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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.



Upcoming Webinars

Meet The Professor: 
Management of Ovarian Cancer

Thursday, October 15, 2020
12:00 PM – 1:00 PM ET

Moderator
Neil Love, MD

Faculty
Kathleen Moore, MD

Addressing Current Questions and 
Controversies in the Management 
of Non-Small Cell Lung Cancer 
with an EGFR Mutation

Friday, October 16, 2020
11:00 AM – 12:00 PM ET

Moderator
Neil Love, MD

Faculty
Roy S Herbst, MD, PhD
Suresh S Ramalingam, MD
Helena Yu, MD



Upcoming Webinars

Optimizing the Role of Radiation 
Oncologists and Other 
Multidisciplinary Team Members in 
the Management of Locally Advanced 
Non-Small Cell Lung Cancer

Tuesday, October 20, 2020
5:00 PM – 6:00 PM ET

Moderator
Neil Love, MD

Faculty
Walter J Curran Jr, MD
Camille Usher, MS, APRN, NP-C

Meet The Professor: 
Management of Multiple 
Myeloma

Thursday, October 22, 2020
12:00 PM – 1:00 PM ET

Moderator
Neil Love, MD

Faculty
Krina K Patel, MD, MSc



Upcoming Webinars

Current Concepts and Recent 
Advances in Oncology: 
A Daylong Clinical Summit 
Hosted in Partnership with 
Florida Cancer Specialists

Saturday, October 24, 2020
8:30 AM – 4:30 PM ET

Moderator
Neil Love, MD



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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Meet The Professor with Dr Pagel

MODULE 1: Cases from Drs Chen and Matt-Amaral

• Dr Matt-Amaral: A 65-year-old woman with CLL and response to ibrutinib but plateau in absolute 
lymphocyte count

• Questions and Comments: Preference of ibrutinib, acalabrutinib or venetoclax

• Dr Chen: A 66-year-old woman with newly diagnosed CLL receives acalabrutinib

• Dr Chen: An 89-year-old woman with CLL develops congestive heart failure on ibrutinib

• Dr Matt-Amaral: A 77-year-old man with CLL and significant lymphadenopathy and splenomegaly

• Dr Chen: A 75-year-old woman with recurrent CLL after obinutuzumab/chlorambucil

MODULE 2: CLL Journal Club with Dr Pagel

MODULE 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets



Case Presentation – Dr Matt-Amaral: A 65-year-old 
woman with CLL and response to ibrutinib but 
plateau in absolute lymphocyte count (ALC)

• Presented after routine visit to PCP; asymptomatic with some lymphadenopathy in the neck
- WBC 111.8; ALC 103K
- Bone marrow biopsy: Trisomy 12 with 90-95% involvement

• April 2019: Ibrutinib initiated 

• Most recent labwork: WBC 181.8; ALC 177.07

• Patient remains asymptomatic; lymphadenopathy has disappeared and anemia has resolved

Questions

• As long as the patient is still responding and her white blood cell count is dropping, would you 
consider continuing her on ibrutinib, or would you consider switching to another agent because 
there may be resistance of some kind?

Dr Laurie Matt-Amaral



Questions and Comments: Preference of ibrutinib, acalabrutinib 
or venetoclax

Dr Laurie Matt-Amaral



Case Presentation – Dr Chen: A 66-year-old woman 
with newly diagnosed CLL receives acalabrutinib

• March 2012: Diagnosed with CLL → 1 cycle of FCR → switched to BR x 5 cycles due                               
to FCR side effects 

• 2020: Patient presents with new lymphadenopathy in neck and is experiencing night sweats
- PET/CT: Recurrent CLL with hypermetabolic lymphadenopathy seen in the neck, chest, 

abdomen, and pelvis 
- Bone marrow biopsy: CLL/FL
- FISH: Trisomy 12

• Acalabrutinib therapy initiated

Questions
• How do you select the best treatment for a patient such as this with higher-risk CLL? If this patient 

had presented today instead of in 2012, would the best initial treatment still be FCR?
• What is the role of MRD testing?

Dr Gigi Chen



Case Presentation – Dr Chen: An 89-year-old 
woman with CLL develops congestive heart failure 
(CHF) on ibrutinib

• 2010: Diagnosed with CLL with normal cytogenetics 
- Single agent rituximab administered

• Patient has now been on ibrutinib therapy for some time and was more recently hospitalized 
for CHF, atrial fibrillation → anti-coagulation therapy initiated

• Patient also has chronic kidney disease, creatinine clearance 30-40 mL/min
• CLL has been under control with no new lymphadenopathy and patient desires to continue 

treatment

Questions
• What would be the best treatment option for this patient? Is venetoclax an option?
• How would you initiate venetoclax in this patient with significant comorbidities if she were to 

develop symptomatic disease with lymphadenopathy?

Dr Gigi Chen



Case Presentation – Dr Matt-Amaral: A 77-year-old 
man with CLL and significant lymphadenopathy and 
splenomegaly

• 2014: Initial diagnosis of Rai 0 Stage II CLL → observation

• 2020: Presents with pneumonia-type symptoms and WBC > 500K
- RAI 3, Stage IV with elevated ALC, lymphadenopathy, splenomegaly, and anemia
- FISH: del(11q)

• Allopurinol/hydroxyurea → rituximab weekly x 3 while waiting for insurance approval for ibrutinib

• Ibrutinib initiated

Questions

• Would you have initiated treatment with hydroxyurea in this patient who was asymptomatic, or 
approached the patient differently? What would be other ideal therapies for him given that he 
seems to be responding to ibrutinib?

• Do you agree with using rituximab for a short period of time to get a reduction in his ALC, 
or would you prefer to wait for the oral agent? 

Dr Laurie Matt-Amaral



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



PFS (A) and OS (B) Stratified by Venetoclax Monotherapy and 
Venetoclax with Anti-CD20 Therapy for R/R CLL

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



Case Presentation – Dr Chen: A 75-year-old woman 
with recurrent CLL after obinutuzumab/ chlorambucil

• 2010: Diagnosed with CLL → observation
• December 2016: Presents with weight loss, massive splenomegaly, increased lymphadenopathy
• Ibrutinib initiated but later discontinued due to patient development of severe constipation, 

nausea and vomiting requiring hospitalization
• Enrollment on INFORM clinical trial → obinutuzumab/chlorambucil → chlorambucil held due to 

cytopenia → obinutuzumab x 6 cycles
• July 2019: Admitted due to autoimmune hemolytic anemia with Hb 4.1 g/dL

- Blood transfusion → rituximab
• 2020: Recurrence of lymphadenopathy and splenomegaly

Questions
• If you were to consider venetoclax now for this patient, would you consider it with obinutuzumab

or a different agent, given that she has progressed on obinutuzumab previously?

Dr Gigi Chen



Meet The Professor with Dr Pagel
MODULE 1: Cases from Drs Chen and Matt-Amaral

MODULE 2: CLL Journal Club with Dr Pagel
• Toxicities and outcomes with acalabrutinib for treatment-naïve and relapsed/refractory (R/R) CLL
• First-in-human, proof-of-concept Phase I trial of LOXO-305 for pretreated B-cell cancers 
• Ongoing results of a Phase IB/II dose-escalation and cohort-expansion study of vecabrutinib
• Tumor lysis, adverse events and dose adjustments with venetoclax in routine clinical practice
• Efficacy and safety of venetoclax in elderly patients with R/R CLL
• Comparative analysis of targeted novel agents for R/R CLL
• Efficacy of therapies after venetoclax
• Venetoclax alone or combined with anti-CD20 therapy for R/R CLL
• Future of PI3K inhibitors in CLL
• GIMEMA trial: Efficacy of BR for untreated CLL — Indirect comparison to ibrutinib in a real-world setting
• Pembrolizumab for R/R Richter syndrome
• COVID-19: Respiratory failure, use of convalescent plasma and outcomes and management of CLL

MODULE 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets



Toxicities and Outcomes of Acalabrutinib-
Treated Patients with Chronic Lymphocytic 
Leukemia: A Retrospective Analysis of Real
World Patients

Yazdy MS et al.
ASH 2019;Abstract 4311.



Blood Adv 2019;3(9):1553-62 



Acalabrutinib in Treatment-Naïve Chronic 
Lymphocytic Leukemia: Mature Results
from Phase II Study Demonstrating Durable 
Remissions and Long-Term Tolerability

Byrd JC et al.
ASCO 2020;Abstract 8024.



Blood 2020;135(15):1204-13 



Investigator-Assessed Best Response to Acalabrutinib

Byrd JC,  et al. Blood 2020;135(15):1204-13.  



Results from a First-in-Human, Proof-of-Concept 
Phase 1 Trial in Pretreated B-Cell Malignancies 
for Loxo-305, a Next-Generation, Highly 
Selective, Non-Covalent BTK Inhibitor

Mato AR et al.
ASH 2019;Abstract 501.



Ongoing Results of a Phase 1B/2 Dose-
Escalation and Cohort-Expansion Study of the 
Selective, Noncovalent, Reversible Bruton’s
Tyrosine Kinase Inhibitor, Vecabrutinib, in B-Cell
Malignancies

Allan JN et al.
ASH 2019;Abstract 3041.



Vecabrutinib’s BTK Domain Interaction 
Differentiated from Ibrutinib

Allan JN et al. ASH 2019;Abstract 3041.



Clin Cancer Res 2019;25(14):4264-70 



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



Haematologica 2020;[Online ahead of print] 



Survival Outcomes for Patients with Relapsed, Refractory CLL 
According to First Novel Agent Received

Eyre TA et al. Haematologica 2020;[Online ahead of print]. 

Progression-free survival 
according to novel targeted agent

Overall survival 
according to novel targeted agent



Efficacy of Therapies Following Venetoclax 
Discontinuation in CLL: Focus on B-Cell Receptor 
Signal Transduction Inhibitors and Cellular 
Therapies

Mato AR et al.
ASH 2019;Abstract 502.





Cancer Med 2020;[Online ahead of print] 



Armand P et al. Br J Haematol 2020;190(2):e117-20 



ASAIO J 2020;66(6):603-6 



Blood 2020;136(6):759-62 



Koffman B et al. Am J Hematol 2020;95(8):E199-203 



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
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?  

Acalabrutinib

FCR 

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab
or BR 

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

FCR 

FCR 

Ibrutinib or FCR 

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

FCR 



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

Acalabrutinib

Venetoclax + obinutuzumab

Obinutuzumab

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib 

Ibrutinib 

Venetoclax + obinutuzumab

Acalabrutinib or venetoclax + 
obinutuzumab

Venetoclax + 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? 

Acalabrutinib

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Ibrutinib 

Venetoclax + obinutuzumab

Acalabrutinib

Acalabrutinib or venetoclax + 
obinutuzumab

Venetoclax + obinutuzumab



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

Acalabrutinib

Acalabrutinib

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib 

Ibrutinib 

Acalabrutinib

Acalabrutinib or venetoclax + 
obinutuzumab

Acalabrutinib



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

Acalabrutinib

Acalabrutinib + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib 

Venetoclax + obinutuzumab

Acalabrutinib

Acalabrutinib

Acalabrutinib



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

Acalabrutinib

Acalabrutinib

Acalabrutinib + obinutuzumab

Acalabrutinib

Acalabrutinib

Ibrutinib 

Ibrutinib 

Venetoclax + obinutuzumab

Acalabrutinib

Ibrutnib

Acalabrutinib



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 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 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Continue 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 achieved undetectable MRD 
status after 1 year of treatment? 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 



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

Venetoclax + rituximab

Venetoclax + rituximab

Venetoclax + rituximab

Venetoclax + obinutuzumab

Venetoclax + rituximab

Venetoclax + rituximab

Venetoclax + obinutuzumab

Venetoclax + rituximab

Venetoclax + rituximab

Venetoclax + rituximab



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? 

Acalabrutinib

Venetoclax + rituximab

Acalabrutinib

Acalabrutinib

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib

Ibrutinib

Acalabrutinib

Ibrutinib

Venetoclax + rituximab



A 60-year-old patient with CLL, an absolute lymphocyte count of 20,000
and several involved lymph nodes that are smaller than 2 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?

Encourage oral hydration 
and allopurinol 

IV hydration and allopurinol 

Encourage oral hydration 
and allopurinol 

Encourage oral hydration 
and allopurinol 

IV hydration and allopurinol 

Encourage oral hydration 
and allopurinol 

Encourage oral hydration
and allopurinol 

Encourage oral hydration 
and allopurinol 

Give the obinutuzumab first to debulk, 
then after 1 month can start as outpatient 

with hydration and allopurinol 

Encourage oral hydration 
and allopurinol 

Encourage oral hydration
and allopurinol 



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 

Admit to hospital 

Debulk with obinutuzumab

Admit to hospital 

IV hydration and allopurinol 

Admit to hospital 

Obinutuzumab for 1 month to 
lower patient risk, then outpatient 

hydration and allopurinol 

Admit to hospital 

Admit to hospital 



For your patients with CLL whom you admit to the hospital to 
receive venetoclax, for how long do you typically admit them? 

1 day 

2-3 days 

2 days 

2 days (<48 hours) 

2 days 

8 days 

2 days or rapid escalation 
to full dose over 5 days 

1- 2 days 

2 days 

2 nights for each dose 
escalation 

2 days 
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CAPTIVATE MRD Cohort: Study Design

Siddiqi S et al. EHA 2020;Abstract S158. 

MRD-guided randomization

Results presented for prerandomization phase of the MRD cohort (n = 164) with 12 cycles of 
ibrutinib + venetoclax prior to MRD-guided randomization

Ibrutinib + venetoclax
Ibrutinib 420 mg once daily +

venetoclax ramp-up to 400 mg
once daily
(12 cycles)

Ibrutinib lead-in
Ibrutinib 420 mg

once daily
(3 cycles)

Patients (N = 164)
• Previously untreated 

CLL/SLL
• Active disease 

requiring treatment 
per iwCLL criteria

• Age <70 years
• ECOG PS 0-1

Confirmed uMRD
Randomize 1:1 (double-blind) 

Ibrutinib

Placebo

Ibrutinib

Ibrutinib + venetoclax

uMRD not confirmed 
Randomize 1:1 (open-label) 

uMRD = undetectable minimal residual disease



CAPTIVATE MRD Cohort: 3 Cycles of Ibrutinib Lead-In

Siddiqi S et al. EHA 2020;Abstract S158. 

Three cycles of ibrutinib lead-in reduces TLS risk and indication for hospitalization

Reductions in lymph node burden after lead-in
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CAPTIVATE MRD Cohort: Undetectable MRD Rate

• Rates of undetectable MRD in peripheral blood and bone marrow were highly 
concordant at Cycle 16 (91%)

• In the all-treated population (N = 164), undetectable MRD was achieved in 75% 
of patients in peripheral blood and in 68% of patients in bone marrow with up 
to 12 cycles of combination ibrutinib/venetoclax

Siddiqi S et al. EHA 2020;Abstract S158. 

Peripheral
blood

n = 163
Bone marrow

n = 155

Best response of undetectable MRD in evaluable patients
(95% CI)

75%
(68-82)

72%
(64-79)



CAPTIVATE MRD Cohort: Undetectable MRD in Patients with CR/PR

Siddiqi S et al. EHA 2020;Abstract S158. 

Best overall response
(up to Cycle 16)

CR
n = 84

PR
n = 75

ORR (CR + PR)
n = 159

Undetectable MRD in PB, n (%) 71 (85) 52 (69) 123 (77)

Undetectable MRD in BM, n (%) 67 (80) 44 (59) 111 (70)

At 15 months, 98% of patients were progression free with no deaths

Best overall response (N = 164)

ORR 97%
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CAPTIVATE MRD Cohort: Summary of Grade 3 and 4 AEs of Interest

Siddiqi S et al. EHA 2020;Abstract S158. 

AEs, n (%)

Ibrutinib lead-in
(3 cycles)
N = 164

Ibrutinib + venetoclax combination
(12 cycles)

N = 159

Overall
(15 cycles)

N = 164

Grade 3 Grade 4 Grade 3 Grade 4 Grade 3-4

Atrial fibrillation 2 (1) 0 1 (1) 0 3 (2)

Major hemorrhage 0 0 1 (1) 0 1 (1)

Infections 4 (2) 0 10 (6) 0 14 (9)

Neutropenia 4 (2) 7 (4) 27 (17) 26 (16) 58 (35)

Febrile neutropenia 1 (1) 0 2 (1) 0 3 (2)

Laboratory TLS 0 0 2 (1) 0 2 (1)

• Low rates of Grade 3 atrial fibrillation, major hemorrhage, infections, febrile neutropenia and laboratory TLS 
(no Grade 4 event)

• No patients developed clinical TLS
– Laboratory TLS reported as AE in 3 patients (only 1 met Howard criteria)

• No fatal AEs



Ongoing Phase III EA9161 Trial Schema

Stratifications
Age: <65 yr vs ≥ 65 yr and <70 yr
PS: 0, 1, vs 2
Stage: 0, 1, or 2 vs 3, 4
Del11q22.3 vs others

R
a
n
d
o
m
i
z
e

Arm A
Ibrutinib: Cycles 1-19:d1-28 420mg PO daily 
Obinutuzumab: C1 : D1:100 mg IV, D2:900 mg IV, 
D8: 1000 mg IV, D15: 1000 mg IV; C2-6: D1 1000 mg IV 
Venetoclax: C3 D1-7 20mg PO daily D8-14 50mg PO 
daily D15-21 100mg PO daily; D22-28 200 mg PO daily; 
C4-14: D1-28 400mg PO daily

Arm B
Ibrutinib: Cycles 1-19+:d1-28 420mg PO daily 
Obinutuzumab: C1 : D1:100 mg IV, D2:900 mg IV, 
D8: 1000 mg IV, D15: 1000 
mg IV; C2-6: D1 1000 mg IV 

Courtesy of Brad Kahl, MD



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: Investigator-Assessed Progression-Free Survival 

Fischer K et al. N Engl J Med 2019;380(23):2225-36. 

Endpoint
Ven-obin
(n = 216)

Chlor-obin
(n = 216) HR p-value

PFS events 30 77 0.35 <0.001

24-mo PFS 88.2% 64.1% — —

Months to event
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Venetoclax-obinutuzumab

Chlorambucil-obinutuzumab



Al-Sawaf O et al. ASCO 2020;Abstract 8027.

CLL14: PFS by IGHV and TP53 Mutation Status

IGHV Mutation TP53 Mutation



CLL14: Minimal Residual Disease 3 Months 
After Treatment

MRD 3 months after 
treatment

MRD-negative MRD responders

Veneto/obin
(N = 216)

Chloram/obin
(N = 216)

Veneto/obin
(N = 216)

Chloram/obin
(N = 216)

MRD in bone marrow 56.9% 17.1% 33.8% 10.6%

Odds ratio, p-value OR 6.4, p < 0.0001 OR 4.3, p < 0.0001

MRD in peripheral blood 75.7% 35.2% 42.1% 14.4%

Odds ratio, p-value OR 5.7, p < 0.0001 OR 4.3, p < 0.0001

Fischer K et al. N Engl J Med 2019;380(23):2225-36. 



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

Fischer K et al. ASH 2019;Abstract 36. 

Further landmark analysis of PFS by MRD status showed that undetectable MRD 
translated into improved PFS regardless of the clinical response status at end of 
therapy. 

Time since end of treatment (months)
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ClbG MRD(-) (N = 76)
ClbG MRD(+) (N = 106)
ClbG MRD Unknown (N = 34)
VenG MRD(-) (N = 163)
VenG MRD(+) (N = 24)
VenG MRD Unknown (N = 29)
Censored



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.
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Acala NR (34.2–NE) 0.20 <0.0001
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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



ECOG-ACRIN E1912 Extended Follow-Up: 
PFS by IGHV Mutation Status

• On subgroup analysis by IGHV mutation status, IR was superior to FCR for CLL with 
no IGHV mutation (HR = 0.28; p < 0.0001). 

• With current follow-up the difference between IR and FCR is not significant for CLL 
with IGHV mutation (HR = 0.42; p = 0.086). 

IGHV mutation No IGHV mutation

Shanafelt TD et al. ASH 2019;Abstract 33.
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HR = 0.42
p = 0.086
3-year rates: 88%, 82%

FCR (8 events/44 cases)
IR (10 events/70 cases)

Number at risk

HR = 0.28
p < 0.0001
3-year rates: 89%, 65%

FCR (29 events/71 cases)
IR (36 events/210 cases)

Number at risk
Years

Pr
ob

ab
ili

ty



What are your thoughts about the video clips of oncologists 
presenting cases that we are using in these webinars?

1. Better to skip it
2. Useful but do less of it
3. Leave it the way it currently is
4. There should be more
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Thank you for joining us!

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


