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Andrew Schorr: 
Hello, from San Diego. I'm Andrew Schorr with Patient Power, and we are next door to the big convention center where 
they've been meeting for days, the American Society of Hematology meeting where they create news, really, all the latest 
research for blood-related conditions and most specifically blood-related cancers like chronic lymphocytic leukemia that 
I've had for 22 years, and if you're watching maybe you or a loved one who has that. And I'm with? 

Esther Schorr:  
Esther Schorr. And I've been with it for 22 years as well. So, I'm as interested as anybody else about what's new. 

Andrew Schorr:  
And this is a positive story for people who are living with CLL, and wouldn't it be great if it can be cured? But certainly we 
want to have people live a full life, and there are more and more tools to do that. We have an expert panel with us. I will 
start to introduce them, but I want them to say their titles and where they're from and their institution. So, Nicole Lamanna 
maybe you've seen before. Nicole, you're where and what's your title these days? 

Dr. Lamanna:  
Columbia University, New York. The title's not that fancy, Associate Professor. I'm not sure that's relevant, CLL doc. That's 
more relevant. 

Andrew Schorr:  
And, Jeff? 

Dr. Sharman:  
My name's Jeff Sharman. I'm actually in community practice in Eugene, Oregon, and I serve as the medical director of 
hematology research for an organization called US Oncology.  

Dr. Lamanna:  
You have a fancier title. 

Andrew Schorr:  
Jeff, it's all over the country, right? 



 

Dr. Sharman:  
Yeah.  

Andrew Schorr:  
Right. Okay, and then here's our friend Lee Swanson who's been doing interviews for Patient Power, but, Lee, you've been 
living with CLL for how long? 

Lee Swanson:  
Eleven years almost 12. 2007. 

Andrew Schorr:  
And you've had to make smart choices even here in San Diego to have the right doctor that you felt comfortable with, and, 
ultimately, that led to you being in a clinical trial, right? 

Lee Swanson:  
That's true. Yeah. 

Andrew Schorr:  
And he's been doing well. Now we're going to talk about the trial that he's been in fits in with some of the data that's been 
discussed here. So, should we get on with the news? 

Esther Schorr:  
Yeah. What we really want to know is what has got you guys excited about what you're hearing at ASH this year, especially 
versus last year, because there were some cool things last year as well? What's the update? 

Dr. Lamanna:  
Well, there are lots of updates. I think for a highlight probably not very new news for folks who do CLL but finally some 
presentations comparing chemoimmunotherapy to ibrutinib (Imbruvica). And, again, not surprising to some of us but 
obviously the data really finally highlighting randomized data, large sets of patients looking at chemoimmunotherapy 
versus an ibrutinib or ibrutinib and rituximab (Rituxan), again, highlighting the importance of ibrutinib as front line therapy. 
And so I think as a major take-home I think we're gonna be for the majority seeing probably less chemoimmunotherapy, 
although there are subsets that I think it's certainly still relevant for, but I think these were nice, randomized studies really 
highlighting the impact of Ibrutinib as frontline therapy, whether you're old or young and whether you have high-risk 
features or not. 

Esther Schorr:  
So, cutting out chemotherapy as a frontline? 

Dr. Lamanna:  
For the majority. I think there are still a subset of patients, if they have favorable disease characteristics, they're mutated, I 
think chemoimmunotherapy is still a relevant conversation for that subset of patients. But I really think that finally this is 
the data that many oncologists were looking for is just randomized data showing is this better than chemoimmunotherapy, 
that unanswered question for years, even if we were adopting it differently in different practices? This really was finally 
data that was put out there. 

Andrew Schorr:  
Let's just be a little more specific. Patients for years have heard about FCR or BR, so being cyclophosphamide and 
rituximab. That's that chemo. 

Dr. Lamanna:  
One chemoimmunotherapy. 

Andrew Schorr:  
Another one would be bendamustine (Treanda) and rituximab. Okay, so that's FCR or BR. Are you saying now we're talking 
about IR for example? 



Dr. Lamanna:  
If you look at the data a little bit more closely, the question of whether or not monoclonal antibodies such as rituximab 
adds a significant impact to ibrutinib therapy. And so I think that many of us feel that adding rituximab to ibrutinib may not 
add that much. And so some of these randomized studies that looked at bendamustine-rituximab versus ibrutinib versus 
ibrutinib-rituximab that there was really no different between the ibrutinib and the ibrutinib-rituximab arms. I think that 
many of us don't feel that you necessarily need the rituximab as part of ibrutinib therapy. They were both equally 
efficacious. 

Andrew Schorr:  
And there's more. Other studies, there were a lot of studies coming out, so what else, Jeff? 

Dr. Sharman:  
I would actually say this is the year for CLL. I've been coming to ASH for 15 years or so, and every year sometimes it's good 
for one cancer. And other cancers, there's not a whole lot new, and you get back to your practice and people say what's 
new? CLL has had a great year, and to echo Nicole's comments, a lot of questions have been answered regarding correct 
frontline management of CLL. To sort of piggyback from what you said, when we do clinical trials, there are different goals 
of why you do a clinical trial. Sometimes it's to answer what's the best way to do something. Sometimes you're trying to 
answer can I get this drug approved and get access to patients?  
 
And so, one of the studies that had been out there for a long time was ibrutinib versus chlorambucil. I almost kind of feel 
like that study was verging on unethical. I think we knew what the results were gonna be, and you want some measure of 
equipoise, some uncertainty like you might not necessarily know what the outcome's gonna do. That's why you do the 
experiment, but ibrutinib had never been compared to what we would call real therapy and chlorambucil sort of being 
almost not a real therapy. So, bendamustine, rituximab, fludarabine (Fludara), cyclophosphamide (Cytoxan), rituximab, 
really the regiments you have been using over the last 10 years to say, oh, we're gonna get your CLL under remission, this 
now puts in a real clean head to head situation.  
 
When you do that, there are a lot of sub questions you can answer, and you were talking about maybe there's some 
subgroups and so forth. I don't want to get too technical, but I think there's value in highlighting some of these, because I 
think you've got a pretty sophisticated audience. One of the big dividing lines in CLL is whether you are what we call 
mutated or un-mutated. It has to do with what we call the b cell receptor. Sometimes you see it referred to as IgVH 
mutation analysis, but the patients who are mutated tend to have better outcomes. The patients who are unmutated tend 
to have less good outcomes. When I say less good outcomes, the chemotherapies can still get the disease into remission, 
but oftentimes those remissions aren't as long-lasting. So, I think it's very clear that novel agents, such as ibrutinib, in those 
patients who are unmutated, it's hard for me to justify using chemoimmunotherapy in a patient who's got un-mutated B-
cell receptor. 

Dr. Lamanna:  
Agreed. 

Dr. Sharman:  
Conversely, in the mutated population the question is those patients are going to oftentimes get a better response to 
chemoimmunotherapy than their unmutated counterparts. So, there may be a closer approximation there. There are two 
main frontline studies: ibrutinib-rituximab versus FCR, and then ibrutinib against BR versus ibrutinib-rituximab. We 
haven't seen the ibrutinib-rituximab versus FCR. That comes out tomorrow morning, but really in all groups, advantage 
ibrutinib. Who would you give FCR to anymore? Boy, that's a small group of very young, very fit, very robust patients who 
are committed to a short duration therapy who have the most favorable molecular features. That's the only group where I 
would use it. 

Andrew Schorr:  
I just want to get Lee's impression for a minute. Lee, you've been also doing interviews as well as living with CLL. How does 
this sound to you and from what you've been hearing in other interviews? 

Lee Swanson:  
Well, I think it's good news all the way around. If you can avoid chemotherapy, that's good.  



Andrew Schorr:  
You had FCR. 

Lee Swanson:  
I did. And on the other hand you know going into FCR it's a six-month regimen, and you're out. If you're on ibrutinib now 
instead frontline, are you there forever? 

Dr. Lamanna:  
I think that there are obviously many questions this raises. Obviously, we're gonna talk a little bit more about indefinite 
therapy versus not. I think what Jeff and I are really just saying is this is at least the first real randomized data showing the 
importance of a BTK inhibitor or Ibrutinib in this case versus chemoimmunotherapy. So, when we look at these therapies, 
obviously, like Jeff said, there was a lot of data and presentations that made this year extremely exciting for CLL at ASH 
like it did many years ago when Ibrutinib first got approved. So, we have, obviously, a lot of exciting combinations and 
things that are going on, but at least this was some maturity of data that we had of ibrutinib versus chemoimmunotherapy.  
 
Will that stay that way? No, I don't necessarily think it will, but at least I think it solidifies that the novel agents, there are 
better responses. And chemoimmunotherapy is fading a little bit more in the background with maybe some very select 
groups. What Jeff was highlighting about the mutational status is very important for patients to know, because I think 
many of us had already felt that data participating in these clinical trials that those individuals really shouldn't be treated 
with just chemoimmunotherapy that the un-mutated IgVH patients really should be treated with novel agents. And so 
that's very an important take-home point. 

Esther Schorr:  
So, for kind of the uninitiated or the novice new patients of CLL. 

Dr. Lamanna:  
We always talk about 17P, but it's also the mutated or unmutated. 

Andrew Schorr:  
You are going to have questions, and we'll get to some a little later in this group. We're gonna go 45 minutes or so. 

Esther Schorr:  
We already have some questions. 

Andrew Schorr:  
Oh, we've already got some. And we're gonna get to those, but I want to get to more of the news too. So, if you have a 
question, send it to questions@patientpower.info. 

Esther Schorr:  
And it will come to us. 

Andrew Schorr:  
Yeah, we'll get it, and then we'll triage it, do as many as we can. We have a lot of ongoing CLL programs. If you don't have 
CLL and you're watching and saying what's going on at ASH, we have done other daily wrap-ups. There was one the other 
day that focused on MPNs and the replay is on the patientpower.info site. Probably tomorrow we'll publish the one that we 
specifically discussed multiple myeloma. We've done interviews in AML. In Hodgkin lymphoma, we've done lots of 
interviews. Lee, we did some in T cell, peripheral T-cell lymphoma, follicular lymphoma. We had Dr. Wong who's so excited 
in mantle cell lymphoma, so it'll all be there in the Patient Power website. We're gonna have sort of a focus on CLL 
questions at patientpower.info. Here's my next thing I want to discuss. Combinations. We've had these combinations F and 
C, and then FCR or BR. Now we have this I maybe with R, but also this man received Venclexta or venetoclax, right, in a 
trial called the MURANO trial. And that's enabled him to stop therapy right now. That's what we had with FCR-BR. You 
have it, and then you're done. Hopefully, a long remission, I had 17 years, yay, very long remission. So, what about that I 
mean because these pills are expensive? Where are we headed with that? 

Dr. Lamanna:  
This is very exciting data. And since you're part of it, thank you for participating in a clinical trial, because we can't thank 
patients enough for doing that ,because that's how you move the field forward and answer many of these questions. 
Clearly, this was an update, so it wasn't that the study is new. The MURANO data was presented before, but, clearly, this 



was an update looking at three-year data. And so this was a relapsed trial, so patients who had already been treated for 
their CLL. 

Andrew Schorr:  
We had FCR, six heaters, and then had Rituxan and then venetoclax. 

Dr. Lamanna:  
Correct. This was looking at patients who were randomized to receive either venetoclax and rituximab versus 
bendamustine and rituximab. And the data was overwhelmingly favorable for the venetoclax and rituximab both in 
responses and progression-free survival. Then there was this sense of can patients get deep levels of response and be in 
not just regular routine response criteria when we think about patients in remission but also to deeper level where we 
detect very few residual leukemia cells? And what does that mean? How to interpret that data and then stay, as you know, 
you received for only 24 months the venetoclax was stopped.  
 
So, instead of indefinitely staying on an oral therapy like ibrutinib for a prolonged period of time until you either have a side 
effect or you progress but having a finite period of time on an oral therapy, stopping the treatment, and then being 
monitored. And then having the ability if the disease comes back again, the protocol was amended to allow patients to 
reinitiate therapy. This is really exciting data, and, obviously, when we talk about doublets and triplets and different 
combinations whether or not we can utilize data like this and have patients not have to from a cost perspective or even a 
toxicity perspective be on indefinite oral therapy. Can we give patients a break similar to—and, again, this is different—to 
chemoimmunotherapy when you add FCR?  
 
You had six months of treatment. You were done, right? You were monitored until the disease progressed again until you 
re-needed therapy again. Can we do that in the light of the oral therapies but maybe even get to a depth of remission that's 
even finer, because now technology has gotten incredibly more sensitive. Can we get better and really look at that data 
and inform proper decision-making about depending upon the patients disease characteristics, do we need X amount of 
therapy, or should we have this go on for 18 months, 24 months, 12 months and then allow people to have a drug-free 
period. and then can they reintroduce the same drug later on if they progress and be sensitive again to the same agents? 

Andrew Schorr:  
This man is a year-and-a-half out now, no medicine. 

Lee Swanson:  
More than that, yeah. 

Andrew Schorr:  
No medicine. 

Esther Schorr:  
But if you end up going in that direction and there's a gap, you treat it, you're not treated, you're monitored, do you then 
need to go through? Would you need to then go through the testing again to see if something's changed in the type? 

Dr. Lamanna:  
Yeah, absolutely. I mean, I think that's important, right? So, not only are we trying to detect when the disease comes back 
again, is the same, right? So, exactly. I think that's important to look at. What we're learning by capturing this data on a trial 
such as the MURANO trial is how long will that response duration last? And I think John Seamore really presented data 
showing about the detection of different levels of these of these leukemia cells regarding minimal residual disease, and 
how long would that last? I think, obviously, we need longer follow-up, but it gives us a little bit instruction, I think, about 
how comfortable we are about, perhaps, doing time-limited duration. 

Andrew Schorr:  
Okay. I've got the obvious question for you, Dr. Sharman, and that is in this alphabet soup where we give initial letters to 
these. So, we have FCR-BR, and we talked about the power of ibrutinib. And this man is on a holiday for hopefully a long 
time having had Rituxan and venetoclax. What about IV? Not IV in your arm but ibrutinib and venetoclax. 



Dr. Sharman:  
I know exactly what you're talking about. Before I answer that question, there's a very simple point I want to make that I 
think would be useful. I cannot as of today envision a situation where a patient who's previously had chemotherapy would 
be appropriate for retreatment with chemotherapy. 

Andrew Schorr:  
And that's changed. 

Dr. Sharman:  
That's a change. For the people who are listening, if somebody's saying, yeah, we gave you FCR before, we're gonna give 
you BR, that to me would be a red flag just in very simple terms. Do you agree with that, Nicole? 

Dr. Lamanna:  
Are you putting me on the spot? 

Dr. Sharman:  
I'm putting you on the spot. 

Dr. Lamanna:  
I'm just kidding. Yeah. I think that's a fair statement. 

Esther Schorr:  
The chemo wouldn't be used twice in all these. 

Dr. Sharman:  
No. 

Dr. Lamanna:  
We did do that years ago, but we didn't have anything else. It's changing. 

Dr. Sharman:  
It's changing but moving here forward. You asked about IV, Ibrutinib in combination with venetoclax. Very exciting, 
provocative data that we've seen with this combination. It's got a lot of ways to appeal to you. It's an all-oral regimen. By 
and large, the medications are pretty well tolerated, and in terms of how they work it may be that both of them work 
together better than either of them apart—this thing we call synergy. There could be an enhancement that one helps the 
other work better than it would have if it were alone. So, there are a lot of reasons to think that this could be a particularly 
exciting regimen. Here's the problem.  
 
The way drugs get developed oftentimes you can't begin to start doing clinical trials and experiments until both drugs are 
approved and you start putting them together. There's a big gap in the data not in terms of time. What I mean by this is I 
don't necessarily envision that this combination's gonna be approved by the FDA until some very important studies are 
done, and I worry about how long it's gonna take to get those done. It may be the FDA will squeak something through, but I 
don't necessarily see the route by which that's gonna happen. I think we may be in a gap of time between where we see 
very exciting data and when we'll be able to write a prescription for this. 

Dr. Lamanna:  
Okay I'm gonna put you on the spot. Would you recommend to do this now? 

Dr. Sharman:  
You're going to put me on the spot. This isn't the only biologic doublet.  

Dr. Lamanna:  
You're eeking out of it. 

Dr. Sharman:  
I'm eeking out of it. You said, well, maybe ibrutinib-rituximab. I actually want to kibosh that. I don't think you put rituximab 
together with ibrutinib. I think we've got two good quality studies that say not worth it. We don't know if obinutuzumab 
(Gazyva) adds to ibrutinib. That's likely going to be approved, and if docs were gonna do that, I could understand that. We'll 



have some data on that in another 18 months that will answer that question, but the biologic doublet that isn't presented 
at ASH—it is the elephant in the room—it's the combination of obinutuzumab with venetoclax. 

Esther Schorr:  
What you previously presented but more mature. 

Dr. Sharman:  
Yes. We've seen data on it, but it's been in those early things. What we thought might be presented here and for some 
technical reasons it's not going to is a randomized, Phase III study that will almost undoubtedly read out positive. I think we 
know that that's gonna be the case. That's a biologic doublet that will be approved by the FDA, or at least I'm assuming it 
will in the relatively near term. That's a very appealing regimen, because in contrast in rituximab to ibrutinib or CD20 to 
Ibrutinib where I'm not really clear there's a benefit, it really does look like adding a CD20 to a Bcl-2 inhibitor could be very 
helpful. 

Andrew Schorr:  
What's the combo? I just want to be clear on what is it, the one you're talking about? 

Dr. Sharman:  
You took rituximab-venetoclax, and that was a study designed for the relapsed-refractory setting. And in the frontline 
setting, there's going to be a trial that looks at Gazyva or obinutuzumab in combination with venetoclax. I think we'll see 
data on that very soon, and that's a biologic doublet that I would feel comfortable doing. 

Dr. Lamanna:  
Right. It may not be we're excited about ibrutinib and venetoclax, but there are other doublets such as venetoclax and a 
CD20 antibody that are going to be just as exciting too. So, we have to wait for more mature data, but there are other 
doublets.  

Andrew Schorr:  
We're getting questions. This one is appropriate now. 

Esther Schorr:  
This seems like a great question from Nancy. Thank you, Nancy. She was just recently diagnosed and has not yet had the 
discussion about a treatment plan, but her question is does all this new information and these new possibilities of 
treatment now change the landscape of watch and wait or watch and worry? That is does it mean that now patients should 
be asking should I be treated sooner? 

Dr. Sharman:  
I'll take the first stab at that one. When I talk with patients and I meet them for the first time, I kind of say there's a rule of 
thirds. One-third of patients may need me to do something for them in the near term—something in the next six to 12 
months. One-third may need therapy at some point, but it could be well down the road. And there's a third of patients who 
may not ever or won't need treatment for years to come. As of now, the rules haven't changed for when you start 
treatment. New drugs, super great, I think so. But remember, everything we do has side effects. Everything we do has risks. 
And if your CLL is not causing problems, I don't think you jump the gun.  

Esther Schorr:  
Agreed. I think that if we had a way to identify, we always talk about the patients who are either going to need treatment. If 
we had an indefinable blood test that knew that that one-quarter to one-third of patients who never need treatment for 
the CLL if we knew that and could do that blood test and say, see you, that'd be great. 

Dr. Lamanna:  
That would be great, but we don't. So, right now starting therapy on somebody who doesn't otherwise meet those same 
indications that we are, unfortunately, still relying on, there's exposing them early. We don't know what means causing 
them perhaps undo toxicity even with these new therapies that are generally very well tolerated, but they all potentially 
still have side effects. There's no need for that. There is a study that was close to accrual looking at whether or not one of 
these novel agents in high-risk patients starting them early versus traditional watch and wait may benefit them in the long 
run. That data hasn't been presented, and we'll have to wait and see. 



Esther Schorr:  
What I'm hearing is unless there are, as it's always been in the past, some real high-risk indicators that you need to be 
treated now, if you don't have that, there's no reason to accelerate it. 

Dr. Lamanna:  
Correct. Even based on great therapies. Not yet. 

Esther Schorr:  
You have to watch and wait, which is incredibly annoying, but it is what it is. 

Dr. Sharman:  
Watch and worry. 

Dr. Lamanna:  
Agreed. 

Andrew Schorr:  
I hope this is striking you what they're saying, because, look, you don't know how long your drug holiday will last. But yet 
they're talking about new combinations. Does this give you comfort? 

Lee Swanson:  
Yeah, I think so. The fact that six years after chemotherapy there was a new drug, a new possibility, was good news to me. 
And without being flippant about it, if there is now a different flavor of the month somewhere forward or because of a 
combination that's gonna be as effective or more so, that's a good thing. 

Andrew Schorr:  
We sort of keep kind of bopping it on its head but with fewer side effects and go on with our lives. So, that leads me to 
drugs that are in development. There are other drugs in the same class at least as far as ibrutinib. One was approved, and 
there are others coming with another, different side effect profile. Certainly, there have been people who've been on 
ibrutinib where after a while it just had issues for them. Where are we with newer drugs in the class? 

Dr. Lamanna:  
There are, obviously, many that are being evaluated, and as you noted, one was just recently approved. Clearly, we're 
hoping, and we're still waiting on some randomized data. Many of these have been randomized head to head with ibrutinib. 
So, we're waiting to see that, A, obviously, we believe these agents will have the same responses to ibrutinib, but will they 
have less side effects? And will the side effect profiles be better? That being said, obviously, there are many patients and 
many of you may be on ibrutinib. If you're doing well, then you're going to likely just continue ibrutinib, because you're 
doing well.  
 
But there are many patients who do come off for side effect reasons, and those are patients who might be able then to 
switch to one of these second generations, so to speak, that may have less side effects or to an alternative B-cell receptor 
agent as well. So, maybe even a PI-3 kinase inhibitor. I guess the advantage is Ibrutinib's first to market, fantastic drug, but 
clearly, if we can improve upon the side effect profiles of even the readily available agents and they have less side effects, 
that gives opportunities for patients to have more than one agent available to them, which is fantastic. 

Andrew Schorr:  
Jeff, there's a really strong pipeline in CLL, isn't there? 

Dr. Lamanna:  
There's a really strong pipeline. 

Andrew Schorr:  
You're both involved in research. Does that mean that if this drug, we develop resistance to it, there may be another way 
around it to go not that cancer cell on the head, or there may be a slightly different molecule on the same class that works 
better for us? 



Dr. Sharman:  
I would answer that by at least starting with the discussion about acalabrutinib (Calquence). Acalabrutinib is not approved 
in CLL currently but is approved in mantle cell lymphoma. And some of our professional guideline societies suggest that if a 
patient is having side effects on ibrutinib that would make you think to stop that patient, that may be a patient suitable for 
ibrutinib. 

Andrew Schorr:  
Acalabrutinib. 

Dr. Sharman:  
Yeah, acalabrutinib. And on the basis of that endorsement in what we call the NCCN, National Comprehensive Cancer 
Network, we can oftentimes get access to acalabrutinib for such a patient even when it's not approved. I would say the vast 
majority of patients do just fine on ibrutinib. In the frontline study that we saw in the plenary session, we saw that at the 
three-year mark, about two-thirds of patients were still on the ibrutinib. That raises the question about that other third. 
Some of them are for either disease progression, but there are a number of patients who stop for tolerance issues. I would 
hate for patients to stop for tolerance issues and not switch to acalabrutinib or at least try it.  
 
My own experience has shown that some of those patients can do just great on a different one. Now there's a second issue, 
which is not if it's an issue of tolerance. It's a what happens if this drug stops working? And the most common reason that 
we see a drug such as ibrutinib stop working is actually a change in the BTK protein. It says 41-Searing mutation. It's a very 
specific mutation in the protein, and to your point about pipeline, there are now drugs in development that can bypass that 
mutation and potentially restore the benefit of going after BTK even when that mutation. If you have that mutation, 
acalabrutinib is not going to do anything good for you. Zanubrutinib is not going to do anything for you, because they all 
work at the same binding site. 

Esther Schorr:  
So, that's the justification for being retested if one drug? 

Dr. Lamanna:  
And because now we can test for these mutations. So, if somebody is really failing a BTK inhibitor like ibrutinib, you can 
test for this. And that would be important information because like Jeff was saying, you might be able to then switch to a 
more novel that circumvents this mutation and be able to then still be on a BTK inhibitor. And when we think about, which 
is a whole other can of worms, when we talk about how do we sequence these drugs? When you go from 
chemoimmunotherapy or combinations and how to get longevity, what we're trying to do is, obviously, provide patients 
with having a good quality of life, great response. We all want to cure the disease, but if these agents aren’t cured of yet, 
how do we make sure that we can then go from one agent to another agent to another agent and keep you guys 22 years 
later doing what you love to do?  
 
This is really important when we take this going forward. Like as Jeff suggested, it may not be switching all together if you 
can go from ibrutinib to acalabrutinib because you had a side effect, but you could still then go to acalabrutinib versus 
something else if you're not progressing. I think these are all very relevant questions. 

Andrew Schorr:  
I've got to throw into the discussion just while we're talking about news, I imagine there was some discussion of chimeric 
antigen receptor, T-cell experimentation for CLL as there's been from myeloma and is approved in certain lymphomas. We 
all know some people. We've heard about it a lot and talked about it—some people who've done well with CAR-T and some 
people who've passed away. So, where are we now with this as a big immunotherapy gun for CLL? 

Dr. Lamanna:  
You want me to start? 

Dr. Sharman:  
You want to start? 

Dr. Lamanna:  
Don't worry. We'll both put our two cents in. 



Dr. Sharman:  
Nicole and I have worked on a lot of projects together. CAR-T is kind of a nice, bright shiny object right now. And when I say 
nice, bright, shiny object, it captures a lot of the attention and thought and hope for a lot of patients with a lot of diseases. 
Hope is a weird medicine. You try to manage it right as a doctor and give dosages of hope where hope's supposed to be and 
not give too much hope, and CAR-T is a something that is really hard to manage in terms of knowing what to think about it. 
It is a new technology, fundamentally new technology that really didn't even exist in the imaginations of most of us as 
doctors until a small number of years ago. And in a relatively short period of time, it's a technology that is bringing some 
very impressive outcomes in some patients but not without significant risk in certain settings.  
 
The basic technology is as follows. I take part of your immune system out just almost like a dialysis-type procedure. It's a 
simple, one-day thing. I then ship off those cells to a laboratory where they use viruses, believe it or not, to reprogram that 
immune system. They put that immune system back into you just as a drip. They give you a little bit of chemotherapy 
beforehand for a very specific reason, and then that immune system goes and attacks the cancer. Some of the very first 
patients studied, the types of things that come out, I mean, just as a doc there are not very many times you just kind of drop 
your jar in medicine. But some of the early reports were that way. In CLL, some of the very early reports were actually in 
CLL.  

Dr. Lamanna:  
I was part of those. 

Dr. Sharman:  
Yeah, we'll get your sense on this in a little bit. Those early patients, I think, were a little bit misleading, because I think that 
as a technology there are some issues to be overcome in CLL that were easier to come at in some of the other diseases. We 
treat large cell lymphoma, acute lymphoblastic leukemia and so forth. So, CLL has lagged behind a little bit, and I think that 
it's going to be a while before we have approval in CLL. There are definitely a multitude of studies ongoing, and for as much 
optimism as it is, I think it's almost important to recognize that this is a treatment that if things don't go well, the treatment 
itself can cause people to pass away. It's a high risk, high reward, and we're working on diminishing the risks and improving 
the reward. 

Esther Schorr:  
Isn't that a little bit like when things started with transplants or in the early days? It was a lot of mortality when you're 
trying to figure out how to refine it. 

Dr. Lamanna:  
Absolutely. Now don't get me wrong. Jeff was saying CAR-T has actually been around a lot longer than the press, the shiny 
new object that really made its attention several years ago. There were a lot of iterations that went on in the beginning, 
and a lot of patients did not have the responses that we're seeing now. So, clearly, patients, don't get me wrong, there are 
some impressive results with CAR-T cell therapy. But depending upon, still we're tweaking and learning about how to 
mitigate some of the side effects with CAR-T cell. And given unlike acute lymphoblastic leukemia or even multiply relapsed 
acute large cell lymphoma, which they're approved for, there are a lot less treatment options available to those patients 
too. In CLL, we have all these newer therapies and options of therapies that for some individuals they've been on many, 
many years doing very, very well.  
 
Then the question is where is CAR-T cell gonna fit in, because right now their side effect profile is much higher? And you 
have all these wonderful therapies and combinations, so it pushes things out. I'm not saying that's the right answer either. 
It's just that I think that CAR-T cell should continue to be developed, but I think it's gonna be given that there are so many 
options right now for our CLL patients. I think there are certain individuals where CAR-T cell is very applicable for, and 
probably this will even supersede those individuals going to allogeneic stem cell transplant, which has also been pushed off, 
right?  
 
There are very few. I can count. I don’t know how many you've said on your handful for CLL in the recent years. Obviously, 
we don’t send very many patients even to transplant, so CAR-T will probably, obviously, supersede transplant for some of 
our very high-risk multiply relapsed patients. But perhaps like transplant, we know that it works poorly in our multiply 
relapsed patients. Should we move that up front, move it earlier? Obviously, there's an argument that CAR-T cells could be 
moved earlier in the course of our therapies for CLL patients who are extremely high risk. But, again, you're weighing the 



risk-benefit ratio. So, right now I think it's appropriate that these are still being studied as part of clinical trials and 
development until we learn more and make it safer. 

Esther Schorr:  
You're not gonna go to that first. 

Dr. Lamanna:  
You're not gonna go to that first. 

Andrew Schorr:  
There was something very memorable. Last night here at the conference or nearby there was a dinner, CLL Heroes, put on 
by Cure Magazine. Among the award winners were Dr. Brian Kauffman who's had a very rough go with CLL and transplant. 
He was on early studies in ibrutinib, and it did well for a while. But then he went ahead in Seattle and had CAR-T. He was 
doing pretty well, okay. At the same time, there was someone else that some people in the CLL community know, Lisa 
Minkove, who also was very sick. At the same time that Brian was getting CAR-T, she was, and she passed away while in the 
hospital there.  
 
We don't know yet who this is going to be right for. There were some women who followed Lisa in the women's group on 
Facebook, and one of the women got up. And she was in tears, and she was just saying should I need it, I hope CAR-T is 
gonna be there for me. I think we maybe agree we're hoping these drug therapies are lined up where there's always 
something for us. But we wonder is this the big gun that's in reserve and more perfected should we need it, like, a safety net 
sort of? 

Lee Swanson:  
You dream about your body being able to take care of itself, and if that's gonna work, well, that's great but not until then. 

Dr. Sharman:  
I was in a dialogue during some of the CAR-T session, and a couple of us were sort of saying CAR-T is a great option for 
about 2 to 3 percent of CLL patients for whom it's the right option. It may be the great thing, but it's a very narrow group of 
patients right now. What I might piggyback on though is I think you're getting excited about a much broader theme than 
just CAR-T, which is immunotherapy. I get asked every single day, you know, can't I get my immune system to fight this off? 
Well, you have a cancer in the immune system, but I think a properly directed immune system is really one of the most 
magical things to behold. And I think that CAR-T is one approach to get there. There's a tremendous amount of advertising 
on TV right now for other immunotherapies out there, things such as pembrolizumab (Keytruda) and nivolumab (Opdivo). I 
think it's fair to say that as of right now, it's hard to say that there's a role for that in CLL. It's been looked at. It's been 
studied, and I'm not really sure there's a signal there. But there are a multitude of other immunologic approaches that are 
being developed that I think warrant optimism. It'll be interesting to see how these move forward, but if the hope is to 
move forward with immunotherapy, there may be additional options. 

Andrew Schorr:  
We covered a lot. Did we hit the highlights? I want to take questions and fire them at you two. We covered the changes in 
frontline maybe, non-chemo kind of approaches. 

Esther Schorr:  
CAR-T and acalabrutinib. 

Andrew Schorr:  
And not retreating with chemo. We talked about that. We talked about CAR-T. We talked about drug holidays hopefully 
for a long time, right? So, any other big news you wanted to mention that you think before we start playing a game show 
here and start firing questions at you? 

Dr. Sharman:  
 You've done great. Let's move on to the questions. 

Andrew Schorr:  
Let's get on questions at patientpower.info. We'll do as many as we can. 



Esther Schorr:  
All right, so I've got a couple here already. This one is from Bella. And what she's asking is what is the chance of developing 
secondary cancers like myelofibrosis or others with these new CLL treatments? So, maybe you can clarify for some folks. 
Are the secondary cancers all that common for people who are treated for CLL now? And then the corollary question is 
with these new therapies, could that chance go down or up? 

Dr. Lamanna:  
I'll take the first stab at that. I think it's important that CLL patients know that they are at risk for other cancers, period, 
with or without treatments. I think that one of the take-home points that I know we've spoken about a lot and you guys, 
thankfully, have gotten the word out as well is that patients should be up to date on their cancer screening, because other 
cancers are potentially curative if caught early. So, skin cancer screening, colon cancer screening, things like that that are 
particularly relevant, patients should be up to date unless there's a time point that it's not necessary. Skin cancer screening 
I'm gonna argue probably should always be relevant. Colonoscopies we can argue about depending upon age and prior 
colonoscopies, but the point being is that there is a higher incidence of other cancers in CLL patients.  
 
Now with regards to a chemoimmunotherapy versus in light of newer therapies that we have, obviously, the signal for 
chemoimmunotherapy tended to be they were still at risk for development of solid tumor cancers as well. But there was a 
higher risk of myelodysplastic syndrome and other blood cancers, and that is true. So, a slight increase of other blood 
cancers with chemoimmunotherapy agents, small, but still very real, so that is absolutely true. I don't think we've really hit 
that now, obviously, shorter follow-up, although we do have about seven-year follow-up at least for ibrutinib data that 
there is no the same signal at least for the blood cancer. So, there doesn't appear to be an increased risk of the blood 
cancers at least with the novel agents as of yet. 

Andrew Schorr:  
We may go five minutes longer, so let's try to get through so more questions. 

Esther Schorr:  
Okay. Let's try this one. Why is the goal of achieving MRD-negative status very important if it doesn't last more than a 
couple of years anyway? Maybe the goal should be a supportive therapy and reducing the side effects, particularly for older 
patients. 

Dr. Sharman.  
I love it. That's a great question, and it actually captures a lot of the debate we've had in the field over the last number of 
years. 

Dr. Lamanna:  
I'm glad you got that immediately. It's very sophisticated when you say it. 

Dr. Sharman.  
Yeah, no, that's great. There has been a general principle that the deeper the response, the longer it lasts. Of course, we're 
not always right, but generally, the more cancer you get rid of, the longer you stay free from symptomatic cancer. And 
MRD, the analogy I use, it's when my wife asks me to go to the refrigerator and find something, and I don't find it. It's not 
that it's not there. I just didn't look hard enough. 

Esther Schorr:  
That was good. 

Dr. Sharman:  
You like that? So, MRD we should just say is a very good way of looking for very small amounts of cancer. You should with 
MRD testing be able to find one out of 10,000 cells as a CLL cell. It's a marker that really got its start when we were talking 
about chemoimmunotherapy, because chemoimmunotherapy we used to compare studies. And it was, well, my MRD is 
better than your MRD. So, this study, this is better than that, and that's how we argued in the field. We're actually getting 
very close in the field to a place where the FDA was going to accept that as proof that one therapy was better than another.  
 
And then along came ibrutinib, and ibrutinib is that other therapy that you talked about—that sort of slower, more chronic 
therapy. And, in fact, I think I probably have the longest treated Ibrutinib patient in the world just on the very first study. 



And she's been on therapy now for over ten years, and actually, she's still got visible CLL in her blood. I can see it, and it's 
been there for a long time. And she's doing just fine. Thank you very much. 

Dr. Lamanna:  
Just hanging out. 

Dr. Sharman: 
Just hanging out. And MRD went away, and then along came Venclexta or venetoclax, which actually does get very 
impressive rates of MRD negativity and once again introduces this idea that a fixed duration therapy can leave people free 
of symptomatic disease for a length of time. Now, I understand the concern is, well, if it only lasts for a couple of years. 
Well, for a patient with symptomatic CLL who gets a fixed duration therapy and is able to maintain multi-year remission 
without taking chemotherapy, that's progress in the field compared to where we were. MRD is back in vogue after being 
gone for a while, and I think a very reasonable question is how we're gonna use it in clinical practice, because I'm not totally 
sure I know the answer. 

Dr. Lamanna:  
Agreed. Well, that example was perfect, because I think what we're trying to say is it is important, because we may be able 
to do utilize this for patients where we really had to fine-tune some patient care with regards to therapies. But Jeff just 
gave a prime example of somebody who still has detectable disease but doing very well. We always go back to the phrase I 
always use is does one size fit all? Is that still the case? It may not be because you can have somebody who may do very well 
on single-agent therapy for years and be fine and have no side effects, and so why muck with that because they're doing 
great? Versus other people will need other therapy and so I think MRD is back, but we still have to learn how to use it and 
how to apply it. 

Andrew Schorr:  
You're having MRD testing, and right now it's very low, right? 

Lee Swanson:  
Yes. I came out of the MURANO trial MRD negative, and it's been now 20 months without any medication. It's back in the 
flow tests. It's back, but it's not to the point. 

Andrew Schorr:  
And you're living well? 

Lee Swanson:  
Yeah. 

Andrew Schorr:  
You're living well. 

Lee Swanson:  
Going on about my day. 

Esther Schorr:  
So, you're really talking about quality of life. If somebody's hanging around and there are some CLL cells in there but 
they're doing their daily activities, they're feeling good, so how are we going to use it? I'll take it one step further. Again, in 
the era of chemoimmunotherapy, we would treat, but then they would be observed. So, after six cycles of FCR, regardless 
of your response, you were monitored, if you got a complete remission or a partial response. So, how do we use MRD here? 
Do we introduce the drug sooner, or do we wait until patients actually really, truly have progression and then reintroduce 
drug? These are things we still have to learn and get to. 

Andrew Schorr:  
There's one thing I think it's important to cover before we close is my question. Okay, so you guys are hearing about these 
changes in therapies but most people are not treated with the head of research for US Oncology or the Associate 
Professor, right, at Columbia University, right? Yeah. Okay, so we'll make her the Chancellor, but wherever you are, you 
may not be there. And you're saying, well, gee, can I be confident that this news—oops, we lost a light. Maybe we can turn 
one. There it goes. It's back. This news is gonna work for me and my doctor is going to know about it? What do you do? 



What do you recommend? How can patients get what's right for them no matter where they get treated? And if they don't 
go to a university, they're not seeing you, Jeff. How do they have confidence that we're getting it right? 

Dr. Sharman:  
You know, Andrew, I think this is where you provide a service to the CLL community that is invaluable. You have a trove of 
archived discussions, and I think it's good for patients to educate themselves. And you say this knowledge is power. That's 
kind of one of your things, and a lot of times oncologists don't treat a whole lot of CLL patients. It's hard to keep up. I 
honestly came up to this meeting not knowing how I was going to walk out treating my frontline CLL patients. I genuinely 
didn't know, and it's honestly only just really sitting here with the data I've come to that. I think it's fair to say that a lot of 
docs may not have the level of interest to support that, but I also think there are a lot of docs who do a remarkably good 
job.  
 
So, here's my answer to your question. I think that patients and their loved ones should just bathe themselves in good 
quality information. And that's your web page. I think Brian Kauffman's doing a great job. I think that some of the CLL 
forums out there can do a good job, and it's okay for patients to sort of see if they feel like their doc is up to speed. And you 
know what? I have no qualms whatsoever if one of my patients wants to go get a second opinion elsewhere. I invite that, 
and so I think that and doc who gives you the sideways eye over getting a second opinion is probably insecure. And if 
they're insecure, that's fine. I've got patients who come and see me anytime there's a treatment decision to be made. 
They're doing fine. Hey, something's changed. I'm gonna go get checked in. I think that's a great way to use people like 
Nicole and I. 

Andrew Schorr:  
You're good with that? Or their community doc can call you. 

Dr. Lamanna:  
Absolutely. Yeah, so, obviously, there are many folks who really can't get to a major center or come to New York City like 
most people. So, we do a lot of counseling and consultation with the local doctors. Again, I echo was Jeff says. As long as the 
physician is comfortable in doing so and that's really how you want patient's need to gauge. They need to be able to ask 
their physician questions, and if they can't get those answers, are you comfortable working with a CLL person in another 
part of the country because we all are. 

Andrew Schorr:  
You have a phrase you were using earlier about being the manager of your case. 

Lee Swanson:  
Sometimes managed healthcare means you have to manage your own healthcare. 

Andrew Schorr: 
Okay. Well, and you've been doing that. And I think we've been doing that, and many of you have been doing that. We've 
gone a long time, and we've really given you the headlines, but it's a lot of fun. It's flown by. I want to just describe this 
really bull list and medical term of stuff that's available to you through Patient Power. Lee's done a bunch of interviews. 
We've had other CLL experts. We've interviewed Susan O'Brien. She's been a big name in CLL for so many years. Someone 
else across town from you, Anthony Mato, New York, we did an interview with him. There are lots of people who have been 
on our programs, and all of that is being posted. And we will continue to have programs. 
 
I also want to mention we did a wonderful program—we recorded the other day—on access to care, okay, with Gwen 
Nichols, who's Medical Director of The Leukemia & Lymphoma Society and the folks from the cancer support community 
and our friend Dr. Larry Saltzman who did his own ibrutinib-venetoclax trial. He's doing well with Dr. Coutre at Stanford. 
Look for these programs being posted because we'll increasingly discuss how do you get the good stuff? And how does it 
get paid for, and if there are policies changing in insurance and with Medicare and all that, how do you lend your voice, so 
we all get what's right for you? Because this stuff is not cheap, right, or the testing. 

Esther Schorr:  
I'm going to make one other plug and comment and that is it has come up in all of our conversations as well as here that 
considering clinical trials as one treatment option along the way, if you're talking with your physician, you should be 
thinking about it or at least having the conversation. And if you don’t know anything about the clinical trial process, there's 
a whole series of programs that we've done on Patient Power called Clinical Trial MythBusters, because there's mythology 



around being in a clinical trial, and we want to bust those because if it wasn't for Lee and I've got to give my husband credit 
for being through a couple of clinical trials, these awesome doctors can't do the work that they do. And the researchers 
can't do the work that they do. 

Andrew Schorr:  
Patient number 60 in the FCR Phase II trial in 2000. Now we're 2018. I wouldn't be here, I think, if I didn't have that 
originally. And you have been in the MURANO trial. I don’t know what number you were, but thank you, Lee, for doing that. 
So, we've talked a long time. I hope this has been helpful, but it's part of our continuing dialogue with you. And when we 
come to ASH next year, there'll be new stuff, right? So, let's thank Lee for being in a trial. Dr. Jeff Sharman, thank you for 
your leadership within US Oncology and the dedication that you have to CLL, really appreciate it. Nicole Lamanna, thank 
you for all you do back in New York City, okay. So, did we decide you're Associate Professor? 

Esther Schorr:  
She's the Chancellor. 

Dr. Lamanna:  
No, no, no. We should promote that. 

Andrew Schorr:  
President of Columbia University. Thank you so much. That's one of my alma maters. Esther Schorr, thanks for being my 
partner. 

Esther Schorr:  
Thank you, Andrew Schorr for being my partner. 

Andrew Schorr:  
Thirty-three years and 22 years with CLL. May you have good health. Live a full life with CLL. Signing off from all our work 
in San Diego, sunny San Diego. 

Esther Schorr:  
And remember… 

Andrew Schorr:  
…knowledge can be the best medicine of all. See you. 
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