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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

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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Recent Advances and Future Directions in Oncology: 
A Daylong Multitumor Educational Webinar 

in Partnership with Florida Cancer Specialists

Module 1: Breast Cancer – 9:30 AM – 10:20 AM 

Module 2: Lung Cancer – 10:30 AM – 11:20 AM 

Module 3: Gastrointestinal Cancers – 11:30 AM – 12:20 PM

Module 4: Genitourinary Cancers – 12:30 PM – 1:20 PM 

Module 5: CLL and Lymphomas – 1:30 PM – 2:20 PM 

Module 6: Multiple Myeloma – 2:30 PM – 3:20 PM

Module 7: AML and MDS – 3:30 PM – 4:20 PM 
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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: Treatment Adherence and CLL

Module 1: Cases from Ms Hoffman
• A 66-year-old woman with previously untreated CLL who receives acalabrutinib

• A 75-year-old man with previously untreated CLL who receives venetoclax/obinutuzumab
• A 74-year-old man with previously untreated CLL who receives ibrutinib
• A 67-year-old man with CLL who receives acalabrutinib as second-line therapy 

Module 2: Future Directions in CLL (U2 Regimen, Pirtobrutinib, CAR T-Cell Therapy)

Module 3: Key Data Sets
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Assessing and Interpreting Adherence to Oral Oncolytics

Ruddy K et al. CA Cancer J Clin 2009;59(1):56-66.
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Case Presentation: A 66-year-old woman with previously 
untreated CLL who receives acalabrutinib

• 2014: Diagnosed with CLL, on observation until recently

• 3/2020: Progressive neck fullness, difficulty swallowing, early satiety, night sweats

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

• Normal karyotype, IGHV unmutated, del(13q)

• Baseline hypertension, hyperlipidemia, and obesity

• Acalabrutinib
– Treatment-related headaches

• Resolution of symptoms

• Continues on therapy, tolerating well, experiencing less frequent infections

• Started IVIG q 6 weeks



Case Presentation – A 75-year-old man with previously untreated 
CLL who receives venetoclax/obinutuzumab

• 2014: Diagnosed with CLL

• 2019: Progressive pancytopenia
– Symptomatically feeling well, but needed treatment from counts standpoint

• Normal karyotype, IGHV unmutated, del13q

• Obinutuzumab/venetoclax
– Experienced some neutropenia once at maximum dose of venetoclax
– Dose reduced, monitored for need of further adjustments

• Completed treatment x 6 months ago, now followed with observation

• No evidence of progressive disease

• Follows up every 3 months and is enjoying break from treatment



Case Presentation: A 74-year-old man with previously untreated 
CLL who receives ibrutinib

• 2 to 3 admissions in the previous year for infection, respiratory infections, pneumonia 

• FISH normal, complex karyotype

• Pancytopenia, increased fatigue, night sweats 

• Ibrutinib at once-a-day dosing

• Found to be in atrial fibrillation (Afib) while undergoing IVIG infusion
– Ibrutinib halted until resolved

• Discussed halting ibrutinib permanently due to ongoing palpitations, anxiety 

• Transitioned to acalabrutinib due to Afib and persistent bothersome palpitations

• Followed by cardio-oncology and continues on metoprolol and apixaban



Case Presentation – A 67-year-old man with CLL who receives 
acalabrutinib as second-line therapy

• Presents to the ER with hypoxia 

• Imaging: pleural effusions and large para-aortic mass

• Admitted to the hospital à thoracentesis: CLL; bulky lymphadenopathy
– IGHV unmutated, del(11q)
– Cardiac arrest à cardiac catheterization and stent placement

• Obinutuzumab/venetoclax
– Significant improvement in pleural effusions and fatigue; resolution of 

lymphadenopathy

• Evidence of disease relapse 1 year post treatment completion
– Patient now being treated with a BTK inhibitor



Agenda

Introduction: Treatment Adherence and CLL

Module 1: Cases from Ms Hoffman
• A 66-year-old woman with previously untreated CLL who receives acalabrutinib

• A 75-year-old man with previously untreated CLL who receives venetoclax/obinutuzumab
• A 74-year-old man with previously untreated CLL who receives ibrutinib
• A 67-year-old man with CLL who receives acalabrutinib as second-line therapy 

Module 2: Future Directions in CLL (U2 Regimen, Pirtobrutinib, CAR T-Cell Therapy)

Module 3: Key Data Sets



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.
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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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Acala + obin NR (NE–NE) 0.10 <0.0001
Acala NR (34.2–NE) 0.20 <0.0001
Clb + obin 22.6 (20.2–27.6) .. ..

Median (95% CI) Hazard ratio p-value



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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Censored

12-month landmark event free rate:
Zanubrutinib 94.9%
Ibrutinib 84.0%
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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Patients at Risk

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



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.
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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% 

I + V Clb + O
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* p < 0.0001

CR/CRi
PR/nPR
SD

PD

• 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%



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
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