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Andrew Schorr: 
Okay. Welcome from—where are we? Portland, Oregon. Again, we were here about two years ago. We’re excited to be 
back in the Embassy Suites Hotel. I am Andrew Schorr, living, as you heard, with CLL since 1996. I actually went to the gym 
here yesterday, some energy. That’s what we’re trying to do, have energy, quality of life living with CLL and hopefully 
longevity.  
 
So, me, 1996—some people here in Portland, and we have about 100 people in the room—so, these are patients, care 
partners that you’re gonna be interested people here in CLL over the next three hours to learn the latest. I want to thank 
you for being here I want to thank Pharmacyclics and Janssen Biotech for providing grant funding for this, but they have no 
editorial control.  
 



So, what you’re gonna hear is the whole 360-degree view of CLL. We have eminent medical experts with us. We have 
patients you’re gonna meet, care partners you’re gonna meet. We want your questions.  
 
We want to thank US Oncology Network, Compass Oncology, Willamette Valley Cancer Institute and Research Center all 
for being our partners—CLL Global Research Foundation that was started by my former doctor, Dr. Keating, down at MD 
Anderson, and of course, Leukemia & Lymphoma Society. Thanks for all of them working together to put this on today, 
produced by our organization, Patient Power.  
 
Okay. So, you’re gonna have questions and you’re gonna hear statements from the doctors and other patients and they’re 
gonna talk about different treatments and research and they’re wondering, “What’s right for you?” This is not a clinic. So, 
you need to speak with your own doctor.  
 
Hopefully, you have a medical team that you really trust on what’s right for your version of CLL or your loved one’s version 
of CLL. It’s different for what previous treatments have you had, what might be right now, when might you need it? And of 
course, we’re gonna talk about clinical trials as well.  
 
I was in a trial for a combination you’ll hear about. Some of you may have had it, FCR. Maybe we can just get a show of 
hands. Has anybody here had FCR, fludarabine (Fludara), cyclophosphamide (Cytoxan), rituximab (Rituxan)? Not so many 
now. But if you went back a few years, most of us had it or had some variation of it, but things are changing. For those of us 
that had FCR, should we need treatment again, what could that be? Either an approved therapy or something that’s in 
clinical trials.  
 
Okay. So, remember, disclaimer—get what’s right for you, talk to your own doctor.  
 
Okay. Let’s talk about the agenda for today. Here’s what we’re gonna do between now and mid-afternoon Pacific Time. 
You got a chance to meet. We’re kicking off the program. We’re gonna hear from our medical experts, three eminent 
physicians. We’re gonna hear about clinical trials as well. We’re gonna briefly in a minute meet some patients.  
 
Then we’re gonna talk about financial issues and other things related to communication as well, like do you tell your kids? 
Do you tell your grandkids? Do you tell people at work? How do you think about it? How do you go on? Do you deal with 
anxiety or depression or your spouse does? How do you deal with all that? And lots of time, about 45 minutes, for 
questions.  
 
Okay. Then this is how you ask questions. I want to introduce you to someone who’s been my partner for 33 years, Esther. 
Grab your microphone and face the… 
 
Esther Schorr:  
…hi, there.  
 
Andrew Schorr:  
This is Esther Schorr and all of us know that we could not do this alone, right? Hopefully, wherever you are here in the room 
or in the world, you have somebody that’s hooked in with you. Maybe they go to the doctor with you and they can support 
you.  
 
When I originally had the FCR, there was a time when in the middle of the night at MD Anderson in Houston, Esther was 
wheeling me in a wheelchair back to the hotel across the skyway. She’s been with me by my side.  
 
So, Esther, if people have questions, particularly the internet audience, but folks in the room, what do they do? 
 
Esther Schorr:  
Right. If you have a question—if you’re here, jot it down and either pass it to me or to Rebecca, who’s standing at the back 
of the room. Also, we’ll be going around during the question and answer session and we’ll hand you a microphone and you 
can ask your question. Then if you’re in the audience online, write to cll@patientpower.info.  
 



Andrew Schorr:  
And we’ve already gotten a bunch of questions.  
 
Esther Schorr:  
Right. We’ve already got a dozen or two questions, but please send those. I will have them and during question and answer, 
we’ll try to get to as many of those questions as we can.  
 
Andrew Schorr:  
Our friend, Jay Blatt, wants to know about clonal evolution. We’re gonna ask you guys about that. And also, measles, right? 
What’s the story? Most of us our age had measles. So, we probably have the titer, but let’s see who had different 
treatments that knocked down your immune system. Do you still have that immunity? Should you wear a mask if you go on 
vacation to Europe this summer or wherever?  
 
Okay. If these two folks can stand up, Jay and Alice and Esther, if you could get next to them—why don’t you face that way 
a little bit so they can see you and we’ll talk. This is Jay and this is Alice Sperling. What is the name of the town you’re from, 
Alice? You told me what the name is.  
 
Alice Sperling:  
We’re from Philomath, Oregon, which is just west of Corvallis.  
 
Andrew Schorr:  
And what does that mean? 
 
Alice Sperling:  
Love of learning. 
 
Andrew Schorr:  
She was a college professor for many years. Jay was also working at Oregon State in Corvallis. So, Jay, how long have you 
been a patient? 
 
Jay Sperling:  
I was diagnosed in 2002 and, my first real treatment was 2009. 
 
Andrew Schorr:  
Okay. How are you doing? 
 
Jay Sperling:  
Pretty well right now. I’ve been on ibrutinib for a couple years. I just started IVIG because I was having a lot of—
unfortunately, having an awful lot of infections and various oddball things like appendicitis.  
 
Andrew Schorr:  
How are you doing now? 
 
Jay Sperling:  
Good.  
 
Andrew Schorr:  
Alice, how long have you been my his side with his CLL journey? 
 
Alice Sperling:  
Since 2002. 
 
Andrew Schorr:  
You’re a researcher. You’re like all over the internet looking up things, right?  
 



Alice Sperling:  
Yeah. It gave me something to do. I know sometimes when you’re the care partner, you feel a little bit helpless. There’s sort 
of a line between how can I be helpful without taking over the whole show. He does have a will of his own, believe it or not. 
But yeah, I’m the family researcher.  
 
Andrew Schorr:  
Okay. We’re gonna hear a lot more from you. Thank you so much. Esther, if you can make your way to this lady in yellow 
here. This is Christina Fisher. If you can turn around and face that way so the whole world can see – 
 
Christina Fisher:  
I’m feeling a little like Vanna White, you know that.  
 
Andrew Schorr:  
That’s us. So, Christina, what is the name of the town you live in here outside Portland.  
 
Christina Fisher:  
Boring.  
 
Andrew Schorr:  
Boring, Oregon. But she’s not boring. So, you’ve been living with CLL how long?  
 
Christina Fisher:  
Well, I was diagnosed in 2013, but it took about a year to get a diagnosis from my position and I’ve been told I’ve been living 
with it a lot longer than that.  
 
Andrew Schorr:  
We should mention her diagnosis—you’ll hear about this—came in a very unusual way, not from a hematologist, not from 
her primary care doctor, but actually from an ear, nose, and throat specialist.  
 
Christina Fisher:  
Correct.  
 
Andrew Schorr:  
So, a very odd journey. Some of you may have had that too. Fortunately, she’s getting good care now. What is your medical 
therapy now? 
 
Christina Fisher:  
I am on venetoclax (Venclexta) and I have been switched over recently to the rituximab-hyaluronidase human (Rituxan-
Hycela) shots.  
 
Andrew Schorr:  
So, she gets Rituxan, which some of you may be receiving or have received, in a new way. So, we’ll hear about that as well. 
Okay. Thank you so much. All right. There they are and there are their pictures that you can see on the screen.  
 
So, now, let’s get down to the nitty-gritty. I want to introduce our medical professionals here. Some of them you may have 
met before. Some may be your doctor. So, for instance, Jay’s doctor is to my left. This is our friend, Jeff Sharman, who’s 
from Willamette Valley Cancer Institute and Research Center. Jeff, for years, you’ve had a special interest in CLL and also 
lymphomas, right?  
 
Dr. Sharman:  
Yes.  
 
Andrew Schorr:  
Okay. Why those?  
 



Dr. Sharman:  
I enjoyed the blood cancers for a long time. As a research fellow, my projects I was working on as a fellow ended up 
becoming ibrutinib (Imbruvica). So, I very quickly became a CLL doctor.  
 
Andrew Schorr:  
You are encouraged with what’s been changing? 
 
Dr. Sharman:  
Absolutely. It is a time really remarkable for the level of enthusiasm that we have in the field because it has changed so 
much. I really look at 2014 as a dividing line between olden days and new days. We’re only five years into the new era of 
CLL, and the tools and toys we get to play with to help our patients are really transforming what it means to be a patient 
with CLL.  
 
Andrew Schorr:  
Okay. Jeff is involved in research as well. We’re gonna get a window into not just what is approved, including a new 
approval just this past week, but also what could be coming. So, we have a lot to talk about.  
 
Next to him is another Jeff, Dr. Jeffrey Menashe, who’s with Compass Oncology here in Portland. Dr. Menashe, you are 
what we would call very much a community oncologist. You’re not involved in research, but you’re involved in patient care 
like 12 hours a day, right?  
 
Dr. Menashe:  
That is correct, yes.  
 
Andrew Schorr:  
How long have you been doing that? 
 
Dr. Menashe:  
Since 1981. 
 
Andrew Schorr:  
You were doing rounds even this morning. 
 
Dr. Menashe:  
That’s true, yes. 
 
Andrew Schorr:  
He got up very early. We appreciate that. I want to mention that most people get care not at a big research center, 
although you might or have a consultation there, but get it at a community oncology center.  
 
Part of what we’re talking about is if you have a Dr. Menashe, who has to cover a number of cancers, and you have a Dr. 
Choi, who you’re gonna meet in a second, who really focuses on CLL in particular, how are you gonna get them to work 
together for your benefit? We’ll talk about that too.  
 
I mentioned Dr. Choi. I am from Carlsbad, California, Esther and I, which is in Southern California, about 30 miles north of 
San Diego. About halfway there is La Jolla. That’s where there is the UC San Diego, University of California, San Diego 
Morris Cancer Center. That’s where Dr. Choi is. Welcome to the program. You’re in the lab most of the time, right?  
 
Dr. Choi:  
Well, sometimes. I guess, yeah, I’m in a center where I’m fortunate to have close collaboration with scientists, a laboratory 
that’s really committed towards understanding this disease and trying to translate to new treatments.  
 
 
 
 



Andrew Schorr:  
Okay. And one of the things that he’s working on is a very early drug. You’ll hear about clinical trials along the way. It’s like 
Phase I, Phase I to II. I know you get involved in that as well very early, which could be something that will pay off for us 
some years down the road should we need it. We’ll be looking into our crystal ball as well.  
 
All right. Let’s get started in our discussion of what’s more about CLL. So, there we go. So, making treatment decisions—so, 
first of all, I want to start with this, Jeff Sharman—CLL is not a one-size-fits-all. How do you know what version of CLL you 
have?  
 
Dr. Sharman:  
So, there are a number of important questions embedded in that. It’s a conversation that oftentimes comes up very early in 
the management of a patient who may come into your office just being told they have leukemia or—that’s actually a 
common presentation is, “My doctor told me I have leukemia.” There’s this kind of dazed and confused look.  
 
So, in those initial conversations, I always start with, “Okay, there are four main families of leukemia—there’s acute, there’s 
chronic, there’s myeloid, lymphoid, and it sort of makes a box plot with four different types.” So, we say you’re in CLL. Most 
of what you think with leukemia when you see children who are bald, who are really sick, that’s AML or ALL. So, CLL is just 
a different entity completely.  
 
I think we’re all conditioned to hear that early detection saves lives, early intervention leads to the best outcomes. That’s 
what I think the gestalt is when these patients walk into the room, like, “What kind of chemotherapy do I need?” You have 
to unwind this and say, “Well, you’ve got CLL but having CLL doesn’t mean you need to treat it. You can oftentimes live 
with CLL for a long time.”  
 
I often find it’s very reassuring when you go back and find some of these blood tests from four years prior and you say, “See 
this little lymphocytosis you had four or five years ago? You probably have had your CLL all this time and didn’t even know 
it.”  
 
So, when we talk about subtypes of CLL, we get into discussions about FISH testing and IGHV mutation analysis. It can 
quickly become very overwhelming. So, we kind of try to layer this in as we go.  
 
Andrew Schorr:  
We’ll walk through that as we go. The point is there’s different testing we do. Dr. Menashe, how important in 2019 with the 
testing we have—do have to do a bone marrow biopsy where you have to stick a needle in somebody’s hip to look at the 
cells?  
 
Dr. Menashe:  
Usually, we do not have to do that. I think we look at people who present with these high white blood, high lymphocyte 
counts. Usually, we can define it just by tests on the peripheral blood. Sometimes, there are some variants that occur, 
which sometimes you might have to do some ancillary tests, imaging or even bone marrow, but usually not. 
 
Andrew Schorr:  
Okay. Dr. Choi, people have heard about different mutations or unmutated. What are we talking about when we say 
mutated or unmutated? What does that mean?  
 
Dr. Choi:  
Yeah. So, as Jeff was saying, there are many tests that can help basically stratify the aggressiveness of the disease. One of 
those is to sequence the antibody gene in the cancerous B cells, so, not necessarily the genetic tests of what you were born 
with, but what has turned or what has happened to the leukemic cell. The VISTA antibody gene is one that normally gets 
mutated as a normal B cell matures.  
 
So, if we find out if the CLL has a mutated version of that gene, we can kind of say that cell that turned into CLL was a little 
bit more grown up. In my mind, that makes it a little bit slower to progress, a little bit less aggressive, whereas a cell that 



has an unmutated antibody gene came from a little bit more immature B-cell. I think of that as like a teenager that’s a little 
bit less predictable, a little bit more aggressive.  
 
Andrew Schorr:  
Let’s underscore that. It seems counterintuitive. Mutated is better prognosis. Unmutated, not quite so good. Okay. Let’s 
carry it further. So, there’s testing you also do of the chromosomes of the cancer cells, and some people have heard about 
11q and 17p. So, what are we talking about, and what does that have to do with what version of CLL you might have, Dr. 
Sharman? 
 
Dr. Sharman:  
The analogy I use for my patients is that the IGHV mutation analysis is kind of the gas pedal. Is the gas on? Unmutated, is 
the gas off, mutated? Then for FISH, what we call fluorescent in situation hybridization, that’s looking at chromosome 
pieces that there’s this stereotypic pattern within CLL that we see these clusters of abnormalities, not things, as Michael 
points out, that you’re born with, but things that you acquired. To extend the analogy, in my mind, these are the breaks on 
the car.  
 
So, we know that the abnormalities in certain parts of these chromosomes correlate with behavior. So, from worst to best, 
there’s 17p, 11q, and then you have two that are kind of pretty close together, normal, and an extra copy of chromosome 
12 and then the best being 13q. And Q and P designates the long or short arm of the chromosome.  
 
Andrew Schorr:  
This one, trisomy?  
 
Dr. Sharman:  
Yeah. So, that’s the extra copy of chromosome 12. So, we call that trisomy 12. So, it just gives a sense how you’re going to 
respond to treatment. So, by that analogy, how well the breaks work. Patients who have 17p, the breaks don’t work as well. 
So, you have a more aggressive version in those patients with 13q, where they’re oftentimes very sensitive to particular 
therapies.  
 
Andrew Schorr:  
Let me mention—this is the theme of today—there are a range of treatments, including 17p, more aggressive—that used to 
be terrifying. We’d say, “Well, we don’t think FCR, that standard of care that we’ve had for a number of years, was going to 
work. Would somebody need a stem cell transplant? Well, now there are pills you can take that are helping people with 
17p, right?  
 
Okay. So, Dr. Menashe, I went four-and-half years with no treatment. There are other people who have gone an extended 
time with no treatment. How do you tell people that? Dr. Sharman was saying people think oflet’s say if a woman were 
diagnosed with breast cancer or if somebody were diagnosed with another solid tumor, we’d say, “We need to start 
treatment with this week, next week, next months,” and you’re telling people, “We’re gonna watch it.”  
 
Dr. Menashe:  
Right. Well, I think people have to understand what the natural history of the leukemia. So, for example, which is a common 
presentation for people who might just come with an asymptomatic lymphocytosis, they might have a 13q abnormality, 
which is, if you look at a graph, the survival is not especially for people who are older, dramatically different than someone 
the same age without that.  
 
So, just giving information about the natural history of the disease is critical, and then you balance that with what will 
treatment do. Right now, there is no known treatment that will be useful now versus later on that could change going 
forward.  
 
Andrew Schorr:  
Right now, in other words, it doesn’t seem like there’s a penalty for waiting, in many cases.  
 
 
 



Dr. Menashe:  
Right. Or if there was a very easy treatment that would have a high rate of benefit, you might consider it, but right now 
even very effective treatments still have significant toxicity risk for someone who can do well for years and sometimes 
decades.  
 
Andrew Schorr:  
Okay. So, Dr. Choi, there was a woman who did a listserv, just an email group years ago on acor.org, a CLL listserv. 
Bridgette, we were talking about her. When I was first diagnosed in 1996, she got on the phone with Esther and myself, and 
her words—I’ll never forget it—she said, “Chill out.” Chill out. Then it was four and a half years of they say watch and wait. 
We were saying watch and worry, but just go on with your life.  
 
So, Dr. Choi, when you tell people that, during that time that we’re waiting, research is going forward. Like some of the 
things you’re working on, they may pop during that time, right?  
 
Dr. Choi:  
Yeah. Certainly, I should say it’s much easier said than done to chill out. Even when we’re not recommending treatment 
with medications, I think we still recognize that as your doctors and your care team, we can help keep you healthy, help 
look for infections and make your quality of life as good as it can be and make you as strong as you can be before you need 
treatment.  
 
But in that time also, probably behind the scenes, many people are analyzing trends in your blood work. We’re always 
looking for patterns of growth of your lymph nodes. Then at centers like UCSD and across the country and around the 
world, people are also probably studying the leukemic cells that are taken from the blood of patients with CLL and trying to 
see if we can correlate that with how things go in the future.  
 
I think there’s a lot to learn even during those times when we’re not treating you, both as your care team and also for 
researchers.  
 
Andrew Schorr:  
Right. I have blood tests every month. I want to get a little view of the audience if we could and a nice beautiful wide shot. 
This is the audience participation time. So, I said that I was diagnosed in 1996, a long time ago, but if you’re newly 
diagnosed, if you don’t mind, would you stand up—I mean, diagnosed within the last year or two? Okay?  
 
Just stand up for a second if you’re newly diagnosed. We want to make sure this isn’t gobbledygook for you. Thank you. 
We’re gonna take care of you today, okay? How about if you’ve been living with CLL more than two to five years? How 
about that? Stand up for one to five years. Go ahead. Thank you.  
 
How about five to 10 years? Five to 10 years? Okay. Thank you. Then lastly, more than 10 years? Where are my friends? 
Okay. More than 10 years? Yay. Okay.  
 
So, that’s—now, look, it doesn’t always work out that way. This is a cancer diagnosis. We have to be very realistic that some 
people have passed on and I’ve known people along the way that it was from their CLL. Okay? But largely, we’ve been doing 
better. That’s a great thing. So, let’s go on and talk about how we understand what are the goals of treatment.  
 
So, Dr. Menashe, so, there you are—you have somebody who is no longer doing so well and maybe they have the swollen 
lymph nodes. They come in and say, “You know, I have night sweats and the sheets are all wet and I don’t have energy.” So, 
you have a variety of treatments now. So, do you have a discussion with them about the goals of treatment?  
 
Dr. Menashe:  
Yes. Certainly, goals are important to establish for a person with this. In the beginning, if there’s no imminent threat, the 
goal would be to continue as high quality of life as possible, which usually would be not doing treatment. Once an imminent 
threat is established, either from constitutional symptoms, just feeling very weak or having fevers, weight loss, not being 
able to maintain high quality of life, blood count issues, then that would be an indication that treatment might be of near-
term benefit.  



 
Andrew Schorr:  
Okay. And then now, we have a mix of infused therapies and oral therapies, sometimes combined. So, some of it might be a 
discussion of, “Do you want to come to the clinic regularly for an infusion? Or do you want to take pills at home?”  
 
Dr. Menashe:  
Definitely.  
 
Andrew Schorr:  
That’s part of the discussion as well.  
 
Dr. Menashe:  
Yes. 
 
Andrew Schorr:  
I should mention that many of us who have been previously treatment, which are a lot of people living with CLL, will need 
treatment again. So, the discussion is at that time, what treatment might you need. There’s something on the screen, MRD, 
which I’ve been schooled that it can mean two different things, minimal residual disease at like the micro, micro level or 
measurable residual disease.  
 
Jeff Sharman, where does that come into play to understand—let’s say if somebody’s been previously treated, did we knock 
it back or is it rearing its head even at the micro level now and might we at some point need to do something again?  
 
Jay Sperling:  
Right. So, at the technical level, MRD, minimal residual disease, is a testing technique that we can do that establishes very, 
very small amounts of CLL. The most commonly utilized test currently is this thing called flow cytometry and for the most 
part with good flow cytometry, you can determine if a patient has a threshold where out of 10,000 cells from their 
peripheral blood if one of them is CLL. So, it’s 10 to the minus fourth or 0.1 percent of their cells.  
 
If you actually think about 0.1 percent, when somebody’s going to get treated and they’re coming in to get treated, we 
would normally expect their lymphocyte count to be maybe somewhere between somewhere between 70 percent to 95 
percent of their cells in the peripheral blood or CLL. So, now, we’re talking about doing some sort of intervention and 
getting it to ideally less than 0.1 percent. So, you can see that we can get rid of a whole lot of CLL.  
 
MRD is historically used kind of mostly in research studies, therapeutic studies where we’re trying to establish how 
effective a therapy is and we’ll say this regimen gives MRD negativity at a rate of 20 percent or this one gets it in 40 
percent or 60 percent. So, it’s kind of a barometer within the field where we can sort of start to compare the effectiveness 
of different treatment regimens.  
 
With a lot of the new drugs, ibrutinib in particular, this whole concept kind of got thrown out because with ibrutinib, you 
can oftentimes see the CLL for a long amount of time, yet the CLL is inactive. So, we were getting really into MRD with all 
the chemotherapy drugs. Ibrutinib came along and we said, “MRD doesn’t matter.”  
 
Now, along comes venetoclax—I’m sure we’ll spend more time about it—which once again gets very good levels of MRD 
negativity. So, it’s something in the field that has waxed and waned with regards to how important it is. I find patients 
oftentimes may ask the Alices of the world, who are what I call web-positive, might ask whether MRD is important. I would 
say it’s very context-dependent.  
 
Andrew Schorr:  
Okay. You may hear about it. A lot of this journey I’ve been on with CLL and one of the grand old men of CLL is a doctor 
back in New York, Kanti Rai. I said to him over time, you’re learning all these other tools and medicines and pathways and 
things that Dr. Choi was talking about, but what they continue to do is figure out what’s the significance. MRD testing, one 
of the things is how relevant is it in your case and what do you do? Is it important to be MRD-negative?  
 



So, for me, I know one of the physicians at MD Anderson did an MRD test for me many years ago, but after I finished the 
FCR, and it was not negative. I said, “What does that mean?” He said, “It means that probably someday, we don’t know 
when, you probably will need treatment again.” So, I knew there was another shoe that was gonna drop. Then I forgot 
about it and went on.  
 
Okay. How long can I expect to have treatment? Dr. Choi, you’ve been involved in a lot of these drugs, just like Dr. Sharman 
and the development of it. So, there are some, like the original FCR, six months and done if it worked for you or BR, be done 
with it, and then ibrutinib, that you continue on, or some other combinations that maybe you’ll be able to stop. Can you talk 
about that? How long do you need treatment?  
 
Dr. Choi:  
You’re exactly right. The regimens vary. Some are intended to be a start and planned duration of treatment. In the past, 
those were typically the chemotherapy-type regimens, FCR or BR. Ibrutinib is a drug that doesn’t act by damaging or 
interfering with DNA and we have seen that as something that can be safely taken for a long time. So, we know that 
duration of remission or the control of disease is best when ibrutinib is continued.  
 
So, that’s a drug that we intend people take as long as works and as long as it’s tolerated. I think newer regimens may come 
out that—sometimes we even change how we use drugs.  
 
In the past, we use venetoclax as a long-term therapy also, but now we’ve found that patients that have very good 
remissions that have remissions that have no detectable residual disease, that we can stop that and not see a relapse for 
most patients, or at least for a few years, we hope. So, I think yeah, I guess it depends on which regimen comes on and 
possibly how good their response is to that treatment.  
 
Andrew Schorr:  
Right. We’re gonna be talking about combination therapies in a minute, where can you get a bigger bang if you combine 
some of these newer medicines, and maybe can you stop at some point? We’re gonna talk about that. This goes back to sort 
of, Jeff Sharman, where we’ve been, right?  
 
Help us understand—FCR has been used for years. I was 45, which in CLL, is actually seen as younger. I was fit. I didn’t have 
diabetes or a heart condition or anything else. Is FCR still used? That’s two chemotherapy drugs combined with what we’ll 
learn about monoclonal antibodies. Is it still used?  
 
Dr. Sharman:  
So, I said 2014 represents the olden days and everything in front of 2014, the new days. If you were gonna label the next 
important year, it would be 2018 was clash of the titans. The reason I picked that is because at our annual meeting for 
hematology this year, we had a bunch of data sets that were really goose bump-type data sets where the new was directly 
compared to the old.  
 
I would say the field is moving rapidly away from chemotherapy. I will say chemotherapy still fulfills a role, although I’ve 
been a part of debates where even very seasoned experts in the field debate this. There are some key opinion leaders who 
feel very passionately that chemotherapy shouldn’t be used anymore and there are also key opinion leaders who feel there 
is a defined role in space for chemotherapy.  
 
So, amongst the experts, there’s debate. This list of trials that the young, fit, IGHV-mutated, if there’s a place for chemo-
immunotherapy, that’s probably the most pertinent place, but literally, this week a new regimen was approved with these 
combinations that you could argue might displace some of that. So, a very dynamic environment.  
 
Andrew Schorr:  
And the big news was that people could have ibrutinib as a first line therapy versus FCR or another chemo-immunotherapy 
regimen, bendamustine (Treanda) plus Rituxan and it was just as good, right?  
 
 
 
 



Dr. Sharman:  
Yeah. There were two major studies that were presented at the American Society of Hematology, a third study maybe 
under that, and then a fourth one that should have been presented but we just got the abstract for ASCO this week and 
FDA approval this week that should have been at ASH.  
 
The two big studies were ibrutinib versus bendamustine-rituximab and ibrutinib versus FCR. Now, we’ll leave the 
discussion about Rituxan for a different point. But amongst the patients who have unmutated CLL, it really does appear 
that the ibrutinib in that setting is a more safe and efficacious choice. For those patients who are mutated, they’re 
generally gonna get more bang for their buck out of chemo-immunotherapy. 
 
So, with ibrutinib being an indefinite therapy with a cost that is—we’re gonna have a discussion later today on financial 
toxicity and goals of therapy. So, as we talk about potentially being on a long-term oral medication versus short-term 
chemo-immunotherapy, that debate, I think, is far more relevant and pertinent in the patients who are mutated than in the 
patients who are unmutated.  
 
So, FCR is a bigger bang for your buck, higher toxicity, higher risk, but higher reward. Bendamustine-rituximab tends to be 
easier on patients, although I wouldn’t say easy. What I like to do is address the patients’ goals and say, “Here are your 
choices. Which of these makes most sense in your life? Let’s work through this together.” 
 
Andrew Schorr:  
Okay. Dr. Menashe, one of the drugs mentioned there is chlorambucil or Leukeran. It’s been around like 40 years. Probably 
you’ve known it through your practice many years. Is it still used? You have more powerful medicines now.  
 
Dr. Menashe:  
It has a small niche, I would say. There are people, for a variety of reasons, who don’t fit into really any of these categories. 
They might be extremely elderly and you’re trying to palliate some symptoms and sometimes you can do that with 
Leukeran—chlorambucil—as a single agent. There’s also some data in people who are older, 65 or older, with the Gazyva, 
which people have used.  
 
Andrew Schorr:  
That’s obinutuzumab.  
 
Dr. Menashe:  
Especially with Leukeran, although I think it’s a rare scenario to include that in the discussion.  
 
Andrew Schorr:  
We’ll try to help you understand between the brand names and the scientific names. So, let’s go on. So, we talked about 
second line treatment. I mentioned many people, I would say many of us will need treatment again at some point. As we live 
longer, maybe even a third time. So, how do we decide about that? So, Dr. Choi, here comes somebody who’s done well but 
they’re gonna need treatment another time. So, what do you do?  
 
Dr. Choi:  
Yeah. I guess as of this week with the approval of venetoclax as a first line treatment, I kind of now see it’s a little bit 
simpler, where our first line treatments and our second line treatments are largely the same options.  
 
But certainly, every time we make a decision about treatment, we want to reassess the patient in front of us, whether they 
have medical conditions that may increase their risk of toxicity from one drug versus another, their fitness overall and 
certainly the goals of treatment, the preference for treatment that starts and ends or their preference for treatment that 
they can stay on and control their disease. I think the same thought process that we just talked about and now, actually, the 
same treatment options.  
 
I would add that I’m usually reluctant to retreat with chemotherapy, but there’s measurable risk of a known risk to the 
bone marrow. So, if we keep going back to that, sometimes we end up with patients whose maybe platelet count maximum 
ends up being in the 80s instead of the normal range. It’s not something that patients can’t live with, but if you could avoid 
it, I think it’s – 



 
Andrew Schorr:  
I would just mention that. So, my original treatment, like a few people here and some watching, FCR that we’ve been 
talking about—F and C, two of the chemo agents—and years later, 11 years later, I developed a second cancer called 
myelofibrosis, which is scarring in the bone marrow. So, he was just talking about toxicity to the bone marrow. Did that 
come from that treatment? We don’t know. Was it just my immune system not letting me down again for this time a second 
blood cancer?  
 
So, the question is does chemo lead to higher likelihood of a second cancer? We don’t know, exactly, but it’s a concern. Let’s 
go on. I would just say we’re at the ages. Somebody here is probably 75 and runs along the Willamette River, right? So, age 
is a state of mind.  
 
Okay. So, we talked about Chlorambucil and we mentioned about that with obinutuzumab or Gazyva. I had obinutuzumab 
as my second therapy about a year and a half ago with a colleague of Dr. Choi’s who didn’t even bother with the 
Chlorambucil, although that was the approved regimen. We didn’t even bother with it. Fludarabine, we talked about that, 
bendamustine, talked about that, cyclophosphamide—there are a few people who had another chemotherapy instead of F 
called endostatin. It’s the same deal. That’s all moving in the rearview mirror. Let’s go on.  
 
Okay. One brief thing about rituximab—so, that’s been a staple. That’s been the R for so many times. You heard briefly from 
Christina, who we’re gonna hear from later. She continues to get Rituxan with venetoclax and she’s even getting it a new 
way with a very brief injection or infusion into her belly in like seven minutes. So, we’ll hear more about that.  
 
So, Jeff Sharman, some people will start reading in the paper about biosimilars. There is a biosimilar, Zytux, for Rituxan. By 
the way, the map there is if you’re outside the US, Rituxan or rituximab may be called MabThera where you are. But 
biosimilar, made by a different company, but effectively the same if somebody that has a doctor that says, “Well, we’re 
gonna recommend Zytux in the combination. Should they be concerned?  
 
Dr. Sharman:  
So, this is kind of a remarkable development. So, in the United States, when you take a single dollar in healthcare, 22 cents 
goes to drugs. So, the cost of drugs is about a quarter of all healthcare. Now, there’s hospital, insurance, physicians—there 
are all these things. So, it is the single largest expense in healthcare.  
 
The patent for rituximab ended in 2018. But here’s the trick. So, when atorvastatin (Lipitor) becomes done with its patent, 
the general size of the pills that we take is anywhere between, say, 250 to 1,000 what we call daltons. That’s a molecular 
size. The molecular size of a monoclonal antibody is about 150,000 daltons. So, it’s anywhere from, say, 150 to, say, 500 
times bigger at the molecular size than the Lipitor.  
 
So, the complexity of synthesizing this molecule is extraordinary. Think about a matchbox car versus a genuine aircraft 
carrier. The order of magnitude is high. So, we didn’t even have regulatory was with the FDA to say, “Can I make a ‘generic’ 
rituximab?” because they’re so complex. How do you make anything like that?  
 
So, we settled upon this term called biosimilar. Amazingly—and actually, I worked in a lab with the guy who created 
rituximab and seven or eight years ago, I had a conversation with him and he said, “They will never make a generic 
rituximab. It’s impossible.”  
 
Well, here we are. So, the way these drugs get approved is very different. We had to have laws passed that determine if you 
could actually call something a biosimilar. I think for patients who are out there, the mechanisms that are in place to say 
that this is adequately sufficient to be compared to—biosimilar, not biosame, not anything like that, but biosimilar is there.  
 
So, the first one was approved in December 2018. It has not been released into the US market, although that’s coming 
imminently. A second one will be approved very soon. I was involved with that one. So, ideally, this is going to help chip 
away at some of the cost of healthcare, because a dose of rituximab costs many thousands of dollars, and we’re hoping to 
bring those prices down.  
 



Andrew Schorr:  
Okay. We’ll be talking about cost later. So, Dr. Menashe, we see all of these things on the screen and in MAB, monoclonal 
antibody. What’s a monoclonal antibody and how is that different from these chemo drugs we were talking about? How do 
they operate?  
 
Dr. Menashe:  
Well, historically, the chemotherapy drugs of the ‘50s and ‘60s derived from things like mustard gas, which are directly 
toxic to the gene.  
 
Andrew Schorr:  
That’s bendamustine.  
 
Dr. Menashe:  
Yes, a descendant is bendamustine. So, they have a more broad spectrum of activity and obviously, a lot of outside the cell 
that you’re interested in toxicity. Monoclonal antibodies and the CD20 is native to a B cell. The different antibodies have 
different ways it binds the B cell and also… 
 
Andrew Schorr:  
…is it like a cruise missile?  
 
Dr. Menashe:  
Well, yes. I guess you can say it’s more targeted and then to say there are variances on how it actives the killing of the cell.  
 
Andrew Schorr:  
So, the letters we see on the left, CD20, CD52, my understanding is these are proteins or signals on the surface of the cell 
and these drugs home in on it.  
 
Dr. Menashe:  
Correct. Dr. Choi stated previously those are kind of flags on the surface of the cell. Cells talk to each other through them 
and we can exploit them.  
 
Andrew Schorr:  
Okay. Let’s go on there. So, here are the trade names you see. Now, we have different classes of medicine. So, what does 
this mean, Dr. Choi? So, BTK, Bcl-2, PI3K, and fortunately more drugs in these classes developing in these inhibitors. So, 
what are we inhibiting?  
 
Dr. Choi:  
Yeah. I guess this time I can borrow Jeff’s analogy of the gas pedal. So, in addition to other genes, these are, I guess, 
proteins or kinases that I kind of think of as relay signals or nodes along kind of a signaling cascade, I guess. Other ways that 
cells are activated, maybe a normal B-cell doesn’t turn these on until it detects the infection it wants, but the CLL cells have 
used these signals to keep growing to find their way to lymph nodes. So, turning these off is a way to take the gas pedal 
away from that CLL. So, I would say one of these targets is a little bit different, Bcl-2. That’s something the CLL cell uses to 
stay alive. So, turning that off kind of turns off that way that CLL cells live longer than they should.  
 
Andrew Schorr:  
Okay. The idea is—and this even argue for at some point maybe combining some of these medicines where they lock either 
staying alive or the growth of the cells, different processes so that we can knock it down and maybe out, right? So, we have 
some different medicines there.  
 
You mentioned this, Jeff Sharman, just even with a new approval. So, venetoclax now has been approved also first line with 
an infused monoclonal antibody, obinutuzumab, or Gazyva. So, that’s new—like, even from just a few days ago.  
 
Dr. Sharman:  
Wednesday.  
 



Andrew Schorr:  
This is Saturday.  
 
Dr. Sharman:  
Yeah.  
 
Andrew Schorr:  
So, the idea is you have more tools. Then under ibrutinib, we see acalabrutinib, same class. Calquence is the trade name. 
That’s approved for mantle cell lymphoma and the question will be does the FDA approve it for CLL.  
 
Dr. Sharman:  
So, a couple things—access to drugs is oftentimes predicated on what’s approved. So, if it’s approved, insurance companies 
have to cover it, but there are also guideline panels, the most prominent out there being what’s called the NCCN. If NCCN 
guidelines endorse the medication under specific circumstances, often there too insurance companies will pay for it.  
 
So, currently, Calquence is not approved in CLL. However, I probably have maybe a dozen or two dozen patients I take care 
of with CLL on it because the NCCN guidelines endorse it under specific circumstances. It is not approved.  
 
However, we have a press release already out that they had to close the study early because it met its endpoints. 
Calquence will be approved presumably soon in relapsed CLL and I am leading the study to get it approved in the frontline 
setting. So, we should be hearing some news about that towards the end of this year.  
 
Andrew Schorr:  
So, going back to talking about Dr. Rai, the grand old man of CLL, and saying we have more tools, figuring out how this stuff 
matches up and what’s right so it gets increasingly complicated. Should somebody start on ibrutinib? Should somebody 
start on venetoclax with Gazyva, obinutuzumab? Should somebody start on this other drug or have it later?  
 
So, there are a lot more things trying to figure out what’s right? That’s where it’s an active discussion between you and your 
doctor. Then there’s also a drug there used later called Copiktra is the trade name, duvelisib. So, you have, Dr. Menashe, 
second line and third line treatments that are approved as well, right? 
 
So, combination therapies, you see where things are going. Cost overlay, what’s affordable—and then Dr. Choi, at your 
institution here in Oregon, different places, there have been stem cell transplants for people with CLL. Does it still happen? 
Does it still need to happen?   
 
Dr. Choi:  
I think it’s still an option that we should remember in cases that are not responding well to the treatments or maybe where 
the toxicities are unmanageable. There are, I think, rare cases where a transplant makes sense. I think the potential 
advantage of a transplant is many patients come out on the other end of the transplant really in a remission that we expect 
to be very durable.  
 
It’s transplanting a new immune system that can surveil against the CLL. But that also comes at great risks. That new 
immune system may cause damage to the body as well in ways that for many patients can be worse than having CLL. It’s 
not something I’d recommend to most patients except when the CLL is very difficult to control.  
 
CAR-T cells may end up being another way to get the same sort of immunologic result and long-term remissions, but that’s 
something we have to figure out more in our trials.  
 
Andrew Schorr:  
We’re gonna talk about that right now. Just so you understand—when we develop cancer, it’s our own cells gone awry. We 
heard this term about signaling. They’re sending messages that are inappropriate in an healthy person. Have the cell grow. 
Have the cell stay alive.  
 



You’re gonna hear in a minute as we talk about clinical trials on where do healthy cells get their—where do healthy cells 
give sustenance, give strength to cancer cells? Where do they draw their power? That’s all it is about the signaling. A lot of 
what’s going on now is trying to cut that off, the inappropriate signaling.  
 
Okay. So, CAR T—chimeric antigen receptor T-cell therapy—and Dr. David Maloney, who couldn’t be with us today, he’s 
normally up the road in Seattle at the Seattle Cancer Care Alliance. They have the Bezos Center there now doing some 
very advanced research and he is one of the leaders in the world in this CAR T-cell therapy.  
 
Some of us with CLL say, “Well, is that what we should have?” You’re gonna hear what he has to say. So, we’re gonna play 
that video now and we’ll look for five or six minutes and then we’ll talk more about where his clinical research is headed.  
 
Remember, send in your questions to cll@patientpower.info or if you have it in the room. Roll it out.  
 
Andrew Schorr:  
So, CLL patients are wondering, “Where are we now?” An update for us please related to CAR T for CLL. I still know very 
experimental, but where are we and where are we headed?  
 
Dr. Maloney: 
First of all, most patients with CLL are never gonna need CAR-T cells. I think that’s the—many patients with CLL don’t even 
require treatment and we have a lot of drugs that are quite active in patients with CLL. 
 
But there are patients in CLL where our best drugs stop working, such as ibrutinib, the BTK inhibitors, but now, we have 
venetoclax. But when people start failing ibrutinib and venetoclax, then they can get into trouble. CLL can obviously 
become a life-threatening disease at that point.  
 
We’ve had quite a bit of success targeting an antigen called CD19 with CAR T cells in other diseases—lymphoma and other 
leukemias, acute lymphoblastic leukemia in both pediatric and adult populations. CLL cells have the same target. They 
brightly express CD19. CAR Ts are a very effective treatment that could be considered now in CLL patients.  
 
We just actually presented at the American Society of Hematology meeting this year a second cohort of CAR T patients 
who were treated with CAR T and concurrent ibrutinib. This turned out to be pretty active. Even in patients who had failed 
all of the standard therapies for CLL, about 85 percent actually had remission in their blood and bone marrow a sizeable 
number went into remission based on lymph nodes and other criteria.  
 
So, we’re very encouraged by this. It’s kind of a situation where most people with CLL do very well, but patients with very 
high-risk disease, 17p-deleted CLL, complex cytogenetics, bulky disease—our treatments don’t work that well anymore 
once they stop working and CAR-T cells will be an option.  
 
We have had two cohorts of about 20 patients each showing the proof of concept and showing the overall safety and kind 
of establishing the right dose.  
 
Now, those studies are being taken into multiple multi-center trials across the United States with a product called 
JCAR017, which is from Juno-Celgene, the company, and that trial is now in clinical trials where they’re doing the Phase II 
portion of that with the hope that that will eventually be able to be presented with the FDA and lead to maybe approval in 
that setting.  
 
Andrew Schorr:  
Wow. Okay. So, you keep trying to improve the process. So, where are we now? We’ve heard not just with CAR T, but we’ve 
also heard about something called CAR NK cells. So, are there gonna be other forms of this, less expensive delivery? Where 
might we go with this? 
 
 
 
 
 



Dr. Maloney:  
That’s really gonna be the future. The question is how is this all gonna play out? Right now, we have two CAR-T cells 
approved for diffuse large B-cell lymphoma or aggressive lymphomas. One of those is also approved for childhood 
pediatric young adult leukemia.  
 
The whole concept tis right now a very patient-specific treatment. We have to take your T cells from the patient, modify 
them in the laboratory, grow them up, and them get them back to you and they’re usually given after a round of what’s 
called lympho-deleting chemotherapy. Those T cells then graft into the patient. They grow and then they go after the 
tumor based on that CAR, the chimeric antigen receptor, and then they combine to kill those tumor cells and persist.  
 
This treatment turns out to be tremendously active, but it also can be very toxic. So, it’s kind of a balancing act of these cells 
proliferating and killing the tumor and also causing the types of toxicity.  
 
The toxicities we see are the cytokine release syndrome where the T cells or other cells in your body make a bunch of 
substances called cytokines which are basically what are responsible for you feeling absolutely lousing when you have the 
worst case of the flu in your life. That’s what many patients may feel like when the CAR-T cells are killing their leukemia or 
lymphoma.  
 
The other toxicity which we don’t understand as much is this neurologic toxicity. People can become confused and this can 
be quite frightening. The good news is that in almost all those cases, people do recover, but it rarely can be a very toxic or 
even fatal in rare cases. That’s why everyone’s trying to figure out what’s the rigth dose of the T cells, do the actual type of 
T cells matter?  
 
So, these products are all different. And I think that the most important or lesson for everybody is you can’t just say, “Oh, 
CAR-T cells,” and assume that they’re the same thing. The CAR T cells from Novartis or Juno, they’re all different. Every 
single one of them is different. They’re different constructs. They’re different molecular constructs and they’re associated 
with different rates of toxicity.  
 
So, these require treatment right now in centers of excellence and they have to be done in centers that really know what 
they’re doing and can manage these symptoms. But there’s a lot of room for improvement. We could make a different car. 
We can put different molecules in the CAR. We can maybe even change the cells. Maybe we can go to something called an 
NK cell. There’s some data coming out of some centers including MD Anderson that that might be an interesting approach.  
 
So, I think that the challenge here is how do you get another one of these approved when you have three or four or five 
already going through approval process? And as you said, right now, they’re really expensive. Currently, the cost of some of 
these CAR T cells is in the $370,000 to $475,000 and that’s just for the T cells. That’s not for the cost of care.  
 
So, these are challenges. The costs need to come down. We need to—there may be even—in some patients, we can’t collect 
their cells. They’ve had too much prior therapy. One of the biggest problems is fludarabine (Fludara), actually. Fludarabine 
knocks out your T cells for many years. At least in the old days, that was a standard of treatment for people with CLL, not so 
much anymore.  
 
So, we have challenges getting T cells from some patients. Could you use somebody else’s T cells? Could you use third-
party T cells? Many companies are trying actively to figure out how to do that.  
 
I personally think that’s still going to be a challenge because it’s difficult to—you can’t give a third-party cell usually without 
getting rejection or getting those cells quickly rejection. That’s a problem with the NK cells as well. There are some tricks, 
and I’m excited about it. It’s a great field to be in.  
 
Andrew Schorr:  
CLL patients are wondering, “Where are we now?” We’ve heard that.  
  
Okay. Thank you, Dr. Maloney. I know he sends his regrets that he couldn’t be here in person. So, that’s looking way into 
the horizon. Now, let’s talk about other forms of research.  



 
All right. So, Dr. Choi, we heard about chimeric antigen receptors. We’re gonna put that on the shelf, because it doesn’t 
apply to most people, although our friend, Dr. Brian Koffman, had it in Seattle, and he’s doing it pretty well. We know other 
people who have had it who have passed away. It’s still very experimental.  
 
There are other things going on I should mention. Where it says monoclonal antibodies—David Maloney, who you saw, was 
very much on the ground floor with monoclonal antibodies. So, now, he’s maybe on the ground floor of that. Stay tuned.  
 
But you’re working, Dr. Choi, on some other things—what is anti-ROR1? What’s that?  
 
Dr. Choi:  
Yeah. So, much research, the next step is to kind of vary what’s been done before or improve on what’s been done before. 
The idea with the ROR1 is just like we saw that ibrutinib could block one protein that helps support the cell to survive, 
ROR1 is another protein that can promote CLL cells to grow, to migrate. I guess most of the work has been done by my 
colleagues and my mentors at UICSD, where they showed that this protein can turn a mouse model of CLL into a better 
mouse model of CLL.  
 
So, we think that blocking this protein can have effects and help slow down this disease. The drug that was developed to 
block this ends up being more like rituximab, though. It’s an antibody. So, we think by doing it that way, we can get a little 
bit more specificity, that this drug should bind only to ROR1 and not hit other proteins or other targets and then turn that 
protein off. We’ll see it’s still very early in our trials.  
 
We did one trial where we gave the drug by itself and tried to determine the right dose and the safe dose to give. We did 
see that every dose we gave was safe, and that’s pretty consistent with how we think—I forgot to mention that we think 
this target is something that gets reactivated on CLL cells. It was actually not used by any other cell in the body. We think 
this is something that we can target without much toxicity, and that’s what we saw in our first trial.  
 
In our second trial that’s going on now, we’re actually giving this with ibrutinib to see if we can get better remissions or 
deeper remissions. The main goal that we have is to see if we can what we’d call a complete remission. It doesn’t mean a 
cure but just another degree of depth of remission. This is a trial going on at our center and many others across the 
country. So, we’ll see.  
 
I think this also speaks to the general theme of a lot of the trial that’s going on for patients with CLL now is we’re adding 
things to ibrutinib or adding things to venetoclax or putting those two drugs together to see if we can take two things that 
work or one thing that works and make it a little bit better.  
 
Andrew Schorr:  
Okay. That drug is called cirmtuzumab.  
 
Dr. Choi:  
That’s right, cirmtuzumab. It sounds very scientific, but I think the actual truth is that it was named after the agency that 
supported the research called the CIRM, which funds regenerative medicine in California.  
 
Andrew Schorr:  
There was a vote in California that people of California voted literally billions of dollars for research in California and some 
of it is going on at UCSD and gave birth to this early research. So, other targets, Dr. Sharman? It says anti-CD19. There are 
others in the lab.   
 
Dr. Sharman:  
Jeanne, you ready?  
 
Andrew Schorr:  
We’re gonna get Jeanne to explain it.  
 
 



Dr. Sharman:  
So, imagine you arrive on the Mayflower to North America and you find a hummer and somebody says, “Can you fix the 
squeak?” And you don’t have flyers, you don’t have screwdrivers or what have you, and you have to figure out which bolt to 
tighten to get there.  
 
The hardest part in cancer drug development is finding the target. By analogy, if you don’t know much about cars and 
you’ve never seen something like this, understanding which lever you need to push or pull is always the biggest challenge. 
Sometimes it’s luck. Sometimes it’s good hypothesis. Sometimes good science gets you there.  
 
So, the biggest barrier is identifying targets and then creating drugs for those targets that combine both efficacy and 
safety. So, pre-2014, we lacked knowledge of a number of these targets, but we discovered that BTK was important. We 
discovered that PI3, the big we, not the ecumenical we, Bcl-2, we redesigned from CD20.  
 
So, your question here is what are the other targets that are useful? ROR1 is one of these ones for which there’s a 
hypothesis that this could be a useful target. I think that as the data plays out, the jury is still out that.  
 
Lenalidomide (Revlimid) is a drug that actually targets the immune environment around CLL and kind of reshapes the way 
the immune system works. Quite honestly, lenalidomide was out in front for quite a while kind of pulling the tortoise and 
hare thing, and it got leapfrogged by all the BTK and PI3 and venetoclax.  
 
Andrew Schorr:  
That’s a myeloma drug.  
 
Dr. Sharman:  
Yeah.  
 
Andrew Schorr:  
It’s approved in multiple myeloma, another blood cancer.  
 
Dr. Sharman:  
Exactly. Lenalidomide has some interesting provocative data in CLL under very specific circumstances. Yet, it’s not clear to 
me it’s ever going to cross the finish line in CLL. Celgene at this point really isn’t investing a whole lot in that, but Celgene 
also has taken that target, the specific target that lenalidomide goes after, and created new drugs against it that are more 
potent.  
 
So, first, there was thalidomide and then there was lenalidomide and now, there’s pomalidomide (Pomalyst), and there are 
other drugs coming in that family that could move forward in CLL and in fact probably will. Other antibodies, other targets, 
reconstructing ways to go after CD20, going after CD19, these are some of the things that are hot topics in the research 
field right now.  
 
Andrew Schorr:  
We’re gonna meet Jeanne Schaffer in just a second who’s a research nurse with Dr. Sharman to talk about if you were in a 
trial, how does all this work. But I just want to ask one question to Dr. Menashe—so, some of your patients must come in 
and they’ve seen TV ads for people with lung cancer where they say, “There’s a new day in lung cancer and there are drugs 
to control the immune system that’s gone awry to help people live longer with lung cancer.”  
 
We have a basic understanding that our immune system in CLL has gone haywire too. So, can those drugs—they say, “Dr. 
Menashe, we saw the TV in lung cancer. Can that work for me?” What do you tell them at this point?  
 
Dr. Menashe:  
Well, at this point, you have to walk back. Obviously, as Dr. Sharman alluded to, just manipulating the immune system is a 
critical part of the treatment thrust for CLL. Certainly, for the checkpoint inhibitors that are used in lung cancer, there’s no 
strong data for CLL patients at this point.  
 



So, it’s a pretty easy discussion. It’s a little harder and because there are other agents we can use in CLL for other solid 
tumors where we don’t have good drugs—I just saw a guy with gastric cancer this morning who was failing. We were 
saying, “Why don’t we use that drug in this case?” That’s a good question. We don’t have other options.  
 
Andrew Schorr:  
In CLL, we do. 
 
Dr. Menashe:  
In CLL, we have many other options in that class, although it potentially could be a useful class at some level. But we have 
lots of other ways to modulate the immune system that are more productive in CLL.  
 
Andrew Schorr:  
So, we give a lot of credit to physicians and researchers. Let’s give credit to nurses. I want you to meet Jeanne Schaffer, 
who’s been devoted to being a nurse in oncology for 30 years, Jeanne?  
 
Jeanne Schaffer:  
Yes, I graduated in 1984, and I’ve done oncology most of that time.  
 
Andrew Schorr:  
Okay. And she works as a clinical trial research nurse with this man, who’s doing a lot of research you heard about in the B-
cell malignancies, lymphomas and CLL. So, we’re gonna talk about clinical trials. So, I was in a Phase II clinical trial. Dr. Choi 
alluded to even a Phase I and then a Phase II trial. So, first of all, just so we understand the basics, what’s Phase I? What’s 
Phase II? What’s Phase III?  
 
Jeanne Schaffer:  
So, in Phase I, they’re really just trying to find safety, a dose for the drug. Their population of a clinical trial for patients very 
small is not hundreds of people. It’s starting usually with three and then three more. So, maybe you’ll have like 50 people in 
a Phase I.  
 
Then they go on to a Phase II, where they see, “If we add more people, are we gonna get the same response that we’re 
getting?” They look more at efficacy. Maybe they try it in different cancers even, like maybe they start with anybody and 
then they narrow it down some.  
 
Then when they get to Phase III, they’re looking at more head to head comparing, “What are we doing now? With this new 
study, is it going to meet or beat what we have?” It already works for patients. It’s already approved.  
 
Andrew Schorr:  
Protections for people in clinical trials? I remember there was a Time Magazine cover many years ago that had a guinea pig.  
 
Jeanne Schaffer:  
Yes.  
 
Andrew Schorr:  
Are we gonna be experimented on? We want to get, maybe, tomorrow’s medicine today, but we don’t want to be put at 
risk. So, talk about that.  
 
Jeanne Schaffer:  
Yeah. A lot of people use the term guinea pig and a lot of research nurses don’t like that term because possibly in the past, 
people were guinea pigs, but a lot of laws and things have come into place where people aren’t guinea pigs anymore. People 
have to be very well-informed.  
 
Studies are highly regulated. FDA is involved. There are very strict rules of what we do. If there’s a change in side effect, we 
have to let everybody know there’s been a new side effect identified. We are really looking at the safety of the patient, the 
patient comes first.  
 



Andrew Schorr:  
And when we talk to our patients a little bit after our break coming up, they’ve both been in trials. I was in the Phase II FCR 
trial and the FCR combination was approved 10 years after I received it. So, I often wonder had I not been in the trial, 
would I have made it 10 years? So, there are things to think about.  
 
So, Dr. Menashe, you’re a community oncologist. You’re using usually approved therapies but yet in Eugene, where he is, or 
down in San Diego or up the road in Seattle, what do you say to your patients about trials or when do you say, “Mrs. Jones, 
maybe we should consider a trial for you?”  
 
Dr. Menashe:  
Well, it’s very disease and patient-specific. Before venetoclax, obintuzumab (Gazyva) was in trial and certainly for 
applicable patients, that would have been a very appropriate treatment and it’s weighed out against the off-protocol or 
regularly available treatments such as ibrutinib or even FCR, depending on the situation.  
 
So, to me, in CLL, usually, it has been less part of the discussion first line, but for subsequent lines of treatment, it becomes 
a greater and greater part of it.  
 
Andrew Schorr:  
Okay. So, Jeff Sharman, what do you tell people—do you discuss, put it all out there if somebody comes to you, whether 
they are newly diagnosed or coming into a consultation, their CLL has reared its head again, do you say, “Here’s what we 
got approved, here’s what we’ve got in trials?” Do you put it all out on the table?  
 
Dr. Sharman:  
That’s almost exactly how we do it. The discussion is, “Okay, here are your three, four, five choices.” But I think it’s hard 
sometimes when we shift that burden onto the patient and they’re kind of saying, “Which one do I do?” There’s informing, 
but there’s also guiding. I oftentimes say information without judgement is just anxiety. So, you can get information, but if 
you don’t know how to process it, it’s hard to navigate that.  
 
So, clinical trials, I think one of the myths is that it’s for patients who have end stage disease or something like that. That 
couldn’t be farther from the truth. I’m doing a CLL study right now for patients who have never been treated before. If I 
were to need CLL, it’s the treatment I would want.  
 
So, it’s not practical for everybody. That particular study is kind of time-intensive, and you have to be at the treatment 
facility a lot for this little chunk of time and this little chunk of time. That doesn’t work for some patients who may have to 
travel big distances. So, a lot of it’s like, “Okay, here are the options. Here are your values, your goals. Let’s take this list of 
five down to two, and why don’t you work with me to figure out which of this one seems to resonate most with you.”  
 
Andrew Schorr:  
Right. So, one way of finding a trial is if with your doctor, if you discuss, “What do you know about what is going on, or what 
trials are you doing?” and then you can talk to other patients, to some degree, either here or online to find out—not 
necessarily that it’s right for you, but you can get a sense of what’s going on.  
 
Then there’s a website, clinicaltrials.gov, which people around the world use to see. Then obviously, if you’re outside the 
US, you find out are these trials available near where you are?  
 
So, Jeanne, back to you—so, let’s say I enroll in a trial. I’ve got to sign a lot of papers.  
 
Jeanne Schaffer:  
Yes. The first thing is you meet with your doctor and—well, this is how it works at our clinic—they meet with the doctor and 
then they would sit down with me and we would go through the consent. A consent can be 20 pages. A consent can be 35 
to 40 pages, but we go through and the consent will talk about what the trial is going to look like, what your time is gonna 
look like in the clinic. It goes over the drugs. It goes over side effects.  
 
Andrew Schorr:  
You talk about cost.  



 
Jeanne Schaffer:  
We talk about cost because patients think that clinical trial means everything is paid for, and that’s not true. So, we always 
want to make sure that patients are aware that some things will be billed to their insurance. We always check the patient’s 
insurance before we put them on a clinical trial. In Oregon, most trials are covered, but we do touch on that, because that’s 
important.  
 
Andrew Schorr:  
Okay. So, now, I’m in a trial. You’re trying to figure out different things, like maybe the side effects for certain treatment. 
Do you encourage me to call you?  
 
Jeanne Schaffer:  
Definitely. They have my—when you’re on a clinical trial, you usually have a contact, your nurse, your research nurse. You 
get to dial her directly. You don’t have to go through the big phone tree at your clinic. So, we are kind of a navigator for all 
of that. I tell them always to call me even if you think the side effect is minimal or not related. It’s really the doctor’s job to 
decide the severity and the cause of that side effect.  
 
Andrew Schorr:  
So, I want to get a wide shot of our audience for a second. If you’ve been in a trial—could you stand up for a minute if you’ve 
been in a clinical trial? Thank you. Why are we applauding? Because you heard about Imbruvica. You heard about 
Venclexta. You heard about duvelisib. The FDA wouldn’t approve it unless there was data on whether these drugs made a 
difference. So, you guys, maybe me too, are pioneers and we all did it for various reasons, but it helps a lot of people and 
that’s what allows drugs to be approved and somebody to pay for them.  
 
Now, one other thing about being in a trial, Jeanne—I ended up being in a second trial, because I mentioned that I 
developed a second cancer, and the way that was discovered is—anybody know what a DVT is? Deep vein thrombosis?  
 
I was with Esther, we were walking the mall. My leg was hurting for days. I didn’t tell her. Then I found out in talking to a 
nurse on the call line at night. She said, “You need to get to the ER.” It turned out my leg was swollen, and there was a blood 
clot there and if it goes to your lungs, it’s bad news—pulmonary embolism, and you could die.  
 
So, I ended up being in a trial for a blood thinner. By being observed in the trial and some wacky things that were going on 
in my blood, they discovered the second cancer. So, when you’re in a trial, Jeanne, you’re evaluating somebody like stem to 
stern, right?  
 
Jeanne Schaffer:  
Yes. I think that’s one of the benefits of being in a trial. Maybe you have more eyes on you. Are the nurses listening to 
everything you’re having to say? Sometimes patients are more willing to tell their nurses certain side effects than their 
physicians. So, I think it’s one of the benefits is you have a little extra not care, but an extra person watching out for you.  
 
Dr. Sharman:  
What are you saying? Is there a deficiency here, Jeanne?  
 
Jeanne Schaffer:  
No, not at all.  
 
Andrew Schorr:  
So, here we are living with a long-term condition. Jeff, can the people who are in trials—and you applauded, you led the 
applause. Can we help you get as a researcher to the goal line faster?  
 
Dr. Sharman:  
Oh, my gosh, yeah. The applause is very sincere. The people who do research studies, you are entrusting us with a process 
at a very vulnerable moment. It doesn’t always go right. It’s something where we’re pushing the envelope together. I have 
the highest regard for my research patients, because they’ve accepted risk.  
 



I always tell patients that it’s the study in service of you rather than you in service of the study. As soon as it looks like this 
study isn’t working for you or the side effects are too great, we’re gonna peel you out of it. We’re not gonna force you to 
stay in something that isn’t serving your own health interests. But 2014 was not that long ago and that really was on the 
shoulders of the people who stood up and said, “Yes, I’ve been a part of it.”  
 
Jeanne Schaffer:  
I think that’s one of the myths that people think, “Oh, I’m gonna sign on in this, and I’m gonna go through it and get to the 
end of it.” That’s not true. It’s totally voluntary. You can withdraw at any time for any reason. We don’t push it if you’re 
having side effects. You can come off a trial.  
 
Andrew Schorr:  
I’ll mention two things about that. First of all, when I was in the FCR trial, the trial was for six cycles. Some of you have had 
six cycles of it. At that time, at least I had a lot of nausea with it.  
 
So, in the blood, my blood was pretty normal after three cycles and I said to the research nurse, “I think I want to stop. I 
don’t like the nausea. Look at the blood.” They said, “Our study is you should go on for six cycles, because we think the 
effect on the bone marrow and on your CLL will be more durable.” So, I stuck it out.  
 
So, what happened? 17-year remission—now, did that come from the extra three cycles? I don't know. But that was the 
idea behind it. So, you’re talking to the nurse all the time, and you have reasonable doubt.  
 
One other question for you, Jeanne, is somebody might say, “Well, if I’m in this trial, does it preclude me from something 
that could be better?” So, because of trial criteria—so, I know it’s tricky, but we want to preserve our options. So, what do 
you say to people?  
 
Jeanne Schaffer:  
Usually, if they have questions that need a doctor to address, I would send them back to a doctor. But a lot of times, a trial is 
a good thing to do first if you want to try something that we’re still studying, it doesn’t usually exclude you from something 
else in the future as far as something that’s approved. In vice versa, it could work. You might try something that’s approved, 
then it excludes from a study. If you need a second treatment, the study… 
 
Andrew Schorr:  
…Michael, you’re nodding. That’s what I worry about. I want to preserve all my options.  
 
Dr. Choi:  
I agree with Jeanne’s point. Sometimes studies are designed or the hypotheses can be improved upon ibrutinib. So, the 
study will be ibrutinib with another drug, but then those studies will say if you’ve had ibrutinib already, then you’re not 
eligible because either we’re stacking the deck, we know ibrutinib is working for this patient, or we already know ibrutinib 
has it, but I would say it’s usually not the other way around where something you’ve gotten in an investigational manner 
excludes standard treatments in the future.  
 
Andrew Schorr:  
So, I want to mention something about what we’d call the patient voice. So, you all out there in TV land and here, we’re 
gonna hear from you a lot as we go forward, but you’ve been listening, okay? But you’re also living with the condition.  
 
Ask these folks in the drug companies and the national cancer institution here in the US and all that and the FDA are 
developing protocols, they increasingly want to hear from us early on.  
 
Does somebody invest millions or hundreds of millions of dollars in the development of a trial that we’re gonna say, “Uh-uh, 
we’re not gonna do it.” You’re requiring this and this and this and CT scans and MRIs and multiple trips to the clinic. We 
wouldn’t do that.  
 
So, increasingly, they’re having a dialogue with us and with Patient Power, we’re now inviting you to be Patient Power 
Ambassadors, where we will sit down with researchers, drug companies, the government, etc. because you probably have 



trials that didn’t, what you’d call, accrue, because people would say, “Uh-uh.” Yet others, people say, “Right on, I want to be 
in that,” right?  
 
Dr. Sharman:  
Absolutely. There’s always a tension as to—I think for a pharmaceutical company, you generally want as much information 
as you can get, but I’ve been a part of studies where that meant bone marrow biopsies done every month or something. It 
seems shocking but it’s not—it’s happened.  
 
There’s always a tension and dynamic as you create a clinical trial to say, “What do we want? What’s feasible? What’s 
possible? What’s fair?” And we’re all human. Sometimes we do that better than others, and there have been definitely 
mistakes along the way. The goal is to do something that gets enough information but remains doable on the part of the 
patient.  
 
Andrew Schorr:  
Okay. So, I want to just tie some of this together. We’ve had a big session this morning. We’re gonna get a coffee a bio 
break here in a minute for everybody wherever you are or a dinner break or lunch break, whatever it may be.  
 
Here’s the thing—more options than ever before, research going forward, whether it’s CAR T, cirmtuzumab, ROR1, 
combination therapy that can give us all a great deal of hope. We’re gonna talk more when we come back about the 
financial aspects.  
 
We’re gonna hear from our patients who feel very strongly you have to have an active dialogue with your healthcare team. 
You’ll have an opportunity to ask questions of our whole panel and the patients and Alice as a care partner, and really, how 
does it work for you?  
 
How do you get the right testing? How do you get an accurate diagnosis? How do you have the right healthcare team? How 
do you have an active dialogue with your doctor? When to call the doctor, when to call the nurse—should you consider a 
clinical trial? What might it be? If you are not doing well on drug A, is there drug B or drug B and C combination that may be 
right to you? 
 
In many cancers, it’s not this complicated, unfortunately, because if you’ve had friends that have ever dealt with pancreatic 
cancer or brain cancer, the options are far fewer. So, I think we should feel—and I’ve had it a long time and my friends have 
been living with it 20-some odd years—we’ve seen tremendous change. I think we should be really encouraged. All right. 
I’ve got a little assignment for the people in the room. Meet other people.  
 
Also, Christina, stand up for a second—if we could just get a shot of Christina—see Christina and your friend who’s over 
here, maybe if you could face the other cameras—they’re putting together a Portland support group.  
 
There may be a support group through The Leukemia & Lymphoma Society, wherever you are, or other groups. You’re not 
alone. There are many of us together online and we’ll talk about some of the online resources. How did we do with our 
doctors and our nurse? Did we do pretty well?  
 
Okay. So, this is your time to coffee break, bio break, stretch break, wherever you are, do the same. We’re gonna be back 
on in 15 minutes, okay? Set your watch. We’ll see you then.  
 
Esther Schorr:  
And if you have questions in the room, you’re welcome to write them down and slip them to me.  
 
Dr. Sharman:  
Thank you, Jeanne.  
 
Jeanne Schaffer:  
Oh, you’re welcome.  

 



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. 

 


