
 
 

Andrew Schorr: Greetings. I'm Andrew Schorr from Patient Power. Welcome. And who's my 
partner there? 

Esther Schorr: Hi, everybody. This is Esther Schorr. Yeah, partner of Andrew's for sure. 

Andrew Schorr: And just for any of you who've been diagnosed more recently with CLL, 25 
years, you're looking at 25 years living with CLL and living well. And Esther, here's a big hug to 
you, it's after Valentine's Day, but- 

Esther Schorr: Virtual hug. There you go. 
Andrew Schorr: It's a team sport for sure, and with your position, we're going to meet some 
expert physicians for today's CLL "Ask the Expert” program. One-hour, rapid fire questions. You 
sent in many. And I want to thank our sponsors, AbbVie and Genentech. They have no editorial 
control but are tremendously committed to all of us really being educated and empowered as 
patients and families affected by CLL. Let's meet our experts and get going. All right. 

Andrew Schorr: So, first of all, joining us from frigid, Dallas, Texas, where we were worried 
about whether we'd have a power outage or would he have a blanket wrapped around or an 
Eskimo jacket, but there he is, Dr. Farrukh Awan from UT Southwestern. Thank you so much for 
joining us, Farrukh. 

Dr. Awan: Thank you for having me. I would say it’s an ordinary day in the Midwest, but we're 
not used to this, I guess. Everything's shut down. We do have power; we'll see how long that 
lasts. 

Esther Schorr: Glad to have you. 

Andrew Schorr: Okay. Well, thank you. All right. New York city is not exactly warm, but that's 
where Nicole Lamanna is from Columbia University. Nicole, welcome back to Patient Power. 
How are you doing there? 

Dr. Lamanna: Good. We're used to snow here. 

Andrew Schorr: All right. Okay. All right. We've got a lot of questions. The doctors will give 
answers. We'll try to get to as many as we can, Esther will explain how. And we have a couple 
of questions that have been submitted on video on Patient Power. We'll do more of that as we 
go on. So, I want to play back a question from a CLL-er James Crooks. Let's listen to that. It's 
going to kick off our discussion about COVID. I have my second shot next Wednesday. We all 
have questions about, should we get the vaccine? What's the reaction? All those kinds of 
things. So, let's go. Go ahead, Jordan, and roll that question. 

James Crooks: Hi, I'm James. I'm a CLL patient, it's my fifth year on ibrutinib (Imbruvica). Will 
ibrutinib reduce or block my immune system's response to the vaccine? Will the vaccine affect 
or impact the BTK inhibitor function of ibrutinib? Will side effects from a vaccine be more 
intense? 

Andrew Schorr: Okay. Nicole, you want to start with that? 

Dr. Lamanna: Sure. 
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Andrew Schorr: BTKs and the vaccine. 

Dr. Lamanna: So obviously, we don't know a lot about the vaccines in terms of how our CLL 
patients will be with regards to therapies. And in general, so we know that CLL patients in 
general may not mount the same robust antibody responses even to regular vaccines, whether 
they're COVID or other. It's not that CLL folks don't make any antibody response. We just don't 
know if it's going to be the same high-level response that of course these vaccines are quoting, 
that patients will make. And so that's one thing to keep in mind that we have to generate some 
data in our CLL patient population. With regards to treatment options, I think that a lot of us may 
have some different opinions about treatments and how that may impact our ability to mount 
responses to the vaccines. 
 
And I think that for the most part, remember some of these therapies are chronic, like your BTK 
inhibitor that you just said you've been on for many years. And so, I don't think many of us are 
going to say, do not get the vaccine because you're on a BTK inhibitor, it's chronic therapy for 
the most part. And so, we think that probably the more targeted agents won't interfere as much 
with antibody responses as maybe some other therapies. But again, this is an area we don't 
have any data on. So, we're going to be all in support of you getting your vaccine. Those kind of 
granular issues, like how much will it impact either the BTK function or me mounting an antibody 
response, we really just don't have that data yet. 
 
And so, I think for now the good - I think if patients, if you can mount any antibody response, I 
think most of us would say some protection is better than no protection. And I think we're all in 
favor of our CLL folks getting the vaccine. We may cater that differently for individual patients. 
And I think that is important depending upon their treatments. So chronic indefinite therapy, 
we're going to tell you guys to get your vaccine, but depending upon where you are in some of 
other treatment options, depending upon when you may finish, you might get a little bit of 
different individual instruction from your physician team, and I think that's important. 

Andrew Schorr: We'll talk about that. 

Dr. Lamanna: (crosstalk) cover all that. 

Andrew Schorr: Farrukh, do you want to answer any more about that? 

Dr. Awan: Yeah, we tried to study this in a roundabout way. And we presented this, now almost 
two, three years ago at one of the ASH meetings. So, if you'll take an analogy or take a 
comparison to the pneumococcal vaccine, if you do the pneumococcal vaccine before ibrutinib 
or after ibrutinib, the response is not that different. So, the response is pretty [inaudible] for all 
our patients anyway. So, for what it's worth, we do recommend people getting the 
pneumococcal vaccine. So, I think they use the same data, same analogy, I don't think being on 
the BTK inhibitor would make a huge difference in suppressing the response to the vaccine. 
What you can argue is that the longer you've been on the ibrutinib, your disease will be better 
controlled. And then hopefully your immune system would be in a much better shape to mount a 
response. So that would be the argument of continuing on the ibrutinib and taking the vaccine 
and hoping for the best at this point. 

Andrew Schorr: Okay. Esther, you have a question. 
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Esther Schorr: Yeah, I have kind of a follow-up question came from a number of people. So, 
you've been talking about the BTK inhibitors, but there are people who are on the BCL-2s and 
the CD20 treatments. So, part one of that, this question is, is there any reason to delay any of 
those treatments based on what we're just talking about? And then the follow-up to that is a 
number of people ask, could the vaccine side effects be more intense or risky for people who 
are in active treatment versus about to go into treatment? So one is, should you delay? The 
other, is, should we be concerned about more side effects? 

Andrew Schorr: Nicole. 

Dr. Lamanna: Yeah, sure. I think those are really all very good questions. So, first is, 
sometimes there is a little wiggle room. So, depending upon if somebody is about to start 
treatment, certainly that depending upon the urgency of starting treatment, for sure, sometimes 
we can sneak in the vaccine before that happens. So, it really depends on the urgency of some 
therapies. And so that's one. Again, since the BCL-2 inhibitors like venetoclax (Venclexta) are 
also, you might be already in the middle of that therapy and on therapy for a period of time, I 
think similar to the BTK story, we're going to be all for somebody receiving a vaccine, if they are 
month six of getting venetoclax. And so, I don't think we're going to be saying, hold your 
therapy. 
 
And what Dr. Awan said, addressing the fact that your disease may be better in control, and you 
might be better able to mount an antibody response. The antibodies and chemotherapy, 
myelosuppressive, B cell depleting therapy's a little different. Obviously again, we don't have 
great data but there may be some a little bit of suppression, or again, may not mount the same 
kind of antibody response. And so that's when I was saying, alluding to a little bit earlier, that 
depending upon where you are with your therapies, your doctors may decide to hold a little bit 
here or there of certain drugs, depending upon when to get the vaccine or if you're finishing. 
 
There might be some timing issues, but to know that fact that as we don't know the right answer, 
we don't have the data. So, some of us may try to artfully try to do things to hope that we can 
help our patients respond better to the vaccine. But at this point, a lot of that is just us basing 
things on some prior history, like the pneumococcal vaccine and our history of treating CLL 
patients. But we have to generate that data. 

Andrew Schorr: Farrukh, I have a question that has come up a number of times from some 
pretty sophisticated people with CLL. We understand that there are medicines like the CD20 
antibodies that deplete B cells. So that's one part of your immune system, but we also have 
another part of our immune system, T-cells, right? So even if we have depleted B cells, can our 
T-cells help mount a response and fight COVID? 

Dr. Awan: Oh, absolutely. I think T-cells are very important in the whole immunity thing. So, the 
one study that I just mentioned with ibrutinib, the idea of that study was specifically to see how 
ibrutinib can enhance the activity of the pneumonia vaccine. So that's exactly why we did the 
study and published part of that in the past. And that was designed to study this question of the 
T-cell based responses to vaccine like the flu vaccine or the pneumonia vaccine. I recently just 
published another paper a few months ago addressing exactly the same issue with lenalidomide 
(Revlimid). Lenalidomide is not frequently used in CLL and should not be used routinely unless 
it was on a clinical trial. And the idea of that clinical trial was to see how lenalidomide improved 
the T-cell function and that results in a better response to pneumonia vaccine or the flu vaccine. 



 
 

 
So those work has been done. We've been working on this for a very long period of time. So, 
there's definitely T-cell component. There's a memory component, there's a [inaudible] 
component to any vaccines that we get. So, we expect that that component would be very 
important for patients who get the COVID vaccine for long-term memory to the vaccine. And 
then the second issue is the patients that we typically see with a lot of previous treatments for 
the CLL, or even with untreated CLL, the T-cell function in our patients is not as good as a 
normal person without CLL. 
 
So that's another thing that would favor or argue that you should get the disease under better 
control, because then you expect that the T-cells will function better. And that's why you will get 
a better response. Despite the fact that we know that the CD20 targeting drugs like 
obinutuzumab (Gazyva) or rituximab (Rituxan), those would bypass your response to make 
antibodies for up to a year after you get those drugs. So those specifically are pretty well-known 
and notorious with how it impacts vaccine responses. Venetoclax, we don't know much about it. 
And then we've already talked about ibrutinib. So, controlling the disease and getting the 
vaccine bottom line is the best thing to do. 

Andrew Schorr: Okay. Esther? 

Esther Schorr: Yeah, before we move on to some other topics, there's sort of this group of 
questions we've got about side effects of the vaccine, and some may be mythology and fear. 
Some of it may be real. So, two-part question, what are the most common side effects for 
anyone getting the vaccine? And then the other question that's sort of alive is some of our folks 
are getting IVIG and there's some mention by some of their specialists that perhaps when 
they're getting IVIG that there are COVID antibodies that are starting to show up in the IVIG. I 
wouldn't want to encourage everybody to go ask to get IVIG every month. So, the question is, is 
that actually happening or is that sort of something you guys are still studying? 

Andrew Schorr: Nicole, side effects and- 

Dr. Lamanna: Yeah, I'll do the first part, I guess. And just to go back to the T-cell very quickly, 
remember T-cells really typically don't make antibodies, but they help our B cells make 
antibodies that help our T-cells. And so that's what Dr. Awan was trying to refer to, is that 
certainly they're an adjunct and helping our body make antibodies against vaccines and other 
things. We know that certain therapies can impact the T-cells too. And so, I think, again, we 
have to generate a lot of data, but T-cells absolutely can help our body's immune response with 
the vaccines. 
 
In regards to side effects, I think what common is common, and we're seeing that not only in 
patients without CLL, but even in our CLL patients. I think many of us now have had many of 
our CLL patients vaccinated or getting vaccinated. And the most major side effects are really 
mild stuff, soreness at the site. Sometimes a headache, fever, malaise, tiredness. Occasionally 
some people can get some reactive lymphadenopathy because of the inflammatory response at 
the site. And so, they may get some reactive lymph nodes that are dealing with the inflammation 
of the soreness of the site, occasional local redness, and those types of issues that we see 
even with the flu shot. So, most of it is typically been very common, mild reactions. And 
certainly, that's what I've seen across the board with my patients who have gotten the vaccine. 
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Andrew Schorr: But Nicole, if you don't get that reaction, and my friend Lee, who just finished 
some CLL treatment, some infused treatment, he said, "Oh my God, I didn't get a reaction. That 
means I'm not producing a response." 

Dr. Lamanna: Obviously, I don't think that just because one gets a reaction means that's a 
positive test for having an antibody response to the vaccine. I think we see that across the 
board, right? So, patients get flu shots. Most people don't get a reaction to the flu shot. That 
doesn't mean that it's not working. So again, I wouldn't think that somebody who didn't have a 
reaction or had something extremely mild or not really noticeable, it doesn't mean that they're 
not making antibodies. 

Esther Schorr: So does then, Dr. Awan, does it mean then that if somebody's concerned about 
whether they're covered or not, that they go out and ask for an antibody test afterwards? 

Dr. Awan: So, the antibody tests are two types. One was the antibody that basically told us if 
the patient has had a COVID infection, that's a completely different test. That tests for all the 
antibodies against the virus. It was not the best test to begin with. And that test will definitely not 
test you for response to the COVID vaccine. First answer. There is a specialized test that tests 
for the spike protein, which is what's included in the Pfizer and the Moderna vaccine that can be 
used in some institutions in a very few places in the country at this point to test for a response to 
vaccine. 
 
I'm not sure how that would change anything though, because if you don't have an antibody, do 
you get another dose of vaccine? And if that's the case, what's the FDA recommendation about 
that? So, I think there is no clarity on what happens if patients don't have a measurable 
antibody, and plus the test is not a hundred percent sensitive anyway. So, I don't think that we 
should start testing everyone who gets the vaccine to see how good or bad the response is, 
unless we have more evidence from clinical trials or research on that specific topic. 

Andrew Schorr: Okay. And Farrukh, just related to the IVIG question from Esther. So, I get 
IVIG, Dr. Kipps said, "Oh, we're starting to find some COVID antibodies in that." Not that your 
insurance company would pay for it, or everybody would rush out to get immunoglobulin, which 
is in short supply, but as more of the population has had COVID and that IVIG is pooled for 
many people, will that show up there and will that be added protection for the people who get 
IVIG? 

Dr. Awan: Yeah. So, the easy answer is if Dr. Kipps said so, that puts me in a very difficult 
position. So, the pushback is okay, here's the deal. Convalescent plasma is essentially the 
same thing. You get plasma from patients who've recovered from COVID patients and you use it 
in certain cases. And there is data now that it has modest benefit, and it's not something that we 
do routinely, anyway. So, the hype that convalescent plasma would fix all the problems with 
COVID patients, that hasn't panned out. So, it has modest benefit, number one. Number two, 
there was a recent controversy that patients with HIV/AIDS cannot donate their plasma for IVIG 
manufacturing, and they are not allowed to donate their blood products basically. And that's an 
ancient way of thinking about it because a lot of these patients have zero HIV titers and they do 
for years and years, so they're missing out on a number of patients who have this virus 
infection. 
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Similarly, COVID was added to the list of patients who could not donate their plasma or blood 
products. So, I would be surprised if outside of the convalescent plasma donation the COVID 
patients are allowed to donate regular blood products for commercial use in this country. Maybe 
in other countries, they would. Obviously, if somebody has an asymptomatic infection, which 
obviously if we have 30 million, 50 million, 100 million people with COVID infections and they've 
all recovered, some of them will donate their blood and plasma, and that will make it to the 
eventual IVIG product. I think it'll be a few months down the road. And I think the amount of 
antibody that you will get in the IVIG product that is targeted against the COVID virus is 
extremely, extremely small. And I don't think it would have any therapeutic benefit. Now, 
obviously, it will give you a lot of different antibodies and your immune system might function 
better, but I don't think you should consider IVIG to help with the COVID infection. And I would 
treat everyone with COVID infection with IVIG routinely. In special circumstances, definitely, but 
not as a matter of policy. 

Andrew Schorr: Esther? 

Esther Schorr: There is one question that is near and dear to my heart that just came from one 
of our current viewers. So, I've got to ask it. The question is, if all the adults in a family are 
vaccinated, can they begin to meet inside? They want to see their grandkids. 

Andrew Schorr: Nicole, what do you tell people? Farrukh, go ahead. 

Dr. Awan: Sure. I guess you can meet even right now, you just have to be careful. With the 
kids, the problem is you can't vaccinate them because there's no data on kids. And even though 
kids may not get the most serious infection, you can have kids as carriers. And if you think 
about it, if you have a CLL issue and your vaccine responses are not the best, and you get a 
small viral exposure from a child, you can still get sick. So, knowing all of that, I think it's okay to 
see them. You just have to be still cautious and keep your mask on, ideally. 

Esther Schorr: We have to send you to talk to our kids. 

Andrew Schorr: I have a question for Nicole as we, I think wrap up the section. We can come 
back to it if we need to, but we have so much more to talk about. Nicole, there you are in New 
York, you had a wave of COVID early in 2020, and now we still have it around, of course. You 
were involved in data from Columbia that went to Dr. Mato over at your old place, MSK, 
Memorial Sloan Kettering, and quite frankly, the data that came out was scary to us with CLL 
patients that if we got COVID, we would die. So, okay, so now there's more data. And also, 
there are these antibodies, like what Trump got, like what Rudy Giuliani got, like what other 
people got early in their situation that seems to have made a difference. So, what's the story 
now, should we get sick? 

Dr. Lamanna: Yeah. Thank you for that question. I think there's no doubt that the data was very 
scary last year. And don't get me wrong, obviously we're still very concerned about how this is in 
our CLL population and in everybody. But it’s a different time period. Back when this first started 
a year ago, we knew very little about how to handle this. And patients also presented when they 
were very sick, because nobody wanted to come to the hospitals, given concern and fear of 
picking up COVID. And so, we saw a very, very sick population. And so, the CLL patients who 
were coming in were patients who were already doing very poorly from a respiratory status. And 
so many patients wound up in the ICU and a lot of patients passed away. 
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We had very little knowledge about how to handle this and what to do and medications and 
things like that. Now obviously, push forward a year later, we're going through a second wave of 
this now. And I can say from my personal experience, I think we're doing a lot better because 
we are managing our patients better. We have newer therapies to treat patients. We're talking 
about the antibody therapies that you heard about the president and others, but even other 
ways to sort of... I think supportive care and management is different. So, if patients are 
diagnosed with COVID earlier on and are an outpatient, you have access to getting antibody 
treatment early on. That's what we're giving a lot of our patients, rather than waiting for them to 
get very sick. Even our patients who wind up coming in the hospital, I think we're doing a better 
job supporting our patients through their illness with COVID. 
 
I'm not going to say we haven't lost patients, but I think it is much less than what I saw our first 
round. And so, I think we're doing better supportive care managements. There are clinical trials 
that are running. So, for our inpatients, we're using lots of different therapies and just supporting 
them better. And so, I'm seeing better outcomes in general for our CLL cohort. And so, I think 
that hopefully with newer data, we will see that that initial report of the mortality rate that we saw 
last year will be much less going forward. And so, I think that's great. 

Andrew Schorr: Okay, Nicole, just very quickly before we leave the section, so I'm going to get 
the Pfizer vaccine next week. My friend Carol Preston, I think, is getting it this weekend. Some 
other people have gotten Moderna. Some people have got the J&J vaccine in a trial. So, does 
any of this, which one you get, in your view, for CLL patients matter? 

Dr. Lamanna: Well, there's a couple of questions. One is, you may not have a choice. That's a 
different issue. So, depending upon where you're going to get vaccinated, they may have 
availability of only one or another or both. The J&J is not out yet, except on the clinical trial, at 
least here in the US, yet. But certainly, there doesn't seem to be much of a difference between 
the Pfizer and the Moderna vaccines, both mRNA vaccines. And really, again, it may not be 
much of in your choice because part of it is a supply and demand issue. 
 
I think in terms of the different mRNAs or viral vector vaccines, things like that, I think that 
obviously most of these are trying to trigger your immune response to make a vaccine and they 
do it differently. One through a spike protein, another one might do it through a harmless virus 
and do it that way. And none of these integrate into your normal DNA. But I don't think we have 
data knowing that one might be preferential, let's say for CLL patients versus somebody without 
CLL. I think more importantly is whether or not you'll generate a good immune response to 
whichever vaccine you get. And I think the data is just not knowable yet. 

Andrew Schorr: Okay. Folks, you'll think of more things. We're going to move on to other 
issues for those of us living with CLL. Esther, shall we move on to treatment? 

Esther Schorr: I think so. And I think the first one on the list is probably a good one for you 
because it's more of an alphabet soup than I can swallow. So why don't you work on that one? 

Andrew Schorr: Okay. So, Farrukh, let's talk about this. You used to be at Ohio State, where 
basically you did the early research in ibrutinib and BTK inhibitors, and then we developed a 
BCL-2 inhibitor, so a whole different way of working, venetoclax. And then you have all these 
CD20 infused therapies, rituximab, and obinutuzumab. And it seems like the, the chemo-based 
regimens FC with our added rituximab or bendamustine (Bendeka) as a chemo, that's kind of 
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faded in the background. So where are we now in you helping people decide what do you do 
and when? 

Dr. Awan: Yeah, so that's a very difficult question, what's the right first line treatment? So, let's 
take it step-by-step. So, the first thing is when do you treat and that's a very difficult question. 
We have some guidelines from the iwCLL 2018 guidelines. And that says that if you are anemic, 
if your hemoglobin is low, if your platelets are low, if you have big lymph nodes that are causing 
pain and swelling and discomfort, if you have a big spleen. So those are the things which are 
more objective things that we can use to treat somebody. And then on the subjective side, you 
have things like the night sweats, weight loss, fevers, and so on. But the problem is you have to 
make sure that those things are not related to another cause because if you treat the patient for 
that reason, and if something else like a hypothyroidism that's causing it, then they will not feel 
better, necessarily. 
 
So, if you have a lot of disease that's causing problems, then it's okay to treat those patients. 
There is no reason to treat a high white count, white count, in my opinion is the most useless 
test in terms of deciding when to treat. It just gives you anxiety and heart attacks, and that's all. 
We expected to get worse over time. And there is no magic cutoff that we will use to treat 
somebody in a major academic CLL center. In a smaller place, sometimes people use a cutoff 
of 300,000 because of certain issues that those patients can get with breathing if they get on a 
ventilator and infections and so on. But for the most part, most of us in big academic CLL 
centers don't necessarily use a white count as a cutoff to treat somebody. So that's the first part. 
 
The second part is what treatments to use. There is no role for chemotherapy, in my opinion. I 
think most of us have moved on. There are still a few places in the country that are doing clinical 
trials with chemo-immunotherapy, or chemotherapy like FC. But I don't necessarily agree with 
that approach. I feel that we can do better and almost the same without chemotherapy. And 
that's why I don't use chemotherapy personally. And there's data to back that up. In terms of 
what I would use, would I use venetoclax, would I use acalabrutinib (Calquence), would I use a 
time-limited option or indefinite option? Those are very tricky questions, and it all depends on 
what the patient preference is, what the insurance issues are, what the comorbid conditions are. 
Does the patient have a history of heart disease? Are they on blood thinners? Are they on 
different other drugs, which can make it more difficult for one agent? 
 
All of these factors go into the decision that I make with my patient. And hopefully both of us can 
participate in that decision, are comfortable with that decision, and that gives you a patient who 
is compliant with treatment, and hopefully will have the best outcome. But there is no one-size-
fits-all, at this point. There is no standard number one, number two, number three in the CLL 
space. And I think it's a lot of opinion at this point. This is exactly why if you have an opportunity 
to enroll in a clinical trial, that should always be the first priority because most clinical trials are 
trying to address this issue of how we should do one by one, or we should do all the things 
together and then stop. All of these questions need to be addressed in our view. So good 
problem to have, but that's why participation on a clinical trial is the key. 

Andrew Schorr: Right. Some of you are aware we have trials going on with ibrutinib and 
venetoclax together. Sometimes adding, I don't know whether it's obinutuzumab or rituximab, 
but with a CD20, a combination therapy just like we had with FCR or BR, so there's work going 
on and that's a discussion for you and your doctor. So, Nicole, just lastly about treatment. That's 
sort of - you'd agree, it's a discussion with your doctor. Would you want treatment where you 
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could be treated for a finite amount of time and stop, or would you continue in what is your 
medical situation as far as other side effects or comorbidities you need to be aware of, right? 

Dr. Lamanna: I think that what's great is the therapies are so good now, which is wonderful. In 
that now it's not necessarily just of course, guidance under your physician, but also patients 
have some options that they can participate in that are whether or not depending upon their 
social circumstances, this is something that they can go back and forth to the center very often, 
depending upon the drug that's offered. Their personal needs in addition to choices of time-
limited therapy versus chronic continuous therapy, some of the combination therapies, there's a 
lot more work upfront for the patient and the physician for monitoring of blood work and things 
like that, but it may pay off in the sense that they're only going to be on X combination for a 
period of time. 
 
So, they may have some more potential toxicities in the shorter term, but they'll be off of therapy 
like you were with FCR or some chronic continuous therapies with like BTK inhibitor, definitely 
easier to do and less follow-up. And so that might be very, very nice and appealing to somebody 
who really doesn't have the ability to come back and forth all the time to see their physician or 
have other issues. And then of course we always take into account co-morbidities because each 
of these therapies have slightly different nuances in terms of side effects, renal function issues 
or cardiac issues. And so, we'll certainly of course, talk to them, talk to our patients about those 
issues there, where that may bias, or we may talk about whether or not one drug is preferable 
over another drug for a patient. But patients have great options now. 
 
And so, the conversations are a lot longer and patients have more options. So, it's a wonderful 
problem to have as we develop more therapies and are trying to navigate what ultimately might 
be the best approach for CLL patients in general, but, but as Dr. Awan said, there's not one-
size-fits-all. And so, we there's not one necessarily better... We haven't proven that one strategy 
is yet better than another. And so that's why we have these wonderful options for our patients. 

Andrew Schorr: Esther, that question from Ruth, not our daughter, Ruth. 

Esther Schorr: That's not our daughter, but this is a really good additional question. She says 
she's currently on Imbruvica at a particular dose, and she has been for about two years. What 
she wants to know is, is it now safe to reduce the dosage because all her blood work is in 
normal range? So, she's come to a sort of normal parity by being on this drug and what I'm 
reading into this, is at some point, does it make sense to have less or stop the treatment? 

Andrew Schorr: Farrukh? 

Dr. Awan: Yeah. Great question. So, we don't know the answer to that question. There's no 
data to support that approach. We know for a fact that patients who are on ibrutinib continue to 
benefit and have a deeper remission even beyond two years. So the disease burden inside the 
bone marrow, inside the spleen, inside the lymph nodes continue to diminish the longer you're 
on ibrutinib. Starting at a low dose and increasing the dose, there is some data to support that 
approach, but starting at the full dose and decreasing the dose, I wouldn't recommend that 
unless there's side effects. 

Andrew Schorr: That's exactly what was she asked about. 
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Esther Schorr: Thank you. That was the question. 

Andrew Schorr: Okay. And then just one other question about treatment with the other 
direction you could go, the BCL-2 inhibitor venetoclax. Nicole, you were saying, well, so 
somebody could stop at some point. Okay, and I know sometimes there's this minimal residual 
disease testing and all that, but okay, how long are you finding people can stop? You have a 
wide panel of patients, so when they stop, does it go a really long time, short time, what's your 
experience so far? 

Dr. Lamanna: So, from the original MURANO data, so looking at the combination of venetoclax 
with a CD20 monoclonal antibody, our longest experience has been with venetoclax and 
rituximab in previously treated CLL. And then of course, obinutuzumab and venetoclax has 
been in the frontline setting. And we're maturing that data each year. And so, what we're finding 
is that there are folks who then can, so in the frontline, it's given as a 12-month duration and in 
the relapse setting, typically it's given for a two-year duration. And this data was actually re-
looked at even just a couple of months ago and presented. And so, there are patients who, 
when they're done with their treatment can be monitored for years off therapy. So, in other 
words, for the longest data, I'll just take venetoclax, rituximab because it's the longest follow-up 
we have. 
 
There are patients who can go easily two years before they might even have some detection, 
maybe that their disease might be coming back, but then they could be monitored for longer 
because they don't need treatment. So far, we're looking at five years where people may be 
monitored without needing therapy, at least in the relapse setting. The frontline settings a little 
bit more immature, but we're using, this is where we're looking at MRD. We're trying to figure 
out how to guide our therapy. But similar to chemo-immunotherapy, Andrew, when you got 
FCR, you were monitored for years after. So not everybody I'm sure, when you finished your 
therapy, even when your disease might've started coming back, you might not have needed 
treatment right away. We're looking for those kinds of long-term follow-up in our patients who 
receive some sort of venetoclax-based therapy that hopefully they can go off therapy and be 
monitored for years. 

Andrew Schorr: Right. I'll just a mention folks again, 25-year history. So, I was treated in 2000 
with FCR that she mentioned. I had no treatment for 17 years just monitoring, 17 years. And 
when I did then, because of a co-morbidity, I have another condition, I did obinutuzumab or 
Gazyva with steroids actually. And that was three years ago, and my CLL has remained 
relatively inactive since then. So, you kind of bop it on its head, but 17 years, I'll take that, right? 

Esther Schorr: Andrew, before you go on, I got to interrupt here because you just raised an 
opening for a question that I think a lot of people think about. Someone who's listening said, “Dr. 
Awan says that to participate in a clinical trial, if you can, why isn't it better to take a drug that's 
been tested and proven effective in a clinical trial already?” 

Dr. Lamanna: Oh, that's a great question. 

Andrew Schorr: If it's not broken, don't fix it. 

Dr. Awan: We'll try to answer this. So, Dr. Lamanna just said that venetoclax, rituximab and 
venetoclax, obinutuzumab is so good, perfectly reasonable option in the frontline setting. So, I'll 
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push back on this one a little bit. So, the two-year remission after venetoclax is exactly the same 
with acalabrutinib with ibrutinib, which means that yes, you stop treatment after some time, but 
two years later, how many people are without disease getting worse? It's exactly the same with 
all three drugs. Now, how many people are going to be in remission five years later? How many 
people are going to need the next treatment, 10 years down the road? It's probably going to be 
exactly the same. If the drug doesn't have side effect, then who cares if you have to take a pill a 
day or two pills a day versus, okay, fine, if you have side effects, it makes sense to stop and 
start and stop and start. 
 
My point is, CLL is not a sprint. CLL is not a hundred-meter dash. It's a marathon. You get 
diagnosed at 60 years of age, you have at least 20 years of life expectancy. We don't know 
what's going to happen when that cancer comes back after venetoclax or after ibrutinib or 
acalabrutinib. We're trying to gather that information of what the best approach is versus one, 
two and three. So, this is exactly the kind of question that CLL clinical trials are trying to address 
whether combining those drugs versus indefinite, is there really a difference? Without 
participating in clinical trials, I will not be able to answer this question, whether stop and start is 
better than continuous. That's a very simple question. Show me any evidence that taking 
ibrutinib or acalabrutinib for 10 years is any worse than stopping and starting venetoclax two or 
three times. 

Dr. Lamanna: Wait, we're not arguing. You said that they're very good options. I was just giving 
that example. We're not arguing. 

Andrew Schorr: I just want to throw in one thing, and that is cost. So, these drugs are not 
cheap. There's even research you all are involved in with ibrutinib and venetoclax. That won't be 
inexpensive, right? If it's approved that way. So, my point is, is that that argues a little bit for 
time-limited therapy, if you can have it, particularly, I used to have with one of the drugs I was 
taking, a $980 a month copay on Medicare part D, right. My insurance changed to commercial 
insurance because I took a job, and it went down to $25 a month. Wow. But I mean, who 
knows? So, these financial issues, I know you guys don't have to handle the insurance, 
somebody else does, but it's not insignificant. So, I just want to put that out there. Yes, go 
ahead. 

Dr. Lamanna: I just want to say, so what we're really trying to say is that it isn't one-size-fits-all, 
and we don't know that one approach is better than another. I think Dr. Awan and I probably 
have enough patients with CLL to know that patients may need more than one option or go 
through more than one treatment because of side effects or other issues or other things that 
happen. And so, our patients wind up, many of them do wind up being exposed to more than 
one therapy during their lifetime, but we do have these options and we haven't proven that 
sequential therapy. So being on a BTK inhibitor for many years versus a combination therapy, 
that's time limited, we haven't proven that one is better. 
 
So, the argument for clinical trials is to see how can we best serve the needs of our patients, is 
that certain subtypes might do better with one strategy versus another. And clinical trials need to 
do this, and this is how we've gotten some of these excellent therapies currently approved for 
our patients by being on a clinical trial. And so yeah, so both of us are very eager to have our 
patients participate in clinical trials to further what we're doing and get better drugs for our 
patients and better define what you're asking. 
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Andrew Schorr: Right. And I should just mention, as we wrap this up, I was in the phase II trial 
for FCR, and I received FCR 10 years before that three-drug combination was approved. Would 
I have had a 17-year remission, had I not had FCR, right? So, okay. Think about that. All right. 
Let's move on. So, Wendy is my friend from 20 years ago in Seattle. She sends me an email a 
couple of years ago, "Hey, I no longer live in Seattle. I live in the North Woods of British 
Columbia. And guess what? I've got CLL." So, she sent in a video question. Jordan, our 
technical director. Let's roll Wendy's question. 

Wendy Boehm: Hi, my name is Wendy Boehm. I'm from Seattle, Washington, and I retired to 
beautiful British Columbia about a decade ago. So, my questions are one, what are lymphoma 
fevers? Why do we get them? How dangerous are the scans? In addition to my annual CT scan, 
I'll now have had two CT scans and a PET scan in a six-week period. How painful are bone 
marrow biopsies? I'm quite anxious about this procedure. Thank you. 

Andrew Schorr: Okay. Nicole, do you want to take that? 

Esther Schorr: Triple hitter. 

Dr. Lamanna: These are all good questions. So, it sounds like Wendy, sounds like going 
through all this testing. So, in general, and obviously I can't speak to the specific circumstances. 
Obviously, we try to balance our rate or frequency of imaging in our CLL population. We don't 
typically do imaging routinely. I should say, I don't in my practice do imaging routinely in my 
patients, unless there's a reason. So, a targeted reason that there's a complaint or prior to 
initiating some form of therapy, so I kind of further delineate where the disease is from head to 
toe, areas that I can't feel on the outside to know how big and bulky particular lymph nodes 
might be as that may impact tumor lysis monitoring and things, depending upon the drugs we're 
using. Obviously, we're always trying to weigh that risk-benefit ratio about the frequency of 
imaging, and I understand the concern because here she's probably had, sounds like maybe 
some fevers and they did a pet scan because they're wanting to make sure that her disease 
isn't more aggressive or transformed to a more aggressive lymphoma. 
 
And that is important information. So, they might've got a CAT scan initially. And then again, I'm 
putting this together for her. And then maybe she had fevers and they're wondering, "Oh, maybe 
we need a PET scan. Let's make sure that her disease isn't more aggressive because that may 
change our treatment recommendations entirely." And so, I can understand her concern, but it 
sounded like maybe the doctors had a reason to do that. But certainly, we're always weighing 
the risk-benefit ratio of imaging and trying to be careful and considerate about imaging, but we 
don't do this typically all the time. 
 
Okay. Clinical trials is a different issue. I'm not going to lie. We do, do imaging on clinical trials 
that are more frequent for monitoring depending upon if this is a new drug and seeing how the 
drug is doing, but off a clinical trial, we're really doing this based on need, indication, treatment 
recommendation, so on and so forth. Now in terms of the bone marrow biopsy procedure, what 
can I say? I try to tell my patients when I'm doing a bone marrow that it's not pleasant, but it 
really shouldn't be unbearable. It takes me five to 10 minutes to do a bone marrow. And so, 
numbing up very well. I try to make this similar to an analogy of going to the dentist. 
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I know it's not quite the same, but if you're getting numbed up, we're going to numb you up and 
those who are very anxious sometimes taking a medicine prior to the procedure may help and 
you can talk to your physician about that to calm your nerves. And sometimes that's beneficial 
but honestly if you're somebody who does them very, very often, again, it shouldn't be 
unbearably painful. I'm not saying it's pleasant, but it really shouldn't be terrible. And usually the 
doctor walks you - I walk my patients through it as we're doing it. So that's what I can say in 
terms of. It shouldn't be a terrible thing. 

Andrew Schorr: Wendy don't stress out. The first bone marrow biopsy I had, the lady, the 
technician at MD Anderson, she believes in voodoo and she was talking to the bone marrow 
and it was such an odd experience. At the end, she said, "How much did it hurt? One to 10?" I 
said about a one. She said, "How could that be?" I said, because I was listening to your 
jabbering. 

Dr. Lamanna: And I think when you haven't had one, the unknown, so that first experience of 
not knowing what it is, is unnerving. And so that adds to the anxiety and the pain. Again, you 
walk them through it, then they go, "Oh, that was it." And I'm like, "Uh huh, that was it." So, it 
really shouldn't be a terrible thing. 

Esther Schorr: Anticipation is usually worse than the reality. 

Dr. Lamanna: I agree. 

Esther Schorr: It's probably true with a lot of things. So, I've never had one. 

Dr. Lamanna: I'm not trying to undermine; I'm just saying. 

Andrew Schorr: So, here's a question we got, Farrukh, from Janette. She said, "I heard of a 
multi-center study to see if they can do early detection of resistance to ibrutinib. What were the 
results in and what if one is resistant to ibrutinib? 

Dr. Awan: Yeah, so a couple of questions. So, this has been published. A lot of our work is 
already been published. Dr. Jennifer Woyach’s stuff is already published. So normally at the 
start of treatment with ibrutinib is resistant to ibrutinib. So, we were not able to detect any 
resistance in the population of patients with the CLL before starting ibrutinib. That's the first. 
Second point, typically resistance develops months after somebody has been on ibrutinib, and it 
only happens in a small percentage of patients. That the second point. Third point is, if you do 
develop resistance, that does not always mean that the disease will get worse. There are 
patients in which you can detect a resistance mutation, but the disease will still meander along, 
and it might take six, nine to 18 months before it becomes even clinically obvious. So, like for 
example, you will start noticing big lymph nodes or enlarged spleen or a high white count. 
 
So, it's a very it's not a on, off switch that gets turned on or off. There's a lot of nuances to the 
resistance testing. So, does checking everyone resistance at this point, does it make sense? 
The answer is absolutely not because it will be cost prohibitive. Most of the tests cost around 
two to $3,000. So, I'm very careful about that. Secondly, if you do have resistance to ibrutinib, 
then you should not take another BTK in the same generation. So, which means acalabrutinib or 
zanubrutinib (Brukinsa). So those should not be used because they bind at the same pocket 
where you develop resistance. Now we have at least two new agents. Again, this is why clinical 
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trials are important, ARQ 531 and LOXO-305, those are the two drugs that will bypass this 
resistance mechanism, but you'd still remain in the ibrutinib or the BTK class. 
 
These are the second-generation molecule. So, it's better to use them. There is no point if you 
get resistance to one first-generation drug, like ibrutinib, acalabrutinib, zanubrutinib to use the 
other one. So, you move to either another BTK inhibitor on a clinical trial, or you move to a BCL-
2 inhibitor, which is the venetoclax or similar drugs, which target BCL-2. So, you basically 
change trajectories or change pathways depending on availability to trials. And just one minor 
comment I would like to make, I'm very cost conscious. So the point that, Andrew, you raised, 
and I think one of the other people also raised is that MRD, this resistance testing is now being 
used as a tool to proceed to CAR T-cell therapy. Now, this is the argument for anyone, including 
you, CAR T-cell cost to the system is $2 million. 
 
And to the patient is $1 million, but if you argue that you have a 50, 60% chance of doing one 
treatment and curing the patient, is the cost justified? So, the point pf taking anything continuous 
$10,000 a month for the rest of your life in the bigger scheme of things, it's really not that much 
more than what we would ordinarily pay for a one-time curative option. So, the cost is a social 
question. Does our society, can we afford to pay for these drugs? That's a bigger question. Do 
we need to have regulation to bring the drug costs down? That's the issue. But just making a 
blanket statement that continuous is fine or time-limited is fine because of the cost, I think that's 
not looking at the whole picture because some of these curative therapies are going to be 
extremely expensive once they are approved. And right now, they're on clinical trials. 
 
So, the clinical trial for CAR T-cells are basically for patients who develop a BTK resistance or 
also for patients who don't get into a good response with ibrutinib and they can go straight to 
CAR T and potentially be cured. 

Andrew Schorr: Okay, we'll talk more about CAR T. And we have on our website that Esther 
mentioned, my friend, Larry Saltzman had for CLL CAR T, and we'll have Larry back on. He's a 
year out now and doing pretty well. We will talk more about this new generation of BTK’s, the 
ARQ, the LOXO, and we'll talk about that related to trials. Esther, you have a question before… 
So, we're getting towards the end. 

Esther Schorr: We're getting toward the end. Yeah, this is from our listener today, Lydia, and 
she has a really good question. She said, “I'm 52. Will I live a long time with this very scary 
disease? Anxiety is my biggest problem in regards to my CLL.” So, Lydia, I'm going to let the 
doctor's answer, but for patients and for care partners, I want to hear this answer. So good 
question. 

Andrew Schorr: Nicole? 

Dr. Lamanna: Obviously, for something that's very new, and especially for a chronic illness 
such as CLL, I think it's very anxiety provoking the first year or two. So I think that it's something 
that the more time you have it, a little bit time is on your side in the sense that you get used to 
what it means to be living with CLL. And that's what I'd like you to think about it is living with 
CLL. As Dr. Awan alluded to, there's been a lot of progress made with this disease and a lot of 
therapies that have been approved that have really pushed the envelope, extended survival, 
patients are doing wonderful and could go from one agent to another agent. 
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So yes, we think you're going to do very, very well. But it is completely normal when you're first 
diagnosed for the first year or two to have a lot of anxiety. Seek support, seek other folks who 
are going through this, as being part of this Patient Power, obviously, there's a lot of support 
available to the patients and your team. And your caregivers become an extension of your team 
as well, because oftentimes you're with your physician for years, hopefully, and they become a 
part of your family. So, there is good hope and good reasons for hope given what we're doing. 
As we just noted, there are new generations of drugs that are not yet FDA approved that we're 
working on in clinical development that give one, and yet another drug we can use for patients 
who might develop a BTK resistance or other resistant mechanisms that are evolving. 
 
But patients are doing well with CLL. So, there's a lot of good opportunities. And if you don't 
need therapy, that active observation and living with CLL is a great group to be in as we evolve 
everything that's going on. So, there's a lot of hope. 

Andrew Schorr: Two things I wanted to say. So, when Esther and I found out I was diagnosed 
in 1996 with CLL, there was a wonderful woman who led a list serve, very primitive before much 
on the Internet. “Granny Barb” Lackritz. And we got her on the phone, and we said, "Can we talk 
to her?" She was in St. Louis. And she said to Esther and I, that spring night in Seattle, she 
said, "Chill out. You're going to be okay." And so, I would say that to each of you and Lydia who 
may be quite anxious and Wendy, who's been anxious up there in British Columbia is we get to 
interview these doctors all the time and there's so much progress. And then in my own 
experience, not everybody has the same journey. So, I'd say that. And then one of the things I'd 
say about caregivers, Nicole, Esther, you came with me to my visit with Dr. Kipps a week or so 
ago on FaceTime. So, she wasn't allowed in the clinic, but she was in the room. And Esther that 
worked pretty well. 

Esther Schorr: Yeah. I highly recommend that if your medical team, your specialist is game, 
and I think I can say that the vast majority given the situation now would be, I've found it very 
comforting. I could even ask my own questions and say, "Andrew, be quiet. I want to ask Dr. 
Kipps a question." We're all so disconnected right now, but if you're a care partner, you're part 
of the journey, and as Dr. Lamanna said, and so whatever active role you want to take in asking 
questions, you should. And if you have the opportunity to plug in virtually in some of these 
things, I absolutely think it's a great thing. 

Andrew Schorr: Great. And the same with video visits. When I've done video visits, Esther's 
right there in the chair and we're all talking. It's a long-term relationship. Some of you know the 
Yiddish word “schmoozing”. Okay. Nicole does because she's in New York [inaudible] all the 
time. So anyway, but my point is we have a long-term relationship with our doctors. And so, 
you're on a journey and that's exactly what we're going to be talking about with Steven Coutre 
from Stanford and Debbie Stephens from Utah. Next week is your long-term plan. Because as 
Nicole just said, it is a long-term plan, right? Okay. Nicole graciously said, she'll answer other 
questions via email. We'll post them on our website. Farrukh, stay warm. All the best to you. I'm 
glad your power is not out in Dallas and all the best to the people who were in the frigid part of 
the US or wherever you are. 

Esther Schorr: Can I add one other thing too? 

Andrew Schorr: Yes, ma'am. 
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Esther Schorr: There is an email that is comments@patientpower.info. And I have the 
wonderful honor of looking at that a few times a week and routing questions. If I can't answer 
them or point somebody to information, I can send it to Dr. Awan, Dr. Lamanna. Please, if you 
didn't get your question answered, we're going to try to route some of those already. But if 
something occurs to you after this program, send it to comments@patientpower.info and we'll 
do the best we can on our team to get your questions answered. 

Andrew Schorr: Right. I want to thank AbbVie and Genentech for supporting this educational 
effort. They're supporting a lot during this year, and I'm very grateful. I'm Andrew Schorr, and 
you are? Who are you? 

Esther Schorr: Esther Schorr. And don't forget that- 

Andrew Schorr: Knowledge can be the best medicine of all. We'll see you. Bye-bye. 

Esther Schorr: Thanks everybody. 

Andrew Schorr: Bye. 
 


