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Michele Nadeem-Baker:
Good evening, Ohio. Welcome to Patient Power’s Dinner with the Docs for CLL patients and
their families. I am so excited to be here with you. I am Michele Nadeem-Baker, and I too am a
CLL patient and a patient advocate. I was diagnosed about nine years ago, almost 10 now, so
hard to believe. I've been reporting on CLL here with Patient Power since my first day of
treatment, and back then it was in the infusion chair. Ever since then, I've just continued on to
help all of you.

I want to share who we are joined by tonight. Two very well-known CLL specialists, and they are
Dr. Adam Kittai and Dr. Jennifer Woyach. Thank you so much for joining us. Dr. Kittai, could you
introduce yourself and give us a little background?

Dr. Kittai:
Sure. I'm Dr. Kittai. I grew up in New York and did my residency training at GW in DC. Then
went down to my fellowship in hematology and oncology at the Oregon Health and Science
University. And now I'm here at Ohio State University, and happy to be here treating patients
with CLL.

Michele Nadeem-Baker:
Thank you. And Dr. Jennifer Woyach, could you give us some information on yourself?

Dr. Woyach:
Sure. My story is a little bit shorter. I am actually from Ohio. I'm from Columbus, Ohio, and have
been at Ohio State since I was a medical student. Joined the faculty in 2012, and now I lead the
CLL program here. Very excited that we were able to recruit Dr. Kittai to join us last year.

Michele Nadeem-Baker:
I am so looking forward to having you both with us tonight on this program. And a big thank you
to the Ohio State University Comprehensive Cancer Center, Arthur G. James Cancer Hospital,
and Richard J. Solove Research Institute for being our partner in producing this event.

We're just going to jump right in, docs, and my first question is to you, Dr. Woyach. It's really
basic. Can you explain to our audience, what is CLL, chronic lymphocytic leukemia?

Dr. Woyach:
Yeah, absolutely. CLL is a cancer of the lymphocytes, and specifically of the B lymphocyte.
When white blood cells are first made in the bone marrow, they start out as stem cells, which
can become anything. Then they differentiate into myeloid cells, those things we call
neutrophils, platelets, red blood cells, and lymphocytes, which are primarily B cells and T cells.
So, CLL forms when one of those B lymphocytes acquires enough mutations to make it into a
cancer. And then it keeps making copies of itself; those CLL cells then can go throughout the
body.

Really, because it's a blood cancer, and because the CLL cells are in the bloodstream, it's very
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quick that the CLL changes from being maybe just in a lymph node or in the bone marrow to
being in many lymph nodes, in the blood, and in the bone marrow.

Michele Nadeem-Baker:
Thank you. So often that's not explained to patients. So, thank you for that. Dr. Kittai, what
symptoms indicate CLL? If someone's at their primary care doctor, perhaps and they're sharing
some symptoms, when would they be tested for CLL? What kinds of symptoms they be
showing?

Dr. Kittai:
Sure. The classic symptoms in CLL are called B symptoms, or constitutional symptoms, and
there's four of them. Patients often describe fevers or chills, weight loss, night sweats, or
fatigue. Usually how I describe to my patient is that cancer stuff doesn't go away. It typically
starts out as something small and grows bigger over time. If you have a fever here and there,
usually I tell my patients not to really worry about it. But if they're having daily fevers that get
worse and worse over time, that's something to worry about.

Michele Nadeem-Baker:
Thank you. And so, fatigue is one of the symptoms that you see a lot then for people?

Dr. Kittai:
Yeah. I think fatigue is one of the tougher ones to describe. I think that there's a lot of reasons
that can cause fatigue. Usually how I describe the fatigue to my patients is that the fatigue has
to be bad where it interferes with your ability to enjoy life. We don't want the fatigue to get that
bad if it's due to the CLL. But really, the fatigue should be something that is growing over time,
getting worse over time and eventually interfering with their ability to enjoy life.

How I say it is, "Let's say your grandson's birthday's coming up, and you would never miss your
grandson's birthday for the world. But you're just too tired to go to your grandson's birthday.
That's the kind of fatigue that would be worrisome to me."

Michele Nadeem-Baker:
And for the younger patients who don't have grandchildren, it would be that they can't do
something with their own children, right?

Dr. Kittai:
Yeah. And I have some patients who are really super fit, super young who used to swim laps
every day. And I have one patient in specific that I'm thinking about who knows that his CLL gets
worse based off of how many laps he swims per day. He's pretty attuned to his body and knows
that things aren't maybe going as well as they should if he swims five laps instead of the normal
20 laps in the morning.

Michele Nadeem-Baker:
One of the ways, and I didn't realize I was that close to treatment, every summer, my husband
and I would run this five-mile route. It would be at a particular place. It'd be down to the ocean
and back. It'd be like two and a half miles to the ocean and back. And I started not being able to
make it back. I just thought it was the oddest thing, because I was still going to the gym. I was
still doing everything else. I didn't realize that things could affect me that way, because I was
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continuing... I thought I was in shape. I was in shape. And I ended up going into treatment within
a month. It's just what you said.

Poll One: How Long Have You (Or Your Loved One) Been Diagnosed
With CLL?

Michele Nadeem-Baker:
We're going to jump into our first poll. And this is, for our audience, if you would just pay
attention to what's going to pop up on your screen here. How long have you or your loved one, if
you're the care partner, been living with CLL? Less than one year, one to five years, five to 10
years, or more than 10 years? How long have you been living with CLL?

It's pretty amazing how quickly, once people do fill this in, it's almost instant that we'll see the
results. For me, that would be five to 10 years, still. Oh, here we go. Wow. The majority of our
audience has been living with CLL for five to 10 years, closely followed, 44% went to five years.
And less than one year, six percent. So, we have some newbies here, and we have some
people who have been living with this quite a while. No one more than 10 years. We have quite
a broad range in our audience of their own personal experiences with this.

We do have a question, and this is from John. "For patients like me, who did not show spike
antibodies…" Ah. We're going to get to this later, John. We do have a section on COVID that'll
be coming up, actually next. And we will be answering, I will go back to your question then.

First, speaking of COVID, everyone, this has been for so long. Of course, it's been top of the full
news. For us here, it's been so important for patients to know, and things continue to change,
even last week with the mask mandate. CLL patients, first of all, some may or may not
understand how it affects those with CLL. First of all, simple question. Dr. Woyach, I'll just throw
you this one. Should I get a COVID vaccine?

Dr. Woyach:
Yes. We know that people don't have as great of immune responses to vaccines as people
without CLL. But just like we recommend flu vaccines and pneumonia vaccines, we generally
would recommend people get a COVID vaccine. Certainly, you can check with your doctor if
there's any specifics that people are concerned about. Specifically, people who have
autoimmune conditions, like autoimmune hemolytic anemia, autoimmune thrombocytopenia,
ITP, those things you might want to take into consideration beforehand. There's no data to
suggest that there's anything unsafe for CLL patients specifically with the COVID vaccine. And
the benefits certainly, in this case, outweigh the risks.

Michele Nadeem-Baker:
Dr. Kittai, does it matter which one I get?

Dr. Kittai:
No, it doesn't matter which one you get. I think that all three of the available vaccines have
shown great efficacy. We don't have the data yet for patients with CLL to make a
recommendation about which one to get. That might be coming in the future, but right now, we
just don't know. And given that all three vaccines have shown that they work really well, it's
important to get whichever one's available as soon as it's available closest to you.

https://patientpower.info/navigating-cancer/series/covid-19-and-cancer/articles/what-covid-19-vaccination-means-for-patients-with-cancer
https://patientpower.info/patients-with-cll-concerned-about-covid-19-vaccine-efficacy/


Michele Nadeem-Baker:
I know that CLL patients, some are showing antibodies from the vaccine from any of the
vaccines, and some are showing none from it, and somewhere in between. That poses an awful
lot of questions. As you were saying, Dr. Woyach, yes, it's still absolutely great to get this
vaccine because there's cell immunity out there. We just don't know what. But will the immunity I
get for the vaccine be good enough for the virus, and then the variants that are coming out?

Dr. Woyach:
Yeah. It's really hard to say. I think, in terms of the variants, all of the data that's come out so far
suggests that the vaccines protect against the variants that have been identified thus far. We
don't have a great way to know whether somebody has achieved immunity and really to what
degree. So certainly, there are those anti spike antibodies that can be checked. We're checking
it at Ohio State in our patients more, because we just don't know exactly who is going to
develop antibodies, who is not, and what that means.

There was a paper that came out a few weeks ago, in the Journal Blood, which looked at a
population from Israel where they had a really robust vaccine rollout. It was all with the Pfizer
vaccine. So, looking at patients with CLL, and they found that people who were not on
treatment, about 50 to 75% of them developed those antibodies after. It was more likely in
patients who were actually post-therapies, somebody who had gotten a therapy and was off
therapy. The numbers were kind of small. So, I don't know why that would be the case. And I
don't know if that will hold when we look at larger numbers of patients. But I usually tell people
somewhere between 50 and 75% of people not on treatment.

Unfortunately, for people who are on treatment with targeted therapies, and in this case, it was
BTK inhibitors, venetoclax (Venclexta), which was always with CD20 antibodies like rituximab
(Rituxan) or obinutuzumab (Gazyva), the antibody rate in those patients was much lower,
somewhere around 10 to 15%. Now, that doesn't necessarily mean that those people are not
protected against COVID. That's really the big question now. We know that while antibody
formation is the primary way that we see that a vaccine is working, there are responses that can
happen in T cells that we don't have a way to look for clinically right now.

With other antibodies, it's been shown that sometimes you can have very low-level antibody
production, that like an antibody titer would be negative. But if actually challenged with the virus,
people might still mount some immunity. There's a number of ongoing research studies going on
to try to answer this question better. So doing tests of blood pre and post vaccine, and over
time, too, because we also don't know if people get those antibodies, how long they'll last.

Michele Nadeem-Baker:
We'll take these in order, because John has been being very patient here. He was saying, for
patients like himself and many that I know out there who do not show spike antibodies, when do
you expect to have some more info on recommendations on the definitive tests, probably the T
cell ones you're talking about, or preventive measures like some of the research that's
happening?

Dr. Woyach:
I think that it's very likely that we'll have those preventive measures like monoclonal antibodies
before we really know much about the cellular immunity, though I could be wrong about that.
Like I said, there's a lot of ongoing research in that effort. There are going to be studies,
hopefully starting within the next six months, of monoclonal antibody infusions. Similar to what
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we do for patients now, who have developed COVID, if they don't have to be hospitalized, where
we can give infusions of antibodies. There will be trials of that approach in people who just
either have not gotten a vaccine or got a vaccine and were antibody negative.

Michele Nadeem-Baker:
Is Ohio State doing any of these studies?

Dr. Woyach:
Yeah. I'm sure there are actually a number out there. The one that I'm most familiar with is going
to go through the Leukemia & Lymphoma Society's Beat AML protocol. So, Ohio State will be
part of that, and many other institutions likely will be as well. Even though the title says Beat
AML, it's not just for patients with acute myeloid leukemia. This is going to be for any blood
cancer patient who is antibody negative.

Michele Nadeem-Baker:
Now if we have signed up for the LLS study to begin with, and we had the test, does that mean
we're automatically ... do you know? Happen to know if that means we're automatically in this?
Or do we have to sign up again?

Dr. Woyach:
I don't think you would automatically be in it. I think you will need to sign up again.

Michele Nadeem-Baker:
Okay. Thank you so much for that. So, people who've gotten the vaccine, what do you suggest
for their precautions they continue to take? And then we'll move on to the next section. Dr.
Kittai?

Dr. Kittai:
I think that the opinion on what to do for patients who have CLL who have gotten the vaccine is
probably pretty varied. I think if you asked any of us, maybe we'd give you slightly different
answers to this question. I've been telling my patients that I think it's safe to hang out with other
vaccinated patients, people I should say. So, I think that is perfectly fine to hang out indoors,
mask-less, if you've been vaccinated with CLL, with somebody who's been vaccinated. I think
that my opinion about hanging out with people who are unvaccinated is the same as it was
during the… maybe slightly better than during the height of the pandemic. I would say that if
you're going to hang out with unvaccinated people, do it outside, and probably safest to wear a
mask. But I think that it's fine to hang out with other vaccinated adults.

Michele Nadeem-Baker:
Did you say unmasked or masked?

Dr. Kittai:
I would say that if you're hanging out with unvaccinated people, the best thing to do is do it
outside and be masked.

Michele Nadeem-Baker:
And those who are vaccinated, you'd say masked or unmasked?
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Dr. Kittai:
I would say, given the CDC guidance, it's okay for vaccinated people, regardless of whether or
not they have CLL, to hang out inside without masks.

Michele Nadeem-Baker:
That's different guidance than I've gotten. Dr. Woyach, let's hear what you've got to say.

Dr. Woyach:
Yeah, I agree with that. I can't 100% promise you can't get COVID with that approach, but it
looks like people who are vaccinated that have a good immuno response to the vaccine are
very unlikely to be transmitting the virus, too. So, I think I agree with Dr. Kittai. I think if you're
with other vaccinated adults, it's fine to not wear a mask.

Michele Nadeem-Baker:
Wow. We've been told to act like we haven't been vaccinated. So-

Dr. Woyach:
You know, I think that problem is that this is not going to be over anytime soon. So, I think if
people feel... it goes a little bit to risk tolerance and your ability to maintain the current level of
isolation, and masking basically. But I think for most people, it's been over a year. People want
to start being with their family and friends. They'd like to be able to share meals. That's hard to
do when you're wearing a mask. And like I said, I agree. I think that the data so far suggests that
you're very unlikely to get COVID from somebody who’s been vaccinated.

Michele Nadeem-Baker:
Okay. Well, thank you. Actually, that made me feel a bit better. You always pick what you want to
hear, right? On these opinions, however, it's still hard doing that. It really is.

Poll Two: Where Are You in Your CLL Journey?

Michele Nadeem-Baker:
Now we want to switch to our next poll so we can get our audience back and engaged here.
Let's get an idea of where our audience members are in their treatment journey. Are you in
watch and wait, frontline treatment, remission, relapsed and in treatment, relapsed watch and
wait, or other?

So, I for instance, am in... I'm kind of in between remission and relapsed. So, the relapse watch
and wait. It will be called at my next appointment. This is interesting because when we think of
our audience makeup, that the majority was five to 10 years, we have 56% in watch and wait.
We have 17% in frontline treatment. And we have relapsed and in treatment at 22%. Other 6%.

As we're looking at this, we're going to have like our CLL 101 to advanced in treatment. It's
going to be all at once because we really need to learn to help patients understand in their
journeys where they are. So, first of all, what is watch and wait? Dr. Woyach, what is watch and
wait, other than torturous for those of us who have ever had to go through that?

Dr. Woyach:
I was going to say, another name for it is watch and worry, although we're trying to make that
period not so worrisome. Watch and wait is the time between when somebody's diagnosed and
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when they first start treatment. Or like you said, somebody has had treatment and we can see
evidence that the disease is returning a little bit, but not quite to the point that people need
treatment. We know because of many studies that have been done that at least with current
approaches, there's not an advantage to treating people early, either in the frontline setting or in
the second line setting. And so, if people are feeling well, we monitor them closely. We ask a lot
about symptoms. We look at blood counts. We examine them, but don't necessarily treat until
symptoms develop.

Michele Nadeem-Baker:
Okay. And another thing I wanted to ask you is, what percentage of your newly diagnosed CLL
patients go immediately into watch and wait versus treatment? Or perhaps I should ask, what's
the percentage of patients that need treatment immediately versus watch and wait? Whichever's
easiest.

Dr. Woyach:
Yeah, probably only about 10% of the ones that I tend to see need treatment immediately upon
diagnosis. So many people are diagnosed because they went to their primary care doctor, for
some other reason got blood drawn, and were noted to have a high lymphocyte count, or a high
white blood cell count. And that's the vast majority of people who are diagnosed with CLL, that's
how it's found. So, some people come in for the first time because they notice lymph nodes.
Some people have those constitutional symptoms that Dr. Kittai was describing, but that's
actually pretty uncommon at presentation.

Michele Nadeem-Baker:
Dr. Kittai, at what point would you give tests that will show prognostic indicators?

Dr. Kittai:
I actually do some of the testing at diagnosis, and there's a specific reason why I do that. The
prognostic indicators that I test at diagnosis are going to be cytogenetics and FISH, along with
IGHV mutational status. The reason why I do that is that there are some prognostic indicators
that help us predict when patients might need to be treated.

So, for instance, there was a recent article in Blood that looked at about 5,000 patients, and
they came up with three different variables that help predict time to first treatment for patients
who are in watch and wait. And those three variables were if the clinician could feel lymph
nodes, so palpable lymphadenopathy, if they had a white blood cell count greater than 15, sorry,
an absolute lymphocyte count greater than 15, or if they had IGHV unmutated status.

If you had one or two of those variables, your estimated time to first treatment was somewhere
around three to five years. And if you had all three variables, it was around two years. And if you
had no variables, it was greater than five years. So, it really helps when I get these testing at
diagnosis, because not only will it help me inform the patients of when time to first treatment
might be, but it also helps, especially if they have a lot of the good risk factors, to hear from the
clinician that when treatment is indicated, we would expect you to respond very well to
treatment, if they have the good risk prognostic features. And so, I think for those reasons, I
tend to get them at diagnosis. And sometimes, depending on the situation, I might repeat some
of these tests when treatment is indicated as well.

Michele Nadeem-Baker:
Different patients aren't necessarily at a cancer center... I had spoken about at the beginning.
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So, what happens when a patient isn't given these tests? Maybe there's someone watching right
now, and they've never been given any of these tests or they don't know what their prognostic
indicators are. Maybe they have been given the test, but they just don't know. What do you
suggest they ask their current oncologist?

Dr. Kittai:
That's a great question. I think that these tests at diagnosis aren't 100% needed. I would say
that they're helpful, because they can inform the patient and maybe make them a little less
anxious about when treatment might be needed, but they won't affect what treatment is given.
And so, I think that it's not 100% needed.

What other indications that can help determine when treatment is needed, is how fast the
lymphocyte count is rising. It's very reassuring when someone has stable lymphocytes over the
course of a year or two, because that would mean that they probably have at least another year
or two of stability. I kind of look at chronicity over time and stability. And if stability of the
lymphocytes is good, then most likely, you can double the amount of time that the lymphocytes
have been stable as a way of saying they'll probably be stable for the same amount of time
they've been stable so far, as the rule of thumb.

Michele Nadeem-Baker:
So Dr. Woyach, what determines when it's time for treatment?

Dr. Woyach:
There's a number of factors that we look at to decide when it's time for treatment. Some are
objective, so laboratory based. Some are subjective, so those are symptom-based things. The
things that are subjective are first of all some of those constitutional symptoms like fatigue. And
fatigue's probably one of the biggest reasons that we start CLL therapy. As Dr. Kittai said, it can
be kind of difficult because lots of things can cause fatigue, and it's something that we really
need to tease out that it's actually from the CLL before we start a therapy. The other things,
fevers, chills, night sweats, weight loss, those are also things that if we see them, we want to be
sure that there's not something besides the CLL going on, too. But that's one reason to start
treatment.

Progressive lymph node enlargement, so if lymph nodes are getting big to the point that they're
uncomfortable. Just because they're increasing in size doesn't mean you need to start
treatment. And usually, lymph nodes in CLL are not painful in themselves. But if they get large
enough that they interfere with people moving their neck quickly, or people say, "I noticed when
I'm running or walking that I can feel those lymph nodes in the groin area or under my arms."
Those are reasons to start treatment.

The spleen can get enlarged in CLL. The spleen's on the left side of the abdomen. If that gets
big, it can push on the stomach and when that happens, it makes it so people can't eat a normal
sized meal. We call that early satiety. Also, big spleens tend to release a lot of inflammatory
proteins that just kind of make people feel crummy in general and feel a lot of fatigue.

And then the most objective reason to start treatment for CLL is if the bone marrow is infiltrated
so that if the bone marrow is full of CLL cells such that the bone marrow cannot produce normal
cells. That means that people become anemic, which is a low red blood cell count, or
thrombocytopenic, which is a low platelet count, because there's too much CLL in the bone
marrow. When we think about numbers for that, we say hemoglobin less than 11, and platelets
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less than 100.

And that's a reason... if you get to that point, that's a time when doing a bone marrow biopsy can
be really helpful, because sometimes people will have what are known as autoimmune
conditions where the body attacks their own red blood cells, or platelets. It can look like the
bone marrow is infiltrated with CLL, but really, it's a different process and it's treated a little
differently.

Michele Nadeem-Baker:
So, on the spleen, what would the size be?

Dr. Woyach:
It's different for every person. Normally you can't feel a spleen. And so, on a CT scan, that's
going to be somewhere less than 11 centimeters top to bottom. If it gets down to that point
where it's like seven, eight centimeters below the rib cage when your doctor's examining you,
usually I've seen people have symptoms at that level. Sometimes people's spleens can get
pretty large before they notice them, especially in people who are newly diagnosed.

Michele Nadeem-Baker:
And the other thing is, on the bone marrow biopsy infiltration, what would a high percentage be
on that?

Dr. Woyach:
You don't need a lot of normal bone marrow to maintain normal blood counts. We very
frequently will see people with CLL with 90% involvement of their lymph node who... I'm sorry, of
their bone marrow, who still have relatively normal hemoglobin and platelets. I think once it gets
above 95% or so, or really somewhere in the 90s is when you tend to start seeing those low
counts.

Michele Nadeem-Baker:
Yeah, I was at 91% and I remember that my specialist wasn't fazed by it. And to me, as a
patient, I was like, "Whoa! That sounds horrible." Right? But yet my platelets were dropping, but
they never got below 100, nor my hemoglobin. So, I know we're all so different.

Dr. Woyach:
Yeah, and in young people, especially, the bone marrow is just better at producing those cells in
younger people than older people. So sometimes those percentages can get even higher in
younger people before they're noticed. The other thing I should mention, which is a little bit more
esoteric is that sometimes CLL cells can actually suppress normal bone marrow. Occasionally,
we'll see somebody with only 50% involvement of the bone marrow, that still has low counts and
doesn't have signs of destruction. A lot of times that's because the CLL is actually suppressing
the normal red blood cell protection or the normal platelet production, and that would be a
reason for treatment, too.

Michele Nadeem-Baker:
Okay. So, here's a big question that I know is debated hotly, at least at the American Society of
Hematology Conferences, and that is chemotherapy. Is it still being used? Is it the death of
chemo with all of these new treatments out? Dr. Kittai, what is your take on that? I'm coming
back to you, Dr. Woyach, on this too.
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Dr. Kittai:
I'll start off with my take-home point on this. I think that there is robust data out of MD Anderson
Cancer Center that looked at one of the clinical trials that originally utilized FCR for patients, and
that's chemotherapy FCR, for patients who had not been treated before with their CLL. What
they found was that patients who had IGHV mutated status and were able to get to a level
where the CLL was undetectable, or something called undetectable minimal residual disease
(MRD), that those patients had maintained complete remissions from their cancer for greater
than 10 years. And so, that particular data is justification to still use FCR for patients who have
IGHV, mutated status, who are young and fit, who can tolerate the chemo immunotherapy
regimen FCR. I think that-

Michele Nadeem-Baker:
One second, if you can explain what FCR is.

Dr. Kittai:
Yeah. FCR is fludarabine (Fludara), plus cyclophosphamide (Cytoxan), plus rituximab, which is
one of the standard of care chemotherapy medications that we used to use very commonly for
CLL.

I think, until we have data that is 10 plus years out with our small molecule inhibitors, that we're
still going to be using the data that I just explained to justify the use of chemo immunotherapy.
That being said, there is robust data now showing that small molecule inhibitors are superior to
chemo immunotherapy for prolonging both overall survival as well as progression free survival.
And what progression free survival is, is basically the time until somebody will progress on the
current regimen they are receiving.

I think that you're going to be hard pressed to find an academic CLL doctor still giving chemo
immunotherapy, really to any patients. My take-home point is that I don't usually give it, it's
super rare, only to young, fit IGHV mutated patients do I even consider it. But I think until we
have long-term data we're still going to be citing the same data showing how well these patients
did 10 plus years out with chemo immunotherapy.

Michele Nadeem-Baker:
Okay. We'll have to wait and see. I'm curious. I was on a trial that was ibrutinib (Imbruvica) and
FCR. The iFCR trial. I'm unmutated, so... Getting beyond chemo, so now we have the advent of
all of this new, well it's not as new anymore, all of the newer types of treatments. Dr. Woyach,
can you explain BTK inhibitors and the names of some that have been approved? And those
that are perhaps in trials and what they do, the benefits?

Dr. Woyach:
Yeah, sure thing. BTK stands for Bruton's tyrosine kinase. It's a really important protein that's a
signaling molecule inside CLL cells. The reason that CLL cells do what they do, so make extra
copies of itself, don't die, go sit in the lymph nodes, do all of the things that we wish that they
wouldn't do, is because of this process of signaling inside the CLL cells. It continues to kind of
amplify these signals that tell it to do those things.

So, BTK is a really important molecule in that process. And probably most importantly, it's not
redundant, which means that when it's gone, there's not another protein that can easily take its
place. That's why it, as opposed to any other signaling molecule in the CLL cells is good target.
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When you block BTK in a CLL cell, I usually describe it as turning off the light switch to that cell.
All of a sudden, pretty much immediately, we can see it in a laboratory at least, if you give a CLL
cell a BTK inhibitor, it stops proliferating, or making copies of itself. It stops signaling. It stops
releasing inflammatory proteins. It stops releasing its signals to home to go to different areas.
And eventually it will die. We see the same thing in patient samples. So, if you take a patient
who's on a BTK inhibitor and bring those cells back to the lab, you see those same things.

What that means to a patient, though, is very quickly after starting to take a BTK inhibitor,
people will notice that their lymph nodes start shrinking in size. People who are having those
constitutional symptoms tend to start feeling a lot better. Interestingly, the white blood cell count
actually rises at first, because the CLL cells kind of disengage from the lymph nodes and the
spleen and go out into the blood. You'd never know it unless your blood counts were checked,
because that's completely without symptom. So white count goes up and then over time it goes
back down.

These drugs, so it's a pill, one of them is called ibrutinib. And ibrutinib is taken once a day.
Another that is FDA approved in CLL is acalabrutinib (Calquence). Acalabrutinib is taken twice a
day. There's another drug, zanubrutinib (Brukinsa), which is in clinical trials right now. And it is
FDA approved for mantle cell lymphoma, but not yet for CLL. That's also taken twice a day, but
at some point, that might be once a day.

Michele Nadeem-Baker:
And what are the differences between all of them?

Dr. Woyach:
The big difference between these medicines, ibrutinib was kind of the first in class drug. And
then acalabrutinib and zanubrutinib – there's another called tirabrutinib (Velexbru), which is
pretty similar – are the second-generation molecules. They were designed to be more specific
for BTK than ibrutinib is. Ibrutinib, it will bind to and completely, what we call irreversibly inhibit
BTK. But it also will inhibit a number of proteins that have chemical structures that are kind of
similar to BTK, notably ITK, Tach, a few other things.

That probably makes more side effects than the more specific BTK inhibitors. So, I'm sure we'll
talk about this at some point later. But most of the side effects are seen more often with ibrutinib
than with acalabrutinib, zanubrutinib, tirabrutinib.

Michele Nadeem-Baker:
So let me get this straight. We have ibrutinib, and it's the first in, would it be considered, class?

Dr. Woyach:
Yup.

Michele Nadeem-Baker:
And the next iterations of it, or next generations, there are less side effects with each of them?
Does that mean zanubrutinib has even less side effects of... or are they different?

Dr. Woyach:
Yes. Good question. All the second-generation ones are more selective than ibrutinib is.
Technically, acalabrutinib is a little bit more selective than zanubrutinib, but zanubrutinib is much
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more close to acalabrutinib than it is to ibrutinib. So those ones I think are pretty similar in terms
of side effects. Tirabrutinib's been studied less but is pretty similar to those two as well.

Michele Nadeem-Baker:
Are there any others coming out in the BTK?

Dr. Woyach:
None of the other ones have names yet. Most of them I think are in just phase one studies or
still kind of working through the pre-clinical process. And this is specifically, these are all
irreversible inhibitors of BTK or covalent inhibitors.

Michele Nadeem-Baker:
And what is, we hear a lot about venetoclax, what is that considered? What would that be
called? It's not a BTK inhibitor.

Dr. Woyach:
Yeah. Venetoclax inhibits a protein called BCL-2. BCL-2 is what's known as anti-apoptotic
protein, which means that it keeps cancer cells alive. So, apoptosis is the process by which cells
die. Many types of cancer, including CLL will produce more BCL-2, which keeps it alive better.
And so venetoclax goes in and kind of displaces BCL-2 and allows the cancer cell to die.

Michele Nadeem-Baker:
And that's different than how, obviously, how you described than what a BTK or inhibitor like an
ibrutinib, acalabrutinib does.

Dr. Woyach:
Yeah, correct. BTK inhibitors are signaling inhibitors. BCL-2 inhibitor, venetoclax, is a cell death,
like cell life inhibitor, I guess.

Michele Nadeem-Baker:
Combination trials I know are quite popular. What is an approved combination trial right now for
venetoclax that you're using? Or are they all in trial right now?

Dr. Woyach:
Right now, venetoclax is approved in combination with CD20 antibodies. So, in the frontline
setting, we give it with obinutuzumab. In the relapse setting we give it in combination with
rituximab. Those are both antibodies. So, they're given IV, so those parts of it are not pills, but
they work in the same way in that they target a protein called CD20 which is on the surface of
CLL cells.

Venetoclax is also being tested with BTK inhibitors. It looks like a really great combination. We
actually expect that the combination of ibrutinib with venetoclax may be FDA approved later this
year, based on a study called the GLOW trial, which is for frontline CLL. The other ones are
probably not going to be approved that quickly.

Michele Nadeem-Baker:
For relapsed and refractory patients, what would the hottest treatment right now be?
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Dr. Woyach:
Right now, you choose one of the targeted approaches in the frontline setting, and then kind of
based upon that frontline treatment, you choose a targeted therapy for the second line setting.
It's really the same drug. So ibrutinib, acalabrutinib, and then venetoclax plus an antibody.

Poll Three: Would You Like to Participate in a Clinical Trial?

Michele Nadeem-Baker:
We're going to jump right into our next poll. Here it is, poll number three. It's about clinical trials.
Would you like to participate in a clinical trial? Yes, no, I'm currently in a clinical trial, or I have
been in a clinical trial. That one would be mine.

Oh, this is wonderful. Everyone's been doing a great job in educating their patients on clinical
trials. More than half, 57% said they would participate, 14% said no, seven percent said they're
currently in one, and wow, 21% have been in a clinical trial. Let's talk about clinical trials, and try
to debunk, maybe, some myths that are out there and help people learn about how, if they're
interested, and there's a great number that were, in joining one, how that can happen. Dr. Kittai,
who do you look for, for joining a clinical trial? Is it different for each trial?

Dr. Kittai:
Yeah. I would say that here at OSU we have many different clinical trials. Most likely we have a
clinical trial that would be applicable to most patients that come and see us. We have enough
clinical trials in our repertoire that we probably have something that we can offer to a patient.

When we think about clinical trials, there are generally three phases available, or that they're
classified under. Phase one is typically the trial that is introducing a specific drug for the first
time in humans, or a specific drug for the first time in a specific disease, or a specific drug in a
new combination with another drug in a specific disease. Usually in a phase one, we're trying to
determine whether or not it's safe to use that combination drug, or new drug in that scenario.

Phase two studies are typically looking for initial efficacy, or how well the combination or drug
works in that scenario. And then phase three is looking at that new drug, new combination
compared to what is currently available as standard of care. What I want to highlight here is that
it's very rare, very, very, very, very rare that in a cancer clinical trial, that someone would ever
get a placebo or sugar pill. Usually those are not for cancer clinical trials, because if we're going
to be treating someone, we want to give them active therapy. Now there are caveats to that. I'm
not going to say that's a blanket number one rule that can't be broken. But it is typical, at least in
normal cancer trials that people are not randomized to a placebo.

Michele Nadeem-Baker:
Okay. Thank you. I know that a lot of people worry about that, that they're going to be given a
placebo and therefore they've missed their window of opportunity to get better through
treatment. So that's great to know that, as a cancer patient, if I go on a trial, I am not going to be
given... I'm not going to be left without any treatment.

Dr. Kittai:
Yeah, it's not typical, at all.
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Michele Nadeem-Baker:
How do I find out? Am I told that?

Dr. Kittai:
Yeah. How do I know about clinical trials? Where do I look? How does the process go? Yeah.
For one, there's clinicaltrials.gov. This is available for everybody to look. You can look at
available clinical trials for CLL, or if you're interested in a specific medication, you can look that
up as a search term. It can be a little bit overwhelming though, because you'll get a lot of hits.
It's basically like a Google search, in a way, for clinical trials. That's one way that you can do it
yourself.

Of course, you can ask your provider. Your provider should have an idea of what clinical trials
are available at the site that you're seen, or within the area in the country that you are in. And
then the third way is to get a second opinion at an academic center. Academic centers typically
have clinical trials available and have an understanding of clinical trials that are available around
the country.

And usually what happens is, the physician that you're seeing will look at your chart, your
characteristics and determine, are you a candidate for the clinical trials that are available? And if
you're a candidate, they usually will give you a consent to look over. And the consent will have,
basically, how the trial is run, how many times you need to come to see the doctor, what drug is
it? What side effects have been seen with the drug? What extra testing might need to be done
for the clinical trial? And it'll be, basically, an outline of the experience on the clinical trial.

Other things that you can ask your doctor is, number one, you can use what we just talked
about, phase one, two, three, to get an idea of where we are in the development of the drug or
combination that they're looking at. But usually, you can get a good sense from the doctor how
well this drug performed in either other diseases, or if they've given it to some of their other
patients to see if they're the first person to ever receive the drug. But usually, you can kind of get
a sense of how well your physician thinks this drug might work in your situation.

Michele Nadeem-Baker:
Thank you. That is a great overview. And also, for patients who go to clinicaltrials.gov, they are
redoing it this year. So, just be patient. It's not the most user-friendly portal. But if you dig deep
you kind of get the hang of it. And it does come up with some good information.

Dr. Woyach, I'm a patient and I come to you, and I don't know what treatment. It's time for
treatment, you tell me. I don't know if I want a clinical trial or not. Do you tell me about them? Do
I ask you about them? Do I go to this clinicaltrials.gov? I don't know. I don't know, let's say I'm
not into looking up those things or I'm not really sure what I found. Do I have to tell you, as my
doctor, I'm interested in a clinical trial? Or would you, as the doctor, say, "Hey, we have these or
we have this clinical trial and I think you're a good candidate," how does that work?

Dr. Woyach:
I think it depends on where you're being seen. I encourage everybody when your doctor tells
you it's time for treatment, ask about clinical trials. Ask whether they have it at the practice that
you're being seen. Ask about whether a second opinion would be helpful to just learn about
other clinical trial approaches. I'll tell you, here at the James, and I know many other cancer
centers have the same philosophy, the reason that we do clinical trials is because we think that
they're going to be better than what we have to offer as a standard of care. I'm not going to offer
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a clinical trial that I think is not as good as what somebody could receive outside of a trial.

Usually when I say that I think that does alleviate some people's concerns over, "Am I just going
to be a guinea pig? Are you just doing this because you have it?" I don't think that there are any
oncologists who are interested in doing clinical trials just to see if something works. It's really
because we believe that it will work based on laboratory data or other information.

But clinicaltrials.gov is great if you want to kind of get an idea, or like Dr. Kittai said, kind of see
where things are being offered. But certainly, it is hard to navigate, and it's hard to understand
as a patient. And so, you definitely want to talk to your physician about those clinical trials.
Usually when I sit down with somebody to talk about treatment we'll discuss, "Here's the
standard of care approaches. Here's how well they work. Here's the side effects. And in addition
to these, here's the clinical trials that we have to offer that you would be a candidate for," and
how those clinical trials are building upon the standard of care. And then asking if there are any
questions about that.

Michele Nadeem-Baker:
We have a question from the audience asking, "Why aren't patients allowed to review the
protocols for clinical trials?" Or I don't know if they mean for their particular clinical trial. Is that
the case?

Dr. Woyach:
I guess if somebody asked, I probably would let them. The clinical trial protocols are 100 plus
pages long. Most of the information in it is honestly not super relevant to a patient. It's a lot of, "If
there is a side effect, this is the amount of time you have to report it," things like that, that are
very important to the people running the trials, but not necessarily important to the people
receiving the therapies.

Usually, a clinical trial protocol will go through some of the literature behind the drug. Those are
things that the doctor should be able to tell you, too. Either looking at the protocol together or if
they already know that information, just kind of telling you about it. And then there's the
schedule of events, which also is in the consent form. And then kind of just those intricacies, "If
people have this side effect, this is how long you can hold the drug. This is the dose you should
go to if people have side effects, things like that." That's what kind of makes it so long and
complicated and not super relevant to the patient.

Michele Nadeem-Baker:
But if someone questioned you, or perhaps they were a doctor or a scientist, or maybe in the
drug industry or, I don't know, would they -

Dr. Woyach:
Yeah, I think so, I think a lot of times you can actually Google those protocols. And it depends
on where they're coming from, too. The ones that are run through the National Cancer Institute,
through the cooperative groups, you can actually Google those trials and the protocol will come
up. But a lot of the information that's in the protocol is also available on clinicaltrials.gov, and/or
is in the consent form.

Michele Nadeem-Baker:
Someone asked if there are any clinical trials right now for watch and wait?

https://www.cancer.gov/


Dr. Woyach:
Great question. There actually is an early intervention; basically, what you want to think about,
for somebody who is in watch and wait, is an early intervention trial. Can you do better by
getting your treatment early? And like I said, there have been other early intervention studies.
So far none have shown a survival benefit. There is a new one, though, that is being run by the
Southwestern Oncology Cooperative Group and is open nationwide. We have it at Ohio State. I
know they have it at Cleveland Clinic, and probably some other – they probably have it at a lot
of Centers in Ohio. I don't know off the top of my head.

But, basically that's for people within one year of their diagnosis of CLL, who have high-risk
CLL. And that's defined by the CLL International Prognostic Index that takes into account some
of the variables Dr. Kittai talked about earlier, like 17p deletion and IGHV status, and a few other
things. But basically, people who are high-risk CLL, within the first year of diagnosis could
participate in this study which is randomizing people to either early venetoclax plus
obinutuzumab, or to get it at the time that you normally would, so the times that symptoms
develop to see whether giving that particular regimen early is helpful.

The other things that watch and wait patients can participate in are trials of things that are not
directly cancer treatments. Sometimes, for example, we're working on a trial right now where we
want to look at vaccination schedules. Would it be better to give patients pneumonia vaccines
more frequently? That's something that one of our colleagues, Dr. Seema Bhat is working on.
There are definitely clinical trials for watch and wait patients.

Michele Nadeem-Baker:
I don't know if this was an official clinical trial. I had heard something about things like green tea.
Was that?

Dr. Woyach:
Yeah. That was a clinical trial, actually. It was run by the Mayo Clinic, and they were looking at
green tea extract. There are occasionally things like that, too, so things to ask your doctor
about. If you're interested in doing trials like that, too, maybe it would be a good idea to get
hooked up with an academic center to at least get peripherally involved in, so you'd know if they
have some of those things available.

Michele Nadeem-Baker:
Great. Right now, what do you have in development that you find most exciting? And I'll be
asking you as well, Dr. Kittai. What do you have, or what do you see out there as being the most
exciting development in CLL?

Dr. Woyach:
Yeah. I think there's a lot that are really exciting. I'm going to let Dr. Kittai talk about the frontline
approaches, because he has an exciting trial to talk about there. At Ohio State, one of our big
focuses has been on how best to treat patients when our standard treatments like ibrutinib,
acalabrutinib, venetoclax stop working. We have a number of trials that are looking at first of all,
different ways to target BTK, these reversible BTK inhibitors that are designed to work when the
ibrutinib, acalabrutinib, zanubrutinib stop working. That's one focus.

Then other new targets, so other proteins in that B cell receptor signaling pathway, other
molecules similar to venetoclax, and then cell therapy approaches, too, which I'll also let Dr.
Kittai talk about.
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Michele Nadeem-Baker:
That's fabulous. So, something that will go with what you're speaking of, Dr. Kittai, for you to
hear is, "Is there a practical age limit for CAR T? And if a CLL patient has been treated with
chemo and two different BTK inhibitors, are they still a candidate for CAR T?" And you're going
to immediately answer this question, is Ohio State doing CAR T for CLL patients? And if so,
which type? And is there any in research? So, take it away Dr. Kittai on all that you're doing with
CAR T.

Dr. Kittai:
Alright. So, let's talk a little bit about cellular therapies in general. Cellular therapies are when we
use our own immune system to attack the cancer. It's sort of the... I don't want to say the
majority because I don't know if that's really true. But a lot, a lot of the excitement in research in
cancer in general is in cellular therapy and immunotherapy. You'll see this kind of pop up, this
immunotherapy, cellular therapy, used quite often.

CAR T is one of the preeminent cellular therapies that's been making a splash, I would say, in
the last five to 10 years. Let's start off by just briefly talking about what CAR T is, and then we
can kind of talk about those questions that you had asked. CAR T stands for chimeric antigen
receptor representing T cells. What they do is, they take your own T cells. They process them in
the lab, making them attack the cancer. And then they reinfuse the T cells back into the body.

What we're using, basically, is a virus to bring the DNA, or the genetic code I should say, into the
T cells, to reprogram the T cells to attack the cancer. If you imagine, CAR T-cells have a lot of
utility because you can program the T cells to attack any cell on the body. And so, what we want
is to attack just the cancer cells. We're limited in that sense to try to find something that is
expressed on the cancer cells, that's not expressed on normal cells. But you can imagine how
excited we were about this particular development because it can be really utilized to attack any
cell that anyone could think of, as long as that specific cell has a unique aspect to it that you can
target the T cell to.

Currently, there are a few different CAR T-cell products that are FDA approved. The three big
ones for lymphoma are axicabtagene ciloleucel (Yescarta), big names, or axi-cel. I practice this
a lot, you know.

Michele Nadeem-Baker:
You practice it in the shower, you know?

Dr. Kittai:
Yeah. In the mirror, actually. Lisocabtagene maraleucel (Breyanzi), and tisagenlecleucel
(Kymriah). Really, really big mouthfuls. Axi-cel, tisa-cel, and liso-cel. And all three are FDA
approved for the treatment of diffuse large B-cell lymphoma.

Actually, CAR T-cells were originally, basically, created in CLL. The first publications that
showed some efficacy was actually in 2011 in CLL. And they lost favor in CLL a little bit because
they didn't work as well as the lymphomas. And the reason why they lost favor in CLL was
because CLL causes our immune system to dysfunction. Specifically, it affects our T cells to be
able to function. So, you would imagine that, if you took a CLL patient's T cells, like I just
described and did all of this genetic stuff on them, and then reinserted them back into the
patient, their T cells at baseline don't work as well as a normal person's.
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This was a big barrier to using CAR T-cells in CLL. To approach this barrier, they realized that
patients who are on ibrutinib, their T cells started to function better. This was sort of a big
breakthrough as kind of where we're currently at in treating patients with CAR T for CLL, is to
use it in conjunction with ibrutinib or other BTK inhibitors, because we've realized that these
BTK inhibitors make these T cells function better. When you reinfuse them back to the patient,
they may work better.

I think the big CAR T-cell that made a splash at our national conference this last year was the
liso-cel product, which is currently approved for diffuse large B-cell lymphoma. And what's
special about this particular clinical trial was that they not only paired it with ibrutinib, in one arm
of the study, but they also looked specifically at patients who had received prior ibrutinib and
venetoclax. So, the question there is, that's where we really see CAR T-cells making a
difference for our CLL patients, in the ones who already received the ibrutinib and venetoclax
and it progressed. Although the numbers were small, only about 20 patients, they did see good
evidence of response in these patients who received both of these prior therapies.

Michele Nadeem-Baker:
Now were you talking about immediately prior to CAR T on the ibrutinib and venetoclax, or I am
unsure if the question was in the history of their CLL having this [crosstalk 01:01:40].

Dr. Kittai:
Yeah. This is in the history of the CLL that they've received prior ibrutinib and venetoclax. And
then the clinical trial, they used ibrutinib with the CAR T, and the ibrutinib wasn't meant to treat
the CLL, but boost the effects of the T cells.

Michele Nadeem-Baker:
So it was used in conjunction with the CAR T, or prior, or both?

Dr. Kittai:
Both, in some scenarios. And so that's really exciting that we are now seeing good responses in
CLL when we use ibrutinib or another BTK inhibitor in conjunction with the CAR T-cell therapy.
So that's where we are with CAR T. That is continued to be evaluated, that particular CAR T
agent. And then there's some exciting things coming down the pipeline.

The CAR Ts that are currently approved target something called CD19. So, they're anti-CD19.
And CD19 is present on B cells, which are CLL cells. And so, there are other CAR T-cell
products being made that target other things than just CD19. We will have probably two different
CAR products available for our CLL patients, hopefully within the year, at OSU.

Michele Nadeem-Baker:
I have to ask the question, kind of the elephant in the room. I know that patients have passed
away undergoing CAR T treatment. What is the percentage of that? Or is that still the case that
there's a danger and risk of that?

Dr. Kittai:
Yeah. When CAR Ts were first developed, there were high rates of something called
neurotoxicity. Patients would develop altered mental status as well as stroke-like symptoms, as
well as something called cytokine release syndrome (CRS), which is when, basically the T cells
are working too good, and they're secreting too much of the things that kill cancer, causing our
bodies to have fevers, our blood pressures to drop. It basically looks like patients are infected.
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And so, those two symptoms are much more prominent in the axi-cel product as well as the
tiso-cel product and are actually much improved in the liso-cel product, which is the one that I
was just describing.

Now that we are gaining much more experience with CAR Ts, we know how to treat those
symptoms with steroids and other medications, and they become much more safe over time.
When we were asked the question of, "Is age a limitation for patients with CAR T?" The answer
is no. It's more important about sort of how healthy you are, how many other comorbidities you
might have. We know that patients who have other things going on, like kidney failure or heart
failure, those patients I'd be more worried about than age.

Michele Nadeem-Baker:
Okay. Well, thank you. And we need to jump to our next poll. So, for anyone interested in CAR
T, it's something good to ask your doctor about. And one last thing, I'm sorry. I did forget to ask
you, are other centers also participating in your studies on CAR T?

Dr. Kittai:
Yeah. Those two studies that I mentioned will be available at other centers as well. And we're
also hoping to have another CAR product that is specific to OSU coming soon, also. But these
are all in the pipeline. I think what you can do is, you can look at clinicaltrials.gov and this would
actually be really easy to look at, because you just have to type in that really big name,
lisocabtagene, which I can spell for you if you want? L-I-S-O-C-A-B-T-A-G-E-N-E. And that
would be specific enough to find the CLL clinical trials on clinicaltrials.gov.

Poll Four: Do You Worry About Getting a Second Cancer, or Have You
Gotten a Second Cancer?

Michele Nadeem-Baker:
You won all your spelling bees, didn't you? Thank you for that, because I would not have known
how to spell that. It is time for our last poll, because we're starting to get short on time. Do you
worry, all of you out there in the audience, do you worry about getting a secondary cancer? Or
have you gotten a second cancer? Are you worried about it? Not worried about it? I've gotten
second cancer. This is my second cancer.

Majority are worried, 64%. 21% not worried. 7% have gotten a second cancer. 7% this is their
second cancer. I'm wondering if that, "I've gotten a second cancer," and "This is my second
cancer," are the same 7%? Dr. Woyach, what are the chances of CLL patients getting a second
cancer? And is that more from the CLL or more from the treatment? Or both? Or either?

Dr. Woyach:
Yeah. Great question. Like Dr. Kittai mentioned, the CLL immune system does not function
properly. Besides making it harder for CAR T-cells to work, the tumor surveillance that a normal
person's immune system does, is not as good in people with CLL. So even if number of immune
cells are normal, the CLL cells themselves produce these inflammatory proteins, or kind of
suppressive proteins that make all of those immune cells not work as well. And that's what leads
to basically every complication of CLL infections and other cancers.

Secondary cancers are very common in CLL patients whether they're treated or not. And
importantly, actually also just about as common in people who have that pre-CLL condition
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called monoclonal B lymphocytosis, which tells us that the immune system in CLL doesn't work,
no matter how many CLL cells are there.

The most common secondary cancer are the non-melanoma skin cancers, so basal cell,
squamous cell. But any type of cancer that is seen in the general population is seen at a higher
level in people with CLL. And that's why your doctor probably talks to you a lot about cancer
screening. So, are mammograms up to date? Pap smears? Colonoscopies? Is somebody
checking prostate? As well, are people getting an annual skin exam? Right now, those are our
best tools that we have to prevent and treat secondary cancers. This is something else that's
really an important part of CLL research today, because as we get better at treating CLL, we
want to make sure that people are not developing some of these complications of the disease.
And you asked something else that I forgot. Sorry.

Michele Nadeem-Baker:
If they're caused by the CLL, which kind of-

Dr. Woyach:
Oh, right. Yeah. It is caused by the CLL and can be caused by the therapy. So, we know that
chemotherapies can cause secondary cancers. Usually, it's the ones that contain the alkylator
agent, so the C in that FCR chemotherapy? Those are ones that are kind of really commonly
known to cause other cancers. And that's one of the reasons, like you mentioned that FCRi
study, so why some of those studies now are being designed to limit the amount of
chemotherapy is because potentially, if we can limit the risk of secondary cancers. Whether our
targeted therapies also increase the risk of secondary cancers, is a lot less clear. That's
something that a lot of people are working on right now.

Michele Nadeem-Baker:
Thank you. As someone who was on FCR cyclophosphamide, yeah. I am always on the watch.
Thank you about studying those things and trying to change them. This brings us to side effects.
How do you start a conversation, Dr. Woyach, with patients about side effects to learn?
Personally, I know that I just say, "Oh yeah, I'm going to have side effects." So, I didn't always, in
the beginning, didn't always report them, because I was thinking, "This isn't bad, a few things,
and I don't want to complain." So how do you bring this up with patients?

Dr. Woyach:
I think the most important thing is that this is kind of shared responsibility between your doctor
asking you about side effects, and also, if you have side effects, please tell your doctor, because
they have no way of knowing most of the side effects you're experiencing unless you tell them.
And actually, that's one benefit to being on a clinical trial is, in clinical trials, side effects are
asked about really, really detailed. So, things often come up for people in clinical trials that I
never see in people who are getting a drug that's not in a study, just because we don't ask for it
as well.

Don't be afraid to bring up side effects. Anything can be a side effect, so anything that seems
different than something you've experienced before is something you should ask about.

Michele Nadeem-Baker:
Okay. So, no side effect is too small, or what you think might be a side effect, to your doctor.
That's the message that we have to have here.
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Dr. Kittai, in watch and wait, patients think they're experiencing... they don't know if they're
experiencing symptoms or just something like, for instance, a lot of women I know in the CLL
group I belonged to, were all at the age also that it could be menopause, something like night
sweats. How do you know when it's a symptom that needs treatment or a symptom of life?

Dr. Kittai:
This is a tough one. It's very often that we talk about this in our group when we're discussing
patients, too, is we always discuss our patients together. It's honestly very tough. I think that
there are certain things that I talk to my patients about. For one, for patients who are getting
fatigue, I always send patients for a sleep study. I also send patients to get their thyroid
checked. Just as two easy things to check to make sure that they don't have obstructive sleep
apnea, and their thyroid is functioning well. That's just one thing I do on basically all of my
patients who are having fatigue.

The other thing, too, is sort of in line with what we were talking about earlier. CLL things, cancer
things tend to start out small and then grow larger, and larger, and larger, and don't go away. So,
for instance, for the night sweats, typically patients describe to me that they have night sweats
that, they were coming and going a couple of times a week. They weren't a big deal. But over
the course of a couple of years, they instead of having a couple a week, they started happening
most of the week. And then all of a sudden it was every day. And then every day was not just
feeling hot and sweaty, but "My pillowcase was a little bit wet when I woke up in the morning."
And then eventually its they had to change their sheets and their pillowcases on a nightly basis.
That to me is more like CLL associated night sweats than someone who has a night sweat here
and there that's not really impacting their happiness, sort of how I described earlier.

So, I think that, if you're having significant side effects, you really have to discuss it with your
doctor. Sorry, not side effects, watch and wait, these symptoms, and I think that, also typically,
the subjective symptoms go along with some of the objective symptoms. So typically, your
subjective fatigue, night sweats, fevers, chills, get worse along with one of the objective
symptoms, meaning your white count is rising, your hemoglobin is dropping, your platelets are
dropping, your lymph nodes are growing in size, your spleen's growing in size. If the symptoms
are getting worse, along with some of the objective symptoms, these symptoms are probably
CLL.

Michele Nadeem-Baker:
Okay. I know personally, I was one big walking night sweat, 24/7. But could it also be hot
flashes? It's hard to distinguish the two when you're a woman. Everyone has a textbook
definition, "Drench the sheets at night." As a woman, that can happen with either. I remember
my mother sticking her head in the freezer at one point. But anyways, let's move onto this, and
quality of life. How does that factor into when you determine if side effects mean it's time to
come off of a treatment?

Dr. Kittai:
Yeah, my motto is that I'm going to find a treatment that works for you. I think that, given we
have three frontline options for CLL, and obviously everyone's scenarios [are] quietly different. I
think that I could really go off on a tangent here if I wanted to, about when I would or would not
stop the medication. But there are options now. And so, especially if you're on ibrutinib,
switching to acalabrutinib, about 75% of patients will be able to tolerate the acalabrutinib, over
the ibrutinib, so that might be an easy switch.
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But I like to think that, at this point in CLL, given the multitude of different options that we have,
we can find a medication that works for you. And lean on your physician to guide you about
what alternatives there might be, and when the best time to stop therapy is if your therapy is
working, because I think that's the hardest thing to answer.

Michele Nadeem-Baker:
Great. And Dr. Woyach, how do specialists – we touched upon this a little earlier – but how do
specialists and local oncologists work together? I mean, when are you called in, usually, to help
someone?

Dr. Woyach:
That's a great question. I find that's something that people commonly ask when they come in,
"Is my local doctor going to get upset that I came to see you, too?" And at Ohio State, we have
a lot of patients that we share with doctors in the community from all over the place. In general,
what I do, and I think everybody in our group does is, for somebody who’s on watch and wait,
we alternate visits. Or I like to make sure I see people at least once a year, just so I can kind of
keep up with what's going on with them.

But we work together with community doctors all of the time. I think that it is kind of a win-win for
everybody because the patients will get to be exposed to learning about clinical trials, kind of
learning about what's up and coming in CLL. Which I think actually helps the community doctor,
too, because the community doctor's under a lot of pressure to stay up-to-date on all sorts of
different kinds of cancers. And CLL is pretty uncommon. So, most community doctors will not
have that many CLL patients. Actually, I think that many community doctors like it a lot, too,
because then they can hear about the new clinical trials and if somebody starts a therapy that's
not on the study, kind of going back and forth and managing side effects together I think can be
really helpful for everybody.

So, in terms of when is the appropriate time, I don't that there is a time that is too early. I think,
actually, watch and wait is probably the best time, because then you have an additional person
kind of talking to you about symptoms and trying to figure out when is the best time for
treatment. And also, timing that treatment in regard to when a great clinical trial is available, too.

Michele Nadeem-Baker:
Thank you. As we wrap, Dr. Kittai, do you have any quick parting thoughts for the audience?

Dr. Kittai:
Yeah. I think the two quick parting thoughts are that there's a ton of research in CLL. It's
remarkable how much is coming through the pipeline that we are excited about as providers.
And remember that we get excited when we think things are going to help our patients. So,
we're excited about a lot of the things that are coming out of the pipeline because we think that
really it will make a difference.

And I think the other take-home point is the COVID take-home point, because I know that's
forefront on a lot of people's minds. And that, I think that now that we have the vaccines
available to the general public, that I think this is a constantly moving target. But things are
looking promising. And I just want everyone to kind of remain hopeful. And that, with these
vaccines, hopefully life will get back to normal, especially for our CLL patients, and our
immunocompromised patients, soon.
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Michele Nadeem-Baker:
Thank you. Being one of them, I thank you, truly from the heart. Dr. Woyach, do you have any
parting thoughts?

Dr. Kittai:
I just agree with everything that Dr. Kittai said, and I guess I would just emphasize, talk to your
doctor about clinical trials. And work with your doctor to make sure that your therapy is working
for you.

Michele Nadeem-Baker:
Thank you. And it's clinicaltrials.gov for everyone out there. Thank you both. It has been really a
great night, and remember, here at Patient Power, we believe knowledge can be the best
medicine of all. Thank you for being with us. I'm Michele Nadeem-Baker.


