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Andrew Schorr: 
And hello from San Diego. I’m Andrew Schorr with Patient Power. This is the second of our daily wrap ups from the 
American Society of Hematology meeting where there are experts—more than 20,000 people from around the world 
discussing blood-related conditions and blood related cancers. Today, —we’re going to talk a little more structured in 
multiple myeloma. But we’ll broaden it out. We invite you to send in your questions to questions@patientpower.info. This 
is my colleague of 33 years. And you are? 
 
Esther Schorr:  
Yes. I am Esther Schorr. Nice to talk to all of you. And I have spent most of the day today talking to other clinicians and 
researchers about multiple myeloma in specific. And I just can’t wait to hear what our panel here has to say. Because it 
sounds like there’s so much exciting stuff going on.  
 
Andrew Schorr:  
Well, let’s introduce our panel. So, first of all, a dear friend who’s been living with myeloma more than 20 years, Jack 
Aiello—also a Californian. Jack, thank you for being with us.  
 
Jack Aiello:  
It’s my pleasure. I’m lucky that the International Myeloma Foundation has sent me here to view ASH and take back 
information to our patients.  
 
Andrew Schorr:  
Right. Very devoted.  
 
Esther Schorr:  
Do that.  
 
Andrew Schorr:  
And sitting next to you, Dr. Gareth Morgan who’s been with us before from UAMS or—let’s see. Let me get it right what 
that stands for.  



 
Dr. Morgan:  
University of Arkansas Medical Sciences, so based in Little Rock.  
 
Andrew Schorr:  
And you hear his Southern accent.  
 
Dr. Morgan:  
Yeah.  
 
Esther Schorr:   
Right. Right from Down Under.  
 
Dr. Morgan:  
Nice to see y’all.  
 
Andrew Schorr:  
Okay. And also, last year—and our interest has been really to not just talk about what’s now, but what could be coming and 
how does it happen. And so, I had the pleasure last year of meeting a gentleman who is a scientist and who helps supervise 
many other scientists in cancer and is really devoted to that. And that is Mo Trikha. Mo, what’s your role? What’s your title? 
 
Dr. Trikha:  
So, thanks for having me. My title is I’m Vice President and Head of Oncology Early Development at AbbVie. And my job 
basically is to work with scientists and clinicians and bring in new molecules from the lab to what we call clinical proof of 
concept trials in cancer patients.  
 
Esther Schorr:  
You’re really at the front end of everything.  
 
Dr. Trikha:  
Yes, well… 
 
Andrew Schorr:  
…what could be next?  
 
Esther Schorr:  
What could be next? Yes.  
 
Andrew Schorr:  
So, when we talk about molecules, right? And now, in some conditions, can we have a better second generation medicine 
and class of medicine? How do they fix those molecules? How do they make it better? Fewer side effects? Maybe you don’t 
have to take it as often. Maybe it can be oral rather than infused. We’re going to find out about how you do that. So, ask 
questions about science as well. But shall we start with Jack and get?  
 
Well, first of all, you’ve been doing interviews with some other experts. Bob Orlowsky from MD Anderson. What’s the 
mood related to myeloma? 
 
Esther Schorr:  
Well, very exciting. And I think you all will probably reinforce that. But what I was hearing was that combinations of 
different kinds of treatment—whether it’s monoclonal antibodies combined with what is standard of treatment now—and 
that there are just so many more choices than there have ever been. And that’s really the headline. The other thing that I 
was hearing—and maybe we can talk a little bit about that—is there’s a lot of discussion about CAR T-cell therapy and that 
at some point could very well be something that is very useful in multiple myeloma.  
 
 



Dr. Morgan:  
So, I think you’re completely right. The CAR T thing is moving on very rapidly. Basically last year, it was a little bit of stuff. 
This year, we’re seeing the kind of Phase I data reading out.  
 
And by next year, we’ll start to see clinically useful, potentially randomized data sets that lead toward registration. So, I 
think it’s a really exciting time for patients.  
 
Andrew Schorr:  
All right. So, just so everybody understands that. Right now, that’s making a drug out of your T cells. Giving your T cells sort 
of… 
 
Esther Schorr:  
…Hamburger Helper.  
 
Andrew Schorr:  
Hamburger Helper to the gym. Make them super powerful. And have them have a target to go after. Mo, did I get it right? 
It’s with T cells what you’re doing? 
 
Dr. Trikha:  
Yeah. You absolutely got it right. You know, I’m sitting here reminded of—before we started, you were talking about yoga. 
And a few years ago, my wife dragged me into taking a yoga class. And one thing the yoga teacher said that is relevant to 
what we’re saying here was he said, “Your body is a pharmaceutical factory. Every day, we fight infections. We have 
cytokines.”  
 
And so, what I find absolutely remarkable about CAR T therapy—which is chimeric antigen receptor—you take your own T 
cells. You take them out of your body. You genetically manipulate them. You grow them. And then we’ve learned to put 
them back in. In a way, we’re using our own body’s immune system to fight cancer in a very selected way. Perhaps that is 
the way to take it forward. Our body is a pharmaceutical factory. And if we learn how to do that, we can fight cancer.  
 
Andrew Schorr:  
Okay. We’re going to talk a lot more about this sort of immune approach. Jack, what’s your—rest you. You’ve been to how 
many ASH? 
 
Jack Aiello:  
I think this is my 13th or 14th ASH.  
 
Andrew Schorr:  
And you go to meetings in Europe.  
 
Jack Aiello:  
I do. I do.  
 
Andrew Schorr:  
So, what’s impressed you this time?  
 
Jack Aiello:  
Well, you know, Dr. Morgan and I were talking earlier. It’s been about four years since I’ve seen him and gotten a chance to 
talk with him. And I was thinking back what’s happened in those four years.  
 
There have been at least four or five drugs approved. There have been different treatment protocols approved for 
different lines of therapy. And now, the whole discussion topic—much of the discussion topic is on immunotherapies that 
you talked about. In addition to CAR-T therapy, we already have some monoclonal antibodies approved. But there are 
expansions of monoclonal antibodies to something called antibody drug conjugates. Where these monoclonal antibodies—
as I understand it—kind of bring in a poison to… 
 



Dr. Morgan:  
…sort of a payload.  
 
 
Jack Aiello:  
That’s exactly right.  
 
Andrew Schorr:  
Like a payload. Yeah.  
 
Esther Schorr:  
Cruise missiles.  
 
Jack Aiello:  
And there are these BiTES—which I think is a fabulous name—which are connecting your T cells to the tumor cell and doing 
a better job at getting rid of them. So, it’s exciting, Andrew. That’s the best way I can answer it.  
 
Andrew Schorr:  
Mo, what’s a BiTE? What is this? Hold your mike there.  
 
Dr. Trikha:  
So, what the BiTE is it’s an ability to take two antibodies. So, think of a monoclonal antibody. So, we had first generation. 
We had a monoclonal antibody that would bind to a certain antigen or a target on a cancer cell. And that was called 
monoclonal. Through genetic engineering and molecular biology, what we’ve been able to do now is one side binds to the 
cancer cell, the myeloma cell. The other side binds to a T-cell receptor. So, that’s a CD3 receptor, for example. And then by 
bringing those two together in the right position, what you’re able to do now is that those T cells can now attack and kill 
those myeloma cells.  
 
So, that’s what this version of a BiTE that’s coming out that is showing really profound—so, we just talked a little bit earlier 
about CAR Ts, which was basically you take the cells. You engineer them. You put them back into your body. And those 
cells will then attack. This is a different way of activating those T cells that will kill your cancer cell—the myeloma cell in this 
case.  
 
Andrew Schorr:  
Now, if I understand correctly, the BiTES though might be kind of an ongoing treatment, right? Whereas CAR T is maybe a 
once only?  
 
Dr. Trikha:  
Yes. So, the idea with a BiTE is—so, you sometimes—with the first generation that we tested that we brought forward is 
what requires continuous infusion. Because they have—they disappear from your body. They have what’s called a faster 
half-life or faster clearance, a shorter half-life.  
 
Now, scientists are starting to make what we call second generation BiTES or second-generation BiTE specifics, which 
perhaps you can inject once a week, maybe even once every three weeks. Whereas with the CAR Ts, originally we were 
talking about—and there’s some data coming out like Morgan talked about. These are single infusions. And you give them 
once and then you see a response.  
 
Esther Schorr:  
Can I ask—I have a question then.  
 
Andrew Schorr:  
Yeah, sure.  
 
 
 



Esther Schorr:  
There’s a lot of working with T cells here. And is there some retraining that’s going on? Like once one of these treatments is 
done do your T cells potentially learn something that they… 
 
Andrew Schorr:  
,..do they remember?  
 
Esther Schorr:  
Do they remember stuff? 
 
Dr. Morgan:  
It’s back to the days of blindfolding your T cells. Your immune system can’t see the cancer. And they use like the Klingon 
cloaking device. The tumors are blind to the immune system. And what you’re saying is completely correct.  
 
You’re retraining the immune system to see the cancer cells. And so, you can see it has a different mechanism. It’s the T cell 
killing that probably combines with chemotherapy, anti-apoptosis drugs. So, we have the chance to build curative regimens 
and push patient survival out in the upfront setting.  
 
Esther Schorr:  
Okay. That helps.  
 
Dr. Trikha:  
What happens is there really is a memory. So, to your point, are we training? These T cells are fascinating. Once they—you 
can reactivate that memory. And you can get these T-cell memory cells to further get activated. And that’s kind of where 
we’re thinking about the next frontier is to say you activate the T cell. It fights the cancer. If the cancer subsides, if it 
relapses, could you reactivate those T cells again?  
 
Esther Schorr:  
So, could there then be a stop in treatment at some point if you use one of these therapies?  
 
Dr. Trikha:  
Ideally, the CAR T’s a one and done.  
 
Esther Schorr:  
So, you’ve done the training and they go off, and they do their thing.  
 
Dr. Trikha:  
They come in. They do their job. And they either exist there long term where they’re still effective.  
 
Jack Aiello:  
Right. Proliferate. But we don’t know how long it lasts.  
 
Esther Schorr:  
Right.  
 
Dr. Morgan:  
We don’t.  
 
Dr. Trikha:  
We don’t know how long it lasts. It’s still early days, right? We’ve got to be mindful. Sample sizes of patients.  
 
Esther Schorr:  
Don’t get too excited. Not yet.  
 
 



Dr. Trikha:  
So, please – things change. And I can tell you first hand—all of us can tell you it takes a while. We need to learn how to fight 
cancer.  
 
Dr. Morgan:  
See, just to illustrate. So, like daratumumab, Darzalex—okay? It’s a great drug. It’s been a great step forward. In the relapse 
refractory setting, it was 20 percent response rate, improvement in survival, 3 months. These things are getting 80 percent 
response rates and 11 to 22 months progression-free survival. So, they’re going to be more effective than the single 
monoclonal antibody.  
 
Andrew Schorr:  
Yeah. But it’s right now, a very expensive approach.  
 
Dr. Morgan:  
There are a lot of things to sort out. And do you do CAR-T, or do you go with a bi-specific? That’s the real question.  
 
Andrew Schorr:  
Okay. So, remember, send in your questions to questions@patientpower.info. Some people have and we’ll get to those in a 
few minutes. So, Jack, I want to talk a little bit about combination therapy. So, we’ve had – I guess one of the standards has 
been RVD? 
 
Jack Aiello:  
Correct, lenalidomide (Revlimid), bortezomib (Velcade) and dex (Decadron).  
 
Andrew Schorr:  
Okay. But I understand now they’re even looking at combinations of four drugs.  
 
Jack Aiello:  
They are.  
 
Andrew Schorr:  
Let’s talk about that.  
 
Jack Aiello:  
Sure. One thing might be—especially with the monoclonal antibody daratumumab—would it enhance treatment to add 
daratumumab to Revlimid, Velcade, dex or carfilzomib (Kyprolis), pomalidomide (Pomalyst), dex? But adding still another 
drug in a different category.  
 
Because this myeloma cell is so complex, that you’ve got to attack it from different ways. And the whole idea of you’ve got a 
protostome inhibitor, namely the Velcade or carfilzomib. You’ve got the imid, namely the Revlimid or pomalidomide. We 
have dex, the steroid, which makes everything work better, apparently. And… 
 
Andrew Schorr:  
…except for the patient. And then you have still another category of monoclonal antibodies, this daratumumab. And they 
are looking very, very closely at what are the benefits of a four- versus a three-drug regimen. But then practically speaking, 
are there more side effects? What’s the cost involved? You know, you want to take the whole picture in place.  
 
Esther Schorr:  
That’s what I was going to ask about is that when you talk about a cocktail of two then three then four, does it then become 
more difficult to kind of sort out as a clinician side effects? What are the toxicities?  
 
Dr. Morgan:  
So, we’ve been stuck in this doublet, triplet, quadruplet gear. Whatever a five drug combination is. Quintuplet, I guess. But 
you could use them as triplet cassettes. There’s nothing to stop you using three drugs for a period of time and then coming 
in with a second triplet composed of something with a different side effect and action. And so, this is really the way forward 



clinically. Sequencing. Using these drugs to get all patients to MRD negativity. That’s a real clinical end point that we should 
all be considering.  
 
Andrew Schorr:  
All right. Let’s talk about that for a second. So, MRD negativity. So, you can’t—you look for the cancer cell. And even with 
some tests now, one in a million right?  
 
Dr. Morgan:  
Yeah.  
 
Andrew Schorr:  
One in a million cells. So, that’s what we’re trying to get to. Have treatments that are successful. Do a test. And then say to 
the patient, “We’ve knocked this back. We don’t know if you’re cured. But we’ve knocked it back to completely 
undetectable levels with our most sensitive testing.” 
 
Dr. Morgan:  
So, it’s a very good end point. It tells you people are going to do well. But it’s not an end point that says, “Stop treatment.” 
Because a couple of abstracts here. Certainly, the maintenance data shows that even if you’re in MRD negative state, 
having the maintenance improves your outcome even further. And so… 
 
Esther Schorr:  
…just extends it. Yeah.  
 
Dr. Morgan:  
Yeah, absolutely. And so, we have to be thinking about patients’ quality of life, durability of ongoing therapy, total cost. But 
actually, I think within the cost envelope we have now, I think there’s a lot of room for maneuver that really is going to see 
patients having their progression-free and overall survival pushed out. So, very good numbers.  
 
Andrew Schorr:  
Gareth, so of the—a lot of news coming out of ASH. What’s really impressed you that’s significant for patients then in all 
this context? 
 
Dr. Morgan:  
So, I think the combinability of daratumumab with other agents so it doesn’t impair people’s quality of life, that seems to 
combine with everything well. And like predictably, the MAIA data showed a great outcome up front. So, there’s a chance 
in the next year we’ll get it licensed for the upfront setting. The maintenance data with ixazomib (Ninlaro) looks good. And 
the data on the venetoclax in myeloma is very encouraging. So, it’s a new mechanism of action that targets and programs 
cell death. So, it’s been a first in class drug like that for myeloma. It’s well tolerated and it works particularly well in the 11 
to 14 subset of myeloma.  
 
Andrew Schorr:  
Jack, what about you? The news? 
 
Jack Aiello:  
I think those are all of them. And certainly, the CAR-T. But I’m still waiting to attend some oral sessions which occur 
tomorrow to hear more about the CAR T therapies.  
 
But I think you’re spot on in terms of what’s been impressive so far. The venetoclax, as you said, works well in this T-11, 14 
translocation. But the cool thing today was we saw it worked well for patients that don’t have that particular translocation. 
So—but it’s still early for some of these as well.  
 
Dr. Morgan:  
So, [inaudible] to that helped Jack around the mechanism of location. Probably, he’d be saying that. So, it’s about how the 
myeloma cell survives. So, if it’s dependent on something called Bcl-2, it’s cool. But often, it depends on something called 



Ncl-1. And the proteasome inhibitor knocks down the ncl-1, sensitizes the cell to the venetoclax. So, the combination of 
those two agents is really enhancing the activity of the venetoclax.  
 
Esther Schorr:  
How did he do?  
 
Jack Aiello:  
He did really, really well. I was thinking, “I wish I could’ve recorded that.” 
 
Esther Schorr:  
So, I have to throw one in. Oh, go ahead. Go ahead. I have another question.  
 
Andrew Schorr:  
I was just going to give an analogy. So, this sounds like one drug knocks it down. And hopefully, another drug can really beat 
it into the floor.  
 
Esther Schorr:  
One, two.  
 
Andrew Schorr:  
We wish it could be cured and gone. But it’s really somebody cuts it off at the knees and somebody just pops it right in the… 
 
Dr. Morgan:  
…so, it’s—I mean, it has a [inaudible] It’s like synthetic lethal. So, the one drug makes it lethal if you expose it to the other 
drug.  
 
Andrew Schorr:  
Well, very cool. Okay. So, Mo, you have labs and other scientists working with you. Where are we headed? So, you talked 
about the BiTES. And I think for some people, that may be the first time you’ve heard that. And you gave us education 
there. Are there any other sort of Star Trekkian things you want to mention?  
 
Dr. Trikha:  
So, where we’re headed right now—you know, I’ve been in cancer research and development for a little over 20 years. And 
I sometimes tell my teens, “The RE in research stand—at least for me, stands for rejection, repetition, resilience, and now 
we have a reward.” It’s a very exciting time to be in cancer research and drug development. Patients are living longer. We 
now—I mean, when I listen to any of these talks at ASH, you look at the x-axis. We talk about months, years. A few years 
ago, we used to talk about… 
  
…right? It was—it’s remarkable. So, the next generation in places that we think about – and that’s what’s near and dear to 
us at the AbbVie in bringing new molecules and new medicines forward tis to say, “Put patients first.”  
 
I’m a scientist. I love to ask questions. So, when we’re writing clinical protocols, we want to throw in as many exploratory 
studies that we can. I’m just being very honest about how we like to do, right? Our number one training is to ask why. But 
we have to put patients first and say, “Is somebody going to drive an hour?” Come there, right? They have a job. They have a 
life. They have a family. So, design what I call smarter clinical trials. Design medicines that actually help and can fit into the 
patient’s daily life. I would love for our patients to die of some other disease. Die of old age or boredom, right? If I could 
have it my way. But I think that’s where the new medicines are going.  
 
So thinking about orals. We talked about venetoclax, I think is a good example of something that you take a pill, or you take 
a few pills. You’re swallowing.  
 
Jack Aiello:   
Ixazomib.  

 



 
Dr. Trikha:  
Ixazomib is another example. Could you—instead of an intravenous infusion, could you do subcutaneous injections? Are 
there single treatments that you can do? Can you—can we envision a world of CAR-Ts that are looking forward? So, the 
new frontier that we’re thinking about is they are doublets. They’re triplets. There’s quadruplet therapies. Cancer breaks 
all rules, right? So, the reason we have these lines of therapies is you go down with a line of therapy. You hold the cancer 
back. And then it comes right back. It is a clone. A single cell. We were discussing earlier about minimal residual disease, 
MRD. These are single clones.  
 
We’re now developing techniques that you can detect these cells at a DNA level that is like 1 in 1,000, 1 in 100,000, right? 
So, that’s the position that we’re going into. And so, that’s where I see the next revolution. And that’s where the reward…  
 
Esther Schorr:  
…we’re going from defense to offense.  
 
Dr. Trikha:  
Yeah. And we are now saying, “Let’s go and turn it on and push back and think about the right combinations.” That, to me, is 
the new frontier.  
 
Andrew Schorr:  
Right. But also clinical trials, as you mentioned, where you’re asking of us—the patients—collaborate with the scientist, 
with the clinician. But have it not be burdensome for you. How many tests? How many pokes? How many trips to Arkansas 
or wherever you may go? So, the one to… 
 
Dr. Trikha:  
That’s part of what we talk about. Real quick, if I could just add to that. Why do we collect data, right? So, we’re thinking 
about designing clinical trials from a patient’s point of view. So, how am I going to use this information? And if it is really 
decision making and it helps me develop my medicine faster, that’s the way to think about it.  
 
Andrew Schorr:  
Okay. We’re going to take your questions. Questions@patientpower.info. So, please send them in. Not too specific. We got 
a few that are pretty specific, but we’ll do our best.  
 
This minimal residual disease testing—Gareth, let me ask you this. Gail said she was told by her multiple myeloma specialist 
that “I could not have MRD testing after an autologous stem cell transplant and two years on Ninlaro maintenance, 
because my original bone marrow biopsy sample was inadequate. There’d be nothing to compare it to.”  
 
Dr. Morgan:  
So, it depends what test you use. So, if you don’t have a sample for sequencing, then it simply doesn’t work. But the flow 
cytometry approach is—which is similarly sensitive—a Black Swan initiative function. You don’t need to compare it from 
the beginning. So, you would be eligible for a flow cytometry assessment of your MRD status.  
 
Esther Schorr:  
So, I’ve heard of the “Black Swan” movie. What is the Black Swan initiative?  
 
Andrew Schorr:  
Jack, do you want to explain that? 
 
Jack Aiello:  
Yeah. So, the Black Swan Research I nitiative was founded by the International Myeloma Foundation.  
 
And the whole idea behind it was to develop better ways of testing patients. And out of it came MRD, which by the way, 
you said minimal residual disease. I’m hearing measuring residual disease as well. And that actually might be a better way 
to do it. In any case, there are a couple of different methods, as Dr. Morgan has suggested, for testing MRD. One is flow 
cytometry. And the other is next generation sequencing. And both are being used. The whole idea of getting these tests 



done at some point is to validate them as being surrogate markers for overall survival. For progression-free survival, which 
takes so long to get to and close a clinical trial.  
 
If we knew that MRD negativity resulted and correlated with overall survival, we could look at those patients’ MRD 
negativity as opposed to waiting 10 years to determine the overall survival numbers. So, it becomes really important.  
 
Dr. Morgan:  
So, kind of one of the things I see—I sit there in the clinics. I see lots of patients. People travel from quite long distances. If 
you have the benefit of these tests, you don’t have to wait. What you do is you monitor people sequentially. As long as their 
levels are either stable, going down, or non-detectable, you’re comfortable. If you start to see them coming up, you can 
intervene long before the patient ever gets clinically destructive disease. And you use a different therapeutic paradigm 
about manipulating the MRD state.  
 
Andrew Schorr:  
Then you can change horses.  
 
Dr. Morgan:  
Yeah, absolutely.  
 
Andrew Schorr:  
Because at trial… 
 
Andrew Schorr:  
I’m sorry, Esther. Just give me one second. I just want to tie this idea together.  
 
Esther Schorr:  
Okay. I have a question. Okay.  
 
Andrew Schorr:  
Yeah. And that is to put this in context. They have more treatments than ever before, broader combinations, maybe 
sequenced combinations, and then this immunotherapy we’re talking about, okay? And then the MRD testing to see how is 
it going, right? And so, I think it’s a really hopeful time. Right? And I think maybe for people, you have more than ever 
before. We have people living longer than ever before. And you may have tests that can tell people, “How well are we 
doing?” 
 
Jack Aiello:  
Not only how well are we doing, but what should we do next?  
 
Andrew Schorr:  
What should we do next? 
 
Jack Aiello:  
There’s a trial that will open up probably next—Q1 or Q2 of next year that looks at patients that have gone through 
maintenance and been on MRD, been MRD negative for two years.  
 
After two years of maintenance, they’ll be randomized to either continue maintenance or stop maintenance. So, is there a 
timeframe for when MRD can be used to direct next therapies or stop therapies? If you’re MRD positive, does that mean 
that you should change dosages or change treatments? And right now, that’s not so well understood and certainly not used 
in general to determine subsequent treatment. So, it becomes a really important way. Mo had a question.  
 
Esther Schorr:  
Go for it.  
 
 
 



Dr. Trikha:  
If I could just add one other point to this that we are asking ourselves. It’s what drugs do not develop? Sometimes to stop 
development and not expose patients to ineffective medicines is, I think, just as important as developing effective.  
 
So, we’re utilizing these MRD trials to really dig deeper and say, “Is there a benefit? And if there isn’t, what is the unmet 
medical need? What is the need that I’m trying to fulfill?” And that’s part of what we’ve now captured very early on in our 
discovery stages. And say, “Those are the medicines that we want to bring forward.”  
 
Andrew Schorr:  
So, can this speed drug development? Because look, we’re talking about often like 10 years or something.  
 
So, can we get some answers quicker and you present them to the FDA and say, “Ding, ding, ding. We think we have a 
winner and we’re very…” 
 
Dr. Trikha:  
…that’s the idea. It’s acceleration. And it’s acceleration of saying, “Give us some signals.” Right? Because if you start waiting 
for overall survival and you say that there’s a statistical difference between experimental medicines that I’m evaluating 
compared to standard of care and I’m looking at survival and you get a p-value. Those things take a very long time. So, what 
we’re trying to do now is work in partnership with the agency to say, “What are these surrogate end points that you can 
get?” And also, to make no-go decisions. You know? This takes time and costs money. And it also costs resources. Why 
expose patients to medicines that won’t have a chance of working?  
 
Esther Schorr:  
I’m just curious. With all of these new things that are in pipeline and that are in trials, how much of it is being looked at for 
patients who have never been treated? That are coming in and you’ve been diagnosed with multiple myeloma. Now, where 
do you start? Because there are standards of care sort of that keep changing.  
 
Dr. Morgan:  
So, there’s an issue, okay? And it’s obvious. So, we have a number of tools. And we’ve been effective. And so, to get a new 
drug into the new patient setting can take eight years, in my experience.  
 
Esther Schorr:  
So, like if it’s not broken, don’t fix it? 
 
Dr. Morgan:  
Well, no. If it’s—it is broken because we can’t improve. And so, there’s this concept of precision meds and where you 
segment the presenting patients up into good and poor performance. And we can do trials in poor performance.  
 
So, if we take this diagnostic approach, you can then pair some of these new therapies in the newly diagnosed.  In short, cut 
eight years of lack of progress for people. So, it’s a really important concept.  
 
Andrew Schorr:  
Gareth, I just want to cover two ends of myeloma for a second with you. We’ve talked about this before. People with so-
called smoldering myeloma. Should some, based on a workup, have treatment earlier? And then I wanted you to comment 
on the other end with what—when you say to somebody, you say, “Your situation is high risk,” what do we do for you? So, 
we’ve helped a lot of people in the middle. We still have issues with what do we do early for some people? Who should we 
do something for? And other people where it’s more aggressive myeloma.  
 
Dr. Morgan:  
So, I think there’s a massive problem for the community as it ages. There’s a background frequency of monoclonal 
gammopathy that will increase as the population ages.  
 
And what we really need to do is stop people ever getting myeloma. And so, the concept would be an interception strategy 
by identifying people that are at high risk of smoldering myeloma, MGUS, who are going to transform to myeloma. So, 
that’s the early phase disease that we need to put effort into those interception approaches. The other end is the segment 



of myeloma that’s about 10 percent to 15 percent of the total where double transplant kind of quadruplets therapy 
maintenance clearly isn’t working. And we need specific trials and specific therapies for those patients.  
 
Andrew Schorr:  
Well, is that where CAR-T fits in?  
 
Dr. Morgan:  
So, we’ve developed a test which is kind of like p53 mutations and one key amplification on the background of ISS-3. It 
identifies 6 percent of presenting people.  
 
With current treatments, they’re all sort of gone by a year-and-a-half to two years. These are the sort of people where it 
would be completely reasonable and ethical to try by specific, try CAR-Ts. Really make an effort. Because they’re the great 
ignored group currently because it’s hard to find them. And so, it’s—you know, we’ve been ignoring it. And it’s time we 
focused our attention on it.  
 
Andrew Schorr:  
Esther, we’ve had some questions.  
 
Esther Schorr:  
Yeah. And please, if any of you out there have questions, questions@patientpower.info. We’re going to try to get to as 
many as we can. So, Nans asks, “How long can you use each monoclonal antibody?” Do they have a shelf-life? Or how long 
can… 
 
Andrew Schorr:  
..an end point.  
 
Esther Schorr:  
An end point for them. 
 
Jack Aiello:  
You could use an antibody until you have progression. So, there are two ways I understand that question. How long can you 
use it? Meaning how long can the patient give it?  
 
Esther Schorr:  
Right. How long can it—yeah.  
 
Jack Aiello:  
And I’ll let Dr. Morgan answer that piece. But the other piece is how long can an antibody hang around and would it be 
stable? I think we’ve—from a manufacturing perspective, long years. And typically in clinical trials at least or even in 
practice, you give the antibody. You give the cancer medicine. And if a patient responds, you continue treatment. And then 
if you have progression, then you take them off and you put the second line. Please, feel free to add.  
 
Esther Schorr:  
My guess is that they—I’m guessing Nans is asking how long can it…  
 
Dr. Morgan:  
…so, I like the concept of response-adaptive treatment. So, if you have an end point, you try and get people into a response 
first. Then a good response. And then MRD negativity. If you’re not getting to MRD negative under certain circumstances, 
you can really consider changing to a different agent. And so, that’s really the answer to the question is we’re developing 
monitoring approaches to see how people are doing. 
 
If they’re doing well, maybe stop. If they’re not doing so well, maybe you swap to a different approach.  
 
 
 



Andrew Schorr:  
Yeah. Here’s another myeloma question. I want to mention though these things we’re talking about, combination therapy 
and MRD measurement, this applies across a lot of hematology now. We’re even hearing about it in AML. I’m hearing about 
it in CLL. I mean, combinations increasingly and also what’s your specific situation genomically. Do we get to MRD 
negativity, whether it’s minimal or measurable? And really, how well is the therapy working. So, really, these concepts 
apply. And whether BiTES and some of these T-cell approaches in the therapy, that’s across hematology really. Hemo, hem-
onc—right, Mo? I mean, these questions apply more broadly.  
 
Dr. Trikha:  
These questions apply at a very simplistic level. I remember when I was in graduate school, and I started off.  
 
The first thing I was taught is cancer is not one disease. In fact, my professor said, “I wish we hadn’t named it cancer, 
because cancer is actually hundreds of diseases.” Multiple myeloma is not one disease. You can classify it, right? And we’ve 
now talked frequently about precision medicine. We were just discussing this earlier. I think of it as precision medicine 
means we have developed targeted therapies to a particular marker, to a particular cancer target. But it really is 
individualized therapy, personalized therapy.  
 
That cancer patient has cancer. They will respond differently to the medicine that I’m giving them for a variety of reasons. 
Based on their age. Based on the ability to metabolize the chemical, if it may be. Based on their genotype.  
 
Their DNA might be different from some other multiple myeloma patient. So, we now have to start thinking about 
reclassifying. And this is true not just of multiple myeloma and AML. This is actually true even in solid cancers. Lung cancer 
is not one disease, right? We hear about non-small cell lung cancer, small cell lung cancer. With the non-small cell lung 
cancer, you could—so, cancer is this single cell has figured out how to mutate or change even without changing its DNA and 
can change. And that’s why it relapses. So, we take 10 years to develop a medicine. The cancer responds. And then shortly 
thereafter, another clone comes up and it figures out how to bypass that network.  
 
Esther Schorr:  
Well, that’s happened with antibiotics, right?  
 
Dr. Morgan:  
It’s exactly the same thing.  
 
Dr. Trikha:  
It’s the same concept of resistance, right? So… 
 
Esther Schorr:  
…yeah. What a pain.  
 
Andrew Schorr:  
Those wily cancer cells. So, just broadly though, is the answer going to be—whether it’s T cells or some other approach—
how to get that immune system to do its job where it let us down the first time? It let us down, because it didn’t recognize 
these aberrant cells that we created, whatever the cancer type was. And how we can get that surveillance going again. Is 
that where we need to go? 
 
Dr. Morgan:  
So, Charles Darwin will tell you, you put a selective pressure on anything, no matter what it is, and the cancer cell will 
ultimately become resistant to it. So, we need long term strategies and effective strategies. Because if we try and modulate 
those evolutionary trajectories of the cancer, I think we can be successful in curing people.  
 
And so, I kind of thing we’re on the border of doing these things.  
 
Andrew Schorr:  
That’s helpful.  
 



Jack Aiello:  
Well said, right?  
 
Dr. Trikha:  
I think we—we discussed this quite a bit. It’s a great point. Cancer is evolution. Sometimes I think of it as evolution on 
steroids. Because it evolves so quickly. It took us a long time to become where we are today. I think it’s immunotherapy. It’s 
also pharmaceuticals, small molecules. I think compounds like BCL-2 antagonists that we were discussing earlier with 
venetoclax—I think both of those approaches. Learning to work collaboratively. Activating your body’s immune system and 
designing specific targeted medicines that do not have the side effects that the old-fashioned chemotherapy had. I think 
need both those things coming together is the way we’re going to beat cancer.  
 
Andrew Schorr:  
Okay. So, you want to ask this one, Esther? I mean, we’re trying to understand it.  
 
Esther Schorr:  
Let’s see. Nadia?  
 
Andrew Schorr:  
No, this one here.   
 
Esther Schorr:  
This one. Can venetoclax be added to elototuzumab (Empliciti) and Revlimid? 
 
Dr. Morgan:  
So, we don’t really know the answer to that. But seeing as both of those drugs induce some type of cell death and kind of 
venetoclax makes you sensitive to cell death, maybe you could. But we’re always trying to be safe and effective. So, we 
wouldn’t necessarily put combinations together without having thought them through. And currently, those are not 
recommended combinations.  
 
Andrew Schorr:  
Right. And we should mention that venetoclax—which is approved in use in CLL and also now AML—is not yet approved in 
myeloma. You’ve talked about it before. So, some of this is figuring out in the FDA as well and looking for data. What can 
work either alone or in combination? Right? We’re not there. But it’s accelerating, so that’s good news.  
 
Here’s just a question somebody sent in about—they’re asking about the M protein, so that plays a role. And they’re a little 
worried. If their M protein level was staying at 0.4, basically should they worry? Why doesn’t it go lower? 
 
Dr. Morgan:  
Do you want to answer, Jack? Why don’t you give the patient perspective?  
 
Jack Aiello:  
From a patient’s perspective, I know how frustrating it is. Because we have patients in our support group saying the same 
thing, “I’ve been 0.3 forever, and I never have gotten to 0.” And then they get to the point where they understand stable 
disease is okay. What you’re concerned with is when that M protein starts to rise again or when that kappa or lambda light 
chain starts to rise again. But there’s nothing wrong—as long as you’re having good quality of life—with a stable, low M 
protein. Do I have it right?  
 
Dr. Morgan:  
A smidgen.  
 
Jack Aiello:  
A smidgen. Which is—yeah, below.  
 
 
 



Dr. Morgan:  
A smidgen is good. It’s totally no different to this monoclonal gammopathy of what is totally certain significance, which is it 
doesn’t… 
 
Jack Aiello:  
…some will almost say that it’s kind of retro back to the MGUS where it may just stay that way for a long time.  
 
Andrew Schorr:  
So, one of the questions—so, we’ll be here a year from now. Projecting forward, what are the things that you hope will be 
answered in research studies over the next year? What are the big questions to be answered? Where either you had 
interim data this year, but we don’t really know yet, or need more patients, or we’re waiting to see where that new drug can 
be a breakthrough. What’s going to be the news next year, do you think, if you had to predict? 
 
Jack Aiello:  
If I had to predict, it would certainly be more N, more people that have gone through, whether it’s CAR T, whether it’s gone 
through different monoclonal antibodies and so on.  
 
Esther Schorr:  
More data.  
 
Jack Aiello:  
More data. There are issues right now where CAR T, for example, has been shown to be very effective. 
 
The first 16 patients in one of the trials became MRD negative, and eight of those have relapsed. So, what does that mean? 
Does that mean maybe MRD was a bad measure? Does that mean higher doses of CAR T need to be given? We don’t know 
those answers until we have more people involved in these trials, which are so important to move new treatments forward.  
 
Esther Schorr:  
That’s why we need people to be in clinical trials.  
 
Andrew Schorr:  
What would you say, Gareth, looking ahead? What are you—if you walk out of here, you say, “I can’t wait for next year, 
because I think maybe we’ll have these answers?” 
 
Dr. Morgan:  
Because Venetoclax is going to drive segmentation of multiple myeloma. It’s the first drug where at some level to use it 
you’re going to need a diagnostic test. And that’s going to start driving us breaking them all up into good performing 
groups, less good performing groups, and groups that respond very well to a certain type of therapy.  
 
Andrew Schorr:  
Who needs what when? 
 
Dr. Morgan:  
Yeah. I mean, it’s long overdue. And I think there are vehicles now that can drive that approach.  
 
Andrew Schorr:  
And if you look at, okay, what’s going to—what’s popping out, what do you think maybe science is going to bring us next? 
 
Dr. Trikha:  
So, I mean obviously, we talked about—I agree with a lot of what you said. And I’m going to try to give you this answer of—
you know, my life revolves around data. But I’m at a state where I say it isn’t about data. I hope for next year we’re 
discussing—I’m looking for wisdom. How do you get—there are so many medicines that are available to our patients. We 
have to come up and make wise decisions. You don’t want to use everything right up front, because I know cancer will 
evolve and they will relapse.  
 



I think we need that wisdom to say what data is coming out that is—and separate what I call the signal-to-noise ratio. We’re 
talking about an M protein of 0.4. And my mind is telling me, what is the limit of detection of this assay, right? We’re talking 
about MRD. What is the limit of detection? So, I think for next year, I really hope that a lot of these—as more data evolves, 
we, as a scientific community—clinicians, scientists, academics, patients—working together can figure out how we’re going 
to do this. And I think at the end, Dr. Morgan’s absolutely right. You’re going to have molecular classification. Some 
patients are going to benefit from agents such as venetoclax or with Bcl-2, others.  
 
So, thinking those through. So, that’s where I think this time next year ASH is going to… 
 
Dr. Morgan:  
…sorry. So, a really important message out there to the kind of doctor community is you don’t save your best drug for late 
in the disease.  
 
That’s a clear message that we’ve learned, because about 60 percent of patients are gone before they get to the latter 
stages of disease. And they deserve to have the best treatments up front.  
 
Andrew Schorr:  
Yeah. This concept that some of the insurers want to step therapy, right? Fail on this. Fail on that.  
 
Esther Schorr:  
It doesn’t make sense.  
 
Andrew Schorr:  
And the patient gets sicker and sicker. The good stuff has been reserved for later, and they’re not around to receive it.  
 
Dr. Morgan:  
Absolutely.  
 
Esther Schorr:  
That was why I asked the question about all this research of hoping that some of it is being done on patients early so that… 
 
Dr. Morgan:  
…it’s really, really, really important, because governments’ HTA assessments are driving us to using the best drugs in the 
wrong situation.  
 
Dr. Trikha:  
And it’s very important for us. Because when we do what’s called first in human trials, we’re all just working with the 
patients at the very end of life, so to speak, right? And sometimes you have to say the drug doesn’t work, because the 
patient has such a rare disease.  
 
So, I think I completely echo what you’re saying 
 
Andrew Schorr:  
It could work if you used it earlier.  
 
Dr. Trikha:  
Yep, in an earlier line.  
 
Andrew Schorr:  
We’ve covered a lot. We had sort of a—certainly, you’ve had a multiple myeloma orientation today for our myeloma 
community. And the good news is there’s a lot to talk about. There are still—you’ve heard a lot of the philosophy behind 
drug development and what drugs should be used. And this is not solved. We need more of us to be in clinical trials and 
certainly different ethnic groups. So, everybody’s involved so we get the data. And then as Mo said, get the wisdom. And 
we will do another wrap-up tomorrow, Esther and I. I’ll try not to talk so much, okay? 
 



Esther Schorr:  
It’s hopeless.  
 
Dr. Morgan:  
I think you’re right.  
 
Andrew Schorr:  
But tomorrow, we’re going to talk particularly about chronic and lymphocytic leukemia, which I’m—is one of the conditions 
I’m living with. There’s been a lot of news about that.  
 
Some of the same things apply—MRD testing, combination strategies, using the right medicines for the right patient. We’ll 
have with us Dr. Lamanna from Columbia University, Dr. Jeff Sharman from US Oncology. We’ll have a lot to talk about 
tomorrow. So send in your questions if that applies to you or some of these overarching cancer issues as well to 
questions@patientpower.info. How’d I do?  
 
Esther Schorr:  
You did great. And we want to thank the three of you because this was just an incredibly informative discussion. And your 
three perspectives are so different and they’re all saying the same thing, that there’s a lot of hope for patients.  
 
Dr. Morgan:  
Thank you.  
 
Esther Schorr:  
That’s really… 
 
Andrew Schorr:  
…thank you so much. And I want to mention our friend, Jack. We’re roping you into, I think, speaking to scientists that Mo 
works with. Because scientists want to meet patients.  
 
And I think you—if you can inspire people like Mo’s team who are in the lab developing what’s next – the BiTES and all that 
stuff—really do it. Speak out. Because our story can inspire them. Thank you for watching tonight. I’m Andrew Schorr.  
 
Esther Schorr:  
And I’m Esther Schorr. And we’d like to remind you that knowledge can be the best medicine of all.  

 

Please remember the opinions expressed on Patient Power are not necessarily the views of our sponsors, contributors, 
partners or Patient Power. Our discussions are not a substitute for seeking medical advice or care from your own doctor. 
That’s how you’ll get care that’s most appropriate for you. 

 


