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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.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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Year in Review: Clinical Investigator Perspectives on the 
Most Relevant New Datasets and Advances in Oncology
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Save The Date

A Multitumor CME/MOC-, NCPD- and ACPE-Accredited 
Educational Conference Developed in Partnership with 

Florida Cancer Specialists & Research Institute

Friday to Sunday, February 28 to March 2, 2025
Fontainebleau Hotel, Miami Beach, Florida

Moderated by Neil Love, MD



Thank you for joining us!

Information on how to obtain CME and ABIM MOC 
credit will be provided at the conclusion of the activity 
in the Zoom chat room. Attendees will also receive an 
email in 1 to 3 business days with these instructions.
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Module 5: CLL and COVID-19 Vaccinations; Role of MRD Testing; 
Anti-CD20 Antibodies

Module 6: Transformed CLL
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Case Presentation: 46-year-old African American man with 
progressive lymphadenopathy in the neck is diagnosed 
with CLL/SLL (trisomy 12, SF3B1 mutation)

Dr Erik Rupard (St George, Utah)

FPO





Evolving Front-Line Management of CLL

Rogers KA, Woyach JA. Hematology Am Soc Hematol Educ Program 2024;2024(1):467-73.



2023;388(19):1812-3.



ASH 2024;Abstract 1009 



AMPLIFY: An Ongoing Phase III Trial of Fixed-Duration Acalabrutinib 
and Venetoclax with or without Obinutuzumab for Previously 
Untreated CLL without Del(17p) or TP53 Mutation

Brown JR et al. ASH 2024;Abstract 1009.



AMPLIFY Primary Endpoint: IRC-Assessed Progression-Free Survival

Brown JR et al. ASH 2024;Abstract 1009.



AMPLIFY: Progression-Free Survival (PFS) in 
IGHV-Unmutated Subgroup

Brown JR et al. ASH 2024;Abstract 1009.

• Median PFS was not reached in all 3 treatment arms in the IGHV-mutated subgroup



AMPLIFY: Undetectable Measurable Residual Disease (uMRD) 
Rates (Flow Cytometry [<10-4] in Peripheral Blood)

Brown JR et al. ASH 2024;Abstract 1009.



AMPLIFY: Overall Survival

Brown JR et al. ASH 2024;Abstract 1009.



AMPLIFY: Adverse Events of Special Interest

Brown JR et al. ASH 2024;Abstract 1009.



Phase II Study of Acalabrutinib/Venetoclax/Obinutuzumab (AVO) for 
Patients with Previously Untreated CLL Enriched for High-Risk Disease

Davids MS et al. ASH 2024;Abstract 1865.

• 72 patients with treatment-naïve CLL, including those with TP53 aberration (n = 45) received AVO

• Primary endpoint: Rate of complete response with bone marrow undetectable measurable residual 
disease at start of cycle 16
• Overall population: 42%
• Patients with TP53 aberration: 42%

• 4-year survival rates for patients without TP53 aberration:
• 4-year PFS 96%
• 4-year OS 100%

• 4-year survival rates for patients with TP53 aberration:
• 4-year PFS 70%
• 4-year OS 88%

• Serious adverse events were reported in 28% of patients



Prospective Randomized Phase 2 Study of 
Acalabrutinib + Obinutuzumab or Venetoclax in 
Previously Untreated CLL

Kittai AS et al.
ASH 2024;Abstract 4634.1.



Abstract S160



Ma S et al. EHA 2024;Abstract S160.

SEQUOIA Arm D: Response with Zanubrutinib and Venetoclax for 
Patients with Treatment-Naïve High-Risk CLL with Del(17p) 
and/or TP53 Mutation

Overall response rate
100%





First-Line Pirtobrutinib, Venetoclax and Obinutuzumab: MRD 
at Serial Time Points in Blood and Bone Marrow

Jain N et al. ASH 2024;Abstract 1011.



ASH 2024;Abstract 1012 



BGB-11417-101: First-Line Sonrotoclax with Zanubrutinib — 
Antitumor Activity

Soumerai JD et al. ASH 2024;Abstract 1012.

SD = stable disease; PR = partial response; CR = complete response; CRi = complete response with incomplete count recovery



CELESTIAL-TNCLL: An Ongoing Phase III Trial of Sonrotoclax 
(BGB-11417) and Zanubrutinib versus Venetoclax and 
Obinutuzumab for Treatment-Naïve CLL

Shadman M et al. ASCO 2024;Abstract TPS7087.

St
ud

y
En

dp
oi

nt
s

a Defined as CR or CR with incomplete recovery.
b At <10-4 sensitivity at the first post-treatment follow-up based on 
next-generation sequencing by clonoSEQ® and flow cytometry.

BM = bone marrow; CRR = complete response rate; ORR = overall response rate; DOR = duration of response; INV = investigators



I have, in a young patient I have administered BTKi + venetoclax

I have, in a few patients who requested an all-oral, 
time-limited front-line treatment

I have, for patients wanting a time-limited, all-oral approach. I would like more 
data regarding re-treatment for patients with del(17p)/TP53 or complex karyotype

I have not, but would for the right patient 
once regulatory approval is received

I have not, but would administer AV as preferred time-limited therapy 
for patients without del(17p)/TP53 mutations

I have, in a young patient with IGHV-mutated CLL with no high-risk 
features who desired fixed-duration therapy and an all-oral regimen

Regulatory and reimbursement issues aside, have you administered or would you 
administer a Bruton tyrosine kinase (BTK) inhibitor in combination with venetoclax 
with or without an anti-CD20 antibody as first-line treatment for a patient with CLL?

BTKi = BTK inhibitor; AV = acalabrutinib/venetoclax



Acalabrutinib

Acalabrutinib

Zanubrutinib

Zanubrutinib

Acalabrutinib

Acalabrutinib

Regulatory and reimbursement issues aside, in general, if you were going to administer a BTK 
inhibitor in combination with venetoclax with or without an anti-CD20 antibody as first-line 
treatment for a patient with CLL, which would be your preferred BTK inhibitor?



If preference for all-oral, time-limited regimen; BTKi performs better for patients with bulky 
LAD; AVO looks good and perhaps better than VO for patients with unmutated IGHV

If preference for an all-oral, time-limited front-line treatment, patients with TP53-aberrant CLL 
who want a time-limited therapy, or patients with unmutated IGHV who have very bulky LAD

BTKi/venetoclax is a great option, particularly for patients with favorable-risk disease
 and those who want a time-limited, all-oral approach. It is more convenient than 

venetoclax/obinutuzumab

Any patient except those with del(17p) CLL

I would use this combination for younger patients without high-risk 
features, similar to the population studied in the AMPLIFY trial

BTKi/Bcl-2i for a patient with IGHV-mutated CLL or a patient with IGHV-unmutated CLL 
desiring an all-oral, fixed-duration regimen; BTKi/Bcl-2i/anti-CD20 Ab for young, 

fit patient with IGHV-unmutated CLL desiring fixed-duration regimen

Regulatory and reimbursement issues aside, in what specific clinical situations would 
you prefer to administer the time-limited regimen of a BTK inhibitor in combination 
with venetoclax with or without an anti-CD20 antibody as first-line therapy for CLL?

LAD = lymphadenopathy; AVO = acalabrutinib/venetoclax/obinutuzumab; Bcl-2i = Bcl-2 inhibitor; Ab = antibody



Young, fit patient with unmutated IGHV

Patients with TP53-aberrant CLL and patients with a history of or 
active issues with autoimmune cytopenias, including AIHA or ITP

I am not yet comfortable with a triplet in front-line therapy given its 
increased toxicity compared to that seen with the doublet

Hemolysis, if rapid reduction in absolute lymphocyte count needed

I would not include an anti-CD20 antibody given its high toxicity 
and potentially worse OS. I do not see the benefit at this time

Young and fit, IGHV-unmutated CLL or other high-risk features

Regulatory and reimbursement issues aside, in what situations, if any, would you 
include an anti-CD20 antibody in combination with a BTK inhibitor and venetoclax as 
first-line treatment for a patient with CLL?

AIHA = autoimmune hemolytic anemia; ITP = immune thrombocytopenic purpura; OS = overall survival



Kittai AS et al. Am J Hematol 2024 April;99(4):780-4.   



Blood Adv 2023 June 13;7(11):2575-9. 



Phase Ib Study of Daratumumab and Ibrutinib for Symptomatic CLL

www.clinicaltrials.gov. NCT03447808. Accessed January 2025.

Eligibility

• Diagnosis of symptomatic CLL 
requiring active treatment

• ECOG PS 0-2

• No prior chemotherapy, 
immunotherapy, or targeted therapy 
for the treatment of CLL

Primary endpoint: Safety and complete response rate

Trial identifier: NCT03447808 (active, not recruiting)
Enrollment: 15 (actual)

Daratumumab 
+ 

Ibrutinib
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Questions for the Faculty: Effectiveness and tolerability of 
pirtobrutinib for patients with CLL and disease progression 
on prior BTK inhibition

Dr Zanetta Lamar (Naples, Florida)



Pirtobrutinib

Pirtobrutinib

Pirtobrutinib

Lisocabtagene maraleucel

Pirtobrutinib

Pirtobrutinib

Which third-line therapy would you generally prefer for a patient with 
double-refractory CLL? 



Third line

Third line

Third line

Fourth line

Third line

In which line of therapy are you currently using pirtobrutinib for your 
patients with CLL?

Third line



There are not enough available 
data at this time

About the same

There are not enough available 
data at this time

There are not enough available 
data at this time

There are not enough available 
data at this time

Efficacy

Pirtobrutinib has the least toxicity

Pirtobrutinib has the least toxicity

Pirtobrutinib has the least toxicity

Pirtobrutinib has the least toxicity

There are not enough available 
data at this time

Tolerability/toxicity

There are not enough available 
data at this time Pirtobrutinib has the least toxicity 

Based on current clinical trial data and your personal experience, how would you 
compare the global efficacy and tolerability/toxicity of pirtobrutinib to that of ibrutinib, 
acalabrutinib and zanubrutinib for patients with relapsed/refractory (R/R) CLL?



September 27 2024;[Online ahead of print].



BRUIN: Pirtobrutinib Efficacy in Patients with CLL or SLL Who 
Received Prior BTK Inhibitor (BTKi) Treatment

Shah NN et al. Haematologica September 27 2024;[Online ahead of print].

Overall response rate 76.9%

SPD = sum of product of diameters



Pirtobrutinib in Relapsed/Refractory CLL/SLL: Results from 
BTKI Naïve Cohort in the Phase 1/2 BRUIN Study

Eyre T et al.
EHA 2024;Abstract P656.



ASCO 2023;Abstract 326



ASH 2024;Abstract 886 



BRUIN CLL-321: IRC-Assessed Progression-Free Survival

Sharman JP et al. ASH 2024;Abstract 886. 



BRUIN CLL-321: Time to Next Treatment

Sharman JP et al. ASH 2024;Abstract 886. 



BRUIN CLL-314: A Phase III, Open-Label Study of Pirtobrutinib 
versus Ibrutinib for Patients with CLL/SLL

Woyach JA et al. ASCO 2023;Abstract TPS7584.



Pirtobrutinib in Richter Transformation: Updated Efficacy 
and Safety Results with 18-Month Median Survival Follow-Up 
from the Phase 1/2 BRUIN Study

Weirda WG et al.
ASH 2023;Abstract 1737.



Lancet Haematol 2024 September;11(9):e682-92.



BRUIN Subgroup Analysis: Activity of Pirtobrutinib in Patients 
with Richter’s Transformation (RT)

Wierda WG et al. Lancet Haematol 2024 September;11(9):e682-92.

Overall response rate: 50%
Complete response rate: 13%
Partial response rate: 37%

• The most common Grade 3 or worse adverse event was neutropenia (n = 19). 

n = 82



Blood 2024 September 26;144(13):1374-86.  



BRUIN CLL-322: A Phase 3 Open-Label, Randomized Study 
of Fixed Duration Pirtobrutinib plus Venetoclax and 
Rituximab versus Venetoclax and Rituximab in Previously 
Treated Chronic Lymphocytic Leukemia/Small 
Lymphocytic Lymphoma 

Eyre TA et al.
ASCO 2023;Abstract TPS7583.



BRUIN CLL-322 Phase III Trial Design

Eyre TA et al. ASCO 2023;Abstract TPS7583.

Primary endpoint: Progression-free survival per iwCLL 2018 by IRC



EJHaem 2024 September 27;5(5):929-39.
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Case Presentation: 86-year-old woman diagnosed with 
CLL over 30 years ago now has relapsed/refractory, 
ibrutinib-intolerant disease

Dr Warren Brenner (Boca Raton, Florida)

FPO



Zanubrutinib as monotherapy due to overall favorable experience 
with drug, superiority data over ibrutinib, and dose flexibility

Acalabrutinib given longer-term follow-up data, personal experience prescribing, 
and availability of combination data with venetoclax in this setting

Zanubrutinib given its ability to dose-reduce easily 
and convenient administration

Zanubrutinib due to its better tolerability and easier dosing

Acalabrutinib for most patients as I believe it has a better side-effect profile
and there is no head-to-head data to suggest zanubrutinib is more effective

Acalabrutinib for most patients due to longer-term data, safety profile; zanubrutinib 
for del(17p)/TP53 abnormalities due to large experience in front-line TP53-altered CLL

Regulatory and reimbursement issues aside and assuming equal access to acalabrutinib 
and zanubrutinib, in general which BTK inhibitor do you prefer to administer as first-line 
treatment for CLL?



Prefer acalabrutinib for patients with difficult-to-treat HTN

I prefer zanubrutinib for patients with preexisting issues with headaches and 
I tend to use it more now in the TP53-aberrant population given the favorable PK/PD 

of the drug; for patients with preexisting HTN, I prefer acalabrutinib  

Zanubrutinib given its ability to dose-reduce easily 
and convenient administration

I might prefer zanubrutinib for someone with severe headaches, and I prefer 
acalabrutinib overall, especially for patients who struggle with HTN

Acalabrutinib for patients with HTN; 
zanubrutinib for patients with headaches

Regulatory and reimbursement issues aside and assuming equal access to acalabrutinib 
and zanubrutinib, are there specific clinical situations for which you prefer one BTK 
inhibitor versus the other?

Zanubrutinib due to its better tolerability and easier dosing

HTN = hypertension; PK/PD = pharmacokinetics/pharmacodynamics



J Clin Oncol December 8 2024;[Online ahead of print].



SEQUOIA: Progression-Free Survival (PFS) for Patients without Del(17p)

Shadman M et al. J Clin Oncol December 8 2024;[Online ahead of print].

Median follow-up: 61.2 months

BR = bendamustine/ritixumab



SEQUOIA: Overall Survival (OS) for Patients without Del(17p)

Median follow-up: 61.2 months

Shadman M et al. J Clin Oncol December 8 2024;[Online ahead of print].
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Case Presentation: 72-year-old man with chronic atrial 
fibrillation requiring long-term anticoagulation is diagnosed 
with IGHV-unmutated CLL (del[13q], del[17p], XPO1 mutation)

Dr Tina Bhatnagar (Wheeling, West Virginia)



Case Presentation: 74-year-old man with CLL (trisomy 12, 
IGHV unmutated) has a history of CHF (EF 20%-25%) resulting 
in multiple admissions

Dr Laurie Matt-Amaral (Akron, Ohio)



JACC Cardio Oncol 2023 October 17;5(5):570-90.



Cardiovascular Toxicities Associated with BTK Inhibitors and 
Other Therapies for Patients with CLL

Quartermaine C et al. JACC Cardio Oncol 2023 Oct 17;5(5):570-90.

? indicates areas where systematic cardiac data are not widely available. *More emphasis placed on comprehensive 
cardiovascular studies where adjudication methodology is well known. a More common drug therapies.



Leukemia 2024 October;38(10):2141-9.  



Fakhri B et al. Br J Haematol 2024 October;205(4):1645-8. 
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Case Presentation: 61-year-old man with CLL receives 
first-line obinutuzumab/venetoclax and has moderate 
infusion reaction to obinutuzumab

Dr Erik Rupard (St George, Utah)

FPO



Case Presentation: 63-year-old man with CLL and well 
controlled autoimmune hemolytic anemia on ibrutinib is 
switched to zanubrutinib  

Dr Zanetta Lamar (Naples, Florida)



Dr Warren Brenner (Boca Raton, Florida)

FPO

Questions for the Faculty: CLL and COVID-19 
vaccinations; role of MRD testing; anti-CD20 antibodies



Efficacy of COVID Vaccinations in Patients with 
Chronic Lymphocytic Leukemia 

Annunzio K et al.
ASCO 2023;Abstract 7532.



ASH 2024;Abstract 883 



Case Presentation: 65-year-old Amish man requires 
treatment for CLL but is paying for treatment “out of pocket”

Dr Erik Rupard (St George, Utah)

FPO



Case Presentation: 93-year-old man with del(13q) CLL 
receives acalabrutinib

Dr Tina Bhatnagar (Wheeling, West Virginia)
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Questions for the Faculty: Care of patients with Richter’s 
transformation

Dr Tina Bhatnagar 
(Wheeling, West Virginia)

Dr Erik Rupard
(St George, Utah)



R-CHOP + venetoclax

R-CHOP + venetoclax

Pirtobrutinib

R-CHOP

R-CHOP + venetoclax

R-CHOP + venetoclax

Regulatory and reimbursement issues aside, what treatment would you 
recommend for a 75-year-old patient with IGHV-unmutated CLL and a TP53 
mutation who developed Richter’s transformation?



Am J Hematol 2023 January;98(1):56-65. 



EHA 2024;Abstract S163 



EPCORE CLL-1: Best Overall Response with Epcoritamab 
in RT Cohort

Kater AP et al. EHA 2024;Abstract S163.
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Year in Review: Clinical Investigator Perspectives on the 
Most Relevant New Datasets and Advances in Oncology

Wednesday, January 15, 2025
5:00 PM – 6:00 PM ET

A CME/MOC-Accredited Live Webinar

EGFR-Mutant Non-Small Cell Lung Cancer



Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback

 is very important to us. The survey will remain open 
for 5 minutes after the meeting ends.

Information on how to obtain CME and
ABIM MOC credit is provided in the Zoom chat room. 

Attendees will also receive an email in 
1 to 3 business days with these instructions.


