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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 virtually on September 
30, 2020 

> Disease state and data presentations were developed in conjunction with Dr Susan O’Brien from 
UCI Health 

> The group of advisors comprised 12 community oncologists from the Midwest region of the United 
States
− Community oncologists were invited from Midwest states
− Attendees of the roundtable represented community oncologists from Michigan, Missouri, Nebraska, 

Ohio, and Illinois
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> 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



Topline Takeaways



TOPLINE TAKEAWAYS 
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In the frontline setting, most advisors prescribe ibrutinib ± rituximab across all types of CLL patients; 
however, some prefer chemoimmunotherapy, mainly in younger patients with IGHV mutations. While 
advisors stated that ibrutinib ± rituximab is generally prescribed in the frontline setting, they are now 
considering acalabrutinib instead because they find its data compelling. Cardiac-related toxicities were 
noted as a concern with the usage of ibrutinib. None of the advisors are using minimal residual disease 
(MRD) testing to assess depth of response of initial therapy or to determine whether discontinuation of 
therapy would be appropriate.

First-Line Therapy

Most advisors indicated that if they use a BTK inhibitor in the frontline setting, they then usually switch to 
venetoclax, or vice versa, in the relapsed setting. Advisors noted that if chemoimmunotherapy was used 
as frontline therapy, then they would either use venetoclax or BTK inhibitor in the relapsed setting, 
depending on patient characteristics; however, they noted that they are more likely to use BTK inhibitors 
because of familiarity, ease of use, and the remarkable response rates they offer. None of the advisors 
indicated that they have tested for MRD in the relapsed setting.

Relapsed/Refractory Therapy



Participant Demographics



PARTICIPANT DEMOGRAPHICS 
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Most of the advisors are currently following over 15 unique CLL patients. The majority of the advisors (83%) 
report that very few of their patients (1%–10%) have del(17p) and/or TP53 mutations.

How many unique patients with CLL are 
you currently following? (N = 12)

What percentage of your CLL patients have 
del(17p) and/or TP53 mutations? (N = 12)

17%

25%58%
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4–6

7–15

16–20

>21
83%

8%

0

1%–10%

11%–20%

21%–30%

31%–40%

41%–50%

>51%

I don't know, as I don’t routinely 
check 17p and/or TP53 status



Key Insights



FIRST-LINE THERAPY (1/2)
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Topic Insights and Data
Treatment 
drivers

In the frontline setting, most advisors prescribe ibrutinib across all types of CLL patients. Some prefer FCR 
mainly in younger patients with IGHV mutations. Very few advisors prefer venetoclax (+ obinutuzumab) in the 
frontline setting, especially in patients with del(17p) or TP53 mutations. Only 2 advisors have used 
acalabrutinib ± anti-CD20 in their practice for the treatment of frontline CLL patients
• Advisors reported that age and comorbidities have the biggest impact in choosing first-line therapy (average 

rating 4.5 on a 1–5 scale), followed by TP53 mutation status (4.1 rating), del(17p) (4.0 rating), and chromosomal 
aberration and IGHV mutation status (average rating <4 on a 1–5 scale)

• In an example patient case in which the patient was young, fit, and had no mutations, nearly half of the advisors 
(45%) selected ibrutinib (± rituximab)

• However, when the same patient presented with an IGHV mutation, nearly half of the advisors (45%) chose FCR 
and 36% chose ibrutinib ± rituximab

• If the same patient tested positive for del(17p) or a TP53 mutation, nearly half of the advisors (45%) preferred 
ibrutinib ± rituximab, 27% reported considering venetoclax + obinutuzumab, and another 18% preferred 
acalabrutinib ± anti-CD20

• In older patients with no mutations or comorbidities, 54% of the advisors selected ibrutinib ± rituximab
– During discussion, advisors indicated that they prefer using FCR in young CLL patients with IGHV mutation 

status 
– Although most of the advisors treat their CLL patients with ibrutinib in the frontline setting, they are now 

inclined to treat these patients with acalabrutinib because they find acalabrutinib’s data compelling 
 Cardiac toxicities were noted as the main barrier to the usage of ibrutinib 

– During discussion, advisors who indicated using venetoclax in frontline reported using it in patients who 
prefer fixed duration of treatment



FIRST-LINE THERAPY (2/2)
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Topic Insights and Data
Response 
monitoring and 
length of 
treatment

Most advisors noted the goal of induction therapy is PFS. Advisors do consider the ability to discontinue 
therapy without disease progression and toxicity as somewhat important 
• PFS was selected by most advisors, followed by symptomatic relief, as the most important efficacy-related 

outcome when determining first-line therapy 
• More than half of the advisors (67%) feel that the ability to stop therapy without disease progression or toxicity is 

somewhat important, and 33% feel it is very important 
– During discussion, advisors indicated they do not routinely check for MRD in their practice, because they view 

MRD as a prognostic tool and do not see it playing a role in the treatment decision process 



QUOTES – FIRST-LINE CLL 
“If they are young and fit, and if they are IGHV mutated, I use 
FCR.”

“I do not access MRD, primarily because I don't know how I 
can utilize that information.”

“I don't check for MRD. In my mind, it's prognostic right now, 
and it doesn't influence decision-making.”

“Eighty percent of patients receive ibrutinib single agent. And 
now, with acalabrutinib, I use it in patients where bleeding and 
Afib is a big issue with ibrutinib treatment.” 

“I give venetoclax + obinutuzumab combination when duration 
of treatment is important to the patient.”

“I treat about 80% of patients with ibrutinib in frontline setting.”

“I've not used acalabrutinib yet, but the data is impressive. 
This can be used especially in patients where cardiac issues 
with ibrutinib treatment is a concern.”

“I'm using ibrutinib as a single agent because the data failed 
to show any benefit in adding rituximab.”

“First of all, we are gradually shifting more towards  
acalabrutinib, because of the potential toxicity being relatively 
less in comparison to ibrutinib.”

“I use ibrutinib monotherapy and have not used acalabrutinib at 
all yet. The data that was presented tonight about the difference 
in atrial fibrillation and hypertension rates I think will influence 
my judgment in the future to use acalabrutinib instead.”
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“I think that we are preferring acalabrutinib because of the 
toxicity profile of ibrutinib. I think many practitioners would go 
with it. But it also kind of depends on what we can get 
covered and what we get in the end for patients.”

“Yes. We, at least in my practice, have used BTK inhibitors 
alone since COVID-19. We're making acalabrutinib a first-line 
choice, as we see more payors cover it.” 



MANAGEMENT OF RELAPSED/REFRACTORY DISEASE 
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Topic Insights and Data
Treatment 
sequencing 

Following chemoimmunotherapy in the frontline setting, most advisors typically prefer to use ibrutinib ± rituximab in 
second line to treat their young CLL patients, while using venetoclax-based therapy to treat elderly CLL patients in 
second line. Most advisors indicated that if they use a BTK inhibitor in frontline, they then switch to venetoclax, or 
vice versa 
• For a young patient (no deletions or mutations) who received first-line chemoimmunotherapy and attained a 

complete response (CR) that lasted 3 years, most of the advisors (78%) chose ibrutinib ± rituximab, while 22% 
preferred acalabrutinib-based therapy

– During discussion, most advisors indicated that usually if they use a BTK inhibitor in the frontline setting, 
they will switch to venetoclax, or vice versa

– However, if chemoimmunotherapy was used in the frontline setting, then advisors would either use 
venetoclax or a BTK inhibitor ± rituximab, on the basis of patient characteristics. Advisors further noted they 
are more likely to use BTK inhibitors because of familiarity, ease of use, and the remarkable response rates 
these agents offer  

– Advisors pointed out myelosuppression as a concern with the usage of venetoclax; however, they indicated 
that they have been cautious in selecting patients appropriately. They also noted that they implement dose-
adjustment strategies to mitigate AEs associated with venetoclax 

• For a young patient (IGHV mutation) who was initially treated with ibrutinib and attained a 4-year disease-free 
interval, the majority of the advisors preferred venetoclax-based therapy

• Similarly, for an elderly patient who was initially treated with ibrutinib and attained CR for 2.5 years, most advisors 
indicated they prefer using venetoclax-based therapy

MRD testing in 
relapsed setting

• None of the advisors have tested for MRD in the relapsed setting



QUOTES – RELAPSED/REFRACTORY CLL
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“If I used a BTK inhibitor in frontline, 
then I typically will switch to venetoclax, 
and then vice versa.”

“No, we do not assess MRD in relapsed 
setting.”

“I give venetoclax in second line after 
failure with BTK inhibitor.”

“Ibrutinib has always been my standard 
of care in the relapsed setting and if 
they fail ibrutinib, I give venetoclax.”

“A lot of patients are on BTK inhibitors 
first-line, so I just kind of switch between 
that and venetoclax. I don't typically use 
rituximab in second line.”

“If chemoimmunotherapy was used in 
the first line, then I would either use 
venetoclax or BTK inhibitor, based on 
patient characteristics.” 

“Myelosuppression is definitely an issue 
with venetoclax. But we've been very 
observant and very careful about patient 
selection. Also implement dose-
adjustment strategies.”

“No, I don’t assess MRD because I don’t 
really know how to use that information.”

“Yes, my colleagues have used 
acalabrutinib in combination with  
obinutuzumab.”

“I give venetoclax + rituximab in 
relapsed setting if I give BTK inhibitors ±
CD20 antibody upfront.”

“If FCR or BR was used in first line, I 
would definitely go for BTK inhibitor in 
second line.” 



Advisor Key Takeaways



KEY TAKEAWAYS (1/2)
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Dr 1
• Impressive response rates from venetoclax after higher exposure to 

BTK therapy 
• Important to understand how to best sequence these therapies 

Dr 4
• Will incorporate acalabrutinib into my practice
• Impressed with data that showed we can sequence in either 

direction and be comfortable that we're going to get responses in 
second-line (BTK inhibitor > BCL-2 therapy or BCL-2 therapy < BTK 
inhibitor)

Dr 2
• Role of CAR T in CLL will be interesting 
• There are now newer oral therapies and combination therapies in 

CLL 

Dr 5
• Consider acalabrutinib. It is a very well-tolerated drug
• Consider the combination of ibrutinib ± obinutuzumab in first line. It 

is a good combination

Dr 3
• Assessing MRD is important 
• Excited about upcoming inhibitors and treatment options 
• Financial impact of these therapies is really something to consider 

as well

Dr 6
• Use of venetoclax and obinutuzumab in first line
• Acalabrutinib appears to be gaining traction in the first line and will 

continue to evolve in that direction 
• Looking forward to pilaralisib as a kinder and gentler PI3K inhibitor 



KEY TAKEAWAYS (2/2)
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Dr 7
• Informational to learn about sequencing therapies 
• It's very important to involve patients in clinical trials
• Impressed with acalabrutinib’s clinical data 

Dr 10
• Consider MRD to determine discontinuation of therapy
• I'm looking forward to LOXO-305, the reversible inhibitor
• We have multiple options, and we must make some sound 

decisions in terms of sequencing 

Dr 8
• Impressed with the data for venetoclax, based on the MRD 

response
• Use of sequencing in patients who have previously received 

venetoclax and then using ibrutinib in those patients with a very 
good response rate

• There's a lot of good data on acalabrutinib in the front-line setting, 
which obviously is currently underutilized compared to ibrutinib

Dr 11
• There are a lot of options, and I think the most important thing is to 

factor in the age of the patient and comorbidities, because this is a 
disease of geriatric patients

• We have CAR T therapy to offer instead of transplant 

Dr 9
• Non-chemo options, first choice in first line and second line 

currently
• Very small, limited percentage of patients will receive FCR. Those 

who are young, fit and have IGHV mutation status 
• B/R use has also gradually dwindled now

Dr 12
• This advisor did not provide key takeaways



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 = 12)
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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 = 12)
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HOW IMPORTANT IS THE ABILITY TO STOP THERAPY (WITHOUT 
DISEASE PROGRESSION OR TOXICITY) IN YOUR FIRST-LINE THERAPY 
CONSIDERATION? (N = 12)
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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 = 11*)
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*One advisor did not respond.



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*)
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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*)
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*One advisor did not respond.
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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*)
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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 = 9*)
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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 = 8)
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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. 
YOUR PREFERRED SECOND-LINE THERAPY IS: (N = 12)
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A 57-YEAR-OLD CLL PATIENT, (NO 17P DELETION/TP53 MUTATION), TREATED WITH 
VENETOCLAX-OBINUTUZUMAB FRONTLINE FOR PAST 8 MONTHS, HAD ACCEPTABLE 
TOLERANCE AND NO TOXICITIES. ASSESSMENT OF MRD CAME BACK NEGATIVE. AT 
THIS STAGE YOUR PREFERRED APPROACH IS: (N = 12)
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