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Andrew Schorr: 
Hello and welcome to Patient Power. I’m Andrew Schorr. We’re on location in San Diego, my home county. And we’re just 
outside of the American Society of Hematology meeting. Thousands of doctors, researchers from around the world coming 
to discuss the latest in blood-related conditions. And also, of course, blood-related cancers, including CLL, chronic 
lymphocytic leukemia, which I’ve been living with for 22 years. And I’m sure you or someone you love is affected by it. We 
have an eminent panel to discuss the latest with us. I’m going to let them introduce themselves.  
 
They have long titles and a lot of credibility in this field. Let’s start with you, Dr. Jain. 
 
Dr. Jain:  
Hi. I’m Nitin Jain. I’m a leukemia doctor at MD Anderson Cancer Center. I treat patients with CLL and also run clinical trials 
for patients with CLL. 
 
Andrew Schorr:  
Okay. An old friend, not so old though.  
 
Dr. O’Brien:  
Be careful. So, I’m Susan O’Brien, and I am the Associate Director for Clinical Sciences at the Chao Family Comprehensive 
Cancer Center, which is part of the University of California Irvine. And I also am a leukemia doctor and predominantly 
interested in CLL.  
 
Andrew Schorr:  
Okay. 
 



Dr. Pinilla:  
I am Javier Pinilla. I’m the head of lymphoma at the Moffitt Cancer Center in Florida in Tampa. And I pretty much see 
patients with CLL. As well, I do basic research in the laboratory on this issue. 
 
Andrew Schorr:  
Right. And over the years, I’ve met patients that you treat, all of you. And they’re very grateful for your leadership in the 
field. So, we’re here to really talk about the news in CLL. And there is quite a lot. Lots of studies coming out. The people 
here have been involved in these clinical trials also making presentations. Dr. Jain, let’s start with you. So, people are very 
curious about these novel agents, ibrutinib (Imbruvica) and venetoclax (Venclexta).  
 
Can they work together? And can you get sort of a bigger bang? And could it be better than some of the traditional 
approaches you’ve studied that? 
 
Dr. Jain:  
Right. So, we have a clinical trial, which was designed a few years ago, combining these two drugs. So, ibrutinib is not 
currently approved for patients with CLL. And venetoclax is also approved for patients with relapsed CLL, whose diseases 
come back, after initial therapy. And there were some pre-clinical work in the lab, which suggested that, if you combine the 
two drugs, maybe you will be able to synergize together. Maybe you’ll get better activity.  
 
So, based on that hypothesis and rationale, we designed the study where patients who have not received prior therapy for 
their CLL, or they’re needing therapy now for their first therapy, we gave patients ibrutinib at the standard dose, for 20 
milligrams daily for 3 months. And then, we added venetoclax. And then, the entire treatment duration for the combination 
of two was for two years. And that’s the data we reported for at this ASH meeting for the first 80 patients we have treated 
on that study. 
 
So, that study included patients who are high risk for CLL. So, patients who have deletion 17P, P53 mutation, deletion 11Q, 
and also patients with IgVH unmutated, which do not—with chemo immunotherapy, there is less of a response in this 
subgroup of patients. So, that’s the group of patients we enroll in the study. We treated 80 patients on the study so far. And 
at one year of the combination therapy, close to 61 percent of the patients were MRD negative, which is that by a test, 
which can detect one cancer cell in ten thousand normal cells, we were not able to detect any cancer cell in the bone 
marrow of those patients.  
 
So, that’s very high rate of MRD negativity, which you would not have expected to achieve, if you were to use ibrutinib by 
itself and/or likely venetoclax by itself. So, and, at the same time, our complete remission rate was close to 85 percent to 90 
percent, which, again, is much higher than what you would have achieved with single agent alone. 
 
Andrew Schorr:  
So, that’s after a year. But you designed this for two years. So, where are we with that? 
 
Dr. Jain:  
Right. So, the patients we—what we reported the data was up to 18 months. Now, there are only a few patients who have 
reached the two-year mark, because we started the study just over two years ago. So, I think we will need more patients. 
So, all of these patients were at one year mark. They are continuing with the therapy. And they will continue up until two 
years. and then, we will stop the therapy, on these patients. 
 
Andrew Schorr:  
Okay. So, the idea is can you retain that MRD negativity, when you’ve stopped therapy. So, we have kind of a panel here. 
These are two peer CLL experts. Your commentary on that, Dr. O’Brien, is this a big deal? 
 
Dr. O’Brien:  
I think it’s hugely exciting. It gets us away from chemo, which is where we want to go. As Nitin said, it’s clearly dramatically 
better than you would get with ibrutinib alone, in the front line setting. It might be important for you to comment on 
toxicities though. 
 
Is there anything that’s negative about adding the two drugs together? 



 
Dr. Jain:  
Yeah. So, that’s a very valid point. So, when we combine the two drugs, one toxicity, which we saw almost in 50 percent of 
the patients, was neutropenia, so low blood counts, the infection fighting cells. And with ibrutinib by itself, we expect 
maybe 15 percent to 20 percent of the patients may have it or maybe less than that. But when you combine the two 
together, we almost saw half of the patients getting neutropenia, what is called grade 3 or 4 neutropenia, which is 
neutrophil count less than 1,000. And because of that, we had several patients, almost 40 percent of the patients with 
ibrutinib and 20 percent of the patients with venetoclax.  
 
We had to decrease the dose of the drugs. And then, almost one-quarter of the patients required growth factors such as 
filgrastim (Neupogen) and pegfilgrastim (Neulasta). So, that’s only, I think, when you combine these two drugs together, I 
think, the neutropenia risks are only something we have to kind of… 
 
Andrew Schorr:  
…comment from you, do you think it’s a big deal?  
 
Dr. Pinilla:  
Absolutely. I completely agree with Susan. I think, today, any kind of intervention of combination of therapy that really is 
heading to limited therapy is extremely appealing for patients and also for doctors because we know that, when a patient 
can be off therapy very likely for a long period of time, although we still need to really see these data, in the near future. 
But I was just discussing, usually, toxicity for the drugs is something that we see, mainly with ibrutinib alone. Very, very 
excellent drug, but we know that this drug is associated with long-term toxicity sometimes.  
 
So, I think that the possibility that giving this drug for a fixed amount of time will really, really achieve such a remarkable 
deep levels of response, really open new opportunities for our treatment in our patients with CLL.  
 
Andrew Schorr:  
I hope so. So, Dr. O’Brien, let’s talk about another study, ibrutinib instead of bendamustine-rituximab (Bendeka-Rituxan).  
 
It was used in a couple of different ways. So, tell us about that and what’s significant about that. 
 
Dr. O’Brien:  
So, there was a very big trial that was presented at the plenary session. And the plenary sessions are generally regarded as 
some of the most important talks. So, you can see how this trial was assessed. And it was a randomized trial in patients with 
CLL, all over the age of 65 who were needing treatment but were randomly assigned to either bendamustine-rituximab, 
very commonly used chemotherapy regimen in the U.S., probably the most commonly used one in CLL, or Ibrutinib, or 
there was a third arm combining Ibrutinib with rituximab. We know that rituximab always makes chemotherapy better.  
 
And so, this was asking the same question, when we move out of chemo but into small molecules, will that continue to hold 
true. And the randomized trial showed that ibrutinib or ibrutinib-rituximab were both better than BR, in terms of 
progression free survival. 
 
And, basically, what that means is the durability of the remissions that these people achieved. So, the remissions were 
lasting longer with ibrutinib based therapy than they were with BR. The other important point, however, is that the 
Ibrutinib and rituximab and ibrutinib looked exactly the same so far. So, no difference. So, a little bit different than the 
picture and chemo where adding the antibody always improves the outcome. That doesn’t appear to be the case with 
Ibrutinib. But here, the most important question really was the comparison of BR to ibrutinib, since BR is such a commonly 
used frontline regimen. 
 
Andrew Schorr:  
Okay. So, with BR though, people are able to stop, after so many cycles. 
 
Dr. O’Brien:  
That’s right. 
 



Andrew Schorr:  
And with ibrutinib, it would assume, versus the ibrutinib-venetoclax, you continue, right? 
 
Dr. O’Brien:  
Right.  
 
Andrew Schorr:  
And so, in this age of financial toxicity where we worry about the cost of therapy, too. So, it’s great if you don’t have to use 
the rituximab.  
 
So, that saves the money from that drug. But you’d still stay on therapy. 
 
Dr. O’Brien:  
That’s exactly right. And so, one of the advantages for patients is that, for financial reasons, they may actually prefer the 
chemotherapy. There’s no difference in survival in that trial so far, although there’s very few events, meaning most people 
are still alive. So, there’s no difference in survival. So, even if the remissions last longer with ibrutinib, you could argue that 
if you gave the BR first and got a few years out of it, and then, you gave ibrutinib, you’d still have very long remissions. We 
know it works great in patients after chemo. So, I think it still leaves the door open for the role of chemotherapy there. 
 
Andrew Schorr:  
Okay. And would that include FCR that still has been a gold standard around the world? What do we know about that place 
in treatment? 
 
Dr. O’Brien:  
So, we have not heard the presentation yet, but that will also be a presentation here as a late breaking abstract.  
 
The data was just submitted, and that’s a two arm randomized trial. And that is sort of the opposite group of patients. All of 
these patients are under the age of 65. And they could receive FCR or ibrutinib-rituximab. So, this trial didn’t have an 
ibrutinib only arm. And partly, that’s because, when they designed this trial, they were betting that the paradigm of 
antibody making treatment better would hold, which now, it appears it didn’t. On the other hand, there’s, other than the 
cost, which you just mentioned, there was no negative to adding Ibrutinib. So, I think the results from that trial we can 
probably extrapolate to single agent ibrutinib versus FCR.  
 
And interestingly, that trial also showed a better progression free survival for ibrutinib and rituximab. Now, the one caveat 
to that is I think where many of us still consider using FCR is in the patients who have a mutated immunoglobulin gene. And 
the reason for that is there’s now been three studies published showing that, in patients who have a mutated 
immunoglobulin gene that they’re sometimes remaining in remission 10 to 15 years, after getting the chemo. 
 
And I think… 
 
Andrew Schorr:  
…seventeen years for me. 
 
Dr. O’Brien:  
There you go. And so, I think people—that’s six months’ worth of therapy for seventeen years. And so, there’s going to be a 
lot of attention going forward. As we get more follow-up from the trial, what about that mutated population? So, although 
that looks interesting, I’m not sure, for the group and whom we predominantly use FCR now, that data is going to be 
enough so far to change anything, without longer follow-up. 
 
Andrew Schorr:  
So, Dr. Pinilla, where we are is we’ve been hearing about two novel agents used together. But maybe to a two year stopping 
point. 
 
Dr. Pinilla:  
Sure. Less amount of time, a year of 15 months in the frontline studies. 



 
Andrew Schorr:  
Right. 
 
Could we do that? Or is there still a place for chemo that can have some side effects as well? Sometimes, the risk of a 
second cancer, right? 
 
Dr. O’Brien:  
Yes. 
 
Andrew Schorr:  
It remains a concern. So, is that where you think we’re going to end up with do we have some fixed time of novel agents 
versus some advantage of still using some chemo for some people? How do you think it’s going to shake out? 
 
Dr. Pinilla:  
So, I think it’s all about stratification of our patients. Age is very important. Obviously, the IgG, HbS status is extremely 
important as the mutation status of heavy chain of immunoglobulin is extremely important because, as Susan was 
mentioning, these patients are doing extremely well. With Nitin, his study knows the institution, and he can really discuss 
even further, is how to increase even further these good data that we have had with FCR trying to decrease the toxicity of 
FCRs doing less chemotherapy, adding another agent, as ibrutinib or even a second-generation antibody with a goal to do 
limited therapy. 
 
But substantially increase the number of complete responses, even MRD, who are the ones who have been associated with 
these long-term remissions, with these chemo immunotherapy regimens. And I think it’s something that I really, really feel 
like we’re going to continue to study to really increase. So, at the end of the day, we cannot say that chemo immunotherapy 
is completely gone. Obviously, in my practice, my patients because you mentioned finance and toxicity may ask for limited 
duration, even at the frontline. So, we need to really discuss this with our patients. And different patients may have 
different points of view about getting long-term therapy versus fixed therapy. 
 
Andrew Schorr:  
Okay. Let’s talk about side effects for a minute. So, with ibrutinib for sure, and even a drug that we haven’t talked about a 
lot, idelalisib (Zydelig), of those classes there are coming second generation, maybe somewhere down in your list there are 
third generations. 
 
What about the promise of those? Could the side effects be less? Could they be right for other patients? In other words, 
other generations in these same classes. 
 
Dr. Pinilla:  
Right. So, certainly, the acalabrutinib (Calquence), which is a second-generation BDK and is currently approved for mantles 
and lymphoma. So, it is not yet approved for CLL. 
 
Andrew Schorr:  
Yeah, it is approved for… 
 
Dr. Pinilla:  
…it is for lymphoma. So, it is commercially available, in the U.S., right now. So, there have been studies running. And there 
will be a presentation in this meeting, of the 99 frontline patients. They are going to report acalabrutinib single agent. And 
these are the patients, this is their first line of therapy. And, again, in that abstract, at least it looks like the efficacy is pretty 
good. Most of the patients receive a partial remission. And the safety profile, I think, that abstract reports expressive risk 
of atrial fibrillation and almost 60 percent risk of all grade bleeding. 
 
Most of them were like minor bleeding episodes like skin bleeding and ecchymosis and things like that.  
 
Andrew Schorr:  
What’s that? Define the term. 



 
Dr. Jain:  
I think that’s like skin bleeding or bruises, easy bruising, things like that. I think there is a randomized study ongoing right 
now. So, there is a randomized study in relapsed-refractory CLL where patients were given ibrutinib versus acalabrutinib. 
And that randomized study has fully accrued. And we are kind of waiting for the results.  
 
So, I think that study will really help us, kind of in the same study look at the relative risks or adverse events, in terms of the 
AFib, in terms of the bleeding complications, all of the things we kind of think about with Ibrutinib to see whether—
especially with acalabrutinib, what is the person to show that. So, I think that thing is still unknown. I think it’s generally 
perceived. 
 
And I guess I just can comment further whether that I think acalabrutinib, at least the patients I have treated in the 
practice, there is less of a trial GR, practically no arthralgias. So, some of the symptoms, which you have with long term 
Ibrutinib, are less common with the acalabrutinib. 
 
Dr. Pinilla:  
It is truly a perception that all of us who treat CLL, and we have experience with acalabrutinib have. However, as he 
mentioned very well, we need to really wait for the data from the randomized trial who really, really, in a very good way, 
compared both drugs. But definitely perception about chronic side effects is positive, but we need to really… 
 
Andrew Schorr:  
…okay. So, that’s a BDK inhibitor. And then, you have others in this PI3… 
 
Dr. Pinilla:  
…a Delta. 
 
Andrew Schorr:  
What about that class? There are other drugs in development there. Where will they come in? Because I know idelalisib 
was not a home run. And when we poll people, a lot of people using Ibrutinib, but far fewer on that. So, will a second 
generation make a difference? 
 
Dr. O’Brien:  
Well, there was a second generation drug that just got approved in CLL. That’s called duvelisib (Copiktra). 
 
Andrew Schorr:  
Right. 
 
Dr. O’Brien:  
It’s a little bit different than Idelalisib because it inhibits PI3K Delta, as you said, but it also inhibits the gamma isoform. Is 
that important for the activity or the safety? Not totally clear. We know that the activity of idelalisib was quite good. But as 
you alluded to, it was the safety profile that caused some problems. There is some rational because of the gamma inhibition 
that this drug has, duvelisib, that it may cause less toxicity. The type of toxicities, elevation in liver function tests, which is 
not a big deal, because it doesn’t make people uncomfortable. The patients are not complaining.  
 
We just need to monitor it. Or pneumonitis, just inflammation in the lung, which is rare but happens, or colitis, which is sort 
of like bad diarrhea.  
 
Those can occur with duvelisib. But the incidents appears to be decreased in what we see with idelalisib. And the one 
caveat to that is the experience, of course, since it’s a brand new drug, with duvelisib is much more limited. So, our 
confidence in that is just based on smaller numbers. But that drug is now available and could be used in any relapsed 
patient with CLL.  
 
Andrew Schorr:  
And then, others in the class in investigation, I think, is it umbralisib?  
 



Dr. Pinilla:  
Yes. In fact, Umbralisib is the third drug that’s coming as Susan was describing very well. And duvelisib may really have a 
similar side effect. It’s unclear. It’s going to be better tolerating in the long term because it’s unlikely, in the future, we’re 
going to have randomized trials. Umbralisib is a similar example. And however, it seems that the safety profile is quite 
favorable. 
 
At least, when we see the data, we don’t really see as many side effects that we have seen with the other two. Once again, 
the clinical trials are ongoing, and we need to wait for the final results and to really see that, obviously, it’s a period of other 
things. But definitely, at the end of the day, it’s something that we need to wait for. 
 
Andrew Schorr:  
Okay. I want to throw one other thing in the hat. And then, we’re going to try to figure it all out, if we could. And that is 
CAR-T. So, there are some people who have been very sick and have had a lot of lines of therapy. And there have been 
some—are some trials in CAR T-cell therapy for CLL. And I know you have a colleague that’s doing research in NK research. 
So, let’s talk about CAR-T first. So, this is expensive making a medicine of your cells, personalizing it.  
 
It has some toxicity for sure. And we know people who passed away. And we know other people who have done well. So, 
where does CAR-T fit in? 
 
Dr. Jain:  
So, I think CAR-T, for acute lymphoblastic leukemia or non-Hodgkin’s lymphoma where it’s currently approved, I think, for 
relapsed-refractory ALL, B-cell ALL, relapsed refractory non-Hodgkin’s, diffuse B cell lymphoma, I think, it’s true. There are 
patients who are, as you can imagine, have achieved durable, long-term remissions. But, at the same time, especially in ALL, 
we are seeing relapses.  
 
Patients achieve a response, but then, a few months down the line, their disease comes back. I think, in the context of CLL, 
actually just this morning, there were three abstracts presented updating about the CAR-T experience from University of 
Pennsylvania, Fred Hutch, and a more junior study looking at multiple sites in the U.S., looking specifically at CLL. So, 
thinking in the CLL, for the last few years, had been that the early studies in CLL showed that the response rates were only 
like 15 percent to 20 percent, which is much lower than what were noted with All and with non-Hodgkin’s lymphoma.  
 
But the studies, which were updated this morning, do seem to suggest that you could achieve a high level of remission, a 
complete remission, and high level of MRD-negative remission, in relapsed-refractory CLL populations, with the CAR-T 
constructs, which they are using right now. So, in the CAR-T, I think the response is it’s very dependent on the patient 
population but, at the same time, it’s very dependent on the construct, the actual product, which is being used. So, I think 
the data, which was presented today, actually, looked quite exciting for patients with relapsed refractory CLL.  
 
Certainly, there are patients who are achieving deep remissions and some of the patients have relapsed. But I think the 
data today, for me, it was quite kind of nice to see some really positive data. 
 
Dr. O’Brien:  
Well, just like talking about next generation care, PI3K, we have to keep in mind that the CAR-Ts are evolving all of the 
time. 
 
They’re early, really, in their development. And there’s first generation, second generation. So, it’s really evolving. The 
other interesting aspect, and I don’t know if there’s any trials in CLL, but you alluded to the fact that you’ve got to take the 
patient’s own T cells. Well, right off the bat, that, potentially, is a problem in CLL because we know CLL T cells are 
dysfunctional. So, that may be partly why, historically, the CAR-T has not worked as well. But you have to take the patient’s 
own T cells. The patient has to wait, while we send the to the companies or wherever they’re doing the trial, so that they 
can set the construct in, manipulate them.  
 
And then, they have to send them back. And then, we have to give them to the patient. There are now companies that are 
investigating what we would call off-the-shelf CAR-T. So, they’re formulating the product, so that they’re, I’m saying, off 
the shelf where you’re not using the patient’s own T cells. 



 
So, that might get around the problem of the CLL T cells not being so functional and would get around this aspect of 
waiting, the patient who might be sick, waiting for the T cells to be harvested, sent out, manipulated, sent back. And so, I 
think that’s a very promising technology, although that’s very, very early. 
 
Dr. Pinilla:  
I just want to add that I think another very, in my opinion, fascinating story that is evolving with the CAR-T and with the 
BCR inhibitor is that we still don’t understand very well how these BCR inhibitor, in this case, BDK inhibitors who have off 
target effect can’t really have an impact on the T cell’s immune system. And it was presented this morning that it seems like 
a patient who had received ibrutinib before the CAR versus the people who didn’t receive as much ibrutinib, they were 
trying to do a little better. It’s something that definitely called for the fact that these drugs really, really decrease 
significantly the amount of the disease. 
 
And this has an impact on how the T cells are maybe coming back in a better way. So, the expansion of these T-cells after 
the patient has been taking ibrutinib for a certain amount of time is much more successful. And it’s possible that it is one of 
the reasons that why we start to see better responses. This is, for sure, the BDK, we don’t know what’s going to happen 
with the drugs, but definitely, it’s something exciting to see, in the future. 
 
Andrew Schorr:  
Okay. So, some of it, I’m sure, is going to be what you all call patient selection. Who is this right for? And, in a sense, how do 
you prepare somebody for CAR-T just like we would for stem cell transplant, right? What’s the induction to get somebody 
ready? Do they have one of these other drugs? And can that lead to a better response? Now, let’s go to this NK cell 
transplant. What’s that? Does that relate at all to this off-the-shelf approach that Susan was talking about? 
 
Dr. Jain:  
So, yes, in a way, that’s off-the-shelf approach as well. So, just kind of one point on that. So, there is a trial being presented 
for ALL with this off-the-shelf approach with the company surveyor, which I am a part of that effort at MD Anderson. But 
that’s off-the-shelf approach for ALL. But, again, very early data. And, as far as I know, there is no CLL data yet with that 
approach. But coming back to the NK CAR, so that’s the NK CAR, which is worked on by Dr. Katy Resvani and Dr. Elizabeth 
Shpall at MD Anderson. So, as far as I know, that data is very early. Very few patients have been treated with that strategy, 
including some with CLL. And they are seeing very encouraging responses.  
 
And the NK cells are derived from the cord blood. So, these are not direct from the patients. So, in effect, it is an off-the-
shelf product, because it is already pre-made in your lab. And once you identify a patient, then, you can give it what is called 
lymphodepletion, typically, over three days or so. 
 
And then, you infuse these NK CAR cells. Again, that’s a very valid off-the-shelf approach. But, again, all of the things we 
talk about is CAR T-cells. But for the first time, this CAR NK is now coming into the play.  
 
Andrew Schorr:  
NK stands for natural killer cells.  
 
Dr. Jain:  
Natural killer cells. So, that’s one of our normal immune cells, which they have used as the… 
 
Andrew Schorr:  
…so, Susan, let me ask you. You and I have been talking for a long time. We go back to when R was added to F and C. And 
now, we talk about BTKs and all of these other classes. CAR T, off-the-shelf CARs, NK CARs, and transplant still is out 
there. You have so many more options. And now, at the same time, with testing, you have MRD testing to test residual 
disease at micro levels, right. So, how do you make choices for patients on what’s right? 
 
Is it whether somebody wants to have somebody and stop? Is it whether somebody has financial worries? Is it whether 
somebody has mutation or not mutation? It seems pretty complicated.  
 
 



Dr. O’Brien:  
It’s all of the above.  
 
Andrew Schorr:  
All of the above. And their age. 
 
Dr. O’Brien:  
And their age, yes. You absolutely have to take it into consideration everything that you just mentioned. So, it’s 
complicated. It’s not completely straight forward. And, again, there can be two patients who both come in and get advice 
on frontline therapy. And both based on the physician advice and their own choice, those two patients could wind up on 
completely different treatments. And that may be valid, under the circumstances, depending on the characteristics of that 
patient. I think the positive is, although it makes the situation complicated, it’s also great to have all of those options.  
 
So, it’s still a very positive thing, although maybe a little bit more complicated to think about how to deal with them.  
 
Andrew Schorr:  
Okay. Now, let’s go back to testing for a second. So, we talk about personalized medicine. And in a way, that’s what we’re 
talking about here. And now, there can be these genomic panels looking at all of these different genes, not just TP53 but 
some we don’t even understand, right. You can get all of this big result back, and you know what some of it means and some 
we don’t know yet. How sophisticated should the testing be, Dr. Pinilla, and when, to try make a recommendation for a 
patient, where they need initial treatment or another line of treatment? 
 
Dr. Pinilla:  
So, I think it is an important question. 
 
Andrew Schorr:  
And Moffitt is really into this where you are. 
 
Dr. Pinilla:  
It’s an important question that the last IWCLL kind of revised criteria has been published last summer. And it’s tried to 
address some of these issues. When, how, what kind of test, what type of test? I think, what we know for sure is that this 
test and IgVH mutation analysis is something that should be done. 
 
The question is should it be done at diagnosis or should it be done at diagnosis before therapy? For sure, before therapy to, 
as we discussed, try to stratify the patient and give the right therapy. Obviously, patients come to our clinic, and they are 
asking a lot of questions that we cannot really answer without having some kind of what I call a crystal ball. I try to really 
look at the crystal ball with all of these markers, and I try to see, well, the possibility the patient is going to require therapy 
sooner or rather than later, right. And all of these genomic tests may really add some of this information.  
 
However, it’s not prime time for that. We do really recommend on the IWCLL TP53 mutation because it’s an important 
one. The rest of them, they may have a prognostic value. But for now, we are not really having any targeted therapy. And 
it’s questionable, if they have to be done in everything or more in the research. 
 
The patient wants to know. And sometimes, the patient is asking for these things. The question is how are we going to 
really make the interpretation on how we’re going to translate this very complicated information to our patient is a 
different story. 
 
Andrew Schorr:  
Well, Dr. Jain, so, I want to ask about one other thing. And that is check point inhibitors. So, this whole overall—CAR T is 
really immunotherapy, right?  
 
Dr. O’Brien:  
Right.  
 
 



Andrew Schorr:  
And N CAR or NK would be immunotherapy.  
 
Dr. O’Brien:  
Sure. 
 
Andrew Schorr:  
But these other drugs that are used that are used in solid tumors, is there a place for it, in a blood cancer like CLL or do we 
know? 
 
Dr. O’Brien:  
So, yeah. So, I think, in CLL, there have been studies. There was a study reported by Mayo Clinic where they treated 16 
patients with CLL. And then, they gave pembrolizumab (Keytruda), which is a check point blockade. It inhibits a protein 
called PD-1 on the immune cells, the T cells. And in that particular study, the authors—there were no patients who 
responded, with the single agent pembrolizumab. 
 
And we have an ongoing trial. We are treating 10 patients with CLL, but we used nivolumab (Opdivo), another PD-1 drug, 
plus ibrutinib. So, this was a combination trial. And most of the patients achieved a partial remission, which we feel is just 
coming from the effect of ibrutinib. And we didn’t see any added benefit of adding this checkpoint inhibitor. So, the 
thinking in the field is that, for CLL per se, at least these small studies are not showing any positive benefit of adding check 
point blockade. On the flipside, I should say that for Richter’s transformation, which is an aggressive transformation of CLL, 
of course, in approximately 5 percent of patients, we reported some data today.  
 
We treated 24 patients with, again, the PD-1 nivolumab drug plus ibrutinib. And 10 of the 24 patients responded to the 
therapy. So, approximately 40 percent of those patients responded.  
 
And four out of the ten patients were able to go to a transplant because we, generally, require allogeneic stem cell 
transplant for patients with Richter’s transformation, if they can achieve a response and they are a transplantable 
candidate, to say. So, that data—and there is some of the data from Mayo Clinic also kind of supporting the same argument. 
So, that’s, I think, where—but we still need to know more. We don’t know which patient will respond to a check point 
blockade. As I said, only 40 percent are responding.  
 
So, which patient will respond to a checkpoint blockade for Richter’s transformation, that’s something we and others are 
looking at right now. But I think that still is a valid strategy. And it was, actually, in the NCCN guidelines, which are the 
guidelines established by the experts in the field, in the recent update for Richter’s transformation patients. And the use of 
checkpoint inhibitor was also mentioned as a strategy. 
 
Andrew Schorr: 
One other thing, I posed this to a physician from your institution the other day, Phil Thompson, about watch and wait. 
 
So, we still have that strategy of watch and wait, even with all of these medicines now that you have. It still makes sense, 
Susan, right? It’s still valid that, if somebody is living well, they don’t have night sweats and swollen lymph nodes, and 
maybe their white count is higher, but not through the charts, there’s still a place for that? 
 
Dr. O’Brien:  
I absolutely think so. If we knew that we had a therapy, whatever that might be, that was curative in most patients, very 
well tolerated, there would be no watch and wait. But there’s still watch and wait, because the majority of patients—there 
may be a subset of patients who are cured with FCR, maybe or maybe they’re just having really, really long remissions, and 
they’re going to relapse after 17 years.  
 
And if we knew that we could give venetoclax and ibrutinib, let’s say, and cure a significant fraction of patients, again, we 
probably wouldn’t be doing the watch and wait. So, that really did stem from a time, in which we didn’t have curative 
therapy. And chemotherapy had side effects. And why expose patients to side effects, if you don’t need to, if they feel fine? 



So, I think, as our therapies get more effective, and even if one therapy doesn’t cure everybody, if we start to see very long 
term survival with certain therapies that might go away for certain groups.  
 
But, certainly, as of today, our interest is in making people live as long as they can and, hopefully, die of something other 
than CLL. If they can get five years by doing nothing, well, that’s pretty good. You gained five years of your life right there. 
And you still have all of these other great drugs to use, when you become symptomatic. So, it may change. But it’s certainly 
not changing right now. 
 
Dr. Pinilla:  
However, I want to add that I think one of the new frontiers that we’re going to really have to face, in the next years, in CLL, 
because this great and fantastic track that very, very for sure are prolonging the life of our patients, is the fact that CLL, per 
se, is a disease of producing immunosuppression or at least our patients really may be more prone to infections. And we 
know that they are more prone to really secondary cancer. So, I think it’s something that we need to really continue to 
understand and really, really do much more clinical trials in this regard is to see how we’re going to really keep up with this 
immunosuppression.  
 
How are we going to restore the immune systems of those patients that they are going to stay for a long time with these 
wonderful drugs. But they may still have other issues that may arise over time. 
 
Andrew Schorr:  
Well, I’d like to end on a good note. So, from each of you, I know patients of yours who are living a long time. 
 
Some of them have had several lines of therapy. Years ago, we did an event with you down in Tampa. And I can think of 
some of the patients who were featured in your event. And they’re doing okay, the ones I know. Some of them have been 
pretty sick, and they keep going. And so, it seems, Dr. Pinilla, you have more lines of therapy than ever. And that it’s a very 
hopeful message for people, even if they have more aggressive CLL. 
 
Dr. Pinilla:  
Absolutely. 
 
Andrew Schorr:  
Susan, with your perspective, it’s a good story, right? It’s not a perfect story. 
 
Dr. O’Brien:  
It’s a great story. My perspective, as you said earlier on, that I’m an old friend, so I’ve been around for a while. I got that. So, 
the point is the evolution of treatment over time is just mindboggling to me who has been doing this for a long time. We had 
probably five new drugs approved in the past four years. We probably had four drugs that I can think of approved in the 20 
years before that. 
 
So, that’s a real example of how fast things are moving and how exciting and optimistic I think we are, at this point in time. 
 
Andrew Schorr:  
You’re feeling positive?  
 
Dr. Jain:  
Absolutely. 
 
Andrew Schorr:  
You’re coming out of the lab, and you’re feeling pretty good about it? 
 
Dr. Jain:  
Absolutely. I think the clinical trials, all of the ones with the new targeted therapies, which are being done all over the 
United States, elsewhere; I think they are showing really positive results. And I think, if you look at the—many times, we 
talk to the patients. The patients ask about the survival, and they are looking at from the older data set with chemo 
immunotherapy. But I think the patients who are being diagnosed now, who are being treated now, I think my hope and 



expectation is that 10 or 15 years down the line, hopefully, their survival will be similar to a general population or kind of 
close to that, with all of these therapies we have, effective therapies we have now.  
 
And I think these will further continue to get refined, in the next few years, because several of other clinical trials are being 
run right now. 
 
Andrew Schorr:  
Okay. So, I just want to end on sort of a news you can use, because most patients don’t get to see you. They live in the 
hinterland. They’re not in Southern California. They’re not in Florida. They’re not in Houston, a big city. But they’re 
somewhere else. Now, their doctor may call you and say what do you think? But what would you say, given this changing 
landscape now, just what should people, let’s say if they’re seeing a community oncologist, say if they’re diagnosed with 
CLL? Is it to express what their goals are for their life, given these neww—hat would you say? 
 
Dr. Pinilla:  
I think that first, the more important information is a good education of newly diagnosed patients. We see patients every 
week. They come from the community oncologist who are very, very high on side syndromes and really scared about the 
diagnosis. And I think more important is for them to understand what the disease… 
 
Andrew Schorr:  
Get smart. 
 
Dr. Pinilla:  
Get smart, right. Go to the website, your website, other websites that can really give information. 
 
You’ll very likely see someone who really can give you the information. It’s not the community oncologist. It’s someone in 
the area who can really deal more often with CLL. And definitely, in case that this patient needs to really have therapy, 
really  make sure that all of these important genetic features are being tested before starting any kind of therapy. 
 
Andrew Schorr:  
Do you agree with that, Susan? 
 
Dr. O’Brien:  
Yeah. I think, you said should the patient communicate to the doctor what outcomes they want. I don’t think right at the 
time they’re diagnosed. First of all, as you just heard from Javier, people are anxious. They don’t know anything about the 
disease. It’s hard to communicate what outcome you want, when you don’t know anything about the disease. So, I think, as 
he said, getting an education is important. Probably, where it’s important to think about what outcome is important to you, 
in terms of survival, quality of life, etcetera, would be a conversation when treatment needs to be initiated. 
 
Dr. Pinilla:  
I agree.  
 
Andrew Schorr:  
Okay. And for you, any recommendation, particularly, if somebody sees a community doctor, when you’ve got this whole 
changing landscape of CLL? 
 
Dr. Jain:  
Yes, I would say I completely agree. I think, many times, we see patient where, especially I think if they are requiring 
treatment, I think I would say it’s really important, first of all, to do the prognostic marker, because we many times see 
patients where prognostic markers have not been done. And the patients may, based on the current recommendations or 
current guidelines, maybe should not have received chemo immunotherapy because wherever the field is moving. So, I 
think it’s really important for the patients to asked their doctors about these prognostic markers, FISH testing, mutation 
testing for IgVH, so that we can appropriately define the treatment paradigm.  
 



And I would also say that there are several clinical trials running, both in the frontline setting for relapsed patients all over 
the country. So, I think, certainly, if the patient can go to a tertiary care center where the clinical trials are running, try to 
investigate and see if they can participate in that trial. 
 
I think that certainly would be encouraged. 
 
Andrew Schorr:  
All right. You may be part of the change. I went to MD Anderson where Dr. O’Brien used to be, Phase II trial for FCR made a 
big—so, that’s 17-year remission. I want to thank you for being with us, Dr. Jain, Dr. O’Brien, Dr. Pinilla. And really a very 
encouraging story. Please stay tuned with us. We’ll be discussing CLL on an ongoing basis. You can hear it’s a moving 
target. Just think of all of the change and some of the interim data that’s come out. Then, we’ll have more, whether it’s 
during the year or this time next year. And there will be more complete data. And that will help you make choices.  
 
If you’re in that watch-and-wait period, you have a long remission, but you might need treatment again, then, it can be well 
informed. Thank you for being with us. Thank you, doctors. In San Diego, I’m Andrew Schorr. 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. 

 


