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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

Monday, November 23, 2020
12:00 PM – 1:00 PM ET

Moderator
Neil Love, MD

Faculty
Deborah K Armstrong, MD

Year in Review: Clinical Investigators 
Provide Perspectives on the Most 
Relevant New Publications, Data Sets 
and Advances in Oncology
Prostate Cancer

Tuesday, December 1, 2020
5:00 PM – 6:00 PM ET

Moderator
Neil Love, MD

Faculty
Emmanuel S Antonarakis, MD
Andrew J Armstrong, MD, ScM



Upcoming Webinars

Consensus or Controversy? 
Investigators Discuss Clinical 
Practice Patterns and Available 
Research Data Guiding the 
Management of Hematologic Cancers
A 4-Part Friday Satellite Symposia Live Webinar 
Series Preceding the 62nd ASH Annual Meeting

Friday, December 4, 2020

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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Year in Review: Clinical Investigators Provide 
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Consensus or Controversy? Investigators Discuss 
Clinical Practice Patterns and Available Research 

Data Guiding the Management of Hematologic Cancers
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the 62nd ASH Annual Meeting
Friday, December 4, 2020
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Meet The Professor with Prof Gribben

MODULE 1: Cases from Drs Peswani and Rogers

• Dr Peswani: A 60-year-old man (30 pack-year smoking history) with CLL and non-small cell lung cancer 

• Dr Rogers: A 71-year-old man with high-risk, relapsed/refractory CLL – del(17p), no IGHV mutation – Part 1

• Dr Rogers: A 71-year-old man with high-risk, relapsed/refractory CLL – del(17p), no IGHV mutation – Part 2

• Dr Peswani: A 52-year-old woman with CLL – IGHV mutation

• Dr Peswani: A 63-year-old man with CLL and ZAP70+, IGHV mutation – Primary refractory to ibrutinib – Part 1

• Dr Peswani: A 63-year-old man with CLL and ZAP70+, IGHV mutation – Primary refractory to ibrutinib – Part 2

MODULE 2: CLL Journal Club with Prof Gribben

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

MODULE 4: Key Recent Data Sets



Case Presentation – Dr Peswani: A 60-year-old man 
(30 pack-year smoking history) with CLL and 
non-small cell lung cancer 

• Diagnosed with CLL, del(13q), IGHV mutated (ALC 8,000)
• Observation x 3 months à New rash, anemia, thrombocytopenia

- CT: Extensive adenopathy, including hilar and mediastinal LNs, right lung infiltrate
- Bronchoscopy: CLL

• Ibrutinib à (ALC 4,500), with response in lymphadenopathy except hilar and mediastinal 
nodes

• 3 months later: Scan and biopsy of RLL nodule: NSCLC, PD-L1 100%
Questions
• Could this patient be treated with pembrolizumab in order to control his NSCLC along 

with his CLL?

Dr Namrata Peswani



Case Presentation – Dr Rogers: A 71-year-old man 
with high-risk, relapsed/refractory CLL – del(17p), 
no IGHV mutation – Part 1

• 2008: Diagnosed with CLL after donating platelets, but no enlarged lymph nodes; 
Asymptomatic à Observation

• 2009: Bulky lymph nodes à FCR x 6

• 2012: Bedamustine/rituximab à relapsed <6 months later à Sent to referral center

• Cytogenetics: FISH del(17p), normal karyotype, IGHV unmutated

Dr Kerry Rogers



Case Presentation – Dr Rogers: A 71-year-old man 
with high-risk, relapsed/refractory CLL – del(17p), 
no IGHV mutation – Part 2

• 2008: Diagnosed with CLL after donating platelets, but no enlarged lymph nodes; 
Asymptomatic à Observation

• 2009: Bulky lymph nodes à FCR x 6

• 2012: Bedamustine/rituximab à relapsed <6 months later à Sent to referral center

• Cytogenetics: FISH del(17p), normal karyotype, IGHV unmutated

• Dinaciclib/ofatumumab on clinical trial

• 2015: Enlarged lymph nodes, cytogenetics unchanged 

• Acalabrutinib on clinical trial

- 5/2017: BTK C481S noted on testing, VAF 0.4%

- 2/2018: Small enlarged lymph nodes, BTK C481S VAF 87%

• 2020: Venetoclax ongoing, BTK C481S VAF 0%

Questions

• What clinical testing for ibrutinib resistance mutations are you doing in your practice? 

Dr Kerry Rogers



Case Presentation – Dr Peswani: A 52-year-old 
woman with CLL – IGHV mutation

• Diagnosed with CLL, del(13q), IGHV mutated

• ALC 15,000 and palpable, small cervical LAD, mild anemia (Hgb: 11), Platelets: 130,000

• Observation x 6 months à 50% increase in ALC, rapid increase in adenopathy, 
Hgb<10, Platelets: 80,000

• Offered ibrutinib but patient declines long-term medication

• FCR x 6 months, with CR, but patient is now anxious about not receiving any medication 
and requests ibrutinib

Questions

• Is there any role for maintenance therapy after chemoimmunotherapy?

Dr Namrata Peswani



Case Presentation – Dr Peswani: A 63-year-old man 
with CLL and ZAP70+, IGHV mutation – Primary 
refractory to ibrutinib – Part 1

• 6/2019: Bilateral lower extremity edema, scrotal edema, extensive bulky 
retroperitoneal lymphadenopathy (17-cm), lymphocyte count: 10,000

• Biopsy: CLL/SLL, trisomy 12, deletion 11q, ZAP70-positive, IGHV mutated
• 9/2019: Ibrutinib 420 mg, with improvement in edema and initial decrease in 

leukocytosis
- Rash, eye changes, nail changes, hypertension, AV block

• Second opinion due to plateau of symptoms, “not feeling well” on ibrutinib
• 7/2020: Bulky retroperitoneal LAD (16-cm), normal WBC/ALC, Hgb 10, 

platelets 80,000

Dr Namrata Peswani



Case Presentation – Dr Peswani: A 63-year-old man 
with CLL and ZAP70+, IGHV mutation – Primary 
refractory to ibrutinib – Part 2

• 6/2019: Bilateral lower extremity edema, scrotal edema, extensive bulky 
retroperitoneal lymphadenopathy (17-cm), lymphocyte count: 10,000

• Biopsy: CLL/SLL, trisomy 12, deletion 11q, ZAP70-positive, IGHV mutated

• 9/2019: Ibrutinib 420 mg, with improvement in edema and initial decrease in leukocytosis

• Second opinion due to plateau of symptoms, “not feeling well” on ibrutinib

- Rash, eye changes, nail changes, hypertension

• 7/2020: Bulky retroperitoneal LAD (16-cm), normal WBC/ALC, Hgb 10, platelets 80,000

• HTN, AV block, nasal lesion, skin rash and nail changes since starting ibrutinib

• Discussed switching to venetoclax/rituximab, but patient is reluctant

Questions

• What are your thoughts about reducing the dose of ibrutinib to better manage side effects?

• What are your thoughts about switching therapy to acalabrutinib?

Dr Namrata Peswani



Meet The Professor with Prof Gribben
MODULE 1: Cases from Drs Peswani and Rogers
MODULE 2: CLL Journal Club with Prof Gribben
• Clinical outcomes of COVID-19 in patients with hematologic cancers 
• Effect of ibrutinib on obinutuzumab-induced cytokine secretion
• Assessment and practical management of venetoclax-associated tumor lysis syndrome (TLS)
• CLARITY trial: Ibrutinib/venetoclax
• Umbralisib with ublituximab for CLL
• EHA position paper on personalized treatment for hematologic diseases
• Bone marrow niches in hematologic cancers
• iLLUMINATE trial: Ibrutinib/obinutuzumab
• Minimal residual disease response after obinutuzumab/bendamustine in the GADOLIN trial
• Ibrutinib versus chlorambucil/obinutuzumab in previously untreated CLL
• GALLIUM trial: Obinutuzumab/chemotherapy versus rituximab/chemotherapy
• Measuring clinical benefit of treatments
• Do we need to analyze everything at CLL diagnosis?
• Biosimilar agents in hematology
• Growth dynamics in naturally progressing CLL
MODULE 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios
MODULE 4: Key Recent Data Sets



Aries J et al. Br J Haematol 2020;190(2):e64-7. 



Ibrutinib Decreases Obinutuzumab-Induced 
Secretion of Cytokines Associated with Infusion-
Related Reactions in Patients with CLL: Analysis 
from the Illuminate Study 

Greil R et al.
ICML 2019;Abstract 163.



Br J Haematol 2020;188(6):844-51 



Predose Initiation for Venetoclax

Gribben JG. Br J Haematol 2020;188(6):844-51.



Venetoclax 5-Week Dose Titration Schedule

Gribben JG. Br J Haematol 2020;188(6):844-51.



J Clin Oncol 2019 Oct 20;37(30):2722-2729 



Continued Long Term Responses to Ibrutinib + 
Venetoclax Treatment for Relapsed/Refractory 
CLL in the Blood Cancer UK TAP Clarity Trial  

Hillmen P et al.
ASH 2019;Abstract 124.



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.



Hemasphere 2020;4(5):e474 



Nat Rev Cancer 2020;20(5):285-98 



Features of Anatomically Defined Hematopoietic Stem Cell 
Niches in Mouse Bone Marrow

Méndez-Ferrer S et al. Nat Rev Cancer 2020;20(5):285-98. 



Bone Marrow Niche Remodeling Favors Disease Progression in 
Hematologic Cancer

Méndez-Ferrer S et al. Nat Rev Cancer 2020;20(5):285-98. 



Contributions of the Bone Marrow Niche to Survival and 
Chemoresistance of Malignant Hematopoietic Cells

Méndez-Ferrer S et al. Nat Rev Cancer 2020;20(5):285-98. 



Lancet Oncol 2019;20(1):43-56



Best Overall Response: Ibrutinib and Obinutuzumab versus 
Chlorambucil and Obinutuzumab

IRC Assessed Investigator Assessed

Moreno C et al. Lancet Oncol 2019;20(1):43-56.





Assessment of Tumor Lysis Syndrome in 
Patients with Chronic Lymphocytic Leukemia 
Treated with Venetoclax in the Clinical Trial and 
Post-Marketing Settings 

Seymour JF et al.
ASH 2020;Abstract 2231.



Tedeschi A et al. Haematologica 2020 Apr;105(4):e164-e168 



Comparison of Efficacy and Safety with 
Obinutuzumab plus Chemotherapy versus
Rituximab plus Chemotherapy in Patients with 
Previously Untreated Follicular Lymphoma: 
Updated Results from the Phase III Gallium 
Study

Townsend W et al.
ASCO 2020;Abstract 8023.



Hemasphere 2020;4(2):e354 



Br J Haematol 2020 May;189(4):603-604 



Hemasphere 2019;3(6):e323 
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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 

FCR 

Ibrutinib or FCR 

Venetoclax + obinutuzumabFCR

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

Venetoclax + obinutuzumab

Ibrutinib 

Venetoclax + obinutuzumab

Acalabrutinib or venetoclax + 
obinutuzumab

Acalabrutinib + obinutuzumabVenetoclax + 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

Venetoclax + obinutuzumab

Acalabrutinib

Acalabrutinib or venetoclax + 
obinutuzumab

Venetoclax + obinutuzumabIbrutinib



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 

Acalabrutinib

Ibrutinib 

Acalabrutinib

Acalabrutinib or venetoclax + 
obinutuzumab

Acalabrutinib + obinutuzumabIbrutinib



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 

Acalabrutinib

Venetoclax + obinutuzumab

Acalabrutinib

Acalabrutinib

Acalabrutinib + obinutuzumabIbrutinib



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 

Acalabrutinib

Venetoclax + obinutuzumab

Acalabrutinib

Ibrutnib

Acalabrutinib + obinutuzumabIbrutinib



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 

Continue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Continue treatmentDiscontinue 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 

Discontinue treatmentDiscontinue 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 + rituximab

Venetoclax + obinutuzumab

Venetoclax + rituximab

Venetoclax + rituximab

Ibrutinib + obinutzumab OR 
venetoclax + obinutuzumab

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

Venetoclax + rituximab

Ibrutinib

Acalabrutinib

Ibrutinib

Acalabrutinib + obinutuzumabIbrutinib



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 

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 

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 

Admit to hospital 

Obinutuzumab for 1 month to 
lower patient risk, then outpatient 

hydration and allopurinol 

Admit to hospital 

Admit to hospitalIV hydration and allopurinol



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 

2 days 

1- 2 days 

2 days 

2 nights for each dose 
escalation 

1-2 days each week during 
early ramp-up

1 day



Meet The Professor with Prof Gribben
MODULE 1: Cases from Drs Peswani and Rogers
MODULE 2: CLL Journal Club with Prof Gribben
• Clinical outcomes of COVID-19 in patients with hematologic cancers 
• Effect of ibrutinib on obinutuzumab-induced cytokine secretion
• Assessment and practical management of venetoclax-associated tumor lysis syndrome (TLS)
• CLARITY trial: Ibrutinib/venetoclax
• Umbralisib with ublituximab for CLL
• EHA position paper on personalized treatment for hematologic diseases
• Bone marrow niches in hematologic cancers
• iLLUMINATE trial: Ibrutinib/obinutuzumab
• Minimal residual disease response after obinutuzumab/bendamustine in the GADOLIN trial
• Ibrutinib versus chlorambucil/obinutuzumab in previously untreated CLL
• GALLIUM trial: Obinutuzumab/chemotherapy versus rituximab/chemotherapy
• Measuring clinical benefit of treatments
• Do we need to analyze everything at CLL diagnosis?
• Biosimilar agents in hematology
• Growth dynamics in naturally progressing CLL
MODULE 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios
MODULE 4: Key Recent Data Sets



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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Baseline After ibrutinib
lead-in
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<25 x 109/L

Missing

76

24

65

35



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 + 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



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
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Meet The Professor
Management of Lung Cancer

Wednesday, October 28, 2020
12:00 PM – 1:00 PM ET

Professor Solange Peters, MD, PhD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

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


