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STUDY OBJECTIVE
> To gain perspectives of advisors from the Northwest region of the United States on
the management of newly diagnosed and relapsed/refractory chronic lymphocytic
leukemia (CLL)
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REPORT SNAPSHOT
> A moderated roundtable discussion focusing on treatment of CLL was held online
on November 9, 2020
> Disease state and data presentations were developed in conjunction with Dr John Pagel
from Swedish Cancer Institute
> The group of advisors comprised 10 community oncologists from the Northwest region of
the United States
− Attendees of the roundtable represented community oncologists from California, Oregon, Washington,
Idaho, and Wyoming

> Insights on the following CLL therapies were obtained: acalabrutinib, ibrutinib,
zanubrutinib, obinutuzumab, rituximab, venetoclax, duvelisib, idelalisib, FCR, and BR
> Data collection was accomplished through use of audience response system questioning
and in-depth moderated discussion
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Topline Takeaways

TOPLINE TAKEAWAYS
First-Line Therapy
Ibrutinib and venetoclax are most prescribed across all CLL patient types in the frontline setting, followed
by some acalabrutinib. Currently most advisors do not use chemoimmunotherapy (CIT) in frontline;
however, some do use it in the presence of IGHV mutations. When compared with ibrutinib and
venetoclax, acalabrutinib is used in a smaller proportion of frontline patients, but among some advisors
there seems to be an increasing trend toward acalabrutinib usage in frontline. None of the advisors are
routinely using minimal residual disease (MRD) testing to assess depth of response.

Relapsed/Refractory Therapy
Treatment approach in the relapsed setting primarily depends on prior therapy used. When CIT is used
as the initial therapy, advisors generally prefer venetoclax or ibrutinib for second-line therapy. When
ibrutinib is used as the initial therapy, most opt for venetoclax in the second-line setting; however, few
suggest using acalabrutinib. Most advisors who prefer venetoclax in first line generally tend to select
ibrutinib for second-line treatment, due to familiarity with the agent, but the trend seems to be moving
toward acalabrutinib, for its safety profile.
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Participant Demographics
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PARTICIPANT DEMOGRAPHICS
How many unique patients with CLL are
you currently following? (N = 8*)

What percentage of your CLL patients have
del(17p) and/or TP53 mutations? (N = 8*)
0

≤3
13%

4–6
50%

37%

25%

≥21

11%–20%
50%

7–15
16–20

1%–10%

25%

21%–30%
31%–40%
41%–50%
≥51%

Half of the respondents are currently following ≤15 unique CLL patients, more than one-third follow 16–20
patients, and the rest currently follow >20 unique CLL patients.
Half of the respondents reported that very few of their CLL patients (≤10%) have del(17p) and/or TP53 mutations,
and the other half indicated that 11%–30% of their CLL patients have del(17p) and/or TP53 mutations.
*Two advisors did not respond.
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Key Insights

FIRST-LINE THERAPY (1/2)
Topic

Insights and Data

Treatment
drivers

In the frontline setting, most advisors prescribe ibrutinib across all types of CLL patients and some prefer a finite
therapy with venetoclax (+ obinutuzumab). Usage of FCR is mainly seen in younger patients and increases in patients
with IGHV mutations. Most advisors have used acalabrutinib in their practice for the treatment of frontline CLL
patients and all had a positive experience
• Advisors reported that age, comorbidities, and del(17p) and TP53 mutation status have the biggest impact on choice of
first-line therapy (average rating 4.6 on a 1–5 scale)
• In an example patient case in which the patient was young, fit, and had no mutations, there was no consensus among
advisors on the treatment: 33% of advisors selected FCR or BR, ~45% preferred BTK inhibitors (33% ibrutinib ± rituximab
and 11% acalabrutinib ± anti-CD20), and 22% preferred venetoclax + obinutuzumab
– When the same patient presented with an IGHV mutation, half of the advisors chose FCR, 30% preferred ibrutinib ±
rituximab, and the rest (20%) preferred venetoclax + obinutuzumab
– If the patient tested positive for del(17p) or a TP53 mutation, most of the advisors (60%) preferred ibrutinib ± rituximab,
30% reported considering venetoclax + obinutuzumab, and only 1 advisor preferred acalabrutinib ± anti-CD20
– In older patients with no mutations or comorbidities, most advisors (55%) preferred ibrutinib ± rituximab, followed by
22% who selected BR, and 11% each preferred venetoclax + obinutuzumab and acalabrutinib ± anti-CD20

Treatment
decisions

•
•

Advisors reported that over the past few years, usage of chemotherapy has significantly decreased; however, some still
consider FCR in IGHV-mutated patients
During discussion, most advisors indicated typically preferring ibrutinib in their first-line CLL patients, mainly due to their
long experience using it. They did express some tolerability issues and safety concerns with ibrutinib, including Afib,
bleeding risk, fatigue, and cardiovascular events. Most advisors are also concerned about the financial toxicity associated
with ibrutinib
– Many advisors reported that some of their patients on ibrutinib who experienced arrythmias, bleeding issues, etc were
switched to venetoclax, and some were switched to acalabrutinib
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FIRST-LINE THERAPY (2/2)
Topic

Insights and Data

Treatment
decisions

•

Response
monitoring and
length of
treatment

Most advisors do not routinely assess MRD in their practice and many do not believe MRD results will change their
current CLL treatment pattern
• Symptomatic relief and PFS were selected by 75% of the advisors as the most important efficacy-related outcome when
determining first-line therapy
• Half of the advisors feel that the ability to stop therapy without disease progression or toxicity is very important, and the other
half consider it somewhat important
• In a hypothetical case in which the patient received venetoclax + obinutuzumab for 8 months and achieved MRD negativity,
most advisors (80%) would continue therapy for a total of 12 months and then stop if MRD negativity persisted
– However, almost all advisors reported not routinely checking MRD in their practice, and consider MRD testing to be
suitable for clinical trials but not for community settings. Some believe that MRD testing does not change their
treatment plan but creates anxiety in their patients

•

Advisors also reported that usage of venetoclax in frontline has increased in the past 2 years, mainly due to its time-limited
therapy; however, some are still concerned about tumor lysis syndrome
Most advisors have used acalabrutinib in frontline and are willing to increase the usage to gain more experience. During
discussion, all acalabrutinib users reported having a positive experience with the product, and their patients tolerated the
treatment well without any adverse events requiring discontinuation of the treatment (unlike ibrutinib). One advisor
indicated using only acalabrutinib in frontline now
– Some advisors find twice-a-day dosing of acalabrutinib to be an issue for some older patients, and some are
concerned about the cost of the drug
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QUOTES – FIRST-LINE CLL
“If you had bulky disease, I would probably select the BTK
drug. If you did not have bulky disease, then I might select
the venetoclax drug.”
“Only recently has acalabrutinib come into the mix, so I’m
starting to gain more experience. And I personally don’t see
a great advantage to adding Gazyva to the drug. So, I tend
to use, again, monotherapy, because you’re still going to
have reasonable efficacy. And you know, I’m very cognizant
of the cost of both of these drugs (ibrutinib and
acalabrutinib). They’re both very expensive.”
“Majority of my patients are still on ibrutinib because they
started on the first line and they still well control the disease.
But the patients that are recently treated, I’ll start them on
acalabrutinib and with very good tolerance.”
“Pretty much I use acalabrutinib now because it has fewer
side effects compared to ibrutinib.”
“Its [acalabrutinib’s] twice-a-day dosing is the only thing that I
find as an issue for some older patients. But otherwise, it’s
pretty tolerable.”

“. . . seems to have lower cardiovascular events with the
acalabrutinib.”
“I have a patient on ibrutinib but developed AFib. I changed to
acalabrutinib and actually experienced quite a bit of symptom
improvement in terms of fatigue and so on and so forth. I
noticed that, but I have not completely adopted acalabrutinib,
purely because of the price. I sort of reserve it for future uses.
Because if a patient progressed on acalabrutinib, then
venetoclax, and then you probably don’t have much choice.”
“In terms of MRD, I don’t measure that, nor would I in a
community-based setting. I think in the correct setting, in
academia or as part of a clinical trial, MRD makes sense. I
think in a community-based setting we have to look at these
people based upon their physical characteristics and
attributes, along with those triggers to determine how they’re
doing on therapy or if they’re relapsing. So, I don’t use MRD a
lot . . . I think it would create a lot of anxiety in the patient.”
“I have not tried venetoclax in the first line because usually in
the first line our patients have high white cell counts and I’m
very worried about tumor lysis. And in patients with very high
white cell count, even obinutuzumab is not so easy.”
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MANAGEMENT OF RELAPSED/REFRACTORY DISEASE (1/2)
Topic

Insights and Data

Treatment
sequencing

When a patient receives CIT in the frontline setting, many advisors reported typically choosing
venetoclax in second line, and some prefer BTK inhibitors. Although most named ibrutinib as their
choice of BTK inhibitor in the second-line setting, the trend is moving toward acalabrutinib, mainly
for being a better-tolerated drug compared with ibrutinib
• For a young patient (no deletions or mutations) who received first-line CIT and attained a complete
response (CR) that lasted 3 years, half of the advisors preferred venetoclax + obinutuzumab, and more
than one-third chose BTK inhibitors
– During discussion, almost half of the advisors reported using venetoclax and the other half a BTK
inhibitor in patients who received first-line CIT
– Some advisors reported prescribing venetoclax over ibrutinib in second line for patients who are
reluctant to receive infusion, who have Afib, bleeding risk, or cardiac issues. However, the advisors
are still concerned about TLS
– Among BTK inhibitors, most advisors indicated preferring ibrutinib, due to familiarity with the agent,
but recognize acalabrutinib to be a better-tolerated drug. Advisors are concerned about ibrutinibrelated adverse events and report willingness to switch to ibrutinib those patients who are
acalabrutinib intolerant
– Advisors who prefer acalabrutinib in the relapsed setting have positive experience, and those who
currently use ibrutinib expressed willingness to start using acalabrutinib, on the basis of the data
presented
– For a patient (IGHV mutation) who was initially treated with ibrutinib and attained a 4-year diseasefree interval, all advisors preferred venetoclax-based therapy, except for 1 advisor who selected
acalabrutinib ± anti-CD20
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MANAGEMENT OF RELAPSED/REFRACTORY DISEASE (2/2)
Topic

Insights and Data

Treatment
sequencing

•

Most advisors (80%) preferred venetoclax-based therapy and a few (20%) selected acalabrutinib-based
therapy for an older patient (17p deletion) previously treated with ibrutinib monotherapy, who maintained a
CR for 2.5 years but currently has performance status (PS) 1 and some significant comorbidities
– During discussion, for patients who progressed on ibrutinib in frontline, most advisors indicated
preference for a venetoclax-based regimen
– Some advisors cited choosing acalabrutinib over venetoclax due to concerns over TLS and/or if the
patient is reluctant to receive infusion
– If patients became intolerant to ibrutinib, some advisors are willing to switch to acalabrutinib
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QUOTES – RELAPSED/REFRACTORY CLL
“After today, I’m more encouraged to give them
[acalabrutinib] a chance. [Acalabrutinib may] replace
ibrutinib.”
“I think there are some patients who, if they travel long
distances or if they are concerned about sort of the
rigor of the ramp-up with venetoclax, or some patients
who would be reluctant to do that, then I think
acalabrutinib is an excellent second line.”
“While we’ve been using ibrutinib more just for ease of
understanding it, I think acalabrutinib looks like it is
the safer option and is going to be easier to keep
patients on longer.”

“I would actually still go with ibrutinib [in the relapsed
setting]. If they have intolerance, I will move to the
acala.”
“So, I think the bleeding issues and also the cardiac
atrial fibrillation, there were 2 instances where for
tolerance purposes, we’ve switched [ibrutinib to
acalabrutinib].”
“I put them on ibrutinib, they got Afib. I had no choice;
I kept them on ibrutinib. But now I will consider
switching them to acalabrutinib for tolerance issues.”

“I would lean towards acalabrutinib. My experience
with that is, it’s much easier to give, for side effects.”
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Advisor Key Takeaways

KEY TAKEAWAYS (1/2)
Dr 1
• I’m quite intrigued with some of these fixed duration studies, frankly,
and I’m looking forward to more data on the Veneto-STOP trial
• I would certainly consider acalabrutinib over ibrutinib to mitigate
some of the toxicity issues with ibrutinib

Dr 4
• Making an exception to the finite therapy for patients with high-risk
disease, mainly 17P or P53. Just consider continuous therapy
• Check more permutation status for immunoglobulin and give a
chance to ibrutinib alternatives like second or third generation BTK
inhibitors might be safer

Dr 2
• Acalabrutinib is a lot less toxicity than ibrutinib. Good to know that
people have used this a lot
• Venetoclax is also very, very effective

Dr 5
• I really liked the data that with acalabrutinib you do not give Rituxan
• I’m getting to learn that finite therapy may not be finite. It goes on.
And that’s concerning because we tell our patients it’s going to be
finite; but it may go on

Dr 3
• The excellent safety profile and the low discontinuation rates with
acalabrutinib was impressive
• Retesting patients and looking for MRD at the end of venetoclax
therapy, and for those with 17P deletion or P53 mutation to consider
keeping them on treatment

Dr 6
• Acalabrutinib may be a better medicine compared to ibrutinib
• Obinutuzumab may be a better medicine than Rituxan in the first
line setting
• FCR still has a role for the right patient in the first line setting
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KEY TAKEAWAYS (2/2)
Dr 7
• Acalabrutinib seems like is better tolerated and less discontinued in
a frontline setting, so it’s probably going to be the go-to BTK
inhibitor at this age
• In the MURANO trial – the MRD negativity versus the detectable
has a big difference in the relapse refractory setting. So, I think it’s
definitely worth more trial to define how to manage those patients
differently

Dr 9
• We have to embrace these new therapies because there is a
paradigm shift, now once again, in managing CLL
• We should never be complacent because of these drug toxicities,
and even though we’re giving these oral medications to these
patients, we still have to be cognizant of their side effect profile and
how to navigate that based upon the patient’s comorbidities and the
medications they take for their various illness that are usually
lingering in the background
• I think that regardless, both drugs, be it BTK inhibitors or Bcl-2
upfront, are reasonable choices as our preferred clinical pathway to
use if we have these patients that require therapies
• Based on MURANO data, the VR combination in relapse setting is
certainly a very reasonable regimen

Dr 8
• I like the acalabrutinib as a clearer BTK inhibitor. That confirms my
suspicion and my experience—ibrutinib being a dirty BTK. I like the
data from once daily acalabrutinib
• I’m going to check more MRD, especially in high-risk, relapse
disease

Dr 10
• MURANO data about the finer studies in refractory setting
• I was very impressed with venetoclax data in ASH, but the tedious
management makes me a little bit hesitant to use it, but now,
probably I have to be more proactive with MURANO data—give it a
try. Definitely very impressive data
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ARS Data

First-Line CLL

ON A SCALE OF 1–5 (1 IS VERY LITTLE, 5 IS A GREAT DEAL), HOW MUCH
DOES EACH OF THE FOLLOWING PATIENT CHARACTERISTICS IMPACT
YOUR FIRST-LINE THERAPY CHOICE FOR YOUR CLL PATIENTS? (N = 9*)
6

Average rating

5

4.8

4.6

4.6

4

3.4

3.3

Other chromosomal
aberrations

IGVH mutation status

3

2

1

0

Age and comorbidities

Del(17p) status

*One advisor did not respond.

TP53 mutation status
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WHICH OF THE FOLLOWING EFFICACY-RELATED OUTCOMES DO YOU
CONSIDER MOST IMPORTANT WHEN DETERMINING FIRST-LINE
THERAPY FOR YOUR CLL PATIENTS? PLEASE SELECT YOUR TOP 2 (N = 8*)

Percentage of physicians

100%

80%

75%

75%

60%

38%

40%

20%

0%

13%
0%
Progression-free survival

Overall response rate

*Two advisors did not respond.

Complete response rate

Symptomatic relief and
Minimal residual disease
resolution of disease-related
negativity (depth of
symptoms
remission)
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HOW IMPORTANT IS THE ABILITY TO STOP THERAPY (WITHOUT
DISEASE PROGRESSION OR TOXICITY) IN YOUR FIRST-LINE THERAPY
CONSIDERATION? (N = 8*)
100%

Percentage of physicians

80%

60%
50%

50%

40%

20%

0%

0%
Very important
*Two advisors did not respond.

Somewhat important

Not important
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WHAT FIRST-LINE REGIMEN DO YOU ROUTINELY USE FOR A 50-YEAROLD PS 0 PATIENT WITH NO MAJOR COMORBIDITIES (WITHOUT
DEL[17P]/TP53 MUTATION OR IGHV MUTATION)? (N = 9*)

Percentage of physicians

100%

80%

60%

40%

20%

0%

22%

22%
11%

22%

11%

11%
0%

FCR

BR

*One advisor did not respond.

Ibrutinib

Ibrutinib + rituximab

Venetoclax +
obinutuzumab

Acalabrutinib ± antiCD20 (rituximab or
obinutuzumab)

Other
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WHAT FIRST-LINE REGIMEN DO YOU ROUTINELY USE FOR A 50-YEAROLD PS 0 PATIENT WITH NO MAJOR COMORBIDITIES (WITHOUT
DEL[17P]/TP53 MUTATION; IGHV MUTATION POSITIVE)? (N = 10)
100%

Percentage of physicians

80%

60%

50%

40%
20%

20%

0%

20%
10%

0%
FCR

BR

Ibrutinib

Ibrutinib + rituximab

Venetoclax +
obinutuzumab

0%

0%

Acalabrutinib ± antiCD20 (rituximab or
obinutuzumab)

Other
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WHAT FIRST-LINE REGIMEN DO YOU ROUTINELY USE FOR A 50-YEAROLD PS 0 PATIENT WITH NO MAJOR COMORBIDITIES (POSITIVE FOR
DEL[17P]/TP53 MUTATION; IGHV MUTATION NEGATIVE)? (N = 10)

Percentage of physicians

100%

80%

60%

40%

30%

30%

30%

20%

0%

10%
0%

0%

FCR

BR

0%
Ibrutinib

Ibrutinib + rituximab

Venetoclax +
obinutuzumab

Acalabrutinib ± antiCD20 (rituximab or
obinutuzumab)

Other
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WHAT FIRST-LINE REGIMEN DO YOU ROUTINELY USE FOR A 75-YEAROLD PS 0 PATIENT WITH NO MAJOR COMORBIDITIES (WITHOUT
DEL[17P]/TP53 MUTATION OR IGHV MUTATION)? (N = 9*)
100%

Percentage of physicians

80%

60%
44%
40%
22%

20%

0%

11%

11%

0%
FCR (full or
reduced dose)

11%
0%

BR

Ibrutinib

*One advisor did not respond.

Ibrutinib +
rituximab

Venetoclax +
obinutuzumab

Acalabrutinib ± Obinutuzumab or
anti-CD20
rituximab alone
(rituximab or
obinutuzumab)

0%
Other
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PATIENT CASE
> A 57-year-old patient with CLL (no 17p deletion or TP53 mutation) has been on
venetoclax + obinutuzumab as a frontline combination for the past 8 months with
adequate tolerance and no toxicities. His physician checked the MRD status using
6-color flow and that came back negative
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AT THIS STAGE, YOUR PREFERRED APPROACH IS TO: (N = 10)

Percentage of physicians

100%

80%

80%

60%

40%

20%

0%

20%

Continue therapy for a total Stop therapy now as MRD is
of 12 months then stop if
negative, and observe
MRD remains negative

0%

0%

0%

Continue therapy until
evidence of disease
progression

Stop venetoclax and
continue obinutuzumab
alone until disease
progression

Other
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Relapsed/Refractory CLL

WHAT IS YOUR PREFERRED SECOND-LINE THERAPY IN A 55-YEAR-OLD PS 0 CLL
PATIENT WHO RECEIVED FCR OR OTHER CIT AS FIRST-LINE THERAPY AND ATTAINED
A CR THAT LASTED 3 YEARS? PATIENT HAS NO 17P DELETION OR TP53 MUTATION,
AND IGHV MUTATIONAL STATUS IS UNKNOWN (N = 8*)

Percentage of physicians

100%

80%

60%
50%
40%
25%
20%

0%

12%
0%

0%

Repeat CIT

Ibrutinib + rituximab
*Two advisors did not respond.

12%
0%
Venetoclax + obinutuzumab

0%
Acalabrutinib-based therapy
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WHAT IS YOUR PREFERRED SECOND-LINE THERAPY IN A CLL PATIENT WHO IS 55
YEARS OF AGE, WAS TREATED WITH IBRUTINIB FRONTLINE THERAPY, AND
ATTAINED A 4-YEAR DISEASE-FREE INTERVAL? PATIENT HAD NO EVIDENCE OF 17P
DELETION AND/OR TP53 MUTATION, AND HE HAD MUTATED IGHV STATUS. (N = 9*)

Percentage of physicians

100%

80%
67%
60%

40%

20%

0%

11%

11%

11%

0%
FCR or BR

Acalabrutinib ± antiCD20 (rituximab or
obinutuzumab)

Venetoclax
monotherapy

*One advisor did not respond.

Venetoclax +
rituximab

Venetoclax +
obinutuzumab

0%

0%

Zanubrutinib-based
therapy

Other
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PATIENT CASE
> A 75-year-old patient with 17p-deleted CLL was treated with ibrutinib monotherapy
and attained a CR for 2.5 years, then progressed. Patient’s renal function shows a
GFR of 50 mL/min and his PS is 1. He has a history of hypertension and type 2
diabetes that is well controlled
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YOUR PREFERRED SECOND-LINE THERAPY IS: (N = 10)
100%

Percentage of physicians

80%

60%
50%
40%

20%

20%

20%
10%

0%

0%
Acalabrutinib–based
therapy

Zanubrutinib-based
therapy

Venetoclax
monotherapy

Venetoclax +
rituximab

Venetoclax +
obinutuzumab

0%

0%

Anti-CD20 antibody
monotherapy

Other
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