lot of people had some T-cell reactivity. We still are learning, but it's quite 

possible that that may indicate certain protection. I wouldn't despair. I think, go ahead, get the 

vaccine. Be cautious. But the good news, the most important news is, as more and more have 

been vaccinated, the risk of transmission, even if you get a vaccine and the vaccine were to be 

unsuccessful, you still have a much lower risk because of what we're seeing with transmission 

in the community. 

Esther Schorr: 
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That's very helpful. I will say, as a care partner, the question that still remains in all of this, as 

you all are trying to figure out is there some other part of our immune system that may cover 

somebody like Andrew or a multiple myeloma patient who didn't show the antibodies, are we 

able to feel comfortable to open our personal bubbles to people that we trust? It's hard for us 

because we feel like we're more protected than our partner who may not be, or a loved one who 

may not be, so what's the advice there? 

Dr. Fonseca: I think that the tolerance for risk is different and has evolved over the pandemic. I 

think we've all come to realize that we want to be protected and we want to be safe, and there's 

different levels of comfort of how people want to take that to an extreme or not, and the 

extreme, I don’t say that in a negative way, it's just that degree of protection that you want to 

have. 

I tend to think that if you have been vaccinated as a caregiver, the risk of transmission, from 

what we know, appears to be minimal. And if the patient, even if they have a question of 

suboptimal responses vaccinated, I want to think there's some immunity. So there will never be 

a perfect situation, but then that would really be stifling for the future, because it's possible that 

COVID will stay with us for a while. Just as important as it is to be careful there, people have to 

go to a doctor, see their grandkids, see their family members, and engage in other activities, so 

I'm not one who would like to say, "Oh, absolutely not," and like to hear what the patient's 

preferences are. 

Esther Schorr: Mm-hmm (affirmative). 

Andrew Schorr: Okay. Dr. Patel, you agree? 

Dr. Patel: Yeah. Definitely. I think… yesterday I had clinic, and I talked to this with my patients 

about 10 times. It's that level of mental health, just like your physical health, that everyone's 

been waiting and waiting and waiting, and now we have seen the numbers come down. I tell 

them, "Still be careful. Wear your mask.” Things like that, in places that are open. But when it's 

people you know, you know they are trying to protect you as well, your risk is much lower. You 

still use common sense, but yes, we want you to live your life. That's why we're doing these 

treatments, so using that to move forward little by little. 

Esther Schorr: Andrew, before we move on, I do want to ask Dr. Fonseca, so is it reasonable 

to assume that because now we're so far into the pandemic and there a lot of people who are 
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vaccinated that also the treatments are getting better? If we open up our bubbles a little bit and 

people are vaccinated, should somebody get ill, it's a little bit… a lot different than it was at the 

beginning of the pandemic, so the risk factors hopefully are even less now than they were a 

year ago? 

Dr. Fonseca: There is some progress. I don't know if I would qualify it as a lot better, but there's 

much better understanding because we have some of the antivirals, some of the antibodies that 

can help protect, and I think a better understanding of how to manage patients. At the 

beginning, it was more difficult to understand, and the ventilators and all those things, but I think 

we're in a better spot. 

I think one aspect that I would like to suggest is important, please remove the guilt or the 

concern you as an individual would have in engaging with some of these activities because 

sometimes this is incredibly difficult to control, and unless someone goes out there and decides 

to share a space with someone who is actively infected, it could come from anywhere. The 

reality is we know a couple of things. We know what we call fomites, so the droplets that go into 

surfaces, are probably a very low risk for infection, so that would be important. The second one 

mostly comes from respiratory, from people who are predominantly symptomatic. There’re 

exceptions to all of this, so just having some common sense, I think, would be enough in my 

book, to be able to allow people to re-engage in their lives. 

Esther Schorr: Thank you both. 

Andrew Schorr: Okay. All right, I'm doing it. Esther and I wear masks, most of the time we're 

not in big groups or anything like that, but we are getting out and doing some things. Okay, let's 

move on, because this program is about facing forward, so I'm going to ask our director, Liz, to 

put up a slide, which shows a whole group of treatments for initial therapy for people when, in 

fact, whether it was smoldering earlier or MGUS, now you need treatment. 

We have these classes, proteasome inhibitors, which have been around for a while. We have 

the oral one there, ixazomib (Ninlaro). Many people know the IMiDs, whether it's Pomalyst 

(pomalidomide) or lenalidomide (Revlimid), and if they've been at this a long time, way back, 

thalidomide (Thalomid), and some people still get that. Then we have a monoclonal antibody 

approved for earlier use, daratumumab (Darzalex), and then these combinations usually with a 

steroid, dexamethasone (Decadron) or prednisone. First of all, Dr. Patel, are you evolving the 
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use for earlier patients? Is this changing at all in what you would do for somebody with initial 

treatment? 

Dr. Patel: Yeah, so I always say that I was a fellow in Dr. Orlowski's clinic about 10, 11 years 

ago, and at that time, novel therapies like VRd were, that's what everybody was using. And we 

still use that, and that's great that we've been able to show it's a great regimen and really 

tolerable, which is important, but I will say we've had some variations of it. We've learned that 

patients who might be a little bit more frail because of comorbidities, maybe doing a lighter 

version with the bortezomib (Velcade) being weekly that you don't get neuropathy is probably 

better, and patients actually do better with it. 

We’ve also, with high-risk patients, I will say, because I do have a lot of higher-risk patients in 

my clinic, likely, I would actually use more of the carfilzomib (Kyprolis) based regiments or even 

the quadruplet where we do daratumumab VRd with the quadruplet for high-risk patients. It's not 

as out there yet, but definitely more and more use since the GRIFFIN trial came out. I think it 

has evolved, and now we're learning that different patients probably require different therapies. 

Then we, of course, with other frail patients, we can also do dara-len-dex, which is fantastic as 

well. That's sort of how I- 

Andrew Schorr: And that would be… Okay, so that's daratumumab, lenalidomide, and 

dexamethasone. 

Dr. Patel: Mm-hmm (affirmative).  

Andrew Schorr: Okay. All right, so you’re variant. Let's go to the next slide because it gets a 

little more complicated. Now, Dr. Fonseca, we add these new novel therapies, so selinexor 

(Xpovio), I know, working on the nucleus of the cell. You have Pepaxto, or melphalan 

flufenamide, approved not too long ago. And you even, well you have Blenrep, or belantamab 

mafodotin-blmf. Now you have people who need another line of treatment, which many people 

do, but fortunately, people are living longer with myeloma. How is this evolving? It seems like 

with all these tools, you continue to figure out how to use these therapies in new ways, and 

better, right? 

Dr. Fonseca: Correct. Well, we are very fortunate to have the array of the names of the 

medications you see here, and obviously reflects what you alluded to at the beginning of the 

session. This is one of the cancers for which there has been the greatest number of drug 
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approvals over the last couple of decades. If you just look at this, your first impression is going 

to be that there is such complexity that it's going to be very hard to know what to do. But the 

good news is we have a good number of clinical trials that are testing the various strategies to 

see where things are going to be positioned. It's a little bit like the combine of the NFL. We want 

to see the stats, we want to see the numbers. 

And from looking at that, we actually know which ones are the ones that seem to be leaders and 

the winners. And this evolves. A year ago, I would tell you probably something different than I 

would tell you today. I think what we're seeing is that for that very first relapse, we're getting 

close to think about perhaps two or three options that could be adopted based on prior therapy 

and prior tolerance. There could be many more options that could be brought in for a specific 

circumstance, but we narrow this down. 

And this takes me back to November of 2015. I think in one month, we had three drug approvals 

and I was just thinking, "Boy, this is going to be so difficult to explain in the clinic," but because 

of this trial and the experience that has been garnered, I think we're starting to see how these 

things play out. I can tell you of these drugs, I know which ones are better players than others 

and how they're going to be perhaps being used more. And which ones, unfortunately, despite 

some early promise, may not have the punch that we need them to have. We're working 

through that process, but the good news is, despite the complexity, many more options for 

patients. 

Esther Schorr: I'd like to ask a follow-up question if it's okay, maybe Dr. Patel. There's an 

incredible number of treatment possibilities and combinations here. For those who may be early 

in their multiple myeloma journey, there's the clinical trial data, but then what happens in terms 

of profiling a patient and knowing at the outset which combination is going to work for them? 

Because it sounds like you're moving more toward it being individualized. What creates that 

individual profile? Is it a particular test or a combination of things? 

Dr. Patel: Yeah, no. That's the most important part of, “How do we apply these clinical trials to 

our patients?” Because not everybody fits the boxes that the clinical trials require. Really, to me, 

it's three different ... and there's lots of categories we're thinking about within those groups, but 

treatment related. So, have they had side effects from previous treatments or maybe something 

just didn't seem like it worked at all for that patient, so maybe I wouldn't go to that category 

again for a little bit. I'd use something different. Versus patient related. So, comorbidities like we 
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talked about, neuropathy versus somebody with heart issues or history of lots of clots. I might 

pick something different. 

And then, socioeconomic. Some of my patients live three hours away and they can't come twice 

a week for an infusion. They can maybe do once a month, but they can't do the other one. It's 

those three real factors that help us decide which out of the therapies would we use. Like Dr. 

Fonseca said, we have so many options, but we know the ones that work the best. Usually, we 

try to use those first because we want to give you the best, not just longevity, but quality of life. 

And so, usually when your myeloma is controlled, your quality of life is actually really good. So, 

we try to give those best therapies upfront, first-line, second-line, third-line, and then other 

therapies that we know will work, but maybe not in everybody ... or might have more side 

effects. We might use those later because the risk benefit changes as we move through that 

journey. 

Esther Schorr: Okay, thank you. Yeah. 

Andrew Schorr: Dr. Fonseca, in these classes, you have more than one drug in a class, and 

like in the monoclonal antibodies, for instance, you have the elotuzumab (Empliciti), 

daratumumab, isatuximab (Sarclisa). They're probably not all the same. How do you choose 

which, when, and if one drug in a class is not working for a patient, can you switch to another in 

the same class?  

Dr. Fonseca: Thank you. I think that's a great question. I would say that the myeloma field, and 

for good reason, is quite unforgiving because you really want to get the best, the safest and the 

least toxic treatments to your patients, right. When we see those three antibodies, we really had 

a beautiful story for the development of elotuzumab, also known as Empliciti, as you have there 

in the slide. But it really has not provided that value as much for the management of our 

patients. It has been relegated a little bit to a second-line. And if someone is hearing me and is 

on that drug and it's working, that is fantastic. 

I'm just talking about if you take a thousand patients, because for an individual patient, it may be 

great, but on the other hand, you have antibodies like daratumumab and isatuximab, which 

really have been transformational in our ability to control multiple myeloma. These two 

antibodies target a surface marker of myeloma cells, the CD38. And just by binding to that, 

they're very toxic to the myeloma cells. We've seen clinical trials with both of them, where they 
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really have improved the depth of the response, the duration of disease control, and also overall 

survival for patients. 

So, our colleagues in lymphoma have had this for a long time. We finally have had this in 

myeloma. I think the future is brighter because of them, but we're not done. They're being 

modified so they're tagged onto things, other things are being done to antibodies. Antibodies will 

be here to stay in many different ways for a while. 

Andrew Schorr: Okay, and then let me just ask about the drugs on the right too. Let's take this 

selinexor. That's a whole new class, right? Operates differently so you're attacking the myeloma 

cell in a new way, right, Dr. Fonseca? 

Dr. Fonseca: Right. Selinexor, which comes in an oral form, was a drug that was first 

developed, and what it does, it just concentrates inside the center of the cell, what we call the 

nucleus of the cells, certain proteins that tell the cell, give the message, "You're not right." And 

the cells commit what would be equivalent to suicide. We call it apoptosis, but that is one way 

by which the cells die. That's how our drugs work. This selinexor drug concentrates that in the 

nucleus of the cell. 

Now, when it was first approved, like is true for most of the myeloma drugs, it was in a dose and 

a schedule that was very hard to tolerate. So, many patients could not get into selinexor. Now, 

it's been changed. It's given now once per week, and there's a good regimen for prevention of 

nausea. And we just had a phase three trial first presented at ASCO of this year, where actually, 

patients have a significant improvement in their outcomes. So, it's just good to have additional 

and new options, especially by new mechanism of actions. 

Andrew Schorr: Wow. Wow.  

Esther Schorr:  

That’s exciting. 

Andrew Schorr: Dr. Patel, so we have those ones on the lower left there. First of all, Blenrep 

operates in a new way, right? And then, we've been hearing for years about CAR T, and we 

actually have one approved. So, those are new kids on the block, right? 

Dr. Patel: Yes, and definitely very exciting. And my conflict of interest is that I do lots of CAR T 

research. So, I'm all about CAR T, but I think really the new way of targeting myeloma from the 
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outside. We just talked about how you can target it from the inside of the cell, from the outside. 

BCMA is one of these, what we call antigens, or flags on the myeloma cell that's expressed on 

top of it, that has been fantastic. It's been a great sign for us. 

And so, now what's happening is everyone's attaching something to that BCMA so they can get 

it to the myeloma and then whatever that drug or whatever it's attached to it is supposed to do, 

at least it's in proximity with that myeloma cell. Belantamab is an antibody-drug conjugate that's 

stuck to the BCMA so that it gets to the cell. And then, it's actually a drug that goes in and kills 

the myeloma. It's had a really good response rate. A single agent, it was about 30%, which is 

what all the other myeloma therapies initially had. And the nice thing is it's once every three 

weeks. So, a lot of my patients like that, that they don't have to take medications constantly. 

There are some side effects, mostly with eyes, that we have to have an ophthalmologist see you 

every time. It's a little high maintenance that way, but still, patients get really good responses 

and do really well with it. And we just have to monitor the eyes and make sure we hold the drug, 

and usually it takes care of anything that happens. But still, just like I said, a great option for our 

patients, especially who can't get onto, let's say, our bi-specifics or our CAR T. 

And then, CAR T, I think there are over 65 different clinical trials for BCMA CAR T last year 

around this time between the US and China, because everyone jumped on it. Once we had 

CD19 for lymphoma, we started doing BCMA CAR T for myeloma. So here, we're taking your T-

cells that are in the blood, already helping fight viruses and fungus, things like that, but the way 

T-cells work, they have a receptor. Our human body is fantastic and does some phenomenal 

things. We're born with T-cells that all have different receptors on there for different pathogens 

we can get. 

And so, what we can do is take those T-cells out of your blood, put a new receptor in there, 

specifically for BCMA, grow those cells out, then we give you a small dose of chemo to knock 

your immune system down, and then give you the CAR T-cells back. It's like a blood 

transfusion. It's a tiny little bag with millions of cells in there, but when they go in, it's like little 

soldiers that now have night vision because they go straight to the myeloma, start killing directly 

as a cell therapy, as a biologic. 

And so, the response rates in really relapsed/refractory patients, where normally it's about 30% 

for drugs that are approved, was 85-100% in these different trials. And in idecabtagene 

[vicleucel] (Abecma) it was 85% of patients responded. That's phenomenal response rates. And 
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the other great thing about it is that it's one cell dose. You don't get any other therapy after that. 

On average, patients got a year without any other therapy before we had to treat their myeloma 

again, before it started coming back up. 

Unfortunately, it didn't cure some of our patients, and really, that's how we're trying to figure this 

out now, is how can we cure some of our patients, because this is a great window that's given 

us this fantastic view of, "Hey, this is something we can do. How do we do that? How will you fix 

the bone marrow or fix the CAR Ts or something?" And I will say that patients who got complete 

responses, they had 19 months before their myeloma came back.  

Esther Schorr: Wow. 

Dr. Patel: A lot of the current studies we are doing is to improve on that. 

Esther Schorr: So, you have one CAR T that's listed here that has been approved, and it 

sounds like it's not used in early stages of treatment, that you're really using it later on. Two-part 

question: is there a chance that you might use it in earlier stages in the future, and are there 

other CAR T approaches that are coming? Are they different? 

Dr. Patel: Yeah. No, fantastic questions. That's exactly what we're trying to do to see if we can 

make this better. Your T-cell health probably matters. And then, the more chemo you've had, 

the more steroids you have, your T-cells kind of get beat up over time. We do think that the 

earlier you go, the better. Currently, there's a clinical trial looking at second-line, third-line, 

fourth-line. Right now, this one is approved for after four lines of therapy, still relapsed/refractory 

patients. 

There's been KarMMa-2, KarMMa-3, CARTITUDE-2. These are the trials that are looking at it 

earlier. And hopefully by next year, we'll have some data on that to say, "Do patients do better 

when they do it earlier?" And especially for high-risk patients, we actually have a frontline trial 

right now for high-risk patients that, instead of transplant, where we know there's some 

response but patients relapse pretty early after transplant, usually 18 months or two years, can 

CAR T do better? And so, that's one of the trials too, that hopefully will show us that now we 

have something for our higher-risk patients that works better. 

But there is another product that might get approved later this year, and that's the Cilta-cel 

(ciltacabtagene autoleucel), which is through Janssen. And that's the one that had a 97% 
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response rate in their first 90-something patients. Also, some fantastic response rates that we've 

seen there. And then, there's of course other antigens that people are looking at. 

Esther Schorr: Thank you. Wow. It's exciting. 

Andrew Schorr: Wow. We did get a question in from the audience, Dr. Fonseca. It just popped 

in now and it said, "How do you know which two or three drug combinations work best for first 

relapse?" We were talking about that earlier. We're going to talk more about CAR T and 

CELMoDs folks, and some other things in a minute, but just how do you know, after the first 

relapse, which way to go? 

Dr. Fonseca: Well, I'm sorry, can you clarify, are we talking about the first relapse or after the 

first relapse? 

Esther Schorr: For the first. 

Dr. Fonseca: For the first relapse, perfect. We have had a plethora of studies looking at this. A 

lot of them look at one to three prior lines of therapy, and what happened, I think how things 

have evolved, we went first to the proteasome-inhibitor in combination with an IMiD. That 

evolved into the ASPIRE study with carfilzomib plus lenalidomide. And then, we had the addition 

of daratumumab. Then we have daratumumab coming to the forefront quite strongly with this 

study, like the POLLUX study, which is daratumumab combined with lenalidomide, which is 

Revlimid. 

But then, more recently, there are two studies that said, "Well, with the two big players there, 

daratumumab and carfilzomib, what if we combine them?" I think where the field might be going 

is that the combination of daratumumab plus carfilzomib, or isatuximab plus carfilzomib, as has 

been shown by both the CANDOR study and the IKEMA study respectively, may move forward. 

Now, the reason this is important is because while there is no clear documentation of this, it just 

stands to reason that more and more patients are in maintenance with Revlimid. And when you 

do maintenance with a drug, any drug, this is not specific to the Rev, there could be emergence 

of resistance. And some of the best results we're seeing right now are with a combination of 

antibodies plus carfilzomib in this setting. 

Now, it's a little bit… it’s less convenient than when you do that with oral regimens, but it has 

been very effective. I think that's what we're seeing for some of the best numbers. And just to 



finish off, and Dr. Patel mentioned this, we have studied this and others as well too, you have to 

go with your best foot forward. There is a rate of attrition that could occur because people get 

tired of the treatments or unfortunately, the disease progresses. So, there is no point in saving 

your good drug for later, because there is a risk that may be difficult to use that later. My advice 

is always go with your best foot forward. 

Andrew Schorr: Okay. So, Dr. Patel, you were talking about studies using CAR T earlier. Many 

myeloma patients, if they can, have a stem cell transplant, trying to get some remission. Maybe 

go on a maintenance therapy like Revlimid, et cetera, or these additional combinations. Is CAR 

T going to replace stem cell transplant? 

Dr. Patel: I hope so. I'll say I used to be a transplant doctor here, where I only did transplants, 

and really moved over because of CAR T. That was really my research, what I wanted to do. 

And I think it's going to take us time. I can't tell you transplant is a great therapy for patients. 

High dose melphalan is not easy to get through. I understand that. It does take six to eight 

weeks of your life and it's big, it's a big decision, but I do know it works. And patients not only 

get deeper responses. We know that when you have more myeloma that's taken out, the longer 

it stays in, what I call hibernation. And I think transplant really helps more patients get to that 

point. 

But I do hope that one day we'll be able to show that... I don't think it's going to be this iteration 

of this CAR T. I think it's going to be a little bit different and it's going to have to be a little bit 

better. But eventually, maybe in five years, we'll be able to prove that using antigen-specific 

cells, that actually go after the myeloma, would help kill the myeloma better than high dose 

chemo. 

So, transplant, auto transplant, is really the melphalan. Right, the high dose chemo that's really 

killing the myeloma and resetting the bone marrow for us. In the stem cells, they're just seeds so 

that you have an immune system again, you have platelets again. Because you have to have 

those to survive. But here with CAR T, it's a different approach. You're actually trying to use the 

cells to go after the myeloma. So, I think it's going to be a little bit of a combination of both. And 

we do currently have clinical trials that did transplant for patients, and then did CAR T if they 

didn't have a great response to kind of use afterwards. So hopefully, we'll have some of those 

results too, to say, would that combination be good for some patients? 
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Andrew Schorr: Let me see if I have it right, Dr. Fonseca. Bi-specific T-cell engagers. So, you 

all are researching that. What is it and where could this fit in? 

Dr. Fonseca: So here's my explanation. You've all heard about CAR T-cells. The T-cell is 

collected from the patient and is sent to a factory where it's changed through genetic 

engineering so that it does one thing. It just latches on top of the myeloma cells. And those T-

cells are bullies. They really have no respect. You put a T-cell on top of any cell and it will attack 

it. The key is that it needs to latch on to that. But that's a complicated process because the 

downside of that is you have to collect the cells, send them to this place, wait for them to be 

trained and they're sent back and they're infused. So, someone thought, what if instead of doing 

that, we infuse a substance that can bring together those T-cells with the myeloma cells, with 

the target cells? And that's what the bi-specifics are. 

I kind of refer to them to my patients that they're either matchmakers or like a double sided 

Velcro that just create that juxtaposition of the T-cell with a target cell. And that's what makes 

them become active. This is all talk. The good news is that we have seen that they are very 

active against myeloma. At the last ASH meeting, we had several of them that were presented. 

And I think everything that was presented showed activity. It showed very deep activity. 

Sometimes at the level of what we're starting to see with the CAR Ts, but they target several 

things. They go beyond BCMA. There’re other targets, including GPRC5D, which is a new one, 

FcRH5, which is all a mouthful, but these are just different anchors that can be used beyond 

BCMA. And that's good news because if, for whatever reason, a person became refractory 

because their cells didn't express any longer BCMA, you have a work around that. 

So we're very excited. I like them, they would be kind of off-the-shelf, you just call the pharmacy, 

you infuse, and you have the same effect as you get with the CAR Ts. 

Andrew Schorr: Wow. Wow. 

Esther Schorr: Yeah. Well, and actually, I think you just kind of answered one of the questions 

from one of our audience who was asking when will off-the-shelf BiTEs be available and it 

sounds like that's what you're working toward already. 

Dr. Fonseca: Sure. Unfortunately, they're still in clinical trials, so we don't have them 

commercially available. There's a strategy like this for ALL that's already available, but I'm 

hoping that very quickly, they'll be available for patients. 
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Andrew Schorr: Wow. Facing forward, Dr. Patel, so you started to allude to maybe CAR T will 

preclude a stem cell transplant. But now we're talking about off-the-shelf BiTEs, they will come 

down the pike, maybe. What will that do to CAR T? 

Dr. Patel: The fact that they all work differently still is what's important, and the fact that we can 

use different antigens. I think the bi-specifics are great, but they require infusions every week. 

There are differences between CAR T and bi-specifics, but the question is how you combine 

them. So, a lot of, there are not trials that are ongoing yet, but all of us are thinking about the 

next few years of trials, what are we going to do to even make it better? So, can we potentially 

use a CAR T against BCMA and then as maintenance, use a bi-specific that's against a different 

antigen? I have no idea. But those are the next logical steps that make a lot of sense to us and 

give us a lot of excitement and hope that maybe this is the way we'll finally really cure some 

myeloma patients or increase life even longer and longer. 

So I think, we have to learn how to use them together. And there are definitely some patients 

that probably shouldn't get CAR T. The biggest side effects with CAR T is cytokine release 

syndrome and neurotoxicity. We don't see as much neurotoxicity as we do in lymphoma, which 

is great, but it can still happen. So, my patients who have, let's say, heart disease, or really have 

other lung issues and I can't treat CRS appropriately, well, those patients, I probably shouldn't 

do something like CAR T and some of the other therapies are better for them. And so, I think 

really, this helps us have more therapies for different patients that need all these different ones. 

Esther Schorr: Okay. So Dr. Fonseca, I'm going to ask you, it sounds like we're going into Star 

Trek where it's warp speed into all this really cool stuff that is on the horizon. What are 

CELMoDs? So, where is… what is this, and is it way out there? Or is this just a next step? 

Dr. Fonseca: Yeah. I like the words you have used, like the Olympics, no record is safe. So, we 

have a track record of three IMiDs that have worked for multiple myeloma. And we started with 

the thalidomide and then we realized that was not as effective and had some significant toxicity, 

mainly neuropathy. Then we went to lenalidomide, Revlimid, and then subsequently to 

pomalidomide. And that really changed the natural history of multiple myeloma. But we know 

there's some patients that don't respond and we know there's room for improvement. And that's 

where the CELMoDs come into play. Very similar mechanism of action but the data that we 

have right now shows that they in fact, may be able to even a very calm resistance in patients 
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who may have become refractory over time. And if they do so, then the next question is, could 

they be part of earlier combination? 

So, it wouldn't be far-fetched to think that there is a future where myeloma patients talk about 

CELMoDs being part of their induction therapy at some point. Just because they end up being 

better drugs, everything starts tested in situations where there's limited options, but then as it 

kind of grows up, it goes to the big leagues, and that being the frontline therapy. 

Andrew Schorr: Wow.  

Esther Schorr: Wow. 

Andrew Schorr: Wow. Well, there's one other area you wanted to talk about, Dr. Patel, and that 

is, there are drugs that are sometimes developed or approved initially for one cancer that then 

may have utility, at least being explored in trials, for another. And so one I know well as a CLL 

patient, venetoclax (Venclexta), is approved for that, but I understand there are trials for people 

with a certain slice, if you will, a certain genomic style of myeloma. So, is that an example of 

where maybe a crossover? 

Dr. Patel: Yeah, I think venetoclax has been a great example of kind of what lenalidomide has 

done for some other cancers that we had in myeloma and we now can use it in lymphomas and 

other places, for us to take from the leukemia folks and be able to use in our patients. Originally, 

we were hoping that it could work in all myeloma patients. And in one of our big phase three 

trials, we realized that patients who have translocation t(11;14), which is one of the FISH studies 

that we do on the bone marrow, about 20% of patients, 15 -20% of patients with myeloma have 

that translocation. They have what's called, there's a protein, BCL, that's higher, and venetoclax 

works on cells that have higher expression of BCL. And so in that phase three trial, what they 

saw was the patients who had t(11;14) had these fantastic response rates, didn't have much 

toxicity, did really well, and actually saw a survival benefit, an overall survival benefit, which we 

don't see much in our myeloma therapies because we have other therapies that help people live 

longer. 

But here, for that patient group, they actually live longer because of this therapy, which was 

fantastic. It's not perfect, but at least it showed it. But for patients who didn't have the t(11;14), 

they actually had more toxicity and actually had more morbidity and mortality from the drug. So, 

really important that we learn these mechanisms and it's kind of one of our first probably 
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targeted drugs that we'll have for patients with t(11;14) specifically. But we have some trials with 

it now, looking at it earlier instead of relapsed/refractory. And it really has worked pretty well for 

our patients with t(11;14). So, I'm excited to see that come down the line too. 

Esther Schorr: So Dr. Fonseca, we got a question from Michelle in the audience, and she 

asked, "Knowing we have preventative vaccines for HPV, are there myeloma vaccines in the 

works?" And she cites, it sounds like... What was Elon Musk's kid named? This is PVX-140 and 

PVX-410, and GVAX vaccines. Where is this coming from and what is it? 

Dr. Fonseca: This is still evolving and thank you for the question. It's a very good question. As 

you all know, as we move forward and we look into the future, the idea of prevention is the best. 

An ounce of prevention will be worth pounds of unnecessary treatment down the line. So, the 

three vaccines that are mentioned in that specific question, really attest to the work that is being 

done to see, even in the pre-malignant stages, if you could prevent the progression of 

smoldering myeloma towards active myeloma, the field of immunotherapy requires patients. If 

you go back 15 years ago, the immunotherapies, everyone was so frustrated in those sessions. 

People were skipping those sessions at the professional meetings because it was always the 

promise and the hope for the future. And today, that's probably one of the most exciting areas in 

cancer therapeutics. 

So I would like to think that we'll see the same with vaccines and more so now that there's such 

an emphasis on vaccine development, the use of RNAs, the use of novel methods of delivery. 

That actually, what would be better than having a future where vaccines are used to prevent 

progression, or maybe even treat like secondary treatment of an early disease in a way that 

would be hopefully less toxic. 

Esther Schorr:  

Wow. 

Andrew Schorr: Well, I want to just tell our audience, we've covered a lot of the different 

classes of things; crossover medicines, CELMoDs, vaccines, BiTEs, other CAR Ts. And we 

talked about the evolution beyond the initial clinical trials of these experts now tweaking what 

they do for whom, when. Personalized medicine. Here's one we got from Mark, Dr. Patel. He 

said, "For many patients who have a stem cell transplant, what's the latest thinking about 

maintenance therapy?" I think we talked about it a little bit, but how is that evolving? 
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Dr. Patel: Yeah, so I think, great question. And hopefully, we'll have more answers soon, but for 

most patients, we know that maintenance therapy helps keep that myeloma hibernating longer 

and have better quality of life when the myeloma is down. So, the biggest studies have been 

done with lenalidomide. So that's usually what we use, the most studies have been done with it. 

And I will tell my patients that, for most of my patients, we try to get it until patients relapse. But 

for most of my patients, they want to hear something that, "Can we potentially stop?" So I say, 

"Let's get to three years. And then after that, we'll talk about what to do." And there is a current 

clinical trial, ENDURANCE trial, that we've had some results back for the initial part of the 

therapies, but we don't have the maintenance therapy part. 

In that trial, patients didn't get a transplant, but they're really looking at maintenance. Can we 

just do two years and stop, as what happens in Europe and other countries, or like in the U.S., 

especially in academic centers, I will say in the community, most people will stop at two to three 

years. But in academic centers, we try to keep our patients on until they have toxicity, or they 

can't afford it, which is an issue. Or they're relapsing, we need to change therapy. But there's 

probably patients that we are over-treating by doing that. And there's probably patients we’re 

under-treating by not continuing maintenance. 

And so I'm hopeful that some of these other studies will give us a better idea, but really there's 

other studies looking at maintenance with more than just lenalidomide. So, there's trials looking 

at dara- plus lenalidomide. And in some of those trials, what they're doing is once you're MRD 

negative, you can actually stop maintenance. And so, looking at minimal residual disease on the 

bone marrow. So far, minimal residual disease has only been a prognostic marker for us, but 

patients who get to that level tend to do better for longer; their myeloma stays controlled for 

longer. But now we're hoping to be able to use it as a predictive marker. So, can I change 

therapy or stop therapy because you've reached that and actually give you chemo-free time, 

right? So, I think that's also evolving and hopefully, in the near future we'll be able to use tools 

that we have to help make those types of decisions. 

Esther Schorr: Okay. So, Dr. Fonseca, to sort of wrap up this section, there was an interesting 

audience question, and I think Dr. Patel, you've sort of alluded to some of it, but the question 

was which new treatment approach, or any of the approaches at this point that are being used, 

has shown to have the longest progression-free survival? So, I assume that's coming from, if 

you're going to treat me now, how do I get the biggest bang for my buck? 
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Dr. Fonseca: Sure. Well, it's a question that would be very difficult to address unless you look 

at the specific situation. So, a very general answer would not be very useful, but let me just say 

a couple of things. 

Esther Schorr: Sure. 

Dr. Fonseca: First of all, frontline therapy that achieves MRD negativity has some of the best 

progression-free survival of any approach. And that includes, as of now, the stem cell 

transplant. So, that may be shed in the future, but as of now, that is a stem cell transplant. Now, 

when you think about the setting of myeloma in the setting of recurrence or relapsing myeloma, 

I think the regimens I mentioned have very good PFS, but in reality, the work that has been 

done with the CAR T-cells may have the longest promise. And I'm going to say something. For 

some of these approaches of immunotherapy, PFS is not going to be as important. Because 

what will matter is what fraction of patients end up having permanent control of their disease 

because of these CAR T-cells, which is a possibility. 

Esther Schorr: Mm-hmm (affirmative). 

Dr. Fonseca: So, the time of that curve is not going to be as important as what we look with 

molecules, but more the fraction of patients that receive durable control with that. And I would 

urge people, as you see those, don't compare PFAs of this or that through the ide-cel, but let's 

look at the net benefit over time for patients. 

Esther Schorr: Yeah. That's a very fair answer. Very fair, yeah. 

Andrew Schorr: Wow. You know what I'm thinking, Esther, as I hear this is these docs here, 

who are researchers, they're really noodling this. And, what's the bottom line in the terms 

"progression-free survival" and "remission” and this and that. It's all evolving. That's evolving 

too. In other words, what's the bottom line? 

Esther Schorr: Right, but it seems like the bottom line is quality of life for as long as possible.  

Andrew Schorr: Live well. 

Esther Schorr: Live well. 

Andrew Schorr: Live well. 
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Esther Schorr: Yeah. 

Andrew Schorr: Live well, and what's so encouraging too, Dr. Patel, is... I mean, we had Dr. 

Lonial on not too long ago, who you know. He was talking about the number of patients he has 

living more than 10 years. And when he started, didn't happen. Nothing close. So, you all are 

having patients who... You talk about, could there be a cure down the road? But at least, can it 

be chronic and live well? So, that brings up one last thing we wanted to talk about, Dr. Patel, 

you talked about MRD testing. There are other things you're doing too, like certainly genomics 

and other ways of technologies coming into play. How is that making a difference with what you 

do in myeloma? In other words, assessing a patient's situation. 

Dr. Patel: The more we learn, the more we realize there's more that we don't know. So, getting 

genomics testing, and there's different groups that are doing different things, but learning if 

there's certain drugs basically targeting genomic changes, right? And so, there are, through 

MMRF and other places, that they are doing clinical trials looking specifically at this. I don't have 

information from those studies, but hopefully once we have them, we'll see that we'll be actually 

able to personalize even more different patients' myeloma to be able to say this medicine's 

going to work better for certain patients. But I think, in general, the more we know about 

myeloma and the more we can say, "Which patients do different therapies work for?" 

When I have patients, I have these algorithms. They're not really algorithms because I have 

choice as to what I'm going to use. But I find that there's some of my patients respond so well to 

proteasome inhibitors that I keep that going, and they don't respond to IMiDs as well versus the 

other way. And so, I think really our hope is that with all these new tools and technology, we can 

actually apply it clinically to then say, "For this patient, when I've tested this, this is what I can 

do," and that they're going to get that best response, right? Right now, we're still in the blind a 

little bit. We have these progression-free survivals or response rates, which looks at a lot of 

patients that are on that clinical trial, and then I'm trying to apply it. But if we can get the tools to 

actually then say, "This patient really is going to respond to this type of therapy better," I think 

that's the big picture, the way I look at it. But Dr. Fonseca might have a little bit more inside 

information on that. 

Dr. Fonseca: No, I think that's a beautiful summary. And, as you can see, and Andrew and 

Esther, from what we're talking, there is complexity, but we hope there's simplicity on the other 

side of all of this, right? So, as you go through the journey of treatment, Dr. Patel, I, and others 
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can be participants in that, which is an important point. We have offered to be part of teams. I 

think myeloma has become such complex disease that sometimes it's good to have a myeloma 

center close to wherever you live so they can help in the planning of all of this. 

Andrew Schorr: Right. A center of excellence and we have a number of them. You are at two 

of them. Esther, you've got a question from the audience. 

Esther Schorr: Yeah, and actually, as we're wrapping up, we're going to try to take a few of 

those. So, this might be called the lightning round for the doctors. So, somebody in our 

audience says, "Are there any of the allogeneic CAR T trials being conducted on an outpatient 

basis? And if so, what type of monitoring is required?" So, Dr. Patel, you're nodding your head, 

maybe start with you. 

Dr. Patel: Sure. We have three allogeneic trials right now. One does allow to be outpatient, but I 

have not done it yet because they're so new. We want to make sure that patients do okay first. 

The biggest question is CRS. So, patients can get fevers, they can get… that they need oxygen. 

And so, until I know a product, and I know I can kind of understand how it happens, I don't want 

someone to be at home when that happens and have to emergently come in. So, the goal is 

that if CRS, things like that, either don't happen or they happen later, and we can kind of tell 

patients when to look out for it, then we can do it completely outpatient. 

Even some of our auto CAR Ts we do outpatient, for lymphoma for instance, we know when 

CRS happens. So, we have the patients come in every day. They get their cells outpatient, they 

see us every day, we do evaluations every day for the first seven days. After that, if they have a 

fever or anything, they come straight to our CAR T inpatient unit, and we kind of watch them 

from there. Because some of the medications we need to give right away. So, it's a little 

complicated, but we're working on it. 

Andrew Schorr: Hmm. Dr. Fonseca, here's a question that came in. So, we talked about the 

first approved CAR T for myeloma, but Dr. Patel had mentioned all these trials going on around 

the world for other CAR T approaches. So, if somebody comes to you in your research 

institution and you have some of that, how do you decide with them whether they have the 

approved CAR T or, maybe for them, one of these other CAR T trials might make sense? 

Dr. Fonseca: Now, that's a great question. I don't know that I, again, would be able to provide a 

general answer, but of course, the difference being that in clinical trials, which we all want to 
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support and are the core of what we do, sometimes the criteria for eligibility might make it more 

difficult for a patient to be enrolled versus not. And there is an advantage when we have this 

through commercial venues that we can prescribe for it. Obviously, we still are learning through 

the whole process of reimbursement, prior authorization, et cetera. I think the goal is a little bit 

like the COVID vaccines, I would say. Just get whichever one is available. And I think doctors 

like Dr. Patel and myself would be very eager to connect the patient to the specific therapy by 

whichever way it comes. 

Esther Schorr: Okay. 

Andrew Schorr: Dr. Patel, you’ve been mentioning all this CAR T, anything you want to say? 

Go with the trial or go with the approved? 

Dr. Patel: Yeah. I think for me, it's always if I can get you on a trial, great. Usually, it's because 

we're trying to make it better. But, at the same time, we don't know the answer. And, as Dr. 

Fonseca said, not just eligibility criteria, but we only have so many slots. I have about a hundred 

patients constantly on a list looking for a CAR T slot. And a lot of those patients couldn't get on. 

And so, now that we have a standard of care, I have about 25 patients right now ready to go as 

soon as I can get approvals for them, that they can actually go onto the standard of care. So, it's 

complicated to try to get onto a trial, and in the end, we want to be able to give you the best 

therapy, for you, that's available. 

Andrew Schorr: Okay. Esther, one last question. 

Esther Schorr: Yep, we got one last quick question. So, hello to Dr. Patel from Lisa who says 

you're her favorite myeloma specialist. Do you foresee any of these therapies, CAR T or BiTE, 

as being curative in the future if used earlier in treatment? 

Dr. Patel: Yeah. So, I think the current ones, I hope that we see a tail like lymphoma has where 

they have about 30% of patients that don't get their lymphoma back, right? I'm hoping. I don't 

know yet. Those are data that we don't have, but yes, T-cells are healthier, myeloma is less 

resistant, so I'm hopeful. But I do think we're going to get there. We'll have to figure out how to 

tweak it, and do we put other things with it? So, there are trials looking at CAR T plus CELMoDs 

in the near future. There are trials looking at something called gamma-secretase inhibitors 

(GSI), which keeps the BCMA on the myeloma cells so that there's more flags for the CAR T to 
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get to, right? So those are ways that maybe we'll finally be able to do it, and then as we learn, 

we try to get more and more patients, as we say, cured. 

Esther Schorr: Wow. 

Andrew Schorr: Wow. 

Esther Schorr: That would be great. Amen. 

Andrew Schorr: And let’s use that word more. Esther, I think we'll let our doctors go and have 

some final comments for our audience. 

Esther Schorr: Right. 

Andrew Schorr: Thank you so much for your time, Dr. Krina Patel from MD Anderson in 

Houston, Dr. Rafael Fonseca from Mayo Clinic in Arizona. Thanks for being with us. We'll let 

you go.  

Esther Schorr: Thank you both so much. 

Andrew Schorr: We love you guys. Thank you for everything you're doing for the community. 

Dr. Fonseca: Thank you very much. Appreciate the opportunity. 

Esther Schorr: Thank you. 

Dr. Patel: Yes, thank you. 

Andrew Schorr: Okay. Alright. So Esther, I think it's a very encouraging time for people living 

with myeloma chronically and living better. 

Esther Schorr: Absolutely. So, Andrew, thank you for being such a great partner. 

Andrew Schorr: And thanks to Sanofi and Genzyme for sponsoring this- 

Esther Schorr: Absolutely. 

Andrew Schorr: -independent educational activity. We appreciate their commitment. 

Esther Schorr: So, what do we always want to say to our wonderful audience? 

https://patientpower.info/latest-fda-approval-inspires-hope-for-multiple-myeloma-cure/


Andrew Schorr: I'm Andrew Schorr. You’re – who are you? 

Esther Schorr: I don't know. Esther Schorr, I think. The last time I looked. 

Andrew Schorr: And let's do it as a chorus. 

Esther Schorr: Knowledge can be the best medicine of all. 

Andrew Schorr: Knowledge can be the best medicine of all. Bye-bye everybody. 

Esther Schorr: Thanks everybody. 

 


