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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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Save The Date

A Multitumor CME/MOC-, ACPE- and NCPD-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, ABIM MOC 
and ABS 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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Meet The Professor
Optimizing the Management 

of Chronic Lymphocytic Leukemia

Tuesday, September 17, 2024
5:00 PM – 6:00 PM ET

Matthew S Davids, MD, MMSc
Associate Professor of Medicine

Harvard Medical School
Director of Clinical Research

Division of Lymphoma
Dana-Farber Cancer Institute

Boston, Massachusetts



Positive High-Level Results from the Phase III AMPLIFY Trial Announced
Press Release: July 29, 2024

“Positive high-level results from an interim analysis of the AMPLIFY Phase III trial showed a fixed duration 

of acalabrutinib in combination with venetoclax, with or without obinutuzumab, demonstrated a 
statistically significant and clinically meaningful improvement in progression-free survival (PFS) compared 

to standard-of-care chemoimmunotherapy in previously untreated adult patients with chronic 

lymphocytic leukemia (CLL).

For the secondary endpoint of overall survival (OS), a trend was observed in favour of acalabrutinib in 
combination with venetoclax, with or without obinutuzumab, versus standard-of-care 

chemoimmunotherapy. The OS data were not mature at the time of this analysis and the trial will 
continue to assess OS as a key secondary endpoint.

The safety and tolerability were consistent with the known safety profile of each medicine. No new safety 

signals were identified, with low rates of cardiac toxicity observed. The data will be presented at a 
forthcoming medical meeting and shared with global regulatory authorities.”

https://www.astrazeneca.com/media-centre/press-releases/2024/calquence-fixed-duration-combo-improved-1l-cll-pfs.html



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

www.clinicaltrials.gov. Accessed August 2024.

Eligibility

• Diagnosis of CLL requiring active 
treatment

• ECOG PS 0-2

• No detected del(17p) or TP53 
mutation

• No prior CLL-specific therapies

Primary endpoint: Progression-free survival by independent central review

Trial identifier: NCT03836261 (active, not recruiting)
Estimated enrollment: 984

Acalabrutinib 

+ 

venetoclax

Acalabrutinib + venetoclax + 
obinutuzumab

R

Investigator choice of FCR or 
bendamustine/rituximab

FCR = fludarabine, cyclophosphamide and rituximab
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Key Clinical Questions

How do you approach first-line therapy for patients with MCL 
in terms of …

• When to initiate treatment?

• Which treatment to administer?
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FDA Approved Therapies for MCL

Mechanism
Approval 
date

MCL indication

Bortezomib
Proteasome 
inhibitor

Initial 
approval 2003

Adult patients with MCL

Lenalidomide Immunomodulator June 5, 2013
After relapse or progression on two prior therapies, one of 
which included bortezomib

Ibrutinib BTK inhibitor Nov. 13, 2013 
Adult patients who have received at least one prior 
therapy
(Indication withdrawn April 6, 2023)

Acalabrutinib BTK inhibitor Oct. 31, 2017
Adult patients who have received at least one prior 
therapy

Zanubrutinib BTK inhibitor Nov. 14, 2019
Adult patients who have received at least one prior 
therapy

Brexucabtagene 
autoleucel 

CAR T-cell therapy July 24, 2020 Adult patients with relapsed or refractory disease

Pirtobrutinib BTK inhibitor Jan. 27, 2023
Adult patients with relapsed or refractory disease after at 
least two lines of systemic therapy, including a BTK 
inhibitor

Lisocabtagene
Maraleucel

CAR T-cell therapy
May 30, 2024

Adult patients with relapsed or refractory disease

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-pirtobrutinib-relapsed-or-refractory-mantle-cell-lymphoma

Courtesy of Michael Wang, MD

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-pirtobrutinib-relapsed-or-refractory-mantle-cell-lymphoma


Chemotherapy-free Regimens Using BTK Inhibitors

• Ibrutinib (FDA approval 2013), rituximab-ibrutinib, ibrutinib-
venetoclax

• SHINE, WINDOW 1 and 2, and TRIANGLE trials

1st Generation, covalent, 
irreversible

• Acalabrutinib (FDA approval 2017), ECHO, AR and AVR

• Zanubrutinib (FDA approval 2019), MANGROVE 
• Orelabrutinib in trials, phase 3 in design stage

2nd Generation, covalent, 
irreversible, less toxic

• Pirtobrutinib (FDA approval 2023), phase 3 ongoing

• PR, PVR, PV. ARQ531, Vecabrutinib

3rd Generation, non-
covalent, reversible

• BTK degraders currently in clinical trials4th Generation

A, acalabrutinib; P, pirtobrutinib; R, rituximab; V, venetoclax. 
Abbas HA, et al. Front Oncol. 2021;11:668162; Clinicaltrials.gov, accessed 9/26/2023; Das D, et al. Curr Top Med Chem. 2022;22(20):1674-1691; 
Deng LJ, et al. Blood Adv. 2023;7(16):4349-4357; Kumar A, et al. Am Soc Clin Oncol Educ Book. 2022;42:1-15; Patel D, et al. Clin Lymphoma
Myeloma Leuk. 2023;23(9):633-641. 

Courtesy of Michael Wang, MD



www.nejm.org/doi/full/10.1056/NEJMoa2201817

Courtesy of Michael Wang, MD

https://nam04.safelinks.protection.outlook.com/?url=http%3A%2F%2Fwww.nejm.org%2Fdoi%2Ffull%2F10.1056%2FNEJMoa2201817&data=05%7C01%7Cccorbet6%40its.jnj.com%7Ce46eb5191b634d1c4eb008da3dacd112%7C3ac94b33913548219502eafda6592a35%7C0%7C0%7C637890109706075297%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=qs3q0ca%2BZlJ7VMAn5G5BByBPhh39H0awatIkY%2F0Vzxc%3D&reserved=0


SHINE Phase III Study Design 

Wang ML et al. ASCO 2022;Abstract LBA7502. Wang ML et al. N Engl J Med 2022;386(26):2482-94.

MIPI = Mantle Cell Lymphoma International Prognostic Index; BR = bendamustine and rituximab; CR = complete response; PR = partial 
response; PD = progressive disease; PFS = progression-free survival; ITT = intention to treat



SHINE: Response Data

Wang ML et al. ASCO 2022;Abstract LBA7502. Wang ML et al. N Engl J Med 2022;386(26):2482-94.

ORR = overall response rate



SHINE: PFS Outcomes

Wang ML et al. ASCO 2022;Abstract LBA7502. Wang ML et al. N Engl J Med 2022;386(26):2482-94.



SHINE: Overall Survival (OS) Outcomes

Wang ML et al. ASCO 2022;Abstract LBA7502. Wang ML et al. N Engl J Med 2022;386(26):2482-94.

TEAE = treatment-emergent adverse event



SHINE: Safety Profile

Wang ML et al. ASCO 2022;Abstract LBA7502. Wang ML et al. N Engl J Med 2022;386(26):2482-94.

URTI = upper respiratory 
tract infection
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ECHO Phase III Study Design

Wang ML et al. EHA 2024;Abstract LBA3439.



ECHO: Response Data

Wang ML et al. EHA 2024;Abstract LBA3439.



ECHO: PFS Outcomes

Wang ML et al. EHA 2024;Abstract LBA3439.

BTKi = Bruton tyrosine kinase inhibitor



ECHO: OS Outcomes

Wang ML et al. EHA 2024;Abstract LBA3439.



ECHO: Safety Profile

Wang ML et al. EHA 2024;Abstract LBA3439.



Conclusions:

• The addition of acalabrutinib to BR in older patients with MCL reduced the 
risk of disease progression or death by 27%, with a 36% risk reduction when 
censoring COVID-19 deaths

• The safety profile of acalabrutinib + BR is consistent with that of the 
individual drugs

• ECHO provides first evidence of a positive trend in OS when adding a BTKi to 
frontline standard chemoimmunotherapy for treatment of older patients with 
MCL

• The survival trend favoring acalabrutinib + BR was sustained despite most 
patients receiving a BTKi as salvage therapy after disease progression with 
BR

• ECHO data suggest BTKi therapy provides substantial benefit when given as 
frontline therapy in combination with BR



Phase III Study of Zanubrutinib with Rituximab versus BR 
for Transplant-Ineligible, Untreated MCL

Dreyling M et al. Future Oncol 2021;17(3):255-62. www.ClinicalTrials.gov. NCT04002297.



Dreyling M et al. Lancet 2024;403(10441):2293-306. ASCT = autologous stem cell transplantation; I = ibrutinib



Dreyling M et al. Lancet 2024;403(10441):2293-306.

TRIANGLE: Failure-Free Survival with ASCT and Ibrutinib 
versus ASCT Alone 



TRIANGLE: FFS Superiority of A+I vs. I ?

 Test A+I vs. I ongoing, 
no decision yet

Next lymphoma 
treatment (among 
patients with first 
treatment failure)

A 
(n=68)

A+I (n=35)
I 

(n=37)

Treatment 
with Ibrutinib 34 79% 4 24% 3 11%
Treatment 
without Ibrutinib 9 21% 13 76% 24 89%

No treatment 25 18 10

A+I arm: IR-CHOP/R-DHAP+ASCT+I; I arm: IR-CHOP/R-DHAP+I. I: ibrutinib
Courtesy of Michael Wang, MD



TRIANGLE: Overall survival

 3-year OS:
 A: 86% (MCL Younger 

exp.: 84%)
 A+I: 91%
 I: 92%

 Too early to evaluate
statistical significance

A arm: R-CHOP/R-DHAP+ASCT; A+I arm: IR-CHOP/R-DHAP+ASCT+I; I arm: IR-CHOP/R-DHAP+I. I: ibrutinib

Courtesy of Michael Wang, MD



Should frontline treatment 
for MCL be “chemo-free” – 
Where do therapies fit in?

Courtesy of Michael Wang, MD



ACE-LY-106: Acalabrutinib plus Venetoclax and Rituximab in Patients 
with Treatment-Naïve MCL

Phase 1b multicenter, open-label trial

CR, complete response; ECOG PS, Eastern 

Cooperative Oncology Group performance status; PD, 
progressive disease; PR, partial response; SD, stable 

disease.

Wang ML, et al. Blood 2021;138(Suppl_1):2416.

• Previously untreated MCL 
• ECOG PS ≤2
• No history of CNS lymphoma 

or leptomeningeal disease
• No significant cardiovascular 

disease
• Primary endpoint = safety

Adverse 
events of 
interest 
(n=21)

Any 
grade, 

%

Grade 
≥3, %

Infections 57 33

Neutropenia 43 33

Hemorrhage 33 0

Major 
hemorrhage

0 0

Cardiac events 19 0

Atrial 
fibrillation

0 0

Hypertension 5 5

Efficacy by 
PET/CT 
(n=21) 

ORR (CR + 
PR), % (95% 
CI)

100 
(83.9-
100)

CR, % 90

PR, % 10

SD, % 0

PD, % 0

Courtesy of Michael Wang, MD



• Median follow-up = 20.5 months 
(range 8.0-31.6)

• 1-year PFS rate = 90% (95% CI: 
66%-97%)

• 1-year OS rate = 95% (95% CI: 
71%-99%)

• Median PFS and OS not yet 
reached

Acalabrutinib-Venetoclax-Rituximab: Survival

Courtesy of Michael Wang, MD



Study Design for BOVen 

After 24 cycles, MRD-driven approach to limit treatment 

duration in selected patients:

<CR and/or dMRD 

Stop treatment CR and uMRD 

Continue ZANU and VEN

Minimum of

24 cycles

Key Eligibility Criteria:

• Previously untreated MCL (except localized RT prior) 
• TP53 mutation (of any variant allele frequency) 
• ECOG ≤2, adequate organ and hematologic function (ANC >1, PLT >75, HGB ≥9 (unless due to MCL))

Primary Endpoint: 
• 2-year progression-free survival. 
• A promising 2-yr PFS rate ≥55% and an unacceptable rate ≤30%
• If ≥11 patients were progression-free at 2 years, the treatment regimen would be declared effective

Courtesy of Michael Wang, MD
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Case Presentation – Dr Phillips: 60yo F Who Experienced Disease 
Relapse After ASCT Followed by Rituximab Maintenance

60-year-old female in good health until noting sudden onset of fatigue and shortness of breath 
while out hiking. Was rushed to local emergency room and found to have diffuse adenopathy above 
and below the diaphragm. Biopsy obtained was consistent with mantle cell lymphoma. Pathology 
demonstrated an aggressive variant, pleomorphic, with a ki-67 50%. Subs work out revealed 
involvement, and the bone marrow, axial skeleton, stomach, and colon. 

Patient was treated with the Nordic regimen and taken to an autologous stem cell transplant. After 
transplant, the patient was started on rituximab maintenance every two months times three years. 
Patient noted on routine follow up during year two of maintenance to have recurrent disease. At 
that time, the patient was started on acalabrutinib. Patient had resolution of disease within three 
months. And currently remains on treatment without any adverse events or progression.



Case Presentation – Dr Phillips: 80yo M with Cardiac Toxicity
on Ibrutinib

80-year-old male who is in his normal state of health until he noted in large right angle lymph node. 
Biopsy of this area was consistent with mantle cell lymphoma. Patient was asymptomatic, so was 
observed until he began to develop onset of drenching night sweats approximately six months after 
the initial diagnosis at that time the patient was started on therapy with bendamustine and 
rituximab x 6 cycles obtaining a complete response. Patient remained in remission for 
approximately five years when he had another symptomatic relapse in the right axilla. 

At that time, patient was started on ibrutinib, patient noted resolution of discomfort in the right 
axilla and on labs was noted to have a new onset leukocytosis. After approximately two months of 
therapy, patient had almost complete resolution of the enlargement in the right axilla and 
normalization of his white blood cell count. The patient was noted to have a rapid onset of 
shortness of breath. Was taken to local emergency room and found to have atrial fibrillation with 
rapid ventricular response. Patient in the ER had his rhythm converted sinus and was discharged 
home but was not started on anticoagulation due to concern of interaction with the ibrutinib. 
Unfortunately, patient continue to have issues with atrial fibrillation. Local cardiologist wanted to 
start the patient on amiodarone, but due to drug-drug interaction was unable to start this 
medication. Given this issue, the patient had his ibrutinib discontinued and started on lenalidomide 
and rituximab. 



Case Presentation – Dr Phillips: 70yo M with TP53 Mutation 
Who Received Zanubrutinib/Rituximab 

Patient is a 70 y/o previously healthy male who noted new onset of tonsillar enlargement and pain. 
The patient was seen by his primary care physician and given a short course of antibiotics. Did not 
have resolution and was subsequently referred to ENT. Exam revealed bilateral tonsil enlargement 
right greater than left. Patient had this area biopsied which confirmed the diagnosis mantle cell 
lymphoma. Molecular testing revealed a mutation in TP 53 with a Ki-67 of 30%. Fish notable for a 
11;14 and 17 P deletion. Marrow was positive for involvement with normal cytogenetics. PET scan 
revealed disease above and below the diaphragm. EGD and colonoscopy was negative. Labs were 
unremarkable. 

Given the positive mutation and TP 53 the patient was started on rituximab and zanubrutinib. 
Rituximab was given monthly times six while the zanubrutinib was given daily. After six months, the 
patient obtained a complete remission by pet scan. Patient continued on the zanubrutinib while the 
rituximab was switched to every other month.



Agenda

Introduction: Interface Between Chronic Lymphocytic Leukemia (CLL) and 
Mantle Cell Lymphoma (MCL) 

Module 1: Selection of First-Line Treatment for MCL

Module 2: Key Datasets – Overview and First-Line Therapy 

Module 3: Faculty Case Presentations

Module 4: Key Datasets – Relapsed/Refractory Disease

Module 5: Faculty Case Presentations



Wang ML et al. J Clin Oncol 2023;41(24):3988-97. Cohen JB et al. ASH 2023;Abstract 981. 

Pirtobrutinib for R/R MCL in the Phase I/II BRUIN Study



Wang ML et al. J Clin Oncol 2023;41(24):3988-97. Cohen JB et al. ASH 2023;Abstract 981. 

Pirtobrutinib for R/R MCL: PFS Outcomes



Pirtobrutinib for R/R MCL: OS Outcomes

Wang ML et al. J Clin Oncol 2023;41(24):3988-97. Cohen JB et al. ASH 2023;Abstract 981. 



Pirtobrutinib for R/R MCL: Safety Profile

Wang ML et al. J Clin Oncol 2023;41(24):3988-97. Cohen JB et al. ASH 2023;Abstract 981. 



Wang ML et al. ASH 2023;Abstract LBA-2.

SYMPATICO: A Phase III Study of Ibrutinib with Venetoclax for R/R MCL



Wang ML et al. ASH 2023;Abstract LBA-2.

SYMPATICO: PFS Outcomes



Wang ML et al. ASH 2023;Abstract LBA-2.

SYMPATICO: OS Outcomes



Wang ML et al. ASH 2023;Abstract LBA-2.

SYMPATICO: Safety Profile
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Case Presentation – Dr Wang: 60yo M with MCL-CLL Type 

A 60 year old man presented to your clinic with newly diagnosed mantle cell lymphoma CLL type 
with positive cyclin D1 but negative Sox11. His bone marrow is infiltrated by MCL 60%, his spleen is 
25cm and his peripheral white blood count is 100,000. 

a) Start acalabrutinib 

b) Start rituximab in the outpatient clinic followed by adding acalabrutinib 

c) Admit the patient to the hospital and start rituximab at 25mL per hour without escalation and 
then add acalabrutinib after 4 doses of rituximab 

d) Start zanubrutinib 

e) Start pirtobrutinib 



Case Presentation – Dr Wang: 70yo M with Mild 
Headaches on Acalabrutinib

A 70 year old man with a history of mantle cell lymphoma that relapsed after chemotherapy who 
was started on acalabrutinib. During the first week of therapy, he developed a mild headache 
scoring 2-3 out of 10. 

a) Treat headache with ibuprofen 

b) Stop acalabrutinib and treat with aspirin 

c) Switch acalabrutinib to zanubrutinib 

d) Hold acalabrutinib until headache is resolved then restart at a reduced dosage 

e) Hold acalabrutinib until headache is resolved then restart at the same dosage



A 71-year-old man with a history of MCL presented for continuation of therapies for relapsed MCL. 
He was previously treated with rituximab-lenalidomide (R2), bendamustine, and rituximab-
ibrutinib. He further relapsed, with a tumor of 3cm near the mediastinum and other enlarged 
lymphadenopathies throughout the body. His Ki67 is 10% and morphology is nodular.

Here are some potential management options for this patient:

• Acalabrutinib 

• Induction chemotherapy followed by autologous stem cell transplant 

• Chemotherapy with hyperCVAD 

• Pirtobrutinib 

• Arrange for CAR T-cell therapy 

Case Presentation – Dr Wang: 71yo M with 
Multiregimen-Relapsed MCL



The Implications of Recent Datasets for the Current 
and Future Management of Small Cell Lung Cancer — 

A 2024 World Conference on Lung Cancer Review
A CME/MOC-Accredited Live Webinar

Moderator
Neil Love, MD

Faculty 

Thursday, September 26, 2024
5:00 PM – 5:45 PM ET

Jacob Sands, MD



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, ABIM MOC and ABS 
credit is provided in the Zoom chat room. 

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