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REPORT OBJECTIVES
STUDY OBJECTIVES
> Gain perspectives of advisors from the Southwest region of the United States on the management of newly
diagnosed and relapsed/refractory chronic lymphocytic leukemia (CLL)
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REPORT SNAPSHOT: SESSION OVERVIEW
A moderated roundtable
discussion with
community oncologists
from the Southwest
region of the United
States was held online on
March 17, 2021

Disease state and data
presentations were led by
Dr Susan O’Brien from
UC Irvine Health and Dr
Keren Sturtz from the
SLC Health Medical
Group, in conjunction
with content developed
by the Aptitude Health
clinical team

Insights on the use of
BTKi vs BCL2-targeting
agents in the
community were
obtained

Data collection was
accomplished through
use of audience
response system (ARS)
questioning and in-depth
moderated discussion
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REPORT SNAPSHOT: ATTENDEE OVERVIEW
> The group of advisors comprised 12 community oncologists from across the United States

− Attendees of the roundtable represented community oncologists from Arizona, California, Colorado,
Nevada, and Utah
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REPORT SNAPSHOT: AGENDA
Time (EST)

Topic

5.00 PM – 5.15 PM

Introduction and ARS Questions
• Program overview
• ARS questions

5.15 PM – 6.25 PM

First-Line Treatment of CLL
• Overview of treatment options
• Reaction and discussion

6.25 PM – 6.35 PM

Break

6.35 PM – 7.45 PM

Treatment of Relapsed/Refractory CLL
• Overview of treatment options
• Reaction and discussion

7.45 PM – 8.00 PM

Key Takeaways and Meeting Evaluation
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Topline Takeaways and
Strategic Recommendations

MEETING OBJECTIVES WERE ACHIEVED: TOPLINE
TAKEAWAYS
OBJECTIVE

PROCESS

INSIGHTS

> Understand how patient/disease
factors impact choice of first-line
therapy in CLL
> Determine the role of current BTKi
vs BCL2 inhibitors in first-line
CLL, including differentiation
factors and patient profiles for
each therapy
> Gain insights into sequencing of
available therapies in second-line
CLL

Through ARS questions and
moderated discussions, community
oncologists described factors
impacting their clinical decision
making in frontline and second-line
CLL and challenges they
experience

> In the frontline setting, ibrutinib alone
is commonly prescribed across all
CLL patient types
– However, there seems to be an
increasing trend toward use of
acalabrutinib (mainly for highrisk patients) and venetoclax
(mainly for younger patients)
> In the relapsed/refractory setting, all
advisors opt for an alternate MOA
compared with frontline
– This is usually venetoclaxbased therapy, as most
advisors prefer ibrutinib in
frontline
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Key Insights and
Discussion Summary

KEY INSIGHTS: FIRST-LINE CLL (1/3)
> Understand how patient/disease factors impact choice of first-line therapy in CLL
Nearly three-fourths of the advisors currently follow ≥16 unique CLL patients; 45% of advisors follow ≥21 patients
> During the discussion, most advisors indicated that they mainly treat older CLL patients
> Two-thirds of advisors reported that very few of their patients (≤20%) have del(17p) and/or TP53 mutations
Generally, advisors most consider age, comorbidities, and patient preference when deciding frontline therapy for their CLL
patients; PFS was selected as the most important efficacy-related outcome
> Advisors reported that age and comorbidities have the biggest impact on their frontline treatment decision (average rating 4.9 on a 1–5
scale) followed by del(17p) (average rating 4.4) and TP53 and IGHV mutation status (average rating 3.8 for both)
– During the discussion, most advisors indicated that they strongly consider patient preference in their frontline decision-making
> PFS was selected by most advisors (80%), followed by MRD (40%) as the most important efficacy-related outcome when determining
first-line therapy in CLL patients
> One-third of advisors feel that the ability to stop therapy without disease progression or toxicity is very important; the others find it
somewhat important
– Several advisors find the ability to stop therapy very appealing, especially for their younger patients; older patients are usually more
comfortable with indefinite therapy, as they are often already accustomed to taking long-term medication for other age-related
comorbidities, such as hypertension
> Almost all advisors currently do not utilize MRD to assess patient responses in their practice, and several do not believe MRD will change
their current CLL treatment patterns; 1 advisor reported that they assessed MRD in a few of their patients in the past
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KEY INSIGHTS: FIRST-LINE CLL (2/3)
> Determine the role of current BTKi vs BCL2 inhibitors in first-line CLL, including differentiation
factors and patient profiles for each therapy
In their clinical practice, most advisors prescribe ibrutinib in almost all of their first-line CLL patients
> In an example patient case (young, fit, and no mutations), half of the advisors chose venetoclax + obinutuzumab, followed by 20% of
advisors selecting ibrutinib monotherapy
– When the same patient presented with an IGHV mutation, BR or venetoclax + obinutuzumab were chosen by 27% of advisors
each, followed by 18% selecting either FCR or ibrutinib ± rituximab
– If the patient instead tested positive for del(17p) or a TP53 mutation, 36% of advisors selected venetoclax + obinutuzumab, followed
by 27% each choosing either acalabrutinib ± anti-CD20 or ibrutinib ± rituximab
> In another example patient case (older with no mutations or comorbidities), 45% of advisors preferred ibrutinib, followed by 36% selecting
venetoclax + obinutuzumab
> During the discussion, most advisors indicated that they prescribe ibrutinib in most of their first-line CLL patients
– Many advisors reported that they use ibrutinib because they are more familiar with this drug, compared with acalabrutinib or
venetoclax
– Some advisors seemed to have slight safety concerns regarding ibrutinib-related cardiac toxicities, Afib, and bleeding risks
– One advisor stated that they use ibrutinib more frequently compared with acalabrutinib because its dosing schedule is more
convenient (QD with ibrutinib vs BID with acalabrutinib)
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KEY INSIGHTS: FIRST-LINE CLL (3/3)
> Determine the role of current BTKi vs BCL2 inhibitors in first-line CLL, including differentiation
factors and patient profiles for each therapy
Several advisors have recently started using acalabrutinib, some of them mainly for their high-risk patients. Some advisors
reported that they use frontline venetoclax in patients who prefer time-limited therapy
> Most advisors were generally impressed with acalabrutinib having a better toxicity profile compared with ibrutinib. Several advisors
reported that, for this reason, they have recently started using acalabrutinib in a few of their patients; some specified using acalabrutinib
mainly for their high-risk patients (patients with Afib, bleeding risk, etc)
– One advisor stated that they have largely moved to acalabrutinib because of its decreased cardiac toxicity compared with ibrutinib
> Advisors who indicated using venetoclax (+ obinutuzumab) in frontline reported prescribing it in patients who prefer time-limited therapy
(usually younger patients); advisors who have not used venetoclax-based regimens still believe them to be attractive options, due to the
fixed duration of treatment
– A few advisors reported that they would like to use venetoclax more often, but are restricted by the high costs of this treatment
option
– Some advisors reported that they currently prefer the use of oral therapies over venetoclax-based regimens, due to COVID-19; in
general, however, method of administration seems not to be a large factor impacting advisors’ treatment choice
– Advisors who work in smaller hospitals seem to be more concerned about tumor lysis syndrome than those working in bigger
centers with greater resources; they generally prefer to refer their patients for venetoclax-based treatment
• One advisor would not use venetoclax in older patients, due to the risk for tumor lysis syndrome
> Most advisors have moved away from CIT usage in the frontline setting, but some reported that they would still consider FCR in younger
and/or IGHV-mutated patients
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DISCUSSION: FIRST-LINE CLL
INSIGHTS
“Ibrutinib is my go-to, given my experience with it for 2 years, and now using a little bit more acalabrutinib as
well, given the recent ELEVATE data.”

Current use of BTKi

“With my patients on acalabrutinib, I feel that just overall they tolerate the medication better, they just feel
better, and with the potential benefits of decreased cardiac toxicity, potentially decreased bleeding, it makes
me more comfortable with acala than with ibrutinib, so trying it out.”
“I stick with the single-agent ibrutinib if I can. The last 2 or 3 months our fellows have been using
acalabrutinib a lot more, so we kind of looked at the data to see where the support was, because the costs
are higher. Of course, it was the cardiac issues, which I’ve not been too troubled with yet. The venetoclax
has been a little more of a cost issue for us as well.”

BTKi vs BCL2 therapy

“I think fixed duration is key. I think that was really the selling point for me for venetoclax. To be able to offer
patients the opportunity to be on medication, get their disease controlled, and then come off hopefully for
years and years, not dealing with the financial or medication toxicity, and not dealing with the daily reminder
that they have leukemia.”
“I would say some of the younger individuals or those that do not want to be on therapy for an extended
period of time . . . so for those, I have been using venetoclax with obinutuzumab because you can stop
venetoclax after a year and then monitor.”
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KEY INSIGHTS: RELAPSED/REFRACTORY CLL (1/2)
> Gain insights into sequencing of available therapies in second-line CLL
Following CIT in the frontline setting, most advisors reported typically choosing ibrutinib in second line in their clinical practice,
while in an example patient case only 30% voted for ibrutinib-based therapy
> In an example patient case (young, no deletions or mutation) where the patient received first-line CIT and attained a CR that lasted 3
years, half of the advisors would choose a venetoclax-based therapy, while the others would choose a BTKi-based therapy (30% ibrutinib
± rituximab and 20% acalabrutinib-based treatment)
> During the discussion, most advisors indicated using ibrutinib over venetoclax in patients who received first-line CIT
– Advisors generally consider age, comorbidities, and patient preference when deciding between ibrutinib- and venetoclax-based
regimens after CIT in frontline
– Several advisors reported that they have not used acalabrutinib in the relapse setting, but may consider it in the future
– A few advisors may consider using ibrutinib + venetoclax; however, advisors seem to generally prefer monotherapy over moreaggressive combination approaches
– One advisor seemed concerned that patients treated with BTKi may develop secondary malignancies, and would like to see more
solid data on this topic
– None of the advisors reported that they have used a PI3Ki (duvelisib or idelalisib)
> Discrepancies between the voting and discussion results can likely be explained by the fact that most advisors reported mainly treating
older CLL patients in their clinical practice
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KEY INSIGHTS: RELAPSED/REFRACTORY CLL (2/2)
> Gain insights into sequencing of available therapies in second-line CLL
Following frontline ibrutinib, most advisors typically prefer venetoclax-based therapy
> Results from example patient cases
– For a young patient (mutated IGHV status) who was treated with ibrutinib frontline therapy and attained a 4-year disease-free
interval, 80% of advisors preferred venetoclax-based therapy and 20% selected FCR or BR
– For an older patient (17p deletion) who was initially treated with ibrutinib and attained a CR for 2.5 years but currently has PS 1 and
some significant comorbidities, nearly two-thirds of advisors chose venetoclax-based therapy; others chose acalabrutinib-based
therapy (18%) or anti-CD20 antibody monotherapy (9%)
> During the discussion, most advisors reported having experience using venetoclax after ibrutinib, but rarely used ibrutinib after a
venetoclax-based regimen in CLL treatment sequence
None of the advisors reported having tested for MRD in the relapsed setting
> In an example patient case (young, no deletions or mutation) where the patient has been on frontline venetoclax + obinutuzumab for the
past 8 months (no toxicities and MRD negative), nearly two-thirds of advisors would continue therapy for a total of 12 months and then
stop if MRD remains negative
The main long-term change regarding COVID-19 that advisors envision is the integration of telemedicine, replacing a number of inperson visits
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DISCUSSION: RELAPSED/REFRACTORY CLL
INSIGHTS
“[On approach to second-line treatment] I mean, it really depends on what they’ve had before and what kind of a
response they had.”
“Where I practice, I’m concerned about venetoclax, because I work in a very small hospital, and I’m worried
about the tumor lysis. I just wouldn’t feel safe treating them in my hospital. I’d have to refer them to a bigger
center. At least for a couple of doses before taking them back.”

Sequencing of available
therapies in second-line
CLL

“I use chemo less, but I think you can still use it. I don’t think you’re going to lose it that much by use in frontline.
That will make the second line easier to choose, too.”
“I think we have some really solid options in first- and later-line therapies. If you don’t use it first-line, you’re
going to use it second [line].”
“While I try for the best chance of MRD in the first line, in the second and third line, I am pleased to see
venetoclax can be used again.”
“[On combination approaches in relapse setting] I think you do have to think your way down the road. That’s one
of the reasons I am a little uncomfortable with the really aggressive dual therapy in second and third line. You
basically are shooting everything you have and hoping that at some point we’ll have other drugs.”
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Advisor Key Takeaways

ADVISOR KEY TAKEAWAYS (1/2)
ADVISOR

ADVISOR

>

1

2

3

>
>

Continuous single-agent therapy in the
relapsed/refractory setting can be helpful
Safety profile of LOXO-305 is quite remarkable
Impressive how treatment paradigm has changed over
the last few years and it seems that it will continue to
change, with the opportunity to really improve QOL for
these patients

>

LOXO-305 data is very impressive, and I expect it will
change my practice once it’s approved

>
>

Agree with previous 2 advisors
Data and safety profile of reversible BTKi look very
promising and exciting
New mode of action drugs become more available in
1L, 2L, and 3L, while traditional chemotherapy has
become less utilized. That is great for patients to have
a good QOL and good response

>

4

5

6

>
>

Agree with the 3 previous responses
I am excited about the future in CLL

>
>

CLL has more and more good options coming
I am excited about the reversible BTKi that may even
work in the BTK-refractory group. Patients will love
their safety profile

>

LOXO-305 data and safety profile is very impressive,
and I am looking forward to seeing the phase III trials
This meeting has confirmed my confidence of both
ibrutinib and venetoclax over obinutuzumab as firstline therapy for CLL

>
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ADVISOR KEY TAKEAWAYS (2/2)
ADVISOR

ADVISOR

>

7
>

8

>
>
>
>

9

>

The big development of the last 5-10 years is the way
we can minimize toxicity. The new LOXO-305 data
suggests that this is going to be even more impressive
without outcomes being compromised
The idea of chemotherapy being in the back of the
drawer is a good thing
All other advisors already summarized it very well
I will probably push for BTKi in del(17p) patients
moving forward
I also feel more confident now to use BTKi after
frontline venetoclax
The session reinforced my practice pattern of using
venetoclax earlier, and then to either re-treat with
venetoclax or switch to BTKi, which both give good
responses
LOXO-305 data looks encouraging. I think the
question will be whether to sequence from an
irreversible to reversible BTKi or to start with a
reversible BTKi because it’s better tolerated and
potentially better

>

10

>

>

11

12

>

>
>
>

Tolerability of the LOXO-305 data is exciting. It may
move to 2L after venetoclax
I thought it was a good session and good to hear what
problems other people have run into
Overall, hearing others’ perspectives is always useful
in a common disease like CLL
Dr O’Brien’s input on all side effect management was
very helpful

I am excited for the LOXO-305 data
It will be interesting to see if you can sequence
acalabrutinib to LOXO-305
I am also happy to see the retreatment with
venetoclax
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ARS Data

NEARLY THREE-FOURTHS OF THE ADVISORS CURRENTLY
FOLLOW ≥16 UNIQUE CLL PATIENTS
How many unique patients with CLL are you currently following? (N = 11*)
50%

45%

45%

Percentage of advisors

40%
35%
30%

27%

25%
18%

20%
15%

9%

10%
5%
0%

0%
≤3

4-6
*One advisor did not respond.

7–15

16–20

>21
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TWO-THIRDS OF ADVISORS REPORTED THAT VERY FEW OF
THEIR PATIENTS (≤20%) HAVE DEL(17P) AND/OR TP53
MUTATIONS
What percentage of your CLL patients have del(17p) and/or TP53 mutations? (N = 9*)
40%
33%

Percentage of advisors

35%

33%

30%
25%

22%

20%
15%

11%

10%
5%
0%

0%
0

1%–10%

11%–20%

*Three advisors did not respond.

21%–30%

31%–40%

0%

0%

0%

41%–50%

≥51%

I don’t know, as I
don’t routinely
check 17p and/or
TP53 status
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AGE AND COMORBIDITIES HAVE THE BIGGEST IMPACT ON
CHOOSING FIRST-LINE THERAPY, FOLLOWED BY DEL(17P)
MUTATION STATUS
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 = 10*)
6

Average rating

5

4.9
4.4

4

3.8

3.8

TP53 mutation status

IGHV mutation status

3.4

3
2
1
0

Age and comorbidities

Del(17p) status

*Two advisors did not respond.

Other chromosomal
abberations
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PFS WAS SELECTED BY MOST ADVISORS AS THE MOST
IMPORTANT EFFICACY-RELATED OUTCOME WHEN
DETERMINING FIRST-LINE THERAPY
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 = 10*)
90%

Percentage of advisors

80%

80%

70%
60%
50%

40%

40%

30%

30%

30%

20%
10%
0%

0%
Progression-free survival

Overall response rate

*Two advisors did not respond.

Complete response rate

Symptomatic relief and
resolution of diseaserelated symptoms

Minimal residual disease
negativity (depth of
remission)
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ONE-THIRD OF ADVISORS FEEL THAT THE ABILITY TO STOP
THERAPY WITHOUT DISEASE PROGRESSION OR TOXICITY IS
VERY IMPORTANT
How important is the ability to stop therapy (without disease progression or toxicity) in your
first-line therapy consideration? (N = 11*)
70%

64%

Percentage of advisors

60%
50%
40%

36%

30%
20%
10%
0%

0%
Very important
*One advisor did not respond.

Somewhat important

Not important
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HALF OF THE ADVISORS CHOSE VENETOCLAX +
OBINUTUZUMAB AS THEIR PREFERRED OPTION FOR A
YOUNG AND FIT PATIENT WHO HAD NO MUTATIONS
What first-line regimen do you routinely use for a 50-year-old PS 0 patient with no major
comorbidities (without del[17p]/TP53 mutation or IGHV mutation)? (N = 10*)

Percentage of advisors

60%
50%

50%
40%
30%
20%

20%
10%
0%

10%

10%

10%
0%

FCR

BR

Ibrutinib

*Two advisors did not respond.

Ibrutinib +
rituximab

0%
Venetoclax +
obinutuzumab

Acalabrutinib ±
anti-CD20
(rituximab or
obinutuzumab)

Other
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WHEN THE SAME PATIENT PRESENTED WITH AN IGHV
MUTATION, 27% OF ADVISORS EACH CHOSE EITHER BR OR
VENETOCLAX + OBINUTUZUMAB
What first-line regimen do you routinely use for a 50-year-old PS 0 patient with no major
comorbidities (without del[17p]/TP53 mutation; IGHV mutation positive)? (N = 11*)

Percentage of advisors

30%

27%

27%

25%
20%

18%

15%
9%

10%

9%

9%

5%
0%

0%
FCR

BR

Ibrutinib

*One advisor did not respond.

Ibrutinib +
rituximab

Venetoclax +
obinutuzumab

Acalabrutinib ±
anti-CD20
(rituximab or
obinutuzumab)

Other
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IF THE PATIENT TESTED POSITIVE FOR DEL(17P) OR TP53 MUTATION,
36% OF ADVISORS SELECTED VENETOCLAX + OBINUTUZUMAB,
FOLLOWED BY 27% OF ADVISORS EACH CHOOSING EITHER
ACALABRUTINIB ± ANTI-CD20 OR IBRUTINIB ± RITUXIMAB

What first-line regimen do you routinely use for a 50-year-old PS 0 patient with no major
comorbidities (positive for del[17p]/TP53 mutation; IGHV mutation negative)? (N = 11*)

40%

36%

Percentage of advisors

35%
30%

27%

25%
18%

20%
15%
10%
5%
0%

9%

9%

0%

0%
FCR

BR

Ibrutinib

*One advisor did not respond.

Ibrutinib +
rituximab

Venetoclax +
obinutuzumab

Acalabrutinib ±
anti-CD20
(rituximab or
obinutuzumab)

Other
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IN OLDER PATIENTS WITH NO MUTATION OR COMORBIDITIES,
45% OF ADVISORS PREFERRED IBRUTINIB, FOLLOWED BY
36% SELECTING VENETOCLAX + OBINUTUZUMAB
What first-line regimen do you routinely use for a 75-year-old PS 0 patient with no major
comorbidities (without del[17p]/TP53 mutation or IGHV mutation)? (N = 11*)
50%

45%

Percentage of advisors

45%
40%

36%

35%
30%
25%
20%
15%

9%

10%
5%
0%

9%

0%
FCR (full or
reduced dose)

0%
BR

Ibrutinib

*One advisor did not respond.

Ibrutinib +
rituximab

0%
Venetoclax + Acalabrutinib ± Obinutuzumab
anti-CD20
or rituximab
obinutuzumab
(rituximab or
alone
obinutuzumab)

0%
Other
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FOR A YOUNG PATIENT (NO DELETIONS OR MUTATIONS) WHO
RECEIVED FIRST-LINE CIT AND ATTAINED A CR THAT LASTED 3 YEARS,
HALF OF THE ADVISORS PREFERRED A VENETOCLAX-BASED
THERAPY
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

45%

40%

Percentage of advisors

40%
35%
30%
25%

20%

20%
15%

10%

10%
5%
0%

20%

10%

0%
Repeat CIT

0%
Ibrutinib alone

Ibrutinib + rituximab

*Two advisors did not respond.

Venetoclax +
rituximab

Venetoclax +
obinutuzumab

Venetoclax
monotherapy

0%
Acalabrutinib-based
therapy

Other
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FOR A PATIENT (IGHV MUTATION) WHO WAS INITIALLY TREATED WITH
IBRUTINIB AND ATTAINED A 4-YEAR DISEASE-FREE INTERVAL, 80% OF
ADVISORS PREFERRED A VENETOCLAX-BASED THERAPY
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

Percentage of advisors

70%
60%

60%
50%
40%
30%
20%

20%
10%

10%
0%

10%

0%
FCR or BR

Acalabrutinib ± antiCD20 (rituximab or
obinutuzumab)

Venetoclax
monotherapy

*Two advisors did not respond.

Venetoclax +
rituximab

Venetoclax +
obinutuzumab

0%

0%

Zanubrutinib-based
therapy

Other
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FOR AN OLDER PATIENT (17P DELETION) WHO WAS INITIALLY TREATED
WITH IBRUTINIB AND ATTAINED A CR FOR 2.5 YEARS BUT CURRENTLY
HAS PS 1 AND SIGNIFICANT COMORBIDITIES, NEARLY TWO-THIRDS OF
ADVISORS PREFERRED A VENETOCLAX-BASED THERAPY

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 tha

50%

45%

Percentage of advisors

45%
40%
35%
30%
25%
20%

18%

18%

15%

9%

10%
5%
0%

9%

0%
Acalabrutinib-based
therapy

Zanubrutinib-based
therapy

0%
Venetoclax
monotherapy

*One advisor did not respond.

Venetoclax +
rituximab

Venetoclax +
obinutuzumab

Anti-CD20 antibody
monotherapy

Other
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FOR A PATIENT (NO 17P DELETION OR MUTATION) WHO HAS BEEN ON FRONTLINE
VENETOCLAX + OBINUTUZUMAB FOR THE PAST 8 MONTHS (NO TOXICITIES AND
MRD NEGATIVE), NEARLY TWO-THIRDS OF ADVISORS WOULD CONTINUE THERAPY
FOR A TOTAL OF 12 MONTHS AND THEN STOP IF MRD REMAINS NEGATIVE
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
80%

73%

Percentage of advisors

70%
60%
50%
40%
30%
20%

18%
9%

10%
0%

Continue therapy for a total Stop therapy now as MRD is
of 12 months then stop if
negative, and observe
MRD remains negative
*One advisor did not respond.

Continue therapy until
evidence of disease
progression

0%

0%

Stop venetoclax and
continue obinutuzumab
alone until disease
progression

Other

34

