
 

 

 

 

 

Transcript | Ask Me Anything: Non-Hodgkin 
Lymphoma Updates 

Andrew Schorr: 
Hello. Welcome to this Patient Power program, “Ask Me Anything.” We call it Answers Now, but 
now we're going to fire questions to noted experts. I'm Andrew Schorr. Thank you so much for 
joining us. I'm really thrilled to have two noted experts with us from two of the top institutions in 
the world. So, joining us from MD Anderson Cancer Center in Houston, Texas, is Dr. Loretta 
Nastoupil, and also joining us from Rochester, Minnesota, at the Mayo Clinic is the head of the 
lymphoma program there, and that is Dr. Stephen Ansell. So Loretta, thank you for being with 
us. Loretta, what's your title there? 

Dr. Nastoupil: 
Sure. I appreciate the opportunity to be with all of you today. So I'm an Associate Professor in 
the Department of Lymphoma/Myeloma, and I am the section chief for indolent lymphoma, 
which means my job is to make sure that we are being thoughtful and leading studies that will 
be practice-changing for patients with indolent non-Hodgkin lymphoma. 

Andrew Schorr: 
And you do a lot of research. We're very delighted that things are progressing. We'll talk about 
that. Dr. Ansell, what's your title there? 

Dr. Ansell: 
I am Professor of Medicine. I am the chair of the lymphoma group, and I guess my job is to 
make sure everybody else does what they're supposed to. 

Andrew Schorr: 
You also have led the way worldwide in lymphoma. Thank you both for your devotion to 
patients. Let's talk about what's most pressing now as we do this live program, and that is we 
have people who are facing diseases that make their immune system not the strongest and 
some of the medicines you use also affect the immune system. So let me start with you, Dr. 
Ansell. What are you telling patients with these lymphomas on how to proceed? Booster shots 
or another additional vaccine, wearing a mask, how to live their life, what are you saying? 

Dr. Ansell: 
I do think this is a critical question. I must say, not a single day goes by when there aren't a 
bunch of questions related to this. So, I think, again, you touched on a few points, but I think it's 
worth just reminding folks that when you have a B cell malignancy, your ability to mount a good 
response may already be a little bit compromised just from the cancer problem that you have. 
The second thing is the treatment we give for B cell cancers, B cell lymphomas, goes after B 
cells and B cells are the same cells that turn into plasma cells and make antibodies. 
 
So expressly, with our goal of killing lymphoma cells, there is some effect on normal B cells. So, 
we see, for example, with treatments like rituximab (Rituxan) or treatments like BTK inhibitors 
that make B cells go down, that there's actually quite a significant risk for having a less than 
optimal immune response. So, to your point, we really encourage people to get the shot to begin 
with, get the vaccine, get both doses. 
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Right now, already approved is for people to actually get the third booster shot and to mount a 
good immune response. But we do recognize that even that may be insufficient. So we also tell 
people that if you get infected or if you get exposed to someone you know is infected, 
considering the antibody cocktail treatment as a way to boost your immune system is something 
that we recommend. 

Andrew Schorr: 
Okay. Dr. Nastoupil, that's exactly what I wanted to ask you because we've had a lot of 
questions. People have also heard that one antibody, Regeneron, has gotten authorization from 
the FDA to be used in patients who are not diagnosed with COVID, but maybe have been 
exposed. I interviewed a patient the other day whose wife came down with it. He contacted his 
hematologist. Right away in the ER, actually, he was given this 30-minute infusion. So where 
are we now? What's your communication with this population now if they feel they were 
exposed? What do you do? Should you call your doctor? What happens? 

Dr. Nastoupil: 
I think as we get more and more experienced, we will be much better at informing patients and 
have developed guidelines. But in the meantime, as you've heard, we know our patients are at 
higher risk because we know they don't mount as robust an immune response. Any opportunity 
to augment their underlying issue with B cells, we will explore. And yes, I do think that the 
antibody therapies can be one strategy to mitigate the risk, open the communication between 
patients and their treating physicians. 
 
But also I have to acknowledge that for many of our patients, we may be treating or caring for 
patients that are not local to the state of Texas and so staying in close communication with their 
general practitioners and looping in experts that might be close to them because we don't want 
them necessarily traveling to Houston if they've had an exposure. So, I also will acknowledge 
that we advise patients that even if they've had the vaccine, that they should potentially act as 
though they've not been vaccinated. 
 
So social distancing, hand hygiene, utilization of masks, if appropriate, these are all strategies 
that we're still employing, and notification of us if they've had an exposure as soon as possible. 

Andrew Schorr: 
Right. And the same with Mayo Clinic. People come from all over the world, so you need that 
local contact as well. It could be that Dr. Ansell, or his team weighs in, but the treatment or the 
prophylactic treatment, like Regeneron or one of these other antibodies, might happen right 
nearby.  

Dr. Ansell: 
Andrew, just to make a comment and to tie in with what Dr. Nastoupil said, I really do still also 
think that just the common sense approaches that she highlights just bear repeating, and that is 
limiting your exposure to people who are at risk of giving you the infection is actually also pretty 
smart. So if you know there's a wedding and the family members that are going to be there are 
not that careful, just be sensible about exposures. Because I think as much as all of these other 
measures are important, if you're not exposed, you're actually in the best shape possible. 

Andrew Schorr: 
Right. I spoke to Dr. Gwen Nichols, who's the Chief Medical Officer of the Leukemia Society, a 
week or so ago. And she, I don't know whether they coined the phrase or where it came from, 
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but she said, “Get vaccinated and act unvaccinated,” which the read of that was basically what 
you were saying a minute ago. And that's the way I'm proceeding as a B cell patient. Let's just 
go on for a minute. Are you saying now that it's authorized, Dr. Ansell, that we should go to our 
local pharmacy or wherever we can get it and get a booster shot as a lymphoma patient? 

Dr. Ansell: 

Pretty much at this point, based on the CDC and FDA recommendations and guidance, if you're 
a patient who has a B cell malignancy and particularly if you're one who is actually receiving 
therapy that may actually put you at additional risk of having less than an optimal immune 
response, or you had it recently, we're encouraging people to go ahead right now and get the 
booster shot. 
 
I think for others, let's say you've been off treatment for a long time and so your immune system 
might be a little bit more closer to normal and your family members', that I think we're going to 
see the guidance broaden out to say that about six to eight months after your second shot 
would be a time to consider a booster. I think we've really focused in on the people that we 
know the immune system is probably compromised based on the fact that they just had 
treatment or are receiving treatment, as the ones we are prioritizing or recommended strongly 
get the booster right away. 

Andrew Schorr: 
Dr. Nastoupil, so earlier we had this other variant of COVID, going back a year or so now. We 
have the Delta. So let's say one of our patients said, "Well, I'm pretty sure or I know I had 
COVID a year ago, and I got over it." Should they still then get vaccinated or get a booster? 
Because now I think we're facing something more aggressive, right? 

Dr. Nastoupil: 
Yes. Even if it wasn't a year ago, we're advising for our patients, who've had COVID and they've 
gotten over it, to undergo vaccination. Generally, the way I think about it is our immune system 
is designed to do certain things, but if we can augment it or help it along, why not pursue that? 
We know that the vaccines are safe for the vast majority of patients. So again, if you get a more 
robust response as a result of having either the full vaccine or a booster, why not pursue that 
avenue? 

Andrew Schorr: 
Okay. Dr. Ansell. So here's a question that came in from the audience, and that is, how effective 
are these tests that you can get at the drug store, and should... You talked about a family event, 
somebody's got a wedding or whatever, and they're trying to decide are they safe to go? Should 
other people be tested? They're having an event, should everybody? What do you tell people 
about what's becoming commercially available now? 

Dr. Ansell: 
Yes. I think when you say the tests, we have to define which tests are we talking about. There 
are different tests. There's the tests to check and see whether you are COVID virus-positive. In 
other words, you actually have the infection, or the tests which are the antibody tests to a sense 
of whether or not you've had a good immune response either to having had the infection or to 
having been vaccinated. 
 
So I think, again, timing of these tests are everything. I always joke with patients that I only 
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personally do tests when I know what I'm going to do with the result, because otherwise it just 
creates all kinds of anxiety and concerns. So if you are someone where you have some 
symptoms or you were exposed to somebody and you're concerned that you have COVID-19, 
those tests are widely available. They're all PCR tests or generally PCR tests. Those are pretty 
reliable and very likely to be accurate. 
 
I think wherever it's available to you, you should get it because what you want to know is do I 
have it and could I have transmitted to somebody else? And do I need to do something, as we 
said, about the antibody infusions that we would consider recommending? So that's the one 
side. The other side is the antibody levels and how that may be beneficial and predictive for 
what you want to do in the future. So, for example, if you do the antibody level and it comes 
back very low or undetectable, the key question is what are you going to do with that? 
 
The second thing then is would that then encourage you to do something different to what 
you're doing right now? So for my practice, I don't actually know what I'm going to do with your 
results. So I tell people, "Don't get the test." Do what we just said. Get the booster shot and get 
the antibody infusion if you're exposed. Because we do know that a high level of antibodies is 
likely associated with more protection, but it doesn't mean that if you don't have any detectable 
antibodies that you have no immunity. 
 
It also doesn't mean that doing something will actually now miraculously change that. So I just 
think it generates more questions and concerns than it does benefit. I'd love to hear what 
Loretta's doing, but that's kind of my thinking. 

Dr. Nastoupil: 
100% agree because the problem is we get those phone calls, "I've just had my antibody levels 
tested, and this is the result. Now what next?” I 100% agree. We don't really know if that is a 
true measure of whether or not your immune system's going to be able to effectively eradicate 
the virus if you're exposed. I think there are questions that will be potentially answered as we 
get more experienced and more data emerging. But in the meantime, I tend to avoid the test if I 
don't know how to interpret the results. 

Dr. Ansell: 
I would also point out, if I may Andrew, that the antibody test is only one component of your 
immunity. So there are two other components. That is there's actually the T cell component, and 
we don't really have very good ways of measuring that. Certainly, that test is not measuring that. 
And then there's actually a part that nobody knows how to test, and that's called mucosal 
immunity. So that's actually the snot in your nose. The lining of the stuff there has all kinds of 
ways in which it protects, and we don't know how changed that might be when you're receiving 
treatment. 

Andrew Schorr: 
Great for pointing that out. I'll just mention to our audience, just yesterday on Patient Power on 
the homepage of patientpower.info, we posted an interview with microbiologist and his wife, 
Susan Leclair and Jim Griffith, and they explained these different components of the immune 
system. So, it's not just about antibodies.  
 
I'll mention that I don't know what Mayo or MD Anderson are doing, but I know my friend, Brian 
Hill, at Cleveland Clinic… Cleveland Clinic is not doing antibody testing for the very thing you 
were saying, Stephen, is that we don't know what it means. How much is enough in these other 
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parts of the immune system? 
 
Let's go on. We're going to talk just for a couple more minutes on COVID questions, then we're 
going to get on to more lymphoma questions more specifically. Here's a question for you. I want 
to ask you this, Dr. Nastoupil. What's your experience with how your lymphoma patients have 
done who've actually developed COVID? I imagine it's all over the map, but...  

Dr. Nastoupil: 
That's true. A lymphoma patient's going to come in in various states. They may have not had 
any prior treatment. They may be in the midst of their fourth or fifth line of treatment. You have 
to acknowledge, or I have to acknowledge that their immunity is going to be vastly different 
depending on their current status. But my general sense is that for the patients who had the 
COVID vaccine, their outcomes are far better than those patients who had not had the vaccine 
or were contracting COVID prior to the availability of the vaccine. So, my general advice to all of 
our patients is get vaccinated. Your outcomes will likely be much better, even if you contract 
COVID post-vaccination. 

Andrew Schorr: 
Dr. Ansell, she's in Texas. That's not a great place right now with COVID. I'm not sure about 
Minnesota, but what's your experience there at Mayo? 

Dr. Ansell: 
It's been spiking. Mayo has three sites. So we have one in Arizona, one in Florida, and actually 
Jacksonville, Florida, where one of the Mayo sites has been a real hotspot. So, again, all of 
these sites are affected. I would agree with Loretta entirely that I think the overall feeling is if 
you've been vaccinated, you may not necessarily be 100% protected. You're not bulletproof. But 
you certainly are still having, it appears, better outcomes. That's why we strongly recommend it. 
 
I would also just point out that even within the people that haven't been vaccinated or the people 
that have, many people have got COVID and actually have tolerated and got through it just fine. 
However, I'm sure she and for me, personally, I can point to a number of people who got 
desperately sick, and we have had a number of people who died. My view is that every death, 
when you have a lymphoma from another preventable cause, is a tragedy. It's a tragedy if you 
pass away from lymphoma, but it's a double tragedy if your lymphoma was in remission or 
responding well, and then you have an infectious reason to pass away. So I really would 
encourage people to do everything they can to not add to that statistic. 

Andrew Schorr: 
Well said. Again, folks, we can take more questions about this later on. But, look, you are living 
with a lymphoma. So it brings up this question though, Dr. Nastoupil. So, Dr. Ansell was talking 
about our immune system is being affected by the disease, particularly B cells, for sure, and 
then some very effective medicines that toy with the B cells as well. So what do you tell your 
patients who need treatment for lymphomas about how to proceed with treatment now? 

Dr. Nastoupil: 
I think it kind of all boils down to what type of lymphoma they have. When you say need 
treatment, I will acknowledge that in the era of COVID, we've been a little more conservative for 
some of our indolent lymphomas, meaning prior to COVID being a real problem for us, we may 
have treated more patients because we are cognizant that our therapies may increase that risk 
further. But there are patients that still will be in need of therapy. So, we're always balancing the 

https://patientpower.info/doctor-shares-non-hodgkin-lymphoma-information-and-advice/
https://patientpower.info/as-covid-19-restrictions-are-lifted-how-safe-are-people-with-cancer/


 

 

 

 

 

risk of therapy versus the benefit of therapy. 
 
Now that we have a pandemic that's spread through respiratory droplets, it just adds a whole 
level of complexity that we are counseling about the risk of the therapy in terms of infection, but 
also the risk or impact on quality of life, as now we're advising folks, again, to avoid crowds, 
avoid family members that are not vaccinated. So, we have to take all of that into consideration 
because we're all humans and we all thrive from being part of a community and being part of 
other people's lives. 
 
But there are situations where the therapy is justifiable with the appropriate care and attention to 
things. As I've mentioned, good hand hygiene, avoiding crowds, alerting us early if there's a 
potential issue in terms of infection. But we are constantly balancing those risks with we want 
our patients to do well. Generally, our therapies work quite well, and many of our patients are 
facing good outcomes. So we have to keep in mind, again, this risk/benefit ratio. When it's 
appropriate for therapy, we do it. We just do it wisely. 

Andrew Schorr: 
Now let me just mention, I get a monthly... For my chronic lymphocytic leukemia, I get a monthly 
immunoglobulin infusion. I feel the clinic has taken wonderful precautions. So even with an 
infused therapy, I feel safe. I understand its importance to me. So, Dr. Ansell, there are, in 
lymphoma, many approaches, some oral, some oral and injectable. So would your answer be 
the same that you still have the lymphoma and if we believe the plan is to treat it, we got to get 
on with it? What would you say?  

Dr. Ansell: 
Yeah. I think Dr. Nastoupil hit it right on the head. I would just stress the point about it's about 
competing risks. So the risk, obviously, from your lymphoma and some lymphomas are highly 
aggressive. So waiting on that or limiting therapy would severely compromise outcome. That 
clearly is not a recommended route to follow. Others, the lymphoma may be much more 
indolent. CLL, for example, may be more indolent and not necessarily immediately require 
therapy. 
 
So if the benefit seen from therapy is only modest and now the risk from potentially that 
treatment making you susceptible to infection is substantially greater, that's a good reason to 
delay treatment. I would make one comment and I'm sure Loretta and her team have thought 
about this a lot as she kind of leads the low-grade lymphoma initiative at MD Anderson, and that 
is what we call maintenance therapy. 
 
So in the space of follicular lymphomas and other low-grade lymphomas, a strategy has been to 
treat the disease, get it to a very low level, and maintain that benefit by giving rituximab 
treatment on an every second or third-week basis for like, two years. We've actually revised and 
revisited that whole strategy because many patients have had an excellent response in the 
diseases at a very low level. So the merits of maintaining that needs to be weighed up against 
the risks of putting them at a much more susceptible place for COVID-19 because you keep 
depleting their B cells. 
 
We actually have taken the view that if you're in a good remission, like there's no disease to 
find, and you're not at a significantly high risk to relapse, we don't give you maintenance 
therapy. We only give maintenance therapy to people who are only responding modestly or are 
really high-risk people that we worry that's going to come right back. 
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Andrew Schorr: 
Right. Of which there are some, so it's your situation. Loretta, any comment you want to make 
about what you're doing in Houston? 

Dr. Nastoupil: 
I absolutely agree with that. Again, when we're faced with changes in the healthcare system, 
taking into consideration even those visits into our center is also something to be mindful of. So 
yes, bringing in patients just to maintain a certain remission whenever that risk being out in 
public, being in a healthcare setting is probably not justifiable in this current era. So we're not 
pursuing maintenance for the vast majority of patients. 

Andrew Schorr: 
Okay. But let me ask you this question, Dr. Nastoupil. There are a lot of patients who are on an 
oral drug, like ibrutinib (Imbruvica), and it's been working well for quite a long time. So, should 
the thinking still be kind of if it's not broken, don't fix it? And take precautions in your life, et 
cetera, rather than cease a therapy that's been working? 

Dr. Nastoupil: 
I think it depends on how the therapy works. For instance, the oral BTK inhibitors, such as 
ibrutinib, acalabrutinib (Calquence), we do know that holding that therapy can have a negative 
impact in how long patients stay in remission. So that's a very different scenario than a potential 
maintenance strategy. So, for our patients that are doing well, particularly on these oral BTK 
inhibitors, we are maintaining those patients on treatment because, as you've heard from both 
of us, we don't want to hinder patient's ability to overcome their lymphoma. 
 
If the lymphoma's adequately controlled, that likely too will have an impact on how functional the 
immune system is in risk of infections. However, things like monoclonal antibodies or maybe 
even therapies such as venetoclax (Venclexta), which is a Bcl-2 inhibitor, where the mechanism 
of action may be different, and we may be pursuing more treatment holidays and then re-
challenge or re-treatment when the lymphoma starts to outweigh the benefit of delaying therapy. 
So it all kind of hinges on what the treatment is. 

Andrew Schorr: 
Okay. And just to stick with you for one second, one of the combinations is Revlimid 
(lenalidomide) and Rituxan, I think. So you have to look at what's right for what patient at the 
time, right? I think that's what it comes down to. 

Dr. Nastoupil: 
Yeah. We're constantly juggling that discussion. When you have five different treatment options 
for indolent lymphoma, and they may all have their advantages and disadvantages. We do take 
into considerations the goals of a given patient and the potential risk of continuous therapy or 
prolonged therapy. So, I have potentially pursued more shortened or defined courses of 
treatment in this COVID era whenever I want to minimize the exposure risk to patients. 
 
Whereas, again, prior to this pandemic, that may not have been as strong a consideration. But 
yes, the duration of treatment, the toxicity profile, the potential benefit of that therapy, it's all 
weighed into a treatment decision.  

Andrew Schorr: 
Okay. Dr. Ansell, here's a question we got from Judy in Illinois. She said she's had some severe 
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side effects, I don't know initially or maybe over time, on Imbruvica. She's asking, "Why are 
doctors so hesitant to lower the dosage or trying something else?" So what's your thinking about 
adjusting dosage of ibrutinib or, now with other BTKs, switching? 

Dr. Ansell: 
I think, again, the important thing there is how is the patient benefiting from treatment versus the 
side effect profile the patient is experiencing from treatment? So I think it is interesting. It's a 
good question as to is the dose that's given, and one might remind ourselves that the dose 
given for CLL versus mantle cell lymphoma is actually different. So that tells us that blocking 
BTK can be equally well achieved at both of those doses. It just is the cells may be a little bit 
more stubborn if they are more aggressive in their phenotype.  
 
So, to the point of, let's say, a patient with CLL who's having an excellent response to therapy, 
the disease is 100% controlled. Does the patient need to be on a full dose of treatment if they 
had some side effects? Probably not. You could decrease the dose as long as you can remain 
sure that the patient continues to maintain the benefits. So, I think there is the possibility to 
modify the dose based on the response and the side effect profile. 
 
I guess the second real issue is, is there merit in switching to a different treatment? The 
question is when you say different treatment, what do you mean? To a different BTK inhibitor? 
Yes, you could do that. Sometimes the side effects are different, but I think you need to always 
weigh up how beneficial was the treatment? So, in other words, if you only had modest benefit 
from a BTK inhibitor and were losing it, I don't think switching personally to another BTK inhibitor 
is going to fix that problem. 
 
You would do much better to switch to a different class of drugs. On the other hand, if you found 
that your BTK inhibitor was creating a side effect that other BTK inhibitors may have far less of, 
there may be real merit in switching. So again, you've heard us say this a few times, but 
personalized decisions really do play in. But to answer the question as directly as I can, yes, 
changing the dose is appropriate. Yes, changing the therapy can be appropriate. It's all about 
the context. 

Andrew Schorr: 
Thank you for explaining that. Here's a question, Dr. Nastoupil, we got in. I know you deal with 
indolent lymphomas. This person was diagnosed with follicular lymphoma. Right now they're 
wondering, well, what should their life strategy be? How should they think about the future? 

Dr. Nastoupil: 
I actually have this conversation quite a bit, and it's probably one of the biggest challenges with 
having an indolent lymphoma. When we try to explain to patients that we're going to be thinking 
through this strategy for the next 20-plus years. There will be times when the disease is a 
potential risk. There will be times when the disease may not be measurable. But I think that 
thought process of having a chronic illness that could potentially be life-threatening at any time, 
though it's unpredictable when that will be, can really have a negative impact on people's quality 
of life. 
 
I think we all deserve an opportunity to revisit that life is short and it's unpredictable. We need to 
have that opportunity to take that into reflection of how we live our life. The problem with 
indolent lymphoma patients is they can't get out of that umbrella of probably always facing that 
concern. But they will have many prolonged periods of time, if we do our job well, where they're 
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not dealing with that disease or complications of that therapy. 
 
So I do hope for them, and I strive to choose the most effective strategies that will give them the 
longest remission periods so that they're not on chronic therapy, which can lead to chronic 
toxicities. Usually, that has a negative impact on quality of life. But I also give them the tools that 
I think are important to recognize when they might be in danger of having a potential shortened 
life so that they can alert me sooner rather than later and we can intervene. 

Andrew Schorr: 
Right. Just a follow-up question, so if I'm now one of your indolent follicular patients, we're going 
along, and I'm doing well. And then disease can change. Do you feel that you have now, either 
as approved therapies or in trials, options that can knock the disease back? 

Dr. Nastoupil: 
Oh yes. I generally think that many of our therapies are quite effective. I think the challenge we 
have is we don't have good ways to predict exactly what's going to happen in a given patient. 
Sometimes it's hard to navigate through all of the options. So I sometimes feel we burden 
patients with all of the information about all of the various options. We want them to help share 
that decision-making because there are lots of paths that can move us forward. 
 
But generally speaking, I do feel that most folks who see quite a bit of lymphoma have a 
preferred strategy for a given situation and that many patients will do well. Though I also remind 
myself, and sometimes patients, that the biggest risk for their survival is actually the lymphoma. 
It's usually not competing risks, though we take those into consideration. So we're constantly 
juggling or balancing the challenge of trying to minimize their concern when things are going 
well, but also sharing appropriate caution and concern when things aren't going well. 

Andrew Schorr: 
A doctor said to me one time, because I was anxious about something, and he said, "Let me do 
the worrying. Let me do the worrying for you." I love that guy. Okay. So we continue to get 
questions. I want to switch a little bit to diffuse large B-cell lymphoma, Dr. Ansell. We got a 
question. This patient said they were just diagnosed last month with large diffuse B-cell 
lymphoma in their abdomen. 
 
They've had six rounds of R-CHOP, which I know has been pretty standard. They've only had 
one treatment, but they're wondering, "What is the percentage of recurrence of any type of 
cancer in the future because I've had it before?" So, they worry not just about treating this, but 
about risk for cancer in general, going forward. 

Dr. Ansell: 
So I think there's a few things to say in response to that. Firstly, just that the treatment that's 
being recommended and offered is very standard and is a very appropriate treatment and we 
have high expectations that the benefit will be substantial. In other words, we actually are 
looking for complete resolution of all the disease. There's probably at least a 75 to 80% 
likelihood that that will happen. 
 
The key thing, however, is that it should remain in remission. That's one of the challenges 
where some patients will have disease come back, which means that if you look down the road 
and take all patients and, again, I have to stress, we can't always say specific to this patient 
because we don't know all of the circumstances. But if you took everybody who showed up with 
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this disease, we're expecting about 60 to 65% of people to stay in a remission for the long term. 
 
We'd love to see that number go higher. So that's why clinical trials are important things to 
participate in. But with that said, the obvious challenge is just is there a likelihood of cancer 
coming back? I think, again, important to say is it the cancer that the patient had in the 
beginning, the diffuse large B-cell lymphoma? Is there another associated cancer, so another 
kind of B cell lymphoma, not diffuse large B-cell, that could recur? Or is there a risk of a totally 
different cancer, something else developing over time?  
 
The answer is all of those are feasible, not likely hopefully, but feasible. So firstly, just to 
address them one at a time. If you say, "What's the likelihood of that large-cell lymphoma 
coming back?" Well, that's the reason we're trying to improve frontline treatment because, on 
average, it's about 30 to 40% likelihood of that happening. We'd love to see it not be true, but 
that's the reality. What's the likelihood of a different lymphoma? Because remember, there may 
be something biologically wrong with B cells or it was a low-grade lymphoma that switched to 
this aggressive grade lymphoma and could come back. 
 
That's possible, but that's a much smaller percentage. And then finally, could you just have what 
we call deficiencies in your immune surveillance, like your immune system is just not very good 
at picking up on cancer and that's why you got one? There is an increased risk of getting other 
cancers and that's why long-term follow-up is important for monitoring for other diseases and 
other cancers, because there's not a high likelihood, but it is higher than if you never had a 
cancer in the first place. 

Andrew Schorr: 
Dr. Ansell, I want to stick with you for a minute, and then we're going to go back to MD 
Anderson, on this whole approach about chimeric antigen receptor treatment, CAR. CAR T is 
approved for some diffuse large B-cell. So maybe you could just help us understand what and 
who that's for. And then there was a question that came in. It says, "Well, what if it fails? What if 
it doesn't work out for me?" Okay.  

Dr. Ansell: 
So I'll take this in three parts. First question is what is a CAR T-cell? So we can talk a little bit 
about that. Second question is who's it for? The third question is, well, what happens if that 
doesn't work? So first thing is, what is it? In essence, one of the challenges when your cancer 
recurs and the reason it does is that chemotherapy beats your cancer down to a very low level 
so that your immune system can regain control. But if your immune system is unable to regain 
control, that's really the population of people in whom the cancer comes back. 
 
So could you take your immune system and train it and make it better? In essence, CAR T-cells 
are taking your T cells, putting into it an automatic docking site that will stick it to the cancer. In 
other words, when your cancer cell has then got this protein on it called CD19 and the T cell has 
a little recognizing protein that will stick onto CD19 and built into that little receptor that is put 
into the patient is an activating protein. So, it sticks, and it activates the cell. 
 
It makes those, T cells see the cancer and get super mad and attack that particular cell. That's 
really what you're trying to do. It's really for patients whose disease has come back after their 
initial therapy if they have large-cell lymphoma. It's also approved for other lymphomas, but we'll 
stay focused on large-cell lymphoma. If it turns out that that's not a successful strategy, there's 
kind of two roads you can take. One is to go, "Well, could you do a little additional remedial 
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training with those particularly now dumb T cells?"  
 
We would use what we call bi-specific antibodies as other ways to take those T cells and stick 
them to cancer. Or alternatively, you go down a different road and that's to utilize new 
treatments, other antibody treatments, other chemotherapy treatments, other antibody-drug 
conjugates (ADCs). 

Andrew Schorr: 
Right. We were talking about boosters for COVID. So, is there a booster for CAR T? In other 
words, I had it last year, doing pretty well. But at some point, you guys say, "Well, we want to 
rev it up again." Is there such a thing, Dr. Ansell? 

Dr. Ansell: 
The answer is, firstly, I think before, yes, there's always such a thing. The key question is, is it 
going to be helpful? In general, that's actually a lot more of a tough question to answer because 
there have been some studies with doing more than one infusion and it does help people. But 
it's actually a minority of patients because the key question is why didn't it work in the first 
place? Because if that problem still persists, you can put in truckloads of CAR T-cells, and they 
will do nothing. 
 
Problems that happen is, remember I mentioned the docking site that you're trying to stick the T 
cells to. Cancer cells are smart. They just pull that inside. And then suddenly, it's gone. Then 
your T cells are running around like headless chickens, unable to find the cancer. And then you 
can put in as many infusions as you like. It will never help. The second thing is the cancer cells 
are utilizing immune system functions that shut down those cells. They very quickly learned 
those cells are bad for them, so they put all kinds of proteins on the cancer cell that switches off 
T cells. 
 
So if you get lots of these inhibitory proteins, it's like sending in all these troops, but they just hit 
a brick wall. They really can't get in there. So rather than just simply giving it, I think it's 
important to work out why it's not working and overcome those issues before considering that. 
So, in general, we're not doing that a lot. 

Andrew Schorr: 
Okay. Thank you so much. T cells running around, I got to imagine that. Dr. Nastoupil, I have a 
question that came in. People are aware that at your institution and others you've been looking 
at CAR therapy not just with T cells, but with another kind of cell, NK cells, natural killer cells. So 
does that show promise? Will it apply, for instance, for follicular lymphoma? 

Dr. Nastoupil: 
Yeah. Kind of going back to what we started this whole discussion with, there are lots of 
different components to our immune system that we could potentially harness to try and 
eradicate cancer cells. So, T cells are one strategy. NK cells are also a potential strategy. NK 
cells are a component of our immune system. They don't necessarily have to be trained, per se, 
to be able to address an infection. They kind of have all the equipment ready to go. It's that first 
pass at something. 
 
What we have been exploring at Anderson, and there are others, can we make them more 
precise at eradicating specific tumor cells? As you've heard with introducing that CAR, we can 
take NK cells and introduce a receptor that can also target CD19. One of the potential 
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advantages of using an NK cell is it's potentially less toxic, and so we generally don't see as 
much of the acute toxicities observed with CAR T-cell therapy, such as cytokine release 
syndrome, which is essentially flu-like symptoms, or neurotoxicity. 
 
We can utilize healthy NK cells as opposed to harvesting a patient's own cells. So these are 
cells that have not been exposed to prior things like chemotherapy or radiation, so they might be 
more functional from the onset. Because we don't have to worry about them going around and 
wreaking havoc with the patient's own body, that's one potential advantage of an NK CAR. It's a 
little bit early, in my opinion, thus far, meaning we've just completed the phase one. So, we 
know it's safely done. 
 
Now we're moving into the phase of study where we're testing larger number of patients to really 
see, can it hold a candle to what we can achieve with the CAR T? So the jury's still out. But 
there are some promising advantages to utilizing other cells and patient's immune response to 
try and eliminate cancer cells. 

Andrew Schorr: 
Thank you for that. Here's a question. I want to see if I understand this, Dr. Ansell. In June of 
this year, this patient was diagnosed with low-grade extranodal marginal zone MALT lymphoma. 
I know there are more than 60 kinds of lymphoma, I believe. What is the median time to 
potential transformation to high-grade MALT lymphoma? They're worried about their journey, so 
maybe you could help us understand that. 

Dr. Ansell: 
Yeah. Extranodal marginal zone lymphoma of MALT type is actually quite a common diagnosis 
that Loretta and I would see and treat in our practices. In general, I think the important thing is to 
know it tends to be a low-grade lymphoma, and it tends to have a very slow and indolent 
process; many times, require only very modest treatment and only occasionally a kind of 
intermittent. So the question about transformation, in other words, changing gears to a more 
aggressive lymphoma is obviously a key issue. 
 
If we look at what's the likelihood that that could happen over the course of somebody's life 
span, so if we look over 20 to 30 years, it is something that needs to be considered because 
about one out of five people, there could be a circumstance that happened for them, for low-
grade lymphomas in general, maybe not a MALT lymphoma or extranodal marginal zone 
lymphoma specifically. 
 
I think key things to realize is that it's probably no more than 1 to 2% per year. So it can happen, 
but it's a low frequency. Things that would be a tip-off and things that you would make sure your 
doctor knew about right away is if any lymph node or lump or anything suddenly accelerated in 
its growth. You might have noticed a very small one. And then suddenly over the course of a 
very short period of time, it got a lot bigger. 
 
Or if you suddenly got what we call constitutional symptoms, where you started to get drenching 
night sweats and very high fevers for no good reason or losing a lot of weight for no good 
reason, those are all things to pay attention to and to have your doctor check you out. The most 
important point though is to get a biopsy to know that that's true, because sometimes things 
may appear one way and not actually be that way. 
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Andrew Schorr: 
Dr. Nastoupil, here's a question that came in from Sharon. Sharon asks, "Any research being 
done to improve our immune system issues, other than simply getting immunoglobulin as I get 
monthly?" 

Dr. Nastoupil: 
That's kind of the holy grail of what we're trying to accomplish here, but I'll give you one 
example. Actually, working with the folks at Mayo and University of Rochester, New York, 
Jonathan Friedberg, we actually have a study in indolent lymphoma where we're giving half the 
patients vitamin D in addition to rituximab with the goal of augmenting or improving the patient's 
underlying immune system so that it might be more functional when we pair it with something 
like rituximab. 
 
We're nearing completion of enrollments. We may have the answer to that study in the next one 
to two years. But that's just one example of a strategy that we're employing to see if we could 
actually augment patient's own immune system. You've mentioned earlier lenalidomide in 
combination with rituximab. So, there are some agents outside of things like CAR T-cell therapy 
or bi-specifics where we might be able to augment a patient's underlying T cells and NK cells 
and when we give it a target with a CD20 antibody, such as rituximab or obinutuzumab 
(Gazyva). That might enhance a patient's own immune system's ability to clear out cancer cells. 
So we've been working in refining this for the past 10 to 20 years, and we'll continue to do so. 

Dr. Ansell: 
Andrew, if I could just add something to that, I do think, and again, the MD Anderson team has 
really done an excellent job at looking at ways to use antibodies that we do and then augment 
the immune response along with that. There are lots of stuff out there about products that you 
can take that will activate your immune system. A lot of people ask me about taking this 
supplemental. That, and all the rest of it. I caution people a little bit about that. 
 
I would just like to stress to your listeners that they should be a little cautious because, 
remember, the cancer is the immune system. So when you do a non-specific stimulation of the 
immune system, you may stimulate the cells you want to do a good job, and that's good. But 
you could just as easily stimulate the cells that are not good, the cancer cells, and that would be 
bad. We don't really know what we're doing when we don't do this in a clinical trial, if we just do 
it randomly. So, I discourage people from just jumping into nonspecific immune stimulants 
because we don't know whether that sort of pokes the bear, as it were. The next minute, your 
sleeping lymphoma is now wide awake and giving you all kinds of grief. 

Andrew Schorr: 
Well said. I haven't been in a shopping mall in a long time, but you'd go by and you'd see that 
banner outside a health food store, "Boost your immunity." I'd say, "Oh, well, I'd like to do it as a 
cancer patient," but not knowing that substance, how it could affect me. So, I have to think 
about that and really discuss that with a doctor. 
 
Dr. Ansell, as I mentioned, there are many types of lymphoma. So given that you're doing 
research, MD Anderson is doing research, your peers around the world, and it's becoming 
increasingly, as Dr. Nastoupil said, personalized to the patient and where they are in their 
journey. How does a lymphoma patient today get optimal care? What recommendation would 
you make to our listeners who maybe are newly diagnosed or they're concerned about their 
situation changing? 
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Dr. Ansell: 
So I think there are a few things that are important as a patient along your journey with 
lymphoma. I think the first thing that's really important is being sure that a comprehensive 
analysis of your biopsy was done and the diagnosis is correct. Generally speaking, good 
pathology departments at your local hospital carefully look over the tumor. Many times they'll 
share it with other colleagues within the same team. But they will commonly send it to the likes 
of MD Anderson and Mayo and others for an opinion, to take a look, if there's any question 
about what kind of lymphoma that is. 
 
But if there's a struggle around what kind of lymphoma do you have, you heard from us there 
are lots of different types, that may be an important opinion to ask your doctor to have another 
pathology team take a look at it. The reason that matters is Loretta and I completely base our 
recommendations for treatment on that diagnosis. So if they tell us the wrong thing, we will do 
the wrong thing. That's not her fault or mine, but it certainly, as I said, would be beneficial if we 
got it right the first time. 
 
So I think that's a key place to consider, just making sure that's done right. The second thing is 
when you meet with your oncologist and they talk about treatment strategies, I think it's really 
important as a patient to ask questions and understand why you're doing and what you're doing. 
I think if you feel that your doctor understands, he's got a plan, you're comfortable with the plan, 
I would say the majority of the time that's probably the right thing. 
 
If your doctor says, "I've never seen one of these before," or, "I'm not sure what this is," that's a 
good time to say, "Why don't we engage an expert to provide some input and partner with us 
along the journey?" Because if your doctor is treating your, for example, extranodal marginal 
zone lymphoma of MALT type for the first time, it's really helpful to get some expert input. On 
the other hand, if they said, "I've got six of these patients right now in treatment," they're 
probably going to be doing the right thing. 
 
And then I think programs like this are helpful. If you're hearing similar themes to what you're 
being told in your practice coming from other people and places, I think that helps to validate 
that you're doing the right thing. I personally don't mind patients getting another opinion from 
somebody else, because I think if the other person, Loretta, tells the patient exactly the same 
thing as I told the patient, then the patient thinks I know something. Because clearly, she does. 

Andrew Schorr: 
Okay. Dr. Nastoupil, so when is lymphoma a five-alarm fire? What I mean is we used this word, 
indolent, for some versions, but some can be aggressive or become aggressive. So when does 
the patient and the family say, "Oh my God, we've got to do something right now," or, "We have 
time to get a second opinion to think about it, understand our options?" 

Dr. Nastoupil: 
It really all boils down to what you just heard. What is the diagnosis at a specific time point along 
this disease course? So with the indolent lymphomas, unless they are potentially life-
threatening, which the vast majority of the time they're not, then you definitely have time. I 
actually also encourage patients that come to me for the first time to get a second opinion, just 
because different places will describe things in different ways. Sometimes hearing it from 
another vantage point will help alleviate some of the fears or concerns. 
 
I get opinions from my colleagues all the time. We actually run every new case through what we 
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call our planning clinic. So I do think there is tremendous wealth in getting an additional opinion. 
There are times when we don't have the luxury of that time, and that's usually more when we're 
dealing with an aggressive lymphoma. So, there may be patients that their initial diagnosis is 
actually diffuse large B-cell lymphoma or high-grade lymphoma or Burkitt lymphoma. 
 
Generally in those settings, the majority of the time, by the time they hit my door, they've had 
this diagnosis for a minimum of three weeks. In those settings, time does matter. So there will 
be situations where I will tell them, "Look, we need to get started on treatment quickly. I'm happy 
to get opinions from others if you're uncomfortable with this plan, but we need to make a 
decision. We need to move forward." 
 
You heard about those constitutional symptoms earlier. I often have patients with indolent 
lymphoma get frustrated with me because they seem to want to know why we're constantly 
asking about weight loss and night sweats and fevers when they never have them. I try to 
reassure them, "Well, that's good news. We're hoping those symptoms aren't present. But if 
they are present, that's going to make me want to explore an aggressive or transformed 
disease." So generally speaking, again, it boils down to the lymphoma that we're dealing with, 
and how quickly do I need to get rid of it? Otherwise, it might be life-threatening. 

Andrew Schorr: 
Okay. Related to indolent lymphoma, and let me stick with you, Dr. Nastoupil, for a minute. How 
do you feel about hope for people? It sounds like you've got a lot going on. You're doing a lot 
with the immune system. We talked about NK and all that. I know you lead a lot of research 
there. For a patient who's living with follicular lymphoma or an indolent B cell lymphoma, that 
they can have some confidence that they're going to have a long life and you're going to have 
newer and better strategies for them. 

Dr. Nastoupil: 
What I generally tell people is just reflecting back over the past five years and how we've been 
approaching for follicular lymphoma specifically, it's changed quite dramatically in terms of the 
available new drugs that have been approved, and even concepts that were just really early 
ideas just five years ago are now FDA-approved. So that provides a lot of hope to me for 
patients, that I anticipate over the next five years, we’ll continue to have a number of new 
therapies that aren't available today. 
 
Sometimes I hesitate to give them my 10-year view of what we're going to do with their disease 
because I tell them, "I really don't know what's going to be my preferred approach even five 
years from now." So that is the vantage point that I'm in whenever I meet people for the very 
first time. That being said, it is very heterogeneous, and I also mention that. I tend to see folks 
on very vast ends of the spectrum, really young folks in their 30s and 40s with follicular 
lymphoma and then sometimes really old folks. 
 
So my approach to those situations are going to be different because a 20-year life expectancy 
for someone in their 80s is quite good. Someone in their 40s, that would be grossly 
disappointing to me. So again, there is not a one-size-fits-all, but I try to help people understand 
that, yes, this is cancer and I'm sorry it's happening to them. But the outcomes with our 
available therapies are very good, and there's many more treatments on the horizon. So I'm 
very optimistic we'll be able to address most of the issues they're facing in the next 10 to 20 
years. 
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Andrew Schorr: 
That's very helpful. Dr. Ansell, we did get a question in for someone facing a diffuse large B-cell, 
and they wondered about what are you excited about that's in research? We talked about CAR 
T approved and other manipulation of the immune system. What are you excited about to help 
people with DLBCL? 

Dr. Ansell: 
I think what has been very exciting, and it ties in a little bit with what Dr. Nastoupil just said 
about outcomes improving, is a number of the treatments you just heard that we would typically 
just use right off the bat were in clinical trials three to five years ago. They've all now moved 
from the clinical trials to standard practice, CAR T-cells being a very good example of that. So 
that, to me, is really the exciting part, is that things are accelerating and moving into practice 
from research in just the matter of a few years. 
 
I will say that the thing that I'm probably the most excited about right now are bi-specific 
antibodies. Those are ways to, on the one hand, engage the tumor and, on the other hand, 
engage the immune system to bring them into very close proximity to actually be able to further 
activate the immune system over and above what we save with CAR T-cells. The second 
category, we've got some experience and actually some approved drugs, but this is an area 
where we're doing a lot of work, and that's antibody-drug conjugates. 
 
It's really ways to deliver chemotherapy highly specifically just to tumor cells and not just kind of 
non-specifically, like when you infuse it in the vein. So an antibody sticks to a tumor cell and 
actually gets swallowed. It's a bitter pill, if you like, to the tumor cell because it has a 
chemotherapy or a toxin stuck on the back. Those, I think, are two classes. There are others 
too. But those two families, there are actually a lot of drugs that are looking very promising right 
now. 

Andrew Schorr: 
And just a word about chemotherapy, I think about it with these, like CHOP, been around a long 
time. Side effects, but could be very effective in R-CHOP, et cetera. So is the word 
chemotherapy a dirty word, or is it getting refined with these drug conjugates where the toxin 
still has great value, Dr. Ansell? 

Dr. Ansell: 
Yeah. So, I tell people you don't want to throw away chemotherapy too fast because the results 
just with plain old CHOP actually were not that bad, and we've been refining it. In fact, until very 
recently, we have struggled to improve over that. So, again, if you throw that out, you're taking 
like 70% of the benefit and tossing it completely. I would be very cautious about that. I also think 
your point's very well taken, is that what you call chemotherapy really depends on your vantage 
point. 
 
I joke a lot about antibody-drug conjugates being chemo on a stick, because really, it's just a 
chemotherapy molecule stuck on an antibody and delivered in a most specific fashion. And then 
people will say things like, "Lenalidomide is not chemotherapy, and bortezomib (Velcade) is not 
chemotherapy." Well, not exactly, they're even BTK inhibitors. They all have side effects, and 
they are chemicals, so chemotherapy, chemical therapy. 
 
They really are. They're just not DNA-damaging agents, and that's kind of how we've been 
thinking about chemotherapy in the past. So my point is that I do think those chemical agents 
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need to always be tested against the new agents and many times combined with them because 
it's all about better outcomes for patients for the long term. 

Andrew Schorr: 
So, Dr. Ansell, just as Dr. Nastoupil told us, she's very hopeful for people living long-term and 
living better. Are you? 

Dr. Ansell: 
Absolutely. I would say it's not just that I'm kind of a positive person or that I'm an eternal 
optimist. For me in my career, I've been in cancer therapy for more than 30 years, and I have 
seen dramatic changes in what I can tell patients as far as expectations from treatment and 
expectations for outcome and survival. It used to be that many times we had modest 
expectations for treatment, and we spoke about patient outcome in the space of a five-year 
period. 
 
Now we're talking about double the likelihood of benefit and quadrupling the likelihood of benefit 
for the average person, even with indolent lymphoma. So I would say it's not just kind of 
optimistic thinking. It's actually backed up by facts that that has, in fact, happened over the last 
30 years. 

Andrew Schorr: 
Wow. Well, I just want to make it clear to the audience that the two people we have with us in 
their departments and their peers who they work with, they, along with patients who've been in 
trials, have been making this happen. So I want to thank you, Loretta Nastoupil from MD 
Anderson. Thank you for your leadership there and all the hopefulness you bring. Dr. Stephen 
Ansell, what did you say, 30 years or so? Thank you so much, Stephen, for your work and for 
being with us on Patient Power. Thanks to both of you for being with us. Okay? 

Dr. Nastoupil: 
Appreciate your time. 

Dr. Ansell: 
Thank you. 

Andrew Schorr: 
Thank you. All right. We're going to let you pop off. I'm just going to mention to our audience 
today that this is what we do on Patient Power. We have lots of NHL content, more coming. 
Look at patientpower.info. Thank you so much for being with us. I'm Andrew Schorr. Remember, 
knowledge can be the best medicine of all. 
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