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Andrew Schorr: 
Hello and welcome to Patient Power.  I'm Andrew Schorr in Southern California, near San Diego.  And to the north is my 
dear friend from many years, a world-renowned CLL specialist, Dr. Susan O'Brien, who is at the University of California 
Irvine.   
 
Dr. O'Brien, welcome back to Patient Power.   
 
Dr. O'Brien: 
Thank you, Andrew.  It's a pleasure to be here.   
 
Andrew Schorr: 
So, Dr. O'Brien, recently we've had expanded approval for a drug called venetoclax or Venclexta, and for a broader 
percentage of CLL patients and then also the approval of that in combination with another well-known drug, rituximab or 
Rituxan.  So, first of all, what does this mean as far as expanded use and combination use?  What opportunity is this for 
people living with CLL?   
 
Dr. O'Brien: 
This is a very important opportunity, Andrew, and that's because up until now venetoclax was approved as a single agent in 
patients with relapsed CLL, but importantly the label, what we call the FDA label, was restricted to patients who had a 17p 
deletion.  What does that mean?  Well, if a drug is FDA approved for CLL, I could prescribe it for anybody I want with CLL.  
The issue is, will insurance pay for it?  And we know with these oral drugs that they are not inexpensive.   
 
So what they often go by is what does the label say?  And so, for example, I have had patients that I tried to prescribe 
venetoclax for who did not have 17p deletion, and sometimes I was successful and sometimes I wasn't, depending on their 
insurance.  So it was great to have something for patients with 17p deletion, because we know that they're a group that 
don't respond well to chemo, so we're really only looking at small molecule oral therapy there.   
 
But that left sort of everybody else out who didn't have a 17p deletion.  So what this new labeling has done is say that any 
patient with relapsed CLL now can be prescribed venetoclax whether or not they have a 17p deletion or not.  So that 
makes it available for many more patients.   
 
Andrew Schorr: 
All right.  Now, what about combining it with Rituxan?  What does that offer patients?   



 
Dr. O'Brien: 
So rituximab, as many of your audience knows, is an antibody that is very commonly given either as a single agent or more 
likely in combination with chemotherapy.  So we have the FCR regimen, which is FC chemo with rituximab, the BR regimen, 
and bendamustine (Treanda) and rituximab.  So I think everybody is very familiar with this antibody, which is generally very 
well tolerated.   
 
So what they did in the MURANO trial, which is what led to this improved or expanded label, they did a randomized trial, 
and in this trial venetoclax was combined with rituximab.  So we have the oral agent and the IV antibody, and then patients 
with relapsed CLL were randomly assigned to either be treated with that combination, venetoclax rituximab, or 
bendamustine and rituximab, very common chemo regimen that we use across Europe and the United States.   
 
And what that trial showed is that not only were response rates higher with venetoclax and rituximab, but the time that 
the patients spent in remission was much longer.  So the progression-free survival, which is more or less how long do 
people continue in remission before the disease progresses again, was about 18 months with bendamustine and rituximab, 
which is about what you would expect in this patient population.  And we don't even know what the average is with 
venetoclax rituximab, because it was nowhere near reached.  So, in other words, most of the patients at the two-year 
follow-up were still in remission.   
 
The other interesting finding is that the incidence of MRD negativity, minimal residual disease negativity, which implies a 
very deep remission, was also much greater with venetoclax and rituximab.  And, in general, we would expect that patients 
who become MRD-negative are going to have the most durable remissions, because they have the deepest remissions.  So 
what the label has also done now is allowed physicians to prescribe either venetoclax or the venetoclax-rituximab 
combination to patients who would be able to take rituximab in addition to venetoclax.   
 
Andrew Schorr: 
Okay.  Now, I know there's no one size fits all, but just generally, how would you decide which way to go?  And we'll talk 
about ibrutinib (Imbruvica) in this mix in a minute, but among these two choices, how do you decide which way to go?   
 
Dr. O'Brien: 
I think the data, and there's no head-to-head comparison of venetoclax with venetoclax-rituximab, but if you look at the 
published venetoclax data and you look at the published venetoclax-rituximab data, the latter looked better.  Better, what 
do I mean by better?  In terms of higher response rates and suggesting more durable remissions.  So really my choice would 
be the combination, but there are occasionally patients, and they're not that common, that have had bad reactions to 
rituximab and perhaps would be unable to take rituximab in combination with venetoclax.  But barring that problem, I 
would clearly go with the combination.   
 
Andrew Schorr: 
Okay.  That's very clear.  All right.  So we have lots of patients who lately have been on ibrutinib, and it doesn't last for 
everybody, or there may be some side effects they may have or heart issues that you and I have talked about before.  So 
what about switching?  Does this offer a chance to switch, and is that desirable, and how do you know when?   
 
Dr. O'Brien: 
So the difficult group are the group that actually become, as you alluded to, resistant to ibrutinib.  In other words, it stops 
working.  There are also people, as you suggested, who stop ibrutinib, because they can't tolerate it.  For that patient 
population, depending on what they've already had, we could give them chemotherapy.  We could give them idelalisib 
(Zydelig), which is a PI3K oral inhibitor, or we could give them venetoclax.   
 
The tricky population who are more difficult to treat are the ones who have actually become resistant to ibrutinib.  So 
while they're taking the drug, the disease, which initially responded is now starting to come back.  And we just had data 
published in the past couple of months looking at the outcomes for patients who receive venetoclax after becoming 
resistant to ibrutinib.  And that's very important because, as you just alluded to, many patients are getting ibrutinib 
nowadays, and so many of the patients that would actually go on to get venetoclax would be these patients who are 
resistant.   
 



This data that was collected on a clinical trial was using single-agent venetoclax, so not the venetoclax-rituximab 
combination.  But what that data showed is that these patients who were becoming resistant to ibrutinib—and, by the way, 
all these patients have had multiple lines of chemotherapy.  These are not patients we might see nowadays who have 
started with ibrutinib and have never been treated with chemo.   
 
So this was a very refractory group, because their disease had progressed through chemo and through ibrutinib.  And what 
we saw in this publication is that the response rate was about 65 percent, so that was encouraging.  About two-thirds of 
patients with very refractory disease were able to go on and respond to venetoclax, and the median progression-free 
survival, again how long they stay in remission, if you will, appeared to be an average of two years.  And, again, there was a 
subset of patients with very deep remissions who became MRD negative, and they—we don't know what the average 
remission length in those patients is going to be, because we haven't reached the 50 percent mark.   
 
But the fact that these patients could respond to venetoclax and even though they had very difficult disease that had come 
back after many treatments still respond for on average about two years I think was extremely encouraging  
 
Andrew Schorr: 
Wow.  You and I have been discussing therapies for CLL for so many years, and it just sounds so much more encouraging.  
So we have some questions that have come in from CLL patients.  So Julia wants to know, what kind of response are we 
seeing with patients who relapsed on ibrutinib and go to venetoclax, and you just discussed that.  And what is the average 
time of progression on venetoclax?  And it sounds like in some cases we don't know yet, right?   
 
Dr. O'Brien: 
Right.  If you took all comers on that trial it was, as I mentioned, about two years, but—of course that's an average, and we 
all have to remember that there are patients who are going to be less than the average or longer than the average—but 
what that trial also showed, as I mentioned, is that if patients were able to achieve MRD negativity, those remissions are 
even more durable, and, as you just said, we're not even quite sure how long their remissions last in that population, 
because the majority of those people were still in remission at the time of the publication.   
 
Andrew Schorr: 
One of the things that's come up with venetoclax is, is there the idea that if you can get to an MRD-negative status, you 
might be able at some point to stop or at least take a vacation from therapy, and then given the cost of drugs that would be 
desirable.  Do we have any thought about that at this point?   
 
Dr. O'Brien: 
I think it's a little bit early to know.  Certainly it provides that possibility.  In general, the reason that we give the oral agents 
that we use continuously rather than stopping after a fixed period of time like with chemo, is that most patients were not 
achieving a complete remission or had some amount of disease that was still persisting, usually very, very low level.  But 
the idea was, well, we don't really want to stop a patient who has some amount of disease, because then the disease might 
progress once we take them off the drug.  So that's why with all of the oral agents that we have up until now the idea was 
you just keep treating with them.   
 
Now that we're getting deep remissions with venetoclax the rationale is, well, if we get a very deep remission where we 
can't measure disease, there could be a little bit of disease, but it would have to be very low level.  Maybe what we can do is 
stop treatment.  Maybe the patients will progress later, but let's say that takes a couple years, and I'm speculating because 
we don't know.   
 
The other potential advantage of stopping the drug in addition to giving patients a break from treatment and the financial 
burden of treatment is that if the disease progresses later when they're not on the drug that may mean they're still 
sensitive to the drug so that if we use—we could possibly have the potential of using the drug again.  This is, again, all early 
days, and we don't actually know that, but I think it's a reasonable speculation and why people are—one of the reasons 
people are excited about these deep responses.   
 
Andrew Schorr: 



So, Dr. O'Brien, a lot of CLL patients get pretty savvy about the subtype of CLL they have, whether it's mutated, on 
unmutated or they have 17p or 11q.  So here's a question we got in from Michelle, and she says, what is the venetoclax 
success rate at achieving a complete remission and MRD negativity for those of us with both 11 Q deletion and unmutated 
IGHV, or is it too early to know?   
 
Dr. O'Brien: 
So we don't actually know that fully.  We have not really seen the data fully broken out by some of the prognostic factors.  
Most of the data you and I are discussing was the aggregate data for all comers, so I think it's a little bit early.  There is a 
suggestion that mutation status might not make a difference, similar to ibrutinib, but I think it's just a little bit too early to 
have a good answer for her on that.   
 
Andrew Schorr: 
Okay.  And, lastly, people are understanding about the kind of more lines of treatment, either experimental or approved for 
CLL, and at one end of the very experimental area is CAR-T cell therapy, and we've had transplant over the years, and often 
people with 17p deletions might have to move on with transplant.  So with this broader array, do you feel the kind of data 
you're seeing with venetoclax or venetoclax Rituxan may mean that people who might have required these other 
approaches might not ever get there, might not need it?   
 
Dr. O'Brien: 
I think that that's fair, particularly as the patient population is changing.  So, again, most of the patients we're talking about 
that have been on these trials, as I alluded to, have had multiple lines of chemotherapy.  Nowadays that's not what's going 
to happen because even if a person gets chemotherapy up front as their initial therapy and then recurs, I think in that 
situation we're pretty much all the data suggests that going to ibrutinib at that point is better than going to another round 
of chemo.   
 
We know that chemo never works quite as well the second time around.  So nowadays moving forward we're not going to 
be seeing this very refractory population whose disease has come back after multiple lines of chemo, then we're able to get 
to ibrutinib, then we're able to get to venetoclax or venetoclax and rituximab.  So I think that what we're going to be seeing 
is that the data I'm quoting is going to even be better moving forward in the less heavily pretreated relapsed population.   
 
So I said that in the patients who have disease that comes back after ibrutinib and chemo who got venetoclax, it was two 
years on average.  I bet you if someone just got ibrutinib and then got venetoclax I bet you—we don't have much data—it 
would be a lot longer than two years, because they wouldn't have such resistant cells by the constant exposure to 
chemotherapy.  So I think that these remission durations, if you will, will get even longer and enable us to delay some 
therapies that may be quite effective but also carry some significant toxicity.   
 
Andrew Schorr: 
Okay.  So I'm going to end with a question I always like to ask you, and that is you've been at this many years, and you have 
a broad array of approved drugs combinations now and a lot in the lab as well.  So if somebody comes to you today and 
they're diagnosed with CLL, they come with their family member, and they're so distraught by the diagnosis, how hopeful 
of a story do you have to tell them with what you have to offer?   
 
Dr. O'Brien: 
I'm very hopeful.  I don't think there's any question that people with CLL are surviving much longer now than even 10 years 
ago.  There's no question about that.  I also tell people who—and we know patients sometimes when I tell them, well, they 
don't have that much disease, we'll do watch and wait, some patients are really happy because you've told them they don't 
need to do anything right now, and some patients are not really happy, because they're very anxious about why aren't we 
doing something.   
 
And what I like to tell the patients who are anxious about watch and wait is, hey, you know what?  If you came to me three 
or four years ago and you said, come on, treat me, I don't want to do watch and wait, there would be four drugs that I 
couldn't have given you then that I could give you now.  So I like to tell the patients to keep in mind that the field is evolving 
so rapidly that another advantage of watch and wait that by the time the patient gets to the point of needing treatment it's 



likely there will be even more drugs available or more exciting combinations to treat them with.  And I think that that can 
often be very reassuring, and I can say that because the pace of change in CLL is so rapid, as you well know.   
 
Andrew Schorr: 
Right.  Well, I've been living with it 22 years, and I've watched all this blossom.  But what I'll say for a lot of patients is if 
you're feeling good about the field, then I'm going to feel good about hopefully my long-term health.  Dr. Susan O'Brien, 
thank you so much for being with us.   
 
Dr. O'Brien: 
It was a pleasure to be here as usual, Andrew.   
 
Andrew Schorr: 
I'm Andrew Schorr.  Remember, knowledge can be the best medicine of all.   
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