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Andrew Schorr:  
What's the latest in CLL, chronic lymphocytic leukemia, coming from the big convention where all the experts from 
around the world get together?  We're bringing you that right now.   
 
Hello and welcome to this Patient Empowerment Network program.  I'm Andrew Schorr.  We're on location in 
Atlantic, Georgia, where more than 25,000 physicians and researchers, a few of us patients have gathered in Atlantic 
for the American Society of Hematology medical meeting.  People come from around the world to discuss the latest, 
and among the topics they discuss is CLL.  I've been living with it for 21 years.  Certainly you and your loved one may 
well be affected by it.  You want to hear the latest, so we have some great experts with us to discuss what's coming 
out of this meeting and how can it inform you and your family so you get the treatment that's right for you.   
 
I want to introduce our expert guests.  Joining us is Dr. Anthony Mato from the Abramson Cancer Center at the 
University of Pennsylvania.  You're a director of the CLL program there.  Thank you so much for being with us.   
 
Dr. Mato: 
Thanks for having me.   
 
Andrew Schorr: 
And we have Dr. Jennifer Brown from the Dana-Farber Cancer Institute in Boston, and you're the director of the CLL 
program there.  Thank you so much for being with us.   
 



And the same, from MD Anderson, Dr. William Wierda joins us once again, and he is the section head for CLL there 
and also Medical Director?   
 
Dr. Wierda: 
Yes, Medical Director.   
 
Andrew Schorr: 
Department of Leukemia.  Thank you so much.  All right.  Let's start with you, Bill, a headline from this meeting that's 
meaningful for patients and families affected by CLL.   
 
Dr. Wierda: 
So the big trial that's going to be presented, and it's going to be presented as a late breaker is the MURANO Study 
which is a trial with venetoclax (Venclexta)/rituximab (Rituxan) versus bendamustine (Treanda)/rituximab for 
previously treated patients with CLL.  And that's a positive trial, meaning the patients who receive the 
venetoclax/rituximab arm did much better in terms of their length of remission and response to treatment than 
patients who got what was considered at the time of the trial was designed, the standard of bendamustine/rituximab.   
 
So that's—that is probably the most important trial and data that we're hearing about that directly affects patients in 
the short term at this meeting.  And for me that trial is very important because it heralds the era of moving out of 
chemotherapy-based treatment and more into the small molecule inhibitor nonchemotherapy strategy.   
 
Andrew Schorr: 
Okay.  So just so people understand rituximab, which I have had, is an infused therapy although I think—have they 
come out with an injectable one too?   
 
Dr. Wierda: 
There's a subcutaneous formula.   
 
Andrew Schorr: 
Okay.  So that's improving, and then an oral therapy, venetoclax.   
 
Dr. Wierda: 
Right.   
 
Andrew Schorr: 
Okay.  Jennifer Brown, how about you?  What's impressing you for this meeting for CLL patients?   
 
Dr. Brown: 
Well, I certainly agree with Bill that the venetoclax/rituximab combination, which will probably get approved in the 
next six months or so, will represent a great new option for patients in relapse.  There's another what we call 
registration trial that's reading out, which will be less impactful in the short term but may lead to another option, and 
that's the DUO Trial, which paired a new PI3 kinase inhibitor.  This is a type of oral inhibitor, targeted drug similar to 
ibrutinib or venetoclax but a different pathway, to ofatumumab (Arzerra).  And that also found a quite significant 
benefit in the duration of disease control among relapsed/refractory CLL patients.   
 
Andrew Schorr: 
Okay.  So we're looking at how long can the therapy work.  In other words, how big a bang do you get for it for how 
long?   
 
Dr. Brown: 
Right.   
 



Andrew Schorr: 
And how about you, Dr. Mato?   
 
Dr. Mato: 
I would say a decade ago people in the CLL community were asking for more tools, more agents for treating patients.  
Things have changed radically, and by this ASH meeting I think the headline is we have many active drugs, and over 
and over again we're seeing now how oncologists are learning how to combine those drugs differently.  And so I feel 
like one of the themes of the meeting is several presentations looking at how to incorporate novel agents into 
standard regimens, how to use them as a backbone to integrate other new agents, and then really begging the 
question, and I think this will be for future meetings, how do we decide which of these combinations are the right 
ones to move forward for our practices? 
 
Andrew Schorr: 
Let's start first though with an individual oral therapy.  I believe you've had a presentation on ibrutinib (Imbruvica).  
So we've had that for a couple years now, a few years.  Many people are taking it.  How is it working?  It doesn't work 
for everybody, I know, and some people have cardio issues and maybe some other issues, so how—what's the latest?   
 
Dr. Mato: 
So we have a presentation looking at the experience of patients treated with ibrutinib in clinical practice, and we put 
together a series of 391 patients who were treated mostly at academic medical centers, but there were actually 
some community practices that participated there asking the question are the experiences from clinical trials 
translated to our patients when they're receiving ibrutinib?  So we started to ask questions like what are the 
discontinuation rates, what are the toxicities that we're observing, are they different than what was reported in the 
clinical trial?   
 
Andrew Schorr: 
Real-world story.   
 
Dr. Mato: 
Yeah.  I mean that's the term that's been coined, but I feel like it's the clinical practice, the nonclinical trial story of 
some of the novel agents.  And what we're learning is that the outcomes from patients are excellent with ibrutinib in 
our practices, although there are some differences in the way the drug is being dosed, there's some difference in the 
toxicity profiles we're seeing, and I think the presentation itself serves as an opportunity for education as to how we 
can even further optimize the use of that agent.   
 
Andrew Schorr: 
Jennifer, what about options for people where ibrutinib is not working, or they can't stay on it?  How do you feel 
about what you can offer people either in a trial or other medicines that are being approved or maybe have been 
approved for something else?   
 
Dr. Brown: 
Well, we certainly do have a lot of options.  Usually I first try to work with people to see if we can manage the 
problem and issues that they're having, sometimes with a lower dose, sometimes with a short break.  Sometimes we 
can, but if that doesn't work, we have next-generation BTK inhibitors that are coming along that seem to have a 
reduction in some of the side effects, although the data are still a little bit limited compared to the data that we have 
with ibrutinib, so we'll need to follow that.  But certainly in my experience I have had fewer patients with, for 
example, the cardiac problems with some of these newer generation BTK inhibitors.   
 
Andrew Schorr: 
Okay.   
 



 
Dr. Brown: 
We also have newer generation BTK inhibitors that work against people whose diseases progressed on ibrutinib, 
which is a whole new class of drugs that are coming into the fore that will be very beneficial for people for whom 
ibrutinib...   
 
Andrew Schorr: 
…so like a second line, because ibrutinib can be used I think now, first line, right?   
 
Dr. Brown: 
Right.   
 
Andrew Schorr: 
So now you're saying if you have someone where it's just not paying off for them you will have something else.   
 
Dr. Brown: 
Still within the same family even, without even moving on to the next family, which is usually the venetoclax family or 
the Bcl-2 family.  We have good data for the effectiveness of venetoclax after ibrutinib.   
 
Andrew Schorr: 
But we've mentioned a couple of novel agents as you call them, oral therapies, ibrutinib and venetoclax.   
 
Bill, you've had trials, and I think maybe at the other centers as well looking at the two drugs together.  So what's the 
rationale for that?  Do they go after the cancer cells in different ways?   
 
Dr. Wierda: 
Exactly.  So they kill leukemia cells by different mechanisms, and so—and there's laboratory data that shows that and 
confirms that and we're looking at that in patients now.  The other aspect of combining things is that they don't have 
the same toxicity profile, so they're easier to put together, because you don't worry about making something much 
worse than it was with either drug by itself.   
 
So we have a trial that one of our faculty members presented which was a combination of ibrutinib and venetoclax 
for previously treated patients and for previously untreated patients.  And the purpose of that study is to give 
patients a defined treatment period, a defined treatment course with expectation that they will have a very deep 
remission at the end of that period, and that would mean that they could stop treatment and have a treatment-free 
period, and hopefully that would be many years like we see with chemoimmunotherapy in many cases particularly in 
patients who are receiving their first treatment.   
 
So the strategy is to get a good, deep remission initially with a defined treatment period.  We're looking at MRD at 
the end of that treatment.   
 
Andrew Schorr: 
Minimal residual disease.   
 
Dr. Wierda: 
Minimal residual disease—and to be able to stop the treatment and give them a treatment-free, treatment-free 
period.  So we're seeing very promising results.  We reported early results from that trial, and we're seeing a high 
percentage of patients who are achieving deep minimal residual disease-free remissions.   
 
Andrew Schorr: 
And this trial or variations of it with two drugs will be at many centers?   
 



Dr. Wierda: 
This trial is an MD Anderson trial.  We've actually finished enrollment to the untreated patient cohort.  We have 
plenty of clots on the—for the previously treated patients, but we've quickly filled the untreated patient cohort.  
There are other trials like this that are ongoing.  There's a trial that's being done and sponsored by Pharmacyclics 
that's still enrolling patients.  In the UK, there's a very large study that they're opening in untreated patients with a 
similar combination.  So others—and then the German CLL Study Group has a large trial with multiple arms of similar 
combinations, so combinations of venetoclax plus a CD20 antibody or a three-drug combination with ibrutinib, 
venetoclax and a CD20 antibody.  So we're studying the two small molecule oral agents, ibrutinib, venetoclax 
together, and other groups are studying that combination with a CD20 antibody in addition.   
 
Andrew Schorr: 
Okay.  Dr. Mato, I haven't been calling you Anthony because I'm meeting you for the first time.  I've known Jennifer a 
Bill for a while.   
 
Dr. Mato: 
That's fine.  You can call me Anthony.   
 
Andrew Schorr: 
Okay.  So let's just talk about that.  So CD20 antibody.  So I had Rituxan or rituximab.  There's also Gazyva or 
obinutuzumab.  Is there another one as well?   
 
Dr. Mato: 
Ofatumumab.   
 
Andrew Schorr: 
All right.  So they target a protein on the surface of the cell.  So what do you feel about that?  Do you say to people, 
well, you can have an infused therapy and you're going to take this pill, but it again tries to attack the cell in two 
dinner ways, right?   
 
Dr. Mato: 
Well, I think it's, you know, it's asking the question—first of all, the pills are incredibly active.  Regardless of which pill 
we're talking about, ibrutinib, venetoclax, idelalisib, these are all very active agents.  I think what we're trying to learn 
now is what the antibody is adding to those oral therapies.  And we've learned from years ago the work done 
comparing chemotherapy combinations versus chemotherapy combinations plus the antibody, the antibody 
improves the response rate, improves the duration of response, even makes patients live longer.   
 
Now we're circling back to that same question with the novel agents and trying to ask does the antibody improve the 
response rates?  Does it make the response last longer?  Can patients live longer because of it?  And I think right now 
at least with some of the novel agents we're learning there is some added activity.  The question is is it worth the 
benefit, and that's what these trials are hopefully going to decide over time.   
 
There's one presentation at the meeting that suggested the antibody probably has a little bit of activity added, but it 
doesn't seem to add all that much to ibrutinib when you compare it to ibrutinib by itself, but we'll see.  There are a lot 
of comparisons that are ongoing.   
 
Andrew Schorr: 
Jennifer, there are many people who are watching who have had FCR.  I had it in 2000 and 2001, and many of us have 
gotten a long remission, but we come out of remission.  So, first of all, are we damaged in any way because we had 
FCR where these novel agents or these combinations you're talking about are less likely to work because we were 
previously treated with an FCR or a BR?   
 



 
Dr. Brown: 
No, really not.  I mean, when we started testing these drugs it was inpatients who had many, many rounds of prior 
therapy, and they worked phenomenally well, and as we moved them earlier they continued to work phenomenally 
well.  In fact, in some of the randomized trial data with ibrutinib there is evidence that at least at two years getting 
ibrutinib second line was associated with about the same sustaining of response as getting it frontline.  And so I think 
that there's not a concern—the novel agents continue to work extremely well in most patients over time.   
 
Andrew Schorr: 
Okay.  Okay.  So, Bill, you were talking about these studies about ibrutinib and venetoclax, and the goal, say, can we 
stop it at some point, and there's another leukemia, CML, where people were taking a medicine and there have been 
trials, cessation trials to see if you could stop.  One wonders if you have a remission and you get to this MRD negative 
point but you fall out of it at some point, the cancer show its head again, can the medicines work for you again, or 
have you kind of exhausted that option?   
 
Dr. Wierda: 
So that's a great question.  That's a question that we have limited data on so far.  So, for example, there was a trial 
that was done with venetoclax plus rituximab in which many patients went into a deep remission and were MRD 
negative.  A few patients went off treatment and had been followed, and subsequently their disease did come back, 
and they reinitiated treatment.   
 
Now, the numbers are low, but those patients responded again to treatment who they restarted on treatment.  So, so 
far it looks like the patients can be retreated without expecting them to be resistant, and we need to collect more 
information on just that question.   
 
Andrew Schorr: 
Okay.   
 
Dr. Wierda: 
Or can you retreat with venetoclax after you have had a good, deep remission and patient's disease has come back.  I 
think yes.  With chemotherapy it was the same question or chemoimmunotherapy.  We would give patients six cycles 
of FCR.  They'd go in remission.  There was a variable length of remission between patients.  Generally speaking the 
longer the duration of remission the more likely patients would be to respond when you gave them the same 
treatment again later.  It may be the same pattern we see with the small molecule inhibitors.  We don't know yet 
though.   
 
Andrew Schorr: 
All right.  I have one question for you, staying on you, Bill for a second.  So I had FCR at MD Anderson years ago, and 
then the trials went on around the world, and many of us have had it.  So the F and the C, chemo drugs, right?  And I 
know the worry has been does it lead to a second cancer or the toxicities etc.  So as you're talking about novel agents 
and monoclonal antibodies, kind of nonchemo kind of drugs, is the F and the C, or the B, bendamustine, are those 
passé now, do you think?   
 
Dr. Wierda: 
Well, right now we're not willing to dispose of those drugs for certain groups of patients.  With the FCR experience, 
and we have years of FCR experience and hundreds of patients literally treated at MD Anderson with the FCR 
regimen, we have an idea about who does best with that regimen.  That is, what is the group of patients that is most 
likely to go in remission and to have the longest remission and perhaps cured with that regimen, and those are 
patients who have a mutated immunoglobulin, heavy chain variable gene.  So we think that that regimen particularly 
is important for that subgroup of patients, and that data has also been confirmed by other groups like the German 
CLL Study Group.   
 



So our new regimens right now are modifications of FCR, intended to give less chemotherapy because we are 
worried about that risk for second malignancies and selection of—for 17p and things that happen when patients get 
chemotherapy that might not happen with the small molecule inhibitors.  We don't know as—we don't have as much 
data on that, but—so we're trying to give and develop regimens that have less chemotherapy that will achieve the 
same end point.  And we haven't yet given up on chemotherapy, but particularly for a group who benefits most and 
potentially are cured with it.   
 
Andrew Schorr: 
Okay.  Jennifer, this relates to testing.  He used the term "17p," so help our audience understand a little bit of it.  He 
talked about mutation.  What are the testing for?  Somebody comes into Dana-Farber, what are you trying to see 
which—how they—what their version of CLL is?  What are you looking at to make a decision on what treatment 
you're going to recommend?   
 
Dr. Brown: 
Right.  Well, we do a whole panoply of tests as you might imagine, but there are really two central, most important 
categories of tests.  And so one is the test that Bill mentioned for mutation or deletion of a cancer gene called p53.  
That's the target of what's on 17p involved in many other cancers as well, and we know that if that's deleted in the 
CLL cells it makes them resistant to many of our older therapies or chemoimmunotherapies, for example.   
 
Andrew Schorr: 
And FCR would be a bad idea.   
 
Dr. Brown: 
FCR would be a bad idea, and that's something for sure.  And we've also learned more recently that sometimes there 
are other ways of affecting that gene through—that we can identify through mutation testing which is a different 
type of test which is not quite as widespread yet but probably should become more widespread as a way of 
understanding who has this risk profile, which remains higher risk with the novel agents even though the novel 
agents are quite effective in the setting of that genetic abnormality.   
 
Andrew Schorr: 
So novel agents, so it used to be sometimes somebody with this 17p, more aggressive CLL, could you even sometimes 
could talk about transplant as well, right?  So now it seems like you have these medicines that have utility for what 
used to be the most aggressive CLL that's been fairly effective, right?   
 
Dr. Brown: 
That's right, especially frontline ibrutinib/venetoclax is approved in relapse as well and idelalisib, also the PI3 kinase, 
all of them have quite a lot of activity in the sending of 17p.   
 
Andrew Schorr: 
Okay.   
 
Dr. Brown: 
That being said, after a person has been—had multiple of those therapies with 17p who is fit for a transplant we 
would still consider it in certain specific cases at our institution.   
 
Andrew Schorr: 
Okay.   
 
Dr. Brown: 
And there is one other genetic test… 
 



 
Andrew Schorr: 
Yes, please.   
 
Dr. Brown: 
…for therapy selection, which is called the mutation status.  And that's a test that actually looks specifically at the 
CLL cells themselves and sort of divides them in two categories based on where it looks like the CLL came from in the 
development of the cell arc.   
 
Andrew Schorr: 
Is one mutated or un—is one better than the other?   
 
Dr. Brown: 
Well, they're a little bit different.  The mutated is slower moving, and so it might be a much longer time until a person 
needs treatment.   
 
Andrew Schorr: 
So you may have that watch-and-wait period.   
 
Dr. Brown: 
Right, and it might be long.  And then that's the subgroup of patients that can have the very prolonged benefit and 
possibly cure from the chemoimmunotherapy with FCR.   
 
Andrew Schorr: 
Okay.  You were at Penn Medicine, famous guy there, Carl Jung early on with David Porter, I think in your 
department, did a lot of work in CAR-T cell therapy.  Tell us what it is because there's big buzz about it, other 
institutions are working on it as well.  What is it, and where does it stand now for CLL?   
 
Dr. Mato: 
That's a great question, and it's—having worked at the University of Pennsylvania that's a question that many 
patients ask because of the experience with CAR-Ts for patients with ALL, for patients with lymphomas.  CAR-Ts are 
essentially utilizing your immune system.  You take out your T-cells, you modify them in different ways, but at our 
center they're exposed to a virus that inserts a new gene that allows for expression on the cell surface that retrains 
that T cell to be focused on cancer.   
 
And in this particular case they're called CAR-T cells or CART-19 where those cells are focused on a protein on the 
cell surface called CD19.  And so you are able to take a T-cell which is relatively nonspecific and make it focus on 
cancer cells.  And in cancers that have expressed CD-19 they've been active.  And they've studied this in patients 
with ALL, particularly in children, very active, in patients with non-Hodgkin lymphoma particularly DLBCL, very 
active, and actually there are different products that have approvals.   
 
They've also been studied in patients with CLL, and there's activity, but I think one of the areas where we're trying—
what we're trying to learn right now is how do those cells fit in to sort of the large armamentarium of agents that are 
available.  And those other diseases, once you've failed your first therapy there isn't a lot of choice.  In cell we're 
talking about agents like ibrutinib, idelalisib, venetoclax combinations and what-not, and CAR-T where now we're 
sort of learning how to fit them into the CLL space.   
 
There have been some reports—there have been some series of patients that have been reported, 40 or 50 patients, 
where it looks active in a subset of patients, and there are even some long-term responders where we're getting to 
the point where we think those patients may be cured of their CLL.  But at this point in time they aren't yet approved 
for CLL, and we're trying to learn either how to use them following these newer agents, or there is some exciting data 



about how to combine them in patients receiving agents like ibrutinib for example which actually may make the T 
cells work even better.   
 
Andrew Schorr: 
Okay.  And I know one of your patients who you had early on, and he did well for a number of years with CLL.  He was 
near death, and so he had a remarkable recovery which I understand you can have like the worst flu of your life but if 
you can get through it then you may well be cancer-free.   
 
Dr. Mato: 
And I know the same patient, and he was one of the first three patients treated at Penn with CAR-T, and it's true.  It's 
been several years, more than five years now, and he's disease-free and doing quite well, and someone who had 
absolutely no treatment options available to him.   
 
These cells are not without potential toxicity.  In some patients they can cause some confusion or neurological issues.  
You can actually have a sort of a flare of the immune system called cytokine release syndrome which can make 
patients quite sick, but it seems to be reversible at this point in time if you pick it up early and use certain agents to 
reverse that phenomenon.  So they do require expertise in terms of how to administer them and how to make sure 
that it's a safe process for patients.   
 
Andrew Schorr: 
So, Bill, couple of questions about this.  This is expensive, to sort of make a drug out of your T cells and then have it 
target back.  It's expensive and it's almost like a custom pharmaceutical in a way.  You and I have talked previously 
about for this to be used broadly we have to find kind of—I don't want to say an off-the-shelf way of doing it, but for 
where it can be done more easily and you can maybe add a—don't want to trivialize it, but it's kind of like, well, if we 
all drank lattes at Starbucks could your favorite flavor just be added and then it's easy to give quickly and efficiently 
and not dangerously.  I mean, do we have the hope of that?   
 
Dr. Wierda: 
So there's a hope of that.  Right now there--things have been somewhat delayed in CLL in terms of CAR T-cell 
development.   
 
Andrew Schorr: 
Because of what Anthony was talking about, you have other options.   
 
Dr. Wierda: 
We have lots of other options, and the patients who have ALL and who have diffuse large B-cell disease tend to have 
more aggressive disease and have very limited options.  So the pharmaceutical industry really focused on that—those 
groups of patients first, but now I've had discussions with all three of the big companies who are developing CAR-T, 
CD19 CAR-Ts, and there are trials that are going to be initiated for CLL by each of those three companies, so that will 
usher in the era of CAR T-cell therapy for CLL from a commercial sort of perspective.  So it will be a treatment that's 
potentially not just available at a research center that's doing development with that therapy.  It potentially will be 
more broadly available if it's approved for CLL.   
 
As you mentioned, it is a—right now, it's a personalized therapy that introduces cost and logistic challenges, but there 
are efforts to go into a--in the research area go into a product or develop a product that is sort of off the shelf that 
you can use the same product across various patients.  That's in very early development though right now, very early 
clinical trials.  There's a CD19 off the shelf for aggressive acute leukemias that we're doing at MD Anderson, so it will 
come.  First, we need the personalized and show the personalized works in CLL, and hopefully we'll have an approval 
with that, and then will come the off-the-shelf I'm confident.   
 

 



Andrew Schorr: 
Okay.  Anthony, let me ask you about—we have this term now "precision medicine" and in other cancers like for lung 
cancer and some others we're really getting into really understanding the genetic, the drivers of that version of the 
cancer that somebody has.  Where are we with that in CLL?  Jennifer mentioned some of the tests, but do we need to 
get to sort of next-generation sequencing in CLL to look at sort of little slices of CLL population and then customize 
with these different agents then?   
 
Dr. Mato: 
I think in CLL we're much better at this point in time prognosticating patients than we are at using the results of 
those testing to guide therapy.  Jennifer already mentioned the two or three key tests that help—originally were 
used to prognosticate patients but now actually help us to make a treatment choice.   
 
In my mind in terms of precision medicine, we do need to understand whether a patient has a deletion of 17p, a 
mutation of p53 and whether they're mutated or unmutated, and those three pieces of information guide decisions.  
And so if I see a patient in the office and they have a 17p deletion, even if they're young and fit, my thinking about 
using a regimen like FCR pretty much goes off the table unless it's in the context of a trial a that's exploring that 
combination.   
 
And so what would be a great patient to identify for ibrutinib for example.  If I have a patient who is mutated and 
young and fit and doesn't have a 17p, well, that's a patient who is a good fit for FCR.  And so we are starting to use the 
genetic information to make decisions based on the profile of an individual patient.  I think we're really in the very 
earliest stages.  And at least in our center, and I think Jennifer alluded to this, we have a lot more information coming 
at us that provides some information about the biology of the disease but doesn't really change our decision-making 
at this particular point in time.  That's a lot of work.   
 
Andrew Schorr: 
Go ahead.   
 
Dr. Brown: 
CLL, as it turns out, it seems that almost all CLLs are driven by activation of pathways.  The B-cell receptor pathway 
for example that we've targeted with multiple drugs is active in all of them.  And so that's great because the drugs 
work in all of them.  But it's a little different from lung cancer, say, where the targeted drugs tend to be in a specific 
subset that have a mutated version of that target, which so far that hasn't really turned out that way in CLL.   
 
Andrew Schorr: 
So it's not that we have a one-size-fits-all, but we have more in common.   
 
Dr. Brown: 
Right.   
 
Dr. Mato: 
Yeah.   
 
Andrew Schorr: 
Okay.  Now let me ask you about this:  Years ago I interviewed someone who I think still works at Dana-Farber, 
Catherine Wu and we talked about should patients have testing again at some later point.  So I think we're educating 
people that you rattled off the tests that people should have wherever you're treated, ask about those tests so that 
you and your doctor know what's your CLL situation.  But cancer is wily and can change, so could you describe that a 
little?  You said the 17p is an important mutation.  If I initially don't have 17p, could I have it later, and when do we 
need to look for it?   
 



 
Dr. Brown: 
Right.  So it can come up later.  We certainly saw that clearly in the era of chemoimmunotherapy.  We don't know as 
much in the era of novel agents, but there's still a concern that it can come up later. And so we generally recommend 
looking for it prior to any next round of therapy because we like to know if it's there.  It influences our thinking about 
the therapy even though we may can choose the same therapy.   
 
Andrew Schorr: 
Okay.  So, Bill, when do we know we're coming out of remission?  Like for me, and some people know, I've started 
after 16 years.  I've started treatment again with a CD20 antibody, in my case obinutuzumab.  But is it just that the 
white count goes up?  Or when is it time for treatment again?   
 
Dr. Wierda: 
Okay.  So that's kind of two questions.   
 
Andrew Schorr: 
Okay.   
 
Dr. Wierda: 
When do you know you're coming out of remission… 
 
Andrew Schorr: 
Yes.   
 
Dr. Wierda: 
…and when do you know you should be starting on treatment.  The things that herald coming out of remission are the 
typical things that happen with the disease during the watch-and-wait period.  The white count may rise, and it's not 
the same for all patients.  So some patients don't have a white count that goes up but have lymph nodes that enlarge.   
 
So it's a little bit different for everybody, but generally speaking you know you're losing your remission if the white 
count's going up and it's the leukemia count that's particularly you're looking at going up, or if your lymph nodes are 
enlarging.  Other indicators that the disease is becoming active again and progressing is that the hemoglobin may 
drop, or the platelet count may drop, and those reflect disease growing in the bone marrow.   
 
Andrew Schorr: 
So you could have bruising, could be really tired, wiped out?   
 
Dr. Wierda: 
But generally speaking it will be the white count going up and the lymph nodes enlarging.  Those things don't 
necessarily mean that patients need to restart treatment right away.  So we've had patients who have had FCR who 
have been in remission, and we can measure that their white count's starting to go up or their lymph nodes are 
enlarging, we don't necessarily treat those patients right away.  We can observe them until they develop the 
standard criteria that we use to start treatment.   
 
The standard criteria that we use are progressive anemia, so their hemoglobin is going down, and they hit a 
threshold.  For me, it's generally speaking 10.  For a hemoglobin of 10 or below, I'll initiate treatment, or a platelet 
count of less than 100.  So a platelet count may go down, that's an indication for treatment or disease-related 
symptoms.  Those would be things that patients with CLL get like night sweats or fatigue, things that we want to go 
away with treatment.  And so those would be the reasons that we start first treatment but also would start 
retreatment.   
 



 
Andrew Schorr: 
Okay.  Anthony, you all talk around this meeting about end points, so sort of the goal, where you're trying to get to.  
So Bill had mentioned MRD.  So how do you test for minimal residual disease, and let's say I've come out of remission, 
I have treatment, how do we know when it's worked?  How do you assess where I am, have I gotten to a low enough 
level and can go on with my life?   
 
Dr. Mato: 
Well, I think the CLL community is much better at testing for minimal residual disease in the context of clinical trials 
than we are actually in doing it in our practices.  And minimal residual disease is a term for using advanced techniques 
to try to detect or not detect, more importantly, any CLL cells present.   
 
And you can use a couple of different techniques.  You can use flow cytometry, which I think is pretty much widely 
the accepted standard at this point in time.  Or you can use—and that's a way of looking at the markers on the cell 
surface and sort of identifying a fingerprint of a CLL cell, distinguishing it from other cells and see if you can find 
those cells, sort of like a needle in a haystack approach.  Or you can use sequencing to try to identify those cells.   
 
MRD testing is specific.  You can't just do a normal flow cytometry and if you don't find the cell, say that those cells 
aren't there, so it does require expertise at the center in order to be able to do that particular testing.  As an end 
point, it allows us to say a patient has a deep remission, but more importantly it's what is it predictive of, and the hope 
is that this early test could be used to say that patients will have very durable remissions.  And that may lead—we 
know prognostically that's important, but that may actually lead to patients being able to stop therapies earlier.   
 
The group at MD Anderson has been very successful in using that test in combination with FCR to try to limit 
therapies for patients with the hope maybe that that will limit the toxicities of that regimen.  I think right now with 
the newer agents we're just at the tip of the iceberg in learning how to use MRD to decide whether or not particular 
therapy should stop.   
 
Andrew Schorr: 
Okay.  So, Jennifer, when you put all this together what are you telling patients today and family members as far as 
giving them hope that they can live an extended time and live well with CLL?   
 
Dr. Brown: 
That's exactly the message, that we have a huge panoply of therapeutic options that we tailor them to a specific 
person's situation, that we know that many of them will work after other therapies and repeatedly and for extended 
time periods.  We have patients on ibrutinib for five and six years, and we have not even really gotten close to the 
expected duration of response in certain of our genetic subsets.  And so with—and things are just improving with new 
combinations, deeper remissions, new molecules coming to be tested.  There are just—the sky's the limit in terms of 
the therapeutic options as well as how we use them.  I think we have the tools now potentially to combine them in 
ways where we may be able to cure more people even.  And so hence we use MRD, for example, as a marker for 
trying to get to that end point because you can't be cured in my mind if you still have CLL.  We need to get rid of it.   
 
Andrew Schorr: 
So, Bill, Jennifer kind of touched on it.  So if you had a dream as the—leading the CLL section there, I dream that I 
could walk in one day and here's what's happened to CLL, what would it be, and how—what do we have to do to get 
there? 
 
Dr. Wierda: 
So the dream would be to be able to cure all patients, and so the dream would be to be able to give them a treatment 
that is a time-limited treatment, that would get all of them in remission and eliminate the disease without 
chemotherapy and with minimal toxicity.   
 



Most of the patients with the disease are older.  They're older than 70.  They have other medical issues and have—are 
on a lot of other medications, and so the population with CLL, the general population with CLL is a bit more 
challenging to treat, and we have to be gentle with that population with the treatments that we give in contrast to 
some of the other leukemias and lymphomas that happen in much younger patients that can tolerate very aggressive 
treatments.  But ideally the idea would be to be able to have patients come in, get their treatment, have it of a defined 
duration and say, okay, you're done.   
 
Andrew Schorr: 
Can you envision that day?   
 
Dr. Wierda: 
I do envision that day, yes.   
 
Andrew Schorr: 
Great.  Anthony, just another question for you.  He was suggesting, recognizing that many people are older than me, 
I'm—kind of been aging with CLL, but a lot of people who are older with CLL and take other medicines.  And so now 
we have these pills also for CLL.  So we have a pill box and a bunch of pills and trying to remember what to take, our 
heart medicine or diabetes medicine.   
 
How do you counsel people, first of all, to respect the power of the oral CLL medicines and the importance of staying 
on therapy and really being mindful of the medicines you take?   
 
Dr. Mato: 
Yeah, I think this is a really important question, and this is where having a team approach with working with 
individual patients is very important.  And so I do overemphasize that message to patients, but I also incorporate a 
nurse and a pharmacist into every patient visit where we're starting a new oral therapeutic to provide counselling 
about the importance of adherence, trying to recognize that there may be certain patients who have more difficulties 
than others.   
 
And then when those cases happen we try to tailor-make the experience for patients.  So for example if I have a 
patient who I sense is having difficulty with the schedule, we bring in a pharmacist, we provide them with a pill box, 
we tell them to bring in all their medicines and we will lay out a month's worth of therapy for them to try to teach 
them how to utilize those medicines.   
 
With that being said, I think one of the areas of research which we need to further expand on is in practice trying to 
understand whether or not patients are following those recommendations.  There's very little information about that 
at this point in time.   
 
Andrew Schorr: 
Yeah, because if I go to your clinic and have an infused therapy… 
 
Dr. Mato: 
We know you got it.   
 
Andrew Schorr: 
…versus reporting back and it's in the computer that I got it and you're watching for reactions, if I'm taking one of 
these oral medicines at home and I come see you after a month or so, how are you doing, are you taking your 
medicine, you're relying on me.   
 
Dr. Mato: 
And, of course, and patients want to please the doctor.  They don't want to disappoint that they're not following 
instruction or they may not be.  The other thing that I think is relevant to what you said as well is that many older 



patients are on lots of different medications, and the team approach also helps in identifying medications that may 
interact with these newer drugs.   
 
There are classes of medicines which can affect the level of a drug like ibrutinib, for example, and so we spend a lot of 
time going through medicine lists making sure that if they're on something that interacts, either can we stop it or do 
we need to change the dose of the newer CLL drug in order to make sure that it's still safe and effective for patients.   
 
Andrew Schorr: 
Okay.  Jennifer, just one last thing I wanted to ask you about.  There's a kind of medicine, almost—I don't want think 
of them like generics, but I think one has been developed for rituximab, and it may ultimately for others called 
biosimilars.  So let's say somebody goes to the clinic and they say, well you know, we used to give Rituxan but now 
we're going to give you this called something else and they say it's very similar.  Well, is similar good enough?  How do 
you feel about that?  I know the idea is can be it be less costly.   
 
Dr. Brown: 
Right.  So similar really is good enough, and the FDA has very stringent requirements for the production of these 
molecules.  They are actually identical in terms of the sequence to Rituxan, and then they go through very extensive 
testing to show that they're really essentially—well, similar, but it's more than similar from a lay person's point of 
view.  It's really extremely close.  In fact, there's variability in what's called the originator product--that would be the 
Rituxan—from lot to lot too that actually is not dissimilar from some of the variability between the biosimilar and the 
Rituxan.  And so--and that's just because it's a biological product.   
 
Andrew Schorr: 
So you're not afraid of it?   
 
Dr. Brown: 
No.  No.   
 
Andrew Schorr: 
And your patients shouldn't be nervous about it, and ultimately there may be biosimilars for some of the drugs that 
were approved later.  Okay.  So as we wrap up, is there anything you think we've left out, Bill?  Have we covered it 
pretty well, or is there something else you want to say to patients and family members now?   
 
Dr. Wierda: 
So I guess the take-home message maybe that I would leave with patients is that it's—right now is an extremely 
optimistic time in CLL.  We've made huge advances in the last—I mean, I've been doing CLL for 20 years now, back 
when I was a fellow with Tom Kipps, and certainly within the last five—three to five years we've made just 
exponential fantastic improvements in treatment which are continuing to—continuing to happen.  I think given that 
and given all of the optimism that we have it's still important for us to do the work that we need to do in terms of 
clinical trials and what's the next advance.   
 
Because there is still work to do.  There's quite a bit of work to do, actually, so we need our patients to be interested 
and receptive to the concept of clinical trials and investigating those options particularly in patients who have had 
the standard treatments like ibrutinib and their disease is becoming active again and they're needing new treatment.  
It would be great if we could put all of those patients on a clinical trial to answer questions like do the new third 
generation or second generation BTK inhibitors work in patients who are failing in the standard treatments?  Do the 
CAR-T cells work in those patients?  So I would encourage patients to seek out those opportunities for clinical trials 
particularly if they have had the standard treatments and those aren't working any longer for them.   
 
Andrew Schorr: 
Jennifer, a final take-home message from you?   
 



Dr. Brown: 
It's a brave new world for CLL and we're headed for cure, and everyone should be very optimistic about what we 
have to offer now and for the future.  It's just very, very exciting and gratifying to see what we can do.   
 
Andrew Schorr: 
Okay.  Thank you all for your research that you do.  And, Anthony, you have the last word.   
 
Dr. Mato: 
Okay.  I would say that one of the most amazing things about taking care of patients with CLL is actually the patient 
community, incredibly engaged, incredibly informative to us.  I would encourage patients to continue to give us 
feedback because the lessons learned from their experiences in the clinic actually help to drive the next versions of 
clinical trials.   
 
Andrew Schorr: 
This is such important information we've been getting from our experts at university major research centers, and so 
we in the CLL community, many of us treated at local oncology centers, we can be the bridge in often bringing 
information from folks like this and the news, big medical convention like ASH, and start the discussion with their 
doctor so we get the testing and the care that's right for us wherever we are in our CLL journey.   
 
I want to thank our experts for being with us.  Dr. Bill Wierda from MD Anderson, Jennifer Brown from Dana-Farber 
Cancer Institute, so Houston, Boston and Philadelphia, Dr. Anthony Mato.  Thanks for being with us.   
 
On location at the American Society of Hematology meeting in Atlanta and bringing you perspective and the latest 
news, I'm Andrew Schorr.  Thanks for joining us.  Remember, knowledge can be the best medicine of all.   
 

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

 


