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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. 
Results will be shown after everyone has answered.



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.





Dissecting the Decision: Investigator Perspectives on 
Key Issues in the Management of Common Cancers

Breast Cancer
Tuesday, April 20, 2021
8:30 AM – 10:00 AM ET

Non-Small Cell Lung Cancer
Tuesday, April 20, 2021
5:00 PM – 6:30 PM ET

Acute Myeloid Leukemia 
Wednesday, April 21, 2021
12:00 PM – 1:00 PM ET 

Colorectal and Gastroesophageal Cancers 
Wednesday, April 21, 2021
4:45 PM – 5:45 PM ET

Prostate Cancer
Thursday, April 22, 2021
8:30 AM – 10:00 AM ET

Hodgkin and Non-Hodgkin Lymphomas
Thursday, April 22, 2021
5:00 PM – 6:30 PM ET

Multiple Myeloma
Tuesday, April 27, 2021
8:30 AM – 10:00 AM ET

Gynecologic Cancers
Tuesday, April 27, 2021
5:00 PM – 6:30 PM ET

Urothelial Bladder Carcinoma
Wednesday, April 28, 2021
12:00 PM – 1:00 PM ET

Chronic Lymphocytic Lymphoma 
Thursday, April 29, 2021
8:30 AM – 10:00 AM ET

Chimeric Antigen Receptor T-Cell Therapy
Thursday, April 29, 2021
5:00 PM – 6:30 PM ET

A Complimentary NCPD Live Webinar Series Hosted in Conjunction with the 46th Annual ONS Congress



Ask the Expert: Clinical Investigators 
Provide Perspectives on the Management 

of Renal Cell Carcinoma 
In Partnership with Project Echo® and Florida Cancer Specialists

Tuesday, May 4, 2021
12:00 PM – 1:00 PM ET

Chung-Han Lee, MD, PhD

Moderator
Neil Love, MD

Faculty 



Current Concepts and 
Recent Advances in Oncology

A Daylong Clinical Summit Hosted in 
Partnership with Medical Oncology 

Association of Southern California (MOASC) 

Saturday, May 15, 2021
10:30 AM – 6:30 PM ET



Saturday, May 15, 2021 

10:30 AM — Breast Cancer
Ruth O’Regan, Tiffany A Traina

11:30 AM — Multiple Myeloma
Kenneth Anderson, Noopur Raje

12:50 PM — Chronic Lymphocytic Leukemia 
and Lymphomas

Craig Moskowitz, Jeff Sharman
1:50 PM — Genitourinary Cancers

Joaquim Bellmunt, Sumanta Kumar Pal



Saturday, May 15, 2021 

3:15 PM — Gastrointestinal Cancers
Wells A Messersmith, Eileen M O’Reilly

4:15 PM — Acute Myeloid Leukemia and 
Myelodysplastic Syndromes
Harry Paul Erba, Rami Komrokji

5:35 PM — Lung Cancer
D Ross Camidge, Benjamin Levy



Up for Debate: Oncology Investigators Provide 
Their Take on Current Controversies in Patient Care 

– A Daylong Multitumor Educational Webinar in 
Partnership with Florida Cancer Specialists

Saturday, May 22, 2021
10:15 AM – 4:15 PM ET



Saturday, May 22, 2021 

10:15 AM — Lung Cancer
John V Heymach, Stephen V Liu

11:30 AM — Genitourinary Cancers
Maha Hussain, Elizabeth R Plimack

12:45 PM — Chronic Lymphocytic Leukemia 
and Lymphomas

Jonathan W Friedberg, Laurie H Sehn



Saturday, May 22, 2021 

2:00 PM — Multiple Myeloma
Irene M Ghobrial, Sagar Lonial
3:15 PM — Breast Cancer

Virginia Kaklamani, Nancy U Lin



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

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. Results will be shown after everyone has answered.
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Bannerji R et al. ASH 2020; Abstract 400.



Bannerji R et al. ASH 2020; Abstract 400.



Meet The Professor with Dr Allan

MODULE 1: Cases from Medical Oncology Practices

• Dr Peles: A 64-year-old man with significant ibrutinib-associated ecchymoses (Parts 1 and 2)

• Dr Brenner: A 74-year-old woman with CLL treated with acalabrutinib

• Dr Flores: A 78-year-old woman with transient atrial fibrillation while receiving ibrutinib

• Dr Feinstein: A 66-year-old man with newly diagnosed CLL who completes obinutuzumab/venetoclax

• Dr Peles: A 66-year-old man with Richter’s transformation to large cell lymphoma (Parts 1 and 2)

MODULE 2: Journal Club with Dr Allan

MODULE 3: Beyond the Guidelines 

MODULE 4: Key Recent Data Sets



Case Presentation – Dr Peles: A 64-year-old man with 
significant ibrutinib-associated ecchymoses – Part 1

• 2005: Diagnosed with Rai Stage II CLL
- ZAP 70, CD38 negative, Biallelic 13q14 deletion, Unmutated IGHV
- WBC: 29.4, ANC: 3.0, Hgb: 16.8, HCT: 48.9, MCV: 95.6, Plat: 129
- Fatigue, weight loss, progressive cervical adenopathy
- Extensive adenopathy throughout the neck, chest, abdomen and pelvis; Spleen: 18.5 cm 

• Ibrutinib 420 mg daily
- Improvement in adenopathy, splenomegaly and systemic symptoms, but spontaneous ecchymoses 

on extremities and trunk

Dr Shachar Peles



Case Presentation – Dr Peles: A 64-year-old man with 
significant ibrutinib-associated ecchymoses – Part 2
• 2005: Diagnosed with Rai Stage II CLL

- ZAP 70, CD38 negative, Biallelic 13q14 deletion, Unmutated IGHV
- WBC: 29.4, ANC: 3.0, Hgb: 16.8, HCT: 48.9, MCV: 95.6, Plat: 129
- Fatigue, weight loss, progressive cervical adenopathy
- Extensive adenopathy throughout the neck, chest, abdomen and pelvis; Spleen: 18.5 cm 

• Ibrutinib 420 mg daily
- Improvement in adenopathy, splenomegaly and systemic symptoms, but spontaneous ecchymoses on 

extremities and trunk
- Dose reduced to 280 mg daily with improvement in bruising

Questions

• What do we know about bleeding risk with ibrutinib and how it interferes with coagulation? 

• Is there any evidence that dose reduction is beneficial in patients with extensive bruising or bleeding? 
How does the risk of bleeding with ibrutinib compare to acalabrutinib? 

• Do you feel comfortable with BTK inhibitors in patients who are already on anti-coagulants — for 
example, patients who have a history of a DVT or those with pre-existing atrial fibrillation? 

Dr Shachar Peles



Case Presentation – Dr Brenner: A 74-year-old woman 
with CLL treated with acalabrutinib

• 6/2018: Diagnosed with Stage I CLL, del(13q), IGHV mutated à Observation

• 10/2020: Rising WBC, progressive anemia à Acalabrutinib

• Weeks later, presents with right visual loss
- Papilledema and raised intracranial pressure thought to be related to pseudotumor cerebri 
- Placement of ventriculoperitoneal shunt 

• 11-12/2020: Readmitted with subdural hemorrhage requiring revision of ventriculoperitoneal shunt, 
drainage of new subdural hemorrhage

Questions

• Have you ever seen a complication like this from BTK inhibitor therapy? 

• Would you ever rechallenge a patient like this who’s had a bleeding complication that is probably not 
related to acalabrutinib, but rather to a surgical procedure? 

• Do you have a preference for ibrutinib or acalabrutinib, and if so, why?

• If you initiate front-line therapy with acalabrutinib, do you add a monoclonal antibody?

Dr Warren Brenner



Case Presentation – Dr Flores: A 78-year-old woman 
with transient atrial fibrillation while receiving ibrutinib

• PMH: Chronic kidney disease, hypogammaglobulinemia, depression, 
severe arthritis

• 2017: Diagnosed with symptomatic CLL, IGHV mutated, 13q14 deletion 
- Fevers, night sweats, anemia, recurrent infections 

• Ibrutinib

• 2020: Suffered a fall with a knee fracture, transiently off IVIG while in rehabilitation 

• Developed pneumonia with pericardial effusion and atrial fibrillation, which resolved after a 
pericardial window

• Currently, her disease is stable and she is not on anti-coagulants

Questions

• Would you stop the ibrutinib? Would you give her a drug holiday, and if so, for how long?

• Would you change the treatment because she had atrial fibrillation, or stay with it, since the atrial 
fibrillation was transient?

Dr Regina Flores



Case Presentation – Dr Feinstein: A 66-year-old man 
with newly diagnosed CLL who completes 
obinutuzumab/venetoclax

• Presents with fatigue, dyspnea on exertion, no B symptoms

• Diagnosed with CLL, trisomy 12, IGHV mutated
- WBC: 62,900, ALC: 60,400, Hgb: 7.8, PLT: 64,600, LDH: 302
- Enlarged lymph nodes (none >3 cm) with mild hypermetabolic activity above and below the 

diaphragm; Spleen: 17.8 cm, with mild hypermetabolic activity

• Patient desires limited duration therapy 

• Obinutuzumab/venetoclax

Questions

• How do you use MRD following completion of treatment?

• What do you do if you start seeing rising MRD without evidence of disease progression based on a 
patient’s counts or imaging? 

Dr Lyle Feinstein



Case Presentation – Dr Peles: A 66-year-old man with 
Richter’s transformation to large cell lymphoma – Part 1

• Diagnosed with SLL

• 5 years later, admitted to the hospital with abdominal pain 
- Imaging: Increase in size of abdominal lymph node 
- Biopsy: Large cell lymphoma

• RT of abdominal node, R-CHOP x 6 

Dr Shachar Peles



Case Presentation – Dr Peles: A 66-year-old man with 
Richter’s transformation to large cell lymphoma – Part 2

• Diagnosed with SLL

• 5 years later, admitted to the hospital with abdominal pain 
- Imaging: Increase in size of abdominal lymph node 
- Biopsy: Large cell lymphoma

• RT of abdominal node, R-CHOP x 6

• In the past year: Asymptomatic, but slowly enlarging intra-abdominal adenopathy, LDH normal
- Difficult to biopsy due to size and location of nodes 
- PET: Hypermetabolic activity in the nodes

Dr Shachar Peles



Meet The Professor with Dr Allan

MODULE 1: Cases from General Medical Oncology Practices

MODULE 2: Journal Club with Dr Allan – Part 1
• Long-term efficacy of first-line ibrutinib for CLL with TP53 aberrations (17p deletion or TP53 mutation)
• Comparative analysis of targeted novel therapies for relapsed/refractory (R/R) CLL
• Odronextamab, a human CD20 x CD3 bispecific antibody: Durable CRs in highly refractory B-cell NHL
• Efficacy of bendamustine and rituximab in unfit patients with previously untreated CLL: Indirect comparison 

with ibrutinib in a real-world setting
• Venetoclax in elderly patients with R/R CLL
• Outcomes among patients with CLL with NOTCH1 regulatory pathway mutations
• CLL with TP53 gene alterations: A detailed clinicopathologic analysis 



Meet The Professor with Dr Allan

MODULE 2: Journal Club with Dr Allan – Part 2
• Venetoclax alone or in combination with an anti-CD20 monoclonal antibody for R/R CLL
• Efficacy of therapies for CLL after venetoclax discontinuation: BTK inhibition as an effective strategy
• Recurrent gastrointestinal near-tetraploid DLBCL causing intussusception and ileal ulceration
• Phase II study of acalabrutinib for ibrutinib-intolerant patients with R/R CLL
• Worldwide examination of patients with CLL hospitalized for COVID-19
• Venetoclax re-treatment of CLL after a venetoclax-based regimen 
• Age and survival among CLL patients receiving ibrutinib as initial therapy
• CAPTIVATE trial: Ibrutinib with venetoclax for first-line treatment of CLL and SLL 
• Outcomes of COVID-19 in patients with CLL: A multicenter international experience

MODULE 3: Beyond the Guidelines

MODULE 4: Key Recent Data Sets



Long-Term Efficacy of First-Line Ibrutinib Treatment 
for Chronic Lymphocytic Leukemia (CLL) with 4 Years 
of Follow-Up in Patients with TP53 Aberrations 
(del(17p) or TP53 Mutation): A Pooled Analysis from 
4 Clinical Trials 
Allan JN et al. 
ASH 2020;Abstract 2219.



Progression-Free Survival for Patients with TP53 Aberrations 
Receiving First-Line Ibrutinib

Allan JN et al. ASH 2020;Abstract 2219.

At 48 months, the PFS rate was 79%



Overall Survival for Patients with TP53 Aberrations Receiving 
First-Line Ibrutinib

At 48 months, the OS rate was 88% 

Allan JN et al. ASH 2020;Abstract 2219.



Eyre TA et al. Haematologica 2021;106(1):284-7.



Progression-Free Survival According to Novel Targeted Agent

Eyre TA et al. Haematologica 2021;106(1):284-7. 



Overall Survival According to Novel Targeted Agent

Eyre TA et al. Haematologica 2021;106(1):284-7. 



Cancer Med 2020;9(22):8468-79. 



Br J Haematol 2020;188(6):918-23.



Helbig DR et al. Am J Hematol 2021;[Online ahead of print].



Helbig DR et al. Am J Hematol 2021;[Online ahead of print]. 

Kaplan-Meier Curve of Time to First Treatment for Patients 
with NOTCH1 Regulatory Pathway Mutations, NOTCH1 
Mutations and NOTCH1 Wild-Type Status





Venn Diagram Demonstrating the Relationships Between Positive FISH, 
Sequencing and Immunohistochemical Evaluation Among Patients 
Tested by All 3 Modalities

Liu YC et al. Mod Pathol 2020;33(3):344-53. 



TP53 Mutations Identified by Sanger Sequencing

Liu YC et al. Mod Pathol 2020;33(3):344-53. 



Blood Adv 2019;3(10):1568-73.



PFS Stratified by Venetoclax Monotherapy and Ven with 
Anti-CD20 for R/R CLL

Mato AR et al. Blood Adv 2019;3(10):1568-73. 

Hazard Ratio: 1.0



OS Stratified by Venetoclax Monotherapy and Ven with Anti-CD20 
for R/R CLL

Hazard Ratio: 1.2

Mato AR et al. Blood Adv 2019;3(10):1568-73. 



Clin Cancer Res 2020;26(14):3589-96.



ACG Case Rep J 2019;6(7):e00131



Computed Tomography Scan Showing 4 cm of Intussusception
of the Terminal Ileum into the Colon

Mathews SN et al. ACG Case Rep J 2019;6(7):e00131.



Colonoscopic View of the Solitary Ulcerated Ileal Polyp
Confirmed to be Recurrent Diffuse Large B-Cell Lymphoma

Mathews SN et al. ACG Case Rep J 2019;6(7):e00131.



Haematologica 2021;[Online ahead of print]



Worldwide Examination of Patients with CLL 
Hospitalized for COVID-19 

Roeker LE et al. 
ASH 2020;Abstract 1590.





Thompson MC et al. ASH 2020;Abstract 3136.



Thompson MC et al. ASH 2020;Abstract 3136.



Blood Lymphat Cancer 2020;10:1-5. 



ASH 2020;Abstract 123 



Wierda WG et al. ASH 2020;Abstract 123.



Blood 2020;136(10):1134-43.



CLL-Directed Therapy at Time of COVID-19 Diagnosis

Mato AR et al. Blood 2020;136(10):1134-43. 



OS from Time of COVID-19 Diagnosis Stratified by Age, CIRS Score, 
Treatment History and Use of BTKi at Time of COVID-19 Diagnosis

Mato AR et al. Blood 2020;136(10):1134-43. 
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What is your usual preferred initial regimen for a 60-year-old
patient with CLL with IGHV mutation but no del(17p) or TP53 
mutation who requires treatment?

1. FCR (fludarabine/cyclosphosphamide/rituximab)
2. Ibrutinib
3. Ibrutinib + rituximab 
4. Ibrutinib + obinutuzumab
5. Acalabrutinib
6. Acalabrutinib + obinutuzumab
7. Venetoclax + obinutuzumab
8. Other



What is your usual preferred initial regimen for a 60-year-old
patient with CLL with IGHV mutation but no del(17p) or TP53 
mutation who requires treatment?  

FCR 

Venetoclax + 
obinutuzumab

Venetoclax + 
obinutuzumab

OR BR 

Venetoclax + 
obinutuzumab

Venetoclax + 
obinutuzumab

Acalabrutinib 

Ibrutinib or FCR 

Venetoclax + 
obinutuzumab

FCR = fludarabine/cyclosphosphamide/rituximab; BR = bendamustine/rituximab



What is your usual preferred initial regimen for a 75-year-old
patient with CLL with IGHV mutation but no del(17p) or TP53 
mutation who requires treatment? 

Acalabrutinib 

Venetoclax + 
obinutuzumab

Obinutuzumab

Acalabrutinib

Venetoclax + 
obinutuzumab

Acalabrutinib

Acalabrutinib or 
venetoclax + 

obinutuzumab

Acalabrutinib + 
obinutuzumab



What is your usual preferred initial regimen for a 60-year-old
patient with CLL with unmutated IGHV and no del(17p) or TP53 
mutation who requires treatment?  

1. FCR
2. Ibrutinib
3. Ibrutinib + rituximab 
4. Ibrutinib + obinutuzumab
5. Acalabrutinib
6. Acalabrutinib + obinutuzumab
7. Venetoclax + obinutuzumab
8. Other



What is your usual preferred initial regimen for a 60-year-old
patient with CLL with unmutated IGHV and no del(17p) or TP53 
mutation who requires treatment? 

Venetoclax + 
obinutuzumab

Venetoclax + 
obinutuzumab

Venetoclax + 
obinutuzumab

Venetoclax + 
obinutuzumab

Venetoclax + 
obinutuzumab

Acalabrutinib 

Acalabrutinib or 
venetoclax + 

obinutuzumab

Venetoclax + 
obinutuzumab



What would be your most likely approach for a patient with 
newly diagnosed CLL to whom you administer up-front 
venetoclax/obinutuzumab who has detectable minimal residual 
disease (MRD) after 1 year of treatment?

1. Continue treatment 
2. Discontinue treatment 



What would be your most likely approach for a patient with newly diagnosed 
CLL to whom you administer up-front venetoclax/obinutuzumab who has 
detectable minimal residual disease (MRD) after 1 year of treatment? 

Continue treatment 

Continue treatment

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Continue treatment

Discontinue treatment 

Continue treatment



What is your usual preferred initial regimen for a 60-year-old
patient with del(17p) CLL who requires treatment?

Acalabrutinib

Acalabrutinib

Acalabrutinib

Acalabrutinib

Ibrutinib 

Acalabrutinib 

Ibrutinib 

Acalabrutinib + 
obinutuzumab



Which second-line systemic therapy would you recommend for a 
60-year-old patient with CLL with no IGHV mutation and no 
del(17p) or TP53 mutation who responds to ibrutinib and then 
experiences disease progression 3 years later?

1. Acalabrutinib
2. Acalabrutinib + obinutuzumab
3. Venetoclax
4. Venetoclax + rituximab
5. Venetoclax + obinutuzumab
6. Idelalisib
7. Duvelisib
8. Other 



Which second-line systemic therapy would you recommend for a 60-year-old 
patient with CLL with unmutated IGHV and no del(17p) or TP53 mutation who 
responds to ibrutinib and then experiences disease progression 3 years later?

Venetoclax + rituximab

Venetoclax + 
obinutuzumab

Venetoclax + rituximab

Venetoclax + 
obinutuzumab

Venetoclax + rituximab

Venetoclax

Venetoclax + rituximab

Ibrutinib + obinutzumab
OR venetoclax + 
obinutuzumab



Which second-line systemic therapy would you recommend for a 60-year-
old patient with CLL with no IGHV mutation and no del(17p) or TP53 
mutation who responds to venetoclax/obinutuzumab and then experiences 
disease progression 3 years later?

1. Ibrutinib
2. Ibrutinib + rituximab 
3. Ibrutinib + obinutuzumab
4. Acalabrutinib
5. Acalabrutinib + obinutuzumab
6. Idelalisib
7. Duvelisib
8. Other 



Which second-line systemic therapy would you recommend for a 60-year-old 
patient with CLL with unmutated IGHV and no del(17p) or TP53 mutation who 
responds to venetoclax/obinutuzumab and then experiences disease progression 
3 years later? 

Venetoclax + rituximab

Acalabrutinib

Acalabrutinib

Acalabrutinib

Venetoclax + 
obinutuzumab

Acalabrutinib

Ibrutinib

Acalabrutinib + 
obinutuzumab



A 60-year-old patient with CLL, an absolute lymphocyte count of 80,000 and 
several involved lymph nodes that are larger than 5 centimeters is about to 
receive venetoclax. What preemptive measures, if any, would you take to 
address tumor lysis syndrome prior to the initiation of therapy? 

Admit to hospital 

Admit to hospital 

Admit to hospital 

Debulk with 
obinutuzumab

Admit to hospital 

Admit to hospital 

Admit to hospital 

Admit to hospital 



Meet The Professor with Dr Allan

MODULE 1: Cases from Dr Allan
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MODULE 3: Beyond the Guidelines
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Optimal Integration of BTK Inhibitors and Venetoclax 
into First-Line Treatment



N Engl J Med 2018;379(26):2517-28.



Ibrutinib until PD + 
rituximab

Woyach JA et al. N Engl J Med 2018;379(26):2517-28.
Woyach J et al. Alliance Fall Group Meeting, November 5, 2015.

Phase III Alliance A041202 Study Design

Eligibility
• Previously 

untreated CLL 
requiring treatment

• Age ≥65

Bendamustine + 
rituximab

Ibrutinib until PD

Primary endpoint: Progression-free survival (PFS)
Secondary endpoints: OS, ORR, Impact of MRD on PFS and OS, Duration of response, 
Toxicity and Tolerability

(1:1:1); (N = 547)

R

Documented 
disease progression



Alliance A041202: Efficacy with Ibrutinib Alone or in Combination 
with Rituximab Compared to Bendamustine/Rituximab

Woyach JA et al. N Engl J Med 2018;379(26):2517-28.
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Alliance A041202: Grade 3 to 5 Adverse Events 
of Special Interest

Adverse event

Bendamustine +
rituximab
(N = 176)

Ibrutinib
(N = 180)

Ibrutinib +
rituximab
(N = 181) p-value

Hematologic – Any Grade 3-4 61% 41% 39% <0.001

Anemia 12% 12% 6% 0.09

Decreased neutrophil count 40% 15% 21% <0.001

Decreased platelet count 15% 7% 5% 0.008

Nonhematologic – Any Grade 3-5 63% 74% 74% 0.04

Bleeding 0 2% 3% 0.46

Infections 15% 20% 21% 0.62

Febrile neutropenia 7% 2% 1% <0.001

Atrial fibrillation 3% 9% 6% 0.05

Hypertension 15% 29% 34% <0.001

Woyach JA et al. N Engl J Med 2018;379(26):2517-28.



Ibrutinib and Rituximab Provides Superior Clinical 
Outcome Compared to FCR in Younger Patients with 
Chronic Lymphocytic Leukemia (CLL): Extended 
Follow-Up from the E1912 Trial

Shanafelt TD et al.
ASH 2019;Abstract 33.



FCR

ECOG-ACRIN E1912 Physician Fact Sheet, version 01/15/16; 
www.clinicaltrials.gov (NCT02048813); Shanafelt TD et al. ASH 2018;Abstract LBA-4.

Ibrutinib + rituximab (IR)
à ibrutinib until PD

Primary endpoint: PFS
Secondary endpoints: OS, ORR, Toxicity and Tolerability

(2:1; N = 529)R

Eligibility

• Previously untreated CLL 
requiring treatment
• Ability to tolerate 

FCR-based therapy
• Age ≤70 years

Phase III ECOG-ACRIN E1912 Study Design



ECOG-ACRIN E1912 Extended Follow-Up: Up-Front 
IR Compared to FCR for Younger Patients with CLL

• Grade ≥3 treatment-related AEs were reported in 70% of patients receiving IR and 80% of patients 
receiving FCR (odds ratio = 0.56; p = 0.013). 

• Among the 95 patients who discontinued ibrutinib, the most common cause was AE or complication. 

Shanafelt TD et al. ASH 2019;Abstract 33.

Years
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HR = 0.39
p < 0.0001
3-year rates: 89%, 71%

FCR (52 events/175 cases)
IR (58 events/354 cases)

Number at risk

PFS



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



ELEVATE-TN Phase III Trial Schema

www.clinicaltrials.gov (NCT02475681). Accessed August 2020.

Primary endpoint: Progression-free survival

Eligibility

Previously untreated CLL

Obinutuzumab +
chlorambucil

Obinutuzumab +
acalabrutinib

Accrual: 535

AcalabrutinibR



ELEVATE-TN: PFS (IRC)

Sharman JP et al. Lancet 2020;395:1278-91.

100

80

60

40

20

0

Pr
og

re
ss

io
n-

fr
ee

 s
ur

vi
va

l (
%

)

0 6 12 18 24 30 36 42
Months

Acala + obin NR (NE–NE) 0.10 <0.0001
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ELEVATE-TN: Select Safety Parameters

Acalabrutinib/obinutuzumab
(n = 178)

Acalabrutinib
(n = 179)

Obinutuzumab/chlorambucil
(n = 169)

Grade 1-2 Grade ≥3 Grade 1-2 Grade ≥3 Grade 1-2 Grade ≥3

Any AE 26% 70% 45% 50% 29% 70%

Serious AE 6% 33% 2% 30% 2% 20%

AE leading to drug 
discontinuation 11% 9% 14%

Neutropenia 2% 30% 1% 10% 4% 41%

Grade ≥3 infections

Infusion-related 
reactions 11% 2% 0 0 34% 5%

Sharman JP et al. Lancet 2020;395:1278-91.



Acalabrutinib Met Primary Efficacy Endpoint in Head-to-Head Trial 
Against Ibrutinib for Chronic Lymphocytic Leukemia
Press Release — January 25, 2021

“Positive high-level results from the ELEVATE-RR Phase III trial showed acalabrutinib met the 
primary endpoint demonstrating non-inferior progression-free survival (PFS) for adults with 
previously treated, high-risk chronic lymphocytic leukemia (CLL) compared to ibrutinib.

The trial also met a key secondary endpoint for safety, showing patients treated with acalabrutinib 
had statistically significantly lower incidence of atrial fibrillation compared to patients treated with 
ibrutinib. Atrial fibrillation is an irregular heart rate that can increase the risk of stroke, heart 
failure and other heart-related complications. Further hierarchical testing revealed no difference 
for Grade 3 or higher infections or Richter’s transformation. There was a descriptive trend for 
numerically favorable overall survival. Overall, the safety and tolerability of acalabrutinib were 
consistent with the profile seen in the broader acalabrutinib clinical development program.

ELEVATE-RR is the first Phase III trial to compare two Bruton’s tyrosine kinase (BTK) inhibitors in 
patients with CLL, the most common type of leukemia in adults.”

https://www.astrazeneca.com/media-centre/press-releases/2021/calquence-met-primary-endpoint-against-ibrutinib.html



Ibrutinib (Ibr) plus Venetoclax (Ven) for First-Line 
Treatment of Chronic Lymphocytic Leukemia 
(CLL)/Small Lymphocytic Lymphoma (SLL): 1-Year 
Disease-Free Survival (DFS) Results from the MRD 
Cohort of the Phase 2 CAPTIVATE Study Trial 

Wierda WG et al.
ASH 2020;Abstract 123.



CAPTIVATE Phase II Trial of First-Line Ibrutinib with Venetoclax
for CLL: 1-Year DFS Results from the MRD Cohort

Wierda WG et al. ASH 2020;Abstract 123.

30 month PFS Rate:

Confirmed uMRD:
- 95.3% placebo
- 100% ibrutinib

Without confirmed uMRD:
- 95.2% ibrutinib
- 96.7% ibr/ven

AEs were primarily Grade 1/2 
and mostly occurred in early 
cycles of Ibr + Ven, with modest 
differences by randomized 
treatment arm. 



Phase III EA9161 Schema

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



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



CLL14: PFS by IGHV and TP53 Mutation Status

IGHV Mutation TP53 Mutation

Al-Sawaf O et al. Lancet Oncol 2020;21(9):1188-200. 



CLL14: Landmark Analysis from End of Therapy PFS by MRD Group 

Time since end of treatment (months)

Al-Sawaf O et al. Lancet Oncol 2020;21(9):1188-200. 



Clonal Dynamics After Venetoclax-Obinutuzumab 
Therapy: Novel Insights from the Randomized, 
Phase 3 CLL14 Trial 

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



Chlorambucil +
obinutuzumab

Venetoclax + 
obinutuzumab

www.clinicaltrials.gov (NCT02242942). Accessed August 2020.
Fischer K et al. N Engl J Med 2019;380(23):2225-36. 

Eligibility (n = 432)
• Previously untreated CLL 

requiring treatment

• Total CIRS score >6

Primary endpoint: Progression-free survival

CLL14 Phase III Study Schema

(1:1)

• Treatment duration in both groups: 12 cycles, 28 days each
• No crossover was allowed
• Daily oral venetoclax regimen:

• Initiated on day 22 of cycle 1, starting with a 5-week dose ramp-up (1 week each of 20, 
50, 100 and 200 mg, then 400 mg daily for 1 week)

• Thereafter continuing at 400 mg daily until completion of cycle 12

R



CLL14: Updated 4-Year PFS

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



Management of Relapsed/Refractory CLL



Five-Year Analysis of Murano Study Demonstrates 
Enduring Undetectable Minimal Residual Disease 
(uMRD) in a Subset of Relapsed/Refractory Chronic 
Lymphocytic Leukemia (R/R CLL) Patients (Pts) 
Following Fixed-Duration Venetoclax-Rituximab 
(VenR) Therapy (Tx) 

Kater AP et al.
ASH 2020;Abstract 125.



MURANO: 5-Year Follow-Up of 
Venetoclax/Rituximab (Ven/R) in R/R CLL

Kater AP et al. ASH 2020;Abstract 125. 

• Median PFS for VenR: 53.6 mo

• 5 year OS rate: 82%

• Of 83 patients with uMRD at end 
of therapy, 38.5% remained 
uMRD

• 25 months was the average time 
from MRD conversion to 
requirement for therapy



Efficacy of Subsequent Novel Targeted Therapies, 
Including Repeated Venetoclax-Rituximab (VenR), in 
Patients with Relapsed/Refractory Chronic 
Lymphocytic Leukemia (R/R CLL) Previously Treated 
with Fixed-Duration VenR in the MURANO Study

Harrup R et al.
ASH 2020;Abstract 3139.



MURANO: TTNT with VenR versus BR

Harrup R et al. ASH 2020;Abstract 3139.



Efficacy of Subsequent Novel Targeted Therapies in Patients 
Treated on the MURANO Trial: Conclusions 

Harrup R et al. ASH 2020;Abstract 3139.





Study Design and Endpoints

Thompson MC et al. ASH 2020;Abstract 3136.



Conclusions

Thompson MC et al. ASH 2020;Abstract 3136.



Zanubrutinib

ARQ-531 (MK-1026) LOXO-305

Overview of BTK Inhibitors in CLL
Irreversible

Reversible

Courtesy of Matthew S Davids, MD, MMSc



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: 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%



BRUIN: Safety

• No DLTs reported and MTD not reached
• 5 (1.5%) discontinued due to treatment-related AEs
• 200 mg QD selected as recommended phase 2 dose

Adverse Events, at All Doses and Patients 
(N=323), n (%)

Treatment-Emergent AEs, (≥10%)a Treatment-Related AEs

Any Grade Grade 1 Grade 2 Grade 3 Any Grade Grade 3/4 

Fatigue 65 (20) 40 (12) 22 (7) 3 (1) 27 (8) 2 (<1)

Diarrhea 55 (17) 45 (14) 10 (3) - 28 (9) -

Contusion 42 (13) 37 (12) 5 (2) - 29 (9) -

AEs of special interest, b,c

Bruising 53 (16) 48 (15) 5 (2) - 37 (12) -

Rash 35 (11) 30 (9) 5 (2) - 18 (6) -

Arthralgia 16 (5) 13 (4) 3 (1) - 5 (2) -

Hemorrhage 15 (5) 10 (3) 4 (1) 1 (<1)d 5 (2) -

Hypertension 15 (5) 2 (<1) 9 (3) 4 (1) 4 (1) -

AFib/Flutter 2 (<1) - 2 (<1)e - - -

Mato AR et al. ASH 2020. Abstract 542. Courtesy of Matthew S Davids, MD, MMSc



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.



TRANSCEND CLL 04: Liso-cel Monotherapy Cohort

Siddiqi T et al. ASH 2020;Abstract 546.

• ORR/CR = 82%/68%
• Median PFS 13 mo and DOR 

50% at 12 mo
• Gr 3 CRS= 9% and NE 22% 

(No Grade 4/5)
• 4 of 6 progressions due to RT



Dissecting the Decision: Investigator Perspectives on 
Key Issues in the Management of Common Cancers

Breast Cancer
Tuesday, April 20, 2021
8:30 AM – 10:00 AM ET

Non-Small Cell Lung Cancer
Tuesday, April 20, 2021
5:00 PM – 6:30 PM ET

Acute Myeloid Leukemia 
Wednesday, April 21, 2021
12:00 PM – 1:00 PM ET 

Colorectal and Gastroesophageal Cancers 
Wednesday, April 21, 2021
4:45 PM – 5:45 PM ET

Prostate Cancer
Thursday, April 22, 2021
8:30 AM – 10:00 AM ET

Hodgkin and Non-Hodgkin Lymphomas
Thursday, April 22, 2021
5:00 PM – 6:30 PM ET

Multiple Myeloma
Tuesday, April 27, 2021
8:30 AM – 10:00 AM ET

Gynecologic Cancers
Tuesday, April 27, 2021
5:00 PM – 6:30 PM ET

Urothelial Bladder Carcinoma
Wednesday, April 28, 2021
12:00 PM – 1:00 PM ET

Chronic Lymphocytic Lymphoma 
Thursday, April 29, 2021
8:30 AM – 10:00 AM ET

Chimeric Antigen Receptor T-Cell Therapy
Thursday, April 29, 2021
5:00 PM – 6:30 PM ET

A Complimentary NCPD Live Webinar Series Hosted in Conjunction with the 46th Annual ONS Congress



Thank you for joining us!

CME and MOC credit information will be emailed 
to each participant within 5 business days.


