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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available options. 



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Thank you for joining us!

NCPD credit information will be emailed 
to each participant shortly.
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How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Research To Practice Education Platform

Oncology Nurse Practitioners
Case Presentations
• Key patient-education issues
• Biopsychosocial considerations:

– Family/loved ones
– The bond that heals

Clinical Investigators
Oncology Strategy
• New agents and regimens 
• Predictive biomarkers
• Ongoing research and implications



Agenda
Introduction: The Recent History of CLL Treatment

Module 1: BTK Inhibitors  
• Case: A 51-year-old woman with previously untreated CLL who receives acalabrutinib
• Case: A 64-year-old woman with previously untreated CLL/SLL
• Key relevant data sets

Module 2: Venetoclax Combinations
• Case: A 44-year-old woman with CLL who was initially observed off treatment
• Case: A 61-year-old man with favorable-risk, IGHV-mutated CLL – 13q deletion
• Key relevant data sets 

Module 3: Future Directions in CLL (U2 Regimen, Pirtobrutinib, CAR T-Cell Therapy)
• Case: A 71-year-old woman with multiregimen-relapsed CLL
• Key relevant data sets 
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CLL Impacts a Significant Number of Patients Worldwide, 
Predominantly Affecting Older Patients

With an estimated 191,000 new cases globally, CLL represents 22% to 30% of all leukemia worldwide, 
being the most common leukemia in Western countries1,2

Men are ~2X more likely to develop CLL5

1. Union for International Cancer Control. https://www.who.int/selection_medicines/committees/expert/20/applications/CLL.pdf. Accessed November 6, 2019. 2. Combest AJ, et al. J Hematol Oncol 
Pharm. 2016;6(2):54-56. 3. Eichhorst B, et al. Ann Oncol. 2015;26(suppl 5):v78-v84. 4. Lymphoma Coalition. https://lymphomacoalition.org/images/subtype-reports/CLL_Europe _2017_Report.pdf. 
Accessed November 6, 2019. 5. Scarfò L, et al. Crit Rev Oncol Hematol. 2016;104:169-182. 

Median age at diagnosis3:

~90% of patients diagnosed 
with CLL are >55 years old4

Courtesy of John M Pagel, MD, PhD



Patients with newly diagnosed chronic lymphocytic leukemia 
(CLL) who feel well and are asymptomatic require treatment if…

1. Del(17p)/TP53 mutation is detected
2. White blood cell count exceeds 200,000
3. Both 1 and 2
4. Neither 1 nor 2
5. I don’t know



A simplistic (and outdated) 
approach to CLL 

<60 yrs
>80 yrs

60-69 yrs

70-79 yrs

Chlorambucil
Obinutuzumab

FCR

BR

Courtesy of Brad S Kahl, MD



Novel agents in CLL have recently revolutionized therapy

venetoclax

idelalisib
duvelisib

ibrutinib
acalabrutinib

BCL-2

CD20

Yobinutuzumab
BCR

Stromal 
Microenvironment

Adapted from Davids and Brown, Leuk Lymphoma, 2012Courtesy of Matthew S Davids, MD
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The use of anticoagulant therapy is an absolute contraindication 
to the use of ibrutinib for patients with CLL.

1. Agree
2. Disagree
3. I’m not sure



BTK inhibitors should be temporarily discontinued in patients 
scheduled to undergo surgical procedures.

1. Agree
2. Disagree
3. I’m not sure



In separate head-to-head trials evaluating acalabrutinib and 
zanubrutinib, each in comparison to ibrutinib, both agents 
demonstrated…

1. A significantly lower risk of atrial fibrillation versus ibrutinib
2. A significantly higher risk of atrial fibrillation versus ibrutinib
3. An equivalent risk of atrial fibrillation versus ibrutinib
4. I’m not sure



Case Presentation: A 51-year-old woman with previously 
untreated CLL who receives acalabrutinib

• 2014: Diagnosed with CLL, on watch and wait past 6 years

• In the past few months, WBC increasing, Hgb <11, platelets decreasing, asymptomatic

• IGHV mutated, del(13q)

• Prefers oral medication

• Reluctant to begin treatment

• Acalabrutinib

• Very active mother, who homeschools her children; informed them she has a chronic 
disease

• Educated the patient about acalabrutinib-related headache, lymphocytosis, 
importance of adherence



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Case Presentation: A 64-year-old woman with previously 
untreated CLL/SLL

• 2017: Diagnosed with SLL, initially on watch and wait 

• In the past few months, became anemic and had painful cervical lymph nodes

• IGHV unmutated, 13q, trisomy 12, borderline 17p

• Discussed frontline CLL treatment options

• Caregiver for her mother and opted for oral therapy
– Acalabrutinib à adenopathy resolved within a week



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Zanubrutinib

ARQ-531 (MK-1026) Pirtobrutinib (LOXO-305)

Overview of BTK Inhibitors in CLL
Irreversible

Reversible

Courtesy of Matthew S Davids, MD, MMSc



Lancet 2020;395(10232):1278-91.



ELEVATE-TN: PFS (IRC)

Sharman JP et al. Lancet 2020;395:1278-91.
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J Clin Oncol 2021;[Online ahead of print].



Byrd JC et al. J Clin Oncol 2021;[Online ahead of print]; ASCO 2021;Abstract 7500.

ELEVATE-RR: Primary Endpoint – Noninferiority Met on IRC-
Assessed PFS



Byrd JC et al. J Clin Oncol 2021;[Online ahead of print]; ASCO 2021;Abstract 7500.

ELEVATE-RR: Cumulative Incidences of Atrial Fibrillation and 
Hypertension with Acalabrutinib versus Ibrutinib

Atrial Fibrillation Hypertension

Acalabrutinib:Ibrutinib
HR (95% CI): 0.52 (0.32 to 0.86)

Acalabrutinib:Ibrutinib
HR (95% CI): 0.34 (0.21 to 0.54)



ELEVATE-RR: Adverse Events of Special Interest

Byrd JC et al. ASCO 2021;Abstract 7500.

Adverse events (AEs)

Acalabrutinib (n = 266) Ibrutinib (n = 263)

Any grade Grade ≥3 Any grade Grade ≥3
Cardiac events 24.1% 8.6% 30.0% 9.5%
Atrial fibrillation 9.4% 4.9% 16.0% 3.8%
Ventricular tachyarrhythmias 0 0 0.4% 0.4%
Hypertension 9.4% 4.1% 23.2% 9.1%
Bleeding events 38.0% 3.8% 51.3% 4.6%
Major bleeding events 4.5% 3.8% 5.3% 4.6%
Infections 78.2% 30.8% 81.4% 30.0%
SPMs 9.0% 6.0% 7.6% 5.3%
Headache 34.6% 20.2%
AEs leading to treatment discontinuation 14.7% 21.3%
SPMs = Second primary malignancies, excluding nonmelanoma skin cancers



Phase III EA9161 Schema

Clinicaltrials.gov/ct2/show/NCT03701282?term=EA9161&draw=2&rank=1, Accessed March 1, 2021



J Clin Oncol 2021;Online ahead of print



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: Primary Endpoint – ORR by Investigator Assessment
Zanubrutinib (n = 207), n (%) Ibrutinib (n = 208), n (%)

Primary endpoint:
ORR (PR + CR)

162 (78.3)
95% CI: 72.0, 83.7

130 (62.5)
95% CI: 55.5, 69.1

Superiority 2-sided p = 0.0006 compared with prespecified alpha of 0.0099

CR/CRi 4 (1.9) 3 (1.4)

nPR 1 (0.5) 0

PR 157 (75.8) 127 (61.1)

ORR (PR-L + PR + CR) 183 (88.4) 169 (81.3)

PR-L 21 (10.1) 39 (18.8)

SD 17 (8.2) 28 (13.5)

PD 1 (0.5) 2 (1.0)

Discontinued or new therapy 
prior to first assessment 6 (2.9) 9 (4.3)

Del(17p) (n = 24), n (%) Del(17p) (n = 26), n (%)

ORR (PC + CR) 20 (83.3) 14 (53.8)



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: PFS by Investigator Assessment

• Although not a pre-
specified analysis, the 
overall 12-month PFS was 
higher with zanubrutinib 
vs ibrutinib (94.9% vs 
84.0%)
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Zanubrutinib 94.9%
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HR 0.40 (95% CI 0.23-0.69)
2-sided p = 0.0007*

*Not a prespecified analysis; formal analysis of PFS will be based on all patients when the target number of events are reached.

Patients at Risk

Zanubrutinib 207 200 194 190 152 70 19

Ibrutinib 208 196 188 170 125 57 8



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: Incidence of Atrial Fibrillation with Zanubrutinib 
versus Ibrutinib

Ibrutinib

Zanubrutinib

Censored+

Zanubrutinib 2.5%
Ibrutinib 10.1%
2-sided p = 0.0014
Compared with prespecified alpha of 0.0099 
for interim analysis
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Zanubrutinib 204 197 194 190 187 114 40 9 0 0

Ibrutinib 207 190 179 168 160 91 26 3 3 0



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: Adverse Events of Special Interest

Safety Analysis Population Zanubrutinib (n=204), n (%) Ibrutinib (n=207), n (%)

Any grade Grade ≥3 Any grade Grade ≥3

Cardiac disordersa 28 (13.7) 5 (2.5) 52 (25.1) 14 (6.8)
Atrial fibrillation and flutter (key 
2º endpoint) 5 (2.5) 2 (1.0) 21 (10.1) 4 (1.9)

Hemorrhage
Major hemorrhageb

73 (35.8)
6 (2.9)

6 (2.9)
6 (2.9)

75 (36.2)
8 (3.9)

6 (2.9) 
6 (2.9)

Hypertension 34 (16.7) 22 (10.8) 34 (16.4) 22 (10.6)
Infections 122 (59.8) 26 (12.7) 131 (63.3) 37 (17.9)
Neutropeniac 58 (28.4) 38 (18.6) 45 (21.7) 31 (15.0)

Thrombocytopeniac 19 (9.3) 7 (3.4) 26 (12.6) 7 (3.4)

Secondary primary malignancies
Skin cancers

17 (8.3)
7 (3.4)

10 (4.9)
3 (1.5)

13 (6.3)
10 (4.8)

4 (1.9)
2 (1.0)

aCardiac disorders leading to treatment discontinuation: zanubrutinib 0 patients and ibrutinib 7 (3.4%) patients.
bIncludes serious or Grade ≥3 hemorrhage or any Grade CNS hemorrhage
cPooled terms including neutropenia, neutrophil count decreased, and febrile neutropenia; thrombocytopenia and platelet count decreased.



“The SEQUOIA trial met the primary endpoint at interim analysis, with zanubrutinib
significantly prolonging progression-free survival compared to chemoimmunotherapy, and 
safety and tolerability consistent with its known profile. SEQUOIA is the second positive global 
Phase 3 trial of zanubrutinib in chronic lymphocytic leukemia, following ALPINE in the relapsed 
or refractory setting. 

With a median follow-up of 25.8 months, the SEQUOIA trial met the primary endpoint of 
progression-free survival (PFS) as assessed by independent review committee (IRC), as 
zanubrutinib achieved a highly statistically significant improvement in PFS compared to B + R. 

In addition, the trial demonstrated a statistically significant improvement in PFS per 
investigator assessment, a secondary endpoint. Zanubrutinib was also generally well-tolerated, 
consistent with its known safety profile.”

https://www.businesswire.com/news/home/20210729006225/en/BeiGene-Announces-Positive-Topline-Results-from-Phase-3-SEQUOIA-Trial-
Comparing-BRUKINSA%C2%AE-Zanubrutinib-to-Bendamustine-Plus-Rituximab-in-Patients-with-Treatment-Na%C3%AFve-Chronic-Lymphocytic-Leukemia

Positive Topline Results Announced from the Phase III SEQUOIA Trial: 
Zanubrutinib versus BR for Treatment-Naïve CLL
Press Release: July 29, 2021
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Case Presentation: A 44-year-old woman with CLL who was initially 
observed off treatment 

• 2017: Research nurse diagnosed with CLL à Observation

• Doubling of WBC in the past 6 months
– IGHV mutated, trisomy 12

• Obinutuzumab/venetoclax completed beginning 2021
– WBC decreased, but significant fatigue

• Counseling patient about what to expect from obinutuzumab/venetoclax

• Explaining tumor lysis syndrome



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Case Presentation: A 61-year-old man with favorable-risk, 
IGHV-mutated CLL – 13q deletion

• 2018: Presented with axillary adenopathy, enlarged spleen and thrombocytopenia

• Bone marrow biopsy: 65% CLL cells

• Treated with venetoclax/obinutuzumab on the Phase III CLL14 trial
– Minimal tumor lysis syndrome during ramp up period

• Now off therapy, in complete remission and MRD-negative



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Lancet Oncol 2020;21(9):1188-200. 



CLL14: Updated 4-Year PFS

Al-Sawaf O et al. ASH 2020;Abstract 127 . 

Median observation time: 52.4 months





Ghia P et al. ASCO 2021;Abstract 7501.



Ghia P et al. ASCO 2021;Abstract 7501.



Kater AP et al. EHA 2021;Abstract LB1902.



GLOW: Progression-Free Survival by IRC

Kater AP et al. EHA 2021;Abstract LB1902.

Months from date of randomization
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(6 cycles x 28d)
End of I+V

(15 cycles x 28d) Median PFS = 21.0 mo
(95% CI, 16.6-24.7)

• With a median follow up of 27.7 months,
IRC-assessed PFS for I + V was superior to Clb + O

• I + V reduced the risk of progression or death by
78% vs Clb + O

– HR 0.216 (95% CI, 0.131-0.357; p < 0.0001)

• PFS by INV assessment was consistent with IRC
– HR 0.207 (95% CI, 0.120-0.357; p < 0.0001)



GLOW: Overall Response Rates

Kater AP et al. EHA 2021;Abstract LB1902.

Response by IRC

ORR 86.8% ORR 84.8% 
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• CR/CRi rates were significantly higher for I + V vs 
Clb + O by both IRC and INV assessments:

– 38.7% vs 11.4% by IRC (p < 0.0001)

– 45.3% vs 13.3% by IRC (p < 0.0001)

• Responses to I + V were more durable:

– 90% of responders in the I + V arm sustained 
IRC response 24 months after initial response vs 
41% in Clb + O arm



GLOW: Summary of Adverse Events and TLS Risk

Kater AP et al. EHA 2021;Abstract LB1902.

I + V
(N = 106)

Clb + O
(N = 105)

Median exposure, 
mo (range) 13.8 (0.7-19.5) 5.1 (1.8-7.9)

Any, % 75.5 69.5

Neutropenia 34.9 49.5

Infections 17.0 11.4

Thrombocytopenia 5.7 20.0

Diarrhea 10.4 1.0

Hypertension 5.7 0

TLS 0 5.7

• After 3 cycles of ibrutinib lead-in, <2% of patients 
remained at risk for TLS based on high tumor 
burden

• 2 (1.9%) patients in I + V arm discontinued 
ibrutinib due to atrial fibrillation

• SAEs in ≥5% of patients for I + V vs Clb + O: 
Infections (12.3% vs 8.6%) and atrial fibrillation 
(6.6% vs 0%)

• Rate of secondary malignancies at time of analysis:
8.5% for I + V vs 10.5% for Clb + O

– NMSC: 3.8% vs 1.9%

– Other: 4.7% vs 8.6%



Which of the following disease-related factors is critical in 
attempting to determine an individual’s risk of developing tumor 
lysis syndrome from treatment with venetoclax for CLL?

1. White blood cell count
2. Size of lymph nodes
3. Tumor grade
4. All of the above
5. Only 1 and 2
6. Only 1 and 3
7. Only 2 and 3
8. I’m not sure



Which of the following patient-related factors is most important 
in attempting to determine an individual’s risk of developing 
tumor lysis syndrome from treatment with venetoclax for CLL?

1. Hepatic function
2. Renal function
3. Body mass index
4. I’m not sure



TLS Risk with Venetoclax Is a Continuum Based on Multiple Factors

Courtesy of Matthew S Davids, MD, MMSc



Venetoclax Dose Initiation

Courtesy of Matthew S Davids, MD, MMSc



Venetoclax: TLS Prophylaxis and Monitoring

Courtesy of Matthew S Davids, MD, MMSc



Agenda
Introduction: The Recent History of CLL Treatment

Module 1: BTK Inhibitors  
• Case: A 51-year-old woman with previously untreated CLL who receives acalabrutinib
• Case: A 64-year-old woman with previously untreated CLL/SLL
• Key relevant data sets

Module 2: Venetoclax Combinations
• Case: A 44-year-old woman with CLL who was initially observed off treatment
• Case: A 61-year-old man with favorable-risk, IGHV-mutated CLL – 13q deletion
• Key relevant data sets 

Module 3: Future Directions in CLL (U2 Regimen, Pirtobrutinib, CAR T-Cell Therapy)
• Case: A 71-year-old woman with multiregimen-relapsed CLL
• Key relevant data sets 



Case Presentation: A 71-year-old woman with multiregimen-
relapsed CLL

• 2009: CLL diagnosis – IGHV unmutated, trisomy 12, del(13q)

• Initial treatment: FCR

• Subsequent therapies
– Clinical trial with PI3K inhibitor – discontinued due to colitis
– Venetoclax/obinutuzumab
– Venetoclax/ibrutinib

• Current therapy: Venetoclax/acalabrutinib



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Umbralisib plus Ublituximab (U2) Is Superior to 
Obinutuzumab plus Chlorambucil (O + Chl) in Patients 
with Treatment Naïve (TN) and Relapsed/Refractory 
(R/R) Chronic Lymphocytic Leukemia (CLL): Results 
from the Phase 3 Unity-CLL Study

Gribben JG et al.
ASH 2020;Abstract 543.



UNITY-CLL: PFS with Umbralisib/Ublituximab (U2) versus 
Obinutuzumab/Chlorambucil

Gribben JG et al. ASH 2020;Abstract 543.

Median PFS HR p-value

U2 31.9 mo
0.546 0.000014

Obi/Chl 17.9 mo



Mato AR et al. ASH 2020;Abstract 542.



LOXO-305, a Next Generation, Highly Selective, 
Non-Covalent BTK Inhibitor in Previously Treated 
CLL/SLL: Results from the Phase 1/2 BRUIN Study

Mato AR et al.
ASH 2020;Abstract 542.



BRUIN: Pirtobrutinib (LOXO-305) for Previously Treated CLL/SLL
(Median prior therapies: 4)

Mato AR et al. ASH 2020;Abstract 542.

ORR: 57%

Only TEAEs in ≥10% of pts: Fatigue 16%, diarrhea 15%



Updated Follow-Up of Patients with 
Relapsed/Refractory Chronic Lymphocytic 
Leukemia/Small Lymphocytic Lymphoma Treated 
with Lisocabtagene Maraleucel in the Phase 1 
Monotherapy Cohort of Transcend CLL 004, 
Including High-Risk and Ibrutinib-Treated Patients 

Siddiqi T et al.
ASH 2020;Abstract 546.



Meet The Professor
Optimizing the Selection and Sequencing of 

Therapy for Patients with Renal Cell Carcinoma
Friday, August 6, 2021
12:00 PM – 1:00 PM ET

Thomas Powles, MBBS, MRCP, MD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

NCPD credit information will be emailed 
to each participant shortly.


